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M3UCKBAHUA HA H30K

NMPU U30ABAHE HA NMPOTOKOJIM 3A NMPOBEXAAHE HA NNEYEHUE HA BOJTHU C MbPBUYHO-
NMPOrPECUPALLA U NPUCTBMNHO-PEMUTEHTHA MHOXECTBEHA CKINEPO3A C JIEKAPCTBA

MOAONPULIUPALLU XOOA HA BONECTTA

(okpenuaymab, uHmepgepoH 6ema, neaunupaq uHmMepgpepoH bema, enamupamep ayemam, mepughnyHoMuo,
dumemurngpymapam, puH20nuMo0, Hamanusymab, knadpubuH, anemmy3symab)

MpOTOKONMBT Ce M3aaBa OT CMeuManucTu ¢ Kog Ha cneumanHocT 10 (HepsHu Gonectu), 54 (getcka Hespororus),
pa6oTtewu no gorosop ¢ H30K unu oT cneuManucT HEBPONO3K OT crneuManusMpala Komucus B neye6bHu 3aBeneHUn 3a
6onHMYHA nomoll, cknouunu gorosop ¢ H30K. CrneunanuaMpaHute KOMUCUM Ce Cb3AaBaT ChC 3anoBea Ha AuWpekTopa
Ha nevebHoTO 3aBeaeHue B cneanute J13: MBAJIHI “Ce. Haym” — rp. Codousa, YMBAIT “Anekcanaposcka” - rp. Codus, YMBAI
“Lapuua MoanHa - CYN” - rp. Cocousi, BMA - rp. Codpusi, MBAJT — ,HKB” - rp. Cocouss, YMBAIT “Cs. 'eopru” - rp. Mnosaus,
YMBAIJ “CB. Mapuna’ - rp. BapHa, YMBAT ,leopru CtpaHcku® - rp. MneseH, MBAT — ,Cs.MeaH Puncku” — rp. Codoua, BMA MBAT
— rp. Mne.eH, Mbpsa MBAJ — rp. Codums, ,Anxnbagem Cutu Knunnk MBAN Tokyaa“ — rp. Codous, ,Anxnbanem Cutu Knuknk” -
rp. Cocoust, MBAT “Lientpan Oxko Xocnutan” - rp. Mnoeaus, YMBAJT*Cs.AHHa" — rp.Cochus.

1. PEQL 3A 3ABEPABAHE HA MNPOTOKONIN — ANEYEHUE HA MBbPBUYHO-NPOrPECUPALLA MHOXECTBEHA

CKNEPO3A

[MpoTokonu 3a 3anoyBaHe Ha nevyeHue

cneuuanunsnpaHa
KOMUCUA

= [lonbNHEHO U NoANMCcCaHo NpunoxexHue 1 — NUCT 3a onpeaensHe Ha KpuTepunTe

= MeauumHCKa AOKYMEHTaLMs C NPUNOXEHN BCUYKN HEOBXOAUMM NoKasaTenu 1 u3cneaBaHus
no npunoxexHue 2

= PelleHue Ha cneuuanuaupaHa KOMUCUS C SiCHA MeULMHCKa MOTUBaLUS 3a 3anoyBaHe

4

Ha TepanuaTa, 3aabIDKUTENIHO ce 0TOensasBa Nunca Ha U3KMIYBaLLM KpuTtepun (modnucaqo
OM 8CUYKU YIleHO8e Ha crieyuanuadupaHama KOMUCUs)
= “[poToKON 3a NpeanuceaHe Ha nekapcrtea, 3annawaxu ot H30K/P3OK” — 06p. M3-H30K

[MocTosiHeH ekcnepTeH
CbBET Mo HeBponorms™

= CTaHOBMLUE C iICHA MeAMLMHCKa MOTUBaLIMA 3a 3ano4yBaHe Ha TepanuaTa KaTo eJUHCTBEHA

anTepHaTuBa (nodnucaHo om 4YjieHoeeme Ha Cbeema)

<

Komucusi no un. 78, 1. 2
ot 330 B LIY Ha H30K

3aBepka Ha npoTokona

B P30OK

npOTOKOJ'M 3a npoAabinKaBaHe Ha neYyeHue

cneunanuinpaHa
KOMWUCUA

= [lonbnHEHO U NoAnucaHo NpUNoXeHue 1 — NUCT 3a onpeaensHe Ha KputTepumTe

* MeauumMHCKa JOKYMEHTALUUS C MPUMOXEHN BCUYKM HEOOX0AMMM nokasaTenu u n3cneasaHms
no NpuroxexHue 2

= PelleHMe Ha cneuuanusaupaHa KOMMUCUS C HACHa MeauuMHCKa MoTuBaums 3a

/

npogbikaBaHe Ha TepanusaTa, 3a4bMKUTENHO ce oTbenssBa nvnca Ha W3KNYBaLm
KpUTEPUU (MOOMUCaHO OM 8CUYKU Y/IeHO8e Ha crieyuanuaupaHama KOMUCUsi)
= “‘lpoTokon 3a NpeanuceaHe Ha nekapctaea, 3annawanu ot H3OK/P30OK” — 06p. M3-H30K

Komucusinoun. 78, . 2
o1 330 B LIY Ha H30K

3aBepka Ha npoTokona

B P30K

' IEKAPCTBEHU NMPOOYKTU MOANGULINPALLN XOOA HA BONECTTA B U3BbHBONHUYHATA MOMOLL — B cuna ot 15 mait 2019 roanHa

7 -}
:?5(; N3NCKBAHUA HA H3OK MPU NEYEHUE HA NMBbPBUYHO-NMPOMPECUPALLA U MPUCTBMHO-PEMUTEHTHA MHOXECTBEHA CKINEPO3A C

2



I. 2. PEQ 3A 3ABEPSBAHE HA MPOTOKONWU - NEYEHWE HA MPUCTBMHO-PEMUTEHTHA MHOXECTBEHA
CKNEPO3A C JIEKAPCTBEHW NPOAYKTU OT MBbPBA JTIUHUA

MpoTokony 3a 3ano4YBaHe Ha neyveHue
MpoTokonu 3a NPOoALIHKaBaHE HAa NevYeHUe crnes NPUKMoYeH 4-roguLeH Kypc
MpoTOKONM 3a CMsIHa Ha Tepanus OT eAWH Ha APYr NPOAYKT OT MbPBa NUHUSA

cneumanucT, cKnyun
porosop ¢ H30K

= [lonbfHEHO U NOAMUCAHO NPUNOXeHue 1 — nucT 3a onpeaensaHe Ha Kputepuute

nnu

y

cneunanumanpaHa
KOMUCUa

= MeauumMHCKa JOKYMEHTauMs C NPUMOXEHN BCUYKN HEOBXOAMMM NnoKkasaTeny u uscneaBaHuns
no npunoxexHue 2
= “lpoToKON 3a NpeanuceaHe Ha nekapcTsa, sannatanu ot H3OK/P30K” — o6p. M3-H30K

= PelleHMe Ha cneuuanusavpaHa KOMUCUSA C SiCHaA MeauuMHCKa moTuBauus 3a 3anoysaHe/
npoabimkaBaHe Ha TepanuaTa, 3a4blIKUTENHO ce otbensasBa nunca Ha U3KMYBaLym

-

\ 4

KpuTepun (ModnucaHo om 8CUYKU YIIEHO8e Ha crieyuanu3upaHama KOMUCUS)
= “[IpoTOKON 3a NpeanucBaHe Ha nekapcTaa, 3annatianu ot H3OK/P3OK” — 06p. M3-H30K

Komucusi noun. 78, 1. 2
o1 330 B LIY Ha H30K

3aBepka Ha npoTokona

B P30K

MpoTokonyu 3a NpoAbIMKaBaHe Ha NeveHue crie NPUKITIoYeH 6-roguileH Kypc U cnea npukniodeH 12-roguiieH kypc

crneumnanucT, CKIoYun
norosop ¢ H30K

= [lonbfHEHO ¥ NOANUCAHO NPUIoXeHue 1 — nuCT 3a onpeaernsHe Ha KpuTepuuTe

nnun

4

cneunanusnpaHa
KOMUCUA

= MeavunHCKa AOKYMEHTaLWs C MPUIOXEHN BCUYKM HEOBX0AMMU nokasaTenu v uscneasaHus
no npunoxexue 2
= “IpoToKon 3a NpeanucBaHe Ha nekapcTea, 3annawlany oT H3OK/P30OK” — 06p. M3-H30K

"PeweHne Ha cneuyuanuavpaHa KOMMUCUS C £dCHa MeauuuHcka MoTuMBauus 3a
npoab/KaBaHe Ha TepanuaTta, 3a4b/DKUTENHO Cce oTbens3Ba nunca Ha U3KNK4YBaLm

[MocTosiHeH ekcnepTeH
CbBET MO HeBpornorus*

KpuTepum (modrnucaHo om 8CUYKU YIIEHO8E Ha crieyuanu3upaHama KOMucus)
= “TIpoToKON 3a NpeanucBaHe Ha nekapcTea, 3annawany oT H30OK/P3OK” — 06p. M3-H30K

»CTaHOBMULLE C SCHA MeAMUMHCKA MOTMBaUUsi 3a MpoAbIbkaBaHe Ha Tepanusita kaTo
eAMHCTBEHA anTepHaTuBa (ModnucaHo om yjeHogeme Ha cbeema)

