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U3NCKBAHUA HA H3OK NPU U3OABAHE HA NMPOTOKOJIN 3A JIEYEHUE HA NALUUEHTU C
KUCTO3HA ®UBPO3A /MYKOBUCLIMOO3A/

MpoTokonbT ce u3gaBa OT cneunanuaupaHa KoMucusi B ne4vyebHM 3aBeAeHUss 3a GONMHMYHA MOMOLL,
cknounnu gorosop ¢ H30K. CneunanusnpaHMTe KOMMCUM Ce Cb3aaBaT CbC 3anoBeq Ha AMPeKTopa Ha crnegHuTe
J13: YMBAIJT “Anekcangposcka” - rp. Codwmsi, YMBAI ,CeeTtn Neopru” — rp. MNMnoeams, YMBAIT ,O-p Meopru CtpaHcku” —
rp. NneseH, YMBAI ,CBeta Mapuna“ - rp. BapHa.
3abenexka: 3anoyBaHe M npoabrKaBaHe Ha NevyeHWeTo C TpaHcMembpaHHM perynaTopu mpu KuctosHa cubposa
(CFTR) ce ocbluecTBsiBa nNpe3 nbpBaTta roguHa C usgaBaHe Ha MPOTOKONMM CbC CPOK Ha BanuaHocT o 180 aHu
€[VHCTBEHO OT creunanuavpaHa komucus B YMBAI “AnekcaHgposcka” - rp. Codwms. NopegHute npoTtokonu, npu
fAokasaHa edeKTMBHOCT OT JIeYeHWeTo crea nbpBaTa rogvHa, MoraT fda ce u3jaBaT OT BCska efHa oT
crneunanuavpaHute komucun: YMBAI “AnekcaHgpoBcka” - rp. Codums, YMBAJT ,CeeTn 'eopru” — rp. Mnoeaue, YMBAJI
~4-p Feopru CtpaHcku” — rp. MNneseH, YMBAI ,Ceeta MapuHa“ - rp. BapHa.

. PEA 3A 3ABEPABAHE HA MPOTOKOJNWUTE NPU NEYEHUE HA MNMAUMEHTU C KUCTO3HA ®UBPO3A C
MULTIENZYMES

[MpoTokonn 3a 3ano4BaHe Ha fieYyeHue 1 Npyu NPoMsHa Ha TepanusTa

=  MeauumHcka 4OKYMEHTaUMs, NOTBbpXKAABaLLa KpUTepumnTe No npunoxexue 1
1 BCUYKMN HEOOXOOUMM M3cneaBaHusl, CbobpasHO NpUnoxeHue 2

CMNELMANU3NPAHA = PelueHue Ha cneuuvanuavpaHa KOMUCUA C SiCHA MeauLUMHCKa MOTMBaLUS 3a

KoMUucus 3anoyBaHe Ha TepanuaTa, 3aab/IKUTENHO ce oTbenssBa nunca Ha

N3KIOYBaLLM KpUTEPUN

/ = ‘[poTokon 3a npeanucBaHe Ha nekapcTBa, 3annawaHn ot H3OK/P3OK” —

A 4

06p. M3-H30K
Komucus no un. 78, 1. 2 > 3aBepka Ha npoTokona
oT 330 B LlY Ha H30K B P30K

MpoTokonu 3a NnpoabikaBaHe Ha nevyeHue 6e3 NpoMsiHa B TepanusaTa

=  MeauuMHCKa OKYMEHTauUuMs, NOTBbPXKAABAaLLA KpUTepumTe No npunoxeHue 1
CMEUMAIIN3UPAHA N BCUYKN HEOBX0AUMM n3cnenBaHusl, CbobpasHo npunoxeHue 2

KoMucua =  PelleHue Ha cneyManuanpaHa KOMMCUA C icHa MeauLUMHCKa MOTUBALMS 3a
npoabikaBaHe Ha TepanuaTa, 3aabIKUTENHO ce oTGenasea nunca Ha
M3KMIoYBaLLY KpUTEpun

3aBepka Ha npoTokona = ‘[lpoTtokon 3a npeanucBaHe Ha nekapcTBa, 3annawaHn ot H3OK/P3OK” —
B P30K . 06p. M3-H30K

A 4

Il. PEO 3A 3ABEPABAHE HA MPOTOKOJIUTE MNMPU NEYEHME HA NMAUUMEHTU C KUCTO3HA ®UBEPO3A C
DORNASE ALFA; TOBRAMYCIN /COLISTIMETHATE SODIUM /LEVOFLOXACIN; LUMACAFTOR /IVACAFTOR;
IVACAFTOR /ITEZACAFTOR /ELEXACAFTOR; IVACAFTOR U DEUTIVACAFTOR /TEZACAFTOR /VANZACAFTOR

[MpoTokonu 3a 3ano4yBaHe U NpoAbINKaBaHe Ha NeYeHMeTo

=  MeanumHcKa AoKyMeHTauums, NoTBbpXKAaBalla KpUutepumuTe No npunoxeHue 1
1 BCUYKN HEOGXOAUMM U3CneaBaHus, CbobpasHo npunoxeHue 2
CMNELUUANMU3NPAHA = PelleHMe Ha cneuvanusmMpaHa KOMUCUA C siCHA MeAMUMHCKa MOTMBaLMS 3a
KOMUCUSA 3arnoyBaHe Ha TepanuaTa, 3adbiPkKUTEeNHO ce oTbenssBa nunca Ha
M3KIOYBALLM KpUTEPUM
/ = “MpoTokon 3a npeanuceBaHe Ha nekapcTtea, 3annawaHu oT H3OK/P3OK” —

\ 4

06p. M3-H30K
Komucus no un. 78, 1. 2 »| 3aBepka Ha npoTokona
ot 330 B LY Ha H30K B P30OK
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lll. OBLLU MOJNTOXEHUA

