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Scientific literature on capillaroscopic
findings in primary fibromyalgia are scarce.
Further analysis of microvascular changes may
contribute to a better understanding of the
disease pathogenesis. In 30 patients with primary
fibromyalgia, Coskun Benlidayi et al.! observed
significantly higher mean capillary loop diameter,
higher number of micro-aneurysms, avascular
areas, and neoangiogenic capillaries, compared
to healthy controls. Together with the presence
of non-specific changes, i.e., dilated capillaries,
capillaroscopic features of microangiopathy were
also detected, despite with a low frequency such
as giant capillaries and avascular areas.!

Raynaud’'s phenomenon (RP) associated with
primary fibromyalgia is characterized by a benign
course, absence of digital ulcers, and negative
immunological tests. Therefore, RP in primary
fibromyalgia better fits with the definition for
primary RP. In our study, using quantitative
analysis, higher capillary diameters and dilated
capillaries were observed in patients with primary
fibromyalgia (n=26, 65% with symptoms of
RP), but without features of microangiopathy.
Capillaroscopic findings were similar to those in
primary RP. The difference between capillary
diameters of the arterial and venous limb in

primary fibromyalgia versus healthy controls
reached statistical significance, only for the
patients who exhibited symptoms of RP.? In
primary RP patients, a slight increase in the
capillary diameters can be also observed.?® The
mean capillary density in primary fibromyalgia
patients {9+1.1) was significantly lower compared
to healthy individuals (10+0.59, p<0.05), but
avascular areas were not observed. Giant
capillaries, hemorrhages, and neoangiogenic
capillaries were not detected in primary
fibromyalgia patients, either.?

Similarly, Morf et al.® in 10 patients with
primary fibromyalgia, observed a significantly
lower capillary number, more capillary dilatations,
and irregular formations compared te healthy
controls. Analogous are also the observations
of Frédin et al.” who found no hemorrhages
or avascular areas in 10 patients with primary
fibromyalgia. Based on qualitative analysis of the
capillaroscopic images, non-specific findings were
detected, i.e., moderate enlargement of capillary
loops, slight variations in caliber, and slight
tortuosity.”

In primary fibromyalgia, using the definition
secondary KEP may lead to misapprehension.
Characteristics of RP in primary fibromyalgia




patients are similar to those with primary RP? and,
here, the term that better describes the clinical
state is associated RP. On the contrary, secondary
RP in the context of systemic rheumatic disease
is associated with positive immunoclogical tests,
while capillaroscopic features of microangiopathy
may be present or absent, depending on the
underlying pathology and the degree of vascular
damage.

KomenTap oTHOCHO “OuneHka Ha KAWISIPOCKONCKATA HAX0AKA NMPU NALMEHTH €
¢pudpomuanrus”

JluteparypHUTE JAaHHH OTHOCHO KANWJISIPOCKONICKUTE HAXOJKM NpPHU IIbPBUYHA
¢ubpomMuanrus ca ockbIHU. bbaenu npoyyBaHus OTHOCHO MUKPOBACKYJIapHU IMPOMEHH IpU
3a00J5IBAHETO MOXKE JOIpPHUHEcAT 3a Mo-700poTo pazdupaHe Ha maTtoreHeszara my. Ilpu 30
MaIMeHTH ¢ mbpBUYHA hudbpomuanrus, Coskun Benlidayi u cbTp. HaOm01aBaT 3HAYNTEITHO T10-
IIUPOK CpEeleH AMaMeThp Ha KamwispHaTa OpHMKa, MO-TOJsIM Opoil MHKpOaHEBPH3MH,
aBacKyJapHH 30HU U HEOAHTMOTeHEe3a B CpaBHEHHE ChC 37jpaBu KOHTposu. Hapen ¢ HannuueTto
Ha Hecrneuu(UYHU NPOMEHHU (IUJIATHUpaHU KalWJIspU), C€ YCTAHOBSBAT M KAaWIIPOCKOIICKH
JTAHHU 32 MEKPOAHTHONATHATA KAaTO TUTAHTCKY KalWJISIPU U aBaCKyJIapHU 30HU. DEHOMEHBT Ha
Raynaud (®P) npu nmbpBuyHaTta puOpomMHanrusi ce xapakrepuszupa ¢ 100pOKauecTBEH X0/,
JIMIICa Ha JUTUTAIIHYU yJIepalii U OTpULIaTeNIeH UMYHOJIOTHYHU TecToBe. B Tazu Bpb3ka OP
IIpU TbpBUYHA (HUOpOMHANTHS € 0-0IM3bK JI0 onpeseneHrero 3a mepsuueH OP. B cobcTBeHO
nmpoyuBaHe mpu 26 OonHu ¢ mbpBUYHA QuOpomuanrus (65% cwc cumnromu Ha OP), npu
M3IIOJI3BAHETO HAa KOJMYECTBEH aHAJM3 Ce YCTaHOBHM HAJIMYUE HA AUJIATHPAHU KalWISPH, HO
0e3 MaHHM 32 MUKpoaHTuomnaTs. KanmuisipocKONCKUTe HAXOAKH 0siXa TMOAOOHM Ha TE3W MpH
nbpBrudyeH OP. KanunspHurte quamMerpu Ha apTepUaTIHOTO U BEHO3HOTO pamo MpH IIbpPBUYHA
¢ubpoMuanrus 0sxa 3HAYUTEIHO MO-IIUPOKU B CPABHEHUE ChC 3paBU KOHTPOJIM CaMO MpHU
cinyyaute cbc cumnTomMu Ha OP. IIpn nmanuentn ¢ nppBudyeH OP CbIIO ce yCTaHOBSBA JIEKO
YBEIIMYCHNE HA KamwisipHUTE auaMmetpu. CpeaHara KamwisipHa IUTBTHOCT TNPH IThPBHYHA
¢ubpomuanrus (9+1.1) 6e 3HaAUMTENHO MO-HUCKA B CpaBHEHUE chC 3apaBu Juna (10+0.59,
p<0.05), HO He ce yCTaHOBSIBAT aBaCKyJApHU 30HU. [ MTAaHTCKH KalWJsIpU, XeMOparuu M
HEOAHTMoreHe3a He ce HaOirofaBaT Mpu OOJHU ¢ MbpBUYHA ¢uOpomuanrus. CXoAHHU ca U
pesynratute Ha Morf u cwaBT. nmpu 10 manumeHTH ¢ ObpBUYHA (UOPOMMANTHS, KOUTO
YCTQHOBSIBAT 3HAYUTEIHO TO-HUCHK OpOil Kamuisipu, MOBeYe KalWIIPHU pPa3IIUpPEHUs

KanuJisipy € HCIpaBUIIHA (I)opMa B CPAaBHCHUC CBC 3ApaBU KOHTPOJIH. AHaJoruyHu ca u



HabmonenusATa Ha Frodin ¥ cbTp., KOUTO HE OTKPUBAT XEMOPAruH UM aBacKyJapHU 30HU MpU
10 manmentn c mbpBuYHAa ¢uOpoMuanrus. I[lpu mpoBeneHHs KauyecTBEH aHAIM3 Ha
KaIllWJISIPOCKOIICKUTE M300paykeHHs ca HaOr01aBaHu HeCcTelM(PpUUHN HAXOAKH ¢ HAJIM4ue Ha
YMEPEHO pa3lIMpeHue Ha KanwisipHUTEe OPUMKH, JIEKM Bapuallid B JUaMETbpa U HArbHaTH
kamuisipy. [Ipu mbpBuyHa puOpoMuanrus, U3Moia3BaHeTo Ha TepMuHa BTopuueH OP moxe na
JIOBEJIE /10 IOrpeliHa MHTepHnpeTanus. XapakTEpCTUKUTE Ha [AlMEHTUTE C I'bpPBUYHA
¢ubpomuanrus ca no-06Jau3Ku 10 Te3u Ha mbpBuuHUS DP, Taka ye TepMUHBT, KOMTO 1MO-100pe
OmKCBa Haxojkara ¢ acouuupan ¢ ¢pudbpomuanrus OP. Ot apyra crpana, BropuaHusIT OP B
KOHTEKCTa Ha CHCTEMHO PEBMAaTHYHO 3a00JIIBaHE € CBbP3aH C MOJIOKUTEIHH UMYHOJIOTHYHU
TECTOBE, a KaMJIAPOCKOIICKUTE MIPU3HAIM 32 MUKPOAHTUONATUATA MOXKE J1a IPUCHCTBAT WU

Aa JIMIICBAT B 3aBUCHUMOCT OT IMOJIC)KallaTa MaTojorusd u CTCIICHTAa Ha CbJloBaTa YBpCaa.
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Abstract: Osteoarthritis (OA) is the most common degenerative joint disease causing progressive
damages of the cartilage and subchondral bone, synovial inflammation, and severe pain. Despite
the complex pathomorphological changes that occur in OA, the approach to different forms of OA
is standardized. The global results from pharmacological treatment are not satisfactory. Hence,
this study aimed to explore the effects of metformin, alendronate, and their combination on QA
development and progression in mice with collagenase-induced vstevarthritis (CIOA), Female ICR
(CD-2) mice were randomized to five groups: control group, CIOA untreated, CIOA + metformin,
CIOA + alendronate, and CIOA + metformin + alendronate. OA was induced by the intra-articular
(i.a.) injection of collagenase. OA phenotype was analyzed by flow cytometry (bone marrow cell dif-
ferentiation), ELISA (serum Jevels of the adipokines leptin and resistin), and histology {pathological
changes of the knee joint). Treatment with metformin, alendronate, or their combination inhibited the
expression of RANK and RANKL on osteoblasts and osteoclasts obtained by ex vivo cultivation of
bone marrow cells in mineralization or osteoclastogenic media. In addition, metformin treatment was
effective for the attenuation of fibroblast differentiation, but not of mesenchymal stem cells (MSCs),
while alendronate had an opposite effect. The combination of metformin and alendronate had a sup-
pressive effect on both MSCs and fibroblasts differentiation. Treatment with metformin, alendronate,
and their combination decreased serum concentrations of leptin and resistin in the chronic phase
of arthritis. The histopathological examination showed that compared with the untreated CIOA
group (OA score 9), the groups treated with metformin (OA score 4) or alendronate (OA score 6) had
lower scores for cartilage changes. Metformin combined with alendronate significantly decreased the
degree of cartilage degeneration (OA score 2), suggesting that this combination might be a useful
approach for the treatment of OA patients.

BoJsecro-moauduumpan noreHuua I Ha MeT()OPMHUH U AJICHAPOHAT NPHU
eKcliepuMeHTAJIeH MUIIIM MO/ieJl HA 0CTe0apTpo3a
Octeoaptpo3ata (OA) e Hal-uecTOTO [EreHepaTUBHO CTaBHO 3abo0ysiBaHe, KOETO
MPUYMHSBA TMPOTPECUBHO YBpEXKJaHE Ha XpyIlsia M CyOXOHApanmHaTa KOCT, CHHOBHAIHO
BBb3NajieHue u Oosika. BhIpeku KOMIJIEKCHUTE MaToOMOP(OJOTHYHU MPOMEHH, HACTHIIBAILU

npu OA, moaxonsT KbM paznuyHute ¢opmu Ha OA e cranmaptusupaH. Pesynratute ot



(hapMaKoJIOTUYHOTO JIeYeHHE ca He3aAoBoiuTeNHU. Hactosmoro npoyuBaHe nMma 3a 1iei Ja
orieHu epexTuTe Ha METPOPMUH, aICHAPOHAT M TSIXHATA KOMOMHAIMS BBHPXY PA3BHTHETO U
nporpecusita Ha OA mpu Mumm mojaen ¢ konarenaza-unayuupasna OA (KHMOA). XKencku
muiku [CR (CD-2) 6s1xa panqoMU3upaHy B IIET IPYIH: KOHTpoJIHA Tpyna, Tpyna ¢ KHOA 6e3
nedyenue, KNOA + merpopmun, KUOA + anenaponatr u KUOA + merdopmuH + aneHapoHar.
OA 06e unayuupaHna nocpeacTBOM BbTPECTABHO MHKEKTHpPaHE Ha KojareHaza. @eHOTUIIBT Ha
OA ce anamusupa upe3 ¢GiaoynuroMeTpus (qudepeHIuanus Ha KISTKH OT KOCTEH MO3BK),
n3mepBane ¢ ELISA (cepymMHM HHMBa Ha aJUIIOKMHHUTE JISNTUH M PE3UCTHH) M XHUCTOJIOTHYHO
u3cineaBaHe (MaToJIOrMYHU POMEHHU B KOJISIHHA cTaBa). JleueHueTo ¢ MeThopMuH, aJeHAPOHAT
WM TAxHata komOuHanus nuxuoupa excrpecuss Ha RANK u RANKL Bbpxy ocreobnactu u
OCTEOKJIaCTH, TIOJIYyYeHH Ype3 eX VIVO KyJITUBUpaHE Ha KIETKH OT KOCTEH MO3BK B
MUHEpaTu3allMOHHa WIH OCTEOKJIACTOTeHHA cpeia. B nombiHeHune, Te4eHHEeTO ¢ METPOPMUH
Ocmrie epeKTHMBHO 3a TOTHCKaHe Ha audepeHIumanusara Ha ¢(uOpoOIacTH, HO HE M Ha
Me3eHxuMHU cTBOoJioBH kieTku (MCK), nokaro aneHapoHaT wuma oOpaTeH e(]exT.
KoMOuHammsita or MeTGOpPMHUH H QICHAPOHAT HMa CYINPECHBCH €(PEKT KAKTO BBPXY
mudepennuanusara Ha MCK, Taka u BBpxy ¢Qubpobmacture. Jleuenue ¢ meTdopMmuH,
QJICHJPOHAT, W TAXHATa KOMOWHAIUS HaMaliiBa CEPYMHUTE KOHIEHTpPALMU Ha JICITUH U
pe3uctuH B XxpoHnuHarta (aza Ha OA. XUCTOJOTUYHOTO U3CIIE/IBAHE MT0KA3a, Y€ B CPAaBHEHHUE C
HenekyBaHarta rpyna mumku ¢ KMOA (OA ckop 9), rpynute, nekyBanu ¢ merdpopmun (OA
ckop 4) wiu anenaponar (OA ckop 6), ca UMalu MO-JieKa CTENEH Ha MPOMEHU B XPYIIsa.
MetdopMuH B KOMOMHAIIMS C alleHAPOHAT 3HAYUTEIHO HaMallsiBa CTENeHTa Ha JeTreHepalus
Ha xpyupiia (OA ckop 2), KOeTo mpemnosiara, 4e Ta3u KOMOMHAIUs MOXKe 1a Obe e(heKTUBEH

MoAXo/ 3a JeueHue Ha nanueHTu ¢ OA.
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Abstract: Obesity is considered a major risk factor for the development and progression of knee
osteoarthritis (OA). Apart from the mechanical effect of obesity via increase in mechanical overload
of weight-bearing joints, an association with hand OA has been observed. There has been increasing
interest in the role of adipokines in the pathogenests of OA in the recent years. It has been suggested
that their systemic effects link obesity and OA. In this regard, the aim of the current study was
measurement and analysis of serum levels of leptin and resistin in patients with knee OA with
different bedy mass index (BMI). Seventy-three patients with primary symptomatic knee QA at
the age between 35 and 87 years (mean age 66 years) were included in the study (67 women and
6 men). The patients were from 2nd to 4th radiographic stage according to Kellgren—Lawrence scale.
43 patients were with concomitant obesity (BMI > 30 kg/m?, mean values 38.34 + 8.20) and
30 patients with BMI < 30 kg/m? (mean values 25.07 & 2.95). Eleven individuals with different BMIs,
including cases with obesity but without radiographic knee OA, were examined as a control group.
Serum levels of leptin and resistin were measured via ELISA method. In patients with knee OA
and BMI > 30 kg/m?, serum levels of leptin (39.546 £ 12.918 ng/mL) were significantly higher as
compared with healthy individuals (15.832 4= 16.531 ng/mL, p < 0.05) and the patients with low
BMI (p < 0.05}. In patients with BMI < 30 kg/m2 the levels of leptin (13.010 4 10.94 ng/mL) did
not differ significantly from the respective values in the control group {p = 0.48). Serum levels of
resistin were also higher in knee OA paticnts in comparison with healthy controls, but the difference
was statistically significant only for patients with high BMI (2.452 £ 1.002 ng/mL in the group with
BMI > 30 kg/mz; 2,401 & 1.441 ng/mL in patients with BMI < 30 kg/mz; 1.610 £ 1.001 ng/mL in the
control group, p < 0.05). A correlation was found between the serum levels of leptin and radicgraphic
stage of OA, i.e., higher leptin levels were present in the more advanced 3rd and 4th radiographic
stage, while for resistin a correlation was observed in the patient subgroup with BMI < 30 kg / m2.
Serum leptin and resistin levels and clinical characteristics were analyzed in patients with different
clinical forms of OA. Novel clinical correlations have been found in the current study in patients with
isolated knee OA vs. cases with presence of other disease localizations. It has been observed that
patients with isolated knee QA were significantly younger and had higher BMI as compared with
cases in whom OA is combined with other localizations i.e., spondyloarthritis & presence of hip OA
and with generalized OA. This supports the hypothesis that presence of obesity promotes earlier
development of knee OA as an isolated localization of the disease in younger patients before appear-
ance of osteoarthritic changes at other sites. The levels of leptin and resistin in isolated knee OA were
also higher. Serum levels of leptin and resistin in combination with patients” clinical characteristics
suggest existence of different clinical and laboratory profile through which more precise definition of
metabolic phenotype of knee QA would be possible. Considering the fact that obesity is a modifiable



CepyMHHN HUBA Ha JICNITHH U Pe3UCTHH NPH O0CTE0APTPO3a HA KOJICHHU CTABH —
KJIMHUYHU ¥ PEHTTeHOJI0THYHU acouuanuu: KsM npenusnara nepuuunus Ha
MeTa00/IMTeH THII 0CTE0APTPO3a HA KOJICHHU CTABHU

3aTIbCTABAHETO CE CYMTAa 33 OCHOBEH PUCKOB (aKTOp 3a pPa3BUTUETO U
nporpecusTta Ha ocreoaptpo3a (OA) Ha KojeHHHU cTaBU. OCBEH MEXaHUYHMS e(DEeKT Ha
3aTTBCTSABAHETO Ype3 yBEIMYaBaHE Ha OMOMEXaHHMYHOTO HATOBAapBAaHE HA HOCEUIUTE
CTaBH, ce ycTaHoBsiBa U acouuanus ¢ OA Ha pbka. HapacTBa nHTEpeChT KbM poJIsiTa HA
aJUNoKMHUTE B natorene3ara Ha OA mpe3 nocneanute roaunu. Ilpeanonara ce, ue
UMaT CUCTEeMHHU e()eKTH, KOMTO ca CBbP3Ball0 3BEHO MEXIY 3aTiabcTsiBaHeTo 1 OA. B
Ta3M Bpb3Ka LIe]ITa Ha HACTOSILIOTO U3cieaBaHe Oe n3MepBaHe U aHAJIU3 Ha CEPYMHUTE
HUBa Ha aJUIIOKMHUTE JIENTUH U PE3UCTUH Npu nauueHTu ¢ OA Ha KOJIEHHU CTaBH C
paznuueH body mass index (BMI). 73 nanuenTu ¢ nbpBudHa cumntToMatnyna OA Ha
KOJIGHHH CTaBH, Ha BB3pacT Mexay 35 u 87 ronuHu (cpeaHa Bb3pacT 66 roauHu) ca
BKJIFOYEHHU B TpoyuBaHeTo (67 xeHu u 6 mbxke). [lanuenture ca ot 2-pu a0 4-tu
peHTreHonornden craauii mo ckamara Ha Kellgren—Lawrence. 43 GomHm ca c
npuapyskapamo 3ataberasane (BMI > 30 kg/m?, cpennu croitnoctu 38.34 + 8.20) u 30
- ¢ BMI < 30 kg/m? (cpeanu croitHoctu 25.07 + 2.95). 11 nuna ¢ pasmuen BMI,
BKJIFOUMTEIIHO CIIy4Yau ChC 3aTIBCTSABAHE, HO Oe3 peHTreHorpadcku gaHHu 3a OA Osixa
U3CJe/IBaHM KaTo KOHTposiHa rpymna. CepyMHUTE HMBa Ha JIEITUH M PE3UCTUH ca
n3mepenn upe3 metona ELISA. [lpu namuentu ¢ OA Ha xoneHHu ctaBu U1 BMI > 30
kg/m?, cepymuute HuBa Ha nentuH (39.546 + 12.918 ng/mL) 6sxa 3HAYMTENHO TIO-
BHCOKHM KaTO B CpaBHEHHE CbhcC 31paBu juna (15.832 + 16.531 ng/mL, p < 0.05) u
namuenTy ¢ Huchk BMI (p <0.05). Ipu 60oaum ¢ BMI < 30 kg/m” HuBara Ha nentuH
(13.010 + 10.94 ng/mL) He ce pa3nuyaBaxa 3HAYUTEIHO OT ChOTBETHUTE CTOHHOCTH B
KoHTposaHara rpyna (p = 0.48). CepyMHUTE HUBA HA PE3UCTUH CHINO O5fXa MO-BHCOKU
npu nanueHTH ¢ OA Ha KOJEHHM CTaBU B CPaBHEHHE ChC 3/IpaBU KOHTPOJHU, HO
pasziukaTa 6e CTaTUCTUYECKH 3HaYlMa camo Mpu nanueHTH ¢ Bucok BMI (2.452 +1.002
ng/mL B rpynata ¢ BMI > 30 kg/m?; 2.401 £ 1.441 ng/mL npu nauuentu ¢ BMI < 30
kg/m?; 1.610 + 1.001 ng/mL B kouTposHa rpyna, p <0.05). YcranoseHa 6e Kopesaius
MEXIy CEepyMHHMTE HHMBa Ha JIEITUH M pEHTreHoJornyHus craauii Ha OA, T.e. mo-

BHCOKHM HHBA Ha JIEMITHMH Osxa HaJIMIEC B IO-HAIIpCaAHAIUA 3-tm u 4-t! PEHTICHOB



CTaJMi, TOKATO 3a PE3UCTHH ce HabJIto1aBa Kopesalus B oArpynara nanueHta ¢ BMI
< 30 kg/m?. CepyMHHUTE HUBA HA JIENTHH U PE3UCTHH M KIMHUYHUTE XapaKTEPHUCTHKU
0s1Xa aHATM3UPAHU [IPU MAUEHTH C Pa3InyHu KIMHIYHYE popmu Ha OA. B HacTosmoro
IIPOYYBaHE C€ YCTAaHOBHXA HOBM KJIMHUYHU HAOMIOIEHUS IPU MALUEHTH C U30JIUpaHa
OA Ha KOJIGHHM CTaBM CIpSIMO Cly4yad C Hajlduue Ha JAPYrd JIOKaJu3aluu Ha
3a00J1BaHETO. YCTAHOBU C€, Y€ MalMeHTuTe ¢ u3ouupaHa OA Ha KOJIEHHHM CTaBH ca
3HAQYMUTEIIHO I0-MJIaJM U UMaT 1o-Bucok BMI B cpaBHeHue CbC CiiydauTe, IPU KOUTO
OA ce koMOWHHpa ¢ JAPyrd JIOKAJIW3AIlMU, B T.4. cHOHauiaoaptpo3a = OA Ha
Ta300eApeHH CTaBU U citydauTe ¢ reHepanusupana OA. ToBa mogkperst Xunores3ara, ue
HAJIMYMETO Ha 3aTVIBCTSBaHE CTUMYJIMpA MO-paHHO pa3BuTHe Ha OA Ha KOJIEHHU CTaBU
KaTo M30JIMpaHa JIOKalu3alus Ha 3a00JsIBAHETO HpPH IMO-MJIAJU NALUMEHTH, Npeau
nossara Ha OA c¢ apyra nokanuzanus. Hamepenu 6s1xa v 1o-BUCOKM HUBA Ha JIENTHH U
pe3ucTuH npu u3onupana OA Ha KoseHHU cTaBu. CepyMHU HUBA Ha JIENTHH U PE3UCTUH
B KOMOWHAIMS ¢ KJIMHAYHUTE JAHHU TPEATOIaraT HaTMIueTo Ha pa3inyHy KIMHUYHU
U J1abOpaTOPHU XapaKTEPUCTHKH, Ype3 KOUTO MOXKE Ja ce aeduHUpa MeTaboIuTeH
denorun Ha OA Ha KoseHHH cTaBu. KaTo ce uma npensua ¢akra, 4e 3aTIICTSIBAHETO €
MOIUGHUIMPYEM PUCKOB (haKTOp, KONTO OKa3Ba BIMSIHUE BbpXY Iporpecusara Ha OA Ha
KOJIEHHW CTaBU, PAa3JIMYHU IOAXOAM 3a IOBJIUSABAHETO MYy MOXKE Ja Ipeasioxkar
BB3MOKHOCTH 3a ObJemu 001ecTO-MOAUPUIUPALIN TEPANEBTUYHN UHTEPBEHIIMH TIPU

OA.
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Scleroderma-like capillaroscopic pattern
in SLE is not a sign of overlap syndrome
in both adults and children

Sevdalina Nikoclova Lambova

Nailfold capillaroscopy is a non-invasive
imaging technique for morphological assess-
ment ol capillaries in the nailfold area and
represents a key method for differentiation ol
primary and secondary Raynaud’s phenom-
enon (RP) in rheumatic diseases. ‘Sclero-
derma’-lype microangiopathy is a reference
patlern in rheumatology. It is accepled as a
diagnostic criterion in syslemic sclerosis (55¢)
and is characterised by the presence of giant
capillaries, haemorrhages and devasculari-
sation.' Although a ‘scleroderma’ pattern is
prevalent in 88c¢ (70%—-90%)** and dermato-
myositis (63%-89%)," it may also he observed
less trequently in other rheumatic discases
such as SLE and rheumatoid arthritis without
features of overlap syndrome.” Ten years
ago, it was proposed that 'scleroderma-like’
capillaroscopic changes in SLI are a hint ol
subclinical overlap with SSc associated with
anti-RNP antibody in adults and children.™™
The [irst report questioning the association
berween  “scleroderma-like’  capillaroscopic
changes in SLE and overlap syndrome with
58¢ with anti-RNP antibody positivity in the
adull patient population was published in
2015." The frequency of ‘scleroderma-like’
microangiopathy in the group under study
was 13.3% and it presented with symploms
of secondary RP in all patients as well as with
signs of vasculitis of digital vessels in half of the
cases.” Later on van Roon ef af reported similar
results about the presence of ‘scleroderma-
like’ capillaroscopic changes with a frequency
of 17% without overlap with 8¢ and without
signilicant clinical dilferences compared with
patients with SLE without a ‘scleroderma-like’
pattern.’” Notably, an assodiation between
‘scleroderma-like’ microangiopathy and cuta-
ncous digital lesions in adjacent arcas was
reported in patients with SLE and cutancous
lupus erythematosus {CLE) with digilal skin
involvement,”'" 12

Recently published reports by Schonen-
berg-Mcinema et af also revealed the presence
of a scleroderma-like’ capillaroscopic pattern
in patients with childhood-onset SLE withont
overlap with S8c¢ and without anli-RNP anti-
body positivity,” ' Out of 41 paticnts with SLE
with disease onset <18 years, a ‘scleroderma-
like’ pattern was observed in 17.1% (7/41)
of the cases without SSc-associated symp-
toms. Positivity of anti-RNP antibodics was
not different in patients with and without a
sclerodermadike’ capillaroscopic pattern.'™
In a longitudinal study of 53 patients with
childhood-onset SLE, a similar lrequency
of ‘sclerodermalike’ pattern was reported
(18.9%). llowever, there was no association of
the capillary pattern with disease activity and
RP, though anti-RNP antibodies were detected
significantly more frequently in patients with
‘scleroderma-like’ changes. During a 5-year
[ollow-up alter discase onsct, paticnts with a
‘scleroderma-like’ patlern did not develop
55¢ symptoms, but more than hail of them
presented with  SLE-related irreversible
disease damage that could not be predicted
by SLEDAI (SLE Discase Activity Index) at
diagnesis or during the follow-up."” These
observations indicate that scleroderma-ike
microangiopathy could be observed in both
children and adults without the presence of
overlap syndrome with $Sc and without asso-
ciation with anti-RNP antibody.” "

‘To sum up, a ‘scleroderma-like’ pattern is a
relatively non-specific morphological finding
that could be found in different rheumaitic
discases other than S8c and S8Sc-associated
overlap syndromes (eg, SLE in adulis and
children, dermatomyositis, rheumatoid
arthrits).” " " ¥ I* Addidonally, it could be
observed in CLE as a local skin pathology
without evidence of systemic vasculopathy.
Interpretation of the diagnostic and prog-
nostic  significance  of  ‘scleroderma-like’
microangiopathy should consider the overall



context. Further studies of the discriminating features of
microangiopathy in SSc and SLE in terms of evolution of
microvascular pathology and staging are warranted.

CkJiepoepMo-no100HUS TUII KANMJISIPOCKOINICKH IPOMEHH NPH CUCTEMEeH JIylyc
€pUTEeMATO3YC He € MPU3HAK HA NPUIIOKPHUBAI CHHAPOM IIPH Bb3PACTHHU H Jela

Kanunspockonusita Ha HOKbTHaTa I'bHKA € HEMHBa3UBEH OOpa3eH METOo[ 3a
MopdoJIorHyHa OIEHKA Ha KaWIIpH B 30HAaTa HA HOKBbTHATA I'bHKA M IMPEJCTABISABA
KIIIOYOB METOJ 3a AudepeHIpane Ha TbpBUYEH OT BTopuueH (peHomeH Ha Raynaud
(®P) npu peBmaTnuHu 3a0onsiBaHuA. ,,CKIEPOJECPMHHUAT TUI MHKPOAHTHOMATHS
pedepeHTHa B peBMaroJIOTHATa. YTBBPAECHA € Karo a JAMArHOCTUYEH KpUTEpHUM 3a
nporpecuBHa cucremHa ckiepo3a ([ICC) m ce xapakrepusupa C HAIMYUETO Ha
TUTAaHTCKU  KamWwiIsgpd, XEeMOparud W  JeBacKyiapusauusa. Bohopeku  de
»»CKIIEPOAEPMHUSAT TUII MUKPOAHTHOMATHUS € ¢ Haii-Bucoka decrora npu [1CC (70%—
90%) u nepmaromMuo3ut (63%—89%), Moxke CHIIIO Ja ce HAOI0aBa MO-PSIAKO U MPHU
JIpYrd peBMaTU4YHU 3a00isiBaHUA KaTo cucteMeH jaymyc eputemarto3yc (CJIE) u
peBMaTOUIEH apTpuT 0e3 JaHHH 3a CUHAPOM Ha npunokpuane. [Ipeaun necerunerue, B
peBMaTojorusita 0¢ yTBBPJACHO KaTO CXBallaHe, 4e '"CKJIepoIepMO-MoaoOHus" THUIl
kanuispockoncku npomenu npu CJIE e npusHak 3a CyOKIMHUYHO MPUIIOKPUBAHE C
[1CC u c nonoxutenno antu-RNP antutano npu Bw3pactau u nena. Ilpes 2013r. B
COOCTBEHO MpOYYBaHE 3a MBbPBU MBT Oe MyOIMKYBaHO HAOIIOAEHUETO OTHOCHO
HAJINYUETO HA ,,CKIEPOJAEPMO-NIOJ00CH  KAMUISPOCKOIICKA POMEHHU MPH OOJHHU ChC
CJIE, 6e3 nmaHHM 3a CHHJIPOM Ha TMPUINOKPUBaHE M 0€3 MOJOKUTETHO aHTH-RNP
anTuTso. "CkiepoaepmMo-mnogo0eH" THUI MHUKpOaHTHomaTusi Oe HaOiroJaBaHa Mpu
13.3% oT GonmHUTE KaTO MPU BCUYKH ClTydau Osixa HalUIle CUMITOMHU Ha BTopudeH DP,
a MpH MOJIOBMHATA — CHILIO U IaHHU 32 BaCKYJIUT Ha MPbCTUTE Ha phIleTe. [lo-kbCcHO van
Roon u cBbaBT. choOmaBaT ChHIIO 32 HAIMYMETO HA ,,CKIEPOJECPMO-TIOTOOHH
KaIUJISIPOCKOIICKU MPOMEHH ¢ yecTtoTa oT 17% mipu 6onuu cbe CJIE 6e3 mpunokpupane
¢ [ICC u 6e3 3HAUUTETHN PA3JIMKUA B KIMHUYHUTE XapaKTEPUCTHUKU B CPABHEHUE ChC
ciydaute 0e3 ,,CKIIepoAepMO-IOA00EH" THI KalTWJIIPOCKOICKa KapTuHa. MHTepeceH e
¢dakThT, uye e HaOmoIaBaHa Bpb3KA MEXAy ,,CKIEPOJIEPMO-TIOOOHUA" THUIT
MUKPOAHTHOIATHS U HATMYMETO Ha KOXKHH JIE3UU 10 MPBCTUTE HA PbLIETE MpU OOTHU C
koxeH nynyc u cbc CJIE. B HoBUTE mpoyuBanus Ha Schonenberg-Meinema u cbTp.

CbII0 € PCTUCTPHUPAHO HAJIMYUC HaA ,,CKHCpOI{CpMO-HOI{O6CH“ TUIT KaITWJIAPOCKOIICKU



npomenu npu nanueHTH ¢be CJIE B netcka Bw3pact 6e3 npurnokpuBane ¢ [ICC u 6e3
nosokute’nHo aHTU-RNP antutsano. Ilpu 41 nmaumentu cwvc CJIE ¢ Havano Ha
3a0osaBaHeTo <18 roguHu, “cKiaepoaepMo-110100€H” TUII KalIMJISIPOCKOIICKAa KapTUHA €
HabmoaBana mipu 17.1% (7/41) ot cinyuaute, Ho 6e3 cumnToMu xapaktepuu 3a [1CC.
Yecrorara Ha monoxuTenHata npoba 3a aHtTu-RNP antuTsano He ce e paznuuaBaina
3HAYUTEIHO NPH MAlMEHTH ChC U 0e3 "CKiIepoaepMo-110100eH" THI KalHIIsIpOCKOIICKU
npoMeHu. B nonrutyaunanno npoyusase rnpu 53 nanuenTt cbe CJIE ¢ Hayao B neTcka
BB3pacT € YyCTaHOBEHa IMOJ00HA 4YecToTa Ha ‘“‘CKICPOAECPMO-TIONOOHUS”  THII
Kanuiaspockoncka kaptuHa (18.9%). He e Hamepena aconuamus —Ha
KalIIPOCKOIICKaTa KapTHHA C aKTUBHOCTTA Ha 3a0ossBaneTo u OP, BbIpexu ye aHTu-
RNP anTuTena ca Owid HamUIEe 3HAYUTEIHO I10-YECTO TPU TAIMEHTH ChC
“ckiepoaepMo-1o00eH” TUIl Kammisgpockorcka kaptuHa. [lo Bpeme Ha 5-roauiiHo
IpocieNsiBaHe Clie]] HayaJloTo Ha 3a00JiIBaHETO, MallUeHTH CbhC ,,CKIEPOJIEPMO-
noJo0eH" TUIT MUKpOaHTruonaTus He ca pa3Bwin cumntomu Ha [ICC, HO moBede oT
MOJIOBUHATAa OT TSIX ca pa3Buiu HeoOpatumu, cBbp3aHu cbc CJIIE OonectHm
YBpEXKIaHus, KOUTO He MoraT fa 6baat npeasuaenu ot SLEDAI unaexca (SLE Disease
Activity Index) mpu 1uarsosara wiu 1o BpeMe Ha npociezsBaHe. Te3u HaOo1eHusTa
[OKa3BaT, ue ‘“‘CKIEpOAEpPMO-NONOOHMS” THUI MUKPOAHTHONATHs MOXE Ja ce
Ha0JI10/1aBa U MIPU BB3PACTHHU, U NP 0€3 HaJIMure Ha CUHAPOM Ha npunokpusase ¢ [ICC
u 6e3 aconmanus ¢ anTu-RNP anTuTsio. B 3akmouenue, “ckiiepoaepMo-noJo0HUsT”
TUI KaOWIAPOCKONCKa KapTHHA € OTHOCUTENHO HecneuuduyHa mopdosiornyHa
HAXO0/Ka, KOATO MOE Jla C€ yCTaHOBU IIPU PEBMATUUHU 3a00JIsIBaHMS, PA3IUYHHU OT
[ICC wu cunnpomu Ha npunokpuBaHe, B T.4. CJIE mnpu BbB3pacTHM U 1enua,
JIepMaTOMHO3UT, peBMaTOU IeH apTpUT. OCBEH TOBa MOJKe Jla ce HaOJIr0/1aBa MPH KOKEH
Jymyc C KOXKHU JIE3UH IO NMPBCTUTE Ha pbleTe, 0e3 JaHHU 3a CHUCTEMHO CbhJOBO
aHraxxupase. MHTepnperanusaTa Ha AMarHOCTUYHOTO U MPOTHOCTUYHOTO 3HAYEHHE Ha
“CKIIepoepMO-1I0J00HMS” TUI KaMJISIPOCKOIICKAa KapTHHA TpsAOBa J1a ce peajau3upa B
IUIOCTeH KOHTeKcT. HykHu ca OpAem MNpoyuyBaHUS Ha OTIMYUTEITHHUTE
xapaktepuctTuku Ha Mukpoanrnonatusta npu IICC u CJIE nmo orHomeHue Ha

CBOJIIOLIUATA HA MUKPOBACKYJIApHA MMATOJIOTUA U CTaAUPAHC HA HAXOAKHUTC.
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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 S5¢ is a hallmark of the disease, and immunological abnormalities
probably contribute to its development. Patients and methods: 19 patients with definite diagnosis of
55¢ 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 phenomencn
of the fingers. A “scleroderma” type capillaroscopic pattern was classified according to the staging
suggested by Cutolo et al. (2000): “carly”, “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
immunobjot assay for detection of autoantibodies to 13 scleroderma-associated autcantigens: 5cl-70,
CENI A, CENP B, RP11/RNAP-II, RP155/RNAP-ILL fibrillarin, NOR-90, Th/To, PM-5¢1100, PM-
5cl75, Ku, PDGER, and Ro-52. Results: In 73.7% (1 = 14) of the examined patients, “scleroderma” type
capillaroscopic changes were found, and in 26.3% (1 = 5), capillaroscopic features of microangiopathy
were absent (nonspecific changes, 7 = 3; normal findings, # = 2). In S5¢ patients with positive
anti-5cl-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-RNAD I[I-155 positive patients (7 = 4) had significantly
higher mean capillary density than anti-RNAD I11-155 negative patients (n = 15). In three of the
anti-RNAT III-155-positive cases, capillaroscopic features of microangiopathy were not detected,
and in one case there was an “early” phasc “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-RNAD [1I-155 antibodies were
found in 55¢ patients with or without early microangiopathy. The question of associations between
microvascular changes in 5S¢ and other SSc-related autoantibodies requires further research.



