Hpunoocenue
KbM 4J1eH eOUHCMEEH

DAPMAKOTEPAIIEBTUYHO PBKOBOJACTBO
IHO PEBMATOJIOI'UA

PeBmaronorusara e pasgen Ha MeAMIMHATA, KOMTO C€ 3aHMMaBa C BCUYKU MEIMIMHCKH
ACIEeKTH HAa MYCKYJO-CKEJIETHUTE M ChEIUHUTETHOThKAHHUTE 3a00JsiBaHUS, KOUTO BKJIIOYBAT
CUCTEeMHM 3a00JsBaHUS Ha CHEAMHUTENHATA TbKaH, BB3NAIUTEIHU CTaBHU 3a00JsBaHUS,
OCTE0apTPHUT, IPHOHAYHM TNPOOJIEMH, PEBMATH3bM Ha MEKHTE THKAaHH M PETHOHAIHH OOJKOBU
CUHJ/IPOMH, a ChLIO TaKa U HETpaBMaTHYHU KOCTHU HapyIICHUS.

PeBmatnynute Oo0JieCTH HMMAT OTPOMHO COIMATHO-UKOHOMHUYECKO 3HadeHue. Te ca
Haifuectata MpUYMHA 3a XPOHUYHA OOJKAa M TeXKH (u3muecku yBpexnanus. OcreoapTposara e
YeTBbpTaTa Hall-uecTo CpelaHa NPUYKHA 32 HHBAJIMN3AIUSI B CBETOBEH Mallal.

3abenexka:

JledenueTo ¢ HepaspelleHu 3a yrnoTpeda JeKapcTBEHH MPOAYKTH CE€ M3BBPILBA IPU YCIOBUATA U MO PEJ,
onpeneneau ¢ Hapenba Ne 10 ot 17 HoemBpu 2011 . 3a yCIIoOBUSTa U pella 3a JICUCHHE C Hepa3peIlleHH 3a
yrmotpeba B PenyOnuka bearapus nmekapcTBeHH MPOIYKTH, KAKTO W 33 YCIOBUATA W pela 3a BKIIOYBAHE,
MPOMEHH, U3KJIIOUBAHE U JIOCTaBKa Ha JIEKApCTBEHH MPOAYKTH OT CHMCHKA MO 4Wi. 266a, an.2 oT 3akoHa 3a
JeKapCTBEHUTE MPOAYKTH B XyMaHHaTa Meauiuaa (06H. [IB 6p.95 ot 2.12. 201 1r., non. B 6p.24 ot 12.03.
2013r.) Ha MUHUCTBPA Ha 3/IpaBEOIa3BaHETO.



Yacr nbpBa
BbB3ITAJIMTEJNHO-CTABHU 3ABOJISIBAHUSA

PEBMATOUMUIEH APTPUT (no MKB kox M05)

I. Jepunnums

PeBmarounnusar aptput (PA) € XpOHHMYHO aBTOMMYHHO 3a00JIIBaHE ¢ HEM3BECTHA CTHOJIOTHSL.
OcHoBHaTa My KJIMHHYHA TPOSBA € CHMETPHUYHHSAT TPOTpEecHpani epo3uBeH apTpur. Hapenm c
TOBa MOTaT Jia ObJaT 3e€CeTHATH PeuIla IPyru opraHu u cucteMu. Yectorara Ha PA Bapupa ot
0.5% nmo 1.5%. OOWMKHOBEHO ce M3SBsBA BBHB Bh3pactra Mexay 35 u 55 rox. Ilpu xenute ce
cpema 3 MHTH MO-Y4ECTO, OTKOJIKOTO MPH MBXKETe. Y Hac 3acerHaTHTE OT TOBa 3a0OJsBaHE ca
oxoio 30000-35000.

II. Ilnarno3za na PA

Jluec 3a nuarHoctunmpane Ha PA ce uznonssart kpumepuume na ACR om 1987 200.

1. CyrpemHa CKOBaHOCT BBB HJIM OKOJO CTaBHTE, MPOIBIDKABAINA IOHE €IUH 4Yac Mpeau
MaKCUMAaJTHOTO TI0JI00peHue.

2. ApTpWT B TPU WM MOBEYE CTAaBHU 30HU, YCTAHOBEHHU OT Jiekap. OtuutaT ce 14 Bb3IMOXKHH
CTaBHM 30HM (BOSICHO M BJSIBO) - MPOKCHUMANHH HHTep(alaHTeaIHd CTaBH,
MeTakaprnodasaHrealHd CTaBH, KUTKa, JAKbT, KOJISHO, TJIE3€H, MeTarap3o(aiaHrearHu
CTaBH.

3. Aptpur Ha cTaBu Ha DpbleTe (KUTKH, MeTakaprnodaiaHTeaTHH WIH TPOKCUMATHHA
nHTep(aTaHTeaTH! CTaBM).

4. CumerpuueH apTpurT (€THOBPEMEHHO 3acAraHe Ha €JHM M CBhUIM CTaBHU 30HU
nByctpanHo). He ce m3uckBa aOCONIOTHA CHUMETpPUsl NpPU 3acsiraHe Ha MPOKCHUMAJIHHUTE
nHTepdamanTreaTHu, MeTakaprodaIaHreaTHATE WM MeTaTap30(palaHTeaTHUTE CTAaBH.

5. PeBmaTonaHM BB3J1M, YCTAHOBEHH OT JIEKap.

6. PeBmartomuen ¢aktop B cepyMa. YCTaHOBSBAaHE Ha TIOBUIICHO KOJMYECTBO Ha
peBMaTouaeH (pakTop B cepyMa C METOMA, KOHWTO € MOJOXKHUTENEH MpU MO-MalKo oT 5%
MU 3/IpaBH JIUIIA.

7. PentrrenoBu mnpomenu. Hamwume ©Ha TtHnwuau 3a PA  peHTreHOBHM TpPOMEHH TIpH
peHTtrenorpadus Ha pblie U KUTKU - KOCTHU €PO3HH, IEPUCTaBHA OCTEONOPO3a.

[TepBuTE 4 KpHUTEpHs TPsOBa na ca Ouiam Hanmuie nmoHe 6 ceamunm. JuarHosara PA ce mocrass,
aKo ca HaJulle Hail-MaJiko 4 OT 7-Te KpuTepHusl.

Knunnunara xaptuna npu PA monsikora ce odopms B NpoAbDKEHHE Ha Mecelu. ToBa MpaBu
paHHata auarHo3a TpyaHa. [lomyueHuTe mokaszareicTBa 3a JApaMaTHYHOTO NOAOOpsBaHE Ha
MporHo3ara mpu manueHTn ¢ PA, JiekyBaHW paHO B eBoJronMTa Ha Oojiectrta ¢che K-BMAPJI,
KaKTO M TO-HUCKaTa €(EeKTUBHOCT Ha MPUJIOKEHOTO JICUEHUE Ha IMO-KbCEH €Tall, ONpeesinxa
HEO0OXOUMOCTTa OT CH3AABAHETO HA HOBU KPUTEPHH 3a OTAU(EpPEHIUpaHE HAa MAILUEHTUTE C
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paneH peBmaroumeH aptput. [Ipe3 2010 roxm. ca mpueTH KiIacHUPHUKAIMOHHUTE KPUTEPUH Ha
ACR/EULAR, 3a namuentu HewsmbiaBamu kpurepuure Ha ACR ot 1987 r. llenra e na ce
OTpeAeIAT T€3U MHIMBUAM C PAaHHO CTaBHO Bb3NajeHHe, kouto Ouxme sexkyBaiu ¢ BITAPJI, 3a
Jla He JTOTyCHEM XpOHU(UIMpPaHEe UM CTAaBHO YBPEXKIaHE.

Knacugpurayuonnu kpumepuu 3a panen PA na ACR/EULAR om 2010 2
1. Hanuuue Ha mepudepeH apTpUT B pa3IMYHM CTaBU 30HH, JIOKa3aH KIMHHYHO, 4pe3 Y3

wi MPT: 0-5 T.;

2. VIMyHONOTrMYHA aKTUBHOCT - IO3UTHBHA WK OTpULaTesHa ceposiorus 3a RF w/unu antu-
CCP: 0-31.;

3. Bo3naimrenHa akTUBHOCT - MOBHINEHU Wik HopMmanHu croiiHoctH Ha CRP w/mmm CVYE:
0-1T.;

4. JlaBHOCT Ha CTaBHHTE OINIAKBAHUS - TIOBEYE HIIH ITO-MaJKko oT 6 cemmunm: 0-1 T.

[To xpurepumre or ACR 1987 1., 3a nma ce mocraBu muarHosata PA, e HeoOxomumo ma ca
nposiBeHu 1noue 4 ot 7-te kpurepus. Te umar 91% uvysctButennoct u 89% cnermuduunoct. IIpe3
2010 r. ACR/EULAR mny0rmukyBa HOBH KPHUTEPHH 33 OXapaKTEPU3WPAHETO Ha TMAlMEHTHTE,
Henonagamy B Te3u oT ACR 1987 r. Te ca paznenenu B 4 rpynu, kato quarosza PA moxe na ce
MOCTaBU MpHU Hanuyue Ha cOop oT 6 Touku. JluarHozara paneH PA ce mpuema npu HadHMYUETO
Ha coop > 6 T.

Jbnrocpouynara mporHo3a Ha PA He e moOpa. Ha mecerata rommwHa oT Hawanmotro Ha OolrecTra
50% ot GomHUTE ca ChC 3HAYUTETHO HamajeHa (yHKIMOHAJTHA aKTUBHOCT, a Ha JBaJieceTara
roguHa — 80%. CpenHaTta MpOABIKUTETHOCT HA JKMBOTAa Ha OOJMHHMTE € HamayieHa oT 3 o 18
roguHu. Haii-decTn mpuuuHU 32 CMBPT ca WHPEKIWH, ChPACUYHU 3a00JIsABaHUs, OemoIpoOHa |
0b0peyuHa HeIOCTaThYHOCT, CTOMALTHO-YPEBHU YCIOKHEHHUS.

III. Iudepenunanna 1uaraosa

Hudepennmannara nuarHoza npu PA ce mpaBu ¢ peauna Oonectd, B KIMHUKaTa HAa KOUTO
CTaBHUSAT CHUHIPOM € BOJEL] WM C€ NpOsBsABAa Ha ONpEJAeNieH eTam OT eBojtouusita uMm. Haii-
YecTO Ce Hajara pa3rpaHu4yaBaHe OT CJIEIHHUTE 3a00JsIBaHuUs:

1. CeponeratuBHu crnoHauwnoapTputu (O6ojmect Ha bexTepeB, ncopuaTHyeH apTpHT,
cuHpoM Ha Reiter, apTpuT npu Bb3NATUTEIHH YPEBHU OOJIECTH).

2. AptpuTH, CBBbpP3aHU ¢ UH(EKIHs (CENTUYEH apTPUT, PEAKTUBEH apTPHUT, PEBMATH3BM H
ap.)

3. Cucremnmn 3abonsBanms Ha cbenuHuTenHaTa ThkaH (CJIE, cucremHa ckiiepoaepMus,
MOJIMMHUO3HUT/ IEPMATOMUO3UT, CUCTEMHH BacKynutd, Oomect Ha Behcet, overlap-
CHUHJIPOM H JIp.)

4. Kpucramau aptporatuu (moaarpa, XOHIPOKaJIIIMHO3a | JIp.)

OcreoapTposa

Hpyru  3abonsBanust  (capkouaosa, XxeModuiHa aprpomnaTtusi, (uOpomuanrus,
XeMOXpOMaTo3a, WHTEPMHUTEHTHA XHUAPapTpo3a, MUIMEHTEH BWJIOHOAYJIAPEH CHHOBUT U

7p.)

IV. Ctparterus B Tepanusita Ha PA
1. Tepanus Ha aktuBeH PA c 1en na ce MOCTUrHE pEMUCHs MM HaMajsiBaHE aKTHUBHOCTTa Ha
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33.6OJ'I$IB8.HCTO, dKO HC MOXCE€ aa C€ IIOCTUTHE PEMUCH.

2. llenrta ma ce MOCTUTHE PEMUCHS € 0COOEHO Ba)kKHA MPY MAIUEHTUTE C PATUOIOTUYHU JAaHHU 32

TIPOTPECHSI.

3. HpI/I BB3paCTHU MAIIUCHTH C PA, C-peaKTI/IBeH IIPOTCUH W AKTUBHOCTTA Ha 3a00JIIBaHETO

Tp?I6Ba CKEMECCYHO Ta C€ MOHUTOpHUpPAT OT CHCUUATIUCT, AOKATO HEC CC IOCTUTHC HaMaJIABaHC

aKTUBHOCTTA Ha 3a00JISIBAHETO HUJIN pPEMUCHAL.

H'L[!B!!Ha‘la.]'[ﬂa ghanMaKggnggrana Tepanus

e KoHBeHIMOHAIHU OoJiecT-MOANGMDULIMPAIIA aHTHPEBMATONIHU JiekapcTBa (KEBMAPJI)

1. BB3pacTHM ManueHTH ¢ HOBOAMATHOCTULMPAH aKTHBEH PA

a. IlbpBa nmuuus tepanusi ¢ KbBMAPJI monotepanusi (mepopanno methotrexate
(MTX), leflunomide wmm sulfasalazine) KOTKOTO € BB3MOXKHO IO-CKOPO H
Hal-100pe B paMKUTe Ha 3 Mecella OT HavajiHaTa NposiBa Ha CUMIITOMHUTE.

b. Hydroxychloroquine e antepnatmBa Ha methotrexate, leflunomide wmm
sulfasalazine, npu ci1abo 10 TaTUHAPOMHO 3a00JISIBAHE.

c. Jlo3ara moxe J1a ce MOBHUIIIaBa JO MAKCUMAJIHO TOHOCHMATA.

2. Jla ce oOMHUCIHM KpaTKO-BPEMEHHO TMpHUJaraHe Ha KOPTHKOCTepouaH (TIEpOpaiiHo,

WHTPaAMYyCKYIJIHO WM WHTPAapTUKYJIApHO) NP cTapTupane Ha tepanusi ¢ KbMAPJL
3. Jlo6aesHe Ha BTOpo KBMAPIJI (mepopamno methotrexate, leflunomide, sulfasalazine
win  hydroxychloroquine) xbM mbpBOHauanHO wu3n0A3BaHOTO KBMAPJI (step-up

CTpaTeFI/ISI), KOrato HE CC IIOCTUIra pPEMHUCHA WM HaMaJlsIBAHC AKTUBHOCTTA Ha

SaGOHHBaHeTO, BBIIPCKU ITOBUIIABAHE HA J03aTa.

e Tepanuara ¢ KOPTHKOCTEPOUIU TDH6B3. JJa TpoAbIKAaBa 3a BB3MOXKHO HaM-KpPaThbK

OcpuoJ OT BpEME.

e HecTeponaHu NpOTUBOBB3NAIUTESIHU JISKAPCTBA (HCHBJ'I) CC IMpcAaAIrnMcBaT caMoO KoraTro

¢ HaJIMIIE HeaJeKBaTEH KOHTPOJI Ha 00JKaTa H CKOBAHOCTTA.

o

HCIIBn ce mpeamucBaT BBbB BB3MOXKHO Hal-HHCKaTa €(QEKTHBHA J03a WU 3a
BB3MOXHO Hal-KpaThK MEPUOJ OT BpEME.

Jla ce mmaT mpenBui TEXHUTE HeXenaHW JekapcTBeHu peakmum (HJIP), xato
racTpO-MHTEPCTHHAIHA,  KapAWO-BacKyJapHa, YepHOAPOOHAa W  peHalHa
TOKCHYHOCT.

[TarmenTute penoBHO Aa ce npocuenssar 3a HJIP.

Ja ce mpemnuine MHXHUOWTOpP Ha MPOTOHHATA Mmomma (omeprazole m mp.) ako e
HE00X0UMO.
Jla ce umar mpenBuA W WHAWBUAYAIHUTE PUCKOBH (DaCTOpH, KaTo BB3pacT U
OpEMEHHOCT.
AKO TanueHTa € HaJIOKUTEIHO Ja TpHeMa HHUCKH JO03W aspirin, To TpsOBa ma ce
OOMUCHAT JApyTy JIMHUU Tepanus npeau na ce podasst HCIIBn (+ uaxuburop Ha
MPOTOHHATAa TIOMMA), KOraro KOHTpoja Ha Oolkata H CKOBaHOCTTA ca
HEaJIeKBATHH.



V. JlekapctBena tepanus Papmaxkorepanus Ha PA
BKJIKOYBA:

» HecenekTMBHU ~ HECTEpOMIHHM  TNpoTUBOBB3ManurenHu  JiekapctBa  (Diclofenac,
Dexketoprofen) u COX-2 cenexkrusnu - Etoricoxib, Celecoxib u ap.
I'moxokopTukoctepouan — Prednisolone, Methylprednisolone u mp.

KonBenmnmonaaau 6omecT MoAuQHUIMpaIIA aHTHPEBMATONIHH JiekapcTBa (K-BMAPJI) —
Methotrexate, Leflunomide, Hydroxychloroquine, Sulfasalazine.
» buonorununu 6osecT MOIUBHUIMPAIIN AHTUPEBMATOUIHH JiekapcTBa (0-BMAPJI):

*  TNFo naxuburopu — Infliximab, Etanercept, Adalimumab, Certolizumab pegol u
Golimumab

* aHTu-f KiIeTh4Ha Tepanud - Rituximab

* UHXUOWMTOpH Ha KO-cTUMYJanusiTa Ha T-kieTkute — Abatacept

* [L-6 penenrropan anTaroHuctu - Tocilizumab

* IL-1 penenropun anTaronuctu — Anakinra

» CenextuBuu naxuoutopu Ha JAK kunasu — Tofacitinib, Baricitinib, Upadacitinib, Filgotinib.

B Koncencyca na BJIP u Ilpenopbkure Ha EULAR ca 3anerHanu ciegHUTE OCHOBHHU
MOJIO’KEHUS 3a (PapMaKOJOTHYHOTO JieueHHe Ha PA:

Jleaenneto cbc kK-BMAPJI TpsiOBa na 3amouHe BBH3MOKHO HaW-paHO ClieJ] TIOCTaBSHE Ha
nuarHozata PA. 3aGaBsHeTo Ha JIEYEHHETO, HaMallsiBa BBH3MOXKHOCTTA C MOHOTEpamus Ja ce
MIOCTUTHE pEMUCHS IIpU paHeH PA.

Ilenta Ha JIEYEHHUETO € MOCTHUTaHE HA PEMHCHS MM HUCKA CTENEeH Ha OOJIECTHAa aKTHBHOCT.
Pemucusta € OCHOBHa TepameBTHYHA IIeN, 0OCOOEHO mpu paHeH PA, mokato Huckara OojecTHa
AaKTUBHOCT MOXE Ja € MOJXOAsIla ajdTepHaTHBa NpU MauueHTH ¢ apiaroroaumeH PA. Ilenra na
JIieYeHueTo TpsiOBa Ja ce JOCTUTHE B paMKUTE Ha 3 - 6 Mecela.

MTX e nexapcTBeH NPOIYKT OT IIbpBa JHMHUS HA jeyeOHaTa crparerus. [Ipy KOHTpauHIUKAIUH U
HermoHocuMocT kbM MTX, kato mbpBa JmHUS TpsOBa ma ce mmar npeasua: leflunomide, sulfasalazine
WA MHXKEKIIMOHHO 371aTO.

AKO 1IenTa He € MOCTUTHATa ¢ MbpBOHAa4YamHO u30paHus KBMAPJI u nuricBaTt jomm MPOrHOCTUYHU
¢dakropu, TpsOBa maa ce npemuHe KpM apyro KbBMAPJI nnm komOunanms ot Hsakonko KBMAPJL. Tlpu
HAJIMYAETO HAa JIOMM TPOTHOCTHUYHHU (AKTOPH WIIM JIMIICBA YCIEX OT MPEANISCBALIOTO JICYCHUE C
kKBMAPIJI ce n106aBst OnosiornueH jgexkapcTBeH npoaykT mwiu TcbMAPJIL

[Tpu manmenTH, oTroBOpIiM HegocTaThuHO KbM MTX w/mmu npyro kbMAPIJIL, ¢ wim 6e3 'K, TpsioBa na
ce 3amoyHe JjedeHue ¢ OwmonormyHm BMAPJI (6BMAPJI) wim tapretan cnemmduanan (BMAPJII)
TcBMAPJI (EULAR 2016). Ceramnara mnpakTHKa HW3MCKBa Jia C€ 3all04YHE C aHTUIMTOKUHOB
naxuoutop: adalimumab, certolizumab, etanercept, golimumab, infliximab wiu tocilizumab,
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KONTO TpsioBa na ce komOunupa ¢ MTX (npu nunca Ha npotuBonokazanusi). Camo 3a tocilizumab,
baricitimib u upadacitinib uma mokaszarencTBa, ¢ MOHOTEpANHUATAa € TOJKOBA €(EeKTUBHA, KOJIKOTO
komOuHamus ¢ MTX.

Tapretau cneuu@uuHu OojiecTo MoAUUIMpaNI aHTUpeBMaTuyHH JekapctBa (tsSDMARDs,
TcBITAPJI), konto maxubupat Jak (tofacitinib, baricitinib, upadacitinib).

[TanmenTHTe C HEIOCTATHYCH OTrOBOP KbM IBPBHS TNPEANUCAH AHTUIUTOKWHOB HHXHOUTOD
TpsiOBa na nonydat Apyr 6bMAPII i tcbMAPJI.

Anakinra e npeHa3Ha4eH 3a JICUEHHE NPU BB3PACTHHM HA MPU3HALUTE M cUMOTOMUTE Ha PA B
KOMOMHAIM C METOTpEKCaT C HEaJeKBaTeH OTroBOp KbM CaMOCTOSITENIHO NpujiaraH
METOTpeKcaT.

Korato ce yrouHsBa iedeHueTo, TpsOBa Ja ce WMAT MPEIBUA M Jpyrd (PakTopu, OCBEH
OojiecTHaTa aKTUBHOCT, KaTO NPOTPECHsl Ha CTaBHUTE YBPEXKAAHUSA, KOMOPOUJHOCT M MPOQUI

Ha JIeKapcTBeHa 0€30MacHOCT.

BonecTtHaTa akTHMBHOCT ce OIleHsBa ¢ MOMoIITTa Ha ciaeaaute uHaekcu: DAS28, SDAI u CDAL
[Ipenoprkata Ha B/IP e B pyruHHaTa npakTuka fa ce usnon3a DAS28. 3a pemucus ce npuemar
croitHocTn Ha DAS28 no-manku oT 2.6, a 32 HUCKA aKTUBHOCT - CTOWHOCTHTE MEXTy 2.6 1 3.2.

JlekapcTBeHM NPOXYKTH
1. HecTeponaHu npoTUBOBB3NAJTUTEIHU JekapcTBenn npoaykru (HCIIBJI)

HCIIBJI ca Trpyma sekapcTBeHHM cpeicTBa ¢ 00e300isBaiml, MPOTUBOBB3MAIUTEICH U
anTuUnupeTnueH egekrt. Te ca cXxoaHu 1Mo ¢GpapMaKOIOrHYHU CBOMCTBA, OMOJIOTMYHA aKTUBHOCT U
MexaHu3bM Ha jerictBue. COX2 mHXuOUTOpPUTE MMAT TO-ciiada TOKCHMYHOCT IO OTHOIICHHE Ha
ctomaxa u ayomenyma. HCIIBJI BomaT mo cuMmToMaTmyHO TOBIMSBAaHE HAa CTaBHaTa OOJIKa,
CKOBaHOCTTA, OTOKAa, (DYHKLIMOHAIHUS KalalUTeT HAa OMOPHO-IBUTATEIHMS amapar, T.e. IOCTUra
ce 3HAYUTETHO KIMHUYHO mojoOpeHue. Te3u JekapcTBEHH MPOAYKTH HE MPOMEHAT XOAa Ha
OoecTTa, pecH. U CTaBHATA AECTPYKIIHSL.

[IpoabIDKUTETHOCTTa Ha JICUSHUETO 3aBHCH OT aKTUBHOCTTA Ha aprputa. I[IpemopbuBaT ce
KpaTKOTpailHU KypCOBE KaTO ce€ MMaT MPEABHI KapAHOWBACKYJIAPHHUS, TaCTPOMHTCCTHHAIHHS U
OBOpEeYHUS PUCK.

IIpu neuenmero Ha PA Haii-uecto ce wusmon3sar: diclofenac, ketoprofen, meloxicam,
aceclofenac, etodolac, naproxen, ibuprofen, dexketoprofen, piroxicam, tenoxicam, indometacin,
etoricoxib, celecoxib.

Tab6n. 1. O6ma xapakrepuctuka Ha HCIIBJI

HCIIBJI Tmax (1) t1/2 () Joza (mg) IIponbixkuTenHocT Makcumansa
Ha nieiictBue (4) JIEHOHOIIIHA 1032
(mg)
Aspirin 2.5 2-3 500 - 1000 4-6 3000
Diclofenac 1-2 1-2 50 -100 8-12 150
Aceclofenac 1.25-3 4-43 100 12 200
Indometacin 4.5 5.8 25 -100 6-12 150




Ibuprofen 2-25 2 200 - 400 6-8 2400
Dexketoprofen 0.15-1 0.35-1.65 25 8 75
Ketoprofen 1.5 2 50 -100 6-12 200
Naproxen 15 13 250 - 1000 12 1250
Meloxicam 5-6 20 7.5-15 24 15
Piroxicam 3-5 30 - 60 10 - 20 24 20
Tenoxicam 2 72 20 12 40
Nifluril 2 4-5 400 8 1200
Nimesulide 2.5 32-6 100 12 200
Celecoxib 2-3 8-12 200 12 400
Etoricoxib 1 22 60-90 12 90

2. KonBeHunoHaHu OoJiecT-MOoAU(GUIMPAIIH AHTHPEBMATHYHHM JIEKAPCTBEHH HPOAYKTH
(x-BMAPJI)
Metotrexate (MTX) e cpenctBo Ha u3bop mpu 6oman ¢ PA. [loHOCMMOCTTa KM TIpemapara €
MHOro nob6pa. EdextsT My HactemBa Obp30o (cimen 4-6 cenmumm). Toil e aHTaroHuct Ha
¢donueBata kucenuHa. biokupa nuxuapodonaT-peaykrazara T.e. MypuHOBHUs cuHTe3. Jlo3ara e
7,5-25 mg/cenm. KomynatuBHata m03a e 5 rpama. MTX 3ambmbkuTelHO TpsOBa 1a ce mpueMa ¢
¢donuena kucenuna 5 - 10 mg/cenMUYHO.
Leflunomide e antepnatua Ha MTX. To3u NpoayKT € MHXUOUTOP HA MUPUMUIUHOBUS CUHTES.
Tpanchopmupa ce B akTHBHUSI METa0OJIUT MAJIOHOHUTPUIIAMHT, KOWTO OJOKHpa aKTUBHOCTTA Ha
JUXUIPOOpOoTaT-AexuaporeHasarta. Jleuenuero ce 3amousa ¢ go3a 100 mg AHEBHO Mpe3 MbPBUTE
TPU AHHU, a CleJ ToBa mpoabbkaBa ¢ 20 mg exenHeBHo. [locieaHuTe roguHM HE ce Mpuiara
HATOBapBalla /033, a AUPEKTHO ce 3amouBa ¢ 20 mg mHeBHO. EdexTsT My HacThmBa ciem 4—6
Shiizine
Sulfasalasine e antepHaTuBeH BapHaHT NPU HEBB3MOXKHOCT Ja ce 3amovHe JjiedeHue ¢ MTX.
[Ipenoppuyanara cxema 3a 3almo4BaHe Ha JICUCHHETO €: mbpBa ceamuna S00 mg mHEBHO (Beuep);
BTOpa cenmuua 2 x 500 mg nueBHO; Tpera ceamuua 500 mg cyrpun + 1000 mg Bedep; yeTBbpTa
cenmuna 2 x 1000 mg mueBHo. [Tpu HemocTaThueH eekT mo3ata Moxe na Obae yBenmdeHa Ha 3000
mg nHeBHO. ClieJ] MOCTUTaHe Ha PEMUCHSI WJIM HUCKA OOJIECTHA aKTUBHOCT JHEBHATA J103a MOXKE Ja
O0b1e Hamanena Ha 2000 mg win 1000 mg. Hamumar onut nokasa, e 1030B pexxuM 2 X 500 mg
JTHEBHO 7 THU M TpeMuHaBaHe Ha 2 X 1000 mg mHEBHO Mpe3 BTopaTa ceIMuIla ce ToJiepupa J00pe u
e(ekTa HaCThIIBA MO-paHoO. [IpOIBIKUTENIHOCTTA HA JICYEHUETO € HEOIpPEeIeH.
Conu mna 3namomo (Aurothioglucose, Sodium aurothiomalat, Sodium aurothiosulfate).
[TapenTtepasiHO TpwIaraHuTe CcOAM HA 3JIaTOTO ca airepHatmBa Ha MTX. Bwe3npuero e
JICYEHUETO C MapeHTEepaJHUTE MpenapaTtd Ja 3aloyHe C Ha3HayaBaHE HA HEroJieMu, NMPOOHU
no3u. Ilpu mepBata uHXeKIus ce BbBeXIa He noBede oT 10 mg 3maTo, cien cenmuna (Ipu yclioBHe
Ha J00pa MOHOCHMMOCT) J03aTa ce yBeiauyaBa Ha 25 mg, a oT 3-Ta ceamuua (Npu JMIca Ha
CTpaHUYHM e(EeKTH) ce Ha3HauaBa CTaHAapTHa J03a oT 50 mg ceaMUYHO A0 00Ila KOMYyJaTHBHA
no3a 1500 — 2000 mg. Cnen ToBa ce mpoabibKaBa ¢ mojabpxaiia go3a oT 50 mg Ha 2 cenMUIH
(3a 4 - 6 mecena), a MO-KbCHO J103aTa MOKE Ja ce HaMaiu Ha 50 mg ekeMece4HO B MPOIbIKCHHE
Ha TOAMHU. AKO HsIMa 1nojoopeHue npu HanpaBeHu 800 mg 371aTOJICYEHUTO C€ CIIUPA MOPAIH JTUIICa
Ha €(PEKTUBHOCT.



Jleuennero ¢ Penicillamin ce 3amouBa cbe 125-250 mg/mH B npoabnkenue Ha 4 cenmuru. Crien
TOBa J03aTa ce moBumaBa cbc 125-250 mg/an Ha Bceku 4 - 12 ceaMuIM 10 MOCTUTaHE Ha
pemucusi, Ho He TpsOBa Aa HajgBumana 1500 mg/nu. Crnen mocTUraHe Ha PEMUCHS MM HHUCKA
0oJiecTHa aKTUBHOCT B MPOAB/DKEHHE Haill-MaJKo Ha 6 Mecela ce MpeMHHaBa Ha MOJAIbpKalia
no3a, kosto obuyaiiHo e 500 - 750 mg/mu. Ilpu neuenune c Penicillamine ce npenopbuBa
Ha3HayaBaHe Ha BUTaMHH B6 (mupumokcuH) B go3a 50-100 mg/24 yaca ¥ MOJIMBUTAMHHO3ZHU
n00aBKH, 0COOCHO TIPY HApyIIEHUE B XPAHEHETO Ha OOJTHHTE.

Anmumanapuiinu (chloroquine u hydroxychloroquine). Ibarorogumnusar onutr Ha Knunukara

no pesmarosiorus B Codus e mnokazan e¢peKTUBHOCTTa U 0O€30MacHOCTTa Ha CleaHaTa
TepareBTHYHA CXeMa MPH MAIMEHTH ChC CpeaHa TesecHa Maca: 2 X 1 tabnetka 20 - 30 gam, cnex
KoeTo 1o 1 tabneTka Beuep. JleueHneTo mporpikaBa MeCeIM M TOAWHH IPU PEIOBEH KOHTPOI 32
TOKCUYHHU NposiBU. CaMOCTOsITEIHATa poJisi Ha aHTUMaJapuUUHUTE JeKapCTBa MpHU JCUYEHUETO Ha
PA e manka. [To-gecto ce mpuaratr B komOuHamms ¢ MTX.

Azathioprine ce W3MON3Ba KAaTO HMMYHOCYNPECUBEH AaHTUMETAOOIHMT CAMOCTOSTEIHO WIH B
KOMOMHAIM C APYTd JIEKApPCTBEHU MPOAYKTH (HAaH-4ueCcTO KOPTHKOCTEPOWAM) 3a MpOMsHA Ha
MMYHHHS OTroBOp. TepameBTHUHUSAT OTTOBOP CE€ MPOSABSIBA CJe]l HAKOJIKO CEAMHIM 10 HAKOJIKO
Mecela, KOeTo JaBa BB3MOXKHOCT Jia C€ HaMmalld J03aTa Ha TIIIOKOKopTukoupga. llpmmara ce B
no3a 1.25-3 mg/kg/24 yaca npu MarMeHTH ¢ PeBMAaTOUICH apTPUT.

Cyclophosphamide ¢ anxunupam arent. llo-psako ce wusmom3sa npum OomHuUTe ¢ PA.
[IpenoppuBa ce nepopasieH npueM B 1o3a 1-2 mg/kg 3a nenonomue. [Ipyn HanmuMe Ha BacKyiIuT
MOJKe J1a Ce TIPHIIOKH KaTo MyJIcoBa Teparus B 103a 1000-1500 mg/m? Beqbk Ha 4 CeIMHIIA.
Cyclosporine A unxubupa T-kineTbuHus UMyHEH OTroBop. IIpenmopbuBa ce MPUIOKEHUETO MY
npu HeedexTuBHOCT Ha apyrutre BIIAPJI. Jleuenuero ce 3amouBa ¢ J103a HE MO-rojsmMa oT 3
mg/kg 3a neHoHomue, B 1Ba mpueMa. [Ipu HeoOxoaumocT mo3ata ce yBenuuana ¢ 0.5-1.0 mg/kg
B 3aBHCHUMOCT OT e(eKTHBHOCTTa (OmeHsBa ce cien 6-12 ceaMmMumm) W TIOHOCHMOCTTA.
MaxkcuMmanHata JHEBHA J103a He TpsiOBa Aa npesuasa 5 mg/kg.

3. buosornyau OosecT-MOAMPUUUPAIIN AHTHPEBMATHYHHA
JexkapcTBeHu npoayktu (0-bMAPJI)
*  TNFo naxudouropu

- infliximab — X¥uMepHO YOBENMIKO-MHIIIE MOHOKJIOHAIHO aHTUTSJIO OT Kjac
IgG1

- etanercept — penenTop 3a YOBEIIKH TyMOp-HeKpoTusupai dakrop, p75 Fc
(hy3roHEeH MpoTenH

- adalimumab — e pekOMOMHAHTHO YOBEITKO MOHOKJIOHATTHO aHTUTSIIO

- certolizumab pegol — mnerunupan fab @parmeHT oOT XyMmMaHU3UpPaHO
PEKOMOWHAHTHO, MOHOKJIOHAJTHO aHTHTIO, 0O€3 TpaHCIUIalleHTapeH
TpaHchep

- golimumab — 9OBeNmKO MOHOKJIOHATHO aHTHTSIIO OT Kiac IgGlxk



* aHTH-f KJIeTbYHA Tepanus
- rituximab — XMMEpPHO MHUIIE/YOBEHIKO MOHOKJIOHAJHO  AHTUTSJIO,
MPECTaBIISBAIIO TTTUKO3MWINPAH UMYHOTI00ynuH ¢ yoBenku [gG1
*  HMHXHOUTOPH HA KO-cTUMYJanuaTa Ha T-kiaerkure
- abatacept — py3noHEH poTeHH
* IL-6 peuenTopHU AaHTArOHUCTH
- tocilizumab — xymanmsupano IgGl MOHOKIOHAJHO AHTUTSIIO CpENLy
YOBEILKU UHTEPJIEBKUH-0
* IL-1 peuenTopHu aHTAarOHUCTH

- anakinra — YoBemku HHTEPIEBKUH-| perienTopeH aHTarOHUCT

Adalimumab e pexoMOMHAaHTHO M3ILUI0 yoBewKO IgGl MOHOKIIOHATHO AHTUTAIIO, HACOYEHO
cpeury TNF-o. CBbp3Ba M HeyTpaliM3upa pa3TBOpHMara W MeMOpaHHO-CBbp3aHata ¢opMa Ha
TNF-o. Ilpunara ce noakoxkHo no 40 mg BenHwmXk Ha 2 cenmuuu. [lpu MoHOTepamnus, HIKOH
MAIMeHTH, TPH KOWTO OTTrOBOPHT KbM TepanusaTa ¢ Adalimumab 40 mg mpe3 cemmuia e
MOHM)KEH, MOTaT Jla MMaT I10J13a OT yBeJIn4yaBaHe Ha fo3arta 10 40 mg amanumyMal BCKa CeaMHIa
wi 80 mg npe3 cenmuua. AganuMmymad TpsiOBa Ja ce M3MoJ3Ba MO BpeMe Ha OpEMEHHOCT, CaMo
aKo e m3puyHO HeoOxoammo. He ce ouakBar edekTH BEPXY KbpMEHUTE HOBOPOJICHH / KbpMadeTa.
CnenoBatenmno Adalimumab Moske 1a ce u3mo3Ba 1Mo BpeMe Ha KbpMEHE.

Adalimumab ce mpunara 3a nedeHue Ha cieanute auarnozm: M05.0, M05.1, M05.3, M05.8;
MO08.1, M08.3, M08 .4,

Certolizumab pegol ¢ mnernnupan fab ¢parMeHT 0T XyMaHHW3WpaHO PEKOMOMHAHTHO,
MOHOKJIOHAJTHO aHTUTs1I0, 6e3 TpaHcIuianenTapeH Tpancdep. Mima Bucok ahuHUTET KbM YOBEIIKHS
TNF-0, kakTo KbM pa3TBOpUMaTa Taka M TpaHcMeMOpanHata My ¢opma. He cpabpxa Fc
¢parment. IlpenoprunTenHara HavanHa 103a Tpu Bb3pacTHU mamueHTn ¢ 400 mg (mpuiraraHa
Kato 2 nmojakokHU uHkekuuu no 200 mg nHeBHO) Ha ceamuum 0, 2 u 4. Crnen HavyanHaTa 1032,
npenopbyuTeNHaTa noaabpxkama go3a € 200 mg Ha Bceku 2 ceamunu. Cneq Kato € MOTBBPIACH
KJIIMHUYEH OTrOBOp, MOXKE Ja ce OOMHCIH alTepHaTHBHAa moIabpxkama mo3a oT 400 mg Ha
Bcekn 4 cenmunu. [lonacrosimem Certolizumab pegol e mbpBOTO M eqUHCTBEHO 0/100peHo oT FDA
OMOJIOrMYHO JIEKapCTBO 3a JIEYeHHE Ha HepeHTreHorpadcku axSpA Ha 6a3ara Ha 52 ceIMHUYHO
npoyuBane C-AxSpAnd. (Secukinumab cwemo momyun omgobpenune or FDA 3a nedenue Ha
HepertreHorpadcku axSpA). IlepcnextuBHO chOupanure ganau ot Haa 500 OpeMeHHOCTH, C
excriozunus Ha Certolizumab pegol, ¢ u3BecTeH M3xo] Ha OpeMeHHOCTTa, BKItouBamy Haja 400
OpeMEHHOCTH, C €KCIIO3ULUS Mpe3 MbPBHUsS TPUMECTHP, HE MOKa3BaT Mal(opMaTUBEH ePeKT Ha
Certolizumab pegol. Brrpeku ToBa, HATHYHUAT KJIMHHYEH OIHT € MPEKajJeHO OTpaHuyeH, 3a Ja ce
3aKJIIOYM, C pPa3syMHa CHUTYPHOCT, Y€ HsSMa YBEJIMYEH pPHUCK, CBBp3aH C MPHIAraHeTo Ha
Certolizumab pegol mo Bpeme Ha OpemenHocT. Certolizumab pegol TpsiOBa na ce u3moa3Ba Mo
BpeMe Ha OpEeMEHHOCT caMmoO MpHu KiIuHU4Ha HeobxoaumocT. CRIB mpoyuBaHe — MpoCrneKTUBHO,
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MOCTMAapKETUHIOBO, (papMaKOKMHETHYHO MpOYyYBaHE C AM3aiiH 3a TOYHA OLIEHKAa Ha HMBOTO Ha
rutanieHTeH Tpandep Ha CZP ot maiikute kbM nerara. CZP e mokasan jmrcBamny 10 MUHAMAJICH
rianerTaper Tpancdep (<0.1%).

Certolizumab pegol Moxxe na ce mpwuiara mpu KbpMeHe, a 0 BpeMe Ha OpeMEHHOCT caMO TIpH
KIIMHUYHA HEOOXOJMMOCT.

Certolizumab pegol ce mpuiara 3a nedenne Ha ciaeaaute quardosu: M05.0, M05.1, M05.3, M05.8;
Etanercept ¢ HanbiHO 4oBemku pa3TBopuM TNFa penenTop. Tol € aumep, ChCTOSI] CE OT
W3BBHKJIEThUHATA YacT Ha jBa peuentopa 3a TNF, npukpenenun kvMm Fc ¢parmenta Ha
yoBewkusg umyHornoOynuH GI1. Cewp3Ba ce kommetutuBHO ¢ TNF-oo wim TNF-f B
OUPKYyJAIUsITa W 110 TO3M HAYMH OJIOKMpA TSAXHOTO B3amMojelcTBue ¢ perenropute 3a TNF
BbPXY KJIE€ThUHAaTa NOBbPXHOCT. [Ipu BB3pacTHU ce mpuiara B Ao3a 25 mg, ABa IbTH CEAMUYHO
unu 50 mg, BeAHBK CEAMUYHO TOJKOXKHO. Etanercept TpsOBa ma ce W3Mmoi3Ba Mo BpeMe Ha
OpEeMEHHOCT CaMo TIPY KaTeropuyHa HEOOXOAMMOCT. JKeHuTe ¢ IeTepoeH MOTEeHIAN TpsOBa j1a
OOMUCIAT M3MOJ3BAHETO Ha TMOJXOASIIA KOHTpauemuus, 3a Ja u30erHat 3a0peMeHsBaHe IO
BpeMe Ha TepamnusTa ¢ etanercept U B paMKHUTE Ha 3 CeJMULM CIIe]] MPEKpaTsBaHEe HA TepamusTa.
Mosxke nma ce obmucnu ynmorpeba Ha eTaHeplenT Mo BpeMe Ha KbPMEHE, KaTo ce B3eMar
MPEABH]I 110J13aTa OT KBPMEHETO 3a AETETO M MOJI3aTa OT TEpanusiTa 3a )KeHara.

Etanercept ce mpumara 3a neueHue Ha ciaegHute auardosu: MO05.0, MO05.1, M05.3, MO0S5.8;
MO08.1, M08.3, M08 .4,

Golimuneab e pexoMOMHAHTHO W3IS0 4oBewKO IgGl MOHOKIOHAIHO AHTUTSIIO, HACOUEHO
kbM TN -, MOHOKJIOHAJIHMTE aHTHUTEJIA CB BP3BAT B CTA0OMIIEH KOMIUIEKC KaKTO Pa3TBOPHMAaTa
Taka 1 TpaHcMeMOpanHaTa popma Ha TN Risdakizubiph nara ce moakoxsHo no 50 mg BEAHBXK
MeceuHo. [TanmenTtu ¢ tenecno terno Hax 100 kg. mpu komTo cien 3 10 4 103U HE ce TIOCTUTHE
3aJI0BOJIUTENICH KIMHUYEH OTTOBOP,MOXKeE Ja ce OOCHIM MOBHUIIaBaHEe Ha J103aTa Ha TOJIUMymad
q0 100 mg BemHBXK MeECEYHO, KaTo Ce B3eME MpEABHJ TOBHILIECHUAT PHUCK OT OMpeaelieHr
CEpPHO3HU HEXENaHU JIEKapCTBEHM peakuuu npu gozata oT 100 mg B cpaBHeHue ¢ go3ata ot 50
mg. [Ipu nanmentn 6e3 maHHU 3a TepaneBTHYeH edekT ciex 3 1o 4 mombaHUTETHH 103U oT 100
mg NpoAbHKaBAaHETO HA JICUEHUETO TPAOBa /1a Ce MPEOLICHH.

Golimumab ce nmpwiara 3a jiedenue Ha ciaeaaure auarsosu: M05.0, M05.1, M05.3, M05.8;

Infliximab ¢ XuMepHO MOHOKIOHAIHO AHTHUTSIIO, CHIBPIKAIIO YOBEIIKH W MHIIA KOMITOHEHTH.
Cepp3Ba ce crnenupuIHO C pa3TBOpUMara © TpaHcMeMOpanHa ¢opma Ha TNF-a.
[Ipenopbuutennata mgo3a 3a JjedyeHueto Ha Oomau ¢ PA e 3 mg/kg., mocnexaBana oT
JOIBJIHUTENHA UH(Y3uu B 103a 3 mg/kg Ha 2-Ta u 6-Ta cenMmua ciel mbpBara HHQY3Us, ciexn
KoeTo — Ha Bceku 8 ceqmuny. Infliximab TpsOBa na ce mpuiara eTHOBPEMEHHO ¢ METOTPEKCaT.

Hannunute nanHu mokasBaT, uy€ KIMHUYEH OTTOBOP OOMKHOBEHO C€ MOCTUTa 110 12 ceaMuiu ot
HA4YaJIo0TO Ha JiedeHueTo. [Ipyu manueHT! ¢ HeJOCTaThYeH OTIOBOP WIIM 3ary0a Ha OTrOBOpP Cle[
Kpass Ha TO3M TEPHOA, MOXE Ja ce OOCHIM IOCTeTNIEHHO TIOBHIIABaHE Ha Jo3aTa C
npubnusutenyo no 1,5 mg/kg no makcumanua no3a 7,5 mg/kg BeaHBK Ha BCEKU 8 CEAMMIIM.
Karo anrepnaruBa Mmoxe aa ce o0ChIu U npuiiokenue B 1o3a 3 mg/kg Ha Bceku 4 cenmuuu. AKo

11



ce MOCTUTHE JOOBP OTrOBOp, JICUSHHETO Ha MAIMEHTa TPsAOBa Ja MPOIBIDKUA ¢ M30paHara 103a
WM TIpU M30paHnTe HHTEPBAIH.

[TpoxwkaBaHeToO Ha JIEYEHHETO TPSOBA Ja ce OOMHCIM BHUMATEIHO MPH IMAIUEHTH, IPH KOUTO
HSIMa JaHHU 32 TEPANeBTHYHO IMOBIMUSBAHE Tpe3 MbPBUTE 12 CEAMHUIM OT JICYEHUETO WU CIE[
KOPEKITUs Ha J03ata. Thil KaTo HaJTMYHUAT KIMHUYEH OMHT € orpaHudeH, infliximab tpsOBa ma ce
W3II0JI3BA TI0 BpeMe Ha OpEMEHHOCT, CaMO aKo € abCOIFOTHO HE0OXO0IUMO.

Infliximab ce npunara 3a nreuenue Ha cienaute auarnosu: M05.0, M05.1, M05.3, M05.8;
Tocilizumab ¢ xymanusupano IgGl MOHOKJIOHATHO aHTUTIO cpenly uvoBemkus [L-6
penienitop, moiydeHo upe3 pekomOmHanTHa JIHK texnonorms. RoActemra, B koMOWHaIms ¢
merorpekcat (MTX), e mokaszan 3a:

. JIeYeHWE Ha TEeXbK, AaKTUBEH M mporpecupani pesmarouaeH aptputr (PA) mnpu
BB3pACTHH MAIMEHTH, KOWTO TPEINd TOBA HE ca JiekyBaHH ¢ MTX

. JIEYEHNE Ha yMEpEeH 10 TeXbK akTUBeH PA mpu BB3pacTHM MAUEHTH, KOMTO ca Ce
MOBJIMSJIM HEJOCTaThYHO MM Ca HMMajd HEMOHOCMMOCT KbM MPEIXOAHO JIEYCHHE C €IHO
Wi 1moBede OosecT-MomuUIMpaniy aHTUpeBMaTHUHU JiekapctBa (BMAPJI) wmm  xbMm
aHTaroHucTd Ha  TyMop-Hekpormsmpamms  ¢aktop (TNF). Ilpm Te3m  manueHTH
Tocilizumab Moxe na ce mpuiara KaTo MOHOTepamus B Ciay4dail Ha HEMOHOCHMMOCT KbM
MTX unm korato npoabiKUTENHO JedeHne ¢ MTX He e moaxonsumo.

Hokazano e, ye Tocilizumab HamamsiBa CKOpOCTTa Ha TIPOTpecHss Ha YBpeXKIaHE Ha
CTaBUTE, W3MEpPEHa 4pe3 peHTreHorpadus, W ToAo0psiBa TejecHaTa (QYHKIHSA, KOTAaTO Ce
npuiara B KoMOuHamus ¢ MeToTpekcaT. Jloka3aHO e, 4e Npu HEMOHOCHMOCT M KOTaTo
MPOABIKUTENHOTO JledueHne ¢ MTX He e moaxozsiio tocilizumab e npenmnountan OHONIOTHYCH
areHT 3a MpWIOKeHHe kato MoHoTrepamnus. [IpenmopbrunTennara no3a e 8§ mg/kg TenecHo Terio
BeIHBXK Ha Bceku 4 ceamuuu. Ilpumara ce upe3 BeHo3Ha MH(Y3HUS B MpOABIDKEHHE HAa 1 dac.
Peructpupana e u ¢opma 3a MOAKOKHO MPUIOKEHUE - 162 mg BEIHBK CEAMHUYHO.

Tocilizumab ce mpunara 3a nedyenwe Ha ciemnute auarnozw: M05.0, M05.1, M05.3, MO05.8;
MO08.2; M08.3; M08.4.

Rituximab e XWMEpHO MHIIO/YOBEIIKO MOHOKJIOHAIHO aHTUTSIIO HacodeHo cpemy CD 20
aHTUIeHa pa3nojoxeH BbpXy B aumdouuture. Csbp3Baiiku ce cbe CD 20 mMemOpanHUs
NpoTenH rituximab WHAyIHMpa KIeThYHA CMBPT UYpe3 amomnTosa. Rituximab B KOMOWHAIUS C
METOTpEeKCcaT € MOKa3aH 3a JeUeHHWE Ha BB3PACTHHU MALUUEHTH C TEXbK aKTHUBEH PEBMATOUICH
apTpUT, KOUTO HE C€ TOBIUSABAT OCTATHYHO WJIM MMAaT HEMOHOCHMMOCT KbM JApyru Oosect-
Monupunmpamy antupeBMatndHu JekapctBa (BMAPJI), BKIIOYHTETHO €IMH WM TIOBEYE
BUJIOBE TEpanus ¢ WHXHOWTOp Ha Tymop-Hekpotusupamms ¢akrop (TNF).

HokazaHo e, ge Rituximab HamamnsBa decToTaTa Ha MPOTrpPEeCcHs Ha CTABHOTO YBPEKIaHE, H3MEPEHO
4pe3 peHTreHorpadus, u moaoopssa puzndeckara GyHKIHS, KOTaTO Ce Tpujiara B KOMOMHAIUS C
metotpekcarT. [Ipunara ce nmox ¢popmara Ha 1Be HHTpaBeHO3HH HHOY3uM 1o 1000 mg mpe3 14
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nau. Cnen 6 - 12 mecena kypca ce noBTaps. Ilpean Bcsika HH(Y3Hs ce TpaBU NMpeMeAUKAIHS C
TIIIOKOKOPTHKOW (MHTPABEHO3HO), AHAJITETUK M aHTUXUCTAMUH (MHTPAMYCKYITHO).

Rituximab ce npunara 3a seuenne Ha cieaaute guarunozn: M05.0, M05.1, M05.2, M05.3, M05.8;

4. Taprer cuntetnunu BMAPJI (JAK unxuburtopn)
tofacitinib - cenextuBen unxudéurop Ha JAK1 u JAK3
baricitinib - cesiekTuBen unxudurop Ha JAK 1 u JAK 2
upadacitinib — cenexTuBen u oopaTum JAK1 unxudurop

filgotinib - ceniekTuBen u o6patum JAK1 nnxudurtop

Tofacitinib e cenextuBen wunxubutop Ha JAK1 m JAK3 karo orciabBa curHaaure Ha
unrepneskunute (IL-2, -4, -6, -7, -9, -15, -21) u unarepdpeponn tun I u tun I, koero Boau no
MOJyJMpaHe HAa UMYHHHMS W Bb3MaTUTEeNHHs oTroBop. Tofacitinib B komMOMHaIMs ¢ METOTpeKcaT
(MTX) e moka3zaH 3a JIeUEHHE Ha YMEPEHO TEXBK 10 TEXKBK aKTUBeH PA mpu BB3pacTHH
HAIMEeHTH C HeIOCTaThUeH OTIOBOP WM C HEITOHOCUMOCT KBbM €IHO HJIM MOBEYe MOJU(PHUIIMPAIIT
OoJsiecTTa aHTUpPEBMAaTU4YHU JekapcTBa.Tofacitinib Moxe ma ce mpuiara KaTo MOHOTEpamus B
ciyyait Ha HennoHocumocT KbM MTX wim korato nedenue ¢ MTX He e moaxoasmo.
[IpenopbunTenHara 103a Ipyu pEeBMATOMIECH apTPUT € 5 mg, mpuiiaraHa JiBa mbTH THEBHO win 11
mg TalJeTKa C YABKEHO 0CBOOOKIaBaHe. IpujlaraHa eJHOKPaTHO THEBHO.

[Taniuenture, nexyBanu ¢ Tofacitinib 5 mg dbunmupanu TabieTku 1Ba MbTH AHEBHO, MOTaT Ja
npemuHat kbM Tofacitinib 11 mg TabneTku ¢ yIbIKEHO 0CBOOOX/1aBaHE BEHBXK JHEBHO B JICHS
cien nociennara go3a Tofacitinib 5 mg dbunmupanu TabieTky.

[Manmentute, nexyBanu ¢ Tofacitinib 11 mg Tabnerku ¢ yabDKEHO OCBOOOXKIaBaHE BEIHBIK
JTHEBHO, MOTaT Ja mpeMuHaT kbM Tofacitinib 5 mg dbunmupanu TabneTku 1Ba MbTH THEBHO B JICHS
cien nocnennata qo3a Tofacitinib 11 mg TabneTku ¢ yabIKeHO 0CBOOOXKJaBaHE.

Hemonctpupana e dapmakokunernyHa ekBuBajieHTHOCT (AUC m Cmax) Ha Tofacitinib 11 mg
TabJETKH C YABIKEHO OCBOOOX1aBaHEe BEAHBXK THEBHO U Tofacitinib 5 mg dunmupanu tabneTku
JIBa TBTH THEBHO.

Tofacitinib ce mpunara nepopaidHo cbCc MM 0e3 xpana. [Ipu manmeHTHTE CBC 3aTPYAHEHO
nperabinade, tabnerkure Tofacitinib 5 mg morar ga ObAaT pasTPOIICHH W TPHUETH C BOJA.
Tabnerkure ¢ ynbnkeHo ocBodoxaaBane Tofacitinib 11 mg TpsOBa na ce nmpueMart mesu.
Tofacitinib e moka3an 3a Je4eHNE HA aKTUBEH MOJUAPTHKYJIAPEH IOBEHUJICH UIMOTIAaTHYCH apTPUT
(monoxwutenex [RF+] umm otpunatenen [RF-] 3a peBmarouaeH ¢haktop moIuapTpuT U pa3lIupeH
OJIUTOAPTPUT) MpH MalMEeHTH Ha BBH3pacT 2 U INOBeYe TOAMHHM C HEIOCTaThb4Y€H OTTOBOP KbM
npeaxoana tepanus ¢ DMARD. Tofacitinib Mmoxe na ce nmpuiara B KOMOMHAIUS ¢ METOTPEKCaT
(MTX) wnm kaTo MOHOTEpamus B CiIydail Ha HemoHocuMocT kKbM MTX, wuam Korarto
MpOABJIKABAIOTO JieueHne ¢ MTX He e moaxoasmo.

[IpenopbunTenHara j03a 3a MalKUEHTH C MOJIHAPTUKYJIAPEH IOBEHWIEH WIUONATUYEeH apTpUT U
foBeHMIIeH [ICA Ha BB3pacT JBe U MOBeue roJUHM ce 0a3upa Ha CIeIHUTE KaTerOpUH 3a TEJIECCHO
terno: 10 <20 kg npunarar ce 3,2 mg (3,2 ml nepopasnen pa3rBop) aBa nbTH qgHEBHO; 20 < 40 kg
npuiarat ce 4 mg (4 ml mepopanen pa3TBop) 1Ba MbTH AHEBHO; >40 kg nmpunarar ce 5 mg (5 ml
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nepopajeH pa3TBoOp WM 5 mg ¢unmupana tabiaeTka) 1Ba mbTH JHEBHO. [lanmentu ¢ teriao >40
kg, nexyBanu ¢ TodauutuHuO 5 ml mepopasieH pa3TBOp ABa MBTH AHEBHO, MOXKE J1a NMPEMHUHAT
kbM Tofacitinib 5 mg unmupanu tabnetku nBa mbTH AHEBHO. [larmenTute ¢ Termo <40 kg ne
morar fa npemMuHat oT Tofacitinib nepopanen pa3tBop kbM Tofacitinib TabneTku.
Monotepanuara ¢ tofacitinib e cbmocraBumMa ¢ JOpyruTe TEpamv, IO OTHOIICHHWE Ha
6e3omactHocTTa M edexkruBHOocTTa. KoMOMHMpara Tepanust Ha Tofacitinib 5 mg ¢unmupanu
TaONeTKH NBa MHhTH AHEBHO W Tofacitinib 11 mg tabneTku ¢ yabIKEHO OCBOOOXKIaBaHE C K-
BMAPIJI, naii-Beue ¢ methotrexate, mokasBa OJM3KM KIMHUYHU PE3YNTATH 10 KOMOMHHUPAHUTE
tepanuu ¢ 0-BMAPJI. JlokaszarencTBa 3a mepcUCTHpaHe Ha €PUKACHOCTTA IMPHU JICYCHHETO C
Tofacitinib 3a gearocpoveH mepuos 10 8 rOJMHU Ca MPEJOCTABEHU OT JAHHHU OT €IHO TEKYLIO U
€HO 3aBBPIICHO OTKPUTO, IBJITOCPOYHO MpociensBamio ImpoyuBaHe. Tofacitinib pasmomara c
JAaHHA 3a 0E30MacHOCT OTYETEHH OT JBJTOCPOYHO TMPOCIENABAIIO KIMHUYHO NPOYYBAHE C
MPOIBDKUTEITHOCT Ha HAOJIOICHHE 3a TIEPHOJ OT 9,5 TOIUHH.

Tofacitinib ce mpunara 3a nedenne Ha ciaennute auarnosu: M05.0, M05.1, M05.3, M05.8; MO08.3,

MO08.4

Baricitinib e cenextuBeH u oopatuM uHXuOUTOp Ha Janus kunaza (JAK)1 u JAK2. Iloka3an e 3a
JIEYEHUE Ha YMEPEHO TEXbBK 0 TEKBbK aKTUBEH PEBMATOMJIEH apTPUT IIPHU BB3PACTHH MALUEHTH,
KOUTO HE CE MOBIUABAT aJ€KBATHO WJIM MMaT HEMOHOCUMOCT KbM JIEUEHHE C €QHO WM IIOBEYe
Moauduuupamy OoJecTTa aHTUPEBMATOMAHM JieKapcTBa. Moke Ja ce U3IoJ3Ba  KaTo
MoHOTepanuss win B komOuHarus ¢ MTX. IlpenoppunTennara m03a € 4 mg BEIHBK THEBHO.
Jo3a oT 2 mg BeIHBXK THEBHO € MOJXOIIa 32 MalUeHTH Ha BB3PACT > 75 TOJUHU U MOXE J1a €
MOJXO/AIIA 32 MAlMEHTH ¢ aHAMHEe3a 3a XPOHWYHHU WM peuuauBupamid uHdexmuu. Jloza ot 2
mg BEIHBXK THEBHO MOXKE Ja C€ MMa MPEJBUJI CHILIO U 332 NALUEHTH, IOCTUTHAIA TPAEH KOHTPOI
Ha aKTUBHOCTTA Ha 3a00yiIBaHETO ¢ 4 Mg BEAHBX JHEBHO M OTIOBApSIIU HAa M3MCKBAHUATA 32
nmocteneHHo HamansBaHe Ha jo3ata. Cnopen EULAR wma gaHHM , KOWTO TMOKasBaT, e
baricitinib moxe na 6b1e o-epextrBer ot TNF-uaxudutop. (ref. EULAR 2016).

BbB BcHuKkM mpoyuBaHMS NAIMEHTHUTE, JIeKyBaHH ¢ Baricitinib 4 mg BeaHBX IHEBHO,
uMar cratuctudecku 3Haummo mo-u3pazeH ACR20, ACR50 m ACR70 otroBop kbM 12-Ta
ceammIia B cpaBHeHue ¢ turane6o, MTX wim aganumymad. BpemeTo mo mosiBa Ha edekt e Obp30
NpU pa3IMYHUTE KPUTCPUH 3a PE3yNTaT, ChC 3HAYMMO IMO-U3Pa3eH OTrOBOp, HAOIIOIAaBaH OIle Ha
cenmuna 1. HaGnromaBana e mpoabiDKUTENHa, TpaiiHa crereH Ha otroBop, ¢ ACR20/50/70
OTrOBOpPH, KOWUTO C€ 3aabp)KaT Hai-MaJIko 3a 2 TOJWHH, BKIIOYHTEIHO TPHU JIBITOCPOYHOTO
pasIIUPEHO IPOYUBAHE.

Baricitinib ce nmpuara 3a iedenne Ha ciuenaute auarsosn: M05.0, M05.1, M05.3, M05.8;

Upadacitinib e cenextuBen u ooparum JAK unxuburop. Ilpu uscrnenBanus BbpXy YOBELIKH
KJIETKH YMaJanuTHHUO mHXuOupa npedepeHnmanto curnanmsupanero upes JAKI wmm JAK1/3 ¢
(yYHKIIMOHAIHA CEJIEKTUBHOCT CIPSIMO IIMTOKMHOBHUTE PELENTOPH, KOUTO CHUTHAJIM3HpAT 4Ype3
nBoiiku JAK2.

Upadacitinib e moka3aH 3a JiedeHHE Ha YMEPCH JI0 TEXBK aKTHBCH PEBMATOWJICH apTPHUT MPH

Bb3paCTHU IMAOUCHTH C HCAOCTATHYCH OTIroBOp HWJIM HCIOHOCHUMOCT KbM C€JHO MWW II0BCYC
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Moaudunmpany 6onectra antupeBMaTiHaHu JiekapetBa (DMARD). Upadacitinib moske na ce usmonssa
KaTo MOHOTEpAIus Wik B KOMOWHAIMs ¢ MeToTpekcat. [Ipenopbpuntennara 1o3a ynajauutuauo e 15
mg BeIHBK JTHEBHO.

Upadacitinib ce npuiara 3a nedeHue Ha cieaaute auaruosu: M05.0, M05.1, M05.3, M05.8.

Filgotinib ¢ o6patum JAK-cenextuBeH HHXHMOUTOP, KOWTO ce mpuema nepopanHo. Filgotinib uma
no0pe mpoydeH npodun monza-puck, 6e3 na 3acsra JAK2-menuupanata xemaromnoesa win JAK3-
MeJNMpaHaTa UMyHHA 3aIUTa.

Ontumusupaneto Ha npoduia Ha cenekTuBHOCTTa KbM JAK] nHXMOMpaHeTo MO3BOISIBA M3IOI3BAHETO
Ha JI03M, KOUTO TT03BOJISIBAT MHKOBa e(PHKACHOCT, Oe3 Ja ce 3acsraT curHajHute mbTuma Ha JAK2 u
JAK3. Taka ce wm3bsrBa orpaHWyaBalia JJ03aTa TOKCHYHOCT, BOJENIA 110 aHEMHs WJIH CEPHUO3HA
WHQPEKIHA.

B Ounoxumununu tecroBe Filgotinib npedepenunanto nuxubupa aktuBHoctTa Ha JAK1 u mokaza > 5 -
IbTH M0-BUCOKa epukacHocT Ha Filgotinib 3a JAK1 no otnomenune na JAK2, JAK3 u TYK?2.

Filgotinib e moka3aH 3a yieueHHEe HA YMEPEH 10 TeKBK aKTHBCH PEBMATOUICH apTPHUT TPU BH3PACTHU
NAIMEHTH C HEIOCTAaThYCH OTrOBOP WM HEMOHOCHMMOCT KbM €IHO WM TOBEYE MOJU(PHIUpPALIH
O6onecrra antupeBMaTuuHu JsekapctBa (DMARD). Filgotinib moxe na ce wu3nmona3Ba Karo
MOHOTEpAIus WM B KOMOUHAIIHMS C METOTPEKCAT.

Filgotinib e moka3zan 3a mepopaiHo npuinoxenue. Filgotinib TpsOBa na ce mpueMa mepopasHo BEIHBK
JTHEBHO ChC WK 0€3 XpaHa, KaTo MOXeE Jia Ce TIprUeMa 110 BCAKO BpeMe Ha JeHs. TabneTkuTe TpsoBa aa ce
TBJITAT IEJIM U He TPSAOBa Ja Ce JENAT, pa3TpomasaT win 1bBYat. [IpenoppunTennata go3a Filgotinib 3a
BB3PACTHU MALMEHTU ¢ peBMaTousieH apTput € 200 mg BeaHbK AHEBHO. [IpenoppuBa ce HayallHa J03a
or 100 mg BeAHBX HEBHO 3a MAUMEHTH HA 75 TOJMWHM U TOBEYE, ThU KATO KIMHUYHUAT OIUT €
OTpaHUYCH.

Filgotinib ce npunara 3a nedenue Ha cineguute auarsosu: M05.0, M05.1, M05.3, M05.8

5. I'nrokoxkopTUKONIU

I'moxokoptukougute (I'K) mpurekaBaT MOIIHO MPOTUBOBB3MNAIUTEIHO U YMEPEHO HUMYHOCYIPECUBHO
neiictBue. TexHuaAT edexkT € MHOro Opb3 M JpaMaTUYHO NOA00psSBaT apTpura, HO HE MPOMEHST
€CTeCTBHHUA MY XOJI. APTPUTHT ce peakTHBHpa cien crnupanero Ha 'K. MHoro cepuosen npobiem ca
HE)KEJIaHUTE JICKApCTBEHU CHOMUTHS BCIEACTBHE HA MpoAb/ukUTENHOTO JeyeHne ¢ ['K. B knumnuuynara
IIPAKTHKA Ca YTBBbPACHH CIEIHNUTE MHIUKALUN:

1. 'K ce m3mmcBar 3a kpatko Bpeme (OpupK Teparus) mpu OOJIHM C BHCOKA BB3MAJIUTETHA aKTHBHOCT,
JIOKAaTO 3aloyHaT Ja JAeHcTBaT OoJieCT-MOIU(HUIMpPALINTE JIEKapcTBA MM 32 IOANOMAraHeTo Ha
¢usukaHOTO JIeueHune. Hali-uecto mpmiaranara mo3a € 5-10 mg prednisolone.

2. HanuuueTo Ha M3BBHCTaBHU MIPOSIBU — CEPO3UT, A3BM Ha POrOBUIATA, BACKYJIUT, MyJAMOHHUT U Jp. B
Te3u cimydan no3ara e 40 — 60 mg nqueBHo. [Ipr HEOOXOAMMOCT MOXKE Ja ce MPOBEJIE MyJICOBa Tepaus
¢ 1 g methylprednisolone kato BeHO3Ha HH(DY3USI.

3. 'K Morar ga ce BKJIIOYAT IPU HEMOBJIMSABAHE HA apTPUTa OT O0JIeCT-MOAUDUIIUPALITUTE JIEKAPCTBA WIIN
MpU HaJM4YMe€ Ha KOHTPAaMHIUKALMMU 3a TIXHOTO mpuioxeHue. Ilpu xponumoneuenne c 'K
3aIBJDKUTEITHO TPSIOBA J1a ce MPOBEKIa Mpo(HuiIakTUKa Ha OCTEONopo3aTa ¢ BUTaMuH /.

4.TK w™morat fna ce mpwiarar JiakaJHO KaTo BBTPECTaBHU W TMepucTaBHM HHuwiITpanuu. B
pEeBMaTOJIOTUYHATA MpaKTHKAa y HAC HaW-4ecTO C€ M3IO0J3BAT MOJIEKYJIMTE C KpaTka M CpeaHa
MPOIBIDKATETHOCT Ha JedctBue - hydrocortisone, cortisone, prednison, prednisolone,
methylprednisolone. Monekynure c ronsiMa TpoAbDKUTETHOCT Ha JAciicTBue (betamethasone u
dexamethasone) ce u3mon3BaT Mo-psaKo.
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6. UmyHocynpecopu

Anakinra npezicraBnisBa Kolve Ha €CTECTBEHHS YOBCIIKH MPOTEWH, HapedeH ,,9oBemku IL-1
perenTopeH aHTaroHuUCT m Osokupa penentopure 3a IL-1. Ilpemmara ce mom ¢dopmata Ha
MH)KEKIIMOHEH pa3TBOP 3a MOAKOXKHO MpuiiokeHue. M3mon3ea ce B komOunamus ¢ MTX npu
BB3PACTHH MALMEHTH, KOUTO HE ca ce MOBIMAIU anekBaTHO camo oT MTX Ilpenopbunrennara
no3a anakinra npu PA e 100 mg BenHbX JAHEBHO, MpHUJaraHa MpUOJIM3UTEIHO MO €IHO U CBIIO0
BpeMe BCEKH JICH.

IMpenopbku 3a Jeyenunero Ha PA

CoraacHo koHcedHcyca Ha EULAR or 2016 r. m Koncencyca na BJ/IP ot 2019 r.
nedyeHueTo TpsOBa na 3amouyHe ¢ K-BMAPJI (methotrexate) BB3MOXKHO Hali-CKOpO clief
muarHoctunupanero Ha PA. ToBa e chllecTBeHa pas3iuka B CpaBHEHHE C TepamusiTa Ha
3abonsiBaneTo mpe3 90-Te TOAMHHM, KOTraTo KaTo IbpBa JUHMUSA Ha JICYCHHE ca W3IOJI3BAHU
HCIIBi. Ako menra Ha JIeYCHHETO HE € IMOCTHTHaTta oT Tepanusta ¢ aBe KCBMAPJI (kxato
€IHOTO 3a/IBJDKUTEIHO € METOTPEeKCcaT) B aZeKBaTHU JI03M B PaMKHUTE Ha 6 Mecema, TpaOBa 1a ce
numa nipeasun nodassiaeTo Ha 0bMAPJI i TcbMAPIJL. Jlpyra HOBa mpemnopbka e, 4e JICUSHUETO
¢ 6-BMAPJI Tps6Ba na ce 3amo4He MpW HE3a0BOJIUTEIHNA PE3YATATH WM KOHTPAMHIWKAIIAN 32
neuenueto ¢ k-bMAPJI. B chBpemenHaTta npakTtuka, , Hail-uecto ce 3amouyBa ¢ 6-BMAPJI unu
tc-bBMAPJL

[Ipu HenexyBaHM ManUeHTH ¢ paHeH PA u Hamuuue Ha JOIIM MPOTHOCTUYHH (PaKTOpH ce
MpenopbyBa JEUSHUTO Aa 3allouHe He3a0aBHO ¢ METOTpekcar B koMOuHanus ¢ 0i1okepu Ha TNF-
o, TcBMAPN wmu IL-6. 3a ocrananure OuonormyHu M Ttaprer crneuupuunu BMAPJI wsama
JOCTaThYHO JAHHU 3a Ta3u uHAWKanus. Jlo06aBsSHETO Ha aHTHMAJIapHK, 0COOEHO MPH HAJIWYKE Ha
BHCOKAa MMYHOJIOTUYHA aKTMBHOCT WM TJIOKOKOPTHKOMIM 32 KpPaTKO BpeMe MMa OIaromnpusiTeH
edexT
EULAR BBBene Tpy OCHOBHUY MPUHIUIIA 32 JieueHneTo Ha PA:

®* PEBMATOJIO3UTE Ca CIICHHUAIUCTUTE, KOUTO TpH6Ba Ja JICKYBaT IMallUCHTUTEC
* B3€MaHC€ Ha CbBMCCTHO PCIICHUC MCXKAY MMallUCHTa U pEBMATOJIOra

* OTYMTaHE Ha WKOHOMHYECKATa TEKECT Ha 3a00isIBaHETO (OCBEH BHCOKAaTa CTOHHOCT Ha
IUPEKTHUTE pa3xoAW Taka M HAa HWHIMPEKTHUTE CBBpP3aHM C HamajeHara
Tpynocnoco6Hoct). Aktyannute npenopbku Ha EULAR ca ot 2016.

PEAKTUBEH APTPUT (CUHJPOM HA PAUTEP)

Ha IV Meocoynapoona pabomna cpewa no ReA npez 1999 2. ¢ bepnaun, ce mpednaza
MePMUHBM ,, peaKmuser apmpum "’ 0a ce U3NOA36a 6 CAYYAU KO2AMO XPOHUYHUAM APMPUm u
Mukpoonuam npuyunumen ca acoyuupanu ¢ HLA B27 unu cnonounoapmponamus. 3a 8cuuxu
oCmaHanu Ccry4au Ha apmpum acoyuupar ¢ UH@eKyuoseH npuyuHumen 0a ce U3Noa3ed
mepmMuHa ,, unghekyuosHo cevpsan apmpum* (infection related arthritis).

PeaktuBHusaT aptputr (PeA) e HErHOWHO CTaBHO BB3MAJICHHE, IMOPOACHO OT HWHQEKIUS C
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M3BBHCTaBHA JIOKAIM3alMsg - TIMKOYONOJIOBAa CHCTeMa WJIM 4YpeBeH TpakT. Hail-uecture
npuunHuTenn ca: Chlamydia trachomatis, Yersinia enterocolitica, Salmonella enterocolitica,
Shigella flexneri, Campylobacter jejuni. Ot 60% mo 80% ot 6onauTe ca HOcuTenu Ha HLA-B27
anTureHa. OCHOBHA KJIMHUYHA MPOsBAa € aCUMETPUYHUS OJUTOApTPUT WIM MOHOAPTPUT, 3acsraiil
NPEIVMHO JIOJTHUATE KpalHWIM. XapaKTEpPHO € BHBIMYAHETO HA AKCHATHUS CKENeT W EHTEe3UTe,
KoeTo jgaje ocHoBannme PeA na Obae kiacupumupan B Tpynara Ha CEpOHETaTHBHUTE
CHOHIWJIOAPTPUTH. YPETPUTHT, LEPBUIMUTHT, OYHOTO BB3MAJCHHUE U KOKHO-TUTaBUYHHUTE
NPOSIBU YECTO MPHUAPYXKaBaT CTaBHUS cuUHApoM. OOnuaiiHO OosieyBaT MbXke M >keHH Mexay 20
u 40 rogumniaa Bb3pacT. [loctcekcyannuar PeA e mo-uecT npu MbKeTe, a TOCTEHTEPUTHUAT PeA
€ eqHaKkBo cpemiaH npu naBara nona. IIpe3 mocnemnute 10 - 15 rommnm uvecrotata Ha PeA
3HauuTeNHO Hamans. CunapombT Ha Paiitep e yacten cimyuail Ha PeA, uzsBsiBaml ce ¢ TpuagaTta
apTPHUT, YBEHUT U YPETPHUT.

Jlnarno3za na PeA

JlHec 3a aumarHocTHLMpaHe Ha PeA ce M3NON3BAT pegusupanume KiACUGUKAYUOHHU Kpumepuu
om 1999 2oouna, npuemu na IV Meaxcoynapoona pabomna cpewa 6 bepaun. Te BKIOUBAT
rOJIEMHU ¥ MAJIKH KPUTEPHH, KAKTO U M3KJIIOYBAIIN TaKHUBA.

T'onemu xpumepuu

ApPTpUT CbC CIEAHUTE XAPAKTEPUCTUKU (HEOOXOAMMO € HAJIMYUETO Ha 2 OT MOCOYMHHUTE 3
MpU3HAaKa):

* AcumerpuueH
* MOHOApTPUT WIN OJUTOAPTPUT
* [IpenomMWHAHTHO 3acSITaHe Ha NOJHUTE KPaTHUIN

 IIpenxoxnama cuMnToMaTHyHa UHPEKLUS, C €IHA OT CIEIHUTE JBE XapaKTePUCTHKH:
*  Exrepur (auapus 10 6 ceMHUIM NPEd HAYAIOTO HA apTPUTA)

*  VYperput (mu3ypus 10 6 CEIMHIIN TIPEIN HAYaJIOTO HA apTPUTA)

Manxu kpumepuu (MMOHE €IHO OT CIEAHUTE)
1. JlokazaTelICTBEHN JaHHU 3a TPUTepHA MHPEKIHS
* Tlonoxurenen PCR Tect 3a HyKIEMHOBM KHCEIMHM OT CYTpPEIIHA YpUHA WIHA
ypeTpainen/uepBukaiex cekpet 3a Chlamydia trachomatis.

* Tlonoxwutenna KOIIPpOKYJITypa 3a YPCBHU NMATOTCHHHU MHKPOOPraHU3MH ACOLUHUPHU C

ReA
2. Jloka3aTencTBO 3a MEePCUCTUPAIa CHHOBUATHA WHPEKIHS (TIOJI0XKHUTETHA UMYHOXHUCTOIOTHS

nmu PCR 3a Chlamydia)

Jlnaro3ata peakTHBEH apTpUT CE€ MpHEMA 3a CHT'YPHA, IPU HAJUYMETO HA JIBA TOJEMH KPUTEPHUS
U €MH MaJIbK KPUTEPUHL.
JlnarHo3ata € BepOSITHA MpU: HAJIMYMETO HA JBa IOJEMU KPUTEPHs WM €IUH IOJsM M €IUH
MaITbK KpUTEPHIA.
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Knacudukanmonnure kpurepun 3a ReA He ce mpuiaraT mpu yCTaHOBEHA Apyra MpUYHHA 32
OCTBp apTPUT WIH JaHHU 32 Ipyra apTPUTOreHHa UHPEKITHSL.

JAudepenuunanna quaraosa
Haii-gecTo T4 ce mpaBu ChC CIETHUTE OOJIECTH:
® CENTHUYEH apTpuT,
e [ICOpPUATUYEH apTpuT,
e fiozarpa,
e cuHIpoM Ha Behget,
® pEBMATOMJIEH apTpHT,
® pEBMAaTHU3BM,
e Ooiect Ha Bechterew,
e J1anMcka 0oJiecT U Jp.

CrpaTerusi Ha TepanusTa
AHTHOHMOTHIIN
1. Crex mbpBOHAYAIHOTO JieUueHHE Ha HMH(MEKUIMATA, J1a HE ce IpujaraT aHTHOMOTHIN
noBeye OT 4 CeIMUIM, C LeN J1a C€ TPEeTHUpPa PEaKTUBHUS apTPUT MPUYMHEH OT TacTpo-
MHTECTUHAJIHA WIN YPO-TeHUTATHA HHPEKIHS.

JlekapcTBeHa Tepanust

1. HecTeponanu npoTUBOBb3NATUTENIHU JekapcTBenn npoayktu (HCIIBJI)

HCIIBJI mpurexaBaT 00e3007sBaI, MPOTUBOBB3NAINTEICH W aHTUNIUpeTHdeH edekt. Te ca
CpeACTBO Ha MbpBU M300p 3a yeueHueto Ha PeA. HCIIBJI motuckaT Bb3nMaJMTENTHUST TIPOIEC B
CTaBUTE, aKCHATHUS CKEJIET M EHTEe3UTe, KaTo 3HAYUTEITHO MOoao0psBaT (GyHKIUSATA HA OMOPHO-
JIBUTATEITHUS amapar.

[TpoabIKUTETHOCTTA HA JICUCHUETO 3aBUCH OT aKTMBHOCTTA Ha apTpUTa U MPOBJDKABa JOKATO €
HeoOxoaumo. [Ipu Ha3HauaBaHETO HA CHLOTBETHUS JIEKAPCTBEH MPOJYKT TPsOBa Ja ce OTYUTAT
PHUCKOBETE, CBBP3aHH CHhC CHPJCYHOCHIOBATA CUCTEMa, CTOMAITHOYPEBHUS TPAKT W OBOpenuTe.
IIpu neuennero Ha PeA Haii-uecto ce m3nonssar: diclofenac sodium, aceclofenac, etodolac,
naproxen, ketoprofen, ibuprofen, dexketoprofen, meloxicam, piroxicam, tenoxicam,
indometacin, etoricoxib, celecoxib (Bmx PA).

2. '1I0OKOKOPTUKOUTH

[Ipu needexTuBHOCT Ha nedeHuetro ¢ HCIIBJI wnmm Bucoka aktuBHOCT Ha PeA (dhebOpuurer,
aCTeHOAJMHAMUs, XEMaTOCIUICHOMeranus, JuMpaIeHOMEraaus, BUCLIEPAIHU TPOSBU, 3HAUUTEITHO
nosuieHu croitHocty Ha CYE n CRP) ce Ha3HauaBaT IIIIOKOKOPTHUKOUIU. Te mpuTexaBaT MOIIHO
POTUBOBB3MAIUTEIHO JACHCTBHE M TexXHHSA e(peKT € MHoro Opb3. [lpumarat ce per os wimm i.v.
HagamnaTa no3a e 20 - 40 mg prednisolone B 3aBHCHMOCT OT aKTUBHOCTTa Ha 3a0oisBaneTo. [Ipu
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HE0OXOUMOCT MoraTr Ja ce mpoBexjaT u myicoe ¢ 1000 mg methylprednisolone i.v. Muoro
n00Bp edekT ce mocTura Npu BETPECTABHO M MEPUCTaBHO npuioxenne Ha ['K.

B peBmarosiornyHara npakTuka y Hac Hail-4yecTO c€ M3IOJI3BAaT MOJIEKYJINTE C KpaTKa M CpeiHa
MPOIBLDKUTEIHOCT Ha JelictBue - hydrocortisone, cortisone, prednison, prednisolone,
methylprednisolone. MosekynuTe ¢ roiasmMa MPOIBIDKUTEIIHOCT Ha JAeicTBHE (0eTaMeTa3oH u
JAeKCaMeTa30H) ce U3IO03BAT MO-PSIKO.

3. KonBeHIHOHAJHH 00J1eCT-MOAM(PUIMPAINN AHTHPEBMATHYHH JIEKAPCTBEHH NPOAYKTH
(kBMAP.JI)

[Tpunarar ce mpu 3aTerHaToO WIM XpOHUYHO npoTtudane Ha PeA. Oxono 50% ot GomHuTE NpaBsT
peLIrB Mpe3 MbpBUTE 6 Mecela.

Sulfasalazine e cpeacTBo Ha MHpPBU W300p. 3amovHAT Mpe3 MBPBUTE 3 Mecella WHAYIUpa TI0-
O0bp3a M MO-TIPOIBIDKUTETHA peMucHs cipsMo 1arnebo. [IpemoprunrenHara mo3a e 2 g/mH, HO
IIpU OTIpeieNieHH cllyyail Moke 1a Obie yBenanueHa 10 3.0 g/an (Bux PA).

MTX ce npunara B cirydail Ha jmrca Ha eekT ot jedeHueTo cbe sulfasalazine. 3amousa ce ¢ 10
mg /CeMUYHO U J03aTa MOCTENEeHHO ce yBenmdaBa 70 15-20 mg/cenmuyno (Brk PA).

4. JleueHue HA OTKJIIOYBANIATA HH(EKIUS

UpeBHHTEe MH(PEKINN UMAT CAaMOOTPAaHUYABAIl CE X0/ B paMKUTe Ha 2 - 3 THH U OOMKHOBEHO HE
ce Hamara aHTHOakTepuanHo sedenue. [Ipm OGomHm ¢ PeA u mo3WTHBHA KOMPOKYITypa ce
npuiaratr: Oera-JakTaMHH aHTHOMOTHIN - MeHMIWIMHOBU (amoxicillin, ampicillin) u Tpera
renepauusa  uedanocnopunu  (cefixime, ceftriaxone); xumuosonum (nalidixic acid,
ciprofloxacin, norfloxacin, ofloxacin); makpoauau (azithromycin) u apyru - cyjadonamuau,
TeTpanukIuHu. Jleuennero npoabiokasa 7 - 14 nHu.

l'enuro-ypunapHara c¢opma Ha Oosiectta Hail-uecto ce mnpuumHsBa oT Chl. trachomatis.
Heycnoxxnenute ¢opmu (ypeTpur, LEpBULUT) ce TpeTHpaT 7 AHHU, AOKATO YCIOKHEHHTE
(mpocTaTuT, ENMUAUIUAUMUT, CAIMUHTUT, oodoput, mapamerpur) — 14 nuu. Yecto mpTH eauH
AHTUOMOTHYEH KypC HE € JOCTaTh4YeH M Ce Hajlara ciieJ Mo4YuBKa OoT 15 JHM &a ce mpoBenar ome
1 — 2 kypca.

CpenctBo Ha mbpBH U300p ca MakpoJuauTe (azithromycin) W TeTpanMKJIMHUTE
(doxycycline). EdextuBHOCTTAa MM € 0KOJ0 95%. Azithromycin mpu Bb3pacTHU XOpa ce mpuiiara
mo 1.0 rpam emHOKpaTHO MHEBHO. 3a jgena mo3ata € 10 mg/kg, Ho He moBeue ot 1 g/mH. He e
NOTBBPACH (eTalieH PUCK Npu mpoyuBaHHus ¢ Xopa. Doxycycline ce nHaznauaBa 2 x 100 mg/an.
He ce npenoppuBa npu aeua nox 8§ roaunu. Ilpu nena Hax 8 roawHM - n03ata € KakTo IpH
BBb3pacTHHUTE. JoKa3aH e ¢eTajeH pUcCK, MOpagd KOETO He ce JaBa MO BpeMe Ha OpeMEeHHOCT.
Erythromycin u cyiaponamugute ca mo-mMaiko €()eKTHUBHU U C MOBEYE HEXKENaHW JIEKapCTBEHU
peakuuu. [lpu nema, OpeMEHHHM M KbpMEIIM *eHHU erythromycin € MoAXojsIia ajlTepHaTHBa.
Hozara e 30 - 50 mg/kg, pasmpeneneHa B 4 mpuema B mpoabkeHue Ha 10 - 14 gHm.
EnuHCTBEHOTO MpHEMIIMBO JIEYEHHE 332 HEOHATalHATa XJIAMUAWHHA O(TaJIMONATHs € TepanusTa
¢ opasieH eputpomutiud 50 mg/kg nHeBHO B mpoabinkenue Ha 10-14 qau.
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AHKMWJIO3UPAILLl CHOHANJIOAPTPUT (no MKB kox M45)

CeponeraTusen CIIOHAMJIOAPTPUT (AHKMJI03Up a1 CIIOHAMJIMT U
HEPEHIreHOrPaCKU CIIOHIANIOAPTPHUT)

I. Jepununus

AnkunosupausaT cnoHIWIUT (AC) e XpOHMYHO BB3MAJIUTETHO PEBMATUYHO 3abosisiBaHe,
AQHTKUPALIO CAKPOWJIMAYHUTE CTaBU (CAaKpOWJIMHUT, KaTO OTJIMYUTENIeH Oeser), rpbOHauHus
CTBJIO BbB BapuaOWIIHA CTENEH M MO-pAAKO MepudepHuTe cTaBU. [IbpBUYHOTO OrHHUIIE Ha
Bb3najgeHue npu AC ca CyXOKWIHHMTE €HTE3W M 3aJIaBHUTE MECTa Ha JIMTAMEHTHTE 3a KOCTTA,
CaKpoWJIMauyHUTE M anoduseaqHuTe cTaBU. boiecTra nMMa TpU OCHOBHM KIMHHYHH TIPOSBU OT
CTpaHa Ha OIOPHO-JBUraTEeNHUS amapar: l. CUMOTOMHM OT aKCHAJIHUS CKeJeT, 2. mepudepeH
aprput u 3. enre3ut. IlatorHomonmunu 3a AC ca HOBOTO KOCTHO (opmupaHe -
CHUHJIECMO(MUTHTE M aHKWIO3aTa Ha rpbOHayHMA CcTHIO. AC e 10 roisiMa CTeneH T'eHEeTHYHO
JEeTepMUHUPAHO 3a00JsBaHe, KOeTo uMma mnogueprana aconuanus ¢ HLA-B27. [puuucnssa ce
KbM cnioHguinoaptpurure (CnA).

