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~_ N3UCKBAHMSI HA H30K
 TPW AEYEHWE HA TPAHYTIOMATO3A HA

' WEGENER C RITUXIMAB

 BM3BBHBONHUYHATA MOMOLY,




U3NCKBAHUA HA H30K NMPU U3OABAHE HA NMPOTOKON 3A NPOBEXAAHE HA NIEYEHWE HA
FPAHYJTOMATO3A HA WEGENER C RITUXIMAB

MpoTokonbT 1 PelueHneTo ce usgaBaTt OT crneuuanusnpaHa komucus B nevebHu 3aeefeHuss 3a GonHUYHA
nomoLy, ckrounnu pgorosop ¢ H3OK 3a umanbnHeHue Ha AmOGynatopHa npoueaypa Ne38. CneumanusmpaHute
KoMUCUM ce cbagasaTr cbC 3anoeep Ha AupexkTopa Ha nevyebHu sasepeHusa: YMBAI "Ce. MBan Punckn" Codous,
YMBAJ1"Cs. [eopru” MNnosaue, YMBAN ,Cs. MapuHa” BapHa.

~ PEQl 3A 3ABEPSIBAHE HA IPOTOKOMNUTE

MpoTokony 3a 3anoYBaHe U NPOALIKaBaHe Ha NevYeHue

= [lonbnHeHo ¥ noanucaHo RNpunoxeHue 1 — NUCT 3a onpegensiHe Ha
KpuTepuuTe ¢ BCUMKM HeobXxogmmu nscnenBaHus

= MeauuMHCKa [OKYMEHTaUMsi C TPUNOXeHW BCUYKM Heobxogumu
nokasarenu n nacnegsaHuna no Tabnuua 2 Ha npunoXxeHue 2

= PeuieHue Ha crneuunanumpaHa KOMMCHUA C ACHa MeULMHCKa MOTUBaLnS
3a 3anoysaHe Ha TepanuaTa (No0nucaHO Om G8CUYKU 4YNieHO8e Ha
crieyuanusupaHama Komucus)

= "[poToxon 3a npeanucBaHe Ha nekapcTaa, 3annatyany ot H3OK/P30K" -

CNEUMANN3INPAHA
KOMKMcus

A 4

obp. M3-H30K
Komucus no un. 78, 1. ‘
2 01 330 B LIY Ha » 3aBepka Ha
H30K npotokona B P30K

L. OBI.I.IM I"IOJ'IO)KEHMSI o
1. 30N nopjaea nonroraeuwre no
[loKyMeHTUTe BKIIOYBaT: x; -
1.1 3aneneHue 4o ,Elwpelcropa Ha{P3OK

1.2 TNonbnHEHo U ‘noanucaHo npunoxceuue 1. MonbnBa ce NO CLOTBETHaTA TOYKa W Ce fipunara orpaseHarta B
LuucpoB nHgexc MenquHCKa noxymemauvm yAocToBepsBaLLa BCek! euH OT KpuTepuute

1.3 MenHusT: Haﬁop‘u ABaHUsA (cpv:avmanHm MHCTPYMEHTanHy U nabopaTopHn), oTpaseHu B NpuUunoxeHune 2

1.4 ‘NMpoTokon 3a’ npennucsaue Ha nekapcTsa, 3annawabiu ot H3OK/P30K" - 06p. M3-H30K, nsnapgex ot
crneuynanusnpaHa - KoMUCUs.. Hpvmara Ce opurMHan Ha npoTokona, a npu KaHAUAATCTBaHe 3a NpofbiKaBaHe Ha
TepanusTa ce I'Ipe,lJ,CTaBﬂ opuvryHan Ha rnpeaxoaHnst NPOTOKON ¢ OTPa3seHN BCUUKN HA3HAYeHWsI N0 Hero

1.5. PeweHune Ha cnel anuanpaua cOMMCHA OT NeyebHO 3aBefieHne — u3nbnHuTen Ha AMBynaTopHa npouesypa
Ne 38 ,,Onpe.qen;mek a' nnaH Ha nevyeHue U npocnemaaue Ha ‘TepaneBTUYHUS OTrOBOP NpPU NaLMEHTH,
‘nofyvyaBaliy CKbNOCT yBam.u nexachBeHu NPOAYKTN No peaa Ha Y. 78, an. 2 330“ - 6n. M3-H30OK Ne 13.
- 1.6 Deknapaums 3a uucpopmup o} 'brnacue no: oGpaseu (npunmxeﬂue 3) i

