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Jlo peecTpalliiHOro NOCBiAYEHHS
Ne

Bin

HEBIPAIIIH ®.CHIA 200 mr

| Tabnerka micTuthb HeBipaniny @.CIIA 200 mr
JlonOMiXHi PedOBHHH: JIAKTO3H MOHOTIAPAT, LeN10103a MikpokpucTasiuna, nosizon K-30. HATPIIO

KPOXMaJIbIIKOJIAT, KPEMHIIO KOJOTIHOTO AIOKCHJL, MarHiio creapar.

TepaneBTHuHI NOKA3AHHI.
JlikyBanus BlJI-indexuii, cnpuunnenoi pipycom | tury, y ckianl komOiHoBanot AHTHPETPOBIPYCHOT
Teparii y I0pociux Ta JiTei.
Benuka uyacTMHA AOCBiAY HabyTa y pesy/ibTaTi 3acTOCYBaHHSIM HeBipariuy B MOEAHAHHI 3
HyK/I€03MAHUMH iHTiGiTopamu 3BopoTHOT TpanckpunTasi (HI3T). B nannii vac ICHY€ HEI0CTATHLO
JaHKX 1Ipo eeKTUBHICTh BUKOPHCTAHHS MOTPiiHOT KomOiHaLil, BKmovatoun inriditopu nporeas

(ITT) micns Tepanii HeBipaniHOM.

Crioci6 3acTocyBaHHs /L5l A0OPOCTHX i, IKIO HEOOXiAHO, Aust AiTel.

Jlopocni. PexomenoBana j03a npenapaty — | Tabierka 200 Mr 1LOJIHS NPOTATOM NEPILIMX 14 anis
(cnin IOTPUMYBATHCS TAKOrO MOYATKOBOrO MEPioy, OCKUIBLKH OY10 BCTAHOBIICHO, LLO L€ 3MEHLIYE
4ACTOTY MOABH BHCHMY), micis voro npuiimatots | tabnerky 200 mr 2 pasu na 100y y MOEAHAHHI
npuHaiiMHi 3 ABOMA J0JATKOBUMHM [POTHPETPOBIpyCHUME 3acobamu. llpu CyrnyTHIH Tepanii cain
JOTPHMYBATHCS PEKOMEHIOBAHOTO BHPOOHUMKOM J03YBaHHA JiKiB Ta 3AiCHIOBATH KOHTPOMb Mil
yac 1X 3aCTOCYBaHHA.

Jimu. Tauieatam 3 Macolo Tina >50 Kr pekoMeHI0BaHO MpuiiMaTH npenapar B A03yBaHHI Ui
J0POCHX i AiTelt cTapiie 16 pokis.

[MawienTam 3 Macoro Tia <50 Kr peKoMeH0BaHO NpuitMaTy npenapar y Gopmi cycrieHsii.

3acanvui pexomenoayii. Ananizu, siKi BKIIOUAIOTH TECTH HA (PYHKLIOHANBHI NOKA3HUKH MeYiHKH,
CHiL MPOBOAMTH Mepe/l MOYaTKOM Teparii HeBipaniHOM Ta BIANOBIAHMME iHTEpBanaMy mijg vac

[HCTPYKILis 115 32CTOCY BAHHS TIKAPCHKOT0 3200y (KiHIEBOIO MPOIYKTY), 3aCBII4CHA
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Teparmii.

[1pw NOABI BUCHITY MPOTATOM 14-/1éHHOTO Mepiojy, He MOXKHA MiJABHLILYBATH 103Y, A0NOKH BUCHI HE
rpoiize. [TosBy BUCHNAHHSA CIIJ PETENBHO KOHTPOJIIOBATH.

[Maujenty, sKi MepepBanu fNiKyBaHHs npenapatoM Ginbil HiK Ha 7 AHIB, MOBMHHI NOHOBJIOBATH

Tepariio 3 14-AeHHOro MoYaTKOBOro Mepiojly B PEKOMEH/I0BaHI /1031 O/IMH pa3s Ha JIeHb

IIporunokaszanus.

- [TiaBuineHa YyTJIMBICT 0 KOMMOHEHTIB, Kl BXOATH /10 CKIajy npenapary.

- [ToBTOpHE NpU3HAYEHHS Mic/as BiMiHM HeBipaniHy: yepes TSKKY (opmy BHCHMAHb: Yepes
BUCHIAHHS, IO CYMPOBODKYBAIMCA CHMITOMAMM, SIKi CBif4aTh Npo rexepanisaiiio npotecy ado
rinepuyTIMBICTb; Yepe3 KAiHIUHI MPOsBHM renaTuTy, CIpUUHHEHOTO HEBIparniHoM.

- [MauieHTam 110 HPOMIILIN MONEPEAHE NiKyBaHHA 3 METOK HOpMamizauii pisusi ACT abo
AJIT, o GyB Ginbin HixK y 5 pasis Buiie BepxHboi MexKi HopMu (BMH).

- [loBTOpHE NpU3HAUEHHs HEBIPAIiHY MMiC/s HOro BIAMIHK Yepes MiJBUILCHHSA pisus ACT ado
AJIT y 5 pasiB, WO CYNPOBOMUKYETHCS BIAXHACHHAM (yHKLIT nevyiHKku — Mg vac Ttepanii
rpenaparom.

- OjHOYacHe 3aCTOCYBAHHS 3 HEBIpariHOM Ipenaparis, 1O MicTATb 3BipoGii (hypericum
perforatum).

- Haseui jami  03BOJSIOT MPUIYCTHTH, WO pudamiiums  Ta Hesipanin He ciin

3aCTOCOBYBATH pasoM.

OcobanBi sacTepeseHns.

Hesiparmis cnii BHKOPUCTOBYBATH LIOHAWMEHIUE, 3 /BOMA IHIUIUMH AHTHPETPOBIPYCHUMMU
npenaparam.

Jlakmosa: TabneTka Hesipariny MicTuTb 464 Mr MoHoripaty nakTosu. [lauienram 3i crniaakoso
3yMOBIIEHOIO aHOMaiel0 0OMiHY pedoBHH — ranakrosemiero, aediunrom nakrasu (The Lapp lactose
deficiency) a6o cHHAPOM IIIIOKO30-raNakTO3HOT ManbabcopOLIT — Npenapar He NpU3HAYAIOTh.
IIxipni peaxyii: Y nauieHTiB, sSKi OTPUMYBAIH NPENapar, CrocTepiranucs TAMXKKI TA 3arpo3yIMBI [
JKUTTS WKIPHI peaKiii, AKi MOKYTh CIPHYMHHTH HABITH JICTAIBHHIT HACIIZIOK, MEPEBAIKHO Y nepiui 6

twknis. JIo HUX BiaHocsThes cuugpom Criserca-/DKoHcOHa ab0 TOKCHUHMIT eniaepMalibHii

[HCTPY KIS /1151 32CTOCY BAHHS JMIKAPCLKOTO 3ac00y (KIHHEBOTO NPOAYKTY), 3acBiyeHa
. o - . . . J P
MiAMUCOM YHOBHOBAXKEHOT 0COOHM, 110 BUCTYIAE BIA IMCHI 3asBHuKa__ i //"_,-__
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HeKpOJi3, peakiii TrinepuyTIMBOCTI IO CYIPOBOMUKYIOTHCS CH/BHHMM BUCHNaHHsMM  abo
BUCHIMAHHAMM, $SIKi CYNPOBOUKYIOTHCS CUCTEMHMMM CUMMTOMaMM a TakoXK BicUepalbHUMK
ypakeHHAMM. Briponossk nepmmx 18 TIWKHIB TALICHTH MOBMHHI 3HAXOAMUTHCH MNiJ MHILHUM
Har/soM Jikaps. Hasite y pasi mosisu NOOAMHOKHMX BUCHIIAHb HEOOXIIHO MUIBHO COCTEpIiraTH 3a
CTaHOM MaLlIE€HTIB.

3actocyBanHs Hesipaniny ciiJ MOBHICTIO MPUNMHUTH, AKIIO Yy Malli€HTa 3'SABMIMCA CHIbHI
BUCHMIIaHHA ab0 BHCMAHHA 110 CYNPOBOKYIOTBCS CHCTEMHMMH CHMITOMamMH (TakuMM K
NpONacHHIS, MMyXHpi, YPaKeHHs CJIH30BOI 00OJOHKH MMOPOKHHHM POTA, KOH'IOHKTHBIT, HaOpak
obnuyus, Ginb y M'a3ax abo cyrnobax, 3araabHHii AHCKOM(OPT), BKIOUYAOYM  CHHAPOM
SactocyBanns Hesiparniny il MOBHICTIO MPUIIMHWUTH, AKIIO Yy MALIEHTA BHABICHHI CHHIPOM
Crisenca-JkoHcona aGo TOKCHUHMiT enigepMaibHUil Hekposis, abo renartut, eosuHodinis,
rpanyaoUMTONeHis | AchyHKLIS HUPOK abo iHII 03HAKH BiCLEPAIbHUX YPaKEHb.

3acTocyBaHHS HEBIpariHy BUILE PEKOMEHAOBAHOT 103K MOKe 301IbUWINTH H4acTOTY Ta Cepilo3HiCTh
peakiiiii 3 Goky wKipu, Takux sk cuuapom CriseHca-/lKoHCOHA Ta TOKCHUYHMI ertiiepmanb i
HEKpOJIi3.

CynyTHiii npuiiom npeauizony (40 mr/ 106y npotsarom nepunx 14 aHiB npuiomy HeBipariHy) He
OPU3BOINTE 10 3MEHIIEHHS YaCTOTH [OABM BUCHIIAHb, MOB'S3aHMX 3 HEBIPAMiHOM, 1 MOKe
CAPHUUHHUTH 301IBLIEHHS BUCHIIAHD.

Busisieni geski (akropd pU3MKY pO3BHUTKY CEpPHOBHMX IIKIPHUX PEaKLid, AKI BKIIOUYAIOTHL HE
JojiepkaHHs pexkumu 1o3yBanHs 200 mMr Ha 100y Mi Yac MoYaTKOBOro Mepiojy, 3aTPHMKH Mi%K
BHHUKHEHHSM CHMIITOMIB Ta OTPUMAHOI0 MEIMYHOIO KOHCymbTauieo. JKiHKW MaioTh OiibLuinii
PH3HK TOSBH BUCHIIAHb, HI’kK YOJIOBIKH.

[ToTpiGHO 3BepHYTH yBary naiuicHTa, o MepeBaKHUM NPOABOM TOKCHYHOCTI € BUCHNAHHS. Im cain
MOpaZMTH HEraHO MOBIZOMMTH CBOTO JIiKaps PO BUCHIIAHHA, MO0 YHHKHYTH 3aTPUMKM MisK
BHHMKHEHHAM CHMITOMIB Ta MEAMUYHOIO KOHCYJbTalieto. binbuwicTh BUNAAKIB BUCHNY, NOB A3aHOTO
3 HepipaniHoM, BUHMKAE MpOTArOM MepIIMX 6 THKHIB Tepanii, Tomy ciij 3a0e3MeHnT MuabHUiH
HArJIS 38 CTAHOM MAli€HTAa IIOAO0 MOSBM BHUCHIY MpOTAroM wboro rnepiogy. [lauientie ciia
MoiHGOPMYBATH, 1110 Y pa3i MOABM BUCHITY MPOTArOM MOYATKOBOrO MEPIOAY A03a  MiABMLLYBATHCS

He Oy/ie, I0KH BUCHI HE 3HUKHE.

[HeTpyKIist /151 32CTOCYBAHHST JTIKAPCLKOT0 3ac00y (KiIHUEBOr0 NPOAYKTY), 3aCBiA4eHa
MiANMCOM YIIOBHOBaKEHOT 0COOH. 1110 BHCTYMAE Bijl iMeHi 3asBHiKa O 722)/
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Bynp-fKuii MALiEHT, y SKOro 3’ABMBCS  CHIbHUI BuCMN abo BHUCHIL, L0 CYNPOBOUKYIOTHCA
CHCTEMHHMH CHMITTOMAMH, TAKHMH SK MPOMACHHMUSA, MyXUpi, YPAKEHHS Y POTi, KOH IOHKTHBIT,
HaGpsik 06muuus, Goni y cyrnobax abo M’s3ax, 3aibHe HE3/yKaHHA, MOBUHEH MPUITHHHTH NPHHOM
AikiB Ta HeraffHO 3BEPHYTHCS 32 MEJMYHOK Jomomororo. TakuM — maijieHTaM 3acToCyBaHHS
HesipamniHy He cI1i/l MTOHOBIIOBATH.

[NawieHTaM 3 MiZO3pOI0 HA OB’ A3aHy 3 3aCTOCYBAHHAM HEBiparniHy MOABY BUCHIY, CIi NPOBOANTH
MoHiTopuHr (yHKLi neyinku. [lauieHTn 3 MOMipHUM a00 BAKKNM I1iABHILEHHAM NeUiHKOBUX npod
(ACT ado AJIT > 5 BBH) nosunsi npunuauty 3actocysanns Hesipaniey.

V pasi po3BMTKY peakiliif rinepuyT/aMBOCTI, 1O XapaKTEpPU3YIOTLCH BHCHIIOM 13 CHCTEMHUMMU
CHMIITOMAMH, TAKHMH SIK [POMACHHIL, apTpairis, Mianbris i JiMpaeHonaris, nioc sicuepanbHi
ypakeHHs, TaKi K rernaTuT, eO3MHOMINis, rpaHyIOUHTONEHIA | AMCHYHKLIA HUPOK, 3aCTOCYBAHHS
npenapary ¢l MOBHICTIO MPUIMHUTH | 3BEPHYTHCA [0 MEAMUHY J0MOMOTY. Takum nauienram
3aCTOCYBAHHA Mpernapary B MoJajbIoMy He MOHOBIIOBATH.

[euinkosi peaxyii. Y naujentis, siki otpumysanu Hesipariu, crnocrepiranacs THxKa i 3arpo3nuBa
JUISL KUTTA TeaTo TOKCHYHICTh, BKMouaioun hataishuil Gpynminanrauii renatut. [epui 18 THIKHIB
MiKyBaHHS € KPUTHUHUM MEPIOAOM, MPOTATOM AKOTO HEOOXIAHO 3AIHCHIOBATH MUILHHUI KOHTPOII.
Pu3uK pO3BUTKY MEYiHKOBHUX PEaKiliil € HalOiNbIINUM NPOTATroM nepumnx 6 THKHiB Tepanii. [Ipore
PU3NK 3aIMIIACTBCS | MiCAA 3aKiHYEHHs LBOro Mepiojy, OTKE, MPOTArOM yCbOro JiKyBaHHs cnia
NPOOBKYBATH 3/1iHCHIOBATH KOHTPOJIb 3 HACTUMH IHTEpBAIAMH.

MMigumeni pisai ACT i AJIT > 2,5 x BMH ta/abo cynyThs indikosanicts renatutom B i/abo C na
OYATKy MPOTHPETPOBIpYCHOI Teparii, MoB’s3aHi 3 MiABUIIEHMM PU3MKOM PO3BUTKY MEHIHKOBUX
MoGIUHMX peakiiiii Mmia yac NpOTUPETPOBIPYCHOT Teparii B UiNOMY. BKJIIOHAIOMH CXEMH AiKyBaHHA,
110 AKUX Hane:kuTh Hepiparin.

Winkn i nauient 3i 30inbweHoro kinekictio CD4 Hanexars 10 rpyny MiABUILEHOTO PH3HKY
PO3BUTKY MEHiHKOBUX peaKilii.

Y KiHOK PU3MK PO3BUTKY MEUiHKOBHMX PEaKuii, 4acTo 3 MOABOIO BUCHTIAHB, Yy 3 pasn Oinblunii (5.8
% y nopiBusinni 3 2,2 %), a nauieHTH 3 nigBuiieHuM nokasuukom CD4 wa nouatky npuiomy
HeBipariH 3a3HAOTH GIBIIOr0 PU3MKY PO3BHTKY MEUIHKOBUX peakilii, MoB’a3aHuX 3 HesipaniHom.
3rifHO 3 PETPOCHEKTHBHUM OTJISAOM, KiHku 3 nokasuukom CD4 >250 KiriTuH/ MM MaioTh y 12

pasis GinblKil PU3UK NEYiHKOBUX MOGIYHUX peakuiil nopiBHAHO 3 JKiHKamu, y AkuX nokasiuk CD4

”l,._ln“CDM )ﬂﬂBHOBa}KeHOI OCOOH. 10 BHC I‘)IldE Bl:[ |.\ILH| 3asBHUKA
11.12.2017 Kouyoeit M.C.
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<250 kaitua/mm® (11,0 % nopisusino 3 0,9 %). TTinBMLEHNI PU3KK CTIOCTEPIraBes y HOMOBIKIB 3
nokasuukom CD4 >400 kmitus/mMm® (6,3 % nopisusHo 3 1,2 % y uososiki 3 nokasHukom CD4
<400 kriTRH/MM?).

[MaiieHTiB CNiJ MOBIOMHUTH NPO Te, WO MEYiHKOBi peakilii € FOMOBHUMH MMPOABAMH TOKCHYHOCTI
npenapary. PU3HK PO3BUTKY IMEUiHKOBUX peakiii € HailGinbuium npotsarom 18 TIKHIB. [lauienTam
i3 CUMITTOMaM¥ renaTUTy CJiJ MPUIIMHATH NPUHOM Mpenapary i HerailHo 3BEPHYTHCA N0 MEAHUHY
IOTIOMOTY 3 060B’SI3KOBHM MPOBECHHAM 1a60paTOPHOro 0OCTEKEHHS NEeYiHKH.

Konmpons cmany nevinxu. TTij yac 3aCTOCYBaHHS HEBIparliHy MOBILOMIIANOCA MPO BIZIXHJIEHHSA B
nokasHUKax GyHKLIT MediHKu, y ACSKHX BHMAAKAX - y MepLui THKHI Tepanii. YacTto nogiioMasnoch
npo GescHMITOMHE MMiABMIIEHHA piBHS (epMeHTIB neviHku, wo He €  000B’ A3KOBUM
NPOTHIOKA3AHHAM  JUls  3aCTOCYBaHHA  Hesipaniny. —bescumnrTomie MiIBUILEHHS  PiBHA
ramMarTioTaMiITpascdepasu He € NPOTUIIOKA3AHHAM /IS NPOJIOBKEHHS Teparii.

PeKOMEHAYEThCS TIPOBOIMTH aHa/i3H MOKA3HUKIB (DYHKLIT nedinkn 3 iHTepBanavMu — KOJKHI J1Ba
THKHI BIPOJOBXK MEPUIMX JBOX MiCALB, HA TPETil MiCsilb, B MNOAANBIIOMY PEryaspHO. 3riAHO 3
KiiHiuHuMy notpedamu nauieHra. Kainiunuii i 1adopaTopHuil KOHTPOJIL Ma€ TPUBATH TIPOTATOM
YCHLOTO Hacy JiKyBaHHsl HEBipamiHOM, y pasi BUABJICHHA O3HAK PO3BHTKY FCMaTHTY abo peaxilii
rinepuyT/IMBOCTI.

Sxmo ACT a6o AJIT> 2,5 x BMH 0 abo nia uac nikyBaHHsi, aHanis (yHKuii nedinku ciin
[POBOMTH YaCTillle MPOTATOM PEryIspHUX KIIHIYHHX Bizuris. Hesipanin He cinia npu3HayaTy
naujentam, y skux ACT abo AJIT no noyarky JiKyBaHHA CTaHOBHB > 5x BMH 0 crabinizauii
nouarkosoro pisus ACT a6o AJIT < 5X BMH.

Y pasi BMHUKHEHHA KIIHIYHOTO renaTuTy, AKHH XapakTepHsyeThes anopekcielo, HYA0TOL,
GMOBAHHAM, KOBTSHHULEIO, OLTipyGiHypis, axonilinuii cTinels, renatoverania ado Goni y neuinui,
MaLieHTaM CiiJl HeraHo 3BepHyTHCA 10 JliKaps.

slkio ACT a6o AJIT 36inbuyerses > Sx BMH npotarom sikysansi, 3acTocysanHs Hesipaniny
cnig weraitno npunuuut. Skmo ACT abo AJIT noseprysnucs 10 CBOIX NOYATKOBMX PIBHIB 1 Y
NalieHTa HeMae JKOAHMX KIHIYHMX O3HaK ab0 CHMITOMIB reraruty, BHCHITY abo saraibHHX
CHMIITOMIB | SKILO PE3y/IbTAaTH aHAN3iB He CBLAYATH MPO Oyb-aKi MOpyIeHHs (yHKILiH Oprasis,
MOKHA MOHOBHMTH MPUHOM HeBipaniHy, rPYHTYIOUHCH Ha KJiHIYHMX roTpedax abo BHXOAM i3

JOCBi/ly 3aCTOCYBAHHAM y KOXKHOMY OKpemomy Bumazaky. llpuiiom npenapaty CIL TIOHOBUTH 3

[HeTpYKIis U151 32CTOCY BAHHSE JIHKAPCHKOT0 3200y (KIHLIEBOIO MPOAYKTY), 3acBljiyeHa
[iANKCOM YIOBHOBAXKEHOT 0COOM, 1110 BUCTYNAE Bi/l IMCHI 3afABHUKA a /:/’{Q/j/
11.12.2017 Kowybei M€. &
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[OCHJIEHUM KJIIHIYHUM 1 TaDopaTOpHUM KOHTPOJIEM, MOYHHAIOHUH 3 JI03H 200 mr/no0by
npotsroM 14 1HiB, micias voro nepeiitu Ha npuiiom 400 mr/a00y. ¥ pasi NOBTOPHOIO BUHHKHEHHS
Bifxunens y QyHKLUIT MeuiHKH 3aCTOCYBaHHS HEBipaniHy CJiijl NPUITMHKTH 30BCIM.

Hesipanin He cJ1iji MOBTOPHO MpH3HAYaTH Mali€HTaM, AKUM AO0BENOCH MMPUITMHWUTH HOrO MpHioM
BHAC/I1IOK PO3BHHEHOr0 Yepe3 HeBipariH KJAiHIYHOro renaTury.

3axeopiosanna nevinku. Besneka i epeKTHBHICTH He Oy/ia BCTaHOBJIEHA Ml 4ac 3acTOCYBaHHS
Heipaniny Ta6neTok y mauieHTiB, fKi Mald 3aXBOpIOBaHHA nedvinku. Hesipanin rtabnerin
NPOTUNOKA3aHi MAllieHTaM 3 BOKKAMH YP@OKEHHAMM nedinku. [lanienTti XxBopi Ha XpOHIUHMIl renarut
B a6o C siki 3acTOCOBYIOTH KOMOIHOBaHY aHATHPETPOBBIPYCHY Teparilo MaloTh MiJABULUEHHA PH3MK
PO3BUTKY CEPLO3HIX Ta 3arpOKYHHX JKHTTIO NOOIYHUX PeaKLlii 3i CTOPOHH mediHku. VY pasi cynyTHbOT
NpOTHBIPYCHOT Tepanii /uts Mpu 3axBoproBanHaX rerarutoM B abo C, npu 3aCTOCYBaHHI KOMOIHOBaHOT
aTpUpeTpOBIpYCHOT Tepanii HeOOXi/HO CKOPUCTATHCH iH(OPMALIEIO LIS NALlieHTa Npo KOXKHHH 3
JliKapchKHX 3ac00iB.

[lauienTy 3 3aXBOPIOBAHHAM MEYiHKH, O BKIKOYAEC AKTHBHUH XPOHIUHUI renaTuT, MatoTh OilbLIHit
PH3MK PO3BHTKY MNOOIYHMX peaKiliii BIPOAOBK YChOrO yacy NIKYBaHHA aTPUPETPOBIPYCHHMH
AiKapehKUMK 3ac00aMM | MOBHHHI CTIOCTEPIraTHCh 3MIAHO CTAHAAPTHOT NPAKTHKK. IKIIO € @i npo
NOripuieHHs CTaHy MEYiHKM, TakuM MaiieHTax HeoOXiAHO npu3ynuHuTi abo 30BCIM BIAMIHWTH
NIKYBaHHS.

