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l HOPMATHBHMX BUMOT pekomenjioBanux BOO3.

IHOOPMALISA NPO 3ACTOCYBAHHSA
Ua iHdbopmMauisa He € NOBHOIO, WOAD etheKkT1BHOCTI Ta be3nekun 3acToCyBaHHA TabneTok NnamisyanH/3naoByAUH. AnBKCH NOBHY
iHopMaLito NPO 3aCTOCYBaHHS ANs TabneTok NaMiBYAWH/3UA0BYAVH.

NAMIBYAWUH/ 3UA0BYAUH TabneTku, BKpUTI o6onoHkoto, 150 mMr/ 300 Mr

3arsepaxeHo B CLA : 1997

PeLenTypHuiA npenapar

3ACTEPEXXEHHSA: PU3UK FEMATOJIONTYHOI TOKCUYHOCTI, MIONATII, JIAKTOAUMAO3Y, 3ATOCTPEHHSA
FENATUTY B

Ansruce nosBHy — [H@OpMauyito U0A0 3aCTOCYyBaHHA npenapary 41sl OTPUMAHHA  [ONEPEX KyBalbHOro
10BiAOMIEHHS B KOPOBLI.

. [eMaTosioriuHa TOKCMUHICTb, BKIOYAOYM HEWTporneHito i aHeMito 6ynn noB'A3aHi 3 BWUKOPWUCTAHHAM
3MA0BYAMHY, WO € OAHUM 3 KOMMOHEHTIB IaMiByAMH/3MA0BYANH TabneTku (5:1)

«  CUMATOMaTWuHa Mionarisi, NOB'A3aHa 3 TPMBA/IMM BUKOPUCTAHHAM 3MA0BYANHY (5.2)

« JlakToauuaos i renatoMeranis 3 XWUpPOBOHO aucTpodi€to, B TOMY MOl 3i CMepTesibHUMK BUNapKamu, 6ynn
3apeecTpoBani npum BMKOPUCTaHHI aHanoris Hykneo3uais, BKIOUAOYX 3MAOBYANH. MpY BUHUKHEHHI KJIHIYHWX
a6o nabopaTopHUX O3HAK NaKToauuaosy abo BUpaXKEHOoi renaToTOKCUUHOCTI, JIIKYBaHHA clig NpU3ynuHNUTH
(5:3)

« 3aroctpeHHs renatuty B 6yno 3apeecTtposaHo y nayienTis ko-iH(MIKOBaHMX BIpYCOM renaTury B (HBV) 1a
Bipycom iMyHopediunTy JIHOAMHU (BIJ1-1) w0 MpUNMHWAN MPUAOM NaMiBYAMHY, KOMMOHEHT Tabnerku
NamMiByAH/3MA0BYAVH. XBOPUM AOCIIDKYIOT dbyHKUit0 nediHkK i, B pasi Heo6xinHOoCTI, IHILioOTb NiKyBaHHA
aHTM-renaTtuty B (5.4)

OCTAHHI BEJIUKI 3MIHWU

Crioci6 3acTocyBaHHs Ta Ao3u (2.2) MoTuin 2009

3acTepexeHHs Ta PekomeHaauii (5.7) Nrotun 2009

MOKA3AHHSA A0 3ACTOCYBAHHS

Namisyann/ 3uposyanH Tabnetka, ue KOMBiHALIA ABOX HYKNEO3WAHWX aHanoris iHribiTopis 3BOPOTHOI  TPAHCKPWNTA3M,
33CTOCOBYETLCA ANA NiKyBaHHs BIJ1-1 iHexuil y KombiHauil 3 iHW1MK AHTUPETPOBIPYCHWUMW NpenapaTamit.

CNOCIB 3ACTOCYBAHHS TA IO3K

«  [lopocni Ta NiANiTKK, Maca Tina AK1X HE MEHLWE 30 kr: 1 TabneTka Asidi Ha AeHb (2.1)

. Meniatpia: [03yBaHHA PO3Pax0BYETLCA Ha Bary Tina i He NOBMHHO MepeBuLLlyBaTK 403y AN A0POC/IUX (2.2)

+  JlamiByauH/ 3m{osy,uvm Tabnetka, npenapar ikcoBaHoi A03K, He cnia 3acToCoBYBAaTW [AITAM 3 Macot Tina Ao 30 ki,
nauiEHTaM WO NOTPebyHoTb KOperyBaHHs 403, 3 HUPKOBOIO HEeAOCTaTHICTIO, abo MeyYeHKOBOK HEAOCTATHICTIO, abo NawEHI i v
AKMX CROCTEPIraloTbCs NOGIUHI peakuii npy 3aCTOCYBaHHi 06MEXyBanbHWX 403 (2.3)

NIKAPCbKA ®OPMA

TabneTku: 150 Mr namisyanHy Ta 300 Mr 3ua08yAWHY (3)

MPOTHUMOKA3AHHSA

NamisyanH/ 3WA0BYAWMH TabneTku MpoTWNOKasaHi NaulenTam 3 NIABVLLEHOIO Yy T/MBICTIO A0 KOMMOHEHTIB npenapary &
aHaMHesi (Hanpuknaa, aHadinakcis, CUHAPOM CriseHca-/PKOHCOoHa).

3ACTEPEXXEHHA I PEKOMEHOALIL

»  [eMaTonoriyHa TOKCWMUHICTb/ NPUrHIYEHHA KICTKOBOro MO3KY, BKNIOHAKO{H HEITPONEHIO | aHeMito Bynu nos'si3an
BUKOPWUCTAHHAM 3UA0BYANHY, WO € 0AHUM 3 KOMMOHEHTIB NaMiByanH/3uaosyavt Tabnetku (5.1)

»  CUMATOMaTWYHa MionaTis, MoB's3aHa 3 TPUBANMM BUKOPWUCTAHHAM 3UA0BYANHY (5.2)

»  JlakToauwmaos i renatoMerania 3 Xuposoo AMCTPOIEID, B TOMY YMCNi 31 CMEPTENLHUMW BANAAKaMA, Oynv 3apeECTPOBAHI NDM
BUKOPMCTaHHI aHanoris HykNeo3wais, BKIOHAKHW  3MA0BYAVH. Mpu  BUHWKHEHHI KNiHiYHWX abo nabopaToprux  03rax
NaKToaumao3y abo BUPaXeHol renaTOTOKCUYHOCTI, NiKyBaHHS CNiA NPU3YynnHNTY (5:3)

«  3arocTpeHHs renatuty B Oyno 3apeectpoBaHo |y nauieHTis KO-iHPIKOBaHWX BIPYCOM renatunty B (HBV) T1a sipycom
iMyHoaediuMTY ntoavHKn (BLI-1) Wo NpuiHWM NPUMOM NaMiByiuHY, KOMMOHEHT TabneTku NamisyAuH/3UA0BYAUH. XBOPKIM
AOCAIAXKYIOTb DYHKUIHO NEYiHKK i1, B pa3i Heo6XiAHOCTI, IHILIIOI0TL NiKYBaHHA aHTV-renarry B (5.4)

o NamisyanH/ 3viaosyauH Tabnetku He CNnia 3acTocoByBaM pasoM 3 iHWWMK Npenapatamut A0 CKNaay AKX BXOAATb NaMIBYANH
abo 31a0BYAMH, abo Npenapaty, Wo MicTaTb emMTpuumTabiH. (5.5)

. [leKOMNEHCOBaHWA renaTmT, feaKi BUNaaky 3i CMeTenbHUMU HacnigkaMu, CnocTepirannecs y NauieHTis KO-iHdiKoBaHux HIV-
1/HCV, sKi oTpuMyBamm KOMBIHOBaHY aHTVMPeTPOBIPYCHY Tepanito Ta iHTephepoH anua 3/6e3 prbasipuHy. 3 MEAUHHO! TOHKM
30py HEOBXiAHO NPUIUHATY NPUIAOM Mpenapary namiByanH/ 3UAOBYAVH Tabnerky, # pO3rNAHYTV NUTAHHSA 3MEHWEHHA 03K
ab0 BigMitv iHTepthepoHy ansda, abo prbasipuHy, abo 060x.(5.6) ‘

. MoBIAOMARNOCE MPO 3arOCTPEHHA aHemMil y KO-IH(IKoBaH!X nauieHTis 3 HIV-1/HCV, aki oTpumyBany 0AHOYACHO pubasipwis 1
3MR0BYAVH. He pekoMeHAYETLCA CinbHe 3aCTOCyBaHHS pvbasipuHy Ta 3MA0BYAUNHY. (5.6)

o MaHkpeaTuT: Cnia 3acTOCOBYBATW 3 OOEPEXHICTIO Y nepiaTpUuHWX NAUIEHTIB, 3 NaHKpeaTuToM B aHamHesi abo 3 IHWMMK
3HAUHMMU (HAKTOPaMK PHU3UKY ANA NBHKPEATUTY. MPUnnHATA NIKYBaHHA 8K KNIHIYHO 3Hauytu§.(_.(5.7')4_(W‘ I T g !
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e  CUHAPOM IMYHHOrO BIAHOB/IEHHS (5.8) Ta Nepepo3noain/ AKKyMyNauis XUpoBKX BiAKNaAeHb (5.9) bynu 3apeecTposaHi Y
nauieHTiB 3 KOMBIHOBAHOKO aHTUPETPOBIPYCHOIO Tepanielo.
MOBIYHI PEAKLIE

. HalBinbw 4acTo cnocTepiranuce nobiuui peakuii (vactota Ginbwe abo AOPIBHIOE 159%) Npu KAIHIYHAX AOCTIIKEHHAX Y
popocnwix i Aited BUI-1, npu 3acTocyBaHHi  KOMOIHOBaHMX nNaMiByAvH Ta 3va0BYAuH, Oymn ronoBHWI BiNb, HYAOTE,
HE3AYXKAHHA Ta BTOMA, Ha3anbHi 03HaKM i CMNTOMM, piapes Ta Kawensb. (6.1)
B3AEMOQAIA 3 IHWMMWN NIKAPCbKUMU 3ACOBAMM

«  OpHOuacHe 3aCTOCYBAHHR CMiA YHUKATU 3 HACTYNHWMW NpenapatamMu. cTaByavH (7.1), 3anumtabiv (7.1), pokcopybiuuk (7.2).

e MpUrHiYeHHs KiCTKOBOro MO3KY/ LMTOTOKCHUHI areHTn: Moxe 36inbwmnTi reMaTonoriury TOKCMYHICTb 31A0BYANHY.(7.3)
OCOBNUBOCTI 3ACTOCYBAHHA

lopyoui Matepi: BIN-1-iHdikoBaHi matepi B Cnonyuenwnx LLtatax He NOBUWHHI FOAYBATH rPYAAIO, W06 YHUKHYTH MOTEHUIMHO!
nepepaui nocTHatansHoro BII-1. (8.3)
NepernsHyTo: Keiters 2010

DMK T EREC AR NS
DHPLKTOR A

2 TTYTCLM.

LS
$52



MOBHA IHGOPMALLISA MPO 3ACTOCYBAHHS: 3MICT*

3ACTEPEXEHHS: FEMATOJIOMTHHA TOKCWYHICTb, MIONATIS, NAKTOALMUAO03, 3ArFOCTPEHHS FEMATUTY B

1. MOKA3AHHSA A0 3ACTOCYBAHHA

2. CNOCIB 3ACTOCYBAHHSA TA AO3U

2.1 [opocni Ta nianiTkv Baroto He meHwe 30 kr

2.2 NepiaTpyyHi NAUEHTH

2.3 MauieHtw, Wo noTpebyoTh KOPEryBaHH: no3un

3. IIKAPCbKA ®OPMA

4. NPOTUMNOKA3AHHA

5. 3ACTEPEXEHHS I PEKOMEHD.ALui

5.1 MemMaTonoriyHa TOKCMUHICTL /MNpUrHiveHHs KiCTKOBOIO MO3KY

5.2 Mionaris

5.3 Nlaktoauvaos / renaromerania 3i CTeato3oM

5.4 MauienTv 3 BI1-1 1@ KO-iH(iKOBaHI BIpYCOM renaTvTty B

5.5 3aCTOCYBaHHS 3 IHWUMU npenapatamv A0 CKNany AKWX BXOARTH NaMiByAvH a6o 3uposyanH, abo npenaparty, Wo MICTATb
emMTprunTabiH

5.6 3aCTOCYBaHHs CxeMwt NikyBaHHR Ha 6a3i iHTepdepoHy Ta pubasipnHy

5.7 NaHkpeaTnt

5.8 CHAPOM iMYHHOMO BiAHOBNEHHA

5.9 Mepepo3noain XUpoBnx gigknaneHb

6. MOBIYHI PEAKUII

6.1 KniHiuHi AOCNIAKEHHSA, nocsig

6.2 MOCTMApKETMHIOBMIA AOCBIA

7. B3AEMOAIA 3 IHWNMW JIIKAPCbKMMW 3ACOBAMW

7.1 AHTVUPETPOBIPYCHI areHTw

7.2 [okcopybiumH

7.3 FeMaTonOrivHi/ MpUrHiYeHHs KiCTKOBOrO MO3KY/ UMTOTOKCWYHI areHTn

2.4 Cxema nikysaHHs Ha 6a3i iHTepdepoHy Ta pvubasipuHy

7.5 TpumeTonpum/ CynbhameTokcason (TMP/ CMK)

8. OCOBJIMBOCTI 3ACTOCYBAHHA

8.1 BariTHICTb

8.3 Moaytoui Matepi

8.4 3acTocyBaHHA B nepiatpii

8.5 3acToCyBaHHA Yy nrofen NoXUnoro Biky

8.6 HupKOoBa HEAOCTATHICTD

8.7 MeuiHkoBa HEAOCTATHICTL

10 NEPEAO3YBAHHSA

11 onvuc

12 KJIIHIMHA GAPMAKOJIOIIA

12.1 MexaHi3M Aji

12.3 ®apMakoKiHeTV1Ka

12.4 MikpoGionoris

13. HEKJIIHIYHA TOKCWKOJ10r1s

13.1 KaHueporeHes, MyTareHes, SHVDKEHHA HepTUNBLHOCTI

13.2 PenpoayKTusHe Ta TOKCUMKONOriUHE AOCNIKEHHA

14 KNIHIYHI AOCNIAKEHHSA

14.1 Jopocni

14.2 NpodinakTyka nepeaadi BI/1-1 BiA MaTepi 40 NMOAA

16 MOCTABKA/ 3BEPIFAHHSA TA OBPOBKA

17 IHOOPMALIA A5 KOHCY/IbTYBAHHSA NAUIEHTIB

17.1 PekomeHaauii Ans nauiexTa

* Po3ninut i MiAPO3Ainy, onytueri, BIAHOCHO nOBHOI iHhopMail Woao NPV3HAYEHHS HE BKa3aH

MOBHA IH®OPMALISA NMPO 3ACTOCYBAHHA

3ACTEPEXEHHSA: FEMATONOIIHHA TOKCUYHICTb, MIOMATIS, NIAKTOALIMA03, 3ATOCTPEHHA FEMNATUTY B

3uaoBYANH, OAMH 3 2-X aKTUBHUX iHrpepieHTiB Npenapary namisyauH/ 3uaoByanH rabneTky, 6ys NoB'A3aHuNn 3
remMaToJ/10riuHOo0 TOKCUUHICTIO, BKIFOUAOUH HeWTponexito Ta aHemito, 0cobnmeo Y nauieHTiB 3 Ni3HiMK crapismu BIN-1
xBOpO6Y [gMB. 3acTepexeHHs 1a PexomeHgauii (5.1)].

