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NPU U3OABAHE HA NMPOTOKOJIN 3A MPOBEXAAHE HA JIEYHEHWUE HA HCV NMPU BONHW HAL 18
FOAULLHA Bb3PACT CbC CTAHOAPTHA (ABOUHA) TEPAMNWA - NEM UHTEP®EPOH U PUBABUPUH

MpoTokonbT ce u3gasa OT CMELUManUCTW - racTPOEHTePOorio3n OT cheuuanusvpaHa KoMucusi B neveGHU 3aBefeHUs 3a
GonHuyHa nomouy, cknouunu aorosop ¢ H30K. CneunanusupaHuTe koMMcUM Ce Cb3aaBaT CbC 3anoBes Ha AVpPeKTopa Ha
neyebHoTO 3aBefeHve B cniegHuTe J13: FacTpoeHTEpONorMyHa KnNuHuka B YHuBepcutetckute Gonuuum B rp. Cocbus, Mnosams,
Bapna, Mnesex, Ctapa 3aropa, BMA — rp. Cocusi, MV — MBP — rp. Cocous, MBAJT “Tokyaa Bonnuua Codums”, YB ,JloseHel”,
MBAN ,Codusimen” — rp. Cocous.

1. PE[] 3A 3ABEPABAHE HA MPOTOKONUTE

MpoTokony 3a 3anoyBaHe Ha TepanusTa

= [ToNbAHEHO U NOANMCAHO NpUroXeHue 1 — NUCT 3a onpeaensiHe Ha KpuTepunTe (No
T.A) C BCUYKM HEOBXOAUMMN n3cneaBaHus

= ETanHa enukpu3a, BKNioYBaLla BCUYKW U3CneaBaHns 3a npeaxoxaawmre 6 meceua
no Ta6nmua"ra 3a npocnegsisaHe Ha npuroxexHuve 2 (npunaaam Ce U Ha opueuHalsiHa
CMNELUUATNU3NPAHA 6n1aHKa unu 3agepeHo Konue)

KOMUCUS |—» | = ExcnepTHO cTaHOBMLIE C iCHA MEANLIMHCKA MOTUBALMS (3a4bIIKUTENHO ce
oTbens3Ba nUNca Ha U3KMIYBaLLM KPUTEPUK (MOONUCAHO OM BCUYKU YIEHOBE Ha
creyuanusupaHama KoMUcUs)

/ = “[poTokon 3a npeanuceaHe Ha nekapcrea, 3annawanu ot H3OK/P3OK” — obp. M3-

H3OK (nodnuca+H om ecuyku 4yneHose Ha crieyuanudupaHama KOMUCUS)

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

MpoTokonu 3a npoabmMkaBaHe Ha TepanusiTa

= [onbnHeHo 1 noanMcaHo npurnoxeHue 1 — NUCT 3a onpefensiHe Ha kpuTepuuTe (Mo
1.B)

= Etanna enUuKpUu3a, BKINYBaLla BCUYKN n3cnensaHusi no TaGnmuaTa 3a npocnegsiaHe
Ha NpunoxeHue 2 (npunazam ce U Ha opuzuHanHa braHka unu 3aeepeHo Konue),
CMELMANU3NPAHA ambynaTopeH NMCT OT NocneaHNa Npernea npu cneuvanuer

KOMUcUs 5> - EKCﬂepTHO CTaHOBMLE C siCHa MeauLMHCKa MoTuBaLus (3aﬂbﬂ)KI/ITeJ'IHO ce
otbenssBa nunca Ha W3Kn4YBaLLuM Kputepumn (nodnucaHo 0m 8CUYKU Y/leHoee Ha
crieyuanusupaHama KoMucus)

/ = “lpoTokon 3a NpeanucBaHe Ha nekapcTea, 3annawanu ot H30K/P30OK” — 06p. M3-

H3OK (nodnucaH om ecuyku 4YrieHose Ha crieyuanu3upaHama KOMUcusi)

Komucus no un. 78, 1. 2 ot 3aBepka Ha
330 B LY Ha H30K —> | npotokona B P30K

Il. OBLLW NONOXEHUA
1. 30J1 nopgaBa noaroTBeHute AokymeHTH B P30K, Ha TepuTopusiTa Ha KOSITO € Hanpasumno usdop Ha OMJ1. [okymeHTuTe
BKMIOYBAT:

1.1 3asBnenue o [Jupektopa Ha P3OK.

1.2 MNonbnHeHo n noanucaHo mpunoxeHue 1. Monbnea ce No cboTBETHATa TOYKa W Ce Mpunara oTpaseHaTa B LMcpoB
VHAEKC MeAMNLIMHCKa AOKYMEHTaLWS, YAOCTOBEPSBALLA BCEKM €AVH OT KpUTEpUMUTE.

1.3 MununaT Habop uscneaBaHus (PU3nKaNHY, UHCTPYMEHTAMNHU U TaBOPaTOPHK), OTPa3eH B NPUNOXEHUE 2.

1.4 “MpoTokon 3a NpeanucBaHe Ha NekapcTBa, 3annawadn ot H30K/P3OK” — 06p. M3-H3OK. Mpunara ce opuruHan Ha
npoToKOna, a MpW KaHAVAATCTBaHe 3a NpoAblkaBaHe Ha TepanusTa Ce NpeACTaBs OPWUrMHANM Ha NPEAXOAHWSt NPOTOKon ¢
0TPa3eHn BCUYKM Ha3HAYeHWS Mo Hero.

1.5 [lexnapauus 3a uHcgopmupaHo cbriacue no obpasew (npunoxeHue 4).

2. P30K npuema AOKYMEHTUTE Mo T. 1 cneA cnpaBka OTHOCHO 3APaBHOOCUrypUTEnHuUs ctatyc Ha 30/1.
3. MbpBUAT 1 BCekM crieqBaly NPOTOKOS Ce u3aasar 3a nepuopg Ao 6 meceua.

YkasaHuATa 3a fie4eHUe Ha NaUMEHTUTE C TPOWHA Tepanus € AaAeHO KaTo AONBLIHUTENHO NPUIOXKEHUE,
HepasfaenHa 4acT oT HacToswuTe U3ucksanusa — MpunoxeHue 3.