Hocmrkonmaxmua npogpinakmuxa. Y nauientis 3 BlJI-indekuicio, ski otpumanu 6aratopasosi 1031
HeBipamiHy I TOCTKOHTAKTHOT MpodiTakTHKH (32 MEKamMu 3aTBEp/UKCHMX [oKasaHb), Oyiu
3adhikcoBaHi BUNAIKN CePHO3HOT renaToTOKCHYHIOCT], BKIIOYAIOUN NEUIHKOBY HEIOCTATHICTb, AKa
norpedyBaia TpaHCIIAHTAILT. BUKOpUCTaHHs HeBipaniny He Oy/0 BHBYAJIOCH B pamkax
KOHKPETHOTO JIOCTi/UKEHHS CTOCOBHO MOCT KOHTAKTHOI Mpo(inakTuin, 0cobiuBO He BilOMMII
TEpMiH TPMBAIOCTI I Takoro JjikysauHa. Tomy Hesipanii He ciii 3acTOCOBYBATH Y TakMX
BUIAJIKAX.

Inwi  3acmepexcenns. Y NAUWieHTiB, SKi OTPUMYIOTb  HeBipanin abo Oyab-siky iHiy
MPOTHPETPOBIPYCHY Tepanilo, MOXYTh i Aajii PO3BMBATHCA YMOBHO-TIATOreHHi IH(eKILT i iHui
yekaaanenns indikysanus BIJL, y Tomy uuci onopryHsictuuni indexuii.

Tepanis HesipanitHom He 3MeHIIye pu3uKy ropuzoHTanbHoi nepeaadi BLJI-1 inimum ocodam.

[HCTPY KISt 1151 32CTOCYBAHHS JIKAPCHLROTO 3ac00y (KiHLEBOro MPOAYKTY), 3aCBiHeHa
MiZAMMCOM YIMOBHOBAXKEHOT 0COOH, 1110 BUCTYNAE BLL IMEHI 3asBHHKA ;"//'/VZ?‘}/'
: . =TT <
11.12.2017 Kouvbeu M.€C.
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KommiekcHa  mpoTupeTpoBipycHa — Tepamis — CyNpOBOUKYBagacs — MEPEpPO3NOAIIOM  KUPY
(ninoauctpodicio) y BIJI-nauientis. JIoBrocTpoKoBi HaciaKu LUX NOAil Hapasi HeBijomi. 3HaHHA
PO MeXaHi3M € HeMmoBHUM. Bylo BUCYHYTO rinotesy npo 3B 30K MK BiCLEPaIbHOKO JiNOMaTo30t0
ta II1, ninoatpodiero Ta HIOT. Buiuii pusuk po3BuHeHHs aunoauctpodii nos’s3aHuil 3 Takumu
IHAMBIyalbHUMH UYWHHMKAMH, sK crapmuii Bik Ta ¢akropu, [MOB’f3aHi i3 3acTOCYBaHHAM
NiKapchbKUX 3aco0iB, TAaKUMH AK TPUBAIICTh AaHTHPETPOBIPYCHOT Tepamnii Ta nos’sA3aHi 3 UMM
nopymeHHs merabonizmy. Kininiyne oGcTeskeHHs NOBHHHO BKIKOYATH OLIHKY (i3MUHMX O3HAK
nepeposnoiny xupy. HeoOXijHO BpaxoByBaTH piBeHb JiMiAiB y CHpOBATLI KPOBI Ta INHOKO3M B
kpoBi. JliniaHi po3naau HeoOXiAHO JNiKyBaTH Y BUNAAKaX KAiHIYHOI AOLIJIBHOCTI.

Hesipanin mo)e BCTynarH y B3aeMOJIT i3 iHWMMM JiKapcbkumu 3acobamu, TOMY 1pH HOro
3aCTOCYBaHHA NiKap MOBUHEH OLHUTH PU3UK BUHUKHEHHS TAKMX B3a€MO/1iH.

[lepopasibHi KOHTpAUENTHBU HE MOBUHHI BUKOPHCTOBYBATHCS SIK €AMHHUH METOJ — KOHTPALCILIT,
OCKINTbKKM HeBiparie MoOe 3HM3MTH 1X KOHUEHTpauiio y riasmi kposi. [lpu HeodXiaHoCT
KOHTpAleniii peKoOMeHAYEThCA TMepexil Ha iHwWi, Hanpuknaia, Oap’epHi MeToaM (Hanpukianl —
Mpe3epBaTHBH), a MPH 3aCTOCYBAHHI MEPOPATLHUX KOHTPALENTHBIB 32 IHIIKMMM MOKAZAHHAMM CI1i1l
MOCTIHHO KOHTPOJIIOBATH TX TepaneBTHUYHY e(PEKTUBHICTD.

@apMakoKiHETHYHI pe3yabTaTH cBiJyaTh NP0 HEOOXiAHICTL 00EpeKHOCTI MpH  3aCTOCYBaHHI
HEBIpaliHy MamieHTaM 3 NOMIpHOK NEeYiHKOBOK AUC(YHKILIEIO Ta He CJ11/1 3aCTOCOBYBATH HeBipaliH
MaieHTam 3 BaXKOI0 AUCOYHKIIE nedinkn. B winoMy, - pe3yisTaTi MoKasyloTh, 1O MalieHTH 3
JETKOK Ta cepeiiHboio aAucyHKuieo nedinku, BusHaueHi sk Child-Pugh < 7, we notpebytots
KOPEKLT pH 103yBaHHI HeBipariiHy.

Y nauieHtiB i3 HUPKOBOK HEJMOCTATHICTIO. AKI HNPOXOMATHL Jliaiis, J0JdTKoBa J1034a 200 mr
HEBIpaniHy MiC/d KOKHOrO CeaHcy Jianizy MOKe KOMTICHCYBATH Moc/ial/iecHHs BIUIMBY Jiatizy Ha
KiipeHc npenapary. B iHmomy pasi nauieHTH i3 KjipeHcOM KpeaTHHiHY = 20 MJ/XB HE MaloTh
noTpedH B KOpUryBaHHI j03M Hesipaniny. Cundpom ivynnozo eionoerenns: y BlII-indikosanux
XBOPHX 3 TAKKUM IMYHOACHILMTOM HA MOYaTKy JiKYBAHHA AHTUPETPOBIPYCHUMM Mpenapatamu
MOXEe BMHHUKHYTH 3arajbHa peaxilis Ha acumrroMaTHuHy abo pes3uayalbHY OMOpTYHICTHUHY
iH(eKUilo Ta CIPUYMHUTH TOKKMH KIIHIYHMHA cTan abo 3aroCTpeHHs CUMMTOMIB. 3a3Buyail Taki
peakuii BHHHMKAIOTL [MMiJ 4Hac MEPUIMX THAKHIB ab0 MiCAUIB NIKYBAHHA AHTHPETPOBIPYCHHUMH

nperapaTamMi. Bi,-‘ll'[DBiﬂ,HHMH NMpUKIaiaMu UbOro € pCTHHiT. CI'IleIHHCHHﬁ [lH'I'(’l&-1CI"¢'lJ|0I'1ip_\*CU!\,I.
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reHepasizoBaHi abo (okanbhi iHdekuii, cnpuunHeni mikobakrepismu abo Pneumocystis jiroveci (P.
Carinii) pneumonia. Byap-siki 3anaibHi sBMI@ HEOOXiAHO 0e€3 3aTpUMKHM JOCHIAMTH T4 MpH

HEeoOXiIHOCTI po3noyaTy iX JIiKyBaHHS.

Bzaemonisi 3 inmumu JikapcbKHMH 3aco00aMu Ta inui ¢popmu B3aemouii.

3acTocyBaHHA TperiapaTy B KOMOiHaUii 3 aHajoramMu HYKI€O03WIIB (3MOBYIAMH, AMIAHO3MH,
3anuuTabid) He norpedye 3MmiH y pexumi JosyBaHHsa. Koau JaHi w00 3actocyBanHs Hesipaniny
pasoM i3 3u0ByAMHOM Oy 00’ejiHaHi, BPAXOBYIOUM pe3y/ibTaTh ABOX J0CHiukeHb (n = 33), y
akux nauientu-indikosani BIJI-1 otpumysamu wesipanin 400 mr/a06y sik okpemo, Tak i B
KoMOIHALT 3 200-300 mr/nenn auaanosuny ado 0.375 no 0.75 mr/aenhs
3anbUMTabiny, Ha (OHI JiKyBaHHsS HEBIPANiHOM BiH BHKJIMKAB HezHauue 3HmKkenns 13% (AUC) i
HesHauHe 301nbieHHs Cray Ha 5,8% 3uaoByauny. ¥ niarpyni natieHTis (n = 6). ki 3aCTOCOBY BN
Hepipanin 400 mr/mo6a ta AinaHo3uH Ha (OHI NMIKYBaHHS 3WIOBYJAMHOM, HEBIpaniH BHKIMKAB
snauHe 3HkeHHs AUC na 32% Ta HesHaune 3HMKEHHA B Cope Ha 27% 3ugoByauny. Jlani umx
JIOCAIDKEHB CBiYaTh, 10 3MAOBYIMH HE BIUIMBAE Ha (apMaKOKiHETHKY Hemipaminy. Y ogHOMY
JociiuKkeHHl  3adikcoBaHo, 10 HEBipamiH He BrAMBaE Ha  (hapMaKOKIHETHUHI MOKA3HUKM
AnaanosuHy (n = 18) ado sanbuutadiny (n = 6).

3rigHo 3 pe3y/bTaTi 36-A€HHOTO AocHilkeHHs nauieHTis 3 BlJI-indekuicio (n = 25), wo npuiimaiv
Hesipanin Ta Hendinasip (750 mr/ Tpuui Ha aewb), crasyauH (30-40 mr/no6a) He BHUABMIN
craTHCTUYHO 3HAYMMHX 3MiH B AUC abo Cpgy cTaByaunny. Kpim Ttoro, aociipkeHns 3a ywactio 90
naiieHTis, AKi npuitMany namiByMH 3 HeBipaniHoM abo Miauebo, He Oy/10 3adiKcOBAHO 3MiH Y
kiipenci Ta 06’emi posnoiny naMiByiyHy, 1O CBIAYMTE [P0 BIACYTHICTH BIIMBY HEBipaniny Ha
KILIpEHC TaMiBYIUHY.

Henykaeosnani inriditopn 3goporuoi rpanckpunrtazu (HHI3T).

Pesynbrati KaiHiyHOro AochikeHHs (n = 14) nokasamu, WO [PU OJHOYACHOMY 3aCTOCYBAHHI
easipensy (apMakoKiHETHYHI NapameTpu HeBipamiHy 3aquMiIaiuch He 3MiHeHUMM. Toii K.
(apmakokineTHuni nokazHuku edasipens sHauno 3HMzHAMCh, AUC 10 22% i Cun 10 36%.
Moskmso npu npuitomi edasipeHsy pazom i3 HeBipaniHOM HEOOXiJHO MiABMILMTH 103y edaBipeHsy

710 800 mr/neHs.

[neTpykuis s 3acTOCy BaHHS JiKAPCLKOro 3acoly (KiHUEBOro MPOAYKTY), 'SaC?II_HCI_{EI

L4

MiMUCOM YNOBHOBAKEHOT 0COOH, 110 BUCTYNAE Bi/l iMeHi 3assHuKa \2/
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IT1: nesipanin - nerxkuii 10 noMipHuit inaykTop nevinkosoro pepmenty CYP3A; oTie, MOKIUBO,
uo crigbHe BBeaeHHs 3 1T (aki Takox merabonisytorbes isodepmertom CYP3A) mMoke npusBecTy
J10 3MiHK KOHUEHTpauii 060X jikapcbKux 3aco0iB B ria3Mi KpoBi.

Pesynbraty kiiniuHoro BumpoOyBauHs (n = 31) 3a yuactio nauientie 3 BlJI-indekuicto, sxi

|

npuiiMany HesipamiH Ta cakBiHaBip (TBepai KenatuHoBi Kancynu, 600 mr/aBiui Ha JeHb)
MPOAEMOHCTPYBAJIH, 1O IX OJHOYACHE 3aCTOCYBAHHA MPU3BOANTSL 10 3HHkeHHs AUC Ha 24% (p =
0,041) cakBiHaBipy Ta BIACYTHICTb CYTTEBMX 3MiH PiBHA HEBipariHy y ruiasMmi KpoBi. 3HUIKEHHS
piBHIB CakBiHaBipy BHACII/IOK Ili€i B3aeMOJIiT MOKE BIJIMHYTH Ha €(EKTHUBHICTH BiZl 3aCTOCYBaHHs
cakBiHaBipy.

lle onne nocnimkenus (n = 20) B AKOMY OUIHIOBaJIW BIUJIMB HEBIpaniHy MNpH OAHOYACHOMY
3aCTOCYBaHHI CakBiHaBipy (M'sIKi )KeIaTHHOBI Kancyu) OAMH pa3 Ha 00y pasom i3 pUTOHABIPOM
3 n03i 100 mr. Bel naudieHTH OJHOYMAcHO OTpUMYBaiM Hepipanin. JloCALDKEHHS nokasano. 1o
komOiHauis caksiHapipy (M’ski skesnaTtuHOBI Kancyau) Ta 100 Mr putoHaBipy He mana iCTOTHOIO
BIUIMBY Ha (apMakokiHeTH4Hi napamerpu HeBipaniny. Edekt BniamBy HeBipaniHy Ha
(apmakokiHeTHKy cakBiHaBipy (M’sKi kenaTMHOBI Kancysu), pazom i3 100 mr purounasipy Oys
He3HAYYLIUM.

PesynbTaramu KiaiHiuHoro BunpoOyBaHHs (n = 25) 3 nauieHtamu 3 BlJl-indekuico, ki
3aCTOCOBYBaJIM HeBipaniH Ta iHauHaBipom (800 Mr/koxkHI 4 roanMHM), NOKazaaM, o iX 0JAHOHACHE
3aCTOCYBAHHS NPU3BOAMTE [0 3HWKEHHS cepeaHboro sHaueHHs B 28% (p <0,01) AUC inauHasipy
Ta Bi/ICYTHICTh CYTTEBUX 3MiH Y piBHI HeBiparniHy y nuasmi kposi. He MOKIMBO 3poOMTH OCTATOMUHI
BMCHOBKHM LI10JI0 NMOTEHUIHHOro BIUIMBY OJHOYACHOTO 3aCTOCYBAHHA HeBipaniny Ta inauuasipy, [Ipu
3acTOCYBaHHI iHjiHaBipy 3 HeBipaniHom 200 mr/no0a cilijl po3riasjary MOMIUBICTL  301IbLILIEHHS
no3u inauHasipy a0 1000 mr/koskui 8 roa oaHak, 3apas Hemae JAaHuX. Wod BCTAHOBWTH, 1O TaKe
3actocyBaHHs Oyzae BIAPI3HATHCA BiJ CTaHAapTHOrO 3actocyBaHHs iHAiHaBipy (800 mr/koxwHi 4
FOAUHH).

Pesynbrarn kniniunoro sunpoOysanus (n = 25) 3 BUI-indikosanumu nauienramu, siki npuiimanu
Hesipari ta putoHasip (600 mMr/aBivi Ha JeHb) MOKazaau, WO IX 3aCTOCYBaHHA y KomOiHauil He
MPU3BOAMTH [0 CYTTEBHMX 3MiH Yy Tula3Mmi KpoBi 060X npenaparis.

PesynsTaTn 36-aeHHOr0 AocniykeHHs y nauieHtis 3 BlJI-indexuieto (n = 25), ki npuiimann Hesipa

niv Ta Hendinasip (750 mr/no6a) Ta crapymis (30-40 mr/asiui Ha 100y), HE BUABHIN CTATHCTHUHO

IHeTpyKUist U151 32CTOCYBAHHS JIIKAPCLKOT0 3aC00Y (KIHIUEBOT0 HPOAVKTY), 3aCBiAUCHA
. % = . . - ANy AT
IMIMTHCOM YITOBHOBAKEHOT OCOOH, 1110 BUCTYIAE BLL IMEHI 3asBHUKA QL "/
a = v (

11.12.2017 Kouyoein M.C.




7Y

3HAYMMMX 3MiH B (papMaKOKiHETHUHMX MapameTpax HendiHaBipy mic/is 0JaBaHHA HEBIpaniHy
(AUC + 4%, Crax + 14% i Cpyin - 2%). PiBHi HeBipamniHy BUABHIMCA HE3MiHHUMH.
[Ipu oaHOuYAacHOMY 3acTOCyBaHHI HeBipaniHy 3 Oyab-akum i3 uux [T ne Gyno nosigomieHs mpo

Hebe3neKy Bi/l TAKOTO 3aCTOCYBaHHS.

3rigHo 3 mnosigomseHHsmu, y BLJI-iHdikoBaHHX A0pociuMX HeBiparniH, AKWid npuiimanu ye
koMOinauii 3 moninasipom / putoHasipom 400/100 mr (3 kancynau) ABIYI HA J€HB, MPU3BOANIO 10
sumkeHHs AUC noninasipy Ha 27. He3paxkatouu Ha Te, 10 KIiHIYHA 3HAUYUMICTh LIBOTO 3HHIKEHHS
He 6yJ1a BCTAHOBIIEHA, PEKOMEH/YEThCS 301/1blEHHS 1031 JOMIHABIPY / pUTOHaBIpY A0 533/133 mr
(4 kancynM) ABiYi HA JeHb pa3oMm 3 iKet0 B KOMOIHALLT 3 HEBIPAIIHOM.

Pesynbrati  (papMakoKiHETHYHOTO JOCHIKCHHA y Jiteil noaidwmi Ttaku y gopocaux. [lpw
oHOYacHOMY 3actocyBanHi Hesipaniny AUC noninasipy 3umsuiace Ha 22% (CriBBIAHOLICHHS
AUC — 0,78; 0.56-1.09) ta Cpin Ha 55% (cnisBignowenus Cpyy — 0,45; 0,25-0,82).  Jlas aireid
301MBIICHHS 03M JIOMIHABIPY / PUTOHABIPY /10 300/75 Mr/m® caig posrasaaTH npu
3acTocyBaHHi rpenapary y KomOiHauii 3 HeBipamiHom, 0COOIMBO Ui THX Y KOro € [1i1o3pa
3HUIKEHHS CTIPUIHATTSA JOMiHABIPY/PUTOHABIPY.

Kemoxounason: B 0JHOMY AOCHIUKEHHI MPH 3acTocyBaHHi Hesipaniny y 103i 200 mr/asivi na 100y
pasoMm i3 ketokoHa3oJ10M 400 Mr/aeHb NPU3BENO 10 3HAYHOrO 3MeHLeHH: (63% MeliaHa 3HUKEHHS
AUC ketokonaszony Ta 40% wmesiana 3umkeHHs Cpa KeTOKOHA301y). Y LBOMY K JIOCHIUKEHHI
3aCTOCYBaHHSI KETOKOHA30/ly npu3seso a0 15-28% 30inblueHHs piBHA HeBipaniHy B niasmi Kposi.
KerokoHasosn i HeBiparin He c/lii NMpU3HAYaTH OJHOYACHO. BniMB HeBipaniHy Ha iTpakoHason He
BIAOMMIA.

Daykonazon: OJHOHMACHE 3acToCcyBaHHS (JIIOKOHA30Jly Ta HEBIparmiHy Mpu3Beno J0 npudinsHo
100% 30inbLUIeHHs €KCMO3KLIIT HEBipariHy y MOpiBHAHHI 3 ronepeAHiMK JaHWMM, KO HeBipariu
npuiimMaiu okpemo. Uepes pu3uK miaBHuIeHHA excnosuuii ao Hesipaniny cinin Oyt odepexHum
[pH CYNMYTHBOMY NpHHOMI JIIKapCHKUX 3ac00iB HE BUMALOK MpoABY TokcHyHOCTI. He Oyno kainiuno
3HAUYILLOrO BIUIMBY HEBIipamniHy Ha (UIIOKOHA30]1.

Konumpayenmusu 01 nepopaivHo20 3ACMOCYEAHHA! OCKIIbKK MEpopaibHi KOHTPALCNTUBH He
MOBUHHI BHUKOPUCTOBYBATHCS SIK €AMHMI METOA KoHTpauenuii y nauieutis 3 BlI-indekuicto. y

NALIEHTIB, SAKUM [PU3HAYAIOTH JIIKYBaHHA HEBIPANiHOM. PEKOMEHAYIOThCH iHIWI  3acobu

[HCTPYKUis 11851 32CTOCYBAHHS JIKAPCHKOI0 3ac00y (KiHIEBOI0 NPOAYKTY), 3acBiAdeHa
MiAMUCOM YITOBHOBAKEHOT 0COOH, 110 BUCTYTAE B/l iMeH] 3asBHUKA _ rji//'/?’
11.12.2017 Kowybeu M.€. °



KoHTpauernuii (taki sk 6ap’epui metoau). Kpim Toro, Oysia sussicHa (papmaKoKiHeTHUHA B3aEMOis
Hepipaminy, y osi 200 wmr/asiui Ha 100y Ha fepopasibHUil KOHTPALENTHB, 11O MICTHTDH
eruninectpagion (EE) 0,035 mr ta Hopetinapony (NET) 1,0 mr. Y nopiBHsHHI 3 KOHLEHTPALIEO B
MmasMi, fKka crocTepiranacs 10 Mpuifomy Hesipaminy, micas 28 JHIB 3aCTOCYBaHHA HeBipariHy
memiana AUC ana EE 6yna 3HauHo Hikua, Ha 29%. 3uaune 3uukeHHs EE 03Hauano 1o 3mMiHUBCS
yac i nepion Hanipeusenents EE. 3naune smwkens (18%) Gyno 3adikcosane i ans meaiann AUC
st NET, Ge3 3MiH cepeHboro nepiofy yacy abo HanipeuseeHHs. Takuii BIIMB BKa3ye Ha T€, WO
J03a OpaNbHOTO KOHTpAlENTHBY MOBHHHA OYyTH CKOperosaHa, o6 3abe3neunTH aaeKBaTHe
niKyBaHHS {HUIMX [OKa3aHb, Hi’K KOHTpAUENils (Hanpukian, eHI0METPi03), AKILO JIiKapChbKHi
3ACTOCOBYETHCSA PA3OM i3 HEBipariHOM.

Daui nixapewki 3acobu, wo memabonisylomoes. CYP3A: Hesipanin € ingykropom CYP3A Ta
notenuiiino CYP2B6, npuuomy MakCHMalbHa iHAYKIis BHHHKAE NPOTATOM 2-4 THAKHIB 1CIIA
fouatky Teparmii. [pyHTYIOUHCh Ha BIZIOMOCTAX CTOCOBHO MeTaboMIYHUX NPOLECIB METAIOHY.
HeBipanin MOXKe 3HM3UTH KOHLIEHTPALLIK0 METa/IoHy B nasMi HUISXOM 30UILIIEHHS THAYKUIT B
neunnii. CHHAPOM BiaMiHK Oyn0 3adikcoBaHo y NAWiCHTIB. SKI OTPUMYBAIM OAHOYACHO HeBipanit
Ta MeraaoH. [liATpUMyIOUy Tepamiio METajoHOM, Ha TovaTKy JKyBaHHS HeBipaniHoM. chia
KOHTPOJIFOBATH CTOCOBHO  €(eKTY BiAMiHM, @ 703a METajoHy moBMHHA OyTH BIANOBIIHO
CKOperoBasa.

InziGimopu  isogpepmenmy CYP: B pesynbTati JOCTiUKeHHsI  B3aeMoJil  HeBipaniHy Ta
gnaputpomiumHy (n = 18) Gyno 3adikcoBane CyTTEBE 3HIKCHHHA AUC knaputpomiuuny (30%) ra
Cpax (- 21%), i 3naune 36inbmenns AUC (58%) Ta Coax (62%) axtusHoOro meradosnity 14-OH
KrapuTpoMilHy. Byio suaune 36inswenna Coppn (28%) nesipaniny Ta nesnaune 36inpwenns AUC
(26%) Ta Cpax (24%) HeBipariny. Lli pe3ynsTaTy A03BOJAIOTH MPUITYCTHTH, O NPH 3aCTOCYBaHHI
IBOX JHKAapChkMX 3aco0iB OHOYACHO, HE NoTpiOHa KOpeKilis I03W /s KAapuTPOMILKMHY Ta
Hesipaniny. TUM He MEHII, PEKOMEHIYEThCS MPOBOANTH MOHITOPHMHT BiJXHIEHb NEUIHKOBHX MPOO
Ta eeKTUBHOCTI poTH Mycobacterium avium - BHYTPilHBOKTITHHHOTO Komraekey (MAC).
MOHITOPHHI" KOHUEHTpALil HeBipainy B 1asmi y MalieHTiB, AKi J0BIUil Yac NpUHMAaIn HeBipaniH,
[POJEMOHCTPYBAB, IO KOHUEHTPAlliA HEBipariHy B cHpoBaTili KpoBi Oy/1a MiBHIICHA Y NALICHTIB,
gKi OJHOYACHO OTpUMYBaK LuumeTuanH (+ 7%, n = 13).