Kanunsipockonusi 4 UMyHoJIorH4eH Npo¢uJI Npu NPOrpecuBHA CUCTEMHA

CRJIEpo3a

BoBenenue: J[aHHUTE OTHOCHO acouuanuATa MEXAy KanWIsIPOCKOIICKUTE MPOMEHU U
JIMarHOCTUYHUTE crieln(puyHu 3a mporpecuBHa cucteMHa ckieposa anturena (IICC)
ca OCKpAHM. M3cnenBaHus Mo TeMaTa e OOOTaTAT CHBPEMEHHUTE MO3HAHUSA 3a
naToreHe3ara Ha 3a00JIsIBAHETO, IO-KOHKPETHO MEXaHU3MHUTE HAa MUKPOAHTHOTIATHUSATA.
MukpoBackynapHata mnarojorus npu IICC e ommuurenHa oOcoOOCHOCT Ha
CKJIEPOJIEpPMUSATA U BEPOATHO UMYHOJIOTMYHUTE HAPYyLICHUsl JTONPHUHACAT 32 HEMHOTO
pa3BUTHE.

[Manmentn u meroau: 19 nanuenTtu cbe curypHa auartosa IICC Osixa BKiIOUYEHU B
HACTOAIIOTO NWJIOTHO MpoyuBaHe; 16 — c¢ orpanuueHo U 3 ¢ audy3HO KOKHO
aHraxupaHe Ha cpesiHa Bb3pacT 51.56+15.07 ronuHu. Bcuuku mamyeHTy ca ¢ nposiBU
Ha cuMOTOMU Ha (heHOMeH Ha Raynaud Ha mpbCTUTE HA PBIETE.

Kanunspockonckara KapTuHa ,,CKIEpPOAEPMEH™ THII Oe KiIacH(pHUIUpaHa CIOpen
cragupamara cucrema Ha Cutolo u cbrp. (2000) Ha ,,paHHa®, ,,aKTUBHA U ,,KbCHA
¢daza. [lpy Hanmuume Ha pa3iWyHA CTENEH Ha KaMWIAPOCKOICKUTE MNPOMEHH Ha
pa3IMyYHU [PBCTU CE€ PETUCTpUpaxa Hal-HaNpeIHATIUTE MUKPOBACKYJIAPHU IIPOMEHHU.
[Ipn nunca Ha KanwISPOCKOIICKHM TNPHU3HALM Ha MMKPOAHTMONATHs, Haxojkara Oe
neduHUpaHa KaTo HOpMaJHA WM Hecleuu(UyHU MPOMEHHU (IujIaTHUpaHu, HArbHATU
Kanuisipu, xemoparuu). CKpUHHHT 3a aHTHHYKJIeapHu aBToaHTuTena (AHA) Ge
MIPOBEJIEH MPU U3MOJI3BAHE HA 3JIATHUS CTaHIAPT UHAMPEKTHA UMYHOQIYOpECLECHIIUS
BbpXxy HEp-2 kierku, a MmonensbT Ha cBeTeHe Oe ompesenieH crope MexyHapo Hus
KOHCEHCYC. ACOLMHUPAHHU CbC CKIEPOAEPMHS aBTOAHTHUTENA Osfxa HU3CIEIBAHU C
MMYHOOJIOT TECT 3a aHaJu3 Ha aBToanTuTena kpM 13 anturena: Scl-70, CENP A, CENP
B, RP11/RNAP-III, RP155/RNAP-III, ¢ubpunapun, NOR-90, Th/To, PM-Scl100,
PMScl75, Ku, PDGFR u Ro-52.

Pesynratu: Ilpu 73.7% (n=14) or wu3cnenBaHUTE NALMEHTH CE€ YCTAHOBU
“ckyepoJiepMeH”’ THUIl KaNWIAPOCKOINCKa KapTuHa, a npu 26.3% (n=5) nuncsaxa
KaMUISPOCKOINICKA JaHHM 32 MHKpOaHTHomatus (HecHenu(pUYHA TPOMEHH, n=3;
HOopMaiHH HaxoAku, n=2). [Ipu Gonnu ¢ IICC ¢ nonoxurennu antu-Scl-70 anturena
(n=7), ce peructpupa 3HaAYUTEIHO MO-HUCKA CPEHA KAUJISPHA IITBTHOCT U
M0-BUCOKAa yecToTa Ha "akTWBHA" M "KbCHA" (pa3a KamMISIPOCKOIICKA MPOMEHH B

CpaBHEHHUE ChC cllydauTe ¢ oTpuniarentu aHTu-Scl-70 antutena (p <0.05). IIpu 6omHHA



¢ nonoxxkutennu anTu-PHK mommmepasa I11-155 (n =4) cpeanara kanwisipHa IUTBTHOCT
0¢ 3HAaYUTEIHO M0-BHCOKA B CPaBHEHHUTE ¢ oTpunatennute 3a antu-PHK nmomumepasa
[II-155 anturena (n = 15). B Tpu ot yerupute ciayyass ¢ nonoxurtennu antu-PHK
nonuMepasza II1-155 anturtena, He ce yCTaHOBHMXA KalWJIAPOCKOICKU TMPHU3HALU 3a
MUKpOAHTHOMaTHs, a B ciaydaid Oe Hammme "panHa" ¢asza '"ckiepoaepMeH" TuIl
MHUKPOAHTUONATHSI.

3akimroueHue: B HAcTOAMIOTO MUIIOTHO NPOyYBaHE C€ MMOTBBPAM HAIUYUETO HAa
acolyanus Mexay MOo-HalpeIHAINTe KamWIIPOCKOIICKU MPOMEHHU U IMOJIOKUTEITHUTE
antu-Scl-70 anturena. Kato HoOBO HabmoneHwe O€ YCTAaHOBEHO HAJIMYHMETO Ha
nosoxuteanu antu-PHK nmonmumepasza II - 155 anturena npu nanuentu ¢ [ICC ¢ panna
wim 0e3 JaHHM 33 MHUKPOAHTHONMATHSA. BBIOPOCHT 3a acomuamusaTa Mexay
mukpoBackynapaute npoMmenu npu [ICC u cneuunduunu 3a [ICC aBToanTHTENa Cce

HYXJac€ OT JOII'BJIHUTCIIHU ITPOYYBAHUS.
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MukpoaHruonaTusi Npu peBMaTH4YHH 3200/19BaHUs
Kanunsipure ca yacT 0T MUKPOLIMPKYJIALIKATA, KOSTO CE CbCTOM OT apTEPUOIIH,
Kalnuiisipu, U BEHYJIM U ca CBBP3BAILlOTO 3BEHO MEXJIY apTEepUaTHOTO M BEHO3HOTO
KpbBooOpalieHne. Bblnpekn ue MUKpOLMpPKYJalMara chabpka camo 5% oT oOums
KpbBEH 00€M, TS M3IIBJIHSABA KIOYOBU (DYHKIIMHU, BKIIOUUTEIHO OOMEH Ha KHCIOPO U
MeTaboIUTH, TPAHCHOPT Ha XPAHUTEIHU BEIIeCTBA M XOPMOHH, MOJIbpKaHE Ha

XoMceoCTazaTa Ha HUHTCPCTHLHUATIHUTC TCYHOCTH, MCAWHPAHC HAa HMMYHHH IIPOLECH,



KOHTPOJI Ha XEMOCTa3ara U apTepHaIHOTO Hajlsrane. MUKpOLUpPKYJIalusaTa Ha KoxKaTa
ydacTBa B IIpolieca Ha TepMoperyjanus. B ciiyyan Ha MUKpoBacKyjapHa NaToJIOTus,
BUTAJIHOCTTa Ha ThKAHWUTE € 3acTpamieHa. Kamunspure ca NOKPUTU OT E€HIOTEIHU
KJIETKHA, YHUUTO KOJMYECTBOTO B YOBEIIKOTO TSAJO ce OleHsBa Ha Hax 720 g u
npeo0yiagaBamiara 4yacT OT ToBa KojudecTBO (600 g) e KamuiaspHUAT EHIOTEI.
EnporensT KOHTposiMpa ChIAOBHSI TOHYC 4pe3 MPOU3BOACTBOTO HA Ba30JWJIaTaTOPH,
BAa30KOHCTPUKTOPH, IIUTOKMHHM H  pacTeXHH (akTopu. 3apaBUAT  E€HIOTEIN
MpeIoTBpaTsABa TPOMOOOOpa3yBaHETO, yUacTBa U B MPOIIECUTE Ha Bb3MaJIEHUE, KAKTO U
B TbKaHHOTO BBH3CTAHOBSIBAHE B OTTOBOP Ha TPaBMATUYHO YBpEXKJaHE MOCPEICTBOM
Ipoleca Ha aHruoreHesa (00pa3yBaHETO Ha HOBU KPbBOHOCHHM Ch/I0BE OT €H/IOTEJIHUTE
KJIETKU Ha MPEIIECTBAIIN ChOBE).

WuTepecHo e, 4ye KOKHHUTE Kamuisipu B o0JacTTa Ha HOKbTHUTE T'bHKU CE
OTJIMYABaT C YHHUKAJHA aHATOMUYHA OCOOCHOCT KaTO €a Pa3MOJIOKEHH YCIOPEAHO Ha
KOo)KHaTa moBbpxHOCT. [lopanu ToBa Morar aa ce HaOII0IaBaT MPU KAIMIISIPOCKOIICKO
u3cieIBaHe IO IpulaTa UM Ib/DKuHA. OCBeH TOBa MOP(GOJIOTUYHH TUATHOCTUYHHU
MIPOMEHU B KalUJISIPUTE HA HOKbTHATA I'bHKA CE MOSBAT B PAHHUTE CTAJMHN HA CUCTEMHU
peBMaTHYHU 3a00JsiBaHUs C NepudepHO CHAOBO aHTaxupaHe. Taka KamwisgpuTe B
o0lacTTa Ha HOKBTHUTE T'BHKH Ca CBOEOOpa3eH ,,lIpo3oper’ KbM AMarHo3ara Ha
peBMaTHYHU 3a001s1BaHus ¢ epudepeH cbaoB cuHapoM. @eHoMeHbT Ha Raynaud (DP)
€ YeCTO CpelllaH HayalleH CUMIITOM MPH CUCTEeMHH 3a00JsIBaHUS HA CheIUHHUTEIHATA
thKaH (C3CT). Iudepennmannara 1uaraosa BKIOYBA IUPOK CIEKTHP OT PeBMATUYHU
1 HepeBMaTU4HM 3a0omsBanus. Cpen peBmatuunute 3abonsBanus OP ce cpermna Haii-
YECTO MPH MALUEeHTHU C MporpecuBHa cuctemMHa ckieposa (IICC), mpu kouto Moxe na
ce yctanoBu mipu 95% ot cinyuyaute. OP ce Habmonasa u npu 50% OT MAIMEHTUTE C
HeaudepeHpano 3a0osBaHe Ha cheUHUTeNHaTa ThKaH, pu 10-45% ot OonHute
che cuctemed ynyc epuremarosyc (CJIE), B 33% ot ciayyanTte Ha IBPBUYECH CUHIPOM
Ha Sjogren. [lpu nepMaTOMHO3UT/TIONMMHO3UT 4yecToTata € mo-Hucka 20%, u mnpu
peBMaTouieH apTput € okoso 10%. BbB Bpb3ka ¢ Bucokara uectora Ha OP npu I[ICC,
BHCOKAa € 4YecToTa M Ha XapakTepHaTa MaToJoruyHa '"CKJIepoAepMeH" Tul
KanWIsIpOCKOIICKa KapThHA, KosTo € auarHoctuyHa 3a [ICC B KJIMHUYEH KOHTEKCT.
XapakTepu3upa ce€ ¢ HaJM4YMeTO Ha THUraHTCKU KalwisipH, MHKPOXEMOparuw,
JieBacKyJiapu3alus U HapyllleHue B OAPEKIaHETO, U C€ YCTaHOBSBA IIPH MO-ToJIIMaTa
yact oT nauumeHture c¢ u3siseHa [ICC (70-90%). AHanoruyHu KanuiasipOCKOIICKU

MIPOMEHH, T. Hap. "CKiIepoepMo-oJo0eH" THUIT MOKE J1a c€ HAOJIoAaBaT ¢ Bapupalia



4yecToTa U MpH JPYrH pEeBMAaTU4YHU 3a00ysgBaHMs, KaTo AepMaToMUO3UT (63—89%),
HenudepeHuupano 3aboiisiBaHe Ha ChEIMHUTENHATa ThKaH (IpU MPUOIU3UTEIIHO
noyioBuHaTa oT mauueHtute ¢ ®P), cunapomu Ha npunokpusane, CJIE (2-17%) u

peBmaTousieH aptpurt (14-20.9%).
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Abstract: The involvement of the knee joint is the most common localization of the pathological
process in osteoarthritis (OA), which is associated with obesity in over 50% of the patients and is
mediated by mechanical, inflammatory, and metabolic mechanisms. Obesity and the associated
conditions (hyperglycemia, dyslipidemia, and hypertension) have been found to be risk factors for
the development of knee OA, which has led to the emerging concept of the existence of a distinct
phenotype, i.e., metabolic knee OA. Combined assessment of markers derived from dysfunctional
adipose tissue, markers of bone and cartilage metabolism, as well as high-sensitivity inflammatory
markers and imaging, might reveal prognostic signs for metabolic knee OA. Interestingly, it has been
suggested that drugs used for the treatment of other components of the metabolic syndrome may also
affect the clinical course and retard the progression of metabolic-associated knee OA. In this regard,
significant amounts of new data are accumulating about the role of metformin—a drug, commonly
used in clinical practice with suggested inultiple plejotropic effects. The aim of the current review
is to analyze the current views about the potential pleiotropic effects of metformin in OA. Upon
the analysis of the different effects of metformin, major mechanisms that might be involved in OA
are the influence of inflammation, oxidative stress, autophagy, adipokine levels, and microbiome
modulation. There is an increasing amount of evidence from in vitro studies, animal models, and
clinical trials that metformin can slow OA progtression by modutating inflammatory and metabolic
factors that are summarized in the current up-to-date review. Considering the contemporary concept
about the existence of metabolic type knee OA, in which the accompanying obesity and systemnic
low-grade inflammation are suggested to influence disease course, metformin could be considered
as a useful and safe component of the personalized therapeutic approach in knee OA patients with
accompanying type II diabetes or obesity.

ILneitorponnu epeKTH HA MeT(POPMHH IIPH 0CTEO0APTPO3a
3acsraHeTo Ha KOJICHHM CTaBU € Haif-uecTara JOKallW3alus Ha MaTOJOTUIHHS
nporiec npu octeoaptposa (OA). OA Ha KOJICHHH CTaBH € CBbP3aHa ChC 3aTIIBCTIBAHE
nmpu Hax 50% OT manmueHTHTe KaTo yBpeAara € MeAuupaHa OT MEXaHWYHH,
BB3MATUTEIIHA U METAa0ONMTHH MEXaHW3MH. YCTaHOBEHO €, Y€ 3aTIbCTABAHETO U
CBBP3aHUTE C HETO MAaTOJOTUYHH CBHCTOSHUSA (XUMEPTINKEMUS, TUCIUIUIEMHUS U

XI/IHepTOHI/ISI) Cca pHUCKOBU (I)aKTOpI/I 34 PAa3BUTHUCTO Ha OA Ha KoneHHHU CTaBH, KOCTO



BOJIY /IO Pa3BUTHE Ha XUIIOTE3aTa 3a ChIIECTBYBaHE Ha MeTabonuteH ¢peHotun OA Ha
KoJIeHHH cTaBH. KoMIiekcHaTa orieHKa ¢ u3MepBaHe Ha CyOCTaHIIMU, TPOIYLUPAHU OT
[[I/IC(I)yHKI_[I/IOHaJIHaTa MaCTHa TbKaH, MAapKCPU HA KOCTHUSA U XPYIISATHHA MeTa6OJII/I3’bM,
KaKTO ¥ BUCOKOYYBCTBUTEIIHN MapKePH Ha BH3NAJCHUETO U O0pa3HU METOIM, MOXKE /1a
ce M3MOJI3BaT 3a ONpEeAeIIHe Ha MporHo3aTta npu merabomureH Tun OA Ha KOJICHHU
CTaBHU. I/IHTepeCHI/I ca XHUIIOTC3UTC 3a IOBJIMABAHC Ha IMPOrpecuAaTa Ha MeTa0OIUTHHUA
tin OA Ha KOJIEHHHM CTaBU Ype3 H3IMOJI3BaHE HAa MEIUKAMEHTH 3a JICUCHHE Ha
pa3IMYHUTE KOMIIOHEHTH Ha METaOOJIMTHUS CHHAPOM. B Ta3u Bpb3Kka, Ma HOBH JTaHHU
OTHOCHO pOJIsITa HA METPOPMUH, KOWTO € YeCTO N3MOI3BaH MEIUKAMEHT B KIIMHUYHATA
MIPAKTUKA C IMPEANOIaracMiu MHOXECTBO TuieoTporHu edektu. Llenm Ha HacTosIIHS
0030p € Ja ce aHATU3Upa HACTOALINTE JAHHU OTHOCHO MOTEHIHUAIHUTE IUIEHOTPOIHI
epextn Ha MeTdopmuH npu OA. Ilpu aHanu3 Ha pa3IUYHUTE ePEeKTH HA METHOPMHUH,
OCHOBHHUTE MEXaHH3MH, KOUTO MOTaT MMAaT OTHOIICHHE KbM IMATOJIOTUYHHUTE MPOIIECH
npu OA BKIIIOYBAT MOBIMSIBaHE Ha BB3MNAJICHUETO, OKCUIATUBHUA CTPEC, aBTO(baFI/IﬂTa,
MHUKpOOMOMa, HUBaTa Ha aJUNOLMTOKMHU. B Hactosmms o0630p ca 0000meHu
JOKa3aTeJCTBA OT in Vitro eKCIIEPUMEHTH, >KUBOTHHCKA MOAEIH W KIMHUYHU
IIPOYYBaHMsI, KOUTO coYaT, 4ye MeTHOPMHUH MOXKe J1a 3abaBu nporpecusita Ha OA upe3
MOJyJTUpaHe Ha BB3MNAJCHHETO M Merabonm3ma. VMMaiiku mpeaBua ChbBpEMEHHATA
KOHUEMIHS 32 ChIIIECTBYBaHETO Ha MeTabonuTeH T OA Ha KOJIEHHHU CTaBHU, TPU KOUTO
ce CYMTa, Y€ NPUAPYKABAIIOTO 3aTIBCTABAHE M CHUCTEMHOTO HHUCKOCTEIIEHHO
BB3IAJIEHUE TOBJIMBAT MAaTOJOTMUHUTE mporecu Ha OA, MOXe /a ce OOMHCIAT
HOJ3HUTE OT yrnorpedara Ha MET(HOPMHH KaTO JONBIHUTENCH, Oe30I1aceH KOMIIOHEHT B
INEpCOHAIM3HUPAHUA TCPANCBTUYCH NMOAXO0A IMPU MAIMEHTU C OA Ha KOJEHHH CTaBH C

npuapy>kasami quadet tun Il wnu 3atnbeTsaBane.
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Abstract: Subchondral bone that has intense communication with the articular cartilage might be a
potential target for pharmacological treatment in the early stages of ostecarthritis (OA). Considering
the emerging data about the role of adipokines in the pathogenesis of OA, the administration of drugs
that influence their level is also intriguing. Metformin and alendronate were administered in mice
with collagenase-induced OA (CIQA) as a monotherapy and in combination. Safranin O staining
was used for the assessment of changes in subchondral bone and articular cartilage. Before and after
treatment, serum levels of visfatin and biomarkers of cartilage tumover (CTX-1I, MMP-13, and COMP)
were assessed. In the current study, the combined administration of alendronate and metformin
in mice with CIOA led to the protection against cartilage and subchondral bone damage. In mice
with CIOA, metformin led to a decrease in visfatin level. In addition, treatment with metformin,
alendronate, or their combination lowered the level of cartilage biomarkers (CTX-II and COMD),
while the level of MMP-13 was not influenced. In conclusion, personalized combination treatment in
OA according to clinical phenotype, especially in the carly stages of the disease, might lead to the
identification of a successful disease-modifying therapeutic protocol in OA.

Keywords: osteoarthritis; metformin; alendronate; biomarkers; visfatin; COMP; MMP-13; CTX-11;
histopathology




IIpomeHu B CyOXOHIpPAJIHATA KOCT, HUBATA HA BUCATHH U HA MAPKEPH HA
XPYLISUTHUS MeTa00Jau3bM cJiel (papMaKOJIOTHYHO JieYeHHe ¢ MeT(hOPMHUH U

AJCHAPOHAT MPH EKCIICPUMEHTAJIEH MOAEC/I HA 0CTE0aAPTPO3a

CyOxoHapanHaTa KOCT, KOSTO MMa OJM3KO B3aUMOJEWCTBUE ChC CTaBHUS XPYLISI,
MoKe J1a Ob/ie ¥ MOTeHIMAIEH TapreT 3a (apMaKoJIOTHYHO JICUCHHE B PAHHUTE CTaluU
Ha ocrteoapTpo3a (OA). Karo ce umar mnpenBuja JaHHUTE OTHOCHO pOJIATa Ha
aJMNOLMTOKMHUTE B naTtoreHezara Ha OA, mHTepec IpeiCTaBisiBa NMPUWIATAaHETO Ha
MEIMKAMEHTH, KOUTO MOBIUSABAT TSAXHOTO HUBO. MeT(hOpMHUH U ajeHIpoHAT Osxa
MPUWIOKEHH Ha MHUIIA Mojaen ¢ KojareHasa-unaynupana OA (KHMOA) xaro
MOHOTEpanus U B KOMOMHAIM. 3a OI[eHKa Ha MPOMEHHUTE B CYOXOHIpaHATa KOCT H
CTaBHHUS XPYLIsUT ce U3M0J3Ba olBeTsBaHe cbe cadpanud O. [Ipenu u cnen nedenue,
0s1xa U3MEpEeHN CepyMHHU HUBA Ha BUC(AaTUH 1 OMOMapKepu 3a OLEHKA Ha XPYLISUTHUS
merabomuspm  (CTX-II, MMP-13 u COMP). B HacToAmOTO MpoyYBaHe
KOMOWHUPAHOTO MPHJIOKEHHE Ha aleHApoHaT M MeTdopmuH npu mumku ¢ KMOA
JI0BEJIE 10 pelyllipaHe Ha yBpeaTa Ha Xpylsuia 1 cyoxoHapanHara kocT. [Tpu mumku
¢ KMOA, metdopmuH 10Besie 10 HaMalsiBaHEe Ha HUBOTO Ha BUC(aTUH. B nombiHeHue,
JICYCHUETO ¢ METPOPMHH, aJTCHIPOHAT UJIHM TSAXHATa KOMOWHALWS TTOHKH HUBOTO HA
Mapkepute 3a xpyusieH metabonuzsM (CTX-II u COMP), nokaro auBotro Ha MMP-
13 He Ge noBnusHO. B 3akiIroueHue, nepcoHaIM3UPaHO KOMOUHUPaHO JiedeHue npu OA
criope] KIMHUYHUS (PEHOTHUI, 0COOEHO B paHHHUTE CTaJUU Ha 3a00JIIBAaHETO, MOXKE /1
7oBesie 10 uJeHTUUIMpaHe Ha edeKkTuBeH OojecTo-Moauduuupal TepaneBTHYeH

IIPOTOKOJL.
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IMcopuaTuyeH apTpuT — CHA0BA XHIOTE3a

HoBust cucremarnuen 0630p Ha Lazar 1 chaBT. OTHOCHO KalMJISIPOCKOIICKUTE
IIPOMEHU B 30HaTa Ha HOKbTHATA I'bHKA MPHU ICOPUA3UC U NICOPUATUYEH apTPUT € OT
3HAYUTEJEeH WHTEepeC 3a HayKaTa W KIMHUYHATA MpaKTHKa KaTo C€ MMa MpPEeABHI
CHJIOBHTE aCIEKTH B MaToreHe3ara Ha 3a0ossiBaHeTo. Bb3 ocHOBa Ha aHanmu3a Ha 22
MIPOYYBAHHUS, aBTOPUTE MPABAT 3aKIOYEHHUETO, Ye MPHU OOJTHU € TICOPHA3UC 3HAUUTETHO
M0-YECTO CE€ YCTAHOBSIBA MO-HUCKA KalWISpHA IUTBTHOCT, MO-KbCHU KaNWJISPU U TO-
YeCTO € HaJULE naTojoruuHa Mopgosnorus. [Ipu ncopuatuden apTpuT ce HabJro1aBa ¢
M10-BHCOKA YE€CTOTA MI0-HUCKA KAWJISIPHA ILIBTHOCT, MUKPOXEMOPAru, MUKPOCHIOBE C
NaTOJIOTUYHA CTPYKTYypa, 0KaTO Kamwisgpure ¢ popma Ha GudH 3a Koca ca Mo-pesikH.

Te3n 3akIOUYeHUS nmoBauraTr BBIIPOCA OTHOCHO HAJIMYHUETO Ha CbAOBA IIATOJIOTHA C



pasnruyHa JIOKAJU3alusl MPH MICOPUAZHC U TICOPUATHYCH apTpuT (“‘ChaoBa xumoresa”).

AHamu3bT Ha CbAOBUTC IIPOMCHHU B PpPa3JIM4YHU AHATOMHUYHU 30HHU IIPpU
MCOpHUATUUYCH apTpUT, B T.4. KOXa, HOKbTHA I'bHKd, CHHOBHUAJIHA MCM6paHa BOOM OO
MPEIOJIOKEHUETO 32 HAllM4Ke Ha crneruduyHa ,,ICOpHaTuyHa‘“ Ch0Ba MOPQOIOTHSI.
OrnucaHo € HamM4KMe Ha U3BUTH KalWISIPU C XapakTepHa CTPYKTypa B IICOpUATHYHATA
IUIaKa, KOETO CE CUMTA 3a IIPU3HAK Ha Ch/I0BA JUCPEryJalys 1 NpeACcTaBiIsiBa KIIOYOB,
BEPOSITHO OCHOBEH AaCMEKT Ha TaroreHe3ara Ha 3aboisBaHero. llpm enekTpoHHO-
MHUKPOCKOIICKO H3CJIE[[BAHE HE € yCTaHOBEHO HAJMYHE HA MHOXECTBO aHACTaMO3U
MEXJy YCYKBAaIIUTE C€ KamwigpHU pameHa. ToBa BOAM A0 3aKIIOYEHHETO, ue
,,TIIOMEPYJIO-TI0I00HATA" CTPYKTYpa Ha KAMMIISIPUTE i1 Vivo € BU3yalleH eEeKT, KOWTO €
CBBbp3aH C HaOJIOJeHWE Ha Kamwiipure otrope. MHTepecen e ¢(eHoMeHBT Ha
HaOO/IeHUE Ha Kamwispu cbc cnerudpudyHa Mopdosorus, aHalorMyHa Ha Te3u B
MICOpUaTHYHATA IJ1aKa, CHIIIO B 30HaTa HAa HOKFTHUTE T'bHKH HE CaMO MPHU HAIUYUE HA
KIIMHUYHO OOJOBUMMU IICOPUATUYHH JIC3UU W HOKBTHH IMPOMCHH, HO W B CIIYHauTC C
MHTAKTHU KO’Ka U HOKTU. Moke Ja € HAJIMIEC BPb3Ka C BB3MNAJICHHUETO HA JUCTAJTHHUTC
uHTep(danaHreaaIHu CTaBU, KOETO B TE3U CIIy4aH Ja € CyOKIMHUYHO.

B 3aknirodeHue, HalIM4YMEeTO HA KamWspy B 30HATA Ha HOKBTHATa I'bHKA C
maToJIoruyHa Mop(bonormna IIpu MaqUCHTU C IMCOPHMATUUYCH apTPUT MOXKE Ja €
CBBHpP3aHO C pa3jIMuHU MpPOHECHU, B T.U 3aCATaHC HAa HOKTHTC W HOKBTHUTC I'bHKHU OT
nicopuasuc. [Ipu nurnca Ha HOKBTHO aHTAKUPaHE, APYTO MOTEHIMAIHO OOSICHEHHE Ha
HaxoJKaTa Moxke Ja ObJe Bpb3KaTa MEXIy HOKTHTE M JUCTATHA HUHTepdalaHTeanHa
apTpoIraTtusia, KoATo Aa € CBbp3aHa C HAJIMYUCTO Ha CHCHI/I(i)I/I‘-IHa Cb10Ba MOp(l)OJ'IOFI/Iﬂ B
CHHOBHAJIHATa MeM6paHa, AHAJIOTUYHU Ha CBOTBCTHUTC IIPOMCHU B objacTra Ha
HOKBbTHATa I'bHKa. KanuisspoCcKONCKUTE MPOMEHU MPU NICOPUATUYEH apTPUT MOraT Jia
ObIaT u3pa3 Ha crneuupuyHa ,.JICOPHATHYHA CHAOBA MOP(]OIOTHs, CBBp3aHA C
MMaTOreHETUYHHUTE MEXaHU3MU Ha 3a00JIIBAHETO U B HIKOHU cjIydau Ja ca Cy6KJ’II/IHI/I‘IHa

HaXO/Ka.
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Abstract: Introdwetion: The “scleroderma™ type capillaroscopic patiern is a reference patiern i rh
gy thal is a diagnostic sign for syremic sclerotis (SSc) in an appropriate clinical context and s tbrerved in
more than 90% of scleroderma path Similar micro lar chanprs, the so-called “sckerodama-like™,
have been described albeit in a lower proportion of paticnts with ather rheumatic diseases, such 24 derma-
tomyositis (DM). undifTerentiaied connective lissue discases (UCTD). systemic Jopus erythematosus (SLE).
etc. Three distinct stages of “sclcroderma™ pattern have been suggesied by Culolo of o, Le., “early”, “active”.
and “latc™, However, discase duration is just one of the factors that contributcy to the progression of mcm-
vascular changes, and in this regard, “active™ or cven “latc” paitemn could be obscrved in patients with shorter
disease duration. In addition, stable microvascular changes could be found for long periods in other cases.

%

Objective: The aim of the study was to ascess the p ¢ of differentiating fe “scicroderma™
pattern in $S¢ and “scleroderma-like™ partern in other theumatic discascs.

Methods: 684 capillsroscopic images demonstrating a “scleroderma™ and “sclerod like™ p have

been analysed in the cumreat rerospective cross-sectional study. 479 capillaroscopic pictures were obrained

from 50 SSc patients, 105 from 7 DM patients, 38 from 10 theumatoid arthrizis (RA) patients. 356 images from

5 paticats with SLE. and 26 images from 9 patients with UCTD. All capillaroscopic imzges ased in the cor-

rent apalysis have fulfilled the criteria for “sclenderma/scleroderma-like” pattern, as the pathological changes

in the capillaroscopic parameters have also been confirmed by quantitative measurement of capillary dame-

ters, capillary density, and intercapillary distance. All the images have been categorized inio one of the fol-

lowing groups, i.e., “early”, “active™ and “late™ phascs (according to the definition of Cutolo 1 al.). or “other™

findings. the laner being specifically described as they could not be attributed to one of the other three c2tego-

ries.

Rexults: 479 capillsroscopic pictures were obtained from 50 scleroderma patients. 31 of them showed an ~ear

1y”, 391 an “activc” phase, and 57 a “{ate™ phase “scleroderma™ type microangiopathy. bn 69 images asueceed
as an “active” pattern, necangiogenesis was found. In 43 out of 105 capillaroscopic pictures from DM pa-
ticnts, an “active™ phucmdcmcted. in 2 of the images. a “[ate™ pattern was found, and in 60 capillaroscopc
pictures, necangiogenesis in combination with giant capillary loops was observed. Early microangiopathy was
not found in this group. Among upllhmmnplc images from SLE patienis, “late™ phase mmnguopuhy was
not found. “Early” phase was present in 3 images, “active™ phasc in 29, ncoangiogencsis in “active™ phase
4 pictures. Early m:cmangwpmhywas detected in 11 capillaroscopic pictures from RAmn:ms(Sund")
patients), an “active™ phace in 4 images (3 patients), and in 23 capillaroscopic images. gogutns with
mild espillary derangement and capillary loss and single giant capillaries {“rheumatoid pecangiogenic pai-
tern™) were observed. Classic “late™ type microangiopathy was not found in RA patients as well as among pa-
tients with UCTD. The predominant capillaroscopic paitemn in UCTD patients was early microangiopahy (o =
23). The rest images from UCTD exhibited features of the “active™ phase.

Conclusion: In conclusion, early microangiopathy was obseyved in RA. SLE. and UCTD panml:. bt pot in
patients with DM. An “active™ phasc “scléeroderma™ type capillaroscopic pattern was detected in all patient
groups other than 85c, i.e., DM, SLE, RA, and UCTD. “Late” phase “scleroderma™ rype microangiogathy
wpmcmmpancmsmlhscluudmmandDMandw:snmobsmndelLRA.mdUCTD Despuite the
fact that in some cases, microangiopathy in scleroderma and other rheumatic diseases may be indistiaguisha-
ble, the results of the current rescarch have shown the presence of some differentiating features botwoen “scle-
roderma™ and “scleroderma-like™ microangiopathy that might be a mombological phanomanon associated
with difTerences in the pathogenesis and the degree of microvascular pathology in various rheumaric diseases.