=)
1 7¢ 2
u WN3NCKBAHWA HA H3OK MNPU NEYEHUE HA XPOHWYEH BUPYCEH C XEMATWUT MNPW BOJIHU HAZ 18 NOAULLHA Bb3PACT
—Bcuna ot 1 mapt 2014 roguHa
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TIUCT 3A ONPEQENAHE HA KPUTEPUUTE NPU MPOBEXOAHE HA JIEYEHUE HA HCV NMPU BONMHU HAZ 18 TOAULLIHA
BBH3PACT

[Vwe: [eri] | [ 1 [ [ [ [ [ |

3aGenexka: meduyuHckama OOKymeHmauyusi, ydocmosepsiealya 6CeKu Om Kpumepuume e focoYeHa C yugpa 6 uHdekc u 3adwbsmkumenHo npudpyxasea
Hacmosw,omo npunoxeHue.
A. KpuTepuu 3a 3anoyBaHe Ha MbPBU KYPC (3aAbIKUTENHO € HaNW4MeTo Ha BCUYKM KpuTepum)
BuoXUMMYHA aKTUBHOCT: noBuiueH ALAT 1,2 Haj ropHaTa pechepeHTHa rpaHmua npu noHe e4Ho uscneeaxe npu
eXeMeceyHo nNpocreasBaHe B pamkuTe Ha 6 Mecelia unu ¢ubposa B cTeneH noHe F2 npu HopmanHa 6uoxummyHa
aKTUBHOCT
BupycHa pennukaums:
= Anti HCV antutena
= HCV PHK Huso
= TleHotunuanpaxe Ha HCV
* XMCTONOrMYHa aKTUBHOCT: Derneaun Ha YepHoapobHo BbananeHne u hubposa, oLieHeHa onucaTenHo n/unu Ypes
vngekcu (Knodell/ Ischak; METAVIR) 2
Tunca Ha U3KMIOHYBALLM KPUTEpUM MO T. B (NMpU aHaMHECTUYHM AaHHW N0 NOATOYKa 2 oT T. B e HeoGxoaumo fa
Ce NpeAcTaBn eKCNEePTHO CTAHOBMULUE OT NEKyBaLUs NCUXNATLP CNELMANUCT NO NeYeHne Ha 3aBUCUMOCTH) .
THa opurHanHa bnaHka oT NabopaTopust (3aBEPEHO M MOANUCAHO KONME); MPY HaNMuMe Ha XOCNUTANU3aUus ce npunara envkpuaa ¢ Homep 13. CTORHOCTY Ha
ALAT pa ce onpeaenst cnpsamo NpUeTUTE petepeHTHU rpaHnLm 19 3a xeHu 1 30 — Npu MbXe.
2 opurvHaneH uw unu noanvcaqo 1 sasepeHo konue (HCV PHK ce uacneaga ¢ konndectsed PCR)
. opuruHanHa BnaHka OT XUCTONOrMYHO U3cneaBaHe — akTyanHoctTa e A0 4rop. npeau KaHauAaTCTBaHeTo
‘ynocmsepﬂsa Ce C NoANuC Ha cneunanucra B NpunoXxeHuwe 1 Ha HaCTOAWMTE U3MCKBAHWA U Ce npunarart Heo6X0AMMUTE U3cneaBaHUs, KOUTO AoKa3BaT
nMNcaTa Ha M3KMIYBaLM KpUTepUK Mo NoaToukK 6,7, 8, 9, 10,11, 1201 1. B
3abenexka: * [pn Hanuune Ha NpuAPYxXaBalyn 3aBoNABaHNsA, KOUTO Ca KOHTPaUHAWKALMS 33 YepHOAPOGHa Groncus ce M3BbPLUBA OLEHKa PUCK/ NON3a, OTHECEHU KbM
nporHo3ata Ha CBLOTBETHOTO NpPUAPYXasawo 3abonsBaHe. TasuW OUEHKa 3aAbLIDKUTENHO Ce BNWCBa B EKCNEepPTHOTO CTaHOBWLLE. TexH. HeycneweH onut ga e
AOKYMEHTUPAH C XWUCTONOrM4YeH pesynTar, nokassal| HeAOCTaTbYHO KONU4ecTso uepuonpoﬁua TbKaH 3a ajgeksaTHa XWCTONOrUYHa NpeleHka. an AoKasaHa B
MMHAsNoTo YepHOAPOBHa Linposa — Hosa CYB ce u3BbpLIBa NO NPELEHKa Ha NeK.exkun.
b anI CbnbTCTBAWMN 3abonsBaHus e HeoBXxoanMo npoBeXAaHe Ha KOHCyNnTauusa CbC CneunanucT, Nnpean HavanoTo Ha TepanuaTa, KOATO Ce npunara KeM KomnnekTa
AOKYMEHTH. B Hes 3agbmkWTEnHO ce BnWUcBa OLEHKa ﬂOﬂGa/pMCK 3a 05LL|0‘TO CbCTOSIHME Ha nayueHTa OT NpoBeXAAHETO Ha Tepanuata Cneumanncﬂ:r, Aan
EeKCNepTHOTO CTAHOBULLE Ce aHraxupa ¢ npocneanasaHeTo Ha BonHus no BpemMe Ha uanarta Tepanus.
** MNpW HEOGXOAMMOCT OT MOBTOPHO NEYEHUE MPY NUNCA Ha OTTOBOP MNW PENanc Npyu NPeAXOAHO NedeHne & HeobX0AMMO MUHUMYM 6 Mecela OTCTOSHUE OT kpas Ha
NPEAXOAHWS KypC, KaTO NOBTOPHOTO NeyeHne Moxe Aa Gbﬂe CbC CblyaTa unu apyra TepanesTuyHa cxema. I'Ipenopwmenno e npu eanH GoneH pa ce NpoBEAEeHU He
noseye OT ABa neuebHM Kypca - KOMBUHALUS Nerunupan uHTepdepoH i puGasupuH.