Tpusane 3aCTOCYBaHHA auposyauHy 6yno fnOB'S3aHO 3 CMMNTOMAaTUYHOIO mionaTieto [gne. 3acTepexKeHHs 1a
PerxomeHgayii (5.2)].

NakToauupos i renatoMeranis 3 YXWpOBOHO pvcTpodiero, B TOMY yucai 3 neTtasibHUMM anankamn, 6ynmn
3apeecTpoBaHi npu BUKOPMWCTaHHI moHoTepanii abo B koMbiHauii aHanoris Hyksleo3nAais, B TOMY yncni NamisyAnH,
3400BYAMH Ta HWWMKU aHTUPETPOBIPYCHUMH npenapath. [pwn BUHUKHEHHI KNiHiuHMx a6o naGbpaToprx 03HaK
naxktoaumpo3sy, abo- BUparkeHol renaToToOKCMYHOCTI HeobXigHO NPU3YNUHWUTH nikyanus. [a#s! ' 3acrepexeHHa 1a
peromergayii (5.3)]. PG T EIE R e




3arocTpeHHs renatuty B 6yno 3apeectposaHo Y nauienTis, siKi ko-iHdikosaHni Bipycom renatuty B (HBV) i
sipycoM iMyHoaediunTy (BIJ1-1) i NnpUNUHAIN fpuitoM NaMiByaMHY — KOMMOHEHTY naMisyavH/3uaoByavH Tabnertox.
MeuiHkoBa yHKUiS NpU Ko-iHdeKUil BI/1-1 i HBV noBMHHA KOHTPONOBATHCA Y NaLiEHTIB B peTeNibHUX KAIHIYHWX Ta
nabopaTopHUX yMOBaxX MPWHAWMHI MPOTArOM HACTYMHUX KiNbKOX MicsiLiB, nicas MPUNUHEHHS NPUAOMY NaMiByAUH/
3upoByauMH Tabnertok. Y pasi HeobxigHocTi, MoXxe OyTn BUNpasAaHUM iHiuitoBaHHs aHTU-renatuTHol Tepanii. [Aus.
3acTepexmeHHs Ta PekomeHpauii (5.4)1.

1. MOKA3AHHS 4O 3ACTOCYBAHHSA
NamiByAuH/31A0BYAVH TabneTka, NOEAHAHHA ABOX HYKNEO3UAHMX aHanoris, MPU3HAYAETLCA B KOMBIMAUl 3 iHWWMMK
aHTUPETPOBIPYCHUMM 3acobamm And NiKyBaHHA BIN-1 iHdexuil.

2s CrnocIb 3ACTOCYBAHHSA TA AO3U

24 [lopocni Ta NianiTKK Barco He MeHie 30 kr

PekoMeH/0BaHa nepopanbHa A03a NaMiByaAMH/3MA0BYAMH TabNeTok BI/1-1-iH(ikoBaHUM AOPOCIM | MIANITKAM 3 Macoio Tina
He menwe 30 kr cknaaae 1 Tabnetky (Mictutb 150 Mr namisyavHy Ta 300 mr 3U10BYAUHY) ABa Pa3v Ha AeHb.

2.2 MepiaTpnyki nauieHTH

PekoMeHA0BaHa nepopasnbHa A03a namisyaAuHy/31a0ByAuHY TabneTok Ana fiTeit saroto He MeHwe 30 Kr, | ANg SKUX He3MIHHa
nepoparnsHa nikapcbka hopma € [0UINBHOO, € ABIYi Ha AeHb MO L Tabnetui.

Mepea NpW3HAYEHHAM namisyavH/31a0ByAMH Tabnetku, CNia OUIHUTM 3A4ATHICTb AUTWHW TMPOKOBTHYTH TabneTky. SKWo
OUTVMHA He MOXEe HaAIMHO MPOKOBTHYTM namisyavH/3uA0BYAVH Tabnetky, CniA npu3HadaTu piaki opancHi dopMu:  namiByanH
nepopanbHUi PO3UWH i 3MA0BYAUH C1PON.

2.3 MauieHTy, Wo NoTpebytoTh KOperyBaHHs 03U

OCKiNbKW NaMiByAMH/31A0BYANH TabneTku € KOMGiHOBaHMM mpenapaTtoM 3 (IKCOBAHOK [030t0, MOro He cnifg Npu3Hadaty
aitam 3 macoto Tina meHwe 30 kr abo nauieHTaM, fki NoTpebytoTb KOPWIYBaHHR A03MW, TakuM, WO MaloTb 3HKEHY DYHKLIKO HUPOK
(KNipEHC KPeaTuHiHY MeHWwwit 3a 50 Mn/xB.), NaUiEHTaM 3 NOPYLUEHHAM dyHKUiT neviHky, abo MauieHTaM y AKMX CNOCTEpIratTLCs!
NoBiuHi peakuii NPy 3acTOCYBaHHI o6MedxyBanbHVx A03. NS umx rpyn HaceNeHHs 33CTOCOBYIOTHCA PiaKi Ta TBEPAI NepopansHi GopMy
npenapatis oKpeMux KOMMOHEHTIB NamiByAvH/31A0BYANH TABNETOK.

3 NIKAPCbKA ®OPMA

NlamisyavH/3na0BYAUH TabneTku, MicTaTb 150 Mr namisyavHy Ta 300 Mr 3MA0BYANHY, MOKPUTI NNiBKOBOIO 0BONOHKOK, O1N0I0
Konbopy, Y hopMi Kancynu, MatoTe MapKyBaHHA «H» i AiHil0 HAaAPI3y Ha OAHIN CTOPOHI | MapKyBaHHA «2» Ha iHWiM CTOPOHI.

4, NPOTUMNOKA3AHHA ’

NamisyauH/ 3vposyavH TabneTku fpoOTUNOKa3aHi MauieHTam 3 MiABMLLEHOI QYT/MBICTIO A0 KOMMOHEHTIB npenapary 8
aHaMHe3i (Hanpvknag, aHadinakcis, CMHAPOM CTiBeHCa-/KOHCOHA).

5. 3ACTEPEXXEHHSA I PEKOMEHAAULII

5.1 FeMaToMOr4YHa TOKCMUHICTb/MPUrHiYEHHA KiCTKOBOTO MO3KY

31MQ0BYAMH, KOMMOHEHT npenapary namisyavH/ 34A0BYAMH Tabnetky, 6y8 MOB'A3aHWI 3 FEMATONOrMYHOIO TOKCUUHICTIO,
BKAFOUAIOUM HEMTPOMEHIIO Ta aHEMILo, 0CO6NMBO Yy MALEHTIB 3 Ni3HIMW CTaAIAMU BI/1-1 xBOpo6u. SlaMiByAviH/31A0BYAVNH TabneTku cnig
BUKOPUCTOBYBaTM 3 OBEPEXHICTIO nauieHTaM, y skux Ao nikyBaHHs 6yB 3HWKEHMA pe3epB KICTKOBOTO MO3KY, Ha LIO BKasyloT:
rpaHynounTy MeHw Hixx 1000 KNiTVH/MM3 @60 remMornoBiH MeHLw, Hix 9,5 r/an [ans Mo6GiuHi peakuii (6.1)].

NauieHTam 3 nisHiMu cragismu BLJ1-1 3aXBOPIOBaHHS, aKi NPUIAMaIOTb NaMmiByAnH/3MAOBYAWH TabneTkn PEeKOMeHAYETLCS
peTenbHO KOHTPoaKBaTh remMaTonoriyHi napameTpu. MepioanyHi reMaTonoriuHi aHaniau peKoMEeHAYIOTLCA ans iHwux BII-L-iHdIKoBaHMX
nauienTis. SKLLO aHeMist aBo HeMTPONEHiA PO3BMBAETLCS, nepepusaHHs 403yBaHH:A MOXe ByTu HEeobXiaHMM.

5.2 Mionaris

MionaTis Ta MiO31T, 3 NaTONOTYHMMK 3MiHaMK, CXOXMMU 3 O3HaKamut BIN1-1 3axsoptoBaHHA, Gynu NOB'A3aHI 3 TpUBaniM
BUKOPUCTAHHAM 3UAOBYAUHY, i, OTXE, MOXYTb BUHVKHYTU NPU Tepanii TabneTkamyt namisyaAnMHy/3UA0BYAUHY.

5.3 JlakToaunpao3/FenaToMeranis 3i CreaTo3om

NakToauvao3s | renatomerania 3 >KUpPOBOKOD avcTpodiero, B TOMy 4YUCNi 3 fieTanbHvMu Hacniakamu, 3adikcoBaHi Npw
BUKOPUCTaHHI  MoHOTepanii abo npu KOMGiHauii aHanoris HykNeo3wais, B TOMY yucni  NamiByavHy, 3VAOBYAMHY Ta  IHWWX
aHTMPETPOBIPYCHWX NpenapaTis. BinblWiCTb umx BUNAAKIB CTANUCA 3 XiHKaMu. OXUDIHHA | TpUBanuii BNV HYKNEO3WAIB MOXYTH ByTH
(hakTopamMu puanky. Ocobnmeoi 06EPEXHOCTI CNig AOTPMMYBaTUCS NpU NPU3HaYeHHi NaMmiByAuHYy/ 31AOBYAVHY Tabnetok Ans Oyab-
aKOro MauieHTa 3 BiAOMMMU (DakTOpaMK PU3MKY 3aXBOPOBAHbL neYiHKW; OAHaK, CroCTepiranuca BuUNaskn y rauieHTis 6e3 Byas-aKx
BinOMUX (HaKTOpiB PU3nKy. JliKyBaHHA namiBynH/31MA0BYANH Tabnetkamn Mae 6yTi NpM3ynuHeHO Y Gyab-aKkuxX NAUIEHTIKB, B AKX
CNOCTEPIraETbCs NP KNIHIYHUX abo nabopaTopHUX AOCNIAKEHHSAX NaKToaUnA03 ab0 BUpaXeHa renaToToKCUMUHICTb (L0 MOXEe BKIOYaTH
renatoMeranito i CTearto3 HasiTb 3@ BiACYTHOCTI NOMITHOrO NiABULLEHHA TPaHCaMiHa3).

5.4 MauienTu 3 BIJI-1 Ta Ko-iHdikoBaHI Bipycom renatmry B

MicnsonepauiiHi 3aroCTPEHHs renatuty: B KNIHIYHAX BUNPOBYBaHHAX Y MauieHTis He iHdikosarnx BLN-1, Akl oTpuMysan
NaMiByAuH ANs NiKyBaHHA XPOHIYHOrO renaTuty, KNIHIYHI | nabopaTopHi 03H3KW 3aroCTpeHb renaTuty 8iabynuca nicng CKacyBaHHs
namisyauny. Lii 3aroctpeHHs 6ynu BUSIBNEHI FONMOBHUM UMHOM 3aBASKW NiABULLEHOMY PIBHIO ALT B CMpOBaTUui KPOBi B AONOBHEHHS /0
MOBTOPHOrO BMHWKHERHA Bipycy AHK renatura B (AHK HBV). He3saxaiouu Ha Te, Wo KiNbKICTb BUNaaKis Byna obMexeHa, B AesKuUX
BUNaaKkax CrocTepiranucs CMepTenbHi HacNiAKK. AHanoriudi noail 6ynu 3apeecTpoBaHi NPOTATOM MOCTMAPKETUHIOBOTO BUKOPUCTAHHA
nicns 3MiHW cxem nikysaHHs BI/1-1, WO MIiCTATbL namiByavH, Ha CXemu NiKyBaHHS: MauieHTiB NpenapaTamu, WO He MICTATb NaMiByAuH,
iH(DIKOBaHUX K BI/1-1 TaK i HBV. MPUYMHHAN 38'A30K 3 NMPUMUHEHHAM JliKyBaHHA namisyaMHOM He BiaoMuiA. MauieHTam cnig petensHo
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CnocTepiraT!ch B KNIHIYHMX Ta NabopaTopHUX YMOBax HacTynHi NPUHAMMHI Kinbka Micauis nicns NpUnvHEHH: NiKyBaHHA. BIACYTHA
[0CTaTHS iHbOPMALS, WOB BU3HAUNTU, UM € BIAHOBNEHHA NaMiByAuHyY NiCNA 3MiHW KyPCY NiKYBaHHSA 3arocTpeHb renarvty.

[CTOTHI BiAMIHHOCTI MiX_NpenapaTamu, WO MiCTSTb NamiByavH: naMiByAvH/31a0BYAVH Tabnetku MicTATL Binbly BUMCOKI 403
TOF0 X CaMOro aKTMBHOrO iHrpeaieHTa (namisyavH), HidK Enisip-HBV® Tabnetku | nepopansbHWi  po3unH. Enigip-HBV® Bys
PO3POBNEHWI AN1R NIKYBAHHA XPOHIYHOrO FenaTuty B. Beanexa i edeKTUBHICTb NamiByawWHy Oynu BCTaHOBNEHI AN NiKyBanHs
XPOHIUHOrO renaTuTy B y MauieHTis i3 CynyTHLOH0 iHDeKUieo BIN-1i HBV.

Nossa NaMiByAMH-pe3vcTerTHoro HBV: Y He BUI-iH(ikoBaHUX NaUiEHTIB, AKi OTPUMYBaNW namiByaMH ANR NiKyBaHHA
XPOHIUHOro renatuTy B, nosisa namiByAwH-pe3UCTEHTHOTO HBV BusBnanacs i Byna Nos's3aHa 3i 3MEHLWEeHHAM BiANoBIAHO! peaxuit Ha
nikyBarHs (ams. MosHui ommc iHdopMauii, Wwoao Enigip-HBV® Aana oTpuMaHHA AoaaTtkosoi iHdopmauil). [Mossa Bapiauin Bipycy
renatuty B, NOB'S3aHWX 3 PE3VNCTEHTHICTIO /10 NaMiByANHY, TaKOX cnocrepiranacs y BUI-1-iHiKOBaHMX NALIEHTIB, K OTpUMYBaIn
KyPCH BHTUPETPOBIPYCHOT Tepanii, Wo MICTATL NaMiBYAVH, 33 HasBHOCTI Ko-iHdekuii BipycoM renatuty B.