AC e Haii-4ecTOTO BB3MAJIMTEIHO 3a0ojsBaHe Ha rpbOHaKa Mo cBeTa. YecTorara My Bapupa
mexnay 0.1% - 1.6%, no 2% 3a Hsakon eTHmuecku rpynu. [lo-uecto ce cpemia nmpu MBXKETe, B
CpPaBHEHHUE C JKEHUTE, CbOTHOILLIEHHE MBbXKE KbM *e€HU - 2—-3:1. B noBedeTo u3jaeaBaHu KOXOPTH C
AC mnpeoOnanaBaT MbXeTe, HO B MpoyuBaHe OT 1996 r. CbOTHOLICHHETO MBbXKE/KEHH TOCTUTA
npubnusuTenHo 1:1. BeposTHM HpUUMHU 3a TE3W pe3yiTaTH ca TMPHUIETHO HACOYBAHE KBM
uaeHtudunupanero Ha Mmbxkere ¢ AC. CproOiaBanara npoMsiHa B CbOTHOIIEHHUETO € CBbp3aHa ¢
MOBHILIEHATa OCBEOMEHOCT Ha JKEHHUTE 3a OoJsiecTTa.

II. KhinHMYHA CHMIITOMATHKA U AUATHOCTHYHU KPUTEPUH
KaxTo npu MHOro apyru 3abonsBaHHs, YUSATO €THOJIOTHS HE € TOYHO M35ICHEHA, AMarHo3ara Ha

AC ce 0a3upa Ha KIMHUYHUTE OCOOEHOCTH. B exeqHeBHaTa NpakTHKa, MpeirnoiaracMaTa
KJIMHUYHA JMarHo3a Ha OojecTra oOWYailHO ce MOAKpEens OT PEeHTIeHOJIOTWYHM JOKa3aTeJICTBa
3a cakpowntuuT. B pelictBurennoct, AC ce cmsATa OT ToJisIMa YacT OT KIMHHUIUCTHUTE 32
“cumnTomaTuueH cakpowut . TloHacTosimem 3a nuarHoctunupanero Ha AC ca oOuionpueTu
moauummpannte Hio Mopkcku knacugukauuonay kputepuu ot 1984 rox. (tabm. 1). Te umar
qyBCTBUTETHOCT 83% 1 crierdpuyaroct 98%.

KinHIYHATE TTYHKTOBE B TE3W KPHTEPUH OTPa3sBaT MO-TOJsMa OOJEeCTHA MPOIBIKUTEIHOCT U
oOWMJaifHO HEe ca TPEACTaBeHHW NMpHU PAaHHOTO 3aboisBane. JlmarHo3ata ce Oas3uWpa TJaBHO Ha
HaJIMYMeTO Ha PEHTTeHOTpad)CKU TMPOMEHH B CAaKpPOWJIMAYHUTE CTABH, HA/BUIIABAIIY 2 CTEIEH
€THOCTPAHHO.

Ta6auna 1. Mogudummpanu Hio Mopkckn kputepun 3a ankmiosupan cionamuT (1984)
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» KiuHMYHU KpUTEpHH:

- DBonka HHCKO B Ippba M CKOBAaHOCT, C MPOABKUTEIIHOCT Haa 3 Mecela, KOATO ce
nmonoOpsiBa OT pa3JBMKBAaHE M HE ce 00JIeKYaBa OT MOKOH.

- OFpaHI/I'-IeHI/Ie B IIOJBHXXHOCTTA Ha ITOSACHUSA Fp’BGHaK B carurajHaTta H (prHTaJ'IHaTa
PaBHUHHU.

- OrpaHudeHue B pasrpblIaHETO Ha PbAHMS KOILI, CIOPSAMO HOPMAaJHUTE CTOMHOCTH 3a
BB3pacTTa U Moia.

> PeHTreHoJIOrHYeH KpUTepHii:

- CaxkpowIuuT > 2 CTENEH ABYCTPaHHO WU 3 - 4 CTENEH €AHOCTPaHHO.

JepunutuBen AC ce mpuemMa, aKo € HaJMle PEHTIeHOJOTHYHMSA KpUTepuid B
ch4YeTaHHe C IOHe eJUH KJINHNYeH KpUTEepPHii.

XpOHWYHUTE KOCTHH W CTaBHM YBPEIH, KaKBUTO ca JACCTPYKTHBHUTE JI€3UH (Epo3uH) W
NpEeJIMMHO IPOSIBUTE HA HOBO KOCTHO (opMHupaHe (OCTEOCKIepo3a M aHKWIIO3a) CE pa3BUBAT
0aBHO B XOJa Ha OOJECTHHs TPOLEC, MOpagl KOETO MOTaT Ja MHHAT HAKOJKO TOJMHHA Ha
NOCTOSIHHA WM (pIaykTyupama OoJiecTHa aKTUBHOCT, TPEId T€ Ja CTaHAT OTKPHBAEMH dpe3
peHtreHorpadckoro u3cienane. OOMUaliHO MMa TPOJBIDKATEITHO 3a0aBsHE OT CPETHO OKOJIO 8
U TIOBEYE TOJUHH MEXAYy HAYaloTO HAa CHUMIITOMHUTE W TIOCTaBSHETO HA JMArHO3aTra, OCHOBHO
Nopajayd HW3UCKBAHETO 3a JIOKYMEHTHPAHU JI0KA3aTeJCTBa 32 PEHTTeHOrpa)CKU CaKPOWIIUUT.
Iopamu ropenocouenuTe npuunHn Moaupuimpanute Hio Mopkekn kpurepun 3a AC He ca
HOAXOSIIN 32 TMarHOCTHIIMPaHe B paHHHUTE (pazu Ha OonecTTa.

B Hawanoro Ha 90-Te TOAMHM HaBIW3a MarHUTHO pPe30HAHCHOTO usciensane (MPU), koeto
oOeKkTHBHM3Mpa BB3MAJICHWETO Ha cakpowtnayaute ctaBu (CH) w rppOHaKa, MHOTO mpeau
Ne(UHUTHUBHUATE JIE3UH B TSIX Jla CTAaHAT OTKPMBAEMH HA KOHBEHIIMOHANHA peHtreHorpadwus. [lpu
6omHM ¢ HopMaitHu CU cTaBU WM ¢ HEsCEH/ChbMHUTENIEH 00pa3 Ha JiMleBa peHTreHorpadus, HO
akTuBeH cakpowmmuT Ha MPU, curypern peHTreHorpadCku CakpOWJIMHT C€ pa3BUBa B
3HAYUTENHA IPONOpLMS OT MaLMEHTUTE cied 3-7 roauHu. Bb3HHKHA NPEANONOXKEHHETO, 4e
OOJMHUTE C aKCHaJeH CHOHAWJIOAPTPUT, HE3aBUCUMO OT HAJIWYMETO WIM JIMIICaTa Ha
peHTreHorpadcku MpOMEHU MPUHAUIEkKAT KbM e1Ha 00JIeCTHA LISIIOCT.

JlHec TepMUHBT ,,akcuaneH CnA” obxBama: 1) mamueHTH ¢ XpoHMYHa Oojika B I'bpOa, KOUTO
nmat AC, neduHHpaH 4pe3 CUTYpPHH peHTreHorpadcku CTpykTypHH mpomenu B CU crtaBu u 2)
MaIMeHTH ¢ paHHa Wik aboptuBHa ¢opma Ha CHA, chCc CakpoWIMa4yHO Bh3maneHue npu MPU
(ob6pa3Ho pamo Ha kiacuduxanuonnure kpurepun) wim HLA B27 (kauauyHO pamo Ha
KJIacCU(UKAMOHHUTE KPHUTEPUH) B KOMOWHANWSA C THNWYHATE ocobeHoctn Ha CnA (He-
pentrenorpadcku akcuaneH CrA) (tadim. 2 u 3). JIOHTUTyIMHATHA TTPOYYBAHUSA, COYAT TPOTPECHS
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Ha He-peHTreHorpadcekus akcuanen CnA ksM AC B 36-59% ot ciyuauTte 3a > 10r.

Taéauua 2. Knacudukarmmonan kputepun Ha ASAS 3a akcwaneH crioHIWioapTpuT (SpA) mpu

ManueHTu ¢ 0oJika B rbpba > 3 Mecera v Bb3pacT Mpu Ha4aJioTo < 451,

Cakpowuut ot 00pa3Ho u3cienBane™

TIJIFOC

> 1 npusnak Ha CnA#

HLA-B27
WM TUTIOC

> 2 npyru npusHauu Ha CnA#

# IlpuzHamm Ha SpA

Bo3nanurenHa 6oika B repba
ApTtput

EnTesur (nera)

VBeur

JlaktumuT

ITcopmnaszuc

Bonect va Crohn/komut
Io6sp edext or HCTIBa
damunna anamnaesa 3a CnA
HLA-B27

TTosumen CPIT

* CakpOWJIUHUT OT 00pa3HO M3CIeBaHE

e AktuBHO (OCTpo) BB3nasieHue Ha MPU,
BUCOKO  CYCIIEKTHO 32  CAKpOWIHUT
acoruupan cbc CnA

e CurypeH peHTIeHOrpapCKH CaAKPOMIUHT
cbrtacHo Monuduuupanutre NY Kputepuu

Kputepuutre Ha ASAS 3a kiacupuuupaHe HA aKCHAJHHMA CIOHAWJIOAPTPHUT (Ja ce MPUJAarat npu

00J1HH ¢ XpOHUYHA 00J1Ka B I'bp0a M Bb3pPacT NPH HAYAJIOTO HA 0oJikaTa B rbpda < 45 ronnnmn)
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Ta6auna 3. Crenudukanys Ha BapuaOUITHOCTUTE M3IOJI3BAHU B KPUTEPUHTE 32 KiIacu(UKaIUsL
Ha aKcHalmHMA croHamiaoapTpuT Ha Assessment of SpondyloArthrtis international Society

(ASAS)

Kinuuunu kpurepun Onpeznenenue

Besnmamurenna  Oonka B | ChIVIACHO €KCIIEPTHTE: HAIMYME HA YETHUPHU OT CIETHHUTE IET MapaMeTpH:

repoa (1) BB3pact mpu gedrota < 40r., (2) mocreneHHo Havajo, (3) momoodpeHue
IpY pa3IBUKBaHe, (4) muIca Ha MoMOOpeHHe B MOKOM, (5) HomHa Ooka
(monoOpsiBaiia ce ciiesl pa3iBHKBaHE.

Aptpur [IpemmecTBam WiIM HaJIWYeH AaKTHBEH CHHOBHT, IWArHOCTUIMPAH OT

JieKap

damuinna anamHe3a

Hanuuue y poICTBEHUIM 1O MbPBa WM BTOPA JIMHUS HA BCAKO €IHO OT
cienHuTe: (a) aHKUJIO3UpAIl CHOHAWIUT, (0) mcopuasuc, (B) yBeut, (T)
PEaKTHUBEH apTPUT, (1) BB3MAIUTEIHO YPEBHO 3a00IIsBaHE

IIcopuazuc [Ipeniectan uaM HaTMYEH NCOPUA3KC, JUATHOCTUIIMPAH OT JIeKap

Bo3nanurento ypeBHO | [IpemmiecTBama win HanmnyHa Oonect Ha Crohn WM ynmepo3eH KOJIHT,

3a0osiBaHe JUArHOCTHITMPAHH OT JIEKap

Jaktumur [penmecTsair Wi HATUYCH TAKTHINT, JUATHOCTHIIMPAH OT JICKap

Enresur EnTte3nT Ha merara: mpeIecTBaia Wiy HaCTOSIIA CIIOHTaHHA OO0JIKa WITH
YYBCTBUTBJIHOCT IIPHU H3CJE/IBaHE HA 3aJaBHOTO MSCTO Ha AXWIJIOBOTO
CYXO)KHJIME FUTH TUTaHTapHaTa (haciys 3a KaJKaHeyca.

IIpenen yBeut [penmecTBain wiv HaTMYCH MPEJCH YBEUT, MOTBBPJCH OT O(TaIMOIor.

Jobbp  oTroBop KbM | Bonkara B rbp06a 0T3By4YaBa HAIBIHO WK € 00JIEKUaBa B paMKHUTE Ha 24-

HCIIBn 484, cnen meaHa po3a HCIIB.

HLA-B27 [TosoxxuTeneH Tect, ChOOPAa3HO CTAHIAPTHUTE JIAOOPATOPHHU TEXHUKH.

IToBuien CPIT CPII Hag ropHaTa rpaHuIla Ha HOpMaTa B KOMOHHAIM ¢ 00JKa B Thp0a,
clel  M3KJIIOYBAaHE Ha Jpyrd TPUYMHM 32 [IOBHUILIEHA CepyMHa
koHuentpanus Ha CPIL

Cakponnuut Ha | IIBycTpanen 2-4 craguii wiu enHoctpaHeH 3-4 craauid, cbOOpazHO

peHTreHorpadus Mouduuupannte New York cku Kputepuu.

Caxpounuut Ha MPU AKTHBHU BB3NAJIUTEIHH JIE3UH HAa CAKPOWIMAYHUTE CTABH ChC CHUTYPHHU

JAHHU 33 €IeM Ha KOCTHHS MO3BK/OCTEHT, CYCIIEKTHH 32 CAKpPOWIIUHT,
ACOLIMMPAH ChC CIIOHIUIOAPTPUT.

CPII, C-peaktuBeH

nporenn; HLA,

yopemkd JsieBkoruren  antured; HCIIBn, wmecrepoumnn

OPOTHUBOBL3NAJIUTCIIHA CPEACTBA.

HoBute knmacudukanmoHHN KpPUTEPHM pasmimpuxa crekrbpa Ha CmA upe3 BKIIOYBaHE Ha

panHuTe hopMHu Ha 3a00siBaHe B nomrbiIHeHHE KbM AC.

Cuwura ce, ue nanuenTute ¢ akcuaineH CnA (kakTo He-peHTreHorpadceku akcuaneHn CnA, Taka u
AC) cTpagat OT CeprO3HO ¥ HHBAJTUIM3UPAIIO 3a00JIsIBaHE

o Axcuannuar CnA 3acsira MiIaJid MbXE U KEHU B HAW-TIPOJIYKTUBHATA UM BBH3PacT

o Axcuanauar CnA 4JecTo ocTaBa HEpa3nOo3HAT B IPOABKCHUE HAa TOAUHU

e Jlanmenrtute ¢ He-peHTreHorpadcku akcuanen CnA u AC umat cxoHu Oenesu u

CHUMIITOMU
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e HwuBara Ha OOJeCTHa AaKTHBHOCT TIpW TAIMCHTHTE C HE-PEHTTEHOTpaCKU
akcuaied CoA u AC ca cxogHu

e BASFI u BASMI (mpexacraBsimy mocienuiuTe oT 3a00JIIBaHETO) ca MaJIKO TI0-
BUCOKH Tipu O6oaNTEe ¢ AC

OcHoBHHTe KAUHUYHHA cumnTomu Ha AC ca 0oika, CKOBAaHOCT, yMOpa U HapylleHa Qu3nuecKa
¢yukimsa. B panauTe (asum, QyHKIMOHATHUTE OTPAaHWYCHUS C€ ABIDKAT Ha BH3MAICHHETO U
OOMKHOBEHO HApacTBaT B XOAa Ha OOJECTTa, KOETO € CBHP3aHO C HOBOTO KOCTHO (hOpMHpaHE.
KnuHuyHATE CHUMOTOMH | TOCHe/ABamiata OOJIECTHA MPOTPEecUst BOIAT JIO 3HAYUTEITHU
(YHKIIMOHAIHY 3aTPYIHEHUS U TIOBIUSIBAHE HA 3IPaBHO-00YCIOBEHOTO Ka4eCTBO Ha KHBOT.

Boakara B rep6a ce cpema B Hax 80% oT oOmara momynaunus. 3aToBa € BaXKHO Ja ce
orbenexu, e npu AC T nma crnenuuIHn 0COOCHOCTH, KOUTO I OTIMYABaT OT MEXaHWYHATa
6onka B rppoOa: 1) Be3pact mpu nebiora < 40r., 2) mocTeneHHO Hayano, 3) MOJ0OpeHue cien
pasaBuKBaHe, 4) nuIca Ha MOJA0OpEHUEe OT MOKOM, 5) HomHa 6oika (mogoOpeHue ciel cTaBaHe
ot cbH). bonkata mpu AC ce cbueraBa C YyBCTBO Ha CKOBAaHOCT HHCKO B I'bp0a, KOATO ce€
BJIOIIaBa Ha pa3ChbMBaHE W TIOHSAKOra MpojabkaBa Haa 3 yaca. M ngBata cumnroma ce
mo100psiBaT OT TOpelL AYyIl, YIpaKHEHUS U (pru3ndecka akTUBHOCT.

N3BbH-CTABHATA YYBCTBUTEJIHOCT € YECTO OIUIAKBaHE NMPU MHOTO OT OomHHTE. Ts € m3pa3 Ha
EHTE3WT, BB3MAIMTENIHA PEakiMs Ha WHCEPIUATA Ha CYXOXHWIMETO 3a KOCTTa. UyBCTBUTEIHH
MecTa Hal-uecTo ca KOCTOCTEPHAIHHWTE ChWIECHEHHs, processi spinosi, cristae iliacae, trochanter
major, tuberositas ossis ischii, tuberculi tibiae niam nmerure (AXUIOBO TEHAWHHUT WU TUTAHTAPCH
(dacruuT). PEHTTeHOOTHYHO HAa T€3W MECTa MOTAT Jia C€ U3BAT IIMITOBE/TITIOPH.

[epudepHusiT ApTPUT (TUIHNYHO ACHMETPUYCH OJUTOAPTPUT HA JOJIHUTE KpAWHMIIM) Ce Cpela
npuOau3uTeNnHo B 25% ot 6oxHuTe. OOMyYaiiHO Bb3HMKBAa KbCHO B X0Jla Ha Oozectra. Yecto ce
3acsraT ‘“‘akcmamHuTe” CTaBW (Ta300€qpeHM W paMEHHH), KOETO MOKE Ja Tpeau3BHKA
3HayuTeNlHa (PU3MUecKa HMHBATUAHOCT, OCOOEHO KOTaTo NapajeHOTO € YyBpeldeH TIpbOHaKa.
Konennure craBu chIllo MOraT Jia ce€ 3acersar, 0OM4aifHO C MHTEPMHUTEHTHHU H3JUBU. 3acCsATaHETO
Ha TEeMIOPOMaHIMOyIapHUTE CTaBH ce cpema B okoso 10% ot OomHuTe.

Br3nanurenanTe peBMaTHYHU 3a00JISIBaHUS Ca CBHP3aHU C MOBHIIEHA KOCTHA 3ary0a U KOCTeH
ThbPpHOBBP. ToBa BOoAM 70 HamaleHa KOCTHA MHHEpPaJHAa IUTBTHOCT H  OCTEOINOpO3a.
BeprebpanauTte nedopmanmm ca HEMH XapakTepeH mpu3Hak. OcTeoneHusTa ce HaOoIaBa oIe
B panHute ctaaun Ha AC. IloBuiieHa e udecTtorara Ha CHUMITOMATHUYHUTE OCTEOMOPOTHYHU
BepTeOpanuu ¢paktypu. Te nmonpuHacsaT 3a rpbOHayHaTa OONKa, CKOBAaHOCT W 3aryba Ha
TIOJTBMYKHOCT.

W3BBHCKENETHUTE TPOSIBH HA 0OJECTTa BKJIIOYBAT OOIIU CHMIITOMH, OYHHU, KapaUO-BaCKYJIapHH,
OenmonpoOHN TPOSiBH, HEBPOJIOTMYHO M OBOpedHo 3acsraHe. Yecto ce HabmomaBaT ymopa,
peayKuus Ha Teryio U cyodeOpuiiHa Temmeparypa.
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Haii-yectata ekcTpa-apTHKyJIapHa MposiBa € OCTPUS MpedeH YBEHT WIH HPUAOUHKIUT,
cpewaiml ce B 25 1o 30%. Hawanoro Ha O4YHOTO Bb3MajeHHE HA-4eCTO € OCTPO U TUIHUYHO
€IHOCTPAaHHO, HO aTakuTe MoraT Ja ce peayBaT. OKOTO ce 3auepBsiBa U € OOJIE3HEHO, ChC
3putenHn yBpenu. Yecto mma GoTodoOus M 3aCHIICHO ChII3eHEe. AKO OYHOTO BB3MAJICHHE HE CE
JIeKyBa WM JICYEHHETO ce 3a0aBH, MOXe Ja ce o0pa3yBar 3aJHH CUHEXUU U riaykoma. [loBedero
aTaku yTuxBaT 3a 4 10 8 ceamuuu 0e3 MOCHEAMIHM, aKO C€ 3all0YHE HAaBPEMEHHO JICUYCHHE B
paHHUS CTaIH.

[IposiBuTe Ha CHPAEYHO YYaCTHe BKIIOYBAT AOPTHT Ha aclEHICHTHATA aopTa, aOpTHA KJarHa
HEIOCTaThYHOCT, MPOBOJHH HAPYIICHUsS, KapIHOMETAIHs M TMEPUKApPIUT U ca MO-XapaKTepPHU
pu OOJTHUTE € TIO-TOJISIMA MPOIBIDKUTEITHOCT Ha OonectTa (15-30r.).

Benoapo6HoTo yuyacTtHe € psgka W KbcHa mposiBa Ha AC. XapakTtepusupa ce ¢ 0aBHO
nporpecupamia ¢udpo3a Ha TOPHUTE JII0OBE Ha OenuTe ApoOOBE, KOSTO C€ U3ABSIBA CPEIHO JIBE
JIeKaan CIe/l HAaYaloTo Ha croHawinTta. bermoapoOHara BeHTHIanus oOMYaiiHO ce MOAIBbpXKa B
HOpPMAaJTHU TPAHUIM, MOPaJH MOBUIIEHOTO Y4acTHe Ha auadparmara B JUXATCITHUTE TBMDKECHUS.
Taka ce KOMIICHCHUpAa PUIMAHOCTTAa Ha TI'pbAHATa CTCHA, AbJDKalla C€ Ha BBbBJIMYAHCTO Ha
T'PBAHUTE CTaBU BB Bb3NAJIUTCIIHUSA IIPOLICC.

HeBpoJjornunnte kommaukanuu Ha AC wmorar na ObgaT TpeaM3BUKaHU OT (QpakTypa,
HECTaOMITHOCT, KOMIpecusl Win Bh3najieHne. CHHIpOMBT Ha cauda equina € psaKo, HO TEXKKO
ycinoxHeHue Ha aeiaroroaummieH AC. 3acsaraT ce JymOOcakpalHATE HEPBHU KopeHdUeTa. Toma
npeau3BUKBa 00JIKa M 3ary0a Ha CETHBHOCT, YECTO Ca HAJMIE YPUHAPHU U YPEBHU CHUMIITOMH.
[TocTenieHHO ce W3SBSBAT HW3IMyCKaHE IO Majlka W TOJISIMAa HYKJa, MMIIOTCHTHOCT, 3aryba Ha
YYBCTBHUTEITHOCT HA CEJAIIMIIHATA 00J1aCT M TIOHSAKOra 3ary0a Ha IJIe3¢HHH KOHBYJICHH.

[Tpu ronsm nan ot nammentute ¢ AC ce ycranossiBa IgA nHedponarusi. MzsBara i yecto ce
CBHITBTCTBA OT MOBHMINeHHM HMBAa Ha IgA B cepyma (93%) u yBpena B ObOpeunara (yHKIUS
(27%). Amunounzno3ara (BTOpHUEH THIT) € PSAIKO YCIOKHEHUE.

III. luarHoOCTUYHO MOBeIeHUE

3a Ja 6’5)16 MIOCTaB€HA AHWAarHo3aTta paHO, HABPEME, JICKaps Tp$I6Ba Ja U3BBpPIIN 3a/:[1,ﬂ60qu0 n
II'BJIHO (I)I/ISI/IKaJ'IHO HU3CJICABAHC, KOM6I/IHI/IpaHO C Haﬁ-c’beeMeHHH O6p&3HO,I[I/IaFHOCTI/ILIHI/I u
H3CJICABAaHHA.

Du3uKkanno uzcieoeane

I'pvonauna noosusxcnocm. Ilpum wu3cnenBaHe Ha TpbOHaka, OOWYAHO ce OTKpHUBAa H3BECTHO
OTrpaHUYCHHE B MOABM)KHOCTTA HA MOSICHHUS OTAEN, KOETO Ce YCTaHOBSBa MpU IpeaHa ¢uieKcus,
XHUIIEPEKCTEH3Us WM JartepainHa (iexcus. PaHHOTO m3rnaxkgane Ha (u3mnonornyHaTa JymOaiHa
Jopro3a ce ycTaHoBsiBa omie ¢ oreA. TectbT Ha Schober e momesen 3a OTKpuBaHe Ha
OrpaHMYEHHETO B mpenHaTa Quekcus. Jlumcata Ha yBenMuaBaHe Ha pas3liMKaTa OT HW3MPAaBEHO
MOJIOKEHHE 10 MAaKCHMAalTHO HaBEX/IaHE HAMpel MPHU M3MPABEHH KOJIEHE MEXIy MpeIBapUTEITHO
MapKHPaHUTE TOUKH (Processus spinosus Ha MeTH MosceH npenwieH u 10 cM Harope mo cpeauHHATa
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muaus) ot 10 Ha 15 oM, e mpU3HAK 3a pemymnupaHa IMOJBIKHOCT Ha TOSCHUS rpbOHaKk. Hamamnsasa
ce ChUIO JaTepasiHaTa (iekcus, KaTo poTalusiTa Ha rpbOHaKa MOXe Jja MPUYUHU OO0JIKa.

Toosuscnocm na epvonus xow. Yecto B pannus craguili Ha AC ce ycTaHOBsIBa JieKa JI0 yMepeHa
peayKLuus Ha IMOABM)KHOCTTAa Ha TpbJaHATa KieTka. Hamanenue mox 5 cM mpu mumaam xopa, C
MOCTETIEHHO BB3HMKHAJIA XPOHWYHA BB3MANNTENHA O0JIKa HUCKO B I'bpOa € MHOTO CyCIIeKTHA 3a
AC. TlogBmKHOCTTa Ha TpbJHATA KIETKa TpsOBa /1a ce M3MepBa NMPU MAKCHMAJIHO BJWIIBaHE
cies; hopcupaHO MaKCHMATHO M3/HMIIBAaHE HA HUBOTO Ha YETBBPTO MEXIypeOpue MpH MBKETe U
HEIOCPEICTBEHO M0/ I'bPANTE IIPU KEHUTE.

B cbBpemueTo MUPOKO BB3MPUET WMHACKC 3a u3cienBaHe Ha O0oimHu ¢ AC e MeTpOoJOrHYHHUs
naaekc Bath Ankylosing Spondylitis Metrology Index (BASMI). Toit BximrouBa 5 KIWHUYHU
U3MEPBaHUs, KOUTO HAaW-TOYHO OTpPa3siBaT aKCHAIHUS CTaTyc (T. €. LIEPBHKAJICH, TOpaKalieH U
nosiceH rpbOHAK, Ta30-0€PEHU CTaBH M Ta30BH MEKH THKaHHW): Tparyc — creHa, Moauduiupan
tect Ha Schober, mepBukamHa poTamms, JymOaiHa CTpaHWYHA (IIEKCHA W WHTEpMaJeoapHO
pascTosiHue.

Enmesum. HannuueTo Ha €HTE3UT MOXKe Ja ObJe OLCHEHO upe3 M3cie/iBaHe Ha tuberositas ossis
ischii, trochanter major, processus Spinosus, KOCTOXOHIPATHUTE W MaHyOpHOCTEpHAITHUTE
cbuieHeHus1, crista iliaca. J[OMBIHUTENHU TPOSIBU HA EHTE3UT ca AXWIOBHS TEHIWHUT U
TUTAaHTapHUS (HACIHHUT.

Caxpounuum. JlupexTHuAT HaTHCK BbpXy CU cTaBum Moxe na mpeaus3BHKa OOJKa, KAKTO U
CHEUHAIHUTE TPUHOMH 3a M3CIIEABAHETO UM, BBIIPEKH, Y€ TE3U TECTOBE HE ca crenupuuHu. Te
MoraT Ja ObJaT OTPHULATEIHH MPHU PAHHOTO 3a00JsIBaHE WM J1a C€ HEraTUBU3UPAT B KbCHUTE
CTaJuM, Thii KaTO BH3MAJCHUETO CE 3aMeCTBa OT (puOpo3HA MIIM KOCTHA aHKHJIO3A.

IV. JlaGopaTopHu TecToBe

Pyrunnute kpbBHU MpoOu He ca noje3nu. Bu3nmamutennute 6uomapkepu CPII u CYE ca nmom
MHJIMKATOp Ha OonecTtHaTa akTUBHOCT mpu AC, 3a pasiuka OT PeBMAaTOMIHUS apTPUT U CHIIO HE
OTpa3siBaT TOYHO Mporpecusita Ha peHtreHoBute npomeHu. Ilpu 15% ot Gomante ¢ AC ce
pa3BHBa JIEKOCTEIIEHHA HOPMOXpPOMHa aHeMus. YacT OT crpajamuTe OT 3a00JIIBaHETO UMAaT
MOBHILIEHA CepyMHaTa ankaiHa ¢ocdaraza (Mpousxoxaama oT KOocTTa), 0e3 Ja e HaJuile Bph3Ka
C AKTUBHOCTTa WM HPOJBDKHTEIHOCTTA Ha 3a0oisBaHeTo. YecTo ce yCTaHOBSIBA H3BECTHO
MOBUIICHNE HAa CepyMHUS IgA, uneTo HUBO Kopenupa ¢ ocTpoda3oBUTE PEaKTaHTH.

Onpenensuero Ha HLA-B27 anTtureH wiu reHa 3a HEro € M3ciellBaHe C BHUCOKAa OTpHIIATENIHA
MPEIUKTUBHA CTOMHOCT - OTPHULATEIHHUAT pPE3yaTaT C TrojsiMa HaIexkIHOCT OTXBbpast AC,
3a10To 0k0J10 91-95% ot 6omuuTe ¢ AC B Obarapckara momysaus ca HOCUTEIN Ha TO3H T'eH.

V. O6pa3nuu uscjieaBaHus

Kongenyuonanna penmezenozpaghusn
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PentreHorpadckute HaxOAKHM TPU CAKPOMJIMUT Ca OOMYAHO CHUMETPUYHM M BKIIOYBAT: 1)
HESICHM O4YepTaHHWs W 3aMbIVIABaHE Ha CyOXOHJApalHaTa KOCTHA IUTACTHHKA 2) epo3uH Ha
moJyIekaniara Koct (C ,,TICEBAOpa3IMpeHne” Ha CTaBHATa MeEXIWHA), 3) CyOXOH/apaiHa
ocTeockiiepo3a, 4) oOpazyBaHe Ha KOCTHA MOCTOBE M ITbJTHA KOCTHA aHKWi03a Ha CU craBu.

[IpenopbuBa ce MpoBeXJAaHETO HA JUIEBAa W MpodUIHA MPOEKLHUs Ha MOSCHUTE NPEUUICHU U
npodun Ha IMWKWHU TpenuieHd. PeHTreHorpadckuTe MPOMEHH Ha TPbLOHAYHUSA CTHJIO ca: 1)
CKJIepo3a W epo3uM Ha mpwiexkanmre n0 anulus fibrosus b Ha mpenuieHHUTE Tena, 2)
KBaJpaTu3alys Ha MpeLUIeHHUTe Tena, 3) cuHaecMopuTH, 4) MbJIHU KOCTHH MocToBe. [lpu vact
OT OOJTHUTE MOYE JT1a HACTBITH IIBJIHO CIIOSIBAHE HA TPHOHAYHHUS CTHIO (,,0aMOYKOB TphOHAK™).

KOM”IOm’pr{l momozpaqbuﬂ Ha cakpoujiuainume cmaeu

KT mno3BonsBa HO-HeTaﬁHeH O6p3.3 Ha aHatomusTta Ha CH cTaBM W MO-TOYHO O6CKTI/IBI/ISI/Ipa

XPOHUYHUTE KOCTHH IMPOMEHHU, ABJDKAIIKW CE€ Ha CAKpOWIMUT - €PO3MU UM YaCTUYHA aHKHII034a,

KOMTO MOrar aa HE C€ BHOAT Ha KOHBCHIMOHA/JIHaA peHTFeHOFpa(bI/IHm. Ilone3na e u 3a

nudepeHIMaiHaTa auardosa ¢ audy3HaTa HIMONAaTHYHA CKeJIeTHa Xumepocto3a (Oomect Ha
Forestier).

Maznummno pezonancno uzcnedsane na CH cmaeu u cpvonauen cmvino

OcHoBHOTO TIpeauMcTBO Ha MPU e, ye Moxke ga 0OCKTHBH3UpPA OCTPHS BB3MAIUTENICH MPOIEC
KaKTO B KocTTa, Taka U1 B CU cTaBU - CaKpOWJIMHT, CIOHIWIAT U CHOHIWIOAMCIIUT. AKTUBHOTO
Bh3najcHue Ha CU crtaBu, apipkaino ce Ha CIA MOXe Jla ce BU3yallu3upa KaTo KOCTHO-MO3bYCH
enem/octent, CMHOBUT Ha CH cTaBu, EHTE3UT WM KarcyauT. JIe3unTe Ha CTPYKTYpHA yBpeaa Ha
CH craBu Morar jia ce U3sIBIT KaTo CyOXOHJIpaJiHa CKJIepo3a, €PO3UH, MACTHHU JICTIO3UTH, KOCTHH
MOCTOB€E/aHKHII034.

Beopekn de OT BB3MAIEHHETO C€ 3acsAraT BCHUKWTE TPH TPHOHAYHM CETMEHTa, Hali-4ecTo
aKTUBHM TIPOMEHH C€ OTKpPHBAT B JOJHHUS OTHAEN Ha TopakanHus rpbOHak. Ilpm3namure Ha
aKTUBHOCT Ha OoJiecTTa ca e1eM /WM KOHTPACTHO yCHIJIBaHE, KOUTO OOMYAHO ce JIOKaIu3upar
M0 BIJIUTE Ha MpelUIeHUTe. XPOHUYHUTE MPOMEHH Ca MACTHO OTJIaraHe B KOCTHHUS MO3BK MOJ
BepTeOpalHUTEe IUIACTUHKH, HOBO KOCTHO (OpMHpaHE C YAaCTUYHO WM NIBJIHO CIUBaHE Ha
NPELUICHHUTE Tefa.

Kocmna cyunmucpagus

CuunTturpadusita ce HM3MOJ3Ballle B NMPOIBIDKEHHE HA MHOIO JECeTHJIETHsS 3a OTKpPHUBAaHE Ha
AKTUBHOTO BB3MAJEHHE NPU HanueHTuTe cbe CHA, HO BeYe HE UIpac ChILIECTBEHA poOJsA 3a
JUArHOCTHLIMPAHETO W IMPOCJIENSIBAHETO UM, IIOpaJAd OrPAaHUYEHAaTa CU CEH3UTUBHOCT H
cuneruduunoct. [lonacrosimenm e 3amernena or MPU.

Yampas3zeykoea ouaznocmuxa

VYnrpa3BykoBoTo u3cnensane npu OomHure ¢ AC € OT mos3a mpu yCTaHOBSIBAHE HA €HTE3UT M
Oypcut. To e mMO-uyBCTBHUTENEH METOJA 3a OTKPHBAHETO HA T3 NPOMEHH OT (U3UKATHOTO
u3cienBaHe. B KIMHUYHATA MpakTUKa MOANOMAara AUarHo3aTa, KakTo M JICYEHUETO C acClupanys
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W/WITH KOPTUKOCTEPOUIHN MHKEKIMH 107 Y3 KOHTPOJI.

/Jleoitno enepzuiina penmezenoea avcopouuomempusn (DXA)

Octeomnopo3ata Ha rppOHaka u THC kaTo pe3ynrar Ha BB3MAICHUETO YecTo ce acormupa ¢ AC u
ce pa3BuBa mapainenHo c¢ ¢opmupanero Ha cunigecmoputu. DXA nHa OenpeHara mmiika U Ha
NosICeH TPBHOHAK B JIMIIEBA MPOEKIHUS € Hal-uecTO M3IMOJI3BAHUS METO] 3a OLEHKAa Ha KOCTHATa
muHepanHa twibTHOCT (KMII) nmpu moct menomaysanuu sxkenu. [Ipu AC, DXA Ha nosicHus
rppOHaK Moxe Aa nazae ¢ammmBo noBuiieHH croitHocty Ha KMII mopanum Hanmuunero Ha
KOCTHO-TIposinepaTUBHA TpoMeHH. [lo-mo0bp MeTon 3a M3MepBaHETO W € MpHIaraHeTo Ha
npodumHa DXA 3a mosicHus TppOHaK. ['pemkara mpu U3MepBaHETO MOXeE Nla ce n30erse 4pes
n3n0a3yBaHeTo Ha konndectBeHa KT.

VI. Ctparerusi Ha Tepanusita
HCIIBn
1. HCIIBn B Hali-HHCKaTa Bb3MOXKHA €()eKTHBHA J03a.

2. Axo HCIIBn, npueman B MakcMMalHa MOHOCHMa 032 32 2-4 celIMHUIM HE TMOBIHUSABA
aJiekBaTHO OoJjkaTa, TpsiOBa Ja ce mMoMHCIH 3a npuiarane Ha apyro HCIIB.

buosnornyuun BMAPn

1. Adalimumab, certolizumab pegol, etanercept, golimumab, infliximab, ixekizumab u
secukinumab, bimekizumab ce npunarat 3a JiedeHHe Ha TEKKH aKTUBHH aHKWJIO3HPAIIH
CHOHIWJIWTUH TIPU BB3PACTHH, MPH KOUTO HE C€ IOCTHra aJeKBaTeH KOHTPOJ Ha
3a0onaBanero, win koutro He moHaciat HCIIBx. Infliximab ce mpemopbuBa camo ako
TepanusiTa € cTapThupana ¢ Hai-eBTHHHA infliximab-chbabpIKaI MpoIyKT.

2. M30opbT Ha Tepamusi ce OCHOBAaBAa Ha JUCKYCHS MEXIy MEIMLIMHCKHS CHEIHAINCT U
MalMeHTa OTHOCHO INPHEMYINECTBAaTa W HEJOCTAaTBhLIMTE HAa HAJWYHATa Tepamnus. AKO €
BB3MOKHA TOBEYE OT €/IHa Tepamus, TO ToraBa ce M30upa BB3MOXKHO Hail-eBTHHATa OT
TSIX.

3. EdextuBnocrra Ha adalimumab, certolizumab pegol, etanercept, golimumab wnu
infliximab, Tpsi6Ba fa ce ornenu Ha 12Ta ceaMuIla OT Hayajao0Ta Ha Tepanuara. TepanusiTa
MOXe€ J1a TIPOJIBJDKYA CaMO aKo MMa sSICHa TEHACHITUS 3a KIWHUYCH OTrOBOP, M3Pa3sBalll ce
B:

a. Penykuus na BASDAI unnekca ¢ 50% ot cToifHOCTTa My Hpeau JEYEHUETO WU
C > 2 eIMHULU U

b. Penykmus ¢ > 2 cM Ha ciiHamHaTa O0JIKOBA BU3YJIHA aHAJIOrOBa CKaja.

4. Tepamnus ¢ apyr tymop Hekpotusupai paktop (TNF) — anda unxuburop ce npenopbusa
OpU MAUeHTH, KOUTO pa3BUBAT HEMOHOCHMOCT, WJIM NPU KOUTO 3a00JSIBAHETO HE CE
noBiusBa OT WbpBUs TNF MHXUOUTOpP, MM TP KOWUTO HE ce HaOI0IaBa MO-HATATHIICH
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OTTOBOD CJICA II'bpBOHAYAIHO IIPOABCHUA.

5. Secukinumab ce mnDpemopbuBa 3a JICUEHWE HA BB3PACTHH MANMEHTH C AaKTHUBEH
AHKWJIO3MpAI CIIOHIWINT, YUETO 3a00JsBaHe He ce moBnusaBa ajekBaTHO To HCIIBa mnm
TNF uaxuburopmu.

a. OtroBopsT KbM secukinumab TpsOBa Aa ce otieHu 16 ceMUIM Ciie]l HAYaJI0TO Ha
TepamnusaTa U TepanusiTa ¢ Hero0 MOXE Jia MPOIABIKH, CAMO aKO UMa:

i. Pemykumuss ma BASDAI wmnznekca ¢ 50% oT cTOHHOCTTa My mpeau
JICYEHUETO WIH € > 2 eIMHULIU U

ii. Pemykmums ¢ > 2 c¢M Ha crnHaNHaTa OOJKOBAa BH3YyJHA aHAJIOTOBAa CKaja
(VAS).

6. Ixekizumab e moka3aH 3a BB3pacTHH IMAMEHTH C AKTHBEH aHKHWJIO3UPAI CIIOHIWJINT,
KOMTO HE Ca C€ MOBJIMSIM OT KOHBEHIIMOHAJTHATa Tepamus. Ixekizumab e moka3zan 3a
JeYyeHHe Ha BB3PACTHH TMAIMEHTH C AaKTHBEH HEPEeHTreHorpa)CKu  aKCHaJeH
CHOHAWIOAPTPUT C OOEKTHUBHHM TpPHU3HAIIM HA BB3MAJIEHHE, KOWUTO CE€ U3pa3siBaT B
noBuiieH C-peaktuBeH mnporenH (CRP) w/umum MarHuTHO-pe30HAHCHO H300pakeHUE
(IMP), xoumto ca wWManM HEAOCTATBYEH OTIOBOP KbM JICUCHHE C HECTEPOUIHU
npotuBoBb3nanuTe A cpenctea (HCIIBC).

3a ixekizumab TpsOBa ma ce wWMa TpeABUA TPEKhCBAHE HA JICUCHUETO TNPU TMAIUCHTH,
KOUTO He ce moBiauaBar ciedq 16 go 20 cegmuma Ha jedenue. Hakoum manumeHtd ¢
ObPBOHAYAJICH YAacCTWYEH OTIOBOP MOXE  BIOCJIEACTBHE Ja Cce€ MOoJo0pAT mpu
NpoabIDKaBaHe Ha JeueHueTo cies 20-Ta ceaMuna.

7 Bimekizumab e xymanmsupano IgG1l/k MOHOKIIOHATHO AHTHUTSIIO, KOETO CEIEKTHBHO CE
cBbp3Ba ¢ BUCOK adunuter kbM 1uTokuHu IL-17A, IL-17F wu IL-17AF, karo Onokupa
B3anMOecTBHETO UM ¢ perentopHust koMruiekce IL-17RA/IL-17RC. IToBumieHnTe KOHIIEHTPAIUN
Ha IL-17A wu IL-17F yyacTBaT B martoreHe3ara Ha HSIKOJKO HUMYHOMEIUUPAHU Bb3MAIUTEITHU
3a00ygBaHMs, BKJIIOYMTEIHO IUIAKaT€H [ICOPUA3UC, IICOPUATHYEH apTPUT M  aKCUAJECH
cnongunoaptpur. IL-17A u IL-17F nelicTBaT CBBMECTHO W/WIM CHHEPTUYHO C JApPYTU
nHGIIAMAaTOPHY IMTOKWHY 32 WHAyIMpaHe Ha Bb3maneHue. IL17-F ce mpou3Bexnaa B 3HAYUTEITHO
KOJIMYECTBO OT KJIETKUTE HA BPOJIEHUS UMYHUTET.

Jlo3upoBka W HaymH Ha mpwiokeHne mpu (nr-axSpA u AS). IlpemoppumtenHaTta mo3a 3a
BB3PAaCTHHM MALMEHTH C aKCHaJeH crnoHaAuIoapTpuT € 160 mg (mpunarana karo 1 moakokHa
UHKeKIMs) Ha Bceku 4 ceamuim. EdukacHocrra Ha Bimekizumab ce nemoHcTpupa HE3aBUCHUMO
OT BB3pAacT, I0JI, paca, MPOABIDKUTETHOCT Ha 3a00JIIBaHETO, CTAaTyC Ha BBH3MAJCHHETO HAa U3XOIHO
HHBO, ASDAS Ha u3xoaH0 HUBO H chbTcTBamu cDMARDs

JlekapcTBena ¢opma: MmxeknuoHeH pa3TBOp (MHXKEKIWs). Pa3TBOphT € OHCTBD 10 JIEKO
OTIaJIECIICHTeH U, Oe3lBeTeH 0 OnemokadeHnKaBo-KBIT Ha IBAT. Bceska mpemBapuTeTHO
HaIbJIHEHA Mucajka cbabpxka 160 mg bimekizumab B 1 ml.
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Bimekizumab ce mpuiara 3a nedeHue Ha cieaHuTe nuarnosn: M45.0; M45.1; M45.2; M45.3;
M45.4; M45.5; M45.6; M45.7; M45.8( AS);

Tapret cunretnunn BMAPJI — upadacitinib u tofacitnib

Upadacitinib u tofacitinib ca moka3aHu 3a JedyeHHE HA aKTHBEH aHKWJIO3HMPAI CIIOHIWINT TPH
BBH3PACTHU MAIEHTH C HEIOCTAThYCH OTTOBOP KbM KOHBEHIIMOHAHATA TEPAIIHSI.

VII. CbBpemenHo JjieueHue Ha AC

I'maBHaTa nen Ha nedeHuero Ha AC e 3ama3BaHe M NOJIbpKAHE Ha KPATKOCPOYHOTO H
JIBJITOCPOYHOTO CBBP3aHO ChC 3APABETO KAa4YeCTBO HA KHUBOT, Ype3 KOHTPOJ HA CUMITOMHUTE U
BB3MAIIEHUETO, TpeAna3BaHe OT AedopMalMd W HMHBATMIHOCT, JBJDKAIIM CE€ Ha CTPYKTypHA
yBpeda B pe3ynTaT Ha HOBOTO KOCTHO (opMHpaHe U TOAIbpKAaHE Ha (QYHKIUATA H
coLMaT3aIusITa.

Ourypa 2. I'papuano o6oOmeHne Ha TpernopbkuTe 3a nedeHne Ha AC, 6a3mpaHo Ha
eKCIePTHOTO MHEHHME Ha KIMHHIMCTHTE W JOKA3aTeJICTBAa OT HAay4yHH HM3cieaBaHus. boiecTHarta
HPOTPECHs C BPEMETO € TPeJICTaBeHa M0 BEpTHKaIaTa B IIOCOKA OT TOpe HAI0MYy.

Mpenopbku Ha ASAS/EULAR 3a neyeHune Ha AC

TNF u IL-17 A uaxuburopu

SIlHyc KMHa3HU UHXUOUTOPU

OOyueHue, AL

JIDK,

(usnkanHa AKCHaIHO NepudepHo A

TCpanus 3a00JIsIBaHe 3abonasaHe H

pexabuuTaIys, a i

IMAIIUEHTCKA Sulfasalazine b} /

acoIMaIuy, r P

TPyIH 3a JIoKanHu KopTUKOCTEPOMAN e y

B3aMMOTIOMOII] T p
" r
11 n
u a

Ta6auua 4. IIpepadoren Bapuant Ha npenopbkute Ha ASAS/ EULAR 3a neuenne na AC

BceoOmuTe npuHunu 3a Jeyenne Ha 6oaHute ¢ AC ca:
» AC e TNOTEHIMATHO TEXXKO 3a00JsIBaHE C PA3IMYHH MPOSIBH, OOMYAWHO H3UCKBAIIH
MYJITHAACIUTUIMHAPHO JICUEHHE, KOOPAUHUPAHO OT PEBMATOJIOT.
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>

>

[IbpBHYHaTa 11e7 Ha JeueHreTo Ha 6oiHuTe ¢ AC e 1a ce mogo0pH ABIrOTPaiiHO CBBP3aHOTO
ChC 3/IPaBETO KA4YECTBO HA >KMBOT Ype3 KOHTPOJHMPAHE HA CHMIITOMHUTE M BB3MAJICHUETO,
MPEeBEHIIMS Ha TporpecHpamiaTa CTPYKTypHa yBpeda, 3ama3BaHe/HOpMAIM3HpaHEe Ha
(byHKIHSITA ¥ COTTMATTU3AIUATA.

Jleuennero nHa AC TpsOBa ja € HACOYCHO KbM TOJ00psBaHE HA TPIKUTE U Jla € 6a3upaHo Ha
CHBMECTHOTO PEIICHUE HA MAIIMEHTa ¥ PSBMATOJIOTA.

OntumanHoTO JiedeHne Ha manueHtuTe ¢ AC  u3MckBa KOMOWHHMpaHe Ha He-
(hapMakooruyHu U HapMaKkoJIOTUIHH TEPATICBTHYHU CPEJICTBA.

1. O01M NPUHIUNM HA JIeYeHHe
Jledenuneto Ha GomauTe ¢ AC TpsiOBa Ja € cho0pas3eHo C:

>

>

>

Hacrosimure mposiBM  Ha Oosiectta (akcwaiHd, TepU(EepHU, CHTE3WAHH, EKCTpa-
apTHKYJapHUA CUMIITOMH U IPU3HALHN).

CreneH Ha N3pa3CHOCT Ha U3ABCHHUTC CHUMIITOMH, KIIMHUYHU HAXOJKW U HNPOTrHOCTUYHU
Oenesn.

O0m wimHAYEeH cratyc (BB3pacT, Iojd, KOMOPOWIHOCT, CBHIIBTCTBAIO JICUYCHHE,
TICXOJIOTMIHU (PAKTOPH).

2. MonuuTopupaHe Ha (ojecTTa
Momnurtopupanero Ha Oonectra npu narueHTute ¢ AC TpsOBa 1a BKIIOYBA:

>
>
>
>

Uctopus Ha 3a00i1aBaHeTO (BKJI. BBIIPOCHHUIIM)
Knuanunm nokazarenu
JlabopaTopHu TecToBE
OO0pa3Hu u3cieBaHus

l'openocodyenuTe a ca cro0pa3eHu ¢ KIMHUYHAUTE TPOSBU, KaKTO U ¢ Habopa oT cpenctsa Ha ASAS.

YecroraTa Ha MOHUTOpPUPAHE Ja ObJie MpelieHeHa HHANBUIYaTHO B 3aBUCUMOCT OT:

>
>
>

EBomronmara Ha cuMnroMure
Texectra
Jleuenuero

3. He-papmMakoJIOTHYHO JieYeHne

>

>

>

KpaitbreiHUST KaMBbK Ha He-(papMaKOJIOTHYHOTO JedeHue Ha marnueHTuTe ¢ AC e TIXHOTO
oOyueHue U peoBHA JieueOHa PU3KYATypa.

VrpaxHeHusTa B goMa ca edexTuBHH. PH3MKalHaTa Tepanus, CbC 3€MHa WM MOABOJIHA
TMMHACTHKA T10JI KOHTPOJI, MHAWBH/yallHa WM TPYHOBa € 3a IpeIIoYuTaHe, Thil KaTo € Io-
e(peKTHBHA OT YIIPAXKHEHUATA B TOMA.

[ManmeHTCKHTE acONMANMY U TPYITUTE 32 B3aHMOIIOMOII] ¢a OT IOJI3a.

4. EKCTpa-apTI/IKyJIapH“ NNPOosiBU U CHIIBTCTBALIIA 3a00/11BaHUs

>

>

Yecto HAOMIOZABAHUTE EKCTPa-apTUKYJIAPHU TPOSBH, HAmp. INCOpHasuc, yBenT u BU3,
TpsOBa Ja ce JIeKyBaT B KOJa0opaIus ChC ChOTBETHUTE CIICIIHAIHCTH.

PeBmarono3ure TpssOBa na ca OAWTENHHM IO OTHOIICHHWE HA MOBMIICHUS KapIUOBACKYTapeH
PHUCK ¥ OCTEOIOPO3a.

5. HecteponaHu NMPOTHBOBB3NAJNTEIHH JIEKAPCTBA

>

>

>

HCIIBa, BxarounTeTHO KOKCHOWTE, c€ MPEHOPhUYBAT KATO JICKAPCTBA OT IbpBA JIMHHS 3a
mamuenTute ¢ AC, KouTo uMart 00JIKa U CKOBAHOCT.

Ipomsmkurennoro jgeuerne ¢ HCIIBI e 3a npeamounTane 3a marueHTHTE C TIEPCUCTUPAILIIO
aKTHBHO, CHIMITOMATHYHO 3a00JIsIBaHe.

Korato ce mnpemmucsar HCIIBmn, Ttps6ea na ce wma mpensua KapAdOBAaCKyJIapHUS,
racTPOWHTECTUHATHUS U OBOPEUHUS PUCK.

6. AHAJIreTHIH

>

AHanreTHIuTe, KaTto paracetamol u onuouau (mMog00HM), ce UMAT Tpe] BU] IIPH OCTAThYHA
00JKa, Clie]] KaTo MPEIIECTBAI0 MPENOophUaHOTO JICYCHHE € OUJI0 ¢ HeloCTaThueH e(eKT,
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MIPOTUBOIIOKA3aHO H/HJIH JIOIIO TOJISPUPAHO.

7. ' TIOKOKOPTHKONIH

» Jla ce wmmar npex Bua JsokamHure 'K HIKeKnMM B MecTata Ha MYCKYJIOCKEJICTHO
BB3MaJICHHE.

»  VYmnorpebara Ha CHCTEMHH IVIIOKOKOPTHKOUIM 332 aKCHATHOTO 3acsAraHe He ¢e MOAKPEIs OT
JIOKA3aTeJICTBA.

8. bosiecTo-Momnpunmpanu aHTHPEeBMATHYHH JIeKAPCTBA

» Jluncear nmokasatencTBa 3a edukacHocTra Ha BMAPJI, Briarountenno sulfasalazine u
methotrexate 3a jieueHNETO HA AKCUAITHOTO 3a00JIsIBAHE.

» Sulfasalazine Moke 1a ce UMa Mpe B MPH MAIMEHTH ¢ epudepeH apTpur.

9. buosoruunu BMAPJI

9.1 Anti- TNF tepanus

» Anti - TNF Tepanusrta na ce Ha3HayaBa Ha MAIl[MEHTHTE C MEPCHCTHPAINO BHCOKAa OOJIECTHA
aKTHUBHOCT, BBIIPEKH KOHBEHIIMOHAJIHOTO JIEYeHHE, ChITIacHO MpenopbkuTe Ha ASAS.

» Hsama nokasatencTBa B MOAKpeIa Ha 3aIb/DKUTEIHOTO u3noi3Bane Ha BMAPJI npenu, win B
komOuHarus ¢ anti - TNF TepanusiTa npy NalMeHTHTE ¢ aKCHATHO 3a00IsIBaHe.

» JlumceaT moKasaTeNCTBa, MOIKPEISIIM pasziukaTa B edukacHocTTa Ha pasnuyaute TNF
WHXUOUTOPH BHPXY aKCHAIHUTE M MepU(PEepHUTE/CHTE3HATHUTE MPOSBH Ha 0O0JIECTTa, HO TIPH
Hanmmurero Ha BUY3 TpsbBa ga ce B3eMe MoJi BHUMaHHWE €(HUKACHOCTTa 0 OTHOILICHHWE Ha
TaCTPOMHTECCTUHAIIHUSA TPAKT.

» Ilpemunasaneto kM BTOpu TNF - Giiokep Moxke Jja € yCIeIIHO, 0COOCHO TPH MallUEHTUTE C
M3UepIIBaHe Ha OTTOBODA.

9.2 IL-17 A nnxuéuropu

» Tepanusra ¢ IL-17i e ¢ noka3ana epuxacHoct kakto npu TNF HauBHM MalMeHTH Taka U
MIpH MAIUEeHTH ¢ HeycneX oT jedeHue ¢ TNFi, kato e edekTa e mo-cuiieH npu MbpBUTE.

» [lpu nppBuunH HOH-pecnionaepu KbM AaneH TNFi, e mo-paruoHaiHo 1a ce mpeMuHe KbM
IPYT KJIac IeKapcTaa, T.e. IL-17i.

» Toxcnunoctta kbM TNFi MOXe ChINO 1a € MpUYKHA 33 TPeMUHABaHe TUPEKTHO KbM IL-
171

10. Taprer cuaTeTnunu BMAPJI
» Tepamwmsta ¢ Ttaprer cuHtetudHd BMAPJI e ¢ nokasaHa e(eKTHBHOCT IpH AKTHBEH
AQHKWJIO3WpAL] CIOHAMWIMT MpH BB3PACTHH MAIMEHTH C HEJOCTaThYeH OTTOBOP KbM
KOHBEHIIMOHAJIHATA TePaIlusl.
» Tepanwmsrta ¢ taprer cunretnudn BMAPJI TpsOBa ma ce WMa IpeaBHI MPH MALUSHTH C
MOCTOSIHHO BHCOKA aKTHBHOCT Ha 3a00JIIBAHETO BBHIIPEKH KOHBEHIIMOHATHUTE JICUCHUS.

11. Xupypru4Ho jedeHue

» Aptpomnactukata Ha TBC nma ce mma mpex Bun npu OonmHHTE ¢ pedpakTepHa OOJKA HITU
WHBAJTMIU3AIMS U PEHTTCHOJIOIMYHH JIOKA3aTENICTBA 332 CTPYKTYpHA YBpEIa, HE3aBHCHUMO OT
BB3paCTTa.

» Kopurupamara octeoToMusi Ha rpbOHaKa Ja ce MMa Ipej] BHJ IPH MalMeHTUTE C TEXKKa
MHBAJTUAN3UpAIIa 1e(hOpMaIiis.

» Ilpu nammenture ¢ AC u octpa BepreOpanHa ¢pakTypa na ce oOMHCIH TrphOHAYHA
XUPYPTHSL

12. IlpomeHu B X012 HA oJiecTTa

» AKO HaCTBIIM 3Ha4YMMa TPOMSHAa B XOAa Ha OolecTTa, Ja ce MMaT Npel BUA APYTH MPHYHUHH,

OCBCH BbB3HNAJICHUCTO, KaTo BepTeraJ'[Ha (bpaKTypa n aa c€ OCBbUHICCTBAT CBHOTBCTHUTC
n3CJIcaBaHus, BKIIFOUUTCITHO 06pa3HI/I.
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[TyOnukyBaHu ca 1 MeXIVHADOIHY Npenopkku 3a jedeHue ¢ TNF — Giokepu (Tabi. 5).

Tabmuua 5. Axryanusupanu npernopbku oT 2016 r. 3a NPUIOKEHUETO Ha OUOJIOTUYHA Tepamus C
akcuaineH CnA (BxmouutenHo AC).

Iloxbop Ha GotHUTE

Hunarnosa [Mammentn, wsnbaBanmm Moauduuupanute Hio Mopkcku kputTepuu 3a
nedunutuBeH AC nim kputepuute Ha ASAS 3a akcuaneH CnA

AKTHUBHO 3200is1BaHe | AKTUBHO 3a00JIsBaHe 3a > 4 ceaMULI
BASDAI > 4 (0-10) 1 mOom0OXHUTENHO €KCIIEPTHO MHCHUE

Heycnex oT e Bcuuku nanueHTu TpsOBa @ ca MMaJld aJJeKBaTHU OIKMTH 3a JICUCHHE

TCpanusTa nore ¢ ase HCIIBA. AnekBateH TepameBTHUYEH ONMT ce AepUHHpPA
karo more ase HCIIB o610 3a 4-ceqMuueH MepUOI B MAKCHMAITHO
npernopbyaHa WM TOJEpPHUpaHa NPOTHBOBB3MAIUTENHA J1033, OCBEH
aKo He ca MPOTHBONOKAa3aH!

e TlanueHTUTE C OPEIOMHHAHTHO AaKCHAJIHU TMPOSIBM He TpsiOBa Ja
npuemMar BMAPJI npenu 3amoyBaHETO Ha JICYCHHETO C OHOJIOTHYEH
JIEKapPCTBEH Mpernapar.

e TJlanmeHTHTe ChC CUMITOMATHYCH HepuepeH apTpUT TpsidBa Ja uUMar
HEJIOCTAThYECH OTrOBOP KbM IOHE el[Ha JIOKAlIHA KOPTUKOCTEPOHIHA
HHDKEKIUS, aK0 € MOJXOAAIa W Ja Ca MMalu ajeKBaTeH OMHUT 3a
neuenne ¢ BMAPJI, 3a npennmounrane sulfasalazine

e JlanueHTHTE CBHC CHMITOMATHYCH EHTE3UT TpsAOBa Ja ca HMaju
HeycIieX OT HOAXO/ISILO JIOKAJHO JIeUeHHe

Ouenka Ha | HaGopa ot cpenctBa Ha ASAS 3a exxenneBHarta npakTuka 1 BASDAI
3200/1BaHETO

OueHka Ha 0TroBOpa

Kputepun 3a | BASDAIL: 50% penaruBHa npoMsHa wid aOcoitoTHa npomsiHa oT 2 (Ha 0-10
OTrOBAPSALIHTE CKaJia) ¥ eKCIIEPTHO MHEHHUE B 110J132 Ha MPOIbKaBaHe

WNurepsan Ha ouenka | Cnen none 12 ceamunu

Hecmepouonu npomusogvznanumennu cpeocmea

HCIIBn ce cuutar 3a oTHOocuTenHO Oe3omacHu 3a Oomuute ¢ AC, BBIPEKH Y€ 10 HM3BECTHA
CTETeH pUCKAa OT KapAHOBACKYJIAPHH, TaCTPOMHTECTUHAIHU M OBOpEYHM yBpeIW € MOBHILICH B
Ta3H MOMyJIaLHs.

[Monyyenn ca pokasarenctBa, ye HCIIBn ca edukacHn 3a oOjekuaBaHe Ha Oojkara u
cKoBaHOCTTa mpu manueHTuTe ¢ AC, KakTo MpH KpaTKOTPaeH, Taka W MPH JBJITOTPAcH MEpUO]
Ha nedyenue. EpukacHOCTTa € 10 rojsiMa CTeleH YacTH4YHa, 7032 — 3aBHcuMa. [laHHUTE OT eqHO
MaJIKO M KpPaTKOTPalHO TPOYyYBaHE HE YCTAHOBSABAT €(EKT BBPXY TIPbOHAYHOTO Bh3MAJICHHE,
omeHeHo upe3 MPU, HO ce moka3Ba NpPEIMMCTBOTO Ha NPONBIDKHTEIHATA TEpanusi TpU
MPEBEHIIMATA HAa HOBOTO KOCTHO (opmupane. Kokcubure ca 0Oe3omacHM 3a KpaTKOTpalHO
nedenue nopu u npu manueHntu ¢ BU3. ASAS npenopbuBa cienBaiara CThIIKa B KIMHHUYHWTE
npoy4BaHusi a ObJie B Hacoka chOMpaHe Ha MH(pOpPMAIMsS 32 TOBA KAaKbB Ja ObJe pexuMa Ha

npuem Ha HCIIB:.
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bonecm-mooudpuyupawu anmupesmamuunu nexapcmea (bMAPJI)

Cnen mnocneanus o0630p Cochrane uma ome aBe HOBUM npoyuBaHusi 3a sulfasalazine, HO
eKCIepTUTE HE CMATAT, Y€ T€ IMPENOCTaBAT HOBa HMHGOpMamus, KOSATO Ja Jaje OCHOBAHUS 3a
npoMsiHa B CBhIIECTBYBAIIOTO CTaHOBHIIE. Pe3ynraTuTe OT OBPBOTO MPOYYBAaHE, KOETO €
MPOBEJICHO TJaBHO Tpu OomHU ¢ paHeH CHA ca MpOTHUBOMONOXHH, jJokaro B head-to-head
NpOYYBAaHETO Cpemry etanercept HsAMma ruianebo rpyma. Haif-o0mo ka3aHo, HE MOXe Ja ce
M3KIIIOYM YaCTUYEH MosiokutedeH edexT Ha sulfasalazine, koliTo € nmocta orpaHuyeH. 3aToBa HE
MoraT Jaa ObJaT JdaJeHd CTPOrH MPEenopbKH B MOAKPENa Ha HErOBOTO MPHIOKEHHE, HO
peBMAaTONIO3UTE MOTaT Ja HampaBsT onuT 3a jeueHne chec sulfasalazine 3a xpatsk mepuon,
oOnuaifHO He moBedye OT 4 Mecela, CieJ] KOHTO IMO-HAaTAaThIIEH YCIEeX € MajKO BEpOSTEH.
BonmuHCTBOTO OT mpoyuBaHMsTAa JIOKa3BaT H3BeCTHa edukacHocT Ha sulfasalazine mnpu
nepudepeH CHOHAMIOAPTPUT M MNPH NPOPHUIAKTHKATa HA MPEIHUS YBEHT. B akTHBHOTO
CPaBHUTEITHO MpOy4BaHE etanercept e mokazan mo-roiasiMa edukacHocT. JlumeBa napyra
MpUYMHA, OCBEH MKOHOMHYECKA, 3a IMpErnopbyBaHe Ha 3aJbJDKUTETHOTO U3IOJI3BaHEe Ha
konBeHmonaaHo BMAPJI npu AC npenu OnosiornyHa Tepanms.

Pesynrature otHocHO methotrexate ca Bce olie MHOTO OTpaHWYEHH M Bb3 OCHOBaTa Ha Oaszara
JTAaHHU HE MOorar Ja ObJaT JaJeHH MOJOKHUTETHHU npenopbku. Cien nocneanus 0630p Cochrane
“Ma €THO HOBO OTKPHUTO MPOYYBAHE C BHCOKa 032 methotrexate, MPUIIOKEH TOIKOKHO, KOETO
OTHOBO HE JeMOHCTpHpa eQdeKT Tph OOJHUTE ¢ aKCHajaHO 3a0oJisBaHE. bBOJMMHCTBOTO
peBMaToio3u mpuiiaraT methotrexate mpu ManuMeHTH ¢ MpeloMUHAHTHO nepudepern CnA, HO
JUrcBaT 0a3upaHM Ha JI0Ka3aTeJICTBa MPENOPBKHU B MOAKPEINa Ha TOBA.

Anmu-TNF mepanusn

Crnen mocneaHus cCUCTeMaTHYeH 0030p, MMa MHOTO HOBU MpOYYBaHHs OTHOCHO aHTU - TNF
tepanusara. Ocsen infliximab u etanercept, adalimumab, golimumab, u certolizumab pegol
CBIINO ca JoKa3zaiau cBos edekT. [lomydenu ca chlecTBEHH JaHHU 3a pe3yiTaTUTe, ChbOOLICHN OT
6onauTe. Te mokas3BaT, 4e OOTHHUTE C HANPEIHAJO 3a00JSBaHE CHINO CE MOBJIMABAT YCIIEIIHO, HO
TE3W C PaHHO W MHOTO paHHO 3a00JIIBaHE MMAT MHOTO MO-ToJIsiM e(pekT. JlepT Ha choOmaBaHaTa
pemucust e Hax 50% crmex 16 cemMuma mpu ManMEHTHTE C BB3MaIWTENHA OOJka B T'bpba c
JaBHOCT mox 3 roamHm (cpemHa 15 wecema) m cakpownuut Ha MPH, HO He u Ha
pentreHorpadus. TpsO6Ba na ce otOenexku, d4e OONIIUHCTBOTO OT MAIMEHTHTE B TE3HU
TIPOyYBaHHUS He M3MbIBAT Moxuduuupanute Hio Mopkckn kpurepun 3a AC.

Janaute oT OOIIMpEeH perucThp coyar, ye Opost Ha mauueHTure ¢ AC, KOUTO He cnHpaT anti -
TNF Ttepanuara mopaau HeeUKAaCHOCT WIM CTPAHUYHU €(PEKTH, a i MPOIBILKABAT IO-IBJITO
BpeMe € MOo-ToJisiM, B cpaBHeHHE ¢ OoiHuTe OT PA. MMma nokasarenctsa, ue epukacHOCTTa Ha anti

- TNF tepanmsTa ce 3ama3Ba 3a HIKOJIKO T'OJIWHU.

I'ppOHauHOTO BB3ManeHue, omeHeHo ¢ MPU ce momoOpsiBa 3HaumtenHno cinex anti - TNF
TepamuaTa. Pentrenorpadcekara nporpecus (TaBHO HOBOTO KOCTHO (popMHpaHe) HE Ce MOTHCKa,
HO CBIIIO HAMA JTOKA3aTeJICTBa, 4 (HOPMUPAHETO HA CHHACCMO(DUTHUTE C€ YCKOPSIBa.
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Hannyaure nexkapctBa OT Ta3u Tpyla MMAaT CXOAHA €(PUKACHOCT BBPXY MYCKYJIOCKEICTHHUTE
NpPOSIBH, HO pa3inyHa e(hUKACHOCT MPHU KIMHUYHO mposiseHo BU3 u yBeutr. MOHOKIIOHATHHUTE
antutena (Infliximab, Adalimumab, Certolisumab, Golimumab) ca edpukacHu npu jeueHue Ha
BUY3 u npu npenoTBpaTsABaHe Ha TIOBTOPHO BBH3HMKBAaHE Ha yBeWT (Hsama naHHH 3a Golimumab),

nokato Etanercept neMoHCTpupa NMPOTUBOPEYUBHU PE3YNITATH 32 YBEUT U HUKAKBa €()UKACHOCT 3a
BU31

IL-17 Ou TpsiOBanmo na ce u30sirBa mpu nanueHTH ¢ aktuBHO BY3, Thii kato Secukinumab B
cpaBHeHUe ¢ Tuianebo He € eukaceH mpu 6onectra Ha Kpon u Bogu 1o moseue HIIP1

B To3u cny4yail MOHOKJIOHATHUTE aHTUTENAa HMMaT MNPEAUMCTBO TMpeA Pa3TBOPUMUS NMPOTEUH
(infliximab n adalimumab ca onoOpenu kakto 3a Gonectra Ha Crohn, Taka u 3a yiIEpO3HUS
konuT, golimumab 3a ymneposen konut). Hsima goctarbyHO jJoKazaTeslcTBa 3a PA3IUKUTE TI0
OTHOLICHHWE Ha OCTpHsA MpeAeH yBeuT. Hammumero mnm numcara Ha rncopuasuc He oOyciaBst
Pa3IMKHU MO OTHOIIEHHE HAa €(UKACHOCTTA BbPXY MYCKYJIOCKEIETHUTE CUMIITOMH.

Nma nokaszarenctBa, 4e anti - TNF Ttepanusta momoOpsBa MpH3HAIMTE W CHMIITOMHUTE Ha
nepudepeH apTPUT U CHTE3UTA.

B npenopbkute Ha ASAS ot 2010r. 32 mbpBM OBT € 3acThlIEHA TeMarTa 3a MPEMHHABAHE KbM
antepHatuBeH TNF - mHXuOuTop mpm Heycnex OT MPEeAXOJeH, MOpagy MOJYyYSHUTE Pe3yiITaTH
OT HSIKOJKO NpPOYYBaHHUS, IOKa3Bamu e(pekT B 3HAUUTENHAa cTerneH. BbB  (eHomeHa
MpPEYCTaHOBSIBAHE HA TEPANEeBTUYHHUS OTTOBOpP (BTOPHMYHU HOH - PECHOHJEPH) YydacTBa
(opMHpaHETO Ha aHTUTENIA U Te3U MAllMeHTH UMAT IMO-TOJIIM MOTEHLHUAN 3a OTTOBOP KbM BTOpU
TNF - 6iokep, B cpaBHEHHE C TBPBUYHHUTE HOH - PECTIOHJIEPH.

/Jlpyeu 6uonozuunu mepanuu
IL-17A unxuoumopu

[Ipe3 mocneaHuTe rOAMHU ce HaTpynaxa JioKkazarencTsa, ue B ocHoBaTa Ha AC crou IL-17A mpo-
nHGIAMATOPHUAT BT U cnenuduuHoTo nHXMOMpaHe Ha IL-17A Boau 10 TUPEKTHO MPEKbCBaHE
Ha BB3najeHueTo. [locnenuuuTe OT Ta3u HUTOKMHOBA MHXMOHMIHMS ca HEBB3MOXKHOCT Ha IL-17A
Jla Ce CBBpPXKE C PELUENTOPUTE CH Ha IOBBPXHOCTTA HA PA3JIMYHU KIETKH, B TOBA YHUCIIO
XOHApOIUTH, (GuOpobIacTH, OCTEOOJACTH, OCTEOKJIACTH W Ja YOpaXXHU e(eKTUTe CcHU Ha
nposndeparusi, KOCTHO €po3HupaHe, XPYISUTHO YBPEXIaHe, Bh3aleHHe.

IL-17A ce mpomynupa ocHOBHO oT Thl7 mumdommrure. Ilatroremrnm Thl7 xnerkm ca
YCTAaHOBEHHM KaKTO B nepudepHaTa KpbB, Taka M 10 MOBBPXHOCTTA HA amopu3apHUTE CTaBU Ha
6omuute ¢ AC.

Pesynratutere oT TpW mpoy4yBaHUs JOKas3BaT, ye aHTH - IL-17A MOHOKIOHAJIHOTO aHTUTSIIO
(Secukinumab) mnoBnusiBa OnaronpusTHO OoOJecTHaTa aKTUBHOCT, yMopaTa, [0J00psiBa
MOJIBIKHOCTTAa Ha TpbhOHaKa, ¢puszndyeckaTa QPyHKIUS U Ka4e€CTBOTO Ha XMBOT Ha OoiHuTe ¢ AC.
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[Honob6penue, usmepeno ¢ ASAS20 ce nabmrogaBa ole Ha IbpBaTa CEIMHUIA, & OTTOBOP KbM
tepanusita ASAS40 HacThlBa Ha BTOpaTta ceamuia. J[aHHUTE codYaTr, 4e N0 J0 4YeTBbpTaTa
TOAMHA TOJIWHA OT JiedeHHueTo mnpu ~ 80% OT MaIMEeHTHTEe HE HACThIBA pEeHTreHorpadcka
CTpYKTypHa Tporpecusi Ha 3abossBanero. Upe3 cmemmduunara IL-17A OGrokama, kKakTo mpu
oomaute ¢ AC, kouto He ca mnpoBexkaanu aHTU-TNFo Tepamus, Taka W mpu Te3U C
HE3aJI0BOJIUTEIICH OTrOBOp KbM IpefmecTBama aHTu-TNF Tepamnus, ca MOCTHTHATH KIMHUYCH
OTroBOp ¥ eukacHOCT, 3ama3Baniy ce 10 ceamuia 52. Secukinumab e mokaszaH 3a yjeyeHne Ha
Ankunosupan crmoHAuIuT (AS, peHTreHorpad)CKu TOTBBPACH aKCHAJCH CIIOHIWIOAPTPHT).
[Ipenopbuntennara no3a € 150 mg, NpuIIoKEHH Ype3 MOAKOKHA HHKEKIIHS, KaTO MbPBOHAYAITHO
ce npwiara Ha ceamuna 0, 1, 2, 3 u 4, a BocneIcTBUE KaToO eXeMeceuHa Mo bpKania 103a. Bb3
OCHOBa Ha KJIMHMYHHUS OTTOBOP, J03aTa Moxke Aa ce moBuiu 10 300 mg. Beska noza ot 300 mg
ce Tpuyiara Karo JIBe MOAKOKHU MHkekmmu oT 150 mg. Secukinumab e mokasan 3a JiedeHHe Ha
HEpEeHTreHorpad)CcK  TMOTBBPACH  aKCHaJeH  chnoHAwiaoapTpur  (non-radiographic  axial
spondyloarthritis, nr-axSpA). IIpenoppunrennara mo3a ¢ 150 mg, MpUIOKEHN Ype3 IMOAKOKHA
HWHXKEKIIHs, KaTO MbpBOHAYaIHO ce mpuiara Ha cenqvuna 0, 1, 2, 3 u 4, a BnocneacTsue Kato
eXeMeceuHa MoIIbprKalia J103a.

Secukinumab ce mpuiara 3a jedeHwe Ha ciegHWTE nuarHosu: M45.0, M45.1, M45.2, M45.3,
M45.4, M45.5, M45.6, M45.7, M45.8

3a Ixekizumab, antu IL-17A aHTUTSIIO, pe3ynaTaTHTe OT KIMHWYHATA Tporpama ¢aza 3 mpu
aKcHaJeH CIOHAWIOAPTPUT ca cienHute: besomacHocTTa M eduxacHocTTa Ha Ixekizumab ca
omleHeHW Tmipu 00mo 960 BB3paCTHU TAIMEHTH C AaKCHAJICH CIOHAWIOAPTPUT B TPHU
paHJIOMHU3HpaHH, ITUTAle00-KOHTPOJIMPAHH TPOYYBaHUS (IBE Ha pEHTTeHOrpadCcKu aKchalieH
CHIOH/IMJIOAPTPHUT, €THO Ha HEPEHTTCHOTPA(CKH aKCHUAIICH CIIOHIUIIOAPTPHUT).

Pentrenorpadcku akcuaneH CioHIMIOAPTPUT (AHKUIIO3UPALL CTIOHIVIIN)

bezomacHoctTa M edukacHocTTa Ha Ixekizumab ca oneneHm mpm 00mO 657 TAIMEHTH B JBE
paHIOMU3UpPaHHU, ABOWHOCIENH, mianedo-kouTpoaupanu npoyuBanus (COAST-V u COAST-W)
Npy TAalWMEHTH Ha BbB3pacT >18 roAMHU ¢ akcuaneH CIOHIWIOApTpuT. VI B aBeTe MpOydBaHUS
nanuenTure, JekyBanu ¢ Taltz 80 mg Q2W mmm 80 mg Q4W, moka3Bar mo-roysiMo 1oo0peHne
Ha otroBopute ASAS40 u ASAS20 B cpaBHeHue ¢ rianedo Ha 16-ta cenmuua (tabmuua 11).
OTroBopuTe ca CXOJHH, HE3aBUCUMO OT chibrcTBamaTa tepamusi. B COAST-W otroBopure ca
YCTaHOBEHHW He3aBUCUMO OT Opost Ha mnpemumuuTe TNF maxubutopu. Ha 16 cemmuma Osxa
moToOpeHr OCHOBHHUTE KOMITOHEHTH Ha KpuTepuute 3a oTroBop ASAS40 (6onku B rppOHAUHUS
cTbn0, BASFI, rnobanna oreHka Ha MalMeHTa, CKOBAHOCT) M JIPYTM MEPKH 3a aKTHBHOCT Ha
3abomsBanero, BriarounTeTHo CRP. Cxomen otroBop mpum ASAS40 ce nHabGmromaBa mpu
MaIyeHT, He3aBucuMo oT u3xomaute HuBa Ha CRP, m3xomams ASDAS ckop m MRI Spine
SPARCC ckop. ASAS40 oTroBop € JeMOHCTpHpaH HE3aBHCHMO OT Bb3pacTTa, IoJa, pacara,
NPOIBIDKUTETHOCTTA Ha 3a00JIsIBAHETO, M3XOIHOTO TEJIECHO TETJI0, M3XO0HOTO HHUBO HAa BASDAI
¥ TIPEIUIITHO JIeUeHHE ¢ OMOJIOTUYHH JIEKAPCTBEHHU MPOIYKTH.
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B COAST-V u COAST-W edukacHocTTa ce nojabspxka A0 52-Ta ceIMULA, KAKTO € OLEHEHO MO
KpallHUTE TOYKHM, NpeAcTaBeHH B Tabmuma 11, BkmouutenHo uyectora Ha oTtroBop ASAS20,
ASAS40, ASDAS, BASDAI u ASAS HI

Hepentrenorpagcku akcuajieH COHIHIOAPTPHT

Secukinumab e nokazaH 3a JiedeHHE Ha aKTHMBEH HEPEHTIeHOrpa)CKU MOTBBPACH aKCUaJCH
CHOHIWJIOAPTPUT € OOEKTHBHM TNPU3HALIM Ha BB3MAJICHUE, KOUTO BKJIOYBAT moBumieH C-
peaktuBeH mnporenH (CRP) w/mnmm maHHM OT simpeHo-marHuTeH pe3oHanc (JAMP) npu
Bb3pAaCTHM, KOUTO Ca HMajd HENOCTaThYeH OTrOBOp KbM JICYEHHE C HECTePOHMIHU
npotuBoBb3nanuTennu cpeactsa (HCIIBC).

Secukinumab ce mpuiara 3a jedeHwe Ha cieaHWTe auarHosu: M45.0, M45.1, M45.2, M45.3,
M45.4, M45.5, M45.6, M45.7, M45.8

Edukacnoctra u GezonmacHocTTa Ha Ixekizumab ca olieHeHHM B paHIOMHU3UPAHO, ABOWHOCISAIO
npoyuyBane ¢ 52-cenmuueH ruiane0o-kontpoiupad nepuon (COAST-X) mpu 303 maunueHTH Ha
BB3pacT >18 roAMHM ¢ aKTHBEH aKCHAJIEH CHOHIWIOAPTPUT B MPOABIDKEHUE HA IIOHE 3 Mecela.
[Tatmenture e TpsiOBanmo Aa WMaT OOEKTUBHHM TNPHU3HAIM HA BB3MAICHHE, WHAWKUPAHH OT
nopumieH C-peaktuBeH mnporenH (CRP) w/unm cakpowauuT HAa MarHUTHO-PE30HAHCHO
nzoopaxkenne (SIMP), m 1a HAMaT OKOHYATEIHH PEHTIeHOTpadCKH JaHHU 3a CTPYKTYPHHU
YBpeXIaHUI HAa CaKpOWJIHauyHUTE cTaBU. [10-BHCOKMAT 151 manueHTH, JeKkyBaHu ¢ Ixekizumab
80 mg Q4W, mnocturar ASAS40 otroBop B cpaBHeHHEe ¢ Iulanebo Ha 16-Ta ceamuiia.
OTtroBopuTe ca CXOJHU HE3aBHCHMO OT ChIbTCTBalIuUTe Tepanuud. Ha 16 ceammuia ce oruurta
3HAYMMO KJIMHUYHO NOJOOpeHHEe Ha OCHOBHHTE KOMIIOHEHTH Ha KPHUTEPUUTE 3a OTTOBOP
ASAS40 (6onkm B TprOHauHms ¢TI0, BASFI, rinobanna omeHka Ha mMaiyeHTa, CKOBAaHOCT),
KaKTO M Ha JpyTUTe MoKa3aTelld 32 akTUBHOCT Ha OoJiecTTa.

Ixekizumab ce mpunara 3a nedenwe Ha ciegHUTe amarHosu: M45.0, M45.1, M45.2, M45.3,
M45.4, M45.5, M45.6, M45.7, M45.8

Bimekizumab e moka3aH 3a JiedeHHWE Ha BB3PACTHU C AKTHBEH HepaauorpadcKu akcualieH
CIIOHIWJIOAPTPHUT C OOCKTHBHH TMPH3HAIM HAa BBH3MaJICHUE, MOTBBPACHN ¢ ToBHIieH C-peakTHBEH
npotend (CRP) w/unu oOpa3Ho u3cienBaHe ¢ sIpeHo-marHuTeH pe3oHaHc (SIMP), xouto ca ¢
HeaJIeKBaTeH OTTOBOP WJIM C HEMOHOCHMMOCT KbM HECTEPOUWJIHHM MPOTHBOBB3MAIUTCIIHA CPEACTBA
(HCIIBC).

O6mo 5 862 manmeHnTH ca JiekyBaHu ¢ Bimekizumab B 3acienieHM ¥ OTBOpEHW KIWHUYHU
NpOoy4YBaHUs TIpH TUIakateH mncopuasuc (plaque psoriasis, PSO), ncopuatnden aptpur (psoriatic
arthritis, PsA), akcuanen cnonaumnoaptput (nr-axSpA u AS) U CymnypaTUBEH XHJPaJCHUT
(hidradenitis suppurativa, HS), koeto npeacrasnsBa ekcriosuius ot 11 468,6 marmenroroguan. Ot
X Hax 4 660 mamueHTH ca ¢ excrmos3unua Ha Bimekizumab momne 3a enna roauna. Kato 1o
npo¢urbT Ha Oe3onacHocT Ha Bimekizumab octaBa HempoMeHeH MpU BCUUKH MTOKa3aHUS.
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Bimekizumab: M45.0, M45.1, M45.2, M45.3, M45.4, M45.5, M45.6, M45.7, M45.8

TNF — oaoxkupauiu nexkapcmea, pezucmpupanu 3a neuenue na AC ¢ P bvazapus

3a jeyeHWe Ha BB3PACTHH C TEXKa aKTHBHA (GOpMa Ha AHKWIO3WpAIl CHOHAMIUT, KOTaTo
OTTOBOPBT KbM CTAaHJApTHATa Tepamus € HeJAocTaTbueH ca noka3zaHu adalimumab, etanercept,

golimumab, certolizumab pegol u infliximab.
[TpenopbunTenHAUTE 103U Ca 3a MAUEHTH C AHKUIIO3UPAII] CTIOHAMIINT:

Adalimumab - 40 mg amanumyma0, mpuiaraHa npe3 CeAMHIIA KaTo €IHOKpaTHa 703a 4pe3
MOJIKOXKHO MHXeKkTupane. Adalimumab e mokaszan 3a yjiedyeHHe Ha BB3PACTHU C TEXKBK aKCHAJICH
CoHWIoapTpuT, O0e3 peHTreHorpadckun nmanau 3a AC, HO ¢ OOCKTMBHM TpH3HAIM Ha
Bb3naneHue ot nosumieH CRP u / win SAMP, xouto ca umanu HeaJeKBaTHO MOBIUSBAHE WU
HEMOHOCUMOCT KbM HecTepouaHH MpoTuBoBb3nanureanu cpeactsa (HCIIBC).

Anamumymalb TpsOBa 5@ ce W3MON3Ba 10 BpeME Ha OpPEMEHHOCT, CaMO aKo € H3PHUYHO
HeoOxomumo. He ce odakBaT edekTd BBPXY KbPMEHHTE HOBOPOJEHHW / KbpMadeTa.
CrnenoBatenno Adalimumab moske i1a ce U3MoJ3Ba 1o BpeMe Ha KbpMEHe.

Adalimumab ce mpwrara 3a jedeHwe Ha ciemHUTe AuarHo3w: M45.0, M45.1, M45.2, M45.3,
M45.4, M45.5, M45.6, M45.7, M45.8.

Etanercept - 25 mg, nmpunaranu aBa MbTH ceAMHYHO, uiau S50 mg, TpWIaraHd €AWH IbT
CeJMMYHO 4pe3 MOJKOKHO MHKeKTupaHe. Etanercept e mokasaH 3a jiedeHHEe Ha TEKBK aKCHUAJICH
CHOHAWIOAPTPUT Oe3 peHTreHorpad)CKu MPOMEHH NPH BB3PACTHH, ¢ OOCKTUBHU MpPU3HAIM Ha
BB3MAJICHUE, JeMOHCTpupaHu upe3 mosumieH C-peaktuBeH mnpotewH (CRP) w/mnm pganam ot
AIpeHo-MarHuTeH pe3oHanc (SIMP), kouto ca mokazanu HEAOCTaThYEH OTTOBOP KbM
HECTepOouIHU poTHBOBB3manuTenHu cpeacrsa (HCIIBC).

Etanercept ce mpwmara 3a jeueHue Ha ciaeaHuTe auarHosu: M45.0, M45.1, M45.2, M45.3,
M45.4, M45.5, M45.6, M45.7, M45.8

Golimumab (Simponi) 50 mg mnpuioXXeH BEIHBXK MECEYHO, Ha €IHAa M Chlla Jara 4pe3
MOJIKOXKHO MHKekTupaHe. [lammentu ¢ TemecHo Terio Han 100 kg. npu xourto ciex 3 1o 4 mo3m
HE Ce MOCTHUTHE 3aJI0BOJIUTENICH KIMHUYEH OTTOBOP,MOXKE Jla ce 0O0CHAM MOBUIIABAHE HA /103aTa
Ha ronmumymald 10 100 mg BeaHBK MECeuHO, KaTo c€ B3eMe MPEABH] MOBULICHHUST PHUCK OT
OTIpE/ICNICHN CEPUO3HU HEXEeJlaHU JIeKapCTBEHU peakiuu npu no3ata or 100 mg B cpaBHEHHUE C
no3ata ot 50 mg. [Ipn manmenTn 6e3 MaHHU 3a TepaneBTHYeH eeKT cien 3 10 4 NOMbIHUTEITHH
no3u ot 100 mg npoabkaBaHETO Ha JICUSHUETO TPSOBA J1a Ce TIPEOIICHH.