Inovkmopu CYP: Biakpure AocniukeHHs (n = 14) ans BU3HAYEHHS BIUTMBY HEBipaliHy Ha

[HCTPYKIS A5 32CTOCY BaHHSI JIKaPCHLKOro 3ac00y (RiHUEBOrO NMPOAYKTY), 3acBiueHa
HiANMCOM YIOBHOBAXKEHOT 0COOH, 1110 BUCTYMAE Bill iMEeHI 3asBHUKE _ J)_?f?é 2
11.12.2017 Couybein MLE. ¢
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apMakoKiHeTHKY pudamIinuHy He MPOAEMOHCTPYBAIO CYTTEBUX 3MiH Cpax 7@ AUC puMamMUmHy.
Ha Biaminy Bia uporo, pudamiuuH AaBaB 3HAYHE SHHKEHHA AUC (- 58%), Cpax (- 50%) Ta Cin (-
68%) HeBipariHy y MOpiBHAHI 3 iCTOPUYHUMH JIAHAMA.

Hassui apMakoKiHETWYHi JaHi J03BOJAIOTL MPUIYCTUTH, IO OAHOHACHE 3aCTOCY BAHHA
pudamniumHy Ta HeBipamiHy HE PEKOMEHIYETBCH. Tomy wui mikapceki 3acobu He MOBUHHI
3aCTOCOBYBATHCH ONHOYACHO.  SIKIIO HEOOXiJHO niKyBaHHS TyGEpKyJIbO3y MpH MpUAOMI
HepiparniHy, PEKOMEHJOBaHO 3aCTOCOBYBATH pudabyrun. Pudabyrun i Hesipanin MOXKYTh
32CTOCOBYBATUCH O/IHOYACHO 03 KOPHTYBaHHs 103M (JIMB. HHKHE). Kpim Toro, jikap Moie
PO3IJIIHYTH MOXJIMBICTh MEPEXOoy Ha notpiiny kombinauio HI3IT npotarom nepioay JiKyBaHHsA
TyOepKy1bO3Y.

Y (apMakoKiHETHUHOMY JIOCHi/UKEHHI CYMYTHE 3acTOCYBAHHA Hepipaniny 3 puphadyTHHOM
MPU3BEJIO 10 HE3HAYHOTO 12% (cepeanboro) 3011bLICHHS AUC. nesnaunoro 3% summeHHs Cpipss |
AHAYHOTO 36imbIeHHS Cpaxss Ha 20% wesipaminy. Heswauni sminu y dapmakokineruii Oyau
puspneni i 25-0-necauetnn-pudabyTuny (akTuBHUI MeTabomiT pudadytuny) AUC, Cyjpss @00
Cuaxss.  110BiloMII710Ch  TIPO CTATHCTHYHO JOCTOBIpHE  30i/BbLICHHSA  O4EBMJIHOIO KAIPEHCY
Hesipaniny (9%) y MopiBHAHHI 3 iCTOPUYHUMH dhapmakokineTnuHuMK fanumu. Lle nociipkenns
[0Ka3ye, 10 HeMae KAiHIYHO BasKJIMBOT B3aeMOJiT Mik Hesipaninom i pudadyrurom. Tomy i aBa
fpenapaTd MOXKYTh 3aCTOCOBYBATHCh O/JHOHACHO, fe3 KOpMIyBaHHS [I03M, 3a YMOBM. MO
NMPOBOMTHLCS PETENLHOTO MOHITOPHHIY MOOIYHUX peaKLiii.

Bapgpapun: B3saemonis Mixk HeBipamniHOM Ta AaHTMTPOMOOTHYHMM MpenapaToM BapdapuHom €
CKIAQAHOIO, 3 MOTEeHUiagoM fK [0 TNOJ0BKEHHSA, TaK i 0 3MEHIIEHHA wacy Koaryasuil npw
cynyTHbOMY fipitomi. CymapH#ii epekT B3AEMOJLIT MOJKE 3MIHIOBATHCH MPOTATOM NEPUIMX THIHKHIB
CYNYTHLOrO NpuiiomMy ado micis NMpUIUHEHHA npuitomMy HeBipariny, TOMY HEOOXIAHO PeTeibHO
KOHTPOJIEO BaTH PiBHI aHTHKOAry L.

Pocaunni npenapamu (36ipodity): POCIMHHI MpenapatH, Lo MicTATh 3Bipo0iil, HEe Npu3HAYaAOTh
0/IHOYACHO 3 HeBipaniHoM. SIKIIO MaLieHT BiKe npHiiMac npenapart, o MiCTATH 3BipO0iii, TO Ciil
mepeBipuTH PiBHI HeBipariHy Ta BipYCHE HaBAHTAKCHHA | NpUNUHUTH npuiiom 3Bipodoto. PiseHb
HeBipariHy MOXKYTh 301IbIIMTHCE MICHIS TIPATHHEHHS npuitomy 38ipo06oi0. Takoxk MOKE BUHHKHYTH
notpeda y KOpHryBaHHi J03M HeBIpamniHy. Edekt Moxke TpUBaTH L€ LOHaMeHLIe 2 THKHI NICIA

MpUIHHEHHS JiKyBaHHs 3BIPOOOEM.

[HeTPY KISt JI/IS1 32CTOCY BAHHS JIIKAPCHLROTO 32¢00y (KiHIEBOTO NPOAYKTY), 3aCBiIUeHa
HiAMMCOM YITOBHOBAKEHOT 0COOH, 110 BUCTYTAE B iMeHi 3asiBHuKa f/{/ﬂ/
11.12.2017 Kouybeu M.C. ©
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Inwia ingpopmayis: YTBOPEHHs HEBipaNiHriAPOKCHIIBHNX MeTaboMITIB HEe MOpYLIYEThCs Hepes
IpMCYTHICTH  JancoHy, pudabyruny, pudamminy i Tpumeronpumy/cynbhameToKcasony.
KeToKOHa30]1 Ta epHTPOMIUMH JOCTOBIPHO MPHMTHIUYIOTH YTBOPEHHS HEBIpAMiHIiAPOKCHIBHHUX

MeTaboJIITIB.

BariTHicTh Ta NaKTaLis

Bazimmicmp: 1ij1 4ac PenpoAyKTHBHUX AOC/IUKEHb, POBEAEHHUX Y BAriTHHUX LLLYpiB Ta KPOJIMKIB, He
Gyno BuaBieHo TepatoreHHoro edekty. He icHye anekBaTHuX Ta n00pe  KOHTPO/bOBAHMX
fOCiDKeHb y BariTHUX KiHok. ToMy HeBipariH Clifl 3aCTOCOBYBATH [1i/l 4ac BariTHOCTI, JMLIE B
TOMY BHNaJKy KOJIM OYiKYBaHAa KOPHMCTb BHNPABAOBYE MOKIMBUI PH3HK JUIA AWTHHH, i caif
J0TPUMYBATHCS 00EPEKHOCTI NPH TIPU3HAYEHHI HEBipariHy BAriTHHM.

Jlaxkmayin:. Pesynsrati (GapMakOKIHETHHHOTO JOCHUKEHHST B AKOMY npuitmanan ydacth 10
paritHux BIJT-1-indikoBanux skiHOK, siki npuiimaan oamny ao3y 100 mr ado 200 mr uesipaniny B
cepeHboMy uepe3 5.8 TrOJAMHH, MPOASMOHCTPYBAIH, LHO Hesipanif JIerko npoXoanTh Kpish
NAALEHTY i Monajae B rpyiHe MOJAOKO

BUI-indikoBanum matepsiM y Oyab-AKOMY BMMAIKY HE PEKOMEH0BAHO TOAYBATH HEMOBIT

P,

FPY/ULIO, 1100 YHUKHYTH BEPTHKAILHOT nepesnaui BIJI Bin matepi 10 ANTHHH.

BuaMB HA 3AaTHICTL KepyBaTH TpaHCHopTHumH 3acobamn ado mnpauioBatH 3 IHITHMH
ABTOMATH30BAHHMH CHCTEMAMH.
Oxpemi J0CHiUKeH s 10JI0 3JaTHOCTI KepyBaTH aBTOMOOI/IEM |1 MpaloOBaTH 3 MeXaHi3Mamu He

MPOBOAMIIHMCA.

[ToGiuni peakuii.

Kpim BucHIy Ta mopyuieHb (QyHKUIT nedinku, HAGIbIL NOWMPEHUMU TOOIYHAMHK peakuliaMH,
[OB'SI3aHUMM 3 Tepamielo HepipaniHoM, Oynu Hy10Td, BTOMA, MPOMACHWLA, rOJIOBHUI  Gillb,
GaroBaHHsA, fiapes, 6ijb y LUIYHKY Ta Mianris.

HaiiGinbin cepiio3HUMM MOOIYHUMM peakuisMu OyIu: CHHIPOM CriBeHca-JI>KOHCOHA; TOKCHYHHI
erijiepManbHUii HEKponi3, Tskka dopma renaruty: cephiosna AMChYHKUIS NEYiHKH; CHHIPOM

rinepuyTIMBOCTI, O CYNPOBOIKYBABCA BHUCHIOM 3 MIIBHIUCHHAM TEMIICpaTypH Tijla, apTpanricio,

[HCTPYKIList /LT 32CTOCY BAHHSI TiKAPCHKOro 3aco0y (KiHUEBOIo NPOAYKTY), 3acsijucia
[iAMKUCOM YIOBHOBAXKEHOT 0COOU, (10 BUCTYNAE Bi/l iMeHi 3asBHuKa /f’/ 2
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Mianrielo, 30inbieHHsM miMQATHYHKX BY3/iB; BiCLUEpaibHI yPAKEHHA, Taki AK renaTuT;
e03uHO(INis, TrpaHyIOLMTONCHIS | HUPKOBA AMCHYHKLA. Mepii 18 THXKHIB JiKYBaHH €
KPUTHYHKUM T1EPI0IOM, Kuii 10Tpeby€e MUIbHOrO Harsy.

Byso MOBIZOMJEHO MPO HAacTymHi MoGiui peakuii, 110, MOKIHMBO, nos’si3aMi 13 3aCTOCYBAHHAM
HeBipariHy. 3a3Ha4deHa 4acToTa IPYHTYETHCA Ha JTaHUX KJHIYHUX BUIPOOYBaHb.

KpuTepii OLIHKK 4aCTOTH PO3BUTKY MOGIMHOT peakuii Jikapcbkoro 3aco0y: ayKe nowupeni (>1/10),
nowupeni (>1/100, <1/10), nerotupeni (>1/1000, <1/100), piako nowmpeni (>1/10000, <1/1000),
ayxe piako nomupeni (<1/10000), Hesigomi (Ki HEMOJKITMBO NepeadaunTH, BUXOAAUN 13 HAABHUX
JIaHKX).

Kpoe ma nimehamuuna cucmema

HerommpeHi: rpaHyioUMTONEHIs, aHEMsL.

Ivmynna cucmema

[Towmpeni: anepriuni peakuii.

Heromupeni: rinepuytanBicTs, anadinakruysi peakitii.

Hepeosa cucmema

[TowmupeHi: roj1oBHHI Oib.

Tpasnuit mpaxm

[TowupeHi: Hy10TA.

He notuupeni: 6110BanHs, 6i/ib Y IKUBOTI.

HenowmpeHi: fiapes.

I'enamobiniapua cucmema

[Towmpeni: renatut (1.2 %), 3MiHA NEYIHKOBUX P00, KOBTAHMLLA .

HenommmpeHi: neuiHKoBa HeI0CTaTHICTh/ TeNaTHT.

[lIkipa ma niOwKipHi mkaHuHu

Jlyxe nouipeni: sucun (9%).

[Mowmupeni: cunapom CriBerca-/[KOHCOHA, KPOMUB'AHKA.

HenotuupeHi: TOKCHUHUH eniaepMaibHui HEKPOsi3, AHFIOHEBPOTHYHMI HAOPAK.

Onopro-pyxoeuil anapam

[Totmupeni: miairis.

Henowwuperi: aprpanris.

[HCTPYKILis /LISt 32CTOCY BAHHSL JTIKAPCHLKOTO 3200y (KiHIEBOTO NPOIYKTY), 3aCBIHCH
. 4y ~ sio,. I . LD S
HiANHCOM YITOBHOBAKEHOT 0COOM, 110 BUCTYNAE B IMEH] 3aaBHIKA _J_,_I//‘v/- _/%ﬁ_
11.12.2017 Kouyoeit M.€C.
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3azanvhi poznaou

[TowmupeHi: BTOMIIOBAHICTb, rapA4Ka.

KowmGinoBarie aHTHpeTpoBipycHe JjiikyBaHHs y BLI mauientis BUKIMKAE repepo3no/iin Kupie y Tiji
(ninoaucTpodilo) a Takoxk rinepriiuepiiemiio, rinepxonecTeposieMito, rimepriikauemito Ta
rinepiaKTaueMio.

Takox OynMm MOBIAOMJICHHS, MpH 3acTOCYBaHHI HeBipaniny y KomOiHauii 3 IHUIMMH
AHTMPETPOBIPYCHUMHM  Mpenaparamu, Mpo:  MaHKpeaTwT, nepudepuuHy  Helponatiio  Ta
TpoMBoLMTONEHit0. 3B'S30K 3 NiKyBaHHAM HeBipamiHoMm He niareeppkeHuit. [osigomaeHHs npo
posnamy y renarodiniapHiii cuctemi Ta HUPOK OyH TyKe PiAKUMH.

V  BUl-indikoBanux  XBOPUX 3  THKKMM  iMyHozediuuTOM — Ha - MOHATKY AIKYBAHHS
AHTHPETPOBIPYCHUMHU TpernapaTaMi MOXKe BUHHKHYTH 3arnajibHa peaklilisi Ha acuMnToMaTnuHy ado
pe3rlyanbHy ONOPTYHICTHYHY IHDEKIIIO Ta CIPHUHHUTH THRKUN KTHIYHKHI ctad abo 3arocTpeHHs
CUMIITOMIB.

Mlkipa i niamkipui Tkapuun. Halltunosimnm KATHIMHAM [POABOM Tokcuunocti Hesipaniny €
pucur. YV KAIHIYHMX J0CHipKeHHAX Yy 9% nauieHTiB 3 ABIABCA BUCHIT NPH 3aCTOCYBaHHI CXeM
fniKyBaHHA, AKi He MiCTHIN HeBipanid. Y KAiHIYHUX J0CTIIKEHHAX, MPH 3aCTOCYBaHHI HEBIPArHY y
24% naitienTip 3 ABASBCS BHCHN, y mopisHsiHHi 3 15% nauicHTis y KOHTPOJbHIA rpyni. TaKKki
WKipHi peakiil, BUHUKAIOTH 3 YacTOTOK MPUOIH3HO y1,7% npu 3acTtocyBaHHi HeBipaniHy. Ta y -
0,2% nauieHTiB 3 KOHTPOJBHOI rpynu. Bucunauus 3aspuuan He3HauHi abo MOMipHi, y BUIsL
NISMUCTO-NAMY/IBO3HUX EPHTEMAaTO3HHX E/IEMEHTIB, 3i ceepbekem abo Oe3 HBOro, Ha TyIy0l,
ofmuuui # KiHuiekax. [ToBizomisiocs npo anepriuui peakuii (Bkmiouaroun axadinakciio. aHrio
HEBPOTHHHMI HAOPAK i Kponus'sHky). Bucnnanna Oysaiorh abo camocTiHHUMH, abo AK cKiajloBa
CUHAPOMY FiNepuyTIMBOCTI, 10 XapAKTEPU3YEThCA BUCHIIOM, 3araibHUMU CHMITOMAMM, TAKHMI ALK
NPONAcHML, apTPAIris, Miaabris i niMpaneHonaTisA, Tak i BicuepasbHUMHU YIIKOUKEHHAMM, TaKUMH
4K TenaTT, e03nHO(LNIs, rpaHyIOLUMT OMeHis i HUpKOBa AMCHYHKLUS. [Togigomisinocs po
neranbhi Hacniaku curapomy CriseHca-/KOHCOHA, TOKCHUHOTO €MilepPMalibHOro HEKpOI1i3y Ta
cuHapomy rinepuytnuBocti. [lepeBakHa OiabluicTb BUMAJAKIB BHCHIY OY/Ab-AKOT TAKKOCTI
TpAMSEThCS MPOTArOM TEPUIMX 6 THXKHIB Tepanii. Jlesiki BHMajku noTpedypanu rocrmiTamiszaiti’,

OJIMH MALIEHT NOTPedyBaB XipypridyHoro BTpy4aHHs.

7
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[enatobiziapui senma. Haituacriie B 1abopaTopHux aHamisax CMOCTEPIraloThHCs TaKi BIAXH/ICHHS
BiJl HOPMH: [i[ABUILIEHHS DiBHSA JabopaTOPHUX [OKa3HUKIB (yHKUil nedinku, Brmoyaioun AJIT,
ACT, ramarmoraminTpancdepasy, 3araabhuii OinipyGin 1 JyKHY docdarazy. Haiiuacriwe
TPaNIAIOTECS 6E3CHMITOMHI MiIBUIIEHHS PiBHA ramaraotaminTpascdepasi. € nosijoMaeHH PO
BUMA/IKK 3aXBOPIOBAHHA HA JKOBTAHMIIO. Y NauieHTis, sKi npuiiManu HeRipaniu, crocrepiraaues
BUNAJKM 3aXBOPIOBAHHA HA FENaTHT, CepHO3HY i IKMTTEBO HeGesneuHy renaToToKCUUYHICTL Ta
daranbHui QyTMiHAHTHUH renaTtut. PU3HK PO3BMTKY FenaTtuTy cepel nanientis (1121 nauient) .
sIKi pUitMau HeBIpariH MpoTAroM poky, OyB y 1Ba pasu BHILMM 1,2% nopisusto 3 naauebo 0,6%.
BianosiaHo. [Tepmi 18 THIKHIB € KPUTHYHNM NEPIOAOM, AKHIT NOTPEOYE MHILHOTO HArIALY.

Tirn. TToGiuni i, mos’s3ani 3 HeBipaniHoMm, sKi HaifuacTile crocTepiraloThes y aiteit. noaidui 10
THX, 0 W Y JOPOCIHX, 38 BHHATKOM rpaHyJIoLMTONCHIT, AKa JacTilie CMOCTEPIracThes y JliTeil
(nociipkeHHa 3a yuactio 361 nauienTa). ¥ MoCTMapKETHHIOBUX CNOCTCPC/KCHHAX aHemis vacritue
sunnkana cepen ditefl. Takox y aiteil Oyiu pusiBiIeHi piaki Bunaakn cunapomy Crisenca-

JKOHCOHA/TOKCHUYHOTO €MMiIepMalbHOT0 HEKPOIi3y.

[lepeaosyBanus.

AHTHJIOT MpH Tepeo3yBaHHi HeBiparniHy Hesigomuit. [ToBiIOMISIIOCSH PO BUTIAAKH [1EPE103YBAHHA
B Meskax Biz 800 10 6 000 mr/zoBy mpotsrom 1S ai6 mpuitomy. Y nauientis cnocrepirajiucs
HaOpsiKK, BY3/10Ba €pUTEMA, BTOMA, MPONACHHLA, FOJI0BHMI OiNb, 6e3COHHA, HY10Ta, IHDIILTPATH Y
fnerensiX, KOPOTKOTpHMBAle 3armamMopoueHHs, OoBaHHs, MiABMUICHHS piBHA TpaHcamiHas |

sMeHLIeHHs Mack Tina, [licas npunMHeHHs npuiloMy npenapary Bei iBULLa SHAKAH.

MapmMakoJIOriYHi BJACTHBOCTI:

Mexauizm aif

Hegiparin € HEHyKI€O3WIHHM iHIIGITOPOM 3BOPOTHOT TPAHCKPHNTA3H (HHI3T) BUJI-1. Hesipaniu
Ge3nocepeiHbO 3B'SI3YETHCA i3 3BOPOTHOIO TPAHCKPHMIITA30I0 i 6rokye akrusHicTs PHK-3anexnob |
JIHK-3anexnol  JIHK-noniMepasu, BUKAMKAOUM PYyHHYBaHHA KATAJAITUYHOTO  CalTy LbLOIO
depmenTy. AKTHBHICTb HeBipamniHy HE KOHKYpYE 3 tpudpocaramu MaTpuili ab0 HYKIEO3HAIB.
Hesipanin we iHridipye 3BOpOTHY TPaHCKpuNTasy BIU-2 i JIHK-nosinmepasu KIiTHH eyKapioT

(takux sik JIHK-nonimepasu moauun o, B,y ado 9).

[HCTPYKILSt /U151 32CTOCY BAHHS JIKAPCHKOTO 3200y (KiHLEBOTO HPOAYKTY), 3acBinve ]/[21/2
lll;Il‘IHCOM }fHOBHOBﬂd\e“UI OCUOH. o BHC[}’H:‘I{ Bl.-l l.\-’iL!ll 3dﬁ|3“|1|\:.l_ e — - 27
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Cmiuxicmo.