5.5 3acrocyBaHHsi 3 iHWMMM npenapataMi [0 CKAaAYy SKUX BXOARTb namisyaus abo 3upoByauH, a6o
npenapartu, Wo MiCTSTb eMTpUunTabiH

/laMiByAvH/3UA0BYANH Tabnetka sBnse coBOK0 NOEAHAHHS (IKCOBAHOI A03v NaMiByAWHY i 3WA0BYANHY. Namisyavn/
3upoBYAMH TabneTku He CNi4 3acTOCOBYBau PasoM 3 iHWWMM Npenapatamu A0 CKiady AKWX BXOAATH namisyavH abo 3140BYANH,
BKOYAOUM NamiByavH y opmi Tabnetok i NepopanbHOro Po3dquHy, Enisip-HBV y Bwrnsai Tabnetoxk i NepopansHoro po3uwHy,
3MA0BYAMH Y BUTNSAI TabneTok, Kancyn, cupony i BHYTPIWHLOBEHHOT iRdy3ii, TabneTkn EN3NMKOM® (abakagipy cynbdart i namisyanH),
abo Tabnetkn TPU3MBIPY (abakasipy cynbdaT, NaMmiByauH Ta 3mpoByauH); abo npenapati, Wo MIiCTATb eMTpPUUMTabIH, B TOMY Hmicni
ATPINSIA® (edasipeHu, emTpuumTabiH i TeHodosip), EMTPUBA® (eMTpuumMTabiH) abo TPYBALA® (eMTpuuuTabiH i TeHodosip).

5.6 3aCTOCYBaHHA CXeMM JiKyBaHHs Ha 6a3i iHTepdepoHy Ta pubasipuHy

LlocniaxeHHs in vitro nokasanu, wo pubaBipuH MOXE 3MEHWWTH dochopuntoBaHHA NIPUMIAMHOBUX aHANOIMB HYKNEO3WAIB,
TaKuX, RK NaMiByavH i 3uA0BYAMH. He 3Baxaioun Ha Te, WO He crnocTepiranoc apMakoKiHeTUUHOT 260 (hapMakoAMHAMIYHO B3aeMoAl
(Hanpvknaa, BTpata BIJ1-1/BIC-gipyconoriuHol cynpecii) npu CninbHoMy gseaeHHi BI1-1/BIC xo-iHdikoBaHUM nauienTam pudasipuHy 3
namisyaMHoM abo 3uAOBYAMHOM [AuB. KIiHiYHaE gapmakonoris (12.3)], y BIN-1/BrC-ko-iHDIKOBaHMX NaLEHTIB, AKI OTPUMYBanV
KOMGiHOBaHY aHTMPETPOBIpycHy Tepanito BI/1-1 Ta iHTepdepoH-ansta 3 abo 6e3 pvbasipuHy, dikcysanm [EKOMNEHCAUI0 NeYiHKK (IHOA!
3 feTanbHWM BUNAAKOM). Y NaUiEHTIB, AKi OTPUMYBann iHTepdepoH-ansda 3 abo Ge3 pvbasipyHy | TabneTkamu NamiByAnH/3MA0BYANH,
Chif peTenbHO KOHTPOSHOBATH O3HAKK TOKCWMUHICTI, MOB’A3aHi 3 NiKyBaHHAM, 0CO6NMBO TaKi, AK NeviHkosa HeaOoCTaTHICTb, HeUTponeHis
Ta aHeMis. MPUNMHEeHHS NPUMOMY NamisyAnH/3MA0BYANH TabneToK Cnia Po3rNsaaTH AK Take, WO BIAMOBIAGE 3 MEAMUHOI TOUKM 30DY.
3HWKEHHS 1031 ab0 MpUNMHEHHs npuitoMy iHTepdepoHy-ankda Ta (abo) pvbaBipuHy, MOBMHHO TAKOX PO3rNAAATMCH, AKILO
CNOCTEPIracTbCs 3aroCTPeHHs KNIHIYHO TOKCMUHOCTI, B TOMY UMCNi NEYiHKOBa AeKOMNeHcauis (Hanpuknaga, piseHb Hainba-Mbio Buwmi
3a 6 6anis) (aus. MosHy iHGOpMaLi WOAO NPU3HAYEHHA ANA iHTepdepory i pubasipuHy).

Y BUI-1/BIC ko-iH(iKOBaHUX NaUIEHTIB, fKi OTPUMyBanu pubasipuH | 3MAOBYAWH, PEECTPYBANOCA 3aroCTPEHHSA anemil. CninsHe
BBE/IEHHS PUBaBIpUHY Ta 3MA0BYAUHY HE DEKOMEHAYETHCS.

5.7 NaHkpeaTvuT

NamisyauH/31A0BYAMH Tabnetku CNiA 3acTocoBysaty 3 0BEepeXHICTIO MaUiEHTaM 3 NaHKPeaTUTOM B aHaMHesi abo IKWMK
3HauHMMKU (DAKTOPAMU PU3WKY ANS PO3BMTKY MAHKPEATUTY. JIiKyBaHHA NaMiBYAUH/3MA0BYAVH TaBNeTKaMu CNiR MPUIUHUTA HeranHo,
AKUWO0 MaloTb MUicUe KNiHIYHI 03HaKu, CUMMITOMU abo nabopaTopHi BiAXMNEHHS, AKi BKa3ytOTb Ha NaHKpeaTut [anB FobiHi peakuii
(6.1)].

5.8 CUHAPOM IMYHHOrO BiAHOB/IEHHA

CMHAPOM IMYHHOrO BiAHOBNEHHS 3adikcoBaHo y nauieHTiB 3 KOMBIHOBaHOK aHTUPETPOBIPYCHOK Tepanielo, B TOMY HUUCI NPy
3aCTOCYBaHHI NamiByaAuH/3MA0BYAMH TabneTku. Ha nNo4yaTkoBOMY eTani KOMBIHOBaHO! aHTUPETPOBIPYCHOI Tepanii, Y NaueHTiB, Y AKX
pearye iMyHHa CuCTema, MOXYyTb PO3BWUHYTUCA 3ananbHi peakuii Ha 6e3fonicHi abo 3anvWKOBi ONOPTYHICTUUHI iH(eKUiT (Taki, sk
incbexuis Mycobacterium avium, cytomegalovirus, Pneumocystis jiroveci pneumonia (PCP), abo Ty6epKkynbo3), Wo Moxe rnoTpedysaru
BIANOBIAHUX OUIHOK | MiKYBaHHS.

5.9 Mepepo3noain KUposux BiAKNaAeHb

CnocTepiraeTbcs  Mepepo3nOAiN/akKyMynaLis  XUpOBKMX sigKnNafeHb B OPraHiaMi, BKIHOHAOUKU UEHTPANbHE  OXWUDIHHS,
aopcouepsikancHe 30iNbLUEHHS XUPY (Buuaumii ropb), NMUBOBE BUCHAXEHHSR, 30IMbLUEHHS MPYAHOT KNITUHM | «KYWMHIOIAHE» OXUPIHHS
BiA3HAUeHi y NaUieHTIB, AKi OTpUMyBanu aHTUPETPOBIPYCHY Tepanito. MexaHi3m i A0BroCTPOKOBI HACNIAKK UMX RBULL Ha BaHWA Yac He
8iA0Mi. MPUUYMHHO-HACMIAKOBMIA 3B'A30K HE BCTAHOBNEHUA.

6. MOBIYHI PEAKLII

HacTynHi nobiuni peakuii, 06roBoprooTbCA 6inbW AeTanbHO B iHWKX PO3Ainax i€l iHCTpyKuUil:

« [eMaToNOriuHa TOKCUYHICTb, B TOMY YMCNi HEMTPONEHIN | aHeMis [41B. 3aCTEPEXEHHA Ta Pexomergauli (5.1)].

o CUMATOMaTUUHA MiONaTia [gus. 3acTepexerts 1@ Pexomerngauil (5.2)].

« NlakToaUMAO3 | renaToMeranisi 3 XMUpOBOI AUCTPOMIEID [4uB. 3acTepexenHs Ta Pekomeraaulr (5.3) ).

« 3aroCTpeHHs renatuty B [aums. 3acTepexerHs Ha KOpobLll, 33CTEPEXEHHA Ta Pexomeraauli (5.4)]

« FlediHKoBa HEAOCTATHICTL Y NauieHTis 3 BUT-1 ko-iHdikosaHux renatutom C [ans. 3acrepexerHs 1a Pexomernauli (5.6)].

« 3arocTpeHHs aHeMil y nauienTis 3 BIJ1-1/BIC Ko-iHdeKuieo, aki oTpUMyioTs pubasipuH | 3UACBYAWNH [4i1B. 33CTEPEXEHHS Td
Pexomerpgauli (5.6)]

o NaHkpeaTuT/auB. 3actepexers 1a Pexomergauil (5.7)].

6.1 KniHiuHi gocnigykeHHs, pocsin

KniHiYHi A0CNIAKEHHS NPOBOAATLCA B pi3HMX yMOBaXx, 4acToTa MOGIYHWX Peakuiil y KiHiuHMX NOCNIDKEHHAX NPENapaTy He
Moxe 6yt 6e3nocepeaHbolo B NOPIBHAHHI 3 4acToTolo peakui 8 KNiHIYHMX BUNPOOYBAHHSAX HWOrO nbenapary, i MOXYTE He
Bifo6paxaTi YacToTy CNOCTEPEXEeHb Ha NPaKkTyui. by o
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BeeaeHHa J1aMiBYAUHY NMOC 3WA0BYAUHY Y BWCNSAI OKDEMMX NiKaDCbKMX ¢dopM: B 4 PaHAOMI30BaHUX KOHTPONbOBAHWUX

BUNPOBYBaHHAX, NPW NPWoMi TabneTku namisyanHy 300 Mr pa3 Ha AeHb T3 TabneTku 3unoByaMHy 600 Mr pa3 Ha AeHb, CNoCTepiranMcs

no6iuri peakLi i naGopaTopHi BiaxvneHHs (avs Tabnuui 1 i 2).

Ta6bnuus 1. Knidiuni no6iuni peaxuii (4acrorta 25%), W0 OUIHIOETbCA Y 4 KOHTPOSIbOBAHUX KIIIHIUHNX
pocaimKeHHsX namisyanH Tabnetkn 300 Mr/aeHb i 3MA0BYAMH Tabnerkun 600 Mr/aeHb

No6iuHi peakuil

NamisyauH Tabnertkun

nALOC 3MA0BYAMH TabneTkn

(n = 251)

Tino B uinomy

FonoBHU# 6inb 35%

He3ayXaHHs | BTOM/IIOB3HICTb 27%

NnxoMaHka abo 03Ho6 10%

TpaBHa cuctema

Hyaota 33% ;

[iapes 18% i

Hypota i 6ntoBaHHA 13%

AHopekcis i / ab0 3HWKEHHS aneTuTy 10%

Binb B XUBOTI 9%

Cna3mu B XMBOTI 6%

[vcnencia 5%

HepsoBa cucrema

Hesponaris 12%

Be3CoHHA Ta iHWi po3naaun CHy 11% |

3anaMopoyeHHs 10% i

[enpecursHi po3naau 9% ;
|

PecnipatopHa cucTeMa

Ha3anbHi 03HaKku i CUMNTOMU 20% (

Kaweno 18%

Wkipa g

LLKipHi BUCHNAHHSA 9% 1
|

OnopHo-pyxoBa cucTemMa ’ ':

CKeneTHo-M'a308uM Binb 12%

Mianris 8% |

ApTpanris 5%

MaHkpeaTuT cnocTepirasca B8 9 3 2613 Aopocmx nauieHtis  (0,3%), sKi OTpUMyBanu Tabnetkv namisyauHy B8
KOHTPONLOBAHWX KAIHIUHUX AOCNIAXEHHAX [41B. 3aCTepEXeHHs Ta Pexomergauii (5.7)].

NabopaTopHi BiAXMNeHHs, ki cnocTepiran1cs nia vac Tepanii, HaseaeHi B Tabnuui 2.

Ta6nuus 2. Yacrtota na6opaTopHUX aHOManii, 3a3HaueHWX cepea AOPOC/IMX B HOTUPLOX KOHTPONbOBAHMX
KNiHIYHMX BUNPOBYBaHHAX NaMiByauH TabneTku 300 Mr/ AeHb NOC 3MA0BYANH Tabnetkun 600 Mr/peHnb *

Tecr
(aHoManbHWMA piBeHb)

NamiByaunH TabneTku natoc
3uaoByanH Tabnetku % (n)

HeitTponeHis (ANC <750 / MM°)

Anemis (Femornobin <8,0 r/an)
Tpom6ouuToneHis (TpoMbounTit <50 000 / MM3)
ALT (> 5,0 x ULN)

AST (> 5,0 x ULN)

Binipy6iH (> 2.5x ULN)

Aminasza (> 2,0 x ULN)

7:2% (237)
2.9% (241)
0.4% (240)
3.7% (241)
1.7% (241)
0.8% (241)
4.2% (72)

ULN = BEpPXHA Mexa HOPManbHOro pisHs.
ANC = abconoTHa KinbKicTb HeuTpodinis.
n= KiNbKiCTb AOCIMKEHMX NALIEHTIB.

*UacToTa UMX NaBOpaTOPHUX MOpyleHb 6yna Bulle Y MauieHTis 3 MOMIPHUMM NabOPaTOPHUMM NOPYWEHHAMU Ha NO4aTKy

LOCNIAXEHHSA.
6.2 MoCTMapKeTUHroBWiA AOCBIA

Y [ONOBHEHHI A0 MOBIUHUX peakuild, 3apeecTpoBaHUX niA u4ac KNiHIYHMX BUNPOBYBaHb, B XOAI BWKOPUCTaHHA, Nicns
3aTBepAXeHHs Bynu BUABNEHI Taki peakuii Ha TabneTku namisyauHy, Tabnetku 3uaoByAuHy i/abo namisyavH/3MA0BYANH Tabnetku. Ui
AaHi nepenaioTbCs Ha A0BPOBINbHIA OCHOBI CEpeA HaceneHHa HeBW3HAYEHOoro pO3Mipy, HE MPEACTaBAAETLCA MOX/UBUM AOCTOBIPHO
OUHWTH X YacTOTy. BoHwW 6ynym 06paHi, twob sia3HauMTy Ui peakuil Yepe3 KoM6iHaLi (hakTopiB, BKNIOHAIOUM THXKICTb, YaCTOTY 3BITHOCTI
a60 NOTEHLIMHUM MPUUMHHO-HACNIAKOBUM 3B'A3KOM 3 NaMiBYAMHOM TabneTku, 3ua0BYANHOM Tabnetku Ta/ abo Tabnetku NamisyaAviHy/

3UA0BYAUHY.

Tino 8 uinomy: Mepepo3noain/akkyMynauis XMpoBUX BiAKNaAEHb [amnB 3acTepexerra 1a Pexomeraauir [

CepLieBo-CyiMHHI: kapaioMionaris.
EHAOKDUHHI Ta MeTaboniuti: MHeKOMacTis, rinepraikeMis.

WINYHKOBO-KMLWKOBWUIM TPAKT: NirMeHTauis cnu3osoi 060/10HKU NOPOXHUHW POTa, CTOMATUT.

3aranbHi.po3nagu: Backynit, cnadkicTs.

o
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[eMaTonoriyHi _Ta niMbaTvyHi: aHeMmis, (3 rinonnasi€l0 KICTKOBOTO  MO3KY, i nporpecyloua aHemia npu Tepanii),
niMcbageHonaria, cnneHomeranii.