2. P30OK npuemMa pokymeHTuTe nort. 1 cnieg cnpaBKa OTHOCHO 3PaBHOOCUTYPUTENHMUA cTaTyc Ha 301

3. MbpBUSIT M BCEKN cnegBaly nporoxon ce M3AaBaT 3a nepuon no 180 OHN

,‘ éHTu B P30K, Ha TepuTOpuATa Ha KOATO € HanpaBuno ﬁsGop Ha Onn.

'/'?;k N3NCKBAHWUA HA H30K NPU NIEYEHUE HA FTPAHYNOMATO3A HA WEGENER C RITUXIMAB B N3BBHBONHUYHATA MOMOLL
4 - B cuna ot 15 1orm 2019 roguHa




NPUIOXEHWE 1

JINCT HA KPUTEPUM NPU 3ATNTOYBAHE HA NEYEHUE HA TPAHYITOMATO3A HA WEGENER C
RITUXIMAB

[ Uwe: [erh| | [ | | | | [ I | |

3adbn;k';imjenuo npudpyxaea HACMOSIWOMO NPUNOXeHUe.

A. pufépﬁu 3a 3aNOYBaHe Ha MbPBY KYPC (33 bIKUTENHN ca BCUYUKM KpUTepHUHK)

|"MKB M31.3

CurypHa .quaruosa —. Hanu4ue Ha 2 OT npeacraseHute 4 van'epm (KIMHUYHM U XUCTOMOTUYHKY, CBITIACHO
AMepMKaHCKMH Konex no pesMaronorus (ACR) 1990 r. ¥ NONOXUTENHU UMYHOMOMMYHWN KpuTepnun

1 Knu Yl N XUCTOROrMYHM KpuTepum :
*  HeKPOTM3MPaLLO Bb3NarneHne Ha ropHUTe: ,quxaTenHm nbTULE

. '6eno.u.po6eH BaCKYMUT C UHUNTPATH, KaBuTaumy, Bb3nn

= OBOPEUHO aHraxupaHe, NPoOsBSBALLO CE C MMKpoxemaTypm (> 5 epuTpounTa Ha none), epuTpoOLUTHM
HANURAPY, NPOTENHYPUS

| *  XMCTOMOTMYeH pesynTar, AoKassaly rpaHynomarosa Ha Wegener B 6VIOI1TaT oT I'OpHI/I p,mxa'renHm nbTULWA

| ‘(HOCHa nmrasmua ‘CUHycH, cy6rnow|qu pervsou) 6an gpob nunu 656peum *

3abenexka: mMeduyuHckama OOKyMeHmauusi, ydocmogepsealya 6Ceku om Kpumepuume e rocoqeHa ¢ yugppa 8 UHOEeKC U

MM!HOJ’IOI’H‘IHM xgwregvm 1
= HTMHEYTPOMWUITHN LUTONTasMeHN aHTUTEna (ANCA) npu VICDI/I 1 20 va/vmm

* _nonoxuténuy anti-PR3 unu aHtu-MPO anTuTena, nscnegpaHu Yypes ELISA MeTog

5 Bucoka akTUBHOCT Ha 3aGonsBaHeTo
Birmingham Vasculitis Actlwty Score npu rpaHynomMarosa Ha Wegener (BVAS/WG score) = 3 2

Rituximab e nokasaH 3a mmyuupaﬂe Ha peMUCHUA NPY Bb3PACcTHU NALUEHTHU C rpaHynomMarosa Ha Wegener
C BUCOKa CTeneH Ha aKTMBHOCT Ha 6onecTTa, B cny4yau Ha:
pecbpakTepeH BacKynur, ‘B'bnpexm MPUIOXEHMETO Ha MaKCMManHO TOMepaHTHU [03K uuknodocdamua u
KOpTUKOCTEpOMA Gl
3| " peuuaus Ha ‘GonectTa B xo,qa Ha MH,quu,MOHHaTa Tepanus ¢ uwmocpocqoamm.q
. npOTMBonoKasaHm 3a npmnox(eHueTo Ha uukodochamus;

