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MpoTOKONBT Ce M3AaBa OT CMEeLMAnUCTM C KOAOBE Ha creumanHocT 20 — peBMaTonorusi, paboTewy no AOroBop ¢
H30K, eKCnepTHOTO CTaHOBMILE CE M3AaBa OT Cheuuanuaupala Komucus B nevebHu 3aBefeHns 3a GonHM4Ha nomou,
cknounnu aorosop ¢ H30K. CneunanuanpannTe KOMMCHUM Ce Cb3/laBaT Cbe 3anosen Ha AnpekTopa Ha J13: YMBAJT "Cs. UeaH
Puncku" EAL rp. Cocbus, YMBAN "Cs. Meopru" EAL rp. Mnoeauve, YMBAI ,Cs. Mapua” EALL rp. BapHa.

I PE[ 3A 3ABEPABAHE HA MPOTOKOINUTE

MpoTokonu 3a 3ano4YBaHe Ha nevyeHve

= TlonbfHEHO M MOANUCAHO  NpunoxeHune 1 — NUCT 3a oOnpeaensHe Ha
kpuTepuuTe (no T.A) C BCUUKN HEOBXOANMM U3CTeaBaHuUs

= EnukpusaletanHa enuKpu3a, BKMIOYBALLA [aHHM OT aHamHesaTa, cratyca,
CNELNAJTU3NPAHA n3crneABaHNaTa N MPeaxokaallo neYeHue

KOMUCUA = EKCNEPTHO CTAaHOBMILE C ACHA MEAULMHCKA MOTUBALMS (3aAbIDKUTENHO Ce
oTOensasBa nunca Ha U3KMYBaLLy KpUuTepnmn)

/ = ‘“[poTokon 3a NpejnuceaHe Ha nekapcTea, 3annawann ot H3OK/P3OK” — o6p.

A 4

M3-H3OK (noanwcaH oT YneHoBeTe Ha KOMUCUSTA)

Komucus no un. 78, 1. 2 3aBepka Ha npoTokona
ot 330 B LIY Ha H30K B P3OK

MpoTokonu 3a NnpoALMKaBaHe Ha fevyeHne

= [lombhHEHO W NOANMCAHO MpWUrioXeHue 1 — NUCT 3a onpeaensHe Ha
kputepuute (no 1.5)

= ETtanHa enukpu3a/enukpusa OT nocrieaHwsi npernes C NPUNoXeHW BCUYKW
HeOBXOﬂI/IMVI rnokasaTtenu v u3cneaBaHus rno NpunoxeHue 2

CMNEUWATNU3UPAHA = “llpoTOKON 3a NpEeAnucBaHe Ha nekapcTea, 3annawann or H3OK/P3OK” — obp.
KOMUucus M3-H30K

= EKCMepTHO CTaHOBMILE C iCHA MEeAMLMHCKA MOTUBAaLMS (3a4biKUTENHO ce
oT6ens3sa nunca Ha CTpaHUYHU PeakLumn 1 ce NpaBu OLeHKa Ha ePeKTUBHOCTTa Ha
TepanusTa)

/ = “MpoTokon 3a NpeAnucBaHe Ha nekapcTea, sannauanu o H3OK/P3OK” — obp.

M3 — H30K (noanucaH oT YneHOBETE Ha KOMUCUATA)

Komucus no un. 78, 1. 2 3aBepka Ha npoTokona B
ot 330 B LIY Ha H30K “| P30OK

Il. OBLLU NONOXEHUA

1. 3011 nogaea noaroTeeHuTe AokyMeHTH B P3OK, Ha TeputopusiTa Ha KOSITO e Hanpasuno usbop Ha OIJ1. [lokymeHTUTe
BKITIOYBAT:

1.1 3asiBneHue o [upektopa Ha P3OK.

1.2 MoMbAHEHO W noanucaHo npunoxenue 1. Monbnea ce Mo CboTBETHATa ToYKa M Ce Mpunara oTpaseHata B LUGpPOB UHAEKC
MeauUMHCKa AOKYMEHTaLWS, yAOCTOBEpsiBallla BCEKN €ANH OT KpUTepumTe.