Meuinka i NiAUNyHKOBa 3an03a: J1akToaulAao3 i cTeaTo3 neuiHku, MaHKPeaTuT, 3aroCTPEHHA nicns nikysaHHs renatuty B [4us.
33CTEPEXEHHS T Pexomenaauii (5.3),( 5.4), (5.7)).

linepyyTAuBICTb: CeHcubinizauis peakuin (BkIoYaoym aHadinaxcito), KPONWB'aHKa.

OnopHO-pyX0Ba: M'A308a cnabkiCTb, NiABULLIEHHA KOK, pabaomionis.

Hepsosa: napecTesis, nepudepuuHa Hesponartia, CyAoMU.

[AuxanbHa: AHOManbHi AvxanbHi Wymu/ CBUCT.

LWkipa: anoneuis, epurema, CUHAPOM CrieHca-[KOHCOHaA.

7. B3AEMOAIA 3 IHWWMHK NIKAPCbKUMW 3ACOBAMU

[ocnipKeHHS NikapcobKOi B33EMOAN 3 BUKOPUCTAHHAM namiByavH/ 3vAOBYAVH Tabnetku He nposoavmcs [avs KniHivHa
dapmakonoris (12.3)].

7.1 AHTMpPETpPOBiPYCHi areHTH

NamigyauH: 3anumtabi: NaMisyauH i 3anuuTabiH MOXYTb NPUrHiYyBaTH BHYTPILWHbOKNITUHHE hochopuntoBaHHa  0AvH
0AHOr0. TakuM UMHOM, BUKOPUCTAHHA NaMiByAvH/3140BYAMH TGNETOoK B noEAHaHHI 3 3anuMTabiHOM HE PEKOMEHAYETBCA.

3uposyavH: CTaByavH: O[HOYACHOro 3aCTOCYBaHHSA NaMiByaAvH/3MA0BYAVH TabneTtox 3 CTaByAVHOM CJTiA YHUKATH, TaK K in
vitro 6yno 3apeecTposaHa aHTaroHiCTUUHa B33EMOAIS.

HykneoawaHi aHanory, Wo snmsaloTs Ha pennikauito AHK: in vitro 6yna 3adikcoBaHa aHTaroHiCTUYHA peakuis AesKux
aHanoris HyKneo3wais, Wo BNIMBAKTL Ha pennikauiro AHK, Taku1x, $K pubasipvH, Ha aHTUBIPYCHY aKTUBHICTb 3MA0BYAMHY NPOTU BIN-1;
CyNYTHE 3aCTOCYBaHHA TaknUX nikapcekux 3acobis cnip yHuKaTw.

7.2 fQokcopy6iuvH

3ugoByanH: OAHOYACHOrO 3aCTOCYBaHHA namisyAnH/31MA0BYAUH TabneToK 3 AOKCOPYBIUMHOM CNiA YHWKATH, Tak AK in vitro
3apeeCcTpoBaHo aHTaroHICTUUHY B3AEMOAIIO 3 3MA0BYANHOM.

7.3 FemaTon0TiUHi / [IPUrHiYeHHS KiCTKOBOro MO3KY/ LIMTOTOKCHYHI areHTu

3yaosyanH: CninbHe 3acTOCYBaHHA raHuMKnoBipy, iHTepdepoHy anbda, prbasipyHy 1 iHLWi, Wo NPUrHILYIOTE KICTKOBUI
MO30K a0 UMTOTOKCUYHI areHT, MOXYTb 36iNbLWUTH rEMATONOriUHy TOKCUUHICTb 3MAOBYAUHY.

7.4 Cxema nikyBaHHA Ha 6a3i inTepcepoHy Ta pubasipuHy

JNlamiByamH: Xoda BiACYTHI AaHi  WoAo dbapmaKOKiHemuHo'l' abo (hapMaKkoAUHaMIYHOI B3aeMopaii  (Hanpvknaa, BTpatut
BipyconoriuHoi cynpecii BIN-1/BrC), y BuNaaky NpUAMaHHA BI/1-1/HCV Ko-iHdikoBaHUMU nauieHTaMv pubasipuHy 3 namisyanuHOM, Yy
BI/1-1/HCV ko-iH(iKOBaHNX nauieHTiB, AKi OTPUMYIOTb KOMBIHOBaHy aHTUPETPOBIPYCHY Tepaniio ana BIJ1-1 Ta iHTepbepoH- anbda 3 abo
6e3 pubasipuHy, cnocTepiranach neuiHkoBa AekoMnexcauis (y Aeskux sunadkax - 3 NETanbHAM HaNAKOM) [AuB. 3aCTEPEXEHHS Td
Pexomergayir (5.5), KniHiyHa tapmakonoris (12.3)].

7.5 TpumeTonpum/Cynbdamerorcason (TMP/CMK)

flamiByavH: BiacyTHi pekoMeHaauii  Wwoao 3MiH B A03yBaHHi 060X npenapatis. BiACYTHA iHdopMaLia Npo BNMB Ha
(hapMaKOKiHETUKY NamiByAvHY BUCOKMX A03 TMP/CMK, Takux, LLIO BUKOPUCTOBYIOTBCH ANA NiKyBaHH$! NHEBMOLMCTHOI nHesMoHii (PCP).

8. OCOB/IMBOCTI 3ACTOCYBAHHA

8.1 BariTHiCTb

BariTricTb kateropii C.

PU3vK_ANs PO3BWUTKY MIOAY: BiacyTHi ageksaTHi Ta peTeNnbHO KOHTPONbOBAHI pe3ynbTatu A0CNiAXeHb NpuitoMy TabneTok
nNamisyavH/3MA0BYAVH BaFTHAMM KiHKaMu. [aHi KNiHIYHUX sunNpobysaHb NOKasyroTb, WO nikyBaHHA MaTepi 34A0BYAMHOM MIA Hac
8ariTHOCTI  3MEHLUYE PU3UK BepTUKanbHol  nepeaavi BI/I-1-iHcbekyii mnoay. [AOCNiAKEHHA penpoayKuii  TBapWH, BUKOHaHI 13
33CTOCYBaHHAM NamiByAnHY i 3uposyAMHy, nokasanu 36iNbWEHHS PU3WKY eMOPIOTOKCUHHOCTI  pO3BUTKY MOAY (auposyaviH), |
36inblUeHHs eMBPIOHONETanbHOCTI (namisyamH). JlamisyanH/3MAOBYAVH TabneTky Cnig BMKOPUCTOBYBATV NiA 4ac BariTHOCTI, TiNbKW
QKLU0 NOTEHUAHA KOpP1CTb BUNPaBAOBYE MOTEHUIVHUMA PU3UK ANA NNoAY.

Kniniuni_ MipkyBaHHs: JliKyBaHHA BIN1-iHdekuil mip Yac BariTHOCTi ONTMMI3Y€E 3A0POB'A AK MaTepi, TaK i nnoaa. [aHi KNiHIUHUX
sUNPoByBaHb, PO3rNaHyTUX FDA, csiguatb, WO JikyBaHHA MaTepi 3MA0BYAMHOM 3HAUHO 3HWKYE BEpPTUKANbLHY Nepeaavy BIN-1-iHdbexuii
nnogay [aus. KnikidHi AOCTIAXEHHS (14.2)]. Ony6nikosaHi naHi BKasywTb Ha Te, Wo KOMGIHOBaHI aHTUPETPOBIPYCHI CXeMn MOXYTb
IMEHWUTY WBUAKICTL BEPTUKANBHOT nepepadi we GinbLe.

®apMakoKiHeTUka namisyauHy i 3MQOBYAMHY Y BariTHWX XIHOK CXOxa 3 (hapMaKOKIHETUKOO Y HE BariTHUX XiHOK. Hemae
HeobxiaHOCTI B Kopekuil Ao3v nia Hac BariTHOCTI.

B xoA4i KNiHIUHUX AOCNIMKEHD, HeratveHi edexTn y BUI-1-iHdikoBaHNX XIHOK He Biapi3Hanucs Bia TOro, OTPUMyBanu BOHA
3MA0BYAMH UM Hi. He BiAOMO, 1u 3MIHIOKOTBCA PU3MKM NOBIHHUX edeKTiB, NOB'A3aHMX 3 NaMiByAVHOM, Y BariTHUX XIiHOK 8 NOPIBHAHHI 3
iHWMMK BL1-1-iHdikoBaHWMM NauieHTaMu (avB. HKUE AaHi WOAO noaen).

[aHi: faHi WORO nioaei: namisyauH: 6yna suBYeHa (hapMaKoKiHeTKa namisyavHy Yy BAriTHUX XIHOK NPOTATOM 2 KIIHIUHUX
[OCNiXEeHb, NPOBEAEHWUX B MisaeHHIN Adpuui. LOCNIAKEHHS: (hapMaKoKiHETVKM NPOBOANNOCH V! 16 XiHOK y Billi 36 TWXHIB BariTHOCTI 3
BUKOPUCTaHHAM 150 Mr naMmisyavHy [BiYi HA fAeHb i3 3MA0BYAWUHOM, 10 iHOK Ha 38-My TWKHi BariTHOCTI 3 BUKOPWUCTAHHAM 150 mr
naMiByAvHy ABa pasut B A€Hb 3 31A0BYANHOM, i 10 iHOK Ha 38-My TWXHI BariTHOCTi 3 BUKOPUCTAHHAM namisyavHy 300 Mr gBa pasu Ha
AeHb 663 iHWMX aHTUPETPOBIPYCHUX rpenaparis. ®apMakoKiHeTWKa naMisyavHy Yy BariTHUX XiHOK Byna aHanorivHa ﬁnﬁgﬂhe,_aar‘immx
AOPOC/UX KIHOK i XIHOK B nicnsnonorosoMy nepioAi. KoHueHTpauis naMisyavHy, sk Npasvno, nopiéHa B 3pa§gga;‘;{§§ BPUHCEKON
HeoHaTanbHoi Ta MynoBUHHOI CUPOBATKN. ,xrjf"":\\;l?’

31a0BYAMH: PaHAOMI30BaHE, noagitHo-ciine, nnauebo-KoHTPONbOBaHE AOChimKeHHs 6yno nposene;#d V','B/Iﬂ-l-vmq)i}gosawx
BariTHUX KIHOK AN BU3H3AUEHHA KOPWUCHOCTI 31A0BYAUHY ANA npodinakTvku nepeaadi BI/1-1 BiA Mq‘;ep"f' nnBay. JlikysaHHs
31A0BYAMHOM MiA Yac BariTHOCTI 3HWKYE YacToTy nepeaaui BIS1-1 Bia Matepi nsoay 3 24,9% y HEMOBNAT, r{épbgmemx‘npw npUoMi
MaTepamu nnauebo fo 7,8% ANA HEMOBNAT, HAPOMKEHUX Bin MaTepis, AKi OTpUMyBanM 3nA0BYANH. b rpynjax;.» ii%é’éﬁﬁn 6\)hm BiACYTHI
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BIAMIHHOCTI LLOAO HeraTusHWX edexTis, nos'asaHux 3 BariTHICTIO. BpoaeHi aHoManii OAHakoBi 3a YacTOTOK MiX HEMOBNATAMU,
HApOAXKEHUMU BiA MaTepis, AKi OTPpWUMyBanu 3uAOBYAUH, i HemoBNATaMW, SKi HapoaWnMca Bia Matepis, AKi OTpUMyBanu nnauebo.
CnocTepexyBsaHi aHomanii 6ynu BCTaHOBNEHI Npw em6pioreHesi (A0 14 TWxHiB) abo Bynu 3apPEECTPOBaHI Ha Y3/ no abo sigpasy nicns
noYaTky AOCNIAXKEHHA npenapaty [4ve. Kniriari gocnigxerHs (14.2)].

Byna BuBueHa (hapMaKOKiHETWKA 3UAOBYAUHY B 1-4 a3i AocnigXeHHs y 8 XIHOK MpOTAroM OCTaHHbOro TPUMECTPY
gariTHOCTI. Mo Mipi PO3BUTKY BAriTHOCT, He BYNO HiAKKMX CBIAYEHb aKkkyMynsuii npenapaty. ®apMakoKiHeTVKa 31A0BYAUHY Byna cxoxa
Ha (DapMOKOKIHETMKY Y He BariTHuX >XiHOK. Pasom i3 nacvBHOIO NepeaaYero Npenapaty 4Yepes NNaueHTy, KOHLEHTPaUif 31a0ByAUHY B
HEOHaTanNbHIM NNa3Mi NP HAPOMKEHHI NPAKTUUHO AOPiBHIOBaNa KOHLeHTpaLlii 3MA0ByAUHY B NNa3Mi Matepi npv nonorax.

[ani TBapuH: JlamiByavH: AOCNIAKEHHA penpoayKUii TBapyH, NPOBEAEHUX NPU OpanbHOMY 3actocysaHHi 4o 130- i 60-KpaTHMX
A03 Y [OPOCAMX LWypiB i KPOAWKIB BIAMNOBIAHO, HE BUSBWAM HiSKUX TEPaTOreHHWX O3HaK, BUKIUKAHWUX namisyavHoM. NiaBMLWEHHA
i paHHbOi eMbpioneTansHocTi Biabysanocs y KPONWKiB 3HaNOriuHoO 3 NIOAVHOK. TUM He MEHW, He BCTaHOoBNEHO HIKUX O3HaK UbOro
g edekTy y Wypis npu 35-KpaTHomy 36iNblEeHHI 403U Y MOPIBHAHHI 3 NoabMW. 3rigHo 3 L[OCNIMDKEHHSMM Ha TBapuHax, NamisyAuH
NPOHMKAE Uepe3 NNAUEHTY i NepeaaETses NACAY [A/8. HexniHivHa Toxcmkonoria (13.2)].

3unosyaunH. Pe3opbuis 36inbleHHs nnoay BiaGynacs y BariTHUX LLypiB i KPONUKis, AKi OTPUMYBanu 4031 3MAOBYAUHY, B AKUX
BMPOBNANAcA KOHLUEHTpauis NikapCbkoro 3acoby B nnasmi, Bia 66 Ao 226 pasis (wypw) i Bia 12 po 87 pasie (KpONMKW) CEPeaHE
3HaUeHHs A0CArAHHS KOHUEHTpaUii B NNasMi NioauHu nicns oAHi€l 4031 31A0BYAMHY 100-Mr. TaM He ByNo HIsKWX iHWMX NOBIAOMNEHD
aHOManitt po3euTKy. B iHWOMY AOCNIAXEHHI PO3BUTKY TOKCWUYHOCTI, BariTHi Lypy OTPUMYBanu 31A0BYAUH A0 MalKe-neTanbHux 403, aKi
BMPOBNANM NIKOBI KOHUEHTpaUil B NNasMi KpoBi B 350 pa3is NikoBOi KOHUEHTPaL(ii B nna3mi 1toAnHM (300 pa3 woaHa AUC ans nioavHu
i Hagasanu 600 Mr/aeHb 3MaoBYAMH). Lis 1033 6yna nos's3aHa 3 BUPAKEHOIO MATEPUHCHLKOHO TOKCMYHICTIO | 36iNblUEHHAM BUNAAKIB BaA
* PO3BUTKY NNoay. TUM He MeHL, He 6yno HisKkuMx 03HaK TepaToreHHOCTi Npu A03ax A0 OAHIEl N'ATOI CMepTenuHOi A03u [/AuB HekniHivHa
Tokeukonori (13.2)].

