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1.Mariela Geneva-Popova,Stanislava Popova-Belova,Velicka Popova and Nikolay

Stoilov, “Assessment of Crystals in the Synovial Fluid of Psoriatic Arthritis Patients in
Relation to Disease Activity”, . Diagnostics 2022, 12, 1260.
https://doi.org/10.3390/diagnostics12051260

Background: This study examines the relationship between the presence of crystals in
the synovial fluid of patients with psoriatic arthritis (PsA) and disease activity.
Methods: The synovial fluid of 156 PsA patients was analyzed and compared to 50
patients with gonarthrosis (GoA). The Leica DM4500P polarization microscope was
used for crystal detection.

Results: The presence of crystals was observed in 23.71% of PsA patients and none of
the GoA patients, p < 0.001. Monosodium urate crystals (67.58%) and calcium
pyrophosphate crystals (21.62%) were prevalent. The presence of crystals in the
synovial fluid of PsA patients was associated with high disease activity according to
the Composite Psoriatic Disease Activity Index (OR = 18.75, 95%; CI: 7.13 to 49.25)
and the Disease Activity for Psoriatic Arthritis (OR = 15.96, 95%; CI: 5.76 to 44.23),
with severe disability according to the Health Assessment Questionnaire Disability
Index (OR = 13.60, 95%; CI: 5.09 to 36.31), and with severe pain on the Visual
Analog Scale (OR = 157.25, 95%; CI: 39.50 to 625.94).

Conclusion: Our results suggest that synovial fluid examination should be included in
the treatment pathway for PsSA patients with active disease, to aid in determining

whether urate-lowering therapy is required.

Pesrome: ToBa u3cnenBane u3cienBa Bpb3KaTa MEXAy HAJIMYHUETO HAa KPUCTAINA B
CHHOBHAJIHA TEYHOCT HA MAIMEHTU C rcopuatuyeH apTpuT (PsA) u akTUBHOCT Ha
3a0onsiBaHeTo. Metoqu: CuHoBHanHata Te4HOCT OT 156 manmentu ¢ PsA Oeme
aHanu3upaHa u cpaBHeHa ¢ 50 mauumentu ¢ roHaptpo3a (GoA). 3a oTKkpuBaHE Ha
KPHUCTAJIH € U3I0JI3BaH MoJisipu3anuoneH Mukpockon Leica DM4500P.

Pesynratu: Hanumumero HakpucTtanu ce Habmoaasa mpu 23,71% ot nmamuentute ¢ PsA
U HUTO enuH oT namuentute ¢ GoA, p <0,001. MononarpueB npeoOnanaBaT ypaTHu
kpuctanu (67,58%) u xanuueB nupodocdar (21,62%). [IpuchcTBUETO HA KPUCTAIH B
CUHOBHAJIHaTa TE€YHOCT Ha MauueHTd ¢ PSA ce cBBbp3Ba ¢ BHCOKAa AKTUBHOCT Ha
3a0onsiBaHeTO crnopea KOMMO3UTHUSAT WHAEKC HAa aKTUBHOCT Ha ICOPUATUYHOTO

3abonsBane (OR = 18,75, 95%; CI: 7,13 nmo 49,25) u 3abonsiBaHeTO AKTHBHOCT 3a
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ncopuatuueH aptput (OR = 15,96, 95%; CI: 5,76 no 44,23), c TeXKO yBpexXaaHe
criope]l KbM MHJIEKCAa Ha MHBAJIMIHOCTTA Ha BBIIPOCHHUKA 3a OlleHKa Ha 31paBeTo (OR
= 13,60, 95%; CI: 5,09 no 36,31) u cbc cuiHa 60JiKa 1O BU3yaJIHATAa aHAJIOTOBA CKajla
(OR =157,25, 95%; CI: 39,50 mo 625,94).

3aknmrouenne: Hamumre pesynraTuTe MOKa3Bar, 4€ W3CICIBAHETO HA CHHOBHATHATA
TEYHOCT TpsiOBa Ja ObJC BKIIOYEHO B ITBTA Ha JICYCHUE Ha PSA manweHTH ¢ akTHBHO
3a0oisiBaHe, 3a Jla MOMOTHE IPH ONpEACIISIHE Jald € HeoOXoauma Tepamnus 3a

MOHUKaBaHE HA ypaTHUTE.

2.Popova, V., Geneva-Popova, M., Kraev, K., Anastas Batalov, “Assessment of TNF-«

expression in unstable atherosclerotic plaques, serum IL-6 and TNF-a levels in
patients with acute coronary syndrome and rheumatoid arthritis” Rheumatol Int
(2022), Publish on-line 26.may.2022. https://doi.org/10.1007/s00296-022-05113-4

Abstract: The role of inflammatory cytokines is well researched in acute coronary
syndrome (ACS) and rheumatoid arthritis (RA), but not in the presence of both
conditions. This study aimed to compare TNF-a expression, serum TNF-a, IL-6, and
hs-CRP in ACS patients with RA (n=46) with ACS patients without RA (n=49) and
healthy controls (n=50). TNF-a expression was assessed from coronary artery
samples, taken during coronary artery bypass surgery. Serum levels TNF-a, IL-6, and
hs-CRP were measured 24 and 48 h after cardiac surgery. Stronger TNF-a expression
was observed in the ACS patients with RA versus the ACS patients without
RA, p=0.001. Serum TNF-a, IL-6, and hs-CRP at the 24th h were significantly
elevated in both patient groups and distinguished them from the healthy controls with
accuracy ranging from 80 to 99%. At the 48th h, serum TNF-a and IL-6 in the ACS
group without RA decreased to those of the healthy controls but remained high in the
group with RA. ACS cases with RA could be correctly identified from the levels of IL-
6 (AUC =0.885, 95% CI 0.791 to 0.938) and TNF-a (AUC =0.852, 95%CI 0.720 to
0.922). Our results suggest that the presence of RA in ACS cases is likely to provoke
stronger TNF-a expression on atherosclerotic plaques, aggravate the pro-inflammatory
response, and sustain it even after the cardiac stress is lowered. In ACS cases with RA,
long-term monitoring and control of TNF-a and IL-6 levels can be a useful preventive

strategy.
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Pestome:Ponsita Ha BB3MAIMTENHUTE NHUTOKHMHU € J00pe NpOydeHa IPU OCTHP
kopoHapeH cunapoM (OKC) u pesmatounen aptput (PA), HO He ¥ IpU HATUYUETO HA
JIBETE ChCTOsIHUA. TOBa NMpOydYBaHE MMAIlE 3a 1e] 1a cpaBHU ekcrpecuara Ha TNF-a,
cepymausi TNF-a, IL-6 u hs-CRP npu nanuentnn ¢ OKC ¢ RA (n=46) ¢ marueHTu ¢
OKC 6e3 RA (n=49) u 3npaBu kontponu (n=50 ). Excrpecusita na TNF-a Gerie
OIICHEHA OT POOU OT KOpOHApHA apTepus, B3E€TH M0 BpeMe Ha omneparius 3a 6aiinac Ha
kopoHapHata apTepusi. Cepymuute HuBa Ha TNF-a, IL-6 u hs-CRP ca usmepenn 24 u
48 4daca cien cwrpaeuna onepanus. [lo-cuina excnpecus Ha TNF-o ce nabmtonaBa npu
naniuenTn ¢ OKC ¢ PA B cpaBaenne c¢ mammenta ¢ OKC 6e3 PA, p=0,001.
Cepymuute TNF-a, [L-6 u hs-CRP na 24-ust yac ca 3Ha4YUTEIHO OBUIICHU U B JIBETE
rpyny MaldeHTH U T OTJIMYaBaT OT 3/[paBUTE KOHTPOJM C TOYHOCT, Bapupaiia oT 80
10 99%. Ha 48-us yac cepymuute TNF-o u IL-6 B rpynara ¢ ACS 6e3 RA HamansBar
70 Te3W Ha 3ApaBUTE KOHTPOJIHM, HO OCTaBaT BUCOKU B rpymnata ¢ RA. Ciyvaute Ha
OKC ¢ RA wMorar nma OpxarT mpaBUIHO HJACHTH(HUIMpAaHW OT HuBata Ha IL-6
(AUC=0,885, 95% CI 0,791 nmo 0,938) u TNF-a (AUC=0,852, 95%CI 0,720 no
0,922). Hamure pesynratu npeamnojarar, 4ye Haauuueto Ha RA B ciayuam Ha ACS e
BEPOSITHO J1a MMPOBOKHpA MO-CWIIHA eKkcrpecust Ha TNF-o BbpXy aTepoCKIEpOTUYHUTE
IUTAaKW, JIa BJIOHIM MPOBB3MAIMTETHUS OTIOBOP U Ja TO TOIAbpXKA JOpU ClIe[
HaMajisiBaHe Ha cbpaeuyHus crpec. llpu cinywam Ha OKC ¢ PA, aparocpodHoro
HaOmoeHne W KoHTpon Ha HuBata Ha TNF-a u IL-6 moxke na Obae monesHa

IIPEBAHTUBHA CTPATErUsl.

3.Mariela_Gencheva Geneva-Popova, Stanislava Dimitrova Popova-Belova, Petja

Nikolova Gardzheva, Krasimir Iliev Kraev , ,,A study of IFN-o induced chemokines
CCL2, CXCLI10, and CCL19 in patients with systemic lupus erythematosus “, Journal
name: Life Manuscript ID: life-1552636, Life 2022, 12(2),251;
https://www.nchi.nlm.nih.gov/pmc/articles/PMC8880517/

Abstract: The role of IFN-a-induced chemokines CCL2, CXCL10 and CCL19 in
different forms of SLE has not been studied in Bulgaria, with worldwide sources
attributing varying degrees of importance. The aim of this study was to investigate the
correlation between IFN-induced chemokines CCL2, CXCL10 and CCL19 and disease
activity in patients with SLE over 24 months. Materials and methods: This study used

data from 70 patients with SLE (age range 24-62 years) and a control group of 30
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healthy volunteers matched for age and gender. Levels of chemokines CCL2, CXCL10
and CCL19 in lupus patients’ serum were measured by ELISA. The study examined
clinical and clinical laboratory indicators, as well as measures of disease activity
developed for lupus patients (SLEDAI and SLICC). Statistical program SPSS, Version
26 were used for statistical data processing with p < 0.05. At 24 months of follow-up,
12 patients were with deterioration, and they had an IFN-a of 363.76 £ 9.23 versus
116.1 £ 22.1 pg/mL of those who did not worsen, CCL2 278.3 £ 5.12 versus 89.4 +
12.8, CXCL10 234.2 £ 6.13 versus 115.23 + 5.9 p CCL19 776.25 £ 5.1 vs. 651.34 +
9.0 during the first visit. Results: The mean values of CCL2, CXCL10 and CCL19
were higher in patients with SLE compared to healthy controls (p = 0.01). A strong
significant association (p = 0.01) was found between the concentration of CCLZ2,
CXCL10 and CCL19 and with patients’ age, disease duration, SLEDAI and SLICC.
Conclusion: CCL2, CXCL10 and CCL19 serum levels were found to correlate with
patients’ age and disease duration. The level of IFN-induced chemokines CCL2,
CXCL10 and CCL19 has a prognostic value in terms of SLE disease activity and

degree of organ damage.

Pestome:Ponsta Ha IFN-o-ungynupanute xemoknau CCL2, CXCL10 u CCL19 npu
paznuuau popmu Ha SLE He e mpoyuBaHa B bbarapus, KaTo CBETOBHM M3TOUYHHULIU
NPUITMCBAT pa3iiMyHa CTEeNeH Ha 3HaueHue. llenta Ha ToBa mpoyuBaHe Oeile Ja ce
u3cienBa Bpb3kara Mmexay [FN-unpynupanute xemokunu CCL2, CXCL10 u CCL19
U aKTUBHOCTTa Ha 3alosisiBaHeTo npu mauueHtd cbc SLE B mpoabikeHue Ha 24
Mecena. Marepuanu u metonu: ToBa mpoy4yBaHe U3I013Ba JaHHU OT 70 MAallUEHTH ChC
CJIE (BB3pacToB amamna3oH 24—62 roauHu) W KoHTpoiHa rpyna oT 30 3apaBu
JIOOPOBOIIIIH, CHBITAIAINH 1O Bh3pacT u nojl. Hueara Ha xemokuaute CCL2, CXCL10
u CCL19 B cepyma Ha manmeHTH ¢ Jymyc ca usmeperu upe3 ELISA. [IpoyuBaneTo
u3cienBa KIMHWUYHU M KIMHUYHMA J1a00paTOPHH TIOKa3aTela, KaKTO U MEpKHU 3a
aKTUBHOCT Ha 3a00JsiBaHeTo, pazpadorenu 3a mauueHTH c aynyc (SLEDAI u SLICC).
3a craTucTHYecka 0O0pa0OTKa Ha JAHHHUTE € M3MOJ3BaHa CTAaTUCTHYECKa IMporpama
SPSS, Bepcust 26 ¢ p < 0.05. Ilpu 24-meceuno mpocnensaHe 12 mamueHTH ca ¢
BromaBane U umar IFN-a ot 363,76 + 9,23 copsmo 116,1 + 22,1 pg/mL ot Te3w,
kouto He ca ce Bromn, CCL2 278,3 £ 5,12 cpemy 89,4 + 12,8, CXCL10 234,2 +
6,13 copsamo 115,23 + 5,9 p CCL19 776,25 £ 5,1 cnpsamo 651,34 £ 9,0 no Bpeme Ha

nbpBOTO Nocemienue. Pesynratu: Cpennure croiiHoctn Ha CCL2, CXCL10 u CCL19
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ca 1o-BUCOKM npu nauueHTu cb¢ SLE B cpaBHeHHe cbe 31paBu koHTposu (p = 0,01).
VYcraHoBeHa € cuiaHa 3HaunMa Bpb3ka (p = 0,01) mexay konuentpanusta Ha CCL2,
CXCL10 u CCL19 u c BB3pacTTa Ha MallMEHTUTE, NPOIBIDKUTEIHOCTTa Ha
3abonsaBaneTo, SLEDAI u SLICC. 3aknroueHue: YCTaHOBEHO €, Y€ CEPYMHHUTE HUBA
Ha CCL2, CXCL10 u CCL19 kopenupar ¢ Bb3pacTTa Ha MalUEHTUTE U
OPOIBIDKUTENHOCTTa Ha 3abonaBaHeto. HuBoto Ha IFN-uHIynupanute XeMOKWHU
CCL2, CXCLI0 u CCL19 uma nporHocTHYHa CTOMHOCT IIO OTHOIIEHHWE Ha

aktuBHOCTTa Ha SLE 3a00/151BaHeTO U CTENEHTa Ha OPraHHO YBPEXKIaHe.

4.Sevdalina Nikolova Lambova, Ekaterina Krasimirova Kurteva, Sanie Syuleymanova
Dzhambazova, Georgi Hristov Vasilev, Dobroslav Stanimirov, Kyurkchiev, Mariela
Gencheva Geneva-Popova, ,, Capillaroscopy and Immunoloigcal Profile in Systemic
Sclerosis “, Manuscript  ID:  life-1617964, Life 2022, 12(4), 498;
https://doi.org/10.3390/1ife12040498

Abstract Introduction: Data on the associations between capillaroscopic changes and
diagnostic systemic-sclerosis (SSc)-related antibodies are scarce. Presence of such
correlation would improve current knowledge about the disease’s pathogenesis by
revealing the mechanisms of microangiopathy. The microvascular pathology of SSc is
a hallmark of the disease, and immunological abnormalities probably contribute to its
development. Patients and methods: 19 patients with definite diagnosis of SSc were
included in the current pilot study; 16 had limited and 3 had diffuse cutaneous
involvement; their mean age was 51.56 + 15.07 years. All patients exhibited symptoms
of Raynaud’s phenomenon of the fingers. A “scleroderma” type capillaroscopic
pattern was classified according to the staging suggested by Cutolo et al. (2000):
“early”, “active” or ’late” phase. In the presence of different degrees of capillaroscopic
changes in different fingers, the most-advanced microvascular pathology was chosen
for classification. In cases without capillaroscopic features of microangiopathy, the
findings were categorized as normal or nonspecific (dilated, tortuous capillaries,
and/or hemorrhages). Indirect immunofluorescence on HEp-2 cells was performed as
the gold-standard screening method for the detection of antinuclear autoantibodies
(ANA), and determination of the immunofluorescent staining pattern (anti-cell pattern)
was in accordance with the International Consensus on ANA Patterns. Scleroderma-

associated autoantibodies in the patients’ serum were assessed using line immunoblot
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assay for detection of autoantibodies to 13 scleroderma-associated autoantigens: Scl-
70, CENP A, CENP B, RP11/RNAP-1Il, RP155/RNAP-III, fibrillarin, NOR-90,
Th/To, PM-Scl100, PM-Scl75, Ku, PDGFR, and Ro-52. Results: In 73.7% (n = 14) of
the examined patients, “scleroderma” type capillaroscopic changes were found, and in
26.3% (n = 5), capillaroscopic features of microangiopathy were absent (nonspecific
changes, n = 3; normal findings, n = 2). In SSc patients with positive anti-Scl-70 (n =
7) antibodies, significantly lower mean capillary density was observed along with a
higher frequency of “active” and “late” phase capillaroscopic changes as compared to
the anti-Scl-70-negative patients (p < 0.05). Anti-RNAP 111-155 positive patients (n =
4) had significantly higher mean capillary density than anti-RNAP 111-155 negative
patients (n = 15). In three of the anti-RNAP I11-155-positive cases, capillaroscopic
features of microangiopathy were not detected, and in one case there was an “early”
phase “scleroderma” pattern. Conclusion: In the current pilot study, the association
between more advanced capillaroscopic changes and the presence of anti-Scl-70
autoantibodies was confirmed. As a novel observation, positive anti-RNAP 111-155
antibodies were found in SSc patients with or without early microangiopathy. The
question of associations between microvascular changes in SSc and other SSc-related

autoantibodies requires further research.

Pesrome

BoBenenue: JlaHHuTe 3a BpPB3KUTE MEXKAY KaNWISIPOCKOICKATE MPOMEHU H
JTUAarHOCTUYHHUTE aHTHUTENA, CBbP3aHU ChC CHCTEeMHa ckiepo3a (SSc), ca OCKbIHM.
Hannumnero ©Ha TakaBa kKopenamusi OM MOAOOPWIO TEKYIIUTE TIO3HAHHS 3a
nmaToreHe3ara Ha 3a00JsIBAaHETO Ype3 pa3KpuBaHE Ha  MEXaHU3MUTE Ha
MUKpoaHruonaTusi. MUKpoBacKyJapHaTa naTojorus Ha SSc e oTmuuTeNeH Oener Ha
3a00715BaHETO W WMYHOJIOTHYHUTE AHOMAJIUM BEPOSTHO JOIMPHUHACAT 32 HETOBOTO
pazButue. llammentu m Meroau: 19 manueHTH € KareropuyHa JauMarHo3a SSc ca
BKJIFOUCHU B HACTOSIIIIOTO MHJIOTHO TMpoyuBaHe; 16 ca ¢ orpanuueHo u 3 ¢ qudy3HO
KOJKHO 3acsiraHe; cpeaHara uMm Bb3pact € 51,56 + 15,07 roaunu. Becuuku nanueHTH
noka3BaT cuMNTOMH Ha (eHomena Ha PeitHo Ha npwcTuTe. Kanmmmspockomncku
obpazer Tun "ckiepoaepmus’ ce kiacupumpa criopena eramna, npeanoxeH ot Cutolo
et al. (2000): ,,panHa®, ,,akTUBHA* WU ,,KbcHA™ ¢aza. [Ipu HamMuYMe Ha pazTUIHA
CTETEH Ha KalWJISAPOCKOICKU MPOMEHU B PA3IUYHUTE MPBHCTU, 32 KIacUPUIIUpaAHE €

u30bpaHa Hali-HalpenHantata MUKpOBAacKyjapHa mnaTtojorus. B caydaure 6e3
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KAMWISIPOCKOTICKA ~ XapaKTepPUCTHUKA HA  MHUKPOAHTHOINATHS, HAXOJKUTE  ca
KaTeropu3upaHu KaTo HOPMaJIHU WM Hecrieuu(puuHu (pa3lIupeHn, U3BUTH KaUJIspH
u/unn KpbBousnueH). MuaupekrHara umyHoduiyopecueHuuss Bepxy HEp-2 knertku
Oelle M3BBPIICHA KaTO 3JIaT€H CTaHAApTEH METOJl 3a CKPUHUHT 3a OTKpPHBaHE Ha
aHTuHykieapHu aptroantutrena (ANA) U omnpenensHeTo Ha  Mojela Ha
UMYHO(DITYOPECIICHTHO OIBETSBaHE (AHTUKIETHUYEH MOJIEN) Oellie B ChOTBETCTBHE C
MexnyHnaponnusi koHceHcyc 3a Moaenute Ha ANA. CBbp3aHUTE ChC CKIEPOIECPMUS
aBTOAHTUTENA B CEpyMa Ha MALMEHTUTE OsfXa OLEHEHHW C IOMOINTa Ha JIMHEEH
UMYHOOJIOT aHalu3 3a OTKpPUBAaHE HA AaBTOAHTHTENa KbM 13 CBBpP3aHH CBC
ckaeponepmus aproanturenu: Scl-70, CENP A, CENP B, RP11/RNAP-III,
RP155/RNAP-III, ¢pubpunapun, NOR-90, Th/To, PM-Scl100, PM-Scl75, Ku, PDGFR
u Ro-52. Pesynraru: Ilpu 73,7% (n = 14) oT u3cineaBaHUTE MAIMEHTH Ca OTKPUTH
KaWISIPOCKOIICKA MPOMEHM THM ,,cKiaepoaepmusa, a npu 26,3% (n = 5) numncear
KaIUJISIPOCKOIICKY MPU3HAIIM Ha MUKpOAHTHONAaTHs (HecreunuduuHu npomeHu, n = 3;
HOpMaJlHa Haxojka). , n = 2). IIpu manuenT c¢be SSc ¢ moaoxutennu anTu-Scl-70 (n
= 7) antutrena ce HaOIIOJaBa 3HAYUTEIHO IMO-HHCKA CpeAHA KamUsipHa TUTBTHOCT
3a€HO C MO-BHCOKa 4YeCTOTa Ha ,,aKTHMBHA™ W ,,KbCHA* (paza Ha KaMUJIAPOCKOIICKHU
IPOMEHHU B cpaBHeHHUe ¢ aHTU-SCl-70- orpunarennu manuentu (p <0.05). Anti-RNAP
[11-155 nonoxutennn mnanueHTH (n = 4) UMaT 3HAYUTEIHO TO-BHUCOKAa CpeaHa
karmisipHa mabTHOCT oT anti-RNAP [11-155 orpunarennu manuentu (n = 15). B tpu
ot aHTu-RNAP 111-155-no3uTnBHUTE Ciaydyan HE ca OTKPUTH KaMUISIPOCKONCKHU
XapaKTEPUCTUKU Ha MUKPOAHTHOMATHS, & B €/IUH CIIy4all € HaJHIe MOJIe] Ha ,,paHHa‘
daza Ha ,,cxieponepmus’. 3akirodeHHe: B HacTOSMIOTO MHJIOTHO MpoyuyBaHe Oerire
MOTBBPACHA Bpb3KAaTa MEXIY [MO-HANMpEeAHATN KAMUISPOCKONCKH MPOMEHU |
HaIMYKEeTo Ha aHTu-SCl-70 aBToanTHTEena. Kato HOBO HaOOJEHUE Ca OTKPHUTH
nosioxkutenHu aHTu-RNAP [11-155 antuTtena npu nanuentu ¢ SSc ¢be uiM 6e3 paHHa
MUKpPOAHTuonaTus. BeIpochT 3a acolMaliuuTe MEXAY MUKPOBACKYJIAPHUTE MPOMEHU

B SSc u 1pyru cBbp3aHu ¢ SSC aBTOAHTUTENA U3UCKBA IOIBJIHUTEIIHU U3CIEABAHUS.

5.Popova V, Vazhev Z, Geneva-Popova M, Batalov A., “Comparison of RANKL

expression, inflammatory markers, and cardiovascular risk in patients with acute

coronary syndrome with and without rheumatoid arthritis“ Rheumatol Int. 2019

Oct;39(10):1723-1732. Epub 2019 Jul 11, PMID: 31297563
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Abstract The mechanisms responsible for increased cardiovascular risk in patients with
rheumatoid arthritis (RA) involve local and systemic inflammatory processes. We
aimed to compare inflammatory markers and mortality risk in patients with acute
coronary syndrome (ACS) with and without RA. The study involved 95 ACS patients
(46 with RA and 49 without RA) and 40 healthy controls. Serum levels of Receptor
Activator of Nuclear Factor Kappa B Ligand (SRANKL), Osteoprotegerin (SOPG),
high-sensitivity C-reactive protein (hs-CRP) and high-sensitivity Tropinin | (hs-Tnl)
were tested in all participants. Additionally, ACS patients were assessed on RANKL
expression (exRANKL) on coronary arteries and mortality risk on the Global Registry
of Acute Coronary Events scale (GRACE). exRANKL was established in 35 (76%)
ACS patients with RA, vs. 19 (39%) patients without RA, p < 0.001. RA patients had
significantly higher levels of SRANKL and sOPG at 24 h and 48 h compared to ACS
patients without RA and healthy controls (SRANKL 24 h: 121.33 vs. 51.67 vs.
36.94, p = 0.019; SRANKL 48 h: 89.21 vs. 36.95 vs. 36.94, p =0.004; sOPG 24 h:
207.71 vs. 69.39 vs. 111.91,p<0.001; sOPG 48 h: 143.36 vs. 69.38 wvs.
111.91, p < 0.001). RA patients had significantly higher RANKL:OPG ratio at 48 h
(0.062 vs. 0.53 vs. 0.33, p < 0.001), hs-CRP (28.82 vs. 23.67 vs. 2.60, p < 0.001) and
hs-Tnl (0.90 vs. 0.76 vs. 0.012). GRACE risk score was significantly higher in RA
patients vs. those without RA (140.45 vs. 125.50, p =0.030) and correlated with
exRANKL, RANKL:OPG, hs-CRP, and hs-Tnl. Our results indicate that exRANKL,
inflammatory markers and mortality risk are amplified in ACS patients with RA

compared to ACS patients without RA.

Pe3stome: MexaHu3MuTe, OTTOBOPHU 3a TMOBHILEHHUS CBPACYHO-CHJIOB PHUCK MpPHU
nagueHTd ¢ peBmarougeH aptpuT (PA), BxiIro4yBaT JIOKaJHU U CUCTEMHH
BB3MAIUTENHU IIpolecu. MimaxMe 3a 1ies1 Ja cpaBHUM BB3MAIUTEIHN MapKEPHU U PUCK
OT CMBPTHOCT MpHU MalueHTu ¢ ocTbp KopoHapeH cunapoMm (OKC) cbe u 6e3 PA.
[TpoyuBaneto BkitouBa 95 mammentu ¢ OKC (46 ¢ RA u 49 6e3 RA) u 40 3mpaBu
KOHTpoH. CepyMHUTE HUBA Ha pELENTOPHUS aKTUBATOP HA JIUTaH/a Ha SApPeH (HaKkTop
Kappa B (sRANKL), ocreonporerepun (sOPQG), BucokouyBcTBUTENEH C-peakTHUBEH
npoteuH (hs-CRP) u BucokouysctButenen tponunuH I (hs-Tnl) Gsxa TecTBaHu npu

Bcnuku ydactHuid. OcBeH ToBa, nanueHtTute ¢ OKC 0sxa OLIEHeHH 0 eKCIpecHsiTa
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Ha RANKL (exRANKL) BbpXy KOpOHapHUTE apTepuud U pUCKA OT CMBPTHOCT IO
ckasata Ha ['nmoGamHus peructsp Ha ocTpute KopoHapHu cwOuTHs (GRACE).
exRANKL e ycranoBen npu 35 (76%) manmentu ¢ OKC ¢ RA, cpemy 19 (39%)
nanueHtn 6e3 RA, p < 0,001. Ilaiuenture ¢ PA ca mmManu 3HAYUTEITHO TMO-BUCOKH
HuBa Ha SRANKL u sOPG Ha 24 yaca u 48 yaca B cpaBHenue ¢ naruentu ¢ OKC 6e3
PA u 3npaBu koHTponu (SRANKL 24 gaca: 121,33 cipsimo 51,67 cipsimo 36,94, p =
0,019; sRANKL 48 yaca: 89,21 copsmo 36,95 cnpsimo 36,94, p = 0,004; sOPG 24
yaca: 207,71 copsimo 69,39 cnpsimo 111,91, p < 0,001; sOPG 48 vaca: 143,36 cnpsimo
69,38 cipsimo 111,91, p <0,001). [Tarmmentute ¢ PA ca uManu 3HaYUTEIIHO MO-BHCOKO
croTHOolleHue RANKL:OPG na 48-us wac (0,062 cnpsamo 0,53 copsimo 0,33, p
<0,001), hs-CRP (28,82 copsimo 23,67 cupsimo 2,60, p <0,001) u hs-Tnl (0,90 cripsimo
0,76 cpeury 0,012). PuckoBusar pesynrat no GRACE e 3HauuTeNHO MO-BHCOK MPHU
narueHTH ¢ RA crpsimo te3u 6e3 RA (140,45 cpemry 125,50, p = 0,030) u kopenupa ¢
eXRANKL, RANKL:OPG, hs-CRP u hs-Tnl. Hammre pe3ynraTté moka3BaT, 4e
exRANKL, BB3nanuTeIHUTE MapKepu M PUCKBT OT CMBPTHOCT Ca YBEJIWYEHU IIPHU

nanueHTn ¢ OKC ¢ PA B cpaBHenne ¢ mamuenty ¢ OKC 6e3 PA.

6.Mariela Gencheva Geneva-Popova , Stanislava Dimitrova Popova-Belova, Velichka

Popova, Kostadin Chompalov, Anastas Batalov, ,,Assessment of serum and synovial
fluid MMP-3 and MPO as biomarkers for psoriatic arthritis and their relation to
disease activity indices *, Rheumatol Int. 2022, 16.06.2022,
https://doi.org/10.1007/s00296-022-05159-4

Abstract Research on biomarkers for the diagnosis and monitoring of psoriatic arthritis
(PsA) is ongoing. The purpose of this study was to assess the potential of serum and
synovial fluid matrix metalloproteinase-3 (MMP-3) and myeloperoxidase (MPO) as
biomarkers for PsA and their relation to disease activity indices. This case—control
study involved 156 psoriatic arthritis patients, 50 gonarthrosis patients, and 30 healthy
controls. The target parameters were measured with the enzyme-linked
immunosorbent assay (ELISA) kits. Serum MMP-3 and MPO levels were elevated in
the PsA patients in comparison to the two control groups (p <0.001) and distinguished
PsA from GoA patients and healthy controls with 100% accuracy. Synovial MMP-3

discriminated PsA from GoA patients irrespective of the presence of crystals
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(AUC =1.00). PsA patients with crystals in the synovial fluid had elevated synovial
MPO (p<0.001) and were distinguished from PsA patients without crystals with
accuracy of 88.50% and from GoA patients with accuracy of 88.30%. Synovial fluid
MPO was positively associated with the following indicators of disease activity: VAS
(rs=0.396); DAPSA (rs=0.365); mCPDAI (rs=0.323). Synovial MMP-3 showed a
weaker positive association with DAPSA (rs=0.202) and mCPDAI (rs=0.223). Our
results suggest that serum MMP-3 and MPO could serve as biomarkers for PsA.
Synovial fluid MMP-3 showed a potential as a biomarker for PsA versus GoA.
Synovial MPO could be utilized as a marker for the presence of crystals in PSA

patients.

Pestome U3cnenBanusita Ha OumomapKepu 3a AMArHOCTHLIMPAHE W HaOMIOACHHE Ha
ncopuatuueH aptpuT (PsA) mponbmkapar. llenta Ha ToBa mpoyuBaHe Oemie ga ce
OIICHU TIOTEHIMATBT Ha MeTanonpoTenHaza-3 (MMP-3) u muenonepokcunaza (MPO)
B C€pyMa U CHHOBHAJIHATa TEYHOCT KaTo Omomapkepu 3a PsA u TsaxHaTta Bpb3Ka C
WHJICKCUTE Ha aKTUBHOCTTAa Ha 3a0oisiBaHeTo. ToBa u3cieABaHE CIydaii-KOHTpOJa
BKJIIOUBA 156 mamueHTH ¢ ncopuathydeH apTpuT, 50 manueHTH ¢ roHapTtpos3a u 30
3npaBu KoHTponu. lleneBure mapamerpu Osixa MU3MEPEHU C KOMIUIEKTH 33 €H3UMHO-
cBbp3aH umyHocopoenteH aHanu3 (ELISA). Cepymuure nuBa va MMP-3 u MPO
0sxa MOBHILEHU MpH NAlMEeHTH ¢ PSA B cpaBHEHHE C JBEeTE€ KOHTPOJHH TpyNu
(p<0,001) u pasrpannuuxa PsA ot manuentu ¢ GoA u 3apaBu KoHTpoau cbc 100%
ToyHOCT. CuHoBuanHuAT MMP-3  pasrpannuaBa PsA ot nammentn ¢ GoOA,
He3aBUCUMO OT Haimumuueto Ha kKpuctanu (AUC=1,00). Ilanuenture c PsA c
KpUCTaJIM B CHHOBHAJIHATA TEYHOCT ca UMasii noBuiieH cunoBuasieH MPO (p <0,001)
U ca pasrpaHHueHd OT manueHtute ¢ PsA 6e3 kpucramu ¢ touHocT 88,50% u oT
nanueHture ¢ GoA ¢ Ttounoct 88,30%. MPO Ha cHHOBHManHaTa TEYHOCT CE CBBP3BA
MOJIOKUTEITHO CBhC CJEIHUTE TOKa3aTeNd 3a aKTHBHOCT Ha 3a0oisBaHeTo: VAS
(rs=0,396); DAPSA (rs=0,365); mCPDAI (rs=0,323). CunoBuanaustr MMP-3
nokasBa IMo-ciaba monoxutenHa Bpb3ka ¢ DAPSA (rs=0,202) u mCPDAI
(rs=0,223). Hammre pe3yartatu npeanosarat, ye cepymaure MMP-3 u MPO morat
Jna ciaykar kato Oumomapkepu 3a PsA. CunoBuamnata teyHoct MMP-3 mokasBa
noTeHIMan karo omomapkep 3a PsA cpemy GoA. CunoBuannuar MPO moxe na ce

U3M0J13Ba KaTO MapKep 3a HATMYMETO Ha KPUCTAJIM IIPU MalKueHTH ¢ PsA.
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7.Sarah E. Bennett, Heidi A. Zangi, Ingrid Larsson, Catherine Beauvais, Carina
Bostrom, Andrea Domjan, Yvonne van Eijk-Hustings, Kristien Van der Elst, Francoise

Fayet, Ricardo J. O. Ferreira, Mie Fusama, Mariela Geneva-Popova, Maria del

Carmen Herrero Manso, Kirsten Hoeper, Bethan Jones, Marja Leena Kukkurainen,
Suet-Kei Gladys Kwok, Patricia Minnock, Tiziana Nava, Jette Primdahl, Roopa
Rawat, Matylda Sierakowska, Michaela Stoffer-Marx, Astrid van Tubergen, Mwidimi
Ndosi, Dissemination and assessing implementation of the EULAR recommendations
for patient education in inflammatory arthritis: a mixed-methods study with
rheumatology professionals in 23 European and Asian countries.

Ann Rheum Dis. 2022 Jun 8:annrheumdis-2022-222253.

doi: 10.1136/annrheumdis-2022-222253

PMID: 35676076

Abstract Objectives To disseminate and assess the level of acceptability and
applicability of the European Alliance of Associations for Rheumatology (EULAR)
recommendations for patient education among professionals in rheumatology across
Europe and three Asian countries and identify potential barriers and facilitators to their
application.

Methods A parallel convergent mixed-methods design with an inductive approach was
used. A web-based survey, available in 20 different languages, was distributed to
health professionals by non-probability sampling. The level of agreement and
applicability of each recommendation was assessed by (0—10) rating scales. Barriers
and facilitators to implementation were assessed using free-text responses.
Quantitative data were analysed descriptively and qualitative data by content analysis
and presented in 16 categories supported by quotes.

Results A total of 1159 completed the survey; 852 (73.5%) were women. Most of the
professionals were nurses (n=487), rheumatologists (n=320), physiotherapists (n=158).
For all recommendations, the level of agreement was high but applicability was lower.
The four most common barriers to application were lack of time, lack of training in
how to provide patient education, not having enough staff to perform this task and lack
of evaluation tools. The most common facilitators were tailoring patient education to
individual patients, using group education, linking patient education with diagnosis

and treatment and inviting patients to provide feedback on patient education delivery.
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Conclusions This project has disseminated the EULAR recommendations for patient
education to health professionals across 23 countries. Potential barriers to their
application were identified and some are amenable to change, namely training patient

education providers and developing evaluation tools.

Pesrome Llenu Jla pa3npocTpaHu U OLEHU HUBOTO HA IPUEMIIMBOCT U MPUIOKUMOCT
Ha TMpenopbkure Ha EBponeickus aivaHC Ha AacOUMALMHUTE [0 PEBMATOJIOTHUS
(EULAR) 3a 00yueHune Ha MalMeHTUTE cpell MPOPECUOHATUCTUTE IO PEBMATOJIOTHUS B
EBporia u Tpu a3maTcKu CTpaHU W Ja UASCHTUUIMpA TOTCHIUATHUTE MPEUYKH U
yJIECHSABAILUTE T NPUJIaraHe.

Meroaun HM3non3Ban € mapajielieH KOHBEPreHTEH JU3ailH CbC CMECEHH METOIU C
WHIYKTUBEH MoaxojA. YeO 0a3upaHo mpoyuBaHe, HOCTHIHO Ha 20 pa3ivyHU €3UKa,
Oele pasnpoCTpaHEHO Ha 3JIPAaBHUTE CIELUATUCTH Ype3 HEBEPOATHOCTHA W3BAJIKa.
HuBoTO Ha chriacue u MpuIOKUMOCTTA Ha BCSKA Mpernopbka Oemre oreHeHo upes (0—
10) peittunroBu ckanu. Ilpeukure u ynecHsIBAIUTE U3IIBIHEHUETO OsXa OLEHEHU C
MOMOIITa Ha OTTOBOPHU B cBOOOJIeH TekcT. KonmuuecTBeHuTe nanHu 0sxa aHaTU3UpaHU
OMMCATENTHO, @ KAUECTBEHUTE JIaHHU Ype3 aHaJIM3 Ha ChIbP/KaHUETO U MPEJCTaBEHU B
16 kaTeropuu, NOJKPENEHU C IIUTATH.

Pesynratu O6mo 1159 nmonmbnHuxa ankerara; 852 (73,5%) ca xenu. [loBeueto oT
npodecuoHanucTuTe ca OminM MeaunUHCKU cectpu (n=487), peBmatonos3u (n=320),
dusnorepanetn (n=158). 3a BCHUKM NpenopbKH HUBOTO HA ChIilacue Oelle BUCOKO,
HO TMPWJIOKUMOCTTa Oelie mo-Hucka. Yetnpure Hail-uecTo CpeliaHd MPEedyKkd Mpen
KaH/M/IaTCTBAHETO ca JIMIcaTa Ha BpeMe, JHIcaTa Ha O0ydYeHHE KakK Jla ce OCUTYpHU
oOydeHHe Ha MalMeHTUTE, JIMIcaTa Ha JOCTaTh4YHO MEPCOHAI 332 U3IIbIHEHHE Ha Ta3u
3ajjaya M JIMIIcCaTa Ha MHCTPYMEHTH 3a oleHka. Haii-uectute ¢acunuraTopu Osxa
npucrnoco0sBaHe Ha OOYYEHMETO Ha MalUEeHTUTE KbM OTIEIHHUTE MalUEHTH,
U3II0JI3BaHE HA TPYIOBO OOy4YeHHE, CBBpP3BaHE Ha OOYYEHHETO Ha MAIUeHTU C
JIMarHo3a M JIeYeHUE W MPUKAaHBAaHE HA MAIMEHTHUTE Ja MPEeIOCTaBIT 0OpaTHA BPh3Ka
OTHOCHO TMPEAOCTABSIHETO Ha 00yueHue Ha MallUeHTUTE.

3axmouenust To3u npoekT pasnpoctpanu npenopbkute Ha EULAR 3a oOydenue Ha
NAlMEHTH CcpeJl 3[paBHU CHEeUUanucTd B 23 pabpxkaBu. bsaxa wuneHtudunupanu
NOTEHLIMAJIHU NPEUYKH Mpej TIAXHOTO IpUiaraHe M HAKOM OT TIX MOAJIekaT Ha
NpOMsHA, a MMEHHO OO0yuyeHuWe Ha JOCTAaBYMIM Ha OOydyeHHE Ha MalUUEHTH U

pa3paboTBaHe HA MHCTPYMEHTH 3a OLICHKA.
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8.Riitta L Antikainen 1, Nigel Beckett, Ruth Peters, Robert Fagard, Chakravarthi
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Elderly Trial, “Randomized Controlled Trial J Hypertens. 2013 Jun;31(6):1224-32.
doi: 10.1097/HJH.0b013e32836040a4., PMID: 23588194
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Abstract  Objective: To  estimate the prevalence and covariates of
electrocardiographic left ventricular hypertrophy (LVH) in the Hypertension in the
Very Elderly Trial.

Methods: A total of 2993 hypertensive people aged at least 80 years with technically
codable ECGs without pacing, bundle branch block, or ECG myocardial infarction
were studied. LVH was assessed using Sokolow-Lyon (SL-LVH), Cornell voltage
(CV-LVH), and Cornell product criterion (CP-LVH).

Results: The prevalence of LVH varied from 2.4 to 17.5% depending on sex, race, and
ECG criterion. The highest prevalence of SL-LVH (12.0%) was in Chinese men and in
white women for both CV-LVH (17.5%) and CP-LVH (12.9%). Increasing SBP was
an independent covariate of the presence of LVH in Chinese women independently of
the criterion used ( = 0.052-0.069, P < 0.001), of SL-LVH in Chinese men (f = 0.047
P =0.006). In white women, CP-LVH was associated with increasing age (B = 0.055,
P =0.027) and SBP (B = 0.023, P = 0.040). Increasing BMI was associated inversely
with SL-LVH; the association in white men only was not significant. In white men, a
history of diabetes was directly and history of antihypertensive drug treatment
inversely related to CV-LVH and CP-LVH. SL-ECG was associated inversely to
serum uric acid concentration in Chinese women and to serum hemoglobin
concentration in Chinese men.

Conclusion: Prevalence and covariates of electrocardiographic LVH varied by sex,
race, and ECG criterion. CP-LVVH may prove to be the most useful measure of LVH in
this study owing to its close relationship to SBP, at least in women, and independence

from BMI.
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Pestome Ilen: Jla ce omeHu pa3npoCTpaHEHMETO U KOBapHaTUTE  Ha
enekTpokapauorpadckara JseBokamepHa xumneptpodus (LVH) B mnpoyuBaneTo
XUIepTOHHUs MTPU MHOT'O Bb3PACTHU XOpa.

Metoau: M3cnensanu ca o0uio 2993 xunepToHUIM Ha Bb3pacT Hail-manko 80 roguHu
¢ texanuecku koaupanu EKI' 6e3 meticmeiikbp, O6enpen 6mok minu EKIT mumokapaen
undapkr. LVH ce onensBa ¢ momorira Ha Sokolow-Lyon (SL-LVH), BoaTax Ha
Kopuen (CV-LVH) u npoxykroB kpurepuit Ha Kopaen (CP-LVH).

Pesynraru: IlpeobnanaBanero na LVH Bapupa ot 2,4 1o 17,5% B 3aBHCHMOCT OT
noja, pacata u EKI" xputepus. Haii-Bucokoto pasnpocrpanenue Ha SL-LVH (12,0%)
€ Mpu KUTaWCKU Mbke U mpu Oenu skenu kakto 3a CV-LVH (17,5%), taka u 3a CP-
LVH (12,9%). YBenuuaBanero Ha SBP ¢ He3zaBucMMa KoBapuaTta Ha HaUYUETO HA
LVH npu xurtaiicku »eHu, He3aBUCUMO OT u3noi3Banus kpurepuit (f = 0,052-0,069,
P <0,001), na SL-LVH npwu kutaiicku mbxe (B = 0,047 P = 0,006). [Ipu Genu xeHwu,
CP-LVH ce cBbp3Ba ¢ yBenmuuaBaHe Ha Bb3pacTTa (B = 0,055, P = 0,027) u SBP (B =
0,023, P = 0,040). YBenuuaBaneto Ha BMI ce cBbp3Ba 00paTHO MPOMOPIIMOHATHO HA
SL-LVH; Bpw3kara camo mpu Oenute MBXe He € 3HaumMa. [Ipum Oemmre Mbxe
aHamMHe3aTa 3a JualeT € MPSKO W HUCTOpUATA Ha AHTHXUIIEPTEH3UBHO JIEKAPCTBEHO
neyeHue obpatHo mpomopimoHanHa Ha CV-LVH u CP-LVH. SL-EKI' ce cBbp3Ba
0o0paTHO ChC cepyMHATa KOHIICHTpAIUsl Ha TMKOYHA KUCETTNHA MPU KUTAMCKUTE KEHU

H CbC CCPpYMHATA KOHLCHTPAWA Ha XEeMOTJIOOMHA IIpu KUTaNCKUTE MBbXKE.

3axnmrouenne: [IpeobnamaBaneTo M KoBapuaTHTEe Ha enekTpokapauorpadcekara LVH
Bapupar cnopen nona, pacara u EKI' kpurepus. CP-LVH moxe na ce okaxe Hail-
nosie3Hata Msapka 3a LVH B ToBa mpoyuBaHe mopaau TscHaTa cu Bpb3ka cbc SBP,

IIOHE IIPU JKEHUTE, U He3aBUcUMOCTTa 0T BMI.

9.Laura C Coates, Sreekumar G Pillai, Hasan Tahir, Ivo Valter, Vinod Chandran,
Hideto Kameda , Masato Okada, Lisa Kerr, Denise Alves, So Young Park, David H
Adams, Gaia Gallo, Matthew M Hufford ...... Mariela Geneva-Popova, David

Goddard, Oleksandr Golovchenko, Katarzyna Gruszecka, Tomas Hala, Jolana

Hejlova....." Withdrawing Ixekizumab in Patients With Psoriatic Arthritis Who
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Achieved Minimal Disease Activity: Results From a Randomized, Double-Blind
Withdrawal Study Arthritis Rheumatol, 2021 Sep;73(9):1663-1672.,
doi: 10.1002/art.41716.

Abstract Objective To evaluate the effect of withdrawing ixekizumab in patients with
psoriatic arthritis (PsA) in whom minimal disease activity (MDA) has been achieved
after open-label ixekizumab treatment.

Methods SPIRIT-P3 was a multicenter, randomized, double-blind withdrawal study of
biologic treatment-naive adult patients with PsA who were treated with open-label
ixekizumab for 36 weeks (160 mg at week 0, then 80 mg every 2 weeks). Patients in
whom MDA was sustained for >3 consecutive months were randomized 1:1, between
weeks 36 and 64, to undergo blinded withdrawal of ixekizumab treatment (placebo) or
to continue ixekizumab treatment every 2 weeks up to week 104. The primary efficacy
end point was time to relapse (loss of MDA) for randomized patients. Patients who
experienced a relapse were re-treated with ixekizumab every 2 weeks up to week 104.
Results A total of 394 patients were enrolled and received open-label ixekizumab
every 2 weeks. Of those patients, 158 (40%) achieved sustained MDA and were
randomized to undergo withdrawal of ixekizumab treatment (placebo every 2 weeks; n
= 79) or to continue ixekizumab treatment every 2 weeks (n = 79). Disease relapse
occurred more rapidly with treatment withdrawal (median 22.3 weeks [95%
confidence interval (95% CI) 16.1-28.3]) compared to those who continued treatment
with ixekizumab (median not estimable; P < 0.0001). Sixty-seven patients (85%)
compared to 30 patients (38%) experienced relapse in the placebo group and the
continued treatment group, respectively. Median time to achieving MDA again with
re-treatment was 4.1 weeks (95% CIl 4.1-4.3); in 64 of 67 patients (96%) who
experienced relapse with treatment withdrawal, MDA was achieved again with re-
treatment. Safety was consistent with the known safety profile for ixekizumab.
ConclusionContinued ixekizumab therapy is superior to ixekizumab withdrawal in
maintaining low disease activity in biologic treatment—naive patients with PsA. Re-
treatment with ixekizumab following a relapse may restore disease control in cases of

treatment interruption.
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Pesrome: 3a omenka Ha edekTa OT OTTETJSHETO HAa MKCEKH3yMad NpW MAIUEHTH C
ncopuatuieH aptput (PsA), mpu KOuTO € MOCTUTHaTa MHUHHMajdHa AaKTHMBHOCT Ha
3abomsBanero (MDA) cren ortBopeHo nedenme ¢ wukcekmsymad. SPIRIT-P3 e
MHOTOIICHTPOBO, PAaHIOMHU3UPAHO, JABOWHO-CISNO TMpPOy4YBaHE 3a OTTErNIAHE Ha
HEJIEKYBaHU C OWOJIOTUYHO JIeYEHUE BB3PACTHHU MalMeHTH ¢ PsA, kouto ca Owin
JEKyBaHH C OTKPUT HMKCEKHM3ymMad B mpoabkeHue Ha 36 ceaqmunm (160 mg Ha
cenqmuna 0, ciex ToBa 80 mg Ha Bceku 2 ceamuim). [lanmuenture, npu kouto MDA e
NOAAbpPKaH B MPOJBIDKEHUE HA >3 MOCIEA0BATEIIHU MECEa, ca paHaoMusnpanu 1:1,
Mexay cenMui 36 U 64, 3a Ja MpeMUHAT Mpe3 CIIANO CIHUpaHE Ha JICYEHUETO C
UKcekn3ymab (Ianebo) WM Ja MPOABIKAT JICUEHHETO C MKCEKM3ymad Ha BCEKHU 2
ceamunin 10 ceamuna 104. IIppBuuHMAT Kpaili Ha edukacHOCTTa Toukara Oerre
BpeMeTo 10 peuuauB (3arydoa Ha MDA) 3a pangomusupanu mamnueHTtu. [lanuenture,
IpU KOUTO € BH3HUKHAJ PEIUINB, Ca JIEKyBaHU IMOBTOPHO C MKCEKH3ymMald Ha BCEKHU 2
ceaqmuI qo ceamuma 104.

Pesynratu O6mo 394 marmueHTd ca OWIM BKIIOYEHM W Ca MOJydYaBaId OTKPHUTO
nKkcekn3ymadb Ha Bceku 2 cenmumu. Ot Te3m manueHtH 158 (40%) ca mocTUTrHAIH
Tpaitna MDA u ca Ounu panioMu3upaHu Ja NPeyCTaHOBST JICUEHUETO C UKCEKU3YyMad
(mmare60 Ha BCeKHW 2 ceIMUIIN; n = 79) WK J1a MPOIBJDKAT JIEUEHUETO C UKCEKH3ymad
Ha BCcekHW 2 ceamuii (n = 79). PernuauBsT Ha 3a0075BaHETO HACTHIIBA MO-OBP30 MPHU
criMpaHe Ha JyiedeHuero (menuana 22,3 ceqmuuu [95% nosepurenen untepsan (95%
Cl) 16,1-28,3]) B cpaBHEHHUE C T€3U, KOUTO MPOIBIKABAT JICUCHHUETO C UKCEKH3yMao
(menuana He Mmoxe na ce ouenu; P <0,0001). lllectaecer u cenem nanuentu (85%) B
cpaBHenue ¢ 30 manuentu (38%) ca umanu peruanB ChOTBETHO B rpylara Ha Iuiane6o
U Tpylara ¢ IpOIBJDKUTENHO JedeHue. CpeTHOTO BpeMe 3a MOBTOPHO MOCTUTAHE Ha
MDA c nostopHo neuenue e 4,1 cenmunu (95% CI 4,1-4,3); npu 64 ot 67 nauueHTn
(96%), kouto ca WMalMd pEUUIMB TPU TpeKparTsiBaHe Ha JedeHuero, MDA e
MOCTUTHATO OTHOBO IpH TMOBTOPHO JieueHHE. be3omacHOCTTa € B CHOTBETCTBUE C
u3BecTHUS npodui Ha 6e3omacHocT 3a ixekizumab.

3akmrouenue [IpoapipkuTenHaTa Tepanus ¢ UKCEKH3yMal € mo-100pa OT CIUpaHEeTo Ha
MKCEeKN3yMal 3a MoyIbpKaHe HAa HUCKA aKTUBHOCT Ha 3a00JISIBAHETO MPH HEJICKyBaHU
¢ 6uosornyHo jeueHue nanueHTu ¢ PsA. TloBropHOTO JedueHne ¢ MKCeKn3ymad cres
PEIUINB MOKE J1a Bh3CTAHOBU KOHTPOJIA HA 3a00JISIBAHETO B CIIyYauTe Ha MPEKHCBAHE

Ha JICYCHHUCTO.
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Abstract Objective: To assess the safety and efficacy of ixekizumab, a monoclonal
antibody that inhibits interleukin-17A, in a double-blind phase Il trial enrolling
patients with active psoriatic arthritis (PSA).

Methods: Patients naive to biologic therapy with active PsSA were randomised to
subcutaneous injections of placebo (N=106), adalimumab 40 mg once every 2 weeks
(active reference; N=101), ixekizumab 80 mg once every 2 weeks (IXEQ2W)
(N=103), or ixekizumab 80 mg once every 4 weeks (IXEQ4W) (N=107). Both
ixekizumab regimens included a 160-mg starting dose. The primary objective was to
assess the superiority of IXEQ2W or IXEQ4W versus placebo as measured by the
proportion of patients achieving an American College of Rheumatology 20 (ACR20)
response at week 24.

Results: Significantly more patients treated with ixekizumab achieved an ACR20
response with IXEQ2W (62.1%) or IXEQ4W (57.9%) than placebo (30.2%) (p<0.001;
non-responder imputation method). Disease activity and functional disability were
significantly improved with both ixekizumab doses versus placebo at weeks 12 and 24,
and there was significantly less progression of structural damage at week 24 (p<0.01).
Clearance of plaque psoriasis was greater with ixekizumab than placebo (p<0.001).
Efficacy results with adalimumab, the active reference arm, showed significant
improvements versus placebo. Treatment-emergent adverse events were more frequent
with ixekizumab (65.7-66.4%) and adalimumab (64.4%) than placebo (47.2%)
(p<0.05).

Conclusions: In biologic-naive patients with active PsA, ixekizumab treatment

resulted in improvements in disease activity and physical function, as well as in the
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inhibition of structural damage progression. Overall, adverse events were more

frequent in all active groups compared with placebo.

Pestome Ilen: [la ce omenu Oe3omacHocTTa U edukacHocTtta Ha ixekizumab,
MOHOKJIOHAJIHO aHTUTSIIO, KOETO MHXHOUpa UHTEPIEeBKUH-17A, B 1BOWHO-cIsAno (a3za
IIT mpoyuBaHe, BKJIIOUBAIIIO MAIIMEHTH C aKTUBEH rcopratuyeH apTputT (PsA).
Meroau: [lanuenTu, HeleKyBaHU Jlocera ¢ OMOJOrMYHA Tepanus ¢ akTuBeH PsA, ca
paHIOMU3HMPAHU Ha TOJKOXKHHM MHXeKIMH Ha tuianiebo (N=106), aganumymad 40 mg
BEJIHBbK Ha BCEKHU 2 ceaMuIM (akTUBHA pedepeHTHa ctoiHocT; N=101), ukcexnsymad
80 mg Bemubxk Ha BcekH 2 ceamuiy (IXEQ2W) ( N=103) unu ukcekuszymad 80 mg
BeHBXK Ha Beeku 4 cenqmunu (IXEQ4W) (N=107). 1 gBara pexxuma Ha UKCEKU3ymao
BKJIFOYBAT HavagHa ngo3a oT 160 mg. OcHoBHaTa men Oeme ga ce OICHH
npeBb3xoAcTBOTO Ha IXEQ2W ummn IXEQ4W cropsimo mnane6o, u3MepeHo 4pe3 jaena
Ha TMAIMEHTUTE, MOCTUTHAIN OTTOBOP HA AMEPUKAHCKUS KOJIEK MO peBMarosiorus 20
(ACR20) na 24-ta ceqmuiia.

Pesynratu: 3HaUnTENIHO TTOBEYE MAIIMEHTH, JIEKYBaHU C UKCEKU3yMald, ca MOCTUTHAIIU
ACR20 otroop ¢ IXEQ2W (62,1%) unu IXEQ4W (57,9%), oTkonkoTo mamebo
(30,2%) (p<0,001; merom Ha WMIyTalmus HA HEOTTOBOPHWIHN). AKTHUBHOCTTA Ha
3a00JIIBaHETO U (PYHKIIMOHAIHOTO YBPEXKJaHE ca 3HAYUTEIHO MOJOOPEHU U C JBETE
JI031 UKCEKn3yMal crpsimMo rianebo Ha 12 1 24 cenMuiia ¥ ©Ma 3HAYUTEITHO TT0-MaJIKO
nporpecupaHe Ha CTpYKTypHO yBpexnaane Ha 24 ceamuna (p<0,01). KnupbHCchT Ha
IUTAKATEH TICOPUA3HMC € TIO-TOJSIM TMPU HWKCEKU3yMad, OTKOJIKOTO Mpu Iiarnedo
(p<0,001). Pesynrature 3a epuKkacHOCT C agaaTuMymald, akTUBHOTO pePEepeHTHO pamo,
MOKAa3BaT 3HAYUTEIIHA TIOJIOOpEHUsI B CpaBHEHUE ¢ Tuiane0o0. Br3HUKHANMNTE TIO Bpeme
Ha JICYCHHETO HEKEJaHU pEeaklMM ca MO-4eCTH MpH HKcekuzymab (65,7-66,4%) u
amanmumymad (64,4%), oTkonkoro mpu 1wianedo (47,2%) (p<0,05).

3axnmrouenust: [Ipu HenekyBaHM ¢ OMOJIOTUYHO JICYEHUE TMAIMEHTH C aKTHBEH PsA,
JICYCHUETO C MKCEKU3yMal € JOBEJO J0 MOJA00pPEHHUsI B aKTUBHOCTTA Ha 3a00JISIBAHETO
u pusnyeckata QyHKIUS, KAKTO U JI0 HMHXUOUPAHE HA MPOTPECUSITA HA CTPYKTYPHOTO
yBpexaaHe. Karo 1sio, HexelaHUTE peakiMu ca MO-YeCTH BHB BCUYKH AKTUBHHU

IpynH B CpaBHEHUE C Ianedo.
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11. Stefanova KI, Delcheva GT, Maneva Al, Batalov AZ, Geneva-Popova MG,

Karalilova RV, Simitchiev KK., Pathobiochemical Mechanisms Relating Iron
Homeostasis with Parameters of Inflammatory Activity and Autoimmune Disorders in
Rheumatoid Arthritis., Folia Med (Plovdiv). 2018 Mar 1;60(1):124-132.

doi: 10.1515/folmed-2017-0068

PMID: 29668445

Aim: To find the correlations between the parameters of iron homeostasis,
inflammatory activity and autoimmune disorders in rheumatoid arthritis (RA).
Materials and methods: The present study included 114 patients with RA and 42
healthy controls. We determined the parameters of iron homeostasis: serum iron, total
iron binding capacity (TIBC), ferritin and soluble transferrin receptor (sTfR), the
parameters of inflammatory activity: C-reactive protein (CRP), interleukin-6 (IL-6)
and prohepcidin, and the parameters of autoimmune disorders: rheumatoid factor (RF),
anti-cyclic citrullinated peptide (antiCCP) antibodies and DAS 28. Results: The levels
of sTfR, CRP, IL-6 and prohepcidin were significantly higher in RA patients than
those in the controls and the level of serum iron was significantly lower in RA than
that in the control group. Unlike the controls, in RA, there was a significant positive
correlation of STfR with the parameters of inflammatory activity (IL-6, prohepcidin,
ESR) and with the parameters of autoimmune disorders (DAS 28, RF, antiCCP). A
negative correlation of serum iron with sTfR was found only in RA patients.
Prohepcidin positively correlated with the parameters of inflammation (CRP, ESR)
and with the parameters for evaluation of autoimmune disorders (DAS 28 and RF) in
the RA group. Conclusion: Our study shows that the simultaneous determination of the
two parameters sSTfR and prohepcidin is most informative for evaluation of the
changes in iron homeostasis in RA. The increase of both parameters provides
information for tissue iron deficiency (assessed by the level of sTfR), caused by the

inflammation when prohepcidin is expressed.

Pestome:/la ce HaMepsAT KopenaluuTe MEXKly apaMeTpUTe Ha KeJs3HaTa XOMeocTasa,
BB3MAIUTEIHATA AKTUBHOCT M aBTOMMYHHHUTE HapyUIEHUs MPU PEBMATOHJICH apTPUT
(RA). Marepuanu u meronu: HacrosmoTo u3ciensane BkitouBa 114 manuentu ¢ PA
u 42 Op 3IpaBOCIOBHU KOHTpoiu. Omnpenenuxme TMapaMeTpuTe Ha Kejls3HaTa

XOMEOCTa3a: CEpyMHO XKeJsg30, o0l KamauureT 3a cBbp3BaHe Ha xensa3o (TIBC),
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deputun u pastBopuM TpaHchepuHoB penentop (sTfR), mapamerpure Ha
Bb3nanurenHara akTuBHOCT: C-peaktuBeH npoteud (CRP), unrepneskun-6 (IL-6) u
MPOXEMIUIUH U MapaMeTpUTEe Ha aBTOMMYHHHU 3a00JIIBaHUA: PEBMATOUIEH (PakTop
(RF), antu-tiuknnanu nutpynuHUpand nentuau (antiCCP) anturena u DAS 28.

Pesynratu: HuBata na sTfR, CRP, IL-6 u nmpoxenuuanH ca 3HaAYUTEITHO MMO-BUCOKHU B
[Taunenture ¢ RA B cpaBHEHUE € T€3U B KOHTPOJIUTE U HUBOTO HA CEPYMHOTO KEJIA30
€ 3HAUWUTENHO MOo-HUCKa npu RA OT Ta3u B KOHTpoOJIHATa Tpyna. 3a pa3juka OT
KOHTpoiuTe, npu RA wumame a 3HayuTelHa MonoXxuTelHa Kopemauus Ha sTfR c
nmapamMeTpuTe Ha Bb3nanurenHata akTuBHocT (IL-6, mpoxemumama, ESR) u ¢
napaMmeTpuTe Ha aBToMMYHHHU 3aboisBanus (DAS 28, RF, antiCCP). Otpunarenna
Kopenanuss Ha cepyMHOTO xems30 ¢ STfR e oTkpura camo B mammentu ¢ PA.
[IpoxenuuanH Kopenaupa MoJI0KUTETHO ¢ TapameTpute Ha Bh3nasienneto (CRP, ESR)
U C MapaMeTpuTe 3a OlleHKa Ha aBTouMyHHH 3abomsBanusi (DAS 28 u RF) B rpynata
Ha PA.3axmouenue: Hamero nmpoy4yBaHe Mokas3Ba, Y€ €IHOBPEMEHHOTO OIpPEACIISHE
Ha aBara mapamerspa STfR u mpoxenuumuH e Hal-UHPOPMATHBHO 3a OICHKA Ha
IIPOMEHUTE B XKeJsi3HaTa XoMeocTasa npu PA. YBennuaBaHeTo Ha ABaTa mapameTbpa
naBa MHGOPMAIIHS 32 HEOCTUT Ha XKeJsI30 B ThKaHUTE (OLIEHEeH upe3 HUBOTO Ha ST{R),

IMPUYKUHCH OT BB3IAJICHUCTO, KOI'aTO CC CKCIIpECHpPa IIPOXCIIINUINH.

12.Stefanova KI, Delcheva GT, Maneva Al, Batalov AZ, Geneva-Popova MG,

Karalilova RV, Simitchiev KK., Pathobiochemical Mechanisms Relating Iron
Homeostasis to Parameters of Inflammatory Activity and Autoimmune Disorders in
Rheumatoid Arthritis., Folia Med (Plovdiv). 2016 Dec 1;58(4):257-263. doi:
10.1515/folmed-2016-0040., PMID: 28068286

Aim: To fi nd the correlations between the parameters of iron homeostasis, infl
ammatory activity and autoimmune disorders in rheumatoid arthritis (RA). Materials
and methods: The present study included 114 patients with RA and 42 healthy
controls. We determined the parameters of iron homeostasis: serum iron, total iron
binding capacity (TIBC), ferritin and soluble transferrin receptor (sTfR), the
parameters of infl ammatory activity: C-reactive protein (CRP), interleukin-6 (IL-6)
and prohepcidin, and the parameters of autoimmune disorders: rheumatoid factor (RF),
anti-cyclic citrullinated peptide (antiCCP) antibodies, and DAS 28. Results: The levels
of sTfR, CRP, IL-6 and prohepcidin were signifi cantly higher in RA patients than

those in the controls and the level of serum iron was signifi cantly lower in RA than
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that in the control group. Unlike the controls, in RA, there was a signifi cant positive
correlation of sTfR with the parameters of infl ammatory activity (IL-6, prohepcidin,
ESR) and with the parameters of autoimmune disorders (DAS 28, RF, antiCCP). A
negative correlation of serum iron with sTfR was found only in RA patients.
Prohepcidin positively correlated with the parameters of infl ammation (CRP, ESR)
and with the parameters for evaluation of autoimmune disorders (DAS 28 and RF) in
the RA group. Conclusion: Our study shows that the simultaneous determination of the
two parameters sTfR and prohepcidin is most informative in evaluating the changes in
iron homeostasis in RA. The increase of both parameters provides information for
tissue iron defi ciency (assessed by the level of sTfR), caused by the infl ammation

when prohepcidin is expressed.

[Ten: /la ce HaMepsT KOpENALMUTE MEXIY MapaMETpHUTE Ha JKeIsA3HaTa XOMEeocTasa,
BB3MAJIMTEIIHATA aKTUBHOCT U aBTOMMYHHUTE HapyIICHHs NP PEBMATOMJIEH apTPUT
(RA). Marepuanu u meroau: HacrosioTo u3ciensane Bkitousa 114 manuentu ¢ PA
u 42 Op 3apaBociOBHM KOHTponu. OmpenenuxMe MapaMeTpUTe Ha Kels3Hara
XOMEOCTa3a: CEpyMHO XKelsg30, 00l KamauuteT 3a cBbp3BaHe Ha xemnszo (TIBC),
¢deputun u pastBopuM TpaHchepuHoB penentop (sTfR), mnapamerpure Ha
Bb3NaUTeIHaTa akTUBHOCT: C-peaktuBeH nporeuH (CRP), unrepneBkun-6 (IL-6) u
OPOXENUUANH U MapaMeTpUTe Ha aBTOMMYHHH 3a00JsIBaHMS: peBMaToMJeH (aKkTop
(RF), anturena cpenty nukinyeH nurpynuaupat nentus (antiCCP) u DAS 28.

Pesynratu: Husata na sTfR, CRP, IL-6 u mpoxenuuanH ca 3HaYUTEITHO MO-BUCOKHU B
[Tamentute ¢ RA B cpaBHEHHE C TE3U B KOHTPOJIMUTE U HUBOTO Ha CEPYMHOTO JKEJIA30
€ 3HaYNTEIIHO MO-BUCOKO NO-HHUCKA IpU RA 0T Ta3u B KOHTpoHaTa rpyna. 3a pas3jinka
OT KOHTpoiuTe, Mpu RA wumame u 3HauMMa mojoxuTenHa Kopenamus Ha sTfR ¢
napamMeTpuTe Ha Bb3nanurenHata akTuBHOcT (IL-6, mpoxemummun, ESR) u c
napameTpute Ha aBrouMmyHHHTE 3a0onsBanus (DAS 28, RF, antiCCP). Orpunarenna
Kopenamus Ha cepyMHOTO »kensizo ¢ sTfR e oTkpura camo B mamueHtu ¢ PA.
[TpoxenuuanH Kopeaupa NoJ0KUTEIHO ¢ mapamerpute Ha Bh3nageHueTo (CRP, ESR)
U C TIapaMeTpuTe 3a OIeHKa Ha aBTouMyHHHU 3a0omsBanust (DAS 28 u RF) B rpynara
Ha PA. 3axmouenue: HameTro npoyuBaHe Moka3Ba, Y€ €IHOBPEMEHHOTO ONPEACIISHE
Ha /Bata nmapamerbpa sTfR u mpoxenmunuH € Haii-uH(GOPMATHBHO MPH OICHKATa Ha

IPOMEHMTE B JKelsi3Ha Xomeocraza npu PA. YBennuaBaHeTo Ha JBaTa Napamerbpa
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naBa MHGOPMAITUS 32 HEJOCTUT Ha JKEIs30 B ThKaHUTE (OIeHeH 1Mo HUBOTO Ha STR),

IMPUYKUHCH OT BB3IAJICHUCTO KOIaTO CC CKCIIPCCHUpa IPOXCIIUANH.

13.Kraev K_Geneva-Popova M, Popova V, Popova S, Maneva A, Batalov A, Stankova

T, Delcheva G, Stefanova K. “Drug-neutralizing Antibodies against TNF-a blockers as
Biomarkers of Therapy Effect Evaluation., Folia Med (Plovdiv). 2020 Jun
30;62(2):282-289. doi: 10.3897/folmed.62.€39402., PMID: 32666748

Introduction: TNF-a blocker therapy is part of the treatment with biologics used in
the management of inflammatory joint diseases. In recent years, drug-induced
neutralizing antibodies have been shown to have a negative effect on the course of the
disease process.

Aim: To investigate drug-induced neutralizing antibodies against TNF-o blocking
drugs used in patients with inflammatory joint diseases and their effect on the clinical
course of the disease.

Materials and methods: The study included 121 (56.8%) patients with rheumatoid
arthritis, 50 (23.5%) patients with ankylosing spondylitis, 42 (19.7%) patients with
psoriatic arthritis, and 31 sex and age-matched healthy controls. The patients were
monitored at 0, 6, 12, and 24 months after initiation of TNF-a blocker treatment. The
demographic data, vital signs and the parameters of inflammatory activity (C-reactive
protein, erythrocyte sedimentation rate, and disease activity indices) were analyzed in
all patients. Drug-induced anti-TNF-a blockers antibodies (adalimumab and
etanercept) were analyzed using ELISA. Statistical analysis was performed with SPSS
v. 24. Results: Drug-induced neutralizing antibodies against adalimumab were
obtained in 11.57% of patients at 6 month, in 17.64% at 12 month, and in 24.8% at 24
month. Drug-induced neutralizing antibodies to etanercept were not demonstrated in
patients followed up at 6 months, at 7.77% at 12 months, and at 9.63% at 24 months.
Between the presence of neutralizing antibodies to blockers of TNF-a and indices
available for disease activity, there is a strong positive correlation and Pearson
Correlation = 0.701, p=0.001. Patients with poor clinical response and available
antibodies against adalimumab at 12 months were 82.36% and patients treated with

etanercept 71.42%. The difference between the two groups was non-significant (U =
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0.527, p> 0.05). Patients with poor clinical response and available anti-adalimumab
antibodies at 24 month were 75%, and in patients treated with etanercept — 87.50%,
the difference between the two groups not being able to reach significance (U =
0.623, p> 0.05).

Conclusion: Drug-induced neutralizing antibodies against TNF-o  blockers
(adalimumab and etanercept) have a negative effect on the course of inflammatory
joint disease and can be used as reliable biomarker to assess the effect of the treatment

with these drugs.

Pesrome

BoBenenue: Tepammsata ¢ TNF-o Omokep € d9acT OT JICUCHHETO C OHOJOTHYHHU
JIEKapCTBa, U3MOI3BaHU IPU JICUEHUETO Ha BB3NAIUTEIHU CTaBHU 3aboisaBanus. [Ipe3
MOCJIEIHUTE TOAWHU €  JI0Ka3aHO, Y€ MEJANKAMEHTO3HO  MHAYLHMPAHUTE
HEYTpaIM3UpAIlld aHTUTEJIa UMAT OTpullaTeleH edeKT BBbPXY XoJa Ha OOJECTHHS
poLec.

Hen: [la ce wu3cnenBar JIeKapCTBEHO-UHAYLUPAHUTE HEYTPAIMU3UPAILIN aHTUTENA
cpemry TNF-o Omokupaiy nekapcTBa, M3MOI3BaHU MPHU MAIUEHTH C BH3MAIUTEIIHU
CTaBHU 3a00JIIBaHUSI U TEXHUS €PEKT BPXY KIMHUYHUS XO]1 Ha 3200JISIBAHETO.
Marepuanu u meroau: [IpoyuBanero BkirouBa 121 (56,8%) mamueHTy ¢ peBMaToUIeH
aptpur, 50 (23,5%) nmanueHTu ¢ aHkuwio3upaml cnoHauut, 42 (19,7%) namueHTtu c
MICOpUATUYEH apTpUT U 31 3/paBU KOHTPOJIU, CHOTBETCTBAIIM HA 10JIa U Bb3pPACTTA.
ITanimenTute ca nadmonaBanu Ha 0, 6, 12 u 24 Mecena cieJ 3ao4YBaHe Ha JICYUCHUETO
¢ TNF-a Gmokep. [Ipu Bcuuku TMalMeHTH ca aHAIM3UPAHH JeMOTrpadCcKuTe TaHHW,
YKU3HEHUTE MOKa3aTeNl U MapaMeTpUTe Ha Bb3NalIUTeNHaTa akTUBHOCT (C-peakTUBEH
NPOTEUH, CKOPOCT Ha YTasBaHE Ha EPHUTPOIMTHTE M WHACKCH Ha OoJyiecTHATa
akTuBHOCT). JlekapcTBeHO-uHAyuupanute aHTH-TNF-o  Onokepuu  aHTHTEna
(amanmumyma® u eraHepuenT) Osxa aHamusupanu c¢ mnomomra Ha ELISA.
CraTucTudeckusT aHanus Oerie u3BbpieH cbec SPSS v. 24.

Pesynratu: WuayuupaHu oOT JEKapcTBOTO HEYTPaTU3MpAIlM aHTHUTENa CpelLy
amanumyMab ca momydenu npu 11,57% ot mauuentute Ha 6-us mecen, npu 17,64% na
12-us mecen u mnpu 24,8% nHa 24-us wmecen. MWHaymupanu oOT JE€KapCTBOTO
HEyTpaJIM3UpPAILA aHTUTENA CPELly €TaHepLENT He ca JEMOHCTPUPAHU NIPU MALUEHTH,
npocieneHn Ha 6 meceua, npu 7,77% Ha 12 meceuna u npu 9,63% Ha 24 meceuna.

Mexay Hanu4uMeTo Ha HEyTpanu3upamy aHtutena kbMm Onokepu Ha TNF-o u
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HAJIUYHUTE HMHACKCH 3a aKTUBHOCT Ha 3a00JIIBAHETO HMMa CHJIHA TOJOKHUTEIIHA
Kopenanus 1 kopenanus Ha Pearson = 0.701, p=0.001. [TauuenTtuTe C JIom KIMHUYEH
OTTOBOP M HAJWYHHU aHTHUTENa cpelry afganumymad cien 12 mecema ca 82,36%, a
nanueHTUTe, JieKyBaHu ¢ eraHepuent, 71,42%. Pa3znukara Mexay JBeTe Tpymnu e
Hecurnuukanta (U = 0.527, p> 0.05). [laurenTuTe c 0 KIMHUYEH OTTOBOP U
HAJIMYHU aHTH-aJanuMymal aHTutena Ha 24-us mecenl ca 75%, a MpH MalMEHTHUTE,
nexkyBaHu ¢ eraHepuent — 87,50%, pasnukata MeXay ABETE TPyHNH HE MOXE Ja
nocturae 3Hauumoct (U = 0,623, p> 0,05).

3axnmoueHre: MenuKaMeHTO3HO WHAYLHpaHUTE HEyTpalM3Hpallyd aHTHTENA CpPEeIry
TNF-a Gnokepute (amanumMymald M €TaHEpLENT) MMAT HEraTUBEH €(QEKT BBPXY
MPOTUYAHETO HA BH3MAIUTEITHUTE CTAaBHU 3a00JISIBAHUS M MOTAT Jla C€ M3MOJI3BAT KaTo

HaaACKICH 6I/IOMapK€p 3a OIICHKa Ha ecbeKTa OT JICHCHUCTO C TC3H JICKAPCTBA.

14.Mariela __Geneva-Popova, Stanislava Popova, STUDY OF SERUM
OSTEOPROTEGERIN AND RECEPTOR ACTIVATOR OF NUCLEAR FACTOR
KAPPA-B LIGAND IN PATIENTS WITH RHEUMATIC DISEASES, J of IMAB. 2021
Oct-Dec;27(4):4170-4177
https://www.journal-imab-bg.org/issues-2021/issue4/vol27issue4p4170-4177.html

ABSTRACT:

Although rheumatological diseases are widespread, they still have an unclear etiology,
pathogenesis, and therapy. Researchers are looking for biomarkers associated with
inflammatory and degenerative joint diseases. Serum Osteoprotegerin (s-OPG) and
serum Receptor Activator of Nuclear Factor Kappa-B Ligand (s-RANKL) have not
been studied in patients with Diffuse idiopathic skeletal hyperostosis (DISH),
spondylosis, ankylosing spondylitis, and gout.
The aim of this study was to investigate s-OPG and s-RANKL in patients with various
rheumatic diseases.
Materials and methods: We studied 135 patients with rheumatic diseases, of which
55 were diagnosed with DISH, 50 with spondylosis, 23 with ankylosing spondylitis, 7
with gout, and 25 were a control group. s-OPG and s-RANKL, serum calcium, ionized
calcium, serum phosphorus, alkaline phosphatase, uric acid, urea, creatine, and serum
osteocalcin were tested using the ELISA method in the Clinical Laboratory of "St.

George" University Hospital, Plovdiv. The results were processed using the statistical
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program SPSS ver 26, with significance p<0.05.
Results: Patients with DISH and ankylosing spondylitis had higher levels of s-OPG, s-
RANKL, and s-OPG/s-RANKL ratio than the control group (p<0.05). The s-OPG/s-
RANKL ratio in patients with spondylosis and gout was lower than in patients with
DISH and ankylosing spondylitis (p<0.05). There are strong correlations between s-
OPG, s-RANKL, and the biochemical parameters related to bone metabolism (serum
calcium, ionized calcium, serum phosphorus, alkaline phosphatase, uric acid, urea,
creatine, and serum osteocalcin)(p <0.05).
Conclusion: Our studies show that changes in bone metabolism are similar in patients
with DISH and ankylosing spondylitis. Further research is needed to look for a
common pathogenetic pathway linking degenerative and inflammatory rheumatic

diseases of the axial skeleton.

PE3IOME:

Bonpeku ue peBMaTONIOrHYHHUTE 3a00JISBaHUS Cca IIMPOKO Pa3MpPOCTPAHEHH, T€ BCE
OIlI€ Ca C HEU3SICHEHa €TUOJIOTHs, aToreHe3a u Tepanus. M3cineqoBaTenuTe ThpCAT
OMoMapKepH, CBBP3aHU C BB3MAJUTEIHU U JCTCHEPATUBHU CTAaBHU 3a00JISIBAHUS.
Cepymuust ocreonpotereput (s-OPG) u cepyMHHST pelienTOPEH aKTUBATOp Ha Kama-
B nwuranmga Ha sapenust ¢daktop (s-RANKL) He ca mpoyuBaHM MpH NAlUEHTH C
mudy3Ha uauonaruyHa ckenerHa xunepocro3a (DISH), cnonmunosa, aHKuIO3Upall]
CIIOHAWJINT U MOJarpa.

[lenTa Ha ToBa nmpoyuBaHe Oemie na ce uscneasar s-OPG u S-RANKL npu manuenTu c
pa3IMYHUA PEBMATUYHH 3200 ISIBAHUSI.

Marepuanu u metoau: U3cnensanu ca 135 manueHTu ¢ peBMaTUYHU 3a00JISIBAHUSA, OT
kouTto 55 ca ¢ nquarHosa DISH, 50 chc cnonamnosa, 23 ¢ aHKUAJIO3UpAIll CIIOHIUIIUT, 7
¢ mojmarpa u 25 ca kouTponHa rpyna. s-OPG u s-RANKL, cepymen xkamniui,
HoHM3MpaH Kanuui, cepymeH (ocdop, ankanHa ¢pocdaraza, MUKOYHA KHCEIHHA, ypes,
KpEeaTUH U CEpPyMEH OCTEOKaJluH ca u3cieaBaHu no meroga ELISA B Knunuuna
na6oparopust Ha YMBAJI "Cg. I'eopru" rp. [InoBaus. . Pesynrature ca oOpabotreHu
cbC cratuctudecka nporpama SPSS ver 26, cbe 3Haunmoct p<0.05.

Pesynratu: Ilaumenture ¢ DISH u ankuno3upaiil COOHAWIUMT UMAT MO-BUCOKU HUBA
Ha s-OPG, s-RANKL wu cwrorHOmenuero s-OPG/s-RANKL ot koHTponHara rpyma
(p<0,05). CootHomennero s-OPG/S-RANKL mnpu mamueHTH CbC CHOHAMIO3a H

nojarpa € Mno-HucKo, OTKOJKOTO npu nauuentu ¢ DISH u ankumosupany CioHAWIUT
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(p<0,05). CeomecrByBar cuiaHH Kopenanmuu Mexay s-OPG, S-RANKL wu
OMOXMMHUYHUTE TIApaMETPH, CBHP3aHU C KOCTHHS METaboJM3bM (CepyMeH Kallluy,
HoHu3MpaH Kanui, cepymer pocdop, ankanna ¢ocdarasza, MMKOUYHA KUCETUHA, ypes,
KpeaTHH U cepyMeH ocTeokanuH) (p <0,05) .

3axnmrouenne: Hammre mpoy4yBaHus MOKa3BaT, 4e MPOMEHUTE B KOCTHHS METa00IH3BM
ca monoOuu mpu manueHTd ¢ DISH w ankwmnmosumpamnn cnonamnut. HeoOxomumu ca
JOITBJIHATEITHA H3CIICABAHMS, 32 Jla C€ THPCH OOII NMAaTOrCHETHYCH IThT, CBHP3BAIl

ACTCHCPATHBHU U BB3MAJIUTCIIHU PCBMAaTUYHU 3a00JIIBaHMS HA aKCUATHUS CKEJIET.

15.Stoilov, R., Panchovska, M., Geneva-Popova, M., lvanova, M.,Boyadzhieva, V.,

“National consensus for the treatment of rheumatoid arthritis”, journal

Revmatologiia (Bulgaria), year 2020, volume 28, pages 3-30

INTRODUCTION

Rheumatoid arthritis (RA) is a chronic and progressive systemic immune-mediated
inflammatory disease of the connective tissue, primarily involving the peripheral
joints. It takes the form of symmetrical erosive polyarthritis and leads to high
morbidity and mortality. The development of RA is determined by the interaction of
genetic, immunological and environmental factors. The incidence of RA in the elderly
population varies widely (0.3-1.4%) in different regions of the world, with women
affected 2 to 4 times more often than men. The prognosis of RA patients depends on a
number of factors such as: aggressiveness of the pathological progression leading to
permanent deformities, visceral involvement, early treatment and the response to it,
occurrence of adverse drug reactions, duration of exacerbations and remissions.
Patients with a reduced or absent response to treatment with slow-acting disease-
modifying antirheumatic medicinal products and a persistent inflammatory process
have an increased cardiovascular risk and reduced survival. According to the Treat-to-
Target strategy, the goal of treatment is to reduce and control the signs and symptoms
of the disease by achieving remission or low disease activity, to preserve the joint
structures as much as possible from the destructive effects of the inflammatory joint

reaction, and to provide better quality of life of patients.

BBHBEJIEHUE
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Pesmatounuusar aprputr (PA) € XpOHUYHO U HIPOTPECHUBHO CUCTEMHHU UMYHHO
MEIUUPAHO BB3MNAJIUTEIHO 3a0oJyisiBaHe, Ha CheAWHUTENHAaTa  ThKaH,
aHTaXupamo npeauMHo nepudepuHute crtaBu. lIpornua mnoa dopmara Ha
CUMETPHYCH €pO3WBEH MOJIUAPTPUT M BOJM JO BHCOKA OOJECTHOCT H
cmbpTHOCT. PaszButnero Ha PA ce omnpenens oT B3aMMOJIEWCTBUETO Ha
TeHEeTUYHHU, HUMYHOJOTHYHH ¢akTopu © (GakTopu Ha OKOJIHAaTa cpeja.
3acsraHeTO Ha BB3PACTHOTO HaceineHue oT PA Bapupa B mupoku rpanunu (0.3
— 1.4%) B pa3iIMYHHUTE PETHOHH IO CBETa, KATO XKEHHUTE OoyieayBaT oT 2 1o 4
MbTU TO-4eCTO OT MBbXkeTe. [Ipornoszara Ha GomHuTe oT PA 3aBucu oT peauia
dbakTOopu KaTO: arpe€CMBHOCT Ha MAaTOJIOTUYHUS MPOHEC, BOJEN 10 TpailHu
nedhopMalii, BUCIEpATHO aHTaXHpaHe, paHHO 3all0YHATO JICUCHHE U OTTOBOpaA
KBM He2o, TIOSABa HA HEXKEJaHW, JICKApCTBEHU PEaKIHU, MPOABIDKUTEIHOCT Ha
000CTpSIHUATA U PEMHUCHUTE. bOJIHUTE C HaMalleH WJIM JIMIICBAIl OTTOBOP KBM
JedeHueTo ¢ OaBHO paeiicTBamu OosecTo MoAMGUUIUpANIA AHTHPEBMATHUYHU
JIeKapCTBEHU MPOAYKTH U TMEPCHUCTUPAI BB3MAJIUTENIIECH MPOLEC ca C yBEIUYECH
KapJUOBacKyJlapeH pHUCK M HaMmajeHa npexupsiemocT. Cnopen cTpaTerusara
Treat — to -Target memra Ha JEYEHHMETO € Ja CE€ HaAMaldiAT W OBJIAJCAT
NpHU3HAIIUTE W CUMIITOMHUTE Ha OojecTra, KaTO C€ MOCTUTHE PEMHUCHUS WU
HHUCKa 0OJeCTHA aKTUBHOCT, Jla C€ ChXPaHSAT MaKCHUMAJIHO CTAaBHUTE CTPYKTYpH
OT pa3pylIaBamioTO BB3JCHCTBUE Ha BB3MaJMTEHATaA CTAaBHA pEakIUsi U 0

OCHTYPH IO-100p0 Ka4eCTBO Ha KMBOT Ha OOJHUTE.

16.Geneva-Popova M, Hodzhev V, Popova S., ,,Prognostic models for diffuse
idiopathic skeletal hyperostosis®. Folia Med (Plovdiv) 64(3):450-458, DOI:
10.3897/folmed.64.e65233

Abstract
Introduction: Diffuse idiopathic skeletal hyperostosis (DISH) is a common

worldwide disease in adults over 50 years of age. The clinical diagnosis at the
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beginning of the disease is very difficult, even impossible, without typical symptoms
and image changes. Mathematical models for searching risk factors include analysing
medical history data, comorbidities, biochemical and instrumental results.

Aim: The aim of the study was to analyse the demographic, clinical, biochemical, and
imaging findings in patients with DISH and develop prognostic models to help identify
risk factors for the disease.

Materials and methods: We analysed 124 patients with diffuse idiopathic skeletal
hyperostosis treated at the Clinic of Rheumatologyin St George University Hospital,
Plovdiv between 2013 and 2020. All biochemical and imaging studies were performed
in the facilitiesof the University Hospital. SPSS, ver. 26 was used for the statistical
analysis.

Results: One-way analysis of history and clinical symptoms showed the highest
prognostic value with OR>4 for over 50 years, mechanical pain in the thoracic and
cervical spine, and Ott’s symptom, OR >3 for Hirz’s symptom, and OR>2 for thoracic
spine stiffness, clinical evidence of spine fracture, and the Shober’s symptom. We
found that the highest prognostic value for the risk factors of DISH is elevated
triglycerides, increased glucose, increased total cholesterol, and increased uric acid
(OR over 5).

Conclusions: Our mathematical models determined the risk factors for development
of DISH using different variables from the history, laboratory parameters, and imaging
studies. These mathematical models are easy to apply and can be used routinely in

clinical practice.

Pesrome

Boeenenue: Judysnara wmamonmatmuna ckenetHa xwumepocto3a (DISH) e wecto
cpelra”o 3a0oJsBaHe B CBETOBEH Maiad npu Bb3pacTHU Haa 50 rogunu. KnnHuaHusT
JTUATHOCTUIIMPAHETO B HAYAJNOTO Ha 3a00JIIBaHETO € MHOTO TPYAHO, JOpHU
HEBB3MOXKHO, 0€3 XapakTepHH CHUMITOMHU M TMPOMEHH B oOpaza. MaTemaTH4eCcKu
MOJICJIUTE 3a ThpPCEHE Ha PUCKOBU (PAaKTOPH BKIIOYBAT aHAIM3UpaAHE HA JAHHU OT
MEIUIIMHCKA UCTOPHS, CHI'BTCTBAIIM 3a00JsBaHUs, OMOXUMUYHU U UHCTPYMEHTAITHU
pe3ynTaru.

[len: Ilenta Ha TPOydYBAHETO € Jla C€ aHAIM3HPAT JeMorpadCKUTe, KIMHUYHUTE,

OMOXMMHYHUTE M oOpazHuTe Haxoaku npu mauueHtd ¢ DISH u paszpaborBane Ha
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IPOrHOCTUYHU MOJENH, KOUTO Ja MOMOTHAT 3a HIACHTU(QUUUPAHE HAa PHUCKOBUTE
dakTopu 3a 3a00JIIBAHETO.

Matepuanun u Meronu: AnHanuzupaxme 124 nanueHTH ¢ AuQy3Ha UAMONATHYHA
CKEJIeTHA XMUIIEpOCTO3a, JeKyBaHu B KimHukara no pesmatonorus B YMDBAJI Cs.
I'eopru, IlmoBauB wmexay 2013 u 2020 r. Bcuuku OMOXMMHUYHM U OOpa3sHU
U3CJe/IBaHUs Ca W3BBPIIEHU B 3aBEJCHUATA Ha YHUBepcureTcka 0oiaHuna. SPSS, Bep.
26 e U3M0JI3BaH 3a CTATUCTUYECKUS aHAIIN3.

Pesynratu: EAHONIOCOUHUAT aHANU3 HA UCTOPUSATA U KIMHUYHUTE CUMITOMHU MOKa3Ba
Hall-BUCOKaTa IporHocTuyHa croiHocT ¢ OR>4 3a noseue ot 50 roanHu, MEXaHUYHU
00JIKa B TpBAHUS U IKUWHUS OTAEN HAa TpbOHauHusA cThJIO U cumnToM Ha Ott, OR >3 3a
cumnroma Ha Hirz u OR>2 3a ckoBaHOCT Ha I'pbAHUSA KOII Ha IpbOHAUHUS CTHIO,
KJIMHUYHA JaHHU 3a (pakTypa Ha IpbOHauHMS CTHIO M cumnroM Ha Shober.
YcraHoBuxMe, ye Haif-BUCOKaTa MPOTHOCTUYHA CTOMHOCT 3a PUCKOBHUTE (PAKTOpHU Ha
DISH e noBuiieHa TpUTIULEPUAN, TIOBUIIEHA TIIOK03a, MOBHUILIEH OOI XOJECTepOo U
noBuIeHa mukovyHa kucenuna (MJI max 5).

3aximoueHust: Hammre mareMaTH4ecku MOJIENM OINpejenxa pUCKOBUTE (haKTopu 3a
pa3sutue Ha DISH, u3non3Baiiku pa3nuyHyu NPOMEHJIUBH OT UCTOPUSTA, JIAOOPATOPHU
napamMeTpu M OOpa3HHM H3CieIBaHUSA. Te3u MaTeMaTHYeCKH MOJEIM ca JIECHH 3a

Impujiarane u Morart Ja €€ U310J3BaT PYTHUHHO B KIIMHUYHATA IMPAKTHUKA.

17.Stefka Stoilova, Mariela Geneva-Popova, Daniela Taneva ACCESSIBILITY TO
AND AWARENESS OF RHEUMATOLOGY CARE PROVIDED BY A NURSE - PILOT
STUDY, Folia Med (Plovdiv) , 2022, In copy editing (nonyuen ooxymenm om ®@onus

Meouxa, we cmamusama we e nyoIuKy8ana 6 ciedsauy 6poii)

Introduction:

Good medical care depends both on access to specialists and awareness of
patients and healthcare professionals [1]. Activities to ensure and improve
patient accessibility and awareness are key determinants of the quality of
healthcare. Conceptually, the two terms complement each other and even unite
in patients' attempt and strive to satisfy their own needs - both health and

informational ones. Accessibility implies availability and proximity
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(geographical) to healthcare professionals, while awareness depends on the

information provided to professionals and patients [2].

BnBenenue:

J1oO6poTO MEAUIIMHCKO 00CITyKBaHE 3aBUCH KAKTO OT JAOCTHIIA JIO CIICIUATUCTH, TaKa U
OoT MHPOPMHUPAHOCTTA HA MAMEHTUTE M 37paBHUTE crienuanuctu [1]. [JeliHocTuTe 3a
OCHUTYpsIBaHE M MOJ00psBaHE Ha JOCTBITHOCTTA M OCBEJIOMEHOCTTA Ha IMAIIMCHTUTE ca
KJIFOUOBH OMpeAemu (PaKTopu 3a Ka4eCTBOTO HA 3/paBHUTE rpuxku. KoHlentyaiHo
JBaTa TEPMHHA C€ JOMBIBAT W JOpU OOCIUHSIBAT B CTpPeMeka Ha IMAIlUCHTUTE Ja
3aJI0BOJISIT COOCTBEHUTE CH MOTPEOHOCTU — KAKTO 3[paBHU, Taka U MHGOPMAITMOHHHU.
JlocTpiHOCTTA mpeanoiara Hamuuue u  Omuszoct (reorpadcka) A0  3ApaBHUTE
CIIELUAIIMCTH, TOKATO OCBEJOMEHOCTTA 3aBHUCHU OT MH(OpManusTa, MpeaocTaBeHa Ha

CIICIIMATUCTUTE U MalUeHTHUTE [2].

18. Weinblatt M., A. Baranauskaité, J. Niebrzydowski, E. Dokoupilova, A. Zielinska, J.
Jaworski, A. Racewicz, M. Pileckyté, K. Jedrychowicz-Rosiak, S. Y. Cheong, J. Ghil, S
Sokolovi¢, M. Meki¢, N. Prodanovic, B. Gaji¢, E. Karaselimovic-Dzambasovic, B.

Pojski¢, A. Toncheva, P. Dimitar, L. Rodina, M. _Geneva-Popova, |. Staykov, R.

Stoilov, L. Podrazilova, Z. Mosterova, G. Simkova, J. Kopackova, Z. Stejfova, J.
Vencovsky, Z. Urbanova, L. Janskad, D. Galatikova, S. Stropuviené, I. Sniuoliene, K.
Sitek-Ziolkowska, M. Rell-Bakalarska, R. Kolasa, S. Daniluk, B. Sliwowska, M.
Bartosik-Twardowska, J. Brzezicki, M. Konieczny, S. Jeka, J. Choe, S. Bae, Y. Kang,
L. Prystupa, Z. Vyacheslav, I. Gasanov, R. Yatsyshyn, D. Rekalov, O. laremenko, M.
Stanislavchuk, V. Tseluyko less

Phase Il Randomized Study of SB5, an Adalimumab Biosimilar, Versus Reference
Adalimumab in Patients With Moderate-to-Severe Rheumatoid Arthritis Published 21
November 2017 Medicine, Biology Arthritis & Rheumatology (Hoboken, N.j.)
https://onlinelibrary.wiley.com/doi/epdf/10.1002/art.40336

Objective. SB5 is a biosimilar agent for adali- mumab (ADA). The aim of this study
was to evaluate the efficacy, pharmacokinetics (PK), safety, and immuno- genicity of

SB5 in comparison with reference ADA in patients with rheumatoid arthritis (RA).
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Methods. In this phase Ill, randomized, double- blind, parallel-group study, patients
with moderately to severely active RA despite treatment with methotrexate were
randomized 1:1 to receive SB5 or reference ADA at a dosage of 40 mg subcutaneously
every other week. The primary efficacy end point was the response rate based on the
American College of Rheumatology 20% improve- ment criteria (ACR20) at week 24
in the per-protocol set (completer analysis). Additional end points includedefficacy,
PK, safety, and immunogenicity assessments.Results.Of the 544 patients randomized
to receivea study drug, the full analysis set comprised 542 patients(269 in the SB5
group, 273 in the reference ADA group)and the per-protocol set comprised 476
patients (239receiving SB5, 237 receiving reference ADA). The ACR20response rate
at week 24 in the per-protocol set wasequivalent between those receiving SB5 and
those receiv-ing reference ADA (72.4% and 72.2%, respectively); thedifference in the
ACR20 response rate (0.1%, [95% confi-dence interval7.83%, 8.13%]) was within the
prede-fined equivalence margin (15%). Similar results wereseen in the full analysis set
(missing data being consid-ered a nonresponse). The SB5 and reference ADA treat-
ment groups were comparable across other end points,including the ACR 50% and
ACR 70% improvementresponse rates, Disease Activity Score in 28 joints basedon the
erythrocyte sedimentation rate, PK data, incidenceof treatment-emergent adverse
events, and the antidrugantibody response. Subgroup analyses showed that theefficacy
and safety of SB5 and reference ADA werecomparable regardless of antidrug antibody
status.Conclusion.The ACR20 response rate at week24 was equivalent between
patients treated with thebiosimilar agent SB5 and those treated with reference ADA.
SB5 and reference ADA were both well tolerated,with comparable safety profiles, in
patients with RA.

OGektuBeH. SB5 e Ouomnomoben areHT 3a aganumymad (ADA). llenra Ha TOBa
npoyyBaHe Oeme J1a ce oOneHH edukacHocTTa, (papmakokunerukata (PK),
Oe3omacHOCTTa M UMyHOreHHocTTa Ha SBS5 B cpaBHenme c¢ pedepentnara ADA mpu
MAlUEeHTH ¢ peBMaTouieH apTpuT (RA).

