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Yeaxaemu konezu,

Ha npedcmosiwusi FObuneeH KoHepec 3aedHO we ombenexum
40 eoduHu om cb30asaHemo Ha bbreapckomo Opyxxecmeo Mo
pesmamorioaus, kakmo u 30-200uwHUHama Ha criucaHue ,Pesma-
mornoeusi“. KoHepecbm we ce nposede 8 nepuoda 28 cenmemspu
— 01 okmomepu 2023 e., 8 xomen ,Hyatt Regency*, lNpasey.

B pamkume Ha Hay4YHama ripoepama we umame 8b3MOXHOCM
Oa ce 3aro3Haem ¢ akmyarsnHu memu, kKakmo u da obmeHuUmM onum u
3HaHus, a creyuanuaupaHama usnoxba we Hu npedcmasu HO80C-
mume 8 obnacmma. Bsipeam, 4ye 3ae0HO we npesbpHeM U mo3au
KOHepec 8 owe eOHO ycriewHo cebumue.

Om ceoe ume u om umemo Ha OpaaHu3ayuoHHUsI Komumem Bu
oyakeam, 3a Oa ombernexum 3ae0HO U rnpa3Huka Ha bbreapckomo Opyxecmeo ro pesmamo-
noaus.

C ysaxeHue,

v

lpogp. 6-p PymeH Cmourios
lNpedcedamen Ha OpeaHuU3auyUoOHHUSI KOMUmMmem

lMpedcedamen Ha bbrzapcko OpyKecmeo o pesMamonoaus
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OPrAHU3AUMOHEH KOMUTET
NMPEOCEQDATEN: lpogp. PymeH Cmouros

NOYETEH NPEACEOATEN:

3AMECTHUK-NPEOCEOATEIMN:

CEKPETAP:

YJIEHOBE:

lpocgp. Pawo Pawkos

lpogp. 3namumup Konapoe

lpogp. AHacmac bamarnos

[-p Bnadumupa bosidxxuesa

lNpogp. CumeoH MoHos
lNpogp. MapuaHa NeaHosa
lMpogp. CmegpaH CmeghaHos
lNpogp. Mapuena eHesa-lNornosa
lNpogp. Hukonat Hukonos
lpogp. Cmecpka PadeHcka
lpogp. JTbuHka [JamsHoscka
[Hou. UeaH LlletimaHos

Hou. Jlrvbomup MapuHuyes
Lou. LleemaHka lNempaHosa
[Hou. TaHs lllusayesa

L-p boliyo OnapaHos

Dr. Armen Gasparyan
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HALMOHAJEH KOHI'PEC MO PEBMATOJIOINA

28 centemBpu — 1 oktomBpu 2023 r.

HAYYHA NPOrPAMA

1300 o pcTPALYS
20:00 4
. . B. bosimkuesa
14:30 | 15:30 | Workshop - Kanunsipockonus C. NavBosa
15:30  [15:40 | KAOE MAY3A
P. Kapanunosa
15:40  [17:40 | Workshop - MyckynockeneTHa yntpacoHorpadms H. Crounos
C. MapwnHueBa
1740  [17:50 | KA®E NAY3A
17:50  [18:50 | Workshop - O6pa3sHa guarHocTuka M. WaHoBa
18:50  [19:30 | Workshop - Mukpockoncko nscnengsaHe Ha CUHOBHasHA TeYHOCT A. Konyes
20:00 BEYEPA
08:00 -
20:00 PEFUCTPALIUA
8:30 8:35 OTKPUBAHE P. Ctounos
MbPBA HAYYHA CECUSA NEKTOP MOOEPATOP

835 8:50 CbBpeMeHHM acnekTh Ha BUONOrMYHO NeveHe, unu C. Crownosa

MyNTUAUCLUMNNMHAPEH EKVN B peBMaTonormsta
8:50 9:05 EdpexT Ha tofacitinib Bbpxy MuTOXOHAPUanHaTa yHKLMS NpW NaLMeHTH B. Muxaiiniosa P. Crounos

C PEBMATOMAEH apTpUT — NUMOTHO NPoyYBaHe I". MeTpoBa
9:05 9:20 y3 ouell-q(a. Ha TepaneBTUYHUS OTFOBOP KbM feyeHme ¢ tofacitinib nnm H. Cromnos

upadacitinib Ha naunenT ¢ PA — gaHHW OT peanHata KnuHuYHa npakTuka
920 9:35 dupmena I'Ipe\‘ieHTa’l‘Ll,l/lﬂ Abbvie: “SKYRIZI — HOBY XOp130HTH B Lig. Voresa

neyeHuneTo Ha McA

I". MeTpoBa
9:35 9:50 [ocTbnHOCT Ha nauneHTUTe o B1ONOrMYHM NekapcTea P P. CTouros
B. bosipxmesa I Metposa
9:50 10:05 | Pemucus npu PA — KnHUYHY Criyyam OT peanHata knHudHa npaktuka | C. EmMun '
10:05 [10:220 |KA®E NAY3A
BTOPA HAYYHA CECUA NEKTOP MOJEPATOP

1020 11035 AZAXe3MOHHMTE MOEKYIN KaTo Mapkepu 3a CyOKIIMHMYHA M. Mapkos

aTepockneposa Npyu NaLMeHTU CbC CIOHAMNOaPTPUT M. MBaHoBa

- A. batanos

1035 |10:50 Bromapkepy 3a cbpeyHO-Ch10BO aHraxupaHe W IM1KoKanuKCeH pasnap, A Anrenos

npy NCopuaTUYeH 1 PeBMaToOUAEH apTpuUT

®upmena npesenHTauus Pfizer: "MNpeauaBukaTencTea kbM TepanmsTa: 3n. Konapos
10:50 [ 11:50 | XELJANZ (tofacitinib) — ,new wave" npu neyenneto Ha AS" P. Ctounos

"JAK uHxubuTopm — faHHn 3a 6e3onacHocT” Cs. XpuctoBa
11:50  [12:05 | AKTyannavpaHu npenopbKu 3a NeYeHne Ha PEBMATOAEH apTpuT H. Ctonnos
12:05 [12:20 | AKTyanuavpaHv NpenopbKu 3a NeYeHne Ha CUCTEMHA CKIlepo3a B. Bosimxuesa

. ) AKTyanuaaums Ha KnacudukaLuHHITE KpUTEPUN 3a TUraHTOKNeTbYeH M. Varosa

1220 |12:35 apTepunT M apTepuuT Ha Takayasu - Byos A. batanos
1235 |12:50 AKTyanuaupaHa Tepanusi Ha ruraHTOKNeTbYHIUS apTepUnT W apTepunTa 1. [umos

Ha Takayasu
1250 [13:50 |0BAQ
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TPETA HAYYHA CECUA NEKTOP MOJEPATOP
1350 |14:20 ®upmena npeseHtaums MSD: Golimumab - noseye ot 10 roanHm M. UsaHosa
TEpaneBTU4HO NOCTOSIHCTBO B pearnHaTta KIMHUYHA NpaKkTuka
1490 |14:35 ®upmena I'Ipe3el-'I'TaL|,I/Iﬂ Amgen: "Bb3nanutenHu ctaBHu 3abonseaHus A Bararnos
11 KOCTHO 3[paBe
1435  |15:15 d)wpmeHa"npeaeHTauMﬂ Eli Lilly: "MscToTo Ha Taltz B knuHuyHaTa B. Peuwosa P Cromnos
npakTuka
1515 [15:30 .Tr.anscatheter aI\r'terlaI embolization method for treatment of pain in knee K Korochina
joint osteoarthritis
y P. Kapanunosa
1530 | 15:45 NTpasBykoBa (heHOTMNN3aLNS 1 B3MOXHOCT 3a NepCoHanuanpaH P. Kapanwnosa H. Hikonos
NOAXOL NP 0CTE0apTPO3a
15:45 |16:00 | ®eHoTnnoBe Npu MbpBKUYHATa KOKCapTpo3a B Bbarapus N. CanyHmxues
16:00 [16:15 | KA®E MAY3A
YETBBHPTA HAYYHA CECUA NEKTOP MOJEPATOP
CepymHn HuBa Ha BucdaTtuH, agunoHektud n COMP npu
1615|1630 nayyeHTV C 0CTe0apTpO3a Ha KONMEeHHN CTaBn U edhekTn oT C. NavBosa
NPUOXEHNETO Ha METCOPMUH 1 aneHZpPoOHAT NpU MUY MOZEnN
Ha 0CTe0apTpo3a
ABackynapHa Hekpo3a Ha rnaeata Ha hemypa kaTo nocrneguua ot
16:30 [16:45 | COVID-19 uHbekums — xapakTepucTUKN, NeYeHne 1 npocneasiBaHe M. Togopos
Ha rpyna 6onHu
MUHIUMATHO MHBA3WBHY 11 HEBPOXMPYPIUYHI MHTEPBEHLIAM 3a C. llam6osa
16:4 17 .0
6:45 00 neyeHneTo Ha BepTebporeHHa bonka . Gepayrarzos 3n. Konapos
17:00 [17:15 | PeBmokapgmonorusta — obpaTHo B 6baeLLeTo A.Types
17:15  [17:30 | Xvnepypvkemusi, eHgoTenHa AMChYHKLMS N CbPAEYHO-ChOB PUCK P. l'aHyeBa
17:30  [17:50 | BakcvHy 1 aBTOUMYHHI peBMaTU4HY 3abonsBaHns 3. KpnBaves
17:50  [18:05 | Chronic nonbacterial osteomyelitis — what have we learned so far 0. Janev
1805 |18:20 OTrOBOPHOCT Ha CneumanucTuTe no peBmMaTtonorist npu K Mixaiiriosa
OCbLLECTBsBaHe Ha MeauLMHCKa npodecns
18:20 [19:15 |MNOCTEPHA CECUKA M. l'eHeBa-lNonoBa
20:00 BEYEPA
NETA HAYYHA CECUA NEKTOP MOJEPATOP
®upmera npeseHTaums UCB: "CIMZIA® - pasmnynmst aHTu-TNF 3a Hesi.
9:00 9:15 KnuHn4Ho noBesieHve 1 cbobpaeHnst Mpu neveHme Ha e B aetepogHa | M. ViBaHosa
Bb3PaCT C XPOHU4HI peBMaTu4Hyu Gonectu (axSpA, PsA, RA)"
o] N is: " i .
915 945 MpMeHa npe3eHTaums Ha OV?I’tIS Cosentyx, de actu et visu UL Voresa P Cromnos
(mat.) — no onuT 1 HabnoaeHs
9:45 10:00 KA®E MAY3A
1000 1040 .tbwlpn.nfeHa. npengTauMﬂ \'Jf)hnson & Johnson — Janssen: "Why IL-23 C. Selmi A Baranos
inhibition in psoriatic arthritis?"
®upmena npeseHTaums Boehringer Ingelheim: "EnureneTuka u cuctem- | A. batanos
10:40 | 11:40 | Ha ckneposa — NPOEKT 3a paHHa AnarHocTuka. KnnHuyHo npoyyBaHe T. lUnBayea P. Ctounos
INBUILD. KnunuyeH cnyyait Ha nauueHT cbe SSc-ILD" B. Bospxuesa
- T. LLnBavesa
140 |12:10 ®upmena npeseHTaums Abbvie: "RINVOQ - uoxuasaHa e(heKTUBHOCT M. Toaopoe A Baranos
1 Be30nacHOCT B peanHaTa KnuHUYHa NpakTuka
B. Bospkuesa
1210 [12:30 | OBCBHXOAHE
12:30  [13:30 | 0BAL
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LLUECTA HAYYHA CECUA NEKTOP MOJEPATOP
13:30 [13:45 | ABTOa@HTUTEnaTa — He Camo W He OLLEe aBTOUMYHUTET [. Kiopkunes
13:45 [14:00 | TecToBeTe 3@ @HTUHYKINEAPHN aHTUTENA W KNMHWYHATa MM nonaa E. MBaHoBa-Togoposa
1400|1415 lMpomeHn B 0oreHe3aTta npu MULLKW, CBbP3aHN C aBTOUMYHHO A. YopBaros 1. Kiopiuvies
3abonsiBaHe Npy NpUCTaH-UHOYLMPaH CUCTEMEH NynyC epuUTEMaTOo3yC A. YopGaros
1415 [1430 HoBM naToreHeTUYHM TEPANEBTUYHM TapreT NMPU CUCTEMHUS TTynyc B. Morosa
eputemarogec
1430 | 14:45 HoBw cTpaterum 3a TapreTHa Tepanisi Ha aBTOMMYHHIUTE CUCTEMHM P. liymranvesa
3abonsBaHMs Ha CbeauHUTENHATa ThKaH
[uckycrnoHer naHen AstraZeneca: "CuctemeH nynyc eputematogec Bn. Bospkvesa
14:45 |15:25 yoiior >raseneca. ynyc ep A H. Maputosa Lis. Vioesa
- non desistas, non exieris
Cs. Xpucrosa
15:25 [15:40 | KAOE MAY3A
CEOMA HAYYHA CECUKA NEKTOP MOJEPATOP
15:40 [15:55 | CbBpeMeHHO neyeHme Ha CUCTEMEH NynyC epuTeMaTosyc [. NeHuesa
1555 1640 [MbpBUYEH CMHAPOM Ha Sjogren — HacTosLM 1 ObAELM TepaneBTUYHM M. MavoBcka
Bb3MOXHOCTH
1610 |16:25 Cllnlcgl .charactenstlcs and outcomes in patients with ANCA-associated V. Karanfilovski
vasculitis
M. MaHuyoBcKa
CbBpeMeHHY NO3HaHNs 33 MUKpOaHr1onaTusTa Npu peBMaTniHm C. Nambosa
16:25 16:40 | 3abonsiBaHMs 1 HeOOXOAMMOCT OT aKTyanuaupaHe Ha C. lambosa
knacudukauusta Ha peHomeHa Ha Raynaud
®upmena npeseHTauus AstraZeneca: "CebpLun v naHaemnsTa 3a
16:40 [17:00 | Beu4kn? AIMyHOKOMNPOMETMPAHN PEBMATUYHM NALMEHTM U TEXECTTa H. Crounos
Ha 3abonssaneto ot COVID-19"
17:.00 [17:15 | KAOE NAY3A
1715 1730 BTopuyHu HoHpecnoHaepu Ha buonoruyHa Tepanus 1 G1oHanBHM % AnoCToNoBa
OonHK OT akcuaneH CNOHAUNOAPTPUT — CXOACTBO W Pa3nnyns
17:30  [17:45 | Bbbpeynu yBpexaaHus npy CUCTEMHIU PEBMaTUYHN 3a60NsiBaHNS M. Hukonosa
17:45 ]18:00 |COVID-19 u 6v6peyHo 3acsraHe M. l'eHeBa-lNonosa
18:00 [18:15 | COVID-19-acoummpaH Backynmut M. FeneBa-lNonosa Lis. Feoprves
1815 1830 BucokodpekBeHTHa ynTpacoHorpadmst npy noAMMUantiis peBMaTmka B 1. Mexensi M. FeneBa-Monosa
Obnrapckata nonynauus
The link between adult and pediatric rheumatology — how can adult
18:30 [18:45 | rheumatologists help pediatric patients and colleagues with the help L. Damjanovska
of telemedicine
1845  |19:00 VIHTerpauus Ha JaHHUTe OT eNEKTPOHHUTE 3paBHY JOcKeTa B H. Kipurios
pesmaronorusta
19:00 19:05 3AKPUBAHE
20:00 BEYEPA
9:30 10:30 | 3ACELAHUE HA BAP
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PE3IOMETA - YCTHA NMPE3EHTALUA

NMbPBA HAYYHA CECUA

CbBPEMEHHU ACNEKTU HA BUOJTIOT'MYHO JNIEYEHMUE,
nnn myntnagunCUumnnimMHAPEH EKUMN B PEBMATOJIOTUATA

Ct. Ctounosa', Ct. NMonosa?, M. leHeBa-lMonoBa?

'"KnuHuka no peematonorusi, YMBAI ,Ceetu 'eopru” — Nnoeaue
2KnuHuka no pesmaronorusi, YMBAJT ,CeeTtu 'eopru,
Kategpa no nponegeBTuka Ha BbTpellHu 6onectn, M®, MY — lNnosave

B peBmartonorvaTa npefocTaBsHETO Ha 34pPaBHM FPVKM CE NMPOMEHS!, OTrOBapsnKM Ha HyXauTte 3a bes-
onacHu 1 eeKTUBHY TPWXKM 3a NaLMEHTUTE, KOUTO TpsbBa [a ce OCbLLUECTBSBAT OT MyNTUOUCLUUNIMHAPEH
eKun. Y4acTneTo Ha MeaMLMHCKN CEeCTPU KaTo YacT OT MyNMTUAMCLUMUMIIMHAPHUSA ekun e HeobxoaMmo 3a ak-
TMBHOTO ynpaBrneHne Ha 3abonsiBaHeTo, OCHOBaHO Ha OByyeHMe Ha naumeHTUTe M CTporo HabnogeHve Ha
3abonsiBaHeTo, 3a Aa ce HaMansT CUMNTOMUTE Ha TPEBOXHOCT U Aenpecus y bonHute.

LlenTta e ga ce npoy4y MHEHWETO Ha NAaLMEHTU C Bb3MNanuTeNHN CTaBHM 3abonsiBaHUSA Ha nieyeHne ¢ 6uo-
norvyHa Tepanus, MEAULIMHCKM CECTPU 1 NNEKapu CneunanmncT — peBMaTonosu, NpakTUKyBally B peBMaTorno-
MMYHWN CTPYKTYPK, 3a NpefocTaBeHnUTe 34paBHU FPYKM OT MeauLMHCKa cecTpa.

lMpoBeneHo e peTpoCcnekTMBHO, MHOTOLIEHTPOBO, NMOHMMTYAMAaNHO Npoy4BaHe, obxsalallo nepuoga 2021-
2022 r. BkntoueHu ca 324 gywiu, pasnpeaerneHn B TpU rpynu: MeauumHCekn cectpu (n = 34), nekapm cbC cne-
umnanHoct ,PeBmatonorus” (n = 29), naumMeHTy ¢ Bb3nanuTenHu cTaBHM 3abonsBaHust Ha neyeHve ¢ Buono-
rmyHa Tepanusa (n = 261). Ha yyacTHUUmMTEe € npeocTaBeHa aHKkeTa ¢ 35 BbNpoca, CBbp3aHn ¢ MHopmaLuus
3a 3ab60nsBaHETO M MHEHWE Ha NauueHTuTe, nekapute U MeauMuUMHCKUTE CeCcTpu 3a ynpasrneHve Ha Tepanus
N CbCTOAHMETO Ha BonHuTe. CTatuctnyeckara obpaboTka BKMYBA aHanM3n OT CTAaTUCTMYECKM nporpama
SPSS, cbce cTtatuctmnyecka aHadmmoct p < 0.05.

MeauuuHckuTe cectpu, paboTeLln B peBMaTonormyHn kKabuHeTn n oTaeneHusl, ca HegoCcTaTbyHO KBanm-
duumpann 3a npunaraHe Ha naumeHT-ueHTpupaHa rpmxa (p < 0.05). bonHuTe npegnoynTaTt ga nonyyasat
HenocpeAcTBEHa rpwka — HAYMH Ha NPUIOXEHNE Ha MegMKaMeHTa, CTPaHWYHM peakummn npyu BbBexaaHe Ha
MeauKaMeHTa, NpefocTaBsaHe Ha NdHa MHAopMaLmMsa OT MEOULMHCKUTE CECTPU, KOUTO YyBCTBAT KaTo Onun3sku
1 HAMaT npobnemu ga pasroeapsTt ¢ Tax (p < 0.05).

Hanuue ca ycnosus, gokassallm HyxgaTta OT paslimpeHarta porns Ha MeguuuHcKkaTa cectpa B obnactrta
Ha peBmaronorusaTa. bbp3oTo pa3BuTUE HA TEXHOMNOIMUTE Y MeguumnHaTa, no-cneynanHo B obnacrra Ha peB-
MaTosorusTa, U3MckBa OCbBPEMEHSIBAHE B OpraHmn3auusaTa u nogxoante 3a pabota Ha MeAULMHCKUTE CECTPU.
M3HnkBa HeobxoouMOCT OT pasliMpsiBaHe Ha KOMMeTeHUMUTe Ha MeguumHCKaTa cecTpa 4Ypes BKMYBaHe B
KypcoBe 3a npoabimkaBallo obydeHune. lNpenopbyBa ce Aa ce pa3paboTaT npasuna 3a gobpa cecTpuHcka
npakTvka B obnactra Ha peBmaronorusTa.

MauneHTMTe MokaseaT MO3UTMBHO OTHOLUEHWE KbM OOYYEHMETO 3a CaMOMWHXEKTUpaHe C OGUOMOrM4YHM
cpencTBa v ca NonoXUTENHO HAaCTPOEHU KbM YCBOSIBaHE Ha AOMbIHUTENHA MHOPMaLMA OTHOCHO CTPaHUYHU
OEeNCTBUS OT MpunoxeHne Ha Tepanudata um. MNMauneHtTuTe ogobpsiBaT B3anMOAENCTBUETO C MeAMLUHCKaTa
cecTpa KaTo MbpBU N300p 3a KOMYHUKaLMS CbC 30paBHUS €KWM KaTo n3pas Ha JoBepue.
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MODERN ASPECTS OF BIOLOGICAL TREATMENT OR MULTIDISCIPLINARY
TEAM IN RHEUMATOLOGY

St. Stoilova', St. Popova?, M. Geneva-Popova?

'Clinic of Rheumatology, UMHAT “Sv. George” — Plovdiv
2Clinic of Rheumatology, UMHAT “Sv. George”, Department of Propaedeutics of Internal Diseases, MF, MU — Plovdiv

Introduction: In rheumatology, healthcare delivery is changing to meet the need for safe and effective patient
care that must be delivered by a multidisciplinary team. The participation of nurses as part of a multidisciplinary
team is necessary for the active management of the disease, based on patient education and strict monitoring
of the disease in order to reduce the symptoms of anxiety and depression of the patients.

To investigate the opinion of patients with inflammatory joint diseases treated with biological therapy, nurses
and specialist rheumatologists practicing in rheumatology structures about the health care provided by a nurse.

A retrospective, multicenter, longitudinal study was conducted covering the period 2021-2022. 324
subjects were included, divided into three groups: nurses (n=34), doctors specializing in “Rheumatology” (n =
29), patients with inflammatory joint diseases treated with biological therapy (n = 261). The participants were
given a survey with 35 questions related to information about the disease and the opinion of patients, doctors
and nurses about the management of therapy and the condition of the sick. Statistical processing includes
analyzes from the SPSS statistical program, with statistical significance p < 0.05.

Nurses working in rheumatology offices and wards are insufficiently qualified in their education to implement
patient-centered care (p < 0.05). Patients prefer to receive immediate care — method of administration of the
medication, side reactions when administering the medication, provision of personal information to the nurses,
whom they feel close to and have no problems talking to them (p < 0.05).

There are conditions proving the need for the expression of the expanded role of the nurse in the field
of rheumatology. The rapid development of technology and medicine, especially in the field of rheumatology,
requires modernization in the organization and work approaches of nurses. There is a need to expand the
nurse’s competencies through inclusion in continuing education courses. It is recommended to develop rules
for good nursing practice in rheumatology practice.

Patients show a positive attitude towards training on self-injection with biologics and are positive about
learning additional information about side effects from administering their therapy. Patients endorse the interaction
with the nurse as the first choice for communication with the healthcare team as an expression of trust.

E®EKT HA TOFACITINIB BbPXY MUTOXOHAOPUAJTHATA ®YHKUUA
NP NAUMEHTU C PEBMATOUOEH APTPUT - NUITOTHO NMPOYYBAHE

B. Muxainnoga'?, M. KazakoBa'?, 3. batanos*#, P. Kapanunosa®**, A. Batanoe®*, B. CapadsaH'?

'KaTtegpa no megumumHcka bruonorus, MeavuuHcku yHuBepeuteT — [nosans
?HayyHowuscrnenoBaTenckm MHCTUTYT kbM MY — MNnoeave

3KaTegpa no nponeaesTnka Ha BbTpeLLHWUTe Gonectn — [Mnoeave

4KnuHuka no pesmatonorusi, YMBAJT "Kacnena" — Mnoeave

PesmatongHuat aptput (PA) € XpOHNMYHO CUCTEMHO aBTOMMYHHO 3abonsiBaHe, Mpu KOETO ce AOKa3Ba, ve
OKCUOATMBHUAT CTPEC M CBOOOAHMTE paguKany ca KOCBEHO 3aMECEHW B YBPEXAAHETO HA CTaBUTE M pa3pyLua-
BaHETO Ha xpyLusana. HAKomnko npoyvBaHns onnuceaTt HanMumMeTo Ha MUTOXoHApuanHa agucdyHkums npu PA, Ho
MarkKo OT TAX NpocnensasaTt AMHaMuKaTa B eHeprmmHuTe napameTpuy crnep Tepanusi.

LlenTa Ha HaweTo NUNOTHO M3cneaBaHe e Aa ce oueHu AMPeKTHUAT edekT Ha JAK nHxnbutopn BbpXY
KNeTbYHUSE MeTabonmnabm (M NPy MHOYLMPaH OKCUAATUBEH CTPEeC) Npu nauneHTtn ¢ PA.

B npoyuyBaHeTo ca BKMOYEHM OeCET HOBOAMArHOCTMUMPaHu nauneHtn ¢ PA. MoHOHyKneapHu KNeTku oT
nepudepHa kpvB (PBMCs) n nnasma ca nsonupaxu npeam n 6 meceua cneg Tepanusita c tofacitinib. Upes me-
TabonuTeH aHanu3 B pearnHo Bpeme ca OLeHeHN MUTOXOHAPWanHaTa yHKUMS 1 KINEeTbYHUAT MeTabonnsbM B
PBMCs. CoHorpacdckoTo nscnegsaHe, DAS28 1 KOHBEHUMOHANHUTE KNMHMKONabopaTopHM NnapamMeTpu CbLLO
Ca aHanuampaHu nNpegu u cneg tepanusTa.
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YCTaHOBEHO € 3Ha4YUTENHO HaMarnsiBaHe Ha MPOTOHHOTO u3TuyaHe cneq nedvexve ¢ JAK nHxunbutopu. Yee-
nnyeHoTo npomnssoacTso Ha AT® nokasea nogobpsiBaHe Ha kneTbyHaTa BuoeHepreTuka. Te3n gaHHU morat
Aa ce 0bACHAT ¢ kaTanuTuyHoTo Aencteue Ha JAK MHXnbntopuTte BbpXy OKUCAUTENHOTO dhocdopunmpaHe,
KOETO CbOTBETCTBA Ha NOAOOPSABAHETO HA KITMHUYHUTE U yNTpacoHOrpadoCcKMTe NapaMeTpu crnep fneyYeHneTo.

HaweTo npoyyBaHe e MbpBOTO, KOETO MpocreasBsa AVHaMUKaTa Ha MUTOXOHApPUAINHUTE MapameTpu B
PBMCs ot nauueHTn ¢ PA npeaun n cnieq neveHne ¢ JAK MHXnbutopwm.

BnazodapHocmu: Ta3u paboma e ¢huHaHcupaHa o npoekm NO 01/2022, MY — noedus, u npoekm NUCBAS-BBMRI.
BG, dozoeop D01-165/28.07.2022 e pamkume Ha HauyuoHanHama nmbmHa Kapma 3a Hay4yHouscriedosamersicka UHpa-
cmpykmypa Ha P. bbrieapus.

EFFECT OF TOFACITINIB ON MITOCHONDRIAL FUNCTION IN PATIENTS
WITH RHEUMATOID ARTHRITIS: APILOT STUDY

V. Mihaylova'?, M. Kazakova'?, Z. Batalov®#, R. Karalilova®4, A. Batalov®*, V. Sarafian'?

'Department of Medical Biology, Medical University — Plovdiv
2Research Institute, Medical University — Plovdiv

3Department of Propedeutics of Internal Diseases — Plovdiv
4Clinic of Rheumatology, University Hospital “Kaspela” — Plovdiv

Rheumatoid arthritis (RA) is a chronic systemic autoimmune disease in which oxidative stress and free
radicals have been shown to be indirectly involved in joint damage and cartilage destruction. Several studies
describe the presence of mitochondrial dysfunction in RA, but few of them follow the dynamics in energy
parameters after therapy. The aim of our pilot study was to evaluate the direct effect of JAK-inhibitors on
cellular metabolism (and on induced oxidative stress) in RA patients.

Ten newly diagnosed RA patients were included in the study. Peripheral blood mononuclear cells (PBMCs)
and plasma were isolated before and 6 months after Tofacitinib therapy. Mitochondrial function and cellular
metabolism in PBMCs were assessed by real-time metabolic analysis. Sonographic examination, DAS28 and
conventional clinical laboratory parameters were also analyzed before and after therapy.

A significant reduction in proton leakage was found after treatment with JAK inhibitors. Increased ATP
production indicates an improvement in cellular bioenergetics. These data can be explained by the catalytic
action of JAK-inhibitors on oxidative phosphorylation, which corresponds to the improvement of clinical and
ultrasonographic parameters after treatment.

Our study is the first to follow the dynamics of mitochondrial parameters in PBMCs from RA patients before
and after treatment with JAK-inhibitors.

Acknowledgments: This work was funded under project NO 01/2022, MU — Plovdiv and project NUCBAS-BBMRI.BG,
contract D01-165/28.07.2022 within the framework of the National Roadmap for Research Infrastructure at Bulgaria.

Y3 OUEHKA HA TEPANEBTUYHUA OTIOBOP KbM JIEYEHUE C TOFACITINIB
U1 UPADACITINIB HA MAUUEHTU C PA — AAHHU OT PEAJIHATA KITMHUYHA
NMPAKTUKA

H. Ctounos', B. Bosgxuesa', K. Tawkos?, X. Anoctonosa®, C. EmuH', I. MetpoBa?, P. Crounos’

"YMBAN ,Cs. UB. Puncku”, Kategpa no pesmatonorusi, MeguumHcku yHuBepcuteT — Codoums
2dapmaueBTnyeH dakynTeT, MegnuuHckm yHuBepcuteT — Codust

*[MbpBa kaTegpa no BbTPeLLHK 6onectun, KnuHuka no peemartonorus, YMBAI ,,Cs. MapuHa“,
MepawnumHckn yHuBepcutet — BapHa

OcHoBHaTa Len Ha Nle4yeHneTo Ha peBmaTtonaHus apTpuT (PA) e nocTUraHeTo Ha AbnroTpaniHa pemMucus
UM NpY HEBL3MOXHOCT — MUHMMarnHa 6onecTtHa akTUBHOCT. [1pe3 nocrneaHUTe roguHU MycKyrnockeneTHaTa
ynTpacoHorpadums (MSUS) ce yTBbpan kaTo GnaroHagexaHa MeToauka 3a oueHka Ha bonectHaTa akTMBHOCT
B KOM6I/IHaLI,I/IF| C KIMUHUYHMA nperneg n na6opaTopHv|Te nacnegBaHus.
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HactosuwoTto npoy4ysaHe npeacrtasa MSUS oueHka Ha TepaneBTUYHUSA OTroBOp Npu naumeHTu ¢ PA, npo-
BeXaallum nedeHve ¢ TodpaunuTnHnb nnmn ynagauntnHmnb 3a nepuog ot 24 cegMmuun.

B npoBeneHOTO NPOCNEKTMBHO €QHOLEHTPOBO NPOyYBaHe NauueHTUTe ca fiekyBaHu ¢ ynagaumtuHut 15
MI AHEBHO My ToaunTUHNG 2 X 5 Mr gHeBHO unu 11 Mr AHEBHO, B KOMOMHaUusA unm 6e3 meToTpekcar nnm
apyr koHBeHunoHaneH DMARD, 3a nepvop oT 24 cegmuun. bonecTtHaTta akTMBHOCT € oLeHeHa Ype3 DAS28-
CRP, CDAI, SDAI, kakto 1 MSUS, npoBegeHa oT gBama He3zaBucumMu exorpadumctu. MauneHtuTe bsixa oue-
HEeHW Ha U3XoOHO HUBO, ceamuua 2, 4, 8, 12 n 24. 3a Bcekn naumeHT usnonssaxme gsa US ckopa (Gray Scale
— GS, n Power Doppler — PD, pesyntat), 0—3 nonykonnyecTBeHa ckana 3a BCska CTaBa U cuctemara 3a Tou-
kyBaHe EULAR-OMERACT US (kombuHupax GS n PD, oueHeH ot 0 go 3). OcBeH ToBa Us4ncnmnxme ckopa 3a
TeHocunHoBuT (GS n PD) cnopeg npenopbknte Ha OMERACT.

B HacTosLoTO NpoyyBaHe Osixa BKIHOYEHM 53 naumeHTu, 5 oT KOUTO He MPUKIYMXa MbIHUS Nepuopn, Ha
npocriegsiBaHe oT 24 cegMuuUM NOpPaan HeXenaHu cbouTus nn HegocTaTbyHa e(peKTUBHOCT Ha TepanusiTa.
B rpynata Ha ynagaumTtuHmb 6sxa npocneneHun 25 6onHu Ha cpefHa Bb3pacT 56 + 11.6 SD, a B rpynara Ha
ToaunTuHNG — 22 6onHM Ha cpegHa Bb3pacT 56.9 + 11.3. Ha naxogHata Buauta DAS28-CRP 3a rpynarta na-
LUMEeHTN Ha ynagauntnHmb Gewe 5.57 + 1.24, a 3a TodpauntnHmb — 4.77 + 1.47. Ha 6asosara Busuta (GS, PD
n kombuHupanusa US) n US scores 3a cyxoxunuata (GS n PD) 6ewe cboTrBeTHO: 23 + 2.96, 15 + 2.56, 24.08
+ 3.36, 11.04 £ 2.21, 8.44 + 1.65 3a rpynaTta Ha ynagauuTuHmnG. MNpu naumeHTuTe Ha fievyeHmne ¢ TohaumTMHnG
ce yctaHoBuxa USGS-J — 23 + 3.55, USPD-J — 13.36 + 2.44, OMERACT composite — 23.4 + 3.84, USGS-T —
12.18 £ 2.23, USPD-T: 9.5 + 1.92. Ipu ABeTe rpynu naLmMeHTn ce yCTaHOBU CUrHUUKAHTHA peayKLmMs KakTo
Ha DAS28-CRP, Taka n Ha onucaHute MSUS ckopoBse Ha cegmuua 8, 12, 24 (p < 0.05).