8.3 Noaytoui marepi

LieHTpU 3 KOHTPONMIO i NPOGINaKTUKKA 3axBOpPIoBaHb B CnonyyeHux LUTatax pekoMeHAytoTb BL/1-1-iHdikoaHnM MaTePsM  He
rOAYBaTW CBOIX HEMOBAAT, W06 YHUKHYTU PU3MKY nicnsnonorosoi nepepadi iHdekuii BLI-1. Yepe3 MOXNuBICTb nepeapadi BIN-1 i
CEpIo3HMX NOBIUHUX peakUin HeMOoBNATaM, MaTepi NoBWHHI ByTW NPOIHCTPYKTOBaHI HE roaysatvt rpyAbMU, AKWO BOHW OTPUMYHOTL
namiBynH/31A0BYAUH TabNeTKM.

Xoua He 6yno MpoBeAeHO AOCNIAKEHb excTpakuii flamiByanHa/3MA0BYAWHA B rPYAHOMY MONOUi, AOCNIAXEHHS NnaxTaull,
1 nposeaeHi 3 NlaMisyAvHOM/31MA0BYAMHOM, NoKasanu, Wo ABa NpenapaTtv BUBOAATLCS 3 OPraHiaMy B rpyAHOMY MOMOLi NHOAVHM. 3pa3Ku
rpyaHoro Monoka, oTpuMadi Bia 20 MaTepis, qKi 3aCTOCOBYBanM MOHOTepanito namisyawHom (300 Mr apa pasv Ha feHb) abo
' KoMBiHOBaHOI Tepanii (150 Mr namisyAuHa ABa pasv B A€Hb i 300 Mr ABa pa3u Ha AeHb 3WA0BYAMHA) ManW BUMIDH KORUEHTpaLlil
namisyauHy. B iHWOMY AocniaxeHHi, nicns BBEAEHHS 04HOPa3080i 4031 200 Mr 3uaoBYAWHY Ha 13 BI/1-1-iHMiKOBAHUX XKiHKaX, CEPEAHA
KOHLEHTpaLis 31aosyanKy 6yna noaiGHO B NIOACLKOMY Monoui i cuposaTui. '

8.4 3acrocyBaHHsa B neaiatpii

NaMiByAuH/31A0BYAVH TabneTkn He Cia npuitMaTK AITAM 3 Macoto Tina MeHwe 30 Kr, TOMy WO ue - KoMbBiHauis 3 dikcoBaHOK
003010, KA He MoXe ByTu BiAperynbosaHa Ans AaHol nonynauii nauieHTis.

8.5 3acToCyBaHHA y NtoAei NoXunoro Biky

KniHiuHi A0CAIAXKEHHS NaMiByavH/31a0BYAMH TabneTkn He BKNKOUanu AOCTaTHIO KinbKICTb 0Ci6 y BiUi 65 poKiB i cTapwe, Wob
BU3HAUMTK UM pearyloTb BOHW MO iHLWOMY, HiX 0CO6M MONOAWOro Biky. 3aranoM, BMGIp A03M ANS NITHHOrO nauieHTa Mae (%1%
06epexH1M, W0 BUKIMKAHO HaCTIWUM 3HKEHHAM MeyiHKOBOI, HUPKOBOT abo cepuesoi GyHKUT | cynyTHix xBopob ato iHLWOI NiKapcbKol
§ Tepanii. JlaMisyAvH/3MA0BYAVH TabneTku He PeKOMEHAYIOTbCR ANA nauienTie 3 nopyweHHAM GOYHKUTT HAPOK (TOBTO SKWO KNipeHe
i KpeaTuHiHy MeHwe 50 Mn/xB), OCKINbKU BOHWU SBNAIOTL 06010 KOMBiHaLit0 PiKCOBAHUX 403, AKI HE MOXYTb BYTU CKOPUroBaHi.

8.6 HupKoBa HefloCTaTHICTb

3HWKEHHS 03 NlamiByavHy i 3vaosyAvHY PEeKOMEeHAyloTeCa ANA nauienTie 3 nopylweHHaM dyHKUil HUpoKk. MauieHTu 3
KNIPEHCOM KpeaTuHiHy MeHwe 50 M//xB He NOBMHHI OTPUMyBaTW NaMiBYAWH/3UAOBYAUH TabMETKKM, OCKINbKM BOHW ABNAKOTH coboro
KOMBiHaLit0 (hiKCOBaHUX A03, AKI HE MOXYTb 6yTH CKOPUroBaHi.

8.7 MeuiHkoBa HEAOCTATHICTb

3MeHLIEHHs A0BOBOI 403K 3MAOBYAMHY MOXe 6yTu HeobxiahvM ana NaUEHTIB 3 NErkuM i NOMIPHUM MOPYLUEHHAM BYHKUIT
neyiHkK abo UMPO30M MEYiHKN. NamisyauH/ 3naosyaviH TabneTku He PEeKOMEHAYIOTLCS ANA NALEHTIB 3 NOPYLUEHHAM DYHKUIT neviHky,
" OCKiNbKK BOHA SBNAE COBOI0 KOMBIHaLLt0 (iKCOBaHMX A03, fKi HE MOXYTb 6yTu CKOPUroBaHi.

)
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10 NEPEAO3YBAHHA

NamisyanH/3MA0BYANH TabNeTKN: aHTMAOT Ans namiByAvH/31MA0BYAVH TabNeToK BIACYTHIN.

JlamiByauH: Bys 3adikcoBaHui OAMH BUMAAOK 3 AOPOCIAM, KU CNOXMBAB 6 I NaMiByauHY; He Oyno BiAMIYEHO HIKWUX
KNIHIYHUX 03HaK abo CMMMTOMIB i reMaTonoriyHi TeCTW 3anuuianuca HopManbHUMU. OCKiNbKM He3HauHa KinbKicTe namisyauHa 6yna
BUNYYEHa 33 AOMOMOroK (4-roamHHOro) remoaianisy, 6eanepepsHoOro aMByNaToOPHOrO NEPUTOHEaNbHOMO Aianidy Ta aBToMaT!30BaHOro
NepuUTOHEaNbHOro Aianisy, HeBIAOMO, Yn 3a6e3neunTb 6e3nepepsHMii reModiania No3UTUBHI KNIHIYHI pe3ynbTaTh B pasi Nepeao3yBaHHs
NamiByAvHOM.

3nposyaunH: FOCTPe Nepeao3yBaHH: 3MA0BYAVHOM 6yno 3apeecTpoOBaHO Y AiTew i AOpOCMX. BOHM npuiManu Ao 50 rpamis.
MocnigoBHUMM cuMnTOMamu 6ym HyaoTa i 6niosota. ITHWi MOBIAOMNEHI CUMNTOMW BKIOYANN FONOBHWMA 6inb, 3aNaMOpOYeHHs,
COHNMBICTb, MNSABICTb, 3araNbMOBAHICTL, | 1 BUNAAOK eninenTUYHOTO Hanaay. TeMaTonoriuHi 3MiHM 6ynu TuMuacosi. Bci xBopi ogyxanu.
o Femoaiania i NepuToHeanbHUi piania fK BUABNATLCA, MAOTb HE3HAUHUM BNNWB Ha YCYHEHHS 3WA0BYAVHY, B TOM Yac HK '&{fﬁeHHé noro
nepsuHHOro MeTabonity, 3'-a3up0-3'-ae30kcn-5-0-6--rnykonipadipoHoauntumianH (GZDV), nocuamnocs. 4 R
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famisyavH/ 3unosyavH Tabnerku: NamisyauH/ 3vMA0BYAUH TabneTky € KOMBIHOBaHWM NpenapaToM, Wwo MICTUTb NaMIBYAMH |
31WR0BYAVH. J1aMiByavH i 3MA0BYAVH (a3npoTHMIAVH, A3T ab0o 3ua0ByAVH) NPeACTaBNfkdTb CO60I0 CMHTETWUHI aHanorn Hykneosuais 3
aKTUBHICTIO NpoTH BIJI-1.

NamiByanH/ 3naoByanH TabneTkv ANs NepopanbHoro 3acTocyBaHHA. KoxxHa TabneTka 3 NNiBkoBMM NOKPUTTAM Mictutb 150 Mr
namisyauHy, 300 Mr 3uaoByAUHY i HEeaKTMBHI IHrpeaieHTu MIKPOKPUCTaNiuHa Lentonosa, HaTpilo KPOXManb rNiKONAT, KONMOIAHWA QiOKCHA
KPEMHilo, MarHito cTeapar i Opadry 6inui (rinpoMenosa, nonieTunexrnikonb, nonicopéat 80 i aiokcna TUTaHY).

~ flamiByauH: XiMiuHa Ha383 NamiByAvHY € (2R, uunc) -4-amiHo-1- (Z-ﬁADOKCMMeTMn-l,3'0KCBTi0ﬂaH-5-in) - (1H) -nipuMianH-2-
one. NamisyauH € (-) eHaHTioMep fiAe30KciaHanor UMTHanHy. NaMiByavH TakoX 3rafyerbCa Ak (-) 2', 3'-pine3okci-, 3'-TiaunTnanH. BiH
Mae MonekynspHy dopmyny CgH11N305S | MonexkynspHa sara 229.26. BiH Ma€ TaKy CTPYKTYPHY hopmyny:

NH,

N~

H = H

NaMiByavH € KpUCTaniuyHo TBEPAOIO PEUOBUHOIO BIA 6inoro A0 XOBTyBaTO-6iNOro KONBLOPY 3 PO3UMHHICTIO NpU6NM3HO 70
Mr/MN y BOAi Npv TeMNepaTypi 20° G,

3Mp0BYAVH: XiMiuHA Ha3Ba 3WAOBYAVMHA € 3'-33110-3'-AEOKCUTUMIAMH.  BiH MaE  MONEKYNAPHY dopmyny CioHisNsOq i
MonekynapHy sary 267.24. BiH Ma€ Taky CTPYKTYpHY opMyny:

o ”
CHa3
HN i
ca";L\‘lv
HOCH=2
<>
N3

31A0BYANH € KPUCTaNiuHO TBEPAOO peyoBrHOIO BiA 6inoro A0 GexeBoro Konbopy, 6e3 3anaxy, 3 PO3UMHHICTIO 20,1 mr/mny
soai npu 25 ° C.

12 KNIHIYHA ®APMAKOSOIIA

12.1 MexaHi3m qail

NamisyauH/ 3nposyanH TabneTka € NPOTMBIPYCHMMMX areHTOM [an8 KniHiyHa papmakonoris (12.4)].

12.3 GapMaKoKiHeTHKa

dapMakoKiHeTMKa Yy A0DPOCANX: NamisyanH/3viA0BYAVH rabneTka: OpHa Tabnetka  NamisyaAuH/3v40ByAVH 6yna
GioeksiBaneHTHOIO A0 1 naMisyauH TabneTku (150 Mr) nnioc 1 3MA0BYAUH Tabnetkn (300 Mr) MicNs 0AHOPA30BOrO 3aCTOyBaHHA A0
HaTLe 310poBMM 0C06aM (n = 24).

NamisyaunH: DapMaKoKIHeTUUHI 81aCTUBOCTI NaMiByAuHY B NALLIEHTIB, WO npuitMany Npenapar HaTule, HasepneHi 8 Tabnwui 3.
MNicns nepopanbHOro 3acToCyBaHHA, naMiByavH WBWAKO abcopOyeTHCA i LUMPOKO MOWMPIOETLCA. 3B'A3yBaHH: 3 GinkaMu NNasMu HU3bKe.
MpubnusHo 70% BHYTPILUHBOBEHHOI 403U namisyavHy BiAHOBMIOETLCA Y He3MiHeHOMy BWrNfAl B Cedi. MeTaboniam aBnsE co60K0
ApYropsaHUiA  CNOCi6  YCYHEHH: namiByauHdy. B opradisMi NioAvHH, €AvHUM BigOMUM MeTaboniTom BUCTYNae TpaHC-CyNbdOoKCnA
metabonit (Npubnm3HO 5% Big OpansHoi A03M yepe3 12 roauH).

3naoByAnH: DapMaKOoKIHETUUHI BNACTMBOCTI 3UA0BYAUHY B MAUIEHTIB, WO npwiMany npenapar HaTuwe, HasepeHi 8.Tabnuui 3.
Micns NepopansHOro 3aCTOCYBaHHS, 3MAOBYAWH WBMAKO aB6COPBYETHCA | LWMPOKO MOUPIOETHER. 38'A3yBaHHA 3 6inKa~Lwﬁ"' Mm}fﬂuabxe.
31A0BYAMH YCYBAETLCA FONOBHUM YMHOM LWINAXOM MeTaboniaMy B NediHLi. OcHoBHMIN METaboNIT 3MAOBYAMHY € GZD}Z:" 4 Y nowa nia
kpueoio (AUC) € NnpubnusHo B 3 pazm Ginblue, HXX 3MA0BYAVH AUC. BiaHOBNEHHS 3U0BYAUHY B Ceui i GZDbV cmaﬁ’i_e‘?‘.rﬁ"/o i 74% ho3ut
nicns NepopansHOro 3acToCyBaHHa, gianosiaHo. Apyruit MeTabonir, 3'-aMiHo-3'-ae30kecuTumMianH (AMT), 6ys iae@'y\gﬁigoaa%ﬁ 8 NNasMi.
AMT AUC - ogHa n'aTa uacTuHa 3uposyavHy AUC. Hoif gos ‘ ;
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Ta6nuus 3. ©apMaKoKiHETHYHI napameTpu* ana NamisyauHy i 3MpoBYAMHY Y AOPOCINX

MapameTpu JlamiByaAvH . 31a0BYAVH J
BiopoCTynHICTb NpY NepopanbHOMY npuiioMi (%) 86 £ 16 N=12 64 + 10 n=5
. Binomui obcar posnoainy (n/kr)
i 3g'A3yBaHHA 3 6inkamu nNnasmu (%) 1.3+ 04 N =20 1606 n=8 \‘
3 CSF:koediuieHT nnasmn T < 36 < 38
3 0.12 n =38 0.60 N =39
4 CUCTEMHMIA KNIDEHC (N/TOA/KT) [0.04 ao 0.47] [0.04 o 2.62] i
; HupkoBuit KNipeHe (1/roa/Kr) 0.33+0.06 N=20 1.6+£0.6 n=6 |
) 0.22+0.06 N=20 0.34 +0.05 n=9
Mepiog HanissvseaerHs (ro) "
S5p07 0.5003 e

* [laHi NpeacTaBneHi sk CepeaHe + CTaHAapTHE BIAXWIEHHS, 33 BUHATKOM 0CO6nMBO 06YMOBNEHUX BUNAAKIB.

+ MegaiaHa [aiana3oH].

3 fitw.

§ [opocni.

T Npr6nu3HKiA pianasoH.