B. KpuTepuu 3a npoabmkaBaHe Ha TepanusTa (3aALIKUTENTHO e HalnMYmueTo 1 Ha ABaTa Kputepus)
Hanuuve Ha Hamanenne Ha HCV PHK > 2 log 10 IU/mI B Kpasi Ha 3-51 MeceL} OT Ha4anoTo Ha NEYeHNETO B CPaBHeEHNE
C U3XOAHOTO HUBO (PaHEH BUPYCOMOrUYEH OTroBop)

Jlunca Ha cTpaHU4HU edheKkTU 1 U3KMoYBallLyu kKpuTepun no 1. B 2

T opvruHaneH gy uaK NognMcaHo 1 3asepeHo konue (HCV PHK ce scneasa ¢ konuyectsed PCR)
YAOCTOBEPABA Ce € MOANUC HA CMeLManicTa B NPUNOXeHNe 1 Ha HaCTOALIMTE UINCKBAHUS U Ce MpUnaraT Heo6XxoaMMMUTe M3CNeABaHUs, KOUTO A0Ka3BaT

AMncaTta Ha U3KMIYBaLUW KPUTEPUM No NoaToukM 6,7,8,9, 10,1101 T. B
3abenexka:
= Cnaja Ha HMBOTO Haa 2 log 10 B CpaBHeHMe C U3XOAHOTO HUBO He Ce U3NCKBa Npu GOMHY C reHoTun 4, 5 1 6, KOMTO NonyYasar Lenusi 12 — MeceyeH Kype Ha nevexue.
= [lpu Hanuuve Ha paHeH BUPYCONOTMYEH OTFOBOP NEYEHUETO NPOAbIMKaBa 6 Mec. NPy reHoTMn 2 1 3 v 48 ceamuuy npy reHoTvn 1,4, 51 6.
= [pu GonHu ¢ Hanuuve Ha HCV uHcbekums C nOBEYE OT eAWH reHoTun, GoMHWTe Ce NekysaT Mo Cxemara CbOTBETHA Ha reHoTUna C Hai-HeGnaronpusTeH
TepanesTUyeH OTroBOP.
= Tlpu 6ONHM HEOTTOBOPUIIU NPY NPEAXOXKAALIO neyeHve — Hegonosuma HCV RNA B kpas Ha 3-5 mecel .

B. U3KMOYBALLU KPUTEPUN

Meuxuuny 3abonseanus; enunencus.

BOnHM, 3n0oynoTpeBsBaLLyM CUCTEMHO C anKOXOS, HapKOMaHM, NPoALMKaBaluM ynoTpeGara Ha HapKOTULW, KAKTO U Takuea Ge3 YMCT OT UHTOKCUKaLMS
nepvoa, He No-Mansk ot 12 Mec. BonHM Ha MeTafoHOBa Tepanus™.

[lexoMneHcupaa YepHoAPOGHa LMpo3a C BapuLy Ha XpaHONpoBoaa > | CTENeH Ui TeXKM NPUAPYXaBallin 3a60nsBaHIs Ha CbPAEYHO-CbAOBATA 1
[AvXxaTenHata cuctema

1
2
3
4.  ABTOMMYHEH XENaTuT.

5. CuctemHu 3a6onsiBaHus Ha CbeAVHUTENHATA ThKaH.

6. Texxa opma Ha NCOPUAsUC, PEBMATOUAEH apTPUT

7. HeKOHTpOnupaH Xunep- v XUMOTUPEOUANIEM

8. AKTMBHM XpOHUUHU BaKTEPUANHI MHEEKLUN

9.  HeytponeHus (abcontoteH Gpoii HeyTpoduny < 500 mm3 1 TpoMGouuToneHus (< 50 000)

10. XemornoBuHonaTuu (Hanp. Tanacemus, CbPNOBUAHOKNETEYHA aHEMUS) — 3a NPUIoXeHue Ha Ribavirin **.
11. HekoHTponupaH 3axapeH Auaber.

12. XBH 6e3 ananusa (061 GenTbk, anbyMuH, KpeaTuHUH).

13. Cunurersawa HIV npu 6poit CD4 < 200 BpeMEHHOCT 1 KbpMeHe.

14. Nunca Ha cnag Ha HCV PHK ¢ > 2 log 10 IU/ml B kpas Ha 3- MECeL| OT HauasnoTo Ha NEeYEHUETO B CPaBHEHME C U3XOAHOTO HUBO (IUNCa Ha paHeH
OTroBOp).

15. CucremHo HecnassaHe Ha neueGHaTa cxema OT CTpaHa Ha BonHus, C NPeKbCBaHe noseye OT 1 Mece,
16. BintousaHe Ha GONMHUS B KNMHUYHO NPOYYBaHE™**.

* BOJIHM Ha MeTafIoHOBa Tepanusi MOraT Aa 6bAaT BKIIIOYEHU 3a NeYeHue, ako Ca NpocneasBaHu B ONpeaeneHnTe LEHTPOBe, ChINAacHO NPUETUA aHeKC KbM
KoHceHcyc 3a neyenue Ha 6onnu ¢ XBX 2013 roauHa Ha BAT.

** Mpu Hanuume Ha Tanacemus (MMHUManHa GonecT cbC CTOMHOCTH Ha Hb>10 g/l) ce NpoBexaa NneyeHne camo ¢ MHTepdepoH-anda Npu BUCOKa BUOXUMUIHA
M BUPYCOSOTMYHA aKTUBHOCT.

% KOMUCHSITA, KOSITO € Ha3HauMna neveHneTo u Habmoaasa 33071, e ANLXHA He3a6aBHO Aa yBenomu Komucusita 3a ekcnepTusu no un. 78 B LY Ha H3O0K.
Te3n GONHM Ce 3aNUCBaT B OTAENEH PEruCTLP U He YGAT NPaBOTO CH 3a NPOABLINKABAHE HA NIEYEHNETO Crief NPUKITIOYBaHe Ha KTMHUYHOTO NPOYYBaHe.

