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Pesrome:

3acTapsiBaHETO Ha HAceJEHHETO CTaBa BCE MO-O0YEBUIHO B MHyCTPHAIM3MPAHUTE
CcTpaHM. YBEJIMYaBaHE Ha CpeJHaTa IPOJB/DKUTETHOCT Ha KMBOT HA HACEJIEHUETO H
HaMajlsBaHe Ha paxkaaeMocTTa peduiektupar B To3u ¢axt. [Ipu 3acrapspamio HaceneHue ce
04aKBa, 4e OposT Ha OOJHUTE OT BB3MAIUTENIEH apTPUT, BKIIOUMTEIHO PeBMaTonieH apTpuT
(PA) me napactsa nponopruoHaiso. bonnute ot PA uMaT 3Ha4uMO 110- BUCOK PUCK OT CMBPT.

HesaBucumo ot BBBCIKIAHC Ha HOBU CKBIIOCTPYBAlX JICHCHHSA U CTPATCTHU 3a KOHTPPJI



o

AKTUBHOCTTA Ha PA, HsiMa SICHU U CUTYPHH J0Ka3aresicTBa 3a yBeIu4icHa HpOII”bII)KHTeﬂHOCT Ha

~ o «
KUBOT Ipu Te3u 6onnu. Te yMupar no - paHo (KHBEST MO-KpaTKo) B CpaBHEHUE ¢ olllara

ITOITY JIAIlH L.

VCTaHOBSBAT Ce TEHJCHIMM 3a HamajsBaHe Ha Ta3M ,,IPEKOMEpHa™ CMbPTHOCT B
nocyeauute 1 — 2 TOAMHM, HO TpaiiHa, 3HaUMMa PeIyKIUs Ha CMBPTHOCTTA MTPpU TE3N 00JHU

3acera He € JoKasaHa.

Hen: I[a Cc€ onTuMHU3Mpa OICHKaTa Ha K/IIMHHUYHATa AKTUBHOCT Ha PEBMATOUJHUA

apTPUT ¢ OrJie]l No00psBAHE Ha IBJIFOCPOYHA TIPOTHO3a HA DOJIHUTE.

B uscieqBaneto ca BKIoueHH 195 Gomam ot PA, xouto mpoexiar OMOJIOrHYHaA
tepanus. [Tpu 70,3% 0T GoJHUTE Ce yCTAHOBSIBAT MPUAPYXKaBaiu 3abossBanus. CbpaeyHo-
cwaoBute 3abonsBanus (CC3 ) mpeacTaBisBaT Hail — roJisIM i1 OT BCUYKHU ITPUJIPYIKaBallli
3abonsBanus (61,5%). Crueranuero PA u CC3 ce xapakTepusupa C: Mo-4ecTo U3MoJ3BaHe Ha
KopTuKocTeporaHa Tepanus (70%), mo-psAaKo mpuiara€e Ha MeToTpekcar, no-roJisim Opoit
OOJIE3HEHU CTaBU, I10-BUCOKU CTOMHOCTU Ha VAS, mo-Bucoku croiiHoctd Ha DAS28 (CYE n
CRP), KouTO BBIPEKH OJAroMpHATHOTO MOBJIMSBAHE ¢ OMOJIOTMYHU CPEJICTBA OCTaBaT IMO-
BHCOKH TIPE3 1EJIUs TPOCIIEEH TIEPUO/I, TO—BUCOKA OCpeIHeHa akTUBHOCT Ha PA mpe3 nenus

U3CJIe/IBaH MepHoI, MpeICTaBeHa CHHXPOHHO ¢ JBarta BapuanTa Ha DAS28 -(CYE u CRP).

AHanmu3bT Ha aKTUBHOCTTA Ha PA 1o Bpeme Ha W3CJIe/BaHUs NEPHOJI YCTAaHOBSBA:
ocpenHeHa akTuBHOCT Ha PA u3pazena ¢ DAS28 (CYE) e no-Bucoka OT ocpeiHEHa aKTUBHOCT
Ha PA uzpazena DAS28 (CRP), chiniecTBeHN pa3iuku nNpu KaTeropusMpaHe Ha aKTUBHOCTTA

Ha PA crnopesn mocturHatusi OTroBOp, NMPEJICTaBeH upe3 oOlna ckaja 3a JBEeTe BEPCUU Ha
DAS28

PuckoBusit npodui 3a nopurena CC 3a60J1EBAEMOCT U CMBPTHOCT 1pH 00JiHU ¢ PA,
KOUTO MPOBEXJIAT OMOJOTMYHO-aKTHBHA TEPAIis € B 3aBUCHMOCT OT: OoJiecTHaTa akTHBHOCT,
supeaenena upes DAS28 (CRP) (croitHoctn <3,2 —10-0naronpusiteH puckoB Mpoui),
KOMOMHAIUsATA CbhC CHHTETHUHH cpeactBa (MTX) (mo-OnmarompusiteH pUCKOB MpoQui)
cenpreTBamara KC Tepanust (mo-yiom puckoB npoduul). 3HAYMTEIHO HamallsBaHE Ha
IIPOTHO3HATa BEPOSITHOCT 3a pa3Butue Ha CC3 MoXke Ja ce MOCTHUIHE C: HaMallsiBaHE Ha
rpaHunara, Kareropusupaiia O0JHUTE B ChCTOSIHUE HA HHMCKa akTUBHOCT upe3 DAS28 (CRP)

<2,67 (11,3% penykuus Ha IPOTrHO3HATA BEPOSTHOCT), U3MOJI3BAHE HA OCPEIHEHH CTONHOCTH



Ha NoKasartesisi 3a u3passBaHe Ha (OHOBATA BH3MAIMTEIIHA AKTUBHOCT, TTPUIIOKCHUE Ha MTX B

TepaneBTUYHUA MOJCI, npeyCTaHOBsABAHC HA neyenuneto ¢ KC I1p4 ITbpBa BH3MOXKHOCT.

Study of the clinical activity of patients with rheumatoid arthritis conducting

treatment with biological drugs

Summary: The aging of the population is becoming increasingly apparent in industrialized
countries. Increasing the average life expectancy of the population and reducing the birth rate
reflect in this fact. In an aging population, the number of patients with inflammatory arthritis,
including rheumatoid arthritis (RA), is expected to increase proportionally. Patients with RA
have a significantly higher risk of death. Despite the introduction of new costly treatments and
strategies to control RA activity, there is no clear and reliable evidence of increased life
expectancy for these patients. They die earlier (live shorter) compared to the general population.
Trends have been identified in reducing this "excessive" mortality in the last 1 - 2 years, but a

stable, significant reduction in mortality in these patients has not yet been demonstrated.

Trends have been identified in reducing this "excessive" mortality in the last 1 - 2

years, but no lasting, significant reduction in mortality in these patients has been demonstrated.

Objective: To optimize the evaluation of the clinical activity of rheumatoid arthritis in

order to improve the long-term prognosis of patients.

The study included 195 RA patients undergoing biological therapy. Accompanying
Jiseases were found in 70.3% of patients. Cardiovascular disease (CVD) accounts for the
largest proportion of all comorbidities (61.5%). The combination of PA and CVD is
characterized by: more frequent use of corticosteroid therapy (70%), less frequent
administration of MTX, greater number of painful joints, higher VAS values, higher DAS28
values (ESR and CRP), which, despite favorable biological response, remained higher
throughout the follow-up period, higher average RA activity throughout the study period,
presented synchronously with the two variants of DAS28 - (ESR and CRP).

An analysis of RA activity during the study period finds: the average activity of RA
expressed by DAS28 (ESR) is higher than the average activity of RA expressed by DAS28
(CRP), significant differences in the categorization of RA activity according to the response

achieved, presented via a common scale for both versions of DAS28.



The risk profile for increased cardiovascular morbidity and mortality in RA patients
receiving biologically active therapy is dependent on: DAS28 (CRP) disease activity (values
'3.2 - more favorable risk profile), combination with synthetic agents (MTX) (more favorable
risk profile) concomitant CS therapy (worse risk profile). A significant reduction in the
prognosis for CVD can be achieved by: reducing the categorization of patients in low-activity
status through DAS28 (CRP) <2.67 (11.3% reduction in prognosis), using averages the
indicator for expression of background inflammatory activity, administration of MTX in the

therapeutic model, discontinuation of corticosteroid treatment at the earliest opportunity.

T. IlluBaueBa. boxHuAT OT peBMATOUJACH apTpPUT- HacTosile M ObjJelle,
YHuBepcurtercko uzgarenctso MY- Bapua, 2020,
ISBN 978-619-221-231-5

Pesrome:

[Tb1HO0 ¥ TOIPOOHO ca pasriielaHk ChbBPEMEHHUTE JOCTUKEHUST B PEBMATOJIOTMYHATA
Hayka. OTpa3eHHu ca U ca OHAIJIEJICHW KIIIOUOBHTE XapaKTEPUCTUKU B €TUOMATOreHe3ara u
IpeAKINHNYHA (aBTOUMYHHA) ¢a3a Ha peBMaToujHust apTpuT (PA). O600111eHO € pa3BUTHETO
Ha KPUTEPUU 3a JMArHO3a, HACTOSIIIH MPENOPHKU 3a JIeUeHHE ChC CUHTETUUHU U OUOJIOTUYHU
00JIECTONPOMEHSII MEUKAMEHTH, CHBPEMEHHH CTPATeruy U LeJIH NPU JIeUeHHE U KOHTPOJ

Ha akTUBHOCTTA Ha PA.