-

\4

Komucua no un. 78, 1. 2
o1 330 B LY Ha H30K

3aBepKa Ha nNpoTokKona

B P30K

I‘Ipomxonm 3a npoAabi/PKaBaHe Ha neYveHue

cneuunanucT, CKnoYnn
noroeop ¢ H30K

= [TonbnHEHO K NoaNUCaHo npunoxexHuwe 1 —nuct 3a onpeaensHe Ha Kputepuute

nwnn

<

cneuvanusnpana
KOMuUcuns

Pl:  MeauuuHCKka [JOKYMEHTALMSi C MPUMOXEHU BCUYKM Heobxoaumu nokasatenu u
n3crnegBaHvs No NPUNOXeHue 2
= “MMpoTokon 3a npeanuceaHe Ha nekapcTtaa, 3annawany ot H30OK/P30OK” — 06p. M3-H30K

= PeweHue Ha cneuuManuaupaHa KOMUCUS C §CHaA MeauuMHCKa moTuMBaumsa 3a
npoAbiNKaBaHe Ha TepanuaTa, 3aAb/IKUTENHO Cce oTbensi3Ba nunca Ha W3KNYBaLLM

A 4

3aBepka Ha NnpoToKona
B P30K

K7

P puTepun (modnucaHo om ecuyku YreHoee Ha crieyuanuaupaHama KOMUCUSI)
= “‘[poTokon 3a NpeanuceaHe Ha nekapcTea, 3annawanu ot H3OK/P30OK” — 06p. M3-H30K
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I. 3. PEQ 3A 3ABEPSIBAHE HA MPOTOKOMU — NEYEHUE HA NPUCTBMNHO-PEMUTEHTHA MHOXECTBEHA
CKIIEPO3A C NEKAPCTBEHU NMPOAYKTU OT BTOPA JIMHUA

[poTokonu 3a 3ano4YBaHe Ha rnevyeHue

CNeumaniucT, CKIYmnn = [MOMbLAHEHO M MOANKUCAHO NpUIoXeHue 1 — NUCT 3a onpeaensHe Ha KpuTepumTe
porosop ¢ H30K = MeanumMHCKa JOKYMEHTALMS C MPUMOXEHN BCUYKN HEODOX0AUMY NnokasaTenu v nacnessaHus
no npunoxeHue 2 ,
unm / = “[poToKON 3a NpeanucBaHe Ha rekapcTea, 3annaann ot H30K/P3OK” — 06p. M3-H30K
cneyuanuampana _|* PeweHue Ha cneunanuampaHa KOMUCUA C ACHA MeAWLMHCKA MOTUBALMS 3a 3ano4saHe
KoMucus "lHa TepanusTa, 3aabXMTENHO ce OTOENsA3Ba NMUNCa Ha U3KMIYBALLM KpUTEepUu (modnucaqo

0m 8CUYKU YIIEHO8E Ha crieyuanu3dupaHama KOMUCUs)
/ = “[poTOKON 3a NMpeanuceaHe Ha nekapcTsa, 3annawaxu ot H3OK/P30K” — o6p. M3-H30K

Komucus no un. 78, 1. 2 3aBepka Ha NpoToKona B
ot 330 B LIY Ha H30K P30K

MpoTokonyu 3a NpoAbIMKaBaHe Ha NevyeHue

cnewumanucT, CKouun = [ToMbMHEHO M NOANUCaHO NpunoxeHue 1 — NUCT 3a onpefensHe Ha KpuTepunTe
porosop ¢ H3OK = MeauuyHCKa 4OKYMEHTaUMs C MPUIOXEHN BCUYKM HEOBX0AMMM nokasaTenu 1 uscrneasaHvs
No NpuUrnoXxexHue 2
- / = “[poTOKON 3a NpeanvceaHe Ha NekapcTea, 3annawanu ot H3OK/P3OK” — 06p. M3-H30K
Creupanuaupana = PelweHue Ha creuuanuavMpaHa KOMMCUSA C §CHA MeauuMHCKa MoTuBauus 3a
A, pNpodbrxaBaHe Ha TepanuaTa, 3aAbIIKUTENHO ce oTbenaAsBa nunca Ha U3KMKYBaLm
KpuTepum (modnucaHo om 8CUYKU YIIEHO8E Ha crieyuanu3upaHama KOMUcUs)
/ = “lpoToKON 3a NpeanuceaHe Ha nekapcTaa, 3annatann ot H30K/P30K” — 06p. M3-H30K
Komucwus no un. 78, 1. 2 3aBepka Ha npoTokona
o1 330 B LY Ha H30K B P30OK

[MpoTokonu 3a npoAbiNKaBaHe Ha NeyeHue cried NMPUKTIOYEH 4-roguilleH Kypc, crnep NpUKNioYeH 6-roauwieH Kype u
cnep npuknioyeH 12-roauiueH Kypce

cneumanucT, CKIioYun = [lOoNbAHEHO U NOAMUCaHO NPUoXeHue 1 — NUCT 3a onpeaensiHe Ha KputepunTe
aorosop ¢ H3OK = MeguumHcka LOKYMEHTaUMs C NPUnoXeHy BCUYKM HeobxoanMmM nokasaTenu n u3cneasaHus
no NpuroxexHue 2

— = “‘lMpoTokon 3a npegnuceaHe Ha nekapcTtaa, 3annawany ot H3OK/P30OK” — 06p. M3-H30K
creumanvManpana " PeweHne Ha cneunanuaupaHa KOMWMCUSI C HCHA MeauuMHCKa MOoTuBauus 3a
. PlnpoabrkaBaHe Ha Tepanusta, 3aAbMXUTENHO Ce oTbenAsBa nunca Ha W3KIYBaLm

KpuTEpuu (modnucaHo om 8CUYKU Y/IeHO8E Ha crieyuanuiupaHama KOMUCUS)
= “lpoToKOoN 3a NpeanuceBaHe Ha nekapcTea, 3annawanu ot H30OK/P3OK” — 0bp. M3-H30K
MocTosiHEH ekcrnepTeH = CTaHOBMILE C SiCHA MeAMUMHCKA MOTMBaUMsi 3a NpoAbIKaBaHe Ha TepanusTa kaTto

CbBeT no HeBpOHOI'VIFI* EOANHCTBEHa anTepHaTtuea (I'IOOI'IUCGHO om 4yyieHoeeme Ha Cbeema)

Komucusi no un. 78, 1. 2 .| 3aBepka Ha
oT 330 B LY Ha H30K "| npotokona B P30K

*TlocTosHEH eKcnepTeH CbBET ce chopMupa U NpeaceaaTencTsa oT npeacesartens Ha APY>XeCTBOTO NO HEeBPOJSIOrMA, KaTto y4yacTteaTt owle ABama
OT nNpejceAaTennTe Ha cneunanusmpadn KOMMcum, nocoveHuTe B MiaucksaHuaTa.
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o H3OK 3annawa o 8-uiecTtMeceyHm Kypca Ha HenpeKkbCcHaTa Tepanus.

¢ Crnepg npukrnoyBaHe Ha 4-roAMILHUSA Kypc Npoabi/hkKaBaHETO Ha TepanusTa Moxe Aa 6bae ob6cbAeHO npu
CNnyyau, OTroBapsiluM Ha KpuTepuute Ha npurnioxexue 1. B Teau cnyuaum, B peweHuero no Allp Ne38
3aQbIPKUTENHO Ce KOMEHTUPa AWHAMMKAaTa Ha NPOMEHWUTE B KITMHUYHaTa cuMTomaTuka u MPT, B cpaBHeHue ¢
Te3u Nnpu 3anoyBaHe Ha TepanusTa.

e Cnen npukniousBaHe Ha 6-rOOMIWIHMA KYpPC, KakTo W criea NpukniouBaHe Ha 12-rogvwHust  Kype,
npoabL/DKaBaHeTO Ha TepanusTa Moxe fAa 6bae ob6cbaeHO NMpu cny4yau, OTroBapsillM Ha KpuTepuu Ha
npunoxeHue 1. B Tean cny4yau, B €KCNEPTHOTO CTaHOBULLE 33ALIDKUTENTHO Ce€ KOMEHTUpa AuMHaMuKaTa Ha
NpoMeHWTe B KIMHUYHATa cumTomatuka M MPT, uskniouysawm pereHepaTMBHa ¢pasa Ha mNpoMeHwuTe.
CTaHOBULLETO Ce U3aaBa OT NMOCTOSIHEH EKCMEPTEeH CLBET NO HEBPOOrus.

Il. OBLLU NONOXEHUA

1. 30IJ1 noaasa rioarotTBeHuTe AokymeHTH B P30K, Ha TepuTopusiTa Ha KOAITO € Hanpaeuno usbop Ha OJl.

[doKymMmeHTUTE BKNIOYBAT:

1.1. 3asBneHue no Oupektopa Ha P3OK.

1.2. MonbnHeHo ¥ noanucaHo npunoxeHue 1. MNonbnea ce No CbOTBETHATa TOYKa U Ce nMpunara oTpaseHarta B UMPOB MHAEKC
MeaVLMHCKa AOKYMEHTauusl, yA0CTOBEPSIBALLA BCEKU eANH OT KpuTepumTe.