Golimumab ce mpwiara 3a JedeHWe Ha clieqHuTe auarHosw: M45.0, M45.1, M45.2, M45.3,
M45.4, M45.5, M45.6, M45.7, M45.8

Certolizumab pegol - HatoBapBamia 1o03a: npenopbyBaHaTa HayallHa /032 NpPU BB3PACTHU
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nanenTy ¢ 400 mg (mpuiaraHa Karo 2 MOAKOXXHU WHKEKIH 1o 200 mg THEBHO) Ha ceaMuIla
0, 2 u 4. llogabpxaria A03a: ciea HadagHATa 7033, IPETNopbUNTETHATA MOAIBPKAIIA /1033 MPU
BBH3PACTHH MAIMEHTH C aKCHAJICH CIIOHIMJIOAPTPHUT, BKJI. aHKMWiIo3upaml cnouaniant € 200 mg Ha
Bcekn 2 cenvuim wim 400 mg Ha Bceku 4 ceamumm. [lomactosmem Certolizumab pegol e
ObPBOTO M €AMHCTBEHO o0100peHo ot FDA OuonornyHo JiekapcTBO 3a JieUeHHE Ha
HepeHTreHorpagcku axSpA Ha 6azata Ha 52 ceamuyHo npoyuBaHe C-AxSpAnd. (Secukinumab
chio monydn omodpenue ot FDA 3a medenne Ha HepeHTreHorpadcku axSpA) IlepcrekTuBHO
crOupanure ganau ot Hag S00 OpemenHocTH, ¢ ekcrio3uius Ha Certolizumab pegol, ¢ u3BecTeH
u3XoJ Ha OpeMeHHOCTTa, BKItouBamM Haj 400 OpeMeHHOCTH, C EKCHO3MLHUS Mpe3 IIbpBUs
TpUMeCThp, He Toka3BaT MandopmatuBeH edekt Ha Certolizumab pegol. Bwnpekm ToBa,
HAJIMYHUAT KIMHUYEH ONUT € MPEKaJeHO OTpaHhueH, 3a Ja Ce 3aKJI0YH, C pasyMHa CHTYPHOCT,
ye HsAMa YBEJNMYEH pHUCK, CBbp3aH ¢ npuiaraHeto Ha Certolizumab pegol mo Bpeme Ha
opemennoct. Certolizumab pegol Tps6Ba ga ce w3moi3Ba Mo BpeMe Ha OPEMEHHOCT camo IpHU
kimmHuYHa ~ HeoOxommmoct. CRIB  mpoyuBane —  TPOCTEKTHBHO, ITOCTMAapKETHHTOBO,
(hapMaKOKMHETHYHO MPOYYBAHE C JHM3aifH 3a TOYHA OLIEHKAa HAa HHWBOTO HA IUIAIIEHTEH TpaHdep
Ha CZP ot maiikute kbM Jenara. CZP e mokasa nurmcsani 10 MUHUMAaJICH IianeHTapeH Tpancdep
(<0.1%). Cimzia moxe fga ce mpwiara Ipu KbpMEHe, a M0 BpeMe Ha OpeMeHHOCT caMoO MIpu
kmuHIYHA HeoOxoamMocT. Certolizumab pegol ce mpuiara 3a yiedeHne Ha CJICIHUTE TUATHO3M:
M45.0, M45.1, M45.2, M45.3, M45.4, M45.5, M45.6, M45.7, M45.8.

Infliximab — 5mg/kg non ¢dopmara Ha WHTpaBeHO3HA MH(Y3US B MPOIBJDKEHHE Ha 2 dYaca,
mocJieZiBaHa OT JOMBIHUTETHH WHPY3un oT Smg/kg Ha 2 m 6 cenMuna cien mbpBaTa HHPY3HS,
clell KoeTo Ha Bcsika 6 wim 8 ceamuiia. AKO MallMeHTa HE MOKa)Xe KIMHUYEH OTroBop A0 6
ceamuna (T. e. cien 2 uHdy3un), He TpPsIOBa a ce mpuiara noeye JedeHue ¢ infliximab.

Infliximab ce mpuiara 3a jedeHWe Ha ciemaHuTe awarHosu: M45.0, M45.1, M45.2, M45.3,
M45.4, M45.5, M45.6, M45.7, M45 8.

Adalimumab, certolizumab pegol, Etanercept, ixekizumab u secukinumab umar odunmanzo
onoOpeHa MHAMKAIMS 3a JieueHue Ha akcuaneH CnA 6e3 penrreHorpadcku uzasu Ha AC (He-
pentrenorpadcku CnA).
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IL-17A — 6nokepu

Secukinumab, xoiito e dwoBemko aHTH — IL-17A MOHOKJIOHAJHO aHTHUTSIIO, € OJOOpEeH 3a
JedeHUe Ha aHKwio3upan crnoHgmwuT (AS, peHTreHorpadcku  MOTBBPACH aKCHAJEH
CIIOHIWJIOAPTPUT) TIPH BH3PACTHH, KOUTO HE Ca CE MOBIHSIIN JOCTATHYHO OT KOHBEHI[MOHATHATA
tepanus. [Ipenopbuutennara go3a € 150 mg, NMpuUIOXKEeHH 4Ype3 TOJKOKHA HMHXKEKIUS, KaTo
IbPBOHAUANHO ce mpuiara Ha ceamuna 0, 1, 2, 3 u 4, a BOOCHENCTBUE KaTO €XKeMecedHa
MoJIbpoKalna 103a. Bb3 ocHOBa Ha KIMHUYHHSI OTTOBOD, J03aTa MOXe Aa ce nmopuiir 10 300 mg.
Besika no3a ot 300 mg ce mpuiiara KaTo JIBe MOAKOKHU WHXeKIuu oT 150 mg. Secukinumab e
MOKa3aH 3a JICUCHWE Ha aKTUBEH HEPEHTIeHOTpaCKU MOTBBPJACH aKCHAJICH CIOHAMIOAPTPHUT C
O0OCKTHUBHU TpU3HAIM HA BH3MAJCHUE, KOUTO BKIOUBAT moBuieH C-peaktuBeH nporenH (CRP)
W/WIM JaHHH OT SAPEHO-MarHuTeH pe3oHanc (SIMP) mpu BB3pacTHH, KOWTO ca WMAaJH
HEJIOCTaThU€H OTrOBOP KbM JIEUEHHWE C HECTEPOUJIHM MPOTHBOBB3MAIUTEIIHH CpEACTBA
(HCITIBC). Ilpenoppuntennata go3a € 150 mg, mpuiokeHW 4pe3 MOAKOXKHA WHKEKIUS, KaTo
nbpBOHAUanHO ce mpwiara Ha ceamuna 0, 1, 2, 3 u 4, a BHOOCHEACTBHE KAaTO €KEMeceyHa
MoAAbpKAaIia 103a.

Ixekizumab, [gG4 MOHOKJIOHAJTHO aHTHUTSIO, KOETO c€ CBHp3Ba ¢ BHCOK aduuUTET (< 3 pM) 1
cneruduaHOCT KbM MHTEepieBKUH 17A (kakto IL-17A, taka u IL-17A/F), e moka3aH 3a JiedcHHe
HAa aHKWIO3WMpAIl CHOHAWINT (PEHTreHOrpa)CKU aKCHAleH CIIOHIWIOAPTPUT) MPHU BB3PACTHU
NallMeHTH C AaKTHBEH AHKWIO3UpAIl CIOHIWINT, KOWTO HE ca Ce€ TOBIMAIN OT
KOHBEHITMOHamHaTa Tepanus. Ixekizumab e mokasan 3a JjiedeHWe Ha HepeHTreHorpadcKu
aKCHaJIeH CTIOHJWIOAPTPUT NPU BB3PACTHU MAIMEHTH C aKTHBEH HEPEHTICHOrpa)CKU aKCUaJIeH
CHOHJWJIOAPTPUT C OOCKTHBHU MPU3HAIIM HAa BBH3IMAJICHUE, KOUTO Ce M3pazaBaT B moBuiieH C-
peaktuBeH npotenH (CRP) w/munm maraHuTHO-pe3oHaHcHO n3oOpaxkenue (IMP), xouto ca mmanu
HEJIOCTaThU€H OTrOBOP KBbM JICUCHHE C HECTEPOMJHHM TPOTHUBOBB3MAIUTEIHU CpPEICTBA
(HCIIBC). IIpenopbuntenHaTa [03a NpU aKCHUAJIEH CHOHIWIOAPTPUT (peHTreHorpadcku u
HepeHTreHorpadckn) € 160 mg karo TMOAKOKHA WHXKEKIHs (1Be WHkekmmu mo 80 mg ) Ha
ceqmuna 0, mocienBana ot 80 mg Ha BCEKH 4 CEMUITH.

Tapret cunretuunn BMAPII:

Upadacitinib e moka3aH 3a JieYeHWE Ha aKTHBEH aHKWIO3UPAI] CIOHIWIUT NPU BB3PACTHU
MAIMEeHTH ¢ HeIOCTaThYeH OTTOBOP KbM KOHBEHIIMOHATHATA TEPAITHSI.

[IpenoppuntennaTa 103a ynagauuTuauo € 15 mg BeHDBK JHEBHO.

EdukacHoctra M 0Oe30macHOCTTa Ha YHAJAanmuTAHUO 15 mg BeAHBXK [THEBHO ca OIICHEHU B
PaHIIOMHU3HUPAHO, JIBOWHOCIANO, MHOTOLIEHTPOBO, IUIAe00-KOHTPOIMPAHO MPOYYBAHE IIPH
MAIMeHTH Ha BB3PAcT 18 ToAMHU WM MOBeYe C aKTHUBEH aHKHWJIO3MpAI CHOHAMINT Bb3 OCHOBA
Ha MHpaekca 3a akTUBHOCT Ha 3a00JIiBaHETO aHKWiIo3upan] ciouauauT no bat (Bath Ankylosing
Spondylitis Disease Activity Index, BASDAI) > 4 u pesynrara 3a OneHka Ha HalMEHTa Ha
obmrara 6onka B repba (Patient’s Assessment of Total Back Pain) > 4. IIpoyuBanero BkItOuBa
IBITOCPOYHO MPOIBIKEHUE 10 2 TOAMHHU.

JledenueTo ¢ ymaganmutuHUO 15 mg Boau 10 momoOpenus Ha oTaenHuTe ASAS KOMIIOHEHTH
(rmobasiHa OIleHKa Ha MalMeHTa Ha aKTUBHOCTTA Ha 3a00JsBaHETO, OIIEHKa Ha olmiara Ooyka B
rppOa, Bb3MAJEHWE W (PYHKUMS) W JPYrH U3MEPUTENM Ha AaKTHBHOCTTa Ha 3a00JIIBaHETO,
BkirounTesiHO hsCRP, Ha cenqmuna 14 B cpaBHeHwue ¢ miane6o. EdukacHocTTa Ha ynaganuTHHUO
15 mg e gokazaHa HE3aBUCUMO OT OIICHEHWTE MOATPYIMH, BKIIOUHTEIHO MOJ, u3xojeH BMI,
MPOJIBIDKATEITHOCT Ha cuMmnToMuTe Ha AS 1 uzxonen hsCRP.

Upadacitinib ce npunara 3a jiedeHue Ha clieHUTE aAuardo3n: M45.0, M45.1, M45.2, M45.3, M45 .4,



M45.5, M45.6, M45.7, M45.8.

Tofacitinib e moka3an 3a jedyeHrne Ha BH3PACTHH MAIMCHTH C aKTUBEH aHKwiIo3upar crmoHmmnT (AC) ¢
HEeIOCTaThYeH OTrOBOP KbM KOHBEHUIMOHANHaTa Tepanusa. Jleuenuero ¢ Tofacitinib 5 mg dunmupanu
TaOJeTKU Ba MHTH MHEBHO M Tofacitinib 11 mg TabmeTka ¢ yaIpDKEHO OCBOOOKTaBAaHE BEAHBXK JTHEBHO
MOJKE Ja CTaBa C IpEMHHABaHEe OT e[HaTa KbM Jpyrara ¢opMa B JACHS Cjel IOocjeaHaTa 103a OT
CBbOTBCTHUA BUJ Ta0JIeTKA. HpenopbanenHaTa J03a € €1Ha TabJeTKA C YABIDKCHO OCBO60)KI[aBaHe or 11
mg, IpuIaraia BeIHBX JHEBHO, KOSITO HE TPsIOBA Ja ce mpeBuiaBa. He ce m3nuckBa KOPEKIUs Ha 03aTa,
Korato ce m3nonsBa B kombunHamms ¢ MTX. HaGmomaBanust mpodun Ha 0O€30macCHOCT MpH
narueHTuTe ¢ aktuBeH AC, nekyBaHm ¢ tofacitinib, e cxomeH ¢ mpoduna Ha 6e30MacHOCT,
HaOmronaBaH npu nanuentute ¢ PA, nekyBanu c tofacitinib. EextuBHoctTa Ha tofacitinib mpu
AC e orieHeHa B paHJJOMH3UPAHO, IBOMHOCISATIO, MI1Ale00-KOHTPOIUPAHO KIMHHYHO MPOYYBaHE,
AS-I, ¢ 48-cenMnuHO jeueHue Ha 269 BB3pACTHH NALMEHTH C HEAOCTAThYEH OTIOBOpP WM
HermoHocumocT KbM Hail-manko 2 HCIIBC. [Tanuentute, nekyBanu ¢ Tofacitinib 5 mg nBa mbtu
JTHEBHO, MOCTUTAT No-royisiMo nogoopenue npu ASAS20, u ASAS40 otroBopuTe B CpaBHEHHUE C
mianebo Ha ceamwuia 16. OtroBopute ce 3ama3Bar OT cenMuia 16 mo cenmuma 48 mnpu
nanueHTuTe, moryvasamiy Tofacitinib 5 mg nBa mbTH THEBHO.

Tofacitinib ce mpuara nepopaiHo c¢bc wim 0e3 xpana. [Ipu manmeHTHTE ChC 3aTPYAHEHO NpEriblIaHe,
tabnetkute Tofacitinib 5 mg morar ma ObaaT pa3TpPOLIEHH M MPHETH C BoAa. TaOleTKUTE ¢ yIBIDKEHO
0CBOOOXK TaBaHE Tofacitinib 11 mg TpsiOBa na ce npueMar TIEJTH.
Tofacitinib ce nmpunara 3a nedenue Ha ciequaute quarsosn: M45.0, M45.1, M45.2, M45.3, M45.4, M45.5,
M45.6, M45.7, M45.8.

OBenunen nanonatuuen aptput (FOUA)

Apmpum, cevpszan ¢ enmeszum (enthesitis-related arthritis, ERA)

Secukinumab, camocTosTenHo win B komOuHaus ¢ metorpekcat (MTX), e mokasaH 3a jieueHue
Ha aKTUBEH apTPUT, CBbP3aH C €HTE3UT, NPH MaLMEHTH Ha Bb3pacT Ha U Haj 6 rOJMHU, IPU KOUTO
3200JIsIBAHETO MMa HEJOCTATHUHO IOBIIMSBAHE, WM MMAT HETIOHOCUMOCT, KbM KOHBEHIIMOHAJIHA
Tepanus.

INCOPUATHUYEH APTPUT (mo MKB kox M07)

L. lepunnums

[lcopuatnunusat aprput/aptponatus (IIcA) e XxpoHMyHO mMpoTHYalo 3a00JiIBaHE HA OIMOPHO-
neurarenaus anapat (OJlA), xapakTepus3mpamio ce ¢ apTpuT W/WIH apTpOIaTHs Ha mepudepHH
CTaBH W/WIM CIOHAWINT NPH NAIMEHTH C W/WIN CTIOHIWINT, IPU MAIHEHTH C KOXKEH MCOPHA3HC
(ITc), npu oOuyaitHo HeraTuBeH peBMarouyeH ¢akrop (PD) u nurca Ha peBMAaTOUIHU BB3JH.
Bonnure ¢ TIcA pa3BuBar pasnuynu u3BbHCTaBHU nposiBu. OT 5% n0 50% ot nmanuenture c Ilc
pazsuBar IIcA. IIcA npuHamnexu KbM rpynata Ha CEpOHETaTUBHHUTE CIOHIWIOAPTPOINATHH
(CCAII): rppOHaunus cTei6 € anraxkupad npu 50% oT OOJHUTE, YECTO CE J0Ka3Ba HOCHTEICTBO
Ha HLA-B27 rem.

II. IlcopuaTu4eH apTPUT — KIMHUYHA KAPTUHA

[IcA moxe na BB3HUKHE BBbB BCAKa Bb3pacToBa Ipyla, HO Hail-BUCOKa € 3a00jeBaeMOCTTa
mexay 30 u 50 rogunu. Hauano Ha OosiectTa € oOMYailHO MOAOCTPOTO (IIPHU MOBEYETO) WIH
octpoto (mpu 1/3 ot Bcuukm Gomuu c¢ IIcA). B 3aBucumocT OT mosBaTa Ha JBaTa OCHOBHHU
KJIIMHUYHU CUMIITOMA — KO>KEH [ICOPUA3NUC U APTPUT, Ca Bb3MOXKHHU CJIETHUTE TPU BapUaHTa:



npu 60-80% oT OOMHHWTE KOXKHM JIE3HMH CE MOSABABAT ITBPBH, C PA3IMYHO JHIBT
npeaxoxmaant nepuos — 10 20 roauHu U mosede (oougaitao 10 rox.)

npu 15% apTpura ce nosiBsiBa Npeau KOKHUTE IPOMEHH;

Ha-psIIKO ce HaOJIto1aBa €IHOBPEMEHHATA UM TIOSIBA.

Amnraxupanero Ha OJ[A e MHOrooOpa3HO ¥ ¢ pa3ndyHa HHTEH3UBHOCT Ha KIMHUYHUTE MPOSIBH —

OT MUHHUMAaJIHU CUMIITOMH (CKOBaHOCT, 6OJ'IK3.), J0 BHUCOKa 0oJIeCTHA aKTUBHOCT.

ApTpuT/apTponaTusl/CHOHIMIUT - KIUHUYHA (POPMHU:

1. Aprput/apTponarus Ha JUCTAIHU HHTEp(daTaHreaTHd CTaBU (Hau-4eCTO MaJKU CTaBU Ha
IIPBCTU HA PBIIE U CTHIIANA, TAIIMYHO acuMeTpuueH) - 55-70%

2. AcuMmeTpHYeH OJIMroapTpHUT (3acsArar ce CTaBU Ha BCUUKH KpaitHuum) — 30-50%

3. CumeTtpuueH nonmuapTput (KIMHUYHO ono0eH Ha PA) — 15-70%

4. Ciongunut (¢/0e3 CakpoWSTUUT U ¢/0e3 mopakenre Ha nepudepante crasm) - 5-33%

5. MuBanuausupani (MyTuiaupai) aptput — 3-5%.

I[pym nposisu ot OJIA:
€HTE30MaTHs/€HTE3HT - - Bb3MAJICHNE Ha MHCEPIUATA KbM KOCTTA HA CYyXOXKUJINE /ITUTaMEHT

(AXuIIECOBOTO CYyXOXKHIINE, INTaHTapHaTa (Gacius)

- TEHOCHMHOBHT (JIeK/yMEpEeH TEHOCUHOBUT Ha (PJIEKCOPHU CYXOXKUITHS)

- maktuuT (10 35% ot OonHUTE)

- MHUOIIaTHA.

KJIuMHUYHU CHMIITOMH OT KOXKA U HOKTH
Koken ncopuasuc - ¢popmu:

IUIaKaTa — epUTEMATO3HU TICOPUATHYHH TUIAKH C, 00NYaitHO, (PMHO 3aII0IIBAHE,
nmpuaBanio cepedeH UBAT Ha IIaKaTa

ryraTta — ryTaTeH IcopHa3mc

MyCTyJI03a — IJIaKW C HarHOSIBaHE

eputpoaepMusi (0OM4aiftHO HE ce KOMOUHUPA C apTPUT).

Ic Moxe na ce JoKanu3mupa 1Mo Kokara Ha Isu1oTo Tsy10. OTJIeKIaT ce U OKOCMEHATa 4acT Ha
rinaBata ([Ic yecTo ¢ morpenHo € CMsITaH 3a MbPXYT), MEePUHEYMa, HHTEePIIIyTeaHaTa [erKa,
00J1acTTa Ha IbBIIA.

HoxbTHU npoMeHu (MOHSAKOra eJUHCTBeHA nposiBa Ha [lc):

nvHUY Ha Beau

JICBKOHUXHS

OHHXOJIN32

JKBITCHUKABO-PO30BOTO MIETHUCTO 00E3IBETABAHE (,,01l-drop* sign)
MOJTHOKBTHA XHUIIEPKEePaTo3a

CIUTMHTEP XEMOParku

METHUCTA JyHYJIa

HampeyHa HaOpasasBaHe

OTCJIOSIBAHE HA HOKbTHATA IUI0YKa (0OMUYaifHO B CBOOOIHHUS i Kpaif)
Y TOYKOBUIHH JICTIPECHH (CPaBHUTEITHO Hail-creruduyHn).

HOZ[KO)KHI/I BB3JIM - HC pCBMAaTOUIHU BB3JIU, PCAKHU.



N3BBHCTABHU NPOSIBH - CHMITOMH OT IPYTH OPraHU H CHCTEMH
[Tpu IIcA morar na ce HaOMIOAAaBAT CIEAHUTE U3BBHCTABHU MPOSIBU:
e 0uHO 3acsAraHe ce Habmoaasa mpu 30% OT mauueHTuTe:
e KOHIOHKTHUBHT (B 20%),
e OCTBbp npefieH yBeur (mpu 7%) — a 43% oT TAX UMAT CAKPOMJIMUT.
e 3acsraHe Ha ChPIETO
e OBOpeyHO yBpexKIaHe
® BB3MAINTEIIHO YPEBHO 3a00JIIBaHE
e JmM(enemM Ha TOPHU U JOJTHHU KpalHHULIN
® [pUNOKpHUBalIo 3aboisBaHe € cuHApoMbT Ha SAPHO

II1. IlcopuaTu4yeH apTpPUT — AMATHO3A
CKpUHMHI-BbIPOCHULH
KoxHuTe ¥ HOKBTHHTE MOpa)KEHUS OOMYAWHO MNpEeaX0okKIaT KJIMHUYHATAa M35Ba Ha apTpUTa,

Nopajgy KOETO B CBETOBEH Mamad AepMaTosio3uTe ca Ha IMPETHHUTE JIMHUM 33 CKpUHUHT Ha TICA.
3aroBa rojsiM MPOLEHT OT BHIIPOCHUIIUTE 32 CKpUHHHT Ha [ICA ca pa3paboTeHH U BaMAMPaHU 32
NOJI3BaHE OT KOHTHI'CHTA MAIEHTH HACOYBAHU 32 KOHCYJTALUS KbM TAX - TOPOHTO CKPUHMHTOB
BeIpocHUK 3a [IcA (ToPAS, Toronto Psoriatic Arthritis Screen), enmuaeMuoIOTHYeH TTOCPHA3HUC-
ckpunuaroB BwipocHuk (PEST, Psoriasis Epidemiology Screening Tool), BbmpocHuk 3a
ckpunupane u ouenka Ha IIcA (PASE, Psoriatic Arthritis Screening and Evaluation), PASQ,/
Patient safety and quality of care/ kakTO W BBIPOCHUK 3a CKPHHUHT 3a paHEH apTPHUT IPH
marueHTn ¢ Ilc  (EARP, Early ARthritis for Psoriatic patients). BsnpocaunmTe
omougepenyupam ¢ OTHOCUTETHO J00pa UyBCTBUTEITHOCT U crieluPUIHOCT Honnume ¢ IlcA B
rojsiMata rpyra Ha nanuenture c [lc.

[pubmuzurentno 70% ot 6omaute ¢ [Ic 6Mxa OIEHWIN 3IPaBETO CH C TIOMOIITA HAa BBIIPOCHHUK, a
HOJIOBHHATA OT TAX OMxa ce JOBCPHUJIM HA OLICHKATa U ouxa ce KOHCYJITHpPAJIX C PpEBMATOJIOT IIPpHU
MIOJIOXKHUTEJICH pe3yaTar. [IpolleHThT Ha HOBOJUArHOCTHIIMPAHUTE Bh3 OCHOBA HA Ta3M CTpATEPHS
HapacTBa MPONOPIHMOHATHO Ha OpOs BHIPOCHUIM C TOJIOXKUTENICH pe3yiTat: npu eaud - 19.1%,
nBa - 34.0%, u Tpu BeIpocHUKA - 46.8%. BenpocHuuTe 32 CaMOOLEHKA Ca JIECHOM3IBIHUM U
JIOCTBIICH 32 PYTHHHATA MMPAKTHKA TECT.

CASPAR-kpurepun
Kpurepunre CASPAR (Classification for Psoriatic ARthritis, knmacudpukamus Ha [IcA) mensar na

nocouat 6osHuTE ¢ TICA cpes manueHTuTe ¢ Bh3NaIUTEIHA cTaBHU 3abonsBanus (BC3) Broodie.
3a na ca npuwioxkumu CASPAR-kpurepunte, mauueHTbT TpsaOBa Aa uma BC3-Bb3nmanmutenHo
cTaBHO 3a0oyisBaHe, AepUHUpPAHO KaTo HaaMuWe Ha OOJIC3HEHHM W OTOYHH CTaBU W/WIN
CHOH/JWINT W/WINA €HTE3UT, U TMPOIBIDKUTENHA CYTPEUIHA W/WIHM CIIe MPOIBIDKUTEHA TOYUBKA
CKOBAHOCT.

CASPAR-kpurtepumn:
[copuazuc - 2 Touku:
a. Hammuen mcopmasuc — HamMYHU B MOMEHTa Ha Tperjiefia IMCOPUATUYHM KOXKHH JIE3UU T10

TAJIOTO WJIU CKaJINa OLIEHEHU OT PEBMATOJIOT WM JE€PMATOJIOT.

0. AHaMHe3a 3a MCOpUA3UC — AHAMHECTHMYHHU JaHHU 3a Haiuuue Ha [lc (M3ToyHMK - camus
NaIMeHT, CeMEeHUA JeKap, AepMaToJIor, pEBMAaTOJIOT).

B. GamMunHa aHaMHe3a — aHAMHUCTHYHM JaHHU 3a IIc mpwm OnM3KM pOJCTBEHMIM (ITbpBA WU
BTOpA CTENEH POJHUHM), TOKJIAJABAHN OT MALUEHTA.

Ilcopuaszuc na nokmume -1 ToUKa: HAIMYME B MOMEHTA Ha NICOPHATHYHA HOKBTHA TUCTpodus,
BKJIFOUUTEIIHO OHUXO0JIN3a, TOUKOBUIHU JCTIPECUU U XUIIepKepaTo3a.



Ompuyamenen peemamouden gaxmop (P@) — 1 touka: upe3 BCEKH METOJ, C U3KITIOYCHUE HA
JaTeKc aridyTHHAIus (3a NpeAloYnTaHe 4pe3 eH3MMHO-CBBP3aH HUMYHOCOPOEHTEH METOH WIH
HederoMeTpus).

JMakmunum - 1 Touka:

a. Hanmume Ha mojyBaHe Ha €H ISUT IPBCT KbM MOMEHTA Ha Iperiiesa.

0. AHAMHECTHYHU JIaHHU 32 JAKTWIUT (JOKYMEHTHpPAH OT PEeBMATOJIOT).

Penmezenozpagpcku ookazamencmea - 1 touka: oOpasyBaHe Ha HOBa KOCT MaprHHAIHO Ha
cTaBUTE (C M3KIIIOUYEHWE Ha OOpa3yBaHE Ha OCTEO(PHUTH) BBPXY pEHTTeHOrpadusi Ha pPbhIEC HIU
CThIIaJIA.

CASPAR-kpurepuute otkpuBat Oonaure ¢ I[IcA ¢ 98.7% cneuuduynoct u  91.4%
YyBCTBUTEIHOCT (T0-100pHM ca M MO JBaTa IOKa3aTels B CPaBHEHHUE C NPEAW H3IMOJI3BAHHUTE
kputepun Ha Mon u Paiit). CASPAR-kputepuute ca BaauaupaHu U 3a nauueHTH ¢ paHeH [IcA
(BpemeTpaene Ha cumnToMute < 24 Mmecena). Hail-undopmartuBau 3a passutuero Ha IIcA ca
aktuBeH Ilc m HeratmBen P®, mociensanm ot [Ic Ha HOKTHTE W HACTOSII/IOKYMEHTHUPAaH B
MHUHAJIOTO JAKTHJIHT.

JlaGopaTopHH moka3arteyu
Hama ymevpoenu IlcA-cneyupuunu nabopaTOpHU JMATHOCTUYHHM TECTOBE OLCHSIBAIIN
AaKTUBHOCT, HO YECTO CE U3IMO0JI3BAaT:

OO0pa3nu u3ciaenBaHuA
KoHBeHIIMOHAIHO PEHTTeHOTPa()CKO U3CIeIBAHE

Pentrenorpagckara HaxoJka Mmodce 0a noonomozne pasrpaHnyaBaHero Ha IIcA or npyru
OJINTO-/TIOMAPTPUTH (HO KbCHO 6 eeontoyuama Ha IIcA). ACUMETPUYHHSAT ONUTOAPTPUT U
CUMETPUYHMAT TOJUAPTPUT OOWYAWHO MPOTHYAT C KapTHHATAa Ha JIEKO 0 YMEPEHO arpecuBeH
€pO3UBEH apTpUT (KIMHUYHU BapuaHTH Ha IICA). Pamnume KOCTHU €pO3UU Ca Pa3MOJIOKEHU

MapruHaJHO Ha CTABHUS XPYLSI — CJIEIOBATEIHO B HAYAJHUTE CTAJUM XUAJIMHHUSA XPYLI €

cbXpaHeH (mogo6Ho Ha PA nuncBa crecHeHue Ha cTaBHaTa 1enka). Hanpeonanume npoMeHu ca

¢ mo-rojsiMa crienupuvHocT. Hsikon kbcHU B eBomouusAta Ha IICA peHTreHorpad)cku HaXxOIKu

HAco4BaT KbM JMArHO3aTa:

- pedopmanus ,,pencil-in-cup* (,,MOJIUB B IpeANa3UTeN )

- MyTwimpan (MHBAIMAM3MpPAIL) apTPUT — 3HAUYMMa KOCTHA JECTPYKUHMS; HAW-9ECTO TEXKKHU
JnedopMaluy TUI ,,MOJUB B MPEANa3UTeN “, MOKE MHOXKECTBEHM, ¢ 0OpMsHE Ha T. Hap.
,»TEJIECKOITUYHU NTPBCTH

- CTecHsBaHE Ha CTAaBHOTO MPOCTPAHCTBO B obnactra Ha mHTepdananreannure crasu (MPC),
€BEHTYaJHO C aHKWUJI03a

- ,,pa3IupsBaHe ,,Ha CTABHOTO MPOCTPaHCTBO B obnactta Ha UDC B pesynTar Ha JecTpyKuus,

- TepuoCTUTH (,,MBXECTU, C pa3pexaBsiBaHE HA MIEPHUOCTTA)

- JIBYCTpaHEH, aCHUMETPHYEH, BPETEHOBUIEH OTOK HAa MEKUTE€ TbKaHH, €JHOCTPAHEH WU
aCUMETPUYEH CAaKPOUIUUT

- B oOnacrTa Ha rPBOHAYHUS CTHIIO:

v rojJeMy, HEMapruHaIHW, €JIHOCTPAHHW, ACHMETPUYHH CcHHAEeCMO(HUTH (HOHSKOTa
o(opMsIIM MEXAYNPEUUIEHHH KOCTHH MOCTOBE’) B IIMEH, IPBIACH WM MOSICEH OTHAE] Ha
rpbOHAYHUS CTBHJIO; YECTO ce HAOII0AaBa HEMOCIeI0BATEIHO AHIAKUPAHE HA CErMEHTHUTE
My,

v no-GUHU, BEPTHUKATHU M CHUMETPUYHU CHUHACCMO(QUTH 3aeJHO CbC CHMETPHYEH
CAKPOWJIMMT (BapHAaHT PEHTTCHOJIOTHYHO HEPA3JIMYMM OT 3acCsTaHEeTO NpH OoiecTTa Ha
bextepes),



KommniorbpHo-Tomorpagceko uzciensane Ha QJA (KT)

KT e 3HaumTenHO MO-4yBCBHUTENHA OT pyTHHHATa peHTreHorpadwus. [IpemocraBs mo-aeraiiiHa
nHpOpMaIs OT Hes, a € ¢ mo-nocthiHa 1eHa (or MPT). He nmpenocTasst JaHHM 3a HanmW4ue/mmrca
Ha KOCTHO-MO3BYEH €JIEM U € B 3HAYHTEJIHA CTETICH JThbYCHATOBAPBAILIO.

MaruutHo pe3oHaHcHa Tomorpapus (MPT)

MPT e uyBCTBUTENHA 32 OTKPUBAHETO CAKPOWJIMUT, EHTE3UT W/Wiu epo3uu. llpu u3non3BaHeTo
Ha KOHTpAcT (Ta/I0JIMHUI) YyBCTBUTETHOCTTA i ce MOoBHIaBa. Moe J1a TOKake Bh3MaleHHe Ha
MAaJIKUTE CTaBH Ha PBIETE, C yUaCTUE Ha KOJIATEPAJTHUTE CTAaBHU BPBH3KH M MEKUTE ThKAHU OKOJIO
CTaBHaTa KarcyIa.

Yarpa3BykoBo n3cieIBaHe HA CTABH

HaBnese pyTMHHO B KJIMHHWYHATa MPaKTHKa — JOCTBHIIHO € 32 M3MbIHEHHE (0OyueHH Kaapu U
ChbBpEMEHHa TEXHHKA), HE BUCOKA LIeHa, 100Opa BB3MPOU3BOIUMOCT U Obp3MHA HA pealr3upaHe.
Bucoko wuHpOpMaTHBHa METOAMKA 33 HAJMYME HAa  CHHOBUT, TEHOCHHOBHT U
CHTE3UT/UHCEPIIMOHUT, MPEIOCTaBsl AeTainHa MH(OpMAIMs 32 KOCTHUS KOHTYp (BKJI. MaJKH
€po3MH) M € UYyBCTBUTENHA 3a OICHKAa Ha aKTUBHOCTTa Ha OosiecTTa, HO HE OOEKTHMBU3MpaA
MIPOMEHHU TI0J] KOCTHHUS KOHTYP (KOCTHO-MO3BUHHAT efieM camo ¢ MPT).

IV. Ctparterus Ha tepanusita
He-0nonornuna Ttepanus
1. MoHoTepanus ¢ WHXEKIHOHHH JIOKAJTHH KOPTUKOCTEPOUIM IPH HEMPOTPECUpAIIH

MOHOAPTPUTH.

2. Crangaptna BMAP# Tepanust npu nayeHTH c:
a. llepudepun nommaprpuru
b. Onwuroaprpuru
c. Ilepcuctmpamy WM TPOTPECHBHM MOHOAPTPUTH CBBP3aHU C MepUEepHU
CHOHAWIOAPTPUTH
3. WU360p Ha crangaptHa BMAP# tepanus
a. Hyxnau u npennounTaHus Ha NAMEHTH U MoJIexaly ¢pakropu (MIaHUpaHe Ha
OpeMeHHOCT, TIPHUEM Ha aJTKOXOJT)
b. Ko-mopOumHOCT, KaTO yBEHTH, TICOPHA3UC WU BB3MAIUTEIHO 3a00JsIBAaHE Ha
yepBaTa
c. XapakTepuCTHKa Ha 3a00JIsIBAHETO
d. Tlorenumanuu HJIP

4. Axo crannaptHa BMAPI Tepanusi, B MaKCMMaJHO TTIOHOCHMA J103a 3a MOHE 3 Mecela, He
Npeau3BUKBAa aJ€KBaTHO oOOJeKyaBaHe Ha CHMIITOMAaTHKara, TpsOBa Ja ce
oOMucnIHM3aMsiHa ¢ WiK Jo0aBsHe Ha Ipyr ctanaapteH BMAPL.

5. Jla ce obOmmcoum npoGaBsHe Ha HCIIBn keM crangaptHa BMAPn Tepanus wimm
o6uonornuna BMAPn tepanus ¢ uen nmomnusBane Ha cumnToMarukara. HCIIBn npa ce
U3I0JI3BaT B Hali-HHCKa e(eKTHBHA /J03a 3a BB3MOXKHO Hal-KpaTbK NEPUOJI OT BpeMe,
KaTo TpsOBa Jja ce OIEHAT PUCKOBUTE (PAKTOPU M MALMEHTHUTE J1a C€ MOHUTOPUPAT U NPHU
HYXJ1a /1a ce J00aBH raTpO-MPOTEKTUBHA TE€PAIusl.

6. AKO cuUMINTOMAaTHKara He ce mnoBiaugBa ajeksatHo oT HCIIBa, ma ce oOMwucian
NPUJIAraHeTO Ha HMHXEKIUOHHU KOPTHKOCTEPOUAM (JOKAJIHO WM HHTPAMYCKYJIHO)WIH
KpaTKO-BpEMEHHA IepopajHa KOPTUKOCTEPOMJHA TEpanus, KaTo JOIBIHEHHE KbM
crannaptHa BMAPn tepanust wian Guonornuna BMAPa tepanus, ¢ men na ce moBiuse
CUMIITOMATHKaTa.



7. AKO eKCTpa-apTHKyJIAapHOTO 3a00yiiBaHE € aJeKBAaTHO KOHTPOJHPAHO C TpHJIaraHara
cranmaptHa BMAPn Tepamus, HO mepudepHUTE CIOHIWIOAPTPUTH HEca, TO Ja Cce
oOMucin 1o0aBsHETO Ha Apyr crangapteH bBMAP:.

Bbuonoruuna BMAPa Tepanus
1. Etanercept, infliximab u adalimumab, ustekinumab, ixekizumab, certolizumab
pegol, ssecukinumab, guselkumab, risankizumab, bimekizumab ce npenopnuBaT 3a
JieuyeHre Ha BBH3PACTHH
C aKTUBEH W MPOTrPECHpAIl TICOPUATPUYCH apTPUT MPH CIESTHUTE KPUTCPUU:

a. [lamueHTHT e ¢ mepudepHu apTPUTHU C > 3 3aCETHATH CTaBH U > 3 OTOYHU CTaBU U
b.Hsma anmexkBateH OTroBop ciieq Tepamus C¢ ToHe 2 craHgapTHu BbMAP,
MPUIOKEHU KaTO MOHOTEPATIHSI MJIH B KOMOUHALIHSI.

2. buomnornanara BMAP Tepanust ce mpuiara chriacHo n3nckBaHusTa Ha Hapenba Ne 4
ot 04 mapt 2009 oTHOCHO peza 3a MpeANnrucBaHe U OTIyCKaHe Ha JIEKAPCTBEHHU CPEJICTBA.

3. buonormunatra BMAPn tepamnus c¢ etanercept, infliximab, adalimumab, ixekizumab,
certolizumab pegol TpsiOBa Ja ce oueHu Ha 12 ceaMuIila OT HAYAIOTO Ha TEpamusiTa M a ce
CIIpe NP MALUEHTH, IIPH KOUTO He ce HaOJIIoaBa aJjeKBaTeH OTTOBOP, OLICHEHH Ha Oa3ara Ha
PsAR xpurepuure.

a. 3a aZieKBaTeH OTTOBOp CE CUMTA MOJOOpsIBaHE Ha MOHE 2 (3aBJKUTEIHO €IUH OT
TsX TpsiOBa Aa e joint tenderness or swelling score) ot 4 PsAR kputepun u nurica
Ha BJIOIIaBaHE MPU BCUUKUTE 4 KPUTEPHUSI.

b. TlamuenTn, npu xouto Ha 12 ceamuma ce oruuta PASI-75 otroBop, HO mo PsAR
KpUTEpUHATE HE CE€ OTYWTa aJeKBaTeH OTroBOp, TO Te TpsOBa ma Obaar
KOHCYJITUPAaHW OT JIEpPMATOJIOT, 3a Jia C€ pEelM 0 KOJKO € TOJXOSII0
NpOABIKABAHETO HA TEpaIusATa, Ha Oa3zaTa Ha KOXKHUS OTTOBOP.

4. Golimumab e anTepHaTWBa 3a JICYCHHWE HA AKTUBHU W TPOTPECHPAIIN TICOPHATPUIHU
apTPUTH NP BB3PACTHH.

5. Ustekinumab camocrtositenHo win B komOuHauus ¢ metorpekcat (MTX), e mokasan 3a
JeYyeHHe Ha AaKTUBEH IICOPHATHYEH apTPUT MPH BB3PACTHH TMALMEHTH, NPU KOUTO
npejmecTanara Tepanus ¢ MoaupuIppamy OoiecTTa aHTUPEBMATOWAHU CPEACTBA
(DMARD) e 6uia HerocTaThYHA

a. llpemopwruBaHara nmo3upoBka Ha ustekinumab e HadanHa mo3a ot 45 mg,
NpUIOKEHa TOAKOXKHO, MOoCcieBaHa OT 103a oT 45 mg 4 ceIMHUIM MO-KbCHO H
clie]l TOBa Ha BCeKU 12 ceamuiy. AITepHAaTUBHO, IIPU NAIMEHTH C TEJIECHO TETJI0
> 100 kg, moxe na ce uznonzsar 90 mg

b. Jleuenmeto ¢ Ustekinumab Bomu 1o 3HaUMTEHN TOJOOPCHHUS B M3MEPHUTEIIUTE 32
aKTUBHOCT Ha 3a00JI1BaHETO Ha cenMuIa 24.

6. Secukinumab camoctosTenHo wim B komOuHarms ¢ merorpekcar (MTX), e mokaszan 3a
JeUYeHHEe HA AaKTHBEH MCOPHATHYEH apTPUT TNPH BB3PACTHU NALMEHTH, NPU KOHTO
mpenmiecTBamara tepanus ¢ Momuduiupamy OoyiecTTa aHTUPEBMATOWAHH CPENICTBA
(DMARD) e 6una HenocraTb4Ha

a. [Ipu mamuwentd ¢ [IcCA u CBHOBTCTBAL] YMEPEHO TEXKBK JO TEXKbBK IUIAKATEH

MICOPHA3UC WM KOUTO HE Ca CE€ MOBIMSIM IOCTaThYHO OT HpoBeaeHata aHTU- INFa

Tepanusi, npenopbuntenHara ao3a € 300 mg,



b.Ilpy TNF — HauBHM mNanMEeHTH W TAIMEHTH C JIEK 0 YMEPEH IICOpHa3HC

npenopbunTenaHaTa 103a ¢ 150 mg. B3 ocHOBa Ha KIMHUYHUS OTTOBOP J103aTa MOKE

na ce nosuiu 10 300 mg.

c. Ilpm HemoctaTbueH KIMHUYEH OTTOBOP IPH JEUCHHE HA TICOpPUATHYECH apTpUT U
TEXBK Icopuazuc ( MpH MAIMEeHTH ¢ TeJlecHO Teriio Hax 90 Kr) ce mpernophuBa
npuioxkeHueto Ha Secukinumab 300 mg npe3 14 auu. Besika noza ot 300 mg ce
npujara KaTo eHa MnojakoxHa MHHKeKius oT 300 mg wiM KaTo JABE MOJKOKHU
nHxekuu ot 150 mg.

d. KinuHuuHus oTroBop OOMKHOBEHO C€ MOCTMra B paMKuTe Ha 16 ceaMuuu
JIeUeHHE.

7. Ixekizumab

a. Ixekizumab, [gG4 MOHOKIIOHAJTHO AHTUTSUIO, OKA3aH 3a JICYEHUE HA YMEPEHO TEXBK 110
THXBK IJIAKATCH IMICOPHUA3UC IIPU BB3PAaCTHU, KOUTO Ca IMOJAXOAAIIHN 3a CUCTCMHA TEpaIus.

CamocrosarenHo win B komouHarmsa ¢ MTX, e rmoka3aH 3a JieueHHe Ha aKTHBEH TICOPUATHYEH apTPUT
NIpU BB3PACTHH MAIMEHTH, KOUTO CE MOBIHIBAT HEIOCTATHYHO WIIM MMAaT HEITOHOCHMOCT KbM €IHA
WJIM TIOBEYE TEPANUU C MOAUPHUIMpAIIH OoJecTTa aHTHpeBMaTonIHu Jiekapcta (DMARD).

b. Edukacnocrra m 6e3omacHoctra Ha IXEKIZUMAB ca noka3aHu HE3aBUCUMO OT
BBb3pacTTa, I0Ja, pacara, MPOABDKUTEIHOCTTa Ha 3a00NIIBaHETO, HM3XOJHOTO TEJECHO TerJo,
3aCATaHeTO OT TIICOPUA3UC HA M3XOJHO HUBO, M3xoaHaTa ctoiHOCT Ha CRP (CpeakTuBeH mpoTeun),
mxoauusi DAS28-CRP, cbnbTCTBaIIO NPUIIOKEHNUE HA KOPTUKOCTEPOUIU U MPEAXOIHO JIEYEHUE C
OMOJIOTUYHO JIEKaPCTBEHO cpesicTBO. Ixekizumab e edukacen npu nanueHTH, KOUTO HE ca JIEKyBaHU
¢ OMOJIOTUYHO CPEJCTBO, KOMTO UMAT €KCIIO3UIIMs Ha OMOJIOTHYHO CPEJICTBO, U TAKUBA, KOUTO UMAT
HEyCHeX MpH JieueHHe ¢ OMOJIOTMYHO CPEACTBO.

8. Risankizumab

a. Risankizumab e xymanusupano umyHornoOynuH G1 (IgGl) MOHOKIIOHATHO aHTHUTSIIO,
KOETO CEJICKTUBHO C€ CBBP3Ba C BUCOK apUHUTET KbM P19 cyOeamHuIaTa Ha NUTOKMHA YOBEIIKH
untepieBkun 23 (IL-23), 6e3 ma ce cBbp3Ba ¢ wuHrepiaeBkuH 12 (IL-12), u wunxuOupa
B3aUMOJICVCTBUETO MY € perientopHust komruiekc 3a 1L-23. IL- 23 e nutokuH, KOUTO y4acTBa BbB
BB3MAJICHUETO W HMMYHHHTE OTroBopu. Upes Onokupane Ha cBbp3BaHero Ha IL-23 ¢ HeroBus
peuentop Risankizumab naxubupa IL-23-3aBucumara Ki1eTh4Ha CHTHAIA3AINS U OCBOOOKIaBaHETO
Ha MPOUH(IAMATOPHU IUTOKHHU.

b. Jleaennero ¢ Risankizumab Bomm m0 3HaYMMO MOJOOpEeHWE HA TIOKa3aTeluTe 3a
aKTUBHOCT Ha 3a00JIIBaHETO B CpaBHEHWE ¢ Tuianebo Ha cemvuia 24. 3a nBeTe MPOYIBAHHS
ObpBUYHATA KpailHA TOYKAa € TPOLEHTHT HA YYaCTHUIUTE, IMOCTUTHAIM OTIOBOP CBHIJIACHO
AmMepukaHCKus Konex mo pematoiorusi (American College of Rheumatology, ACR), ACR 20 Ha
cenmuiia 24. B Bere mpoyuBaHUS TPOLEHTHT HA MAIMEHTHTE, IOCTUTHAIH OTTOBOpP IO
Moaupunupanure kputepuu 3a orrosop npu IIcA (PsA Response Criteria, PsARC) na cenmuua 24,
€ MO-BUCOK IIPH YYaCTHHUITMTE, oiy4daBamm Risankizumab, B cpaBHeHne ¢ Tuiane6o. B gombiaeHne
yYaCTHUIUTE, MojyyaBamy Risankizumab, mocTurat mo-roisiMo MOAOOpEHHE 1O OTHOIIECHHE Ha
CKOpa 3a aKTUBHOCT Ha 3abosiBaHeTo (28 craBu) ¢ usnonsBane Ha CRP (DAS28-CRP) B cpaBHeHue
¢ tutane6o Ha cenmuna 24. [logoOpenusra ce moaabpxat a0 ceamuia 52 3a PSARC u DAS28-CRP.
Jleuenneto ¢ Risankizumab Boau 10 mMomoOpeHMsi IO OTHOIICHWE HA OTACITHHUTE KOMIIOHEHTH Ha
ACR, na WHpekca 3a MHBaIMIHOCT MO BBIPOCHUKA 32 OIEHKA HA 3/PABOCIOBHOTO CHCTOSIHUE
(Health Assessment Questionnaire- Disability Index, HAQ-DI), na pesynrata mpu OIeHKa Ha
Oonkata W Ha cToMHOcTUTe Ha C-peakTuBHHUS MpoTeuH ¢ Bucoka 4yBcTBUTENHOCT (hsCRP) B
CpaBHEHHE C TUIAIEe0o0.

Jleuenuero ¢ Risankizumab Boau 10 CTaTHCTUYECKU 3HAYMMO MOAOOpPEHHE HAa KOXKHUTE MPOSIBH HA
nicopuasuc npu ydactHunm ¢ [IcA. Jlegennero ¢ Risankizumab Bomu 10 CTaTHCTUYECKO 3HAYMMO
nooOpeHue 1Mo MOANQUIIMPaHIs HHIEKC Ha TEKECT MpH rcoprasuc Ha Hoktute (modified Nail



Psoriasis Severity Index, mNAPSI) u 5-roukoBure pesynararu no ['moGangHa olieHKa OT JieKaps Ipu
ncopuasuc Ha HokTuTe Ha pbhiere (Physician’s Global Assessment of Fingernail Psoriasis, PGA-F)
IIPY YYaCTHUIIM C ICOPUA3UC HA HOKTUTE Ha N3XoaHOTO HUBO (67,3%) B KEEPSAKEIL.

B naBere mpoyuBaHuMs mpH y4yacTHMLUMTE, JeKyBaHM ¢ Risankizumab, ce HaOmromaBaT 3HauMMU
noo0peHust Ha 00o0IIeHUTe CKOpoBe 3a (pusnueckus komnoHeHT Ha SF-36 V2 u Ha ckopoBete 1o
FACIT- Fatigue Ha cenmuia 24 B cpaBHEHHE C TUIanedo0, KaTo MOMOOpPEHHITa ce MOITbPKAT 0
ceamuua 52.

9. Guselkumab

a. Guselkumab e wu3nsno yosemku umyHornoOynuH Gl nam6aa (IghG)1MoHOKIIOHATHO
aHTuTsI0 (MAb) KbM mporemHa wunrepieBkuH (IL)-23, momydyeHO B KJIETKHM OT SHYHUIM Ha
kurtaiicku  xamcrep (CHO) wupe3 pekomOunantHa JIHK Texnomorms. Guselkumab mnpumosken
CaMOCTOSITENTHO WM B KoMOMHauus ¢ merorpekcar (MTX), e moka3aH 3a Jjed4eHHWE Ha aKTUBEH
NICOPHATHUYEH apTPUT MPH BB3PACTHU NAIMEHTH, KOMTO HE Ca C€ MOBIMSIM JOCTAThYCHO WU ca
NPOSIBIJIM ~ HEMOHOCHMOCT  KBbM  MpEJIIecTBalia Tepanus ¢  Moaudummpamo Oonectra
antupeBMatuyHo JekapctBo (DMARD). Guselkumab e moka3zan 3a JeueHHE Ha YMEPEH J10
TEXBK IICOPHA3UC C IUTAKH NIPU BH3PACTHH, KOUTO Ca MOIXOISIIH 32 CUCTEMHA Tepartusl.

b. Guselkumab noka3Ba mogoOpeHne Ha MpU3HALUTE U CUMIITOMUTE, pU3ndecKkaTa (PyHKIUs
U CBBP3aHOTO CBC 3/PABETO KAYECTBO Ha JKMBOT M HaMalsiBa CKOPOCTTAa Ha MpPOTpPECHpaHe Ha
nepuepHUTEe CTAaBHU YBPEXKIJAHHWS IPH BB3PACTHU MAIMEHTH C akTHBeH PsA. Jleuenuwero c
Guselkumab Boau 710 3HaUMMU MOAOOPEHNUS B MMOKA3aTEIUTE 3a OOJIECTHA aKTUBHOCT B CPAaBHEHHE C
mwrane6o Ha Cenmuna 24.
10.Bimekizumab
Bimekizumab e xymanuzupano 1gG1l/k MOHOKJIOHATHO aHTUTAJIO, KOETO CEJIEKTHBHO CE€ CBBp3Ba C
BUCOK apuHuTeT KbM HUTOKUHU IL-17A, IL-17F u IL-17AF, kaTo G1okupa B3auMOJEHCTBHETO UM C
peuentopaus koMmiwiekc IL-17RA/IL-17RC. TloBumenure koumnentparuu Ha IL-17A wu IL-17F
y4JacTBaT B MaTOTe€He3aTa Ha HIKOJIKO MMYHOMEIUUPAHHU BBH3MAIUTEITHH 3a00IIBaHUs, BKIIOUUTEITHO
IJIaKaTeH MICOPUA3UC, ICOPUATUYEH apTPUT U akcuaiieH crioHaunoaptput. IL-17A u IL-17F nelictear
CHBMECTHO W/WJIM CHHEPTMYHO C APYrd WHGIAMAaTOPHU LUTOKWHH 32 WHAYIHpaHe Ha Bb3MaJICHHUE.
IL17-F ce mpou3BexJa B 3HAYUTEIHO KOJMYECTBO OT KIETKHTE Ha BPOJECHHS HMYHHTET. ToBa
MPOU3BOACTBO MOXke jaa € He3aBucumo oT IL-23. Bimekizumab unxuOupa mnpoBB3NaIUTETHUTE
IIUTOKMHH, KOETO BOAM JO OBJAJsBaHE HA BH3MAJCHUETO Ha KOXKAaTa M MOCJIEIBAIIO HaMallsiBaHEe Ha
JIOKQJIHOTO U CUCTEMHO BB3MAaJCHHE U B PE3YJITAaT HA TOBA JI0 MOJOOpPEHHE HAa KIMHUYHUTE MTPU3HAIH
U CHMITOMH, CBBP3aHH C IICOPUA3UC, NICOPUATHUEH apTPUT M aKCHUAJIEH CIOHMI0apTput. llpu in
vitro Mozxenu ce Bmkaa, 4ye Bimekizumab maxmOupa cBbp3aHaTa ¢ MCOpHA3UC TEHHA EKCIpecHs,
MPOU3BOACTBOTO HA LIUTOKMHH, MUTPALIMATA HA BH3MAIUTEIHH KICTKH U NMaTOJIOTHYHATA OCTeOreHe3a
10 B mo-TroyisiMa CcTeneH, OTKOIKOTO py HHXHOMpaHeTo camo Ha IL-17A.

Jlo3upoBKa M HA4YMH Ha npuiioxkeHue: [IpenopbunTennara m03a 3a BB3PACTHHU MALUCHTU C
aKTHUBEH TcopuatudeH aptput ¢ 160 mg (mpmiarana xato | MojakokHa WHXKEKWs oT 160 mg) Ha
Bcekn 4 cenmunu. Ilpy mamueHTH ¢ NMCOpHATHYEH apTPUT ChC CHITBTCTBAIA YMEPEHA 10 TEXKKa
¢dopMa Ha TUIaKaTEeH MCOPHA3UC, MPETMOPbUYUTENHATA J03a € ChlIaTa KaKToO MpH IJIaKaTeH MCOpUas3uc
[320 mg (npunarana xkato 2 moaK0XHU uHxekuuu mo 160 mg Besika) Ha ceamunia 0, 4, 8, 12, 16 u Ha
BcekH 8 ceamuiu cien Toa]. Cnex 16 cenmuiy ce npenopbyuBa peoBHA OIIEHKAa Ha €(PUKACHOCTTa U
aKo He MOXKe Ja ObJie MOJAbPKaH AOCTaThYeH KIMHUYEH OTTOBOP B CTABUTE, MOXKE Jla C€ OOMUCITH
npemuHaBane kbM 160 mg Ha Bceku 4 ceMUIIN.

EdukacHoctra 1 6e3onacHocTTa Ha Bimekizumab ca nemMoHCTpupann HE3aBHCHMO OT BB3pacT,
10JI, paca, TeJIECHO TerJIo Ha W3XOIHO HUBO, 3aCErHATH 00JACTH OT ICOpPHA3UC Ha M3XOAHO HUBO,
n3xoaHo HUBO Ha CRP, mpogbixutenHocT Ha 3a0osBaHeTo U npeaumHa ynorpeda Ha cDMARD:s.
U B nBere npoyuBanusi(BE OPTIMAL n BE COMPLETE) ca HaGmonaBanu 1mofo0OHA OTTOBOPH TIPH
nmeuenne ¢ Bimekizumab, He3aBrcrMO OT TOBa JaJId MAMEHTHUTE ca OVIIM MM HE HAa CHITBTCTBAIIIO



nedyenue ¢ cDMARDs, BxarounTenno MTX.

Bimekizumab ce npunara 3a nedenuie Ha ciegaute auarao3u: M07.1; M07.2; M07.3 (PsA)

Taprer cuaTetuana BMAPJI Tepanus

a.

1. Upadacitinib

YnaganmutuHUO € celeKTHBeH W oOpaTtuMm wmHxuOMTOp Ha Janus kumHazara (JAK). JAK ca
BBTPEKJICTHYHU €H3UMH, KOUTO MpEJaBaT CUTHAIUTE HAa IIUTOKUHHUTE WIH PACTEIKHUTE (HaKTOPH,
y4acTBalld B HIMPOK CIEKTBHP OT KJIETHYHH NPOLECH, BKIIOUYUTEITHO BBH3MAIUTCITHH PEaKIUH,
XeMoroe3a M UMyHeH OoTroBop. [Ipm wm3cienBaHus BBpPXY YOBEUIKH KIETKH YIaJallUTHHHO
uHxubupa npedepennuanHo curnanusupanero upes JAKI wmm JAK1/3 ¢ ¢ynkumonamna
CEJIEKTUBHOCT CIIPSIMO IIMTOKMHOBHUTE PELENTOPH, KOWTO CUTHAIHM3Mpar upe3 aBodku JAK2.
VYnamanutuHO € MoKa3aH 3a JICYeHWE Ha AaKTHBEH IICOPHATHYEH apTPUT IPH BB3PACTHU
NAIUEHTH C HEJJOCTATh4YEeH OTIOBOP MJIM HEMOHOCUMOCT KbM €IHO WJIHM MOBEYEe MOIUPUIIMPALIN
Oosnectra antupeBMaTHuHu JiekapctBa (DMARD). Ymaganutuan®O Moxke 1ma ce M3IMoyi3Ba KaTo
MOHOTEpAIus WIN B KOMOWHAIINS C METOTPEKCAT.

EdukacHoctra 1 0e30macHOCTTa Ha ymamaluTHHUO 15 mg BETHBK JHEBHO ca OIICHEHU B J[BE
paHIOMHU3HUPAHHU, TBOMHOCIENH, MHOTOIICHTPOBH, IUIale00 KOHTpoiupaHu (asza 3 mpoydyBaHHS
MU MAIMEHTH Ha BB3pacT 18 TOAWHU WM MOBEYe ¢ YMEpeH J0 TEXbK aKTHBEH MCOPUATUYCH
aptpur. Jledenuero ¢ 15 mg ymaganutHHUO BOAM 0 MOJOOPEHHE MPH OTACIHUTE KOMIIOHEHTH
Ha ACR, BKJIFOUUTETTHO OpOsi HA YyBCTBUTEITHH/OOJIC3HEHH U TTOAYTH CTaBH, TJTIOOAIHU OLEHKU Ha
nanuentutre u Jekapure, HAQ-DI, onenka Ha Oonkara u hsCRP B cpaBHenume c marne6o.
Eduxacnocrra Ha ymamamutuHu® 15 mg e noka3aHa HE3aBHCHMO OT OLICHEHHUTE IMOATPYIIH,
BKIItounTeNHO n3xoaeH BMI, uzxonen hsCRP u 6poii na npeaxonuute HeOuomornuau DMARDs
(£ 1mwm>1).

2. Tofacitinib

a. Tofacitinib B komOunanms ¢ MTX e mokasaH 3a jedeHue Ha akTHUBeH rncopuatudeH apTput (IIcA)

NpU BB3PACTHU MAIMCHTH C HEAOCTaThU€H OTTOBOP WJIM HEMOHOCUMOCT KBbM MPEIXOIHO
Jedenune ¢ Mmoaudupamnio 6onectra antupeBMaTndHo JekapctBo (DMARD). [IpenopruntennaTta
032 € 5 mg ¢uiMupaHH TaOJIETKH, MPWJIAraHW JBa IbTH JHEBHO WJIM €IHa TableTKa ¢
yIBIKEHO ocBOOOXIaBaHe oT 11 mg, mpuiarana BenHBX AHEBHO. [IpenopbuntennaTa no3a He
TpsOBa na ce mpeBuimaBa. He ce M3HMCKBa KOpEKIMs Ha [03aTa, KOraro ce H3MOJi3Ba B
koMOuHatma ¢ MTX. Jleuenuero c tofacitinib 5 mg ¢unMupanu TabneTku 1Ba IbTU AHEBHO U
tofacitinib 11 mg TabneTka ¢ yabpHKeHO 0CBOOOKIaBaHE BEIHBXK JTHEBHO MIIM 00paTHO MOKE Ja
CTaBa C INpeMHHaBaHE OT eJHaTa KbM apyrata ¢Gopma B JeHS Clel] TOCJeHaTa J/03a OT
choTBeTHUS BUA Tabnetka. Tofacitinib ce mpunara mepopanHo cbe wim 6e3 xpana. [lpu
MAIUEHTHTE ChC 3aTPyIHEHO Tperibinane, tabmetkure Tofacitinib 5 mg moratr ga Obmar
pa3TpOIICHH W TIPHETH C BojAa. TalJIeTKUTe ¢ yIbJDKEeHO ocBoOokmaBaHe Tofacitinib 11 mg
TpsiOBa J1a ce mpUeMar IelTu.

Tofacitinib e moka3zaH 3a Je4eHWE HA aKTUBEH MOJUAPTUKYJIAPEH FOBEHWJICH HMIUOMATHYCH
aptput (monoxureneH [RF+] unu orpunarenen [RF-] 3a peBmaTouzen ¢aktop noauapTpur u
pa3IIMPeH OJIUTOAPTPUT) NpPU MAIMEHTH Ha BB3pacT 2 M IMOBEYE TOJMHU C HEIOCTAThUYCH
oTroBop KbM mpenxoana tepanus ¢ DMARD. Tofacitinib mosxe na ce nmpunara B KOMOUHAIHS C
meroTpekcaT (MTX) mnu karo MoHOTepamusi B cCiiydail Ha HEMOHOCUMOCT KbM MTX, wim
KOTaTo npoabinkaBamoTo JedeHrne ¢ MTX He e moaxoasamio.

[IpenopbunTennara a03a 3a MALUMEHTH C MOJIMAPTUKYIAPEH IOBEHWICH WAMONATUYEH apTpUT U
roBeHnieH [IcA Ha Bb3pacT 2-18 roguHu ce 0asupa Ha CIETHUTE KAaTETOPHH 3a TEJIECHO TErJIo:
10 < 20 kg npunarat ce 3,2 mg (3,2 ml mepopasien pa3rBop) nBa mbTu aHEBHO; 20 < 40 kg
npuiarar



ce 4 mg (4 ml nepopanen pa3TBop) ABa NMbTH AHEBHO; > 40 kg mpumarar ce 5 mg (5 ml
nepopaneH pa3TBop Wi 5 mg Gpunmupana TabiaeTka) 18a MbTU JHEBHO.

[TarmenTn ¢ Terno >40 kg, nexyBanu ¢ Tofacitinib 5 ml nepopanen pa3TBop ABa IbTH JHEBHO,
Moske Ja mpemuHaT KbM Tofacitinib 5 mg ¢punmupanu Tabnerku 1Ba mbTH AHEBHO. [lannenTuTe
¢ terno < 40 kg He morat na nmpemuHat ot Tofacitinib nmepopanen pastBop kbM Tofacitinib
TaOJIeTKH.

b. EpukacHoctra m Oe3omacHocTTa Ha tofacitinib ¢uiaMmupanun TaOleTKH ca OICHEHH B 2
paHIOMU3UpPAHU, JBOMHOCIENH, IUIale00 KOHTPOJIMpaHU MpoyuBaHus ¢a3za 3 mpH BB3paCTHH
nanueHTy ¢ aktuBeH IIcA (> 3 momytm m > 3 Gonesnenu craBu). B OPAL BROADEN ca
BKJIIOYEHH MAIMEHTH HAWBHU Ha OMOJIOTWYHA TEPaIus, C MPeaXo/ieH Hel0CTaThbueH OTIOBOP WIIN
HenmoHocuMmocT kKbM cSDMARD, a B OPAL BEYOND ca BkitoueHM MalMeHTH, MPU KOUTO €
npekpareH nprema Ha nHXxuOuTOp Ha TNF mopanu nurnca Ha eUKacHOCT WM HEMMOHOCUMOCT. U
B JIBETE MpOy4BaHMs JieueHHeTo ¢ tofacitinib Bogu 10 3HauMMM MOAOOPEHMsT HA MPU3HALUTE U
cumnromute Ha [IcA, oueneno crnopen kpurepuute 3a ACR20, 50 u 70 orroBop. Ha 3 mecen u B
JIBETE TPOYYBAHWs Ce HaOII0/aBa 3HAYMTENHO MojoOpeHue Ha nmaktuinuta (ADSS), enresura
(ALEI) u koxnHoro auraxupane (PASI75). Cratuctuuecku 3Haunmmure yectotu Ha ACR20
oTroBOp ca HaOmonaBanu npu Tofacitinib 5 mg nBa MbTH THEBHO B JBETE MPOYYBAHHS OIIE Ha
cenMmulia 2 (IrbpBaTa OLIEHKA, U3BBPILIEHA CIIE]] ONpPEAEITHETO HA M3XOIHO HHBO) B CPaBHEHHE C
miane6o. B mpoyuBaneto OPAL BROADEN, Ha 12 mecen, 96% OT manueHTUTe, MOTyJdaBaIiun
tofacitinib 5 mg nBa WHTH JHEBHO ca 0e3 peHTreHorpadcka mporpecus. [lpm mammeHTHTE,
nonyyaBamm tofacitinlb 5 mg nBa mbTH OHEBHO M B JBETE MpOy4YBaHUs, c€ HalOIro/aBa
no1o0peHne Mo OTHOIIEHUE Ha apTpuTHaTa OoJka ome Ha ceamuna 2 (u3mepenoto upes3 0 — 100
BU3yaJlHaTa aHajoroBa ckana). HaOmiomaBanusaT mpodwun Ha O€30MacHOCT TpW TAIMEHTUTE C
aktuBeH IIcA, nexyBanu c tofacitinib, € B choTBeTCTBUE C Ipoduiia Ha Oe30macHOCT, HaOII0AaBaH
npu nauueHTure ¢ PA, nexkyBanu c tofacitinib.

V. Jleuenue Ha IlcA - akcnanna CCAIL, nepudepna CCAIL, nau IIcA. Jleuenne 10 nocrurane
HA peMHCHSI/HUCKA 00JIeCTHA AKTUBHOCT

Aaroputsm 3a jJedyenne CCAII

Cnen nyonukyBane Ha ACR/EULAR, (AmepukaHcku Kosex o peBmaronorus/ EBpomneiicka iura
cpelry peBMaTtu3Ma) npenopbkute 3a jgeuenue Ha PA nipe3 2010 r., neyennero Ha 6omaute ¢ PA 1o
NOCTUTaHe HA PEMUCHs WIM HUCKa OOJIECTHA aKTUBHOCT B CIy4auTe, IIPU KOUTO HE MOXE /a Obie
MOCTUTHATA PeMUCHs (MTALUEHTUTE C IBJITOTOJUIIHA O0JECT), IOCTENEHHO Ce MPEBPbIIA B PyTUHHA
npaktuka. Cria3BaHeTo Ha TMpenopbKUTE 3a0aBsi MporpecusiTa Ha CTaBHATa yBpela M ChbXpaHIBa
(GYHKIMOHATHASA KamlaluTeT 3a TMO-IBJIT0 BpeMe. 3a IenTa ca pa3paboTeHH W BalUAHpPAHU
CTaHJapTU3UPAaHU HMHJEKCH 3a OLIEHKa Ha OOJIeCTHa aKTUBHOCT W 3a pemucHus Ha Oonecrra. OT
OCHOBHO 3HA4YCHHME TPU Te3U OOJIHU € CUCTeMHHs KOHTposi/Habmonenue. Ilomszata or monoGen
CHUCTeMEH KOHTpos Ha OomnautTe ¢ [ICA ce mpenmnonaramie, a € HEIBYCMHCICHO MOTBBPACHA CIIET
npukitouBane Ha npoyuBanero TICOPA. IIpenopbuBa ce CTPUKTEH KOHTPOJI BbPXY aKTUBHOCTTA Ha
6onectTa pu Bcuuku 0onHM ¢ [ICA 1 cBoeBpeMEHHA KOpEKIHsl Ha Tepamusta Mpu MepCUCTUPaHe Ha
BHCOKa 0OOJECTHAa aKTHBHOCT, OIIE IOBeYe Y€ TO3M MOAXOJ HE CE CBBP3BAa ChC CTATUCTUYECKH 3HAUNMO
HapacTBaHEe Ha HexenaHu JekapctBanu peakiuu (HJIP). MexayHapoaHara ekcrniepTHa rpyna aeduHupa
MpenopbKy 3a JiedeHue Ha akcuanna u nepudepHa CCAII B ToBa uucino u 3a IIcA. AHajmorndHo Ha
HpernopbKuTe 3a JieueHne Ha PA, Ts onpenenu 3a el - JICYUSHUETO JI0 JOCTUTaHe Ha PEMUCHS HJIH HHCKa
0osecTHa aKTUBHOCT, U pa3padotu anroputhM 3a neuenne CCAIL.
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SpA = spondyloarthritis (CCAII).

Kpurepun 3a munnmaJsna 6ojiecTHa akTuBHOCT pu 00s1HHU ¢ [IcA (MDA, minimal disease
activity)

Jleuenne 10 MOCTUraHe HA PEMHUCHS WM HUCKA 0OJIeCTHA aKTUBHOCT M3UCKBA KOJIMYECTBEHU
MeTo T (¢ ¢ POB U3pa3) 3a OleHKa Ha TeKECTTa — MOAXoasn] uHAeKe ¢ MDA (MuHMMamHa
6onecrna aktuBHOCT). [lamment ¢ [IcA e ¢ MDA, kxoraTo u3mbJiBa MoHe 5 OT CieIHuTe 7
KPUTEPHSL:

® bpoii 6onesznenu crasu < 1

® bpoii orounu crasu < 1

® unexcu PASI <1 wimm BSA <3

® Ornenka Ha Oonkara (ot mamuenta) mo BAC < 15

® OreHka Ha 6osecTHaTa akTUBHOCT (0T mamuenTta) mo BAC <20 6. HAQ < 0.5
® bpoii ente3utn < 1

® Nnunexc BSA (body surface area, miomny oT TenecHaTa MOBBPXHOCT, ITOPa3eHa OT TICOPHUA3HC)
< 3%.

JleyeHue Ha KOKHUTE NIPOMEHHU - Bb3MOKHOCTH
[Ipy mammeHTH C BHCOKO-aKTHUBEH KOXEH ICOpUAa3uc ce mpenopbyBa ymnorpebata Ha MTX,

MIPOM3BOJHH Ha PETHHOJIOBA KHCEIMHA, JIOKAIHU CPEJCTBA, rcopayeH +/- yntpaBuosuerosa (UV)
cBeTyIMHA. [IpriIoXKeHeTo UM JOKa3aHO MOBIHABA KOXKHHUTE MPOSBU.

Jleuenne Ha IIcA — BL3MOKHOCTH

JleyeHue c JieKapcTBEHU MPOTYKTH

Jleuenue Aptpur | IIcA | Cnongunut | Haktunur | Exresut
HCIIBa X X
BbTpecraBHO X

npunoxxenue Ha KC

JlokaaHo n1eueHue

(BBHILIHO) X
®dursnorepanus X
[Icopanen X

UVA/UVB




k-BMAPJI
(MeToTpekcar,
[IHUKJIOCTIOPHH X X
A, sulphasalazin,
leflunomide)

bunornunn BMAPIJI
(mEXMOUTOPH HA
TNF-a, IL-12/23,
IL-17A, IL-23)

Taprer
CUHTCTUYHHU

BMAPIJI (JAK-

UHXUOUTOPH)

Jleuenueto 3anmouBa ¢ HCIIBn nmpu Bcuuky manueHTH (IpU JIMICAa HA MPOTHUBONOKA3aHUS).
JlokanHOTO (MIpU €HTE3UTH) WU BHTPECTaBHOTO mpuioxenne Ha 'K (mpu eauHn4HN BB3MajgeHn
CTaBH), MOXe J1a ObJie 0cO0CHO e(EeKTHBEH MOAXO MPH HAKOU MarueHTH. [Ipu BCHUKkn ocTaHanm
0OJHHM, @ UMEHHO TE3HM C MEPCHUCTUpAI apTpUT, ce MpenopbuBa npuioxkenueto Ha BMAPJII 3a
NOBJIMSIBAHE NMPEeJUMHO HA MOpakeHUsita Ha nepudepuute craBu (Kk-bMAPJI nokazano He
MOBWISIBAT MPOMEHU B TphOHaka) W mo-manka crerneH (0-BMAPJI -moBnusiBaT mpomeHuTe B
rppOHaKa, nepuepHUTe CTaBU M KOXKaTa). B peaxu ciyuau ce mpuiara XpOHHOTEpAIusl ¢ HUCKU
71031 KOPTUKOCTEPOUIH.

Xupypru4Ho JieyeHue

- ApPTPOCKOITICKa CHHOBEKTOMUSI — €(DEKTUBEH METOJ] Ha JICYCHUE HA TEXKBK, arpeCUBHO
MPOTHYAI XPOHHYEH MOHOAPTPHT.

- Ennonporesupane (mpu wm3pazeH (QyHKIMOHAJICH JACPUIMT) WX YaCTHYHU
PEKOHCTPYKTHBHU XHPYPTUYHA HMHTEPBEHIIMH C€ TPENOpPhYBAT IMPH HEBB3MOXKHOCT 3a
KOHCEPBAaTHBHO BB3CTAHOBABaHE Ha (yHKIMATA Ha 3acerHarata craBa. Karo ocoOeHo
YCIICIIHU C€ CYMTAT KOPEKIMHUTE B o0sacTTa Ha KomsgHHa U Th craBu.

- ApTpoze3n/apTporiacTuKa ce MpUIaraT | Ha JPyrd CTaBy (MasielioBa CTaBa).

— YcnoBHa HHAUKaWA 3a XUPYpPrudyHa HaMeca ¢a CHJIHUTC 0OJIKH W/WJIH HAJIMYUETO Ha
ACCMOI'CHHHU KOHTPAKTYpHU — IIOCTOIIEPATHBHO CC oTOesIg3Ba 3HAYMTEITHO HO)_'[O6peHI/IC B
JIOKAQJIHHA CTaTyC, HO B CPAaBHUTECIIHO KPAaThbK IIEPUO IMAaTOJIOTUATA pEHUAUBHPA.

- [Tpu peumauBupamy €KCyJaTUBHU CHHOBUTH Ha KHUTKH CE€ MPENOpPbUBa KOMIIPECHMBHA
MpeBpb3Ka.

DuU3NKAJIHA Tepanus

Jleuenue Ha [IcA — npunumnu u npenopbku Ha EULAR

O0600menne Ha OCHOBHUTE npunyunu 3a nedenue Ha [IcA na EULAR:

[IcA e XereporeHHO U TOTEHIMAIHO TEXKO MPOTHYAIIO 3a00JiiBaHE, KOETO H3HUCKBa
MYJITHAUCHUIUIMHAPEH MTOAXO0/ Ha JICYEHHUE.

Haii-noOpustT moaxon 3a sedenue Ha [ICA ce ocHOBaBa Ha ChbBMECTHO B3€MaHE Ha PEIICHUS OT
MALUEHTa U JIEKYBalHs 'O pEBMATOJIOT.

JleueHneTo Ha MYCKYJHO-CKEJIETHUTE IPOSIBM € OCHOBHA IpHKa Ha PEBMATOJIOra; KOHTPOJA
BBPXY KIIMHUYHO 3HAYMMOTO KOYKHO 3aCATaHe C€ OCBIIECTBSBA OT PEBMATOJIOT U I€PMATOJIOT.
['maBHa men Ha TepamusTa € Moj0OpeHHe Ha KadeCTBOTO HA JKMBOT CBBP3aHO CHC 3PAaBETO B
nabiarocpoyeH miaH (HRQoL) upe3 kKoHTpos BbpXy CHUMNOTOMUTE, MPEAOTBpATABAHE HA CTaBHATa
JEeCTPYKLUsI, HOpMaJu3hpaHe cTaBHAaTa (QYHKIUS W COLMANIEH XHBOT; NOCTUTAHETO HA PEMHCHUS
€ Ba)KHa Lel.



HaLII/IeHTI/ITC PEAOBHO Tpﬂ6Ba Ja 6’bﬂaT Ha6J'IIOI[aBaHI/I 1 JICUYCHHUCTO Tpﬂ6Ba Ada C€ Kopurupa 1o
noAXO 111 Ha4YHH.

Ilpenopnku 3a gedenue Ha TlcA na BJIP ot 2019 1.
Oazupanu Ha npenoprkuTe HA EULAR o1 2015 1.

1. Jleuenuero TpsdBa Aa ce WeJM KbM peMHCHS WIM MHHMMAJIHA/HMCKA 00JeCTHA
AKTHBHOCT Ype3 Pe0BHO Ha0JII0IcHHe I HATAXK/IaHe HA TepanusTa.

Pemucusita ce aegunHupa KaTo Jurnca Ha KIMHUYHU M JIaOOpATOPHHU JaHHU 32 Bb3MaJieHHUE Ha
CTaBHTE, JIUIICA HA E€HTE3UT U AAKTWIMT. Morar na ce HM3M0J3BaT KPUTEPUUTE 3a PEMHUCHS U
HUCKa OonecTHa akTUBHOCT mo DAPSA, ocobeHo npu mNanueHTUTe C MPEIUMHO CTaBEH
KOMIOHEHT, 1 ASDAS mnpu mauueHTH ¢ MpeIuMHO akcuaiaHO 3acaraHe. [Ipu HsAKoW malMeHTu
CTPUKTHAaTa PEMHUCHsS € TpyJdHa 3a MOCTUTaHE M MOXKE Jla C€ M3M0J3Ba MHHHMMajHa OOJecTHa
aktuBHOCT (MDA), KOSITO BKIIIOUBAa MYCKYJIOCKEJIETHH U KOKHU MTOKA3aTENH.

[Tanuenture, nocturnanu MDA, uMar peaykuusi Ha CTPYKTYPHOTO yBpexkaaHe. Te3u ¢ akTHBHa
Oonect TpsiOBa 1a ce mpociensBar Ha 1- 10 3-MeceueH HHTepBall.

2.1lpu nauouentute ¢ IlcA, HCIIBC wmorar na ce wu3noJ3Bar 3a o0JieKueHHe Ha
MYCKYJIOCKeJIeTHUTE ONIAKBAHUSI.

HCIIBC ca edukacHM mpu CTaBHUTE CHUMIITOMH, OCOOCHO MpH JIeKO 3aboisiBaHe, HO HAMAT
edeKT BBpPXy KOKHOTO 3acsraHe. He TpsOBa ma ca emWHCTBEHaTa Tepamms, ako C€ HM3UCKBA
MPOIBLIKUTEITHOCT > 3 Mecela.

3. llpy manveHTH C NepudepeH APpTPUT, 0CO0EHO NMPH MHOTO OTOYHH CTABH, CTPYKTYPHO
yBpexxIaHe, HATU4YMe HAa Bb3najgeHue, BUCOKH CYE n C-peakTuBeH NpoTeHH, MOrart Ja ce

umat npeasua KCBMAPJL, kato MTX e 3a npeanmoyuranue MpH Te3H CbC 3HAYMMO KOKHO
aHTa;KMpaHe.

[TarmenTure ¢ mepudepeH apTpUT U JIOMM MPOTHOCTHUYHHU (akTopu TpsiOBa BemHara ma Obaar
BkitoueH Ha KCBMAPJL. MTX ce mpenopbsyBa Karo mnpemnapaT Ha NpbB M300p OT Ta3u rpyma.
[leneBa mo3a 15-25 MT MOAKOKHO WITH MEPOPATHO ChC CYTUIEMEHTAIUs ¢ oJreBa KUCeInHa.

4. Jlokannure KC unkekuum TpsidOBa Aa ce MMAT NpPeABH] KaTO CIOMararejiHa Tepanus
npu IlcA. Cucremuure KC morar ga ce u3nos3Bart ¢ NoBUIIIeHO BHUMAHUE U B MUHMMAJIHA
eexTHBHA 1034.

Jloxanuute KC umar 3HaueHue MpH MAUEHTUTE C OJIMI0/MOHOAPTPHUT, KAKTO MPH JAKTUIUT U
ente3uT. CtpaxbpT oT peakTtuBauus Ha Ilc mpu ymorpeba Ha cuctemuu KC karto 110 He ce
OIlpaBJiaBa OT KJIMHMYHATA MPAKTHKA, HO TPsiOBa J1a ce n30srea aparocpounata ynorpeda Ha KC.

5. Ilpu nmanueHTH ¢ nepudepeH apTPUT U HeaAeKBaTeH 0TroBop KbM nmoHe eanH kcbMAPJI
npenapat TpsadBa ga ce 3ano4yne Tepanusa ¢ 0bMAPJI nimu JAK-uaxudurtop.

Antu-TNFa, IL-12/23 u IL-17A ca edextuBHu mnpu nepedepeH aptput. Haif-aparocpodHeH
OIUT ¥ J100pe YCTAaHOBEHO CHOTHOLICHHE MMoJ3a/puck uma ¢ antu-TNFa rpynara. Benuku antu-
TNFa ca edpextuBau npu I[IcA. Tepammsara c tofacitinib mimm upadacitinib e mokaszama mobGpa
e(eKTUBHOCT BbpXy Bcuuku nposiBu Ha IIcA. [IpenopbuBa ce nmpoabikaBaHe Ha ChI'BTCTBAIATA
tepamnus ¢ kcbMAPJL

6. Ilpn nanmenTH ¢ mnepudepeH apTPUT W HeaJAeKBaTeH OTrOBOP KbM IIOHEe €IUH
kcBMAPJL, npu kouto He e moaxoasima ynorpedara Ha antu- TNF, morar ga ce mmar
npeasuag O0BMAPJI, Hacoyenn kbM [L12/23 wnam IL-17 curnanusmpanero wim JAK-
HHXHOUTOP.

ITpe3 mocneaaute romuan 6bMAPJI ¢ HOB MexaHu3bM Ha aeiictBue — aHTtu-1L 12/13, anTn-IL-
17, nemoHcTpupaT KiIMHWYHA edekTHBHOCT npu lIcA. B peanna KIMHUYHU W3MUTBaHUA €
JIoKa3zaHa eeKTUBHOCTTA Ha tofacitinib u upadacitinib BbpXy Bcuuku mposiBu Ha [IcA.



7. Illpu mnanumeHTH ¢ mnepudepeH apTPUT W HeageKBaTeH OTIOBOP KbM IIOHEe €IUH
kcBMAPJI, npu kouto He e moaxoasimia ynmorpedara Ha 6BMAPJI, moxe na ce mMmar
npeasug TcbMAPJI - nanp. PDE-4 unxu6urop niau JAK-unxuéurop

Anpemunact € TCBMAPJI — unxuburop vHa PDE-4 u e ymepeno edpukacen npu IIcA. Mscroto
My € MNpU MalUeHTHTE, KOUTO He MOCTHrar tepaneBThuyHuTe 1enu ¢ kcbMAPJI u npu xouto
O0bMAPJI He ca nogxoasimu. Moske fa ce uma npeasua 1 JAK-kunazen nuaxuourop.

8. IIpu nanueHTH ¢ AKTUBEH €HTE3UT/TAKTHIIUT U He3aaoBoJnTesieH oTroBop kbMm HCIIBC
wim gokajgHu KC, mo:xe n1a ce 3anoune repanusi ¢ 0bMAPJI u JAK-unxuourop.
[IpoyuBanus c¢ auwtu IL-17, 12/23 couar, ue Te3u mnpemapatu uMar cxoaHa Ha TNF-
MHXUOUTOpPHUTE €(QEKTHBHOCT BBPXY CHTE3WTAa M MaKTHWINTA. PaHIoOMHM3MpaHW KIMHUYHU
U3MUTBaHUs covyat eheKTUBHOCT Ha tofacitinib u upadacitnib npu eHTE3UT U AAKTUIIUT.

9. Ilpy nmanueHTH ¢ NPeJIMMHO aKCUAJTHA 00/1€CT, KOSITO € aKTHBHA U He ce MOBJIMSBA
noctaTbuHo oT HCIIBC, mo:xe na ce 3anoune tepanus ¢ 0bMAPJI win JAK-uaxudurop.

10. Ilpn nanmmeHTH ¢ mNepcUcTHpama 00JIeCTHA AKTHBHOCT Ha (oHa Ha JiedeHHe C
unxuduropu Ha TNF- o, IL-17A, 1L12/23 wau JAK-unxubutop, aa ce o0Mucan
NpeMHHABaHEeTO KbM APYr uHXxuOutop Ha TNF-0 winm apyr kiac MeIMKaMeHT, aKO TAKbB
He e 0WJI MpUJIarad npeam ToBa.

11. Unxubutopu na TNF-a, 1L12/23, IL-17A win JAK ce Bk/JII0OYBAT B TepaneBTHUYHATA
cxema npu IIcA ¢ MHOTO BHCOKA AKTHBHOCT (€HTE3UT, JAKTHJIUT, AKCUAJIHO 3acsiraHe, TOJIsIM
Opoii 0TOYHM/00/1e3HEHH CTABH, 3HAYMMAa CTABHA YBpe/Aa ¢ KJIMHUYHU H J1a0opaTopHHu Oese3n
Ha Bb3NaJIeHHe W/WIH KJIMHMUYHO 3HAYMMM H3BBHCTABHM INIPOSIBH, BKJ. IICOPHA3MC,
o0XBaIaLl oM NMPOLEHT OT KOKHATA MOBbPXHOCT, BUCOKA CTeNeH Ha WHBAJIMIM3AIUA),
JAOpH NpH 00JTHH HENPOBEXKAATH 10 MOMEHTA JedeHHe ¢be cuHTeTH4Hn BMAPJL.

12. Ilpu omnpenedasiHe Ha TepanmeBTHYHATA CXeMa MO BHMUMAaHHME C€ B3UMAT H
ChI'BTCTBANIUTE 3200/ I9BaHUSA M (PAKTOPU CBbP3aHU ¢ 0€30MACHOCTTA.

HCIIBa
[TppBaTa nuHUS Ha JedyeHHe Ha ManmueHTd ¢ [ICA BKiIIOYBA CENEKTUBHH IMKIOOKCHUTEHa3a 2
uaxubutopu u HecenektuBH HCIIB.

Diclofenac (MKB M07.1, M07.2, M07.3)

Meloxicam (MKB M07.1, M07.2, M07.3)

Ketoprofen (MKb M07.1, M07.2, M07.3)

Dexketoprofen (MKBb M07.1, M07.2, M07.3)

Ibuprofen (MKBb M07.1, M07.2, M07.3)

Chloroquine (MKB M07.1)
[Mpunoxxennero Ha HCIIBa obnekyaBa cuMnromMute (OBIaAsBa JIEKOCTETICHHOTO BB3MAJIICHUE H
HamansBa OoJIkaTa M CKOBAaHOCTTa), HO T€ HE MPOMEHAT XOoJa M Mporpecusita (KIMHUYHA U
pentreHorpadcka) Ha [IcA.
JlanHuTe 3a TsAXHATa €(PUKACTHOCT OT KIMHWYHM M3NUTBaHUsA npu Oonnu ¢ [IcA ca orpannuenu
(BBIIPEKH NPOTHBOBB3MAJHUTENHATA UM €(EKTUBHOCT). Te He nosnuseam KoxCHUmME Jie3ul.
JIOOBIHUTENHO TMAIMEeHTUTE, JIGKYBaHH C HECTEPOMIHH NPOTHBOBB3MAIUTEIHH CpPEICTBA, Ca
M3JI0)KEHU Ha TIOBUIIEH PHCK OT ChPIACYHO-CHAOBHM M cromMamrHo-uypeBHH HIIP, mopamu koeto
OLIEHKAaTa Ha TOJI33/PHCK € 3aJBJDKUTENTHA MPU ONpeAesTHEe Ha TEpaneBTHYHATA CXeMa, KaKTo U
yrnoTpebdara Ha TacTPONPOTEKTOPH.

I IroKoKOpPTHKONIN
[Tpu neyeHre Ha MOHO- M OJUTOAPTUKYJIapHa (hOpMa, EHTE3UT WM JAKTHIUT, KaTO IOIbJIBaIIa

Tepamnus ce mpenopbuBa BbTpecTtaBHO npminoxeHue Ha KC. Cucremnoro mpunoxenue Ha ['K ce
n30srBa. Makap M psSAKO ce Hajlara TakoBa JIEYEHHE — B TE3M CIy4yau C€ MPeANOoYyuTaT HUCKU
€XKeTHEeBHU 1034 (10 15 mg mpenHn30I0H-C€KBUBAJICHT, WK 2-3 Ta0JIETKH THEBHO).