“CriepoaepMeH” H “CKJIepPOaepPMO-NI0A00€eH” THI KANTWJISIPOCKOINICKA KAPTHHA —

NMPpUWJIMKHA " Pa3/IMKN

Boeenenue: "CkiaepoaepMHHUAT" THUIT KalWIIPOCKOIICKAa KapTHHA € pedepeHTHa B
PEBMATOJIOTUSTA U B CHOTBETEH KJIMHUYEH KOHTEKCT € IMarHOCTUYHA 32 MIPOrpecuBHA
cuctemaa ckiepo3a (IICC) karo ce nHabmomaBa mnpu Hag 90% orT ciydawure.
AHaJOrMYHM MHMKpPOBACKyJIapHU IIPOMEHHU, KOMTO C€ O3HAa4yaBaT KaTo '"CKIEpoaepMo-
no100eH" TUII ce YCTaHOBSIBAT U IPU MO-MaJIKa YacT OT NAI[UeHTH C JPYTH PeBMATUYHU
3a0onsBanus, karo jaepmaromuosut ([AM), Hemudepennmpano 3a0ojsBaHEe Ha
ceeaunutTenHara ThkaH (H3CT), cucremen nymyc eputemarosyc (CJIE) u np.
"CrJiepoiepMHHAAT" THUI KaNWISIPOCKONICKM TIPOMEHH c€ CTagupaT B TpH (aszu
npemioxkenn ot Cutolo u cbrp. - "panna", "aktuBHa" u "kbcHA" (a3a.
[TpoabmxuTenHOCTTa Ha 32a00JIIBAHETO € CaMO €MH OT (DAKTOPUTE, KOUTO TOTMPUHACST
3a MporpecusiTa Ha MUKPOBAaCKyJIapHUTE NMPOMEHM M B Ta3W Bpb3Ka MOXKE Ja ce
HaOmo/laBa ,,aKTUBHA WU JIOpU ,KbCHA (a3a TpW MalUeHTH C IOo-KpaTKa
MPOIBIDKUTENHOCT Ha 3a00siBaHeTo. OT ipyra cTpaHa, MUKPOBACKyJIapHUTE TPOMEHHU
MoraT a ObJIaT CTAOMIIHU 32 IBJITH TIEPUOJIU B APYTHU CIyYaH.

Ilen: Ilenra nHa mnpoyuBaHeTo O 1Oa c€ OICHM HAIMYUETO HA OTIUYUTEIHU
XapaKTepUCTUKU MEXIY "CKIIepoJepMHHUs" TUIl Kanuisipockorcka kaptuHa npu [ICC
U "cKiIepoIepMo-110100HUS" TUIT ITPU APYTH PEBMATUYHH 3200 IsIBaHUSL.

Metonu: B perpocnekTuBHO mpoyuyBaHe Osixa aHaMM3UpaHu 684 KanmuIspOCKOICKU
M300pakeHHs, KOUTO OTTOBAPSAT HA KPUTEpUUTE 3a "CKIieposiepMeH" U "CKiIepoaepmMo-
nofo0eH" TUN KamWspOCKOICKa KapTuHAa. 479 KanuiaspOCKONCKH CHHUMKH Osixa
nonydeHu ot 50 marmumentu ¢ [ICC, 105 ot 7 Gomnu ¢ JAM, 38 or 10 mamuentu c
peBmatouneH aptput (PA), 36 usobpaxenus ot 5 6omuu cwe CJIE u 26 cHumMku ot 9
naqueHTd ¢ H3CT. Bcuuku KanuiasipoCKONCKHM HM300pakeHHs, H3MO0J3BaHU B
HACTOSIIINS aHAIM3 MOKPUBAT KPUTEPHUHUTE 3a '"CKIEPIEPMEH/CKIEPOIePMO-TI0I00eH"
THUT KalWISIPOCKOTICKA KapTUHA, KaTO MaTOJIOTMYHUTE MMPOMEHH B KAIMHISPOCKOIICKUTE
napamMeTpu ca IMOTBBPACHU Upe3 KOJMYECTBEHO HU3MEpBaHE Ha JMaMETpUTE Ha
KaluasipuTe, KamwisipHaTa IUIBTHOCT M MEXAYKAMUISPHOTO pPa3CTOsHUE. Bcudku
M300pakKeHHS ca KaTerOpU3UpPaHy B €HA OT CIAEAHUTE MOATPYIH: ,,paHHA", ,,aKTUBHA""
u ,kbcHa* ¢aza (cropen aebununmsta Ha Cutolo u CcbTp.), WIH ,,APYTH* HAXOIKH,

KOHTO Ca CHCLII/I(bI/ILIHO OIIMCaHH.



Pesynratu: 479 xanmuispoCKOTICKM CHHUMKH Osixa mojydeHu oT 50 manmueHTH Cbe
ckiepoaepmus. 31 OT TIX oTroBapsxa Ha XapakTepUCTHKUTE 3a "panna", 391 — Ha
"akTuBHA", a 57 — Ha "KbcHA" ¢a3za “ckieponepMer’”’ THN MUKpoaHruomnatus. [Tpu 69
M300pakeHHs, OIICHEHH KaTo "akTuBHA" (a3za € perucTpupaHo HAIMYHMETO Ha
Heoanruorenesa. I[lpu 43 or 105 kanuiaspoCKOINICKM CHUMKHM Ha manueHTu ¢ JM e
ycraHoBeHa "aktuBHA" ¢a3a; B 2 - "kbcHA" (asa, a Ha 60 KaMWIAPOCKOIICKH CHUMKH Ce
Ha0JIr0/1aBa HEOAHTUOTeHE3a B KOMOMHALIUS ¢ TUTAHTCKU KanujsipHu OpuMku. B Ta3m
rpyna He € OTKpUTa paHHa MUKpoaHTrHomnaTtus. Cpes KanmisipoCKOIICKUTE H300paskeHus
ot mamueHTH cbe CJIE He e oTkputa "KbcHA" (haza MUKPOBACKYJIAPHH TPOMEHH.
»PaHHa* ¢a3za ce ycTaHOBM Ha 3 M300pakeHUs, ,,aKTHUBHA ¢a3za Ha 29 CHUMKH,
HEOAHTMoreHe3a Ipu ,,akTUBHA™ (a3za — Ha 4 cHUMKHU. PaHHa MuKpoaHruonaTtus Oe
oTKpuTa B 11 KamuiaspOCKOIICKM CHUMKH OT mnanueHtu ¢ PA (8 or 9 marueHTH),
"akTuBHA" ¢daza B 4 wuszoOpaxkeHus (3 manmMeHTH) M Ha 23 KamWISIPOCKOIICKH
M300paKeHUsI - HEOAHT'HMOT'€HE3a C JIEKO HapyILIEHHUE B [TOIPEXK/IaHETO U JieKa 3aryda Ha
KallWIsipu B ChUETaHUE C E€AMHUYHU TMTAaHTCKU Kamwisipu (,,peBMaToOMJIEH” THUIl C
HeoaHTHoreHesa). Kimacudecka "kbcHa" (paza “ckiepoaepMer’ THIT MUKPOAHTHOIIATHS
He € oTKpuTa npu nanuentu ¢ PA, kakto u cpen cinydaute ¢ H3CT. IIpeobnagaBamust
TUI Kanwigpockorcku npoMenu npu nauuentute ¢ H3CT ortroBapsar Ha kpuTepuure
3a paHHa MuKpoanruonaTtus (n = 23). OcraHanuTe M300paKEHHS OT MAIMEHTHUTE C
H3CT noka3Bar xapakTepucTHKH Ha "akTuBHA" (a3a.

3akioyeHue: B 3akitoueHne, paHHa MUKpOAHTHONIATHs ce HaOIro/1aBa MpH NAllMEeHTH C
PA, CJIE u H3CT, Ho He u npu Oonnu ¢ [IM. "AxtuBHa" ¢aza "ckiepoaepmen" tum
KaIUJISIPOCKOIICKA KapTHHA O€ yCTaHOBEHA MPH BCUYKH IPYIU HNAlUEHTH, PA3INYHHU OT
[ICC, B tu. M, CJIE, PA u H3CT. ,KbcHa“ ¢aza ,ckimepoaepMeH™ Tu
MUKPOAHTHOIIATUsl CE YCTaHOBU IIpHU IALIMEHTH CbC ckiepoiepmusa u [IM, HO He ce
naomonasa npu CJIE, PA u H3CT. Bempeku ¢akra, ye B HIKOM CIy4yau
MUKPOAHTHOTIATUATA NIPH CKIEPOAEPMUS U APYTU peBMAaTUUYHU 3a00JIsIBaHUS MOXKE Ja
ObJie HepaszIMuuMa, pe3yJITaTUTEe OT HACTOSIIOTO MPOy4YBaHE covaT HAJUYMETO Ha
HSAKOU OTJIMYMTEIHU XapaKTEPUCTUKH MEXIy 'CkiepoiepMHua" u '"ckieponaepmo-
noJ00HM" THIT MUKPOBACKYJIAPHU MTPOMEHHU B 4acT OT ciiydauTe. Te3n pa3iuku Moxe
na ca MopQosorudyeH (eHOMEH CBbpP3aH C pa3jIMuusiTa B IaTOreHe3aTa U CTENeHTa Ha

MUKpOBACKyJIapHa yBpe/la IpU pa3INuHUTE PEBMAaTUYHU 3a00IsIBaHHUSL.



11. Lambova SN. The value of nailfold capillaroscopy in the classification and differential
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CToOIHOCT HA KANMJISIPOCKONUATA HA HOKbTHA I'bHKA NPH KJIACH(PUKAIUATA U
audepeHuuaJHaTa AMArH03a HA peHomMeHa HA Raynaud B peBMarTosiorusita

Cpen MHCTPYMEHTAJIHUTE TEXHUKH, KalWISIPOCKOIUATa UTpae BOJEIIA poJisl B
OlIeHKaTa Ha marueHTu ¢ ¢eHomeH Ha Raynaud (®DP), Thit kaTo ToBa € €TUHCTBEHUSAT
MeToA 3a MOp(dOoJOrHYHa OICHKAa Ha KalWJIsIpUTE B 30HATA Ha HOKHTHATA T'bHKA C
AOKa3aHa AWMArHoCTU4YHa W IMPOTHOCTUYHA CTOMHOCT B pPEBMATOJIOTrUATA. ,ZII/ICKyCI/ISITa
OTHOCHO aKTyallu3upaHeTo Ha kinacudukaiusara Ha OP B peBMaTonOrusaTa € HHTEPECHA
MpeABU]] Pa3BUTUETO HA AKTYaJTHOTO MMO3HAHUE OTHOCHO KAMUIIIPOCKOIICKUTE HAXOJIKH
npu pEeBMAaTUYHU 3a6OJ'I${BaHI/I$I, KaKTO W YCBBBPUICHCTBAHCTO HA HMMYHOJIOrMYHAaTa

nuarHoctuka. [Ipu mepBuuen @P moxke fa ce ycTaHOBH pa3lIMpeHUe Ha "UCTUHCKUTE"



KanuisgpHua nuameTpu. MiMa ciyyau ¢ nmbpBudeH RP, mpu KOUTO KanmuiasipoCKOICcKaTa
KapTHHA € HOpMaJlHA U HE C€ YCTAaHOBSBAT AWJIATUPAHU KAIMISAPHU, KOETO MOXE J1a €
CBBP3aHO C TMPOIBJDKHTEIHOCTTa M TEXKECTTa Ha CHMIITOMUTE. BB3MOXHO € mo-
rojsiMaTa NpoIbJKUTENHOCT U MO-U3pa3eHaTa TeXKECT Ha CUMIITOMUTE J1a ca CBhP3aHu
C MosIBaTa Ha pa3IIMPEHNE HAa KAMWIAPUTE KaTo ca HeOOXOAUMH OBbACIIU M3CIIeIBaHUS
1o temara. Psko Moxe J1a ce yCTaHOBH MATOJIOTMYHA KaWISIPOCKOIICKA KapTUHA MPH
naruenTy ¢ P, mpyu KOUTO KIMHUYHHUTE, Ta00PATOPHUTE U UMYHOJIOTUYHUTE HAXOAKH
ca B TMOJKpena Ha jauarfozara ,nbppBudueH OP“. Tesum ciayuam TpsOBa ga ce
kJacuuIupar Kato ,,CyCleKTeH BTOPHUYEH U U3UCKBAT KPATKOCPOUYHO MPOCIE/IsIBaHEe
3a olleHKa Ha eBoutonusATa Ha cumrromute. [Ipe3 2013 r. B HoBHTE Ki1acu(pUKAMOHHU
KpuTepuu 3a nporpecuBHa cuctemHa ckiepos3a (IICC) Oe BkiaroyeHa maTonoruyHara
,CKIEpOJepPMEH  TUIl  KaNWISPOCKONCKAa KapTHMHA. AHAJIOTMYHU  MPOMEHH
(,,cxieposepmMo-niofo0eH* THM) MoraT Ja ce HalbloJaBaT MpU APYTd PEBMATUUYHH
3a0ossiBaHMs KaTo HeaudepeHupano 3adosaBane Ha cheauanTenHara Tekan (H3CT),
CHCTEMEH JIYITyC €pUTEMATO3yC, I€PMATOMHUO3UT, PEBMATOUICH aPTPHUT, BKIFOUUTEITHO
0e3 JaHHM 32 MPUIIOKPHBAHE CHC CKIEPOJEpPMHUs. BBIPOCHT OTHOCHO MosiBaTa Ha
TaKrBa MUKPOBACKYyJApHU HaXOAKH IpH Ae0r0Ta Ha APYry 3a00sIBaHUS Pa3INdHU OT
I[ICC ne e nobpe npoyueH. B cobcTtBeHO mpoyuBane, ,,CKIEPOAECPMO-TIOJ00CH ™ THII
MUKpOaHTHONaTusi Oe HaOJrojaBaHa KAaTo HadalHAa HAXOJKa IMPH HSIKOM CHCTEMHH
peBmaTnuHu 3abonsBanusa, kato H3CT u cucremeHn nymyc epuremarosyc. B Tasu
BpPB3Ka, MHTEPIPETAIUATA HA KAMUISIPOCKOIICKUTE HAXOIKH Ce U3BBPIIBA B ISUIOCTEH
KOHTEKCT C aHalM3 Ha KIMHWYHATA KapTHHA W PE3yJTaTUTEe OT JIAOOPATOPHUTE M

HMYHOJIOTHUYHHU U3CJICIBAHUS.
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BEBNTAPCKO OPYXECTBO NO PEBMATONOINUA

HAUWOHANEH KOHCEHCYC

3A

KANUNAPOCKONWA B PEBMATONOITNATA

O-p C. NamGopa, am
O-p B. boagkuneBa, oM

BbBEAEHME

Kanwnnpocmnnma Ha2 HOKBbTHA MNbHK3 € HEeWH-
BA3UBEH UHCTPYMEHTANEH MEeTod 33 aHanu3 cTpyk-
TypaTa Ha KanWNApUTE B 30HATE HA HOKLTHATA MbH-
ka. MIMEeHHO B 30HATA HA HOKLTHATA MBEHKA Ce ABABAT
PaHHU MUKPOBACKYNapHW MPOMEHW NPU NauWeHTH
¢ peBmathynM 3abonAsanna U nepudepeH cbaoe
cHHOpOM. XapakTepHa NaTonorMyHa KanunsapocKkon-
CKa KapTuHa ce HabnopaBa ¢ BMucoka 4YecToTa (>
90%) npy nauyneHTUTS ¢ MpOrpecHBHa CUCTEMHA
ckneposa (MCC) — THap. “cknepogepmen” TMN Ka-
NMWNAPOCKONCKa Haxogka. PassweawoTo ce nosHa-
HWEe OTHOCHO pONsATa Ha MEeToAUKaTta 32 paHHara
OMarHoCTWKa Ha CKNepogepMUATa NpOoBOKMPa Npo-
BEXAZHETO HA MEXAYHAPOAEH MYNTULEHTPOB Npo-
ekT, Ha §a3ata Ha KOWTO ce MPMEeMaT HOBM Knacu-
HUKaLMOHHW KpUTEPKUK 3a MNCC OT eBponencraTa M
aMepMKkaHckaTa chenosHa opraHusaumsa (European
League Against Rheumatism/EULAR » American
Coliege of Rheumatology/ACR, 2013 r.), B KOUTO Ce
BKMOYBA W MATONOrMYHATA KanWMAPOCKONCKA Ha-
xogka (Van Den Hoogen et al,, 2013).

Bunpekd roneMus UHTEPEC KbM KaMWMApOCKo-
MWATA B PEBMATONOTMATA NPE3 NOCNEAHUTE rOOMHM,
nuncaTta Ha NpWeT MeXAyHapOoOeH KOHCEHCYC Ha
CLCNOBHUTE OpraHM3auM OTHOCHO KanunaApocCckon-
CKa HOMEHKNATypa W MHTEPNPeTaLus Ha HaxoakuTe
B0OM A0 BapuayvKi B U3INON3BAHE HA TEPMUHOMNOIMM-
ATA B €XCOHEBHATA KNWHWYHA NPaAKTUKE W B Hayd-
HaTa nuTepaTypa. MNpoAbKaBaLLM UHULMATUEN HA
rpynaTta kbMm EULAR 3a naydyapaHe Ha MUKDOLMPKY-
nauuAaTa npy peeMatudHA 3abonseaHwa noBene A0
YTBbMKAABAHE Ha OCHOBHMW NPHHLMMM C LGN CTaH-
AAPTU3KPEHE HA METOAMKATA 34 LENATE HA KNUHKUY-
HaTa NpakTUKa W HaydHou3cnegosaTtenckara gen-
HOCT, KOWTO BKNKMBAT TEPMHUHONOIMYHO YTOYHABAHE
Ha BapuauuMTe B KanunapHaTta mopdonorus (Cutolo
et al., 2018), pasnu4aBaHe Ha “CKNEPOAEPMEH” OT
"HECKNEPOAEPMEH” TUM KANWMAPOCKONCKa KapTUHA

. 3HaYUTENHUAT Hanpenbk

B CbBPEMEHHOTO MNO3HAHWE 33 KanWrnsipocKonckMTe
NPOMEHW NPU PEBMATUYHK 3a60NABAHUA U TAXHATA
WHTERMNPETALIWA, KAKTO U BCE MO-LUMPOKOTO Mpuno-
HEHWE HA METOOMKATA Ca B OCHOBATA HA Heobxoaw-
MOCTTa Aa ce 0D0BIAT CBETOBHMAT U CODCTBEHMAT
ONUT B HACTOALMA KOHCEHCYC OTHOCHO NpUNoXe-
HWETO HA KanunApOCKONMATA B PEeBMATONOrMATA.
KOHCEHCYCHT BRMIOMBA CNEOHUTE pasgen:

I. Mpuryunu Ha npoeexdaHe Ha KanunNApPo-
CHOMCKOMO uacnedaarie;

Il. CcHOGHL KanURRPOCKONCKU NapamMempu;

. Kanumapockoncxka Haxodka npu  3dpasu
nuya u sapuayuy Ha opmama. CuzypHu Npu3Hayy
38 MUKPOaRauonamus;

IV. Pona Ha kanunapockonuama npu dugeper-
YUpaHE Ha MbPaUYEH OM amopuyeH (heHOMEH Ha
Raynaud,

V. “CrnepolepMer” mum KanunAPOCKONCKU
POMEeHL;

V1. Culdvpxanue ra ¢guwa ¢ pesynmamume
Om KanuUIAPCCKONCKOMO uscnedeaHe;

V. CepmucbuyupaHe Ha cneyuanucmume no
pEaMamo0aus 38 U3EbPLIBAHE Ha KaNUMTAPOCKOMUA.

National consensus on capillaroscopy in rheumatology

Nailfold capillaroscopy is a non-invasive instrumental method for

morphological analysis of capillaries. Early microvascular changes appear namely in

the nailfold area in patients with rheumatic diseases and peripheral vascular syndrome.



A characteristic pathological capillaroscopic pattern is observed with high frequency (in
some studies > 90%) in patients with systemic sclerosis (SSc) - the so-called
"scleroderma" type capillaroscopic pattern. The evolving knowledge about the role of
capillaroscopy for early diagnosis of scleroderma stimulated an international initiative
— a multicenter project that resulted in acceptance of new classification criteria for SSc
by the European and American scientific societies in rheumatology (European League
Against Rheumatism/EULAR and American College of Rheumatology/ACR, 2013), in
which the pathological capillaroscopic pattern is included as a criterion (Van Den
Hoogen et al., 2013). Despite the great interest in the use of capillaroscopy in
rheumatology in the recent years, the lack of accepted international consensus of the
professional organizations regarding nomenclature and interpretation of the findings
leads to variations in the use of terminology in daily clinical practice and in the scientific
literature. Ongoing initiatives of the EULAR group for the study of microcirculation in
rheumatic diseases led to approval of basic principles in order to standardize the
methodology for the purposes of clinical practice and scientific research. They include
clarification in terminology regarding variations in capillary morphology (Cutolo et al.,
2018) and algorithm for differentiation of “scleroderma” from "non-scleroderma" type
capillaroscopic pattern.

Significant progress in the current knowledge about the capillaroscopic changes
in rheumatic diseases and their interpretation, as well as the wider application of the
method are stimuli to summarize the world and own experience in the current consensus
about the use of capillaroscopy in rheumatology.

The consensus includes the following sections: I. Principles how to perform the
capillaroscopic examination; II. Basic capillaroscopic parameters; III. Capillaroscopic
findings in healthy subjects and variations of normal. Definite signs of microangiopathy;
IV. Role of capillaroscopy in differentiation of primary from secondary Raynaud's
phenomenon; V. "Scleroderma" type capillaroscopic pattern; VI. Content of the results
of capillaroscopic examination; VII. Certification of specialists in rheumatology to

perform capillaroscopy.
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ASSOCIATION BETWEEN BODY COMPOSITION AND BONE MINERAL DENSITY
ASSESSED BY WHOLE BODY DUAL-ENERGY X-RAY ABSORPTIOMETRY

M. Nikolev', S. Lambova? N. Nikolov!

'Clinic of Rheumatology, UMHAT “Dr G. Stranski”, Department “Cardiology, Pulmonclogy and Endocrinology”, Faculty of Medicine,
Medical University — Pleven, Bulgaria
2 Department of Propaedeutics of Internal Diseases "Prof Dr Anton Mitov”, Faculty of Medicine, Medical University of Plovdiv,
Department of Rheumatology, MHAT “Sy. Mina” — Plovdiv, Bulgaria

Abstract. Despite the observation that higher body weight has protective effect against the development of
osteoporosis, accumulating evidence suggests the presence of negative impact of obesity on bone function
associaled with the low-grade inflammation and production of proinflaminatory cyfokines frem dysfunclional
adipose lissue in obese individuals. These data stimuiate the interest and suggest need for clarifying studies
about the association between the body compositiornr and bone mineral density. The aim of the current study
was fo evaluate the association betwesan body mass index (BMi), body composition (fat mass and lean body
mass) and the bone mineral density of the lumbar spine and femoral neck assessed by whole body scan using
DXA (Dual-energy X-ray absorptiometry). A retrospective study was performed with analysis of patient data
who have undergone whole body scan in Medical Center "Avis Medica” Pleven, Lunar Prodigy device. The
values of T-score of the lumbar spine and femoral neck and their associations with body composition and BMi
were analyzed. 111 women af a mean age of 59 t 8 years were included in the study. In the patienfs with T-
score vaiues = /-2.5/ of the lumbar spine and femoral neck BM{ was significantly lower. In the group of patients
with T-score values of the lumbar spine = /-2.5/ (n = 27), significantly lower fat mass was found (2239.90
607.63 grams)} in comparison with the cases with T-score > /-2.5/ (n = 84) (fat mass 2510.41 + 570.68 grams;
p = 0.037). The lean body mass in the patients with T-score £ /-2.5/ of the lumbar spine (402530 + 862.58
grams) was also significantly lower vs the group with T-score > /-2.5/ (4760.09 + 607 63 grams; p = 0.000}. A
significant difference of body lsan mass was also found between the groups with different T-score of femoral
neck (4110.60 + 832.01 grams in patients with T-score of femoral neck < 2.5, n = 15; 4802.01 + 862.87 grams
in those with T-score > 2.5, n = 96, p = 0.004). Regarding the fat mass and fat percentage in the groups with
different T-score of the femoral neck, they were lower in the patients with ostecporosis with T-score < /-2.5/,
but the difference reached statistical significance anly for the fat percentage (31 vs 38%, p = 006) but not for
the fat mass (p = 0.081). The resufis of the current study confirm the protective effect of the higher lean and fat
mass against the development of osteoporosis with possible leading role of the lean mass.



ACOLUUALNA MEXAOY TENECHUA CBCTAB U KOCTHATA MUHEPANHA NNBTHOCT,
OLEHEHW YPE3 DXA HA LUANO TANO

M. Hukonos’, C. JlamGoBa?, H. Hukonos'

"KnuHuka no pesMatonorda, YMBAN “O-p I CTpaHcku', Katenpa “Kapouanorva, NynMenorya U eHOOKpUHONOrUA”,
MeauLUHeKU chakynTeT, MeauuuHeru yHupepeuTeT — MneeeH, Bbnrapun
2OT1aeneHde no pepMatanorda, MBAN “Ce. MuHa”, KaTegpa no nponegebBTUKa Ha PLTpelWHUTe BonecT “Mpod. A-p AHTOH MUToR”,
MegnunHekn dakyntet, MeguuuHcki yHneepeutet — MNMnosawve, Brirapua

Peasome. Burpeku HabrnodeHuemo, Ye No-eUcoKkomo MeflecHOMo Meano UMa NPOMeKMuseH egekm omHoc-
HO paseumue Ha oCMeonopo3aa, MoHacmoaAwWeM ce Hampyream doxasamencimea 3a He2amuaHo ebadelicm-
8ule Ha 3amibecMAGaHemo gbpPXy KocmHama (hyHKUUA, KOemo ce C8bP3saa ¢ HaIUHUEMO Ha HUCKOCMeneHHO
ghananeHue u npodyKuus Ha NPouHEbIaMamopHU LUMOKUHL 0m JucthyRKUUORanHama MacmHa mbKaH npu
samnbcmAgade. Teau cxeawjaHus ca 8 OCHOBAMA HA HAPACMeaWus ukmepec 4 Hyxdama om ymoyHss8a-
uju wacnedsaHun 3a epbakama Mexdy menecHus Cbemas U KOCMHama MuHepanya nibmyocm. L{enma Ha
racmoswomo npoydysade be da ce oueHy acoyuauusma mexdy undexkca Ha menecHama maca/body mass
index (BM!), menecnur cbemas (Macmea u tucma Maca) U kocmHama MuHepanna navmaocm (KMP) va
nymbanen 2pbbrak u bedpeHs WUiiKa, OUSHEHU Yped ckaHuPaHe Ha Usnc mano ¢ DXA (dual-energy x-ray
absorptiometry). Mposedeno Be pempocneKmusHO NpoyYeaHe ¢ aHanuya Ha JaHHU Ha nayuermyu cried cka-
rupaHe Ha yano mano ¢ DXA e MU “Aeuc Meduka” — lneeen, anapam Lunar prodigy. Ananusupadu ca
cmolHocmume Ha T-score Ha nymbarneH apbbHak, T-score Ha daeme Bedpenl WUGKY u acolualiuume usM ¢
menecHUA chcmas (Macmya U Jucma maca) u BMI. B npoyqysanemo ca skniovenu 111 xendu na cpedna en3-
pacm 59 £ 8 208unu. lpu nayuenmku cbe cmoliHocmu Ha T-score S /-2.5/ Ha nymbaner 2pbbiak u GedpeHa
wistixa BM! 6e sHavumenno no-Huckk. [pu nauuesmyu cbc cmolnocmu Ha T-score £ /-2 5/ Ha nymbarieq
egpnbraK (1 = 27} 6e yemaH08eHo CusHUGBUKaHMHAD MO-HUGCKO KOUYecmeo Ha MacmHama mMace (2239.90
+ 607.63 g) e cpasHerue coc criydaume ¢ T-score > /-2.5/ (n = 84) (Macmra maca 2510.47 £ 570.68 2 (p =
0.037). Konudecmeomo Ha Yucmama Maca npu autiama ¢ T-score £ /-2.5/ na nymBaneH epbBHax (4025.30 £
862.58 ) cowo be cusHubuKaHmHo No-HUCKO 6 CPasHeHue ¢ apynama ¢ T-score > /~2.5/ (4760.09 + 607 63
2; p = 0.000). CmamucmuYecKky sHa4qUMa pasfiuka ce YeIaHoey U To OMHOWeHUe Ha Jucmama Maca Mexay
apynume ¢ pasfiuden T-score Ha edpena wudke (4170.60 + 832.01 2 npu T-score Ha edperea wulka < 2.5, n1
= 15U 4802.01 £ 862.87 2 npu T-score > 2.5, n = 96, p = 0.004). Npu cpagHeHue Ha apynume o npusHax T-
score Ha 6edpera wiulika TPOUBHMHOMO ChO0bpXKaHUe Ha MacmHa mbkaH 68 CuzHUGDUKaHMHO Ta-HUCKO Npu
nayueHmume ¢ ocmeornoposa ¢ T-score < /-2.5/ (31 cipamo 38%, p = 006), Ho pasniukama é Macmrama maca
He docmugHa cmamucmudecka sHavlimocm (p = 0.081). Pesynmamume om npoy4eaHemo ca & nomenpx-
Jderue Ha NPOMeKMuUEHLA eqheKkm Ha No-8UCOKaMa YUCcma U MacimHa Maca Mo OMHOWeHUe passumuemo Ha
ocmeornopo3a ¢ eepoAmya acdewia porsa Ha Yucmama Maca.
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TAXANE-INDUCED SCLERODERMA-LIKE SKIN CHANGES -
REVIEW OF THE LITERATURE AND CASE REPORT
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Abstract. Taxanes (pacfitaxel, docetaxel) are antineoplastic agents used in advanced ovarian, breast, lung,
head and neck cancer. Diverse cutaneous adverse reactions associated with taxane administration have
been reported such as builous eruption, onycholysis, acral erythema, erythema multiforme, pustular eruption,
scleroderma-like skin changes of both upper and lower extremities. Here, we report a case of 48-year-old
female patient, who presented for consultation with rheumalologist with complaints of hand and finger cedema
and stiffness. Oedema and mild skin thickening of the fingers and hands were evident at physical examination.
Inflammatory joint pain, synovifis, Raynaud’s phenomenon and trophic changes were not present. Standard
faboralory tests, i.e., complefe blood count and biochemistry tests were within normal values. The patienf was
euthyroid. Immunclogical tests were negative (antinuclear antibodies; antibodies against extracfable nuclear
antigens — dsDNA, Sm, RNFP, Scl-70; anfiphospholipid antibodies — anticardiolipin, anti-befa-2-glycoprotein;
anti-CCP antibody and rheumatoid factor). Capillaroscopic examination did not reveal signs of microangiopathy.
Skin biopsy was perfomned in the area of a proximal phalanx and the hisfological examination revealed dermal
cedema and superficial scant perivascufar infiltrate confaining lymphocytes and histiocytes. The patient had
undergone an operation for breast cancer 13 years ago and subsequent second operation because of cancer
recurrence 7 years ago. After the second operation chemotherapy was performed that included 1 cycle with
paclitaxel and 4 cycles with docetaxel. The analysis of the case led to the conclusion that the scleroderma-like
skin changes of the fingers and hands are induced by taxane administration in the past. The patient received
corticosteroid treatment for 7 months with gradual resolution of symptoms.
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Pearome. Takcarume (paclitaxel, docefaxell ca uyimocmamuyu, uanonaeadu 3a f1edeHue Ha InoKavecm-
saHuU Heonnaamu Ha rRawHuyu, espda, 67 dpob, Ha opaanu 8 obnacmmea Ha8 enaas u wur. HabmodaseHu
C8 Pa3NTUNHU KOXHU HeXenanu peaxuuy, CebpIaHu ¢ MpuroXeHueme Ha maxcadu, a8 m.+. Bynosen obpua.
oRUXONUAE, epumemMa Mynmughcpma, Rycmynu, cxi1epodepmonodobHuL KOXHU MPOMEHU Ha 20pHU W OonHu
rpalruyu. fMpedcmasame criyyall Ha 48-200uiLHE NEUUEeHMKE, HACOYEHA 38 KOHCYMAaUUR ¢ DEeaMamonos,
€ ORNAaK8aHUR OM OMOK U CKOAAHOCM Ha Npbemume U pohieme. (pu chuauranyo uacnedeade ce ycmaHo-
guxg OmMoK U [IeK0 yrifibmHAaaHe Ha KoxXearmna Ha ipbecmume u pbueme. He ca omyumam ewananumenHa
cmaeHa 6onka, cuHoaum, heHomer Ha Raynaud v mpoghuuHu npomedu. Cmandapmiyume naSopamopHis
Mecmose, 8 /N4, Tb/IHa KDBBHA KapimuHa, SUOXUMURA, MUPeoUudHL XOpMoHU, GAxa & peztepeﬂrrmu cmofHOGC-
mu. Mpobume 3a asmoanmumena (06U aHMUHyKeapHU anmumena; aHmumera cpelly excmpaxupyemu
HykneapHu armueaedu — dsDNA, Sm, RNP. Scl-70; armuchoconunudiu anmiumena — anmukapouamuiug,
armu-Geme-2-enukonipomeuH, edmu-CCRP anmumensa u peaMamouden haxmop) Gaxa ompuuarmesinu, [pu
HanuifpoOCKONUA Ha HOKLMHA 2bHKa He ce Habrtodaaaxa npuanauyu Ha mMurkpoadauonamun. HMaavpwena Ge
KOXHA Buoncusa 8 obnacmma Ha MpoKcuMansa ¢hanaHaa u XUucmonoau3wHomo uicrnedeane nokaila Hanuvie
Ha omox a depaMama, fex NepusacKynapeH UHhunmpan om eLINanumentu Knemsu, cuospxaiy numMchotu-
mu w xucmuoyumu. Om Muranume aabSongeanuns — npedu 13 soduHu nayueHmxama e 6una onepupara no
nNoead pax Ha aspdama c nocnedeaws emopa arepayur nopadu peyudua Ha paxa npedu 7 aoduHu. CTned
amopama onepamuasHa UHMepesHUUR e nposederHa xumMuomepanuns, exmoysawa 1 Kypc c pachitaxel u 4
Kypca ¢ docetaxel Ananuikm Ha cnyvwas dogede 00 Ian/MoveaHUSeMO, Y& CKASpOISpMONOdOGHUIME KOMHU
MpoMeHU Ha NPLCMUMe U Phyerte ca Npedu3suKkanu Om PUIoXeHUemo Ha maxkcarnu e Muxarmoma. Mpu ma-
UueHmrkama 66 NpUoXeHoO NeYeHus ¢ JaoKopIMUKGCMepoudl 8 MPpodbIiKeHUe Ha 7 Meceya ¢ NOCMeneHHo
ofpamHo peagumua Ha Haxodxamea.

15. Doncheva-Dilova J, Boyadzhieva V, Stoilov N, Lambova SN. Capillaroscopy in
COVID -19. Rheumatology (Bulgaria). 2023; 31(2): 49-57.
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CAPILLAROSCOPY IN COVID-19
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Abstract. The infectious disease COVID-19, caused by the SARS-CoV-2 virus, is characterized by e wide
range of clinical manifestations (pulmonary and extrapulmonary) and in some cases with post-infectious
manifestations in persons who survived the infection. The vascular tropism of SARS-CoV-2 is the basis for
the interest in using nailfold capilfaroscopy to assess the microcirculation in children and adulls who have
recovered from COVID-19. Most often, non-specific changes are observed, without certain manifestations of
microengiopathy and without a specific combination of microvascular findings, on the basis of which to define
a specific capillaroscopic picture of the “COVID-19” type. The possibility that capillaroscopy in combination
with other findings can be used for personalized approach and determination of prognosis in patients with
post-COVID syndrome needs further studies.