1.3. MbnHnaT Habop uacneaBaHus (OU3VKaNHU, UHCTPYMEHTaNHU U nabopaTopHu), OTPa3eH B NpUoxexHue 2.

1.4. “NMpoTokon 3a npegnuceaHe Ha nekapcTsa, 3amnawann ot H30K/P30K” — o6p. M3-H3OK, usgageH ot cneuuanucr,
pabotew; no gorosop ¢ H3OK wnu oT cneuuanucT OT crneunanuampaHa komucus. lNpunara ce opuriHan Ha npoTtokona, a npu
KaHauaaTcTBaHe 3a NpoAblhKaBaHe Ha TepanuaTa Ce NpeacTaBs OpWUrMHam Ha MPeaxofHWs MPOTOKON C OTpaseHu BCUYKU
HasHa4yeHusi No Hero.

1.5. PelweHne Ha crneumnanuaupaHa KoMucusi oT neuyebHO 3aBegeHne — wanbnuuten Ha AmbynartopHa npoueaypa Ne 38
,OnpenensHe Ha NnNaH Ha neyeHue u npocneasiBaHe Ha TepaneBTUYHUSA OTTOBOP MPU MauMeHTH, nony4vasaily CKbNocTpysally
nekapcTBEeHM NPOAYKTU No pefa Ha un. 78, an. 2 330" - 6n. M3-H30K Ne 13.

1.6. [leknapauwms 3a uHdopmupaHo cbrnacue no obpasey (npunoxeHue 3)

2. P30OK npuema OOKYMEHTUTE MO Touka 1 crieq cnpaBka OTHOCHO 3ApaBHOOCUrypuTenHusi ctatyc Ha 30/J1.

3. MbpBUAT 1 BCeku cneaBaly NPOTOKOJN ce uaasa 3a cpok ao 180 gxwm.

4. OnNUcaHUAT NbIIEH KOMNMEKT JOKYMEHTU Ce U3UCKBa B CriyvauTe, MPu KOUTO € yKa3aHa HeobXxoauMoCT OT pellueHue Ha
Komucusita 3a ekcneptuam no un. 78, 1. 2 or 330 B LY Ha H3OK. MNpu 3aBepka B P30OK ce npeacrass opuruHan Ha
npeaxoneH NPOTOKON M OPUrMHAN Ha HOB NPOTOKON.
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NPUNOXEHUE 1A

NACT 3A ONPEOENAHE HA KPUTEPUUTE NPU USOABAHE HA MPOTOKOJU 3A NMPOBEXOAHE HA NEYEHUE HA
BOJTHU C NbPBUYHO-NMPOrPECUPALLA MHOXECTBEHA CKITEPO3A

(okpenusymab)

Wve: [erh] [ [ 1 T [ [ [ [ [ |

3abenexka: MeouyuHckama 0oKyMeHmauusi, yoocmosepsisalya 6CeKku Om Kpumepuume e rocoyeHa C uugpa e UHOEKC U 3a0b/KUMesnHo
npudpyxaea HaCMOAU,0MO MPUSIOKEHUE.

A. Kputepuu 3a 3anoyBaHe Ha MbPBU KypC (3aAbIMKUTENHO € HaNMYMEeTO Ha BCUYKN KpUTEpUHm)

CurypHa guarHo3sa “MHoxecTBeHa ckneposa” — NbPBUHO- nporpecupaiia popma no pesmsmpanHute ot Tompson
n cbTp. npe3 2017 r. AMarHOCTUYHU KpUTEPUM Ha McDonald '

-

1
anﬁ‘bﬂ)KVlTeﬂHOCT Ha 3abonsiBaHETO OT NosiBaTa Ha CUMNTOMUTE MOBEYE OT e4Ha roanHa 1 No-manko ot 5 rognHu

Jlunca Ha npucTbnu cnej efaHa rogmMHa oT HavyanoTo Ha 3abonsBaHeTo, npu NporpecmnBHO BroLlaBaHe Ha CVIMI'ITOMVITe1

CTeneH Ha (hyHKUMOHanNeH HeBpororuyeH aecduumt go 4 1. no Kurtzke £

[aHHu OT MarHUTHO-pe3oHaHcHata Tomorpacdusa /MPT/ ¢ KoHTpacT, [OKa3Balu Hanwme Ha Bb3nanurenHa
akTuBHOCT — Gd-ycunsawm ce T1 nesvu n/vnu akTMBHU(HOBU UK HapaCTBau.Wl) T2 nesun >

JIMKBOPHO M3CrefiBaHe C HANMYME Ha ONMroKnoHanHu IgG dpakumm *

N[O O BN

JNunca Ha u3knYBawm Kputepun no 1. B 2

aHAMHECTUMHUTE AaHHK, KNMWHUYHATa CUMMTOMATIKA W eBONTIOTUBHUS XO4 Ce onuceaT B pelueHueTo no Alp.Ne38 n ekcnepTHOTO CTaHoBULE OT
OCTOSIHEH EKCMEPTEH CLBET MO HEBPONOrUs

oTpaseHa ckana Ha cumnTomaTukata u oueHka no Kurtzke B peweHueto no AlMp.Ne38 u ekcnepTHOTO CTaHOBULIE OT MOCTOSHEH eKcrepTeH
CbBET M0 HEBPONOrus
* OpuUrMHaneH i UK NOANMCAHO W 3aBEPEHO KONUE C 4aBHOCT A0 1 roauHa Npeay KaHAUAATCTBAHETO
* opuruHanHa GnaHka unu 3asepeHo konve. Mpu HanMuUe Ha MeANLIMHCKa MOTUBALMS 33 HEMPOBEXAAHE Ha U3CNEABAHETO, TA 33 BINKUTENHO Ce
Bnucea B peileHueTo no Allp.Ne38
® yaocTOBEpSBa Ce C NOANMC Ha CNeunanicTa B NPUNoXeHue 1 Ha HaCTOSILLMTE U3NCKBAHUS

wa

B. Kputepuu 3a npoabrkaBaHe Ha Tepanusita nNpu BCEKU NnocneaBsall WeCcTMEeCeYeH NMPOTOKON (3aAbIMKUTENHO e
HanMYmMeTo Ha BCUYKU KpUTepum)

1 | Jlunca Ha npucTbnu 3a Nepuog OT WecT Mecela L

2 | 3agbpxaHe Ha nokasaTtenure Ha (PyHKLMOHANHUSI HEBPOIOrUYeH AedULUT -

3 Jlunca Ha cTpaHuU4HU ehbeKTU 1 U3KHYBALLM KpuTepuu no 1. B :

“ pewweHue no Alp.Ne38 ¢ oTpaseHa eheKTUBHOCT N0 NOKa3aTenNn OT NPUNAaraHoTo NeYeHne
$ynocToBepsBa Ce C MOANUC HA CNELManicTa B NPUNOXKEHUe 1 Ha HaCTOSILUTE N3NCKBAHNS

B. VI3KJ'IIOHBAI.1.M KPUTEPUU (npu 3ano4BaHe M Npu NnpoabrikaBaHe Ha NeYyeHueTo)

BpemeHHOCT 1 naktauus

CWHO MMYHOKOMMNPOMETUPAHU NALMEHTU — C NUMMONEHUNA, HEYTPONEHUs, XunoramarnodbynuHemus

30J1 c u3BeCTHN aKTUBHM 3110Ka4YeCTBEHM 3a00NABaHUsA

Mpunoxexue Ha opyru uMyHocynpecopu egHospemerHo ¢ Ocrelizumab

[MporpecusHa mynTudokanHa neskoeHuedanonaTus

Hanuuve Ha akTuBHa UHMDEKUMS C U3KITIOYEHWE Ha MbOuYHa MHAEKUUS Ha HOKTUTE

AKTVBHa xenaTuT B nHekums nnu peaktuBauus Ha xenatut B

AkTrBHa Ty6epKynosa - HOBa uUnu peakTusupaHa

CD4 numdoumnTn < 250 mcl

0. YBenuuyaBaHe Ha CTeneHTa Ha yHKUMOHaNeH HesponoruyeH aecpuumt ¢ 1 1. no Kurtzke 3a nepuoa ot eaHa
roguvHa.

11. [JdocTturaHe Ha cTeneH Ha UHBanuausaums 5 no ckanata Ha Kurtzke

12. [locturaHe o Bb3pacT 59 roguHu 1 nunca Ha akTUBHOCT Ha 3ab0onsiBaHETO Npe3 NocnegHUTe 2 roanHn

SOONOOERONS

6
‘V 4 W3NCKBAHUA HA H3OK MPU NEYEHUE HA MbPBUYHO-MPOTPECUPALWLA N MPUCTBLMHO-PEMUTEHTHA MHOXXECTBEHA CKNEPO3A C

o -
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NPUNOXEHUE 15

NACT 3A ONPEAENAHE HA KPUTEPUUTE NPU U3OABAHE HA NMPOTOKOIK 3A MPOBEXOAHE HA JIEYEHUE HA
BOJMHU C MPUCTBMHO-PEMUTEHTHA MHOXECTBEHA CKITEPO3A
(uHMepgepoH bema, nezunupaH uHMepgepoH bema, enamupamep auemam, mepugyHomuo,
dumemungymapam)

3abenexka: Ombensssa ce nekapcmseeHusim npodykm, 3a kolimo ce kaHOudamcmea.