In vitro BCTAHOBJIEHA MOYUIMBICTH mosiBy i3onaTiB BIY 3 nommikeroto dyrausictio (y 100 - 250
pasiB) 10 HeBipamiHy. Y JOCTIDKEHHAX BIPOLOBK 12 TWKHIB MOHITOPHIIHCH (EHOTHMIUHI i
reHoTHMIuHi 3MiHH i3015TiB BIU, BUiTeHNX y MallieHTiB, AKi OTPMMYBaN Hesiparii abo HeBipanin
B KoMmOGiHawil 3 3ua0ByAHHOM. 10 BOCEMOrO THIKHS MOHOTeparii npernaparoM B yciX o0CTeKEHHX
natientis Gynau Buaineni isonstu BIY, 4yTausicTs AKuX 10 Hesipaniny in vitro Oyna NoHWKeHa
Ginpi mixk B 100 pasie B MOPIBHSHHI 3 MOYATKOBOK | BUABINEHI oaHe abo Oijiblue Ynucno MyTauii .
1o acouiloeThes i3 crifikicTio 10 nesipaniny. KomGinosana Tepanis HesipaniH Ta 3M0BYAHH HE
3MiHIOBANA UYACTOTY BHHMKHEHHs BipyciB, CTIIKMX [0 HeBipaminy. abo crymiHb cTifikocTi /10
Heipaniny in vitro. ¥ mocnikenni INCAS reHOTHIIYHA | peHOTHIIMHA CTIHKICTE OliHIOBAIACH Y
NalieHTiB, OTPMMYBANM HEBipamiH y ckiaai norpiiHoi Ta noasiiiHol KomGinosanoi Tepanil. iy
HaiieHTiB, SKi B KOHTPONBHIH rpymi, He oTpuMyBami Hesipamin. ¥ NauieHTiB, 1O pasime He
OTPUMYBAIIH AHTUPETPOBIPYCHOT tepanii (uncno CD4 KiaiTuH cKianano 200-600/MM"), IPOBOARIOCH
nikyBaHHs HeBipariH + 3ua0BYAMH (N = 46), sugopyaun + auaanosud (N = 51) abo HeBIpanin +
suaoyaMH + auaaHosun (N = 51); CrocTepeKReHH:A 3AifCHIOBAIOCS BIPOJOBIK 52 THIKHIB
nikyBanHs abo Ginbme. Bipycosoriune oOCTEREHHS MPOBOAMIOCA HA TIOHATIY, yepes 6 i 12
Mmicauis. MeToa OUiHKKM (PEHOTHMIUHOT CTIMKOCTI, 110 BUKOPUCTABCA. BuUMaras JUiA 3iHcHenHs
amrutidikalii Bipycy NpUCYTHOCTI, AK MIHIMYM, 1000 komii/ma PHK BIY. ¥V 3 rpynax (no 16, 19 Ta
28) nauieHTiB, 10 BUBYAMMCH, Oyiu BUIIeHI NOYATKOBI i30JTH, AOCTYNHI Ans AociiukerHs. Ll
MaLieHTH OTPUMYBAIH JIIKyBaHHS NPUHAHMHI, MPOTATOM 24 Ttuxkuis. Ha noyatky Harosotuysanocs
M'STh BUNAAKIB (EHOTHMiUHOT CTIHKOCTI 10 HeBipaniHy: 3HauCHHs I[C50 y TpbOX 3 HHUX
MiABMILMIMCS B 5-6,5 pasis, a y asox — Ginbw nik 5 100 pasis. Hepes 24 TuaKHI BCI 13079TH, K]
BJANOCA BUALINTH Y MALEnTiB, AKI OTPUMYBAIW HeBiparin, Oyin Pe3UCTEHTHI 10 LbOTO Nperapary.
Uepes 30-60 TuskuiB noxiGHi isomartu Oynu y 18/21 (86%) nauientis. Cynpecis Bipycy HHUK4E 3a
MesKy iforo BusiBneHHs Oyna aocaruyray 16 nauientis (<20 konii/mn - y 14, <400 konii/mn -y 2).
[Ipu BUKOPHCTAHHI JONYLICHHS NPO Te, L0 cynpecis Hukue <20 KOMii/Mil yKasye Ha 4y T/IHBICTh
Bipycy 10 npenapary, OyJ/I0 BCTAHOBJCHO (LUISXOM BesnocepeaHbol ado HenpaMoi OLIHKK), 110
qyTAMBICTH 0 LLOrO mnpenapary 3depiranacd y 45% (17/38) nauiedtis. Bci nauientd, siki
OTpUMYBA/IM HEBipaniyH + 3UAOBYAMH Ta Ti WO TeCTyBaiMCs Ha HasBHICTL (EHOTHNIYHOT

PE3UCTEHTHOCTI, Yepe3 WiCTh MicALiB Oy cTiiiKi 10 HesipariHy. 3a Bech Nepiojl COCTEPEKEHHA

THCTPYKUist 4151 32CTOCY BAHHS TiKAPELKOTO 3ac00y (KiHUEBOro MPOAYKTY), mcn};t{cna ;
g B _ ;3 3 FaV s e
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11.12.2017 Kouybeit ME. "

~\



BCTAHOBJICHHMH OJIMH BUMAIOK CTIHKOCTI 0 AMAAHO3KWHY. PE3UCTEHTHICTL /10 3WI0BYAMHY BUHUKAIA
yactime yepe3 30-60 TiKHiB, OCOONMBO Yy NALIEHTIB, MO OTPUMYBAIH MOABIHHY KomOiHOBaHY
Tepamito. [pyHTyiounch Ha faHux npo 36imbwents IC50, 6y10 BCTAHOBECHO, WO CTIHKICTS 210 ZDV
BUHHUKAE, MaOyTh, pi/lllie Y NaLieHTIB, AKi OTPUMYBAIN HEeBipariH + 3UAOBYIUH + INIAHO3UH, YUM Y
mawienTiB iHIMMX NiKyBaJapHMX rpyn. BigHocho crifikocti g0 Hesipaniny 6y0 nokasaHo, wio BCI
OTpUMaHi i307ATH MajM, K MIiHIMYM, OJHY MYTalilo, MOB'A3aHy 3 PE3HCTEHTHICTIO. Haiiuacrite
onuuudHUM 3Mminam migmaBamucs K103N 1 Y181C. Takum uHHOM, 3aCTOCYBAHHA BUCOKOAKTHBHUX
PeKHMIB  JIIKApCHKOi Teparii CyNpoOBOJUKYETBCS — YHOBUIBHCHHAM — PO3BMTKY cTifikocTi 110
AHTUPETPOBIPYCHUX 3aco0iB. ['eHOTUNH, 110 KOPE/OIOTH 3 (BEHOTHUIIYHOIO  CTIHKICTIO /10
Hesipariny, izentudikosani y 12 i308TiB, BHAIEHMX 3 MIa3MM NALICHTIB, 1O OTPHMYBAIH
notpiitny Tepanito. Lli mawi, orpumani B nocaikenHi INCAS, nokasylors, WO 3acTOCyBamis
BUCOKOAKTUBHMX PEXKUMIB JIIKAPCHKOT Tepanil  CynpoBOUKYETHCA VIIOBITLHEHHAM  PO3BUTKY
PE3UCTEHTHOCTI /10 AHTHPETPOBIPYCHUX Mpenaparis.

Kniiuna 3Hauyiicts (EHOTHMIYHUX Ta (DEHOTHNIUHMX 3MIH, MOB'A3AHWX 3 BHKOPHCTAHHAM
Hesipariny He BcraHonena. [lpn BHKOpucTanHi HesipaniHa B KOMOiHaUil 3 AeKibKOMA IHLI MK
HHI3T uac BUHUKHEHHS CTIHKOCTI 10 HEBipariuy in vilro, He 3MIHIOBAIOCS.

Ilepexpecna cmiikicme.

Y J0CHIUKEHHSX in vitro BCTaHOBJIEHA MBMAKA nossa mraMis BIY, mo BonoaiioTs nepexpectoto
cifikicTio no HHI3T. [laui npo nepexpecHy criiikicts miz npejcrapuukom HHI3T nesipaninom i
HYKJICO3HIHUMH (HriGITOPaMH 3BOPOTHOT TPAHCKPUITA3H JTy7Ke OOMEKEH!.

V 0CHiDKeHHAX in Vifro MOKAa3aHo, WO CTIHKI [0 3MAOBYAMHY i30/5TH, OTPUMAaHi y HOTHPLOX
nauienTie, 36epiraau yyTamsicrs 20 HeBipaniny, wo i criiiki g0 Hesipaniny isonATH. oTpuMani 3
WIECTH NALieHTiB, OYIM UYTIMBI [0 3MAOBYAMHY Ta AWaaHo3uuy. [lepexpecHa CTIiiKicTh MK
Hesipanisom i inriGitopamu mpoteasu BIY manosiporiana sHaciiiok BiaminHOCTEH depmeHTis-
«MiteHed».

[MepexpecHa pPEe3HCTEHTHICTH Cepesl 3apeccTpOBAHUX /0 TEMepiliHbOro 4acy HHI3T wunpoko
nommpena. Paj reHOTHNIYHUX J0CHIUKeHb CBIIUNTL NPO Te, WO Y pasi HeeeKTHBHOCTI AKOro-
HeOyab HHI3T y GinbuiocTi uMx MauieHTiB BUABASIOTLCS WITaMU BIPYCIB, 1O XapakTepU3yIOThCH
fepexpecHoro CcTilikicTio 70 iHworo npernapary 3 wiei rpynu. Jlaui, 110 icHYIOTb B JaHKH vac

YKa3yloTh Ha HEOULIBHICTH MOCIAOBHOrO 3actocysaHHs pisHux HHI3T.

[HCTPYKIIs IS 32CTOCY BAHHS JIRAPCHLKOT0 3a¢00y (KIHLEBOTO POAYKTY), 'SEiCBi;}CIjEl .,
. . — . i S ; Ay Y
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@apmakoMHAMIYHI B/IACTHBOCTI.

Bruyme HepiparliHy BUBYAjIM TPH JiKyBaHHI HAiBHMX Ta MALCHTIB, AKi  paHile oTpumMyBanH
AHTUPETPOBIPYCHE JIIKYBAHHA.

Pe3ynsTaMi JOCJI/DKEHHST TPUBAIIOl Tepanii HeBipaniHoM + 3HAOBYAMHOM + AHJAHO3HHOM Y
MOPIBHAHHI 3 3UIOBYAHHOM + JIMAAHO3UHOM Yy 398 XBOpHX, BUJI-indikoBaHux (cepeanii BUXiAHMI
pigers 153 CD4 + writuaw/mv’; PHK mnasmu BIU-1 4,59 logjo koniit/mia), siKi OTpumMyBaim
oHaiiMerme 6 micsuis HI3T 1o nouatky nociiskerts (B cepeHboMy 115 THIKHIB). Lli nauiexTy
MPOJEMOHCTPYBAIM 3HAUHE TMOJIlILIEHHS nicas NOTPiiHOT aHTHpeTpoBIpyCHOT Teparii, Yy
MOPIBHAHHI 3 MAUi€HTaMM, SKi OTPUMYBAIM 1Ba JiKAPChKi 3aCO0M BIPOJOBAK OAHOTO POKY, AK Y
kinbkocTi BipycHoi PHK, tak i y kinskocti CD4 +.

TpupasicTh BiANOB/ NPOTArOM LIOHAHMEHIIE OHOTO POKY fyna 3a/10KyMEHTOBAHA B J10CIIIKEHHI
(INCAS) aus rpymu, sKy JiKyBaa Heipa MiH + 3HIOBYIMH -+ JIMQHO3HH, ¥ MOPIBHAHHI 3
3UAOBYMHOM + AMAHO3MHOM ab0 HEBIPANiHOM + 3HIOBYAMHOM. Y 151 nauieHTtis 3 KijbKICTIO
kiitui CD4 + 200-600 knitun / Mm® (cepeasiii pisens 376 kniTuHI/MM®) Ta cepeans Gasosa
koxuentpaiis PHK BIJI-1 B nuasvi kpoBi Ha pisui 4,41 log;o koniii/mn (25,704 KOMii/Mit).
[Mauientn npuiiMany Heipanin no 200 Mr oauH pas Ha 106y MPOTATOM JIBOX THIKHIB, NOTIM 110 200
MT JBiui Ha jgeHb a0o naaueto; 3uaoByauH — 200 mr, Tpu pasy Ha JCHB: JAHAAHO3HH, 125 abo 200
MI JABiui Ha JeHb (B 3aJ1€)KHOCTI Bijl Baru).

[HIi [OC/AIMUKEHHSI OXOIUTIOBANM BMBUYEHHS BIUIMBY HEBIpamiHy B kKomOiHauil 3 Takumu
AHTUPETPOBIPYCHUMH Mpenaparamu, K HanpuKiIaL: saninuTabiH, CTaByAMH, TaMiBYAMH, iHAMHABIP,
putoHaBip, nendinasip, caksinasip abo noninasip. Jfanux npo HOBI Ta rpobjeMu 3 DE3NEKOK U
1Mx KomOiHalii He BUABIEHL.

V  xoui 0c/HipKeHHS MpoBojmiacs OliHKa  CHiBBIAHOLICHHS 10/1b3a8/PU3HK  3aCTOCYBaHHA
sikapebKUX 3aco6iB y KoMOiHANIAX Y NaLieHTIB, aKi He MaloTh CTIHKICTB /10 iHriGiTopis npoTeas.
Pesucmenmuicms npu NEpURAmMAanbHiit Mpancmicil.

V 1BOX JOCHIDKeHHS OLiHIOBanM e()eKTUBHICTbL HEBipaniHy s MONEpe/uKeHHs BEPTHKA/ILHOT
nepenayi indexuii BIJI-1 Big marepi 10 AMTHHH. JIniue maTepi OTPUMYBAJH AHTUPETPOBIPYCHY
Tepanito Mij 4ac HX A0CIiUKEHb.

YV iHmomy KIIHIYHOMY JOCHIAKEHHI, MPOBEACHOMY Y [Misgennid Adpuui,  napu matu-

HOBOHAPODKEHUH Oy paHjoMizoBaHi Ha asi rpymu — | rpyna, math: 200 mr HesipaniHy Ha

[HCTpPYKUis TS 32CTOCY BAHHS IIKRAPELKOTO 32¢00y (RiHUeBOro IPOAYKTY), 3aCBI14EHA
L A7 AF

MiAMHCOM YIIOBHOBaKEHOT 0COGH, 1110 BUCTYTIAE Bijl iMeHi 3asBHUKA WAL
11.12.2017 Kouyéeiu M.€.
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nouatky nosioris Ta 200 Mr HeBipamiHy 4depes 24-48 roaun; HemoBasTa: 6 MI/Kr HeBipaniHy 4epes
24-48 roauu) abo 2 rpymna, matu: 600 M 3MI0BY/IMHY Ha [OYATKY nosioris Ta 300 Mr koxHi 3
FOMHM [T/l 4ac MOJoris , motiM 7 aHiB 300 M 3u0ByAMHY Ta 150 mMr naMisyauHy: HemossTa: 12
MI/KT 3UI0BYMHY Ta 6 MI/KT BIPOAOBK 7 JHIB (PH Maci HEMOBJATH < 2 Kr, 4 Mr/Kr 3uJ0BYAHHY
Ta 2 mr/kr Bopogopx 7 mHiB. Mik MepLioio Ta JApyroio rpynowo uyepes 6-8 THKHIB He
BUSIBJICHO CYTTEBOI Pi3HMLI y YacTOTi nepenayi BlJT-indexuii, 5,7% (n=652) Ta 3,6 (n=649)
BiznosigHo. Binpmui pusuk nepegadi iHexuii Oy y THUX BUMALKax, KO/ nikapcbki 3acoly
3aCTOCOBYBAIUCS B NEPioJl MEHIIMH YNM 2 FOMHH /10 NOYATKY MOJIOTIB. V npocnigxeni SAINE 68%
MaTepiB, AKi He OTPUMYBau HeBiparliH, Oy BUABJIEHI PE3UCTEHTHI WTaMu NpubIN3HO vepes 4
TUIKHI T1C/IS MOJOTIB.

Py3MK PO3BUTKY TenaTtoTOKCHMYHOCTI Ul Marepi Ta JMTHHH icHYe v BHMAaKy KOJM HeBipani
NPUIAMAIOTh Y AKOCTI MOHOTEPATii.

YV 3aKkpuTOMY PaHIOMI30BaHOMY JIOCHIDKEHHI, JKIHKW npuiiMany Hesipanin BIPOJOBK YCI€T
BATITHOCTI, He OyJI0 BHSBIEHO 3MeHuWeHHs udactotw nepepaui Bll-indekuii, y MOPIBHAHHI 3
JAOC/UKEHHSAMA Yy AKMX 3aCTOCOBYBalIM HEBIpamiH OAHOPA30BO MEPEL MON0ramMu. B ubomy
NOCHIKEHH] PU3UK nepeaadi OyB Tek A0CHTh HU3bKiM 1,3% B rpyfi, ska OTpUMYBajla HeBiparliH,
ta 1,4% y rpyni nuaue6o. Byso 3ahikcoBaHo, o piBeHb CepeaHBOT Hazopol kounuentpauii PHK ne
BIUTMBAE HA uyacToTy mepedaui inpexuil. ¥V 15% 3 395 KiHOK po3BHHYIaCh PE3UCTEHTHICTDL J10
HeBipaniHy uepe3 6 TIKHIB Micis noJori.

@apMaKkoKiHETHYHI BIACTHBOCTI.

dapmakokiHeTHKa Yy A0pociuX. Hesiparlin /1erko BCMOKTYETHCA (> 90 %) nicis nepopanbHOTo
npuioMy y 310pOBHX JOACH 1y sopocanX, iHdikoBaHHX BIU-1. A6comoTHa BIONOCTYIHICTh Y
3I0pOBMX Mic/s NPUHOMY pa3oBoOl J03M CKlajana 03£9% (cepeiHe 3HA4eHHs) 114
tabaerkn 50 minirpam Ta 91+8% ans posunuy. [Tikopa KOHUEHTpaLis HesipaniHa B niasmi Kposi
2+0.4 Mkr/mi (7.5 MKM) J0cAraeThes yepes 4 rojmMHK nic/s NpuiloMy pasoBoi J103H 200 mr. Tlicas
GaratopasoBoro MpuiioMy MikoBa KOHLEHTPallis HeBipamiHa B MeXax /103 Bia 200 no 400 mr/no0y
spocrae niuiitno. Jlaui npeactasiedi B niteparypi crocosHo 20 BlJI-indikoBanuii nauieHTie
CBiuATh MPO JOCATHEHHs CTabIIBLHOrO CTaHy KOHLIEHTpaLT Cinax 3.74 mkr/mn, Cpypn 3.73

pkr/Ma (3.20-5,08) ta AUC 109,0 mxr/ma/roamna (96,0-143.5) npu sacrocyBaHui 200 wmr

[HeTpYKUist A/151 32CTOCYBAHHS JIKAPCHKOTO 3acofy (KiHIEeBOTO NPOAYKTY), 3acBiavera

MY

MiAMUCOM YIOBHOBAKEHOT 0COOH, 1110 BHCTY A€ BiJl iMeHi 3asBHMKa L
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Hesipaniny. HaiiGine BiporiiHo, o Mpw MOCTiHHIH KoHUeHTpalii Oinbu HiK 3.5 MKr/mi
JOCATAEThCS CTIMKUI TepaneBTHYHHA edexT.

PosunH ISl MepOpalbHOr0 3acTOCYBaHHsS Ta TAaOICTKH MAIOTh “TaKi 3 cami (papMaKkoKiHeTHUHI
MOKA3HHUKH Y B3aEMO3aMiHHHX J103aX.

Hi ixa, ui anraiuasi 3acobu abo jikapesKi npenapary, Ha ocHOBI JsyxHoro Oydepy (Hanpuknan,
JMIAHO3MHY) Ha BCMOKTYBAaHHS HEBipariHy He BIUIUBAIOTD.

Hegipamis € ninodinsHuM i mo cyTi HeiOHi30BaHMH NpH dizionoriunomy pisni pH. [licas
BHYTpIlIHBOBEHHOTO BBEEHHS 00’€M posnoainy (Vdss) HeBipaniHy cTaHOBHB 1,21 £+ 0,09 a/kr, wo
CBIYMTD MPO TE, 110 HeBiparniH 100pe BCMOKTYETBCH. Hesipariii J1erko npoHKKAE 4epes niaueHTy i
OMUHACTHCS B rpyaHOMY Mosoli. Bansbko 60 %o HeBipaniHa 3B'A3yeThest 3 OUIKAMK Nasvn KpoOBi B
nianasoni ruiasmosoi  KoHueHTpauii Bt 1 10 10 smkr/ma. KowieTtpauis HeBipanina 8
CIIMHHOMO3KOBIH pianHi momunn ckmazana 45 % i Horo KOHUeHTpallii B naasmi kposi. Ll
Bi/IHOMIEHHS PUOIN3HO OPIBHIOE YACTHHLLL, AKa HE 3B'A3yeThes 3 GiKAMK N1a3MH KPoBi.
Hesipanin GioTpanchopMy€eThes vepes OKHMC/IOBA/IbHMIT MeTabosIi3M 3a ydacTio unroxpomy P450
10 AeKinpkoX MertabositTiB, mo rigpokcumoeThes. Jlociiwkenns in vitro MIKPOCOM  MeyiHKH
MOMHN JAK0TH MiICTABH JOMYCKATH, 110 OKMCIOBA/IbHHH MeTabomi3M Heiparniny 31iHCHIOETHCH
Gesnocepe/IHbo i30(epMeHTaMi LHTOXPOMY P450 3 psay CYP3A, xoua iHiui i30epMeHTH MOXKYTH
rpartH J10/1aTKOBY POJib.

[Tpu npuitomi Hesipaniny B 1031 200 mMr ABiui Ha 200y Ta MPM 3aCTOCYBAHHI OAHOPA30BOT 103H 50
mr '“C-Hesipanin paioakTMBHO NO3Ha4CHHIA (91,4 + 10,5 % cranjapTHOi 103K) HeBipanix
BHBOMTBCS MepeBakHo 3 cedeio (81,3% 11,1 %), a nesHauHa qacTHHa — 3 dexaniamu (10,1+ 1.5 %).
[ToHasa 80 % palioaKTUBHO MO3HAYCHOTO HEBIpaMiHy B ceui cKkiANAIOThL MIIOKYPOHINHI 3" €IHAHHS
rizpokcunbHuX  MeraboniTis.  Takum  {MHOM, meraGonism  uutoxpomy P450.  Kow'ioraitis
FIIOKYPOHIAYy —Ta  eKCKpelis — [IIOKYPOHI30BaHHUX MeTabosliTiB €  OCHOBHMM  CMocodoMm
BiorpancdopMmaltii | BiBeACHHA HEBiparliHy y oei. TinbKK HeBeauka vactka <5 % paloakTuBHO
[MO3HAYEHOro HeBipaminy, wo Bianosizae <3 % Bil 3BMYAITHOT 1031 BMBOAMTLCS B HE3MIHHOMY
craui. EKckpelliss HUpKaMu Bijlirpae He3Ha4YHy poiy y BUBEJICHHI HEBIparniny.

Hesipanis € iHAYKTOPOM MeTadOIdHMX depmentis  unroxpomy P 450 neuinkn., B Mmipy

[POJOBIKEHHs JIKYBaHHS NPU 103 200-400 Mr/ao6y nporsirom 2-4 TWKHIB (hapMakoKiHEeTHKA

[HCTPYKILsH LISt 32CTOCY BAHHS JIIKAPCHKOTO 3200y (KiHIEBOIO MPOAYKTY), 3aCBI14cHA

. = . . . - W
MiANMCOM YIOBHOBAXKEHOT 0COOHM, 1110 BUCTYNAE BIL IMCHI 3asgBHUKA 1}//5’/_’;,
11.12.2017 Kouvoei M€
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XapaKTepU3yeThest MPUOITH3HO 1,5-2-pazoBuM  301JBLICHHAM BHAWMOTO KipeHcy HesipariHy
MOPiBHAHO 3 OJIHOPA30BUM TIPHHOMOM.

AYTOIHYKLiS TAKOXK MPHBOAUTE 10 Bi/IOBIIHOTO CKOPOUEHHS Mepio/Ly HarniBpo3nasy HeBipaniny B
r1a3Mi KpoBi 61M3bKO 45 TOIUH TIPH pasoBiit 103i i 61m3pko 25-30 roauH nicis 6aratopasoBHX 103
200-400 mr/ai6.

Heoocmamuicme (yuxyii nupox. ®apMakoKiHETHKY HeBipamiHy micis NpuioMy 0HOPa3oBoOi 103H
nopiBHIOBaMK y 23 Mali€HTiB 3 JICrKOIO (50 KKp <80 mn / x8), a6o nomipHoto (30 KKp <80 mn / x8)
HUPKOBOIO AMCRYHKILEIO ab0 TAKKOIO dopmoto, sika BUMArae Aiaiisy, MopyueHHs ByHKLUIT HUPOK
T4 Y MALIEHTIB 3 HOPMAJILHOIO (KKp > 80 mn / xB). Huprosa HEJOCTATHICTD (HEe3HAYHa, MOMipHA |
BadkKka) HE MPHBOIUTE 0 OYIb-SIKMX JOCTOBIPHHX aMin apmakokiHeTHku Hesipaniny. Ilpote y
mamicHTiB 3 KIiHIEBOIO CTAMi€i0 HUPKOBOT HEJOCTATHOCTI, siKa BUMarac jianizy. npoTsirom
THKHEBOTO MEPIOLy eKCTo3uLLT BiAMIMAIOCh CKOPOUCHH: oL nij papMakoKiHETHYHOIO KPUBOIO
(nani — AUC) neBipaniny Ha 43.5 %. Takok Malo Miclie HAKOMHYCHHS B r1a3mi KpoBi MeTaboiTiB
riapokcuHesipaniny. OTxke, 414 KoMmrieHcauii edekry Aianisy Ha KJaipeHe HeBipaniny MOKHa Oyi0 O
HiICHAUTH Tepanito HeBipariHOM A0AaTKOBOIO HOTO 03010 200 Mr ric/s KOKHOFO ceaHcy Aianisy.
B iHmux BMMAAKAX MalieHTH 3 KiipeHcom kpearuniny 200 MJ/XB He 1noTpebyioTh KOpekuil 103¢
HeBiparniny.

Hedocmamuicms (pyuxyii newinku, byno npoBeieHO NOCADKEHHS 13 3aCTOCYBAHHAM CTAHIAPTHOIO
03yBaHHs, B IKOMY nopisHiosann 10 HaLieHTiB 3 JErKO Ta NOMIPHOIO AHCHYHKUIEIO NEHiHKH, 110
Uaiing-n’1o <7 . Lle aocniazKeHHs 3aCBIUYKIO, WO TaKi NAlieHTH He MOTPedYIOTh KOPEKLT 1031, V
BUMA/Ky 3 MalieHTaMu 3 TMCYHKUIEIO nevinku, no Yakna-n'to Bia 8 Ta acUMTOM MOKYTh MaTH
PU3MK HAKOTTHUYEHHs HEBIiparify B CHOTCMHOMY KpoBOODITY.

Xoua y KIHOK HMKUE KIPEHC HeBipamiHy, 4uM y YOJIOBIKIB, HE CMOCTEPITANOCs KOAHUX FHAUHHMX
reHIepHUX  BIIMIHHOCTEH Yy KOHLEHTpALAX [1a3Mu  HeBiparniny ricis OJIHOPA30BOT  JI03H.
(dapMaKOKiHETHKA HEBipariHy y BUJI-iH}iKoBaHUX JOPOCINX, HE 3MIHIOCTBCH 3 Bikom (Jianason 19-
68 pokis) abo pacu (HOpHHU, NATHHOAMEPUKAHCHKUHA YN a3iaTchKui). Hesipanid crneuianbHo He
JOCLKYBABCA MPH 3aCTOCY BaHHI MaLlieHTaMH CTapiue 65 pokis.