MonyyeHnTe pe3ynTaTv NPeAoCTaBAT OKa3aTeNCcTBa, Ye U3Non3BaHeTo KakTo Ha TopaunTUHMG, Taka 1 Ha
ynagaumtuHnb, BOAM A0 paHeH KNMHUYEH OTroBOP KbM fNeYeHneTo (2-pa cegmuua) n AbnroTpanHo Hamanssa-
He Ha Y3 npusHauuTe Ha Bb3naneHne 1 Ha CyXOXUNuaTa, 1 Ha cTaBuTe.

US EVALUATION OF THE THERAPEUTIC RESPONSE TO TREATMENT
WITH TOFACITINIB OR UPADACITINIB IN PATIENTS WITH RA -
DATA FROM REAL CLINICAL PRACTICE

N. Stoilov', V. Boyadzhieva', K. Tashkov?, Zh. Apostolova3, S. Emin', G. Petrova?, R. Stoilov’

'Department of Rheumatology, UMHAT ,Sv. Iv. Rilski“, Medical University — Sofia
2Faculty of Pharmacy, Medical University — Sofia
SFirst Department of Internal Medicine, Rheumatology Clinic, UMHAT ,Sv. Marina“, Medical University — Varna

The main aim of rheumatoid arthritis (RA) treatment is to achieve long-term remission or, if that is
not possible, minimal disease activity. In recent years, musculoskeletal ultrasonography (MSUS) has
established itself as a reliable method for evaluating disease activity in combination with clinical examination
and laboratory tests.

The present study presents the MSUS assessment of therapeutic response in RA patients treated with
tofacitinib or upadacitinib over a 24-week period.

In a prospective, single-center study, patients were treated with upadacitinib 15 mg/daily or tofacitinib 2
x 5 mg/daily or 11 mg/daily, in combination with or without methotrexate or another conventional DMARD,
for a period of 24 weeks. Disease activity was assessed by DAS28-CRP, CDAI, SDAI, as well as MSUS
performed by two independent sonographers. Patients were evaluated at baseline, week 2, 4, 8, 12 and
24. For each patient we used two US scores (Gray Scale — GS, and Power Doppler — PD, score), a 0-3
semiquantitative scale for each joint and the system for EULAR-OMERACT US scoring (combined GS and
PD, graded from 0 to 3). We also calculated the tenosynovitis score (GS and PD) according to OMERACT
recommendations.

The present study included 53 patients, 5 of whom did not complete the full 24-week follow-up period due
to adverse events or insufficient efficacy of therapy. 25 patients with a mean age of 56 + 11.6SD were followed
in the upadacitinib group, and 22 patients with a mean age of 56.9 + 11.3 in the tofacitinib group. At baseline,
DAS28-CRP for the upadacitinib group was 5.57 + 1.24, and for tofacitinib was 4.77 £ 1.47. At the baseline
visit (GS, PD and combined US) and tendon US scores (GS and PD) were respectively: 23 + 2.96, 15 + 2.56,
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24.08 + 3.36, 11.04 + 2.21, 8.44 + 1.65 for the upadacitinib group. USGS-J — 23+3.55, USPD-J — 13.36 + 2.44,
OMERACT composite — 23.4 + 3.84, USGS-T — 12.18 + 2.23, USPD-T: 9.5 £ 1.92 were found in the patients
treated with tofacitinib. In both groups of patients, a significant reduction was found in both DAS28-CRP and
the described MSUS scores at week 8, 12, 24 (p < 0.05).

The obtained results provide evidence that treatment with both tofacitinib and upadacitinib leads to an
early clinical response to treatment (week 2) and a long-lasting reduction in US signs of inflammation, both in
tendons and joints.

BTOPUYHUN HOHPECINOHAEPU HA BUOJIONMYHA TEPANUA U BUOHAUBHU
BOJIHU OT AKCUATIEH CMOHOAUITOAPTPUT — CXOAOCTBO U PA3JTNYUA

XK. Anoctonosa', 1. CumeoHoBa', Ce. Alumutpos’, C. BoraaHoBa', L|. leoprues’, Ce. Xpucrosa?,
P. Mopanuiicka®, I. FepraHos*, T. Linsauesa’

"KnuHuka no peematonorus, YMBAI ,Cs. MapuHa“, MNbpea kategpa no BbTpeLLHy Gonectu

2KnuHuka no pesmartonorusi, YMBAJT ,Cs. MapuHa“, Kateapa no obuia MmeguumHa

3KnuHuka no pesmatonorus, YMBAI ,,Ce. MapuHa“, Kategpa no KnUHUYHU MEOULIMHCKM HayKu

“KnuHuka no peemaronorusi, YMBAI ,Cs. MapuHa“, Kategpa no nponegesTyka Ha BbTpeLllHUTe 6onectun
MeanumHckn yHuBepcutet — BapHa

CnoxHaTta gnHamMmuKka Ha NPOABLIMKUTENHOTO NleYeHre Ha akcmarneH cnoHannoapTput (axSpA) ¢ buonorny-
HW MedVKaMEHTU BHacsi HOBM NEPCMNEKTMBN B 06nacTTa Ha peBMaTtonormyHara Tepanus. Bbnpeku ye yacT ot
nauneHTUTe ce knacuduumpar Kato BTOPUYHU HOHPECNOHAEepU, KOeTO 0O3Ha4YaBa HeAoCTaTbyeH TepaneBTu-
YeH OTrOBOp, M3CNeABaHNATa AEMOHCTPUPAT 3HAYNTENHM BnaronpuaTHM Nocneauumn OT To3u BuA Tepanus B
CpaBHEHMe ¢ BMOHaVBHNUTE NALMEHTW.

LlenTa Ha Npoy4YBaHETO € Aa Ce CPaBHST KNMHUYHUTE Npochunu mexay Ase rpynu 6omnHm ot AC: Heneky-
BaHW ¢ BuonornyHu cpeacrtea (bionaive) n nauneHTn ¢ onuMT B BMONOrMYHOTO NevYeHne, Nokassalyy BTOpUYHa
pesuncTeHTHOCT (bioexperience-nonresponders).

BkntoueHu ca 64 naumeHTy ¢ axSpA, pasgeneHn Ha GUoHanBHM U BTOPUYHO HEOTIOBapsILLM Ha Bruonormy-
HW MeguKkameHTu. [pynuTe ca cpaBHeHu no Bb3pact, non, NTM, WTM > 30,0, HLA-B27 no3nTMBHOCT 1 PEHT-
reHoB CcTaaui Ha cakpouneut. MpoagbrmknTenHocTTa Ha AS, npoabimHKNTENHOCTTa Ha Tepanuata ¢ bDMARDs,
CbNbTCTBALWMTE 3abonsBaHns (XMNEPTOHUS, AMabeT) n cBbp3aHnTe ¢ AS KNUMHWUYHM 1M nabopaTopHU napame-
Tpu CcbLo Bsixa aHanM3npaHu.

lpynuTe ca cpaBHMMK no 6poM, Bb3pact, non, UTM, UTM > 30,0 n HLA-B27 noautusHocT. PasnuvkaTta B
npoabmkuTenHocTTa Ha AC B ABETE rpynu He e ctatucTuyecku sHadmma (p > 0,05). CpegHata npogbrxkuten-
HoCT Ha TepanusaTta ¢ bDMARDs npeau nsvepneaHe Ha TepaneBTUYHUS edekT e 6.6 roguHu. Bioexperience-
nonresponders rpyna nokassa 3Ha4MTeNHO Nno-mMarka BeposiTHocT 6onHute ga ca ¢ xuneptoHusa (OR 0,31, 95%
ClI 0,11-0,88), noknaaeart ce no-reka ymopa u 6ornka B cpaBHeHue ¢ bionaive (5,1 cpewy 6,5; 5,8, cpelyy 8,0
CbOTBETHO, p < 0,001). CpegHute ctomHocTn Ha BASDAI ca 3HauMTenHo No-HUCKK B rpynarta bioexperience-
nonresponders B cpaBHeHuWe ¢ buoHamneHm (4,8 cpely 6,5, p < 0,001), gokaTto cpegHuTe ctonHocTn Ha ASDAS
He ce pasnuyasar 3HauuTenHo mexay Asete rpynu (3,4 cpewy 3,7, p > 0,05).

[ObNrocpoyHOTO NneyYeHne ¢ GMONOrMYHN MeanKameHTy Npu naumeHTn ¢ axSpA, 4OpU U Npy HeugearneH
OTrOBOp Ha Tepanusita, JOMPUHACS 3a CHWPKaBaHe Ha MHTEH3MBHOCTTA Ha ymopaTa v bonkata B rpbOHavyHuns
cTbN6. MNMauneHTUTe, KOMTO Mony4YaBaT NPOALIPKUTENHO OMONOIMYHO NeYeHne, ca ¢ No-Hucka 3abonsemoct
OT XMnepToHMYHa 6onecT B cpaBHeHME ¢ BUOHaMBHU. Te3n pesynTaT paskpuBaT 3HAYMMOTO NPEBBL3XOACTBO
Ha BTOPUYHUTE HOHPECNOHAEPU CNPSAMO BroHanBHU B6OMHU OT axSPA KakTO MO OTHOLLEHME Ha Ka4eCTBOTO Ha
XKMBOT, Taka 1 nopagu HamarneH CbpAeyHO-CbA0B PUCK U NogobpeHa AbNrocpoyHa NporHo3a, Kato pesynrar
OT cneyunanuanpaHaTta MeguumHcKa rpuxa.
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SECONDARY NONRESPONDERS TO BIOLOGIC THERAPY AND BIONAIVE AXIAL
SPONDYLOARTHRITIS PATIENTS: SIMILARITY AND DIFFERENCES

Zh. Apostolova', D. Simeonova', Sv. Dimitrov', S. Bogdanova', Ts. Georgiev', Sv. Hristova?, R. Moralijska?,
G. Gerganov*, T. Shivacheva'

'Rheumatology Clinic, University Hospital “Sv. Marina”, First Department of Internal Medicine
2Rheumatology Clinic, University Hospital “Sv. Marina”, Department of General Medicine
3Rheumatology Clinic, University Hospital “Sv. Marina”, Department of Clinical Medical Sciences
‘Rheumatology Clinic, University Hospital “Sv. Marina”, Department of Propaedeutic of Internal Diseases
Medical University — Varna

The complex dynamics of long-term treatment of Axial Spondyloarthritis (axSpA) with biologic medications
introduce new perspectives in the field of rheumatological therapy. Despite some patients being classified
as secondary non-responders, implying an inadequate therapeutic response, studies demonstrate significant
favourable outcomes from this type of therapy compared to bionaive patients.

The study aims to compare clinical profiles between two groups of AS patients: those untreated with
biologics (bionaive) and patients with prior biologic treatment experience displaying secondary resistance (bio
experience-nonresponders).

The study included 64 AS patients, categorized as bio naive and bio experience-nonresponders. Groups
were compared by age, gender, BMI, BMI >30.0, HLA-B27 positivity, and Ro stage of sacroiliitis. AS duration,
bDMARDs therapy duration, comorbidities (hypertension, diabetes), and AS-related clinical and laboratory
parameters were analyzed.

Groups were comparable in count, age, gender, BMI, BMI > 30.0, and HLA-B27 positivity. The difference in
AS duration between groups was not statistically significant (p > 0.05). The mean bDMARDSs therapy duration
before nonresponsiveness manifestation was 6.6 years. Patients with prior biologic therapy experience
showed significantly lower odds of hypertension (OR 0.31, 95% CI 0.11-0.88), reported milder fatigue and pain
compared to bio naive (5.1 vs 6.5; 5.8 vs 8.0, respectively, p < 0.001). Mean BASDAI scores were significantly
lower in the prior biologic therapy group than bio naive (4.8 vs 6.5, p < 0.001), while mean ASDAS values did
not differ significantly between groups (3.4 vs 3.7, p > 0.05).

Long-term treatment with biologics in patients with axSpA, even with suboptimal response to therapy, contributes
to a reduction in the intensity of fatigue and spinal pain. Patients who receive long-term biologic treatment have
a lower incidence of Hypertensive Disease compared to bionaive. These results reveal the significant superiority
of secondary nonresponders over bionaive axSpA patients, both in terms of quality of life and in terms of reduced
cardiovascular risk and improved long-term prognosis because of specialized medical care.

AOCTBbMNHOCT HA NAUMEHTUTE A0 BUOJNTOMMYHU NEKAPCTBA

B. Bosimxuesa', H. Ctounos', 3. MutkoBa?, U. MaHesB?, K. Tawkos?, M. loHeBa?, I. MeTpoBa?

'KnuHuka no peematonorus, YMBAI "Ce. MBaH Punckun", Kategpa no peemaronorus,
MepuumHckn dakyntet, MeguumHckm yHnBepcuTeT — Codoms
2dapmaueBTrnyeH dakynTteT, MeguumuHckm yHuBepcuteT — Codust

CnopasymeHusita, 3non3saHu 3a KOHTPOI NPY HaBNM3aHe Ha HOBW NPOZYKTY, BKIKOYBAT PasfiuyHN MEPKMU,
BbBeAEeHM 3a NO-A400bP AOCTHLMN Ha NAUUEHTUTE 40 Tepanus. Te BKMOYBAT KOHMAEHUMANHM OTCTBLIKM, cropa-
3ymeHus 3a LeHa 1 0beM, 3annaiiaHe crnopeq pesyntara, 6e3nnaTHu 403U, MaKeTHU U ApYrk Cropa3yMeHus.
[ocTbnHOCTTa Ha TepanusiTa € CBbp3aHa C LieHaTa Ha NPOAYKTa, KakTo U ¢ (PUHAHCOBUTE Bb3MOXHOCTU Ha
nauMeHTa ga nocpeLia Apyrn OCHOBHW HYXAW cref nnawaHeTo Ha MeceyHaTta Tepanvsi.

LlenTa Ha HacTosLWOTO NpoyYBaHe € Aa HanpaBu OLEeHKa Ha JOCTbIMHOCTTa A0 Tepanusi ¢ BUonornyHmn ne-
kapcTBa 3a nepuoga 2020-2022 r. B npoyyBaHETO Cca BKIIOYEHN MEeCeYHUTe pasxoam Ha ABe rpynu nauueHTn
(neHcuoHepu 1 B TpygocnocobHa Bb3pacT) C XPOHMYHO Bb3nanutenHo 3abonsisaHe.

JocTbnHOCTTa ce U34nCnsaBa, KaTo ce U3Non3eaT 4oXoauTe Ha NaumeHTUTe, Heobxoaumm 3a 3akynyBaHe
Ha MeceyHata Tepanuga. CeeToBHaTa 3gpaBHa opraHmdauus (C30) onpegensa 4OCTbNHOCTTa Kato 6por paboT-
HM YacoBe 3a MeceL, HeobxoaMMmM Ha NauneHTUTe 3a 3aKynyBaHe Ha rnekapcTsa 3a Tepanus. B npoyysaHeTo
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ca BkntoveHn 12 INN, npuHagnexawwm kem ATC kogose: LO4AA29, LO4AA37, LO4ABO1, LO4AB02, LO4ABO04,
LO4ABO0O5, LO4ACO05, LO4ACO06, LO4ACO7, LO4AC10, LO4AAC13 n LO1XCO02.

Kato usano ce Habniogasa yBenuyeHne Ha AOXOAUTE Ha NEHCMoHepuTe 1 paboteluTte n HamansBaHe Ha
HeobxoanmuTe paboTHM YacoBe 3a 3aKynyBaHe Ha MeceyHaTta Tepanusi. MeceyHunsaT Joxon Ha NeHCUOHepUTe,
M3Mon3BaH 3a gonnawaHe Ha buonornyHu nekapcTea, e mexay 10% 3a rituximab 1 280% 3a baricitinib. He-
obxoamMmuTe paboTHM YacoBe 3a 3aKyrnyBaHe Ha fiekapcTBaTta npu paboTelwmTe e Mexay 7 Yaca 3a rituximab
n 133 yaca 3a infliximab. Pasnunkata mexagy nekapcrsarta C Hal-HUCKU U HAN-BUCOKU LiEHU € OKOMo 3 MbTu.
Ta e BaxkHa 3a 4OCTbNa Ha NaUMeHTUTe 1 3a Nyb6nuuHuTe pasxoan. MeceyHusT pasxoq 3a noBeyeTo OT Tepa-
nuuTe HagaBMLIaBa 4OX04a Ha NauueHTuTe, 0cobeHO Npu cpaBHSABaHe Ha nNeHcunTe. BrBexxaaHeTo Ha Mepkn
3a OrpaHu4aBaHe Ha pasxoguTe U Cropa3yMEeHUs 3a KOHTPOI Mpu HaBnM3aHe Ha HOBW MPOAYKTM MOXe Aa
nogobpu goctbna Ao Tepanus, a HaMmanu pasxoauTte Ha papMaueBTUYHUTE KOMMAaHUM U Aa NognoMOorHe
nauueHTUTe Npu gonnaiiaHe Ha Nie4eHNeTo.

PATIENT AFFORDABILITY OF BIOLOGICAL MEDICINES

VI. Boyadzhieva', N. Stoilov', Z. Mitkova?, I. Manev?, K. Tachkov?, M. Doneva?, G. Petrova?

"Rheumatology Clinic, University Hospital Sv. Ivan Rilski, Department of Rheumatology,
Faculty of Medicine, Medical University — Sofia
2Faculty of Pharmacy, Medical University — Sofia

Managed entry agreements are different measures introduced for better patient access to therapy.
They include confidential discounts, price-volume agreements, payment by result, free doses, bundle
and other agreements. The affordability of therapy concerns the cost of medicines as well as the patient’s
financial capacity to meet other basic needs after payment of monthly therapy. The goal of the current
study is to evaluate the patient affordability of therapy with biological medicines in the period 2020-2022.
The monthly costs of two groups of patients (retired and at working age) with a chronic inflammatory
disease are included in the study.

Affordability is calculated using the patient incomes needed to purchase the monthly therapy. The World Health
Organization (WHO) defines affordability as number of working hours per month needed for patients to purchase
medicines for monthly therapy. 12 INNs belonging to ATC codes: L04AA29, L0O4AA37, LO4AB01, LO4ABO02,
LO4AB04, LO4ABO5, LO4ACO05, LO4ACO06, LO4ACO7, LOAAC10, LO4AC13, and LO1XCO02 are included in the study.

In general, there is an increase in the income of pensioners and workers and a decrease in the necessary
working hours to purchase the monthly therapy. The monthly income of pensioners for a treatment with biologics
is between 10% for rituximab and 280% for baricitinib. The needed working hours for a package of medicines
is between 7 for rituximab and 133 working hours for infliximab. The difference between the lowest priced
medicines and biologics is about 3 times. It is important for patient access and public spending on biologics.
The costs of the majority of therapies exceeded the patient monthly income, especially when compared
pension. The introduction of cost containment measures and managed entry agreements can improve access
to therapy, reduce the expenses of pharmaceutical companies and support patients in co-payment process.

PEMUCUA NMPU PA — KNTUHUYHU CITYHAU OT PEAJTHATA KITMHUYHA NMPAKTUKA

C. EmuH, B. BosgxueBa, P. Ctonnos, M. UBaHoBa, H. Ctonnos

Knunuka no pesmatonorus, YMBAJT ,Cs. VB. Punckn”, MeamuuHcku yHmBepeuteT — Codoust

PeBmMaTOMOHMAT apTpUT € XPOHUYHO aBTOMMYHHO Bb3ManuTernHo cTaBHO 3abonsiBaHe, KOETO Ce Xapak-
Tepusnpa rmaBHo ¢ 6orka, CKOBaHOCT U CUMETPUYEH MOMMapTPUT, BOAELO A0 OEeCTPYKUMA Ha 3acerHa-
TUTE CTaBM B ObNrocpodeH nnaH. Llenta Ha treat-to-target ctpatervsaTta npu nevyeHve Ha 3abonsiBaHeTo e
nocTUraHe Ha PeMUCUSA UNKN HUCKa BorecTHa aKkTUBHOCT, KaTo B AHELIHO BpeMe CbLUeCTBYBaT pasnunyHu
KOHBEHLMNOHAamHu 1 6uonornyHn 60necTonpomMeHsLLmM aHTupeBmMaTnyHn nekapcrea (BMAPIT) , kouTo ca wu-
POKO3acCTbMNEHN B peBMaToMorMyHaTa npaktuka 3a uarpaxgaHe Ha uHouBuayanHa tepaneBTuUdHa ctpaTe-
rns. [lpyra ocHoBHa Uen e 3abaBsHe Ha peHTreHorpadckarta nporpecusi Ha 6onecTtTa, KOATO € AoKa3aHo
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CBbp3aHa C MHBanNuausauusaTa Ha NauueHTUTE U CbOTBETHO C BIIOLIEHO Ka4eCTBO Ha XMBOT U HamarneHa
paboTtocnocobHoCT.

MpeactaBsme TpU KMMHUYHK CRyYasl Ha NaUMEHTU C ObArOrogulleH CEeponofioX1UTENeH peBMaTonaeH
apTpuT Ha fevYeHne C pasfnuyHyM KOHBEHUMOHanHu u/unu éuonormyHn BMAPC, npu kouTo e mocturHata
OBbIITOCPOYHA pemMucusa u ce HabmwgaBa MUHMMANHa UMM OTCbCTBUE HAa PeHTreHorpadcka nporpecus Ha
GonectTa.

JKeHa Ha 56 ., c nocTaBeHa gmarHo3a cepononoxuteneH peesmatongeH aptut npes 2004 r., korato e
6una c nonuctaBHO aHraxupaHe Ha MK®C gBycTtpaHHO, 60rka B rne3eHHU cTaBu, 3aBULLEHN OCTPOda3o-
BW nokasatenu. JllekyBaHa e ¢ Pe3oxnH n HCINBC npenapatu go 2009 r., cneq KoeTo e 3anovHaTto rfievyeHne
¢ meTtoTtpekcaT 20 Mr cegmunyHo. [lo3ata e pegyumpaHa Ha 15 mr/cegMuua cneg nocTuraHe Ha KImnMHUYHa
n nabopaTopHa peMucus, Kato TepanuaTa npoabinkasa u 0o gHec. Npes 2020 r. nopagm obocTpaHe Ha
3abonsiBaHeToO KbM TepanusaTa e gobaBeH v aganumymab. MNpu cpaBHUTENHA OLEHKa Ha peHTreHorpad-
cknTe 06pa3un Ha anaHu 1 npbcTu npe3 rognHute (2009, 2011, 2013 1 2022 .) He ce yCTaHOBSIBA CbLLECT-
BeHa AnHaMuKa.

KeHa Ha 67 r., C NnocTaBeHa AnarHo3a ceporonoxuTeneH peesmatongeH aptput, npes 2007 r. no nosog
nosiea Ha 6ornka n otok B MKOC 1 MTOC 2, 3, 4 aByCTpaHHO (OT KIMHWUYEH Mperneq n exorpadg)ckn yCTaHOBEH
CUHOBWT), 3aBMLUEHN CTOMHOCTU Ha OCTpoda3oBuTE MoKasaTenu, NoNoXUTENHN peBMaTonaHn daktopu. Jle-
KyBaHa 12 meceua ¢ HCIMNBC, CanasonupuvH, KopTukocTepous nepopanHo. lNopaan HesagoBonuTeneH egekT
€ 3ano4yHaTo neyeHue ¢ metoTpekcat npe3 2009 r., kKonTo e npeycraHoBeH npe3 2011 r. nopagu rageHe u
nospbllaHe. 3anoyHato nedeHve ¢ Toumnuaymab 8 mr/kr MeceyHo W.B., CKOpPO crnef KOeTo BMnvM3a B NbHa
KNuHWYHa n nabopaTtopHa pemucus. JledeHneto ¢ aHTU-IL-6 npenapart npogbikaBa U OO AHEC, KaTo Mpu
CpaBHUTENHa peHTreHorpadums Ha pbueTe n gnanute oT 2013 r. n 2022 r. npaBM BnevyaTneHne nuncara Ha
peHTreHorpadcka nporpecusi Ha 6ornecTTa.

Mbx Ha 32 ., ¢ noctaBeHa guarHo3a KOXA, npes 2007 r. no noBop, peunanBmpall, apTpuT Ha fsiBa KONsiHHA
cTaBa, e nekyeaH ¢ HCIMNBC, CanasonupuH, Apasa, Megpon 2 1. cyTpuH. Npe3 2010 . ¢ onnakeBaHus ot 6onka
1 OTOK B NsiBa KOMsiHHA CTaBa, ABETE IMe3eHHN U rPUBHEHM CTaBU, CyTpeLLHa CKOBaHOCT okoro 1 yac, nono-
XuteneH peesmatongeH cgaktop. [lloctaBeHa e AnarHo3a CepononoXuTENeH peBmMaToMaeH apTpuT. 3anoyHaTo
€ fnevyeHne c MeToTpekcaT u aganumymab, Tepanusi, C KOATO e nocturHata pemucus. Npes anpun 2014 .
TepanusTa ¢ aganumymab e npeyctaHoBeHa no cobcTBeHo xenaHuve. Lect meceua no-kbCHO ce Habnogaea
06oCTpsiHe Ha GonecTTa CbC 3acsraHe Ha KOMEHHWU W TNe3eHHW CTaBu, OTHOBO € MOOHOBEHO GMOMNOrMYHOTO
nedvenuve c aganumymab. [Npwu cpaBHUTENHa peHTreHorpadmsa ot 2010 r. n 2022 r. Ha ANaHU U NPBLCTU He ce
HabnoaaBa chbllecTBeHa AuHamuka B obpasuTe.

PaHHOTO AnarHocTMumMpaHe, CTPUKTHUAT KOHTPOM Ha NauMeHTa 1 CBOEBPEMEHHOTO NPEMUHaBaHe oT eaHa
KbM [pyra nekapcTBeHa CTpaTerisi ca OCHOBHM (DakTopu 3a NOCTUraHETO Ha MPOABbIKMTENHA PEMUCUS U 3a
npegoTBpaTsaBaHe MHBanuaM3aumsaTa Ha nauneHTuTe ¢ PA.

REMISSION IN RHEUMATOID ARTHRITIS: CLINICAL CASE REPORTS
FROM REAL CLINICAL PRACTICE

S. Emin, V. Boyadzhieva, R. Stoilov, M. Ivanova, N. Stoilov

Rheumatology Clinic, University Hospital “Sv. lvan Rilski”, Medical University — Sofia

Rheumatoid arthritis is a chronic autoimmune inflammatory disease that is characterized mainly by night
pain, morning stiffness and symmetrical polyarthritis, leading to destruction of the affected joints in long-term
course of the disease. According to treat-to-target strategy clinicians aim to achieve remission or low disease
activity. Nowadays there is a variety of conventional and biologic disease-modifying antirheumatic drugs
(DMARDSs) available, which are widely used in rheumatology practice like individual therapeutic strategy for
each patient.

Another major goal in the treatment of rheumatoid arthritis is to slow the radiographic progression that has
been shown to be associated with patient disability, impaired quality of life and reduced work capacity.
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We present three clinical cases of patients with long-term seropositive rheumatoid arthritis, treated with
different conventional and/or biological DMARDs, in which long-term remission is achieved and there is minimal
or no radiographic disease progression.

A 56-year-old woman with seropositive rheumatoid arthritis since 2004, when she had polyarticular involve-
ment of the metacarpophalangeal joints bilaterally, pain in the ankle joints, elevated acute phase reactants.
She has been treated with Chloroquine and NSAIDs until 2009, when she started treatment with Methotrexate
20 mg/weekly. The dose was reduced to 15 mg/week after achieving a clinical and laboratory remission and
the therapy continues to the present day. In 2020 due to flare of the disease, Adalimumab was added to the
therapy. After comparative evaluation of radiographic images of hands over the years (2009, 2011, 2013 and
2022), there was no significant dynamics found.

A 67-year-old woman diagnosed with seropositive rheumatoid arthritis in 2007, complaining from symp-
toms of pain and swelling in the MCP and MTP I, Ill, IV bilaterally (from clinical examination and synovitis in
ultrasound examination), elevated values of acute phase reactants, positive rheumatoid factors. The patient
was treated for 12 months with NSAIDs, Sulfasalazine, oral corticosteroid. Due to unsatisfactory effectiveness,
treatment with Methotrexate was initiated in 2009 and discontinued in 2011 due to nausea and vomiting. A
treatment with Tocilizumab 8 mg/kg monthly i.v. was started and shortly thereafter the patient achieved clinical
and laboratory remission. Treatment with an anti-IL-6 continues to the current moment. On a comparative
radiography of hands from 2013 and 2020, it can be seen that there is no evidence of significant radiographic
progression.

A 32-year-old man with Juvenile idiopathic arthritis since 2007 with clinical feature of recurrent arthritis on
the left knee joint, treated with NSAIDs, Sulfasalazine, Leflunomide, Methylprednisolone 8 mg/daily. In 2010
the patient presented with complaints of pain and swelling in the left knee joint, in ankle and wrist joints, morn-
ing stiffness for more than 1 hour, positive Rheumatoid factor. The patient was diagnosed with Seropositive
rheumatoid arthritis, and treatment with Methotrexate and Adalimumab was initiated. In a short period of time
the patient was assessed into remission. He discontinued Adalimumab treatment upon his own decision in
April 2014. Six months later, after a flare was observed with involvement of knee and ankle joints, biological
treatment with Adalimumab was started again. A comparative radiography of hands from 2010 and 2022 re-
vealed no evidence of significant radiographic progression.

Early diagnosis, strict monitoring of the patient and timely switching from one drug strategy to another are
essential factors for achieving long-term remission and preventing disability in patients with Rheumatoid arthritis.

BTopa HAYYHA CECUA

AOXE3UNOHHUTE MOJIEKYJIU KATO MAPKEPU 3A CYBKITMUHUYHA
ATEPOCKINEPO3A INPU NAUMEHTU CBC CNOHAUITOAPTPUT

M. Mapkos, L. l'eoprues, M. KoctypkoBa, T. LLiuBayea, M. lumosa

dakynTeT no MeavumHa, MeauumnHcKM yHuBepcuTeT — BapHa

CepoHeraTMBHUTE CMOHAUNOAPTPUTM 0BXBaLLaT rpyna XpPOHUYHU Bb3NanuTenHU cTaBHWU 3abonsiBaHUSA C
NPeANMHO akCUarnHo n/vnu nepudgepHo 3acsaraHe U OCHOBHU NPeACTaBUTENM CbOTBETHO aHKUNO3UpaLL, CrOH-
OUNUT 1 NcopuatuyeH apTput. Te3n 3abonsiBaHWsi ce CbMbTCTBAT OT MOBULLEH PUCK OT CbpAeYHO-CbAO0BM
3abonsaBaHusa (CC3) n cbpaoevyHo-cbaoBa CMbPTHOCT. EBponenckaTa nura cpewy peematmuama npuema CC3
KaTo 3Ha4MTeNnHa CbNbTCTBALLA OoONecT Npu Bb3NanUTENHUTE CTaBHM 3abonsiBaHWS, KaTo nogvepTaBa Heob-
XOAMMOCTTa OT OLleHKa Ha pucka 1 cTpaTernv 3a npeBeHUms.

Hsikonko knuHn4Ho3Haummm nposisu Ha CC3, kaTto kopoHapHa 60MnecT Ha CbpLETO, UHCYNT U nepudepHa
apTepuanHa bonecTt, ca CBbp3aHu C npoueca Ha atepockneposa. CumTa ce, Ye XPOHUYHOTO CUCTEMHO Bb3-
naneHne, CbYyeTaHo C TPAAMLMOHHUTE CbPAEYHO-CHOOBU PUCKOBU haKTopu, CbaencTea 3a opMupaHe Ha
aTepocKnepoTMyHMs npouec. Nopagn ToBa paHHOTO HEMHBA3MBHO YCTAHOBSIBAHE Ha CYOKMMHWYHA aTepoc-
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Kneposa npv nauneHTn ¢ Bb3nanuTenHu CTaBHM 3abonsiBaHMs € OT pellaBallo 3Ha4YeHVe 3a HaBpeMeEHHaA
Hameca C Len HamansiBaHe Ha CbpAEYHO-CbOBUTE YCITOXKHEHUS.

ApTepuanHaTta pUrMaHoCT, paHeH Mapkep npu atepockrneposara, ce cymMTa 3a He3aBUCUM CbpPAEYHO-Chb-
OOB pUCKOB (bakTop 1 Mapkep Ha cybKknnHMYHaTa atepockrneposa. YNTpa3ByKOBUTE OLEHKM Ha napameTpu-
Te Ha apTepuanHarta TBbpAocCT, kaTto AgebenuHata Ha nHTtuma-megusta (IMT) n ckopocTTa Ha KapoTuagHo-gde-
MopanHarta nyncosa BbfHa (cfPWV), nokaseaT kopenaumMoHHa 3aBMCUMOCT C eKcrnpecusiTa Ha aaxe3noHHN
MOneKynu. AOXe3MoHHUTE MOJEKYNN, BKITOYNTENHO CbAOBa KNeTbyHa aaxe3noHHa monekyna-1 (VCAM-1)
N MeXaykneTbyHa agxe3moHHa Monekyna-1 (ICAM-1), urpaaT kno4oBa ponsi B natoreHesaTa Ha aTepoc-
Kneposarta, kaTo nognomaraT MHUNTPaUMUSTa Ha NEBKOUMTM 1 nponudepaumaTa Ha eHAOoTENHU KNeTKn B
cboBarta cTeHa.

MpeoBua T€3M KNOYOBM (DYHKUMMW, aaXe3MOHHUTE MOMEKynu morat ga 6baaTr M3nonsBaHu KaTo paHHU
MapKepu Ha atepockrneposaTa npu nauMeHTU CbC CePOHEeraTMBHM COHAUMNOapTpUTU. M3cneaBaHeTo Ha Ko-
penauusaita Mexay ekcrpecusTa Ha agxe3moHHUTE MOJSIEKYNM 1 YNTPa3ByKOBUTE MapKepy Ha apTepuanHarta
PUIMAHOCT MOXe Aa NogvYepTae 3Ha4YeHNETO M 3a PaHHOTO naeHTudmrLmMpaHe Ha CyoKNMHUYHa aTepoCKepo-
3a. Pa3bupaHeTo Ha CnoXHOTO B3aMMOLENCTBME MEXAY XPOHWYHOTO Bb3naneHue, agxe3avoHHUTE MONEeKynm
1 atepockneposara e obeLlaBallo 3a No-HaJexaHa OLEeHKa Ha CbpAEYHO-CbOOBUS PUCK 1 3@ TepaneBTUYHU
cTpaternm 3a naumeHT CbC CePOHEraTuBHU CMIOHANITOAPTPUTN.