Hapen c¢ u3BecTHHTE HEXeNaHW JIGKAPCTBEHH PEAKIMU OT MpOABIDKUTENHaTa yrnorpedba Ha KC,

npu nauueHTute ¢ [IcA moxe aa ce HaOI0AaBa 000CTpsIHE HA KOKHOTO 3a00JIsiBaHE MPH OIMUT Aa

ObJaT HAMAaJICHN WM M3KJIIOYCHH Ha MO-KBCEH €Tall OT TepaleBTUYHATA CXEeMa.
Methylprednisolone (MKBb M07.1, M07.2, M07.3)

BMAPJI (6onect-monuduimpanty aHTHPEBMAaTHIHA JIEKapCTBA)
e Konsenuunonaiuu BMAPJI (k-BMAPJI)
e buonornunu BMAPIJI (6-BMAPJI)

BMAPIJI
1. KouBenumonanuu bMAPIJI ca:
e Methotrexate (MKBb M07.3)
e Leflunomide (MKB M07.2, M07.3)
e Sulphosalazine
e Cyclosporine A (ounuamHO perucTpUpaH caMo 3a manueHtu ¢ 11c)

Haii-yecto npunaranust umyHomoaynarop 3a jeuenne Ha [IcA kM momenta e MTX. CpaBuen
cbe sulphosalazine u leflunomide, MTX ce mpuema mno-gpiaro (mo-go00bp KOMIUIAWBHC) OT
o6omanTe. MTX ce mpemopbyBa 3a manueHTH ¢ aktuBeH [IcA. Bbnpekn ToBa goka3aTencTBaTa 3a
HeroBata e(EeKTUBHOCT ca orpaHndyeHd. [lo gaHHM OT KIMHMYHU npoyuBaHuss MTX He
Momuduuupa xona Ha OoiecTra, a caMO TPaHMYHO MOBIHUSIBA CTaBUTE M KOKHU CHUMIITOMHU
(BB3MOXKHO € J1a € CJIEJICTBHE Ha HeJAOoCTaTbuHAaTa arpeCUBHOCT MpH MOBHUIIABAHE Ha J03aTa Ha
MTX B Ts1x). Komnaexcrha oyenka Ha egpekmusnocmma na MTX 3a neuenue na Oonnume c IlcA
He Modce 0a Ovoe dadena, Ho MTX ocmasa uaii-uecmo npunracanomo cunmemuuyno bBMAPJI 3a
neyeHue Ha axkmueen IllcA, u ce mpenopbuBa KaTo BTOPO 3aTBJDKUTEIHO JIEKAPCTBO MpU
BKIItOuBaHe Ha Onosmornyao bBMAPIJI B TepaneBTuyHaTa cxema.

MTX e anamor Ha QonmeBara KHUCEeIWHA W MOTHCKA TPEAMMHO OBP30OACISAININTE CE KICTKH (B
KOCTHHS MO3BK, EMTUTEITHUTE KJICTKH U JIP.), U MOIYJIpa UMYHHHUS OTTOBOP.

B 3aBucumoct ot ¢opmara u aktuBHOCTTa Ha IICA, chmbTcTBaIMTE 3a00IBaHNUS U CHCTOSHUS U
muncara/Hanuuuero Ha HJIP, MTX ce npunara B cenMuyHa go3a ot 12.5 10 25 mg.

CeoprcTBamo JnedeHue ¢ ¢oiaueBa KUcelanHa 3HaunTenHo HamansBa HJIP u monmoOpsiBa
koMmIUiabHCa KbM Tepanusata ¢ MTX. IlpenoppuBa ce ycnopeHO MPWIOKEHUE HA MOHE 5 mg
(onmeBa KuceNnuHa CEAMUYIHO, HO OTHOBO JIO3UPAHETO € CTPOTO WHANBUAYAITHO.

Ha Obirapckust masap He ce mpeaiaraT NpelBapUTENHO T03MpaHH (HOPMHU 3a MAPEHTEPATHO
npunoxkenue (Metoject), mopaau KOeTo AO3UPAHETO Ha MapeHTepaiHuTe (GopMU B aMOyIaTOpHU
YCIIOBHSI Cbh3[laBa 3HAYUTEIIHA TPYNHOCTH Ha MAIMEHTUTE. BBIPEKH TOBa IAapEHAIHOTO
NIPUIOKEHUE CE IIPEANIOYUTA, TIOPASH [TO-HUCKHUS TPOLIEHT FOPHO-INUCIIENITHYHH OIUIAKBAHUS.

Taprer cnenuduyHu 00J1eCTONPOMEHSIM AHTHPEBMATHYHH JIEKAPCTBEHH NPOAYKTH
HNuxubutopu Ha JAK

ToBa ca Majaku MOJIEKYNH, KOWUTO WHXMOMpAaT BBTPEKIETBYHOTO TIpe/laBaHe Ha
MPOBB3MATUTENIHUS CUTHAJ IMPEHECeH OT eHa J0 Jpyra KieTka C IOMOLITa Ha pa3iuYyHU
IUTOKMHHU. CBBP3BAHETO HA LUTOKUHHUTE C TEXHUTE PELENTOPU Ha KIEThYHATa IOBBPXHOCT
BOAM /10 TOJUMEpHU3allMs Ha pelenTopuTe M akTuBHpaHe Ha cBbp3aHute ¢ Tax JAK (JAKI,
JAK2, JAK3, TYK?2). AxtuBupanute JAK ¢ochopmnupar penentopure, KbM KOUTO CJEJIl TOBA
ce npukauBaT STAT (mpeoOpasyBaTenn Ha CHTHaJia W aKTUBATOPW HAa TPAHCKPHIIIIUATA).
Axtusupanutre JAK docopunupar STAT, KouTo AUMEpU3UpaT U c€ NPUABMKBAT A0 SAPOTO,
KBJICTO aKTUBUPAT HOBa TeHHa TpaHckpurmus. [lpm waxuOmpane Ha JAK ce Omokupa
NpelaBaHeTO Ha CUTHaja OT pelenropa 0 SAPOTO TMOCPEICTBOM MOTHUCKaHE Ha
MOCTTPAHCIAIMOHHOTO (ochopunupane Ha THPO3SUHOBU W/Win cepuHoBH octaThi Ha STAT. B
pe3yaTaT Ha TOBa Ce MOCTHra Obp30 MpernporpaMupaHe Ha T'€HHATa €KCIpecus MpoTHYalla 10
TO3W MOMEHT B KJIETKaTa

Upadacitinib e mokasan 3a Jie4eHHe HAa aKTUBEH MCOPUATHYEH apTPHUT MPHU BH3PACTHU MAIUCHTH
C HEJOCTAaThUeH OTIOBOP WJIM HEIMOHOCHMOCT KbM €IHO WM TMoBedYe Moauduuupaniu 0oiecTra
antupeBMatnyan JiekapctBa (DMARD). Upadacitinib Moxe aa ce m3moi3Ba KaTO MOHOTEPAITHS
Wi B KomOuHanus ¢ methotrexate.



[TpenoppuntennaTa mo3a upadacitinib € 15 mg BeTHBX THEBHO.

EdukacHoctra m Oe3omacHocTtTa Ha upadacitinib 15 mg BeaHBK THEBHO cCa OICHEHU B JIBE

paHJIOMU3UpPaHH, JBOWHOCIEIH, MHOTOLIEHTPOBH, IUIANe00-KOHTpoJIupaHu (aza 3 mpoyuBaHHS

IpU MAIMEHTH Ha BB3pacT 18 roAWHU WK MOBEYe C yMEpPEeH IO TeXbK aKTHBEH ICOPHATHYCH

apTpur.

s ABETC IPOYUYBAaHUA CC Ha6J'IIOI[aBaT KOHCUCTCHTHU OTTOBOpHU IIpM MOHOTCpaliusad HIN B

KoMOMHaIms ¢ methotrexate 3a MbPBHYHNATE U OCHOBHUTE BTOPUYHU KPAHU TOYKHU.
Edukacnocrra Ha upadacitinib 15 mg e goka3aHa He3aBUCHMO OT OLEHEHHUTE MOATPYIIH,

BirounTeiHO u3xoaeH BMI, m3xogen hsCRP wu Opoit Ha mnpeaxomaHuTe HEOMOIOTHIHH
DMARDs (< 1 nmm > 1).

2. buogormunu GMAPJI
OuakBa ce OMOJIOTMYHUTE CPEACTBA Jia MOBJIUAT WIM CIpaT KIMHWYHATA W peHTreHorpadcekara
eBOITIOIIHA Ha OoJyrecTTa. Bemukn OnonorndHm cpencTBa ce mpmiarat yernopenso ¢ MTX, u camo
IIPU ONPEEIICHU YCIOBUS CAMOCTOSITENTHO.
Haii-romsim e OposT Ha Ouosnormanute cpenctBa cpemty TNF-o, mocneaBanu OT TapreTHpaIiuTe
IL-12/23, IL-17A, 1IL-23, IL-6 u CD20. Ot 151X ¢ noka3aH edekt npu namuentute ¢ [IcA u [lc ca
NpEeCTaBUTENIM caMO Ha IbpBUTE TpuueTupu kiaca (aHtu-TNF-a, antu- 1L-12/23, antu- IL-17A
n antu [L-23). HesaBucuMo oT oOemiaBamuTe pe3ysiTaTd Te3W JICKAPCTBEHH IPOIYKTH HE
MOBIMABAT TpPUYMHATA 3a OoJjecTra (HEW3BeCTHA eTuoyiorus). ToBa TW ompenens Karo
nmaToreHeTHYHU JiedeOHu cpeacrBa. BMAPJI  (koHBeHIIMOHATHM W OWOJOTHYHHU) TEJST
MOBJIMSABAHE HA JIECTPYKTUBHUS MPOIEC U Ca HACOUCHU KbM PA3JIMYHH KOMIOHEHTH Ha UMYHHHS
OTroBOp (JIGKAPCTBEHUTE TMPOJYKTH, IOBIHMSIBAIIM 3B€HA B IATOTCHETHYHUTE Kackaad Ha
6onecrra). [IpekbCBaHETO HA JICUEHUETO, C KOWTO U Ja € OT TiAX, € CBbP3aHO C 00OCTpsiHE Ha
0osecTTa B pa3IndeH CPOK.
Bbnpekn pasnnyHuTE TEpaneBTUYHU CXEMH, NPH 3HAYMTENeH HpoueHT oT Oomaute c IICA,
aKTUBHOCTTA Ha OoJiecTTa nepcuctupa uinm ce uzsasssat HJIP.
Kbm momenTa TepaneBtuunara nupamuna Bkmoua HCIIBn, 'K (nmpu mokazanu nmauueHTH —
BBTPECTAaBHO WM JIOKaNHO), CBMAPJI u mpu HenoBnusiBaHE OT MOCJIEIHUTE WU NPU BHCOKO
aKTHBHA OOJIECT €THOBPEMEHHO ¢ TAX ce BkmouyBa OuosnormuHo BMAPJL. Ot nocnennute
peructpupanu 3a jedeHue Ha IICA ca nmpexacraButenu Ha aBeTe rpynu — aHTU- TNF-a u anTH-1L-
12/23 v aHTn-IL-17, IL-23.

Baxna pons B marorene3ara Ha IIcA wurpast T-xemmep 17 (Thl7) xnerkure. Te perymupar
OpUAOOUTHS UMYHHUTET CpeIly MUKpPOOH M ca (akTOpHU B Pa3BUTHETO HAa PA3IMYHH aBTOUMYHHHU
3a0onsaBaHusA. B kpailHUTe eTanu Ha ClIOXHA Kackajla ce CHUHTEe3Upar peauua npouHdIaMaTopHU
UTOKWHM U aHTHOTeHHU (aktopu - TNF-a, IFN-y, IFN-a, IL- 6, IL-1PB, IL - 12 w IL — 23, kamo
nocieonume 0ea paupwxkupar audepentmpaneto Ha Thl wu Thl7 xkmerku. Thl7 kneTku
npousBexaat [L-17A, IL-17F, IL-21 u IL-22. Te3u uHTEpIeBKUHU UTPASIT POJs B MMaTOreHe3aTa
Y Ha KOXKHUTE TposiBu U Ha [IcA.

K®M MoMmeHTa ce pa3paboTBaT MHOXKECTBO TEPAIUK, HACOYECHU KbM KJIETKU U IUTOKUHU B Thl7-
meauupanus et (IL-12/23, IL-17).

[To-mo6po pa3bupane Ha nmyHonaToreHesata [IcA, Bkmountenno ponsra Ha TNF-a n IL-12 n
IL 23, noBene mo pa3BUTHE HA 1IEJICBH OMOJIOTUYHM TepanuH (Tabnuma 2).

Taoauna 2. BMAPJI 1 ocHOBHUTE ITaTOICHETHYHN MEXaHU3MH, KOUTO ITOBJIHSIBAT

MTX antu TNF-a [CTLA-4 |antn-IL23/IL17 [Anti-CD20




11K | makpodaru || CD163 | T-xn. u || DCs 1 amomro3a Ha IIMH
T/B kneTkn JT x. | CD3 aktuBupa- || Th1/Th17 KICTKI
| CD4 (Thl) [HeTO HA || pMemopu | cporHOmenme  TH
| CD8 HauBHU T- ki1./CD20 MO3UTHBHH
\TH17 KJIETKU KJICTKH
| mwmpkymupamm — B-
KJICTKH;, BbB BTOPHYHHTE
TUMQOUTHN OpraHu?
[{uToxkuHu/ JIL-8 | MMP-13 (| IL-12/23]] DCs 1 amomro3a Ha I[IMH
Anxesuonnn || E selectin || MMP-3  |p40, Ho He || Th1/Th17 KICTKH
Mornexynu | ICAM-1 JICAM-I [ | Mmemopu | cvorHomenne T
| MMP-3 LIL-12/23 ! IL- k11./CD20 MTO3UTHBHY
LIL-17 12p35 KJIETKU
l IL- | umpxynupamu
1/8/10 KJICTKW; BbB BTOPUYHHUTE
TUMQOUTHN OpraHu?
| TNFa
| MCP-1
| IFN-y
T IL-5

[Tpunoxxennero Ha BMAPJI oBnajsBa cuMnToMUTEe W HaMallsiBa ABITOCpPOYHATA 3a00JI€BaEMOCT.
Brrpeku apcenana ot pazHoOOpa3HU JIEKApCTBEHU MPOAYKTH U papabOTBAHETO HA MPENOPHKHU 3a
neuyeHue Ha [IcA, 3HauuTeNneH MpoueHT OT OoMHUTE He ce mnoBnusBaT. [Ipu mpuoXXKeHUEeTo Ha
TNF-unxuburopu (Haii-uecto mpuiaraHoto ouonorudno yedenue npu IIcA) - 30% no 40% ot
MAIUEHTUTE Ca IbPBUYHU HOH-PECIIOHIBPH.

TNF-unxuduropu: adalimumab, etanercept, golimumab, infliximab, certolizumab pegol

Peructpupanurte 3a neuenne Ha [IcA TNF-o-unxuburopu o 2011 romuna, ca mpeaBUICHU B
npenopbkure Ha EULAR 2012 wu BrmrouBat adalimumab, etanercept, golimumab,
certolizumab u infliximab, u ca mokazanu edukacHocT npu [IcA, MOBIMABaKH KaKTO KOXKHHUTE
NpoMeHM Taka M 3acerHarure craBu. TNF-o-unxuOutopum  3a0aBaT/mpenoTBpaTsBat
pentrenorpadckute nmpomenu. Ilpe3 2013 r. ¢ uHAMKAIMS JIedeHHEe Ha BUCOKOakTHBEH [ICA e
perucTpupaH 1 LepToau3ymao.
Edukacnocrra Ha adalimumab, etanercept, golimumab, certolizumab wu infliximab e
JIEMOHCTpHpaHa B peiuiia IpOyYBaHusl.
TNF-o. ¢ kntouoe yumokun B T1atorefesara Ha [IcA:

v/ HHIyIEpAa CHHTE3 HA MPOBB3MATNTETHI [IATOKHHY;

4 CTUMYJIHMpa CKCIPCCHA Ha aAXC3UMOHHU MOJICKYJIM BbPXY IIOBBPXHOCTTA HA CHAOTCIIHU
" OPYT'U KIICTKH,

v/ NOBHIIABA CHHTE3a HA MATPHKCHH METAIONPOTCHHA3N;
v/ [OTHCKa CHHTE3a Ha MPOTEOTTHKAHM B CTABHHS XPYIIISIL;
v/ CTHMyIHpa OCTEOK/IACTHATA AKTHBHOCT.
Nuxubupanero Onomornynara epektuBHOCT Ha TNF-0 moTHCKa B pa3inyHa CTETeH BCEKU €HH

0T U30pOEHUTE MO-rope ePeKTH.
Jleyenue Ha I[IcA ¢ TNF-unxuéuropu
Ha ¢apmanesruunus nazap B bearapus ce mpezarar (ca ce npeaiaraim):
TNF-o uaxuburopu ¢ peumoypcanus 75% (MKb M07.1, M07.2, M07.3): _
e Adalimumab
e [Etanercept
e Golimumab




e Infliximab
e Certolizumab

Adalimumab e u3LAT0 YOBEIIKO PEeKOMOMHAHTHO MOHOKJIOHAJIHO aHTHUTsAJI0. He ce pasnnyaBa
o cTpykrypa u ¢yakius ot yoBemkus [gG1l. Cep3Ba ce cneruduano ¢ TNF- anda u 6mokupa
HeroBara OHOJOTMYHA (YHKIHS, KaTO BB3MPEISICTBA CBBP3BAHETO My PpEIENTOPUTE I10
MOBBPXHOCTTA Ha KIIETKUTE.
JlexapcTBeHa dopma: MHKEKIIMOHEH Pa3TBOP B MPEABAPUTEIHO HATBIHEHA CIIPHHIIOBKA,
cpabprkamia 40 mg adalimumab.
Jo3upoBka u HaunH Ha npuinokenue: 40 mg c. K. BCsSKa BTOpa CEAMMUIIA.
Knuanyna eukacHOCT: MOKa3aH € 3a JICYCHHWE Ha aKTUBHA M HampenHana ¢opma Ha [IcA mpu
BB3PACTHH, KOTaTo OTTOBOPBT KBbM  IpenxoaHaTa, Moauduiumpama  3aboysiBaHETO
aHTHpPEBMAaTUYHA Tepamnus, € Oui HegocTaTbueH. Jokazano e, ue adalimumab:

e HamalsBa Mporpecusira Ha TepudepHOTO CTaBHO YBpeXmaHe (BKJI. PEHTTeHOTpadCKm)

NP MALUEHTH C oauapTuKyiaapeH [IcA (chbc CHUMETPUYHO aHTaKUpPAHE HA CTABUTE), U
e 10700psiBa QYHKIIMOHATHHS KaIaluTeT;

¢ KJIMHUYECH OTTOBOP Ce MocTHra odndaitHo g0 12-ta ceqmuna. [Ipn BCHUKH NanMeHTH, IpH
KOWUTO HE ce HaOIlo/aBa CHTHU()UKAHTHO TIOJOOpPEHNE B paMKHUTE Ha MIbPBHTE 3 Mecela,
NPOIBIDKABAHETO HA JICUSHUETO C alaAIiMyMad TpssOBa BHUMATEITHO Ja ObJe MPELEHEHO.

Anamuvmyma0® TpsiOBa 5a ce W3MOJ3Ba 1O BpeMe Ha OpEMEHHOCT, caMO aKo € W3PHYHO
HeoOxomumo. He ce odakBar edekTH BBPXY KbBPMEHUTE HOBOpPOJEHH / KbpMadeTa.
CrnenoBarennno Adalimumab Moske aa ce U3IoJI3Ba 1Mo BpeMe Ha KbpMEHe.

Adalimumab ce npuara 3a nedenue Ha cinegaaute auarsosu: M07.1, M07.2, M07.3.

Infliximab npencraBisiBa XMMEpHO  MOHOKJIOHAIHO monoclonal aHTUTANO, ChHABPIKALIO
YOBEIIKM U MUIIN KOMIOHEHTH. CBB3Ba ce KaKTO C pa3TBOpUMATa Taka M ¢ TpaHCMeMOpaHHaTa
¢opma Ha TNF-a, koeTo Boau 10 MOTHCKaHE HA OMOJIOTUYHHUTE MY €(DEeKTH.

JlexapctBena dopma: [IpousBexna ce moj hopMara Ha aMITyJId 32 BEHO3HA HH(DY3HUS,
ceabpkanm 100 mg naDIIKCHMAO0.

Jlo3upoBKa W HAYWMH Ha OpHIOKeHWe: 5 mg/kg KaTo WHTpaBeHO3HAa WH(Y3Hs, CIel KOETO —
JIOMBTHATETHH WHQY3un B 103a 5 mg/kg Ha 2-Ta W 6-Ta ceammia ciel IbpBaTta WHQY3HS,
NOCJIeIBAaH OT UH(Y3UH HA BCEKH § CEIMHUIIN.

Infliximab ce mpuara 3a nedenue Ha cneaaute auarsosu: M07.1, M07.2, M07.3.

Etanercept e pastBopum peueprop 3a TNF (auMep oT u3BBHKJIEThYHATa YacT Ha JBa
petienitopa). B mupkynanusata kommneretnBHO ce cBbp3Ba ¢ TNF-o u TNF-f u Bp3npensTcTBa
CBBP3BAHETO MM KBbM PELENTOPUTE Ha KIEThUHATa MOBBPXHOCT, U KaTO CJEICTBUE OJIOKUpa
WHULMHAPAHETO HA Bb3NAJIUTENIHA KacKaja.

JlexkapcTBeHa ¢opma: mpax BbB (JIaKOHH, ChABpKaM 25 u 50 mg eTaHepUenT B KOMIUIEKT ChC
CIIPUHIIOBKH, C MIPEABAPUTEIIHO HAIBJIIHEH pPa3TBOPUTEN — BoJa. JIekapcTBEHaTa OMaKOBKa ChIbpKa
4 (pnakoHa eTaHepLENT U 4 CIPUHIIOBKU C Pa3TBOPUTEIL.

Jlo3UpoBKa ¥ HAaYWMH Ha NPUJIOKEHHE: NPHU BB3PACTHU €TAHEPLENT Ce Mpuiiara B 103a 25 mg nBa
I'bTU CEIMHMYHO. B oTmenHu ciydad € Bb3MOXKHO J1a c€ NMPWIOKU U B go3a 50 mg eauH ObT
CEMUYHO.

Knunnuna edukacnoct: Eranepuent npu mnamuentd ¢ [IcA momoOpsiBa KOHTpojda BBPXY
6onectHata akTuBHOCT. ETanepuent 3a0aBs craBHaTa yBpena. [Ipu nedenue ¢ eranepuent OOJHUTE
OTYHUTAT PEIyKIHs Ha OOJKaTa, OTOKA HAa CTABUTE U CYTpPEIIHATa CKOBAHOCT, KAKTO M 3HAYUTEIIHO
noJ00peHue B CHMIITOMHTE Ha KOXHOTO 3a00JisiBaHe omie Ha 4™ cenmuria, a mpu 50% ot GoHUTE
e nocturHat uajaexkc PASI75 Ha Tpetu Mecerr OT JIeUeHHETO.

Etanercept TpsiOBa na ce wu3MmoN3Ba MO BpeMe Ha OpPEMEHHOCT caMO MpU KaTeropuyHa
HeoOxoaumocT. JKeHuTe C aeTepojieH TMOTeHIHAl TpsOBa ga OOMHUCIAT H3IOJI3BAHETO Ha
MOAXOJIAIIa KOHTpALeNIus, 3a Ja u30erHaT 3a0peMeHsBaHE IO BpeMe Ha Tepamusara c
etanercept 1 B paMKHUTE Ha 3 CEAMUIM CIIE]l IPEKPATABAHE HA TEPAIUATA.




Moxe na ce oOMuciu ymorpeba Ha eTaHEpIEeNnT MO BpeMe Ha KbpMEHEe, KaTo ce B3emar
IPEeIBH] TOI3aTa OT KbPMEHETO 3a JACTETO U M0J13aTa OT TEePaIusTa 3a )KeHaTa.
Etanercept ce mpusara 3a jieyeHue Ha ciaennute auarHosu: M07.1, M07.2, M07.3.

Golimumab mnpescraBisiBa 4OBEHIKO MOHOKJIOHAJTHO PEKOMOMHAHTHO aHTHUTSIO OT kiac IgGlk.
OOpasyBa cTaOWJIeH KOMIUIEKC C pa3TBOpUMara M TpaHCcMeMOpaHHaTa (opMa Ha YOBELIKHUS
TNF-0, koeTo mpenoTrBparsBa CBbP3BAaHETO UM KbM PELENTOPUTE HA KIEThYHATA MOBBPXHOCT.
lonumymab e ¢ BHUCOK adUHUTET W HEyTpalu3upall Kananurer 3a 4voBemku TNF-a,
KOH(pOpMallMOHHAa CTAaOMJIHOCT M BHUCOKA pa3TBOPUMOCT, KOETO TIO3BOJISIBA Jla C€ IMpuiara
BEIHBXK Ha 4 CEIMUIIH.

JlekapcTBeHa (opmMa: MHXEKIIMOHEH Pa3TBOP B IMPEABAapUTENTHO HAITBJIHEHA Mucaika SmartJect

or 0,5 ml ceappxa 50 mg romumymald m momomHO BemecTBO - 20,5 mg copburon (E420).
Jlo3upoBka ¥ HayMH Ha mpwiokeHue: 3a jedeHue Ha [IcA romumymabd 50 mg ce mpuiiara
MOJIKOKHO BEIHBK MECEYHO, Ha eJJHa U cblla fara. [lanuentu ¢ tenecHo terno Han 100 kg. npu
KOHTO cjeq 3 10 4 103U He ce MOCTUTHE 330BOJIUTENICH KIMHUYEH OTTOBOP,MOKE J1a c€ 00Chan
MOBHILIABaHE Ha Jo3aTa Ha roaumymad a0 100 mg BeaHBXK MECEYHO, KaTo Ce B3eME INPEIBH]
MOBUILECHUAT PUCK OT ONPEIEIICHU CEPHO3HU HEXEJIaHW JIEKAPCTBEHU PEAaKLUMU IIPHU J103aTa OT
100 mg B cpaBHeHue ¢ no3ata ot 50 mg. [Ipu nanuentu 0e3 JaHHU 3a TEpaNeBTUUEH €PEKT Ciel
3 1o 4 nombiHUTENHA 1031 0T 100 mg MpoabIKaBaHETO Ha JICYCHHETO TPSOBA Ja ce TPEOIICHH.
Knunuuna edukacHOCT: TepaneBTUYEH OTTOBOp ce moctura 3-4 — meceuHo Jjedenue (cien 3-4
JI03M) — TIpH JIMIICA HA TaKbB B IMOCOYEHUS TIEPHOJ] JICYCHUETO TPsiOBa ja ce MPEOoLeHH, UIIH /1a ce
noBuM pAo3ara Ha 100 mg BeIHBXK MECEUHO.

[To-BucokaTa mo3a MOXKE Ja ce Mpwiara W npu mamueHTd ¢ terno Hax 100 kg (pucksT ot
onpenenenu cepuo3nu HJIP e mo-Bucok npu no3a or 100 mg B cpaBHeHue ¢ jo3ata oT 50 mg).
He ce mmxekTtupa nBOWHa 1033, 32 KOMIIEHCAIMsS HA MpoITycHara go3a. Ha 4™ cepmmuma ot
JICYEHUETO CbhC roiumymald OosiHuTe ce mnomoOpsBar (Opoii OTOYHM U OOJIE3HEHU CTaBH,
JAKTHIUT W CHTE3UT, HOKBTHH IPOMEHH M KOXXHO aHT@XKHpPaHE), pEeCI. e HaJIHIe
nooopeHue Ha KauecTBOTO  Ha JKUBOT H mo-7100pa  paboTOCIOCOOHOCT.
[Ipunoxkennero Ha roiuMymald HamalsiBa MPOrpecHsiTa Ha CTPYKTypHATa yBpeaa.

Golimumab ce npunara 3a neuenue Ha caeanute auarao3u: M07.1, M07.2, M07.3.

Certolizumab ¢ pexomOuHanTeH, xymanmsupaH Fab' antutsiio ¢parment cpenry TNF-o (He
ceabpka Fc-ydgacTpk), ekcmpecupan B Escherichia coli w  koHrormpaH-cBBp3aH C
nonuetmiienrnukon (PEG). Ilerunupanero 3abaBsi pasrpakmaHeTo Ha mnepTyinm3symad. CBbp3Ba
pastBopuMus TNF-a.

JlexkapcTBeHa dopma: MpenaBapuTeNIHO HambJIHEHa crpuHIOBKa (200 mg neprommzymad merodn/l
MJT) 32 €THOKPATHO ITOKOYKHO MPHIIOKEHHE.

Jlo3upoBKa W HAYMH HA MPWIOKEHHE: TpernopbhYBaHara jo03a npu Bb3pactau 400 mg /aaeBHO (2
WHKEeKTUpaHus) Ha ceqmura 0, 2P* »u 4™ u cnen ToBa eaHokpaTHo 1o 200 mg (moaabpikaria
703a) Ha Bcekw 2 ceamunu. He ce mpemoppuBa crimpaHe Ha chIbTcTBamaTa Tepamus ¢ MTX
(mpu BB3MOXKHOCT). MTX ce mpenoppyBa NpU BCSIKO OUOJIOTHMYHO cpenacTBo. [lammeHTHTe
NPOMYCHANMHM J103a TPsOBa Ja s1 MHXKEKTUPAT BeIHAra ClieJ KaTo CHU CIIOMHST W Jia TPOIBJDKAT
NPUIAaraHeTo Ha 2 CEIMHIM OT HOBATa Jata.

Knnanyna euKacHOCT: KIMHUYHOTO TOAOOpEHHe OOMKHOBEHHO C€ MOCTUTA B paMKHUTe Ha 12-
ceMUYHO JiedeHue. JleyeHneTo ¢ neproiausymad MHXUOWpa peHTreHorpadckaTa M KIMHUYHATA
nporpecus.

[lepcnextuBHO chOMpanuTe aAanHu oT Haa 500 OGpemenHoctH, ¢ ekcrnoszuuusi Ha Certolizumab
pegol, ¢ u3BecTeH M3X0J Ha OpeMeHHOCTTa, BKiItouBamy Haja 400 OPEeMEHHOCTH, C SKCIIO3UIIHS
npe3 MbPBUS TPUMECTHP, He Toka3BaT MapopmaruBeH edekt Ha Certolizumab pegol. Benpekn
TOBa, HAJIMYHHUAT KIMHHYEH ONUT € MPEeKaJeHO OTPaHMYeH, 3a Jia Ce 3aKJIOYH, C pa3yMHa
CUTYPHOCT, Y€ HsIMa yBEIMYCH PHUCK, CBhp3aH ¢ mpmiaranero Ha Certolizumab pegol mo Bpeme
Ha OpemenHocT. Certolizumab pegol TpsiOBa fa ce u3mon3Ba Mo BpeMe Ha OPEMEHHOCT caMoO MpH
kimmHuaHa  HeoOxommmoct. CRIB  mpoyuBane —  TPOCTHEKTHBHO, ITOCTMAapKETHHTOBO,
(hapMaKOKMHETUYHO TPOYYBAaHE C JM3aliH 32 TOYHA OLICHKAa HAa HUBOTO HA IUIAIICHTEH TpaHQep
Ha CZP ot maiikure kbM aemnara. CZP e mokasan JTumcBai o0 MUHUMAJICH TUTAIleHTapeH TpaHcdep
(<0.1%).




Cimzia Moke Ja ce mpuiara nmpu KbpPMEHe, a TI0 BpeMe Ha OpEeMEHHOCT caMO TMpH KIMHUYHA
HEOOXOMMOCT.
Certolizumab pegol ce mpuara 3a nedenue Ha ciegaute quaraosu: M07.1, M07.2, M07.3.

Buononoduu JekapcTBeHU MPOAYKTH, chAbpxkaiu infliximab.

CeriacHo msnuckBanusTa Ha EMA O6uonogqo0HUTE JeKapcTBEHU MPOAYKTH ClieABa J1a MPEACTaBST
JaHHU OT KIWHUYHU U3MWUTBAaHUS B 2 OCHOBHM WHAMKAIMM, BB3 OCHOBAa Ha YHUATO
JIOKQ3aTEJIICTBEHOCT C€ TMpaBH EKCTpamojalus 3a OCTAaHAIMTE TOKa3aHWs, BaJIMIHU 34
pedepenTHuUs ekapcTBeH npoaykT. Ono0peHu ca aBe ocHoBHM uHAMKanmuu PA u AC (mpoyueHa
€ B KJIMHUYHY U3MHUTBAHUS), M Ca PETUCTPUPAHHU U 3a jieueHue Ha [IcA.

HNutepaeskun (IL)-12/23 naxuduropn

IL-12 wu IL-23 ca xeTepoauMepHH IUTOKWHU, CEKPETUPAHH OT aKTUBUPAHU AHTUTCH-
MIPECTABANIN KIETKH, HapuMep Makpodaru u ASHAPUTHU KIETKU. M 1BaTa IMTOKMHA ydacTBat
B UMyHHH mpouecH. IL-23 e KiII040B IMTOKHMH B Ipolieca Ha akTuBupaHe Ha Thl7 kietku u
npousBojacTBoTO Ha IL-17 ®w npyru mnpo-Bp3nanuTenHu IuTOkWHU, a [L-12 - crumynupa
kietkute ecrectBenn yowiinm (NK) m mpenmssukBa audepennumanuara Ha CD4 + T kiueTkute
kbM T 1 xemmepen (Thl) ¢penorum, 1. €. u B Thl-menquupanus Bb3naanTeICH IIBT.

Ao6HOopMmHara perymamus Ha IL-12 m IL-23 ce cBbp3Ba ¢ MMyHHOMEIUHpPAHU OOJECTH KaTO
NICOPUA3UC U IICOPUATUYEH apTPHT.

Ustekinumab ¢ mmsuio woBemko IgGlk MOHOKIOHATHO aHTUTsUIO cpemy 1L—12/23,
NPOM3BEICHO B MHUEIOMHA KJICThYHA JIMHUS HAa MUIIKH C TIoMomTa Ha pexoMmOuHanTHa JIHK
texHonorus. CBbp3Ba cnenuduaHo obmara nmporenHoBa cyoenunnma p40 va gosemku [L-12 u
IL-23, npenotBpatsiBa cBbp3BaHeTo Ha p40 ¢ IL-12RPB1 peuenTopHus mpoTeuH, pa3nojoKeH Ha
MOBBPXHOCTTA HA IMYHHHUTE KJICTKH, HO HE MOBJIHMABA BEYe CBbpP3aHUTE C perenTtopa cu 1L-12/23,
T.€. MQJIKO BEPOSTHO € YCTCKMHyMal Ja yd4acTBa B KOMIUIEMEHT- HJIU aHTUTSJIO-MEIUUpaHaTa
IIUTOTOKCUYIHOCT. YCTeKnHyMa0 oka3Ba cBouTe kimHWYHH edektrn mpu [lc m ITIcA upes
npekbeBane Ha mbTHmara Ha Thl- u Thl7-aconnupannte mUTOKMHN (OCHOBHU 32 Pa3BUTHETO HA
Te3H JiBe OonecTn).

JlekapctBena ¢opma: Ustekinumab 45 mg WHXEKIIMOHEH pa3TBOpP B MPEABAPUTEITHO HAITbIIHEHA
CIPUHLOBKA. Pa3TBOpBHT € OMCTBp [0 JIeKO OmajieCleHTeH, Oe3lBeTeH A0 Onemaoxbat. [a ce
chxpansBa B xmagwiHuk (2°C — 8°C). Jla He ce 3ampassiBa. [IpenBapuTellHO HambJIHEHATa
CIPUHIIOBKA C€ ChXpaHsIBa B KapTOHEHAaTa OMAKOBKA, 32 Jia CE Mpelana3d OT CBETIHHA. AKO €
HEOOXO0IMMO, OTACITHHUTE MPEIBAPUTETHO HAIBJIHEHH CHPUHIIOBKM MOXE Ja ce ChbXpaHsABaT IpHU
craitna temmneparypa g0 30°C. IlompoOHM HMHCTPYKIMM ca TIPEJOCTAaBEHH B JIMCTOBKAaTa 3a
MalUCHTA.

Jlo3upoBka u HauWH Ha mpuioxkeHue: [IpenoppuBanata no3mpoBka Ha Ustekinumab e HagamHa
no03a oT 45 mg, mpuiio’KeHa MOJKOXHO, MOcJeBaHa oT J103a oT 45 mg 4 ceaMUIM MO-KBCHO U
clel ToBa Ha BCEKW 12 ceamuiy. ANTEpHATHBHO, NpU MAlMeHTH ¢ TenecHo Termo > 100 kg,
Moxe na ce u3noasear 90 mg. [lpu manueHTH, KOUTO HE ca Ce MOBIMUSIM OT JICYCHHETO A0 28
ceIMUIIM TpsAOBa J1a ce OOMUCIH ITPEYCTaHOBSIBAHE HA JICUYCHHUETO.

Knuanuna edukacHoct: Jlokazano e, ge Ustekinumab momgoOpsiBa mpu3HAIMTE ¥ CHUMIITOMHTE,
(U3NYECKOTO ChCTOSIHUE U CBBP3aHOTO ChC 3/IPAaBETO KAYECTBO HA KUBOT M HaMaJlsiBa CTEIIEHTa
Ha rporpecus Ha rnepuepHOTO CTaBHO yBPEXJaHE MPU BH3PACTHH NAIIUEHTH C aKTUBEH PsA
[punoxeHue B CHCIMATHA TPYIIH:

Crapuecka Bb3pacT (> 65 roaunn) He e HeoOXoaumo kopurupaHe Ha o3aTa MpH HMAalUEHTH B
cTapyecka Bb3pacT.

br6peuno u yepHoapoOHo yBpexkaane Ustekinumab He e mpoyuBaH mpHu Te3u MOIMYJALUU
nareHTH. He MoraT fa ce HarpaBsIT IpenopbKH 3a JT03UpPaHe.

Ustekinumab ce mpunara 3a nedenue Ha criegaurte aquarsosu: M07.1, M07.2, M07.3.



HNurepaeskun (IL)-17A uHxudéuTopu

Secukinumab e pekOMOMHAHTHO W3IIIO YOBEIIKO MOHOKJIIOHAIHO aHTHTIO OT kimac IgGl/x,
HAaCOYEHO CEJIEKTHMBHO KbM HHTEpsieBKUH-17A. [lomydeH € OT KJIETKM OT AWYHMK HAa KUTaWCKH
xamcrep (CHO). Cekykunymab neiictBa kato ce cBbp3Ba ¢ IL-17A wm 1O HeyTpanmsupa,
nHXuOupaiiku B3aumoeiicteuero My ¢ IL-17 peuenTtopa, KOWTO ce eKcrpecupa BbpXY pa3IudHU
BHJIOBE KIETKA. B pe3ynrar Ha TOBa CEKyKMHyMal TMOATHCKAa OCBOOOKIaBAaHETO Ha
npouH(pIaMaTOPHU IIUTOKWHU, XeMOKHHHM U MEIUATOPH Ha ThKaHHA yBpeaa u HamansBa IL-17A-
MEIMHPAHOTO 3BEHO B PA3BUTHETO HA ABTOMMYHHHUTE M BB3MAIUTEIHUTE 3a00ISIBAaHHS.
JlexapctBena dopma: Secukinumab e moj ¢popmaTa Ha MHKEKIIMOHEH Pa3TBOP B MPEIBAPUTEIHO
HanbJHEeHa nHcanka (SensoReady mnmcanka). Bceska mnpeaBapurenHo HambJIHEHA MHCANKa
cpabpka 150 mg cexykunymad (secukinumab)* B 1 ml.

Secukinumab, camocTosTenHo uinu B komOuHamus ¢ MTX, e moka3aH 3a JiedeHHE Ha aKTUBEH
TICOpUATHYEH apTPUT MPH BH3PACTHU MALMEHTH, IPU KOUTO MpeamecTBamara tepanus ¢ BMAPJI
¢ Onsa HeaJleKBaTHa.

Jo3upoBka ¥ HauuH Ha npuiokeHue: Ilpu mammentu ¢ [IcA ¢ ymepeH 10 TeXbK IUIaKaTeH
MICOPUA3UC WU T€3U, KOUTO HE ca ce MOBJIMSIIN aJIeKBaTHO OT mpoBeaeHaTa aHTu-TNFo tepanus,
npenopbunTenHaTa no3a ¢ 300 mg, noa ¢opmaTta Ha MOAKOXKHA MHKEKLHUSA, KaTO MbPBOHAYAIHO
ce mpuiara Hacumam@a go3a Ha ceamuna 0, 1, 2, 3 u 4, a BOOCIEACTBUE KATO €XKEMECe4YHa
nojIbpokaiia no3a. Beska mo3a ot 300 mg ce mpuiara KaTo JBE MOJKOXHHU WHXKeKIuu oT 150
mg.

[Ipu ocTraHamuTe MAMEHTH MpENOpbYUTETHATA 1032 € 150 mg, npuitokeHa KaTo MbPBOHAYAIHO
ce mpuiiara Hacuiama jgo3a Ha cenvuina 0, 1, 2, 3 u 4, a BHocieACTBHE KaTO €KeMeceyuHa
MoJIbpoKaia 03a. Bb3 ocHOBa Ha KITMHUYHUS OTTOBOP J103aTa MOXe /a ce nmoButn J1o 300 mg.
Knunununa edukacHoct: Jleuenueto cbe Secukinumab Boau J10:

® 3HAYMMO MMOJ0OpPEHHE Ha MOKA3aTEINTE 32 AKTUBHOCT Ha 3a00JSIBAHETO CHPSAMO TUIaneoo

Ha cenMuua 24.

e 3arouBa Jia JIelicTBa Ha cenMuIa 2.

e craructuuecku 3Hauuma pasnuka B ACR 20 cnpsimo miane0o ce moctura Ha ceamuna 3.

e pHXHMOMpa peHTreHorpadckara mporpecusra Ha CTPYKTYPHHTE YBPEKTaHUS 1o 2-ta

rO/IMHa,

e noaoOpsiBa pusnueckara GyHKIMS HA MALUEHTUTE

® 3HAYMMO MOAOOPSIBA CBHP3AHOTO ChC 3/IPABETO KAYECTBO HA KUBOT

e BOAM J0 OOpaTHO pa3BUTHE HA JAKTHIINTA M €HETE3UTa
Kakrto npu manueHTure, mpu KOUTO He € npoBexkaana antu-1TNFo Tepamnus, Taka U MalMEHTHTE C
HE3aJI0OBOJIUTENIEH OTroBOp KbM aHTU-TNFa Tepamus, nexkyBanu cbe Secukinumab ce HabOmromaBa
3HAYHUTEJHO MO-BUCOK JISUT HA TIOCTHTHAT TEPANleBTUYEH OTroBOp oleHeH ¢ kputepuure ACR 20
cpsiMo anebo Ha ceamuua 24, kato npu HernpoBexnanute aHTU-TNFo Tepanus ce HabOronaBa
MAJIKO TI0-BHCOK IPOLIEHT Ha IIOCTUT'HAT TePAleBTUYEH OTTOBOP.
Secukinumab mpeBw3x0okaa mianedo Ha cenmuna 16 mpu Mcopuasuc Ha HOKTHTE. Y CTAHOBEHO €
3HAYUTEIIHO TOJO0OpEeHHe CHpsSMO H3XOAHOTO HUBO B MHpaekca, OIEHsSBAN] TEXECTTa Ha
ncopuasuca no Hokture - Nail Psoriasis Severity Index (NAPSI %) npu manumenTu ¢ ymepex 10
TEeXBK TUIAKATEH MCopHua3uc che 3acsiraHe Ha HokTuTe. MAXIMISE e mbpBOTO pangoMHu3UpaHo
KIMHUYHO H3MUTBaHE, OIEHABAII0 edekra Ha OMOJOrMYHO JieueHHe Npu manueHtd ¢ [IcA u
akcuaiHo 3acsrane. Secukinumab 300 u 150 mg ocurypsiBa 06p3 1 3HaunM ASAS20 oTroBop Ha
cenmuna 12 cipsmo mane6o.
Ynorpeba mpu cnenuanHu monynanuu: JluncBar GpapMakOKMHETHYHH JTAHHHU TPH TALUCHTU C
OBOpEeYHO MM YEPHOAPOOHO YBPEKIAHE
HmyHoreHHocT: B KIMHMYHWTE W3MUTBAHMSA TPH TICOPUA3UC, IICOPUATHUEH AapTPUT U
aQHKWJIO3MpAll CIOHAMIUT, MOo-Malko oT 1% oT OonHuTe jnekyBaHu ¢ Secukinumab oGpa3sysar
aHTHTeNIa KbM CEKYKHMHYMa0 B paMKHUTE Ha 52-CeIMUYHHS NIEPUO]] HA JICYCHHUE.
HeoOxonumo e moBuIleHO BHMMaHME NpU Ha3HayaBaHe Ha Secukinumab mpu ManueHTH C
XPOHUYHU M PEUUAUBHUPAIIN HHPEKIINH, TAIIUEHTH C YyBCTBUTEITHOCT KBbM JIATEKC
IIpoTBONIOKA3aHUS:




BpemeHocT, KbpMEHE, aKTUBHA TyOEpKylio3a, PEaKIMu Ha CBPBXUYYBCTBHUTEIHOCT, 00OCTpEHA
XpOHWYHA WHQEKITHS,

I[lpy OGomam ¢ JaTeHTHa TyOepKyso3a TpsOBa J1a ce OOMHCIM TIPOBEXKIAHETO Ha
MIPOTUBOTYOEPKYJIO3HA TepaIvsl TPe/Iu 3a1I0YBaHe Ha JICYeHUETO Che Secukinumab.

Secukinumab ce mputara 3a jnedenue Ha cinegaaute auarsosu: M07.1, M07.2, M07.3.

IOBenmnen ncopuarnaen aptput (FOIIcA)

Secukinumab, camocTosiTenHo wim B komOuHaIus ¢ metorpekcar (MTX), e mokaszaH 3a JiedeHue
Ha aKTUBEH IOBEHWJICH MCOPUATUYCH apTPUT MPHU MALUEHTH HA BB3PACT HA U HAJ 6 TOJUHHU, MIPH
KOUTO 3a00JIIBaHETO MMa HEAOCTaThbYHO NOBIHMSIBAHE, HJIM HMMaT HEMOHOCHMOCT, KbM
KOHBEHILIMOHAIHA TPl

Ixekizumab, [gG4 MOHOKIIOHATHO aHTHUTSIIO, TIOKA3aH 3a JICYCHUE Ha YMEPEHO TEXBK J0 THKBK
MJaKaTeH T[ICOPUA3uC TMPH BB3PACTHH, KOWTO Ca TMOAXOASAIIM 3a CHCTEMHA Teparusl.
CamocrosTennHo Wi B KomOuHaiusi ¢ MTX, e mokaszaH 3a JjedeHHWe Ha aKTHBEH INCOpHUATHYCH
apTPUT MPHU BBH3PACTHU TMAIMEHTH, KOUTO CE MOBIMSABAT HEJIOCTATHUYHO WJIM MMAaT HEIOHOCUMOCT
KbM €JHA WM TOBEUYE Tepanmuu C MOAMQHUIMpamy 00JiecTTa aHTUPEBMATOUIHHU JIEKApPCTBA
(DMARD).

JlosupoBka: IlpenopbunTenHara 103a OpH IJIakateH mcopuasuc € 160 mg kato moAKOXKHA
nmxeknus (aBe nmkekuu mo 80 mg) Ha ceamuna 0, mocneaBana ot 80 mg (eaHa WHXKEKIHS) Ha
cenqmuna 2, 4, 6, 8, 10 u 12, cnex koero nmoaabspxkamia go3a 80 mg (elHa MHXKEKIUs) HA BCsKa 4-
Ta CeAMHUIIA.

[Ipu ncopuaTuyeH apTpuT, NpenopbyYUTENHaTa 1032 € 160 mg KaTo MOJKOKHA WHXKEKLUS (aBeE
nmkekuu mo 80 mg) Ha ceamumna 0, mocmeaBaHa ot 80 mg (eqHa MHXKEKIUSA) Ha BeAka 4-Ta
CeJMHMIIA Clie]] TOBa. 3a MALMEHTUTE C TNCOPHATUYEH apTPUT U CHI'BTCTBAL YMEPEHO TEXKbBK 0
TEXBbK IUIAKATEH ICOPHA3HC NpPENOpPhUYUTEIHATA CXeMa Ha MpHIaraHe € Chllara KakTo 3a
IUTaKaTeH IICOPHa3HC.

Penrtrenorpadckara mporpecusi Ha YBPEXKIAHETO Ha CTaBuUTe ce moTucka ot Ixekizumab Ha
24-ta ceMULIA U MPOLEHTHT HA MALMEHTUTE 0e3 peHTreHorpadcka Mporpecust Ha yBPEXkKIaHETO
Ha CTaBUTE (OMpEeNIEHO KaTo MPOMsSHA OT m3XoAHOTO HHBO B MTSS <0,5) ot panmommusarusaTa
no 24-tara ceamuna e 94,8% 3a nexyBanute c Ixekizumab Q2W (p<0,001), 89,0% 3a
nexyBanute ¢ Ixekizumab Q4W (p=0,026), 95,8% 3a nexyBanute ¢ amamumymad (p<0,001),
BCHUKH cpaBHeHH C 77,4% 3a mnomywaBanute mane6o. IIponeHThT Ha mnamueHture 0e3
peHTreHorpadcka mporpecuss Ha YBPEXKIAHETO HA CTaBUTE OT paHIOMHU3aIMiITa A0 S52-Ta
cenmuiia ¢ 90,9% 3a mnane6o/ Ixekizumab Q4W, 85,6% 3a Ixekizumab Q4W/Ixekizumab Q4W
u 89,4% 3a aganumyma6/ Ixekizumab Q4W.

Ixekizumab npeBb3xoxkaa ADA mo oTHomeHue Ha mbpBUYHATa 1en Ha u3nutBaneto (SPIRIT-
H2H): eanoBpemenno mnocturane Ha ACR 50 u PASI 100 ortroBop Ha cenmuma 24.
Ixekizumab nokaszBa cbuio Taka HemHpepuopHocT kbM ADA no ACR 50 u npeBb3X0JCTBO MO
PASI 100 Ha cemmunia 24, KOMUTO Cca OCHOBHHUTE BTOPUYHM KpaHM TOYKM B HM3MUTBAHETO. -
(Bxmroueno B KXIT).

Jleuenueto c¢ Ixekizumab HamamsiBa epuTema, YIUTBTHSABAHETO U JECKBaMaIUATa, KOUTO
NPUCHCTBAT B JIC3UUTE HA TUIAKATCH IICOPHA3HC.
Ixekizumab ce npunara 3a nedenue Ha ciiegaute auarunozu: M07.1, M07.2, M07.3.

Bimekizumab ¢ xymanuszupano IgGl/K MOHOKJIOHATHO AHTHUTSIO, KOETO CEJIIEKTHBHO Ce
cBbp3Ba ¢ BUCOK aduuuter kbM 1uTokuHu IL-17A, IL-17F u IL-17AF, xaro OGmokupa
B3auMojieicTBUeT0 UM C penentopaus komrmiekc [L-17RA/IL-17RC. IloBumenure
koHueHTpauuu Ha IL-17A u IL-17F y4actBar B maroreHe3ara Ha HAKOJKO MMYHOMEAUHPAHU
BB3MAJTUTENIHN 3a00JIIBaHUs, BKJIIOUMTEIHO IUIAKATEH IICOPUA3KC, ICOPUATUYECH apTpUT U
akcuanieH conaunoapTpur. IL-17A u IL-17F geiicTBaT CbBMECTHO W/WJIM CUHEPTHYHO C IPYTH
uH(]IaMaTOpHU IMTOKMHU 3a WHAyIUpaHe Ha Bb3nameHue. IL17-F ce mnpousBexna B
3HAUUTEIHO KOJMYECTBO OT KJIETKUTE Ha BPOJACHUS UMYHUTET. ToBa MPOU3BOACTBO MOXKE Ja €
He3aBucuMo ot [L-23.



Bimekizumab wunxuOupa npoBB3NAIUTEIHUTE LUTOKHHU, KOETO BOAU JIO OBJAJsBaHE Ha
BB3MAJICHUETO Ha KOXAaTa U MOCJIeIBall0 HaMaJlsiBaHEe Ha JIOKAJTHOTO U CUCTEMHO Bb3MaJIEHUE U
B pe3yiATaT Ha TOBa N0 MOJOOpPEHHE Ha KIMHUYHUTE TMPU3HAIM U CUMITOMHU, CBBP3aHH C
IICOpHA3UC, ICOPUATHYUEH apTPUT U aKcHalleH coHauinoapTpuT. [Ipu in vitro Moaenu ce BIXKIA,
ye Bimekizumab muxuGupa cBbp3aHaTa ¢ ICOpUA3UC T€HHA EKCIIpecus, MPOU3BOJCTBOTO Ha
UTOKUHY, MUTpAIMsATa Ha BB3MAJIUTEIHU KIETKM W MarojoruyHata ocrteorene3a 10 B mo-
roJisiMa CTeTeH, OTKOJIKOTO Mpu MHXHOupaneTo camo Ha IL-17A.

Jo3upoBka M HayuMH Ha mnpuio:keHue: [IpenopbuntenHara a03a 3a Bb3PACTHU
NaIMEeHTH ¢ aKTUBEH IcopuaTHueH apTput € 160 mg (mpunaraHa kato | MOJKOKHA MHKEKIHS
ot 160 mg) Ha Bceku 4 ceamunu. [Ipu marueHTH ¢ MCOpuUaTUYEH apTPUT ChC CHITBTCTBAIIA
yMepeHa 10 TexKa (opma Ha IJIaKaTeH MCOpPHa3uC, MPEMopbYUTENHATA 1032 € ChIlaTa KaKTo
MpH T1aKkaTeH ncopuasuc [320 mg (mpunarana kaTo 2 MOJKOKHHA MHXEKIUK o 160 mg Bcsika)
Ha ceamuna 0, 4, 8, 12, 16 u Ha Bceku 8 ceamunu cien topal. Cnen 16 ceqmuuu ce npenopbryBa
penoBHA OlLleHKa Ha e(hUKAaCHOCTTAa U aKo HE MOXe Ja ObJie MOJAbpKaH AOCTaThueH KIMHUYEH
OTIOBOp B CTaBUTE, MOJKE J1a ce 0OMHUCIIN TpeMUHaBaHe KbM 160 mg Ha BCeKH 4 CEIMHUIIH.

Eduxacnoctra m 6e3onacHoctra Ha Bimekizumab ca nemoHcTpupaHu HE3aBUCHMO OT
BB3pACT, IOJI, paca, TEJIECHO TErJI0 Ha M3XOJHO HUBO, 3aCETHATH OOJACTHU OT IMCOPUA3HC HA
M3XOAHO HMBO, M3X0oAHO HHMBO Ha CRP, mpoabmxuTenHocT Ha 3a001sBaHETO W TPEIUIITHA
ynmorpeba Ha cDMARDs. U B aBere npoyuBanus(BE OPTIMAL u BE COMPLETE) ca
HaOro1aBaHu MOJ00HM OTrOBOPH IpH JedueHue ¢ Bimekizumab, He3aBucuMo OT TOBa manu
MAaIMEHTUTE ca OMIIN WM He Ha ChIIbTCTBAIO JieueHrne ¢ cDMARDs, Bximrountensao MTX.
Bimekizumab ce mpunara 3a nedenue Ha ciennute quardosu: M07.1; M07.2; M07.3 (PsA)

HNurepaeskun (IL)-23 unxuburopu

Guselkumab e usmso woBentkn umyHormoOynH G1 nmam6na (IgG1A) MOHOKIIOHAIHO aHTHUTSIIO
(mAb) kbM nporenHa uHTepsneBkuH (IL)-23, monmyyeHO B KJIETKM OT SIMYHMIM Ha KUTACKU
xamctep (CHO) upe3 pexombunanTHa JIHK TexHOMOTHS.

Guselkumab npunokeH caMocToATeIHO Wiu B KomOuHauus ¢ metorpekcat (MTX), e mokasan 3a
JieYeHHEe Ha aKTHBEH ICOPUATHYCH apTPHUT MPU BB3PACTHH MAIMEHTH, KOUTO HE Ca Ce MOBJIUSIN
JOCTAaTh4YCHO WU Ca MPOSIBHIM HETMIOHOCHMOCT KbM MPEAIISCTBAIIA TEPANuUs ¢ MOIUPHUIIMPAIIO
Oonecrra antupeBMaTuyHO JsekapcTtBo (DMARD). Guselkumab e mokasanm 3a ledeHne Ha
YMEpPEeH 10 TeXbK ICOPHA3UC C IUIaKH MPH BB3PACTHU, KOMTO Ca MOJIXOMSANIM 32 CHCTEMHA
Teparnusi.

Guselkumab ce cBbp3Ba cenekTBHO ¢ mpotenmHa wuHTepieBkuH 23 (IL-23) ¢ Bucoka
cneuuduanoct U apunuteT. Guselkumab nHxuOupa OmoaktTuBHOCTTA Ha IL-23 upe3 Grokupane
Ha B3auMozelcTBuero ¢ peuenropa IL-23 Ha kieTpbuyHaTa NOBBPXHOCT, KaTO Taka IPEKbCBA
CUTHAJIM3UPAHETO, AaKTHBHPAHETO M KacKajgaTa Ha IMTOKWHHTE, Meauupanu ot [L-23.
Guselkumab oka3zBa KIMHUYHM €(EKTH BBPXY IUIAKOBHS NCOPHA3UC M TICOPUATHYHHS APTPUT
MOCPEACTBOM OJIOKMpaHe Ha MbTSA Ha nuTokuHa [1L-23.

JlexapctBena ¢opma: Guselkumab e mox gopmara Ha WHKEKIIMOHEH Pa3TBOP B MPEIBAPUTEITHO
HaIThJIHEHA MMUCATIKa C €MHUYHA J103a. Beska mpenBapuTeIHO HAITBIHEHA Mucaiika chabpika 100
mg Guselkumab B 1 ml pasztBop.

Jlo3upoBka: Ilpemopruntennara no3a Ha Guselkumab e 100 mg, mpuimoxeHa 4Ype3 IMOAKOKHA
umxeknus Ha Ceamuim 0 u 4, mocienBaHo OT MOJIbpKalia Jo03a Ha Bceku § ceamuiu. [lpu
NalMeHTH C BUCOK PUCK OT YBpEXKJAaHE HA CTaBUTE CIIOpEe] KIMHUYHATA MPEIeHKAa MOXKe J1a ce
oOMucnu mnpuiaraHe Ha jgo3a 100 mg Ha Bceku 4 ceamuuu. TpsOBa ma ce oOMuciIu
NpeyCcTaHOBSBAaHE HA JICYCHHWETO NPHU MALMEHTH, KOUTO HE ca ce MOBIWSIIN ciell 24 ceMUIM Ha
JIeYEeHUe.

Knunnyna edukacHoct:

Guselkumab nokasBa nomgoOpeHue Ha NMpPU3HALUTE U CUMITOMHTE, (pU3NUEcKaTa QyHKIUSA U
CBBP3aHOTO ChC 3/PAaBETO KAYECTBO HA JKMBOT M HAaMaJsiBa CKOPOCTTA HAa MPOTPECUPAHE Ha
nepudepHUTE CTABHU YBPEKIAHUS MPU BH3PACTHU MAIUEHTH C aKTUBEH PSA.

Jleuennero ¢ Guselkumab Bogm 10 3HaYMMU MOAOOpPEHHUs B TOKAa3aTeNUTe 3a OOJIeCTHA
aKTUBHOCT B cpaBHEHUE ¢ rutanebo Ha Ceamuna 24.




Nma no-ronsim mpoueHT Ha mauueHture ¢ orroBop ACR 20 B rpynure Ha Guselkumab B
cpaBHeHHUeE ¢ Tuianebo oie Ha Ceamuiia 4 ¥ pa3uKara B JICUEHHETO IPOAbIKaBa J1a HapacTBa
¢ TeueHue Ha Bpemero 1o Cenmuna 24. B nBere OCHOBHM pErMCTpallMOHHU IPOYYBaHUS,
DISCOVER 1 u 2, ce HabmrogaBa moio0peHne mpu BCUYKA KOMITOHEHTH OT ckopa mo ACR,
BKIIIOUMTEIIHO OIICHKa Ha Oonkarta or manueHta. Ha Cemmuna 24 u B ABEeTE€ MpPOYyYBAHUS
JeTBT Ha MalUeHTUTE, TOCTUTHATM OTTOBOp Mo Moauduuupanu PSA kputepuu 3a OTroBOp
(PsARC), e mo-ronsim B rpynure Ha Guselkumab B cpaBHenue c¢ mane6o. OTroBopure
PsARC ce nopgnwpxat ot Cenmuiia 24 no Ceamuua 52 B DISCOVER 1 u Cenmunia 100 B
DISCOVER 2.

Guselkumab noBnusiBa TakTUINTa U €HTE3UTA, KaTO PE3yJTaTUTE ca OIICHEHU BBH3 OCHOBA Ha
coopan manHu oT mpoyuBaHusTa DISCOVER 1 u 2. Ha Cenmuna 24 cpen mamueHTHTE C
JAKTUIUT Ha U3XOJHO HUBO JIETbT HAa YYaCTHUIIUTE C OTIIyMsIBaHE Ha JAKTHJIUTA € MO-TOJISIM
B rpymara Ha Guselkumab q8w (59,4%, p<0,001) u rpynara na g4w (63,5%, p=0,006) B
cpaBHeHue ¢ toiare6o (42,2%). Ha Cenvuia 24 cpen mandeHTUTE ¢ €HTE3UT Ha M3XOJHO
HUBO JCNBT HAa YYaCTHHIINTE C OTIIYMSIBaHE HA EHTE3MTa € IMO-TOJIIM B Tpylara Ha
rycenkymad q8w (49,6%, p<0,001) u rpymara Ha g4w (44,9%, p=0,006) B cpaBHeHuE ¢
riane6o (29,4 %). Ha Cenqmuna 52 ce moaabpka MPOLUEHTHT Ha YYaCTHUIIMTE C OT3By4YaBaHe
Ha pakTuinta (81,2% B rpynara Ha q8w u 80,4% B rpynara Ha q4w) u Ha eHTe3uta (62,7% B
rpynara Ha q8w u 60,9% B rpynata Ha q4w). B DISCOVER 2 npu y4acTHULINUTE C JaKTUIUT
Y CHTE3UT Ha U3XOJHO HUBO MPOICHTHT Ha MAIMEHTUTE C OT3By4YaBaHe Ha maktuiuTa (91,1%
B rpymnara Ha q8w u 82,9% B rpymara Ha q4w) U Cc oT3ByuaBaHe Ha eHte3uta (77,5% B
rpynara Ha q8w u 67,7% B rpynara Ha g4w) ce noaabpxka Ha Cenmuna 100.

OtroBopute, HabmogaBaHu B Tpynure Ha JyeueHue ¢ Guselkumab, ca cxomHu, HE3aBUCUMO OT
cepTCTBamaTa ynorpeba Ha csDMARD, Bxmountenno MTX. B gombiHeHue, mpu u3cieaBaHe
BJIIMSIHMETO Ha BB3PACTTa, [0JIa, pacaTa, TEJIECHOTO Terjo U npeauinHara ynorpeda Ha csDMARD u
npeaunrHara ynorpeda Ha antu-TNFa, He ca oTKkpuTH pa3nuku B otroBopa kbM Guselkumab cpen
TE3U NOATPYIIH.

Guselkumab 3ab6aBsi mporpecusita Ha CTPYKTYPHHTE YBPEKIAHUSA, HM3MEPEHO C TIOMOINTA Ha
peHTreHorpadust MU u3pa3eHO KaTo CpeaHa MpoMsHa B oOmus Moauduuupan ckop mo (vdH-S)
CHPSMO U3XOJHOTO HUBO.

B DISCOVER 2 Ha ceamuna 24 rpynata Ha Guselkumab gq4w e mokazaia CTaTHCTHUYECKH
3HAYMTEIIHO TO-MaJIka peHTreHorpadcka mporpecus, a rpynata Ha Guselkumab q8w e mokazama
YHCIIEHO TI0-MaJIKa Mporpecus B cpaBHeHHe ¢ iarne6o. HabmogaBaHoTo mogoOpeHre mpu cxema Ha
npunarane Ha Guselkumab q4w mo oTHoIIEeHNE Ha 3a0aBSHETO HA PEHTIeHOrpadCcKaTa MPorpecus €
Hail-u3pa3eHo MpH yYaCTHUIUTE C BHCOKAa CTOWHOCT Ha C-peakTHBEH IMPOTEHH M C TOJsIM Opoit
€pO3UBHHU MOPAXKEHUS HA CTABUTE HA U3XOJAHO HUBO.

B DISCOVER 1 u 2 manumentute, nexyBanu ¢ Guselkumab, xouto ca umanu CHOHIWUIHUT C
nepudepeH apTpUT KaTo IbPBOHAYAIHO MPOSBICHHUE, AEMOHCTPUpAT MO-TOJSMO MOA0OpeHue 1o
WNunekca 3a akTHBHOCT Ha 3a00IsiBaHETO aHKWio3upam] crnoHauwauT mo bar (Bath Ankylosing
Spondylitis Disease Activity Index, BASDAI) cnpsiMmo W3X0ITHOTO HUBO B CpaBHEHHE C Tarnedo Ha
Cenmuna 24. Ilogobpenuero Ha BASDAI ce nmommepxka ot Cenmuna 24 mo Cegmuua 52 B
DISCOVER 1 u Ceamuna 100 8 DISCOVER 2.

UmynorenHoct: B cbopuure ananusu BbB (aza Il mpu naumeHTn ¢ ncopuatudeH apTpur, 2% OT MalUeHTHTE,
nexyBaHu ¢ Guselkumab, pa3BuBaT aHTUTEIIA CPEITY JIEKAPCTBOTO B PAMKUTE Ha 24 CEIMUIIM OT JICUCHUETO.
Crnemmannn momynammu: Crapuecka BB3pacT (= 65 roauHu) He e HeoOXomuMo KOpHTHpaHe Ha J03aTa.

brbpeuno mimm gepHOmpoOHO yBpexmaHe - Guselkumab He ¢ mpoyduBaH NpH Te3W TMOMYJAIlMH TAITUCHTH.
[TemnaTpudHa momymaItus - 6e30macHocTTa U ehrkacHocTTa Ha Tremfya mpu gema u FoHOIIX Ha BB3pacT moxa 18
TOJIUHY HE Ca YCTAHOBEHMU.

Guselkumab ce npuiiara 3a jiedeHue Ha cienuuTe auardosu: M07.1, M07.2, M07.3.



Risankizumab

Puzankusymab e xymanusupano umyHornoOynmuH G1 (IgG1) MOHOKIIOHAIHO aHTHUTSIO, KOETO CEIIEKTUBHO CE
CBBP3Ba ¢ BUCOK auHUTET KbM P19 cyOeanHunara Ha IUTOKKHA YoBellky uHTepneBkuH 23 (IL-23), 6e3 na ce
cBbp3Ba ¢ uHTepieBKuH 12 (IL-12), 1 nHXuOUpa B3aMMOACHCTBUETO MY ¢ pelleNTOpHUA KomIutekce 3a 1L-23. IL-
23 e UUTOKHH, KOWTO y4acTBa BbB BBH3MAJICHUETO U UMYHHHUTE OTToBOpU. Upe3 OiioKMpaHe Ha CBBP3BAHETO Ha
IL-23 ¢ mneroBus peuentop, puzaHkuzymad wunxuOupa IL-23-3aBucuMaTa KIEThYHA CHTHAJIM3ALUS H
0CBOOOX1aBaHETO Ha IMPOHH(IAMATOPHU LIUTOKHHU.

Jlekapctena dopma: Puzankusymal 75 mg MHKEKLIMOHEH pa3TBOP B MPEABAPUTEIHO HAITbJIHEHA CIIPUHIIOBKA.

Pa3TBOpBT € 6e31BeTeH A0 OJICTOKBIAT B OUCTHP 0 ¢1ab0 OTaJIeCIICHTEH.

Tepanetuunu mokazanus: Risankizumab, camocTtosTenHo win B koMmOuHarms ¢ Mmetorpekcar (MTX), e

MOKa3aH 3a JICYCHWE HAa AKTHBEH IICOPHATHYCH apTPUT INPHU BB3PACTHH C HEAOCTaThbUCH OTTOBOP WIH C
HETIOHOCUMOCT KBbM €IHO HJIH MoBeue OosiecT-MoAu(UIrpalin aHTupeBMaTHYHH JekapeTsa (disease-modifying
antirheumatic drugs, DMARDs). [lo3upoBka v HauMH Ha mpwiokeHue: [IpenopwsuurenHara go3a ¢ 150 mg,

MIPIIOKEHU Upe3 MOJIKOKHA MHXKEKIMs Ha ceamuna 0, ceqmuiia 4 u ciex ToBa - BSAHBXK Ha 12 cenmuny (wim
KaTo 75 mg mpelBapUTEIHO HAITbJIHEHA CIPHUHIIOBKA - 1O JBE MHXEKIMH, Wid Kato 150 mg mpeaBaputenHo
HaIThIHEHA MMHCAJTKA WK TIPEIBAPUTEITHO HAITBJIHCHA CITPUHIIOBKA - 110 ¢THA WHYKEKITHSI).

Heo6xomumo e ma ce oOMucIu MpeycTaHOBsIBaHE Ha JICUCHHUETO MPH MAIMEHTH, KOUTO HIMAT OTTOBOP
cien JIeYeHHE B TPOAbDKCHHE Ha 16 ceaqmunu. Hskow manmueHTH ¢ MUlakaTeH TCOPHA3HC, KOWUTO
IbPBOHAYAIHO WMAaT YacCTUYHO TIIOBIIMSBAHE, € BB3MOXKHO BIIOCJICACTBHE Ja C€ TOI0OpAT, MpHU
MpoabKaBaHe Ha JIeueHueTo cien 16-ta ceamuna.

Cremmanuu nomynanun: Crapdecka Bb3pacT (Ha Bb3pacT 65 wim noBede roguHu). He ce m3nckBa Kopurupane
Ha jio3ata. MiMa orpaHndeHa uHGpopMaIys 3a JUIa Ha Bb3PacT > 65 rouHMU.

[lennaTpryna nomymnanus - 6€30MaCHOCTTA U e(hUKACHOCTTa Ha pU3aHKKW3yMal MpH Jiera 1 IOHOUIN Ha
BB3pacT OT 5 10 18 roguHu Bee ollle HE ca yCTaHOBEHU. JIuIcBaT JaHHU.

Hsma cpoTBeTHa ynorpeba Ha pu3aHKM3ymMad IpH Jela Ha Bb3pacT Moj 6 TOAMHU 3a MOKA3aHUETO
YMEpEH 0 TeXbK IUIAKATEH MCOPUA3NC WU NpH Jela Ha Bb3PACT MOA 5 TFOJUHM 3a MOKa3aHHETO
NICOPUATUYEH apTPHUT.

[TanieHTH ¢ HaIHOPMEHO TETJIO - HE C€ U3UCKBA KOPUTUPaHe Ha J03aTa.

Bbr6peuno mnu yepHOApoOHO yBpexkaaHe: He ca mpoBexxganu crienuuyHA IPOYyYBaHUs 3a OLEHKa Ha edeKkTa
Ha Y4epHOAPOOHO WK OBOPEUHO YBpEXKAaHe BbPXY PapMakokuHeTHKaTa Ha Risankizumab. [To mpuHLUI HE ce
OYaKBa TAKWBA CHCTOSHHS JIa WMAaT HSIKAKBO 3HAYMTEIHO BB3JICHCTBHE BBHPXY (PapMakOKWHETHKATa Ha
MOHOKJIOHAJTHUTE aHTHTENA U ce MPHEMa, Ye He ca HeOOXOAMMHU KOPEKIHUHU Ha 103aTa.

Jlegenmeto ¢ Risankizumab Bogu 10 3HAYMMO MOAOOPEHHE Ha MOKA3ATEINTE 32 AKTHBHOCT HA 3a00JIIBAaHETO B
cpaBHeHHe ¢ rariebo Ha cenmuiia 24. 3a ABETE€ NMPOYYBAaHWS IMbPBUYHATA KpaliHa TOYKa € MPOIECHTHT Ha
YYaCTHULIHUTE, TIOCTUTHAJIM OTTIOBOP ChIMIACHO AMEPHUKaHCKHUS Kojex 1o peBmaronorus (American College of
Rheumatology, ACR), ACR 20 Ha cenmuiia 24. B aBeTe mpoydyBaHHUs MPOLEHTHT HA MAllMEHTUTE, IOCTUIHAIM
OTroBOp 1o Moau¢uIHMpanuTe kputepun 3a otroBop mnpu IIcA (PsA Response Criteria, PSARC) na cenmuna 24,
€ TO-BUCOK ITPH YYaCTHHIIMTE, MoTy4aBamiy Risankizumab, B cpaBHeHue ¢ miane6o.

B nonmbnHenue ydactHuimre, noimyyasamu Risankizumab, mocturar mo-rojasiMo mogoOpeHue mo OTHOIICHUE Ha
CKOpa 3a aKTUBHOCT Ha 3a0oisBaHeTo (28 crasm) ¢ n3nomsBane Ha CRP (DAS28-CRP) B cpaBHeHue ¢ muranebo
Ha cenmuna 24. IlogoOpenusita ce nmogmbpkat mo ceamwuma 52 3a PSARC u DAS28-CRP. Jleuenuero c
Risankizumab Bogu 10 mogoOpeHus MO OTHOIICHHE Ha OTAeHHUTe KommnoHeHTH Ha ACR, nHa WMHaekca 3a
HMHBAJIMIHOCT 0 BBIPOCHUKA 3a OIIEHKAa Ha 3/1paBocioBHOTO chberosiHue (Health Assessment Questionnaire-
Disability Index, HAQ-DI), na pe3ynrara npu oneHka Ha 0ojKaTa U Ha CTOiHOCTUTE Ha C-peakTUBHMS NPOTEUH
¢ Bucoka yyBctBuTenHoCcT (hsCRP) B cpaBHeHue ¢ miane6o.



Knunnyna edukacHoct
Nma nanHu, 4e mpu BB3pAcTHU C akTUBEH ncopuatudeH aptpuT (IIcA), puzankuzymad momoOpsiBa
MPHU3HALUTE U CHMITOMUTE, Qu3ndeckaTa (yHKIIHS, CBBP3aHOTO ChC 3JPABETO KAYeCTBO HA )KUBOT U

MPOLIEHTA Ha Y9aCTHUIIUTE 0e3 peHTreHorpadcka mporpecusi.

bezonacHoctTa 1 edukacHocTTa Ha pruzanku3ymad ca orenenu npu 1 407 ygactHunm ¢ aktuBeH IIcA
B 2 paHJIOMHU3UPAHH, JBOMHOCIEH, Tuane0o-koHTpoaupanu npoyuBanus (964 8 KEEPSAKE] u 443
B KEEPSAKE?2). YyactHuuuTe B Te3M npoyuBaHus ca ¢ auartosa [IcA ot Hail-manko 6 Mecena 1o
Kputepuute 3a kinacudunupane Ha ncopuarudeH aptput (Classification Criteria for Psoriatic Arthritis,
CASPAR), kato Menuanara Ha npoabbkuTenHocTTa Ha [ICA e 4,9 ronuHu Ha U3XOJHOTO HUBO, UMAT
> 5 OOJIe3HEHH CTaBH, > 5 MOJYTH CTaBU M aKTHBEH IUIAKATEH NICOPHA3UC UJIU MICOPUA3HC HAa HOKTHUTE
Ha U3XO0JHO HUBO. 55,9% oT yyacTtHunuTe umat > 3% BSA ¢ aktuBen mnakaren ncopuasuc. 63,4% u
27,9% ot yyacTHULIMTE UMAT CHOTBETHO eHTE3UT U JakTuiauT. B KEEPSAKEI, B koeTo ncopuaszuc Ha
HOKTUTE C€ OILIEHSIBA AOIBJIHUTENHO, 67,3% MMarT ncopuazuc Ha HOKTHTE. B nBere mpoyuBaHus
YYaCTHUIIUTE Ca PaHJOMHU3UPAHU J1a MModydaBaT puzankuzymad 150 mg unum mnane6o Ha ceamuim 0, 4
u 16. Karo ce 3anmoune ot cenMuna 28, BCHUKM YYaCTHHUIIM TOJTy4aBaT PU3aHKU3yMad Ha BCeku 12
cenmunii. B KEEPSAKE] BcHYkM y4acTHHUIIM ca € MOPEAXOJEH HEAOCTaThb4€H OTIOBOpP WM C
HETMOHOCUMOCT KbM Tepamnusi ¢ HeonoinornuHo DMARD u He ca JeKyBaHU Npeau ToBa C OMOJIOTUYHU
CpeacTBa.

B KEEPSAKE?2, 53,5% oT y4acTHUIIUTE ca C MPEAXOJEH HEIOCTAThUYEH OTTOBOP WJIM C HETOHOCUMOCT
KbM Tepanusa ¢ HeOnonornyHo DMARD u 46,5% oT y4JacTHUIIMTE ca ¢ MPEAXOJeH HEAOCTaTh4yeH
OTTOBOP WJIM C HEMOHOCUMOCT KbM OuojornuyHa Ttepanusi. B asere mnpoyuBanus 59,6% or
Y4aCTHULUTE ca MojdydaBayy ceibTeTBalo MetoTpekcar (MTX), 11,6% ca nonydaBaiy cbIbTCTBAILO
Heobuonoruunn DMARD, pasnuuan or MTX, a 28,9% ca mnomyuaBanu pusaHKu3ymad KaTo
MOHOTEpAaMnus.

B KEEPSAKE] 3abaBsHeTo Ha mporpecusaTa Ha CTPYKTYPHOTO YBpPEXIAaHE € OICHCHO PEHTTEHOTPad)CKH W
M3pa3eHo KaTo MpomsiHa B Moauduumpanus odm ckop mo Sharp (modified Total Sharp Score, mTSS) Ha
cenmuua 24 B cpaBHEHHE ¢ u3XoaHO HHUBO. MTSS ckopsT ¢ Momubuiupan 3a [ICA upe3 moOaBsHe Ha
nmuctanaute uatepdananreanau (DIP) craBu Ha ppuere. Ha ceqmuna 24 cpenHara mporpecus Ha CTPYKTYPHOTO
yBpexknane mpu Risankizumab (cpenen mTSS 0,23) B cpaBHenue c mmanebo (cpexen mTSS 0,32) ne e
CTaTUCTHYECKH 3HaumMa. Ha ceammiia 24 MpONEHTHT HA yYacTHUNUTE Oe3 peHTreHorpadcka Iporpecus
(ompenenena kato mpomsHa OT u3xoaHoTo HMBO HAa MTSS 0) e mo - Bucok ¢ Risankizumab (92,4%) B
cpaBHeHue ¢ Twiane6o (87,7%). To3u oTroBop ce moarbpka 10 ceamuria 52.

Risankizumab ce mpunara 3a neuenue Ha cieqaure nuaraosu: M07.1, M07.2, M07.3.

Baokana Ha T-KjIeTbYHHM KO-CTHMYJIATOPHH MOJIEKYJIH
Abatacept e¢ T-knerpuen monyinarop. biokupa neo6xommmoro 3a aktuBHpaHeTo Ha T kierku CD28-CD2
CUTHAJIM3UPaHe, KaTo Harmoa00siBa UTOTOKCHuHus T-mumdonut-acoruupanus anturen — [gG1 (CTLA4Ig).

B-nmumpouutHa abaamusi: Rituximab
Purykcumab moka3Ba CKPOMHO TOBIUSIBAHE HA CTAaBHUTE CHUMITOMH W MUHUMAlIeH €(DEKT BBPXY KOKHUTE
nposieu. He e peructpupan ¢ Ta3u HHAWKAIMS 32 IPUIOKEHHE.

HNuxubutopu Ha IL-6

IL-6 ¢ mpoBB3NANNUTENICH IMTOKKH, C MIOBUIIICHA KOHIICHTPAIIUS B ThKAHUTE C XPOHUYCH BH3MAIUTENICH MPOIIEC,
BKIJTFOUMTEITHO KOKHUTE JIG3NH M CHHOBUAHATa ThkaH nipu [lc u IIcA. Tlpu npunoxxeHue Ha TONWIN3yMad mpu
6onau ¢ [IcA, — B HAKOM Cclly4yad € HaIuIe eHUKaCHOCT, a B IpyTH — He. He e perucTpupan ¢ Ta3u WHAUKAIHS
3a TPUIOKEHUE.



Yact BTOpa
CUCTEMHU 3ABOJISIBAHUA

HA CBEIUHUTEJ/JIHATA ThbKAH

CUCTEMEH JYITYC EPUTEMATO3YC (no MKB xox M32)

L. Jepununuss u ob6mm xapakrepuctuku: Cucremuusat Jaymyc epuremarodyc (CJIE) e
XPOHUYHA, MYJITHCUCTEMHA aBTOMMYHHA OOJIECT C HEM3BECTHA €THOJIOTHS. XapaKTepHu3Kpa ce C HaJudue
Ha aBTOAHTHTEJA CPEelly HYKJICApHH aHTUICHU W OTJIaraHUsl Ha UIMYHHHM KOMIUIEKCH B pa3JIM4YHU OpraHu,
KOUTO MPEAU3BUKAT pa3jiMyHU OPraHHU KIMHUYHM cUMNTOMHU. IIpeicTaBiisBa Hali-BaXKHOTO M OCHOBHO
CUCTEeMHO 3a00JiiBaHEe Ha ChEAMHMUTENHATa ThKaH. [0 CHIIECTBO CUCTEMHHUAT JYIyC EPUTEMAaTO3yC
BKJIFOYUBA MHOKECTBO JIYIIYyCHH CHHIPOMH, BCEKHM NIBT pa3jIMuyHU M Pa3HOOOpa3HU OTKBM HMYHHU
(dheHOMEHM.

Omnenkata Ha 6osieH cbe CJIE BKITIOUBA CIIEHUTE TIET MOMEHTA:

1. TocraBsiHe Ha AWarHo3a — JWarHo3aTa Ce IMOCTaBs Bb3 OCHOBA KIACHU(PHUKAIIMOHHUTE KPUTECPHH Ha
American

College of Rheumatology (ACR), 1982 rox., Mmoguduiupanu npe3 1997 roguna.

1. 2.0meHka Ha CTENEHTAa M BHJIA HA 3acsAraHe Ha Pa3IMYHUTE OPraHd M CHCTEMH — CTaJMpaHe Ha
Oonecrra.

2. 3.0meHka Ha aKTUBHOCTTAa — CB3JAJCHM ca pa3IMyHd HHIACKCH 3a aKTHBHOCT, Karo
HaWpa3npoCTpaHEH M JOCTHIICH 3a MPUIOKECHHE B KIMHWYHATA mpakThka ¢ T.Hap. SLEDAI (Systemic
Lupus Erythematosus Disease Activity Index).

3. ITlpemenka Ha BeposiTHaTa MPOTHO3a Ha 0OOJIeCTTa W TEXKECTTAa ¥ — HM3IMONI3BAT CE€ MPOTHOCTHYHU
TaOJIHIIN.

4. HW36op Ha Tepammsi.

CHCTeMHMAT JIYIyC epUTEMAaTOo3yC 3acAra NMpeauMHO MJIAJAHM KeHU (CHOTHOIICHHETO >KCHU:MBXKE €
9:1) mexmy 15 u 55 rogunun. [Ipeasun MEOro0Opa3nueTo Ha KIMHUYHATA CHMIITOMATHKA 32 TIOCTaBSHE Ha
muarno3zata CJIE Tps6Ba na mma mposiBeHu mone 4 ot 11 kpurtepum, nedpunupamm ot ACR,
npencraBeHy Ha Tabmuma 1.

Tabauna 1. Knacudpukanmonnu kputepuu Ha ACR (1982 roa.) 3a cucTeMeH Jynmyc epuTeMaTo3yc.

1. “TlenepynooOpa3eH epurem”

2. JIUCKOUIHU JIC3UU

3. ®OTOUyBCTBUTEIHOCT

4. Yiuepanuu B ycTHaTa KyXHHa

5. HeeposuBen apTput/ApTpairuu

6. Ceposurtu
*  [JIEBUT W/WIHA
" [IEpPHUKAPIUT

7. Hedpur
*  pepcucTHpania nporeunypus > 0.5g/1/24 h
" [WIMHAPYPUS — KJICTHYHHU H/UITH CPUTPOLIUTHA

8. HeBpomymyc
" enmwienu(OPMEHHU MPHUIIATBIH
" [cuxo3a

9. KppBHa ThKaH
=  XemonurnyHa anemus < 8.5g% Hb
*  JleBkonenus < 3000mm?>
*  Jlumdponenus < 1500mm?
*  Tpombonuronenus < 100 000mm?>
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10. UMyHOOTMYHH OTKJIOHEHHS




= antu-dsDNA
=  aHTH- Sm
= aHTU(POCHOTUNUIHN AHTUTENA

11. AnTUHYKJI€ApHU aHTUTENA

ACR — American College of Rheumathology

IIpe3 2012 rox. ca cwv3ganenu 1.Hap. SLICC xpurepun 3a CJIE (Systemic Lupus International
Collaborating Clinics), KOWTO BKJIIOYBAT JIB€ TPYIU KPUTEPHH, CHOTBETHO: KIWHUYHUA W
UMYHOJIOTHYHH KPUTEPHH.

Taémuna 2. SLICC kpurtepnu (Systemic Lupus International Collaborating Clinics), 2012 ropa.

KiauHnunu kputepun

1.  Octep/TlomocThp KOXKEH JYITyC

2. XpOHHUEH KOXEH IyIIyC

3. VYimepauuu B HOCHA W/WIIM YCTHA KyXHHA

4. Anoneuus

5. CuHOBHUT > 2 cTaBM WM OOJNKa B > 2 CTaBH, HPUJIPYKEHA ChC CyTpeIIHa CKOBaHOCT > 30
MHHYTH.

6. Ceposur

7. bwOpeuHO aHTaXHMpaHe

a. mpoteunypust > 500mg/24h
b. epuUTpOLUTHH IMTHHIPH
8. Hesposiornunu nposisu
a. IICUX031, MHOXKECTBEH MOHOHEBPHT, MHUCJIHT, epu(epHa Wi KpaHHATHA
HEBPOIATHs, OCTHP MEPHOJ] Ha 0ObPKBAHE. ..
9. XeMOIWTHYHA aHESMHUS
10. JleBkomenms < 4000/mm3 mone BegHbxK Win auMmponerns < 1000/mm3 moHe BeAHBK
11. TpombouuTonenust < 100 000/mm3 noHe BEAHDBK.

HNMyHOTOTHYHN KPUTEPHH

1. ANA - croiiHOoCT Hajx pedepeHTHaTa rpaHHLa 32 ChOTBEHATA JIAOOPATOPHSL.
2. Anti-dsDNA At - croitHoct Ham pedepentHata rpanuna; npu ELISA wmeton 2x Hajg
pedepanTHaTa TpaHUIIA.
3. Anti-Sm?
AntndochomumuHu AT — HIKOH OT CIICIHHTE:
a. LAC
b. ¢ammuBo monoxureneH RPR tect
c. ACL (IgG, IgM, IgA)1 B yMepeH WiIN BUCOK TUTBP
d. Anti-b2 glycoproteint (IgG, IgM, IgA)
5. Huchk KOMIJIEMEHT
a. Hucek C3
b. Hucek C4
c. Hucek CH50
6. Tlomoxwurenen nupekteH Tect Ha Coombs, 6e3 ycTaHOBEHa XEMOJIUTHYHA aHEMHUSL.

ANA — antinuclear antibodies — anmunykneapnu anmumena; anti-dsDNA — anti-double stranded DNA antibodies —
anmumena cpewy oeouno-eepudxcia [JHK; LAC — lupus anticoagulant; ACL — anticardiolipi antibodies —
anmuxapouorununosu anmumena; RPR — rapid plasma reagin — ckpununeoé mecm 3a cugpunuc

HeoOxomumu ca Hail-manko 4 KpuTepus, cpel KouTO mNoHe 1 KiauHuyen u moHe 1
HMYHOJIOTHYEH KPUTEPHUH.

*JlymyceH HeppUT Karo CaMOCTOATENEH KIMHUYEH KPUTEPUH TpU TO3UTHBHpAHE Ha
aHTHHYKJeapHu aHTuTena win aHTH-dsDNA AT e jnoctaThbuHO 3a MOCTaBsHE Ha JMarHosara
CHUCTEMEH JIYIIyC €pUTEMATO3YC.