Wwe: [eri] [ [ | [ [ [ | [ [ |

3abenexka: MeduyuHckama O0OKyMeHmauusi, ydocmosepsisawa eceku om Kpumepuume e roco4yeHa ¢ yugpa 6 uHOeKC u 3adbrKumesiHo
npudpyxasea Hacmosu,0mo NnpunoXeHue.

A. Kputepuu 3a 3anoy4BaHe Ha NbpPBM KYPC (3aALIMKMTENTHO € HAaNn4YMeTo Ha BCUYKU KpUTepum)

CurypHa guarHo3a “MHoXecTBeHa CKrnepo3a” — MPUCTLIHO-PEMUTEHTHA hopmMa no pesusnpannTe ot Tompson u
cbTp. npes 2017 r. auarHocTuyHn kputepun Ha McDonald '

[laHHM OT MarHUTHO-pe3oHaHcHaTa Tomorpadusa /MPT/, nokpuBaluy kputepuute yTBbpaeHu ot EBponenckara
MHOrOLEHTPOBAa U3cneaoBaTericka Mpexa 2

3
[Mo3uTuBHYM 32 AuarHo3ara JaHHU OT uscneaBaHe Ha eBOKUPaHU CIiyXOBU U 3pUTENHU NoTeHuuanum

OBsa AOKYyMEeHTUpaHn NpucTbNa npe3 nocnefgHarta roguHa 3

CreneH Ha (pyHKLMOHANEH HeBponoruyeH aeduumnt go 4 1. no Kurtzke °

TMKBOPHO M3CMEBAHE C HANMuYMe Ha ONUroKMoHanHK IgG dpakumm °

N[OOI~ N

TNunca Ha U3KnoYBaLLM KpuTepumM no 7. E 7

aHaMHECTUYHUTE AaHHU, KIMHUYHATa CUMNTOMATIKA U EBOSIOTUBHUS XO4 Ce ONUCBaT B peleHueTo no Alp.Ne38

opurnHaneH ull U NoANUCaHO U 3aBEPEHO KoMue C AaBHOCT 40 1 roanHa NpeAn KaHAUAATCTBAHETO

opurMHaneH uLl unmn NoANNCaHo 1 3aBEPEHO KOMue C AaBHOCT A0 1 roaunHa nNpean KaHAUAATCTBAHETO

enukpuan ot GonHUYHO nedeHne ¢ Homep U3 (JOKyMEHTUPAHUTE MPUCTBNU C ENUKPU3M 384 BIDKUTENHO A3 CbAbPXAT UHGOPMaLMUs OTHOCHO
NPOBEAEHO flEYEHNE C KOPTUKOCTEPOUAU B f03a OT 500 o 1000 Mr aHeBHO 3a cpok oT 3 A0 5 aHu.) Mpn Hanuuue Ha eaunH KNUHUYEH NpUCTBLN e
3agbmxkuTendo MPT uacnegsaHe C KOHTPacT 3a f0Ka3BaHe Ha AUCEMUHAUWs BbB BPEMETO CbriiacHO HOBWUTE kpuTepuu Ha Esponeiickara
MHOrOLIEHTPOBA U3CreoBaTencka Mpexa.

s oTpaseHa ckana Ha cumnTomaTukarta u ouexka no Kurtzke B peterneTo no Allp.Ne38

¢ opuruHanta 6naHka unu 3asepeHo konue (BanuaHo € U M3CNeABaHe BNNCaHO B eNuKpu3a oT BOMHUYHO neveHue). Mpu Hanuune Ha MejuUmMHCka
MOTUBALUS 33 HEMPOBEXAAHE Ha U3CNesBaHETO, TS 3aAbIIKUTENHO Ce BnucBa B pelueHneTo no Allp.Ne38

YAOCTOBEPSBA CE C NOANWC Ha CneunanucTa B npunoxeHne 1 Ha HaCTOALLUTE U3UCKBAHUA

A w o o

B. Kputepuu 3a npogbrxkaBaHe Ha Tepanusita Npu BCEKU NMocneABall WecTMece4eH NPOTOKON (3aAb/MKUTENHO e
Hanu4ueTo Ha BCUYKU KpUTEpUm)

1 | Jlunca Ha noBeye oT 1 NPUCTBLN 3a NEPUOA OT LLECT Mecela !

2 | 3agbpxaHe Ha nokasaTenuTe Ha PYHKLMOHANHUSI HEBPONOrMYeH AedULUT

3 | Nunca Ha cTpaHuyHM edbeKTH U U3KNIOYBALWM KpuTepuu no T. E °

" pewwenne no Alp.Ne38 ¢ oTpaseHa eheKTMBHOCT MO NOKa3aTeny OT NPUAraHoTo feveHne

2 yAOCTOBEPSiBA CE C MNOAMNUC Ha cneynaniucTa B NpunoXxeHue 1 Ha HacToALWMTE U3NCKBaAHUA

3abenexka: MNpu NbPBOTO KAHAMAATCTBAHE 32 NpoAabinkaBaHe Ha TepanuaTa ¢ AumeTundymapar 4a Ce NPUNoxXar opuruHanHu GnaHkm unu 3aBepeHn Konus ot
N3CneaBaHWs Ha ypes, KpeaTuHUH U YepHOAPOOHM eH3UMUN Ha 3 Mecel] OT 3ano4YBaHe Ha NIe4eHUeTo.

B. Kputepuu 3a npoabinkaBaHe Ha Tepanusita crfieq 3aBbplueH 4-roaullieH Kypce (3aAb/DKUTENHO € HannyneTo Ha
BCUYKM KpUTEpum)

1 | Nunca Ha aKTMBHYM NNaku 1 NPorpecus Ha aaHHUTe oT MPT ¢ KoHTpacT '

Jlunca Ha noBeyve OT ABa NpUCTHLNA 33 4 TOAUHU 2

3aabpkaHe Ha pyHKLMOHAMHUSI HEBPONOTMYEH AeULUT °

INunca Ha cTpaHUYHU ebeKTU U U3KIMIOYBALLM KPUTEPUM Mo T. E .

SR WN

opurMHaneH uw unu noanucaHo u 3asBepeHo konue oT MPT ¢ KOHTpacT C AaBHOCT A0 6 meceua KbM jartaTta Ha KaHAuWAaTCcTBaHe 3a
NpoAbMKaBaHe Ha TepanusaTa — B pewerneTo no Alp.Ne38 3a4BMKUTENHO Ce KOMEHTUPa AUHaMUKaTa Ha NPOMEHWUTE B CPaBHEHWUE C U3XOAHOTO
yscrnessare
3a|v|6ynaTopeH NUCT OT Nperneaa npu NpocneasBaLua HeBponor
,pewenve no Alp.Ne38 c oTpaseHa ePeKTMBHOCT MO NokasaTeny OT NpuaraHoTo NevYeHne

YAOCTOBEpPABa CE€ C Nnoannc Ha cneunanncrta B NpuiioXeHune 1 Ha HacToALWMNTE N3NCKBAHWUA

7

g
i 7&(& N3NCKBAHUA HA H3OK MPU NEYEHUE HA MbPBUYHO-MPOrPECUPAWLA WU MPUCTBLMHO-PEMUTEHTHA MHOXECTBEHA CKNEPO3A C
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NPUNOXEHUE 1B

I. KpuTepum 3a npoabrkaBaHe Ha TepanusiTa crieq 3aBbplueH 6-roguiueH Kype 1 crep 3aebplueH 12-roauiieH Kype
(3aQBLIMKUTENHO € HaNMYMEeTO Ha BCUYKM KpUTEpUU)

1 | Nunca Ha HOBM NNaKK U NPOrpecust Ha AaHHNUTe OT MPT'

2
Jiunca Ha noBe4e OT ABa NpuUcTbLNa 3a nocrnegHuTe 2 roavHu

Jlunca Ha cTpaHU4HM edPeKTU U U3KNYBaLWM Kputepum no 1. E 4

2
3 | 3agbpxaHe Ha hyHKLMOHATHUA HEBPOMOrMyeH aeduumr g
4
T

opurMHanes hul uiu NoANUcaHo u 3asepeHo konue oT MPT ¢ gaBHOCT 40 6 Meceua KbM AaTata Ha KaHAWAATCTBaHe 3a NPoAbikaBaHe Ha
TepanusiTa — B EKCMepTHOTO CTaHOBULLE 33JBIDKUTENHO Cé KOMEHTUPa AMHAMWKaTa Ha NMPOMEHUTEe B CpPaBHEHUE C W3XOAHOTO M3CneABaHe 3a
HacTosLarta Tepanus
2 pelweHue no Alp.Ne38 ¢ oTpaseHa epeKTUBHOCT MO NoKa3aTenu oT MPUNaraHoTo neyeHue
® eKCMepTHO CTaHOBMUWE C OTpaseHa e(EeKTUBHOCT MO nokasaTenu OT NpunaraHoTo nevexne. CTaHOBMILETO Ce u3dasBa OT MOCTOSIHEH
eKMNepTeH CbBET M0 HEBPOMOrus.
* yaocToBepsiBa Ce C MOANWUC Ha CNeunanicTa B NpuoXeHue 1 Ha HACTOSILLNUTE U3NCKBAHUSA