Jlebunupanu u CHIIOCTaBEHU ca MHJICKCH 3a OLIEHKA Ha aKTHBHOCTTa Ha PA, TSIXHOTO
pa3BUTHE BBB BpeMeTO, (HOpPMYIW 3a HM3UMCIEHHETO UM M CKalM 3a KaTeropusupaHe Ha
AKTUBHOCTTA Ha 3al0oisiBaHETO (peMucHus, HUCKa, yMmepeHa Hu Bucoka). OOcblaeHa e
3HAYMMOCTTA Ha ,,0CTaThYHATA™ BB3MAIUTEIHA aKTUBHOCT MPH JIeYeHUE ¢ O0JIECTONPOMEHSIIN
cpescTBa 3a peHTreHorpadcka nporpecus Ha PA, 3a unBanuu3anus Ha OOJHUTE U PA3BUTHE

Ha HeoOuuaitHO roJisiM Opoii ChITBTCTBAIIM 3a00JIsIBAHUSI.



Pasriiefiani ca NpHApY)KaBalluTe 3a00JsBaHUS U OCTaThyHATA AKTUBHOCT KaToO
PUYMHK 33 1O — paHHa cMbpT npu Gomau or PA. Jlebunupanu ca pasiukuTe MEMLY
KOMOPOUIHOCT M MYJITUMOPOMAHOCT. MyITHUMOPOMIHHST MOAXO € ONPE/CICH, KaTo 1o —
[UTOCTEH, KOMTO pasriekaa OOJNHES, a He €HO 3a00JIssBaHe OT HHTEPEC U € M0 - MOAXO/AIN
ripu Gostau ot PA. Toii oTpa3siBa ISUIOCTHOTO 31PABOCIOBHO CHCTOSHIE HA MAIUCHTA, MOXKE /1

61),[[8 ITIOJIC3EH C OIJICA 110 -I[06p0 KQueCTBO U IMPOABDKUTEIHOCT Ha XXUBOT.

AHQTM3MPAHO € ChBPEMEHHOTO CHCTOSHHME Ha MPoOJieMa ¢ NIPEkKICBPEMEHHA CMBPT
npu 6oyHKM OT PA, OCHOBHHTE MPHYMHU 33 CMBPT IIPU TAX M TEHJICHIUUTE HA HUBOTO Ha
CMBPTHOCT B epara Ha OwuonormyHata Tepanmus. OTIENEHO € CIEHHaTHO BHUMAHHE Ha
CBPIEYHO-CHIOBUTE 3a00JIsBaHUs, KaTO OCHOBHA IPHYMHA 3a CMBPT npu Gonuu or PA.
AHaIM3UPaHA ca PUCKOBUTE (HAKTOPH 3a ChPACYHO-CHIOBU 3a00JISIBAHMA NPU Te3U OOIHHU,
KOUTO Ca pa3/ie/ICH! Ha TPaJAUIMOHHH 1 TaKHBa, CBbP3aHH ¢ IIpupojara Ha PA, karo XpoHn4eH

BB3MAJIMTCIICH ITPOLEC.

3a bpBH BT Y HAC Ca aHAJM3UPAHU IPUIPYIKaBaIy 3adosBaHus Ipu 60aHu 0T PA,
KOHMTO ITPOBEIK/IAT JICUCHHE ChC CKBIIOCTPYBAIIU OMOIOTHYHU MEIMKAMEHTH U ce ornpenens 10-
TOJMINHA IIPOrHO3a 3a MPEXKUBAEMOCT MPH TAX. AHAIM3UPAHU Ca BCUYKU IPHUJPYIKaBaIIK

3a60.H$IBaHI/IH, KOHUTO INPCACTAB/IsIBAT 3HAYUTECI/IHA HE3aBUCUMaA 3alljiaxXxa 3a MPEKUBIACMOCT IPU

ooz ot PA.

M3nomBanu ca MexayHapoanaTta kiacudukanus Ha OoJiecTHTe, JeceTa PeBU3Hs
(ICD-10) u Charlson comorbidity index (CCI), koiiTo € olleHeH Ipu BCeKu OOJIEH Bh3 OCHOBA
Ha KomOumHammsara Bb3pact/kKomopOuanoct. Texectra Ha CCI e xarteropusupana B TpH
crenenu: jeka (¢ onenka Ha CCI ot 1-2), ymepena (c ouenku Ha CCI 3—4) u Texkka (¢ oneHka

Ha CCI >5).

N3uncnena e mporHo3Ha 10-rofMinHa NMpeXUBIEMOCT ¢ OpUrHMHAIHA (opmysa Ha
Mary Charlson. Ilony4ena ¢ eauHHA MPOrHOCTHYHA TMPOMEHJIMBA, ChYeTaBalla BbH3PACT U

KOMOp6I/IIlHOCT, KOATO € IMOoKa3aTejiHa 3a nocjaeaBall pucK OT CMbPT.

OrpeziesieHu ca KIFOUOBH NPEIUKTOPHU, CBBP3aHHU ChC ChITHOCTTA Ha PA 1 HEroBoTo

Jedenue, onpeaenamu 57% ot npeasuieHara 10-rouiHa NpexKuBsIEMOCT.



PaHHa JMarHo3a M JledeHHe C KOMOWHAIMsS OT CHHTETHYHH M OHOJOrHYHM
60JIECTONPOMEHSII CpecTBa Ha PA, OlleHKa Ha aKTMBHOCTTA C HaJeXk/HH KOMOMHMpaHU
HOKa3aTeld, MOraT Jia Ce€ OTpassT B I0-70o0pa IpOrHosa MO OTHOLICHHWE Ha KayeCTBO H

IIPOABIDKUTEIIHOCT HA )KUBOT

T. Shivacheva. Patient with rheumatoid arthritis - present and future
Summary:

The modern achievements in rheumatology are examined in full and in detail. The key
features in etiopathogenesis, the preclinical (autoimmune) phase of rheumatoid arthritis (PA),
are reflected and illustrated. The development of diagnosis criteria, current recommendations
for treatment with synthetic and biological disease-modifying drugs, current strategies and

goals for the treatment and control of RA activity are summarized.

Clinically applicable index scores for evaluating RA activity, their development over
time, formulas for calculating them, and scales for categorizing disease activity (remission, low.,
moderate and high) are defined and compared. The importance of "residual" inflammatory
activity in the treatment of disease-modifying agents for radiographic progression of RA, for
the disability of patients and the development of an unusually large number of comorbidities

are discussed.

Co-morbidities and residual activity are considered as causes of early death in RA
patients. The differences between comorbidity and multimorbidity are defined. The
multimorbid approach is defined as more comprehensive, addressing the patient rather than a
disease of interest and more appropriate in patients with RA. It reflects the overall health of the

patient, may be helpful in view better quality and life expectancy.

The current state of the problem of premature death in RA patients, the main causes of
death in them and the trends of the mortality rate in the biological therapy era are analyzed.
Especially attention is paid to cardiovascular disease as a major cause of death in RA patients.
The risk factors for cardiovascular disease in these patients, which are divided into traditional

and those related to the nature of RA, as a chronic inflammatory process, are analyzed.

For the first time in Bulgaria, accompanying diseases in patients with RA Who have

been treated with expensive biological drugs have been analyzed and a 10-year prognosjs for



their survival is determined. All co-morbidities that represent a significant independent threat

to survival in RA patients were analyzed.

The International Classification of Diseases, Tenth Revision (ICD-10) and the
Charlson comorbidity index (CCI) were used, which was evaluated in each patient on the basis
of the age / comorbidity combination. CCI severity is categorized into three grades: mild (with

a CCI score of 1-2), moderate (with a CCI score of 3-4) and severe (with a CCI score =>5).

An estimated 10-year survival with the original Mary Charlson formula is calculated.
A single prognostic variable was obtained, combining age and comorbidity, which is indicative

of a subsequent risk of death.

Key predictors related to the nature of RA and its treatment were obtained, accounting

for 57% of the forecast 10-year survival.