Metogu. B Tasu ¢aza IlI, panmomusupano, IBONHO-CIIANO, MapalielHO TPYIOBO
Npoy4YBaHe, MAIlMEHTUTE C YMEPEHO J0 TEKKO aKTUBEH RA BBIpEKH JIEYEHUETO C
METOTpeKcar ca pangoMusupanu 1:1 na momyuyasat SBS unu pedepentna ADA B no3a
ot 40 mg noakoxxHO npe3 ceamuia. [IbpBuuHara KpaitHa Touka 3a eduxkacHocT Oere

OPOIEHTBT HAa OTroBop, Oaszupan Ha kpurepuure 3a 20% mnomoOpeHne Ha
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AmepukaHnckus konex no pesmatonorus (ACR20) na cegmuna 24 B HaOopa 3a
MPOTOKOJI (MO-TIbJIEH aHanu3). JIOMbIHUTETHUTE KPaiHU TOYKH BKJIIOYBAT OIICHKU Ha
epuKacHOCTTa, (papMaKOKMHETUKATa, 0€30IIaCHOCTTa U UMyHOI'€HHOCTTa. Pe3ynraTu.
Ot 544 mnauueHTd, paHAOMHU3HMpPAHU Jla MOJy4YaT MPOYYBAHO JIEKAPCTBO, IIBIHHSIT
HaOOp OT aHanM3M BKJIOYBa 542 maumentu (269 B rpynata SBS, 273 B pedpepentHaTa
ADA rtpyna) m mep- HaOOPHT OT MPOTOKOIM BKItOouBa 476 marmuentu (239
nony4yaBamu SB5, 237 momywaBamu pedepentren ADA). IIporeHTT Ha OTTOBOP
ACR20 Ha ceamuna 24 B HaOopa 3a NPOTOKOJ € EKBUBAJICHTEH MEXIy TE3H,
nonydaBamd SBS, u Te3u, momydaBamu pedepentHa ADA (72,4% u 72,2%,
CBOTBETHO); pa3iukara B creneHTa Ha otroBop ACR20 (0,1%, [95% nosepurenen
unTepBain 7,83%, 8,13%]) e B pamkuTe Ha mpeaBapUTENIHO AeUHUpAHATA TPAHHIIA HA
exBuBajIeHTHOCT (15%). [lono6Hu pe3ynratu Osixa HaOMIOAaBAaHU B IIBJIHUS HAOOp OT
aHaM3M (JIMIICBAIIUTE JTAHHU CE CYUTAT 3a JHIca Ha oTtroBop). SBS u pedepentHute
rpynu Ha jgedenue ¢ ADA ca cpaBHUMH B IpYTH KpailHH TOYkH, BKItoUuTenHO ACR
50% u ACR 70% mnporeHTd Ha MOAOOpPEHHE Ha PEaKLUsTa, CKOp 3a aKTUBHOCT Ha
3a0oiiBaHeTO B 28 CTaBH BBH3 OCHOBA HAa CKOPOCTTA Ha yTasBaHE HAa €PUTPOIUTHUTE,
nanHu 3a @K, yectora Ha HexkenaHW CHOUTHSI, Bb3HUKBAIIY 110 BPEME Ha JICYEHUETO,
U PEaKIusATa Ha aHTUJICKAPCTBEHO aHTUTSIO. AHAM3UTE HA MOATPYNHTE IMOKa3axa, ue
epukacHocTTa M Oe3zonmacHoctta Ha SBS5 u pedepentnuss ADA ca cpaBHUMHU
HE3aBHCHMO OT CTaTyca Ha aHTUTENA Cpelly JieKapcTBa. 3akiatoueHue. [IponeHTsT Ha
orroBop ACR20 Ha cenmuiia 24 € €KBUBAJIECHTEH MEX]Y MallMEHTUTE, JIEKyBaHU C
ouononobuust arentr SBS, u Tte3m, nekyBanu c pedepentHus ADA. U SBS, u
pedepentausaT ADA ce moHacsT 100pe, ChC CpaBHUMU NpodUiIu Ha 6€30MaCHOCT, IPU

naueHTd ¢ RA.

19.M.Geneva-Popova, “Observation of Diffuse Idiopathic Skeletal Hyperostosis

(Forestier Rotes-Querol disease) in patients from Southern Bulgaria”, IMAB (noo
neyam HUMAD)

Abstract
Diffuse idiopathic skeletal hyperostosis (DISH) or Forestier Rotes-Querol

disease is a common worldwide isease in adults over 50 years of age. The
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clinical diagnosis at the beginning of the disease is very difficult even
impossible, without typical symptoms and image changes.

Objectives

The aim of die study is to analyse demographic, clinical, biochemical, and
imaging findings in patients with Diffuse idiopathic skeletal hyperostosis.
Subjects, Measures, and Research Design

224 patients with DISIT treated at the Clinic of Rheumatology, University
Hospital "Si. George". Plovdiv were analyzed through an observational study.
The demographic and biochemical data and imaging studies of the patients
were compared with the results of 60 healthy individuals, similar in sex and
age. The statistical program SPSS, vesv 26 is used for statistical processing.
Results: Demographic data and the main complaints showed a significant * di
(Terence between patients w\\h DISI1 and the control group. Arterial
hypertension, diabetes mellitus. and high uric acid have been found to be
significantly more common in patients with DISH. Biochemical parameters of
carbohydrate and protein and lipid metabolism showed a significant increase in
patients with DISH compared to the control group. There are specific

indicators of imaging studies that differ in patients with DISH and the control

group.

Pesrome

Hudysnata umauomatudyHa ckeneTHa xumnepoctosza (DISH) unm OGonectra Ha
Forestier Rotes-Querol e decto cpemano 3abojisiBaHe B CBETOBEH Mamad npu
Bb3pacTHM Haja 50-roaumua Bb3pacT. KanHHMYHATa aumarHo3a B HadajloTO Ha
3a00JIsIBAHETO € MHOTO TPYJHA JIOPU HEBB3MOXKHA, 0€3 XapaKTepHU CUMITOMHU
U MpOMEHU B oOpasa.

[Henn

Ilenta Ha wu3CIEIBAHETO € Ja C€ aHauu3upar JaeMorpadcku, KIMHUYHH,
OMOXMMHUYHU U OOpa3HM HAXOJAKHM NpU MAUMEHTH ¢ Audy3Ha HAUONATHYHA
CKEJIETHA XUIIepOoCcTOo3a.

IIpenMeTn, MEpKU U AU3alH HA U3CJIEABAHETO

224 nauuentu ¢ JUCHUT nexyBanu B KiimHukarta no pesmaronorus Ha Y MBAJI
"Cu T'eopru". I[lnoBauB ca aHaIW3UpaHU uYpe3 0OCEPBAIMOHHO H3CJIEC/IBAHE.

Jlemorpadckure W OWMOXMMUYHUTE JIAHHU H OOpa3HUTE W3CICABAHUS Ha
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NalMEeHTUTE ca CPaBHEHM C pe3yaratute oT 60 3apaBM MHAMBHUAA, CXOJHHU IO
IoJl U BB3pacT. 3a cTaTUCTUYecka 00paboTka ce M3MOJ3Ba CTaTHUCTUYECcKaTa
nporpama SPSS, vesv 26.

Pesynrtatu: Jlemorpadckure MAaHHM UM OCHOBHUTE OIJIaKBAaHUSA I[OKa3BaT
3HauutenHo ¢ di (Terence) mexny nauuenture ¢ DISI1 u xoHTponHaTa rpymna.
YcTaHOBEeHO €, 4e apTepualHaTa XUIEPTOHUsS, 3aXapHUAT AuMabeT U BHUCOKaTa
NUKOYHA KHCEJIMHA ca 3HAYUTeNHO TMo-yecTu npu mnanueHtu ¢ DISH.
buoxuMuuHuTe mapamMeTpu Ha BBIIEXUAPATHUS U MPOTECUHOBHUS U JUNUIHUSA
MeTa0O0JIN3bM IMMOKa3BaT 3HAYUTENIHO MOoBHUIIeHHE npu manueHtutre ¢ DISH B
CpaBHEHHE C KOHTpojHaTa rpyna.lima cneunduyHu mokaszaTteiaud Ha oOpa3HUTE

HU3CJIICABAHHA, KOUTO CC pa3jindaBaT IPHU IMAOUCHTUTEC C DISH n KOHTpOJIHAaTa

rpymna.

20.Mariela Geneva-Popova, Kr. Kraev, St. Popova-Belova, ,, "Prognostic model of

drug-induced neutralizing antibody formation in patients with rheumatoid arthritis,
psoriatic arthritis, ankylosing spondylitis treated with TNF-a blockers* Journal of
BioScience and Biotechnology, (noo neuam Journal of BioScience and Biotechnology,

University of Plovdiv.

Abstract;

Prognostic mathematical models for the evaluation of the risk of development
of Drug- induced neutralizing antibodies in patients with rheumatoid Arthritis
(RA), psoriatic arthritis (PsA) and ankylosing spondylitis (AS), treated with
Tumor Necrosis factor {TNF-a blocOkers are created by statistically
significant factors ascertained by univariate correlation or regression analyzes.
The purpose of this study is co provide prognostic models that demonstrate the
role of demographic, clinical, and immunological factors that are relevant for
the formation of drug- induced neutralizing antibodies in patients treated with
TNF-a blockers. This study included 213 patients for a 5-year period uO 14-
2021}. They were divided into three groups - patients suffering from RA-12 1>
patients suffering from AS-50 and patients with PsA-42 and healthy controls.
The study of clinical and biological markers having a predictive value for

therapeutic response for each individual patient is a difficult goal. The main
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difficulty is that the response depends on at least three different parameters;
disease state, drug bioavailability, and pathophysiological changes occurring in
the diseased organism, but each of these parameters depend on other different
factors.

Pesrome:

[IporHocTHYHM MaTeMaTU4YEeCKU MOJENIH 3a OlIEHKAa Ha pUCKa OT pa3BUTHE Ha
JeKapCTBEHO-UHAYIHMPAHU HEYTpaJU3Upalll AaHTHUTENa MpU MNaUUEeHTH C
pesmatouaeH aptput (RA), mcopuatmuen aptput (PsA) u aHKumo3umpail
cnounaunut (AS), nexyBanu ¢ ¢akTop Ha TymMopHa Hekpo3a {Cwb3maaeHu ca
TNF-a 010KOBe Ype3 CTAaTUCTHYSCKH 3HAYUMU (PAKTOpPH, YCTAaHOBEHHU 4Ype3
€THOMEPEH KOpEeJNallMOHEeH WJIM perpecuoHeH a”anui. Ileara Ha TOBa
NpPOyYBaHE € J1a OCUTYPH MPOTHOCTHUYHU MOJEINH, KOUTO JEMOHCTPUPAT pOJATa
Ha feMorpadcku, KIMHUYHU U UMYHOJOTUYHU (PAKTOpPH, KOUTO ca OT 3HAUCHUE
3a 00pa3yBaHeTO HAa MHAYUHPAHU OT JIEKAPCTBOTO HEyTpalU3UpAIld aHTUTEIA
npu manueHTH, JekyBanu ¢ TNF-a Omokepu. ToBa mpoyuBaHe BkIouBa 213
nanueHTH 3a S-roaumed nepuon uO 14-2021}. Te 06sxa pa3lneneHd Ha TpuU
rpynu - manueHTu, crpagamu oT RA-12 1> mauumenTu, crpagamu ot AS-50 u
nauueHTd ¢ PsA-42 wu 3apaBu koHTposu. HM3cineaBaHeTo Ha KIMHUYHU H
OMONOTUYHU MapKEpHU ¢ MpeAcKa3Balla CTOWHOCT 32 TEPANeBTHYHUS OTTOBOP 3a
BCEKM OTJI€JIE€H MalMeHT € TpyaHa ueia. OCHOBHAaTa TPYAHOCT €, 4€ OTTOBOPBHT
3aBUCH OT TIOHE TpPU Ppa3JUYHH MapaMeTbpa; OOJIECTHO CBHCTOSHUE,
OMOHATMYHOCT Ha JIEKAPCTBOTO U MAaTO(DU3UOIOTUYHA MTPOMEHH, HACTHIIBAIIYU B
0O0JHUSA OpTaHU3BM, HO BCEKHU OT TE3M MapaMeTpu 3aBUCHU OT APYTU Pa3IvUYHU

dbaxTopu.

21. M Ienesa-Ilonosa, An. bamanos, B. Ilonosa, Ch. Tepsuiicka, P. Kapanunosa, C.
Jlambosa, Cm. Ilonosa, Munena Xyounoea,  Enena Anoonosa, ., BJIMAHUE HA
HEDOOPMAILIUUTE HA I'PBJHUA KOILL BBPXY ®YVHI[UOHAJIHOTO H3CJIE/JBAHE
HA JTUIITAHETO ITPU ITAIJUEHTHU C PEBMATOJIOT'UYHHU 34ABOJIABAHUA “, Hayunu
mpyooge Ha Cvioza Ha yuyeHume 6 bwneapus—IIlnosous, cepus I.Meouyuna, ghapmayus u
denmanua meouyurna m.XV. Hayuna cecus ,,Meduyuna u oenmanna meouyuua”, 30 - 31
oxmomepu 2013 Scientific researches of the Union of Scientists in Bulgaria-Plovdiv, series G.
Medicine, Pharmacy and Dental medicine, Vol XV,ISSN 1311-9427 Medicine and
Stomatology Session, 30 — 31 October 2013, cmp 4-7.
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Abstract: The thorax deformities are various and may affect different parts of chest
wall. They may disturb functions of the respiratory system via restriction, obstruction,
reduced pulmonary blood flow, abnormal breathing control. Here, we present two case reports
with thoracic wall deformities in the context of rheumatic diseases, e. g. rheumatoid arthritis
and ankylosing spondylitis that have been developed in the childhood and have led to
abnormal functional breathing tests and subsequent respiratory failure.

Hedopmaruure Ha TPBAHUSA KOLI ca pa3HOOOpA3HU U 3aBUCAT OT TOBA KOM HETOBH
€JIeMEHTU ca 3aceratu. l3MeHeHusTa ce BHU3yaJnM3MpaT KaToo IpOMsSHATa Ha XoJa Ha
pebpaTta, roieMrHaTa Ha EMUTaCTPUATHUS BI'bJI, IPEAHO-3aJHUS U HAIIPEUHUTE MYy pa3MepH,
KakTo ¥ B mo3unuara Ha rppaHata kocT (1,2). OrtkioHeHusita BBB (Gopmara u
Pa3MoJIOKEHUETO HA TPhJHUTE MPEIUICHU CHIIO ca M3pa3 Ha MaTOJIOTHUs, KOATO MOXE Ja ce
NpOsSBM B HapyllaBaHe Ha CUMETPUYHOCTTAa HAa TPBAHHS KOII, BOJEIIa A0 IPOMEHU B
nuianeTo (3,4). B 3aBHCHMOCT OT KOMILJIEKCHATa MPOsBa HA T€3W M3MEHEHHUs] MOTaT Ja ce
neUHUpAT pa3IMYHU TUIOBE TPBIACH KOII - eM(pHU3eMaTo3eH, aCTCHWYEH, pPaXWUTHUCH,
(byHHEBUJIEH, JIOAKOBHIEH, KU(OCKOINOTHYEH.

22. M _Ienesa-Ilonosa, An. bamanos, B. I[lonosa, Cu. Tepsuiicka, P. Kapanunosa, C.
Jlambosa, Cm. Ilonoea, Hopoanxa Taueea, Mapus Iuuesa, , EJHOIOJHUIIHO
IIPOCJIEJIBAHE HA JIABOPATOPHATA U ®YHKIIUOHAJIHA IIPOMAHA IIPU
bOJIHU C IICOPUATHYEH APTPUT, JIEKYBAHU C TNF-BJIOKEPHU*, Hayunu mpyoose
Ha Cvioza Ha yuenume 6 buvieapus—Ilnosous, cepus I'.Meouyuna, ¢papmayusi u denmanna

meouyuna m.XV. Hayuna cecus ,,Meouyuna u oenmanna meouyuna’, 30 - 31 oxmomepu
2013 Scientific researches of the Union of Scientists in Bulgaria-Plovdiv, series G. Medicine,
Pharmacy and Dental medicine, Vol XV,ISSN 1311-9427 Medicine and Stomatology Session,
30 — 31 October 2013, cmp 8-12.

Pestome: JleueHneTro Ha peBMaTOJIOTHYHHUTE 3a00JsIBAaHMS HABIW3a B HOBAa epa — JICUCHHE C
OMOJIOTMYHU MEMKAaMEHTH, KOMTO JIJABUHOOOpAa3HO HaBJIM3aT HA JIEKapCTBEHMs Ma3ap, HO BCe
OlIlle HAIIMST OTHT C TSIX € HepocTaThyeH. Llenta Ha mpoyduBaHeTo € J1a ce HalpaBH OIICHKA Ha
nabopaTopHU MapaMeTpH U (pyHKIIMOHAIHA IpoMsiHa Ha 0osiHuU ¢ icopuatuyeH apTpurt (IIcA),
nexkyBanu ¢ TH®-6mokepu. [Ipocnenenu ca 28 manuentu ¢ IIcA (16 xenu u 12 mbxke),
cpenHa Bb3pact 42+5,3 ronunu, jgeKyBaHu eaHa roguna ¢ THD-0mokepu crpsMo MaueHTH,
JeKyBaHU C MeToTpekcaT. CTaTUCTHYECKHT aHalu3 € HampaBeH Ype3 CTaTHCTUYecKa
nporpama SPSS,19, npu nocroBeproct p<0,0,5. U3Boau:EqHoroauiHoTO npociensBaHe Ha
6onnu ¢ ncopuarndeHn aptput (IIcA), nexysanu ¢ TH®-6mokepu — ananumymad (Humira),
eranepuent (EnOpen), romumymald (Simponi), wueptonmzymadb (Cimsia) B aBe
PEeBMATOJIOTUYHM TIPAaKTUKH JOKa3a IMpeIuMCTBaTa Ha TOBa JIEYEHHE B CpaBHEHUE C
nederreto camo ¢ MTX. Tlpu nBere rpynu O0JIHM HacThIBAT WH(OEKIIMO3HU YCIOKHEHUS,
Haif-4yecTo — MH(EKINK Ha TMUKOYO-TI0JIOBAaTa CUCTEMa M TOPHH JUXATENHW IIBTHINA, KOUTO
cliell JieueHHWe ¢ AHTHOMOTHIM WM aHTHIHUPETUIM NPEMHHABAaT M HE Ce Hajara TPalHOTO
CIIUpAHE Ha JICYCHHUETO.
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Abstract Biologic drugs mark a new era in the treatment of rheumatic disease.
Although they are widely used in recent years, our experience with them is still limited. The
aim of the study is to evaluate the laboratory parameters and functional capacity of patients
with psoriatic arthritis (PsA) treated with TNF-alpha inhibitors. 28 patients with PsA are
included in the study, 16 women and 12 men, mean age 42+5.3 years treated with TNF-alpha
blockers for a period of 1 year. The patient group is compared with PSA patients treated with
methotrexate alone. The statistical analysis is performed with SPSS 19 programme as p-
values < 0.05 are considered to be statistically significant. Conclusions: The 1-year follow-up
demonstrated that the treatment with TNF-alpha blockers (e. g. adalimumab, etanercept,
golimumab, certolizumab pegol) is superior as compared with treatment with methotrexate
alone. Infectious complications occur in both groups, the most frequent being those of
urogenital system and upper airways, which resolve after treatment with symptomatic drugs
and antibiotics and permanent discontinuation of TNF-alpha blockers is not indicated.

23 B. Ilonosa, Ilpogh.A bamanos, 0-p P. Kapanunosa, 0-p M. I'enesa- Ilonosa, 0-p CHh.
Tepsuiicka, 0-p JI. Cmosnosa,0-p Cm. Anumancka, 0-p I1. Ceaumos, 0-p 1. Tooopos, /1-p JI.
Ilaynos, 3. bamanos, ,,IIPOTHOCTUYHHU PUCKOBHU ®AKTOPHU 34 APTPO3HATA
BOJIECT HA KOJIEHHU CTABH“, Hayunu mpyoose na Cvioza na yuenume 6 bvneapus—
Ilnosous, cepus I'.Meouyuna, apmayus u oewmanna meouyuna m.XV. Hayuna cecus

,» Meouyuna u oenmanna meouyuna”, 30 - 31 okmomepu 2013 Scientific researches of the
Union of Scientists in Bulgaria-Plovdiv, series G. Medicine, Pharmacy and Dental medicine,
Vol XV,ISSN 1311-9427 Medicine and Stomatology Session, 30 — 31 October 2013, cmp 29-
34.

Pe3tome: bsxa m3cneaBanu 78 manueHTa ¢ akTUBUPAH OCTEOAPTPUT HA KOJSHHU CTaBU , OT
KOUTO 66 xeHu, 22 Mbxke Ha Bb3pacT mexay 60- 87 rogumnu. KnuHuuHara orneHka Ha
aKTUBHOCTTAa Ha OCTEOAPTPHUT C€ OCBILECTBH upe3 : JlaboTapHHUTE mapamMeTpu- CKOPOCT Ha
yTasiBaHe Ha epurpoumture, C-peakTuBeH mpoTenH, ¢uoOpuHoreH. Kpunuynara
¢dbyHKIIMOHATHA OlleHKa Oe HampaBeHa upe3: VAS ckanata, uaaekc Ha Lequesne , WOMAC-
ujaeKca, 0011 Mac MHJICKC.

Abstract:Were studied 78 patients with activated osteoarthritis of knee joints, out of which
66 women and 22 men, aged between 60- 87 years. The clinical evaluation of the activity of
the osteoarthritis was achieved through: Laboratory parameters- ESR, CRP, fibrinogen.
Clinical functional Lequesne assessment Algofunctional Index, done Index through Is
missing changes to the type and dose of primary therapy DMARS

24. M. I'enesa, Buxmop Kapanuiicku, Bans Heanosa, Hsan Illexepes, I'epeana, ,,Jlenceposa
, YCIIO)KHEHUA TIPH  BFOJIHU C JH®OY3HA HIEOIIATUYHA CKEJIETHA
XUIIEPOCTO3A4 (DISH) “, Hayunu mpyoose na Cwvioza Ha yuenume 8 buvieapus—Ilnosous,
cepus I'"Meouyuna, papmayus u denmanna meduyuna m.XV. Hayuna cecus ,, Meouyuna u
Ooenmanna meduyuna’, 30 - 31 oxmomepu 2013 Scientific researches of the Union of
Scientists in Bulgaria-Plovdiv, series G. Medicine, Pharmacy and Dental medicine,
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Vol XV,ISSN 1311-9427 Medicine and Stomatology Session, 30 — 31 October, 2013 cmp 35-
38.

Pestome: [ludysHata mavonaTHyHa CKelieTHA XMIIEPOCTO3a € 3a00JsBaHE C HEJOU3SICHEHA
€THOJIOTHUS, TIPU KOETO OTKpPHUBAT OCHU(UKAIMU HAa MEKUTE ThKAaHU, HAa MPEAHUS HATbKEH
JUTaMEHT Ha rPbOHAYHMS CTHIO U IPYTH JIUTAaMEHUU €HTE3UHU B ISJI0TO TsU10. 3a00IIBaHETO
e ¢ Oorara KJIMHHYHA XapaKTepUCTHKa U ycnoxkHeHus. [Ipu uscneaBanero Ha aucdarusra,
MUEIONATUATa U (PAKTYPUTE HA TPHOHAYHHUS CTHJIO KATO JUATHOCTUYHO IU(DEpEHIIHMATHU
cumntoMu Mexny DISH, ankwiosupall CHOHAMIMT W CIOHAWJIO3a YCTAaHOBUXME, Y€
mucharusta ce cpema npu 7,20% ot O6omaure. Muenonatus (20,9%) npeauMHO CETHBHO
3acsraHe Ha JOJHHM KpahHui. bposr Ha O6omHu ¢ mmenomarus u DISH He ce pasnuuaBa
3HauuTesHo OT Opos Ha Oomam ¢ DISH u CII, nokato nmpu 6omau ¢ AC 14 ce Habm01aBa
JIOCTOBEPHO MO-psaiko. DpakTypu Ha TpbOHAYHUS CTHJIO ce HAOMI0JaBaT U IpU TPUTE TPYIU
O6osHu. ®Opaktypute ca mo-dectd B TopakanHus rpwOHak.llpu DISH dpakrypute ca Haii-
YeCTH.

Abstract: Diffuse idiopathic skeletal hyperostosis is a disease of unclear etiology in which
ossifications of soft tissues, anterior longitudinal ligament of the spine and other ligamentous
entheses are found throughout the body. The disease has a rich clinical characteristic and
complications. When examining dysphagia, myelopathy, and spinal fractures as diagnostic
differential symptoms between DISH, ankylosing spondylitis, and spondylosis, we found that
dysphagia occurred in 7.20% of patients. Myelopathy (20.9%) predominantly lower limb
sensory involvement. The number of patients with myelopathy and DISH did not differ
significantly from the number of patients with DISH and SP, while it was significantly less
frequent in patients with AS. Fractures of the spine were observed in all three groups of
patients. Fractures are more common in the thoracic spine. In DISH, fractures are most
common.

25. U. Illexepes, B. Kapanuiicku, B. Heanosa, I. Jlenceposa, M. Ienesa-Ilonosa,
LJIVITVCEH MHUOKAPIUT — KJIMHUYEH CJIVYAH, Hayunu mpyooee na Cwioza Ha
yuenume 6 bvneapua—Ilnosous, cepus I Meouyuna, papmayus u oenmanua meouyuna m.XV.
Hayuna cecus ,,Meouyuna u oenmanna meouyuna”, 30 - 31 oxmomepu 2013 Scientific
researches of the Union of Scientists in Bulgaria-Plovdiv, series G. Medicine, Pharmacy and
Dental medicine, Vol XV,ISSN 1311-9427 Medicine and Stomatology Session, 30 — 31
October, 2013 cmp 90-91.

Pestome: KnmHn4nata KapTMHa Ha MHOKAapAWTa HE C€ pa3indaBa CBHIIECTBEHO CIOPEN
ETHOJIOTUYHHS TPUIMHUTEN Ha 3a00JSIBAHETO, HO TOH € HAJOKUTEIHO Ja ObJe M3SICHEH C
OTJIe[l TPOBEXJAaHE Ha aJeKBaTHO MATOTEHETHYHO JjedeHue. Hacrosmmar cimydair e 3a
NalMeHT ¢ KJIMHHMKA Ha ChpJieYHa HEAOCTaThYHOCT, NMPH KOWTO ce J0Ka3a aBTOMMYHHOTO
YBpEXKJaHE U Ce MpPOBEAE YCIEIHO KOPTUKOCTepOMAHO JeueHue. Ilpu Bceku ciaydail Ha
MHOKApJAUT KaTo 4YacT OT JUAarHOCTUYHHUS TaHed € HeoO0XOAWMO H3Cle[BaHe Ha
umyHosorndHu mpoou — AHA, anti-dSDNA, anti-Sm-Ab, ACL 3a noka3BaHe Ha JIyIyceH
MHUOKap/IUT.

39



Abstract: The clinical picture of myocarditis does not differ significantly according to the
etiological cause of the disease, but it is imperative to be clarified in order to conduct
adequate pathogenetic treatment. The present case is of a patient with clinical heart failure in
whom autoimmune damage was proven and corticosteroid treatment was successful. In every
case of myocarditis, as part of the diagnostic panel, the examination of immunological
samples - ANA, anti-dsDNA, anti-Sm-Ab, ACL is necessary to prove lupus myocarditis.

26. Hus Amanacosa, Buxmop Kapanuiicku, M. I'enesa, An. bamanos, ,, THPEOH/[HA
HHATOJIOTHA W CHCTEMEH JIVIIYC EPUTEMATOJEC (C IIPUHOC OT 3
KIIMHUYHU CJIVYAA)“, Hayunu mpyoose na Cwrosa nHa yuenume 6 bvieapus—Ilnosous,
cepusi I"Meouyuna, cpapmayus u denmanna meouyuna m.XV. Hayuna cecus ,, Meouyuna u

denmanua meduyuna”, 30 - 31 oxmomepu 2013 Scientific researches of the Union of
Scientists in Bulgaria-Plovdiv, series G. Medicine, Pharmacy and Dental medicine,
Vol XV,ISSN 1311-9427 Medicine and Stomatology Session, 30 — 31 October, 2013 cmp 92-
96

Pesrome:IIpennsBukarencrBara mpea ChbBpEMEHHATa MEIMIIMHA HENPEKbCHATO pacraTr. Bcee
M0-4eCTO Ce HaOJI0/aBa €THOBPEMEHHO MPOTHYAHE HA HAKOJIKO 3aboisiBaHUS Ha (poHA Ha
CEpHUO3HO CHCTEMHO 3a00JsiBaHE Ha opraHu3Ma. Te Morar ja ce MmposBsT KaTO yTEKHSABALU
OCHOBHOTO ChCTOSIHHE (PaKTOPH WIM Ja BOJAAT 10 NMOTHCKAHE Ha CUMIITOMHUTE Ha OCHOBHOTO
3a0o0J1sIBaHe, MPOM3XOXKIALM OT HErO WIN ChC ChbBCEM pa3iMyHa €TUOJIOTHS, MOraT Jla MMar
UJCHTUYHU KIMHUYHMA CHMIITOMH WIHM Ja C€ pa3jvyaBaKk KOPEHHO IO HNPOTUYAHETO U
IpOSIBIIEHUETO cU. B penuna ciydaum Bpb3KaTa M 3aBUCHUMOCTTAa MEXAY €JHOBPEMEHHO
IpOTHYAlly 3a00JIsiBaHUA HE € JIOCTaThYHO H3SICHEHAa. AKTyaJleH IpUMEp € 4YEeCTOTO
IPUCHCTBUE HAa TUPEOUHA MATOJOrHs MPHU CHCTEMEH JyIyc epureMaronec. He e mokazano
Kol € (hoHOBUAT (pakTOp, KOe 3a00sIBaHE ce€ pa3BMBAa IbPBUYHO, HUTO € JJOKa3aHa Bpb3KaTa
MCKAY CHCTOSAHUATA. Bceuuku Tesn BBIIPOCH CTOAT NpEea MCAUIIUMHCKUTEC YUCHHU, HCO6XOI[I/IMI/I
ca MHOXECTBO M3CJIE[IBAHMS M YHNOPHUTAa TEXHWYECKAa M KIMHUYHA padoTa 3a M3SICHSABAHE Ha
MHOTOCTPAHHOTO 3acsraHe Ha OpraHu3Ma M XapakTepa Ha B3aHMMHOTO IOBJIMSBaHE Ha
CBCTOSIHMATA C LeJ1 3IeKBATHO JIeUeHHE U HaBpEMEHHA POPHIIaKTHKA.

Abstract:The challenges facing modern medicine are constantly growing. More and more
often, the simultaneous course of several diseases is observed against the background of a
serious systemic disease of the body. They can appear as aggravating factors of the main
condition or lead to suppression of the symptoms of the main disease originating from it or
with a completely different etiology, they can have identical clinical symptoms or differ
radically in their course and manifestation. In a number of cases, the relationship and
dependence between simultaneously occurring diseases is not sufficiently clarified. A current
example is the frequent presence of thyroid pathology in systemic lupus erythematosus. It has
not been proven which is the background factor, which disease develops primarily, nor has
the relationship between the conditions been proven. All these questions are facing medical
scientists, many studies and hard technical and clinical work are needed to clarify the
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multifaceted impact of the organism and the nature of the mutual influence of the conditions
for the purpose of adequate treatment and timely prevention.

27. M.Ienesa-Ilonosa, M. Ilanuoscka-Mouesa, Awn. bamanos, B.Ilonosa, /] Hines,

“@ynyuonannu napywenus npu OOIHU ¢ OUPY3HA UOCONAMUYHA CKeNlemHa XUunepocmosa ",
Hayunu mpyoose na Cuwvioza na yuenume 6 bvreapua—Ilnosous, cepus I .Meouyuna,
Gapmayus u denmanna meouyurna m.XV. Hayuna cecus ,, Meouyuna u denmanua meouyuna’,
30 - 31 oxmomepu 2013 Scientific researches of the Union of Scientists in Bulgaria-Plovdiv,
series G. Medicine, Pharmacy and Dental medicine, Vol XV,ISSN 1311-9427 Medicine and
Stomatology Session, 30 — 31 October, 2013 cmp 109-113.

Judysnara ununarnyna ckenerna xunepocrosa (DISH) e 3abonsiBane U HesicCHA €THOJIOTHSA U
MHOTO(aKTOpHA TATOTeHe3a, BOJCHIM JI0 TEKKH (PYHKIIMOHATHH HApyIIeHUS y OOJHUTE.
[lenta HA MPOYYBAHETO € OIECHKA Ha (YHKIMOHATHUTE HapymeHus npu O6omau ¢ DISH u
CPaBHEHHMETO WM C pE3yJITaTd Ha OOJHM CHC CIOHAWUIO3a W AHKWJIO3UPAI CIOHIUIUT.
[Tatmentu u metoau: MacnenBanu u ananusupanu ca 124 mamuentu ¢ DISH u xoHTposnna
rpyna, BkiatouBama 270 manuentu cbe cnonamiosa (CII) u 46 mamueHTa ¢ aHKHIO3WpAIL
cnonnuut (AC). Ha Bcuuku Oonnu ca oueHnenu cumnromutre Ha Otr, lobep u Xwupi,
OIICHCHU € CWiIaTa Ha OOJKa criope] JeceTcreneHnHa ckaina (VAS 3a mamMeHT) W cuiiata Ha
6onkara (VAS) 3a nekap. Cratuctuyeckara oOpaOoTKa € HampaBeHa 4pe3 CTaTUCTHYECKa
nporpama SPSS 19, npu nocroBeprnoct p<0.05. Pesynrtatu: Cumnoromure Ha OTT, XUpIL U
[IloGep ca mpoMeHEeHH TpU TPUTE 3a00IIBaHUS, HA-CUITHO HaMalleHHe Ha ()yHKIIMOHATHUTE
npoou uma npu Oomaute ¢ AC, cneaBanu ot Te3u ¢ DISH u CII. Pesynratu Ha
dbynkuonanHute npodu Ha 6omuaute ¢ DISH He ce paznuuaBaT CUTHU(DHUKATHO OT pe3yaTaTH
Ha 60HM ¢ AC u ce paznuuaBar curHu@ukatHo ot Te3u cbe CII p<0.05. VAS 3a oneHka Ha
0onKka Ha TAIlMEeHT W Ha JieKap TOKa3BaT HaW-BUCOKU cToWHOCTH mpu OonnHute ¢ AC,
cieasanu ot Te3u cbe CII u DISH, paznukute ca nocrosepuu (p<0.05). M3Bonu: Bwmpekn
ye DISH npunaamexu KbM Tpynara Ha JEr€HEpPaTUBHUTE CTaBHU 3a00JIsIBaHUA,
(YHKIIMOHAJIHUTE My HapyleHUs CUTHU(QUKATHO HE C€ pas3auyaBaT oOT Te3U NpH
BB3MAJIUTEIHN CTaBHU 3a00JIIBaHMsI, KOETO MOCTaBsl 32 00CHXKIaHE BBIPOCA 32 MSICTOTO Ha
Oosecta B KiacuukanusTa Ha 00JIECTUTE.

Diffuse idiopathic skeletal hyperostosis (DISH) is a disease of unclear etiology and
multifactorial pathogenesis, leading to severe functional disorders in patients.The purpose of
the study was to evaluate the functional disorders in patients with DISH and compare them
with the results of patients with spondylosis and ankylosing spondylitis.Patients and methods:
124 patients with DISH and a control group including 270 patients with spondylosis (SP) and
46 patients with ankylosing spondylitis (AS) were studied and analyzed. All patients were
evaluated for Ott, Schober and Hirtz symptoms, pain intensity according to a ten-point scale
(VAS for patient) and intensity of pain (VAS) for physician were evaluated. Statistical
processing was done using the statistical program SPSS 19, with a reliability of p<0.05.
Results: Ott, Hirtz and Schober symptoms were altered in all three diseases, the strongest
decrease in functional tests was found in patients with AS, followed by those with DISH and
CP.Results of the functional tests of patients with DISH did not differ significantly from
results of patients with AS and differed significantly from those with SP p<0.05. VAS for
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patient and physician pain assessment showed the highest values in patients with AS,
followed by those with SP and DISH, the differences were significant (p<0.05).

Conclusions: Although DISH belongs to the group of degenerative joint diseases, its
functional disorders are not significantly different from those of inflammatory joint diseases,
which raises the question of the place of the disease in the classification of diseases.

28.M. I'enesa, M. Ilanuoecxka, An. Bamanos, B. Ilonosa, Cu. Tep3suiicka, II.Cenumos,

P.Kapanunosa, Cm.Ilonosa, An. banabanos, Hs. Heiiuesa, ,,benoopodono ameasxrcupamne y
nayuenmu ¢ pesmamouden noauapmpum ", Scientific researches of the Union of Scientists in
Bulgaria-Plovdiv, series G. Medicine, Pharmacy and Dental medicine, Vol XVI, ISSN 1311-
9427 Medicine and Stomatology Session, 31. October- 1. November 2014, cmp 214-218.

Abstract:Rheumatoid Arthritis (RA) is a chronic inflammatory disease that leads to chronic
pain, high rates of disability and unemployment. Respiratory causes, are a significant
contributor to excess mortality in patients with RA ranking as the second major cause of death
in this patient population. The purpose of study is analyzing patients with rheumatoid arthritis
about their lung status before they start a treatment with anti-TNF blocking agent on 6
months; from the begging of treatment. 64 patients are analyzed, 45 women and 15 men, in
middle age 51.9+ 4.7, all patients are with RA. The results: from all patients 73,43% don’t
have a lung controversial to start the biological treatment. In patients without anamnesis for
tuberculosis or contact with persons with tuberculosis, was found a positive Kvantiferons test
in 23.43% from the patients with RA, 73.33% from them were treated with metotrexat. Lungs
inflammation disease are rare in first 6 months from the beginning of treatment with
biological agents, they are severe and don’t allows patients to continue this treatment. One of
the reason for hard suppressing of disease activity in patients with RA is accompanying latent
TBC or accompanying infections Knox if there is pulmofibrosis.

Pestome: PeBmarougnusar aptput (RA) € XpoHUYHO BB3MATUTEIHO 3a00Js1BaHe, KOETO BOJIU
0 XpOHMYHa OOJIKa, BUCOK IMPOLEHT Ha HMHBAJIUIHOCT U Oe3paboruua. PecnmparopHute
NPUYNHA JOTPUHACIT 3HAYUTENHO 3a IMPEKOMEpHATa CMBPTHOCT TNPH MarmueHTd ¢ RA,
KJIAaCUPaHU KaTo BTOpaTa OCHOBHA MIPUYMHA 332 CMBPT B Ta3M molyiauus nanueHTy. Lenrta na
U3CJIEBAHETO € Jla C€ aHaJIM3MpaT MAIMEHTH C PEeBMATOMAEH apTPUT OTHOCHO TEXHHUS
6enoapobeH cTatyc, Mpeau Aa 3arnodHaTt jedenue ¢ antu-TNF Onokupair areHT Ha 6 Mecena;
OT HA4aJIOTO Ha JICUEHUETO. AHanu3upanu ca 64 nmanueHTH, 45 xeHu U 15 MbxKe, Ha cpeHa
BB3pacT 51.9+4.7, Bcuukn naumeHtu ca ¢ PA. Pesynrarure: ot Bcuuku mauueHta 73,43%
HSMAT criopeH Osy1 1po0 3a 3armouBaHe Ha OMOJOTHYHO JieyeHue. [Ipu manuenTu 6e3 aHaMHe3a
3a TyOepKyno3a WM KOHTAaKT C OOJHH OT TyOEpKyJio3a € YCTaHOBEH IOJIOKHUTEIICH
kBaHTU(epoHOB TecT npu 23,43% ot mauuentute ¢ PA, 73,33% or TiIX ca jiekyBaHH C
MeToTpekcaT. Br3manurennurte 6emoapoOoHN 3a00sBaHMS ca PEIKH Mpe3 MbPBUTE 6 Mecena
OT HayaJloTO Ha JIEYEHHETO C OWOJIOTMYHM areHTH, Te ca TEeKKU M HE IO03BOJISIBAT Ha
NalMeHTUTE Ja MPOJBJDKAT TOBa JeyeHHe. EjHa oT MpUYMHUTE 3a CUJIHO NMOTHCKAaHE Ha
aKTUBHOCTTAa Ha 3a00JIIBaHETO MpPU MAIMEHTH C PEeBMATOMJIEH apTpUT € IMpHJIpy’KaBaliara
JaTeHTHa TyOepKyjo3a WM mpuapyxkasama wuHHpekuus Ha Knox mnpu Haauuue Ha
mynModuodpo3sa.
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29.M. I'enesa, M. Ilanuoscka, Aun. bamanos, B. Ilonosa, Chu. Tep3suiicka, II.Cenumos,

P.Kapanunosa, Cm.Ilonosa, , Ilpomsana 6v6 @venexudpamuus npoguni npu nayuesHmu ¢
ougysna uouonomuuna cxenremua xunepocmosa (DISH)“ Scientific researches of the Union
of Scientists in Bulgaria-Plovdiv, series G. Medicine, Pharmacy and Dental medicine,
Vol XVI, ISSN 1311-9427 Medicine and Stomatology Session, 31. October- 1. November 2014
, cmp 219-222.

Pestome: TlpomsiHa BBB BBITIEXHIpPATHHUS MPO(GHUI MpU MAUEHTH ¢ AUQY3HA UIUOMOTHYHA
ckenerHa xunepocrosa (DISH) e obekT Ha mpoyuyBaHusi mopaad NPOTUBOPEUYMBHU JaHHU 32
TOBa B Hay4yHaTa JurepaTypa. llenta Ha npoydyBaHETO € H3CIEABAaHE Ha EJIEMEHTH Ha
Beriexuapataus npodun npu Oonnu ¢ DISH, cpaBHeHM ¢ OONHHM CBhC CIOHAMIO3a U
AHKWJIO3HMpAIl] CIOHIUIUT. Marepuanu u metonu: AHanmusupanu ca 124 6omam ¢ DISH,
nposexanu B PeBmaronornuna knmunuka, Y MBAJL ,,Ceetu ['eopru®, [110BAMB MM MOCETHIIH
peBmaronoruyna npaktuka Ha KLl ,,CBetm Bpau®, IlnoBauB. 3a KOHTposiHa Tpyma ca
ananusupanu 270 ymuma cbe aokaszana cnonauiosda (CII) m 42 manuHeTd ¢ aHKWIIO3Upalll
cnogamut (AC). M3non3BaHu ca METOAM HA WHTEPBIO, HHCTPYMEHTAIHU U MapaKIMHUYHH
pesynratd 3a cbOupaHe Ha uHpopmanms. M3Boau: cmopen MOJNyd4eHUTE pPeE3yNITaTH
nauuenture ¢ DISH numat no-uecto noBuilieHa KpbBHA 3axXap U MO-BUCOKU HUBA HA INIMKUPaH
XEMOIJIOOMH B CpaBHEHHE C CTOMHOCTM Ha OOJIHM OT CIOHAWJIO3a U aHKUJIO3Upalll
cnonawnt. M3cneasane na C-nentuja He J10Ka3a HaJU4Ue HA JTIOCTOBEPHA pa3jiiKa B HUBOTO
My TIpu aHanu3upane Tpu 3abonsBanus — DISH, cmonanno3a m aHKMIIO3UpaI] CHOHIMIIHUT.
N3cnenBanero Ha 4acTW Ha BBITIEXWAPATHUS MPOPUIT MOXKE J1a CIYXKH KaToO €JIIEMEHT OT
U3TPAKIAHETO HA AJITOPUTHM U Npu AudepeHuuantara quarnosa Ha DISH cbe cionaunosa u
aHKHIJIO3MUpall.

Abstract: Changing in carbohydrate profile in patients with DISH is subject of study for
controversial data in scientific literature. The aim of study is research of elements on
carbohydrate profile in patients with DISH, compared with patients with spondylitis and
ankylosing spondylitis. Materials and methods: 124 patients with DISH are analyzed in Clinic
of Rheumatology “St. George” and in rheumatology practice in “St. Vrach” Plovdiv. For
control group are analyzed 270 persons with spondylitis and 42 patients with ankylosing
spondylitis. The methods that are used are interview, instrumental and paraclinical results for
gathering information. Conclusion: according to the received results the patients with DISH
have more often high blood sugar and higher level of glycosylated hemoglobin compared with
values of patients with spondylitis and ankylosing spondylitis. Research of C-protein didn't
prove presence of reliable difference in its level in analyzing the three disease: DISH,
spondylitis and ankylosing spondylitis. The research of parts of carbohydrate profile may
serve like element for building an algorithm and the differential diagnosis of DISH with
spondylitis and ankylosing spondylitis.

30.M. Ilanuoscka — Mouesa, H. Huxonos, M. I'enesa — Ilonosa, I1. [lemposa, E.Jlamanosa,
, ODUBPOMUAJITHUA — EJ{HA 3AKHhCHAJIA JIMATHO3A", Scientific researches of the
Union of Scientists in Bulgaria-Plovdiv, series G. Medicine, Pharmacy and Dental medicine,
Vol XVI, ISSN 1311-9427 Medicine and Stomatology Session, 31. October- 1. November
2014, cmp 262-265.
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Pestome: dubpomuanrusta € 3a00JsBaHe, KOETO C€ XapaKTepHu3upa ¢ XpoHWYHA aAudy3Ha ,
IIMPOKO pasnpocTpaHeHa Oojka u Oonka mpu Hatuck B moHe 11 ot 18 ompenenenu
AHATOMMYHHM TOYKU.XpOHMYHAaTa Ooyika KaTo ()EHOMEH IMpH YOoBEeKa € J00pe H3BECTHA.
ToBa,xoero ornuuaBa Oonkara npu GuOpOMHUANTHs ,& OTCHCTBUETO Ha OOCKTHBHH IPOMEHHU
NPy U3CIEJBaHE Ha MAIMEHTUTE, peepeHTHUTE pe3yiTaTd OT JIAOOPATOPHUTE TECTOBE U
YaCTUYHUAT €(PeKT MpH MPHIOKEHHEe Ha aHaITeTUIM, BKIIOUUTEIHH W OINUOHJIHU.
Hudysnara myckymnHa Oosika mpu (pubpomuanrus oOMYaiiHO € chYeTaHa C HApPYIICH ChH,
Jpa3HUMO /1e0es0 YepBO,XpOHHYHA YMOpa , MUTPEHO3HO II1aBO0OIUE, eTIpectsi, KOTHUTUBHU
HapymeHus.Co3naaaenure npe3 1990 roguHa NMArHOCTUYHM KpUTEPUM HAa AMEpUKaHCKaTa
KOJIETHsI 0 peBMaToJiorust 0sixa peBusupanu npe3 2010 roauHa ¢ 1es mocTaBsHe Ha paHHA
muarHo3a.Karo ¢akt obade -nmarnosata 3aKkbCHSBA, a JICUCHHETO € HECPEKTHBHO.
Pasrnexnana kato MHTEpAMCUUIUIMHAPEH MpoOiieM ,00i1Kata npu GuOpoMHaNTUs OCTaBa B
KOHTEKCTa Ha JAPYrd pPa3IU4H{ 3a00JIBaHMS, a MalUeHTUTe C (UOPOMHUANTHUS -PSAIKO
HACOYBAaHU KbM PEBMATOJIOT.

Abstract:Fibromyalgia is a disease that is characterized by a chronic, diffuse and widespread
pain and aching when pressed on at least 11 of 18 certain anatomical point sites. Chronic pain
in humans is a well-known phenomenon. What distinguishes the pain in fibromyalgia is the
fact that there are no objective changes in patients’ testing results, reference values from
laboratory tests and the partial effect if analgesics, including opioids, are applied. Diffuse
muscle pain in f ibromyalgia is usually accompanied by sleep disturbances, irritable bowel,
chronic tiredness, migraine headaches, depression and cognitive impairment. The diagnostic
criteria that had been set in 1990 by the American College of Rheumatology were revised in
2010 in order to obtain an early diagnosis. However, the diagnosis as a fact is delayed, and the
treatment is inefficient. Viewed as an interdisciplinary problem, the pain in fibromyalgia
remains in the context of other various diseases, and patients with fibromyalgia are rarely sent
to see a rheumatologist.

31. I1. Ceaumos, P. Kapanunosa, U. Hxos, M. I'enesa, A. bamanos, B. Ilonosa,. Tep3suiicka,

JI. Cmosinosa, M. Kapaevo3zos, /]. I'ypoes, E. [[eemros, K. Kocmaounos, ,, Togpu 6 obracmma
Ha pvyeme U CMbRALAMA NPU XPOHUYHA NOOAPad — KOMRULAYUSL, GI0UABAYA KAYeCMBOMO
Ha dicueom npu sacecnamume nayuenmu “, MY, noo ecuoama na axao.Cmegan Kocmusnes,
Inosous, maii 2014 2, Coopnux ,, Hayka u mnaoocm ™, 2014 2, cmp 217-221.

Boeenenuellonarpara € wmerabonuTHO 3a0o0isiBaHe, pa3BHBAIIO ce Ha 0as3ata Ha
HapylIeHHe B OOMsIHA Ha MyPUHHUTE, BCICJACTBHE HA KOETO HACTBHIIBA XIITEPYPUKEMHUS U CE
oTiiaraT KpHCTadd OT MOHOHATPUEBHU YpaTH B TMpe-AUJICKIMOHHM ThKaHW. Pa3BuBa ce
MOJIarpO3€H apTpHT, MoJgarpo3Ha Hedpomarus, nosBsBar ce Todu. PazButuero na nmogarpara
MOKa3Ba ompezeneHa ¢a3zoBa MOCIECIOBATEIHOCT - ACHMIIOMATUYHA XUTIEPYPUKEMHUS, OCTHP
MOJIarpO3€H apTPUT, MEXKIYIPUCTHIICH MEPUOJ] M XPOHUYHA MO/Iarpa.

HMeHHO B cTajgus Ha XpOHUYHA mojarpa ce popMupar Topu, KOUTO MpeCTaBIsIBaT Jena OT
MOHOHATPHUEBU YpaTH U ce OTJIaraT B pa3jMyHU CTPYKTYpH Ha opranusma. Ilog ¢popmata Ha
BB3JI0BUIHU 00pa3yBaHus, TOPUTE YECTO Ce JOKAIU3UPAT 10 I'bpOa Ha PhIIETE U CThIIAJATA.
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[logarpara e mo3HaTa OT JAPEBHOCTTA, KAaTO OIle XMWIIOKpAT OMHCBA TOBa 3a00JsBaHE.
NuTtepeceH e GakThT, 4e B MyMHHU OT HPEAN XWISIU roguHd, oTkputd B Eruner, HyOus n
Apu3oHa ca 3ana3eHu Topu 1 ObOpeuHa ypaTHa KajKyJo3a. 3a MpbB IbT TOPUTE ca OMUCAHU
ot Galenius, a nipe3 1798-1799 ronguna Wollaston u Pearson ycranoBsiBaT CbabpKaHUETO Ha
nUKoYHa KucenuHa B Topute. [loHsTHETO TOda MpoU3IN3a OT JATUHCKU €3UK M O3Ha4yaBa Ka-
MBK.

B ximHMYHOTO mpoTHYaHe Ha mojarpara ce HaOmronaBa (pa30BOCT - aCUMITOMATHYHA
XUIEPYPUKEMHUSI, OCTBP MOJArPO3EH apTPUT, MEXAYIPUCTHIIEH NIEPUOJ] U XPOHUYHA I10/1arpa
- cTanui, B KOHTO ce Oenexxu mosBata Ha Todu. PaznmonoxkeHu B OIU30CT 10 CTaBUTE HA
pbLeTe W crhHanara, Todure Morar ga ObAAT MpeyKa 3a peaJu3UpaHeTO Ha IThIHHA
JIBUTaTEIEH 00EM B CbOTBETHATA CTaBHA PAaBHUHA.

HopMmannara ¢QyHKIMS Ha pBIETe M CThIAjlaTa Ce€ rapaHTHpa OT HOPMAJHATa KaTo 00eM
aMIUTMTY/1a Ha BJIM3AIIMTE B ChCTaBa UM CTaBH. JleHUIIUT B ABUTaTEIHKMS 00EM Ha ¢/IHA CTaBa,
MOXKe Ja ObJe pe3ysiTaT Ha TATOJOTHYHM NPOIECH B CTPYKTypara Ha camara cTaBa -
TpaBMaTHYHU, JIETCHEPATHBHH, BB3MATUTCIIHA M T.H, KaKTO M OT NPOIECH, YBPEKTAIU
CTPYKTYpH W3BBH CTaBaTa - MYCKYJIM, HEPBU, IIUKATPUKCH WU CKJICPOTHYHU MPOMEHH II0
KoXkarta u T.H. [Ipu u3cieBaHe Ha MAMEHTH, IPU KOUTO € YCTAHOBEHO HAJIMYUETO HA TOPH B
o0J1acTTa ma phIETe U CThIIAJIaTa, CE YCTAHOBSBA, Y€ HAIMYMETO UM MOXKE Ja Urpae poiisi Ha
camocTosiTelieH (paKkTop, peayIpall HOpMaTHUS ABUraTelIeH KaraluTeT Ha MPUJICKAIIUTE B
OJM30CT CTaBH.

Introduction

Gout is a metabolic disease that develops on the basis of a disturbance in purine exchange, as
a result of which hyperuricemia occurs and crystals of monosodium urate are deposited in
pre-dilection tissues. Gouty arthritis, gouty nephropathy develop, tophi appear. The
development of gout shows a certain phase sequence - asymptomatic hyperuricemia, acute
gouty arthritis, inter-attack period and chronic gout.

It is in the stage of chronic gout that tophi are formed, which are deposits of monosodium
urates and are deposited in various structures of the body. In the form of nodular formations,
tophi are often localized on the back of the hands and feet.

Gout has been known since ancient times, with Hippocrates describing this disease. An
interesting fact is that in mummies from thousands of years ago, found in Egypt, Nubia and
Arizona, tophi and renal urate calculus have been preserved. For the first time, tophi were
described by Galenius, and in 1798-1799, Wollaston and Pearson established the content of
uric acid in tophi. The term tofa comes from the Latin language and means stone.

In the clinical course of gout, a phase is observed - asymptomatic hyperuricemia, acute gouty
arthritis, an inter-attack period and chronic gout - a stage in which the appearance of tophi is
noted. Located near the joints of the hands and feet, tophi can be an obstacle to the realization
of the full range of motion in the corresponding joint plane.

The normal function of the hands and feet is guaranteed by the normal volume amplitude of
the joints included in their composition. A deficit in the motor volume of a joint can be the
result of pathological processes in the structure of the joint itself - traumatic, degenerative,
inflammatory, etc., as well as from processes damaging structures outside the joint - muscles,
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nerves, cicatrix or sclerotic skin changes etc. When examining patients in whom the presence
of tophi was found in the area of the hands and feet, it was established that their presence can
play the role of an independent factor reducing the normal motor capacity of the adjacent
joints.

32. I'eopeu Hukonos, Mapuena Ienesa, Cmanucnasa Ilonosa, /Jumumvp Huxonos, Tooop

Cmaspakes, ,, Ilpoyusane Ha OvOpeyHomo 3acseame npu OOMHU CbC CUCHEMEH JYNYC
epumemamodec, 1eKy8anu 6 omoejeHue no pesmamonocusi u Hepponoeus“, ymoan ,, Ceeeu
Teopeu*, UNION OF SCIENTISTS IN BULGARIA — PLOVDIV Scientific Works of the Union
of Scientists in Bulgaria - Plovdiv Series G. Medicine, Pharmacy and Dental Medicine, Vol.
XVIII 5-6.11.2015, cmp 53-56.

Abstract

This research aims to analyzes the renal failure that occurs to people who suffer from
systemic lupus erythematosus. 30 patients were analyzed for the purpose of the research- 26
women and 4 men. We examined the arterial blood pressure, swelling syndrome, the disorder
renal function and the proteinuria. 9 of the examined patients were diagnosed by renal biopsy.
The survey showed that the renal damage often occurs to the systemic lupus erythematosus as
in all cases of the patients diagnosed with lupus nephritis was established that theres different
stage of proteinuria which correlates with the different stage of swelling syndrome. Renal
biopsy is the main method used in the algorithm of diagnosis of lupus nephritis.

Pe3rome

ToBa n3cnensaHe MMa 3a 1€l Ja aHaIu3Mpa ObOpedyHaTa HEIOCTaTbYHOCT, KOSTO BB3HHKBA
IIPU XOpa, CTpajallld OT CHUCTEMEH JIyIlyC €pUTEMATO3yC. 3a LEJINTE Ha H3CIEIBAHETO ca
asasm3upann 30 manueHTH - 26 xeHM U 4 Mbxke. M3cnenBaxme apTepUasHOTO KPBBHO
HaJliTaHe, OTOYHHUS CHHJIPOM, HapylleHarta ObOpeuyHa (yHKIUS M OpoTeuHypusTta. 9 or
U3CIIEeIBAaHUTE NAallMEeHTH ca JUMarHOCTULUpaHu upe3 ObOpeuHa Ouomncus. W3ciensaHeto
MoKa3a, 4ye 0bOpEeYHOTO YBPEKIaHE YECTO BH3HUKBA IPU CUCTEMEH JIyIyC EPUTEMATO3yC, Thi
KaTo MpU BCUYKHU CIy4dad Ha MalMEHTH C JWAarfHo3a JylmyceH HeQpUT € yCTaHOBEHO, Y€ UMa
pa3JIMyeH CTaJui Ha IPOTEHHYPHs, KOWTO KOpEeNnupa C PasjIM4HMs CTaJAuil Ha CHHApOMA Ha
nonyBaHe. bbOpeuHaTa OuoncHusi € OCHOBHHUSIT METOJ, H3IOJI3BAaH B alrOpUTbMa 3a
JTUArHOCTHKA Ha JTYMyCHUS HEPPUT.

33. Teopeu Huxonos, brnacosecm I[lempos, Ancen banunos, Kocmaoun Casos, Todop
Cmasepaxes, Panuya Konoapesa, Mapuena Ienesa-Ilonosa. 1-Kameopa no nponedesmuxa

Ha evmpewHu 6onecmu MY-ITnosous;, 2-Cmydenmu-meouyu 3mu xypc MY-I11060us,
., Memabonumen cunopom u nooacpa - 0ee 3abonasauus uiu yacm om eoHo“, Hayunu
mpyoose na Cwioza na yyenume 6 bvreapus—Ilnosous, cepua I. Meouyuna, ghapmayusa u
oeumanua meouyurna m. XVIII. ISSN 1311-9427. Hayuna cecus , Meduyuna u Oenmanna
meduyuna”, 5 - 6 noemepu 2015. Scientific works of the Union of Scientists in Bulgaria-
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Plovdiv, series G. Medicine, Pharmacy and Dental medicine, Vol. XVIII, ISSN 1311-9427
Medicine and Dental medicine Session, 5-6 November 2015, cmp 171-173.

Abstract

The authors have explored two diseases- metabolic syndrome and gout, and the correlation
between them. Patients from different clinical centres have been researched. The main goal
was to find out whether there is Hyperuricemia by patients with Metabolic syndrome. The
attention has been drawn on higher values of Uric acid, Blood sugar and glycated
Hemoglobin. The methods used are: medical interview, paraclinical data, statistical research.
The conclusion is that the Hyperuricemia which is a part of the Gout and Metabolic
syndrome, does not lead to Gout-attacks by patients with metabolic syndrome.

MeTaOOMUTHUAT CHHAPOM TIPEACTABISIBA CJIOXEH CHMITOMEH KOMIUIEKC, KaTo Haii-
XapaKTEpPHUTE PHUCKOBH (DAKTOPH 3a HEro ca: abJOMHHAIHO-BHCIEPAIHO 3aTIBCTABAHE,
UHCYJIUHOBATa PE3UCTEHTHOCT, aTePOreHHA AUCIUIHICMHUs, apTepHaina Xuneprensus. Yecto
XHIIEPYPUKEMHUATA C€ Cpellla 3aeJHO C KOMIIOHEHTHTE Ha META0OJUTHHUS CHHIPOM.
MeTabOMUTHUAT CHHIPOM € OCHOBEH IPEIIISCTBCHHK HAa pPa3BUTHC HA 3axapeH AuadeT u
ChPICYHO-CHIOBH 3a00ISIBAHUSI.

34.V. Popova, Z. Vajev, A. Batalov, K. Kraev, A. Ivanov, Yo. Ronchev, M. Geneva-Popova, L.
Stoyanova, Ju. Peeva, Iv, lakov, Sn. Terziiska, M. Kraeva ,, TOKCUYHUTE EDQEKTHU HA
EHIJIOKCAHA IIPHU JIEYEHUE HA CUCTEMHUTE BACKYVJIUTH - KJIMHUYEH
CJIVUAH”, Scientific works of the Union of Scientists in Bulgaria-Plovdiv, series G.
Medicine, Pharmacy and Dental medicine, Vol. XVIII, ISSN 1311-9427 Medicine and Dental
medicine Session, 5-6 November 2015, P cmp 174-178.

Abstrakt:

Takayasu’s arteritis is a vasculitis of unknown etiology that is characterized by systemic
granulomatous inflammation of the large vesels- most often aorta and its branches, most
commonly affects women of childbearing age.This is rarely disease - 2,6- 6,4 per 1 million
of population. Its complications are life-threatening. The treatment of vasculitis is combined
with systemic glucocorticosteroid and cytostatics, which most often -Endoxan- as pulse /
high-dose / therapy and maintenance therapy. The most common adverse reactions concern:
hematopoiesis / suppress him / cardiovascular systematic toxic myocarditis, congestive
cardiovascular failure, hemorrhagic myocarditis, gastrointestinal tract and biliary system,
stomatitis, vomiting, hemorrhagic colitis, hepatotoxic effects , genitourinary systems-
hemorrhagic cystitis, tubular necrosis, cystic fibrosis, acute renal failure, induction of
secondary tumors, particularly in patients with hemorrhagic cystitis. Saving lives during the
active phase of the disease and achieving low disease activity or remission at the price of
serious side effects of the conducted therapy. This requires the search for alternative
treatments- humanized monoclonal antibodies against receptor intereleukin 6 / Tocillizumab /,
a chimeric monoclonal antibody of class IgG1 against CD20 / Rituximab / - anti CD20 Ab,
BAFF, Tumor Necrosis Factor inhibitors, TNF alpha alpha, etc
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Pesrome:

AptepunthT Ha Takascy € BaCKyJIMT C HEM3BECTHA €THUOJIOTHS, KOMTO Ce XapaKTepu3upa che
CHCTEMHO I'paHYyJIOMaTO3HO BB3MAJICHHE HA TOJIEMUTE ChJIOBE - HAl-UueCTO aopTaTa U HEUWHUTE
KIJIOHOBE, 3acsira Hali-4ecTo JKEHU B JIeTepoJHa Bb3pacT. Toa e psako 3abonsBane - 2,6-6,4
Ha | MunmoH HaceneHwe. HeroBute yclnoKHEHUs ca KMBOTO3acTpaliaBamy. JledeHueTo Ha
BaCKYJIUTHTE C€ KOMOMHHPA ChC CUCTEMHH TITFOKOKOPTUKOCTEPOUIN M IIUTOCTATHIN, KOUTO
Hali-uecTo - EHJIOKCaH - KaTo IMyJICOBa /BUCOKOJI030Ba/ Tepamusi U MOUIbpKAIla Tepamusl.
Haii-yectuTe HEXEIaHHU PEaKIMU CE OTHACAT JI0: XeMaTOoIoe3a / MOTHCKaHe / ChPIeYHO-ChI0B
CHUCTEMaTHYeH TOKCHYEH MHOKApIUT, 3aCTOWHA CBPIEYHO-CHIAOBA HEIOCTATHYHOCT,
XEMOpParmueH MHUOKApIWT, CTOMAIIHO-YPEBEH TPAaKT W JKIbYHA CUCTEMa, CTOMATHT,
MOBPBIAHE, XEMOPArHYeH KOJIHT, XEMaTOTOKCUYHHU e(EeKTH, MUKOYHO-II0JIOBATa CHCTEMaA -
XEMOparudeH I[HUCTUT, TyOynHa HEKpo3a, Kucrto3Ha (ubpo3a, octpa ObOpeuyHa
HEJOCTAaThYHOCT, HHIYKIUSI Ha BTOPUYHU TYMOPH, OCOOCHO TP MAIMEHTH C XEeMOparmdeH
ructut. CriacsBaHe Ha JKMBOT B akTHBHaTa (ha3a Ha 3a00JISBAHETO W IOCTUTAHE Ha HHUCKA
AKTUBHOCT Ha 3a00JIIBAHETO WJIM PEMHUCHUS C IIEHATA HA CEPHO3HH CTPAHUYHH CPEKTH OT
poBeXAaHaTa Tepanus. ToBa Halara ThbpCeHEe Ha AITCPHATHBHU JICUCHUS - XyMaHH3UPAHU
MOHOKJIOHAJIHU aHTHUTeJa cpemy peuentop uHTepiaeBkuH 6 /Tocillizumab/, xumepHo
MOHOKJIOHATHO aHTuTsU0 oT Kiac IgG1 cpemry CD20 /Rituximab/ - anti CD20 Ab, BAFF,
uHXHOUTOpHU Ha TyMop Hekposuc daktop, TNF alpha alpha u np.

35. M. Geneva-Popova, An. Batalov, V. Popova, R. Karalilova, P. Selimov, St. Popova,
“COMPARISON BETWEEN SERIOUS ADVERSE EVENTS IN PATIENTS WITH
MODERATE OR SEVERE RHEUMATOID ARTHRITIS TREATED WITH RO-ACTEMRA
(TOCILIZUMAB) AND ANTI-TNF-ALPHA BLOKERS”, Scientific Research of the Union of
Scientists in Bulgaria — Plovdiv, series G. Medicine, Pharmacy and Dental medicine, Vol.
XVII, ISSN 1311-9427, International Conference of Young Scientists, 11 — 13 June 2015,
Plovdiv, p 120-124.

Abstract:

Interleukin-6 (IL-6) is a pleiotropic cytokine that regulates the immune response,
inflammation, and hematopoiesis in patients with rheumatoid arthritis. Anti-tumor necrosis
factor drugs are able to reduce inflammation and disease progression , but those drugs have
side effects.

Pesrome:

Wurepneskun-6 (IL-6) e miefloTpoOneH IMTOKWH, KOWTO peryiupa HMYHHHS OTTOBOD,
BB3MAJICHUETO M XEMOIIOe3aTa MpHU MAIlMEeHTH C PEBMATOWJEH apTpuT. JlekapcTBaTta cpenty
TYMOP HEKpOTHU3HpaI] (GaKkTop ca B ChCTOSHUE J1a HAMAJIAT BB3MAJICHUETO W MPOTrpecusTa Ha
3a00JIIBaHETO, HO TE€3U JIEKAPCTBA UMAT CTPAHUYHU €(PEKTH.

48



36. Benuuxa Ilonosa, Anacmac bamanos, 3anpun Buoiwces, Hosxko Ponues, FOnus Ileesa,
Mapuena__I'enesa-lIlonosa, Kpacumup Kpaes, Cueixcana Tepsuucka, , Porama Ha

uHmepne6KuH-6 3a pedyKyus Ha cbO008Usl PUCK U 081A0SA6AHE HA CbOOBOMO 6b3NATeHUe NpU
apmepuuma Ha Taxascy*, coopnux cmamuu, ,, Hayxa u maadocm*, 2016 2, cmp 258-261.

Aprepuntht Ha Takaiisicy (AT) e XpOHMYHO BB3MAIMUTETHO 3a00JIsIBaHE Ha aopTaTta,
OenonpoOHaTa apTepusi U TEXHUTE KJIOHOBE - MOAKIIOUUYHHU apTEepUH, PEHATHHUTE apTEpUH,
KOPOHApHUTE apTepUM U KapPOTUIHUTE apTepud U JAp. C TUIUYHO TPAHYJIOMATO3HO
BB3MAJCHUE Ha CbhJAOBAaTa CTEHA C IMOCIHEABAIM CTE€HO3a, OKIY3Ws, JAujaTalus |
AQHEBPU3MAJIHO Pa3IIUPEHUE.

AprepuntsT Ha Takaitsicy (AT) e MHOTO psimKo 3a00/sBaHe, 3acAra MPEIUMHO MJIATU KEHU -
80 - 90%, mexnay 5 u 40 - rogumiHa Bb3pact. [lo-decto npu nanuentu ot daneunus U3ToK,
SlnoHus U a3uaTCKus KOHTUHEHT. B akTuBHata My (pasa e HamMile CBpbX MPOU3BOACTBO Ha
untepieBkuH - 6 (IL - 6), usnon3sanero Ha antu-lL-6 pernenropuo (IL-6R ) antutsio 3a
JedeHre Ou OWIT JIOTUYeH U300p.

Takayasu's arteritis (AT) is a chronic inflammatory disease of the aorta, pulmonary artery and
their branches - subclavian arteries, renal arteries, coronary arteries and carotid arteries, etc.
with typical granulomatous inflammation of the vessel wall with subsequent stenosis,
occlusion, dilatation and aneurysmal expansion.

Takayasu's arteritis (AT) is a very rare disease, it mainly affects young women - 80 - 90%,
between 5 and 40 years of age. More common in patients from the Far East, Japan and the
Asian continent. In its active phase, there is an overproduction of interleukin-6 (IL-6), the use
of an anti-IL-6 receptor (IL-6R) antibody for treatment would be a logical choice.

37. K. Kraev, M. Geneva-Popova, V. Popova. D. Klinkanov, M. Kraeva, ,, THE UNKNOWN
PONCET'S DISEASE”, Scientific works of the Union of Scientists in BulgariaPlovdiv, series
G. Medicine, Pharmacy and Dental medicine, Vol. XX. ISSN 1311-9427 (Print), ISSN 2534-
9392 (On-line), 2017, P 147-149.

Abstract:

Poncet's disease is an aseptic reactive arthritis in patients with active or latent tuberculosis.
The diagnostic challenge with this disease comes from its common features with one of the
most frequent rheumatic diseases- Rheumatoid Arthritis. Due to the increased rate of
Tuberculose infections we should expect an increase in the number of patients with this type
of reactive arthritis. This will lead to an increase in the diagnostic challenges as well.

Pesrome:

bonecrra Ha [loHCe € acenTUYeH peakTUBEH apTPUT MPH MALUEHTH C aKTUBHA WIM JaTEeHTHA
TyOepKkyno3a. JIMarHOCTUYHOTO MPETU3BUKATENICTBO MPHU TOBA 3a00JsIBaHE MJBA OT OOLIUTE
MY YEpTH C €HO OT Hal-ueCTUTE PEeBMATUYHU 3a00JsIBaHMsI — peBMaroueH aptput. [lopaau
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MOBHUIIIEHUS TIPOIICHT Ha TyOEpKYJI03HN HH(EKIIUU TPsIOBa J]a OUaKBaMe yBeIMYaBaHe Ha Opost
Ha TAIUEHTUTE C TO3W THII PEaKTUBEH apTpUT. ToBa Imie IoBelne W 10 YyBeJIWMYaBaHE Ha
AUArHOCTUYHUTC NMPCAU3BUKATCIICTBA.

38. M.Geneva-Popova, M. Semova, |. Peeva, THE ROLE OF MAGNETIC RESONANCE
IMAGING TO DIFFERENTIATE DEGENERATIVE AND INFLAMMATORY RHEUMATIC
DISEASES Scientific works of the Union of Scientists in BulgariaPlovdiv, series G. Medicine,
Pharmacy and Dental medicine, Vol. XX. ISSN 1311-9427 (Print), ISSN 2534-9392 (On-line).
2017., cmp 172-175

Abstract:

The clinical diagnosis in patients with DISH, spondylosis and ankylosing spondylitis is hard
due to the lack of typical symptoms and the presence of similar diagnostic image's changes in
all of the diseases. The lack of special laboratory tests for these diseases as well as the late
onset of the radiographic changes require high-tech and very informative tests like MRI. The
fast and early diagnosis of these three diseases is necessary for the onset of adequate
treatment. In our study we recommend MRI for fast and precise diagnosis in these patients.

BnBenenue

Hudysznara wuamonatuyHa ckenerHa xunepocro3a (DISH) ce xapakrepusupa ¢
Kanmuduuupane M ocupuUKanMsg Ha MeKuTe ThKaHW. Haii-xapakrtepHa e ocuukanusta Ha
NPEIHHS JIOHTUTYAMHAICH JTUTaMEeHT Ha TPBOHAYHUS CTHJIO, HO C€ PETUCTPUPAT U MPOSBU OT
CTpaHa Ha JIMTAMEHTH W €HTE3WH B I[UIOTO TSUIO, M3BBH OCeBHs ckeneT. Jledopmupariara
cogamioapTposa (CII) e XpoHWYHO JereHepaTuBHO 3a00JsBaHEe Ha TPHOHAYHUTE CTaBH,
CBBpP3aHO C M3THHSABAHE M M3MECTBAHE Ha MEXAYNpEIUICHHUTE AMCKOBE, 3aryba Ha
€JIaCTUYHHUTE CBOMCTBA Ha XaJIMAHOBUSA XPYLIsUl, 00pa3yBaHe HAa KOCTHHU M3pacTblu. bonectra
Ha bextepeB (AC) e XpOHHYHO BB3MAIUTEIHO 3a00JsIBaHe, MPU KOETO CE 3acsraT MpeIuMHO
IrpbOHAaYHMSA CTBIO M CaKpOWIMAYHHUTE CTaBU U TO-PSJIKO TepudepHUTEe CTaBU H
OKOJIOCTABHUTE HWHCEPIUHU. BB3MOXHU ca MpOSBU OT CTpaHa HA OYUTE, CHPIETO, OeiHTe
IpoOoBe.

39. M. Geneva-Popova, An. Batalov, K. Kraev, V. Popova, St. Popova ,,RELEVANCE OF
TUMOR NECROSIS FACTOR-4 AND ANTI-TUMOR NECROSIS FACTOR-4 THERAPY
FOR RHEUMATIC DISEASES*, Scientific works of the Union of Scientists in
BulgariaPlovdiv, series G. Medicine, Pharmacy and Dental medicine, Vol. XX. ISSN 1311-
9427 (Print), ISSN 2534-9392 (On-line). 2017, 177-180.

Abstract:

TNF is key cytokine in the immune inflammation. Its recognition gives medicine a new boost
in finding different in origin and way of production drugs. The use of TNF blockers in clinical
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practice shows improvement in the control of the rheumatic diseases, delay and prevention of
the structural damage in the joints affected by rheumatoid arthritis, psoriatic arthritis and
ankylosing spondylitis. This shows the necessity of their early use in patients without
satisfactory effect from the conventional treatment with DMARDS. The presence of various
side effects, some of which severe, requires personalized approach in each patient.

Abstract:

Tymop HekpoTusupamuar dakrop-anga (TNF-o, kaTekcuH, KaXeXTHH) € KIEThYHO CUTHAJIHO
UHAYLMpaH IJIMKONPOTEHMH, KOHTO Yy4yacTBa AakKTUBHO B CHCTEMHOTO Bb3IAJIEHUE U
octpoda3zoBust UMyHeH oTroBop. IIpousBexna ce rinaBHO OT akTuBUpaHu Makpodaru, NK-
KJIETKH, HEYyTPO(UIM, MACTOLUTH, €03MHO(GWIM M HEBpoHH, MOBIHsIHU OT Toll-momoOHa
peuenTopHara cucreMa win ot T- u B-mumdoruru cinen TAXHO aHTUTeHHO cTuMynupane (1).
TNF-a urpae kmrouoBa poiisi B pa3iMuHU UMYHHU U BB3NAJIUTEIHU MPOLECH, BKIIIOUBAILIU
KJIEThYHA aKTHBHpaHe, nponudepanus u nudepeHIUanus Ha HUMYyHHH KIETKH, KaKTO W
KJIEThYHA CMBPT Ype3 HEKPO3a U arornros3a.

40. B. Ilonosa, 3. Bwvowces K. Ilewes, A. bamanos, M. I'enega-lIlonoga, K. Kpaes, JI.
Ileiiues, Ho.Ponues, A. Heamnos, , Hznonzeanemo na SCORE ckanama 3a oyenxa Ha

CbPOEUHO- CLOOBUSL PUCK NPU NAYUEHMUMe ¢ 8b3NAIumennu cmaenu 3abonsnsanus *‘, Hayka u
sucute oopazosanue 2017:VII nayuonanrna nayuna xongepenyus 2017: 16-23 ; ISSN 1314-
9547

[TpoextsT SCORE e pazpaboren ot EBporneiickoTo apyxectBo 1o kapauonorus mpe3 2003r.,
KaTo cucTreMa 3a oleHsBaHe Ha 10 roaumHMA PUCK OT (paTaJHO CHPAEYHO- CHIAOBO
3a0omnsaBaHe. [IpoekThT € MamabeH M e pe3yiaraT oT Habop Ha JaHHU OT 12 eBpomelcku
KOXOPTHH IPOYYBaHMs, TPOBEXKJAaHU IMbPBOHAYAIHO B olmiara momyianus Bepxy 205178
unauBuaa (88 080 >xenu u 117 098 mbke), mpenctaBnsBamiy 2.7 MUIMOHA JIMIA TOIUIITHO
npociensBamy aercteud. Hamune ca Oounu 7934 cMbpTHU ciiydyau OT ChpJEYHO-CHJIOBU
3a0osgBaHMsl, OT KOUTO 5652 ca OWiIM CMBPTHH Cilydau OT KOpOHapHa OOJeCT Ha ChpLETO.
Pa3paborenu ca nBa mojena - equHUAT Oa3vpaH Ha OOLIUS XOJIECTEPOJ, a JPYTHSAT — Ha
choTHOIEeHneTo 061 xojecteposn/ HDL xomecrepon. OreHkUTE Ha pUCKa c€ TIOKa3BaT
rpa¢uuHo (2/3). B peBmarosoruuHaTa MpakTHKa 3a IbPBU IBT CE€ TOBOPH 3a Ta3u CKaja
HSIKOJIKO TOJJMHM MO-KBCHO U TS € BbBEJCHA B MIPAKTHKaTa, Makap U HE IIUPOKO M3IOJI3BaHA
npe3 2009 r. B EBponelickure MpenopbKU Ha IPYKECTBOTO IO PEBMATOJIOTHUS 3a OLICHKA Ha
CBpACYHO- CHAOBUS PUCK MPU MAIMEHTHTE C BB3MAJUTEIHH CTaBHH 3a00JsBaHM, Oa3upaHO
Ha OLIEHKaTa M y4JacTueTo Ha 13 eBponelicku cTpanu ¢ 26 ekcnepTHH wieHa. Cp3nasar ce 10
MPETNOPHKU 3a CKPUHUHT U MHIACHTHUQUIMPAHE HA PUCKOBUTE (PAKTOPH OT ChPAECUHO-CHIOBU
UHIMJACHTH ¥ YIPABICHUETO HA PUCKA NPU BB3MAIUTEIHUTE CTaBHU 3abossiBanus [1 - 4].
Crnen ToBa mipe3 2015/ 2016r. Te3u nmpenopbKu ca BIIJICHTHATH Bb3 OCHOBA HA HOBUTE HAYYHHU
JIOKA3aTeJICTBA U MOIYYEHUTE PE3yITaTh OT KIMHUYHUTE mNpoyuBaHud. IIpenoprka HOMep 1
€, 4e Npu MaluueHTuTe ¢ peBMaTouaeH apTpuT( RA) W Apyr um BB3NAIUTEIHM CTaBHU
3a00JIsIBaHMsI, MTO-CIIEIMATHO aHKUIIO3Upal] cIOHIUIUT (AS) u ncopuarudeH aptput (PsA), e
3HAYUTEIHO MO-BUCOK B CpaBHEHHE C 00mIaTa nomyiaanus npuoausurento 1,5 bty u 3a RA,
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BEJIMYMHATA HA TO3HM PUCK € CpaBHHMA C Ta3H, ChOOIIEHA 3a MAIlMEHTH ChC 3aXapeH AuadeT
(31 ), K0eTo M3MCKBA arpeCUBHO U II€JIEHACOYECHO MTOBEJICHUE TP Te3u narnuenTy [ 1,3,5].

The SCORE project was developed by the European Society of Cardiology in 2003 as a
system for assessing the 10-year risk of fatal cardiovascular disease. The project is large-scale
and results from a dataset of 12 European cohort studies conducted initially in the general
population on 205,178 individuals (88,080 women and 117,098 men), representing 2.7
million person-year follow-ups. There were 7,934 deaths from cardiovascular disease, of
which 5,652 were deaths from coronary heart disease. Two models have been developed - one
based on total cholesterol and the other based on the total cholesterol/HDL cholesterol ratio.
Risk assessments are displayed graphically (2/3). In rheumatology practice, this scale was
first discussed a few years later and it was introduced into practice, although not widely used,
in 2009 in the European Society of Rheumatology guidelines for the assessment of
cardiovascular risk in patients with inflammatory joint diseases, based on the evaluation and
participation of 13 European countries with 26 expert members. 10 recommendations are
being created for screening and identification of risk factors for cardiovascular events and risk
management in inflammatory joint diseases [1 - 4]. Then in 2015/2016 these
recommendations are updated based on new scientific evidence and clinical trial results.
Recommendation number 1 is that in patients with rheumatoid arthritis (RA) and other
inflammatory joint diseases, in particular ankylosing spondylitis (AS) and psoriatic arthritis
(PsA\), is significantly higher compared to the general population approximately 1.5 times and
for RA, the magnitude of this risk is comparable to that reported for patients with diabetes
mellitus (DM), requiring aggressive and targeted behavior in these patients [1,3,5].

41. M.l enesa-Ilonosa, I1. Ilasnos, Kp. Kpaes, “3nauenue na cepymHus ocmeokanyun 3a

KOCMHUSL Memaboau3vbmM npu NAyueHmu ¢ peemamoiocudnu savonasanus’, Meoungo, mat
2017, cmp 56-59.
https://medinfo.bg/web/files/magazines/2505/article_pdf/11.pdf

Pesrome

Ocreokaniuu (bone Gla protein) € equH OT OCHOBHUTE MapKepH 3a KOCTEH METa0O0JIU3bM.
Brrpeku gokazaHutTe My MHOTOOPOWHU IEHCTBUS HErOBOTO HUBO HE € MPOYUYEHO 10 MOMEHTA
B bwarapus npu pa3nuyHu peBMaTOIOTUYHH 3a00JsIBAaHMS, a TOBA € HATOXUTEIHO, 32 J1a ce
YCTaHOBU CHCTOSHUETO HAa KOCTHHUS THPHOBEp NpHU OOJHH C AHKWIO3MpAIl CHOHJIWIIHT,
CIOHIIMJIO3a, Tojarpa u audy3Ha uavonatuyHa ckenerHa xumnepocrto3a (DISH). Harmmst
EKHIT M3CJIe/IBa CEPYMHOTO HHUBO Ha OCTCOKAIIMHA IPU PEBMATOJIOTUYHH 3a00JIIBaHHS WU
YCTAaHOBHXME HETOBOTO TOBWIIIEHO HHMBO IPH TE3W 3a00JIIBAHUS B CPaBHEHHUE CHC 3/pPaBU
auna. [lomydeHuTe pe3ydaTatd OT TPOYYBAHETO HA KOCTHHS METa0OJIM3BM  IpPH
PEBMATOJIOTHYHO OOJHM Ca HAYaloTO HAa HOBO pa3dWpaHe Ha OCTeO TeHe3aTa NpH
xunepoctosza. ToBa e caMo HAa4aloTO Ha MHOXECTBO MamiabHu u3cienBanus. [IporechT Ha
KOCTeH MeTaboJIM3bM € MHOTOCTpaHEeH, MHOTOIIACTOB, C y4acTHE Ha MHOXKECTBO (hakTopu
(XOpMOHHM, IIMUTOKWHU, BUTAMUHH, PACTEKHU (PAKTOPU U Jp.) U € HAIOKHUTETHO B OIU3KO
Oplemie Jga ce TpoBedaT 3aabJIOOYEHU KOMIUIEKCHH TMPOYYBAHHS TPH  BCHUYKHU
PEBMATOJIOTUYHH 3a00JISIBAaHUSI.
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Summary

Osteocalcin (bone Gla protein) is one of the main markers of bone metabolism. Despite its
proven numerous actions, its level has not been studied in Bulgaria to date in various
rheumatological diseases, and this is imperative in order to determine the state of bone
turnover in patients with ankylosing spondylitis, spondylosis, gout and diffuse idiopathic
skeletal hyperostosis (DISH). Our team investigated the serum level of osteocalcin in
rheumatological diseases and found its increased level in these diseases compared to healthy
individuals. The obtained results of the study of bone metabolism in rheumatological patients
are the beginning of a new understanding of osteogenesis in hyperostosis. This is just the
beginning of many large-scale studies. The process of bone metabolism is multifaceted, multi-
layered, with the participation of many factors (hormones, cytokines, vitamins, growth
factors, etc.) and it is imperative to conduct in-depth complex studies in the near future in all
rheumatological diseases.

42. M.Ienesa-Ilonosa, K.Kpaes, P.Kapanunosa, B.[lonosa, Cm.Ilonosa, A.Manesa,

Jlexapcmeeno unoyyupanu neympanusupawu anmumena npu nayuenmu ¢ PA, IlcA, AC,
qexysanu ¢ onoxepu na TH®-a*, Med Cal, Medical Magazine, 6poti 38/2.2017 2, cmp 86-88

buonornuHuTe MEIMKaMEHTH Ca M3IUI0 HOBA Ipylia JIEKapCTBa, U3IOJI3BAIIM HOB MOJXOT 32
MOBJIUSIBAHE HA OOJIECTTa - T€ ca MMYHOMOJYJIATOPM Ha OWOJOTHYHHUS OTroBop. Te3um
JICKapCTBa ca MPOAYKT Ha ChBPEMEHHHUTE OMOTEXHOJOrMU. KakTo nmpu BCHYKH MEIUKAMEHTH,
U TIPU Ta3W Tepanus ce HaOJI0JaBaT CTPAaHWUYHHU e(PEKTH, €IUH OT KOWTO € IOJy4YaBaHE Ha
HEYTpaIM3Upalll aHTUTENIa KbM CaMHs MEIMKaMEHT, KOeTo ro mpaBu HeedektuBeH. C 1en
moo0psAiBaHe HAa M3X0Ja OT JICUCHHUETO Ha IAIMeHTa W HaMajsBaHE Ha OOIlara [eHa Ha
Tepanm[Ta C 6I/IOJ'IOFI/ILIHI/I arcHTu C¢€ HalilaTta I/IH)II/IBI/II[yEU'II/ISaHI/Iﬂ Ha moaxoaa KbM BCEKU
6osen. Heobxogmmo € ma ce Hamepw HAM-TIOAXOMAAIIAS MEAMKAMEHT, KakTO Jjo3aTa |
HpO]IBJ'DKI/ITCJ'IHOCTTa Ha HpI/IeMa, C el MI/IHI/IMaJ'II/ISI/IpaHC Ha CTpaHI/I‘-IHI/ITe e(i)eKTI/I nu
n30sTBaHEe Ha 00pa3yBaHETO HA HEYTPATU3HUPAIIN aHTUTEIA CPEITy MEIUKAMEHTHTE.

Hue npenopruBame Ha MallMEHTH, KOUTO ca HAa OMOJOTHYHA TEPAIus, TOHE BEAHBK TOAUIIHO
Jla u3cienBaT OWOHATUYHOCTTa HAa W3MOJ3BAHUS MEIUKAMEHT, KaKTO M HHUBOTO Ha
o0Opa3yBaHH HEyTpaIU3Upallly aHTUTEJIA CPEILy HEro.

Biological drugs are an entirely new group of drugs using a new approach to affect the disease
- they are immunomodulators of the biological response. These drugs are a product of modern
biotechnologies. As with all medications, this therapy has side effects, one of which is the
formation of neutralizing antibodies to the medication itself, rendering it ineffective. In order
to improve the outcome of the patient's treatment and reduce the overall cost of therapy with
biological agents, individualization of the approach to each patient is necessary. It is
necessary to find the most appropriate medication, as well as the dose and duration of
administration, in order to minimize side effects and avoid the formation of neutralizing
antibodies against the medication.

We recommend that patients who are on biological therapy, at least once a year, examine the
bioavailability of the used medication, as well as the level of formed neutralizing antibodies
against it.
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43. M. Ieneea-Ilonosa, K. Kpaes, C. Anumancka, B. Ilonosa, Cm. Ilonosa-
Knacuguyupane na nesxcenanu cmpanuunu egpexmu na ouonocuunama mepanus- Medical
Magazine 2017; 38; 76-79;ISSN: 1314-9709.

[IIupokoTO W3MOJI3BAaHE Ha OWOJOTMYHM arcHTH B ChBPEMEHHAaTa MEIUIIMHA €
MPEIM3BUKATEIICTBO 3a JICKAPUTE, Thil KaTO TO € MPHUMEp 3a TOBAa KaK HOBHM TEPAIIeBTHYHHU
MEJMKAMEHTH, OCHOBAaHHM Ha HOBU 3HAaHUSA M MOJCPHU TEXHOJOTWH, OBP30 HaBJIM3aT B
KIMHUYHATA TIpakTHKa. EJHOBpEMEHHO ¢ HATpPyNBaHETO Ha yMEHHS 3a OOpaBeHE C
OMOJIOTUYHUTE areHTH, PacTaT U OpPOSAT U TUIBT HA CTPAHUYHHUTE €PEKTH, HAOIIOIaBaH! TIPU
TSAXHOTO MPUJIOKEHHUE. AHATU3BT HA HEXKEJIAH! CTPAaHUYHH €(DEKTH Ha pa3IMuyHu OMOIOTHYHU
areHTH II0Ka3Ba, Y€ MHOI'O OT TIX Ca CBBJI3AHU C TAXHATAa OHMOJIOTMYHA aKTHBHOCT U HE CE
JBJDKAT HA UMYHEH OTTOBOP CPEIy TSAX, KAKTO € MPHU MPOSIBUTE HA CBPHXUYBCTBHTEIHOCT.
[TonoOHa knacudukaus Ha 0a3zaTa Ha MeXaHW3Ma Ha OMOJOTHYHUS areHT TpsOBa ga Objae
BBbBEJ/ICHA B ©XKCTHCBHUTE IPUXKH 32 MAIIMCHTHUTE, JICKYBaHU C OMOJIOTMYHHS areHT, U M0 TO3U
HAYMH J1a JIOKaXE CBOSATA IMPAKTHYHOCT.

The widespread use of biological agents in modern medicine is a challenge for physicians, as
it is an example of how new therapeutic drugs based on new knowledge and advanced
technologies are rapidly entering clinical practice. Simultaneously with the accumulation of
skills in handling biological agents, the number and type of side effects observed with their
use also grow. The analysis of unwanted side effects of various biological agents shows that
many of them are related to their biological activity and are not due to an immune response
against them, as is the case with hypersensitivity manifestations. Such a classification based
on the mechanism of the biological agent should be introduced into the daily care of patients
treated with the biological agent and thus prove its practicality.

44. M.I'enesa-Ilonosa, Kp .Kpaes, B.Ilonosa, P. Kapanunosa, I'. Atisazoea, Cm. Ilonosa,

., Ilcopuazuc u ncopuamuuen apmpum — medxncoy munaromo u 6voewemo *‘, Med Cal, Medical
Magazine, 6pou 40/4.2017 2, cmp 50-54.

KoXXHuAT ncopuasuc BEpOsATHO € TOJKOBa crapa OO0JIeCT, KOJKOTO M YOBEYECTBOTO. B
TBOPOMTE Ha JIEKapH OT APEBHOCTTa TPYIHO C€ HAMHpa OIMCaHHUE Ha 3a00JsIBAHETO, BBIIPEKH
4ecToTaTa My, XpOHUYHOTO My IIPOTUYAHE

u BunuMoct| 1] . IIpe3 BekoBeTe aBTOpU HapHyaT OOJECTTA C Pa3IMYHU UMEHA, KaTO MMbPBUTE
MUCMEHU JaHHU 3a KOXKHO 3a0oJisiBaHe HAmojo0sSBallo KOXKEH ICOpUa3uc, € OTKPUTO B
nanupyca Eb6epc, mucan npeau nmosede ot 1500 r. mp.H.e., u oTKpuT nipe3 1873 r. B Luxor,
Eruner (maparpad 90-95 u 104-118). Xumokpar (okomo 460-377 mp. H. e.) ompenens
OosnectuTe OT OOXKECTBEHHHUS M PENUTMO3HM IMPOLEAypu M HUIOJ3Ba Jaymara ,psora” 3a
O3HauaBaHe Ha ChpOEX WM ONKCAHHE HA JIE3UW MO KJIeNmauyuTe W reHutanute. [ameH or
[Tepramon {131-201} r. e WBPBUAT, KOMTO W3MOJI3Ba TEPMHHA IICOPHUA3UC 3a OMHCAHUE HA
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JIOIIENIO WM3PUTBaHE IO KIEMauyuTe W CKPOTyMa, HO BEpPOATHO aBTOPHT € OIHUcall
3a00JIsIBAHETO ceOOpeeH IEPMAaTHT, a HE ChBPEMEHHHS KOXKEH TICOPHA3HC.

Skin psoriasis is probably as old a disease as mankind. In the works of ancient doctors, it is
difficult to find a description of the disease, despite its frequency, its chronic course

and visibility[1] . Over the centuries, authors have called the disease by different names, with
the first written record of a skin disease resembling psoriasis found in the Ebers Papyrus,
written more than 1500 BC and discovered in 1873 in Luxor, Egypt (para 90-95 and 104-
118). Hippocrates (ca. 460-377 BC) defined diseases by divine and religious procedures and
used the word "psora” to mean itching or describe lesions on the eyelids and genitals. Galen
of Pergamon {131-201} was the first to use the term psoriasis to describe a scaly eruption on
the eyelids and scrotum, but the author probably described the disease seborrheic dermatitis
rather than the modern skin psoriasis.

45. M. I'enesa-Ilonosa, Cm. Anumancka, B. Ilonosa, JI. Kpaesa, ,, 3nauenue na nosuwenama

KPBBHA 3axap 3a pazeumue Ha OUQy3Ha uouonamuyHna ckeiemua xunepocmosa'’, Medical
Magazine, opoit 40/4.2017 2, cmp 46-48.

Hudys3nara nauonarnyaa ckenetHa xunepocrosa (Diffuse idiopathic skeletal hyperostosis-
DISH) wm Forestier syndrome e pasnpoctpaneHo 3a0oiisiBane y Bb3pacTHU Hajg S0 . B 1ienus
cBaT. Cropen moBeueTo aBTopu To ce Habmonasa B 10% cpex Bb3pacTHOTO HACEIEHHUE, KATO
YyecToTaTa My € ONHCaHa M B MO-BUCOKH IMPOILEHTH B OTACTHH momynanuu. bomectra 3acsra
MPEUMYIIECTBEHO MBXKKHS IOJ W C HApacTBAaHETO Ha BbB3PACTTAa C€ OTKPUBA IMO-YECTO
(A6nancku, 2003 ., Armas, 2009 r.). Bernpeku de 3a005BaHETO ce MPOYYBA YCHIEHO CIE]
1950 roguHa u Beue ca MyOJIMKyBaHM OTpoMeH Opoil chOOIIeHHs, peauna MpodiaemH,
cebp3anu ¢ DISH, He ca Hamepunam cBoeto pemieHue. He cobiiectByBa neduHHIMS 3a
CBIIHOCTTA Ha 3a00JIIBAaHETO, KOSATO J]a ce Bb3MpUeMa OT BcuukH aBTopu. Criopen Resnick et
al. (1978 r.) "Diffuse idiopatnic skeletal hyperostosis € decto cpemana ocuduimpaia
aTe3a B CpeIHaTa M CTapuecka BB3pacT. XapaKTepH3upa ce ¢ IMOCTHA Mpoiudeparus 1o
npeJHaTa CTpaHa Ha TpbOHAYHUS CTHIO M EKCTPACTUHAIHHUTE JIMTAMEHTH W CYXOMKHIIHS,
KBJIETO T€ ce MpUKpenaT KbM koctute". 3aboneBaemoctTta oT DISH B 1ienus cBAT 1 B HamaTa
CTpaHa HapacTBa Ipe3 MOCJIeAHUTe ToAUHU. Bee omie pennia puckoBu (akToOpH M TAXHOTO
BJIMSIHHE 3@ PA3BUTHETO HA 3a00J5IBAHETO ca IPOTUBOPEUMBH U C€ HYXKJAST OT JOMBJIHUTEITHO
npoyuBaHe (Zingarilli et al , 2012 r.). Ilpe3 cpenata Ha MHHaNIMA BEK, €IHOBPEMEHHO C
HaTpynBaHeTo Ha cBeaeHus 3a DISH, aBropm 3amouBar na HaOmionaBaT, 4e IOBEYETO
MAIMEeHTH C TOBa 3a00JIsIBaHEe ca C HATHOPMEHO TETJIO M C TIOBHIIICHA KphBHA 3axap. Bouiet et
al. (1953 r.) cro0maBat, 4e OoJHUTE OT 3axapeH Auader OGonemysaT mo-decto oT DISH u
MEXIy JIBETE 3a00JsIBaHMS ChIIECTBYBA Bpb3Ka. [Ipe3 1954 r. chmute aBTOpH OTOEISA3BAT, Y€
6omaute or DISH 0o0uKHOBEHO ca MyCKylecTH, MUKHUYHM WIH Ae0enu Mbxke. ABTOpUTE
CBBP3BAT XUIOTE3aTa 3a MOsABaTa Ha 3a00JsIBAHETO B HAIpeHajaTa Bb3pacT C HamajeHara
(GyHKIMS HA TOHAJUTE, PH KOETO ce yBeinnyaBa (QyHKUHUATA Ha XUITOPHU3aTa U CEKpELUATa Ha
COMATOTPOIEH XOPMOH.
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Diffuse idiopathic skeletal hyperostosis (DISH) or Forestier syndrome is a common disease in
adults over 50 all over the world. According to most authors, it is observed in 10% of the
adult population, and its frequency has been described in higher percentages in individual
populations. The disease predominantly affects the male sex and with increasing age it is
detected more often (Jablanski, 2003, Armas, 2009). Although the disease has been
intensively studied since 1950 and a large number of reports have already been published, a
number of problems related to DISH have not been resolved. There is no definition of the
nature of the disease that is accepted by all authors. According to Resnick et al. (1978 r.)
"Diffuse idiopathic skeletal hyperostosis is a common ossifying diathesis in middle and old
age. It is characterized by lean proliferation along the anterior aspect of the spine and the
extraspinal ligaments and tendons where they attach to the bones". The incidence of DISH
throughout the world and in our country has been increasing in recent years. Still, a number of
risk factors and their influence on the development of the disease are controversial and need
further study (Zingarilli et al, 2012). In the middle of the last century, simultaneously with the
accumulation of information about DISH, authors began to observe that most patients with
this disease were overweight and had elevated blood sugar. Bouiet et al. (1953) reported that
patients with diabetes mellitus were more likely to suffer from DISH and that there was an
association between the two diseases. In 1954, the same authors noted that patients with DISH
were usually muscular, picky, or fat men. The authors link the hypothesis of the onset of the
disease in old age with the reduced function of the gonads, in which the function of the
pituitary gland and the secretion of somatotropic hormone increase.