OTroBapsi Ha KpUTEpUUTE 3a NeYeHne ¢ B AHEeBHa Ao03a
noAanuc Ha cneyunanucra:

M3UCKBAHWUA HA H30K MPU NIEYEHME HA XPOHWYEH BUPYCEH C XEMATUT MPW BONHWN HAZ 18 FTOAULIHA Bb3PACT
— B cuna or 1 mapT 2014 roauHa
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TPUNOXEHME 2

1. NEKAPCTBEHU MPOAYKTW, Bkrioyewu B Mpunoxenue 1 wa MIC, kouto H3OK 3annawa B CLOTBETCTBUE C

AeﬁCTBall.lVITE HOPMaTUBHU OOKYMEHTHU.

INN MKB OO3A U CXEMU HA NEYEHUE
[osata ce onpeaens ce cLobpasHo Terno Ha 3071
B18.2
RIBAVIRIN K74.0, K74.6
Tpu nbTU ceamuyHo o 3 ME noakoxHO
B18.2,
INTERFERON ALFA-2A K74.0, K74.6
Tpu nbTy ceamnyHO Mo 3 ME NoaKoxXHO
B18.2,
INTERFERON ALFA-2B K74.0, K74.6
1 6p/cegmuua
B18.2,
PEGINTERFERON ALFA-2B K74.0, K74.6

PEGINTERFERON ALFA-2A

B18.0, B18.1, B18.2,
K74.0, K74.6

1 6p/ceamuua

BOCEPREVIR

B18.2
K74.0, K74.6

2 400 mg / nHeBHO

TELAPREVIR

B18.2
K74.0, K74.6

2 250 mg / nHeBHO

2. NPOCNEQABAHE
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anti HCV

HCV PHK
(kayecTBEHO)

<

HCV PHK v
(konnyecTBEHO)

R S

HCV reHoTtun v

HbsAg v

anti-HIV v

* 3a 6onHu uHbekTupann ¢ HCV reHotun 2 u 3

** 3a 6onHKM nHdekTupanu ¢ HCV reHotun 1
3a 6onHuTe ¢ HeratweHa HCV PHK Ha 6 — Tusi Mecel| Cnej cnupaHe Ha neyeHneTo, cblyata ce ucneasa u Ha 24 — Tus mecel (2 rOANHY)

.

Crnej cnupaHe Ha nevyeHneTo

**** Kato onyus - konuyectseHo nsmepsaxe HCV PHK B i

C Gbp3 BMPYCONOTUYEH OTTOBOP.

ke

—Bcuna ot 1 mapT 2014 roguHa

pas Ha 4-Ta ceammua npu reHotun 1 u 3, ¢ Len oTAudepeHUNpaHe Ha NaLMeHTuTe

4

N3NCKBAHMA HA H3OK MPU NEYEHUE HA XPOHWYEH BUPYCEH C XEMATUT MPU BOJIHU HAL 18 TOAMLLIHA Bb3PACT




[image: image5.jpg]NPUNOXEHUE 3

KPUTEPUU 3A NNEYEHUE HA BOJTHU C XPOHUYHU BUPYCHU XEMATUTU C MPOTEA3HU UHXUBUTOPMU -
BOCEPREVIR UIMU TELAPREVIR, NMPU MALUMEHTU, HEOTFOBOPWJIA HA JIEYEHUE C PEG-IFN a u Ribavirin

npOTOKOJ’I'bT Ceé u3gasa OT crneynanucTn - racCTpoeHTepornosn OT crneunann3vpaHa KoMUcus B neyebHn 3aBejeHus 3a
GonHuyHa nomouy, cknounnu gorosop ¢ H30K. CneunanusnpaHuTe KOMUCUM Ce Cb3AaBaTt CbC 3anoBef Ha AvpekTopa Ha
neyebHOTO 3aBeaeHune B cneaHuTe J13: MacTpoeHTEpONnorMyHa KnuHuka B YHusepcutetckute GonHnum B rp. Codusi, BapHa, BMA
—rp. Cocoua, MU — MBP — rp. Cocpusi, MBAT1 “Tokyaa Bonnuua Cocbus”, MBAJT ,Codpusimea” — rp. Cocpus.

OcBeH BCUYKU 3aABLITKUTENHN U U3KIMIOYBALUM KPUTEPUM 32 3anoYBaHe U npoabinKaBaHe Ha TepanuATa 3a xenaTut «C» ca

BKMOYEHU AONBMHUTENHO U Ce CNa3BaT 3aAb/MKUTENHO U crneaBaluTe KpUTepuu:

A. KPUTEPUW 3A 3AMOYBAHE HA TPOWHA TEPAMWUSA C MPOTEA3EH UHXUBWUTOP (PIl), MEMTUITMPAH UHTEP®EPOH

AI®A (PEG-IFN a) U PUBEABUPUH (RBV)

(BAABIKUTENHU CA BCUYKU KPUTEPUMN)
d- Ha neyenve ¢ tpoiiHa kombuHupana Tepanus (PEG-IFN a u Ribavirin nntoc Boceprevir unu Telaprevir)

noanexar nuuata ¢ xpoHudeH xenatut C, MHEKTUpaHu c

HCV reHotn 1, npu KOUTO He € MOCTUrHAT TpaeH

BupyconoruyeH otroeop (SVR) oT npeawectaly craHgapteH kypc nevenuve ¢ PEG-IFN o wnm IFN a u Ribavirin:

HEOTroBOPUIIN Ha NeYeHneTo (C YacTU4eH oTroBop unu 6e3 oTroBop) Unu ¢ peumaue. TpoitHaTa Tepanus ce 3anoysa He

no-paHo ot 6 meceua crnej nocnegHo uscneasaHe Ha HCV RNA npu yepHogpobHa uvposa wim 12 meceua cnea

NPUKIYBaHe Ha NpeauLLHOTO neYyeHue nNpu nunca Ha uuposa.

2. Heobxoauma e nHdopmauus B TabnuyeH BUA Ha BUPYCONOTMYHUSI OTTOBOP OT MPOBEAEHOTO fleyeHne*

¢ PEG-IFN a v Ribavirin, 3aegHo ¢ HabnioaaBaHUTe 3HAYUMM CTPAHUYHW peakLvu.

Mpeaw 3anoysaHe

1 mec.

3 mec.

12 mec.

6 mec.cnep kpas Ha neu.