ADHESION MOLECULES AS MARKERS OF SUBCLINICAL ATHEROSCLEROSIS
IN PATIENTS WITH SPONDYLOARTHRITIS

M. Markov, Ts. Georgiev, M. Kosturkova, T. Shivacheva, M. Dimova

Faculty of Medicine, Medical University — Varna, Bulgaria

Seronegative spondyloarthritis encompasses a group of chronic inflammatory joint diseases with
predominantly axial and peripheral involvement that include ankylosing spondylitis and psoriatic arthritis,
respectively. Emerging evidence suggests anincreased risk of cardiovascular disease (CVD) and cardiovascular
mortality in patients with these diseases. The European League Against Rheumatism accepts CVD as a
significant comorbidity in inflammatory joint diseases, including seronegative spondyloarthritis, emphasizing
the need for risk assessment and prevention strategies.

Several clinically relevant manifestations of CVD, such as coronary heart disease, stroke, and peripheral
arterial disease, are associated with the atherosclerosis process. Chronic systemic inflammation combined
with traditional cardiovascular risk factors is thought to contribute to the formation of the atherosclerotic
process. Therefore, early non-invasive detection of subclinical atherosclerosis in patients with inflammatory
joint diseases is crucial for timely intervention to reduce cardiovascular complications.

Arterial stiffness, an early marker in atherosclerosis, is considered an independent cardiovascular risk
factor and marker of subclinical atherosclerosis. Ultrasound assessments of arterial stiffness parameters, such
as intima-media thickness (IMT) and carotid-femoral pulse wave velocity (cfPWV), show a correlation with the
expression of adhesion molecules. Adhesion molecules, including vascular cell adhesion molecule-1 (VCAM-
1) and intercellular adhesion molecule-1 (ICAM-1), play a key role in the pathogenesis of atherosclerosis by
promoting leukocyte infiltration and endothelial cell proliferation in the vascular wall.

Given these key functions, adhesion molecules can be used as early markers of atherosclerosis in
patients with seronegative spondyloarthritis. Investigating the correlation between the expression of adhesion
molecules and ultrasound markers of arterial stiffness may highlight their importance for the early identification
of subclinical atherosclerosis. Understanding the complex interplay between chronic inflammation, adhesion
molecules, and atherosclerosis holds promise for more reliable cardiovascular risk assessment and therapeutic
strategies for patients with seronegative spondyloarthritis.
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BUOMAPKEPU 3A CbPAEYHO-CbAOBO AHIAXWUPAHE U NMMAKOKANTUKCEH
PA3NALO NPU NCOPUATUYEH U PEBMATOUOEH APTPUT

A. K. Aurenos', M. B. locnoguHoBa', A. MopaaHosa', I. Bacunes', Lig. Feoprues?, M. MBaHoBa'

"YMBAN ,Cs. MeaH Puncku®, MeguunHckn yHusepcuteT — Codhus
2YMBAIJT “CB. MapuHa”, MeamumHckn yHuBepcuteT — BapHa

LlenTa Ha ToBa nscnefBaHe € Aa ce aHanusmpa ponsita Ha uHtepneskuH-17 (IL-17), nMnonpoTenHoBara
docdonunasa A2 (Lp-PLA2), YKL-40, xmanypoHngasa (HYAL), xenapanasa (HPSE) n gpyrn 6uomapkepu
KaTo nokasaTenu 3a CbpAedHO-CbaoBOo 3abonsaBaHe (CC3), acoummpaHo ¢ ncopuatmyeH aptput (McA). Bkrto-
YyeHa e rpyna c peemaroungeH aptput (PA), 3a oa ce nacnegsa Aanv cneunduyHaTa Ho30M0rM4YHa eguHnLa,
MM HdNaMaTopHUAT ToBap e npeamktmeeH 3a CC3. 3cnegBaHeTo € KpOCCEKLUMOHHO M BKNoYBa 32 nauu-
eHTu ¢ lNcA, 30 naumeHtn ¢ PA 1 20 3gpaBu KoHTponu. AHanuanpaHu ca obmnpeH Habop oT gemorpadcku,
KIMHUYHK, 06pa3HOAMarHoCTUYHM 1 nabopaTopHU AaHHU, BKIOYUMTENHO HUBA Ha u3cnensaHuTe Guomapkepum
B cepyMa. M3nonseaHn ce pasnnyHn MHCTPYMEHTU 3a OLEHKa Ha 6onecTHaTa akTMBHOCT, CbpAEeYHO-CbA0BUSA
PUCK N Ka4eCTBOTO Ha XMBOT. [1poBedeHn ca ynTpasByKOBWU U3CMNeABaHMs 3a OLEeHKa Ha rmobanHus NOHIUTY-
avHaneH ctpenH (GLS) n nHtnma-meana gebenuna (IMT) Ha kapoTnaHuTe aptepun. Maumentute ¢ NcA n PA
MMaT no-BMUCOKM HMBa Ha IL-17 oT KoHTpornHaTta rpyna. ima nonoxurtenHa kopenaums mexay HPSE v IMT npum
BCUYKKM yyacTHUUM. HPSE vma oTnvyHa npeavkTuBHa CTOMHOCT 3a pasrpaHnvaBaHe Ha naumeHTtute ¢ [NcA n
PA ot koHTponHaTa rpyna. YKL-40 HeratuBHo kopenuvpa ¢ HPSE u nonoxwutenHo — c¢ IL-17 npu Bcuyku yyac-
THuum. YKL-40 nma otnvyHa npeankTuBHa CTOMHOCT 3a pa3rpaHudaBaHe Ha nauMeHTUTe C NOBULLIEHW HMBA Ha
HPSE ot 1e3u ¢ HopmanHu Hmea. HYAL ce kopenupa ¢ HPSE, RF n YKL40, HO HIMa cTaTUCTMYECKM 3Ha4YMMa
pasnuka mexay otaenHuTe rpynu. N3sogmTte oT ToBa uscnegsade ca, 4e YKL-40, IL-17, Lp-PLA2 n HPSE ca
CBbp3aHM CbC CbPAEYHO-CbA0BOTO 3abonsBaHe npu nauneHtuTe ¢ MNMcA n PA. M3bpoeHute Bromapkepu Mo-
rat Aa umaTt pons B natoreHesata Ha CbpAeYHO-CbA0BUTE YCMOXHEHUS NPKU Te3n 3abonsBaHns 1 aa cnyxat
KaTo NOTEeHLUManHn MULLIEHM 3a NpeBeHUMs U nedyeHne. MscnegsaHeTo npeaocTaBs LeHHa MHdopMaums 3a
B3aUMOZENCTBNETO MeXAy CUCTEMHUTE Bb3nanuTenHu 3abonsasaHus u CC3 n gonpuHacs 3a paswupsiBaHe
Ha HaleTo pa3bvpaHe 3a TO3W KOMMIEKCEH NpoLeC.

@®uHaHcupaHe: Pabomama e nodkperneHa ¢huHaHco80 om hoHO 3a KOHKypc “Mnad uscrnedosamen” kbmM MeduyuHcKu
yHusepcumem — Cocgpusi (npoekm No 8429/21.11.2019, dozosop No [-83/2020)

BIOMARKERS FOR CARDIOVASCULAR DAMAGE AND GLYCOCALYX SHEDDING
IN PSORIATIC AND RHEUMATOID ARTHRITIS

A. K. Angelov', M. V. Gospodinova', A. Yordanova', G. Vasilev', Ts. Georgiev?, M. lvanova'

'UMHAT ,,Sv. Ivan Rilski“, Medical University — Sofia
2UMHAT ,Sv. Marina“, Medical University — Varna

The aim of this study is to analyze the role of Interleukin-17 (IL-17), Lipoprotein Phospholipase A2
(Lp-PLA2), YKL-40, SYNDECAN-1, Hyaluronidase (HYAL), Heparanase (HPSE) and other biomarkers of
cardiovascular disease (CVD), associated with psoriatic arthritis (PsA). A group with rheumatoid arthritis (RA)
was included to investigate whether specific nosoligic entity or inflammatory burden is predictive of CVD. The
study was cross-sectional and included 32 patients with PsA, 30 patients with RA and 20 healthy controls. An
extensive set of demographic, clinical, imaging, and laboratory data were analyzed, including serum levels
of the studied biomarkers. Various instruments were used to assess disease activity, cardiovascular risk and
quality of life. Ultrasound studies were performed to assess the global longitudinal strain (GLS) and intima
media thickness (IMT) of the carotid arteries. Patients with PsA and RA had higher levels of IL-17 than controls.
There was a positive correlation between HPSE and IMT in all participants. HPSE has excellent predictive
value for distinguishing patients with PsA and RA from controls. YKL-40 had a negative correlation with HPSE
and a positive correlation with IL-17 in all participants. YKL-40 has excellent predictive value for distinguishing
patients with elevated HPSE levels from those with normal levels. HYAL was correlated with HPSE, RF and
YKL40, but there was no statistically significant difference between individual groups. The conclusions of this
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study are that YKL-40, IL-17, Lp-PLA2, and HPSE are associated with cardiovascular disease in patients
with PsA and RA. These biomarkers may have a role in the pathogenesis of cardiovascular complications
in these diseases and serve as potential targets for prevention and treatment. This study provides valuable
information on the interaction between systemic inflammatory diseases and CVD and contributes to expanding
our understanding of this complex process.

Funding: The work is financially supported by the ,Young Researcher” competition fund at the Medical University — Sofia
(project No. 8429/21.11.2019, contract No. D-83/2020)

AKTYAJNIU3UPAHU NMPEMNOPBKU 3A IEYHEHUE HA PEBMATOUOEH APTPUT

H. Ctounos, B. BosgxueBa

YMBAI ,Cs. UB. Punckn”, Kategpa no pesmaronorusi, MeamumHckun yHuBepcutet — Codus

JleyeHneTo Ha peBmMaTongHMs apTpuT € KOMMIIEKCHO, BKIOYBALLO NeKapCTBEHM CPEACTBA OT rpynara Ha
KOHBEHLMOHANHMUTE CUHTETUYHM BonecT-moamduumpally aHTupeBmaTuyHm nekapctea (kKcBMAPJT), 6uono-
rmyHn BMAPJI, TapreT-cuHTeTnyHn BMAPJI, kakTo 1 KOPTUKOCTEPOUAMN, HECTEPOUOHN MPOTUBOBBL3NANUTENHN
cpencTBa U He Ha MocneaHo MSCTO — HedpapMakonormyHa Tepanusi.

Mpe3 2019 r. BrnrapckoTo ApyecTBo No pesmatonorus (BAP) npue KOHCEHCYC 3a NeYeHNeTo Ha peBMaTo-
naeH aptput. lNopagmn HaBNM3aHETO HA HOBU TepaneBTUYHM Bb3MOXHOCTM MPe3 NOCIeqHNTE HSKOIKO rogunHU ce
HanoXu akTyanuavpaHe Ha npenopbkuTe 3a nedeHne Ha PA. Mpes 2022 r. 6xa akTyanuanpany u npenopbkuTe
Ha EULAR (European Alliance of Associations for Rheumatology) 3a neueHue Ha ToBa 3abonsBaHe. OeduHu-
paHu ca 5 npyHumna u 11 Npenopbkn OTHOCHO ynoTtpebarta Ha kKeBMAPJT (metotpekcat (MTX), necpriyHomuma,
cyndhacanasvH); rmokokoptukomnam, 66MAPJT (nHxmbuTtopu Ha TNF-a: aganumymab, ueptonudymab neror, eTa-
HepuenT, ronuMmymad, nHnukcmab, BKNoYUTENHO GuonogobHM), abatauenTt, putykcumab, Touunmnaymab, ca-
pvnymab n TcbMAPJT (TopauntmHmn®, 6apnunTnHMG, dUNroTMHNG 1 ynagauntuHmo). [JageHn ca Hacoku 3a Mo-
HOTepanus, KOMOMHMpaHa Tepanusi, cTpaTerim 3a nedeHne 1 NocTeneHHo HaMmansaesaHe Ha go3aTta 1 NevYeHneTo
npu OOCTUraHe Ha yCTon4YMBa KIMHUYHA pemuncnst. CneaBanku MexXayHapoaHUTE HAaCoKK, akTyanu3npaHeTo Ha
NpenopbKUTE 3a NeYEeHNe U NOBEAEHME NPY NauneHTH, AMarHOCTULMPaHN C PEBMATOMAEH apTpwT, Le Noano-
MOTHe CrneumnanncTiTe No peBMaTornors 3a HaBpeMEHHO 3anoyBaHe Ha aJekBaTHa Tepanusi.

UPDATE OF RECOMMENDATIONS FOR TREATMENT OF RHEUMATOID ARTHRITIS

N. Stoilov, V. Boyadzhieva
UMHAT “Sv. Iv. Rilski”, Department of Rheumatology, Medical University — Sofia

The treatment of rheumatoid arthritis is complex, including drugs from the group of conventional synthetic
disease-modifying anti-rheumatic drugs (csDMARDSs), biological DMARDs, target synthetic DMARDs, as well
as corticosteroids, non-steroidal anti-inflammatory drugs and, last but not least, non-pharmacological therapy.

In 2019, the Bulgarian Society of Rheumatology (BSR) adopted a consensus on the treatment of rheumatoid
arthritis. Due to the advent of new therapeutic options in the last few years, it has become necessary to update
the recommendations for the treatment of RA. In 2022, the recommendations of EULAR (European Alliance of
Associations for Rheumatology) for the treatment of this disease were also updated.

Five principles and eleven recommendations have been defined regarding the use of csDMARDs
(methotrexate (MTX), leflunomide, sulfasalazine); glucocorticoids, bDMARDs (TNFa inhibitors: adalimumab,
certolizumab pegol, etanercept, golimumab, infliximab, including biosimilars), abatacept, rituximab, tocilizumab,
sarilumab and tsDMARDs (tofacitinib, baricitinib, filgotinib and upadacitinib). Guidelines are given for
monotherapy, combination therapy, treatment strategies, and tapering of dose and treatment when sustained
clinical remission is achieved. Following international guidelines, updating recommendations for treatment and
behaviour in patients diagnosed with rheumatoid arthritis will assist rheumatology specialists in timely initiation
of adequate therapy.
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AKTYANNU3NPAHU NMPEMNOPBKU 3A JIEHEHUE HA CUCTEMHA CKJIEPO3A

B. BosgxueBa, H. Ctounos

YMBAI ,Cs. VB. Punckn”, Kategpa no pesmatonorus, MeanumHcku yHnBepcutet — Cocus

HoBuTe TepaneBTUYHM BB3MOXHOCTU, KAaKTO U HanMyMeTo Ha HOBW AaHHW OT MPOBEAEHUTE KMUHUYHU
NpOyYBaHWs HaNoXuxa akTyanusaumsi Ha NpenopbKUTe 3a NieYeHne Ha cucTeMHaTa cknepoasa. lNMocnegHuTte
npenopbKUTE 3a NeyYeHneTo Ha bonectTta ca opmynuparu ot EULAR (European Alliance of Associations
for Rheumatology) npe3 2017 r. Mpe3 2023 r. ce HanoOXu akTyanu3auusa nopagu nuncata Ha egUHHO CTaHo-
BULLE 3@ NPUITOXKEHME Ha HOBUTE KracoBe nekapcTea. [10 MOMeHTa ChLUeCTByBaLLe QUCKYCUSI U MO OTHOLLe-
HWe HaBNM3aHETO Ha HOBM TepaneBTUYHM NOOX0AW 3a NeYeHneTo Ha heHoMeHa Ha PelHo, Ha gurutanHute
ynuepauumn, 6enogpobHaTa apTepuanHa XMnepToHUs, CTOMaLLHO-4YpEBHUTE MPOSIBU, CKNepogepmMHaTta pe-
HanHa Kkpusa u nHTepctuyunanHata 6enogpobHa Gonect. ToBa € u npuyMHaTa cref u3BbplLUeHaTa akTy-
anusauusa 6poaT Ha NPenopbKUTE 3a NeYeHne Ha cucteMHa ckneposa Ha EULAR ga HapacHe ot 16 (npes
2017 r.) po 21 npe3 2023 r. [loBe4yeTO OT HOBUTE MPEMNOPBKM KacaaT NIeYEeHNETO Ha KoxHaTa mnbposa u
MHTepcTMumnanHata 6enogpobHa 6onect. Te BKNHOYBAT HACOKM 3a NpunoxeHue Ha Mycophenolate mofetile,
nintedanib, rituximab u tocilizumab 3a neyeHne Ha Te3n kNYOBN OONECTHU NPOSIBU, KOUTO HE NPUCHLCTBAT
B npenopbkute ot 2017 .

Mpe3 2019 r. BbnrapckoTo APYXECTBO MO peBmaTtoriorus nyonukysa KoHceHcyc 3a nevyeHue Ha nporpe-
CMBHa CUCTEMHa CKIepo3a, KOWTO OoTpassiBa NpenopbkuTe Ha JpyecTBOTO, CboOpa3eHn C NpenopbK1MTe Ha
Aasete Haur-ronemun opraHnsaumm — EULAR n EUSTAR, 3a noBegeHue npu cuctemHara ckneposa. Cnegsaviku
MeXOyHapoaHWs NMpUMMeEp, akTyanuavMpaHeTo Ha MpenopbKUTE 3a fevYeHne 1 NoBedeHne npu naumeHTn, av-
arHOCTMLMpaHM CbC CUCTEMHA CKIepo3a, LLe NOAMNOMOrHe CneunanmcTMTe No peBMaTtosorMs 3@ HaBpeMEHHO
3ano4BaHe Ha agekBaTHa Tepanus.

UPDATE OF RECOMMENDATIONS FOR TREATMENT OF SYSTEMIC SCLEROSIS

V. Boyadzhieva, N. Stoilov
UMHAT “Sv. Iv. Rilski”, Department of Rheumatology, Medical University — Sofia

The new therapeutic alternatives, as well as the availability of new data from the conducted clinical
trials, required an update of the recommendations for the treatment of systemic sclerosis. Until now, the
recommendations for the treatment of the disease were last formulated in 2017 by EULAR (European Alliance
of Associations for Rheumatology). In 2023, an update was necessary due to the lack of a unified opinion
on the application of the new classes of medications. To date, there has also been discussion regarding the
introduction of new therapeutic approaches in the treatment of Raynaud’s phenomenon, digital ulceration,
pulmonary arterial hypertension, gastrointestinal manifestations, scleroderma renal crisis, and interstitial lung
disease. This is also the reason that after the update, the number of recommendations for the treatment of
EULAR Systemic Sclerosis increased from 16 (in 2017) to 21 in 2023. Most of the new recommendations
concern the treatment of skin fibrosis and interstitial lung disease. These include guidelines for the use of
Mycophenolate Mofetile, Nintedanib, Rituximab and Tocilizumab for the treatment of these key disease
manifestations, which are not present in the 2017 recommendations.

In 2019, the Bulgarian Society of Rheumatology published a consensus on Progressive Systemic
Sclerosis, which reflects the society’s recommendations in line with the recommendations of the two largest
organizations EULAR and EUSTAR for behaviour in systemic sclerosis. Following the international example,
updating the recommendations for treatment and behaviour in patients diagnosed with systemic sclerosis will
support rheumatology specialists in timely initiation of adequate therapy.
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AKTYANMN3AUUA HA KNACUOUKALUMNOHHUTE KPUTEPUUN 3A TUTAHTOKITETBbYEH
APTEPUUT U APTEPUUT HA TAKAYASU

0. Oumos

BoeHHoMeaMumHcka akagemus — Cocpus

Knacudvkaumonnnte kputepum Ha ACR 3a ruraHToknetbyeH aptepuunt (FTKA) n aptepumnt Ha Takayasu
(AT) cnea 33-rognwHo gencteue b6sxa 3ameHeHn npes 2022 r. ¢ Tean Ha ACR/EULAR. HoBuTe kputepum ca
CbYeTaHne Ha CyOEeKTMBHM 1 PU3MKATTHO YCTAHOBUMMU KITMHUYHW NPU3HaUM C 0OEKTUBHM AaHHU 3a yBpeXaaHe
Ha aopTaTa u ronemMmuTe 1 KNOHoBe, nonyyeHn Ypes yntpassykoso U (US) nnu aptepuorpadcko nscneasaHe
(CT, MRT, PET/CT), a 3a 'KA u ¢ xuctonoru4Ho. lNpruema ce, 4ye oTAenHuWTe NpusHaum umat HeegHakea [o-
KasaTencreeHa 3HauYMMOCT, oueHaBaHa ¢ 2 o 5 Touku npu NKA n ¢ 1 go 3 npu AT. BonHusaTt moxe ga 6bvae
knacuduumpan B rpyna ¢ KA, ako c6opbT OT TOYKMTE Ha MOKPUTUTE OT HEro KpUTepun € = 6, unu B rpyna c
AT npu = 5. Cnieg BepudmkaLms ce yCTaHoBsBa, Ye kputepumuTe 3a KA nmat ceHsutneHocTt 87,0%, cneum-
duyHocT 94,8% n AUK (npocTpaHcTtBo nof kpmeata) 0,91, a Te3un 3a AT — cboTBeTHO 93,8%, 99,2% 1 0,97.

B cpaBHeHue ¢ 1990 r. cerawwiHnTe Kputepum 3a KA nmat noBuLLEHa CEH3UTUBHOCT 3a CMETKA Ha eKkcTpa-
KpaHuanHaTa opma Ha bonectTa.

UPDATE OF THE CLASSIFICATION CRITERIA FOR GIANT CELL ARTERITIS
AND TAKAYASU ATERITIS

D. Dimov

Military Medical Academy — Sofia

The ACR classification criteria for giant cell arteritis (GCA) and Takayasu arteritis (TA), used over 33 years,
were replaced in 2022 by those of ACR/EULAR. The new criteria are a combination of symptoms and signs
determinable physically and objective data for an injury of the aorta and its large and median sized branches,
obtained imaginably by an ultrasound (US) and arteriographic (CT, MRT, PET/CT) methods. Considering that
the particular criteria have not an equal weight as a classifier for the disease, the different criteria weight is
evaluated by 2 to 5 points in GCA and by 1 to 3 points for TA. A patient could be classified as having GCA, if
the sum of the criteria met by them is = 6 or having TA, if = 5. After a validation it is specified that the criteria
for GCA have a sensitivity of 87.0%, specificity of 94,8% and AUC (area under curve) 0.91 and those for
TA — 93.8%, 99.2% and 0.97, respectively. Compared with the 1990 criteria, the present ones for GCA have
significantly increased sensitivity at the expense of the extracranial form of the disease.

AKTYANNU3NPAHA TEPANNA HA TUTAHTOKNETBbYHUA APTEPUUT
N APTEPUUTA HA TAKAYASU

Aa. OumoB

BoeHHomMeguumHcka akagemust — Codusa

MoHacToseM BanuaHu ca pbkoBogHuTe ykasaHnss Ha ACR/Vasculitis Foundation (ACR/VF) o1 2021 . 1
akTyanuaupaHute npenopbkm Ha EULAR ot 2018 r. OTHOCHO fBaTa apTepunTa 1 ABeTe opraHu3aumv npyemar
kopTukoctepomamnte (CS) KaTo OCHOBHO Ne4ebHO CpeacTBO C U3BECTHU pasMUHABaHWS NPY HavanHuTe go3u,
CXemuTe Ha CHWXaBaHeTo M 1 nogabpxawimTte gosun. Kato CS-cnectapawo cpeactso npu GCA v gBeTe opra-
Hu3auum npenopbyBaTt Tounnuaymab (TCM) (antepHatnBa MTX), Ho cnipsiMmo TA “Ma rorieMmn HeCbOTBETCTBUSA
B npenopbyBaHnTe cpeacTtea. [Npu BbBAMYaHe Ha BepTebpanHu u kapotugHu aptepum ACR/VF gonyckat
npubaesiHe Ha acnupuH, HoO EULAR ro otxebpns. NMpu peuname ACR/VF cbBeTBa nosuiiaBaHe Ha CS + TCM
(MTX), nokato EULAR npeaswxaa andepeHLumpaH noaxon npuy ronsam n Manbk peumavs. EHooBackyapHU UH-
TEePBEHLMN U PEKOHCTPYKTUBHM ONepaLuun No NoBog CTEHO3a Ha apTepusi 3a KpaHUK UM aopTHa aHeBpu3ma
Tpsibea ga ce n3sbpwBat cnopeg EULAR npu ctabunHa pemucus Ha Bb3nanutenHus npouec, a cnoped ACR/
VF — n npu Bb3naneHue, HO C 1U3non3BaHe Ha B1coka gosa CS.
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CURRENT MANAGEMENT OF THE GIANT CELL ARTERITIS AND TAKAYASU
ARTERITIS

D. Dimov

Military Medical Academy — Sofia

At present the 2021 American College of Rheumatology/Vasculitis Foundation (ACR/VF) guideline and
2018 update of the EULAR recommendations are validated for the management of GCA and TA.

As a cardinal therapeutical drug for these diseases both organisations accept the corticosteroids (CS) with
some differences about the initial doses, the rate of their tapering and the targeted doses. As a CS-sparing
agent in GCA both organisations recommend tocilizumab (TCM) (alternative MTX), however, in TA there are
big discrepancies of the recommended remedies. In involvement of vertebral and carotid arteries ACR/VF
allow adding aspirin but EULAR is against it. In a relapse ACR/VF advice an increase of CS dose + TCM,
whereas EULAR envisages a different approach in major and minor relapse. Endovascular interventions and
reconstructive surgery should be performed after EULAR in phases of stable remission, whereas after ACR/
VF — even in ongoing inflammation but with use of high CS doses.

TPETA HAYYHA CECUA

TRANSCATHETER ARTERIAL EMBOLIZATION METHOD FOR TREATMENT OF PAIN
IN KNEE JOINT OSTEOARTHRITIS

V. I. Studenov' 2, A. A. Averyanov'? T. V. Bykov"? A. M. Guryanov', K. V. Korochina?, I. E. Korochina*

'"Orenburg State Medical University, 20Orenburg Regional Clinical Hospital,
3Department of Internal Medicine, “Outpatient Department
Orenburg State Medical University — Orenburg, Russia

Osteoarthritis (OA) is a major medical and social problem worldwide. According to the literature data, in
OA, the inflammatory process is accompanied by angiogenesis, which stimulates an increase in the number
of pain receptors, maintains inflammation, disrupts cartilage homeostasis, and stimulates osteophytes growth.
One of the promising methods for OA treatment is transcatheter arterial embolization (TAE) of popliteal artery
branches, however, there are few and contradictory scientific data on this method.

The aim was to compare results of first experience of TAE of popliteal artery branches with traditional
treatment of knee OA.

A total of 50 patients with knee OA Kellgren-Lawrence grades I-ll referred to the Traumatological and
Orthopedic department of Orenburg Regional Clinical Hospital were included. All patients were at the ages
from 45 to 70 years. In the first group (n = 30 patients), standard drug and non-drug therapy (physiotherapy,
exercises, orthotics, NSAIDs, SYSADOA, synovial fluid prostheses) was prescribed. The duration of this
treatment ranged from 3 to 6 months before hospitalization. The second group (n=20) included patients who
received standard therapy, and in addition underwent TAE. Under local anesthesia with antegrade transfemoral
access, arteriography of the lower third of superficial femoral artery and popliteal artery was performed,
including 3D reconstruction technology. The Lysholm Knee Score, WOMAC scales were used to evaluate
treatment outcomes.

In the first group of patients, functional result on Lysholm scale changed from 42.2 to 68.0 points (p <
0.001) (satisfactory), on WOMAC scale it improved from 138.0 to 94.0 points (p < 0.001) (satisfactory). The
duration of inpatient treatment was 7.8 bed-days. Insufficient effectiveness of treatment was noted in two
cases, in the form of persistent pain and functional limitations. In the second group of patients, the duration
of inpatient treatment was 2.5 bed-days. The functional result was an increase in average score on Lysholm
scale from 41.8 to 91.0 points (p < 0.001) (good), and improvement on WOMAC scale from 142.0 to 52.0
points (p < 0.001) (good). There were no postoperative complications in this group.
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TAE of popliteal artery branches is an effective, minimally invasive intervention in patients with knee OA,
that significantly reduces severity of pain, increases functional abilities of knee joints, improves life quality of
patients. Having low risk of complications, this technique can be used to relieve pain in early stages of this
disease.

YNTPA3BYKOBA ®EHOTUNMU3ALUUNA U BB3MOXHOCT 3A NEPCOHAJIU3UPAH
noaxon nP OCTEOAPTPO3A

P. KapanunoBa

YMBAI ,Kacnena“, MY — Nnoegue

OcTteoaptposara (OA) e HaNn-4eCTOTO XPOHMYHO CUCTEMHO 3abonsaBaHe, KOETO 3acdara He camo ronisimMa
YyacT OT CTPYKTypuUTe Ha CTaBHUSA anapart, a U Lienvsi opraHn3bM, U BOM 40 MHBANVMAN3auus Npu aHa4uuTen-
Ha YacT OoT naumneHTuTe. Bbnpekn MHTEH3UBHUTE KIMHUYHM MPOYYBaHUSA, pe3ynTaTuTe ca NpoTMBOPEYMBU
n OA e egHO OT MankoTO peBMaTUYHWU 3abonsiBaHUs, 3a KOMTO BCE Olle HsIMa yTBbpaeHa edekTuBHa
bonect-moandmumnpalla Tepanus. EgHa oT NnpuYMHMTE 3a Heycnexa Ha KIIMHUYHUTE NpoyYBaHus € xeTe-
poreHHocTTa Ha 3abonsiBaHeTo, Nopaaun KoeTo eqHo OT roneMuTe Npeau3BMKaTencTBa Ha CbBpeMeHHaTa
peBmaTtonorusa e crpatupuumkaumnsata Ha nauneHTute ¢ OA B pa3nuyHm cyorpynu n yTBbpxgaBaHETO Ha
anroputbM 3a deHoTun-6asmpaHa Tepanua. YntpacoHorpadckoTto (YC) nacnegsaHe nosBonsiBa onpe-
OEeNsSHETO Ha HAKOMKO OCHOBHU cyOoTuna Ha OA 1 faBa Bb3MOXHOCT 3a HaZeX4Ha OLEeHKa KakTo Ha Bb3-
nanuTenHn, Taka u Ha CTPYKTYPHU NPOMEHU, MAEHTUMKALNS HA MEKOTbKaHHM U MOBBPXHOCTHU KOCTHU
Haxogku. YC nscnegBaHe Moxe Aa AONpUHEece 3a MNO-TOYHO KNUMHUYHO beHoTunmnanpaHe Ha cybtuna OA,
KoeTo ga pelum npobrnema ¢ nepcoHanuanpaHe Ha Tepanusita. Heobxoanmm ca no-HaTaTbLIHM NPoOyYBa-
HUSA 3a BanuaupaHe Ha eguHeH yntpacoHorpadckm ckop npu OA, nogobHO Ha Te3u Npyu peBMaTougHus
nonuapTpuT, KOWTO Aa MOXe Ja yHuduuupa KONMYECTBEHMUTE MPOMEHM Ha CTaBHUSA amapaTt npu ToBa
3abonsiBaHe.

®EHOTUNOBE MNPU NbPBUYHATA KOKCAPTPO3A B BBJITAPUA

J. Canynpxkues'?, T. CanyHmpxkueBa'?, K. KnuHkanoB'?, M. Mutes?, A. Baranos'?, K. Cumutunes*

'Kateqpa no nponeaesTvka Ha BbTpelLHuTe 6onectn, MeguumHcku chakynteT, MeauumHcku yHuBepeuTeT — MNnoeave
20OtneneHue no pesmatornorus, YMBAJT ,Mbnmen” — Mnoeaus

SKnuHuka no pesmaronorusi, YMBAJ ,Kacnena“ — MNnosave

4KaTegpa no aHanUTU4YHa XMMUSI U KOMMOTbPHA XumMus, akynTeT no xumus, Mnosamnecku yHuBepcuteT — MNnosave

Llenta e ga ce u3Bbpwy nageHTndmkaums Ha cybrpynu naumMeHT ¢ nbpBuYHa kokcapTtposa (NKA) cbe
CXOQHW Haxopku oT obpasHuTe n nabopaTopHUTE M3cneaBaHns, eBOMNOLMS Ha 3abonaBaHeTo U OTroBOpa Ha
Tepanusi.

Mpn 700 naumeHTn c NMKA ca obpaboTteHn [aHHMUTE OT 8-roAuLLIHO MpocreasiBaHe Ha cnegHuUTe no-
kaszatenu — knuHudHn (WOMAC-A/B/C/T; PtGA), nabopatopHu (kanuuneBo-docdopHa oOMsHa C HMBa Ha
25-OH-D n PTH, mapkepute 3a kocteH — BT (sCTX-I) u xpywsaneH — CT (uCTX-Il) TbpHOBBP, peHTreHo-
noruyHn — peHtreHos ctaguin (Kelgren-Lawrence) u mogen (Bombelli/OARSI), wupuHa, ckopocT 1 30Ha
Ha MakCUMasiHO CTECHEeHMEe Ha CTaBHOTO MpocTpaHcTBO U DXA napametpu — KocTHa reometpus (HAL;
NSAMNW), npoMeHn B pernoHanHarta 1 obwata KOCTHa MuHepanHa nnbTHocT (TH-BMD/LS-BMD/TB-
BMD). [laHHMTe 3a KOCTHaTa reoMeTpusi, pemogenmpaHeTo Ha cybxoHapanHaTta kocT (SB); ckopocTtTa u
nocokaTta Ha CTECHEHME Ha CTABHOTO MPOCTPaHCTBO; permoHanHmTe n odwmte npomeHn B BMD; mapke-
pute 3a kocteH (BT) n xpywsaneH (CT) TbpHOBBbp 1 TepanesTudHute otroBopu (OARSI-responces/JSN
mm/yearly) 6sxa nHTerpupaHu (MyntnsapmabunHo acounaymoHHO ModenupaHe) 3a naeHTuduumnpaHeTo
Ha pasnuyHuTe heHoTMnoBe.