46. M.I'enesa, B.[lonosa, Kp.Kpaes, Cm.Ilonosa, ,,/[enpecus npu nayuenmu ¢ pesmamouoen

apmpum, nexysanu c¢ awmu TH®-a o6noxkepu”, Hayxa u eucwe obpazosanue 2017:VII
Hayuonanna nayyna kougepenyus 2017: 16-23 ; ISSN 1314-9547, cmp 23-29.

Obijectives:

Depression is common in RA and may be influenced by both disease activity and severity.
The aims of this study were to investigate the prevalence of depression in RA patients starting
anti-TNF therapy, to investigate how mood alters after exposure to anti-TNF and to determine
whether depression is recognized and appropriately managed in the clinic.

Lenu:

Jenpecusita e yecto cpemiana npu RA u Moxxe na ObJe MOBIMSHA KAaKTO OT aKTUBHOCTTA,
Taka M OT TeXecTTa Ha 3abonsBaHero. llenmuTe Ha ToBa mMpoyuyBaHe OsiXxa Na ce M3CcleaBa
pPa3npOCTPAHEHUETO HA JienpecusaTa npu maueHtu ¢ PA, 3anouBamm antu-TNF tepanus, na
ce M3Cle/Ba Kak ce MPOMEHS HACTPOEHUETO clie]l u3narane Ha aHTu-TNF u na ce onpenenu
Ay JerpecusiTa ce pa3slo3HaBa U yIIpaBiIsABa 110 MOAXOIAIN HAUYNH B KINHAKATA.

47. M. I'enesa-Ilonosa, A. bamanos, K. Kpaes, B. Ilonosa, P. Kapanunosa, Cm. Ilonosa,
,, 3nauenue na TNF-a u anmu-TNF-o mepanus 3a pesmamonozcuunume 3abonasanus. Hayuna
KOHGhepenyus 3a cmyoenmu, 0okmopanmu u maaou yuenu, Ilnosous, okmomspu 20172, CVb,
IInosous. Cwvio3 na yuenume 6 bvneapus — Iloeous, cepus I. Meouyuna chapmayus u
oenmanna meouyurna, mom XX. 2017. ISSN 1311 — 9427. ,,RELEVANCE OF TUMOR
NECROSIS FACTOR-4 AND ANTI-TUMOR NECROSIS FACTOR-A THERAPY FOR
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RHEUMATIC DISEASES®, M. Geneva-Popova, An. Batalov, K. Kraev, V. Popova, St.
Popova Scientific works of the Union of Scientists in BulgariaPlovdiv, series G. Medicine,
Pharmacy and Dental medicine, Vol. XX. ISSN 1311-9427 (Print), ISSN 2534-9392 (On-line).
2017, 177-180.

Abstract:

TNF is key cytokine in the immune inflammation. Its recognition gives medicine a new boost
in finding different in origin and way of production drugs. The use of TNF blockers in clinical
practice shows improvement in the control of the rheumatic diseases, delay and prevention of
the structural damage in the joints affected by rheumatoid arthritis, psoriatic arthritis and
ankylosing spondylitis. This shows the necessity of their early use in patients without
satisfactory effect from the conventional treatment with DMARDS. The presence of various
side effects, some of which severe, requires personalized approach in each patient.

Pesrome:

TNF e x1r04oB IMTOKMH B MMYHHOTO Bb3naneHue. [IpuzHaBaHeTo My AaBa HOB TJIACBK Ha
MEAMIMHATA B HAMUPAHETO HA Pa3IMYHU 10 MPOU3XO0J U HAYMH Ha IIPOU3BOJCTBO JIEKAPCTBA.
N3non3panero Ha TNF Giokepu B KIMHMYHATA MPAaKTUKA MOKa3Ba MOAOOpEHHE B KOHTPOJIA
Ha peBMaTHYHHUTE 3a00JsIBaHMsI, 3a0aBsSHE U MPEIOTBPATSIBAHE HA CTPYKTYPHUTE YBPEKIAHUS
B CTAaBUTE, 3aCETHATH OT PEBMATOMJEH apTpPUT, IICOPUATHUYEH apTPUT M aHKHUIIO3UpAIll
cnoHmiuT. ToBa nmoka3Ba HEOOXOIMMOCTTA OT PAHHOTO UM IPUJIOKEHUE MPHU NAUEHTH 0e3
3aJI0BOJIUTENICH €PEeKT OT KOHBEHIIMOHAIHOTO Jeuenne ¢ DMARDS. Hannuuero Ha pa3nnyau
CTpaHUYHU e(EeKTH, HIKOM OT KOUTO TEKKU, M3UCKBA MHIUBHUIyaJleH HOJXOJ NpPHU BCEKU
NAIUEHT.

48. B. Ilonosa, A. Bamanos, 3. Bvoices, )K. Ilewes, M. I'enesa-Ilonosa, /[. I[lackanesa, K.

Kpaes, M. Hsanosa, M. Kenazxosa, FO. Ileesa ,, Ilpoenocmuuno 3nauenue Ha cepymuume
Huea u cvomuoutenuemo medxncoy RANKL u OPG npu nayuenmu ¢ ocmvp KOPOHAPEH

CUHOPOM U @b3nAIUMenHU cmasnu 3abonssanus ‘‘, Medical Magazine 2018, 49; 36-40;1SSN:
1314-97009.

[TanveHTUTE ¢ BB3MATUTEIHN CTAaBHU 3a00JsIBaHUS ca C MO-paHHA M35Ba U MO BHCOKA CTETEH
Ha TEXECT HAa OCTPUTE KOPOHAPHU CHHJPOMH, MOPAIU KOETO € YMECTHO PaHHO M YECTO
IIPOCIIEIIBAHE HAa KIMHUYHOTO UM CHhCTOSTHUE C OIJIE] IPOBEKJAaHE HA ITbPBUYHA U BTOPUYHA
NPEBEHIUSI Ha YCIOXKHEHUATA OT arepockiepo3a. Cropen HOBUTE MPENOPBKH Ha
EBpomneiickoto npyxkectBo no Peemaronorus - EULAR 2015/2016 ouenkara Ha cbple4HO-
CHJIOBUSl PUCK MpHU MHAIMEHTUTE C BB3MNAIUTEIHM CTAaBHU 3a00JISIBaHUS CE OCHILECTBABA OT
JIeKyBalllis PEBMAaTOJIOT Ha BCEKH 5 TOJIMHU, WM MPU MIPOMSHA HA TEPANeBTUYHUS TUIaH, WU
IIpY MpOMsSHA HAa BB3NAJIMTEIHATa AKTHUBHOCT Hajarama HOBa IPELEHKa Ha IalWeHTa.
Bb3naneHneTo € OCHOBEH MAaToreHeTH4YeH CyOcTpaT Ha arepockiepos3ara, CchyeTaHa C
XYMOpAJIHU U JIOKAIHU (PaKTOPH, BOAU JO IJIAKOBA HECTAOMIIHOCT, MPU KOETO JIOKATHUTE U
CHUCTEMHHM NpOMH(IAMATOPHU MEXaHU3MH 3aeMaT LEHTpaJHa pPOJIaB IMPOSBUTE HA OCTPU
KOpPOHApHH CHHAPOMH, U ca Bpb3KaTa UM C Bb3MAJIUTEIHUTE CTAaBHU 3a00JIIBaHNUA.

Patients with inflammatory joint diseases have an earlier appearance and a higher degree of
severity of acute coronary syndromes, which is why early and frequent monitoring of their
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clinical condition is appropriate with a view to conducting primary and secondary prevention
of atherosclerosis complications. According to the new recommendations of the European
Society of Rheumatology - EULAR 2015/2016, the assessment of cardiovascular risk in
patients with inflammatory joint diseases is carried out by the treating rheumatologist every 5
years, or when the therapeutic plan is changed, or when the inflammatory activity changes
requiring a new patient judgment. Inflammation is the main pathogenetic substrate of
atherosclerosis, combined with humoral and local factors, leads to plaque instability, in which
local and systemic proinflammatory mechanisms play a central role in the manifestations of
acute coronary syndromes, and their relationship with inflammatory joint diseases.

49. Krasimir Kraev, Mariela Geneva-Popova, Konstantin Batalov, Velichka Popova, Lina
Kraeva, Yordanka Basheva, Mariya Kraeva, Stanislava Popova, *“ BIOLOGIC AGENTS AND
THEIR ANTIDRUG ANTIBODIES”, Scientific works of the Union of Scientists in
BulgariaPlovdiv, series G. Medicine, Pharmacy and Dental medicine, Vol XXII. ISSN 1311-
9427 (Print), ISSN 2534-9392 (On-line), 2018, 148 — 151.

Abstract:

Biologic agents are wide group of vaccines, blood, blood components, allergens, somatic
celss, gene therapy, tissues and recombinant therapeutic proteins. This product may consist of
sugars, proteins, nucleic acids or a combination of them. Unfortunately many of these
products are triggering adverse drug reactions and antidrug antibodies are produced thus
lowering the effect of the drug or causing supersensitivity reactions.

Pesrome:

buonornyHuTe areHTH ca IMIMpOKa Irpyna OT BaKCUHM, KPbB, KPbBHU CBhCTaBKH, aJIEPreHH,
COMATUYHM KJICTKH, I'€HHA Tepalus, ThKaHW U PEKOMOWHAHTHU TEPAICBTUYHH IMPOTCHHHU.
To3u NmpoayKT MOXeE Ja C€ CbCTOM OT 3axXapu, NPOTEUHU, HYKICHMHOBU KHUCEJIMHU WU
KOMOUWHAIUS OT TAX. 3a ChXKAJCHUE MHOTO OT Te€3U MPOAYKTH MPEIU3BUKBAT HEXKEIIaHU
JIEKapCTBEHHU PEAKIIMU U CE€ MPOMU3BEKIAT AHTUTENA CPElly JIEKapCTBa, KaTO MO TO3H HAYMH
HaMassBaT e(peKTa Ha JICKAPCTBOTO WJIM MPUUMUHSBAT PEAKIIUU HA CBPHXUYBCTBUTEITHOCT.

50.Velichka Popova, Zaprin Vazhev, Jivko Peshev, Mariela Geneva-Popova, Krasimir Kraev,
Konstantin Batalov, Mariya Kraeva, Mariyana Jelyazkova, Mina Ivanova, Yovko Ronchev,
“CARDIOVASCULAR RISK IN INFLAMMATORY RHEUMATIC DISEASES -
PARTICIPATION OF RANKL, OPG AND TNF ALPHA”, Scientific works of the Union of
Scientists in BulgariaPlovdiv, series G. Medicine, Pharmacy and Dental medicine, Vol XXII.
ISSN 1311- 9427 (Print), ISSN 2534-9392 (On-line), 2018, 90-94.

Abstract:

Cytokines are low molecular protein mediators involved in the regulation of many
physiological processes - regulate inflammatory and immune responses. Proinflammatory
90cytokines have pro-atherogenic effects, they involved in all stages of atherosclerotic plaque
formation, and all cells that form the atheroma produce cytokines as a response to various
stimuli, as well as mediating plaque vulvariness and instability. Today, atherosclerosis is
considered to be a chronic inflammatory process of the arterial wall in response to
endogenous modified structures (LH), with subsequent immune response (innate and

58



acquired) involving a host of cell types following local and systemic synthesis of
proinflammatory cytokines. Nikolay N. Anitschkow and Steinberg in the distant 1913 age
determine the key role of cholesterol in the pathogenesis of atherosclerosis.Cells involved in
atherosclerosis are T and B lymphocytes, NK cells, monocytes, macrophages, mast cells,
dendritic cells, vascular endothelial cells and smooth muscle cells. They are located around a
core of lipids, an extracellular matrix and a lipid rich debris from dead cells that produce
different cytokines. Activated Th1l - proliferate in situ and secrete  cytokines such as IFN-y,
TNF-o and IL-2. Thl produces IFN-y through which they exhibit different pro-atherogenic
effects IFN-y activates DCs and macrophages improves the antigenic Key words: OPG
osteoprotegerin, RANKL ligand receptor activator of nuclear factor kappa, TNF a-tumor
necrosis factor alpha, DC dendritic cells, IFN-y interferon gamma, BC3 inflammatory joint
diseases, ACS acute coronary syndrome. APC antigen presenting cells.performance efficiency
further stimulates Th1 polarization.

Pesrome:

[{uTokMHUTE Ca HUCKOMOJIEKYJIHM NPOTEMHOBU MEIMATOPH, YYacTBallM B peryJjialusra Ha
MHOTO (DU3MOJOTUYHM TPOIECH - PEeryjaupaT BB3NAIUTEIHH W HMMYHHH pEaKIUU.
[Tpoew3manutennute 90 MUTOKMHU UMAT MPOATEPOreHHH €(EeKTH, T€ Yy4acTBaT BbB BCHYKHU
eTany Ha oOpa3yBaHE Ha aTepOCKIEPOTHYHA IUIaKa W BCUYKU KJIETKHM, KOUTO 00paszyBar
aTepomara, NPOU3BEXKIAT LUTOKMHU KaTo OTIOBOP Ha pa3jiM4YHU CTUMYJM, KaKTO M KaTo
MOCPETHUK 32 BYJIBAapUATHBHOCTTA W HECTAOMIIHOCTTA Ha TakuTe. J[Hec arepockieposara ce
CUMTa 32 XPOHMUYEH BB3NAINUTEJIEH IIPOLIEC HA apTepUalHaTa CTEHAa B OTTOBOP HA €HJOTE€HHU
monupunupanu crpykrypu (LH), ¢ mocneaBam uMyHeH OTroBOp (BpPOACH MU MPHIOOUT),
BKJIIOYBAI] MHOKECTBO THUIIOBE KIETKM CJIeJ] JIOKAJIEH W CUCTEMEH CHUHTE3 Ha
MPOBB3NATUTEIHN TMTOKMHU. Hukomait H. AnmukoB u [laiinOGepr npe3 nmaneunara 1913 1.
ONpeleNAT KJIHYOBaTa poJisl Ha X0JIeCTepoJia B IaToreHe3aTa Ha arepockieposara. Kierkure,
yudacTBallly B arepockieposara, ca T u B nmumdonntn, NK kiaetku, MoHOIMTH, Makpodary,
MacTHH KJIETKH, ACHJIPUTHU KIJIE€TKU, ChJJOBH €HJOTEIHH KJIETKU U TJIaJKOMYCKYJIHU KJIETKH.
Te ca pa3noyioKeHU OKOJIO SIAPO OT JIMMUIHU, U3BBHKJIEThYEH MATPUKC M OOraTu Ha JIMIHUIU
OCTaThIU OT MBPTBU KJIETKH, KOUTO MPOU3BEXKAAT PA3NUYHU HUTOKUHU. AkTUBUpanu Thl -
npoaudepupar in situ u cekperupaT uuTokuHu karo IFN-y, TNF-a u IL-2. Thl npoussexaa
IFN-y, upe3 ko¥iTo Te mposiBsiBaT pa3nuyHu npoateporeHHH epextu IFN-y aktuBupa DCs u
makpodarute noaodpssa anturennutre Kimrouosu nymu: OPG octeonmporterepun, RANKL
JMTaH/IeH pelienTOpeH akTUBaTop Ha siipeH ¢akrtop kamna, TNF a-TymopeH Hekpo3uchaxkTop
ana, DC nenaputau knerku , IFN-y untrepdepon rama, BC3 Bb3manurenHu CTaBHU
3abonsBanus, ACS ocTbp KopoHapeH cuHapoM. EdektuBHoctta Ha APC anTuren
IpEeJICTaBAUINTE KJIETKU JOMBIHUTENHO cTuMyiupa Thl nonspusanusra.

51. M. Geneva-Popova, S. Popova, SERUM LEVELS OF SOLUBLE RECEPTOR
ACTIVATOR OF NUCLEAR FACTOR- KAPPA-B Ligand (S-RANKL) IN PATIENTS WITH
DIFUSSE IDIOPATHIC SKELETAL HYPEROSTOSIS AND ANKILOSING SPONDILITIS,
Knowledge International Journal, 10 December 2018:28(4); 1189-1192; ISSN 2545- 4439;
GIF-1.322

https://doi.org/10.35120/kij28041189M
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Abstract

Background: S-RANKL (Receptor activator of nuclear factor ?appa-B ligand) is a member of
the TNF/TNF receptor superfamily. RANKL has been identified to control bone regeneration
and remodeling. S-RANKL is secreted by osteoblasts and binds to the RANK receptor on
osteoclast precursor and mature osteoclast cells. Variation in concentration levels of S-
RANKL throughout several organs reconfirms the importance of RANKL in bone growth. S-
RANKUL is ability to stimulate osteoclast formation and activity.

Pesrome

[Tpenuctopusi: S-RANKL (Peneniropen aktuBarop Ha simpeH ¢aktop oappa-B nuranm) e uneH
Ha TNF/TNF penentopuara cynepcemeiictBo. RANKL e wunentudumupan kato
KOHTpOJMpal] KOCTHata pereHepanus u pemoxenupanHe. S-RANKL ce cekperupa ot
ocreobnactute u ce cBbp3Ba ¢ RANK penenropa Ha mpekypcopa Ha OCTEOKIACTUTE U
3penuTe KIETKM Ha ocTeoknacTute. Paznukara B HUBaTa Ha KoHueHTpauus Ha S-RANKL B
HSKOJIKO OpraHa MoTBbpkaaBa oTHOBO BaxkHocTTa Ha RANKL B pacrexxa Ha koctute. S-
RANKL e cnocobHocTTa 1a cTUMY/IMpa 00pa3yBaHETO U AKTUBHOCTTA Ha OCTEOKJIACTHUTE.

52.K.Kraev, M.Geneva-Popova, “Antidrug antibodies and disease activity in patients with
rheumatic diseases treated with TNF-a-blokers in the Bulgarian population, KNOWLEDGE —
International Journal, Vol. 24, 27- 3.

https://ikm.mk/ojs/index.php/kij/article/view/3170/3168

Abstract:

Rheumatic diseases have a vast social and economic impact due to the percentage of the
disabilities and due to the price of the drugs, used for their treatment. The effects of the
antidrug antibodies can be divided in two aspects: loss of effect from the treatment and
development of side effects. Both of the times the result is discontinuation of the
treatment or treatment with non-effective and atthe same time very expensive drug. For the
rheumatologist it will be extremely important to find and prove the factors that
influence the production of these antidrug antibodies. In this study we pay attention to the
production of these antibodies and their correlation to the loss of the effect and/or increase in
the disease activity indexes.

Pesrome:

PeBmarnynuTe 3a00JsBaHUS KMaT TOJSM COIMAEeH W HMKOHOMHUYECKH eQeKT Mopaau
MpOLIEHTa Ha YBPEXKIAHWITA W TOpPAJM II€HATa Ha JIeKapcTBaTa, M3IMOJ3BAaHH 32 TAXHOTO
nedeHue. EQexTuTe Ha aHTUIEKapCTBEHUTE aHTHUTENa MoOrar nga ObJaT pa3felieHd B JBa
acmekTa: 3ary0a Ha e(heKT OT JISYeHHETO U pa3BUTHE Ha cTpaHnuHU edekTu. 1 B aBara ciaydas
pe3yNTaThT € MPEKhCBAHE HA JICYCHHETO WM JICUCHHUE ¢ HEC(PEKTUBHO W CHIICBPEMECHHO
MHOTO CKBIIO JICKAPCTBO. 3a peBMaTojiora Ie ObJie M3KIIOYUTEIIHO BXKHO JIa OTKpHUE U
JOKake (haKTOpHTEe, KOUTO BIMSIAT HA TMPOU3BOJCTBOTO HA TE3W aHTHIICKAPCTBCHH aHTHUTEIIA.
B ToBa m3cnenBaHe oOpbIlaMe BHUMaHHE Ha TMPOW3BOJACTBOTO HA TE3W aHTHUTENA M TSAXHATA
Kopenaiusi chC 3arybara Ha edeKkTa W/WiM MOBHIIABAHETO HAa WHJEKCUTE HAa aKTUBHOCT Ha
3a00/I1BaHETO.
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53.Velichka Popova, Zaprin Vazhev, Mariela Geneva —Popova, ,, Analysis of serum levels of
the cytokines TNF-a, RANKL and OPG and IL-6 in patient with acut corornary syndrome and
inflammatory joins disease‘ arthritis Knowledge International Journal 2018:24(1); 23- 26;
ISSN 2545- 4439; GIF-1.322

https://ikm.mk/ojs/index.php/kij/article/view/3156/3154

Abstract:

Chronic IJD associated with an increased incidence of cardiovascular disease, subclinical
atherosclerosis, earlier manifestations of endothelial dysfunction leading to pathological
remodeling of the arterial wall. This contributes to an earlier manifestation of
atherosclerosis and its complications with manifestations of ACS. Activated
proinflammatory cells synthesize different cytokines that take part in local and systemic
inflammation. 95 patients with ACS were studied in the following groups: patients with
ACS and BSC (N =46), of whom 23 were RA-8 (35%) were women and 15 (65%) were
men and 23 were PsA -1 (4.4%) is a woman and 22 (95.6%) are men, there are no patients
with ankylosing spondylitis group with ACS and no BPH -(N = 49), of which 11 (22.5%) are
women 38 (77.5% ) are men; control group -healthy -(N = 40), of which 30 (75%) men and
10 (25%) women. All patients were tested for serum levels at 24 and 48 hours of the
following cytokines: TNF-o, RANKL, OPG, IL-6. From the comparative analysis, serum
levels of TNF-a (48 h) and IL-6 (48 h) were found to have a predominant prognostic
significance and mediated the risk of BPH in patients with ACS. They distinguish the
group with the CBA and the BCAfrom the missing one.

Pestome: Xponnuna 1JD, cBbp3aHa ¢ MOBHILIEHA YECTOTA HA ChPICYHO-CHAOBU 3a00JISIBAHUS,
CyOKIIMHUYHA aTepOCKJIepo3a, MO-paHHHU MPOSBH Ha EHAOTENHA IUCQYHKIMS, BOJEMIA J0
MaTOJIOTUYHO PEMOJIENIMpaHe Ha apTepuaaHaTa cTeHa. ToBa JIOMpHUHACS 3a TO-paHHa M3sBa Ha
aTepockiiepo3ara W HellHuTe yciuoxkHeHuss ¢ mposBu Ha OKC. AxtuBupanute
MPOBB3MATUTEIHA KJICTKH CHHTE3UPAT PA3IMYHU IIUTOKWHMU, KOUTO y4acTBAT B JIOKAJIHO U
CUCTEMHO Bb3najienue. M3cnensanu ca 95 nanuentu ¢ ACS B cieHUTE TpyIu: NallUEHTH C
ACS u BSC (N = 46), ot kouto 23 ca RA-8 (35%) ca xxenu u 15 (65%) ca mbxe u 23 ca PsA
-1 (4,4%) ca xxenu u 22 (95,6%) ca Mbxe, HIMa MAIMEHTH C TPyIa aHKUJIO3UPAIL CTIOHAUITUT
¢ OKC u 6e3 JIIX (N = 49), ot kouto 11 (22,5%) ca xenu 38 (77,5%) ca MbKe; KOHTPOIHA
rpyna - 3apasu -(N = 40), ot kouto 30 (75%) mbxe u 10 (25%) >xenu. Becuuku manuenTu ca
TECTBAHM 3a CEpyMHHM HUBA Ha 24 u 48 vaca Ha cnegHute uutokuHu: TNF-a, RANKL, OPG,
IL-6. OT cpaBHUTENHUS aHAJIU3 CE€ YCTAHOBABA, Ye cepyMHUTe HUBa Ha TNF-a (48 yaca) u IL-
6 (48 gaca) umat npeobI1aIaBaIlo MPOTHOCTUYHO 3HAYCHHE U Meauupar pucka ot AIIX npu
nanueHT ¢ OKC. Te pasrpanunuasar rpynara ¢ CBA u BCA ot nuncamara.

54. K.Kpaes, M. Ienesa, JI.Kpaesa, U .bawesa, M .Kpaesa, Cm.ITonosa, , Biusnue Ha

MIOMIOHONYWEeHe, NpuemM HA AIKOXO0J, HAOHOPMEHO mMe2lo 3a NpOomuyaHe Ha 6b3NaIumenHu
cmaenu 3abonsasanus, nexkyeanu ¢ aumu mH®-a onoxepu, Medinfo, XIX, 01, 2019, ISSN
1314-0345, cmp 48-53.
https://medinfo.bg/web/files/flippingbook/2019-01/files/assets/basic-html/page-48.html
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PeBmaronornynute 3a00JsiBaHHS HMMAT OrPOMHO COIMAIHO W HMKOHOMHYECKO 3HAueHUE
nopajy HacThIIBAllla TEKKA MHBAIMAW3AIMS HAa OOJHUTE U BUCOKA ILI€HA Ha OMOJOTHMYHUTE
MEAMKAMEHTH, W3MON3BAaHU 3a Tepamus, Kiacupuuupanu KaTo ,,CKBIOCTPYBAIu .
[TocneauuTe roarMHU 3ayecTuxa ChOOLIEHMS 32 00pa3yBaHE HAa AHTWJIEKapCTBEHU aHTHU-TEIA
(AJTA) cpemy T1ax. Edexture or AJIA ce pa3nenar OCHOBHO B JIBe MOCOKM — 3ary0a Ha
e(l)eKTI/IBHOCT Ha JICUCHUECTO U PAa3BUTUC HA HCIKCIIAHU JICKAPCTBCHU PCAKIIUU. B ABarTa cjiyvas
pe3yNTaThT € IMPEYCTAaHOBSIBAHE HA JICUYCHHETO WIIM Tepalnus C €AUH Beue HeepeKTHUBEH,
CKBIIOCTpYBaIll MeArKaMeHT. OT BaXKHOCT 32 MEIMIIMHCKATA MTPaKTUKa 11e Obe

OTKpHUBaHETO Ha (aKTOpUTE, KOUTO OKa3BaT BIIMSHHUE BBPXY MPOU3BOJCTBOTO Ha TE3U
auTuTena. Hue npoyuumxme BIUSHUETO Ha TIOTIOHOIYIIEHETO, IpHeMa Ha ajKoXoJl U
HaAHOPMCHOTO TCIJIO 3a JIOII TCPAIICBTUYCH OTIOBOP IPH JICHCHUC HA Bb3NAJIUTCIIHA CTaABHU
3a00s1BaHMsI ¢ OMOJIOTUYHU CPEJICTBA.

Rheumatic diseases have a huge social and economic importance due to the severe disability
of the patients and the high price of the biological drugs used for therapy, classified as
"expensive". In recent years, reports of the formation of anti-drug antibodies (ALA) against
them have become more frequent. The effects of ALA are mainly divided into two directions
- loss of treatment effectiveness and development of adverse drug reactions. In both cases, the
result is discontinuation of treatment or therapy with an ineffective, expensive medication. Of
importance for medical practice will be the discovery of the factors that influence the
production of these antibodies. We investigated the influence of smoking, alcohol intake, and
overweight on poor therapeutic response in the treatment of inflammatory joint diseases with
biological agents.

55. Mariela Geneva-Popova, Stanislava Popova, “Serum level of soluble RANKL in patients
with DISH and AS”, Lambert Academic Publishing, ISBN 978-3-659-57759-8.
https://www.lap-publishing.com/catalog/details/store/gb/book/978-3-659-57759-8/serum-
levels-of-soluble-rankl-in-patients-with-dish-and-as

S-RANKL has been identified to control bone regeneration and remodeling. Methods: S-
RANKL is estimated on 55 patients with Diffuse Idiopathic Skeletal Hyperostosis (DISH), 25
patients with Ankylosing Spondilitis (AS), 50 patients with spondylosis and 15 particularly
healthy people aged 55-65. The measuring of the S-RANKL is done by ELISA-method
Results: The average measurements of s-RANKL of patients with DISH were 197,00+35,90
pg/ml, in patients with AS 190,86+18,54 pg/ml. S-RANKL in patients with spondilosis were
20,60+66,16 pg/ml, and in old control group were 23,33+15,07 pg/ml. The average
measurements of s-RANKL in patients with DISH and AS were significant higher in
comparison with the results of patients with spondylosis and healthy people, regardless of
their age (p<0.05). Conclusion: S-RANKL is significantly increased in patients with DISH
and spondylosis in comparison with the results of patients with AS and healthy old people.
Hypothetically, this might be a result as a sequence of events, based on stimulation of
inflammatory proteins, on-going osteoporosis and compresion fractures in patients with DISH
and spondylitis.

VYcranoBeHo e, ye S-RANKL koHTponupa kocTHaTta pereHepanus u pemoaenupane. Meroau:
S-RANKL ce omensiBa mipu 55 marnueHTn ¢ audy3Ha HIAOTATHYHA CKEJIETHA XUIIEPOCTO3a
(DISH), 25 nmanuenTu ¢ ankuio3upail cnoHaAwInT (AS), 50 mauueHTu cbe cioHAuI03a u 15
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0Cco0eHO 31IpaBU XOpa Ha BB3pacT 55-65 roamau. M3mepBanero Ha S-RANKL ce u3BbpiiBa
no ELISA-meron. Pesyntatu: Cpennute nusmepBanus Ha s-RANKL npu nanmentu ¢ DISH ca
197,00+£35,90 pg/ml, npu nmammentu ¢ AS 190,86+18,54 pg /mMa. S-RANKL npu manuentu
cbe crioamiosa ca 20,60+66,16 pg/ml, a B crapata koHTpoiHa rpyna ca 23,33+15,07 pg/ml.
Cpennute uzmepBanus Ha s-RANKL npu nmaumentu ¢ DISH u AS ca 3HaunTenHo no-BUCOKHU
B CPAaBHEHHUE C pPE3yJITATUTE Ha IMALUEHTU ChC CIIOHAWIIO3a U 3/1paBU XOpa, HE3aBUCHMO OT
TaxHarta Bb3pacT (p<0.05). 3akmouenue: S-RANKL e 3HaUNTETHO MOBUIIICH MPH MAIIUEHTH C
DISH u cnonawio3a B CpaBHEHHE C pe3yJITATUTE HAa MAalUEHTH C AS W 37paBU BB3PACTHU
xopa. XUIIOTETUYHO, TOBA MOXKE J]a € pe3yJiTaT KaTo Mopeaulia OT CbOUTHs, OazupaHH Ha
CTUMYJIMpPaHe Ha BB3MNAIUTEIHU MPOTEUHH, MPOIbIDKABAIIAa OCTEONOpPO3a U KOMIIPECUOHHU
dpaxrypu npu nanuentu ¢ DISH u cnongunwr.

56. Krasimir Kraev, Mariela Geneva-Popova, Velicka Popova, Stanislava Popova,. “DRUG-
INDUCED NEUTRALIZING ANTIBODIES TO TNF-a BLOCKES IN PATIENTS WITH
INFLAMMATORY JOINT DISEASES FOLLOWED BY 24-MONTHS”, International Journal
Knowledge 2019: Med Sciences and health, ISSN 2545- 4439; p1033-1038, 31.4 GIF-1.822,
Ind GIF 0,4555

https://doi.org/10.35120/kij31041033k

Abstract:

The efficacy and safety of TNF-? blockers have been demonstrated in lot of clinical trials.
The use of TNF-? blockers is associated with a significant improvement in the overall
symptoms of patients with inflammatory joint diseases such as rheumatoid arthritis (RA),
ankylosing spondylitis (AS), and psoriatic arthritis (PsA). As a result of their use, the
functions of affected joints and the quality of life of patients are improved. In recent years, it
has been demonstrated that TNF-? blockers produce drug-induced neutralizing antibodies that
reduce the effectiveness of these costly drugs.

Pesrome:

Eduxacnoctra u Oe3omacHoctta Ha TNF-? Onokepu ca Joka3aHW B MHOTO KIWHUYHHU
npoyuBanus. M3nomsBanero Ha TNF-? Grmokepu ce cBbp3Ba ChC 3HAUUTEIHO TOI00pEHHE Ha
o0IIKUTE CUMITOMHM Ha MAallMEHTH C BB3MAJIMTENHU CTAaBHU 3a00JsBaHMS KaTO pEBMAaTOMJIEH
aptput (RA), ankmnosupam cnonauauT (AS) u ncopuartuden aptput (PsA). B pesynraT Ha
TAXHOTO H3IOJI3BaHE ce MOoJo0psBaT (PyHKIMHTE HA 3aCErHATUTE CTaBU M KaueCTBOTO Ha
XKHUBOT Ha mnamuentute. [Ipe3 mocnennute roauHu Oeme jqokasaHo, ye TNF-? Gmoxepute
NPOM3BEXKIAT MHIYIUPAHU OT JIEKAPCTBOTO HEYTPaIM3UpAIIMd aHTHUTENA, KOUTO HaMalsBaT
e(eKTUBHOCTTA Ha TE3U CKBIIU JIEKAPCTBA.

57. M.I'eneea-Ilonoea, Cmanucnasa [lonosa, Benuuka Ilonosa, ,, Porsma na cucmemama na

KOMNleMenma 6 namocenezama Ha ncopuamuyer apmpum, Medinfo, XIX, 05, 2019, ISSN
1314-0345, p76-79.
https://www.medinfo.bg/web/files/magazines/2890/article_pdf/12.pdf

Cucremata Ha KOMIUIEMEHTAa € YacT OT BpOJEHaTa UMyHHa CHCTEMa M TJIaBeH eQeKTop Ha
XyMOpaJHUsl MMYyHEH OTroBop. Ts Mma perynmpaniyd CBOMCTBAa IPU BB3NAIUTEIHUTE W
MMYHHHU TIPOLECH B YOBEWIKUS OpraHu3zbM. Koxkara € akTHBEH MMYHEH OpraH CbC CJIOKHH
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B3aMMOJCHCTBUS MEXAY KICThYHUTEC KOMIIOHEHTH W pa3iaudHu Menuatopu. CHHTE3MpaHu
aBTOAHTUTEIA M WHBA3UBHU MUKDOOPraHUW3MHM aKTHUBHUpAT CHCTEMAaTa Ha KOMILIEMEHTA.
I'eneT4HM IIPOMEHH, BOJEIIM IO IIPOMEHU B CUCTEMaTa Ha KOMIUIEMEHTA, JNOIPUHACAT 3a
HapyllaBaHe Ha HMMYHHHS OTIOBOp M pa3BUTHE Ha 3a00JsIBaHUs KaTro ICOPHA3MHC,
IICOPUATHYEH apTPUT, PEBMATOUACH APTPUT, CYIIyPATUBEH XUAPALCHUT U IPYTU.

The complement system is part of the innate immune system and a major effector of the
humoral immune response. It has regulatory properties in inflammatory and immune
processes in the human body. The skin is an active immune organ with complex interactions
between cellular components and various mediators. Synthesized autoantibodies and invading
microorganisms activate the complement system. Genetic changes leading to changes in the
complement system contribute to the disruption of the immune response and the development
of diseases such as psoriasis, psoriatic arthritis, rheumatoid arthritis, hidradenitis suppurativa
and others.

58.Stanislava Popova, Mariela Geneva-Popova, Anastas Batalov, “SERUM LEVEL OF
MMP-3 IN PATIENTS WITH PSORIATIC ARTRITIS TREATED WITH TNF-a BLOKERS”,
International Journal Knowledge 2019: Med Sciences and health, ISSN 2545- 4439, Vol.
34.4, Kavala, Greece, p 939-942.

https://ikm.mk/ojs/index.php/kij/article/view/2079

Abstract

Background: Matrix metalloproteinases (MMPs) are a family of proteolytic enzymes whose
primary function is to break down the extracellular matrix. MMPs are important for tissue
remodeling and affect cell signaling. MMP-3 (Stromelysin-1, Transin-1) hydrolyzes natural
collagen and extracellular matrix components such as proteoglycan, laminin, fibronectin,
gelatin and collagen type IlI, IV and IX and activates the precursor of IL1-beta. Psoriatic
arthritis (PsA) is a rapidly developing, debilitating disease, and it is important for patients
with it to identify serum biomarkers to predict its development. Patients and Methods: MMP-
3 has been studied in 21 patients with PsA, 16 patients with PSA receiving TNF-? blocker
therapy, and 22 patients with gonarthrosis and 15 healthy age-matched adults. All patients
were treated and monitored at the University Clinic of Rheumatology, UMHAT “Kaspela“
and UMHAT “Steti Georgi”’, Medical University, Plovdiv. The study of MMPs was
performed using an ELISA methodology. Statistical processing of the data was performed
using the SPSS 23 program with confidence (p <0.001). Results: The mean MMP-3 value in
patients with PsA was 197.00 = 35.90 pg / ml, in patients with AS 101.08 + 15.76 ng / ml.
The mean MMP-3 in patients with PSA receiving TNF-? blocker therapy and with low clinical
disease activity was 50.48 £ 9.22 ng / ml. The mean MMP-3 in patients with gonarthrosis was
42.91 £ 11.72 ng / ml. The mean MMP-3 values in patients with active PSA were significantly
different from those treated with TNF-?-blockers and patients with degenerative joint disease
and controls (p <0.05). Conclusion: MMP-3 was significantly increased in patients with PSA
compared with patients with osteoarthritis and healthy subjects. Administration of TNF-?
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blockers gradually leads to a decrease in the serum level of MMP-3 and can serve as a
biomarker for disease activity as well as for evaluating the effect of therapy. arthrosis disease.

Pesrome

[Ipenuctopus: Marpuunaute wmetanonporenHasu (MMP) ca ceMelcTBO MPOTEOTUTUYHHU
€H3MMH, YUATO OCHOBHA (DYHKIMS € Ja pasrpaxaaT H3BbHKIETbuHUS Marpukc. MMP ca
BaXHU 3a THKAHHOTO pEMOJENIMpaHe M BIMSSAT Ha KJIEThYHOTO cUrHaimusupane. MMP-3
(Stromelysin-1, Transin-1) xuaponu3Wpa €CTECTBEHHS KOJAareH W KOMIIOHEHTHTE Ha
W3BBHKIIEThYHATA MATPHIIA KATO MPOTEOTIUKAH, JAMHHHUH, (DUOPOHEKTHH, >KEIaTUH U
konared tun I, IV u IX n akrtuBupa npekypcopa Ha IL1-Geta. [lcopmatnyHuaT apTput
(PsA) e 0bp30 pa3BUBAIIO C€, MHBAIUIU3UPAILO 3a00/IsIBAHE U 32 MAIIMEHTUTE C HETO € BaXKHO
Ja UACHTU(GUIIUPAT CEpyMHU OMOMapKepH, 3a Ja MPEIBUIAT pa3BUTHETO My. llanmmeHtu u
Meroau: MMP-3 e uscnensan npu 21 nmamuentu ¢ PsA, 16 nmauventu ¢ PsA, nmomyuyaBamm
TNF-? 6okepHa Tepanus U 22 ManyeHTH ¢ TOHAPTPO3a U 15 37paBu BB3pAaCTHU Ha ChIaTa
BB3pacT. Bcuuku manueHTH ca JieKyBaHHM W HaOJI0JaBaHU B Y HUBEPCUTETCKATa KIMHUKA 10
peBmatosiorusa, YMBAJI ,Kacnema“ u YMBAJI ,Creru I'eopru®, MY, IlnoBaus.
N3cnengsaneto Ha MMPs e wu3BbpiieHO ¢ nmnomoinra Ha wMeromosiorus ELISA.
Craructuueckata oOpaboTKa Ha JJAHHUTE € U3BBPIICHA C IOMOIITa Ha mporpamara SPSS 23 ¢
yBepeHocT (p <0.001). Pesynratu: Cpennara croitHoct Ha MMP-3 npu namuentu ¢ PsA e
197,00 £ 35,90 pg/ml, mpu manmentu ¢ AS 101,08 £ 15,76 ng/ml. Cpennata CTOWHOCT Ha
MMP-3 npu nauuentu ¢ PsA, nonyuaBamu TNF-? GnokepHa Tepanus ¥ ¢ HUCKA KIMHUYHA
aKTUBHOCT Ha 3abonsBanetro e 50,48 £ 9,22 ng/ml. Cpennara croiitHoct Ha MMP-3 npu
nanueHT ¢ ronaptposa e 42,91 £ 11,72 ng/ml. Cpennute ctoiiHoctu Ha MMP-3 npu
NAIMEHTH ¢ akTUBeH PSA ca 3HauUMTENHO pa3iMyHU OT Te3H, JekyBanu ¢ TNF-p-Onokepu u
MAlMEHTH C JETEeHEpaTUBHO CTaBHO 3aboisBaHe u koHTponute (p <0,05). 3akmtoueHue:
MMP-3 e 3HauuTEeNHO NOBMILEH IpU MalUUEeHTH ¢ PSA B cpaBHEHHE C MALUEHTH C
OCTEOapTpUT | 3apaBu UHAUBUIU. [Ipmnoxenne Ha TNF-? Gnokepu mocTeneHHO BOAM 110
HaMajsiBaHe Ha CcepyMHOTO HMBO Ha MMP-3 u moxe na cioyxu kKato OWoMapkep 3a
aKTUBHOCTTa Ha 3a00JISIBAHETO, KAKTO MU 3a OIEHKAa Ha edeKTa OT Tepamuara. apTpPOo3HO
3a00IsBaHe.

59. Stanislava Popova, Mariela Geneva, “C3 AND C4 COMPLEMENT — BIOMARKERS
FOR PROGNOSIS OF TREATMENT OF TNF-BLOKERS”, Knowledge int, Juli, 247-251,
Vol 32, N2, Scopie 2019.

https://doi.org/10.35120/kij3202247p

Abstract:

The complement system adds antibodies and helps phagocytic cells to destroy pathogens from
the body. This is part of a congenital immune system that is not adaptive and does not change
over the individual life. However, complement can be "triggered" by the adaptive immune
system. The complement system is the main effector of the humoral patr of the immune
system. Activation of complement results in opsonization, chemotaxis and cytolysis.
Regulation of the complement system can control inflammatory diseases including psoriatic
arthritis and vice versa, complement fixation disorders can lead to illness. Treatment with
anti-TNF blokers complement activity in patients with inflammatory joint diseases.
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Pestome:

Cucremata Ha KOMIUIEMEHTa J100aBsi aHTUTENa M ToMara Ha (arolUTHUTE KIETKU Ja
YHUIIOKAT MaTOICHUTC OT TAJOTO. ToBa e gacT oT BpoACHA MMYHHaA CHCTCMA, KOATO HC €
aZlaliITUBHa U HC CC MPOMCHA IPE3 MHAWBUAYAIIHUSA KUBOT. B'preKI/I TOBA, KOMILJICMCHTBHT
Moske J1a Obae "3aaeiicTBaH" OT aganTUBHATA KMyHHA cucTtema. CucreMaTa Ha KOMILIEMEHTA
€ OCHOBHHAT €(EeKTOp Ha XyMOpPaJIHMs MaTp Ha MMyHHAaTa CUCTeMa. AKTUBUPAHETO Ha
KOMIUIEMEHTa BOJIM JI0 ONCOHM3AIIMS, XeMOTaKCUC U IUTONM3a. Perynupanero Ha cucreMara
HAa KOMIUIEMEHTa MOXXE Ja KOHTPOJHpa BB3MAIUTETHH 3a00JsIBaHUs, BKIIOUUTEIHO
MICOpUATHYEH apTPUT U OOpaTHO, HAPYUICHHUATA HA (PUKCUPAHETO HAa KOMIUIEMEHTa MOrar Ja
noenat Ao 3abonsBane. Jleuenuwero c¢ antu-TNF Onokepu nombjiBa akTHUBHOCTTA IpH
MMalMEHTHU C Bb3MAJIUTCIIHU CTaBHU 3a6OJISIBaHI/I5I.

60. M. I'enesa-Ilonosa, M. Kapaecvozos, Cm. Ilonosa, ,,Cmeceno-CbeOUuHUMEIHOMbKAHHA
bonecm — cvwynocm u npoonemu ““, Meoungho, 2019 2, opoui 11, cmp. 47-52.
https://medinfo.bg/spisanie/2019/11/statii/smesena-syedinitelno-tykanna-bolest-syshtnost-i-

problemi-3018

Cwmecenara creauHuTeHO-ThKaHHa OosecT (CCTB) e cucteMHO aBTOMMYHHO 3a00JiIBaHE C
IPUIIOKPUBAIIM CE XapaKTEPUCTUKU Ha JIBE WJIM [10BE€YE CUCTEMHU aBTOMMYHHHU 3a00J1sIBAaHUS
Ha ChEJAMHUTEIHATA ThKAH M HAJIWYUE HA aHTUTENa Cpelly sIpeH pUOOHYKIIEONpPOTEUIEH
autured (UlsnRNP). M3non3BaHero Ha pa3auyHM KIMHUYHA KPUTEPUU IOMarar Ha
MPAaKTUKyBaIllUTE JIeKapu 3a I[IOCTaBSIHE Ha JMarHo3a W B3€MaHE Ha peIIeHUsATa 3a
ONTUMM3HMpaHE Ha rprkara 3a nanueHTa. Crensammure rogunu ce npenopbuBa CCTH na ce
pa3BHBa B TPH HACOKH: MPHEMaHEe Ha KOHCEHCYC 3a M3IO0JI3BaHe Ha AMATHOCTUYHH KPUTEPUH,
Ch3JlaBaHe U BaJHMAMpaHE Ha CKaIHM 3a OICHKAa Ha OOJecTHaTa akTUBHOCT, Ch3/1aBaHE Ha
KOHCEHCYC 3a JieueHHe Ha OCHOBHOTO M CBHITBTCTBAILIUTE 3a00JsIBAaHUS M ChCTOSIHUS. EnuHHM
Kputepun 3a nocraBsHe Ha auarHo3a CCTDB u nedeHuero i 1ie Mo3BOJM Ch3/laBaHE Ha
perucTsp Ha OOJHMUTE, KOETO J1a MO3BOJIHM TSAXHOTO MO-A00pO TEparneBTUYHO HAONIOACHHUE U
1o/100psiBaHE Ka4yeCTBOTO Ha KUBOTA UM.

Mixed connective tissue disease (MSD) is a systemic autoimmune disease with overlapping
features of two or more systemic autoimmune connective tissue diseases and the presence of
antibodies against nuclear ribonucleoprotein antigen (ULsnRNP). The use of various clinical
criteria helps practitioners to make a diagnosis and make decisions to optimize patient care. In
the following years, it is recommended that the SCTS develop in three directions: adoption of
a consensus on the use of diagnostic criteria, creation and validation of scales for the
assessment of disease activity, creation of a consensus on the treatment of the main and
concomitant diseases and conditions. Uniform criteria for the diagnosis of SSTB and its
treatment will allow the creation of a register of patients, which will allow their better
therapeutic monitoring and improvement of their quality of life.

61. Mariela Geneva-Popova, Dimitar Klinkanov, ,, CYTOKINES AND SYSTEMIC LUPUS
ERYTHEMATOSUS*, Hayunu mpyoose na Cwto3za na yuenume 6 bvaeapusa—Ilnosous. Cepus
I\ Meouyuna, ¢papmayus u denmanrna meouyuna m.XXII. ISSN 1311-9427 (Print), ISSN
2534-9392 (On-line). 2019. Scientific works of the Union of Scientists in BulgariaPlovdiv,
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series G. Medicine, Pharmacy and Dental medicine, Vol XXII. ISSN 13119427 (Print), ISSN
2534-9392 (On-line). 2019, cmp 140-144
chrome-extension://efaidnbmnnnibpcajpcglclefindmkaj/https://usb-plovdiv.org/wp-
content/uploads/2019/08/2019_medicina_farmacia_dentalna_tom_XXIII.pdf

Abstract:

Cytokines and inflammatory mediators are key factors in the development of most systemic
connective tissue diseases. They are related to various clinical manifestations of the diseases
and correlate with their activity and severity. Cytokine profiles can be used as biomarkers for
disease and assessment of the treatments effect. In the pathogenesis of SLE, the cytokines
imbalance is associated with the severity and variety of clinical symptoms. Markers that bind
interferon activity to disease activity may be useful in selecting patients eligible for treatment
with newly developed IFN type I signaling pathway. The importance of the various cytokines
in the pathogenesis of SLE is unquestionable, but there are unexplained aspects of their role in
the pathogenesis of the disease.

Pesrome:

[{uTOKMHUTE W BB3MNAIUTEIHUTE MEAUATOPU ca KIOYOBH (DaKTOpH 3a pa3BUTHUETO Ha
[MOBEYETO CHCTEMHH 3a00JIgBaHUs Ha CbCIUMHHUTCIIHATA ThKaH. Te ca CBbp3aHu C pa3jIMiHU
KIIMHUYHU TIPOsABU Ha 3a0oJsIBaHusITa U Kopeiaypar C TiAXHaTa AKTHBHOCT MW TCKECT.
[{uTokuHOBHTE TPOGUIM MOTaT Jla C€ M3IOJI3BAT KaTo OMOMapKepH 3a 3a00JsBaHE U OIICHKA
Ha edekTa ot JeueHueTo. B marorenesara Ha SLE nucOanaHchT Ha IIUTOKMHHUTE € CBBP3aH C
TeXeCcTTa M Pa3HOOOpa3ueTo Ha KIMHUYHUTE CHUMIITOMH. MapkepuTe, KOHTO CBBHP3BaT
AaKTUBHOCTTA Ha MHTep(epoHa ¢ aKTUBHOCTTA Ha 3a00JIIBAHETO, MOTAaT Jia ObAAT MOJIE3HH MPU
n300pa Ha MaIMeHTH, TOIXOSIIN 32 JIeYeHHe ¢ HOBOopa3paboTeH curHajieH mbT Ha [FN tum L.
3HauUEHUETO Ha pa3NUYHHUTE IMTOKMHU B maTtorene3ata Ha SLE e Oe3cnopHo, HO uMa
HEH3SICHEHHU aclleKTH Ha TAXHaTa poJjis B IaTOreHe3ara Ha 3a00JIsIBaHeToO.

62. Jumumvp Knunxanos, Mapuena _Ienesa-Ilonosa 3HAYEHUE HA CCL2,
CXCL10,CCL19 IIPU ITALIUEHTHU CHC CUCTEMEH JIVIIYC EPUTEMATO/EC (CJIE),
Hayunu mpyooee na Cwvioza na yuenume 6 bwvneapus—Ilnoeous. Cepus I. Meouyuna,
Gapmayus u denmanna meouyuna m. XXII. ISSN 1311-9427 (Print), ISSN 2534-9392 (On-
line). 2019. Scientific works of the Union of Scientists in BulgariaPlovdiv, series G.
Medicine, Pharmacy and Dental medicine, Vol XXII. ISSN 13119427 (Print), ISSN 2534-9392
(On-line). 2019, cmp 145-149.
chrome-extension://efaidnbmnnnibpcajpcglclefindmkaj/https://usb-plovdiv.org/wp-
content/uploads/2019/08/2019_medicina_farmacia_dentalna_tom_XXIII.pdf

Abstract :

Systemic lupus erythematosus (SLE) is a complex autoimmune disease characterized by
unpredictable flares of disease activity and irreversible damage to multiple organ systems.
Here we present a literary review of the role of several interferon (IFN) type | — induced
chemokines (CCL2 , CXCL10, CCL19) as biomarkers of disease activity in SLE. A number
of studies have confirmed the correlation between the serum levels of the aforementioned IFN
type | — induced chemokines and disease activity in SLE. A validated composite score (IFN-
CK) of the three type | interferon-induced chemokines (CCL2 , CXCL10 and CCL19) has
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been showing a strong association with the disease activity , measured by using
SLEDAI/SLEDAI-2K. The results that are analyzed in this literary review reveal the clinical
utility of the measurement of serum levels of CCL2 , CXCL10 and CCL19 as biomarkers of
SLE disease activity and predictors of a future lupus flare.

Pesrome:

Cuctemuusar Jnynyc eputemarodyc (SLE) e ClI0XKHO aBTOMMYHHO 3a0oJIsBaHe,
XapaKTepU3Upallo ce ¢ HempeackazyeMu HU30JuI Ha OoJieCTHA aKTUBHOCT U HEoOpaTuMo
YBpEXKJaHe Ha MHOXXECTBO OpPraHHHM CHUCTEMH. TyK HpeCcTaBsME JIMTEpATypeH Iperjej Ha
posata Ha HsAKoJKO uHayrupanu ot uHTepdepon (IFN) tum I xemoxkmau (CCL2, CXCL10,
CCL19) karo 6uomapkepu Ha akTUBHOCTTa Ha 3a0oisBanero npu SLE. Peauma npoyusanus
IIOTBBPKIAaBAT Bpb3KaTa MEXKIy CepyMHUTe HuUBa Ha ropecrnoMeHarure IFN tun [ —
WHIYLUPAHU XEMOKHMHHM W aKTUBHOCTTa Ha 3abonsBanero npu SLE. Bamunupan chcraBeH
pesyarar (IFN-CK) na tpute xemokuHa, uaaynupanu ot uarepgepon tun [ (CCL2, CXCL10
u CCL19) noka3Ba cuiiHa Bpb3Ka C aKTUBHOCTTA Ha 3a00JIsIBAHETO, U3MEpPEHa ¢ TOMOIITA Ha
SLEDAI/SLEDAI-2K. Pe3ynratute, KOUTO ca aHAJM3MPAHU B TO3W JIMTEpATypeH MHperje,
pa3KpuBaT KJIMHUYHATa MoJ3a OT u3MepBaHeTo Ha cepyMHute HuBa Ha CCL2, CXCLIO u
CCL19 kaTto 6uoMapkepu Ha aKkTUBHOCTTa Ha 3abomnsBaHeTo SLE u mpeaukTopu 3a ObAemio
000CTpsiHE HA JIYITyC.

63. Beauuxka Ilonosa, 3anpun Bwowces, Mapuena [enesa- Ilonosa, Anacmac bamanos,
Kacumup Kpaes, Cmanucnasa Ilonosa, ,, ACOLIUALIUA ME>X]]Y CEPYMHUTE HUBA HA
TNF ALPHA, HS CRP U CHP/J[EYHO- CB/OBMA PUCK I[IPU IIALJUEHTH C OCTBHP
KOPOHAPEH CHHIIPOM U PEBMATOHJ/IEH APTPUT*, Hayunu mpyooge na Cvio3a Ha
yuenume 6 bwneapua—IInosous. Cepus I. Meouyuna, gapmayus u Oenmanna meouyuHa
m. XXII. ISSN 1311-9427 (Print), ISSN 2534-9392 (On-line). 2019. Scientific works of the
Union of Scientists in BulgariaPlovdiv, series G. Medicine, Pharmacy and Dental medicine,
Vol XXII. ISSN 13119427 (Print), ISSN 2534-9392 (On-line). 2019, cmp 191- 195.
chrome-extension://efaidnbmnnnibpcajpcglclefindmkaj/https://usb-plovdiv.org/wp-
content/uploads/2019/08/2019 _medicina_farmacia_dentalna_tom_XXIII.pdf

Introduction:

As early as 1995, Peter Libby studied molecular mechanisms, cell involvement and cytokine
synthesis in patients with unstable angina pectoris and myocardial infarction. [1] He found
that elevation of TNF-a in patients in the acute myocardial infarction (AMI) phase was
associated with an increased risk of a recurrent vascular accident. [2] Its synthesis is aided not
only by activated inflammatory cells in an unstable plaque or cardiomyocytes, but is also
dependent on the expression of its receptors in all cardiovascular structures including the
myocardium. [3] Excessive TNF-a production worsens the disease, and in acute myocardial
ischemia, all cells including cardiomyocytes begin to synthesize de novo. [4] Further research
has found that elevation of TNF-a following AMI leads to LV dysfunction and is predictive
of sudden cardiac death (SCD) by a local mechanism. Cardiomyocyte apoptosis is enhanced
and influences Velichka Popoval, Zaprin Vazhev 2,
Mariela Geneva- Popova 1, Anastas Batalov 1, Krasimir Kraev 1, Stanislava Popova 1 1.
Medical University of Plovdiv, Faculty of Medicine, Department of Rheumatology,
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UMHAT”Kaspela” 2. Medical University of Plovdiv, Faculty of Medicine, Department of
Cardiosurgery, Clinica of cardiac surgery and vessels surgery, UMHAT”Sv. Geordy
191remodeling of the moxar by matrix metalloproteinases (MMPs) and stimulation of
fibroblast formation. [5]

BbBenenue:

Omre mipe3 1995 r. Peter Libby u3ciena MoJIEKyJIIpHUTE MEXaHU3MH, KJIETHYHOTO y4acTUE H
CHUHTE3a Ha [IUTOKUHU MPU MalUEHTH C HeCTaOMIIHA aHTUHA NIEKTOPUC U MUOKapJIeH HHPAPKT.
[1] Toit ycraHoBu, 4ye moBumaBaHeTo Ha TNF-o mpu manuentn BBB (ha3aTa Ha OCTBpP
muokapieH nnpapkt (OMU) e cBbp3aHO ¢ MOBUIIEH PUCK OT MOBTAPSIIL CE€ ChAOB UHIIUJICHT.
[2] HeroBusiT cuHTE3 ce Mmoamomara He camMoO OT aKTUBHUPAHU BB3MAJUTEIHU KIETKH B
HecTaOWJIHA IUIaKa WM KapAHOMHOLMTH, HO ChILO TaKa 3aBUCU OT EKCIIPECHUSITa HA HETOBUTE
pelenTopy BbB BCHUYKH CHPJACYHO-CHIOBH CTPYKTYPH, BKJIIOYMTENHO MHUOKapaa. |[3]
[TpexomepHoTo mpousBoacTBo Ha TNF-o Biomasa 3a00gBaHETO M MPH OCTpa MUOKapAHA
UCXEMHUS BCHYKHM KIJIETKH, BKJIIOUUTEIHO KAapAHMOMHUOIIMTHUTE, 3alo4yBaT Ja CUHTe3upar de
novo. [4] Ilo-HaTaThIIHU HU3CJEABAaHUS Ca YCTaHOBWJIM, Y€ noBuiaBaHero Ha TNF-o cien
OMU Bomu mo JIK nuchynkums u mpenckasBa BHesanHa chpiaedHa cMbpT (BCC) upes
JIOKaJeH MEXaHM3bM. AmNonTo3aTa Ha KapJAMOMHUOLMTUTE C€ 3aCUJIBA U MOBIUsiBa Bennuka
[Tonosal, 3anpun Baxes 2, Mapuena I'eneBa- IlonoBa 1, Anacrac batanos 1, Kpacumup
KpaeB 1, CranucnaBa I[lonoBa 1 1. Megumnuncku yHusepcuter — [lnmoBaus, MenunuHcku
dakynret, Karenpa mo pesmaronorusi, YMBAJI”Kacnena” 2 MeauIIMHCKH YHUBEPCUTET —
[TnoBnuB, Menununcku Qakynrer, Karengpa mno xapauoxupyprus, Kiunuka 1o
KapAHOXupyprus u cbaosa xupyprus, YMBAJI”CB. Geordy 191 pemonenupane Ha MOKcapa
ype3 wMarpuyHu MmertanonporenHasn (MMP) u crumynupane Ha oO0pa3yBaHeTO Ha
¢ubpobaacTu. [5]

64. B.-Ilonosa, 3.Bwvoices, M.Ienesa-Ilonosa, Cm.nonosa, K.Kpaes, , Cneyughuunu
CHPOEUHO-CLOOBU PUCKOBU (YaKMOPU NpU NAYUEHMU C 8b3NATUMENHU CMABHU 3a001a6aHUs ",
Cooprnux doxnaou, mati 2019 2 Ilnosous, @edepayus ,,Hayka u sucwe obpazosanue‘ npu

Inosouscku eucwiu yueonu 3asedenus, VIII Hayuonanua nayuna xoughepenyus, ISSN:1314-
9547, cmp 13-20.

Mexanusmure Ha nouiieHust CC puck npu BC3 / RA |, PsA u AS/ ca TpaguinoHHuTe u
crnenupUYHUTE PUCKOBU (DAaKTOPH KAaTO: HUBOTO M CTENEHTAa Ha CHUCTEMHOTO Bb3MaJICHUE,
00JieCTHa aKTHUBHOCT, MPOBEJIEHOTO JIEUEHUE, CHCTOSHUETO Ha CHJOBETE, KOMOPOMIHOCTH.
BC3 ce acouumpar c akienepupana atepockiepo3a, BUCOK CC puCK, TO-BHCOKA YECTOTa Ha
CC cmbpTHOCT 1 no-panHa nposisa Ha OKC. 3a 10 ronHM CMBPTHOCTTA C€ € MOBUILNJIA OT
1,36 na 1,93 Odds Ratio. [1,2]. Hag 50% ot maumentute ¢ RA ymupar ot CC 3abonsiBanus, a
CC 3aboneBaemoct € ¢ 48% MO-BUCOKAa CHPSAMO OCTaHajaTa MOIYJAIUs, KaTO PUCKBT €
enHakbB M 3a aBata mnojia [3]. IloBumenata cmbpTHOCT OT nBe CC 3abonsBaHus TpU
manpeHTuTe ¢ RA e 68%, a or MCb u cpnoBu naHnuaeHTH - 41%, xaTo ce 3acaraT eIHaKBO
MBxe U xeHU [3]. [To-Bucoka € cMbPTHOCTTA MPHU MAINMEHTHTE C TaBHOCT Ha OosectTa Hax 10
roauny, cepono3utuBHU (RF u ACPA nonoxutennu Ab), Hanmuure Ha U3BBHCTABHU MPOSIBU.
[Taiuentute ¢ RA umar ¢ 1,7 mo-Bucok puck or OMU. [3]
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Mechanisms of increased CV risk in ACS / RA, PsA

and AS/ are the traditional and specific risk factors such as: the level and degree of systemic
inflammation, disease activity, the treatment carried out, the state of the vessels,
comorbidities. CVDs are associated with accelerated atherosclerosis, high CVD risk, higher
incidence of CVVD mortality, and earlier onset of ACS. Over 10 years, the death rate rose from
1.36 to 1.93 Odds Ratio. [1,2]. More than 50% of patients with RA die from CV diseases, and
CV morbidity is 48% higher compared to the rest of the population, with the risk being the
same for both sexes [3]. The increased mortality from two CV diseases in RA patients is 68%,
and from MI and vascular events - 41%, affecting men and women equally [3]. Mortality is
higher in patients with a history of the disease over 10 years, seropositive (RF and APRA
positive Ab), presence of extra-articular manifestations. Patients with RA have a 1.7 higher
risk of AMI. [3]

65. K. Kpaes, M.Ienesa-Ilonosa, B.llonosa, C.Ilonosa , Ocmpoghazoeu yumoxuru u
bonecmHa akKmueHOCm Npu NAYUEHMU C b3nalumenHu cmasnu 3abdonasanus”, COOpHUK
ooxnaou, mau 2019 e I[lhosous, @edepayus ,, Hayka u sucuwe oopazosanue “ npu Ilnoeouscku
sucwuu yueonu zageoenus, VIII Hayuonanna nayuna xoughepenyus, \SSN:1314-9547, cmp 28-
217.

Pesrome:

[luToknHUTE WMAT IIEHTpajHA POJisi B MAaToreHe3ara Ha aBTOMMYHHHTE 3a0OJIsIBaHUS, HO
BBIIPEKH 3HAHMATA HU 32 TAX, BCE OII€ UMa MPOTUBOPEUYMBH JaHHU OTHOCHO TSIXHOTO HUBO H
3HAYEHHUETO UM KaTo OMOMapkepu 3a THKAaHHO BB3MAJICHHE MPH PEBMATOIOTUYHUTE
3abonsBanud. llenta Ha mpoyuyBaHeTo € Aa aHanuzupa octpodazoru nurokunu (TNF-a u IL-
6) npu OGonmHu ¢ peBmarougeH aptpuT (PA), ankumosuparny aptputr (AC) u ncopuaTHdeH
aptput (IIcA) u B3auMoBpB3KaTa MEXay TAX U OOJNECTHA aKTUBHOCT Ha MAIlMEHTH, JIEKYBaHU
¢ TNF-a-6nokepu.

Summary:

Cytokines have a central role in the pathogenesis of autoimmune diseases, but despite our
knowledge about them, there are still conflicting data regarding their level and their
significance as biomarkers of tissue inflammation in rheumatological diseases. The aim of the
study is to analyze acute phase cytokines (TNF-a and IL-6) in patients with rheumatoid
arthritis (RA), ankylosing arthritis (AS) and psoriatic arthritis (PsA) and the relationship
between them and disease activity of patients treated with TNF -a-blockers.

66. Cmanucnasa Ilonosa, M.Ienesa-Ilonosa, B.Ilonosa, K.Kpaes, ,, B mwvpcene na Hosu
buomapkepu 3a paHHa OUASHO3a U NPOSHO3A HA NAYUEHMU C NcopuamumeHn apmpum”,
Cooprnux doxnaou, mati 2019 2 Ilnosous, @edepayus ,,Hayka u sucwe obpazosanue‘ npu
Inosouscku eucwiu yueonu 3asedenus, VIII Hayuonanua nayuna xoughepenyus, 1SSN:1314-
9547, cmp 28-21.

Pesrome:

[Tcopuatnunuar apTput (PsA)e XpoHHUYEH Bb3MATUTENIEH apTPUT, BOJEL] 0 pa3pyllaBaHe Ha
CTaBUTE. Bb3mameHnero 3acsBa pa3iIWyHU MYCKYJIHO-CKEJIETHH CTPYKTYpH - AKCHATHUSA
CKeJeT, mnepudepHUTe CTaBU, CEHTE3UHTE, CTAaBHUTE KalcCyldu MW OOBUBKUTE Ha
cyxoxunusaTa. Texectra Ha 3a00J1sIBaHETO Bapupa B UIMPOKU rpaHulid. PaHHaTa auarHocTuka
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Y MHTEPBEHIIMS Ca KIIOYOBH 3a NMPEIOTBpATSABaHE Ha TpaiHara jJedopManus Ha CTaBHTE,
BBIIPEKH TOBA HE CHILECTBYBA CTAaHIAPTU3UPAH METOJ 32 PAaHHO OTKpUBaHEe Ha PSA W MHOro
NAlUEHTH C MICOPUA3MC CBIIO MMAT HeauarHoctuuupaH PsA. buomapkepu wim m3mMepumu
OMOJIOTMYHM IIOKA3aTeNN 32 aKTUBHOCT Ha 3a00JIIBAHETO MOraT aa ObJaT HM3IOJ3BAHHU 3a
IpOrHO3MpaHe Ha ObJenIo 3a00IsABaHe, H3MEPBaHE Ha TEKyIlaTa aKTUBHOCT Ha 3a00JIsIBaHETO
WM KOJIMYECTBEHO OIPE/eIIsTHEe Ha TepaneBTHYHaTa epekTuBHOCT. Karo msiio Gnomapkepure
MoraTr Ja ObJaT KiIacUpUIMpaHd B Pa3TBOPUMH OHMOMAapKepH, KIEThYHH OHOMapKepu |
reHeTuuHH Ouomapkepu. [loHacrosmieM HsIMa BaluAUpaHH OWOMAapKepH, KOUTO Ja
IPOTHO3MPAT Mporpecusita Ha PSA WM NPOrHOCTUYEH OTrOBOP HA HAIMYHHUTE TEPaIHH.
AHanu3upaHeTo Ha HOBH OHOMapKepW, CBBP3aHM C aKTHBHOCTTA MM IPOTHO3aTa Ha
3a0omsBaHeTO OMXa OUIIM OT 10J13a Ha MAIUEHTH U JICKapHu.

Summary:

Psoriatic arthritis (PsA) is a chronic inflammatory arthritis leading to joint destruction. The
inflammation affects various musculoskeletal structures - the axial skeleton, peripheral joints,
entheses, joint capsules and tendon sheaths. The severity of the disease varies widely. Early
diagnosis and intervention are key to preventing permanent joint deformity, yet there is no
standardized method for early detection of PsA, and many patients with psoriasis also have
undiagnosed PsA. Biomarkers, or measurable biological indicators of disease activity, can be
used to predict future disease, measure current disease activity, or quantify therapeutic
effectiveness. In general, biomarkers can be classified into soluble biomarkers, cellular
biomarkers, and genetic biomarkers. Currently, there are no validated biomarkers that predict
PsA progression or prognostic response to available therapies. Analyzing new biomarkers
related to disease activity or prognosis would benefit patients and physicians.

67. Il Amanacosa, I Ancenosea, T.Anexcues, K .bBvxuesancxu, K. .Homnanos, H.Paiixosa,
X./[obpes M. I'enesa, ,, [Ivpsuuen ¢henomen na Petino — KIUHUYHU U eleKMPOPU3UOIOUYHU
ookaszamencmea 3a HAMUYHU CHOOBU, CEH30PHU U ABMOHOMHU abHopmanrnocmu ™, 1V
Hayuonanen xoumepec no EMI, EIl u TMC, cbopnux O0oxnadu nod peoaxyusma Ha axao.
He.Munanos, omn, cmp. 39-47.

Pesrome

Boeenenue: IIppBuunust denomen Ha Peunno (DP) e commanHo 3HaYMMO CTpajiaHue,
3acsramo MIagd Xopa B TpylaocmocoOHa Bb3pacT. HeHamblIHO HM3SICHEHUTE €THONIOTHS U
naToreHe3a OMpeeNaT KIMHUYHUS U HayYHUsl HUHTEpeC KbM ToBa 3a0oisBane. M3cneaBaneTo
Ha nepudepHute HepBu cbe ceHzopHa EHI, crynoBa nmpo0a v cMMIaTUKOB KOXEH OTIOBOP
(CKO) mpu mamumentu ¢ nbpBudeH P O6um morno ga mpenoctaBu BakHa WH(pOpManus
OTHOCHO HaJIMYMETO Ha CHJI0OBA M CEH30pHA TUCHYHKIUS B aKpaJTHUTE YaCTH Ha TSAJIOTO.

Summary

Introduction: Primary Raynaud's Phenomenon (PR) is a socially significant disorder affecting
young people of working age. The incompletely understood etiology and pathogenesis
determine the clinical and scientific interest in this disease. Peripheral nerve examination with
sensory ENG, cold probe, and sympathetic skin response (SCR) in patients with primary FR
could provide important information regarding the presence of vascular and sensory
dysfunction in the acral body.
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68. Mariela Geneva-Popova, Stanislava Dimitrova Popova, , CCL-19 LEVELS IS
ASSOCIATED WITH ORGAN DAMAGE AND LUPUS NEPHRITIS IN PATIENTS WITH
SYSTEMIC LUPUS ERYTHEMATOSUS®, KNOWLEDGE - International Journal, 2020,
Vol.42.4, cmp 615-619.

https://ikm.mk/ojs/index.php/kij/article/view/616/615

Abstract:

Systemic lupus erythematosus (SLE) is a remarkably heterogeneous autoimmune
disease. Despite tremendous efforts, our knowledge of serum leves of CCL-19 in severe
forms of SLE is still limited. We investigated the serum levels of CCL19 of SLE, with
special emphasis on irreversible organ damage and active lupus nephritis (LN).

Pesrome:

Cucremuust nynyc epuremaro3yc (SLE) e 3a0enexuTenHo XeTepOreHHO AaBTOMMYHHO
3a0osnsiBaHe. Bbrnpeku orpoMHUTE yCHIIWs, MMO3HAHUATA HU 3a cepyMHuTe HuBa Ha CCL-19
npu TexXku Gopmu Ha SLE Bce ome ca orpanudeHu. l3cienBaxme cepyMHUTE HHBA Ha
CCL19 na SLE, cbc crenualieH akleHT BbPXY HEOOpaTUMOTO YBpEeXJaHe HAa OpPraHuTe U
akTuBHUA JdynyceH Heput (LN).

69. Mapuena I'enesa-Ilonosa, ,, [Ipeduzsuxamencmeomo cucmemuu 8ACKyIUMU 6b8 BPEMeno
na SARS-CoV-2 ungexyus *“, Medinfo ISSN 1314-0345, Hoem 2020, cmp 76-85.
https://medinfo.bg/spisanie/2020/11/statii/predizvikatelstvoto-sistemni-vaskuliti-vyv-vremeto-
na-sars-co-v-2-infekcija-3286

[Marnemusita cbec SARS-CoV-2 undexnust e B pasrapa cu. CBbp3aHHTe ¢ HEsl BaCKyJIUT U
BACKyJIOTIATHSI Ca ONpEeAesAIld B WHAYIHPAHO OT BHpyCa CHCTEMHO 3a00JsiBaHE C
MOTEHIMATHA XPOHUYHH TIOCIIEIUIN 32 37[paBeTo Ha marpenTa. [Ipemu3BuKaTesicTBOTO mpext
JIeKapUTEe-PEeBMATOJIO3M TIpe3 CeramrHaTa MaHJAEeMHUs c€ CHhCTOM B TOBa, Y€ KIMHHUYHOTO
Ope/CcTaBsHE Ha MAIMeHTH C BacKyJUTH YacTHYHO ce mnpunokpuBa cbc SARS-CoV-2
UHQEKIUATA; MAlMEeHTH C I'bPBOHAYAIHU CHUMIITOMHM Ha BacKyJHMT HE ThPCAT MEAMIIMHCKA
MOMOII[ TOPaJM OMACHOCT OT 3apa3sBaHe OT APyl MallMeHT; JuarHos3ara ce 3abaBsi mopaau
3aKbCHENU TecToBe. OTrOBOPHOCT HAa PEBMATOJIO3UTE € Jla aHAJIM3UPAT BCEKH €UH OOJIeH ¢
BaCKyJUT — JaJld TOH € C aKTHMBHOCT Ha OCHOBHOTO 3a00JIiBaHE WJIM HMMa IPOSBU Ha
UHQEKIHS 1 J1a TIPenopbya Ha NMalueHTa ONTHMAIHO JIedeHrne. HamusT onuT ¢ manueHTy cbe
CHCTEMHH 3a00JIsIBaHMsI Ha CHEIMHHUTEHATA THhKAaH, KAaKBUTO Ca M CHUCTEMHHUTE BAcKYJIH IO
MOMEHTa € HEroJisiM, HO TOH IO/CKa3Ba, Y€ Te3W OOJIHM Ca TOJKOBA YS3BUMH, KOJKOTO U
OCTaHAJIUTE TPYINHU MALUEHTH C XPOHWYHHU 3abonsBaHus. ,llurokmHOBara Oyps‘“, KOSTO €
xapakTepHa 3a 6oiHuTe cbc SARS-COV-2 unbekius, TpsaoBa 1a Oble AeTalaHO MpoyyeHa
npu OOJHUTE C BACKYJHMTH, IPU KOUTO UMa MOBUILIEHO HUBO HA MPOBB3NATUTETHH [IUTOKUHH,
Th KaTo 3a cera HsAMa KaTerOPUYHHU JOKA3aTEeJICTBA, Y€ H3IOJI3BAHETO HA IIUTOKUHOBU
0JI0KaTOpHU MOI00PSIBA CHIIECTBEHO CHCTOSTHUETO HA MAIMECHTA.

The SARS-CoV-2 infection pandemic is in full swing. The associated vasculitis and
vasculopathy are defining in virus-induced systemic disease with potential chronic
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consequences for the health of the patient. The challenge for rheumatologists during the
current pandemic is that the clinical presentation of patients with vasculitis partially overlaps
with SARS-CoV-2 infection; patients with initial symptoms of vasculitis do not seek medical
help due to the risk of infection from another patient; diagnosis is delayed due to late tests. It
is the responsibility of rheumatologists to analyze each patient with vasculitis - whether he
has active underlying disease or signs of infection and to recommend optimal treatment to the
patient. Our experience with patients with systemic connective tissue diseases such as
systemic vasculature is limited to date, but it suggests that these patients are as vulnerable as
other groups of patients with chronic diseases. The "cytokine storm™ that is characteristic of
patients with SARS-CoV-2 infection should be studied in detail in patients with vasculitis in
whom there is an increased level of pro-inflammatory cytokines, as there is currently no
definitive evidence that the use of cytokine blockers significantly improves the patient's
condition.

70. Mariela _Geneva-Popova, Petia Gardzeva, ,,New Prognosis Biomarkers for
Haematological Abnormalitis in Patients with Systemic Lupus Erythematodes “, Hayunu

mpyooge Ha Cwioza Ha yuenume 8 buvieapus—Iliosous. Cepus I. Meduyuna, gpapmayus u
oenmanna meduyuna m. XXV. ISSN 1311-9427 (Print), ISSN 2534-9392 (On-line). 2020.
Scientific works of the Union of Scientists in BulgariaPlovdiv, series G. Medicine, Pharmacy
and Dental medicine, Vol. XXV. ISSN 1311- 9427 (Print), ISSN 2534-9392 (On-line). 2020,
Cmp 10-14
chrome-extension://efaidnbmnnnibpcajpcglclefindmkaj/https://usb-plovdiv.org/wp-
content/uploads/2020/12/2020_medicina_farmacia_dentalna_tom_XXV.pdf

Introduction:

Haematological abnormalities are a common manifestation of SLE, characterized by
leukopenia, lymphopenia, thrombocytopenia, anemia, abnormalities in coagulation status.
Therapeutic management of haematological abnormalities in systemic lupus has improved in
recent decades, but there is still a need to seek new biomarkers to assist in this process. One
such option is the study of certain cytokines, which can be studied dynamically over time and
their level to predict the development of hematological abnormalities.

BbBenenue:

XeMaToJIOTHYHUTE aHOMaIMK ca yecta npossa Ha CJIE, xapakTepusupaliy ce C JIEBKOIEHHUS,
auMQorneHus, TpPOMOOLMTONECHUS, AaHEeMMs, AaHOMaJIMM B KOAaryJallMOHHUS  CTaTyc.
TepaneBTUYHOTO yIIpaBICHUE HA XEMATOJIOTMYHUTE AHOMAJIMHU IIPU CHCTEMEH JIyIyC Ce €
no00pMII0 Mpe3 MOCIENIHUTE JIeCEeTHIIETUS, HO BCE OIlle MMa HYyXKJa Ja Ce€ ThPCAT HOBU
OromMapKepH, KOUTO J1a TMOANOMOTHAT TO3H Mporec. EAUH TakbB BapuaHT € U3CIEIBAHETO Ha
OIIPEIETICHU HIUTOKUHH, KOUTO MOraT Ja C€ U3CIeABaT JUHAMUYHO BbB BPEMETO U HUBOTO UM
Jla ce MPOrHO3Upa pa3BUTUETO HA XEMATOJIOTMYHY AaHOMAJIUU.

71. Mariela Geneva, Stanislava Popova, Petia Gardzeva, ,,Chemokines in Primary Sjogren’s

Syndrome*, Hayunu mpyoose na Cwioza na yuenume 6 bwvaeapus—Ilnosous. Cepus I
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Meouyuna, papmayust u oenmanna meouyuna m. XXV. ISSN 1311-9427 (Print), ISSN 2534-
9392 (On-line). 2020. Scientific works of the Union of Scientists in Bulgaria Plovdiv, series
G. Medicine, Pharmacy and Dental medicine, Vol. XXV. ISSN 1311- 9427 (Print), ISSN 2534-
9392 (On-line). 2020, cmp. 15 - 20.
chrome-extension://efaidnbmnnnibpcajpcglclefindmkaj/https://usb-plovdiv.org/wp-
content/uploads/2020/12/2020_medicina_farmacia_dentalna_tom_XXV.pdf

Introduction:

Chemokines are a large family of small cytokines and usually have a low molecular weight
ranging from 7 to 15 kDa. Chemokines and their receptors are able to control the migration
and residence of all immune cells. Some chemokines are considered inflammatory and their
release may be induced during an immune response at the site of infection, while others are
considered homeostatic and are involved in controlling cell migration during tissue
development or maintenance. The physiological importance of this family of mediators is due
to their specificity - to participate directly in inflammation or to cause migration of immune
cells to the target organ associated with the disease.

BnBenenne:

XEeMOKHHHUTE Ca TOIIMO CEMEHWCTBO OT MAaJKH LMTOKMHH M OOMKHOBEHO HMMAaT HHCKO
MOJICKYJTHO TerJio, Bapupamo oT 7 g0 15 kDa. XeMOKHMHHTE W TEXHUTE DPELENTOpU ca B
CBhCTOSIHUE JIa KOHTPOJIMPAT MHUTpalUATa ¥ MpeOMBaBaHETO HAa BCUYKU HUMYHHH KIIETKH.
Hsaxon XeMOKHMHH ce CYMTAT 3a BB3MAJIUTEIHHA U TAXHOTO OCBOOOXKIAaBaHE MOXKE Ja OBbIe
MPEeIM3BUKAHO M0 BpeMe Ha UMYHEH OTTOBOp Ha MSCTOTO Ha MH(EKIHUATA, TOKATO APYTU CE
CUYMTAT 32 XOMEOCTaTUYHU U y4acTBAaT B KOHTPOJUPAHETO HA KJIEThYHATA MUTPALIMS IO BpEME
Ha ThKaHHO PAa3BUTHE WIH MOAabpkaHe. DPU3HOJOrMYHOTO 3HAYEHHWE HAa TOBAa CEMEUCTBO
MEAMATOPU C€ IBJDKU Ha TsIXHATa creuu@uka — Ja y4acTBaT AUPEKTHO BHB BB3IMAJICHHETO
WM Ja MPEJU3BUKBAT MUTPALMS HAa UMYHHHUTE KJIETKM KbM TapreTHUs OpraH, CBbP3aH CbhC
3a00/1IBaHETO.

72. Benuuka Ilonosa, 3anpun Buwoices, Mapuena I'enesa-Ilonosa, Cmanucnasa Ilonoasa,

Kpacumup Kpaes, Hesaiino Ilonos, Anacmac Bamanos ,,Un-6 —eeposmen 6uomapkep 3a
nayueHmu ¢ pesmMamouder apmpum u oCmpu KopowapHu curopomu “, Hayunu mpyoose Ha
Cvioza na yuenume 6 bwaecapus—IInosous. Cepus I. Meouyuna, apmayus u oenmanua
meduyuna m. XXV. ISSN 1311-9427 (Print), ISSN 2534-9392 (On-line). 2020. Scientific
works of the Union of Scientists in BulgariaPlovdiv, series G. Medicine, Pharmacy and
Dental medicine, Vol. XXIV. ISSN 1311- 9427 (Print), ISSN 2534-9392 (On-line). 2020, cmp
37-42.

https://usb-plovdiv.org/wp-
content/uploads/2020/05/2020_medicina_farmacia_dentalna_tom_XXIV.pdf

Abstract:

Introduction: The patients with rheumatoid arthritis (RA) have a 1.5-fold higher risk of
cardiovascular disease and are at about 50% at risk for acute coronary syndromes (ACS) than
the rest of the population. Active rheumatoid arthritis itself is a specific risk factor in these
patients. Today we take atherosclerosis as an inflammatory disease. The cells involved in the
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formation of atherosclerotic plaques are similar to the cell types found in the synovium.
Activation in the course of acute coronary syndromes leads to extreme synthesis of similar
cytokines and to a high level of systemic and local inflammation. The involvement of some of
them in the pathogenesis of rheumatoid arthritis and in the early stages of acute coronary
syndromes makes them probable biomarkers and prognostic factors in these patients.
Cytokines that are synthesized in the earliest stages of ACS and are considered as markers of
plaque instability are: tumor necrosis factor alpha (TNFa) and interleukin 6 (IL6). Of these, IL
6 is the earliest stimulator of hepatic synthesis of acute phase proteins and is at the root of
plaque instability, which is the subject of our study.

Pesrome:

Boeenenue: I[lanmenture ¢ peBmarouseH aptpuT (RA) umar 1,5 0bTH 1O-BUCOK PHUCK OT
CBpACYHO-CHIOBU 3a00JsiBaHUs U ca ¢ OKoio 50% pUCK OT OCTpU KOPOHAPHH CHUHAPOMHU
(ACS) B cpaBHeHHE C OCTaHajaTa 4acT OT HaceleHuero. CaMusAT aKTUBEH pPEBMAaTOUJICH
apTpuT e crneuupuyeH pUCKOB (HakTop MpH Te3W MauueHTu. JlHec HHe mnpuemame
aTepocKiepo3aTa KaTo Bb3MalUTENHO 3a0onsaBane. Kierkure, yyactaiiu B 00pa3yBaHeToO Ha
aTepOCKJIEPOTHUYHUTE TJIAKU, ca MOAOOHN HA BUJOBETE KIETKH, HAMHpAIIU C€ B CHHOBUYMA.
AKTUBHUPAHETO B XOJa Ha OCTPUTE KOPOHAPHHU CUHAPOMHU BOJIU /10 €KCTPEMEH CHUHTE3 Ha
NOJOOHM IUTOKWHU M IO BUCOKO HMBO HA CHCTEMHO U JIOKAIHO BB3MAaJCHUE. YYaCTHETO HA
HSKOU OT TSAX B IATOre€He3aTa Ha PEeBMATOMJHUS apTPUT U B PAHHUTE CTAJUU Ha OCTPUTE
KOPOHAPHH CHHAPOMH T'H IIPABU BEPOSITHH OMOMAapKEpH W MPOTHOCTHYHU (PAKTOPH TPHU TE3U
nanueHTH. L{luTokuHUTe, KOUTO ce CUHTE3upar B Hall-panHuTe ctaauu Ha OKC u ce cuurar 3a
MapKepu 3a HeCTaOMJIHOCT Ha Iulakata ca: Tymop Hekposuc ¢akrop anda (TNFa) u
unTepaeBkuH 6 (IL6). Ot Tax IL 6 e Hali-paHHUAT CTUMYJIATOp Ha YEPHOAPOOHUSI CHUHTE3 Ha
MPOTEUHH B ocTparta ¢aza U € B OCHOBaTa Ha HECTAOMIIHOCTTA Ha IJIaKaTa, KOSITO € O0eKT Ha
HaIIETO MU3CIIE/IBAHE.

73.Canue [Jorcambazosa, Mapuena I'enesa-Ilonosa, Braoumup Xoooices, ,, 6-munymen mecm

3a X00eHe — HO8 buomapkep 3a OyeHKa Ha 6en00poOHO 3acseane npu OOIHU CbC CUCEMHU
3a60116aHus Ha cveounemenHama mvkaw “, Medinfo, Nov, 2021, N 11, p 74-77, ISSN 1314-
0345.

https://medinfo.bg/spisanie/2021/11/statii/6-minuten-test-za-hodene-nov-biomarker-za-
ocenka-na-belodrobnoto-zasjagane-pri-bolni-sys-sistemni-zaboljavanija-na-syedinitelnata-

tykan-3607

I[TYJIMOHAJIHATA APTEPUAJIHA XUIIEPTOHUS, acomuupana CbC CHCTEMHH
3a00JIIBaHUs Ha ChEIUHUTENIHATa ThKaH, HAl-4yecTO ce cpella MpU CHUCTEMHAa CKJIEpo3a,
CHHJIPOMH Ha MPUIIOKPUBAHE C MPOSIBU HA CUCTEMHA CKJIEPO3a, CMECEHa ChEIUHHUTEIIHO-
ThKaHHA OOJIECT M CHUCTEMEH NYyIMyC epuTemarojec. B exenHeBHaTa KIMHUYHA MPAKTUKA €
HE00X0/IMMO HaJlM4Me Ha CPAaBHUTEIHO TOYEH U JIECHO BB3MPOM3BOJMM METOJ 32 OLIEHKA Ha
GYHKIIMOHATHUS KalalKuTeT, KOWTO B 3HAUMTENHA CTEMEeH OM OTpa3mil ChCTOSHHETO Ha
nanveHTa. CpaBHHUTEIHATa XapaKTepUCTUKA Ha "TOJIEBUTE TeCTOBE" TMOKa3Ba, 4€ 6-MUHYTEH
TECT 3a XOJICHE € y/J00eH TeCT 3a OIleHKa Ha (DyHKIIMOHAIHATA aKTUBHOCT TPH IMAIUEHTH C
YMEPEHO TEXKH U TEXKU 3a00JsiBaHUS Ha ChEAMHHMTENTHATa ThKaH. Toil e JjeceH 3a
NPWIOKEHUE, J00pe BBb3NPOU3BOAUM, NPUEMIIMB 32 MAIUEHTHTE, YYBCTBUTEIEH KbM
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TeparneBTUYHN MPOLEIYPH M MHOTO J00pe CBBp3aH C EXKETHEBHUTEC aKTUBHOCTU. KbM
MOMEHTa 6-MHHYTEH TECT 3a XOJCHE € TeCT Ha M300p, Korato (YHKIHMOHAIHH TECTOBE C
XO0AC€HC TpSI6Ba Ja CC mpujiaraT 3a KIIMHUYHWU W HU3CJICAOBATCIICKU ILCJIU. 6-MI/IHyTeH TECT 3a
XOZIeHe € MeToA Ha u300p 3a oOleHKa Ha (YHKIMOHAIHHUSA KaraluuTeT IMpH CUCTEMHHU
3a00/1BaHNs HA ChEJUHUTENHATA ThKaH C OEI0ApOOHO 3acsraHe M MIJIOTHOTO IPOYy4YBaHE
II0Ka3Ba, 4e TOH MOXe Jla ce M3I0J3Ba KaTa HOB OMOMapKep 3a OLieHKa Ha 0eIoApoOHOTO
3acsiraHe Ipyu OOJHU ChC CUCTEMHHM 3a00JIIBaHHS Ha ChbeAMHUTEIHATA ThKaH.

PULMONARY ARTERIAL HYPERTENSION associated with systemic connective tissue
diseases is most common in systemic sclerosis, overlap syndromes with systemic sclerosis
manifestations, mixed connective tissue disease, and systemic lupus erythematosus. In daily
clinical practice, it is necessary to have a relatively accurate and easily reproducible method
for assessing functional capacity, which would significantly reflect the patient's condition.
The comparative characterization of "field tests" shows that the 6-minute walk test is a
convenient test for assessing functional activity in patients with moderately severe and severe
connective tissue diseases. It is easy to administer, well reproducible, acceptable to patients,
sensitive to therapeutic procedures and very well related to daily activities. Currently, the 6-
minute walk test is the test of choice when functional walking tests are to be applied for
clinical and research purposes. The 6-minute walk test is the method of choice for assessing
functional capacity in systemic connective tissue diseases with pulmonary involvement, and
the pilot study shows that it can be used as a novel biomarker for assessing pulmonary
involvement in patients with systemic connective tissue diseases tissue.

74. Kp. Kpaes, K. Amaues, M. I'enesa-Ilonosa, ,, PEBMATOJIOI' UATA, PEBMATOJIOI'BT
U PEBMATOJIOI'MYHO BOJIHUTE B YCJIOBUATA HA TIAHJJEMHUA OT COVID-19°,
Hayunu mpyoose na Cwioza ma yuenume 6 bwaeapus—Ilnoeous. Cepus I. Meouyuna,
Gapmayus u denmanna meduyuna m. XXVI. ISSN 1311-9427 (Print), ISSN 2534-9392 (On-
line).2021.Scientific works of the Union of Scientists in BulgariaPlovdiv, series G. Medicine,
Pharmacy and Dental medicine, Vol. XXVI. ISSN 13119427 (Print), ISSN 2534-9392 (On-
line). 2021, cmp 155-159.

30:3=10 mouku

https://usb-plovdiv.org/wp-
content/uploads/2021/06/2021_medicina_farmacia_dentalna_tom_XXVI.pdf

Pesrome:

33 Hp’bB II'bT B CBOJATA MonepHa I/ICTOpI/IH peBMaTOJ'IOSI/ITe CBIIIO KAaKTO J'IeKapI/ITe OT BCHUYKH
JIPYTH CIICIIMAITHOCTH Ca M3MPABEHU TPE]T MPETU3BUKATEIICTBOTO Ja CE TPIDKAT 3a 37PABETO U
KaueCTBOTO Ha JHMBOT HA CBOUTE MAIIMEHTH B YCJIOBHUATAa Ha TIJI00allHA TaHAEMHUS C
HEU3BECTEH 10 MOMeHTa InaMm kopoHaBupyc SARS-CoV-2, nmpuumHsBaml 3a005sBaHETO
COVIDI19. Besiko aune ¢ XpOHUYHO MEAMIIMHCKO CBHCTOSIHUE MOXKE Ja C€ pasriexaa C
MOBUIIEH PHUCK OT pa3BUTHE Ha YCIOXXKHEHHS OT HOBHMS KOpOHaBUpYC. BwbIpeku ue
B’BBpaCTHI/ITe, XpOHI/I‘IHO 6OJ'IHI/IT€ 158 I/IMYHOKOMHpOMeTI/IpaHI/ITe MMalMEHTU C€ cCMmsTaT 3a
TaKnuBa C Haﬁ-FOHﬂM pI/ICK oT yCJ'IO)KHeHI/ISI HsMaAa JaHHHU 3a TOoYHATa CBOJIIOIIHWA Ha
3a00J15IBaHETO, HEOOXOMMOCTTA OT MPEYyCTAHOBSIBAHETO HA CErallHaTa Tepamnus, 3HaYCHUETO
Ha npnnpymaBamHTe 3360J’I$[B3HI/I$I U MECTOAUTEC HA npeBeHum{.
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Summary:

For the first time in their modern history, rheumatologists, like doctors from all other
specialties, are faced with the challenge of taking care of the health and quality of life of their
patients in the conditions of a global pandemic with a hitherto unknown strain of the SARS-
CoV-2 coronavirus causing the disease COVID19. Any person with a chronic medical
condition may be considered at increased risk of developing complications from the novel
coronavirus. Although the elderly, chronically ill and immunocompromised patients are
considered to be at greatest risk of complications, there is no data on the exact evolution of
the disease, the need to discontinue current therapy, the importance of co-morbidities and
methods of prevention.

75. Mariela_Geneva-Popova, (Case report), Vimizin (Elosulfatasealpfa) in an Adult Patient
with Mucopolysaccharidosis Type IV A, Journal of Clinical & Experimental Pharmacology, J
Clin Exp Pharmacol, Vol.10 Iss. 2 No: 276
https://www.walshmedicalmedia.com/open-access/vimizin-elosulfatase-alpfa-in-an-adult-
patient-with-mucopolysaccharidosis-type-iv-.pdf

ABSTRACT:

Lysosomal diseases include a group of over 40 inherited metabolic diseases due to enzyme
deficiency. In them, the accumulation of undegraded substrate in the cells is observed. They
are chronic diseases with a heterogeneous clinical picture. Mucopolysaccharidosis type IVA
(Morquio syndrome) is a rare form of these diseases and occurs in a frequency of 1: 200,000
patients. Treating this condition is difficult, expensiveN€, and often ineffective. We report a
patient, a 22-year-old man suffering from Morquio syndrome, who was admitted to the
hospital in a serious condition with an inability to move due to musculoskeletal problems (the
patient walks 0 meters in a 6-minute walking test) and inability to climb stairs. In 2018,
treatment with Vimizin (elosulfatasealfa) was started at a dosage of 2 mg/kg body weight
every week. The patient's condition was monitored weekly, and the Ilevel of
glycosaminoglycans in the urine was examined every 30 days (normal 0.9-6.7 mg/ mmol).
Serious side effects include an allergic reaction during the 8. infusion, which has been
affected by the administration of antihistamines and muscle pain. At 12 weeks the patient
walks 18 meters alone, at 24 months - 51 meters. In the 1st year, the patient walks
independently 650 meters and climbs 10 stairs, in the second year 900 meters and climbs 15
stairs. Gradually, the level of glycosaminoglycans in the urine returns to normal. Conclusion:
VIMIZIN (Elosulfatasealfa) is a suitable and effective enzyme replacement in patients with
Mucopolysaccharidosis type IVA, regardless of the initial condition of the patient.

PE3IOME:

JInzozomuuTEe 3ab0nsiBaHWS BKIOYBAT Tpyma OT Haj 40 HacieacTBEHHM MeTaOONUTHU
3a00ygBaHMsI, OBJDKAIIM ce HAa eH3uMeH neduruT. [Ipu Tax ce HaOmogaBa HATpPyINBaHE Ha
HepasrpajieH cyOcTpar B KJIETKUTE. 1€ ca XpOHWYHH 3a00JIIBaHUS C Pa3HOPOJHA KIMHUYHA
kaptuHa. Mykononuzaxapuao3a Tun IVA (cunmpom Ha Mopkuo) € psaka ¢opMa Ha Te3d
3a0omsiBanus u ce cpema ¢ yectora 1: 200 000 manuenTn. JledeHHETO HA TOBA CHCTOSHHE €
TPYJIHO, CKBIIO U 4ecTo HeeheKTHBHO. JloKiagBaMe marueHT, 22-TOANIICH MBX, CTPaaall OT
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CUHAPOM Ha MOpKHO, KOMTO € mpueT B OONHUIIATA B TEXKKO CHCTOSHHUE C HEBH3MOXKHOCT 32
JIBUKEHHE TOpaad MYCKYJIHO-CKeJIeTHU IpobiieMu (MmanueHThT u3MuHaBa 0 merpa mpu 6-
MHUHYTEH TECT 32 XOJICHE) U HEeBb3MOXKHOCT 3a M3KauBaHe Ha cTwyOH. [Ipe3 2018 r. 3amouBa
nedenue ¢ Vimizin (elosulfatasealfa) B mo3a or 2 mg/kg TemecHO Termo BCsAKa CEIMHIIA.
CpbCTOSIHMETO Ha NAIMEHTa C€ MPOCIeAsiBa €KECEIMUYHO, KaTo Ha Bceku 30 IHU ce n3cieasa
HUBOTO Ha TJIMKO3aMHHOTJIMKaHW B ypuHata (Hopma 0,9-6,7 mg/mmol). Cepuosnute
HEKeJIaHU peakluy BKJIIYBAT ajepruyHa peakluus Mo BpemMe Ha HH]Y3HsITa, KOSITO ce
MOBJIMABA OT NPUJIIOKEHUETO HA AHTHUXUCTAMHUHM M MycKynHa Ooika. Ha 12 cemmuim
NMalueHThT M3MUHaBa cam 18 merpa, Ha 24 Mmecena - 51 merpa. Ilpe3 1-Bara roauna
NalUMEHThT U3MHHABa camocTosTenHo 650 metpa u uskausa 10 cTwiiba, npe3 BropaTa roguHa
900 metpa u nzkausa 15 crbiba. [locTernneHHO HUBOTO Ha INIMKO3aMUHOIVIMKAHUTE B ypUHATa
ce HopMammsupa. 3akmoueHue: VIMIZIN (Elosulfatasealfa) e momxomsm u edexTuBeH
€H3MMEH 3aMECTHUTEN IpU MAalMEeHTH ¢ MyKomnonuszaxapuposza tun IVA, HezaBucuMO OT
I'bPBOHAYAIIHOTO CHCTOSHUE HA MALIUEHTA.