II. Kaunuuna kaptuna: CJIE ce xapakrepusupa ¢ W3KIIOYHATEIHO pa3HooOpasue B
KIIMHUYHOTO MTPOTHYaHE.



1. Onopﬂo-mmraTeneH anapartr — THNMUYHHA Ca CJICTHUTE NMPOABU:

e  ApTpajiruy; apTpUT; aceNTHYHH HEKPO3H; TEHOCHHOBUTH C (hopMupaHe Ha M-NPBCT U NPBCT THUII

,,JieoemoBa mus”’

e  ApTpPHUTHT IO IPABWIIO € CUMETPHUEH, TUCTaleH; psaako epo3uBeH (10-30%) ot OonmuTe

e Pagka kbcHa mocienuua € T.Hap. ,,peBMaTH3bM Ha Jaccoud”, KOWTO NpencTaBiIsBa YiIHapHa

JACBHAllMA Ha NPBCTUTE HA PBUCTEC IIPU JIUIICA HA €PO3UU B CTABUTC

L4 OCTGOHOPOSaTa CC siBsIBa KbCHO B XO0Ja Ha 0oJIecTTa U Ha-4ecTo € KOPTHUKOCTCPOUA-UHAYLIUPAHA

e  Muo3ut/mMuanruu
o  DOuUOpOMHUAITHYCH CHHIPOM.

2. HpOﬂBl/l OT CTpaHa Ha KoKaTa U BUIUMUTE JUTABUIUA — 32€/IHO C OMMIOPHO-ABUTaTC/IHUA almapart ce

3acArart Haii-4ecTo MbPBH OT 0oJiecTTAa:
LE-cienn(p)uaHA KOKHH JI€3HH — PA3JICIsT CE Ha OCTPH, MOAOCTPU U XPOHHUYHH
e  OcTpH KOXXHHU JIe3UU
- Jenepynoobpazen” obpuB wiam “malar rash”
- TEHepaJm3HpaH epuTeM
e [logocTpu KOXHH JI€3UH
- aHYJAPHW/TIOIMKINYHHU JIE3UN
- TamyJockaMo3eH (TcopuazudopmeH) oOpuB
e  XPOHWYHU KOXKHU JIE3UU
- Jokanu3upa auckouzaeH LE
- nuceMuHUpaH auckouneH LE
- xuneprpoduyeH (BepykoseH) LE
- lupus profundus
- lupus timidus
- chilblains lupus
LE-HecnenpuyHU KOKHH JIe3UH
e  KoXHU CHIOBH NPOSBU
- BacKyJHT
- Backysonatus — livedo reticularis, Raynaud ¢penomeH, Tpomb0haedur, neprnyHrsaaTHu
TEeJICaHTHeKTa3u1
e  Anormenus
e  Kammunosa

e LE-necneunduunu Oyino3Hu ne3un — Oymnosen LE
e Jlpyru HeciepUIHN KOXKHH TPOSIBH.

3. IlposiBM OT cTpaHa Ha AUXATeJHATA CHUCTeMa — Hal-4ecTH ca IUIEBPUTAa U IUIOCKOCTHHTE

aTeJIeKTa3u, Hak-omacHu — 6eJIOZIp06HI/I$IT BAaCKYJHUT, C pa3BUTHUC HA aJIBEOJIapHU XEMOparuu, Tp0M603I/I;

0eJIOAPOOHUAT MYJIMOHHUT; OCTPHSA pecIUPATOPEH TUCTPEC CHHAPOM
Besionpo6Hu nposiBu, pe3yaTaT 0T HHAYUHMPAHUS aBTOMMYHeH oTroop npu CJIE

e [liepur ¢ win 6e3 U3ITUB

e [lmockocTHH aTeneKkTasu

e  OcTbp NyImyC MyJIMOHUT

e Jludparmena auchHyHKIHS

e AJBeoyapHa XeMOpPAarus MPH BaCKYJIHUT

e [lynMoHanmHa apTepHaIHa XUICPTOHHS

e  Octsp pecnmparoper nuctpec curapom (ARDS)

o Jludy3Ha uHTEepCcTUIMATHA OesonpoOHa (hrbdpo3a
Benoapoonu yciaoxuenuss npu 6oiauu cbe CJIE

e HWHudexmuu - OGaxTepwaHu, BUPYCHU, MUKOTHIHHI

e bennpoben TpombeMOOM3BEM

L4 Benoz[po6eH OTOK, YPEMUHYCH IIpU 6”[)6pe‘IHO aHTra)XxupaHe, pa3BUTUC Ha 6L6p€‘lHa HCIOCTaTbYHOCT

M a30THA 3apBbKKa.




4. [IposiBM OT CTpPaHa HA CHPAEYHO-CHI0BATA CHCTEMA — THIIMYCH € JIITyCHHSI Kap.IuT.
e Jlynmycen kapamT c wiu Oe3 IPOsIBY Ha ChbpPACYHA HEJIOCTATHYHOCT
- Enpoxapant tin Libman-Sacks (BaiBynuT, psiiko ce pa3BHBAaT MOPOLH)
- Muoxapaur
- Ilepukapaur — uMa IPEXOIEH XapaKTep, PSIAKO BOAU J0 CPACTBAHMS WM TAMIIOHA/A
e Backyautr — manmupyema nypmypa; livedo reticularis; mepuyHTBaHH JI€3WH; TaHUKYJIHT;
HEKPOTUYIHU Jie3un; hredoTpomO03a; cuHapoM Ha Raynaud
e ApTepHajiHa XHNEPTOHHS, YECTO CBbP3aHa C IIIOMEPYIOHE(PPHUT
e BpoaeHu cbpaedHH NMOPOLM, pa3BUBALIM NPH Jena poieHu oT Maiku cbe CJIE m monmoxurenHu
antu-Ro (SSa); antu-La (SSb) anTurena.

5. Jlynycen Hedputr — TOBa € enuHcTBeHaTa mposisa Ha CJIE, HaliuyuMeTo Ha KOSATO CaMO MOCTaBs
JMarHo3ara npu Hamdue Ha moyioxuteTHd ANA > 1:80 wim mosnoxkurenau antu-dsDNA anTrTea

Knacnpukanusa Ha nynmycHusi Hepput cnopen International Society of Nephrology/Renal Pathology
Society (ISN/RPS), 2003 roa.:

Kunac [: Hopmanna nnu MUHUMAaIHA HaAXOKa

Kinac II: Me3zanreansonponugepaTuBeH JIylryceH HeppuT

Knac I1I: Oraumao nponmudeparusen symycer Hedpur (< 50% yBpeeHn rI1oMepyIin)

Knac IV: ludy3no nponudepaTuBeH JymyceH HehpuT

Kiac V: Mem0pano3eH nymnyceH HeppuT

Kiac VI: Cruieposupani sryrmyceH HehpuT (> 90% oT riioMepyiure ca CKIEpOTHYHO MPOMEHEHH)

B mmpokara mpaxkTHka Hai-4ecTo ce cpemar cMmeceHure (Gopmu Ha JymyceH Hedpur. TepaneBTHYHHAT
MOAXOM 3aBHCH OT KJIMHMYHATA KapTHHA Ha HEe(ppUTAa M OT OMOICHMYHATA HaxXoJKa. 3aTOBa ITyHKIMOHHATA
66bpeuna ouoncus (I1bB) e 3appxuTenHa npu nepcuctupaa nporennypust Han 0.5 g/l.

6. IIposiBu OT cTpaHa Ha HepBHaTa cucTremMa — 3acsaraneto Ha [THC e exHa oT Hail-BaKHUTE JTOKAIA3AINH
Ha JymycHaTa Ooyect. Hapenm ¢ emminenTtugOpMEHHTE TBPUYOBE M ICHX03aTa, KOWTO Ca KPHUTEPHUH 3a
JIMarHo3a, ce HAOJI01aBa 3HAYUTEIIHO Pa3HOOOpa3re OT HEBPOJIOTHYHH MIPOSBU:

e JlymycHo rmaBoOoiue

e Jlcuxosa

e Emunentudopmenu rppyose

e  VBpexJaHe Ha YePEITHOMO3bYHH HEPBU

e [lepudepna HeBpomaTus

e MO3BYHOCHIOBH UHIUACHTU

e [lapanmzu, mapesu

e CeTHBHM HapyIICHUS

e TpaHcBep3ajieH MUEIHUT

e AcenTHueH MEHHHTUT

e [lceBmoTymop Ha MO3bKa

e Koposa arpodus

e Hapymennus B KOOpAWHALINATA

o JlakyHapHu uH(papKTH

e “Organic brain syndrome”

TopauTe mposiBu decto ce cpemar B komOuHaims. OOMKHOBEHO T€ ca M3pa3 Ha IepeOpOBacCKYJIHT H
AKTUBHOCT Ha OoiecTTa. [ToBNIHsABAT Ce OMATONPHUATHO OT JICUCHHETO U B TOJIIMA YacT ca BE3BPATHMHU.




7. XeMaTOJIOTHYHH MPOSIBU — CJIEJ] KOKATa U OMOPHO-IBUTaTEIHUS anapar, KphbBHATA ThKaH € TperaTa
CHUCTEMA C aHTa)XXHpaHE OIle B HAYaJOTO Ha OojecTTa:
e Amnemus — X6 < 85g/l — ¢ xemonuTHYHa reHe3a (MOJIOKUTEICH TUPEKTCH /WA WHANPEKTEH TEeCT
Ha Coombs) u/uim aHEeMUs B X0J1a HA XPOHUYHUS BB3MAJIUTEICH OTTOBOP
e Jleskonenus — Leuco < 4000/mm?® i < 3000/mm?>
e Jlumdonenus - Lym < 1500/mm? umu < 1000/mm?
e TpombGonuronenus < 100000/mm?

L[I/ITOHCHI/II/ITC Cca aBTOUMYHHU M C€ ABJDKAT Ha CPUTPO-, JICBKO- U Tp0M6OIII/ITHI/I antutena. boneH c
APTPUT, KOKHHU IMTPOABU U JICBKOINICHUS Ca CYCIICKTHU Ca CUCTECMCH JIYITyC CpUTEMATO3YC.

8. HpOﬂBl/l OT CTpaHa HA TAaCTPO-UHTECCTUHAIHUA TPAKT — TC Ca pCIAKN U 3a TAX CC MHUCIIU ITPU HAITAYUC
Ha CUCTEMCH JIyIIyC €pUTEMATO3YyC, BACKYJIUT, U KOPEMHA 0oIIKa.

9. [IposiBM OT CTpaHa HA PETHKYJI0-eHAOTEIHATA CHCTEMa
e JlumdaneHomeranus

° YMepeHa XCTATOCIINICHOMETAJINA, Bb3MOXKHO € HAJTMYUC HA XUICPCIVICHU3BM.

AnTudochoannuaen cuuapom (APS)
e 50% or 6osHuTe ¢ APS 6osenysar ot CJIE
e  AHTUGOCOOTUTUAHUAT CUHAPOM TMpeapasojiara KbM BEHO3HH W apTepUATHH TPOMOO3H,
PEIPOIYKTHBHU HEYCIIEXH U TPOMOOIIUTONICHHUS

e Acomuumpa ce ¢ aHtudochormnuaHn aHTtHTena - lupus anticoagulant (LAC); anti-cardiolipin
(ACL); anti-b2GPI; anti-protrombin.

Kputepuu 3a kaacupunupane Ha antudochonunuaen cunapom (Sapporo, 1999 roa.; updated
Syndey, 2004 roxa.)
1. Knunuunu kpumepuu:

1.1. Aprepuanaa Tpomb03a
1.2. Beno3na tpom603a
1.3. BackynonaTus

1.4. TlaTostorust Ha GpeMeHOCTTa

- Tpu w moBeye MOBTAPSIHU Ce CIIOHTAaHHK abopTH mpenu 10 r.c., cien KaTo ca U3KIFOYEHH XOPMOHAITHU
HapylIieH!s, aHATOMHUYHN aHOMAJIMH, TEHETHYHO M3CJIeBAHE HA IBaMaTa POJIUTEIH

- Enna wim moBedye HeoOscHMMA CMBPT Ha MopdoiormyHo HopMmaneH ¢eryc cien 10 r.c., HopmamHaTta
MOPQOJIOTHS € IOTBBPeHA eXorpadCKy WIH TP TUPEKTHO U3CIICIBAHE

- EnHo unm noBeye npexxaeBpEMEHHU paxaanus npenu 34 r.c., IbDKAIIM ce Ha NpeeKIaMcHsl, eKJIaMCusl,
IUTalleHTapHa WHCY(QUITUCHIUS.

2. JlabopamopHu Kpumepuu:

2.1. TonoxxuTeNeH JyNnyceH aHTUKOAryJaHT B IUIa3Ma, B JIB€ WM IOBEUE OTIEIHH M3CJIECABAHUS B MEPUOJ
ot 12 cegmurmn

2.2. Tlonoxutenuu ACL anturena ot kiac IgG unm [gM B mna3zma winm cepyM, B ABE WU TIOBEUYE OTICITHU
u3cneaBaHus B nepuon ot 12 cegmuuu, upe3 cranaaptuszupad ELISA meton

2.3. INonoxwurennu anti-B2GPI anturena ot xiac IgG unm IgM B mnasma mwim cepyM, B JIBE€ WIH TOBeYe
OTJIIEJHU U3CJeBaHUs B epuof oT 12 cenmuny, upe3 crangaprusupad ELISA meton.




HNmynosoruuHu oTkaoHeHusi npu CJIE

CHCTEeMHHUSAT JyITyC €pUTeMaTo/iec € OO0NecTTa ¢ Hali-MHOTO UMYHHU (PEHOMEHH, Hapu4ar s OIle ,,BUTPHHA
Ha aHTUTeJaTa”. I30poeHWTe WMYHOJOTHMYHH TECTOBE Ca OCHOBHH 3a [HAarHosata M WIIOCTPUpPAT
TIOBHIIICHUS CHHTE3 Ha aHTHUTENA CPEILy pPa3IHHIHA aHTUTCHH.

1. Monoxureanu LE kieTku - ToBa ca cermeHtosapenu yepkonutu (Neu) daromutupamu LE macu

2. Tlono:xurtesied lupus band test LBT (+) — uma 3HaueHue npu CbMHHUTEIHUTE CIIy4aul; CBETEHE Ha
JepMoOeTIiAepMaliHaTa TPaHUIa IpU AUPEKTHa UMYHO(DIYyOpeCcHeHIUs, pe3yaTar OT OTJaraHe Ha

UMYHHU KOMIUIEKCH, ()paKIUU Ha KOMIUICMEHTA

3. HoJaoxuteanu antuTena cpeury asoiiHoBeprkHa JIHK (anti-dsDNA), maruera JIHK (anti-
nDNA); Hykieo3omu (anti-nuclesomes); cpemly ekcTpaxupyeMH HyKJIEapHH aHTHIeHH — Sm, SSa
(Ro60), SSb (La), RNP, RibP — mo3utuBuUpar ce HAKOH OT TSIX HJIM BCHYKU

4. Tlosoxureann antudochomunmuanu anrurena — ACL, anti-B2GPI, anti-protrombin, anti-

annexin; Hanmane Ha LAC; monoxxureneH tectT Ha Wasserman

5. Ilo10:kMTeTHHM AHTHEPUTPO-, JIEBKO-, TPOMOO-aHTHUTeNA, JUM(POUUTOTOKCHYHU AT

6. TlosoxkuTeTHM aHTHUHYKJIeapHU aHTUTeNa ANA TUTHP > 1:80, BaykeH € TUITHT HA CBETEHE MPHU
WHAUPEKTHA UMYHO(]IyOpECICHIIUs, CBhP3aH € C BUJa HA aHTUTENaTa

7. TloJio:KMTeJHM AHTHUXMCTOHOBHM aHTHTeJa - cBbp3aHu ¢ drug-related lupus

8. Ionmkenn ¢ppaxkuuu Ha kommiaementa — Cs, Cs, Clq.

HuTepnperanus Ha cepuiiHu ceposiornydy npomenu npu CJIE

AnTH-dsDNA C3 C4 HNuTepnperanust
i 6e3 mpomsiHa 6e3 mpomsiHa 1 aKTUBHOCT, BEpOSATHA MPOMsIHA B
KJIMHUYHOTO ChCTOSHUE
6e3 mpomsiHa 1 1 BEPOSTHO OBOPEUHO aHTaXKUpaHe
l l l BEPOSITHO OBOPEYHO aHTaXKUpaHEe
1/6e3 npomsiHa 1 1 BeposiTHO nHbeKIHs, HE0OXOUMO €

m3cinensade Ha CYE, CPIT

I11. IIporuo3a npu 6oanute cbe CJIE: Ts e BaxkHa ¢ oryieq Ha paHHaTa M KbCHaTa
CTpaTerust IO OTHOIICHHE HAa KOHKPETHHS OOJIEH.

IIpu3nauu, npeacka3pamy He0JIAroNpPUsiTHA NMPOrHO3a

Knunuunu benezu

1. Hauano na 6onectra npenu 20-25 roguiiHa Bb3pacT.

2. Pa3BuTHe Ha KIMHWUYHU MPOSBU C HEOJIArompusTHA MPOTHO3a B MBPBHUTE 3 TOAUHHU OT
Ha4yaJoTo Ha OojecrTa.

3. OcTtpo Hauano ¢ eAHOBpeMEeHHO Hanuuue Ha 7 wiu noBeue ACR kpurepus.

4. bbp3a eBoMIONMS ¢ YECTH NMPUCTHIIN M BHCOKA AKTUBHOCT, IIPU JICUEHHE HE MOXKE J1a Ce
JOCTUTHE KIIMHUYHA PEMUCHUS U ITIOYTH HUKOTa HE CE€ JOCTUIa UMYHOJIOTMYHA PEMUCHSL.
Hmynonoeuunu benesu

1. IlepcucTtupama xunokomiuiemenreMus Ha Cs,

2. Ilepcuctupania xunokomiuiementeMus Ha Cs , Ca,

3. YcraHossiBane Ha noBulieHd anti-dASDNA AT u aHTUTeNa Cpelly eKCTpaxhupyeMu aHTUTE€HU
B €IMH U ChII CEPYM.

4. YcraHoBsiBaHe Ha noBuiieHd anti-dsDNA AT, anTutena cpeury eKCTpaxupyeMu aHTUTeHU U
Hucku C3 ¢pakiyy Ha KOMIUIEMEHTA B €IUH U ChIIl CEPYM.

5. YcraHossiBaHe Ha A1, Azg, A3z, Bs B2 B renetnunara gopmysa.

IpusHanu, npeacka3pamy 0JJaronpusitTHa MPOrHO3a
Knunuunu benesu

1. Hagamo na Gomnectra cien 40 roaumiHa Bb3pacT.

2. TlocTeneHHO HAYAJIO C JIBJIBT MIPEAKIMHUYEH TTEPHO/I.




3. IIpoTudaneTo € MPUCTHITHO, ¢ 10Ope 0hOPMEHHU TTPUCTBITH.

4. TlpuctbnuTe ca PeIKd M YECTO CE€ JOCTUTA O MbJIHA KIMHUYHA, MOHSIKOTa M J0
MMYHOJIOTUYHA PEMHCHSI.

5. AconuMMpaHUTE YCIOXKHEHHS Ca PEIKH, NPEAUMHO BMETHATH WHTEPKYPEHTHU
WHPEKIIMA W OCTEOINopo3a.

Hmynonoeuunu benesu

1. Hopmanuu HuBa Ha cepymuus Cs,

2. Hopmanuu nuBa Ha cepymMHus C3 4y C4 B €7IUH U CHII CEPYM.

3. Panko ce ycranoBsBar moBumieHH anti-dASDNA AT u aHTUTeNa Cpemnry eKCTpaxupyeMH
AQHTUTCHU B €IUH U CHII CEPYM.

4. Panko ce ycraHoBsiBaT moBumieHn anti-dsDNA Art, aHTHTENna cpenry eKCTpaxupyeMu
aHTureHu u HUCkH C3 Qpakuuy Ha KOMIUIEMEHTA B €/IMH U CHII[ CEPYM.

5. Psanxo ce ycranossBat antudochomunuaan antutena — LAC, ACL, anti-B2GPI Ar.

6. B renetnunata ¢opmyna ce yctaHoBsiBaT uecto Aji; Bs; DRs.

7. Yecto e Hanmuue xamiotun AjBs,

IV. Iudepennuanna quaraosa na CJIE:

1. PeBMaTnunm 3a0051sBaHMS, POTHYAIIN ChC CUMITTOMH, 001y ¢ Te3u nipu CJIE.
2. XpoHuyHH (HEOPUITHUA CHCTOSHHUSL.

3. HeomnactTuyHu mpoliecy.

4. AcumnitomMHn 60THE ¢ TOOKATETHH ANA.

5. [IspBuueH anTUGOCHOIUNHUIEH CHHIIPOM.

V.Jleuenne mnpu OOJHH CBC CHCTEMEH JYIYC
epuremarodyc Ilea: Ilocturane Ha KIMHWYHA U
MMYHOJIOTHYHA PEMHCHSI.
JledeHneTo MMa JBe OCHOBHM CTPAHM: XUTHEHHO-AMETUYEH pEXUM H (apmMakonoruyHa
Tepanus. BaxkHo e u30ArBaHeTO Ha BCHYKM HOKCH, KOWTO BJIOIIABAT JIymycHara Oosiect. Ha
6omaute cbe CJIE ce 3abpansBa:

e l3narane Ha yJTPaBHOJIETOBM Jb4H (MHIyIMpAT CHHTE3aTa HA ANA B KOXKAaTa)

e [lpunarane Ha BaKCHHM (KUBH WIHM YOWTH, OaKkTepHaATHUTE aHTUTEHH Ca MOIIEH

MHIYKTOP Ha CHHTE3aTa Ha aHTHHYKJICAPHU U aHTU(HOCHOIUITUIHN aHTUTETIA)
e MHM3non3BaHe Ha KEHCKHU MOJOBU XOPMOHH

e Ynorpe6a Ha HAKOM JieKAPCTBAa — MCHUIWINHH, 1eQAIOCTIOPHHH, TYOSPKYIOCTATHIIH,
cyndonamuu. 3abpaHata € OTHOCUTEITHA.

e Jlpyru JiekapcTBa, 32 KOUTO € U3BECTHO, Y€ HHIYIIUPAT CHHTE3 Ha aHTuHYyKIeapan, ACL,
AHTUXMCTOHOBU aHTHTEJA M TPsAOBA Ja Ce M3IMOJ3BAT C TIOBUIICHO BHUMaHUE TIpU OOJTHU
cbe CJIE ca: xumpanasuH, npokanHaMmu/, B-0mokepu, Cuprenil, conmu Ha 37aTOTO U APYTH.
3abpaHara € MHAMBH/YaIHA U 10 MTPELEHKA Ha JIeKapsl.

Hpyr Baxxen MmomeHT mpu Oomuutre cbe CJIE e HeoOXoauMmocTTa na ce JieKyBaT (OKaTHH
WHPEKINN ¥ THOWHUIM, ThH KaTO OaKTepHUATHUTE aHTHTCHH Ca MOIIEH MHIYKTOp Ha CHHTE3a Ha
AQHTHHYKJICAPHU aHTHUTEJA, HIKOU OT aHTUTEHUTE Ca T.HAp. CYIEPAHTUTCHH.

Bpemennoct, abopT, pakaaHe ca CbOUTHS, KOUTO BJIOIIABAT MPOTUYAHETO HA CHCTEMHHS JYITyC
epurematodyc. Ilo Bpeme Ha 1pUTatTa OpPEeMEHHOCT, IO BpeMe Ha U CJel paXIaHETo,
narueHTKaTa TpsiOBa 1a Objie HaOIro1aBaHa OT OMUTEH PEBMATOJIOT.

JlekapctBa 3a nedyenue na CJIE:
1. AHTHMAaJIapUIIUTE CE W3IOJI3BAT MPH OOJHU ChC CHCTEMEH JIYIyC €PUTEMATOJNIEC C JIeKa JI0
yMepeHa aKTHUBHOCT, WJIM KaTo JombiaHuTenHa Tepanus npu Texxkn CJIE. YcranoBeno e, ue
yrnorpebara Ha Ta3W rpyra JIeKapcTBa HaMaJsiBa PUCKA OT PELUANBU MPH OOJHUTE ChC CHCTEMEH
JAymyc.

e Chloroquine (MKb M32.0, M32.1, M32.8) — npenoprunTenHa qHeBHA 1032 < 3 mg/kg -



250 mg/mHeBHO.
VYnorpebara Ha chloroquine € cBbp3aHa ¢ pa3BUTHETO HA MUTMEHTAa MAaKYJIOMATHSI IMOPaJN
OTJIaTaHE Ha MEJAHWH B PETHHAIHUS CIUTEINyM, KOXXHU MUTMEHTALUH T-Hap. Te3aypH3MO3U
(uepHO-KasiBa MUTMEHTAIMS 110 MPEAHATa YacT Ha moabeapuiwre). [IMTMeHTHATa MaKyJIOmaThs
HaJlara u3cJjie/IBaHe Ha OYHU JIbHA Ha 3-6 MECEYHU MHTEPBAIIH.

2. Hecrepouanu mnpoTuBoBB3NaauTeaHu JekapcrBa (HCIIBa) - rpyma JnekapcTsa,
nHXuOupamm neicteuero Ha 1ukiookcurenasure (COX-1, COX-2), eH3UMH KOWTO HMAT
KJIIF0O4OBa poJisi B CHHTE3aTa Ha HNPOCTArJIaHAWHHW, MEAUATOpPU C MOIIHO IPOBBH3MNAJIUTCIIHO
JIICUCTBHE.

HCIIBn ce mpunaraT yCHEIIHO NMPH KOHCTUTYLMOHAJIHHU IMPOSBH, CEPO3UT, MYCKYJIHO-CKEJIETHO
aHTaxupane (apTput/aprpanrun/muanrun) npu 6oman cbe CJIE.

Haii-Ba)kHUTE  HEXEJNAaHW  CTPAaHWYHM  pEaKUUd ca  TaCTPOMHTECTUHAIHO  KBbPBEHE,
TyOyJIOMHTEPCTUIIMATICH HEPPUT U pa3BUTUE HA TOKCUYEH XETaTuT.

3. KopTukoctepouau — rpymna JiekapcTBa, KOUTO Obp30 MOATHCKAT MPOSIBUTE HA Bb3MaJICHHUE.
Jlozata Ha KOPTHUKOCTEPOUA C€ OIPEIeNs OT CTEIICHHATa Ha aKTUBHOCT:

¢ Prednisone 5-10 mg 1HeBHO WM SKBUBAJICHT — MPH JIEKA J]IO YMEPEHA aKTUBHOCT

e Prednisone 10-30 mg aueBno (0.5 mg/kg/day) wiu exkBUBaJICHT — TPH YMEPEHO
TEXKa aKTUBHOCT

e Prednisone 1 mg/kg/day niu eKBUBaJICHT — NP TE€KKa aKTUBHOCT

e Methylprednisolone (MKb M32.1, M32.8)

e [IlyncoBa Tepanusi ¢ Kkoprukocrepouau — 3 mopegau guu 1o 1000 mg
methylprednisolone wunTpaBenoszna arumkanus, pasrBopeH B 250 ml 0,9% NacCl,
NPUJIIOKEH 3a KpaTbk mepuoa oT Bpeme — 30-40 munyTtn. KnuHUYHUTE NOKa3aHUS 3a
NPOBEKIaHE Ha ITyJIC TEPAIHsi ¢ KOPTUKOCTEPOHIH ca:

- Jlynmycen nedpur

- Backymur

- Hesponymyc

- Ilynmonwut, 6enoapo6en Backynut, ARDS -  Bucoka o6111a akTMBHOCT -

Kapaur.

4. HmyHocynpecHMBHM JIEKAPCTBA — PA3IMYHU HMYHOCYIIPECOPH, C Pa3HOOOPAa3HU MEXaHNU3MHU Ha
JieiicTBUE ce Ipuiarat npu OOJTHH ChC CUCTEMEH JIyITyC eputemMaro3yc. M300pbT Ha UMyHOCYHIPECOp
ce ompeess OT BOJCIINTE KIMHUYHY MTPOSIBU, aKTUBHOCTTA Ha 00JIeCTTa, MPUAPYKaBaIINTE
3a0ongBanus, compliance Ha ManUeHTa.
*  Azathioprine — 1-2 mg/kg/day
*  Mycophenolate mofetil — 1-3 gr/day — u3nomn3Ba ce 3a HHIyLHpaHe Ha peMUCHS IPH OOJIHU €
TyIyCeH HeQpUT
*  Methotrexate — 5-25 mg/ceAMHUYHO, TPUIIOKEH TEPOPITHO WK MAPEHTEPATHO (TIOKOKHO UITH
MYCKYJTHO)
*  Leflunomide — npunara ce B Hacumania go3a 3 nopeaau qau o 100 mg/day, cinex koeto 20
mg/day
+  Cyclophosphamide — o6ukHOBeHO ce Ipuiara Kato myJc Tepanus B 1o3a 0.75 — 1 gr/m? B 6-12
MOpEAHM Mecella MpU CTPOTrd KIMHUYHU TOKa3aHHs: JyyceH He(pUT, HEBPOJYILYC, BACKYJIUT,
6enonpoben BackynuT. [Ipeaxoxaa ce ot mync tepanus ¢ Methylprednisolone B 1 unu 3 anu.

*  Voclosporin - 23,7 mg nepopaJiHO Ba TbTH JTHEBHO, B KOMOMHAIMS ¢ MUKO(eHomaT MmodeTn,
3a JIeYCHWE Ha BB3PACTHH ManueHTH ¢ akTuBeH nymyceH Hedpputr (JIH) wmac I, IV wmm V
(BKmIOUMTETHO cMeceH Kiac II/V u IV/V)!.

Voclosporin € wuHXuOupall KaJlUHEBPUH HMYHOCYNPECAaHT, KOMTO HHXMOMpaA KaJILUMHEBPHUH 110
JI0303aBUCUM HauyuH 10 MakcumaiHa go3a 1,0 mg/kg. Voclosporin e ¢ npensuanma GpapMakoKUHETHKA
1 (hapMaKoJMHAMUKA, KOETO IIpeMaxBa He0OXO0AUMOCTTa OT MPOCIeIBaHe HAa CEPYMHHUTE My HUBA’.



besomacHoctra u edukacHocTra Ha voclosporin ca wu3cneABaHH B JBE IUIALE00-KOHTPOJIUPAHU
kinanyHu m3nuTBanus (AURORA 1 u AURA-LV) npu nammenta c¢ JIH kmac I wmm IV
(camocTOSITETHO WM B KOMOMHAIMA ¢ Kjac V) win yucT kiuac V. Pesynararure nmokassart, ye moBeye
MaIMeHTy B rpynara Ha voclosporin, oTkomkoTo B rpymnara Ha rwiane6o (hoHoBa tepanus ¢ MMF u
KOPTHKOCTEPOHUIM), Ca TOCTUTHAIM ITbPBUYHUTE KpaHW TOYKH Ha OBOpPEYHO TMOBJIHsIBaHE, a

UMEHHO: CHOTHOIICHHE Ha
nporenn/kpeatuanH B ypuHara (UPCR<) 0,5 mg/mg; nopmann a, ctabunHa 0bOpeuHa QyHKIHS
(ompenenena kato eGF>R60

ml/min/1,73 m2 unu 6e3 noTBbpAcHO HamansBane Ha €GFR ot u3xonno HuBo > 20%); HamalsiBaHe Ha
7103aTa HEPOPATHUTE KOPTUKOCTEPOHIH’ ",

Haii-uecTo cpoOmaBaHuTe HEXENaHW peakiuu npu ymorpeda Ha voclosporin ca HamameHa eGFR
(26,2%) n xuneptonust (19,1%). Haif-yuecto cphoOIIaBaHUTE CEPHO3HU HEKEIAHU PEAKIUU TpU
ynotpeba Ha voclosporin ca undexmuu (10,1%), octpo 6B06peuno yBpexaane (3%) M XUIIEPTOHUS
(1,9%). Ilpe3 mppBuTe 4 cenmumm Ha JjedeHne ¢ voclosporin OOMKHOBEHO ce HaOIIOAaBaT
xeMoMHaMuuHi HamansiBanust Ha eGFR, kouTo BHocieacTBre ce cTabuIn3upar JOpH ako JCUYCHUETO
npoabmKu?,

5. bwuosoruvyHa Tepanus

* Anifrolumab e 4oBemko MOHOKJIOHAJTHO aHTHUTSUIO, KoeTo naxuoupa tun I IFN, kato mo To3n HauuH
6mokupa nudepeHranusITa Ha MIa3MaTHIHUTE KJIETKH U HOpMaIu3upa CyOonomyaanunuTe Ha
nepudepuute T-KIETKH, Bb3CTAaHOBSBAHKU OaslaHCa MEKy IPUIO0OUTHS U BPOJICHUSI UMYHUTET,
koiTo e HapymeH npu CJIE.

Anifrolumab e goBeniko umyHormooynmua G1 kama MOHOKJIIOHAJIHO aHTHUTSIIO, KOETO C€ CBHP3Ba KbM
cyoenuanna 1 va tun [ maTepdeponoBus penenrop (IFNAR1) ¢ Bucoka cniennduarocT n apuHHTET,
Osokupaiiku OumosormuHata akTuBHOCT Ha Tum [ IFNs. MuaxuOupanero ma Tum I IFN Gmokupa
qudepeHIranuaTa Ha TIa3MaTUYHUTE KJIETKW M HOpMaju3upa cyonomynauuute Ha nepudepuute T-
KJICTKH, Bb3CTAHOBABAMKY OajaHCca MEXAy NPUIOOUTHS U BPOJICHUS UMYHUTET, KOMUTO € HapyIIeH MPU
CJIE.

[Mpemoppuntennata go3a ¢ 300 mg anifrolumab, mpunokeHa KaTto WHTpaBeHO3HAa HWH(Y3HUS B
npoabibkeHne Ha 30 MUHYTH, Ha Bceku 4 cenqmuii. be3omacHocTTa u eukacHocTTa Ha anifrolumab ca
orieHeHu B nBe ¢asza Il kimMHnYHM poydYBaHus ¢ 52-ceIMUYEH MEepUOJ] Ha JeueHue. Pesynrature ot
Mpoy4YBaHUsATa coyar, ye nobaBsHero Ha anifrolumab (300 mg) kM cTraHAapTHa Tepamnus MOXe Ja
ocurypu noaoopenue npu nanueHtu cbe CJIE B 001mara 6onecTHa akKTUBHOCT U KOKHUTE PE3yJITaTH,
KakTo M Ja Hamanu ynorpebara Ha OKC um yectoTaTa Ha NPUCTBIM CHPSIMO CTaHIAPTHA Teparus.
Anifrolumab He e poy4YBaH NpH MAIUEHTH C TSKBK aKTUBEH JIYIyC Ha IEHTpPaIHATa HEPBHA CUCTEMA
WIH TeXBK aKTHBEH JiynmyceH Hedput. Tepanusara e ¢ 106pa MOHOCUMOCT MPH MAIIMEHTH C YMEPEH 10
texbk CJIE, xaTto moBeyeTo HexellaHW CHOUTHS HE Ca CEPUO3HH M ca JIGKM WIM YMEPEHH I10
MHTEH3UTET.

Belimumab (MKb M32.1, M32.8) — 6iiokupa pazrBopumust BlyS crumymnarop, kaTo 1mo To3u HaunH He
M03BOJIsIBA HA B TMM(OIUT CTUMYTUpAIIUs IPOTEHH J1a Ce CBBPIKE ChC CHOTBETHHUTE PELIETITOPH Ha
MOBBPXHOCTTA Ha B KIIeTKnTE, KOGTO BOAM JI0 aHEPTHsI WIIK aronTo3a Ha B muMdonunTHTe.

Rituximab

HNuTpaBeHo3HH UMYHOIrJI00yJuMHH - "YOBeHIKM HOpMaJleH MMYHOIJIOOYJIMH 3a HMHTPaBacKyJapHO
npunoxkenue (Immunoglobulins, normal human, for intravascular adm) ce mpenmnucsa B 103a MeXay
250-500 mg/kg i.v., karo Hali-uecTo ce TMpuwiara B TpU aIuIMKalMu Tnpe3 JAeH. Haii-uecto
HaOJI0OlaBaHUTE CTPAHWYHU TMPOSIBU ca TeMIlepaTypa, MNpHIpY)KeHa C BTpUcCaHe, TJaBoboiue,
apTPWITHH, MUAITHH. B exeiHeBHATa peBMATOIOTHYHA MPAKTHKA HHTPABEHO3HUTE UMYHOTIO0YITMHU
HaMUpAT MPUIOKEHUE TMPH: - CUCTEMEH JIYIyC epUTeMaToec C BUCOKA MMYHOJIOTUYHA aKTUBHOCT -
CUCTEMEH JIyIyC epuTeMaTojieC, MPOTHYal] ¢ IepeOpOBACKYIUT, JYMyCceH HE(QPHUT, BACKYJIUT WU/UIU
aBTOMMYHHA XEMOJIUTHYHA aHEMHUS, TPOMOOIIMTONICHHUS - CUCTEMEH JIYIIyC €pUTEeMAaTO/IEC C MO KA
aaTHdOoCchHONHUIUACH CHHAPOM - aHTU(HOCHOIUTIHICH CHHIPOM C TIOBTAPSIIN CE CIIOHTAHHU a0OpTH U
HaJIMyHa OPEMEHHOCT - CUCTEMEH JIYIyC epUTEMATO3yC C OBTAPSIIM c€ HHPEKLIUH.






6. JlekapcTBeHM NPOAYKTH, KOUTO Ce MPUJIATAT MO CIeNHAJTHN KIMHUYHHI MOKA3aAHUS:
e Dapsone —50-150 mg/day — npociesBat ce HUBa Ha METXEMOITIO0HH

¢ Thalidomide — 50 mg/day

¢ Cyclosporine — 5 mg/kg/day — npocnensBar ce cepyMHH HUBA

Onucanure neKkapcTBa ce NpuiiaraT Npu: TOPIUAHN YIKYCH, TEXKKH MaHUKYIUTH, HEKPOTH3UPALIH
BaCKYJIMTHU, NOAUXOHAPpUTH. [Ipu ynoputu Ha edeHre HepUTH, IPU UMYHOKOMILIEKCHA 0OJIECT ¢
BHUCOKHM HMBA Ha IMPKYJIHPAIId MMYHHH KOMILIEKCH MOXE Jla ce MPWIOKH U IulazMadepesa,
MIpU JIUICA HAa UHPEKIUH.

IIpu neyenuero Ha 60aHU cbe CJIE Haii-uecTo qonycKaHUTe rPelIKHU ca:

1. B Hayamoto Ha BCEKM NPUCTBI, MpPH H3pa3eHa AaKTUBHOCT HE Ce€ Ipuiara HyXHaTa
(papMakoJIOrH4Ha Tepanus U NPAaBUJIHA 103a.

2. PaHo, ome c IBppBUTE MPU3HAIM HA TOAOOpEHHE, ce MOHUKABAa [103aTa Ha JIEKapCTBOTO.
Baxxno e na ce 3Hae, ue aKTUBHOTO JICUEHUE HA €/IMH MPHUCTHII Ha OojecTTa Tpae Hal-manko 3-6
Mecena. ToBa € Taka, 3alI0TO Oeje3uTe Ha aKTHMBHOCT Ca CaMO HAJBOJHATa 4acT Ha €IUH
aiicOepr OT UMYHOJIOTHYHH MIPOMEHHU M CHHTE3HpaHHU aHTHUTEA.

3. Ilpu BnM3aHe B peMUCHS peauiia OOJHU Ce YyBCTBAT J00pEe U CHUPAT CAMOBOJIHO NMOJIBPKALIOTO
JICUYEHHE.

4. He ce mo3HaBar B JeTaillliv JieKapcTBaTa U TEXHUTE HEXKEJNaHU €(PEeKTH, MOpagud KOETO ce
JIOTYCKAT HETPaBUJIHK KOMOMHALIMU MEKIY TSIX U HEHAaBPEMEHEH KOHTPOJI Ha CTPAHUYHUTE UM
JNEHUCTBHUA.

INPOTPECUBHA CUCTEMHA CKJIEPO3A (mo MKB kox M34.0)

I. Jedpununms:

CuctemMHaTa CKJepo3a € KIMHHUYHO XETEPOTeHHA, MYJITHCHCTEMHA, Mporpecupalna aBTOUMYHHa
OoJsiecT, KOATO C€ XapakTepusWpa C YBpEXKJaHE Ha MHUKPOIMPKYJaIUsATa M OTJaraHe Ha
ChEMHUTENIHATA ThKaH B KOXKaTa M BBTpEIIHUTE opranHu. KoXHOTO 3acsraHe, HapU4aHO OIIE
CKlIlepojiepMa, € Hall-XapakTepHUS KJIMHHYEH CHMITOM TIPpH CHUCTEMHATa CKJIepo3a.
Cxrepojaepmara ce pasfiensi Ha B¢ OCHOBHHM (POpMU — JIOKaTU3UpaHa CKIEpoJepMa, OrpaHuyYeHa
B KOKaTa W MOJKOXXHATa ThKaH U CHCTEMHa CKIIep03a, 3acAraiia KoKata U BhTPEIIHUTE OPTaHu.
OT cBOsI cTpaHa, CHCTEMHATa CKIIEpO3a ce pas3zieiisi Ha JBa BHIA - OTpaHWYCHA W JUQY3HA.
OrpannueHaTta CHCTEMHA CKJIepo3a Ce€ TposBsIBAa ChC CKJIEPOJCpMHs TJaBHO Ha pbIE,
MPEAMUIITHAIIN, TTO-MaJKo Ha Juie u mud. J(udy3Hara cucteMHa ckiiepo3a ce xapakTepusupa ¢
mudy3Ha KOYKHA CKJIepOo3a U 3acsIraHe Ha Pa3IMyHU BHTPEIIHN OPTaHU.

CucreMHaTa CKJepo3a C€ XapakTepu3upa C pa3HOOOpa3HW KIMHUYHH CHUMIITOMH W CHHIPOMH,
omrcany B Tadauna 1.

Ta6auua 1. IaTo10rM4YHU NPOSIBU NPH CHCTEMHA CKJIepo3a

Koxa Cunnpom Ha PeliHO; CKIIepOIaKTHIINS; A3BU TIO BbpXa HA MIPBCTUTE;
CKJIEPOACPMUS 110 KPAHHUIIH, JIUIIE, U, TOPC; TeICaHTUCKTa3 M,
KaJIIIHO32a

Bsin npo6 bazanna 6enoapobHa ¢pudpo3a; OenoapoOHa XUTIEPTOHHS

Coprie Aput™mun; Muokapana Gpudpo3a; 3acToliHa ChpAcYHA HEJOCTATHYHOCT

MyCcKyITHO-CKeJIeTeH Aptput/aptpanrus, @ubdposa Ha CyxoxHIHU Biaaranumia (tendon friction

amapar ribs); CTaBHU KOHTPAKTYpH; MUOIIATHS
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I"acTpounTecTHHAIEH E3o¢aromarusi; TPHKOYPEBEH XUITOMOTIIIUTET
TPaKT

Bbroperu Scleroderma renal crisis ( ManUrHEHA XUIIEPTOHUS, OBP30MPOrpeCcHUpaIIa
O0BOpeyHa HEJJOCTATHYHOCT)

I1. Enugemuonorus:

[IporpecuBHaTa cucTeMHa CKJepo3a IO JIMTepaTypHU JaHHU ce cpema ¢ yectota 21.2/1 muH.
HaceJleHHe. YCTaHOBEHO €, 4e OOMKHOBEHO C€ pas3BWBa BBHB Bb3pacTTa 45-65 romunu, 3-5 mbTH
MO-4€CTO MPHU KEHHU.

III. Ilmarno3a Ha MpoOrpecMBHATA CUCTEMHA CKJIepo3a:

Jlmarmozata Ha CHCTEMHaTa CKJIEpO3a CE€ OCHOBaBAa Ha M3ITBJIBAHETO HA OIpeneseH Opoii
JUArHOCTHUYHU KPUTEPHH.

[Ipe3 2013 ron. ACR/EULAR ny0nukyBaT HOBUTE KIacu()UKAIIMOHHU KPUTEPUU ITPU CUCTEMHA
CKJIep03a, KaTO Te3W KPUTEPUH C€ MPIIIAraT U KaTo JUarHOCTUYIHH (Tadauua 2).

Taoauna 2. Knacupuxkanuonnu kputepuu Ha ACR/EULAR (2013) npu cucremHa ckiepo3a

Kpurepnii Hoakpurepuii Score

YirbTHEHHE Ha KOXKaTta (CKIepOIepMHs) Ha - 9
OPBCTUTE HA PBIIETE, IIPOCTUPAILIO Ce
IPOKCUMAITHO OT MeTakaprodanaHreaHuTe
CTaBU

(nocrarbueH KpuTepmii)

VYIurbTHEHHE Ha KOXkaTa Ha IPbCTUTE Puffy fingers 2
(B3eMa ce BIpeABH/I CAMO NO-BHCOKHSA CrJ1epoaaKkTH/IUS HA IPBCTUTE 4
score) (mucTamHo 0T MeTakaprodaiaHreaTHUTE

CTaBH, HO ITPOKCHUMAJIIHO OT
MNPOKCUMAJIHUTE I/IHTep(baJ'IaHFeaJ'IHI/I

CTaBN)
Jle3uu no Bbpxa Ha MPBCTUTE JurarajaHu yjinepanuu mo BbpPXa Ha 2
(B3eMa ce BIpeABH] C€aMO IO-BHCOKUSI | MPBCTHUTE 3
score) TouxoBuaHu 0Oesie3n MO0 BbpPXa Ha
NnpbCTUTE
Teneanruexrasuu - 2
AOGHOpPMHA KaNWISPOCKOICKA KapTHHA - 2
[TynmoHnanHa apTepraiHa XUIEPTOHUS [TynmoHanHa apTepuaiHa XUIEPTOHUS 2
W/ HHTEePCTUIHATHA OetopoOHa UnTepcrunmanno 6e10apooHO 2
(ubpo3za 3a00J1sIBaHe
Cunapom Ha PeitHo -
IlonoxuTenHu ckiepoaepMa-CBbp3aHu Antunentpomepnu (aHtu-CENT) At 3
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AHTUHYKJICApHU aHTHTENA AnTHTOnOM3oMepasHu (aHTu-Scl-70) At 3
(aHTULEHTPOMEPHH, aHTUTOIIOU30MEPa3HU Amntutena cpemy PHK nonumepasa 111 3
(arTH-Scl-70), anTu-PHK nmomumepasza 111
(MakcumasHus score e 3)

*Tesu Kpumepuu He ca NPULONCUMU NPU OONHU, NPU KOUMO KONICHOMO YHIbMHEHUE He € 30CeCHAN0
npwvemume, Kakmo u npu O0JHU CbC CKIEPOOepMAa-nodobHu 3a00s8anusl (Heppocenna ckiepo3upaua
@ubposa, eeneparusupana mopges, eozuHo@uieH gacyuum, ouabemua cKiepooepma, CKIEPOMUKCEOeM,
nopupus,epumpomuaneus, lichen sclerosis, grafi-versus-host disease ).
*[Ipu 60aHU ¢ 00w cxop > 9 ce nocmaesa OUAcHO3a CUCTEMHA CKIEPO3d.

IV. IudepeHuuajiHa QuUArHo3a Ha CHCTEMHATa CKJIepo3a € IIMPOKa W BKIIOYBA TOJISIMO
pasHooOpa3ue OT 3a00NsBaHUS U CHCTOSIHHSA, KOMTO HPOTHYAT C XPOHWYHO YIUTBTHEHHE Ha
Koxata (Tadauua 3).

Ta6muua 3. JudepeHumajHa AMArHO3a HA CHCTOSIHUATA, NMPOTHYAIIM € XPOHUYHO KOXKHO
YILTbTHEHHE
CucremHa ckiieposa 1. OrpaHuueHa cucTeMHa CKIIepo3a
2. Jludy3Ha cucteMHa CKIepo3a
3. TlpunokpuBamiy CHHIPOMH
= Bonecr Ha Sharp
=  Cucremna ckieposa/I[lomumMuosnt — ,,CKIepOMHO3UT”
= (CucremHa ckieposa/PeBmaronsieH apTput
= CucremHa CKJIEp03a/CHCTEMEH JIYITyC epUTEMATOEC
Jlokanm3upana 1. Mopdes
CKJIeposiepMa 2. Jluneapna ckieponaepma
Cxuiepenema 1. Cknepenema Ha Buschke
2. JluabGetHa ckiepeaemMa
3. CkiepenemMa npu HOBOPOJIEHH
CkJepoMuKceieM *  ]I3BBHKICTHYHM MYIIMHOBH JCTIO3UTH B KOXKAaTa U BBTPEIIHUTE
opraHu
= Acouuupa ce ¢ npoayKuus Ha MoHOKJIoHanHU [gG nmpotennn
Eosunodmnan 1. Eosunodwien ¢pacuuut (Iudy3eH dpacuut ¢ eo3nHoPuiIms, 6onect
CUHJIPOMH Ha Schulman)
2. Eo3uHOMWINA-MUANTHS CHHIPOM
3. Toxic oil syndrome
MerabonutHu 1. Porphyria cutea tarda
3a00JsIBaHUS 2. OeHUITKETOHYPHS
3. Cungpom Ha Werner
4. Axpomeranus
[ceBmocknepoaepma » JlokanHa armmukanus Ha BUTaMuH K, GJI€OMUIIMH, TIETHA30IMH
Hedporenna » [IporpecuBHa cucremHa ¢udpo3a npu 6onHU ¢ end-stage OBOpedHa
CHCTEMHA CKJIEp03a HEIOCTATHYHOCT
Chronic  graft-versus *  AJIOreHHa TPaHCIUIAHTAIKSA HA XEMOMOSTHYHH CTBOJOBH KIICTKH
host disease
(GVHD)
Penxu 3abonsBanus 1. TlaxumgepMOIEpUOCTUT
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2. POEMS (monuHeBpomarusi,
MOHOKJIOHAJTHA TaMaraTus)

opranomMeranus, CHIOOKPHWHOIIATHAA,

V. JleueHne Ha MPOrpecUBHATA CHCTEMHA CKJIEP0O3a
[IporpecuBHaTa cucTEMHa CKJIEpo3a € CUCTEMHO 3a00JsBaHE HAa ChEJUHHUTEIHATAa ThKaH, KOETO
TPYAHO C€ MOAJaBa Ha JieYeHHe. JIedeHHeTo INpH CKIEpOAEpMHUSl CE OCHOBaBa Ha CHUTypHa
JMarHos3a, OmpejeNisiHe TMOJABHJIAa Ha TNPOTPecHMBHATa CHUCTEMHA CKJepo3a ChOOpa3sHO
MMYHOJIOTMYHUS MPOQuII, cTagusi Ha OoJecTTa, OpraHHUTE MOJAKEHUs, KaKTO U HAJIWYHETO Ha
NIPUIIOKPUBAIIM KJIMHWUYHU MposiBU. JIeKapCTBEHUTE CpencTBa IPU  CHCTEMHA CKIIEpPO3a
BKJIIOYBAT:

= VmyHoMmonynaTopHa W aHTU(GUOPOTHYHA TEpamus WIX TOoBa ca 00J1ecTONMpPOMEeHsIIHN

JCKApPCTBCHHU CPEACTBA
. HeKapCTBeHI/I CpeacTBa U3N0JI3BAHU ITPU PA3JIMYHUTC OPraHHU MOPAKCHUS.

AJTOPUTHM 32 JieYeHHe HA MTPOrPecMBHATA CHCTEMHA CKJIepo3a

IloxBun, crammii

y A 4

HNmyHocynpecrBHa AnTHGUOpOTHYHA
Teparnus Tepanus
OmnpenensiHe Ha pUCKa CIIOPE]T CTAIHS U
THIIA CUCTEMHA CKJIEP03a, KAKTO 1 Mnreperuiuaita
npoduIa Ha AaHTUTEIaTa bernoapobna bornect
ITynMoOHaIHa apTepHaIHa /' (Nintedanib)
XHUIIEPTOHUA
(IPOCTALMKITHHH, CxpHHIHF 33 BHEHePaHI HPOSBH Penanna kpusa
€HJ0TEeJIMNHOBH pelleNTOPHU b (ACE unxuburopu)

AHTArOHUCTH, I/IHXI(IﬁI/ITOpI/I
Ha docdoauecTepasa-5)

Muo3zur

METOTpeKcar)

(KOpTHKOCTEPOHI,

|

|\

I'EPB
(MHXMOUTOPH Ha

MIPOTOHHA TIOMTIIa)

Oubposuparn
QJIBEOJIUT
(Cyclophosphamide)

Aptpur
(HCTIBn, ananreTuiiy)

denomeH Ha Peiino
(Ca?" anraronucTn)

[penopbkn Ha EULAR/EUSTAR 3a seyeHue Ha NporpecMBHATa CHCTEMHA CKJepo3a.
[IpermopbkuTEe ce OCHOBAaBaT Ha KOMOWHAIMS OT JIOKAa3aTeJCTBA, YCTAHOBEHH B IIPOBEICHU
PaHIOMU3UpPaHU KJIMHUYHY POYYBAaHUS U IPUETH KOHCEHCYCH.

I. Ipenopbku Ha EULAR/EUSTAR npu ckiiepoepMa-cBbp3aHa BaCKYJI0NATHS.
1. Cungpom Ha Peitno

a) Juxuaponupumunosu Ca®’ aHTaroHucTu
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= Nifedipine — nexapcTBo Ha mbpBU U360p; B g03a 3 x 10-20 mg mo
MakcuMaiHa go3a or 30-60 mg; HamaisBa yecToTaTa M TEXeCcTTa H

HNCXCMHWYHHUTC aTaKu.

b) BeHO3HU U nIepopaTHH TPOCTAHOUH

= lloprost — 0.5-2 ng/kg/min undy3us B 3-5 nocnenoBaTe]IHA JHU WU 2

x 50-100pg nmepopaiHO IPUIIOKEHUE.

¢) I[lepudepnu Bazoaunaratopu

Jluxunponupuauaosu Ca’’ aHTaroHWCTH ca JIEKapCTBEHO CpPEACTBO HA HBPBHM H300p MHpH

CKJIEpOJepMa-CBbp3aHusad CUHApoM Ha Peino. [Ipu Heycmex OT TAXHOTO TPUIOKEHHUE C€

MpenopbyBaT MHTPABEHO3HU IPOCTAHOUIH.
2. JluruTaiHu yauepanyuu

a) Iloprost — 0.5-2 ng/kg/min undy3us B 3-5 nociaenoBaTeNIHU AHU; YCKOPSIBA

O37paBABAHETO HA JUTHTAJIHUTE YJLEpalud, KakTo U
(hopMHpaHETO HA HOBU SI3BUUKH.

npena3sa

oT

b) Bosentan (MKb M34.0, M34.1, M34.2, M34.8) — JBOGH CHIOTCIUHOB
PElenTOPEeH aHTaroHUCT; B J103a 2 X 62.5 mg nmHeBHO 3a 4 ceAMUIM, clie KOeTO

2 x 125 mg; npeanasBa OT pa3BUTUETO HA HOBH YIIIEPALIUH.

Bosentan ce nperopbYBa Ipu )_'[I/I(I)YSHH CUCTCMHA CKJICpO3a C JUI'MTAJIHU YyJILCpaluu, IIpHu JIUIICa

Ha e(peKT OT MPUIIOKEHHETO HA MPOCTAHOU/IH.

[Ipenopbku

Cuiia Ha
npenopbKarta

I. CkiepoaepMa-cBbp3aHa JUTMTAJTHA BACKYJIONATHSA

Mera-aHanu3 3a NPUIOKEHUETO HA JUXUAPONHUPHANHOBU Ca’>" aHTarOHUCTH U MeTa-
aHAJIM3 3a TMPWIOKEHUETO Ha BEHO3HW mpocraHouau. Nifedipine u WHTpaBEHO3HO
npuiiokeHne Ha [loprost HaMasIBaT YeCTOTaTa U TEKECTTA HAUCXEMHYHHUTE aTaKH

A

Juxugponupumuaosy Ca?*  amraromucTn, oOukHoBeHo Nifedipine, cpeactso Ha
bpBU M300p MpH SSc-CHHAPOM Ha PeliHO, 1 MHTPAaBEHO3HH MPOCTAHOMIU MTPH TEKBK
cuHIpOoM Ha PeliHo, pa3BuII ce B X0/1a HA IIPOIPECUBHA CUCTEMHA CKIIepo3a

[Be paHaoMH3MpaHW KIMHUYHUA [POYYBAHUSA JIOKa3BaT, Y€ HHTPABEHO3ZHUTE
MPOCTAaHOWIU, KOHKPETHO  WHTpaBeHO3Hus  Iloprost, ca  edekTHBHH  mpu
03paBsABaHETO Ha AUTMTAIHUTE yilepauuu npu O6omHu cbe SSc. MHTpaBeHO3HMTE
MPOCTAaHOMIN TPsiOBa J1a ce M3IOJI3BAT KATO CPEICTBO 3a JICUCHHE HA TUTHTATHHUTE
yIepanun

I[Be PpaHAOMU3UPAHNU KIMHUYHU MPOYUYBAHUA NOKa3BaT, 4€ Bosentan npeamnasBa OT
Pa3BUTUCTO Ha HOBU JUTHUTAJIHU YJILCpaluu, 0co0eHO npu OOJIHM C MHOXKECTBO
A3BUYKHU I10 MPBCTUTE HA PBLUETE

Bosentan TpsibBa na ce u3mon3Ba npu Iudy3Ha CHCTEMHa CKJIEepo3a ¢ MHOKECTBO
JIUTUTAJIHK YJILEPAliy, Clel HEycnex orT mpuioxkenunero Ha Ca®’ aHTaroHUCTH W
MPOCTAHOUTU
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B Buarapus cnopeja Kparkara xapakrepuctuka Ha npoaykrure (KXII):

I. Ckiepoaepma-cBbp3aHa BacKyJIONATH.

1. Cunapom Ha Peitno

a) JuxumpormpuaunoBu Ca’’ aHTaroHHCTH — He ca TMOKA3aHM 3a JieYeHHe Ha
CKJIepOo/iepMa-CBbp3aH CHUHIpPOM Ha PeifHO cmopesa kpaTkata XapaKTepHCTHKA
Ha MPOJYKTa.

b) Benozun MMPOCTAaHON AN WJIN MAPCHTCPAIHU Ba30AUIaTaTOpU

» Jloprost — xoHmeHnTpat 3a wuH(pY3uoHeH pa3tBop 1ml/0.027mg;
2ml/0.067mg. IIpunara ce moa ¢opmara Ha WHTpaBeHO3HA WH(Y3US B
no3a 0.5-2 ng/kg/min. Cnopen KXII e mokaszan 3a jieueHHe Ha TEKBK
VHBaTUAN3UpPAILl CHHAPOM Ha PeitHo.

c) Ilepudepnu Bazommmataropu

= Naftidrufuril Ta6nerku 50 mg, 100 mg u 200 mg. npenopbUnTEIHATA
mHeBHa no3a € 300-400 mg 3a nedeHue Ha Tepu(EpHU CHIOBH
HapylIeHus, cpel KOUTO M CHHIpoM Ha PeliHo. JleweHnero Moxe na
MpOIBIKK OT 1 10 6 Mecena.

2. JlurutanHu yinepanuu.

B kparkara xapakrepucTuka Ha mnpoaykrure Ha lloprost m Bosentan HAMa TepaneBTHYHO

OOKa3aHHUEC JUTUTAJIHH YINCPAIHH ITPpHU NIPOTrpeCUBHA CUCTEMHA CKJICPO34a.

II. Mpenopbkn Ha EULAR/EUSTAR 1pu ckiepoaepMa-cBbp3aHa  MYJMOHAJHA
aprepuanna xunepronus (SSc-PAH).
1. EHIOTENMHOBH pelenTOpPHH aHTarOHUCTU

a)

b)

Bosentan (M34.0, M34.1, M34.2, M34.8) e KOMICTHTUBEH CHIOTCINHOB
pEeLeNTOpPeH AaHTAarOHUCT, C JoOKa3aHa e(QeKTUBHOCT Tnpu OenoapoOHara
apTepuajiHa XUIEPTOHMs, pa3BUBalla Ce€ B XOJa Ha MPOrPEeCMBHA CHCTEMHA
ckieposa. [Ipenoppuntennara AHeBHA A03a € 2 X 62.5 mg 3a 4 ceamunu, cien
koeto 2 x 125-250 mg. IlogoOpsiBa ¢u3nyeckuss KamauuTeT, (PyHKIHOHATHUS
KJIac, HAKOU XeMOJMHAMUYHU MTOKA3aTeIH U MPEKUBIEMOCTTa Ha OOJTHUTE.

Ambrisentan (127.0; M34.0; M34.1; M34.2) e nepopajdHO aKTUBEH aHTarOHUCT
Ha eHnorenuHoBute peuentopu (ERA) or kimaca Ha mpomaHoBaTa KHUCENMHA,
cenekTuBeH 3a perientopa Ha eHmoTenuH A (ETa). Ilokazan e 3a yeyeHwe Ha
OenonpobHa aprepuanHa xuneproHus (BAX) mpu BB3pacTHM NAUEHTH C
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¢yukumonanen knac (PK) mo C30 II mo I, BxmrouuTenHo u 3a ymnorpeba B
KoMOuHMpaHa Tepamnus. JlokazaHa e edukacHOCTTa My npu uauonatuuHa BAX
(MBAX) u mpu BAX, cBbp3aHa cbC 3a00isBaHe Ha ChEIWHUTENIHATAa THKaH.
[IpenopbunTenHa AHEBHA 032 5 mg / THEBHO 3a 3all0YBaHE HA JICYEHHUETO U B
3aBUCHUMOCT OT KJIMHUYHHMS OTTOBOp M IOHOCMMOCTTA, Jl03aTa MOXE Ja ce

oyt 10 10 mg THEBHO.

2. CenextuBHU S-hochonuecTepasHn HHXHOUTOPH

a) Sildenafil (M34.0; M34.1; M34.2) e cenektuBeH pocdoauectepazeH HHXUOUTOD,
onobpen 3a neuenue Ha PAH II, III, IV ¢yukunonanen xnac. B enno

PaHIOMH3UPAHO KIMHUYHO NPOYYBAaHE € JI0Ka3aHa HeroBaTa €()eKTUBHOCT IpU

SSc-PAH, karo ce ycraHOBsBa MOMOOpsiBaHE Ha (UINYCCKUS KaramuTerT,

(I)YHKLH/IOHaJ'IHI/ISI KjIaC U HAKOW XCMOAMHAMHWYHH I1OKA3aTCJ/IN. HpeHOp’LLII/ITCJ'IHaTa

no3a e 3 x 20 mg, 40 mg, 80 mg, kaTo e MokaszaH npu O60IHU 0e3 JOCTaThUCH

edekr ot Bosentan.

3. HurpaBenozen Epoprostenol. Ono6pen ot FDA 3a neuenmne nHa Texka PAH (I, TV

(GyHKIMOHANEH Kiac), Opujara ce B NpoabmkuTenHa wuHpy3us 2 ng/kg/min.

[TporuBonokasan e mpu Texka JIK cucromna nuchyHkims u 6emoapodeH OToK.

[penopbku Cua Ha
IpernopbKaTa

I1. Cknepoaepma-cBbp3aHa MyJIMOHAJIHA apTepuajHa xuneproHus (SSc-PAH)

[IBe paHmoMHM3HWpaHM KJIMHWYHM NPOYYBAaHHS YCTaHOBsSBAT, 4de Bosentan momoOpsiza | A/B

(u3mUecKus KamanureT, (GYHKIHOHATHHS KI1ac M HAKOW XEMOAWHAMHYHU IOKA3aTElH.

ITokasan 3a neyenne Ha SSc-PAH

[lBe paHAOMU3HMpAaHU KIMHUYHH MPOYYBaHHs yCTAHOBSBAT, 4e Sitaxentan momoOpsBa A/B

(m3MUecKus KamaruTeT, (GYHKIHMOHATHHS KI1ac M HIKOW XEMOAWHAMHYHU ITOKAa3aTelH.

Crp110 nokasaH 3a Jiedenue Ha SSc-PAH

EnHo panmoMu3upaHO KJIMHWYHO TIpoydBaHe JnokasBa, d4e Sildenafil momoGpssa | A/B

(u3HUecKus KamanuTeT, GYHKIHOHATHHS KIac M HAKOW XEMOAWHAMUYHHU ITOKa3aTelH

IPY ITyJMOHAITHA apTEPUATHA XUITCPTOHUS

Sildenafil moxe na ce n3non3ssa 3a neuenue Ha SSc-PAH

EnHo panHmoMu3upaHo KIMHUYHO IPOYYBAHE OKa3Ba, Y€ MHTpaBeHO3HUs Epoprostenol | A

nofo0psiBa (prU3NUecKus KamarurTeT, (GYHKIIMOHATHHUS KIaC M HSAKOW XEMOIMHAMHIHU
noKa3aTelu pH MMyJIMOHAJIHa apTepraiHa xunepronus. [lokazan npu texka SSc-PAH

I1. Cxnepoaepma-cBbp3aHa MyJIMOHAJHA apTepPUAIHA XUIIEPTOHUSA
1. EHIOTENMHOBM peLenTOpHU aHTarOHOCTH

a) Bosentan — tabietkn 62.5m g u 125 mg, 3amouBa ce 2 X 62.5 mg 3a 4 cenMuIm,

cJes KOeTo Jo3aTa ce rnopuuiasa Ha 2 X 125 mg.
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b) Ambrisentan — Tabnetku 5 mr. [Ipenopruntenna g03a 5 mg BeIHBXK THEBHO 3a
3amo4yBaHe Ha JIEYEHHMETO © B 3aBUCUMOCT OT KIMHUYHUS OTIOBOp U
MOHOCUMOCTTA, 103aTa MOXKE Jla ce MOoBHILH 10 10 mg THEBHO.

2. CenextuBHU S-hochonuecTepasHn HHXHOUTOPH

a) Sildenafil — tabnerku 20 mg. [Ipenoprunrennara qHeBHa 103a € 3 x 20 mg.

II1. ITpenopbku Ha EULAR/EUSTAR npu ckiepoaepMa-cBbpP3aHO KOKHO aHTa:KHUpaHe

1. Metotrexate. B 1Be paHIOMU3MpaHU KIMHUYHMA TPOYYBAHUS € JIOKa3aHa
edexktuBHOCTTa HAa MTX mO OTHOIICHWE KOKHWUTE TPOSBH, OINEHEHHW Ype3 T.Hap.
Rodnan skin score. Ilokazan 3a mpuioxeHue npu paHHata AUQy3HA CKICPOIACPMHUS.
[Ipenopbuutennata no3a € 15 mg/ceamMuyHoO.

[Ipenopbku Cuna Ha

npenopbKaTa

II1. CxiepoaepMa-cBbP3aHO KOMKHO aHTa)KMPaHe

JBe paHaoMH3MpaHM KIMHUYHM TPOYy4YBaHUS ycTaHOBsiBaT, uye MTX mnogobpsBa | A

KOJKHOTO 3acsirane mpu OomHu ¢ paHHa audy3Ha SSc. He ca qokazaHu MONOXKUTEITHU
e(eKTH BbPXY APYI'H OPTaHHH MOPAKCHUE.

Metotrexate ce mpernopbuBa 3a JICUCHHE HA KOXHHUTE NPOSBU NpU OOJHH C paHHA
nudy3Ha popMa Ha CUCTEMHA CKIIepo3a

B Bbarapus cnopeja Kparkara xapaktepuctuka Ha npoaykrure (KXII):

I11. CkJaeponepmMa-cBbpP3aHO KOKHO aHTAKUPaHe

1.

B kpatkata xapaktepuctnka Ha Metotrexate HiAMa TEpPaneBTUYHO TMOKa3aHHUE
MIPOrpPECUBHA CHUCTEMHA CKJIepo3a. BBIpekn ToBa OCHOBAaBaWKH CE€ HAa MPENOPBKUTE Ha
EULAR/EUSTAR Metotrexate ce u3moi3Ba KaTo UMYHOCYNIPECUBHA Tepanus Mpu OOTHU
ChC CUCTEMHa CKJiepo3a. B KiIMHMYHaTa ImpakTHKa ce 3amoyBa ¢ no3a 10-15mg/ceamuuno,
C TOBHWIIIAaBaHE Ha Jo03aTa ¢ Smg/CeAMHYHO A0 JOCTHraHEe Ha MAacKMMajHa 1o03a 25-
30mg/cenmuuno. EdexrsT HacThnBa mexay 27" u 3™ mecen. MTX momobpsiBa skin
score, OIICHSABAILl CTENEHTa HAa KOXXHO YIUTbTHEHHE, €(EKTUBEH IpH apTPUT, MHUO3UT,
pa3BUBAIM C€ B XOJa Ha CHCTeMHa cKjeposa. JlekapcTBenute (opmH, MPUCHCTBAIN HA
nasapa ca tabmetku 2.5 mg; 5 mg; 10 mg u dmakoHn 3a mapeHTepaTHO TpriIoxkeHne S50
mg/5ml; 1000 mg/10ml.

D-penicillamine e ¢ anTHduOpOTHUCH ePeKT U NOKa3aHa €(PEKTHBHOCT BHPXY KOKHOTO
yIUIbTHEHHE Tpu ckjiepoaepmus. CucTeMHaTa CKJIEpo3a HE € BKIIOYEHa Karo
TEpareBTHYHO TMOKa3aHWE B KpaTKaTa XapaKTEepPHCTUKa Ha mpomaykTa. D-penicillamine He
npuckctBa U B mpenopbkure Ha EULAR/EUSTAR 3a nedenue Ha mnporpecuBHA
CHUCTEMHa CKJIEpO3a.

80




IV. Hpenopskn nHa EULAR/EUSTAR npm ckiepoaepmMa-cBbp3aHO HWHTEPCTHIHATHO
0es10poOHO 3200 19BaHe.
1. Cyclophosphamide cboOpa3HO [Be paHIOMH3UpPAHU KIMHUYHU MPOYYBaHUS Ce
NpenopbhyBa 3a JeUeHHEe Ha MHTEPCTULHMAIHO 0enoApoOHO 3a0oiisiBaHe, pa3BUBAIIO CE B
XO0Zla Ha TPOTPECHBHAa CHUCTEMHa CcKjeposa. [IpemoppumTenHara go3a MpH MEPOPATHO
npunoxenne e 1-2 mg/kg/THEBHO MM TIPH TIApeHTEpaNHo mpHiokerne 600 mg/m’ B 6
nopeanu mecena. Crex ToBa JIEUEHHETO C€ NPOABIDKaBa C JIPYr HMMYHOCYIPECOp
Azathioprine 2.5 mg/kg. Cyclophosphamide moBumaBa TOTaqHUS BUTAJEH KamalWTeET,
dbopcupaHus BUTAJICH KalalMTeT, W MOA00psSBa KaueCTBOTO HA >KUBOT IPH Te3U OOJHU.
He nosnusiBa qudy3nonnus kanamuret 3a CO.

[Ipenopbku Cuna Ha
npenopbKaTa

IV. CkiiepoaepmMa-cBbp3aHO HHTEPCTUIIUATHO OesI0ApPOOHO 3a00J1siIBaHe

JlBe paHZOMH3MpaHW KIMHUYHM IIpOy4YBaHWs ycTaHOBsiBaT, 4e Cyclophosphamide | A
TpsI0Ba J1a ce M3MOJI3BA 3a JICYCHHE Ha MHTEPCTUIMAIHO OenoapoOHO 3abolsBaHe,
Pa3BUIIO CE B X0J1a HA CUCTEMHA CKJIEP03a, BbIPEKU HEroBaTa TOKCUYHOCT

IV. Ckiiepoaepma-cBbp3aHO HHTEPCTULHHMAIHO 0e10ApO0HO 3a00/1BaHe
1. Coopen kparkarta xapaktepuctuka Ha mpoaykrta Cyclophosphamide e mokazan npu
O0OJHM C BacKyJUT W HHTEpcTULMaNHa OenoapoOHa (ubpoza, pubposupair aaBeoIUT
pa3BWIM ce B XO0Jla HAa CHCTeMHara ckieposa. Ilpmmara ce B mosa 1-2 mg/kg/mHeBHO.
JlexapctBenuTe Gpopmu, MPUCHCTBAIM Ha ma3apa ca tadnetku 50 mg; dmakonn 200 mg u
500mg nmuoduarzaT 3a MHKEKIIMOHHO MPUIIOKEHUE.

*Cnopen npenopbkute Ha EULAR/EUSTAR npyr umyHOCyIpecop, KOMTO ce HM3IOI3Ba
OpU  MHTEPCTUIMATHOTO OenoApoOHO 3a0oisiBAaHE TPU  CKIEPOACPMHS TOBa €
Azathioprine. B namiara crtpana ToBa TepaneBTHMYHO TMOKa3aHWE HE € BKJIIOYEHO B
KpaTKaTa XxapakTepuctuka Ha Azathioprine.

2. Nintedanib (M34.0, M34.8) — B bwarapus crnopen KpaTkaTa XapaKTepUCTHKa Ha
npoayktute (KXII), Nintedanib e moka3aH Tpu BB3pACTHU 3a JIEYCHHE HA CBBP3aHA ChC
CHUCTEMHA CKJIepo3a WHTepcTulmainHa oemoapodona O6omect (SSc-ILD). IIpenoppunTtennara mpo3a
HUHTeanu6 e 150 mg 1Ba MbTH AHEBHO, MPUIIOKEHA MPUOIU3UTENHO npe3 12 yaca.

JlueBHa n03a ot ABa mbTH 1o 100 mg ce mpenopbuBa 3a U3IMOJI3BAHE CaMO MPU MALUEHTH, KOUTO
ca TOoKa3ajy HETIOHOCHMMOCT KbM JTHEBHA 71032 OT JBa mbTH Mo 150 mg. Axo Obae mporycHaTa
elIHa [03a, TPHIOKEHHETO TpsAOBa Ja TPOABIDKA OT CJlEABAIIMSA IUIAHOB IPUEM IIpU
npernopbuuTeNHaTa 103a. AKO ObJe MpomycHaTa [103a, MAalUeHThT He TpsAOBa Ja mpuema
JombJIHUTENHA 103a. He TpsiOBa 1a ce HajBHIIaBa MpenopbhbUYUTeaHaTa JHEBHA 1032 OoT 300 mg.
JlexapcTBennuTe (HopMH, MPHUCHCTBAIIM Ha Ta3apa ca MEKH Kamncynu chabpxkamu 150mg wm
100mg Nintedanib (mox ¢opmara Ha e3unar).
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[Ipenopbku Cuna Ha npenopbKaTa

CruiepoiepMa-CBbP3aHO HHTEPCTUIIUATIHO 0ej10IpO0HO 3a00/IABaHe

Pannommzupano, JIBOMHOCIIAIO, | A
MHOTOIICHTPORO, napJieiHo, maneo6o-
KOHTPOJIMPAHO KIHHUYHO MpOyYBaHe

SENSCIS ycranossBa, ye Nintedanib mosxe
Ja Cce  H3MON3Ba 32  JIEYCHHWE  HA
MHTEPCTUIMAIHO OenoapoOHOo 3aloisBaHe,
pa3BWIIO ce B XOJa HAa CHUCTEMHAa CKJIepo3a
(SSc-ILD), wa ©Gaza Ha mMOCTUTHATA
IbPBUYHA KpailHa TOYKa - TIOHIDKEH TEMII
Ha cmax Ha  (OPCHpPAHUAT  BHUTAJICH
kanamuteT (PBK) 3a mepuos ot 52 ceamuim
CpaBHEHO C I1anebo rpymnara.

V. lIpenopbku Ha EULAR/EUSTAR npu ckiepoiepMHa peHaJiHa Kpu3a

IIpenopbku Cuna Ha
npernopbKara

V. CkjeponepMHa peHaJHA KpU3a

JluricBar paHAOMH3HMPAaHU KIMHUYHU Mpoy4BaHus, ekcmeprute mnpemopbuBar ACE- | C

WHXHOUTOPUTE Ja CE WU3IMOJ3BAT 32 JICUSHHE Ha CKIIEPOIEPMHA PeHATHA KpH3a

YeTnpu peTPOCHCKTHBHU TIPOYYBAHHS 3aKIFOYBAT, 4Ye cTepouauTe ca cBbp3anu c | C

MOBUIIICH PHUCK OT pa3BUTHE Ha CKIEPOJEPMHA pEHaJHA Kpusa. bonHUTe Ha

KOPTUKOCTEPOUJM TpsOBa Ja ObJAT BHUMATETHO MOHHTOPDHPAHH 3a apTEPUATHOTO

HaysTaHe U ObOpeyHa PYHKIHS

VI. IIpenopbku Ha EULAR/EUSTAR npu ckiepoaepma-cBbp3ano 3acsarane na F'UT

IIpenopbku Cuina Ha
npenopbKara

V. Ckiaeponepma-cBbp3ano 3acarane na T'UT

Boopeku smncata Ha < paHAOMM3MPAaHM  KIMHUYHM — TIPOy4YBaHUs, ekcnepTture | B

npenopbuBat PPl (mHXuOuTOpH Ha MPOTOHHATA MTOMIIA) 32 MPEBEHLIUS OT Pa3BUTHE Ha
ractpoesdareaneH pedurykc, I3BU Ha XPaHOIIPOBOA U CTPYKTYPH
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Berpeku nmrncata  Ha  paHAOMHU3MpaHM — KIMHAYHM  rpoyuBaHusi, ekcreprtute | C
NpernopbyBaT NMPOKHHETHUIM 34 JICYSHHE Ha CKJIepPOJepMa-CBbp3aHHTE HApYIICHHs Ha
MoTWIUTeTa — nucdarus, ractpoezodareaneH pedIyKe, MCeBIO0OCTPYKIHS U T.H.

Bomopeku smncata Ha  paHAOMM3MPAaHM — KIMHUYHM — TpOy4BaHuWs, ekcneprtute | D
Mpenopb4YBaT aHTUOMOTHYHA Tepamus Mpu ManadcopOuus, pe3yinraT oT OakTepualieH
CBPBXPacTex

ABTOUMYHHU MHUO3UTHU (mo MKbB xox M33)

I. Jedpununus
ABTOMMYHHUTE MHO3HUTH Ca Tpyla CHCTEMHH aBTOMMYHHM OOJIECTH, XapakTepH3UpAIlUd ce C
XPOHUYHO MYCKYJTHO BB3IMAJCHUE, pEe3ylITaT OT aKTUBUPAHE Ha KIETBYHHS M XYMOPAIHUS
UMYHEH OTTrOBOp, MMYHOTEHCTWYHH BapHallil W TO3MTUBUpaHe Ha aBroaHTHTena (AAT) B
cepyMa Ha HsKoH 001HH. Hali-001110 aBTOMMYHHITE MHO3UTH C€ TPOSIBSIBAT C:
» [lporpecuparmia, cuMeTprYHa, IPOKCUMATHA MYCKYJIHA CIa00CT
* [loBulIeHO CepyMHO HHMBO Ha MYCKYJIHHUTEe €H3UMHU — KpeatuHdocdokuHaza (KDK),
naktaraexuaporeresa (JIJ[X), angonaza
» Enexrpomuorpadcku mpomMeHn
*  CTpYKTYpHH W/WIU BH3NAIUTCITHH U3MEHEHEHUSI B OMONTAT OT MYCKYJIHA ThKaH
» EKCTpaMyCKyJqHH TIPOSIBM C aHTaXUpaHe Ha KOXa, CcTaBu, Osu1  JIpod, chple,
racTPOMHTECTHHAICH TPaKT;

II. Enuaemuosiorus

ABTOMMYHHUTE MHUO3UTH ce cpemar B 2-10 ciayyas Ha 1MJIH., ¢ IPEUMYIIECTBEHO 3acsiraHe Ha
JKeHckus mon 2,5:1. YcranoBeHo e, ye B Obarapckara momyiamus yectoTaTa Ha JIepMaTOMUO3UTA
e 1,09/100 xwm. mymom.

III. lnarno3a Ha aBTOUMYHHHMTE MUO3UTH
OnopHH TOYKM B AMArHO3aTa HA aBTOMMYHHUSI MUO3UT € YCTAaHOBSBAHETO HA:

» KinHuvaa kapTHHA, TpEACTaBeHa OT NMPOKCHMAalHAa MYCKYJIHAa CIaboCT WM MYyCKYJHa
c1aboCT B paMEHEH M Ta30B MOSIC

= VBeIWMYEHM CEPYMHM HHBAa Ha MYCKyJaHUTe eH3uMH (KpeaTuH(pochokrHaza,
JIaKTaTACXUAPOTCHE3a, aj10J1a3a)

»  Enextpomumorpadcku TpOMEHH, TPEICTaBEHHW OT TMoJu(pa3HH, HUCKOATUTUTYTHH
AKIIMOHHM TTOTECHIMAIHN C KbCa MPOJBIDKATEITHOCT, HAJTMUYMETO Ha CIIOHTaHHA aKTUBHOCT,
MIPOMEHHU HACOYBAIM KbM MHOTCHHA yBpeaa

» Jlo3uTuBHMpaHe HaA PaA3TUYHA MHO3UT-CHCIUPUIHM U MHUO3UT-ACOIMUPAHH aHTHUTEIA
(aHTH-CUHTETa3HM aHTUTENA, BKIIIOYBAIIM aHTHUTENa, HacoueHu cpemty Jo-1, PL-12, PL-7,
EJ, OJ, KS, Zo, Ha anturcuu, antu-SRP, antu-Mi-2, autu-CADM-140, antu-SAE,
auTu-p155/140, antu-pl40 (anTi-CADM-140), antu-p200/100, anti-MJ (arTH-NXP-2),
antu-PM/Scl, antu-Ku, antu-snRNP, ant-Ro60, antu-Ro52)
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XUCTOIOTUYHM ~ TPOMEHHM B MaTrepual  OT  HampeyHo-HaOpaszJleH  MYCKYJ,
XapaKTepU3upally ce ¢ Bh3MaJUTENeH UHPUITPAT, ChCTaBEH OT MOHOHYKJIEAPHHU KJIIETKU
(mumdonut,  makpodaru, —MIA3MAaTUYHU  KJIETKH),  MHO(darus,  HEKPOTUYHH
pabnomuonuTH, nepudacuuKyaapHa aTpodusi, pereHepaTuBHUA MPOMEHH, 3aMECTHTEIHA
¢$hubpo3za.

JIlmarHo3ara Ha aBTOUMYHHHMTE MHUO3UTH Ce€ OCHOBAaBA HA U3MbJIBAHETO HA ONpejiesieH Opoii

AUATrHOCTUYHU KPUTECPUH.

IV. luarHocTHYHM KpUTEPHH

Enxnu ot CbIICCTBYBAIIUTE U ABJIN'O BPEME U3IOJI3BAHU B KIIMHUYHATA ITPAKTUKA KPUTCPUH TIPU

aBTOMMYHHHTE MUO3UTH ca Te3u Ha Bohan&Peter oT 1975r., KOWTO KpUTEpUN BKITIOYBAT:

1)
2)
3)
4)

5)

CumetpuuHa, MpoOKCHMalIHA MYCKYyJHa craboct
[loBuiaBane Ha cepyMHUTE HUBA HA MYCKYJIHUTE €H3UMHU
Enexrpomuorpadcku npomMeHu

Xucromornynu Oeje3u XapaKTepU3Upalld Cce€ C JereHEepaTUBHU, pPEreHepaTUBHU
W3MEHEHHUs, HeKpo3a, (aronuro3a U MOHOHYKJEapeH KJIeTbueH HHOUITpaT B
HMHTEpPCTULYMA

Tunmaan KOKHU TIposiBY TipH [IM, BKITIFOUBAI XeJIMOTPOIICH o0puB, mamyian Ha Gottron,
cumnToM Ha Gottron;

V. ludepennuanna nuaraosa

JAudepeHnmannaTa IMarHo3a Ha MUO3UTHUTE € TBBPJIE MIMPOKA U BKIOYBA!

3abo/siBaHusl, KOUTO CHIIO MPOTHYAT € MYCKYJIHA ¢J1a00CT

Hesponoruunu 3abonsBaHus MyckyaHu aucTpodun — MyckyiiHa auctpodus tum Becker, Tun

MOSIC-KpaHUK, (acIHOCKAITyI0XyMepaHa TUCTPOQHS

HepBHo-MyckyHu 3a00s1siBaHusl — myasthenia gravis,
IICeBIOMUACTEHEeH cuHnpoM tun Eaton-Lambert

IMosiMHEeBpONAaTHH — OCTPa Bb3MAIUTENHA JeMHUEIMHU3UpPAIIA
nonupanukynoneBpornatus tai Guillain-Barre, xporudaau
MOJTMPAIUKYIOHEBPOIIATHI

HeBponerenepaTuBHu 3a00/19BaHUA — JIaTepalHa aMHOTPOPHUUHA
ckiepo3a, [lapkuHacoHOBa Goect

Jlpyru MuonaTuu — KOHTCHUTAJIHA TapaMHOTOHHS, MHOTOHUYHA
IUCTPOGHS, XUIMOKATHEMUIHA W XUICPKATHEMUYHA TIEPUOITIHA
mapanmsa

84



CnuHanHa MycKyJIHa aTpodus

JlekapcTBO-MHIYIUPAHH u | JlekapcrBa - cratunau, pubparu, Zidovudine, 6apOuTypartw,
TOKCHYHH MHOTIATUU NMeHUIMIaMKH, KopTrukoctepouau, Chloroquine, Colchicine, conu
Ha 371aT0TO0, anTuaenpecantu (SSRI), anTuncuxoTuuy,
cyindonamuan, Cyclosporine, Cyclophosphamide, Hydralazine

TOKCHHM — aJTIKOXOJI, KOKauH, IMTeCTUIIUIN

EnnokpuHHN 1 METa0OIUTHA EHI0KpUHONATHH — XUIIOTUPEOIUIbM, XUIIEPTUPEOAUIBM,
MUOIATUU XUINEPKOPTULI3IBM, XUITOKOPTULIM3BM, aKPOMETaIIus,
XUIIONapaTUPEOIU3IbM

EJleKTpPOJMTHH HAPYIIEHHs — XUITOKAIHEMHUS], XUTICPKAIIIMEMUsT

MeTa6oMTHI HAPYLIEHUS] — KyMYJIaTUBHU TJIMKOTEHO3H,
KyMYJIAQTHBHU MYKOJHITUI03H, YPEMUS, YePHOAPOOHA
HEIOCTaTBYHOCT, Aeduiut Ha BuTamuH /1, Butamus E,
MarabCoOpOIIMOHEH CHHIPOM

Wndexim OcTpyn BUpYCHM UMH(EKUMH — TPUIl, Maparpuil, aJICHOBUPYCH,
KokcakuBHpycH, Epstein-Barr Bupyc, Xenatur B, C, HIV

Bakrepuu — cenTHyeH MHO3UT (CTa(UIOKOKH, CTPENTOKOKH,
Clostridium perfringens), Mycobacterium tuberculosis

Mapa3utu — Toxoplasma, Trichinella, Schistosoma, Cysticercus

B nudepentmanHo-quarHocTHYeH MmiaH TpsOBa Ja ce MMaT NPEIBUJI U Pa3IndHU PEBMATHYHU
3a00J15BaHNs, TPOTHUYAINN C KIMHAYHA KapTHUHA MMOA00HA HAa Ta3W NIPH MUO3UTHUTE — MYCKYJTHA
€1a00CT, MUAJITHH.

Jpyru peBMaTH4HH 3200/151BAaHUS, IPOTHYALH C MYCKYJIHA ¢J1a00CT, MUAJITHMH

CucremHu 3a00J51BaHUS Ha CucreMeH Jynmyc epuTemMaro/ec

ChEIMHUTEIHATA ThKaH IIporpecuBHa cucTeMHa cKJepo3a

IpunokpuBamy CHHIPOMM — AHTHCUHTETAa3eH CHUHIPOM,
MOJTMMHUO3HT/CKIEPOICPMUS CHHIIPOM

BackyauTH, noJimapTepuuTHC HO03a

MekoThbKaHHH PEBMATHYHH MMoumuanrus peBMaTuKa
3a00JsIBaHUS @®uopomuanrus/Pudpozur/Muodacuunasien 00J1K0B
CHH/IPOM

HaguHAPOMHUYEH PpeBMATU3BM

Br3nanmutenno-ctapau 3a0oisBanus | bosect Ha Still (cucremna ¢popma Ha peBMAaTOUACH apTPHT)

VI. JleueHue Ha AaBTOUMYHHUTE MHO3UTH
LlenTa Ha JIEYEHUETO € TIOCTUTAHE HA PEMUCHSA U MAKCUMAJIHO ABJIFO BPEME MOAABPKaHE HA Ta3u
pemucus. Ha nacrosmm eran nsama npueru npenopbku or EULAR (The European League
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Against Rheumatism) u ACR (American College of Rheumatology) 3a nedenue Ha
ABTOMMYHHHUTE MUO3UTH.