1. E-npoToKon ce uM3paBa OT 4YNeHOBe Ha cneuuanuavMpaHu KOMUCUM B ne4vyeGHM 3aBedeHUs, OKasBaliu
6onHuyHa mepuumuHcka nomouwy (J1I3BIM) Ha ocHoBaHue ,PelleHne Ha cneuvanusmpaHa komucusa® no Allp Ne 38
,OnpegensHe Ha NnaH Ha NevYeHue U MpocrnefsiBaHe Ha TepaneBTUYHWS OTFOBOP NPV MauUMEHTW, MonyyYaBallm
CKBbMOCTPYBALLM NekapCTBEHU NPOAYKTN No peda Ha yn. 78, 1. 2 330" B cboTBETCTBME C HacTosawmuTe N3nckBaHua Ha
H3OK, kato npe3 nbpBaTa rogMHa NPOTOKONUTE Ca CbC CPOK Ha BanuaHocT Ao 180 AHu, a Bcekn criegpall, NpOTOKON
MOXe [a ce u3gasa 3a nepvog Ao 365 AHM No npeLeHka Ha cneuynanuanpaHaTa KOMUCHS.

2. 3ppaBHOOCUIYPEHOTO NuLe yaocToBepsiBa ¢ nognuca cu B ,PelieHne Ha cneunanmanpaHa komuceus“ no Alllp Ne
38: cnegHoTo: ,Kenas ga mm 6bae ogoOpeHO neyeHwe C NeKkapCTBEHUSA NPOAYKT, KaTo Aekrnapupam, 4Ye CbM
yBeJOMEH 3a Ae/CTBMETO Ha Ha3HaveHaTa fekapcTBeHa Tepanus U AaBaM MHOPMMPAHO Cbrnacue cbluata Aa Mu
6bae npunaraHa“; ,CbrnaceH/a cbM 3a U3Mon3BaHe Ha NUYHUTE MU AAHHM 3a Lenute Ha ekcneptusata“; ,XKenasa na
Obaa yBegomeH/a 3a pesynrtata oT ekcrieptudarta oT P3OK no eguH ot cnegHuTe HaumHu: no e-mail, TenedoH nnn Ha
msicto B PSOK"; ,PaspeluaBamM 4OCTbIMN 4O €NEKTPOHHOTO MY 34paBHO Aocue”.

3. MNpeau cTrapTMpaHe Ha npoueca no usgasaHe Ha E-npotokon Ha 30J1, cneunanuampaHaTta KOMUCKS crneg nosny4eHo
paspelwwenne 3a goctbn oT 30J1 40 eneKkTPOHHOTO MYy 3A4paBHO [OCME, NpaBW ChpaBka MO eneKTPOHeH NbT 3a
n3gageHn npeaxodHn NpOTOKOMM, Mo cblyms npodun Ha 3abonsasaHe. [MpoueckT No usgasaHe Ha E-npoTtokon ce
peanusupa B MeauuUMHCKM codTyep. B HacTosiluMTe M3NCKBaHMA ca NOCOYEHU HeobXoAMMUTE AOKYMEHTU 3a
nspaBaHe Ha E-npotokon Ha 30J1.

4. Kbm Bcekn E-npoTokon, ¢ KOMTO e Ha3HayeHa nekapcTBeHa Tepanusi, ce npunarat Heobxoaumute AOKYMEHTU
(ambBynaTopHWUTE NMCTOBE, ENUKPU3N, U3CNEABaHNA U AP.), CeA KOeTo AOKYMEHTUTE ce uanpaLyat no enekTpoHeH NbT
KbM uHdopMaumoHHaTa cuctema Ha H3OK. [okymeHTute, kouto cuecteysat B H3MC/nHdopmaunoHHaTta cuctema
Ha H3OK, ce geknapupat B E-npoTokona ¢ TexHuTe yHuKkanHu Homepa (HPH).

WHdbopmaumsiTa, oTHOCUMa KbM n3gaBaHe Ha E-npoTokona, KosTo e B JOKYMEHT, KOWTO HIMa eNeKTPOHEH chopmar, ce
nonbnea B PelweHneTo Ha cneumanuavpaHa KOMUCUS - OCHOBaHWe 3a u3gaBaHe Ha E-npoTokona, unv ce npunara kato
CKaHMPaHO Komnue.

5. MNMpu nspgaBaHe Ha E-npoTokon no pega Ha ekcneptu3arta no 4n.78, 1.2 ot 330, oTnaga Heo6xoAMMoOCTTa Aa ce
npeaocTaBAT U cbXpaHABaT npunoxeHne N2 1 n npunoxeHue Ne 3 ot HacTosawmTe M3uckBaHuaTa Ha H3OK", npu
cnegHWTE YCnoBwus:

- 3a npunoxeHune Ne 1 - Npn HanMMYMeTo Ha TEKCT B CbOTBETHUSA Yekboke B ,PelueHne Ha cneunanuavpaHa kommcnsa®
no Allp Ne 38: ,Jlunceat usknoysaLly KpUTepumn 3a 3anovBaHe/npoabrkaBaHe Ha neyenue c Jir’;

- 3a npunoxeHue Ne 3 - npu HanuMumMeTo Ha TekcT B ,PelueHne Ha cneumanuavpaHa komucus“ no Allp Ne 38: >Kenas
Aa Mu 6bae ogobpeHo neyYeHne ¢ NeKapCcTBEHWUS MPOAYKT, KaTo Aekrnapupam, Ye CbM yBEeAOMEH 3a JEUCTBMETO Ha
Ha3HaveHaTa nekapcTBeHa Tepanus U JasaMm MHOPMMpPaHO cbrracue cbliaTta Aa My 6bae npunaraHa“.
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NPUNOXEHUE 1