76. M_Geneva-Popova, Stanislava Popova and M Semova, “Importance of Conventional
Radiography in the Diagnosis of Diffuse Idiopathic Skeletal Hyperostosis”, Biomed J SCi &
Tech Res | BJSTR. MS.1D.005705. ISSN: 2574 -1241, Volume 35- Issue 3, p 27692 — 99.
DOI: 10.26717/BJSTR.2021.35.005705.

Background: Diffuse Idiopathic Skeletal Hyperostosis (DISH) is a widespread disease
among the elderly population worldwide. Skeletal imaging is essential for the diagnosis
of the disease and the complications that occur. Of these, Conventional Radiography (CR)
is most commonly used due to the occurrence of characteristic changes of diagnostic
significance and the low cost of the examination compared to Computed Tomography
and (CT) and magnetic nuclear tomography (MRI).

The Aim: The aim of the study was to analyze the results established by CR and

their correlation with biochemical results in patients with diffuse idiopathic skeletal
hyperostosis.

Materials and Methods: The results of the CR of the axial and peripheral skeleton

in 225 patients with DISH, who meet the classification criteria of Resnick et Niwayama
and the Mata-score system, are analyzed. The patients were treated at the Rheumatology
Clinic of “St. George” University Hospital, Plovdiv and the “St. George” Rheumatology
Diagnostic Center. The radiographs were analyzed by two independent radiologists and
the results were completed in specially made slips. The biochemical parameters were
studied in the Central Laboratory, University Hospital “St. George”, Plovdiv. The statistical
processing was carried out through the statistical program SPSS ver 24.

Results: Comparison of the Resnick et Niwayama criteria with the Mata-score system
shows that the former criteria are significantly less sensitive and the use of the latter is
recommended in routine rheumatology practice (p <0.01). A significant correlation was
found between Mata-score in patients with DISH with the age of patients, the duration of
complaints, Visual analog scale for pain assessment by the patient, elevated serum blood
sugar levels, glycated hemoglobin, C-peptide, uric acid, total cholesterol and triglycerides
(p <0.001).
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Conclusion: Our results described in detail the findings found in patients with

Diffuse Idiopathic Skeletal Hyperostosis and demonstrated the benefits of using Matacriteria
in the diagnosis of DISH. Significant correlations were found between CR results

and biochemical data. We recommend that rheumatologists use Mata-criteria in routine
clinical practice to diagnose DISH

[Ipenuctopus: [udysnara wunuonmatuyHa ckeneTHa xumepocto3a (DISH) e mmumpoko
pasmpocTpaHeHo 3a0oiiiBaHe cpel Bb3PaCTHOTO HaceleHue 1o cBera. CKeIeTHOTO
n300pakeHHe € OT CHIIECTBEHO 3HAUEHHUE 3a JMarHo3ara Ha 3a00JsBAaHETO U BBH3HUKBALLUTE
ycnoxxknenus. OT Tax KoHBeHUIMOHanHaTa paguorpadus (CR) ce u3nonspa Haif-uecTo nopaau
nosiBaTa Ha XapaKTEepHM JUArHOCTMYHM IMPOMEHM 3HAUYMMOCT M HHCKaTa Li€eHa Ha
U3CIIeIBAHETO B CpaBHEHHE ¢ KommioTbpHata ToMorpadus u (CT) m marHuTHa sapeHa
tomorpadus (MRI).

[enra: Llenta Ha u3cnenBanero Oelle a ce aHaIu3upar pe3yaraTure, ycranoBeHu oT CR u
TAXHATA Kopenanus ¢ OMOXMMHYHUTE PE3yNTaTH MpU MalueHTH ¢ Tudy3eH UIUONATHYCH
ckenerxumnepocro3a.Marepuanu u Mmeronu: Pesynrature ot CR Ha akcuanHus u nepudepHust
ckenet npu 225 mauuentu ¢ DISH, kouto oTtroBapsAT Ha KpuUTepuuTe 3a Kiacudukamus Ha
Resnick et Niwayama u cucremata Mata-score ca ananusupanu. [laiuenture ca JiekyBaHu B
PeBmaronorusra Kinunuka ,,Cs. ['eopru” rp. [lnosaus u MBAJI “Cs. I'eopru” PeBmaTonorus
JuarHoctuueH ueHThbp. PeHtrenorpaduurte Osxa aHaIM3WpaHW OT JBaMa HE3aBUCHMHU
PEHTITEHOIO3W H  PE3yNTaTHUTEe C€ TOMbJIBaxa B CIEHUATHO U3padoTeHH (uUIIoBe.
buoxummunute nmokazarenu 0sixa yuu B Llentpanna nadoparopust Ha YMBAJIL ,,.Cs. ['eopru”,
rp. [InoBauB. Cratuctuueckara oOpaboTkaTa € U3BBPIICHA Ype3 CTaTUCTUYecKaTa mporpaMma
SPSS ver 24.

Pesynraru: CpaBHenue Ha kputepunte Ha Resnick et Niwayama cbc cuctemara Mata-score
MIOKa3Ba, Y€ MbPBUTE KPUTEPUU Ca 3HAYUTEIIHO I1O-MAJIKO YyBCTBUTEIIHHU, a U3MOJI3BAHETO HA
BTOpPHUTE € NpenopbyBa ce B pyTHHHaTa peBMaTosiornyHa npaktuka (p <0,01). 3naunTenna
Kopenamnus Oemie OTKpUTH Mexay Mata-score npu mamueHtd ¢ DISH ¢ Bw3pactra Ha
NalUEeHTHUTE, POIBIKUTEIIHOCTTA Ha OIJIakBaHMsl, Bu3yanHa aHamoroBa ckaja 3a OlleHKa Ha
0oyKaTa OT MAllMEHTa, MOBMILIEHU CEPYMHU KPBbBHU CTOMHOCTM HHMBAa Ha 3axap, INIMKHpPaH
xemorsioous, C-menTua, MUKOYHa KUCEJIMHA, 00111 XonecTepoa u Tpuriuiepuau (p <0,001).
3akmroyenue: Hammre pesynraTti onucBar NogpoOHO HaXOAKUTE, OTKPUTH IPU MALlUEHTH C
JudysHa naonaTuyHa cKeJeTHa XMIEePOCTO3a U JEMOHCTPUPA MOJI3UTE OT U3IMOJI3BAHETO HA
Matacriteria B muarnozata DISH. HamepeHnu ca 3HaUUTEIHN KOPETAIUA MEXIy Pe3yJITaTUTe
or CR u O6uoxumuuHu JaHHu. [IpemopbuBame Ha pEeBMATONO3UTE JAa H3MOJ3BAT PYTUHHO
Mata-kpuTepunTe KIMHUYHA MpaKTHUKa 3a TuarHoctuipane Ha DISH.

77. Mapuena I'enesa Ilonosa, Cmanucnasa Ilonosa, Kupun Amnues, , Hosume 6uomapkepu
3a nayueHmu CvC cucmemer aiynyc epumemamooec 8 Hadaromo xwa 2021 coouna”, Medinfo,
ISSN 1314-0345, N 01, 01.Jan.2021, Cmp 136- 139.
https://medinfo.bg/web/files/magazines/3342/article_pdf/24.pdf

buomapkepute nMaT AMArHOCTUYHA, IPEIUKTUBHA 1 MOHUTOPUHIOBA CTOMHOCT IIpH OOJIHUTE
c peBMaTonornyHu 3abossBanus. Hapen ¢ HoBuTe OMOMapkepH, BCE OIlE €€ M3MOI3BAT U
pasnuyHuTe (PaKIMM HAa KOMILJIEMEHTa 3a OLIEHKAa Ha aKTHMBHOCTTa HAa CHCTEMHHMS JIyIIyC.
XEeMOKMHUTE M JIEKTHUHUTE ca OLEHEHHM KaTo cyporatHu Ouomapkepu Ha IFN-s1 moamuc.
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Jpyru 1UTOKWHU, KaTO CEeMEMCTBOTO Ha akTuBUpaHus (aktop 3a B-kierkute (BAFF), ca
IPSKO CBBbP3aHU ChC CMYILEHUs Ha B-nmuMdonutuTe 1 ca KII0OYOB NATOr€HETUUEH MEXAHU3BM
Ha 3abossBaHeTO. ["onsim Opoii ypuHHM OMOMapKepH, CBbP3aHH ¢ MUTPALUATA U HACOUYBAHETO
Ha JICBKOIIUTUTE KbM OBOpELUTE M C JOKaJHATa Peryjianvs Ha Bb3MNATUTEIHUTE IPOMEHU B
OBOpernuTe, CHIO0 UMAT 3HAUEHUE KaTO OMOMapKepH 3a cucTeMHus Jiymyc. KomOuHanusta ot
TPaaUIMOHHM, CHEIM(PUYHM 32 CHUCTEMHHS JyImyCc OHMOMapkepu M HOBUTE OuWOMapKepu
npejcTaBisiBa Hail-1oOpuAT U300p 3a NpaBUIHA KiIacH(UKalMs, CTaJupaHe M JICYEHUE Ha
nanuentu cse CJIE.

Biomarkers have diagnostic, predictive and monitoring value in patients with rheumatological
diseases. Along with the new biomarkers, the different complement fractions are still being
used to assess systemic lupus activity. Chemokines and lectins have been evaluated as
surrogate biomarkers of the IFN-y signature. Other cytokines, such as the B-cell activating
factor family (BAFF), are directly related to B-lymphocyte disturbances and are a key
pathogenetic mechanism of the disease. A large number of urinary biomarkers related to the
migration and homing of leukocytes to the kidney and to the local regulation of inflammatory
changes in the kidney also have relevance as biomarkers for systemic lupus. The combination
of traditional systemic lupus-specific biomarkers and novel biomarkers represents the best
choice for correct classification, staging and treatment of SLE patients.

78. Mariela_Geneva-Popova, Stanislava Popova, “Vertebrobasilar insufficiency imitating
cerebrovasculitis in a patient with systemic lupus erythematosus - case report”,
http://www.scirea.org/journal/PM October 28, 2021 SCIREA Journal of Medicine. Vol. 5,
No. 5, 2021, pp. 52 - 61,

https://doi.org/10.54647/pm31135

Case Presentation:

History of Present IlIness:

We report a 45-year-old patient, who treated at the Rheumatology Clinic, “St. George”
Hospital, Plovdiv, Bulgaria with excruciating pain, increasing in the night hours, headache for
about a week. The pain is accompanied by nausea, restlessness, suicidal thoughts, crying.
2011 systemic lupus erythematosus was found in the patient. Disease debuted with nephrotic
syndrome, hematological and immunological abnormalities. Treatment with megadoses
corticosteroid 3x1000 mg and cyclophosphamide 500 mg monthly was started from 2011 to
2015. Maintenance treatment is usually 10 mg prednisolone, 50 mg imuran, antihypertensive
drugs.

[IpencraBsine Ha cityvas:

HcTopust Ha HaCTOSIIOTO 3a00IIIBaHE:

CrobmaBame 3a mamuweHT Ha 45 roauHu, JekyBaH B Knunukara mo peBmaronorus ,,Cs.
['eopru”, rp. IlmoBamB, bbirapus ¢ HeThprnuMa OONKa, 3acuiBalla ce Ipe3 HOIITa,
rmaBo0oHe OT 0OKOJI0 cenMuIia. bonkara e mpuapyskeHa oT rajieHe, 0€3MOKOUCTBO, CyHITUIHI
muci, 1ad. 2011 e ycTaHOBEH CHCTEMEH JIyIyC €pUTEMATo3yC NpU MAalUeHTa.
3abonsBaneTo nebroTHpa ¢ HEPPOTHYEH CHUHIPOM, XEMATOJOTHUYHU M WMYHOJIOTHIHH
anomanmu. Ot 2011 mo 2015 r. e 3amouHaTo jedeHue ¢ Meraao3u kKoptukoctepoua 3x1000
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mg u mukiaopochamun 500 mg meceuno. [lomapprkanoro neyeHne oOMkHOBeHO € 10 mg
NpeIHU305I0H, S0 mg UMypaH, aHTUXUTIICPTCH3UBHH JICKapCTBa.

79. N. Dimitrova, Sv. Dermendjiev, M.Geneva-Popova, DIAGNOSTIC ALGORITHM FOR
MUSCOLOSKETAL AND ALLERGIC DISEASES WITH OCCUPATIONAL ETIOLOGY”,
KNOWLEDGE - International Journal Vol. 46., XXXI International Scientific Conference
THE TEACHER OF THE FUTURE ( 23 — 26 June, 2021), Budva, Montenegro, cmp 571-
575.

https://ikm.mk/ojs/index.php/kij/article/view/84/84

Abstract:

Allergic and musculoskeletal disorders are among the most common work-related
diseases. Often these diseases have an occupational etiology. The procedure for
recognizing the occupational nature of a disease iswell described in the legislation on the
administration of occupational diseases in the Republic of Bulgaria. On the other hand,
asthma, rhinitis and musculoskeletal diseases are among the socially significant diseases both
in the world and in our country. They are characterized by a high frequency, have a chronic-
recurrent course, lead to disability, and the costs of their diagnosis, treatment, medical
and social rehabilitation are significant. With a proven risk factor from the work
environment that triggers and maintains allergic and rheumatological inflammation, the
progression of the disease can be stopped after its elimination, therefore, the problem
of primary diagnosis and labor expert assessment of these diseases becomes significant.

Pesrome:

AJNepruyHuTe M MYCKYJIHO-CKEJIETHHUTE 3a00NsBaHUs ca Cpel Hal-uecTUTe 3a00JIsBaHUS,
CBbp3aHM ¢ paborata. Yecto Te3u 3aboisBaHUS HMaT MNpPOQPECcCHOHANTHA ETHOJIOTHS.
[Ipouienypara 3a mpu3HaBaHe HAa TPOQPECHOHAIHMS XapakTep Ha 3a00JIsIBAHETO € J00pe
omucaHa B 3aKOHOAATEICTBOTO 3a YINpaBlieHHE Ha MpodecHOHATHUTE 3a00JIIBaHUS B
Peny6nuka bearapus. Ot apyra cTpaHa, acTMara, pUHUTHT U ONIOPHO-ABUTATEIHUST anapar
ca cpejl COLIMATHO 3HAYMMUTE 3200 IsIBaHMsI KaKTO B CBETA, Taka M y Hac. XapakTepusupar ce
C BHMCOKa 4YeCTOTa, MMAaT XPOHUYHO-PEIMIUBHUPAIL XOJ, BOAAT 10 HWHBAIUAMU3ALUA, a
pa3sxo/AuTe 3a TAXHATa JMArHOCTHKA, JIeueHHe, MEAMIIMHCKA U COLMaNHA pexaOuiIuTanus ca
3HauuTenHU. [Ipu 1oka3aH puCKOB (akTop OT paboTHaTa cpena, KOHTO OTKIKOYBA U
NOJUTHPIKa aJIeprUYHO M PEBMATOJIOTHYHO BB3MAICHUE, IIPOTpecHsiTa Ha 3a00JIIBAHETO MOXKE
na ObJe chpsHa Ciell OTCTPAaHSBAaHETO My, TOpaad KOETO MpOOJIIEeMBT C ITbPBUYHATA
JIMarHOCTHKA U TPYIOBO-€KCIIEpTHATA OIlIEHKA Ha Te3W 3a00JIIBaHUS CTaBa 3HAYNM.

80. Stefka Stoilova, Mariela Geneva-Popova, ,,PSYCHO-SOCIAL SUPPORT FROM A
NURSE FOR PATIENTS WITH INFLAMMATORY JOINT DISEASES“, KNOWLEDGE -
International Journal, Vol 48.3, p 525 — 530, Cenm 2021 e.
https://ikm.mk/ojs/index.php/kij/article/view/4774/4763

Abstract:
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Psychosocial support in patients with inflammatory joint disease is recommended in the
Rheumatological Treatment Guidelines of the European League Against Rheumatism
(EULAR). The aimof the present study was to examine the psychosocial support of a nurse in
patients with inflammatory joint disease as part of the comprehensive rheumatological care
provided. Psychosocial care includes psychological, social and spiritual care
through therapeutic communication. Methods: To analyze the problem, a specially
developed questionnaire was used in outpatient rheumatological practice, including 56
patients with inflammatory joint diseases for the period July 2021and August 2021. Care is
considered in three main areas: 1) Planning activities and the provision of care by a
rheumatology nurse, including telephone access for assistance, consultation and referral
to a rheumatologist, provision of information and education about the disease, support for
self-management in the treatment process. 2) Using a human-oriented approach combined
with empathy and good communication skills, which creates a good therapeutic
environment. 3) Care aimed at the patient by providing knowledge and skills for the
patient leading to the satisfaction of care needs -providing psychological support in the
management of the disease and its impact on the patient. Psychosocial support for patients
with inflammatory joint disease focuses on providing communication, meeting information
needs, providing emotional support, screening patient needs, and managing disease
symptoms. The nurse is an important provider of information on the duration of treatment,
providing support in the process of training for self-injection with biological agents, reporting
of side effects and their management, as well as solving practical issues. Providing
emotional and social support is another important psychosocial intervention, as patients
need to share concerns about their treatment. Results: There was complete agreement
among the respondents regarding the role of the nurse in providing medical
information. Questions about the subjective perception of "security”, "accessibility”,
"satisfaction” were used, as well as the assessment of the quality of work of the
health care specialist in general and specifically in the processing of medical records, again
with full agreement among the subjects.

Pesrome:

[IcuxocounanHata MOJAKpena MpU MAlMEHTH C BB3NAJIUTEIHU CTaBHU 3a00JsBaHUS Ce
npenopbuBa B Hacokure 3a peBMaToNOrMYHO JiedeHHWE Ha EBpomeiickata jaura cperty
pesmatuzmMa (EULAR). Ilenta Ha HacrosimoTo mpoyuBaHe Oemie Ja ce MpOydd
MICUXOCOLMANIHATA TOJIKPENa Ha MEIUIIMHCKA CeCTpa NMPH MALMEHTH C Bb3NAIUTEIHU CTaBHU
3a00ngBaHMsl KaTO dYacT OT TMPEAOCTaBIHUTE KOMIUIEKCHH pPEBMATOJNOTUYHH TPHKU.
[IcuxocounanHata Trpuka BKJIIOYBA IICHUXOJIOIMYECKa, COLMANHA M JyXOBHA IpuXKa upe3
TepaneBTUYHAa KOMYyHHUKalus. Meroau: 3a aHaiu3 Ha mHpodiema € M3IMO0JI3BaH CIEHUATHO
pa3paboTeH BBIPOCHUK B amOyllaTopHaTa pEBMAaTOJIOTWYHA IMpakTUKa, BKJIOYBAIl 56
MAalMeHTH C BH3MATUTEIHN CTaBHU 3a00msBanus 3a nepuoxaa roau 2021 r. u asryct 2021 r.
['pwxure ce pasriexjaar B TpU OCHOBHM HampaBiieHus: 1) [lnmaHupane Ha nedHOCTUTE U
IPEeJOCTaBsIHE Ha TPHXKU OT MEAULIMHCKA CECTPa MO PEBMATOJIOT S, BKIFOUUTENHO Telne(oHeH
JOCTBII 32 CBACHCTBHE, KOHCYJITAalMsl M HAcOYBAaHE KbM pPEBMATOJIOT, IPEIOCTaBSIHE Ha
uHpopMmanus U oOydeHHe 3a 3a00JsIBaHETO, TOJKpENna 3a CaMOKOHTPOJ B Ipolieca Ha
nedenue. 2) M3non3BaHe Ha MOJIXOJ, OPUEHTUPAH KbM HYOBEKA, ChUETaH C eMIATHs U 100pH
KOMYHUKAIITMOHHN YMEHHs, KOETO Ch3/1aBa 00pa TeparneBTHYHA cpena. 3) ['prku, HacodeHH
KbM [allMeHTa Ype3 IMPeNOoCTaBsHE Ha 3HAHUS M YMEHHUs 3a MalKeHTa, BOJEIIH [0
3aJJ0BOJISIBaHE Ha HYXKIUTE OT I'PUXKH - MPEJOCTaBSIHE Ha IMCUXOJIOTMYEcKa IMOAKpena Mpu
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yIpaBICHUETO Ha  3a00JSIBAHETO W  HETOBOTO  BB3JICHCTBHE BBPXY  MAIMEHTA.
[lcuxoconmanHara MOAKpeNa 3a MAlUeHTH C BB3MATUTEIHU CTaBHH 3a00JSIBAHUS CE
dokycupa BbpXy OCUTYpsSIBaHE Ha KOMYHHKAIIHS, 32/I0BOJISIBAaHE HA HYXKIUTE OT HHPOpMAIIus,
MPEIOCTaBsIHE Ha EMOIMOHAIIHA TMOJKpEeNa, CKPUHUHT Ha HYXIUTC Ha NAIlMCHTUTE U
yIpaBlieHUE Ha CUMIITOMHTE Ha 3a00Jis1BaHeT0. MeIUIIMHCKATa cecTpa € BaKEH JOCTABUMK Ha
uH(poOpMaIlis 32 MPOIBDKUTEIIHOCTTA Ha JICUEHHWETO, OKa3Ba IOJKperna B Mpoieca Ha
o0yueHHe 32 CAaMOMHKCKTHpaHe Ha OMOJIOTMYHU areHTH, OKJIAJBAaHEe HAa HEXKEJIAHU PEaKIHU
U TAXHOTO yINpaBJICHUE, KaKTO W pElIaBaHE HAa MPAaKTUYECKH BBIpocH. OCHUTYpsIBAHETO Ha
€MOITMOHAIHA U COIMAaTHA MOJIKpera € JIpyra BaKHa TICHXOCOIMAIHa HHTEPBEHIIHS, Thil KaTo
NAIMEHTUTE TPSOBA Jia CIIOJNENAT MPUTECHEHUITa CH OTHOCHO CBOETO JieueHHe. Pesynraru:
Mmarnie mbJIHO ChIVIACHE MEXAY PECIOHICHTHTE OTHOCHO POJIsiTa HA MEAMIIMHCKATA CecTpa
OpH  TPEIOCTaBIHETO Ha MeAuIuHCKa wuH(opMmanms. M3mom3BaHu ca BBOPOCH 34
CyOEKTUBHOTO YcCellaHe 3a ,,CUTYpPHOCT®, , JOCTBIIHOCT®, ,,yJIOBJIETBOPEHOCT", KaKTO H
OIICHKaTa 3a Ka4eCTBOTO Ha paboTa Ha CHEIHUAIMCTa IO 3JIPaBHU TPWIXKU KATO IS0 U
KOHKPETHO Mpu 00paboTKaTa Ha MEIUIIMHCKATa JOKYMEHTAIUs, OTHOBO C ITBJIHO ChIJIacHe
cpen cyOeKTuTe.

81. Anexcanopa Hnuesa, Mapuena Ienesa-Ilonoga, , Ponasma na dusuxarnama u
pexa6wzumauu0HHama Meduuuua 68 KOMNJIEKCHOnom jied4eHue Ha nayueHmu ¢ 8vb3naiumeilHu
cmaenu 3aboaseanus ‘, Medinfo, Nov, 2021, N 11, p 70-73, ISSN 1314-0345.
https://medinfo.bg/spisanie/2021/11/statii/roljata-na-fizikalnata-i-rehabilitacionna-medicina-
v-kompleksnoto-lechenie-na-pacienti-s-vyzpalitelni-stavni-zaboljavanija-3606

XPOHUYHUTE BB3ITAJIMTEJIHU CTABHU 3ABOJISAIBAHUS nocrtaBatr cbBpemMeHHaTa
MeUIUHA NpeJl CEpUO3HH NMPEAU3BUKATEICTBA, Thi KATO BOJAT 10 3HAUUTENHA MHBAJIUIHOCT
U BIIOIIEHO KAaueCTBO Ha KMBOT. Hapen ¢ m3mosi3BaHeTo Ha (papMaKoOJIOTHMYHH CPEICTBA 3a
JIeYeHNE Ha MAIMEHTH C BB3MAINTEIHN CTaBHU 3a00JISIBAaHMSI CE€ MPETOphYBa MPUIATaHETO U
Ha He(hapMaKoIOrMYHM HHTEpBEHINH. J[0Ka3aHo €, 4e B TepanusITa Ha Te3H MallueHTH TPpIOBa
Jla y9acTBaT M CICHUAIUCTH 10 (U3MKaITHA W pexaOminuTaloHHa MeaunuHa. [IpomechT Ha
pexaOuiuTanus BKIIOYBA OLEHKA, ONpEJeNIssHe Ha LeTUuTe M 3aJauuTe Ha (PU3HKAIHOTO
JeyeHue, MpUilaraHe Ha WHTEPBEHIMM OT CTpaHa Ha (PU3MKaJHATa U pexaOMIUTallMOHHA
MeIuIMHa U TpocieqsBaHe Ha pesyiaratute. OcHOBHaTa I1ea Ha (QU3HOTepaneBTHYHATa
MeIUIMHA [IPU MallMEeHTUTE C XPOHUYHM BBH3NAIUTEHN CTaBHHU 3a00JsBaHUS € MOAIbpKAHE
Ha ONTHUMATHO (QYHKIIMOHAIHO CHCTOSHUE M MONOOpsIBAHE KaYECTBOTO HA JKUBOT. 3a/launTe
BKJIIOUBAT peaylUpaHe Ha OojKaTa M BB3MAJIEHUETO, MOAIbpKaHEe (IEKCMOUIIHOCTTAa Ha
CTPYKTYpHTE Ha ONMOPHO-JBHTAaTe]HATa CHCTEMa, MOJIbpXKaHe Ha o0eMa Ha JBIDKEHHE Ha
CTaBUTE W MYCKyJTHaTa Tpoduka, cuia W U3APHKIMBOCT, TOAOOpsSBaHE Ha KapoWo-
MYJIMOHAJIHUS KalaluTeT U oO0ydeHHe 3a MpOMsHAa Ha HauMHa Ha >XuBOT. CpejcTBara 3a
U3IIBJIHEHUE Ha TE3W 3aJaud MpU pasriexJaHara MaToJorus ca pasHooOpa3sHH M BKJIIOYBAT
oOyueHHe Ha TalMeHTa, KWHe3uTepamnus, OajHeo-, BOAO-, TEpPMOTEpamnus, peaula
npedopmupanu puznkamHu (HaKTOPH, KAKTO M U3MOJI3BaHE HA OPTE3U U JIPYTU YCTPOHCTBA U
TIOMOIITHYU CPEJICTBA.

CHRONIC INFLAMMATORY JOINT DISEASES pose serious challenges to modern
medicine, as they lead to significant disability and reduced quality of life. Along with the use
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of pharmacological agents for the treatment of patients with inflammatory joint diseases, the
application of non-pharmacological interventions is also recommended. It has been proven
that physical and rehabilitation medicine specialists should be involved in the therapy of these
patients. The rehabilitation process includes assessment, determination of physical treatment
goals and objectives, implementation of physical and rehabilitation medicine interventions,
and follow-up of outcomes. The main goal of physiotherapy for patients with chronic
inflammatory joint diseases is to maintain an optimal functional state and improve the quality
of life. Tasks include reducing pain and inflammation, maintaining flexibility of
musculoskeletal structures, maintaining joint range of motion and muscle trophism, strength
and endurance, improving cardiopulmonary capacity, and lifestyle change training. The
means of performing these tasks in the considered pathology are diverse and include patient
education, kinesitherapy, balneo-, water-, thermotherapy, a number of preformed physical
factors, as well as the use of orthoses and other devices and aids.

82. C.Jocambazosa, Cm. Ilonosa, M. I'enesa-Ilonosa, Bn. Xoooces, ,, benoopobno sacseane

npu 60JZHM CbC cucmemHa cmep03a — OUEHKA U HoeU mepaneemuqﬁu BB3MONCHOCMU “, Ccn.
“Medinfo”, ISSN 1314-0345, opoiui 5, 2022 2, 200 XXII, cmp 12-16.
https://medinfo.bg/web/files/magazines/3752/article pdf/2.pdf

CucremHaTa CKJIepo3a € psAKO 3a0o0JsBaHE HAa ChEAWHUTENHATa THKaH, NMPOTHUYAIIO C
NPOrPECUBHO yIUIBTHSBAHE HA KOXKaTa, AaHTraXxupaHe Ha BBTPEHIHUTE OpraHd, C
IpUIpY’KaBallla BacKyJomaTus, u3pa3eHa B pasinyHa creneH. CTpeMeXbT KbM MOBUILABAHE
Ha 3HAHUATA 3a 3a00JSBAHETO W BKIIOYBAHETO B TEPANEBTUYHUTE CTPATETHH HAa HOBU
MEAMKAMEHTH OKa3Ba CHIIECTBEHO BIHUSHHUE HE CAMO 3a MPEKUBIEMOCTTA Ha MAIUECHTUTE, HO
M 3a MOCTHTaHe Ha €IHO MOo-700po KauecTBO Ha JKMUBOT. JledeHHMETO Ha MporpecuBHATa
CHUCTEMHA CKJIEpO3a € KOMIUIEKCHO U € HEOOXOAUM MYJITHAUCUUIUIMHAPEH MOJIX0J MPEIBU
MHO’KECTBOTO TPOSIBICHUs Ha OOJecTHUs mpolec. B mpoiec Ha mpoyuBaHe ca pa3InyHU
MEIUKAaMEHTH, HaCOYeHH cpenry B-kierkute, paznuyHu pactexHu ¢akropu kato TGF-f,
anti-1L6 6iokepu u JAK uHXuOUTOpH.

Systemic sclerosis is a rare disease of the connective tissue, proceeding with progressive
thickening of the skin, involvement of internal organs, with accompanying vasculopathy
expressed to varying degrees. The effort to increase knowledge about the disease and the
inclusion of new drugs in the therapeutic strategies has a significant impact not only on the
survival of patients, but also on achieving a better quality of life. The treatment of progressive
systemic sclerosis is complex and requires a multidisciplinary approach given the multiple
manifestations of the disease process. Various drugs targeting B cells, various growth factors
such as TGF-B, anti-1L6 blockers and JAK inhibitors are under investigation.

83. M. I'enesa-Ilonosa, Cmanucnasa Ilonosa, Huxonema /fumumposa ,,Ocmeoapmposzama

Kamo CoyuanHo-3Ha4umo 3abonsasame Medinfo, Cneyuanno uzdanue, 2022 e, auyapu,
,, Coyuanno 3nauumu 3abonsasanus “, ISSN:1314-0345, opoii 1,/2022, I'oouna XXII, cmp 130-
139.

84


https://medinfo.bg/web/files/magazines/3752/article_pdf/2.pdf

https://medinfo.ba/web/files/magazines/3653/article pdf/17.pdf

BBIIPEKU YE OCTEOAPTPUTHT (OA) E HAM-YECTO CPEIIAHOTO MYCKYJIHO-
CKEJIETHO 3ABOJISIBAHE, koero mnpuuMHsBa 3HAYUTEIHU 3[paBHU M COLMAIHU
npo0yieMH B CBETOBEH Mallal, TOYHATa My €THOJIOTHS U IAaTOreHe3a Bce olie ca HesicHU. Jlo
35% ot cBeroBHOTO HaceneHue Haja 60 rogunu crpaga or OA. bonecrra mpencrasisBa
OrPOMHAa MKOHOMHYECKAa TEXECT 3a 3JpaBHATa cHcTeMa M OOILECTBOTO 3a JAMArHOCTHKA,
JeyeHue, OTIyCK Mo 0oJiecT, pexaOuauTalus U paHHO MeHcuoHupane. IloBeyero mauueHTH
U3IUTBAT HApyIIEHUS Ha ChbHs, HaMalleHa CIIOCOOHOCT 3a paboTa M CHOPT, KAKTO M Ja
HOJABPKAT HE3aBUCUM HAayMH Ha OJKUBOT. 3a MAlUEHTUTE OCHOBHUAT MpobiemM e
YBPEXKIAHETO, B pe3ylTaT Ha paspyllaBaHe Ha CTaBHAaTa TbkaH U Oonka. Jlocera Hsama
HAJIMYHA Tepanusi, KoATO e(pEKTUBHO Ja CIpe CTPYKTYPHOTO BJIOIIABaHE Ha Xpyllsia U
KOCTHTE HJIU J1a MOXe€ YCIICHIHO /1a 00bpHE HAKOM OT CHIIECTBYBAIIUTE CTPYKTYPHH JEPEKTH.
JeraiinHoTo mpoyuBaHe u pa3bupaHe Ha maTojoruyHurTe mpouecd npu OA Ou 70Beno 10
BBbBEXK/JaHE HA HOBH, [10-€()eKTUBHU TEPAIUH.

ALTHOUGH OSTEOARTHRITIS (OA) IS THE MOST COMMON
MUSCULOSKELETAL DISEASE causing significant health and social problems
worldwide, its exact etiology and pathogenesis are still unclear. Up to 35% of the world's
population over the age of 60 suffers from OA. The disease represents a huge economic
burden on the health system and society for diagnosis, treatment, sick leave, rehabilitation and
early retirement. Most patients experience sleep disturbances, reduced ability to work and
play sports, and maintain an independent lifestyle. For patients, the main problem is
disability, resulting from the destruction of joint tissue and pain. To date, there is no therapy
available that effectively stops the structural deterioration of cartilage and bone or can
successfully reverse any of the existing structural defects. A detailed study and understanding
of the pathological processes in OA would lead to the introduction of new, more effective
therapies.

YyacTusi B KOHIpecH U KOH(QepeHI U B 1y:KOMHA

(ITpeacraBAT ce Te3U, KOUTO He ca OMJIM BKJIIYEHU B
KOHKYypca 3a A/l ,,JlomeHT*)

1.M. G. Geneva-Popova, St. Popova-Belova, Petya Gardzheva, V. Popova, ,,A study
of CCL19 in patients with Sjogren's disease”, EULAR, 2022,Copenhagen, Denmark,
Abstract (ID=5143)
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Abstract Ne: 5143 Autoantibodies, Organ damage, Innate immunity

Background:

Chemokines are studied in various rheumatic diseases such as systemic lupus,
scieroderr’s Sjogren's syndrome. This is still an unclear area in rheumatology that can
contribute to a more accurate understanding of the subtle immunological mechanism
of the immunopathogenesis of these diseases
Objectives:

The aim of this study was to investigate the correlation between IFN-induced
chemokine CCL19 and clinical and laboratory outcomes in patients with Sjogren's
disease.

Methods:

Materials and methods: This study used data from 14 patients with Sjogren's
disease (age range 31-56years) and a control group of 30 healthy volunteers matched
for age and gender. Levels of chemokine CCL19 in Sjogren’s patients' serum were
measured by ELISA. The study examined clinical and clinical-laboratory indicators
such as Interferon-alpha level, Erythrocyte sedimentation rate, C-reactive protein, SS-
A (Po) and SS-B antibody levels. Statistical program SPSS, Version 26 were used for
statistical data processing with p<0.05.

Results:

Results: The mean values of CCL19 were higher in patients with Sjogren's
disease compared to “eaithy controls (p=0.01). A strong significant association
(p=0.01) was found between the co-centration of CCL19 and with patients' age,
disease duration, C-reactive protein, SS-A (Po)and SS-B (La) antibody levels.
Statistical program SPSS, Version 26 were used for statistical data processing with
p<0.05.

Conclusion:

CCL19 serum levels correlate with patients age and disease duration. The level
of INF-induced chemokine CCL19 has a prognostic value in terms of Sjogren's disease
activity and degree of organ damage.
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BonBeaenue
XeMOKMHUTE C€ M3CNeNBaT MpU PA3IUYHU PEBMATUYHU 3a00JISIBAaHUSI KaTO
CHCTEMEH Jymyc, CHHApOM Ha Sjogren. ToBa Bce omie € HesicHa 00acT B
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pPEBMATOJIOTHATA, KOSTO MOXE Ja JONpPUHECe 3a IMO-TOYHO pazOupaHe Ha (QUHUA
MMYHOJIOTUYEH MEXaHU3bM Ha UMYHOIIaTOr€He3aTa Ha Te3U 3a00JIsIBaHuUs
Hean:

Ilenra Ha ToBa mpoyuBaHe Oeme aa ce u3cienBa Bpb3kara Mexnay IFN-
uHayurpanuss XxeMoknuH CCL19 M KIMHUYHUTE W JIaOOpAaTOPHU pe3yJTaTH IpHU
MalueHTH ¢ 0oyiecTTa Ha Sjogren.

Metoam:

Marepuanu n metoau: ToBa mpoydBaHE H3IOJI3BAa JaHHU OT 14 manueHTH C
Oonectra Ha Sjogren (Bb3pacToB auarna3zoH 31-56 roauHu) U KOHTpoiHa rpyna ot 30
37IpaBu TOOPOBOJIIIM, CHBMAANIM MO Bb3pacT U noy. HuBata Ha xemokun CCL19 B
cepyMa Ha ManueHTuTe Ha Sjogren ca uzmepenu upe3 ELISA. [IpoyuBaneTo uscienBa
KJIIMHUYHA U KIMHUKO-JTa00paTOpHU MOKa3aTedu KaTo HUBO Ha uHTepdepoH-anda,
CKOPOCT Ha yTasgBaHe Ha epuTpouutute, C-peakTuBeH MpoTenH, HuBa Ha SS-A (Po) u
SS-B antuTena. 3a cratucTMuecka o00pa0oTKa Ha JaHHUTE € U3M0J3BaHa
cratuctruecka nporpama SPSS, Bepcus 26 ¢ p<0.05.

Pe3yararu:

Pesynratu: Cpegnute croiiHocty Ha CCL19 ca mo-BHCOKM MpU MALUEHTH C
Oonectra Ha Sjogren B cpaBHEHUE C ,.37paButre kKoHTpoiu (p=0,01). YcranoBeHa e
cuiHa 3HaunMa Bpb3ka (p=0,01) mexny ko-nentpanusita Ha CCL19 u ¢ Bp3pactTa Ha
NaIUEHTUTE, MPOIBDKUTETHOCTTA Ha 3abomsiBaHeTo, C-peakTUBHUS NMPOTEUH, HUBATA
Ha SS-A (Po) u SS-B (La) anTutena. 3a cratucruuecka oOpabOTKa Ha JAHHUTE €
M3I0JI3BaHa cTatucTuyecka mporpama SPSS, Bepcus 26 ¢ p<0.05.
3akirouenune

Cepymuute HuBa Ha CCL19 kopenupaT ¢ Bb3pacTTa Ha NAUUEHTUTE H
NPOABJDKUTENHOCTTa Ha 3abonsBaHeTro. HuBoro nHa INF-unpynupanus xemMokuH
CCL19 uMa nporHocTU4Ha CTOWHOCT O OTHOILIEHHWE HAa aKTUBHOCTTA Ha OojiecTTa Ha
Sjogren u cTeneHTa Ha OpraHHO YBPEXKIaHE.
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Background and Aims

The role of CXCL10 and CCL19 in patients with rheumatic diseases is being
studied due to the need for new treatment strategies for these patients.

The aim of the study was to analyze the serum levels of CXCL10 and CCL19
in patients with various connective tissue diseases.
Methods

This analyzed 70 patients with systemic lupus (age range 24-62 years), 24
patients with systemic sclerosis (PSS), age range 31-59), 3 patients with
dermatomyositis (age range 42-56), and a control group of 30 healthy volunteers age
and sex. Chemokine levels CXCL10 and CCL19 in the serum of patients with
systemic connective tissue disease were measured by ELISA. The study examines
clinical and clinical-laboratory indicators, as well as disease activity measures
developed for patients with lupus, scleroderma and dermatomyositis. For statistical
data statistical program SPSS, with p <0.05, version 26 was used.
Results

Serum levels of CXCL10 and CCL19 were higher in patients with SLE
compared to healthy controls (p = 0.01). Mean values of CXCL10 and CCL19 were
higher in patients with PSS compared to healthy controls (p = 0.01), but not in patients
with dermatopolymyositis (p>0.05). A strong significant association (p = 0.001) was
found between the concentration of CXCL10 and CCL19 and with the age of the
patients, the duration of the disease and the activity of the diseases.
Conclusions

New treatment strategies related to blocking the interferon type 1 pathological
pathway for the treatment of patients with SLE and PSS should be developed in the
coming years.

2. M. Ienesa-Ilonosa, C. Ilonosa-benosa, C. Jicambacosa, K. Kpaes,
, Uzcneosane ma CXCLIO u CCLI9 npu nayuenmu cwvc 3a0o01i18ane Ha
cveounumennama muvkat “, Peztome, 13 Meocoynapooen rouepec, Asmoumynumem
2022 (AUTO 2022) , Amuna, I'vpyus, 10-13 ronu 2022 2., cmp. 484
BoBeaenue

Ponsita nva CXCL10 u CCL19 npu mauuieHTH ¢ peBMaTU4YHU 3a00JIsIBAaHUS C€
MpoyYBa MOpajar HEOOXOAUMOCTTA OT HOBU CTPATETUH 3a JICUCHHE Ha T€3U MAllUCHTH.
[lenTa Ha u3cnenBaHeTo € aa ce aHanusupar cepymHute HuBa Ha CXCL10 u CCL19
MIpU TAIMEHTH C Pa3IuyHU 3a00JsIBAaHUS HA ChEIMHUTEIIHATA ThKaH.
Metoau

ToBa ananuzupa 70 manueHTH ChbC CUCTEMEH JYITyC (BB3pacTOB Auana3zoH 24-62
TOJMHHM), 24 TAIMEHTH ChC cucTeMHa ckiepo3a (PSS), Be3pactoB nuanason 31-59), 3
MAlUeHTH C JACPMATOMHO3UT (BB3pacToOB nuama3oH 42-56) u koHTposHa rpyma ot 30
BB3pACT U MOJ Ha 31paBu noOpoBoiu. HuBara ma xemokun CXCL10 u CCLI19 B
cepyMa Ha MAalMeHTH ChC CHCTEMHO 3a00JsBaHE Ha CHEIUHUTEIIHATA THKAH CE
u3mepBat upe3 ELISA. TlpoyuBaneTo m3cneaBa KIMHUYHU M KIMHUKO-TA00paTOpHU
MoKa3aTelr, KaKTO M MEPKHM 3a aKTHMBHOCT Ha 3a00JsBaHETO, pa3pabOTeHH 3a
MNAlUEeHTH C JIYIYC, CKJIEPOJAEPMHUS U JEPMATOMUO3HUT. 3a CTATUCTUYECKU JAHHU €
U3I0JI3BaHa cTaTucThuecka nporpama SPSS, ¢ p <0.05, Bepcus 26.
Pesyararu
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Cepymuute HuBa Ha CXCL10 u CCL19 ca no-Bucoku mnpu naiueHtu cbc SLE
B cpaBHeHUE cbe 3apaBu KoHTpoiu (p = 0,01). Cpennute croitHocT Ha CXCL10 u
CCL19 ca nmo-Bucoku npu nanueHTu ¢ PSS B cpaBHeHUe cbe 37paBu KOHTPOJIH (p =
0,01), HO He ¥ MpU MaMEHTH C AepMaronoaumMuo3ut (p>0,05). YcranoBeHa e cuiiHa
3HauyuMma Bpb3Kka (p = 0.001) mexnay koHuentpamusta Ha CXCL10 u CCL19 u c
BB3pACTTa Ha MAIlMEHTHUTE, MPOABIKUTETHOCTTa Ha 3a00JsIBaHETO M aKTUBHOCTTA Ha
3a00JIABaHUSATA.
HN3Boau

[Ipe3 crnenamuTe roguHu TpsOBa 1a ObAaT pa3paOOTEHHM HOBU CTPATErHH 3a
JieYeHUe, CBbpP3aHU C OJIOKMpaHE Ha MATOJOTHMYHUA MBT Ha MHTEpPepoH Tum 1 3a
seyeHue Ha manueHTd cse SLE u PSS.

3.M. Geneva-Popova, S. Popova-Belova, K. Kraev, A. Batalov, ,, THE ROLE
OF IL-23 IN JOINT DESTRUCTION IN PATIENTS WITH PSORIATIC ARTHRITIS“,
Abstract 266
Topic: AS12 DIAGNOSTIC MEASUREMENTS IN AUTOIMMUNITY

Background and Aims

The aim of the study was to examine the level of IL-23 in the synovial fluid of
patients with psoriatic arthritis. Methods

The level of IL-23 in the synovial fluid of 156 patients with psoriatic arthritis
was studied (56 of them with DAPSA<14, 50 with DAPSA>14.1<28, and 50 with
DAPSA> < 28.1). Control groups included 50 patients with activated gonarthrosis and
10 healthy volunteers. The synovial fluid was taken by arthrocentesis by an
experienced rheumatologist,. The study was conducted in the Immunology Laboratory
of the Bulgarian Academy of Sciences, Sofia through ELISA. Statistical processing
includes descriptive and correlation analyzes, with statistical significance p< 0.05.
Results

The mean values of IL-23 in synovial fluid was significantly lower than in the
serum of patients with PsSA 9,421 + 10,280 (ng / ml) ( x £ Sd) vs. 21.186 + 16.483 (ng
/ ml) (x £ Sd) Sig. (2-tailed) = .000. Mean values of IL-23 in the synovial fluid of
patients with PSA and with crystals 12,458 + 2,65 (ng / mi) (X £ Sd), compared to
those without crystals, which is 5,029 £ 1,22 (ng / mi), the difference between the two
groups being significant (t = 10.89 (df 155), Sig. (2-tailed) - .000.
Conclusions

The level of 11-23 in the synovial fluid of patients with psoriatic arthritis is
significantly higher in patients with high disease activity, which is associated with
more severe joint destruction and amplification of the inflammatory process.

BoBeaenue

[lenTa Ha M3cinenBaHETO € Aa ce u3cienBa HUBOTO Ha IL-23 B cuHOBHanHaTa
TEYHOCT Ha MallMeHTH C NICOpUaTudeH apTput. Meronu

Husoto na 1L.-23 B cuHOBHATA € W3Cil€ABaHA TEYHOCT HA 156 mamueHTH C
ncopuatuieH aptput (56 ot 1ax ¢ DAPSA<14, 50 ¢ DAPSA>14.1<28 u 50 c
DAPSA> < 28.1). Kourponaure rpynu BkiaouBaT 50 ManuMeHTH € akTUBUpaHa
roHaptpo3a u 10 3gpaBu goOpoBonuu. CHHOBHAmHaTa TEYHOCT € B3€Ta upe3
apTpoLIEHTE3a OT ONUTEH peBMaToiior. M3cnensanero e nmposeneHo B MIMyHonornyHa
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naboparopust Ha BAH, Codus upe3 ELISA. Cratuctuueckata o0paboTKa BKIIIOUYBA
OmnucaTesIeH U KOpeJIallMOHEH aHallu3, ChC cTaThucTHUecka 3Haunmoct p< 0.05.
Pesyararu

Cpennute croitHocTu Ha IL-23 B cMHOBMaIHATa TEYHOCT Ca 3HAYMTEIIHO TO-
HUCKH, OTKOJIKOTO B cepyma Ha marueHTd ¢ PsA 9,421 + 10,280 (ng / ml) (x = Sd)
cpemry 21,186 + 16,483 (ng / ml) (x £ Sd) Sig . (uByctpanno) = .000. Cpennu
croiHocti Ha IL-23 B cHHOBHMalHAaTa TEYHOCT HA MalMEHTH ¢ PSA W ¢ kpucrtaiu
12,458 + 2,65 (ng/mi) (x = Sd), B cpaBHeHHEe ¢ Te3u 0e3 Kpucrtanu, koero € 5,029 +
1,22 (ng/mi ), pa3nukaTta Mexay ABeTe Ipynu € 3HauurenHa (t = 10,89 (df 155), cur.-
.000.
HN3Boau

HuBoro na IL-23 B cuMHOBHaJHaTa TEYHOCT HA MAUUMEHTH C IICOPUATUYECH
apTpUT € 3HAYUTEIIHO I[I0-BUCOKO TIPpM TAUMEHTH C BHUCOKAa AaKTUBHOCT Ha
3a00J15IBaHETO, KOETO € CBBP3aHO C IMO-TEXKa CTaBHA JCCTPYKIHMS M YCHJIBAaHE Ha
BB3IMAIIUTEIHUS ITPOLIEC.

British Pain Society - 55th Annual Scientific Meeting,

4. St. Popova-Belova, M. G. Geneva-Popova, K. Kraev, V. Popova, ,,Joint
pain and examination of synovial fluid in patients with psoriatic arthritis Abstract*,

(ID=0028) BPS2022 - Confirmation of Receiving Abstract Ref. 0028

Background and Aims

Psoriatic arthritis (PSA) is a heterogeneous and inflammatory disease with a
variety of clinical manifestations. One of the most characteristic symptoms is an acute
joint attack, which is characterized by swelling, warming, redness of the joint.

The aim of the study was to examine the Joint pain in patients with psoriatic
arthritis, assessed by examination of synovial fluid.

Methods: 156 patients with psoriatic arthritis was studied (56 of them with
DAPSA<I14, 50 with DAPSA>14.1<28, and 50 with DAPSA>28.1). Control groups
included 50 patients with activated gonarthrosis and 10 healthy volunteers. The
synovial fluid was taken by arthrocentesis by an experienced rheumatologist, after
signing the informed consent of all persons examined and observing the principles of
Good Clinical Practice. The synovial fluid study was conducted in the Immunology
Laboratory of the Bulgarian Academy of Sciences, Sofia through ELISA. Statistical
processing includes descriptive and correlation analyzes, with statistical significance
p< 0.05.

Results: All patients had ultrasound-proven hydrops and after arthrocentesis,
synovial fluid was tested for crystals. Patients were divided into two groups - group A
- 37 (23.71%) patients - with crystals in synovial fluid and group B 119 (76.62%)
patients - without crystals. Most often, patients without synovial fluid crystals reported
mild to moderate pain (75.6%) of all subjects, while 90.5% of patients with synovial
fluid crystals reported having unbearably severe pain as assessed by VAS. The
Pearson Chi-Square test was 106,221, (df 3) , sig. (2-sided) = 0.000.Kendall's tau-b
and Spearman Correlation also have sig. (2-sided) = 0.000, therefore it is assumed that
patients with crystals in the synovial fluid have a significantly higher strength of pain
examined by VAS in millimeters compared to patients without crystals. Most often
patients without crystals in synovial fluid have low disease activity (54.6%), while
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75.7% of patients with crystals in the synovial fluid have high disease activity assessed
by DAPSAS index.

Conclusion: 23.71% of patients with PsA have crystals in their synovial fluid.
In these patients the pain is stronger and they have a higher disease activity, which
requires more aggressive anti-inflammatory treatment.
Keywords: Joint pain, synovial fluid, psoriatic arthritis
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BbBeaenue

[Tcopuatnynust aptput (PsA) e xereporeHHO W BB3MAIUTEIHO 3a00JsIBAaHE C
pa3WyHU KJIMHUYHU NpOsiBU. EAMH OT Hali-XapakTepHUTE CUMIITOMH € OCThpP CTaBEH
IPUCTBHII, KOUTO ce XapaKTepusupa C MojJyBaHe, 3aTOIUISHE, 3aUepBsIBaHE HAa CTABATA.

HenaTa Ha u3cneaBaHEeTO € Ja ce u3cieaBa 0ojikara B CTaBUTE MPH MALUEHTH C
IICOPUATUYEH apTPUT, OLICHEHA YPE3 U3CJIEIBAHE HA CHHOBUAIHA TEYHOCT.

Meroan: N3scnenBanu ca 156 manueHTH ¢ ncopuatuueH apTpur (56 or TiX ¢
DAPSA<14, 50 ¢ DAPSA>14.1<28 u 50 ¢ DAPSA>28.1). Konrponaute rpymnu
BirouBar 50 TAlMEHTH ¢ aKTUBUpaHa ToHapTpo3a u 10 3apaBu  10OPOBOIIH.
CrHOBHaNHAaTa TEYHOCT € B3€Ta 4Ype3 apTPOLIEHTE3a OT OMUTEH PEBMATOJIOT, CIIEN
MOJIMKMCBAaHE HA MHGOPMHUPAHO ChIJIacMe Ha BCHUKH IMperjieflaHu JUIa U clia3BaHe Ha
npuHuunure Ha JloOpata KiIMHWUYHA mpakThka. M3cineaBaHeTo Ha CHHOBUATHATA
TEYHOCT € M3BBpIIeHO B ImyHonornuna nabopatopust Ha BAH, Codus upe3 ELISA.
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Cratuctuueckata oOpaboTKa BKJIOUBA ONUCATEIEH M KOpEJIAlMOHEH aHaJu3, ChC
cratuctuyecka 3HauuMoct p< 0.05.

PesyaraTu: Beuuku mainueHTH ca ¢ yATPa3BYKOBO JOKa3aH XHUAPOIC U CleN
apTpoIeHTe3a CHMHOBHATHATA TEYHOCT € HW3Cclie/BaHa 3a Kpucrtanu. llanuenture ca
pasneneHu Ha ABe rpynu - rpyna A - 37 (23.71%) nanueHTH - ¢ KpUCTaJId B
cuHoBHasIHaTa TeyHoCT U rpyna b 119 (76.62%) nauuentu - 6e3 kpuctanu. Haii-uecto
nanueHTuTe 6e3 KpUCTail Ha CHHOBHATHATA TEUHOCT ChOOIIABAT 32 JieKa J0 yMepeHa
oonka (75,6%) oT Bcuuku cyOektH, aokato 90,5% OT malueHTUTe C KpUCTald Ha
CHMHOBHAJIHATa TEYHOCT CHOOIABAT 3a HEIIOHOCHMO CHJIHA 0O0JKa, olleHeHa oT VAS.
Xu-kBajgpat TecThT Ha [TubpchH Oeme 106,221, (df 3), cur. (2-ctpanno) = 0,000. Tau-
b Ha Kendall u xopenanusita Ha Spearman cbino umar sig. (2-crpanno) = 0,000,
CJIeZIOBATEJIHO CE MpUeMa, Y€ MAIUEHTUTE C KPUCTAIM B CHHOBHUAJIHATA TEYHOCT UMAT
3HAYUTENIHO IO0-BUCOKA cujia Ha Oonkarta, u3ciieqsaHa oT VAS B MunumeTpu, B
CpaBHeHHME C mamueHTtutre 0e3 kpuctanu. Haif-uecto manmentutre 06e3 KpucTaaud B
CHHOBHAJHAaTa TEYHOCT MMaT HHCKa aKTUBHOCT Ha 3abomsBanetro (54,6%), mokaTo
75,7% OT MalMEHTUTE C KPUCTAIM B CHHOBHAJIHATA TEYHOCT UMAT BUCOKA aKTUBHOCT
Ha 3a0015BaHeTO, OorlcHeHa Ype3 uHaekca DAPSAS.

3akiarouenue: 23,71% ot nauuenture ¢ PSA uMar kpucranu B CHHOBHAIHATA
TeqHocT. [Ipu Te3u narueHTn OoKaTa € mo-CHUJIHAa M T¢ HMAT ITO-BUCOKA aKTHBHOCT Ha
3a00JIIBaHETO, KOETO U3MCKBA MO-arpeCUBHO MPOTUBOBB3MAIUTEIHO JICUCHHUE.

2022 rognHa
WCO-IOF-ESCEO 2022, March 24-26, 2022, World congress of
osteoporosis, osteoarthritis and musculoskeletal diseases, Berlin, Germany

P394

5. S. Popova-Belova, M. G. Geneva-Popova, K. R. Kraev, V. Popova, A.
Batalov, "MMP-3 AND MPO in serum and synovial FLUID OF PATIENTS WITH
IN RHEUMATIC DISEASES”, WCO-IOF-ESCEO 2022, March 24-26, 2022, World
congress of osteoporosis, osteoarthritis and musculoskeletal diseases, Berlin,
Germany, 2022, Virtual, p394

’Medical University - Plovdiv, Faculty of Medicine, Propedeutics of Internal Diseases,
UMHAT "Sveti Georgi" Plovdiv, Rheumatology, 2Medical University - Plovdiv,
Faculty of Medicine, Propedeutics of Internal Diseases, UMHAT " Kaspeia” Plovdiv,
Rheumatology, Plovdiv, Bulgaria

Objective: The study of biomarkers in synovial fluid in patients with rheumatic
diseases is a challenge. The aim of the study was to investigate the levels of MMP-3
and MPO in serum and synovial fluid of patients with rheumatic diseases.

Methods: In the study for the period 2018-2021,156 patients with CASPAR
criteria for Psoriatic arthritis (PsA) age of 59.00+13.18 (range 29-82 y), 50 patients
with activated gonarthrosis (GoA) age of 61.48+11.01 (range 49-81 y) and 15 patients
with rheumatoid arthritis age of 55.22+7.21 (range 29-73 y) were analyzed. Serum and
synovial fluid samples were examined by human matrix metailoproteinase-3 (MMP-3)
ELISA Kit, Elabscience Biotechnology Inc., USA, and human myeloperoxidase
(MPO) ELISA Kit, Wuhan Fine Biotech Co., Ltd., China. Descriptive statistics,
parametric and nonparametric tests, linear regression, and binary logistic analysis
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using computer statistical program SPSS, Vers 26 were used for statistical data
processing, with p<0.05.

Results: Serum levels of MMP-3 and MPO correlate with the age of the
patients and the duration of the disease in al! patients. A strong significant relationship
were found between the concen-tration of MMP-3 and MPO in the synovial fluid and
the concen-trations of circulating MMP-3 and MPO in the patients with PsSA
(Rs=0.704; p=0.001) and with RA (Rs=0.854; p=0.01). The mean values of MMP-3
and MPO in synovial fluid were significantly lower than in the serum of patients with
PsA. The higher level of MMP-3 and MRO strongly correlate with the indices for
disease activity In patients with PsA, RA and GoA.

Conclusion: MMP-3 and MPO can be used as biomarkers for a severe and
aggressive course of the disease in patients with GoA, PsA, RA. Their higher level
strongly correlates with the indices for disease activity in patients with PsA, RA and
GoA.
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VIRTUAL

M. I. I'enesa-Ilonosa. K. Kpaes, B. [lonosa, A.. bamanos, ,, MMP-3 U MPO
m cepym u cunosuarna TEYHOCT HA [HAIHUEHTH C PEBMATHYHH
3ABOJIABAHUA “, WCO-I0OF-ESCEO 2022, March 24-26, 2022, World congress of
osteoporosis, osteoarthritis and musculoskeletal diseases, Berlin, Germany, 2022,
Virtual, p394

Len: M3cnenBaneTo Ha OMOMapKepH B CHHOBHATHATA TEYHOCT MPH MAIIMEHTH C
peBMaTuyHM 3a00sisiBaHUSl € Ipeau3BUKarencTBo. Llenta Ha wW3cieaBaHeTo € Ja ce
n3cinensar HuBara Ha MMP-3 m MPO B cepyma u CHHOBHaJIHATa TEYHOCT Ha
NAIMEeHTH C PEBMaTHYHU 3200 IsIBAaHHS.

Meroau: B mpoyuBanero 3a mnepuoma 2018-2021 r. 156 mnauumentu c
kputepunte Ha CASPAR 3a mcopuatuuen aptput (PsA) na BB3pact 59,00+13,18
(mnamazon 29-82 roaunu), 50 marueHTy ¢ akTUBHUpaHa roHapTposa (GoA) Ha BB3pacT
61,48+11,01 ( mmnanason 49-81 rogunu) u 15 manueHTH ¢ PEeBMATOMIEH apTPUT Ha
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BB3pacT 55,22+7,21 rogunu (nuama3oH 29-73 roaunu) ca aHanuzupanu. [Ipodute ot
CepyM M CHHOBHAJIHA TEYHOCT OfXa W3CICABAHM C YOBEIIKM MAaTPHUKC
metamnonporenrasa-3 (MMP-3) ELISA Kit, Elabscience Bio—technology Inc., CAIII,
u yoemku muenonepokcuaaza (MPO) ELISA Kit, Wuhan Fine Biotech Co., Ltd.,
Kuraii. 3a craructuuecka oOpaboTka Ha JaHHU OsiXa HM3MOJI3BaHU JIECKPUNTHUBHA
CTaTUCTHKA, IapaMETPUYHU M HEMapaMeTPpUYHU TECTOBE, JIMHEHHA perpecus Hu
JIBOMYEH JIOTUCTHUYEH aHaju3 C MOMOLITAa Ha KOMIIOThPHA CTAaTUCTHYECKA MpOrpama
SPSS, Vers 26, ¢ p<0,05.

Pesynratu: Cepymuure HuBa Ha MMP-3 u MPO xopenupar ¢ Bb3pacTTa Ha
NAIMEHTUTE U MPOABIKUTEIIHOCTTAa Ha 3a00JsBaHeTo npu al! manueHTH. YcraHoBeHa
€ CUJIHA 3HaUYMMa Bpb3Ka MexAy KoHIeHTpanusata Ha MMP-3 u MPO B cunoBuannara
TEYHOCT U KOHIeHTpauuute Ha mupkyaupam MMP-3 u MPO npu nanuentu ¢ PsA
(Rs=0,704; p=0,001) u ¢ RA (Rs=0,854; p=0,01). Cpegaute ctoitHocTt Ha MMP-3 u
MPO B cHHOBHaJIHATa TEYHOCT CAa 3HAYUTEIHO MO-HUCKH, OTKOJKOTO B CepyMa Ha
nanuentu ¢ PsA. Ilo-Bucokoro HuBo Ha MMP-3 u MRO cunno xopenupa c
MOKAa3aTeIUTe 3a aKTUBHOCT Ha 3abosiBaHeTo npu nanueHT ¢ PsA, RA u GoA.

3axmrouenne: MMP-3 u MPO Morar na ce u3moii3BaT Karo OMOMapKepu 3a
TEKKO U arpeCUBHO MPOTHUYAHE Ha 3a0osiBaHeTo TipH nanuentu ¢ GoA, PsA, RA. Tlo-
BHCOKOTO UM HHMBO CHJIHO KOpEJIHMpa C MOKa3aTeluTe 32 aKTUBHOCT HA 3a00JSBaHETO
nipu nanueHTu ¢ PsA, RA u GoA.
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,,OCTEOIIOPO3A IIPU ITAL[UEHTH C IICOPUATUYEH APTPUT*, WCO-10F-
ESCEO 2022, March 24-26, 2022, World congress of osteoporosis, osteoarthritis and
musculoskeletal diseases, Berlin, Germany, 2022, Virtual, p395

[Tarmentute ¢ mncopuatuueH aptput (PsA) oOMKHOBEHO ca ¢ HAJAHOPMEHO

TErJ0, UMaT METAa0OJUTEH CHHJPOM U CHIBTCTBAILO ChPACYHO-CHIOBO 3a00JISBaHE.
[Ipu TX pAIKO c€ OTKpHUBA OCTEOIIOPO3a.
Hactosimoro mnpoyuBane ce (okycupa BbpXy uYecToTara Ha OCTEONopo3ara Hu
UACHTUPUIIMPAHETO HA MOTEHIMAIHU PUCKOBU (DAKTOPH, CBbP3aHM C MMO-HUCKA KOCTHA
MuHepanHa mIbTHOCT (BMD) B nym6anuus rppOHak M mwuiikata Ha OeapeHaTa KOCT
Mpu nanueHTu ¢ PSA B cpaBHeHUE ¢ maneHT ¢ peBMaTouaeH apTpuT (RA).

Ilenta Ha M3CIEIBAHETO € J]a CE CPaBHAT YECTOTaTa U PUCKOBUTE (hAaKTOpHU 3a
pa3BUTHE Ha OCTEONOPO3a MPH MALMEHTU C MCOPHUATHYEH apTPUT U C PEeBMATOMJICH
apTpUT.

[IpoyuBaneto BkitouBa 90 mauuentu ¢ PsA u 90 mauuentu ¢ RA, cxogHu no
MoJI, BB3pPACT W MNPOABIDKUTENTHOCT Ha 3a0onsBaHero. Bcuuku manuveHTH ca
noanoxkeHn Ha DXA Ha nymOannusa rppOHaK M muiikata Ha OeJpeHara KOCT. 3a
ocreornopo3a ce mpuema croiHocT Ha DXA ot -2,5. Pesynratute 6gxa aHanmu3upanu ¢
NOMOLITa Ha cTaTucTudecka nporpama SPSS, Bepcus 26, npu p0.05.

Pesynratu: Octeonenus ce HabmoaaBa npu 26% ot naruentute ¢ RA u 14%
oT manueHTuTe ¢ PsA, xaro paznmkara Mexay aBere rpymnu e 3HauuMma (p<0.05).
OcTteonopo3a B yMOanHus OTJeN Ha TpbOHauHMs cTHIO ce HabmoaaBa npu 47.7% ot
nanueHtTutre ¢ RA u npu 38% ot nmauuenture ¢ PSA, kaTo pazinukata MEXAY IBETE
rpynu He e 3HaunMa (p>0.05). Octeonopo3a B OeapeHara muiika ce HabJt01aBa MpU
42% ot nauuentutre ¢ PA u npu 8,2% ot mauuentute ¢ IIcA, kato pasznukara B
rpynute e 3Hauuma (p<0,001). Hsama Bpb3ka MexIy ocTeomopo3ara Ha JTyMOalHHS
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rppOHavYeH CTHIO M BB3pacTTa WM BpeMeTo Ha pa3zButue Ha PsA. Hanuuwero Ha
ocTeonopo3a npu nanueHTy ¢ RA e no-uecto npu namueHTH ¢ BUCOKAa aKTUBHOCT Ha
3a00J151BaHETO, JIMIICA HA OMOJIOTMYHO JIEYEHUE M ChI'BTCTBALLlA IATOJIOTHMsS Ha
IIMTOBHIHATA >kJie3a. Hamnunero Ha octeonoposa npu manueHTtu ¢ PsA e mo-gyecto
IIPU MMAaLUEHTU C AaKCUAIHO 3acsraHe, XUIEPTOHUS U UCXEMHUYHA OOJIECT Ha CHPIIETO.

3axmmouenue: Jlokanuzanusra Ha OCTEONOpO3ara Ha JyMOamHHs T'pbOHauyeH
CTBI0O € Mo-yecTa Mpu nauueHTH ¢ PSA, OTKOIKOTO ocTeomopo3ara Ha IIMHKaTa Ha
Oenpenara koct. /luarnosara e nedeHuero Ha octeonoposara npu PA u IICA TpsoOsa
na ObJie 4acT OT UAJIOCTHUS Jie4eOeH alrOpUThM IIPH TE€3H MaLUEHTH.

1. Rojas Herrera SM, Abascal 1B, Fernanddez-Martos MP, et al. Osteoporosis in
psoriatic arthritis. Presented at: ACR Convergence 2021; November 3-10, 2021.
Abstract 1325.

2. Frediani B, Allegri A, Falsetti P, Storri L, Bisogno S, Baldi F, et al. Bone
mineral density in patients with psoriatic arthritis. J Rheumatol 2001;28:138-43.

3. Pedreira PG, Pinheiro MM, Szejnfeld VL. Bone mineral density and body
composition in postmenopausal women with psoriasis and psoriatic arthritis. Arthritis
Res The- 2011;13:R16.

4. Dreiher J, Weitzman D, Cohen AD. Psoriasis and osteoporosis: a sex-specific
association? j T~ve3r Dermatol 2009;129:1643-9.
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SEVERE VERTEBRAL
FRACTURES IN MALE PATIENT WITH ANKYiOSSNG
SPONDYLITIS AND SECONDARY

OSTEOPOROSIS

7. K. Krae!. M. Geneva-Popova, S.
Popova, V. Popova, Y.

Basheva-Kraeva, M. Kraeva

WCO-IOF-ESCEO 2022, March 24-26, 2022, World congress of osteoporosis,
osteoarthritis and musculoskeletal diseases, Berlin, Germany, 2022, Virtual, p 429

Objective: The current clinical report is to present uncommon case of male patient
with secondary osteoporosis and corresponding fractures of the lumbar spine.

Methods: In this case report we have included one male patient with ankylosin
spondylitis. For the measurement of the BMD DXA of the spine is performed an
for proper imaging a CT-scan of the affected area is made.

Results: 45-[¥ear-old male is dladqnosed with ankylosing spondylitis 20 y ago. In the
be%:nnlng the therapy included NSAIDs and intermittent use of corticosteroids
both oral or muscularPatients underwent treatment with several biologic agents al!
of them with variable effect. Current complaints of the patients include severe pain
in his lumbar area, accompanied by numbness in both his legs. No effect is seen
from the use of NSAIDs, CS and even opioid analgesics. To further clarify the
condition DXA T-score Is performed on the spine and T-score (-3.3) gave us
evidence of underlying osteoporosis. CT scan of the Lumbar spine is performed
and fractures grade 3 are seen on 2 of the lumbar vertebras. Consultation with
neuro-surgeon was scheduled for the patient and he was scheduled for
vertebrop astg. After the successful operation all the symptoms disappeared and
patient went back to his normal daily activities.
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inclusion: Throughout the years very often we forget that males i so suffer from
osteoporosis both from aging and hypogonati- ism. In addition to this our patients
are also exposed to increased ;sk of osteoporosis both due to the cytokines seen in
the inflammatory rheumatic diseases and the corticosteroid treatment. All other
possible causes are excluded. This clinical case is an example of male patient with
osteoporosis both due to his main disease and his treatment.
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K. Kpaes. M. I'enesa-Ilonosa, C. [lonosa, B. Ilonosa, ﬁ.Bameea—Kpaeea, M.
Kpaesa, TE)XKKU ©®PAKTYPU HA [IPELIJIEHN [IPU ITALJUEHT OT MB)X C
AHKHOCEH CIIOHAHUJIAT U BTOPUYHA OCTEOIIOPO3A4

en: Hacroamuar kIMHUYEH AOKIAA € Jla MpEeJACTaBU HeOoOWYaeH ciaydaidl Ha
MalMeHT OT MBXKKH IOJ ¢ BTOPHUYHA OCTEONOpO3a U CHOTBETHUTE (paKTypu Ha
JTyMOanHus rpbOHaK.

Meronu: B TO3M moknaj 3a ciydas CME€ BKIIFOUWIIM €IUH MAlUEHT OT MBKKHU
MoJa ¢ aHkujo3upanl cnoHawiIuT. 3a m3mepBaHe Ha KMII ce um3pbpmBa DXA Ha
rppOHaYHUS CTHJIO W 32 MPABUIHOTO wu300pa3sBaHe ce€ TPaBHM KOMITIOThpPHA
ToMorpadus Ha 3acerHarara o0JacT.

Pesynratu: Mbxk Ha 45 roAMHU € JUATHOCTULIMPAH C AHKUJIO3UpPAIll COHIUIUT
npeau 20 rogunu. B nHawanoro tepanusara BkiatouBanie HCIIBC u mHTEepMHUTEHTHA
ynorpeba Ha KOPTHUKOCTEPOWIM KAaKTO IMEpOpaiHH, Taka W MyckynHu. [lanmenture
0s1xa TIO/IJI0KEHHU Ha JICUCHHUE C HAKOJIKO OMOJIOTMYHM areHTa aj! oT TAX ¢ MPOMEHJIUB
edekT. TekyluTe omIaKkBaHus Ha MAlMEHTUTE BKJIIOUYBAT CUIHA 00JKa B TymOanHaTa
oOnact, mpuapykeHa OT M3TpbIIBaHE Ha JBara Kpaka. He ce mHabmiogaBa e(exT oT
ynorpebara Ha HCIIBC, KC u nopu onuouaHW aHaiITeTUIM. 3a IO-HATATBIITHO
u3sicHsiBaHe Ha cbeTosiHneTo DXA T-score ce m3BbpuiBa Ha rpbOHauHUs CTHAO U T-
score (-3,3) HM mAaae MOKA3aTEICTBO 3a MOJJIEXKala OcTeonoposa. M3BwbpiiBa ce
KOMIIOTBbpHA ToMorpadus Ha JTyMOamHus TPHOHAK U ce BMXKIAT (PaKTypHu CTEHeH 3
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Ha 2 or nymOanmHuTe mpenuieHW. Ha mamWeHTa € Ha3HA4YeHa KOHCYJTAIMs C
HEBPOXUPYPT M My € Ha3zHadeHa BepreOporuractuka. Crep ycmelmHara orneparus
BCUUYKH CHMIITOMH M34Y€3HaxXa U MalMeHTHT C€ BbpPHA KbM HOPMAITHUTE CH €XKETHEBHH
JICUHOCTH.

Rald s R
SR g s s

Hpe3 T'OJWHHUTE MHOI'O 4€CTO 38.6paB$IMC, 4€ MBIKCTC CTpadaT OT OCTCOIOPO3a KAaKTO
OT CTApCCHCTO, TaAKa U OT XUIIOrOHATU3MaA. B JOITBJIHCHUEC KBbM TOBA HAIIUTC IMMallUCHTHU
ChbIIO Ca M3JIOKCHH HAa INOBHIICH PHUCK OT OCTCOIIOpPO3d, KAKTO IIOpaIrd HUTOKHUHHUTC,
Ha6JIIO)IaBaHI/I IIpru BBINAIUTCIIHU PEBMATUYHU 33,60J'I$[B3,HI/I$I, Taka W 1Oopagn
JICHCHUCTO C KOPTHUKOCTCPOUIN. Bcuukn APYrd Bb3MOXHHW INPUYINHH Ca HU3KIIOUYCHH.
To3u KIMHUYEH cnyqaﬁ € IMPUMCPp 3a MAOUCHT OT MBKKHU IIOJI C OCTCOIIOPO3a KAKTO
Imopaau OCHOBHOTO MY 3360J’I}IBaHe, TaKa U 1mopaaun JICYHCHUCTO MY.
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8.V. Popov!. M. Geneva-Popova, K. Kraev, S. Kartev,1. Popov: OUR
EXPERIENCE AND ANALYSIS OF QUALITY OF LIFE AND CHANGES IN BMI
IN PATIENTS TREATED WITH TERIPARATIDE, WCO-IOF-ESCEO 2022, March
24-26, 2022, World congress of osteoporosis, osteoarthritis and musculoskeletal
diseases, Berlin, Germany, 2022, Virtual, p 200

Objective: To assess the change in BMD and quality of life in patients
treated with teriparatide at 0-12-18 and 24 months of treatment using the SF-36
8uest_|onna|re. Patients with vertebral fractures, in addition to physical pain, have a

eteriorating quality of life with relevant economic, social, emotional and global
aspects. Teriparatide is a recombinant human PTH containing 1-34 amino acid
sequences of the natural PTH molecule. _ _ _ _
Methods: 15 patients aged 65-83 y were studied, of which 9 patients with 2-4
vertebral fractures - primary initiation of therapy with teriparatide (group 12 and 6
patients with severe osteoporosis with insufficient response to current treatment -
worse indicators - secondary start of treatment with teriparatide - (group 2). Mean
baseline of BMD T-score in group 1 BMD T-score - 3.58 SD, and in group 2 -
BMD T-score - 3.92 SD. The evaluation intervals with SF-36 questionnaire and
BMD are 0-12-18-24 months. Control gbroulz of 20 patients (group 3) -
homogeneous in terms of demographic data, but heterogeneous in terms of therapy
- BMD T-score - 2.98 SD.
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Results: The observed improvement in BMD is still at 12 months in both
groups of patients, and this improvement continues at 24 months / 6 months after
stociagm%theragy /. BMD at 12 months improved on average by 0.42 SD / p<0.001 /
an .21 SD / p<0.001 / at 24 months in theogrou_p with vertebral fractures and
by 0.39 SD / p (0.001) and 0.19 SD/ p<0.001 (in the second gr_ouE without
teriparatide treatment fractures). In the control group, an improvement in BMD was
reported only at 24 months, with 0.18 SD. At the 18th month, no st_atlstlcal%
significant difference in BMD was reported in any of the groups. Regarding SF-3
ques- r-Dnnaire - the highest level of improvement is reported in groups s'd 2 in the
level of pain - average |mgrovement in group 1 at IS and 24 months by 40 and 30%
/ p<0.001 / and 35 and 23% / :<C.QO01 i in group 2, physical function in group 1
with 23% and f p<0.001 / and in glgoup 2 with 20% at 18 and 15% / p<0.001
/ p<0.001 / in terms of emotions. The quality of life at 18 and 24 months changes as
follows: in %roup 1 by 42% and 30% respectively (p<0.001), in group 2- 37 and
39% / p<0.001 / and grey: 3- 27 and 22% p<0.001)§

Conclusion: Teriparatide treatment improves not only BMD leveis but aiso
quality of life, especially in patients with vertebral fractures. in addition,, the
improvement continues after it is stopped.

1. U

B.llonosa, M.l enesa-Ilonosa, K.Kpaes, C.Kvpmes, He.llonos, , HALLIHUAT
OIIUT U AHAJIN3 HA KAYECTBOTO HA JKUBOT U IIPOMEHUTE B UTM [IPU
HHAIJUEHTH, JIEKYBAHU C TEPUIIAPATH]]

en: [a ce onenu npomsHata B BMD u kauecTBOTO Ha KMBOT IIPU NALIMEHTH,
nexyBaHn ¢ Tepunapatua Ha 0-12-18 m 24 mecema jedeHwe, KaTO C€ H3IMOI3Ba
BBIPOCHUKBT SF-36. [lamuentute ¢ BepTeOpaiHu (pakTypu, B JOMBIHEHHE KbM
¢dusznueckara Ooilka, HWMAaT BIOIIEHO KAadyeCTBO HA KHUBOT CbC CHOTBETHHUTE
WKOHOMUYECKH, COIIMAHU, €MOILMOHAIHM M TIJIO0ATHU acmeKkTu. Tepumapatun e
peKOMOUHAHTEH YOBEIIKHU IITX, ChIbpIKaI] 1-34 aMUHOKHCEJINHHU
IIOCJIEIOBATEIHOCTH OT ecTecTBeHaTa moiiekyna Ha [ITX.

Mertonu: N3cneasanu ca 15 marueHTH Ha BB3pacT 65-83 roguHu, OT KOUTO 9
nanueHT ¢ 2-4 BepteOpanHu (pakTypu - MBPBUYHO 3allOUYBaHE Ha Tepamus C
tepunapatuj (rpymna 1) u 6 manueHTH ¢ TeXKa 0OCTeONnopo3a ¢ HEJOCTaTbU€H OTTOBOP
Ha TEKYyLIOTO JICYEHWE - MO-JIOLIM IOKa3aTelu - BTOPUYHO HAYaJlO Ha JICUCHHE C
tepunapatu - (rpyna 2). Cpenno uzxonno HuBo Ha BMD T-score B rpyna 1 BMD T-
score - 3.S8 SD, u B rpymna 2 - BMD T-score - 3.92 SD. MUnaTepBanute 3a OleHKA C
BeIpocHUK SF-36 u BMD ca 0-12-18-24 mecena. Kontponna rpymna ot 20 nmanueHTu
(rpyma 3) - XOMOTr'eHHa 10 OTHOIICHHUE Ha JeMOrpad)CKUTE TaHHU, HO Pa3HOPOJHA IO
OTHoIlIeHHuEe Ha TepanusTa - BMD T-score - 2.98 SD.

Pesynratn: HabmonaBanoro nomobpenue sa BMD e Bce omie Ha 12 mecena u
npy JBETE IPYNH MalMeHTH, KaTo ToBa MOJ00peHre mpoabkaBa U Ha 24 Mecena /6
Mecena cieji cnupaHe Ha TepanusTa/. BMD nHa 12 mecena ce momoOpsiBa CpeaHo C
0,42 SD / p<0,001 / u ¢ 0,21 SD / p<0,001 / Ha 24 mecena B rpynata ¢ BepTeOpaHu
¢pakrypu u ¢ 0,39 SD / p (0,001) u 0,19 SD / p<0,001 ( BB BTOpara rpymna 6e3
JedeHue ¢ tepumnaparun ppaxtypu). B konTponnara rpyna monoopenne Ha KMII e
otueTeHo enaBa Ha 24-ms mecernp ¢ 0,18 SD. Ha 18-ug Mecenr He € oTdeTeHa
CTaTUCTHYECKH 3HauMMa pazirka B BMD B Huto enna ot rpynure. OTHOCHO BbIIpoca
SF-36 r-Dnnaire - Haif-BHCOKO HMBO Ha MMOJ00pEHHUE ce€ OTUUTA B rpymu s'd 2 B HUBOTO

Ha OosikaTa - cpeaHo noaoopenue B rpymna 1 mpu IS u 24 mecena ¢ 40 u 30% / p<0,001
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/n35u28% /:<C.Q01 i B rpyna 2, pusuuecka ¢pynkmus B rpyna 1 ¢ 23% u f p<0,001
/u B rpyna 2 ¢ 20% mpu 18 u 15% / p<0,001/ p<0.001 / mo oTHOIIEHUE HA EMOIMHTE.
KavecTtBoTO Ha XMBOT Ha 18 u 24 meceln ce NMpPOMEHs KakTo clieBa: B rpyna |
cboTBeTHO € 42% u 30% (p<0.001), B rpyna 2- 37 u 39% /p<0.001/ u cuso: 3- 27 u
22% (p<0,001)

3axnroyenue: JleueHueTo ¢ TepurnapaTia nogo0psiBa He camo HUBOTO Ha BMD,
HO U KaueCTBOTO HAa *KUBOT, OCOOCHO MPH MAIMEHTH ¢ BepTeOpaiHu (PpaKTypu. OCBEH
TOBA NOAO0OPEHUETO IPOABIKABA U CIIEN CIIUPAHETO MY.

P201

9. V. Popova, M. Geneva-Popova, S. Kartev,1. Popov, K. Kraev
"‘COMPARATIVE ANALYSIS OF SEKUM OPG LEVELS m PATIENTS WITH
ACUTE CORONARY SYNDROME AND RHEUMATOID ARTHRITIS”, WCO-IOF-
ESCEO 2022, March 24-26, 2022, World congress of osteoporosis, osteoarthritis and
musculoskeletal diseases, Berlin, Germany, 2022, Virtual, p 201

Objective: Study of serum osteoprotegerin (OPG) levels in patients with
acute coronary syndrome (ACS) and rheumatoid arthritis RA.

Methods: The groups for analysis are 3, of which the first gr: of ACS
patients consists of 2 subgroups, divided into 46 patients with RA, 49 without RA,
the second group is without ACS and clinically healthy, consisting of 40 patients.
OPG is teste: 24 and 48 h after the start of ACS. The kits used are TNFRSF'9
Human Sandwich ELISA. Detection level - 50 pg/mL - 400 nc mL, minimum
detection level 50 pg/mi, by RayBiotech. Blood is taken at 24 and 48 hours. Serums
of patients after centrifugation were stored in a refrigerator at t -20 -80 ® C. The con-
dition to avoid repeated cycles of freezing and thawing is met. Results: intergroup
analyzes of serum OPG levels at 24 and 48 h were performed using the Kruskal-
Wallis test.

Between the three groups: with RA, without RA and the control,, there was a
statistically significant difference in the leveis of OPG at 24 h, p<0.001, and OPG at
48- p<0.GOL1.

The pairwise comparative analysis shows two significant results regarding the
level of OPG at 24 h. The highest value is In the group with RA (207.71 ng/ml) and
the difference between this and the group without RA (99.30 ng/ ml) is significant,
p<0.001. The second significant difference was between RA and healthy controls
(111.91 ng/ml), p=0.020. There was no significant difference between patients
without RA and healthy controls, p=0.529. The serum level of OPG at 48 h showed
the highest value in patients with RA (143.36 ng/ml) with a significant difference
from those without RA (69.38 ng/ml), p=0.002. On the other hand, no significant
difference was observed between the RA group and the control group (109.53
ng/ml), p=0.513
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B. Ilonosa, M. Ienesa-Ilonosa, C. Kwvpmes, Ilonos, K. Kpaes,
, CPABHUTEJIEH AHAJIU3 HA HUBATA HA cepymen OPG npu IHALJUEHTH C
OCTHP KOPOHAPEH CUH/{POM u PEBMATOW/][EH APTPUT*

Hen: W3cnenBane Ha cepymHHTe HHMBa Ha octeonpoterepun (OPG) npu
NAIUEHTH ¢ OCThp KopoHapeH cuHapoM (ACS) u peBMaTonieH apTput RA.

Metonu: I'pynute 3a aHanu3 ca 3, OT KOUTO I'bpBaTa gr; : Ha MAlUEHTUTE C
OKC ce cbcrom oT 2 moarpymu, paszaeneHu Ha 46 nauuentu ¢ PA, 49 6e3 PA, Bropara
rpyna e 6e3 OKC u knuHu4HO 371paBu, cbeTosma ce oT 40 mauuentu. OPG ce TectBa:
24 u 48 yaca cinen Hadamoro Ha ACS. Uzsnmomssanute xoMmiuiektd ca TNFRSF'Q
Human Sandwich ELISA. HuBo Ha otkpuBane - 50 pg/mL - 400 nc mL, MmuHMMaIHO
HUBO Ha otkpuBaHe 50 pg/mi, ot RayBiotech. KpbB ce B3ema Ha 24 u 48 wyaca.
CepymuTe Ha MAMEHTH CIIEA EHTPOQYTUPaHEe Ce ChXPAaHIBAT B XJIAUIHUK TipH t -20
-80 5 C. YcnoBueTo 3a M30srBaHe Ha TOBTApAIIM C€ IHMKIM Ha 3aMpassiBaHe U
pa3MpassiBaHe € U3ITBIHECHO. Pe3ynraT: MEXIyrpyrnoBH aHAIM3H HA CEPyMHHUTE HUBA
Ha OPG Ha 24 u 48 h Osxa u3BbpiIcHH ¢ momoinTa Ha Tecta Ha Kruskal-Wallis.

Mexny tpute rpynu: ¢ PA, 6e3 PA u KOHTpoiHaTa, UMa CTaTHUCTUYECKU
3HaunMma paznuka B HuBata Ha OIIl" Ha 24 h, p<0.001, u OIIl" npu 48- p<0.GO1.
CpaBHUTETHHAT aHAIHM3 MO JBOWKH TOKa3Ba JBa 3HAYMMHU PE3yJTara 1Mo OTHOIICHHUE
Ha HUBOTO Ha OPG 3a 24 yaca. Haii-Bucoka e croiiHoctTa B rpynata ¢ PA (207.71
ng/ml), kato pasznukaTta Mexay Hes u rpymara 6e3 PA (99.30 ng/ml) e 3Hauuma,
p<0.001. Bropata 3Haunma pasnuka € mexay RA u 3apaBu konTponu (111.91 ng/ml),
p=0.020. Hsma 3HaumMma pasznuka Mexay nauueHtu 6e3 RA W 31paBu KOHTPOIIH,
p=0.S29. Cepymnoro HuBo Ha OPG Ha 48-us yac moka3Ba Hali-BHCOKa CTOMHOCT IpH
narueHTH ¢ RA (143.36 ng/ml) cve curnudukantHa paznuka ot te3u 6e3 RA (69.38
ng/ml), p=0.002. Ot apyra ctpaHa, He ce HaOIOJaBa 3HAYMMa pa3IUKA MEKITY
rpymnata ¢ PA u xonTposHaTa rpymna (109,53 ng/ml), p=0,513
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Mariela Geneva-Popova
Medical University of
Plovdiv, Plovdiv,
Bulgaria

“HIGH INTENSITY LASER THERAPY IN PATIENTS WITH RHEUMATOID
ARTHRITIS”, Abstract book

Yuactue B European forum for research in rehabilitation, 2021

Reumatoid arthritis (RA) is a chronic inflammatory autoimmune disorder that
causes irreversible joint damage and decreased quality of life. Physical and
Rehabilitation medicine and its variety of therapeutic modalities in the treatment of
patients with RA along with pharmacotherapy. A systematic review of Chia et al. finds
that ides significant immediate pain relief and improves function in patients with
rheumatoid arthritis [1]. Most of the feet of Low Level Laser Therapy. In the available
literature there is lack of trials that assess the effect of High Intensity Laser Therapy
(HILT).

To study the effect of High Intensity Laser Therapy (HILT) on the arthropathy
of the hands in patients suffering from RA.

A total of 10 cases with RA have been included up to now-mean age 61.6 years
with adisease duration 16.4 years average. They underwent 7 sessions of HILT applied
on the hands once a day for aperiod of 1 week. The outcome measures used were
visual analogue scale (VAS) for pain, grip-strength andfunction according to Patient-
Rated Wrist and Hand Evaluation (PRWHE) questionnaire. The assessment was
performed at baseline and after the end of the treatment.

A significant relief in pain and improvement offunction were observed. VAS
changed from 6.6+£0.56 SE t04.9+0,51 SE (p<0,05), grip-strength from 3.9+1.68SE
t08+2.99SE (p<0,01) and PRWHE score from 69.6+1,72SE to 55,6+3,99SE (p<0,01).

The preliminary results of our pilot study are promising and we may suggest
that HILT could be considered as an effective and safe therapeutic option for relief of
the symptoms and improvement of function in patients with RA.
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References: 1. Chia WC, Chang CH, Hou WH; Wen-Chun Chia and Ching-
Hsiang Chang contributed equally to this paper.. Effects of laser therapy on
rheumatoid arthritis: A systematic review and meta-analysis. Am J Phys Med
Rehabil. 2.021 Feb 1. doi: 10.1097/PHM.0000000000001711

Anexcanopa Hnueea, Mapuena Ienesa-Ilonosa, “BUCOKOHWHTEH3HUBHA
JIABEPHA TEPAITUA [IPU ITALIUEHTH C PEBMATOM[EH APTPUT”

VYuactue B European forum for research in rehabilitation, 2021
Meouyurncku ynusepcumem 6 Ilnosous, Ilnoeous, bvrcapus

Peemarougnust aptput (PA) e XpOHMYHO BB3MAIUTEIHO AaBTOMMYHHO
Pa3CTPOMCTBO, KOETO MPHUYMHSIBA HEOOPATHUMO YBpEXJaHE HAa CTABUTE U BIIOIICHO
KauecTBO Ha >KMBOT. Du3MKaniHa M pexaOWIMTallMOHHA MEIUIMHA U HEWHOTO
pazHooOpa3ue OT TEepaneBTUYHH MOJAITHOCTH TpHU JICYCHHETO Ha TalueHTH ¢ PA
3aeaHo ¢ papmakorepanusara. CucremarnueH nperien Ha Chia et al. otkpuBa, ye Boau
70 3HAYUTETHO He3abaBHO oOJieK4YaBaHe Ha OoJjKaTa W MoAoOpsiBa (GyHKUIUATA MPU
nanueHTn ¢ pesmarouaecH aprpurt [l]. Iloseweto or kpakara Ha Hucko HuMBO Ha
JazepHa Tepanus. B HamuuyHaTa nuTeparypa JIMIICBAT MPOYYBAHUS, KOUTO OICHSBAT
edekTa OT BUCOKOMHTEH3UBHAaTa jazepHa Tepanus (HILT).

Jla ce uscnenBa epekThT OT BHUCOKOMHTEH3MBHAra jna3epHa Tepanus (HILT)
BBPXY apTpoIaTHsiTa Ha PhLIETE NMPHU MAUEHTH, cTpajany ot RA.

O6mo 10 coyuas ¢ RA ca BKIIOYEHH 10 MOMEHTa - CpeJHa BB3pacT 61,6
TOJIMHU ChC CPEeJIHA MPOABIDKUTEITHOCT Ha 3a0omsaBaHeTo 16,4 roguau. Te mpeThprisxa
7 cecun Ha HILT, npunaranu BbpXy pblUETE BEIHBXK Ha JICH 3a Iepuoj OT 1 ceamuua.
W3non3BaHnuTe U3MEPBAaHMS Ha PE3yiTaTUTE ca BU3yaslHa aHanoroBa ckaia (VAS) 3a
Oomnka, cuiia Ha 3axBaniaHe U (QYHKIUS CIIOpea BBIIPOCHUKA 3a OIEHKA Ha KUTKAaTa U
pbkata ot nanuenta (PRWHE). Onenkara € u3pbpiiieHa B Ha4ajaoTO U Clej Kpas Ha
JIEYEHUETO.

HabGmonaBa ce 3HaumTenHo oOJieKkyaBaHe Ha Oojkarta M MoAoOpsiBaHE Ha
dbynkiusara. VAS ce npomens ot 6,6+0,56 SE na 4,94+0,51 SE (p<0,05), cunara Ha
3axBamiane oT 3,9+1,68SE na 8+2,99SE (p<0,01) u PRWHE pesynarar ot 69,6+1,
72SE mo 55,6+3,99SE (p<0,01).

[IpenBapuTenHuTe pe3yaTaTH OT HAIIETO MIJIOTHO MIPOYYBaHE ca oOeIaBallu 1
MoxkeM na mpemnonoxum, ye HILT moxxe ma ce cuura 3a edekTuBHa U Oe3omacHa
TepaneBTUYHA BBH3MOXKHOCT 3a OOJICKYaBaHE HAa CHMIOTOMHUTE W TOJOOpSBaHE Ha
byHKIMATA TPH MTaleHTH ¢ RA.
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11. Mariela Geneva, Stanislava Popova, Krasimir Kraev, Veliehka Popova,
“LL37-ANTIBODIES IN SYNOVIAL FLUID IN PATIENTS WITH PSORIATIC
ARTHRITIS”, Virtual congress

Introduction: Psoriatic arthritis (PsA) is a chronic arthritis that occurs in
30% of patients with psoriasis.E) Despite modern medical developments, there are still
no reliable diagnostic markers for PSA or prognostic biomarkers for the development
of PsA in psoriasis. The identification of predictors of the therapeutic response in PSA
Is leading to "enabling personalized and stratified medical approaches" according to
GRAPPA Cathelicidin LL37 is found in skin lesions in patients with psoriasis.E It
binds nucleic acids and stimulates plasmacytoid / myeloid dendritic cells (pDCs,
mDCs) to secrete type | interferon (IFN-1) and proinflammatory cytokines, becoming
an autoantigen for Thi-Thl7 / CD8 lymphocytes in psoriatic patients.

The aim of the study was to evaluate anti-LL37 antibodies in serum and
synovial fluid of patients with PsA against different control groups.

Material and methods: Serums of 45 patients with active psoriatic arthritis
(DAPSA>14) were examined, 16 of the same patients, after signing informed consent,
arthrocentesis was performed by a rheumatologist and synovial fluid was tested for
anti~LL37 antibody levels. These values were compared with the values of anti-LL37
antibodies in healthy controls, 25 patients with PsA treated with anti-TNF-a-blocker
drugs (DAPSA<4), 30 patients with gonarthrosis.

Results: Anti~LL37 antibodies were tested by ELISA methodology in the
Immunology Laboratory of the Institute of Reproductive Biology, BAS, Sofia. SPSS,
ver 24 was used. The level of anti-LL37 antibodies was significantly higher in the
serum and synovial fluid of patients with active PSA compared to the control group of
healthy individuals (p <0.01). The level of anti-LL37 antibodies is highest in the
synovial fluid of patients with PsA, followed by its level in the synovial fluid of
patients with activated gonarthrosis (p <0.05).The level of anti-LL37 antibodies
significantly correlated with DAPSA (p <0.01).

CONCLUSION Anti-LL37 antibodies correlate with PsA activity. In the

future, they can be used as a biomarker for the diagnosis and prognosis of patients with
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PsA, as well as as a target for treatment. The study of anti-LL37 antibodies in synovial
fluid can be used as a predictor of severe PsA.

1.Hove T.Gudjonsson J. Valditnarssan H, Gudbjomsson 8. Small joint involvement in
pso- riatic arthritis fs associated with onycholysis: the Reykjavik Psoriatic Arthritis
Study. Scand J Rheumatol. 2010; 39(4}:299-302.

2. MCGonagie D. Conagha N P. Emery P. Psoriatic arthntis: a unified concept twenty
years. Arthritis pheum 1999 SEP; 42{9}:1997.

3. McGonagie p. Palmoti Fontana N, Tan A, Benjamin M, Nailing down the genetic
and immunological basis for psoriatic disease. Dermatology. 2010:221 Suppl 1:15-22.

4 McGonagie D. Enthesitis. An autoinflammartory lesion linking nail and joint
involvement in psoriatic disease. J Eur Acad Dermatol Venereci. 2009 Sep; 23(1);9-
13.

11.Mapuena TI'eneBa-IlonoBa, CranucnaBa IlomoBa, Kpacumup Kpaes,
Benuuka Popova, LL37-ANTIBODIES B CHUHOBUAJIHATA TEYHOCT ITPU
[MTAIIMEHTHU C IICOPUATHUYEH APTPUT

BwBenenue:[lcopuatnunusat aptput (PsA) e XxpoHUdeH apTpuT, KOHTO ce cpera
npu 30% ot manueHtute c ncopuasuc.E) Bbrnpeku cbBpeMeHHUTE MEAMIIMHCKU
pa3paboTKM, BCe OIle HiAMa HAACKAHM JUATHOCTUYHM Mapkepu 3a PsA wm
IPOrHOCTUYHU OMOMapKepH 3a pa3BUTHETO Ha PSA npu ncopuaszuc.

WnentudunupaneTo Ha IPEJUKTOPH HAa TEPAaNeBTUYHUSA OTTOBOp Npu PSA Boau
70 ,,Bb3MOKHOCT 3a NEPCOHAIM3UPAHU U CTPATUPUIMPAHU MEIULIUHCKH MOJIXOIU
cnopen, GRAPPA. Karenuuuana LL37 ce oTkpuBa B KOXHU JIE3UU MPHU MALMEHTH C
ncopuasuc. E  Tol  cBbp3Ba  HYKIEHMHOBM  KHUCEJIMHU U CTUMYJIHPA
Ia3MOLMTOMAHN/MUenougHu  aeHaputiu kinetku (pDCs, mDCs) na cekperupat
untepdpepon tun [ (IFN-I) u npoBb3manuTenHM HUTOKUHU, MPEBPBIIAWKH CE€ B
aBroantured 3a Thl-Thl7 / CD8 numdouutu npu naueHTH ¢ ncopuasmc.

IlenTa Ha u3cinenBaHeTo € Aa ce oueHsaT aHTu-LL37 aHTuTenata B cepyma u
CHHOBHMAJIHATA TEYHOCT Ha MalMeHTH ¢ PSA cipsiMO pa3iM4yHu KOHTPOJIHHU TPYIIH.