- xemoparmqu LUCTIT
- CBp‘bX‘-IyBCTBVITeJ'IHOCT K'bM uMKnocbOC(baMMA
" XEeHWUwu M’b)Ke B penpOAyKTMBHa B'bSpaCT 8

2 npuvnara ce oueHkKa no ckana BVAS/\NG soore ynocroaepﬂaau.ta aKTVIBHOCTTa Ha 6onec1-ra npes nocnegHnTe 28 AHn
MeauUMHCKa AOKYMeHTauus oT Ha6monasau4 cneuManmcT; npn Hanmuuile Ha XocnUTanu3auus ¢ AaBHocT Ao 1 mecel
npeav kaHanaaTcTBaHeTo, ce Npunara enukpysa (U3 ¢ Neu gara)
yAOCTOBepsiBa Ce ¢ Moanucyu Ha YneHoBeTe Ha creuuanuaupaHata KOMMUCUSi B npunoxenve 1 Ha Hactosiwuure
U3UCKBaHNA

OT1roBaps Ha KpUTEpUMUTE 3a 3aNO4YBaHe Ha NeYeHue ¢ B Ao3a

cneLManu3npala KOMUCHUA:. 1...............cooiviiiiiieiceeee e,

v NSUCKBAHWA HA H3OK NPY IEYEHUE HA FTPAHYJIOMATO3A HA WEGENER C RITUXIMAB B U3BbLHBONHUYHATA NMOMOLY,
- B cuna ot 15 onu 2019 roguHa




OPUNOXEHWE 1

JIUCT HA KPUTEPUU NPU NPOABINKABAHE HA NEYEHUETO HA TrPAHYJIOMATO3A HA WEGENER C
RITUXIMAB

Nwme: ErH

3abenexka: Meduyunckama dokymenmauusi, ydocmosepsisauja 6cexu Om Kpumepuume e riocoyeHa ¢ uugpa 8 uHOexc u
3adbn;«umenHo npuapy»(aea Hacmosw,omo npuioxeHue.

B. Kpu’fépﬁﬁ 3a npoAbiXKaBaHe Ha JIeYeHUETO (3o bIKUTENTHU ca BCUMKU KpUTEepun)
MKB M31.3 : P :

1 | Iunca Ha peuvmus Ha ﬁonec-n-a HOBOMOSBUMK CE UMK BOLIEHM KIMHWYHI cmmn'romm Wunn UMyHONOMMYHN NoKasaTenu:

Knubviusm | nagame'rgu

*  [Unca Ha HOBOMOSIBUMU CE UNY BOLLEHN KIMHUYHY MPOSIBY, AbIDKALLM . ‘Ce Ha OCHOBHOTO 3aborsiBaHe — rpaHynomarosa
Ha Wegener (U3KNOYEHN ca Apyrv NPUYMHK, KOUTO MOraT aa OGSICHSIT Hanuqnme KIMHWYHU CUMMTTOMM)

= BVASNVG sScore OLieHKa npe3 nocneaHuTe 28 aHu < 32 :

I/IMxHonoruqHu napamerTpu

" gvncaka _No3nTUBMpaHe (ako ca JOCTUHAT.OTPULIATENHM CTORHOCTY B Kpast Ha PeMUCUATA) UNv HamansiBaHe Ha TUTbLpa
Ha aHTUTenarta B CpaBHEHNE CbC CTOMHOCTMTe npe,qm 3anoysase Ha neveHnero ¢ Rituximab — ANCA (IFl) n/unn anti-PR3
v anti-MPO anturena ( ELISA MeTo,q) :

3 | Nlunéa Ha nakmousBatum kpurepum no 1. B >°

1
Mep,muvmcxa AOKyMeHTaLMﬂ C oTpaseHa: cTeneH Ha: ‘noBnusiBaHe ‘Ha nokazarenure, opvneranHM Gnasku nnu 3aBepeHn Konus OT akTyanHun

na6opaTopHM uachesBaHus (C NocoyeHn pedepeHTHI CTOMHOCTY 3a CbOTBETHATA na6opa'ropvm) npu Hanuyue Ha xocnuTanusauus ¢ 4aBHOCT A0
1 mecey anAVI kaHpupartcTeaHeTo, ce npunara enukpusa (M3 c Ne:u gara)

npunarace otlerka no ckana BVAS/WG score, yaocTosepsaBaliia akTMBHOCTTa Ha 6onecrra OT nocnepHuTe 28 AHU

y,qocroaepﬂaa Ce C.MoANUC.Ha uneHoBeTe Ha Komucuma B npunox(eﬂue 1 Ha Hacronu.(wre W3MCKBAHUA U Ce NoNLNBa Tabnuua 1