1. TAIKOKOPTUKOWANTE Ca TEpanus HA MbPBU M300p B JICYCHUETO HA aBTOUMYHHUTE
MHUO3UTH. Bbopeku numncara Ha KOHTPOJMPAHU KIMHUYHH W3IMUTBAHUS Pa3THYHH
aBTopu mpennonarar, ye I['K ca Haii-eeKTUBHOTO CpEACTBO 3a JIEYCHHE Ha
JEpPMAaTOMHO3UT W MONUMHO3UT. Hawamnarta no3a u mbrs Ha npmiaraHe Ha 'K ce
ompenens OT TeXecTTa Ha 3a0oyisiBaHETO M Oposi (akTOpH, CBBP3aHH C JIoIIa
mporHo3a Ha Oosectra. Haif-yecro B KIMHMYHATa MpakTHKa ce 3amoyBa ¢ 1-2
mg/kg/mueBHo. B ciydawte Ha TEXBK MHO3WUT, NMPH HATUYAETO Ha O€I0apoOHH,
ChPACYHM W TAaCTPOMHTECTHHAIHM TMPOSBUM ce mnpwiara myiac Ttepamus ¢ [K
lg/nHeBHO/BEHO3HO B Tpu mocienoBaTenHu AHU. Cropea KIMHAYHUS — OIHT
mepBoHavanHaTa no3a ['K ot 1-2 mg/kg/nueBHo TpsaOBa ma ce mpuiara mone 1 mecery
WIA O HOpMaJIM3UpaHE CTOMHOCTHTE Ha KpeaTuH(OCPOKHMHA3aTa, CIell KOETO Ce
HamansBa fgo3ata Ha ['K ¢ 25% mecedHo 10 mocTurane Ha MoJIbpikamia 103a ot 5-10
mg/aaeBno. Ilponwmxurennocrra Ha nojabpxkamara 'K Ttepamust ce ompemens
WHIMBUAYAIIHO, KaTO CIIOpPE/ HAKOM aBTOpU TpAOBa /a ce MPOIBIDKM MOHE 6 Mecena
CJIe]] TOCTUTAaHE Ha KIIMHUYHA PEMUCHSL.

= Methyprednisolone (MKb M33.0, M33.1). Cnopen KpaTkaTa XapaKT€pUCTHKa Ha
npoaykra Metheylprednisolone e mokaszan 3a jedeHre Ha KOJAareHO3HW, KOHKPETHO
CUCTEMEH JIEPMAaTOMHO3HT, M0 BpPEME Ha eK3alepOalnus WIM KaTo IMOJIbPIKaIlo
neueHue. JlekapcTBeHuTe GOpPMHU, MPUCHCTBAIY HA 11a3apa B HaIllaTa CTpaHa ca:

- ammynu ¢ aroduIM3aT 3a MHKEKIMOHEeH pa3TBop — 6.31 mg; 15.78 mg; 40 mg;
125 mg; 250 mg; Tabnerku 4 mg;

* Prednisolone. Criopen kpaTkaTa XapakTepucTHKa Ha mpoaykTta Prednisolone e
MOKa3aH 3a JIeYeHHe Ha CUCTEMHHU 3a00JsIBaHMS Ha ChEIMHUTENIHATAa THKaH, Cpel
KOUTO W MHO3WUTHUTE — TMOJUMHO3UT M JepMaToMuo3uT. Prednisolone mpuchcTBa
Ha rasapa noj opmara Ha: TaOJIeTKH 5 mg

= Dexamethasone (Prednosolone F). Cropen kpaTkaTta XapaKTepUCTHKa Ha
nponaykra Dezamethasone e mokaszaH 3a JiedeHHE Ha CHCTEMHH 3a0OJIIBaHUS Ha
CbCAMHUTCIIHATA TbKaH, cp€a  KOMTO W MHO3UTUTC — IIOJIMMHO3UT U
nepmaromuo3ut. JlekapcrtBenute ¢GopMu, NPUCHCTBAIlM HA [a3apa B Hallara
cTpaHa ca: tabnetku 0.5 mg

=  Prednisone (Dehydrocortisone). Cropen kpaTkara XapakTepUCTHKa Ha
npoaykra Prednisone e Tmoka3aH 3a JICUEHWE HA CHUCTEMHH 3a00isiBaHHS Ha
ChCIMHUTEIIHATA ThKaH, CPeJl KOUTO U MUO3UTHUTE — TIOJIMMUO3HT U IEPMATOMHUO3HT.
Prednisone npucbkcTBa Ha naszapa noj ¢popmata Ha: TaOJIETKU 5 mg
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2. HNmyHoOCyNpecHBHHM CpeCTBA

HpI/maraHeTo Ha HUMYHOCYIIPECHUBHM CpE€ACTBA MLCJIM IIOCTUIaHEC Ha HO-,I[O6’Bp

TCpAllCBTHYCH OTrOBOp HW HaMalsIBaHEC Ha CTpaHUYHU C(I)CKTI/I OPpUIUHCHU OT

KOPTUKOCTEPOUIUTE.

Metotrexate ¢ umMyHOCympecop Ha MbpPBH HM300p Npu OOJMHU C aBTOMMYHEH
Muo3uT. EdexrsT HacThnBa Mexay 27" u 3" mecen. B kinHu4HaTa npakTuka ce
3amoyBa ¢ go3a 10-15mg/cenMuyHO, ¢ MOBUIIaBaHEe HA Jo03aTa ¢ SmE/CEIMUIHO
JI0 JOCTHUTaHe Ha MackuMmaiHa 1mo3a 25-30mg/ceamuuno. EdextuBHOCTTA Ha
MetoTtpekcaT cpeln OOJIHM ¢ aBTOMMYHEH MHO3UT € JO0Ka3aHa B KOHTPOJUpPAHU
KIMHUYHU TpoyuBaHMA. B Hamara crpaHa cucTeMHUTE 3a00JsBaHUS Ha
ChEIMHUTEIIHATA THKAaH, KOHKPETHO AaBTOMMYHHHMTE MHMO3WUTH, HE Ca BKIIIOUEHU
KaTo TepameBTHUYHO IMOKa3aHWE B KpaTKaTa XapaKTepHCTHKa Ha mpoaykra. MTX
MpUCHCTBA Ha Mmazapa noja ¢opmara Ha: TabneTku 2.5 mg; 5 mg; 10 mg; dnakonn
3a mapeHTepanHo npwioxkenne 50 mg/Sml; 1000 mg/10ml

Azathioprine ¢ edexkTuBeH NMPM KOPTUKOCTEPOUI-PE3UCTCHTHN OOJHU C MHO3WT,
KaTro OTrOBOPBHT HACTHIIBA MO-0aBHO B CpaBHEHWE ¢ mpuioxkeHueto Ha MTX.
JneBHata edexktuBHa 103a ¢  150-200mg/mueBHO. EdextuBHOCTTA Ha
AzatnonpuH cpen OOJHH ¢ aBTOMMYHEH MHO3HMT € JIOKa3aHa B KOHTPOJHMPAHU
KIMHAYHA TpOy4YBaHWsA. B Hamata cTpaHa CUCTEMHUTE 3a0oisiBaHHsA Ha
ChCIUHHUTEIIHATA THKAaH, KOHKPETHO TIIOJIMMHUO3UTH, Ca BKJIIOYEHH KaTo
TEpaneBTHYHO TOKAa3aHUE B KpaTKaTa XapaKTePUCTHKA Ha MPOAYKTa A3aTHONPHH.
[IpenoppuntennaTa nHEBHA a03a € Mexnay 1-3 mg/kg/nmHeBHo. A3zaTuonpuH
NpUCHCTBA Ha Ma3apa nox popmara Ha: Tadbnetkn 50 mg

Mycophenolate mofetil ¢ mprraran pu manku rpynu 6omHE ¢ ['K pesuctenren
MOJIMMUO3UT/IEPMATOMUO3UT, CJIe[ HEyCmex OT Tepamuira ¢ metotrexate u
azathioprine. 3anoyBa ce ABa mbTH JHeBHO nmo 500mg, cien koero no3aTa ce
MoMIIaBa Ha 2 MHTH JHEBHO Mo lgr wnm 2 gr. B Hamara cTtpaHa cuCTeMHHUTE
3a00JIsIBaHMS HA CHEJMHUTENIHATA ThKaH, KOHKPETHO aBTOMMYHHUTE MHO3UTH, HE
ca BKJIIOYEHHM KaTO TepaleBTHYHO MOKa3aHHWE B KpaTKaTa XapaKTepUCTHKAa Ha
npoaykra Ha mycophenolate mofetil. Mycophenolate mofetil e na nazapa non
dopmarta Ha Tabmetkn 250 mg; 500 mg

Cyclophosphamide ¢ edexTuBeH mpu OOMHU ¢ BaCKYJIUT M WHTEPCTHIIMAITHO
0enoapoOHO 3a00IsiBaHe, pa3BWIIM C€ B XOJa Ha aBTOMMYHHHs Muo3HT. [Ipunara
ce B 103a 1-2 mg/kg/nresro wim 600 mg/m? BEHO3HO B eKEMECEYHH MyJICOBE, 3a
6 Mecena. B Hamata cTpaHa cHCTEMHHTE 3a0OJSIBAHMS Ha ChEJIWHUTEIHATA
ThKaH, KOHKPETHO aBTOMMYHHHTE MHO3UTH, HE Ca BKIIIOYCHH KAaTO TEPareBTHYHO
MoKa3aHWE B KpaTkara XapakTepucTuka Ha mpoaykra Ha Cyclophosphamide.
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Cyclophosphamide npucbhcTBa Ha Hamms nmazap non dopmara Ha: TadymeTku 50
mg, ¢pnakonu 200 mg; 500 mg nuoduauzat 3a HHKEKIIMOHEH Pa3TBOP.

= Hydroxychloroquine, Chloroquine. B koHTponupanu KIWHHUYHU NPOYYBAHHS €
Jl0Ka3zaHa e(QEeKTUBHOCTTA NpuU OOJHH C JEPMAaTOMHO3UT, TYMOpP-aCOLUHpPAH
J€PMAaTOMHO3UT, KaKTO U MPH MALUEHTH C JEPMAaTOMHUO3UT 0€3 MHO3UT WA CaMO
HaJIMYMe Ha THUIIMYHA KOXXKHH Je3uH, 0e3 MmyckynHa ciaboct. B Bwarapus e
peructpupan Chloroquine, xkaTo B KpaTkaTa XapakTepHUCTHKa Ha MPOIYKTa HE €
BKJIIOUEH aBTOMMYHHHS MUO3UT KaTO TEPANeBTUYHO MOKa3aHHE.

3. buosornyna tepanus. UnTpaBeHoznute umyHoraodyiumuu (IVIG) cwabpxar
IgG At ot Bcuuku cyOkiacoBe. OnucaHu ca JBa OCHOBHHM MEXaHW3Ma Ha JICHCTBHE:
oOpa3yBaHe Ha WIUOTUM-aHTHUIMOTHIIHU MPEXKHU W OCHIISCTBIBAHE Ha T.Hap.
oOpaTHa Bpb3Ka, IPU KOSITO c€ MHXMOMpa cCUrHaja B B kieTkure, ype3 MOTHCKaHE HA
Fc peunenropa (FcR), xolito B3ammogetictBa ¢ Fc ¢parmenta Ha AT B IVIG. Karto
pe3yiTar ce MOCTUTa MHXHOMpaHEe aKTHBHPAHETO Ha KOMIUIEMEHTa, KOETO OT CBOS
ctpaHa HamamsBa HuBata Ha C5b-C9 MemOpaHo-aTakyBamms  KOMIDICKC,
PECIIEKTUBHO OTJIATAaHETO MY B KaNWISPUTE — OCHOBEH MATOT€HETHYECH MEXaHU3bM
NIPU IEPMAaTOMHO3UTA.

B u3cnenBanute cepun OT OOJNHHU Ca MPUIIATAHU PA3ITUYHU JI030BU PEIKUMH — MEXKY
400 mg/kg/nueBHo 10 2 g/kg/mHEBHO.

B kpartkara XapakTeprcTHKa Ha MPOIyKTa aBTOMMYHHHUST MHO3UT HE € BKJIFOYEH KaTo
TEpaneBTHYHO TIOKa3aHUe.

4. HedapmakojornyHuTe CpeACTBAa Ha JICUYCHHE BKIIOYBAT OOyueHUE HA OOMHUS U
pexabunuranus. PexaOunuTannoHHaTa Tmporpama ce Ompenens Bb3 OCHOBA
KJIMHUYHUS CTaguil M TeXecTra Ha 3a0oisBaHeTo. TepaneBTHUHUSAT MOAXONI CE
OTIpeJiesIs OT CTETEHTa Ha 00JeCTHA aKTUBHOCT M CTETIEHTA Ha ThKAHHO YBPEXKIaHE.

JlexapcTBeHH CpeacTBa, € JI0OKa3aHa €(EKTUBHOCT NpU aBTOMMYHHHTE MHO3HUTH, MBT Ha
MIPUIIOKEHUE U JO30B PEXKHUM

JlexapcTBeHM MPOAYKTH II'bT Ha pUITIO:KeHNEe J1030B pexum
Prednisone [Mepopanuo wiu BeHosuo | 0.75 — 1 mg/kg/nHeBHO
HPUJIOKEHHE
Methylprednisolone [Tepopanno wmu Berozno | 0.75 — 1 mg/kg/nHeBHO
MPUIIOKEHHIE
Benozno npuioxenue 1gr B 100 ml canuueH pa3TBOp, MPHIOKEH
3a 1-2h B 3 mopennu nHA
Azathioprine [epopamuo mputoxenue | 2-3 mg/kg/nHEBHO, eTHOKpATHA 1032
Metotrexate ITepopanHo npunoxxenue 7.5-20 mg/ceqMIIHO, MPUIOKEH SIHH BT
B CEIMUIIATA

88



20-50 mg/cenMUYHO, IPUIIOKEH €IHHU ITBT
B cenMuliaTa

MycKyIHO TIpHUIOKEHUE

Cyclophosphamide [TepopanHo nputokeHue

Benosno npunoxxenue

1.5 — 2 mg/kg/nHeBHO
600 mg/m?/MecedHo B 6 MOPEAHH MECENa

Mycophenolate mofetil [TepopanHo npuitoxeHue 1 — 1.5 gr/mHeBHO, IPUIIOXKEH JIBA ITBTU

JIHEBHO

HNHTpaBeHo3HH BenoszHo npunoxenue 2 gr/kg, mpuitoxkeH 3a 2-5 THH, ¢
HMYHOTJI00YJTUHH MIOBTapsIHE Ha Kypca Ha BCekH 4-8 cenMuiu
*Rituximab BenoszHo npuinoxenue 750 mg/m? na 1 u 14 nen, xato Kypca

MOXe€ J1a ce IMOBTOpH Ha 6-9 mecenn

*[Ipunarad B MaJIKd CEPUU OT OOJIHH.

CUCTEMHMU BACKYJIUTU
L. Jepununus

CucreMHHUTE BAaCKyJIUTUTE Ca XCTCpPOICHHA KIIMHUYHH OCHOBHa

rpymna
XapaKTCpUCTHUKA BBHIMAJICHHUEC HAa CbAOBATa CTCHA. HOCJ’ICI[I/ILII/ITC OT TOBA BB3HNAJICHHUEC Ca CHhIA0Ba

CUHApOMU C

OKITy3HsI M IECTPYKIIHSA, C UCXEMHSI M YBPEX/IaHe Ha ThKAaHUTE W OpraHUTE, ¢ WK 0e3 pa3BUTHE
Ha OpraHHa HENOCTaThYHOCT. Pa3inyaBaT ce 3HAYMTENHO IO CBOSATA €THONATOrEHE3a, II0
KJIMHUYHATa CH KapTUHA U nporuo3a. Haii-o61o ce pa3nensT Ha:

* nvpeuuynu (MAUONATHUYHU) U emopuynu (TMposiBA Ha JAPYro OCHOBHO 3a0o0JiiBaHE WIH
acoIMMpaHy ¢ MH(pEKIUH, yroTpeda Ha JIeKapCcTBa WK eKCTIO3UIHS HA IPYTH XUMUYHHU areHTH)

* JoKaausuparu B €AUH Oprad Win CbA, HO MO-4ECTO Ca eeHepaJlu3upaHu(cucmeMHu).

JIHeC chImecTBYBaT MHOTO KJIAaCH(PUKANMH HAa BaCKYJIHTHUTE, HO IOpagdl HEJIOCTATHYHOTO
MO3HAHUE Ha ETHJIOTHMATA M MATOTeHe3aTa BCE OIIE JIUTICBA TakaBa, YIOBICTBOPSBAILA BCHYKU
u3uckBanus. EaHM 0T Hal-momynsipHUTE KiIacM(UKAIMM C€ OCHOBaBaT Ha pa3Mepa Ha
3acerHaTUTe ChIIOBE, HA OCOOCHOCTUTE B XHCTOMATOJOTHATA, KIMHUYHUTE OCOOCHOCTH, KaKTO M
Ha THpBUYHM W BTOopuuHW. OduimanHata W Hai-uecTto m3moi3BaHa e Tasu Ha Chapel Hill
Consensus Conference ot 1994 roauna:

Pa3mep Ha cpaoBete

[TspBrYHN

Bropuunn

T'onemu aprepun
(aopra 1 HEWHHUTE KIIOHOBE KBM
KpailHWIIM, IJ1aBa U I )

I'uranTokeThYeH apTePUUT
Aptepunrt Ha Takascy

Aoptut acouuupas ¢ PA,
uHdpexuuu (cudumc,
TyOepKy03a)

Cpennu aprepuu
(rmaBHM BUCLEpPATTHU apTePHN)

Knacuuecku PAN
Bonect va Kawazaki

Xenarut B aconumpan
MOJIMAPTEPUUTHC HOJI03a

Manku 1 cpeiHu apTepuu

I'panynomaro3a Ha Wegener
Cunnpom na Churg-Strauss

Backynur npu RA, SLE, PSS
JlexapcTBa
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MUKPOCKOIICKH TIOJIMAHTUUT Nudexunu (HIV)

TpomOaHruur
Manku cpioBe Henoch-Schonlein purpura JlexapctBa
(BeHynH, Kanuispy, aptepuony, | KpuornoOynrmHeMuueH Xenatut C uHpEKIHS
UHTPANAapEHXUMHH apTepHAIHN | BACKYJIUT Heommazmn
Pa3KIOHEHUS]) Koxen

JIEBKOLIUTOKJIA3MYECH BACKYJIUT
CMeceHa eceHIpaIHA
KPHOTIIO0YIMHEMUS

II. BackyiuTH Ha rojieMuTe ChA0Be

K®M Tasu rpyma cmajgaT aBe HO30JIOTMYHM €IMHHWIN THTAaHTOKJICTHYHUAT apTepuuT (OoiecT Ha
Horton) u aprepuut na Takayasu. Te 3acsrar rojgemMu U CpeiHHU IO TOJIEMUHA ChJAOBE, OCHOBHO
aopTaTa M HEMHMUTE TJIaBHU KJIOHOBE, KJIOHOBETE Ha IjaBaTa M TOPHUTE KpPAaWHUIM, HO CBHIIO
Taka U KOPOHApHUTE M OenoapoOHHUTE apTepuil. MexXay TAX ChINECTBYBAT PasiIHUUs, OTHACAIIN
ce /10 Bb3pacTTa Ha OOJHUTE, MPEIMICKIUITA HAa ChJOBOTO YBPEKIaHE, KIMHUUHUTE MPOSIBU.

I'mrantoknersuen aprepunt (bosaect Ha Horton)

['mrantoknerpunusaT aprepunt (bomect Ha Horton, GCA) e apTepuuT Ha aoprara W TJIaBHHUTE U
KJIOHOBE, OOMKHOBEHO TPaHyJIOMAaTO3€H, C MPEIWIEKIHsS KbM €KCTpaKpaHHWATHHUTE KIOHOBE Ha
KapOTUJIHUTE apTepuu U BepTeOpanHuTe aprepud. YecTo 3acsira TEMIOpPAJIHUTE apTEpPHUH.
Hawamoro oOwwaitHo ¢ mpu mnamueHTd Haa S50 romWHU W € acOIMUpaHO C pPEeBMaTHYHA
nomumuairust (PMR), koiito mpencraBnsBa KIWHWYEH CHHIPOM Ha OOJNKa W CKOBAaHOCT B
paMeHeH u Ta3oB mosic. Moxe na nma PMR u 6e3 Hasmuueto Ha GCA. PasnpoctpaneHuero Ha
OosecTTa HapacTBa ¢ Bb3pacTTa.

Haii-uecto ce manudectupa Mexmy 65 um 75 roamHH, KaTo XKEHUTE OOJEAYyBaT JBa ITBTH TIO-
yecto. Hali-ronsima e yectorara B CeBepHa EBpona u no Cpeauzemuomopueto (20-30 6omHu Ha
100 000 Hacenenwue).

Jlmarno3ata ce mocrtaBs crnopen kiacudukamuonaute kpurepunm Ha ACR (1990r), kato ca
HEOOXOUMHU MOHE 3 KPUTEPUS:

* Bw3pact >50 rox.

* HoBoBB3HUKHAIIO TI1aBOOOIHE

* boska ¥ 4yBCTBUTETHOCT B TEMITpalIHATA apTEPHS

* CYE >50 mm.

* XUCTONOTUYHO BepuUIpaHe HA TUarHo3aTa
3a mocTaBsHE Ha JUarHozara C€ W3I0J3BaT pa3JIMYHU OOpa3sHU U3CIEABAHUSA C BHCOKA
CEH3UTUBHOCT M  CHEIM(UYHOCT: MArHUTHOPE3OHAHCHO U3CIIEJBAaHE C KOHTPAacT Ha

TeMIIOpaHaTa aprepusl, aHruorpadus Ha aopTHara  Ipra @ u KJIOHOBETE,
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KOMITIOThbpHOTOMOTpadckaTa anruorpadus. B muoro ot cinyyaure [oriep yatpacoHorpadusra
ChHILIO MOXeE Ja Ob/ie HH(OPMaTUBHA.

Jleuenune

TepaHeBTI/I‘IHI/IHT moAaxo/J BKJIIOYBA aJITOPUTHBM Ha IMOBCACHUEC IMIPHU T'MITAHTOKJICTBYHUSA apTCPUNUT
(TKA):

AJNTOPUTHM Ha MOBeieHHE NPH TUraHTOKIeThbYHuA apTepuut (I'KA) na Horton:

Kito4oBY KIMHUYHU TIPOSIBU:
e  HoBomosiBUJIO c€ OCTPO TIaBOOONIHUE
e  bosiesHeHoCT Ha ckajma
e  Kiaynukaiuo Ha JI0JTHaTa 4eIrCT
e  3pUTENHU HAPYLICHHS, TUILIONHS
e  CumnromH, XapakTepHH 3a MOJIMMHAITUS pEeBMaTHKa

e  VmreTHeHHe, O0JIE3HEHOCT MO X0/a Ha a. temporalis
superficialis




J

3arnouyBaHe Ha KOPTHKOCTEPOHIHO JICUCHHE!

e Heycnoxuzenu ciaydaun — 40 mg prednisolone (6e3
3PHUTENTHH HAPYILICHUS WK KIIAyAUKAIKO Ha JTOJTHA
YEJIFOCT)

e  VcioxHeHu cinydau - 60 mg prednisolone (3purennu
HapyIICHHs, KIIAyANKAINO Ha J0JTHA YEeNIOCT)

e  Aspirin 75 mg/aHEBHO U MpH JABETE TPYIH, aKO HE €
POTHBOIIOKA3aH

Bonuus ce HacouBa 3a:
e buorncus Ha a. temporalis superficialis
e  HeBpo-o¢TaqMOIOrHYHO H3CIIEABAHE

/ T~

(+) pesyarar ot oGuoricus (-) pe3ynrar ot GHorICHs

|

Teparn/m 3a Dpeana3BaHe Ha KOCTUTE

2

MocTeneHHo HaMAaJIsSIBaHe 03aTa Habmonenue ot Hab.monenne ot

Ha KOPTUKOCTEPOUIA ClIe]] crennaamer crennaImcT

TIOCTHTaHE Ha KOHTPOI Ha e  KIMHWYHU JaHHHA e  KiIMHWYHU TaHHHA
GoJIecTTa BHCOKO CYCIIEKTHHU HHUCKO CYCIIEKTHH
MouuTopupane Ha: e  V3]l-nanuu 3a ['KA e  ATHUNUYHY KIMHUYHU
BonectHaTa akTHBHOCT — peJiaIcy, e  VYcioXKHEHMA, NPOSIBH

3acsAraHe Ha rOJIEMU KPHBOHOCHH xapaktepau 3a ['KA e  VYcraHOBsSBaHE Ha
CBJIOBE (mpenen ncxemMuueH JIPYTH IPUYUHH,
VCIOXHEHUSTA, CBBP3aHHU C ONTHUYEH HEBPHT) 00sICHSIBAIIIN
KOPTHKOCTEPOUIHATA TEPATIHS KIIMHUYHUTE TTPOSBU

(TOBHIIICHHE HA TETJIOTO,
(bpakTypu, IOBHIICHO KPHBHO
HaJSITaHe, NHCYJIMHOBA Hamansgea ce mo3aTa Ha

JlexyBat ce kakTo npu (+
PE3UCTEHTHOCT, KaTapakTa, pe3y}J]1TaT or 6I/IOHCI/II:I ) KopTHKOCcTepouauTe ( Ha 2

rJIayKoma, TIOBHIIIEHH JINTTHIN B CeIMUIIH)
cepyma, KOXKHH IPOMEHH ) JlekyBa ce anTepHATHBHOTO
3a00J11BaHe

MMocaeanunte npenopbkn Ha EULAR ot 2018 r naBat npeaumcTBo Ha Y3J/[ amarnocruka
KATO MO-IIAASAINA MANMEHTA M MKOHOMHYECKHM ONPABJAaHA B CPaBHEHHE ¢ OMONCHATA NMPH
nanueHTn cycnekTHu 3a 'KA. PaHHOTO MOTBBp:KIaBaHe WM M3KJIIOYBAHE HA IMATHO3ATA
I'KA e oT cbuiecTBeHO 3HAYeHHMeE 32 NPEBAHTHPAHE HA YCJOKHEHUATA Ha 3a00/15IBaHETO
WIN OT HEeHY:KHOTO JedeHue. OOpa3zHOTO wu3cjiefBaHe TpsiOBa 1a Obje H3BbLPIIEHO
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Bb3MOKHO Hali-paHo (B paMKuTe Ha CceIMuNa), 3amoTo npuio:xkenuero Ha KC
KOMIIPOMETHPA YYBCTBUTEJIHOCTTA HA U3CJIeIBAHETO.

Ipenopbkure BarouBat ome: 1. Ilpu namuenTn cycnexkTHu 3a I'KA ce nmpenmopb4Ba paHHo
U3M0JI3BAHEe HA HAKOH OT o0pa3HuTe MeToAM 3a AuarHoctuka. 2. Ilpum manmenTn, ¢
KJIMHUYHA KAPTHHA M + HaX0JAKa 0T 00pa3HOTO M3CJelBaHe, MOKe 1a ce MOCTABH IMarHo3a
I'KA, 0e3 noNbBJHMTESHH uU3CJAeABaHUs (Apyro ooOpa3sno wiam Owuomcusi). 3. Y3]l Ha
TEMIIOPAJIHA + AKCHJIAPHA apTepUM ce Mpenopb4yBa NPH NANUEHTH, NPH KOUTO ce
noao3upa kpanuanen 'KA (“xano”- xapakrepna naxonka). 4. MPT ¢ Bucoka pe3ononus
HAa KpPAaHHAJHHUTE ApPTePHH MoOKe [a ce H3M0J3Ba KaTo ajarepHatuBa Ha Y3/l npm
auarHoctunupade Ha 'KA. 5. KT u PET He ce npenopb4Bar 3a OlleHKa HA Bb3NAJCHUETO
Ha KpaHuaaHuTe aptepuu 6. Y3, PET, MPT, n/unu KT ca noaxoasium 3a ycTaHOBsIBaHe Ha
HHTPAMYPAJIHO Bb3NAaJeHMe M/WJIM Ha IPOMEHHTEe B JYMEHAa Ha eKCTPaKpPaHWAJIHHTE
aprepum npu auarnHoctunupane Ha 'KA. Y3/l e ¢ orpannvyeHu Bb3MOKHOCTH NPH OLIEHKA
Ha aoptut. 7. llpn manuenTH ¢ Backyaut Ha rojgemure aprepuu MP n KT anrmorpadmus,
KaKTO M Y3 MoiKe Ja ce M3MO0JI3BaT 32 MOHMTOPUPAHe HA CTPYKTYPHHUTE yBpeau, 0co0eHo 3a
YCTAaHOBSIBAaHE Ha CTEHO3HW, AMJaTalliu, aHeBpu3MM M Apyru. 8. OOpa3HoTO M3C/IeABaHe
TpsiOBa 1a ce U3BBPHIM OT O0y4YeH CHEeHMUANUCT, C MOAXOASII0 O000pyABaHe W NpH
noaxoasimy yciaosus. HagesxaHocrra Ha o0pa3HOTO M3c/IeiBAaHe MOKe Ja ce moaodpu ¢
AONBJIHUTETHH 00yUYeHM.

1. Koprukocreponamn

OCHOBHO CpEICTBO 3a JICYCHHE IIPH BACKYJIMTHTE Ha TOJEMHUTE CBhIOBE W pEBMaTHYHATA
MOJIMMHAIITUSL ca KopTukocTteponaute. CUMNTOMHTE OOWKHOBEHO 3arouyBaT Jia Cc€ TOBIIHUSBAT
OT4ETNUBO 3-4 IHU clej 3aloYBaHe Ha TeparnusTa.

[Ipu Heycnoxenu cinydan (0e3 3pUTENIHM HApYIICHUS W KJIayAUKAIMO Ha JIOJIHA YeIOCT) J03aTa
Ha Tokoptukoctepounute € 0,75-1 mg/kg B mpoabinkeHne 4 cenMuITy, Ciell KOeTo J03ara ce
HaMaJisiBa MOCTCIICHHO CIIOPE CTOMHOCTUTE Ha MPOBBIMNAIUTCIIHUTE ITOKA3aTCJIW U KIIMHUYHUTC
MPOSIBU.

3a peBMaTHYHaTa MOJMMHUAJITUS HayalHaTa /1032 OOMKHOBEHO € mo-Hucka 20-40 mg nHEBHO.

[TaruenTUTe CHC CHAOBU YCIOKHEHHS 3alo4BaT JEYEHUETO ¢ Mo-BUCOKK jo3u 100-120 mg
methylprednisolone (MKb M30.0) u nync tepanus c¢ methylprednisolone 1 g B 3
MOCJEIOBATEIHH JHU, CIIEH KOCTO €KEMECEUHO.

[IpoabKUTeIHOCTTa HA JICUEHUETO € OKOJIO 2-3 TOJIWHHU, Karo MexAy 25-65% mnomydaBat
penaricu cien cnipane Ha 'K nedenue.
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Axo HsIMa IIPOTUBOIIOKA3aHUA CC IIPEIIOPBYBA NPUTTOKCHHUECTO HA HUCKA 1034 ACIIMPHUH OT 75 mg
AHEBHO KaTO aHTHArpe€ranTHO CPEACTBO, CI/IFHI/I(i)I/IKaHTHO HaMaJIsIBa 3pUTCIIHUTE CMYILICHUA.

2. UmyHOCynIpecBHA Tepanust

OT BCHUYKHTE UMYHOCYINpecopu OnarompusTeH edekT e mokazan camo MTX B moza 15-25 mg
ceamuyHo. EdexTbT € yMmepeH, HO momara Karo aJlOBaHTHa Tepamus 3a HaMajsBaHE Ha
9YecTOTaTa Ha CBbP3aHNUTE C TIIOKOPTUKOUTHOTO JICYCHUE YCIIOKHEHHUS.

Tommnmuzymad (M31.5, M31.6) 3a TOIKOXHO TPWIOKECHHE € TIOKa3aH 3a JICYCHHE Ha
rurantokierbueH aprepunT (['’KA) npu Bb3pacTHu nmanuentu. I[IpenopbunTenHata JO3UPOBKA €
162 mg MoAKOXKHO BEAHBXK CEAMHYHO B KOMOMHAIMSA C KypC IITIOKOKOPTUKOUAM C MOCTENEHHO
IOHIDKaBaHe Ha no3ara. Tocilizumab Moxe ma ce HM3II0I3Ba CAMOCTOSTEIIHO  CIIEN
MPEYCTAaHOBABAHE HA TIIIOKOKOPTUKOUIUTE.

Mownotepanus ¢ Tocilizumab He TpsOBa a ce U3MOI3Ba 3a JICUSHUE HA OCTPU PELIUIUBH.

[Topanu xponnyHoto ectecTBO Ha ['KA, nedeHne ¢ MPOIBIKATETHOCT MOBEYE OT 52 CeaMUIU
TpsiOBa Ja ce pbKOBOJIM OT aKTUBHOCTTA Ha 3a00JIIBaHETO, MpELEHKaTa Ha Jiekaps U u3dopa Ha
naryeHTa.

Pesynararure ot omuture Aa ce koHrpoiupa Oosectta ¢ anti-TNF nexapcrBa (Infliximab,
Etanercept, Adalimumab) ca cuIHO MPOTHBOPEUNBH | TTOBEYETO IMOKA3BAT JIUTICA HA €(DEKT.

PesynraTute OT JBE HEOTHABHSIIHU PaHIOMHU3UPAHH, JBOHHO-CIICIH, IUIale00 KOHTPOJIHPAHU
NPOYYBaHHS C aHTH-HHTEPJICBKUH-6 MOHOKIOHamHOTO aHTHTsUI0 Tocilizumab mokassar, ue
Tocilizumab e edukacen 3a HHAYKIMS 1 TIOJTbp)KaHe Ha peMucus npyu narmueHTu ¢ ['KA.

AKO ca HalWIEe TEXKH CTEHO3M C HapylleHa (YHKIUS Ha 3aCErHAaTUTE OpPraHu € HeoOXOAUMH
XHUPYPru4Ho jedenue. [locraBsHeTo Ha CTEHTOBE € ¢ 100pa IBIrOCPOYHA MPOTHO3A.

Takayasu‘s Arteritis (Apreput Ha Takayasu)

ApTepunuT, YecTo TpaHyJIOMAaTO3eH, MPEHMYIIECTBEHO 3acsrail aopraTa W/WIH TJIaBHUTE W
kJIoHOBe. Hauanoro oOukHOBeHO € mpw Miaau xeHu moj S0 rox. BB3pacT. Haii-romsma e
yecToTrara B ganeuyHusT M3Tok, kpaero vectorata € 4.2 Ha 100 xmn. 3a EBpoma decrorata e
0,26-0,64 Ha 100 xuy1. HaceJleHHE.

JnarHo3ata ce mMocTaBs IpU HAJIMYKE HAa 3 OT CICAHUTE KPUTECPUU:
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* Bn3pact < 40roz.

» Kitaynukaimo Ha TOpHU KpaHUITI

* OrcnabeH myJic Ha OpaxuaaHaTa apTepus
*» Pazniuka B AH Ha naBete pbiie >10mmHg
* [Ilym BBpXY apTepuute

* AHrHOrpadCcKN HAPYIIICHWSL.

Haii-ronisMa CTOWHOCT 3a TMOCTaBSHE HA JMarHo3ata uMma aprepuorpadusra, KOsATO IOKa3Ba
3alyiiBaHe, CTECHEHHE, HEPABHOCTH Ha apTepusaTa, KakTo W aHeBpw3MH. JludepeHrmanna
JIMarHo3a ce TMpaBH ChC 3a00JIABaHMs, KOWUTO 3acaraT aopraTa W TJABHUTE W KIOHOBE WU
0enopoOHUTE apTepyn.

Jleuenne
1. [TspBa TUHUS HA JIeUEHHUE Ca KOPTUKOCTEPOUUTE

B wmawanoro Gomuute momydaBatr Methylprednisolone 1 mg/kg naeBHO 3a mppBHTE OT 1 10 3
Mecela, ¢ MOCJIEABANI0 MOCTENIEHHO TOHMKeHHe Ha jgo3ara. Ot ToBa seuenne mexay 60 u 80%
oT GoHUTE BIM3aT B peMucHs, kato 50% moiryyaBat peuuauB Ha OoJecTra.

2. KomOuHupaHa Tepanusi ¢ MMYHOCYINPECOPH Ce Mpuiiara rnpy MalueHTH ¢ TeXKKa O0ecT Win
KOTaTo He MOXe J1a ObJie MOCTUTHATAa PEMHCHS CaMO C ONTHMATHU JT03H KOPTHKOCTEPOU]] WIIN HE
MOX€E Ja Ce Hamalu Jo3aTa Ha KOpTKocTepouauTe Oe3 na ce akTuBupa Oozecrra.ToBa ca
Methotrexate, Cyclophosphamide, Cyclosporine, Azathioprine.

Methotrexate ce mpunara B 103a 15 mg BeIHBX CEAMUYHO, C YBeIMYaBaHe Ha jo3aTa 70 25 mg
CEIMUYHO.

Cyclophosphamide ¢ nexapctBo ot BTOpa nuHHs cien Methotrexate. M3momsBa ce B mo3a 2-3
mg/kg nHeBHO WK o1 hopMaTa Ha IyJIC Tepanuu 1o 1 gr BeAHbK MECEUHO.

Cyclosporine B n03a 1-3mg/kg nueBHO.

Azathioprine ce n3mon3Ba npu ManueHTH, IPH KOUTO HE MOTat jJa ObmaT nexkyBaHu ¢ MTX wim
KOUTO ca MOJYYHSIU peuuauB cies Jeuenue ¢ MTX B no3a 1-2 mg/kg nueBHo.

[Ipu pedpakrepuute cayyan morat aa ovpaat usnonzsanu anti TNF nekapcrBara. Omnutr uma u
c Etanercept u Infliximab, xouto B moBeue ot 80% BOAAT 10 pemucHs HIU MOA0OpeHHE U
MO3BOJISIBAT CIIMpaHE Ha TIIIOKOpTHUKOocTepouaute. Karo anrepHaruBa ca M3MON3BAaHU YCIEIIHO
Y HHXHOUTOpPH HA HHTepJaeBKUH-6 Tocilizumab.

HeoOxonumo € AOMBJIHUTENHO J€UYEeHUE Ha YCIOKHEHHUsTa Ha OoJjecTTa, Karo OCHOBHOTO €
apTepualHaTa XUIEPTOHHS WM HCXEMUYHUTE CHOWUTHUS, BCIEACTBUE HAMAICHUST KPBHBOTOK B
CTECHEHHMTE YJacThIU. Y CTAHOBEHO €, ue MaIMeHTUTe ¢ apTepuuT Ha Takayasu ca ¢ BUCOK pHCK
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oT oOpa3yBaHe Ha aTEPOCKJICPOTHYHU IUIAKH W €(PEKTUBHHUAT KOHTPOJ Ha TPATUIIUOHHUTE
PHUCKOBH (aKTOPH 3a aTEPOCKIIEPO3a € ChIIECTBEH

II1. BackyJauTH Ha CpeJHUTE 10 TOJIEMHHA ChI0BE
Polyarteritis nodosa (PAN)

HexpoTusupai BacKylIuT Ha cpedHume TIO TOJIEMHUHA WM MAJIKU apTepUH, KOWTO MpoTHya 0e3
TJIOMEPYJIIOHEPPUT WIIM BACKYJIUT Ha apTEPHONH, KamWIspu U BeHylIH. HOZO3HUAT monuapTepuT
e psanka 6omect. YUecrora My e mexay 0.9-7.7 ma 100 xmn. Cpema ce mo-4ecto B pailoHUTE ¢
XenaTuT BupycHa uHpekuus. HabmronaBa ce nmpu manyieHTH BbB BCUYKH BB3pPAacTH, HO HAi-4ecTo
mexnay 40 u 60 rogunu. PaznuuaBat ce mbpBuueH U BTopuueH PAN. BropuunusaT Haii- yecto e
cBbp3aH ¢ Xenatut B BupycHa undekuus, no-psaako ¢ HCV, HIV, Herpes zoster, Parvovirus19.
Crpiio Taka MOXe Ja ce HaOiogaBa MpH KapUUHOMH, KPBbBHU 3a005sBaHUs (KOCMAaTOKJIEThYHA
JIEBKEMUSI, MUEJIOAUCIUIACTUYEH CUHAPOM).

[Matomopdonoruunara KapTHHAa C€ XapakTepu3Hpa CbC CETMEHTHO BB3MAJEHUE HA BCHUUKH
CJIOEBE Ha CHJOBATa CTCHA HA MAJIKUTE W CPEIHHUTE MYCKYJIHH apTepuH, KOETO C€ OTINYaBa C
(ubprHOMIHA HEKPO3a U pa3HOOOpa3Ha KJIeThUHa HHPUITPALIHS.

Jmarno3ara ce moctassi ciopen knacudukanumonaute kpurepun Ha ACR ot 1990 r.

Kpurepuit

Jedunumms

1. 3ary6a nHa Teryno ¢ > 4 kg

3aryba Ha moBeue oT 4 kg oT HawyanoTo Ha 3a0ONABaHETO ,
KOETO HE C€ ABJDKH Ha AueTa WIH APYru GaKTopu

2. Livedo reticularis

JIMBUAHO pETUKyJapHO 3acsiraHe Ha 4YacTH OT KoXKaTa Ha
KpallHULIUTE U TpyNa

3. TectukynapHa 6oika

Bonka nnu 4yBCTBUTENHOCT HA TECTUCUTE, KOSATO HE C€ IBJIKU
Ha MHQEKIVS, TpaBMa WK Apyra HpHYHHA

4. Muanrus, caabocT

Judy3an Muanruu (¢ M3KIIOYEHHE HAa PaMEHHHS M Ta30BHS
IOSIC) WJIM TIONMHEBPOIATHS, WIM MYCKylHa ciabocT, win
00JIE3HEHOCT B MyCKYJIUTE Ha Kpakara

5. MOHO-MIM NOIUHEBPOIIATHS

PazButue Ha MOHOHEBpOIIAaTHA,
MOHOHEBPOIIaTU UJIA ITOJIMHEBPOIIATHA

MHOXXCCTBCHA

6. JlnacTonmuYHO KPHBHO HAISTaHE
mo-sucoko ot 90 mmHg

Pa3BuTHE HA XUIIEPTOHHS C AUACTOJINIHO KPHBHO HAISTAHE TO-
Brucoko oT 90 mmHg

7. [loBuiieHa ypest Uil KpeaTHHUH

[oBumenne Ha ypesra wany 40mg/dl (14.3mmol/l) wnm Ha
kpeatuanHa Haxa 1.5 mg/dl (132mmol/l), koeTo He ce ABIKH Ha
JeXUApaTaIys WK O0CTPYKIHS

8. Xenmatut B BupycHa nH}peKIHs

Hamnune na HbsAg unwm antuTena B cepyma

9. Aptepuorpadcku HapyleHHS

Apreprorpama, IIOKa3Balla AaHEBPU3MH WM OKIY3HH Ha
BHCIICPATTHATE apTEepUH, KOUTO HE CE IBJDKH Ha aTepOCKIepo3a,
¢uOpo-MycKyllHa JAWCIUIA3USl WA JPYTH HEBB3MAJIUTCITHU
TPUYUHA

10. buoncus Ha MalKd WIH

XUCTOJIOTUMYHU IIPOMCHH, IIOKa3Ballu HaJIn4ne Ha
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CpeIHU IO Ppa3Mep apTepuH, | FPaHyJIOLUUTH U MOHYKJIEapHHU KJIETKH B apTepUalHara CTeHa
CHIBbPIKAIIN MOTUMOPHOHYKIIeapH

JluarHo3ata ce mocraBsd npu Hainuyve Ha noHe 3 oT 10 kputepus cbc ceH3UTHUBHOCT 82,2% n
cneruuanocT 86,6%.

HudepeHmiaaTa IuarHo3a ce MpaBH OCHOBHO C JPYrHM BacKyinuTH, Hail-uecto ¢ ANCA
aCOLIMMPAHHUTE, KPUOTJIOOYIMHEMHYHUS BAaCKYJIUT, WIM CbC CHUCTEMHHM 3a00JIsiBaHUS Ha
cheqUHMTENHATa ThKaH. CHCTeMHM WH(EKIMH KaTO EHIOKAPAWT WM IICEBJOBACKYIUTHH
CHHIPOMH KaTO XOJIECTEPOJIOBHM €MOOIHM, MHUKCOM B JIIBO MpeAckpaue, aHtrudochomunumeH
CUH/IpOM TpsiOBa 1a ObAAT U3KIIIOUCHHU.

JleueHuero € criopes JIOKAJIM3AMUATA U TeKeCcTTa Ha 00JecTTa M MPOrHOCTHYHUTE KPUTCPHH
Five Factor Score (FFS). llenta Ha seyeHHETO € MOCTUTaHEe HA KIMHUYHA PEMUCUS U
HOpPMaJIM3UpaHe Ha NapaKIMHUYHUTE MOKazaTend W (YHKIMOHAJTHHUTE TECTOBE 332 OpPraHHO
aHT@)XKUpaHe.

[Tpu PAN 6e3 o nporaoctryau (hakropu FFS=0, nedennero e camo ¢ koptukoctepouan. To
€ JOCTaTh4HO €(QEKTUBHO U C TMO-MaJKO CTpaHu4Hu edektu. [lpm Hamuume HaA oK
NPOTHOCTUYHU (DaKTOPH WM HEIOCTAaThYeH €(eKT OT CaMOCTOSTETHOTO TIIIOKOKOPTHKOUIHO
JeueHne ce J00aBsi UMYyHOCYIPECHBHA TEPATIHSL.

FFS=0 I'K caMocTosTeTHO, TPOABIAKUTEIHO 3a HE MO-MaJKo OT 12 mecena
FFS>1 I'K + nuknodocpamua B koMOMHAIMS 32 TOCTUTAHE HA PEMUCHS

(MuHEMYM 12 Mecenia) 3aMEHEH OT JPYTH, TIO-MaJIKO TOKCUYIHU
MMYHOCYIIPECOPH 3a MOIbPKAaHeTO i (a3aTHOIIPUH, METOTPEKCAT)

[Ipu OonHuTEe C MOJUMAPTEPUUTHC HOAO3a KOPTHUKOCTEPOUIUTE C€ 3amoyBaT B J03a
methylprednisolone 1mg/kg nHEBHO, MpH TE€3W C TEKKH CUCTEMHHU IMPOSBH CE TpUIara v IyJc
Tepanusg ¢ 1o lgr B 3 mOpeAHHM IHHM, CIeJ KOETO BEIHBX MeceyHo moj (opmara Ha
uHTpaBeHo3Ha MH(py3us. Korato ce Hopmanmusupar npopb3nanutennute nokazarenu (CYE, C
pPEaKTHBEH NPOTEMH) M C€ TOAOOpH KIMHUYHOTO CBHCTOSHHE Ha TMAIMEHTa, KOETO CTaBa
OOMKHOBEHHU 3a 3 ceIMHIIM MOXKE Ja 3all0YHe HaMaJIeHHe Ha J103aTa.

HNmyHocynpecopu

Cyclophosphamide ce npunara ob6uvaitHo B j03a 2 mg/kg 3a enmHa roawHa B KOMOWHAIMS C
KOPTUKOCTEPOUAH. TO3M PEeXHM € JOCTaThuHO €(DEeKTHBEH W € ChC CPABHUTEITHO HHUCKa
TOKCMYHOCT. Hali-uecture cTpaHu4HM eQeKTH TpU Te3W OOJHM ca XEMOpPAarudHW ITUCTHUTH,
(hubpo3a Ha MUKOYHUS MEXYpP, KOCTHOMO3bUHA CYIPECHs, OBapHaiHa TUCHYHKIHS, KapIUHOMU
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(MMKOYHUS MEXYp, MaJTUTHEHU XeMomnatuun). ChIIo Taka Cepuo3HU MH(MEKIMH, 0COOEHO KOraTo €
B KOMOMHAIIMS C BUCOKH JI03U KOPTUKOCTEPOUIH.

Azathioprine, Methotrexate u JIpyrd UMTOTOKCMYHM JIEKapCTBAa C€ H3IOJ3BAaT caMO IMpH
KOHTPauHAMKAIMK 33 NPUIOKEHHEe Ha IHKiIodochamMul WIM 3a MOAABPXKAIIA Tepamnus Mpu
NAaIMEeHTH C MO-TEeKKHU (popMH ciiesl ciupaHeTo Ha mukiodocdamuia 3a nepuon 12-18 mecena.

IInasmadepesa moxe ga Oble Moie3Ha KAaTo BTOpa JIMHUA Tepanus Nnpu pedpakTepeH Ha
neyenue PAN, kato Moxe J]a OTpaHUYd YCIOXKHEHUSATA U TPANHUTE YBPEKIaHMUS.

Jleuenune na PAN npu HBV undexuus

Huknodochamun u npoasmkutenex npuem Ha 'K ca nmpotrBonokasanu

'K camo B HauasioTo Ha TepanusATa 3a KpaTKo (JIBE CEJMHIIN) 3a TOCTUTaHe HA OBP3 KOHTPOI
Ha 0oJecTTa, MOCIeBaHN OT AHTUBUPYCHH areHTH

[Mnazmadepesa (4eTupu IbTH CEAMUYHO 32 TPU CEIAMUIIN) B KOMOMHAIIMS C

AnTtuupycHi (vidarabine/lamivudine+interferon-2b) 3a UMyHOJOTHYHO OYUCTBAHE HA
uHbektupanure xenarouutu u LUK

Rituximab npu pedpakrepan ciaydan

IIpennounta ce HauvanHOTO JieueHue Ha PAN mpu HBV undeknus na 0bae koMOWHaIus
MeXIy miazMadepe3a ¥ MPOTHBOBUPYCHO JIEKAPCTBO C KOPTHKOCTEPOUIM 332 OBP3 KOHTPOJ Ha
YKUBOTO3aCTpalllaBallUTe TMPOSIBH Ha OOJECTTa, KOUTO Ca HAaW-4eCTH Mpe3 MbPBHUTE CEIMHUIU OT
3a0onaBanero. Cies TOBa JeUYeHHE KOPTUKOCTEPOMIIUTE CE€ CIHUpaT BHE3AMHO 3a Ja MOXKe
MH(QEKTUPAHNUTE XEMATOIUTH J1a C€ M3YHCTAT M J1a C€ YIECHH CEPOKOHBEPCHATA OT MO3UTHUBOCT
3a HBeAg xbpm mosutmBHOCT 3a antiHBeAb. Ilpu PAN ¢ HBV wundexnus xomOuHarmsaTa
MeX1y MpoTUBOBUPYCHH JekapcTBa (Vidarabine mim Lamivudine) ¢ interferon-2b Boau 10
MHOT0 1I0OpH TepaneBTUYHU pe3ysiaTaTu.

IV. BackyanTu Ha MaJIKUTE ChAOBE
ANCA acouuupanu Backyjautu (AAB)

ANCA acouuupaHuTe BacKyJIUTH ca HEKPOTHU3MpAIlM BACKYJIUTH, MPEUMYIIECTBEHO 3acsraliu
MaJIKUTE ChJIOBE (KAmWISApW, BEHYJIH, apTepUONH WM Mayku aptepun) acoruupanu ¢ ANCA,
cbe crenuduuHocT kbM Muenonepokcugaza (MPO-ANCA, pANCA) wnu npotennasza 3 (PR3-
ANCA, cANCA).

OCHOBHHTE KIIMHHKONATOJIOTUYHU BapuaHTH Ha AAB ca:
Mukpockoncku noauanruut ( Microscipoc polyangitis).
I'panynomaro3a ¢ mosmmanruut (Granulomatosis with polyangitis (Wegener's)),
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Cunapom Ha Churg-Strauss (Eosinophilic granulomatosis with polyangitis (Churg-Strauss)

ANCA BackynuTHTe ca 3a00JsIBaHUS ChC CHUTHU(PUKAHTHO BHCOKA MOPOHUIHOCT W CMBPTHOCT,
KaTO TMOYTH BCUYKU MAIMEHTH U3UCKBAT arpeCHMBHO MMYHOCYIPECUBHO JieueHue. be3 neuenue
cMBpTHOCTTA € > 90% B paMKHUTE Ha 5 TOJIWHHU.

ANCA acommupaHWTe BacKyIHTH ca peikd 3aboisBanus. Yecrota mM e 4-5/MUIUOH 3a
MUKPOCKOIICKHSI TTOJIMAHTHUT, 8-30/MUIMOH 3a TpaHyJoMaro3aTa ¢ MOJUAHTUUT U 1-3/ MUIHOH
3a cunapoma Ha Churg-Strauss.

Jlmarnosara ce mocTtaBsi B3 OCHOBa Ha KJIaCH()MKAIMOHHHM Kputepuu, ch3maneHu or ACR wu
Kkputepun 3a nepunumms Ha Backynuture criopen Chapel Hill Consensus Conference (CHCC).
Hsima ch3nanenn KpuTepuu 3a MUKPOCKOTICKUSIT OJTHAHTHHT.

Bug ANCA | Kpurepun cnopen ACR Kpurepun cnopen CHCC
BACKYJIUT
I'panynomaroza  Ha | Hekpormsupamo  HazamHo Wi  opamHo | Hekporusupaio rPaHyJIOMaTO3HO
Wegener BB3MIAJICHIE BB3MAJICHHE HA TOPHATE U  JOJHATE
JOUXaTelIHH  OBTHIIA W HEKPOTHUYCH
[Tpomenu B pentrenorpadusata Ha 6511 apod BACKYINT HA MAIKHTE U CPEIHUTE ChIOBE
(Kanwisipu, apTepUOId, BEHYIIU,apTePHU U
YpuHapeH ceuMeHT BeHH)
I'paHy/IOMaTO3HO BB3MAICHUE IPU OHOTICHS Yecto ce cpelua HEKPOTH3HpALLL
TIIOMEpYIOHeDPHUT.

(2 or 4 kpurepus)

MuKpOCKIOHCKH Hsama xputepun Hexportmsupamny BackynuT, ¢ Majko HWIH
TIOJIMaHTUUT 0e3 UMYHHH OTJIaraHHs, MPEUMYLIECTBEHO
Ha MaJIKHTe CBIOBE (xarmuusipy,

BCHY/IN,aPTCPHUOJIN), MOXE Ja  uMa
HEKPOTHU3Mpall BacKYJIUT HAa MAaJKHTE W
cpenHuUTe apTepuu. YecT HEKPOTHU3UpAIl
rJIoMepynoHeppur u 6enoapobeH
KaTHJISIPUT.

Jluncea rpaHyoMaTo3HO Bb3MalICHUE.

Cunzppom Ha Churg- | Acrma boraTo Ha €03MHO(MIN M HEKPOTH3HPAILO
Strauss IPaHyJIOMaTO3HO BB3MAJICHUE,UECTO
Eosunodunmms BKIIIOYBA  PCCIOUPATOPHUAT  TPAKT H
HEKPOTH3MpAll BAaCKyJIMT Ha MAaJKHTE H
MoHoHeBponaTHs WK MOJIUHEPONIATH CPEHHTE CBHIOBE, ACOLMHPAH C acTMa M
€03MHO(DHINA.
benonpobHu uHUITpaTH, KOUTO He ca
(uxcupanu

ANCA ce cpemar mo-4ecTto, KOraro mma

TJIIOMCPYJIOHE(PPUT
HpOMeHI/I B ITapaHa3aJIHUTC CUHYCH Py (bp

ExcrpaBackynapHa eo3uHO(QHIHSA
(4 ot 6 xpuTepus)
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Judepennumanna quarsosa ce npaBu Hail-uecto Mexay paznuunute BunoBe ANCA acouunpanu
BAaCKYJIMTH, CBUIO Taka C JAPYrd BAacKyJIUTH Ha Malkure cbiaoBe, (Goodpasture syndrome,
CUCTEeMHHU 3a00JsiBaHMsI HAa CBhEAMHUTEIHATA THKAH,CUCTEMHM HH(PEKIUH KAaTO EHIOKApAMT,
CeTICUC, TPaHyIOMaTO3HH 3a00JI1BaHUs - MHUKO3H, TyOEpKyio3a, CapKonu03a.

JleueHueTo IIpHu TPUTE BACKYJIIMTHU CUHAPOMA CC OCHOBABa Ha €IHAKBU INPUHIMUIIN U UMaA 34 LCJI
MNOCTUTI'aHCTO Ha IIbJIHA PEMHUCHA. AKo TOBa € HEBB3MOXKHO TO neiara € 4aCThuiHa pEMHUCHUA H
nocjacaBaiio npeanasBaHe OT pCUUAUBH.

Hepununuu Ha uzxona ot jeyenuero (EUVAS):

[IbnHa pemucus Jlunca Ha BcsikakBa (KJIMHUYHA, CEPOJIOTHYHA, OT 00pa3Ha
JMArHOCTHKa) akTUBHOCT BVAS=(

Yactuuna pemucus Curan(uKaHTHO HaMaJIeHa, HO C TIEPCUCTUPAIIN HUCKH
HUBA aKTUBHOCT, KOSITO CE OYKBA J1a HAMAJIEE OT JICUEHUETO

Penanc Bbphana ce win HOBa aKTUBHOCT

Manbk KonTpon npu nosuiienue gozara Ha KC

TNomsim Bonu 10 ¢yHKIMOHATHN HAPYIICHNUS U U3UCKBA JIEYCHHUE C
rukodochamuy

Jleyenue

Koptukocreponan

3a wHAyknus Ha pemucus ce 3anouyBa ¢ methylprednisolone B mo3za 1 mg/kg nHeBHO, B
koMOuHamms cbc cyclophosphamide wiu methotrexate. I[lpu ciyyante Ha opraHo- wWiH
KMBOTO3aCTpalllaBaHe, KaTO aliBEOJIapHa XeMoparus, Obp30 Mporpecupai rioMepyioHeppur ce
JlaBaT BUCOKHU J103M WHTpaBeHo3eH methylprednisolone 1 g B 3 mocnemoBartenHu IHHU, Cleq
koeto 1 mg/kg 3a 3-4 cemMuIM W TIOCTENEHHO HaMaJCHHWE Ha Jl03aTa B 3aBUCUMOCT OT
aktuBHOCTTa. JlocTMra ce a0 moamabpxamia go3a 5-10 mg/mH, kaTo TpM TolsIMa YacT OT
MNaqUCHTUTC KOPTUKOCTCPOUAUTEC HE MOraT aa 6I>ZLaT CIIPCHU HAITBJIHO.

Cyclophosphamide - naayknus Ha pemucust W 3a noaabpkaHeTo . [lpumara ce mepopaiHo B
no3a 2mg/kg nueBHO B KoMOMHauus ¢ rimokoptkoctepouan 1 mg/kg. KomObunupanara tepanus
3a TPOJIBJKUTEIIHO BPEME B MHOTO OT CIy4aWTe BOAM /IO BUCOKA KyMyJaTHBHA J103a Ha JBETE
JeKapcTBa, W KaTo pe3yilTaT IOBUIIABAaHE HAa CBBP3aHATa C JIEYEHHETO MOPOHIHOCT H
cMbpTHOCT. [IpogbmkuTennara ymorpeda Ha nukiodochaMuy € cBbp3aHa ¢ 4eCTH HH(DEKIIHNH,
JICBKOIICHUSI BCIICJCTBUE TMOTHCKAHE HA KOCTHUS MO3BK, HHPEPTHIUTET, XEMOPAruiHU IHUCTUTH,
KapIMHOM Ha MUKOYHHST MEXYp.

[Tync cvc muknodochamun e anTepHaTMBa 3a peaylUpaHe Ha KyMyJaTUBHAaTa Jl03a Ha
muksogpocpamuna. Cumra ce , 4e IyJICHaTa Tepamnus € Mo-0e30I1acHa OT €XEIHEBHUAT IPHEM.
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[Tpunara ce uaTpaBeno3Ho 15 mg/kg Ha Bceku 2 cenMuUIU TPUKPATHO, Clie] TOBa Ha BCEKH 3-4
CEIMUIIU.

KomOunupanata tepanus e craHgaptHaTa Tepanus 3a JjeueHue Ha ANCA acouuupanu
BacKynuTH. [lpmimara ce B mpoawmDKeHHE Ha 6 Mecena, cjiel KOETO Ce MPEeBKIoYBa Ha
a3aTHOIPHUH C KOpTUKocTepouiu 3a 18-24 mecena.

Methotrexate - mo-Manko TOKCWYHA aiTepHATHBAa Ha IWKiIodochamMuma 3a WHAYKIUS Ha
pemucusi B komOunanusi ¢ 'K 3a yedyeHne Ha manueHTH Oe3 3acTpaliaBaHe Ha (YHKIUATA Ha
3acerHaTUTe OpraHu W Ipu Jiokanusupanata (opma. [Ipunara ce B moza 0.3 mg/kg ceamuyHo
Mpy TAIMeHTH ¢ HopMmainHa OnOpeuna ¢ynkmmsa. Ilpumara ce B komOumHamus ¢ (osmeBa
KHCEJIMHA 32 PelylIupaHe Ha CTPAHUYHHUTE €PECKTH.

Azathioprine - 3a mogmbpkane Ha pemucus B go3a 2 mg/kg mHEBHO B KOMOWHAIMS C HUCKU
no3u 'K cien muknodochammn

Leflunomide - anrepnatuBa 3a mnoaxbpkaHe Ha pemucus koraro MTX, azatuomnpuna ca
MIPOTHBOIIOKA3aHU WJIH HE ca J00pe TOJIEpUpaHHU.

Mycophenolate mofetil - Bropa nuHuS 3a mNOAIBpKAHE HA PEMUCHS, CamMO TpU
KOHTpauHAMKaUU WK HeTonepupane Ha MTX, azatnonpun mim leflunomide.

Rituximab (MKb M30.0, M31.3) - mppBa IWMHUS 3a UWHAYKIAA HA PEMHCHA TIpU
TeHepaIn3upaHa, TeKKa U pedpakTepHa OOJECT M MPH MPOTHBOIIOKA3aHUSA 3a IUKIo(ochaMu.
[TokazBa paBHOCTOMHOCT 1O e(peKTUBHOCT ¢ nukiodpochamun. [pumara ce B mo3za 375mg/m?
CeIMUYHO 3a 4 cenqMuIM B KomOuHaIms ¢ Bucoku 1o03u ['K. Moxe na goBene A0 NMOCTHraHe Ha
peMUCHS ¥ IOJIbPIKAHETO i O3 TOMBITHUTENICH IIPHEM Ha TITFOKOPTHKOCTEPOHIH.

Rituximab, B KOMOMHAIMsI C TJIIOKOKOPTHKOW/IN, € MTOKa3aH 3a JICUYCHHE Ha Bh3PACTHU MAIlMCHTH
C TEeXKa aKTWBHA TpaHyloMmMaTo3a ¢ moiuaHTuuT (rpanyimomaroza Ha Wegener) (I'TIA) u
MUKPOCKOTICKH rosinanrunt (MITA).

BwBexnane B pemucus

[Ipenopbuntennara no03a Ha Rituximab npu Tepanus 3a BBBEXKJaHE B PEMUCHS Ha
rpaHy/IoMaTo3a ¢ MOJIMAHTUUT ¥ MUKPOCKOIICKH TOJIMAHTUUT € 375 mg/m2 TenecHa MOBBPXHOCT,
NPUIOKEHA KAaTO MHTPAaBCHO3HAa HMH(QY3US BEIHBXK CEAMHUYHO B MPOIBIDKEHHE Ha 4 CeIMHIN
(o6mro yetnpu nHGY3UN).

Ho/:[m,pxcamo JICUYCHUC

Crnen BBpBeXIaHe B pemucus ¢ Rituximab, mompaepikamnio nedeHne TpsOBa a ce 3alodHe He T0-
paHo ot 16 cenmunu cien mocinennata nHdy3us Ha Rituximab.
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Crient BbBEXKIaHE B PEMHCHS C JIPYTO CTaHAAPTHO JICUEHHWE ¢ MMYHOCYNPECOPH, MOIbPKAIIOTO
nedenue ¢ Rituximab TpsOBa ga ce 3amovyHe Mo BpemMe Ha 4-CeJIMUYHUS TIEPUOJT CIIE PEMHUCHSITA
Ha 3a00/IABaHETO.

Rituximab TpsiOBa ma ce mpuioxu kKato aBe i.v. mHPy3mm ot 500 mg mpe3 aBE CEIMMUIIH,
nocneaBaHu OT eaHa i.v. uH¢y3us or 500 mg Ha Bceku 6 Mmecena cien ToBa. Ha manuenTure
TpsiOBa na ce mpuiara Rituximab B mpoabikeHne Ha Hall-mManko 24 Mmecela ciej MOCTHraHe Ha
pemucus (JIurca Ha KIMHUYHU OpU3HAIM ¥ cuMnTomu). [Ipu manuenTure, KOUTO MOXE Ja ca ¢
MO-BUCOK PHUCK OT PELMIMB, JEKapUTe TpAOBa Ja UMAT MPEIBUJ MO-TOJIIMa MPOABIKUTEIHOCT
Ha nmojibprkaimara tepanus ¢ Rituximab, no 5 roauam.

HNuTpaBeHO3HH UMYHOIJIOOYJIMHHU ce mpwiaraT B fo03a 400 mg/kg nHeBHO B 4 mocienoBaTeTHA
JIHU TIPH TIepcucTUpalia 6ojaect 6e3 TeKKH OpraHHu JUCHYHKIIHH.

TNF o0gokepu - mnomBar ce off-label. IlpoyuBanus couat, ye ca edeKTHBHH TIpU
pedpaxrepuu cirydan: infliximab 5 mg/kg TpukpartHo mpe3 2 ceAMHUIIN.

IIpenopbku 3a jeuyenne Ha EULAR/EUVAS
NHaykuusi Ha peMucHs IIPH TEKKA U reHepajau3upana gopma

Cyclophosphamide - moxe ma mpuara ce moxa opmara Ba pekuMa, KaTo IpH BTOPHUSAT ca T1o-
c1abo MPOSIBEHH CTPAaHUYHU e(HeKTH. 3aTbIDKUTEITHO B KOMOMHAIINS C BUCOKH JTO3U
KOPTHKOCTEPOH/IH.

[epopanno npunoxenue 2 mg/kg naeBHo (Makcumym 200 mg/mHEBHO), ¢ aJanTUpaHe Ha J03aTa

Mpy BB3PACTHU MAlMEHTH W TpH OBOpEeYHa HEJOCTATHhYHOCT, HEOOXOAMMO € OposAT Ha
JeBKonMTHTE Aa ObAe Han 3,5 w/unu abcomroTeH Opoit Ha HeyTpodwim > 1,5; moszara ga ce
npreMa CyTPHH C MHOTO TEYHOCTH.

NHTpaBeHO3HO NPUIIOKEHHE IIyJIC TCpalunia 15 mg/kg Ha BCEKH 2 CCAMHLN TPUKPATHO, CJIC TOBA

Ha BCEKH 3-4 CeIMUIIN;

Rituximab — npunara ce B 103a 375 mg/m? ceIMUYHO B Y€TUU MOpeaHu ceamuuu. [Ipunara ce B
KOMOWHAINS C BUCOKH JI03H KOPTUKOCTEPOHIH.

Rituximab, B koOMOMHAIMs C TIIOKOKOPTHKOWIM, € MMOKAa3aH 3a JCUCHHE Ha Bb3PACTHU MAlMCHTU
C TEeKKa aKTWBHA TpaHyloMaTo3a ¢ moJuaHTUUT (rpanyimomaroza Ha Wegener) (I'TIA) u
MUKPOCKOTICKH TTosinaHTuuT (MITA).

BoBexnane B pemucus
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[Ipenopbuntennara no03a Ha Rituximab npu Tepanus 3a BBBEXKJaHE B PEMUCHS Ha
rpaHyJIoMaTo3a ¢ MOJIMAHTUUT ¥ MUKPOCKOIICKH TOJIMAHTUUT € 375 mg/m2 TelnecHa MOBBPXHOCT,
NPUWIOKEHA KAaTO WHTPAaBEHO3HA HMH(Y3HsS BEAHBXK CEIMHUYHO B MPOIBIDKCHUE Ha 4 CeaMHUIU
(o6mro yetnpu nHGY3UN).

[Monnbprxaimo reueHne

Crnen BbBeXaHe B pemucus ¢ Rituximab, momabpikanio jedeHue TpsSOBa Ja ce 3arovyHe He Io-
paHo ot 16 ceamuuu cinen nocienHata uadysus Ha Rituximab.

Crnen BBBEXKIAHE B PEMHCHS C JIPYro CTaHAAPTHO JICUCHUE C UMYHOCYIIPECOPH, MOJTIbPKAIIOTO
nedenue ¢ Rituximab TpsOBa na ce 3amouHe 1Mo BpeMe Ha 4-CeIMUYHUS TEPUOJI CIIe]] PEMHUCHUSITA
Ha 3a00JIIBaHETO.

Rituximab Tps6Ba na ce mpunoxku karo ase i.v. uHpy3uu or 500 mg mnpe3 aBe CceIMUIM,
nocieaBaHu ot enHa i.v. uHQy3us or 500 mg Ha Bceku 6 mecena cien toBa. Ha mammeHTHTe
TpsiOBa na ce mpuiara Rituximab B mpoabinkeHHe Ha Hall-mMaliko 24 Mecera cien MOCTHraHe Ha
pemucus (Jiunca Ha KIMHWYHM MPU3HALM M cuMnToMu). [Ipy mampeHTuTe, KOMTO MOXeE J1a ca ¢
MO-BUCOK PUCK OT PEUUAMB, JIEKapuTe TpsiOBa Ja UMAT MPEABH] MO-TOJISIMA HPOIBIIKUTEITHOCT
Ha ToIbprkamara Tepamnus ¢ Rituximab, 1o 5 roauxy.

KopTtuxocrepouau - npu u3pazeHa akTUBHOCT ce mpuiiara mysc tepanusi ¢ methylprednisolone
1 g nueBHo B 3 mopennu nuu. CrieJy TOBa KOPTUKOCTEpOMJHATA Tepamus ce€ MNpOabJKaBa
exenneBHO Img/kg mone 3a 1 mecer, ¢ mocienBamio MOCTEIICHHO HaMalleHHe Ha jo3ara (TS He
TpsiOBa na ObAe HamaneHa Moj 15 mg qHEBHO Mpe3 MbpPBUTE 3 Mecela U CleABallo HaMajeHHe
JI0 moaabprkaiia go3a 10 mg AHEBHO WM MO-MAJIKO IO BpEME Ha PEMUCHSTA.

Ina3zmadgepe3a Kkaro TEpaneBTUYHO CPEJACTBO € IOKa3aHa TMPH MAalUeHTH C OBp30
nporpecupania ObpOpedyHa HEJOCTaTPYHOCT W KaTo JONBJIHEHHE KBbM Tepamusra C
ukinodochamun u KC.

Nuayxuust Ha peMuCHS NP JIOKAJU3UPAHA U MO-JIeKO0 MPOoTHYAaIa 6oject

Methotrexate - npuiara ce B 103a 20-25 mg ceIMMYHO KaTO MEepOopaiHa WK NMapeHTepaliHa
Tepanus, B KOMOMHALUA ¢ pojueBa KucenrHa 1| mg JHEBHO.

KopTukocrepouau - npuiarar ce B g03a 1lmg/kg B Haganoro 3a 1 mecer, ¢ mociaeaBamo Io-
0bp30 HaMaJIeHHE Ha J103aTa.

[IpoabIDKUTEIHOCTTA HAa WHAYKIIMOHHATA Tepanmus ¢ 6 WIM IOBeYe MECEIH, C IMOCTEIECHHO

peavIpaHe go3aTa Ha KopTukocreponaa 1o 10 me prednisolone nHEBHO.
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Tepanus 3a noaAbp:KaHe HA PEMHUCHSI:

Nmynocynpecopute  (azathioprine, methotrexate, leflunomide), kouto 3amectBar
mukiaodochamua mnm rituximab, TpsOBa ga ce mpuemar moHe 18 mecema (mexnay 18 u 24
Mmecena). Koprukocrepouaure cbio TpsiOsa na npoabinkat (30-60% penunuBupar ciaesl cuupaHe
Ha JICYCHHETO). ANTepHATHBA HA MMYHOCYIPECOPUTE 3a TOIbpKaHEe Ha peMucHus € rituximab.
[Ipe3 2014 r. ca myOiIWKyBaHW JaHHUA OT IBPBOTO PAHAOMHU3MPAHO M KOHTPOJIUPAHO MPOyYBAHE
Rituximab versus Azathioprine for Maintenance in ANCA-Associated Vasculitis (MAINRITSAN),
KOETO MOKa3Ba, 4e rituximab mpeBb3X0XKJa a3aTHUONPHH 3a MmoaabpxkaHe Ha pemucus npu ANCA
acornmupann BackynuTH. Jledenmero ¢ Rituximab e B mo3a 500 mg mpe3 6 mecema. Cmopen
®peHckara rpyna 1o BackyauT RTX e mo-mo0sp OT apyru JekapcTBa, KaTo azatuonpu u MTX
3a mojabpkaHe Ha pemucusi. Rituximab, B koMOMHAIMs C TJIIOKOKOPTHUKOMIIHM, € TMOKa3aH 3a
JieYeHNEe Ha BH3PACTHU MAIMEHTH C TE)XKKa aKTUBHA TPaHyJIOMAaTO3a C MOJHAHTUUT (TpaHyIoMaTo3a
Ha Wegener) (I'TIA) u mukpockoricku monmanruut (MITA). TTogaspikario nedeHue

Crnen BbBeXxIaHe B pemucus ¢ Rituximab, momapprkaiio jedeHue TpsSOBa Ja ce 3arovyHe He Io-
paHo ot 16 cenmunu cien mocinenHata nHdy3us Ha Rituximab.

Cren BbBEXKIaHE B PEMHUCHS C JIPYrO CTaHAAPTHO JICYCHUE C MMYHOCYIPECOPH, MOIBPIKAIIOTO
nedenne ¢ Rituximab TpsOBa ma ce 3amodne Mo BpeMe Ha 4-CeIMUYHUS TIEPUOJI CIIENT PEMHUCHUSITA
Ha 3200JI1BaHETO.

Rituximab TpsiOBa na ce mpuioxu kato ase 1.v. uHy3uu ot 500 mg mpe3 aBe CEAMMUIIHU,
nocieBaHu OT efHa i.v. nHpy3us or 500 mg Ha Bceku 6 Mecema cien ToBa. Ha manmueHTHTE
TpsiOBa na ce mpuiara Rituximab B mpoabinkeHne Ha Hall-mManko 24 Mecera ciie/l MOCTUraHe Ha
pemucus (JIurca Ha KIMHUYHU TPU3HAIM U cumMnTomu). [Ipu nmammeHTHTe, KOUTO MOXE Ja ca ¢
MO-BUCOK PUCK OT PEUUAMB, JIEKapUTe TPsiOBa Ja UMAT MPEABH] MO-TOJISIMA TPOIBIIKUTEIHOCT
Ha TIoIbprKamiara Tepanus ¢ Rituximab, g0 5 roguan

He-ANCA acoumupaHu BacCKYJHMTH HA MAJIKHTE ChA0BE

KbsM Taszm Ipyna INpUuHAIJICIKAT KOXKHUTC BACKYJIUTH Ha MAJIKHUTE CBHIOBC (HGBKOHHTOKH&SH‘IHH
BaCKYJ'II/ITI/I), KpI/IOFJ'IO6yJ'II/IHCMI/I‘IHI/I BAaCKYJIMTHU U rojisiMa 4aCT OT KOXHHUTC BACKYJIUTHHU IPOABU
npHu CUCTCMHHUTC 3a00/1s1BaHUs Ha CbCANMHUTCIIHATA ThKaH.

KoxnHn Backy/JuTH Ha MAaJIKUTEe CbhA0Be WJIM HapeyeHUTe olle JeBKOUUTHKIAZSUYHHI
BACKYJIUTH Ca HAa-4e€CTO CPEIIAHUTE BACKYJIUTH HA MAJKHTE CBIAOBE. XapakTepHAaTa WM
KIIMHIYHA U35Ba ca KOKHUTE JIE3WH THII ,,[TalnupyemMa mypiypa“. Kiacudeckata XMCTOIOTHYHA HAXOIKa
e (¢uOpuHOWIHA HEKpo3a Ha KJIEeThbYHATa CTEHa, OTOK HAa CHJOTella M CErMEHTHO HEYTPOQIITHO
BB3MAJICHUE C JIEBKOIIUTOKJIA3MsA. 3acsiraT ce OCHOBHO NOCTKANMWJISIPHWUTE BEHYNIW. B romsma 9act ot
CIy4anTe ca HMAWOTMATUYHH, HO JIEKapCcTBa, MH(EKIMH, MaTWUTHEHW TMPOLECH, WIH JAPYTH CHCTEMHH
3a0omsiBaHUsl Moratr Jia ObJaT mpuuuHa 3a Ta3u (opMma Ha BacKynuT. Morar aa ObJar npeaKIMHIYHA
M34Ba Ha CHCTEMHO 3a00JsBaHEe Ha ChEAMHUTENHATa ThKaH WM cHCTeMeH BacKynut. HaGmromasar ce
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CAHAKBO YCCTO IIPU MBIKC U JKCHU U BbB BCUYKU Bb3PACTU. B 10% ot CJIy4auTe 3acdarat Acua.

IIypnypara Ha Schonlein- Henoch e cucremen BackynuT, KOWTO ce XapakTepusupa chC Cliabo
HaJIUTHATH E€PUTEMHU KOXKHHU JIE3UM, KOWTO HE ca CBBP3aHM C MOJUIeXkalla KoaryJomnaTwus,
abnomuHaiHa OOJKa U KbpBEeHE, apTpuT U Hepput. ToBa e Hall-4eCTUAT BACKYJIHT IpH Jela Ha
BBb3pacT Mexay 2 u 10 rogunu ¢ yecrora 135-180/Munuon u camo 8-13/MWINOH 3a BB3PaCTHH.
Hokato pgerckara ¢opma Ha OojecTra ce cyWTa , 4ye € OCHWTHEeHa M CaMOOTpaHWYaBalla ce
0oJect, TO pHU BbP3aCTHH KATO 1510 € ¢ MO-JIolIa MPOrHo3a.

Etnonorusita B moBe4eTo ciaydau ocraBa HensBecTHa. OOMKHOBEHO Ce MPEAIIeCTBA C JHU WU
cenMUIM OT MH(EKIHs, Hail-4yecTo OeTa XeMOJUTHYCH CTPENnTOKOK oT rpymna b, Staphylococcus
aureus, Esherichia coli, Mycobacterium tuberculosis, Mycoplasma pneumoniae, EBV, Hepatit B
virus, varicella, adenovirus, CMV, BakcuHanuu cpemry Tu¢, mapatud, xonepa, KbITa TpeckKa.
Hsikom nekapcTBa KaTo MEHWIWIMH, aMIHUIWIMH, eputpomuiind, HCIIBn morar nma otkimouar
Oonectra. CTylOBM BB3IACHCTBUS, yXalBaHE OT HWHCEKTH, XPAaHUTEIHH aJepreHd ChIIO ca
omHcaHu KaTo Tpurepupamu Qakropu. Kiacumdeckata KIMHHYHA TpHada BKIIOYBA TajIupyeMa
myprypa, CTaBHA CMIITOMH (apTpUT/apTpasruu) 1 abroMuHaIHa 00JTKA.

Kpuorio0yiuHeMUYHNTe BACKYJHTH IOpPa3siBaT MaJKUTE CBHIOBE OT KPHONPEIHITUTHPAIIN
umyHornoOynuan. Haii-uecto ce acomuupar ¢ Xematutr C BupycHa uHdexmus (60-90%), xato
KIMHUYHATA UM U3sBa ¢ nanmupyema nyprypa. OcBen ¢ HCV uHdekius Kprorao0ymnHeMusTa
ce acouuupa OIle ¢ KpPbBHU 3a0onsBaHus (MYJITHUIUICH MHEIOM, MaKpOTJIOOYIUHEMHUs,
mumbonponudepaTuBHA  3a00isiBaHusI), ¢ OOJIECTH Ha ChEIWHUTEIIHATA THKaH, BUPYCHH,
6axrepuanan napexknuu (HBV, CMV, EBV, cudunuc, naiimcka 6oecr).

3acsra )KeHH Ha CpelHa Bh3PACT MO-4eCTO B eHjAeMUYHH paiionn ¢ Hanmmuue Ha HCV uabekmms.

Leucocytoclastic 1. Bw3pact Ha nosia >16 rogunu

vascilitis 2. AnaMHesa 3a ymoTpe0a Ha JeKapcTBa

3. [Manmmpyema mypirypa

4. MakynonarryinoseH rush

5. buomcuss wa aprepuonu WIM  BEHYJIM C  TPaHYJIOUTH
MIEPUBACKYJIAPHO WM €KCTPABACKYIapHO

3a ouacrosza ca Heobxooumu 3 Kpumepus

Henoch- Schonlein | Haanupyema nypnypa (3aQb/JsKHTEJIEH KPUTEPHIi) U [IOHE €IUH OT

purpura CIICJTHHTE:

1. Audy3na abmoMuHanan Ooika.

2. buoncus nokazpama IgA neno3utu.

3. ApTpUT/apTpayIrHH.

4. bpOpeuHo aHTaKUpaHe (XeMaTypus W/WIH POTCHHYPHS).
Cryoglobulinaemic | HsMa

vasculitis

TepaneBanﬂo MOBE€ACHHUE: OIPCAC/IA CC OT TOBA OaJii MMa CUCTCMHH IIPOABU, OT TCIKECTTA Ha
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KOXXHUTC JIC3UHU U JaJIM UMa HaJIMYHa XpOHUYIHA I/IH(I)CKLH/ISI.

BaxHo e na ce naeHTUGHUIUpPA W OTCTPAHH MPEANOIAracMHUAT AHTHUIEH, aKO TOBA € BB3MOXKHO,
Jla ce JIeKyBa OCHOBHOTO 3a00JsiBaHE aKO BACKYJIUTHT € CHIIBTCTBAIA MNpOsiBA WM Ja ce
OTCTpPaH! TyMOPBHT IPU MAJTUTHEHOCT.

Jleuenue IIpU JICBKOIHUTOKIIA3UIYHHUTEC BACKYJIUTHU

CamM0 KOKHM JIe3uM | NIOKOH, MMOBAMraHe Ha KpakaTa, MOJIbprKalla Tepanus(4opanu,IpeBpb3Ku),
(HeyCJI0KHEHM) Xuaparanus

antuxucramunn, HCIIB11, Antumanapuiinu, Konxumpmn,

Jaricon

Hpn yauepauun na | Koprukocreponau B komObuuaums ¢ MTX nmm
KOKHHTeE JIe3UN
Koptukoctepouu ¢ muknodochamu

pu cucremun | Cyclophosphamide 2 mg/kg muelkf mnmm monm ¢opmara Ha mync Tepamwms
nposiBu  KoMmOmHarwms | 1.0gr

OT KOPTHKOCTEPOUIU U
MMYHOCYTIPECOpH Azathioprine 1-1,25 mg/kg nHeBHO
Mycophenolate mofetil 0,500-2,0 gr nHeBHO
Cyclosporine 2,0 mg/kg nHEBHO

Methotrexate 7.5-15 mg cenmMuumo

IIpu Hedpur komOunanmst ot ['K u umyHOCyTIpecopu, HHTpaBEeHO3HH HMYHOTTIOOYITHHH,

Rituximab, mtazmadepesa.

Jleuenne na Hendch-Shonlein purpura:

| Jlexu sie3un | CumnTomatHuHO

Xunpatanus

AHTHUXHCTAMUHU

Acnipun

AHanreThI

HCIIBn

KopTukoctepouau n0KaiHO

JAudy3nu jie3nu wim cucremun | [mokokoptuxkouau B 1o3a 60-80 mg an

NMPOsiIBU Cnen oBnagsaBane Ha cuMITomMute - HUCKH 1o3u ['K 3a n3barsane
Ha peLuIuB.

[Tpu HeoBmansBane u xporuduuupane - Komxunus B 103a 2.0 g
JTHEBHO
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Texku, 0bp3onporpecupanmm, ['mokokoprukonmu 60-80 mg nHeBHO W 1HKIOpochamu 2
peluuIMBUPALIH mg/kg mHeBHO Wi myiic Tepanust ¢ 1.0 gr MeceyHo wim
MTX 10-25 mg ceamMuuHO WU

A3zatuonpun 50-200 mg niamn

Huknocnopun 3-5 mg/kg

[Tpu HOMOBNHSIBaHE ce MpuJiiara rituximab, UMyHOTJIOOYJIMHH,
iazMadepesa

Jleuenue Ha KpI/IOFJ'lOﬁyJII/IHeMI/I‘lHI/ITe BAaCKYJIUTH :

EULAR/EUVAS mnpenopbuBaT XenatuT C HeraTHBHUTE KPHOIJIO0YJMHEMHMYHM BaCKYJIUTU
Ia ce JIeKyBaT CIHOpel TMpemnopbkuTe 3a JedeHne Ha AAB (¢ KopTukocTeowmun U

UMYHOCYTIPECOPH).

Rituximab wmoxe nga ce wm3nom3Ba mnpu  mamueHTd ¢ Xematut C,  acouuupaHu
KPUOTJIOOYTMHEMUYHN BAaCKYJIUTH W MOXe Ja ObJe TOJIe3eH TpU HEacOIMHpPaHU C BHPYCH
€CEHIIMAIHU  KpHOTJOOyJTMHEMHUYHN  BacKynuTu. Rituximab e  anrepHatuBa, KOTraTo
UMYHOCYITPECOPHUTE ca IPOTHUBOIOKA3aHU, HEE(PEKTUBHH UM HE CE TIOHACST T0Ope OT OOJHUTE.

[lpu ObBp30 mporpecupamo O0BOpPeYHO YyBpeKIaHe, TeXKa HePpOmaTHI, € YMECTHO
MpUIaraHeTo Ha HHTPABEHO3HU UMYHOTTIOOYIHMHH WK TU1a3Madepesa.

Ax0 KpHOTIIOOYTMHEMUYHUTE BACKYJIHTH C€ IBDKAT HAa WH(EKIUS ce JIEKyBaT C CTHOJOTHYHH
cpenctea. Ilpm xematur C BupycHa WHQEKIHs ce mpuiaraT HHTephepoH u pubaBapuH B
KOMOHMHAINSA, KOSATO € 1M0-100pa OT MOHOTEpaIusiTa.

BackyauTu Ha pa3jiMyHM MO roJIeMHHA ChA0BE
boaect Ha Bexuer (Beh¢et's disease (BD))

bonectra Ha bexdeT € BaCKyJIWUT, KOUTO MOXE J1a 3aCETHE W apTEPHUH U BEHH. XapaKTepHU3npa ce
C peuuaMBHpalld OpajJlHa M TeHuTaidHa adTo3a, B ChbUeTaHHWE C OYHM, CTaBHH,
ractpountectuHanuu w/wnn ot LUHC Bw3namurennu ne3un. [lpm Hero  ce HaOmromaBat
€THOBPEMEHHO BACKYJHT, apTepHaTHH aHEBPU3MH, TpoMOaHTrMHT M TpomOo3u. Cpema ce mo-
4ecTO IpH ONpeeNeHH eTHW4ecku rpynu. Hammime e reorpadceko pasmpeneneHue Ha GosecTra
no T.H. ,,IbT Ha KompuHaTa’- paiioHa ot Amonus u Kurait no M3tounoro CpeauzeMmHOMOpHE
BKIrOuBan(o crtpann kato Typuma um Hpan. Hait-uecto 3acdra Typuw, apMeHIM, HpPaHIH,
smonnu. Yectorata My e mexay 80-420 ma 100 xwmn. 3a M3rounoro CpepauzemMHOMOpHE U
Typuusts u 1.6 nma 100xun. 3a 3anmagna EBpoma. 3amouBa KbM TpeTara Jekaja Ha >KUBOTA.
Acouunnpa ce ¢ HLA BS5. [luarso3ara ce noctass ¢ 110 KpUTEpUUTE HA MexIyHapoaHaTa rpymna
3a poy4uBaHe Ha Oosectta Ha bexuer, 1990r.
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I'1aBeH KpuTepuii

PenuauBupamu opajinu nopa:keHnus (aTo3HN U XepneTn(hopMeHHn), yCTAHOBEHH OT JIeKap WUJIn
0T GOJIHMSAT, KOUTO PEIUIUBUPAT MOHE TPU IBTH B PAMKHTE HA €HA FOJMHA.

JApyru kpurepun:
1. PenummuBupamy $3BU IO TEHUTAIUUTE.

2. OuHH n€3uN: PEIEH YBEUT, 3a/IeH YBEUT, IPOMEHU B CTHKJIOBUIHOTO TAJIO W BaCKYJIMT Ha
peTHHATa,yCTaHOBEHH OT O(TaIMOJIOT.

3. Koxnu ne3un: erythema nodosum, rnceBnodonukynuT, mamyao-mycTya03Hu Je3UH W
AKHeTO0Z00HH BB3JIH P OOITHH CIie]] FOHOIIECKa Bb3PacT U KOMTO He TPOBEKAAT
KOPTHKOCTEPOHTHO JICYCHHE.