[. Kputepun 3a npeMyHaBaHe Ha Tepanus OT €4uWH KbM APYr NIeKapcTBEH NPOAYKT OT MbpBa NIUHUSA (3aALIKUTENTHO
€ HanuM4ueTo Ha Kputepui 4 u kputepun 1 u/vnum 2)

1 | Hanuuue Ha HOBM NJIakKu U NPOrpecusi Ha AaHHuTe oT MPT'

Jlunca Ha KNMHUYHa ePeKTUBHOCT OT NeYeHMeTO (40 ABa NPUCTbNa 3a eHa roauHa) %

Mpu Hanuuue Ha HeyTpanu3upally aHTuTena -

Nunca Ha CTpaHUuYHU ePeKTI U U3KNIoUBaLLM kpuTepum no T. E *

AT W|N

opuruHaneH uw UM noanucaHo u 3asepeHo konve oT MPT ¢ gaBHoCT A0 6 mMeceua KbM jatarta Ha KaH4uAaTCcTBaHe 3a NpojbiikaBaHe Ha
TepanuaTa
enukpuan oT BONHUYHO neveHne ¢ Homep M3 (JOKyMEHTUMpAHWUTE MPUCTBLNN C ENUKPU3M 334 BLIDKUTENHO Aa CbAbPXaT MHMOPMaUNS OTHOCHO
NPOBEAEHO NEYeHue ¢ KopTukocTepouan B Ao3a oT 500 go 1000 mr pHeBHO 3a cpok OT 3 A0 5 AHu.). Pewenue no Allp.Ne38 c oTpaseHa
ePEKTUBHOCT MO NOKA3aTENM OT NpUNaraHoTo neyenve. KomeHtupa ce guHamukara Ha MPT npomeruTe B CpaBHEHUEe C U3XOLHOTO U3CNEeABaHE.
® 324 LMKUTENHO CE NpUNara opuriHanHa 6naHka unn 3aBepeHo Konue (BannaHo e 1 U3CNIEABaHe BNMCAHO B ENUKPU3a OT GOMHUYHO NeveHue)
YAOCTOBEpsiBa Ce C NOAMUC Ha CneumannucTa B NpunoxeHne 1 Ha HaCTOALUTE N3UCKBAHUS

E. USKNKOYBALLU KPUTEPUU (npu 3anouBaHe U Npu npoagbikaBaHe Ha fie4eHUeTo)
1. 30J1 ¢ BTOpPUYHO-Nporpecupalla (C usknyeHme Ha nauneHTn ¢ 6up3 xo4 Ha nporpecus 3a Interferon beta-1b)
1 MbPBUYHO-NpOrpecupatla Ha 6onectra

2. 30IJl c pekoMneHcUpaHo YepHoApoOHO 3abonsiBaHe

3. DBpemMeHHOCT ¥ nakTauus

4. 30J1 c Texka eHOoreHHa genpecust UW/vunu cyuuuauTeT Npeau U No BPEME Ha NeYeHWeTo, MOTBLbPAEHW OT
ncuxuatbp (B T€3M criyyam neyeHneTo moxe ga 6bae npogbmkeHo ¢ Glatiramer acetate unm Teriflunomide).

5. [loBe4e OT eauH NPUCTBLI 3a NEPUO OT ABE rOAVHU

6. YBenuuaBaHe Ha CTeneHTa Ha (yHKUMOHaneH HesponornyeH aecduumt ¢ 1 1. no Kurtzke 3a nepuoa ot eaHa
roguHa.

7. [ocruraHe Ha cTeneH Ha uHBanuausauus 5 no ckanarta Ha Kurtzke

8. 3a Teriflunomide - naumeHTM c Texka ObOpeyHa HeLOCTATLYHOCT, MOAMOXEHU Ha Auanu3a; Texka
XUNOMNPOTENHEMUS

9. 3a Teriflunomide - nauMeHTU CbC 3HAYMMO HapyLleHVWe Ha KOCTHOMO3bYHAaTa (PYHKUUS WNU 3HAYMMa aHemus,
NEeBKOMNEHUs, HeyTponeHus unu TpombounToneHus

10. 3a Teriflunomide - nauneHTn C TEXKa aKTUBHA UHMEKLMS A0 03APABABAHE; TEXKA UMYHOLEPULIMTHN CbCTOSHUS

11. 3a Dimethyl fumarate — egHOBpEMEHHO NPUIOXEHUe Ha APy MPOU3BOAHM Ha dhymapoBsaTta KucenuHa(nokanHo
UNU CUCTEMHO)

12. 3a Dimethyl fumarate — egHOBPEMEHHO NPUMOXEHNUE Ha KUBU BaKCUHU

13. Cepuro3HU CTpaHNYHU peakumy OT NeYEHUETO

14. CucremHo HecnasBaHe Ha neyebHaTta cxema no BuHa Ha 30J1 ¢ npekbcBaHe noeeve oT 3 Meceua

15. BkntoueaHe Ha 30J1 B KNMHWUYHO NpoyyBaHe

16. lMpuapyxaBawim XpOoHWYHU 3abonsiBaHWS, KOUTO CKbCSBAT MPOABIMKUTENHOCTTAa Ha XMBOTa (ankoxXonu3bm,
OEMEHLMS, MCUX03N, 3NI0Ka4YeCTBEHU HOBOODPpa3yBaHusi, KOUTO HE Ca B PEMUCUS)

17. [octuraHe o Bb3pacT 59 roguHu n nunca Ha akTMBHOCT Ha 3abonsiBaHETO Npes nocnegHuTe 2 roaviHn

18. lNposexagaHo nevyeHne CbC CTBOMOBM KNETKM

19. He no-manko OT neT roAvHu criej npoBeaeHa eHAoBackynapHa Tepanust (BeHO3Ha MO3b4Ha aHrmonnacTvka unu
cTeHTupaHe), curn.BAAJIMC, nekemepu 2011r.

OTroBaps Ha KPUTEPUUTE 3@ MIEYEHUE C e BOHEBHA 032 ..................
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NPUNOXEHUE 1B

NACT 3A ONPEOENAHE HA KPUTEPUUTE NPU USOABAHE HA MPOTOKOJTU 3A MPOBEXOAHE HA NEYEHUE HA
BOJHU C NPUCTBMNHO-PEMUTEHTHA MHOXECTBEHA CKJTIEPO3A
(dumemurncpymapam, puHzonumod, Hamanudymab, okpenudymab, knadpubuH, anemmy3symab)

3ab6enexka: Ombenisissa ce nekapcmeeHusim npodykm, 3a kolimo ce kaHOudamcmea.

Wvee: [erh] [ [ [ [ [ [ [ [ [ |

3abenexka: MeouyuHckama OOKyMeHmayusi, ydocmosepsisawia eCeku om Kpumepuume e focoyeHa ¢ yugpa e uHOeKC u 3adbrKumenHo
npudpyxasa HaCMOSU,0MO NPUSIOKEHUE.

3a6enexka: Mpu usvyepnsaHe Bb3MOXHOCTUTE Ha MOHe ABa MeAUKaAMEHTa OT NMbpBa NMUHUA, MOXe fa Ce NPeMUHEe KbM Te3n oT BTOpa
NUHUA.

A. Kputepum 3a 3anoyBaHe Ha MbPBU KYPC feYeHUe C NeKapcTBeH NPOAYKT OT BTOpa NUHUA (3aABIMKUTENHO e
HarM4MeTo Ha BCUYKMN KpUTEpUm)
1 MNMoHe ABa AOKYMEHTUPaHU NPUCTBLNA 3a NpeaxoaHaTa roguHa Ha neyeHue C NeKapCTBEHU NPOAYKTY OT NbpBa
NWHUS U BROLLIABAHE Ha HEBPOMOTMYHUA AedULMT No Kurtzke'

2 | Hanuuue Ha aKTUBHM NMaku U nporpecusi Ha aaHHuTe ot MPT ¢ KoHTpacT :

3 | CreneH Ha cbyHKUMOHAnNEH HeBponoruyeH ageduumnt Ao 4 1. no Kurtzke #

4 | Nunca Ha usknouBawm kputepumn no 7. J *

~TaHaMHECTUYHUTE AaHHM, KNMHWYHATA CUMATOMATIKA 1 EBOSTIOTUBHIS X0 Ce OnucBaT B pelueHneTo no Allp.Ne38 . [lokyMeHTupaHuTe NpucTsbnu ¢
EnVKPN3N 334 BIDKUTENHO 43 CbAbPXaT UHHDOPMALIS OTHOCHO NPOBEAEHO NEYEHUE C KOPTUKOCTEPOMAN B A03a oT 500 4o 1000 mr AHEBHO 3a CPOK
oT 3 40 5 aHu.
2op|,1rMHaJ'u=:i~1 ¢huLl nu nognucaHo n 3aBepeHo konve oT MPT ¢ KOHTpacT ¢ AaBHOCT 40 6 Mecela - B peluenueTo no Allp.Ne38 3agbnxuTtenHo ce
KOMEHTUpa AMHaMUKaTa Ha NPOMEHNTE B CpaBHeHue ¢ npejwectaaiio MPT uscnessaHe npes nocnegnute 12 meceua
® oTpaseHa ckana Ha cumnTomaTukaTa u oueHka no Kurtzke B pelenneto no Allp.Ne38. CteneHTa Ha (OyHKLMOHaNEH HeBPOMoruyeH aeduunt
ce onpeaensi e4uH Mecel crnea AOKYMEHTUPaH NpucTb.
*ynocToBepsABa Ce C NOAMUC Ha CneunaniucTa B NPUNoXeHue 1 Ha HaCTOALLMTE M3UCKBAHMS