Early diagnosis and treatment with a combination of synthetic and biological discase-
causing agents of RA, activity evaluation with reliable combined indicators, may result in a

better prognosis in terms of quality and life expectancy

1. . T. IlluBauena, JI. KapactareB, YBpexjaHe Ha KOPOHApPHUTE ChJOBE MpPH
peBMaTuuHu 3a0onsBanus, Pesmartonorus, 2000, 8,3,11-14

ISSN:1310-0505
Pesrome:

O06o0mieHn ¥ 3aaBJI00YEHO aHAIM3UPAHM  Cca aKTYaJHU IIO3HAHHUS OTHOCHO
aKleJIepupaHa paHHa KOpOHapHa arepockiieposa npu 0oinu ot PA. [IpencraBenu ca mbiaHoO 1
0 IpoOHO €CTECTBOTO U 0COOEHOCTHUTE HAa ,JIUMTUIHUS apaJ0KC" Ipu OOJIHU C BUCOKO aKTUBEH
PA. OOchbaenu ca BBIOPOCH 3a BB3ACUCTBUETO HA CHUMITOMATUYHU U OaBHOJECTBAaIU
MEIUKAMEHTH BbpXY JUNUAHUS npodui Ha 00gHU OT PA, KakTo ¥ 3a TSIXHOTO OTHOLICHH

KbM  KapJMO-BAacKyJapHUTE MpoOiieMd mOpd peBMaTuyHo Oosnute. Pasrienana



TepaneBTUYHATA CTPATErUsl IPY HeCTaOMIIHA aHIHA IEKTOPHUC 1 OCTHP nH(apKT Ha MUOKap/Ia

npu GOJIHU OT peBMaTUYHU 3a00JISIBAHYSL.

Damage to coronary vessels in theumatic diseases

Summary:

Current knowledge of accelerated early coronary atherosclerosis in RA patients is
summarized and thoroughly analyzed. The nature and features of the "lipid paradox" in patients
with highly active RA are presented in full and in detail. Questions about the eftects of
symptomatic and slow acting drugs on the lipid profile of RA patients, as well as their
relationship to cardio-vascular problems in theumatic patients, were discussed. The therapeutic
strategy for unstable angina and acute myocardial infarction in patients with rheumatic diseases

is reviewed.

2. K. Bojkova, T. Shivacheva, B. Varbanova, Diagnosis and evolution of
reactive arthritis induced by yersinia enterocolitica, Problems of Infectious
and Parasitic Diseases, 2000, 28, 2, 20-22
ISSN: 0204-9155

Pe3rome

PeakTUBHUAT apTpHUT € BB3MATUTEIHO CTABHO 3a00JIsiBaHe, IPUYNHEHO OT OaKTepuu,
BKJIFOUUTENIHO Yersinia enterocolitica. To3u uHAyIHpaH OT MHUKPOOPraHU3bM apTPUT
OOMKHOBEHO C€ OBJJfBa 3a HIKOJKO Mecella, HO B CIy4auTe C HOJOCTbD M XPOHHYEH

penuauBupall Xoa 4€CTo nMpaBu AUArHOCTUYHU, TEPANICBTUYHU U IIPOTHOCTUYHH l'IpO6JI€MI/I.

UHTCPECHU 3a 00CHKIaHE. ]_ICJII I[a C€ Ch3/1aJA€ IPOrHOCTHUYCH MOJC/T 3a AOKa3BaHC Ha \



JMArHOCTUYHATA CTOMHOCT Ha KIMHHYHO-MMYHOJIOTHYHH KPUTEPUHUTE IIPU GomHM, cTpafalm
OT peaKTHBEH apTPUT, IPHUKMHEH 0T Yersinia enterolitica, He3aBUCUMO OT agTHOaKTepuaIHaTa
W/U1M IMYHOMOIy IHpaiaTa Tepanus. MaTepuan u Meroan: Mscnensany ca 37 nmanueHTH €
Yersinia enterocolitica mHAyIMpaH peakTHBEH apTpuT. Te ca pasjieNieHn Ha TPy TPyNH CIIOPEN
nevennero: (i) ¢ Jloxemmuxmme ® (ii) cse Cyndacamasun ® m (iil) ¢ HECTEPOMAHH
IPOTHBOBL3NATATENHY JIeKapcTBa U ¢Qu3moTepanus. Pesynrature ca NONy4eHH HIpes
WHIWBUyaleH, MaTpH4eH ¥ HelapameTpuueH aHamu3. Pesyararum: Maremarnyeckara
CTOMHOCT Ha MHIEKC M, mojyueHa upe3 BapUallMOHEH aHAIN3, [I0Ka3Ba TEH/ICHIUs KbM CIIaJ
npy mnanueHtd, Jekysanu c¢ JlokcmmwkiuH ® (p <0,005). bomxuTe, JeKyBaHM CbC
Cyndacanasun ®, moxa3sat TEHIEHIU 3a OIAronpHsTHO IIOBIUABAHE, KOETO ce HadIo[aBa 1
P MAKMEHTH OT TpeTara rpyna. BoJKWTe ¢ BB3NAIMTENEH XapakTep U CaKPOUJIEUT
MIEPCUCTHUPAT B TOJIOKUTEIHA KOpENAIiOHHA 3aBUCHUMOCT, 3a pa3iKa OT JPYTd KIMHUYHU
KpUTEepHH. Y CTaHOBEHO € HAMAJICHUE WJTM M34e3BaHe Ha Ha aryly THHUPALIY aHTHTENa, KaKTo U
KJIIMHUYHO U3Pa3€HUsl YPETPHUT, MPOCTATUT (LIEPBULUT). Pe3ynrature Hajarat npeHapex/iaHe
Ha KPUTEPUHTE 3a OLEHKA B J(BE IPyNd: A-CBBP3aHO C aHTa)XXHpaHe Ha TPbOHA4YHUsA CTHIO U
cakpommaunute ctasu (r = 0.44) u rpyma — CBbP3aHHU ¢ eTHOJOruYHaTa Auarysosa (r = -0.15; -
0.46; -0.56). 3akmro4yeHHe: CHOHAUIOAPTPONATHATA IEPCHCTHPA, HE3aBUCMMO OT BHJIA Ha
nevennero. HuBara Ha CepyMHHU aHTUTENIAa U KJIMHUYHO MPOSIBEHUTE LEPBUIMT/IPOCTATUT H

YPCTPUT C€ OIIPEACTIAT, KATO CBbP3aHHU C €THOJIOTHATA, a HE ¢ IIPOrHo3ara..

KmouoBu mymu: Yersinia enterocolitica, peakTHBeH apTpUT, TEPAMUs U €BOJIOLHS

Diagnosis and evaluation of reactive arthritis induced by yersinia enterolitica
K. Bojkova !, T. Shivacheva %, B. Varbanova®

1. Department of microbiology and virology, 2. Department of Cardiology and rheumatology,
3. Department of pediatrics

Medical university — Varna, Bulgaria, Problems of Infectious and Parasitic Diseases, 2000, 28,
2,20-22

Summary

Reactive arthritis is inflammatory articulation disease caused by many bacteria, including

Yersinia enterocolitica. This microorganism induced arthritis is usually mastered for some j
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months, but incases with subacute and chronical recurrent course often makes diagnostic,
therapeutic and prognostic problems, interesting to be discussed. Purpose: To create a
prognostic model for proving the diagnostic value of clinical-immunology criteria inpatients
suffering Yersinia enterocolitica induced reactive arthritis never mind the antibacterial and/or
immunomodulating therapy. Material and Methods: 37 patients with Yersinia enterocolitica
induced reactive arthritis were tested. they were divided into three groups according to the
treatment: (i) with Doxycyclin ® (ii) with Sulfasalazin ® and (iii) with nonsteroidal anti-
inflammatory medicines and physiotherapy. The results were processed by individual, matrix
and nonparametric analysis. Results: Mathematical value of index M, processed by variation
analysis showed tendency for decline in patients treated with Doxycyclin ® (p<0.005). Patients
treated with Sulfasalazin ® demonstrated tendency for favorable affect what was also seen for
patients in the third group. It is clear that pants with inflammatory character and sacroiliitis
persisted in positive correlation in contrast to the other clinical criteria. Decrease or
disappearance of relative level of agglutinating antibodies as well as clinically expressed
urethritis, prostatitis (cervicitis) was established. The results imposed rearranging of assessment
criteria in two groups: A-connected with engagement of spinal column and articulation
sacroiliacs (r=-0.15; -0.46; -0.56). Conclusion: spondyloarthropathy persists regardless of the
type of treatment. Serum antibody levels and clinically manifested cervicitis / prostatitis and

urethritis are defined as related to etiology, not prognosis. Key words: Yersinia enterocolitica,

reactive arthritis, therapy and evolution

3. T. Shivacheva, D. Karastatev, Radkov, Y., Bojkova, K., Reactive arthritis
- What we know till now, Revmatologiia, 2002, 10, 4,3 -9
ISSN:1310-0505

Pesrome

PeaxktuBHuAT aptput (PeA) € BB3MaIUTENHO CTaBHO 3a00sBaHe ¢ 100pe MpoydeHa
€THOJIOTHUS, KOSATO ce oborarsiBa B CBeTIMHATa Ha HOBUTE To3HaHus. [loHarumero PeA e
BBBENIEHO mpe3 1969 1., 3a0onsaBaHeTo MpoabKaBa Aa ObAe 00EKT Ha MHTCH3UBHU HAy4HU
U3CJIEBaHKs 10 OTHOIIEHUE HA MHTUMHUTE UMYHOMATOTCHETHYHN MEXaHIU3MU, TEPaleBTUYHU