JINCT 3A ONPEAENAHE HA KPUTEPUUTE NMPU 3ANOYBAHE U NMPOOBINKABAHE HA JIEMEHUETO
HA NAUMEHTU C KNCTO3HA ®UBPO3A /MYKOBUCLIMOO3A/

A. I. KPUTEPUN 3A 3ANOYBAHE HA JIEMEHUE C MULTIENZYMES (3AOBJ/IXWUTENHU CA BCUYKHU
KPUTEPUW)

MKB E84.0, E84.1

[OuarHosa, [okasaHa 4pe3 KNMHUYHM MoKasaTenu 3a NaHKpeacHa HedoCTaTbYHOCT, MOTEH TECT U FeHEeTUYHO
notebpaeHa ' 2

1 pelueHue Ha cneuuanmampaHa komucus no Alp Ne 38
2 MeAMUMHCKA AOKyMEHTaLMs M MacrefBaHus B CbOTBETCTBME C Tabnuua 2; MpyU HanmuuMe Ha XOoCnMTanuaauns e HeoBXoaMmo
enukpu3sata ¢ Homep Ha 3 ga e ¢ gaBHocT Ao 1 Mecew Npeay KaHAUAATCTBaHETO

A. Il. KPUTEPUU 3A 3AMOYBAHE HA NEYEHUE C DORNASE ALFA (3AOBLIDKUTEMHU CA BCUYKU
KPUTEPUM)

MKB E84.0

[eHeTUYHO noTBbpaeHa anarHosa ' 2

®YHKLMOHANHO U3cneaBaHe Ha auwaHeto ' 2

Jlunca Ha u3KnoYBaLWmM KpUTEPUN no Touka B '

1 peluenue Ha cneuuanmampaHa komucus no Alp Ne 38
2 MeaMUMHCKA AOKyMEHTaLMs M WacnefBaHWs B CLOTBETCTBME C Tabnuua 2; MpyU HanmuuMe Ha XOoCnMTanuaauns e HeoBXoammo
envikpuaara ¢ Homep Ha 13 aa e ¢ gaBHocT Ao 1 Mecel npeamn kKaHAMAATCTBaHETO

A. lll. KPUTEPUM 3A 3ANOYBAHE HA JIEYEHUE C DORNASE ALFA U TOBRAMYCIN/ COLISTIMETHATE
SODIUM/ LEVOFLOXACIN (SAOBIDKUTEINHU CA BCUYKU KPUTEPUN)

MKB E84.0

[eHeTMYHO NoTBbpOeHa amarHosa ' 2

®YHKUMOHANHO U3cneaBaHe Ha guaHeto ' 2

XpOHWYHO HocMTencTBO Ha Pseudomonas aeruginosa, NOTBLPAEHO C TPU MUKPOBMOMOTMYHI U3CMeaBaHns Ha
BGPOHXMANeH CeKpeT UM AbMNBOK MbPMEH CEKPeT, NPoBefeH 3a nepuog ot Ase roamkun 2

Jlunca Ha M3KnYBaLWM KpUTEPUM No Touka B '

1 peleHue Ha cneuuanmampaHa komucus no Arp Ne 38
2 MeaMUMHCKA AOKyMEHTaLMs U W3CMedBaHWUs B CLOTBETCTBME C Tabnuua 2; Npu HanmMuMe Ha XOCTMTanMaauns e HeoBXoauMmo
envikpuaara ¢ Homep Ha 13 aa e ¢ gaBHOCT Ao 1 Mecel nNpeamn kKaHAMAATCTBAaHETO

5. KPUTEPUU 3A NMPOOABLINKABAHE HA JIEYEHUETO (SAABLIDKUTENIHU CA BCUYKU KPUTEPUW)

MKB E84.0, E84.1

KnvHu4Ha oueHka 1 nHTepnpeTauusa Ha uscrnegsaHusaTa k2

Jlunca Ha M3KnoYBaLM KpUTEpUM No Touka B !

1 pelwenue Ha cneuunanuampana komucus no Allp Ne 38
2 MeaMUMHCKA [OKYMEHTaUMs U WU3CMeaBaHWs B CLOTBETCTBME C Tabnuua 2; Mpu HanuuMe Ha XocnuTanusauns e HeobXoaumo
envkpusata c Homep Ha U3 pa e ¢ gaBHOCT Ao 1 Mecew Npean kaHAUAATCTBaHETO

B. N3KNIO4YBALLUUN KPUTEPUU
1. NosiBa Ha HenoHocuMocT kbM Tobramycin n Dornase alfa

2. KnnHuyHa HeedeKTMBHOCT Npy Npeaxoxaallo nevyeHve

-
-
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NPUNOXEHUE 1A

JNINCT 3A ONPEAENAHE HA KPUTEPUUTE NMPU 3ANOYBAHE N NPOABINKABAHE HA NEYEHUETO
C TPAHCMEMBPAHHU PEIYNNATOPU HA NPOBOAUMOCTTA NMPU KNCTO3HA ®UBPO3A (CFTR) -
NEYEHUE C LUMACAFTOR /IVACAFTOR

A. KPUTEPUU 3A 3ANMOYBAHE HA NEYEHUE C LUMACAFTOR /IVACAFTOR (BAOBIDKUTENTHU CA BCUYKHU
KPUTEPUW)

MKB E84.0

"eHeTUYHO NOTBbpAEHA AMarHo3a — xomo3urotu 3a F508del myTaumaTa Ha reHa 3a TpaHCMeMOpaHeH perynartop
Ha NPOBOAMMOCTTa MpW KUCTO3Ha hnbpo3sa (NoTBbpAeHO Hanuyne Ha F508del myTauus 1 B ABaTa anena Ha
CFTR rena) ?

