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Pe3iome

Hoz[ar paTta U ApYIruTC KpUCTAJIMHHU apTpOIIaTUH, Ca 3HAYUMU MCIULUHCKU HAPYLICHHUA, KOUTO
rmopassiBaT HaceJeHWeTo. HapymieHusita B mypuHOBaTa OOMSHAa ca W3BECTHH OTJaBHA, HO B
MOCICAHUTE ACCCTHUIICTUA TC CC CPCIIAT 3HAYUTCIIHO YCCTO U MMPEACTABIIAAIBAT CCPUO3CH HpO6JIeM.
KpI/ICTaJ'II/ITe OT NMMMKOYHA KUCCJIMHA CC HATPYNBAT B OIIOPHO-ABUIATCIIHUSA allapaT U BbTPCIIHUTC
OpraHu, BbB BPb3Ka € KOCTO HE CaMO PpE€BMATOJIO3W U HHTCPHUCTH, HO U KapAUOJIO3H, He(prHOBH,
JepMaToJIo3u U 0(TAIMOIO3H, TPSOBA Ja TIO3HABAT Te3M 3a0oisBanus. [lomarpara e Hali-ctapus
MIPUMEP 32 CUCTEMHO HapyLIEHHE Ha KPHUCTAIHO OTJIaraHe, KOETO IPUYUHSIBA apTPUT, ITOpagu
KO€TO 3a00JISIBaHETO 3a€Ma OCHOBHO MSCTO B Ta3W KHHUTA. HpI/I nogarpa, CCpyMmHara (I/I T’bKaHHaTa)
KOHIOCHTpAalgd Ha MOHO HATpUCBATAa COJI HAa IMMKOYHATA KHCCJIMHA HAaABHIIABa HEeWHUs npar Ha
paztBopumMocT (Han 408-420 MUKpOMOIA), CbCTOSSHHE W3BECTHO KaTO XHMepypukemwus. ToBa
CbCTOAHUEC BOAW 10 OTJIaraHe Ha KpUCTAJIM MOHO HATPHUEB YPAaT-MOHO XUJPAaT, KOUTO arperupar B
TO(bH. C’LG,Z[I/IHI/ITCJ'IHaTa ThbKaH Ha CTaBUTC € IMNPULICIHO MACTO HAa YPATHUTC KPUCTAJIMHHU
otnara"us. HezaBucumo oT TOBA, IoJarpara 3acsara " 6’b6peLII/ITe qpe3 HUHTCPCTHULIUATIHO
KpUCTAJIMHHO OTJIaralHe, WKW YpaTHa YPOJIHNTHAa3a, W MNOpEApa3nnoJIOKCHHUEC KbBM OKCajlaTHa
yponutuasza. bpOpeunuTe U cha0BUTE €PEKTH Ha PA3TBOPUMUTE ypaTH MPU XUIEPYyPUKEMUYHO
OOJIHUTE TMpeapasnoyiiaraT KbM XHUIEPTOHHs, ObOpeuHa TUCPYHKLIMS M KapAHO-BACKYJIApHH
YCIIOXKXHCHU A, KOUTO Ca CBbpP3aHU C MMOBUIIICHA CMBPTHOCT.

Abstract

Gout and other crystalline arthropathies are significant medical injuries which affect the
population. Disturbances in purine metabolism are well known for a long time, but in the last
decades they occur very often and are a serious problem. Uric acid crystals accumulate in the

joints and internal organs, that is why not only rheumatologists and internists, but cardiologists,




nephrologists, dermatologists and ophthalmologists must know these diseases. The gout is most
ancient example for systemic disturbance of crystalline accumulation, which causes arthritis, that
is why this disease take take the crucial place in this book. In gout serum and tissue
concentration of uric acid exceeds the threshold of solubility (over 408-420 umol/l), which is
known as hyperuricemia. This state leads to accumulation of monosodium urate crystals, which
aggregate as tophi. Connective tissue of the joints is the target place MSU crystal accumulation.
Nevertheless, gout affects the kidneys via interstitial crystalline accumulation, or urate
nephrolithiasis and susceptibility for oxalate urolithiasis. The effects of soluble urates on kidneys
and vessels in patients with hyperuricemia, predispose to arterial hypertension, renal disfunction

and cardio-vascular complications, which can be related to higher mortality.
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Pe3rome

PenmmuBupamusat nonuxouaput (PIIX) e psako, enuzoanyHo cUCTEMHO 3a00siBaHe, KOETO ce
XapakTepu3rpa peluIuBUPaIlo Bh3MaJeHIe Ha XpyIIsuiHaTa ThKaH. [laruenTure ca mpeJuMHO OT
Kagkaskara paca u ciabo mpeoOiagaBa 3acsraHe Ha KEHCKHUs 1o, Morar ga ObaaT 3acerHatu
WHIWBUIN BBB BCSAKAa Bb3pacT, Hai-uecto B meto naecerwierune (40-60 romuiina BB3pact).
UYecroTara Ha 3abomnsBaHeTo € 9 ciydas Ha | MunnoH. YctaHoBeHa e acouuanus ¢ HLA-DR4,
KOSITO € CBhp3aHa ¢ npejcTaBsHe Ha TUM || KkonareH enuTomnu, KakTo MoKa3BaT HAKOU MPOYYBAHMSL.
Etnonorusita e HesicHa, HO ce cuuta uye PIIX e aBronmmyHeH npouec. [lanmeHTrTe M )KNBOTHUHCKHU
MOJICTTM Ha 3a00JIIBAaHETO Ca MOKa3aJd aKTHBUPAHE HA KICTHYHUS M XyMOPATHUS WMYHHUTET
Cpelly pa3fuYHU XPYIUTHM KOMIOHEHTH BkmtouBamm konaren tum Il IX; Xl, marpunun-1,
(HaMHpa ce U3KIIOUMTENHO B  XPYIIsja Ha PECOUPATOPHHUS TPAKT M YIIHUTE MHIU), U
nporeoriukand. CTeneHTa Ha WMYHHHS OTIOBOp KOpenwpa ¢ KIMHWYHATa aKTUBHOCT Ha
3a0oinBaHeTo. BegHaxk cTUMyNMpaHu OT OTKIIOYBAIIUS (DAKTOp, aKTUBUPAHUTE JTUMQPOLUTH U
Makpodaru, CeKpeTupar MeAHaToOpu, KOUTO MHAYIIUPAT OCBOOOKIaBaHE HA JTM3030MHU €H3UMH,

[O-CIELUAIHO IpoTea3u. B pe3ydarar Ha BB3NAIMTENIHATA NECTPYKLUA Ha XpylLliia, ce




AKTUBHUpPAT BB3CTAHOBUTCIHHU IIPOLECH OT (1)I/I6pO6J'IaCTI/I U XOHAPOLHUTH, KOCTO BOAU 10

oOpasyBaHe Ha rpaHyJialliOHHA ThKaH U (Hudpo3a.

3a jeueHue Ha JeKUTe POPMHU CE€ H3IMOI3BAT HECTEPOUIHH MPOTUBOBB3MAIUTEIHH CPEICTBA
(HCIIBC), nancon u Hucka no3a koptukocrepounu (KC). Ilpu no-aktusHo 3a60ssaBane KC no3a
e 20 -60 Mr/gHeBHO, WIIH ITYJICOBE ¢ METHINpeHNn30J10H (1r/mHeBHO, 3 mopeanu quu). [Ipu 6omHM
C OYHO , OENOIPOOHO W CHPACYHO-CHIIOBO 3acsATaHe, WIM CHCTEMEH BACKYJIHT C€ M3IIOJI3BAT
UMyHOCyTpecopu  kKaro 1ukiodochamus, MeToTpekcar, a3aTHONpUH, Je(IyHOMUT,

MUKO(EHOIAT MODETHII, ¥ IIUKIOCTIOPHH.

Abstarct

Relapsing polychondritis (RPC) is an uncommon episodic systemic disease characterized by
recurrent inflammation and destruction of cartilaginous tissues. Patients are predominantly
Caucasian, with a slight female predominance. Persons of all ages can develop RPC with a peak
in the fifth decade (40-60 years). The estimated prevalence is nine cases per million. There is an
association with HLA-DR4, which some studies have shown is involved in the presentation of type
Il collagen epitopes. The etiology of RPC is unknown but is thought to be an autoimmune process.
Patients with RPC and animal models of the disease have demonstrated cellular and humoral
immunity against a variety of cartilage components including collagen (types II, IX, XI), matrilin-
1 (found exclusively in cartilage found in the respiratory tract and ears), and proteoglycans. The
degree of immune response correlates with clinical disease activity. However, once stimulated,
activated lymphocytes and macrophages are thought to secrete mediators that induce the release
of lysosomal enzymes, especially proteases. The resulting inflammatory destruction of cartilage
eventually generates an attempt at repair by local fibroblasts and chondrocytes, leading to the
formation of granulation tissue and fibrosis.

Nonsteroidal antiinflammatory drugs, dapsone, and low-dose prednisone may be used to control
minor inflammatory episodes. However, with more active disease, prednisone doses of 20 to 60
mg/day may be required until control is attained, or methylprednisolone pulses (1 g/day x 3 days)
are used for severe disease manifestations. In patients with ocular, pulmonary, or cardiovascular
involvement, or with systemic vasculitis, other immunosuppressives such as cyclophosphamide,
methotrexate, azathioprine, leflunomide, mycophenolate mofetil, and cyclosporine (when

cytopenias present) are used.
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Pe3rome

CHCTEMHUAT JIYIYC € XPOHHYHO aBTOMMYHHO 3a00JIsIBaHE, XapaKTePU3UPAILOo ¢e C MPOAYKIIHS Ha
ABTOAHTHUTENA, KOUTO CE OTJIaraT B ThKaHUTE M (PUKCUPAT KOMIUIEMEHTA, BOJCIIN JO CHCTEMHO
BB3MalieHue. 3a00JIIBaHETO TUITUYHO 3aCsTa )KEHU B IETEPO/IHA BH3PACT U CHIIIO TaKa € YECTO MpHU
HSIKOM €THUYECKH IPyIH KaTo A(po-AMepuKaHIiy, A3HaTIU U UHIAUBUINA OT UCITTAHCKU ITPOU3XO]L.
CHcTeMHUS JIYIyC € XETEPOreHHO 3a00JIsBaHe C IJIOCTHOCT Ha OoJiecTHaTa akTMBHOCT. Harp.,
HSKOW OOJTHM MOTAT JIa UMaT TPEIUMHO KOXKHO M CTAaBHO 3acsraHe, JOKaTo APYTH — CHCTEMHO
OpPraHHO 3acsiraHe KaTto HepHT, NepeOPOBACKYIHT, ITYIAMOHUT KapauT u Ap. MHekus TpsoBa
na ObJie BUHATU U3KII0YEHA, TP OOJIHU C JIYIyC, KOUTO UMaT noBullieHu temrneparypa u CRP.
JleueHHETO CE€ OCBHIIECTBSBA C KOPTHKOCTEPOHMIN M UMYHOCYIPECOPH, a MPH HAKOH (HOopMHU C
OMOJIOTUYHHU CPE/ICTBA