TOIX0/IM ¥ TIporHo3a. Bee orme He e sicHo gamn HLA-B27 wiu Apyr TACHO CBBpP3aH aHTHUIEH € Y
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OTTOBOPEH 3a reHeTHYHaTa ,.TIOJAT/IMBOCT Ha OpraHu3Ma ja OTKIIOHBA zabonsgBane. Tasu
06J1acT € 00eKT Ha CepHO3HU HayuHH u3cieaBanus. OOCHK/a ce Bh3MOKHOCTTA ICHETHHHIAT
¢OH Ha rOCTONpPHEMHHKA Ja € ,.BUHOBEH  3a OTKJIIOYBAHE, MPOrpecus Ha 3a00JIIBAHETO U
nporuo3ara npu 6oHE oT PeA. M3BecTHO €, ue MalueHTUTe ¢ PeA morat ga nporpecupar 10
AHKHJIO3UPAII CTIOHIUIMT TOIMHM CJIe]l HAYaloTo Ha 3a00JIs1BaHETO. [TociieIHUTE OTKPUTHS 32
MIMYHOIIATOTCHETHYHATE MEXaHM3MU DPasKpuBaT Bb3MOXKHOCTTAa 3a pa3BUTHC Ha apTpwt,
110100€H Ha peBMaTOMJIeH apTpuT. VIHTEeH3MBHI HAy4YHU MPOYYBaHUsA Ca MPOBEJICHU C OIVIE

"
Ch3/IlaBaHE Ha TepaleBTUYCH MOJICI B CHOTBETCTBUE C HACTOSIUTE 3HAHUA 34 "MI/ICTepI/IHTa

PeA.

Reactive arthritis - what we know till now
Shivacheva, T., Karastatev, D., Radkov, Y., Bojkova, K
Revmatologiia, 2002,10, 4, 3-9

Summary

Reactive arthritis (ReA) is an inflammatory joint disease with well-studied etiology. which
enriches in the light of the recent knowledge. The concept ReA is initiated in 1969 but it
continues to be an object of intensive scientific research, as regards to intimate
immunopathogenic mechanisms, treatment procedures and prognosis. There are several
formations of scientific researchers, who announced without interruption new interesting data
about ReA. It is not yet clear, whether HLA-B27 or other closely connected antigen is
responsible for the genetic susceptibility to trigger infections in some individuals. This is an
object of serious scientific research. The possibility the genetic background of the hospitable
subject to be "guilty" for the run, progression of the disease and the prognosis in patients with
ReA is discussed. It is known that patients with ReA may suffer from ankylosing spondylitis
years after beginning of the illness. The recent findings about immunopathogenic mechanisms
reveal the possibility of developing arthritis similar to rheumatoid arthritis. Scientists work
heavily on creating of therapeutic model in correspondence to the present knowledge of the

"mystery" ReA.
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4. T. Shivacheva, K. Bojkova, D. Karastatev, Y. Radkov, Treatment of reactive
arthritis caused by Yersinia enterocolitica with Tarivid - Clinical and
microbiologic data, Revmatologiia, 2002, 10, 3,48-51

ISSN:1310-0505

Pe3rome

Kiunnunara eukacoct Ha Odnoxcamun (Tarivid - Aventis, tabl. 0.200) u Cyndacanasun
(Sulfaenterin tabl. 0.500) e u3caeBaHa B OTKPUTO JBYMECEUHO MPoyuBaHe npu 21-mMa 00HI
OT pCaKTUBECH apTPUT. I[narHo3aTa € IMOCTaB€Ha Bb3 OCHOBA HA KPUTCPUUTE HA EBpOHCﬁCKaTa
rpyna 3a cnosaunaprponatus. Oduoxcaiun e xomOuHupaH cbc Cyndacanasun u
HECTEPOUIHU TIPOTHBOBB3MATUTETHN CpeICTBA. E(pruKkacHOCTTa Ha JIEUCHUETO € OLICHECHA Ypes3
KJIMHAYHA KPUTEPUH, JTa00OPaTOPHHU U3C/IC/(BAaHKS HA Bh3MAJIUTEIHATa AKTUBHOCT U TUTHP Ha
aHTHTeNna cpemy Yersinia enterocolitica - cepotun 03. [IpoaB/DKUTEIHOCT Ha CyTpelIHaTa
CKOBAHOCT, Opost Ha OTOYHH CTaBu, Opos Ha Ooseznenu craBu, CYE u croiiHocT Ha
(uOpHHOTEH TOKA3BaT 3HAYMTEIIHO MOJOOPEHHE B Kpasi Ha BTOPHUS MecCell, B CPaBHEHHUE ChC
HavasiHu ctoiiHocTH (p <0,05). CroitHocTTa Ha aHTHTEeNaTa cpeiy Yersinia enterocolitica -
ceporun 03 e motucuara mox 1: 200. Tarivid B onrumaina jgo03a 3a 2 Mecenia B KOMOMHAIMS
cbe Cygacanasi ¥ HECTEPOUIHU TPOTHBOBB3MAIUTEIHH JIEKAPCTBA BOJM JI0 KJIMHUYHA U

nabopaTopHa peMHUCHS.

Treatment of reactive arthritis caused by Yersinia enterocolitica with Tarivid -

clinical and microbiologic data

Shivacheva, T., Bojkova, K., Karastatev, D., Radkov, Y.
Revmatologiia, 2002, 10, 3, 48-51

Summary:

The clinical efficacy of Ofloxacin (Tarivid - Aventis, tabl. 0.200) and Sulfasalazin (Sulfaenterin
tabl. 0.500) was observed in an open two-month study of 21 out-patients with reactive arthritis.
The diagnosis is based on the criteria of the European Spondylarthropathy Group. Ofloxacin
was combined with Sulfasalazin and nonsteroidal anti-inflammatory drugs. The efficacy of the

treatment was evaluated on the base of the clinical criteria, laboratory tests of the inflammatory
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activity and the titer of the antibodies against Yersinia enterocolitica - serotype 03. The intensity
of the morning stiffness, the number of swelling joints, the number of painful joints, ESR and
the value of fibrinogen were improved significantly in comparison with the start values at the
end of the second month (p < 0.05). The value of the antibodies against Yersinia enterocolitica
- serotype 03 was suppresed under 1: 200. Tarivid in an optimal dose for 2 months in
combination with Sufasalazin and non-steroidal anti-inflammatory drugs induces clinical and

laboratory remission.

5. T. Shivacheva, Sn. Goreva, M. Mitkova, S. Kutsarova, Karastatev D, Arava.
for treatment of rheumatoid arthritis (a 2-year experience), Revmatologiia,
2003, 11, 1-2,59-64
ISSN:1310-0505

Pesrome

TepaneBruuHarta e(PeKTUBHOCT M KiIMHHMYHata ToHocumoctT Ha Arava (Leflunomide) ca
M3CIIEBAHU B OTKPUTO Ipoy4uBane npu 163™ 6oanu ot peBmaronjeH aptput (PA). Criopen
naBHOCTTa Ha PA, GosHUTE ca pa3jielieH! Ha JIBe IPYIH: IPyIa ¢ paHeH (JaBHOCT < OT eJiHa
roIMHA) ¥ ABIroroauined (1aBHoct > eqHa roauna) PA. [pu 6oauu ¢ panen PA ce ycranosiBa
ObP30 W 3HAYUTE]HO IMOBJIMSABAHE HA OIEHBUHUTE Kputepun (3-6-u mecen). Ilaumenrure,
cTpajammy ot HanpeaHana popma Ha PA, mokassar 1mojo0Ha MpoMsiHa, HO Oe3 1a JIOCTUrHAT
biiHa KauHuaHa pemucust. lllect ot 6onuute (3,68%) otnagar npea ABYroAMIIHUS IEPUOJT HA
HaOJII0/IeHUe, TIopaay HeXeNlanu peakuuu. Haif-uecTusT peructpupan crpannueH edexT Ha
Leflunomide e xocoman (18,40%), Ho camo mpu 3-Y* or OosiHUTE TOBa Oelle IpUYMHA 3a
npeycranoBsBane Ha ieuenuero. [Ipu 8 ot Gonnute (4,91%) ca peructpupanu KOXKHH OOPUBH,
a ipu apyru 11 (6,75%) - 3aryba na terso. B 3akmouenue, Arava (Letflunomide) uma 6bp3
TepaneBTHYeH e(eKT M CPaBHUTEIHO MAJIKO HEXEJIaHW peakiuu M € MOJIXOJSIl 32

JBJITOCPOYHO JIeYeHUE KAaKTO TIPH paHeH, Taka U Ipu HampeHan PA.