Marepuan u meronu: M3cnenBanu ca cepymu Ha 45 NalMeHTH C aKTUBEH
ncopuatuieH apTput (DAPSA>14), 16 oT cbliuTe MaMeHTH, clie] MOJIUCBAaHE Ha
MH(OPMHpPAHO ChITIaCHe, € U3BBPILIECHA apTPOLIEHTE3a OT PEBMATOJIOT U CUHOBHAJIHATA
TEYHOCT € TecTBaHa 3a HUBa Ha aHTU~LL37 anturena. Te3u cTOMHOCTH ca cpaBHEHU
CbC cTOMHOCTUTE HA aHTU-LL37 anTuTena npu 3apaBu KOHTPOIH, 25 nanueHTH ¢ PsA,
nekyBaHu ¢ aHTH- I NF-a-6nokepu (DAPSA<4), 30 mamumentu ¢ ronaprposa. Anti-
LL37 anturenata ca wuscieaBaHu no Merogonorusita ELISA B MmyHonoruuna
nabopartopusi Ha MHCcTUTYTa Mo penpoayktuBHa o6uonorusi, BAH, Codus. M3non3zsan
e SPSS, Bepcust 24. HuBoto Ha anTu-LL37 aHTUTEeNna € 3HAYUTENHO MO-BHCOKO B
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cepymMa U CHHOBHAJHATa TEYHOCT HA MALMEHTH ¢ akTUBeH PSA B cpaBHeHue c
KOHTpOJIHATa rpyna ot 3apasu unausuau (p <0,01).

HuBoro Ha antm-LL37 aHTuUTEena ¢ Hal-BHCOKO B CHMHOBHAJIHATa TEYHOCT Ha
nanueHTu ¢ PsA, mocineaBaHo OT HUBOTO My B CHHOBHAJIHATA TEYHOCT HA MALUEHTH C
aktuBupaHa roHaptpo3a (p <0,05). HuBoro Ha antu-LL37 aHTMTEna 3HaYMTENHO
kopenupa ¢ DAPSA (p <0,01).

3AKJIFOYEHUE Antu-LL37 anTuTenara KkopeiaupaT ¢ akTUBHOCTTa Ha PsA. B
Obaenie Te MoraT Ja Ce€ M3IMOJI3BaT KaTo OMoMapkep 3a JMAarHOCTHUKa U MPOTHO3a Ha
mareHTd ¢ PSA, xakTo ¥ KaTto MHIIeHa 3a jieuenue. M3cneasanero Ha anTu-LL37
aHTHUTENla B CHHOBHAJIIHATA TEYHOCT MOJKE Jla C€ M3MOJ3Ba KaTO MPEJAUKTOP Ha TEKBK
PsA.

1.Hove T.Gudjonsson J. Valditnarssan H, Gudbjomsson 8. Small joint involvement in
pso- riatic arthritis fs associated with onycholysis: the Reykjavik Psoriatic Arthritis
Study. Scand J Rheumatol. 2010;39(4}:299-302.

2. MCGonagie D. Conagha N P. Emery P. Psoriatic arthntis: a unified concept twenty
years. Arthritis pheum 1999 SEP; 42{9}:1997.

3. McGonagie p. Palmoti Fontana N, Tan A, Benjamin M, Nailing down the genetic
and immunological basis for psoriatic disease. Dermatology. 2010:221 Suppl 1:15-22.

4 McGonagie D. Enthesitis. An autoinflammartory lesion linking nail and joint
involvement in psoriatic disease. J Eur Acad Dermatol Venereci. 2009 Sep; 23(1);9-
13.
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12.Mariela_Geneva-Popova, St. Popova, V. Popova, K. Kraev, “Monocyte
chemotactic protein-1 (MCP-1)/CCL2 levels in patients with primary Sogren
syndrome ”, Abstract 1652

Background and Aims

The accumulation of immunological conflicts is a critical step in the
progression of Primary Sojogren’s syndrome and the chemokine/chemokine receptor
system is required for this process. Various authors have confirmed a specific IFN
"gene handwriting” of increased transcriptions activity of selected INF—indutcible
genes in a large number of patients with Sjogren's syndrome, as well as other systemic
connective tissue diseases. INF-a type | stimulated chemokine production leads to
inadequate recruitment of autoreaa've lymphocytes at sites of inflammation. The
systemic increase in the levels of various cremokines ana the inadequate number of
chemokine receptors on the surface of activated lymphocytes leads to a loss of normal

lymphocyte defense mechanisms.
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The aim of the study was to compare the serum concentrations of monocyte
chemotactic protein-1 (MCP-1) / CCL2 in the serum of patients with Sjogren’s
syndrome and patients with rheumatoid arthritis.

Methods Twenty-five patients with Sjogren's syndrome and 30 patients with
RA were studied, treated at the Clinic of Rheumatology, University Hospital "St.
George", Plovdiv. MCP-1 /CCL2 concentrations were measured by ELISA, Diaclone,
France. The statistical processing was done through the statistical program SPSS.

Results Results: 1. MCP-1 /CCL2 levels were significantly higher in patients
with rheumatic diseases compared to healthy controls. MCP-1 /CCL2 levels were
significantly higher in patients with Sjogren's syndrome than in patients with RA.

Conclusions:MCP-1 / CCL2 reflects inflammatory activity in patients with
Sjogren's Syndrome, suggesting that it may be used as a diagnostic marker and to
monitor the therapeutic response in patients.

12.Mapuena __I'enesa-Ilonoga, Cm. I[lonosa, B.Ilonosa, K. Kpaes,

,, Monoyumen xemomaxcuuen npomeun-1 (MCP-1) / CCL2 nuea npu nayuenmu c
nvpsuyer cunopom Ha Sogren”, Pestome 1652

BbBenenue HarpyrnBaneTo Ha UMYHOJOTUYHHM KOH(JIMKTU € KPUTHYHA CTHIIKA
B [IPOrpECUpPAHETO HAa CUHApoMa Ha Pgimary Sojogren u cuctemara XeMOKHUH/XEMOKUH
perienTop € HeoOXoAWMa 3a TO3M Tpouec. Pa3nuuHu aBTOpH ca MOTBHPAUIU
cneruduyed IFN "reneH moyepk" Ha MOBHILEHA TPAHCKPUIIIMOHHA AKTMBHOCT Ha
n3bpanu INF-ungynupyemMu reHd mpu roisiM Opoil MalMeHTH CbC CHUHAPOM Ha
Sjogren, KakTO M JpPYrW CUCTEeMHHM 3a00JIIBaHMS HA ChEIUHUTETHATa TBHKaH.
Crumynupanoro ot INF-a tun I nmpon3BoacTBO Ha XEMOKHMHH BOJU JO HEAJECKBATHO
HaOupaHe Ha aBTOpeaTHYHU JUMQOIUTH B MecTaTa Ha Bb3najeHue. CHUCTEMHOTO
NOBHIIIaBaHE HAa HUBATa Ha Pa3JIMYHU KPEMOKHHHU U HEaIeKBAaTHUAT OpOil XEMOKHMHOBHU
peuenTopu Ha MOBBPXHOCTTa HAa AaKTUBUPAHUTE JIUMQOLMTH BOAM 10 3arydba Ha
HOpPMAJHUTE 3aIlIUTHU MEXaHU3MHU Ha JIUMQOLUTHUTE.

Ienra Ha wu3cieqBaHETO € Ja CE€ CPAaBHAT CEPyMHHUTE KOHIEHTpalUUU Ha
MoHoIMTEeH xemorakcudeH nporenH-1 (MCP-1) / CCL2 B cepyma Ha MalMEHTH ChC
CUHIPOM Ha Sjogren U MAIUEHTH C PEBMATOHJICH apTPUT.

Metoau: U3cnenanu ca 25 manueHT che CUHAPOM Ha Sjogren u 30 manueHTu
C PEBMAaTOUJEH apTpUT, JeKyBaHU B KnnHukaTta no pesmarosiorus Ha YMBAIJL ,,Csetn
['eopru”, tp. [lnoenus. Konuentpanuute na MCP-1 /CCL2 Gsixa m3MepeHu 4pes
ELISA, Diaclone, ®panmus. Cratuctuueckata o0paboTKa € W3BBpIICHA Ype3
cTaTucTHuYecKa rnporpama SPSS.

Pesynraru: HuBara ma MCP-1 /CCL2 ca 3HauuMTeNHO MO-BHCOKU IpH
NalUEeHTH C PeBMaTUYHU 3a00JI5IBaHUs B CpaBHEHHE ChC 3ApaBU KOHTposiu. HuBara Ha
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MCP-1 /CCL2 ca 3Ha4UTENHO TMO-BUCOKH MPU MAIMEHTH ChC CHHAPOM Ha Sjogren,
OTKOJIKOTO TIPH MarueHT ¢ RA.

3akiawouenne: MCP-1 / CCL2 otpa3siBa Bb3MaJUTEHATA AKTUBHOCT TIPH
NaIMeHTH ChC CHHAPOM Ha Sjogren, KOETO Mpeanosara, 4¢ MOXe J1a ce U3I0JI3Ba KaTo
JTUATHOCTUYCH MapKep W 3a TMpocle[sBaHEe HA TEPANeBTHUYHUS OTIOBOP IPH
MAIUEHTHUTE.

13.Geneva-Popova M, Popova S., Batalov A. ,, The Role of Cathepsin G in Joint
Destruction in Patients with Psoriatic Arthritis®, [abstract]. Arthritis Rheumatol.
2021; 73 (suppl 10). https://acrabstracts.org/abstract/the-role-of-cathepsin-g-in-joint-
destruction-in-patients-with-psoriatic-arthritis/.

ABSTRACT NUMBER: 1778
The Role of Cathepsin G in Joint Destruction in Patients with Psoriatic Arthritis

Mariela Geneva-Popova?, Stanislava Popova! and Anastas Batalov?, *Medical
University, Faculty of Medicine, Department of Propedeutic of Internal Diseases,
Plovdiv, Bulgaria, ?UMHAT KASPELA, Plovdiv, Bulgaria

Meeting: ACR Convergence 2021
Keywords: Biomarkers, cathepsin g, Joint Structure, Psoriatic arthritis
SESSION INFORMATION

Date: Tuesday, November 9, 2021

Session Title: Spondyloarthritis Including PsA — Diagnosis, Manifestations, &
Outcomes Poster 1V: Clinical Aspects of PsA & Peripheral SpA (1773-1800)

Session Type: Poster Session D
Session Time: 8:30AM-10:30AM

Background/Purpose: Cathepsin G (CTSG) is a member of the serine protease
family. It is stored in primary granules of myeloid cells, dendritic cells, plasma cells,
and others, and when cells are stimulated by immune complexes, pharmacological
agents, or phagocytosis, CTSG is released into the extracellular space or binds to the
surface of those cells that have receptors for it. Cathepsin G plays an important role in
the development of inflammation, as it promotes the migration of neutrophils,
monocytes, and antigen-presenting cells by changing chemokines and converting
prochemerin to chemerin, and by activating cell surface receptors.

The aim of the study was to examine the level of Cathepsin G in the synovial fluid of
patients with psoriatic arthritis.

Methods: The level of CTSG in the synovial fluid of 156 patients with psoriatic
arthritis was studied (56 of them with DAPSA<14, 50 with DAPSA>14.1<28, and 50
with DAPSA> < 28.1). Control groups included 50 patients with activated
gonarthrosis and 10 healthy volunteers. . The synovial fluid was taken by
arthrocentesis by an experienced rheumatologist, after signing the informed consent of
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all persons examined and observing the principles of good clinical practice. The study
was conducted in the Immunology Laboratory of the Bulgarian Academy of Sciences,
Sofia through ELISA. Statistical processing includes descriptive and correlation
analyzes, with statistical significance p< 0.05.

Results: The level of CTSG in the synovial fluid of patients with psoriatic arthritis and
DAPSA<I14 is 0.113 £+ 0.02 ng/ml, of those with DAPSA>14.1<28 — 0.152 + 0.02
ng/ml, of those with DAPSA> < 28.1 - 0.179 £ 0.02 ng/ml). The level of CTSG in the
synovial fluid of patients with gonarthrosis and effusion is 0.07 = 0.01 ng/ml and in
healthy controls 0.064 £ 0.01 ng/ml. The level of CTSG in the synovial fluid of
patients with psoriatic arthritis was higher than that of patients with gonarthrosis and
healthy controls (p < 0.05). The level of CTSG in the synovial fluid of patients with
psoriatic arthritis correlated positively with the disease activity assessed by DAPSA
(Rx,y: 089)

Conclusion: The level of CTSG in the synovial fluid of patients with psoriatic arthritis
is significantly higher in patients with high disease activity, which is associated with
more severe joint destruction.

ABCTPAKT HOMEP: 1778

13.Mapuena I'eneea-Ilonosa, Cmanucnasa I[lonosa u Amacmac bamanos,

“Ponama ma xamencun G 6 paspywiasanemo HA cmasume npu HNAYUEHMU C
ncopuamuyer apmpum’”’

ACR Convergence 2021

KnrouoBu nymu: OMOMapkepH, KaTelcuH g, CTPYKTypa Ha CTaBUTE, MCOpUATHYECH
apTpUT

NHOOPMAILNMA 3A CECUATA
[ara: BTOpHUK, 9 HOemBpu 2021 1

3arnaBue Ha cecusita: CHOHIUIOAPTPUT, BKIOUUTENTHO PSA — auarsosa,

nposiBu U pesynraru [lmakat IV: Knuanunu acriektd Ha PsA u mepudepen SpA
(1773-1800)

Tun cecus: [locrepna cecust D
Bpewme Ha cecusTa: 8:30-10:30 u

[Ipenuctopus/Len: Karenncun G (CTSG) e wieH Ha CEeMEHCTBOTO Ha CEpUH
npoTteasa. Toil ce chXpaHsBa B IbPBUYHU IPaHyJIM HA MUEJIOUIHH KJIETKH, JCHIPUTHU
KJICTKH, TUTa3MEHH KJIETKH M JPYTH U KOTaTO KJIETKUTE CE CTUMYIUpPAT OT UMYHHHU
KOMIUIEKCH, (apMakosorndHu areHtd wiu (aroumrto3a, CTSG ce ocBoOoxkaaBa B
U3BBHKJIETHYHOTO MPOCTPAHCTBO WM CE€ CBBP3BA C MOBBPXHOCTTA HA TE3H KIIETKH,
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KOUTO HMMAT pCUCUTOPU 3a HETO. Karencun G urpac BaXHa POJII B pPa3BUTHUCTO Ha
BB3IIAJICHUC, ThH KaTo HaCbpiyaBa MUI'pallUATa HA HGYTPO(bI/IJ'II/I, MOHOIIMTH U aHTHUI'CH-
MpCACTABAIINMN KIICTKU 9YPEC3 MPOMSAHA HA XCMOKHHUTC U TPCBPBHITAHC HA ITPOXCMEPHUH B
XCMCPHUH U YPC3 aKTUBUPAHC HA PCUCIITOPUTC HA KICThbYHATA TOBBPXHOCT.

IlenTa Ha wu3cieaBaHETO € Ja C€ H3CIeABAa HUBOTO Ha KarencmH G B
CHHOBHAJIHATA TEYHOCT Ha MAI[MEHTHU C TICOPUATUYCH apTPUT.

Meroau: Uscnensano ¢ HuBoro Ha CTSG B cuHOBHaiHATa TeyHOCT Ha 156
MAIUeHTH ¢ TicopraTudeH apTpuT (56 oT Tax ¢ DAPSA<14, 50 c DAPSA>14.1<28 u
50 ¢ DAPSA> < 28.1). Kontponnute rpynu Bkiaro4yBaT 50 manueHTH ¢ aKTUBUpPaHA
roHaptpo3a u 10 31mpaBu goOpoBomiu. . CHHOBHAgHaTa TEYHOCT € B3eTa 4pes
apTpOLIEHTE3a OT OMHUTEH PEBMATOJIOT, CJe/ MOJANUCBaHE HAa MH(GOPMUPAHO ChIJIacue
Ha BCHYKHM H3CJICIBAHU JIMIA U CMa3BaHEe Ha MPUHLMUNNTE Ha Jo0para KIMHUYHA
npaktuka. M3cnenBanero e mpoBeneHo B MMyHonmornuyna naGopatopusi Ha BAH,
Codust upe3 ELISA. Craructuueckata o00paOOTKa BKJIIOYBA OINKCATEIIEH W
KOpeNalMoHeH aHalu3, ChC cTatucTuyecka 3HauumMocT p< 0.05.

Peszynratn: HuBoro na CTSG B CcHMHOBMamHara TEYHOCT HA MAIMEHTH C
ncopuatudeH aptput u DAPSA<14 ¢ 0,113 + 0,02 ng/ml, Ha te3u ¢ DAPSA>14,1<28
— 0,152 £ 0,02 ng/ml, na te3u ¢ DAPSA> < 28,1 - 0,179 + 0,02 ng/ml). HuBoto Ha
CTSG B cuHOBHATHATa TEYHOCT HA TMAIMEHTH ¢ ToHapTpo3a m u3nus ¢ 0,07 + 0,01
ng/ml, a npu 3apaBu kouTpoau 0,064 £ 0,01 ng/ml. Husoto Ha CTSG B cuHOBHaNIHATA
TEYHOCT HA MAIMEHTH C MCOPUATHUYEH apTPUT € MO-BHCOKO OT TOBA Ha MAI[UEHTH C
roHaptposa u 3apasu KoHTpoau (p <0,05). Huoto nHa CTSG B cuHOBHATHATA TEYHOCT
Ha TAIMEHTH C TCOPHATHYEH apTPUT KOPEIUpa IMOJOKUTEIHO C AKTUBHOCTTA Ha
3abonsBaHeTo, oneHeHa upe3 DAPSA (Rx,y= 0,89).

3akmrouenne: HusBoro Ha CTSG B cuHOBHajHAaTa TEYHOCT HA MALMEHTH C
MICOPUATUYEH apTPUT € 3HAYUTEIIHO MO-BUCOKO MPH MAIMEHTH C BUCOKA aKTUBHOCT HA
3a00J51BaHETO, KOETO € CBBP3aHO C MO-TEXKKA CTaBHA IECTPYKIIHSL.

P964
14. S.D. Popova. M. G. Geneva-Popova, V. Z. Popova, K. |. Kraev, A. Z.
Batalov, “SYNOVIAL FLUID ANALYSIS IN PATIENTS WITH ACTIVATED
GONARTHROSIS”,World Congress on Osteoporosis, Osteoarthritis and
Musculoskeletal Diseases (WCO - IOF - ESCEQ) Osteoporosis International
(2020), Virtual congress, (IF2020 = 4.507).P964, Abstract book

Objective: Osteoarthrosis (OA) is the most common cause of joint pain,
accompanied to varying degrees by functional deficits and reduced quality of
life. OA affects 12-15% of the aduit population, 46% of people develo

gonarthrosis at some stage in their lives. The relative share of gonarthrosis will
Increase in the future, as the current trend is to increase the number of elderly
people. Despite the pandemic nature of OA, OA therapy is not yet fuily
effective. Joint edema is due to the proliferation of the joint capsule and/or joint
effusion. However, the patient often reports one due to osteophytosis or fatty
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tissue hypertrophy. The swelling resulting from a synovia! fluid outflow most
often leads to a loss of movement in the affected joint.

The aim of the study is to analyze the synovial fluid obtained by aspiration of
synovial fluid in patients with activated gonarthrosis.

Methods: 210 patients with activated gonarthrosis were consecutively recruited
and evaluated for crystals as part of a prospective study from January 2018 to
January 2020. All patients met the ARA criteria for activated gonarthrosis. The
patients were treated and monitored at the Kaspelia University Rheumatology
Clinic, Plovdiv, Bulgaria. An extensive data collection was performed
including demographic data and measures reflecting disease activity and health
status. Prior to aspiration of the joint fluid, all patients had ultrasonographic
evidence of colonic outflow. The synovial fluid was viewed with a polarization
microscope. Statistical data processing was performed using the SPSS 18.0
statistical program, with a p value >0.05.

Results: Mean age in the gr0L(ij ofé)atients with activated gonarthrosis 69.2 y
and 53.2% were women. Median disease duration in patients with activated
gonarthrosis was 10.5 y. 41.3% of patients lacked crystals, 32.5% had crystals
of calcium pyrophosphate, 8.2% had cholesterol crystals, 4% had crystals of
basic calcium, 7.3 had crystals of monosodium urate, 6.7% of patients had a
combination of two types of crystals - cholesterol and calcium pyrophosphate
crystals. Patients who had crystals in their synovial fluid had a significantly
higher class of structural damage accordln% to the Kellgren-Lawrence
semiquantitative scale and synovial proliferation, as evidenced by
ultrasonographic examination. Conclusion: Patients with activated gonarthrosis
have signlficantl?/ more crystals in their synovial fluid, which is associated with
a more severe clinical course and higher grade of structural impairment. The
presence of crystals in the synovial fluid can be used as a biomarker for disease
activity and treatment effects.

WHO IOF-ESCEO

VIRTUAL WORLD CONGRESS OH
CONGRESSOSTEOPOROSIS. OSTEOARTHRITIS
2020 AND MUSCULOSKELETAL DISEASES

P964

14.C. JI. Ilonosa. M. I'enesa-Ilonoea, B. 3. Ilonosa, K. U. Kpaes, A. 3.
bamanos, AHAJIN3 HA CHHOBHUAJIHATA TEYHOCT IIPU [TIALJUEHTH C
AKTUBUPAHA TOHAPTPO3A4

en: Octeoaprposara (OA) e Hali-uecTtaTa NpHYMHA 32 OOJIKH B CTaBUTE,
NPUAPYXKEHU B pa3iiMiyHa CTENEH OT (YHKIMOHAICH ACPUIUT U HAMaJeHO Ka4eCTBO
Ha )xuBoTa. OA 3acsira 12-15% ot Hacenenuero, 46% OT XxopaTa pa3BUBaT rOHAPTPO3a
Ha HIKaKbB €Taml OT KUBOTA ch. OTHOCUTEHUSAT JISJ1 HA TOHApTpO3aTa Ile HapacTBa B
Obaenie, Thi KaToO CeramrHaTa TEHJACHLHMS € yBeludaBaHe Ha Oposi Ha Bb3PACTHUTE
xopa. Benpexku nanpemuunus xapakrtep Ha OA, tepanusara Ha OA Bce olie He €
HanBJIHO epexTuBHA. OTOKBT HA CTAaBUTE C€ JABDKH Ha npoiudeparusita Ha CTaBHATa
KarcyJjia U/Wii CTaBHUS W3JIKMB. BbOpeku ToBa, MallMEHThT YECTO ChOOIIaBa 3a TaKOBa
nopaau octeodurosa wim xuneptpodus Ha MacTHaTa ThKaH. [lomyBaHeTo B pe3ynrar
HAa CHHOBHs! M3TUYaHETO HA TEYHOCT HaW-4ecTo BOAU A0 3aryba Ha JBWIKEHUE B
3acerHatata crtaBa. llenTta Ha wu3cienBaHETO € Ja ce aHaJIM3Mpa CUHOBHAJIHATA
TEYHOCT, MOJIyYy€Ha Ype3 aclupalys Ha CHHOBHAJIHA TEYHOCT MPU MAIUEHTU C

aKTMBHpaHa ToHapTpo3a. Meroau: 210 manMeHTH ¢ aKTHBHpaHa TOHapTpo3a Osixa
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MOCJIEZIOBATETHO HA€TH M OLEHEHW 3a KPHUCTAaIU Karo 4YacT OT MNPOCHEKTUBHO
npoyuBaHe oT sinyapu 2018 r. no sinyapu 2020 r. Bcuuky mamyeHTH OTroBapsAT Ha
kputepuute Ha ARA 3a aktuBHpaHa roHaprposa. llanueHTuTe ca JieKyBaHU U
HaOlt0/IaBaHu B YHUBEpPCHUTETCKa peBmarojornyHa kianHuka Kacmenus, [lnosaus,
bearapus. beme wu3BbpHIeHO OOMIMPHO CHOUMpAHE HA JIAHHU, BKJIIOYUTEIHO
neMorpaCckd JaHHM W MEPKH, OTpa3siBallld aKTHMBHOCTTAa Ha 3a00JISIBAHETO U
3/IpaBOCIOBHOTO ChCcTOsiHME. [lpenu acmupanusTa Ha CcTaBHaTa TEYHOCT, BCHUYKHU
NAalMEHTH ca MMM YITPa3ByKOBU JAaHHM 3a H3THYaHE Ha Je0el0TO 4YepBo.
CuHOBMaANHATa TEYHOCT c€ HaOIoJaBa €  TOJMSPU3ALMOHEH  MUKPOCKOIL.
Cratuctuueckata o0paboTka Ha JaHHM Oelle U3BbpIIEHA C TOMOIITa Ha
cratuctuueckara nporpama SPSS 18.0, ¢ p croiinoct™> 0.05. Pesynrtatu: Cpenna
BB3pACT B IpylaTa Ha MAallMEHTUTE C aKTUBUpaHa roHaptpo3a 69,2 y u 53,2% ca xeHu.
CpenHata NOpOABIDKUTENIHOCT Ha 3a00JsBaHETO NpH NAUUMEHTH C aKTUBHpaHa
ronaptpo3a ¢ 10,5 rogunu. Ilpu 41,3% ot naumeHTuTe JHUNCBAT KpucTtaimu, 32,5%
UMaT KpUCTAIM Ha KaniueB nupodocdat, 8,2% umMar kpuctaau Ha xonectepoi, 4%
MMAaT KPUCTaJd HA OCHOBEH Kallui, 7,3 UMaT KpUCTaJIu HAa MOHOHATpPHUEB ypaT, 6,7%
OT MAIlMeHTUTE UMAT KOMOMHAIMS OT JIBa BUJA KPUCTAIIM - XOJIECTEPOT U KPUCTAIU
kanueB nupodocdart. [lanmenTuTe, KOUTO ca UMaU KPUCTAIU B CHHOBHAIHATA CHU
TEYHOCT, Ca KMMaJM 3HAYUTENHO IO-BUCOK KJIaC CTPYKTYPHU YBPEXKIAHUS CIIOPEN
nonykonnyecTBeHata ckana Ha Kellgren-Lawrence u cuHoBmanna mnponudeparus,
KaKTO c€ BWXJAa OT YJITPa3BYKOBOTO H3cienBaHe. 3akmtoueHue: [lanmenture c
aKTUBHpaHa TrOHApTPO3a MMAT 3HAYMUTEIHO IIOBEYE KPUCTAIM B CHHOBUAIHATA
TEYHOCT, KOETO € CBBP3aHO C MO-TEKKa KIMHUKA U TO0-BUCOKA CTENEH Ha CTPYKTYPHO
yBpexxaaHe. Hanuunero Ha KpucTanu B CHHOBHAJIHATA TEYHOCT MOXKE Jla C€ M3I0JI3Ba
KaTo OMoMapKep 3a aKTUBHOCTTA Ha 3a00JIIBAHETO U €(EKTUTE OT JICYECHHUETO.
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(IF2020 = 4.507).

Objective: Changes in the extracranial vessels can serve as predictors of
future cardiovascular events. Plaque calcifications and measures of carotid intima-
media thickness (CIMT) are indirect indicators of high cardiovascular risk in
patients with different rheumatoid diseases. We aimed to examine the connection
of carotid plaque calcifications and carotid intima-media thickness (CIMT) with
cardiovascular risk (GRACE risk score) in patients with osteoporosis and
osteopenia.

Methods: The study involved 71 women of age range between 60-85 v,
categorized into three groups: 1) 24 patients with osteoporosis; 2) 24 patients with
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osteopenia; 3) 24 clinically healthy controls. Sonographic assessment of carotid
plagues was performed through the ultrasound system ESAOTE Mylab 7,
following the standard methodology. The three gro CPS of participants were
compared on cardiovascular risk (GRACE risk score) and CIMT through ANOVA
and Bonferroni's post hoc test. Kruskal-Wallis test was used to compare the three
groups on the number of carotid plaque calcifications, followed by Mann- Whitney
test for post-hoc pairwise comparisons. The associations of carotid plaque
calcifications and CIMT with GRACE risk score were examined through the
Spearman rank-order correlation. Results: The osteoporosis and osteopenia
patients had similar mean GRACE risk scores (osteoporosis group GRACE
score=147.21 +11.07; osteopenia group GRACE score=145.95+12.40), with no
significant difference between them (p=0.728). Both patient groups were
significantly different from the healthy controls with GRACE risk
score=120.58+9.44: osteoporosis groups vs. healthy controls (p<0.001); osteopenia
group vs. heaithy controls (p<0.001). The highest CIMT mean value (1.16+0.11
mm) was observed in the patlents with osteoporosis vs. 1.12+0.14 mm in the group
with ostec():laenla and 1.05+0.12 mm in the heaithy controls. A significant difference
was found between the osteoporosis group and the healthy controls (p-0.036),
whereas the other two comparisons were not significant: osteoporosis group Vvs.
osteopenia group (p=0.771); osteopenia group vs. healthy controls (p=0.159). The
median number of carotid plaque calcifications was the same in the patient groups
with no significant difference (p=0.866) vs. a median of zero in the healthy
controls (p<0.001). Carotid plaque calcifications showed a significant positive
correlation with GRACE risk score (rsM67, p<0.001). A significant correlation
was also observed between CIMT and GRACE risk score (rs=367, p=0.002)

Conclusion: Both osteoporosis and osteopenia patients showed an increased
risk of cardiovascular events, higher CIMT measures and higher number of carotid
plaque calcifications in comparison to the heaithy controls. Plague calcifications
and CIMT were associated with increased cardiovascular risk in rheumatoid
patients with osteoporosis and osteopenia.
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15.B. Ilonosa, 3. Bvorces, 3. bamanos, C. [lonosa, M. I'eneea- Ilonoga, K.
Kpaes, A. bamanos, ACOLJUAILIMNU HA KAJH[H(DHKAHHH HA KAPOTH[HA
H./]AKA C JEBEJIMHA HA KAPOTH/IHATA UHTUM-MEJ[HUA U CHbPJHEYHO-
CB/IOB PUCK IIPU ITAIIUEHTHU C OCTEOIIOPO3A U OCTEOIIEHUA

[Men: IlpomeHute B €KCTpakpaHMAJIHUTE CBHAOBE MOraT Ja CilyXaT KaTo
MPEIUKTOPHU 32 OBJCIIN ChPACYHO-CHhA0BU CHOUTHSA. Kanmudukanuure Ha TIIaKuTe
U u3MepBaHMATa Ha JebOennHaTta Ha KapotuaHata uHTUMa-mMenus (CIMT) ca
WHJUPEKTHU WHAMKATOPU 34 BHCOK CBPJAEYHO-CHJIOB PHUCK MPHU MALUEHTH C
pa3IM4YHU peBMATOUJIHM 3aboissiBaHus. MimaxMme 3a men na mpoydyuMm Bpb3KaTa Ha
Kanuu@uKanuuTe Ha KapoTHAHATA IUIaka U Je0ennHaTa Ha KapoTUAHATa MHTHUMA-
menust (CIMT) cbc cbpaeuHo-cpaoBus puck (omenka Ha pucka GRACE) npu
NalKMEeHTH C OCTEONOPO3a U OCTEONECHUS.

Mertonu: IlpoyuBanero BkitouBa 71 ’keHM Ha Bb3pacT Mmexay 60-85 roaunwm,
KaTeropusupaHu B TpH Ipynu: 1) 24 manueHTH ¢ 0cTeonopos3a; 2) 24 maiueHTu ¢
octeonenus; 3) 24 KAUHUYHO 37apaBu KoHTponu. CoHorpadckara OIeHKa Ha
KapOTHUJIHUTE IUIAKU ce M3BBpIIBa upe3 ynTpa3zBykoBa cuctema ESAOTE Mylab 7
N0 CTaHJapTHaTa METOAMKA. TpHUTe TpPynu YYAaCTHHIM OsiXxa CpaBHEHU IO
cbpaeuHo-cba0B puck (ornenka Ha pucka GRACE) u CIMT upe3 ANOVA u post
hoc tect Ha Bonferroni. TectsT Ha Kruskal-Wallis 6emie n3non3Ban 3a cpaBHsIBaHE
Ha TPUTE TPYNHU MO OTHOUICHHWE Ha Opos Ha Kanuu(pHUKaIMUTE HAa KapOTHAHATA
nJjaka, mnocieaBaH oT Tecta Ha Mann-Whitney 3a mocnenBamu cCpaBHEHUS IO
NBOWKHU. Aconuanuure Ha KannudukanuuTe Ha KaporunHara miaka u CIMT c
puckoBust pesyntatr GRACE 0sxa wu3cinenBaHu upe3 KopejauusTa Ha paHra Ha
Spearman. Pe3ynratu: IlanueHtute ¢ ocTeonopo3a U OCTEONEHUS MMAT CXOJHHU
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cpennu puckosu pesyinratu no GRACE (ouenka 3a rpynata Ha ocTeonoposara 1o
GRACE=147,21 +11,07; OILICHKA 1o GRACE 3a rpymnara Ha
ocreoneHuss=145,95+12,40), 6e3 3nauuTenHa pasznuka mexnay Tax (p=0,728). U
JBETE I'PYNH NALUEHTH Ca 3HAUUTENHO Pa3iIndyHu oT 3ApaBute KoHTposn ¢ GRACE
puckoB peszyntar=120,58+9,44: rpynu ¢ ocreonopos3a CHpsIMO 3ApaBH KOHTPOJIHU
(p<0,001); rpyma c¢ ocTeomeHus copsmo 3apaBu KoHTpoau (p<0,001). Haii-
Bucokata cpeaHa crtodWHoct Ha CIMT (1.16+0.11 mm) ce HaOnmiomaBa mpu
MalUeHTUTe ¢ ocTteonopo3a cpemy 1.12+0.14 mm B rpymara ¢ OCTEONEHUS H
1.05+0.12 mm mnpu 37apaBUTE KOHTPOJIU. YCTAaHOBEHA € 3HAYUTEIHA pas3jivKa
MEXJy T'pylnara ¢ ocTeornoposa u 3apaBute KoHTpoiau (p-0,036), nokato apyrute
JIB€ CpPAaBHEHHUS HE Ca 3HAYMMHU: TPyIa C OCTEONOPO3a CIPSIMO Ipyma C OCTEONECHUS
(p=0,771); rpyna c octeoneHus cupsmo 3apaBu kKoHTpoau (p=0,159). Cpegnusr
poil Kanu@UKay Ha KapoTUJHATA IUIaKa € €IHAKbB B TPYNUTE MalHUeHTH Oe3
3HauuMma pasnuka (p=0,866) cpemry MeaumaHa OT HyJia HPH 3APaBUTE KOHTPOJIU
(p<0,001). Kanuudukanuure Ha KapOTHIHHUTE IUIAKH I[IOKa3BaT 3HAYMTEIIHA
MOJIOKUTENIHA Kopenarnus ¢ puckoBus pesyaraT nmo GRACE (rsM67, p<0,001).
3HauyuTenHa Kopenauus cbuio ce HabmogaBa mexay CIMT m GRACE puckos
pe3yatart (rs=367, p=0,002)
3akntoueHue: KakTo maieHTUTE ¢ OCTEO0NOp03a, Taka U MAIUEHTUTE C OCTEONECHUS
MOKa3BaT MOBUILIEH PUCK OT ChPJACYHO-CHIOBU MHIIUJEHTH, MO-BUCOKH CTOWHOCTHU
Ha CIMT u no-rossim Opoii kanmupuKalluy Ha KapoTHUIHATA TJaka B CpaBHEHHE
cbe 3npaBute KoHTponu. Kammudukauuure Ha miakute u CIMT ca cBbp3anu ¢
MOBUILIEH CHPJECYHO-CHIOB PUCK MPU PEBMATOUJIHHU IMAIUEHTU C OCTEONOpO3a H
OCTEOIEHHS.
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16.M. G. Geneva-Popova, S. D. Popova. V. P. Popova, K. Kraev, “RISK OF
DEVELOPING OSTEOPOROSIS IN PATIENTS WITH PSORIATIC ARTHRITIS
AND RHEUMATOID ARTHRITIS”, WHO IOF-ESCEOQ, VIRTUAL WORLD
CONGRESS OH, CONGRESS OSTEOPOROSIS.  OSTEOARTHRITIS  AND
MUSCULOSKELETAL DISEASES, 2020, p 933

(IF2020 = 4.507).

Obljective: Psoriatic arthritis (PsA) and rheumatoid arthritis (RA) are
inflammatory arthritis that alters the biomechanicai properties of the bones and
leads to changes in bone components through increased production of
proinflammatory cytokines 4 In patients with RA it is statistically proven that age
and low body weight are risk factors for the development of osteoporosis, but the
risk factors for the development of osteoporosis in patients with psoriatic arthritis
have been studied3 4 The aim of this study was to investigate osteoporosis b?]/
measuring BMD at the hip and lumbar spine measured by DXA in patients wit
PsA and RA, as well as evaluating some risk factors for the development of
osteoporosis in patients with inflammatory joint disease.

Methods: 65 patients with PsA and 65 patients with RA were recruited and
evaluated for osteoporosis as part of a prospective study from January 2019 to
January 2020. All patients met the ARA/EULAR criteria for RA and CASPAR
criteria for PSA and received no biological anti-cytokine therapy. The patients were
treated and monitored at the Rheumatology Clinic Sveti George Hospital, Plovdiv
and Kaspela Hospital, Plovdiv. An extensive data collection was performed
including demo r%phic data and measures reflecting disease activity and health
status. Statistical data processing was performed using the SPSS 18.0 statistical
program, with a p value >0.05.

Results: The mean age in the RA group was 49.8 y and 71% were women. The
mean age of patients with PSA was 52.3 and 43% were women. Median disease
duration in patients with RA was 8.1, in patients with PSA was 11.3 y. The
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proportion of patients with low BMD (defined as Z score < -1.0 SD) was
comparable to the expected value of 19%, according to the normal distribution of
the Z score in the population. In RA patients, osteoporosis was found in 37.2%
(95%C1 32% to 42%), in PsA patients in 7.1% (95%CI 4% to 11%) of the patients.
No significant associations were found between BMD and disease activity
measures in patients with PsA.

Conclusion: RA patients were significantly more likely to have osteoporosis than
PsA patients (p>0.05). Risk factors for osteoporosis In RA patients have been
confirmed to be symptom duration, low body weight, and use of corticosteroids as
part of treatment. No reliable risk factors have been identified to predict the
development of osteoporosis in patients with PsA.

References:

Ogdie A et al. Curr Opin Rheumatol 2015;27:118.

2. Shankar S et al. Rheumatol Int 2009;29:377.

3. Gulati M et al. RMD Open 2018;4:e000631.

4, Guier-Yuksel M et al. Ann Rheum Dis 2009;68:297.
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16.M. I'enesa-Ilonosa, C. /[. Ilonosa. B. Il. I[lonosa, K. Kpaes, “PUCK OT
PA3BUTUE HA OCTEOIIOPO3A IIPU ITAIIMEHTHU C IICOPUATUYEH APTPUT
U PEBMATOH][EH APTPUT”

Len: [Icopuatnunusat aptput (PsA) u peBmaTounnusar aptput (RA) ca Bp3nanurencH
apTPUT, KOUTO TPOMEHs OMOMEXaHUYHUTE CBOMCTBA HA KOCTUTE U BOJU 10 IPOMEHHU B
KOCTHUTE€ KOMIIOHEHTH Ype3 [OBUILIEHO NPOU3BOACTBO HAa MPOBB3NAIUTEIIHU
uutokunu 4 [Ipu nanuenTy ¢ RA e craTucTudecku 10Ka3aHo, Y€ Bb3pacTTa U HUCKUTE
TEJIECHOTO TErJIO ca PUCKOBH (DaKTOpHW 3a pa3BUTHE HA OCTEOMOPO3a, HO PUCKOBUTE
dakTopu 3a pa3BUTHE HA OCTEONOpPO3a MPU MALMEHTH C TMCOPUATHYEH apTPUT ca
npoyuenu3 4 llenta Ha ToBa mpoyuBaHe Oellle Ja ce M3CIeBa OCTEONMOpo3ara upes3
u3mepBane Ha BMD B Tazobenpenara u npymOanHata 4acT Ha TpbOHA4YHUS CTHIO,
mMmepeHa ¢ DXA npu nauventyd ¢ PsA u RA, KakTo ¥ OlleHKa Ha HSKOM PHCKOBH
dakTopu 3a pa3BUTHE Ha OCTEONOpPO3a MPHU MAlMEHTH C BH3MNAIUTEITHU CTABHU
3a00sIBaHUSI.

Mertoau: 65 manmeHnTu ¢ PsA u 65 manumeHntn ¢ RA 0Osxa u30paHu M OIICHEHHW 3a
OCTEOIOpO3a KaToO 4acT OT MPOCHEKTHBHO IpoyuBaHe oT siHyapu 2019 r. no siHyapu
2020 r. Bcuuku nanuentu otroBapsaT Ha kputepuute ARA/EULAR 3a RA u
kputepunte CASPAR 3a PsA u He ca momyuywin OMOJIOTUYHH aHTH -IIMTOKWHOBA
tepanus. [lanuenture ca nekyBanu u HaOdogaBaHu B KiMHMKaTa Mo peBMAaToONIOrUs
Ha YMBAJI ,,Csetu ['eopru” rp. Ilnosnue u MBAJI , Kacnena” rp. [InoBaus. bemie
U3BBPIIEHO OOIIMPHO CHOMpaHE Ha JAaHHU, BKIIOYUTEIHO AEMOTrpadCKd TaHHU U
MEpKH, OTpa3sBallld aKTUBHOCTTA Ha 3a00JSBAHETO U 3/IPABOCIOBHOTO CHCTOSHUE.
Cratuctuyeckara oOpaOoTka Ha JaHHM Oemie W3BBPIICHA C TMOMOIITAa Ha
cratuctuyeckara nporpama SPSS 18.0, ¢ p croitHocT> 0.05.
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Pesynratu: Cpennara Bb3pact B rpynara ¢ PA e 49,8 y u 71% ca xenu. Cpennara
Bb3pacT Ha mnanueHTure ¢ PsA e 52,3 romuuu u 43% ca xenu. CpeaHara
IPOJBJIKUTEIHOCT Ha 3a00J1s1BaHeTo Npu nauueHtu ¢ RA e 8,1, npu nmauuentu ¢ PsA
e 11,3 rogunu. Jenpt Ha nanuentute ¢ HUcka BMD (nedunupan kato Z pesyarar < -
1,0 SD) e cpaBHuM cC ouakBaHata CTOWHOCT OT 19%, cnopen HOPMaIHOTO
pasmpeneneHue Ha Z pesyatata B nomyianusTa. [Ipu nanuentu ¢ RA ocreonoposa e
ycranoBeHa mipu 37,2% (95%CI 32% no 42%), npu nauuentu ¢ PsA mpu 7,1%
(95%CI 4% no 11%) ot nauuenture. He ca oTkpuTu 3Ha4uuMu Bpb3ku Mex1y BMD u
MEpPKUTE 32 aKTUBHOCT Ha 3a00JIs1BAHETO MpHU NanuueHTH ¢ PsA.

3akitoueHre: MalMeHTHTEe C PEBMATOMJEH AapTPUT Ca 3HAYMTENHO TO-CKJIOHHHU Ja
UMaT OCTEONopo3a, OTKOJIKOTO mamueHture ¢ PsA (p>0,05). [lotBbpmeno e, ue
PHCKOBHTE (PaKTOPH 3a OCTEONOPO3a MpH MaueHTH ¢ RA ca mpoabIKUTEIHOCTTA Ha
CUMIITOMHUTE, HUCKOTO TEJIECHO TETJI0 M ymoTpedara Ha KOPTUKOCTEPOUIHN KaTO 4acT
ot seueHueto. He ca wumeHTHdUIMpaHU HaIEKIHU PUCKOBH (DAKTOPH, KOUTO Ja
MPOTHO3UPAT PA3BUTHUETO HA OCTEOIIOPO3a MPH MaeHTH ¢ PSA.
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17.1 AB0489 K. Kpaes, M. I'enesa-Ilonoea, C. Ilonosa, “KOPEJIALIUA
MEXX]Y AKTUBHOCTTA HA BOJIECTTA U CEPYMHHU HUBA HA TNF-ALFA
TIPU TTAIIMEHTU C AHKHUJIO3UPAILL] CIIOH/JHIIUT.

[Mpenucropust: Aunkwinosupamuar crnoHgmwut (AC) ¢ UMyHOMEIUHUpaHo
pEeBMAaTUYHO  3a00JiiBaHE, TPHHAJIC)KH KBM  CHEKThpa Ha  aKCHAJTHUS
CIIOHAWIOAPTPHUT. HSAKONMKO eneMeHTa ca BakHHM 3a maTtoreHe3ata Ha AC — Te
BKJIFOUBAT B3aUMOJICHCTBYS B KOHTEKCTA Ha CIIeU(PHUCH TCHETHYEH MTPOU3XO0 MEXKTY
YPEeBHHUS MHKPOOMOM, BPOJICHUS UMYHHTET, JIUM(DOUTHUTE KICTKH W aHATOMHYHUTE
CTPYKTYpH, KOUTO Ca SHTE3HM Ha aKCHATHHS CKeleT U nepudepHuTe craBu. OCHOBHHTE
MEIUaTOPH Ha Bh3MmanuTenHus nporec ca TNF-a, IL-17 u IL-17A.

Lemu: Jla ce u3cnenaBa HuBoTo Ha TNF-anda B cepyma Ha MaMeHTH C aHKUAJIO3UPaII]
CIIOHIWJIAT M J1a CE€ OIEHM Bpb3KaTa My C I[IOKa3aTEIUTE 3a AKTUBHOCT Ha
3a00JIABaHETO Mpean 3amoyBaHe Ha Tepanus ¢ TNF-anda Oirokepu u B JuHaAMHUKaTa
CJIE/1 3aII04YBaHE Ha JICUEHUETO.

Meroau: HacTosimoro npoyuBaHe BkiItouBa 50 MalMEHTH C aHKUJIO3UpAlll CIIOHAWINT
1 31 3ApaBu KOHTPOJIM, CXOJHU MO Bb3pacT, noa u UTM. N3non3Banu ca KIMHAYHUA U
HEKJINHUYHHM METOJIM 32 W3CJIEIBAaHE M OLCHKA 3a MPAaBUJIHA OLICHKA W MPOCIEISBAHE
Ha MmanueHTuTe. M3moa3BaHuTe MHIEKCH HAa aKTUBHOCT Ha 3abonsaBaneTo ca BASDAI
u ASDAS. CratuctuueckusiT aHanu3 Oerie u3bpiieH ¢ nporpamata IBM SPSS, v.24.
3a na ce mokaxke Bpb3karta Mexay HuBoTo Ha TNF-anda B cepyma Ha manueHTUTe U
aKTUBHOCTTA Ha 3a00JIIBaHeTO, Oelle U3MOI3BaH KOPENAlMOHEH aHallu3 Ha Spearman
Rho. Pesynratu: HuBoro ma TNF-a npu nauumeHtd ¢ AS e Hall-BUCOKO mpeau
3al0YBaHEe Ha JIEYCHUETO ¢ OwonornyHu mpemnapatu, 89,77 + 36,89 pg/ml, u e
3HAQYUTEIIHO NIO-BUCOKO OT TOBA MpH 3/paBHu KOHTpoiu. [Ipu crneasamoro nocemeHue
HuBoto Ha TNF-a namamsBa no 27,59 + 23,88 pg / ml, karo pa3nukara € 3HaUMMa
CIPSIMO M3XOJHOTO HUBO. 24 Mecella clie]l 3all0YBaHE HA JICYEHUETO C OMOJOTMYHA
Tepanus cpenHoto HUBO Ha TNF-a npu nanuentu ¢ AC He ce paznuyaBa JOCTOBEPHO
OT HMBaTa My ChOTBETHO Ha 6 u 12 Mecela ciej 3amo4yBaHe Ha JICUCHUETO, 22,36 +
22,38 pg/ml, 19,29 + 21,07 pg/ml. HuBoTO Ha TO3M UTOKWH 3HAYUTEITHO KOpEIHUpa C
aKTUBHOCTTa Ha 3a00JIsIBAHETO, U3MEPEHO upe3 MHAekcuTe Ha akTuBHOCT BASDALI,

ASDAS.

3axnmrouenne: HuBoto Ha npounduamaropuus uutokud TNF-alpha e curaugukanTao

MMO-BUCOKO IIpW TMAIUCHTHU C aHKWJIO3Wpall CIHOHIAWJIAT W 3HAYUMO KOpCiirpa C
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AKTHUBHOCTTA Ha 336OHHBaHeTO Ipn 14X, HU3MCpPCHA YpPC3 CHOTBCTHUTC HHIACKCHU
(BASDAI, ASDAS).

[TPETIPATKMU:

[1] Arends S., N. Lebbink, A. Spoorenberg et al., ,,O06pa3yBaneTo Ha aBTOAaHTHUTENA U
antutena cpemry TNF-« OJoKupaiy areHTH BbB BPb3Ka C KIMHUYHHUS OTTOBOP MPH
MalUeHTH ¢ aHkuio3upanl cnouauiaut, Clin Exp Rheumatol, 2010 ., 28: 661-668.

[2] Bal A., E. Unlu, G. Bahar et al., ,,CpaBHenue Ha cepymHuTe HuUBa Ha IL-1 Oera,
SIL-2R, IL-6 u TNF-anda c mapameTpu Ha aKTUBHOCTTa Ha 3a00JSIBAHETO IPH
ankuino3upamny cnouaunt.” Clin Rheumatol, 2007, 26:211-215.

PaskpuBane Ha unrepecu: Hsima nexmnapupanu.

DOI: 10.1136/annrheumdis-2021-eular.931

EULAR, 2020

18. K. Kraev, M. Geneva-Popova, S. Popova I AB0304”IMMUNOGENICITY
OF BIOLOGIC DRUGS IN THE CLINICAL PRACTICE IN THE BULGARIAN
POPULATION OF PATIENTS SUFFERING FROM RHEUMATOID ARTHRITIS

Ann Rheum Dis, volume 79, supplement 1, year 2020, page 1447, AB0304
(2020)q (1F2020 = 19.103).

Background: Biological drugs are protein derivatives that, as such, are nighty
immunogenic. In recent years there have been many conflicting opinions about the
role of drug immunogenicity in clinical practice.

Objectives: To evaluate the drug immunogenicity of TNF-alpha blocking drugs
(etanercept and adalimumab) used to treat patients with rheumatoid arthritis. To
determine whether their presence can alter the effect of treatment and to evalu-ate
their role in the clinical practice of rheumatologists.

Methods: 121 patients with rheumatoid arthritis, as well as 31 healthy controls,
similar in sex and age, were examined. They were all monitored at 0, 6, 12 and 24
months from the start of TNF-alpha blocker treatment. Demographics, vita! signs,
markers of inflammation such as C-reactive protein (CRP), erythrocyte sedimentation
rate (ESR) and disease activity indices were examined at each visit, respectively.
Drug-induced neutralizing antibodies, as well as drug bioavaii- ability in patients
treated with adalimumab, were examined by ELISA.

Results: Drug-induced neutralizing antibodies to adalimumab were detected In
57% of patients at 6 month, in 17.64% of patients at 12 month, and 24.8% at 24
month. Drug-induced neutralizing antibodies to etanercept were not detected at 6
months, at 7.77% at 12 months, at 9.63% of patients at 24 months. Of the adalimumab
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patients who were having drug-induced antibodies, 92.59% had low drug
bioavailability, while the remaining 7.41% of patients showed rc-rra’ ir~z
bioavailability despite the presence of drug-induced neutralizing art boZ'BS. - terms of
worsening of the disease activity, a positive correlation was to-uro «ra- the presence of
drug antibodies - Pearson Correlation = 0.701, p = 0.00L Far e'S with poor clinical
response and available drug antibodies receiving adaii~_—a.: were slightly more than
those treated with etanercept at 12 and 24 months cix the difference is non-significant-
U =0.527, p> 0.05 and U = 0.623. p> 0.Cc respectively.

Conclusion: Presence of drug-induced neutralizing antibodies in patents treated
with adalimumab and etanercept has been associated with peer c. - ca. response and
worsening of the patient’s condition. Testing of drug-induced ne_- tralizing antibodies
as well as the drug bioavailability of the drug used can be used as reliable biomarkers
in clinical rheumatology.
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HA  BUHOJIOI'MYHH JIEKAPCTBA B KIIMHUYHATA [IPAKTHUKA B
BBIITAPCKATA HONYIIALIUA HA ITALJUEHTHU C PEBMATOW/[EH APTPUT

HpCHI/ICTOpI/IHZ buonorununute JICKapCTBa C€a NPOTCHMHOBU IPOU3BOAHN, KOUTO
KaTO TakKuBa C€a HOIIHW HWMYHOI'CHHHU. Hpe3 IocCJaICAHUTC TOAMHHM HMaAIIc¢ MHOI'O
MNPpOTUBOPCYMBU MHCHHUSA OTHOCHO pPOJIAATA Ha JICKAPCTBCHATA HWMYHOI'CHHOCT B
KIIMHWYHATa IMpaKTUKa.
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Ienu: [la ce omenu nexkapcTBeHara uMyHoreHHocT Ha TNF-anda 6mokupamniure
JexapcTBa (eTaHepuenT U ajaiuMymald), M3MOJ3BaHM 3a JICUEHHWE HA MAlMEHTH C
peBMaToOMIEH apTpuT. Jla ce onpeaenu Jaju TIXHOTO MPUCHCTBUE MOKE J1a IPOMEHU
edekTa OT JICUEHHETO M Jla C€ OICHH poJisiTa UM B KIMHUYHATA TpaKTUKa Ha
PEBMaTOJIO3UTE.

Mertonu: M3cneaBanu ca 121 mamueHTH ¢ peBMaTOWACH apTpPUT, KakTo U 31
3/IpaBU KOHTPOJIU, CXOJHU T10 MOJ U Bb3pacT. Becuuku Te ca HaOmtogaBanu Ha 0, 6, 12
u 24 Mecenr ot HavyasoTo Ha JieueHueto ¢ TNF-anda Omokep. [lemorpadmus, Butal
npU3HaIKM, MapKkepu Ha Bb3naneHue kato C-peaktuBeH npoteuH (CRP), ckopoct Ha
yTasiBaHe Ha epurpouuture (ESR) n mHAEeKCHM Ha aKTMBHOCT Ha 3a0oJiABaHETO Osdxa
U3CIIEIBAHU TIPU BCSIKO IMOCEHIEHUE, ChOTBETHO. MHIyIUpaHUTE OT JEKapCTBOTO
HEyTpaJU3UPAIIH AaHTUTENA, KAKTO U OMOHATMYHOCTTA HA JIEKAPCTBOTO MPU MAIMEHTH,
JIEKyBaHM C aanuMyMad, 0sxa uscneasanu upe3 ELISA.

Pesynratu: Uugynupanu ot JeKapcTBOTO HEYTPATU3HUPAId aHTUTENA CPEILY
aganumymab ca oTkputu npu 57% oT mauueHTtuTe Ha 6-us mecen, npu 17,64% ot
nanueHture Ha 12-us mecen u 24,8% Ha 24-us wmeceun. MHayuupanute OT
JIEKApCTBOTO HEYTpaTU3UpAIlM AHTHTENA CPEeIly €TaHEepIenT HE ca OTKPUTH Ha 6
Mecena, npu 7,77% na 12 mecena, npu 9,63% ot nmauuenture Ha 24 mecena. OT
MAlMCHTHTE Ha agaauMyMmal, KOMTO ca MMaJld JIEKapCTBEHO-UHAYIIUPAHU aHTUTENa,
92,59% ca umanu HUCKA JEKapCTBEHA OMOHAIMYHOCT, JoKaTo ocTaHanute 7,41% ot
MAlMeHTHTE ca MOKa3ald OWOHAJIMYHOCT BBIPEKH HAITUYHETO Ha JICKAPCTBEHO-
WHIYIIUPAHU HEYTpaIU3Upallyd aHTUTENa - YCJIOBUITA HA BIIOIIABaHE HA aKTUBHOCTTA
Ha 3a00JISIBAHETO, MOJOKUTEIIHA KOpeNalus ¢ HAIMYMETO Ha JIEKAPCTBEHU aHTHUTENA -
Pearson Corelation = 0.701, p = 0.00. ITanueHTUTe C JIOII KIWHUYEH OTIOBOp U
HAJMYHU JICKAPCTBEHU aHTHUTEA, MMOTy4YaBally afaiuMmymad ca OUiIu Majko MoBeUYe OT
T€3H, JEKyBaHU C eTaHeplent Ha 12 u 24 mecena, KaTo pa3iukara € He3Hauuma - U =
0,527, p> 0,05 u U = 0,623. p> 0.05 choTBETHO.

3akmoueHue: Hanmmumero Ha MHAYLUMPAHU OT JIEKAPCTBOTO HEYTpAIU3UPAIIU
aHTHTENa TPH TAIMEHTH, JICKYBaHH C aJaliuMymMad M €TaHEepIeNnT, € CBBbP3aHO C
BJIOIIABAHE HA KJIWMHWUYHUS OTTOBOP M BIIOIIABAHE HA CHCTOSIHUETO Ha IMAalMEHTA.
TecrBaHeTO HAa WHAYUUMPAHU OT JIEKAPCTBOTO HEYTPAJIHU AaHTUTENA, KAKTO U
JieKapcTBeHaTa OMOHATMYHOCT HA M3IMOJI3BAHOTO JEKAapCTBO, MOTAT Jla CE€ W3IMOJ3BaT
KaTo HAJICKIHU OMOMapKepH B KIIMHUYHATA PEBMATOJIOTHSI.

[1] Benucci M., F.Li Gobbi, M. Meacii et al., ‘Antidrug antibodies against TNF-
blocking agents: correlations between disese activity, hypersensitivity reactions, and
different classes of immunoglobulins" Biologies and Targets and Therapy, 2015: 9 7 -
2.

[2] Chen D., Y. Chen, W. Tsai et al., “Significant associations of antidrug
anti-body levels with serum drug trough levels and therapeutic response of
adal-imumab and etanercept treatment in rheumatoid arthritis" Ann Rheum Dis. 2015
Mar; 74 (3). ..>
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19.V. Popova, A. Batalov, Z. Vazhev, M. Geneva-Popova, St. Popova, K. Kraev,
A. Ivanov, “"VASCULAR RISK AND SERUM TNF A LEVELS IN PATIENTS WITH
ACUTE CORONARY SYNDROME AND RHEUMATOID ARTHRITIS” World
congress of osteoporosis, osteoartrosis and musculoskeletal disease, Abs. book, P
331(1F2019 = 3,864).

Objective: Systemic inflammation and cytokine synthesis from activated
proinflammatory cells leads to higher vascular risk in patients with seropositive RA.
Local and systemic mechanisms of TNFci synthesis have been identified, which is
related to early and more severe manifestations of ACS.

Methods: 46 patients with seropositive RA were studied, 23 of whom had ACS
and 23 were non-ACS. The serum level was taken at 24 and 48 h. TNFa ELISA Kit
(TNF) Detection Kit AA 77-233 Kit No. ABIN625441, by RayBiotech, hs CRP-kit of
AMP Diagnostics BR-5420-S. The cardiovascular risk of new ACS incidents is as-
sessed through GRACE Scale.

Results: In the RA and ACS group, there was a significantly higher serum level
of TNFa at both 24 h (9.77 ng/ml p<0.001) and 48 h (9.98 ng/ml p<0.001) vs. group
without ACS (5.07 ng/ml/24h and 5.24 ng/ml/48h, p 6.001) hour, higher levels of hs
CRP (28.82 g/mi vs. 23.67g/mt p<0.001) and the GRACE score (140.45 vs. 125.5
p<0.001).

Conclusion: Patients with ACS and RA have significantly higher levels of
TNFa associated with a higher level of proinflammatory response and a higher risk of
subsequent ACS

P331
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19.B. llonosa. A. bamanos, 3. Baowces2, M. I'eneea- Ilonoea,T. Ilonosa, K.
Kpaes, A. Hsanoe CBH/JJOB PUCK U CEPYMHHU HUBA HA TNF A I[IPU
ITALIUEHTH C OCThP KOPOHAPEH CHUHIPOM U PEBMATOWJIEH APTPUT

Ilen: CucTeMHOTO BB3MANEHWE U CHHTE3bT HAa LMTOKUHU OT AKTUBUPAHU
NPOBB3NAIUTEIHN KJIETKM BOAM JI0 TO-BHCOK CBJIOB PHCK HpPH MALMEHTH ChC
cepornio3utuBHa RA. YcTaHOBEHM ca JOKAJTHU U CUCTEMHHM MEXaHHW3MM Ha CUHTE3a Ha
TNFci, koeTo nMa OTHOLIEHHE KbM paHHUTE U No-TexKu npossu Ha OKC.

Metonu: W3cnenBanu ca 46 MalMeHTH CbC CEPONO3UTHBHA PEBMATOHJICH
aptpuT, 23 oT kouto ca ¢ OKC u 23 ca 6e3 OKC. CepymMHOTO HMBO ce m3MepBa Ha 24
u 48 yaca. Kommiekt 3a otkpuBane Ha TNFa ELISA (TNF) AA 77-233 Komrekt Ne
ABIN625441, ot RayBiotech, hs CRP-kommiekt Ha AMP Diagnostics BR-5420-S.
Cepaedno-cpaoBusAT puck oT HoBM mMHIMAEHTH ¢ OKC ce omeHsiBa 4pe3 ckaiara
GRACE.

Pesynratn: B rpymara ¢ PA n OKC umaiie 3Ha4MTEIHO MMO-BUCOKO CEPYMHO
HuBo Ha TNFa kakrto Ha 24 yaca (9,77 ng/ml p<0,001), taka u Ha 48 yaca (9,98 ng/ml
p<0,001) cnpsmo rpymara 6e3 OKC (5,07 ng/ml/24h u 5,24 ng/ml/48h, p 6,001) uac,
no-sBucoku HuBa Ha hs CRP (28,82 g/mi copsmo 23,67 g/mt p<0,001) u GRACE
pesynatat (140,45 cpemty 125,5 p<0,001) ).

3akmouedue: [lanmenture ¢ OKC u PA mMart 3Ha4uTETHO MO-BUCOKHU HUBA Ha
TNF-a, cBbp3aHu C TIO-BUCOKO HUBO Ha MPOBB3MAINUTEIICH OTTOBOP M IMO-BHUCOK PHUCK
ot nocieasaig OKC

e R AR BRI

S Wi AL
I@%MA% éé AMﬁA@O b eises”,
World Congress on Osteopor03|s, Osteoarthrltls and Musculoskeletal Dlseases (WCO
- IOF - ESCEO) 19-22 Apr, Krakaw, Poland, Osteoporosis International (2018), Vol
29, Suppl 1: (IF2018 = 3,856).
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E)roup of patlents Wlth8ut IQD an% ACS. Kits in the seru levels SOPG-sandwich ELISA.
tection range; ]I onqgrap lC study on t e presence of carotid plaques at
patient arrival - “Aloka utrasoun machine.
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20.B. Ilonosa, Baowces, JK. Ilewes, M. I'enesa-Ilonosa, /. Ilackanesa, M.
Heanosa, K. Kpaes, IOn. Ileesa, Ponues, A. bamanos, M. Kensazxosa, JI. [lyukiuxos,
LAHAJIU3 HA CEPYMHUTE HUBA HA OPG HA 24 U 48 YACA TIPU TTAL[UEHTH
C OCTBP KOPOHAPEH CHHI[POM U BB3IIAJIMTE/IHU CTABHU
34A50JIABAHHUA

en: Jla ce uzcneasar cepymuute HuBa Ha OPG 3a 24 u 48 yaca, uscienBaHe
Ha CIMT u oueHka Ha panHus cbpaedHO-Ch0B puck ¢ GRACE score CKAJIA.

Meroau: IIpoyuBaneTro BkiarouBa 95 marmentu ¢ OKC, ot kouto 46 ¢ u 49 6e3
UD, cpeana Bb3pact 69.59+7.22. Ot Te3u 46 nanuentu ¢ UD,

23 ca Ownu nuarHoctunMpaHu ¢ peBmarouzeH aptpuT (RA) m 23 ¢ mcopuaruyen
aptput (PsA) cbc cpenna Bw3pact 68,7417 u 49 nmauuentu 6e3 UD (cpemna Bb3pact
70,39+7,40). Kontponna rpyna nanuedaTta 6e3 1JD u ACS. Kommiektu B cepyMHUTE
nuBa SOPG-cangsuu ELISA. O6xBar Ha otkpuBane; 1-900 pg/mL. Conorpadcko
W3CJIe/IBaHE 3a HAJTUYME HA KapOTUAHU TUTAKU MPHU MOCTHIIBAHE HA MaIlMeHTa - exorpad
"Aloka Q7".

Pesynratn: Bmkna ce, ye mma craTucTHYecKu 3HaunMa pasnuka mexay OPG,
24 ygaca, p<0.001; OPG na 48 h, p<0,001 Huoro na OPG Ha 24 h e Haii-BUCOKO B
rpynara ¢ 1JD (207,71 ng/ml) u paznukara Mexay Tazu rpymna u rpymara 6e3 1JD
(99,30 ng/ml) e 3nauntenna, pcO.0O0I. Cepymuoro HuBo Ha OPG Ha 48 h oTHOBO
nokasza Hai-Bucokara ctoiHocT B rpymara ¢ [JD (143,36 ng/ml) ckc 3HaumTenHa
pasnuka c rpymnara 6e3 1JD (69,38 ng/ml). p=0,002. Ot apyra crpaHa, HAMa 3HAYMMa
pasznuka Mexay 1JD rpymara u kontposnara (109.53 ng/ml), p=0.513. Haii-nuckara e B
rpynara 6e3 1JD (69,38 ng/ml), HO pa3nukara ¢ KOHTpOJHAaTa rpyna HE JOCTUTa
craTuctTuyecka 3HauuMoct, p=0,060.

3axmouenne: HuBoro Ha OPG/24h moxe na Obae MPOTHOCTHYEH MapKep 3a
OIICHKA Ha PaHEH ChPJEYHO CHIIOB PHCK.
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21. V. Popova, Z. Vazhev, A. Batalov, M. Geneva- Popova, J. Pesbev, J. Peeva, D
Paskaleva, K. "Kraev, M. Jefgazkov ALYSIS _OF THE EXPRESSION "IN
ATHEROMATOUS PLAQUES OF THE TUMOR NECROSIS FACTOR ALPHA WITH
CORONARY DROME LATION TO THE PRESENCE OR

ACUTE YN IN_RE
ABSENCE OF INFLAMMATORY JOINT DISEASE
World Congress on Osteoporosis, Osteoarthritis and Musculoskeletal Diseases (WCO - IOF

- ESCEO) 19-22 Apr, Krakaw, Poland, Osteoporosis International (2018), Vol 29, Suppl 1:
(IF2018 = 3,856).

Objective: To explore possible associations between TNF-a expression and
patients with ACS with and without inflammatory joint disease Methods: The sample
included 95 patients with ACS. Among then, 46 had inflammatoiy joint disease and 49
did not- 23 had rheumatoid arthritis (RA-mean age 67.39+7.42) and 23 were with
psoriatic arthritis (PSA - mean age 70.09+6.37). TFNa was measured through
immunohistochemical analysis of material containing atheromatous plaque from
cardiac bypass surgery or other manipulation without a risk for the patient.
Immunohistochemical analysis was performed on material containing atheromatous
plague from cardiac bypass surgery or other manipulation with-out a risk for the
patient. The immunohistochemical analysis was performed according to the IHH
protocol using the following Kits to detect the presence of TNF-a: anti-TNF - (AA 180-
230) -TNF-a-rabbit, polyclonal, 1gG, 1: 100 Biosystems and Polymer Visualization
System - CRP ™ Anti- Polyvalcnt HRP Polymer (DAB) Stain Kit SPSS software
package version 24 (SPSS, Chicago, Illinois, USA).

Resuts: The results show significantly elevated levels of TNF-a expression in patients
with ACS*and inflammatory joint disease as compared to patients with ACS, but
without inflammatory joint disease. Extrapolating from this finding, it can be
concluded that the pres—ence of inflammatory joint disease in patients with ACS adds
up to the production of TNF-a and further elevates its expression. However, when
patients of two different types of inflammatory joint disease were compared, RA vs.
PsA, the expression of TNF-a did not reveal significant differences, which leads to the
conclusion that the type of joint disease does not have association with the levels of
TNF-a expression. No significant relationship was found between disease activity
level and TNF-a expression. References:

Avina-Zubieta JA et al. Arthritis Rheum 2008;59:1690 Ridker PM et al. Circulation
2000.101:2149
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21.B. ITonosa, 3. Baowces, A. Bamanos, M. Ieneea-Ilonoea, U. Ilecoes, M.
lleusa, /[. Ilackanesa, K. Kpaes, M. Kenasxkoea, “AHAJIN3 HA EKCIIPECHATA B
ATEPOMATO3HUTE IIJIAKU HA TYMOP HEKPO3HUA ®AKTOP AJI®A C
OCTHhP KOPOHAPEH CHHIPOM BbHhB BPB3KA C HAJIUYUETO HIIH
JIUTICATA HA BB3IIAJIMTEJIHO CTABHO 34AB0OJIAIBAHE”

IMen: [a ce wuscienBaT BB3MOXKHUTE BpPB3KM MexAy ekcrnpecusta Ha TNF-a u
nanuentutre ¢ OKC cbe u 6e3 Bb3ManuTeaHo cTaBHO 3a0oisiBane. Meroau: [Ipobara
BouBa 95 manmentu ¢ OKC. Cpen Tsix 46 ca uMaiau BB3NAIMTEIHO CTaBHO
3abonsBane u 49 He ca uManu - 23 ca uMmanu peBmarousieH apTpuT (RA - cpeana
BB3pacT 67.39+7.42) u 23 ca c¢ ncopuarnuen apTtput (PSA - cpemHa BB3pacT
70.09+6.37). TFN-a ce u3MepBa uype3 MMYHOXHCTOXHMHUYEH aHaIH3 Ha MaTepha!
ChABPIKAIM aTepoMaTO3Ha IJlaka OT ChpJcUYeH Oailnac WM Apyra MaHuIyjanus 0e3
pUCK 3a manueHTa. V3BBpIIEH € MMYHOXHMCTOXMMHYEH aHalIu3 BBPXY Marepual,
CHABPKAIl aTepoMaTO3Ha IJIaka OT ChpJeUeH Oailmac WM Jpyra MaHWImyjamnus 0e3
pUCK 3a TanueHTa. VIMyHOXHCTOXMMHUYHHUSAT aHAJIU3 C€ M3BBPIIBA CHIIACHO
nporokona [HH, karo ce wu3MoOi3BaT ClENHUTE KOMIUIEKTH 3a OTKpPHBaHE Ha
Haymarero Ha TNF-a: antu-TNF - (AA 180-230) -TNF-a-3ack, nonukinonaieH, 1gG,
1: 100 Biosystems u cucteMa 3a Busyanmzaius Ha noimumep - CRP ™ Anti- Polyvalent
HRP Polymer (DAB) Stain Kit SPSS Bepcust Ha codryepen maket 24 (SPSS, Yukaro,
WNnunoiic, CAILL

[loBropHu pe3ynratu: Pe3ynrature mnoKa3BaT 3HAYMUTENHO [OBUIIEHM HHBA Ha
excripecust Ha TNF-a npu namuentn ¢ OKC* u Bb3nanuTENTHO CTaBHO 3a00JsIBaHE B
cpaHenne ¢ mnanueHTH ¢ OKC, HO 0€3 BB3MNAJIUTEIHO CTAaBHO 3a00JsBaHE.
ExcTpanonupaiiku OT TOBa OTKPUTHE, MOXKE Ja C€ 3aKJIOUd, Y€ HaJIMYMETO Ha
BB3MNAJIUTEIIHO CTaBHO 3a0omsiBane mipu mnamueHtd ¢ OKC  pompuHaca  3a
nmpou3BoACTBOTO Ha TNF-a W [IOIBIHHUTENHO NOBHMIIABA HETOBaTa EKCIIPECHS.
Bonpekn ToBa, KOrato ce cpaBHSBAT MALMEHTH C JIBA PA3JIMYHU BUJA BB3MAIUTEIHO
cTaBHO 3a0omsBaHe, RA cpemty PsA, ekcnpecusita Ha TNF-a He pa3kpuBa 3HAUUTEIIHU
pAa3IMKH, KOETO BOJU JI0 3aKJIFOUEHHETO, Y€ TUITBT CTAaBHO 3a00JsiBaHe HsMa BPb3Ka C
HuBara Ha TNF-a excrpecus. He e oTrkpurta 3Haunma Bpb3Ka MEXIy HUBOTO Ha
aKTUBHOCT Ha 3abosiBaHeTo U ekcripecusita Ha TNF-a.

[Ipenpartku:
1.Avina-Zubieta JA u ap. Arthritis Rheum 2008;59:1690

2.Ridker PM et al. Tupaxx 2000.101:2149

22. S. Popova, M. Geneva-Popova. Z. Peshev, V. Popova, ,,CO-EXISTENCE
OF CALCIUM PYROPHOSPHATE AND MONOSODIUM URATE CRYSTALS IN
SYNOVIAL FLUID OF PATIENTS WITH PSORIATIC ARTHRITIS “ World Congress
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OBJECTIVES: We analyzed results of synovial uid obtained by aspirational ¢
arthrocentesis from one knee joint iof 28 patients with psoriatic arthritis. For the
identification of :rystals we used polarization microscopy performed at the Dep rtment
of Clinical Pathology, Medical University, Plovdiv. The r lalysis included the type of
crystals, the age of the patients 'ith the psoriatic artritis, the duration of the disease and
the type >f treatment. The results were processed with the SPSS 24 statistu il program.

RESULTS: We found different crystals in patiens with psoriatic arthritis in 22
(78, 57%). We found the presence of calcium pyrophosphate in 12 patients (42, 85%),
monosodium urate crystals in 7 patients (25.0%), together both types of crystals in 3
patients (10.71%) and lack of crystals 6 patients (21.44%). The prevalence of calcium
pyrophosphate crystals in the synovial fluid of patients with psoriatic arthritis is
sigmficantly more (P = 0.022) than the presence of monosodium urxke crystals in the
observed patients. Patients who have monosodium urate crystals are older and have a
longer duration of the disease (P - 0.01). Of the patients who did not have crystal in the
synovial fluid had received treatment with the anti-TNFfa blocker.

CONCLUSION: Different crystals are found in patients with psoriatic arthritis with
aspiration arthrocentes, most open calcium pyrophosphate, monosodium urate or both.
Future |ftudies will show the effect of treatment with anti-TNF-a blockers on the lack
of crystals in the synovial fluid of patients with psoriatic arthritis.

1. Gladmann DD, Antoni C, Mease P, Clegg DO, Nash P (2005) Psoriatic
arthritis: epidemiology, <8inical features, course, and outcome. Ann Rheum Dis
64(suppl2)|1114-1117.

2. Neame RL, Carr AJ, Muir K, Doherty M (2003) UK community
prevalence of knee chondrocalcinosi®: evidence that correlation with osteoarthritis is
through a shared association with osteophyte. Ann Rheum Dis 62:513-518.

3.0liviero F, Scanu A, Galozzi P et 31 (2013) Prevalence of calcium pyrophosphate
and monosodium urate crystals in synovial fluid of patients with previously diagnosed
joint diseases. Joint Bone Spine 80:287-290
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crystal-induced syncwitis. J Rheumatol 7:213—217

22.C. Ilonosa, M. I'enesa-Ilonosa. 3. [lewes, B. [lonosa, ,,ChbBMECTHO
CBIJECTBYBAHE HA KPUHCTAJIM HA KAJIIJUEB I[IHPO®OCDPAT U
MOHOHATPUEB YPAT B CHUHOBUHAJIHATA TEYHOCT HA IIAILIUEHTH C
IICOPUATUYEH APTPUT*

IEJIN: Hue ananuzupaxme pe3ysITATUTE OT CUHOBUAIHATA TEYHOCT, MOJy4YEeHA
Yype3 acHUpalMOHHA apTpPOLIEHTe3a OT €IHa KOJIsSHHAa cTaBa Ha 28 NalUeHTH ¢
ICOpHAaTUYeH  apTpUT. 3a HASHTHU(QUUIMpPaHE Ha  KPHUCTAIM  H3IOJI3BaXMe
NOJIIPU3allMOHHA MHUKPOCKOIHNS, M3BbpuleHa B KiMHHMKaTa MO KIMHWYHA MATOJOTHUS
Ha MeauuuHcku yHuBepcuteT, [110BauB. AHaNM3bT BKIIOYBA BUJA HAa KPHUCTAIMTE,
Bb3pacTTa Ha MalMEHTUTE C [COPUATUYEH apTPUT, MPOABIHKUTEITHOCTTa Ha
3a00JIsIBAaHETO U BUJIA HA JiedeHueTo. Pesynrature ca oOpadotenu ¢ nmporpamara SPSS
24,

PE3VIITATHU: Otkpuxme pa3iuyHu KPUCTAIA B TMALUUEHTH C IICOPUATHYEH
aptput 1ipu 22 nanuentu (78, 57%). OTKkpuxMe HAIUYUETO Ha KalmueB nupodocdat
npu 12 namuentu (42, 85%), KpucTalii Ha MOHOHATPUEB ypaT NpU 7 MALUUEHTH
(25,0%), 3aegno naBata BuAa kpuctanu npu 3 manuentud (10,71%) m nunca Ha
kpuctanu npu 6 namueHtu (21,44%) ). PaznpocTpaneHneTo Ha KpHUCTAIM KaJllUEB
nupodochar B CHHOBMAIHATA TEYHOCT HA MAIlMEHTH C IICOPUATHYEH AapTPUT €
3HaunTeNHO no-royisiMo (P = 0,022) ot HalMuueTo Ha KPUCTAIM MOHOHATPHUEB.

3akmrouenue: [Ipu Habmr0MaBaHUTE MAIMEHTH Ca OTKPUTU KPUCTAIM B CHHOBHAJIHATA
TEYHOCT Ype3 acHHUpalMoHHa apTpoleHTe3a - calcium pyrophosphate, monosodium
urate wiam u IBata B pa3idyueH MPOILIEHT U 3HAUUMOCT. bbaenm noyuBanus TpsOBa na
nokaxar edexra ot nedeHuto ¢ TNF-a Grokepu BbpXy HaJIMYMETO HA KPUCTAIH B
craBute Ha OomHUTE OT [ICA.

23. S.Popova, M. Geneva-Popova, V. Popova, Z. Peshev, “PRESENCE OF
CALCIUM PYROPHOSPHATE AND MONOSODIUM URATE CRYSTALS IN
SYNOVIAL FLUID OF PATIENTS WITH ACTIVE RHEUMATOID POLYARTHRITIS
World Congress on Osteoporosis, Osteoarthritis and Musculoskeletal Diseases (WCO
- IOF - ESCEQ) 19-22 Apr, Krakaw, Poland, Osteoporosis International (2018), Vol
29, Suppl 1: (IF2018 = 3,856).

Ilocmep 1079

OBJECTIVES: The aim of this study was to investigate the frequency of
calcium pyrophosphate and monosodium urate crystals in synovial fluid obtained from
patients with rheumatoid arthritis, the age of patients with the disease, the duration of
the disease and the treatment of the patients.
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METHODS: We analyzed the results of synovial fluid obtained from
aspirational arthrocentesis from one knee joint of 30 patients with rheumatoid arthritis
treated at the rheumatology clinic. For the identification of crystals we used
polarization microscopy performed at the Department of Clinical Pathology, Medical
University, Plovdiv. The analysis included the type of crystals, the age of the patients,
the duration of the disease and the type of treatment. The results were processed with
the SPSS 24 statistical program.

RESULTS: We found different crystals in patients with rheumatoid arthritis in
8 patients (26.66%). We found the presence of calcium pyrophosphate in 2 patients
(6.66%), monosodium urate crystals in -3 patients (10.0%), together both types of
crystals in one patient (3.33%) and lipid crystals in 2 patients (6.66%). Patients with
rheumatoid arthritis who had crystals were significantly older than those with no
crystals (P = 0.01). The same patients had a longer duration of the disease (P = 0.01).
We did not find patients with rheumatoid arthritis and crystals who received treatment
with biological agents such as TNF-a blockers.

CONCLUSION: Despite differences in the pathogenesis of rheumatoid arthritis
and crystals arthropathies, we have found crystals in the synovial fluid in patients with
rheumatoid polyarthritis. The lack of crystals in patients with rheumatoid arthritis
treated with anti-TNF-a blokers suggests a possible link between this treatment and the
established finding in the synovial fluid of these patients.
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IEJI: Ilenta Ha TOBa mpoydBaHe Oele Ja ce H3cleaBa dYecToTara Ha
KpUCTaJIUTe Ha KanmueB nupodocdaT 1 MOHOHATPHEB ypaT B CHHOBHAIHATA TEYHOCT,
MOJIy4eHa OT MalMeHTH C PEBMATOUJIEH apTPUT, Bb3PaCcTTa HA MAIlUEHTUTE ¢ 00JIeCTTa,
MPOIBIKUTEIIHOCTTA Ha 3a00JIIBAHETO U JICYCHUETO Ha MAI[UEHTHUTE.

METO/IN: Ananu3upaxme pe3yJaTaTUTE OT CHHOBUAIHATA TEYHOCT, MOJy4YEHa
OT achHhpalMOHHA apTpOIleHTe3a OT eJHAa KOJsHHa cTaBa Ha 30 mamueHTH C
PEBMATOUICH apTPUT, JIKYBaHU B KIIMHUKATa MO PEBMATOJIOTHS. 3a uaeHTH(HIIpaHe
HAa KPUCTAJIUTE W3MOJ3BaXMe [MOJIIPU3AIMOHHA MHUKPOCKOMMS, U3BbpIICHA B
Karenpara mo kiamHMYHAa mnatoioruss Ha MeaunuHcku yHUBepcuteT, [LmoBaus.
AHanmu3bT BKJIIOYBA BHJA Ha  KPUCTAIUTE, BB3pAcTTa HA  NAIMEHTHUTE,
NPOJIBIDKUTEIIHOCTTAa Ha 3a00JsBaHETO M BUJA Ha JedeHueTo. Pesynratute ca
00paboTeHH ChC cTaTUCTHYECKaTa rmporpama SPSS 24.

PE3VIITATHU: OTkpuxMme pa3iMuHUA KPUCTAIU MPHU MALMEHTH C PEBMATOUJICH
apTpuT npu § nanueHTH (26,66%). YcraHoBUXME HalIM4Yue Ha KajluueB nupodocdat
npu 2 nauueHtu (6,66%), kpucranu MoHoHaTpueB ypar npu -3 nmauumentu (10,0%),
3aeJIHO JIBaTa BUJIa KPUCTAIM IIPpH eauH narueHT (3,33%) u TunuIHd KpUCTamy IpH 2
nanuenTa (6,66%). [lanuenTuTe ¢ peBMaTOUJIEH apTPUT, KOUTO Ca UMaJld KPHUCTAJH,
ca 3HAUUTEIHO MO-Bb3pacTHH OT Te3u 0e3 kpuctanu (P = 0,01). Crimure namuenTu ca
UMajid T0-ToJIsMa TMpOAbKUTETHOCT Ha 3abomsiBanero (P = 0.01). He orkpuxme
MallUeHTH C PEBMATOUACH apTPUT U KPHUCTAIH, KOUTO Ca TMOJYYWIH JICUCHHE C
ouonornunu areuty kato TNF-a 6mokepu.

3AKJIFOYEHHME: Benpeku pasnuuusTa B NATOT€HE3aTa HAa PEBMATOWIHUSA
apTPUT M KPUCTAJIHUTE apTPONaTHH, OTKPUXME KPHCTAIM B CHHOBHAJIHATa TEYHOCT
IpHU NAlMEHTH C PEBMATOMAEH MOAUapTpuT. Jlumcara Ha KpucTanu NpHU HAlUEHTH C
pEeBMATOMJIEH apTpUT, JiekyBanu ¢ aHTu- | NF-a Onokepu, mpenmonara Bb3MOXKHA
BpPb3Ka MEXJy TOBa JICYEHHE M yCTAHOBEHATa HAXOJKa B CMHOBHAJIHATA TEYHOCT Ha
TE€3H MalUEHTH.
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Background: Whileknee osteoarthritis is often a progressive and irreversible
degenerative Eroces_s,_fur]ctlonal improvement and pain control are reasonable treatment
goals. In the knee, injections of corticosteroids into the joint may relieve inflammation,
and reduce pain and disability. o _ _ _
Objectives: The present study aims to compare efficiency of intraarticular steroid
injection administered on knee osteoarthritis (OA) patients between conditions whether
effusion exists or not_ _

Methods: The study included totally 46 patients (36 women and 10 men, ages 56+5,23)
who applied to the knee Pam symptom and were diagnosed with knee OA KL-scale >2.
Based on the existence of effusion determined clinically, patients were subclassified in 2
groups. Whereas the 1st group w'as including the patients with clinical effusion; the 2nd
group was including without effusion. Group 1 and 2 patients were administered
Intraarticular steroid injection (DlprOﬁhOS 7 mg/ml suspension for injection
betamethasone) on land 7 days. Before the treatment, patients were evaluated in tenns
WOMAC pain score, physical function score and visual analog scale. In the post-
injection period, patients invited for control at the 2nd and 8th weeks were evaluated
based on the same parameters. o _
Results: In group A and B a statistically significant recovery was observed in terms of
pain, physica aCtIVITK, and morning stiffness values at the end of both the 2nd and the 8th
weeks compared to the initial period (p<0.05). The recovery in the injection group A was
statistically more significant compared to the group B (p<0.001). There was no statisti-
cally significant all parameters difference between the group A and group B based on the
controls at the 2nd and the 8th weeks (p>0.05) S _
Conclusions: It was observed that intraarticular steroid injection reduced pain and
stiffness related scores whether patients diagnosed with knee OA have effusion, or not;
and dctleveloped the functionality. However, these effects were observed only for limited

eriod.

eferences: 1. Hochberg M et al. Arthritis Care Res (Hoboken) 2012;64:465
1. Jones A, Doherty M. Ann Rheum Dis 1996;55:829

2. MaricarN et al. Sem Arthritis Rheum 2016;45:556
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, CPABHEHUE HA EQUKACHOCITTA HA BBTPECTABHOTO HH>XEKTHUPAHE
HA CTEPOUIU TIPU ITALJUEHTHU C OCTEOAPTPUT HA KOJIIHATA C HJIU
BE3 U3JIUB*“
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[Ipenucropus: Bernpeku ye ocTE0apTPUTHT Ha KOJISHOTO YECTO € MPOrPECUBEH
¥ HEOOpaTUM JieTeHEPAaTUBEH MPOIEC, PYHKIIMOHAIIHOTO MO00pPEHNE U KOHTPOIBT Ha
0oJKaTa ca pa3yMHH LeJH 3a JieueHUe. B KOJISIHOTO MHKEKIIMUTE Ha KOPTUKOCTEPOUIH
B CTaBaTa Morar Jia 00JIeKuaT Bb3MaJICHUETO U Ja HAMAJIAT O0JIKaTa U YBPEKAAHETO.

Henn: HacrosimoTo mpoyuyBaHe MMa 3a LEJd Ja CpaBHM €(EKTHMBHOCTTA Ha
WHTPAapTUKYJIAPHOTO HWHXXEKTHUPAHE HA CTEPOMIH, MPUIAraHO NpPH MALUEHTH C
OCTE0APTPUT Ha KOJISIHOTO (OA) MEXAy ChCTOSAHMS, HE3aBUCUMO J1ajld UMa U3JIUB WIH
HE

Meroau: IlpoyuBanero BkitouBa 00110 46 mamnueHTt (36 xxeuu u 10 Mbxe, Ha
BB3pacT 56+5,23), KOUTO ca MPUJIOKUIM CHMIITOMA Ha KOJITHOTO pam M ca Ouiu
nuarHocturupanu ¢ OA Ha konsiHoTo o KL-ckana >2. Bb3 ocHOBa Ha HAJIMYHUETO HA
U3JIUB, OIpEJAENeH KIMHUYHO, MAlMEHTUTE ca nojkiacuduuupanu B 2 rpynu. Karto
UMa TIpeaBui, 4e 1-Ba rpymna BKJIKOYBAa NALMUEHTH C KJIMHUYEH WU3JIMB; 2-pa rpyna
BKiItOuBame 0Oe3 wu3nuB. Ha mamuentute ot rpynma 1 uw 2 e mpuioxeHa
MHTPAaapTUKyJIapHa CTepOMAHAa WHXekuus (aunpodoc 7 mg/ml uHKEKIHOHHA
CycleH3usi OeTaMeTa3oH) Ha cyliara B MpoJabkeHue Ha 7 auu. [lpeau nedenuero,
narueHTuTe ca oneHenu upes WOMAC ckana 3a Oonka, pe3ynrar 3a ¢uznuecka
GyHKIMS ¥ BU3yallHa aHajoroBa ckana. B mepuona cien mHXeKTUpaHe, MalueHTHUTE,
MOKaHEHU 3a KOHTpOJa Ha 2-pa U §-Ma ceqMula, 0gXa OLIEHEHH Bb3 OCHOBA Ha CHIIUTE
napameTpH.

Pesynratu: B tpyma A u B ce HabmomaBa CTaTUCTUYECKH 3HAYMMO
BB3CTAHOBSBAHE 110 OTHOILLIEHUE HA CTOMHOCTUTE Ha OoJKkarta, (hu3ndeckaTa akTUBHOCT
U CyTpelIHaTa CKOBAaHOCT B Kpas Ha 2-pa M 8-Ma ceaIMulla B CPAaBHEHHME C HadaJHUS
nepuo/ (p<0.05). Br3cTaHOBSIBaHETO B MHXKEKIIMOHHATA Tpymna A € CTaTUCTUYECKH T10-
3HauMMO B cpaBHeHue ¢ rpyna B (p<0.001). Hama cTraTucTdecku 3HauyMMa pas3jiuka
BBbB BCUUKH MMapaMeTpu Mexay rpyna A u rpyna B Ha 6a3ata Ha KOHTposuTe Ha 2-pa
u 8-ma cenmua (p>0.05)

3axmouenus: bemie Habm0aBaHo, Ye MHTPAapTUKYJIAPHOTO MHXKEKTUPAHE Ha
CTEpOUAM HaMajsiBa pe3yJTaTUTE, CBbP3aHU C 0OJKaTa M CKOBAHOCTTA, HE3aBUCUMO
Janu TauueHTuTe, AuarHocTuipanu ¢ OA Ha KOJSIHOTO, UMAaT W3JIMB WM HE; U
paspabotu ¢yHKIHOHATHOCTTA. Te3n edexktn obOave ca HaOMOAaBAaHW CcaMO 3a

OIPaHUYCH IIEPHUOJ] OT BpEME.
1. Hochberg M et al. Arthritis Care Res gHoboken) 2012:64:465
2.Jones A, Doherty M. Ann Rheum Dis 1996;55:829

3. MaricarN et al. Sem Arthritis Rheum 2016;45:556
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Introduction: Atherosclerosis is inflammatory disease of the vessels. The pathogenic
role of RANKL is crucial for the calcification of the;laqqe but is it the same for its
stability ? Materials and methods: We evaluated 23 patients with acute coronary
syndrome, with cardiac surgery intervention and inflammatory joint diseases (PSA,
RA) we evaluated the cardiovascular risk with EURO SCORE Il, serum levels of
RANKL (N <4,25 pgfaii with Human ELISA kits eBioscience, CIMT- assessment
with US machine Aloka Prosound alpha 7. Results: !3 of them with high vascular
risk- Euro SCORE I1I- abcve 20%. in 10 patients - Euro SCORE II is 10%. Serum
levels of RANKL- are as follows: In 8 patients, 5 of which are at high cardiovascular
risk - 40,2 + - 3,2 pg / ml / p <0,005 and for the other 15 patients 7.2 +- - 1.2 pg / ml /
p <0,005 /. cf which 8 are in the group over 20% risk. CIMT- over 1.1 mm in all .8
patients with high serum levels of RANKL and under _ _

10 mm at rest, while the group at high serum levels of RANKL in 75% of subjects
experienced varying degrees of stenosis of the common carotid artery and at 87% was
observed plaque calcification.

Conclusion: Cannot say that the serum levels of RANKL is directly related to plaque
instability and the manifestation of acute coronary syndrome. Its involvement in the
pathogenesis of calcification of atherosclerotic plaques in itself could not serve as
serum marker in these patients. Perhaps the studies in larger cohorts and more
extensive studies could shed Light on the these questions.

References:
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25.B. C. Ilonosa, A. bamanos, 3. Baowces, M. Kenesa-Ilonosa, Y. Ilewes, H.
Ponues, U. Ileesa, K. Kpaes, M. Hsanosa, M. Kensasxosa, A. Heanos, ,,OLIEHKA
HA CEPYMHUTE HHUBA HA RANKL H H3MEPBAHETO HA CIMT I[IPU
IHHAIIMEHTH C BHCOK CBPIEYHO-CHBIAOB PHCK C BB3IAJIUTEJIHU
3Ab0JIAABAHUA HA CTABUTE “

BoBenenune: Atepockiepo3aTra € BB3MAJIUTENIHO 3a00JsBaHE Ha ChIOBETE.
[Tatorennara ponss Ha RANKL e or pemaBaiio 3HaueHHE 3a Kaluu(pUKalMUsITa Ha
IJ1aKaTa, HO ChINaTa JIM € 3a HeilHaTa cTabmIHoCT? Marepuanu u Mmetoau: OIeHUXMe
23 manueHTyu ¢ OCThP KOPOHAPEH CHUHAPOM, C KapJHUOXHPYPrUuHA WHTCPBCHIIHS H
BB3MAJNTEIHN cTaBHU 3a0o0isiBanus (PsA, RA), orleHHXMe ChpASYHO-CHIOBHS PUCK
¢ EURO SCORE II, cepymaun nuBa Ha RANKL (N <4,25 pgfaii ¢ goBemku ELISA
koMmiuiekTH eBioscience, CIMT- omenka ¢ US amapar Aloka Prosound alpha 7.
Pesynratu: !3 ot Tax ¢ Bucok cpaoB puck- Euro SCORE IlI- abcve 20% npu 10
naruenTa - Euro SCORE I1 ¢ 10%.Cepymuu HuBa Ha RANKL- ca kakTo ciensa:
[Tpu 8 manmeHTH, 5 OT KOMTO ca C BUCOK ChPAEYHO-ChA0B pucK - 40,2 + - 3,2 pg / ml
/ p <0,005 u npu ocranamute 15 mamuenTu 7,2 +- - 1,2 pg / ml / p <0,005 /.cf xou 8
ca B rpymnara Hag 20% puck CIMT- wvag 1,1 mm npu BCUUYKHU .8 MAlIMEHTH C BUCOKHU
cepyman HuBa Ha RANKL wm mom 1,0 mm B IOKOM, JOKaTo rpyrara ¢ BHCOKH
cepymau HuBa Ha RANKL npu 75% ot cyOekTuTe € mmajia pasjindyHa CTCICH Ha
CTEHO3a Ha 0o0mara KapoTuaHa aprepus u npu 87% ¢ HalJroaBaHa KaaupuKamus
Ha TIaKa.
3akmouenue: He mMoxe na ce kaxke, uye cepymHuTe HMBa Ha RANKL ca mpsko
CBBp3aHU C HECTAOMIIHOCTTA Ha TjIakaTa M MposiBaTa Ha OCThP KOPOHAPEH CHHAPOM.
HeroBoto yuacTtwe B IaToreHe3ara Ha KalIM(UKALMATA HA aTEPOCKICPOTHUHUTE
IJIAKU caMO 10 ce0e CHM HE MOJXKE Ja CJIyKH KaTo CEPyMEH MapKep HpH Te3U
manueHTd. Mojke OM IIpoydyBaHUATA B IIO-TOJIEMH KOXOPTH M MO-OOIIMPHUTE
MPOYyYBaHUS OMXa MOTJIM Ja XBBPJIAT CBETINHA BbPXY TE€3H BHIIPOCH.

[Ipenpatku:

1. Prabhakaran S et al. Yaap 2006; 37: 2696
2. Warboys CM u ap. Med Rep 2011; 3:5

3. Sitia S et al. Autoimmun Rev 2010; 9r830
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26.M. Geneva-Popova, V. S. Popova, R. Karalilova, S. D. Popova "INSOMNIA
IN PATIENTS WITH CHRONIC LOW7 BACK PAIN”, World Congress on
Osteoporosis, Osteoarthritis and Musculoskeletal Diseases (WCO - IOF - ESCEOL17),
Osteopor Internation, Vol 28, Supplem 1, March 2017, p 472
(IF2017= 3,856).

Background: A sleep disorder is a medical disorder of the sleep patterns of a
person. Sleep disorders are serious enough to interfere with normal physical, mental,
social and emotional functioning. Wien a person suffers from difficulty falling asleep
and/or staying asleep with 110 obvious cause, it is referred to as insomnia. The
relationship between insomnia and depressive illness is complex depression may cause
sleep problems and sleep problems may cause or contribute to depressive disorders.
For some people, symptoms of de-pression occur before the onset of sleep problems.
Sleep prob-lems are also associated with more severe depressive illness. Objectives:
The aim of the study was to assess insomnia in patients with low back pain and to
identify factors associated with this insomnia.

Methods: The study included 80 patients suffering from low back pain (55 females and

25 males, mean age: 61.15+8.1 years). Low back pain, sleep characteristics, types and
conse-quences of insomnia were collected. Insomnia severity was assessed using index
of severity of insomnia with a global score going from 0 (the best situation) to 28 (the
worst situa-tion). Relationship between insomnia and low back pain char-acteristics
was analyzed.

Results: Insomnia was reported by 43% of patients and was caused by pam in
79% of them. Insomnia was early, middle and late in respectively 55, 32 and 13% of
all insomniac patients. The mean of index of severity of in-somnia score was
14.06+2.9. Consequences of insomnia were followed by daily activities disturbance
(65%), tired-ness (65%) and mood disorders (21%). Significant corre-lations were
found between index of severity of insomnia and pain (VAS mm) (r=0.620; p<0.00l),
fatigue (r=0.510; pcO.0OOQOl) and body mass index (r=-0.440; p=0.02). Multiple logistic
regression models have shown that only pain (OR= 1.421; IC 95% (1.232- 1.833);
p=0.01) and body mass index >35 (OR=1.G55; IC 95% (1.024- 1.116; p=0.01) were
the significant independent factors related to insomnia severity. 25% of the patients
with insomnia and low back pain were with clinical features of depression and they
needed treatment.