Abstract

Lupus is a chronic autoimmune disease characterized by the production of autoantibodies, which
deposit within the tissues and fix complement leading to systemic inflammation. Lupus typically
affects women of childbearing age and is also more common in certain ethnic minority groups
such as African-Americans, Asians, and Hispanics. Lupus is a heterogeneous disease with a
continuum of disease activity. For example, some patients can have predominant skin and joint
involvement, whereas others can present with organ-threatening disease like nephritis or diffuse
alveolar hemorrhage. Infection must be always ruled out in a patient with systemic lupus
erythematosus (SLE) who has fever and a significant C-reactive protein (CRP) elevation. The
treatment includes corticosteroids, immunosuppressants and biologics in some forms of the

disease.
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Pe3iome

Blue toe CUHAPOM IIPEACTABIIsIBA OCTPAa UCXEMUA U ITIOCIICABAIIA IMaHO3a Ha IIPBCT HAa KpaKa
BCJIEJICTBHE CHJIOBA OKIIY3HUsl HA apTepPHaJIeH KPHBOHOCEH ChJ] ¢ MAIBK KaIUOBp OT TpoMO03a,
eM00J11s1, Ba30Cca3zbM WM BB3IAJICHUE U TIPH JIMIICA HA TIPEIX 0K Ialla TpaBMa, CTYI0BO
YBpEXKJIaHE WU TTOIJIeXkKAIo 3a001s1BaHe, CBbP3aHO C TeHEepaI3upaHa Iuano3a (Harmpumep
XUITIOKCHSA UIIN MCTXCMOFHO6I/IHCMI/I${). YecTo mosiBaTa Ha CUMIITOMHUTE CE npeaxoxaa OT CbaoBa
HWHTCPBCHIUA. ITonskora Mmoxe Ja CC pa3BUAT OTOK U IMAHO3a U HA CbCCAHU THhKAHU. HpI/I HAKOU
IIalIUCHTHU CC Ha6n}0z[aBa 3aCAraHe U HAa JPpYyTH OpraHu U CUCTCMHU. M3kimrounTe tHO BayKHO € Ja ce
ocurypu 6Lp3a penepcbymﬂ Ha 3aCCTHATHUTC TbKAaHU ITOPAaJid BUCOK PUCK OT ThbKaHHA HCKPO3a U
ranrpena. HacrosimusaTt 00630p pasriiexia cbBpeMeHHUTE o3HaHus 3a blue toe curapom.
Kawuosu xymu: blue toe cunipom, arepoemO0IIHs, ChOBU HHTCPBEHIIUH, BACKYJIUTH, JICUCHHE
Abstract

Blue toe syndrome is acute ischemia and cyanosis of a toe due to vascular occlusion of arterial
branch of small caliber -- thrombosis, embolism, vasospasm or inflammation of the vascular wall
in the absence of preceding trauma, cold-induced tissue injury or underlying condition with
generalized cyanosis (i.e., hypoxia or methemoglobinemia). Frequently the appearance of blue toe
syndrome is preceded by vascular intervention. Sometimes edema and cyanosis of the adjacent
tissues are present. In some patients involvement of other organs and tissues is observed. The fast
reperfusion of the affected tissues is crucial due to the high risk for tissue necrosis and gangrene.
This review is focused on the current knowledge on blue tow syndrome.

Key words: blue toe syndrome, atheroembolism, vascular interventions, vasculitis, treatment
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Pe3iome

ABTOMMYHHHUSAT/aBTO-MH()IAMATOPHUAT CHHAPOM HHAyuupaH oT amoBanta  (ASIA) ¢
MMaTOJIOrMYHO CBCTOSAHHUEC, KOCTO MOXKE Ha 3aCCTHC HAKOU KCHH CJICH IMOCTAaBAHC HA I'PbAHU
umiuianTi. ASIA ce mposiBsiBa ¢ MHOTO OpOWHM HeCTEHU(PUYHU CHUMIITOMH, KOMUTO MOTraT Jia
Hapymar (bHSquCKOTO U IICUXHUYECKOTO ChCTOSHUEC HA ITAITUCHTUTEC. B HacTodIIaTa Hy6J’II/IKaLII/I${
npeaAcTaBaAME MHHHU-PCBIO Ha TOBAa CHCTOAHUC MW ABC IMALUMCHTKKM C aBTOMMYHHHU HApPYUICHUA,
MOsABUJIN CC€ CKOPO CJICA MOCTaBsIHC HA CUJIMKOHOBH I'PbAHW UMILJIAHTH. Fp’bI[HI/ITe UMIIJIaHTHU Ca
0e30macHU 3a IIOBEYETO JKCHH, HO TC MOrar Aa HNpCAU3BHUKAT ABTOMMYHHHW PpCAKIUKW U a4
IIpOBOKHpPAT Cy6eKTI/IBHI/I OINIAKBAHUS B MaJIKa I'pyIia OT MMPCAPA3IOJIOKCHHU ITallTUCHTHU. He e scHo
AaJin aBTOUMYHHUTC PCAKIHUH B HAIIUTE ClIydad Ca Bb3HUKHAJIU de NOVO ciiea MmoCTaBsAHE Ha
CUJIMKOHOBUTC HMMIUIAHTHU, WJIHW aJAOBAHTBT € TOTCHHOHUHPAJI mogJiexario Cy6KJII/IHI/I‘{HO
ABTOMMYHHO 3a0o0JIsIBaHe. HaHI/IeHTI/ITe Ca HaCTOdBaJIM 3a 3alla3BaHC HAa HUMIUIAHTUTEC, IMOpaan
KOCTO CC € HAJOXWIIO IpHJIarane Ha UMYHOCYIIPECCUBHO JICUCHUC C ITOJIOKUTCIICH e(beKT BBpPXY
KIIMHUYHUTC CUMIITOMMU. OTKpI/IBaHe Ha BUCOKO-PHUCKOBHU INALMUCHTH U OIIPCACIIAHC HA ITOAX OO
MCIUIMHCKO MPOCICAsABAHE € Bb3MOKHO YPEC3 CKPUHUPAHC HAa HAKOU aHTUTECJIA; aHTU-HYKJICAPpHU
u aHtu-pochomunuaHu aHTUTENA, peBMaToujaeH Qakrtop u antistreptolysin-O tutep, npu
NAlMeHTH I[UIAHUpPALM eCTeTHYHAa TpbIHA  XMpPYpruyHa Hameca. B ciyuait Ha ASIA,
KpaTKOBPEMCHHOTO WJIM ABJITOBPEMCHHOTO JICHCHHUC MOKC J1a 6’bﬂe MPAKTUYCCKU MMOAXOA IIpU
ManMCHTHU, KOUTO OTKa3BaT CKCIUIAHTUPAHC HA I'PBAHUTC UMILJIAHTH. HOI[XOI[SIHIOTO 06y‘-IeHI/I€
Ha ’)KCHUTC OTHOCHO BB3MOXKXHUTC PUCKOBEC U ITOJI3U OT I'PBAHUTC UMIIJIAHTH € BA’KHO 3a IIPaBUITHHUA
nu300p.

Abstract

Autoimmune/auto-inflammatory syndrome induced by adjuvant (ASIA) is a pathological
condition that could affect some women after breast augmentation surgery. ASIA presents with a
large group of unspecific symptoms, which could deteriorate patients’ physical and psychological
well-being. Herein, we present a mini-review of this condition and report two patients with
autoimmune disturbances emerging soon after silicone breast implantation. Breast implants are
safe for most women, but they could potentiate autoimmune reactions and provoke subjective
complaints in a minor group of susceptible patients. It is unclear if the autoimmune reactions in
our cases developed de novo after silicone placement or if the adjuvant had just potentiated an

underlying subclinical autoimmune disease. The patients insisted on preserving their breast




implants; therefore, immunosuppressive therapy was applied with beneficial effects on clinical
symptoms. Identifying high-risk patients and ensuring appropriate medical monitoring is
possible via screening for several antibodies, e.g. anti-nuclear and anti-phospholipid antibodies,
rheumatoid factor and antistreptolysin-O titer, in all patients planning breast augmentation surgery.
In the case of ASIA, short- or long-term medical treatment could be a practical approach in patients
who refuse breast implant explantation. The proper education of women about the possible risks

and benefits of breast implantation surgery is essential for making an informed choice.

2. Tanev, D., Marinova, N., Kirilova, M., Robeva, R. & Marinchev, L. (2023). DMARD
treatment and COVID-19 prevalence in patients with rheumatoid arthritis. Acta Medica
Mediterranea, 39(1), 59-66. ISSN: 2283-9720 Web of Science Q4 1F2021 0.147

Pe3ome

BbBenenune: Pesmatounnusat aptput (PA) e cBbp3aH ¢ MOBHILIEH PUCK OT PECHUPATOPHU
unpexuu 1 Covid-19 nanaemusTa npeacTaBisBa Cepro3eH puck 3a mauuenture ¢ PA. Kato ce
yMa TpeaBH]l IPOTUBOPEUUBUTE JIaHHU B JIUTEepaTypaTa, HACTOSALIOTO MPOYyYBAaHE MMaA 3a Lel
U3CIIe/IBaHe Ha YecToTaTta u Texkectta Ha Covid-19 mo oTHomeHHe Ha OosiecT-MOAUUIHPALITITE
antupeBMatuyHu cpeacrsa (BMAPC) npunaranu Ha ronsiMa rpyna nanueHtu ¢ PA, B enuH
PEBMATOJIOTUYEH LIEHTBP

Metoan: B npoyuBaHeTo ca BKiItoueHH 0010 156 manuentu ¢ PA Ha OMOMOrMYHN UM TaprerT-
cunteTnyHu BMAPC (6/rc BMAPC), u 102 nanmentu Ha konBeHmonanau BMAPC (kbMAPC),
KOUTO Ca OTrOBOPHJIM HAa  CTaHAAPTH3MpPAH BBIPOCHUK 3a PA3BUTHETO, CHMIITOMUTE H
ycnoxkHenusta Ha Covid-19 undeknusra.

Pe3yararu: Yecrorara Ha moTBbpaeHaTa win BepositHata Covid-19 nndekuus He ce pa3nnyaBa
MEXIy JABETE U3CJIEBaHU TEPANEBTHUYHH , U YECTOTAaTa HAa XOCIHUTAIM3ALMUTE 32 YMEPEHA WU
Texxka Covid-19 undeknus u Hucka (okomno 5%). Huto enHo OT u3ciaeBaHUTe aHTUPEBMATHYHH
JeKapcTBa HEe ¢ Omino crenupudHo CBbp3aHO ¢ pasButue Ha Covid-19 cumnTomu, win
yCIOXHEeHUs. B rpynara Ha MalMeHTUTE OT JKEHCKU moj nmotBbpacHara (13.6% vs. 22.4%) u
npennosiaraemara (10.6% vs. 17.6%) uectora Ha Covid-19 undeknusra e Ouina 3HaYUMO TIO-

Hucka npu narpentute Ha 6/rc BMAPC cripsimo kBMAPC (p=0.048).