KAMUIAPOCKONWA NPU COVID-19
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Peziome. Unghexiuoanomo sabonrsane COVID-19, npedussukano om supyca SARS-CoV-2, ce xapakmepu-
3upa ¢ WUPOK CNeKmbp om KNUHUYHY Ipossu (berrodpobhu u uaenHbenodpobhu) u 8 uacm om ciyyaume — ¢
MoCMUHGheKyUO3HU NPOASY pu Tula, Tpexusenu uHgerxyuama. Cvdosuam mponuseMm Ha SARS-CoV-2 e
OCHOBE 3@ UHMePaca KbM U3NTON38aHEMO Ha KaruIAPOCKONUAMAE H8 HOKBLMHE 2bHKa 38 Ol4eHKa Ha MUKPO-
yupkynavusma npu deya u ebapacmnu, npebonedysanu COVID-19. Had-yecmo ce Habnodasam Hecneyu-
uynu npoment, 6ea cuaypHU IPoAeU Ha MuKpoaHauonamus u Bes cneyudgbudra KoMBUHaUUR oM MUKposa-
CHyRnapHu HaxodKu, 8ba OcHo8a Ha koumo da ce dechurupa creyudhudHa KanuispocKoncka kapmursa murn
COVID-19. BuamoxHocmma xanu/lApocKorckama kapmuHa e koMOuHayls ¢ dpyesu HaxodxU da ce u3rionssa
3a nepcoHanusupan nodxod u oripedesAaqe Ha npoeHo3ama npu nauuermu ¢ nocm-COVID cundpom ce Hyx-
dae om GomAbAHUMENHU APOyYaaHUs.

16. Lambova SN, Hadzhigeorgiev G, Gelov G, Uchikov P. A case of SAPHO syndrome
treated with zolendronic acid and hydroxychloroquine. Rheumatology (Bulgaria). 2023;

31(2): 62-66.
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A CASE OF SAPHO SYNDROME TREATED WITH ZOLENDRONIC ACID
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Abstract. SAPHQ syndrome Js characterized with a set of symptoms including skin lesions, osteoarticular
manifestations like aseptic osteitis (of the anferior chest walf or other skeletal sites), peripheral synovitis. Due
to the lack of randomized clinical trials and low prevalence of the condition, there are no established treatment
guidelines for SAPHO syndrome. Here, we report a clinical case of SAPHQO syndrome with osteitis of the
stemum and paimoplantar pustulosis successfully treated with zolendronic acid and hydroxychloroquine.
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Peztome: CuHdpombm SAPHO ce xapakmepusupa ¢ KOMITIIEKC O CUMMTIOMU, & M., KOXHU nesul, Kocm-
HO-CIasHu NpoAsU Kamo acenmuder ocmeum (Ha npedhama eptdHa cmeHa unu dpyau 30HU Ha ckenema),
nepuchbepen curosum. flopadu nuncama Ha parndoMU3UPEHU KITUHUYHU MPOyysaHUs U HUCKema Jecmoma
Ha 3abornseaHemo He cblyecmeysam ymebpleru npenopbky 3a mepanus. lpedcmasame knuHUYeH ciyyall
Ha cuHdpom SAPHO ¢ ocmeum Ha epndrama kocm U nanMapHa nycmyioe3sa, ekysaH che 3oneHdpoHosa
KUCenuHa U XUOPOKCUXIIOPOXLUH.

17. Lambova SN, Stoilov N, Boyadzhieva V. Capillaroscopic findings in undifferentiated
connective tissue disease with Raynaud’s phenomenon. Rheumatology (Bulgaria).

2023; 31(3): 49-54.
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Absrtact. Background: Undifferentiated connective tissue disease (UCTD) is characterized with presence of
clinical signs and immunciogical findings suggestive of connective autoimmune disease, but the criteria for a
definite rheumatic disease are not fulfilled. Raynaud’s phenemenon (RP) could be found in approximately 50%
of cases with UCTD and about half of patients with UCTD and RP exhibit “sclerodernma-iike” pattern. The aim
of the study: To assess the characteristics of capillaroscopic changes in early UCTD. Patients and methods:
Inclusion criterion for the study was newly diagnosed by rheumatologist, early UCTD in patients with RP. 26
patients were included in the study — 24 females and 2 males, mean age 38 t 14 years {range 19- 66 years).
Capiflaroscopic examination was perforrmed in all patients using USB microscope Dino-Lite. Follow-up was
perfomed for a8 period between 1 and 3.5 years. Resuits and discussion: At the time of the initial diagnosis,
“scleroderma-like” pattern, “early” phase (giant capillaries, presence of hemomhages in some cases, preserved
distribution, normal capiflary density) was found in 17 patients (65%). More advanced capillaroscopic changes
inciuding devasculanzation and derangement were not observed. In 4 patients nonspecific capilfaroscopic
findings were present (dilated capifiaries, hemorrhages, increased torivousily, elongated capillaries,) and
in § cases — normal capillaroscopic picture was found. During the follew-up in one patient the diagnosis
was revised to systemic lupus erythemalous due to newly appeared clinical, laboratory and immunological
findings. The normal capillaroscopic pattem was changed fo nonspecific findings in this case. Two patienfs
fulfilled the criteria for prescleroderma during the follow-up without skin and visceral involvement. in the rest
patients clinical diagnosis end capilfaroscopic findings remained unchanged. Conclusion: In conclusion,
“scleroderma” type microangiopathy, "early” phase is a common finding in UCTD with RP. while more
advanced microvascular pathology is nof usually observed. Stable capillaroscopic pattern during the follow-up
correlates with the stable clinical course. Capillaroscopy is a key technique for assessment of RP pafients in
rheumatoiogy and for early diagnosis of UCTD with peripheral vascular syndrome.



KAMUNAPOCKONCKA NPOMEHW NPU HEAU®PEPEHUUPAHO 3ABONABAHE
HA CbEOUHUTENHATA TbKAH C NPOABU HA ®EHOMEH HA RAYNAUD

C. NamGopa'?, H. Ctonnos*4, B. Boampxuena’*

Kategpa no npone4eBTUKA HA BLTpewHUTe GonecTu "Mpodg. a4-p AHTOH MuTOoB”, MeauunHcKK daKkynTeT,
MeAWUMHCKW YHHUBepcHTeT — Nnoeave
’OTpeneHue no peeMaTtonoryn, MEAI “CeeTk MuHa” — NnoBaUB
*KaTeapa no peBMaTonorna, MeauUMHCKU dakynTeT, MeAMLMHCKM YHUBEpCeuTeT — Codus
YMBAR “Ceetn MBaH Punckn” — Cocmn

PearwoMe. HedughepeHyuparomo 3aGonrsarie Ha coheduHumenHama mukaH (H3CT) ce xapakmepuzupa ¢ knu-
HUYHU U UMYHOMO2UYHU FIPORBU, XapakmepHu 3a cucmeMHume 3aboReaHuUR Ha cbeduHUMmenHama mbKkaH,
HO HE Ce NoKpusam Kkpumepuume 3a onpedenedo pesMamuyHo sabonasane. QeHomMeHbm Ha PeiiHo (PP) ce
ycmanosarea npu oxono 50% om cryyaume ¢ H3CT, kamo npu oxono nonosuHama om nayuexsmume ¢ H3CT
u OP ce peaucmpupa cknepodepmonodoben mun KanunrRpocKoncka kapmura. Len Ha Apoyyeasemo: fa ce
OUEHAM XapanmepucmuKume Ha KafuiApOCKonckume fpoMedu npu pakHo H3CT. Mamepuan u memodu:
Brniovsall Kpumepuld e HacmoRWOMOo npoy4Yyeane e HosoduasHocmuyupano om peemarnonos, paHHo H3CT
npu nayuenmu ¢ ®F B npoyyeaHemo ca exmodent 26 bonnu — 24 xeHu U 2 Mbxe, cpedHa ebspacm 38 £ 14
200uHU (Buana3oH 19-66 zodunqu). Kenunspockonckomo u3cnedsane e U3SbpIERH0 NPL 6CUYKU Nayuermu ©
nomouwima #a USB mukpockon Dino-Lite. lpocnedasaremo Ha nayuenmume obxeawja nepuod om 1 do 3.5
200unu. Pesynmamu y oGcbmdane: KbM MOMEHMa Ha NbpeoHavanHama duaaHose, crnepodepmonodobed
MU KanUAsIPOCKONcKa KapmuHa, panrea ¢asa (suzarmeKl Kanunsapu, Hanudue Ha XxeMopazull 8 HAKOU cnydau,
3ana3eHo nodpexdare, HopManHa KanuIApHa NTbmHocm) e yemaroeena npu 17 nayueHmu (65%). He ca Ha-
6modasaHu no-HanpedHanu KanunspocKoNCcKU APOMEHU C Hanuylue Ha Oeeackynapusayus U HapylieHue 8 nod-
pexdaremo. lNpu 4 oHu ca yernaHoseHU HecreyugbudHy KarnuasapOCKONCKU [TPOMEHU (pa3tiupeHU Kamunspu,
XeMoaapuu, NosULIEHa Ha2bHamoem, yobiXeHU Kanunapuy,), a npu 5 — HOpManHa KanuMRPOCKONCKa KapmuHa.
o apeme Ha npocnedrearemo Apu eOuH nayueHm GuazHos3ama e pesu3upana Ha CLUCMeMeH Rynyc epumema-
mo3yec mopadu HOBDMORBUNU CE KAUHUYHL, NabopamopHu U UMYHOMO2UYHU Haxo0ky. B mo3au cayyall HopMarn-
Hama KanuAspOCKONCKa KapmuHa e poMeHeHa ¢ N1ofAsa Ha HecrieuyuguyHu Haxooku. MNpu deaMa nayueHmu
no apeme Ra NpocnedreaHemo ce NMoKpuaam Kpumepuume 3a npecknepodepMun, 663 KOXHO U gucyepanHo
3achzare. [lpu ocmananume ciydau KAUHUYHama SuasHosa u KanuRpocKoncKama HaxoOka ca ocmaHanu
HenpomereHu. 3axmoyeHue: CkiepodepMeHr MU MUKpoaHauonamun, paqHa” ghasa e yecmo cpeujaHa Ha-
xodka npu H3CT ¢ @F, dokamo no-HanpedHana MuKpoeacKynapHa namonozur oGUKHOBEHD He ce Habnwdasa.
CmabunHocmma Ha KanunspockoncKkama Haxooka o speme Ha NpocneOAsaHemo Kopenupa cbe cmabuHus
KnurudeH xod. Kanunispockonusima & kmodosa Memoduke 8 pesMarnofiozusima 3a olerHka Ha Naluenmu ¢ OP
U 3a parHa Ouaanosa Ha H3CT ¢ nepugepenr cbdos cUHGPOM.
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Abstract. Currently, there are no randomized frials that assess combination treatments of digital ulcers in
systemic sclerosis (8Sc¢). Here, we present a clinical case of successful treatment of digital necrosis in SSc
patient with diffuse cutaneous involvement with complete recovery for a period of 2 months, using combination
therapeutic strategy (felodipine, intravenous iloprost, sildenafil, anticoagulant, focal treatment). Treatment of
severe digital ischemia in SSc is a challenge in rheumatology. However, complete and quick recovery including
in cases with digital necrosis with minimal tissue loss could be achieved with close monitoring of the patients,
providing complex care with the use of combination pharmacological therapy and local treatment.
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Peatome. 3aceza HAMa paHGOMU3LPAHU NpOyYsaHUR, Koumo da oueHasam KoMOURUDaHOMO neYerue Ha
BueumanHu yfyepayuu Npu NpozpecusHa cucmeMya cuneposa (MNCC). Mpedcmaserunm knunuYeH ciydad
deMOHCMpUpa yonewHo feqvenue Ha duaumanda Hexposa npu navuenmeya ¢ MNCC ¢ dughysHo koxHe 3a-
CA2aHe, € NbiIHO @b3cmanoasieare 3a nepuod om 2 Meceya npu usnofAaeade Ha komBuxupana mepanus
{denodunun, uHMpadsHoseH unonpocm, cunlderadhus], aHmukoazaynadm, noKanHe nederue). fevenuemo
Ha mexxama dueumanda ucxemur npu F1CC e npedussukamencmeo 8 peeMamoroauAma. Bbnpeku moaa
TbIHO U 6bP30 b3CMAaHO8REAHE, BKINOYLMENHO 8 ciydaume ¢ Juatmanda Hekpoaa, ¢ MuHuMmanHa sazyba
Ha mbKaHUu, Moxe 0a ce nocmuzHe ¢ pedoaHO RpocnedAsare Ha nayueHmume, nNpunazaqe Ha KOMNeKceH
nodxo0 ¢ uzronzeare Ha xoMOUHUPaHa hapMaKoIozuYHa Mepanus U JTOKaTHO neveHye,
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Abstract. Immunoglobulin G4-related disease (IgG4-RD) is a systemic disease affecting one or more organs.
Pathomorphologically, a dense infiltrate of lymphocytes and lgG4 plasmocytes, and subsequent fibrosis
are detected. Despite the many hypotheses of genetic predisposifion, molecular mimicry and autoimmune
nature of the disease, the etiology still remains unclear. Both innate and ecquired immunity are believed to
play a key role in disease pathogenesis. The involvement of occupational risk factors is also discussed. The
possible involvement of multiple organs and systems {most often lacrimal and salivary glands, kidneys, lungs,
aorta, pancreas, hepatobiliary duct, lymph nodes, as well as retroperitoneal fibrosis) is the reason for the
multidisciplinary approach in this disease. In pulmonary involvement, clinical manifestations are nonspecific
(cough, dyspnea, chest or back pain, hemoplysis, low-grade fever, weight loss) or patients are asympfomatic,
and pulmonary changes are an incidental finding on imaging. Up to 60% of cases of autoimmune pancreatitis
represent a pancreatic manifestation of lgG4-related disease, with the majority of patients being elderly men.
The mast common differential diagnosis is a malignant process due to the tumor-like changes of the affected
organ. Treafment with corticosteroids, immunosuppressors and symptomatic agents in most cases has a
good effect, although relapses of the disease are also observed. We present a clinicel case of a 72-year-old
patient whose first compleints were nonspecific, for which & chest computed tomography was performed with
visualization of four solid nodules in the right lung. After antibiotic therapy, without effect and defericration
of the patient's condition, video-assisted thoracoscopy, biopsy, histology and immunohistochemistry were
performed. A diagnosis of IgG4-RD with pleural and lung involvement was confirmed. Anemic syndrome,
increased values of amylase, lipase, and acute phase parameters were found from the laboratory tests.
Through endoscopic retrograde cholangio-pancreatography, autoimmune pancrealitis was diagnosed in the
course of IgG4-RD. A plastic stent was placed on the common bile duct Treatment with Prednisolone 40
mg/day was started with a subsequent dose reduction. Follow-up computed tomography of the fung after 9
months demonstrated a reduction of the described changes in the lungs, but with persistent lymphadenopathy
and fibrotic changes. Azathioprine 100 mg daily was added to prednisone therapy. Against the background of
the combined treatment, an improvement of the clinical condition and laboratory parameters was established.
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Pesrome. Umyroznobynur G4-cenpsaqama bBonecm (IgG4-Cb) e cucmemHo 3abonssane, 3acqzallyo eduH
unu HAKonko opeaHa. [TamomMopgbonozudHo ce omkpusam ARBMeH uHunmpam om nuMdcboyumu u IgG4
naasmoyumu u nocnedeawja hubposa. Buapeku MHOXECMBOMO XUNOMesu 3a eeHemuUYHa nNpeducnosuLyus,
MoneKy/IapHa MUMUKPUS U a8mouMyHeH xapaxkmep Ha 3abo/IgeaHemo, emuonozusma ece oue ocmasa He-
AcHa. Cuuma ce, Ye Kakmo epodeHUsm, maka u npudobumusm UMyHUMem UMa KIr408a POSIA 8 NamoaeHe-
2ama #a sabonseaHemo. O6cbxda ce U yHacmuemo Ha npohectoranHy pucKkoey gakmopu. BoamoxHomo
aHeaXupaHe Ha MHOXecmso apeaHu u cucmemu {Haﬁ-uecmo CHb3HUMe U criroHYeHume xneau, 6b5peuume,
Benume dpobose, aopmama, fNaHKpeaca, XxenamobunuapHUA KaHarn, uM@HUMe ebanu, KaKkmeoe u pempore-
pumoreanha chubpoaa) e npuyuHa 3a MynmuducyunnuHapHua nodxod npu masu Gonecm. [Mpu 6enodpobHo
aHzaxupaHne KIUHUYHUME MPpoAsu ca HecrneuuduyuHu (kawnuua, 3adyx, bonka e expdume unu ebpba, xe-
Monmuaa, cybScpebpunumem, omefiabsade Ha meefio) unu nNauueHmMume ca acuMiamomMamuyuHu U 6en109pob-
HUMe NMpomMeHu ca ciydaliHa Haxodka nNpu obpasHo uscnedsare. fo 60% om cnytaume Ha asmouMyHeH
nankpeamum npedcmaanasam NaHKpeamudHa npossa Ha lgG4-cepp3aHo 3abonaeaHe, Kameo fo-2onAmMama
Yacm om RauueHmume ca 8b3PacmHu Mbxe. Hal-yecmama dughepeHyuania OuazHo3a e ManueHeH npouec
nopadu mymoposudHume UsMeHeHus Ha 3acezHamus opaad. fledeHuemo ¢ KopmuKocmepoudu, UMYHOCY-
fipecopu u cuMimomMamuyHu cpedcmeaa & nosedemo cilyqau e ¢ dobbp eghexm, makap de ce Habrrodasam
u peuyudusu Ha sabonaeanemo. [lpedcmaesme KNUHUYEH Cryqal Ha {2-s00utuer NauueHm, Yuumo nbpeu
onnaKeaHuA ca Hecneyuduynu, nopadu Koemo e nposedeHsa KOMMoOMbpHa moMospagua Ha epblieH Kow
C BuU3yanuaupaHe Ha ¥emupu conudHu Hodyna 6 decrusa 6an dpob. Cned nposedera aHmubuomuyHa me-
panus, bes ed)exm U anowlaeare Ha CbCmorRAUuemo, Ha naguedma ca nposeaeHu eudeoacucmupaﬂa mo-
paxockorus, BUuoMcUs, XUCMOozUs U UMyHOXUCMOXuMus. YmodrneHa e duazHosa IgG4-Chb ¢ aHzaxupare
Ha nneapama u Genua dpob. Om nabopamopHume u3cnedsaHus ce KoHcmamupam U anemMuYeH CuHOpoM,
ficguweHty cmoliHocmu Ha aMunaaa, nunasa, ocmpoghaacsu noxaaamenu. Ypea endockencka pempozpadHa
xonaszuonaskpeamoepaghus e duasHocmuuupar asmoumMyried nanxkpeamum e xoda Ha 1gG4-Ch. [locma-
geH e lacmMacoe cmeHm Ha dykmye xonedoxyc. 3anodHamo e nedeHue ¢ npedHudonon 40 Mz OHesHo ¢
nocnedsawa pedykuun Ha doaama. KoHmporiHama KoMmombpHa momoepagua Ha 6an dpob cned 9 Meceua
GeMoHcmpupa pedykuus Ha ofiucadume npoMeru e Senume Opofose, HO ¢ Nepcucmupalya nuMdgpadedona-
mus u ¢ubposHu npoMeru. KbM mepanuama c NpedHusonoq e dobaseH asamuonpud 100 Me dHeero. Ha
poHa Ha KoMbuHUpaHomo fieveHue ce ycmaHosu nodobpeHue Ha KIUHUYHOMO chemosHue U Ha nabopa-
mopHuUme noxazame’su.
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Abstract. The aim of the study was to assess the ulility of USB microscope (DinoLite) for evaluation of
patients with primary and secondary Raynaud’s phenomenon (RP) in rheumatic diseases, using magnification
200x. Methods: The study represents retrospective analysis of capillaroscopic images of 53 patients with
RP — primary and secondary in the context of sysiemic sclerosis (SSc) or other rheumatic diseases, ie.,
undifferenfiated connective tissue disease (UCTD), prescleroderma and systemic lupus erythematosus
(SLE). Capiliaroscopic images are obtained from 8 fingers (I1+V bilaterally) using USB microscope (DinoLite)
at magnification 200x. Capifiary diameters were measured (arterial, venous and apical loop) as well as the
number of capillaries per millimeter and capillary length. The capillaroscopic images were categorized into the
following groups, i.e., 1. absence of microangiopathy: i) normal pattern, ii) nonspecific changes; 2. presence
of micrcangiopathy, i.e., “scleroderma/ scleroderma-like” pattern. Results: Images suitable for analysis with
good visibility that permit analysis of the major capillarcscopic parameters were avaifable in all patienis
(100%}. Among 53 included patients, 14 patients were with SSc¢, 12 cases with primary RP, and 27 patients
with secondary RF in other connective lissue diseases (22 patients with UCTD, 1 — with prescleroderma and
4 patients with SLE). ,Scleroderma” pattern was detected in 11 patients with SSc and in all these cases the
capiffaroscopic images were classifiable into one of the three distinct validated phases, i.e., “early”, "active” and
"late”. Presence of microvascular changes type “scleroderma-like” pattern was detected also in 17 among 27
patients with other conneclive tissue diseases. In primary RF patients, capillaroscaopy revealed either normal
pattern or nonspecific findings, but without features of microangiopathy. Conclusion: Capillaroscopic images
of good quality, which could be analyzed and interprefed, are usually obfained using USB microscope. This
permits evaluation of the major capiilfarocscopic parameters including quantitative measurement of the capillary
diameters, capillary density and length. Assessment of the degree of microvascular changes, i.e., staging of
microangiopathy is also applicable and was possible in all cases with microangiopathy. The available software
although less sophisticated vs those of videocapillaroscopes, provides the opportunily for adequate analysis
of capillaroscopic parameters. The images obtained via USB microscope using magnificafion 200x are easily
classified info "scleroderma’/"scleroderma-like” pattern, non-specific changes and normal findings using also
the software of the device. Thus, USB microscopes using standard, 200x magnification could be suggested
as an alternative of videocapilfaroscopes in every day rheumatofogy practice especially in low-budget cases.
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Pe3iome. Ljenma ra npoyvysaremo 6e da ce oueHu yrnompebama Ha USB mukpockon (Dinolite) ze uscnedesa-
He Ha NauteHmu ¢ Nbpauden U smopuder cheHoMer Ha Raynaud (PP) npu pesMamuyHu sabonnearnun, Npu
u3nonasaHe wa yasenuyerue 200x. Mayuenmu u memodu: [poyvwaanemo npedcmaensaaa pempocnekmuaeH
ananua Ha Kanu/IAPOCKORcKY U3obpaxenus Ha 53 nauuenmu ¢ OP — nbpeuyeH i 8MOPUYeH, 8 KOHMEKCMa
Ha nNpozpecuaHa cucmemHa ckinepeaa (MCC) u dpyau peemMamuyHy 3abonasarnun, 8 m.y. HedugbeperuuparHo
sabonaeane Ha cvedunumenHama muxarn (H3CT), npeckrepodepMus U cucmeMeH fyyc epumeMamosyc
(C/IE). Kanunapockonckume usobpaxeHus ca Hanpaeequ Ha 8 npbcema (l1=V dsycmpan+o) ¢ nomowyma Ha
USB muxpocxon (DinolLite} npu ysenuverue 200x. HMsmepenu ca duamMempume Ha Kanunspume (apmepu-
anHo, 8eHO3HO paMo U anukanna Opumia)l, kakmo u EpoAam Ha Kanuiapume Ha MUnmuMemDbp U Kanunap-
Ha dbmxuHa. Kanunspockorckume usobpaxeHus 6axa Kamezopusupanu 8 credrume epynu: 1. nunca Ha
MUKpoaHauomamun: a) HopManHha Haxodxa; 6) HecrneuuthudHY NPoMeHU, 2. Haauyue Ha Mukpoadauonamus
— cinepodepmer/cknepodepMonodobern mun kanunapocKoncka kapmuHea. Peaynmamu: Hobpeaxenus ¢
dobpa sudumMOcm, KOUMO 10360M176aIM aHallti3 Ha CCHOBHUIME KariinsapocKONcKy napamempu, Gsxa nony-
YeHu npu ecudku nayuexmu (100%). Om 53, exmoderu & npoyvyeanemo Gonwu, 14 nayuenmu ca c (1CC, 12
cnyqas — ¢ mbpeuver @P u 27 — ¢ emopuver ®P npu 8pyeu cucmemAu 3abonasanus Ha cbeduHumenHama
mukaH (22 Gonru — ¢ H3CT, 1 — ¢ npecknepodepmus u 4 — cbe CrIE). CrnepodepmeH mur KanunapocKoncKa
Kapmuna Gewe yemanoseH npu 11 nayuedmu cue fICC U Npu ecuqku criyvau Ge 8b3MOXHO Klacuguutpare
Ha usobpaxeHusma e edHa om mpume sanudupaHu hasu — paHHa, afmueHa u KbcHa. Mukposackynapru
npoMeru cknepodepyMonodoben mun ca HamepeHu u apu 17 om 27 nayuenmu ¢ Spyau 3aba1A8aHun Ha coe-
duHumenHama muxan. [pu nayuesmu ¢ NepauteH PP KanunapocKockome uscnedeane NoKasa HopMmanHa
Haxodka unu HecneyuchuyHu npoMery, Ho 6e3 daHHu 3a MuKpoaHauonamusa. 3akmoverdue: lpu ynompeba
Ha USB MukpocHon obukHogeHo ce nonyvasam Kenunapockoncku usobpaxerus ¢ dobpo kaqdecmao, Kou-
mo mozam da 6ndam exanuszupanu u uHmepnpemupary. Tosa No360/196a OUEHKE Ha OCHOBHUME Kartns-
POCKOIICKU NapamMempl!, 8KMO4YUMEenHo KonuyecmeaeHo UaMepsaHe Ha KanunapHume auaMempu, Kanunsap-
Hama nnbemHocm U Obmkuna. OueHkama Ha cmeneHma Ha MukpoeacKynaprume fnpomMenu (cmaduparie)
Chijo e nNpunoxuMa u 8e 8baMoXHa 8be BCUHKU cnyHau ¢ Mukpoarauonamus. Hanudrusm comyep, Makap
U NO-MEIKo YChebpUwieHCMear om mosu Ha sudeokanunspockonume, Apedocmass 6b3MOXHOCT 38 adexea-
MeH ananus Ha Kanunspockoncykume napaMempu. Msopaxerusma, nofydedt uypes USB MukpocKon ¢ yee-
nudenue 200x, necHo ce knacuguiutpam Kamo cknepodepMeH/cknepodepmonodobeq mun, HecneuuguyHy
NpoMeHU U HoOpManHa Haxodxa fipu uaronaeaHe Ha coghmyepa Ha ycmpolicmeomo. B masu epbaxka USB
MUKpCCKCOR CbC cothbmyep, uanonzaaw cmaHGapmHo yeenuderue 200x moxe 0a ce usnonizea kame anmep-
Hamuea Ha eudeokanunapockonuama @ exedHeaHama peeMamonozuyHa npakmuxa, ocobero 8 cnyyaume
¢ HuchK Grodxiem.
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Abstract: The aim of this study was lo evaluate the association between chondroitin sulfate (CS) use and
incidence of self-reported cancer during 6-year follow up in the publicly available Osteoarthritis Initiative (OAl)
cohort participants. Materials and Methods: The current study included analysis of 6-year longitudinal data
obtained from the OAl progression (n = 1390} and incidence (n = 3284) subcohorts that are publicly available
at https://nda.nih.gov/ocai/. The inclusion cnteria for OAl were the folfowing: age between 45 and 79 years for
both subcohorts, symptomatic tibiofemoral knee ostecarthritis (OA) for the progression subcohort, and the
presence of established or putative risk factors for incident knee QA for the incidence subcohort. The QAI
participants were recruited and enrolfed between February 2004 and May 2006 at four recruitment ceniers in
the United States. This study received ethical approval from each recruitment center. All participants provided
written informed consent. To reduce the risk of bias, only participants who did not take CS at baseline were
included in the analysis (a ‘new-user” design). Results: 570 (18%) new users of CS and 2597 (82%} CS
non-users were compared. In the CS user group, 284 (51.6%) participants received CS for more than cne
year, 291 (33.5%) for more than 2 years, 123 (21.6%)} for more than 3 years, and 60 (10.5%) for more than
4 years. None of the participants received CS for more than 5 years. CS users and non-users were of the
same age, had similar male/female ratic, and similar body mass index. In the non-user group, there were
more African-American participants and there were more current smokers. 160 (6.2%}) and 37 (6.5%) cases
of incident self-reported cancer in the non-users and user groups were identified. There was no association
between the use of CS and incident self-reported cancer in the non-adjusted analyses. The adjustmenis for
age, race and smoking status did not change the resulls. Conclusion: The results of the current study did
not show an association between CS use and self-reported cancers. Considenng the complex function of CS
in the development and progression of malignant tumeors, there is a need for further epidemiological studies
evaluating CS effects on specific types of cancers and in different genetic backgrounds.
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Peatome. Lenma Ha npoyyeaHemo Ge 0a ce oyeHu spbakama Mexoy ynompebama Ha XoHApoumiuH cyrcam
(XC) uyvecmomama Ha u3feama Ha 3nokaYecmsenu myMopt cnoped darHu, npedocmaseHu om nayueHmu-
me, 3a 6-zoduteH Nepuod ra npociiedagane om nydau4Ho docmbiHama 6asa danHu Osteoarthrilis inifiative
(OA!l). Mamepuan u Mmemodu: Hacmoauomo npoydsare exToNea ananus Ha 6-200uuHu noHaumyOUHanHu
darHu, nomyyeru om nodapynume ¢ npozpecus (n = 1390} u ¢ puck om passumue Ha ccmeoapmpo3sa (OA)
(n = 3284) na 6asama daHru QAl, koumo ca nyBriuyHo docmbhHY Ha hitps //nda.nih.gov/oal/. Kpumepuume
3a sknroveane 8 basama dannu OAl ca, kakmo cnedsa: eb3pacm mexdy 45 u 79 ecdunu 3a deeme nodepy-
nu, cumnmoramuyHa mubuogemopanHa OA Ha KCfeHHU cmaeu 3a epynama ¢ fpoepecun U Hanuyue Ha
yemanoseHu unu npednonasaemu puckosu chaxmopu 3a usnsa Ha OA ra KoisHHa cmeaea e nodapyrnama ¢
puck om passumue Ha OA. Yyacmruyume om 6aszama Oannu OAl ca peaucmplpaHu U SKIOYeHU Mexdy
chespyapu 2004 2, u mali 2006 2. @ yemupy uermbpa 3a pezucmpauus 8 CAL, kamo gbe sceku yermbp
gKINIOYsaHemo e 0JdobpPeHo oM CbOMesmHama MecmHa emuYHa KOMUCUS U 8CUNKU Nayuenmu ca nodnucanu
uHthopMupaHo chafacue. 3a HamManneaHe Ha pucka om Hemodra urmepnpemauusn Ge uanonasand “new-user”
duszaiiH. Pesymmamu: CpasHeru &sxa 570 (18%) cnyvas, sknoveru 3a nbpau nbm Ha fevenue c XC, u 2597
(82%), xoumo He ca ynompebneanu XC. B epynama, nexysaHa ¢ XC, 294 (51.6%) yyacmHutu ca normyyasany
mepanusma 3a nepuod, no-Obibe om edrna 2oduHa, 291 (33.5%) — 3a noseve om 2 2odunu, 123 (21.6%) — 3a
noseve om 3 eodunxu v 60 (10.5%) — aa noseve om 4 200uHY. Hukoll om ydacmHuutme He e npueman XC 3a
nepuod, no-0bnbz om § 2oduHu. B nodzpynume cayyau, KOUmMo usrnofasam u koumo He npuemam XC, ce
ycma#oeu cxo0He pasnpedernierue 1o €b3pacm, non u body mass index. Hamepu ce no-sucoxa Yecmoma Ha
npedcmasumenume om agpoamepuxaHckama paca u no-201aM Spoll HacmoawU Nywavy pu cryvyaume,
koumo He usnonzeam XC. Yemaroeuxa ce 160 (6.2%) criyvas Ha pax e epynama, xosmo He usnonsea XC, u
37 (6.5%) npu BonHume Ha nedexue ¢ XC no daHnu, doknadeanu om nauytendmume. B o6uyus aHanua He ce
ycmanosu epbaka mexdy ynompebama Ha XC u uaneama Ha anokavyecmesenu Aeornaimu. Cned kopexyus 3a
ebadelicmeue Ha thakmopume ebapacm, paca u cmamyc Ha MIOMIOHOMyWeHe CIMHO80 He ©e HaMeplu maxa-
8a 3aaucumocm. 3axmoveHue: Peaynmamume om HacmoRuomo fpoyJYaaHe He okaieam epbaka Mexdy
ynompebama Aa XC u passumuemo Ha 3roxadecmeeHu myMopu no danHu Ha camume nayuenmu. Kamo ce
uMam npedsud KomrfnekcHama pons Ha XC 8 pazsumuemo U fpospectama Ha 3roKaqyecmaeHu mymMopu,
HyxHU ca O6bdewju enudemMuOnoguUYHU IPOYYeaHUs, ouyerseawy ethexmume Ha XC ebpxy padnuyny anoxa-
wecmeeHU HeOMNasMu U Npu pasfiudeH 2eHemuUYeH Mepex.
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Abstract. Capillaroscopy is a non-invasive method of leading importance for the early diagnosis of progressive
systemic sclerosis and other systemic rheumatic diseases with manifestations of Raynaud’'s phenomenon.
Capillaroscopic changes in patients with occupational diseases are still scarce and poorly defined. Of
interest is vibration disease, in which small blood vessels are affected with the appearance of “occupaticnally
induced Raynaud’s phenomenon”. Most studies reported dystonias with observation of spastic capiflaries,
dilated capilianes, aneurysmal dilations, pericapillary edema, hemorrhages, avascular areas. An important
consideration for rheumatology practice is that scleroderma is not observed in these patients — a similar type
of microangiopathy characteristic of rheumatic diseases, which in the early stages is defined by the presence
of giant capfflaries with a diameter of a capillary arm over 50 uym. At present, there is no standardization for
the changes in microcirculation that develop as a result of the risk factors of the work environment, which is
probably related to the variability of the findings given the different duration and intensity of exposure, as well
as to the possible impact of a combination of occupational risk factors.
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PestoMe. KanunAapockonuama e HeuHsasuseH Memod ¢ sodelo 3HavyeHue 3a paHHama duasHocmuka Ha
rpozpecusHama cucmeMHa ckneposa u dpyel cucmeMHU peaMamuyHy 3aG0AfeaHun ¢ NposAsuy Ha heHo-
Men Ha Raynaud. Bee ouje ockbOry U Hedobpe SedhuHupanu ca KanuiAapocKorickume npoMeHu npu nayu-
eHmu ¢ NpogrecucHanHu sabonasarun. Memepec npedcmasnasa subpayuonrama Sonecm, Npu KGAMo ce
nabmodasa 3acAeaHe Ha Marnkume KpbeoHOCHU Ghbdoee C l3Aea Ha . JfipodhecuoHanHo obycioseH cheHomMeH
na Raynaud”. flpu nosevemo npoyyaanus ca dorrradsanu OucmMOoHUY CBC CRAacmuYHuy Kanunapu, dunamu-
POHU KaRUIApU, aHeepuaMeHu pasuwiupeHus, nepukanunapeH edeM, XxemMopaaud, 88ackyiapHU 30HUY. BaxHo
cbobpaxeHue 3a pesmamornosuyHama Apakmuxa e, 4e npu mesu BoHU He ce Habnrodasa cknepodepMo-
nodobeH mun MUKpOaH2UCHaMUs, XxapakmepHa 3a pesmamudHume 3abonagadus, KoAmMo 6 paHHume cma-
Quu ce OedhbuRruUpa ApU HaNUYUe Ha 2UzarmCcKy Kanunapy ¢ duaMembp Ha KafunspHo pamo Had 50 pm. Kom
MOMeHma HAMa cmandapmu3auta 3a APOMEHUME 8 MUKPOUUPKYayuama, passusauwjy ce acrnedcmaue Ha
puckosume ghakmopt Ha pabomHama cpeda, KOemo 88posAMmHo & CebP3aHo ¢ 8apuabuliHoCm Ha Haxookume
npedsud pasnudnama fApodbiKUMEnHOCT U UHMEH3USHOCM Ha eKCNO3UUUAMA, Kakmo U C e8eHMyanHomo
gvadelicmate Ha koMbUHayua om npodecUoRan U pUckosuy chakmopu.
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CAPILLAROSCOPY IN PRIMARY RAYNAUD’S PHENOMENON -
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Abstract. Raynaud’s phenomenon (RP) is a common clinical syndrome in rheumatology and represents a
chinical sequel of recurrent reversible vasospasm of small peripheral artenes and arterioles provoked by cold
exposure and emotional stress. RP is classified into two major categories — primary RP in the absence of an
underlying disease and secondary RP that is in the context of another disease. The differentiation befween
primary and secondary RP is of crucial importance in clinical practice because patients with primary RP
are With benign course while those with secondary RP require further differentiation and establishment of
the precise diagnosis and treatment. The diagnosis of RP is clinical and some clinical features (severity
of vasospastic attacks, thumb invoivement, appearance of digital ulcers or necrosis} differentiate primary
from secondary RP. However, precise differential diagnosis between primary and secondary RP requires
labaratory assessment including immunologic screening and capillaroscopic examination. In primary RP, the
pathological microcirculation with inadequate acclimatization prior to capillaroscopic examination may jead to
visualization of comma-like appearance of capillaries, interrupted blood flow and their morphology could not
be adeqguately analyzed. Moreover, the zones with compromised perfusion may be wrongly interpreted as
avascular areas. The skin temperature should be normal during capillaroscopic examination to avoid mistakes
related fo intermittent changes in the blood flow. Qur experience and current literature data suggest that
the diagnosis of primary RP is confirmed in overall confext in the absence of capifiaroscopic features of
microangiopathy. However, minor microvascular changes are common findings, especially presence of dilated
capiilaries that might be reiated to altered vascular tone as a consequence of recurrent vasospastic attacks.
In rare cases, “scleroderma’” type microangiopathy (i.e., giant capillaries, avascular areas, neoangiogenesis in
association with devascularization and capillary derangement) could be ohserved in patients, whose clinical
symptoms, laboratory and immunological findings are compatible with the diagnosis of primary RP. They
should be Jabeled “suspected secondary RP" and require close follow-up.
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Peaiome. QeromerHbm Ha Rayunaud (@P) e vecmo cpewaH knuHudyeH cuHdpom e peemamonozsusma. [lped-
cmaanAea KIUHUYHA U3Aea Ha peyudusupawy opamumM 8a30CnabM Ha ManKume mepudepHu apmepuu u
apmepuonu, APOsOKUPaK O eKCAO3UYUR Ha cmyd u eMoyuocHaneH cmpec. @P ce knacugbuyupa 8 dse oc-
HOSHU Kameaopul — mbpauder QP npu aunca Ha nodnexaula namoncaus, u emopuyer ®F xotmo & &
woHmexcma Ha 8pyezo 3abonsgate. Paszpanuyasanemo Ha MbpauyeH om emopuder OF e uskmodumendo
@aXHO & KNUHUYHama npakmuka, mbl Kamo 3a mauuedmume ¢ ibpeudeHd OF e omaudumento doBpoka-
YecmeeHomo fpomuvane, dokamo Ipu meay ¢ armopudyer QP ce yauckea donbaHUmMenHo dughepenyupaHe
3a flocmasAHe Ha movHa duaaHoaa U u3bop Ha nevenue. JuasHoszama OF e KAuHUYHAa U HAKOU Xapakme-
PUCMUKU & MROMUNaHemo GIyxam 3a passpaHudagade Ha NbpaudHUME om emopudnume bopMu, @ m.u.
meXecm Ha amakume Ha ea3ocnasbM, 3acAzaHe Ha nefeya, nosea Ha GuaumerTHu yiUepayuy Ul HeKposauy.
Mpeyusrama duthepeHyuanda duaesnoza Mexdy nupsuyeH U emopuyeH ®P ofade u3uckea nabopamopHa
OUeHKa, BHIOHYUMEeNTHO UMYHOMo2UYHU U3ciiedsaHus U npogexoaHe Ha KanufSpoCKONUA Ha HOKBMHA 2bH-
ka. Mpu Mbpeuyrus @P namonceuNHUMEe POMEeHU & MUKPOUUPKYTauus ¢ HedocmambyHa aknuMamuaayus
npedu KanuaspocKonckome uacnedaate mozam Oa dogedam 00 sUayanu3ayua Ha Kanunspu, modobHu Ha
3anemast, IbPAUCT KPBEOMOK, TPU KOEMOo KanunsapHama Mopghonozus He Moxe Oa 6bde npeyusHo aHa-
Au3UpaHa U 3aoHuUme ¢ KoMnpoMemupaHa nepghyaus Mozgam 0a 6b0am NogpellHo UHmMepApemupaHt Kamo
asackynapHu. 3a da ce usbezsHam spewKy, C8bPIaHU € NepUCOUYHU NPOMEHU 8 KDBBOoMoKa, KOXHama mem-
nepamypa mpabaa da 6bOe HopManHa o epeMe Ha KanunAapocKocKomoe uscnedsaqe. Hawusam onum u
Hacmoswume numepanmypHU 0aHKu codam, 4e npu KanunspoCcKonusa Ha HOKbMHa SbHKAa ApU MayueHmu ¢
mepeuder OF dUaaHO3aME Ce MomebpKOaea 6 USNOCITIER KOHMEeXCem Apu NUAca Ha KaNuUNKPOCKONeKkU daHHu
3a MuKpoaHauonamua. Om Opyea cmpaHa, Yecmo ce yemaHeaseam MUHUMAMHU MUKpoaacKynapHu npoMe-
HU, 0coBeHo JunamupaHu Kenunapu, KOemo Moxe da e cabp3aHo C MPOMEHEH ¢bO08 MOHYC Kamo nocnedu-
ua om noemapauiume ce NpUCMbAU Ha sasocnasbM. B pedku criydau Moxe 0a ce nabmodasa ckrepolepmer
mun MuKpoaHauonamusl (2u2aHmeKU Karnunapy, aeackynapHU 30HU, HEoaHzuozeHe3a 8 KoMbuHalUus ¢ desa-
CKYNapuaayus u HapyuieHue & nodpexdaHemo) Mpu nayueHmU, Npu KoUmo KIUHUNHUMe, nabopamopHume
U UMyHonoauyrume Haxodku ca 8 nodkpena Ha duasHoszama nupeuver ©P Tesu cnyvau cnedea da Gudam
o3HaveHu kamo ,cycriekmeH emopuver ©P” u uauckeam peaynspHo npocnedsaare.
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WHTEpeceH e BENpoCchT 33 2cOUMALMATA Ha KanunsipocKOMNCKUTE NPOMEeHN U UMYHONOTMUYHWTE NPOSBA NpU
nporpecuBHa cucTemHa cknepoaa (MNCC). HabniogaeaHa e kopenauus Mexay Hanu4MeTo Ha aHTu-Scl-70 an-
TUTENA ¥ NO-HANPeAHany MUKPOBACKYNAPHU NPOMEHK — “akTUBHA” U "KbCHA” haza. OT gpyra cTpaHa, B npak-
THMKATa HaBNM3a NPUNOKEHUETO Ha pasluMpeH npodyr aBToaHTMTeNa, acounmuparu ¢ NCC, yacT oT KOUTo He
¢a BKIIOHEHW B KNacUUKaLMOHHWUTE KpUTEPKK 3a 3abonABaHeTo, HO ChILO MMaT AMarHOCTUYEH NOTEHUMan.
AcounauunaTa UM C KanunAPoCKoncKuTe npomeHn npu MNMCC He € oueHRBaHa.