B. Kputepum 3a npoabrikaBaHe Ha TepanusaTa Npy BCEKWU MocneaBall WeCcTMeceyeH MPOTOKON (3aAbIMKUTENHO e
HarM4YneTo Ha BCUYKU KpUTEPUHU)

1 | Nlunca Ha noBeye OT 1 MPUCTBLN 3a Nepuoz OT LWeCT mecela 1

3a/bp)KkaHe Ha NOKA3aTenuTe Ha (yHKUMOHAMNHMUS HEBPOMOruYeH AeduumT

2
3 | Nunca Ha cTpaHU4HK edheKT U u3KMNYBalWwm kputepum no T.E °
T

ambynaTopeH NUCT OT NPoCneAsBalLlusi HEBPOJIOr C OTpPa3fABaHe Ha OCHOBHATa Tepanusi, KOATO & NpoBexAaHa npe3 nepuoja u pasBuUTUETO Ha
cumnTomaTukaTa Ha Gonectra
2 pewweHue no Alp.Ne38 ¢ oTpaseHa echeKTUBHOCT NO NOKA3ATENM OT NPUNAraHOTO NEYeHue.

YAOCTOBEPABA CE C MOAMNUC Ha CneuuannucTa B npunoxexnue 1 Ha HaCTOSLMTE N3NCKBAHUA
3a6enexka: Mpu NbPBOTO KAHAWAATCTBAHE 3a NPOABIIKABaHE Ha TepanusTa ¢ PUHIONUMOA Aa Ce NPUNOXaT KOHCYNTauus OT 0TanMonor n opuriHanHa onarka
UNK 3aBEPEHO KOMKUe OT W3CNeaBaHe Ha YepHOAPOOHN EH3MMK Ha 3 Mecel OT 3anoyBaHe Ha NeYeHneTo.
Mpy NbpBOTO KaHAUAATCTBaHE 3@ NPOABINKABaHE Ha TepanuaTa ¢ [uMeTundymapar 4a ce NpunoxaT OpUriHanHu Gnaxku unu 3aBepeHn Konus OT U3CneaBaHns Ha
ypes, KpeaTUHWH U YEPHOAPODHYM EH3UMI Ha 3 MECeL| OT 3ano4YBaHe Ha NEYEHNeTo.
Mpw kKaHAMAATCTBaHE 3a NpoAbinkaBaHe Ha TepanusTa ¢ Hatanusymat cnej eaHOroAWLLHO NeYerne ce npunarart v uscneasanua 3a aHtutena cpewly JCV n MPT.
30/, kouto ca JCV oTpulatenHu morart ga npoabmxar NnedeHneto ¢ Hatanusymab cnep npoBeAeH ABYroAvlLeH TepaneBTUYEH Kypc npu npocneassare Ha JCV
aHTuTenara Ha Bceku 6 meceua u nposexgaHe Ha MPT uscneasaHe C KOHTPacCT Ha BCeku 12 meceua.
301, kouTo ca JCV nonoxutenHu Morat aa NPoOABLITKAT NneverneTo ¢ Hatanuaymab cnea nposefeH ABYroAuLLIEH TEPaneBTUYeH KypC Camo ako NonauTte Hajasuwasat
puckoseTe. Heobxogumo e MPT uscneasaHe C KOKTpacT ¥ npocnegssaHe Ha JCV aHTuTena Ha Bceku 6 meceua.
Mpu NbpBO 1 NOPEeAHO KaHAMAATCBaHE 3a Tepanus ¢ Knaapubun u AnemTy3ymab — aa ce npunoxat HeoOX0aMMUTE n3cneaBsaHns cnopes npunoxedve 2, Tabn 2.

B. Kputepuu 3a npoabrikaBaHe Ha Tepanusita cnef 3aBbplieH 4-roguiieH Kypc — 3a HaTanusymab, douHronumog,
AUMeTUN hymapaT 1 oKpenuaymab (3agbIDKUTENTHO € HaNMYMETO Ha BCUYKU KPpUTEpUHM)

1 | Nunca Ha akTUBHU NNakKu U Nporpecust Ha aaHHUTe oT MPT ¢ KoHTpacT !

Jlunca Ha noBeye oT ABa NpUCTHLNA 32 4 rOAUHU £

3aabpxaHe Ha PyHKLMOHANHUS HEBPONOTMYEeH AeULUT °

Jlunca Ha cTpaHu4HM edheKTU U U3KNYBaLWM KpuTepun no 7. E 4

opurnHaneH uw unm nognucaHo u 3aeepeHo konve ot MPT ¢ KOHTpacT C A4aBHOCT 40 6 Mecela NpPeAu KaHAUAATCTBAHETO — B EKCNEPTHOTO
CTAHOBULUE 33ABIKUTENHO Ce KOMEHTVPA AVHAMUKATa Ha NPOMEHNUTE B CPABHEHNUE C USXOAHOTO M3CneABaHe

peweHue no Allp.Ne38 ¢ oTpaseHa ehekTUBHOCT NO NoKasaTenu OT NPUNaraHoTo NeYeHue.

€eKCNepTHO CTaHoBMULUEe C OTpa3eHa ereKTMBHOCT no nokazatenu OT npunaraHoTo nedYeHue. CTaHOBMuJ.eTO ce usaaBpa OT NMOCTOSAAHEH
€KnepTeH CbBeT N0 HEBPONOrus.
4y,El.OCTOBeplea ce Cc noAgnuc Ha cneynanucra B NnpunoXxexHue 1 Ha HacToAawunTe N3NCKBaHusa

AW

9

V3NCKBAHNA HA H3OK MNPU NEYEHUE HA MbPBUYHO-NMPOMPECUPALLA U MPUCTBLMNHO-PEMUTEHTHA MHOXECTBEHA CKNEPO3A C
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NPUNOXEHWE 1B

I". KpuTepum 3a npoabrkaBaHe Ha TepanusaTa crief 3aBbplleH 6-roauIEeH Kype U creA 3aBbplueH 12-roavieH Kypc
- 3a HaTanu3yMma6, pMHronMMoa, AMMeTUN hyMapaT U OKPenu3aymab (3aALIMKUTENHO @ HAaNM4MEeTO Ha BCUYKM KpUTepum)

1
INunca Ha HOBM NNaku U nporpecus Ha gaHHuTe ot MPT ¢ koHTpacT

2
Jlunca Ha noBeYe OT ABa NpucTbNa 3a nocnegHure 2 roauHu

3aabpxaHe Ha (OYHKLMOHANHUSA HeBpoOrormyeH aecpuuur .

4
Jlunca Ha cTpaHUYHM edheKTU U U3KITHYBaLLM KpuTepun no 1. E

SRR SIS

opurnHaneH q)VIIJJ wnu nognucaHo u 3aBepeHo konue oT MPT ¢ KOHTpacT C AaBHOCT AO 6 meceua KbM jaTara Ha KaHAuAaTCTBaHe 3a

NPoALMXaBaHEe Ha TepPanusTa — B eKCNEPTHOTO CTAHOBWULLE 3aABIKUTENHO C& KOMEHTUPa AUHAMUKaTa Ha NPOMEHUTE B CPaBHEHME C U3XOAHOTO
n3cnejBaHe 3a HacToswaTa Tepanus

2 pelenue no Alp.Ne38 c oTpaseHa ePEKTUBHOCT MO NOKa3aTen OT NPUNaraHoToO NeyeHue.

® eKCMepTHO CTaHOBMIE C OTpaseHa edeKTUBHOCT MO nokasaTenu OT NPUNaraHoTo neveHue. CTaHOBUWETO Ce M3aaBa OT MOCTOSHEH
EeKMepTeH CbBET N0 HeBPONOrus.

*ynocToBepsBa Ce C NOANUC HA CMIELManuCcTa B NPUNoxeHue 1 Ha HacTOSLLNTE U3NCKBAHMS

L. Kputepum 3a npeMuHaBaHe Ha Tepanusi oT AUH KbM APYr NEeKapCTBeH NPOAYKT OT BTOPa NUHUA (3aALINKUTENTHO
€ Hanu4ueTo Ha kputepuu 3 u 4 u kputepuin 1 n/vnu 2)

1 | Hanu4ue Ha HOBU NIaKU U NPOrpecust Ha JaHHUTe oT MPT'

Jlunca Ha KnuHUYHa ePeKTUBHOCT OT JIeYeHMETO (A0 ABa NPUCTbNa 3a ejHa ronHa) -

2

3 | 2-meceueH nepuoa Ha U34YUcTBaHe

4 | INunca Ha cTpaHU4YHU edbeKTU U U3KNYBalm Kputepun no 7. E .
T

opuruHaneH v 1M NOANUCaHO U 3aBepeHo Konue ot MPT c aaBHoOCT 40 6 Meceua KbM AaTarta Ha KaHAuAaTCTBaHe 3a NpoAbiiKaBaHe Ha

TepanuaTa

2 enukpua oT BONHUYHO NeyeHne ¢ Homep W3 (JJoKyMEHTUPaHWTE NPUCTBLNN C ENUKPU3N 33ABIKUTENHO Aa CbABPXKAT UHPOPMALUNA OTHOCHO
NPOBEAEHO neyeHne C KopTukocTepouau B fo3a ot 500 Ao 1000 mr fHeBHO 3a cpok oT 3 Ao 5 aHu.) Pewenne no Allp.Ne38 c oTpaseHa
eheKTUBHOCT O NnokasaTenn OT NpunaraHoTo feYeHue.