Arava for treatment of rheumatoid arthritis (a 2-year experience) T. Shivachev

Sn. Goreva, M. Mitkova, S. Kutsarova, D. Karastatev,

matologiia, 2003, 11, 1-2, 59-64 7%
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Summary:

The therapeutic efficacy and clinical tolerability of Arava (Leflunomide) were tested
in an open label study in 163 patients with rheumatoid arthritis (PA). According to RA duration,
patients are divided into two groups: a group with early (duration <one year) and long term
(duration > one year) RA. In patients with early RA, a rapid and significant impact of the
evaluation criteria (3-6 months) was found. Patients suffering from advanced form of RA show
a similar change, but without complete clinical remission. Six patients (3.68%) dropped out of
two-year follow-up due to adverse reactions. The most common side effect reported with
Leflunomide was hair loss (18.40%), but only in 3 patients did this cause treatment to be
discontinued. In 8 of the patients (4.91%), skin rashes were registered and in the other 11
(6.75%), weight loss was reported. In conclusion, Arava (Leflunomide) has a rapid therapeutic
effect and relatively few side effects and is suitable for long-term treatment in both early and

advanced RA.

6. T. Shivacheva, Evaluation of the activity of RA and sustained remission in
patients ongoing biological therapy, Revmatologiia (Bulgaria), 2019, 27,1,
16-23
ISSN:1310-0505

Pesrome

Ilenta Ha U3CIEIBAHETO € JIa C€ YCTAHOBM YECTOTaTa ¥ IPOABIDKUTEIHOCTTA HA PEMHUCHS U
HHCKaTa aKTUBHOCT Ha 3a00JIIBaHETO MpH MarueHTH ¢ PA, KOUTO IIpoBeX1aT NPOIBIKUTEITHO
JeyeHne ChC cuHTeTHuHM ¥ Oumonormunum cpeactBa (DMARDs) B peannu ycinosus. B
YCIOBHMATA HAa PETPOCHEKTHBEH aHAIW3 HA JAHHU OT peajlHaTa KIMHUYHA IIPaKTHKa ca
Bkirouenn 209 maruenTty, crpagaimd ot PA. Maaekcure Ha akTUBHOCT Ha RA mpu BcHuku
ITAIMEHTH Ca aHAIM3HPaHM Ipe3 IocieaHara roauHa Ha jedenne ¢ bDMARDs. Cpennara
Bb3pacT Ha nanuentute € 59,01 rogunu. Jomuuupamust o e xxercku (84,6%). Hauanoro
Ha JIEYCHHEeTO ¢ OWoJIormyHa Tepamus ce 3abaBs cbe cpefHo 8,21 roausHa. YcraHOBEHa €
3HAYMTEIHA pa3jikKa B M3MEHEHHETO Ha U3CIICIBAHUTE NHIEKCH HA aKTUBHOCTTAa Ha PA, KOUT

ca M3YKCIICHH B HAUAJIOTO Ha 6-us u 12-us Mecen. Mima o611a TeHIeHIMs KbM IOHM)KaBaHe H

CTOMHOCTUTE Ha TE€3M ToKazarenu. B Hauamoto Ha HaGJIIO,ZIaBaHI/UI NEpUOoaA MAIUCHTUTE
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pemucust (DAS28 CRP) ca nprban3uTeHo 3 mpTH mo-Manko -11% (n = 23) B cpaBHEHHE €
Te3w B Kpass Ha m3ciaeasaHeTo - 32,99% (n = 64) (p <0,001). B 10% ot ciyyauTe TpaiiHa
peMIcHs ce HabJIo/1aBa | CIopest IBaTa KOMOHHUPAHH HHJIEKCA (DAS28 ESR u DAS28 CRP)
(p <0,001). JlHec mpaBMIIHUAT HAYMH € CTpATEruiTa "treat to target". LlenTa ¢ HamaysiBaHe Ha
aKTHBHOCTTA Ha 0OJIECTTA JI0 MHOTO HUCKM HYBa (MJIM PEMHCHS) U [IOCTUIAHE HA BJIT0CPOIHA

peMucHs, KOsTO c€ra € pcajlHa U MMOCTHIXXHMA.

Evaluation of the activity of RA and sustained remission in patients ongoing

biological therapy
T. Shivacheva,
Revmatologiia (Bulgaria) 2019, 27, 1,16-23

The aim of the study is to establish the frequency and sustained remission and low disease
activity in patients with RA in the course of long-term treatment with synthetic and biological
means (DMARDs) in real conditions. In the conditions of retrospective data analysis of real
clinical practice, there were included 209 patients suffering from RA. Activity indexes of RA
in all patients were analyzed in the last year of treatment with bDMARDs. The average age of
the patients is 59,01 years old. The dominants sex is female (84.6%). The beginning of
treatment with biological therapy is delayed with the average of 8.21 year. In all activity indexes
of RA, which were monitored in the beginning of the 6th and the 12th months, there was
established a significant difference in their variation for the periods surveyed. There is a general
trend towards lowering the values of our indicators. In the beginning of the monitored period,
the patients going into remission (DAS28 CRP) are approximately 3 times less -11% (n = 23)
in comparison with those in the end of the study - 32.99% (n = 64) (p < 0.001). In 10% of the
cases a sustained remission is observed by both combined indexes (DAS28 ESR and DAS28
CRP) (p < 0.001). Today the accurate way is the "treat to target" strategy. The purpose is

lowering the activity of the disease to very low levels (or remission) and achieving a long-term

remission which is now real and achievable.
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7. T. Shivacheva, Real-life data — a characteristic of RA in patients with
cardiovascular diseases on the background of treatment with biological

agents, Revmatologiia (Bulgaria), 2019, 27, 3, 10-17.
DOI: https://doi.org/10.35465/27.3.2019.pp10-17.

ISSN:1310-0505

Pe3ome:

llenTa Ha WM3CIEABAHETO € Ja Ce aHAJM3MpaT JIaHHUTEe OT peajiHusd JKUBOT, 3a Ja Ce€
XapaKTepU3upaT NauenTn ¢ PA 1 cbpIedHO-CHOBH 3a00IsBAHNs, JIEKYBaHH € OMOJIOTMYHU
cpencTBa. B peTpocHeKTHBHO IpOydyBaHE ca pasriie/laHd [aHHM OT peajHa KIMHWYHA
IpaKTUKa, NpPM BKIIOYEHH 195 manmeHTH cbc ceporno3uTuBeH PA, kouTo ce€ JEKyBatr ¢
6uosornunn cpeactsa. Ilpu mammentd cbe cbmecTByBamu CC3 mpe3 nepuoja Ha
U3CIIEIBAHETO OsiXa OTKPUTH 3HAYMTEHO IIO-BHCOKH CPEJHM CTOWHOCTH Ha CVE (23.95
cpsmo 19,31, p=0,031) u CRP (6,41 cpemty 3,36, p = 0,004). 3a paziuka ot 1abopaTopHuTe
mapaMeTpH, CpeTHUTE CTOMHOCTH Ha KiuHu4HuTe napamerpu Ha PA — BBC, BOC u VAS, ne
[OKa3BaT 3HAYMTENIHA pasiuka npyu namveHtd c¢be i 6e3 CC3. Cpeanara CTOWHOCT Ha
DAS28 (CYE) 3a nepro/a Ha IIpOyYBaHETO € 3HAYUTEIHO 110-BHCOKA NPy nauueHTu ¢be CC3
(3.7 copsimo 3.39, p = 0.002) B cpaBHenue ¢ te3u 06e3 CC3. DAS28 (CRP) nokassa chbliara
tenaeHms. [Ipu manmentu c¢be CC3 cpeqHara CTOMHOCT 3a Meprosia Ha pocieasBane € 3.21,
a ipu narenTr 6e3 CC3—2.88 (p<0.001). Pesysrarute oT TOBa poyuBaHe pu 60HM 0T PA,
IPOBEX/IAIM JICYeHHE ¢ OMOJIOrMYHU CPEACTBA B peajlHds JKUBOT, M3BbH YCIIOBHATA Ha
KIMHAYHO MpOy4YBaHe, MOKa3BaT, 4Ye HE3aBHCUMO OT JeyeHuero, Ooanure cbe CC3
IPOIB/DKABAT Jia TTOIbPIKaT M0-BUCOKO OHOBO Bh3nasieHue. HeoOxoanuma e onrumusanms Ha

TEPAINICBTUYHOTO IOBCACHUEC B pCaIHUSA JKUBOT, 3a Jia CC HOII06pI/I JABJITOCpOYHAaTa IMporHosa 3a

TC3U MATUCHTU.

KmoyoBu AYMU: pEBMAaTOUIACH apTpUT, CbpACYHO-CHI0BU 3200JIsIBAHUS, OMOJIOTUYHU areHTH,

JaHHU OT pCaJIHUs XXUBOT.

Real-life data — a characteristic of RA in patients with cardiovascular diseasep on

the background of treatment with biological agents
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Summary:

The purpose of this study is to analyze real-life data in order to characterize patients
with RA and cardiovascular diseases that are treated with biological agents. In a retrospective
study, data from real clinical practice were analyzed in 195 patients with seropositive RA,
which are being treated with biological agents. In patients with existing CVD, significantly
higher mean ESR values (23.95 vs. 19.31, p = 0.031) and CRP (6.41 vs. 3.36, p = 0.004) were
detected over the period of the study period of treatment. In contrast to the laboratory
parameters, mean values of clinical parameters of RA [ TIC, SIC and VAS clinical sings did
not show a significant difference in patients with and without CVD. The time average value of
DAS28 (ESR) during the study period was significantly higher in patients with CVD (3.7 vs.
3.39, p = 0.002) compared to those without CVD. DAS28 (CRP) shows the same trend. In
patients with CVD, the time average value of the follow-up indicator was 3.21, and in patients
without CVD, 2.88 (p < 0.001). The results of this study, in PA patients conducting treatment
with biological agents in the real life, outside of the clinical study conditions, demonstrate that
independently of treatment, patients with CVD continue to maintain higher background
inflammation. An optimization of therapeutic behavior in real life is necessary to improve the

long-term prognosis of these patients.