Conclusions: Insomnia prevalence seems to be important in patients with low
back pain. The severity of insomnia was related to pain and body mass index >35.
Assessment of in-somnia should be integrated to low' back pain management and so
the depression can be protected.

References: _
1. Marty M et al. Eur Spine J 2008;17:839

2. Yang P et al. J Physiother 2012;58:157
3. Sibbritt D et al. BMC Musculoskelet Disord 2016; 17:393
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26.M. Ienesa-Ilonosa, B. C. Ilonosa, P. Kapanunosa, C. J[. Ilonosa,
“BE3CHHUE [IPU ITAIL[UEHTH C XPOHUYHA FOJIKA B HUCKATA 7 FOJIKA B
I'PBFA”, Ceemosen KoHepec no ocmeonoposa, 0Cmeoapmpum u MyCKYIHO-CKelemHuu
3abonasanus (WCO - |IOF - ESCEO16), Osteopor Internation, Vol 28, Suppl 1, mapm
2017 ., p 472

IIpenucropusa: Pa3cTpoiCcTBOTO HA ChHA € MEIUIIMHCKO Pa3CTPOMCTBO HA MOJEIINTE HA
ChH Ha 4oBeK. Hapymenusita Ha CbHA ca JOCTATBYHO CEPUO3HM, 3a J1a NONpedYaTr Ha
HOPMAJHOTO (PU3UYECKO, YMCTBEHO, COLMATHO U €MOLMOHAIIHO (DYyHKIIMOHUPaHEe. AKO
YOBEK CTpajia OT TPYAHOCTH MPU 3aCIUBaHE W/WIM 3a7bpkaHe Ha cbH mopaau 110
OUEBUJIHM TPUYMHHU, TOBa ce Hapuya Oe3chbHUE. Bpb3kaTa Mexay O€3CHHHETO U
JENPECUBHOTO 3a00JIsIBaHE € CIIOXKHA, JICTIPecusiTa MOXKe Jla MPUYUHHU MPOOJIEMHU ChC
CHHS, @ MPOOJIEMUTE CHC CHhHSI MOTaT /1a MPUYUHAT WIX J1a JOTIPUHECAT 3a JEeNPECUBHU
pasctpoiictBa. Ilpu HsKOM XOpa CHUMITOMUTE Ha JEHPECUsl CE€ TMOSBABAT IpPeau
nosiBaTa Ha mpobiemMu cbc ChbHA. [IpoOreMuTe ChC ChHS CHILIO Ca CBBP3aHU C IO-
TEXKH JenpecuBHU 3abonsBanus. llemu: Ilenta Ha mpoydyBaHEeTO € Ja C€ OILICHU
0€3CHHHETO MpPU MAIMEHTH ¢ OOJNKH B KpBhCTa M Ja ce uieHTUdHUIupar (hakTopure,
CBBP3aHU C TOBa Oe3CHHUE.

Meronu: IlpoyuBanero BkimrouBa 80 ManuMeHTH, cTpagam OT OOJKH B KpbeTa (55
KEHU U 25 MBbKe, cpenHa Bb3pacT: 61,154+8,1 rogunm). CrOpanu ca GOJIKU B KPBCTA,
XapaKTepUCTUKA Ha CHHS, BUJAOBE W TOCIEACTBUS OT Oe3chHue. Texecrra Ha
0e3chHHETO Oele OIeHeHa ¢ MOMOIITa Ha MHIEKC Ha TeKeCcTTa Ha 0€3ChHHUETO ¢ OO0l
pesyntat, Bapupaml ot 0 (Hali-moOparta cutyarus) no 28 (Haii-oliara CUTYyalus).
beme ananu3upana Bpb3KaTa MEXKIY XapaKTEPUCTUKUTE Ha 0€3CHHUETO M OOJNKUTE B
KpPBCTA.

Pesynratu: bescbaue e poknansaHo ot 43% OT MalMEHTUTE U € MPUYUHEHO OT Iam
npu 79% ot Tax. be3cbHUETO € 6110 paHHO, CPEIHO U KbCHO CHOTBETHO IpH 55, 32 1
13% ot Bcuuku marnueHT ¢ 0e3chHmMe. CpeHaTa CTOWHOCT Ha MHJEKCa Ha TEXKECTTa
Ha wuHcomHHs e 14,06+2,9. Ilociaeauiure OT OE3CHHHETO ca IOCIAEIBAHH OT
HapyllIeHHe Ha eXeTHEeBHHUTE AceiiHoCcTH (65%), ymopa (65%) u pascTpoiicTBa Ha
HacTpoeHueTo (21%). bsxa OTKpUTHM 3HAYMMHM KOpEJlalMKd MEXKIy HHJIEKca Ha
TexecTTa Ha O0e3cbHueTo U 6onkaTta (VAS mm) (1=0,620; p<0,001), ymopara (r=0,510;
pcO.00]) u unaekca Ha TenmecHa maca (r=-0,440; p =0,02). MHOXeCTBO MOJEIHN Ha
JIOTHCTUYHA perpecus Mmokaspar, ue camo Oonka (OR= 1,421; IC 95% (1,232-1,833);
p=0,01) 1 unnekc Ha TenecHa maca >35 (OR=1.G55; IC 95% (1,024-1,116; p= 0,01) ca
3HAUMMUTE HE3aBUCUMH (DAKTOpH, CBBpP3aHM C TEXecTTa Ha O0e3chbHUeT0.25% oT
MAIUEHTUTe ¢ 0e3ChHUE U OOJIKK B KPBCTA ca OWIM ¢ KIMHUYHU XapaKTEPUCTHKU Ha
JIENpecust U ca UMM HYX/1a OT JICYCHHE.
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3akmouenus: PasnpocTpaneHneTo Ha 0€3CHHHETO M3TIIEXK]A BaXKHO MPH MALUEHTH C
Oonku B KpbcTa. TexxecTTa Ha O€3CHHHETO € CBBp3aHa ¢ OOJIKa M MHAEKC Ha TelleCHA
Mmaca >35. OueHkaTa Ha 0€3CbHHETO TpsiOBa J1a Ob/ie MHTErPUpaAHa B YIIPABICHUETO HA
OO0JIKM B KPBCTA U TaKa JACHPECcUsITa MOXKe Ja ObJe 3aliTeHa.

References: )

1.Marty M et al. Eur Spine J 2008;17:839

2.Yang P et al. J Physiother 2012;58:157

3.Sibbritt D et al. BMC Musculoskelet Disord 2016; 17:393
4. Theroux. J et aL. Pain Res Manag 2015;20:153
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27.M. Geneva- Popova, S. Alimanska, V. S. Popova, R. Karalilova, A. Batalov, P.
T. Selimov, “RISKS FACTORS FOR HAND OSTEOARTHRITIS IN PATIENTS WITH
DIABETES MELLITUS TYPE 2”, World Congress on Osteoporosis, Osteoarthritis
and Musculoskeletal Diseases (WCO - IOF - ESCEOL17), Osteopor Internation, \Vol
28, Supplem 1, March 2017, p 474

(IF2017= 3,856).

Background: Type 2 diabetes mellitus (DM) consists of an array of dysfunctions
characterized by hyperglycemia and resulting from the combination of resistance to
insulin action, 1nadequate insulin secretion, and excessive or inappropriate glucagon
secretion. Osteoarthritis (OA) is characterized by cartilage de%eneratlon or degradation of
one or more joints. Risk factors for hand osteoarthritis are hand trauma, malalignment
ofajoints, [eBetltlve movements, female gender and advanced age, family history,
obesity. Diabetes mellitus is regularly considered a risk factor for osteoarthritis in
weight-pearing joints, such as hips and knees, but not for the hands. _
Objective: To evaluate the association of hand osteoarthritis and diabetes mellitus.
Methods A study was performed in 64 patients (33 adult diabetes mellitus patients
(Group A) and 31 non-diabetic subjects (Group B) with hand osteoarthritis. OA of hand
was ascertained using the American College of Rheumatology classification criteria.
Multivariable logistic regression was used to evaluate the association of DM with hand
OA, and to evaluate factors associated with hand OA among DM patients. Odds ratios
(OR) with 95% confidence intervals (Cl) were calculated to associate BMI, glucose,
HbAlc, C-peptide with hand OA using logistic regression analyses per standard
deviation, stratified for sex and adjusted for age.

Results: BMI >27 was associated with hand OA in both groups, OR 1.26 (95% CI 1.12-
1.53), glucose and C-peptide were associated with hand OA in group A OR 1.24 (95% Cl
118 1.41) and OR 2.03 (95% CI 1.94-2.18). HbAlc showed an OR of 1.57 (95% CI
1.44-1.91) for hand OA in group A. The associations of glucose, HbAlc and C-peptide
with hand OA remained significant after adjustment for fat mass.

P474

27. M. I'enesa- _Ilonosa, C. Anumancka, B. C. [lonosa, P. Kapanunosa, A.
Bbamanos, II. T. Cenumos, , PUCKOBHU ®DAKTOPH 34 OCTEOAPTPHUT HA
PBKATA I1PU ITALIUEHTHU CHC 3AXAPEH JIUABET THUII 2", CeemoseHn Kouepec
no ocmeonoposa, ocmeoapmpum u mycKyiHo-ckeremuu 3aoonsasanus (WCO - 10F -
ESCEQI17), Osteopor International, Vol 28, Suppl 1, mapm 2017 .,
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[Ipenuctopus: 3axapuust awmadber tun 2 (3[]) ce chctom ot HAbOp OT
TUCQYHKIUY, XapaKTepU3Upalld C€ C XHUIEePIIUKEMHUS ¢ TMPOU3THYAINUd OT
KOMOHMHAIMATA OT PE3UCTEHTHOCT KbM HMHCYJIMHOBO JICHCTBUE, HeaeKBaTHA CEKPEITHS
HA HWHCYJWH W TIpEKOMEpHAa WM HEMONIXOJINa CEeKpelus Ha TJIFOKaroH.
Ocreoaptputrbt (OA) ce xapakrepuzupa ¢ JEreHepanuss Ha Xpylsaia WIH
pasrpakJaHe Ha eIHa WM TOBeYe CTaBU. PUCKOBM (hakTopu 3a OCTEOapTpPUT Ha
pbKaTa ca TpaBMa Ha pbKaTa, HEMPABHIIHO MOJPESKIAHE HA CTaBUTE, TIOBTAPSIIU CE
JBKEHUS, JKEHCKH TIOJI M HaIlpeJHalla BB3pacT, (haMHUiIHA aHaMHE3a, 3aTIhCTSIBAHE.
3axapHuAT quabeT peJOBHO CE CUMTa 32 PUCKOB (DaKTOp 3a OCTCOAPTPHUT B HOCEIIUTE
TEXECTHU CTaBH, KaTo Oe/para u KoJIeHEeTe, HO HE U 3a PhIIETE.

Llen: Jla ce omeHu Bpb3KaTa MEKAY OCTCOAPTPUT HA PBIIETE U 3aXapeH JHa0eT.

Meroau IIpoBeneHo e npoyuBane npu 64 marueHTd (33 Bb3pacTHU MALUEHTH
chC 3axapeH auabdeT (rpyma A) m 31 mamuentu 6e3 nuabet (rpyma B) ¢ ocreoapTput
Ha pbkata. OA Ha pbKkaTa € yCTaHOBEHA C IOMOIITa Ha KIACU(PUKAIMOHHUTE
KpUTepun Ha AMEpUKAHCKHUS KOJEX II0 peBMarojiorus. MynTuBapuaHTHATa
JIOTUCTUYHA PErpecHs € U3IMOJI3BaH 3a OlleHKa Ha Bpb3kaTa Ha 3/] ¢ OA Ha pbkara u 3a
olleHKa Ha Qakropure, cBbp3aHu ¢ OA Ha pbKaTa Npud HalMEeHTH cbC 3]]
Koedpunmenture Ha mancoBe (OR) c¢ 95% nosepurennu untepBamu (Cl) Osixa
n3uncieHn 3a cBbp3BaHe Ha WTM, rmokosa, HbAlc, C-mentun ¢ OA Ha pbKa,
W3MOJ3BAaWKN JIOTUCTUYHM PETPECHOHHM aHAlW3M 3a CTAaHJApTHO OTKJIOHEHHE,
cTpaTUUIUPAHU T10 TIOJT U KOPUTHUPAHU 33 Bh3PacTTa.

Pesynratn n n3sBogu: BMI >27 ce cBbp3Ba ¢ OA Ha ppKaTa U B JBETE IPyIH,
OR 1,26 (95% CI 1,12-1,53), rroko3ata u C-ientuasT ce cBbp3BaT ¢ OA Ha pbpKaTta B
rpyna A OR 1,24 (95% CI 1,18-1,41) u OR 2,03 (95% Cl 1,94-2,18). HbAlc nokaza
OR ot 1,57 (95% CI 1,44-1,91) 3a OA Ha pbleTe B rpyna A. Acounmanuure Ha
rmoko3a, HbAlc u C-nentun ¢ OA Ha pblieTe OCTaHaxXa 3HAUYMMU CJIe/I KOPEKIHS 3a
MacTHa Maca.
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28.V. Popova, A. Batalov, Z. Vazhev, J. Peshev, M. Geneva- Popova, Y.
Ronchev, J. Peeva, K. Kraev, M. Ivanova, A. Ivanov, , CLINICAL CASES OF
WORSENING OR NEWLY DEVELOPED PUSTULOSE PSORIASIS IN PATIENTS
TREATED WITH ADALIMUMAB AND LEFLUNOMIDE“*, World Congress on
Osteoporosis, Osteoarthritis and Musculoskeletal Diseases (WCO - IOF - ESCEO16),
Osteopor Internation, \Vol 28, Supplem 1, March 2017, p 39

(IF2017= 3,856).

Introduction: The mechanism causing worsening of the (E)resent_psoriasis
vulgaris and development ofpustulose psoriasis is unclear. We had 3 clinical cases
wit pergoheral psoriatic arthritis, psoriasis vulgaris and one case with newly
developed pustulose psoriasis in patient with seropositive rheumatoid arthritis. AH of
them are treated with Adalimumab and Leflunomide, - _

Materials and methods: Three ?atlents with psoriasis vulgaris, with starting therapy
with Methotrexate 20mg/ weekly and Adalimumab 40 mg every other week s.c. and
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one patient with RA. We used disease indexes- PASI, SDAI, DAS 28, CDAI.
2H(;stol/c(;lgl_clzal proof of skin. At certain time point switch of MTX with Leflunomide
mg/daily.
Results: Due to side effects against MTX it is switched with leflunomide respectively
at 12 month, 5,6,9 months. In patients there is no worsening of the joint syndrome- no
change in the disease activity indexes and the laboratory tests. In all patients
pustulose psoriasis was proven histologically. The case of a female patient is
interesting as at the 5™ month after the start of the therapy and good initial response-
reduction of die inflammatory markers, generalized erythrodermia developed, after
which pustulose psoriasis developed, the whole condition of the patient worsened -
Diabetes with ketoacidosis, while coplngi]wnh the skin symptoms and transient acute
renal failure. After this we switched the patient diagnose from RA to pustulose
psoriasis. _ o _ _
Conclusion: The mechanisms of the clinical worsening of the patients are unknown,
although the fact that Leflunomide elicits those processes despite the combination
with anti TNF alpha. Probably it changes the synthesis of interferon alpha from the
dermal plasmatic dendrite cells.
References: _
1. Kary S et al. Ann Rheum Dis 2006;65:405

2. Dereure O et al. Br J Dermatol 2004*, 151:506

28.B. Ilonosa, A. Bamanos, 3. Bwowces, K. [lewes, M.l enesa-Ilonoea, IO.
Ponues, XK. Ileesa, K. Kpaes, M. Heanosa, A. Heanos, ,, KIIHHUYHU CIIYYAU HA
BJIOIIIABAHE HJIH HOBO PA3BUT IIYCTYJIO3EH I[ICOPHA3UC ITIPU
HAILJUEHTU, IEKYBAHU C AJAJITUMYMAB U JIEQJIVYHOMU/ “

BobBenenne: MexaHM3MBT, NPUYHMHSABAIL BJOIIABAHE HA HACTOSIIUS ICOPUA3HUC
BYJITAPUC M Pa3BUTHE HA IMYCTYJIO3€H MCOpHAsuc, ¢ HesiceH. MMaxme 3 KIMHUYHU
ciydasi ¢ mepudepeH MCOPUATHYCH apTPUT, MCOPUA3UC BYJITAPUC W CIUH CIIydaid C
HOBOPA3BUT MYCTYJIO3€H MCOPHUA3UC TPH MAIUEHT ChC CEPOMO3UTHBEH PEBMATOHICH
aptput. AH ot Tsx ce nekysar ¢ Adalimumab u Leflunomide,

Marepuanu u metonu: Tpuma nalMeHTH ¢ ICOPUA3UC BYJITapUC, C HaYajaHa Teparus C
Methotrexate 20 mg/ ceamuuno u Adalimumab 40 mg npe3 ceamuna s.c. ¥ €IUH
mauuedT ¢ PA. U3nomsBaxme umHaexkcu Ha 3abonaBaneTro - PASI, SDAI, DAS 28,
CDAI. XucToiaoru4yHo J0Ka3aTeJICTBO 3a KOXKara. B ompeneneH MOMEHT OT BpeMe
npemuHaBaHe Ha MTX ¢ Leflunomide 20 mg/aHeBHo.

Pesynrtatu: Ilopamm ctpannunu edektu cpenry MTX ce cMeHs ¢ nedayHOMUT
CchOTBETHO Ha 12 mecen. Ilpu nmanueHTUTE HAMA BJIOIIABAHE HA CTABHUS CUHAPOM -
HSMa TPOMsHA B TIOKA3aTEJIUTE 3a aKTUBHOCT Ha 3a00JIIBAaHETO W JIAOOpATOPHUTE
m3cneaBanus. [Ipy BCHUKM NAUMEHTH IIYCTYJO3HMAT [COPHA3UC € JIOKa3aH
XUCTOJOTUYHO. MHTepeceH € ciyyasT C NalueHTKa, ThHA KaTo Ha S5-usi Mecel OT
Ha4yaJo0TO Ha TepanusATa u J100bp HaAYaJeH OTrOBOpP - HAMaJsiBaHE HAa Bb3MATUTEITHUTE
MapKepH, pa3BUBa C€ TE€HEpaIM3UpaHa EPUTPOAECPMHUS, CJEJ KOETO C€ pa3BUBa
MyCTYJIO3€H TICOPUA3UC, LSIIOTO ChCTOSIHUE HA MallMeHTKaTa ce BiomiaBa - J[maber c
KEToaIu103a, MpU CIpaBsSHE C KOXKHU CHMITOMHU M TPEXOoJHAa OCTpa OBOpeuyHa
HegocTaThbuHOCT. Cren ToBa CMEHHMXME [JuarHo3aTra Ha manueHta oT RA Ha
MyCTYJI03€H MCOPUA3HUC.
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BakmroueHue: MexaHU3MHUTE Ha KIMHMUYHOTO BIJIOIIABAHE HAa MAIMCHTUTE Ca
Heu3BecTHH, HO (akThT, 4ye Leflunomide mnpenusBukBa Te3W MPOIECH, BBHIPEKH
koMmOuHarmaTa ¢ antu TNF anda BeposTHO mpoMeHst CHHTe3a Ha HHTEpPEepoH anda ot
JCPMAJTHUTE TIA3MEHH JICHIPUTHHU KJICTKH.

Jlutreparypa
1. Kary S et al. Ann Rheum Dis 2006; 65: 405

2. Dereure O et al. Br J Dermatol 2004*, 151:506

2016 roguna ) . )
World Congress on Osteoporosis, Osteoarthritis and Musculoskeletal Diseases
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29. V. Popova, A-.Batalov, Z. Vazhev, Y. Ronchev, M. Geneva-Popova, A. lvanov,
J. Peeva, L. Stoyanova: K. Kraev, S. Terziiska,1. Yakov, E. Chonova ,,THE ROLE OF
THE BODY MASS INDEX IN EVALUATION OF THE OPERATIVE VASCULAR RISK
IN PATIENTS WITH HIGHLY ACTIVE RHEUMATOID ARTHRITIS“ World
Congress on Osteoporosis, Osteoarthritis and Musculoskeletal Diseases (WCO - IOF -
ESCEQ16), Osteopor Internation, Vol 27, Supplem 1, April 2016, p 538

(IF2016 = 3,53)

Introduction: The vascular operative risk in patients with rheumatoid arthritis is 1.5-2
times higher than the general population. The role of the risk factors amplify this risk
proportlonal(ly and leads to more severe and prolonged Rﬁstoperatlv_e period. Materials
and methods: defining the role of the score of the BMI; evaluation of the operative
vascular risk was made with the EuroSCORE calculator in according to the
inflammatory activity of the Rheumatoid arthritis- patients from cardiac surgery were
divided into"three groups - with normal BMI 18.5- 29.9 kg/m?, overweight- BM1-30-
34.9 kg/m? and obese -BMI above 35 kg/m?. The evaluation of the inflammatory activity
of RA was made with DAS28 and CDAI. The accompanying risk factors were taken into
account.

Results: 67 patients with rheumatoid arthritis with high activity of the disease DAS28 >
6.02 and CDAI > 22 were studied. From them 26/0.34,p < 0.005/ had normal BMI and
high operative risk EuroSCORE>27.89 %, 21 /0.31,p,0.005/ patients were overweight
and with moderate risk - EuroScore < 10.89 %, the rest- 10 /15 %,/?< 0.005/ were
overweight and with high vascular risk EuroSCORE>29.0 %, 10 patients/! 5 %, /;<0.05/
were with nonnal BMI and high vascular risk- EuroSCORE> 27.89 %. Conclusion: The
BMI score is important for the evaluation of the operative cardiac risk in patients with
inflammatory joint diseases but the risk factors, mediating the vascular risk and lethality
should also be taken in account.

References:

1. Avina-Zubieta J, et al. Arthritis Rheum 2008:;59:1690

2. Cavagna L, et al. Mediators Inflamm 2012;2012:147354
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29.B. [lonosa, A. bamanos, 3. Bwvoces, IO. Ponues, M. I'eneea-Ilonosa, A.
Uesanos, U. Ieesa, JI. Cmosnosa, K. Kpaes, C. Tepsuiicka, Hs. Aros, E. Yonosa,
WPOJIATA HA HHJ[EKCA HA TEJIECHATA MACA B OI[EHKATA HA
OIIEPATUBHUA CB/[OB PHUCK IIPU TIAIIMEHTH C BHUCOKO AKTHUBEH
PEBMATOM][EH APTPUT “

BoBenenue: CbA0BUAT ONEPATUBEH PUCK MPU MALIUEHTH C PEBMATOUJIEH APTPUT
e 1,5-2 mbTH MO-BUCOK B CpaBHEHHE ¢ oOmata nomynamnus. Ponsita Ha puCKOBHUTE
dakTopu 3acwiBa MPOMOPLUMUOHAIHO TO3M PHUCK U BOAM JI0 TMO-TEKBK M YIBIIKEH
CJeI0NepaTUBEH Nepuoa. Martepuaiu U METOAM: ONPEIEIIIHE Ha POJIATA Ha pe3yrara
or UTM; e HampaBeHa OLEHKa Ha OINEPATUBHHUS CHIOB PHUCK C KaJIKyJdaTopa
EuroSCORE B 3aBUCHMOCT OT Bb3NAJIUTENIHATAa aKTUBHOCT HA PEBMAaTOUIHUS apTPUT -
IIAUEHTHUTE OT KapAUOXUPYPIrus ca pa3feleHu B TpU rpynu - ¢ HopMaieH UTM 18,5-
29,9 kg/m2, mamnopmeno teryio - BM1-30 -34,9 kg/m2 u 3atnwcTsaBane - BMI Hanx 35
kg/m2. Onenkara Ha Bh3MaTUTENIHATa aKTUBHOCT HAa RA Oemie HanpaBena ¢ DAS28 u
CDAL bsixa B3eTu peBH]I ChITBTCTBAIIUTE PUCKOBH (PaKTOPH.

Pesynratu: M3cnenBanu ca 67 manueHTH C PEBMATOUACH apTPUT C BUCOKA
akTUBHOCT Ha 3a0omnsBaneTo DAS28 > 6.02 u CDAI > 22. Ot 1ax 26/0.34,p < 0.005/
ca ¢ HopmasieH UTM wu Bucok omepatuBeH puck EuroSCORE>27.89 %, 21
/0.3Lp,0.005/ manuenTu ca ¢ HAAHOPMEHO TETJIO U yMepeH puck - EuroScore < 10.89
%, octananute- 10 /15 %,/?7< 0.005/ ca ¢ HagHOPMEHO TEIrJIO0 U BUCOK CHIOB PHUCK
EuroSCORE>29.0 %, 10 manuenTn/! 5 %, /;<0,05/ ca 6unu ¢ Henanen M'TM u Bucok
chpa0B puck - EUrOSCORE> 27,89 %.

3akmouenne: UTM pe3ynTaThT € BaKEH 3a OLIEHKAa HAa ONEPATUBHUS ChPACUEH
PHUCK TIpU MAlMEHTH C BB3MAIUTEIHA CTaBHU 3a00JisiBaHUs, HO TpsiOBa /a ce B3eMar
MIpEABU M PUCKOBUTE (DAKTOPH, METUUPAIIN ChIOBUS PUCK U JIETATHOCTTA.

[Ipenpartku:
1. Avina-Zubieta J, et al. Aptput Rheum 2008; 59: 1690

2. Cavagna L, et al. Mediators Inflamm 2012; 2012: 147354
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Selimov,,, RHIZARTHROSIS: TREATMENT WITH GLUCOSAMINE, CHONDROITIN
OR COMBINATION REGIMENS*, World Congress on Osteoporosis, Osteoarthritis
and Musculoskeletal Diseases (WCO - IOF - ESCEO16), Osteopor Internation, Vol
27, Supplem 1, April 2016, p 542
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Objective: In a normal joint, cartilage covers the end of the bones and serves as
a shock absorber to allow smooth, pain- free movement. The thumb basal joint is a
specialized saddle-shaped joint that is formed by a small bone of the wrist and the first
bone of the thumb. The aim of the study is to determine if the dietary supplements,
glucosamine and/or chondroitin, re-sult in reduced joint space narrowing and pain
among people with rhizatrosis.

Methods: A clinical study was with 18-months follow-up. 114 participants,
aged 49-84 years, with rhizartosis were treatment to once daily: glucosamine sulfate
(DONA pulv, NaturProduct) 1500 mg (1 = 30), chondroitin sulfate (Biovea,UK) 800
mg (n = 34), both dietary supplements (Chondrosave, Ecopharm) (« = 36) and 14
patients weren’t treated. Joint space narrowing (mm) was measured from radiographs.
Joint pain (0-10) was self-reported in a patients.

Results: After adjusting for factors associated with structural disease
progression (gender, baseline structural disease sever-ity and Heberdcn’s nodes),
allocation to the dietary supple-ment combination resulted in a statistically significant
{p- 0.051) reduction of 18 months compared to placebo. All groups demonstrated
reduced hand pain over the first year, but no significant between-group differences (/7
=0.71) were detected.

Conclusions: Allocation to the glucosamine-chondroitin combination resulted
in a statistically significant reduction in joint space narrowing at 18 months in patients
with rhizarthrosis. While all groups demonstrated reduced hand pain over the study
period, none of the treatment groups dem-onstrated significant symptomatic benefit
above non-treatment patients.

References:
1. Felson DT. Arthritis Res Therapy 2009; 11 (1, article 203)
2. Hochberg MC, et al. Arthritis Care Res 2012;64:465.

3. Gabay C, et al. Arthritis Rheum 2011 ;63:3383.
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30.M. I'enesa-Ilonosa, B. C. [lonosa, A. 3. bamanos, C. J[. Ilonosa, II. T.
Cenumos, ,,PUSAPTPO3A: JIEYEHUE C I'JIFOKO3AMHWH, XOHIPOUTHUH HJIH
KOMBUHUPAHH PEKHUMHI “,

[len: B HOpmanmHa cTaBa XpYyU[sUIBT TOKpHBAa Kpas Ha KOCTHTE U CIYXH KaTo
aMOPTUCHOP, 3a Jla MO3BOJIM IJIaAKo, Oe300se3HEHO JBMKEeHHME. bazanHara ctaBa Ha
naJjiera e CrueluagIu3upana ceyioo0pa3Ha cTaBa, KOsATO ce 00pazyBa OT MaJlka KOCT Ha

KHTKAaTa U II'bpBaTa KOCT Ha MaJICIIA. HCJITa Ha HU3CJICABAHCTO € J1a CC OIPCACIIN aIn
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XpaHUTETHUTE JO0aBKH, TJIOKO3aMHUH W/WIA XOHAPOWTHH, BOIAT JO HamalleHO
CTECHSIBaHE Ha CTaBHATA IIETIKa M OOJIKa CpeJl Xopara ¢ pr3aTpo3a.

Meronu: Knunuuno npoyuBane € ¢ 18-Meceuno mpocinensBane. 114 ygactHuim, Ha
Bb3pacT 49-84 roguHu, ¢ pu3apro3a ca JEKYBAaHH BEIHBXK [THEBHO: TIJIFOKO3aMHH
cyndar (DONA pulv, NaturProduct) 1500 mg (1 = 30), xouapoutun cyndar (Biovea,
UK) 800 mg (n = 34), u asere nuetnunu no6aBku (Chondrosave, Ecopharm) (« = 36)
u 14 nanuentu He ca nekyBaHu. CTECHSBAaHETO HAa CTaBHaTa MexAuHaA (mm) ce
u3MmepBa ot pentreHorpaduu. bonka B ctaBute (0-10) e fokIaaBaHa OT MAIIUEHTHUTE.

Pesynratu: Cnen kopurupaHe Ha (¢GakTopuTe, CBBbpP3aHM C Mporpecusita Ha
CTPYKTYpHOTO 3a0oiisBaHe (TOJ, M3XOJHA TEKECT Ha CTPYKTYPHOTO 3a00JsBaHE H
BB3M Ha Heberdcen), pasnpeneneHneTo KkbM KOMOWHANMATA OT XPAHUTEITHU TOOABKH
JIOBEJIE 10 cTaThucTUdecku 3HauuMo (p- 0,051) namanenue ot 18 mecena B cpaBHEHHE
¢ miane6o . Bcuuku rpynu IeMoOHCTpUpaT HamalleHa OOojika B phIIETE IIpe3 IbpBaTa
roJIMHAa, HO HE Ca OTKPUTH 3HAYUTEITHU pa3auku Mexay rpynute (/7 =0,71).

3akmroueHus: PasmnpenenceHneTo KbM KOMOMHAIMATA TIIIOKO3aMHUH-XOHIPOUTHH BOIU
JI0 CTATUCTHYECKH 3HAYMMO HaMajIgIBaHe Ha CTECHSABAHETO Ha CTaBHATa Iienka Ha 18-
U Mecell NP MalMeHTH ¢ pu3apTpo3a. BBIpeku ue BCHUKH TPYNH JEMOHCTpHUpaAT
HamaJieHa 0OJIKa B PBIICTE Ipe3 IMepHo/ia Ha U3CICABAHETO, HUTO €IHA OT IPYIUTE Ha
JeYCHWE HE JACMOHCTPUpPA 3HAYUTEIIHA CHMITOMATHYHA II0J13a B CpPaBHCHHE C
MMAIlHCHTUTE O3 JICUCHHE.

[IpenpaTku:
1. Felson DT. Arthritis Res Therapy 2009; 11 (1, unen 203)
2. Hochberg MC, et al. I'pixa 3a aptput Res 2012; 64: 465.

3. Gabay C, et al. Arthritis Rheum 2011; 63: 3383.
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Objective: Osteoarthritis is the most common type of degenerative arthritis, causing
significant joint pain and disability. It is already a major cause of healthcare expenditure
and its incidence will further increase with the ageing population. Current treatments for
O A have major limitations and new analgesic treatments are needed. _

OA is associated with severe pain. Hydroxychloroquine is used in routine practice for
treatmgl_synovms in patients with rheumatoid arthritis or other rheumatoid diseases.
Aim: To determine if hydroxychloroquine can be used for treatment in patients with
hand osteoarthritis.
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Methods: A clinical study was with 12-months follow-up. 32 participants, aged 54-83
years, with hand osteoarthritis were treatment once daily with hydroxychloroquine
(Resochin 250 mg) and the control group included 15 patients without treatment. All
patients were with symptomatic, radiographic hand osteoarthritis and inadequate response
or toxicity to the existing medication (to include paracetamol, oral NSAID or opioid).
Vital signs, height and weight will be performed at the beginning_. Physical examination
included an examination of both hands to document whether any finger joints are painful,
swollen or tender. _ _ _

Results: The primary outcome was a decrease in hand pain rated on a visual analogue
scale for pain. Secondary outcomes included change in score on the 10- point Arthritis
Impact Measurement Scales 2 (A1MS2-SF) (Table 1).

'Cl')able. Mele/ln Differleilncg in M%?sures fror?: beqinlninq t% 1\2/ TontP{S Hin 250
utcome Measure roxychloroquine Coptro alue (Resochin 250 m
R < 9

ro rou
VAS - Pain, mr% -gfmm P <0.05
Total AIMS2-SF -0.3986 -0.026 P<0.01
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31.M. I'enesa-Ilonosa, A. 3. bamanos. B. C. I[lonosa, C. JI. Ilonosa, P.
Kapanunosa, I1I. T. Cenumos, ,JIEYEHUE C XHU/POKCHUX/IOPOKBUH
(RESOCHINE) IIPU ITALIUEHTHU C OCTEOAPTPUT HA PHPKATA”,

OcTeoapTpuThT € Hal-uecTO CpeulaHusAT THUI JIETEHEPAaTUBEH AapTpPHT,
MPUYMHSBAII 3HAYMTETHA O0JIKa B CTaBUTE U yBpexkaaHe. To Beue € OCHOBHA NMPUYHHA
3a pa3xoJuTe 3a 3/lpaBeola3BaHE M YecTOTaTa My IlI€ HapacTBa JOIBIHUTEIHO ChC
3acTtapsiBaHeTO Ha HaceleHuero. Hacrosmute neuenuss 3a O A umar rojiemu
OTpaHUYCHHUA U ca HEOOXOUMHU HOBH aHAJITETHYHU JICUCHUS.

OA e cBbp3aHa cbc cuiiHa OosiKa. XUAPOKCUXJIOPOXUHBT CE MU3MOJI3BA B pyTHHHATA
MPAKTUKA 3a JICUCHUE HA CHHOBUT NPH MAIMCHTH C PEBMATOUACH apTPUT WIN JIPYTH
pEBMATOMTHA 3a00JISIBAHUSI.

Llen: Jla ce ompeneny naiu XUIAPOKCHXJIOPOXMH MOXE Jla CE H3IOJI3BAa 3a
JICYCHUE HA TAIIUEHTH C OCTCOAPTPUT Ha PhIICTE.

Meroau: KinnHnuHOTO mnpoyuyBaHe € ¢ 12-meceyHo mnpocaensBane. 32
YYaCTHUIM Ha Bb3pacT 54-83 roJMHU C OCTEOApPTPUT Ha PbKaTa ca JIEKyBaHU BEIHBK
THEBHO ¢ xuapokcuxiopoxud (Resochin 250 mg), a koHTpoaHaTa rpyna BKJItouBa 15
nanueHTH 0e3 JieyeHue. Bceuuku manumeHTH ca OMIM ChC  CUMITOMATHYEH,
paauorpadCcKu OCTEOAPTPUT HA PHIIETE U HEAIEKBATEH OTTOBOP WJIM TOKCUYHOCT KHM
CBILECTBYBAIIOTO JIEKAPCTBO (BKIJIIOUMTENHO Mapaueramo, nepopainu HCIIBC wnmn
ormron ). JKM3HEHUTE MOKa3aTelld, BUCOYMHATA U TETJIOTO e ObJaT U3BBPIICHU B
Hayasoto. PDu3nueckusAT mperie] BKIOYBA Iperje] Ha JABETE pblie, 3a Ja ce
JIOKYMEHTHpA JaJIi CTABUTE HA MPHCTUTE ca OOJIC3HEHU, TIOTyTH WU YyBCTBUTEITHHU.

Pesynratu: IIppBUUYHUAT pe3ynTaT € HaMmalsBaHe Ha OOJKaTta B pbKaTa,
OIICHEHA TI0 BM3yaJlHA aHAJIOTOBa cKasla 3a 0oJKa. BTopuuHUTE pe3ynraTH BKIFOYBAT
npoMsiHa B pe3yiaTata Ha 10-ToukoBaTa CKajlia 3a M3MEpBaHE Ha BBH3NIEHCTBHUETO HA
aptput 2 (A1MS2-SF) (Tabnwuma 1).
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Tabnuual. Cpenna pa3nuka B MEPKUTE OT Ha4asoTo Ao 12 mecena

Pesynrar Mspka Xuapokcuxiopoxut | Konrposna P crorinoCT
(Resochin 250 mg) | rpyma
I'pymna (= 32) (=15)
VAS - bonka, | mm -22 mm -5 mm P <0.05
O61o -0,3986 -0,026 P<0,01
AIMS2-SF
P538

32. V. Popova, A. Batalov, Z. Vajev, |. Yakov, M. Geneva- Popova, R. Karalilova,
M. Zelyaskova, S. Tersyiska, S. Alimanska, L. Stoyanova, K. Kraev, Z. Batalov,
“MAGNESIUM DEFICIENCY: A RISK FACTOR FOR PSEUDO-GOUTY
ARTHROPATHY “,  World Congress on Osteoporosis, Osteoarthritis and
Musculoskeletal Diseases (WCO - 10F - ESCEO15), Osteopor Internation, Vol 27,
Suppl 1, March 2015, p 538

.(IF 2015 - 4.169).

Pseudogout is a metabolic arthropathy caused by deposition of calcium
?yroph_osphate dihydrate (CPDD) intra- and extraarticular. The exact mechanism of
formation of CPDD _ _ o
is not yet known, but presumably the role of genetic, metabolic, hormonal and ionic
factors for different pathogenetic units of pseudogouty arthropathy are discussed. One of
these factors is magnesium as its ions react with phosphate groups, and it is necessary for
the functioning of the enzyme system associated with ATP synthesis (for example
pyrophosphatase) and the reactions related to the purine metabolism and nucleic acid
synthesis, alkaline phosphatase. o _ _

Objective: Studying the levels of magnesium in patients with CPPD arthropathy,
and looking for a strong bond between its low levels and the severity of the disease
activity.

Materials and Methods: 38 patients with the following cyclical forms of
pseudogout were examined: acute ps_eudogout- 18 patients; pseudoosteoarthrosis- 10
patients; pseudorheumatoid arthritis- 3 patients; asymptomatic  patients-  7;
pseudoneuropathic form- 1 patient. We examined the serum levels of calcium, phosphate,
magnesium, iron, thyroid stimulating hormone, uric acid, CRP, Leuc. alkaline
phosphatase of all patients. Pain evaluation was done by VAS scale. _

~ Results: In 28 patients w'e found low levels of serum magnesium, 10 of them
receiving thiazide diuretics- Hydrochlorothiazide. All patients with clinically overt form
of CPPD were treated with O. m?_ Colchicum dispert a day, without NSAIDs, and they
were divided into two groups-the first group with no supplementation of serum levels of
magnesium, and the second group, taking daily dose of 295 mg of magnesium citrate.
Assessment is carried out on 15-30-45 days. A quicker response Is reported in the group
treated with magnesium, as well as a rapid decline of VAS - 25 mm compared to the
group without magnesium in their therapeutic scheme. The age limit is 5.2 years higher
In patients with referent serum levels of magnesium. Low serum levels were recorded in
the groups with acute pseudogout 10/14, and pseudoosteoarthrosis 8/10;
psiz_ud?neuropathlc form 1/1, and in patients treated with Hydrochlorothiazide- 8/10

atients.

pConclusion: Magnesium is an important pathogenetic cofactor for many enzyme
systems, a key player in the purine metabolism and has a key role in the course of many
enzymatic processes. Its low levels redirect metabolism to abnormal synthesis of
extracellular nonor- ganic Cplglrophos hate whose level increases in the gc_)lnt fluid, leading
to increased synthesis of CPPD and to earlier clinical manifestation of its various forms.
It is associated with more severe destruction, earlier onset and more prolonged therapy in
these patients. Supplementation of magnesium levels is an important therapeutic target in
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the treatment of CPPD arthropathy.
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[IceBnonongarpata € MeTabOJIMTHA apTpPONaTHs, NMPUYMHEHA OT OTJIaraHe Ha
kanueB nupodocdar npuxuapar (CPDD) Bbrpe- u u3BBHCTaBHO. TOYHUSAT
MexaHu3bM Ha o0pasyBaHe Ha CPDD Bce oiiie He € U3BECTHO, HO CE MpeIoiara, 4e ce
0o0CBHK/a possiTa HA T€HETHYHU, METAOOJUTHU, XOPMOHAJIHU M HOHHHU (hakTopu 3a
pa3MyHU MATOT€HETUYHU €IMHUIM Ha IICEBAOIOAArpo3Hara aprpomnatusa. EnuH ot
Te3U (aKkTOpU € MarHe3udT, Thil KaTO HETOBUTE HOHM pearupar ¢ pochatHu rpynu u e
Heo0xouM 3a (YHKUHOHUPAHETO HAa €H3MMHATa CHUCTEMa, CBbpP3aHa ChC CHHTE3a Ha
ATO® (nanpumep nupodocdaraza) U peakiuuTe, CBbP3aHU ¢ MeTadoIM3Ma Ha MypUH
U CUHTE3a Ha HyKJIEMHOBA KHUCEIUHa , ajKkaiHa ¢ocdarasa.

[Men: IIpoyuBane Ha HHMBaTa Ha MarHe3ud IpU MALUEHTH C apTPOINATUS Ha
CPPD u TbpCceHE Ha CWIHA Bpb3Ka MEXKJy HHUCKUTE MY HHMBAa M TEXECTTa Ha
aKTUBHOCTTA Ha 3a00JISIBAHETO.

Marepuanu u meroau: M3cnenBanu ca 38 manueHTH ChC CIACTHUTE UUKIUYHU
dopMu  Ha  TICEeBIONOJarpa:  oOcTpa  IceBjgomojmarpa - 18  malueHTH,
nceBnoocTeoapTpo3a- 10 O0NHU; peBMaTOUICH apTpUT - 3 O0THU; OE3CUMIITOMHU - 7,
nceBoHeBponatuyHa popma- 1 Oonen. M3cnegBaxme cepyMHUTE HHMBA Ha KaIluH,
docdar, Maruesmii, Kens30, THPEOUJEH CTUMYJUpPAIl XOPMOH, MTUKOYHA KHCEINHA,
CRP, Leuc. ankanna ¢ocdaraza Ha Bcuuku marueHTd. OlieHKaTa Ha Ooyikata ce
u3BbpIIBa 0 VAS ckana.

Pesynratu: Ilpm 28 mnaumeHTH ca yCTaHOBEHM HHMCKM HHMBA Ha CEpyMEH
Marsesuii, 10 oT TIX ca mosydaBaqu THA3WIHU JIUYPETULHU - XUIPOXJIOPOTHUA3ZUI.
Benuku namuenTty ¢ kauHUYHO u3siseHa ¢opma Ha CPPD ca nexyBanu c¢ 0,5 mg
Colchicum dispert Ha nen, 6e3 HCIIBC, u ca pasneneHu Ha qBe Ipynu — I'bpBaTa
rpyna 0e3 mo0OaBsHE Ha CEpyMHHM HHMBA HAa MarHe3uil M BTOpaTa rpymna, Inpuemalia
JTHEBHA 703a OT 295 mg marne3ues mutpat. OneHkaTa ce u3pbpiiBa Ha 15-30-45 nHu.
OTtuuta ce mo-0bp3 OTrOBOP IMpH Ipymara, JeKyBaHa ¢ MarHe3ui, KakTo U Obp3 crmaj

Ha VAS - 25 mm cnopsmo rpymnata 0e3 MarHe3uil B TepaneBTHYHATa UM CXEMa.
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Bb3pacroBata rpanuna € ¢ 5,2 TOAMHM MO-BHCOKA MPU MAIMEHTH C pedepeHTHU
CepyMHM HUBAa Ha MarHe3uil. Hucku cepyMHM HMBa ca pErucTpUpaHu B TPYIHTE C
octpa mnceBgomoaarpa 10/14 u mnceBmoocteoaptposa 8/10; mceBmoHEBpONaTHIHA
dopma 1/1, a mpu nexkyBanu ¢ XuapoxiopoTuazua - 8/10 mamueHTH. 3aKaroueHue:

Marue3usT € BakeH MaTOreHeTHYeH KO(aKTOp 32 MHOTO €H3MMHHU CHUCTEMH,
KJIFOYOB WUrpad B MypPUHOBUSA META0OJM3bM M MMa KIIIOYOBA POJIS B XOJa HAa MHOIO
eH3UMHHU Tpoliecu. Huckure My HUBa mpeHacouBaT MeTabOJIM3Ma KbM aHOPMAaJIeH
CHUHTE3 Ha M3BBHKIETHUYEH HeOpraHudeH nupodocdar, yneTto HUBO CE€ MOBUIIABA B
CTaBHATa TEYHOCT, KOETO BOoAM 10 noBuileH cuHte3 Ha CPPD um no mno-panna
KJIMHUYHA U3siBa Ha pa3iuyHuTe My popmu. CBbp3Ba ce ¢ MO-TEeKKa JECTPYKIHU, T0-
PaHHO HAyajao W MO-MPOIBJDKUTENIHA Tepanus MpU Te3W MaluueHTH. JlombiBaHETO Ha
HUBaTa Ha MarHe3Wid € BaXHa TepaneBTUYHA I1en npu JiedeHuero Ha CPPD
apTponaTusi.
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(IF 2015 - 4.169).

Diffuse idiopathic skeletal hyperostosis (DISH?] is characterized by ossification of
different entheseal sites. Several metabolic factors have been suggested to be involved in
DISH development. We assessed the prevalence of DISH and its relationship to vascular
risk factors in a of patients diagnosed with cardiovascular diseases.

Objective: Among the 194 consecutive patients admitted to the heart diseases,
who have visited the Rheumatologic practice in Medical Centre “St. Vrach” for the
period 2013-2014 were analyzed.
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Methods: Among the 194 consecutive patients admitted to the heart diseases,
who have visited the Rheumatologic prac—tice in Medical Centre “St. Vrach” for the
period 2013-2014 were analyzed. From them with coronary artery bypass grafting
were 16, with heart valve replacement 24, and with congestive heart failure (CHF)
were enrolled 154 patients. All patients underwent a rheumatologic examination, blood
sam-ple collections, and chest radiographs. BMI, blood pressure, and information
about sex, age, smoking habit, and other vas-cular risk factors were recorded. DISH
was established ac—cording to the Resnick and Niwayama criteria.

Results: From all patients that were studied 61.3 % were male, the mean+SD
age w-as 71.23+£3.91 years and the overall preva-lence of DISH was 31.2 %. A
logistic regression analysis showed that both age (odds ratio [OR] 3.234, 95 %ClI
1.098"1991; P< 0.001) and obesity (OR 6.71, 95 %CIl 2.41-7231; P= 0.001) were
significant predictors of the presence of DISH. An increasing OR for the presence of
DISH was found for increasing tertiles of age and BMI. BMI and age directly
correlated with the levels of blood glucose, cholesterol and triglycerides. Conclusion:
Diffuse idiopathic skeletal hyperostosis was present in 31.2 % of the patients with
coronary artery bypass grafting, heart valve replacement, congestive heart failure.
Obese, older individuals and dyslipidemia a higher risk of DISH development.
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33.M. I'enesa-Ilonoga, A. amanos, B. [lonosa, P. Kapanunosa, C. Ilonosa, C.
Tepcuucka, K. Kpaes, , CB/JOBH PUHCKOBU ®AKTOPH 34 JHUDY3HA
HJIUOITATUYHA CKEJIETHA XUIIEPOCTO3A4 “,

Hudysnata uauonatudHa ckenetHa xunepocto3a (DISH) ce xapaktepusupa c
ocuuKanusg HA pa3NIuyHU eHTe3uiHu Mecrta. [lpeamonmara ce, Ye HIKOIKO
MetaboiuTHU ¢akTopa ydactBaT B paszButuero Ha DISH. Hwue onenunxme
pasnpoctpanenuero Ha DISH u Bpw3kata My ChC ChIOBUTE PUCKOBU (aKTOpU MPHU
MalUeHTH, TUAaTHOCTUIIMPAHU ChC ChPICUHO-CHIOBH 3a00JIIBaHUS.

Hen: Cpen 194 nocrnenoBarenHo TMPUETH MALUEHTH CbC ChPACUYHU
3a00JsIBaHMs, MMOCETWIN peBMaronornynus kabuner B MII ,,CB. Bpau” 3a mepuona

2013-2014r.
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Meronu: Cpen 194 mnocinenoBaTeIHO NPUETH TMALMEHTH ChC CHPACYHU
3a00715BaHMs, TTOCETHIIM peBmaTosioruunus kabuner B MI] ,,CB. Bpau” 3a mepuona
2013-2014r. Ot Tax ¢ KOpoHapeH Oaiirac ca 16, ¢ mpoTe3upaHe Ha ChpJEYHA Kiama
24, a cbc 3acToiiHa cbpaedyHa HemocTaThbuHOCT (CH) ca BkimtoueHum 154 marueHTH.
Bceuuky manueHTH ca MojUIoKEHW Ha PeBMATOJIOTHYEH Mperiiell, B3eMaHe Ha KPbBHU
npoOu U peHTreHorpadus Ha rpbaHus koul. bsxa 3anucanun UTM, kppBHO HayiArane u
uH(popMaIus 3a ToJI, Bb3pacT, HABUK 3a MYIIEeHE U JPYTH ChAOBH PUCKOBU (DAKTOPH.
DISH e cp3manena cnopen kpurepuute Ha Resnick m Niwayama.

Pesynratu: OT Bcuuku uzcieasanu nauent 61,3 % ca mbxke, cpeanara £ SD
BB3pacT w-as 71,23 + 3,91 rogunu u obmorto pasnpoctpanenue Ha DISH e 31,2 %.
JloruCTHYEH perpecMoHeH aHallu3 ToKa3a, 4e KaKTO Bbh3pacTTa (ChbOTHOIIEHHE Ha
mancoBeTe [OR] 3,234, 95 %CI 1,098"1991; P<0,001), Taka u 3atnbsctsaBaneto (OR
6,71, 95 %CI 2,41-7231; P=0,001) ca 3HaunMu peaukTOpH 3a Haauumero Ha DISH.
VYcranoseno e HapacTBao OR 3a nannuuero Ha DISH 3a yBenuyaBaHe Ha TEpTHINTE
Ha Bb3pactTa 1 BMI. UTM u BB3pacTtra mpsko Kopeaupar ¢ HUBAaTa HA KPbBHATA
3axap, XoJiecTepoia M Tpurimuepuaute. 3akimtoueHue: JludysHa wuauonatuyHa
CKeJIeTHa xurmepocto3a € Hamuie npu 31,2% oT manueHTuTre ¢ aopTO-KOPOHApEH
Oaifmac, cMsHA Ha CbpJCYHA KJjama, 3acTOHa ChpAeYHAa HEIOCTATHYHOCT.
3aTiIbCTENUTE, BB3PACTHUTE XOpa M AUCIUINAEMHUSATA Ca C IO-BUCOK PHUCK OT
pasBurue Ha DISH.

Jluteparypa:

1. Alparslan L et al., “Diffuse idiopathic skeletal hyperostosis”, B Kelley’s Textbook
of Rheumatology, 7th ed, vol. I, 2005, 783-785.

2. Zincarelli C et al., Arthritis Care Res, 2012; 64:1765.

3. Schoenfeld AJ et al., Spine J 2011; 11: 257. 4. Shiel WC et Drever C, Med Net
2011; 10:31.
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In patients with spondylosis (SP% and diffuse idiopathic skeletal hyperostosis
(DISH) complications often occur. Of them most common and severe are dysphagia,
myelopathy and the correlating OPLL and fractures of the spine. These complications
develop in different frequency In these two diseases and their research is a necessity for
the whole treatment of the patients. The aim of this study is analyzing of the frequency of
the complications in patients with DISH and spondylosis and comparing them to patients
with ankylosing spondKIms (Asg. _ _

Materials and methods: 162 patients with DISH (110 women, 52 men, age

147



70.36+5.48), 204 with spondylosis _

disorder strongl% associated with secondary osteoporosis must be excluded. These
include type I DM, osteogenesis imperfecta, hyperthyroidism, premature menopause
(;45 ears), rheumatoid arthritis, liver cirrhosis and steroid use over 5 mg daily more
than 3 months. Osteoporosis was defined as lowest T-score<—2.5 at any sites, including
lumbar spine(LI ~L4), total hip, femoral neck. We performed OSTAI (cutoff value: -2) to
determine the sensitivity, specificity, and area under the receiver operating characteristic
curve (AUC) for correctly selecting women with primary osteoporosis.

Results: A total of 5972 postmenopausal women(mean age: 66.79+9.558 years) were
enrolled in this study. Of the study subjects, 2517 met the definition of osteoporosis (42.1
%). According to the previous Taiwan study, we select -2 as the cutoff value in OSTAI.
The AUC of the OSTAI to identify osteoporosis in the femoral neck, total hip, and
lumbar si)lne were 0.781(95 % confidence interval (C195): 0.768-0.794), 0.829
(0195:0.811-0.847), and 0.716 (0195:0.702-0.729) respectively. The AUC, sensitivity
and specificity of the OSTAI index (cutoff= -2) to identify primary osteoporosis in
healthy women were 0.747 (0'9510'73%%3:68%%2 and 77.0 %, respectively.
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34.M. I'enesa-Ilonosa, A. bamanos, B. Ilonosa, P. Kapanunosa, C. Ilonosa, C.
Tepcuiicka, Il. Cenumos, K. Kpaes, ,, HECTH YCJIOJKHEHUA [IPU TAIIUEHTH
ChC  CHOHIUJIIO3A U JUDY3HA  HJJUOIIATHUYHA CKEJIETHA
XUIIEPOCTO34”,

[Tpu nanuentu cbe cnonamiosa (SP) u nudysHa unmonaTuyHa CKelieTHa XUIEPOCTO3a
(DISH) gecto BB3HUKBAT ycioxHeHHA. OT TAX Hal-4eCTH W TEXKU ca aucdarus,
muenonatuss U kopenupammre OPLL u ¢dpakrypu Ha rpbOHauHus cTbI0. Tesu
YCIOKHEHHUs] C€ pPa3BUBAT C pa3MyHa YecToTa MNpU Te3U JBe 3a00JsABaHUS U
U3CJEIBAHETO UM € HeOOXOJUMOCT 32 IISTIOCTHOTO JIeYeHHe Ha nanueHTure. Llenra Ha
TOBa IPOYYBAHE € Jla C€ AaHAJIM3UPA YECTOTATa Ha YCIOXKHECHMATA IPU MALHUEHTU C
DISH u cionauino3a u a ce CpaBHAT ¢ NalMeHTH ¢ aHkmio3upai cnoHauut (AC).

Matepuanu u meroau: 162 maumentu ¢ DISH (110 >xenu, 52 mbxe, Bb3pacT
70.36+5.48), 204 cvc crmoHmmio3a TpsAOBa Ja C€ H3KIIOYM Pa3CTPOICTBO, CUITHO
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CBBP3aHO C BTOpPHYHA oOcTeornopo3a. Te BkiItouBar auaber tum I, umnepdexTHa
OCTEOreHe3a, XUIEPTUPEOUIU3bM, NpPEKIECBpEMEHHa MeHomnay3a (<45 roauHn),
pPEeBMATOUICH apTPHUT, YepHOAPOOHA HHpo3a W ynorpeba Ha CTepoMau Hag 5 mg
nHeBHO moBeue oT 3 wmecema. Ocrteomopo3aTa ce ompeaenss kKaro Hail-HUCBK T-
pe3yaTaTr <—2,5 Ha BCHYKHM MECTa, BKJIIOYUTEIHO JiyMOaneH rpbOHauveH ctbio (LI
~L4), uano Oenpo, mwuiika Ha Oeapenara koct. U3bpmiuxme OSTAi1 (rpanudna
CTOMHOCT: -2), 32 J1a ONpPEAeIUM UyBCTBUTEIHOCTTA, CICHU(PUIHOCTTA U IIJIOLITA MO/
xapakTtepuctuyHata kpuBa Ha npuemHuka (AUC) 3a mpaBuiieH moabop Ha KEHU C
I'bPBUYHA OCTEOIIOPO3a.

Pesynratu: O6mio 5972 xenu B mocTMeHornay3a (cpeiHa Bb3pact: 66,79+9,558
rOJMHU) ca BKJIIOYEHU B ToBa mpoyuBaHe. OT cyOexkTuTe Ha uscneaBaHeTo 2517
OTTOBapsAT Ha oOmpeAesieHneTo 3a octeonopo3a (42,1%). Cnopen npeauiIHOTO
npoyuBaHe B TaliBaH, Hue uzbupame -2 kato rpannyHa ctoiHocT B OSTAi. AUC nHa
OSTAI 3a unentTuduIMpaHe Ha OCTEONOPO3a B IMIMHKAaTa HA OelpeHaTa KOCT, LSIIOTO
o6enpo u mymOanuusa rpuoHak e 0,781 (95 % moeputenen unrepsan (CI95): 0,768-
0,794), 0,829 (0195:0,811-0,847) u 0,716 (0195:0,702) -0,729) cworBeTHO. AUC,
qyBCTBUTENHOCTTa © crnenuduynoctta Ha wuHAekca OSTAi (cutoff= -2) 3a
UACHTUQUIIMPaHEe Ha IbPBUYHA OCTEONOPO3a IPH 3paBH KEeHU ca choTBeTHO 0,747
(C195:0,735-0,760), 75,2 u 77,0 %.
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35.V. Popova, A. Batalov, Z. Vajev, Yakov, 1. Ronchev, M. Geneva-Popova, J.
Peeva R. Karalilova, P. Todorov, P. Selimov, L. Stoyanova, S. Alimanska, S.
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Tersyiska,, "PROGNOSTIC RISK FACTORS FOR KNEE OSTEOARTHRITIS”, In
OSTEOPOROSIS INTERNATIONAL*“ (Vol. 26, pp. S271-S271). P535.

(IF 2015 - 4.169).

‘Clinic of Rheumatology Medical University Plovdiv, UMHAT “Kaspela”, Plovdiv,
Bulgaria, 2UMHAT “Kaspela” Plovdiv, Plovdiv, Bulgaria, ’Medical University
Plovdiv, UMHAT, Plovdiv, Bulgaria, 4Medical University Plovdiv, UMHAT
“Kaspela”, Plovdiv, Bulgaria, 5Medical University Plovdiv, Plovdiv, Bulgaria,
6Medical University Plovdiv, UMHAT “Kaspela” UMHAT “Sv. Georgy”, Plovdiv,
Bulgar-ia, 7, Plovdiv, Bulgaria, 8Clinic of Rheumatology, Medical University,
Plovdiv, Bulgaria

Objective: to present the main risk factors for the progression and activity of
osteoarthritis.

Materials and methods: 102 patients with active osteoarthri-tis s of the knee joints, of
which 80 women and 22 men aged 60-87 years. Clinical evaluation of the activity of
osteoarthri-tis is accomplished by: Laboratory parameters - erythrocyte sedimentation
rate (ESR), hs- C-reactive protein (hs-CRP), fibrinogen. Clinical functional assessment
Is done by: VAS scale, Lequesne index, WOMAC index, BMI. Severity of the disease
was assessed by: X-rays and ultrasonographic examination.

Results: In all patients, there is activated osteoarthrosis with moderately elevated
values of hs- CRP -12s— 2 mg /1, ESR- 42u—6 mm, fibrinogen- 4.7H— 1.3 g/ 1.
There is a direct correlation between the severity of osteoarthritis of the knee joints, as
assessed by ultrasonographic measurements of the amount of cartilage and synovial
proliferation, joint space and X-ray stage, corresponding to the increased BMI, VAS,
and the values of Lequesne and WOMAC indexes. Female gen-der, metabolic
imbalance, hormonal imbalance, insulin resis-tance, advanced age, venous
insufficiency and genetic predis—position are combining the ‘“constellation” of
pathogenetic factors in osteoarthrosis.

Conclusion: From our observation, we made the following Conclusion: The main risk
factors for the severity and accel-eration of the knee osteoarthrosis are: advanced age,
venous insufficiency of the lower limbs, BMI combined with all forms of insulin
resistance and metabolic imbalance in genetically predisposed individuals.

References: Aigner T, Kim H, Arthritis Rheum 2002; 46:1986. Aigner T, McKenna L,
Cell Mol Life Sci 2002; 59:5. Fernandes J et al., Biorheology 2002; 39:237. Ghosh P,
Smith M, Biogerontology 2002; 3:85. Insall S, Scott W, Surgery of the Knee 3rd Ed,
New York: Churchill Living-stone 2001; 13-38, 317-325. Martel-Pelletier J,
Osteoarthritis Cart 1999; 7:371.
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S271). P535.

(IF 2015 - 4,169).

[len: ma ce mpeacTaBAT OCHOBHUTE PHUCKOBH (AKTOPH 3a TPOTpPECcHATa M
aKTHBHOCTTA HA OCTEOAPTPUTA.

Matepuanu u Meroau: 102 manueHTH ¢ aKTUBEH OCTEOApTPUT HA KOJICHHUTE
ctaBu, oT kouto 80 keHu u 22 Mbke Ha Bb3pacT 60-87 roaunu. KimuHu4YHaATa OIlEHKa
Ha aKTMBHOCTTa Ha OCTEOapTpo3ara ce M3BbpuIBa upe3: JlabopaTopHu mokazaTenu -
ckopoct Ha yrasBane Ha epurpouutute (CYE), hs-C-peaktusen mporeun (hs-CRP),
¢ubpunoren. KimHuyHO (yHKIMOHamHATa OLIEHKA ce M3BbplIBa 1mo: VAS ckana,
Lequesne nnnekc, WOMAC wunaexc, BMI. Texecrra Ha 3a001s1BaHETO c€ OLIEHSABA
Ype3: peHTIE€HOBO U YJATPAa3ByKOBO U3CIJIE/IBAHE.

Pesynrtatu: Ilpm BCHUKM MalMEHTH € HAIMIE AKTUBHpPaHA OCTE0apTpo3a C
yMepeHo mnoswuineHu croiHoctd Ha hs- CRP -12v— 2 mg/l1, CYE- 42u—6 mm,
¢ubpunoren- 4.7H— 1.3 g/1. CpiuecTByBa mnpsiKka 3aBUCUMOCT MEXAY TEKECTTa Ha
ocTeoapTpuTa Ha KOJCHHHUTE CTaBH, OILEHEHA 4pe3 YJITPa3ByKOBUM H3MEpPBAaHMs Ha
KOJIMYECTBOTO XPYIISJIHA W CHHOBHANHA Mpoiudeparusi, CTaBHO MPOCTPAHCTBO M
PEHTTEHOB CTaAui, ChOTBETCTBAaIIM Ha noBumieHuss BMI, VAS u croiiHocTuTe Ha
uanaekcute Lequesne m WOMAC. JKencku mon, MetaboiauTeH aucOaiaHc,
XOpMOHAaJIeH aucOanaHc, HHCYJIMHOBA PE3UCTEHTHOCT, HAMpeIHala Bb3pacT, BEHO3HA
HEJIOCTAThbUYHOCT M TEHETUYHO TMPEApa3MOJIOKEHUE CbhueTaBaT ,,Ch3BE3IUETO’ OT
MaTOTCHETUYHH (PAKTOPHU MPHU OCTe0apTpo3ara.

3axmroyenne: OT HamIeTo HAOMIOJEHUE HAMPAaBUXME CIIETHOTO 3aKIIIOUYEHUE:
OcHOBHUTE PUCKOBH (aKTOPU 3a TEKECTTAa U YCKOPSBAHETO Ha OcTeoapTpo3aTa Ha
KOJITHOTO Ca: HampegHalla Bh3PacT, BEHO3HA HEIOCTaThUHOCT Ha MOJHUTE KpalHUIIH,
WNTM B koMOWHAaIMsI ¢ BCHYKH ()OPMU Ha HHCYJIMHOBA PE3UCTEHTHOCT U META0OIUTEH
nucOanaHc Mpy TeHETHYHO MPEepa3NoI0KEeHU WHIUBUIH.

Pedepeniuu:
Aigner T, Kim H, Arthritis Rheum 2002; 46: 1986.
Aigner T, McKenna L, Cell Mol Life Sci 2002; 59: 5.

Fernandes J et al., Biorheology 2002;39:237. Ghosh P, Smith M, Biogerontology
2002; 3:85.

Insall S, Scott W, Surgery of the Knee 3rd Ed, New York:
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A.Alimanska, P.Selimov, “Pleotropic Effect of Statins in the treatment of
InFlammatory Joint Diseases” ABO 366, EULAR, Abstracts book.

EULAR 2014: Scientific Abstracts, Ann Rheum Dis; 2014;(73) Impact factor (Suppl! 3),

(IF-9,27).

Abstract

Background A lot of clinical studies have shown the beneficial pleiotropic
effects of statins: both associated with reduction of cardiovascular risk, and
response to the locomotory system such as their effects on: apoptosis,
inhibition of NF Kb, the inhibition of TNF alfa and IL6, beneficial effects on
angiogenesis, NO/nitrous oxide/, BMP -2 synthesis, increasing bone mineral
density, increasing the antioxidant enzymes, etc.

Objectives Is there a correlation of the level of CRP, the intake of statin and
the effect over the activity of the inflammatory joint diseases such as
RA,AS,PsA.

Methods We have observed 86 patients with RA, 23 with AS and 13 with
psoriatic arthritis treated with Simvastatin at a standard dose of 20 mg. The
basic treatment of these patients has not changed during the observation. Of
these, 78 patients have been treated with biological DMARDS-anti TNF alpha -
medication for 1 year and the remaining 8 patients have been receiving
methotrexate monotherapy 10-12.5 mg. weekly dose.

The evaluation of the activity is done respectively by DAS 28 for RA, CASPAR
- for PsA and BASDAI the AS of 0,4, 8 and 12 weeks, the level of the CRP mg
* | and total cholesterol-mmol * | are measured.

Results A significant change with reduction of activity in patients with RA has
been reported - in 58 patients DAS 28 - was reduced by an average of 1.2, in
28 patients with more than 1.2 in patients with PsSA-CASPAR index is reduced
by 1.3, in patients with AS BASDAI it is reduced by 2. There is a reduction in
CRP values by 8 (4th week), and by 9mg * | (8th week), by 2 (12th week), the
cholesterol level is reduced on average in all patients with 1,34 mmol * | from
baseline.

Conclusions Our observation has shown the effect of statins, particularly the
effect of Sinvastatin on acute phase and the favorable effects of the
implementation of their many pleiotropic effects, and in particular - the anti-
inflammatory effects. At this stage, statins are not included in the
recommendations for the treatment of these diseases, but perhaps in the
future they will be, after the completion of numerous clinical studies and
presentation of results.
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36. baranos AH., B. [Tonosa, C. Tepcuiicka, M. XXenea-Ilonoga, JI. CtostHOBa,
A. Amumancka, I[1. Cenumos, ,Ilneorponen edpext Ha cTaTUHHUTE TIPU JICYCHUE HA
BB3NAJIMTEIIHN CTaBHH 3a00/19BaHUS”

[Mpenucropuss MHOrO KIMHUYHHM TIPOYYBAHUS TIOKA3BaT OJaronpHUsITHHUTE
TUIEHOTPONTHN e(DEeKTH Ha CTATHMHUTE: KAaKTO CBHP3aHU C HaMaJsIBAHE HA ChPJCYHO-
CHJIOBUS PUCK, TaKa ¥ OTTOBOP Ha OMOPHO-JABUTATEITHUS anapar, KaTo TEXHUTE ePeKTH
BBpXy: amonto3a, waxubOupane Ha NF Kb, umnxubupane na TNF anda u IL6,
OyaronpusITHO BB3ACHCTBHE BBPXY aHTrHoreHe3ara, NO/a30TeH OKCHJ/, CHHTE3a Ha
BMP -2, mnoBumaBaHe Ha KOCTHaTa MMHEpalHa IUTBTHOCT, IOBUIIABaHE Ha
AQHTUOKCUJIAHTHUTE CH3UMH U JIP.

Henn Mma nu Bpb3ka Mexay HUBOTO Ha CRP, mpuema Ha cratuH u edekra
BbPXY aKTUBHOCTTA Ha Bb3MAJIIUTEIHUTE CTaBHU 3a00siBaHusl kKaTto RA,AS,PsA.

Mertoan Hue nabmrogaBaxme 86 manueHTu ¢ RA, 23 ¢ AS u 13 ¢ ncopuatudeH
apTpUT, JIEKyBaHU CbC CHMBACTAaTHH B cTaHaapTHa no3a oT 20 mg. OCHOBHOTO
JieYeHUE Ha TE€3W MAIMeHTHU HE € TIPOMEHEHO Mo Bpeme Ha HabmoaeHueto. OT Tax 78
nanueHT ca ounu nexkyBanu ¢ 6uonornaien DMARDS-antu TNF anda - meaukameHT
B MPOAbJDKEHNUE Ha | TOMHA, a OcTaHaIuTe § MalMEeHTH ca MOIy4YyaBaldi MOHOTEpaIus
¢ merotpekcar 10-12,5 mg. cenmuuna no3a.
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OueHkara Ha aKTUBHOCTTA ce u3BbpIBa cboTBETHO ¢ DAS 28 3a RA, CASPAR
- 3a PsA u BASDAI AS na 0,4, 8 u 12 ceamuna, u3mepsa ce HuBoTo Ha CRP mg*1 u
o611 xoaectepoa-mmol*l,

Pesynratu CpoOmiaBa ce 3a 3HAuMTENHA NPOMSHA C HaMalsiBaHE Ha
aKTUBHOCTTA Mpu nanuentu ¢ PA - pu 58 marnmentu DAS 28 - € HamaneH cpeHo C
1,2, mpu 28 manuentu ¢ nosede oT 1,2 npu nmarueHTH ¢ PSA-CASPAR MHIEKCHT €
Hamanes ¢ 1,3, npu nanuentu ¢ AS BASDAI ce namansaBa ¢ 2. Uma HamaneHue Ha
croitHoctuTe Ha CRP ¢ 8 (4-ta ceaqmuna) u ¢ 9 mg * 1 (8-ma ceamuna), ¢ 2 (12-ta
CeIMUIIa), HIBOTO Ha XOJIeCTepoJia € HaMaJIeHO CPEIHO BbB BCHYKH MalueHTu ¢ 1,34
mmol * | oT U3X0MHOTO HUBO.

W3oau Hamero HabmoeHNe Moka3a eekTa Ha CTaTUHUTE, 0COOEHO edeKTa
Ha CMHBACTaTHH BBPXY ocTpara (a3a u OJaronpusiTHUTE €PeKTH OT MPUJIATaHETO Ha
MHOTOOpOHHUTE UM IUIEHOTPOITHU edexTy, U HO-CHEINATHO -
NpOTHBOBB3MANIUTETHUTE edektn. Ha To3m eram craTmHWTE HE ca BKJIIOYCHH B
NpPENoOpbKUTE 3a JIeYeHHe Ha Te3u 3a0oJiiBaHMs, HO MoXe Ou B Obieule me Obaart,
cliell TPUKIIOYBAHE HAa MHOXKECTBO KIMHUYHU NPOYYBAaHUS M TIpPEACTaBIHE Ha
pe3yJaTaTure.

37 .Karalilova R., A. Batalov, Yu. Peeva, K. Kraev, Z. Batalov, V. Popova, M.
Geneva-Popova, ,,Lung ultrasound for evaluation of pulmofibrosis in systemic
sclerosis“, Annals of the Rheumatic Diseases DOI:10.1136/annrheumdis-2014-
eular.5207Corpus ID: 75957352 Ann Rheum Dis; 2014;(73) Impact factor (Suppl 3),
(1F-9,27).

EULAR 2014: Scientific Abstract Abstract

Background Pulmofibrosis and in general pulmonary involvement is very common
feature in patients with systemic sclerosis (SSc). It is detectable in more than 80% of
SSc population and is one of the main cause of internal organ involvement and death.
The golden standard of pulmonary involvement was high resolution CT (HRCT), but it
has high cost and radiological risk for the patient. Typical alterations present increased
ground glass opacities — increased lung attenuation in the absence of architectural
distortion; intralobular interstitial thickening. Lung ultrasound (LUS) evaluates B-lines
— the sonographic marker of pulmonary interstitial complication.

Objectives To estimate the diagnostic value of LUS in patients with SSc compared to
HRCT.

Methods 49 patients (women, mean age 5713 years) that fulfilled the ACR diagnostic
criteria for SSc were evaluated by LUS, HRCT and pulmonary functional test. LUS
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was performed with 2.5-3.5 MHz transducer for anterior, posterior and lateral chest
consecutively in determinated areas.

All patients underwent echocardiography examination to evaluate the pressure in
pulmonary artery, left and right ventricular systolic and diastolic function and to detect
pulmonary hypertension.

Results Pulmonary fibrosis was detected in 43 patients (87.76+4.68%) of the SSc
population at HRCT and in 41 patients (83.67+5.28%) at lung ultrasound. There was
no difference between detected number of B-lines in younger and older patients,
duration of disease (P>0.05). One patient was false positive at LUS. The analysis of
results showed a corelation between LUS and HRCT (rxy=0.91, p<0.05). ROC curve
analysis was used to confirm the analytical relationship between the number of B-lines
and the presence of ILD at HRCT (AUC=0.89, Std. Err. =0.92, 95% CI 0.7 to 1.063,
p<0.0001; Test results to sensitivity is equal to 0.83; to specificity — 0.07. It means that
the used lung ultrasound is validated and has a high efficiency and reliability as a
prospective, wholesome method.

Conclusions Lung ultrasound is a reliable technique in the diagnostic assessement and
recognition of pulmonary involvement in SSc. The presence of B-lines at LUS
examination correlates with ILD at HRCT. LUS is very sensitive for detecting ILD.
The use of LUS as a screening tool for ILD may be feasible to guide further
investigation with HRCT.
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[Ipenucropus [Tynmodubposara u kato a0 6e10ApoOHOTO 3acAraHe € MHOTO
YecTa XapakTepUCTUKA MPU MAlMeHTH ChC CUCTEMHA ckiepo3a (SSc). OTkpusa ce npu
noBeye oT 80% oT nmomynanusaTa Ha SSC U € €IHa OT OCHOBHHUTE IPUYMHM 3a 3aCSTaHe
Ha BBTPEIIHUTE OPraHu U CMBPT. 3MATHUAT CTaHAAPT 3a O6enonpoOHo 3acsrane € KT ¢
Brucoka pazaenutenna cnocooHoct (HRCT), Ho uma BHcOKa IieHA U PaJUOJIOTHYEH
pHUCK 32 marueHTa. TUIMYHUTE TPOMEHU MPEJCTABISIBAT YBEINUYECHN HEMPO3PAYHOCTH
Ha MaToOBO CTBHKJIO — IOBHUIIEHO 3aTUXBaHe Ha Oenute ApoOOBE MpH JIMICA HA
APXUTEKTYpHO U3KPUBABAHE; WHTPAJIOOYJIapHO UWHTEPCTUIMATHO YyJeOensiBaHe.
Vatpa3BykbsT Ha Oenure npoboe (LUS) omensBa B-nmuHuuTe — coHOrpad)CKUsT
Mapkep 3a 0e710IpoOHO HHTEPCTUITMAIHO YCIOKHEHUE.

Henu Jla ce ouenu nuarnoctuyHata ctoiHocT Ha LUS npu nmanuenTn cbe SSc
B cpaBHeHue ¢ HRCT.

Merogn 49 mamweHnTd (KeHH, CpeaHa BB3pacT S57+13 roawHu), KOHUTO
orroBapsit Ha ACR nmarHoctuunutTe Kputepuu 3a SSc, 0sxa oueHeHu upe3 LUS,
HRCT u OGemonpoben ¢ynkmuonaneH tect. LUS ce um3BppmBa ¢ 2.5-3.5 MHz
TpaHCHIOcep 3a MpeaHa, 3aJHa U CTPAaHWYHA YacT Ha IPhIHUS KOIII MOCJIEI0BAaTEIHO B
orpesiesieHn 00JIacTH.

Bceuuky nanuenTH ca moJijio’keHH Ha eXOKapauorpadcko uscieBaHe 3a OlleHKa

Ha HaJISATaHeTo B OejoapoOHaTa apTepuisi, CUCTOJIHATA U AMACTOJIHA (YHKIUS Ha
JsiBaTa M IICHATa KaMepa U 3a OTKpHUBaHe Ha 0eopoOHa XUTIEPTOHUSI.
Pesynratu benompobna ¢ubpoza e orkputa npu 43 mauueHtu (87,76+4,68%) ot
nonynanusita Ha SSc pu HRCT u nipu 41 mauuentu (83,67+5,28%) nipu 6enopodeH
ynrpa3Byk. HsiMa paznuka Mexay OTKpuTHsS Opoil B-muHuum mpu mo-miaaw u To-
BB3PACTHU MAIMEHTH, TPOIBIDKUTEIHOCT Ha 3abomsiBaneTo (P>0,05). Equn namueHt e
oun Qanmuo nonoxuteneH npu LUS. AHanu3bT Ha pe3ylTaTUTe MOKa3a Kopenanus
mexay LUS u HRCT (rxy=0.91, p<0.05). Ananuzpt Ha ROC xkpuBata Oemie
M3II0JI3BaH 3a MOTBBPXKAaBAaHE HA aHAJTUTHYHATA Bph3Ka MeXay Opos Ha B-nmuHuute u
Hanuureto Ha ILD nmpu HRCT (AUC=0,89, ctannaptha rpemika =0,92, 95% CI 0,7 no
1,063, p<0,0001; pe3ynaraTu OT TecTa A0 YYBCTBUTENHOCT € paBHa Ha 0,83,
cnenuduaroct — 0,07.ToBa o3HayaBa, ye HW3MOJI3BaHATa OemoapoOHA exorpadus e
BaJIMIMpaHa U MMa BUCOKA €(PEKTUBHOCT U HAJIEKTHOCT KaTO MPOCIIEKTUBEH, MOJIE3EH
METO/I.

3axmoueHus benoapoOHUAT ynTpa3ByK € HaJIeKIHA TEXHUKA 33 JUATHOCTUYHA
OIICHKAa W pa3no3HaBaHe Ha OenoapoOHO 3acsrane npu SSc. Hammunero Ha B-nuHumn
npu LUS wnscnensane xopenupa ¢ ILD npu HRCT. LUS e MHOro 4yBCTBUTENEH 3a
otkpuBane Ha ILD. U3nomnsBanero Ha LUS kaTo mHCTpyMeHT 3a ckpuHHHT 3a ILD
MOe 1a ObJie OCBIIIECTBUMO 3a HACOYBAHE Ha Mo-HaTaThIIHO M3cnensane ¢ HRCT.

38. A. Batalov, M. G. Geneva-Popova, V. Popova, S. Tersiiska, S. Alimanska,
P. Semimol, M. Karagjosov [AB0598] NEPHROTOXICITY OF NSAID IN PATIENTS
WITH DEGENERATIVE AND INFLAMMATORY DISEASES
http://lwww.abstracts2view.com/eular/view.php?nu=EULAR13LJ
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Background: NSAID are the major pathogenic agents in the treatment of
patients with inflammatory and degenerative arthropathies. Their use is associated
with multiple side effects, such as: Gastrointestinal bleeding, worsening of
accompanying Arterial hypertension, Heart Failure and Ishemic Heart disease and
dysfunction of the liver and kidney. Types of nephrotoxicity caused by NSAID are:
nephropathy, papillary necrosis and kidney insufficiency.

Obijectives: The aim of this study is to reveal the frequency of NSAID neuphrotoxicity
at optimum therapy duration Methods: We studied 187 subjects with degenerative and
inflammatory arthropathies (102 with degenerative disease at mean age of 45 and 85
with inflammatory arthropathy at mean age 67) at different NSAID therapy
(Diclofenac sodium 150 mg/daily, Aceclofenac 200mg/daiily and Naproxen
1000mg/daily) with mean duration of the therapeutic course as it shown: Subjects with
inflammatory arthropathy- 7 courses per year with mean duration of one course 23
days.

1. Subjects with degenerative arthropathies-6 courses per year with mean duration
of one course 17 days.

Results: Inthe group with inflammatory arthropathy, nephrotoxicity were established
in 6patients. One patient at Aceclofenac therapy for 6 months presented with
reversible nephritic syndrome, hypercholesterolemia (8.7mmol/L), low-grade
hypoproteinaemia, creatine up to 147 mmol /1, creatine clearance up to 10 ml /sec and
non-selective proteinuria (1.250 gr/24h)., After exclusion of NSAID drugs regimen of
the kidney function was achieved with persistence of low-grade proteinuria up to
0.560 g / 24h. Five of these patients were with non-selective proteinuria (0.650 to
0.520 g / 24 h) and normal glom'erul filtration rate. Four patients from these group
were with accompanying arterial hypertension, and two of the group were with
tubulointerstitial nephritis.

In the group with degenerative arthropathy, nephrotoxicity were established in 29
patients and only four of them were without accompanying diseases. In 16 patients
there were impairment of the kidney function: glomerul filtration (26 ml/sec), creatine
(156-210 mmol/L), low-grade proteinuria (0.6249/24h) without fully regiment of the
kidney function after exclusion of the NSAID drugs. Accompanying tubulointerstitial
nephritis were established in 19 patients, and 16 of them were with arterial
hypertension also and the rest three patients were with Chronic kidney insufficiency.
Conclusions: The uncontrolled intake of COX-1 inhibitors from the NSAID group are
associated with reduction of prostaglandin synthesis and consequent reduction of
kidney blood flow which lead to renal dysfunction. The kidney impairment is
reversible when the treatment discontinue but only in patients without accompanying
disease and renal pathology. Nephrotoxicity is very common side effect in
polymorbidic patients despite of the lasting of NSAID treatment course. Thus
individual approach to each patient have to be found.

References:
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38. A. bamanos, M. I. I'enesa-Ilonosa, B. Ilonosa, C. Tepcuiicka, C.
Anumancka, II. Cenumos, M. Kapaevozos [AB0598] HE@POTOKCHYHOCT HA
HCIIBC [IPU THAILJUEHTH C JIETEHEPATHUBHU U BB3IIAJIUMTEJIHU
3AB0OJIABAHUA http://www.abstracts2view.com /eular/view.php?nu=EULAR13LJ

[Ipenucropus: HCIIBC ca ocHOBHHMTE MATOT€HHU areHTH IPHU JICUEHUETO Ha
NAIMEHTH C BB3MAIUTEIHU W JEreHEepaTHUBHU apTpomnartud. TsaxHarta ynorpeba e
CBbp3aHa C MHOYKECTBO CTPAHMYHU €(EKTH, KaTO: CTOMAIIHO-YPEBHO KbPBEHE,
BJIOIIIABAaHE Ha MpUJIpY’KaBalaTa apTepraiHa XUIIEPTOHUS, ChpIeuyHa HEAOCTAThUHOCT
U UCXEMUYHa OOJIECT Ha CHPIETO W NUCPYHKUIUS Ha 4yepHUd JIpod U OBnOpeuwure.
Bunosere nHepporokcnunoct, npuunHenn ot HCIIBC ca: nedponarus, manuiapHa
HEKpo3a U ObOpeyHa HeIOCTAaThUHOCT.

Hemn: Ilenta ©Ha ToOBa Tmpoy4yBaHE € Ja pa3Kpue dYectoTaTa Ha
HeyppoTokcnuHocTTa Ha HCIIBC npu ontuManHa npoAbHKUTEHOCT HA TepanusTa.
Metonu: UscnenBaxme 187 cybGekra ¢ jAereHepaTMBHU M BB3NAIUTEIHU apTpONaTHU
(102 ¢ nerenepaTMBHO 3a0ojisiBaHE HaA cpeaHa BB3pacT 45 roaguHu U 85 ¢
BB3MAJUTENHA apTPOIaTUs Ha cpefHa Bb3pacT 67 rOJMHU) NMPHU pa3iinyHa TEPAINHUs C
HCIIBC (muxnodenak nHatpuii 150 mg/mHeBHO, anexnodenak 200 mg/mHEBHO u
HanpokceH 1000 mg/nHEeBHO) ChC CpeliHa MPOABIKUTETHOCT HAa TepaleBTUYHUS KypC,
KakTo € nokazaHo: Cy0eKkTd C Bb3NaJIMUTETHA apTpomaTus - 7 Kypca Ha TOJUHA ChC
cpeaHa NPOABJKATEIIHOCT HA €AUH KypcC 23 aHHU.

1. IlammeHTn € nOereHepaTMBHM apTponaThd - 6 Kypca TOOUIIHO CbC CpPEIHA
MPOIBIDKUTEIIHOCT Ha €IMH Kypc 17 mHu.

Pesynraru: B rpynmata ¢ Bb3MamuTeNHa apTpomaTus € YCTaHOBEHA

He(pOTOKCUYHOCT Npu 6 manueHTu. EquH manueHT Ha JiedeHHe C auekjIopeHak B
NpOJbIDKEHUE Ha 6 Mecela € ¢ o0paTuM HePUTEH CHHIIPOM, XUIEPXOJIECTEPOTIEMHUS
(8,7 mmol/L), HuUCKOCTENEHHa XUMONMPOTEHHEeMHUs, KpeaTuH 1m0 147 mmol /I,
KpeaTuHoB KiupbHC 10 10 ml /sec u HecenekTuBHa npoteunypus (1,250 gr/24h). Cnen
uskmouBane Ha HCIIBC ce moctura pexxum Ha 0bOpeuHa (PyHKIUS ¢ MEPCUCTHPAHE
Ha HUCKocTeneHHa nporeunypus a0 0,560 g/24h. Ilet ot Te3m mamueHTH ca OWIH C
HecenektuBHa mporeunypus (0,650 go 0,520 g/24 yaca) u HOpMallHA CKOPOCT Ha
riomMepyiaHa ¢untpauua. Yetupuma NanueHTH OT Ta3u Ipymna ca ¢ IpHIIpy’KaBalla
apTepuaiHa XMIIEPTOHUS, a BamMa OT rpymnaTa ca ¢ TyOyJIOMHTepCTHIIMAIeH He(PHUT.
B rpymarta ¢ nerenepatuBHa apTpomnatusi HEQPOTOKCHYHOCT € yCTaHOBEHa mpu 29
MalUeHTH, KaTO caMO YeTUpUMAa OT TaX ca 0e3 mpujpyxkasamiu 3adonsanus. [Ipu 16
NalUeHTH MMa HapylleHue Ha ObOpeuHara (yHKUUsA: TiomepynHa ¢uiarpauus (26
ml/sec), kpeatun (156-210 mmol/L), auckocrenenna npoteunypus (0,624 g/24h) 6e3
OBJIHO perynupaHe Ha ObOpeuHata ¢yHkuug cinen uskmouBaHe Ha HCIIBC
nekapctBa. [Ipu 19 mauueHTH € ycTaHOBEH NpHJIpY’KaBalll TyOyJIOWHTEPCTHIIMATICH
HepuT, Kato 16 OT TAX ca ¢ apTepuaiHa XWUIIEPTOHHS, a OCTaHAJIUTE TPHUMa ca C
XpoHHYHA OBOpEYHa HETOCTATHYHOCT.

N3Boamn: Hexontponupanuar npuem Ha COX-1 maxuOutopu OT rpynarta Ha
HCIIBC e cBbp3aH ¢ HamalsgBaHe Ha CHHTE3a Ha MPOCTarjlaHJUH M IOCJeIBaIlo
HaMasiBaHE Ha OBOpEYHUST KPHBOTOK, KOETO BOAU JIO0 OBOpeuHa AUCQYHKITHUS.
brOpeuHoTo yBpexknaHe € oOpaTUMO MpU CHHpPaHE HA JIEYEHUETO, HO CaMO MpH
nanueHTd  06e3  mpuapykaBaumo — 3a0oisgBaHe M ObOpeuHa  MATONOTHS.
HedpoTokcuuHocTTa € MHOrO 4YecTta HEXelaHa peakuus IpH MOJIUMOPOUIHU
NalMeHTH, BbIPEKH NMpoabkuTenHus Kype Ha neuenue ¢ HCIIBC. 3aroBa TpsiOBa na
ce HaMepu MHAMBUIYaJIeH OIX0/ KbM BCEKH MALUEHT.
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of IFN-a induced chemokines CCL2, CXCL10, and CCL19 in patients with systemic
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Tewma: ,,IIpoyuBane Ha IFN-ungynupanute xemokuau CCL2, CXCL10 u CCL19 npu
MAlUEeHTH ChC CUCTEMEH JIYITyC epuTemaToaec”

PvkoBouTEN HA MpoekTa: gow. A-p Mapuesaa I'eneBa-IlonoBa, nml

Bonem uzcnenosaren: goil. n1-p Mapuena I'eneBa-ITonosa, aml
UnenoBe Ha u3cienoBaTeiackus ekui: a1-p Ctanucnasa [lonosa-benosa’, 1-p
[Ters I'apaxeBa2, n-p Benunuka Ilonosa3, n-p Hukonait Crounos4, n-p Kpacumup

Kpaes3

'

ba3zoBa oprammzamusa: MeguuuHckun yHuBepcuteT - [linoBaus Menumnuacku
dakynrer, Kateapa mo mpomnenesTrka Ha BpTpentnu 6onecta, Y MBAIJL ,,Cs. ['eopru”,

rp. [limoBauB

2 @dapmanieBTuueH  Qakynrer, Karenpa mo MukpoOMONIOTHS W KIMHUYHA
UMYHOJIOTHUS
3 Menunuacku ¢akynrer, Kateapa mo mpomeaeBTHKa Ha BBTPEIIHU OONECTH,

YMBAIJI ,,Kacnena®, rp. [LnoBaus

4 Menunuacku yHuBepcuteT - Codwus, MemunuHacku ¢akynrer, Kareapa mo
pesma—tosiorusi, Y MBAIJI ,,Cs. UBan Puncku', rp. Codus

Hen: Ja ce mpoyum kopenauusita Mexnay I[FN-unaynupanute XeMOKHHU
(CCL2, CXCL10 u CCL19) u OomecTHaTa aKTHBHOCT, JICUCHHE M JaBHOCT Ha
3abomnsBa"eTo npu nanueHtu cbe CJIE.

Matepuan u metoau: Mscnensanu 70 6omuu cbe CJIE ¥ KOHTPOIHU Ipynu- 25
OOJIHM C PEeBMATOMJEH MONMAPTPUT U 25 31apaBu uHAMBHIM. CepyMHHUTE HHMBA Ha
CCL2, CXCL10 u CCL19 ca onpeanenu upe3 ELISA B Kateapa no MukpoOuosnorus u
umyHojorusi, MY - [InoBauB. 3a craTuctuuecka oOpaboTKa Ha JAHHU € M3IO0JI3BaH
SPSS, Bepcus 26, ¢ p <0.05.

Pesynratu: Cpegnute crorHoctn Ha CCL2, CXCL10 m CCL19 ca mo-
Bucokn npu namueHTH cbc CJIE B Moxkmum CCL2, CXCL10 u CCL19 uma
MPOTHOCTUYHA CTOMHOCT MO OTHOIIEHHWE Ha aKTUBHOCTTA Ha 3a00JIIBaHETO.

IIpunoxkenue B npaktukara: Ilpeqnara ce u3noyi3BaHeTO Ha M3CJIEJBAHETO Ha

cepymuutro HuBo Ha CCL2, CXCL10 u CCL19 kato mporHocTuueH Mmapkep 3a
CJIE.

Scientific field of research: Medico-biological

Contract: NO-02/2019

1.Topic: "Study of IFN-induced chemokines CCL2, CXCL10 and CCL19 in
patients with systemic lupus erythematosus"

Project leader: Associate Professor Mariela Geneva-Popova, MD1
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Leading researcher: Associate Professor Mariela Geneva-Popova, MD1
Members of the research team: Dr. Stanislava Popova-Belova’, Dr

Petya Gardzheva2, Dr. Velichka Popova3, Dr. Nikolay Stoilov4, Dr. Krasimir
Kraev3

Basic organization: Medical University - Plovdiv ' Faculty of Medicine, Department of
Propaedeutics of Internal Diseases, UMBAL "St. Georgi", the city of Plovdiv

2 Faculty of Pharmacy, Department of Microbiology and Clinical Immunology

3 Faculty of Medicine, Department of Propaedeutics of Internal Medicine, Kaspela
UMBAL, Plovdiv

4 Medical University - Sofia, Faculty of Medicine, Department of Rheumatology,
UMBAL "St. Ivan Rilski', Sofia

Objective: To investigate the correlation between IFN-induced chemokines (CCL2,
CXCL10 and CCL19) and disease activity, treatment and duration of disease in
patients with SLE.

Material and methods: 70 patients with SLE and control groups were studied- 25
patients with rheumatoid polyarthritis and 25 healthy individuals. The serum levels of
CCL2, CXCL10 and CCL19 were determined by ELISA at the Department of
Microbiology and Immunology, MU - Plovdiv. SPSS version 26 was used for
statistical data processing, with p < 0.05.

Results: Mean values of CCL2, CXCL10 and CCL19 were higher in patients with SLE
in mice CCL2, CXCL10 and CCL19 had prognostic value regarding disease activity.

Application in practice: The use of the examination of the serum level of CCL2,
CXCL10 and CCL19 as a prognostic marker for SLE is proposed.

20-ta KOOuneitna kondepenius no KinuHuYHa XOMeomaTus ¢ MEXKIyHAPOIHO
yuactue, rp Heceosp 20-22 mait 2022 1

2.M. I'eneBa-Ilomnoga, ,,Ilomarpa wnu 3amo mapere miagat™ ,,Gout or why kings
cry“ A6ctpakth, ctp 6 Abstract p 15

KirouoBu nymu: oOMeHHM 3a00J1sBaHus, TTOarpa, peBMaTOIOT U, XOMEOTATHSI

Bonecrra momarpa ce oTHacs KbM rpynara Ha KpPUCTAJIHHUTE apTpONaTUU B
PEBMATOJIOTUATT. B CBIIHOCTTA cH TpeAcTaBisiBa OOMEHHO 3a00JsiBaHE C HapyLIeHA
oOMsHAa Ha MypUHUTE M TOCJeABa_C TMOBUIICHHE HAa MHKOYHATA KHCEJIWHA.
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BB3HMKBaIUTE CTABHU KPU3U IPOTUYAT IPAMATHYHO, ITOPA”. OTJIAraHe Ha KPUCTAIIUTE
OT KMCEJI HAaTPUEB MOHOYPAT B CTABUTE U IIEPUCTABHUTE CTPYKTYPH.

[Tonarpata e u3BecTHa olle OT BpeMeTO Ha XHIIOKpaT KaTo OojecT Ha Lapere K
yhpasisiBallaTa kiaca. Pasnpocrpanennero Ha 0ojecTra B CBETOBEH Malllad HapacTBa.
Esxeromno $ bearapust mpe3 peBMaTONOTHYHHUTE KaOWHETH MpemMuHaBaT okoio 7000
nanueHTu ¢ nogarpa. IlpaBunHOTO seyeHune Ha OOJIHUTE OT MoAarpa peaynupa
YyecToTaTa Ha MPUCTBIUTE, Hamassio® CbpAEUHO-CHOBUS PHUCK, MOA0OpsBa
KayeCTBOTO Ha )KMBOT U HErOBaTa MPOABJIKUTEIHOCT.

XOMEONMaTUYHUAT MOJIX0/l B TepanusaTa Ha OOJHHUTE C Mojarpa JiaBa Bb3MOXKHOCT 3a
CUMIITOMATUYHO IMOBJIHUABAHE ¢ 00JIEKYaBaHe Ha 0OJIKara 1o BpCMC Ha Kpu3a, KaKTO U
BBb3MOKXHCC bI' XOMCOIIATHUYCH APCHAX Ha CIMMHHAIIUOHHHUTC OpPIaHU. Or Aapyra
CTpaHa MO3BOJIsIBA J1a OCBUIECTBSIBaAME NPO(PUIAKTUKA B MEKIYTIPUCTHIIHUTE NEPUOIN
U Hal-Ba)KHOTO — TCPCHHOTO JICUCHUC W HHAUBUAYAJIHHA IIOAXOI B Hoz[60pa Ha
MCIUKAMCHTHUTC HU II03BOJIsSIBA 14 rapaHTHpaMe IIO-ABJITHU HGpOI[I/I Ha pCMI/ICI/ISI Ha
narueHTuTe cu. B mpeseHramusaTa ca nutupann Benzoicum acidum 5CH, Bryonia
9CH, Colchicum automnale 9CH, Formula rufa 5CH, Lycopodium clavatum 9CH,
Urtica urens 5CH, Berberis vulgaris 5CH, Ledum palustre 9CH.

2. M. Geneva-Popova, Dr. D. Karabelova - homeo ath);
office, Sofia, ESCH GOUT OR WHY KINGS CRY~

"Gout or why kings cry"” "Gout or why kings cry™ Abstracts, page 6 Abstract p
15

Key words: exchange diseases, gout, rheumatology, homeopathy

The disease gout refers to the group of crystalline arthropathies in
rheumatology. In essence, it is a metabolic disease with impaired exchange of purines
and followed by an increase in uric acid. Occurring joint crises proceed dramatically,
pora™. deposition of acid sodium monourate crystals in joints and periarticular
structures.

Gout has been known since the time of Hippocrates as a disease of kings to the
ruling class. The spread of the disease worldwide is increasing. About 7,000 patients
with gout pass through rheumatology offices in Bulgaria every year. Proper treatment
of gout patients reduces the frequency of attacks, reduces the cardiovascular risk,
improves the quality of life and its duration.

AN

The homeopathic approach in the therapy of patients with gout allows for
symptomatic influence with pain relief during a crisis, as well as possible homeopathic
drainage of the elimination organs. On the other hand, it allows us to carry out
prevention in the periods between attacks, and most importantly, field treatment and
the individual approach in the selection of medications allows us to guarantee longer
periods of remission for our patients. Benzoicum acidum 5CH, Bryonia 9CH,
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Colchicum automnale 9CH, Formula rufa 5CH, Lycopodium clavatum 9CH, Urtica
urens 5CH, Berberis vulgaris 5CH, Ledum palustre 9CH are cited in the presentation.