1.3 MbAHUAT HaBop uacneaBanus (HU3MKarHN, MHCTPYMEHTArHN 1 NaGoPaTOPHK), OTPa3eH B MpUIoXeHue 2.

1.4 ‘TpoTokon 3a npeanucBaHe Ha riekapcTea, 3annawadu ot H3O0K/P3OK' — obp. MS3-H3OK, usnameH oT nekaps
cneumanuct, pabotew no gorosop ¢ H3OK. Mpunara ce opuriHan Ha NpoToKona, a npu kaHAMAATCTBaHE 3@ NPOAbIKaBaHe Ha
TepanusTa ce NPeACTaBs OPUrMHaN Ha NPeAXOAHNSA NPOTOKON C OTPA3EHN BCUYKI HA3HAYEHNS! MO HEro.

1.5 [leknapaums 3a MHOPMUPaHO chrmacue no obpasel (Npunoxetue 3)

2. P30K npuema AoKyMeHTUTe o T. 1 criel cnpaBKka OTHOCHO 3APaBHOOCUIYPUTENHUS cTaTyc Ha 30J1.
3. MbpBUAT 1 BCEKM CrieaBaly NPOTOKON ce U3fasaT 3a nepuoa Ao 6 meceua.

' y. VBUCKBAHWA HA H3OK MPU NIEYEHUE HA PAHYNAMATO3A HA WEGENER C RITUXIMAB B U3BBHEONHUYHATA MOMOLL - B cuna ot
& 1 toHu 2014 roguHa
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3abenexka: MeduyuHckama doKymeHmauusi, ydocmoeepsisawia 6ceku om Kpumepuume e rocodeHa ¢ uugpa € uHdekc u 3adbmKumesnHo
npudpyxaea HaCMoAU,0MO MPUIIOKEHUE.

A. Kputepuu 3a 3anoysaHe Ha MbPBHU KYPC (3aABLIDKUTENTHU Ca BCUYKM KpUTEpUM)

MKB M31.3

CurypHa gamarHosa — Hanuuue Ha 2 OT MpefCTaBeHuTe 4 KpUTEpUs (KMUHUYHM W XMCTOMOTMYHM), CBIMACHO AMEpPUKaHCKUS
konex no peematonorust (ACR) 1990 r. n nonoxuTenHn UMyHONMOTMYHN KPUTEPUU.

1 | KnMHWYHW 1 XMCTONOIUYHU KPUTEPUU

= HeKpOTW3MPALLO Bb3NANEHWe Ha ropHUTE ANXaTEeNHN NbTULLA

. 6enoApobeH BaCKyNUT C MHCMATPATH, KaBUTaLUN, Bb3NN

= BLOPEUHO aHraxmpaHe, NPOSIBABALLO CE C MUKPOXEMATYpUs (> 5 epuTpouvTa Ha Nose), EpUTPOLIMTHI LMIMHAPY, NPOTENHYPUS

= XUCTOMOMMYEH pesynTaT, 4okasBaly rpaHysiomarosa Ha \Wegener B 6uonTaT OT TOPHU AuXaTenHu nbTUwa (HOCHa nurasuua, CUHYCH,
cybrnoTuyeH peruoH), 6san Apo6 unu 6uEpeun

WUmyHonormyHmu kpurepun
. aHTMHeYTpounHN uuTonnaamenun aHtutena (ANCA) npu MOU 1:20 u/ivnn

= 1
" nonoxurenyu anti-PR3 unu aHtu-MPO aHTutena, ucneieanu ypes ELISA metoa

Bucoka aKTMBHOCT Ha 3abonsaBaHeTo
Birmingham Vasculitis Activity Score npu rpanynomarosa Ha Wegener (BVAS/WG score) 2 3 5

Rituximab e nokasaH 3a MHAyLMpPaHe Ha PeMUCUs NMPU Bb3PACTHU MaUMEHTH C rpaHynomartosa Ha Wegener ¢ BMCOKA
cTerneH Ha akTUBHOCT Ha GonecTTa, B cny4au Ha:
= pedpakTepeH BaCKYNUT, BLMPEKM MPUMOKEHNETO HA MAKCUMAITHO TONEPaHTHY 403V LMKNodochamua 1 KOPTUKOCTEPOUA
= peuuaus Ha GonecrTa B X04a Ha MHAYKLMOHHATA Tepanus ¢ uuknodocdamus
3 | =  npoTMBOMNOKAasaHWs 3a MPUIIOKEHMETO Ha Lukodochamua:
- LWTONEHWH, NOPaAM KOCTHO-MO3BYHUA ANCHYHKLMN
- XemoparuyeH LucTuT
- CBPbX4yBCTBUTESTHOCT KbM LivKnodocchamus
= KEHW M MbXe B penpoAykTuBHa Bb3pact *