DYHKUMOHASHO M3creaBaHe Ha AnULLaHeTo — hopcupaH ekcnpatopeH obem 3a egHa cekyHga (PEO1T) 2

MoteH TecT ®

NaGopaTopHu nokasarenm 2

Jlunca Ha usKnoYBawWwm KpuTepun no Touka B ' 2

1 pelueHve Ha cneumanmaupana kommcus o Alp Ne 38

2 MeaMUMHCKA [OKyMEHTauMs W M3cnedBaHusi B CbOTBETCTBME C Tabnuua 2; MpW HanuuMe Ha XOCnuTanusauns e HeobXxoammo
envikpusaTa ¢ Homep Ha M3 aa e ¢ aaBHOCT Ao 1 Mecel, Npeaun KaHaMaaTCTBaHeTo

3 opurmHaneH cull Unu 3aBepeHo konue

B. KPUTEPUUN 3A MNMPOOABINKABAHE HA NEYEHUETO C LUMACAFTOR /IVACAFTOR (SAOBIDKUTENTHU CA
BCUYKU KPUTEPUWN)

MKB E84.0

KnuHMYHa oueHKa 1 HTepnpeTaumus Ha uscneasaHusta ' 2

®YHKUMOHASTHO M3creaBaHe Ha ANLLAHETO — hopcupaH ekcnpaTtopeH obem 3a egHa cekyHaa (PEO1T) 2

MoteH TecT 3

Exorpacuisi Ha YepeH apob 3

Na6opatopHu nokasatenu 2

Jlunca Ha usknoYBaLmM KpUTEpPUM no Touka B -2

1 pelueHve Ha cneumanmaupana komucus no Alp Ne 38

2 MeaMUMHCKA [OKYMEHTaLMs W M3cnedBaHusi B CbOTBETCTBME C Tabnuua 2; Mpu HanuuMe Ha XOCnUTannsauns e Heobxoammo
enuvkpusarta ¢ Homep Ha U3 oa e ¢ gaBHocT Ao 1 Mecel npean kKaHAMAATCTBAHETO

3 opurHaneH cuw UNK 3aBepeHo Konue

B. U3KNOYBALLU KPUTEPUU (MPU NPOOBLINKABAHE HA NEYEHUETO)

CBpPBbX4YBCTBUTENMHOCT KbM aKTUBHOTO BELLECTBO MU KbM HSIKOE OT MOMOLLHUTE BellecTBa

Bb3pacT nog 1 roguHa

KpeaTuHnHoB knupbHC Hag 30 mi/min

Texka cTeneH Ha YepHogpobHo yBpexaaHe (knac C no Child-Pugh)

Mpu noBuweHune Ha ALT nnu AST > 5 x ropHaTa rpaHuua Ha Hopmata (ULN) unun ALT, nnn AST >3 x ULN ¢
oununpyouH > 2 x ULN, nnu KnMMHWYHO NposiBeHa XbNTeHWLa, NPUIOXXeHNeTo Ha nymakadTop/veBakadTop TpsibBa
Aa ce npekpatu

6. TpaHcnnaHTVpaHu naumMeHTu

aokrwd~
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NPUNOXEHUE 16

JIUCT 3A ONPEOENAHE HA KPUTEPUUTE NPU 3ANMOYBAHE U NPOABIIKXABAHE HA JIEYEHUETO
C TPAHCMEMBPAHHU PETYJIATOPU HA NMPOBOAUMOCTTA NMPU KNCTO3HA ®UBPO3A (CFTR) —
NEYEHUE C IVACAFTOR /TEZACAFTOR /ELEXACAFTOR

A. KPUTEPUU 3A 3ANMOYBAHE HA JIEYEHUE C IVACAFTOR /TEZACAFTOR /ELEXACAFTOR (SAOBITKUTENHU
CA1,2,5,6,718,1UNN3,4,5,6,7 U8 KPUTEPUN)

MKB E84.0

['eHeTMYHO NoTBBPAEHa AnarHo3a — Han-manko egHa mytaums F508del B reHa Ha perynaTtopa Ha
TpaHcMemb6paHHaTa NPOBOAMMOCTTa NMpM KMcTosHa pubposa (CFTR) 2

®yHKUMOHATHO M3crefBaHe Ha auiaHeto ¢ PEO1 2

[eHeTV4HO nNoTBbpAeHa AvarHo3a — xomo3urotn 3a F508del mytauusita Ha reHa 3a TpaHcmeMmbGpaHeH
3 perynaTop Ha NpoBOAUMOCTTa Npu K1CTo3Ha dmbposa (NoTBbpAeHO Hannune Ha F508del myTtaums u B aBaTa
anena Ha CFTR reHa) 2

DyHKUMOHANHO u3cnegBaHe Ha AuvwaHeto ¢ ®EO1 < 40 wnmm nunca Ha OTroBOp OT fevYeHueTo C
4 LUMACAFTOR / IVACAFTOR .2

MoTeH TecT?