4. TlaTonorm4Ha KOXHA peakus ciel yookaane (CTepUIIHa ITyCcTyiia), OTYEeTaHa OT JIeKap Ha
24-5, 48-5 4yac-T.Hap. ,,patergy test”

Juarxosara ce npreMa npy HaJM4Ke Ha INIAaBHUAT KPUTEPUH U MTOHE Ha 1BA OT OCTaHAJIUTE
KpUTEPHUHU.

Jleuenue

H3non3sar ce ciegHuTe JICKapCTBa:

KopTtoxocreponau 1-2 mg/kg ¢ mommppkama noza 1-2 tabnetrku nuesHo, IIT ¢ 1,0 g
BEHO3HO IPH BCEKH IMO-TEXKBK ciydail. EdexkTuBHM mpu MyKO3HH U
KOXKHU JIC3UH, YBEHTH, HEBPOJOTHYHN cuMIToMH. Kato MoHOTEpanus
v B KomOuHanys. He momoOpsiBaT ApirocpodHara mporaosa.
Colchicine 1-2 mg qHEBHO JI0 OBJIa/sABaHEe HAa KIMHUYHUTE CUMIITOMH. OCOOCHO
e(EeKTUBHU MIPU MYKO3HH, KOKHHU NIPOSIBH, apTPUT, €pUTEMa HOIO3YM.
CurHudukanTeH eeKT BbPXy aKTHBHOCTTA Ha 0OJECTTa.

Benzathine Penicillin 1,2 mna. E #a 3 cegmuim, 0ocoOeHO e(EeKTUBEH B KOMOWHAIMS C
KOJIXUIIMH MIPU MYKOHA3aJIHU YJILIEpallii U apTPHUT.
Azathioprine 50-150 mg nHEBHO, CpEeACTBO Ha HM300p MpH OpalHH, TEHUTATHH

yJLEpaluy, apTpuT, O4yHU IposBU. HamansBa mosiBara Ha MYyKO3HH,
KOXKHHU YIIIEPalldy, apTPUT, OYHH CHMITOMH. 3a TpOo(MIaKTHKA Ha
HOBH OYHH IIPOSIBH.

Cyclophosphamide 1,0 g/m? i.v. 1 mbT MeceuHo mpu ouHM W cucteMHHU nposisu (LTHC,
apTepHaIHu aHEeBPU3MH ), I0-100Bp edekt B komOuHanus ¢ ['K.
Cyclosporine 3-5 mg/Kg THEBHO, IPU HEMOBIHSIBAHE OT APYTHTE JIEKAPCTBA, JOOBP

IIpx AaKTUBHU OYHU BbB3NAJICHUA, IIPU OIACHOCT OT 3ary6a Ha
3pC€HUETO, HCBPOJIOTUYHU IIPOSBH.

Anti-TNF-alfa

Infliximab 5 mg/kg Ha 6-8 cenMuIH
Etanercept 50 mg ceaMMuyHO, HaMmajsiBa IOsiBaTa HA OpajHU YJilLepaluH,
HOJYJIAPHU KOXXHH JIC3UH, NAMYJIOMyCTYIO3HH JIC3HU
Rituximab 1000 mg nma 15 nmHWM, curHEUKaHTHO MONOOpeHHWE Ha oO0IIaTa
AKTUBHOCT
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XUpYypruyHo JiedeHHe C€ Hajara Npu apTEepPUATHU AHEBPU3MHU W PEUUIMBHPAIIUA MACHBHU
xemontusn. [Ipu mepdoparus Ha YepBO, TPOMOOTHYHA OOCTPYKIMS Ha ToleMH ChaoBe. [Ipu
OYHHU YCIIOKHEHHS-TIIAyKOMa, IPEIUITUTATH B CTHKIOBUIHOTO TLIO.

CHUHAPOM HA CBOI'PEH

CungpoMbT Ha Sjogren € XpPOHHYHA BB3MAJIUTEIHA AaBTOMMYHHA OOJECT, KOATO 3acsira
€K30KpUHHHUTE J>KJI€3d, MpeAu BCHYKO CIIOHUYEHUTe M chab3HUTe. CHHIpoMBT Ha ChOrpeH
(Sjogren) e TpeTOTO HAK-4ECTO CpEIIaHO AaBTOMMYHHO 3a00JIsIBAaHE CJIe]] PEBMATOWICH apTPHT
(PA) u cucremen nynyc eputemarosyc (CJIE). CunapombT Ha Chorpen ce HabmonaBa mpu 30-
50% oT manueHTUTe C PpEeBMAaTOMJIEH apTpUT, KakTo U npu 10-25% OT Te3u ¢bC CHCTEMEH JIyILyC
eputemato3dyc. Okono 90% oT GonHHUTE ca KEeHU, KaTo 3a00JIIBAHETO CE M3SIBSBA HAW-YECTO BHB
BBb3pactra Mexay 40 u 50 r. OcHOBHHTE TIPOSIBH Ca CyX KEPAaTOKOHIOHKTUBUT M KCEPOCTOMHUSI.
[Ipu mo-pa3rppHaTa KIMHMYHA KapTHHA MOrar jAa ObaaT oOXBaHATH W JIpYyrH OOraTtu Ha *KJe3H
OpraHH W CHUCTEMH KaTO JMXaTeHATa, XpPaHOCMWJIATEHATa, OTJCIUTEIHATA CUCTEMH, TTaHKpeac,
MYCKYJIH, HEpBHA CHCTEMa U JIp.

CunapombT Ha Sjogren MOXe J1a Ce U35IBU KaTO CaMOCTOSITENTHO 3a00JisiBaHe, HO B MOJOBHHATA
OT cinyyauTe ce HaOiaoAaBa NpU MAUMEHTH, CTpajalld OT JIPYT'M aBTOMMYHHU OOJIECTH —
peBmarounex aptput, CJIE, nepMaTOMHO3UT/IOIMMHUO3HT, CKIIEPOAEPMHUS U IP.

3a mocTaBsHe Ha NpaBUJIHA [UarHo3a € HeoOXonuMo Ja ObJaT HampaBeHW CHEHUPUYHU
nmyHonornuan  um3cnenBanus (Ro-SS A , La SS B, ANA wu gp). Yecro ce Hamara
OCBLIECTBSIBAHETO OMOICUS Ha CIIFOHYEHA JKJie3a U cuanorpadus, cneuruyHo u3cielBaHe Ha
OYuTE M CIIb3HUTE kie3n. CriennasHo BHUMaHHE ce OOpbhIla Ha 3acATaHETO Ha JPYrd OPTaHd U
CUCTEMH TIpY MPOTUYAHETO Ha OCHOBHOTO aBTOMMYHHO 3aboisiBaHe. CuHApomMbT Ha ChOTpeH e
XPOHUYHO, PELMIUBUPAILO 3a00JsIBAHE KAaTO HaW-4yecTO 3aTpyJHEHHs] MPEAU3BUKBAT OYHUTE
0OJIECTHH TIPOSIBM M CyXOTaTa Ha yCTHATa JHUraBuia. JIedeHneTo ce Haco4yBa KbM OBJIAJIBAaHE Ha
MPOSIBUTE HA 3aCE€THATH OT OOJIECTHUS MPOLEC OpraHu U cuctemu. llpumarat ce oOMuauHUTE HE
crenupuIHN aHTUPEBMATHYHU cpeacTBa. KopTH30H ce m3momn3Ba mo m3kiatodeHne. OouyaitHo ce
npujarar IpenapaTd YCWIBAIlM CIIOHO U CBIBOTACNSHETO M H3KYCTBEHH  CBHJIZH.
HmyHOCyTIpecopu ce mMar MpeaBUa IpU OINpeneieHn ciydan. Ako cuHApoMbT Ha ChOorpeH ce
BKJIIOYBA B KJIIMHMYHATa KapTHHA HAa PEBMATOMJEH apTPpUT, JYyNYyC, IEPMATOMHUO3UT U JIPYru
CHUCTEMHHM aBTOMMYHHHU 3a0OJISiBaHUSI TepamusTa C€ BOIM CBHIVIACHO TMpaBWJIaTa BaJHWIHU 32
CHOTBETHOTO OCHOBHO 3abossiBaHe. Hamocienpk B CBETOBEH IUIAH C€ MPaBST OMUTH 3a JICUCHHE
Ha 3200JI1BaHETO U ChC OMOJIOTHYHH CPEJICTBA.

Bunose cunapom Ha Sjogren

e IIbpBHYEH — HEM3BECTEH MEXaHU3bM, 0€3 Jla UMa Jpyro 3a00JsBaHEe HAa CheIUHUTEIHATA
ThKaH. [IprunHara 3a Bb3HMKBaHe Ha cuHApoMa Ha CeorpeH e HewsBecTHA. [Ipennosnara
ce, ye Ha (JOHA Ha TEeHETHYHA INPEJPA3MOI0KEHOCT, HIKAKbB MPOBOKUpAIL (haKTOp OT
OKOJIHAaTa cpeja  OTKIOYBa  3a0onsBaHero. JlokasaresncTtBa 3a  IeHETHYHAaTa
IPePa3NoN0KEHOCT ca NO-ToIsIMaTa YecToTa Ha OoJiecTTa B HAKOM CeMEHCTBa M yecTaTa
KOMOMHAIMS Ha CUHAPOMA C JIpyTU 3a00JIBaHUs, 3a KOUTO CBHIIO € JI0Ka3aHa FeHEeTUYHa
Ipepas3noNokKEeHOCT. Bee ole ocTaBaT HEU3BECTHH EBEHTYAIHHUTE (PAKTOPH, KOHTO
IPOBOKHMpAT aBTOMMYHHATa aTaKa.

e Bropuyen — B Xx0ma Ha JApyrH 3a0oisBaHUs (CHUCTEMEH JyIyC €pUTeMaTo3yc,
PEBMATOU/IEH apTPUT, CUCTEMHA CKJIEPOAEPMHUS, XPOHUUYEH XENaTHT, JIUMGPOMH U Jp.)
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JAMarHocTUYHU KpUTEPUH

CrpuiecTByBaT pa3ivyHU KJIACU(PUKALMOHHU KPUTEPHHM, KOUTO ca ce OoGOpMWIM OT pabOTHU
rpynu (KOMEHXAareHCKH, SIMOHCKH, IPBUKH, KanudopHUiicku, eBponeiicku). /[nec ce m3monspar
Kputepunte Ha EBporneiicko-AMepukaHckaTa paboTHa rpyma, ch3nanaeHn mpe3 2001r.

1. OuHM cunTOMH (HAIUYHE HA €TUH OT U30POCHUTE TPH MPU3HAKA)

® CIXKCIAHCBHA CyXOTa B OYUTC 3a MMOBEUYC OT 3 Mecela,

¢ peuruAuBpaIIO APA3HCHE KAaTO IOIIaJaHC Ha IIKICbK B OUYUTC,

® H3MOJI3BAHC HAa M3KYCTBCHU CHJI3U ITOBCYEC OT 3 meTH JHCBHO,

2. CuMNTOMM OT YCTHATA KyXHHA (HAJIUYME HA €UH OT U30pOCHUTE TPHU MPU3HAKA)

e UyCTBO 3a CyXOTa B ycTaTa B IPOABJDKEHUE Ha MIOBEYE OT 3 Mecela,

® peuuauBHpall WK IMMOCTOSIHCH OTOK Ha CIIIOHYCHUTE KIIC3HU,

® YCeCTO NpHEMAHC HAa TEUHOCTH 110 BpEME Ha XPaHCHEC,

3. Ounu npu3HanM (HaTU4Me HA €IMH OT JBaTa MPHU3HAKA)

® TIOJIOXHTENIEH TecT Ha Schirmer (<5 MM 3a 5 MUHYTH),

e uHjAEKC >4 mo Meronukata Ha Van Bijusterveld npu u3cnensane ¢ Rose-Bengal.

4. Ilpu3Hauu oT CJIOHYEHHUTE KJIe3M (HaIU4Yhe Ha €UH MOJIOKUTENICH OT N30pOCHUTE
3 mpu3HaKa)

o CL[I/IHTI/IFpa(I)I/ISI Ha CJIFOHYCHUTEC XKIIC3U,

e mapoTujHa cuanorpadus,

® HECTUMYJMPAHO OTIENISHE Ha CIIOHKA MO-MaJko oT 1,5 mi 3a 15 MunyTH

5. IloJsioxuTeSIeH XUCTOJOTHYCH Pe3yaraT

6. ABtroanTuTesa KbM Ro (SS-A) u/mam La (SS-B) anturena.

JAuarHo3ara nbpBUYeH CMHAPOM Ha Sjogren e CUI'YpHa TpHU M3IBIHEHU 4 OT 6 KpuUTepuw,
BKJTIOYHUTEITHO TOJOXKHUTEIHA OHOIICHS WM TIOJIOKUTENHN aHTUTena (kputepuu 3-6), a mpu 3
KPUTEPUH - BEPOSATHA.

JluarHozara BTOPHYEH CHHAPOM Ha Sjogren e CHUI'ypHa IpU HaJM4YHE HA JPYro CHCTEMHO

3a007sBaHe HA CheAMHUTEIIHATA ThKaH U HAJTM4Ke Ha euH cumnToM (1-2) wm 2 (3-6).

KaunnyHa kapTuHA

IIpn nbpBUYHUA cUHAPOM Ha Sjogren ce HaOmOJaBaT JIOKAJHU (KCEPOCTOMHS U

KkcepodTanmusi) U cucTeMHu nposisu. CHCTEMHHTE MTPOSIBYU Ca TMpeJICTaBeHH B Ta0. 1.

Juxarenna cuctema XpoHu4eH OpOHXUT

JInmpormTeH MHTEPCTUIMATICH THEBMOHUT
[IceBnonumdpom ¢ HOAyTapHU UHPUITPATU
JImmcpom

[ImeBpanay U3MUBH
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CTOMaH_IHO-‘IpeBHI/I IIposABU

Hucdarus, acoruupana ¢ KCEpOCTOMUS
ATpodudeH racTput

YepHOopoOHO 3acsaTane

bunnapna nuposa

CxJepo3upaly XOJIaHTUT

Koxnu mposisu

Barunanna cyxora
XuneprioOdyanHeMUyHa mypnypa (HeTpoMOOLUTONIEHUYHA)
BaCKYJIUT

EHnoKpuHHY MpOsABU Tupeonnur

Tupeonnna mucyHKIHS
IIposiBu oT OMOpHO- | Muairumn
JIBUTaTEIHATa CUCTEMA Aptpanrun

Aptpur

Hesponoruunu nposisu

ITepudepro neBpomnaTus
MHOXeCTBEH MOHOHEBPUT

XeMaToJIOTUYHU mposABU

Heyrponenus, anemusi, TpOMOOLIUTONICHHUS
[ceBnonumdpom

JImmpom

AHrHO6J1aCTHA TUMIIaICHONIATUS

Muenom

XeMaToJIOTUYHU posABU

Heyrponenus, anemusi, TpOMOOLIUTONIEHHUS
[ceBnonumbpom

Jlnmpom

AHrHo6s1acTHA TUMIIaICHONIATUS

Muenom

Hp OsIBH OT OTACJIMTCIIHATA

TyOynounrepcrunuanes Hegpur

CcUcTeMa

I'momepynonedput(nunca Ha antr-1HK)
CMmeceHa KpHOTI00YIMHEMHUSI
Awmuionosa

O6cTtpykTHBHa HepomaTus

Backynut Ha 650peunu apTepun
XHUIoCcTeHypUs

XUNoKaIneMus, TIII0KO3ypust
XUnepxJopeMUYHA aIi103a

AJeprudHu MposiBU

Yprukapus
Makyio-namyso3eH oOpuB
Enem Ha Quincke

ActMa

Konrakren gepMaTut

CrpaTerusi Ha Tepanusita

JleueHuero ¢ MMPOABILDKHUTCIIHO U MMaA 3a LECJ Ja HaMaJIu aKTUBHOCTTAa HAa aBTOMMYHHUSA IIPOLEC U

Jaa 00JIEKYH CUMIITOMHTE Ha 3200/ I1BaHETO:

e TIOTHCKaHC Ha aBTOMMYHHHUS IPOLEC, HAMAIABaHC Ha BB3MNAJICHUCTO U IPEAOTBPATABAHC

BB3HUKBAHCTO Ha YBPCIKAAHUA B 3aCCTHATUTC OpTraHU




Moaudunupamu  GosjecTra  aHTUPEBMAaTHYHM  JIEKapcTBa  (CHHTETUYHHU
aHTHMAaJapUHU JIEKapCTBa, COJIM HA 37IaTOTO, MOTHCKAIIM UMYHHUTETA JIEKAPCTBA,
MOJIyJIATOPU Ha OMOJIOTMYHUS OTTOBOP W JAp). ToBa jeueHue OOMKHOBEHO ciabo
NOBJIMSIBA OIUIAKBAaHUATA, CBBP3aHM CBhC CyXOTa M C€ NpuiIara IMpH TEXKKHTE
(opmu Ha 3a00JIIBAaHETO ChC 3acSATaHe Ha CTAaBUTE U BHTPEUIHUTE OPraHH.

HCIIBa (acnupuH, gukodeHak, CyIUMHIAK, MOUPOKCHKAM, MEJIOKCHKaM,
HUME3YIU, TENeKOKCHO ¥ Jp.) 3a oOiiekuaBaHe Ha OolKaTa W OTOKa BEHB
Be3nasicanTe Thkanu. HCIIBn TpsOBa na ce W3Moyi3BaT BHB BB3MOXKHO Hak-
HHCKH JI03M 32 BB3MOXHO Half-KpaThK IEPHOJI OT BPEME.

KopTukocrepouaure ca MOITHO MPOTUBOBB3MAIUTEIIHO CPEICTBO U MOTaT Ja ce
npuemar Ipe3 ycTara WIM KaTo HHXeKIHoHHa ¢opma. Te ce mpuiarar 1o
OTIPENICJICH CXEMH, KOMTO C€ CTPEeMST Ja YymoTpeOsBaT BB3MOXXHO HaW-HUCKU
71031 32 Hal-KpaThK MEPHOJ OT BPEME,

AHTHMaJIapUIiHUTE JIEKapCTBa (XUIPOKCHUXJIOPOKBHH), 3JIATHHTE IpErapatd U
HHUTOTOKCHYHHUTE JICKApCTBa (MMYHOCYIPECOPH - a3aTHUOIPHH, IUKIOPOochamu/,
uKiiociopud, MTX u Ap.) MOTHCKAT aKTUBHOCTTa HA AaBTOMMYHHHS TPOLIEC U
OOWKHOBEHO C€ TMpWiararT Npd HaW-TSKKUTe (GOPMU Ha 3a00JSIBAHETO ChC
3acAraHe W Ha JPyrd OpraHW M3BEH CIIB3HUTE U CIIOHUYEHH kie3u. [lanmenTture
TpsiOBa pPEJOBHO J1a C€ MOHUTOTHUPAT.

OO6aek4yaBaHe Ha CUMIITTOMUTE

n30sTBaHEe HA JIEKapCTBa, KOWTO O0E3BOJHABAT OpraHW3Ma (mamypetury, Oera
OnmoKepW,  AHTHICTIPECAHTH,  AHTUXHCTAMHHM, HA3aJHH  JCKOHTECTaHTH,
NepOpaHU KOHTPALCTITUBHU, AaHKCUOJIUTHUIH U JIP.)

o0yiekuaBaHe Ha CyXOTaTa B OYMTE - M30ArBa ce MPecTos B IMOMENICHHE ChC CYX,
3aIUMEH BB3AYyX, H304rBa ce TIOTIOHOIYIIEHETO; MPUIaraT ce N3KyCTBEHU CHJI3HU U
OBJIAKHABalllU MEXJICMHU 3a MpPE3 HOINTA, KAKTO W OYHHU KalKu CbAbpiKaAInU
IUKJIOCIIOPUH.

JlokaHOTO TIpHIIOKeHWE Ha anda-iuHoNeHoBa KucennHa (alpha-linolenic acid),
OT Tpymara Ha OMera-3 MacCTHHTE KHUCEJIHHH, HMMa TIOJIOKUTENeH edekT 3a
OT3BYYaBaHETO Ha CHMITOMHTE OT IOJUICKAIIUTE BB3MAIUTEIHA MPOMEHH TPU
CHHJIpOMa Ha CyXO OKO.

[Tpu Hanmure Ha WHPEKIUS — JIOKATHO KOPTUKOCTEPOUIN W/WITH aHTHOUOTHITH.
XupypruyHo jedeHue (MMIUTAHTUpAaHE HAa CHHTETUYHH OOTypaTopu Ha CI'B3HHUTE
KaHaII4eTa, ¢ el ChXpaHeHHE Ha MAJIKOTO MPOU3BEICHa COOCTBEHA ChI3a).
o0JiekuaBaHe Ha CyXOTaTa B ycTaTa - TpsOBa Jia ce MPUEMaT TOJIIMO KOJHYECTBO
TEYHOCTH, J1a C€ MOIbpPKa BHCOKA BIAXXHOCT HA BB3[yXa M J]a CE Cla3Ba MHOTO
noOpa YCTHAa XWIHEHA; TpWiara ce HM3KyCTBEHa CJIIOHKAa M MacTu 3a 360u 0e3
JETETPreHTH; CTUMYJIMpAaHe Ha CIIIOHYHHTE JKJIE3H MOJXKE J1a C€ OCBIIECTBH Upe3
I'bBUEHE Ha IBBKH 0€3 3axap, TJIMIEPHHOBH JAHBKH, NMMEHE HA JHMOHOB COK 0e3
MO/ICTIA/IUTEIIH, )KaOypeHe ChC CHEIUATHU PAa3TBOPH U JIP.

JlekapcTBa CTUMYJIMpPALIH CIFOHYHATA CEKPELUs] KaTO MHJIOKAPIHH U IIEBUMEIIHH;
TE3W JIeKapcTBa He TpsiOBa Ja ce MpuiaraT MpU HAIWYME HA ChPJCYHO-CHIOBU
3a00JsIBaHMs, aCTMA WJIH TJIAyKOMa.

JloOpu pe3ynTatu ce choOmaBaT OT MPUIATAHETO HAa OJIMO C BUCOKO ChABP)KaHHE
Ha BUT. E.

HaBpemMeHHO ¥ TIpaBWIIHO JIeYeHHWE Ha dYecTHTe WHPEKInu (OaKTepualHu W
rbOMYHM) HAa YCTHATA KyXHHA, 350HHUS Kapuec U 3a00JIIBaHMsATA HA BEHIINTE.
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e 3a oOnex4yaBaHE CyXOTaTa M 3amyIIBaHETO Ha HOCAa C€ M3IOJI3BAT CHpeiioBe
ChIbpPXKAIIM COJM, a He OOMYAHWTE OTIYIIBAIIM KamKd 3a HOC, ThH KaTto Te
U3CYIIaBaT JIUTaBHUIIATA.
e 3a MpPEOJOJIABaHE CyXOTaTa Ha KOXKaTa C€ HM3MOJI3BAT Pa3IMYHMU OBIAKHSABAIIH
KpPEMOBE.
e 3a CcyXOTaTa BbB BIATAIMIIETO CE MPUIAraT OBJIAXKHABAIIN KPEMOBE.
[TapanenHo ce jekyBaT mpHIpykaBammre cHHApoMa Ha ChorpeH 3a00JsaBaHUs, KaTO THPEOUIUT
Ha XammMoTo, TMM(OM U CUCTEMHHUTE CheAMHUTEITHO-ThKaHHH 3200 IsIBaHHUS.

Jleuenue

He cpmectByBa crierududaHO JieyeHne 3a cuHapoma Ha ChOrpeH, 4pe3 KOeTo Ja Ce MOCTHIHE
NEpMaHEHTHO BH3CTAaHOBSBAaHE Ha JKJIe3HaTa cekperws. [IpoBexia ce JieueHne croper Bojemara
KJIMHUYHA KapTUHA ¥ OMBa CHMITOMATHYHO W TTOIBPIKAIIO:

CUMOTOMATHYHO JICUCHNE

1. Jleyenme HA KcepoOCTOMUAATA

1.1.  TlpodwunakTuka u 1e4eHNEe HA 3LOHUTE KapHECH.

1.2. CrumynupaHe Ha CIIOHYEHAaTa CeKpenms — ¢ ¢u3noNoTWYHa (AbBKa 0e3 3axap,
O60oHOOHN) U (hapmakosniornyHa crumynanus (pilocarpine, bromhexine, cevimeline

1.3. JleueHnne Ha opanHaTa KaHAHUI03A.

1.4.  3amMecTuTeNd Ha CIIIOHKATA.

2. JleueHue Ha Kcepodranmusita

2.1.  3amecTtuTenyu Ha ChI3UTE (M3KYCTBEHH CHJI3H)

2.2.  OBmaxHsBaIM reiose, chabpkaniy sodium hyaluronate

2.3.  CobxpaHeHHe HA CI'b3HATa CEKpEIUs

2.4. IlporuBopb3nanutenuu cpenctsa — HCIIBna, koptukoctepouu, cyclosporine A

2.5. CrumynupaHe Ha CIhb3HATa CEKpeIusl.
MeTtonuTe 3a JieyeHHE Ha CyXO OKO Ca pPa3lM4YHU B 3aBUCHUMOCT OT TEXECTTa Ha ChCTOSHUETO:
NPUIOKEHUE HAa U3KYCTBEHH CHII3H, T€JI0BE, OBIAKHIBAIN KaMepH, KOUTO MOTaT Jla C€ W3I0JI3BaT
TOJIKOBA YECTO KOJIKOTO € HEOOXOMMO, B 3aBUCIMOCT OT TEKECTTa Ha OIUIAKBAaHUSATA: OT 1-2 mbTH
Ha JIeH 1O HSAKOJKO MBbTH Ha 4Yac. [lpu Hal-TeXkHWTe ciaydam c€ UMIUIAHTUPAT CHHTETUYHHU
0o0TypaTOpH Ha CI'b3HUTE KaHal4eTa, ¢ e ChbXpPaHEHHWE Ha MAJIKOTO IMPOU3BeleHa COOCTBEHA
cba3a. Criopea HAKOM MPOYYBAHMS, TONMMKATHOTO MpHiarane Ha cyclosporine, KOHTO yBenuuaBa
HAaTypaJHaTa NPOIYKIMsS Ha CBJI3HTE, BOAU 0 MONOOpsSBaHE Ha CHHIpPOMAa Ha CyXO OKO,
HE3aBUCHMO JlaJId TOHM € M3pa3eH B ciaba, cpeiHa WK TexXKa creneH. JIOKamHOToO MpuiioKeHue Ha
anda-nmuHoIeHoBa kucenuHa (alpha-linolenic acid), ot rpymara Ha omera-3 MacTHUTE KHCEIWHH,
UMa TOJIOKHUTEICH €(PEeKT 3a OT3BYYaBAaHETO Ha CHMIITOMUTE OT MOJJICKAIIMTE BB3MATUTEIHU
MIPOMEHU TIPY CHHIPOMA Ha CyXO0 OKO. [Ipuiarar ce u TOrIm KOMIIPECH — MOCTaBsI C€ TOIUIA, BIaka
kbpra 3a 10 MUHYTH BBPXY KJIeauuTe BEAHBK Ha JeH. [Ipunara ce U XUIPOKCUIIPOITUII LIETyII03a
(Lacrisert), KoATO ce TOCTaBs B JOJHHUA BBTPEIIEH BI'BJI HAa OKOTO. [Ipm HemoBmusBaHe C
KOHCEPBATHUBHO JICUCHH CE MpHJIaraT XUPypru4ecku METOJIW, NMPU KOUTO C€ 3aTBapsT CIb3HHUTE
KaHaJi OIEepPaTHBHO, KOETO BB3MPEMATCTBA CHI3UTE Jla OTUBAT B HOca. MIMa m HOBa, JIMTIO30MHA
Tepanus 3a JIeYeHHe Ha CyXoTo Ooko [lociemHuTe romWHW Ha mMas3apa ce TOSBH HOB JIMIIO30MEH
NPOJIYKT 32 ,,CyX0 OKO™ o (hopmaTa Ha oueH cnpei. Toil chabpika JUIMO30MHU OT COEB JICIIUTHH,
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kakto u ButamMuHd E m A. Cropedar u30sarBa HeymoOcTBaTa, CBBP3aHM C TNPWIATAHETO HA
TpaJMLMOHHUTE KalKu 3a ,,CyX0 OKO", Thil KaTo ce MpbCKa BbPXY 3aTBOpeHU Kiemnauyu. [lokpaii

KJIeTIaYyHusl pbO ChIBPIKAIIUTE C€ B CIpes JHMIIO30MU CE€ CMECBAT C ©CTECTBEHHUTE JIUIHIU Ha
CITb3HHS (PHUIM ¥ TO CTAaOMIU3MpaT.

ITaToreneTnyHo siedyeHue (caabo MOBIMABA OIUIAKBAHUATA, CBBP3aHU ChC CyXOTa W C€ INpHiara
IpU TEKKATEPOPMHU Ha 3a00JSIBAHETO ChC 3aCATaHE HA CTABUTE M BHTPEIIHUTE OPTAHH)

3. Awnrtumanapuitan nekapcersa (hydroxychloroquine)

4. Koprukoctepouau (BbB Bb3MOKHO Hai-HUCKH JI03H 33 Hal-KPAThK MEPHOJ] OT BPEMe)

5. Hmynocynpecopu — cyclophosphamide, azatioprine, cyclosporine A, MTX

6. MonynaTopu Ha GHOJIOTHYHHS OTTOBOP

B-knerpuHaTa XHUIEPAKTUBHOCT € KIIOYOBA XapaKTEPUCTHKA Ha matoreHe3ara Ha CuHApOMa Ha
Sjogren (SS). KbM HacTosImus MOMEHT C€ MPOBEXKIAT KIMHUYHA M3MHUTBaHHA ¢ Rituximab u
Epratuzumab, kouTo paBaT oOHajexmaBamM pe3yinraTH. [IbpBOHAYa HHUTE JaHHH 32

epextuBHOCTTA Ha Infliximab He Hamepuxa TOTBBpPXKIACHHUE, CIEN TMPOBEKIAHETO HA TMO-
OOIIMPHU TIPOYIBAHUS.

7. HCIIBn 3a obyiekuaBaHe Ha OoJyikaTa TpsOBa Ja ce M3IMOJI3BAT BbB BH3MOXKHO Hal-HHCKH

703U 3a Hal-KpaTbK mepuoJ oT Bpeme (aspirin, ibuprofen, diclofenac, sulindac,
piroxicam, meloxicam, nimesulide, dexketoprofen, celecoxib).
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Yacrt Tpera

KOCTHA ITATOJIOI'USA

OCTEOIIOPO3A (mo MKb kox M80 u M81)

I. Jedpunnums

Octeomnopo3ata (OIl) e cucTeMHO CKeJIeTHO 3a00JsBaHE, XapaKTepU3HMpallo Ce C MOHUKEHa
KOCTHa Maca M HapyllleHHe B MHKPOApXHTEKTypaTa Ha KOCTHAaTa THhKaH, BOJCIIH JIO IOBHIICHA
YYIUIMBOCT Ha KocTuTe U pHuck oT ¢ppakTypu (Koncencycna kondepenmus na C30, 1993 r.).

II. Enupemuojiorust

Octeormopo3ata € gecto 3a0oinsBane. ExHa ot Bceku 3 eHHW Ha BB3pacT Ham S0 roauHu 1ie mma
ocTeornopo3Ha ¢pakTypa, kKakto u 1 Ha 5 Mbxke. 200 MIH. )KEHHM ca 3acerHATUTE OT 0OoJiecTTa B
cBera. Beska Tpera jkeHa M BCEKM NETH MBX BbB Bb3pacTta Hajg S50 T. ca 3acTpalleHd OT
octeomnopo3a. [Ipennonara ce, ue B bearapust 317 000 >xeHu ca ¢ ocTeonoposa, a Te3u C OCTEONEHUS
ca 504 000. ToBa o3Ha4aBa, 4e 06110 okosio 820 000 OBITapKH UMAT TIOBUIIICH PUCK OT QPAKTYPH.

. OII 3acsira okomno 75 munmona aymu B EBpomna, CAI u SAnonus.
o Oxono0 9 MHIMOHA IYIIH TOJUIIHO MOJy4aBaT HOBH OCTEONIOPOTHYHH (PAKTypH

— 1.4 MunuoHa ca KJIMHUYHO MPOSBEHUTE BEpTEOpaTHU (PpaKkTypH
— 1.6 munuoHa - 6eapenute ppakTypu
— 1.7 munuona - ¢ppakTypH Ha KOCTUTE Ha PbLETE.
. Ouaksa ce 10 2050 r. yectoraTta Ha OeapeHuTe GpakTypu B cBeTa Aa ce yBenuuu ¢ 310%

npu MexeTe u ¢ 240 % npu xeHure.

Bunose octeomoposa
[IspBHYHA ocTEOnOpO3a
Ha nspBryHara ocreonoposa ce najga Hag 95% ot ciayyaute pu xkeHure u noseue ot 80% mpu

MBxe Han 70 roguuu. T ce neau Ha:

1. IloctmMeHomay3ajHa € OCTEONOpO3aTa, KOSATO HACThIIBa BCJIEACTBHE Ha OTMAJAHETO Ha
saiiuHnKoBaTa (yHkius. OCHOBHA NpUYMHA € OBP30TO HaMalsiBaHE HAa €CTPOTEHHTE MpU
MeHonay3aTta. [locTMeHomay3amHaTa OCTEONopo3a Ce cpela Npu KeHu Ha Bb3pacT 50-65
roauHH. XapakTepusnpa ce ¢ yCKOpeHa KOcTHa 3ary0a, 0cOOCHHO B paHHWTE IOAMHH Ha KIIMMaKca.
Yectn ca ppakTypuTe Ha KUTKA U MPEILICHH.
2. CeHuiHaTa OCTEOIOPO3a BH3HHUKBA MPH KEHUTE U MbXKeTe Ha Bb3pacT Haj 70 rogunu. Tazu

(bopMa Ha OCTCOIIOpO3ara € CBbp3aHa C IIPOMEHH, CBbP3aHU CbC CTAPECHETO. OcseHn I[e(bI/II_II/IT'BT Ha
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XOPMOHHU, 3HAUCHUE UMa U HaMaJICHUs TIPUEM Ha KalIlui U BUTaMUH D, AbJDKaIll ce Ha HaMaJIEHOTO
uM ycBosiBane. OcBeH (ppakTypuTe Ha MPENIJICHA U KATKA ca YeCTH U Te3W Ha OejpeHaTa KocCT.
3. IOBenmHaTa OCTEOTNOPO3a € PAJIKa U Ce cpelia MpH Jela U My Xopa OT JBaTta moJja.
BropuunaTa ocTeomnoposa

Ts e mpuumHEeHa OT mojseXao 3a0oisBaHe, JePUIUTHA CHCTOSHHUSA WIHM MPHEM Ha JIEKapCTBa.
[IpyumHNTe 32 BTOPMYHA OCTEONMOpO3a MOTaT Ja OBAaT MHOTO - XpOHWYHA OBOpedHa
HEJ0CTaThbYHOCT, XOPMOHAJIHM HapymeHus (cuHapoM Ha KymmHr, xunepnapaTupeouan3bM,
XUIEPTUPEOUIN3bM, XHUIOTOHAAM3bM M 3axapeH AualeT), CTOMAIHO-YPEBHU 3a00JIsBaHMA,
PEBMATOHJICH apTPHT, JIyITyC EPUTEMATO/IEC, TEBKEMHUN/TMM(OMH, MHOKECTBEH MUEIIOM U JIp.
[IpogbixuTeneH mpueM Ha HIKOM JIEKapcTBa MOXKE J1a JOBEAE 10 BTOPHUYHA OCTEONOpO3a -
KOPTHKOCTEPOUIH, AHTHKOHBYJICAHTH, HUMYHOCYIIPECOPH, XOPMOHM Ha IIMTOBHMJHATA KJIE3a,
CTEpOUIHNA XOPMOHH, aHTUTICUXOTHIH, JuTHii, MTX, aHTHaIMIM 1 MTHXUOMTOPH Ha MTPOTOHHATA
MOMITa MOTaT Ja HaMasIT KOCTHAaTa IUTBTHOCT WIM Ja YBEJIWYaT pHCKa OT (PaKTypH.
3noynotpeda ¢ ajKoXOoJ WJIM KOHCyMalMsITa Ha KOGEUH U MyLIEHE Ha LUTapyu MOXKE J1a BIIOIIN
CBIIECTBYBAIlla OCTEONOPO3aTa.

CuMnTOMH HA 0CTEONOpPO3aTa

OcTteomopo3aTa € HapedyeHa “THXUAT Kpajel , 3amoTo KOCTHara 3aryba mpotuda 0Oe3
omyiakBaHud. bonkure ce mosBsABaT, KOraTo ca HaJWIE MUKPOPPAKTypHU HAa MPELUICHHUTE Tena,
nposiBsiBaIlM ce ¢ OOJKM B I'bp0a, KOWTO CE€ yCWIBAT IPU CTOCHE TpPaB M CE YCIIOKOSBAT B
JerHano monokeHue. HamansgBaHeTo Ha KOCTHAaTa Maca Ha NpENUICHUTE MOXe Ja JIOBele 10
CMAYKBaHETO UM (KOMIIPECHOHHHU (PaKTypH), CIIOHTAHHO WM cien jieka TpaBma. Okono 70% ot
NpeLUICHHUTE (pakTypu ca Oe3CMMITOMHH, KOETO 3aTpyAHsBa paHHaTa UM JuarHos3a. Haii-
yectuTe (ppakTypu ca B o0acTTa Ha MPENUICHUTE U JIbueBaTa KOCT Ha pbKara, a Hail-TeXKara e
B o0OJacTTa Ha OeJpeHaTa muiKa.

II1. Imarno3a na OII

WzmepBanero nHa KMII ¢ nBoitHoenepruitna pentrenoBa abcopouuometpus (Dual-energy X-ray
absorptiometry, DEXA) ocraBa 3maren ctanmapt 3a amarHo3a Ha OIl mpeam HacThIIBaHETO Ha
¢paxtypure. Ilpu TO3M MeTOn ce H3MEpBa KOCTHATa IUTBTHOCT Ha TPBHOHAYHMS CTHIO U
tazobenpenara craBa. KMII, usmepena upes DEXA, ciayxu cblIo 3a OLIEHKa Ha (paKTypHUs
PHUCK 1 MOHUTOpHpPaHE Ha e(eKTa OT JICUCHHUETO.

Hedunnmms va C30 3a nparosete Ha KMII (m3mepena ¢ niearpaina DXA):

"  HOpMaJlHa: T-score >-1.0 SD

= ocreoneHus: T-score <-1.0 SD >-2.5SD
= ocreomnopo3a: T-score <-2.5 SD
= Texka ocreonoposa: T-score < -2.5 SD u npexuBsHa 0OCTEONOPOTHYHA PpaKTypa

Yarpa3BykoBo u3cjeiBaHe — Ha pbIle W NeTa € CKPUHUHTOBO M YCTaHOBSIBA DPHUCKA OT
ocreornopo3a. KonmuecTBeHUAT yATpa3ByK € CPesICTBO 32 OIEHKA Ha (PpaKTypHHS PUCK U TOAOOP
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Ha kKanaugatute 3a leHTtpamHa DEXA. Toii He MoXke na ce HW3MoJi3Ba 3a JUAarHOCTHKA Ha
OCTeoropo3aTa, HO c€ MPEenopbyBa KaTo CPEJCTBO 3a MbPBUYEH CKPUHUHTH U € TOKa3aTesa 3a
CTETICHTa Ha (PPaKTypHUS PHCK.

KoanuecTtBena kommwtThpHa ToMorpadus (Quantitative computed tomography, QCT) e
Pa3HOBUIHOCT Ha KOMIIOThpHATa ToMorpadus. C MeToa MOXe Jla Ce peTuCTpupa MHUHEpaTHATa
KOCTHA TUTBTHOCT Ha BCSIKA €HA YacT OT TsUIOTO. Ts Moxke aa Objae leHTpasiHa (TMpenuicHu) U
nepudepHa. llepudepnara kommuectBena kommioThbpHa ToMorpadus (pQCT) e wuscneasane,
KOETO C€ MPOBEXkK/A PAJKO U € CKBIIO, M3MOJI3BAT C€ MO-BUCOKH J03M Ha pajiualivs U € ¢ IoMaKa
ToyHOCT 0T DXA.

BuoxuMuYHN U3C/IeABAHUS 32 ONpEIesIHE Ha ChABP)KAHUETO Ha Kaimus, ¢ochopa U KalIuii-
peryiupauTe XOpMOHH B KPBBTA.

Huarnoza OIl moxe ga ce mpueMe W TPU HAIWYHA  OCTEOMOPOTHYHA (HHUCKOCHEPTHHHA)
dpakTypa, ycTaHOBEHa MpU MpErie/ia WK MOTBbPJCHA Ype3 MEIUIIMHCKA JOKYMEHTAIIHS.

IV. Ouenka Ha ppakTypHUSsI pUCK

Onenkata Ha (paktypHus puck FRAX (Fracture Risk Assessment Tool) e kommioTbpHO-0a3upan
anmroputbM (http://www.shef.ac.uk/FRAX), paspaboren ot C30. Toli BkIOYBa 3HAYCHHETO Ha
KMII u apyru KIMHUYHM PUCKOBU (akTopu B IHU(PPOB u3pa3 3a oueHka Ha 10-roaumrHaTa

BEPOSITHOCT 32 HACTBIIBAHE HA 3HAYMMa OCTEONOpOTUYHA (hpakTypa (Oenpo, KIMHHYHA BepTeOpalHa,
paMeHHa KOCT WM ThpenMuinauna) ¥ 10-romuniaata BEpoOATHOCT OT OeapeHa (pakTypa IMpu
nanuenty ¢ OIL.

B noBeuero Hanmonanuu pbkoBoacTBa FRAX e mpenopbuBaH MeTOJ 3a OLIEHKA Ha (PpaKTypHHUS
PHCK U € BKIIIOYEH B HHIUKAIIMUTE, ONPEACIIAIIN HE00X0IMMOCTTa OT (hapMaKoJIOTHYHA Teparnus Ha
OIL

Nznonzpaitku FRAX kankynatop, ExcnieptHust chBet onpenenst 10-roguirHus puck OT rojisiMa
octeonopotuyHa (pakrypa ot 10% karo Hucwk, 10-20% — xaTo cpe/ieH PUCK, U MPHU MOBEYE OT

20% wmu T-ckop Mmo-MarbK WU paBeH Ha —2.5, win anamHe3a 3a OIl ¢ppakTypa — KaTO BUCOK PHUCK.

V. IllpodpuiiakTuka U jJe4eHne HA 0CTeonopo3ara

1. lIpopunakruka
OCHOBHH 11€JIH
e [locturane Ha oNTHMajHa MMKOBAa KOCTHA Maca B MJIajla Bb3pacT

o [IloBnusBaHe Ha PUCKOBUTC (baKTopI/I, nMamyu OTHOIICHHME KBM KOCTHaTra Maca,
Ka4eCTBOTO Ha KOCTTa M YeCTOoTaTa Ha INaaaHudTa - OI'paHWYaBaHC Ha
He6HaFOHpI/ISITHOTO BJIMAHHUEC Ha IMOMJICKAIIHUTEC HAa IIPOMsIHA PHCKOBH (baKTopI/I )51
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http://www.shef.ac.uk/FRAX)

YBCINWYaBaHC Ha IIPOTCKTUBHUTC (baKTOpI/I. OcHoOBHa € poJisiTa Ha XPaHCHETO U
ABUTATCIIHUA PCIKUM.

2. Crparerusi Ha TepanusaTa
HN3060pbT Ha JleKkapcTBO 3aBUCH OT cJiefHUTe (PAKTOPHU:
e Iloa
o Calcitonin, estrogen, estrogen agonists/antagonists u ibandronate ce u3mos3Bat
camo TIpH JKEHH
o Oucdocdonaru, denosumab, u teriparatide ce U3MOI3BAT MPH KEHU U MbBKE
e Bmn3pacrt
e HacrbenBaHe Ha MeHoOMAay3a
o [IpunnumnHO, mMpeMeHOoNay3aaHUTE KEHH He TpsOBa Ja MpreMaT JeKapcTBa 3a
JIeYeHHEe Ha OCTEONopo3a
e TexecT HA 0CTEONOPO3aTA
o [loanexamu 3a00as1BaHUS
e [lepcoHajHH NMpPeANOYUTAHUS
Cnopen m3uckBanusita Ha H30K neuenunero ce Ha3HayaBa OT PEBMATOJIOT WIIM CHIOKPUHOJIOT.
Ha meuenne xem H30K ca camo mamumenTtn ¢ T-score ¢ wim mox /-2,5/, uamepen Ha DXA Ha
LEHTPAJTHU MECTa - MPELUICHH WK OepeHa MIHiKa.

3. Jleuenmue
OcHoBHa 1exa — Jla ce mpenoTBpaT Bh3HUKBAHETO HA (PPaKTypH.

Kanuuiit u Buramun /1
e He TpsAOBa /1a ce U3IO0JI3YBAaT CAaMOCTOSATENHO 3a JiedeHue Ha OIl
e 3aeMaT BaXXHO MICTO KaTo CBIBTCTBYBAIlM CPEACTBA KBM OCHOBHATa
AHTHOCTEOMOPOTHYHA TepaIIHSL.
3a Bcuuku namnueHT ¢ OIl ce npenopbuBa MunumaineH AHeBeH npueM Ha 1000 mg kammumii, 800
Ul Butamun D u 1 g/kg tenecno Terno 6enThk (Ch4eTaHO OT XpaHaTa U ¢ JOOABKH).
Buramun J{
® Hal-JOCTHIHUAT KJIMHWYEH IOKA3aTel 3a cTaTyca Ha BUTAMHH /| € cepyMHOTO HUBO Ha
250HD. Konnentpammu nwa 25(0OH)D <30 ng/ml (75 nmol/L) ca wuHmukatop Ha
HEJIOCTaThYHOCT.

e lV3uncneHuTte CpeqHH MPEMOPHUYUTEIHU JO3U 32 BB3PACTHH, C KOUTO JIa C€ MOCTUTHAT
cepymuu HuBa Ha 250HD ot 30 ng/ml (75 nmol/L) Bb3nmu3ar na 800 no 1000 ME/aH.
ButamuH JI. TIpu nmammenTtn cbe 3ariabcTsiBane, OIl, HemocTaThYHAa CIBHYEBA CBETIHHA,
Maabcopomms no3ata Moke Aa ce nopumu 10 2000 [U/areBro BuTamus /1.

[Ipemapature Butamun [ ca gocteram B aBe (popmu - ButamuH [l» (ergocalciferol) u Butamun
I3 (cholecalciferol). Ilpunarar ce m nepuBatute Ha ButamuH JI- alfacalcidol m calcitriol.
[TpoGyieMbT MpH TAX € TO-BUCOKUAT PUCK OT XHUTICPKAIIIUEMHUS U XUTICPKATINYPHS, KOETO H3HUCKBA

118



IO-4€CT naﬁopaTopeH KOHTPOJIL.

HepummtsT Ha But. D e npu 60% ot xeHure B MeHonay3a u npu 97% OT jKeHuTe, MpeTbprenn
¢dpakxtypu. ETo 3amo oT ocoOeHa BaXXHOCT € JONMBIHUTEIHUAT mpueM Ha Buramun D. I[lpu
nedurut Ha But. D ce npenopruBa qaeBeH npueM Ha 3000-4000 IU/xreBHO 3a oKko0I0 2 Mecera,
nocneaBanu oT 1500-2000 [U/nHeBHO B MpOIBIKEHUE HA TOUHH.

Buramun K2
Urpae BaxkHa poiii B KOCTHHSI MeTabOIM3bM, KaTO MOTUCKA OCTEOKJAcTHAaTa NuepeHIranus u
nojrnomara ocreo0OnacTHaTa MaTypauusi W aKTHBHOCT, CHHTE3a Ha OCTEOKAILIMH M Heromarta
KapOOKCHJIalys, KOETO OCUTYpsBa CBBP3BAHETO HA KalIIMsi W TPAHCHOPTUPAHETO My OT
KPBHBOOOPAIIEHUETO KbM KOCTHHS MaTpuKC. [IpenopbunTennuTe AHEBHU 103U ca 45-75 mcg.
Nma cunateTnunn u HarypanHu ¢opmu Ha Buramun K2 (menakunon). HarypamHute
OpUTEeKaBaT pPEIHla TMPEeIUMCTBA (MO-ABIBI OHOJIOTHYEH IONYKUBOT, IOCTOSHHH CEPYMHHU
HUBA, JIUIICAa HA OTPHUIIATEIHO B3aUMOJICHCTBHE C aHTUKOAryaaHTH). ChIIECTBYBAT U KOMOWHUPAHU
npenapaTH, ChIbpKalM Kainiuil, ButamMmuH /| 1 Butamun K2 B mpenopbyUTENTHUTE THEBHU J103U.

Haii-o6mo nekapcTtBara 3a ocTeomopo3a ce JeNnaT Ha aHTtupe3opOTuBHH /Oudocdonary,
neHo3ymad, SERMs/, kocTon3rpaskaanty.

MuxuduTopu Ha KOCTHATa pe3opouusn

budochonarn

Karo 3mareH cranmapT B J€4eHHMETO ce TpueMa rpymara Ha OudochoHarure, KOUTO ca
KJIaCUYECKH aHTHPEe30pOTUBHHM JiekapcTBa. JlekapcTBeHUTe UM (OpMHU ca pa3auyHH: TAOJIETKH 3a
cenmuueH (alendronic acid) u meceuen npuem (ibandronic acid), a cbio u ¢popma 3a BEHO3HO
MpUJIO’KEHUE Ha BcekH TpH Mecena (ibandronic acid).

budochonarnte ca XuMuUUecKHM CTAaOWJIHM JepuWBaTH HAa HEOpraHW4HHUA THpodocdar,
ceabpxkany P-C-P Bpb3ka. Te ce xapakTepusupar ¢ BUCOK aUHHUTET KbM KOCTHOTO MHHEPATHO
BEIIECTBO, NpedepeHIaTHO HATPylBaHE B MecTaTa Ha AaKTUBHO KOCTHO DPEMOJICIIUPaHE U
MOIITHO TIOTHCKAaHe Ha KOCTHATa pe3opouusi.

3a neuyenue Ha OII ce u3nonszysar

e Alendronic acid (MKb M80.0, M80.1, M81.0, M81.2) - aHec ce mpuiara npeIvMHO B
eIHOKpaTHa ceqMuyHa 7032 oT 70 mg. ChimecTByBa W B KOMOWHAIMs ¢ BUTaMuH [ —
2800 u 5600 UL

e Alendronic acid/colecalciferol (MKb M&80.0, M80.1, M81.0, M81.1)

. Ibandronic acid (MKb M80.0, M80.1, M81.0, M81.2) - npusiara ce B UHTEPMUTEHTEH

nepopaieH npueM oT 150 mg 1 mpT Meceuno mnu 3 mg/3 ml MHTPaBEeHO3HO BEAHBK Ha 3
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mecena. [loka3an e camMo 3a MOCTMEHONAy3alHa OCTEONopo3a C JOKa3aHa E(EKTUBHOCT II0
OTHOIICHHE TpEAOTBpaTsiBaHe Ha BepreOpasHu Qpaktypu. EQexTbT 10 oOTHOUICHHE
NpeO0TBpaTsBAaHE HA HEBEpTEOpaHU (PpaKTypu € yCTaHOBEH caMo Ipu Hanuuue Ha T-score -2,5
SD na rppOHaKa W Ha HpeANIecTBAlIN (PaKTypu Ha MpENUICHUTE Wi NpHu T-score Ha IsUI0TO
6enpo mox -3,0 SD.

B MHOro mpoyd4BaHus € J0KazaHa TAXHATAa BUCOKA €(EKTUBHOCT OTHOCHO PEAYKIMATAa HA PUCKA
oT BepreOpasHu u HeBepreOpannu ¢pakrtypu. Ilpu Bcumukm T1ax (Oe3 ibandronic acid) e
YCTaHOBEHO HaMaJIeHWE U Ha pUCKa OT CuynBaHUA Ha OeapeHaTa mmwiika. Jledennero ¢ b® Boau
u 110 iporpecuBHO yBenuuenue Ha KMII Ha BcH4Ku U3cieiBaHu MecTa.

3a MpaBWIHOTO MM MPUWIOKEHHE € HEeOOXOIUMO 3aJbIDKUTETHO KOMOMHMpaHe ¢ BUTaMHH /[ u
€BEHTYAJIHO KaJIMeBH JOOABKH.

IIpenopbKu 3a JieyeHue:

budocdonarure ca mbpBa JMHUS TEPANICBTUYHA BE3MOKHOCT TIPH:

e [locTMeHOmay3aaHa OCTEONOpPO3a

e (CeHmsIHA OCTEONOPO3a

e Ocreonopo3za nMpu MbXe

e JleueHne Ha TIFOKOKOPTUKOUI-MHIYIIUPAHA OCTEONOPO3a MPH KEHHU U MBKE.

e Kocr-nporekTrBHa Tepamusi Hpu HanueHTH, craptupamu ['K nedenwe, ¢ mnoBuiieH
(bpaxTypeH puck (ManueHTH, MpUeMaIy > 5 mg/aH. prednisone WK HETOB €KBUBAJICHT B
npoabDKeHre Ha 3 u moBede mecena, ¢ FRAX nnzaekc 3a ¢ppakrypa Ha 6eapo > 3%).

IIporuBonmokaszanus 3a Jiedenne ¢ bd:

e [lanmeHnTtu ¢ OLOPEYHO YBpEXKIaHE, IPU KOMTO CKOPOCTTA HA IIIOMEPYJIHA (GUITpAIHs €
mox 30-35 ml/min

e Kenwu, muianupaim OpeMEHHOCT, OPEMEHHHU WIIH KbPMEIIU

e Xwumokamuemuss W BUTaMUH JI HemocTaThuHOCT (HEOOXOAMMa € KOPEKIUS TPEeau
3aro4BaHe Ha JICUCHUETO)

e (creoMaianus

Ilpu neuenue c nepopannu bD:

e [lamuenTtu cbe 3a00JsIBaHUS HA XPAHONIPOBO/IA M AKTHBHA sI3BeHa 0oJecT
e JlanmeHTtu, KOUTO HE MOTaT Jia CTOST MpaBu MoHe 1 yac.
Tps6Ba ma ce M304rBa TAXHOTO MPHIOKEHHUE TPY JKEHH B AETEPOAHA BH3PACT, UMANKH MIPEIBH

JTBITHS UM MIOTYXUBOT U B3MOXKHOCTTA JIa IPEMHUHABAT Mpe3 IUIalleHTapHaTa 6apuepa.
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He:kes1aHu JiekapcTBeHU peaKIMM:
e Ocrteonekposa Ha yemocTTa (MHOTO HUCKA YecTtoTa - 1/100,000 npu marmentu ¢ OIT).

e Octpp undpmamaropeH orroBop - 10% - 30% oT maumeHTHTEe TMOIydaBaT ocTpodazoBa
peaknus (mpexoneH (GeOpWIUTET, aTpajrud, MHUAITHH, TJIaBOOOJHE, TPUTIONOIUOHT
CUMITOMH) TIpU TIbpBaTa WH(QY3Us Ha a30T-chabpxam bd. Yecrorata HamaisBa moBede
oT 50% 1pu BCSIKO CII€IBAIIO BIMBAHE.

e OvyHO BB3MAJCHUE (KOHIOHKTHUBHT, YBEUT, EMUCKIEPUT U CKIEPUT) — OTHOCUTEIHO PSAIABK
CTpaHu4eH edeKT, HabaroaaBalll ce U MPH OPaJTHO U MHTPABEHO3HO MPUIIOKEHHE.

e Jlpyru NOTEHIMATHU YCIOXKHEHUS OT JieueHueTo ¢ b® - npa3HeHe HAa TOPHUTE OTIEIN Ha
racTpO-MHTECTUHAIHUS TPAKT, e30(areajiHu YILIEpalud, pak Ha XpaHOIpoBoja (Tpu
OpaJTHO TPUJIOKEHHE), M3pa3eHa MYCKYJIHOCKEJIETHa OOJKa, XHITOKaJIIMEeMHUs, OOPHBH,
cyOTpoxanTepHu (HpakTypu (P NPOIBIKUTEIHO MPUIIOKEHUE).

Karo msano b® ce xapakrepusupar ¢ OmaronpusareH npodun Ha OezonacHocT. CTpaHUYHUTE
SIBJICHUSI OOMKHOBEHO Ca JIEKH, OBbP30MPEXO0IHN U HE U3UCKBAT CIIMPAHE HA TeparusiTa.

Denosumab (MKb M80.0,M80.1,M80.8,M81.0,M81.1,M81.8)

Denosumab e 4oBemko MOHOKIOHaIHO aHTUTsIO [gG2, mpowsBeneHO B KiIe€ThbUHA JIMHUS OT
003aifHUK (KJIETKM OT SWYHUK Ha KUTAaWCKH Xamcrep) upe3 pekomOunanTHa JIHK Texnomorwus,
HAaCOYEHO CpeIly JHraHaa Ha pelenToOpHus akTuBaTop Ha HykjeapHus ¢akrop kB (RANKL),
koeto mpenoTBpatsiBa B3zaumozeiicTBuero Ha RANKL ¢ RANK, HeroBusi peuentop BBPXY
ocreokiacture (OK) wm Ttexnure mnpekypcopu. [lo TO3m HaumH OJOKUpa Y3pSBAHETO,
mudepeHunanuaTa, (QyHkuusatra U npexuBsemoctta Ha OK, koero Boau 10 ePEKTUBHO
MOTHCKaHe Ha KOCTHara pe3opOuus, Obp3o mnoBumenune Ha KMII u pegykuus Ha

octeonopo3Hute ¢ppaktypu. imMa gokazan epekt BbpXy TpabekyaapHaTa M KOPTHKaJIHATa KOCT.

B 3-rogumuoro peructpaunonHo npoyuBane FREEDOM e ycTaHOBEHO CHUTHH(DHKAHTHO
HaMaJleHHe Ha mpenuieHHuTe Gpaktypu ¢ 68%, Ha HeBepTeOpannute — ¢ 20% u Ha OenpeHuTe —
¢ 40%, B cpaBuenue ¢ mianebo. IlpoxpmkaBamara eheKTHBHOCT BB BPEMETO Ha Ta3u TEPaIHs
€ JokazaHa oT u3HeceHurte mnpe3 2013 roguHu 8-TOOWIIHM pEe3ydTaTH OT MPOABIDKEHUATA Ha
FREEDOM, kouto moka3BaT HemnpekbcHarto moBuiienne Ha KMII na npenuienu (16,5%) u
6enpo (6,8%).

Wnnukaruu
J JleueHne Ha ocTeomopo3a MpPU JKEHH B TMOCTMEHONAy3a M TPU MBXKE, H3JI0KEHH Ha
MOBHIIIEH pUCK OT (pakTypu. [Ipu keHH B mocTMeHonay3a, Prolia 3HaumMo HamalsiBa pricka
oT (hpakTypH Ha MPENUICHATE, HETPENUIeHHN (PpakTypu U PpakTypu Ha Tazo0eapeHaTa cTaBa.

e JleueHue Ha 3ary6a Ha KOCTHO BCIICCTBO, CBbP3aHO C XOpPMOHAJIHA a6ﬂau1/m IpHu MBXKE C
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KapIMHOM Ha MpocTaTara, U3JO0KEHH Ha TMOBUIIEH pUCK OT (paktypu. Ilpu Mbxe c
KapIMHOM Ha MpocTaTtaTa, MojyyaBalll XxopMoHainHa abnauus, Prolia 3Haunmo HamansBa
pHUCKa OT ()paKTypH Ha MPELUICHUTE.

e Jleyenne Ha 3ary0a Ha KOCTHO BEILECTBO, CBbp3aHa C MPOIBIDKUTENIHA CHUCTEMHA
[JIFOKOKOPTUKOM/IHA Tepanusl MPU Bb3PACTHU MALIMEHTH C MOBUIIEH PUCK OT (QpaKkTypa

e Denosumab He NOBIUsBA 3a3[paBSIBAHETO Ha KOCTTa M MOXe Ja ObAe MpuiaraH cien
OPTONEINYHHU ONEPAIMH U TIPH MAIEHTH ¢ IPEeCHH (PPaKTypH.

Denosumab (amm. 60 mg) ce npunara B 103a 60 mg MoJKOXHO Ha BCEKU 6 Mecela.

IIpornBoONOKa3anus 3a JedeHue ¢ Denosumab
e Xwumokanuemuss 1 BUTaMHH J[ HEZOCTAaThUHOCT (HEOOXOIMMa € KOPEKIUS Mpeau
3aM0YBaHE HA JICYCHUETO)
e Tlamuentu nox 18 roxuiiHa BB3pact

HexeslaHu JileKapCTBEeHH pPeaKIHM:

e HE3HAYMMO YBEJIMYCHA YECTOTa HA JUXATCITHUTE U YPUHAPHUTE UHPCKIIUU
®  I[CJYJINT, EK3eMa

e 00puBH

e craBHa OoJiKa

CejleKTHBHM MOYJIATOPU Ha ecTporeHoBurte peuentopu (SERMs)

[IpencraBnsiBAT HEXOPMOHAIHU TMPOAYKTH, KOUTO CE€ CBBP3BAT C E€CTPOrCHHHTE PEIENTOPU U
JIeMCTBAT KaTO arOHUCTH WJIM aHTarOHHCTH, B 3aBUCHMOCT OT TapreTHaTa ThKaH. Te ynpakHsBaT
€CTPOrCH-arOHUCTHYEH e(EeKT CIPsMO KOCTHATa ThKaH W BOJAT JO TOTHCKaHE Ha KOCTHOTO
peMonenupaHe 0 NPEeMEHONAy3aJlHO HHUBO 4Ype3 TIOHIKEHHE Ha  aKTHBHOCTTa Ha
OCTEOKJIACTHTE H CBIIEBPEMEHHO TMOJIbpKaHEe Ha ¢muonornynata (QyHKOUS Ha
ocreobnacture. MMaT ecTporeH-aHTarOHUCTHYEH e(eKT BBPXY CHIOMETpHyMa WU MIICYHHTE
KJIe3H, KOTO BOJM JIO ITOHIDKEHA YeCTOTa M POTPEeCcHs Ha MHBA3UBHHS KapIIHOM Ha I'bpJara.

[TonmkaBaT pucka OT TMpeunuleHHH (pakTypu IpU MOCTMEHONMAy3adHU XKEHU (BKJI. BBB
BHCOKOPHCKOBH TIOATPYIIM) W pUCKa OT HeBepreOpamam ¢paktypu (camo mpu Bazedoxifen B
noJI0paHu Tpymn).

I'pynmata Ha CEJNEKTHMBHUTE MOMAYJATOPH HAa €CTPOTEHOBUTE pPEIENTOPU C€ MpPEACTaBs OT
Raloxifene n Bazedoxifene, kouTo neiicTBat KaTo aHTArOHUCTH HA €CTPOTEHHUTE PEICTITOPH

Raloxifene xato equamaHa TabnaeTka 60 mg/mH
IIporuBonmoka3aHusi 3a JieYeHHe:
e  TIpeaM HACTHIIBAHE HA MEHOIAy3aTa MPH KEHUTE
®  TpeJIIecTBaI] BEHO3eH TPOMOOeMOOIN3bM
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e orpanuyeHa ObOpeuHa win yepHoaApoOHa GYHKIHS (BKJI. X0JecTa3a)
®  HEHU3SICHEHO MAaTOYHO KPHBOTCUCHHE

He:kes1aHu JiekapcTBeHU peaKIMM:
® BEHO3EH TPOoMOOEeMOOIU3bM
e KpaMIM Ha MYCKYJIHTE Ha KpakaTta
®  TOILUIH BBJIHU

XopMOHa/THA 3aMeCTUTEJIHA Tepanus

[Topagu 3HauMTENIHATa YECTOTAa HAa CEPUO3HUTE HEXKEJIAHW JIEKAPCTBEHH PEAKLUUH (KOpPOHApHU
UHIUJICHTH, HMHCYJITH, KapUMHOM Ha Tbplla U EHJOMETPUYM), JIHEC €CTPOreHHTE HEe ce
NpenopbyBaT 3a MPHIOKEHKE ¢ 1e npodunaktuka u gedenue Ha OIL. Ilpunarar ce 3a neuenue
Ha TEKBK NOCTKIMMAKTEPUUYEH CUHIPOM.

Kanuuronun

Ot 1omu 2012 roguna  uw3nonzBaHeTo My 3a Jedenue Ha OIl He ce mpenopbuBa nopaju
yCTaHOBEHA MOBHIIICHA Y€CTOTA HA HAKOU BUIOBE KaPIIMHOMH.

OCHOBHY NOKa3aHHUS 32 NPUJIOKEHHE OCTaBaT:

e Ocrtpa ocreonopoTudHa (ppaktypa ¢ u3pa3eH O0JIKOB CHHAPOM

e bBonecrt na Ileiimker

e Anromuctpodus

e XunepKallueMusi ¢ pa3iniyeH MPOU3X0/l

[Tpunara ce B kpaTtku kypcoBe (1 Mecer) mHTpaHazamHO mon ¢opmaTa Ha mmpeit (200 ME
JHEBHO) WK uHXeKInoHHo (amn.100 ME — o cxema).

CTUMYJIaTOPH HA KOCTHOTO M3IpaskIaHe

— MBXKC U )KCHHU

Hentuan Ha mapatupeounnusi xopmon (II'TX)
HNuTtepmutenTaoto npunoxerane Ha IITX mom gopmara Ha exeqHEBHH TOIKOKHA HHKCEKITUU
noBHIaBa Opos M aKTUBHOCTTA Ha octeobiacture u Boau 1o ysennuena KMII u nmogo6penue Ha
MHUKPOApXHUTEKTypaTa KakTO Ha TpabeKynapHara, Taka W Ha KopTHKaigHara KocT. OcHOBHara
WHIUKAIW 3a npuwiokenne Ha PTH e BucokusT ¢ppaktypeH puck:

® TMAIHEHTH C MPEIXOAHU PPaKTypH

® C HHUCKa KOCTHa Maca H

® C MHOXXECTBEHH PHCKOBHU (haKTOPH.

Teriparatide (20 mcg/80 pl) e mokasan 3a JiedeHHE HA OCTEOTIOPO3a MPH TOCTMEHOTIAY3aTHH KEHU
U TpU MBXKE C TOBUIIEH pUCK OT (pakrypu. [Ipu mocTMeHOomay3aiaHH KEHU € HaOJI0JaBaHO

3HAYHUTEJHO peoylHpaHe YecToTaTa Ha BepTeOpalHUTEe M HeBepTeOpamHu (paKkTypH, HO HE U Te3U
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Ha 6e/:[peHaTa KOCT.

Kianan4yHo npuiiokeHue:

e JIEYEHHE Ha OCTEOIOpO3a MPHU IOCTMEHOIY3aJIHU >KEHH M MBXKE C INOBHMILEH PUCK OT
bpaxTypu
e JleYCHHE Ha OCTEeOlopo3a, CBbp3aHa C MPOIBIDKUTEIIHO CHUCTEMHO JIEYEHHE C
TJIFOKOKOPTUKOU/IU TIPY KEHU U MBKE C TIOBUIIEH PUCK OT QpaKkTypH
[Ipunara ce karo cuHTeTHYeH aMUHO-TepMuHaneH gparment, hPTH (1-34) na I[ITX B nosza 20
Ug AHEBHO IMOJIKOXHO. MakcumanHata o0Ila MpPOIBIDKUTEIHOCT HA JICUCHHETO C€ OrpaHuvyaBa
10 2 TOIWHU.

Strontium ranelate Beue He ce U3MON3Ba 3a JICUCHHUE HA OCTEOIIOPO3a.

.HOKaJII/BI/l[!aHI/I !hO[!Ml/I Ha 0CTEOII0p03a

Anrogucrpodus (PeduiekcHa cHMIIATHKOBA TUCTPOdust)

[IpencraBisiBa CUHAPOM Ha ABATOTpaiiHa OOJKa B JaJ€H KpalHUK, YECTO Mapella Mo Xapakrtep,
MOPOJIEHA OT pa3jIWYHU INPUYMHHM M BKJIIOYBAILA PA3JIMYHU CETHBHU, MOTOPHHU, BEreTaTUBHU U
Tpoduunu npomenu (1989 r.).

JuarnoctuyHu kputepuu ( McCarty, 1993)
1. DBonka B 3acerHaTtusi KpailHUK

2. Baszomoropum cumnTomMH — (¢eHomMeH Ha Raynaud, Ba3oKOHCTpHKIWS,
Ba30IMJIATAIMS, XUTIEPXHUIPO3a

OTOK — orpanuyeHy win audy3eH

4. JluctpohUyHHU KOKHU IPOMEHHU

Jleyenne:
1. HCIIBn — npu neku popmu
2. Calcitonin - KpaTKi KypcoBe, [0 cCXeMa.
3. Ilpwm HemoBnusBaHe oT 1. m 2. — 6mokaau mo Merona Ha Hanington u Kiff — Dilzem
25 mg 650Kaja mnpe3 JeH.

Bousect Ha Paget (Osteitis deformans)

Omnpenenst ce kato nedopMHpanl OCTEUT C HENO3HaTa ETHOJIOTHs, C MO3aWYHa KapTHHA Ha
€HOBPEMEHHO pPa3BUBAlIM CE€ OTHUIIHA KOCTHAa pe30pOLus U KOCTHO OOpa3yBaHE C M3pa3eHa
¢ubposza. Yecto mporuya OE3CHUMITOMHO, MOpPAAM KOETO peajHaTa 4YeCcTOoTa € HEHU3BECTHA.
Peructpupanara uecrora B Aurnust u CAIL e 1-4 % ot xopara Han 45ron. [IpenmymiecTBeHo ce
3acAraT MbXKeTe.
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JAunarnosa:
e Pentrenorpadun
e Cneuuduunu 1a00pPaTOpPHU M3CIENBAaHUS — KOCTHAa (pakius Ha ankaiHa Qocdarasa,
MapKepH 32 KOCTHa 0OMsTHA

JleueHneTo e CTPOro MHAWBUAYAIU3UPAHO Upe3 00€300IBaIIN, KAIIUTOHHH — 110 CXeMa, KPaTK!
kypcoge (1 mecern) u 6udocdonarn.

OcreoHekpo3a

Ompenens ce KaTo JIOKATW3WpaHa CMBPT Ha KICTHYHHM CJIEMEHTH Ha KOCTTa B PE3yiTaT Ha
HapylieHus B KpbBOcHaOAsBaHeTo. HabmiomaBa ce mpu peauiia aBTOMMYHHU, XPOHUYHH
BB3MAJUTEIIHA CTABHU W YPEBHH 3a00JIIBaHUSA, METAOOINTHHU 3a00IsIBAHHSI, XEMOTIATHH, TYMOPH,
eMOOJIM3bM OT Pa3IMYeH MPOU3XOJ, JICYCHHE C TIIFOKOKOPTHUKOWIIN, UTOCTATUIN, OpPEMEHHOCT,
pamuanus, alKoXoum3bM W Jip. JlnarHozata ce mocTaBs upe3 peHTreHorpaduu, cuuHTUTpadus,
KAT, SAMP. Jleuenuero ce mpoBe:kaa ¢ 00e300yBamIy, KaJMIUTOHWH- TIO CXeMa, KpaTKh
Kkypcoge (1 mecerr), budochonaTu, Xupypruvso.
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Yacr yerBbpTa

MEKOTBKAHEH PEBMATU3BM

JOKAJIHA, PETHMOHAJIHM W TEHEPAJIM3UPAHU BOJIKOBU
CHUHIPOMMU

I. JlokaJiHu §GOJIKOBM CHHAPOMM - BKJIIOYBAT YBPEAM HA CYyXOXHIHS, OypCH, CTaBHH KaICyIH,
¢bacuuu, TOKaTU3UPAHU IPOMEHU B CKEJIETHUTE MYCKYJIH U HEPBHO-MYCKYJIHOTO IIpeaBaHe.
Bonecture Ha MyCKyJIHO-CKelE€THAaTa CHCTEMa M CheIMHHUTEIHATa ThKAaH ca MPUETH U KOAUPAHU
B Mexnynaponnata kinacudukamus na 6onecture (MKB). bonecture Ha Mekure ThKaHHM ca
KaTeTOPU3HUPaHHU B OTJENHA CEKIUs KaTo ,,bomectn Ha Myckynute” (M60-63) (b), ,,bomectn Ha
cuHOBHATa W cyxoxwimuara’ (M65-78) u ,,Jlpyru MekorpkanHu yBpemu” (M70-79). HMma
JOMTBIHUTEIHA CeKuus ,,JIpyrn yBpenau Ha MYCKYJIHO-CKEJIEeTHaTa CUCTeMa M CheIWHUTENHaTa
ThKaH” (M95-99).

BonkaTta € OCHOBEH CUMIITOM Ha MEKOTHKaHHUTE YBPEIH.

1. Kinacudukanusara Ha JOKAJHUTEe MYCKYJIHO-CKeJeTHH 00JKOBH CHHIPOMHU Ce OCHOBABa
HAa:

® MCECTaTa Ha JIOKaJIM3allus Ha 60J'IKaTa;

e Ha crienupUIHATE ThKaHU, KOUTO 00XBaIIa;

e Ha cmiaTa Ha OOJIKaTa u MPpUAPYIKABAIIUTE OIJIAKBAHHA,;

® Ha IPpOABJDKUTCIIHOCTTA HA OoJkara.

B 3aBucumoct ot MMPOABJDKUTCIIHOCTTA CHU Oomkara e:

e ocTpa— /10 2 CeaMUIH,

e nogocTpa 2-12 cemmuriu,

® XpOHHMYHA — MOBeYe OT 12 cenMuIn.

YBpeI[I/ITe Ha MCKUTC TbBKAHU Ca Ppe3yjJTaT OT BB3NAJICHHUEC, ACTCHCpAlUA, pa3TAraHe HWiIn

pynTypa.
B 3aBucumocTt oOT BUAa Ha 3acerHarata TbKaH IIPpU JIOKAJIHUTC 6OJ'IKOBI/I CUHAPOMHU CC

YCTAaHOBSIBAT TMPOMEHH HAa CYXOXHJIHS, JIMTAMEHTH, MYCKYJH, Kamncymu, Oypcw, Qacuuu u
(GuOpOXpyIIsIL.

Jleuenuero ¢ ¢ HCIIBn (diclofenac, piroxicam, ketoprofen, nimezulide) n kopTukocTepouu.
Koptukoctepounau 3a nokanno npunoxenue: methylprednisolone, betamethasone.
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I1. Peruonajiiu 60JIKOBM CHHIPOMH
Pernonannute OOJKOBU CHHAPOMH C€ XapaKTepH3HUpaT ¢ OOJIKK B OnpeiesieHa 00I1acT Ha TsUI0TO
C MO-UIMPOKO pa3lpOCTPaHEHUE OT JIOKaIHaTa Ooka. Pa3mensr ce Ha cnenHuTe TpyIu:

e (OJIKH B IINATA;

e 0o0JKH B I'bp0a;

e OOJIKH B KPBCTA;

e wMuodacuaieH 00JIKOB CHHIPOM.
Bonkure B mmsAta, repba M KphCTa ca CHUMITOM Ha pa3IuuHU 3alonsBaHuA. B MHOro or
CJlyyauTe ETHOJIOTHSTA OCTAaBA HEW3BECTHA. BB3HHMKBAT BBB BCsKa 4acT Ha rbpba (mmiiHaTa,
TpBhIHATA WM TyMOOCaKpaaHaTa), HO Haii-4eCcTO — B KPBCTA.
BoaectHocTTa OT 60MKM B KpbeTa obOxBamia 10 80% ot Hacenenuero. 3aboneBaemMocTTa € 10 5%
roauiiHo. bonecTHocTTa OT 0OJKM B mmMATa € MaJlKo Mo-HUcKa. HapactBa cien 30 roauminHa
BB3pACT M JIOCTHTA CBOS MaKCHMyM OKOJO 55 — 64 romunu. IlpwymanTe 3a OONMKHM B TbpOa H
KpbCTa ce pasJelisiT Ha:

CTpPYKTYpHH: JIeTCHEPAaTUBHH 3a00JIsIBaHUS, CIWHAJIHA CTEHO3a, BPOJCHH AHOMAJIHH,
MuodacimageH CHHAPOM, TpPaBMATUYHH yBpeXJaHusi ©  (QpakTypu, KHPOCKOIHO3a,
CIIOHIWJIOJIMCTE3a, AUCKOBA XEpHUS, TUCKOB Tposaric, 6onect Ha Scheuermann, axoHapoTUIa3Hs.
HecTpykTypHu (He CBBp3aHM C TpbOHAUHUS CTHIO): HeoIIa3Mu (TTBPBHYHU, METACTATHYHU),
UH(EKIMH, OCTCOMHUEIUT, MapacliHANICH M eNuaypaleH adclec, CeNTUYeH, TYOCepKYI03eH WU
AQHKWJIO3MpAI CIIOHIWINT, aIXC3UBEH apaXHOWIUT, PEBMATOUICH apTPUT, CIIOHIMIAPTPOTIATHH,
cunapoM Ha Reiter, 3a0omsiBaHusI HA BBTPEIIHATE OpraHH, MPOCTATHT, CHIOMETPHUT, aHEBpU3Ma
Ha KOpEMHAaTa aopTra, MaHKPEaTUT, MENTHYHA $3Ba, XOJCUUCTHT, OBOPEUYHH M EHIOKPHHHU
3a00MsIBaHMs, AaKPOMETANUs, XHIIEPIapaTUPEONIU3bM, XHUIIEPTUPEOUIUIBM, METa0OIUTHUTE
3a00sIBaHHS HA KOCTHTE, OCTEOnopo3a u bosect Ha Paget.

JlMarHocTHYHM MeTOaHM NP 60JIKHM B Ibpda

1. AnamHe3a

2. PeBMaTOJIOTHYHUST MperJeq 1aBa BB3MOXKHOCT J1a C€ OIICHH KJIMHWYHATA XapaKTepUCTHKA U
MECTOIIOJIOKEHHETO Ha OOJIKaTa, MOJBMKHOCTTA B CHOTBETHHS OT/E] HAa TPbOHAYHHUSA CTHIO U
o0eMa Ha IBIKCHHSITA, UpaualusITa Ha O0KaTa, CKOBAHOCTTA M CHA3bMa Ha MYCKYIIUTE.

3. HeBpo1oru4HUSAT mperJie 1aBa Bb3MOXKHOCT JIa C€ YCTAHOBH HEBPOJIOTUYHUS JePUIIHT.

4.HeBpouzoopazsiBamu  metoau. llpwmarar ce penrrenorpadusa, KAT, MPT wm
CIUHTHTPA(CKO U3CIIeABAaHE HA TPHOHAYHHS CTHIIO.

5. EMI u3ciieaBaneTo € aOCOMIOTHO MHIMIUPAHO NPU OTMAHA HEBPOJIOIMYHA CUMIITOMATHKA!
6. YcranoBsiBaHe Ha 00JIe3HEHUTE TOYKH - JOJOPUMETHP — Ipar Ha OoJKaTa Mo-HUCHK OT 4
kg/cm? e kpuTepuii 3a GUOPOMHUANTHSL..

7. JlaGopaTopHUTE METOIM

8. Koncyarauum ¢ Apyru cneuuajucTu

JAudepennnanna quariosa Ha 00JkuTe B rbpda
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TpaBMaTHUIHHUTE YBPEIKITAHUS

AHKHITIO3UPAITUT CIIOHIAIAT

CunnpombT Ha Reiter

CepoHeraTHBHH CTHIOHIMIAPTPOTIATHH

AXE3UBHUSIT apaXHOUIHUT

EnnoxpunHm 3a0051BaHus

MeTtabonauTHHTE 3a00JIABaHNUS Ha KOCTUTE

Bonecrra Ha Scheuermann

AXxoHporuiazusita

KoxkcapTpo3aTa, roHapTpo3aTa U IepUapTPUTHT Ha Ta300epeHaTa cTaBa
CrpaoBure 3a00JIsIBaHUA

[TbpBUYHUTE WM METACTATUYHHA TYMOPHU

BbonkaTa npu HsKou 3200 sIBAaHKS HA BBTPEITHATE OPTaHU

O 00O O OO OO OO0 0O OO O0

JleyeHne — MbpPBa JHUHHUS

1. Anaarernuu

Paracetamol (10 1000 mg nHEeBHO) MOXe J1a ce MPUJI0KH Mpu cinada 6oka
Dihydrocodeine

Tramadol (50 — 400 mg gHEBHO)

Oxycodone

Tramadol/paracetamol komouHamusi (37,5 mg/325 mg).

Kombunayusma Tramadol/paracetamol e moka3ana 3a jedyeHHWE Ha ymMepeHa 0 CHJIHA OoJKa.

[IpenoppuBa ce HavyamHaTa 7032 JMa € OoT 2 Tadu aHeBHO. [Ipum HeoOXxommmocT moraT na Obaat
npueTu 0 8 TabneTku JAHEBHO. HTEpBaIbT MEXKAY OTIACITHHUTE J03M HE TPsAOBA Ja € MOo-MajabK
oT 8 uaca. Paratramol e noctased Ha Il mo3unus B creabara Ha ananreruiure Ha C30.

2. HecTepouaHH NPOTHBOBH3NMAJUTETHH JIEKAPCTBA
JlekapcTBa Ha TBPBH M300p ca
e Celecoxib B n03a 200 — 400 mg nHEBHO

e Aceclofenac 200 mg nHEBHO

e Nimesulide B 103a 100 — 200 mg aHeBHO

o Ketoprofen 150 mg nueBHO

e Dexketoprofen 25-50 mg nqHeBHO

e Naproxen B g03a 500 — 1250 mg qHeBHO

e Piroxicam B n103a 10 — 20 mg aueBHO

e Ibuprofen B n1o3a ot 1200 10 2400 mg nHEBHO
e Tenoxicam B n103a 10 — 20 mg aHEeBHO

e Diclofenac B no3a 75 — 150 mg nHeBHO

e Indomethacin B no3a 75 — 200 mg nHeBHO

3. MycKyJIHM peJIAKCAHTH
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Tizanidine (12-24 mg aHEBHO) ce mpujara Npu MAUEHTH C HEBpomaTHa Ooika W OOJKU B
rpp6a. [loaTrcka MOMMCUHANTUYHUTE CIIMHAIHA MEXaHU3MH, CBbP3aHU C MOBUIICHUS MYCKYJIEH
TOHYC, KaTO MOBJIMSABA OCBOOOKIaBaHETO HAa Bb30YIHU aMUHOKHCEIUHHN OT MHTEPHEBPOHHUTE.

Tetrazepam (50 — 100 mg qHeBHO) MoBIKsABA 100pe crazbma Ha MapaBepTEOpaTHUTE MYCKYIU
Y TIOBHIIIaBa TIpara Ha OoJKaTa.

4. C’l)BpeMeHHOTO JICYCHUE HA HEBpPOIIaTHATa 00J1Ka € CHMIITOMHO OPHEHTHUPAHO.

Anonunusara ce nosnusia ot lidocaine, lamotrigine, gabapentin, amitriptyline, oxycodone u
oxycodone-koMOuHaIMK; CTpenkamara 6oika — oT carbamazepine, phenytoin, lamotrigine,
Bajmpoatu u gabapentin; napemara 6oigka — ot amitriptyline m gabapentin, Hesponarnara
OoJika ce MOBIHSBA OT HIKOJIKO OCHOBHH I'PYIH JIEKAPCTBA: aHTUACIIPECAHTH, aHTUKOHBYJICAHTH,
MeMOpaHHO-cTabmmu3npamy aekapcta, NMDA anraronuctu, andar agpeHepTHIHH arOHHCTH
u 'AMK3g aronucru.

[lpr nmUCKOBM XEpHUW/TPOTPY3UH C KOMIpECHs Ha HEPBHH KopeHYeTa ¢ 100bp edekT ca
eNHUIypalHO  TMPHJIOXKEHUTE  BOJHO  PAa3TBOPUMHU  KOPTHUKOCTEPOMOM  Tpe3  JICH,
methylprednisolone B 103a 40 — 80 mg qHeBHO, 5 — 7 AHU

IIpunara ce Mannitol 10% - 500 ml nHeBHO HHTpaBeHO3HO Ha OaBHA Kamka 5 — 7 JHU.

N3060pbsT Ha JEKapcTBO € B 3aBUCUMOCT OT NMPHYMHATA HAa BH3HWKBAHE Ha OOJNKUTE B I'bpOa H
KpbCTa, TIXHATA MPOABIDKHTEIHOCT M cwia. Kpurepuure 3a oOleHKa Ha e(EKTUBHOCTTA €
HaMaJsiBaHe Ha OoJykara, TIOBHIIaBaHe Ha oOema Ha (pu3MUecka aKTHBHOCT M BpPBIIAHE KBbM
paboTHUS TIpoIIec.

MuodacuuaneHn 00JIKOB CHHAPOM
TpurepHuTe TOUKM MOXKE J1a C€ aKTUBHUpAT BbB BCSAKA BB3pacT C MpeAMIeKUus KbM cpennata (31
10 50 roguHM), KOraTo KM3HeHaTa akTUBHOCT € MaKCHMMaJlHa, KaTo MpeobiiagaBa >KEHCKUAT TOJ.
CroTHOMIEHHETO Ha 3abonenurte keHu:Mbxe € 1-2,4:1. Muodacumanaure TT ce aktuBupar ot
XPOHUYHO TPaBMAaTU3UpaHEe HA MYCKYJIHTE MPH YECTH MHUKPOTPABMHM, HEMIPABWIHA pabOTHA 1M03a,
CTpec, TPEBOXKHOCT U APYTH.
Kpurepumn 3a quarnosa:
TI'osiemu xkputepun

e 1. CnoHTaHHa peruoHajgHa OoyKa

e 2. CrnonranHa 00JIKa ¥ YyBCTBUTEIIHOCT B 00JIACTTA OKOJIO TPUTE€PHATA TOUKA

e 3. IlanmupaHe Ha yIIbTHEHUE B MOAJICKALIUS MYCKYJI

o 4. Jlokanusupana 6osiesHeHocT B TT

e 5. HamansBane Ha o0ema Ha JBWKEHHE B U3CJIEBaHaTa 00JIacT
MaJjiku kpuTepum

e 1. CronrranHa 60ka npu nanmanus Ha TT

e 2. VYcraHoBsiBaHE Ha JaTeHTHH TT upe3 manmainus 1o xoja Ha MHCEpLUATa Ha MyCKyJa
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e 3. HamansBaHe Ha 0OojiKata OT JIOKAQJTHO HH)KCKTUPAaHE WM (PUIIMOTECPANCBTUUHHU
MPOLIEYPH/CTPEUHHT.

JlekapcTBeHa Tepanusi HA MUO(pacUHAJHASA 0OJKOB CHHIAPOM — ILPBA JTHHUSA
Bxurousa:
e Amnanrerunu — methamizole, paracetamol
Hecreponmaan npoTuBOBB3NANMTETHA JieKapcTBa (HCMBA) —
e Ketoprofen 150 mg nueBHO
e Naproxen B g03a 500 — 1250 mg nHeBHO
e Piroxicam B n1o3a 10 — 20 mg aueBHO
e Ibuprofen B n03a ot 1200 10 2400 mg nHEBHO
e Tenoxicam B 103a 10 — 20 mg aHEBHO
e Diclofenac B 103a 75 — 150 mg qHeBHO
¢ Indomethacin B no3a 75 — 200 mg nHeBHO
e Nimezulid 100 mg naeBHO
® KOPTHKOCTEPOWIMN.
JlokanHoTo nHxekTHpaHe B aktTuBHUTE TT ce n3BbIIBA C pajIlyHU JIEKAPCTBA:
® KpaTKO WU JBJITOJCHCTBAIN aHAITETHIN - methamizole,
e crepounu - betamethazone,
e HCIIBn — ketoprofen, diclofenac
e OOTYJIHHOB TOKCHH.

Nnxextupanero B TT uma MexaHuyeH W XUMHUYEH eQekT. MexaHunyHusT eQgekT Ha
MH)KEKTHPAHETO C€ ChCTOM B MEXAHWYHO pasiuupsiBaHe Ha TT M MeXaHWYHO pPa3KbCBAaHE Ha
XpPOHUYHHUS OOJKOB CHHAPOM, JEMOJISIpU3UpaHEe Ha HepBHUTE (UOpH upe3 HaBIM3aHE Ha
BBTPEKJIEThUCH Kanui. Upe3 XuMuuHuUTe €(eKTH Ha HHKEKTUPAHETO C€ TOCTUTa JIOKATHA
BazoauIaTamys u 006e300s1BaHe.

JlexapctBa Ha BTOpHM H300p ca jokanHo npuiaranute HCIIBn mox ¢dopmarta Ha renoBe wiu

YHIBEHTH, KOUTO B HAKOU CIIy4ad UMAT 3HAUUTENIECH €(EeKT.