YcTtaHoBuxa ce cnegHute 4 doeHotmna Ha MNMKA: 1. XuneptpoduyeH (6aBHu nporpecopu — THR B pamkute
Ha 4 (K/LIIT) go 10 (K/LII) roamHu; napaseHa octeocmtosa (OP) n cyxoHgpanHa ckneposa (SBS); nosuweHa
BMD BbB BCMYKM 30HU CpsiMO KOHTponu 6e3 nKA; HopmanHu Huea D3/PTH npu gonHorpaHmyHun Ha CT/BT
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MapkepuTe, Jobbp otroBop kbM JIOK n npoctu aHanretTuun; nokanHute ctepougn (IA-CS), umat nosmTu-
BEH, paBeH Ha BuckocynnemeHTauuata (VS) edekt, budocdoHatute n D3 cynnemeHTaumsita Hamat edekT).
2. MexauHeH, acouumnpaH C MbXKM NON M TEeHOAEHLUMS 3a cynepornarepaHa murpauusi Ha rnaeata (6aBHU
nporpecopn — THR B pamknte Ha 3 0o 6 rogunu; ymepenn SBS/OP; HopmanHa o6wa BMD npu noBueHa
nokanHa (TH-BMD); HopmanHu D3/PTH n CT/BT mapkepu; goobp otroBop Ha JI®K, VS, aHanretnum; I1A-CS
uMmaT KpaTbK MO3UTMBEH U AanedeH (24 meceua) — HeratuBeH edekT). 3. MeXanMHEeH, acouumnpaH C KEHCKK
non n vHgpepomeamnanHa Mmurpaumus Ha rmaearta (6vp3u nporpecopu — THR B pamknte Ha 2-4 rogmHun, SBS/
OP — cnabo uspaseHu, npucberBat cyboxoHapanHu kuctu (SBC), TunmnyeH e D3-0edunumTsT Npu HopManeH
PTH; HamaneHna o6wwa BMD npu HopmanHa permoHanHa; ropHorpaHuyHm CT/BT mapkepu, 4OObp OTFOBOP KbM
6udpoctoHatn, D3, VS, aHanretuum; IA-CS — paHHu (12 meceL) HeratnBHu edbekTn). 4. ATpodunyeH (6bp3n
nporpecopu — anonnactuka (THR) B pamkute Ha 1-3 roguHu, akcuarHo UM KOHUEHTPUYHO CTECHEHUE Ha
JSW; OP/SBS — nunceart; nspasenn SBC; HamaneHa BMD BbB Bcuyku 30HU; 70% OT MbxeTe n 97% OT XKeHu-
Te ca ¢ ocTeonoposa; H1ucbk D3 npu noeuwenn CT/BT mapkepu u YyecTo nosueH PTH; 0o6bp oTroBop KbM
6udpocchoHatn D3, onrounau, VS, now kem JIOK/HCIIBC; IA-CS ca koHTpanHauumpaHm).

®deHoTunmampaHeto npy NKA e B ocHoBaTta Ha naeHTuduumpaHeTo Ha puckosn anenun (GWAS), kacaelim
XapakTEPUCTUKUTE Ha CTaBHUS XPyLUAI 1 doopMaTa Ha eNeMeHTUTE Ha cTaBaTa. B gonbnHeHne, Nno3HaBaHETO
Ha pasnuyHuTe heHoTmnose npu NKA e noanoMOrHe NpaBWUiHOTO B3EMaHEe Ha pelleHne 3a TepaneBTUYHO
noBefeHne Npu OTAENMHUSA NAUUEHT U € CTbIKa KbM nepcoHanuanpana tepanus Ha OA.

PHENOTYPING IN PRIMARY HIP OSTEOARTHRITIS IN BULGARIAN POPULATION

L. Sapundzhiev'? T. Sapundzhieva'?, K. Klinkanov'?, M. Mitev?, A. Batalov'?, K. Simitchiev*

'Department of Propedeutics of Internal Diseases, Medical Faculty, Medical University — Plovdiv

2Rheumatology Department, University Hospital ,Pulmed” — Plovdiv

3Rheumatology Clinic, University Hospital ,Kaspela“ — Plovdiv

‘Department of Analytical Chemistry and Computer Chemistry, Faculty of Chemistry, University of Plovdiv — Plovdiv

To identify patients subgroups with primary hip osteoarthritis (pHOA) with similarities in the imaging and
laboratory data, disease evolution and a treatment response.

The data from an 8-year follow-up period of 700 patients with pHOA was analyzed, monitoring the
following parameters— clinical (\WOMAC-A/B/C/T; PtGA), laboratory (calcium and phosphorus metabolism with
measurement of the levels of 25-OH-D and PTH, bone (sCTX-l) and cartilage (uUCTX-Il) turnover markers (BT/
CT markers), radiological parameters — radiological grade (Kellgren-Lawrence) and model (Bombelli/ OARSI),
width, speed and the site of maximum narrowing of the joint space, as well as a follow-up by DEXA — bone
geometry (/BG/ —HAL; NSA; MNW), changes in the regional and total bone mineral density (TH-BMD/LS-
BMD / TB-BMD). The data regarding BG, subchondral bone (SB) remodelling; speed and direction of the joint
space narrowing; changes in regional and total BMD; BT and CT markers and treatment response (OARSI
-responces/JSN mm/yearly) was integrated (multivariate test of association) in order to identify the different
phenotypes in pHOA.

The following 4 phenotypes of pHOAwere registered: 1. Hypertrophic (slow progressors —total hip replacement
(THR) after 4 (K/LIII) to 10 (K/LII) years; prominent osteophytosis (OP) and subchodral sclerosis (SBS); increased
BMD in all zones as compared to controls without pHOA; normal levels of D3/PTH and close to the lower reference
range values of the CT/BT markers, a good response to physical exercise and simple analgesics; local steroids
(IA-CS) have a positive, equal to the viscosupplementation (VS) effect, biphosphonates/D3 supplementation has
no effect. 2. An intermediate type, associated with a male gender and a tendency towards superolateral migration
of the femoral head (slow progressors — THR after 3-6 years; moderate SBS/OP; normal BMD and an increased,
local /TH-BMD/; normal D3/PTH and CT/BT — markers; a good response to physical exercise, VS, analgesics;
IA-CS have a short-positive and a delayed (24 months) — negative effect). 3. An intermediate type, associated
with a female gender and inferomedial migration of the femoral head (fast progressors — THR after 2-4 years,
vague SBS/OP, presence of subchonral cysts - SBC), D3 defficit is characteristic and PTH is normal, decreased
total and normal regional BMD; CT/BT markers close to the upper reference range, a good treatment response
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to biphosphonates, D3, VS, analgesics; |IA-CS — early (at month12) negative effects). 4. An atrophic type (fast
progressors — THR after 1-3 years, axial/ or concentric narrowing of the JSW; absent OP/SBS; prominent SBC;
decreased BMD in all zones; 70% of men and 97% of women are with osteoporosis; low D3 and high CT/BT
markers anda high PTH is common; a good response to biphosphonates and D3, opioids, VS, a bad response
to physical exercise/NSAIDs; IA-CS are contraindicated).

Phenotyping in pHOA is important for the identification of risk alleles (GWAS), with an effect over articular
cartilage thickness and hip shape alteration. In addition, the knowledge of the different phenotypes of pHOA
may contribute to the personalised treatment for the individual patient and is a step towards a personalised
treatment in OA.

YETBBHPTA HAYYHA CECUSA

CEPYMHU HUBA HA BUCPATUH, AAUNTOHEKTUH U COMP NPU NALUUEHTH
C OCTEOAPTPO3A HA KOJIEHHU CTABU U E®EKTU OT NMPUNTOXEHUETO
HA MET®OPMWH U ANNTEHAPOHAT NPU MULLK MOAEJ HA OCTEOAPTPO3A

C. llam6oBa'?, H. UBaHoBCKa®, C. CtosiHoBa*, J1. BeneHcka-TogopoBa®, E. NleoprueBa*, L. Bauanosa?,
[. Moten?, [I. AnocTtonosa*, 6. [Ixxamb6asos*

'KaTegpa no nponeneBTvka Ha BbTpeluHuTe 6onectu "Mpod. a-p AHTOH MuTOB”,
MegawnumHckn yHnBepeutet — [Nnosams

20OT1neneHue no pesmatonorusi, MBAJ1 “Ce. MuHa” — MNnosaus

SBbnrapcka akagemus Ha HaykuTe

MHctutyT no mukpoburonorus “CtedaH AHrenos” — Codusi

“Kategpa “Buonorus Ha passutueto”, MY “Mauncuin Xunengapcku” — MNnoeane
SMeaunumHckn cbakynTet, Codumiickn yHmBepcuteT “Ce. KnumeHT Oxpuackn” — Codust

NHTepeceH e BbNPOCHT OTHOCHO pornsiTa Ha aaMnoLMTOKMHUTE Npu ocTeoapTpo3a (OA) Ha KOneHHN CTaBw,
B T.4. cnyvauTe ¢ metabonuteH dpeHotun. MNpu naumeHTn ¢ OA ce OTYMTaT NOBULLEHUN FOKaNHN N CUCTEMHU
HMBa Ha BMCAATUH. HMBOTO Ha agMNOHEKTUH Ce MOHWXKaBa Npu naumeHTn cbe 3atnbeTraaHe. [pun OA nma
pa3HOMOCOYHM AaHHM 3a HeroBaTa pons. Cartilage oligometric matrix protein (COMP) e rmukonpoTenH, KONTO
Ce yCTaHOBsiBa NPEAUMHO B CTaBHUS xpywan. ima gaHHu, cnoped KomTo cepyMHOTO HMBO Ha COMP He ce
oTnuyasa Mexay naumeHTn ¢ OA Ha KOMeHHU CTaBu 1 3gpaBu Nvua, Ho cnopes APYr HUBOTO MY € NO-BUCOKO
npu OA. KaTto ce nma npeasua noteHumanHarta porns Ha agunoumnTokMHUTe B natoreHe3daTta Ha OA, nHTepec
npeacTasnsiBa BbNPOCHT 3a NPUIOXKEHNETO Ha MEAMKAMEHTMU, KOUTO NOBMMUSABAT TAXHOTO HUBO.

B npoyyBaHeTo ca BkntoveHu 137 naumeHTy cbCc cuMmnToMaTuyHa nbpeuyHa OA Ha KONMEHHU CTaBu, Ha
Bb3pacT mexay 35 n 88 . (cpegHa Bb3pacT 66 T.), 121 xxeHn 1 16 Mbxe. 76 OT NnaumeHTUTe Bsixa ¢ Npuapy-
aBalLlo 3aTnbeTsBaHe U body mass index/BMI = 30 kg/m? n 61 ¢ BMI < 30 kg/m?. 34 nuua 6axa nscnensaHu
KaTo KOHTPOMHa rpyna, BKi. MauneHTH CbC 3aTbCTABaHe, HO 6e3 peHTreHoBM AaHHM 3a OA Ha KONIEHHW CTaBMu.

Metformin n alendronate 651ixa NpuNoXeHW KaTo MOHOTEpanNUs 1 B KOMOUHaLUMS NPY MULL MOAEN Ha Kona-
reHasa-uHgyumpaHa OA. Be npoBefgeH xuctonornyeH aHanua npu ousetasBaHe cbe Safranin O 3a oueHka Ha
npomeHuTe B CyOXoHApanHata KOCT U CTaBHUS XpYLUsin cnef nedeHue. Mpeav v cnep neveHve npu ekcnepu-
MEHTarHNTE XXMBOTHM Be n3mepeHo HMBOTO Ha BucdatuH n COMP.

Mpun naumeHTn ¢ OA Ha KOMNEeHHN CTaBa CepyMHUTE HMBA Ha BucdatuH (22.33 + 15.66 ng/ml) 6sxa 3Haum-
TEMNHO Mo-BMCOKM B CPaBHEHME C KOHTPOMHaTa rpyna (nuua ¢ pasnuyeH BMI, Bkn. cnyyam cbe 3aTnbCTsiBaHe,
Ho 6e3 OA; 17.840 + 8.563 ng/ml), Ho pa3nukaTa He Belle ctatucTudeckn 3Hadmma (p < 0.16). B kKoHTponHaTta
rpyna HuBaTa Ha BucdaTuH kopenupaxa nonoxutenHo ¢ BMI (p < 0.05), gokato npu nauneHtn ¢ OA Ha Ko-
NIEHHM CTaBM He Ce YCTaHOBU TakaBa acoumnaumns. CpegHnTe CTOMHOCTM Ha BUcaTuH npu nauneHTn ¢ OA 6e3
3atnbeTsaBaHe (23.52 £ 16.31 ng/ml; n = 61) 6sixa 3HAa4YUTENHO MO-BUCOKM OT KOHTponuTe ¢ BMI < 25 kg/m?
(16.27 £6.81 ng/ml; n = 16; p = 0.02). CpegHuTe CTOMHOCTM Ha aannoHekTnH npu OA Ha koneHHu ctasm (0.104
1 0.017) 6sxa 3Ha4MTENHO NO-BMCOKU B CpaBHEHUE € KoHTporHaTa rpyna (0.094 + 0.018) (p = 0.0010). HueaTta
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Ha agunoHeKTuH npu nauneHTn ¢ OA Ha KoneHHu ctaBu u 3atnbersBaHe (0.101 + 0.018) 6sxa 3HaumMTeNHO
Nno-BUCOKM OT koHTpornute ¢ BMI = 25 kg/m? (0.086 + 0.010) (p < 0.0001). Npu cpaBHeHWe Ha NaLUEHTUTE U
KOHTponuTe 6e3 3aTnbCTaABaHe HMBaTa Ha afuUNoOHEKTMH Bsaxa CbLo No-BMCOKM Npu crnydauTe ¢ OA, HO pasnu-
KaTa He 6e CTaTUCTUYEeCKN 3Ha4YMMa.

Hueata Ha COMP 0sixa 3HauMTeNHO NO-BMCOKM B KOHTporHaTa rpyna (1518.69 + 232.76 ng/ml) B cpas-
HeHve ¢ naumeHTute ¢ OA (1294.583 + 360.773 ng/ml) (p = 0.0012). YcTaHOBM Cce 3HaA4MTENHa HeratuBHa
Kopenauus mexay Hueata Ha COMP un npogbmxkutenHocTTa Ha 3abonsBaHeTo (p = 0.04). MNo-HuckuTe HUBa
Ha COMP nipu OA Ha KoneHHu CTaBM MOXe Aa ca CBbp3aHu C HamaneHust o6em Ha CTaBHUSA XPYLUAN B €BO-
noumsTta Ha OA.

B HacTodAwoTo npoy4BaHe KOMOBMHMPAHOTO npunoxeHne Ha alendronate n metformin npu muwn moaen
Ha KonareHasa-uHgyumpaHa OA nokasa NpoTeKTUBEH eeKkT Mo OTHOLLUEHME Ha CTaBHUS XPYLUA U CyOXOH-
ApornHara KocT. HamaneHune Ha HuBata Ha COMP 6Ge ycTaHOBEHO crief NedeHne ¢ ABaTta MegukameHTa KaTto
MOHOTEpanusa 1 B KOMOUHaLMSA, a pedyKums Ha HMBaTa Ha BMcdaTtuH — caMo crep, nedverve ¢ metformin.

B 3aknoyeHne, B HACTOALLOTO NpOyYBaHE Ce YCTaHOBMXA pe3ynTaTi, KOUTO coyaT NoBuLLEHWE Ha HuBaTa
Ha BucdatH 1 agunoHekTuH npu OA Ha koneHHu ctaBu. Hueata Ha COMP 6sxa 3Ha4YMTENHO MO-HUCKWU NpwU
nauuneHTn ¢ OA cnpsiMO KOHTPONUTE, KOETO Ce CBbP3Ba C HamarnsiBaHe Ha o6emMa Ha CTaBHUA XPYLUSAN B €BO-
nounsaTa Ha 3abonaBaHeTo. [NepcoHannanpaHmMaT KoOMBUHMpaH TepaneBTnyeH noaxod npu OA B 3aBUCUMOCT
OT KMNMHUYHUSA hbeHoTun, ocobeHo B paHHUTE CcTagun, MOXe Aa AOBede A0 MAeHTUdUUMpaHe Ha ycrnelleH
TepaneBTUYEH NPOTOKON C bonecTtoMoanduumMpallo AeAcTBME.

lpoyyeaHemo e ¢huHaHcupaHo om ®oHO "HayyHu u3cnedsaHus” (mpoekm 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

2Department of Reumathollogy, MHAT “Sveti Mina” — Plovdiv

3Department of Immunology, Stephan Angeloff Institute of Microbiology, Bulgarian Academy of Sciences — Sofia
4 Department of Developmental Biology, Paisiy Hilendarski University — Plovdiv

5Faculty of Medicine, Sofia University “Sv. Kliment Ohridski” — Sofia

The question about the role of adipokines in knee OA, including the cases with metabolic phenotype, is
interesting. There are data about increased systemic and local levels of visfatin. Decreased level of adiponectin
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 = 30 kg/
m?) 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 OA 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 obesity but without OA; 17.840 + 8.563 ng/
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mL), but the difference was not statistically significant (p < 0.16). 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 compared 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 OA patients with knee OA (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 obesity
(0.101 £ 0.018) were significantly higher as compared with the controls with BMI = 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 correlation
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 adiponectin in knee OA.
COMP levels were significantly lower in OA 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).

ABACKYJIAPHA HEKPO3A HA IABATA HA ®EMYPA KATO NOCJHEAOULA
OT COVID-19 UHPEKLINA — XAPAKTEPUCTUKWU, NEYEHUE U NMPOCJEOABAHE
HA rPYNA BOJIHU

M. Togopos, J1. MekeHsiH, A. BaTanoB

KnuHuka no pesmartonorusi, YMBAI ,Kacnena“, MeanumHckn yHuBepcuteT — [noBame

COVID-19 moxe Oa AoBefe OO pasnUYHU ObAroTpamHu nocneavum y npedonenysanute, M3BECTHU Cy-
MapHo kaTto noct-COVID cuHgpomu. Hsikom OT TAX ce gbrkaT Ha NpoTPOMOOTUYHUTE (DEHOMEHM, CBbP3aHU
C Ta3un MHEeKUMs, 4OKaATO APYrn (4eCTo) ca CBbpP3aHu C NPUNOXKEHNETO Ha BUCOKOL030Ba KOPTUKOCTEPOUAHA
Tepanusa. ABackynapHaTa Hekpo3a Ha rnaeaTa Ha emypa (AHI®) e mynTudgakTopHo obycnoseHo 3abonsiBa-
He, NpY KOETO ce CTura 0 KOMNPOMETUPaHe Ha BacKynapusauusita, ICXeMUs U B KpaliHa CMeTka — OTMUpaHe
Ha CMOHIMO3Ha KOCT B pa3nuyeH obeM. Tbi kaTo NPUEMBbT Ha KOPTUKOCTEPOMAMN 1 MPOTPOMBOTUYHUTE CHCTO-
AHWSI ca cpep, Hal-BaXKHUTE PUCKOBM (hakTopu 3a pa3BUTMETO Ha TOBa 3abonsiBaHe, MOXe Aa ce 06sicHU 3aLLo
yectotata Ha AHI® ce nosuwasa no Bpeme Ha COVID-19 naHgemusaTa.

Llen: [a ce onuwart xapaktepuctukmute Ha AHI®, cebp3aHa ¢ npegxogHa COVID-19 nHdekuusa npu rpyna
6onHKM 1 aa ce npocnegn e@eKkTbT OT NpunaraHust OT aBTOpUTE TepaneBTUYEH NPOTOKON 3a oTnaraHe/n3bsr-
BaHe Ha eHJonpoTe3npaHeTo Ha 3acerHatata TasobegpeHa crasa.

3a yyacTie B NpoOy4BaHETO Ca CMa3eHW CNEegHUTE KpUTepuu: BKIOYBaLM — 1. HoBonmosiBuna ce 6ornka B
obnacTTa Ha egHaTa unu ABete TazobegpeHn ctaBu ¢ Havano cneq aokymeHtupaHa COVID-19 nHdekums; 2.
AMP Tomorpacdusi Ha TazobegpeHuTe cTtaBu, NOTBbPXKAABALLA e4HOCTpaHHa unu asyctpaHHa AHI®; naknrou-
Ballly — aHaMHe3a 3a 3HaduTenHa TasobenpeHa 6onka, npeaxoxgawa COVID-19 nHdekumaTa, TpaBMaTUyHU
yBpeau B TazoBaTta 06MacT, Hanm4yme Ha npexogHn TpombodunmyHmn 3abonsasaHus. MNMauyneHTuTe 651xa nekyBaHu
B KnuHukata no pesmatonorusi, YMBAJ1 "Kacnena®, n 6sixa npocnefeHn akTMBHO 3a NepuoA ot Hag, 12 meceua.
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MpencTtaBsme xapaktepuctuknte Ha AHI® npu 13 6onHu (5 keHn 1 8 Mbxe), Ha cpefHa Bb3pacT 55.2
(38-72) roguHu, cpeq kouTo 6 ¢ eaHocTpaHHa 1 7 ¢ aByctpaHHa AHI®. Pesyntatute oT npeanoxeHus tepa-
neBTUYEH pexnM Bsxa npocneneHn 3a noseye oT 12 meceua. 3a NOCOYEHUS Nepuog ce JOCTUrHa camo A0
egHa (ot obwo 20 3acerHaty TaszobegpeHn CTaBu) TOTanHa anonsiacTuka, KOeTo 3HauYUTEeNHO Ha[BuLIaBa
N3BECTHWTE OT NMTepaTypaTa AaHHM 3a ycnexa OT fIe4eHNETOo Ha ToBa 3abonsBaHe 1 n3bsrsaHeTo Ha paHHOTO
€HO0MpPOoTE3NPaHETO.

AVASCULAR NECROSIS OF THE FEMORAL HEAD FOLLOWING COVID-19
INFECTION - CHARACTERISTICS, TREATMENT AND FOLLOW-UP IN A GROUP
OF PATIENTS

P. Todorov, L. Mekenian, A. Batalov

Rheumatology Clinic, University Hospital Kaspela, Medical University — Plovdiv

COVID-19 infection could lead to different sequelae in survivors, known as a post-COVID syndromes.
Some of them are thought to be due to the thrombophylic changes observed in COVID-19 infection, while
others are thought to be caused by the administrated (high dose) corticosteroid treatment. Avascular necrosis
of the femoral head (AVNFH) is a multifactorial disease which leads to compromised vascular supply, ischaemia
and finally necrosis of the femoral head. As corticosteroids usage and thrombophylic states are among the
main known risk factors for the development AVNFH, it could be presumed that the frequency of this disease
will increase with the COVID 19 pandemic.

Objective. To describe the characteristics of AVNFH after COVID 19 infection in a group of patients and to
follow the results of the administrated treatment protocol for postponing early surgical treatment.

Inclusion criteria: 1. New onset of the uni- or bilateral hip pain that started after a documented COVID-19
infection; 2. MRI scan of the hip joints showing osteonecrosis of one or both femoral heads. Exclusion criteria
were the presence of hip pain prior to the COVID-19 infection, anamnesis of traumatic injuries of the pelvis,
history of hypercoagulable states. All patients were treated in the Rheumatology Clinic, Kaspela University
Hospital and followed for a minimum of 12 months.

The characteristics of the AVNFH after COVID-19 infection in thirteen patients (5 women and 8 men),
average age 55.2 years (range 38-72), 7 bilateral, 6 unilateral, will be presented. The efficacy of the therapeutic
approach administered in the clinic was assessed as the patients were followed for more than a year. During
this period, in only one (out of 20) hip, a total arthroplasty was deemed necessary and performed. Our data
significantly exceeds the average literature data on the efficacy of AVNFH treatment.

MUHUMAJIHO UHBA3UBHU N HEBPOXUPYPTUYHU MHTEPBEHLIUKN
3A JIEYEHUWETO HA BEPTEBPOITEHHA BOJIKA

[. ®epavHaHaoB

KnuHuka no HeBpoxupyprusa, YMBAIJT ,Cs. ViBaH Punckn®,
Kategpa no Hespoxupyprus, MegnumnHcku dakynTeT, MeamumnHckn yHusepeuteT — Codonst

BepTtebporeHHTe GONKM ca egHa OT HaW-vYecTUTe NPUYMHKU, NOPaaM KOMTO XopaTta TbPCAT MeauuMHCKa
NMoMmoLL 1 ca BToparta Npu4inHa crneg npoctyaHuTe 3abonsBaHus 3a BpeMeHHa HeTpygocnocobHocT. Helwo no-
Beye, Te ca Bodell npobrnem 3a MHBanMaHOCT B cBeTOBeH Mallab. OT eTnonorMyHa n natoreHeTu4Ha rnegHa
TOYKa Han-ronsaM Asan 3aemar gereHepatvBHUTE 3abonsiBaHust Ha rpbbHaka ¢ nocnegpawia buomexaHudHa
HeCTabUHOCT M KOMMPECKsi CNPSIMO HEBPaIHU CTPYKTYpU. CNeKTbPbT Ha TepaneBTUYHUTE MOLAXOAM Bapupa
OT MOKOW M MefuKaMeHTO3Ha Tepanusi 0 OTBOPEHU XMPYPrUYHM MHTEPBEHUMKN B pa3nudeH obem. [JobpoTto
no3HaBaHe Ha reHepaTopuTe Ha Te3un OMnJlakBaHUs € OT CbLUECTBEHO 3HAYEHUTE 3a CMPaBSAHETO C TSX.

MpencraBeHn ca Bb3MOXHUTE MUHUMAITHO MHBA3UBHU U HEBPOXMPYPIMYHWN MHTEPBEHLMUN 3a NEYEHNE Ha
BepTebporeHHaTa 6onka. Han-o6Lwo Te3n npoLenypu ce pasgensat Ha abnaTtMeHu (HanpyMep pagnodecToTHa
OeHepBauus, KPMOHEBPONN3a, MUENOTOMUK) 1 ayrMeHTaTUBHM (HanpuMmep rpbObHaYHOMO3bYHA CTUMYnauus),
BCsIKa CbC CBOMTE NPEANMCTBA N HEOOCTaTbLM.
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MINIMALLY INVASIVE AND NEUROSURGICAL INTERVENTIONS
FOR THE TREATMENT OF VERTEBROGENIC PAIN

D. Ferdinandov

Clinic of Neurosurgery, Sv. lvan Rilski University Hospital
Department of Neurosurgery, Faculty of Medicine, Medical University — Sofia

Vertebrogenic pain is one of the most common reasons people seek medical attention and is second
only to the common cold for temporary incapacity. Moreover, it is the leading disability issue worldwide. From
an etiological and pathogenetic point of view, the largest share is occupied by degenerative diseases of
the spine with subsequent biomechanical instability and compression of neural structures. The spectrum of
therapeutic approaches ranges from rest and drug therapy to open surgical interventions of varying volume.
A good knowledge of the generators of these complaints is essential in dealing with them. The purpose of the
present talk is to present the possible minimally invasive and neurosurgical interventions for the treatment of
vertebrobasilar pain. Broadly, these procedures are divided into ablative (e.g., radiofrequency denervation,
cryoneurolysis, myelotomies) and augmentative (e.g., spinal cord stimulation), each with its own advantages
and disadvantages.

XUNEPYPUKEMUA, EHOOTEJIHA ANCOYHKUNA U CBPOEYHO-CbAOB PUCK

P. FaHueBa', A. Kynayppxues?

"Knunuka no pesmatonorus, YMBAT ,,Coduamen”, Coduiicku yHmeepcutet ,CB. KnumeHT Oxpuacku — Cocus
2KnuHuka no Hedpornorus, YMBAI ,,Cs. MeaH Purnckn” — Codous

MpobnemMbT 3a nNatoreHeTUYHaTa Pons Ha MMKOYHaTa KUCENMHA B OpraHHaTa yBpeda Ha CbpLETo, Cb-
poBseTe 1 6b6peLmnTe e Bce oule AUCKYCUOHEH. [poBeaeHn ca ronam 6por npoy4BaHus, YMSTO Len e ga ce
YyCTaHOBU [anu nukoyHaTta KucenuHa e "caugeten” Ha HapylleHata yHKUUSA B MOCOYEHNTE OpraHn, Unn nma
CaMOCTOATENHO 3HaveHue. [NpoyyBaHMaTa 4O TO3M MOMEHT CTUraT 40 NPOTUBOPEUMBY pe3ynTaTu. TpyaAHOCTU-
Te NpomnaTnyar oT dhakTa, Ye Npu NoBe4eTo DONHM XMnepypuKkeMmnsiTa n nogarpara ca 4acTt oT MeTabonuTHUSA
CVYHOPOM, T.e. B CbYeTaHMe C peguua opyrv CUnHM puckosu daktopu. EnvageMmonornyHuTe npoyyBaHust no-
CKOpO NOTBbpXAaBaT Bpb3kaTa CbC CbpAEYHO-CHO0BUSA PUCK, AOKATO NPOCMNEKTUBHUTE MPOYYBaHUSA B MO-rO-
nsiMaTa Cu YacT st OTXBbpPIAT.

CnogensiMe Hawwms ONUT B NPOYYBaAHETO Ha CbPAEYHO-CHOOBMS PUCK NPU XUMNEPYpPUKeMUs, nogarpa 6e3
TOoOM 1 nogarpa ¢ Todpu.

lMpoBegoxme Npoy4yBaHe, B KOETO OLEHMXME CbPAEYHO-CbAOBUSA PUCK MPU PA3NMYHUTE KIMHUYHU CTa-
Oun Ha nopgarparta. Onpefenvxme n cpaBHUXME OCBEH KIaCU4eCKUTE PUCKOBM (pakToOpu KaTto Bb3pacT, ap-
TepuanHa XMnepToHusl, 3aTNbCTABaHe, AUCNUNUAEMUS, TIOTIOHOMYLUEHE U AP. U COHOrpaddCcKkm nokasarenu,
KOUTO HE3aBMCMMO Ce acoummpaT C NOBULLEH CbpAEYHO-CbAOB puCK: 6b6peyeH pesnctmeeH nHaekc (RRI),
WHOEKCHT Ha ngaBokamepHaTta maca (LVMi), cuctonHa n guactonHa yHKUMS Ha ngaBaTa kamepa, Hansra-
He Ha NeBOKaMepHO MblfiHeHe, AebenuHata Ha komnnekca nHtuma-megust (IMT) n pesucTuBeH MHAEKC Ha
obwute cbHHKM apTepun (CCARI). AKueHTMpaxMe BbpXy pas3rpaHMyaBaHETO Ha OTAenHuUTe cTagum Ha 6o-
nectTa u npoBepkaTa Ha xunoTtesarta Aanu pasBMTMETO Ha Nogarpo3Hn Tou NoBuLLaBa Cbpae4YHO-CbA0BUS
puck. C HanpenBaHeTo Ha 6onecTTa 1 nosiBaTa Ha Tou ce NoBULIaBa PE3NCTUBHUAT MHAEKC Ha ObbpeuuTe,
PE3NCTUBHUAT MHOEKC Ha OOLUTE CbHHM apTepuu, BrowasaT ce CUCcTonHaTa UM guacTtonHarta (OyHKuus Ha
CcbpLeTo. YcTaHOBUXME, Ye TohuTe NoBuLIABaT CbpaeYHO-CbA0BUSA PUCK, CbU3MEPUMO U JOPU NoBeYe OT
apTepuanHarta XMnepToHus.

TodpuTe He ca MHEPTHU CTPYKTYPW, @ aKTUBHW rpaHyrnomun. NpogbmknTeNnHOCTTa 1 TeXeCcTTa Ha Bb3nanu-
TenHMA Npouec ca BogeLmn hakTopu 3a CoHorpadcknTe NpOMEHN Ha CbpLeTo, 6b0peLnTe 1 CbaoBETE.
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HYPERURICEMIA, ENDOTHELIAL DYSFUNCTION AND CARDIOVASCULAR RISK

R. Gancheva', A. Koundurdjiev?

'Clinic of Rheumatology, University Hospital “Sofiamed”, Sofia University Sv. Kliment Ohridski — Sofia
2Clinic of Nephrology, University Hospital “Sv. Iv. Rilski” — Sofia

The problem of the pathogenetic role of uric acid in the organ damage of the heart, vessels and kidneys is still
debatable. A large number of studies have been conducted, the purpose of which is to establish whether uric acid is a
“witness” of the impaired function in the specified organs or whether it has independent significance. Studies to date
have produced conflicting results. Difficulties arise from the fact that in most patients hyperuricemia and gout are part
of the metabolic syndrome, i.e., combined with a number of other strong risk factors. Epidemiological studies tend to
confirm the association with cardiovascular risk, while prospective studies largely reject it.

Our experience studying cardiovascular risk in hyperuricemia, gout without tophi and gout with tophi.

We performed a study, in which we assessed the cardiovascular risk in the different clinical stages of
gout. We determined and compared sonographic indicators that are independently related to increased
cardiovascular risk: renal resistive index (RRI), left ventricular mass index (LVMi), left ventricular systolic
and diastolic function, left ventricular filling pressure, intima-media thickness (IMT) and the common carotid
artery resistive index (CCARI) in addition to classical risk factors such as age, arterial hypertension, obesity,
dyslipidemia, smoking, etc. We focused on distinguishing the individual stages of the disease and testing
the hypothesis that the appearance of gouty tophi raises cardiovascular risk. With the progression of the
disease and the development of tophi, the resistive index of the kidneys and of the common carotid arteries
increases while the systolic and diastolic function of the heart deteriorates. We established that tophi increased
cardiovascular risk commensurately and even more than arterial hypertension. Conclusion: Tophi are not inert
structures but active granulomas. The duration and severity of the inflammatory process are leading factors for
the sonographic changes of the heart, kidneys and vessels.