6 Exorpadwusi Ha YepeH apo6 3

7 Na6opaTopHu nokasatenu 2

8 Jlunca Ha usknouBawm KputTepmum no Touka B ' 2

' pewweHmne Ha cneymanusmupana kommcus no Aflp Ne 38

2 MemMUMHCKA AOKYMEHTAUMS W W3CMeABaHWS B CbOTBETCTBME C Tabnuua 2; MpU HanmuuMe Ha XOCMUTAanM3auusi € HeoBXoauMo
envikpuaaTa ¢ Homep Ha U3 ga e ¢ gaBHocT Ao 1 meceu npeay KaHaMaaTCTBaHETO

3 opurMHaneH cuLL MR 3aBepeHo Konue

b. KPUTEPUN 3A NPOOBLIIKABAHE HA JIEYEHUETO C IVACAFTOR /TEZACAFTOR /ELEXACAFTOR
(SAOBIDKUTENTHU CA BCUYKWN KPUTEPUN)

MKB E84.0

KnuHunyHa oueHKka 1 nHTepnpetaums Ha nacneasaHusta b2

MoTeH Tect ®

Exorpadwsi Ha yepeH apob 3

NaGopaTtopHu nokasarenu 2

Jlunca Ha n3knoYBalWm KpuTepum no Touka B ' 2

' pelweHmne Ha cneyManuaupaHa KOMUCHS Mo Allp Ne 38

2 MemMUMHCKa AOKYMEHTAUMS W W3CMEABaHMS B CbOTBETCTBME C Tabnuua 2; MpU HanmuuMe Ha XOChUTanM3auus e HeobXoanmo
enukpmaaTta ¢ Homep Ha N3 ga e ¢ gaBHOCT A0 1 Mecel, Npean KaHANAATCTBaHETO

3 opurMHaneH cuLl MK 3aBepeHo Konue

B. U3KNIOYBALLU KPUTEPUUN

. CBpPBX4YyBCTBUTENMHOCT KbM aKTUBHOTO BELLECTBO UMW KbM HAKOE OT NOMOLLHUTE BeLlecTBa

Bwb3pacT nog 2 roamHu

KpeaTtuHnHoB knmpbHC Hag 30 ml/min

Texko yepHogpobHo yBpexaaHe (knac C no Child-Pugh); YmepeHo yepHoapo6bHo yBpexaaHe (knac B no Child-

Pugh) — oTHoCUTENHO M3KNYBaLL, KPUTEPUN, Cref KOHCYNTauus C raCTpOEHTEPOSIOr U OLeHKa Ha nonsa/puck ot

neyeHveTo

5. Mpw nosuwexmne Ha ALT nnun AST > 5 x ropHaTa rpaHuua Ha Hopmata (ULN) unm ALT, unn AST > 3 x ULN ¢
6unnpyouH > 2 x ULN, unu KnMHUYHO NposiBeHa XbhATeHnua, NpunoxeHneTo Ha ivacaftor / tezacaftor / elexacaftor
TpsibBa Aa ce npekpatu

6. TpaHcnnaHTMpaHu NnauneHTu

SIS
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NPUNOXEHWE 1B

JINCT 3A ONPEAENAHE HA KPUTEPUUTE NMPU 3ANOYBAHE N NPOABINKABAHE HA NEYEHUETO
C TPAHCMEMBPAHHU PEIYNATOPU HA NPOBOAUMOCTTA NMPU KUCTO3HA ®UBPO3A (CFTR) -
NEYEHUE C IVACAFTOR

A. KPUTEPUU 3A 3AINMOYBAHE HA NNIEYEHUE C IVACAFTOR (SAOBITKUTEJIHU CA BCUYKU KPUTEPUN)

MKB E84.0
['eHeTu4YHO nNoTBbpAEHa AnarHo3a — R117H CFTR myTauums unuv egHa ot cneHuTe BOAELLM [0 KaHanonatum
1 MyTauum (knac Ill) B reHa Ha TpaHcMeMbBpaHHUS perynaTtop Ha NPOBOAMMOCTTA NpuW KUCTO3Ha hrubpo3sa

(CFTR): G551D, G1244E, G1349D, G178R, G551S, S1251N, S1255P, S549N nnu S549R 2

dyHKUMOHAHO n3crneasaHe Ha auwaHeTo ¢ PEO1 2

3 MoTeH TecT ®

4 Exorpadust Ha YepeH apob 3

5 JNaGopaTopHu nokasarenu 2

Jlunca Ha usKnoYBawWm KpUTepun no Touka B ' 2

6

1 pelueHve Ha cneumanuaupana komucus o Ap Ne 38

2 MeaMUMHCKA OOKyMEHTaUMs U M3CTeABaHWs B CLOTBETCTBME C Tabnuua 2; NpWU HanmuuMe Ha XOCMUTannsauus e Heobxoammo
enukpusata ¢ Homep Ha M3 ga e ¢ gaBHOCT Ao 1 MeceL, Npean kaHAMAATCTBaHETO

3 opurMHaneH UL UNu 3aBepeHo Konne

B. KPUTEPUX 3A NPOOABLIMNKABAHE HA JNEYEHMETO C IVACAFTOR (3AOBIDKUTENHW CA BCUYKU
KPUTEPUW)

MKB E84.0

KrnnHn4yHa oueHka u nHTepnpetTauna Ha uscnegBaHuaTa 1.2

MoteH Tect 8

Exorpadust Ha YyepeH apo6 3

Na6opaTopHu nokasarenu 2

Jlunca Ha usknoYBawWM KpUTEpUn no Touka B ' 2

1 pelueHve Ha cneumanuampana komucus no Alp Ne 38

2 MeaMUMHCKA AOKYMEHTaLMs U U3CTeABaHWA B CLOTBETCTBME C Tabnuua 2; Mpu HanuuMe Ha XOCmUTanusauns e Heobxoanmo
envkpusaTta ¢ Homep Ha M3 ga e ¢ gaBHoCT Ao 1 Mecel npean KaHAMOATCTBAHETO

8 opurMHaneH uw unm 3aBepeHo konve

B. U3KNOYBALLU KPUTEPUN

. CBpbX4yBCTBUTEMHOCT KbM aKTUBHOTO BELLIECTBO UMW KbM HSIKOE OT MOMOLLHWTE BeLlecTBa

Bb3pacT nog 4 meceua u Terno nog 5 kg

KpeaTuHunHoB knupbHC Hag 30 ml/min

Texko yepHoapobHo yBpexaaHe (knac C no Child-Pugh)