Dapmaroxinenmura y oimeil. dapMmakoKiHeTHuHI JaHi Hesipartiny Oy/u OTPUMaHI 3 JIBOX BEIMKHX
Kepesl: MeiaTpUdHOro AOCHKeHHs 33 yHacTio 9  BIY-1-n03UTHBHMX MALIEHTIB Y Billi B 9

MicsitliB 710 1, SIKUM MpU3HAYaiK 0HOPas’oBy HO3Y uesipaniny (7.5 mr, 30 mr abo 120 mu Ha M,

[HCTPYKIist /17151 32CTOCY BAHHST JiKapeHKOro 3a¢00y (KIHIIEBOTO MPOIYKTY), 3aCBiYeH
MMTHCOM YTTOBHOBAKEHOT 0COOH, 10 BUCTYNAE Bill IMEHI 3asBHIKA r%’f_/"?f 7
11.12.2017 KouyGeii M€.
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n=3) nepopaisHoi cycnensii. Byio BeranosieHo, wo AUC Ta nikosa KOHUEHTpaLis 30iabLyeThes
[PONOPLIHHO 301IBINEHHIO J03H.

[Tiz yac APYroro AOCIiIKEHHs Mepopanbha cycrensis ado Tabnerku HeBiparnin Gysiu npu3HadeHi y
no3ax Bin 240 o 400 mr/m*/moba B skocti MoHOTeparii abo B KoMOiHauii i3 3un0ByAMHOM abo
3UOBYAMHH/IIIAHO3MH 3a ydacTi 37 nauieHTis 3 BlJl-indexiieio 3 HacTynHow aemorpadieto:
yososiua crath (54%), pacosi meHmuuu (73%), MenianHuit Bik 11 micauis (nianasox: Bij 2 MicsiliB
o 15 pokis). Lli nauieHnT# oTpUMyBaiH 120Mr/M*/006a npoTarom npuGIM3HO 4 THKHIB, @ MOTIM
120 mr/mM*/aBiui Ha 106y (nauientn > 9 pokis) ado 200 Mr/m>/aBidi Ha 100y (nauient < 9 pokis).
Knipenc HeBipariny — 0CATaB MaKCMMajbHHX 3Ha4€Hb Y Bii Bix 1 10 2 pokiB, a MoTim
3MeHLyBanocs i3 30iabieHHsM BiKy. OueBnaHHH KJipeHe HeBipaniHy 3 ypaxyBaHHAM Baru Tina
6ye npuGanusHo BaBiui Oinbluum y AiTed y Biui 10 8 pokis y nopisHsnHi 3 jopocaumu. llepion
HaNiBBUBEACHHS HEBIpariHy A8 N0C/IUKYBaHOT rpynu B Hizomy crany ckinas 25.9 + 9.6 roauH.
[lpu noBroTpuBasioMy 3aCTOCYBAHHI Tpenapary CepeiHi rnepioi Hanissusenents Hesipaniny
3MIHMBCA 3 BIKOM HACTYMHMM YMHOM: Bij 2 micauis 10 | poky (32 roanuu), Bia 1 10 4 pokis (21
rosuny), Bia 4 a0 8 pokie (18 roann), Ginbiue Hisk 8 pokis (28 roaun).

Jlokjiniuni Jani moa0 de3nexu

JlokniHiuni AaHi He BMSBHIM JKOAHOI 0COO/IMBOT HeGe3neku Ui JHOAWHH, KPiM  THX, 110
criocTepiranucs B KJIHIUHMX JIOCHTIUKEHHAX Ha OCHOBI TpaauuifiHuX A0C/iKeHb Oe3neKH,
dapmakosiorii, TOKCHYHOCTI [OBTOPIOBAHOT 03 T4 FEHOTOKCHUHOCTI. Y  JOCHIUKEHHAX 3
penpo/lyKTHBHOT TOKCHKOJIOTIT MOKa3aHO NOPYILCHHS depruabrocTi y wypis. Y JIOCIIJUKEHHAX
KaHLIEPOreHHOCT] HeBipamniH IHAYKY€E 3pOCTaHHA MyXIHH nedinkyu y ulypis Ta muweid. Ll aani ans
lypiB, WIBHAIIE 3a BCE, NOB'A3aHI 3 TUM, LLO HeBiparin € CHABHUM iHAYKTOPOM NEHIlKOBHN
¢depmenTis, a He Yepes FEeHOTOKCHUHUI Mit0. MexaHi3M AiT Ha MyXJIHHH Y MULLEH 11e HE 3 4COBAHO,

TOMY iX BiZINOBIAHICTH CTOCOBHO JIOAUHH 3a/THIIAETLCS HE BH3HAUCHOIO.
Tepmin npHAATHOCTI.
60 micsauin

OcobauBi 3an06iknui 3ax01n npu 36epirani.

[Tpu temreparypi He ute 30°C B opuriHaibHii YIAKOBLLI.

[HCTPYKILSI /LIS 32CTOCY BAHHS JTIKAPEHROIO 32€00y (RINUEBOTO IIPOAYKTY), '1&(5?%91

. e - . . .- 4 &

HiAMMCOM YTIOBHOBAKEHOT OCOOM. 1110 BUCTYIIAE Bi/L IMEHI 3asBHUKA LA
11.12.2017 Kouybeu M.€. *
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3. Jlikapcekuit noBignuk, 60-¢ Pea., Ct. Ne 903 - 909.

Bupobuuk:

[Tnor Ne H-12 Ta H-13, MIJIK, Banymk, Aypanrabaa- 431 136, Maxapamtpa, Iuzis
MakeTtyerbesi:

Marpike — nigpo3ain kommnauii Minau Jla6opatopiec Jlimite.

Jlunens 2012 p
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Hesipanin 200 mr, TabseTKH
W

Jlo peecTpallifiHOro MoCBIAIECHHS

No (/A //é‘f 4L [02/0<£

Bin L& /L 1#

[epek/iaa yKpaiHCHKOI0 MOBOIO, ABTEHTHYHICTH SIKOT'0
HiATBEP/I/KEHA YIIOBHOBAKEHOI0 000010, IHCTPYKIIT PO
32CTOCYBAHHS JIIKAPCHKOTo 3ac00y/, 1/Isi BAPOOHUU0T
AUIHLHHII PO3TALLIOBAHOI 32 A/IPECOI0:

F4, F12, M.I.JI.K. Manezaon, Cinnap, Hauiuxk — 422 113,
Maxapawmpa, Inois

3aCBiIMEHI TTIAMICOM YITOBHOBAKEHOT 0COOH, 1110 BUCTYMAC B/l
iMeH1 3asiBHUKA.

—_w
3aaBHuK/Bupobuuk «Minau JlaGoparopiec Jlimitea», lnaia 2017 pik
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J1o peecTpauiitHOro nocBi4eHHs
Ne

Bin

HEBIPAIIIH ®.CIIA 200 mr

| Tabnerka MictuTh HeBipaniny @.CLLIA 200 mr
JIonomiskHi peyOBMHH: JIAKTO3M MOHOTIApAT, Leo03a Mikpokpueraniyna, nosigon K-30, narpiio

KPOXMAaJIbIITiKOIAT, KPEMHIIO KOJOTAHOTO AIOKCH/L, MarHiio creapar.

TepanesTuuni nokazanus.
Jlikysanus BIJI-idekuii, cnputaunenol Bipycom I tumy, y ckaati KoMGiHOBAHOT aHTHPETPOBIPYCHOT
Teparii y J0pocaux Ta JiTei.
Benuka wacthHa jocBisy Habyra y pesyiabTaTi 3acTOCYBAHHAM HEBIparniHy B [0CAHAHHI 3
HYK/I€03MAHWMM THTiIOiTOpaMu 3B0poTHOT TpaHckpunrtasu (HI3T). B aanuii uac icHye HeloCTaTHbO
JaHuX npo edeKTUBHICTE BUKOPUCTAHHA NOTpiiiHOT KomOiHaUIl, BKItOuaoun iHribitopu nporeas

(ITT) micns Tepamii HeBipamiHoOM.

Croci 3acTocyBaHHS s I0POC/INX i, IKIIO HeOOXiAHO, 115t AiTeid,

Jopocni. PexomenoBana o3a npenaparty — | taduaerka 200 mr woHa nporsrom nepiuux 14 auis
(cnia AOTPUMYBATHCS TAKOrO MOYATKOBOrO NEpioay, OCKiNbKM OY10 BCTAHOBACHO, LLO L€ 3MEHLIYE
HACTOTY MOSIBH BHCHMNY), Ticas voro npuiimaiors | rabnerky 200 mr 2 pazu va 100y y noeHaHHi
MpUHAMHI 3 ABOMA J0/1aTKOBUMH TMPOTUPETPOBipycHUMU 3acobamu. [lpu cynyruiit Tepanii cnin
JOTPUMYBATUCS PEKOMEHI0BAHOTO BUPOOHMKOM [03YBaHHS JIKIB Ta 3/IHCHIOBATH KOHTPOJL M1
yac 1X 3aCTOCYBaHHS.

Jimu. Tlanientam 3 macoro Tina >50 Kr pekOMEHAOBAHO MpUiMATH npenapar B 103YBaHHI /4
NOpoCauX i aitei crapuie 16 pokis.

[MTarienram 3 Macoio Tina <50 Kr pekoMeHZ0BaHO NMpUitMaTty rpenapat y (Gopmi cycneHsii.

3acanvui pexomendayii, AHani3u, AKi BKIIOYAIOTE TECTH HA (PYHKILIOHAIBHI MOKAZHUKKU MEqiHKH,

CJliJl NMPOBOJAWTH Nepe/l MoyaTKoM Teparnil HepiparniHOM Ta BIAMOBIAHMMM iHTEpBalaMu Mi1 yac

[HeTpyRIuist A5 32aCTOCYBAHHA JIKAPCHKOTO 3ac00y (KiHIEBOro npoayKTy), 3acsi14cHa

MiINUCOM YMOBHOBaXKEHOT 0COOM, 1110 BUCTYNAE Bi/l iMeHi 3asBHUKa o a8
11,12.2017 Kouybew M.C.
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Teparii.

[Ipu nosBi BHcHMy NpoTArom 14-AeHHOrO nepiojy, He MOKHA MMiABULLYBATH 103y, JI0MOKH BUCHIT HE
npoitze. [TosiBy BUCHIIAHHS CJTi/1 pETENBHO KOHTPOJIFOBATH.

lanieHTu, gKi nepepBanu JiKyBaHHA MpenapaTtoM OUIbWI HIXK Ha 7 JHIB, MOBUHHI MOHOBIIOBATH

Tepanito 3 14-1eHHOro MoYaTKoBOro mepioay B peKOMEHI0BaHI 1031 OJIMH pa3 Ha IeHb

[Ipornnoka3zaxusi.

- [TifBHIIEHA YYTIUBICTH /10 KOMIOHEHTIB, AKI BXOAATH [0 CKIaLy rpernapary.

- [loBTOpHE NpHU3HAYEHHS Micis BiAMIHM HeBipamiHy: yepes TkKKY (GOpMY BHCHMAHb: Yepes
BUCHMIIAHHS, [0 CYNPOBOKYBAIMCS CUMITOMAMH, AKi CBiMATh MPO redepanisaliiio npoiecy ado
rinepuyTIMBICTD; Yepes KIiHIYHI MPOABH renaTruTy, CIPUYHHCHOIO HEBIpariHOM.

- [MawieHTam 1wo MpoHLIJIKM TONEpeaHe JIKYBaHHs 3 meToio Hopmamizauii pisus ACT ado
AJIT, wo O6yB Oinbiu HiXk y 5 pasiB BHLLE BEPXHbOT MeKI HOpmu (BMH).

- [ToBTopHe npu3HaueHHs HeBipaniny nicis ioro BiamMinu vepes niasuiueHus pists ACT abo
AJIT y 5 pasiB, wWo CynpoBOUKYEThCA BiAXHIEHHAM (QYHKLIT Oe4iHKM — nig yvac rtepanii
rpernapaTom.

- OnnouacHe 3acTocyBaHHs 3 HeBipaniHOM npenapartiB, 1o MicTaTh 3Bipo6ii (hypericum
perforatum).

- HasBHi naHi 103BONAKOTH TMPHUIYCTHTH, WO pudamniumd  Ta HeBipanin He ciin

3aCTOCOBYBATH pa30M.

Ocobansi 3acTepeseHns.

Hesipanin cni BHKOPUCTOBYBATH LIOHAfiMEHIUE, 3 /ABOMA IHWWMH aHTHPETPOBIPYCHHMM
npernapaTam.

Jlakmosza: TabGnerka HeBipaniHy mictuth 464 Mr mouoriapary naxrosu. [lanienram 31 crnaakoso
3YMOBJIEHOIO aHOMaJIi€l0 00MiHy Pe4OBHMH — ranaktosemiero, aediunrom makrasu (The Lapp lactose
deficiency) abo cHHAPOM FIIOK030-TalaKTO3HOT MababCopOLLT — npenapar He [pU3HAYAIOTh.
[lkipui peaxyii: Y nauwieHTIB, AKI OTPUMYBAJH Mpenapar, CrocTepiraincs TSHKKI Ta 3arpo3Jinel Ui
KUTTS WKIPHI peakiii, iKi MOXKYThb CTIPUUHHNTH HABITH JETANbHUIl HACTIJIOK, MepeBa)HO Y nepiii 6

THKHIB. Jlo Hux BiaHocsThes cuuapom Crisenca-/koHcoHa abo TOKCHYHMIA eriaepMmaibHuii

[HeTpyRUist 151 30CTOCY BAHHS AIKAPCLKOTO 3ac00y (KiHIEBOTO NPOAYKTY), 3acBijuena
[ IMHCOM YIOBHOBa)KeHOT 0co0H, 110 BUCTYNAE Bi/l iMeni 3assHuKa EET
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HEKpOJIi3, peakiii rinepuyTaMBOCTI 1[0 CYNPOBOMKYIOTBCS CHIBHMUMHM BHCHTIAHHAMM  abo
BUCHIIAHHAMH, fKi CYNPOBOKYIOTBCS CHCTEMHHMH CHMIITOMaMM a TaKoX BiCUEpalbHHMH
ypakeHHsIMM. Briposok nepmux 18 TIDKHIB MAIEHTH TMOBHHHI 3HAXOAMTHCA T MHIbHUM
HarnaaoM mikaps. HapiTe y pasi nosiBM MOOJMHOKUX BHUCHIAHb HEOOXIIHO MUILHO CMOCTEpPIraTH 3a
CTAHOM MALliE€HTIB.

3actocysanHs Hesipaniny ciiji MOBHICTIO NPHNMHWTH, SKILO Y MALliEHTa 3 ABHIMCA CHIIbHI
BUCHMAHHA ab0 BHUCMNAHHSA 110 CYNPOBO/UKYIOTBCS CHCTEMHMMM CHMNTOMaMHM (TaKUMM K
MPONACHHULIA, MyXHUpPi, YpaXKeHHs CIU30BOI OGONOHKHM MOPOXKHMHM POTA, KOH IOHKTHBIT. HaOpsK
obnuuus, Oine y M's3ax abo cyrmodax, 3arajbHUi AMCKOMQOPT), BKIOYAKOHYW  CHHIAPOM
3actocypants Hesipaniny ci MOBHICTIO NPUIWHWTH, SKILO Y MAWIEHTA BUABICHHI CHHIPOM
Crienca-JlxoncoHa abo TOKCHMUYHMI erigepmainbHuil  Hekponis, abo renatut, eosunodinia,
rPaHyJIOIMTONEHis | AMCHYHKILS HUPOK a0 iHLII 03HAKHM BICLEPAILHUX YPAKCHD.

3acTocyBaHHs HeBipamiHy BHILE PEKOMEHJIOBAHOT A03M MOKE 30I/IbLIMTH HaCTOTY Ta CEPHO3HICTD
peakitiii 3 6oky mmKipu, Takux sk cunapom CriBeHca-/[KOHCOHA Ta TOKCHHHHMI eniAepMaibHHid
HEKPOIi3.

Cynytsiit npuiiom npeanizony (40 mr/ 106y npotsrom nepiiux 14 auis npuifomy Hesiparnidy) He
NPU3BOANTH A0 3MEHLUICHHS HacTOTH [MMOsBH BHMCHMAHL, MNOB'A3aHMX 3 HEBIpaniHom, i Moxke
CHIPUYMHUTH 3011bIIEHHS BUCHNAHb.

Busiieni gesaki GakTopd pU3UKY PO3BUTKY CEPHO3HMX LWKIPHUX peakuii, AKi BKIHOHAOTh: He
NojiepKaHHA pexxumi go3ysands 200 Mr Ha 100y i 4ac Mo4aTkoBOroO Mepiojy, 3aTPUMKH MK
BMHUKHEHHAM CHMIITOMIB Ta OTPUMAHOK MEAMHHOI KoHcyibTatieio. JKiHku maiorh Ginblimii
PH3UK [OSBH BUCUIIAHDb, HIZK YOJIOBIKH.

[ToTpiGHO 3BEpHYTH yBary MallicHTa, 10 NepeBaKHAM MPOABOM TOKCHUHOCTI ¢ BUCHNaHHs. [ ciia
MOpajuTH HEraiHo MOBIZIOMMTH CBOrO JiKaps MPO BHCHIAHHA, W00 YHHUKHYTH 3aTPUMKH MikK
BUHUKHEHHSM CHMITOMIB Ta MEIMYHOIO KOHCYIbTALi€l0. BiblllicTh BUNAAKIB BUCHITY, MOB’43aHOT0
3 HesiparniHoM, BUHHKAE MPOTATOM MEpUIMX 6 THIKHIB Teparnii, Tomy Clil 3a0e3neHnTH THIILHHI
HArs 3a CTAHOM Tali€HTa WOAO0 [MOABH BMCHIY MPOTATOM LbOro nepioay. [llauientis cii
noin)opmMyBaTH, 110 y pasi NOABH BHUCHITY NMPOTATOM MOYATKOBOro NMEPioay a03a  [iABHLILYBATHCS

HE 6}',’18. JOKH BHCHIT HE 3HHKHE.

[HeTpyKuist Asi 32¢TOCYBAHHS JIKAPCLKOro 3ac0o0y (KIHIEBOro MPOAYKTY), 3acBiiucHa
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Byab-sikuit mauieHT, y SAKOro 3'ABMBCA  CHIbHHMH BHCHUN abo BHMCHIL, 110 CYMPOBOKYIOTHCS
CHCTEMHMMHM CHMIITOMAMH, TaKMMM K MPOMACHULSA, MMyXUpi, YP@KEHHsS Yy POTi, KOH'IOHKTHBIT,
Habpsk o6nuyus, Goni y cyrnobax abo m’s3ax, 3ajbHe HE34Y)KaHHA, MOBUHEH NPUITMHUTH NPUHOM
NiKiB Ta HeraiiHO 3BepHYTHCS 3a MEIAMYHOK J0MOMOrow. Takum  mauieHTam 3acToCyBaHHs
Hegiparminy He ciiji MOHOBIIOBATH.

[NanieHTam 3 1i03poi0 Ha MOB’SI3aHY 3 3aCTOCYBAHHAM HEBiparliHy NOABY BUCHMIY, CJil MPOBOAHTH
MoHiTOpHHT (yHKUii nedinku. [TauieHTy 3 nomMipHUM abo BaXKKUM MiABUILEHHAM MEYIHKOBUX NMpod
(ACT a6o AJIT > 5 BBH) nosunHi npunuuuty 3acrocyBanus Hesipaniey.

YV pasi po3BUTKY peakiliii rimepuyyT/IHBOCTI, L0 XapakTEpU3YIOThCH BHCHIIOM 13 CHCTEMHUMH
CHMIITOMaMH, TAKUMH K NPOMACHULA. apTpanris, Miansris i gimdageHonaris, nioc BicluepaibHi
YpaKeHHs, TaKi SK renaTur, eo3MHO(TIA, rPaHyIOLUNUTONEHIS | AMChYHKLIS HUPOK, 3aCTOCYBAHHS
rnpenapary ciliJi NOBHICTIO MPUMMHUTH | 3BEPHYTHCA 110 MeAWuHY jonomory. Takum naiicHram
3aCTOCYBAHHA Mpenapary B MoAaibLIOMY HE MOHOBIIOBATH.

Hevinkosi peaxyii. Y nauienTis, siki orpumyBanu Hesipaniu, crioctepirasacs TaxKa i 3arpo3jinsa
JUISL KMTTA TENaTto TOKCHYHICTh, BKIIoYadn datansuuit Gyaminantauii renatut. [epuwi 18 Tiknis
JNIKYBAHHA € KPUTHYHHM NEpiojioM, MPOTATOM SKOro HeoOXiAHO 3A1HCHIOBATH MUILHUI KOHTPOIIb.
PU3MK PO3BUTKY NEUiHKOBUX peakuiif € HaibinbuM npoTaromM nepuwux 6 TuikHis tepanii. [lpore
PU3MK 3QJIMIIAETHCA 1 MHCHs 3aKiHYEHHS LBOrO Mepiojy, OTKe, MPOTArOM YChOro JiKyBaHHA il
MPOAOBKYBATH 3AIHCHIOBATH KOHTPOJIb 3 YACTHMH IHTEpBaIaMHU.

[Tizgwmeni pisui ACT i AJIT > 2,5 x BMH Ta/abo cynyths indikosanicts renatutom B i/ado C Ha
MOYaTKy MPOTHPETPOBIpYCHOI Teparil, MOB’s3aHi 3 MiJABMILEHUM PH3MKOM PO3BUTKY MEYIHKOBMX
noGiuHMX peakiliii 1ia 4ac NpoTHPETPOBIpYCHOT Tepanii B UiNOMY, BKIIOHAIOYH CXEMH JIIKYBaHHS.
10 SAKUX Hale:KuTh Hesiparin.

Kinku i nauientn 3i 36inswenoto kinbkicTio CD4 nanexars 10 rpynu MiZABUUIEHOIO PH3HKY
PO3BUTKY MEYIHKOBHX peakLii.

Y KIHOK PM3HMK PO3BHTKY MEUYiHKOBHX peaklliif, 4acTo 3 MosBOIO BUCHNAHL, Y 3 pasu Oinbuimii (5.8
% y nopiBHsHHI 3 2,2 %), a nauwieHTH 3 MiABHILEHUM rnokasHukom CD4 wHa mouarky npuiiomy
HeBipariH 3a3HalOTh OINBIIOro PU3NUKY PO3BUTKY MEUIHKOBMX peakiliii, MoB’A3aHUX 3 HEBipariHoOM.
3riHO 3 PeTPOCNEKTHUBHUM OrJIAAOM, XKiHKH 3 mokasHukom CD4 >250 Knitur/MM® mMaioth y 12

pa3iB OinbLIMI PU3UK MEYIHKOBUX MOOIYHUX peakiliil MOPIBHAHO 3 AiHKamu, y sKux nokasiuk CD4

lHCprI\UIﬂ JJTI51 3aCTOCY BAHHHA Jgika PCHLKROTO 3dtuﬁ (KIH HEBOIo npoay !\'l\') '3'1(.}31,1'-1& Ha
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<250 kiTHH/MM® (11,0 % nopisusito 3 0,9 %). [liaBuieHHA prusHK criocrepiraBes y HONOBIKIB 3
nokasHikoM CD4 >400 KmiTHH/MM® (6,3 % nopisusHO 3 1,2 % y 4OJOBIKIB 3 MOKa3HUKOM CD4
<400 KIiTHH/MM®).

[MarieHTis cJif MOBIZOMUTH NPO Te, MO MEYiHKOBI peakilii € roJOBHUMH NposBaMH TOKCHYHOCTI
npenapary. PH3UK PO3BUTKY MeUiHKOBMX peakiliii € HaiGiIbIINM NPOTATOM 18 tusknis. [Tauientam
i3 CUMIITOMAMH TeMaTUTy CJi/l MPUITMHATH MPHITOM Npenapary i HeraiHo 3BEPHYTHCA N0 MEANHHY
JIOMOMOTY 3 060B’I3KOBUM MPOBEJICHHAM N1a60PaTOPHOro 00CTEKEHHS NevyiHKH.