BAKCUHU W ABTOUMYHHU PEBMATUYHU 3ABOJIABAHUA

3. KbnBaueB

BupyconorunyHa nabopatopus, MBAJ1 "Hagexaa" — Codhusi

Bb3amoxHaTa Bpb3ka Mexay BakCUHaLMATa U aBTOUMYHHUTE peBMaTUYHN 3abonsBaHns Npoabikasa ga
Obe Wnpoko obcbxaaHa Tema. HannyHnte gokasaTtenctsa, NonyyYeHn OT HAKOMKO envaeMUonornyHy npoyy-
BaHWs, ca YCMOKOSIBALLM M MOHE MOKa3BaT, Ye BaKCMHUTE HE Ca OCHOBHA NPUYMHA 3@ aBTOMMYHHK 3abonsiBa-
HUsi. Bbnpekn ToBa Bce OLe MMa HECUTYPHOCT MO OTHOLLEHME Ha TOBa Janv nogatnveata nonynaumsi Moxe
Oa O6bae nsnoxeHa Ha No-BMCOK PUCK OT pasBMTME Ha aBTOMMYHHO 3abonsiBaHe, 6e3 ga npuudmHsiBa obLuo
yBenu4eHne Ha YectoTarta Ha 3abonsBaHeTo.

lMpencTtaBsMe akTyanHa MHdopMaLmMs 3a NpakTMKata Ha BakCUHMPAHE C PasfinyHn HEeXMBU (TPUNEH BU-
pYyC), XXMBW aTEHIOUPaHK (Bapuuena 30CTep BMPYC), pEKOMOMHAHTHU (xenatut B-Bupyc), BupyconogobHu Yac-
TMLM (YOBELLKM NanurnomMeH Bupyc) u ap. Npegnarame 3a obcbxaaHe npenopbkute Ha EULAR 3a BakcuHaums
npv NauMeHTN ¢ aBTOMMYHHU peBMaTUYHM 3abonsBaHus.

VACCINES AND AUTOIMMUNE RHEUMATIC DISEASES

Z. Kalvatchev

Virological Laboratory, MHAT "Nadejda" — Sofia

The possible association between vaccination and autoimmune rheumatic diseases continues to be a
widely debated topic. The available evidence derived from several epidemiological studies is reassuring
and at least indicates that vaccines are not a major cause of autoimmune diseases. However, there are still
uncertainties as to whether a susceptible population may be at a higher risk of developing an autoimmune
disease without causing an overall increase in the disease incidence.



HauunoHaneH koHrpec no peemaronorns National Congress of Reumatology 31

The current information about vaccination practice with different non-live (influenza virus), live-attenuated
(varicella-zoster virus), recombinant (hepatitis B virus), virus-like particle vaccines (human papilloma virus),
etc., is presented. Recommendations of the EULAR for vaccination in patients with autoimmune rheumatic
diseases will be discussed.

CHRONIC NONBACTERIAL OSTEOMYELITIS - WHAT HAVE WE LEARNED SO FAR

0. Janev', B. Pecanova’, V. Karanfilovski?, B. Gjurkova?, M. Neshkovska? K. Maneva?,
L. Damjanovska®

'Rheumatology Clinic — Skopje, North Macedonia
2Pediatric Clinic — Skopje, North Macedonia
3Nephrology Clinic — Skopje, North Macedonia

Chronic non infective osteomyelitis (CNO) is a rare condition which affects younger children. It is believed
that the symptoms such as bone pain, disability to move the extremity involved and recurrent fever while
the disease is in an active phase — persist up to 18 months before obtaining the right diagnosis. The main
pathophysiological pathway that is incriminated for the occurrence of the bone lesions has not been defined
precisely so far. Severe autoimmune deregulations have been noted, as imbalanced immune response
regarding IL10, IL6 and TNF alpha cytokines, as well as genetic factors such as homozygous mutations in
pstpip2 gene, but neither of these mechanisms is strictly proven to be the cause of the condition.

Once diagnosed, the therapy for the disease consists of NSAIDs as a first line agent, followed by
conventional and biological DMARDS and a close follow up with whole body MRI usually until teenager years
when remission occurs. An international consensus for the serum markers and/or radiological findings which
need to be positive in order to make a diagnosis and to monitor the disease activity is not available, but the
conclusion often is obtained by exclusion of other clinical pathological conditions such as histiocytosis, tumor,
leukemia and other bone abnormalities.

We are describing a case on a 14 year old boy with persistent bone abnormality in the left clavicle which
later progressed to the sacroiliac region , femur and tibia. By virtue of many experienced clinicians from India
involved, the boy was at last given the diagnosis which can be missed in the hospital corridors if not given
enough thought and attention.

OTroBOPHOCT HA CMNMEUUAJINCTUTE NO PEBMATOJIOIUA
NMPN OCBHbWECTBABAHE HA MEAULMHCKA NMPO®ECUA

K. MuxannoBa

ApBokatcko apyxecTso ,KanvHa Muxannosa“ — Codus

YnpaxHsABaHeTO Ha MeauuMHCKa Npodecns e CbNpoBOAEHO C MOBULLEH PUCK U OTFOBOPHOCT, KaKTO U C
BMCOKa 0bLLeCcTBEHA 3HAYNMOCT.

Ob6LLecTBEHO HANOXMIOTO Ce MOHATUE ,fleKapcka rpellka’ He € HOpMaTMBHO YCTaHOBEH TEPMUH U KbM
MOMEHTa JrncBa neranHo onpeaereHne, He € n3rpageHa v eguHHa gevHuums B npasHaTta nutepartypa.

B cbaoebHaTa npakTuka ce npuema, Ye ToBa e: ,podeCcMoHanHo HenpaBunHoO aencTene unu besgencreme
UK CbBKYMHOCT OT TakMBa Ha Nnekap, U3BbpLUEHO NpM ONTUMArHO Cb3fganeHu ycrnosus 3a paboTta, B pesynTar
Ha He3HaHVe 1M HeJooLeHKa Ha obcTosTencTearta U/unyM CbCTOSTHNETO Ha NauMeHTa, NPy KOeTo ca HacTbnu-
v HebnaronpuaTHM NOCNeavuM 3a 34paBeTo U XMBOTa My, KOMTO ca Mornu Aa 6baaT npegoTBpaTeHn”.

Llenta Ha goknaga e ga ce U3SICHAT nNpaBaTta W 3agbJDKEHUSTa, KakTo U pasnuyHuTe hopMmn Ha OTrOBOpP-
HOCT Ha fekapuTe 1 Ha NaumMeHTuTe, Aa ce oYepTasT XMNoTesnTe, NPU KOMTO Ce aHraxupa OTroOBOPHOCTTA Ha
MeaVLMHCKUTE cneumnanmcTiu.

MpeacTaBsHeTO Ha cbAebHN akToBE € C NpakTUyYecka HAaCOYEHOCT C Orfed peanusaunsTa Ha npaeaTa B
34paBeonasBaHeTo 1 3aliMTarta npy HapyLleHne Ha rapaHTupaHu npasa.

MNpeacTtaBsaHeTo Ha TemaTa e 6Ga3npaHo Ha aHanu3 Ha gericTeallarta HopMmaTneBHa ypeaba Ha HauMoHaNHo
W HagHauuMoHanHo HMBO B cdepaTta Ha 3apaseonasBaHeTo. CbobpaseHu ca cneundukuTe Ha 3gpaBeonas-
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BaHeTO B Bbnrapus npu ynpaxHsiBaHe Ha OEMHOCT OT CTpaHa Ha crneuuanvicTuTe no peBmMaTonorus — Hop-
MaTVBHW NPOTUBOPEYMs], GIOpOKpaTUYHY 3aTPyAHEHUS, HEKOOPAMHUPAHU AeiCTBUA Ha KOHTPOMHUTE OopraHu,
HeZoBepWe B MEAMLIMHCKMS NepcoHarn, nunca Ha 3apasHa KynTypa B o6LecTBoTo. AHanusupaHa e cbaebHata
npakTuKa ¢ ornes NpeaocTaBaHe Ha peneBaHTHU JaHHW.

[lonycHaTuTe Nponycky Npu ynpaxHsiBaHe Ha MeavuUMHcKaTa AeMHOCT OT creumanucTuTe no peBMaTtosio-
TSl YeCTO ce U3passiBaT BbB: AUArHOCTMYHA rpeLlka — HenpaBUiTHO NOCTaBeHa AMarHo3a, HeuM3BbpLUEHU U3-
crefiBaHvsl, HeHaBPEMEHHO NocTaBeHa AnarHo3a; HenpaBuiHO NieYeHne; HapyluaBaHe npaeaTa Ha nauneHTa,
BKITHOYUTENHO NMPaBOTO Ha MH(OPMaLIMS Ha NauueHTa; HeNpaBuIHO NPeAnMcaHe Ha NIeKapCTBEH NPOLYKT.

LLUECTA HAYYHA CECUSA

ABTOAHTUTEJATA - HE CAMO U HE OLLLE ABTOUMYHUTET

O. Kropkunes

JTaBopartopus no knuHu4Ha umyHonorusi, YMBAI ,Ce. MBaH Punckn®
Kategpa no knmHnyHa nmyHonorus. MeamuuHcku dakyntet, MegmumHckn yHuepeuteT — Codums

M3cnenBaHeTo Ha aBToaHTUTENA € KIH0YOBO 3a AMarHOCTMKaTa Ha MHOXECTBO aBTOMMYHHU PEBMATUYHU
3abonsBaHus. Hapen ¢ ToBa YecTo CTOMHOCTUTE Ha M3cneaBaHUTe aBTOAHTUTENa Kopenupart ¢ akTMBHOCTTa
1 cneunduryHNTE nokanusaumm Ha naTtonornyHus npouec. Bvunpekn LEHHOTO UM OUArHOCTUYHO 3HaYeHue,
Ba)XKHO € Ja ce nma npeasug, Ye B MHOro OT CriyjyauTe aBToaHTUTenara, acoummpaHm ¢ peBMatnyHuTe 3abo-
nsABaHUS, He ca cneunduyHN camo 3a TSX.

B npeseHTauusaTa ce o0pblia BHUMaHWE Ha dhakTa, Yye ,peBMaTUYHN" aBTOaHTUTENa MoraT Aa ce cpeLuHar
Npy MHOXXECTBO BUPYCHM MHAEKLMU, KAKTO 1 NPU 311I0Ka4eCTBEHM TYMOPY B paMKWTE Ha T.Hap. ,napaHeonnac-
TUYEH CUHOPOM".

[pyr acnekT Ha HacTosilaTa npeseHTauus ca aBToaHTMTenata B pamMKuTe Ha npouecute Ha 6escumn-
TOMHa UIN ONIMrOCMMNTOMHA aBTOPEAKTMBHOCT M TAXHATA NOTEHUManHa npeaukTMBHa CTOMHOCT 3a ObaeLuo
pasBuTME HA aBTOMMYHHO peBMaTMYHO 3abonsiBaHe. [NpeactaBs ce COGCTBEH ONUT B M3CNeABaHETO Ha aBTo-
aHTUTEenaTa u TAxXHaTa eBeHTyanHa NpPeavKTMBHA CTOMHOCT NPW POAHUHM Ha MAUUEHTU CbC CUCTEMEH NyMyc
eputemaTosyc.

AUTOANTIBODIES — NOT ONLY AND NOT YET AUTOIMMUNITY

D. Kyurkchiev

Laboratory of Clinical Immunology, University Hospital “Sv. lvan Rilki” — Sofia,
Department of Clinical Immunology, Medical Faculty, Medical University — Sofia

The detection of autoantibodies is key point for the diagnosis of many autoimmune rheumatic diseases.
In addition, the values of the autoantibodies often correlate with the activity and specific localizations of the
pathological process. Despite their meaningful diagnostic value, it is important to keep in mind that in many
cases the autoantibodies associated with rheumatic diseases are not specific only to them.

In the present presentation, attention will be paid to the fact that “rheumatological” autoantibodies can be
found in numerous viral infections, as well as in malignant tumours as a part of the so-called “paraneoplastic
syndrome”.

Another aspect of the presentation will be autoantibodies within asymptomatic or oligosymptomatic
autoreactivity processes and their potential predictive value for future development of autoimmune rheumatic
disease.

We will also present our own experience in the study of autoantibodies and their possible predictive value
in relatives of patients with systemic lupus erythematosus.
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TECTOBETE 3A AHTUHYKINNEAPHU AHTUTENA U KIUHUYHATA UM MNMOJI3A

E. UBaHoBa-TopgopoBa, K. TymaHrenosa-t03eup, [1. Kiopkunes

JTaBopatopus no knMHu4Ha umyHonorus, YMBAI ,C. ViBan Puncku”, Kategpa no kKnMHUYHa MMyHomorus,
MepauumHckn yHuepcuteT — Codoms

KnuHuyHaTta 3HaummocT u edekTnBHOCT Ha ANA, AokasaHu 4pe3 UHOUPEKTHa MMyHornyopecueHuUns
(ANA-IIF), ca BaxxeH CKpPUHWHIOB TECT U ,3NaTteH cTaHgapT" 3a AMarHocTmka Ha aBTOMMYHHU 3ab0nsBaHus Ha
cbeguHutenHaTa TekaH (A3CT). OT gpyra ctpaHa, ANA He ca HecneunryHn 3a aBTOMMYHHUTE 3abonsBaHus.
TecTbT MOXe Aa ObAe NONOXUTENEH NPU HEABTOUMYHHU CbCTOSHUST KaTo MHEeKUMK, 3nokadecTBeHn 3abo-
NsiBaHMS, NPV NeKkapcTBa, BKMYUTENHO aHTUENUNENTUYHU U aHTUapUTMUYHN CPEACTBa, U NPpY aCUMITOMHHN
POOHWMHM OT MbpBa NHUSA Ha naumeHTn ¢ ASCT. TebpaodasoBuTe TectoBe, BknoyBawm ANA-Immunoblot n
ANA-ELISA, ca BTopaTta cTbMKa B anroputbMa 3a AMarHocTiKa Ha aBTOMMYHHMW 3ab0nsBaHnst U JOKa3BaHETO
Ha cneuundnyHn astoaHTuTena ot ANA nanutpara.

Llenta e ga ce uacnegsar KnvMHUYHaTa Nomsa U HIKOU HECBHOTBETCTBUSA Ha TBbPA0GA30BUTE UMYHHU Me-
Toan n ANA-IIF cernacHo mexagyHapoaHus koHceHcyc Ha ANA nmyHodnyopecueHTHUTe obpasw.

Mexay sHyapu n gekempu 2022 r. 3608 naumeHTn ca nscneasanu 3a ANA. MNMonoxuTenHu pesyntatu ot
ANA no aBa unu noseve MeTofa ca HabntogaBaHu npu 1244 naumeHTn. ANA-IIF e nonoxuTteneH npu 65%
npuv TMTLP Ha paspexgaHe = 1:160 n 48% npu ELISA/Immunoblot TectoBeTe. OT BCUYKM C OTpULaTEneH pe-
syntat Ha ANA-IIF camo 30 npobu (12%) ca nonoxutenHu 3a cneumdudHm astoaHtutena (AAb). OT Bcuuku
nonoxuterneH ANA-IIF B Tutep 1:320, no oTHoweHne Ha TexHus ANA-ELISA/Immunoblot craTyc, camo 70
(37,60%) ca nonoxuTenHu 3a crneundumdHm AAb. AKo NONOXUTENHUAT TUTBP € = 1:1280, nonoxutenHute
ELISA/Immunoblot aHTuTena ca 412 (75,2% cbuBnageHue). HecvoTtBeTcTBMETO Mexay mogenute Ha ANA IIF
n cneumdmnyHnte AAb e cboTBeTHO 3,8-2,4% B TMTBHP 1:320 — = 1:1280.

B sakntoueHune, koMbuHMpaHoTo nacneasaHe Ha ANA e no-MHOOPMaTMBHO U KITMHUYHO 3HA4YMMO B CpaB-
HeHue ¢ He3aBncUMOTO nacneaBaHe Ha ANA camo Ypes eanH meto. ToBa Lie onTUMU3npa TekyLmuTe yeunus
3a CTaHgapTu3upaHe Ha nabopartopHaTta oueHka Ha metoauTe 3a onpegensHe Ha ANA, KakTo 1 NpaBuHUSA
ONarHOCTUYEH anropuTbM 3a uscrnegpaHe.

CLINICAL UTILITY OF ANA TESTS

E. Ivanova-Todorova, K. Tumangelova-Yuzeir, D. Kyurkchiev

Laboratory of Clinical Immunology, University Hospital “Sv. Ivan Rilski”, Department of Clinical Immunology,
Medical University — Sofia

Clinical utility and performance of ANA by indirect immunofluorescence technique (ANA-IIF) is a significant
screening tool and “gold standard” for diagnosis of autoimmune connective tissue diseases (CTDs). However, it is
non-specific for autoimmunity. The test can be positive in non-autoimmune diseases like, infections, malignances
in medications like antiepileptics and antiarrhythmics and in asymptomatic first-degree relatives of patients with
CTDs. Solid-phase immune assays includes ANA — immunoblot and ANA ELISA and are the second step in the
algorithm for diagnosis of autoimmune diseases and specific autoantibodies from the ANA palette.

Aim: To investigate the clinical utility and some mismatches of solid-phase immune assays and ANA-IIF
according to the International Consensus on ANA Patterns.

Between January and December 2022, 3608 patients were tested for ANA. Positive results of ANA by
two or more methods was observed in 1244 patients. ANA-IIF was positive in 65% at a dilution titer of =
1:160 and in 48% in ELISA/immunoblot. For all those with negative ANA-IIF, only 30 (12%) are positive for
specific autoantibodies (AAb). For all those with positive ANA-IIF in titer 1:320, regarding of their ANA-ELISA/
Immunoblot status, only 70 (37.60%) are positive for specific AAb. If positive titer is = 1:1280 positive ELISA/
immunoblot antibodies are 412 (75.2% accordance). The discordance between ANA IIF patterns and specific
AADb is 3.8-2.4% in titer 1:320 — = 1:1280.

In conclusion; combined testing of ANA is more informative and clinically significant compared to the
independent study of ANA through only one method. This will optimize current efforts to standardize the
laboratory assessment of methods for ANA determination, as well as correct diagnostic algorithm for testing.
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NMPOMEHU B OONEHE3ATA NMPU MULLKKN, CBbP3AHU C ABTOUMYHHO
3ABOJNIABAHE NPU NPUCTAH-MHOYLUUPAH CUCTEMEH NYNYC EPUTEMATO3YC

I. BoHea', H. Muxaiinosa', E. UBaHoBa-TogopoBa?, E. Kypresa?, M. Mpexn?®, C. Aenumutpesa®, A. Yop6aHoB'

'IabopaTopus No ekcnepymeHTanHa nMyHornorusi, IHCTUTyT no mykpoburonorus, Bbnrapcka akagemust Ha Haykute — Codpus
2JlabopaTopusi No kNuHU4Ha umyHonorusi, YMBAI ,CB. MBaH Punckn”, MegnumHckn yHuBepcutet — Cocus
3N3cnepoBatencka rpyna no MMyHororus, YHrapcka akagemusi Ha Haykute — byaanelia, YHrapus

4[lenaptameHT no 6uonorus, MeguumHckn yHusepcuteT — Codoums

CuctemHuat nynyc eputemartosec (SLE) e npumep 3a aBToumyHHO 3abonsisaHe, NposiBABaLLO ce B abepu-
paH MMyHEH OTrOBOP, HACOYEH CpeLLy SAPEHU, LUTONNA3MEHUN U KNETbYHO-NOBBPXHOCTHN aHTureHn. Cumnro-
MUTE ce 3acuneaT 0COBEHO YECTO MPU KEHWTE MO BPEME Ha TEXHUTE aKTUBHW PENPOAYKTUBHU FOQUHN, KOETO
nokassa B3aMMOAEWCTBUETO MexXAy penpogykTMBHATa U MMyHHaTa cuctema. CnegoBaTenHo e CrewHo ga
ce OTroBopM Ha BbMpoca kak SLE mMoxe Aa noBnvsie Ha KeHckata MiiogoBUTOCT, KaKTO M KakBO € BMUSHUETO
Ha XOPMOHMTE BbpXy NposiBata Ha 3abonsBaHeTo. MuwmnTe Mmogenu Ha SLE ca nogxogswm MHCTPYMEHTHM 3a
n3yyaBaHe B AeTalnun Ha B3auMOLEeNCTBUATA Ha pasfnnyHN CUCTEMU B KOHTEKCTa Ha HACTOALLIOTO 3abonsBaHe.

JlynycHuTe cuMnNTOMU Ca MHAOYLMPAHU Ype3 NHTPaNepmUTOHeariHoO UHXEKTMPaHe Ha BbIMEBOAOPOAHO Mac-
no npucTtaH B 3gpasu Balb/C muwkn. Misnon3eaHuTe Metogun 3a npocrefsBaHe Ha MMYHHUSA CTaTyC Ha eKc-
nepuMeHTarnHUTe XMBOTHM ca NpoToyHa umtomeTpus, ELISpot n ELISA, gokato ob6pasyBaHETO Ha KPUTUYHM
CTPYKTYPY Ha OBOLUTUTE, KaTO BPETEHO, XPOMO30OMM M aKTUHOBA LUarnka, Ce Xapakrepusvpa C NOMOLLTa Ha
onyopecLeHTHa MUKPOCKOMKSI.

EQHOKpaTHO i.p. MHXEKTUpaHe Ha NpUCTaH uHAyLumpa TUNMYHW cumntoMn Ha SLE, BknoumntenHo npous-
BOACTBO Ha aBTOaAHTUTENa, oTnaraHe Ha lgG-cbabpXallm MMyHHU KOMNNeKcn B 6ubpeumTe u LIMTOKMHOB M-
cbanaHc. B gonbnHeHne, oBOUMTUTE, N30MNMPaHN OT CbOTBETHUTE XXMBOTHU, JOKa3axa HamarnsiBaHe Ha 6posi
MM M CKOPOCTTa Ha y3psiBaHe, NPUAPYXXEHU CbC CTPYKTYPHU aHOManuW, BKMAKYUTENHO ObIMM XPOMO3OMMU,
4e30praHn3nMpaHo BPEeTEHO M NUNCBaLla akTMHOBA Luarnka.

MokasaHUTe yBpeXagaHWsi Ha OOLUTUTE MPU MULLKW, TPETUPaAHU C MPUCTaH, ca 4oKa3aTerncTBoO 3a HapyLle-
Ha nokanHa Mukpocpeaa B pesyntaT Ha akTUBHOCTTa Ha 3abonsBaHeTo.

AUTOIMMUNE DISEASE ASSOCIATED ALTERATIONS IN OOGENESIS
IN MICE WITH PRISTANE-INDUCED SYSTEMIC LUPUS ERYTHEMATOSUS

G. Boneva', N. Mihaylova', E. Ivanova-Todorova? E. Kurteva?, J. Prechl?, S. Delimitreva*, A. Tchorbanov'

"Laboratory of Experimental Immunology, Institute of Microbiology, Bulgarian Academy of Sciences — Sofia
2University Hospital “St. Ivan Rilski”, Laboratory of Clinical Immunology, Medical University — Sofia
SImmunology Research Group, Hungarian Academy of Sciences, Budapest, Hungary

“Department of Biology, Medical University — Sofia

Systemic lupus erythematous (SLE) is an example of autoimmune disease manifesting itself in aberrated
immune response directed against nuclear, cytoplasmic and cell-surface antigens. Among patients, symptoms
are frequently intensified in females during their active reproductive years, pinpointing the interaction between
reproductive and immune systems. Hence, it is urgent to address the question how SLE can influence female
fertility and the impact of hormones on disease manifestation. Mouse models of SLE are suitable tools for
studying in details the interactions of different systems in the context of the present disease.

Lupus-like symptoms were induced through intraperitoneal injection of hydrocarbon oil pristane in healthy
Balb/C mice. Methods used to follow the immune status of the experimental animals were flow cytometry,
ELISpot and ELISA, while the formation of critical oocytes structures, like spindle, chromosomes and actin
cap, were characterized using fluorescent microscopy.

A single i.p. injection of pristane induced typical symptomatic of SLE including production of autoantibodies,
depositions of IgG-containing immune complexes in the kidneys and cytokine disbalance. In addition, oocytes
isolated from the corresponding animals proved deterioration in oocyte numbers and maturation rate, accompanied
with structural abnormalities, including long chromosomes, disorganized spindle and missing actin cap.

The exhibited impairments of oocytes in pristane-treated mice provide evidence for disturbed local
microenvironment as a result of disease activity.
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HOBU NATOFrEHETUYHU TEPANMEBTUYHWU TAPTETU NPU CUCTEMHUA NyNycC
EPUTEMATOLOEC

B. NMonoBa

KnuHuka no pesmatonorusi, YMBAI “Kacnena“, MegnumHcku cpakyntet, MeguunHckn yHusepcuTeT — [Nnosams

Cuctemuuar nynyc eputematogec (CIE) e MynTUCUCTEMHO XPOHUYHO aBTOMMYHHO 3abonsiBaHe, aHra-
XMpaLLo pasnuyHM OpraHn M CUCTEMMU, C MHOFOMMKO MPOTMYaHE — OT JIeKW, CYOKMMHUYHU POpMM OO TEXKO
XmnBoTO3acTpallaBallo, NoHsAKora ynMMUHaAHTHO MpoTUYaHe.

HoBuTe TepaneBTMYHM TapreTu, ronsMa 4Yact OT KOUTO ca B eKcriepumeHTanHa ¢asa, ca paspaboTeHu
CMPSAMO OCHOBHWTE NaTOrEHETUYHMN MEXaHU3MM U1 Ca NPULENHO ONOCPEACTBAHU KbM PasfiuUyHUTE LUTOKUHU
N KOCTUMYNaTOPHU MOMEKYIN, CUHTE3VpPaHn OT OCHOBHWUTE KNETKW, yYacTBalum B natoreHedata Ha CJIE, a
nmMeHHo: B- n T-Ly, DC knetkn n Pl knetku.

Bce owe nunceaT 4OCTaTbYHO AaHHU, KaKTO U CbLUeCTBYBaT A0CTa HEACHOTU OTHOCHO pesynTartuTe, on-
pedensim Kou ca BOfeluMTe KINeTKu, KOUTO TpsibBa [a ce Tapretvpart, KakBuM ca TOYHWUTE MaToreHeTUYHU
MexaHu3mu, CpsIMO KOUTO € CbaeHa AafeHa MOorekyna; fanv € AoCTaTbYyHO, 3a [a Ce NPOMEHST XO4bT U
n3xoabT Ha GonecTTa, 6e3 ToBa Aa e CBbP3aHO C HAKaKBO XXMBOTO3acTpallaBallo ycroxHeHve. Bee oule cb-
LLlecTBYBaT A40CTa HESICHOTU, CBbP3aHM C AM3anHa Ha NpoBedeHUTe NpoyvBaHns 1 3adafeHnTe onpeneneHn
KpUTEpPMM, KOETO HU Nuwasa OT AaHHW. [NpednsBukaTencTeBaTa Ha peanHaTta npakTuka ca MarnkaTa KoxopTa
nauMeHTn, yyacTBalla B TSX, a CbLUO Taka M akTbT, Ye Npu BCeky naumeHT 6onectta npotuya CTporo UHAu-
BuAyarHo, NoHsikora Henpeasuanmo. ETo 1 Han-4ecto nanonssaHUTe TapreTu:

— B LY -APRIL, TACI, BLyS, CD 20, CD 22, CD19, CD 40, BTK, MCH I

— T-Ly — CD 28, INFAR, JAK, CD 6, TCR, CD 40L, S1PR

— Pl cells-CD 38

— DC cells — ILT7, BDCA 2, MGH class Il, CD 80/CD 86

— Cytokinies — IL12- 23,IL 17

— Opyrm — JAK/STAT nb1s, TYK 2.

PaspaboTBaHeTO Ha TONKOBa MHOIO MeAUKaMEHTU AaBa b4 Ha Hagexaa B MOCTUraHETO Ha TeEpaneBTUY-
Ha peMucus 1 KOHTPON Ha BonecTTa, HO ToBa € BbNPOC Ha BpeMe.

NEW PATHOGENETIC THERAPEUTIC TARGETS IN SYSTEMIC LUPUS
ERYTHEMATODES

V. Popova
Department of Rheumatology, UMHAT “Kaspela”, Medical Faculty, Medical University — Plovdiv

Systemic Lupus Erythematodes (SLE) is a multisystemic chronic autoimmune disease involving various
organs and systems and a multifaceted course — from mild, subclinical forms to a severe life-threatening,
sometimes fulminant course.

The new therapeutic targets, a large part of which are in the experimental phase, have been developed in
relation to the main pathogenetic mechanisms and are aimed at the various cytokines and co-stimulatory molecules
synthesized by the main cells involved in the pathogenesis of SLE, namely: B and T Ly, DC and Pl cells.

There is still a lack of sufficient data, and considerable uncertainty, regarding the outcomes that determine
which host cells should be targeted, what are the precise pathogenetic mechanisms to which a given molecule
is grafted. Is it enough to change the course and outcome of the disease without being associated with some
life-threatening complication? There are still many ambiguities related to the design of the conducted studies,
the specific criteria set, which deprives us of data with which real practice challenges us, the small cohort of
patients participating in them, and also the fact that in each patient the disease progresses strictly individually,
sometimes unpredictably. Here are the most frequently used targets:

— B LY -APRIL, TACI, BLyS, CD 20, CD 22, CD19, CD 40, BTK, MCH Il

— T-Ly — CD 28, INFAR, JAK, CD 6, TCR, CD 40L, S1PR

— Pl cells — CD 38

— DC cells — ILT7, BDCA 2, MGH class I, CD 80/CD 86
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— Cytokinies — IL12- 23,IL 17

— Other — JAK/STAT, TYK 2.

The development of so many drugs provides a ray of hope in achieving therapeutic remission and disease
control, but it is a matter of time.

HOBU CTPATEIn 3A TAPTETHA TEPANMUA HA ABTOUMYHHUTE
CUCTEMHU 3ABONABAHUA HA CbEOAUHUTENHATA TbKAH

P. lLlymHanueBa, C. MoHoOB

KnuHuka no pesmatonorus, Kategpa no pesmartonorus, MeamuuHckun yHmeepeuteT — Codoust

HesicHaTa eTvonorvs u crnoxHara natoreHe3a Ha aBTOMMYHHUTE CUCTEMHIM 3ab0MnsBaHNs Ha CbeaMHUTENHaTa
TbkaH (C3CT) ca npegmaBukatencTsa npu n3dopa Ha TepaneBTUYEH areHT 1 TepanesTnyHa cxema. OCHOBEH Moa-
xog npu neverHneto Ha C3CT e NpUNOXeHNETo Ha HecneunuyHM MMyHocynpecopu 1 nMyHomogynatopu. lNpes
NoCreaHNTe roaMHU TepaneBTUYHNAT (POKYC Ce M3MECTBa KbM MepCoHanunanpaH nogxom ¢ npunoxeHme Ha buorno-
rmyHn BGonectonpomeHswm aHtupeBmatnyHu cpegctea (BIMAPC) 1 manku monekynu, yqactealum B cneumgunyHmn
CUrHanHu NbTyLa Npy otaenHuTe 60NecTy ¢ Len NocTUraHe Ha paHHa 1 gbnroTpariHa pemucust. Benpeku Hanpe-
Obka B Ta3u 00nacT, CbLUeCcTBYBaT pedpaKkTepHX Criydam U/vnm penancupalim nposiB1, Npy KOUTO € HeobxoamMmo
naeHTMrumpaHe Ha Opyry TepaneBTUYHM TapreTn u/unm KOMOMHUPaHe Ha TepaneBTUYHM NOOX0AN.

Llenta Ha o63opa e ga ce npeacTaBsaT pa3paboTBaHWTe Npe3 NocnegHUTe roaAMHN HOBU CTpaTerim 3a Mo-
AynvpaHe Ha HapylleHaTa MMyHHa CUrHanu3aumsi npyu CUCTEMHUTE aBTOMMYHHKM BonecTu ¢ Len nocTuraHe Ha
KNMHWYHA U MMYHOMOrM4yHa peMucns Ha bonecTTa.

NOVEL STRATEGIES FOR TARGETED TREATMENT OF AUTOIMMUNE SYSTEMIC
CONNECTIVE TISSUE DISEASES

R. Shumnalieva, S. Monov

Clinic of Rheumatology, Department of Rheumatology, Medical University — Sofia

The unknown etiology and complicated pathogenesis of the autoimmune, systemic connective tissue
diseases (CTDs) comprise challenges in choosing a therapeutic agent or a therapeutic approach. The
main strategy used in the treatment of CTDs comprises the use of non-specific immunosuppression and
immunomodulation. In the recent years, the therapeutic focus is shifted to a personalized approach with the
use of biologic disease-modifying anti-rheumatic drugs (DMARDs) and small molecules involved in specific
signaling pathways in CTDs aiming early and long-lasting remission. Despite the advances in this area, there
are refractory cases and/or relapses, which raise the need of identification of novel therapeutic targets and/or
optimal drug combinations. The aim of this review is to summarize the recent developments modulating the
compromised immune signaling pathways in CDTs for achieving clinical and immunological remission.

CEOMA HAYYHA CECMA

CbBPEMEHHO JIEYMEHUE HA CUCTEMEH nynyc EPUTEMATO3YC

0. NMeHueBa'?, C. MoHoB?

'KaTtegpa no dmanonorusa n natodusmonorus, MegnumHckm yHnsepcuteT — Codus
2KnuHuka no peesmaronorusi, YHuBepcutetcka 6onnuua “Ce. MeBaH Punckn” — Codust

CuctemHusaT nynyc eputematosyc (CIE) e 3abonsiBaHe CbC CEPUO3HN HEYOOBETBOPEHN TEpPANeBTUYHMU
HY>XAW. He3agoBonuTEnHUSAT KOHTPOn Ha bonecTtHata akTMBHOCT AoBpuHacs 3a HeobpaTVMO OpraHHO yB-
pexaaHe, Bb3H/MKBaHe Ha CbNbTCTBALM 3ab0MNsBaHUSA 1 BNOLIEHO Ka4yeCTBO Ha XMBOT. Hay4yHMTe nosHaHus
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OTHOCHO nartodumaunonorndHmTe mexaHmamm npu CIE ce nogobpuxa npes nocnegHWTe roguMHM, a ¢ ToBa U
HagexgaTa 3a HOBW, NOo-e(PeKTUBHY Tepanuu.