4 | Nunca Ha U3KIOYBALM KpuTepum o T. B i

" npunarat ce 3aABMKUTENHO HA OPUrMHANHA GIIaHKa OT NaboPaToOPHO M3CNEABAHE UMW 3aBEPEHO KOMUE, MPU HANMYNE HA XOCTUTaNM3aums ¢
[[aBHOCT A0 1 Mecel NPeay kaHauAaTCcTBaHeTo, ce npunara enukpusa U3 c Ne

npunara ce oLeHKa No ckana ckoTeeTHO BVAS/WG score, oLeHsiBalla akTUBHOCTTa Ha GonlecTTa npes nocneaxute 28 Axu
3 aMBynaTopHM NUCTOBE MNM €TanHa enuKpU3a OT MPerneay NPy CreLManucT, MM Hanuumue Ha XOCAMTanu3aums ¢ AaBHOCT Ao 1 Mecew
npeAv KaHAWAaTCTBaHeTo, ce npunara enukpusa U3 ¢ Ne

yAocToBepsiBa ce C MOANMUC Ha CrieunanucTa B NpunoxeHue 1 Ha HaCcTOSANTE M3UCKBAHUA

OTroBapsi Ha KpUTEPUUTE 3a 3anoyBaHe
rieyeHue ¢ B AHEBHa [03a

r g VBNCKBAHUS HA H3OK NPU NEYEHWUE HA TPAHYITAMATO3A HA WEGENER C RITUXIMAB B U3BBHBEONHUYHATA NMOMOLL - B cuna ot
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TNINCT HA KPUTEPUU MPU NMPOOBIMKABAHE HA JIEYHEHUETO HA TPAHYJIOMATO3A HA WEGENER C RITUXIMAB

Ywe: [ern[ T [ T T T T T T |

3abenexka: meduyuHckama AoKymMeHmayusi, ydocmoeepsiealya 6CeKu om Kpumepuume e rocoyeHa ¢ yugpa e uHOEeKC U 3a0BIDKUMENTHO
npudpyxasa HacMosAW0MO MPUSIOKEHUE.

3ab6enexka: BonHute cneaBa Aa 6bAaT MOHUTOPUPaHN Ha 6-1s Mecel| OT Ha4anoTo Ha fie4YeHneTo.
. npu KaHAWAATCTBaHE 3a NPOAbINKaBaHe Ha NeYEHUETo Cnea 3aBbpLUEH NbPBU LUECTMECEYEH KypC Ce OCbliecTBABa HOBa
OLEHKa U 32 bMKUTENHO Ce NPeACcTaBa MeAuUUHCKaTa A0KyMeHTauva oT nperneaa Ha 12-Ta ceamnua

B. Kputepum 3a NnpoAbimkaBaHe Ha NeYeHNeTo (3aAbIDKUTENHN Ca BCUYKK KpUTepum)

MKB M31.3

1 | Nlunca Ha peunams Ha 6onecTTa — HOBOMOSIBUMNA C& VMM BMOLIEHI KITMHWYHM CUMMTOMU W/WY MIMYHOTIOTMYHI nokasaTenu:

KnuHu4Hu napametpu

*  NANCa Ha HOBOMOSBMMW CE WMW BMOLIEHW KNWHWYHU MPOSIEX, ALMXALM CE HA OCHOBHOTO 3aGonsBaHe — rpaHynomatosa Ha Wegener
(M3KMIOYEHM Ca APYrA MPUUMHM, KOUTO MOFaT A OBACHAT HANMUHUTE KMHUYHW CUMNTOMM)