2021 roguua
Poster

Hammonanna xoudepenuus mo Pesmartonorus, 16-19 cenremspu, PUY, rp Cetn
Bnac, bearapus

3.C. Jlambosa, E. Kypmesa, C. ocambazosa, I. Bacunes, /[. Kroprxuues, M.
L'enesa-Ilonosa, KAITUJIZIPOCKOIIHUA U HUMYHOJIOTHYEH I[TPO®HUJI TIPH
IIPOI'PECHUBHA CUCTEMHA  CKJIEPO34A  CAPILLAROSCOPY AND
IMMUNOLOGICAL PROFILE IN SYSTEMIC SCLEROSIS , PEBMATOJIOI'HUA
3/2021ISSN 1310-0505 (newam) ISSN 2738-831X (ounaiin) VK 616-002.77,,Cmp 13-
15.

TPETA HAYYHA CECHU S
KAIIMJIAPOCKOIINA 1 UMYHOJIOI'MYEH ITPO®UII ITPU
I[TPOI'PECMBHA CUCTEMHA CKJIEPO3A

C. Jlambosa'?, E. Kypmesa®*, C. Jaucambazoea'® I. Bacures®*, JI.
Kiopxuues,>*, M. I'enesa-Ilonosa>® PEBMATOJIOI'MA 3/2021ISSN 1310-0505
(neuam) ISSN 2738-831X (ounaiin)V/[K 616-002.77, Cmp 13-15.

1Kareapa mo mpomnefeBTHKAa Ha BBTPEIIHUTE OosiecTH. MeauiuHCcKu (pakymnTer,
MeauuuHCcKU yHUBEpCHUTET - IlmoBauB, bearapus

201nenenue o pesmarosiorus, MBAJI "Cs. Muna” - Ilnosnus, briarapus

3JIabopaTopust o kKiauHHYHA mMyHosorus, YMBAJI “Csern MBan Puicku” -
Codwus, benrapus

'Kateapa mo kiuHHMYHA UMyHOJIOTHsA, Memuuuacku (akynrer, MeauluHCKHA

yHupepcutet - Codust, bparapus

'SKnunnuka no pesmaronorus, Y MBAJI “Cseru I'eopru" - InoBnus, beirapus

NHTepeceH € BBIOPOCHT 3a acolualusITa Ha KaNWIAPOCKOICKUTE MPOMEHH H
HMYHOJIOTUYHUTE TIPOSABU TMpHU TMporpecuBHa cuctemHa ckiepo3a (I1CC).
HabmronaBana e xopenanus mexay Haauuuero Ha aHTH-Scl-70 anturena u mo-
HampeaHall MUKPOBACKyJapHHU MPOMEHH - “akTuBHA” M ~KbCcHA” (¢aza. OT apyra
CTpaHa, B TMpaKTUKaTa HaBjW3a NPWIOKEHUETO Ha pa3mupeH Mnpodui
aBToaHtutena, acomuupanu ¢ IICC, yact OT KOUTO HE ca BKJIIYEHU B
K1acu(PpUKAIIMOHHUTE KPUTEPUU 3a 3a00JISIBAHETO, HO CHINO MMAT JUATHOCTHYCH
noreHuuan. Acouunanusta UM ¢ kanuwiasipockornckute npomenu npu IICC nHe e
OIICHsIBaHA.

B HacTosm0TO MUIOTHO MpOyYBaHE ca BKJIOUYEHU 19 MalmueHTH ChC CUTYpPHA
nuarao3a [ICC, 16 ¢ orpanndeHa u 3 ¢ nudy3Ha popma Ha KOKHO aHTaKHpaHe, Ha
Bb3pacT 51.56 + 15.07 roguau. [Ipum Bcuuku mamueHTH OsSXa HaAJIWIC IMPOSBH Ha
¢denomen Ha Raynaud na mpwscTuTe Ha pbhlieTe. KamuisipoCKOIMCKOTO H3CeABaHE
Oeme mpoBeacHO Ha 8 mpbera Ha pbrere (II * V aBycTp.), kKaTo € aHAIU3HUPAHO
HAJIMYUETO Ha THUTAaHTCKU KaNWIApH, XEMOparuM, HEOaHTHOTeHe3a, cpeaHa
KanuisipHa MIbTHOCT. [Ipu Hanuuue Ha “CKiepoaepMeH” THN KalWJISPOCKOICKH
npomMeHu Oeiie u3BbpIIeHO craaupadHe mo Cutolo u cwvast. (2000) - “panHa”,
“axtuBHa” W "kbcHA" (aza. [Ipu OTChCTBHME HA KamMUISPOCKONCKH JaHHU 3a
MHUKPOAHTHOTIATUs HaxXxoJAKaTa Oe ompejaesieHa KaTO HOpMajaHa WM KaTo HalWu4ue
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Ha Hecrmenu()UYHU MPOMEHHU (IUIaTHpPaHu, HAUBHATH KaIWISIpH, xemoparuu). [pu
OTKpUBAHE Ha KaMMIAPOCKONCKH HAXOAKH OT PA3JUYHU CTaJWU Ha PasIUIHUTE
IPBCTH, KaTO 3aKJIIOYEHHE 0s1Xa OTYUTAHHM HaW-HANPEIHATUTE MHKPOBACKYJIAPHH
npoMeHH. 3a H3CIe[BaHE HA aCOIMHPAHH CHC CKICPOJCPMHUSATA ABTOAHTHUTEIA
oemre n3non3Ban umyHoosot-trect EUROLINE Systemic Sclerosis 3a onenka

Ha naHen oT 13 pasnuunu ckiepoaepmun anturera: Scl-70, CENPA, CENPB, RNAP-
I11 (11kDa), RNAP-111 (155 kDa), Fibrillarin (U3-RNP), NOR90, Th/To, PM/Scl-100.
PM/Scl-75, Ku, PDGFR, Ro52.

[Tpu 73.7% (n = 14) ot uzcnenBaHuTe OOJHU CE€ yCTAaHOBUXA “‘CKIIEPOJECPMEH”
TUTl KaOWISIPOCKONICKA Tpo—MeHH, a mpu 26.3% (m = 5) numncBaxa JaHHU 3a
MUKpOaHruonaTus (HecnequpuIHU IPOMEHH, 11 = 3; HOpMaJIHa Haxoaka, 1 = 2). [Ipu
nanuenture ¢ [ICC, momoxutenHu 3a anturena cpemnty Scl-70 (m = 7), 6e Hanwmie
CUTHH- (PMKAHTHO MO-HUCKA KaNUJIspHa TUTbTHOCT U MO-BUCOKA YECTOTA Ha “‘aKTUBHA™
U “KbCHA” (paza KaMWISIPOCKONI "CKH IIPOMEHHU crpsMO OoyiHUTE, HeraTuBHU 3a aHTH-
Scl-70 anturena (p < 0.05). [Nammenture ¢ [ICC, MO0 KUTETHH 32 AHTUTENA CPEIILY
RNAP III (cybemmamma 155) (m = 4) mmaxa CUTHH(HUKAHTHO IIO-BHCOKA CpEIHA
KaluisipHa IUIBTHOCT cHpsMo ciydaute ¢ oTpuuarennu aHtu-RNAP Il - 155
anTutena (m = 15), kato mpu 3 OT TAX HE C€ PETUCTPHPAa MUKPOAHTHOMATHS, a TIPH
eauH ciydail Oe Hammie “panHa" (daza ‘“‘ckiepoiepmeH” THI KaMUISPOCKOIICKH
npoMeHnu. HMuHtepecen e ¢akTpT, uye mHpu 3 OT MeTHUMara MaluueHTH Oe3
KaIUJISIPOCKOIICKM TPU3HAIM 332 MUKPOAHTHOMATHS C€ YCTAaHOBHUXA MOJIOXKHUTEITHU
antTu-RNAP Il - 155 anTurtena, a npobure 3a o0um AHA 0s1Xa MOJ0KUTETHN BB
BUCOK TUTHpP 1:1280 pu Tpuma ot 6omHuTe 1 1:320 B ApyrUTE ABA CiIydast.

B HacTosmoTo NIOTHO Mpoy4yBaHE ce MOTBbPAU HaAOJ0/laBaHaTa U OT APYTU
aBTOpU acouualus MeXay aBaHcupanu kanwiipockoncku npomeHu npu IICC u
nonoxurenan aHTH-Scl-70 anTHTena, KOWTO BEpOSITHO HMAT OTHOIICHHE KbM
nporpecusaTa Ha MHMKpOBacKylapHata mnarojiorusi. Karo HoBo HaOmroaeHue ce
yCTaHOBU HanmnuueTo Ha nojoxxkutenHu antTu-RNAP 11 - 155 anturena npu 6omuu 6e3
WIM ¢ HavyaJlHa MUKpoaHruomaTtusi. [3yuaBaHero Ha  acouManusTa Ha
kanuisipockornckute npomenu npu [ICC ¢ AMarHoCTUYHU U NaTOr€HETUYHU aHTUTENa
ce oOuyakBa Ja o00oratu CBBPEMEHHOTO II03HAHHME OTHOCHO IMATOreHEe3ara,
TUIM3UPAHETO U MPOTHO3aTa Ha 3a00JIIBAHETO.

[IpoyuBaHeTo € (puHAHCHpPAHO OT BBTPEYHMBEPCUTETCKU NpOoeKT Ha MY -
ITnoBaus, Ne HO-04/2020 r.

3.S. Lambova, E. Kurteva, S. Dzhambazova, G. Vasilev, D. Kyurkchiev M.
Geneva-Popova, “CAPILLAROSCOPY AND IMMUNOLOGICAL PROFILE IN
SYSTEMIC SCLEROSIS”, PEBMATOJIOI'MA 3/2021ISSN 1310-0505 (newam) 1SSN
2738-831X (ounaiin) VK 616-002.77, Cmp 13-15.

'‘Department of Propaedeutics of Internal Diseases, Faculty of Medicine, Medical
University - Plovdiv, Bulgaria Department in Rheumatology, MHAT “Sveti Mina” -

164



Plovdiv, Bulgaria ‘Laboratory of Clinical Immunology, University Hospital “St. Ivan
Rilski - Sofia, Bulgaria 'meDepartment of Clinical Immunology, Faculty of Medicine,
Medical University - Sofia, Bulgaria ’Clinic in Rheumatology, UMHAT “Sveti
Georgi” - Plovdiv, Bulgaria

Interesting is the question about presence of association between
capillaroscopic changes and immunological findings in systemic sclerosis (SSc). A
correlation between the presence of anti-Scl-70 antibodies and more advanced
microvascular changes has been observed i.e., “active” and ’’late” phase. Of note,
analysis of extended profile of SSc-associated autoantibodies is more widely used in
clinical practice. Some of these antibodies are not included in the current classification
criteria of SSc but also inherit diagnostic potential. Their association with
capillaroscopic changes in SSc has not been evaluated.

19 patients with definite diagnosis SSc were included in the current pilot study,
16 with limited and 3 with diffuse cutaneous involvement, mean age 51.56 + 15.07
years. Raynaud’s phenomenon of the fingers was present in ail patients.
Capillaroscopic examination was performed at 8 fingers (Il + V bilaterally) and
presence of standard capillaroscopic parameters was analyzed i.e., giant capillaries,
haemorrhages, neoangiogenesis, mean capillary density. In cases with “scleroderma”
type capillaroscopic pattern, the changes were classified according to the staging
suggested by Cutolo et al. (2000) - “carly”, “active” and *’late” phase. In cases without
capillaroscopic features of microangiopathy, the findings were determined as normal
or nonspecific findings (dilated, tortuous capillaries, haemorrhages). In the presence of
different degree of capillaroscopic changes of different fingers, the most advanced
microvascuiar pathology was considered as a conclusion. For assessment of
scleroderma-associated autoantibodies, immunoblot test EUROLINE Systemic
Sclerosis was used that includes a panel of 13 scleroderma autoantigens i.e., Scl-70,
CENPA, CENPB, RNAP-III (11 kDa), RNAP-I1I (155 kDa), Fibrillarin (U3-RNP),
NOR90, Th/To, PM/Scl-100. PM/Scl-75, Ku, PDGFR, Ro52.

In 73.7% (n = 14) of the examined patients, "scleroderma" type capillaroscopic
changes were found, and in 26.3% (n = 5) there was no evidence of microangiopathy
(non-specific changes, n = 3; normal finding, n = 2) . In the patients with SCL-70
antibodies positive (n = 7), there was a significantly lower capillary density and a
higher frequency of "active" and "late" phase capillaroscopic changes compared to the
patients, negative for aHTH-Scl-70 antibodies (p < 0.05). PSC patients positive for
anti-RNAP 111 (subunit 155) antibodies (n = 4) had significantly higher mean capillary
density than anti-RNAP 1l - 155 antibody-negative cases (n = 15), with 3 of no
microangiopathy was registered among them, and in one case there was an "early"
phase of "scleroderma™ type capillaroscopic changes. Of interest, 3 of the 5 patients
without capillaroscopic evidence of microangiopathy had positive anti-RNAP 111 - 155
antibodies, and total ANA samples were positive at a high titer of 1:1280 in three of
the patients and 1:320 in the other two the case.
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The present pilot study confirmed the association observed by other authors
between advanced capillaroscopic changes in SCC and positive aHTH-Scl-70
antibodies, which is probably related to the progression of microvascular pathology.
As a new observation, the presence of positive anti-RNAP 11l - 155 antibodies was
found in patients without or with initial microangiopathy. The study of the association
of capillaroscopic changes in PSS with diagnostic and pathogenetic antibodies is
expected to enrich the current knowledge about the pathogenesis, typing and prognosis
of the disease.

The study was financed by an intra-university project of the MU - Plovdiv, No. NO-
04/2020.

Folia Medica
2020 r FO0uaeiina kondepenuus ,Meaununa Ha bbaemero®, 75 rogunu
Menuuunckn ynusepcuret, [linosaus, 29-31 okromBpu 2020 r, IlioBaus.

4.Mariela_Geneva-Popova, Stanislava Popova, Petya Gardzheva, “Monocyte
chemotactic protein-1 (MCP-1) / CCL2 levels in patients with rheumatic diseases”,
Donus Meouxa, 2020, Vol 62, Suppl. 1, p 38.

1 Department of Propaedeutics of Internal Medicine, Faculty of Medicine,
Medical University of Plovdiv, Bulgaria
2 Department of Microbiology and Immunology, Faculty of Pharmacy, Medical

University of Plovdiv, Bulgaria

3 University Hospital "St. George", Clinic of Rheumatology, Plovdiv, Bulgaria
Chemokine homeostasis imbalance plays a role in the clinical deterioration of patients
with systemic lupus erythematosus (SLE). The aim of the study was to compare the
serum concentrations of monocyte chemotac-tic protein-1 (MCP-1) / CCL2 in the
serum of patients with SLE (with and without pancytopenic syndrome) and patients
with rheumatoid arthritis.

Ninety patients with SLE, 30 patients with RA, and 10 controls were studied. Patients
with SLE were divided into group A (59 patients, 65.5%) - no change in blood cell
levels, and group B (31 patients, 34.44%)- patients with pancytopenia treated at the
Clinic of Rheumatology, St George University Hospital, Plovdiv MCP-1 / CCL2
concentrations were measured by ELISA, Diaclone, France. The statistical analysis
was carried out using SPSS.

Results: The mean MCP-1 /CCL2 concentration in patients with SLE without
pancytopenia was 54.77+£36.85 (SxxSD) pg/ml, and in patients with pancytopenia -
271.22+41.81 pg/mL The mean value of MCP-1/CCL2 in patients with RA was
22.34+ 1498 pg/ml, and in healthy controls -11.67+4.18 pg/ml.The mean
concentration of MCP-1/CCL2 was significantly higher in the group with
pancytopenia than in the group with no change in blood cells (p<0.01). The
conclusions we drew from this study were that MCP-1/CCL2 levels are higher in
patients with SLE and haematological syndrome than in patients without
pancytopenia.

Conclusion: MCP-1/CCL2 reflects the inflammatory activity of SLE,
suggesting that it may be used as a diag-nostic marker and for monitoring the
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therapeutic response in patients with SLE, which distinguishes it from patients with
RA.
Keywords: Monocyte chemotactic protein-1, lupus, rheumatoid arthritis

4 Mapuena I'enesa-Ilonosal,3, Cmanucnasa Ilonosal,3, Ilems [apoocesal
Husa na monoyumen xemomarxcuuen npomeun-1 (MCP-1) / CCL2 npu nayuenmu c
pesmMamuyHy 3a00196aHUSL

1 Karenpa no npomneneBTrka Ha BbTPEMIHUTE 00JIeCTH, MEeIUIMHCKH (aKyJITeT,
MenuunHcku yHuBepcuteT — [InoBnuB, bearapus

2 Karegpa mno mukpoOuosorus M umyHojorus, Pakynrer no Qapmanus,
Menunuucku yauepcutet — [1mosaus, beirapus

3 YMBAJI "Cgetu I'eopru", Knunuka no pesmarosiorus, [Liopaus, bearapus
JlucbananchbT HA XEMOKMHOBAa XOMEOCTa3a Urpae poJid B KIMHUYHOTO BIJIOIIABaHE Ha
HNAUEHTH CbC cucTeMeH aymyc eputemarosdyc (SLE). Llenra Ha uzcneaBaneTo € aa ce
CPaBHSAT CEPYMHUTE KOHIICHTPAIMM Ha MOHOIUTCH XeMoTakcuieH nporenH-1 (MCP-
1) / CCL2 B cepyma Ha manueHtu cb¢ SLE (c 1 0e3 maHIUTONEHUYEH CUHIIPOM) U
MAalUeHTH C PEBMATOUJICH apTPUT.

H3cnenBanu ca geerAeceT mamueHTH c¢be SLE, 30 mamuentn ¢ RA u 10
koHTpoiu. [lanmenture cbe CJIE ca pasmencHu Ha rpyna A (59 namwmentu, 65,5%) -
0e3 mpoMsHa B HHBaTa Ha KpbBHUTE KieTku u rpyna B (31 maumentn, 34,44%) -
MalUEeHTH C MAHOUTOIECHUS, JeKyBaHu B KinHukarta mo pesmarosiorusi Ha Y MBAJI
"Cs. I'eopru", IlnoBauB Konuentpauuure na MCP-1 / CCL2 6sxa u3mepeHu upes
ELISA, Diaclone, ®pannus. CTaTHCTHYSCKHUIT aHAIW3 Oellle M3BBPIIEH C IMOMOIITA
Ha SPSS.

Pesynratu: Cpeanara konuentpanus Ha MCP-1 /CCL2 nipu nanuentu cbe SLE
6e3 manuTonenus e 54,77+£36,85 (Sx£SD) pg/ml, a npu nanueHTH ¢ NAHIUTOIICHUS -
271,22441,81 pg/mL Cpennara croitHoct Ha MCP-1/CCL2 npu narmuentu ¢ RA e
22,34+14,98 pg/ml, a npu 3apaBu koHTponu -11,67+4,18 pg/ml. Cpennara
koHneHtpanust Ha MCP-1/CCL2 e 3HauuTeNHO MO-BUCOKA B TpyIiaTa ¢ MaHIIUTOICHHUS,
OTKOJIKOTO B Tpynata 0e3 nmpomsiHa B KpbBTa KieTku (p<0.01). 3akmroueHusita, KOUTO
HalpaBUXMe OT TOBa MpoyuBaHe, 0sixa, ue HuBaTta Ha MCP-1/CCL2 ca mo-BuCOKU TIpU
nanueHTn c¢b¢ SLE W XxemaronoruyeH CHHAPOM, OTKOJIKOTO TMPU MAIUEHTH 0e3
MaHLUTOIECHHUS.

3axmouenne: MCP-1/CCL2 otpassiBa Bb3manuTenHata akTUBHOCT Ha SLE,
KOETO IMpenrnoyiara, 4e MOKe Ja €€ M3I0JI3Ba KaTo JUAarHOCTUYEH Mapkep M 3a
IpoCIesiBaHE Ha TEPANEeBTUYHUSA OTrOBOp MpH NauueHTn cbc SLE, koeto ro
OTJINYaBa OT nauueHture ¢ RA.

KirouoBu tymu: MOHOIIMTEH XEMOTaKCUYEH MTPOTEUH- 1, Tymyc, peBMaTOUIEH apTPUT

Folia Medica-

5.Mariela_Geneva-Popova, Stanislava Popova, Petya Gardjeva, Velichka
Popova, “Correlations between monocyte chemotactic protein-1 (MCP-1)/CCL2,
human interferon alpha (h-INF-a) and disease activity in patients with systemic
lupus” @onus Meouxa, 2020, Vol 62, Suppl. 1, p 39-40
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Correlations between monocyte chemotactic protein-1 (MCP-1)/ CCL2, human
interferon alpha (h-INF-a) and disease activity in patients with systemic lupus
Mariela Geneva-Popoval, Stanislava Popova2, Petya Gardjeva3, Velichka Popova4

1 Department of Propaedeutics of Internal Medicine, Faculty of Medicine,
Medical University of Plovdiv, Bulgaria

2 Department of Propaedeutics of Internal Medicine, Faculty of Medicine,
Medical University of Plovdiv, St George University Hospital, Plovdiv, Bulgaria

3 Department of Microbiology and Immunology, Faculty of Pharmacy, Medical
University of Plovdiv, Bulgaria

4 Department of Propaedeutics of Internal Medicine, Faculty of Medicine,

Medical University of Plovdiv, Kaspela University Hos-pital, Bulgaria

Correlations between monocyte chemotactic protein-1 (MCP-1) /CCL2, human
interferon alpha (hINF-a) and disease activity in patients with systemic lupus have
not been studied in a Bulgarian population. The aim of the study was to evaluate the
correlations between MCP-1/CCL2, h-INF-a and disease activity in patients with
systemic lupus.

Ninety patients with SLE and 10 control subjects recruited from the Clinic of
Rheumatology, St George University Hospital, Plovdiv were studied. MCP-1/CCL2
concentrations were measured by ELISA, Diaclone, France. Disease activity was
assessed by SLEDAI-2K and BILAG 2004. The statistical analysis was conducted
using SPSS.

Results: The mean concentration of MCP-1/CCL2 in patients with SLE was
121.27£23.29 (SxxSD) pg/ml, and in healthy controls -11.67+4.18 pg/ml, the
difference between the two groups was significant (p <0.01 ). The mean hINF-a
concentration in patients with SLE was 8.98+13.2 (Sx£SD) pg/ml, and in healthy
controls 1.67+1.18 pg/ml, the difference between the two groups was significant
(p<0,01). of disease activity and che-mokine levels, there is a strong correlation (r x,y
=0.81, p <0.01).

Conclusion: MCP-1/CCL2 and h INF-a reflect the disease activity of SLE and can
beused tomonitor the thera—peutic response in patients with SLE.

Keywords: MCP-1 /CCL2, lupus, rheumatic diseases

S.Mapuena I'enesa-Ilonoga, Cmanucnasa Ilonosa, Illems I'aposxcesa, Beruuxa
Ilonosa, ,, Koperayuu mesxncoy monoyumen xemomarxcuuen npomeun-1 (MCP-1)/CCL2,
yosewxu unmepgepon anga (h-INF-a) u bonecmnama akmuenocm npu nayueHmu cbc
cucmemen aynyc” @onus Meouxa, 2020, mom 62, donvanenue. 1, cmp. 39-40

1 Karegpa mo mporeneBTHKa Ha BBTPEIIHUTE OoiecTH, MeIWIUHCKU (aKynTeT,
MenuunHcku yHuBepcuteT — [InoBnus, bearapus

2 Karenpa mo mpomnefeBTHKa Ha BBTPEUIHUTE OoyiecTH, MeIuUUHCKH (aKyITerT,
Memuuusackn yHuepcuter — [lnoBmuB, YMBAIJI ,,Csetu I'eopru®, IlmoBaus,
boirapus

3 Karenpa no mukpo6uonorus u umynosorus, Gaxynret no gpapmanus, MegunuHcku
yHusepcurer — [ Inosnus, bearapus

4 Karegpa mo mpomeneBTHKa Ha BBTpelIHUTE OosiecTH, MeauuuHCku (HakyIiTeT,
Menuunucku yauBepcutet — [Inosnus, YMBAJI ,,Kacnena®, benrapus
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Kopenanuure Mexay MOHOIUTHHS XeMoTakcuueH nporeud-1 (MCP-1) /CCL2,
yopemky nHTEpdepon anda (hINF-a) u akTuBHOCTTA Ha 3a00BaHETO TIPH MAIUCHTH
ChC CHCTEMEH JYIyC HE ca NpoydyBaHM B Objarapcka mnomynanus. lleara nHa
U3CIICZIBAHETO € Ja ce oleHAT Kopemanumre Mexay MCP-1/CCL2, hINF-a u
aKTUBHOCTTA Ha 3a00JIsIBAHETO MPH MAIIMEHTU ChC CUCTEMEH JIYITyC.

N3cnenanu ca 9 nanuentu cbe CJIE m 10 KOHTponHM 7uWIla, HAaE€TU OT
Knunukara no pesmaronorus, YMBAJL ,,Ceetu I'eopru®, [lnosnus. Konnenrpanuure
Ha MCP-1/CCL2 6sxa usmepenu upe3 ELISA, Diaclone, @panuusi.

AxtuBHOCTTa Ha 3a00msaBaHero ce oueHsaBa or SLEDAI-2K u BILAG2004.
CratuctuueckusT aHanus Oelle u3BbPIIeH ¢ momoinra Ha SPSS.

Pesynratu: Cpennara konuentpanus Ha MCP-1/CCL2 npu nauuenTtu cse SLE
e 121.27+£23.29 (Sx+SD) pg/ml, a npu 3apaBu KoHTpoiau -11.67+4.18 pg/ml,
pasnukara Mexay ABeTe rpynu e 3HauntenHa (p <0,01 ). CpeqnaTta KOHUEHTpalMs Ha
hINF-a npu marmmentu cbe SLE e 8.98+13.2 (Sx£SD) pg/ml, a npu 3apaBu KOHTPOIH
1.67£1.18 pg/ml, kato pasnukata Mexay nBere rpynu e 3HauuMma (p<0,01). Ha
aKTUBHOCTTA Ha 3a00JIIBAaHETO M HMBAaTa HA XEMOKHH, MMa CHUJIHA Koperamnus (r X,y =
0.81, p <0.01).

3akmrouenre: MCP-1/CCL2 u hINF-ci oTpassBar OoyiecTHaTa aKTHBHOCT Ha
SLE u moraT na ce M3MON3BAaT 3a HAOIIOJIEHWE HA TEParneBTUYHHS OTTOBOP MpHU
narueHT cse SLE.

KitouoBu nymu: MCP-1 /CCL2, nynyc, peBMaTuyHU 3a00J51BaHUs

Folia Medica-

6.Stanislava Popova, Mariela Geneva, Anastas Batalov,, “Study of Anti-LL37

antibodies in patients with psoriatic arthritis”, @onus Meouka, 2020, Vol 62,
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Study of Amti-IL37 antibodies in patients with psoriatic arthritis
Stanislava Popoval, Mariela Geneva2, Anastas Batalovl

1 Deaprtment of Propedeutic of Internal Diseases, Facuty of Medicine, Medical
University of Plovdiv, Kaspela University Hospital, Plovdiv, Bulgaria
2 Deaprtment of Propedeutic of Internal Diseases, Faculty of Medicine, Medical

University of Plovdiv, St George University Hospi-tal, Plovdiv, Bulgaria

Introduction and aim: The autoimmune etiology of psoriatic arthritis (PSA) is
unclear, so the study of new antibodies may identify new pathogenic autoantigens
related to the pathogenesis and therapy of the dis—ease.

Methods: We examined 168 patients (of which 68 sera of patients with PsA
with high disease activity before starting biological therapy, 32 sera of patients with
psoriatic arthritis, treatment with anti-TNF-a blockcrs for more than 6 months and low
disease activity, 30 sera from patients with osteoarthritis, 22 samples of synovial fluid
from one knee in patients with PsA, 16 samples from synovial fluid from one knee in
patients with gonar-throsis). Anti-LI_37 antibodies were tested with ELISA, in the
Department of Immunobiology of Reproduction, IBIR-BAS, Sofia.
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Results: Anti-LL37 antibodies were significantly elevated in patients with
active serum and synovial fluid pso-riatic arthritis compared with patients with PsA
with low disease activity, gonarthrosis, and healthy controls
(p <0.001).

Conclusion: Our results indicate that anti-LL37 antibodies may be useful
biomarkers for diagnosis and may serve as therapeutic targets in psoriasis and PSA.

1 Keywords: anti-LL-37, psoriatic arthritis, gonartrosis
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Uzcnensane Ha antutena Amti-IL37 mpu manueHTu ¢ ncopuaTU4eH apTpUT

Cranucnaba IloroBal, Mapuena I'eneBa2, Anacrac baranosl

1 Kartenpa no nponeneBTHKa MO BbTPELIHU O0JecTH, MeIuIuHCKH (QaKyJITeT,
Menuuucku yausepcutet — [lmopnus, YMBAJI ,,Kacnena®, ITnoBaus, bearapus

2 Kareapa mo mpornefeBTUKa 10 BHTPEIIHN 0ojiecTH, MeauIuHCKN (aKynTeT,
Menmuuuuckn yuuBepcutrer — IlnoBauB, YMBAJI ,,CBetm I'eopru®, IlmoBnus,
bearapus

BbBenenue u nien: ABTOMMyHHATa €TUOJIOTUS Ha ncopruaTudHus apTput (PsA)
€ HEsICHA, TaKa 4e M3CJICIBAHETO Ha HOBU aHTHUTENA MOXE Ja UISCHTU(UIIMpA HOBU
NAaTOTEHHU aBTOAHTUTE€HU, CBbP3aHU C MTATOTE€HE3aTa U TEPANUSITA Ha 3a00JISIBAHETO.
Metonu: UzcneaBaxme 168 mamueHTH (0T Kouto 68 cepyma Ha manueHTH ¢ PsA c
BHCOKa aKTHBHOCT Ha 3a00JIsIBAHETO MpPEIW 3arovBaHe Ha OMOJOTMYHA Tepamnus, 32
cepyMa Ha TMalMEHTH C TCOpPUATHYEeH apTpuT, JeueHue ¢ aHTu- [ NF-a blockers 3a
noBede oT 6 Mecela U HUCKa aKTUBHOCT Ha 3a0oisBaHero, 30 cepyMa OT MalleHTH C
OCTE0apTPUT, 22 MPOoOW OT CMHOBHAIHA TEYHOCT OT €JHO KOJSHO TPU MAIUEHTH C
PsA, 16 mpoOu OT CHHOBHAJIHA TEYHOCT OT €JIHO KOJISTHO TIPH MAIlUEHTH C TOHAPTPO3a).
Antu-L1 37 anturenara ca uzcnensanu ¢ ELISA B Kateapara no umyHoOuonorus Ha
penponykuusita, UBUP-BAH, Codus.

Pesynratu: Autu-LL37 antutenara ca 3Ha4uTEIHO MOBUIIEHU NIPU MALIUEHTH C
AKTUBEH CEpyM U IMCOPUATUYEH apTPUT B CUHOBHAJIHATA TEYHOCT B CPABHEHHUE C
nanueHT ¢ PSA ¢ HHCKa akTUBHOCT Ha 3a00JsIBAHETO, TOHAPTPO3a U 3JIPaBH
koHTposu (p <0,001).
3axnrouenne: Hammre pesyntatu nokassar, ye aHTH-LL37 anturenara morar na
ObJaT 1mosie3Hu OMoMapKepH 3a JUArHOCTHKA M MOraT Jia CiIy’>KaT KaTo TepareBTUYHU
LIEJIU TIPY TIcOoprasuc u PsA.

7.Stanislava Popova, Mariela_Geneva, Anastas Batalov, Velichka Popova,
Krasimir Kraev, “Expression of CD68-positive cells in the synovial tissue in a patient

with psoriatic arthritis”’, @onus Meouxa, 2020, Vol 62, Suppl. 1,Nﬁ) 44, ]
. Deaprtment_ of Propedeutic of Internal Diseases, Faculty of Medicine, Medical
University of Plovdiv, Kaspela University Hospital, Plovdiv, Bulgaria
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sDeaprtment_ of Propedeutic of Internal Diseases, Faculty of Medicine, Medical
University of Plovdiv, St George University Hospital, Plovdiv, Bulgaria

CD68 (macrosialin) is a glycoprotein of the LAMP family which is expressed on
blood monacytes, tissue macrophages, lymphocytes, fibroblasts and endothelial
cells and is important for the phagocytic activity of tissue macrophages. . .

The aim of the study was to evaluate CD68 positive cells in’synovial_tissue
and their_correlation with_ the presence of monosodium urate crystals in the
synovial fluid of patients with active psoriatic arthritis.

Patients and methods; Eight. arthrocentesis of one knee fomt _was
performed in 8 patients with active psoriatic arthritis (DAPSA>14) and 15 patients
with, gonarthrosis (Kelgren-Lawrence stage 1V) used as a control group after
signing an informed consent and synovial fluid tested for uric acid crystals. All
patients during alloplasty surgery of the same knee joint had synovial tissue taken
and immunohistochemical “examination performed in the Department of
Immunobiology of Reproduction, IBIR-BAS, Sofi

~ Results: Monosodium urate crystals were found in the synovial fluid of
canine patients with PsA. In the preparations obtained from the control group, the
expression of CD68 was 0.23+0.44 positive cells, in the preparations of patients
with 2.46+0.28) (p <0.01)

_ Conclusion: The Presence of _monosodium urate in the s_%/_nowal fluid_ of
patients with PsA correlates with a high percentage of CD68 positive cells, which
seems to be associated with a more severe course of the disease, the need for
aggressive treatment and is a prognostic factor for adverse disease progression.

Keywords: CD68-positive cells, synovial tissue, psoriatic arthritis

4 Folia Medica-

71.Cmanucnasa I[lonosa, Mapuena Ieneea, Anacmac bamanos, Benuuxa

llonosa, Kpacumup Kpaes, , Excnpecus wna CD68-nosumusnu xiemku 6
CUHOBUAHAMA MBKAH NPpU nayuenm ¢ ncopuamuven apmpum”, @oaus Meouxa, 2020,
mom 62, Jlon. 1, cmp. 44

1.Karenpa mo mporeeBTHKa Mo BBTPEIIHH OojiecTH, MenuuHCKH (haKyJITeT,
Menunuuacku yauepcutet — [nopaus, YMBAJI ,,Kacnena®, ITnoBaus, bearapus

‘2.Karenpa mo mponefeBTUKa 10 BbTpEIHN OojiecTH, MeTUIIMHCKU (DaKyJITET,
Menuuuuckn yuuBepcuter — IlnoBauB, YMBAJI ,,CBetu I'eopru“, Ilnosnus,
bbarapus

CD68 (makpocwanunH) € TIUKONpOTeuH OT cemerictBoto LAMP, koiito ce
eKCIIpecrpa BBPXY KpPBBHH MOHOIIUTH, TbKaHHU Makpodaru, JTUMQOIUTH,
¢bubpobracTn M EHIOTENIHM KIETKM W € BaXEH 3a (paromurTHaTta akTUBHOCT Ha
THKaHHUTE MaKkpoQar.

Ilenra Ha m3cneaBaneTro Oeme ma ce oneHAT CDO68 MO3UTHMBHUTE KIETKH B
CHHOBHAJIHATAa ThKaH W TAXHATa KopeJalys ¢ HAIMYUETO Ha KPUCTAIM MOHOHATPHEB
ypaT B CHHOBHAJHATA TEYHOCT HA MAIIMEHTH C aKTUBEH TICOPUATHYCH apTPUT.

[Nanmentu n meroau: M3BbpieHH ca oceM apTpOLEHTE3W Ha €/1Ha KOJITHHA
cTaBa IpHU § MalMEeHTH ¢ akTUBEH ncopuatuueH apTpuT (DAPSA>14) u 15 nauuentu ¢
roHaptpo3a (craguii IV nmo Kelgren-Lawrence), u3non3BaHu Kato KOHTPOJIHA Tpyna
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clle]] MOANMCBaHEe HAa MH(MOPMHUPAHO ChIVIACUE U CUHOBUAJIHA TEYHOCT, U3CJIE/IBaHA 3a
KpPHUCTaJIM Ha MMKOYHA KHcenuHa. Ha BcHMUYKM manueHTH MpH ajolulacTUKa Ha chllara
KOJISIHHA CTaBa € B3€Ta CHHOBHMAJIHA THKAaH M € H3BBPIIEHO MMYHOXHCTOXMMHYHO
u3cneasane B Kareapara no umyHoobuonorus Ha penponykuusta, UbBUP-BAH, Codus

Pesynrtatu: Kpucraiure Ha MOHOHATpUEB ypaT ca OTKPUTH B CHHOBHAJIHATA
TEYHOCT Ha MAIMeHTH ¢ Kydera ¢ PsA. B mpenapaTture, moiayyeHu OT KOHTpOJHATa
rpyna, excrpecusita Ha CD68 e 0.23+0.44 nonoXuTelHu KIETKH, B IIpenapaTuTe Ha
nanuentu ¢ 2.46+0.28) (p<0.01).

3axmrouenne: Hanmmumero Ha MOHOHATPUEB ypaT B CHHOBHAJIIHATA TEYHOCT Ha
narueHTd ¢ PSA kopemupa ¢ BUCOK mporeHT CD68 MoJIOKHUTETHN KIETKH, KOETO
U3IJVICKIA € CBBP3aHO C MO-TEKKO MPOTHYAHE Ha 3a00JIIBAHETO, HEOOXOIUMOCTTA OT
arpecUBHO JICYCHHE M € TPOTHOCTHYCH (HakTOp 3a HEOIarompusTHA TpPOrpecus Ha
3a00JIIBaHETO.

KntouwoBn  gymu:  CD68-MONOKUTETHH  KIETKH, CUHOBHAJIHA  TbHKaH,
MICOPUATUYECH apTPUT

HAIIMOHAJIHA KOH®EPEHLUSA IO PEBMATOJIOI'US 15-18 okTtomMBpH
2020 r., xorea Puy IIpaBen — IlpaBen

8.M. I'enesa-Ilonosa, OI[EHKA HA J[bJIFOCPOYHO JIEYEHUE HA
HAIJUEATU ChC CHUCTEMEH JIVIIVCEPUTEMATONEC — PE3YJITATHU OT 6-
T'ONqUIIIHO  IIPOCJIEJJABAHE  HA ITAIIMEHTH, JIEKYBAHU  C
Belimuma,Cnucanue Pesmaronorus, ['og XXVIII, 2020, Ne2, ctp 38-39

Knunuka mno pesmatonorus, YMBAJI ,Ceern I'eopru®, Karempa 1o
NpOIeJeBTUKa Ha BbTpewHU Oonectn, MeaunuHcku dakynrer, MeaunuHcKu
yHuBepcuret — [ Inosnus, bearapus

IIpenu3BukarencTBaTa mpex peBMaToJIO3UTE €A MHOTO U OT Pa3JIMYHO €CTECTBO.
Besko oT TSX uMa 10-MUHUPAIIO 3HaYeHHWE B PA3IMYHU €Tanu oT padorara ¢ OOJIHH,
ctpagamu OT cucremeHn nynyc eputemarogec (CJIE) — Te ca cBbp3aHu CbC
crocoOHOCTTa 3a B3eMaHe Ha OBP30 M MPABUIIHO pEIIeHHE B KPUTHUYHA 3a 0O-JHUs
CUTyallus, JIBJITOCPOYHO TMOAABPKAHE HA pPEMHCHs Ha 3a00JIIBaHEeTO, aJeKBATHO
MOHMTOpHpAHE Ha M3MOJ3BaHUTEe MeaukameHTH.B KnunHukata mo peBmarosorus Ha
YMBAIJI ,,Cs. I'eopru®, [InoBnus, Bcsika ronuHa ce nekysat okoso 100-120 Gomxu ot
CJIE, xaTo HOBOAMArHOCTHIIMpaHUTE ca 1-2 Bcekn Mmecell. YacT OT manmueHTUTE ce
XOCIUTAIN-3UPAT C JAUATHOCTUYHU MPOOJEMH, JAPYTrd — KaTO TEPAreBTUYHU 3aJayH,
CBBpP3aHH C OCHOBHOTO 3a0oJisiBaHE WM C ycioxkHeHust oT Hero. Ot 2011 r. B
Knunukara no pesmartonorus, YMBAJI ,,Cs. I'eopru®, IlnoBaus, uma paskpura
Crennanu3u-paHa KOMHUCHS 3a MPEANKMCBAHE HA CKBIOCTPYBAIlM MEIUKAMEHTH, & OT
2015 ropuHa e peructpupad nepBusT nauueHT cbe CJIE Ha nedenue ¢ OumosornyHa
Tepanusa ¢ belimumab. Habmronennero BbpXy Te3u OOJMHU JI0Ka3a, Y€ B pe3yJsiTaT HA
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OonecTHaTa aKTUBHOCT M TNPOABIDKUTENHATa yHnoTrpebda Ha KOPTHUKOCTEPOMIIU U
UMYHOCYIPECOpH HACThIBAaT HeoOpaTMMHM oOpraHHd yBpenu. llocnmeactBu-sita oT
yBpenutre npu CJIE ca moBummeH pUCK OT CMBPT M HEOOpPaTHMO yBpeXKIaHE Ha
opranure. YBpenute rpu CJIE ce nedpunupar kato HeoOpaTUMO THKAHHO YBpPEKIaHe,
BB3HHMKHAJIO CJI€]] IMAarHOCTULIMPAHETO U MPOABIDKABAIIO MOHE 6 Mecela, JOKa3aHo
ype3 Systemic Lupus International Collaborating Clinics/American College of
Rheumatology Damage Index (SDI). 3a 6 rogunu (ot 2015 roauna) npe3 Komucusita
3a IPEINMCBAaHE Ha CKBIOCTPYBAIlM MeAMKaMeHTH B KiMHMKaTa 1Mo peBMaronorus,
YMBAIJI ,,Cetu I'eopru®, Ilnosau, ca npemunanu 114 6omuu, ot Tax 107 xeHu
(94.38%) u 7 (mbxe 5.62). OT 19X B MOMeHTa ce JiekyBat 98 6omuu, 16 (14.03%) ca
ormaguanu: 2 (1.75%) mopamu cmbpt, 2 (1.75%) mopanu 3amuHaBaHe B 4yxOuHa, 1
(0.87%) cnen wu3aBa Ha anepruueH ob6pus, 1 (0.87%) mopamu oOocTpsHe Ha
CBCTOSTHUETO U HEOO0XOIMMOCT OT ImyscoBo Jjeudenue, 1 (0.87%) mopamu TEXKO
u3pazena mnonuHeBpornatusa, 1 (0.87%) oTka3Bam JieueHHE TIOpaau U3sIBA Ha
XUIIEPTOHUYHU KpU3U 10 BpeMe Ha uHpysus, 2 (1.75%) mo coOGcTBeHo >kenaHue. 3
JKEHU HE ce JIEKyBaT ¢ OenmuMyMal mo-pajiy riaaHupaHe Ha OpeMeHHOcCT, a 2 (1.75%) ca
3all0YHAJIM OTHOBO JICUEHHUE CJIE]] YCIEIIHO 3aBbplInia OpeMeHHOCT.3armouBaIuTe
nedyeHue ¢ 6enmumymad ca: 2017 r. — 24 HoBu nanuentu, 2018 r. — 17 HOBU MaIMeHTH,
2019 r. — 13 woBu mnanuentu, 2020 r. — 20 HOBH NaNMEHTHU.AHATU3UPAHETO HA
pe3yntaTtd Ha Te3u OoNHM NoKasza, ue 46,7% ot namuenture cbe CJIE crpamar ot
TpailHO OpPraHHO YBpEXJaHE B PAMKUTE Ha 5 TOJUHHU OT MOCTaBSHE Ha JMArHo3ara,
KaTO MYCKYJIO-CKEJIETHATa, ChbpAEUYHO-Ch/I0BATa, HEPBHATA U OTJAEIUTEIIHATA CUCTEMA
ca Hall-uecto  3acerHaru.Crmopen  MOMy4YEHUTE  KIMHUKO-TA0OpAaTOPHU U
MMYHOJIOTUYHM W3CJIEIBAHUS U KJIMHUYHU HAOJIOACHUS MIPU MPOCIIeasiBaHUTE OOJIHHU,
MOJIyYaBallld JieueHUue ¢ OennMymMad, aKTHBHOCTTA Ha 3a00JsIBAHETO HaMalsiBa C
TEYCHHE HAa BPEMETO W PSJIKO HACTBIIBA 3aJbJ0OYaBaHE HA OpPraHHUTE YBpEIH B
pasinunn noMennu. Tepanestuunute nenu npu CJIE ca HacoueHM KbM KpaTKOCpOYeH
KOHTPOJI Ha CUMIITOMHTE, OaJaHCUPAH C ABITOCPOYHA MPO(UIAKTHKA Ha OPTaHHUTE
yBpenu. Ilpu HaOmrogaBanuTe OONHU O€3 KIMHUYHU CHMITO-MH C BHCOKA
CEpOJIOTHYHA aKTUBHOCT, CBbp3aHa C yBeJIMuYaBaHE Ha TUTpHUTE Ha anti-ds-DNA u
HaMaJsIBAaHE HA KOHIIGHTPAIIMUTE HA CEPYMHHUS KOMIUIEMEHT, c€ HaOJIoJaBa PHCK 3a
THachK Ha 3a0onsBaHoTO (pu 12 60mHU, 11.76%).JIleuennero ¢ lelimumab (doBemko
IgG1A MOHOKJIOHATHO aHTUTAJIO, CHEeUU(PUYHO 3a Pa3TBOPUMHUS 4YO-BEHIKHM B-
mumbonuT-ctumynupan] nporend (BLyS), Boam m0 mocTteneHHO HamansBaHE Ha
HuBata Ha aHTU-dSDNA, Hopmanuzupane Ha C3 u C4 ¢pakuuu Ha KOMIUIEMEHTa U
MOHIDKABAHE HA AHTHUKApPJUOJIMIIMHOBUTE [gA aHTHTENna Mpu Mmo-rojsMara 4acT OT
HaOmogaBanure Ooman  (88.24%).IlpenusBukarenctBara mpen Kommcusara npu
npenanucane Ha 6enumymad 3a 6omHu ¢ CJIE ca MHO-TOIIACTOBH: MO OTHOUIEHHE Ha
MaueHTa — CTpax OT HOBH MEJIMKAMEHTH, 32 KOUTO HSMa JIOCTaThuyHa MHQOpPMAIUS B
nyOJMYHOTO MPOCTPAHCTBO, BEHO3HO MPHIIOKEHHE Ha JIEKAPCTBOTO, OTUYKIACHOCT U
Je-Tpecusi, CBbpP3aHu C MpOrHo3aTa Ha 3a00JIIBAHETO; MO OTHOIICHHE HA JieKaps —
uHepTHOCT npu jJeuenue Ha 6omuute cbe CJIE — nexysa ce npeaumuo ¢ KC u L[C, 6e3
Jla C€ ThPCIT HOBU TEPANEBTUYHU CTpaA-TETHH, TPYAHO OTXBBHPJISIHE Ha JAMATHO3a

HeBpoaynyc (SIMP mnonsikora € TpyJIHO OCBIIECTBUMO), TPYAHO OpraHU3MpaHE Ha
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IIOCTaBSHETO Ha Ipenapara; o OTHOIIEHHWE Ha MEIUKAMEHTa — ChIECTBYBA PUCK OT
CTpPAaHUYHU MpPOSBU (OCTPHM M XPOHUYHM), HE € MOAXOAAL 3a BCHUYKU (hOopMHU Ha
3a00JIsIBAaHETO, TPOMAaBa MPOLEAypa MO U3MUCBAHETO My.Pe3ynTature oT ABATOCPOUHN
npoyuBanus (1o 10 rogvHM MO JIMTEpaTypHU AAHHU U 6 TOAMHU CHOpE] Ha-IIUTE
HAOJIIO/IEHNsA) IOKa3BaT HHMCKAa YECTOTa Ha HATpPyNBaHE HAa OPraHHU YBPEIU IpHU
nanuentute cbe CJIE, monmyyaBamu nedenue ¢ 6enumymad, 1o0po npuabpkKaHe KbM
TepanusiTa.

8.M. Geneva-Popova “Evalution of long trem treatment of patients with
systemic lupus erythematodes: results of 6-year follow-up of patients treated with
belimumab”, Cnucanue Pesmartomnorus, ['on XXVIII, 2020, Ne2, ctp 38-39

The challenges for rheumatologists are many and varied. Each of them is
dominant in different stages of work with patients suffering from systemic lupus
erythematosus (SLE) — they are related to the ability to make quick and correct
decisions in a critical situation for the patient, long-term maintenance of remission of
the disease, adequate monitoring of the medications used.In the Clinic of
Rheumatology of the University Hospital ,,Sv. George“, Plovdiv, every year
about 100-120 patients with SLE are treated, and the newly diagnosed are 1-2 per
month. Some patients are hospitalized with diagnostic problems, others — as
therapeutic tasks related to the underlying disease or its complications.Since 2011 in
the Clinic of Rheumatology, University Hospital ,,St. George®, Plovdiv, there is a
Specialized Commission for Prescribing Expensive Medicines, and since 2015 it is the
first registered patient with SLE for treatment with biological therapy with
belimumab.Observations in these patients have shown that irreversible organ damage
accumulates as a result of disease activity and long-term use of corticosteroids and
immunosuppressants. The consequences of SLE injuries include an increased risk of
death and irreversible organ damage. SLE damage is defined as irreversible tissue
damage that occurs after diagnosis and lasts for at least 6 months, as evidenced by the
Systemic  Lupus International Collaborating Clinics/American  College of
Rheumatology Damage Index (SDI).For 6 years (since 2015) 114 patients have passed
through the Commission for Prescribing Expensive Medicines at the Rheumatology
Clinic, “Sv. George” University Hospital, Plovdiv, of which 107 women (94.38%) and
7 (men 5.62). Of these, 98 patients are currently being treated, 16 (14.03%) have
dropped out due to: 2 (1.75%) due to death, 2 (1.75%) going abroad, 1 (0.87%)
manifestation of allergic rash, 1 (0.87%) due to exacerbation of the condition and the
need for pulse treatment, 1 (0.87%) due to severe polyneuropathy, 1 (0.87%) refusing
treatment due to hypertensive crises during infusion, 2 (1.75%) at will. 3 women were
not treated with belimumab due to a desire to become pregnant, and 2 (1.75%) started
treatment again after a successful pregnancy.Over the years, the number of patients
starting treatment with belimumab in 2017 was 24 new patients, in 2018 — 17 new
patients, in 2019 — 13 new patients, in 2020 — 20 new patients.Analysis of the results
of these patients showed that 46.7% of patients with SLE suffer from permanent organ
damage within 5 years of diagnosis, with the musculoskeletal, cardiovascular, nervous
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and excretory systems being the most commonly affected.According to the received
clinical-laboratory and immunological studies and clinical observation, in the observed
patients receiving treatment with belimumab, the activity of the disease decreases over
time and exacerbation of organ damage in different domains rarely occurs.The
therapeutic goals of SLE are aimed at short-term control of symptoms, balanced
with long-term prevention of organ damage. In the observed patients without clinical
symptoms with high serological activity associated with increased titers of anti-ds-
DNA and decreased concentrations of serum complement, there is a risk of boosting
the disease (in 12 patients 11.76%).Treatment with belimumab (human IgGlA
monoclonal antibody specific for soluble human B lymphocyte-stimulating protein
(BLyS) results in a gradual decrease in anti-dsDNA levels, normalization of C3 and
C4 fractions of complement, and a decrease in anticardiolipin antibody-greater IgA
observed patients (88.24%).The challenges in the commission for prescribing
belimumab for patients with SLE are multifaceted: for the patient — fear of new,
without sufficient information in the public space, drugs, intravenous drug
administration, alienation and depression associated with the prognosis; with regard to
the doctor — inertia in the treatment of patients with SLE — we treat mainly with CS
and CS, without looking for new therapeutic strategies, difficult rejection of the
diagnosis of neurolupus (MRI is sometimes difficult), difficult organization of the
drug; with regard to the drug — there is a risk of side effects (acute and chronic, not
suitable for all forms of the disease, cumbersome procedure for its discharge.The
results of long-term studies (up to 10 years in the literature) and 6 years, according to
our observations, show a low incidence of organ damage in patients with SLE
receiving treatment with belimumab and good adherence to therapy.

9.M. I'enesa-Ilonosa, , XEMOKHUHHU U JIVIIVCEH HEOPUT*“, Knunuxka no
pesmamonozusi, YMBAJI ,,Ceemu [leopeu”, Kamedpa no nponedeémuxka Ha
evmpewnu  6onecmu, Meouyuncku @axyrmem, Meouyuncku yHugepcumem —
IInosous, bvaeapus, Cnncanue Pesmatonorus, I'og XXVIII, 2020, Ne2, ctp 41-43.

Jlynycuust wedput (JIH) e ocHoBHa mpuunHa 3a 3a00715€MOCT U CMBPTHOCT
Ipy NalueHTUTe chC cucte-MeH nynyc epuremarodyc (CJIE). HarpynBanero Ha
KJIETKU OT OeNusi KpbBEH pejl € KpUTHYHA CThIIKa B mpo-Tpecusita Ha JIH u cucremara
3a XEMOKHUH/XEMOKHHOB peLeNnTop € HeoOXxoauma 3a To3W Tmporec. MMyHHHTE
KOMILIEKCH U MOCJIEIBAIIOTO AKTUBUPAHE HA KOMIUIEMEHTA UHAYLIUPAT aKTUBUPAHETO
U yBpeX-TaHETO Ha OBOPEUHHUTE KICTKH, KOUTO JOMBIHUTEIHO OCBOOOXKIaBaT
MPOBB3NAIUTEHH (DAKTOPH, BOJCIIN O MHOUITPAIHS HA JICBKOIUTH B TJIIOMEPYITHH,
TyOyJIOMHTEPCTUIIMATIHU U TIEPUBACKYJIapHU 00JacTH Ha Bh3Ma-JIeHUs 0BOpek, 3a 1a
yCUJIAT OBOPEUHOTO BB3MAJICHHWE M yBpexkaaHe.XEeMOKHMHHUTE ca Tpyna IUTOKUHU C
HUCKO MOJIEKYJIHO TErJ0, YHUETO OCHOBHO JEHCTBHE € BB3ACHCTBUETO BBPXY
XEeMOTaKCcuca Ha JIEBKOIMTHU TOATPYHH TPH XOMEOCTATHYHU M TATOJOTHYHHU
ycnoBus. Upes B3auMO-JeHCTBHE C XeMOKHHOBH PEIENITOPU, KOUTO CE€ EKCIIpecupar Ha
KJIEThYHATA MMOBBPXHOCT KAaTO 7-TpaHCMEM-OpaHHHU MPOTEUHH, ChueTaHu ¢ G-IPOTEeUH
175



3a CUTHaJHA TPAHCIYKIMS, XEMOKMHUTE MOraT Jla IPEeAU3BUKAT a/1X€3Usl Ha LIEJICBUTE
KJIETKM KbM €HJOTeJda M Ja HacoyaT JABWIKEHHETO Ha KIETKM KbM TAXHOTO
MECTOHA3Ha-4Y€HUE CIIOPE]] IPAJUEHT HAa KOHUEHTPALMs Ha 1aJieH XeMOKHH. Upe3 To3u
MEXaHU3bM XEMOKHMHHUTE MOraTr Ja UMHAYLHUPAT HACOUEH XEMOTAKCUC Ha pearupaiure
KJIETKU. XEMOKHHUTE ce Kiacu(UIUpaT B YETUPH TOJICEMEICTBA CIIOPE]] IbPBUTE JIBA
IACTEMHA W AaMHUHOKHCE-JIMHHHUTE OCTaThIM MEXKAy TAX B N-KpaHUS Kpall Ha
nonunenTyuaa. Bb3 ocHOBa Ha TOBa JaJid IBPBUTE JiBa LUCTEMHA Ca CHCEIHH,
pa3feNieHd OT €IUH OCTaThK, WIM Pa3felIeHH OT TPU OCTaTbKa, XEMOKHMHBT CE€ KJla-
cudpumupa cvotBeTHO B cemeiictBo CCL, CXCL wmmm CX3CL. XeMOKHHOBUTE
pPELENnTOpU ca HAPEUEHH Ch-OTBETCTBAIM HA IMOJCEMENCTBaTa HA XEMOKHMHUTE KaTo
CCR, CXCR, CX3CR umn XCR. X0oMeOCTaTUYHHTE XCMOKHHH ¥ XEMOKHHOBH
peLenTopu ca Te3u, KOMTO ca BaXHU 332 HACOUBAHE HA NPOTCHUTOPHUTE KIIETKH U
3penuTe UMYHHH KIJIETKH B IM'bPBUYHUTE/BTOPUYHUTE UMYHHH THKAHHU 32 Pa3BUTHETO
Ha MMyHHaTa cHCTeMa M B NepudepHUTe HEMMYHHH THKaHH 3a CHEHU(DUUHUTE 32
ThKaHTa (YHKIMM W UMYHHOTO Bb3naieHwe. [lpm HamuyHa WHPEKIUS WU
MPEAN3BUKAHO OT HapaHsSBaHE BB3MAJICHUE, aKTUBUPAHUTE UMYHHU KIIETKH IIE YBE-
aUYaT PEryJupaHeTO Ha HSAKOM XEMOKHMHOBU pELENTOPM W 1€ MHUIpUpaT BbB
Bb3NAJICHM HMYHHH M HEUMYH-HU TBbKaHU 4Ype3 pas3lo3HAaBaHE HA CBHOTBETHO
MOBUIIIEHN BB3MNAIUTEIHN XeMOKHHH. [lupkynupamure WMyHHU KIETKH, KaTo
HEYTPOPWIN, MOHOIHUTH M ePeKTOpHH T-KIEeTKH, IlIe MHUTPUpPAT BHB BBH3MAJICHU
ThKAaHHW, W3II0JI3-BaliKM CBBP3aHM XeMOKHMHOBHM penentopu, karo CCR2, CCR1 u
CXCR2.Hskou XeMOKHHHM ca 1Mo-4ecTo cBbp3aHu ¢ JIH, OTKOIKOTO IpyTH, B3 OCHOBA
Ha JaHHU OT pa3inuuHu npo-yusBaHud. [Ipu JIH wm3cnenBanusita BbpXy >KMBOTHHCKH
MOJENIM TIOKa3BaT, Y€ TE3M XEMOKHHHU JIONMPUHACAT 3a CHUCTEMHH aBTOMMYHHH
OTTOBOPU B MMYHHUTE THhKaHHU, KaTO MO TO3M HAYMH UHJIUPEKTHO HachpuasaT JIH u
y4acTBaT B JIOKAIHO OBOpEeuHO BB3NaJeHHE ¢ AUpeKTHH edextu. [lanHuTe OT
MpPOYyYBaHUSI TIPU XOpa MPEAno-jaraT KIWMHUYHOTO yYacTHE Ha TE€3U XEMOKHHU B
passutuero Ha JIH.CCR2 ce ekcripecupa BbpXy (Gpakiusi OT MOHOILUTH, JECHAPUTHU
kietku, NK knetku u T-knetku, a enud oT HeroBute Jmranau € CCL2 (MoHonuTeH
xemoarpaktaHT nporeuH-1, MCP-1). Ekcnpecusara Ha CCR2 BbpXy MOHOLUTHUTE €
Ba)KHA KAaKTO 32 TSIXHOTO M3JM3aHE OT KOCTHHUS MO3bK, TaKa W 3a €KCTpaBa3zalusi B
Bb3MajieHuTe ThKaHu. OCBEeH XxeMoaTpakTaHTHata (QyHkous 3a moHouuTtH, CCR2 u
CCL2 cbiio y4yacTBaT B PETyJIMPAHETO HAa aKTUBHPAHETO U nudepeHmuanusara Ha T-
kietkure. [lokazano e, ue CCL2 ce ekcnpecupa ri1aBHO B TyOyJIO-UHTEPCTHIIMATIHUTE
obrmacti Ha OBOpeHUTE MPU EKCIEPUMEHTAIHU >KUBOTHH, MPEAPA3NONOKEHU KbM
aynyc. Mpexara CCL2/CCR2 ponpunacs 3a passutuero Ha JIH kakTo upes
CUCTEMHH, TaKa M Ype3 MeCTHU MexaHu3Mu. brOpeunara Ouoricust Bce oIle € 3JaTHHUST
CTaHAapT 3a TOYHa JAuarHo3a u kinacuduxanus Ha JIH u 3a mporHosza Ha jiymycHa
aKTUBHOCT U XpOHHU(UKAIMS HA TAIMEHTUTE. BhIpekn ToBa XeMOKMHUTE B ypU-HATa
Ha TMAlMEHTH C JyNmyceH HepuT ca MpoydeHW cHopes yCTaHOBEHATa JUarHo3a Ha
kimacoe ¢ JIH, kouto mpenmomaraT TAXHaTa MOTEHIMAlHA yHoTpeda Karo
HEWHBA3WBHU OMOMapKepu 3a MOHUTOPUHT Ha akTUBHOcTTa Ha JIH, oTroBopm Ha
JICYEHHEeTO M  MPOTHO3MpAaHE HA  PEMHCHS/IPUCTBI  ciel  OuorcuyHaTa

,Z[H&FHO?»&.XCMOKI/IHI/ITG B YypuUHaTa MOrat Ja C€ MHU3IO0JI3BaT 3a [JOITbJIBAHC Ha
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TUarHocTukara Ha 6b0peunara Ouomn-cus npu JIH. Kakto npu Bb3pacTHU, Taka u Mpu
HenbiaHoNeTHH nmanueHTu cbe CJIE xonnentpanuara na CCL2 B ypunata (uCCL2) e
3HAYUTEIHO MO-BUCOKA TIPH JIUIaTa ¢ HEPPHUT, OTKOJIKOTO MPH MANMEHTH C HEPPUT U
3npaBu KoHTposd. Hemro moBeue, HmBata Ha OenThk M mMRNA na uCCL2 ca
3HAYUTEIHO MO-BUCOKM IpH nanu-eHTH cbe CJIE c aktusen JIH B cpaBHEHUE ¢ Te3u C
HeaktuBeH JIH. [Ipyru npoyuBanus mnokas3Bar, ye UCCL2 caMOCTOSITETHO WM B
KOMOMHAIMS ¢ Apyry (akTOpu MoraT Ja pasrpaHuyaTr pa3nuyHu kiacoe JIH, Tbii
kato KoHueHTpanusara Ha uCCL2 e monoxutenHo kopenupana c kiacoe JIH u
3HAYUTENIHO C€ yBenuuyaBa B audys3Hara mpoiudepaTuBHa rpyla B CpPaBHEHHE C
doxanauTe npoaudepaTUBHU U Me3aHTHONponude-paTUBHU rpynu. B mombiaHeHme,
THU KaTO UHTEPCTULIMATHUTE JIE3UU BUHATU Ca CBbpP3aHU C KpaiHus ctaauil Ha LN, e
BakHO J1a ce HaOmogaBa uCCL2, yieTo HUBO € BICOKO 110 BpeMe Ha MHTEPCTUIIMAITHO
BB3NaicHUe Mpu nanueHTH cbe cpeaHoTexxbk CJIE. OcBen uCCL2 koHIEHTpanuara
Ha CXCL10 B ypunata (uUCXCL10) cbIio € 3HAYUTETHO MO-BUCOKA MPHU MAIMEHTH C
HeppuT B cpaBHeHue ¢ HeHeputHu mnanueHtd cbc CJIE. Konuentpammsta Ha
uCXCL10 nmonoxuTeTHO KOpenupa ¢ OlleHKaTa Ha ObOpedyHaTa akTUBHOCT U CTETICHTA
Ha O0BOpeuna Oworicus. HuBara Ha uCXCL10 u CXCR3 na nPHK ot manuentu c
Hepput kinac IV ce yBenuyaBaT B cpaBHeHHE ¢ Apyru kiacoe. B Karempara mo
NpoIeAeBTUKA Ha BbTpelHu Oonectu, MY - [Tnosnus, ot 2018 roauna ce pazpaboTsa
HaydeH npoekT ,llpoyuBane Ha IFN-unnynupanute xemokunu CCL2, CXCL10 u
CCL19 mpu mamueHTH CbhC cUCTeMEH aynyc epuremaroaec. Ilomyuenure pocera
pesyaratu aokas3Bar poisara Ha I[FN-ungynupanute xemokunu CCL2, CXCL10 u
CCL19 B martorenezara Ha CJIE, ponsta uMm 3a JymycHUS HEQpPUT, KaKTO M 3Ha-
YEHHETO UM KaTo JiedueOeH TaprerT.

9.M. Geneva-Popova “Chemokines and Ilupus nephritis”, Cnucanue
Peemamonocus, I'oo XXVIII, 2020, Ne2, cmp 41-43.

Lupus nephritis (LN) is a major cause of morbidity and mortality in patients
with systemic lupus erythematosus (SLE). The accumulation of white blood cells is a
critical step in the progression of LN and the chemokine/chemokine receptor system is
required for this process.Immune complexes and subsequent activation of
complement induce the activation and damage of kidney cells, which further
release pro-inflammatory factors leading to infiltration of leukocytes into glomerular,
tubulointerstitial and perivascular areas of the inflamed kidney to exacerbate renal
inflammation and damage.Chemokines are a group of low molecular weight
cytokines whose main action is the effect on the chemotaxis of leukocyte
subgroups under homeostatic and pathological conditions. By interacting with
chemokine receptors that are expressed on the cell surface as 7-transmembrane
proteins combined with G-protein for signal transduction, chemokines can induce
adhesion of target cells to the endothelium and direct the movement of cells to their
destination according to a concentration gradient of a given chemokine. Through this
mechanism, chemokines can induce targeted chemotaxis of responding
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cells.Chemokines are classified into four subfamilies according to the first two
cysteines and the amino acid residues between them at the N-terminal end of the
polypeptide. Based on whether the first two cysteines are contiguous, separated by one
residue or separated by three residues, the chemokine is classified in the CCL, CXCL
or CX3CL family, respectively. Chemokine receptors are termed corresponding to
chemokine subfamilies such as CCR, CXCR, CX3CR or XCR. Homeostatic
chemokines and chemokine receptors are those that are important for directing
progenitor cells and mature immune cells in primary / secondary immune tissues for
immune system development and in peripheral non-immune tissues for tissue-specific
functions and immune inflammation. In the presence of infection or injury-induced
inflammation, activated immune cells will increase the regulation of certain
chemokine receptors and migrate into inflamed immune and non-immune tissues by
recognizing correspondingly elevated inflammatory chemokines. Circulating immune
cells such as neutrophils, monocytes, and effector T cells will migrate to inflamed
tissues using associated chemokine receptors such as CCR2, CCR1, and CXCR2.Some
chemokines are more often associated with LN than others based on data from various
studies. In LN, studies in animal models have shown that these chemokines contribute
to systemic autoimmune responses in immune tissues - thus indirectly promoting LN
and participating in local renal inflammation with direct effects. Data from human
studies suggest the clinical involvement of these chemokines in the development of
LN.CCR2 is expressed on a fraction of monocytes, dendritic cells, NK cells and T
cells, and one of its ligands is CCL2 (monocyte chemoattractant protein-1, MCP-1).
The expression of CCR2 on monocytes is important both for their excretion from
the bone marrow and for extravasation into inflamed tissues. In addition to
chemoattractant function for monocytes, CCR2 and CCL2 are also involved in
regulating T cell activation and differentiation. CCL2 has been shown to be expressed
mainly in the tubulointerstitial regions of the kidney in experimental animals
predisposed to lupus. The CCL2 / CCR2 network contributes to the development of
LN through both systemic and local mechanisms.Renal biopsy is still the gold standard
for accurate diagnosis and classification of LN and for prognosis of lupus activity and
chronicity in patients undergoing treatment. However, chemokines in the urine of
patients with lupus nephritis have been studied according to the established diagnosis
of LN classes, suggesting their potential use as noninvasive biomarkers for monitoring
LN activity, treatment responses, and prediction of remission/seizure after biopsy
diagnosis.Chemokines in the urine can be used to supplement the diagnosis of renal
biopsy in LN. In both adult and juvenile patients with SLE, the concentration of CCL2
in the urine (UCCLZ2) is significantly higher in patients with nephritis than in patients
with nephritis and healthy controls. Moreover, uCCL2 protein and mRNA levels were
significantly higher in patients with SLE with active LN than in those with inactive
LN. Other studies have shown that uCCL2 alone or in combination with other factors
can distinguish different classes of LN, as the concentration of uCCL2 is positively
correlated with classes of LN and increases significantly in the diffuse proliferative
group compared to focal proliferative and mesangioproliferative groups. In

addition, because interstitial lesions are always associated with end-stage LN, it is
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important to monitor uCCL2, which is high during interstitial inflammation in patients
with moderate to severe SLE. In addition to uCCL2, the concentration of CXCL10 in
the urine (UCXCL10) is also significantly higher in patients with nephritis than in non-
nephritic patients with SLE. The concentration of uCXCL10 positively correlated with
the assessment of renal activity and the degree of renal biopsy. MRNA levels of
UCXCL10 and CXCR3 from patients with class IV nephritis are increased compared to
other classes.In the Department of Propaedeutics of Internal Medicine, MU -
Plovdivim since 2018 is developing a research project ,,Study of IFN-induced
chemokines CCL2, CXCL10 and CCL19 in patients with systemic lupus
erythematosus.* The results obtained so far prove the role of IFN-induced chemokines
CCL2, CXCL10 and CCL19 in the pathogenesis of SLE, their role in lupus nephritis,
as well as their importance as a therapeutic target.

10.M. _I'enesa-Ilonosal, I1. [apooxcesa3, C. Ilonosa2, K. Kpaes2, B.
Ilonosa?l, ,,[IPOYYBAHE HA CCI 19 I[IPHU FOJIHU CHhC CUCTEMEH JIVIIVC,
JIEKYBAHUC PA3JIMYHU TEPAIIEBTHYHHU CXEMHU

Knunuka o pesmaronorusi, YMBAIJI ,,Ceetn ['eopru®, Kareapa no nporneneBTuka Ha
BBTPEITHU 00JecTH, MeauIMHCKu GakyaTeT, MeauIMHCKH YHUBEepcHTeT — I1n0BauB,
boirapus2Knunuka no pesmarosiorus, Y MBAJI ,Kacnena®“ — IlnonuB, bwarapus
3Karenpa mno MukpoOuosnoruss u uMyHosnorus, PapmakojoruyeH (HaxkymnTerT,
Menunucku yauepcutet — [1moaus, beirapus

CCL19 e mporeun, nmpunajiexan KkbM ¢pamunuara CC XeMOKHMHU, KOUTO €
u3BecteH cbio karo EBI1 nurang xemoxkun (ELC) wnm makpodar-pb3nanurtencH
npoteuH-3-6eta (MIP-3-6era). CCL19 ce ekcnipecupa 0OUIHO B TUMYcCa U TUMGPHUTE
BB3JIM, C YMEPEHH HUBAa B TpaxesiTa U Je0eIoTo 4yepBO M HHMCKH HHMBAa B CTOMa-Xa,
THHKHUTE YepBa, OenuTe ApoOoBe, ObOperuTe u gaiaka. To3u XeMOKHH IMPEAU3BUKBA
CBOUTE €(EKTH BBP-Xy CBOUTE ILEJIEBH KJIETKHM 4Ype3 CBBP3BAHE C XEMOKHMHOBHS
perentop CCR7. Ponsita Ha CCL19 e na y4yactBa B XemMoTakcuca Ha B-nmumdonuru,
JNEHJAPUTHU KIETKHU, T-aMeTOBU KIJIETKU KbM TApreHTHUTE OpraHu, CBBbP3aHU C
NaTOJOTUYHUS Tpouec.Upe3 choOILIEHUETO ce MpeACcTaBsi MPOy4YBaHE HA CEPYMHHUTE
HuBa Ha CCL19 npu 6osHuU, noayyaBaly pa3iIMyHu cXxeMH Ha jedeHue.llpocnenenu
ca B AuHamuka 85 6onHu cbe cuctemed aynyc (CJIE) u 27 nanueHT ¢ peBMaToueH
aptput. Ot nanuentute cbe CJIE 36 ca 6unu Ha neyenue ¢ Genmmmymad (SLEDAI <
8), 35 ca momy4aBaiv BUCOKH 103U Tpeauu3onoH (10 mr/kr npe3 30-35 nuu mopanu
akTUBHOCT Ha 3abomsBaneTo (SLEDAI > 10), 14 He ca mony4aBanu KOPTUKOCTEPOU U
oemumymab. CCL19 e uzcnensan upe3 ELISA, ¢ kuroBe Ha ¢upma Diaclon, France,
KaTo ca CHa3eHW BCHYKM M3UCKBaHUS Ha npousBoautens. CraTtuctuyeckara
00paboTka Ha naHHUTE ¢ HampaBeHa upe3 SPSS, ver 24.Cepymuoro uuBo Ha CCL19 e
JIOCTOBEPHO HAN-BHCOKO MpHU OOJHUTE C BHCOKA aKTUBHOCT Ha 3a0oisBaHe-TO (p <

0.05). luHaMUYHOTO HpPOCJEIBAaHE HAa TOBa HUBO IOKa3Ba, Y€ TO CE HOpMaIU3Mpa
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3aeJHO ¢ HaMaJIg-BaHEe Ha aKTUBHOCTTA Ha 3abossBaHeTo (p < 0.05). U3cnenBanero Ha
cepymHoTo HMBO Ha CCL19 kopenupa ¢ TexecTra Ha MaTOJOTMYHUS NPOLEC NPU
OOJHHU-TE CBC CHCTEMEH Jiymyc. To MOXe Ja ce H3M0J3Ba KaTo Ouomapkep 3a
IIPOTHO3a 32 U3X0Ja OT 3a00JIIBAHETO.

10.M. Geneva-Popova, P. Gardheva, S.Popova, K.Kraev,V.Popova, “Study of
CCL19 in patients with systemic lupus erythematodes treated with different treatment
regimens”, Cnucanue Pesmamonoeus, I'oo XXVIII, 2020, No2, cmp 55-57.

CCL19 is a protein belonging to the CC chemokine family, which is also known
as EBI1 ligand chemokine (ELC) or macrophage inflammatory protein-3-beta (MIP-3-
beta). CCL19 is abundantly expressed in the thymus and lymph nodes, with moderate
levels in the trachea and colon and low levels in the stomach, small intestine, lungs,
kidneys, and spleen. This chemokine causes its effects on its target cells by binding to
the chemokine receptor CCR7. The role of CCL19 is to participate in the chemotaxis
of B-lymphocytes, dendritic cells, T-memory cells to the target organs associated with
the pathological process.The aim of the report was to examine serum CCL19 levels in
patients receiving different treatment regimens.85 patients with systemic lupus (SLE)
and 27 patients with rheumatoid arthritis were studied in dynamics. Of the patients
with SLE, 36 were treated with belimumab (SLEDAI < 8), 35 received high doses of
prednisolone (10 mg/kg every 30-35 days due to disease activity) (SLEDAI >
10), 14 did not receive corticosteroids and belimumab. CCL19 was tested by
ELISA, with whales from Diaclon, France, in compliance with all
manufacturer‘s requirements, and statistical data processing was performed using
SPSS, ver. 24.Serum CCL19 levels were significantly highest in patients with high
disease activity (p < 0.05). Dynamic monitoring at this level indicates that it
normalizes along with a decrease in disease activity (p < 0.05).The study of the serum
level of CCL19 correlates with the severity of the pathological process in patients with
systemic lupus. It can be used as a biomarker to predict the outcome of the disease.

11.C.Ilonosa, M.I enesa-Ilonoga, A.bamanos, ,, Koperayuu na Un-17 ¢ TH®-a

u UH®-a npu nayuenmu ¢ ncopuamuyern apmpum‘ Cnucanue Pesmamonozcus, 100
XXVII, 2020, Ne2, cmp 12-13.

[Icopuarnunust aptput (IICA) € XpOHHMYHO TPOTHYAI APTPHUT, TOSBSIBAI CE
Opd YacT OT TNAalMeHTUTe C TCOpPUA3uC M NpPUHAIeKANl KbM Tpyrnara Ha
CEpOHETAaTHBHHUTE CIIOHAMIOAPTpONaTHU. BakHa poist B marore-Hezata Ha [IcA
urpast T-xemnepuute numdouure 17 (Thl7), kouto perymupar npunoOUTHs
UMYHUTET U ca (aKTOpu B PA3BUTHETO HA Pa3IMYHU aBTOMMYHHHU 3a0oisBaHus. B
KpaliHUTE €TanM Ha CII0)KHA Kackaaa oT maroreHes3ara Ha [IcA ce cuHTe3mpar peauna
npouH(IaMaTOPHU LUUTOKUHHU U aHTHOTeHHU ¢aktopu — TNF-a, IFN-y, IFN-a, IL-6,
IL-1B, IL-12 u IL-23, kaTto nocieaHute ABa auprkupaT audepeniupanero Ha Thl u
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Th17 xnerku. Th17 xnerkm mpomsBexnar IL-17A, IL-17F, IL-21 u IL-22. Te3mu
UHTEPJIEBKMHU UTPasiT poJisd B MaTore-He3aTra U Ha KOXKHUTE MposiBH, U Ha TIcA. Kpm
MOMEHTa c€ pa3padoTBAaT MHOKECTBO TEpAaNUU, HACOUEHH KbM KIJIETKU U IUTOKWHU B
Th17-menuupanus net (IL-12/23, IL-17). ITo-gobpoto pa3dupane Ha possdra Ha IL-
17, TNF-a u IFN-o B umyHonaTorene3ara Ha IICA 1ie noBeae 10 pa3BUTHE Ha LIETIEBU
owonmornunu  Ttepanuu.llenta Ha npoyuBaHETO € JAa Cce€  M3CIEABAaT Ha
npopb3nanuTesHuTe muTokuHu (IL-17, TNF-o u IFN-0) mpu OGonHHM ¢ pa3iaudHa
kinHn4Ha Gopma Ha [ICA B cepyMm U CHHOBHMAJIHA TEUHOCT U Jla CE CPABHAT CHPSIMO
pa3-JIMYHU KOHTPOJIHU rpynu.M3cneaBanu ce cepymu Ha 72 MalMeHTH C TICOPUATHYEH
aptputr. Ha wact or OosiHMTe, clie]] MOANUCBAHE Ha HHPOPMHUPAHO ChHIIACHE, €
HaIpaBeHa apTPOLIEHTE3a OT PEBMATOJIOT U € U3CJeiBaHa CUHOBHANIHA Ted-HocT. Crex
ornenka Ha DAPSA wunnekc (Disease Activity Score — MHAEKC Ha aKTUBHOCTTa Ha
oonman ¢ IIcA, koilTo e ocHOBaH Ha cOopa OT OOJIE3HEHM M OTOYHHU CTaBH,
naboparopuu uscienanusi Ha CPII, omenka 3a 6ojecTHa aKTUBHOCT HA MAIlMEHTa U
cwia Ha Oomnka), O0MHUTE ca pasfeneHu Ha 4 rpynu: | rpyma — GOJHU B pPeMHCHS
(DAPSA < 4), 2 rpyna — 6onau ¢ HEcka OosnectHa akTuBHOCT (DAPSA > 4 < 14), 3
rpyna 0oyiHHa — cbe cpeHa OonectHa akTUBHOCT (DAPSA > 14-28), 4 rpyna — 6oyiHU €
Bucoka akTuBHOCT (DAPSA > 28). 3a xoHTpoJiHa Irpyma ca u3noj3BaHu 12 31paBu
muua u 30 manueHTy ¢ roHaprTpo3a. Llutokunure ca uscnensanu ¢ ELISA Meronuka B
HNmyHonornynata nabopatopusi Ha WMHCTUTYTa 1o OWONOTHS Ha pa3MHOXKABaHETO,
BAH — Codus. 3a craructuuecka obpabotka e mznon3san SPSS, ver 24.HuBoTto Ha
W3CJICIBAHUTE IMTOKUHU € JIOCTOBEPHO IMO-BHCOKO B Ce€pyMa M B CHHOBHAJIHATA
TeyHoCT Ha O60mHU ¢ IIcA ot rpyma 2, 3, 4 cripssiMO KOHTpOJIHATa Tpyna 3/ipaBu Juna (p
<0.001). HuBoto Ha TNF-a u IL-17 ¢ Hali-BHCOKO B CHHOBHAIHATAa TEYHOCT HA OOJTHU
c IIcA ot rpyna 3 u 4, cienBaHo OT HUBOTO My B CHHOBHAJI-HAaTa TCYHOCT Ha OOJIHU C
aktuBupana roHaptposa (p < 0.05). Cepymnoro HuBo Ha IFN-o HE € MO-BUCOKO OT
HHUBOTO My B CHHOBHAJIHaTa TEYHOCT mpu OomHuUTe ¢ IICA OT BCHYKM H3CIEIBaHU
rpynu. HuBata Ha wu3cienaB-HUTE IUTOKWHU JOCTOBEPHO KOpEIHUpaT C HHIAEKCA
DAPSA (p < 0.01).U3cnenBanute uutokunu (IL-17 ¢ TNF-a u INF-a) kopenupar c
akTUBHOCTTTa Ha [ICA u morar na ce u3-MoJ3BaT KaTo HAACKIHH OMOMapKepH 3a
OIICHKA Ha aKTUBHOCTTA M 3a MporHo3a npu 6onuute ¢ [IcA, kakto u na ObaaT TapreT
3a JIeYeHHe.

11.S.Popova, M.Geneva-Popova2, A.. Batalovl, Correlations Between 11-17,
TNF-a and INF-a in patients with Psoriatic arthritis

IClinic of Rheumatology, University Hospital ,Kaspela“, Department of
Propaedeutics of Internal Medicine, Faculty of Medicine, Medical University —
Plovdiv, Bulgaria2Clinic of Rheumatology, University Hospital ,,Sv. George® —
Plovdiv, Bulgaria

Psoriatic arthritis (PsA) is a chronic arthritis that occurs in some patients with
psoriasis and belongs to the group of seronegative spondyloarthropathies. An
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important role in the pathogenesis of PsA is played by T-helper lymphocytes 17
(Th17), which regulate acquired immunity and are factors in the development of
various autoimmune diseases. In the final stages of a complex cascade of the
pathogenesis of PsA, a number of proinflammatory cytokines and angiogenic factors
are synthesized — TNF-a, IFN-y, IFN-a, IL-6, IL-1pB, IL-12 and IL-23, the last two
direct the differentiation of Thl and Th17 cells. Th17 cells produce IL-17A, IL-17F,
IL-21 and IL-22. These interleukins play a role in the pathogenesis of both cutaneous
manifestations and PsA. Numerous therapies targeting cells and cytokines in the Th17-
mediated pathway are currently being developed (IL-12/23, IL-17). A better
understanding of the role of IL-17, TNF-o and IFN-o in PsA immunopathogenesis will
lead to the development of targeted biological therapies.The aim of the study was to
examine proinflammatory cytokines (IL-17, TNF-o and IFN-a) in patients with
different clinical forms of PsA in serum and synovial fluid and to compare them with
different control groups.Serums of 72 patients with psoriatic arthritis were examined.
Some of the same patients, after signing informed consent, underwent arthrocentesis
by a rheumatologist and synovial fluid was examined. After evaluation of the
DAPSA index (Disease Activity Score — an index of activity of patients with PsA,
which is based on the sum of painful and edematous joints, laboratory tests of SRS,
assessment of patient disease activity and pain intensity), patients were divided into 4
groups — the 1st group — patients in remission (DAPSA < 4), 2nd group — patients with
low disease activity (DAPSA > 4 < 14), 3rd group of patients — with moderate disease
activity (DAPSA > 14-28), 4th group — patients with high activity (DAPSA > 28).
Twelve healthy individuals and 30 patients with gonarthrosis were used for the control
group. Cytokines were tested by ELISA methodology in the Immunological
Laboratory of the Institute of Reproductive Biology, BAS, Sofia. SPSS, ver. 24, was
used for statistical processing.The level of the studied cytokines was significantly
higher in the serum and synovial fluid of patients with PSA from the groups 2, 3, 4
compared to the control group of healthy individuals (p < 0.001). The level of TNF-a
and IL-17 is highest in the synovial fluid of patients with PsA from groups 3 and 4,
followed by its level in the synovial fluid of patients with activated gonarthrosis (p <
0.05). The serum level of IFN-a is not higher than its level in the synovial fluid in
patients with PsA from all studied groups. The levels of test cytokines significantly
correlated with the DAPSA index (p < 0.01).The studied cytokines (IL-17 with TNF-a,
and INF-a) correlate with PsA activity and they can be used as reliable biomarkers for
assessing the activity and prognosis of patients with PsA, as well as being a target for
treatment.

National Conference of Rheumatology

12.M.I'enesa-Ilonoga, 1.Cokxonos, B.Anopeesa ,, Mykononuzaxapuoosza mun 4

(cunopom na Mopkuo) 6 pesmamonocuunama npaxmuxa‘* Cnucanue Peemamonozus,
T'oo XXVIII, 2020, Ne2, cmp 20-21.
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JIuzozomuuTe OojecT ca rpyna oT Hajg 40 HaciencTBeHH MeTabOIMTHU
6onectu. ETnonornyHo ce abyi-KaT Ha €H3UMEH AeQUIUT, BOJECII 10 HATPyNBaHE Ha
HepasrpajieH cyocTpar B kieTkute. JIn3o3oMHuUTE 00-J1€CTH, KbM KOUTO CE€ BKJIIOUBA
CUHAPOMBT Ha Morquio, ca XpOHUYHHU 3a0OJISIBAHHUS C XETEPOT€HHAa KIWHUYHA
kaptuHa. CHHIPOMBT € aBTO30MHO-PELECMBHO 3a00JIIBaHE M CE€ W3SIBSABA KaTO JIBa
TUINAa — MyKomnoiuzaxa-pugo3a tun 4A (MII3 4A), nemxan ce Ha nedpunut Ha N-
aleTUiIrajJakTo3aMuH-6-cyndar, cymndaraza-xoH-ApOUTHH-6-cyndar, u KeparaH
cyndar u MII3 4B, mppmxang ce Ha AedUUUT HA P-ranakro3ujiaza-kKepataH cyidar.
3a0onsiBaHETO Ce€ XapaKTepu3upa C HaTpylnBaHE Ha TJIOKO3aMUHOTJIMKAHU —
XOHJPOUTUH-6-cyndar u kepaTan cyidaT B JIM3030MHUTE Ha XPYIIsia U HETOBHS
ecTpalelyjJapeH MaTpUKC, KbJIETO OCHOBHO ce Ipou3BexaaT. CuHApoMbT Ha Morquio
ce XapaKTepu3Hpa ¢ HapyllleHa KiIeThYHa QyHKIUs, ocuUKAILMs, TPOMSHA B pacTexa
U B pe3yJiTaT — CKEeJeTHA IucIuia3usi. HaTpynaHuTe IriitoK03aMUHOTIIMKAHU CE CEeKpe-
THpaT B KPbBTA U C€ €KCKPETUPAT B ypuHaTa. BaxkHa 3a nuarHosara Ha MPS IVA ca
PEHTTEHOJIOTHYHUTE,  KOMIIOTHPHOTOMOTpadCKUTe U  MAarHUTHOPE30HAHCHUTE
HAXOJKU. YCTaHOBSIBA C€ Pa3JIMYHO 3acsAraHe Ha CKeJeTa, U3pa3eHO B HapyILIEHHUE B
CKOpPOCTTa Ha pacTeXa, BOJACIIO JI0 JUCIPONOPIMOHAJIEH HHCHK  PBCT,
XUIIEPMOOUITHOCT Ha CTABUTE HA PBIETE U MPBCTUTE, MaKpoledamus, IpOMUHUPAIIO
4yeyo, NpOMUHHUpalla MaHauOyja, KbC BpaT, HeEmbJHAa ocu(uUKalus Ha atiaca,
KOMITpecHsl Ha TPbOHAYHUS MO3bK - Hail-uecTo B IepBHUKaNHaTa o0iacT, 3a0aBeHa
MaTyparusi Ha KapHaJHATEe KOCTH, paHHU JICTCHEPAaTHBHH INPOMEHH, pa3-BUTHE Ha
aptpo3a u ap.lIpeacraBsime kimuHudeH ciaydad Ha MII3 4b — I'.A., 20-rogumeH,
nekyBail ce B Knunuka no pesmatoniorust Ha YMBAJL ,,Cetu I'eopru®, Ilnosaus, ot
2019 rogmua. Crnopen aHaMHECTHYHMTE [IaHHU OIUIAKBaHUATa ca OT 10-roauiiHa
BB3PACT U C€ U3pa3siBaT B OOJIKHU U cnaboCT B KpakaTa, OOJKU B Ta300€IpPEHUTE CTaBH,
u30srBaHe Ha ¢uznuecko HaroBapBaHe. OIUIaKBaHUATA Ca MPOTPECUPATU IO CTENEH
Ha HEBB3MOXHOCT 3a 3a€MaHe Ha U3MPABEH CTOEK U HEOOXOJIMMOCT OT U3MOJI3BaHE Ha
MOMOIITHU CpeACTBa MpHU MNpuABMWkAaHe. DHU3UKATHOTO W3CIEIBAHE YCTAHOBSABA
HaApYIICHHs B OMOPHO-/JBUTaTEIHATa CUCTEMA, CBhP3aHU C OTpaHUYECHA TIOJIBU)KHOCT B
TOpaKO-IIyMOaHusl TphOHAK, OTpaHUYEHA BBTPEIIHA POTAllMsi W aJAyKIUs Ha JBETE
Tazo0enpeHu crtaBu. M3o00pa3uTenHWTE W3CIEABAaHUS JOKa3BaT KIWHOBHUIHO
cuumenue Ha T12, cnuna 6uduna Ha JIS, Topakomym-OanHa kudo3a, TU3MpaHe HA
rnaButTe Ha Oenpenute koctu. B Knnnaukara mo nercka pesmatonorus Ha Y CBAJIJIb
“IIpod. MB. MuteB” e mokazaHo, 4e HUBOTO Ha ra-jiakTo30-6-gocdaraza e 1.62
nmol/17 h/mg (mopma 31-122), a JJHK ananu3bsT ycTaHOBsiBa JBE MATOJOTUYHHU
mytamun  ¢.329C > T/c.860C > T.Ot 2018 roguna Ha GOMHUS ce Hpuiara eH3UM-
3amecTBamo Jjedenue c¢ Enocyngaza-anda (Vimezin) 36 dmakona/ceamuuno. Ilpu
MOHUTOPHUPAHE HA MAIIUEHTa CE YCTAaHOBSBA, Y€ IITIOKO3aMHUHOTJIMKAHUTE B ypUHATA Ca
10.34 mg/mmolCr (Hopma 0.9-6.7) npenu 3amo4yBaHe Ha JICYUCHUETO U MOCTETICHHOTO
UM HamaisiBane 110 2.6 mg/mmolCr cnen 8-mata undysus. Kem To3u MoMeHT [.A. e B
n00po OOIIO0 CHCTOSIHUE, XOJIM CAMOCTOSITENIHO, 0€3 MaTOJOTMYHH MPOMEHU B
TApreTHUTE OpPraHW W C HOPMAJHU TapaKJIMHWYHU u3cieaBaHus.JleueHueTo ¢
Enocyndaza-anda (Vimezin) e cKbIOCTpyBallo, HO >KMBOTOCHACSBAIIO, KOETO

JI0Ka3Ba cBosATa e(hUKACHOCT pH 00JIEH ChC CUHAPOM Ha Morquio.
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12.M._Geneva-Popoval, 1.Sokolov2, V. Andreeva, “’Mucopolysaccharidosis
type 4 (Morquio ‘s syndrome) in rheumatological Practic

Clinic of Rheumatology, University Hospital ,,Sv. George“, Department of
Propaedeutics of Internal Medicine, Faculty of Medicine, Medical University —
Plovdiv, Bulgaria2Clinic of Rheumatology, University Hospital ,,Sv. George*“ —
Plovdiv, Bulgaria

Lysosomal diseases are a group of over 40 inherited metabolic diseases.
Etiologically, they are due to an enzyme deficiency leading to the accumulation of
undegraded substrate in the cells. Lysosomal diseases, which include Morquio
Syndrome, are chronic diseases with a heterogeneous clinical picture. The syndrome is
an autosomal recessive disease and occurs in two types — Mucopolysaccharidosis type
4A (MPZ 4A), due to deficiency of N-acetylgalactosamine-6-sulfate, sulfatase-
chondroitin-6-sulfate and keratin-sulfate and MPH 4B (-galactosidase-keratan sulfate.
The disease is characterized by the accumulation of glucosaminoglycans-chondroitin-
6-sulfate and keratin-sulfate in the lysosomes of cartilage and its extracellular matrix,
where they are mainly produced. Morquio‘s syndrome is characterized by impaired
cellular function, ossification, changes in growth and, as a result, skeletal dysplasia.
Accumulated glucosaminoglycans are secreted into the blood and excreted in the
urine. Important for the diagnosis of MPS IVA are X-ray, computed tomography and
magnetic resonance imaging findings. Different skeletal involvement is found,
manifested in impaired growth rate, leading to disproportionately short stature,
hypermobility of the joints of the hands and fingers, macrocephaly, protruding
forehead, protruding mandible, short neck, incomplete ossification of the atlas,
compression of the atlas most often in the cervical region, delayed maturation of the
carpal bones, early degenerative changes and the development of osteoarthritis, etc.We
present a clinical case of MPZ 4 — G.A., 20 years old, treated at the Clinic of
Rheumatology at the University Hospital ,,Sv. George®, Plovdiv, since 2019.
According to the anamnestic data, the complaints are from the age of 10 and are
expressed in pain and weakness in the legs, pain in the hip joints, and avoidance of
physical activity. The complaints have progressed to the point of not being able to
stand up and the need to use mobility aids. Physical examination revealed disorders of
the musculoskeletal system associated with limited mobility in the thoracolumbar
spine, limited internal rotation and adduction of both hips. Imaging studies have shown
a wedge-shaped decrease in T12, spina bifida of L5, thoracolumbar kyphosis, lysis of
the femoral heads.In the Clinic of Pediatric Rheumatology of USBALDB ,,Prof. Iv.
Mitev* it was proved that the level of galactose-6-phosphatase is 1.62 nmol (norm 31-
122 nmol), and DNA analysis reveals two pathological mutations ¢.329C > T / ¢.860C
> T.From 2018, the patient has started enzyme replacement therapy with Elosulfase
alfa (Vimezin) 36 vials/week.Monitoring of the patient revealed that the
glucosaminoglycans in the urine were 10.34 mg/mmolCr (normal 0.9-6.7 mg/mmolCr)

184



before starting treatment and gradually decreasing to 2.6 mg/mmolCr after 8
infusions.At this point, G.A. is in good general condition, walks independently,
without pathological changes in the target organs and with normal paraclinical
examinations.Elosulfase alfa (Vimezin) treatment is an expensive, knife-saving
treatment that has proven effective in patients with Morquio Syndrome.

National Conference of Rheumatology

13.C.Ilonosa, M.I'enesa-Ilonosa, A.bamanos, ,, Aumu JIJI-37 - Hos buomapkep

3a bonnume ¢ ncopuamudern apmpum “, Cnucanue Peemamonozcus, I'oo XXVIII, 2020,
Ne2, emp 35-37.

[Icopuatnynust aptput (IIcA) e XpoHWYHONpPOTHYAL] APTPUT, MOSBSABAIL CE
npu 30% oOT mnamueHTuTe ¢ Tmcopuaszuc. ToW TPUHAICKH KbM TIpylara Ha
CEepOHEraTUBHUTE CIIOHAMIOAPTPONATUN U MPU YacT OT MALU-EHTUTE CE MOSABABA MPHU
MUHUMAJTHH KOXXHU WM HOKBTHH JI€3MHM, KAKTO M TPU TaKWBa, MNPU KOUTO
NICOPUATUYHM IUJIAKU Ca TPYJHO JIOKa3yeMU. BbIpekn ChbBPEMEHHOTO pa3BUTHE Ha
MeIUIIMHATA, BCE OIIe HSAMa HANSKIHU JTUATHOCTUYHM Mapkepu 3a I[IcA wnwm
MPOTHOCTUYHU OuoMapkepH 3a pazsutue Ha [IcA npu ncopuazuc. Katenmuunun LL37
ce HaMHpa B KOXKHHUTE JIe3Un IpHU OOJHU C ncopuasuc. Toil cBbp3Ba HYKJIEHHOBHU KH-
CeIMHM U CTUMYJIMpa TUIa3MOLUUTOUJIHUTE/UeONIHNTE AeHApUTHU KieTku (pDC,
mDCs) na cexkperupar un-tepdepor tun I (IFN-1) u npoBb3nanuTenHy LUTOKHUHH,
Kato ce mpeBpbina B aBTroantureH 3a Thl-Th17/CD8 T-numdouuture npu O601HU C
ncopuasuc.llenta Ha mpoyuBaHeTo € oleHKa Ha anti-LL37-aHTHTena B cepym u
CMHOBHAQJIHA TEYHOCT Ha 6oman ¢ IICA copsMO pa3lIMYHU  KOHTPOJIHU
rpynu.M3cnenBanu ca cepymMu Ha 45 NAUUEHTH C aKTUBEH IICOPUATHYEH apTPUT
(DAPSA > 14), ma 16 ot cb-nute OONHU, clie] IMOINUCBaHE Ha WHOOPMHUpPAHO
chIjacue, € HalpaBeHa apTPOLEHTE3a OT PEeBMATOJOr U € H3Clie[]BaHa CHHOBUAIHA
TEYHOCT 3a HHMBO Ha aHTU-LL37-anTurena. Te3m CTOMHOCTH ca CpaBHEHU ChC
CTOMHOCTUTE Ha aHTU-LL37-anTuTtena npu 3apaBu KoHTpou (12 yoBeka), 25 GomHU
[IcA na neuenue ¢ antu- I NF-o-6nokepun menukamentu (DAPSA < 4), 24 Gonnu ¢
peBMarouieH apTpuT, 30 OomHM ¢ To-HapTpo3a. AHTH-LL37-anTHTENna ca uscienBaHu
¢ ELISA meronuka B UMyHonornynara naboparopust Ha MHcTUTyTa o 6uosnorust Ha
pasmuoxkaBaneto, BAH — Codus. 3a cratuctuyecka obpaboTtka € uznonsBan SPSS,
ver 24.HuBoto Ha anTu-LL37 anTHTeNnara € JOCTOBEPHO IMO-BUCOKO B cepyMmMa U B
CHHOBHMAJIHATA TEYHOCT Ha 00-THU ¢ akTHBeH [ICA cripsMo KOHTpoOJIHATA rpyna 3apaBu
mura (p < 0.001). HuBoto Ha anTH-LL37-anTuTenara e Hali-BUCOKO B CHHOBHAJIHATA
TeqHOCT Ha 60HH ¢ [IcA, cnenBaHo OT HUBOTO My B CHHOBHAJIHATa TEUHOCT HA OOIHU
C aKTHBHUpPaHA ToOHapTpo3a u peBmaTousieH apTput (p < 0.05). Huoro Ha antu-LL37-
aHTuTenata goctoBepHo kopenupa ¢ DAPSA(p < 0.01).Anturenure LL37 ce
MoJlydyaBaT OT HEyTpoduiu, MHOUATPpUpAIIM CHHOBHUSATA HA OOJHU C ICOpUATUYEH
apTpUT. AHTHUTENaTa cpeuly TsIX Kopenupar ¢ akTuBHOcTTTa Ha IIcA u morar na ce
U3II0JI3BAT KaTO HAJAEXKIeH OMoMapkep 3a JuarHo3a M mporHo3a Ha Ooxaute ¢ [IcA,
KaKTo ¥ J1a OBb/IaT TapreT 3a JICUCHHE.
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13.S. Popoval, M. Geneva-Popova?2, A. Batalovl, “anti- 1137-antibodies — a
new Biomarker forPsoriatic arthritis”

Clinic of Rheumatology, University Hospital ,Kaspela®, Department of
Propaedeutics of Internal Medicine, Faculty of Medicine, Medical University —
Plovdiv, Bulgaria2Clinic of Rheumatology, University Hospital ,,Sv. George*“ —
Plovdiv, Bulgaria

Psoriatic arthritis (PsA) is a chronic ongoing arthritis that occurs in 30%
of patients  with psoriasis. It belongs to the group of seronegative
spondyloarthropathies and in some patients it occurs with minimal skin or nail lesions,
as well as in such patients in whom psoriatic plaques are difficult to prove. Despite
modern medical developments, there are still no reliable diagnostic markers for PSA or
prognostic biomarkers for the development of PsA in psoriasis.Cathelicidin LL37 is
found in skin lesions in patients with psoriasis. It binds nucleic acids and stimulates
plasmacytoid/dendritic cells (pDCs, mDCs) to secrete type | interferon (IFN-I) and
proinflammatory cytokines, becoming an autoantigen for Th1-Th17/CD8 lymphocytes
in patients with psoriasis.The aim of the study was to evaluate anti-LL37-antibodies in
serum and synovial fluid of patients with PSA against different control groups.Serums
of 45 patients with active psoriatic arthritis (DAPSA> 14), 16 of the same patients
were examined, after signing informed consent, arthrocentesis was performed by
rheumatologist and synovial fluid was tested for anti-LL37-antibody levels. These
values were compared with the values of anti-LL37-antibodies in healthy controls (12
people), 25 patients with PsA treated with anti-TNF-a-blockers (DAPSA < 4), 24
patients with rheumatoid arthritis, 30 patients with gonarthrosis. Anti-LL37-antibodies
were tested with ELISA methodology in the Immunology Laboratory of the Institute
of Reproductive Biology, BAS, Sofia. SPSS, ver. 24, was used for statistical
processing.The level of anti-LL37-antibodies was significantly higher in serum and
synovial fluid compared to the control group of healthy subjects (p < 0.001). It is
highest in the synovial fluid of patients with PsA, followed by its level in the synovial
fluid of patients with activated gonarthrosis and rheumatoid arthritis (p < 0.05). The
level of anti-LL37-antibodies significantly correlated with DAPSA.