3axiouenue: Jleuenuero ¢ 6/rc BMAPC npu manuenTu ¢ PA He € CBBp3aHO C TOBHUIIIEH PUCK
oT COVid-lg, OTUCTIMBU KIMHWUYHU CHMIITOMH, WM JiolIa IIPOrHo3a, CIpsAMO JICUHCHHUETO C
KBMAPC. OcBeH TOBa, TO MOX€ na HaMainud decrorara Ha Covid-19 wiam na mosBumum
aCHMIITOMaTHYHUTE ciydadn npH xeHu ¢ PA. [lonbpr u monoBo-cnenuuYHUTE pa3iudus MpH
B3anMoBpb3kara PA u Covid-19 usnckBa mo-HaTaThIIHO IPOCIICAsIBaHE.

Abstract

Introduction: Rheumatoid arthritis (RA) has been associated with an increased risk of
respiratory infections, and the Covid-19 pandemic represents a serious threat for RA patients.
Considering the controversy in the scientific literature, the present study aims to investigate the
prevalence and severity of Covid-19 in regard to disease-modifying anti-rheumatic drugs
(DMARD) treatment in a large group of RA patients treated in a single rheumatologic center.
Methods: A total of 156 patients with RA on biologic or targeted synthetic DMARD
(b/tsDMARD) as well as 102 patients on conventional synthetic DMARD (csDMARD)
answered a standardized questionnaire focused on the development, symptoms, and
complications of Covid-19 infection.

Results: The prevalence of confirmed or suspected Covid-19 infection did not differ between the
two investigated therapeutic groups and the prevalence of hospitalization for moderate or severe
Covid-19 infection was low (about 5%). No one of the investigated antirheumatic drugs was
specifically associated with the Covid-19 development, symptoms or complications. In the group
of female RA patients, the prevalence of confirmed (13.6% vs. 22.4%) and suspected (10.6% vs.
17.6%) Covid-19 infection was significantly lower in women on b/tsDMARD compared to
csDMARD (p=0.048).

Conclusion: The therapy with b/tsDMARD in RA patients has not been associated with
increased Covid-19 incidence, distinct clinical symptoms, or worse outcomes when compared to
csDMARD therapy. Moreover, it might decrease Covid-19 incidence or increase the
asymptomatic cases in women with RA. Gender and sex-specific differences in RA and Covid-

19 interrelations need further evaluation.
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Pe3iome
PeaxkTtuBHUSAT ApTpUT € BBIMNAIUTCIHO CTABHO 3360J’I}IBaHe, XapaﬁTeme/Ipamo C€ C aCClITUYHO
CTaBHO BB3MAJICHUE CBBP3aHO C NPHUIPYXKaABAMIO HHPEKIHO3HO 3abonsBane. OOMKHOBEHO
CUMIITOMHUTEC CC pasBUBAT IO BPEMC WUJIM CKOPO CJICA IMMPOSABUTC Ha I/IH(l)eKLII/IOI%HOTO 3a00JIs1BaHe.
HpI/I JABara I110J1a YpOIr€HUTaJIHUTE I/IH(beKI_[I/II/I Mmorart ga 6’L,Z[aT acUMIITOMaTu4Hu. B MpeaACTaBCHUA
ciy4ait Ha 68-roAMIIIHA JKEHA OJIMTOAPTPUTHT € CBBP3aH C ,,3a0paBeHa’ HHTpayTepHUHHA CIIUpaa.
CnnpanaTa € OTCTpAaHCHA YCIICHIHO JIAIIapPOCKOIICKH, KOCTO € JOBCJIO OO0 II'bJiIHA PC30JIIOLUSA Ha
CUMITOMHUTE U MOJOOpPEHHE Ha BBH3MATUTETHUTE Mapkepu. CiydasT e MmoKa3aTelIeH 3a TOBa, 4e
ACUMIITOMATUYHUTEC T'CHUTAJIHU I/IH(l)eKI_II/II/I Tp}I6Ba Ja C€ uMarT HIpcaAByUA IIPU IMOAO3PCHHA 3a
I/IH(beKI_II/IOSHO-CB’pr%aH PCAKTHBCH apTPUT, 0e3 sicHa €THOJIOTHYHA IIpU4YnHa, 0co0€eHo IIpH )XCHU
C BBTpPE-MATOYHA CHHpana. 3aabi004eHOTO OOy4YeHHWE Ha MAIMeHTH OTHOCHO IIpaBHIIHATA
yHOTpe6a Ha KOHTpAUCHTUBHU MCTOAH, KAKTO U PCTYJIAPHUTC T'MHCKOJOTMYHU NPCrican ca OT
I10J13a 3a IPpCAOTBpATABAHC HA HO,Z[06HI/I YCIIOXHCHU.
Abstract
Reactive arthritis has been defined as an aseptic inflammatory arthritis associated with a
concomitant infectious disease. Usually, the symptoms develop during or soon after a symptomatic
infectious disease, however, in both sexes genitourinary infections might be asymptomatic.
Herein, we presented a case of a 68-year old woman with oligoarthritis associated with a
“forgotten” intrauterine device (IUD). The IUD was successfully removed by laparoscopy leading
to a full resolution of symptoms and improvement of inflammatory markers.

The presented case shows that asymptomatic genital infection should be considered in case of
suspected infection-related arthritis without clear etiological cause, especially in women with 1UD.
The in-depth training of patients regarding the proper use of contraception methods as well as the

regular gynaecological examinations might help to prevent further similar cases.

4. Peteva, P., & Marinchev, L. (2022). Case report of a hard-to-treat dermatomyositis after
a COVID-19 infection and subsequent vaccination. Annals of the Rheumatic Diseases, 81,
1861-1861. https://doi.org/10.1136/annrheumdis-2022-eular.3517

Pesome:

BobBeaenue: Knnnuuen ciyuail Ha 50 roauiiHa *eHa, o npodecus Jekap, KOSTO MOCThIIBA B

KIMHMKAaTa ChC CHMETPUYHA MYCKyJIHA c1aboCT, MOsSBHIIA ce HSAKOJIKO Mecema ciex Covid-19




uHbekus U Tpu ceamunu cien Bropa go3a Covid MRNA Bakcuna. IlanuenTtkaTa He € MMaja
aBTOMMYHHO 3a00JIsiBaHe WK paMuIIHa OOPEMEHEHOCT 3a TAKOBa, U HE € pueMalia MeIMKaMeHTH
JI0 MOMEHTA Ha XOCTHUTAIN3aIMs. B MUHAIOTO € onepupana 3a JBOCH ObOPEK U 4eCTU YpUHAPHH
UHQEKIUH.

Hea: IlpencraBsHe Ha KITMHUYEH cirydai Ha S50 I. MaIMEHTKA, ChC CUMETPHYHA MYCKYJIHA CJIa00CT
U KJacuuecku Oene3u Ha JepMaTOMHMO3UT — maryiu Ha Gottron, o6puB noxa ¢opmMa Ha mian mo
JICKOJITETO, IEPUYHTBAJICH BAaCKYJIUT.

Metoau: Jlabopatopuu uscnenanusi — nouineHn KOK, JIIX, ACAT, AJIAT, Bucoku AHA-
1:1280 u Hanmuure Ha MHUO3UT-crenMpuuHM aBTo-aHTHTENa - aHTH-NXP2 u antu-Mi-2- Gera.
Enextpomuorpadusra nokasa muonatHu npomenu, IMP Ha MycKynuTe — CUMETpHYEH eleM Ha
mm.obturator and mm. adductor brevis. Uskirouenn Osxa 3a0oisiBaHMs, KOUTO MOrar aa
Hano100sBaT Bb3naJuTeNIHU Muonaruu. [IpoBenen 6e ckpuHuHr 3a kapuuHoM — SIMP Ha nsmno
TAJIO0, KOJIOHOCKOMMS, Mamorpadus ¥ THHEKOJOTHMYeH Iperjiel, KakTo M HMMYyHOOJOT 3a
MapaHeoIUIaCTUYCH CUHAPOM-AaCOIIMMPAaHN HEBPOHAIHU aHTUTeNa, 0e3 JaHHM 3a KapIHUHOM.
Myckynnata Owuoricust Ha M.vastus lateralis mokasa MyckyjnHO BB3MaJICHHE C HampeaHAIa
MyCKyJiHa aTpodus u puopo3a.

Juarno3a u jiedeHue: J[naraosara 1epMaToMHO3HUT O€ MOCTaBeHa criopel Kputepunte Ha Bohan
u Peter. 3amouna ce Bucoka go3a xoprukoctepouau (1mr/Kr/mHeBHO) ¢ ¢ 10OBP KIMHUYEH U
nabopatopeH edekr. J[Ba Mecema cieq 3amodBaHe Ha JICYEHHUETO HACTBHIIM BIIOIIABAHE Ha
MyCKyJIHAaTa Cc1ab0CT EeIHOBPEMEHHO C HapylICHHEe Ha THITaHeTo. M3kimodeHa Oe
KOPTHKOCTEepOUHA MHomaTus ciea nosropHa EMIT u nurnca Ha momgoOpeHue cie HamalisBaHe
Ha KOpTHKOCTepouaHata mo3a. JlobaBu ce Methotrexate 20 mr/ceqMuyHO, KaTO CTEPOHU-
CIIECTSIBAIl MEIUKAMEHT, ¢ J00Bp e€(EeKT, HO JIeueHHeTo 0e MPEYCTaHOBEHO MOpagu U30CTPEH
nuenonedpur. Cren KOHCYITAUA C AepMaToior ce 3amouHa jeuerue ¢ hydroxychloroquine 3a
HSKOJIKO CEIMUIM, HO JIEYCHHETO Oe CIPSHO, MOpaad BJIOLIABAHE HA KOXHUS M MYCKYJIHHUS
CHUHApPOM. 3amoyHa ce JICYCHHWE C HMHTPABEHO3€H HMYHOIVIOOYJIMH M c€ OOCHAM Tepamus ¢
cyclophosphamide wnu azathioprine crnen or3ByuaBane Ha ypuHapHata wHMeKIus. Thi KaTo
nmarMeHTKata ce pa3oosts moBTopHo ot Covid-19, BeIpexn BaKCHHALNATA, JICUEHUETO PO IBIIKH

CaMO C KOPTHKOCTCPOUAN U AHTUOCTCOIIOPOTHUYIHHU CPCACTBA.