Key words: rheumatoid arthritis, cardiovascular diseases, biological agents, real life data.

1. B. Uonkosa., T. [lluBauesa, Cu. I'opesa, I'. lumurpos, JI. Kapacrtares, H.
[lenkoB, K. boxkoBa, MepcuHWMO3HM M XJIaMHJHAJIHU PEaKTHBHU apIPUTH-

KJIMHUYHUA 0COOEHOCTH M Mporuo3a, Pesmaromnorus, 1994 2, (2), 15-19

ISSN: 0204-9155

Pesrome:
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[Ipu 36 Gonnu (20 mMBxke U 16 XKeHH) Bb3 OCHOBA HA KIMHUYHH 1 CepOJIOrMYHH
M3CIIe/IBAHNS € NpUeTa AMarHo3a HepCuHUO3eH WM XJIaMUIMAJICH PEaKTUBEH apTPUT. ITpu 18
OT TSX € NMPOBENEHO JIeYeHHe C TeTPALMKIMHOB Mpenapar, a mpu OCTaHAIUTE - € JIpyri
AHTHOMOTUIIM WM XUMHOTEpaneBTHIM. Bcudku OOJHM ca MOJydaBald HECTEPOWJIHH
IPOTHBOBB3NATUTEHA CPSACTBA. AHAIM3MpaHa ¢ TPUIOMIIHA MPOrHO3a B 3aBUCUMOCT OT
KJIMHAYHUATE 0COOEHOCTH, CBOEBPEMEHHOCTTA U BH/Ia Ha MPOTHUBOBB3NATUTEIHOTO JICHEHHE H
THTHpA Ha aHTHTENA cpely Yersinia enterocolitica ceporun 03 u 09 n Chlamydia trachomatis.
B xpas na nabmoznenuero npu 47 % OT GONMHWTE ce YCTAHOBSIBA KIMHMYHO MO100peHue 1
nmrnica Ha Gesiesn 3a aprpur. IIpu Yersinia triggered peakTuBHU apTPUTH ce OUEpTaBa 110-7100pa
najeyna nporuosa. [Ipu acT ot OOJNHHTE ce yCTaHOBSBA MEPCUCTUPAHE HA KIMHUYHU MTPOSIBH
W 3HAuYMTENHA 3aryba Ha TpyaocnocoOHocT [IpaBH ce W3BOABT, Y€ Ta3u rpyna peaKTHBHU
apTPUTH MMAT OJIArONpPUSTHA IPOrHO3a MIPU CBOEBPEMEHHO (PaHHO) 3aM04YBaHE HA JICYEHUETO

C MoAXO0aM1 AHTUOUOTHUK WU XUMHUOTEPAINIEBTUK.

KJ104oBM JyMH: PEakTHBEH apTPUT, HEPCUHHO3HA WH(EKUMS, XJIaMHIHaIHAa WHQEKIs.

IIPOTHO34a; MCIAUKaMCHTO3Ha TCpaIlusl

Yersiniosis and chlamydial reactive arthritis - clinical features and prognosis

Summary:

In 36 patients (20 men and 16 women), a diagnosis of yersiniosis or chlamydial
reactive arthritis was made on the basis of clinical and serological studies. 18 of them were
treated with tetracycline and the rest with other antibiotics or chemotherapists. All patients
received non-steroidal anti-inflammatory drugs. Analyzed in the three-year prognosis
according to clinical features, timeliness and type of anti-inflammatory treatment and antibody
titer against Yersinia enterocolitica serotype 03 and 09 and Chlamydia trachomatis. At the end
of follow-up in 47% of patients with established clinical improvement and lack of signs of
arthritis. With Yersinia triggered reactive arthritis, a better long-term prognosis emerges. Some
patients experience persistent clinical manifestations and significant disability. It is concluded
that this group of reactive arthritis has a favorable prognosis for “early (early) initiation of

antibiotic or chemotherapy approaches.

Keywords: reactive arthritis. yersinia infection, chlamydial infection. prognosis: drug therapies
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2. T. IIusauena, J. Kapacrares, A. Ilenes, H. Ileaxos, CB. I'eopruesn,
Cnyuaii Ha peBMaTOHMJEH apTPUT € TE€XKH MPOBOAHY HapyUICHNUA, PepmaroJiorud,
1999, 7, 2, 42-44

ISSN 1310-0505

Pesome:

Tpencrased e ciyyail Ha O0JIEH OT pEBMATOU/ICH ApTPUT OT ,,IpeI0NONIOTHYHATA™ €pa.
IMopanu mposiBeHa HEMOHOCHMMOCT WM CTPAaHMYHM SBICHUS KbM HAIWYHATC CHUHTCTHYHH
60JECTONPOMEHSIIA MEUKAMEHTH C€ IPOBEXIA CHMIITOMATHYHO JIEYCHHE C HECTEPOU/IHH
IPOTHBOBL3NATUTENHY CPEACTBA ¥ KOPTUKOCTEPOUIH, TIEPCUCTUPA BUCOKA aKTUBHOCT Ha PA.
OcplnecTBEHO € JieueHne c¢ IutasMadepeza 0Oe3 3HAUUM pesyliTaT 1O OTHOLICHWE HaA
axktuBHOCTTAa Ha PA. Ha T03u on, Ha 47 — rogumi=a Be3pacT c¢ pa3BuBa PECTPUKTUBEH TUII
ChpeYHa HEJOCTaTLYHOCT U bicH AV 6ok ¢ MAS cunapoM. MMiiaHTHpaH € HOCTOSHEH
KapIMOCTHMYJIATOpP, PETHCTPUpaH € cTaOuileH PUTHM B ClieiBammTe Mecenn. Passusa ce
3aba004aBaIa ce ChpJeyHa HeIOCTaThUHOCT, KOSTO € MEAMKAaMEHTO3HO HEKOHTPOIUpYEMa 1
BOJIH 10 JieTajieH u3xo. Kato mpuunHU 3a CMBPTTa ce 00CHKIAT: IIPU 3aAbpiKallia ce BUCOKa
aKTHBHOCT Ha PA pasBuTHe Ha BaCKyIMT Ha MQIKH ChIOBE M aMUIION03a, aHTaxupamm AV-

ChCIMHECHUC U MUOKapaa.

Case of rheumatoid arthritis with serious conduct disorders

Summary

A case of a patient with rheumatoid arthritis from the "pre-biological" era is presented.
Symptomatic treatment with non-steroidal anti-inflammatory drugs and corticosteroids is
ongoing and persistent high activity of RA due to intolerance to currently available synthetic
disease-modifying drugs. Plasmapheresis was performed with no significant result with respect
to the course of RA. Against this background, at the age of 47, restrictive heart failure and
complete AV block with MAS syndrome developed. A permanent pacemaker was implanted

and a stable rhythm was recorded in the coming months. Deepening heart failure develgps,

which is medicamentally uncontrollable and results in death. The causes of death are discujged:




with sustained high activity of RA - vasculitis of small vessels and amyloidosis, engaging AV-

compound and myocardium.

3. T. Shivacheva, DAS28 (ESR) and DAS28 (CRP) —are they interchangeable
to measure the activity of rheumatoid arthritis in response to treatment with

biological agents? Folia medica, 2020,62. 2 (in press)

ISSN 0204 8043

Summary

The European League Against Rheumatism do not specify which Disease Activity Score 28
should be used.

The aim of the study is to check whether Disease Activity Score-28 (Erythrocyte Sedimentation
Rate) and Disease Activity Score-28 (C-Reactive Protein) represent equally the activity of RA
in the course of treatment with biological agents.

Material and method: In a retrospective study analyzed database of real clinical practice for a
12-month period of biological treatment of RA. Disease Activity Score-28 (Erythrocyte
Sedimentation Rate) and (C Reactive Protein) are compared at the start and at the end of the
study.

Results: The mean difference between both Disease Activity Score 28 at the beginning of the
study is -0.48(0.52) (p<0.001), at the end -0.51(0.46) (p<0.001). There is a significantly lower
proportion of patients with < 3.2 value of the Disease Activity Score- 28 (Erythrocyte
Sedimentation Rate) compared to those with > 3.2 value at the two points of estimated
(18.46%0 m, p<0.001) (40.51%12 m p=0.005). Established a significantly higher proportion of
patients with DAS28 (CRP) <3.2 at the end of the period (69.74%12 m) (p<0.001). The activity
estimates <3.2 have a significant proportion of discordance between the both Disease Activity
Score-28 and low to weak level of agreement (kappa = 0.235-0.464) between [them.
Discrepancies are unrelated to the type (anti-TNF a or not) medicaments.