Konmpons cmany nevinku. TTix 4ac 3acTocyBaHHs HEBipaniHy MOBiIOMIANOCSH MPo BIIXHIEHHA B
noKasHUKaxX PYHKLT NeuiHKy, y AeAKMX BUMAAKAX - Y Nepii THKHI tepanii. Yacto nopigomasiock
npo  Ge3CHMITOMHE  [Ti/IBULIEHHS  PIBHA depmeHTIB  MediHKH, 10 HE € O000B’A3KOBHUM
NPOTUIOKA3AHHAM  JUIS  3aCTOCYBaHHs  HEBipariny. BescuMnToMHe  MiABMILEHHS  PIBHS
ramMarioTaminTpancepas He € NPOTHMOKAZAHHAM JUISl POJIOBKEHHS Teparii.

PexoMeHIYeThCS MPOBOAMTH aHali3H MOKa3HMKIB dyHKUIT neviHKK 3 iHTepBazavMK — KOXHI 1Ba
THKHI BIPOIOBXK MEPIUIMX JBOX MICALIB, Ha TPETiil Micsllb, B MOMAILLIOMY PEryIsipHO. 3rJIHO 3
iiHiuHUuMu notpebamu nauienta. Kainiuuuil | n1abopatopHuit KOHTPOJIbL MA€ TPHBATH MPOTATOM
YCHOrO Yacy JIiKyBaHHs HeBIpariHoOM, y pasi BHABICHHA O3HAK PO3BMTKY IeMaTUTY abo peakiliii
rinepuyTIUBOCTI.

dxmo ACT abo AJIT> 2,5 x BMH o aGo nim uac sikyBauHs, anani3 QyHKuii nedinku ciin
MPOBOMTH YACTillle MPOTATOM PEryJIspHUX KIiHIYHHX BI3HTIB. Hesipanin He ciia npu3HavyaT
nauienram, y sikux ACT a6o AJIT 10 nodarky jpikyBaHHsi CTaHOBHB > 5X BMH o crabinizauii
nouatkosoro pisHs ACT a6o AJIT < 5X BMH.

Y pasi BHHHKHEHHA KJIIHIYHOrO remarury. AKHi XapakTepH3yeThCA aHOpEKCiclo,  HYI0TOLO,
GIIOBAHHAM, KOBTAHUIIEIO, OinipyBinypis, axonifinuii crinews, renaromerania abo Goni y nedinui,
naiieHTam cliiji HeraiHo 3BEepHYTHCA J10 JIiKaps.

slkio ACT a6o AJIT 36insmyerbes > Sx BMH nporsrom sikyBauus, 3actocysanus Hesipaniny
cnin weraitno npunuuutH. Skiwo ACT abo AJIT nosepHyancs 10 CBOIX MOYATKOBHX PIBHIB 1 ¥
MalieHTa Hemae JKOJAHMX KIiHIYHMX O3HaK abo CHUMITOMIB renatuty, BUcuny ado 3aranbHuX
CHMIITOMIB i SIKIIIO Pe3y/bTATH aHANi3iB He CBifuaTh Npo Oy/b-siKi MOPYLICHHS (GyHKUIN opraHiB.
MOJKHA TOHOBMTH MpPHUIAOM HEBipariHy, rPYHTYIOYUCH HA KAiHIYHMX noTpedax abo BUXOAsUM 13

JOCBily 3aCTOCYBaHHSIM Y KOKHOMY OKpemomy sunajky. [lpuiiom npenapary ciii noHOBATH 3

o
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MOCH/JIEHMM KIIHIYHMM i 1aBopaTOpHUM KOHTPOJIEM, NOYHHAIOYH 3 103U 200 mr/p00y
nporsrom 14 auiB, mic/is 4Oro nepeiTy Ha NpUioM 400 mr/mo0y. V pasi NoBTOPHOTO BUHWUKHCHHA
BiAXHIeHb y QyHKIIT MeuiHKK 3aCTOCYBaHHs HEBipaniHy il NPANUHATH 30BCIM.

Hesipamin He cllijil MOBTOPHO MPHU3HAYATH NALIEHTAM, SKMUM JOBEJOCA MPUTTHHHTH ioro npuiom
BHACIIIZIOK PO3BHHEHOTO Yepe3 HeBipariH KIiHiYHOrO renarTury.

3axeoprosanns nevinku. besneka i eexTBHicTE HE Oysia BCTAHOBJICHA mijl 4ac 3acTocyBaHHA
Hesipaniny TabneTok y Naui€eHTiB, sKi Mand 3aXBOPIOBAHHS neuinku. Hesipanin TabaeTku
MPOTHIOKA3aHI MallieHTaM 3 BKKUMH yPaKECHHAMH neyinky. [TalieHTH XBOpi Ha XPOHIUHUWIA renaTur
B abo C siki 3aCTOCOBYIOTH KOMOIHOBaHY aHaTMPETPOBBIPYCHY Tepanilo MaloTh MiABUILEHHH PH3UK
PO3BHTKY CEPbO3HHX Ta 3arpOKy4nX IKHUTTIO [OBIUHMX peaKiliit 3i cTOpoHM nevinku. Y pasi cynyTHbOT
MPOTHBIPYCHOT Tepartii /uist PK 3aXBOPIOBAHHSAX ICHATHTOM B aGo C. npu 3acrocyBaHHi KOMOiHORaHOT
aTpupeTpoBipycHOT Tepartii HeoOXiJHO CKOpHCTaTHCh inopmaliero A8 naitienta npo KOKHMH 3
NiKapChKMUX 3ac00IB.

MatieHTH 3 3aXBOPIOBAHHAM MEUiHKH, IO BKIIOUAE aKTHBHUI XPOHIUHHIT renaThT, MaioTh GisbLuuit
PU3MK PO3BUTKY MOGIMHMX peaKuiif BAPOIOBA YCBOTO Hacy NKYBaHHS  ATPHPETPOBIPYCHUMH
AiKapehbKMMH 3aco0aMi i MOBUHHI CrOCTEPIraTHeh 3PiIHO CTAHIAPTHOT NPaKTHKK. SIKIO € JaHi npo
[OripuieH s CTaHy MeYiHKH, TakuMm naiieHTax HEOOXIAHO MpH3YNUHUTH ab0 30BCIM BIAMIHWTH
JMKYBaHHA.

[Tocmronmaxmnua npoginaxmuxa. Y naiientis 3 Bll-inpexuieto, sKi oTpumanu Garatopasosi 103H
HeBipariiHy Ui MOCTKOHTAKTHOI NpodinakTiky (32 MEKaMi 3aTBEPIACHHX nokasaub), Oyau
3adyikcoBaHi BUMAJKK CEPHO3HOT Fe[aTOTOKCHYHIOCTI, BKIIOUAIOYM MEYIHKOBY HEIOCTATHICTh, siKa
norpedypaia TpaHciiantanii. Bukopucraniia uesipaniny He Oyn10 BUBYaNOCA B pamKax
KOHKPETHOIO JIOC/i/UKEHHS CTOCOBHO MOCT KOHTAKTHOT npodinakTukn, 0cobIMBO HE BILOMMI
TepMiH TPUBAJOCTI /IS Takoro Jikysatts. Tomy Hepiparmin He Cilijl 3aCTOCOBYBATH Yy TaKuX
BMIA/1KaX.

Inwi  3acmepeocenns. Y  TALIEHTIB, SKi  OTPUMYIOTH nepipanin abo Oyab-AKy IHUIY
[POTHPETPOBIPYCHY Teparito, MOKYTh 1 Jaji pospHBaTHCA yMOBHO-raTorenHi indexuii i inuwi
yeknanHerHs indikysanus BUL y Tomy qucIi OMOPTYHICTHYHI iH(EKLT.

Teparnis HeBipaniHoM He 3MEHLIY€E PHU3UKY ropusonTanbHOT nepeadi BUI-1 iniumnm ocodam.

[HeTpyKList /Ts 32CTOCYBAHHS JIKAPCHLROTO 3aco0y (KiHIEBOro MPOAYKTY), 3acBiA4eHa
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KoMIUIeKcHa ~ NpOTMPETpOBipycHa — Tepamis  CyNpOBOUKYBaIaCs Nepepos3noaiioM  Kupy
(ninoanctpodiero) y BlJI-nauienTis. Iloamcrporco‘si HACTIZIKK LMX NOJAiN Hapasi HeBiaoMi. 3HaHHS
MPO MEXaHi3M € HEeMoBHUM. By10 BUCYHYTO TinoTesy npo 3B’ 430K MIX BiCLIEPaNbHOIO JINOMATO3010
ta II1, ainoarpodieto Ta HIOT. Buiuin pusuk po3BUHEHHS aunoaMcTpodii Mo’ a3aHui 3 TAKUMU
iHAMBiAyaNTbHHMH YMHHMKAMHM, SK cTapuiuii Bik Ta dakropy, noB’si3aHi i3 3aCTOCYBaHHAM
nikapchKMX 3aco0iB, TAaKMMHM AK TPUBANICTH aHTHPETPOBipycHOT Teparii Ta noB's3aHi 3 LM
nopyiexHs Merabonizmy. KnidiuHe OOCTEXKEHHS MOBHHHO BKJIOHATH OLIHKY (DI3UHHMX O3HAK
nepeposnoiny xkupy. HeoOXinHO BpaxoByBaTH piBeHb niniaig vy cMpoBaTili KpOBI Ta IOKO3M B
kposi. JlinizHi pos3Jiaan HEOOXIAHO JIKYBAaTH Y BUMALKaX KAIHIYHOT AOLIILHOCTI.

Hesipanin Moske BCTymartd y B3aeMoail i3 iHIIAMH niKapehbKMMK  3aco0amu. TOMY Mpu HOro
3aCTOCYBAHHS JiKap MOBUHEH OLIHUTH PU3HK BUHUKHEHHS TAKHX B3aCMOIH.

[lepopasibHi KOHTPALENTHBH HE MMOBHHHI BUKOPHUCTOBYBATHCA AK CANHUI METOJ — KOHTpaLenLi.
OCKI/IbKM HeBipamie MOXe 3HM3WTH iX KOHLEHTpaUilo y [iasui kposi. [lpu HeoOXinHOCTI
KOHTpALeMIii PEKOMEH/YETbCS TNepexif Ha IHIi, HANpHKIaL, fap’epHi mMeToau (HANpUKaL —
[pe3epBaTHBH), a MPU 3aCTOCYBAHHI MEPOPATLHUX KOHTPALENTUBIB 32 [HIIMMH MOKA3aHHAMM CJlill
MOCTIi{HO KOHTPOJIIOBATH 1X TeparneBTHuHy eeKTHBHICTb.

dapMaKOKiHETHYHI pe3ylbTaTH CBIA4aTh [1PO HEOOXIAHICTE OBEPEeKHOCTI NpPH  3aCTOCYBAHHI
HeBiparTiHy NauieHTam 3 MOMipHOIO NeYiHKOBOIO JMChYHKLIEIO Ta He CIlijL 3aCTOCOBYBATH HeBipaniy
nalieHTaM 3 BaXKOW AMCRYHKUIE nedinku. B winomy, pesyibTaTd MoKasyioTs, 110 MatieHTn 3
NErkoio Ta CepeiHboio AMCHYHKLIEID MediHKH, BH3HAUEHi AK Child-Pugh < 7, ne norpedytors
KOpeKLT [Py 103yBaHHi HEBipariHy.

Y NauieHTiB i3 HUPKOBOKO HEJOCTATHICTIO, AKI MPOXOAATEH Aianis, mozarkopa 1034 200 mr
HeBipaniHy micis KOKHOTO ceaHcy Aiaiidy Moke KOMIEHCYBaTH nocnabieH s BIMBY Alanizy Ha
knipeHc mperapary. B iHwmomy pasi nauientd i3 KaipeHCoM kpeaTuHiny > 20 Mil/XB HE MalOTh
notpeGy B KOPUryBaHHi 103u Hegipaniny. Cunopom iMyHHO20 GIOHOGACHHA. Y Bll-indikosanux
XBOPHX 3 TAKKMM iMyHOZE(DILMTOM Ha MOYATKY JiKYBaHH: AHTUPETPOBIPYCHUMHU TIperapaTami
MOKe BMHMKHYTH 3anajbHa peaKiis Ha acuMIToMaTHyHy abo pesuiyaibHy OMOPTYHICTHYHY
iH(eKIiio Ta CIpUYMHUTH THKKMH KIiHIYHMI cTad abo 3arocTpenHs CHMNTOMIB. 3a3Buuail TaKi
peakiii BMHMKAIOTH IiJ 4Yac MepwuX THKHIB ab0 MICALLIB JIIKYBaHHS aHTHPETPOBIPYCHUMH

npenaparamy. BiAnoBiAHNUME NPHKIAZAMU LBOTO € PETHHIT, CHPUUMHEHUH LLHTOMEraoBipycoM,
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rexepaizoBani a6o QokanbHi iHpeKuil, cnpuuuHeni MikobakTepiamu abo Pneumocystis jiroveci (P.
Carinii) pneumonia. Byap-iki 3ananbHi sBuiia HeoOXiAHO 0e3 3aTPUMKH JAOCHIAMTH  Ta MpH

HEOOXiIHOCTI pO3MoYaTH IX JIiKyBaHH.

B3aemozist 3 iHIMMH JiKapeLKUMH 3aco0amu Ta inui Gopmu B3aemMoil.

3actocyBaHHs npenapary B KoMOiHauii 3 aHanoramu HyKI€O3WAIB (3UAOBYIMH, AMAAHO3HH,
sanuuTabin) He notpedye 3MiH y pexumi jgo3ysanHs. Koim AaHi 110/10 3aCTOCYBAHHS HeBipariny
pa3oM i3 3uOBYAMHOM Oynu 00'€IHaHi, BPAXOBYIOUHM pe3yabTaTH ABOX nocstiukeds (n = 33), y
akux nauientu-indikopani BUJI-1 orpumysann Hesipanin 400 mr/ao0y sK OKpemo, Tak i B
komOiHauiT 3 200-300 mr/aens auaano3uny ado 0,375 no 0,75 mr/acHb
sanpuMTabiny, Ha GOHI JiKyBaHHS HEBipamiHOM BiH BHKJIMKAB HE3HAUHE 3HMIKCHHS 13% (AUC) i
Hesnaune 36ibients Cuax Ha 5,8% 3ua0ByuHy. Y niarpyni nauientie (n = 0), K1 3ACTOCOBY BAIN
nesipanin 400 mr/mo6a Ta AifaHO3MH Ha (OHI NiKYBaHHA 3MI0BYIMHOM, HeBipaniH BHK/IMKAB
spaune 3uukerns AUC Ha 32% Ta He3HauHe 3HuwKeHHS B Cpa Ha 27% 3HAO0BYIAMHY. Jani nmx
JOCHIUKEHb CBiAUATH, 1110 3WIOBYIAMH He BIIMBAE Ha (apMaKOKiHETHKY HeBipaniuy. Y oaHomy
pocaimkeHHi 3adikcoBaHo, 110 HEBIpaniH He BIUIMBAE Ha (papMakoKiHETHUHI MOKa3HUKH
auzanosuny (n = 18) abo sanbuuTadiny (n = 0).

3riHo 3 pe3yabTaTH 36-1€HHOTO pociiukenns nauientis 3 BUUI-indekuieto (n = 25), 1o npuimaiu
nepipanin Ta Hendinasip (750 Mr/ Tpudi Ha JeHB), CTaBYIMH (30-40 mr/noba) He BHABWIIN
cTaTHeTHUHO 3HaunMuX 3MiH B AUC a60 Cnax cTaByHy. KpiM TOro, 10C/HDKeHHs 3a yHacCTHo 90
nalienTiB, AKi NpuiiMany namiByaMH 3 HeBipariHom abo ruaiebo, He Oyio 3aiKCOBAHO 3MiH Y
Kiipenci Ta 00’ eMi Po3NOJiNY JamiByAyHY, WO CBIAYHTH NPO BIACYTHICTH BIUMBY nesipaniiy Ha
KJIIpeHC TaMiBYANUHY.

Henyraeo3uani iHridiTopu 380poTHOT TPAHCKPHIITA3H (HHI3T).

PesynsraTn KiiHiuHOro mociimkenHs (n = 14) nokasaiu, WO MpH OJHOHACHOMY 3aCTOCYBAHHI
edaBipensy (apMakoKiHETHUHi MapameTpH HEBipariHy 3aiHllaInch He aMineHumu. Toal K.
dapmakokiseTHuni nokasuuku edapipens 3Hauno suusuamch, AUC a0 22% i Cuin 10 36%.
MOo3K/IHBO TpH npuitoMi edasipensy pazoM i3 HeBipariHOM HEOOXiAHO MIIBMILIMTH NI03Y edasipensy

10 800 mr/eHs.

[HCTPYKIis A/151 32CTOCY BAHHS AIKAPCHKOT0 32¢00y (KiHUEBOIr0 NPOAYKTY), 3aceinueHa,
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I[1: HeBipamin - nerkuii 10 noMipHuii iHgykTOp nNevinkosoro depmenty CYP3IA; oTke, MOKIHBO,
wo crinpre Beenenns 3 11 (ki Takoxk MetabonisyioTbes i3odepmentom CYP3A) more npussecTy
710 3MiHM KOHLEHTpalliii 060X JiKapChKHX 3ac00iB B n1asmi KpoBi.

PesyneTaté KiaiHiunoro BunpoOysaHHs (n = 31) 3a yusacTio nauientis 3 BlJl-ingekuieto, axi
npuiiManM HeBipaniH Ta cakpiHaBip (TBepAl JKeNaTMHOBI Kancyiu, 600 Mr/aBivi Ha JieHb)
MPOJIEMOHCTPYBAJIH, 110 TX OJHOYACHE 3aCTOCYBAHHA MPU3BOAMTL 110 SHIKCHHA AUC na 24% (p =
0,041) cakpiHaBipy Ta BiACYTHiCTb CYTTEBUX 3MiH piBHA HeBipaminy y njaasmi KpoBi. 3HUIKEHHS
piBHIB cakBiHABipy BHAC/INOK UI€T B3aEMOIT MOJKE BILIMHYTH Ha edeKTHBHICTE BiJ 3aCTOCYBaHH
CaKBiHaBIpY.

[lle oane nocmimkents (n = 20) B SKOMY OLIHIOBAIH BIUIMB HEBIpaniHy TMpH OJHOUACHOMY
3acTocyBaHHi cakBiHaBipy (M AKi KeJIaTHHOBI KancyJi) OJMH pa3 Ha 106y pazoM i3 pUTOHABIPOM Y
3 031 100 mr. Bei nauicHTs 0JHOYACHO OTPUMYBAIM HeBipanid. JloCHLLKeHHS M0Kasao, Mo
KoMOiHalis caksinasipy (M’ski senarurosi kancyan) ta 100 mr PUTOHABIPY HE Maja ICTOTHOTO
BHAMBY Ha (papMaAKOKIHETHUHI napamerTpH Hepipaniny. Edexkr Bnausy Hesipaniny  Ha
(hapMaKoKiHeTHKY CakBiHaBipy (M'AKI JKenaTHHOBI Kancyiw), pas’om i3 100 mr purtoHasipy Oys
HE3HaU yLIKUM.

PesynbTatamu KJAiHIYHOTO BUMpoOyBaHHs (n = 23) 3 nawienramu 3 Bll-indekuicio, ki
3acTOCOBYBa/M HeBipanid Ta inaMHaBipom (800 MI/KOKHI 4 rOIMHK), MOKA3aIH, L0 X o/iHOvacHe
3ACTOCYBAHHS MPU3BOAUTD J0 3HHKEHHA CEPeHBOr0 3HAUCHHHA B 28% (p <0,01) AUC inaunasipy
Ta BiACYTHICTB CYTTEBMX 3MiH y piBHI HeBipaniny y nnasmi kposi. He moxineo 3pOOMTH OCTATOMHI
BHCHOBKH 111010 MOTEHLIHHOTrO BIUTHBY O/IHOYACHOTO 3aCTOCYBAHHs HEBIpariHy Ta inauuasipy. [pu
3acToCyBaHHi iHiHaBipy 3 Heipaninom 200 mr/ao6a ciia posriaaiard MOMCTHBICTL  30inbIeHHA
n03u inauHasipy go 1000 mr/koxkHi 8 roj oHaK. 3apa3 HEMae JaHMX, o0 BCTAHOBUTH, 1110 TaKe
3acTOCYBaHHS OyAe BiJPI3HATHCA BiJl CTAHAAPTHOrO 3aCTOCYBaHHA inpinasipy (800 mr/koxui 4
FOJUHH).

Pesynbraté Kiiniunoro sunpobysauus (n = 25) 3 BUl-ikdikosanumu natieHTamMu, aKi npuiManm
Hepipari Ta puroHasip (600 Mr/aABiui Ha AeHb) MOKA3AMW, IO IX 3aCTOCYBaHHA Yy KOMOIHaLlT He
[PU3BOIUTE 10 CYTTEBHX 3MiH y riasmi Kposi 000X rnpernaparis.

PesybTaTi 36-A€HHOTO JOCI/UKEHHS Y NALEHTIB 3 BlJI-indexuieto (n = 25), siki npuitmanu Hesipa
nin ta weadinasip (750 mr/a06a) Ta crasyaun (30-40 mr/aBidi Ha 100Y), HE BHUABHIIN CTATHCTHYHO

[HCTPYKIList II51 32CTOCY BAHHST JTIKAPCHLROIO 3a¢00y (KIHIEBOTO TIPOAYKTY), 3aCBLAYCHA
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3HAYMMUX 3MiH B (apMaKOKiHETHUHMX rapameTpax HesndiHaBipy ricas A0AaBaHHA HeBipaniHy
(AUC + 4%, Cpax + 14% i Cpin - 2%). PiBHi HeBipaniny BUsBUIHCS HE3MIHHUMHU.
[pu oxHOuacHOMY 3acTocyBaHHi Heipaniny 3 Gyap-sxum i3 wnx ITT ne Oya0 noBiflomMneHs Mpo

Hebe3neKy BiJl TAKOrO 3aCTOCYBaHHS.

3riggo 3 mnoimomnenusmu, y BlJI-indikoBanux A0pociuxX HeBipanid, SKui npuiiMand ys
koMGiHauii 3 soninasipom / puroHasipom 400/100 mr (3 Kancyau) ABi4i Ha ACHb, MPU3BOANIIO JIO
sumkenns AUC noninasipy sa 27. He3pakaroun Ha Te, [0 KJAiHIiYHA 3HAYUMICTh LLOTO 3HUIKECHHS
He Gyna BCTAHOBJIEHA, PEKOMEH/YEThCS 301/IbIICHHS 103H noniuasipy / putoHasipy a0 533/133 mr
(4 kancynu) ABiYi Ha IeHB Pa3oM 3 TiKel0 B KOMOIHaLLT 3 HeBipaniHoM.

Pesyastari  (apMakoKiHETHYHOTO JOCHIUKEHHA Y JliTei noaioui rtaku y aopocaux. [lpu
07HOYACHOMY 3acTocyBaHHi mesipaniny AUC noninasipy shusunach na 22% (CriBBIHOLICHH
AUC — 0,78; 0,56-1,09) ta Cumin Ha 55% (criBBiaHomeHHs Copyp — 0.45: 0,25-0,82). [as aireii
301/IbIICHHS 1034 JIONIHABIPY / PUTOHABIPY /10 300/75 Mr/M® e posrasiaTH npu
jactocyBaHHi npenapary y KomOiHauii 3 uesipaninom, 0co0MBO 1A THX Yy KOTO € nijsozpa
SHIKEHHS CTIPUIHATTS JIOTiHaBipY/PUTOHABIPY.

Kemokonazon: B 0OAHOMY JOCIiDKEHHI Mpu 3acTocyBanHi Hesipaniny y 103i 200 m r/nsidi na 100y
pasom i3 KetokoHa30/10M 400 MI/AeHb MPU3BE/IO [0 3HAUHOIO 3MEHILICHHA (63% MeaiaHa 3HWIKEHHS
AUC ketoxonasony ta 40% wmeziaHa 3HuKeHHA Cpax KETOKOHa301y). Y UBOMY K JIOCIIUKEHHi
3aCTOCYBAHHSI KETOKOHA30.y Npu3Beno A0 15-28% 30inblieHns pisHA HeBipaniHy B rjasmi Kposi,
KeTokoHa30/1 i HeBipamin He Cjlijl MpU3HAYaTH OAHOYAcHO. Brnius HesiparniHy Ha ITPaKOHA30Jl He
BIIOMMUIA.