B HacTosLWOTO NMNOTHO NpoyYBaHe ca BKNiOYEeHW 19 nayMeHTH cuC curypHa guardosa NCC, 16 ¢ orpaqu-
yeHa u 3 ¢ gudy3Ha hopmMa Ha KOKHO aHraMpaHe, Ha pe3pact 51.56 £ 15.07 rognHK. Mpy BCUYKK NaLMEHTH
0axa Hanuue nposen Ha dpeHoMeH Ha Raynaud Ha npweTuTe Ha pbueTe. KanunapockonckoTo uacnegeaHe
fewwe npoBegeHo Ha 8 nNpbeTa Ha pouete (Il + V ABYCTP.), KATO € aHaNU3UPaHO HAaNWYWETO HA TMraHTCKK Ka-
NUNAPK, XEMOPAarMy, HEOaHrMoreHeaa, cpegHa KanunspHa nNsTHOCT. [pn Hanudue Ha “cknepogepMed” Tun
KanMNAPOCKOMNCKU NpoMeHHd Gellie M3RLPLIEHe cTagupaHe no Cutolo U ckasT. (2000) — “paHHa”, “akTUBHA" M
"KbeHa” hasa. MNMpu oTCLCTBME Ha KANUNAPOCKONCKM AaHHK 332 MMKpoaHrionaTtvs Haxoakarta Oe onpegenexa
Karo HopManHa Uy Karo Hanuyue Ha HecneuWuduyHW NpoMeHn (OMNATUPAHKW, HAMLHATU KanunsapK, Xemopa-
rn). MNpun oTKpMBaHe Ha KanuNAPOCKOMCKWA HAXOAKW OT PasfiMyHK CTEAMKM Ha PasNUUHUTE NPBLCTK, KATO 3aKMio-
yeHue DAxa OTYMTAHU HAR-HANPEeaHaNUTe MUKPOBACKYNaPHW MPOMEHW. 3a M3CNEABAHE HA ACOLMUPAaHN CbC
cKnepopepmunTa astoaHtTutena bewe nanonsgan umyHobnoTt-tect EUROLINE Systemic Sclerosis 3a oueHka

Ha naHen ot 13 pasnu4yHy CKnepogepMum antureHa: Scl-70, CENPA, CENPB, RNAP-III {(11kDa), RNAP-III
{155 kDa), Fibrillarin (U3-RNP}), NOR90, Th/To, PM/Scl-100. PM/Scl-75, Ku, PDGFR, Ro52.

Mpu 73.7% (n = 14) oT nacnessaHuTe GONHK ce YCTAHOBUXA "CKNepoaepMen” TUN KanunspoCKONCKK Npo-
MeHU, a Npu 26.3% (n = 5) NMncBaxa AaHHW 3a MUKPOaHIMonaTusa (HecneLugUiHK NpoMeHi, n = 3, HopManHa
Haxogka, n = 2). Mpw nauneHtute ¢ MNCC, nonoxWTenHW 3a aHTuTena cpelly Scl-70 (n = 7}, be Hanuue cUrHmu-
hUKaAHTHO NO-HWUCKA KAMWNAPHA NNBTHOCT U NO-BUCOKA YECTOTA Ha “aKkTUBHA" 1 "KbCHa” thasa KanunapocKon-
CKW NPOMEeHU cnpsmo BonHuTe, HeratyueHKM 3a aHTK-Scl-70 aHtutena (p < 0.05). MauueHtute ¢ MNCC, nono-
HUTENHKU 32 aHTUTENA cpelly RNAP I (cyBeauHuua 155) {n = 4) uMaxa cUrHMUKaHTHO NMo-BMCOKa CpefHa
KanunapHa NOLTHOCT CAPAMO Cny4auTe ¢ oTpuuartenHu antn-RNAP il — 155 antutena (n = 15}, kato npu 3
OT THAX HE CE PerncTpypa MUKPOAHrMONAaTKUa, a Npu eauH cnyyain 6e Hanuue “paHHa’ thasa “cknepogepmen”
TUN KANWNAPOCKONCKKU NpoMeHK. MHTepeceH e hakTbT, He Npu 3 oT neTuMara nauueHT 6e3 KanunApoCKONCcKW
MpU3HaLM 338 MUKPOAHIMONAaTUA Ce YCTaHOBUXa NONOXUTENHW aHTH-RNAP IIl — 155 aHtuTena, a npobure 3a
ofwmn AHA GsAxa nonoXuTENHM BbB BUCOK TMTEP 1:1280 npu Tpuma ot GonHute n 1:320 B apyrvTe ABa cny4as.

B HacToAWoOTC NWNOTHO Npoy4BaHe ce NoTBbLpAKU HabnwaaeaHata v OT Apyrv aBTOpy acounauusa Mexay
aBaHCHMpanu Kanunapockoncku npemenn npu NCC M nonoxutenHn aHtu-Scl-70 aHTuTena, KoMTO BEPOATHO
MMarT OTHOLLEHWE KbM NPOrPecUATa HA MUKPOBACcKynapHarta natonorus. Kato Hoso HabniogeHue ce yeTaHoBU
HanNW4KWeTOo Ha NONOXUTENHK aHTU=-RNAP [l = 155 aHTuTEna npu 601HK Ge3 WKW ¢ Ha4aNHa MUKPOAHTMONATKS.
MayyapaHeTo Ha acouMaLMATA Ha KanUNAROCKONCKUTE NPoMeHU Npu MCC ¢ AMarHOCTUYHW W NaTOTEHETHUHHN
aHTUTENa Ce oYakea ga oboratv CbBPEMEHHOTO MO3HAHWE OTHOCHO NATOreHesaTa, TUMM3UPAHETO WM NPOrHo-
3aTa Ha 3afonnBaHeTo.

flpoyusanemo e chuHatcupaHo om ebmpeyHusepcUmemcku npoexkm Ha MY — lincedue, Ne HO-04/2020 2.
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Interesting is the question about presence of association between capillaroscopic changes and
immunelogical findings in systemic sclerosis (SS¢). 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 capiliaroscopic 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 all patients. Capillaroscopic examination was performed at 8 fingers (Il + V bilaterally) and presence
of standard capillaroscopic parameters was analyzed i.e., giant capillaries, haemorrhages, necangiogenesis,
mean capillary density. In cases with “scleroderma” type capillaroscopic pattern, the changes were classified
according to the staging suggested by Cutolo et al. (2000) — “early”, “active” and "late” phase. In cases without
capillaroscopic features of microangiopathy, the findings were determined as noermal or nonspecific findings
(dilated, tortuous capiliaries, haemorrhages). In the presence of different degree of capillaroscopic changes of
different fingers, the most advanced microvascular pathology was considered as a conclusion. For assessment
of scleroderma-associated autoantibedies, immunoblot test EUROLINE Systemic Sclerosis was used that
includes a panel of 13 scleroderma autoantigens i.e., Scl-70, CENPA, CENPB, RNAP-IIl (11kDa), RNAP-III
(155 kDa), Fibrillarin (U3-RNP), NOR9G, Th/Te, 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) capillaroscopic features of microangiopathy were absent (nonspecific changes, n=3; normai
findings, n = 2). In SSc patients with positive anti- Scl-70 (n = 7) antibodies, significantly lower mean capillary
density was observed as well as higher frequency of “active” and “late” phase capillaroscopic changes as

compared with the patients negative for anti-Scl-70 antibedies (p < 0.05). SSc patients with positive anibodies
against RNAP IIl (subunit 155) (n = 4) had significantly higher mean capillary density as compared with anti-
RNAP Il = 155 negative cases (n = 15). In three of them capillaroscopic features of microangiopathy were not
detected and in one case there was an “early” phase “scleroderma” pattern. Interestinly, in 3 of overall 5 cases
without capillaroscopic signs of microangiopathy, anti-RNAP i1l — 155 antibcdies were detected and ANA were
positive in a high titer of 1:1280 in 3 patients and 1:320 in 2 cases.

In the current pilot study, the asscciation between more advanced capillaroscopic changes and presence
of anti-Scl-70 autoantibodies was confirmed. This has been also cbserved by other authors and anti-Scl-70
autoantibodies may be related to progression of microvascular patholegy. As a novel observation positive
anti-RNAP |ll — 155 antibodies were found in SSc patients without or with early microangiopathy. Studying
the association between capillaroscopic changes with diagnostic and pathogenic autoantibodies in SSc is
expected to impove current knowledge about pathogenesis, classification and pregnosis of the disease.

The study is financed by project of Medical Universiy — Plovdiv, Ne SD-04/2020.
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METABONWUTEH TUN OCTEOAPTPO3A HA KONEHHW CTABU -
KNAHWUYHWU U NABOPATOPHW XAPAKTEPUCTUKK

C. NNambBona
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KONEHHUTE CTaBKW Ca HAW-4ECTO 3acerHary npu ocTeoapTpoda (OA). ACoUMaunAa C HANMYNETO HA METa-
fonuTeH CUHAPOM € yCTaHOBeHa ocseH npyv OA HA KONEHHW CTABW, KbAETO PONA UrPpae U MEXaHWYHOTO Ha-
TOBapBaHe OT NpYAPYXaBaLLOTO 3aTbCTABAHE, HO U Npu OA Ha pbKa, KOETO OT CBOA CTPaHa e B nogkpena
Ha AEACTBUETO HA cucTeMHU (hakTopu. Mopaar BUCOKATA YECTOTA HA 3ATIBCTABAHETO M APYTM KCMMNOHEHTU
Ha MeTaCONWUTHUA CUHAPOM MPK YACT OT NauymeHTuTe ¢ OA HA KONEHHW CTABM, KAKTO M NOpaaq Hanu4MeTo Ha
acouuauus ¢ NOBMLLIEHA HWBA Ha NenTUH W BUCokoYyBcTBUTENeH CRP ce npeanara xunoTesara 3a CbLUecTBy-
BaHe Ha meTatonureH Tun OA Ha KOMEHHU CTaBW, HO KbM MOMEHTA NMUNCBAT YTBLPASHU KPUTEPWUM 33 KNacK-
(ukauusa. B cobeteeHO npoydBaHe npy 73 NauMEeHTH CbC CUMNTOMATUYHA, NbPBUMYHA OA HA KONEHHW CTABU
{43 ¢ npuapy*apallo 3atnscTaRaHe U body mass index/BMI 2 30 kg/m? u 30 6onuun ¢ BMI < 30 kg/m?, o1 I
Ao IV penTreHoe ctagui no Kellgren—Lawrence) ce yCcTaHCBUXa CUrHUPUKEHTHO MNO-BMCOKKU HUBA HA NEenTUH
1 pe3ncTuH npu BonHuTe ¢ OA 1 3aTNBLCTABAHE B CPABHEHWE CbC 30paBu KOHTPONW. MHTepeceH e hakThT, 4e
CEPYMHWUTE HWMBA HA NENTWH KOPENWPAT C PEHTITEHOBUA CTagui Ha 3ab0NABaHEeTo, pecn. Ne-BUCOKM HUBa Bsxa
Hanuue npy nauueHTU ot no-HanpegHan — Il 1 1V, peHTreHOB cTaguiA. YCTaHOBKMXA C& HOBU KNMHUYHK KOpe-
nauxu npu nauneHTuTe ¢ n3cnnparHa OA Ha KONEHHWU CTaBM, KOMTO Bsxa 3HaYMTEeNHO NC-MNaan U ¢ NO-BUCOK
BMI B cpaBHeHne ¢ GonHuTe, npu Konto OA Ge kombBuHWpaHa ¢ apyra nokanusauua {cnoHgunoaptposza, OA
Ha TasobegpeHa cTaea, reHepanvaupana OA). B npoyueaHeTe Bsaxa obxeaHatv 60NHA CbC CUMNTOMATHUYHA,
MbLPBUYHA, PEHTIEHONONMYHC NoTEbpAeHa OA, HA BL3pacT mexdy 35 u 87 roguuu (cpegHa BL3pacT 66 rogu-
Hu). Bonpeku Ye ebapacTTa Haa 50 L € yTEbPAEH KNMHUYEH KnacurkauMoHeH KpUTepuid 3a OA Ha KOMEHHU
CTaBM, HOBU NPOYYBAHUA COMAT, YE € HAMULE HAPACcTBaHE HA YECTOTA Ha 3260NABaHETO Npu NauueHTy nog 40
r. Mpu nauneHTuTe ¢ n3onupaHa OA Ha KONEHHU CTABM Ce YCTAHOBMXA W 3HAUMTENHO NO-BUCOKWM HUBA HA Nne-
MTWH U PE3UCTUH B CPaBHEHKWE ChC CNy4aunTe, npu kouTo be Hanuue OA 1 ¢ Apyra cTasHa nokanusauyms. Teau

AaHHW ca B MOAKPENAa HAa XMNOTEe3aTa, Y& 3aTNLCTABAHETO BOAW [0 NO-paHHO paseuTWE Ha OA Ha KOMEHHW
CTaBu Npegu passuTue Ha OA ¢ Apyra NOKanu3auus, KakTo U Ye MeTabonuTHUAT TUn OA Ha KONEHHU CTaBu e
cneundmuyeH eHoTUN Ha 3abonsBaHeTo, YMWTC KnacupUKaLMOHHK KpUTepuK NpeacToun aa 6uaaT npeunsHo
AeUHUpaHK. XeTeporeHHUAT xapakTep Ha OA No CTHOLUEHMWE Ha NOKanusauuA U AOMUHUpALL, NaToreHeTU4eH
MEXaHU3LM € B OCHOBATA HA HE3340BONWTENHWUA ECDEKT HA TepanuuTe, Uenalm 3abaBnaHe Ha CTPyKTypHaTa
nporpecusl. B Tasu Bpb3ka NepcoHanuaupad noaxos npu 6onuure ¢ metabonuteH TvN OA Ha KONEHHWU CTaBM
BKSIKOUUTENHO NPUMNOMEHWE HA KOMOUHALMA OT MEeAWKAMEHTH, NOBNUABALLM KakTo OA, Taka U MeTabonuTHUA
CUMHAPOM, CE OYaKea Aa AoBede 40 YCNELeH TEPaneBTHYEH NPOTOKonR ¢ BonectomoamuLMpallo AeicTere.



METABOLIC TYPE OF KNEE OSTEOARTHRITIS — CLINICAL AND LABORATORY
CHARACTERISTICS
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Knee is the most commonly affected joint in ostecarthritisa (OA). The association between presence of
metabolic syndrome and OA is observed not only for knee joint, where mechanical overload plays a role, but
also for hand OA that supports the idea for the action of systemic factors. The high frequency of obesity and
other components of metabolic syndrome in a part of the patients with knee OA as well as the association
with high levels of leptin and high-sensitivity CRP lead to the hypothesis for existence of metabolic type of
knee OA, but classification criteria for this disease subtype are not yet established. In an own study in 73
patients with symptomatic primary knee OA (43 with accompanying obesity and body mass index/BMI 2 30
kg/m? and 30 patients with BMI < 30 kg/m?, from |l te IV radiclegical stage according to Kellgren—Lawrence
scale), significantly higher leptin and resisitin levels were found in cases with OA and gbesity as compared
with healthy subjects. Interestingly, serum leptin levels correlated with radiological stage of the disease i.e.,
higher levels were present in cases with more advanced structural changes (Il and IV radiological stage).
Novel clinical correlations were found in patients with isclated knee OA, who were significantly younger and
with higher BMI as compared with patients, in whom there was OA with other localization (spondyloarthritis,
hip CA, generalized CA). On note, cases with symptomatic, primary, radiclogically-confirmed OA at the age
between 35 and 87 years (mean age 66 years) were included in the study. Although the age above 50 years is
an established classification criterion for knee OA, recent studies report about increase in the incidence of the
disease in patients below 40 years. In patients with isolated knee OA, significantly higher leptin and resisitin
levels were found in comparison with cases with OA combined with involvement of other joints. These data
support the hypothesis that presence of obesity leads to earlier development of knee CA befere appearance of
osteoarthritic process with cther localization as well as the notion that metabolic knee OA represents specific
phenotype of the disease, whose classification criteria are to be precisely defined. Heterogeneous nature of OA
regarding localization and dominant pathogenic mechanism is the major reason for unsatisfactory therapeutic
effect in relation to slowing of structural progression. In this regard personalized therapeutic approach in
patients with metabolic type knee OA, including combined therapy that influences both OA and metabolic
syndrome is expected to lead to successful disease-modifying treatment protocol.

26. Lambova SN. The utility of USB capillaroscope for assessment of Raynaud’s
phenomenon patients. Ann Rheum Dis. 2021;80:1256-1257.

THE UTILITY OF USB CAPILLAROSCOPE FOR
ASSESSMENT OF RAYNAUD’S PHENOMENON
PATIENTS

S. Lambova'. 'Medical University - Plovdiv, Department of propaedeutics of
internal Diseases, Plovdiv, Bulgaria

Background: Videocapillaroscopy is the gold standard for evaluation of naiffold
capillaries and the major tool used for differentiation of primary and secondary
Raynaud’s phenomenon (RP) in rheumatology practice. However, nowadays,
there are also accessible alternatives such as USB capillaroscopes, which offer
the opportunity to apply capillaroscopic examination at a significantly lower price.
Objectives: The aim of the current study was to study the utility of USB capillaro-
scope (Dinolite} via assessment of capillaroscopic images obtained by patients
with primary and secondary RBP in rheumatic diseases.



Methods: The study represents analysis of capillaroscopic images of 32 patients
with RP — primary and secondary in the context of SSc or other rheumatic dis-
eases i.e., undifferentiated connective tissue disease {UCTD) and systemic lupus
erythematosus {SLE). All the patients had signed an informed consent for partici-
pation in a study of their capillaroscopic, laboratory and clinical associations. The
study represents retrospective analysis of the capillaroscopic images obtained
from 8 fingers (II-V bilaterally) using USB capillaroscope (Dinolite) at magnifica-
tion 200x. Capillary diameters were measured (arterial, venous and apical loop)
as well as the number of capillaries per millimeter. The capillaroscopic images
were categorized into the following groups i.e., |. Absence of microangiopathy:
i) narmal pattern, ii) nonspecific changes (dilated capillaries with arterial diam-
ater > 0.015mm, venous > 0.020mm; haemorhhages and/or other nonspecific
changes}, Il. Presence of microangiopathy i.e., “scleroderma”/"scleroderma-like”
pattern. Presence of giant capillaries with capillary diameter =0.050mm was con-
sidered as a sufficient criterion for classifying the image as “scleroderma’/scle-
roderma-like” pattern. For “scleroderma” type images in SSc patients staging of
Cutolo et al (2000) was used i.e., “early’ "active] "late” phase (1).

Results: Images suitable for analysis with good visibility that permits analysis
of the major capillaroscopic parameters were available in all patients. Among 32
included patients, 9 patients were with 5S¢, 12 cases with primary RF, and 10
patients with secondary RP in other CTD (7 patients with UCTD and 3 patients
with SLE}. ,Scleroderma® pattern was detected in 6 patients with SSc and in all
these cases the capillaroscopic images were classifiable into one of the three
distinct phases i.e., “early’ "active” and “late” phase. Presence of microvascu-
lar changes (“sclercderma-like” pattern) was detected alsc in 5 among the 10
patients with other CTD i.e., UCTD and SLE. In primary RP patients capillaros-
copy revealed either normal pattern or nonspecific findings but without features
of microangiopathy.

Concluslon: Good capillaroscopic images, which could be analyzed and inter-
preted, are usually obtained using USB capillaroscope. This permits evaluation
of the major capillaroscopic parameters. The available software although less
sophisticated vs those of videocapillaroscopes, gives the opportunity for meas-
urement of capillary diameters, mean capillary density, etc. The images received
from USBE capillaroscope are easily classified into “scleroderma’ “scleroder
ma-like} non-specific changes and normal pattern. The most important conclu-
sion from capillaroscopy is about presence or absence of microangiopathy. This
was easily detected via USB capillaroscope that could be suggested as an ideal
alternative for videocapillaroscopes in every day rheumatology practice espe-
cially at low budget cases. Measurements of capillary diameters and capillary
density provide quantitative data that make these devises also appropriate for
scientific research.

Ynorpeda Ha USB Mukpockonu 3a oneHka Ha nauueHTu ¢ ¢peHoMeH Ha Raynaud

BbBenenne: BuaeokanunapockonusTa € 37aT€H CTaHAapT 3a aHAIM3 Ha KallWIsIpUTe Ha
HOKBTHATA I'bHKAa U OCHOBHE METO]I M3MOJ3BaH 3a MudepeHlrupaHe Ha MbPBUYEH OT
BrOopryeH (peHomeH Ha Raynaud (®P) B peBmaTonornunara npaktuka. [lonacrosimem
¥Ma ¥ JIOCTHITHA aJITEpPHATUBHA TEXHUKA 32 TPOBEkKIaHe Ha Kanuisaspockonus karo USB
MHUKPOCKOIIUTE, KOUTO MpEJiaraT Bb3MOKHOCT 3a IMpUJIaraHe Ha KamuISIpPOCKOICKO
H3cleIBaHe Ha 3HAYUTEIHO IO-HUCKA IICHA.

Ilen: Ilenta Ha HACTOSMIOTO MpoOydBaHe O€ Ja C€ OIEHAT BB3MOKHOCTHUTE 3a

uznomBaHe Ha USB wmukpockon (Dinolite) 3a omneHka Ha KanuisipOCKOICKU



n300pakeHusl TpU MAlUEeHTH ¢ ObpBUYeH M BropuueH OP mnpu peBmaTnuHu
3a00J1BaHMSL.

Mertonu: AHanM3UpPaHU Ca KAaWISIPOCKOTICKU m300pakeHus Ha 32 mamnueHtu ¢ OP —
I'bPBUYEH M BTOPUYEH B KOHTEKCTa Ha mporpecuBHa cuctemHa ckieposa (IICC) wm
JIpyrd peBMAaTU4YHU 3a0o0iisiBaHUs, B T.4. HeAudepeHuHpaHO 3a0oisiBaHEe Ha
cpenunuTenHara TekaH (H3CT) u cucremen nymyc epuremarodyc (CJIE). Benuku
NAalMeHTH ca MOANUCAIM HMH()OPMUPAHO CBHIVIACHE 3a ydYyacTHE B IPOYYBAHETO.
W3cnenBaHero MpencTaBisBa pPETPOCHEKTHBEH aHAIW3 Ha  KalWISPOCKOIICKUTE
n3o0paxkenus, moiaydyenu ot & mpbera (II+V aBycrpanHo) ¢ momomra Ha USB
mukpockon (DinoLite) mpu yBenmmuenme 200x. M3mepeHw ce auaMeTpuTe Ha
KanmwisgpuTe (apTepuaiHo, BEHO3HO M alMKallHa YacT), KaKTO M OpOAT Ha KaNMIIPUTE
Ha MuIuMeTsp. Kanunsapockonckure n3o0paxxeHus: 0sxa KaTeropu3upaHu B CICAHUTE
rpynu: 1) numnca Ha Mukpoanruonatus: 1.1. HopmanHa Haxoxka; 1.2. HecnenupuuHU
IIPOMEHU (JWJIaTUpaHU Kalujsipu ¢ aprepuaneH auamersp > 0.015 mm, BeHo3eH >
0.020 mm; xemoparuu W/WIM JAPYTH HeCHeUM(UYHH TPOMEHH); 2) HaIU4yhe Ha
MUKpoaHruonarus: "ckiuepoaepmen'/"cknepoaepmo-nogoden” Tun. Hamumuwmero Ha
TMFAaHTCKM KalWIsIpy ¢ Hau4yue Ha aAuaMeTsp Hal >0.050 MM e poctarbueH Kpurepui
3a KiIacupUIMpaHe Ha H300paKEHUETO KaTo ,,CKIepoaAepMeH’’/,,CKIEepOaepMO-
nosno6en” tui. 3a ,,CKJIEPOJIEPMHHMS TUI KaIWJISIPOCKOIICKA HaX0/1Ka MPH MalUEHTH C
[1CC e uznonzeano cragupane Ha Cutolo et al (2000): ,,panHa“, ,,akTUBHA", ,,KBCHA
da3za.

Pesynrartu: M300paxenus, NOAXOASIIHN 3a aHAIHU3 € 100pa BUIUMOCT, KOSITO TI03BOJISIBA
aQHAJIN3 Ha OCHOBHUTE KaIlWJISPOCKOICKM MapaMmeTpH, Osxa HaJIUYHU NPU BCHUYKHU
6omHu. Ot 32 uscnensanu 6osnu, 9 6sxa ¢ IICC, 12 ciyyas ¢ nepBuuen ©P u 10
nanueHT ¢ BropuueH OP npu apyru cucteMHU peBMaTHUHU 3a6ossaBanus (7 60IHU ©
H3CT u 3 - cbe CJIE). ,,CxknepoaepMeH*‘ TUI KalIWISIPOCKOIICKA KapTHHA O€ yCTaHOBEHA
npu 6 mauuentu ¢ [ICC u BbB BCUUKH TE€3H CITydau KaWISIPOCKOIICKUTE U300paKeHUS
0s1xa Ki1acu(uIUpaHd B €IHa OT TpuTe (as3u - ,,paHHA, ,,aKkTUBHA* U ,,KbCHA™ (haza.
Hanmnune Ha  MuUKpoBackyinapHu mnpoMeHH  (“‘ckiepoaepMo-nofo0eH”)  Osixa
HaOronaBanu npu 5 oT 10-Te manueHT! ¢ APyru CUCTEMHHU peBMAaTUYHM 3a00JI1BaHUS
— H3CT u CJIE. IIpu nauuentu ¢ nbpBudeH OP npu xanuisipockonusi ce yCTaHOBH
HaJIMYMe Ha HOpPMajilHa HaxoJKa WM HecHelUu(@HUUHU MPOMEHH, HO 0e3 JaHHH 3a

MHUKPOaHT'HOIIaTusl.



3akmouenue: [lomydyeHure Kamuispockoncku uzoopaxenus ¢ USB mukpockomn ca ¢
100pO KavyecTBO M MoraT Ja ObJaT aHAIM3UpPaHU U UHTEpIpeTHpaHu. ToBa mo3BosiBa
OIICHKA Ha OCHOBHUTE KaNWJISIPOCKOTICKU TapaMerpu. Hamuuausr codryep, Makap u
M0-MaJKO YCHBBPIIEHCTBAH B CPaBHEHHE C TO3M HAa BHJICOKANMIAPOCKOIIUTE, JaBa
BB3MOKHOCT 32 U3MEpPBaHE Ha KAMWJISPHUTE AUAMETPH, CpPe/IHA KalMIIpHA ITbTHOCT U
np. M3obpaxenusta, monydern ¢ USB mukpockomn JsiecHO ce kinacudummpar Ha
,»CKIIEPOIEPMEH", ,,CKIIEPOAEPMO-TIOI00CH  THII, HeCcTIeU(DUYHU TPOMEHHU U HOpMaJTHa
Haxozaka. Hail-chliecTBEHOTO 3aKiOYeHHE OT KAaIWISIPOCKOIICKOTO H3CJE/BaHE €
OTHOCHO HAJMYMETO WJIM JIUIIcCaTa Ha MUKpoaHruomnarus. ToBa Oe JiecCHO yCTaHOBEHO
npu u3nona3Banero Ha USB Mukpockorl, KOHTo Moxe aa ObJe NpeyioKeH KaTo 100pa
AITCpHATHBA HAa BUACOKAIIMIIAPOCKOIIUTEC B CKCAHCBHATA PEBMATOJIOTMYHA MPAKTHKA,
0COOCHO IpH cIy4yau C HUCHK Oro/pkeT. Mi3MepBaHuUsATa Ha TUaMETPUTE Ha KaIMIIPUTE
U KanwisipHaTa IUIBTHOCT MPEIOCTaBAT KOJIMYECTBEHU [aHHU, KOUTO MPABAT Te3U

YCTpOfICTBa MoAXOAAIIHN U 3a HAYUHH U3CJIC/IBAHUS.
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“SCLERODERMA-LIKE” PATTERN AS A PRESENTING
FEATURE OF CONNECTIVE TISSUE DISEASES

S. Lambova'. 'Medical University - Plovdiv, Department of Propaedeutics of
Internal Diseases, Plovdiv, Bulgaria

Background: The role of capillaroscopy for early diagnosis of systemic sclerosis
(55c) is well-known and pathological capillaroscopic pattern is a component of
the new set of criteria for SSc¢ (EULAR/ACR 2013). While it is also known that
similar microvascular changes i.e., “scleroderma-like” could be observed in other
rheumatic diseases i.e., undifferentiated connective tissue disease (UCTD),
overlap syndromes, systemic lupus erythematosus (SLE), etc., the data about
the time of their appearance in other rheumatic diseases different from SSc are
scarce.