®yaocToBepsiBa ce C MOANUC Ha CeLManicTa B NPUNoXeHne 1 Ha HACTOALLMTE U3NCKBAHNS

E. U3KNOYBALLU KPUTEPUU (npu 3anoyBaHe u Npu NpoAbINKaBaHe Ha fie4eHneTo)

1. 30IJl c BTOpUYHO-NporpeaveHTHa hopma Ha Bonectra

2. [lsa u noBe4e OOKYMEHTMPaHU NpuUcTbNa 3a nepuof ot 1 roguHa Ha hoHa Ha nedYeHue C NeKkapcTBeH NPOAYKT OT
BTOpA NUHUSA

3. YBenuuaeaHe Ha CTeneHTa Ha (hyHKUMOHaNeH HeBpornoruyeH gecduumt ¢ 1 1. no Kurtzke B cpaBHeHWe C oLeHkaTa npu
BKITIOYBAHE B nporpamarta Ha hoHa Ha fieyeHne ¢ nekapcTBeH NPOAYKT OT BTOpa NNHNA

4. bBpeMeHHOCT 1 nakTauus

5. [lauueHTu c uMyHOAEULMTEH CUHAPOM UNU NPOBEXALLM UMYHOCYNPECUBHA Tepanus

6. [porpecuBHa MynTudokanHa eHuedanonatns

7. AKTUBHU OCTPY UMK XPOHUYHY UHEKUMN — xenaTuT, Tybepkynosa

8. Heonpasmu, C USKMIOYEHUE Ha KOXEH BasanHoKneTbyeH KapLyHom

9. Texko YyepHoapoOHO unu 6v6peyHo 3abonsiBaHe

10. 3a Fingolimod - nauveHTn ¢ AV 6510k BTopa cTeneH Tun Mbobul 2 unu no-eucoka creneH AV 6nok,cuHApom Ha GonHus
CUHYCOB Bb3En Wny CuHoaTpuaneH cbpiedyeH Gnok,aHamHesa 3a cumntomaruyHa Gpagukapavs unu nosTapsily ce
CMHKOTT; UMK MpU MaLMeHTU CbC 3HaAYUTEnNHO yabmxkasaHe Ha QT uHTepBana(c > 470 ms npu xeHn n > 450 ms npu
MbXe)

11. 3a Fingolimod - neyeHue C aHTUAPUTMUYHU MeKapcTBEHW MpoAykTw knac la (chinidine, disopyramide) unu knac lll
(amiodarone,sotalol),6eta Gnokepu,MoHWXaBaliM CcbpaeyHata 4Yectota Onokepu Ha  Kanuuesute  KaHanu
(verapamil, diltiazem unu ivabradine) unu gpyru BeLLeCTBa KOUTO MOraT ga NOHMXKAaT cbpaeyHata yectota (digoxin,
aHTUXONMHECTEPasHM cpeacTea unu pilocarpine)

12. 3a Dimethyl fumarate — egqHOBpPEMEHHO NPUNOXKEHUE Ha APYrY NPOU3BOAHU Ha dyMapoBaTa KUCENUHA(MOKanHo unm
CUCTEMHO)

13. 3a Dimethyl fumarate, Cladribine, Alemtuzumab u Ocrelizumab — egHOBpEMEHHO MPUNOXEHNE Ha XNBU BAKCUHU

14. 3a Cladribine, Alemtuzumab u Ocrelizumab — uHekuusa ¢ YoBeLukust umyHodeduunTeH supyc (HIV)

15. 3a Ocrelizumab - CD4 numdouutu < 250 mcl

16. HekoHTponupaHa xunepToHus

17. XpoHuyHa obcTpykTBHa 6GenoapobHa Gonect

18. benoapobHa dmbposa

19. CBpPbX4yBCTBUTENHOCT KbM aKTUBHOTO BELLECTBO UMW KbM HSIKOE OT NOMOLLHUTE BeLLecTsa

20. BkniousaHe Ha 30J1 B KNUHWUYHO Npoy4YBaHe

21. [eua v oHowM Ha Bb3pacT nog 18 roaunHu, ¢ nsknoveHune Ha Fingolimod.

22. [ocTturaHe Ao Bb3pacT 59 roauHu 1 nunca Ha akTUBHOCT Ha 3abongaesaHeTo Npes nocneaHuTe 2 roanHu

23. [octuraHe Ha nuBanugHoct no Kurtzke 5

OTroBapsi Ha KPUTEPUUTE 33 FIEYEHUE C oo B AHEBHA 0338  ..................
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NPUNOXEHUE 2

. NEYEBHO-OAUATHOCTUYEH ANTTOPUTBM
1. IEKAPCTBEHW NPOOYKTWU, BkntoueHu B Mpunoxenue 1 Ha MIJC, kouto H3O0K 3annawa B cCbOTBETCTBUE C
[encTBalmMTe HOPMaTUBHU OOKYMEHTHU.

Tabnuua 1

INN MKE ONPAHUYEHUA
INTERFERDE BEZA-1A G35 . Pwia vian 2 roammt — cawio sa Rebit
INTERFERON BETA-1B G35 =  nuua Hag 16 roavHu
PEGINTERFERON BETA-1A G 35 =  nuua Hag 18 roanHu
GLATIRAMER ACETATE G 35 =  nuua Hag 18 roauHu
FINGOLIMOD G35 =  nuua Hag 12 roavHm ¢ Terno Hag 40 kr
TERIFLUNOMIDE G35 = nuua Hag 18 roanHu
DIMETHYL FUMARATE G35 = nuua Hag 18 roguHu
NATALIZUMAB G35 = nuua Hag 18 roguHu
CLADRIBINE G35 =  nuua Haa 18 roanHn
ALEMTUZUMAB G35 = nuua Hag 18 roguHu
OCRELIZUMAB G35 =  nuua Hag 18 roavHun

3abenexka: Jleyenneto ¢ PEGINTERFERON BETA-1A u DIMETHYL FUMARATE npe3 nbpBusi Mecell ce NpoBexaa ¢ TUTpupalia aosa.

2. MPOCIIEOABAHE

MME: [eH] FEl | 1 [l | | |
Tabnwuua 2
U3CNEOBAHUA n KOHCYNTALIUA* U3XOOHWU | HA 6 MECELA HA 12 MECELUA
CreneH Ha PyHKLUOHANEH HeBponornyeH aecuuut no Kurtzke v v v
MocneaeH npucTsbn v v v
MarHuTHo-pesoHancHaTa Tomorpadus /MPT/ ¢ koHTpact v
MKK ¢ OKK( 3a alemtuzumab — exemeceueH koHTpon A0 48 meceua cnej v v v
nocnegHara nHgysus)
CD4 numcbounTy (camo 3a ocrelizumab) v v v
CRP B uncpoBo uspaxexue v v v
TSH( 3a interferon beta-1a, interferon beta-1b 1 camo 3a alemtuzumab — koHTpon v npv abHOPMHO
Ha BCekun 3 meceua A0 48 mecela cnep nocneaHara uHaysus)) M3XOAHO HUBO

3a IFN-188
ASAT (He 3a glatiramer acetate) v v v
ALAT(He 3a glatiramer acetate) v v v
Ypes (He 3a glatiramer acetate) v v v
KpeaTuHuH (He 3a glatiramer acetate) ( 3a alemtuzumab — exemeceyeH KOHTPON A0 v v v
48 meceua cnej nocnegHaTa UHy3usa)
Bunupy6buH (3a nekapcTBeHu NPOAYKTU OT BTOPA NUHUSA) v v v
YpuHa - 6enTbk U cegumeHT( 3a alemtuzumab — exemeceyeH KOHTpon Ao 48 v v v
MeceLla cnej nocnegHara nHysus)
KoHcynTauus cneumanucT ovHu 6onectu(camo 3a fingolimod) v
KoHcynTauus cneunanucTt kapauonor(camo 3a fingolimod) v
EKI" moHuTOpUupaHe 10 6 Yac npu 3anoyBaHe Ha TepanusaTa (camo 3a fingolimod) v
CbpaeyHa dpekBeHuusi(camo 3a glatiramer acetate) v v v
CkpuHuHr 3a xenatut B u C (3a cladribine,alemtuzumab u ocrelizumab u no v v v
npeueHka 3a octaHanuTe oT BTopa NMHUA)
CkpuHuHr 3a Ty6epkynosa (3a cladribine,alemtuzumab u ocrelizumab u no npeueHka v v v
32 OCTaHanuTe OT BTOpa NIMHUS)
CkpuHuHr 3a HIV (3a ocrelizumab n no npeueHka 3a octaHanute oT BTOpa NMHUSA) v v v
CkpuHuHr 3a HPV (no npeueHka)
AxTuTena cpewyy VZV(camo 3a fingolimod, cladribine n alemtuzumab) v
AxTutena cpewy JCV(3a natalizumab) v
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WN3cneaBaHe Ha eBOKMPaHU CyXOBM U 3pUTENHU NOTEHLan1(camo 3a nekapCcTeeHn v
NPOAYKTU OT MbpBa JIMHUSA)

TuksopHo nacneasaHe( 3a ocrelizumab 1 nekapCTBeHN NPOAYKTM OT MbPBA NINHNSA) v

* 3afLIMKUTENTHO Ce NPeACTaBs NONbIIHEHa C pe3ynTaTuTe OT M3creABaHMATa Tabnuua 2 Ha NPUIIOXeHWe 2, BKMIOYBALLA W NPeaXoaHUTE
W3CNEABAHNA U Ce MpUnaraT OPUrMHaNHW GraHKWM Wnv 3aBepeHu konus oT nabopaTopHW W3CrneaBaHus (Mpu Hanmuune Ha xocnuTanu3auus C
AaBHOCT 40 1 Mecel| /10 U3AaBaHe Ha NPOTOKONa Ce Npunara 3aBePeHo Konue OT enukpuaa ¢ Homep U3).