Daykonazon: OJHOUACHE 3acTOCYBAaHHA (IIOKOHA301y Ta HEBipariny MPH3BEIO A0 npHOGAN3HO
100% 36inblICHHS eKCMO3KLIT HeBipaniHy y MOPiBHAHHI 3 NOMNEPEAHIMH JAaHUMHU, KOJK HeBipariH
npuiiMaii okpemo. Uepes pU3HK [MTiABHIIEHHS EKCMO3MLLi /10 Hesipaniny caig Oyt oGepesmtnm
MpHU CYMyTHEOMY TPUHOMI JiKapchKHX 3ac00iB HEe BUMALOK NPOABY TokcuunocTi. He 6yno KaiHiuHO
3HAUYLIOro BIUIMBY HEBipaniHy Ha (IIOKOHA30].

Konmpayenmueu 018 nepopaipHo2o 3acmocysants: OCKibKU nepopajibHi KOHTpALUENTHBH HE
[MOBWHHI BMUKOPUCTOBYBATHCA SIK €AHMHHH METO] KOHTpaueri y naientis 3 BlJl-indexuieio. y
NALIEHTIB, AKUM MPU3HAYAIOTH JKYBAHHS  HEBIPAMIHOM, PEKOMEHIYIOTHCS iHu  3aco0m

[HCTPY KIS 51 32CTOCY BAHHSI JIKAPCLKOTo 3aco0y (KIHLEBOTO Npo1y KTY), 3acBiaveHa
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koHTpauenuii (Taki sk 6ap’epHi METO/H). Kpim Toro, 6ysia BusiBieHa GapMakoKiHeTHYHA B3aEMOJis
Hesipaminy, y mo3i 200 wmr/msiui Ha 100y Ha nepopajbHUii KOHTPALENTHB, IO MICTHTb
etuninecrpazion (EE) 0,035 mr ta Hopetinapony (NET) 1,0 mr. Y nopiBHSHHI 3 KOHLEHTpALIEIO B
MrasMi, sika crocTepiramacs 10 MpuifoMy Hesipaniny, nicas 28 JHIB 3aCTOCYBaHH: HeBiparniHy
meniana AUC ans EE Gyna sHauHo Huskua, Ha 29%. 3naune suwkenns EE o3navano wo 3MIHMBCH
yac i nepion HaniBBuBeaeHHs EE. 3HauHe 3HWKCHHA (18%) 6yno 3adikcosane i ans meaiann AUC
nas NET, Ges 3MiH cepeiHbOro repioy yacy abo HanisBuBeCHHA. Takui BIUIMB BKa3ye Ha TE, L0
033 OpajBHOrO KOHTPAIENTHBY MMOBUHHA OyTH CKOpEerosawa, o6 3abe3nedyuTH ajeKBaTHe
MikyBaHHsS HUIMX MOKa3aHb, HiXK KOHTpaienuis (Hanpukia, eH0METPIO3), SKILO JIKAPChKUH
3aCTOCOBYETHCS PA30M i3 HEBIpAMiHOM.

Inwi nikapeoki 3acobu, wo memabonizyiomses CYP34: wesipanin ¢ ingykropom CYP3A Ta
notentiiino CYP2B6, npuuoMy MakcuMaibHa iHAYKLIS BUHHUKAE [POTATOM 2-4 TKHIB nicas
noyarky Tepanii. [pyHTyIouMCh Ha BIAOMOCTSX CTOCOBHO meTabosliMHUX MPOLIECIB META/I0HY,
HeBipariH MOYXe 3HU3MTH KOHIEHTPAL0 MCTAA0HY B niasMi WsSXoM 301IbLIeHHs THAYKUIT B
neunii. CHHAPOM BijMinK GyI10 3aikcOBaHO y MALIEHTIB, SKi OTPUMYBAJIM OJIHOYACHO HeBiparin
Ta meranoH. [TiATpUMYIOUY Tepamilo METaJ0HOM, Ha MO4aTKy JiKYBaHHS HeBipaniHom, ciaii
KOHTPOJIOBATH CTOCOBHO e(eKTy BiAMiHM, @ /033 METanOHy MOBHHHA OyTH  BIAMNOBIAHO
CKOperoBaHa.

Inzi6imopu  izogpepmenmy CYP: B pe3yabTaTi  JOCHIJUKEHHs  B3aeMOJIT HeBipaniHy Ta
knaputpomitmiy (n = 18) Oyno 3adikcoBane CyTTEBE 3HUKCHHA AUC knapurpomiumnny (30%) Ta
Coax (- 21%), i 3naune 36inpmenns AUC (58%) Ta Crax (62%) akTusHoro meraboniry 14-OH
KJIapUTPOMilMHy. By 10 sHaune s0inbmcHs Coin (28%) nepipaniny Ta nesnaune 36intmenns AUC
(26%) Ta Cpax (24%) wegipaniny. Lli pe3ynbTaTh A03BOJISIOTE NPUIYCTHTH, LLO MpH 3aCTOCYBaHHI
JBOX JliKAapehKMX 3acobiB OJHOYACHO, HE MOTPidHA KOpEeKLis 103M Ui KIapuUTPOMIilMHY Ta
nesipaniny. THM He MEHI, PEKOMEHYETECA NPOBOANTH MOHITOPUHI BiAXMIEHb NEYiHKOBUX MPO0d
ta eeKkTUBHOCTI poTH Mycobacterium avium - BHYTPilIHLOKAITHHHOTO Komiaekey (MAC).
MOHITOPHHT KOHUEHTpALIT HeBipaniny B niasmi y naLieHTiB, SKi J10BrUil Yac npuitManu Hesipanit,
MPOAEMOHCTPYBAB, 1O KOHIEHTPALlis HeBipariHy B cHpOBaTIli KpoBi OyJa riABULIEHA Y NALIEHTIB,
SKi OIHOYACHO OTPUMYBaIK LUMeTHIMH (+ 7%, n = 13).

Inoykmopu CYP: Binkpute pociuijukents (n = 14) And BU3HAUCHHA BIJNBY HeBiparniny Ha

[HeTPYKUis /U181 32CTOCY BAHHS JIKAPCHROTO 3ac00y (KiHUEBOro NpoayKTy), 3aCBi14eHa
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dapMaKoKiHeTHKY puamIliLiHy He MPOJEMOHCTPYBANO CYTTEBHX 3MiH Chax T2 AUC pumaMLHHY.
Ha Biaminy Biz uporo, pudammninus nasas 3HauHe sHmkeHHs AUC (- 58%), Cmax (- 50%) 1a Cpin (-
68%) HeBipariHy y MOPIBHAHI 3 ICTOPHYHUMH JTAHUMH.

HasBui dapmakokiHeTHuHi faHi J03BONAIOTH MPUIYCTHTH, L0 OJHOYACHE 3aCTOCYBAHHA
pubamniumHy Ta HesipaniHy He pexomenayerbes. Tomy wui nikapebki 3aco0M He MOBHUHHI
3aCTOCOBYBATHCH OJIHOYAacHO.  SIKimo HeoOXigHO  JjiKyBaHHS TyOepKyibosy mpu npuiomi
HeBipaniHy, peKOMEHA0BaHO 3acTocoByBatTH  puabyrus. Pugadyrun i HeBipaniH MOKYyTb
3aCTOCOBYBATUCH OJIHOYACHO 0e3 KOpUIyBaHHs 03d (JMB. HMXKYE). Kpim Toro, sikap moxke
PO3MIIAHYTH MOKIMBICTB Mepexojy Ha noTpiiny komGinaiito HI3IT npotarom rnepioay NiKyBaHHs
TYOEPKYIbO3Y.

V  (apMakoKiHETHUHOMY AOCHIUKCHHI CYITYTHE 3aCTOCYBAHH HesipaniHy 3 pugadyruHom
MPU3BENIO [0 He3HauHoro 12% (cepenboro) 16inbmenns AUC. veznauHoro 3% sumkeHHs Cyinss |
sHaqHoro 30inbmeHHst Cpaxss Ha 20% wuepipaniny. Hesnauui 3minm y (apmakokineTuul Oyin
pussieni ams  25-O-necauerun-pudabytuny (axtusnuii merabomit pudadyruny) AUC, Chinss 200
Craxss.  11OBIIOMASIIOCH PO CTATHCTHUHO  JOCTOBIpHE 301IBIIEHHS  OYEBHIIHOTO  KlipeHey
nesipaniny (9%) y nopiBHAHHI 3 ICTOPUYHUMH dapmakokiHeTHuHUMHI AaHumu. Lle nociiokeHHs
[OKA3Yye, 1110 HEMAE KIIHIYHO BaxIMBOT B3aeMOIT MikK nesipaninoM i pudabyrunom. Tomy ui asa
[penapati MOXKYTh 3aCTOCOBYBATHCH OJHOYACHO,  0€3 KOpMIYBaHHs J03M, 3a YMOBH, LIO
MPOBOJMTLCS PETEABHOrO MOHITOPHHTY TIOGIYHMX peaKLii.

Bapgpapun: B3aemozis MiK HeBipamiHOM Ta aHTHTPOMOOTHYHMM Npenaparom BapapuHom €
CKQAHOIO, 3 TMOTEHIHanoM SIK /10 MOJOBXKEHHsA, TaK 1 [0 3MEHLICHHA 4acy Koaryasuii npu
cynyTHsomy npuiiomi. Cymaprnii eekT B3acMOAii MOXKE 3MIHIOBATHCEH MPOTATOM MEPLINX THKHIB
CYMyTHLOTO npuifomy abo Tmicas NpUNUHEHHs npuioMy HeBipariHy, Tomy HEOBXIHO peTenbLHO
KOHTPOJIIO BATH PiBHI aHTUKOAry sl

Pocnunni npenapamu (36ipo6iii). POCIMHHI NpenaparH, Lo MICTATh 3BipOOIi, He NpU3Ha4aroTh
OIHOYACHO 3 HeBipamiHoM. SIKIO NALiEHT Bike NPUHVMAE NpenaparH, Wo MicTATh 3BipoGiit, ToO ¢l
repeBipuTH piBHi HeBipaniHy Ta BipyCHE HABAHTAKEHHS | NPUITHHUTH MPHHOM 38ipo6oio. PiseHb
HeBipaniny MOXKyTh 361BIIHTHCE MICas NPUITHHEHHS NPUIiOMY 38ip00010. TaKkok MOKE BUHHKHYTH
notpeba y KOpUryBaHHi 1031 Hesipariny. EQext Moxke TpupaTy iie LOHaHMEHLIe 2 THKHI nichs

NPUITMHEHHS JIIKYBaHHS 3BIpO0OEM.

[HCTPYKILs 1151 32CTOCY BAHHS J1IKaPCLKOro 3acoly (KiHUEBOIo NPOAYKTY), 3acBIA4gHa
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Inwa inpopmayis: yTBOPEHHS HEBIPANiHIIAPOKCHIBHUX METabOJITIE HE MOPYUIYETLCA Hepes
MpUCYTHICTH  AancoHy, pudabytuny, pudamniny i TPUMETONPUMY/CY ib(hameToKcasony.
KeToKOHA30JI Ta EPUTPOMILMH JIOCTOBIPHO MPHUTHIYYIOTH YTBOPEHHS HEBipamiHriIPOKCHIBHHUX

MeTadoiTiB,

BariThicTs Ta nakTanis

Bazimuicmy: Ti 4ac penpoiyKTHBHHX JOC/iKeHb, NPOBEACHHX Y BariTHAX LLypiB Ta KPOJIMKIB, HE
6yn0 BHABIEHO TepaToreHHoro edekry. He icHye azekBarhmx Ta 100pe KOHTPOILOBaHMX
N0CiUKeHb Y BariTHUX kiHok. ToMy HeBipaniH izl 3acTOCOBYBaTH Mij vac BariTHOCTI, JH1IIE B
TOMY BHMAAKy KOJIM O4iKyBaHA KOPHCTh BMIIPABIOBYE MOKIMBMIA PH3HK IS AHTHHH, i cnig
AOTPUMYBATUCA OGEPEIKHOCT MIPH MPU3HAYEHHI HEBIpANiHY BAriTHUM.

Jlakmayis:. Pe3ynabraT (PapMakoKiHETHHHOIO JOCTI/UKEHHS B SKOMY NpHHMalIn yuacTh 10
paritaux BIJI-1-indikoBaHux KiHOK, siki npuiimaiun oaxy no3y 100 wmi abo 200 mr uesipaniuy B
cepefiHbOMY uepe3 5.8 TOAWHH, MPOAEMOHCTPYBA/H, LIO HeBipamniH Jerko MpPOXOANTH Kpish
MJIALEHTY 1 1nonaaae B rpy/aHe MOJ0KO

BUl-indikoBanum MaTepsaM y Oyab-AiKOMY BHIAAKY HE PEKOMEHI0BAHO TOAYBaTH HEMOBIAT

FPYJLLIO, 1100 YHUKHYTH BepTHKasbHOT nepesadi BLI i Marepi 10 AUTHHH.

Boame Ha 31aTHICTL KepyBaTH TPAHCHOPTHHMH 3acobamu afo npauioBaTd 3 iHIIHMH
ABTOMATH30BAHHMH CHCTEMAMH.
Okpemi J0C/IUKeHHs 11010 3AaTHOCTI KepyBaTH aBromoOijem i rpaiiopatu 3 MexaHi3Mamu He

MNpoBO JAHJIHCH.

[HoGiuni peaxii.

Kpim Bucuny Ta nopyiieHb QyHKUiT nedidkd, HaHOUTBLI NOWMpeHnvMH NoGIYHUMHU  peakiliamu,
MOB’A3aHMMM 3 Teparmicio HesipamiHom, Oyjin Hy[0Ta, BTOMA, [pONAcHMLA, roJIOBHUI i,
OaoBaHHs, Aiapes, Oilib y WIIYHKY Ta Miaris.

Haiibinbi cepito3HuMH NMOGIYHUMHU peakuiamMu Oynu: CHHAPOM CriBeHca-J[DKOHCOHA: TOKCHYHUH
eniiepManbHuii HEKpPOJi3; TskKa (opma renaruty; cepHosHa aucYHKLLIA Nevinku; CHHIAPOM

FiNep4yTAMBOCTI, 10 CYNPOBOIKYBABCS BHUCHIIOM 3 MIIBUILCHHAM TEMEPATYpH Tifa, apTpanricio,

[HeTpyKuist U151 32CTOCYBAHHS JIKAPCHLKOT0 3200y (KIHIEBOTO NPOAYKTY), 3acBiueHa
v iV ,-7- -
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Miaricio, 36UIbMICHHAM NiM(paTHYHMX By3/iB; BicUepalbHi YpaXeHHs, Taki K reraTuT;

cosuHO(TiA, rpaHyloUMTONEHis | Hupkoa AucdyHkuis. Ilepuwi 18 Twknis nikysanus €

KPUTHYHUM [1epi0JIoM, IKHii moTpedye MUJIbHOrO Harmaay.

Bynio MOBiZOMIIEHO MPO HACTYMHi MOGIUHI peaKiiii, 1o, MOKIKBO, MOB'A3aHI i3 3aCTOCYBAHHAM

HeBipaniny. 3a3HaueHa 4acToTa IPYHTYETBCS Ha aHUX KIIHIYHUX BUIIPOOYBaHb.

Kpurepii OLiHKH YaCTOTH PO3BHTKY MOGIYHOT peaKii ikapehKoro 3acody: aysie nowupeni (>1/10),

nowvpesi (>1/100, <1/10), wenommpeni (>1/1000, <1/100), piako nowmpeni (>1/10000, <1/1000),

nyske piako momupeni (<1/10000), HeBizoMi (SKi HEMOKINUBO NepeAdAuHTH, BUXOAAUH i3 HAABHHUX

JaHuX).

Kpoe ma nimgpamuyuna cucmema
Henowyperi: rpasyIoOLUTONeHis, aHemis.
Imynna cucmema

[Totmpeni: anepriuni peaxuii.
Henowupeni: rinepuytausicts, aHadinakTHUHI peakii.
Hepesosa cucmema

[Towupeni: ronoBHuit 61,

Ipasrui mpaxm

[Towupeni: HyA0Ta.

He nowupeni: 6moBanHs, 611k y JKHBOTI.
Henoiupeni: aiapest.

I'enamobiniapna cucmema

[Mommpeni: renatut (1,2 %), 3MiHa NC4iHKOBUX NPOO, KOBTAHMLA .

Henoumpeni: nevyiHKoBa HEJOCTATHICTS/ TENaTHT.
[lkipa ma niOwKipHi mKanuHu
Jyxe nowwupeti: sucun (9%).

[Mowmmpeni: curapom CriBeHca-J[)koHcoHa, KPOTUB' HKA.

Henoumupeni: TOKCHUHUH ertiiepMaTbHuil HEKPOTi3, aHTIOHEBPOTHYHHI HAOPAK.

Onopuo-pyxoeuit anapam
[Mowmupeni: mianris.

Henowmupeni: aprpasnris.

[HeTpYKIis 1151 33CTOCYBAHHS HIKAPCHKOTO 32c00y (KiHUEBOTO MPOAYKTY), 3agiijuena

MiIMTHCOM YIOBHOBAKEHOT 0COOH, 1110 BUCTYIAE Bi IMeH] 3asBHUKA
11.12.2017

KouyGeit M.€.7
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3azanvni poznadu

[TomupeHi: BTOMIIIOBaHICTh, rapsyKa.

Komb6inoeane antuperpoBipycHe nikysants y BIJI nauieHTis BuKkIMKae rnepepos3nofin mupis y Tini
(ninoguctpodio) a TakoXkK rinepriiuepiemiio, rinepxosecTepoieMito, rinepriikalemilo Ta
rinepJlaKTaueMiro.

Takoxk Oyn¥ mMOBIAOMJIEHHS, TMPM  3acTOCYBaHHI HeBipaniHy Yy KomOiHawii 3  IHIIKAMM
AHTUPETPOBIPYCHUMHU  Mpenapatamu, [po: MaHKpeatut, nepudepuyHy Helponatiio Ta
TPOMOOLMTONEH 0. 3B'I30K 3 JIIKYBaHHAM HeBipamiHOM He miaTBep/keHuid. [ToBinomnents npo
pozaanau y renarodijliapHii cucremi Ta HUPOK OYJIU JLyKe piAKHMM.

Y BlUl-indikoBanux  XBOpHUX 3 TOKKMUM  iMyHoAediuMTOM  HAa  noyaTky  JiKyBaHHs
AQHTHUPETPOBIPYCHUMH [pernapaTtamMyi MOXKe BUHHKHYTH 3anajibHa peakilisi Ha acuMNToMatHyHy abo
pesuyaibHy OMOPTYHICTHUHY IH(EKUIIO Ta CIPUYUHUTH TAKKHI KIIHIYHHIA cTan ado 3arocTpeHHs
CUMITOMIB.

Mlkipa i migmkipai TRanuan. HalTUNoBimuM KAIHIYHUM NpoABOM TOKcHuHocTi Hesipaniny ¢
BUCHN. Y KIIHIYHUX JAOCHIUKCHHSX y 9% nauwieHTiB 3 SBASBCS BUCHIT 1PH 3aCTOCYBAHHI CXeM
JIKYBaHHA, AKi He MICTHIM HEBipariH. Y KAIHIYHUX JOCHIKEHHSX, [PH 3aCTOCYBaHHI HEBIparniny y
24% nauieHTiB 3'ABAABCA BHCHUI, Y nopiBHaHHI 3 15% nauieHTiB y KOHTposbHINA rpymi. TaKkki
WKipHI peakuil, BUHMKAIOTL 3 4acToTolo npubausHo y1.7% npu 3actocyBaHHi HEBiparniHy. Ta y
0.2% nauieHTiB 3 KOHTPONBHOT rpynu. BucunaHHs 3a3Buvail He3uauui abo roMmipui, y Burisii
MUIAMHCTO-NIANYILO3HUX EPUTEeMaTO3HUX eJeMeHTIB, 31 cBepbexeM abo Oe3 Hboro, Ha Tynydi,
obanyui H kinuiskax. IlToBigomsisiocs npo anepriui peakuii (Bkarouyarouu aHadinakciio, aHrio
HEBPOTHUHUIT HAOPAK | Kponue'sHky). Bucunauus 6yeaiote abo camoctiiinumu, abo sk ckiajona
CHHJIPOMY FiNepuyTAHBOCTI, 1110 XapaKTepU3y€EThCA BUCHIIOM, 3arajlbHUMHU CHMITOMAMHM, TAKUMH SIK
MponacHuUA, apTpairis, mianbris i aimgaaeHonaris, Tak i BicLepalbHUMH YIIKOKEHHAMM, TAKUMH
AK renaruT, eo3uHo(iIifA, rpaHy/JoudT onedia i HupkoBa auchyukuis. [losizomasnocs npo
netanbHi HacHiaky cunapomy CriseHca-JKOHCOHA, TOKCUHMHOIO erijJepMaibHOro HeKpolizy Ta
cuHapomy rinepuyTiauBocti. [lepepaxkna OinbliicTh BUNAAKie BUCHIY OYAb-AKOT THIKKOCTI
TPAnAfs€ThCsl MPOTAroM nepuinux 6 TvxkHIB Tepanii. Jleski Bunaaku norpedysanu rocnitanizauii,

OJIMH NauieHT noTpedyBaB XipypriuHoro BTpyYaHH.

[uerpykuist st 3acTocy BanHst JMiKapebKOro 3acody (KiHLEBOro NpoayKTy), 3acsiicHa ,
MiAMKCOM YIIOBHOBAKEHOT 0cO0M, 110 BHCTYNAE B iMeHi 3asBHIMKa UL
1:12.2017 Kouyoeu M.C.
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T'enaroGiniapui seuma. Haitvyacrime B 1abopaTopHUX aHaji3axX CrOCTEPIraloThes Taki BiAXH/ICHHS
B/l HOpMU: MiJBUILEHHs PiBHA J1IaGOpAaTOPHUX MOKa3HWUKIB QyHKUWT nedinku, Bkaouyaoun AJIT,
ACT, ramarmoraminrtpancdepaszy, 3aransHuit Oinipy6in 1 nyxHy ¢ocedarasy. Haliuacriwe
TparISOTECA GE3CHMIITOMHI MiZIBUIIEHHS PiBHA ramaritotaminTpancdepasn. € nosiaoOMIEHHA Npo
BUIA/IKM 3aXBOPIOBAHHS HA KOBTAHMIIO. Y NAlli€HTIB, siKi OpuitMain Hepipanid, crocrepiraincs
BUMAJKK 3aXBOPIOBAHHA Ha rEMaTUT, CepHO3Hy i KUTTEBO HebesneyHy renaTtoTOKCHUHICTL Ta
daranbHuit GynMiHaHTHEA renatuT. PU3HK po3BUTKY renatuty cepes nauientis (1121 nauient) |
SKi npuiiMalii HeBIpariH npoTarom poky, Oye y aBa pasu Buuinm 1,2% nopisuano 3 niauebo 0,6%.
BianosiaHo. [Tepiui 18 THKHIB € KPUTUUHUM NEPIOIOM, KU TOTPEOYE NMUILHOTO HArsLy.

Jirn. [ToGiuni Ail, nos’s3aHi 3 HeBipaniHOM, SKi Halyactile cnocTepiraloTbes y AiTeit. noAioHi 10
THX, [0 W Y JIOPOCIHMX, 32 BUHSTKOM IPaHy/JIOLMTONCHIT, fKA HaCTIilUEe CHOCTEPIracThes y AiTeil
(poci/pkents 3a yyactio 361 nauienra). Y nocTMapKeTHHIOBUX CIIOCTEPEKEHHAX aHeMis vacTiie
BuHuKama cepen aiteit. Takox y aiteit Oyau BusiBieHi piaxi Bunaaku cuuiapomy CriseHca-

JI7KOHCOHA/TOKCHYHOTO eMiIepMaibHOrO HEKPO1i3y.

[TepenosyBanmnsi.

AHTHJIOT [IpH Nepeo3yBaHHi HeBipaniny Hesigomuii. [loBigomisnocs npo BUNAAKM NEpeno3yBaHHs
B mexax Bia 800 mo 6 000 mr/moGy npotsrom 15 ni6 npuitomy. Y nauieHTiB criocrepiranmcs
HaOpsKK, By3/10Ba epuTeMa, BTOMA, MPONACHULS, roJ0BHUH 011k, 0€3COHHA, HY10Ta, IH(IALTPATH Y
nereHsX, KOPOTKOTpHUBaie 3armaMopodeHHs, O/ioBaHHS, MIABHLUCHHS pIBHS TpaHcamiHas i

3MEHIeHHs Macu Tina. [licas npunuHeHHs npuidoMy npenapary BCi siBULLA 3HUKANH.