Mpu noBuwenune Ha ALT nnu AST > 5 x ropHata rpaHuua Ha Hopmata (ULN) unun ALT, nnn AST >3 x ULN ¢
oununpyouH > 2 x ULN, nnu KNMHWYHO NposiBeHa XbNTeHWLa, NPUIoXXeHneTo Ha ueakadTop TpsbBa aa ce
npekpaTtu

6. TpaHcnnaHTUpaHu nauveHTn

okrwd~

‘\ l\‘ N3NCKBAHMA HA H3OK MPU NEYEHWE HA KWCTO3HA ®UBPO3A /MYKOBUCLIMAO3A/ B U3BBHBEONTHUYHATA MOMOLY




NPUNOXEHWUE 1

JIUCT 3A ONPEOENAHE HA KPUTEPUUTE NPU 3ANMOYBAHE U NPOABINKABAHE HA JIEYEHUETO
C TPAHCMEMBPAHHU PETYJIATOPU HA MPOBOAVUMOCTTA NMPU KNCTO3HA ®UBPO3A (CFTR) —
NEYEHUE C DEUTIVACAFTOR /TEZACAFTOR /VANZACAFTOR

A. KPUTEPUN 3A 3AMNOYBAHE HA JIEYEHME C DEUTIVACAFTOR /TEZACAFTOR /VANZACAFTOR
(SAOBIDKUTENTIHU CA1,2,5,6,7U8, NN 2, 3,4,5,6,7 N 8 KPUTEPUN)

MKB E84.0

[eHeTMYHO NOTBBPAEHA ANarHo3a — Han-Manko egHa MyTaums, pasnuyHa ot knac | mytauum (kouto He
1 OTroBapsiT Ha NEYEHNETO) B reHa Ha perynaTtopa Ha TpaHcmembpaHHaTa NpoBOAVMOCT MPU KUCTO3HA
ubposa (CFTR) ?

dyHKUMOHANHO n3cneaBaHe Ha guiaHeto ¢ PEO1T ?

3 [eHeTUYHO NOTBBPAEHA AMarHo3a - HannyHa NoHe egHa MyTaums ot knac 3 unu egHa F508del myTaums Ha
reHa 3a TpaHcmMembpaHeH perynaTop Ha NPOBOAMMOCTTa NpY KUCTO3Ha hnbposa (NoTBbpAEHO HanMune Ha
F508del myTauvs v B gBaTa anena Ha CFTR rexa) ':2

4 Jlvnca Ha OTroBOp OT NeYeHNeTo (OLEeHeH OT nekyealuus ekun) ' unu
HernoHocMMOCT Mnm nosiBa Ha CEPMO3HU HEXEMNaHK peakumm oT Apyr moaynatop Ha CFTR !

5
MoteH Tect
6
Exorpadusi Ha yepeH apo6 3
7 NaGopaTtopHu nokasarenu 2
8 Jlunca Ha usknoYBawWwm KpUTEPUM No Touka B ' 2

1 peleHune Ha cneunanuavpana komucus no Allp Ne 38

2 MeavUMHCKA [OKYMEHTaLMs W M3criefBaHusl B CbOTBETCTBME C Tabnuua 2; Npu HamnuMe Ha XocnuTanusauus € HeoBXoammo
enukpuaata ¢ Homep Ha 13 aa e ¢ gaBHoOCT Ao 1 Mecel npeav kaHANAATCTBaHETO

3 opuruHaneH ul unm 3aBepeHo Konue

B. KPUTEPUN 3A NMPOOBINDKABAHE HA JNEYEHUETO C DEUTIVACAFTOR/TEZACAFTOR/VANZACAFTOR
(SAOBJDKUTENTHU CA BCUYKWN KPUTEPUWN)

MKB E84.0

KnnHuyHa oueHka n nHTepnpeTaums Ha u3cneasaHusita 2

MoTeH TecT ?

Exorpadust Ha YepeH apob 3

NaGopaTopHu nokasarenu 2

JNlunca Ha usknoYBawWm KpUTepun no Touka B ' 2

1 pelweHue Ha cneunanusvpaHa komucus no Allp Ne 38

2 MemMUMHCKA AOKYMEHTaUMs W M3CMeABaHMs B CbOTBETCTBME C Tabnuua 2; Mpy HanuuMe Ha XOcnuTanu3aumMs e Heobxoanmo
envkpusara ¢ Homep Ha M3 ga e ¢ gaBHocCT A0 1 Mecel, Npeay KaHAMAATCTBAHETO

3 opurMHaneH uLL MR 3aBepeHo Konue

B. U3KNIOYBALLU KPUTEPUN

1. CBpPBXUYYBCTBUTENHOCT KbM aKTUBHOTO BELLECTBO UMW KbM HSIKOE OT NOMOLLHUTE BELLECTBa

2. Bwb3pact nog 6 roamHu

3. KpeatnHuHoB knupbHc nog 30 mi/min

4. Texko yepHogpobHo yBpexaaHe (knac C no Child-Pugh); YmepeHo yepHogpobHo yBpexaaHe (knac B no Child-
Pugh) — oTHocuTENHO M3kIoYBaLL, KPUTEPUIA, CRES KOHCYNTaLUMs C raCTPOEHTEPONOr U OLEHKa Ha nonsa/puck ot
ne4yeHneTo

5. [pu nosuwenune Ha ALT nnun AST > 5 x ropHata rpanuua Ha Hopmata (ULN) unm ALT, unn AST >3 x ULN ¢
6unupyomH > 2 x ULN, unu KnMHMYHO NposiBEHa XbATeHULa, NPUNOXEHNETO Ha
deutivacaftor/tezacaftor/vanzacaftor Tpabsa ga ce npekpatu

6. TpaHcnnaHTUpaHu NauueHTn

N3NCKBAHMA HA H3OK MPW NEYEHME HA KNCTO3HA ®/BEPO3A /MYKOBUCLIMOO3A/ B U3BBHBEONHUYHATA MOMOLL




NPUNOXEHUE 2
.  JIEYHEBHO-OUATHOCTUYEH ANICOPUTBM

1. JNEKAPCTBEHWU NPOAYKTMW, sknioyerun B Mpunoxenue 1 Ha MNC, kouto H30OK 3annawa B cbOTBETCTBUE C
AencTBalnTe HOPMaTUBHU [OKYMEHTU.