[onamo paHOoOMU3UPAHO KIMHUYHO Mpoy4vBaHe AeMOHCTpupa ybeouTtenHa emkacHOCT Ha HacodeHaTta
KbM B-kneTtkute GuonormdHa tepanua — 6enmmymad, nobaBeH KbM CTaHZapTHaTa Tepanus, Npu nauueHTn
€ nynyceH HedpuT. [JoMbMHUTENHO, Pa3bUpPaHETO Ha KNETbYHUTE MEXaHU3MK B MaToreHe3ara Ha JynyCcHuUs
HedpUT 1 NPOTEUHYPUS MOAMOMOrHa Pa3BUTUETO Ha KanuMHEBPUHOBMS MHXMOUTOP BOKMNOCMOpuH. Mpes no-
cnegHuTe roauMHn ponsita Ha nHTepdepoH Tmn 1 (IFN1) e 06ekT Ha ronsam Hay4yeH UHTepecC, a Cnes ycrneLHu
npoyyBaHuna dasa 2 n ¢asa 3 aHTaroHUcTbT Ha IFN peuenTtopa — aHudgponymab, e nbpearta, ogobpeHa ot
aecetunetus, buonornyHa Tepanus npu nynyc B EBpona. MexgyBpeMeHHO, KIMHUYHOTO npoyyBaHe dasa 3
LOTUS Ha IL12/23 nHxubutopa yctekmHymab 6e npeyctaHOBEHO nopaaun nunca Ha edpmkacHocT, kakTo n JAK
VMHXMOUTOPBT BapuUUUTUHNG He yCns Aa U3NMbIHM MbpBUYHATA CU KpalHa uen B npoy4yBaHeTo SLE-BRAVE II.

MonyunnuTte ogobpeHne nekapcTBa AEMOHCTpMpaT, Ye Npeav3BMKaTencreata npu paspaboTBaHETo Ha
HOBW Tepanuu MoraT aa 6baar ycneLwwHo nNpeogoneHu.

NOVEL TREATMENTS IN SYSTEMIC LUPUS ERYTHEMATOSUS

D. Pencheva'?, S. Monov?

'Department of Physiology and Pathophysiology, Medical University — Sofia
2Clinic of Rheumatology, University Hospital “Sv. Ivan Rilski” — Sofia

Systemic lupus erythematosus (SLE) is a disease with high unmet therapeutic needs. Unsatisfactory
disease activity control in SLE patients leads to irreversible organ damage, accumulation of comorbidities
and deterioration of the quality of life. Scientific knowledge about the pathophysiological mechanisms in SLE
has improved in recent years, and with it a hope for new, more effective therapies arose. A large randomized
clinical trial demonstrated convincing efficacy of the B-cell-targeted biologic therapy Belimumab added to
standard therapy in patients with lupus nephritis. In addition, understanding of the cellular mechanisms in the
pathogenesis of lupus nephritis and proteinuria led to the development of the calcineurin inhibitor Voclosporin.
In recent years, the role of interferon type 1 (IFN1) has been the subject of great scientific interest. After
successful phase 2 and phase 3 trials, the IFN receptor antagonist Anifrolumab is the first biologic therapy
approved for lupus in Europe for decades. Meanwhile, the phase 3 LOTUS clinical trial of the 1L12/23 inhibitor
Ustekinumab was discontinued due to lack of efficacy, and the JAK inhibitor Baricitinib failed to meet its primary
endpoint in the SLE-BRAVE Il trial. Overall, the availability of approved novel drugs for SLE demonstrates that
challenges in developing new therapies can be successfully overcome.

NbPBUYEH CUHAPOM HA SJIOGREN - HACTOALLMN U BbAELLM TEPANEBTUYHU
Bb3MOXHOCTU

M. MNaH4yoBCKa

MegaunumHckm yHuBepeuteT — MNnosavs

MbpBUYHUAT cMHOPOM Ha Sjogren, KaTo aBTOMMYHHO 3abonsiBaHe Ha eK30KPUHHUTE XIesun, NpoTnya ¢ oc-
HOBHU KITMHUYHM NPOSIBU KCEPOCTOMUS U KcepodbTanmus. B xoga Ha 6onectTa MOXe 4a HaCTbNU aHraXXmpaHe
Ha pas3nu4yHKn opraHy un cuctemu. JleyeHneTo Ha cmHgpoma Ha Sjdgren BuHarM e npegcraensdsano npegus-
BMKATENCTBO Npef crneuynanuctute pesmartonosn. OyakBaHusATa Ha NauMeHTUMTe 3a pedyumpaHe Ha "sicca”
nposiBUTE U 3a NO-A400PO KAYECTBO Ha XMBOT YECTO OCTaBaT HeonpaBgaHW. CnpsMO CUCTEMHOTO aHraxupaHe
nekapuTte npunaraT pasfnnyHu Tepanuu, HepsiAKO C EMNMPUYEH NOLXOLA.

Bb3MOXHOCTTa 3a nepcoHanuanpaH noaxod CnpsiMo nauMeHTUuTe ¢ MbpBUYEH CUHAPOM Ha Sjdégren ocTaBa
OCHOBHa Lien Ha HacTodawmTe n 6baewmte Tepanun. Npenopbknte Ha EULAR ot 2019 roanHa 3a KOHTpOI Ha
GonecTTa NPMHUMMHO Ce cna3BaT OT peBMaTonoaunte. PasnuyHute heHOTMNOBE Ha NauueHTUTe ONpeaensT u
pasnu4YHM pesynTtatu CNpsMoO €4VH U Cbll MEAVKAMEHT.

CbBpeEMEHHUAT MOAX0[ 3a JIeYeHNE Ha MbPBUYHMS CMHAPOM Ha Sjogren e 6a3vpaH BbpXy NaToreHeTUYHUTE
npoecu Ha BornecTTa ¢ NOBNUsSIBaHe Ha KneTbyHaTa akTUBHOCT — Ha B-kneTku, T-KNeTkM U NnasmeHn KNeTku.
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PRIMARY SJOGREN’S SYNDROME — CURRENT AND FUTURE THERAPEUTIC
OPTIONS

M. Panchovska

Medical University — Plovdiv

As an autoimmune disease of the exocrine glands, primary Sjogren‘s syndrome proceeds with the main
clinical manifestations of xerostomia and xerophthalmia. In the course of the disease, various organs and
systems may be involved. Treating Sjogren‘s syndrome has always been a challenge for rheumatologists.
Patients' expectations for reduction of ,sicca“ manifestations and for a better quality of life often remain
unwarranted. In regard to systemic involvement, physicians use different therapies, in many cases by applying
an empirical approach.

The possibility of a personalized approach to patients with primary Sjogren‘s syndrome remains a major
goal of current and future therapies. The 2019 EULAR recommendations for management of the disease
are generally followed by the rheumatologists. The variety of patient phenotypes also determines different
responses to the same medication. The modern approach to the treatment of primary Sjogren‘s syndrome is
based on the pathogenetic processes of the disease with the influence on the cellular activity of B-cells, T-cells
and plasma cells.

CLINICAL CHARACTERISTICS AND OUTCOMES IN PATIENTS
WITH ANCA-ASSOCIATED VASCULITIS

V. Karanfilovski’, O. Janev?, |. Rambabova-Bushljetik', P. Dzekova-Vidimliski', Z. Petronijevic',
G. Selim', L. Damjanovska? B. Gerasimovska'

"University Clinic of Nephrology — Skopje, Republic of N. Macedonia
2University Clinic of Rheumatology — Skopje, Republic of N. Macedonia

ANCA-associated vasculitides (AAV) are autoimmune diseases characterized by inflammation of small
vessels and often presence of autoantibodies to proteinase 3 (CANCA) or myeloperoxidase (pANCA). AAV
group include: microscopic polyangitis, granulomatosis with polyangitis and eosinophilic granulomatosis with
polyangitis. Renal affection in patients with ANCA vasculitides occurs later-on in the course of disease and is
the major cause of mortality and morbidity.

We retrospectively analyzed the medical histories of 11 patients with AAV. The mean age in time of
diagnosis was 57 years, 7 patients were female, and all patients were positive either for pANCA (7 patients)
or cANCA (4 patients). In time of diagnosis, majority of the patients had constitutional symptoms and all
had microhematuria. Arthritis was noted in 3 patients, 2 had cutaneous manifestations, 7 had pulmonary
symptoms and 3 had epistaxis and/or sinusitis. All patients with ENT manifestations were positive for CANCA,
and all cANCA positive patients had pulmonary involvement. All analyzed patients had renal affection. At time
of diagnosis, the average 24-hours proteinuria was 2.8 g/l with mean serum creatinine level of 333.1umol/l
(range 45-109 pmol/l) and mean CKD-Epi of 26.7 ml/min/1.73m?2. During the analyzed period (42.6 months;
1-120 months) a total of 7 patients needed hemodialysis (HD). In 5 patients HD was initiated in time of
diagnosis; the other 2 patients were put on HD in the next 2 years. The mean CKD-Epi in time of initiation
of HD was 9.78 ml/min/1.73 m2. Two patients were discontinued from HD, and 4 patients were on chronic
HD (3 of them were pANCA positive). Majority of patients were treated with pulses of methylprednisolone
and cyclophosphamide, followed by oral steroids. Ten patients experienced improvement with decreasing
in Birmingham Vasculitis Activity Score (BVAS). One patient died during initial hospitalization. During the
follow-up, 2 patients died due to stroke and 2 due to sepsis. All deceased patients had a low BVAS at the
time of death.

AAV could present with polymorphous clinical manifestations. The kidneys are commonly affected organs
and many of these patients require HD.
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CbBPEMEHHU MNO3HAHUA 3A MUKPOAHIMOMATUATA NPU PEBMATUYHU
3ABONIABAHUA U HEOBXOOUMOCT OT AKTYAITUSUPAHE
HA KNTACU®PUKALUMNATA HA PEHOMEHA HA RAYNAUD

C. NamboBa'?

'Kategpa no nponegeBTuka Ha BbTpelwwHuTe 6onectu “Mpod. a-p AHTOH MuToB”
MegawnumHckn yHnBepceutet — [Nnosavs
2MBAI “Cs. MuHa”, OTaenexue no pesmatosnorus — MNnosaus

Ha 6a3aTa Ha cbBpeMeHHWUTE NO3HAHUSA 3a KanumsipoOCKOMNCKUTE NMPOMEHUN NpY peBMaTUYHN 3abonsBaHms
W Hanpegbka B MMyHOMOrMyHata AMarHOCTMKa, UHTEPECEH € BbMPOCHT 3a akTyanuaupaHe Ha knacuduka-
uudata Ha peHomeHa Ha Raynaud (®P) B peBmatonorusaTa. [Npu nauneHtn ¢ nbpeudeH ®P moxe ga ce Hab-
nofgasaT AunaTtupaHn Kanunapu ¢ yBenuueHne Ha “UcTUHCKMA” KanunspeH guameTrsp. B vacT ot cnyyaute
Kanunsipockornckara Haxogka € HempomeHeHa, 6e3 Hannume Ha KanunapHu paswmpenus. NpomvsiHata B gua-
MeTbpa Ha KanunspuTe npu nbperuyeH PP Moxe Aa e cBbp3aHa C No-rofnsiMa NPOLbIMKUTENHOCT UIN TEXECT
Ha CMMNTOMUTE U Ce Hy)XAae OT JOMbJIHUTENHM Npoy4YBaHus. PAaKko MoXe oa ce YCTaHOBSAT KanunsapoCKOMNCKM
npr3HaLy 3a MUKpOaHrMonarms npu naumMeHTu, Npyu KOUTO KNMHWYHaTa Haxoaka, nabopaTopHUTE U UMYHOSO-
rMYHUTE N3cneaBaHns ca CbBMECTMMU C AnarHosata “nbpeuyeH OP”. Tesu cnyyau Tpsabea aa ce geuHupar
kaTto “cycnekteH BTopuyeH ®P” 1 ga ce HabnogaBaT Ha NO-KpaTKM MHTepBany 3a eBOMoLUMs Ha CbCTOsTHUE-
TO. NMaTonornyHarta “cknepogepMeH” TN KanunsapocKorncka Haxogka € onpefeneHa KaTto KnacudukaumoHeH
KpuUTepui 3a nporpecusHa cuctemHa ckneposa (MCC) B CbOTBETEH KIMHUYEH KOHTEKCT. [1ogo6Hn npomeHu
(“cknepopgepmonogobeH” Tun) morat ga ce HabnogasaT v Npy Apyrv peBMaTuYHM 3abonsiBaHus, B T.4. Heau-
depeHumnpaHo 3abonsisaHe Ha cbeanHuTenHarta TekaH (H3CT), cuctemeH nynyc epuremaTosyc, 4epMaToMu-
03UT, peBMaTouaeH apTpuT, BK. Npu cnyyam 6e3 Hanu4dme Ha npunokpusaHe ¢ MNCC. YcTaHoBsiBaHe Ha TaknBa
MUWKPOBACKyNapH1U Haxodku npu gebrTa € no-manko no3HaTo npu peBMaTtudHu 3abonsBaHus, pasnnyHu ot
MCC, Ho “cknepogepmer” TN MUKpOaHrnonaTusa € HabnogasaHa kato HadaneH npuaHak npy H3CT un cucte-
MeH nynyc eputemarosyc. Ha 6a3arta Ha OTKpuBaHETO Ha “cknepogepMeH” TUM MUKPOAHIMOoNaThs, KakTo 1 Npu
HanNM4YNETO UNM NuncaTa Ha cneunduyHN aBTOAHTUTENA € HYXXHO akTyanuavpaHe Ha KnacudukaumoHHUTe
Kputepumn 3a kateropumte “npecknepogepma’ n “H3CT".

B 3akntoueHune, nHTepnpeTaunaTa Ha KanunspoCKONCKUTE NPOMEHN ce peannsnpa B UANOCTEH KOHTEKCT
Ha KNUHWYHAaTa KapTuHa 1 pesyntatuTte oT NabopaTopHUTE U UHCTPYMEHTANHUTE N3CNeABaHUS.

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
2MHAT “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
phenomenon (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 capillaroscopic 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 evolution. Abnormal
“scleroderma” type capillaroscopic pattern has been established as a classification criterion for systemic
sclerosis (SSc) 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
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erythematosus, dermatomyositis, rheumatoid arthritis, including cases without evidence of overlap with
scleroderma. Appearance of such microvascular abnormalities 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.

BbBEPEYHU YBPEXOAHUA NPU CUCTEMHU PEBMATUYHU 3ABOJIABAHUA

M. HukonoBa

KnvHuka no Hedponorus, YMBAI ,,Cs. MB. Punckn® — Codhusi

lonsima yacT oT peBMaTuYHMTE 3a60oNABaHNSA ca C Bb3nanuTeneH reHesnc 1 MMaTt XpoH1YeH nporpecupaty
X0, M MHOTOOpraHHo 3acsiraHe. Bb6peunTe ca eauH OT NPULIENHUTE OpraHi KakTo Ha MMYHHOTO Bb3naneHue
Mpy CUCTEMHUTE peBMaTUYHK 3ab0MNsABaHKSA, Taka U Ha YBPeXOaHUA BbB BPb3ka C HexXenaHu eddekTu oT fe-
YEeHVEeTO U OT MpuApYXKaBawwuTe 3ab0nsBaHNA U CbCTOSIHUSA. BbOPEYHOTO 3acsraHe e CBbP3HO C MOBULLEHA
3a60n9eMOoCT M CMBPTHOCT M 61 MOITO Aa NPOMEHU xoda, NporHo3aTta Ha noasiexallaTta 6onecT U HeHOTO
neveHue. MpeactaBsame OCHOBHUTE TUMOBE GbOPEYHO 3acsAraHe Npu NauneHTn ¢ peBMaTuyHu 3abonsasaHus
TepaneBTUYHMSA Noaxoa npu TaX.

RENAL INVOLVEMENT IN SYSTEMIC RHEUMATIC DISEASES

M. Nikolova
Clinic of Nephrology, University Hospital Sv. Iv. Rilski — Sofia

The majority of systemic rheumatic diseases are inflammatory conditions with chronic progressive course
and multi-organ involvement. Kidneys are one of the target organs of immune-mediated changes, adverse
drug effects and comorbidities in such patients. Renal involvement is associated with increased morbidity
and mortality and could change the evolution, the prognosis of the rheumatic disease and its treatment. We
present the main types of kidney affection in rheumatic patients and the related therapeutic strategies.

COVID-19 U BbBPEYHO 3ACAIAHE

M. leHeBa-lNMonoga', Ct. MonoBa-benoga', Ct. AnumaHcka', M. CtoriyeBa-BbpTurosa?

'KnuHuka no peemartonorus, YMBAI ,Ceetu eopru®,

Kategpa no nponegeBTuka Ha BbTpellHu 6onectu, M®, MY — lNnosavs
2KnunHuka no nHdekumnosHn 6onectn, YMBAI ,Ceetu l'eopru®,

Kategpa no uHdpekunosnn n napasutHu onectn, M®, MY — Nnosgus

COVID-19, npuumHeH ot SARS-CoV-2, noBeae A0 pa3BUTME Ha NaHAEMUs], B KOSTO Hapeq CbC Cb3gane-
HUTE pecnupaTopHX Npobrnemu, ce NpPosiBUxa U KapauorormyHu, XeMaToNnorMyHU, CTOMALLHO-YPEBHN U OBbO-
peyHn ycnoxHeHus. Octpa 6bbpedHa HepgocTaTtbyHOCT (OBH) ce otkpuea npu 0,5-25% oT xocnuTanuaupa-
HuTe naumeHTn ¢ COVID-19 n npeacraensiBa oTpuuateneH NPorHOCTUYEH (hakTop 3a NpexrBsemMocTTa Ha
6onHuTe. MexaHnammTe Ha 6BLOPEYHO yBpeXAaHe He ca HAaMbIHO ACHW.

Llenta Ha npoy4yBaHETO € oLeHKa Ha 6bbpeyHaTa yHKuMs 1 pas3sutneto Ha OBH Ha 6onHu ¢ COVID-19,
nekyBaHu B YMBAJT ,Csetu 'eopru®, Nnoegue, 3a nepuoga 2021-2022 roguHa.
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ToBa e HabrtogaTenHo NPOCNEKTUBHO MPoy4YBaHe, BKIOYBaLLO criydam Ha COVID-19, xocnutanuavpanu B
PeBmatonorunyHa knunHuka, Cektop COVID-19, Ha YMBAIT ,Ceetu 'eopru®, Nnoeaus, 3a nepunoaa 2021-2022
roanHa. Cnea nognuceaHe Ha MHOPMMPAHO Chrnacue nauneHTuTe JOBPOBOSHO Ca BKIHOYEHU KaTo y4aCTHU-
um B npoekta Ha MY — Nnoegus, ,COVID-19 HUB — nHdopmaums, "HOBaLun 1 MMnieMeHTaums Ha uHTerpa-
TMBHU Hay4HM pa3paboTkm®. Ha BCcuYkn BONHM € CHEeTa UANoCcTHA aHaMHe3a, U3BbpPLUEH € MbJieH usnkaneH
npernea u ca n3crnegBaHn HEKONMKOKPATHO BbB BPEMETO MbJIHA KpbBHA KapTUHA, ypesi, KpeaTUHWH, NMUKOYHA
KMCernuHa, ankanHo-KMCENMHHO paBHOBECKE, YPUHHM aHanunan. CtaTnctnyeckata obpaboTka Ha JaHHU e Ha-
npaBeHa c kKOMMNOTbpHAa nporpama SPSS, v. 26, npu goctoBepHocT p < 0.05.

AHanuaupaxme 54 nauymeHTn Ha cpedHa Bb3pacT 56,8 roguHm (SD 8,1). OT 6onHute 36,6% ca c aHam-
Hes3a 3a XpOHU4YHO ObOpeYHO 3abonsBaHe, 3a KOETO Ce NIeKyBaT OT CMeLManucT. YCTaHOBUXME NpepeHarHa
asotemusa npu 25,92%, octpa TybynHa Hekpo3a B KOHTeKCTa Ha cencuc B 16,66%, passutue Ha OBH c
HeobXxo4MMOCT OT XeMoAManuaHo redenne npu 3 naunentn (5,55%). loknagsame npoteHypusa npm 68,9%
n xematypus npu 59,4% ot nauyueHTuTe. MNauneHTun, kouto ca passunm OBH no BpeMe Ha BONHUYHMSA Npe-
CTOW, Ca C NO-BUCOKN CTOMHOCTU Ha C-peakTUBEH NpOTeuH, NakTaT gexuaporeHasa n D-gumep, no-TexKo
6enogpobHo yBpexaaHe.

Xvnosonemusita U gexmgparaumsita ca YecTa npuuMHa 3a npepeHanHa asotemus npu GonmHute C
COVID-19. bonnute, passunun OBH, nmat no-nowwa nporHo3a n 6aBHO ce Bb3CTaHOBSABAT.

(Pesyntatu ot npoekt Ha MY — lNnosgus ,,COVID-19 HUB — nHdopmauus, nHoBauum n umnnemeHTaumns
Ha WHTErpaTuBHU Hay4HU paspaboTtkun®, ®oHp ,HayyHn nscnegsanms®, 2021 r., ¢ pbkoBoguTen npod. o-p M.
CronyeBa-BbpTurosa, omH)

COVID-19 AND KIDNEY INVOLVEMENT

M. Geneva-Popova', St. Popova-Belova', St. Alimanska', M. Stoycheva-Vertigova?

'Clinic of Rheumatology, UMHAT “Sv. George”,

Department of Propaedeutics of Internal Diseases, MF, MU — Plovdiv
2Clinic of Infectious Diseases, “Sv. George” UMHAT,

Department of Infectious and Parasitic Diseases, MF, MU — Plovdiv

COVID-19, caused by SARS-CoV-2, led to the development of a pandemic in which, in addition to
the respiratory problems it caused, also cardiac, hematological, gastrointestinal and renal complications
manifested. Acute renal failure (ARF) was found in 0.5-25% of hospitalized patients with COVID-19 and it is
a negative prognostic factor for patient survival. The mechanisms of kidney damage are not completely clear.

The purpose of the study was to assess the renal function and development of ARF in patients with
COVID-19, treated at “Sv. George” General Hospital, Plovdiv, for the period 2021-2022.

Thisis an observational prospective study, including cases of COVID-19, hospitalized in the Rheumatology
Clinic, COVID-19 sector of “Sv. George” General Hospital, Plovdiv, for the period 2021-2022. After signing
an informed consent, patients are voluntarily included as participants in a project of the MU — Plovdiv,
“COVID-19 HUB - information, innovations and implementation of integrative scientific developments”. All
patients were assessed for a complete history, a complete physical examination was performed, and a
complete blood count, urea, creatinine, uric acid, alkaline-acid balance, and urine analyzes were evaluated
several times over time. Statistical data processing was done with the computer program SPSS, v. 26, at
reliability p < 0.05.

We analyzed 54 patients with a mean age of 56.8 years (SD 8.1). Of all the patients, 36.6% have a
history of chronic kidney disease, for which they are being treated by a specialist. We found prerenal azotemia
in 25.92%, acute tubular necrosis in the context of sepsis in 16.66%, development of ARF with the need
for hemodialysis treatment in 3 patients (5.55%). We report protenuria in 68.9% and hematuria in 59.4% of
patients. Patients who developed ARF during hospital stay had higher values of C-reactive protein, lactate
dehydrogenase and d-dimer, more severe lung damage.
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Hypovolemia and dehydration are common causes of prerenal azotemia in patients with COVID-19.
Patients who develop ARF have a poorer prognosis and slow recovery.
(Results of the project of MU — Plovdiv “COVID-19 HUB - information, innovations and implementation
of integrative scientific developments”, “Scientific Research” Fund, 2021, headed by Prof. M. Stoycheva-
Vertigova, PhD)

COVID-19-ACOLMNPAH BACKYIIUT

M. leHeBa-lMonoga', Ct. MonoBa-benoga', Ct. AnumaHcka', M. CtoriueBa-BbpTurosa?

'KnuHuka no pesmatonorus, YMBAJT ,Ceetu 'eopru®,

Kategpa no nponegeBTuka Ha BbTpellHu 6onectn, M®, MY — lNnosave
KnvHuka no nHgekumosHm 6onectn, YMBAIJT ,Csetu leopru®,

?KaTteapa no nHgekumosHu 1 napasmtHu 6onectn, Md, MY — MNnoeave

CseToBHaTa 3apaBHa opraHm3auus obssu kpan naHgemusaTa ¢ COVID-19. Bbnpeku ToBa BCe OLLe ce cpe-
LiaT cnopagmnyHmn criyvyau, KOMTO KbCHO Ce AMarHOCTMLMpaT Unu nNpeacraBnsaBaTt 3HauMTernHo audepeHumarn-
HOAMArHOCTUYHO TbpCeHe. B KNMMHNYHATa NpakT1ka NauneHTn ¢ BaCKyJIMT Ce HAaco4BaT OCHOBHO KbM peBMaTo-
nornyHa unu gepmMaTonornyHa npakTuka, Tbi Kato TOW Har-4eCcTo ce acoummpa ¢ aBTOMMYHHU 3abonsiBaHus,
WHPEKUMU, NHTOKCMKauumn n TpaBmu. Crnoped nutepaTtypHu AaHHU NeBKOUMTOKNacTu4HuAT sackynut (LCV),
IgA BackynutbT 1 ANCA-acoummpaHnTe BackynmTu ca 4ecTo CBbp3aHu ¢ naumeHTtn ¢ COVID-19.

Llenta Ha npoy4BaHeTO € oueHKa Ha pa3BuTMe Ha Backynut npu 6onHu ¢ COVID-19, nekyBaHn B YMBAII
,CBetun 'eoprn“ — MNnoegue, 3a nepuoga 2021-2022 rognHa.

ToBa e HabntogaTenHo NPOCNEKTUBHO MPoy4YBaHe, BKIOYBALLO criydam Ha COVID-19, xocnutanuavpanu B
PemaTonornyna knuHuka, Cektop COVID-19, Ha YMBAIJT ,,.Ceetu N'eopru®, Nnoeaus, 3a nepuoga 2021-2022
roguHa. Cnep nognuceaHe Ha MHPOPMUPAHO Chrnacue NaumeHTUTe JOBPOBOMHO Ca BKIKYEHUN KaTo y4aCTHU-
um B npoekta Ha MY —lNMnosagus, ,COVID-19 HUB — nHdopmauuns, nHosaumm n UMnaeMeHTaumnsa Ha nHterpa-
TUBHM Hay4HM paspaboTkn®. Ha BCMYkM BONHM € CHeTa UsanocTHa aHaMHesa, U3BbpLUEH € MblieH dousnkaneH
npernea u ca n3crnefBaHn HEKONKOKPATHO BbB BPEMETO MbJIHA KpbBHA KapTUHA, BUOXMMUYHW, CEPONTOTUYHN 1
MMYHOMNOIrMYHM nokasartenu. Ctatuctudeckarta obpaboTka Ha JaHHUTE e HanpaBeHa C KOMMIOTbPHA NporpamMa
SPSS, v. 26, npu goctoBepHocT p < 0.05.

AHanusnpaxme 54 nauueHTn ¢ gokasaH ceponormyHo COVID-19, Ha cpegHa Bb3pacT 56,8 roanHu
(SD 8,1), nekyBaHu B KnuHukaTta. o Bpeme Ha npectos — mexay 3 n 10 geH npu 4 6onnu (7,40%), yc-
TaHoBUXMe Andpy3eH epuTema mMakynonanynoseH obpvB 1 epo3nBHa Xunepemusi, Ha Mecta ¢ 6an Hanen
Ha opanHaTta mykosa, npu 3 (5,5%) po3oBu-4yepBeHM nannupyemu nanynu u Beaukynu, npu 6 (11,1%)
cbpbsaL, Makyno-nanyno3eH obpuB BbpXy epuTeMHa MOBbPXHOCT. Bcuykn 60MHM MMaxa BUCOKO HMBO Ha
ocTpoasoBu peaktaHTu, npun 6 (11,1%) oT TAX Ce No3uTUBMPaxa aHTUHYKeapHU aHTuTena, npu 4 6onHu
(7,40%) nmaxa MHOTO BMCOKO HMBO Ha MMYHOrnobynuH A B cepyM. N3BbH HabnogaBaHWTe B NPOyYBaHETO
nauneHTn B KnuHunkarta no peemaronorusi 3a nepuog oT 12 meceua cnen npebonegysaHe ot COVID-19
HabnogaBaxme 4 naumMeHTn, KOMTO pas3Buxa Krnacmyecka KNnHUYHa KapTuHa u ceponornyHo bele goka-
3aH ANCA-acoummpaH BacKysuT.

Cnopeqn nuTepaTypHUTE U3TOYHULM €HOO0TENHO Bb3naneHne, anonto3a v QUCHYHKUUS, Bb3HUKBALLU NP
naumeHTn ¢ COVID-19, ce abmkaTt Ha nHdEKLMATa, OKCUAATUBHUSA CTPEC, XMMNOKCUATa U TOKCUHUTE. Hatpyn-
BaHE Ha Bb3MNanuTesTHU KNEeTKN U BUPYCHM YacTuum B eHgoTena Ha 6onHute ¢ COVID-19 Boan 0o Backymnur,
KOWTO M3NCKBA NPOLBIMKUTENHO MMYHOCYMNPECKBHO NEYEHNE C HESICEH M3XOA.

(Pesyntatu ot npoekt Ha MY — Nnoegue ,COVID-19 HUB — nHcdopmaums, nHoBaumm n umnieMeHTauus
Ha MHTEerpaTMBHU Hay4HW paspaboTkn”, ®oHa ,HayuHu nscnegpanus®, 2021 r, ¢ pvkoBoamTen npod. a-p M.
CronyeBa-BvpTurosa, omH)
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COVID-19-ASSOCIATED VASCULITIS

M. Geneva-Popova', St. Popova.-Belova', St. Alimanska', M. Stoycheva-Vertigova?

'Clinic of Rheumatology, UMHAT “Sv. George”, Department of Propaedeutics of Internal Diseases,
MF, MU — Plovdiv

2Clinic of Infectious Diseases, UMHAT “Sv. George”, Department of Infectious and Parasitic Diseases,
MF, MU — Plovdiv

The World Health Organization has declared the end of the COVID-19 pandemic. However, there are
still sporadic cases that are late diagnosed or represent a significant differential diagnostic search. In clinical
practice, patients with vasculitis are mainly referred to rheumatology or dermatology practice, as it is most
often associated with autoimmune diseases, infections, intoxications and traumas. According to literature,
leukocytoclastic vasculitis, IgA vasculitis, and ANCA-associated vasculitis are frequently associated with
patients with COVID-19.

The purpose of the study is to assess the development of vasculitis in patients with COVID-19, treated in
the “Sv. George” General Hospital, Plovdiv for the period 2021-2022.

This is an observational prospective study, including cases of COVID-19, hospitalized in the Rheumatology
Clinic, COVID-19 sector of “Sv. George” General Hospital Plovdiv for the period 2021-2022. After signing an
informed consent, patients are voluntarily included as participants in a project of the MU — Plovdiv “COVID-19
HUB - information, innovations and implementation of integrative scientific developments”a. All patients
were evaluated for their complete history, a complete physical examination was performed, and a complete
blood count, biochemical, serological and immunological indicators were evaluated several times over time.
Statistical data processing was done with the computer program SPSS, v. 26, at reliability p < 0.05.

We analyzed 54 patients with serologically proven COVID-19, mean age 56.8 years (SD 8.1), treated in the
clinic. During the stay — between days 3 and 10 in 4 patients (7.40%) we found diffuse erythema, maculopapular
rash and erosive hyperemia, in places with a white plaque on the oral mucosa, in 3 (5.5%) pink-red palpable
papules and vesicles, in 6 (11.1%) an itchy maculo-papular rash on an erythematous surface. All these patients
had a high level of acute phase reactants, 6 (11.1%) of them had positive Antinuclear Antibodies, 4 patients
(7.40%) had a very high level of immunoglobulin A in serum. Out of the patients observed in the study, in the
Clinic of Rheumatology over a period of 12 months, after relapse from COVID-19, we observed 4 patients who
developed a classic clinical picture and serologically proven ANCA-associated vasculitis.

According to the literature, endothelial inflammation, apoptosis and dysfunction occurring in patients with
COVID-19 are due to the infection, oxidative stress, hypoxia and toxins. Accumulation of inflammatory cells
and viral particles in the endothelium of patients with COVID-19 leads to vasculitis, which requires long-term
immunosuppressive treatment with an unclear outcome.

(Results of the project of MU — Plovdiv “COVID-19 HUB - information, innovations and implementation
of integrative scientific developments”, “Scientific Research” Fund, 2021, headed by Prof. M. Stoicheva-
Vertigova, PhD)

BUCOKO®PPEKBEHTHA YNTPACOHOIPA®UA MPU NOJIMMUATITUA PEBMATUKA
B BbJIFTAPCKATA nonynAuus

J1. MekeHsiH, P. KapanunoBa, A. BatanoB

KnuHuka no peematonorusi, YMBAI ,Kacnena“, Kategpa no nponegesTuka Ha BbTpeLLHUTe GonecTu,
MeguunHckn yHuBepcuTeT — [noeams

[OnarHoCTMYHUAT Npouec Npu naumMeHTUTe ¢ nonuMmuanrus peematuka (MMP) e 3aTpygHeH nopagum nun-
caTta Ha cneumUYHN KITMHUYHK Npu3Haun, nabopaTopHM nokas3aTtenu unv yTBbpAeHW o6pasHyu MEeTOAM.
Pegunua 3abonsBaHus, BKMOYUTENHO Bb3NanuTeNHN PeBMaTUYHM U aBTOMMYHHW, EHOOKPUHOMNATUKN, HEBPO-
nornyHmn 6onectu, MHOEKL MM 1 3roKadecTBeHn npouecu, morat aa umutupat NMP. OceeH ToBa NMP moxe
4a ce NposiBU KaTo CaMOCTOATENHO 3abonsiBaHe, HO HEPSAOKO Ce acouumpa C rMraHTOKNeTbYEH apTepumnT
(GCA). Mpes nocnegHnTe roanHun, bnarogapeHne Ha CbBpeMEHHUTE 0OpasHM MeToau KaTto BUCOKodpe-
KBeHTHa ynTpacoHorpadua (HFUS) n no3auTpoHHO-eMUCMOHHA ToMorpadusi ¢ KOMNITbPHA Tomorpadus
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(PET-CT), ce nocTurHa CbLUeCTBEH NPOrpec B M3y4aBaHETO Ha NatoaHaTOMW4YHUA cybcTpaT Ha bonecTTa.
[ocera HaMa npoBeAeHn Npoy4vBaHWs B ObnrapckaTta nonynauusi, KouTo Aa uscnegBaT OUarHOCTUYHUTE
Bb3MOXHOCTM Ha HFUS npwu nauyuenTn ¢ NMP.