KpbBHa kapTuHa:

Hb

Tr

Leu

Bupemus

CTpaHU4HU edheKTH:

McuMxXMYHK peakumm

Aneprus

Lpyrv

*33 BCEKM MpeLiecTsaly
Kypc oTaenHa Tabnuua

3. Jlunca Ha usknioysawm

B. U3KNIOYBALLU KPUTEPUU

(Npu 3anoyBaHe Ha NEYeHUETO

KpuTepuu no T.6.

)

— B cuna ot 1 mapT 2014 roguHa

Nekysauy nekap:

N3NCKBAHWA HA H3OK NPW NIEYEHUE HA XPOHUYEH BUPYCEH C XEMNATWUT MPU BONTHU HAZL 18 TOAULIHA Bb3PACT
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npoayKTH.

I'IauweHTM, rnpu KOMTO npeaxoaHaTa Tepanus e npekpateHa nopagu CTpaHW4HU peakuun OT NeYeHUEeTo — NeBKONeHus,

TEXKa aHeMMs, TPOMGOLMTONEHUS, HEPBHO-MICUXMYHI PEaKLUi.
MauneHTH, Npy KOUTO BEYE € MPOBEXAAH NPEAXOAEH (HeycnelleH) Kype Ha NeyYeHne ¢ TpoiHa Tepanus.
MauueHTn ¢ HCV reHoTunu, pasnuyHm ot reHotvn 1.
MauueHTH, BKIOYEHW B MPOrpamMy Ha 3amMecTBaLLo leYeHne C METaAoH.

XemornobuH noa 120 g/l (keHun) n 130 g/l (MbXe).

BbapacTt nog 18 r. n 2 65 roanHu.

KpeaTuHUHOB KnupbHE noa 50 mi/min; kanuit nog 3,5 mmol/l.

[lexomneHcupaHa YepHoapobHa umposa (Child-Pugh B unu C, oueHka 2 7) unu AekoMneHcupaHo 3abonsisaHe ¢ Gpoit Ha
TpomBouutute nog 100 000 109/ | (mm3) v abcomioTeH Bpoi Ha HeyTpocunute noa 1 500/mm3; BapuUM Ha XpaHonposoa
Hap cteneH |l; cepymen anbymun nog 35 g/l.

Cepuo3Hu CbMbTCTBAWM 3abonsBaHus — CbpAeYHu, ObOpPeYHN, eHAOKPWUHHM, aBTOMMYHHW — MCOPUasuc, peBmaTtonieH

apTpuT, bonectu Ha CbeauHUTENHaTa TbKaH.

BpogeHo yabmkasaHe Ha QT-uHTepsana unu amunHa obpeMeHeHOCT 3a BPOAEHO yabmxkasaHe Ha QT-wHTepsana, wunu
hamunHa oBpeMeHeHOCT 3a BHe3anHa CMbpT.

Mpu 3anoyBaHe Ha NeveHne e HeoGXoAMMO Aa Gbe U3KIIOYEH 1 eAHOBPEMEH MPUEM Ha fekapcTea MW BellecTsa, YMinTo
KNMUPBHC 3aBUCK BbB BUcoka cteneH oT CYP3A / CYP3A4/5 1 4unTo NOBULLIEHN NNa3MeHN KOHLIEHTpauun ca CBbp3aHu Cbe
CEpMO3HN U/MNW KUBOTO3ACcTpalLaBaly Cboutus, unu kouto ca mouwHn CYP3A/ CYP3A4 uHaykTopn /uHxubutopu; c
aHTMapUTMUUM knac la unu |ll ¢ u3kniYeHre Ha UHTpaBeHo3eH nuaokauH (Telaprevir); ¢ NeKapcTBEHWU NPOAYKTH, 38 KOUTO €
M3BECTHO, Ye yabrkasat QT-uHTepsana unu Apyru cnopeg KXI.

B. KOHTPON HA NEMEHUETO (MPOOBL/MKABAHE UITU CMIUPAHE HA NNEYEHUETO)
KPUTEPUU 3A NPOABLIMKABAHE HA JIEYEHUMETO
(BAOBIDKUTENHU CA BCUYKU KPUTEPUN)

1. KonTpon Ha Bupemusita (TepaneBTUYEH OTFOBOP)
Telaprevir: JleyeHneTo NpoAbLILKaBsa npu
e Hegonoeuma HCV RNA Ha 4 v 12 ceagmuLia OT HAYanoTo Ha fieYeHNeTo

o unu npu gonosuma HCV RNA ¢ vuea noa 1 000 1U/ml Ha 4 u 12 cenmuua 1 HeaonoBuma Ha 24 ceamuua.

Boceprevir: JleueHneTo npoabnxasa npu:
o npu Hegonosuma HCV RNA Ha 8 1 24 ceiMULA OT HA4aroTo Ha NEYEHMETO C MHTEP(EPOH;
e ponosuma HCV RNA Ha 8 cegmuua, Ho Hegonosuma Ha 12 n 24 ceamuua;
e ponosuma HCV RNA Ha 8 ceamuua, Ha 12 ceamuua c Huea Ha HCV RNA noa 100 IU/ml, npu Heponosuma
HCV RNA Ha 24 ceamuua.

2. Iwunca Ha HexenaHa NeKapcTBeHa peakuus U U3KNoyBalm kputepun no 7. I

WN3UCKBAHUA HA H3OK MPW NIEYEHUE HA XPOHWUYEH BUPYCEH C XEMATUT MPU BOJSIHN HAZ 18 TOOULIHA Bb3PACT
—Bcuna ot 1 mapt 2014 roauHa
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«  A)lMpu nunca Ha TepaneBTUYEH edPeKT cre 3anoyBaHe Ha neYeHneTo

TELAPREVIR: JleyenveTto ce cnvpa npu ol BupycomnoruyeH otrosop - cepymHa HCV RNA wag 1 000 [U/ml Ha 4 viv Ha 12

ceamuua, kakto u gonosuma HCV RNA Ha 24 ceamuua — npekpaTsea ce LSNOCTHOTO NeveHue.