3akiarouenne: ETnonoruara ¥ maTtoreHe3ara Ha BB3MATUTCIHHTES MHONATHH HE € HAIIbIHH

usscuena. Hue nonyckame, ye Covid-19 undexmmsra , kakro 1 MRNA BakCcHHATa ¢a OTKIIFOYHIIH




MYCKYJIHUSI BB3MAJIUTENIEH MPOIeC U ca KOMIIPOMETUPAIM UMYyHHHSI OTTOBOpP Ha IallMEHTa ChC
ci1ab OTroBOp KbM KOPTHKOCTEPOUIUTE U UMyHocynpecopute. OT apyra cTpaHa HampeaHaiaTta
MycKynHa arpodus u Gudpo3a 3a KpaTKO BpeMe, MMOKa3BaT, Ye MPEANOIaracMUTE OTKIFOYBAIIN

¢dakTopu MoraT fa ObJIaT MPUYMHA 33 TPYTHO MOBJIHSBAH OT JICYCHUE TAKbB THII IEPMATOMUO3UT.
Abstract

Background: A 50 years old woman, a medical doctor, came to our department with symmetrical
proximal muscular weakness, several months after Covid-19 infection and three weeks after a
second dose of Covid-19 mRNA vaccine. The patient had no prior or family history of autoimmune
diseases and take no medicines. In the past she undergone an operation for double-kidney with
frequent urinary infections. Objective findings have shown symmetrical proximal muscular
weakness and classic sings of dermatomyositis - Gottron’s papules, shawl and holster signs,
periungual vasculitis.

Objectives: We present a case of a 50 old woman with clinical and laboratory proven
dermatomyositis, starting three weeks after a second dose of a Covid1-19 mRNA vaccine without
other reasons.

Methods: The laboratory tests showed elevated CPK, lactate dehydrogenase, aspartate
aminotransferase and alanine aminotransferase, high ANA — 1:1280 and myositis specific
autoantibodies- anti-NXP2 and anti-Mi-2- beta. The electromyography showed myopathic
changes and the muscle MRI — symmetrical edema of mm.obturator and mm.adductor brevis. We
exclude diseases that may mimic inflammatory myopathies. We made a cancer

screening — whole body MRI, colonoscopy, gastroscopy, mammography and gynecological exam,
immunoblot for detection of paraneoplastic syndrome- associated neuronal antibodies, with no
detection of cancer. Muscle biopsy of m.vastus lateralis showed attenuating muscle inflammation
with advancing muscle atrophy and fibrosis.

Results: The diagnose dermatomyositis was made according Bohan and Peter criteria and we start
a high dose (1mg/kg/day) glucocorticoid therapy with goodinitial clinical and laboratory effect.
Two months after starting a therapy muscle weakness worsened together with difficulty of
swallowing. We excluded steroid myopathy after second EMG and lack of improvement when
tapering the GS dose. Methotrexate 20 mg/weekly was added as a steroid sparing drug with good

response, but was stopped because flare of pyelonephritis. Accordning to the opinion of




dermatologist hydroxychloroquine was started for a couple of weeks, because of active skin
manifestations. Muscle weakness worsened on the background of treatment, which was stopped.
We started a therapy with intravenous immunoglobulins and considered therapy with
cyclophosphamide or azathioprine after urinary infection. Because the patient was infected for a
second time with covid-19, although vaccine, we continued only with glucocorticoids and

antiosteoporotic therapy.

Conclusion: The etiology and pathogenesis of inflammatory myopathies are not fully clarified so
far. We speculate that the infection with Covid-19 as well as mMRNA vaccine trigger inflammatory
myopathy and compromise the patient’s immunity for poor treatment response with
glucocorticoids and immunosuppressives. On the other hand advanced muscle atrophy and fibrosis
within a short period show that suspected triggering factors could be a reason for difficult to treat
such type of dermatomyiositis.

5. Deliyski Tzv, Hristov E, Marinchev L, Parvova I, Dimitrova ZI. Health related quality of
life in patients with antineutrophil cytoplasm antibody associated vasculitis conducting
biological treatment - a systematic review of scientific publications. The 23rd Balkan
Medical Days “The Balkan medicine during COVID-19 pandemic”. Arch Balk Med Union.
(2021) 56(Supplement 1): S33-34. SCOPUS

Abstract

Introduction. In severe forms of ANCA-associated vasculitis (AAV), the rapid onset of
ischemia and blockage of blood vessels can lead to organ failure and death. The aim of the study
was to evaluate the health-related quality of life in patients with AAV and assessed as suitable for
treatment in accordance with the EULAR and Bulgarian national specific criteria for treatment
with biological products with INN Rituximab.

Materials and methods. A systematic review of scientific publications in accordance with the
PRISMA guideline was performed. We prepared a survey protocol with predefined: topic,
design, search strategy, inclusion and exclusion criteria, data collection methods, data analysis
and statistical evaluation, conclusions. The PICOS tool has been developed for patients with
AAV.




Results. We conducted a literature search by keywords: systemic vasculitis, biological treatment,
rituximab; HRQoL in MEDLINE and PubMed databases for the period 2002 - 2020. We found a
total of 190 publications — 177 publications in MEDLINE and 13 in PubMed. We removed 27
articles because they are not in English. 159 articles do not contain the keyword HRQoL. The other
4 do not contain information about Rituximab.

Conclusions. We did not find any scientific publications that deal with quality of life (HRQoL)
in patients with AAV and treated with Rituximab. The lack of literary publications in the world-
famous databases gives us reason to believe that the topic we have chosen is original in nature, not
only for Bulgaria, but also internationally. The importance of rituximab in the treatment of AAV

is still an unexplored scientific area.

Pesrome

BouBenenue. Ilpu texkure ¢Gopmu Ha ANCA-acoummpanute Backynutu (AAB), 0bp3oro
pa3BUTHE Ha HMCXEeMHUs U OJIOKHMpaHE Ha ChJIOBETE MOJKE Ja JI0BE/Ie JJO OpraHHa HEeJOCTaThYHOCT
u cMbpT. LlenTa Ha MpOydYBaHETO € Ja ce MPOCIeIu CBbP3aHO ChC 3JpaBETO KAYeCTBO HA JKUBOT
nipu 6ostHu ¢ AAB u orieHu Jieuenue ¢ Ouosiornunu cpenctsa (Putykcumad) ciopes Kpurepuure
Ha EULAR u bearapckure Hanmonanuu cneunuyHyu KpUTEPHH.

Matepuan u meroau. HanpaBeH e cucreMaTHueH INperje] Ha HayyHUTe nyOsumkanuu. bere
M3TOTBEH MPOTOKOJ Ha MPOYYBAHETO: TU3AifH, HAYYHA CTPATETHs, BKIIOYBAIIN M M3KIFOYBAIIH
KPUTEPHH, METOJM 32 ChOMpaHe Ha JaHHW, aHAJW3 M CTAaTHCTUYecKa 00paboTKa Ha JaHHUTE.
bemte pa3paborena nporpamara PICOS 3a nanuentute ¢ AAB.

Pe3yararu. bemle HanpaBeHO JUTEpaTypHO MPOYYBAHE MO KIIFOYOBU JYMHU: CUCTEMEH BaCKYJIUT,
ouosornyHo sieyenue, Rituximab, HRQoOL 6a3a-gannute na MEDLINE u PubMed 3a neprona
2002 - 2020. bsixa namepenu o610 190 nmyomukarnuu — 170 B8 MEDLINE u 13 B PubMed. baxa
OTXBbpJIeHU 27 myOiMKaluy, mopajud TOBa Y€ He ca Ha aHraumiicku. 159 myOnukamuu He
chabpkaxa kimoyoBa ayma HRQOL, ocranamute 4 He cbIbpkaT HMHPOpPMAalUs OTHOCHO
Rituximab.

3akouenne. He oTkpuxme Hay4HU MyOIMKAIMK BbB Bpb3Ka ¢ kKadecTBoTO Ha uBoT (HRQOL),
npu 6osHUTE ¢ AAB, KOouTO ¢ JexyBanu ¢ Rituximab. Jluncara Ha HayyHH MyONIMKaIMK B Haii-

MN3BCCTHUTC CBCTOBHU 63.33.-,[IaHHI/I HHU gaBaT OCHOBAHHUEC, Y€ 1/136paHaTa TEMa € OPUTHMHAJH II0




CBOATa ChINHOCT, HE CaMO B B’bJ’IFapI/IH , HO U B MCXKIYHApPOIACH Mama6. 3Ha4YeHMETO U I10J13aTa

ot sieuenre Ha AAB ¢ Rituximab e Bce orie Ha HambIHO MpoOy4YeHa 00JIaCT.

6. Gancheva R, Koundurdjiev A, Kundurzhiev T, Z.Kolarov, P.Peteva, I.Kondurjieva,
L.Marinchev., (2023) POS0527 THE PRESENCE OF MONOSODIUM URATE
DEPOSITS IN THE JOINTS OF PATIENTS WITH ASYMPTOMATIC
HYPERURICEMIA IS ASSOCIATED WITH A HIGHER CARDIOVASCULAR RISK,
BUT NOT WITH MORE ADVANCED KIDNEY DAMAGE. Annals of the Rheumatic
Diseases, 82:527. http://dx.doi.org/10.1136/annrheumdis-2023-eular.1142 ISSN: 0003-4967
Web of Science Q1 1F2022 27.4 8.57

Abstract

Background: Epidemiological studies conducted in patients (pts) from the general population and
pts with chronic renal failure have shown that uric acid is an independent risk factor for the
development and progression of kidney disease. Uric acid damages the kidneys by causing
systemic and glomerular hypertension. Hyperuricemia is connected to arteriolosclerosis,
characterized by arterial wall thickening and hyalinosis.

Objectives: To evaluate the association between asymptomatic hyperuricemia and renal damage
and to establish whether the presence of monosodium urate (MSU) deposits in the joints of these
pts is related to more advanced renal alterations. Methods: This was a single-center cross-sectional
study, including 73 consecutive pts divided into 34 pts with osteoarthritis (controls), 25 subjects
with asymptomatic hyperuricemia and no ultrasound (US) evidence of MSU crystals in the joints
and 14 individuals with asymptomatic hyperuricemia and MSU deposits in the joints. Pts
underwent bilateral US examination of the joints of the hands, elbows, knees, ankles, feet and the
kidneys. Measurements of the joints were conducted with a high-frequency linear transducer 4-15
MHz. The existence of double contour sign, intra-tendinous MSU aggregates, “snow storm”, tophi,
tophi with erosions, or a combination of these US features was assessed. Kidneys were examined
with 3.5 MHz transducer, working with pulse Doppler frequency of 2.5 MHz. Renal length,
parenchymal thickness and echogenicity were determined. The presence or absence of
nephrolithiasis was reported. By means of the value of renal resistive index (RRI) we judged for
intrarenal blood flow. Statistical analyzes were done by One-Sample Kolmogorov-Smirnov, t-test,

Chi-square or Fisher’s exact test.