Bnave DKi Ha NOrNUHAHHA NaMisyAnH/31A0BYANH TabneTku: NamiByavH/3uaosyarH Tabnetk MOXH3 npuiMaT He 3anexHo
Bia npvonMy xi. CTyniHb abcopbuii (AUC) namisyavH | 3MAOBYAWH nicns NpPUOMY 3UACBYAVH/ NaMiByauH TabneTtku 3 ixero 6y8
0AHAKOBMM i3 3A0POBUMM OCOBaMU, LLIO npwiMany nNpenapar HaTtlie (n = 24).

0cobnuBi rpyny HaceneHHs:

BariTHiCTb: 4v8. OCOBNMBOCTI 3aCTOCYBAHHS (8.1).

NlaMiByAMH/3VA40BYAVH TaBNeTKM: IHdbopMaLlis BIACYTHA.

31a0ByAuH: 3UA0BYAUH Y tapmakokiHeTuui 6yB BuBuYEHMI B 1-i1 asi pocnipkeHHs y 8 KIHOK NpOTArOM OCTaHHLOrO
TPUMeCTpy BariTHOCTI. M0 Mipi pO3BUATKY BariTHOCTI, HE BMABNERO 03HAK akkymynauii npenaparis.

dapMaKoKiHeTUKa 31A0BYANHY Byna CXOxow A0 He BariTHWOKIHOK. BiANOBIAHO A0 NacMBHOI nepeaadi npenaparis uepes
NNaLeHTy, KOHUeHTpauis 3vuA0BYAVHY B HeoHaTanbHi nnasmi Npu HapPOAXEHHI NPaKTU4HO AopiBHIONA NNasMi Matepi npu nonorax.
Xoua AaHi 06MexeHi, NiATpUMytoya Tepania MeTafoHOM y 5 BariTHWX WIHOK HaneBHO He 3MiHIE (HapPMaKOKIHETUKY 3UACBYANHY. Y He
BariTHiX AOPOCMX ByB BUSBNEHWIA NOTeHLan Ans B3aemMoQii.

Fopyroui MaTepi:AuB. OcobnusocTi 3acTocyBanHs (8.3).
£ MNepiaTpuuHi maLienTy: JlamiByavH/3uA0BYAUH TaBbneTku He NOBUHHI 3aCTOCOBYBATUCH AITAM 3 MAcoio Tina meHwe 30 Kr.
: 33CTOCYBaHHA Y XBODPWX MOXUAOIO BiKY: dapMaKoKiHeTVKa NaMisyAnHY i auposyavrHy He 6yna BuBYEHa Y nauieHTis cTapwe 65

pOKiB.

CraTb: GapMakoKiHETUUHI AOCNIAXEHHSA Yy 3A0POBUX yonosikis (n = 12) iy xiHok (n = 12) He nokasanu ByAb-sKkux reHAEPHUX
BiAMIHHOCTE B eKcno3uuil 3MA0BYAUHY (AUC) abo namisyanHy (AUC) HopMOBaHUX BiA Macut Tina.

Paca: /laMiByAwH: BiacyTHi 6yAb-siKi iCTOTHI pacosi BiAMIHHOCTI B hapMaKoKiHeTULI NamiBy AUHY.

3up0BYAVH: DapMakoKiHeTVKa 31A0BYANHY MO BiAHOWEHHIO A0 pacv He byna Bu3Ha4eHa.

Jlikapcbka s3aemonis: AuB. B3aeMOAIA 3 HLWMMM NiKapCbKMMW 3aco6amMm (7.0).

[locniaxeHHs B3aEMOAT npenaparis 3 namisyavH/ 3MA0BYAMH Tabnetkamu He nposoaunucs. Mpote, Tabmmus 4 npepcTasnsae
[AaHi NikapcbKoi B3aEMOAIT AN OKPEMUX KOMMOHEHTIB 3UA0BYAWH / NamiByAVH TabneTku.

NamisyavH NAOC 3MA0BYAWH: He CnocTepiranocs KNiHIYHO 3HauyLUmMX (hapMaKOKIHETUUHUIX 3MiH NaMiByAVHY abo 31A0BYAVHY Y
12 6e3cuMATOMHMX BIN-1-iHdikoBaHWX AOPOCMX navienTis, AKi OTPMMyBanu OAHOPa30BY AO3Y 3WAOBYAWHY (200 Mr) B NoeaHaHHi 3
AeKinbKoMa a03amMu namisyanHy (300 Mr KOXHi 12 roa).

Ta6nuus 4. Bnaus npenaparis naMisyauHy i 3MQ0BYAUHY AUC* Ha xBOpUX

NpwimiTka: 3BUUANHA MOAUDIKALIIA A03U NIAMIBYAVHY 1 3WA0BYAWHY HE € BUMNPABAAHOKO 31 CNIJIbHUM
BBEAEHHAM HACTYMHWUX MPENAPATIB

[ JliKn, AIKi MOXKYTb 3MIHUTH KOHLEHTPALito 1aMiBYANHY B KpoBi

T

e e

i
!

4

: ‘% Wnbue BBEAEHHSA JNlamiByauH JNamisyauvH KOHUeHTpauis ,‘
¥ KOHLEeHTpauil CNiNbHOIO 1
Mpenapatnigo3n po3a BBeAeHHA 1
n npenapartis ‘,
AUC MIHAIMBICTb i
é‘ Hendinasip opHopasoso 150 AUC 10% 95 % Cl: <= ‘1‘
750 Mr KOXHi 8 roa X Mr 11 1% po 20 % }
¥ 7 no 10 axis |
# TpumeTonpum 160 Mr/ opHopasoso 300 AUC 43% 90% Cl: <—> !
ig CynbaMeToKcason Mr 14 32 % no 55 % l»
¥ 800 Mr oauH pas Ha AeHb X 5 {
b AHiB ;
: J1iKn, SiKi MOXKYTb 3MIHUTH KOHUEHTpaUilo 3MaoByaAnHyY B KpoBi J
CninbHe BBEAEHHA 3upoByauvH 3naoByANH- KOHLEeHTpaLia 1
3 ) KOHUeHTpauil CniNnbHOro BBEAEHHA l
H fMpenapaTtu i AO3K no3a n AUC MIHAMBICTD npenapaiso i

¥ AToBaKBOH 750 Mr KOXHI 12 | 200 Mr KOXHi 8 roa 1AUC 31% nianasoH pr
i rog, 3 bxeto 14 23% Ao 78% t ‘
r’; dnykoHa3on 200 Mr KOxHi 8 roa tAUC 74 % 95% Cl: nOMITAN !
i 400 Mr B AeHb 12 | 54% 10 98% oy |
MeTaoH 200 Mr KOXHi 4 roa 1AUC 43 % AianasoH I !
30 - 90 Mr Ha aoby. 9 16% 00 64% t - |
}AC}Y' X c‘y:'\;;;fn)'\_nz1u\)l
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Hendinasip oAHopa3080 200 Mr tAUC 35 % aianasoH <=>

750 Mr KOXHi 8 roa X 13 28% 0o 41%

7 po 10 aHis

Npobexeuna 2 Mr/Kr KOXHi 8 roa 1AUC 106% pianasod 100% po | He nposoausCs ‘
500 Mr KOXHi 6 roa X 2 AHA x3aHi 3 170% *t ‘
Pudamnin 600 Mr 8 aeHb x 14 | 200 mMr koxHi 8 roa |AUC 47 % 90% ClI: He nposoavscs

AHiB X14 nHig 8 41% no 53%

PuToHasip 200 Mr KOXHi 8 roa LAUC 25 % 95% Cl: <=>

300 Mr KOXHI 6 roa X 4 AHi X 4 AHi 9 15% n0 34%

Banbnpoesa kucnota 100 ™Mr KoxHi 8 roa tAUC 80 % flianasoH He nposoavacs

250 Mr abo 500 Mr KoxHi 8 | X 4 aHi 6 64% pno 130% t

roa x 4 axHs

t= 36iNblUEHHS; | = 3MEHLLIEHHS;

<=> = HiSKMUX ICTOTHUX 3MiH;

AUC = nnouwa nif Kp1BoK KOHLIEHTPALi NpoTH Yacy;

CI = posipunit iHTepsan.

* La Tabnuus He € BUYEPHOH.

t MepepbadysaHuit Aiana3oH Pi3HWLLI BIACOTKIB.

PubasipuH; AaHi in Vitro BKasyroTb, WO Pubasiput 3MeHIyE GOCHOpUNoBaHHS NaMisyauHy, CTasyAnHy i 3Ma0BYAVHY. TUM He
MeHLL, aHi hapMaKoKIHETUYHI (HaNPUKNAA, KOHUEHTPpauii B nnasMi 360 BHYTPILHLOKNITUHHI TP OoCchOpUNbOBaHI akTUBHI KOHUEHTPaUil
meTaboniTy) aHi dhapMmakoauHamiuHi (Hanpuknaa, sTparta BI/I-1 / BIC sipyconoriyHe NpurHiyeHHs) B3aEMOAIl He CNocTepiranacs, Konu
pubasipuH i namisyauH (n = 18), crasyaiH (n = 10) abo 3uposyArH (n = 6), NpUAManmUCh fK YacTWHW BaraTonpenapaTHoro pexuMy
BIN-1/BrC ko-iH}ikoBaHUX NaUiEHTIB [44B. 3aCTEPEXEHHA I Pexomergauir (5.5)]

12.4 Mikpo6ionoris

MexaHiaM_Aaii: JlamiyguH: BHYTPILUHBOKNITUHHO, naMiByauH (HOCHOPUNIOETBCA B aKkTuBHU  5'-Tpucbocdat metaboniT,
naMisyaus Tpudochathuit (3TC-TP). OcHoBHUi cnoci6 Aii 3TC-TP — iHriByBaHHA 3BOPOTHOI TpaHckpunTaau (RT) 3a aonomororo obpusy
naHuora AHK micns BBeAEHHA HYKNEoTHAHOrO aHanora. 3TC-TP € cnabkuM iHribiTOpoM kniTMHHOI AHK-noniMepasu a, B, ¥
b 3ugoByauH. BHYTPILUHBOKNITUHHO, 3WA0BYAWMH (HOCHOPUIIOETECA B akTuBhuit 5'- Tpudocdat Mertabonitv, 3uaA0BYAUH
Tpudochat (avposyamH — TP). OcHOBHWIA Cnoci6 Ail 3MA0BYAUHY — TP-iHribysaHHa RT 3a gonoMoroto o6pusy naHuora AHK nicna
BBEAEHHS HYKNEOTWAHOTO aHanora. 3uAoBYAUH-TP € Cnabkum iHri6iTopoM KknNiTUHHOI AHK-noniMepa3n a Ta y, Yy Hawifok 4oro
33PEECTPOBAHO BKNOUEHHA B AHK KNITUH KyNbTypy.

[IDOTHBIDYCHA GKTHBHICTL: NaMiByAuH oc 3ugosysuH: Y BIN-1-iHdikosaHux kiTuH MT-4, npu pisHmx CniBBIAHOLEHHAX
MOEAHAHHA NaMiByAMHY 3 3MAOBYAMHOM CnocTeiranace CMHepriyHa NPOTUBIPYCHA aKTUBHICTS. ;

NaMisyavH: TPOTUBIPYCHY aKTUBHICTb NaMiByAMHY MNpOTU BI/1-1 ouiHIOBaNM Ha PI3HUX KNITUHHMX NiHIAX (B TOMY 4ucChi
MOHOUMTax | nimcouuTax 3i CBIXOI NepudepuyHOl KpPOBi MOAUHU) 3 BUKOPUCTAHHAM CTaHAAPTHOrO TECTYBaHHA Ha YyTAMBICTb.
3HaueHHs ECsy (eexTvBHI y KoHUeHTpauii B 50%) 6ynm y aianasoni gia 0,003 ao 15 pM (UM = 0,23 mkr/mn). BIN-1 Bia 8ia MeHW
TepanesTUYHUX npenmeﬂs 6e3 6yab-KMX aMIHOKUCNOTHUX 3aMiH, acouitoBaHux 3i CTIMKICTIO Aanu MeaiaHHe 3HadeHHs ECso 0,429 uM
(mianason 0.200 po 2.007 pM) 3 BUNpoGyBaHHaM Virco (n=92 6a30Bux 3pa3kis BiA COLA40263) i 2,35 puM (1,37 po 3,68 uM ) 3
[ONOMOrow Tecty Monogram Biosciences (n=135 6a30svx 3pa3kis Bi4 ESS30009). 3HaueHHs ECso NaMiByauHy NpOTU pi3Hux Aat BU’I-l
(A-G), 8 mianasoHi sia 0,001 ao 0,120 pM, i npotn BLI-2 i3onioe 8ia 0,003 po 0,120 UM B MOHOHYKNEapHUX KNITUHax nepudepuyHol
kposi. PuBasipuH (50 UM) 3MeHWyBaB aHTW-BL1-1 akTUBHICTL NamiByAuHY Ha 3,5 pasu B MT-4 KNiTUH.

31p0ByAVH: MpOTUBIPYCHA aKTUBHICTb 3MA0BYAMHY NpoTw BLI-1 6yna ouiHeHa B PAAI KINITUHHNX NiHIA (BKIOYA0UM MOHOLMTH
i cBixi niMdoOUUTV NepudepuyHOl KPoBi NoauHM). 3HaueHHs ECso i ECoo ANS 3unosyanHy 6yno sia 0,01 no 0,49 pM (1 pM = 0,27
Mkr/MA) i 0,1 a0 9 UM, BianosiaHo. BI/1-1 BiA MeHW TepaneBTUYHMX NpeaMeTis 6e3 OyAb-sKUX aMiHOKUCNOTHMX 3aMiH, acouinoBaHux 3i
cTitikicTio aas MeaiarHe 3HaueHHs ECso 0,011 pM (aianasoH: sia 0,005 ao 0,110 pM) sia Virco (n=92 6a3osux 3paskis Bia COLA40263) i
0,0017 UM (0,006 a0 0,0340 pM) sia Monogram Biosciences (n=135 6a308ux 3pas3kis Bia ESS30009). 3HaueHHs ECso 3MA0BYAUHY NPOTY
pisHux aat BIN-1 (A-G), sapitoBanucs sig 0,00018 o 0,02 pM, i npotu BIN-2, suaineHux sia 0,00049 go 0,004 pM. Mpu AOCNIMKEHHI
KNITUHRUX KyNbTYp KOMGIHOBaHi MiKapCbki 3acobu  AEMOHCTPYIOTb CVMHEpriYHy A0 3 HYKIEO3UAHWMMW iHriBiTOpamMn 3BOPOTHOI
TpaHckpuntasu (NRTI), 3uaoByavH, abakasip, AMAAHO3WH, NAMIBYAWH, | 3anumTabid; He-HykneosuaHi iHribiTopn 380POTHOI
- TpaHckpunTasu (NNRTI), nenasipavH Ta Hesipanin; i inribitopy npoteasu (IP) iHAMHaBID, HendiHaeip, pUTOHasip | CaksiHasip; Ta
aAUTUBHA aKTUBHICTb 3 iHTepdepoHoM anbda. PrbasipvH 6yno BCTAHOBNEHO, NPUHiHeHHS HOCHOPUNIOBaHHS 3MA0BYANHY B KNITUHHIN
: KynbTypi.