MpenopsyBa ce Aa ce usgaear:
* 2 npoTokorna 3a Tenanpesup (3a MbpBuUTe 2 U 3a cnieaBawus 1 mecew)

* U TP 33 NErMnMpaH uHTepdepoH anda n pubaBUpUH (MLPBUAT 3a 4 MECELIA U NPU YCNEX OT NEYEHUETO BTOPUST

3a HOBM 2 MeceLla U Npu ycnex OT NieYeHneTo TPeTUsT 3a 6 meceua)

BOCEPREVIR: JleyenveTo ce cnupa npu nowu BupycomnoruyeH otroBop - cepymHa HCV RNA Hag 100 IU/ml Ha 12 ceamuua unm
nonosuma HCV RNA Ha 24 cegmuua.

Mpu nauueHTn ¢ HanpeaHana yepHoppobHa cmbposa (> F2) unu yepHoapobHa LMpo3a TPOWHOTO neyeHue ¢ Gouenpesup,
nerunupad uHTepdepoH anda n pubasupuH ce cnupa, ako cnaabT Ha HCV RNA e no-mansk ot 3 log10 cnpsiMo n3xoaHOTO HUBO

Ha ceAmMMLAa 8 OT HAYasOTO Ha NEYEeHUETo ( Ha HTEPdEPOHa).
MpenopLyBa ce Aa ce usaaear:

*3 npotokona 3a GouenpeBup (3a nbpBuTe 3 M 3a creasawmTe 3 Meceua NpU eheKT OT JIeYEHMETO, KaKTo 1 3a

cnepgBawumTe 5 Mmecel npu edekT U Heo6xoaMMocCT)

o1 TpM 3a Nerunupax uHTepcepoH anda u pubasupuH (MLPBUAT 3a 4 MeceLa U MPM YCrex OT fieYeMHeTO BTOPUAT
3a HOBM 3 Mecela, a Npu ycnex U HeobXoAUMOCT OT NeveHue TPETUSIT MPOTOKON Ce W3JaBa 3a HOBM 3a 5
meceua — (Bmk BOCEPREVIR - CXEMA HA MPUNTOXEHUE

+ B) CnupaHe Ha neYeHMeTo BCREACTBUE Ha TEXKM CTPAHMYHU peakuum — NieYeHneTo ce cnupa npu:

+  Texbk obpuB (obxBawaw, Hap 50% OT TenecHaTta MOBBLPXHOCT WM CBbP3aH C Be3ukynu, 6ynu, s3BM) unu ob6puB CbC
cucteMHn cumntomu wu/mnu eosuHocdunus (DRESS), unu cuHgpom Ha Stevens-Johnson, unu octpa reHepanuavpaHa
ek3aHTemMaTo3Ha nycTyrnosa, epurema myntucdopme (Telaprevir)

+  Texka Hekopurupyema aHemus (xemornobux nog 80 g/l). CnagaHeto c noeeve ot 20 g/L Ha xemornobuHa B Kpasi Ha 2
ceAiMULIA OT HA4aroTo Ha NPOTea3HN UHXMBUTOpU-6asupaHaTa Tepanus e MHAMKATOP 33 PUCK OT TEXKKa aHeMUs.

*  Hekopurnpyema TtpomGouutonenusi (nog 50 000/mm3 ) unu Heytponewus (Bpoit Heytpocunm < 0,75 x 109/I), unn
numdonenus (nog 500 /mm3 ).

*  Hekopurupyemo nosuwieHve Ha AT (Hap 2 x TP) unu 6unupybuna (Hap 5 x Pl unu kpeatununa (vag 3.5 x I'PI), unn
HamaneHue Ha kanus (noa 2,5 mEq/l)

+  Texka Hekopurupyema nHcekuus (crenen 3)

+  [pyrv Texkn Hekopurupyemm nekapcreeHu peakuun (cteneH 3) crnopeg KXI

*  Hekopurnpyemu nekapctseHu B3auMoaencTeus

«  B) MpekbcBaHe Ha TepanusaTa No BMHA Ha 6onHUs

JNIEYEBHO-OAWATHOCTUYEH ANITOPUTBM

1. JIEKAPCTBEHW MPOAYKTU

WN3UCKBAHUA HA H30K MPW NIEYEHUE HA XPOHUYEH BUPYCEH C XENATUT MPU BOJNTHU HAL 18 FOAULLUHA Bb3PACT
- B cuna ot 1 mapt 2014 roguHa
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Obwata AHeBHa fAo3a e 2250 mg Telaprevir (6 Tabnetkn): 1 125 mg (Tpu hunmmpanmn
Tabnetku no 375 mg) ce npuemar nepoparHo Aga MbTW AHEBHO wUnn 750 mg (aBe TabneTku

no 375 mg) nepopariHo Ha Bcekn 8 Yaca ¢ xpaHa®, boraTa Ha MasHUHU.

CXEMA HA NPUNOXEHWUE

12 ceamuuHo nevenue c Telaprevir, PEG-IFN a n Ribavirin, nocneasaro ot 24 io 48
ceammnuHo nevenve ¢ PEG-IFN a v Ribavirin B 3aBUCMMOCT OT 0TrOBOpa Ha fe4eHneTo.
TELAPREVIR Mpu GonHu c penanc / peLMavB Ha 3aBONsBAHETO - MAaUMEHTUTe, KOWUTO ca C
peaktusnpana HCV uHdekums cnea nbpBOHAYanHO yCMewHo nedexve ¢ PEG-IFN a un
Ribavirin, MoraT ia ce nekysat camo 3a 24 ceamuum, ako HCV RNA e HefonoBuMa u octasa
Takaea Ha 4 1 12 cegmuua OT Ha4anoTo Ha NneYeHneTo.

HanuuueTo Ha gonosuma HCV RNA, Ho ¢ HuBo nog 1 000 IU/ml Ha 4 u 12 ceamuua n
Heponosuma HCV RNA Ha 24 ceamuua ce nekysar 48 ceamuum ¢ PEG-IFN a v Ribavirin.