. BVAS/WG score, oueHka npea nocneaHute 28 gun < 3

UmyHonornyuu napameTpu

= nMnca Ha No3WTUBMPaHe (ako Ca AOCTUrHATW OTPULIATENHM CTOWHOCTU B Kpas Ha PemucusTa) UMW HamansBaHe Ha TWTbpa Ha
aHTUTEnaTa B CpaBHeHWe ChC CTOWHOCTUTE MPEAM 3anousaHe Ha nedyexmeTo ¢ Rituximab — ANCA (IFl) w/mnu anti-PR3 unu anti-MPO

aHtutena ( ELISA meTon) 12

3 | N'unca Ha u3knoYBaluM KpuTepuu no 7. B i

T ambynaTopeH NMCT/ eTanHa enukpusa C OTpaseHa CTENeH Ha MOBMUABAHE HA NOKasaTenuTe; OPUruHanHK GnaHkn Ui 3asepeHn konus ot
aKTyanHu nabopaTopHI U3CNIeABaHNs (C NOCOYEHN pechepeHTHIN CTOHOCTY 3a CbOTBETHATA NaBopaTopws), Npu HanuuMe Ha xocnuTanusaums ¢
aBHOCT A0 1 Mecew, NpeAn KaHAWAATCTBAHETO, ce npunara enukpuaa U3 c Ne
npunarar ce OueHku no ckana CbOTBETHO BVAS/WG score, OLiEHsIBALLM aKTUBHOCTTA Ha BonectTa: oT nocnieAHuTe 28 AHU 1 OT 12-Ta ceamuua
OT HauYanoTo Ha NeyeHneTo
3y,u,om'oeep;isa Ce C NOANKMC Ha CreuuanucTa B NPUIOKeHNe 1 Ha HACTOAWNUTE U3UCKBAHUA U Ce nonbnBa Tabnuua 1

Ta6nuua 1 HexkenaHu nekapcTBeHU peakuuu
nHekunn
XEMaTONOrMYHU OTKNOHEHWUA (NeBKOMEHNs, TPOMBOLMTONEHNS) W/Ni BUOXMMUYHYN OTKIOHEHMS (CboBpPasHoO (hapMakosornyHoTo
AOCHE HA NIEKAPCTBEHNS NPOAYKT)
XUNOTOHUS
rnaso6onue
rajeHe, CBETOBBLPTEX, aCTeHUs
peakuuu, CBbp3aHm C NHdyauaTa
peakuun Ha CBPBX4YBCTBUTENHOCT
ApasHeHe B rbpnioTo, 6onku B kopema u rspba

B. U3KIMOYBALLU KPUTEPUU

1. AKTVUBHU, TEXKU UHEKLMM

2. BpemeHHOCT 1 nakTauus

3. Jluua nopa 18 roauviluHa Bb3pact

4. TlauMeHTU B TEXKO UMYHOKOMMPOMETMPAHO ChCTOSIHUE

5. Texka cbpaeyHa HegocTaTbyHocT (knac IV NYHA)

6. PasBuTMe Ha NporpecuBHa MynTUdOKanHa neskoeHuedanonatus

7. TexKu XeMaToNOrMyHN OTKNOHEHUs ( 6poil Ha HeyTpoUNHUTE rpaHynoumTy nog 1,5 x 10%/1 wivnn Gpoii Ha TpombounTUTE
noa 75 x 10%/1)

8. AHaMHe3a 3a Heonnasma B MOCEeAHWTE 5 roawHW, C W3KMIYeHWe Ha BasanHoOKNeTbYyeH U CKBAMO3OKNETLYEH KOXEeH

KapLyHOM

9. Jlunca Ha TepaneBTW4YeH edbekT Ha 12-Ta ceamuua crej 3arnoysaHe Ha feyYeHWeTo (HenosnusiBaHe Ha KNUHWUYHUTE
CUMNTOMM, MMYHOMOMMYHUS NPochun 1 nabopaTopHUTe Nokasartenu 3a Bb3naneHue — CYE, CRP)

10. CepbXYYBCTBUTENHOCT KbM aKTUBHOTO BELLECTBO UIN HSIKOE OT NOMOLLHUTE BellecTsa

11. Bkntousare Ha 30J1 B KNMHNYHO NpoyYBaHe™

* Komucusima, Kosimo e HaaHayusnia neyeHuemo u nabmodasa 30J1, e dimbxHa He3abasHo 0a ysedomu Komucusima 3a eKcrepmusau o 4. 78, m.2
om 330 e L|Y Ha H30K. Tesau 6onHu ce 3anuceam & OmAereH peaucmsbp U He 2ybsim rpasomo cu 3a npodnikasaHe Ha neyeHuemo cned
MPUKITIOY8aHe Ha KITUHUYHOMO rpoyyeaHe cried akmyars+a oueHka om Criequanusupaqama KoMucus.