Results: The distribution of males and females (p=0.441), smokers and non-smokers (p=0.147),
pts with arterial hypertension and normotensive individuals (p=0.298) as well as subjects with
diabetes and without diabetes (p=0.775) and pts with dyslipidemia and normal lipid levels
(p=1.000) was similar among the groups. The proportion of pts who had suffered with
cardiovascular event was the highest in the group of asymptomatic hyperuricemia with MSU
deposits in the joints (21.4%) compared to the group of osteoarthritis (14%) and hyperuricemia
without MSU crystals in the joints (0%), (p=0.048). In the group of osteoarthritis the share of pts
with eGFR < 90 ml/min was the lowest (5.9%) in comparison to the group of hyperuricemia
without MSU deposits in the joints (29.2%) and hyperuricemia with crystals in the joints (46.2%),
(p=0.005). The percentage of obese pts was the highest in hyperuricemia with MSU crystals in the
joints (57.1%), but without reaching a significant difference with hyperuricemia without crystals
in the joints (40%) and the group of osteoarthritis (29.4%), (p=0.195). The echogenicity of the
kidneys (p=0.630) and the distribution of nephrolithiasis (p=0.596) was equal among the groups.
Pts with hyperuricemia and MSU deposits in the joints compared to those with osteoarthritis had
higher BMI (mean£SD; 31.79+5.92 kg/m2 vs 28.06+4.27 kg/m2, p=0.018) and smaller kidney
size (meanxSD; 55.36+5.58 mm vs 59.58+5.12 mm, p=0.015). The comparison of hyperuricemia
without MSU deposits in the joints to osteoarthritis group demonstrated a significant difference
only in the age (mean+SD; 49.7+£16.4 years vs 61.5+9.4 years, p=0.001). Finally, the comparison
of the two groups with hyperuricemia showed that subjects with MSU deposits in the joints had
higher BMI (mean+SD; 31.79+5.92 kg/m2 vs 28.26+4.41 kg/m2, p=0.041) with no difference in
the age (p=0.072), kidney size (p=0.141), RRI (p=0.296), eGFR (p=0.528) and thickness of renal
parenchyma (p=0.232). Conclusion: Hyperuricemia independently of the presence of articular
crystals is associated with similar kidney damage. Cardiovascular risk is higher when MSU
crystals are found by US in the joints.

Pe3rome

B'bBe}]eHI/Ie: EHI/I,Z[CMI/IOJIOFI/I‘-IHI/I MpoyuBaHUs IIpU 061uaTa nomyJiianusga OT OOJIHU U IIallUCHTH C
XpOHHUYHA 6L6peqHa HEAOCTAaTBYHOCT Ca ITOKa3aJiv, 4€ MMKOYHAaTa KNCCJIMHA € HE3aBUCHUM PHUCKOB
(dakTop 3a mporpecusita Ha ObOpeunara 6omnect. [InkodHaTa KHUCENMHA yBpeXKaa ObOpenuTe Kato
npuiyrHABa CHUCTCMHA W TJIOMCpPYJHA XUIICPTCH3HA. XI/IHepypI/IKeMI/IHTa € CBbp3aHa C
ApPTCPHUOCKIICPO3aTa, KOATO CC€ XapaKTCpusupa CbC 3aﬂ666JI$IBaHe Ha apTepuajiHaTta CTCHA H

xuanuuo3za. Lea: [la ce olieHn Bpb3KaTa MEXKIY aCUMTOMHATa XUIEPYpPUKEMUS U ObOPEUHOTO




YBpEXK/aHe, U Jla C€ YCTAHOBH Al HAJIMYMETO Ha JEMo3uTH oT MoHoHaTpueB ypatr (MHY) B
CTaBHUTE HAa TE3M MAaIlMCHTH € CBBP3aHO C IO-HaNpeaHaIo ObOPEUHO yBpexKIaHE.

Metoau: ToBa € enHOLIEHTPOBO MPOYyYBAHE 3a OMpEIENeH MEePHo] OT BpeMe BKIIOYBAIIo 73
MalUEeHTH PA3JeJieHH B cienHute rpynu: 34 OosHM ¢ ocTeoapTpo3a (KOHTpOdHa rpyma), 25
MAIMeHTH C acHMIITOMHA XHUIEpypuKeMus, 0e3 exorpad)Ckd qoKa3aTeicTBa 3a HaJIM4YUe Ha
kpuctanru MHY B craBute u 14 manueHTy ¢ aCUMIIPOMHA XUTIEPYPUKEMUS U exorpad)CKu TaHHU
3a omiaranus Ha kpucranu MHY B craBute. IlpoBeneHo € cumerpuuHo Y3 u3cienBaHe Ha
CTaBUTE Ha PBIIETE, JIAKBTHH, KOJICHHH, TJIC3€HHH CTaBH, CThIIaNa U 0b0penu. iMepBanusra Ha
CTaBUTE Ca M3BBHPIIECHU C BUCOKO-YECTOTEH NMHeapeH TpaHcarocep 4-15 MHz. Ouenenu ca
HAJIMYKME HAa JIBOCH KOHTYp, BbTpe-CyXOoXuiHu arperatu oT MHY, ,.cHexxHa Oyps‘, Todu, Todu
epo3ud, WM KOMOWHAIMs OT Te3u Y3 mpusHanu. bwOpenure ca wu3ciensanu ¢ 3.5 MHz
TpaHctocep, ¢ myic Doppler gecrora frequency of 2.5 MHz. Onpexesnenu ca rojgemMuHara Ha
ObOpenTe, 3a7c0eisiBaHe HA MapeHXMMa M eXOreHHocTta. OTOens3aHo € Hajluuue Ha WU
oTchcTBHE Ha HedpoiuTuasa. [1o mpaBuio e oneHeH ooeMa Ha ObOPEUHUS PE3UCUTHBEH UHICKC
(RRI) ¢ ornen BpTpe-0b0pedHust KpbBeH TOK. CTATUCTUYECKUAT aHAIW3 M3BBpIICH 4ype3 One-
Sample Kolmogorov-Smirnov, t-test, Chi-square wu Fisher's exact test.

Pesyararu: Pasnpenenenuero Ha wMbxe : kenn (p=0.441), nymaun u He mymaun (p=0.147),
HAlMCHTH C apTepualiHa XUIepToHus u ¢ HopmoToHus (P=0.298), Hanuuue u uIca Ha 3aXxapeH
muader (p=0.775) u mamueHTH ¢ qUCAMNUAEeMHs W HopMmanHu JmnuaeH npodun (p=1.000) e
oI00HO MeXx 1y oTaenHuTe rpymu. [Iponopuusara Ha OOIHUTE C KapIMOBACKYJIAPHUA WHITUICHTH
¢ Ho-roJisiMa B rpymnara ¢ acuMnroMHa xunepypukemus u MHY otnaranus B craButre (21.4%)
crpsiMo rpymara ¢ octeoaprpos3a (14%) u rpynara ¢ xunepypukemusi 6e3 kpucrann MHY B
craBute (0%), (p=0.048). B rpymara ¢ ocreoapTpo3a mpomopiusata Ha comautre ¢ €GFR < 90
ml/min e mo-uucko (5.9%) crnpsiMo rpymnara ¢ xunepypukemus 6e3 MHY neno3utu B crraBute
(29.2%) wu xumnepypukemus ¢ Hamuuume Ha kpuctasiu MHY B craBute (46.2%), (p=0.005).
[IporieHTHT Ha GOJIHUTE C HATHOPMEHO TETJIO0 € MO-BUCOK ITPH XUepypukemMus ¢ kpucrtanu MHY
B craBute (57.1%), HO ©Oe3  CTAaTUCTUYECKH 3HAYMMa pa3jMKa CIPSAMO TAlNUCHTUTE C
xurnepypukemus: 06e3 kpuctanu B craBute (40%) u kontposnHata rpymna (29.4%), (p=0.195).
Exorennocrra Ha ObOpennte (P=0.630) u pasnpenencuuero Ha Hepponuruasa ¢ (p=0.596)
eIHaKBO MeXX Iy rpynure. [lanmenture ¢ xunepypukemus u aeno3uti or MHY B craBuTe cripsimo

KOHTpOJIHATa Ipyma ca umaiu mo-sucok BMI (mean+SD; 31.79+5.92 kg/m2 vs 28.06+4.27 kg/m2,




p=0.018) u mo-manbk 6K0peueH pazmep (Mean+SD; 55.36+£5.58 mm vs 59.58+5.12 mm, p=0.015).
CpaBHeHHETO Ha XUIepypukemusta 6e3 ormiaranus Ha MHY B cTaBuTe ¢ KOHTpOJHATa Ipymna
MOKa3a 3HauMMa pa3jihKa camo BbB Bb3pactra (meanxSD; 49.7+16.4 years vs 61.5+9.4 years,
p=0.001). Hakpasi, cpaBHEHHETO JBETE IPYIMHU C XUIIEPYPUKEMHUS [TOKa3a, ue nanuenture ¢ MHY
JIETIO3UTH B cTaBuTe MMat mo-Bucok BMI (mean+SD; 31.7945.92 kg/m2 vs 28.26+4.41 kg/m2,
p=0.041)6e3 paznuka BbB Bb3pacrra (p=0.072), 660peunus pasmep (p=0.141), RRI (p=0.296),
eGFR (p=0.528) u nebenunara Ha Ob0peunus napenxum (p=0.232).

3akiaouenne: XunepypuKeMUsITa, HE3aBUCHMO OT HAJIMYKME Ha KPUCTAIM B CTABUTE € CBhpP3aHa
¢ moa00HO OBOpeuHO yBpekmaHe. KapamoBacKymapHHST PUCK € MO-BHCOK IMPHU HAIMYHAE Ha

kpuctanu MHY, upe3 Y3 uscienBane Ha cTaBuTe.

7. Nikolova, M., Marinchev, L., Hristova, M., Gancheva, R., Kolarov, E., Baleva, M.,
Stoychev, R., & Kundurdjiev, A. (2020 ). Blue toe syndrome. Meditsinski Pregled / Medical
Review, 56(2), 20-24. ISSN: 1312-2193 Web of Science.

Pe3tome: Blue toe cunmpom mpezcraBisBa ocTpa HCXEMHUs M MOCIIE/BAIIA [MAH03a Ha MPBCT Ha
Kpaka BCJIE/ICTBUE ChI0Ba OKJIY3HsI Ha apTepualieH KPbBOHOCEH ChJ1 C MATbK KaJMOBp OT
Tpom003a, eMO0IN, BA30CTIa3bM WM Bb3MAJICHUE U MTPH JIMIICA HA MPEIXOKIalla TpaBMa,
CTYZ0BO yBPEXKIaHE UIIH MOJIEKAIO0 3a00JI1BaHe, CBBP3aHO C TEHEPATM3UpaHa [INaHO3a
(HampuMep XUMOKCHSI UM METXeMOoTrIo0nHeMust). YecTo mosiBaTa Ha CHMITOMUTE CE MPEAX0XK1a
OT Cb10Ba UHTEpBEHIUA. [[oHAKOra MOXKe /1a ce pa3BUAT OTOK M IMaHO3a U HA ChCEIHN THKaHHU.
ITpu HsAKOM MAIMEHTH ce HaOJIr0/1aBa 3acsiraHe U Ha JIPYTH OPraHu M CUCTEMU. M3KITIOUNTETHO
BAYKHO € J1a ce ocurypu O0bp3a pernepdys3usi Ha 3aCeTHATUTE ThKAHU MOPAJN BUCOK PUCK OT
ThKaHHA HEKpo3a U ranrpeHa. Hacrosimumsat 0030p pasriex/ia CbBpeMeHHHUTE Mo3HaHus 3a blue
toe cunapom.