Mpu GOMHM HEOTroBOPWIIM MPY MPEALecTBaLlo neveHne (c Hynee OTrOBOpP KbM

npeaxoxaalo nevenne ¢ PEG-IFN a u Ribavirin); ¢ 4epHoapobHa umposa ce npenopbusa 48

ceaMuuHo neyenue, npu HCV RNA, nog 1 000 IU/ml Ha 4 1 12 ceamuua.

* MpuembT Ges xpaHa unu 6es ornes Ha WHTEpBana Ha MpuemMaHe MoxXe Aa A0BEAE AO MOHIKEHN NAasMEeH KOHLIEHTpaLM Ha

Tenanpesup, KOETO MOXE fia Hamarnv TeparnesTYHNS My edexT.

OO3A

ObLaTa aHeBHa go3a e 2 400 mg Boceprevir: Tpu mbTv no 800 mg nepopanto Ha Bcekn 8

yaca ¢ xpaHa*.

CXEMA HA MPUNOXEHUE

TMbpBoHavanka 4 ceamuyHa Tepanus ¢ PEG-IFN a v Ribavirin (lead—in Tepanus). Cren
Hesl ce 3anouBa neveHue ¢ Boceprevir, PEG-IFN a v Ribavirin

[MauueHTuTe, KOUTO ca ¢ Heponoeuma HCV RNA Ha 12 u 24 cegmmua morat Aa Gvaar

nekyBaHu 0610 28 ceamuum.
BOCEPREVIR MaLmeHTuTe, Kouto ca ¢ aonosuma HCV RNA (Ho nog 100 IU/ml) Ha 12 ceamuua n
neponoeuma HCV RNA Ha 24 ceamuua Tpsibea fa ce nekysaT 48 ceamuum (0T kouto 32
cepmuum ¢ PEG-IFN a, Ribavirin u Boceprevir, nocneasaiu ot PEG-IFN a u Ribavirin go 48
ceamuua ).

Mpy nauveHT € YepHoApoGHAa LMpo3a MMM C HYNes OTFOBOP KbM MPeAxXoXaalio
neuenne ¢ PEG-IFN a u Ribavirin ce mpenopbusa 48 ceamuuHo neuvenue ¢ PEG-IFN a n
Ribavirin, kaTo npunoxeHreTo Ha Boceprevir e 44 ceaMMUM™ ako UMaT MbrEH BUPYCONOrMYeH
oTrosop unu aonosuma HCV RNA (Ho nog 100 [U/ml) Ha 12 ceamuua v Heponosuma HCV
RNA Ha 24 cegmuua.

* MpnembT Be3 xpaHa MOXe fa foBeAe Ao 3aryba Ha edukacHoCT Ha Gouenpesvpa nopaau cybonTumanHa ekcnosuums

** [pOABIKUTENHOCTTA Ha TPUKOMIMOHEHTHOTO NeYeHe Crej MbpBuTe 4 CeAMULIM ABYKOMMOHEHTHa Tepanis He TpsibBa na 6bae

no-manka ot 32 ceamuum. opaaun yBenuYeHWst pUcK OT HEXenaHW nekapcTBeHU peakuun c boceprevir (ocobeHo aHemus), B

r

=)

7%
w W3UCKBAHMS HA H30K NPV NEYEHUE HA XPOHWUYEH BUPYCEH C XEMATUT MNMPU BOJIHN HALL 18 TOULLHA Bb3PACT
—Bcuna ot 1 MapT 2014 rognHa
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2. MPOCNEASABAHE

Tenanpesup:

Hveata Ha HCV PHK Tpsbea aa ce npocneassat B Kpas Ha 4, 12 u 24 ceamuua, 3a ga ce onpeaenu
NPOALMKUTENHOCTTA Ha NEYEHNETO; B Kpasi Ha NEYEHUETO 1 6 MeceLa Cries] NPUKMIOYBAHE HA NEYEHUETo ¢ Tenanpeswup, KakTo 1
CbITIACHO KIMHUYHUTE MOKa3aHus.

Bouenpesup:

Husata Ha HCV PHK Tps6Ba aa ce npocriegsiear Ha 4%, 8, 12 u 24 ceamuua 3a fa ce onpeaeny NPOAbLMKUTENHOCTTa Ha
JNIeYeHNeTo; B Kpasi Ha nevyeHveTo u 6 Meceua cnej npuknioYBaHe Ha IeYeHWeTo ¢ Gouenpeewp, KaKTO U CbrnacHo KIUHUYHUTE
nokasaHwsi.

* HebxoanMo e Aa ce OLeHN 0TroBOPLT Ha BLBEXAAaL0TO neveHue (lead-in chasa) - peaykumsi Ha HUBOTO Ha (HCV RNA)
INaGopaTtopHu uscneasanus

= TIKK ¢ audbepeHunanHo 6poeHe Ha GenuTe KpLBHU KNeTku- Ha 2 CeAmMULM Npes NbpBuUTE 2 Meceua (Tenanpesup) u 3

mecelia (Bouenpesup), cnes ToBa eXemMeceyHo UM KOraTo Ce Hanara oT KnuHUYHa rneaHa Toyka

= YepHoapoGHM eHsumu, 06wy GenTbk, anbymu, Gunnpy6uH, npotpomGuHoso epeme /INR, enekTponuTy, cepymeH

KpeatuHuH, TSH, nukouHa kucenuHa, rniokosa) — Ha ceamuLy 4, 8, 12 1 Ha Bceku 3 Mecela crie Toea (ceamuua 24, 36,

48), 1 KOraTo € HanoXUTENTHO OT KNIMHUYHA FNEeAHA ToYKa.

ExcnepTHuTe Komucm, KouTo NpeanvcBaT TpoiiHaTa Tepanusi, Tpsibea Aa rionyyaBaTt pesynTaTtu 3a cepymHuTe HuBa Ha HCV
PHK B pamkuTe oT 3 0 5 AHYM OT B3EMaHETO Ha KPLBHUTE MPOBY. JlaGopatopuure, ocurypsisaum PCR anarHoctukata, TpsiGea aa
NPEACTABAT AeKnapaivs, rapaHTipalya uspabotsaHe Ha npobara pesynTara) B pamkuTe Ha ONpeAeneHuUsi Cpok, NoanMcaHa ot
pbKOBOAUTENS Ha nabopatopusiTa.