Ta6nuua 1. Hex(enaHu nexachBeHu peakuuu

nHeKumn

XEMAaTOSOLUUHY. OTKHOHeHMﬂ (neBKOI'IeHMﬂ TpomﬁouvnoneHms) w/vni GUOXMMWUHYM OTKIOHEHUS (c1=06pa3Ho cbapmakonormﬁoro

AOCHE Ha SIeKaPCTBEHNA NPOAYKT)
XunoToHuwa -

rnasoGonue

ragete, CBETOBLPTEX, acTens

peakuuu, CB'bp3aHM ¢ uHbysnaTa

peakummn Ha cspbquscravrrennoc-r

ApasHeHe B n;pnoro 60m<vu B Kopema " rbp6a", e

B. MSKHiO‘-IBAI.LWI KPMTEPMVI

1 AKTMBHVI Te»qm MH

2 SpemeHHom' ' nak

3 Jluya nop 18 ro.a.wuma Bbapacr

4 [aupeHTn B Tem(o umyno:comnpomempauo cscrosmue o

5 Texka cbpaeyHa HeAOCTaTbHHOC'r (Knac IV NYHA)

6 PasButue Ha nporpecmana Myn'm :boxanua neBKoeHuquanona'ma : :

7 TexXKyu XeMaTonoruyHu OTK.nOHeHMR { 6pom Ha HeyTpocbunere rpaﬂynoumm noA 1 5 X 109/I vn/vmvn Bpoit Ha TpomBouuTuTe nog, 75 x 10%/1)

8 AHamHesa 3a HEONNa3Ma B NoCNeAHUTE 5 rOfUHN, ¢ WaKknioueHme Ha 6a$annome'rbqen 1 CKBAMO3OKNIETBYEH KOXEH KapLUHOM

9 Runca Ha TepanesTuueH edekT Ha 12-Ta cegmuLia CMEs 3aNCUBaHE HA NEUYEHNETO (HENOBIUSBAHE Ha KNUHUYHWTE CUMITOMY,
UMYHOSIOrMYHIA Npochun 1 nabopaTopHuTe nokasartenn 3a sbananexue — CYE, CRP)

10 CBpPBLXUYYBCTBUTENHOCT KbM aKTUBHOTO BELLECTBO UAM HSIKOE OT MOMOLHUTE BEWECTBa

-
-

MNposeaena Tepanus ¢ RITUXIMAB (MabThera) 3a nepuoa ot 5 nocnegosatentu roguHu (8 KXM)

OTtroBapst Ha KpuTepuuTe 3a
npoAbIMKaBaHe Ha NeYEeHUETo ¢ B Ao3a

CReUnanm3upaHa KOMUCUS: 1.

< M3NCKBAHUA HA H30OK MPW TEYEHUE HA TPAHYITOMATO3A HA WEGENER C RITUXIMAB B U3BHLHEONHUYHATA NMOMOLL,
RS - B cuna ot 15 1o 2019 roavka




NPUNOXEHUE 2

I. TEMEBHO-OAWAFHOCTUYEH ANTTOPUTBM
1. JIEKAPCTBEHU NPOAOYKTU, BknioueHn B lNpunoxenue 1 Ha MMNC, kxouto H3O0K 3annawa B cboTrBeTCTBUE C

. AeACTBaLLUNTE HOPMATUBHYU [OKYMEHTH.

INN o opo o MKB OO3A

RITUXIMAB o M31.3 Cbob6pa3Ho kpaTkaTa XapakTepucTUKa Ha JieKapCcTBeHUS NPOOYKT

* TenecHarta NOBLPXHOCT Ha NALMEHTA CE W3UMCIABA C MOMOLLTA HA HOPMOrpamy, CboBPasHo PLCTA 1 TErnoTo

MPEOM 3AMOYBAHE* " KOHTPOR Ha Bceku 6 meceua*

“peHTreH Ha 65N Apo6™*..