KarouoBu AYMHU: blue toe CUHOPOM, aTCp06M60J'II/I$I, CbJI0BU MHTCPBCHINU, BACKYJINTH, JICUCHUC

Abstract: Blue toe syndrome is acute ischemia and cyanosis of a toe due to vascular occlusion of
arterial branch of small caliber -- thrombosis, embolism, vasospasm or inflammation of the
vascular wall in the absence of preceding trauma, cold-induced tissue injury or underlying

condition with generalized cyanosis (i.e., hypoxia or methemoglobinemia). Frequently the




appearance of blue toe syndrome is preceded by vascular intervention. Sometimes edema and
cyanosis of the adjacent tissues are present. In some patients involvement of other organs and
tissues is observed. The fast reperfusion of the affected tissues is crucial due to the high risk for
tissue necrosis and gangrene. This review is focused on the current knowledge on blue tow
syndrome.

Key words: blue toe syndrome, atheroembolism, vascular interventions, vasculitis, treatment
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Pesrome

[IcopuaTH4HUAT apTpUT € BB3MAIUTENHA apTpoIaTus, OOMKHOBEHO AacOLMUpPaHa C ICOpPUA3UC
(ITc). 3abonsiBaHETO MPUHAIJICHKH KBM Tpyrnara Ha CEPOHETATUBHUTE CIOHAMIOAPTPONATHU
(CnA), xosTo BKItOYBA oule aHKuio3upaun] cnoHAuIuT (AC), peakTUBEH apTpUT, apTpUT IpU
oonect Ha Crohn win XpOHUYEH YJIIEPO3EH KOJIUT, YBEHT, Helr(epeHIUPaHUs CIIOHANIOAPTPUT
u toBeHWIHUTE opmu (¢pur.1). Bcuuku Te3u HO30JIOTUYHU SIUHUIM UMAT CXOIHHU KIMHUYHH,
nabopaTopHu U paauorpadCku OCOOCHOCTH - MPHU TAX MOTAT Ja ce HaOJo/JaBaT E€HTE3UT,
JAKTUJIUT U 3acsiraHe Ha aKCHUAIHUS CKeJleT, UMa XapaKTepHO pas3NpeseieHrue U creuuuyHu
IIPOMEHM B 3acCerHaTUTe CTaBH, ChllecTBYBa Bpb3ka ¢ HLA-B27. CnA oOukHOBeHO ca
CEepOHETraTUBHU MO0 OTHOIIEHHUE HAa PEBMATOMUIEH (haKTOP.

Jleuenueto Ha IIcA e HedapmakoioruyHo u ¢apmakoioruyo. Kum HepapMakoIOrHYHOTO
JeyeHne ce OTHAcAT  (U3MOTepanusATa, XUPYpPruyHaTa MHTEPBEHIUS, KOTHUTHUBHO-
MOBEJCHUECKaTa Tepamus, a KbM (DapMaKOJIOTMYHOTO: JIEYEHHETO C HECTEPOUTHH
npotuBoBB3nanuTenHn  cpeactsa (HCIIBC), xkoptukoctepouan, OosecT-MOAUGUIIHPAIITI
antupeBMatuyHu JiekapctBa (BMAPJI). Haii-o6mo BMAPJI moratr na OwpaaTt pasaeneHu B 3
OCHOBHHM TPYIH: KOHBEHIMOHATHU cuHTeTHUHU BMAPIJI; 6uonornunu BMAPJI; Tapretupamniu
cuntetnuHu BMAPJI (tcBMAPJI) — karo unxubutopu Ha ¢ocdoamnectepazata mwin JAK-

WHXHUOUTOPH.




[Mocnenuure npenopsku (EULAR, 2015) 3a neucnme Ha IIcA ca monokeHH B OCHOBaTa Ha
aJIrOpUThMa 3a NoBeauHUE NpU nauueHTH ¢ IIcA. B 3aBUCMMOCT OT NPOrHOCTUYHUTE (HaKTOPH
npu KOHKpeTHUs manueHt ce craptupa ¢ HCIIBC/nokannu KOpTHKOCTEPOHUIU HIIH METOTPEKCAT,
KaTo IpH HEOBIAASABaHE Ha BB3MAJIUTENHUSA Npolec B choOpaxenue Biuzar OBMAPJII u

TcBMAPIJI.

Abstract

Psoriatic arthritis is an inflammatory arthropathy, usually associated with psoriasis (Ps). The
disease belongs to a group of sero-negative spondyloarthropathies (SpA), which includes
ankylosing spondylitis (AS), reactive arthritis (ReA), arthritis in inflammatory bowel disease
(IBD) — Crohn disease, and ulcerative colitis, uveitis, non-differentiated spondyloarthritis, and
juvenile arthritis.

All of these diseases have similar and overlap clinical, laboratory and radiographic signs; enthesitis
dactylitis and involvement of axial skeleton. There is characteristic distribution and specific
changes of the affected joints. There is a relationship with HLA-B27. SpA are usually serO-
negative for rheumatoid factor (RF). Treatment of PsA is non-pharmacological and
pharmacological. Non-pharmacological treatment includes physiotherapy, surgical intervention.
Pharmacological treatment includes nonsteroidal antiinflammatory drugs (NSAIDs), disease-
modifying drugs (DMARDs). Commonly, DMARDs can be divided into 3 groups: conventional
synthetic DMARDs, biologic DMARDs and target synthetic DMARDs — phosphodiesterase
inhibitors and JAK- inhibitors.

Recent recommendations (EULAR, 2015) for the treatment of PsA are based according the
algorithm for therapy of PsA. In relation to prognostic factors in a concrete patient the treatment
is started with NSAIDs/local corticosteroids or Methotrexate. If there is inadequate response
bDMARDs or tsSDMARDs are considered.




B. Iyonukanuu B cniucanus, pedepupanu B apyru BJI (Google Scholar, ResearchGate u

ap.)
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multiple- faces-759.pdf ISSN: 2641-9009 Semantic Scholar, Scilit, International Scientific

Indexing, Cosmos Impact Factor
Abstract

Introduction: Ankylosing Spondylitis (AS), Parkinson Disease (PD) and Seminoma testis are
three different diseases with their own characteristics. The contemporary treatment with
biological disease-modifying antirheumatic drugs (- DMARDs) of AS, sometimes can trigger
neoplastic processes. Whether there is a relationship between AS and Parkinson disease, or the
latter is triggered by biological treatment of AS, similarly to causing cancers, is not well known.
Case Presentation: We report a case of 43 years old man with proven Ankylosing spondylitis,
later presented with Parkinson disease and seminoma testis. The patient was diagnosed 6 years
ago with AS according to modified New York criteria. Prior to hospitalization he was treated
with NSAIDs, parenteral corticosteroids and myorelaxants without any results. One year later he
started a therapy with Adalimumab with very good effect lasting one year, thereafter — with
Golimumab, because of decreasing of Adalimumab efficacy and disease flare. Around three
months after Golimumab therapy, he became stiffed, with slow movements and tremor. The
patient was diagnosed as having Parkinson disease and the biologic was stopped as a suspicious
for the neurological disorder. One year later he was diagnosed with seminoma and had surgical
treatment. When admitted to the Rheumatology department he had a flare of AS with increased
inflammatory response, sacroiliitis 3rd degree on X-ray (Figure 1) and extremely stiffness and
back pain.

Conclusion: Ankylosing Spondylitis is an autoimmune inflammatory joint disease, disabling

when not treated adequately. Sometimes it is complicated by itself or by the treatment especially
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biologics. It is well known that biologics can cause neoplastic processes in the time of treatment,

but whether they can lead to drug-induced Parkinson disease, or no not, is not elucidated.
Pe3rome

BonBenenue: Anakunosupammst cnoaauauT (AC), bonectra Ha Parkinson (BIT) u cemuroMa Ha
TECTHCA Ca TPH PA3JIMYHU 3a00JIIBaHUSI C TEXHUTE XapaKTepUCTUKU. ChbBPEMEHHOTO JICUECHUE Ha
AC c OMOJIOTHYHU CPEJICTBA IMMOHSIKOTAa MOXKE J1a OTKIIFOUM HeoIutacThueH mpoiiec. ChlliecTByBa
mu Bpb3ka Mexxay AC u BIL, wim nmoceanara e oTkitoueHa ot ononornynara tepanus Ha AC,
OI00HO Ha HEOTUTACTUIHHTE TIPOIECH, HE € I00pe M3SICHEHO.

Kuaunnn4en ciay4aii: Mbx Ha 43 roauiiiHa Bb3pacT ¢ JOKa3aH MbPBOHAYAIIHO AHKUIIO3UPALLL
CIIOHIMJIAPTPHT, BocaeACTBUE — OosiecT Ha Parkinson u seminoma testis. [TarueHTsT € €
nuarnoctunupad AC cnopen moaudummupanute Hro I710p1< kputepun. [Ipean xocnuranu3amnus e
6un nexysan ¢ HCIIBC, mapenTepanHu KOPTUKOCTEPOUIN U MHOpETIaKcanTu 6e3 pesynar. Enna
TOJIMHA MO-KBCHO € 3amovHaro JieueHue ¢ Adalimumab ¢ MHOTO 100Bp €PEeKT B MPOABIKCHIE
Ha €JHa roJuHa, BrocieacTeue - ¢ Golimumab, mopaau nzuepnBane Ha edexra Ha Adalimumab
Y U30CTpsiHe Ha 3a0ossiBaHeTo. Cliesl OKOJIO TP Mecera Ha JiedeHue ¢ Golimumab, ce mosBsiBa
CKOBAHOCT, OTPAaHWYCHU JIBIKEHUS U Tpemop. Ciies1 HEBPOJIOTHYHA KOHCYJITAIUS € IIOCTABCH a
nuarnosa 6onect Ha Parkinson u 6uonoruunoTo neyeHue e cupsiHo. EHa roanHa mo-KbCHO €
JMArHOCTHIIMPAH seminoma testis, ¢ mocueABaIlo Xupypruuecko gedenue. [lpu mocrernBane B
KIIMHUKA TI0 PEBMATOJIOTHUS TAIIMEHTHT € C aKTHBHO PEBMATOJIOTUYHO 3a00JIIBaHE, TTOBUIIICHA
BB3NAIUTEIIHA MapKepH, cakporyuuT Il cTernen peHTreHoJI0rn4ecky 1 u3pa3eHa CKOBaHOCT U
00JKa, C OTpaHUYEHU ABIKEHUS B TphOHAKA.