LL37 antigens are derived from neutrophils infiltrating the synovium of patients
with psoriatic arthritis. Antibodies against them correlate with PSA activity and they
can be used as a reliable biomarker for diagnosis and to be a target for treatment.

14.C.Ilonosa, M.I'enesa-Ilonosa, A.bamanos, ,,I[Ipoyusane na C/H68 u C/[88
aKmueupanu Kiemxku npu 6oiHu ¢ axkmugen ncopuamuyen apmpum, Cnucanue
Pesmvamonocus, I'oo XXVIII, 2020, Ne2, cmp 56-1.
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1 Knunuka no pesmaronorus, Y MBAJI ,,Kacnena®, Karenpa no nporneneBTruka
Ha BBTPEINIHU 00JIeCTH a1 MenuuuHcku ¢dakynrer, MeIuIMHCKH yHUBEPCUTET -
[noBouB, beirapus

2Knunuka no pesmarosiorusi, YMBAIJL ,,Cetu ['eopru‘ - [1noBaus

[Mcopuarnunust aptput (IICA) € XpOHUYHONPOTHYAI APTPUT, TOSBSIBAI CE
Opy YacT OT TMalWeHTUTE C T[ICOpUAa3NC W TPHHAMISKAN] KbM Tpymara Ha
CEpOHETAaTHBHHUTE CHOHIMWIOApTponatuu. I[lpu dacT OT OOJNHUTE, BBIPEKU
MPOBEXKTaHOTO JieueHne ¢ Onokepu Ha TNF-a, IL-17, IL-12/23, nactpmnBa TpaiiHa
WHBAIAIU3AIUS 1 HEOOXOAMMOCT OT aJIOTJIaCTHKA Ha CTaBH.

Upes cpobmeHneTo ce Buzyanusupar aktuBupanun CD68 m CD88 kietku B
CHMHOBHUSI Ha aKTUBEH MCOPUATU- YEH apTPUT, JIOBEN J0 aJIOIIACTUKA Ha CTaBa U OLICHU
TAXHOTO 3HAUCHME 3a CTaBHaTa AecTpykius.Ha meruma mamuentu c IICA, Ha KouTo
cien 00ChKIaHe C PeBMATOJIOT, OpTONe/l, (U3HOTEPAIIeBT U aHEC TE3UOJIOT CE PEIIH,
Yye € HAJIOKUTETHO JIa CE MPOBEJIe ajolIaCTUKa Ha KOJSHHA CTaBa, CJe/ MOJIMUCBAHE
Ha MHGQOPMHUPAHO CHIJIACHE, CE€ B3€ 3a M3CJIC/IBAaHE CHHOBHANIHA ThKaH. OnepanunTte
0s1xa u3bpiienu B MBAJI ,,Ceera Kapunat®, [lnoaus, u MBAJI ,,Butoma®, Codus.
3a KOHTpOJIHA TpyIa ce u3cieaBa OMOJIOTHYEH MaTepHasl OT CHHOBHS Ha TAIlMEHT C
aKTHBUpaHa TOHApPTpo3a. bHONOrMYHUAT Marepuan Oelmie H3CleaABaH HUMY-
HOXHCTOXUMUYHO B MMyHomoruunara maboparopusi Ha MHCTUTYTa MO OHONIOTHS HA
pasmHoxkaBaHeto, BAH, Codusi, mon prrkoBoacTBoTO Ha V. Parmes.

NMyHOXHCTOXMMHUYHO MU3CJIEIBAHE JOKA3a KOJUYECTBEHO U KAU€CTBEHO HATUYHETO HA
aktuBupanu CD68 u CD88 wmonomutn, makpodarn u HK xmetku, kourto ca
JIOCTOBEPHO MO-MaJIKO B OMOJIOTHYEH MaTepuai Ha 0oiHu ¢ roHapTpo3a (p < 0.05).

AxtuBupanure CD68 u CD88 ca cBbp3aHM ¢ KOCTHaTa AECTPYKIUS MpHU
oonaure ¢ IIcA. TSIXHOTO KOIMYECTBO KOpelupa C TEeXKECTTa Ha MaTOJOTHMYHUS
nporec.

14.S. Popoval, M. Geneva-Popova2, A. Batalovl, ,,.STUDY OF CD68 AND
CD88 ACTIVATED CELLS IN PATIENTS WITH ACTIVE PSORIATIC ARTHRITIS “,

1Clinic of Rheumatology, University Hospital ,Kaspela®“, Department of
Propaedeutics of Internal Medicine,

Faculty of Medicine, Medical University - Plovdiv, Bulgaria
2Clinic of Rheumatology, University Hospital ,,Sv. George" - Plovdiv, Bulgaria

Psoriatic arthritis (PSA) is a chronic arthritis that occurs in some patients with
psoriasis and belongs to the group of seronegative spondyloarthropathies. In some
patients, despite the treatment with TNF-a blockers, IL-17, 1L12/23, there is a
permanent disability and the need for alloplasty of joints.
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The aim of the report was to visualize activated CD68 and CD88 cells in the
son of active psoriatic arthritis leading to joint alloplasty and to assess their
significance for joint destruction. Five patients with PsA, who after discussion with
rheumatologist, orthopedist, physiotherapist and anesthesiologist decided that it was
necessary to perform alloplasty of the knee joint, after signing informed consent, was
taken for examination synovial tissue. The operations were performed at Sveta Karidat
Hospital, Plovdiv and Vitosha Hospital, Sofia. For the control group, biological
material from the son of a patient with activated. gonarthrosis was examined. The
biological material was studied immunohistochemically in the Immunological
Laboratory of the Institute of Reproductive Biology, BAS, Sofia, under the supervision
of Assoc. Prof. Rashev.

Immunohistochemical examination proved quantitatively and qualitatively the
presence of activated CD68 and CD88 monocytes, macrophages and NK cells, which
are significantly less in the biological material of patients with gonarthrosis.

Activated CD68 and CD88 are associated with bone destruction in patients with
PsA. Their amount correlates with the severity of the pathological process.

15.M.I'enesa-Ilonosa, C. Ilonosa, K. Kpaes, ,, Cundopom wna Ilpomeyc &

pesmamonozuunama npakmuka‘‘, Cnucanue Pesmamonozcus, 100 XXVIII, 2020, No2,
cmp 57-58.

Cungpombl Ha Proteus e psinko 3a0oisiBaHE C TEHETHYEH IMPOU3XOJ, KOETO
MO’KE€ J]a MPUYMHHU CBPBX- CACTEK HA THKAaHUTE, BKJIIOYBAIL U TPUTE eMOPHOHAIHU
auHud. KmuHUYHUTE ¥ peHTreHorpagckuTe NposiBU -a csiHApoMa Ha Proteus ca cuimHo
npoMeHiauBU. CHHIPOMBT HOCH MMETO Ha rpblkus Oor Ha mopeto IIpoteil, koiTo
MO3Ke J1a mpoMeHu QopmaTa cu. B cBeToBeH Mamad ca NOTBbpPAEHU MaJKO MOBEYE OT
200 cmyvasi, kaTo NPUOIM3UTENHO OKOJOo 120 aymm B MOMEHTa JXHBEST ChC
3a0onsiBaHeTo. TbHM KaTo Morar Ja ChIIECTBYBaT aTeHIOUpaHU GoOpMU Ha
3a00JIsIBAaHETO, MOJKE Jla UMa MHOTO Xopa CbhC CHHApPOM Ha Proteus, kouTo na ocraHar
HE IMAarHOCTUIMPAaHU. Te31, KOUTO Ca HAM-JIECHO JTUAarHOCTUIIMPAHH, CA U HAN-TEKKO
006e300pa3zeHu.

[lenTa Ha CHOOIIEHUETO € Jla MPEACTaBUM TMAIllMeHTKA ChC CUHAPOM Ha Proteus
KaTo 9acT OT PEBMATOJIOTHYHATA IMPAKTHKA.

Kacae ce 3a mnammentka W.B.C, or Baphna, mnoceruna peBMaroJoruyHa
amMOynaTtopusi mopagd CbMHEHHE 3a aBTOMMyHHO 3abonsBane. Ot 2011 roauHa
narueHTkara 3alens3ana HeOoJe3HeHa MOAyTHHa Ha Oy3aTa, KOSTO IOCTENEHHO
HapacTBasia. [IbpBOHayasiHO MOAyTHHATa OWiIa TecToBaTa, BIOCIEACTBHE CTaHala
MHOTO 1UThTHa W Tpamnama. IIpe3 mocrnegHuTe Mecend Ha MACTOTO, KbIACTO € Omia
IIOAYTHHATA, HACTBIIWIA PEAYKIMS Ha MacTHaTa ThKAH U XJIBTBAHE HA JICHATA CTpPAaHa
Ha Juuero, anonenus. OT craryca - 0€3 JaHHM 3a NATO JIOTMYHU MPOMEHHU IO
BBTpEIIHUTE OopraHu. OT u3ciaeABaHUATa - C HOPMAJIHU NapakIMHUYHU U3CIIEABaHUS.
OT XHMCTONOTMYHUS MaTepuai - aTpodusi Ha MacTHaTa ThKaH, HApeyHO HaOpa3JaeHu
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MYCKYJIHU BJIaKHa MW HMHTCPCTHULOMYM C JaHHHU 34 XPOHHUYHU HCCHGHI/I(l)I/I‘IHI/I
BB3MNAJIATCIIHU ITPOMCHHU.

CI/IH,Z[pOM’bT Ha Proteus e paAdKa reHCTUYHA 6OJ'IeCT, npoTn4daiiaa ¢ IMpoMCHU B
ChbCAUHUTCIIHATA TBHKAH, IIOpagu KOCTO € HEeoOXOOUMO Ja ce€ HMa OopeaBu MIpu
I[I/I(i)epeHHI/IaHHO AUATrHOCTUYHO TBPCCHC IIPU 0OJIHHUTE CBC ABTOMMYHHHA 3a00JISIBaHHUS.

National Conference of Rheumatology

15.M. Geneva-Popoval, S. Popovaz, K. Kraev2, ,,PROTEUS SYNDROME IN
RHEUMATOLOGICAL PRACTICE“,

Clinic of Rheumatology, University Hospital ,,Sv. George®“, Department of
Propaedeutics of Internal Medicine,

Faculty of Medicine, Medical University - Plovdiv, Bulgaria
2Clinic of Rheumatology, University Hospital ,,Kaspela" - Plovdiv, Bulgaria

Proteus syndrome is a rare disease of genetic origin that can cause tissue
overgrowth involving all three embryonic lines. The clinical and radiographic
manifestations of Proteus syndrome are highly variable. The syndrome is named after
the Greek god of the sea Proteus, who can change his form. Only a few more than 200
cases have been confirmed worldwide, with approximately 120 people currently living
with the disease. Because there may be attenuated forms of the disease, there may be
many people with Proteus syndrome who remain undiagnosed. Those that are most
easily diagnosed are also the most severely

The purpose of the report is to present a patient with Proteus syndrome as part of
rheumatological practice.

The patient 1.V.S., from Varna, visited a rheumatology clinic due to suspected
autoimmune disease. Since 2011, the patient has noticed a painless swelling of the
cheek, which gradually increased. Initially, the swelling was test, later it became very
thick and rough. In recent months, at the site where the swelling was, there was a
reduction in adipose tissue and sagging on the right side of the face, alopecia. From the
status - no data for pathological changes in the internal organs. From the examinations
- with normal paraclinical examinations. From the histological material - atrophy of
adipose tissue, transverse striated muscle fibers and interstitium with evidence of
chronic nonspecific inflammatory changes.

Proteus syndrome is a rare genetic disease with changes in connective tissue,
which is why it is necessary to consider in differential diagnostic search in patients
with autoimmune diseases.

2019 roguua

189



Hammonanna koHdepeHuss 1mo peBmartosiorusi, Mai-toHu 2019 r, xoren
Kontunenrai, 3natau nsacbiy, bearapus

16.M. I'enesa-Ilonosa, M. Kapacvozos, «INF mun I unoyyupanu xemoxuHu

CCL2, CNCLI10 u CCLI9 npu nayuemmu cvbc cucmemeHr Jynyc epumemamooec ",
Pesmvamonoeus, 2019, No2, cmp 11

Pa3BuTHEeTO Ha BB3NAIMTEIIHUTE CTABHHU 3a00JIIBAaHHUS CE MMPOMCHHU M3LAJIO C
BBBCIKIAHCTO B JIOTHYHATA IIPpAKTHUKAa Ha PCBOJIIOIIHOHHO HOBH, OMOJOTHYHH
MCIUKAMCHTH, KaKBUTO Ca 6JIOKepI/ITe C HaTPYIIBAHCTO HAa OIIUT OT H3IIOJI3BAHCTO UM
CC YCTAaHOBHU, 4UC IIPpH 4aCT OT MMAOUCHTUTC HAMA [T e(i)eKT OT JICYCHUCTO C TiX.

IlenTa Ha mMpoydyBaHETO € Ja C€ aHAJIM3Hpa JIEKapcTBeHaTa OMOHATMYHOCT Ha
TNF-a-Onokep (aar mnpu DNAUUMEHTH C HAJIWYUE Ha JIEKAPCTBEHO WHIAYLHUPAHU
HEYTpaIM3UPAIIY aHTUTENA KbM HET0 M 3HT 3a OoJieCTHATa aKTUBHOCT. AHAIM3UpaXMe
79 GonHu, JNEKyBaHU ¢ ajaauMymal, Ha Bb3pacT 46.7 3 + HU, B NPOABIDKEHHE Ha 2
roguan. OmpefensHeTO HAa HEYTPATU3UPAIIXd aHTUTENA Cpemly agalluMyMI €
u3BbpiieHo upe3 ELISA wmeton, ¢ xutoBe Ha ¢upma Immundiagnostik -TNF-a-
Blocker-ADA, Antikc Adalimumab (Humira), ¢upma Immundiagnostik AG,
Stubenwald-Allee 8a, D 64625 Bensheim, B o xumus u ounoxumusi, GapmarieBTuucH
dakynrer, Meaunuacku yauBepeutet, [Inosnus. Uscnen cepyma Ha 60HU, IEeKyBaHU
¢ aganumymao, 3a JekapcTBeHa OuonanuyHocT B UMmyHnonoruynara na( Acibadem City
Clinic, Sofia (26 6oxan) u CMJIJI Pamyc OO/] (22 Gonnu). AKTUBHOCTTA Ha 3200:1)
u3CcienBaHa ChC CHOTBETHHUTE CKalu 3a OojecTHa akTUBHOCT. CTaTMcTHdeckara
00paboTka Ha Jab MpaBeHa ChC cTaTUcTHYecKa mporpama SPSS 25, npu ypoBeH Ha
3HauuMmoct p = 0.05.

11. 5% ot GomHuUTe, MOMyYaBaly JICUCHUE C aJaTuMymMald, UMaT HeyTpaTu3upaiiu
aHTHUTENa JUKaMeHTa Ha 6 mMecell, Ha 12 mecerr TexHuAT Opoii e 17.64%, Ha 24 mecer] -
24.8%. Ilpm man oyepraBaT 4 BapuaHTa Ha B3aUMOJCHCTBHE MEXAY HAJIUYUETO HA
HEYTPAJTU3UPALIN aHTUTENA U OMOHATMYHOCT Ha afanuMymad: 1. manueHT ¢ Hajau4due
Ha JIEKAPCTBEHO HEyTpalu3upaly aHTui amanumymad u  0e3 JeKapcTBeHa
OMOHAIMYHOCT B cepyma - 25 manueHTH (55.55%), 2. nanueH Tpaau3upaiiy aHTUTeNa
cpemry amanumymad u 0e3 JiekapcTBeHa OMOHANUYHOCT (6.66%), 3. ma ycTaHOBEHU
HEyTpaJIM3Upallld aHTUTEA CPelly ajaluMyMad U C JIeKapCTBEHAa OMOHAIMYHOCT (
NalMeHTH, MpH KOUTO HMa YCTAaHOBEHHW HEYTPAIHM3HpAIld AaHTHUTENa Cpelry
ananuMymad B HHE JIeKapCcTBeHa OMOHAIMYHOCT B cepyMa (4.44% oT u3cnenBaHara
rpyna). Ilpu nanmueHTuTe € A0Ka3< JM3UpAllld aHTHUTENa Cpeury agaluMymad
JIOCTOBEPHO TI0-4€CTO C€ OTKpHBa JIMIICA Ha CEpyMHa J1 OHMOHAJIMYHOCT Ha
amamumymad, U = 11.74, p = 0.001. IlanuenTture, KOUTO MMAT JOKa3aHU HEYTP
aHTUTeNla cpeuly ajnaaumMymad M JIMIca Ha JIeKapcTBeHa OWOHAIMYHOCT, HMaT
JIOCTOBEPHO MO KIMHUYEH OTTOBOP CHPSAMO MalueHTHTe Oe3 aHTHUTeNa MO BpeMe Ha
si1oto HabmoaeHue (p < 0.0

C ronuHuTe HaTpymnaH onuT oT JieueHue ¢ TNF-a-6mokep (amanmumymad) ce ycTaHOBH,

ye He OOJIHHU ce A0CTHUTa OYAaKBAHHUAT TCPAIICBTUYCH OTTOBOP. E)IHa OT MPUYHUHUTE 3a
190



TOBAa € CUHTC3HUpPa KAPCTBCHO HCYTPAJIU3UPAIIU AHTUTCIIA KbM MCIUKAMCHTA, KOUTO CC
yBCIM4aBaT IIPOLUCHTHO BT Haﬁ'BepOHTHO TC Ca IMNpHUYMHA 3a HHCKaA JICKAPCTBCHA
OMOHAIMYHOCT y 6OJ'IHI/IT6, d TOBa OT CBOA C 40 JIOII KIIMHHUYCH PE3YJITAT.

Pesynratu or Hayuen mpoext Ne HO 19/2014 r. u na Hayuen npoext HO/III - P-
8278/1Z Menunuacku dakynret, MeTUIIMHCKN yHUBEpCUTeT ~ [1moB1uB

16.M. Geneva-Popova, M. Karagiozov, INF type | induced chemokines CCL2,

CNCL10 and CCL19 in patients with systemic lupus erythematosus Peemamonozus,
2019, Ne2, cmp 11-12.

Patients with SLE have abnormally stimulated B cell function, resulting in
hypergammaglobulinemia and autoantibodies to circulating nucleic antigens. There is
a strong relationship between the presence o antibodies against double-stranded DNA
and anti-ribonucleoprotein antibodies and IFN-type | signalinc pathway in patients
with'SLE.

The main source of interferons type | are plasmocytic dendritic cells (pDCs)
that capture immune complexes containing DNA/RNA via the Fc gamma receptor 1A
(CD32A). The capture of DNA/RNA activates intracellulai Toll-like receptors (TLRS),
particularly TLR7 and TLR9, which have nucleic acid affinity.

The relationship between IFN type | signaling pathway activation and SLE is
chemokines production Chemokines regulate leukocyte migration throughout the body
and thus conduct the immune response. The IFN type |-dependent stimulation of
chemokines can lead to inappropriate recruitment of autoreactive lymphocytes at the
sites of inflammation. Systemic elevation of chemokine levels CCL2, CNCL10 and
CCL19 may reduce the chemokine receptor function on the surface of activated
lymphocytes, resulting in loss of normal protective mechanisms and consequent
development of a large-scale inflammatory response. Although the exacl mechanism is
unknown, IFN-regulated chemokines may be markers of underlying pathophysiology
in SLE.

In conclusion, IFN-induced chemokines (CCL2, CXCL10 and CCL19) in
various forms of systemic lupus erythematosus have not been studied in Bulgaria, and
in the literature there are various assessments of their significance. The levfel of IFN-
induced chemokines (CCL2, CXCL10 and CCL19) has a prognostic value for disease
activation and the degree of organ damage.

17.M. I'enesa-Ilonosa, Kp. Kpaes, , Heobxooumocm om u3cieosane Ha

JleKapcmeeHa OUOHATUYHOCM NpU NAYUEHMU C PesMAmOoIOcUdHY  3a001A8aHUS,
nekysanu ¢ onoxepu na TNF-a*, Pesmamonoeus, 2019, Ne2, cmp 30
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PasBuTHETO Ha BB3MAIMTCIHUTE CTAaBHU 3a00JISIBaHUS CE IMPOMCHU H3LAJIO C
BbBCIKIAHCTO B JIOTHUYHATA IIPpAaKTUKAa Ha PCBOJIIOIIHOHHO HOBH, OMOJOTHYHH
MCOAUMKAMCHTH, KAKBUTO Ca 6J'[OKCpI/ITC C HATPYINBAHCTO HA OIMUT OT U3IIOJI3BAHCTO UM
CC YCTAaHOBH, Y€ IIPpHU 4aCT OT MAUCHTUTC HAMA I Cq)CKT OT JICYCHHUCTO C TAX.

[lenTa Ha MpOydYBaHETO € Ja C€ aHAIM3HpPA JICKAPCTBEHATa OMOHAJIMYHOCT Ha
TNF-a-6mokep (aar mpu MaMEHTH C HaJWYUe Ha JIEKApPCTBEHO WHAYIHPAHH
HEYTPATM3UPAIIN aHTUTEIA KbM HETO M 3HT 3a OOJIECTHATa aKTUBHOCT. AHAIIM3UPAXME
79 GomHM, JEKyBaHH C ajadiuMyMad, Ha Bb3pacT 46.7 3 £ HHM, B MPOIBIDKCHHE Ha 2
roguau. OrmnpeAensHeTOo Ha HEyTpajJu3upalld aHTUTENa Cpelly aJaJuMyMr €
u3BbpiieHo upe3 ELISA wmerton, ¢ kxutoBe Ha ¢dupma Immundiagnostik -TNF-a-
Blocker-ADA, Antikc Adalimumab (Humira), d¢upma Immundiagnostik AG,
Stubenwald-Allee 8a, D 64625 Bensheim, B mo xumust u Guoxumusi, apmarieBTHUCH
dakynrer, Menuuuncku yHuBepcutert, [InoBaus. U3cnen cepyma Ha 00IHH, JIEKyBaHU
¢ ajanmuMyma0, 3a JekapcTBeHa OnoHanu4HOCT B MimyHosiornunara jaa( Acibadem City
Clinic, Sofia (26 6oman) u CMIJI Pamyc OO/ (22 6omHM). AKTUBHOCTTa Ha 3a00J1)
u3cle/iBaHa ChC CHOTBETHHTE CKalu 3a OojecTHa akTuBHOCT. (CraTUcTHYecKaTa
00paboTka Ha Jab MpaBeHa ChC cTaTUCTHUecka mporpama SPSS 25, mpu ypoBeH Ha
3HagyuMoct p = 0.05.

5% ot OoyHMTE, TOTyUYaBally JICYCHHE ¢ aJaIluMyMald, UMaT HEYTpaTU3UpaIu
aHTUTENa JUKaMeHTa Ha 6 mecell, Ha 12 mecern TexHusAT Opoit e 17.64%, Ha 24 mecer -
24.8%. Ilpu nan oyepraBaT 4 BapuaHTa Ha B3aMMOJCHCTBHE MEXIY HaJIUYMETO HA
HEyTpaJIM3UPAIIN aHTUTENA U OMOHAIMYHOCT Ha alaiuMyMal: 1. mallueHTH ¢ HaIu4Ke
Ha JICKapCTBEHO HEyTpaJM3Upalll aHTUl aJanmuMymMad u 0e3 JieKapCcTBEHA
OMOHAIMYHOCT B cepyMa - 25 narueHTH (55.55%), 2. manueH Tpanu3upaiiy aHTuTeaa
cpenry amanumMyMmad u 0e3 JekapcTBeHa OumoHamuvHocT (6.66%), 3. ma ycTaHOBEHHU
HEYTPAIM3UPAIM aHTUTEA CPEIly aJaIuMyMad U C JIeKapCTBEHAa OMOHAIMYHOCT (
NAlMeHTH, TpPU KOWTO KMa YCTAHOBEHHM HEYTpaJU3Upalld aHTUTENa Cpelry
aganumMymad B HHE JIeKapCcTBEHAa OMOHAIUYHOCT B cepyma (4.44% oT u3cnenBaHara
rpyna). Ilpu mnamueHTuTe € A0Ka3< JH3UpAIld aAHTUTENA CpeIlly agaTuMyMad
JIOCTOBEPHO II0-YECTO C€ OTKpUMBAa JIMIICA HAa cepyMHa J OWOHAJIMYHOCT Ha
aganumymad, U = 11.74, p = 0.001. ITanueHTuTe, KOUTO HMMAT JIOKAa3aHU HEYTP
aHTHTENla Cpelly ajaluMyMald M JIMIIca Ha JIeKapCTBEHa OWOHAIMYHOCT, HMAaT
JIOCTOBEPHO MO KJIMHUYEH OTTOBOP CHPSIMO MAIlMEHTUTE O€3 aHTUTeNa MO BpeMe Ha
1soTo HabmoaeHue (p < 0.0

C roaunuTe HaTpymnaH omuT OT jedeHue ¢ TNF-a-O6mokep (amanumymad) ce
YCTaHOBH, Y€ HE OOJIHM Ce€ JIOCTHra OYaKBAHHAT TEparneBTHYCH oTroBop. EmHa oT
NPUYMHUTE 32 TOBA € CHHTE3Wpa KApCTBEHO HEYTpPAIM3UpAIId AaHTHUTENIA KbM
MeMKaMEHTa, KOUTO CE yBEeJIMYaBaT MPOICHTHO BT Hali-BeposATHO Te ca mpuyuHa 3a
HUCKA JICKQpPCTBEHAa OMOHAIMYHOCT y OOJHUTE, a TOBA OT CBOS C JIO JIOII KIWHUYCH
pesyJaTar.
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Pesynratu ot Hayuen nmpoext Ne HO 19/2014 r. u va Hayuen npoext HO//IIT -
P-8278/1Z Menununcku dakyntet, MenunuHcku yHuBepcutet ~ [[1oBnus

17.M. Geneva-Popova, Kr. Kraev Need to investigate drug bioavailability in
patients with rheumatological disorders treated with TNF-a blockers PeBmaromorus,
2019, Ne2, ctp 30-31.

The development of inflammatory joint diseases has changed completely with
the introduction into logical practice of revolutionary new, biological medications,
such as blockers. With the accumulation of experience from their use, it was found that
some patients have no effect from their treatment.

The aim of the study was to analyze the drug bioavailability of a TNF-a-blocker
(adg) in patients with the presence of drug-induced neutralizing antibodies to it and
disease activity. We analyzed 79 patients treated with adalimumab, aged 46.7 £ 3
years, in for 2 years. The determination of neutralizing antibodies against adalimumab
was carried out by the ELISA method, with kits from the company Immundiagnostik -
TNF-a-Blocker-ADA, Antikc Adalimumab (Humira), the company Immundiagnostik
AG, Stubenwald-Allee 8a, D 64625 Bensheim, in Chemistry and Biochemistry,
Faculty of Pharmacy, Medical University, Plovdiv. Study of the serum of patients
treated with adalimumab for drug bioavailability in the Immunology Department
(Acibadem City Clinic, Sofia (26 patients) and SMDL Ramus OOD (22 patients). The
activity of pain) examined with the relevant scales for disease activity. The statistical
processing was done with the statistical program SPSS 25, at a significance level of p
= 0.05.

5% of patients receiving treatment with adalimumab had neutralizing antibodies
at 6 months, at 12 months their number was 17.64%, at 24 months - 24.8%. In patients,
they outline 4 variants of the interaction between the presence of neutralizing
antibodies and the bioavailability of adalimumab: 1. patients with the presence of drug
neutralizing antibodies and adalimumab without drug bioavailability in the serum - 25
patients (55.55%), 2. patient neutralizing antibodies against adalimumab and without
drug bioavailability (6.66%), 3. established neutralizing antibodies against
adalimumab and with drug bioavailability (patients with established neutralizing
antibodies against adalimumab in serum drug bioavailability (4.44% of the studied
group). In patients with demonstrable Antibodies to adalimumab were significantly
more likely to have a lack of serum I bioavailability of adalimumab, U = 11.74, p =
0.001. time of the entire observation (p < 0.0

Over the years, accumulated experience of treatment with a TNF-a-blocker
(adalimumab) has shown that not all patients achieve the expected therapeutic
response. One of the reasons for this is the synthesis of severely neutralizing
antibodies to the drug, which increase in percentage. Most likely, they are the cause of
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low drug bioavailability in patients, and this, from its own side, leads to a poor clinical
outcome.

Results of Scientific Project No. NO 19/2014 and Scientific Project NO/DP - P-
8278/1Z Faculty of Medicine, Medical University ~ Plovdiv

2018 rommnaa

18.B.Ilonosa, 3.Bvoces, M.Ienesa-Ilonosa, A.bamanos , Conoepagcko

uzcneosamne Ha exCcmpakparuaiHu cvoose u oyenka na CC puck npu nayueHmu c
BB3NATUMETHU CIMAGHU 3A006AHUSL U OCIbD KOPOHApeH cunopom ', Juacnocmuuen u
mepanesmuuen yimpazeyk, 2, 2018, cmp. 38.

ex: CraoBo conorpadcko usciensane Ha kaporuaau aprepun (KA) u onenka
Ha HUBOTO Ha Je4HO-ChAOB (CC) pUCK TpH MANMEHTH C BH3MAIUTCIHA CTaBHU
3abonsaBanus (BC3) u octbp xop pen curapom (OKC).

Hzcnensaxa ce 95 manmentn ¢ OKC, ot xouto 46 manuentu ca ¢ OKC u BC3
(cp. BB3pact: 68.74 = 7 £.); 49 nmanmentu ca ¢ OKC 6e3 BC3 (cp. Bp3pact: 70.39 +
7.40 r.) u 40 31paBu nuna (KOHTpPOJIHA Tpyma) - cp. Bb3pact: 66.93 £ 593 r. 3a
uzcneaBaHe Ha Carotid Intima-Media Thickness test (CIMT) u KA e wusnonsBan
amapat Prosound alpha7 Hitachi Aloka c¢ nmuueen tpancmiocep 10 MHz, B-mode
pexum. 3a onenka Ha CC puck ca usnonsanu ckanmute: GRACE Risk Score u
Reynolds Risk Score.

Ananu3pT Ha CIMT npu nmanuentute ¢ OKC moka3Ba CXOJHU CTOMHOCTH (B
rpynata ¢ BC3 - 0.95; B rpynata 6e3 BC3 - 0.97) u nurnca Ha cTaTUCTUYECKU 3HaYUMa
pasnuka nomexay um (p = 0.722). B cpaBHeHue cbe 3apaBure KoHTpoau (0.78) npu
naimentute ¢ OKC moxkasarenute or CIMT ca 3HaAYU—TENHO W CTAaTUCTUYECKU
noctoBepHo no-Bucoku (mpu OKC u BC3, p = 0.Q02, u ipu rpynara ¢ OKC 6e3 BC3,
p < 0.001). CpmectByBa 3HaunMa pasnuka camo B croitHocTuTe Ha GRACE Risk
Score, koitito B rpymata ¢ BC3 (140.45) e 3HauuTeNHO MO-BHCOK OT CpeaHATa
CTOMHOCT, ToJy4deHa 3a rpynara namuerta 6e3 BC3 (125.50), p = 0.030. Ctenenra Ha
CTEHO3a € mouTu enHakBa mpu marueHtutre ¢ BC3 (76.75%) u npu te3u 6e3 BC3
(76,95%). Anammzpr mexay CIMT u ommcanuTe BEIMYMHM TIOKa3Ba JHICA Ha
T HEWHA 3aBUCHMOCT MEXIY TSAX, HUCKM HWUBAa Ha Kopeianus, 0e3 CTaTUCTUYEeCKa
3HauMMocCT: miaku- rs = 0.183, p = 0.078; crenen Ha cTeno3a- s = 0.059, p = 0.579;
GRACE RisK Score -rs = 0.066, p = 0.535; Reynolds Risk Score - rs = 0.014, p =
0.90.

JluchyHKIMATa Ha €HI0TENIa BOJHU JI0 ChI0BA TUCHYHKIIMS U TIOCTEIIEHHO (hopMHUpaHe
HA AaTepOCKIEPOTUYHH JIE3UH - OT CYOKIMHUYHU 10 KJIMHUYHO TPOSIBEHHU.
[Ipunaranero Ha CIMT He OTKpuBa CTaTUCTUYECKA pa3jiMKa MpU ABETE TPYyNH
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naiueHTy ¢ OKC, HO T oTiiMyaBa OT 3/paBUTE KOHTPOJiW. HannuHa e acomuanus c
GRACE Risk Score B rpynara ¢ OKC u BC3. YcTaHOBsIBAHETO Ha CXOJHU CTE TICHH
Ha cTteHo3a Mexay naere rpynu ¢ OKC mnoka3Ba, 4e HalW4YUMETO Ha IUIAKU €
WHUKAIIMOHEH Oelier 3a ObACIIM ChI0OBU MPOsiBU Npu nanueHtu ¢ BC3.

18.V.Popova, Z.Vazhev, M.Geneva-Popova, A.Batalov  "Sonographic
examination of extracranial vessels and assessment of CV risk in patients with
inflammatory joint diseases and acute coronary syndrome", Diagnostic and
therapeutic ultrasound, 2, 2018, p 38.

Objective: Vascular sonographic examination of carotid arteries (CA) and
assessment of the level of cerebrovascular (CV) risk in patients with inflammatory
joint diseases (IAD) and acute coronary syndrome (ACS).

95 patients with ACS were examined, of which 46 patients had ACS and ACS
(average age: 68.74 = 7 £.); 49 patients with ACS without CVD (average age: 70.39 *
7.40 years) and 40 healthy individuals (control group) - av. age: 66.93 + 5.93 years.
For Carotid Intima-Media Thickness test (CIMT) and CA, a Prosound alpha7 Hitachi
Aloka device with a 10 MHz linear transducer, B-mode mode was used. The GRACE
Risk Score and Reynolds Risk Score scales were used to assess CV risk.

The analysis of CIMT in patients with ACS showed similar values (in the group with
ACS - 0.95; in the group without ACS - 0.97) and no statistically significant difference
between them (p = 0.722). Compared to healthy controls (0.78), CIMT indicators were
significantly and statistically significantly higher in ACS patients (in ACS and ACS, p
= 0.Q02, and in the group with ACS without ACS, p < 0.001). There is a significant
difference only in the values of the GRACE Risk Score, which in the group with ACS
(140.45) is significantly higher than the mean value obtained for the group of patients
without ACS (125.50), p = 0.030. The degree of stenosis was almost the same in
patients with ACS (76.75%) and in those without ACS (76.95%). The analysis
between CIMT and the described values shows a lack of linear dependence between
them, low levels of correlation, without statistical significance: plaques - rs = 0.183, p
= 0.078; degree of stenosis- rs = 0.059, p = 0.579; GRACE Risk Score -rs = 0.066, p =
0.535; Reynolds Risk Score - rs = 0.014, p = 0.90.

Dysfunction of the endothelium leads to vascular dysfunction and gradual formation of
atherosclerotic lesions - from subclinical to clinically manifested. The application of
CIMT found no statistical difference in the two groups of ACS patients, but
distinguished them from healthy controls. There was an association with the GRACE
Risk Score in the ACS and CVD group. The finding of similar degrees of stenosis
between the two groups with ACS shows that the presence of plaques is an indicator of
future vascular manifestations in patients with ACS.
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TINogmmHa HanMoHaHA KOH(epeHUMs M0 PeBMaTO/IOTHSA ¢ MEXKAYHAPOIHO
yuactue, 11 — 14 wmaii 2017 r., Axes0i.

19.M. I'enesa-Ilonosa, A. bamanos, Kp. Kpaes, B. [lonosa, P. Kapanunosa, I’

Auisazosa, Cm. Ilonosa. ,, [Ipoyusane na Hu6omo Ha unmepiesKun-6 npu nayueHmu ¢
BbL3NANUMENHY CMABHU 3a00NA6AHUS HA JleyeHue ¢ OJoKamopu Ha mymop-
Hekpomusupawy Gakmop-o. U Haluuue HA  HEYMPAIUUPAWU — aHmumena ",
Pesemamonoeus XXV, 1, 2017, cmp 25-26

NurtepneBkun 6 (IL-6) e muTokuH, cekpetupad oT T-TUMQOIUTH, MOHOIUTH,
octeobnactu, makpodaru u ap. IL-6 ynpaxusBa OuonoruuHute cu ehekTd B ABE
MOCOKHU: BBPXY KIETKUTE, (opMUpalld HMYHHHS OTIOBOp Ha OpraHu3Ma KbM
AHTUTEHHU BB3JCUCTBUA C TMOCJIEABAlla BB3MNAIMTEIIHA peakuus, U BbPXY
ME3CHXMMHUTE KJIETKM. B nureparypara HEe € NpPOyYEeH BBIPOCHT OTHOCHO
JTVHAMUYHUATE TMPOMEHM Ha HUBOTO Ha [L-6 mpu ma—LIMEHTH HA JIEYEHHE C TyMOp-
HEKpoTU3upaill HakTop-a.

Ilen Ha nmpoyuBanero: [la ce M3cieaBaT MALMEHTH C Pa3jJWYHU PEBMATUYHU
3a0onsgBaHmsa Ha 6 U 12 Me—cel] OT 3amoYBaHeTO Ha jiedueHue ¢ aganumymad (Humira)
u etanepuent (Enbrel) u Ha chiuTe 6OTHU Ja ce U3CiIeIBa HUBOTO HAa MHTCPJICBKUH-6
U J1a c€ MOTHPCAT KOpeNalui MEeX]ly aKTUBHOCTTA Ha 3a00siBaHusATa, HUBOTO Ha [L-6
U Pa3BUTUETO HA HEYTPATH3UPAIIN aHTUTENIA KbM MEIMKAMEHTHUTE.

CrobOmennero ce Oasupa Ha Haydern mnpoekt Ne 19/2014 r. Ha MemunuHCKH
yHuBepcuteTr - IlnoBauB. AHa—nu3upaHu ca o60mo 51 mamueHTH Ha J€YeHHe C
aganumyma6 (Humira), 37 nauuenTtu Ha neuenue ¢ etanepu—ent (Enbrel) u 28 3npasu
muna. OnpeAensHeTO Ha HEyTpalu3upalli aHTuTena cpemnry aganumymad (Humira) u
eranepuent (Enbrel) e wusBbpmieno upe3 ELISA wmerox, ¢ kutoBe Ha ¢upma
Immundiagnostik, kato ca crma—3eHM BCHYKM M3UCKBAHHs Ha TpousBogutens. Ha
CBHIIMTE MALMEHTH € U3CJICIBAHO HUBOTO Ha UHTEpsieBKUH-6 upe3 ELISA meron, kato
TO € CPaBHEHO C pe3yaTtature Ha 13 3apaBu nuia. Pesynrature ca aHaau3upaHu 4pe3
craructuyecka nporpama SPSS 19, mpu p < 0.05.

HuBoTOo Ha MHTEpNEeBKUH-O € JOCTOBEPHO MO-HUCKO MpPH MalMEeHTH, KOUTO ca Ha
JeUYeHHe ¢ eTaHepLEeNnT CIPsMO Te3W Ha JIeYeHHe ¢ ajanumyMad Ha 6 u 12 mecery or
npociensBaHeto. He ce ycTraHoBM CUTHM(UKAHT- Ha pa3idka MEXJIy HHUBaTa Ha
UHTEPJIEBKUH-6 Mpu OONHH, KOUTO MMAT JIEKAPCTBEHO 0Opa3yBaHM aHTHUTeNa Ha 6
Mmecernl oT npociensBaneTo (p > 0.05). YcranoBu ce curHU(UKaHTHA pa3inKa MEXKIY
HUBaTa Ha MHTEP JIEBKMH-6 Tpu OONHHM, KOUTO HMAT JEKapCTBEHO OOpa3yBaHU
anTuTena Ha 12 mecen ot pocneasaBaneTo (p < 0.05).

[TpoyuBaHUsATa 32 HUBOTO HA PA3jIUYHUA IIUTOKUHU MPHU OOJHH OT PEBMATHYHU
3abonsBaHus Ha JedeHune ¢ anti- TNF-a-Gnokepu moraTt ga momorHat 3a mo-1006poTo
pa3OupaHe Ha MMAaTOTeHe3aTa Ha BB3MAIUTEIHUTE CTAaBHU 3a00JIIBaHUS M TIOCTaBST 3a
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00CHXK/IaHe BBIIpOCca 33 KOMOMHUPAHO JIeYCHUE (STHOBPEMEHHO C JiBa ITUTOKMHA) HA
OoTHUTE.

19.M. Geneva-Popova, A. Batalov, Kr. Kraev, V. Popova, R. Karalilova, G.
Aivazova, St. Popova. "Study of the level of interleukin-6 in patients with inflammatory
joint diseases treated with tumor necrosis factor-a blockers and the presence of
neutralizing antibodies™, Rheumatology XXV, 1, 2017, pp. 25-26

Interleukin 6 (IL-6) is a cytokine secreted by T-lymphocytes, monocytes,
osteoblasts, macrophages, etc. IL-6 exerts its biological effects in two directions: on
cells forming the body's immune response to antigenic effects with subsequent
inflammatory reaction, and on mesenchymal cells. In the literature, the issue of
dynamic changes in the level of IL-6 in patients treated with tumor necrosis factor-a
has not been studied.

Purpose of the study: To examine patients with various rheumatic diseases at 6
and 12 months after starting treatment with adalimumab (Humira) and etanercept
(Enbrel) and to examine the level of interleukin-6 in the same patients and to look for
correlations between disease activity, IL-6 level and the development of neutralizing
antibodies to the drugs.

The announcement is based on Scientific Project No. 19/2014 of the Medical
University - Plovdiv. A total of 51 patients treated with adalimumab (Humira), 37
patients treated with etanercept (Enbrel) and 28 healthy individuals were analyzed.
The determination of neutralizing antibodies against adalimumab (Humira) and
etanercept (Enbrel) was performed by the ELISA method, with Immundiagnostik Kits,
and all the manufacturer's requirements were met. In the same patients, the level of
interleukin-6 was examined by ELISA method, and it was compared with the results of
13 healthy individuals. The results were analyzed using the statistical program SPSS
19, at p < 0.05.

The level of interleukin-6 was significantly lower in patients treated with
etanercept compared to those treated with adalimumab at 6 and 12 months of follow-
up. No significant difference was found between the levels of interleukin-6 in patients
who had drug-induced antibodies at 6 months of follow-up (p > 0.05). A significant
difference was found between the levels of interleukin-6 in patients who had drug-
induced antibodies at 12 months of follow-up (p < 0.05).

Studies on the level of different cytokines in patients with rheumatic diseases
treated with anti-TNF-a blockers can help to better understand the pathogenesis of
inflammatory joint diseases and raise the issue of combined treatment (simultaneously
with two cytokines) of the sick.
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20.M. I'enega-Ilonosa, A. bamanos, Kp. Kpaes, B. [lonosa, P. Kapanunosa, I’

Aueazosa, Cm. Ilonosa , Ilpocnedsasane Ha nayueHmu ¢ 6b3NATUMETHU CMABHU
3a001a6aHUs Ha JleyeHue ¢ OI0OKAmMopu Ha mymMop-HeKpomusupaw @axmop-a.
Pesmamonoecus XXV, 1, 2017, 26.

"VHUuBepcuTeTcKa OOJHHUIIA 32 aKTUBHO JieueHue ,,Cretu ['eopru®,
YHuBepcUTETCKa OOJIHHIIA 32 aKTHUBHO JieueHue ,,Kacrmena",

Karenpa mo mpomeneBTMka Ha BBTpPEHIHUTE Oo0JecTH, MeAuIMHCKU (aKyITerT,
MenuuuHcku yHuBepcuteT - [InoBaus

Karenpa no xumus u ouoxumus, PapmaneBtuueH daxkynret, MY - [lnosaus
"Crynent, MV - [lnoBnus

[Tpe3 ronuHUTE METUITMHCKATA HAyKa HEJBYCMUCIICHO JI0Ka3a, Y€ PAaHHOTO 3aIll0YBaHE
Ha OMOJIOTMYHA Tepamus € BaXKHO 3a IPEJOTBPATSIBAHETO Ha HEOOpAaTHMHU CTAaBHH,
MEPUCTaBHM W CHUCTEMHU YBpeAW TpH OOJHHM C PEBMATUYHH 3a00JIIBaHUS.
buonornyanTe MEAMKAMEHTH BOJAT A0 Obp3a peMHUCHS HA 3a00JsIBA"HUATA, HO UMAT
HE)KCJIAaHW JICKapCTBEHM pEaklih, €JHa OT KOUTO € (OpPMHpAHETO Ha T.Hap.
JIEKapCTBEHAa WMYHOTEHHOCT, BOJIEIIA JO Pa3BUTHE HAa AHTHICKAPCTBEHW AHTHUTEIIA.
Huckure HHBa Ha aHTWICKAPCTBECHH aHTHUTENA IMOBIMSIBAT C(PUKACHOCTTA Ha
MEIMKAaMEHTa, JJOKaTO BUCOKHUTE HUBA BOMIAT JIO PEaKIMU Ha XUIIEP- CCH3UTUBHOCT Y
OoJIHUTE.

Ilen Ha mnpoyuBanero: Jla ce wu3cieABaT MalMEHTH C pa3IUYHU PEBMATUYHU
3abomnsBanus Ha 0, 6, 12 Mecelr OT 3amouBaHeTO Ha JedeHue ¢ aganumymad (Humira) u
eranepuent (Enbrel) u na ce cpaBHSAT rpynure mMOMeXIy CH, KAKTO U aKTUBHOCTTA Ha
3a00JIIBaHETO.

CroOmennero ce 6asupa Ha Hayden mpoekt Ne 19/2014 r. ma MenunuHcku
yHuBepcureT - I[lnoBnuB. AHanmu3upanu ca ob6mo 51 nNamueHTH Ha JIeYeHHe C
amanmumymad (Humira) u 37 nanuenTtu Ha neuenue ¢ etanepuent (Enbrel) u 28 3apaBu
muna. OnpenensHe Ha HEYTpaIM3UpAIIM aHTUTENa cpenly amanumymad (Humira) u
eranepuent (Enbrel) e wusBbpmieno upe3 ELISA wmerox, ¢ kutoBe Ha ¢upma
Immundiagnostik, kato ca cna3eHM BCHUYKM W3MCKBaHUs Ha mnpousBoautens. [lpu
U3CJIC/BAHUATA 32 HEYTpaIU3UpAIll aHTUTeNla KbM aganmumymad Abs e 450/630, Cut
off control = 0,05, Cut Off control = 10 AU/ml, CTRL NEG < 7,5 AU/ ml u Bcuuku
pesynratu ¢ A450/630 s 0,05 ca npuemanu 3a orpumarensu, a > 0,05 ca
nonoxutenHu. [Ipu u3cnenBanusaTa 32 HEYTpaIU3UPAIIH aHTHTENA KbM €TaHEPLENT €
Abs 450/630, Cut off control = 0,0147, Cut Off control = 0,0147*3,5 = 0,05 u Bcuuku
pesynratu ¢ A450/630 < 0,05 ca mpuemanu 3a otpunarenHu, a > 0,05 - 3a
MOJOXKUTENHU. Pe3ynrature ca aHanu3upaHu uype3 ctaTuctuiecka nporpama SPSS 19,
npu p < 0.05. 17,64% oT mauuMeHTH Ha JeYEeHUE ¢ AAATUMYMad UMaT HEYTpaJIn3upalu
AHTUJIEKApCTBEHH aHTUTena Ha 6 wmeced. 22,22% OT NallMEHTUTE Ha JICUCHUE C
amanuMyMad WMaT HEyTpalu3Wpalld aHTHJICKAPCTBCHHM aHTHTeNna Ha 12 wmecer,
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pasnukata MeXIy JABeTe rpynu He e curHupukanTHa (p > 0.05). He ce ycranoBuxa
Na-LMEeHTH Ha JIeYeHHEe C ETaHepLemnT, KOUTO Ja HMaT HeyTpalu3upauu
aHTWJIEKApCTBEHH aHTUTena Ha 6 wmecel. 5,882% OT MalMeHTH Ha JIEUYEHUE C
eTaHeplEeNT UMAT HEeyTpalu3upalld aHTuTeNla Ha 12 Mecel, HO OTHOBO 3a3JiMKaTa
MeXay JnBere rpynu He e curHupukanTHa (p > 0.05). Mexay akTHBHOCTTa Ha
3a00yiABaHMATA W HA JIMYHOCTTa HAa HEYTPaJIM3Upallld AaHTHUTENA ChUIECTBYBa
MOJIOXKHUTETHA KopenainonHa Bpb3ka (Rx,y = 0,819).

[TpoyuBaHusiTa 3a JICKAPCTBCHO WHAyIMpaHATa HWMYHOIEHHOCT TMPU OOJHU C
peBMaTHYHH 3a00sIBaHUs Ha JieueHue ¢ anti- T NF-a Giiokepu morat ja HA MOMOTHAT B
OTIPEICIITHETO HAa ONTHMAlIHATA TEpAneBTUYHA ;Xe€Ma, KOETO MMa MEIUIMHCKUA |
COLIMAJTHO-UKOHOMUYECKHU €(EKT.

20.M. Geneva-Popova, A. Batalov, Kr. Kraev, V. Popova, R. Karalilova, G.
Aivazova, St. Popova "Follow-up of patients with inflammatory joint diseases on
treatment with tumor necrosis factor-a blockers. Rheumatology XXV, 1, 2017, 26.

"St. George University Hospital for Active Treatment",
Kaspela University Hospital for Active Treatment

Department of Propaedeutics of Internal Diseases, Faculty of Medicine, Medical
University - Plovdiv

ADepartment of Chemistry and Biochemistry, Faculty of Pharmacy, MU - Plovdiv
"Student, MU - Plovdiv

Over the years, medical science has unequivocally proven that early initiation of
biological therapy is important in preventing irreversible joint, peri-articular and
systemic damage in patients with rheumatic diseases. Biological medications lead to
rapid remission of diseases, but they have side effects, one of which is the formation of
the so-called drug immunogenicity leading to the development of anti-drug antibodies.
Low levels of anti-drug antibodies affect the efficacy of the medication, while high
levels lead to hypersensitivity reactions in patients.

Objective of the study: To examine patients with different rheumatic diseases at
0, 6, 12 months from the start of treatment with adalimumab (Humira) and etanercept
(Enbrel) and to compare the groups with each other, as well as disease activity.

The announcement is based on Scientific Project No. 19/2014 of the Medical
University - Plovdiv. A total of 51 patients treated with adalimumab (Humira) and 37
patients treated with etanercept (Enbrel) and 28 healthy individuals were analyzed.
Determination of neutralizing antibodies against adalimumab (Humira) and etanercept
(Enbrel) was performed by ELISA method, with Immundiagnostik kits, following all
the manufacturer's requirements. In adalimumab neutralizing antibody studies, Abs
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was 450/630, Cut off control = 0.05, Cut Off control = 10 AU/ml, CTRL NEG < 7.5
AU/ml and all results with A450/630 s 0.05 were considered negative and > 0.05 were
positive. In studies for neutralizing antibodies to etanercept, Abs 450/630, Cut off
control = 0.0147, Cut Off control = 0.0147*3.5 = 0.05 and all results with A450/630 <
0.05 were accepted as negative, and > 0.05 - for positive. The results were analyzed
using the statistical program SPSS 19, at p < 0.05.

17.64% of patients treated with adalimumab had neutralizing anti-drug
antibodies at 6 months. 22.22% of patients treated with adalimumab had neutralizing
anti-drug antibodies at 12 months, the difference between the two groups was not
significant (p > 0.05). No patients treated with etanercept were found to have
neutralizing anti-drug antibodies at 6 months. 5.882% of patients treated with
etanercept had neutralizing antibodies at 12 months, but again the difference between
the two groups was not significant (p > 0.05). There is a positive correlation between
disease activity and the availability of neutralizing antibodies (Rx,y = 0.819).

Studies on drug-induced immunogenicity in patients with rheumatic diseases
treated with anti-TNF-a blockers can help us determine the optimal therapeutic
regimen that has a medical and socioeconomic effect.

2016 rognua

V HO0uneiina HalMoHaIHa KOH(EPEHIHs 10 OCTEomnopo3a u octeoapTposa, 2016r. ¢
MEXIyHapoaHO yuyactue, rp. bancko -2016r.

21.B.ITonosa , A. Bamanoe , 3. Bvoces , JK. I[lewee , Ho. Ponues, M. Ienesa-
Ilonosa, K. Kpaes , A. Hsanos, 0. lleesa, M. Kpaesa, ' M AHTOKJIETHhYEH
APTEPUUT U TIOJIUMUHAJITHA PEBMATHUKA - CB/JOBO COHOI'PA®CKO
H3CJIE/IBAHE, V nayueonanHa KoughepeHyus no ocmeonopaza u ocmeapmposd ¢
MeHCOYHapoOoHo yuacmue, coopuux pestomema, 24-26 noemepu 2016 2, cmp 11.

[.Memunuuackn  yuuBepcuter IlnoBauB, Menununcku  ¢dakynrer, Kareapa
nporeneBTHka Ha BpTpemnuTe Oonectnn , YMBAJI”Kacnena "EOO/] - kiwHUKA IO
PEBMATOJIOTHS.

1.1 Meaunuacku yauBepcuter IlnoBnuB, Menunuucku ¢akynrer, Karegpa mo
cbhpaeuHa u cpaoBa xupyprusa, YMBAJI”Cs. I'eopru ” EAJl- Kapauoxupyprus

1.2 Menmuuuncku ynusepcuteT [lnoenus, Meaummucku dakynrer , Kareapa mo
oO11a ¥ KJIMHUYHA 1aTOaHATOMUS

1.3 YMBAJI”Kacnena ” - KIMHUYHA TaOOpaTOPHUs U UMYHOJIOTUS

1.4 Meagunuacku yauBepcuteT [lnosmuB, Menununcku dakynrer, Karempa

NPOIEEBTUKA HA BTPEIIHUTE O0JECTH
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1. 5 Menuuuacku ynuBepcuter I[lmoBmuB, Meauruucku dakynrer, Karempa
nporneneBTuka Ha BbTpemHuUTe Oosiectn, YMBAJI”Kacnena”’EOO/] - kiuMHHMKaA 1O
pEBMaTOJIOTHSL.

2. Menuuuncku yuuBepcurer IlmoBmuB, Menuuuncku daxynrer, Karenpa
nocwkpaeyHa u chioBa xupyprusi, YMBAJI’CB. I'eopru ” EA /- Kapauoxupyprus

2.1 Menmunuacku ynuBepcuteT [lnoBmuB, Memuuuucku ¢akynrer ,Dakynter 1o
00111eCTBEHO 3/]paBe

3. Menunuacku yHuBepcuteT [ImoBaus, MenuunHCcKy (akynTeT , CTyACHT

[Ipe3 mociaeaHUTE TOAWHUA B PEBMATOJOTMYHATA MPAKTHKa HaBJIe3€ YJITPA3BYKOBOTO
U3Clie/IBaHE HAa ChJ0BaTa CTEHA MPU AKTHUBEH BACKYJIHUT, KOETO MPEJCTaBs elemMa Ha
ChJOBaTa CTEHA KAaTO XUIIOEXOTEHHO "Xajo", KOeTo MpH XpOoHH(HUIIMpaHe Ha Tpolieca
CTaBa BCE MO- XHMMEPEXOreHHO. J[MarHOCTUYHUTE BBH3MOXKHOCTH Ha COHOTpadCcKOTO
W3ClIe/IBaHE TIO3BOJISABAT OIICHKA JOpPU TMPU apTepud C pazMepu a0 1 MM, mpu
pesomorus 10 0,1 mm .Ilpu ['uranToxnersyed aprepunt /GCAJ KIMHUYHUAT MPETIIE
U YATPa3BYKOBOTO H3CIEJBAHE HA TEMIIOPATHUTE apTEPUU, MU3BBPIICHO OT OMUTEH
peBmarosior ca B cberosiHue aa auarnoctunupar GCA. Camo cien 3-1HEBHO JICUCHUE
MIPOMEHUTE B TEMIIOPATHUTE apTepUH H3Ye3BaT, a cieq 2-3 CEeIMHYHO JICUCHHE
JMarHOCTHKAaTa CcTaBa MoO-TpyaHa. [Ipu mo- roiemMute ChIOBE, KAaTO aKCUJIAPHUTE
apTepuyd HalpUMep , MPOMEHHUTE B CTEHATa C€ 3aAbpKaT IO-IBITO BpeMe /OKOJIO
HSKOJIKO Mecella/, KaTo 1Mo BpeMe Ha ocTpara (pa3a cTeHara € He caMo 3ajeOelieHa, HO
M HEpaBHa U C€ BHU3yalIH3Upa KaTo XHUIOEXOre€HHA CTPYKTypa, TMOpaau
uHTepcTUIMaTHu eaemM.O000MeHn ca KIMHUYHU CIyYaW W pPe3yJITAaTUTE ITOKa3BaT
BOXHOCTTA W TMpeJUMCTBaTa Ha COHOrpad)CKOTO U3CIENBaHE MPU Ta3u TIpyma
PEBMAaTHYHH 3a00JIIBaHUS.

21. V. Popova, A. Batalov, 3. Vazhev, Zh. Peshev, lo. Ronchev, M. Geneva-
Popova, K. Kraev, A. lvanov, Yu. Peeva, M. Kraeva. GIANT CELL ARTERITIS AND
POLYMYALGIA RHEUMATIA - A VASCULAR SONOGRAPHIC STUDY, V
HAYUeOHAIHa KOH@epeHyus no ocmeonopasa u ocmeapmposd ¢ MeHCOYHAPOOHO
yuacmue, coopuux pestomema, 24-26 noemepu 2016 2, cmp 11.

I. Medical University of Plovdiv, Faculty of Medicine, Department of Propedeutics of
Internal Diseases, UMBAL "Kaspela" EOOD - rheumatology clinic.

1.1 Plovdiv Medical University, Faculty of Medicine, Department of Cardiac and
Vascular Surgery, UMBAL "St. Georgi " EAD - Cardiosurgery

1.2 Plovdiv Medical University, Faculty of Medicine, Department of General and
Clinical Pathoanatomy
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1.3 UMBAL "Kaspela" - clinical laboratory and immunology

1.4 Plovdiv Medical University, Faculty of Medicine, Department of Internal
Medicine Propedeutics

1. 5. Medical University of Plovdiv, Faculty of Medicine, Department of Propedeutics
of Internal Diseases, UMBAL "Kaspela" EOOD - rheumatology clinic.

2. Plovdiv Medical University, Faculty of Medicine, Department of Cardiac and
Vascular Surgery, UMBAL "St. Georgi " EAD - Cardiosurgery

2.1 Plovdiv Medical University, Faculty of Medicine, Faculty of Public Health
3. Plovdiv Medical University, Faculty of Medicine, student

In recent years, the ultrasound examination of the vascular wall in active vasculitis has
entered rheumatology practice, which presents the edema of the vascular wall as a
hypoechoic "halo", which becomes more and more hyperechoic as the process
progresses. The diagnostic capabilities of the sonographic examination allow
assessment even for arteries with sizes up to 1 mm, with a resolution of up to 0.1 mm.
In Giant cell arteritis /GCAJ, the clinical examination and ultrasound examination of
the temporal arteries performed by an experienced rheumatologist are able to diagnose
GCA. Only after 3 days of treatment, the changes in the temporal arteries disappear,
and after 2-3 weeks of treatment, the diagnosis becomes more difficult. In the case of
larger vessels, such as the axillary arteries for example, the changes in the wall persist
for a longer time /about several months/, and during the acute phase the wall is not
only thickened, but also uneven and is visualized as a hypoechoic structure, due to the
interstitial edema. Clinical cases are summarized and the results show the importance
and advantages of sonographic examination in this group of rheumatic diseases.
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22. B. Ilonosa, An. bamanos, 3. Bwowces, JI. Braoumuposa-Kumosa, P.
Kapanunosa, Hs. rxos, M. Ienesa-Ilonosa, Cn. Tepsuiicka, JI. Cmosnosa, Cm.

Anumancka, E. Muwesa,
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11I. Cenumoe, I1. Tooopos u 3. bamanos, KAPOTH/[HATA COHOI'PA®UA KATO
HEWHBA3UBEH CKPUHUHI B PEBMATOJIOT'MYHATA [TPAKTHKA
Knunuka no pesmartonorusi, YMBAIJL ,Kacnena”, MeaunuHCKU YHHUBEPCUTET -

IlnoBauB

HampaBen e cpaBautenen ananmm3 Ha CIMT (carotid intima media thickness
test) mpum rpynata HAaUM T E€HTM C BB3NAJIUTEIHM cTaBHU 3abonsaBanus (BC3) -
PEBMaTOMICH apTpUT, MCOPHATHYEH apTPUT, aHKH- JO3Upall CIOHIWINT U €IUH
HNAlUEHT C apTepuuT Ha Takascy, COpsMO Tpynara IMalHUEeHTH C JIereHepa THUBHU
ctaBHH 3a00isiBanus (JIC3) u BUCOK KapuoBacKyJapeH pUcK, olleHeH 3a 10 roauHu ¢
Raynolds Risk Score (RRS).

Upes3 crangapTHa MaHyajgHa MeToAuka B-mode, ¢ nmuHeeH TpaHcarocep 7,5
MHz c ynatpaconorpadcku amapat ,,Essaote” ce uzmepu CIMT Ha 24 OonHM Ha
BB3pacT oT 18 1o 45 roxa. ¢ Bucoka akTuBHOCT Ha BC3 (OlIEHEHO CHhC CHOTBETHHUTE
Banuau3upanu tecroBe) U Ha 20 G6omuHu ¢ JIC3 U BUCOK CBHPIEYHO-CHIOB PHCK.
CrangapTHaTa TEXHMKAa Ha KapoOTUAHOTO COHOTpa)CcKO H3CIEABaHE BKIIIOUBA:
JIBYCTPaHHO M3CJIEBAHE - 3a1104Ba CE OT JSICHO, C NIOCJIEI0BATEIIHN HAIIPEYHU CKEHOBE
Mo IsJlaTa apTepuaiHa oc, Oudypkanuara ¥ HaYaJIHUTE YacTU HA BBHTPEIIHATA U
BBHIIIHATA ChbHHA apTepus (MHoro anoMainuu). M3mepBaneto na CIMT ce u3BbpiiBa
Ha HUBO O0Ila ChHHA apTepus ¢ HaJIbxkeH ckeH Ha 10-20 mm ot Oudypkanusara Ha
Cpelly TOJIO)KHaTa CTEHA, KaTro CE€ B3eMa CpeJHaTa CTOMHOCT Ha 5 MaHyaJlHH
3aMepBaHUsI.

Pasnpenenenuero mo rpynu 6e CIeIHOTO:

. B mwpBara rpyna c Bucoka aktuBHocT Ha BC3 - CIMT e 1,2 mm +0,1 (P <
0,05), kaTo mpu narpeHTKara ¢ aprepunt Ha Takascy - CIMT - 2,3-2,6 mm

. BbB BTOpara rpymna c JereHepaTHBHH CTaBHH 3a0oisBaHus U BUcOK CC puck -
Raynolds Risk Score mag 20% - CIMT e 1,31 £0,1 (P < 0,05).

Hanune e cpaBHUMOCT B pe3yaTaTUTe Mexay ABeTe rpynu ¢ Bucok CC puck u BUCOKa
aKTUBHOCT Ha PEBMATUYHOTO 3aboisBaHe. ToBa MpaBU KapoTUIHATa COHOIrpadus
JIECEH U IOCTBHIICH MUHUUHBA3UBEH METOJ 3a OLIEHKA HAa BUCOKOPUCKOBUTE IPYIIH U 32
IIPEBEHLIMS Ha YCIOKHEHUATA [IPU HALLIUTE TIALUEHTH.

22.V. Popova, An. Batalov, 3. Vazhev, L. Vladimirova-Kitova, R. Karalilova, Iv.
Yakov, M. Geneva-Popova, Sn. Terziyska, L. Stoyanova, Cm. Alimanska, E. Misheva,

P. Selimoe, P. Todorov and 3. Batalov, CAROTID SONOGRAPHY AS A NON-
INVASIVE SCREENING IN THE PRACTICE OF RHEUMATOLOGY
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Rheumatology Clinic, "Kaspela” UMBAL, Medical University - Plovdiv

A comparative analysis of CIMT (carotid intima media thickness test) was made in the
group of patients with inflammatory joint diseases (IAD) - rheumatoid arthritis,
psoriatic arthritis, ankylosing spondylitis and one patient with Takayasu's arteritis,
compared to the group of patients with degenerative joint disease. tive joint disease
(RDD) and high cardiovascular risk assessed over 10 years with the Raynolds Risk
Score (RRS).

By means of a standard manual B-mode method, with a 7.5 MHz linear transducer
with an "Essaote™ ultrasonographic device, the CIMT was measured in 24 patients
aged 18 to 45 years with high activity of CSF (assessed by the relevant validated tests)
and in 20 patients with CVD and high cardiovascular risk. The standard technique of
carotid sonographic examination includes: bilateral examination - starting from the
right, with consecutive transverse scans along the entire arterial axis, the bifurcation
and initial parts of the internal and external carotid arteries (many anomalies). CIMT
measurement is performed at the level of the common carotid artery with a
longitudinal scan 10-20 mm from the bifurcation of the opposite wall, taking the
average value of 5 manual measurements.

The distribution by groups was as follows:

* In the first group with a high activity of CSF - CIMT is 1.2 mm +0.1 (P < 0.05), as in
the patient with Takayasu's arteritis - CIMT - 2.3-2.6 mm

* In the second group with degenerative joint diseases and high CV risk - Raynolds
Risk Score over 20% - CIMT was 1.31 £0.1 (P < 0.05).

There was comparability in outcomes between the two groups with high CV risk and
high rheumatic disease activity. This makes carotid sonography an easy and accessible
mini-invasive method for the evaluation of high-risk groups and for the prevention of
complications in our patients.

2015 roauna

Anniversary Scientific Conference “Science for Health”. Plovdiv 20-22 may
2015.

23.K. Stefanova, G. Delcheva, A. Maneva, A. Batalov, M. Geneva-Popova, R.
Karalilova, D. lliev, M. Orbetzova, ,, Comparative evaluation of some parameters of
iron homeostasis in diabetes and rheumatoid arthritis“. Folia Medica, 2015: 57;
Suppl. 1: 60.

HpCHCTaBCHI/I ca 49aCT OT pPCE3YITAaTUTC Ha BBTPCYHHUBCPCUTCTCKHU ITPOCKT Ha

tema® IIpoyuBaHusi BbpXy NaTOOMOXMMHUYHU MEXAaHU3MH, CBBp3BAllld XOMEOCTa3aTa
Ha JKEJIA30TO C MOKA3aTeIU Ha BB3MAJUTEIHA aKTUBHOCT IIPM PEBMATOUIEH apTPUT™,
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Mexay Kareapa IlpomeneBTuka Ha BBTpPEIIHUTE OOJECTM M Kareapa XUMHS U
ounoxumus npu MV - [1noBaus.

[Tonyyenute naHHU WIIOCTPUPAT BPb3KaTa Ha MHTEPJIEBKUH-6 C MOKa3aTeNd Ha
XOMEO0CTa3aTa Ha JKeJA30T0, KOCTHUTE U ABTOUMYHHUTE HAPYIIEHUS IIPU PEBMATOUIEH
aptput (PA). VHTepneBKHH-6 CTHMYyJIMpa €KCIIpecusiTa Ha XOpMOHa XEICHUIMH,
BOJCIIO [0 JKele3eH naepuuutr M pa3BuThe Ha aHemus. Hammre pesyntatu
NOTBBPXKAABAT YYaCTUETO HA HMHTEPJIEBKUH-O €IHOBPEMEHHO B XUIIOCHJEpPEMUSITA
(MoNoXUTENHAa Kopenamnus ¢ pa3TBopuMus TpaHchepuHoB peuentop - sTfR, a
OTpHUIIATEIHA ChC CEPYMHOTO >KEIS30 M XEMOTJoOWHA) U BHB BB3MNAIUTEIHUTE U
aBTOMMYHHU HapyiieHus: npu PA (monoxutenna kopenamus cs¢ CYE, C-peaktuBen
npoteuH - CRP u DAS28). [loBuienueTo Ha uHTEpAEBKUH-6 nipu PA e cBBp3aHO C
OKHUCJIMTENHUS CTpec (Pa3TBOPUM PELENTOp 3a MPOIYKTH C HAPEIHAIO INIMKUpPAHE -
SRAGE) u koctHata aectpykuusi (pa3TBOPUM pELENTOP AKTUBATOpP 3a HYyKJIEapeH
dakrtop kB - sSRANKL, ocreonporerepun - OPG).

Hawmepena e Bpb3ka Mex1y yaTpacoHorpadckure Haxoaku Ha B-mode u Power
Doppler ¢ nmokazaTenu Ha XoMeOocTa3aTa Ha )KeJII30TO U aKTUBHOCTTA Ha 3a00JI5IBAaHETO
(peputun, o011 xeA30 CBBp3BaI] KananuteT, DAS2S).

23.K. Stefanova, G. Delcheva, A. Maneva, A. Batalov, M. Geneva-Popova, R.
Karalilova, D. lliev, M. Orbetzova, "Comparative evaluation of some parameters of
iron homeostasis in diabetes and rheumatoid arthritis”. Folia Medica, 2015: 57;
Suppl. 1:60.

Some of the results of an intra-university project on "Studies on
pathobiochemical mechanisms connecting iron homeostasis with indicators of
inflammatory activity in rheumatoid arthritis" between the Department of Propedeutics
of Internal Medicine and the Department of Chemistry and Biochemistry at the MU -
Plovdiv are presented.

The obtained data illustrate the relationship of interleukin-6 with indicators of
iron homeostasis, bone and autoimmune disorders in rheumatoid arthritis (RA).
Interleukin-6 stimulates the expression of the hormone hepcidin, leading to iron
deficiency and the development of anemia. Our results confirm the involvement of
interleukin-6 both in hyposideremia (positive correlation with soluble transferrin
receptor - STfR and negative with serum iron and hemoglobin) and in inflammatory
and autoimmune disorders in RA (positive correlation with ESR, C-reactive protein -
CRP and DAS28). The increase of interleukin-6 in RA is associated with oxidative
stress (soluble receptor for advanced glycation products - SRAGE) and bone
destruction (soluble receptor activator for nuclear factor kB - SRANKL,
osteoprotegerin - OPG).

A correlation was found between B-mode and Power Doppler ultrasonographic
findings with indicators of iron homeostasis and disease activity (ferritin, total iron
binding capacity, DAS28).
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2014 roaguHa

Science and You, Days of Medical Science, 2014, MV - [1noBaus

24.Cm. Ilonosa, M. I'eneea-Ilonoea, I[1. Cenumos, An. bamanos, B.[lonosa,

P.Kapanunosa, Cu. Tepusuiicka ,,Cbpoeurno-cb008u 3a001868aHUSL U UOUONAMUYHA
ckenemua xunepocmosa “, MJ] “Acknenui”, Mnaoescko opysxcecmeso, Ackrenuit, MY-
IInosous, Science and You, Days of Medical Science, 2014

VYBoa: 3HaueHHMETO Ha CbhpJCYHO-CHIOBUTE IPOMEHM B ETHOMATOreHe3aTa Ha
nudy3HaTa uAKONaTHYHA ckeieTHa xunepocrosa (D1SH) e 6e3cnopHo. Y cTaHOBEHO €,
4e TIpU XUIMIEPTOHUS M UCXEMHYHA 00JIECT Ha ChPILIETO HACTHIIBA PAHHO YBpEXKIaHE Ha
CHAOTCIIHUTC KJIICTKM Ha CHPUCTO M CBHAOBCTC, KOCTO NPCAW3BUKBA HATPYIIBAHC Ha
TpoMOOLIUTa U OCBOOOXKJaBaHE Ha TPOMOOIIMTEH pacTekeH (aKTop, KOUTO €
Cardiovascular diseases in patients with diffuse idiopathic skeletal hyperostosis
OTTOBOPEH 3a TeHepHpaHe U mponrdepanust Ha 0cTe00IaCTUTE, KOETO CE TOCIeIBa OT
pasBurue Ha DISH.

[len: Ananu3upaHe 3HAYEHUETO Ha Hal-yecTUTE 3a00JIsIBaHMATA HA ChPIACYHO-
ChJ/I0BaTa CUCTEMA KaTO pUCKOB (hakTop 3a pazButuero Ha DISH.

Marepuan (nanuentu) u metoau: AHanuzupanu ca 124 6oxau ¢ DISH, nponexanu B
Pesmaronornuna knumnuka, YMBAJI ,,.CBetu I'eopru®, IlnoBauB wuiu MOCETHIN
peBmaronornuHa npaktuka Ha JIKL] ,,CBetu Bpau"\ ITnoBauB, Mo OTHONICHHETO HA
3a00sIBAaHUSI Ha CHPJAEYHO-CHAOBATA CHUCTEMA, YCIOXKHEHUS OT Te3u 3a00JsiBaHUS U
MpUEMaHO JICYEHHE 3a TAX. 3a KOHTPOJHA rpymna ca aHanuupaHu 270 numa cbe
JI0OKa3aHa CHoHaWio3a. M3mon3BaHu ca METOAUM HAa WHTEPBIO, MHCTPYMEHTAHU U
NapakJIMHAYHU pe3yiTaTH 3a cbOupane Ha uHpopmammsa. OleHKaTa Ha pHUCKa €

HampaBeH 4pe3 eAHO(AKTOPEH PErpecMOHEH aHallu3 C KOMIIOThpHa mporpama SPSS
19.

Pesynratu: [IparorogumiHa © JIeKyBaHa C B-OJOKepH, AMYPETUIHM, KaJIHEBH
aHTarOHUCTH apTepUaHa XUIEPTOHUS € PUCKOB (akTop 3a pazsutue Ha DISH (OR =
13.210, 95% CI1 [7.076;24.663]. [lokazana wcxeMu4dHa OOJECT HA CHPIETO CHIIO €
puckoB ¢aktop 3a pazsutue Ha DISH (OR = 5.407, 95% C1[3.239;9,027], 6e3 ToBa Aa
€ BaJIU/IHO 32 MPEeXUBSH nH(papkT Ha Muokapaa OR = 0,878, 95% C1[0.512; 1.863].

24.St. Popova, M. Geneva-Popova, P. Selimov, An. Batalov, V. Popova, R.
Karalilova, Sn. Teriziyska "Cardiovascular diseases and idiopathic skeletal
hyperostosis”, MD "Asclepius", Youth Association, Asclepius, MU-Plovdiv, Science
and You, Days of Medical Science, 2014
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Introduction: The importance of cardiovascular changes in the etiopathogenesis of
diffuse idiopathic skeletal hyperostosis (D1SH) is undisputed. It has been established
that in hypertension and ischemic heart disease, early damage to the endothelial cells
of the heart and vessels occurs, which causes platelet aggregation and the release of
platelet-derived growth factor, which is Cardiovascular diseases in patients with
diffuse idiopathic skeletal hyperostosis responsible for the generation and proliferation
of osteoblasts, which was followed by the development of DISH.

Objective: To analyze the importance of the most common diseases of the
cardiovascular system as a risk factor for the development of DISH.

Material (patients) and methods: 124 patients with DISH, hospitalized in the
Rheumatology Clinic, "St. George™ UMBAL, Plovdiv or visited the rheumatology
practice of the "St. Vrach" DCC\ Plovdiv, were analyzed in relation to diseases of the
cardiovascular system, complications of these diseases and received treatment for
them. For a control group, 270 persons with proven spondylosis were analyzed.
Interview methods, instrumental and paraclinical results were used to collect
information. Risk assessment was done by univariate regression analysis with SPSS 19
computer program.

Results: Long-term arterial hypertension treated with b-blockers, diuretics, calcium
antagonists is a risk factor for the development of DISH (OR = 13.210, 95% ClI
[7.076;24.663]. Proven ischemic heart disease is also a risk factor for the development
of DISH (OR = 5.407, 95% C1[3.239;9.027], not controlling for experienced
myocardial infarction OR = 0.878, 95% CI [0.512, 1.863].

MEHTOP

M-1. B.Illonosa, P.Kapanunosa, Cu.Tpesuticka, I1.Cenumos, H AHkos,
JLIIoaynos, ,,/lebenunama na ciosi uHmMuma-meouss Ha KapomuoHama apmepus u
C8bP3AHUSL C Hesl Kapouosackynaper puck , Munaoescko opyacecmeo, Acxknenuti, MY-
IInosous, Science and You, Days of Medical Science, 2014

Menrtopu: A. baranos - YMBAIJI ,,Cs. 'eopru”, Knunuka no PeBmrosorus;
M. I'eneBa - YMBAUJI ,,CB. I'eopru”, Kiimauka no PeBmroJiorusi;
C. Anumancka - YMBAJL ,,C. I'eopru”, Knunuka no PeBmronorusi;

Ien: YcranossBane kopenarusata Mexay HuBata Ha LDL u CRP, nebenunara
Ha CJ0s MHIMMa- Mmeaus Ha kaporuaHara aprepus (CIMT) m akTUBHOCTTa Ha
PeBmatouanus apTpUT U AHKHIIO3UPAIL] CTIOHTUJINT.

Marepuan (namueHTd) U Meronu: M3cnenpanu Osixa 26 manueHTa Ha Bb3pacT

56,8+10,8, ot Tsx 6 Mbxke u 19 xenu ¢ PeBMatoueH nonuapTpur u 4 >KeHU U 4 MbxKe
208



¢ Ankwiiozupan] cioHauut ¥ 30 31paBu KOHTPOJIU Ha Bb3pacT 45,9+10,2, ot kouto 7
MBxe U 23 xenu.llpu Bcuuku maneHTH Oelle yCTaHOBEHA IUIaKa C MUHUMAalIHa
nebemuua ot 0,5 mM mnu 50% ot nedOenrHara Ha CJI0S MHTUMAa-Meaus Win aedenuna >
1,5 MM u3MepeHa oT aJBEHTHIMATAa 10 uHTUMaTa. V3mepenu Osixa u Huata Ha CRP,
LDL xonectepon. AKTUBHOCTTa Ha CTaBHOTO 3aboisiBaHe Oe oueHeHa upe3 DAS28,
ASAS u BASDAI unnexkcu.

Pesynratu: Cpegnata CIMT Oemie CUrHHU(UKAHTHO yBEIMYEHA NPU MALMEHTUTE C
PeBmarouzen apTput U AHKWIO3HMpAIl CIOHIWIAT CPaBHEHO CBhC KOHTPOJHATa
rpyna(0,49+0,06mMm cpemy 0,59+0,007 mm; p<0,0001). cepymuute HuBa Ha CRP 6s1xa
yBenuueHu( 4,6.1+2,3g/Lepeiuy 1,2+0,8 U/L; p<0.0001), xakto 1 DAS28 (3.2+1.2),
ASAS (2.4+0.9) u BASDAI (3.4+1.3) na tperus mecern.HuBara Ha LDL ocTtanaxa
HEMIPOMEHEHU TIpe3 TO3HW Mepuoj. [IpoabKUTETHOCTTa Ha TEpHoAa KOopenwupa €
yBenunuenute croiHoct Ha CMIT, CRP, DAS28, ASAS u BASDAL

N3Boa: /lebennHata Ha cllosSi MHTUMa-MeAMsl Ha KapoTHAHATa apTepusl Kopeiupa c
aKTUBHOCTTAa Ha BB3MAJIUTEIHOTO CTAaBHO 3a00JsBaHE M MOXKE Jla C€ M3I0JI3Ba KaTo
MapKep 3a CKPUHUHT Ha KapIUOBACKYJApHUS PHUCK MPH MAIMEHTH C BH3MAIUTEITHH
CTaBHU 3a00JISIBaHMUS.

M-1. V.Popova, R.Karalilova, Sn.Treziyska, P.Selimov, | Yakov, L.Poaunov,
"The thickness of the intima-media layer of the carotid artery and the associated
cardiovascular risk™, Youth Association, Asklepii, MU-Plovdiv, Science and You, Days
of Medical Science, 2014

Mentors: A. Batalov - UMBAL "St. Georgi", Clinic of Rheumatology;
M. Geneva - UMBAL "'St. Georgi'', Clinic of Rheumatology;

S. Alimanska - UMBAL "St. Georgi", Clinic of Rheumatology;

Objective: To establish the correlation between the levels of LDL and CRP, the
thickness of the ingima-media layer of the carotid artery (CIMT) and the activity of
Rheumatoid Arthritis and Ankylosing Spondylitis.

Material (patients) and methods: 26 patients aged 56.8+10.8 were studied, of which 6
men and 19 women with Rheumatoid arthritis and 4 women and 4 men with
Ankylosing spondylitis and 30 healthy controls aged 45.9+ 10.2, of which 7 men and
23 women. All patients had a plaque with a minimum thickness of 0.5 mm or 50% of
the thickness of the intima-media layer or thickness > 1.5 mm measured from the
adventitia to the intima. CRP, LDL cholesterol levels were also measured. Joint
disease activity was assessed by DAS28, ASAS and BASDAI indices.
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Results: Mean CIMT was significantly increased in patients with Rheumatoid Arthritis
and Ankylosing Spondylitis compared to controls (0.49£0.06mm vs. 0.59£0.007mm;
p<0.0001). serum CRP levels were increased (4.6.1+2.3g/Lcpeiuy 1.2+0.8 U/L;
p<0.0001), as well as DAS28 (3.2+1.2), ASAS (2.4+0.9) and BASDAI ( 3.4£1.3) at
the third month. LDL levels remained unchanged during this period. Duration of the
period correlated with increased values of CMIT, CRP, DAS28, ASAS and BASDALI.

Conclusion: Carotid artery intima-media thickness correlates with inflammatory joint
disease activity and can be used as a screening marker for cardiovascular risk in
patients with inflammatory joint disease.

M-2. Il.Cenumos, P.Kapanunosa, U Axoe, B.llonosa, C.Tepsuiicka, JI
Cmosnosa, M.Kapaecvoszos, [.1ypoes, E.l[egemkos, K.Kocmaounos, , Togu &
obracmma Ha pvyyeme U XOOUIAMAa NPU XPOHUUHA NOOAePA — KOMHIUKAYU,
elowaBaa KAecmeomo Hajdcusom npu 3acechamume nayuenmu’, Mnaodedicko
opyoicecmeo, Acknenuti, MY-Ilnosous, Science and You, Days of Medical Science,

2014
Menrtopu: M.I'eneBa — YMbBAJI* Cs.I'eopru®, Knunuka no Pesmaronorus
A.batanos — YMBAJI* Cs.I'eopru®, Kiimauka o Pesmaronorus

VBon: Ilopmarpata ce apedunupa kato 3a0oisBaHe, Bb3HHUKBAIIO Ha Oa3zaTa Ha
HapylIeHHe B OOMsiHa Ha MyPUHUTE, C TOCIeBalla XUIepypuKeMus, HaTpyBaHe
Ha KPHCTAJIX OT MOHOHATPHEBHU ypaTH B MPEAMICKIMOHHUA THKaHH, KOETO MMa 3a
pe3yaTaT pa3BUTHUETO Ha MOJArpO3eH apTpHT, MoJarpo3Ha HedpomarTus, mosBa Ha
Todu.

Pa3BuTnero Ha mojaarpara mokasBa ompejeneHa ¢(a3zoBa MOCIEJOBATEIHOCT
— aCUMIIOMAaTH4YHA, XUIIEPYPUKEMUS, OCTBP MOLArPO3EH apTPUT, MEKIYIIPUCTBIICH
nepuoj U XpoHUYHa nojaarpa. B cranus Ha XpoHWuyHa nogarpa ce popmupar aemna,
ChIABbPKAIIM MOHOHOATPUEBH ypa'yu, KOUTO ce nJepuHupar Kato Todu.

Ilex: a ce mpoywaT yecToTaTa, I'OJE€MUHATa M YCIOXHEHUATA, Pa3BUBALIU Ce
tTou npu OOJIHU C Mojarpa.

Martepuan (manueHTH) U METOJU: NPOYUYEHH ca MalUMeHTH, HaMUpalld ce Ha
neuenue B PeBmaronornuna kinHuka YMBAIJL ,,Csetu ['eopru®, PeBMaTonornyna
kinHuka MBAJI ,Kacnena” u TakuBa, MOCETHJIM PEBMATOJOTHYHA aMOynaTopus,
Opyd KOETO € JioKa3aHa Tiojarpa, XUIEepypUKEeMHUs UM UMaT HEHU3SICHEHHU
BB3JIOBHJIHM O0pa3yBaHHsl B oO0JacTra Ha CTaBHMsS amapar. Ha manuenTtute e
HanpaBeH (U3MKaJEH Mperyie]l U ca MPOy4YeHU MapakIMHUYHUTE U O0Opa3HUTE UM
pesyatatu. Pesynrarute ca o6paboTenu upes craructudecka nporpama SPSS 19,
npu gocroBepHocT p<0,05.
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N3Bona: Todute, ¢ mokanuzamuaTa B o0acTTa Ha pbhIETEe U XoAujaTa 0COOEHO B
OJIM30CT 70 CTaBUTE, OTpaHWYAaBAT HOPMAJIHUs JIBUTaTeleH o0eM Ha cTaBaTa B
CBhCEACTBO, C KOETO peAylUpaT JBUTATEIHUS KamalUTET U BJIOLIABAT KAa4YE€CTBOTO
Ha XHMBOT Ha OOJHUTE ¢ Tojarpa. Bb3moBuaHu oOpa3yBaHHUs ce€ cpemiar Ipu
pa3IMYHU PEBMATOJOTMYHM 3a00JIsiBaHUS, KOWUTO W3MCKBA IMATEJIEH Mperyie] Ha
MaruenTa, BKJIFOYBAI] (GU3UKaTHUA U TApAKIMHUYHHA PE3yJITaTH.

M-2. P.Selimov, R.Karalilova, | Yakov, V.Popova, S.Terziiska, L.
Stoyanova, M.Karag’ozov, D.Gurdev, E.Tsvetkov, K.Kostadinov, ,,Tofi v oblastta
na rutstsete i khodilata pri khronichna podagra — komplikatsiya, vloshavashta
kaestvoto nazhivot pri zasegnatite patsienti, Mladezhko druzhestvo, Asklepii,
MU-Plovdiv, Science and You, Days of Medical Science, 2014 Mentori:
M.Geneva — UMBAL®“ Sv.Georgi“, Klinika po Revmatologiya A.Batalov -
UMBAL* Sv.Georgi*, Klinika po Revmatologiya Uvod: Podagrata se definira kato
zabolyavane, viznikvashto na bazata na narushenie v obmyana na purinite, s
posledvashta khiperurikemiya, natrupvane na kristali ot mononatrievi urati v
predilektsionni tikani, koeto ima za rezultat razvitieto na podagrozen artrit,
podagrozna nefropatiya, poyava na tofi. Razvitieto na podagrata pokazva
opredelena fazova posledovatelnost — asimpomatichna, khiperurikemiya, ostir
podagrozen artrit, mezhdupristipen period 1 khronichna podagra. V stadiya na
khronichna podagra se formirat depa, stidirzhashti mononoatrievi ura'ui, koito se
definirat kato tofi. Tsel: Da se prouchat chestotata, goleminata i uslozhneniyata,
razvivashti se tofi pri bolni s podagra. Material (patsienti) i metodi: proucheni sa
patsienti, namirashti se na lechenie v Revmatologichna klinika UMBAL ,,Sveti
Georgi“, Revmatologichna klintka MBAL ,Kaspela” 1 takiva, posetili
revmatologichna ambulatoriya, pri koeto e dokazana giodagra, khiperurikemiya ili
imat neizyasneni vilzlovidni obrazuvaniya v oblastta na stavniya aparat. Na
patsientite e napraven fizikalen pregled i sa proucheni paraklinichnite i obraznite
im rezultati. Rezultatite sa obraboteni chrez statisticheska programa SPSS 19, pri
dostovernost r<0,05. Izvod: Tofite, s lokalizatsiyata v oblastta na rutsete i
khodilata osobeno v blizost do stavite, ogranichavat normalniya dvigatelen obem
na stavata v susedstvo, s koeto redutsirat dvigatelniya kapatsitet i vloshavat
kachestvoto na zhivot na bolnite s podagra. Viuzlovidni obrazuvaniya se sreshtat
pri razlichni revmatologichni zabolyavaniya, koito iziskva shtatelen pregled na
patsienta, vklyuchvasht fizikalni i paraklinichni rezultati.

M-2. P.Selimov, R.Karalilova, | Yakov, V.Popova, S.Terziyska, L.Stoyanova,
M.Karagyozov, D.Gurdev, E.Tsvetkov, K.Kostadinov, "Tophi in the area of hands
and feet in chronic gout — a complication that worsens the remorse for life in the
affected patients™, Youth Society, Asklepii, MU-Plovdiv, Science and You, Days of
Medical Science, 2014
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Mentors: M.Geneva - UMBAL "'St.Georqgi"", Clinic of Rheumatology

A. Batalov - UMBAL "St.Georgi", Clinic of Rheumatology

Introduction: Gout is defined as a disease arising on the basis of a disorder in
purine exchange, with subsequent hyperuricemia, accumulation of crystals of
monosodium urate in pre-lection tissues, which results in the development of
gouty arthritis, gouty nephropathy, appearance of tophi.

The development of gout shows a certain phase sequence — asymptomatic,
hyperuricemia, acute gouty arthritis, inter-acute period and chronic gout. In the
stage of chronic gout, deposits containing mononoatric ura'ui are formed, which
are defined as tophi.

Objective: To investigate the frequency, magnitude and complications developing
tophi in patients with gout.

Material (patients) and methods: patients being treated at the Rheumatology Clinic
"Sveti Georgi" UMBAL, the Rheumatology Clinic "Kaspela” MBAL and those
who visited the rheumatology outpatient clinic where hyodagra, hyperuricemia
was proven or had unexplained nodular formations in the area of the articular
apparatus. Patients underwent a physical examination and their paraclinical and
imaging findings were studied. The results were processed using the statistical
program SPSS 19, with reliability p<0.05.

Conclusion: Tophi, with the localization in the area of the hands and feet,
especially near the joints, limit the normal motor volume of the joint in the
neighborhood, which reduces the motor capacity and worsens the quality of life of
patients with gout. Nodular masses occur in a variety of rheumatological diseases,
which requires a thorough examination of the patient, including physical and
paraclinical findings.

XVII HanuoHaneH KOHTpec MO YATpa3ByK B MeAuIMHATa, 23 — 25 OKTOMBpHU
2014 r, CaHIaHCKH.

25.B. Ilonosa, A. bamanos, 3. Bvorces, JI. Kumosa, P. Kapanunosa, U. fxos,
M. I'enega-Ilonoga, Cu. Tepsuiicka, JI. Cmoanosa, Cm. Anumancka, E. Muwesa, 11

Cenumos, I1. Tooopos, 3. bamanos. ,, Kapomuonama conoepaghusi kamo HeuHeazuseH
CKpUHuHe 6 pesmamonocuunama npakmuxa“, Jluacnocmuuen u mepanesmuyen
yampassyk 2-3, 2014, 52.

amapar ,,Essaote” ce usmepu CIMT Ha 24 6onHu Ha BB3pacT oT 18 10 45 roj. ¢ BUCOKa
akTuBHOCT Ha BC3 (0OlIeHEeHO ChC CHOTBETHHUTE BAIMIU3UPAHU TecTOBe) U Ha 20 60MHH
¢ JAC3 u BUCOK CbpleUHO-CHAOB pHUCK. CTaHmapTHaTa TEXHMKAa Ha KapOTHUIHOTO
coHorpad)cko M3caeBaHe BKIIOUBA: ABYCTPAHHO M3CIEABAHE - 3aMl0YBa C€ OT JSICHO, C
MOCJICJIOBATEITHM HAMPEYHU CKEHOBE IO IsylaTa apTepuaiHa oc, Oudypkamusara u
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HayaJHUTE YacTU Ha BBTPEIIHATa U BBbHIIHATA ChHHA apTepus (MHOIO aHOMAJIUH).
N3mepBanero Ha CIMT ce u3BbpiiBa Ha HUBO 00ILla ChbHHA apTepUsl C HAIbKEH CKEH
Ha 10-20 mm ot OugypkanusTa Ha Cpelly "T0J0KHATa CTEHA, KaTO CE B3EMa cpeHaTa
CTOMHOCT HAa 5 MaHyaJHU 3aMEpBaHUSI.

Pasnpenenenuero no rpynu 6e CiIeaHOTO:

. B mwpBara rpyna c¢ Bucoka aktuBHocT Ha BC3 - CIMT e 1,2 mm +0,1 (P <
0,05), karo mpu ma—mHeHTkara ¢ aprepunt Ha Takascy - CIMT - 2,3-2,6 mm

. BbB BTOpara rpyna ¢ jgereHepaTuBHU cTaBHU 3a0oisiBaHus U BUCOK CC pHck -
Raynolds Risk Score nag 20% - CIMT e 1,31 £0,1 (P < 0,05).

Hanuie e cpaBHUMOCT B pe3yATaTUTE MEXy ABeTe Tpynu ¢ BUcok CC pHUCK U BHCOKa
aKTUBHOCT Ha pPEBMAaTMYHOTO 3a0oisBaHe. ToBa mpaBM KapoTHAHATa COHOTpadus
JIECEH M JOCTHIIEH MUHUUHBA3UBEH METO/I 3a OLIEHKA Ha BUCOKOPUCKOBUTE IPYIH U 32
NPEBEHIUS Ha YCIIOKHEHUATA IIPU HAILIUTE NAl[MeHTH.

XVIII National Congress on Ultrasound in Medicine, October 23-25,
2014, Sandanski.

25.V. Popova, A. Batalov, Z. Vazhev, L. Kitova, R. Karalilova, I. Yakov, M.
Geneva-Popova, Sn. Terziyska, L. Stoyanova, St. Alimanska, E. Misheva, P. Selimov,
P. Todorov, Z. Batalov. "Carotid sonography as a noninvasive screening in
rheumatology practice,” Diagnostic and Therapeutic Ultrasound 2-3, 2014, 52.

"Essaote" device, the CIMT was measured in 24 patients aged 18 to 45 years with high
activity of CVD (assessed with the relevant validated tests) and in 20 patients with
CVD and high cardiovascular risk. The standard technique of carotid sonographic
examination includes: bilateral examination - starting from the right, with consecutive
transverse scans along the entire arterial axis, the bifurcation and initial parts of the
internal and external carotid arteries (many anomalies). CIMT measurement is
performed at the level of the common carotid artery with a longitudinal scan 10-20
mm from the bifurcation of the opposite wall, taking the average value of 5 manual
measurements.

The distribution by groups was as follows:

* In the first group with a high activity of CSF - CIMT is 1.2 mm +0.1 (P < 0.05), as in
the patient with Takayasu's arteritis - CIMT - 2.3-2.6 mm

« In the second group with degenerative joint diseases and high CV risk - Raynolds
Risk Score over 20% - CIMT was 1.31 £0.1 (P < 0.05).

There was comparability in outcomes between the two groups with high CV
risk and high rheumatic disease activity. This makes carotid sonography an easy and
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accessible mini-invasive method for the evaluation of high-risk groups and for the
prevention of complications in our patients.

Hexnapatop : nor; M.I'eneBa-Ilonosa (1)
(moaruc)
Hara: 18.07.2022

rp. [ImoBauB
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