TyGepkynuHosa npoba; .+ :

XenaTuTHu Mapkepu (HbsAg, antn -HCV) gé‘é cggg

MKK e AKK * ASAT, ALAT
CVYE, CRP i

ASAT, ALAT LYPest, KpeaTUHUH

ypmi—ia CeAUMEHT
NpOTEUHYpUS
- ANCA (IFl) n anti-PR3/aHTu- MPO arTuTena®™
‘MMyHOeHOTUNM3NPaHE Ha neBKoumm (no
- npeLeHka)

ypesi, kpeaTuHUH
ypuHa, CeAUMEHT
"'npOTeMHprﬂ
‘KpeaTuHUHOB K.I'IVIp'bHC ; :
*ANCA (IFi) v anti- PR3/aHTu-MPO anTUTena
 UMYHOEHOTUMM3UPAHE Ha NEBKOLUTY

RITUXIMAB

* npmnaraT ce opumnannu 6naHKI/I UNK 3aBepeHu Konwus-oT W3CneABaHus (Npu Hanuyve Ha xocnvn'anusauvm c p.aBHOCT A0 1 mecei npesu
KaHp,MAaTCTBaHETO ce npunara enMKpuaa (I(l3 N° u p,aTa) .
* KOMTPOS Ha12 Meceua : :

Kdek

npunara ce caMo i c MH'renpeT uun Ha macneABaHeTo
OEU.IVI M3MCKBAHVIH
1. BbspacToaaTa rpauuua ce naumncnsi . ,‘ BT Haabpmenvn FOAMHM - T.€. BKITIOYUTENHO KbM AaTata Ha us/iaBaHe Ha NpoTokona ot
cneuuanuanpaniara KoMucus: i

2. Tpwn Hasuawaaane Ha Tepanvm no npo-roxon 3a,q1>n>|<vnTenHo ce cbobpassasaT B‘bspaCTOBVITe orpaqueva CbINACHO kpaTtkata
xapaKTepvncmxa HE CBOTBETHUS nieKapCTBEH NPoAYKT, yTBbpAeHa no peaa Ha 3MNNXM. -

3. H3OK He 3annav.ua neydeHne usBL ykasaHaTa Bb3PAaCcToBa rpaHvLa B KpaTtkarta xapaxrepvncmxa Ha npop.yKTa

4. H3OK e sannaiua nevyenve. c.u,osm Haa makcimanso paspeileHuTe no kpaTtka: xapamepmcmxa Ha npoaykTa.

5. B cnyyail Ha HacTbnURa no.qoaupana ‘HeXenaHa' neKapC'rBeHa peakLus, nekapm yae,u,omnaa WA no peaa Ha un. 184 ot
3MNXM. Konne ot 0b06meHmeTo ce. npmnara K'bM Mep.MuMHCKaTa onymemauma Ha 3011 rpy kKaHaWAATCTBaHE 3@ NeveHue.

6. CMEUVMAJIIUSUPAHATA: KOMMCMH usAaBa Pemeuue cnen npoaeneua AMGynaTopHa npoueaypa N238 ,,OnpenensHe Ha
nnaH Ha JfieyeHne wu npocnemaau 'Ha 'repaneamquusl -OTroBOp -MPY - NAUWEHTH, NOMYy4aBalM CKbLNOCTPYBAWW
nekapcTBEeHU NPOAYKTH MO pefia Ha 4n. 78, 1.-2 330% Ha ocnosanwe un. 53 1 un. 303 oT HaunoHarneH paMKoB J0TOBOp 3a
MeAULIMHCKUTE AeHHOCTU MeXay HauMOHanHaTa 3apasHoocUrypuTensa xaca u: Bwnrapckusi nekapcku cuios 3a 2018 r. (HPA 3a

" MeQULMHCKuTE feiiHocTv 3a 2018 r., nocn. usm., OB, Op. 4/2019 r.-8 cuna ot 01.01.2019 r.) u npeaoctaBeHa ot 30f1