3ak/oyeHue: AHKUIO3UPALTUAT CIIOHAMIAPTPUT € ABTOUMYHHO BB3MATUTEITHO CTABHO
3a00JIIBaHe, C HHBAJIMU3UPAIIl X071, aKO HE ce JICKyBa aJiekBaTHO. [[oHsAKora 3a00/IsIBAaHETO Ce
YCIIOXKHSIBA M OT JICYCHHUETO, IT0- CIISIIUAITHO OMOJIOTHYHUTE cpeicTBa. JloOpe € M3BeCTHO, Je
OMOJIOTUYHUTE CPEJCTBA MPUIHHIBAT HEOTUTACTUYHH MPOLIECH B XOJa Ha JICUEHUETO, HO Jalln
MoOTaT Jia JOBEJaT JI0 JIeKapCTBEeHO-UHAynpaHa 6onect Ha Parkinson, npeacrou na 6b1e

N35CHCHO.




2. Marinchev, L. & Kirilova, M. (2019). Erythema Nodosum as a Reactive Vasculitis,
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vasculitis-induced-by-letrozole-the-rapyin-a-patient- withhormone- sensitive-breast-
cancerp-1909.pdf ISSN: 2689-9507 Semantic Scholar, Scilit, International Scientific
Indexing, Cosmos Impact Factor

Abstract

Introduction: Erythema nodosum is an acute, nodular vasculitis that is usually limited to the
extensor aspects of the lower legs. Presumably, it is a hypersensitivity reaction and may occur in
association with several systemic diseases or drug therapies. Letrozole, an aromatase inhibitor, is
a commonly used drug to treat hormone-sensitive breast cancer. There have been a few cases of
aromatase inhibitor induced vasculitis.

Case presentation: We report the case of a 73-years old woman with relapsing erythema
nodosuma few weeks after start of treatment with Letrozole, because of hormone-sensitive breast
cancer. The patient was presented with painful erythematous nodules located on the lower limbs
and reactive synovitisof theankles. We excluded systemic autoimmune disease, sarcoidosis or
tuberculosis; evaluated ANA-antibodies/negative, urine analysis/negative/chest X-ray/normal,
TB-spot/negative.

Discussion: We accepted that erythema nodosum is associated with the letrozole therapy. It was
stopped and we started systemic corticosteroids. After 2 months there were no more erythema
nodosum manifestations and we tapered the steroid dose.

Conclusion: There are few cases of necrotizing or leucocytoclasticvasculitis induced by
aromatase inhibitors. Letrozoleis often used drug for treatment of hormone-sensitive breast
cancer, so with this case we would like to report this side effect of Letrozole as rare cause for

erythema nodosum.

Pe3rome
BbBenenue: Erythema nodosum e octbp HOyIapeH BaCKYJIUT KOMTO OOMYAHO CE JIOKATH3Hpa

10 €KCTEH30pHATa IOBBPXHOCT HA JOJHUTE KpaHULU. Tol € IpeauMHO XUIIEPCEH3UTUBHA
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pEaKIus U € CBbP3aH C HIKOW CUCTEMHHM 3a00JIsIBaHusI Wi JiekapcTBa. Letrozole e apomaraszen
MHXHOUTOP, KOMTO Ce U3MOJ3Ba YECTO 32 JICUCHHE Ha XOPMOHO-UYyBCTBUTENIEH KapIIMHOM Ha
repaata. Jlo cera ca OnMcaHu HSAKOJIKO CIy4ast Ha BaCKYJIHT, IIPEAU3BUKAHHA OT apOMaTa3HU
WHXUOUTOPHU.

Kaunnuen cayuaii: )Kena Ha Bp3pact 73 roaunu ¢ perpanBupaiia erythema nodosum HsKoJIKo
CEeIMHIIU CJIe]] 3arouBaHe Ha jiedeHue ¢ Letrozole, mopaau XOpMOHO-4yBCTBUTENICH KaPIIUHOM
Ha rppAara. [lanmenTkara ce mpeacTaBs ¢ 00JIE3HEHU EPUTEMHHU HOAYIIH, JIOKATU3UPAHU 110
JOJTHUTE KPaHUIIM U PEaKTHUBEH apTPHUT Ha rie3eHuTe. VI3KIII0YeHn ca CUCTEeMHA aBTOMMYHHA
6oxect, capkon03a, U TyOepkyno3a ; AHA -TuThp HeraTuBeH, ypuHa — HOpMaJIHAa HAXOJKa, PbO
oenu 1poOoBe — HOpMaTHa Haxozka, T-spot TB — HeraTuseH.

Huckycus: [Ipuexme, ye erythema nodosum e cebp3ana ¢ Tepanusita ¢ letrozole. Jieuenuero 6e
CIIPSTHO W C€ 3all0YHa CUCTEMHA KOPTHKOCcTepouaHa Tepanus. Cies 1Ba Mecera epUTeMHUTE
BB3IIM U34Ye3Haxa 0e3 peluuB, KOPTUKOCTEPOUANTE Os1Xa MOCTEIIEHHO HAMAaJICHH U CITPSIHH.
3akmouenne: B ciydail Ha mosia Ha Backyaut (Erythema nodosum wimu mpyr Tui), B Xo/1a Ha
JIeYeHHe ¢ apoOMaTa3Hu HHXHUOUTOPH, Te TPsiOBa /1a ce UMAT MpeIBU KaTo eaHa OT

MCIUKAMCHTO3HUTC IPUYNHU.

3. Jelev, D., Popov, D., Marinchev, L., Nikolov, R., Ivanova, R., & Krastev, Z. (2015).
Crohn’s disease, tuberculosis or NSAID-induced colopathy: a case report. MedInform, 2(4),
357363. DOI: 10.18044/MedInform.201524.357 ISSN: 2367-6795 Google Scholar,
ResearchGate

Pe3rome

JloOpe u3BeCcTeH Ha KIMHUKAaTa MbK Ha 70 roJl. Bb3pacT ¢ YCHEIIHO MPOBEACHA HHTPaIEC3NOHHA
eKCIIepUMEHTAIHA Tepanus ¢ HHTEPJIEBKUH-2 32 KOPEMEH Me30TeIHOM (ITyOIMKyBaH mpe3
2021r.), u nokaneH peuunus 14 ronunu no-kbecHo, XOBb 1 kopoHapHa chpaeuHa 0oecT, KakTo
Y aHaMHe3a 3a JIBJITOTOMIITHA KOKCApTPO3a, Ce MPEACTaBs C Bb3MAIUTEIEH CHHAPOM U 0aBHO
Iporpecupaia aHeMusl , o100peHU clie] aHTUOMOTHUYHA TeparnHus, U O-KbCHO pa3BUTHE Ha
Kes30-aepuuuTHa aneMus. Jloka3aH cCakpOMJIMUT ciael 2 KOCTHHU Ouorcuu. Benpeku, ue Oerre
0e3 racTpOMHTECTUHAIIHN HapyIlIeHUs, O¢ MPOBeJIeHa KOJIOHOCKOIUS M YCTaHOBEHa O0JIeCT Ha

Crohn. Tuckycus: 1) bomect na Crohn ¢sc craBHO aHTakupaHe (apTPUT MPH BH3MATUTEITHO




3a0015BaHe Ha YepBara); 2) KOCTHU METACTa3H OT ME30TeIroMa; 3) TyOepKyio3a (Ha OCHOBaHHUE
XHMCTOJIOTMYHU J0Ka3aTeJICTBA 32 KOCTHU IPaHyJIOMH, aHaMHEe3a 3a MUHaJI0 0e1oApo0HO
3a00JIIBaHE U XMCTOJIOTHYHU JIaHHU 32 MHTECTUHAIHA TyOepKyno3a). [1o-KbCHO ManueHThT
cpoOmu 3a puem Ha HCIIBC B mpoabmkeHne Ha OKOJIO 2 TOJUHU. BbIpeku HeraTuBHUST
TeCT, ce 3amouHa aHtuTyoepkynosHa (TB) tepanust. 3akiroueHusTa IPU PEBU3US HA
ouorncuyHKUrTe MPoOH Bapupaxa ot 6osect Ha Crohn, yieposeH KoIuT, TyOepKy103a 1
rucxemuueH KonuT. KoHTposHaTa KOJIOHOCKOMUS TI0Ka3a IUKATPUKCH B J1e0EI0TO YepBO U
HSKOJIKO MaJIKu epo3uu. 3amoyHa ce neuenue ¢ Methotrexate, Bbripexu puck ot peruanus Ha
Me3oTennomMa. MeToTpekcaThbT NpeaAn3BuKa JuMdoreHus u 6e nmpeyctaHoBeH. [1o1koxkHOTO
MIPUJIOKEHHE Ha HUCKA /1033 MHTEPJICBKUH-2 MOCTEIIEHHO HOPMAaTU3Upa KPbBHUTE KIETKU U

CTaTyCbhbT Ha IMallUCHTA Oerre oA KOHTPOJI B MPOABJIDKCHUC HA 3 TOAWHU.

KarouoBu nymu: Me3orennoma, HHTEPJICBKUH-2, METOTPEKCAT, CAKPOUIIUUT, AaHEMUH,

XUCTOJIOI'usd Ha )1666]'[0 qepBo.
Abstract

One very well known to us 70-year-old patient with successful intralesional experimental therapy
with interleukin-2 for abdominal mesothelioma (published in 2001) and local recurrence 14 years
later, COPD and coronary heart disease, as well as with history of coxarthrosis for several years,
was presented to us with an inflammatory syndrome and a slowly progressive anemia improved
after the antibiotic treatment, and later development of real iron deficiency anemia. A sacroiliitis
was proven by two bone histologies. Although the patient was without gastrointestinal disorders,
a colonoscopy was performed and Crohn's disease was established. We discussed: 1) Crohn's
disease with involvement of the joint; 2) bone metastasis from mesothelioma; 3) tuberculosis
(based on histological evidence of bone granulomas, history of old pulmonary disease, and
histology data of intestinal tuberculosis). Later the patient reported intake of NSAIDs for about
two years. Despite the negative test, antituberculous (TB) medication was initiated. The
conclusions from reviews of the biopsy samples varied from Crohn's disease, ulcerative colitis,
tuberculosis to ischemic colitis. Control colonoscopy revealed cicatrices in the large bowel and

few small erosions. We applied Methotrexate, despite the risk of recurrence of the mesothelioma.




Methotrexate caused an expected lymphopenia. The subcutaneous interleukin-2 in low doses

gradually normalized blood cell count and the status has been in control for 3 years.

Keywords: Mesothelioma, interleukin-2, methotrexate, sacroiliitis, anemia, colon histology.