Objectives: The aim of the study was to evaluate the prevalence of capillaro-
scopic features of microangiopathy in Raynaud's phenomenon (RP) patients at
the time of their first referral to rheumatology setting.

Methods: 22 in- and outpatients were included in the study that were referred
for consultation in our rheumatology unit in the last 8 months. Inclusion criteria
were presence of RP at their first consultation or still unclear diagnosis. Presence
of known rheumatic disease diagnosed at previous consultation with rheumatol-
ogist as well as signs of definite diagnosis SSc were exclusion criteria. All the
patients underwent capillaroscopic examination with USB capillaroscope Dinolite
(magnification 200x). Routine laboralory tests were ordered i.e., complete blood
count, ESR, CRP, biochemistry as well as immunological tests. ANA test was
performed in all patients while antibodies against extractable nuclear antigens,
antiphospholipid antibodies or other tests were ordered depending on the clinical
presentation and overall context. The patients signed an informed consent for
participation of the study.

Results: 12 of the examined patients were diagnosed with primary RP and their
capillaroscopic examination revealed absence of microangiopathy i.e., normal
pattern or non-specific changes (mainly dilated capillaries). In 7 patients the final
diagnosis was UCTD and 4 of them exhibited microvascular pathology i.e. “scle-
roderma-like” pattern, while in 3 cases the capillaroscopic findings were non-spe-
cific. Among other patients 1 case was diagnosed with prescleroderma with
“early” phase “scleroderma” pattern (according to definition of Culolo et al., 2000
(1), 1 case was with onset of SLE (“scteroderma-like” pattern, active phase) and
in one case the microvascular pathology that included single giant capillary loop
no other signs of connective tissue disease were found and the final conclusion
was “suspected secondary” RP with necessity for a regular follow-up.
Conclusion: In conclusion, definite features of microvascular pathology, known
as “scleroderma-like” capillaroscopic pattern, could be observed as an initial
pathological feature in CTD different from SSc such as UCTD and SLE and the
overall diagnosis should be made in the overall context. Capillaroscopy inher-
its high significance in patients with UCTD, in whom clinical presentation could
be obscure in the beginning and identification of microvascular capillaroscopic
pathology is among the crucial signs to support the diagnosis. Future studies are
necessary to delineate the role of microvascular pathology for prediction of future
evolution of UCTD.

“CkiepoaepmMo-nogo0eH” THII KAMUJIAPOCKOIICKA KAPTHHA KaTO HAYAJIHA

nposiBa Npu CUCTEMHU 3200/151BAHUSA HA CbC¢INHUTECJIHATA ThbKAH

BT)Be)IeHI/IeZ Ponsara Ha KalmUJIAPOCKOIIUATA 3a paHHAa TWAarHOCTUKAaTa Ha MIpOrpeCuBHATa

cucremHa ckiepo3a (IICC) e nobpe m3BecTHa M MATOJOTMYHATA KAaMMJIIPOCKOIICKA



HaxoJika € BKiIo4YeHa B HoBuTe Kiacudukannonau kputepun 3a [ICC (EULAR/ACR
2013). U3BecTHO €, 4e Mog00HU MUKPOBACKYJIAPHH IIPOMEHH, ,,CKJIEPOIEPMO-TIOJO0SH
TUI MOTaT JAa ce HaOmoJaBaT M NPH JIPYTM PEBMATUYHU 3a00JSIBAHUA KaTo
HeaudepeHuupano 3abomnsBaHe Ha cbenuuutenHara TobkaH (H3CT), cunmpomu Ha
NpurokpuBane, cucreMeH nynyc epuremarosyc (CJIE) m ap. [laHHUTE OTHOCHO
BpPEMETO Ha IOsiBaTa UM IPU APYTU peBMAaTU4YHU 3a0oisaBanust, pasnuunu ot [ICC ca
OTpaHUYEHHU.

Len: LlenTa Ha Mpoy4YBaHETO € Ja c€ OILIEHH YeCTOTa Ha MUKPOAHTUOIATHATA, OLIEHEHA
KaUJIsSipOCKOIICKU MpH nanueHTu ¢ penomed Ha Raynaud (®P) no Bpeme Ha mbpBara
UM KOHCYJITalUsI C pEBMaTOJIOr.

Metonu: B mpoyuBaHeTo ca BKIIOUeHH 22 OOJIHM JIGKYBaHH aMOYJIaTOpHO U B
CTAallMOHAp B HAIIMS LIEHTHP Mpe3 nocieqauTe 6 Mecena. Biiroupaiu kputepuu 0sxa
— Hannune Ha OP mpu mbpBa KOHCYJATAlMs C IEJN JUATHOCTHYHO YTOYHSIBaHE.
Hanuuuero Ha curypHa nuartosa I[ICC wunm AMarHocTUIUMpPaHO B MHUHAIOTO
peBMaTU4HO 3a0oisiBaHe Osxa W3KIOYBamM Kputepud. [Ipm Bcuuku mamueHTn Oe
mpoBeJeHa Kanmwisipockonusi kato ce wu3nomsBame USB  wmukpockon DinoLite
(yBenmuenue 200x). bsixa npoBeeHn pyTUHHU Ta0OPATOPHU U3CTIEABAHMS KAaTO MTbJIHA
kpbBHa kaptuHa, CYE, CRP, Owoxumwus, WUMyHONOrMYHM wu3cienBanms. AHA
CKpUHUHI 0O€ TpoBeleH NpH BCHYKM [AlMEHTH, [OKAaTO aHTUTeNa Cpeury
eKCTpaxXupyeMu HYKIICAPHH AHTUTECHU, aHTH(POCHONMUIUIHU aHTUTENA WIH JPYTH
u3cneaBaHus Osxa Ha3HAuYaBaHU B 3aBHCUMOCT OT KJIMHHYHUTE MPOSIBU M ISITOCTHUS
KoHTekcT. [lanmenTuTte ca mnoanucan WHGOPMUPAHO ChIVIACHE 3@ Yy4YacTUE B
MIPOYYBAHETO.

Pesynraru: 12 oT u3crneqBaHuTe MalMeHTH 0sSXa JUArHOCTULIMPAHH KaTo mbpBrUueH OP
Y TIPH KaMMJISPOCKOIUS HE Ce YCTaHOBHXA JaHHU 3a MUKpoaHTronaTtus. [Ipu Tsax 6sxa
HaJMIle HOpMaJlHa HaxoJKa WJIM Hecleuu(pUyHU MpPOMEHU (OCHOBHO IUIaTHUpPAHU
kamuisipu). [Ipu 7 GonHu okonyarenHata auarHo3a 6e H3CT u mpu 4 oT TaX ce
YCTaHOBH “‘CKIIEPOJEPMO-TI0JJ00€H”’ THUT KaUJIIPOCKOTICKA KapTUHA, IOKATO B 3 Cirydast
npomMeHute 0sixa Hecrieruduunu. OT ocrananute 6oaHM 1 ciryyail 6e TuarHoCTUIMpaH
KaTo TIpeckiepojiepMa C Haluuue Ha ,paHHa Qa3a  ,,CKIEpOAEpPMEH" THUIl
KaNnuJIsipocKoIcKa KapTuHa (cnopea nedpununusata Ha Cutolo u cwast., 2000),

1 6onen 6e ¢ nedror Ha CJIE (chC ,,CKICPOACPMO-TIOAO0EH THI KAMUISIPOCKOIICKA
KapTHUHA, “akTuBHA” ¢a3a) U B 1 ciaydail MUKpOBacKyjIapHaTa MaToJorus BKIIIOYBAILE

HaJIMYUC Ha CAWMHUYHA THUIAaHTCKA KallnuJIsipHa 6pI/IMKa, oe3 APpyru Inpu3Hanu Ha



CUCTEMHO 3a00J1sIBaHe HA CheMHHUTETHATA ThKaH (3aK/II0UeHUE ,,CyCIIeKTeH BTOPUYEH
OP, unauupan 3a KpaTKOCPOUHO MPOCIIEIsIBAHE).

3aknmroueHue: B 3akimodeHme, "CKIEpOAEPMO-NOAOOCH" THUI KaMUIISIPOCKOTICKA
KapTUHa MOXKEe Ja ce HabmoJaBa KaTo I'bpBOHAYajdHA M3ABa NpU 3a00JsIBAaHUS
paznuunu ot [ICC, B T.4. H3CT u CJIE, nopanu koeto puHanHATa JUArHO3a CE TTOCTaBS
B ISUIOCTEH KOHTEKCT. Kanmuisipockonusita € OT KJIOYOBO 3HAYEHUE NP MAI[UEHTH C
H3CT, npu koWTo KIMHUYHATA W3siBA B HAYAJIOTO MOXE Ja € HecrnenuduyHa u
UICHTHU(QHUIMpPAHE HA MUKPOBACKYJIapHA MATOJOTUATA Ype3 KalWISPOCKOMUS € Cpel
KJIFOUOBHUTE HAXOJKH B IMOAKperna Ha AuarHo3ata. Heo6xoaumu ca Obemiy npoyyBaHus

3a OLICHKA Ha POJIATa HAa MUKPOAHTHOIATUATA 3a IPOrHo3upane Ha eoronus Ha H3CT.

28. JlamboBa C, Kyprtena E, Ixamb6azoBa C, ['eneBa-Ilonosa M, Kropkuues /1.
Henmudepenuupano 3aboisaBaHe Ha ChbeIMHUTENIHATA ThKaH ¢ IeprudepeH ChI0B
CUHJIPOM — KallWJISIPOCKOIICKH ¥ UMYHOJIOTUYHH HaXoAku. Harmonanaa koHbepeHIus
1o peBMatojiorus 29 cenreMBpu — 2 okToMBpH 2022r. xoTen NHTepHannoHal, K.K.

3natHu msicbuu. Pesmamonoeus (bvacapus). 2022; Suppl 2: 19-21.

HEOUW®EPEHUWUPAHO 3ABONABAHE HA CBEEOUHHUTENHATA TbKAH
C NEPU®EPEH CBA0B CUHOPOM — KANMUNAPOCKOMNCKK
U MMYHONOITM4YHW HAXOOKH

C. NamGoBa'?, E. Kyptesa®?, C. [xxambaszoBa'?, M. MleHepa-Moncea'®, [. Kiopkunes®*
KaTeapa no nponefesTHKa Ha eeTPelHWTe GonecTH “Mpod. A-p AHTOH MUTOR", MeguUUHCKNK dakynTeT,
MegMUHHC KK YHUBEPCHTET — [NoBgus, Brrrapyn

20TgeneHue No peemMaronords, MBAN “Ce. MuHa" — Mnoegue, Brnrapua

*[TaGoparopvn No KNWHWYHA UMyHonordA, YMBAT “Ceeti MisaH Punckn” — Codun, Brenrapus

“Katenpa no KNAHAYHA WMyHONorva, MeauuuHek hakynteT, MeduuuHekn yHuBepouTeT — Cothun, Benrapun
*KnuHuka no peamartonomA, YMBAT “Ceetu [eopru” — [Nnoggue, Benrapus

NpW npocnegsBaHdHe NauueHTUTe ¢ HeaudepeHuupaHo 3abonaBaHe Ha cbhbeguHUTEeNHaTa TekaH (H3CT)
MOXME Oa pa3suAaT Jodpe fedvHUPaHo pEBMATUYHO 3a80NABAHE, HAW-YECTO NPOrPECHMBHE CUCTEMHA CKNe-
posa {[1CC) u cuctemen nynyc epvtemaTosyc (CIME). B To3n cny4ain H3CT moxe na Ewae npepctaanii Ha
cucTeMHo 3abonApaHe Ha cbeduHUTENHaTa TekaH (C3CT). OT Apyra cTpada, nayueHTUTe MoraT ga octaHar
B CNEeKTLpa Ha avarHosata H3CT oo ctabneH knuHnYed xoa W BnaronpunTHa nporHosza, ocobeHo npu npo-
ABJEKUTENHOCT HA 3abonAsaHeTo Hag 3 roguHu (ctabunHo H3CT). PeHoMensT Ha Raynaud ($PP) v aprpanrm-
WTE ca Cpe/l HaW-H4eCTUTE KITMHMYHK Haxoakwn npyn H3CT.



20 HauwoHanHa koHepeHUWA No peaMarTonorus National Conference of Rheumatology

LlenTta Ha npoyuBaHeTo € aa ceé u3cneapa paswvpeH NnaHen Ha acouuupaHdy Cbe CKepogepMusaTa aproa-
HTUTEna Npyu nauueHTn ¢ obexkTMBHO AokyMeHTUpaH ®P, npy KOMTO e Hanuue NoOHE eauH HecneuudurYeH Knu-
HWHMEH CUMMTOM M3BLH PP vnu KanunapocKoncky NPUM3HAaLA 38 MUKPOAHTMONATHA WK NONOXWTENEH Pe3ynTtar
3a AHA CKPUHUWHT U HE C& NOKPUBAT KPUTEPUMTE 38 ONpeaeneHo peBMaTuYHO 3abonsaBaHe.

B npoyyBaHeTo ca BknkueHu 15 nauneHTu ¢ ®P (14 5eHU U 1 MbX), ChrNacHo BKOYBALLWTE KPUTEPUW.
CpenHaTta Bb3pacT Ha nauyueHTuTe € 36.33 + 13.29 roguHu {nuanasoH 19-59 roguHwn). MNpKU BCUYKM NauueH-
TW @ NPoBEAEHO KanWMNsAPOCKONCKO WM3cnegBaHe ¢ BUAEOKAanUnapockon. VacnegsaH € paswMvped naHen Ha
aCOLMUPAHW CBC CKNEPOAEPMUATA ABTOAHTWTENA, KATC & Wanon3eaH uMyHobnot-tect (EUROLINE Systemic
Sclerosis), ceabpxaw 13 aHTureHa, xapaktepHu 3a MNCC. MacneaBaHun ¢a v AWArHOCTUHHW AaBTOAHTUTENA 33
CIE (anti-dsDNA, anti-Sm, anti-cardiolipin, anti-beta-2-glycoprotein), kakto 1 anti-RNP anTuTano. Naynentn-
TE ca NOANOKEHW Ha KITMHWYEH KM KanWNAPOCKONCKKM KOHTPON 3a nepyog Mexay 6 meceua u 3 rogvHu,

Mpu Tpuma BonHu ¢ ®P 1 KaNnUNAPOCKONCKM NPU3HALM 33 paHHa bala cknepogepMonoaofHa MUKpoaH-
rmonatus obwute AHA, pazlwnMpeHuaT UMyHOONOTTECT U OCTaHanUTe aBToaHTUTeNa Gaxa HeraTUBHM U TE3K
cny4yau ce knacudguympaxa Kato cycnekTeH sTopuded ®P. QctananuTe 12 nauweHTV NoKpuBaT KpuTepuuTe
3a H3CT ¢ ®P ¢ noHe eguH HecneuMdUyeH KNMHUYEH cuMnTom 38 C3CT uaekH ®P unu nonoXMTENEH TecT
3a 06wm AHA. Tpn 7 ot Tesn cnyyan (58%) 6axa HabnipgaBaHW KanWnApPOCKONCKU NPU3HaLM 3a ckneponep-
MoNoAobeH TUN MUKPOEHIMONaTHA paHHa Masa, kaTo 3a Nepyvoda Ha NPocnennBaHe He Ce perncTpupa ano-
LapaHe Ha Kanunsipockonckara Haxoaka. Mpu octaHanuTe S GonHKW KanMNAPOCKONCKOTO U3cnedBaHe nokasa
Hecneundu4Hn npomMeHud. Mpu 5 ot nauyuenTnTe ¢ H3CT M KANWNAPOCKONCKK NPU3HALIM 38 paHHA MUKPOAHTU-
onartua egWHCTREHaTa NaTonorMdHa HaxogKa oT UMYHOMOMMYHKMTE MacneasaHnA Be NonoxUTenHWAT TecT 3a
obwm AHA, QOKaTO aHTUTENAaTa OT CKNEPOAEPMHMA NaHeN, aHTUTenara, AMarHocTuyHy aa CIE, n anti-RNP
aHTMTANOTO Baxa HeratueHW. Mpu 7 ot GonHute ¢ H3CT ce oTKpMXa NONMOXUTENHA U APYTW aBTOAHTUTENS,
KATC HaW-4ecTC TOBA BAxa AHTHMUEHTPOMEpPHWU aHTUTEna (4 nauweHTn). Cpeag TAX NPU €QUH CNy4ad aHTu-
LEHTPOMEPHATE aHTUTENA Gsxa acouuMpaHy ¢ KanuispoCcKonCky NpuaHauW 3a cknepopgepmonogoben Tun
MUKPOAHIMONATKA, ADKATO NPWU OCTAHANUTE TPW CMYYas NMMNCBAXA AAHHKW 33 MYKPOBACKynapHa yepeaa. Mpu
npocneaspaHe 3a Nnepuoa Mexay 1 v 3 roguHK Npu Te3n nayueHTy (N = 4) He ce ycTaHoBuxa nposian Ha MNCC
N1 HOBK KSTMHUHHKW HAXOOKWN.

MpenoMuHaHTHATa KanMNAPOCKONCKa Haxoaka npy naunentute ¢ H3CT v cknepoaepmonopgobed Tun
MWKpOaHrMonatvs e panHarta pasa, KOATo octaea cTabunHa npu npocnegssaHe W Kopenupa C No-neK Knu-
HU4EH xog 1 SnaronpuATHa npordo3a Ha H3CT. MNpu 3HaumMTenHa YacT ot cnydante ¢ H3CT nonoXuTenHuaT
TecT 3a 06wu AHA e egMHCTBEHATa NaToNorMyHa HaxoAKa OT MMYHONOrMYHWUTE U3cneaBaquA, AOKaTo chnewm-
MU-HU 3@ pa3NM4HW aBTOMMYHHU 3aBonseaHKsa asToaHTMTena nuncear. Mpu H3CT morar Aa ce no3uTUeMpar
W aBTOAHTUTENa, gWarHocT4HK 3a gobpe aedrHWpaHu aeToMMyHHW 3abonAaBaHus, HO Taau HAXOAKA He ce
CELP3BA 3a0b/TKMTENHO C €BONOUMA Ha CUMNTOMUTE OC Pa3rbpHaTo peBMaTU4HO 3abonnBaHe nNpu kpaTko-
CpO4HO NpocneassaHe Ac 3 roavHu.

fpoyd4sanemao e ghuHaHcupaHo om sbmpeyHusepcumemeku npoexm Ha MY — Mnoedus, Ne HO-04/2020 &

UNDIFFERENTIATED CONNECTIVE TISSUE DISEASE WITH PERIPHERAL
VASCULAR SYNDROME ~ CAPILLAROSCOPIC AND IMMUNLOGICAL FINDINGS

S. Lambova'?, E. Kurteva®4, S. Dzhambazova's, M. Geneva-Popova'$, D. Kyurkchiev3#4
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During the follow-up, the patients with undifferentiated connective tissue disease (UCTD) may develcp a
distinct rheumatic disease (most commenly systemic sclerosis/SSc and systemic lupus erythematosus/SLE)
and thus UCTD may be a pre-stage of well-defined connective tissue disease (CTD). However, the patients
may remain in the scope cf the diagnosis “UCTD” with stable clinical course and favorable pregnosis especial-
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ly after at least three years of disease duration (stable UCTD). Raynaud's phenomenon (RP) and arthralgia
are among the most common clinical findings in UCTD.

To assess extended profile of scleroderma-associated autoantibodies in patients with objectively docu-
mented RP, in whom there is at least one nonspecific clinical symptom different from RP or capillaroscopic
features of microangiopathy or positive ANA screen result, but without criteria for a definite rheumatic disease.
15 patients (14 females and 1 male) with RP were included in the study according to the inclusion criteria.

The mean age of the patients was 36.33 £ 13.29 years (range 19-59 years). All patients have undergone
capillarescopic  examination using videocapillaroscope. Scleroderma-associated autoantibodies were
examined using immunoblot test EUROLINE Systemic Sclerosis that includes a panel of 13 scleroderma-
associated antigens. Diagnostic antibodies for SLE i.e., anti-dsDNA, anti-Sm, anti-cardiclipin and anti-beta-
2-glycoprotein were also examined in all patients as well as anti-RNP antibody. The patients have undergone
clinical and capillaroscopic follow-up for a period between 6 months and 3 years.

3 patients with RP and capillaroscopic features of “early” “scleroderma-like” microangiopathy had negative
result for total ANA and also negative results of scleroderma immunoblot test and other autoantibodies and
were classified as suspected secondary RP. The rest 12 patients fulfilled the criteria for UCTD with presence
of RP with either one nonspecific clinical symptom different from RP suggestive of CTD or positive test for
total ANA. 7 of them (58%) exhibited capillaroscopic features of “scleroderma-like” microangiopathy, “early”
phase without worsening during the follow-up. In 5 patients capillaroscopic examination revealed non-specific
findings. In 5 cases with UCTD, all of whom had early microangiopathy, the only pathological immunclogical
finding was paositive test for total ANA, while all antibodies from the scleroderma panel, antibodies indicative
of subclinical SLE and anti-RNP antibody were negative. In 7 UCTD patients, other autcantibodies were also
detected and most commonly they were anti-centromere antibodies (4 patients). Among them in a single case,
anti-centromere antibodies were associated with capillaroscopic features of “scleroderma-like” microangiop-
athy, while in the rest 3 cases microangiopathy was not observed. For the period of follow-up with duration
between 1 and 3 years, all 4 patients did not exhibited features of scleroderma or other new clinical symptoms.
The predominant capillaroscopic finding in patients with UCTD and capillaroscopic features of “scleroderma-
like" microangicpathy is “early” pattern that remains stable during the follow-up and correlates with milder
clinical course and favorable prognosis in UCTD. In a considerable proportion of patients with UCTD specific
autoantibodies are lacking and total ANA is the only positive immunological finding. Presence of autoantibodies
diagnostic for a distinct rheumatic disease is possible in this patient category and is not obligatery associated
with evolution into full-blown rheumatic disease during a short-term follow-up up to 3 years.

The study is financed by project of Medical Universiy — Plovdiv NeSD-04/2G20.
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KOCTHA MUHEPANHA NNBTHOCT NPW NNALA C HOPMAINEH UHOEKC
HA TEJIECHATA MACA U NPU HAOHOPMEHO TEIMO

M. Hukonog', C. NamGoga?, H. Hukonos'
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HagHopMeHoTo TErnc U 3aTbCTABAHETC, KAKTO M OCTEONOpos3ata ca couuanHosHadvmMu 3abonasanus,
YUATO YECTOTA HAPACTBA B CBETOBEH Mawab. B Tasy Bpb3ka MHTEpeC NpeacTasnsBa 3aBUCUMOCTTA MEXay
TENECHOTO TErNo U KOCTHaTa MUHEPAnHa MMLTHOCT.

LienTa Ha HacTOAWOTO NpoyysaHe Ge Aa ce OUEHW acouMauuATa Mexay MHAEeKca Ha TernecHata macal
body mass index (BMI) u kocTHaTa MUHEPAnHa NIMLTHOCT Ha nymbaneH rpsbHak v BegpeHa wwkka.

MpoyyBaHeTo € peTPOCNeKTUBHO, KaTo e aHanwavpaHa 6asa gaHHW Ha NauyeHTH, NPORENN OCTEOAEH3N-
TomeTpus B ML “ABnc Mepuka” — Mnesen, anapart Lunar prodigy. AHanu3anpaHu ca CTOWHOCTUTE Ha T-score
Ha nymbaneH rpebHak, KakTo M cpeaHa CToWHOCT Ha T-score Ha ABeTe BeapeHy WWIAKK U TAXHATA acouualms
¢ BMI. CpaBHeHa e kocTHaTa MMHeparnHa NibTHOCT Ha nymbaneH rpuOHak u 6egpeHu LWWIAKK NPy NagueHTH
¢ BMI nog v Hapg 25 kr/m2.

B npoy4eaHeTo ca BKNtoYeHn 111 XeHu Ha cpeaHa Bb3pacT 59 + 8 roauHu. MpK NaUWMEHTH CbC CTORHOCTH
Ha T-score < /-2.5/ Ha nymbaneH rpufHak (n = 27) BMI 6 curHnmMKaHTHO No-HUCHK (25.14 + 4.08 kr/m?) B
CpaBHEeHKUE ckC CriydauTe ¢ T-scare > /-2.5/ (n = 84), (BMI 28.79 1 5.93 kr/m?; p = 0.004). AHanoru4Hu pesyn-
TaTW C& HAMEPUXA MO OTHOLUEHWE HA PE3IyNTATUTE OT OCTEOOEH3UTOMETPUATA Ha BegpeHa wuiAka. BMI npu
nauMeHTMTe CbC cpedHa CTOMHOCT Ha T-score < /-2.5/ Ha geete BegpeHn wuiiku (n = 15) Be 24.93 + 5.11 kr/
M?, a npw rpynarta ¢ T-score > /-2.5/ (n = 96) BMI (28.37 % 5.71 kr/m?) Be cTaTUCTUHECKA 3HAYMMO NO-BUCOK
(p = 0.031). Npwu naynenTy ¢ BMI > 25 kr/m? kOCTHaTA MUHEpanHa niTeTHOCT/bone mineral density (BMD) Ha
nymbaneH rpbbHak (1.08 £ 0.21 ricm®) n Ha GeapeHn wKikK (0.90 £ 0.17 rp/cm?) Be cMrHUUKAHTHO NO-BUCOKA
B CpaBHEeHHWE ¢ nauueHTuTe ¢ BMI £ 25 kr/m? v 3a geete nokanuaauuv {BMD Ha nymBaneH rpubHak 0.83 £ 0.16
rp/cm?; p = 0.000; BMD Ha BegpeHn wmidkn 0.76 + 0.09 ricm?; p = 0.000).

B HaCcTOAWOTO NPOYYBAHE CE YCTAHOBWM CUIHUUKAHTHO NO-HMCEK BMI npy naumeHTute ¢C CTORHOCTA
Ha T-score < /-2.5/ kakTo B 30HaTa Ha nymBanuma rpebHak, Taka v Ha BegpeHara wwitka. CTOAHOCTUTE HA
KOCTHaTa MUHepanHa NTLTHOCT B ABETE pedhepeHTHN nokanusauum 6axa CTaTUCTUYECKM 3HAYUMO NO-BUCOKK
npy NauueHTUTe ¢ HagHopMeHo Terno (BMI > 25 krim?). KoMmnnekcHaTa naTtoreHeaa Ha OCTeonopo3ata Manuc-
kBa B Obaely NpoyYBaHUA 4a Ce YTOYHHU BIIMSHUETO HA CbAbPHAHWETO HA MACTHA TEKAH U HERHOTO pa3npe-
AEneHne, Ha MycKynHaTa Maca M NnoBnuaBawuTe A HAKTOpKM BbPXY KOCTHATA MMHEpANHA NITLTHOCT W PUCKA
OT Pa3BUTHUE HA OCTEOMNOPOTUHHA TPaHCHOPMALIMA HA KOCTTA.

Bone mineral density in individuals with normal body mass index and in overweight
patients

12Nikolov M, **Lambova S, *Nikolov N

"Department of Cardiology, Pulmonology and Endocrinology, Faculty of Medicine, Medical
University of Pleven; *Clinic in Rheumatology, UMHAT "Dr. G. Stranski";
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Introduction: Overweight and obesity, as well as osteoporosis are diseases of social importance,
whose prevalence increases worldwide. In this regard, the relation between body weight and
bone mineral density (BMD) is of significant interest.

The aim of the study: The aim of the current study was to evaluate the association between the
body mass index (BMI) and the BMD of the lumbar spine and femoral neck.

Materials and methods: The study is retrospective with analysis of a database of patients who
underwent osteodensitometry in the Medical Center "Avis Medica" - Pleven, device Lunar
prodigy. The values of T-score of the lumbar spine as well as the mean values of T-score of
both femoral necks and their association with BMI were analyzed. The BMD of the lumbar
spine and femoral necks in patients with BMI below and above 25 kg/m? was compared.
Results and discussion: 111 women at mean age 59+8 years were included in the study. In the
patients with T-score values < /-2.5/ of the lumbar spine (n =27) BMI was significantly lower
(25.14+4.08 kg/m?) as compared with those with T-score > /-2.5/ (n = 84), (BMI 28.79 +5.93
kg/m?; p=0.004). Analogous results were obtained regarding osteodensitometry of the femoral
neck. BMI in patients with mean T-score </-2.5/ of both femoral necks (n=15) was 24.93+5.11
kg/m?, and in the group with T-score> /-2.5/ (n=96), BMI (28.37+5.71 kg/m?) was statistically
significantly higher (p = 0.031). In patients with BMI>25 kg/m?, the BMD of the lumbar spine
(1.08£0.21 g/cm?) and femoral necks (0.90 = 0.17 g/cm?) was significantly higher as compared
with the patients with BMI<25 kg/m? for both localizations (lumbar spine BMD 0.93+0.16
g/cm?; p=0.000; femoral neck BMD 0.76+0.09 g/cm?; p = 0.000).

Conclusion: In the current study, significantly lower BMI was found in patients with T-score
values </-2.5/ of both lumbar spine and femoral neck. BMD density values of the two reference
sites were statistically significantly higher in overweight patients (BMI>25kg/m?). The
complex pathogenesis of osteoporosis requires future research about the impact of the adipose
tissue content and its distribution, the muscle mass and its influencing factors on the BMD and

the risk of development of osteoporotic bone transformation.
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CHARACTERISTICS OF MICROANGIOPATHY IN
THE NAILFOLD AREA IN UNDIFFERENTIATED
CONNECTIVETISSUE DISEASE

S. Lambova'?. "Medical University of Plovdiv, Department of Propaedeutics of
Intarnal Diseases, Plovdiv, Bulgaria; MHAT “Sveti Mina” Plovdiv, Department in
Rheumatology, Plovdiv, Bulgaria

Background: Undifferentiated connective tissue disease (UCTD) is character-
ized with presence of clinical signs and immunoclogical findings suggestive of
connective autoimmune disease, but the criteria for a definite rheumatic disease
are not fulfilled. Duration of symptoms below 3 years defines UCTD as “early”
pathological condition (1) that requires follow-up for assessment of possible
disease progression. Raynaud's phenomenon could be found in approximately
50% of cases with UCTD and about half of patients with RP and UCTD exhibit
“scleroderma-like” pattern.

Objectives: To assess the characteristics of capillaroscopic changes in early
UCTD.

Methods: Inciusion criteria for the study were diagnosis UCTD made
for the first time by rheumatologist in patients with RP. 14 patients were
included in the study — 13 women, 1 men, mean age 3714 years. Cap-
illaroscopic examination was performed in all patients using USB micro-
scope Dino-Lite. Follow-up was perfomed in 7 of the patients for a period
between 1 and 2 years.

Results: At the time of the initial diagnosis “sclercderma-like” pattern,
“early” phase (giant capillaries, presence of haemorrhages in some cases,
preserved distribution, normal capillary density) was found in 8 patients.
More advanced capillaroscopic changes with devascularization, derange-
ment and necangiogenesis were not observed. In 5 patients nonspecific
capillaroscopic findings were present (dilated, tortuous capillaries, haem-
arrhages) and in 1 case — normal pattern. During 1-year follow-up in one
patient the diagnecsis was revised to systemic lupus erythematous due to
newly appeared clinical, laboratory and immunological findings. The normal
capillaroscopic pattern was changed to nonspecific findings in this case. In
the rest 6 patients with available follow-up both clinical diagnosis and capil-
laroscopic findings remain unchanged.

Conclusion: In conclusion, the predominant finding in UCTD with capillaro-
scopic features of “scleroderma-like” microangiopathy is “early” pattern while
more advanced microvascular pathology is not a characteristic finding. Stable
capillaroscopic pattern during the follow-up correlates with stable clinical symp-
toms. Thus, capillaroscopy should be considered as a key technique for assess-
ment of UCTD patients with manifestations of RP regarding vascular and overall
disease progression.

Oco0eHoCTH HA MUKPOAHTHONIATHSATA B 30HATA HA HOKbTHATA I'bHKA NP

HeaudepeHIMPAHO 3200/I9BaAHEe HA CheIMHUTEJIHATA ThbKaH

BoBenenue: Henudepenmupanoro 3aboisBaHe HAa CHhEIUHUTENIHATA THKAaH
(H3CT) ce xapaktepusupa ¢ HaJIWyue Ha KIWHUYHU TPU3HANM W WMYHOJIOTHYHHU
HaxOJIKH, KOUTO CE€ YCTAaHOBSBAT MPU CUCTEMHHU 3a00JSIBAaHUS HA CHhEIUHHUTEIIHATA

TBhKaH, HO KPUTCPUUTC 3a OIIPCACIICHO PCBMATUYHO 3a00JIIBaHEe HE Ce IOKpHBaAT. HpI/I



NPOABLKUTENHOCT HAa cumnTomute nox 3 roauHu H3CT ce onpenens karo ,,paHHa‘
¢dopma, KOETO HU3UCKBA MpPOCIEAsIBAaHE 3a OICHKa Ha BB3MOXKHA IPOrpecHs Ha
cumnromute. ®enomensT Ha Raynaud (OP) ce ycranossiBa B mpubiusutenno 50% ot
cnydyaute ¢ H3CT u mpu okosio mojmoBuHata oT mnauueHtutre ¢ ®P m H3CT ce
YCTaHOBSIBA “‘CKJIEPOAEPMO-TIOA00EH” TUIT KAIMMJIAPOCKOIICKA KapTHHA.

Hen: Jla ce olieHAT XapaKTEepUCTUKUTE Ha KATWJISIPOCKOIICKUTE MPOMEHHU Ha IIPU paHHA
¢dopma Ha H3CT.