OTtroBaps Ha KpuTepuuTe 3a
npoabiHkaBaHe Ha NeYeHneTo ¢ B AHEeBHa o032

r 5 VIBUCKBAHWA HA H3OK MPU NEYEHUE HA TPAHYNTAMATO3A HA WEGENER C RITUXIMAB B U3BbHEOIHUYHATA MOMOLL - B cuna ot
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1. NEYEBHO-AWATHOCTUYEH ANTTOPUTHM

1. JIEKAPCTBEHW NPOLOYKTWU, Bkmoyenn B MNpunoxenue 1 Ha MIC, kouto H3OK 3annawa B cbLoTBETCTBME C
AeicTBalUTe HOPMATUBHU AOKYMEHTH.

INN MKB OO3A

= TepaneBTUYBUSIT KYPC C& CbCTOM OT 4 WHTPaBeHO3HW WHdyauu no 375

RITUXIMAB

M31.3 mg/m?* npes 7 aHu

* renecHara MOBBPXHOCT Ha BonHUA ce u34yncnsBsa C NOMOLLTa Ha HOpMOrpamu, CLOGPSSHO TernoTo U pbCTa Ha nayneHTa

2. MPOCNEQABAHE:

ypesi, KpeaTUHUH
ypuHa, cefuMeHT
npoTenHypus
KPEaTUHWHOB KINPBLHC

INN NPEOW 3ANO4YBAHE* KOHTPOIJ1 Ha Bceku 6 meceua*

peHTreH Ha 65n Apob
Ty6epkynuHoa npoba
xenaTtuthu mapkepw (HbsAg, anti-HCV) MKK ¢ KK
MKK ¢ AKK CVYE, CRP
CYE, CRP ASAT, ALAT
ASAT, ALAT ypes, KpeaTUHWUH

RITUXIMAB

ypUHa, ceanMeHT

nNpoTenHypusi

ANCA (IFl) n anti-PR3/anTu-MPO aHTuTena
MMyHOEHOTUNN3NPAHE HA NEBKOLMTH

ANCA (IF1) u anti-PR3/aHtu-MPO antutena
VIMyHOdJEHOTVInMSMpaHe Ha neskouuTH

* npunarar ce 3aBEPEHM KON OT opUrHanHuTe Gnaky (MU HanuumMe Ha XOCUTANM3ALMA C AABHOCT A0 1 MECel NPeAV KaHAUAATCTBaHeTO ce
npunara 3aBepeHo Konue oT enukpusa ¢ Homep Ha U3)

3abenexka: Yuyacmuemo Ha 30J1 € KAUHUYHU MpPOy4YeaHusi He MpPOMeHs1 Heo6xodumocmma om crnaseaHe Ha
usuckeaHusima Ha H30K npu npoeexdaHe Ha niedeHue ¢ 6UOI02UYHU aHMuUpeeMamuyHu JekapcmeeHu npodykmu e
u3ebH60IHUYHama MoMouy.

Il. OBLL USUCKBAHUA

1. B'I:BPECTOBETB rpaHuua ce us4ucnsisa B HaBbpLUEHN TOAUHN - T.€. BKMIOYUTENHO KbM AaTtaTta Ha u3gaBaHe Ha NpoTokona oT
cneyuanuanpaHaTta KoMUCUs.

2. anI HasHayaBaHe Ha Tepanus no NPOTOKOs 3aAbIMKUTENHO ce C'bOGpaSFlBaT Bb3pacTOBUTE OrpaHUYeHus, CbrracHo KpaTkata
XapaKTepucTMka Ha CbOTBETHUS NIEKapCTBEH NPOAYKT, yTBbp/AeHa o peaa Ha 3JIMXM.