Benuku excnepTthn komucum Tpsibea Aa onpesiensT nuue 3a Bpb3ka ¢ Komucuata B LIY Ha H3OK, kbaeto we ce manpawar
BCUHKN USBLPLUCHN U3CNIEABAHNS 32 CLCTABSIHETO Ha MbIIeH KOMMIEKT AOKYMEHTU Ha MAUMEHTUTE Ha TPOWHa Tepanus, ¢ ornes
KOHTPON Ha MPOBEAEHOTO neyeHne. ExeceamuyHnTe pesynTaTi morat aa ce u3npawaT 1 no enekTpoHHaTa nowa Ha e-mail

appec - etoteva@nhif.bg u ZAvramcheva@nbhif.bg.

Il. OBLLN UBUCKBAHUA

1. KomGurmupaHo neuetue c Peglnterferon+Ribavirin e npenopsuntento: npu Henekysanu 601K Ao 60 roanHu, NPy HEOTrOBOPUNYN
Ha neyeHneTo 10 45 roauHu, Npu peumane Ha 3aGonsiBaHeTo Ao 50 roanHu (Cbrm. KoHceHeye Ha BAMEMEAE ot 2013r.)
BbapacroBara rpaHuLa ce U34MCNISBa B HABBPLIEHY FOAVHI - T.e. BKIIOYMTENHO KbM aTaTa Ha M3aaBaHe Ha npoTokona ot
cneuvanuanpaHarta KoMUcHs.

2. Mpu HasHauaBaHe Ha Tepanusi Mo MPOTOKON 3aAbIKUTENHO Ce CboGPa3siBaT BL3PACTOBUTE OrpaHUyYeHNs, CbInacHo KkpaTtkara
XapaKkTepucTuka Ha CbOTBETHUS NTEKapCTBEH NPOAYKT, yTBbpAeHa rno peaa Ha 3MMXM.

3. H30K He 3annaiua neveHne u3BbH ykasaHata Bb3pacToBa rpaHnLa B KpaTkara XxapaKkTepucTuka Ha npoaykTa.

4. H30K He 3annalua neyexune ¢ A03n Hag MakCUMAanHO paspelUeHUTe MO KpaTka xapakTepucTuka Ha NpoaykTa.

5. B cnyvail Ha HacTbNUNa noaoaupaHa HexenaHa nekapcTeeHa peakuus, nekapat ysegomsisa MAJ1 no pega Ha un. 183 ot
3JIMXM. Konue oT cboblLueHueTo ce npunara kbM MeAULMHCKATa AokymeHTauusi Ha 330J1 npu kaHanaaTCTBaHe 3a NeyeHwe.

6. Ha anTnempycHo nevexve nognexar u 30J1, HEOTFOBOPUMM Ha MPEAXOKAALLO @HTUBUPYCHO neyeHne, KakTo 1 Tean ¢ peunans
Ha GonecTTa, npu MoHe 6-MeceyHo MpocrieAsiBaHe Cried ChiMpaHe Ha nevenueTo. Vkavkauuute ca CbluMTe KaKTo U npu
HenekysaHute 6onHu.

7. KOMUCUATA, nspana npotokona Ha 30J1, chxpaHsBa BTopu €K3eMMNnsp Ha NpoTOKONa U BCUYKM HeobXxoaummu
AOKYMEHTU 3a U3aBaHETO My.

Hacmoswume usuckeaHus ca paspabomeHu Ha OcHoeaHue un. 56 om HauuowaneH pamKos 002080p 3a MEOUUUHCKUME
dediHocmu 3a 2014 2oduHa (06H., B, 6p. 3 om 10.01.2014 2.) u enusam e cuna om 1 mapm 2014 2., ceenacHo uyn. 10 Ha
Hapedba No 10 om 24 mapm 2009 2. 3a ycriosusima u peda 3a 3annawaxe Ha NeKkapcmeHu npodykmu no 4n. 262, an. 6, m. 1 om
Bakona 3a nekapcmeenume npodyKMU & xyMmaHHama MeduuuHa, Ha MeOUUUHCKU u3denus u  OuemudHu XpaHu 3a creyuanHu
MeduyuHeku uenu (o6H., B, 6p. 31 om 2007 2.).
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AEKNAPALIUA 3A UHOOPMUPAHO CBITIACUE C UBUCKBAHUSATA 3A 3AMOYBAHE/ NMPOOBLMKABAHE HA
JIEYEHUETO C NNEKAPCTBEHUA NPOAYKT

A3 gonynoanucaHust/ata

Crnej Kato ce 3ano3Hax C Uusnata MU npegoctaBeHa WHdopmauus M uenta Ha Ine4YeHWeTo C neKapcTBeHUs

NpoaYKT .. W Cnej KaTto nony4vyux usdepnartesiHM OTroBopu Ha
nocTaBeHWTEe OT MEH BbMNPOCKU, AEKnapupam ye:

1. e cnaseam npenopbyaHaTa MU CXema Ha Jie4eHre U NEPUOANYHOCT Ha KOHTPONHIUTE Nperneau.

2. PefoBHO llle Ce siBSIBaM Ha KOHTPOMHM Mpernean U Hsma ga NPOMEHsIM CaMOBOMHO UMW MOJ, APYro BHYyLUEHWE
HasHayeHaTa Mu Tepanusi.

3. Tpv npeycTaHoBsiBaHe Ha NEYEHNETO MO NPUYMHI, HEMPOMSTUYALLM OT pPELLEHNETO Ha KomucusTa 3a ekcnepTuau B P3OK
wnu Komucusita no un. 78, 1.2 ot 330, We yBefoMs HesaGaBHO MudHMs cu nekap U P3OK u we sbpHa B P3OK
NOCNeAHUS NPOTOKO, MO KOWTO CbM MonyyaBsan/a NekapcTBEHUs! NMPOAYKT.

4. TMpy HecnassaHe Ha MOCOYEHUTE YCTIOBMSA NEYEHNETO MU C YNIOMEHATUSI NeKapCTBEH MPOAYKT e Gb/e npekpaTeHo u
HsAAMa Aa umam npteHumn kbm H30K.
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