Meroau: Kpurepuurte 3a BrimrouBaHe Osxa mocraBeHa auarnoza H3CT mpu mbpBO
HAcOYBaHE KbM PEBMATOJIOT MpH MalueHTH ¢ posisu Ha OP. 14 6omHu Osixa BKIIIOUEHU
B npoyuBaHeTo — 13 xeHu, 1 MbXk, Ha cpeaHa Bb3pacT 37+14 roaunu. [Ipu Bcuuku
MaIeHTy 0e MpoBeIeHO KanmuisipocKoricko u3cneasane ¢ USB mukpockomn Dino-Lite.
[IpocnensBane e U3BBPILEHO MPU 7 OT MAUEHTHUTE 33 MEpUOA MeXAy | U 2 roguHu.
Pesynraru: Ilo BpemMe Ha mbpBOHayalHaTa AMarHo3a ,,CKIEPOAEPMO-TOJO00EH THUI
KaImAJIIPOCKOIICKA KapTHHA, “paHHa” (ha3a (C HaJM4ue Ha TUTAHTCKH KaIMIISPH, B HIKOU
Clly4ay XeMOparui, 3ana3eHo NoIpekJaHe U KalWisipHa IIITHOCT) O€ YCTaHOBEHO IIPU
8 manuentu. He ca nabmiogaBaHu MO-HANpEAHATN KaUISPOCKOICKU MPOMEHHU C
JeBacKyJapu3aius, HapylleHue B MOJPEKIAHETO W HeoaHrworeHesa. [Ipu 5 Gomuu
0s1Xa yCTaHOBEHH HECTICIIM(PHYHU KAMIIIPOCKOIICKY TPOMEHU (IMJIATUPAHU, HATHHATH
Kanmwisipd, XeMoparuu) U B 1 ciiydail — HOpMaliHa Kamuisipockoricka kaptuna. Ilo
BpeMe Ha |-roAauIHo npocieasiBaHe Npy €IMH NMAalUeHT AUarHo3ara € peBu3upaHa Kato
CUCTEMEH JTyIyC €pUTEMaTO3yC MOpaJyd HOBOMOSBUIN Ce KIMHUYHU, JJAOOPATOPHHU H
MMYHOJIOTHYHU HaxoAku. B To3m ciyyail HOpMmaiiHaTa KanmWJIspOCKOIICKAa KapTHHA €
IIPpOMEHEHa 710 HecleUn(UYHU IPOMEHH, a MPU OCTaHAIUTE 6 MPOCIEIECHU MAllUEHTH,
KaKTO KJIMHUYHATA JUArHo3a, Taka U KamWIsIPOCKOIICKUTE HaXOAKU Ca HEMPOMEHEHH.
3akmouenue: B 3akmrodenue, mnpeobnagaBamara Haxoaka mnpu  H3CT ¢
KalUJISPOCKOIICKA JIaHHU 3a ,,CKJIEPOJAEPMO-NIOA00EH THUI MHKPOAHTHONATUS €
»paHHa* ¢a3a, J0KaToO IMO-HalpeAHajaTa MHUKpPOBAacCKyJapHa IaTOJIOTUS HE €
xapaktepHa. CTaOumHOCTTA Ha KaNWIAPOCKONCKAaTa KapTHHA TIO BpeMe Ha
MpocyeIsBaHe KOpelupa ChC CTAOMITHUTE KIMHUYHMA CHUMIOTOMHU TPHU TE3U OOJHU.
Kanunspockonusita cneasa Aa ce pasriiexk/ja Karo KIHOUOBa TEXHHMKA 3a OI[EHKA Ha
nanuentu ¢ H3CT ¢ nposisu Ha P 1o oTHOIEHNE Ha MUKpPOBAcCKyJIapHaTa 1 oomara

mporpecus Ha 3a00JIsIBaHETO.
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MHCTUTYT no MUukpobuonorka “CtedaHd AHrenos” — Cocpus

“Karegpa “bronorua na passutneto’, MY “lMavcnid XuneHgapcku” — MNnoeaue
SMeguumnHcku cpakyntet, Coduiickn yHuBepeuTeT “CB. KnumeHT Oxpuackn” — Codun

MHTepeceH e BbNpOCHLT CTHOCHO posTa Ha 2AMNOLUMTOKMHUTE NpU ocTeoapTpo3a (OA) Ha KONeHHKW cTasu,
B T.4. criyqaute ¢ metabonuteH dpeHotvn. MNpw naureHTH ¢ OA ce oT4YMTaT NOBULLIEHW NOKaNHW U CUCTEMHM
HWBa Ha BUCcATUH. HMBOTO HA aAWNOHEKTUH CE NOHWKABA NPV NaUMEHTK Cbe 3aTnbeTABaHE. MNpu OA uma
pazHonOCcoYHU AaHHW 38 HeroeaTa pons. Cartilage oligometric matrix protein (COMP} € rmuMkonpoTeuH, KouTo
Ce YCTaHOBABA NPEegVMHOC B CTABHUA Xpywsn. Mima aaHHu, cnopen KouTo cepymHoTo HMBO Ha COMP He ce
oTNM4aBa MeXay nauneHT ¢ OA Ha KONMEeHHW CTaBW WM 34paBHu NUUA, HO CNopes Apyri HUBOTO MY € NO-BUCOKO
npu OA. Kato ce uma npeasua NOTEHUMANHATA PONA Ha agunoUUTOKWHUTE B nartoreHesara Ha OA, uHTepec
NPeACTaBMNABA BLNPOCHT 38 NPUITOKEHUETO HA MEAUKAMEHTK, KOMTO NOBMMABAT TAXHOTO HUBO.

B npoy4ysaHeto ca eBkniodeHd 137 nauWeHTH CbC CMMNTOMATHYHA NbpBMH4HA OA Ha KOMEeHHW CTaBW, Ha
Bb3pacT Mexay 35 u 88 . (cpegHa BbapacT 66 1), 121 xeHu 1 16 Mbxe. 76 oT nauveHTute Baxa ¢ npuapy-
¥aBaluo 3aTnbeTABaHe W body mass index/BMI 2 30 kg/m? 1 61 ¢ BMI < 30 kg/m?. 34 nuua Bsaxa nacneasaHm
KaTo KOHTPOIHA rpyna, BKM. NAUMEHTH CbC 3aTNbLCTARAHE, HO 6e3 peHTreHoBM AaHHW 38 OA Ha KOTNEHHU CTaBu.

Metformin u alendronate 6axa NpUNOXeHW KaTo MOHOTEPanuA U B KOMBUHAUMA NPU MULLIK MOAEN Ha Kona-
reHasa-uHayuupaHa OA. be npoBedeH XUCTONMOMMYEH aHanus nNpu ougeTABaHe cbe Safranin O 3a oyeHka Ha
npomeHuTe B cyGXOHApanHaTa KOCT U CTaBHUA XPyLAn cneq nederve. MNpegu v cneg nevyeHne npu ekcnepu-
MEHTAIMHWUTE XUBOTHU 68 M3MEpPEHO HUBOTO Ha BUCKHATUH U COMP.

Mpy nayueHTn ¢ OA HA KONMEHHW CTaBa CEPYMHUTE HWBA Ha BucdaTuH (22.33 + 15.66 ng/ml) 6axa 3Hauu-
TEMHO MO-BMCOKK B CPABHEHUWE C KOHTPONHATa rpyna (nuua ¢ pasnuded BMI, Bkn. crniyyan cbe 3aTnsCTABaHE,
Ho Be3 OA; 17.840 + B.563 ng/ml), HO paanukara He Gewwe cTaTMCTUYECKM 3Hauuma (p < 0.16). B koHTponHara
rpyna HuBarta Ha BuchbaTuH Kopenupaxa nonoxutenHo ¢ BMI (p < 0.05), gokaTo npy nayveHt ¢ OA Ha ko-
NeHHW CTaBW He ce YCTaHOBMW TaKaea acounauus. CpegHUTe CTORHOCTH Ha BUCMaTH Npy NauneHTn ¢ OA bes
satnbeTABaHe (23.52 £ 16.31 ng/ml; n = 61) 6Axa 3HAYUTENHO NO-BUCOKU OT KOHTponuTe ¢ BMI < 25 kg/m?
(16.27 £6.81 ng/ml; n = 16; p = 0.02). CpegHuTe CTOAHOCTH HA aAWNOHEKTMH NP OA Ha KoneHHu ¢Tasu (0.104
+ 0.017) BaAxa 3HAYUTENHO NO-BUCOKW B CPABHEHWE C KOHTponHaTa rpyna (0.094 £0.018) (p = 0.0010). Husara
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Ha aguMnoHEKTUH nNpu nauweHTn ¢ OA Ha KoNeHHW cTaeu K 3atnbeTsasane {(0.101 £ 0.018) baxa 3Ha4uTenHo
Ne-BUCOKW OT KOoHTponuTe ¢ BMI 2 25 kg/m? (0.086 + 0.010) (p < 0.0001). MpW cpaBHEeHWE HA NALUUEHTUTE U
KOHTponuTe Des 3aTMbCTABAHE HMBATA HA aAMNOHEKTUH Bs1Xa CbLUO NO-BMCOKA NpK cnyyaute ¢ OA, HO pasnu-
kaTta He Oe CTATUCTUUECKM 3HAYMMA.

Hueata Ha COMP 6sxa 3Ha4WTENHO NG-BUCOKW B KOHTpenHaTa rpyna (1518.69 + 232.76 ng/ml) B cpas-
HeHWe ¢ nauueHtuTe ¢ OA (1294.583 £ 360.773 ng/ml) (p = 0.0012). YcTaHOBK ce 3HAYMTENHA HeraTMeHa
Kopenauus mexay Hueata Ha COMP W npogenkutenHocTTa Ha 3abonseaHeto (p = 0.04). Mo-HUCKkUTE HUBA
Ha COMP npu OA Ha KoMeHHU CTaBu MOXe & Ca CBbP3aHu ¢ HamaneHus obem Ha CTaBHWUA XPYLWAn B eBo-
nounara Ha QA

B HacToAwoTo npoydYBaHe KOMODWMHUPAHOTO NPUNOXeHWe Ha alendronate U metformin npy MUWKM MOaen
Ha KonareHasa-uHayuupada OA nokaza NPOoTeKTUBEH eeKT No OTHOLLEHWE HA CTABHUA XPYLWAN U cyBXoH-
ApernHata kocT. HamaneHwe Ha HuBaTa Ha COMP Be ycTaHOBeHO cneg nevyeHue ¢ Apata MedvKaMeHTa Kato
MOHOTEpanuA 1 B KOMOWHaUWA, a PeaykUMA HA HMBarTa Ha BUCaTMH — caMo cnef nedeHue ¢ metformin.

B 3aknioveHne, B HaCTOALWOTO NPOYYBAHE Ce YCTAHOBMXA PE3yNnTaTy, KOMTO COMAT NOBULLEHWE HA HUBATA
Ha BUCGAaTMH U aaUNOHEKTUH Npu OA Ha koneHHW cTaeu. Hueata Ha COMP Baxa 3HaUMTENHG NO-HUCKK MPU
nauueHTn ¢ OA cnpsAMO KOHTPONWTE, KOETO Ce CBbP3Ba ¢ HaMansaesaHe Ha obema Ha CTaBHUSA XpYLLUAN B €BO-
noumnsTa Ha 3abonasaHeTo. MepcoHanuanpaHuaT kKoMBWHMpaH TepaneBTMYeH noaxeog npu OA B 2aBUCUMOCT
OT KNMHUYHWA HeHOTUN, 0cOoBEHO B paHHUTE CTaauW, MOXe Ja AoBeAe [0 WiaeHTUdMUMpade Ha ycnewen
TepaneBTWYEH NPOTOKON ¢ BonecToMogupuumMpawo neAcTBUE.

flpoyvsaremo e ¢unarcuparo om @oHd "Hayunu uacnedearus” (npoexm Ne KI1-06-H33/9).

SERUM LEVELS OF VISFATIN, ADIPONECTIN AND COMP IN KNEE
OSTEOARTHRITIS PATIENTS AND EFFECTS OF PHARMACOLOGICAL
TREATMENT WITH METFORMIN AND ALENDRONATE IN EXPERIMENTAL
MODEL OF OSTEOARTHRITIS

S. Lambova'?, N. Ivanovska®, S. Stoyanova®, L. Belenska-Todorova’®, E. Georgieva®, Ts. Batsalova?,
Dz. Moten®, D. Apostolova?, B. Dzhambazov*

*Department of Propaedeutics of Internal Diseases, Faculty of Medicine, Medical University — Plovdiv

“Prof Dr Anton Mitov” — Plovdiv

‘Department of Reumatholiogy, MHAT “Sveti Mina” — Plovdiv

*Department of Immunology, Stephan Angeloff Institute of Microbiology, Bulgarian Academy of Sciences — Sofia
4 Department of Developmental Biology, Paisiy Hilendarski University — Plovdiv

fFaculty of Medicine, Sofia University “Sv. Kliment Ohridski” — Sofia

The question about the role of adipokines in knee OA, including the cases with metabglic phenotype, is
interesting. There are data about increased systemic and local levels of visfatin. Decreased level of adipenectin
is associated with obesity. There are variable results about its role in OA. Cartilage oligometric matrix protein/
COMP is a glycoprotein that is found predominantly in the articular cartilage. There are data that its serum
levels do not differ between knee OA patients and healthy controls as well as studies that show higher levels in
osteoarthritic patients. Considering the emerging data about the role of adipokines in the pathogenesis of OA,
administration of drugs that influence their level is also intriguing.

137 patients with symptomatic primary knee OA at the age between 35 and 88 years (mean age 66 years}
were included in the study (121 women and 16 men). 76 patients were with concomitant obesity (BMI 2 30 kg/
m?2) and 61 patients had BMI < 30 kg/m?. 34 individuals including cases with obesity but without radiographic
knee OA were examined as a control group.

Metformin and alendronate were administered in mice with collagenase-induced OA (CIOA) as monotherapy
and in combination. Histological examination was performed using the Safranin O staining for assessment of
changes in subchondral bone and articular cartilage. Before and after treatment, serum levels of visfatin and
COMP were assessed.

In knee QA patients, serum levels of visfatin (22.33 £ 15.66 ng/mL) were higher as compared with the
control group (subjects with different BMI, including cases with cbesity but without OA; 17.840 £ 8.563 ng/
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mL), but the difference was not statistically significant (p < 0.18). In the control group, visfatin levels correlated
positively with BMI (p < 0.05), while in knee OA patients, a correlation was not detected. The mean values
of visfatin in patients with knee OA without obesity (23.52 + 16.31 ng/ml; n = 61) were significantly higher
as cempared with the controls with BMI < 25 kg/m? (16.27 + 6.81 ng/ml; n = 16; p = 0.02). The mean values
of adiponectin in QA patients with knee QA (0.104 + 0.017) were significantly higher as compared with the
control group (0.094 + 0.018) (p = 0.0010). Adiponectin levels in knee OA patients and concomitant cbesity
(0.101 £ 0.018) were significantly higher as compared with the contrels with BMI 2 25 kg/m? (0.086 £ 0.010)
(p < 0.0001). The comparison of patients and controls without obesity showed also higher adiponectin levels
in cases with OA, but the difference was not statistically significant.

The mean values of COMP were significantly higher in the control group {1518.69 £ 232.76 ng/ml) as
compared with patients with knee OA(1294.583 + 360.773 ng/ml) {p =0.0012). Asignificant negative cerrelation
was found between COMP levels and disease duration (p = 0.04).

Lower levels of COMP in knee OA might be related to decreased cartilage volume during the disease
evolution.

In the current study, the combined administration of alendronate and metformin in mice with CIOA led
to protection against cartilage and subchondral bone damage. Decrease in COMP levels was found after
treatment with alendronate and metformin as monotherapy and their combination, while reduction in visfatin
levels — only after treatment with metformin.

In conclusion, results of the current study show increased levels of visfatin and adipcnectin in knee OA.
COMP levels were significantly lower in QA vs controls that is probably related to decreased cartilage volume
during disease evolution. Personalized combination treatment in OA according to clinical phenotype, especially
in the early stages of the disease, might lead to identification of successful disease-modifying therapeutic
protocol in OA.

This research was funded by the Bulgarian National Science Fund (KP-06-N33/9).
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CbBPEMEHHM NO3HAHWA 3A MUKPOAHITMONATUATA NP PEBMATUYHA
3ABONABAHWUA W HEOBXOOAMUMOCT OT AKTYAINTU3NPAHE
HA KNIACADPUKALIMATA HA PEHOMEHA HA RAYNAUD

C. NambGoBa'?

‘Karenpa no npongaeBTuka Ha BbTpelwHuTe Gonectr “Mpod. 4-p AHTOH Mutoe”
MegnuuHcK yHUBepcuTeT — MNnoeAue
EMBAN “Ce. Muna”, OTgeneHve no peeMaronorva — Nnosave

Ha 6as3aTta Ha CbBPEMEHHWUTE NO3HAHUA 33 KarnunApPOCKOMNCKATE NMPOMEHU NPKY PEBMATUHHIK 3ab0NsaBaHKuA
M HanpeabKka B MMYHONMoOrMiHata AWMarHocTUKa, MHTepeceH € BBbMNpPOoChT 3@ akTyanusupaHe Ha Knacudpumka-
urATa Ha dpeHomeHa Ha Raynaud (©P) B pesmaronoruaTa. Npu nayneHT ¢ nbpeudeH PP Moxe aa ce HabG-
nroaaeart AMNatMpaHy Kanunsapw ¢ yeernndeHme Ha “MCTUHGKKWA”® KanunsipeH Avametrbp. B vacT ot cniy-4aurte
KanunsapocKoncKaTa HaxoaKka € HenpoMeHeHa, 6e3 Hanudue Ha KanuniAapHU paswuvpeHua. NpomMmaHaTa B gua-
MeTbpa Ha KanunapwrTe nNnpu NntpendeH P Moke 0a € cBbLp3aHa G No-ronsamMa NnpoAbiMKMTENHOCT UMK TEXEeCT
Ha CUMNTOMMKUTE WU C& HY>XOAae OT ACMNbMHUTENHU NPOYYBAHUA. PAOKO MOXE Oa Ce YCTAHOBAT KArNMUnapoCcKOoncKn
ApU3HauM 3a MMKPOAHrMonarvs rnpu naumeHT, NpM KOUMTO KMMHWYHaTa Haxoaka, natopaTopHUTE M UMYHOMNO-
TMYyHUTE M3acneapaHWsa ca CbBMECTHUMMK C AnarHosarta “nepeuvdeH PP, Tean cnydyawn Tpatea Aa ce agedouHUparT
KaTo “cycnekrteH sTopudeH OP” 11 na ce HabnioaaeaT HA NO-KPATKW MHTEPBAanuW 3a €BoMoUyMA HA ChCTOAHWE-
TO. MaTonorvyHaTa “cknepoaepmMeH” TUM KanunapocKoncKka HaxoOka e onpegerneHa Kato KnacrudgrKkaurnoHeH
KPpUTEPUIA 3a NporpecruBHAa CUcCTEMHAa cknepo3a (MCC) B chOTBETEH KIMHUYEH KOHTEKCT. [MoaobH npomMeHn
(“cknepogepmonocoobed” TMN) MoraT ga ce Habnwogasar v Npy gpyru peemMartudHn 3abonaeaHuA, B T.UY. HeOU-
depeHUMpaHo 3abonaBaHe Ha ckeAuHUTeNnHaTa TekaH (H3CT), cucTeMeH nynyc eputeMaTolyc, AepMaToOMM-
03WT, peBEMAaronieH apTpwrT, BKI. Npwv crnydaun Ge3 Hanu4mne Ha npunokpueaHe c NCC. YcTaHoBsBaHE HA TakMBa
MUWKPOBaCcKyrnapHu Haxodku npu AebloTa € No-mManko NnoaHaTo Npyu peBMaTUYHKW 3a00nABaHUA, PAa3rWYHKU OT
MCC, Ho “cknepoaepMeH” TUIN MUKpoaHrmonarusa e HabrniogaeadHa KaTo HadarneH npuadHak npyu H3CT v cucTe-
MeH Nynyc epyuteMaTtoayc. Ha 6azaTta HA OTKPUMBAHETO HA “cknepoasepMeH” TUN MUKPOAaHIMONATHA, KaKTe U NPy
HanM4YIMeTo Mnn nuncarta Ha cneynduHH aBTOaHTUTENA € HYXHO akTyanuavpaHe Ha knacudpukalMoHHUTE
KpUTEpUK 3a KaTteropuuTe “npecknepoaepma” n “H3CT”.

B 3aknioueHwe, MHTepnpeTalmMaTa Ha KanunsipocKoncKkUTe NPOMEeHK ce peanuaupa B LANocTeH KOHTEKCT
Ha KNWHWUYHATA KapTUHa W pe3ayntaTtuTe oT nabopaTopHWTE U UHCTPYMEHTanHWTE nacnenBaHus.

CONTEMPORARY KNOWLEDGE ABOUT MICROANGIOPATHY IN RHEUMATIC
DISEASES SHOULD BE REFLECTED IN UPDATED CLASSIFICATION
OF RAYNAUD’S PHENOMENON

S. Lambova'?

'Department of Propaedeutics of Internal Diseases “Prof. Dr. Anton Mitov”
Faculty of Medicine, Medical University — Plovdiv
MHAT “Sveti Mina”, Department in Rheumatology — Plovdiv

Based on the contemporary knowledge about capillaroscopic findings in rheumatic diseases and
advances in immunological diagnostics, the question about revision of classification of Raynaud’s
phenomenan (RP) in rheumatology is interesting. Presence of dilation of the “true” capillary diameters in
primary RP could be observed. In a part of the cases with primary RP capillarcscopic pattern is perfectly
normal without presence of dilated capillaries. Changes in capillary diameters in primary RP could be
related to longer duration and greater severity that requires further research. Rarely, capillaroscopic
features of microangiopathy could be observed in RP patients, in whom the clinical, laboratory and
immunological findings are compatible with the diagnosis of primary RP. These cases should be defined as
“suspected secondary RP” and require closer follow-up for assessment of symptom evclution. Abnormal
“scteroderma” type capillaroscopic pattern has been established as a classification criterion for systemic
sclerosis (8Sc¢) in a clinical context. Similar changes ("scleroderma-like” pattern) could be observed
in other rheumatic diseases, i.e., undifferentiated connective tissue disease (UCTD), systemic lupus



erythematosus, dermatomyositis, rheumatoid arthritis, including cases without evidence of overlap with
scleroderma. Appearance of such microvascular abnormaiities at disease presentation is less well studied
in diseases different from SSc. However, “scleroderma-like” microangiopathy has been also reported as
an initial sign in UCTD and systemic lupus erythematosus. Based on the observation of “scleroderma”
type microangiopathy as well as presence or absence of specific autoantibodies, the classification criteria
for “prescleroderma” and “UCTD” should be updated.

In conclusion, the interpretation of capillaroscopic findings is performed in overall context including
clinical findings, results from laboratory and immunological tests.

33. HukomnoB M., HukonoB H., Jlam6oBa C. CKpUHHHT 3a CApKOIICHHs B PEBMATOJIOTHITA
— xora u 3amo? Hannonanna koHdepenius mo peemartonorus 15-17 mapt 2024
Xoten Kings’ Valley rp. Kazannsk. Pesuamonoeus (bvaeapus). 2024 (Suppl 1): 12-
13.
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CKPUHWHI 3A CAPKOMNEHWA B PEBMATONOMAATA — KOITA U 3AWLO?

M. Hukonos', H. Hukonoe’, C. llamGoBa®?

'"KnuHrka no peemaronorva, MBAN ,Cbpue 1 Mo3bk* — MNneeeH

2KaTegpa nec nponefesTUKa Ha BbTpelulute Gonectu “Mpod. 4-p AHTOH MuTer”,
MenuuwHckm yHuBepcuTeT — [Nnosous

30raenenwve no peemartonomvsi, MBAJ “Ce. Muna” — MNnogoms

MpomMeHWTe B TENECHWA CHCTaB, CBLP3aHM ChC 3aryba Ha MycKynHa maca, ca YacT OT NPoLecuTe Ha cTa-
peeHe. HecToTata Ha NbpBAYHATA CapKOMNeHWs ce YBenvyasa ¢ HanpeaBaHe Ha BbapacTTa W coluManHaTa aHa-
YUMOCT Ha CapKONEeHWATa KaTto repuaTprv4eH CMHAPOM HapacTBa ¢ rmobanHaTa TEHAEHUMS 3a 3acTapABaHe Ha
HaceneHueTo. B peBMatonoruaTa BbNPOCET OTHOCHO 3HaYMMOCTTa Ha TOBA MaToNorMi4HO CLCTOSAHUE WU NOAXO-
ABT KbM NaLUMEHTUTE CHC CAPKONEHUA € HEAOCTaTLYHO A0Bpe u3ydeH. MyCKyrnHaTa maca v KOCTHaTa ThKaH ca
TACHO CBLp3aHun. B coBCTBEHO NPOYYBaHE NPU M3NoN3aBaHe Ha LenoTenecHo ckaHupaHe ¢ DEXA/dual-energy
x-ray absorpticometry ce yctaHoBW, Y€ MNO-BUCOKUTE CTONHOCTM Ha YMCTATa W MacTHaTa Maca ca CBbP3aHu G No-
BWCOKW CTOMHOCTMW Ha KOCTHAaTa MUHEPanHa NiTbTHOCT, KaTO BOAELa pons UMa vyucTaTa (MycKynHara) maca.
Mpw repyaTpuyHK NauWeHTH YecTo OCTEONOpO3a e ChyeTaBa ¢ HaMarneHue Ha MYCKynHaTa maca — T.Hap.
0CTEOCaAPKONeHWA. OCTE0apTPO3aTa C Pa3NMYHa NOKaNM3aums 1 CBbP3aHUTE G Hes (PYHKUMOHATNHA NPOMEHN
u ofe3nBuKBaHE CHLUO Ca KIMHOYOBKM (PAKTOPM 32 NOBULIEHA YeCcTOTa Ha CapKoneHWsTa B PeBMaTeroruiHara
NPaKTUKA, KAKTO U HANMYMETO HA OCTEOCAPKONEHWMYHO 3aTNECTABAHE NPY HANWYME Ha NpUMApPYXaBall MeTabo-
nuTeH cMHOpoM. B JonbnHeHWe, XpoOHUYHOTO BL3naneHue ce cuMTa 3a pUCKOB hakTop, Bnowasall sarybara
Ha MYCKYINHa Maca, Nopaaun KOeTo YecToTaTa Ha CapKoneHWaTa € NO-BUCOKa W NPK NauveHTH ¢ BbananurenHu
CTaBHW 3a00nsABaHNA W CMCTEMHW 2aB0nsABaHnA Ha CbeauHuTenHaTa TbkaH. HebnaronpuATHUTE NpoMeHn B
TENecHWA CLCTaB Cbe 3aryba Ha MyckynHa Maca ca W cTpaHudeH edekT Ha LIMPOKO NpurnaraHATe B peBMaro-
MNOrMATa KOPTUKOCTEPOUIN.

ONTUMAanHO e NPeaoTBPAaTABAHETO Ha 3arybaTta Ha MYCKYITHa Maca, KaKTO M PaHHATA AUarHo3a Ha CapKo-
NEeHWATa, NpeaABuL, CrPaHUYEHUTE Bb3MOXHOCTH 38 Bb3CTAHOBABAHE NPU BEYE passBuna ce HanpegHana cap-
koneHuA. CapkoneHuATa e He3abenexuma B HavanHWTe CTagvK, KOeTC NOCTaes BeNpoca 3a NOBULLIABAHE Ha
OAVMTENHOCTTA M CKPMHUPaHE Ha PUCKOBWTE rpynk. CapkoneHUsTa ce CBLP3Ba € BMOLWEHO KAYECTRO HA XWBOT,
NOBMLLUEH PWUCK OT NafaHWA, HamaneHa TPYLOCNOCOBHOCT M MOBULLEHA CMBPTHOCT.

Mpensuna kKNYOBOTO 3HAYEHWE Ha MYCKYNHaTa Maca W (PYHKUMA M BUCOKAaTa 4YecToTa Ha capKkoneHusaTa
B PEBMAaTONOrMYHaTa NPakTUKa, & HYXHO HACOYEHO BHUMAaHWE NMPW KCMNMEeKCHaTa CUEeHKa Ha NauMeHTuTe ¢
thuamkanHo nacneasaHe, HyHKUMOHaNHUTE TECTOBE M NONYNSAPU3KMpaHe Ha NPUMNCKEHWETO Ha LIeNOTENecHOTO
ckaHvpaHe ¢ DEXA B pyTMHHATA KNTMHWYHA NpaKTWKa. ToBa e OCUIYpW paHHa OMarHo3a Ha capKoneHusTa,
e nonetpu KOMNMNEKCHWA NOAXO0A, NP NALMEHTUTE C PEBMaTMYHM 3a60NABAaHMA M LWe CNOMOTHE 338 ChXpaHs-
BaHe Ha (YHKUMOHANHUA UM KanauyuteT u nogobpsiBaHe Ha Ka4ecTBOTO Ha XWBOT.



SCREENING FOR SARCOPENIA IN RHEUMATOLOGY — WHEN AND WHY?

M. Nikolov’, N. Nikolov', §. Lambova?®
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?Department of Propaedeutics of Internal Diseases “Prof Dr Anton Mitov”, Faculty of Medicine,
Medical University — Plovdiv

*Department in Rheumatology, MHAT “Sy. Mina” — Plovdiv

Changes in the body compaosition related to muscle mass loss are a part of the ageing process. The prevalence
of primary sarcopenia increases in elderly patients. The social importance of sarcopenia as geriatric syndrome
is significant considering the global tendency for population ageing. In rheumatology, the gquestion about the
burden of sarcopenia and its management is not well-studied. Muscle mass and bone tissue are closely related.
In a study of the present authors, using whole-body scan via DEXA/dual-energy x-ray absorptiometry, higher
values of the lean and fat mass were associated with higher bone mineral density, with a leading role of the lean

{muscle) mass. In geriatric patients, osteoporosis is frequently associated with decrease in the muscle mass —
the so-called osteosarcopenia. Osteoarthritis with different localization and associated functional changes and
immobility represent key factors for increased frequency of sarcopenia in rheumatology practice as well as the
presence of sarcopenic obesity in cases of accompanying metabaolic syndrome. In addition, chronic inflammation
is considered as a risk factor that warsens muscle mass loss. Thus, the prevalence of sarcopenia in patients with
inflammatory arthritides and connective tissue diseases is increased. Unfavorable changes in body composition
with muscle mass loss are also adverse event of corticosteroids that are widely-used in rheumatology.

Prevention of muscle mass loss is optimal as well as early diagnosis of sarcopenia considering the limited
options for recovery in cases of severe sarcopenia. Sarcopenia is hardly detectable in the early stages that
raises the guestion of increased awareness and screening of the risk groups. Sarcopenia is associated with
worsening of the quality of life, increased risk of falls, disability and mortality.

Considering the key importance of muscle mass and function and increased prevalence of sarcopenia in
rheumatology practice, directed attention is recommended in the process of complex assessment of the patients
with physical examination, functional tests and popularization of the use of whole-body DEXA scan in routine clinical
practice. This would provide early diagnosis of sarcopenia and enrichment of the complex approach to patients with
rmeumatic diseases and will facilitate preservation of their functional capacity and quality of life improvement.
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BPEME NN E 3A HOBU QUATHOCTWYHU KPUTEPUU 3A HEQUO®EPEHLIMPAHO
3ABONABAHE HA CLEOUHUTENHATA TbKAH?

C. NamGoBa

OtpeneHve no peematonorng, MBAN “Ce. MuHa”, Kategpa no nponenesTHKa Ha BbTpewHTe BonecTu
“Mpodb. a-p AHToH MuTor”, MeguunHckn yHuBepcuTeT — MNNosome

PaHHOTO grarHocTyuMpaHe M npeavarHocTMLMpaHe Ha CUCTEMHUTE PeBMAaTWUIHK 3a60NABaHUA e Npeav3eu-
KaTencTBo M OCHOBHA LEN HA CbBPEMEHHATA PEBMATCIICIUA, 38 KOETO OOMYARHO € HYXEH KOMNMNEKCEH aHanm3
Ha HaYanHuTe KIMHWYHW NPOSIBM Ha peaynTatuTe OT UMYHOINOMMYHWTE TECTORE M OT CbBpeMeHHuTe obpa3Hu
mMeToau. Mpu nayueHTUTe ¢ heHomeH Ha PerHo (dP) cTpaTernyecky MHCTpyYMEHTaneH METO € KanunapocKe-
NUATA HA HOKBTHA MsHKA, KOATO NMPeAoCcTaBs BbAMOMHOCT 3@ paHHO AMarHOCTULMpaHe Ha MUKPOaHTMoNaTvsTa.
CKrnepogepMeH TUM KanunsapoCKONcKa KapTUHA ce ycTaHoBABRA npu noeeye oT 90% OT nayueHTuTe ¢ nporpe-
CMBHA CUCTEMHA CKNEePe3a W € BanuaupaH KpUTEPURA, BKNIOYEH B HACTOALLUTE KITACUPMKALMOHHW KpUTEPUK Ha
EULAR (European League Against Rheumatism) / ACR (American College of Rheumatology) (2013). Cknepo-
OSPMHUAT TUN KanurnsapOCKONCKa KapTWHa CE XapakTepyaupa ¢ NOCMNEeACBAaTENHa NOABa HA TMraHTCKKU Kanvunsipy
M MUKPOXEMOPArM1 B paHHUTE CTaguM Ha MMKPOaHrMonaTruaTa 1 NocneaBalla Aesackynapusauus, HapyLeH1e
B NOAPEXOAHETO U HEOAHIUOreHe3a B HAaNP&AHANUTe CTaguu. AHANOTMYHK KanUNsapoCKONCKU MPOMeHW (CKnepo-
AepMonoaobeH TMN) Morat Aa ce HabniaaBat B YacT OT CrydauTe Npu Apyri peBMatU{HU 3aD0nABaHWA, B T.4.
HenudepeHUMpaHo 3abonaeaHe Ha ckeauHUTenHarta TekaH (H3CT), cHHOpoMU Ha NpUNOKpUBaHe U Ap. Kato ce
WMa npeasura, Ye ckneponepMonogobeH TUN KanusApOCKONCKM NPOMEHHM MOTaT A CE YCTAaHOBAT NpY pasnuyHv
peBMaTUYHY 3aDONABAHVIA, € HYXKHO aKTYannanpaHe Ha KOHLUEMNUMATA 33 paHHa AWarHoCTUKa U NpeauarHocTy-
LMpaHe Ha CUCTEMHUTE PEBMAaTWYHKM 3a00nABRaHWA ¢ nepudepeH CbAOB CMHAPOM Ha Dasata Ha aaHHuTe ot
KanunapocKOoNnckoTo uacnegeane. H3CT ce xapakrepuaupa ¢ KIMHUYHW M CEPONOTUYHMA HAXOOKW, XapakTepHU 3a
cUCTEMHHTE 3aDONABAHUA Ha CbEAMHWTENHATA THKaH, HO KPUTEPUATE 33 CnpeneneHo peemMarnyHo 3abonasaHe
He ce NCeKpuBaT. MOHACTOALEM HAMA NPUETH AWArHOCTVYHM kpuTepuu 3a H3CT, oaobpenn ot HaydYHUTEe peB-
MaTOMOrUYHKU APYKECTBA, KOETO € aKTyaneH AWCKYCUOHEH BLNPCC B ChBPEMEHHATa peBMaTonorus. Benpocst
€ TBbpAe 3Ha4yuMm, KaTo Ce MMa NpeaBu BMCOKATa YecTOTa Ha TEe3W Cryyaq B pEBMATonorMuHaTa npaktuka. ®P
W apTpanruuTe ca cpel Han-4yecTuTe KIMHWYHWA cumnTemi npn H3CT. KnuHndHarta xeteporeHHocT Ha H3CT
W NPUNCKPUBALLMTE CE KITMHWYHY CMHOPOMU C oBpe AebMHUPaHUTE PEBMATHYHK 3a00nABaHvA ca aKTopy,
KOWTO Bb3NpensaTcTeaTt pasbupaHeTo v kKnacudmkauuaTa Ha 3abonaeaHeTo. KanunapockoNCKM 4aHHK 38 MUKPO-
aHrvonaTua ce yCTaHOBARA NPMW OKONC nonoBuHara ot bonHute ¢ H3CT M nepudepeH cLACE CMHAPOM, KaTo B
npeocbnagaeawms Gpof Cnyyaun Ce Kacae 3a PaHHO MUKPOBACKYNAPHO YBPEXAGHE C HANMYME Ha TMIAHTCKW Ka-
nunapK, 6ea gepackynapuaauna. HoBW Npoy4HBaHUs couart, He Npu YacT oT nauueHtute ¢ H3CT, Hapes ¢ obuwte
GHTUHYKN2apHW aHTuTena, Morat Aa 6baat OTKPUTWU M aHTUTEna Cpellly eKCTpaxupyemy HyKneapHu aHtureHun. B
cobcTBeHo npoyyeaHe, ¢ 15 6onHn ¢ H3CT, aHTUTENa cpely ekcTpaxupyeMu HykneapHu aHtureHu 6axa ycta-
HOBEHM MpX 7 OT NauWeHTMTE, KaTo HaW-4eCTo ToBa BAXa aHTMLEHTPOMEpPHU aHTUTena (N = 4). Benpexky Hanwuu-
€TO Ha aBTOAHTUTENAa, JUArHOCTUYHK 3a ONPEeAENeHo PeBMAaTUYHO 3a00NABaHe, NPY Ta3W KaTEropust NauMeHTu
HanW4YMeTo UM He Ce CBbP3Ba 3a0bITKATENHC C eBonouus o Aobpe gedhrHUPaHO peBMaTvyHO 3abonsaBaHe npy
KPaTKOCPOYHO npocnegasare Ao 3 rogMHU. Bb3 oCHCBA HA ChEBPEMEHHMTE MO3HAHUA 38 MUKPOAHTMONaTHATA
B DEBMATONOMMATA W MMYHOMOTMYHATa OMarHOCTUKA Morat ga 6bJat npeanOKeHn PEBU3UPEHU KPUTEPUW 3a
H3CT ¢ $P. TaxHoTO Banuaypare M BbAewc ManenasaHe We neacdpu paHHATa M MHOIC paHHaTa AWMarHo3a Ha
H3CT ¢ neputhepeH CbACB CUHAPOM W NPOrHOCTUYHATA CTPaTUUKAUWATA Ha NaUMeHTUTE.



IS IT TIME FOR NEW DIAGNOSTIC CRITERIA FOR UNDIFFERENTIATED
CONNECTIVE TISSUE DISEASE?