3. H30K He 3annaia neyeHve U3BbH ykasaHaTa Bb3pacToBa rpaHnLa B KpatkaTta xapakTepucTuka Ha npoaykra.

4. H30K He 3annatya neyeHne ¢ 03N Haj MakCUMarHo paspeLleHuTe Mo KpaTka XxapakTepUCTUKa Ha NpoaykTa.

5. B cnyyai Ha HacTbnUna Nofo3upaHa HexenaHa NnekapcTBeHa peakuws, nekapat ysegomasa WAJT no peaa Ha un. 183 ot
3MIMXM. Konue oT cbobLLEHMeTOo ce npunara KbM MeanumHekaTa AokyMeHTaumus Ha 30J1 npu kaHanaaTcTBaHe 3a NeveHue.

6. KOMUCUSATA, usgana npotokona Ha 30J1, cbxpaHsiBa BTOPM €K3EMMMsSip Ha NPOTOKONa M BCUYKM Heobxoaumu
AOKYMEHTHU 3a u3faBaHeTo My.

Hacmoswume u3uckeaHus ca paspabomeHu Ha OCHoeaHue yn. 56 om HayuoHaneH pamkos 002080p 3a MeOUUUHCKUMe
deliHocmu 3a 2014 zoduHa (06H., B, 6p. 3 om 10.01.2014 2.) u enuzam e cuna om 1 tHU 2014 e., cbenacHo u4n. 10 Ha
Haped6a Ne 10 om 24 mapm 2009 2. 3a ycrnosusima u peda 3a 3annawjaHe Ha fiekapcmenru npodykmu no 4. 262, an. 6, m. 1 om
3akoHa 3a nexkapcmeeHume npodykmu e xymaHHama MeduyuHa, Ha MeduyuHcKU u3denus u OuemuYHU XpaHu 3a creyuantHu
MeduyuHcku yenu (06H., B, 6p. 31 om 2007 2.).

5 VIBUCKBAHWSA HA H3OK MPU NEYEHWUE HA TPAHYNIAMATO3A HA WEGENER C RITUXIMAB B N3BBHBEONHUYHATA MOMOLL - 8 cuna ot
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LEKNAPALINA 3A UHOOPMUPAHO CBITTACUE C USUCKBAHUATA 3A 3ANOYBAHE/ MPOABIIKABAHE HA
TNIEYEHUETO C NEKAPCTBEHWA MPOOYKT

cnes Kato Ce 3amo3Hax C usnata MW npejocTaBeHa  MHgopmauus W UenTa Ha IeYeHWeTo C reKapcTBeHUs
[pela IVERE : - - s R OUCU PP 0 FRERT P PRRRR PP - W cnej Kato nonydux u3yepnaTtenHu OTroBopu Ha
nocTaBeHuTe OT MeH BBMPOCU, AeKnapupam ye:
1. WHdopmupaH CbM 3a 0TKas OT Mal4MHCTBO / GalUMHCTBO MO BPEMEe Ha MpoBeXJaHe Ha JleYeHue C ropernocoveHus
neKkapcTBEH NPOAYKT.

OA HE

LLle cnasgam npenopb4YaHaTta M1 CXxema Ha fiedeHne U Nepuogu4HOCT Ha KOHTPONMHUTE npernegun.
PenoBHo LWe ce sBsiBaM Ha KOHTPONHM MpEerneaM U HeMa fa MPOMEHsIM CamMOBOMHO WNW MOA [PYro BHYLUEHUe
HasHayeHaTa M1 Tepanus.

4. Tpy NpeycTaHOBSIBaHE Ha NEYEHUETO MO NPUYMUHIA, HENPOM3TUYALLN OT peLleHneTo Ha KomucusaTa 3a ekcnepTuau B P3OK
wvnu Komucusita no un. 78, 1.2 ot 330, we yBegoms HeszabasHo nuuyHusi cu nekap u P3OK n uwie sbpHa 8 P3OK
NOCreAHUs MPOTOKOI, MO KOMTO CbM Monyvasan/a nekapcTBeHns NpoayKT.

5. [lpu HecnasBaHe Ha MOCOYEHUTE YCMOBUS NMEYEHUETO MU C YNOMEHATUs NeKkapCTBEH MPoAyKT e 6bae npekpaTeHo u

HAMa Aa uMam npeTeHuun kbM H30K.

W3UCKBAHUSA HA H30K NMPW NNEYEHUE HA TPAHYNTAMATO3A HA WEGENER C RITUXIMAB B M3BbHBOJIHUYHATA MOMOLL - B cuna ot
1 toHn 2014 roguHa