C. lly6smkanuu B HE pedepupann cnucanus ¢ Hay4Ho penieH3upaHe

1. Mapunues, JI ., & Kupusnosa, M. (2015 ). Bakcunu u peBMaTHYHHU 3200/1sIBAaHUS.

Medical Magazine, (16), 62-66. ISSN: 1314-9709

Pe3rome

[laneHTUTe € XPOHWYHM ABTOMMYHHH pEBMaTHYHU 3a00JiiBaHUS (PEBMATOMJEH apTpUT,
CHCTEMEH JIyIyC epUTEMAaTO/IEC U PA3IMUYHUTE BUI0BE BACKYJIUTH) UMAT JBA IIBTU MO-BUCOK PUCK
OT pa3BUTHE HAa MH(EKINH B CPABHEHUE ChC 37paBaTa Momyaanus. To3u MOBHUILEH PHUCK €, OT eHa
CTpaHa, B pe3yJITaT Ha OCHOBHOTO 3a00JIsIBaHe, a OT Jpyra — B pe3yaTaT 0T UMyHOCYIIPDECUBHATA
Tepanus, KosATo O0JIHUTE MpoBexaaT. ToBa mocTass cleAHUTE BbIIpocu: BakcuHuTe Morar ju s1a
Obaat Oe3omacHa aJITepHATHBA 3@ IPEBEHIIMS, UM Ca PUCKOB (haKTOp 3a BJIOIIABaHE HA OCHOBHOTO
3abomsBaHe? KakbB € MMyHHHAT OTTOBOP KbM BaKCHHUTE IPU UMYHOKOMIIPOMETHUPAHUTE O0JIHU?
Haii-noaxoasmoTo BpeMe 3a MpuiaraHe Ha BaKCMHU 3a NOCTUTaHE Ha ONTHMAJIEH pe3yJiTaT €
Ipe/iy 3al0YBaHe Ha UMYHO- MOJYJIMpaIlaTa ¥ UMyHOCYIIPECUBHATa Teparnusi, BbIPEKH Y€ TOBa
HEBUHAard € BBb3MOXHO. [loBedyeTo pyTMHHM BakCHMHM TpsOBa M MoraT jJa ce IMpuja raT Ha
NAIMeHTUTe C PEBMATHUYHU 3a00JsIBaHUS B CHOTBETCTBUE C MMYHM3AllMOHHUS KaJeHJap Ha
ChOTBETHATa JbpKaBa BBIIPEKM HUMYHOCYNpECHUBHATa Tepanus. M3kitoueHue npaBsT >KUBUTE
BAaKCUHU, KOUTO € NMPENOPBYUTENIHO Aa ce M30ArBar, a KOrato € HeoOXOJuMO, Ja ce ImpuiaraTt
33JIBJKUTENHO NIPEAN 3alI0YBAHE HA UMYHOMOYJIMPALIOTO JeueHne. BakcuHaTa cpey xeprec
30cTep e 6e3onacHa npu nauueHTH Ha Tepanus ¢ MTX, Azatnonpun munu ymepena no3a KC. Ako
ce HaJlara Ha MalMeHT Ha UMYHOCYIIpeCHBHA Teparus Jia ce Mpujiara )kiBa BUpyCcHa BaKCUHa, HAMa
J0CTaThbUYHO 0Oa3za JaHHM KOJKO BpeME€ MalMeHThT TpsOBa Ja MpPEyCTaHOBU CHOTBETHATa
MMYHOCYIIpECUBHA Tepanus, Mpeau Aa Ob/ie MpuiokeHa BakcuHaTa. OTTOBOPUTE HA T€3U BBIIPOCH

3aC€MaT BaXXHO MSCTO B MCIMIIMHCKATA IIPaKTHUKaA.




Abstract

Patients with chronic autoimmune rheumatic diseases (rheumatoid arthritis, systemic lupus
eryhtmatodes, and vasculitides) are two times more susceptible to infections compared to healthy
population, as a result of the disease itself, and immunosuppressive therapy on the other hand. This
reveals the following questions: Are the vaccines safe alternative for prevention of infectious
diseases, or they are risk factor for worsening the rheumatic disease? What is the immune response
to vaccines in immunocompromised patients? The exact period for vaccination with optimal
results is prior to initiation of immunosuppressive therapy, although it is not always possible. Most
of the vaccines must be applied with reference to immunization calendar in a given country. An
exclusion are live vaccines, which are not allowed in autoimmune rheumatic diseases. Herpes
Zoster vaccine is safe in patients treated with Methotrexate, Azathioprine or low dose
corticosteroids. If it is necessary to apply a live vaccine in patient with immunosuppressive
therapy, it is not known how long the patient must stop immunosuppressive therapy before

vaccination. Answers to these questions are very important for medical practice.

2. Mapunues, JI., & Kupunosa, M. ( 2015 ). [logarpa. HoBa epa B jie4eHHeTO HA IPEeBHATA

oosect. Medical Magazine, (13), 28-33. ISSN: 1314- 9709

Pesrome

[lonarpara e cucreMHO 3a00isiBaHE B pe3ysTaT Ha HapylIEHUWE Ha MypPUHOBUS METaOOIMU3bBM,
KOETO 3acsira cpemHo 1-2% OT HAceJICHWEeTO OT MBXKKH IOJI B 3amaIHATE CTpaHu. Yecrorara i
Bapupa ot 0.03% (Hurepus) no 15.2% (abopurenute B [lacuduka u ABcTpanusi) B 3aBUCUMOCT
oT moJa u reorpadckus paifon. Ts e Hali-4ecTOTO BB3MATUTEITHO CTAaBHO 3a00IsABaHe, 3acsaramio 1
WJIH TTOBEYE CTaBH NMPpU MBxkeTe Haj 40 roquau. [ToBeyeTo 00JHM MMAT IbPBHYHA ITOAArpa, KOeTo
O3HayaBa JIMTICA Ha TMOJYIeKAI0 3a00JsaBaHe, Bojenio a0 xunepypukemus. B 10% ot ciayuante
IbpPBUYHATA TOJarpa ce AbJDKH Ha CBPBXIPOAYKIMS HAa MUKOYHA KHCeNuHa (TTbpBUYHA
MetabonutHa mozgarpa). B ocramamure 90% mnpuymHAaTa € XUIMOEKCKpElHs Ha MHUKOYHATa
KHCEJIMHA — IbPBUYHA OBOpEeUHa moaarpa, KOsTo € BCJIEICTBUE Ha T€HETHYCH TOJUMOP(PHU3bM HA
HSKOJIKO T'€Ha, KOUTO WIPasT Pojisi B ypaTHHS OBOpEYCH TPAHCIIOPT HA NMUKOYHATA KHCEITHHA
(SLC2A9, ABCG2, SLC17A3, u SLC22A12). XopaTta HE CHHTE3HMpaT €H3MMa YpaTOKCHIa3a
(ypukasa), mopaau MyTalus Ha TE€Ha, KOIUpAI] TO3M EH3MM, KOWTO MPEBpBINA MHUKOYHATA

KHCCIIMHA B PAa3TBOPHUMUS AJIAaHTOUH. IIukounaTta KuceanuHa € ciiadba OpraHn4Ha KHCCIHNHA, KOATO




ChIIECTBYBA B HioHusupana hopma ( ypares ion npu pH >5.75) u karo Heiionusupana popma mnpu
no-Hucko HuBO Ha pH. Taka yparHara ¢opma npeBanvpa BBB BCHYKH EKCTpaIlCITyJIapHH
TEYHOCTH, BKIIFOUUTEIHO cepyMa, kbjieTo pH e 7.4. B ypunara, kpaero pH e kucerno, npesaiupa
Heilonusupanata popma. Koraro e Hanuie cbCTOSHUE HAa CBPBXIIPOIYKINS WIN XUTTOCKCKPEIHS,
CepyMHAaTa ypaTHa KOHIIEHTpAIlus HaJBHIlAaBa rpaHUIaTa Ha pa3drBopumoct (>404 umol/l), B
pe3yarar Ha KOETO BB3HHUKBA ypaTHaA XUIIEpcaTypalus Ha cepyMa U APYTUTE €KCTpalenylapHu
TeuHoCTH. ToBa CbCTOSAHUC, U3BCCTHO KATO XUIICPYPUKEMUA, ONPCACIIA PUCKA OT OTJIaraHusd Ha
Kpuctasii MoHoHarpueB ypar (MHY) B TbkaHMTE OT CBPBXHACUTEHUTE EKCTpalelyJapHU
TCUHOCTHU M II0sABA HA IIOJArpO3HHU ITPUCTBIIN. ypI/IKO-HOHI/I)KaBaH_IaTa TCpaluAa € IoKa3daHa IIpu
CJICAHUTC CbCTOAHUA: PpCHUIUBUPAIIN KPU3HU (HOBe‘le oT 23a €IHa FOI[I/IHa), apTpoIllaTus, HAJIUIUC
Ha TO(I)I/I, ypaTHa JiuTuasa. JledenueTo BKIIOYBa YPUKOCTATUYHU CPCACTBA, KOUTO HAMAJIABAT
MPOIYKIMATA Ha TUKOYHA KUCEIMHA, YPUKO3YPHUIIH, KOUTO YBEITUYaBaT ObOpeUHATa eKCKPEIHS U
YPUKOJIUTHIIUA - MeTa6OJ'II/IBI/IpaT IIMKOYHAaTa KHCCJIIMHA OO0 Pa3TBOpPHUMHUA  aJIaHTOHH.
TepaneBTuyHaTa 11€71 € MpeAOTBpaTABaHe Ha 0Opa3yBaHeTo Ha Kpuctaau MHY upe3 nmocturane
Ha TapreTHO HUBO Ha mukovHata kucennHa 300-360 pumot/n. [TokazanusTa 3a yprUKO-IIOHHKaBaIa
tepanus ca cniopea Hacokute Ha EULAR /ACR (2012).

Abstract

Gout is a systemic joint disease as a result of disturbance of purine metabolism. It affects 1-2% of
the male population in western countries. The prevalence is between 0.03% in Nigeria and 15.2%
in aborigen populations in Asia and Australia. Gout is most frequent inflammatory joint diseases
in men over 40 years of age. Most of the patients have primary gout, which means that there is no
underlying disease, leading to hyperuricemia. In 10% of patients primary gout is a result of
hyperproduction of uric acid. The remaining 90% are underexcretors — primary renal gout.
Hypoexcretion of uric acid is a result of mutation of several genes, which play a role in urate renal
transport ( SLC2A9, ABCG2, SLC17A3, u SLC22A12). In humans there the enzyme uricase
(transforms uric acid into soluble alantoin) absents, because of mutation in the gene encoding this
enzyme. The uric acid is weak organic acid. In the serum and extracellular fluids it is ionized as
urate ion (pH = 7.4), in urine (pH < 5.75) it is as non-ionized form. In hyperproduction or
underexcretion the serum uric acid concentration is over upper limit of solubilty (> 404 umol/l),
as a result there is hypersaturation of the serum and other extracellular fluids. This condition is

known as hyperuricemia, and determines a risk of gouty crises. The treatment of gout includes two




stages: treatment of crisis (acute arthritis) and treatment of hyperuricemia (the period between the
crises, or intercritical gout). The acute gout is treated successfully with NSARDs and/or
corticosteroids (systemically and locally). Urate lowering therapy (ULT) is applied in intercritical
period; in frequent crises ( > 2 for one year) , gout arthropathy, presence of tophi, nephrolithiasis.
Treatment includes uric inhibitors, uric eliminators and uricolytics, The aim is to achieve
therapeutic target of serum uric acid level < 360-380 umol/Il. Indications for ULT are according
to the guideline of EULAR/ACR (2012)
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