Pe3UCTeHTHICTb: NamiByamH /I0C 3uA0ByAmMH BBOAWMMCA ¥ BUITISAI OKpEMiX @opr. Y NAUIEHTIB, fKi 3acTOCOBYyBanw
MOHOTEpanito NaMiByAMHOM abo KOMGiHOBaHy Tepanito 3 NaMisyAMHOM NNKOC 3MA0BYAMH, i3onaT1 BUI-1 vy 6inblUOCTi NauieHTIB CTanu
(HEeHOTUNIUHO | reHOTUMIYO CTIMKUMW A0 NaMiByauHa NpOTArOM 12 TWXKHIB. Y AesKuX MauiEHTIB Y NOYATKOBOMY CTaHi NPUXOBYIOUMIA
3UAOBYAUH-CTIMKMMA BipYC, (PEHOTUNIYHA YyTAMBICTb A0 31AOBYAWHY 6yna BigHoBNeHa Nicna 12 TWXKHIB NiKyBaHHA NamisyavHOM i
31f0ByAMHOM. KombiHOBaHa Tepanis 3 NaMiByAMHOM NAOC 3MAOBYAWHOM 3aTpuMana nossy aMIHOKMCNOTHUX 3aMiH, fKi HafaloTb
CTIMKICTb A0 3UA0BYAUHY.

BI/I-1 wTamu, CTifki 40 NamiByawH i 3MAOBYAUH, 6ynu BuaineHi y nauieHTis nicns Tpusanol namisyauH/3uaoByavH Tepanii.
MoABiHA PE3UCTEHTHICTL MOTPIGHA 33 HAsABHOCTI AEKINbKOX aMIHOKUCAOTHMX 3aMiH, HaUbINbLL CYTTEBUMM 3 AKUX MOXE 6yrm G333E.
MoTpi6Ha YacToTa NOABIAHOI PE3UCTEHTHOCTI Ta TPUBANICTL KOMGIHOBAHOI Tepanii A0 BUHNKHEHHS NOABIAHOI PE3UCTEHTHOCT
JlamisyauH; NamiBy AMH-PE3NCTEHTHI i3onaTu BI/I-1, 6ynm sigibpaHi 8 KNITUHHIN KyNbTypi, a Takox 6ynu ij,yv-l v
aKi OTpUMyBanu namisyAvH abo NamiByaAuH MIOC 3WA0BYAMH. [EHOTWMNHWA aHanis isonatis, sipibpaHnx B n(mm\anm Kyanypr b
= BiIHOBNEHMX Y MALlIEHTIB NPUIMAIOUMX NaMiBYAWH, NOKa3as, WO onip 6yB NOB'A3aHUiA 3 NEBHOKO ammoxucnomog;ﬁrdmo»o B seopomm -
TpaHckpunTasi BU1-1 8 KoaoHi 184, 3MiHIOKUOro MeTioHiH abo Ha isoneitumn abo sanit (M184V/I). { 89

3ugosyaur: BII-1 i3008TV 3i 3HUKEHOIO YYT/MBICTIO A0 31A0BYAWHY Gynu Biaibpani B KHITMHHIV‘ .Kyﬁbrypl it Taxox( 6ynm
BANYYEHi Y NaUieHTiB, sIKi OTPUMYBanu 31A0BYAUH. MEHOTUMHMIA aHania isonatis, BiaiGpaHUx 8 KNITUHHIN Kynb pl i BiAHOBNEHMX Y,
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NaLieHTIB, NpUAMalOUUX 31MA0BYANH, nokasanv 3amiHy 8 rexi BIN-1 RT 8 pe3ynsTaTi 6 aMiHOKUCNOTHUX 3amiH (M41L, D67N, K70R,
L210W, T215Y abo F, i K219Q), AKi HaaalTb PE3UCTEHTHICTb 3MAOBYAWHA. Y 3aransHoMy Bunaaky, Ginbl BUCOKI piBHi PE3MCTEHTHOCTI
Gynut noB'si3aHi 3 BENMKUM HMCIIOM aMiHOKMCNOTHUX 3aMiH.

NonepeyHa Pe3nCTeHTHICTb: MNepexpecHa CTiMKICTb CNOCTEPIraETbCa cepen NRTIs.

JlamisyanH [toc 3na08YANH. MepexpecHa PE3UCTEHTHICTb MiXK NaMmiByAuHOM i 34A0BYyAViHOM HE 3adikcoBaHa. Y Aeskux
nauieHTis, AKi OTpUMyBanu OKPEMO 260 B KOMGiHaLji 3 NaMiByAMHOM/31A0BYAVHOM, BMAINMAVCD i3 33MIHOIO B KOAOHI 184, aKuA Hanae
CTivikicTs A0 namisyauHy. [epexpecHa CTiMKiCTb A0 abakasipy, AWAAHO3VHY, TeHodosipy i 3anuutabiny cnocTepiranocs y AERKWX
navuieHTiB, AKi HECYTb faMiByAvH-PE3VNCTEHTHI i30NATH BIN -1. Y AesKkvx NauieHTis, AKi OTPUMyBanu 31A0BYAVH ANoc AnaaHo3vH abo
3anuuTabid, 3'sBUMCa i30N8TH, PE3UCTEHTHI A0 GaraThox NiKapCbkvx Mpenapartis, B TOMY uucni nNamisyauH (4uB 418 3ugosyamnH
HKYE).

JlamiByAuH: QVB NaMIBYAUH N/IKOC 3MAOBYAWH (Bviwe).

3ugosyanH: Y BOCNIAKEHH 167 BUI-1-iHOiKOBaHUX NaUEHTIB, i30NATH (N=2) 3 MHOXMHHOIO NiKaPCbKOIO CTIMKICTIO A0
AWAAHO3WHA, NaMiByAnHa, CcTaByavHa, 3anuuTabiHa i 31a0ByAUHA 6ynu Bussnexi y navuienHTiB, AKi OTPUMyBaNU MPOTArOM 21 piK 3
34A0BYAMHOM NAIOC AMAGHO3UHOM a60 3MAOBYAVH NNKOC 3anumTabin. CxeMa 3anexHmX Bifl PE3VNCTEHTHOCTI aMIHOKNCNOTHAX 3aMiH Npy
Takii KoMbiHoBaHI Tepanii 6yna iHWO (A62V, V751, F77L, F116Y, Q151M), cxemu 3 MOHOTepanii 3MA0BYAUHOM, NPUHOMY 3aMillieHHn
Q151M, Haibinbl 4acTo ACOLKOETLCA 3 MHOXKMHHOIO NIKAPCbKOIO CTiltKOCTIO. 3aMilieHHs B KOAOHI 151 8 KOMBiHaLLi 3 3aMiHamu B 62, 75,
77, i 116 npu3BoAUTb A0 BIpYCY 3i 3HVKEHOK YYTMBICTIO A0 AUAGHO3MHY, naMisyauHy, CTasyavHy, 3anuuTabiHy | 3MA0BYAUHY.
Ananorosi MyTauii TuMianHa (TAM) BUGMPAIOTECA  3WAOBYAWMHOM | HaAaloTe nepexpecHy CTI¥KICTb A0 abakasipy, AVAaHO3NHY,
CTasyauvHy, TeHodosBIpy i 3anumTabiHy.

13. HEKJTIHIYHA TOKCWKOJIOrIA

13.1 KaHueporeHes, MyTareHes, 3HNKEHHA cepTunbHoCTI

KaHUepOreHHiCTb: J1amisyAvH: J10BroCTPOKOBI AOCNIKEHHA KaHLepOreHHOCTi 3 NaMiByanHOM Y MULWeNn i Wypis He nokasanv
HigKUX 03HaK KaHLieporeHHoro moTeHuiany npu excno3vuii 2o 10 pasis (Mwwi) i 58 pasie (wypw), Axi cnocTepiraloTbca Y MoAen. B
pekoMeHaoBaHiA TepaneBTUUHIN A03i AN BU1-1 iHdekuii

3UA0BYAUH: 31A0BYAUH BBOAWM nepopanbHo B 3 A03aX, wob BiAOKPEMUTH rpynu Muwed i wypis (60 camok i 60 camuis B
KOXHiV rpyni). MouaTKoBi nooauHoki Ao6osi Ao3u Byau 30, 60 i 120 mr/kr/aeHb y muweii i 80, 220 i 600 Mr/kr/aeHb y wypis. fo3uty
mueit Bynu 3Hvxeri ao 20, 30 i 40 mr/kr/aeHs nicna 90 AHA 3-33 NOB'A3aHOI 3 NiKyBaHHAM aHeMil, Toal aK Yy ulypis TiNnbk BUCOKA
[03a 6yna 3nmxera Ao 450 Mr/Kkr/aeHb Ha 91 aeHb, a noTiM 300 Mr/kr/AeHb Ha 279 fAeHb

Yy Muwel, 7 BariHanbHUX NyXnuH (5 HeMeTacTaTMUHUIA  NAOCKOKMITUHHWW - Pak, 1 naninoMa nNNOCKOKMITUHHA | 1
NMOCKOKAITUHHMI NOAINY Ni3HIA NOYaTOK (nicns 19 micsuis) cnocrerirascs y TBapvH, fiki OTpUMyBan BWCOKI 4031 npenapary.

BariHanbHi NNOCKOKITUHHI NaninoMu ni3HbOI NosBM BIAbynucs y TBapuH, WO OTPUMyBanu CEPEAHIO A03Y npenaparty. MNpu
3aCTOCYBaHHI MiHIManbHUX 403 HE BUABNEHO BariHanbHOI NYX/IMHA.

Y Wypis, 2 BUNAAKM HEMETaCTa30BaHoro 8ariHanLHOro MAOCKOKNITUHHOIO PaKy (nicna 20 Micauis) CnocTepiranucs y TBapWH,
aKi OAepXyBanu BMCOKI AO3v npenapaty. He crocTepiranucs BariHanbHi NyXavHWA NPy 3aCTOCYBaHHi HU3bKux abo cepeaHix Ao3
npenaparty y Lypig. Hiaki jHWi MyxWHK, NOB'A3aHi 3 NpenaparamM He cnocTepiranwvcs y cratsx 060ox BUAIB.

Mpn 03ax, siki BUPOBNSIOTL NYXNMHN Y MULe | WypiB, NPUMYCKAEMUA BNAUB NiKapCbkoro 3acoby (SK BAMIPAHO AUC) 6yno
npuénu3Ho B 3 pasv (MuwWwa) i 24 pasun (wypw) NPUNYCKAEMUI BNAMB Ha OpraHi3M NoAvHN Npyt peKoMEHA0BaHiN TepanesTUuHiA A03i
100 Mr KOXHi 4 roOAvHA.

He BinOMO, IKMM NPOTHO3 pe3ynbTaTis [OCNIAKEHD KaHLEPOreHHOCTi Ha rpu3yHax MoXe 6yTH ANS NIOAUHW.

MyTareHHIiCTb NamisyavH: JlaMmiByavH 6ys MyTareHHuMm B L5178YTK/+/- MuwwHOi nimdomu i KNacToreHHWM B
UMTOreHeTUYHOMY aHanisi 3 BUKOPUCTAHHAM Ky/IbTMBOBAHWUX niMboumTiB NIOANHN. NamisyauH Oys HeratMeHUM B MIKPOBHOMY aHani3i
MyTareHHoCTi, B aHanisi KNITUHHOI TpaHcdopmauii 8 in Vvitro TecTi, B aHanidi MikposAep lypiB, B KICTKOBOMY MO3Ky LUlypa
UMTOrEHETUUHOrO aHanisy, a Takox B aHanisi Ans CUHTE3Y nosannarosoi AHK 8 neuiHui Wypis.

3upoByanH. 3MAOBYAWH 6ys MyTareHHuM B tecti L5178Y/TK*" nimcboMn Muwwi, MO3ATUBHWM 8 aHanisi KNITWHHOI
TpaHcdopMadii in vitro, KNACTOrEHHICTb Ta UMTOrEHETUUHICTL aHanizie 3 BUKOPUCTAHHAM KyNbTUBOBAHWUX NiMOUMTIB NIOAUHU, 3 TaKOX
MO3WTMBHMI B TECTYBaHHI Muwi i Wypa MiKposiAepHUX BunpobyBaHb nicna NOBTOPHUX 403 npenapaty. BiH 6yB HeraTusHuM B
LUMUTOreHeTUYHOMY LOCHIAKEHHI Wypis, AKi OTPUMyBann OAHOpa3osy A03Y.

3HvokeHHs (DepTUNBHOCTI: /1aMiByANH.! Y pocnipKeHHi penpoayKTUBHOI (yHKUIi, NnamiBYAWH, BBEAEHMI LypaM CaMusM |
caMkam B fo3ax, Ao 130 pasis nepesuLuUytoHy 3BUYalHY 403y ANS AOPOCAUX, Ha OCHOBI MipKyBaHb NNOLL NOBEPXHI Tina, He 6yno
BUSBNEHO HIAKMX O3HAK NOPYLWEHHA epTvnbHOCTI (Cyasuu no 3anniaHEHOCTi) | He BMAMBAE HA BYKUBAHHA, 3POCTaHHA | PO3BUTOK A0
8iA6MpaHHa NOTOMCTBA.