Conclusion: The two DAS28 variants are not interchangeable with the same threshold



for low RA activity in measuring the response to biological therapy.

DAS28 (ESR) 1 DAS28 (CRP) — nanmu ca B3auMo3aMeHAEMH IpH U3MCpBAHC Ha
aKTUBHOCTTA HAa PEBMATOUJIEH apTPUT B OTTOBOD Ha JCUCHHUE € OMOJIOTUYHU areHTH
Pe3ome:

EBponeiickaTa ura cpeliy peBMaTu3Ma He yTOUHsABA KOI BapuaHT Ha DAS 28 uma npeaBui.
IesrTa Ha M3CIEIBAHETO € JIa Ce TIPOBEPHU JaJIi OIIEHKATa HA aKTUBHOCTTA HA 3200J15IBaHeTO-28
(ckopocT Ha yTasiBaHe Ha €PUTPOIMTHUTE) U OIIEHKATa HA AaKTUBHOCTTA HA 3a0o0ssiBaneTo-28 (C-
PCaKTUBCH HpOTCI/IH) npeacrasisiBaT €IHAKBO AaKTUBHOCTTA Ha PA B Imporeca Ha JICHCHHUE C
OMOJIOTMYHY areHTH.

Marepuas H MeTol: B peTpoceKTHBHO MPOyYBaHE € aHaIu3MpaHa 0asa JaHHU OT peanHa
KJIMHAYHA TIPaKTHKa 3a 12-MecedeH neproj Ha Ouonormdno jedenne Ha PA. Ouenka Ha
aKTHBHOCTTA Ha 3a001sBaHeT0-28 (CKOpOCT Ha yTtasBaHe Ha epurpountute) u (C peakTHBeH
IIPOTEHH) CE CPaBHSABAT B HQUAJIOTO U B Kpasi Ha U3CJIEABAHETO.

Pesyaratu: CpeHarta pasiuKa MeX/Iy JBETE OICHKU Ha aKTHBHOCTTA Ha 3a0onsBaHeTo 28 B
HavyajaoTo Ha miciensaneto e -0,48 (0,52) (p <0.,001), B kpas -0,51 (0.46) (p <0,001). Nma
3HAUUTEITHO MO-MajIKa 9acT OT MalueHTuTe ¢ <3,2 CTOMHOCT Ha IoKa3arelis 3a akTUBHOCT Ha
3a0oIsiBaHeTO - 28 (CKOPOCT HA yTasBaHe Ha ePUTPOLMTUTE) B CPaBHEHHE € Te3u ¢ > 3.2
cToHHOCT B /1Bata m3cienBanu MoMenta (18,46% 0 m., p <0,001) (40,51% 12 m., p = 0,005).
VCTaHOBEH € 3HAYMTEIHO M0-BUCOK s Ha manumentutre ¢ DAS28 (CRP) <3.2 B kpas Ha
nepuona (69.74% 12 m.) (p <0.001). Ouenkure Ha aKTUBHOCTTA Ha 3abojsBaHeTo <3.2
MIOKa3BaT 3HAUMTEIIHO pa3MUHABAHE MEXK]Ty JIBaTa MOKa3aTelis 3a aKTHBHOCT Ha 3a00J11BaHETO-
28 1 HECKOTO 10 ¢1abo HUBO Ha chriacue (kama = 0,235-0,464) mexay Tax. PasmuHaBanusta
He ca cBbp3anu ¢ Tumna (antu-TNF o win He) exkapceTsa.

3akmoucHue: /Iara Bapuanta Ha DAS28 He ca B3anMo3aMEHSEMU C €/IMH U ChIIL Iipar

3a HHCKa aKTUBHOCT Ha PA IIpu U3MEPBAHE HA OTIOBOPA HA OuonoruyHara TCpalus.




4. J1. Henos, K. Henos, T. lllnBauesna, I'. [lackanes, ['. Jumutpos, [Inazmadepesa
B KOMIIJIEKCHOTO JedYeHHe Ha OOJHHM OT peBMarouaeH aptput Hedpomorus u

Vponorus, 1994, 25 (2), 1-5

Pe3rome:

IIpe3 mocyeHNTE TOANHU €KCTPAKOPIOPATHA METO/U 33 OYUCTBAHC HA KPbBTA €C
[Ipuiarat IpH JedeHne Ha apToumyHHHU 3abossiBanus. [Inasmadepesa (I10) ce npuara npu
BICOKA CTENEH Ha akTUBHOCT Ha PA u Obp30 nporpecupai XoJ, py HETMOBJIUABAHE OT JIEYCHUEC

¢ ,.,0a3UCHU cpeacTBa’™, a CHIIO U IIPU MPOSIBU HA BACKYJIUT.
»

LIen Ha MpOYYBAHETO € Jia C€ npociaeand KIMHUIHOTO IOBJIUSIBAHE M Ja C€ YCTAHOBAT

MMYHOJIOTHYHUTE poMenu ciief npuiarane Ha [1® npu 6ommu ot PA.

ITpu 4 60o1nu (kenu) ot PA (110 ARA) ¢ BiCOKa aKTUBHOCT, Ha CPEJIHA Bb3pacT SO T,
0sxa nposeenn 10 I1® npe3 uuTepBas ot 5 qHU ¢ U3BIMYaHe cpeHo 1o 1223 mir. miasMa Ha
ceanc. Ilpy BCcHUKM IIpeIBAPUTENHO € MPOBENEHO Oa3ucHO NedeHue Oe3 ja ce IMOCTHIHE
KJIMHUYHA W JlabopaTtopHa pemucHs. V3BiedeHaTa Iula3Ma CE€ 3aMecTBallle C aJICKBATHU
BJIMBAHMS Ha BOJHO-€JIEKTPOJIMTHU PA3TBOPH M HATHMBHA IlIa3Ma B CcbhoTHouleHue 2:1 bsxa
oneHenu cieanure nokasarenu: [[MK; umyHornoOynmHu; QaronuTapHa aKTUBHOCT: 0OLI

KOMILIeMeHT U HeroBata C3 dpakiusi.

Pesynratu u o6cwxaane: [Tpy Bermuku 00HHU Oeliie MOCTUIHATO CPABHUTEIIHO 00O,
HO KPaTKOTPalHO KIMHWYHO ¥ TApaKIMHUYHO IOBJIMSBAHE: HaMaJlsBaHE MHTEH3UTETAa Ha
OoJyikaTa, Ha TPOIB/DKUTENHOCTTa Ha "cyTpemHarta ckoBanoct", Ha CYE u nap. He Oeme
perucTpupaHa mpoMsHa B THThpa Ha ariyTWHaUMOHHWS TecT Ha Waaler Rose. Ilpenu
3aro4Bane Ha JiedyeHneTo ¢ I1d cToifHOCTUTE Ha UMYHOITIOOYJIMHUTE OT TpUTE Kjaca Osxa B
rpaHuIMTe Ha Hopmara. Cje/ mpoBeieHUTe IU1a3Madepesu He 1ocieiBaxa 3Ha4uMK MPOMEHH
B HuBata uM. [Tog00H GsIXa MOJIyYeHNTE Pe3yIITaTh MPH U3CIeBaHE Ha OOIUSA KOMITJIEMEHT
u Herosara C3 ¢pakius. B naganoro Ha neyenueto ¢ [1® GonHuTe 69Xa CHC CUITHO NOTHCHATA
daronuTapHa aKTMBHOCT Ha MOJMMOpQoHyKIeapHuTe JNeBkormTu. 1P okasza nebnokupaiia

Q)YHKHI/HI COpsIMO IIpETOBapeHaTa PETUKYJIO-CHIOTEIHA CHUCTEMA, H3passBalla ccC C
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CTUMYJIMPAHC Ha (barouHTo3aTa M C JOCTUraHe Ha HOPMAJIHUTEC nmapamMeTpu. Haii-cbliecTBeHU

IIPOMEHH C€ PETHCTpUpaxa B CTOMHOCTUTE Ha LIUK. Te 6sixa pelylMpani 3HAUNTEIHO.

3akmoyeHue: [1® mpuiokKeHa B KOMILIEKCHOTO JICYCHUE Ha oousiau ot PA nosexaa 10
3HAUUTENIHA , HO KPATKOTpaiiHa KIIMHUYHA PEMUCHSL. C Hes ce IOCTUTa UMYHOMO/TyJIalus, HO €

HeobXxouMa nmoJyIbpiKala NMTOCTaTuYHa TCpaIus.

Plasmapheresis in the complex treatment of patients with rheumatoid arthritis

Nenov D.. K. Nenov, T. Shivacheva, G. Paskalev, G. Dimitrov, Nephrology and Urology, 1994,
25(2), 1-5

Summary:

In recent years, extracorporeal blood purification methods have been used in the
treatment of autoimmune diseases. Plasmapheresis (PF) is used with a high degree of RA

activity and a rapidly progressing stroke, with no response to 'basic agents', and with vasculitis.