MeOULIMHCKA AOKYMEeHTaLuus. CneuuanusupaHaTa KOMUCHUSA CbXpaHsaBa €4uH eKk3emMnnap ot PetueHueTo. Mpwn uspasaHe Ha
NPOTOKO Ha 30n, CbXpaHdBa BTOPU €K3eMMsAp Ha NPoTOoKOsia, BCUYKU Heobxoaumn AOKYMEeHTH 3a nsgaeaHeTo My U Kofnne ot
npunoxexHue 1 Ha HacTosAWMTE U3UCKBAHUA, MONBIHEHO NO CbOTBETHaTa TOMKa W MOANUCAHO OT BCUYKW YsieHoBE Ha
cneunanusnpanaTa KoMmcus. ‘

Hacmosiuume usuckeaHusi ca paspabomeHu Ha ocHoeaHue 4n. 58 om HayuonaneH pamxoe 002080p 3a MeOUUUHCKUME
OeliHocmu mexdy HayuoHannama 30paeHoocuzypumesniHa kaca u Bbnezapcku riexkapcku cbio3 3a 2018z, (o6w., OB, 6p. 28 om
29.03.2018 2.; usm. u don., 6p.34 om 2018z., 6p.4 om 20192.), enuzam e cuna om 15 ronu 20192. Ha ocHosaHue pewenue Ne P/]-
HC-04-59/05.07.20192. u ommeHsam delicmsawume u3uckeanusi, e cuna om 01 anpun 2015z.

'/'i;' N3NCKBAHWNA HA H3OK MNMPU NEYEHWE HA MPAHYTNIOMATOS3A HA WEGENER C RITUXIMAB B U3BbHBEOIHUUYHATA MOMOLL]
- B cuna ot 15 tonu 2019 roguxa




NPUNOXEHUE 3

OEKNAPALNA 3A UHOOPMUPAHO CBIMACUE C USUCKBAHUATA 3A 3AMOYBAHE/ MPOABMKABAHE HA
NEYEHUETO C NEKAPCTBEHUA NPOAYKT

A3 ponynoanvcanmsit/ata

cnen KaTO ce: 3an03Hax C uUdnata MW npepocraBeHa vmcbopmau,vm ” M"uema Ha& neJYeHneTo C nekapcreeHus

n. cnep, KaTo nony4ux us4yepnartenHun oTroBopu Ha
FIOCTaBe 1 Te OT MeH ‘BBAPOCK, JeKnapupam 4e. :

pMIApaH CbM 3a OTKas OT MaiumHCTBO / GaLMHCTBO NO Bpeme Ha npose»q:,aHe Ha nedeHne ¢ ropenocoveHnsa

HE

,kLLle chassam ripenopbYaHaTa My CXxema Ha neqel-me ] nepuo,qmqnocr Ha Komponume nperneau.
3. iPe,aoaHo lue ce ssaBam Ha KOHTPONHN npernegm M HAMa p.a npomeHnM CaMOBOMHO MNK MOA APYIo BHYLLEHUE
HasnaueHaTa MM Tepanvm : ‘

4, I'lpm npeyCTaHoaﬂBaHe Ha fleYeHneTo no npwmnu Henpousmqamn OT peujel-me*ro Ha Komucmma 3a excnepTtuan 8 P3OK
M/M.HM Kommcvmra no un. 78, 1.2 ot 330, we yBegoms HezabasHO HVNHMH o nekap u P30K M u4e BbpHa 8 P30K
,nocne.qHuﬂ npOTOKOJ'I Mo KOWTO CbM Mony4yasan/a NexapcTBeHVs NPOaYyKT.

5. anI HecnaasaHe Ha I'IOCO"IeHMTe‘ yCJ'IOBI/ISI neYyeHneTo Mu C ynomeHatusi NEKapCTBEH MPOAYKT Lie Gbﬂ,e npekpaTeHo u

HﬂMa p.a VlMaM anTeHLWIVI

,Eleknaparop.....;.,;...'..; ............. T

'/'E;' WU3NCKBAHWA HA H30K MPU NEYEHWE HA FPAHYNOMATO3A HA WEGENER C RITUXIMAB B U3BbHEONHUYHATA nomMoLy,
@ - B cuna ot 15 tonu 2019 roguHa