S. Lambova

Department in Rheumatology, MHAT “Sv. Mina®, Department of Propaedeutics of Internal Diseases
“Prof. Dr Anton Mitov”, Faculty of Medicine, Medical University — Plovdiv

Early diagnosing and pre-diagnosing of systemic rheumatic diseases is a challenge and a major goal of
contemporary rheumatelogy that is usually based on the combination of initial clinical signs, immunological

tests and modern imaging methods. In patients with Raynaud's phenomenon (RP), crucial instrumental
technique is nailfold capillaroscopy that provides opportunity for early detection of microangiopathy.
“Sclercderma” type capillaroscopic pattern is ohbserved in more than 80% of patients with systemic
sclerosis and is validated and included in the current EULAR (European League Against Rheumatism)/
ACR {(American College of Rheumatology) classification criteria (2013). It is characterized with consecutive
appearance of giant capillaries and microhaemorrhages in the early stages of microangiopathy and
subsequent devascularization, capillary derangement and necangiogenesis in the advanced stages.
Analogous capillaroscopic changes {"sceroderma-like” pattern) could be cbserved in a part of the cases
from scleroderma-spectrum disorders such as undifferentiated connective tissue disease (UCTD), overlap
syndromes, etc. Considering the fact that "scleroderma-like” capillaroscopic pattern could be found in
different rheumatic diseases, actualized cencept about early diagnosing and pre-diagnosing of connective
tissue diseases with peripheral vascular syndrome, using capillaroscopic examination, is more than
awaited in rheumatology practice. UCTD is characterized with presence of clinical and serological findings
suggestive of systemic rheumatic disease, hut the criteria for a definite rheumatic disease are not fulfilled.
Currently, there are not accepted classification criteria for UCTD approved by rheumatological scientific
societies that is a gap and a topic of current discussion in the contemporary rheumatology. The question
is ¢f great significance considering the high prevalence of these cases in the rheumatology practice.
RP and arthralgias are among the most common clinical symptoms in UCTD. Clinical heterogeneity of
UCTD and overlapping clinical syndromes with the major rheumatic diseases are factors that impede
understanding and classification of the disorder. Capillaroscopic features of microangiopathy are present
in approximately half of the patients with UCTD and peripheral vascular syndrome and in the predominant
number of cases, early microvascular damage could be found with presence of giant capillaries, without
devascularization. New studies indicate that in a proportion of patients with UCTD, together with the
total antinuclear antibodies, antibodies against extractable nuclear antigens could also be found. In a
present author’s study, in 15 patients with UCTD antibodies against extractable nuclear antigens were
detected in 7 patients, most commonly they were anti-centromere antibodies (n = 4). However, presence
of autoantibodies diagnostic for a distinct rheumatic disease is possible in this patient category and is
not obligatory associated with evolution into well-defined rheumatic disease during a follow-up up to 3
years. Based on the contemporary knowledge of microangiopathy in rheumatology and immunological
diagnostics revised criteria for UCTD with RP could be proposed. Their validation and future use might
improve early and very early diagnosis of patients with UCTD and peripheral vascular syndrome and their
prognostic stratification.
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KAMUNAPOCKONCKA OUATHO3A HA PAHHATA MUKPOAHITMONATHSA.
KOW KAMUNAPEH AWAMETBHP OA U3MEPUM?

C. NamGoBa

OT1peneHve no peeMartonorua, MBAI “Ce. MuHa", KaTeagpa no nponegepTrka Ha BbTpellHuTe Sonectr
“Mpod. a-p AHTOH MuTtop”, MeguumHckW yHuBepeuTeT — [NneBaue

TuraHTckuTe Kanunapu, HABMIAABAHW NPU KANUNAROCKOMWA HA HOKBTHATA IbHKA, €A HAW-DAHHWUAT
NPW3HaK Ha CKNepooepMHUA TUN MUKPOAHTMONATKA, KOATO € AUarHOCTUYEH KpUTepuiA 3a NporpecusHa cuc-
TeMHa crneposza (MCC) M Moxe Ja ce YyCTAHOBM W NpU Apyrv peBMaTidHKu 3abonssaHun, B T.4. CUHAPOMHU
Ha NPUNOKpMBaHe, HeaudepeHUMPaHo 3ab0NABaHE HA CbEAUHUTENHATA ThKaH (H3CT), nepmMaToMHO3MT M
Ap. AHanuaupar ce TpY OCHOBHMW KanunsapHyu AvameTbpa Ha apTepuarndoTto, BEHO3HOTO paMo U Ha CBLpaBa-
Wata ru anvkanHa JyacT. Te npeacTasnasar ,MCTUHCKW KanWnsapHU AMaMeTpu U 0TPassBaT gunatupaHeTo
Ha KanunapuTe. B HAKOW OT NPOYYBAHMATA Ce MIMEPBA K 00LA LUMPWHA HA KaNWAAPUTE, KOATO BKIIOYBA
M Pa3cTOAHWETO MEXZyY KanunsapHWTE pawmeHa, T.e. HE € ,MCTWHCKW® KanunsipeH AgWameTsp. TUraHTCkuTe

Kanurnapy ce xapakTepUaIUpaT ¢ HanudMe Ha "WCTUHCKW” kanunAapeHd guaMeTep > 50 ym (0.050 mm) u xo-
MOTEHHO pa3dllMpEeHne HA KanUMNapUTe No TAXHAaTa Aben¥rHa. B HAKou nyGnwvkaunu ce npegnara uaMepeaHe
Ha AvaMeTLpa Ha anuKkanHaTa 4acT 3a OUeHKa HaNUYMeTo Ha NaTOMoOrvMdHO pa3llupeHue Ha KanunspuTe,
HO MOHACTOALWEM AMNCBAT NpOYYBAHAS, KOMTO O3 CPAaBHAT pasnUYHUTE KANWUNsApHWU OUAMETPH MNPy paHHa
MMWKpCaHrmonaTtma.

Llen Ha npoy4BaHeTO € ga Ce CPaBHAT TPUTE OCHOBHU “"MCTMHCKWA" KANMKWNAPHA AUAaMETEPa Ha apTepranfo-
TO, BEHO3HOTO pAMO M HA SMNUKANHATA YacT B KAnWNApOCGKONCKKM M300paXkeHUa ¢ paHHA MMKPOAaHrionaTa, 3a
0a ce onpeaeny HanMYyUeTo My NUNCcaTa Ha OTNIMKN MEXOY Pa3arA4HUTE KOMMNOHEHTW Ha KaNUNAPUTE, KbAeTo
3ano4Ba MHUKpPOaHTKONaTMATa.

BAxa aHanUavpaHW 74 rMraHTckd Kanunapa ot 37 nauueHTH, oT KouTto 23 ¢ NCC u 14 ¢ H3CT, KouTo
OTroBAPAT HA BKMIOYBALWWMA KPUTEPWA 33 HaNUuyKe Ha NoHEe eOuH Kanuniaped AvameTwp 2 50 ym (0.050 mm},
HO < 100 pm {0.100 mm} nps HaGnwaeHUe Ha XOMOTeHHO pPas’llMPEHUE HA KANUASpUTe. 3a BCAKA KanunsipHa
OpyMKa, BKMIOMEHA B aHaNuW3a, ca NpPoBEAEHA TPYM M3MEPBaHWA — AUAMETEP HA apTEpPHUANHOTO, BEHO3HOTO
pamo W Ha anukandHarta 4acT. MamepeaHuAaTa ca M3BbpLWIEH B HAW-WWMPOoKAaTa TOYMKA HA ChOTBETHWUS CETMEHT.
Mpwy HaNU4Me Ha KanunAapeH guameTbp = 50 ym (0.050 mm} B noHEe eaHa ToYka (apTepyvanHo, BEHO3HO pamo
WK ANWKANHA YacT) Kanunapute BAxa Ae@UHUPAHV KATO TMIAHTCKA.

HanuuWeTto Ha NnoHe eavH K2anuNApeH AMAMETHP (apTepuaneH, BEHO3eH WM AMaMETLP Ha anvkanHaTta
yacT) > 100 pm (0.100 mm) 6e M3NOoN3BaHO KaTO WM3KMIYBALL KPUTEPUA, KATO HaxXCAKaTa B TE3W Crydau ce
CHbp3Ba C HanpegHanm MopdgonorMiH NpomMeHn. Kanunsipu ¢ nokanHo TopGcengHo pa3WwMpeHUe HA Kanuia-
pPUTE (KanunApHA aHEeBPHU3MA) CBLUO BAXa UIKNIOYEHW OT HACTOALWMA aHANKU3.

CpegHnTe CTOWHOCTM Ha guaMeThpa Ha anvkanHarta JacTt (0.059 £ 0.019 mm) 6saxa aHa4uTenHoe No-BMco-
KW B CpaBHEHMWE C TE3W HA AWaMeTLpa Ha BeEHoaHoTo pamMo {0.054 £ 0.013 mm; p = 0.042). CpeaHKMTe CTOWHOGC-
TW HA BEHO3HUA AMameThp (0.054 + 0.013 mm) ot cBos cTpaHa 6Axa aHa4YUTenHO No-BUCOKKM OT CPEAHUTE AWU-
ameTpu Ha aptepuvanHoTo pamo (0.036 + 0.013 mm; p < 0.05). EgHoBpemeHHOo paswmnperwve = 0.050 mm v Ha
TPUTE KanUNsapH1U gMameTkpa (Ha apTepruanHoTo, BEHO3HOTO Pamo 1 Ha AnNUKanHaTa 4acT) cé ycTaHOBK CamMo
apu 11 kanunapa (15%). MNpu 25 kanunapa (34%) paswwpeHwe = 0.050 mm Ge perucTpMpaHo eaHOBPEMEHHO
3a BEHOAHOTO paMOe v anuvkanHara vacT; npyu 18 (24%) — natonorMyHoO paswmpeHa 6e caMmo anukanHaTa 4acT,
npu 18 (24%) — caMo0 BEHOIHOTO PaMo, a NpM 2 Kanunapa (3%) 6axa 3acerHatv egHOBPEMENHHO BEHO3HOTO
M apTepuanHoTo pamo. MNpy HATO eauH Kanunsap HE c& yCTaHOBKW KaTo M3onupaHa Haxoaka paslmpeHue =
0.050 mm camo Ha apTEPManHoTO pamo. MHTepeceH e haxTbT, 4e Npr 20 KanMnapHy BprMKK (Nony-HeHn ot
17 naymeHTu, oT kouTo 9 ¢ NMCC 1 8 ¢ H3CT) anukanHara 4Jacrt 6e < 0.050 mm, HO chAcBeETE BAxa knacrudu-
LMpaHK KaTo raraHTcku Ha Ha3zarta Ha AvnaTtaymA caMo Ha BEHO3HOTO pamo = 0.050 mm (n = 18) unu Ha oee
KanWNapHU pamedHa — apTepruantHo v BEHOSHO (n = 2).

Pe3yntaTuTe OT HACTOALLOTO NPOyYBaHE co4YaT Karto HOBO HabnwaeHue, Ye paHHaTta MUKpoaHruonaTms
Moxe Aa 6bae AuMarHocTALMpaHa Ype3 M3IMEepBaHe KaKTOo Ha anukanHaTta YacT, Taka W Ha BEHO3HOTO pamo
Ha kanunapute. MHaneuayanHata Mopdonorvs Ha ruradTcKuTe KanunapHya 6pyuMKK Npy nauveHTW ¢ paHHa
MMWKPOAHIMonaTua Moxe ga 6bae cBbp3aHa ¢ NOKANMHO pajdwvpeHue Ha BEHO3HWA KanunapeH AuaMeTsp >
0.050 mm Karo eguHCTBEHA Haxodka 6e3 chbNbTCTBALLO PA3WMPABAHE HA ANWKANHATA 4acT Hag TasW CTOMn-
HocT. Tesu pesynrartu codart HeobxoaumocTTa OT M3MEPBAHE Ha BCUYKW "MCTHMHCKU™ KarnwunsapHu AUamMeTpn ¢
AKUEHT BLPXY anUKanHara YacT U BEHO3HOTO pamMo.



CAPILLAROSCOPIC DIAGNOSIS OF EARLY MICROANGIOPATHY.
WHICH CAPILLARY DIAMETER TO MEASURE?

S. Lambova

Department in Rheumatology, MHAT “Sv. Mina”, Department of Propaedeutics of Internal Diseases
“Prof. Dr Anton Mitov”, Faculty of Medicine, Medical University — Plovdiv

Giant capillaries cbserved at nailfold capillaroscopic examinaticn are the earliest sign of “scleroderma
type microangiopathy, that is a diagnestic criterion for systemic sclerosis (SSc) and could be also observed
in other rheumatic diseases, i.e., overlap syndromes, undifferentiated connective tissue disease (UCTD),

dermatomyositis, etc. There are three major capillary diameters — those of the arterial, venous limb and the
connecting apical loop. They represent “true” capillary diameters and reflect appearance of capillary dilation.
Whole capillary width, reported in some studies, contains inter-limb distance and is not a “true” capillary
diameter. Giant capillaries are microvessels with a “true” capillary diameter > 50 ym (0.050 mm), which are
homogeneously dilated along their length. Measurement of the apical loop diameter has been suggested for
assessment of abnormal capillary dilation, but studies that address compariscn of different capillary diameters
in early microangicpathy are lacking.

To compare the three major capillary diameters, i.e., the arterial, venous and apical-lcop diameters, in
capillaroscopic images with early microangiopathy in order to determine presence or absence of differences
between different capillary parts, where microangiopathy starts.

74 capillary locps were analyzed from 37 patients. 23 of the patients were with SSc and 14 with UCTD. The
analyzed capillaries fulfilled the following inclusion criterion: presence of at least one capillary diameter 2 5G um, but
< 100 um (0.100 mm). For each capillary loop that was included in the analysis, three diameters were measured,
i.e., the arterial and venous diameters and the diameter of the apical capillary toop. The measurements were
performed at the widest point of the respective part of the capillaries. Presence of capillary diameter 2 50 pm (0.050
mm) of at least one point (arterial, venous limb or apical loop) was defined as a giant capillary. Presence of at least
one capillary diameter (the arterial or venous diameter or the diameter of the apical loop) higher than 100 ym (0.100
mm) was an exclusion criterion suggesting that such dilation signifies advanced capillary morphological change.
Capillaries with local sacike dilation (capillary aneurism) were also excluded from the current analysis.

The mean values of the apical lcop diameter (0.059 £ 0.019 mm) were significantly higher as compared
with those of the venous diameter (0.054 £ 0.013 mm; p = 0.042). The mean values of the venous diameter
{0.054 £ 0.013 mm) were also significantly higher vs the mean diameters of the arterial limb {0.036 £ 0.013
mm; p < 0.05}. Concomitant dilation 2 0.050 mm of the three (arterial, venous limb and apical loop) capillary
diameters was found only in 11 capillaries (15%). In 25 capillaries (34%), dilation 2 0.050 mm of both vencus
limb and apical loop was registered; in 18 (24%) — only the apical loop was pathologically dilated; in 18 (24%) —
only the venous diameter, and in 2 capillaries (3%) — both the venous and the arterial limb were affected. There
was no capillary, in which the dilation 2 0.050 mm affects only the arterial limb. Interestingly, in 20 capillaries
{obtained from 17 patients, of whom @ with SSc¢ and 8 with UCTD), the diameter of the apical loop was < 0.050
mm, but they were classified as giant accerding to the dilation only of the venous limb 2 0.050 mm (n = 18) or
both the venous and arterial limb 2 0.050 mm (n = 2).

The results of the current study indicate as a novel cbhservation that early microangiopathy could be
diagnosed by measurement of both the apical locop and the venous capillary limb. Individual morphology of the
giant capillaries in patients with early microangiopathy may be associated with dilation of the venous capillary
diameter > 0.050 mm as a sole finding without concemitant dilation of the apical loop above this value. These
results suggest the necessity for measurement of all “true” capillary diameters with emphasis on the apical
loop and the venous limb.
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KAMUNAPOCKOMNCKKA NPOMEHW NPU NALUMEHTW C PEHOMEH HA RAYNAUD
U NPO®ECHUOHAIHW 3ABONIABAHUA

. DonuyeBa-filunora’, H. Cronnor?, C. llamGora’#, B. BoagxueBa?

YMBAN ,C.. UB. Punckun”, Kateppa no npodecuoHanHu satonasanua, MeguunHcky yHuBepeuteT — Codun
2YMBAN ,C.. WB. Punckn”, Kateapa no peeMartonorva, MeanumHcky yHueepeuteT — Coduna

*Kategpa no nponeAeBTUKa Ha BLTpewHuTe Bonecti "Mpodp. 4-p AHToH MuTes”, MeguuuHeku thakynTer,
MeOWUUHCKKM YHUBEPCUTET — MNoBSHB

*OTtpeneHue no peeMatonorus, MBAN “Ceetn Muna” — Mnoeaus

Kanunnpocxonwma 2 HeWHBaauBeH MeTod ¢ BOOeuwlo 3HavyeH e 3a paHHaTa guardoCctuka Ha nporpe-
CUBHaTa cWUCTeMHa cKnepo3a U Apyrv CMCTeMHW peBMmaTtAdHK 3abonAeaHuA ¢ npoAaen Ha Q)GHOMGH Ha
Raynaud. Bce owe ockbaHu M Hegobpe aewmHUpaHn ca KanunspPOCKONCKUTE MPOMEHUA MPU NaUWMEHTU C
npodecroHanHu 3abonsaeaHua. MHTepec npeacTasnsiea subpauMoHHara Bonect, Npy KOATO ce Habnwaasa

3aCAraHe Ha ManKUTE KPEBOHOCHKW CbOOBE (M3BECTHA OWWE KATo ,NPodecMoHanHo 0byCcnoBeH (beHOMEH HA
Raynaud®). MNpu noBe4YeTo NpOYYBAHWA CA OOKNAABAHW AWCTOHWM ChC CNACTMYHW KanvnsapW, AWnaTtupaHu
Kanunapu, aHeBPU3MAarHK paslMpeHus, NepUKanUnApeH OTOK, XeMOparuM, aBackynapHu 30HM. BaxHo ¢bo-
BpaxeHve 3a PEBMATONONMYHATA NPAKTUKA €, Y& npuy Te3un BonHu He ce Habnwaaea cknepogepmononober
TUN MWKPOAHIMONATWA, XapakTepHa 32 pPeBMaTuyHWTE 32D0NABaHWA, KOATO B PAHHWTE CTaguu ce fedu-
HUpa Npu Hafvyve Ha TMraHTCKW Kanunapu ¢ GUaAMETHLP Ha kanunapHo pamo Hag S0 pm. KeM MOMeHTa
HAAMA CTaHAapTU3auus 3a NPOMEeHWUTE B MWKPOLWPKYNaUWATa, KOUTO Ce pa3svBaTt BCNeACTBAE Ha PWUCKO-
BUTE hakTopu Ha paboTHaTa cpena, KOeTo BEPOSITHO € CBbP3aHO ¢ BApWabUIMHOCT HA HaxOOKUTE NpenBuL
pasnuyHara npoaLMKUTENHOCT U UHTEH3MBHOCT HA EKCNO3ULUATA, KAKTO U C EBEHTYANHO Bb3AENCTBUE HA
KOMBMHaUWA oT NpogeCUOHANHN PUCKOBK (haKkTopu.

CAPILLAROSCOPIC CHANGES IN PATIENTS WITH RAYNAUD'S PHENOMENON
AND OCCUPATIONAL DISEASES

J. Doncheva-Dilova', N. Stoilov?, S. Lambova®*, V. Boyadzhieva?

'"UMHAT "Sv. Iv. Rilski", Department of Occupational Diseases, Medical University — Sofia

2UMHAT "Sv. Iv. Rilski", Department of Rheumatology, Medical University — Sofia

‘Department of Propaedeutics of Internal Diseases “Prof. Dr Anton Mitov”, Faculty of Medicine, Medical University — Plovdiv
“‘Department of Rheumatology, MHAT “Sveti Mina” — Plovdiv

Capiltaroscopy is a non-invasive method of leading importance for the eary diagnosis of progressive
systemic sclerosis and other systemic rheumatic diseases with manifestations of Raynaud's phenomenon.
Capiltaroscopic changes in patients with occupational diseases are still scarce and poorly defined. Of interest
is vibration disease, in which small blood vessel involvement is observed (also known as "occupationally
induced Raynaud’s phenomenon”). Most studies reported dystonias with observation of spastic capillaries,
dilated capillaries, aneurysmal dilations, pericapillary edema, hemorrhages, avascular areas. An important
consideration for rheumatclogy practice is that these patients do not have a scleroderma-like type of
microangiopathy characteristic of rheumatic diseases, which in the early stages is defined by the presence
of giant capillaries with a diameter of a capillary arm over 50 um. At present, there is no standardization for
the changes in microcirculation that develop as a result of the risk factors of the work environment, which is
probably related to the variability of the findings given the different duration and intensity of exposure, as well
as to the possible impact of a combination of occupational risk factors.
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COMP NPU OCTEOAPTPO3A HA KONEHHU CTABU U 3ATITBCTABAHE —
MMA JTW HOBX HACOKW?

C. Nam6oBa'? UB. Bauanoea®, . Moten®, B. Bxkambazon?

'KaTeapa no nponefeeTUKa Ha BrTpewwHUTe BonecTn “Mpod. A-p AHTOH MuToB”,
MeauuKuHCKW yHUBepeuTeT — MNnoBaus

201penenuve ne peemaronoerus, MBATT “Ce. Muna” — MNnoeaus

3KaTteppa “bBuvonorua Ha paseutueTo”, MY “Mauncuii XuneHaapcku” — Mnceaue

3acera B KNMHUYHATa NPaKTHKA HE €8 YTBBLPAEHH 38 PYTUHHO NPUNOXeHne BnoMapkepu 3a paHHa gunar-
HOCTWKA W 3a onpeaenaHe Ha (heHoTUNa U NPOrHO3aTa Ha ocTecapTpo3aTa (OA) Ha KOreHHU ctaeu. CTas-
HUAT XPYLIAN ChAbp#a XOHAPOUWTU W 3acBukansll, ri ekcTpauenynapeH matpuke (ELIM). ELUM ce cbeTtom
OT NPOTEONMMKAHW W KONareH {(OCHOBHO KonareH Tvn Il), KakTo M OT NO-Mankv KONMUYECTBE HEKOMareHOBM
npotenHun kato cartilage oligomeric matrix protein (COMP}, kOWTO CTUMynupa cekpeuuaTa 1 arperaumara
Ha konareH W gonpuwHacs 3a crabunHoctra Ha ELUM. COMP e TpaavuUMOHHO M3y4aeaH kaTo CMoMapkep,
acouunpaH ¢ metabonmama Ha xpywana. Mma aaHnu, ye COMP ce ekcnpecupa CblUo B MAcTHaTa ThKaH
1 € Habrniogaeana NoNOXMTENHA ACOUMALUMA HA LUPKynupawmuTe My HUBa ¢ body mass index (BMI). Mo-
HaCTOALWEM 3HAYEHUETO Ha cepyMHOTO HUBC Ha COMP kato 6uomapkep npyv OA Ha KONEHHU cTaeBu He e
peduHupaHo.

LlenTa Ha NpOy4BaHETO € A C& OLeHU CEPYMHOTO HUBO HA COMP npu naumedTn ¢ OA Ha KONEHHW CTaBu
CbC 1 Be3 3aTNLCTABAHE U NPU KOHTPONK ¢ pasndeH BMI, Ges aanuu 3a OA,

B npoy4ysaHeTo ca BKNIOYEHU 137 NauMeHTU CbC CUMMTOMaTU4YHa NbpBMUHA OA Ha KOMNEHHW CTaBu Ha
BL3PAcT Mexay 35 1 88 roavHu (CpeAHa BL3pacT 66 roguHK; 121 xeHu 1 16 Mbxe). BCMYKM nauneHTH ca ¢
OBYCTPAHHO aHraXupaHe Ha KonenHu ctaeu, ot |l go IV penTreHoe ctagui no ckanara Ha Kellgren-Lawrence.
76 ot bonHWTe ca ¢ npuapy*asawo satnseTasane (BMI = 30 kg/m?)n 61 ca ¢ BMI < 30 kg/m?. Kato koHTponHa
rpyna ca uscnensanu 34 nuua 6e3 gaHHu 3a OA, B TOBa YUCIO CNyYaun ¢ HaAHOPMEHO TErMO W 3aTNLCTABAHE.
KoHTponuTe ca no-Mnagu u ¢ no-HuCHK BMI ot BonHuTe ¢ OA HA KONMEHHW CTaBK, KOETO € CBbP33aHO C NOBU-
LaBaHe Ha YectoTata Ha OA Ha KoNMeHHM CTaBu C HanpedeaHe Ha Bb3PacTTa U C Hanv4MeTo Ha peHTreHoBMU
AaHHK 3a OA M Npy aCUMNTOMATUYHW Nkua.

B HacToAWoTO NpoydBaHe CPedHUTE CEPYMHW KOHUEHTPauun Ha COMP Baxa 3Ha4YMTEenHo no-BuCo-
K1 B KOHTponHara rpyna (1518.69 + 232.76 ng/ml) B cpasHeHue ¢ naymeHTute ¢ OA Ha KONEHHW CTaBM
{1294.58 + 360.77 ng/ml) (p = 0.0012). Topa MOXe Oa € CBLP3aHO C HamanAeBaHe Ha obemMa Ha CTaBHUA
Xpywan npy CA. Ouwle NnoBeye Y& Cce HaMepu HeraTUBHa Kopenauus Mexay HUBCTo Ha COMP 1 npoawn-
XWTeNHoCTTa Ha 3abonseareto (p = 0.04). B nogrpynata 6onHu ¢ OA Ha KkoneHHu ctasu ¢ BMI noa 30 kg/
m2{n = 61}, cepyMHoTO HMBO Ha COMP (1304.50 + 350.60 ng/ml) 6e No-BMCOKO B CpaBHEHUE CHC CNyYa-
ute ¢ OA u BMI Hag 30 kg/m2(n = 76, 1286.63 £ 370.86 ng/ml), Ho pa3snvkaTa He Bele cTATUCTUHECKU
3Ha4yuma (p = 0.68).

CpaBHEHWeTO Ha cepyMHUTE HUBA Ha COMP npu koHTponuTe ¢ pasnuyeH BMI (nog v Hag 25 kg/m?) no-
Ka3a 3HEYUTENHO NO-BUCCKU CTOWHOCTU NPU NWLATa ¢ HAAHOPMEHO TErno U 3aTnbeTABaHe (1618.32 £ 203.75
ng/ml npu koHTponu ¢ BMI > 25 kg/m?, n = 18; 1406.61 £ 216.41 ng/ml npw koHTponu ¢ BMI < 25 kg/m?, n =
16; p = 0.0092).

HawmanseaHeTo Ha cepymHOoTO HMBO Ha COMP B x04a Ha OA Ha KoNeHHW CTasu MOXE 43 € CBbP3aHo ¢ No-Ma-
Nk 0OeM Ha CTaBHWA XpyLUAMN. YCTaHOBM Ce M acoumauma mexay HuBoTo Ha COMP u BMI. MHTepeceH e hakTbrT,



Y& CEPYMHOTO HMBO Ha COMP Be no-BUCOKO NPM KOHTPOMNK C HAOHOPMEHO TEIMC U 3aTITBCTABAHE B CPABHEHWE C
KOHTpOnu ¢ HopManeH BMI. Ot gpyra ctpana, Hreoto Ha COMP 6e 3Ha4MTEnHO NO-HUCKO npu nayueHTuTe ¢ OA
Ha KOMEHHW CTaBW U 3aTNBCTABAHE, KOETO MOXKE [1a € CBLP3aHO G CCOBEHCCTU B XapakTePUCTUKUTE M EBOMICLMATA
Ha MeTabonuTHUA TN OA 1 cneaBa Aa 6bae oUeHEeHo NPY NC-TONeMK NONYNALMA NALUWEHTW.

Flpoyysarnemo e guHaHctiparno om Qord "Hayuru uscnedsanus” (npoexkm Ne Kfi-06-H33/8).
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Biomarkers that facilitate early diagnosis and determination of disease phenotype and prognosis in knee
osteoarthritis (OA) are not established for routine use in clinical practice. Articular cartilage contains chondrocytes
and surrounding extracellular matrix (ECM). ECM consists of protecglycans and collagens {mainly collagen type
1) as well as lower quantities of noncollagenous proteins such as cartilage oligomeric matrix protein (COMP) that
promotes collagen secretion and aggregation, and contributes to ECM stability. COMP is traditionally studied as
a biomarker associated with cartilage metabolism. However, it has been found that COMP is also expressed in
the adipose tissue and a positive association between circulating COMP levels and body mass index (BMI} has
been reported. Currently, the significance of serum COMP level as a biomarker in knee OA is not determined.

To assess serum COMP level in patients with knee ostecarthritis with and without obesity and in control
subjects with different BMI, without OA.

137 patients with symptomatic primary knee OA at the age between 35 and 88 years {mean age 66
years) were included in the study {121 women and 16 men). All patients had bilateral knee involvement. The
patients were from 2nd to 4th radiographic stage according to Kellgren—-Lawrence scale. 76 patients were
with concomitant obesity (BMI = 30 kg/m?) and 61 patients had BMI < 30 kg/m?. 34 individuals including
patients with overweight and obesity but without OA were examined as a control group. The contro! group was
significantly younger and with lower BMI than the patients with knee OA. This is related to the high frequency
of radiographic knee CA in elderly, as well as in asymptomatic individuals.

In the current study, the mean values of COMP serum level were significantly higher in the control group
(1518.69 £ 232.76 ng/ml) as compared with the patients with knee OA (1294.58 £ 360.77 ng/ml) {p = 0.0012).
This might be related to the lower cartilage volume in OA patients. Moreover, COMP levels correlated negatively
with disease duration (p = 0.04). COMP levels in knee OA with BMI below 30 kg/m? (n = 61, 1304.50 + 350.60
ng/ml) were higher as compared with the cases with BMI above 30 kg/m? {n = 76, 1286.63 £ 370.86 ng/ml) but
the difference was not significant (p = 0.68).

Comparison of serum COMP levels in the controls with different BMI {below and above 25 kg/m?), revealed
significantly higher values in individuals with overweight and obesity (1618.32 + 203.75 ng/ml in controls with
BMI > 25 kg/m?, n = 18; 1406.62 £ 216.41ng/ml in controls with BMI < 25 kg/m?2, n = 16; p = 0.0092).

Decrease in COMP level in the disease course in knee OA patients might be related to lower cartilage
volume. Presence of association between COMP level and BMI was atso observed. Interestingly, serum COMP
levels were higher in obese controls without OA vs those with normal BMI, but lower in obese osteoarthritic
patients that may be due to characteristics and evolution of metabolic type knee OA and should be delineated
in larger patient populations.

This research was funded by the Buigarian National Science Fund (KP-06-N33/9).



II. IYBJIMKAIIUU B HEPE®OEPUPAHU CIIMCAHUA
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The art of capillaroscopy

In the nailfold area capillaries are located parallel to the skin surface that makes
them appropriate for morphological analysis at capillaroscopic examination. In patients
with rheumatic diseases with peripheral vascular ischemia, microvascular changes
appear namely in this accessible area, reflect systemic involvement and are diagnostic.
Thus, the nailfold area plays a role of "window" through which we can look and "read
the diagnosis", and in some cases predict the appearance of systemic rheumatic disease .
This determines the unique place of capillaroscopy in rheumatology. The main

indication for capillaroscopic examination in theumatology is the presence of Raynaud's



39.

phenomenon (RP). The method is of key importance for differentiation of primary from
secondary RP in rheumatic diseases. Accessible and non-invasive, capillaroscopy
provides answers to a number of diagnostic questions in rheumatology, including
confirmation the absence of microangiopathy in primary RP, early diagnosis of systemic
sclerosis with detection of the characteristic "scleroderma" type capillaroscopic pattern,
guiding diagnostic thinking towards the onset of a systemic connective tissue disease in

patients with symptoms of RP and signs of microangiopathy.

Huxonos M, Jlam6oBa C. 3aTIbCTsIBAHETO — MPOTEKTUBEH UJTU PUCKOB (haKTOp 32

pasBuTHE Ha ocTeonoposa. Medungo. 2023; 3:30-33.
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Obesity — a protective or a risk factor for osteoporosis

Obesity and osteoporosis are diseases of social importance with increasing
prevalence worldwide. The complex interaction between adipose and bone tissue are
well-known as well as the key role of muscle mass and function for the bone
metabolism. Despite the protective effect of the higher body mass index (BMI) on the
bone mineral density (BMD), there are data about negative impact of obesity on bone
metabolism. The higher BMI in patients without obesity is protective factor against the
development of osteoporosis. On the other hand, in obese patients with higher values of
body weight, probably this protective effect disappears. In this regard, the comparison
of BMD in patients with and without obesity, including severe forms of obesity worths

attention in larger patient populations.

Hukonos M, Jlam6oBa C. OcTeonoposa u capKoIeHus: B PeBMAaTOJIOTHYHATA

npaxktuka. Medical Magazine. 2023; 111:68-72.
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Osteoporosis and sarcopenia in rheumatology practice

Important factors that determine the risk of development of osteoporosis are
muscle mass and function. Muscle and bone tissue have common determinants in terms
of genetic factors, nutrition, lifestyle and hormonal balance, which supports the
necessity of assessment of changes in body composition in patients with osteoporosis.
For the needs of clinical practice, a whole-body scan is performed using DEXA. Whole-
body scan is indicated in patients undergoing bariatric surgery, when weight loss
exceeds 10% with the use of other non-surgical treatments of obesity, including
pharmacological, dietary or complex, as well as in cases with symptoms of muscle
weakness and poor functional capacity. Due to the presence of common etiological
factors for the development of osteoporosis and sarcopenia, the term "osteosarcopenia"
is suggested to describe a syndrome, in which there is a combination of both
pathological conditions. Physical activity and diet are essential for maintenance of
muscle mass. Screening and prevention of sarcopenia, as well as the use of complex
treatment in cases of osteosarcopenia (including balanced diet, adequate protein intake,
vitamin D, appropriate physical activity) will lead to improvement in the efficacy of

osteoporosis treatment.

Jlam6oBa C. JInarnoctudeH npotokou rpu ¢penomen Ha Raynaud. Medical Magazine.

2023; 111:74-9.
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Diagnostic protocol in Raynaud’s phenomenon

Raynaud's phenomenon (RP) is a clinical expression of reversible vasospasm of
small arteries and arterioles, provoked by cold exposure and emotional stress. The
diagnosis of RP is clinical. Mandatory investigations for differential diagnosis of
primary and secondary RP in rheumatology are peripheral blood count, ESR, CRP,
antinuclear antibodies screening test, nailfold capillaroscopy. Capillaroscopy is a
strategic diagnostic method in patients with RP, as the pathological capillaroscopic
findings inherit high predictive value for the development of systemic rheumatic
disease. The diagnostic protocol should be accomplished in all patients, including in
cases, in whom there are no clinical data for systemic disease in order to improve early
diagnosis of oligosymptomatic and subclinical forms such as pre-stages of systemic

connective tissue diseases and the undifferentiated connective tissue disease.

Jlam6oBa C. ChrBpeMEHHH CXBAIllaHUS 32 MPHIIOKEHUETO Ha KOIXUIUH. Meoundgo.

2023; 1:84-88.

Current concepts about colchicine administration
Colchicine is a widely used, low-cost drug with well-known anti-inflammatory

properties. It is a tricyclic, lipid-soluble alkaloid that is extracted from Colchicum



autumnale. The main indication for the use of colchicine is the acute attack of gout. The
medication is established highly effective therapy in familial Mediterranean fever In the
recent years, interest in the use of colchicine has grown based on the data about its
efficacy in other diseases such as Behcet's disease, pericarditis, secondary prophylaxis

in patients with atherosclerosis
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Osteoporosis — early diagnosis, prophylaxis and therapeutic approach

Osteoporosis is a chronic progressive metabolic bone disease that is
characterized with low bone mass and pathologically altered microarchitecture of the
bone tissue with subsequent deterioration of bone quality and increased risk of fractures.
Osteoporosis is preventable and treatable disease, but due to the lack of early clinical
symptoms before the appearance of osteoporotic fractures, often the diagnosis is not

established in the early stages when administration of effective treatment is possible.