B HacTosilaTa npeseHTaums ce NpeactaBAT AaHHUTE OT LOKTOpCKa mporpama, u3crneqpalla CTaBHOTO,
NepuCcTaBHOTO U CbAOBOTO aHraxupaxe npv nauneHTtun ¢ NMP nocpegcteom HFUS.

HIGH-FREQUENCY ULTRASONOGRAPHY IN POLYMYALGIA RHEUMATICA
IN THE BULGARIAN POPULATION

L. Mekenyan, R. Karalilova, A. Batalov

Rheumatology Clinic, University Hospital ,Kaspela”, Department of Propedeutics of Internal Diseases,
Medical University — Plovdiv, Bulgaria

The diagnostic process in patients with polymyalgia rheumatica (PMR) is difficult due to the lack of specific
clinical signs, laboratory markers or established imaging methods. A number of diseases, including inflam-
matory rheumatic and autoimmune, endocrinopathies, neurological diseases, infections and malignancies,
can mimic PMR. In addition, PMR can occur as a separate disease but is frequently associated with giant cell
arteritis (GCA). In recent years, thanks to modern imaging methods such as high-frequency ultrasonography
(HFUS) and positron emission tomography with computed tomography (PET-CT), significant progress has
been achieved in studying the pathoanatomical substrate of the disease. So far, no studies have been con-
ducted in the Bulgarian population to investigate the diagnostic possibilities of HFUS in patients with PMR.

In the current presentation, we will present the results from a doctoral degree program, which aimed to
assess articular, periarticular and vascular involvement in patients with PMR using HFUS.

THE LINK BETWEEN ADULT AND PEDIATRIC RHEUMATOLOGY — HOW CAN ADULT
RHEUMATOLOGISTS HELP PEDIATRIC PATIENTS AND COLLEAGUES WITH THE
HELP OF TELEMEDICINE

0. Janev', B. Pecanova', V. Karanfilovski?, B. Gjurkova? M. Neshkovska?, K. Maneva?,
L. Damjanovska®

'Rheumatology Clinic — Skopje, North Macedonia
2Pediatric Clinic — Skopje, North Macedonia
3Nephrology Clinic — Skopje, North Macedonia

Pediatric rheumatology is one of the youngest medical specialties which is still not developed especially
in small and underdeveloped countries Although had published articles and monographs on various aspects
of rheumatic diseases in children during the nineteenth and early twentieth century, the formal inauguration
of the specialty took place in 1976 when the first conference was organized in USA. Nowadays in USA exists
a residency program which combines adult and pediatric rheumatology, which is a very nice cohesion of
pediatric and internal medicine, which is an not only ofimmense help of pediatric patients and their families but
also allows a smooth transition of the young patients to adult medicine and adulthood in general. The aim of
this lecture is to give an example how adult rheumatologists can help pediatricians in their countries to practice
rheumatology through the immense openhearted help and expertise of world experts who are examining
the patients with us, via telemedicine. During this 4 year work with experts from 5 countries along with their
teams, we have diagnosed and treated more then 40 patients. Most of the diagnosis were ommon rheumatic
diseases, juvenile idiopatic arthritis, systemic lupus, but there were few rare cases with rare autoinflammatory
diseases like recurrent pericarditis, chronic nonbacterial osteomyelitis, hiperimmune immunoglobulin D
syndrome, Sweat’s syndrome, Vogt-Koyanagi-Harada syndrome and others. Together with the colleagues of
the pediatric unit, we are still learning and slowly improving, with the help of the world renown experts and the
help of Pediatric Rheumatology European Society (PReS)
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MHTErPALUUA HA OAHHUTE OT EJIEKTPOHHUTE 30PABHU NOCUETA
B PEBMATOJIOTUATA

H. Kupunos', E. Buwod?

"MeguuuHckn dpakyntet, MeamumHcku yHuBepcuteT — NneseH
2MeguumHckn dakynTert, Bypracku yHusepcuteT ,[-p A. 3natapos” — Byprac

XPOHUYHUAT X04 U ObNroroAnWLHOTO HabnogeHne Ha nauneHTnTe ¢ peBMaTnyHn 60nectn n3nckeaT UHO-
BaTUBHU PELUEHUS U U3MNON3BaHe HA Bb3MOXHOCTUTE Ha AUTMTanHUTE CUCTEMM.

[aHHUTe 3a NauneHTn B pearnHo BpeMe ce ONpenensT KaTo MHdopmaLms, KOSTO ce NpeaocTaBsl BegHa-
ra cneq cubvpaHeTo unu nony4vyaBaHeTo. Te 3aBUCAT OT obpaboTkaTa Ha ronsm 6pon cbOUTUS K NoTOLM OT
MHopMaUna 1 NpeacTaBnaBaT NPEeAn3BUKATENCTBO 3a anropuTMmMTe 3a MalUMHHO obyveHne nopagu cBos
obeM, CKOpOCT 1 pasHoobpasme OT N3TOUHMULM.

WHTerpupaHeTo Ha AaHHUTE OT eNEeKTPOHHUTE 34paBHM JOCKMETa B peariHo BpeMe € KIH04YOB MOMEHT 3a
nogobpsiBaHe Ha Ka4eCTBOTO Ha NPELOCTaBAHWTE 30paBHU rPUXKK B peBmaronoruaTta. HezabaBHuAT gocTtsn
00 UHdopmaums 3a NaumeHTa, kaTo Hanpumep MeguuMHCKa UCTOPUS, OuarHo3u, NiekapcTea, aneprum u pe-
3ynTaTu OT TECTOBE U BbMNPOCHULIM, NO3BOMNSABA Ha 34paBHUTE cneunanuct Aa B3eMar 6bp30 KNUMHUYHK peLle-
HUS. ENEKTpOHHNTE 3apaBHU 3anmcy HEMPEKbCHATO Ce akTyanuamparT C HOBa MHAOpMaLuus, KOATO rapaHTmpa,
Yye JOCTaBYMLMTE Ha 30paBHM YCNyry pasnonarat ¢ Han-HoBUTE JaHHM 3a 30PaBOCITIOBHOTO CbCTOSIHNE Ha na-
uueHTa. ToBa Moxe aa 6bae ocobeHOo BaXKHO 3a CpaBsSHETO C peBMaTUYHUTE 3abonsBaHud. [JaHHW B peanHo
BpEME, reHeprpaHn OT NPEHOCKMMM YCTPOWCTBA U UHCTPYMEHTU 3a ANCTaHUMOHHO HabnogeHne, morat aa ob-
4aT UHTerpvMpaHu B eNeKTpoHHMSA 30paBeH 3anvc. ToBa NO3BoSsABa Ha 34paBHUTE CIYXXUTENN Aa Habnogasat
XU3HEHWTE noKas3aTenu Ha NauneHTuTe, HMBaTa Ha akTUBHOCT M ApYrv 34paBHU NOKa3aTenu B peanHo Bpeme,
KOETO € BaXHO 3a NauMEHTUTE C XPOHMYHN peEBMATUYHN 3abonaBaHung.

[daHHuTe B pearnHo Bpeme ca OT pellaBallo 3HayeHve B TenemeavumHarta u BuptyanHuTe npernegu. lNa-
LMEHTUTE M NekapuTe MoraT Aa cnogensit uHopmaumsi 1 a KOMyHUKMpaT B peasiHo Bpeme, 40pU KoraTto ca
oTAaneyveHu eavH ot apyr. [laHHuTe B peanHo Bpeme Morat a MHopmMupar naumeHTuTe Ypes naumeHTCKm
nopTanu 3a eneKkTpoHHW 34paBHM 3anucu. ToBa faBa Bb3MOXHOCT Ha NaLMeHTUTe akTUBHO Aa Habnogasar 1
ynpaBnsBaT 34paBeTo CU 1 Aa KOMYHUKMPAT CbC CBOSI NEKyBaLL, eKun.

INTEGRATION OF REAL-TIME DATA FROM THE ELECTRONIC HEALTH
RECORDS IN THE RHEUMATOLOGY

H. Kirilov', E. Bischoff?

'Faculty of Medicine, Medical University — Pleven
2Faculty of Medicine, Burgas University “Dr. A. Zlatarov” — Burgas

The chronic course and long-term monitoring of patients with rheumatic diseases requires innovative
solutions and capabilities of digital systems.

Real-time patient data is defined as information that is made available immediately after collection or
receipt. It depends on processing a large number of events and data streams and present a challenge to
machine learning algorithms due to their volume, speed, and variety of data sources.

The integration of real-time data from electronic health records is a key aspect of improving the quality of care
provided in rheumatology. Instant access to patient information, such as medical history, diagnoses, medications,
allergies, tests and questionnaire results, enables healthcare professionals to make clinical decisions quickly.
Electronic health records are constantly updated with new information, ensuring that healthcare providers have the
most up-to-date data on a patient's health status. This can be particularly important in dealing with rheumatological
diseases. Real-time data generated by portable devices and remote monitoring tools can be integrated into the
electronic health record. This allows health care providers to monitor patients' vital signs, activity levels and other
health indicators in real time, which is important for patients with chronic rheumatic diseases.

Real-time data is crucial in telemedicine and virtual visits. Patients and doctors can share information
and communicate in real time, even when they are far apart. Real-time data can inform patients through
electronic health record patient portals. This enables patients to actively monitor and manage their health and

communicate with their healthcare team.
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NMOCTEPU

YNTPACOHOIPA®CKU YCTAHOBEHA, CbMHUTEJIHA 3A METACTA3A JNIE3UA —
KNOYOBA MNMPU NOCTABAHETO HA IMATHO3A KAPLMHOM HA NAHKPEACA,
NPU NALUMEHT C AbNIrOroanLEH NCOPUATUYEH APTPUT, C YNOPUTA BOJIKA
B OBJIACTTA HA NABOTO PAMO — ONMUCAHME HA KITMHUYEH CNYYAHU

T. CanyHgxueBa'?, K. Knunkanos'?, J1. CanyngxueB'?, M. Mutes?, A. Batanos'?

'KaTtegpa no nponeneBTvKka Ha BbTpellHuTe 6onectu, MeguumHckm dakyntet, MegnumHckn yHuBepcuteT — Nnosaus
20O1geneHue no peemaronorus, YMBAI ,Mbnmen” — Mnoeave
SKnuHuka no pesmatornorus, YMBAI ,Kacnena“ — MNnoeavs

MpencTaBsiMe KIMMHUYEH Criyyar Ha 78-roguileH MbX ¢ NcopuatudeH apTput, Ha 6asucHa Tepanusi ¢ Me-
ToTpekcaTt B npoabrikeHne Ha 30 roguHu, KOMTO noctbnea B OTaeneHneTo no pesmaronorna Ha YMBAIJI
"Mbnmen” Nno noBoa Ha nosiBUNa ce nNpeaun okono Mecew 1 nonosunHa 6onka B nABata pameHHa obnacrt. MNaun-
EeHTBbT cbobLwaBa 1 3a pegykums Ha 10 kmnorpama npes nocnegHute 3 mecela, 6esaneTnTve n necHa ymopa,
OBa enunsoda Ha TpombodnedbuT 1 eguH Ha 6enogpobHa Tpomboembonusa Npes nocnegHarta roanHa.

OT hm3aunkanHOTO nM3cnedBaHe ce YCTaHOBM MEKOTbKaHHa, bonesHeHa chopmaums B obnactra Ha guctan-
Ha TpeTa Ha NnsiBa knaBuKyna, Npu 3anaseH o6eM Ha NacuUBHU U aKTUBHW ABWXKEHMWS B NsiBaTa paMeHHa CcTaBa.
OT napaknuHU4HUTEe M3CneaBaHus ce OTKpMBaT aHEMUYEH CUHOPOM, MOBULLEHW CTOMHOCTM Ha anda-amu-
nasa, rama-rnytamuntpaHcdepasa u neTkpaTHO 3aBULLEH KapuuHoembpuoHaneH aHTureH. OT npoBegeHaTta
MYCKYJTHO-CKereTHa ynTpacoHorpadumsi Ha gray scale ce yCTaHOBM MEKOTbKaHHa Maca C XeTeporeHHa, npe-
OVIMHO XUMOEXOreHHa CTPYKTYypa, C HanpeveH pa3mep OKoro 3 CM, U3xoxaalla oT guctanHaTa TpeTa Ha nsBa-
Ta KNaBWKyna, ¢ NPeKbCBaHe Ha KOCTHUS KOHTYP, C U3KITHOYMTENHO MHTEH3MBEH JOMMEPOB CUrHarn, CycnekTHa
3a MeTacrtasa. Ha peHTreHorpadmsita Ha nsiBata paMeHHa obnacT, onncaHa KaTo HopMariHa OT PeHTreHornora,
ce BUAst ANCKPETEH KOCTEH AedekT B obrnacTTa Ha gucTanHaTa 4acT Ha ngaeaTta knasukyna. [Nynmorpadusrta
Gele 6e3 naTonorMyHyM Haxogku. MNauyneHTbT Gelle HacoYeH KbM racTPOEHTEPOSIOrN, KbAETO NpU KopeMHaTa
exorpadumsi ce ycTaHOBM hopmaums, nsxoxgalla oT rnaBarta Ha naHkpeaca, KosaTo Brnocrneactesune delle Be-
pucmumpaHa oT npoBegeHaTa KoMMTbpHa Tomorpadus. MNauneHTsbT ce HacouM 3a XMCTOMNOMMYHa OLeHKa Ha
nesusTa 4ypes3 coHorpadyCkm HacoveHa OMoncus Ha rmaBaTa Ha naHkpeaca.

ULTRASOUND-DETECTED LESION, SUSPICIOUS OF A METASTASIS — A KEY
TOWARD ESTABLISHING THE DIAGNOSIS OF A PANCREATIC CANCERIN A
PATIENTS WITH A LONGSTANDING PSORIATIC ARTHRITIS, PRESENTING
WITH A PERSISTENT PAIN IN THE LEFT SHOULDER — A CASE-REPORT

T. Sapundzhieva'? K. Klinkanov'?, L. Sapundzhiev'?, M. Mitev?, A. Batalov'?®

'Department of Propedeutics of Internal Diseases, Medical Faculty, Medical University — Plovdiv
2Rheumatology Department, University Hospital ,Pulmed” — Plovdiv
3Rheumatology Clinic, University Hospital ,Kaspela“ — Plovdiv

We are presenting the case-report of a 78-year-old man with psoriatic arthritis, on methotrexate treatment
for 30 years, who was admitted to the Rheumatology Department of University Hospital Pulmed for pain in
the left shoulder, which had started 1.5 month ago. The patient reported 10 kg weight reduction during the
last three months, a loss of appetite and fatigue, two episodes of thrombophlebitis and one of pulmonary
thromboembolism during the last year. The physical examination revealed the presence of a soft-tissue
tender mass in the distal third of the left clavicle, with a normal range of active and passive left shoulder joint
movements. From the laboratory tests — anaemia, increased values of alpha-amylase and gamma-glutamyl
transpeptidase, and five times increase in the values of the carcinoembryonic antigen. Musculoskeletal
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ultrasound examination on grey scale detected a soft-tissue mass with a heterogenous, but predominantly
hypoechoic echotexture, with a transverse diameter of 3 cm, originating from the distal third of the left clavicle,
with a bony defect, and an extremely intensive power Doppler signal, suspicious of a metastasis. The X-ray
image of the shoulder region, described as a normal one by the radiologist, showed a discreet bony defect in
the region of the distal part of the left clavicle. The lung X-ray did not reveal any pathologic lesions. The patient
was referred for a consultation with a gastroenterologist who performed an abdominal ultrasound, detecting
a mass, with a possible origin from the head of the pancreas, which was later on verified on a computed
tomography. The patient was referred for a histological assessment of the lesion by an ultrasound-guided
biopsy of the head of the pancreas.

TEXKA AKPOOCTEOJIN3A C KITMHUYHA U3ABA HA MYTUJTUPALL APTPUT
NP NAUUEHTKA C NMbPBUYEH XUMNEPMAPATUPEOUON3DBM -
KNMUHUYEH CNYYAU

T. CanyHpkueBa'?, K. KnuikaHoB'?, J1. CanyHgxueB'?, M. MuTtes?, A. Baranos'?

'KaTtegpa no nponeneBTyka Ha BbTpellHuTe 6onectu, MeguumHckm dakyntet, MeanumMHckn yHuBepcuteT — MNnosaus
20OtneneHue no pesmatornorus, YMBAJT ,Mbnmen” — Mnoesaus
SKnuHuka no pesmaronorusi, YMBAJ ,Kacnena“ — MNnoeave

MbpBUYHMAT xmunepnapatupeonamndbM (MXMT) yecTo ce o6¢cbxaa B audepeHumManHoanarHoCTUYHO OT-
HOLLEHME NPV NauMeHTN CbC CbMHEHME 3a BTOPMYHa OCTEONOPO3a, KaTo TeXKaTa OCTeonopo3a C MHOXECTBO
naTonorMyHM pakTypy YecTo e MbpBa KMNMHUYHA n3sBa Ha 3abonsasBaHeTo. MyTunupawmaT atput (arthritis
mutilans) ce Habnogasa npu peavua peBMaTtuyHu 3abonsiBaHus, Hak-4eCcTo Npy peBMaTonaeH 1 ncopuaTm-
YeH apTpuT, NPV IOBEHWUMNEH MAMONATUYEH apTPUT, HO € ONUCaH N NPU CUCTEMEH TyMyC, CUCTEMHa CKMNepoasa,
MYNTULEHTPUYHA PETUKYNOXMCTUOLMTO3a 1 peauua apyrm 3abonssaHus. CbluecTByBaT JoKasaTencraa, ye
cybnepuocTanHarta 1M cybxoHgpanHata KocTHa pesopbunsa, Habnogasanu npu MNXIMT, moraT ga vHgyumpar
T.Hap. ,OCTEOreHeH CMHOBUT®, KOWTO BNOCNEACTBUE Aa AOBeAe A0 Pa3BUTUETO Ha BTOPUYEH OCTEOApPTPUT C
KOCTHM gechopmauum.

Onunceame KNUHWMYEH Crny4val Ha nauMeHTka, MbpBoHaYanHo guardoctuumpana c MXMT, koATo KNUHUYHO
ce npecTaBs C MyTUNUpaLL apTpUT Ha CTaBWUTe Ha pbLeTe, kaTo obckXKaame Janu TexkaTa akpoocTeonusa
€ 135Ba Ha eHJoKpuHonaTmsaTa, Unv nMa naparnernHo pa3smBaLlo Ce HeAMarHoCTMLMPaHO A0 MOMEHTa Bb3na-
NUTENHO cTaBHO 3abonsBaHe.

SEVERE ACRO-OSTEOLYSIS MIMICKING ARTHRITIS MUTILANS IN A PATIENT
WITH PRIMARY HYPERPARATHYROIDISM — A CASE-REPORT

T. Sapundzhieva'? K. Klinkanov'?, L. Sapundzhiev'?, M. Mitev?, A. Batalov'®

'Department of Propedeutics of Internal Diseases, Medical Faculty, Medical University — Plovdiv
2Rheumatology Department, University Hospital ,Pulmed” — Plovdiv
3Rheumatology Clinic, University Hospital ,Kaspela“ — Plovdiv

Primary hyperparathyroidism (PHPT) should be considered in the differential diagnosis of a patient
with suspected secondary osteoporosis, and severe osteoporosis with multiple fractures is frequently the
first clinical manifestation of the disease. Mutilating arthritis (arthritis mutilans) can be part of the clinical
presentation of a number of rheumatic diseases — most commonly seen in psoriatic and rheumatoid arthritis,
juvenile idiopathic arthritis, but also in systemic lupus, systemic sclerosis, multicentric reticulohistiocytosis
and a number of other diseases. Evidence exists that subperiosteal and subchondral bone resorption, seen
in PHPT, could induce the so-called Osteogenic synovitis, which could eventually lead to the development of
a secondary osteoarthritis with bone deformities. Here, we are presenting a case-report of a patient, initially
diagnosed with PHPT, which presented with mutilating arthritis of the finger joints, discussing whether the
sever acro-osteolysis is a manifestation of the endocrinopathy, or a there is a co-existence of undiagnosed
inflammatory joint disease.
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NMPEKPATABAHE HA TEPAMNMWATA W EQEKTUBHOCT HA BAPULIUTUHUDB
NP PEBMATOUAEH APTPUT CINOPEL Bb3PACTTA HA NMALUUEHTA

WU NPEOULUHA TEPANUA: BAHHU OT EBPOMEWUCKATA KOXOPTA

HA NMPOYYBAHETO RA-BE-REAL 3A 2 TOAUHN

R. Alten’, G. R. Burmester?, C. J. Edwards?, E. G. Favalli4, I. de la TorreS, K. J. Ng5, E. Haladyj®, J. Gerwiens,
L. Zaremba-Pechmanné, B. Fautrel”?, D. Mihaylov (Non-author presenter)®

'Schlosspark Klinik, Department of Internal Medicine and Rheumatology — Berlin, Germany

2Department of Rheumatology and Clinical Immunology, Charité Universitatsmedizin — Berlin, Berlin, Germany
3NIHR Southampton Clinical Research Facility, University Hospital Southampton, NHS Foundation Trust —
Southampton, UK

“Department of Clinical Sciences and Community Health, Research Center for Adult and Pediatric Rheumatic
Diseases, University of Milan — Milan, Italy

SEli Lilly and Company — Indianapolis, IN, USA

SHaaPACS GmbH — Schriesheim, Germany

’Sorbonne Universite — APHP, Pitie Salpetriere Hospital, Department of Rheumatology —Paris, France
8Pierre Louis Institute of Epidemiology and Public Health, INSERM UMRS 1136 — Paris, France

SEli Lilly (Suisse) S.A. — Sofia, Bulgaria

BapuuntnHunb (BARI), nepopaneH cenektuseH JAK1/2 nuxmbutop, e ogobpeH 3a nevyeHne Ha Bb3-
pacTHM C YMEPEHO TexXbK A0 Texbk peBmatomaeH aptpuT (RA). RA-BE-REAL e 3-roguwHo, npogbri-
aBallo n B MOMeHTa, obcepBaLUMOHHO Npoy4yBaHe npu nauneHTn ¢ RA, 3anousawm BARI unu konto
1 oa e gpyr 6unonornyeH unu TapretTeH CUHTeTM4YeH 6onecT-NnpoMeHsL, aHTUpeBMaTUYeH MeguKamMeHT
(b/tsDMARD).

LlenTa e ga ce goknageat npekpaTtsaBaHe Ha TepanuaTa u ehekTUBHOCT Npu naumeHTn ¢ RA, nonyyaeaim
BARI nnn b/tsDMARD, cnopea Bb3pacTtta u npeauviiHa ynotpeba Ha b/tssDMARD, B Espona.

B npoy4BaHeTo ca BkntoveHn nauneHTn ¢ RA, 3anousawm nevexHme ¢ BARI 2 unu 4 mg (koxopta A) unm
kovito u ga e b/tsDMARD (koxopTa B) 3a nbpBu NbT. [NbpBUYHUAT pe3ynTaT € BpEMETO A0 NpeKkpaTaBaHe Ha
TepanusaTa (TTD) no kakBaTo 1 fa e npuymnHa (C U3KMYEeHne Ha yCTOMYMB OTrOBOP) Ha 2 roauHa. lNpekpaTts-
BaHe (4ectoTa n aHanus no Kaplan-Meier) n edekTMBHOCT (MHAEKC Ha KNMHMYHA aKTMBHOCT Ha 3abonsiBaHe-
To [CDAI] Hucka akTMBHOCT Ha 3abonsiBaHeTo [LDA] n yectoTa Ha pemucus) Ha Tepanusita 40 2 rogauHu ca
aHanuaupaHu post-hoc n onucartenHo 3a koxopTa A 1 NoArpynu oT KoxopTta b, Bb3 ocHOBa Ha npeauLIHus
b/tsDMARD ctaTtyc (nekyBaH/HenekyBaH) u Bb3pacT (< 65/ 65 roguHum).

OcHOBHUTE M3XxoaHM xapakTepucTukn Ha 1008 naumeHTn ¢ RA 1 edpekTMBHOCTTA cnepg 2 roanHu 3a no-
Arpynute B TO3M aHanu3 ca nokasaHu B Tabnuuarta. YncneHo noseyve nauyneHTn, nekysaHu ¢ BARI, ca no-
nyyaBanu moHoTepanus. [o 2 roanHun 31,1%, 54,7% wn 47,6% oT HenekyBaHuTte ¢ b/tsDMARD nauuneHTun
Ha Bb3pacT < 65 roauHu, nony4yaealym cboTBETHO BARI, MHXMGUTOPM Ha TyMOp-HEKpOTM3npalus paktop
(TNFi) n non-TNFi, ca npekpaTtunu ne4yeHMETO; CbOTBETHUTE MPOLEHTU Ha NpekpaTaBaHe 3a nauueHTy,
HernekyBaHu ¢ b/tsDMARD, Ha Bb3pacT = 65 rogunHu, ca ounu 28,4%, 65,6% un 44,0%, naymeHTn ¢ onut
¢ b/tsDMARD, Ha Bb3pacT < 65 rognHu ca 47,9%, 59,0% un 65,5% v nauneHTn, nekyBaHu c b/tsDMARD,
Ha Bb3pacT = 65 roguHu, ca 42,0%, 78,3% un 66,7%. lNMpumep 3a TTD e npeacrtaBeH Ha duryparta. KoH-
cucteHTHn CDAI, LDA n yecTtoTn Ha pemucusa ca HabnogasaHu npu BARI, He3zaBucMmMO OT Bb3pacTTa u
npeaxogHOTO fevyeHune.

YecTtoTaTta Ha npekpartsaBaHe 1 epekTUBHOCTTa Ha Tepanudata ¢ BARI roanHa 2 B peanHaTta npaktuka ca
OUIIM KOHCUCTEHTHW, HE3ABMCUMO OT NMPEAULLIHOTO NIeYEHNE UM Bb3pacTTa Ha NaumeHTa.

OnoeecmseaHe: [pedu mosa e npedcmaseH no speme Ha European Alliance of Associations for Rheumatology —
EULAR 2023.
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Bpeme 0o npekpamsieaHe Ha mepanusima, npocsiedeHo 0o 2 200uUHuU, NpuU NayueHmu, HesekyeaHu ¢ b/tsDMARD,
Ha eb3pacm < 65 200uHuU

N3x00HU xapakmepucmuku u egheKmueHOCM Ha sie4eHUemo Ha 2-pama 200uHa e cybapynu, 6asupaHu Ha b/tsDMARD —
HeJsleKyeaHU U JleKyeaHu nayueHmu Ha eb3pacm < 65 u 2 65 200. °

Bn3pacr, Kenune Mpogbmxuten- MoHoTe- U3xopeH | CDAI pemucus | CDAILDA
roa. ° HocT Ha RA, roa.® | panus© CDAI® Ha 2 rog.¢ Ha 2 rog.¢
g:’f%j;\ BARI 50.8+9.5 | 120(732) 5.8+6.4 66(40.2) | 23.0+11.0 | 20/86(23.3) | 42/86 (48.8)
E'Z';e:yBa”“ cooprap | TNFIN=192 [4852110[ 142(740 49161 48(25.0) | 248133 | 341130 (26.2) | 47/130(36.2)
(N = 251)¢ ?ﬁ:’:; bDMARD | 631296 | 32(762) 9.0+856 1(262) | 205105 | 4125(16.0) | 1025 (40.0)
z:xfg:? A leari 733+57 | 63(77.8) 89+98 49(60.5) | 234+ 115 | 12137 (324) | 16137 (432)
:%';e:_yf’a”“ ooprap | TNFN=60 72747 | 37(60.7) 10.8 £ 11.0 14(230) | 243+131| 832(250) | 16/32(50.0)
(N=93)e ?SI';; bDMARD | 744158 | 17(68.0) 88115 5(200) | 248116 | 413(308) | 413(308)
z(;’fg’gz;\ BARI 523+94 | 131(79.4) 18+85 88(53.3) | 2394119 | 21/02(22.8) | 33/92(35.9)
f%'g’?a”“ cooprap | TNFIN=61 485+ 124 | 48(78.7) 86+89 20(475) | 204+ 114 | 737(189) | 15/37 (40.5)
(N = 142)° ?ﬁ:ﬁ; bDMARD | 516198 | 51(87.9) 13£102 | 16(276) | 21589 | 327(111) | 14127 (519)
:ﬁ’f%:;\ BARI 727456 | 77(17.0) 15197 55(55.0) | 242+ 116 | 11/51(216) | 2651 (51.0)
geé‘gia”“ opran | TNELN=2) 72756 | 14(60.9) 124+128 | 10(435) | 249130 | 29(22.2) 39 (33.3)
(N=77) ?ﬁ:’;g bDMARD | 715444 | 25(60.4) 164+119 | 16(44.4) | 264+132 | 2M16(125 | 8/16(500)

@ [laHHU 3a e(PeKTUBHOCT He ca GUINM HaNMYHU 3a BCUYKW NaLNeHTU

> CpepgHa CTOMHOCT + CTaHAAPTHO OTKITOHEHNE

°n (%)

9n/N (%)

¢ lonbnHutenHo 65 nayneHTn o6wwo ca nonyunnu apyrm tsDMARDSs (7-23 Ha rpyna); 4aHHUTe 3a Te3v NauMeHTy He ca NokasaHu 3apagu
mankus 6pon
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DISCONTINUATION AND EFFECTIVENESS OF BARICITINIB IN RHEUMATOID
ARTHRITIS ACCORDING TO PATIENT AGE AND PRIOR TREATMENT: 2-YEAR
DATA FROM THE EUROPEAN COHORT OF THE RA-BE-REAL STUDY

R. Alten’, G. R. Burmester?, C. J. Edwards?, E. G. Favalli4, I. de la Torre®, K. J. Ng®, E. Haladyj®, J. Gerwien®,
L. Zaremba-Pechmanns®, B. Fautrel”?, D. Mihaylov (Non-author presenter)°®

'Schlosspark Klinik, Department of Internal Medicine and Rheumatology — Berlin, Germany

2Department of Rheumatology and Clinical Immunology, Charité Universitatsmedizin — Berlin, Berlin, Germany
3NIHR Southampton Clinical Research Facility, University Hospital Southampton, NHS Foundation Trust —
Southampton, UK

“Department of Clinical Sciences and Community Health, Research Center for Adult and Pediatric Rheumatic
Diseases, University of Milan — Milan, Italy

SEli Lilly and Company — Indianapolis, IN, USA

SHaaPACS GmbH — Schriesheim, Germany

’Sorbonne Universite — APHP, Pitie Salpetriere Hospital, Department of Rheumatology — Paris, France
8Pierre Louis Institute of Epidemiology and Public Health, INSERM UMRS 1136 — Paris, France

SEli Lilly (Suisse) S.A. — Sofia, Bulgaria

REAL is an ongoing 3-year, observational study of patients with RA starting BARI or any biologic or
other targeted synthetic disease-modifying antirheumatic drug (b/tsDMARD).

The aim is to report treatment discontinuation and effectiveness in patients with RA receiving BARI
or b/tsDMARD, based on age and prior b/tsDMARD use, in Europe.

Patients with RA initiating treatment with BARI 2 or 4 mg (cohort A) or any b/tsDMARD (cohort B)
for the first time were included. The primary outcome is time-to-discontinuation (TTD) for any cause
(excluding sustained response) at 2 years. Discontinuation (Kaplan-Meier analyses and rates) and
effectiveness (Clinical Disease Activity Index [CDAI] low disease activity [LDA] and remission rates) of
treatment to 2 years, based on prior b/tsDMARD status (experienced/naive) and age (< 65/= 65 years)
were analysed post-hoc and descriptively for cohort A and subgroups of cohort B.

Key baseline characteristics of 1008 RA patients and effectiveness at 2 years for the subgroups in this
analysis are shown in the Table. Numerically more BARI-treated patients were receiving monotherapy.
By 2 years, 31.1%, 54.7% and 47.6% of b/tsDMARD-naive patients aged < 65 years receiving BARI,
tumour necrosis factor inhibitors (TNFi) and non-TNFi, respectively, had discontinued treatment;
corresponding discontinuation rates for b/tsDMARD-naive patients aged = 65 years were 28.4%, 65.6%
and 44.0%, b/tsDMARD experienced patients aged < 65 years were 47.9%, 59.0% and 65.5% and b/
tsDMARD experienced patients aged = 65 years were 42.0%, 78.3% and 66.7%. An example of TTD is
presented in the Figure. Consistent CDAI LDA and remission rates were observed with BARI regardless
of age and prior treatment (Table).

Two-year discontinuation rates and effectiveness with BARI in a real-world setting were consistent
irrespective of previous treatment or patient age.

Previously presented at European Alliance of Associations for Rheumatology — EULAR 2023.

Time to discontinuation over 2 years in b/tsDMARD-naive patients aged < 65 years

Previously presented at European Alliance of Associations for Rheumatology — EULAR 2023.
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Time to discontinuation over 2 years in b/tsDMARD-naive patients aged < 65 years

Baseline data and effectiveness of treatment at 2 years in subgroups based on b/tsDMARD-naive and -experienced
patients aged < 65 and 2 65 years?