JlaTa: ..oooeiii JlexyBai nekap:

1l. OBLUM USNCKBAHUA

1. Bb3pacroBaTta rpaHuua ce U34YucnsiBa B HaBbPLUEHU FOANHN - T.€. BKIIOYATENHO KbM AaTaTa Ha usjaBaHe Ha npoTokona ot
crieyvanusvpaHara KoMmcus.

2. MNpu HasHa4yaBaHe Ha Tepanus No MPOTOKON 3aAbIMKUTENHO Ce CbobpasaBaT Bb3PacTOBUTE OrpaHUYEHUs], CbIMAacHO KpaTkaTa
XapakTepUCTKa Ha CbOTBETHUS NIEKapCTBEH NPOAYKT, yTBbpAeHa no peaa Ha 3MXM.

3. H3OK He 3annauia neyeHne U3BbH ykasaHata Bb3pacToBa rpaHuLa B KpaTkaTa XxapakTepucTuka Ha npoaykTa.

4. H30K He 3annatia neyeHve C 403K Hag MaKCUMAIHO paspeLleHnTe no KpaTka XxapakTepucTuka Ha NpoaykTa.

5. B cnysait Ha HacTbnuna nojo3uWpaHa HexXeraHa NekapcTBeHa peakums, nekapart yseaomssa WMAJT no pega wva un. 184 ot
3MMNXM. Konve oT cbobLieHneTo ce npunara KbM MeguLuHckaTta aokymeHTaums Ha 30J1 npu kaHaaaTCTBaHe 3a NeYeHue.

6. MPU CNELUMAJIUCTA, cbrn. un. 218 B, 1. 1 ot HP[] 3a meauumHckuTe aenHoctu 2018 r. (06H., 1B, 6p. 28 01 29.03.2018 1.;
uaM. u gorn., 6p.34 ot 2018r., 6p.4 ot 2019r.), Ha 30JI, Ha KouTO ca u3gaBaHu MPOTOKONM MO peda Ha HacToswwuTe
W3UCKBaHUSA, cneiBa Oa ce npurnaraT BCUYKM Heo6XoAUMM OOKYMEHTU KaTo: ambynaTopHUTe NUCTOBE OT U3BbPLUEHUTE
nperneay, BTOPUAT €K3EMNNSP OT M3LafeHWTe MPOTOKOMM, KOMUsi OT enuKpU3W, Konus OoT peweHus no Allp. Ne38, kouto ca
OCHOBaHME 3a W3JaBaHe Ha MPOTOKOM, BCWYKM W3UCKBALLM Ce M3Cre[BaHus, Kormue OT npunoxeHue 1 Ha HacToswwuTe
U3UCKBaHUsI MOMBMHEHO NO CHLOTBETHATA TOYKA, NOANUCAHO OT CrneuvanucTa, usgan npoTokona.

7. CNEUMANU3NPAHATA KOMUCUSA uspnasa Pewenne cren npoeeaeHa AmbynatopHa npoueaypa Ne 38 ,OnpenensHe Ha
nrnaH Ha feyeHue U NpocneasiBaHe Ha TepaneBTUMHUS OTroBOP NpU MauWeHTH, nonyyasally CKbMOCTPYBALLM NEKapCTBEHU
NPoAyKTM Mo peda Ha un. 78, T. 2 330 Ha ocHoBaHue 4n. 53 u yn. 303 oT HauuoHaneH pamKoB ACTOBOP 32 MeAULMHCKUTE
JenHocT mexay HauuoHanHata sgpaeHoocUryputeniHa kaca v Bbrrapcku nekapcku cbio3 3a 2018r. (obH., B, 6p. 28 ot
29.03.2018 r.; uam. u# gon., 6p.34 ot 2018r., 6p.4 ot 2019r.) u npepoctaBeHa ot 30J1 MeaAUUMHCKAa AOKYMeHTauwus.
CneumnanuanpaHaTa KOMUCUA CbxpaHsiBa eanH eksemnnsp oT Pelenuneto. MNpu nsaaeaHe Ha npotokon Ha 30J1, cbxpaHssa
BTOPU EK3EMIMIISP Ha NMPOTOKONa, BCUYKM HEOOXOAUMY JOKYMEHTU 32 U3AABAHETO My U KOMue OT npunoxeHue 1 Ha HacToswmuTe
U3UCKBaHMSI, NONBLITHEHO NO CLOTBETHATA TOYKAa U NOANMCaHO OT YNIEHOBETE Ha cneuuanuanpaHara KoMucus.

Hacmoswume u3uckeaHusi ca paspabomeHu Ha ocHosaHue 4n. 58 om HayuoHaneH pamkoe 002080p 3a MeOUUUHCKUME
deliHocmu mexdy HayuoHanHama 30pasHoocuzypumenHa kaca u bbnzapcku nekapcku cbto3 3a 2018z. (06H., 1B, 6p. 28 oT
29.03.2018 r.; uam. u gon., 6p.34 ot 2018r., 6p.4 ot 2019r.), enuszam e cuna om 15.05.20192. Ha ocHosaHue peweHue Ne P[]-HC-
04-38/08.05.20192. u ommeHsim Odelicmsawume u3uckeaHus, 8 cuna om 15.05.2018z2. Ha ocHosaHue peweHue Ne PO-HC-04-
28/03.05.2018e.
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NPUNOXEHWE 3

OEKNAPALIMS 3A UHOOPMUPAHO CBITIACUE C USUCKBAHUATA 3A 3ANOYBAHE/ NPOOBIIXABAHE HA
NEYEHMETO C NEKAPCTBEHUA NPOAYKT

criel kato Ce 3anosHax C usnata MU npefoctaseHa UHGoOpMauMs M UenTa Ha MevYeHneTo C  NeKapCTBeHUs
HOONISE s SO S S 1 cnea KaTo Mofyuywx uadeprnaTtenHu OTroBOpu Ha
NOCTaBEeHWUTE OT MEH BbMNPOCU, AEKNApUpam Ye:

1. Tlpes nocriefHNTe MET roAVHN MU € NPOBEXAAHO WHBA3UBHO NMeYeHNe - BEHO3Ha MO3bYHa BanoHHa aHruonnactvka uim

CTEHTUpaHe.

AA HE

Hamam pUTbMHU 1 NPOBOAHU HApPYLLEHUS.
He cbM npekapan/a xeprnec 30cTep eHuedanur.

UJ,e crnaseam npenopbyaHaTa My CXema Ha nie4yeHue 1 nepuoanyHOCT Ha KOHTPONHUTE nperneaun.

ok ODN

PenoBHO Lie ce siBABAM Ha KOHTPOMHU MperneayM U HaMa [a MPOMEHSIM CamMOBOSHO WM MoA ApYro BHyLUEHUE

HasHayeHaTa My Tepanus.

6. [lpu NpeycTaHoBsBaHE Ha NEYEHUETO MO MPUYMHY, HENPOU3TUYALLIW OT pelleHneTo Ha KomucuaTa 3a ekcneptuan 8 P3OK
w/vnu KomucusaTta no un. 78, 1.2 ot 330, we ysegoms HezabaeHo nuuuus cu nekap u P30OK u we BbpHa B P30OK
nocrnegHus NPOTOKOS, MO KOWTO CbM nornyyasarn/a nekapcTBEHUS NPOAYKT.

7. Tlpu HecnasBaHe Ha MOCOYEHUTE YCNOBUA NMEYEHUETO MU C YNOMEHaTWUs NEeKapCTBEH NMPOAYKT lie Obae npekpaTeHo u

HsaMa Ja uMam npeteHumn kbm H3OK.

3abenexka:
e [lpu neveHue c niekapcmeeH nNpodyKm om mbpea NuHUs 3adb/mkumerHo ce nonbneamm.1, 4,5, 6 u 7.

o [lpu nedeHue ¢ nekapcmeeH nPodykm om emopa fuHUsI 3a0bIIKUMESTHO Ce MOIMLI8am 8CUYKU MOYKU.
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