The aim of the study is to monitor clinical response and to detect immunological

changes after PF administration in RA patients.

In 4 patients (RA patients) with high activity, at an average age of 56, 10 PFs were
performed at 5-day intervals with a mean extraction of 1223 ml. plasma per session. In all, pre-
treatment was performed without clinical and laboratory remission. The recovered plasma was
replaced by adequate infusions of aqueous-electrolyte solutions and native plasma at a 2: 1
ratio. The following indicators were evaluated: CEC; immunoglobulins; phagocytic activity;

total complement and its C3 fraction.

Results and Discussion: A relatively good but short-term clinical and paraclinic
response was achieved in all patients: reduction of pain intensity, duration of morning stiffness,
ESR, etc. No change in the titer of the Waaler Ross agglutination test was recorded. Before
«iarting PF baking, the immunoglobulins of the three classes were within the normal range.
After plasmapheresis, no significant changes in their levels followed. Similar results were
obtained when examining total complement and its C3 fraction. At the beginning of PF
treatment, patients had severely suppressed phagocytic activity of polymorphonu¢fear

leukocytes. PF exerted a deblocking function on the congested reticulo-endothelial system.,
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expressed by stimulating phagocytosis and reaching normal parameters. The most significant

changes were recorded in the CEC values. They were significantly reduced.

Conclusion: PF administered in the complex treatment of RA patients results in
significant but short-term clinical remission. It achieves immunomodulation, but sustained

cytostatic therapy is required.

5. K. Boxkosa, T. llluBaueBa*, Cu. lopesa*, I'. lumurpos*, JI. Kapacrtates™, H.
IlenkoB*, Yersinia enterocolitica-peakTUBEH apTPUT - JIEUCHUE U MPOTHO3A CJIC]

Tpu roaunu, Cnemna meaununa, 1995, 4, 46-47

ISSN 0861-9964

MeauuuHacky yHuBepcuTet - Bapra, Kateapa no MUKpoOnoIIoris u BUpYCOJIOTHsl,
*Karepa 110 KapIMOJIOTHsI U PEBMATOJIOTUsI

Pesrome

23-Ma manueHTu ¢ Yersinia enterocolitica peakTHBEH apTpUT ca JieKyBaHU ¢ JIOKCHUIMKIIMH,
Cana3onupuH ¥ ¢ HECTEPOUIHN aHTHBB3MATUTEIHHU cpeacTBa. Cliell TPUroMIIeH Mepuo/ ce
[IpaBU TpeleHKA 3a HAIMYMETO WM JIMIcara Ha OOJNKH B IPbOHAYHNUS CTHIO W/WIIM HUCKO B
{PBCTA C BB3MAIATENIEH XapakKTep, CAKPOWJICHT, YPETPUT, MPOCTATUT/LEPBULIUT U CEPYMHH
aHTUTENa. Y CTaHOBSIBA C€, Y€ IporHo3ara HE C€ NOBJUABA OT MPUEMAHETO HA MOCOYCHHUTEC

JieueOHM NpenapaT ¥ He ce MPeA0TBPATsIBa XPOHUPUIIPAHETO HA 300 ISBAHETO.

KimrouoBu jaymu: yersinia enterocolitica, peakTHBEH apTpUT, JOKCUIMKIIMH, CAJIQ30MUPUH,

HCCTCPOUTHU CPEACTBA, IPOTHO3A CIIC 3 TOAUHU

Yersinia enterocolitica-reactive arthritis - treatment and prognoses after three

years

K. Bozhkova, T. Shivacheva *, Sn. Goreva *, G. Dimitrov *, D. Karastatev *, N. Penkoy
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University of Medicine - Varna, Department of Microbiology and Virology,
* Department of Cardiology and Rheumatology

Emergency Medicine, 1995, 4, 46-47

Summary

23 patients with Yersinia enterocolitica reactive arthritis were treated with Doxycycline,
Salazopyrin and non-steroidal anti-inflammatory drugs. After a three-year period, the presence
or absence of spinal pain and / or low back pain with inflammatory character, sacroiliitis,
urethritis, prostatitis / cervicitis, and serum antibodies is evaluated. It is established that the
prognosis does not affect the administration of these medicines and does not prevent the

chronicity of the disease.

Keywords: yersinia enterocolitica, reactive arthritis, doxiciclin, salazopirin, nesteroidal

products, forecast after 3 years

6. b. Bep6anosa, JI. Kapacrates *, C. Banes **, T. IlluBauena *, C. I'opesa *,
AHTHUKEpaTHH aHTHIEpUHYKJIeapeH GakTop U aHTUTEJA - CEPOJOTUYHU MapKepH

3a peBMaTOMAEH apTpuT, Scripta Sctentifica Medica. 1997, 29,. 3, ctp. 143-140
ISSN 1314-6408

Karenpa no nmenuatpus, * Kareapa no xapauonorus 1 peBMaTOIOTHS U
** JlTaGopaTopus 10 KIMHWYHA HMYHOJIOTHS, MeuIMHCKI YHUBEPCUTET - BapHa, Bapna

PeBMaTOUAHUAT apTPUT MPOSIBSIBA NIHPOK CIEKTHD OT aHTUTENIA, Hall-XapaKTEPHUSAT 32 KOUTO
¢ peBMaTOMAHUAT (pakrop. Mma Tpu aHTHTENa, HACOYEHH CPEILy CMUTEIHA KOMIIOHEHTH,
[IPUTCIKABAIA BHCOKa CHCIII/I(I)I/I‘-IHOCT 3a ToBa 3a00JIIBaHE - AHTUNCPUHYKJICAPHU aHTHUTCIIA,
AHTHKEPATUHOBH aHTUTENA U aHTUTEJIA CPELLy MEKIMHHY HUIIKHA. M3cieBaxme 46 nauueHt
Cc peBMarouaeH apTPUT 3a HaJIAYMeTO Ha aHTurepuHykieapeH ¢akxtop (APF)

anTukepatuHoBu antutena (AKA). Vcranosuxme 3HaumTenHo mpeobnanapane Ha APF
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cepymuTte Ha nanueHTute (78%), KaKToO M Ha AKA (57%). Pesyrratute Osixa CpaBHEHHU C
KOHTPOJIHY TpyIHu. ViMa 3HaunMMa KOpenauus ¢ HAIMYMeTO Ha PEBMATOMIHH (axropu B

cepyMuTe Ha manueHTH ¢ PA.

KouoBy yMH: aHTHIEpHHYKIeapeH (akTop, aHTHKEPATHMHOBA aHTHTENA, PEBMATOM/ACH

apTpHT, UMyHO(ITy OpecIieHIUs

Antikeratin antiperinuclear factor and antibodies - serologic markers for

rheumatoid arthritis
B. Varbanova, D. Karastatev*, S. Balev**, T. Shivacheva*, S. Goreva*

Department of Pediatrics *Department of Cardiology and Rheumatology and ** Laboratory of
Clinical Immunology, Medical University of Varna, Varna, Scripta Sctentifica Medica, 1997,
vol. 29, Suppl. 3, pp. 143-140

Rheumatoid arthritis exhibits wide range of antibodies, most characteristic of which is the
rheumatoid factor. There are three antibodies directed against epithelial components possessing
high specificity for this disease - antiperinuclear factor, antikeratin antibodies, and antibodies
against intermediate filaments. We investigated 46 patients with rheumatoid arthritis for the
presence of antiperinuclear factor (APF) and antikeratin antibodies (AKA). We found a
significant prevalence of APF tn the patients’ sera (78 %) as well as of the AKA (57 %). The
results were compared with control groups. There was a significant correlation with the

presence of rheumatoid factors in the RA patients’ sera.

Key-words:  Antiperinuclear factor, antikeratin antibodies, rheumatoid arthritis,

immunofluorescence

7. W. Bana6ancku, J{. Kapacrartes, JI. [Tackanes, T. IlluBayeBa, Adepepa-HiaKkon

cpBpeMeHHHu acuektu, Hedposorus, 2005, 11, 46-51

Pezrome
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[pezncTaseH € 0630p Ha MEMIMHCKATA IATEPATYPa, CBBP3aHA ChC CHBPEMEHHHTE MOCTHKEHUS
¥ TIPAaKTHKY Tpu adepesHnTe METOMM. BKIOUEHO € KpaTKo OmMcaHue Ha yTBBPIACHUTE H
HOBOBBBEICHHTE METOIIL. 1Ipe/icTaBeHa € CTATHCTUKA 32 NPIIOKEHHETO Ha Te3H TEXHUKHU MO
CBeTa W ¢ TPHIOXKeHa OChBpeMEHEHa Tabiwla C MOKasaHWsTa 32 adepesa TpH PasIUYHU

HO30JIOTUYHHU CIUHUIIA.

APHERESIS - SOME CONTEMPORARY ASPECTS
Summary

A review of the medical literature related to contemporary achievements and practices in
apheresis methods is presented. A brief description of the approved and newly introduced
methods is included. Statistics on the application of these techniques worldwide are presented

and an updated table of apheresis indications for different nosological units is provided.