Ta6nuua 1
INN OrpaHuyeHus DDD
COLISTIMETHATE . [lokazaHa  CBPBbXYYBCTBUTENHOCT KbM  KOMUCTUH 3 MU
SODIUM cyndar unm nonMMUKCuH B
. Mop 6 roanwHa Bb3pacT
TOBRAMYCIN . CTOMHOCTU Ha KpeaTuHuHa > 177 mmoI/Iv 300
. [lokaszaHa CBPbX4YyBCTBUTENHOCT KbM KOITO U Aa e mg
aMUHOTIMNKO3NA
*
LEVOFLOXACIN . Mopa 18 roamwuHa Bb3pacT 240 mg
. Mop 5 roguwHa Bb3pacT
DORNASE ALFA . Mpu naumenTn ¢ ®EO1 < 40% 1.2mg
MULTIENZYMES
IVACAFTOR . Mop 4 meceyvHa Bb3pacT
LUMACAFTOR / . Mo 1
IVACAFTOR o 1 roguiHa Bb3pacT
IVACAFTOR /
TEZACAFTOR/ . Mop 2 roguwHa Bb3pacT
ELEXACAFTOR
DEUTIVACAFTOR/
TEZACAFTOR/ . Hap 6 roguwHa Bb3pacT
VANZACAFTOR

*Cnea npoBepeHo neveHue c Colistimethate sodium unu Tobramycin n yyBcTtBUTEenHoctT Ha Pseudomonas aeruginosa,
KaKTO U NPU anepruyHu NaumueHTu.

2. NPOCIEQABAHE

Tabnuua 2
MokasaTenu u nscnenBaHus N
W3xoaHu cTonHocTn 6 meceual/12 meceua
TenecHa maca X X
PbcT X X
MKK (xemorno6uH, XxeMmaToKpUT, EPUTPOLIMTY, NEBKOLIUTH,
Tpomboumntu, AKK ) * s 2
CYE * X X
DEO1 ***
LCI2,5 (nog 5 roguiuHa Bb3pacT — Npy Bb3MOXHOCT)
KpbBHa 3axap (no npeueHka camo Ao 10 roguwiHa Bb3pacT) X X
YepHoapobHu eHsumun — ASAT, ALAT, I'TT X X
Bunupy6un ** X X
MukpoburonornyHo uscnegsaHe ** X X
KpeaTWHWH 1 ypest Ha BCeKM LIECT MbiHM Lukbna Ha Tepanus (180 52 X
[JHEBHa aMUHOIMMKO3uAHa Tepanusi) U no npeuexka *
CT/AMP ** X X
KoHcynTaumst cbe cneupanmet YHI ** X
KoHcynTaums ¢ Hedpornor ** X
KoHcynTaums ¢ HeBponor ** X
KoHcynTaumsi ¢ eHgokpuHonor **
KoHcynTaums ¢ ractpoeHTepornor **
MoTeH TecT X
Exorpadusi Ha YepeH Apob

*U3cnepBaHuATa cneaBa pa ca C daBHocT Ao 1 Mecel npeau kaHgvpatcTtBaHeTto. [Mpyu Hanmuve Ha xocnuTtanusauus e
Heobxoaumo enukpusata ¢ Homep Ha VI3 fa e ¢ gaBHoOCT 4o 1 Mecew Npeay kaHAUAATCTBAHETO.

** PN KNMHWYHW NOKa3aHusA

*** n3cneABaHeTO ce U3BBLPLUBA NPU NaLuMeHTH Hag 6 roauliHa Bb3pacT

3abenexka: MNpu neveHne ¢ TpaHcMeMbpaHHU perynaTopu npu kuctosHa cdubposa (CFTR) nokasatenute Ha yepHogpobHaTa
dyHkums (ASAT, ALAT, I'TT n 6unmpy6uH) ce npocneasiBat Ha Bceku 3 MeceLia npe3 MbpBaTa roavnHa 1 eXxerogHo cnep Tosa.

‘\ I\‘ N3NCKBAHUA HA H30K MPU NEYEHUE HA KNCTO3HA ®UBEPO3A /MYKOBUCLIMOO3A/ B U3BBHBEONTHNYHATA NOMOLL



Il. OBLLN USUCKBAHUA

1. Bb3pacToBarta rpaHuua ce ns4yucrnssa B HaBbPLUEHW FOAMHW - T.€. BKIIOYUTENHO KbM AaTaTta Ha nsgasBaHe Ha
npoToKona OT crneunannampaHaTa KOMUCUS.

2. MNpu HasHayaBaHe Ha Tepanus MO MPOTOKON 3aAbIDKUTENHO ce CbobpassBaT Bb3PaCTOBUTE OrpaHUYeHus,
CbrnacHo KpaTkaTa xapaKTepucTvka Ha CbOTBETHMS NeKapCcTBEH NPOAYKT, yTBbpAeHa no peaa Ha 3ITMXM.