III. I'enepanusupanu 60JK0BU cuHAPOMHU. DUOpOMUAITHS

dubpomuanrusata (OM) e nobpe opopmeH, HECTaBEH PeBMATHUEH CHHIPOM.

B nocnegnure roguHu ce cuuTa, 4e ce kKacae 3a OosecT puOpoMHanTus, KOSTO € ChbBKYITHOCT OT
¢dbyakponanan cuHapomu. dubpomuanrusta (PM) e mHMPOKO pasmpocTpaHeHa W oOXBala
pasnuyHu Bb3pacToBu Tpynu. Hail-uecto ce cpema mexay 20 u 50 roauiiHa Bb3pacT. 3acsra
JKEHU U Mbxke B choTHOIIeHue 9:1 o 20:1. Ot ®M crpagar 7 g0 10 MiIH. aMepHUKaHIH, KOETO €
3 1o 6 % ot nonynanusTa. Hama onpeneneHa eTHU4ECKa MPeIUCIO3ULIMSL.

Kpurtepunre 3a nuarsosa

[Ipemnoxenu ca 3a THPBH IBT OT aMEPUKAHCKHS KOJIEXK MO peBmartonorus mpe3 1990 r.
3a00IBaHETO Ce XapaKTepU3upa ¢ TeHepaM3UpaHu MYCKYJIHU OONKU M OOJIKa MPU MEXaHUYEH
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Hatuck B 11 ot 18 Gosnesnenu Touku. [lanmauusTa B Te3u ToukH e ¢ Hatuck 4 kg/cm?. Ilpu ®M
nparsT Ha 60NKa € Mo-Manbk oT 4 kg/cm?. 3MepBaT ce ¢ 10I0pHMETHD.
1. IIbpBu kpuTepmii - abi0OOKa, AUQy3Ha OosNka B JAgCHATa, JsABaTa 4acT Ha TSUIOTO WU
JIBYCTPaHHO, MOHAKOIa OIAacBallia, B OOJAacTTa Ha IMIMHHHSA, TPHIHHUS WIM TOSCHHUA OTAEN Ha
rpbOHAYHUS CTHIO, WIM MpeIHaTa YacT Ha rpbaHus Koul. boiakoBuTe cumnromu TpsiOBa na ca ¢
NPOABIKUTETHOCT Hail-Maiko 3 mMecerna.
2. Bropu xkpurtepuii - 00JKH, MPOBOKUpaHU Hali-Manko B 11 ot 18 Gone3HeHn TOUKH:
HoBute kpurepunte ot 2010 r ca:
e Hamnune Ha xponnyna audys3Ha 6onka B 7 wiu moBede oT 19 permoHa OT YOBEIIKOTO
TAJIO Mpe3 MocieIHaTa CeAMUIIA U
e HaIWYKe Ha MOBEYE WM paBHU HA 5 TOYKHM 1O KoMOWHHMpaHa ckama (SS — Severity Scale)
3a OIIEHKAa Ha yMOpa, HEOCBEKaBallla IMOYNBKA, KOTHUTUBHU CUMIITOMH (BCEKH OT TPHUTE
CUMIITOMa C€ OLIEHSBAa C MAaKCHUMyM 3 TOYKM) M HaJIMYME€ HA COMATHMYHU CHUMOTOMHU -
KopeMHa 00JiKa, frenpecus, riaaBodonue (1=na, 0=He, 001110 MAKCUMYM 3 TOYKH)
WIH
e Hamu4Me Ha XpoHWYHa aAudy3Ha 6oaka B 3 10 6 peruoHa u
® HaIW4YMe HA MTOBEYE WM PaBHU Ha 9 TOUKM 1O KOMOWHUpPAHATA CKaJa.
Mxkcumanauar Opoit Toukn e 31 — 19 3a Bcuuku Oone3HeHM perMoHH + 12 TOYKM 3a BCHYKH
CHUMITTOMH.
Crenenra Ha omtakBaHusita 3a SS — Severity Scale ca:
e (0 TOukM — HIMa OIIAKBaHE,
e | Touka — JIEKO U3pa3eHO OTUIaKBaHE,
e 2 TOYKH — CPEIHO U3pa3€HO OIIAKBaHE,
e 3 TOYKH — CHJIHO M3Pa3€HO OIUIAKBAHE
e OcHOBHA K/JIMHUYHA XapaKTepPUCTHKA € HAIMYHETO Ha OOJE3HEHH TOYKH B
OTIpe/IeNICHN MeCTa TI0 TSUIOTO, KOUTO Ca M3TOYHHUK Ha CKOBAHOCT U JUCKOM(DOPT.

Te uecTo ce chbyeTaBaT € NAINUPYEMHU MEKOTbKAHHM YIUITBTHEHUS B TOYykarta Ha OoJIKara,
Hape4eHH ,,MHUOreJI03U”

Heponarnata Gonka ce MoBiMsBa OT HSAKOJIKO OCHOBHU TPYIM JIEKApCTBA: aHTHUIACHPECAHTH,
AHTUKOHBYJICAHTH, MeMOpaHHO-cTabwmm3upamy Jekapctea, NMDA anrtaronuctu, andar
anperepruuyan aronucTa u ' AMKg aronnctu.

JlekapcTBeHa Tepanusi — MbpPBa JMHUS

[ToBnusBa HeBpomaTHaTa 00JIKa, IEMPECUBHUTE TPOMEHH, IPOMEHUTE B CHHSL.

1. AHTHENIPECAHTH.

1.1. TpUUMKIMYHH AHTHIENPECAHTH OT AMUTPUOTHJIMHOB THN - amitriptyline,
clomipramine, imipramine, trimipramine. Te moBumaBar HUBOTO Ha CEPOTOHUH B MO3BYHHUTE
CTPYKTYpH. 3HaeM, 4€ CEpOTOHMHBT MMa TMOJOXKHUTENeH edeKT BbpXy KOHTpoja Ha Ooyikata u
CbH. TPHULMKINYHUTE AHTUACTIPECAHTH OT AMUTPUNTUIMHOB THUI TMOJITHUCKAT MPEIUMHO
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00paTHOTO BpBIAHE HA CEPOTOHHMH W B MO-CJiada CTENECH Ha HOPAJPEHAIMH B aKCoIIa3Mara Ha
LEHTPATTHUTE MOHOAMUHOEPTHYHH HEBPOHH. VIMaT aHanreTHueH M CelaTHBEH e(EeKT, KOUTO ce
nposiBsiBa ciex 10-14 nHeBHa Tepamust M ce ABDKM HA aJalnTUBHATA peryianust B Opos Ha
MOHOepruyHHTe penentopu. OCHOBEH MpeacTaBuTeN € amitriptyline.

1.2. CeaexruBan MAQO- nuxuduropu — moclobemid.

To3u knac JexkapcTBa, HMHXHOMpAT OOpaTMMO €H3MMa MOHOAMHHOOKCHIa3a A, KOWTO e
OTTOBOPEH 3a JECTPYKIMSITa Ha HEBPOT€HHUTE aMHMHH B CHHANTHYHOTO MPOCTPAHCTBO U
MOCTCUHANTHYHATa MeMmOpana. Te HamansgBaT JeCTPyKUMSATa HAa MOHOAMHUHHTE U Taka
MOBHUIIIABAT HUBOTO UM B CHHAIITHYHOTO MIPOCTPAHCTBO.

Moclobemid e HoBa reHepauus OT Ta3d TIpyla CbC CEJIEKTUBEH €(QEeKT BBbPXY
MOHOAMUHOOKcHAa3aTa. [loBHIllaBa KOHIIEHTpalMATa Ha CEPOTOHMH, JOMAMHUH, aJpEHAJIUH U
HOpaJpeHAJINH U HaMaJIsIBa TeXHUS MeTabom3bM B Mo3bka 1 [ITHC npu M.

1.3. CejexkTUBHH HWHXMOMTOPM HAa 00paTHOTO 3axBamiaHe Ha ceporonuHa (SSRI) -
citalopram, fluoxetine.

brokupar oOpaTHus 3axBaT Ha CEPOTOHHMH B aKcoIJla3MaTa Ha CEPOTOHWHOBHUTE HEBPOHU Ha
HHC. CepoToHMHBT c€ HaTpylnBa B CHHANTUYHOTO MPOCTPAHCTBO M JEHCTBA MPEIUMHO
agTHaenipecuBHO. Mwmar numutHpaH edekT mpm JedeHnero Ha Oomam ¢ DM, mopamm
cenekTuBHUS eekT crpsimo cepoTonuHa B [THC.

1.4. CejieKTHBEH aHTATOHMCT M pebITeliK HHXUOUTOP -trazodone.

B Hucku no3u trazodone mposiBsiBa antaronusbMm KbM S5-HT-2A-penentopute 3a CEpOTOHHH B
MIOCTCHUHAIICA, KOETO OIpeleis M3pa3eHa aHKCHOJIM3Aa U €YyXUIIHOTUYHO JeicTBue. MHIupeKkTeH
5-HT-2A1 aHTaroHu3b»M B IPUCHCTBUETO HA CEPOTOHMH BOJM 10 MOBHILABAHE Mpara Ha OoJjikarta
Y aHTUAEIPECUBHO JIEUCTBUE.

1.5. Uuxudutopn Ha o0paTHOTO 3axBallaHe HA HOpaaApeHaJnHa u ceporoHuHa (SNRI) -
milnacipran, venlafaxine.

EdextnBan ca 3a nedenne Ha PM ca HOBUTE CENIEKTHBHM WHXHOWUTOPH Ha OOPAaTHOTO
3axBalllaHe HAa CEPOTOHMH M HOPAJIPEHAINH, KOMTO HMMAaT IO-MAJIKO HEXEJIaHU JIeKapCTBEHU
peaKkyu OT TPULUKIMYHUTE aHTuaenpecanTd. Milnacipran uHxuOupa oOpaTHOTO 3axBallaHe Ha
HopaapeHanuH u ceporoHud B [IHC. B TepaneBtnunu no3um muxubupa N-methyl-D-aspartate-
peuentopute. AKTUBHO AeiicTBamaTa cyOctaHmus Ha venlafaxin w aktuBHuHAT Metabomut O-
desmethylvenlafaxine m30uparenHo OJOKMpaT yCBOSBAHETO Ha CEPOTOHMH B aKCOIUIa3Mara Ha
ceporonuHepruunute HeBpoHU B LIHC. EQexThT My BbpxXy OojiKaTa ce ABIKM Ha MOTEHIMpPaHE
Ha HeBporpaHcMmutepHata akTuBHOCT Ha [[HC. Ilpunara ce B go3a 75-150 mg nueHo. Mma
e(eKT U BbPXY JCHPECUBHHUTE MPOSBH.

2. AHTHEeNIWIENITUYHH JIEKAPCTBA ¢ aHaJreTu4eH egekrt — pregabalin
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Pregabalin uma BuCOK adMHHUTET Ha CBBbp3BaHE Ha anda-2-7enTa PEeUenTOPUTE HA KAILUCBUTE
kanamu Ha [JHC, B pesynrar Ha xoero HamaisiBa MH(IyKca Ha KaJIIMEBH HOHM B HEPBHUTE
OKOHYaHUSl ¥ HHUBOTO Ha HEBPOTPAaHCMUTEpUTE riryramaT u cyOctanuus P. Toit e cTpykrypeH
JepuBaT Ha rama-amMmuHOMacieHnara kucennaa (GABA). Pregabalin xaTo MoHOTEpanus HamasBa
cuiiaTa Ha 0OJIKaTa U TMOBJIMSBA IPOMEHUTE B ChHS U yMOpATa - KJIFY0BH cuMnTomu ipu OM.

3. Xunnoruuu — zolpidem, zopiclone.

bescbHMETO € BaXeH CHUMNOTOM, KOWTO HapymaBa komdopTa Ha OomHuTe ¢ OM.
Heb6en3onuaszenunoBure cenaTuBHU cpenctBa zolpidem u zopiclon yabikaBaT ChHS, HO HE
NOBIHSBAT OCTaHAIWTe cuMnToMH Ha OM, mopagu KOETO TAXHOTO NPHIIOKEHHE KaTo
MOHOTEpanus € TUMUTHpAHO. [ToaX0oas1mo € KOMOMHUPAHETO C JIPYTH JIEKapCcTBa 32 MOBJIHSBAHE
Ha 0oJIKaTa -TPUIMKINYHH aHTHJIETIpecanTH, ibuprofen u anda-2-genra nuranau

4. MuopenakcanTu - tizanidine - nenrpasen anda-2-agpeHepruieH aroHucT.

5. Onuouanu aHaareTunu — tramadol moxe ma ce komOmampa ¢ SNRI 3a mo moGpo
MOBJIMSIBAHE Ha BCHYKU CUMIITOMH.

6. AHecTeTHIIH — JIOKAJTHO MHXKEKTUPAHE Ha TpUrepHuTe Touku ¢ lidocaine

Kpurtepunte 3a ouneHka Ha e(peKTHBHOCTTA Ca MOBUILIABAHE HA Tpara Ha 0OJKa, HAMAJSBaHE
Ha XxpornyHata audydHa OoJKa, TMOBUIIABAHE HAa KAa4eCTBOTO HA CBHHs, HaMalsBaHE Ha
JACTIPCCUBHUTC IIPOABU.
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YacT nmera

KPUCTAJIHU APTPOITIATUHA

MOJATPA

I. Jepununus

[lomarpara e MeTabONUTHO BB3MAIUTETHO CTaBHO 3a00JsBaHE, XapaKTEPU3UpPALIO0 Ce C
HaTpynBaHe Ha KpucTanu MoHoHaTpueB ypar (MHY) B cTaBu u OKOJIOCTaBHU CTPYKTYpH MpH
cepymMmHu HuBa Ha nukoyHa kucenuHa (IIK), nanBumamamm ¢usznonornyHus mnpar Ha
pa3TBOPUMOCT.

Tst e WacT oT rpymaTa Ha KpPUCTAJTHHUTE apTPONAaTUH (CBBP3aHM C HATPYyNBaHE HaA: KaJIUEB
nupodocdar AMXUAPAT; OCHOBEH KaiiueB Gocdar (anaTur); KajalHeB OKcanar) U € CBbp3aHa, OT
€lHa CTpaHa, C XMUIEPNPOAYKLHUS WIM HaMajleHa EKCKpEeIHs M C METaOOJMTHUS CHHIPOM, OT
npyra. Pa3Butuero Ha momarpara e cBbp3aHO M ¢ reHeTH4HHU ¢aktopu. B bbarapus oxomo 10%
OT HACEJCHUETO MMa T'eHEeTHYHO o0ycioBeHa moBuimieHa [IK B cepyma, 6e3 ToBa na BOIU JI0
MOBHILIEHA 3200JI€BaeMOCT OT HojJarpa.

YecroraTa Ha OojecTTa MOCTENIEHHO CE YBEIMWYaBa Ipe3 MOCIeq- HUTE HIKOJKO JIeKaaH. 3acsra
NPEeIUMHO MBXKE, KaTo OTHOLICHHETO MbkeokeHH € 9:1. MeHonay3ara yBennuyaBa pHCKa 3a
pa3BuTHE Ha mojarpa npu xenute. Cnopen nocinennute npoyusanus yectorara B CAILl e 3.9%
OT BB3PACTHOTO HACEJCHHE, KOETO € OKO- JIo 8.3 MiH. 4oBeKka, BbB BemukoOpurtanus — 1.4% or
HaceJe- HUETO, KaTo ¢ HamlpeJIBaHe Ha Bh3pacTTa cTUra 70 7% Mpu MBKeTe Haa 75 roja. Bb3pacrt.
B nskou ernumyecku rpymnu, karo Maopute B HoBa 3enmanaus, decrorara Bapupa oT 6.1% B
oOmara nomynarust 10 70% npu MbXeTe Ha Bb3PacT HaJ 75 TOANHM.

II. Crparerusi 3a noBejgeHue nNpu noaarpa
ITocTaBsiHe HA IMarHoO3aTa

3naTeH CTaHAapT 3a MOCTaBsHE Ha JMAarHo3a mojarpa € u3oiupaHero Ha kpuctaiu MHY or
CTaBHa TEYHOCT WJM ThKaHHa Ouorcus. ToBa TpsOBa aa ObJe pyTUHHa Mpolenypa, Thil KaTo
0OMKHOBEHO ce MOoce/IBa OT JOKMBOTHA ypaT-noHmxkasaia Tepanus (YIIT).

Hsixon enemeHTH OT MCTOpHATA Ha 3a00JIABAaHETO B ChUETAHWE C JAHHU OT (PM3MKAIHUS Mperien
MOraT Ja BIs3aT B ChOOpa)K€HHE IPH IOCTaBSIHETO Ha JMAarHo3ara — BHE3alHa I[osiBa Ha
OIUTaKBa- HMATA, OTOK W 3auepBsBaHE, AHTAXHUpAIlM IbpBAa MeTarap3oda- JaHreaaHa WIN
Tap3ajHa CTaBa, 3a€JHO C aHAMHe3a 3a MPEIXOAHH MoJ00HU orutakBaHus. M3BecTHO e, ye TakaBa
XapaKkTepUCTHKa HAa CaMOOTIPaHMYaBalll C€ CHHOBUT C €pUTEMa C€ Cpella U MpU JIpYrHKpHUCTai-
CBBP3aHU CHHOBUTH (HampHMep KalieB mupodochaTInxuapaT-cCBbp3aHusl CHHOBUT WU T.Hap.
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NICEBOIOIAarpa), Cem- TUYEH WM PEaKTUBEH apTpUT. AHra)kMpaHeTO Ha IbpBa MeTarap-
30(hanaHreasHa craBa M yCTAaHOBSBAHETO Ha TO(U Mpu (U3MKAIHUS Mperjie] MpaBu AUarHo3aTa
ome no-curypHa. Ho anraxxupanero Ha mbpBa MeTaTap3o(anaHrealHa cTaBa C OTOK U
BB3MAJIeHHE ce cpe- ma a0 20-25% OoT Kpu3uTe U 3a TOBA € HE0OXOAUMO J1a C€ ThPCH MOPAKECHUE
Ha KOSITO U J1a € CTaBa.

Bonnure ¢ momarpa MoraT 1a MpeMHHAT MPe3 HAKOJIKO KIMHUYHU CTa U
* ACUMNTOMaTHUYHA XUTIEPYPUKEMHUS

* OcTbp NOJIArPO3€EH aPTPUT

* MexaynpucThIleH MePHOa

* XpoHunuHa noziarpa c/6e3 Topu

JlaGopaTopHu u3ciaeaBaHuA

XunepypukeMusiTa € OCHOBEH pHUCKOB (hakTop 3a pa3BuTHe Ha mnojaarpa. OT mNpoBeIeHH
€MUIeMHUOJIOTMYHH MTPOYYBAHUS € YCTaHO- BEHO, Y€ MPH XOpa C MEePCUCTHpAIa XUIIEPYyPUKEMUS
>9 mg/dl, pucksT oT pa3BuTHe Ha noaarpa e 20%.

[IpoMeHnn BBB BBHIIHMTE YCJIOBHS Ha cpelara MPOMEHSAT Pa3TBO- PUMOCTTA HAa HATPYNAaHUTE
B T0-TOJIIMa KOHIEHTpauus HoHu. ToBa Boau 10 KpHCTanooOpa3yBaHe M Bh3HMKBAHE HA CTaBHA
kpu3a. [Ipomenu, Boaenu 1o anuao3a, ca:

* Tecan 0OyBKH
* MexaHHYHO HATOBapBaHE — MPOIBIDKUTEIHO XOACHE H yMopa

*/[veTH4HN TpemIKH
e['nmagyBane, 6bp30 oTCcabBaHe
*Xaxna

*DeOpuuTeT

OO0pa3Hu u3cienBaHUA

Msuoro 9eCcTO KpHCTalTHATA apTpomnarus e cMeceHa (YpaTHU-HKaIIHEBO-
nupodochaTHn + KaIUEBO-aaTUTHA KPHUCTAJM). 3aTOBa pOJIATA HA KOHBEHIIMOHATHATA
peHTreHorpaduss B JMArHOCTHIMPAHETO HA TOAarpata € BaXKHO, OIIe TIOBeYe 4e
peHTreHorpad)cKuTe MpOMEHH (epo3WBHA apTpomatus 0e3 MepuapTHKyJapHa OCTEONCHHUs, C
€pO3MBHU WJIM CKJIEPOTHYHU T'PAaHUIM, MEKOTbKAHHU 3aCEHYBAHUS W MAprUHAJIHH OCTECO(PHUTH)
HACTBIBAT TOJAMHU CJIE]] U3sBaTa Ha MOJArPO3HHUTE KPU3U (CPEIHO 5 TOJMHM), KOraTo Ooyec- TTa
€ MpeMuHaJIa KbM XpOHUYHATa cH ¢a3a ¢ uiau 6e3 popmupaHeTo Ha TODH .
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[HoakoxxHuTEe TOPU MOrar Aa ce YCTaHOBAT Npu (pusukanHusa nperien. Upes obpazHu MeToiw,
karo craBHa exorpadus, SAMP, KT wu nBoitHo-eHepruiiHa xommioTbpHa Tomorpadus (dual-
energy CT), Morar ia ce BU3yaqu3upar IbJIOOKH YPAaTHU JETIO3UTH.

CraBHara exorpadus e Hali-IOCTBIIHHUAT U €BTHH METOJ B KJIU- HUYHATA MTPAKTHKA.

Exorpadcku mpomenu mox ¢opmara Ha KPUCTAIHU JICTIO3UTH - IBOCH KOHTYP M XHUIIEPEXOTCHHU
CeHKH, KakTo u power Doppler curnam - ce ycTaHOBSBAaT W NPH MHOTO PaHHUTE CTaJUU Ha
nojiarpara, JIoOpu Mpu Xopa ¢ aCUMITOMAaTUYHA XUIEepypukeMus. ToBa MOXe Ja € MOKa3aHue 3a
3aI04YBaHe HA ypaTOIIOHMIKABaIla TEPAMHs.

I[Moparpara e kpucTajaHa apTponaTusi, 3a Hest Baxat kpurtepuute Ha McCarthy ot 1993 r. ¢
HSIKOW BAPHALMU:

Bxmrousar 3 rpynu kpurepuu — I, 11 u 111
I.YcranoBsiBaHe Ha KPUCTAJIU B OHONITAT OT CHHOBHS
II.YcTanoBsiBaHe Ha KPUCTAJIM:
A. CuHOBHMAJIHA TEYHOCT MPU MOJISIPU3AUOHHA MUKPOCKOTIHS
B. Tunmaan ripu peHTreHorpadus
HI.Knuan4yHu:
A. OcTbp apTpHT Ha KOJISTHO WJIM JIpyra rojsiMa ctaBa ¢/6e3 xunepypukemus (cbce/6e3
3a4epBsIBaHE)
B. XpoHudeH apTpHUT Ha MaJIKH ¥ TOJIEMH CTaBH ChC CIETHUTE OCOOCHOCTH:
1. Hetunmuno msicTo Ha nedroTta
2.13onmupano crecuenue Ha A4 u/unm F5 ¢/6e3 ctpannunu y3ypu (CpaBHUTEIHO paHHA
MpOsIBa)
3. Hanmume Ha cyOXOHIpANHU KUCTH (CPaBHUTEIHO PaHHA MPOSBA)
4. Texxku mporpecupaly JereHepaTuBHU IPOMEHU ¢ (popMupaHe HA
PEHTTEHOMO3UTUBHU TeJa (KbCHA MPOsIBa)
5. HenocrosinHo popmupane Ha octeoPuTu (KbCHA MPOsIBA)
6. Hanmnuune Ha KanuuuKaTH B CyX0XKHIIHSI — aXHIJIECOBO, TPUIIETIC, OUIlerc U JIp. (KbCcHa
MIPOsIBa)
7. AHraxupane Ha aKCHAJIHUS CKEJIeT C KaJII[MHO3a Ha JUCKOBETE, BaKyyM (heHOMEH Ha
npeuvieaute 1 CU ctaBu (KbCHa MposiBa)

Jluacnozama e cueypna npu usnviamenue wa I + II A/Il B. Juaenoszama e eeposmua npu
usnvanenue na Il A unu Il B. Jluacnozama e v3mooicna npu usnvinenue na Il A unu 111 B.

Hpenopsku na EULAR:

1. Ilpu ocmvp npucmvn Ovp3ama nosia HA HENOHOCUMA OOJKA, OMOK U YY8CMEUMETHOCM,
docmueawu nux 6 pamkume Ha 6-12uaca, ocobeno npu HaAMUHUEMO HA epumem, e CUTHO
CYCNEKMHO 34 KPUCTATIHO 8b3NANEHUE, MAKAD U He 3A0bINCUMENTHO nodazpd.

2. Ilpu munuynume opmu Ha nodazpa (Kamo NPUCMBAHA NOOASPA C XUNEPYPuKemus),
KIUHUYHAMA OUASHO3d € OMHOCUMEIHO MOYHA, HO He Modce 0a Oboe oxonwamenna, bes oa ce
00Kadice HaIUYUemo Ha KpUCmaiu.
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3. Hanuuuemo na Kpucmanu MOHOHAMpUes ypam 6 CUHOBUAIHAMA MEYHOC UIU 8 ACAUPAm om
mogu, nocmassn Odepunumuena ouacrnoza nooazpa - uyecmeumenrnocm - 0.84 u MHoeo 8ucoxa
cneyuguunocm

4. Ilpenopvusa ce pymumHO u3ciedgame 3a HAIUYUe HA KPUCMAIU MOHOHAMpPUEs ypam 6
CUHOBUATTHAA MEYHOCT HA 6Ce Ouje He- OUACHOCMUYUPAHU 8b3NANEHU CINABU.

5. Hanuuuemo na Kpucmanu 6 acUMRMOMAMUYHU CMABU MOdce 0d NOCMABU OKOHUAMENHA
0UacH03a 8 MeNCOYNPUCMBNHUME NEPUOOU. .

6. Ilooacpa u cencuc mozam 0a cvuecmsysam eOHOBPEMEHHO U 3amosd, Ko2amo ce nooo3upd
cenmuuen apmpum, mpsaoea 0a ce ugvpuwiu oygemsasane no Ipam u nocsaeka om CUHOBUATHA
meyHocm, 00pu U NPpU HAIUYUe HA KPUCMATU MOHOHAMPUES Ypam.

7. Bvnpexu ue e uaul-8ajdchusam puckos gaxmop 3a nossama Ha nooazpa, nusomo na IIK @
cepyma He mModxce 0a NOMEbPOU UlU OM- X8bPIU HATUYUEmO HA nooazpa, mbull Kamo MHO20 X0pa
C Xunepypu- Kemusi He pazeusam nooazpd, a 0C8eH moea Nno epeme HA Nodazpo- 3eH NPucmvi
HUBAMA Ha NUKOYHAMA KUCEIUHA 8 cepyMa Mo2am 0a 0b0am HOPMAIHU.

8. Excxpeyusma na IIK om 0wbpexa mpsabsea oa 6vOe u3cied8ana npu HAKOU NAyUeHmu,
ocobeno npu makuea c¢ gamunna obpemere- HOCM OM PAHHO NOABUNA ce NOO0Azpd, HAYAL0 HA
nooazpa noo 25-200uHa 8b3pacm uiu ¢ ObOpeuHU KOHKpEeMEeHMU.

9. Bvnpeku ue penmeenozpagusma moodce 0a 0vOe MHO20 NOAE3HA NPU NOCMABIHEMO HA
ougepenyuarna OuaeHO3a U Modxce 0d NOKAxCce MUNUYHU XAPAKMEPUCMUKY 30 XPOHUYHA
nooaepa, mosu OUAZHOCIMUYEH Memoo He e Om NOA3d NPU OUACHOCIUYUPAHEMO HA HAYATHA UTU
ocmpa nooaezpa.

10. Tpabsa oOa 6vOoam oyeussanu puckogume ¢hakmopu 3a NnoA6a- mMa HA nooazpa u
KoMopOuoumem, 8 mMo6a YUCIO U eleMeHmu Om Mm.Hap. Memaboiumen cuHOpom (obezumem,
Xunepenukemus, Xunepaunuoemus, XunepmoHust).

II1. Mpenopbku 3a mpoBe:xkIaHe Ha (APMAKOJIOTHYHA Tepamusi MpU OOJHM € NMOCTaBEHA
AUATHO32a mojarpa.

[Tomarposen aptpur u:

® c¢IHA WIM HAKOJIKO TO(QHW, YCTAHOBEHHW IPH KIWHWUYHHUSA TpPEryie]l Wid Ha 00pa3HOTO
n3CJeIBaHe

® UECTH NPUCTHIH HA OCTHP MOAATPO3CH aPTPUT (> 2 IHTH TOHIITHO)

e xpoHuyHa 0bOpeuHa HegocTaTbuHOCT (XBH) > 2 crenen

® aHaMHe3a 3a ypoJITHa3a

e Bb3pact nox 40 rox

e p/unu I1IK > 8 mg/dl (480 umol/l)

® 1/WIM CHIBTCTBALIM 3a00ssIBaHUs — OBOpEedHO 3a00Is1BaHe

Llenta Ha nMedeHHETO € JocTUraHe Ha mpunenaHoTo HMBO Ha [IK mpu koHKpeTHHMS mamueHT < 6
mg/dl i < 356.88 umol/l. B Hskou ciaydau, ¢ 1en nogoOpeHre Ha CUMIOTOMaTUKaTa Ha O6osiecTTa
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U Ha- MaJIIBaHE W MO BB3MOXXHOCT W3Y€3BaHE HA BHIUMHTE U MAJIMUPY- €MU TOodu, MOXKe Ja ce
Hanoxu noHmwkasane Ha [IK <5 mg/dl unu <297 pmol/l.

TepanusiTa 3ano04Ba ¢ HAKOH oT JekapcTBeHUuTe npoayktu (JIII) or nbpBa aunus:

- kcantuHOKcuma3eH uaxuourop (KOW) — allopurinol uiu febuxostat

- ako moHe enuH KOW e mpoTHuBONOKa3aH WM HeloOpe MOHECEeH, alTepaHaTHBEH
TEepaneBTUYEH BapUaHT € YPUKO3YPUUYHOTO cpeactBo probenicid crnopen ACR wnu mpyro
YPHUKO3YPUUYHO CPEJICTBO criope] mocneanuTe npe- nopbku Ha EULAR-2014 rog.

KcanTHHOKCHIa3HM UHXHMOUTOPH — YPUKOUHXHUONUTOPH
Knrwo4oBn npenopbKu 3a JiedeHHe ¢ AJIOIyPHHOJI

MexaHu3MbT Ha JIEHCTBHE € CBBp3aH C OJIOKMpaHEe Ha €H3UMa KCAaHTWHOKCHIa3a, BCICACTBUE Ha
KOETO HamallsiBa MPEeBPbBIIAHETO Ha XUMOKCAHTUH U KcaHTHH B [1K. [Tn1a3meHaTa KOHIEHTpaIus Ha
[1IK ce moHmkaBa, HO ce TIOBHINABAa Ta3W Ha HEWHUTE NMPEKYypPCOPH — XWUIOKCAHTWH M KCaHTHH,
KOHWTO, 32 pa3jiuKa OT Hes, ca T00pe pa3- TBOPUMHU U UMAT MHOTO TMO-00Bp OBOpedeH KIuphHC. 3a
MomeHTa allopurinol e Haii-uecTo M3MUCBAHOTO JIEKAPCTBO 332 HAMAJsIBAHE Ha CEPYMHUTE HHBA Ha
INK. Havamnata no3a He OwBa ma Obme mo-Bucoka ot 100 mg/ nen, a mpu Gomaute ¢ XbH > 4
crenieH — He moBede oT 50 mg/nen (HMBO Ha mokasarenctBo B). Ilommepikamiara mosa TpsOBa
MOCTETNICHHO Jla C€ yBelIM4Ya- Ba Ha BCEKU 2-5 CEIMHUIM 1O MOIXOASIIATa MaKCHMallHA J/03a,
HeoOXoauMa 3a TOCTHTaHEeTO Ha ompejaeicHO npu- nenHo HuBo Ha [IK. Jlo3ara moxe ma Obne
yBenmmaeHa u Han 300 mg/meH, mopu W TpW HapylleHa ObOpedHa (QYHKIHWS, TIPH TOJIOKCHHE de
TOBa € CBHIIPOBOJCHO C aJeKBaTHO OOydYeHHE Ha TAlieHTa M C MOHHUTOPUpPAHE 3a JIEKapCTBEHA
TOKCHYHOCT (CbpOexk, 00pUB, MOBUILICHH YePHOAPOOHH TpaHCaMHHa3M). Ta3u mpernopbka MOXe Jia
€ 00EKT Ha TUCKYCHSL.

TpsbBa na ce mMa mpeaBU, Ye IpU €THOBPEMEHEH MPHUEM Ha a3aTHONPHUH J03aTa Ha aJIOIypHUHON
Ou cenBasio Jla ce KOpUrupa Mnopajau MOBUIIABAHETO HAa HUBOTO HA 6-MEPKANTONMypPUH U Bb3MOXK-
HOCTTA 32 TOKCHYHU €(PEeKTH.

Febuxostat

@debykcocTaT € HEMYypHHOB KCAHTHHOKCHIA3€H WHXUOWTOpP C TII0-BHCOKA CEJIEKTUBHOCT IIO
otHomenne Ha KO, KoiiTo WHXHOMpa KaKTO OKHCJICHATa, Taka W peayiupanata gopma Ha KO un
nonmkasa HUBOTO Ha [IK B cepyma. [lpunara ce 3a yedeHne Ha XpOHHYHA XHUIEPYPUKEMUS IMPH
CBCTOSIHUSI, TIPU KOUTO BEYE € HACTBIWIO OTJIaraHe Ha ypaTH (BKIIOYHTEIHO aHAMHE3a WM
HaIMYue Ha TOMOW W/WIW TOAArpo3eH apTpwT). PesynratuTe OT MpOoydBaHWATA ITOKa3BaT JIOOBP
e(deKT 1o OTHOIICHNE Ha peAYyKIUs Ha TODUTE.
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[Ipu egHOTOMMITHO TPUIIOKEHHUE HA JHEBHA N103a oT 80 mg, npu 83% ot GosiHMTE, ce HAOMIoAaBa
HaMalsBaHe rojieMUHaTa Ha ToduTe; npu go3a 120 mg naeBHO — 66%. He ¢ n3sicnena npuynHara,
MOpaiu KOATO HUCKATa J03a (hedyKcocTaT JaBa Mmo-100pu pe3ysITaTy.

EdextsT My € mo-100bp B CpaBHEHHE C MPIJIOKEHUE HA aJIOMyPUHOI.

deOykcocTar BiaM3a B ChOOpaKeHUE MPU HEMOoCcTUraHe Ha npuuennu HuBa Ha 1K < 6 mg/dl (357
pmol/l). Moxe nma ce wm3mon3Ba mpu OOMHU C OBOpEYHO aHTaXUpaHe (TMPUIOKECHUETO Ha
QJIONYPUHOJN € CBBP3aHO C MO-BUCOK PHCK Ha TOKCHMYHOCT). Bce omie numncBa goctaTbyeH
KJIMHUYEH ONUT C ymnoTpebaTa Ha (edykcocTar mpu OOJHM C TEXKa 4YepHOIpoOHa M ObOpeuHa
HEJIOCTaThYHOCT.

Ho3ara Ha (ebykcoctar Moxke nma ce turpupa oT 40 mo 120 mg AHEBHO MO0 JOCTHUTaHE Ha
npunenauTe cepymun HuBa Ha [1IK. B EBpoma e omoOpen mon dopmara Ha Tabierku ot 80 mg u
120 mg.

Ypuxosypunu

HamansBaneto Ha ypaTHara ekckpenus € B ocHoBara Ha 90% ot ciydaute ¢ moxarpa. [Ipu xopa
¢usuonornyno 5-10% ot ¢unTpupaHuTe ypaTd ce cekperupar upe3 OwnOpermre. Ilo-
rojsiMaTa 4acT ce peabcopbupa npe3 ObOpeduHuTe TyOYIH.

VYpuko3ypuiure ca mMbpBUTE, U3IMOJI3BaHM 3a JICUCHUE Ha mojaarpara. Beceku, KOMTO Mo eauH Win
JIpyr HauMH yBeiuuyaBa ekckpeuusita Ha [IK ¢ ypunara, ce mpuema 3a ypuko3ypuk. OcHOBHaTa
MHIMKAIMS ca ciiydanTe, korato ekckpenusita Ha [IK He oTrroBaps Ha oyakBaHaTa 3a ChOTBETHATa
CepyMHa CTOWHOCT M 32 HHUBOTO Ha IiioMepynHaTa ¢uinrpanus. [IppunHarta Moxke 1a € MbpBUYHA
WM BTOpUYHA.

Benzbromarone ¢ JIII ¢ Hail-moOBp ypuKO3ypH4eH e(eKT, Mo3HAT B KIMHUYHATA IPAKTHKA.
brnokupa URAT1 u nmotucka peabcopOuuara Ha ypaTd OT enuTeiaHuTe KieTkd. [IpennsBukBa
TeXKa YepHOAPOOHA TOKCHYHOCT.

WzcnenBanero Ha ObOpeyHaTa ypaTHa EKCKpelMs BiIHM3a B ChOOpakeHHE 3a M3SICHSBAaHE Ha
MeXaHU3Ma Ha XUIEPYpPUKEMHUATa U 3a n300pa Ha OONHH, MOIXOMISIIH 32 JIEUCHUE C YPUKOZYPHUIIH.
BbBenena e karo pyTMHHa Tmpoueaypa B KiuHMYHaTa mnpaktuka oT mnpod. K. Kehes.
W3cneaBanero Ha 24-yacoBa ypHHA 3a KOJIMYECTBO ypaTH M ypaTeH KJIMPBHC, 3a€JHO C HUBO Ha
KpeaTHHHH B ypUHATa M KPEaTHHWHOB KJIHMPBHC, IOMPHUHACIT 3a MpeleHKa Ha ObOpedHarta
(YHKIUS U CTETIEHTA HA aHTAKUpPAHe HA ypaTHATa eKCKPeUus.

JlekapcTBeHHM MPOAYKTH, 0100peHH 3a ynoTpeda npu nojaarpa.

Probenicid

- Jeka o ymepena creneH Ha naxuoupane Ha URAT1 u GLUT9

- no06pa abcopOuus cien OpasHo MPHUIIOKECHUE

- MHKOBA IUIa3MEHa KOHICHTPALUsS Ha YETBBPTHUS 4ac OT MPUIIOKCHUETO

- nmo3o3aBHCUM e(eKT B paMKuTe Ha 6 g0 12 yaca, KoeTo ompezenss HEOOXOAUMOCTTa OT
JIBYKpPATEH PEXHUM Ha MPHI0KCHUE

- Merabonu3upa ce B YepHHUs APod
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TEKKHUTE CTPAaHUYHU €(PEKTH Ca PEAKH, a KOKHH OOPWUBHM M TAaCTPOWHTECTHHAIHM PEAKIUU CE
Habmoaasat ipu 20% ot GostHUTE

Jl03ata ce TUTpHUpa - 3anouBa ce ¢ 500 mg AByKpaTHO JHEBHO M TIOCTETICHHO CE YBEJIWYABa JI0
2 g THEBHO TpH J00pa 1MO- HOCUMOCT. MaKkcuMaltHaTa THEBHA 71034 € 3 g JTHEBHO.

Sulfinpyrazone

aHayior Ha (heHWTO0yTa30H

naxubupa URATI

¢ 100pa abcopOITust ciie; OpasTHO PHIIOKEHHUE

MTUKOBA IJIa3MEHA KOHIICHTPAIHMSI Ha TPETHS Yac

MeTabonm3upa ce B uepHUs apo0. Ham 1/3 or mosata ce ekckpeTupa HENMpPOMEHEHa Tpe3
OBOpenuTe

M3TETJICH € OT YymnoTpeda B TMOBEYETO CTpaHM TMOpagd ciadara CH  MOHOCHMOCT,
aHTHArperaHTHUs cu e(PeKT BbpXy TPOMOOIMTHUTE W JMIIcaTa Ha €(PEeKT MpU HUCKO HHMBO Ha
rIoMepyJiHa (GUATpaIws.

Ypuxo3ypuunu JIII, KOUTO He ca cTaHAApT B KIAMHUYHATA MPAKTUKAa U CE HW3IMOJI3BAaT HM3BBH
onoOpenute  uuaukaimu:  ¢enopuépar, JocapraH, aropBacTaTuH, leflunomide,
ketophenylbutazone.

[TpunoxeHneTo Ha Te3W JIGKAPCTBEHU MPOAYKTH NPH OOJIHU CHhC CHIBTCTBAIA MATOJNOTHSA, 32
KOSITO ca MpeANUCaHu MOXe J1a MoJ00pu BH3MOXKHOCTTA 3a JIOCTUTaHE Ha MPHIIETHU CTOMHOCTH
Ha cepyMmHa [1K u na n3nbanu ponsita Ha agroBanTHa YIIT.

IIpe3 2012 rox. ACR cb3naBa crnegHUTe KIIOYOBH MPETIOPHKU C 1€ YJECHSBAHE HA JIMYHUTE
JIeKapy M PeBMAaTOJIO3UTE B N300pa Ha YPUKO3ypHUUHA TepaIus U B IPOCIEAIBAHETO Ha OOIHUTE:

I[Ipobennuua € YpPUKO3YpUYHO CpPEIACTBO HA IBbPBH H300p, TMPHIOKEH KaTo
MoHOTepanus. [Ipu mamueHTuTe ¢ KpeaTMHWHOB KIupBhHC < 50 ml/min He e moaxomsmny Kato
IbpBa JIMHKS HA YPUKO3ypHUHA Tepamnus (HUBO Ha J0Ka3artes- CTBO B).

[IpunoxkeHneTo Ha APYrH JieKapcTBa ¢ KIMHUYHO 3HAUYUM YPUKO3ypUUEH e(eKT, KaTo
(enodudpar u gocapraH, KaTo KOMIIOHEHT Ha YpUKO3ypUYHaTa Tepamusi, Moxke aa Obae oT
TepaneBTUYHA 110J13a.

AHaMHe3aTa 3a ypoJHTHAa3a € NMPOTHBOIIOKA3aHUE 3a MPUIOKCHHUE Ha YPUKO3YpHUIHA
Teparms.

IIpenu 3amouBaHe Ha YPUKO3ypHUYHATa Tepamus € HEOOXOIUMO Jia C€ ONpeaessT
cepymHuute HuBa Ha [1K.

[ToBumenute croitnoctu Ha [1K B ypuHaTa ca mHIUKATOp 32 HEWHATA CBPBHXIPOTYKIIHS
U ca IPOTUBOIIOKA3aHHUE 3a MPOBEKJAHE HA YPUKO3YPUUHA TE€PaIIusl.
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MOHI/ITOpI/IpaHeTO Ha HumBata Ha IIK e 3aAbJDKUTCIIHO IO BPEMC Ha YPHUKO3ypHYHATa
TCpaIus.

C LECJI MOHMKaBaHE Ha pUCKa OT YPOJIMTHAa3a B c1,06pa>1<e- HUC BJIM3a aJIKaJIM3UPAHC Ha
YpUHaTa (Haan/IMep C KaJIUCB L[I/ITpaT) C IMpOCJICAsIBAHC Ha pH Ha ypHHaTa, B IOII'bJIHCHUC

KbM YBCIMYCHUA ITPUEM HAa TCUHOCTU.

YpuKOJINTHYHA Tepanus

Pegloticasa e¢ pekomOuHaHTHO MoauMuUIMpaHa ypHKas3a, KOATO C€ H3ION3Ba 3a JICUCHHE Ha
TeXKHU, pedpakTepHU Cllydad Ha mojarpa ¢ HeaocTarbyeH edekr oT koHBeHumoHanHata YIIT,
MPUJIOKEHA B ONTHMAITHU J103U. TepamnusTa ¢ merjotukasza e ogoopena ot FDA mpe3 2010 r., HO
HE ce npenopbyBa KaTo mbpBa auHusA YIIT.

[Mpunara ce Ha 2-4 cenmuiu noj GopMara Ha HHTPABEHO3HA MH(Y3Us B J103a § mg, pa3TBOpPEHA
B 250 ml ¢m3uonoruyeH pa3TBop.

VYka3zannsa Ha ACR 3a antuuHdaamatopHa ¢gapmakooruyHa npopuiakTuka Ha OCTPUTE
KpH3H npu 3anousane Ha YIIT

IIpennonara ce, 4e paHHOTO YBEIWYAaBAHE HA OCTPUTE MPUCTHIIM Npu 3anouBaHe Ha YIIT e
pe3yATaT OT PEeMOJEIUPAHETO HAa BBTPETABHUTE YPAaTHU KPUCTAIHM JEMO3UTH, BCIEICTBUE Ha
OBP30TO M 3HAUYUTEITHO HAMAJISIBAHE HAa OKOJIHATA ypaTHA KOHIICHTPAIIHSL.

EKCHepTI/ITe cMsATaT, 4e HCO6XO,[[I/IMOCTT8. oT HpO(I)I/IJ'IaKTI/IKa B TE3U ClIy4dau Tp$I6Ba Ja 6’5,[[6
HHAWUBUAYAJIHO IIpCLcHABaHaA. KoM MOMCHTAa HiAMa IIPECIOPBHKU 3a OIITUMaJIHaTa
OPpOABIKUTCIIHOCT U TiA Tpr6Ba Ja 61:,[[6 npeucHABaHa CJICH OILICHKAa Ha pcaula q)aKTOpI/I KaTo
YCCTOTA HAa NPUCTBIIUTE, JaBHOCT Ha I1oJarparta, HaJIM4uc 1 pasMep Ha TO(I)I/ITC.

Hsima koHceHcyc 3a ToBa Kora To4yHo fAa ce 3anmouyHe YIIT cimex ocTbp mojmarpo3eH HpUCTBIIL.
[ToBedeTo exkcrepTH cUYUTAT, Y€ HHUCKUTEe HadanmHu no3u Ha YIIT ¢ 6aBHO moBHWIIaBaHe Ha
JI03MPOBKATa ca B OCHOBAaTa Ha INpEeBEHUUATa Ha mpuctenure (start low, go slow). Bee mak,
nopaju BHCOKAaTa YecToTa Ha MNpUCTbIUTe Npu uHUIMHpaHe Ha YIIT, e npenopbuutesHo
IPOBEKIAHETO Ha MPOPUIAKTHKA.

IIbpBa aunus JIII ca colchicine u Hucka noza HCIIBn. Te we BuHarm ycmosiBaT Ja
MPEIOTBPATAT BCUUKH MOarPO3HU NPUCTBIH cien 3anouBane Ha YIIT.

Komxumuabst uma O6bp3a upeBHa pezopommst (tmax 2 h, t1/2 4 h) u eHTepoxenaraieH KpbroBpar,
JOTIPUHACSII] 32 HErOoBaTa CTOMAIITHO-YPEBHA TOKCMYHOCT. KONXUIIMHBT ce CBBbp3Ba HEOOPATUMO
C JUMEpHTe Ha BBTPEKICTHYHUS OCNTHK TyOYIMH HMHXHOHMpa HeroBaTa IOJIMMEpU3alUs U
dopmupaHeTo Ha MHKpPOTYOynu Ha JeBkouuTHTe. Toil MHXMOHMpa CBIIO M MHIpanuiTa Ha
IpaHyJONMUTUTE, KakTo U cuHTe3a Ha LTB4. IloTucka ¢aronuro3ara Ha ypaTHUTE KPUCTAIU U
oTciabBa Bb3MaJUTENIHATA PEeAKLIUs.
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Karo antepHatuBHa npoduiakTuka mpu OOJHU ¢ HEMOHOCUMOCT KbM WJIM MPOTHUBOIMOKA3aHUS 3a
konxuH 1 HCIIBn ce npenopbuBa Hucka fo03a prednison miu prednisolone (yrouHeHa KaTto
< 10 mg/nen). IlpunoxeHrue Ha MO-BUCOKH /03U C IIeJ1 MPEBEHIMS Ha MPUCTHIUTE CE CUMUTA 3a
HEYMECTHO.

He e mocTurHaT KOHCEHCYC 3a CHOTHOIICHHETO MOJ3a/pUCK 3a HEOoJ00peHara ymoTpeda Ha
naxuOutopn Ha IL-1 3a anTHMH(MIaMaTOpHA MpOQHIAKTHKA HAa MPUCTHIINTE Ha OOJecTTa MpH
NAallMeHTH C JIMICa Ha TEpaneBTHYeH e(EeKT, HETOJCPAHTHOCT WU IMPOTHBOMOKA3aHUS 3a
NpUIOKEHUE Ha HUCKH 103U KoaxuiH, HCTIBI nin riaroKOKOPTHKOUIH.

[IpenopbuBa ce mpoabinkaBaHe HAa aHTHHH(IAMaTOpHATA MPO(UIAKTHKA MPU KIUHUYHHA Oelie3n
3a MpoJbJDKaBaIia OOJIECTHa aKTUBHOCT (KaTto Hampumep | wiau moBede Todu mpu (HU3UKAITHO
W3Clie/IBaHe, CKOPOINHA IOJarpo3Ha Kpu3a WM XPOHWYCH IOJAarpo3eH apTPUT) W/WIM aKo
CEpyMHHUS YpaTeH TapreT Bce Olie He e JocTUrHat. O0ImaTa npoabIKUTETHOCT € Hali-MHOTO:

6 Meceria

3 Mecema ciel TOCTHTAaHE Ha CEPYMHHUS ypaTeH TapreT IpH MManueHTd O0e3 Todu mpu
(hM3UKATTHOTO U3CIIEIBAHE UITH

6 Mecerna cieJl MOCTUTaHe Ha CepyMHMS ypaTeH TapreT, KoraTo uMa pe3opOrus Ha U3BECTHHU OT
MIPETUTITHA U3CTICABAHUS TO(H.

JleyeHue Ha O0CTpPa NMOJATPO3HA KpH3a
Lenra Ha nedyeHuneTo € paHHO W OBP30 OBIAJSABAaHE HAa CTaBHAaTa KpU3a, KaToO HE CHIIECTBYBa
€IVHEH CTaHAapT 3a JieyeHue. lma HAKONKO NMpenopbKH 3a JEYEeHHWE Ha NOoJarpo3Ha Kpusa u
HSKOJIKO KOHTPOJUPAHH PAHIOMHU3UPAHU MPYYBAHUS 32 OLEHKA HA e(pUKacCHOCTTAa HAa OTIEITHUTE
JIII. IMo-ronsimaTa yacT ot u3rorBeHuTe oT ACR mpenopbKku ca ¢ HUBO Ha J0Ka3aTEJICTBEHOCT
C. Cunnata 60jKa, ChIIBTCTBAIIA KpHU3aTa, MOXKE J1a MMPEMUHE B PaMKUTE Ha HSIKOJIKO JIHHU, 0e3
npuioxenue Ha JIII, Ho € BB3MOXHO U J1a ce mpoTpaxupa B MPOIBIKEHUE HA CEAMMIIH.
DapMaKoIOrMYHO JICYEHUE HA OCTPUTE KPH3H.
®apMakoJIOrMYHOTO JIeYeHHE TpsOBa Ja ObJEe 3aloyHATO Mpe3 MBPBUTE HIKOJIKO Yaca OT
HAYaJI0TO HAa KPHU3aTa, 3a IOCTUTAaHE Ha ONITUMAJICH e(eKT.
[TpoBexxnanara dapmakonornuna YIIT ve TpsOBa ma ce cmpa 1o BpemMe Ha moJarpo3Ha
kpu3a. YIIT He ce 3amouBa 1o BpemMe Ha KpH3a U HE CE€ CIHMpa IO BpeMe Ha Kpu3a. Bbp3MoxHO €
Ia ce HaOJII0jaBa 3aTerHaToO MPOTHYAHEe HAa KpHU3aTa MpH yrnoTpeda Ha ajJomypHHOIL.

OueHka Ha TeKeCcTTa HA MPUCTHIA

[Tpu nexo o ymepeHo m3pa3eHa 0OJKa M MPH 3acsiTaHe Ha €llHA WIIM HIKOJIKO MAJIKM CTaBU WIIH
Ha €JHa WM JIBe TOoJeMHu cTaBu, ¢ mnokazana MoHortepanus ¢ HCIIBn, cuctemun 'K wunmm
KOJIXHIIHH.

[Ipu cunHO M3paszeHa Oonka, MPU MOJUAPTUKYIAPHO 3acsraHe WM MPU O0XBallaHe Ha MHOTO
TOJIEMH CTaBH, € HEOOXOMMO TIPUIIOKEHUETO Ha KoMOnHanus ot JIIT.

[Nocturnar e xoHcencyc 3a toBa, ue HCIIBJ, koaxunun u I'K (BbTpecTaBHO, epopaiHO WK
MYCKYJHO TNPUIOKEHHE) ca €IHAKBO e(EKTUBHU 3a JICUEHHUETO HAa OCTPUTE MPUCTHIU Ha
nmojarpa U m300pbT Ha Tepanus TpsOBa Ja € choOpa3eH ¢ WHAMBUAYATHHUTE TOTPEOHOCTH Ha
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NannuCHTUTE U npoq)pma Ha Oe3omacHocT Ha JIIT. BLHpeKI/I 4e, mapaneramMoJr HE CC IPEIopbyBa
KaTo IIbpBa JIMHUA, MOXKEC Oa 6’]),[[6 OT MOJI3a KaTO JOIIBJIHUTCIICH aHAJII'CTHK.

[IpoBenenn ca MHOXKECTBO MpPOYUYBaHUS 3a OIEHKAa Ha edekTa OT TepamusTa Ha OCTpPUTE
npuctbiin Ha mogarpa (21 ¢ HCIIBm, mer ¢ 'K, 1Be ¢ KONXUIMH ¥ €IHO C KaHAaKHHYMao).
[Tomyuenute pe3yiaTaTu MOKa3BaT, Y€ HUCKUTE O3M KOJXUIMH (00ma no3a 1.8 mg 3a 24 yaca)
ca no-e(eKTUBHU B CpaBHEHHE C IJIALEO0 U ca ChIIO TOJIKOBA €(PEKTUBHU, KOJKOTO U BUCOKHUTE
no3u (06mra mo3a 4.8 mg), HO ca ChC 3HAYUTEITHO TO-T00bp PO T HAa OE30MTACHOCT.

IIpunoxxeHNETO Ha KOAXUIIMH € MOAXOASINA I'bpBa JIMHUS HAa Tepalus IMPU OCTHP NPHUCTHI, HO B

paMKHUTe Ha IBpBHATE 36 Yaca cieJ HAYaJd0TO HA CHUMIOTOMATHKATA, IPU YCIOBHE, Ye MAIMCHTHT

HC € IIPOBCKAAT HDOd)I/IJ'IaKTI/I'—IHO neuenue ¢ To3u JIII npe3 mocaeaHuTe 14 JHU.

Nznon3ea ce HatoBapmama s03a oT 1.2 mg, mocnensana ot 0.6 mg cnen eaun ydac. Cnen 12-
us yac ce mpuiara jo3a ot 0.6 mg eauH WK J1Ba IbTU JHEBHO, JOKATO HE CE€ OBaJlajiee HAITbIHO
Kpu3aTa. TepamneBTHUHATA MIMPHUHA HAa KOJXUIUH € 10 6 mg/aeH, a TOKCHYHaTa — HaJ 6 mg/neH,
HO uapus MOKe Jia ce TIOSBU U MPH J034 1ol 6 mg/ieH.

[Tpu Gonnu, mpoBexkAaId MPO(YUIAKTUYHO JEUEHUE C KOJXUIUH mpe3 nocieanure 14 nHu, e
HeoOxoumo Tepanusta aa ce nposene ¢ apyru JIIT — HCTIBx nimm I'K.

Hsma xateropuuynmu nokaszaTencTBa OT cpaBHUTENHHM mpoyuBanus mexay HCIIBn u mmane6o.
Huto emno HCIIBn (xomBenmumoHamHo win cenektuBeH COX-2 WHXHOUTOpP) HE € C TIo-
I0OBp €eKT OT OCTaHAIUTE.

3a jleyeHue Ha ocTpa OOJIKa W/WIN MOJArpo3Ha KpH3a ce IpenopbyBa M3IOJA3BAHETO HA IThJIHATA,
onobpena ot FDA unu EMA, antunngramaropHa/aHaireTu4Ha j103a.

OnoOpenu 3a JiedeHUeTo Ha ocTpa nojaarpa or FDA ca HampokceH, MHHAOMETAIUH U CYJIUHAAK.
Hpyru HCIIBn B aHanreTM4HW W aHTHHH(IAMATOPHH J03M oOade MoraT Jaa ObIaT ChIIO0
tonkoBa epekTuBHU. 3a COX-2 MHXHOWTOpPUTE, KaTO TEpaleBTUYCH BapHAHT TMPH TMAIUCHTH C
raCTPOMHTECTUHAJIHU TMPOTUBOMNOKa3aHus Wik ¢ HenmoHocuMocT kbM HCIIBn, myOnukyBanute
paHJAOMU3UPAHH KOHTPOJHMPAHU MPOYUBAHMUS MOAKPENAT €(UKACHOCTTa Ha ETOPUKOKCHO U
aymupakokcu6. Te3u areHTn obade He ca paspemeHu 3a ynorpeba B CAILl, a mymupakokcud e
W3TETJICH OT ynoTpeda B HAKOU JbpKABH IMOPAIU XENAaTOTOKCUYHOCT.

[Ipes mocnempnutre romamnu peauna kiacoe HCIIBn mperspmsixa eBomtonusa. IlosiBuxa ce
HCTIBx ¢ mo-Manko cTpaHndHH e(heKTH U C TOOpU KITMHUIHH PE3YJITaTH.

CucTeMHO M HHTPAapTHKYJAPHO  NPWIOKEHHMe  HA  TJIIOKOKOPTHUKOWAM M
ajeHokopTuKOTponeH xopmon (ACTH).

Tpu ot m3cneaBanusTa onpeaensat cuctemante ['K 3a Tonkosa edexruBau, koiakoro u HCIIBn u
¢ momoben mpodun Ha OezomacHOCT. Hsma mpoyuyBaHus, KOMUTO Jla OICHSABAaT NpHUeMa Ha
napamneTamoll WM BbTpecTaBHOTO mHpwioxeHue Ha 'K 3a jedyeHwe Ha ocTpuTe NPUCTHIN Ha
nojarpa.
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[Tpu u3bopa Ha 'K kato HauanHa Tepamusi mbpBO TPsOBa Ja ce OLEHH OpOST HA CTAaBUTE C
aKTUBEH apTpuT. AKO ca 3acerHaTH €JHa WM JBE CTaBH, € YyJAa4HO MEpOpPaJIHOTO UM
MPUJIOKEHUE; pU OOXBallaHe OT MATOJOIMYHUS MpOIleC Ha eaHa WK ABe roseMu craBu, 'K
MOTaT /1a c€ MPUI0kKaT HHTPAapTUKYIAPHO.

[Ipu BBTpecraBHOTO wWHXKekTHpane Ha ['K mo3ata wM ce ompemens OT ToJeMHHATa Ha
3acerHaTara CTaBa WM CTaBH, KaTO TO3W TMOIXOJ| c€ KOMOWHHWpa C mepopaneH mpuem Ha 'K,
HCIIBn unu KOJIXUIINAH.

Korato uWHTpaapTHKyIapHOTO NPWIOKEHHE HE € YAa4HO — TOJHAPTUKYIAPHO 3acsraHe,
OpeNovYUTaHHe Ha TAlMEHTa WIM KOTaTo Ta3W MaHWMYJalus HE € BCEKHIHEBHA IMPAaKTHUKa 3a
NaleHnsl CIENHAUCT - ce MpernopbuBa mepopadHuaT mnpuem Ha 'K — prednison wmm
prednisolone B HauanHa mo3a ot mone 0.5 mg/kg/nen 3a 5-10 gHM, ¢ MOcenBaNIo CiMpaHe Ha
JICYCHUETO.

Bop3moxken e u antepraruseH npuem Ha ['K - mbiHa 1032 32 2-5 JHU, ¢ TIOCTETICHHO HaMAasIBAaHE
Ha Jo3aTa 3a 7-10 qHU U peKkpaTsiBaHe Ha JICUCHUETO.

[Tapentepamno npmiokenrne Ha methylprednisolone B mo3a 0.5-2 mg/kg Bim3a B choOpaxeHne
IpH MAIMEHTUTE, KOUTO HE MOTaT J]a pUeMaT IepopaliHo JIeKapcTBaTa.

B takuBa ciydan e B3MOXHO M MOAKOKHOTO MHekTtupane Ha ACTH B no3a 25-40 1U, xoeto e
crapa npaktuka. Ilpu Heob6xoaumocT Tezu JIII morat na ObAAT MPUIIOKEHH MOBTOPHO, KAaTO
CJIeJIBAIIMTE JO3M CE€ ONpeNessaT Ha 6a3aTa Ha IbPBOHAYAIHO MIOCTUTHATHUS TEPANIEBTUUEH €(EKT.

Bce ome HiIMa KOHCEHCYC 3a MHTPAaMYCKYJIHOTO HMH)KEKTHpaHE Ha KETOpOJIaK WIH
TPUAMIIMHOJIOH TIPU XOpa C OCThP MPHUCTHII HA MOJarpa U ¢ HEBb3MOKHOCT 3a npuemM Ha JIIT mpe3
ycraTa.

Hauvanna komOuHupaHna tepanusi

3a mammeHTH ¢ Texka mojarpo3Ha kpu3a ( BAC > 7) u manueHTH C OCTBp MONMHAPTPUT WITH
3acsiraHe Ha TMOBeYE OT €JHa ToJisiMa CTaBa ce MPEenopbhbuyBa HAYATHOTO €THOBPEMEHHO MpHUiIaraHe
Ha JBe OT (hapMaKOJOTHUYHUTE BB3MOXKHOCTH, Mpenopbuanu mno-rope. Karo moxe na ce
M3M0JI3BAT BJIHY 103U WM, aKO € TO-YAayHo, ITbJIHA /1032 HA €AMHUS U MpoQHIaKTHIHA 7032 Ha
npyrus areHT. Haii-Bede ce mma mpeaBua KoMOWHUpaHo u3noi3Bane Ha koJaxumun u HCIIBa,
nepopaJien ['K n koiaxuuun uin uHTpaapTtukyjaapen ['K ¢ Bceku equH OT ApyTruTe BapUaHTH.
He ce obchxaa komOuampanata ynorpedba Ha HCIIBim u cucreman KC, mopanm omaceHust ot
CUHEPTUYHUTE UM TOKCUYHU edekTn Bepxy [ UT.

Ounenka Ha O0TroBopa KbM JCYCHUETO

[Tpu OmarompusTeH OTTOBOp KBbM TepamnusATa cje/aBaiiaTta CThIIka € oOydeHHe Ha IMalueHTa 1
OIlEHKa Ha HeoOXxoauMocTTa oT npoBexaane Ha YIIT.

[Ipu He3a1oBOIUTENIEH OTITOBOP KbM JICUEHHETO, € He00X0[uMa MpoMsiHa Ha (hapMaKoJIOrHyHaTa
Tepamus, TNPWIOKEHHE Ha KOMOWHAIMsA OT JICKapCTBEHM TMPOAYKTH, a TpH JIMICa HA
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OyaronpusTeH TepaneBTU4YeH epekT — u3non3BaHe u Ha JIII, kouTo Bce olie He ca 0A00peHu 3a
NPUIOKEHHE.

HeanexBaTHHAT OTTOBOp Ha OCTpHS MPHUCTHII Ha Mojarpa KbM (GapMaKoJIOrHyHaTa Tepamwus ce
nepuHupa Ha 6a3aTa Ha cieIHUTE KpuTepuu: nojodpenue ot < 20% mo ckanara 3a OIEHKa Ha
Oonkata B paMkuTe Ha 24 dYaca cjel HA4yaJloTO Ha TepanusaTa Wi TOAOOpEeHHWE Ha TO3H
nokazatein ¢ < 50% cnen 24-us 4ac OT cTapTa Ha JICYCHHUETO.

B takmBa cimydam TpsiOBa 1a ce OIEHM BB3MOXKHOCTTA 3a T'PELIHO IOCTaBeHa auarHosa. llpum
CIIy4auTe ¢ OCTbp MPHUCTHI Ha mojarpa, pepakrepeH cnpsMo octaHanure uinonssanu JII, ou
MOTJIO Jla c€ MNpWIOkKH WHXUOUTOp Ha wuHTepiaeBkuH-1 [IL-1] kato canakinumab (150 mg
ITOIKOKHO ).

Canakinumab e uyoemko IgG1l/K MOHOKIIOHATHO AHTHUTSJIO, HACOUCHO CpEIly YOBCIIKHS
uHTepneBkuH-1 Gera (IL-1 6era). Kanakunymab ce cBbp3Ba ¢ BUCOK apUHUTET CrIeUPUIHO KbM
yoBemkusg [L-1 ©Oera u HeyTpanu3upa OuojorMyHaTa My AaKTHBHOCT, OJIOKMpaliKu
B3auMmozeiicteuero My ¢ IL-1 penenropure, kaTo MO TO3M HaUYUH NPEAOTBpATsABa MHAYLMpaHaTa
ot IL-1 Gera reHHa akTUBaIMs U MPOAYKLHUATA HA MEIUATOpU Ha Bb3nameHuero. [lokaszaH e 3a
CUMIITOMAaTUYHO JIEYEHHE NPH BB3PACTHU MALUEHTH C YECTH HNPUCTBIMU HA MOAArpO3€H apTpUT
(mone 3 mpucThna npe3 u3MuHanuTe 12 mMecena), npu kouto Jedenueto ¢ HCIIBm u konxunux e
NPOTHUBOIOKA3aHO, HE C€ Tojepupa A0Ope WM HE BOIM JO 3aJ0BOJHMTENICH TEpareBTUYCH
OTTOBOp M TIPH KOWTO € HEMOAXOMAANI0 NPOBEKIAHETO HA MOBTOPHH KOPTUKOCTEPOUIHU
kypcose. Ilpumara ce Ha BCekM OCeM CEIMHUIM KaTO €IHOKpaTHa J03a 4Ype3 IOAKOXKHA
WHKEKILHSL.
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I'1aBa mecra

JAEI'EHEPATUBHU CTABHU 3ABOJISIBAHUSA

OcreoapTtpo3sa

Octeoaptpo3ata (OA) e XpOHMYHO HEBB3MAIUTEIHO 3a00JsBaHE HA CTaBUTE, B OCHOBaTa Ha
KOETO CTOM IIbpBHYHATA JAETCHEpalus M JECTPYKIMsS Ha CTaBHHUS XPYIISJI C IOCJe/BaIa
nponudepanuss Ha  KOCTHatra ThKaH  (OCTEOQUTH, CYOXOHIpallHA  OCTEOCKJIEepO3a).
Bp3nanuTtennuTe M3MEeHEHUS Ha CHHOBHMAjJHAaTa MeMOpaHa M Ha OKOJIOCTaBHUTE THKAHU HMAT
BTOPUYEH XapaKTep.

OcteoapTpo3ara e Hali-uecToTo cTaBHO 3aboisaBane. 3acsra 12-15% ot HaceneHuero Ha 3emsTa.
CscraBnsaBa okono 50 % ot Bcumuku peBmatndHu OonectH. IIposiBsSiBa ce riaBHO BBB BTOpara
MOJIOBMHA Ha >KMBOTA. OTHOCHUTEIHMAT A1 HAa TOBa 3a00JsiBaHE IlI€ HapacTBa B Objelle, Tbhid
KaTo ChBpEMEHHATa TEHJEHIMSI € Jla ce yBelanuyaBa OposAT Ha XopaTa B HalpeaHala Bb3pacT B
obmara BB3pPACTOBAa CTPYKTypa Ha HaceleHuWeTo. Ta3um OoyecT He 3acTpamiaBa >XHBOTa M
JBJITOJIETHETO, HO B CHIIOTO BpeMe HE MO3BOJISIBA J]a C€ BOJM HOPMAJIEH U ITBJIHOLEHEH >KUBOT.
OcTteoapTpo3aTa € BaK€H 3/IpaBHO-COLIMAJICH MpoOieM, KOETO MpOM3TUYa Haii-Bedye OT BUCOKATa
i gectota. Mkonommueckute pasxonu 3a 6omHuTe ¢ OA ca okono 30 TbTH 1O —TOJIEMH OT TE3H
3a OOJIHUTE C PEeBMATOUIEH apTPUT.

Haii-BaxkHa eTnosiornyHa poJid 3a pa3BUTHE HA OCTE0ApTpO3aTa UIpasiT TeHETUYHATa
MPEeIUCIO3UIMS U MEXaHUYHOTO MpeToBapBaHe Ha cTaBuTe. [Ipuunnumn paxTopu ca u

BB3pacTTa,  HAJHOPMEHOTO  TErjo,  CHJOKPMHHM WU MeTaOONUTHH  HapyIICHHS,
MpeNUIeCTBYBall  BB3MAJUTEIHM  CTaBHM  3a00JsBaHMUs, BPOJCHHM U TNPUAOOUTH
MandopMaIu Ha CTaBUTE, OCTPU M XPOHUYHU TPABMH.

CrBpeMeHHO JieuyeHle HA APTPO3HATA GoJecT
OcHOBHHUTE LeJIH HA JedyeHueTo Ha ooauuTe ¢ QA ca ciaexHure:

e Jla ce oOnexyaT OONKUTE U CKOBAHOCTTA.
e J[a ce oBiTaziee CHITBTCTBAIIMAT CHHOBHT (aKO TaKbB € HAJIHIIE).
e Jla ce mogoOpu (pyHKIMATAa HA 3acErHATUTE CTaBU, PECIl. U KauyeCTBOTO Ha KUBOT Ha
OoTHUTE.
e Jla ce mpeaoTBpaTd WM 3a0aBH MPOTPECHUPAHETO Ha JICTCHEPATUBHUS IMPOIEC B
CTaBHUS XPYIISUT
JleyenneTo Ha OOJHUTE C OCTEOAPTPO3a M3UCKBA KOMITJIEKCHA TEpareBTUYHA MpOTrpamMa, KOsSTO
BKJTIOUBA;
® 00III MEPKH, KOPEKIHS Ha BpeAHUTE (aKTOPHU M OTOPEMEHSBAHE HA CTABUTE. .
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¢ (hapMaKOJIOTHIHO JICUCHUE: CUMIITOMATHYHO ¥ 0a3MCHO, OOIIO U JIOKATHO.

® OIIEPAaTUBHO JICYEHHWE — AaAPTPOCKONMS, CHHOBEKTOMMH, KOPHUTHpAILX OIEpalNH,

CHOOIIPOTE3UPAHEC.

e (uznoTepanus u OarHeoNIeYeHHE.

Crparerusi Ha TepanusTa

1. Opannu aHanreTUIn

a.

[Tapameramosn nOM MeTaMH3071

2. JlokaiHo JieueHuEe

a.

b.

Jlokayram HCTIBa B mombiiHEHWE KM OCHOBHATa Tepamwus, 3a oOJieKuaBaHEe Ha
6osKaTa, 0co0eHO MpH 0O0JIKa B KOJIEHATa WU PBIETE.
JlokanHo capsaicin B JONbJIHEHHE KbM OCHOBHATa Teparus, 3a oOJeK4YaBaHE Ha
0oikaTa, oco0eHO TIpu 0O0JIKa B KOJICHATA WITH PBIIETE.

3. HCIIBn u Bucoko cenexktuBHu COX-2 nHxubOutopu ( B KOMOMHALUS C MHXUOUTOP Ha

MIPOTOHHTA TIOMIIA)

a.

@

Korato opamHuTe aHaireTHy WM JIOKATHOTO JIYeHHE ca Hee(pEeKTHBHH, TO
morar na Obmar 3amectenn ¢ HCIIBn wmm Bucoko cemexktuBen COX-2
HHXUOUTOP.

Koraro opannuTe aHanreTMuy WU JIOKATHOTO Ji€YeHUE ca Hee(EeKTUBHHU, TO
MOXe ma ce moMucid 3a mooOassHe Ha HCIIBa mmm Bucoko cenextuBeH COX-2
WHXUAOUTOP.

HCIIBn unu Bucoko cenektuBeH COX-2 uHxuOuTOp TpsiOBa Ja ce M3MOJ3BaT B
Hali-HHCKaTa e()eKTHBHA 71032 U 32 HAl-KPAaTKO BH3MOKHO BpeMe.

Koraro ce mpemmmcBar HCIIBn wmm Bucoko cenektuBeH COX-2 WHXUOHTOD,
JeKapcTBO Ha MbpBU u300p TpsiOBa na e crangaptHo HCIIBn wnam Bucoko
cenektuBeH COX-2 unxuburop. TpsOBa na ce nzdepe Hal-eBTUHOTO BB3MOKHO
JIEKapCTBO.

Bermukn HCIIBa w COX-2 uWHXMOWTOPW TPOSIBABAT aHAITETHYCH e(eKkT B
CpaBHMMAa CTEIE€H, HO C€ XapaKTepHu3HpaT C pa3iuyeH MOTEHLHUal Ha TacTpo-
WHTECTUHANHA, 4YepHOApOOHa, KapAMO-BACKyJIapHa W pPEHAJTHAa TOKCHYHOCT.
N300ppT Ha JeKapcTBEH TMPOAYKT W Jo3aTa TpsOBa na ce OaswpaT Ha
WHAWBUIYJIHUTE XapaKTEPUCTUKHU HA MAlMEHTa, PUCKOBH (PaKTOPH, BKIHOUUTEITHO
BBb3pactTa. [lanmenture Tpss6Ba peryisipHo 1a ObJaT MOHUTOPHPAHHU.

AKo mamyeHTa Beye € Ha Tepamus ¢ HUCKH JI03M aspirin, TO METUIMHCKUS
CHEIMAUCT TpsAOBa na oOMucim mpueM Ha aHanretnnd Bmecto HCIIBm wmm
COX-2 unxuburopu.

4. HHTpa-apTUKYyJIapHO JEUECHUE

a.

Koprukocrepouan MHKEKTUPAHU MHTPAAPTHUKYJAPHO MOTaT Ja ce JA00aBiIT KbM
OCHOBHATA TEPaIus, P NAIIMEHTH C OCTEOAPTPUT U TEKKA OOJIKa.

5. XupypruyHo nedeHue
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DapMaKoJOTrHYHA Tepanus
e AHaJIreTHIIUTE ca JeKapcTBa Ha IbpBUM M300p 3a MOBIMABAHE Ha apTpo3HaTa OOJIKa.
[Iupoko npuinoxeHne HaMmupar npenaparure Metamizolum u Paracetamol .
e HCIIBa nmnpurexaBaT NTPOTHBOBB3MAIMTENEH, AaHAITETHYCH, AaHTUIHUPETHYCH W
anTuarperanteH edekr. Te ca mOAXOIAMM 3a CUMITOMAaTHYHO JiedeHue Ha O6omuHute ¢ OA.
[ToBnusiBar cTaBHaTa OOJIKAa W OTOK, CKOBAHOCTTA, KAKTO M (DYHKIIMOHATHHS KaraluTeT Ha
3acerHaTUTe CTaBH, T.€. MMOCTUra CE€ 3HAYUTENHO MOJ0OpEeHHE B KIMHUYHOTO CHCTOSHUE Ha
6omuute. TpsabBa na ce crma3Ba MPaBMIIOTO TEPAIUATA Ja 3al04Ba C HA3HAYABAHETO HA II0-
nexkn u otHocutenHo OezomacHn HCIIBa m mocTemeHHO Aa ce MpeMHHaBa KbM TO-CHIITHH,
aKo IepBUTE He ca fanu edekT. JlekapsaT TpsOBa aa nmpeAnucBa OHE3H OT TIX, KOUTO MO3HaBa
Hak-100pe.
[Ipu neuennero na OA Hait-uecto ce usnonzsar cneaaure HCIIB:
e diclofenac
e piroxicam, tenoxicam
e naproxen, ibuprofen, ketoprofen, dexketoprofen
JleBeTnecerTe TOIMHUM Ha MUHAIUAT Bek Oeme paspaboreHa HoBa reHepauuss HCIIBn -
CEJICKTHBHM THKJIOOKcUreHasHn wuHxuOuTopu (COX 2-maxuburopm). COX 2-mHXHOHTOpUTE
(celecoxib, parecoxib, etoricoxib) moka3par TepamneBTHYHATa €()EKTHBHOCT, KOSITO € CXOJHa C
Tasu Ha Hah-mmpoko u3noizBanuTe HCIIBn. TAxHOTO mpemuMcTBO €, 4e ce MOHACAT A00pe U
BOJAT JI0 3HAYUTEIHO IO-MAJIKO CTPAHMYHU €(eKTH OT CTpaHa Ha CTOMAIIHO-YPEBHHS TPAKT U
ObOpeunTe, HO TSIXHaTa KapAMOBACKyJapaH TOKCHMYHOCT OrpaHudaBa ymorpebara um. Ha
HaAIIMAT Na3ap ce npeaiaraT npenapatute celecoxib, etoricoxib u parecoxib.
IIpe3 2011 r. ¢ orjex moBUIIEHaTa YECTOTa HAa HEXEIAHH JICKAPCTBEHHW PEAKIIMHM OT CTpaHA Ha
yepHus Apo0, Oere mpemMaxHaTa MHIAWKANKATA 32 JICYeHHE Ha apTpo3Ha 6oika ¢ Nimesudid.
e Onuonanu anaareTuuu. Ilpu mepcucTupaniy, CWIHM U HENOBIMSBAIIM ce OOJKH ce
HaJlara JICYeHHWEe C ONMHOWIHM AHAITETHIH, NPWIOKEHH B HHUCKH JO03M M KPAaTKH JIe4eOHH
Kypcose . [Ipuioxxenne Hamupat npenaparure oxycodone u tramadol.
o [II0KOKOPTHKOMIM 32 JIOKAJHO mnpujio:keHue. BorpecraBHoro nedenne ¢ ['K memn
MOBJIMSABAHE Ha TMOAJEKAIIUS CHHOBUT, XOHJPUT, OCTEUT, KAKTO M Ha OKOJOCTaBHUTE
ThKaHHU yBpeau. Jpebnokpuctamaure 'K ca moaxonsmu 3a mepucTaBHU HWHOUITPALUH
(MHCEpUMOHUTH, OYpPCHUTH, JIWTAMEHTHTH), KaKTO M B MO-JIGKUTE CJIydyal Ha aKTHBHpaHa
octeoaptposa. Enpoxpucrannute 'K ce mpumaratr cTporo BbTpECTaBHO U LENAT MOBIIMSBAHE
Ha 0COOEHO YMOpPUT CHHOBUT. Haii-yecto TOBa jieueHHe ce mpujara B KOJSIHHAaTa cCTaBa.
WmxexktupaneTo Ha Tazo0eapeHaTa CTaBa HE ce MpernopbuBa . M3mossBar ce mpemapaTure
betamethasone, methylprednisolone u np. He TpsibBa nma ce u3BBpImIBAT MoBeYE OT TPH
MHKEKIMH B €/THa CTaBa FOUILIHO.
e Muopesnakcantu (baclofen, tolperisone). Muopenakcanrure ¢ nentpaitso (Baclofen) u
nepudepro (Tolperisone) nelicTBHe ca BaXHH BHB BCUYKH CIIy4aW KOTaTO MUMaMe HaJHIC

MYCKYJIEH cHa3bM. Te BIM3aT Mo-psIko B ChoOpakeHHe B oOIIaTa TepameBTUYHA Iporpama
pu OA.
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e bBa3ucTHH cpeacTBa 3a JieYeHHE HA apTPo3HaTa 00JiecT ( XOHAPONPOTEKTOPH )

I'moko3amMuH cyadat M XOHAPOMTHH CYJ(aT HU3M0I3BAT CE CAMOCTOATENIHO U KaTo
KOMOWHMpaHu mpenapatd. TexHure eQekTh ca CBbp3aHM C TMOJ0OpeHa CHHTE3a Ha
TJIIOKO3aMUHOTIMKAHH, TPOTEOTJIMKAHU U KOJIareH OT XOHJAPOLUTHTE , MHXHOMpaHe Ha HIKOU
pasrpakamy Xpylpsla €H3UMH, peaylupaHe Ha Oonkara W mojoOpsiBaHe Ha CTaBHATa
MOJIBKHOCT, KakTO W peaylLupaHe Ha BB3MAJCHUETO NpU aKTUBUpPaHa aprpo3a. BaxHo e
MalMeHThT Ja MprueMa JocTaThuHa JHeBHa 1032 oT 1500 mg rirroko3amuH cyndat, kakto u 800
mg/mu xoHapoutuH cyndar. [IpogbmkuTeTHOCTTa Ha JIedeOHUS Kype € 3 Mecera, JBa ITbTH
TOJUILLHO.
HeocanyHsieMu eKCTPaKTM OT aBOKaJA0 MW COf T[pUHAANIEKAT KbM TIpynaTa Ha
XOH/IPOTIPOTEKTOPHUTE, HO CBINO Taka MpPUTEKaBaT M cuMnroMarudeH edekrt. Cumra ce, de
CTUMYJIMpAT CHHTE3a Ha eKCTpalelyJapHHs MaTpUKC Ha CBbEAMHUTEJIHATa TbKaH H
nponudepanusaTa Ha XOHAPOLUTUTE, MOJITUCKAT KOJAreHa3HaTa M LUTOKMHOBAa aKTHUBHOCT,
MOBIIMSABAT CBBP3BAHETO Ha KOJIAr€HOBUTE (UOpPH, CTUMYIUpPAT pacTexHUTE (AKTOpH Ha
CBHEIMHUTEIIHOTBKAHHUTE W XPYLUUIHM KIETKH. ToBa yJecHsBa 3apacTBaHETO Ha paHU H
nojo0psiBa  BH3CTAHOBSBAHETO HA  JIETCHEPATUBHO IPOMEHEHWTE CTaBHH  CTPYKTYpH.
[IpoBenenuTe CpaBHUTENHH, IUIALE00-KOHTPOJIMPAHU MPOYYBAHUS JIOKa3BaT €(PEKTHUBHOCTTa Ha
NPOIYKTa TPHU OBIAASBaHE HAa KIMHWYHHUTE MposiBU Ha OA (Ooimka M CKOBaHOCT), 3aroyBaiia B
Kpas Ha 1-Bus Mecel] OT HayalnoTo Ha JiedeHuerto. [lpnnara ce nmo 1 kancyna JHEBHO IO BpeMe Ha
XpaHeHe B MPOAbDKEHUE Ha 3 Mecela.

e JlyopukanTu. To3u Buj JekapcTBa, U3MOI3BaHU 3a jeueHueTo Ha OA, ca ch3JalieHHu Ha
6azaTta Ha xuajgypoHoBaTa kuceanHa (XK). Te monoOpsiBaT BUCKO30-€1aCTUYHUTE CBOMCTBA Ha
CMHOBMAJHATa TeyHOocT. HaTuBHaTa XHaJypOHOBAa KHCEIMHA KMa CpPaBHUTEIHO KpaThbK
MOJY’)KUBOT W MOPAaaW Ta3M NPUYMHA CE€ M3MOJI3BAT Pa3jIMYHU IPOU3BOJICTBEHU TEXHHUKH 32
yIbIDKaBaHe Ha Bepurara M craOwim3upane Ha Mojekynara. [lo oTHomieHWe Ha HEHHUA
MPOM3XO/JI M TEXHOJIOTHS Ha W3BIMYaHe ek3oreHHaTta XK ce cuHTe3mnpa upes:

® EeKCTPAaKIHMA OT METIHOB IPeOCH C TOCIIEABAIO TPEYHNCTBAHE;

e OwodepMmeHTanss Ha OakTepwH, TPEIUMHO Streptococcus zooepidermicus — METO,

OTJIMYABAIL[ CE C ITO-MAJTBK aJIEPreHeH MOTEHIUA.

B®B Bpb3ka C HAaUMHUTE HA CUHTE3a, XUATYPOHOBHTE KUCEIHMHUM MOTaT Jia ce KIacupUIMpar B
JIBE TPYIIH:

e XwuanypoHaHUW: [IBATOBEpMIKHM MOJICKYIM OT NTHYH MPOU3XOJ WIM pe3ylTaT Ha
OouodepmeHTanus ¢ MOJIeKyIHa Maca oonvaitno mexay 0.5 u 2.8 mDa.

e Kpbcrocano-cBbp3anu (cross-linked) xmamypoHaHu: XMaaypOHOBH MOJICKYJIH, XHUMHUYIHO
MOJTU(HIMPAHU Ype3 KPbCTOCAHO-CBBP3BaHE, CHCTOSIIM ce€ OT TeuHa (asa ¢ mo-roisima
MoJieKyiTHa Maca (okosio 6 mDa) u conuaHa ChCTaBKa ¢ HEOrpaHMYCHa MOJIEKYJIHA Maca,
dopMHupaHn Ype3 KPbCTOCAHO-CBBP3aHU BPB3KH MEXIY ABITH BEPUTH XHATYPOHOBH
KHCEITNHU.
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Brorpeku ue oT papMakonornyHa riieHa TOYKa BCUUKU XHAITYpPOHOBH KHCEJIMHH 332 BHTPECTAaBHO
NPUJIOKEHUE TMPEACTABIsABAT TOJIEMH MOJIEKYJIHM, 3a KIMHUYHATA MpPaKTHKa MO-yIO0OHO €
pa3enssHeTo UM Ha TaKMBa ¢ HUCKA, CpeJHa U BUCOKA MOJIEKYyJHA Maca:
e  Hucka® monexynHa maca — mexy 500 u 1000 KDa
o . Cpenna“ monekynna maca — Mexxay 1000 u 2800 KDa
e _Bucoka“ monekylHa Maca — OTHacsl c€ Hai-4ecTo 3a KPhCTOCAHO-CBBP3aHH MOJIEKYIIH,
YUSTO MOJIEKYJIHA Maca € no-Bucoka ot 3 000 KDa

KpbcTocano-cBbp3aHUTE MOJEKYIM ca Ch3AAJEHHU C IIeJl MMOCTHraHe Ha MPOAYKT € MOJ0OpeHH
BUCKOEJIACTUYHU CBOMCTBA W C IMO-TOJISIMAa YCTOWYMBOCT Ha JEHCTBHETO HAa BBTPECTABHHUTE
xuanypoHunasu. [IpoyuBanust moka3BaT, ye BBTPECTABHHUAT IOIY)KMBOT Ha XHAJIypOHATUTE C
HUCKa MOJIEKyJHa Maca € efaBa 24 uyaca, JOKAaTO TO3W Ha KPBHCTOCAHO-CBBP3AHHUTE MOJIEKYIU
MOJKE J1a IOCTUTHE HIKOJKO JHU U JOPH CEAMHUIIH.

AXTyaJqHHTE TIpENOPBKM W3THKBAT, 4Ye CBIIECTBYBAT JIOKA3aTENCTBA B IOJAKpena Ha
epukacHoctTa Ha XK B JIeUeHHETO Ha FOHAPTPO3a KAKTO 3a HaAMaJIIBaHETO Ha OoJIKaTa , Taka U
3a (pyHKUMOHATHOTO MOA0OpeHre Ha manueHTuTe. EQekThT uM ce xapakTepusupa cbC 3a0aBEHO
HAyYaio, HO MO-TPOJBIDKUTEIIHO BPEMETpacHe, B CPAaBHEHHE C BBHTPECTABHOTO NPHIIOKEHHE HA
KOPTHKOCTEPOU/IH.

[Ipe3 2012 r. AmepukanckusT koyiex no peBmatosorus (ACR) nmaBa ycnoBHa mpenopbka 3a
M3IIONI3BAHETO HA XHAIypOHAaTH TpU JIeUEHHE Ha TOHApPTpO3a, JOKaTo HE MpernopbyuBa
nmwkektupaneto UM npu OA Ha pbkara. ACR u3pUyHO HE JlaBa HACOKH IO OTHOILIEHHE Ha
BbTpecTaBHUTE MHKeKuu ¢ XK npu KokcapTpo3sa.

6. XupypruuHo JieyeHue. B KOMIUIEKCHUS TepameBTHUYEH MNonaxoj npu OonHure ¢ OA
ONpEeAeNeH0 MSCTO 3aeMa U XHUPYPTUYHOTO JiedueHue. lIpoBexxnaT ce apTpOCKOmus,
CUHOBEKTOMUH, KOPUTHPAILHN ONIEPALMH, EHAOIPOTE3UPAHE.

7. OU3UKAIHO JeyeHUe U pexaduauranus. ChIIeCTBEHO MSCTO TMpH JieueHHeTo Ha OA
3aeMat (pu3MKaTHUTE cpencTBa. Te ce 00eAMHABAT B CIEIHUTE TPYIH:
v’ (hU3HOTEpaTeBTHYHHY;
v KHUHE3UTEPAIIEBTUYHHY;
v/ KypOPTHO-KJIUMaTHYHH.
N3non3BaT ce caMOCTOSATENTHO WM KOMOMHUPAHO.
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