Age, years® | Femalec | Duration of | Monotherapy® | Baseline 2-year CDAI | 2-year CDAI
RA, years® CDAI® remission? LDA¢
Cohort A
Netey |BR 508495 | 120(732) | 58+64 | 66(402) | 230+110 | 20/86(233) | 42186 (48.8)
Naive TNFi (N = 192) 495+ 110 | 142(740) | 4.9+6.1 48(250) | 248+133 | 341130(26.2) | 471130 (36.2)
<65years | Cohort B
(N =251) I“;’f}gﬁ OOMARD | 31106 | 32(762) | 90486 | 11(262) | 205+105 | 4/25(160) | 10125 40.0)
((ﬁ’r_m;;\ BARI 733+57 | 63(778) | 8998 | 49(605) | 234115 | 1237 (324) | 1637 (432)
Naive TNFi (N = 61) 727447 | 37(607) | 108+110 | 14(230) | 243+131 | 8/32(250) | 16/32(50.0)
>65years | Cohort B
(N=93) I“NO’I'ZQ)F' OOMARD | 214158 | 17(680) | 884115 | 5(200) | 248+116 | 413(308) | 413(308)
Cohort A
Netos) [P 523494 | 131(794) | 1.8+85 | 88(533) | 239+119 | 21/92(228) | 33/92(35.9)
Experienced TNFi (N = 61) 485124 | 48(787) | 86+89 29(475) | 204114 | 737(189) | 1537 (40.5)
<65years | Cohort B
(N = 142 FNOTEBN)H bDMARD | s16+08 | 51(87.9) | 113102 | 16(27.6) | 21589 | 327 (114) | 14127 (51.9)
:3,\:"1"1”0/3) BARI 727456 | 77(770) | 151£97 | 55(550) | 242116 | 11/51(216) | 26/51 (51.0)
Experienced TNFi (N = 23) 72756 | 14(609) | 124+128 | 10(435) | 249+130 | 20(22) | 30(333)
265years | Cohort B
(N=77) Z“;’f;gﬁ OOMARD | 715444 | 25(604) | 1642119 | 16(444) | 2644132 | 216(125) | 816 (500)

a Effectiveness data were not available for all patients

® Mean + standard deviation

°n (%)

n/N (%)

¢ An additional 65 patients in total received other tsDMARDs (7-23 per group); data for these patients are not shown because of the small
numbers
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AONCPEIYJIIMPAHA TEHHA EKCIMNPECUA HA LUMUTOKUHU B NEPU®EPHA KPbB
HA NALUMEHTU C PEBMATOUAEH APTPUT

M. UsaHoBa', I. Bacunes?, B. X. BacuneBa?®, . MaHonoBa?, J1. MuteBa?®

'"KnuHuka no pesmatonorusi, YMBAN ,CB. MB. Puncku”, MeguunHcku dakynteT, MeamumHcku yHuBepcuteT — Codums
3JTabopaTopusa no xematonartororusi u uMmyHonorusi, HCBAJIX3 — Cocus
SKatenpa ,MonekynsipHa 6uonorvsi, UMyHonorus U meguumHcka reHetuka”, M®, TY — Ctapa 3aropa

OuncbanaHcbT B npoaykumatTa unum OencTBMETO Ha Mpo- UM aHTUMHNaMaTtopHUTE LUTOKUHW urpae
LleHTpanHa pons B pasBMTUETO Ha XPOHWYHOTO peBMaTOMAHO Bb3narneHue. ToBa NpoyyBaHe MMa 3a uen
Aa aHanmsupa npodmna Ha LMTOKMHOBATa EKCMpPEecusi B MOHOHYKINeapHU KIeTku OT nepudepHaTa KpbB Ha
nauuneHTn ¢ peematoungeH aptput (PA) Ha HuBoO MPHK.

ToTtanHa PHK 6Gelwwe un3onupaHa ot nepudpepHa kpbB Ha 31 nauneHtn ¢ PA n 20 3apaBu KOHTpOMM,
CbOTBETCTBaLM MO nof 1 Bb3pacT. CuHtesmpaHute kQHK 6s:xa nanonssaHu 3a TagMan aHanu3 Ha reHHaTa
ekcnpecus Ha 8 uenesu reHa: TNFA, IL6, IL12B, IL18, IL23A, IL10, TGFB1, FOXP3, kakto 1 Ha 2 eHOoreHHn
koHTponu: GAPDH n 18SrRNA. 3a aHanu3 Ha gaHHuTe oT qPCR e nsnonssaH cpasHutenHnsat AACt metoa un
pesyntaTuTe ca NpeAcTaBeHn KaTo OTHOCUMTENHO konmnyecTBo (RQ). CbcTosHMETO Ha GonecTHaTa akTMBHOCT
Gelle oueHeHo nocpeactsom DAS28-CRP.

YCTaHOBUXME CTaTUCTMYECKM 3HA4YMMa cBpbXxekcnpecusi Ha IL23A npu naumeHtute ¢ PA B cpaBHeHue
cbe 3apaBuTe koHTponu (RQ = 4,68; p = 0.01), pokato /L6 (RQ = 0,236; p = 0,001) 1 FOXP3 (RQ = 0,344;
p = 0,0009) 6sxa curHncpmkaHTHO down-perynupaHu. OcBeH ToBa down-perynaumsita Ha reHHaTa ekcnpecus
Ha FOXP3 n TGFB1 belle Hal-CUNHO n3paseHa npu BOnHUTE C Hal-BMCOKa aKTMBHOCT Ha 3abonsBaHeTo
(DAS28 > 5.1). YctaHoBuUxMe 1 curiHa nonoxuTenHa kopenaumnsa mexgy ACt Ha FOXP3 c IL6 (r = 0,724, p =
0,005), kakto n ¢ TNFA (r = 0,838, p < 0,001), n ymepeHna ¢ TGFB1 (r = 0,479, p = 0,006).

Avcperynauusata Ha reHHaTa eKCrnpecus Ha 3cneaBaHNTE LUMTOKUHW NPY PEBMATOMAEH apTpUT € CBbp3aHa
c gucbanaHca mexagy Th1/Th17/Treg numdountHm cybnonynaumm npu ToBa XPOHWYHO MpPOrpecupallo
aBTOMMYHHO 3abonsiBaHe. HawwuvTte pesynTtaTtm nokassaT, Ye cBpbXxekcnpecusTa Ha IL23A e noTeHuuwaneH
TepaneBTUYEeH TapreT nNpu naumeHTn ¢ PA.

@uHaHcupaHe: Tosa npoyysaHe e huHaHcupaHo om paHmoese Ne: 1/2018 u Ne: 3/2023 om ®oHdOa 3a Hay4YHU rpo-
ekmu Ha MeduyuHckusi cpakynmem Ha Tpakulickusi yHusepcumem, Cmapa 3azopa, bbneapusi.

DYSREGULATED CYTOKINE GENE EXPRESSION IN PERIPHERAL BLOOD
OF PATIENTS WITH RHEUMATOID ARTHRITIS

M. Ivanova', G. Vasilev?, V. J. Vasileva?, |. Manolova?, L. Miteva®

'Clinic of Rheumatology, University Hospital “Sv. lvan Rilski”, Medical Faculty, Medical University — Sofia
2Laboratory of Hemathopathology and Immunology, National Specialized Hospital for Active Treatment

of Hematological Diseases — Sofia

3Department of Molecular Biology, Immunology and Medical Genetics, Medical Faculty, Trakia University — Stara Zagora

The imbalance of pro-inflammatory and anti-inflammatory cytokine production or action is thought to have a
central role in developing chronic rheumatoid inflammation. The study aimed to analyze the cytokine-expression
profile in peripheral blood mononuclear cells of patients with rheumatoid arthritis (RA) at mRNA levels.

Total RNA from peripheral blood was isolated from 31 RA patients and 20 age- and sex-matched healthy
controls. cDNAs were used for TagMan gene expression assays of 8 target genes TNFA, IL6, IL12B, IL18,
IL23A, IL10, TGFB1, Foxp3 and GAPDH and 18SrRNA as endogenous controls. The comparative AACt method
of real-time gPCR data analysis was used, and results are presented as relative quantity (RQ). Disease activity
state was assessed by DAS28-CRP.

We found considerable overexpression of IL23A in RA patients compared to healthy controls (RQ = 4.68;
p = 0.01), whereas a significant downregulation of IL6 (RQ = 0.236; p = 0.001) and FOXP3 (RQ = 0.344; p =
0.0009) was observed. Also, we observed the most profound downregulated expression of FOXP3 and TGFB1
among cases with the highest disease activity (DAS28 > 5.1). A positive strong correlation was found between
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ACt of FOXP3 and IL6 (r = 0.724, p = 0.005), as well as with TNFA (r = 0.838, p < 0.001) and moderate with
TGFB1 (r = 0.479, p = 0.006).

Dysregulated gene expression of studied cytokines in RA reflects the imbalance between Th1/Th17/Treg
lymphocyte subsets in this chronic progressive autoimmune disorder. Our results suggest that overexpression
of IL23A is a potential therapeutic target in patients with RA.

Funding: This work was supported by Grants No: 1/2018 and No: 3/2023 from the Fund for Scientific and Mobile project from the
Faculty of Medicine at the Trakia University, Stara Zagora, Bulgaria.

CNYYAWN HA MALUEHTKA C AHKUITO3UPALL, CMOHOAUNUT N CTPAHUYEH
E®EKT BATUHAJIHO TEMEHUE U KbPBEHE MNPU NEYEHUE C CIMZIA

C. BnapgeBa', E. Buwod?, ®. Buwod', H. Kupunos?, M. Koaues?, A1. PaeBa’

"MMCMIN BBP — Ctapa 3aropa
2MenouumHckn dpakynTeT, Bypracku yHusepcuteT ,[-p AceH 3natapoB” — Byprac
SMeauumHckn dpakynTet, MeauumHckn yHuBepcuteT — lNneseH

M3BecTHO e, Ye npunaraHeTo Ha GuonorMyHa Tepanus Npu NaUMEHTKN C pEBMATUYHM 3ab0NsiBaHUSA MOXe
Oa nosede A0 MHEKONOrMyHyM npobnemu. HapylleHnss Ha MeHCTpyanHus LKL (BKKOYUTENHO aMeHopest)
KaTo HexxenaHa peakuns Ha TNF-a nHxubutopa ueptonudymab neron (Cimzia®) ce cnomeHasa npu mexay <
1/100 n = 1/1 000 oT cnyyauTe.

MpencraBsame xeHa Ha 32 I. ¢ AMarHosa aHKuMrosmpall, CnoHaunuMT — rpbbHayYHo nepudepHa dopma ¢
aasHocT oT 10 roguHu, koaTo ce nekyea ¢ Cimzia ot gse roguHn. OT 8 Meceua 3abena3sa kageHnkaBo Ba-
rMHaNHO TeYyeHne, NPUMECEHO C KPbB, U3BbH NEPUOAUTE Ha MEHCTpyarnHus Lnkb. [poBexaa MHOroKpaTHO
KOHCYNTauum ¢ rmMHeKornor, nabopatopHu 1 06pasHn nscneaBaHns, KOMTO U3KIMIOYBAT MHEKONOrMYHO U eHA0-
KpWHHO 3abonsiBaHe. Ha BTopusa mecey cneg cnvpade Ha Cimzia, naumeHTkaTa HamMa OnMcaHOTO OnriakBaHe.

Hueata Ha TNF-a Bapupat no Bpeme Ha MeHCTpyanHua umnkbn. KoHueHTpaumnte Ha TNF-a ca sHauuTen-
HO MOBULLIEHN MO BPeMe Ha KbCHaTa cdhonvkynapHa dasa 1 no BpeMe Ha cpefHaTta nyteanHa dasa, gokato
HMBaTa ca 3HAYMTENHO Hamarnenu B paHHaTa nyTeanHa dasa. OcseH HabnogeHneTo, Ye TNF-a koHUeHTpa-
LunTe BapupaT o BpemMe Ha MEeHCTpYarHusl LMKbII, He € nasicieHo kak TNF-a 6nokepute morat ga noBnuvsist
Ha MeHCTpyanHua LMKb. 3aTtoBa npu GepTunHn naLmMeHTKM nekyBallumMsaT peBsMmaTonor Tpsabea ga cneaum 3a
rMHEKOMNOrMyHMTE CTpaHnyHn edpektn Ha TNF-a nHxmbutopuTe.

BarnHanHoTo KbpBEHE € psiAKo yerioxHeHne npu neveHne ¢ TNF-a nHxnbutopn. HaBpemeHHOTO Habnto-
OEeHMe N KOHCyNnTauus C NeKyBallMs peBMaToror U MMHEKONOr € OT pellaBallo 3Ha4vyeHve 3a MpeleHka 3a
npogbihKaBaHe Ha TepanusaTa.

CASE OF A FEMALE PATIENT WITH ANKYLOSING SPONDYLITIS AND SIDE EFFECT
OF VAGINAL DISCHARGE AND BLEEDING ON CIMZIA TREATMENT

C. Vladeva', E. Bischoff?, F. Bischoff', N. Kirilov?, M. Kovachev?, Ya. Raeva'

"IPSMP VBR - Stara Zagora
2Faculty of Medicine, Burgas University ,Dr. Asen Zlatarov" — Burgas
Faculty of Medicine, Medical University — Pleven

It is known that the application of biological therapy in patients with rheumatological diseases can lead
to gynecological problems. Menstrual cycle disorders (including amenorrhea) as an adverse reaction to the
TNF-a inhibitor certolizumab pegol (Cimzia®) is reported between = 1/1,000 and < 1/100 cases.

We present a 32-year-old woman with a diagnosis of Ankylosing spondylitis — spinal peripheral type,
since 10 years who had been treated with Cimzia for two years. For 8 months, she noticed a brownish
vaginal discharge mixed with blood outside the periods of the menstrual cycle. She had repeated
consultations with a gynecologist, laboratory and imaging studies, which ruled out gynecological and
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endocrine disease. On the second month after stopping Cimzia, the patient did not have the described
complaint.

TNF-a levels vary during the menstrual cycle. TNF-a concentrations were significantly increased during
the late follicular phase and during the mid-luteal phase, while levels were significantly decreased in the
early luteal phase. Apart from the observation that TNF-a concentrations vary during the menstrual cycle, it
is not clear how TNF-a blockers might affect the menstrual cycle. Therefore, in fertile patients, the treating
rheumatologist should monitor the gynecological side effects of TNF-a inhibitors.

Vaginal bleeding is a rare complication of treatment with TNF-a inhibitors. Timely monitoring and
consultation with the treating rheumatologist and gynecologist is of crucial importance for the decision to
continue the therapy.

IgG4-CBBbP3AHA BOJIECT — KIIMHUYEH CITYYAN

B. Bosigxuena', XX. oHuyeBa-Aunosa?, P. Ctounos', B. MunaHos?, H. Ctounos'

'KaTtegpa no peemartonorusi, YMBAI ,CB. UB. Punckn”, MY — Cocous
2Katenpa no npodecuoHanHu 3abonssanus, YMBAI ,,Cs. UB. Puncku”, MY — Codus

WmyHornobyunH G4-cebp3aHata 6onect (IgG4-Cb) e cuctemHo 3abonsiBaHe, NpeacTaBsLLo Ce C TYMOPO-
BUOHW U3MEHEHWS Ha eQMH UMW HSKOMNKO opraHa (Moxe Aa 6bae 3acerHat BCEKU €MH OpraH, C U3KIoYeHue
Ha MO3bYHUS MapeHXVM), MPUYMHEHO OT TbKaHHa UHUNTpaumsa Ha IgG4 nnasmeHn KneTkn (CepymMHO HUMBO
Ha 1gG4 Hag 1,35 g/l) n nocnegpalya gubposa. NaTtomopdonorMyHo ce oTKpMBa NITbTEH MHAUNTPAT OT NIUM-
dountn 1 1gG4 nnasmoumnTn, hmbposa n obnutepupall pnedut. Bb3MOXHOTO aHraxvpaHe Ha MHOXECTBO
OpraHv 1 CUCTEMU € NpUYMHa 3a MyNTUANCUMNIIMHAPHMSA NOAX0A Npu Tasu 6onecT. Hal-yecTuTe HapyLueHus
Ca CBbp3aHu C OTKITOHEHMS OT PYHKUMATa Ha CMb3HWUTE U CMOHYEeHUTE Xnesn, 6ubpeunte, 6ennte gpobose
1 aopTaTa, KaKTo 1 ¢ peTponepuToHearnHa ubposa. Jle4eHMeTo e OCHOBHO C KOPTUKOCTEPOMAUN U CUMMTOMA-
TWUYHUM cpeacTBa.

MpeacTaBsiMe KNMHUYEH Criyyan Ha 72-roguvilleH nauueHT, oT 6sna paca, YMTO MbpBM ONMakBaHUS ca
pernctpupanu npes oktomepu 2022 r. bonHuAT cbobliaBa 3a oblia oTnagHanocT, flecHa YMOPSIEMOCT, Mo-
nuapTpanrumn, NonuMuantim, Nopagn KOeTo e HacodeH 3a KommTbpHa ToMorpadusa (KT) Ha rpbaeH Ko,
Ha KOATO Ce OTKpPMBAT YETUPY CONMUAHN Hoayrna B AeceH 6sn apob. lNpoBefeHa e aHTMOMOTMYHA Tepanus 1 e
npenopbYaHo npocreassaHe Ha Haxoakarta.

Tpu meceLa No-KbCHO, MO NOBOA, cunHa Bonka B AsicHaTa UHrBMHAarHa rbHKa, KpbCcTa 1 npegHaTa NoBbpX-
HOCT Ha AACHOTO 6edpo, e HampaBeH MarHWTeH pe3oHaHC Ha nymbanHu npewneHn u TasobegpeHa cTasa,
KOWTO NMoKa3Ba JereHepaTvBHN NPOMEHN Ha MHOXECTBO HMBA, penaTvBHa CTEHO3a Ha CMMHANHWSA KaHan Ha
HUBO L3-L4 1 kopeH4yeBa koMnpecusi NoBeve BASICHO.

Mpe3 mapt 2023 r. € npoBeaeHa koHTponHa KT Ha rpbAeH KoL 1 KopeM, OT KOATO ce BUu3yanuampar
MeamacTuHanHa xunycHa numdageHonaTums, ManbK nrneBpaneH nanue BAACHO, 3agebeneHun KocTtanHu
1 BUCUEpanHu nrneBpu OBYCTPaHHO M 3agebeneHn vHTepcTMumnanHi cent B 3-TM CeQMEHT BOSACHO U
B 1-BM 1 6- cermMeHT ABycTpaHHO. OTKpMBaT ce HOBWM OBasiHM HoAynu B G6enuvs Apo6. B onawkaTta Ha
naHkpeaca ce BuMXga oBallHa XMMOAEHCHA Ne3nst U eAeM B OKONHaTa MacTHa TbkaH. B gecHnsa Hapbb-
Opek ce yctaHoBsiBa ageHom. Cnep npoBegeHa BuaeoacuctupaHa topakockonus (VATS), 6uoncus,
XUCTOMNOIMS U UMYHOXMCTOXMMUSA € nocTaBeHa AguarHosa |gG4-Cb — aHraxupalwia nnespata u 6enus
apo6. OTxBbpneHn ca gnarHo3mte Me3oTenmom u numdgonponudepatmeHa 6onect. Nopagu Bnowasa-
He B CbCTOSIHMETO M n3paseHa 6onkoBa cMmnToMaTtvka B obrnacTtra Ha enuractpuyma, npaguupaiia Kbm
NABOTO M OSACHOTO nogpebpwue, Hasad KbM KpbCTa, U YCTAHOBEHW MOBULLIEHN CTOMHOCTWU Ha amunasa,
nunasa, octpoda3oBu nokasaTtenu, € NpoBeAeHa eHAOCKOMNCcKa peTporpagHa xonaHrmonaHkpeartorpa-
¢pua (EPXIIN) n e gnarHocTuumpaH aBTOMMYHEH NaHKpeaTuT B KOHTekcTa Ha 1gG4-Chb. lNocTtaBeHa e
nracTtMacoBa npoTe3a Ha AYKTyC Xoredoxyc. 3anoyHaTto e neveHve ¢ npegHusonoH 40 Mr gHEBHO C
nocriegsala peaykumus Ha gosata. lNpu 6onHus ce KoHcTaTMpa oTcnabBaHe Ha Terno (okono 10 kr 3a
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nonosuH roguHa). MNpes tonu 2023 r. e npoBefeHa koHTpornHa KT, oT KOATO ce ycTaHoBsABa peayKuus Ha
onncaHuTe NPOMeHu CNpAMO NPeaxoaHOTO uacrneaBaHe (0b6paTHO pasBUTME Ha NNEBPANHUTE U3NUBU
n 6enogpobHuTe Hogynu, no-crnabo n3paseHo 3agebensBaHe Ha nneBpara, peayuupaHu no pasmepu
numMmdHM Bb3NK). Bbnpekn ToBa nepcuctmpart megmMactvHanHa u xunycHa numdageHonatus n pnbpos-
HW NpoMeHn B 6enogpobHus napeHxmm (No-m3paseHn BAsICHO). KbM TepanuaTa ¢ NnpegHU30M0H e Ha3Ha-
yeHo neyeHune c azatuonpuH 100 mr gH.

IgG4-RELATED DISEASE: A CLINICAL CASE REPORT

VI. Boyadzhieva', J. Doncheva-Dilova?, R. Stoilov', V. Milanov?, N. Stoilov'

"Department of Occupational Diseases, UMHAT “Sv. Iv. Rilski”’, MU — Sofia
2Department of Rheumatology, UMHAT “Sv. Iv. Rilski”, MU — Sofia

Immunoglobulin G4-related disease (IgG4-RD) is a systemic disease presenting with tumor-like changes
in one or several organs (any organ may be affected, except for the brain parenchyma), caused by tissue
infiltration of IgG4 plasma cells (serum IgG4 level above 1.35 g/l) and subsequent fibrosis. Pathomorphologically,
a dense infiltrate of lymphocytes and IgG4 plasma cells, fibrosis and obliterating phlebitis are detected. The
possible involvement of multiple organs and systems is the reason for the multidisciplinary approach for this
disease. Among the most frequent disorders are deviations from the function of the lacrimal and salivary
glands, kidneys, lungs and aorta, as well as retroperitoneal fibrosis. Treatment is mainly with corticosteroids
and symptomatic agents.

We present a clinical case of a 72-year-old Caucasian patient whose first complaints were registered in
October 2022. The patient reported general weakness, easily tiring, polyarthralgias, polymyalgias, therefore,
a computed tomography (CT) scan of the chest was performed with the conclusion of four solid nodules in the
right lung. Antibiotic therapy was administered and follow-up was recommended.

Three months later, on the occasion of severe pain in the right inguinal fold, the lower back and the anterior
surface of the right thigh, a magnetic resonance of the lumbar vertebrae and the hip joint was performed, which
showed degenerative changes at multiple levels, relative stenosis of the spinal canal at the level of L3 -L4 and
root compression more to the right.

In March 2023, a follow-up CT scan of the chest and abdomen was performed, which showed
mediastinal hilar lymphadenopathy, a small pleural effusion on the right, thickened costal and visceral
pleurae bilaterally, and thickened interstitial septa in the 3rd segment on the right and in the 1st and 6th
segment bilaterally. New oval nodules are found in the lung. An oval hypodense lesion and edema in
the surrounding adipose tissue are seen in the tail of the pancreas. An adenoma was found in the right
adrenal gland. After video-assisted thoracoscopy (VATS), biopsy, histology and immunohistochemistry,
diagnosis of IgG4-SB was accepted — involving the pleura and the lung. The diagnoses of mesothelioma
and lymphoproliferative disease were ruled out. Due to worsening of the condition and pronounced pain
symptoms in the epigastrium, radiating to the left and right hypochondrium, back to the waist and elevated
values of amylase, lipase, acute phase indicators, endoscopic retrograde cholangio-pancreatography
(ERCP) was performed and autoimmune pancreatitis was diagnosed in the context of IgG4-RD. A plastic
prosthesis of the choledochus duct was placed. Treatment with Prednisolone 40 mg daily with subsequent
dose reduction was started. The patient has lost weight (about 10 kg in half a year). In July 2023, a follow-
up CT scan was performed, which revealed a reduction of the described changes compared to the previous
examination (reverse development of pleural effusions and lung nodules, less pronounced thickening of
the pleura, reduced lymph nodes). However, mediastinal and hilar lymphadenopathy and fibrotic changes
in the lung parenchyma (more pronounced on the right) persist. Treatment with Azathioprine 100 mg/day
was assigned in addition to prednisolone therapy.
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BJIINMAHUE HA MEPKUTE 3A OTPAHUYABAHE HA PA3XOOUTE B OBJIACTTA
HA PEBMATUYHWUTE NEKAPCTBA

H. Ctounos', B. Bosigxuena', 3. MutkoBa?, . ManeB?, K. Tawkos?, I'. [leTpoBa?

'KnunHuka no pesmatonorusi, YMBAJT "Cs. ViBaH Puncku", Kategpa no peemaronorus,
MepguupmHckn dakyntet, MeguumHckm yHnBepcuTeT — Codoms
2dapmaueBTuyeH gakyntet, MeguumHckn yHuBepcuteT — Codoums

JlevyeHneTo Ha peBmaTomaHusa aptpuT (PA) e cBbp3aHO CbC 3HAYMTENHA MKOHOMUYECKA TEXECT, nopaau
No-BUCOKUTE LIeHN Ha BruonormyHuTe nekapcraa. [1oBeyeTo obpxKaBu npunarat MepKU 3a KOHTPOM Ha pasxo-
avTe c uen nogobpsBaHe Ha AOCTbMNa Ha NauMeHTMTe 40 Tepanus 1 HamansiBaHe Ha NyonuYHNTE pasxoau.

LlenTa Ha HacTOSALOTO NpoyyYBaHe € Aa ce aHanua3upaT pasnukute B NyOGnvyHMWTE pa3xoau 1 nasapa Ha
peBMaTtuyHM nekapctea 3a nepuoga 2018-2021 r. B bwnrapusa npe3 2018 . e BbBeaeH OloaKeTeH TaBaH Ha
pasxoguTe Ha 3annaiwawiata MHCTUTyums. B pesyntaTt Ha ToBa nekapcrteaTa bsxa pasgeneHy B 3 OCHOBHU
rpynu. BuonornyHnTe nekapcTBeHW MpOAYyKTW, M3MOMn3BaHM B obnactTta Ha peBMaToONornsita, ca BKIOYEHU
ocHoBHo B rpyna A. O6wo 19 INN ca pemmBypcupaHm oT 3annaiialiara MHcTuTyuust B nepmoga 2019-2021 r.,
kato 3 oT Tax nmat 6uonogobHu antepHaTneu. B bbvnrapus ca 6unn HanudHn cegem 6MONOAO0GHN 1 YeTpK
reHepuyHu nekapcrtea npes macnensanus nepuog. Eamn HoB INN (upadacitinib) e BkmtoveH B Mo3nTrBHMSA
nekapcTBeH CnucbK. JlekapcTeata, BKIoveHM B rpyna A, uspasxogsaT 99% ot obuiuna Grogxet 3a peBma-
TWYHM NekapcTBa. Han-BMCoku nybnunyHmn pasxogu ca yctaHoBeHu 3a adalimumab, cneggaH ot etanercept u
tocilizumab. My6nunuHnTe pasxogu 3a adalimumab ca B pasmep Ha 40 081 190 nB. npe3 2019 . n 44 195 386
nB. npe3 2021 r. CTaTUCTUYECKMAT aHanu3 nokasea, Ye pasnukute B NnybrnmyHuTe pasxoam ca CTaTuCTUYECKn
3Haummu (rpyna A, p < 0,00001). BrogxeTsT Ha rpyna b e mexay 31 n 26 xun. nB. 3a nepuoga 2019-2021 .
Pesyntatnte oT Npoy4YBaHETO MOKa3Bart, Ye NnyonnyHnTe pasxoam 3a OMONOrnyYHM NekapcTea, M3Non3BaHn 3a
nevyeHne Ha peBmaTtouaeH apTpuT, NpoabikaBaT Aa ce yBenuyasaT, HE3aBUCUMO OT BbBEAEHWS TaBaH Ha
pasxoguTe Ha 3annaiialiara MHCTUTYLUS.

IMPACT OF COST CONTAINMENT MEASURES IN RHEUMATOLOGY MEDICINES

N. Stoilov', V. Boyadzhieva', Z. Mitkova?, . Manev?, K. Tachkov?, G. Petrova?

'Rheumatology Clinic University Hospital Sv. Ivan Rilski, Department of Rheumatology,
Faculty of Medicine, Medical University — Sofia
2Faculty of Pharmacy, Medical University — Sofia

The treatment of rheumatoid arthritis (RA) is associated with a significant economic burden due to
the higher prices of biologic medicines. Most countries implement price control policies to improve patient
access to therapy and reduce public spending. The aim of current study is to analyze the differences in
public expenditure and the market for rheumatology medicines over the period 2018-2021. The budget cap
of payment institution costs was introduced in Bulgaria in 2018. As a result, the medicines were divided into
3 main groups. Biological medicines used in the rheumatology area are mainly included in group A. A total of
19 INNs were reimbursed by the public fund in the period 2019-2021, 3 of them with biosimilar alternatives.
Seven biosimilars and four generics were available in Bulgaria during the study period. One new INN was
included in the Positive Medicines List (upadacitinib). Medicines included in group A accounted for 99% of the
total budget for rheumatology medicines. The highest public expenditure was found for adalimumab, followed
by etanercept and tocilizumab. The public expenditure for adalimumab is BGN 40,081,190 in 2019 and BGN
44,195,386 in 2021. Statistical analysis showed that the differences in public expenditure are statistically
significant (group A, p < 0.00001). Group B budgets were between 31 and 26 thousand BGN over the period
2019-2021. The results of the study reveal that public spending on biologics used for treatment of rheumatoid
arthritis continues to increase despite the budget cap introduction.
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EARLY KNEE OSTEOARTHRITIS DIAGNOSTICS: FOCUS ON ULTRASONOGRAPHY
AND MRI IN STRUCTURAL REMODELING DETECTION

V. I. Klementyeva', T. V. Chernysheva', K. V. Korochina’, I. E. Korochina? I. A. Baryshnikov?, V. . Vinaev?

Orenburg State Medical University — Orenburg, Russia
'Department of Internal Medicine, 2Department of Outpatient Therapy
SLimited Liability Company “Modern MRI Tomography”

The aim was to analyze structural remodeling of joint tissues in patients with early knee osteoarthritis (OA)
grades 0-2 using ultrasonography (US) and magnetic resonance imaging (MRI).

A total of 90 patients with knee OA Kellgren-Lawrence grades 0, 1, or 2 (3 groups of 30 subjects each)
and 30 control volunteers were included. All participants underwent radiography of knee joints, then US and
MRI, the last was done in 10 patients from each group (n = 40) using MOAKS score. The data were analyzed
statistically.

Pre-radiological OA (grade 0) was characterized by synovial inflammation (effusion and periarthritis by
US, Goff’'s synovitis, Baker’s cysts on MRI), intact or compensatory thickened articular cartilage (by US),
degenerative changes in body and posterior horn of medial meniscus (mostly by MRI). In OA grade 1,
subchondral bone remodeling (osteophytes growth) was increased, articular cartilage loss (US, MRI defects),
synovitis and degenerative menisci changes (US, MRI) were detected. In OA grade 2, cartilage destruction was
the most intensified (decreased thickness by US and increased in size of defects by MRI); also osteophytes
overgrowth (MRI), pronounced synovitis and frequent extrusion of medial meniscus were typical abnormalities
here. Comparative analysis revealed that MRI was significantly more sensitive than US in diagnosis of
osteophytes, bone tissue changes, but did not imply detailed analysis of synovium, knee bursae, which is
possible with ultrasound method.

In patients with knee OA grades 0-2, gradual structural remodeling of knee joint tissues is observed.
Synovitis, extrusion of medial meniscus and its degenerative changes in body and posterior horn have
predictive value for OA development. In patients with early OA, MRl is of great diagnostic value for analysis of
the meniscus and bone tissue lesions, whereas ultrasound scan is more informative in assessing inflammation
of joint soft tissues.

CUHOPOM HA SJOGREN U KOMOPBEMAOHOCT

M. MaH4yoBCKa

MeaunumHckm yHnBepeuteT — MNnosavs

MbpBUYHUAT CMHOPOM Ha Sjogren B CBOETO NPOTUYaHE HEPSIAKO ce CbMbTCTBA OT ApyrM 60necTHn cbeTo-
AHWS. YacT oT Te3un 3abonsBaHnsl ce HaMMpaT B MPUYMHHO-CIIeACTBEHA Bpb3Kka CNPSAMO CMHAPOMa Ha Sjogren.
Kbm pobpe npoyveHnTe KOMOPOMAHOCTM ce OTHacAT nuMmdonponudepaTtuBHUTE HapyLLUEHNA — MOBULLIEHA €
yecToTaTta Ha pasBUTME Ha ManurHeH NMMAOMK NPU NauUEHTUTE C NbPBUYEH CMHAPOM Ha Sjogren.

3Ha4yMMo no-manbk 6por obaye ca NpoyvBaHMATa U JAHHUTE OTHOCHO CbPAEYHO-CHOOBUSA PUCK U UHLIK-
OEeHTUTE, MHDEKUMUTE U CONUOHUTE TYMOPU NPU Te3n NaLUeHTH.

CbpoeyvHo-cbaoBuTE CHOUTUS 1 KapuMHOMUTE Npu 6OMHMUTE OT MbPBUYEH CUHAPOM Ha Sjogren nputexa-
BaT 0coBEHOCTN B CBOSITA M3sIBa M NPOTMYaHe CNpsIMO OCTaHanara nonynaums.

KnuHuyHaTa nsaea Ha numdomute € MHoroobpasHa, 3aB1UCU OT TEXHUSI XMCTONOMMYEH TUN 1 ctaguin. Han-
4YecTo ce peructpupart HexomkknHos Tun MALT numdomun. B xoga Ha npocnegsBaHeTo Ha NauMeHTuTe c
NMbpBUYEH CUHAPOM Ha Sjogren e HeoOXOAMMO NEKYBALLMAT PEBMATONON Aa OTYATA MHOUBUAYANHUSA UHAEKC
Ha 6onecTHa akTMBHOCT 1 CbOTBETHO pUCKa 3a pa3BUTUE Ha APYrv NATONOrMYHN CbCTOSHMS.
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SJOGREN’S SYNDROME AND COMORBIDITY

M. Panchovska

Medical University — Plovdiv

Inits course, primary Sjogren’s syndrome is often concomitant with other disease conditions. Some of these
diseases are causally related to Sjogren’s syndrome. Well-studied comorbidities include lymphoproliferative
disorders: there is an increased frequency of development of malignant lymphomas in patients with primary
Sjogren’s syndrome. However, there are significantly fewer studies and data on cardiovascular risk and
events, infections, and solid tumors in these patients. Cardiovascular events and carcinomas in patients with
primary Sjoégren’s syndrome have peculiarities in their appearance and progress compared to the rest of the
population. The clinical appearance of lymphomas is diverse, depending on their histological type and stage.
Non-Hodgkin’s type MALT-lymphomas are most often observed.

During the follow-up of patients with primary Sjogren’s syndrome, it is necessary for the treating
rheumatologist to consider the individual index of disease activity and, accordingly, the risk of developing other
pathological conditions.
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