3. H3OK He 3annaiya neyeHve M3BbLH ykazaHaTa Bb3pacToBa rpaHNLA B KpaTkaTa XxapakTepucTuka Ha npoaykTa.

4. H30K He 3annaiya neyeHve ¢ JO3W Ha4 MakCUMariHO paspelleHnTe No KpaTka XapakTepucTuka Ha NpoaykTa.

5. B cnyyan Ha HacTbnuna nogosnpaHa HexenaHa nekapcTeeHa peakums, nekapsT ysegomsasa VAJ no pega Ha un.
184 ot 3/MMXM. Konune ot cbobLieHneTo ce npunara/onucBa kbm/B MeguumHckaTa AokymeHTaumst Ha 3071 npum
KaHAmaaTcTBaHe 3a neyeHuve.

6. Bcekn e-npoTokon ce u3gaBa Bb3 OCHOBA Ha M3dadeH MEAMUMHCKA OOKYMEHT: creuuanusnpaHa KoMmucus B
JIBBIN Ha ocHoBaHue Allp Ne 38 ,OnpegensiHe Ha nnaH Ha fie4YeHne n npocneasBaHe Ha TepaneBTUYHWUST OTFOBOP
npyv NaumMeHTu, nonyyasalluy CKbNoCTPyBaLLy NekapCTBEHN NPOoAyKTU Mo peda Ha yn. 78, 1. 2 330

Eksemnnsip Ha xapTueH Hocuten ot Allp Ne 38 ,OnpegensiHe Ha mnaH Ha neyeHwe w npocneasiBaHe Ha
TepaneBTUYHUS OTrOBOP MpW NaLMeHTU, Nony4asally CKbMOCTPYBALLM NEKaPCTBEHW NPOAYKTM MO peAa Ha un. 78, T.
2 330", KoNTO e OCHOBaHWe 3a U3gaBaHe Ha NPOTOKON, NMOANMCaH OT crneuvanuaupaHa komucusa n 30J1, ce Boam no
pen, onpeaeneH ot ne4yebHOTO 3aBefeHMe 1 ce CbXpaHsaBa B kabvHeTa Ha KoMucusTa.

7. MNpwn n3gaBaHe Ha E-npoTokon no pega Ha ekcneprtu3ara no 4n.78, 1.2 ot 330, oTnaga HeobxoamMMocTTa Ada ce
NPeAoCTaBAT U CbxpaHsBaT npunoxeHne Ne1 n npunoxeHne Ne3 ot HactoswmTe ,M3ucksaHus Ha H3OK".

8. NapaBaHeTO Ha E-npoTokon ce ocblLyecTBABa B CbOTBETCTBME CbC CbBMECTHM ,YKa3aHusi 3a paboTta ¢ nogageH no
enekTpoHeH nbT npotokon IA/IB/IC (e-npoTokon)“, Mexay HaunoHanHaTta 3gpaBHoocurypuTenHa kaca u bbnrapcku
Jlekapcku Cbio3 3a npunaraHe Ha HauvoHanHna paMkoB AOroBOP 3a MEAULIMHCKATE AENHOCTH.

Hacmosiwume u3uckeaHuss ca ymewpdeHu om ynpasumenss Ha H3OK cned Pewexue Ne P[-HC-04-00-
38/29.04.2026 2. Ha HadsopHus cbeem Ha H3OK u npedsapumenHo cwenacysaHe ¢ bJIC, Ha ocHogaHue 4i.51,
an.10 ewe ep. ¢ an.8 om lpasunHuka 3a ycmpolicmeomo u deliHocmma Ha HayuoHanHama 30pasHoocuaypumesnHa
Kaca. W3uckeaHusima enuszam & cuna om Oamama Ha obHapodsaHemo uMm 8 ,[JbpxaseH 8ecmHUK” U omMeHsm
Oelicmeaujume usuckeaHusi om 0ama 6.6.2025 2. Ha ocHosaHue peweHue Ne P[]-HC-04-38/22.05.2025 a.

76 10

N3NCKBAHUA HA H3OK MNPU NIEYEHVE HA KNCTO3HA ®MBEPO3A /MYKOBUCLIMAO3A/ B U3BHBEONMHNYHATA NMOMOLL



NPUNOXEHUE 3

AOEKNAPALNA 3A UHOPOPMUPAHO CBITIACUE C USUCKBAHUATA 3A 3AMOYBAHE /
NPOABINKABAHE HA NEYEHUETO C NEKAPCTBEHWUA NPOOYKT

crie KaTto ce 3ano3Hax C udanata Mu npegocrtaBeHa I/IH(bOpMaLI,I/IH M uenta Ha JnedyeHneTo C neKkapCTBeHudA
HPODEVETIE. ... .. ..cooveieeeienieieiioincenene.. . SEEEEEERRRRUEEIRRL LR /. .. oot ee et eecacncencacncenee ol n cnepg Karto nonydmx msvepnartenHu
OTroBOpn Ha NoctaBeHUTE OT MEH BBLMNPOCU, AeKNnapupam 4e:

1. le cnaseam npenopbYyaHaTa MU CXema Ha JleYeHWe N NEepPUOANYHOCT Ha KOHTPOSTHUTE
nperneaw.

2. PepoBHO e ce siBiBaM Ha KOHTPOMHW Mperfieam M HaMa Aa NPOMEHSIM CaMOBOJSIHO UK Mnop,
OpYro BHyLUEHWe Ha3HayeHaTa My Tepanus.

3. Tlpu npeyctaHoBsiBAaHE Ha IEYEHMETO MO MPUYUHM, HENPOM3TMYALLM OT PELUEHNETO Ha
Komucusata 3a ekcneptman B P3OK n/unn Komucusara no un. 78, 1.2 ot 330, wwe yBegoms He3abaBHO NUYHUSA CU
nekap.

4. T[pwn HecnasBaHe Ha MOCOYEHUTE YCMOBMUS NEYEHMETO MU C YNOMEHaTUs fieKapCTBEH MPOOYKT
e 6bae npekpaTeHo u HaMa aa umam npeteHumm kbm H30K.
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