31a0BYAUH: 31A0BYAVH, BBOAATL caMmusM i CaMKaM Lypis y Ao3ax, B 7 pasiB nepesuLLytody 3BMYalHy Ao3y ANa A0pOCIunX,
pO3paxoBytoHn Ha Moo noBsepxHi Tina, Ta He BNMBAE Ha hepTUNbHICTb, AKA BU3H3YAETLCA NO 3annigHeHoCTI

13.2 PenpoayKTuBHE Ta TOKCMKONOriYHE AOCIKEHHSA

NamisyanH: [ocniaxeHH: PO3MHOXEHHA 6ynu nposeaeHi Ha ulypax i Kponukax, nepopanbHO BBOAWIMCL AO3M AO 4000
mr/kr/aeHb i 1000 Mr/Kr/AeHb, BiANOBIAHO, NIABMLUMBCA piseHb B nnasmi NpubAn3HO A0 35 pasig, NOPIBHAHO 3 403010 ANA AOPOCNOro
BIN. He 6yno BMABNEHO XOAHUX oKa3is TepaToreHHoi Ail namisyauHa. [lokasu paHHbOI NeTanbHOCTI em6pioHa 6ynu noMideHi 8
KpO/nMKa Ha piBHAX BIMBY, aHanoriuHUX TUM, AKI cnocTepiraniice Y nofen, ane He 6yno HisKMX 03HAK LbOro edexry pis nNpwut
pisHsax snavey Ao 35 pasis, uuM B opraHiaMi  NOAVHH. [LOCAIAXEHHS Yy BariTHUX LypiB | KPOMWKIB MoKa3au;- M
MepeHoCUTLCA AO MNOAY Yepes NNaueHTy. A -

3uaosyauH: Ticns NepopanbHOro 3acToCyBaHHs npenapaty B Ao3ax Ao 500 Mr/Kr/neHb i Aommx,(f ! ,s’ ?epqo‘{]orﬁ aK.y
utypis, Tak i B KPOSMKIB HE 6yno BWABNEHO XOAHUX O3HAK TepaToOreHHoOCTi 3 31A0BYAUHOM. JlikyBaHHA {31 c’)BygymOM‘-ﬁb"via‘Beno
eMBpioHa / MJ1oAa A0 TOKCMHYHOCTI, MPO WO cBiguuTL 36iNbLUEHHSA YaCTOTH pe3opbUii nioaa 8 iypie, Ak "fﬁﬁmyﬁanm-lso :abo 450
Mr/KI/AEHb | KPONWKIB, SiKi OTpuMyBanu 500 Mr/kr/aeHb. 031, W0 BUKOPUCTOBYBANMCA 8 TEpaToNOrivHMUX Addhin%féﬂﬁnknpwzaenw no
MaKCVMManbHOI KOHLEHTpauii 3MaoByAUHY B nnasmi (nicns oAHIEN NONOBUHN [060BOI 1031) Y WypiB Bi4 66 Ao, g\%ﬁrpaai‘qﬁ@ }_‘@Qtam'«& e'my/“f
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0’ Cef egHix 3HaHEHb,‘KOHu6HTpauiV1 8 Mna3Mi NIOAVHYA B CTauioHapHOMy pexcumi (nicns oaHiel woctoi 4060801 A03K)

12 po'87 pasis

qocnraérbca Apn pé“ HAOBAHIN A060BIY ‘403 (100 M KOXHI 4 roauHu). B ekcnepuMeHTi, in vitro 3 3anniaHeHMmu oounTaMA ML,
ONPOMIHEHHS 3UA0BYAUHOM MPU3BE/N0 A0 [10303aNEXHOT0 CKOPOUeHHs 61acToumCTiB. Y N0AATKOBOMY AOCAIAXEHH] TepaTonorii y Wwypis,
no3a 3000 Mr/Kr/neHs (8 BeanocepeaHint 6IM3bKOCTI 4O NOPOXHUHW POTa i neTansbHOi 403U B Wypa 3,683 Mr/Kr) BAKNMKAE 3HAUHY
MaTEePUHCBKY TOKCUYHICTD i136iNbLIEHHS  HaCTOTHU BaA PO3BWUTKY MMOAY. LUs po3a npussena Ao MaKCMManbHOI KOHUEHTpaUii B nnasmi
3ua0ByanHY B 350 pas npu KoHUeHTpalii B'nnasmi nioamHu. (Po3paxyHkosa nnola nia kpueoto [AUC] y wypis Ha UsOMy piBHi 403
cknagana: 300 pa3 8 AeHb AUC, @ y nioanHu 600 Mr/poby.) Hiskux o3HaKis TepaToreHHOCTi B LIbOMY eKcnepuMeHTi He Byno NoMiyeHo

npu aosax 600 Mr/Kr/AeHb abo MeHwe.

14 KNIHIMHI QOC/NIMKEHHA

He ' '6yno  Hisikux - KNiHIUHAX [OCnipKeHb, NPoBEAEHUX 3 NPenaTaToM namiByavH/3uaoByAnH TabneTku. Ave KniHiuHa
apmakonoria (12.3), Ans OTPUMAHHA iHopMaLlii Npo BioeKksiBaneHTHICTb. OpaHa TabneTka namiByAvH/3MA0BYAUH ABA Pa3v HA AEHb €
anbTEPHATMBOIO NS PEXMMY NaMiByAVH TabneTok no 150 Mr ABa pasut Ha AeHb N/KoC TabneTtka 3MAOBYAMH 600 Mr B fieHb B PO3AINEHUX
[03ax.

14.1 fJopocni

NamisyavH Nn0C 3MA0BYAUH: BUBUYEHHS NUCB3007 (CAESAR) NpoBOAWMNOCH 3 BUKOPUCTAHHAM namisyamH 150 Mr TabneTku
(150 Mr 4Ba pasv Ha AeHb) i 31A0BYANHY 100 Mr kancyrm (no 2 x 100 Mr 3 pasu Ha aeHb). CAESAR bys 6aratoUeHTpoBuM, NOABINHUM
cninuM, NNaLeBo-KOHTPONbOBAHUM AOCNIMKEHHAM 3 MOPIBHIOKOYOI0 TPUBANOK  NOTOYHOKO Tepanieto (NooauHUI 3MA0BYANH [62%
naujieHTis] abo 31a0ByAMH 3 AMAAHO3UHOM abo 3anuuTabin [38% nauieHTiB]) ANs A0AABAHHA namisyavHy Tabnetku abo namisyavH
TabneTkv NAIoC AOCTIAKYBaHUH HEeHYK1E03WAHWI iHriGITOp 3BOPOTHOI TPAHCKpUNTasw, paHaoMi30BaHwiA 1: 2: 1. B uinomy 1816 BIN-1-
iHcbikoBaHMX AOPOCAWX 3 25 A0 250 (B cepeaHboMy 122) CD4 kniTuH /MM? NoYaTKOBO BYNK 3apEECTPOBaHI: cepeaHit Bik 36 pokis, 87%
6ynum Yonosiku, 84% Bynu HYKNEO3UAHUMY, i 16% 6ynu TepanienacveHMu, Cepeans TPUBANICTb Ha AOCNIAKEHHA CKNana 12 Micsuis.

PesynbTaTh HaBe/eHi B Tabnuui 5.

Ta6nuus 5. KinbkicTb nauieHTis (%) He MeHLue 1 Bunaaxy BLJ1-1 nporpecyroyoro XBopo6oto 4u CMepTro

KiHueBa TouKa MoTouHa Tepanis NamisyavH Tabnetka JlaMmiByauH TabneTtku .
(n = 460) nntoc nntoc NNRTI* nnroc !
MNoTouHa Tepanis MoToyHa Tepanis ‘
(n = 896) (n = 460) |
BIN-1 nNporpecis a6o CMepTb 90 (19.6%) 86 (9.6 %) 41 (8.9%) }
CmepTb 27 (5.9%) 23 (2.6%) 14 (3.0%) ]

* [10CAiAXYBaHMIA HEHyKNeo3naAHWA iHriBITOp 3BOPOTHOI TPAHCKPUNTA3N HE cxBaneHui B Cnonydenux WTaTtax.

14.2 MpodinakTnka nepeaaui BIJ1-1 Big MaTepi Ao nsoaa 2

KOPUCHICTb TiNbKW 3VAOBYAUHY ANA npodinakTUkK nepeaaui BIT-1  maTepuHcbkoro nnopa 6yna NpoAeMOHCTpoBaHa B
paHAOMi30BaHOMY, noABINHOMY CNinomy, nnaue60-KOHTPONLOBAHOMY AOCNIMKEHHI, NPOBEAEHOMY B BI/1-1-iHiKOBAHWUX BAriTHAX XKiHKaX
3 CD4 + kniTvH Bia 200 o +1,818 KNiTUH/MM> (CepeaHill MOKasHWK B rpyni, Wwo oaepxysano: 560 KNITUH/MM®), AKi He Manu NPaKTUYHO
HISKOrO NONEPEAHLOro BrSMBY 3MA0BYANHOM. MepopanbHe 3aCTOCYBaHHA 3UAOBYAVHY 6yno po3noyaTto Mix 14 i 34 TYOKHAMW BariTHOCTI
(8 cepeaHboMy 11 TwxHiB Tepanii) 3 HacTynHUM BHYTPILUHBOBEHHUM BBEAEHHAM 3MAOBYAWHY nia uac nonorig. Micns nonoris,
HOBOH3POMKEHI OTpUMYBa/M NEpPOpanbHO 3MACBYANH CMpon MPOTArOM 6 TWXHIB. JOCNiMKEHHs MOKa3ano CTaTUCTMUHO 3HauyLLY
gigMiHHiCTb B uyactoTi BI/I-1 iHeKkuii Y HOBOHAPOAXEHWX (Ha ocHOBi BIPYCHOI KyNbTyp¥ 3 nepudepuyHol KpoBi) MK rpynoto, Lo
oAepXyBana 3uA0BYAVH | B rpyni, WO OTpuMyBana nnauebo. 3 363 HOBOHAPOMKEHWUX OLIHEHUX B [OCNIKEHHI, 33 OLIHIOIOUMA PU3NK
iHdekuii BL1-1 6ys 7,8% 8 rpyni, Wo oTpuMyBana 3uAoBYAUH i 24,9% B rpyni nnauebo, BiAHOCHE 3HVKEHHSA PU3NKY nepepavi 68,7%.
3ua0ByAvH A0Bpe NepeHoCUTLCA A0 MaTepis i HEMOBNAT. TaM He 6yno HISIKOI Pi3HULLIi B MOB'A3aHWX 3 BAriTHICTIO HECMIPUATIMBIX noaiv
Mid rpynamMu NikyBaHHS.

16 MOCTABKA/ 3BEPITAHHA TA OBPOBKA

NamisyavH/3uA0BYANH TabNeTkY, MicTaTb 150 Mr namisyanHy Ta 300 MM 3MAOBYAWHY, MOKPUT NNIBKOBOKO 0B60MOHKOIO, 6iNoro
Konbopy, Yy GopMi kancynu, MaloTb MapKyBaHHA «H» i niHito Haapi3y Ha OAHiA CTOPOHI | MapKyBaHHS «2» Ha iHWi CTOPOHI.

dopmMa BUNYCKY:

60 TabneTok / NNsLKa

500 TabneTok / NnAawkKa

36epiraT Npu TeMnepaTtypi BiA 20 no 25°C (8in 68 po 77 ° F)

17 IHOOPMALIA A1 KOHCYJIbTYBAHHS MALIEHTIB

17.1 PekoMeHpaaUil Ana nayiedra

Helttponenis i aHeMis: NauieHTn NoBUHHI 6yt NpoiHdOPMOBaHI NPO Te, WO 3aCTOCYBaHHA BENWKUX 403 npenapary BUKIUKAE
TOKCMUHICTb, NOB'A3aHY 3 NPUAOMOM 3UAOBYAUHY, Y BUrNAAI  HelTponeHis i/abo aHeMis. XBopuM Tpeba po3noBiCT NPO HEOBXIAHICTL
peTenbHo KOHTPONIOBATH reMaTonoriuHi napamMeTpyu NOBWHHI, chocTeriraTucs y Nikaps nia yac NikyBaHHS, 0cobnueo  nauieHTam 3
ni3HiMKU cTagismu BIN-1 3axBoptoBaHHs [448 Pexomergauii | 3actepexerirs (5.1)].

Ko-iHdekuis 3 BUI-1 i HBV: Nauient 3 ko-iHdekuiero BIN-1 i HBV noBuHHI 6y™ npOiHDOPMOBaHI, WO NOripleHHs
3axBOPIOBaHHA MediHkW CTaBanocs B AEAKUX BMMAAKax, KOMW MiKyBaHHA NaMiByAMHOM 6yno npunuHeHo. [(lauiedTam  cnia
pekoMeHayBaTV 06rosopuTU ByAb-AKi 3MiHU B CXeMi 3 NIKYIOUMM NikapeM [auB Pexomergauii i 3actepexerts (5.4)]., . LR,

Jlikapcbka B3aemopia: MauieHTu NOBUHHI 6y nonepeaXeHi NPO 3aCTOCyBaHHA IHLWMX NiIKapCbKKUX npgﬁé@pajla’,' B Tom'y queni
raHumKI08Ip, iHTepdepoH-ankda i pubasipuH, AKi MOXYTb NIABALMTU TOKCUYHICT 3MA0BYANHY [anB B3aeM0/z/'g;/(Z;3)].

| B

Mepepo3noain/_akkyMynalia MWpoBuX BiaknaneHs: [auieHTi nosuHHi YTV  NPOiH(POPMOBaHi, £ 10/ nepepo3noain  abo

¢

HaKOMVIYEHHA XMPOBWX BIAKNAAEHDb MOXE BUHWKHYTU Y MaUieHTiB, WO OTPUMYIOTbL aHTUMPETPOBIPYCHY Tép:a’ngro,‘ i" WO ‘NpUYvHn i
[OBFOCTPOKOBI HAaCMAKW ANA 3A0POB'S Y LUX YMOBAX B A3HWIA Yac He BIAOMO. [AuB 3acTepexets | PekoMers i ( *@;@] [ bR G r/( o
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IHbopMaLlis NPo CchinbHY Tepanito NaMisyAnH/3MA0BYAUK: NamiByavH/3va0ByavH TabneTku He € nikamu sin iHdekui BUT-1 1
NauiEHTH, MOXyTb MPOAOBXYBATW BiAYYBATU 3aXBOPIOBAHHS, nos's3aHi 3 BIM-1 iHEKUiE, B TOMY YWCNi OMOPTYHICTUYHI iHDeKUil.
MaljienTia cnin iHpOpMyBaTH, WO BUKOPUCTAHHA NamiByauH/ 3UAOBYAMH TabneToK He MpU3BOAUTL A0 3HWXKEHHS PU3MKY nepeaaui
iHWWM BI1-1'uepe3 cTaTesmid KOHTAKT abo Yepe3 3apaxeHHs Kposi. MauieHTn NOBUKHHI 6yTY NPOIH(DOPMOBaHI MPO BAXMBICTL NPUOMY
npenapary:NaMiByAnH/ 31A0BYAUH TaBNETOK CYBOPO 33 NPU3HAYEHHAM.

; ; .ﬂéMiBy,anH/ 3ugosygmH Tabnetku He Cnid BBOAWTU CMiNbHO 3 npenapatamu, UWo MiCTATb namiByauH, 31A0BYAUH, abo
eMTPULUTAGIH, B ToMy uucni namisyamH, EMIBIP-HBV (namisyauH), 3ugosyauH, EM3MKOM (abakasipy cynbaT Ta NaMmisyauH),
TPU3MUBIP. (abakasipy Cynbdat, naMmiByauH Ta 3uA0BYAUH), ATPINNA (edasipeHu, emTpuumTabiH i TeHodosip), EMTPVBA
(eMpr’umaBiH)saSO TPABAJA (eMTpuuuTabiH i TeHODOBID) (418 3aCTEPEXEHHS i PexomeHaauii (5.5)].

- EMIBIP-HBY, EN3UKOM i TPU3MBIP € 3apeecTpoBaHMMU TOProBUMM MapkaMmv KOMMaHil nakcoCMiTKnamH. ATPIMNNA,
'EMTRMVBA.: PAYBAZIA € TOProBMMM Mapkamu iX BIAMOBIAHWX BNACHUKIB | HE € TOProBMMM MapkaMu KomnaHii FnakcoCMITKnaiH.
BUPOGHUKM LLiux BpeHAiB He nos'si3aHi 3 nakcoCmiTKnsiH abo i NpoAyKUiEto.

BUPOBHMK: .
FETEPO JIAB3 NIMITEQ

22-110, I.A:A., QxiaumeTna,
Xanpepabap — 500 055, Inpia

Mm{' T ERES Aiimqoy{/’x

AWPEKTOPA

TrYTC. M. '
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