@apmakoaorivHi BJIACTHBOCTI:

Mexaniszm aii

Hegipanin € Henykneo3uaHum iHriditopom 3sopoTHoi TpaHckpunrasu (HHI3T) BUJI-1. Hegipaniu
OesrnocepeIHBO 3B'A3YETHCS 13 3BOPOTHOIO TPAHCKPHUNTA3010 | Onokye akTueHicTh PHK-3anekHOT |
JHK-3anexnoi JIHK-nomimepasu, BHKJIMKAIOMM PYHHYBAHHS KaTaliTHYHOrO CalTy LLOrO
(depmeHTy. AKTHBHICTH HEBipaniHy He KOHKypye 3 Tpudochatamu maTtpuii abo HYKICO3HMILIB.
Hegipanin e iuridipye 3sopotny tpanckpunrtazy BIY-2 i JIHK-noniumepasu knitun eykapior
(rakux ax JJHK-nonimepasu moaudu o, p, y abo o).

[HeTpyKuist st 3aCTOCY BaHHS! MiKaPCHROro 3aco0y (KiHUEBOrO MPOAYKTY), 3acBiaucHa

MiAMUCOM YIIOBHOBXKEHOT 0COOM. 1[0 BUCTYMAE B iMeHi 3asBHuka 7 .
11.12.2017 Kouybeu M.C.
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Cmiukicmeo.

In vitro BCcTaHOBNEHa MOXIHMBICTb nosieu i3onatie BIY 3 nonuxkenoto wyrausicrio (y 100 - 250
pasiB) 10 HeipamiHy. VY HOCHI[DKEHHAX BMNPOAOBXK 12 THXKHIB MOHITOPUANUCH (EHOTHMIYHI |
reHOTHNiYHI 3MiHK i301aTiB BIY, BuaineHnx y nauieHTis, aki oTpuMyBany Hepipanin abo Heiparni
B KomOiHauil 3 3um0ByArHOM. JI0 BOCBMOI0O THXKHS MOHOTeparii npenapaToM B yCiX OOCTEmKEHUX
nauienTie Oynu BumineHi izomatu BIY, uyTnuBicTh sfiKMX 10 HeBipamiHy in vitro Oyna noHuxkKeHa
Oinbin Hixk B 100 pasiB B MOpiBHAHHI 3 MOYATKOBOIO i BUsABJICHI ojiHe abo Oinblue YyUCIo MyTallii |
L0 acouiroeThes i3 cTiMKicTio 10 HeBipaniHy. KombiHoBaHa Tepanis HeBipaniH Ta 3MJA0BYAHH  He
3MiHIOBala 4acTOTy BHMHUKHEHHS BipyciB, cTilikux 10 HeBipaniny, abo cTyniHb cTiKOCTI 110
Hesipaniny in vitro. ¥ nocniukenni INCAS renotuniyna i deHoTuniyHa CTifikicTs OLIHIOBANACA Y
MauieHTiB, OTPUMYBajM HEBipaniH y ckiajai norpiiHol Ta noasiiiHol komOiHOBaHOT Tepanii, iy
MaLieHTIB, AKi B KOHTPOJBHIH rpymi, HE OTpUMYBAIW HeBipaniH. Y nauieHTis, 10 paHilie He
OTPUMYBAJIN AHTHPETPOBIpyCcHOT Teparii (uucino CD4 knitun ckinanano 200-600/Mm°). 1pOBOAMAOCH
NikyBaHHs Hesipanid + 3uaoBynH (N = 46), s3uaosyaud + auaanosus (N = 51) abo wesipaniu +
suaoByauMH + aupanozud (N = 51); crnocrepeskeHHs 3/IHCHIOBANOCS BMNPOJOBK 52 THIKHIB
nikyBanHs abo Oinbiie. BipycosoriuHe ofcTeKeHHS NPOBOAMAOCH Ha nouyarky. depes 6 i 12
micsauis. Meroa ouinku (GeHOTHIIYHOT CTIHKOCTI, 10 BUKOPHUCTABCS, BUMaras Ul 3AIHCHEHHH
amruigikawii Bipycy npucytHocti, aK Minimym, 1000 konii/ma PHK BIY. V 3 rpynax (o 16, 19 ta
28) nmauieHTiB, 10 BUBYAIKMCS, OYJIM BU/IIIEHI MOYATKOBI i30M19TH, JOCTYNHI Ans aocaiakerns. L
NaLieHTH OTPUMYBAJM JTIKYBaHHA NpuHaiiMHi, npotarom 24 TuxkHis. Ha nouarky narosouysanocs
n'aTh BUnNaakiB (eHoTHMmiuHOI CTiHKOCTI A0 HeBipaniny: 3HaueHHs [C50 y Tpbox 3 HuX
niasuimmianca B 5-6.5 pasis. a y asox — Oinbw Hisk B 100 pasis. Hepes 24 tvikHi BCI i300ATH. AKI
BAAJI0CS BUIIJUTH Y NMALIEHTIB, IKi OTPUMYBAIK HEBipariH, OY/IH pe3UCTEHTHI /10 LILOIO Mpenapary.
Yepes 30-60 TuxuiB noaioHi i3oaatu oyau y 18/21 (86%) nauientis. Cynpecis Bipycy Huwikue 3a
MeXKy Horo BusBieHHs Oyia gocsaruyra y 16 nauienris (<20 korii/mia - y 14, <400 koniit/min - y 2).
[Ipy BUKOpHCTaHHI JOMYLIEHHA NPO Te, WO cynpecis Huxue <20 Konii/mMia ykaszye Ha 4yTaHBICTb
Bipycy a0 mpenapaty, Oya0 BCTaHOBJIEHO (LUsXoM Oe3nocepeaHbol abo HenpsiMoi OLIHKM), [0
YyTIMBICTE 110 LbOro npenapatry 30epiranacs y 45% (17/38) nauicuris. Bei nauientu, saci
OTPpUMYBANM HeBipaniH + 3WIOBYAMH Ta Ti [0 TECTYBAIMCH HA HAABHICTHE (PEeHOTUNIYHOT

PE3MCTEHTHOCTI, Yepe3 wWicTh MicsAUiB Oy/u CTiiiki 10 HeBipaniHy. 3a BeCh NEPion CnocTepeKeHHs

IHeTpyKRuis 115 3aCTOCYBAHHA JIKAPCLKOT0 32¢00y (KIHUEBOro NPOAYKTY), 3aCBij14eHa
MMTUCOM YIIOBHOBaXKEHOT 0COOH, 1110 BUCTYNAE Bijl iMeHI 3asBHUKA LA Lo
11.12.2017 Kouwyoeu M.C..”
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BCTAHOBJIEHHUH OJIMH BHUIMAA0K CTIHKOCTI 0 AMAaHO3HHY. PE3UCTEHTHICTE /10 3WI0BYANHY BHHHKaA
yactime uepes 30-60 THXHIB, 0COBJMBO Yy MALIEHTIB, 110 OTPUMYBANW MOABIHHY KOMOIHOBAHY
Teparniio. [pyHTyiounch Ha ganux npo 36inswenns [CS0, 6yno BeranoBneHo, wo cTifikicTs 10 ZDV
BUHUKAE, MaOyTh, pijlle y Malli€HTiB, AKi OTPUMYBANH HEBIpariH + 3WAOBYAMH + AMAAHO3MUH, HUM Y
nauieHTiB iHIIUX JTiKyBanbHUX rpyn. BigHocHo criiikocti no Hegipaniny 6yno nokazaHo, 1o Bci
OTPUMAaHI i30JIATH MaaH, K MIHIMYM, OAHY MyTauilo, Noe's3aHy 3 pesuctenTHicTio. Haliuacrie
oauHuyHMM 3Minam niggaBanres K103N i YI81C. Takum 4MHOM, 3aCTOCYBAHHS BUCOKOAKTHBHMX
pekHUMIB  JiKapchKoi  Tepamii  CYNpOBOIKYEThCA  YMOBIAbHEHHAM  PO3BHUTKY  CTilikocTi 210
AHTHPETPOBIpYCHUX 3aco0iB. ['eHOTHUNHM, 10 KOpPemolTh 3 (EHOTHNIMHOK CTIHKICTIO /10
HeBipaniny. iaeHTHdikoBani y 12 i301aTiB, BUAUIGHMX 3 NNa3MM MALEHTIB, L0 OTPUMYBA/IH
notpiitny Tepanito. Lli naui, orpumani B nocaiukenni INCAS, nokasyrors. 110 3acTOCyBaHHs
BUCOKOGKTHBHMX PEHKHMIB JIKApCbKOT Teparnii CyNpoBOMKYETHCA YIOBUILHCHHAM  PO3BHTKY
PE3UCTEHTHOCTI 10 AaHTUPETPOBIPYCHHX TMpernaparis.

Kuiniuna sHagywicts (GeHOTHNIYHMX Ta (EHOTHMIYHUX 3MiH, MOB A3aHUX 3 BUKOPUCTAHHAM
HeBipaniHy He BcraHoBieHa. [lpu BMKOpucTaHnHi HeBipanina B KOMOIHAWIT 3 JeKilbKOMA iHUIHMH
HHI3T yac BUHUKHEHHS CTIHKOCTI /10 HEBiparniHy in vitro. He 3MIHIOBANOCS.

[lepexpecna cmiuikicme.

Y 10CHiUKeHHAX in vitro BCTAHOBJICHA LIBUJKA rossa wramis BIY, mo BosoailoTh nepexpecHoio
critikictio no HHI3T. Jlaui npo nepexpechy crilikicts Misk npezacrasuukom HHI3T weipaninom i
HYKICO3HHUMM IHTI0ITOpaMK 3BOPOTHOT TPAHCKPUIITA3M J1yKe OOMEkKEH.

V J0CHiDKeHHIX i1 vilro NOKa3aHo, M0 CTIHKI 10 3WAOBYAMHY i30J5TH, OTPUMAHI Y HOTHPBOX
nauicHTiB, 30epirajn QyTAMBICTL 10 HeBiparniny, WO | CTIHKI 10 nesipaniny i3048TH, OTpUMani y
LIECTH MalicHTIB, OYJAW uyTJMBI 10 3MJIOBYAMHY Ta AuaaHosuny. [lepexpecna cTiHKicTb MiK
HeBipamiHoM i iHridiTopamu nporteasn BIY manosiporiaHa BHacHiI0K BiaAMiHHOCTEH (epmeHTiB-
«MilLeHe.

[TepexpecHa pesuCTEHTHICTH cepell 3apeecTpoBaHMX 10 Tenepiwnboro uvacy HHI3T wmpoko
notwupena. Paa reHoTHMNiYHUX A0CHIDKEHb CBIAYMTL MPO Te, 10 y pasi HeeeKTUBHOCTI SKOro-
nedyas HHI3T y GiabirocTi uMX nauie€HTIB BUABAAIOTBCA LITAMHU BIPYCIB, 1O XapaKTEepPU3VIOTHCH
NepexpecHoo CTIHKICTIO A0 iHwWoro npenapary 3 wiel rpynu. [laui, 110 icHyloTb B jaHuii uyac

YKa3yloTh Ha HeIOLIbHICTh MOC/iI0BHOTO 3acTocyBaHHs pizHux HHIZT.

IncTpyKuis st 32CTOCY BAHHS JIKAPCLKOI0 3ac00y (KIHHEBOIo HPOAVKTY), 3daCBiA4CHd
3 j
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PapMakoAMHAMIYHI BJIACTHBOCTI.

Brums HeBipaniny BHBYanM TpM NiKyBaHHI HAiBHWX Ta MALi€HTIB, AKi paHille oTpUMyBau
AQHTHPETPOBIPYCHE JIIKYBaHHS.

Pesynpramu jpocnikeHHs TpuBasiol Tepanii HeBIpamiHOM + 3MAOBYIAMHOM + JWAHO3MHOM Y
TOPIBHSAHHI 3 3UIOBYAMHOM + JMAaHO3MHOM y 398 xBopux, BUJI-indikoranux (cepentiii BuxiaHmii
pisens 153 CD4 + knituan/mm’; PHK nnasmu BIU-1 4,59 log)o Komii/ma), ski oTpumyBau
uoHaiimeniue 6 micauip HI3T no nouarky gocnimxenns (8 cepeansomy 115 Tusknis). Li nauienty
NPOJIEMOHCTPYBAIM 3HAYHE TMOJIMIUEHHS  MicAs MNOTPiIHHOT aHTHpeTpoBipycHOT Tepanii,
MOPIBHSAHHI 3 NauieHTaMu, AKi OTPUMYBaIM ABA JiKapCbKi 3aC00M BIPOIOBXK OIHOTO POKY. AK Y
KizpkocTi BipycHoi PHK, Tak i y kinbkocti CD4 +.

Tpusanicts BiAMOBIAI NPOTArOM WOHAMEHIIIE OHOTO POKY BY1a 3a10KYMEHTOBAHA B A0CIAKEHH
(INCAS) anst rpynu, sKy JiKyBanu HeBipa MiH + 3MAOBYAMH + JMIAHO3WH, Y MOPIBHSHHI 3
3UI0BYAHHOM + JIMIaHO3HHOM abo HesipaniHoMm + sugoByauHoM. Y 151 nauieHtie 3 KiabKicTio
kaitnn CD4 + 200-600 it / mm® (cepenniii pisens 376 KkniTunu/mwm’®) Ta cepejiis Haszosa
konuentpauis PHK BIJI-1 B nnasmi kposi na pisui 4,41 log, koniii/mn (25.704 koniit/ma).
[Mawientn npuitmanu Heipanin no 200 Mr oauH pas Ha 200y NPOTATOM ABOX THKHIB, MOTIM 110 200
MT ABidi Ha aenb abo muaue6o; suaoByaud — 200 Mr, TpW pasu Ha JeHb; auaaHosud, 125 aGo 200
M ABiYi Ha JeHb (B 3aJ€iKHOCTI Bifl Baru).

[Hii  pocnmipkeHHs OXOMMOBaAM BHBYCHHS BIUIMBY HeBipaminy B KOMOIHAWii 3 Takummu
AHTHPETPOBIPYCHUMM Mpenapatamu, K HANPUKIAL: 3aMiuMTalbiH. CTaBYAUH, JaMiBYIHH, IHAMHABIP,
putoHasip, Headinasip, cakpiHaBip aGo noninasip. Jlanux npo HOBI Ta npobieMu 3 Gesnexoio A
uux KoMOiHalLii He BUABIEHI.

Y Xofi AOCHiUKEHHA TPOBOAMIACA OLIHKA CHIBBiAHOMWIEHHS MNONB3A/PUIMK  3ACTOCYBAHHS
JIKapChKUX 3ac00iB y KOMOIHALIAX Y NalienTiB, fKi He MalOTh CTIHKICTD /10 IHriBGiTOpiB NpoTeas.
Pesucmenmuicmo npu nepunamanvuiii mpanemicii.

Y Box focnifkeHHs OUiHIOBaNHM e(eKTHBHICTH HEBipariny s nonepe/ukenHs BEPTHUKAJILHOT
nepedadi indekuii BUJI-1 Bin marepi 1o antuuu. Jlume matepi orpumysann AHTUPETPOBIPYCHY
Tepanito Mmij 4ac 1ux JA0CIi KEHb.

Y iHwomy KAiHi4HOMY nOCIiKeHHI, nposeseHomy y [liBnenuiit Adpuui, napu Mmaru-

<

HOBOHApOLKeHUH Oyan panaomizosani Ha asi rpynu — | rpyna, matu: 200 mr nesipaniny na

lnerpykuis a5 3acTocyBanust JiKapebKOro 3acoby (KiHUeBOro npoaykTy), 3acsi 4eHa
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noyarky nosoris Ta 200 mMr HeBipaminy uepes 24-48 roauH: HeMOBAATA: 6 MI/KT HeBipaniny uepes
24-48 roauu) abo 2 rpyna, maru: 600 Mr 3MA0BYAHHY Ha noyarky nosorie Ta 300 Mr koxHi 3
FOJIMHM MiA Yac nojoris , notiM 7 axis 300 Mr 3UIOBYAMHY Ta 150 Mr namiByauHy; HemosasTa: 12
MI/KT 3UAOBYIMHY Ta 6 MI/KI BIPOAOBK 7 AHIB (pH Maci HeMOBAATH < 2 Kr, 4 mr/kr 3UIOBYAMHY
Ta 2 mr/kr Brpososxk 7 aHiB. MiX Mepuiow Ta APYroko rpymnoio uepes 6-8 THKHIB He
BUABJICHO CYTTEBOI pisHMUi y uactoTi mepeaaui BUI-indexuii, 5,7% (n=652) ta 3.6 (n=649)
BIANOBiAHO. Binbmuii pusuk nepenaui indekuii 6yB y TMX BHMazkax, Kouiu nikapcbKi 3acoly
3aCTOCOBYBAJIMCS B MEPIOJ MEHIINH UMM 2 FOAMHM [0 104aTKy noforig. Y aociimkeni SAINE 68%
MatepiB, sKi He OTPUMYBAIM HeBipariH, Oyl BUABNEHI PE3UCTEHTHI WTAMU MPUOIH3HO uepes 4
THIKHI [1icJ1s 110J10T1B,

Pu3HK po3BuUTKY renaToTOKCHYHOCTI /Ui MaTepi Ta JMTHHM iCHye vy BUNAAKY KOJIM HEeBipariin
NPUIMAalOTh y AKOCTI MOHOTEpAMiT.

Y 3aKpHTOMY PaHIOMI30BAHOMY NOCII/LKEHHI, JKIHKKH NpuiiMany Hemipamin  BHpoAOBK yeiel
BAriTHOCTI, He Oy/0 BHABICHO 3MEHIICHHA YACTOTH Mepesadi BUI-indekuii, v nopisHanui 3
JOCIIUKEHHAMH Y AIKMX 3aCTOCOBYBAIM HEBIpafiH OJAHOPA30BO reped nojoramu. B LUBOMY
JOC/IUKeHHT pU3HMK nepesiaui OyB Tex A0CHTb HU3bKUM 1,3% B rpyni, sika OTpUMYBa/ia HeBiparit.
ta 1,.4% y rpyni niaue6o. Byno sadikcoano, wo pisens cepeannoi 6a30Boi koHuenrpauii PHIK ne
BIIMBAE Ha 4acTOTy nepepadi iHdekuil. ¥V 15% 3 395 kiHOK po3BMHYNAach Pe3UCTEHTHICTL /10
HeBipaniHy Yepe3 6 THKHIB Mic/as noori.

MapmakoKiHeTHYHI BJACTHBOCTI.

®apmakokiHeTHka y jgopociux. Hesipaniu nerko Bemoktyetses (> 90 %) micas NepopanbLHOro
MPUAOMY y 3J0POBUX JHOJeH i y nopocaux. indikoranux BIU-1. Abcomorna GionocTynuicTs y
3/I0POBUX Mic/si MPUITOMY pasoBoi 103 cKiajaia 93+9% (cepenHe 3HaueHust) s
Tabiuerku 50 minirpam ta 91:8% ans posuuny. Ilikosa KOHLIEHTpAllisl HeBipaniHa B niasMi Kposi
240,4 mxr/ma (7,5 MkM) focsiraeTbes yepes 4 roanHu rics npuitomy pasosoi a03u 200 mr. [licas
Oaratopa3oBoro npuifoMy mikoBa KOHUEHTpallis HeBipanina B Mesxax 103 sig 200 10 400 M/ 100y
3pocrae niHidHO. Jlawi mpeacrasieHi B jiteparypi crocosHo 20 BUI-indikoBanunii nauienris
CBIZYATBH MPO AOCATHEHHS CTabiIbHOTO CTaHy KOHLEeHTpauil Cinax 5,74 mkr/mn, Chin 3.73

bkr/mit (3,20-5,08) ta AUC 109,0 MKr/mi/rogamua (96,0-143,5) npwu sacrocysanni 200 wmr

lnerpykuis s 3actocysanus AikapesKoro 3acody (KiHUeBOro npoayKry), ?Elt.lilﬂ‘lLHd
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HeBipariny. Haii6Gine siporiaHo, mo npu moctiiiuiii KOHUEHTpauil Oinbln Hik 3,5 Mmkr/ma
JIOCATAETHCs CTIMKMH TepaneBTHYHUH edeKT.

Posuun a5 nepopanbHOrO 3actocyBaHHS Ta TaGAeTKM MaloTh Taki 3k cawmi (hapMaKOKIHETHY Hi
TMOKAa3HUKH y B3aEMO3AMIHHHX /03aX.

Hi Toxa, ni antaummni 3aco6u a6o sikapcehki npenapati, Ha OCHOBI nyxHoro 6ydepy (Hanpuknan,
JIMIAHO3WHY) HA BCMOKTYBAHHS HEBIpaNiHy He BIUIMBAIOTH.

Hesipanin € ninodinerum i mo cyri Heionizopaumii npu Gisionoriunomy pisui pH. Ilicns
BHYTPIIIHEOBEHHOTO BBEIEHHS 00’ €M posnoainy (Vdss) Heipaniny cranosus 1.21 + 0.09 n/kr. o
CBIAYMTB MPO Te, 0 HEBipamiH A06pe BCMOKTYETHCS. Hesipanin jsierko npoxmukae uepes niauenry i
ONHMHAETBCS B rPYAHOMY MoJiolli. Banseko 60 % HeBipanina 3B's3yetbes 3 Giakamy 11a3mu KpOBi B
jianasoni nnasmoBoi kouueHtpauil Bia 1 a0 10 MK/ Konuenrpauis Hesipanina 8
CIIMHHOMO3KOBIA piauMHI MOAMHK cknagana 45 % i itoro KOHUEeHTpauii B nnasmi kposi. [le
BIIHOIEHHS PUGIN3HO AOPIBHIOE YACTHHLL, sIKa He 3B'A3YEThCA 3 OlJIKaMK M1a3MH KPOB.
Hesipanin Giotpancdopmyerses yepes okueIrOBaMBHUIT MeTaBoI3M 34 yuacTio uuroxpomy P450
10 JeKUIBKOX MeTaboniTiB, wo riapokeumoerses. Jlocaimkenis in vitro MIKPOCOM MEYiHKH
JIOZMHA JIAI0Th MiACTaBY JOMYCKATH, [0 OKUCTIOBANBHUI MeTaBonizm HeBIpaniny 3AiHCHIOETLCS
Oesnocepestbo isophepmentamu uuroxpomy P450 3 pany CYP3A, xoua inwi isopepmentu mokyTs
paTH JI0JIaTKOBY POk,

[1pu npuiiomi weBipaniny B 103i 200 mr asiui Ha 100y Ta NPy 3aCTOCYBAaHHI OHOPA30BOT 1031 50
MI MC-He:BiparliH pamgioakTMBHO mo3Havyenuii (91,4 + 10,5 % CTaHIapTHOI J103M) HeBipaniu
BHBOJMTHLCH NMEpEBaxKHO 3 cevero (81,3+ 11,1 %). a nesnayna yacTHHa — 3 texanismu (10,1+ 1,5 %).
[lonan 80 % panioakTuBHO nozHauenoro HeRiparniny B ceui CKAAAAIOTL FAIOKYPOHIAHI 3'€AHAHIS
FIIPOKCHIBHUX  MeTaboniTiB.  Takum  umHOM. MeTaGomisM unroxpomy P450, kowu’torauis
FIIOKYPOHiZY  Ta  ©KCKpeWisl IMOKYPOHI30BAHMX — MeTaGoniTis e OCHOBHHM  ¢rocofom
bioTpancopmanii i Buesenns Hesipaniny v mozeit. Tinbkn HeenMKa YacTica <5 % panioakTueHO
MO3HAYEHOTO HEBipaniHy, mo Bianosizae <3 % Big 3BMUAHHOT 03M BUBOAWTLCH B HE3MIHHOMY
crani. Ekckpeuis Hupkamu Bigirpae nesnauny posy Y BUBEJIEHHI HeBipariiny.

Hesipanin € iHaykTopoMm MeTtaboniynmx depmentis  uutoxpomy P 450 neuinku. B Mipy

MPOAOBKEHHS JiikyBaHHS npH 1031 200-400 mr/a06y nporsrom 2-4 TwkHIB (apmakokineTHka

IHeTpykuis aas 3acrocyBanus JIKAPCBLKOro 3aco0y (KiHeBoro NPOAYKTY), 3aCBiUeHA
NS B AT
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XapaKTePU3YEThCA NPUOMH3HO  1,5-2-pasoBuM 36iNbIICHHSAM BUAMMOTO KipeHcy HeBipaniHy
TMOPiBHAHO 3 0ZHOPA30BHM IIPUHOMOM.

AYTOIHJIyKILisl TAKOX NPUBOJIMT J10 BiATOBIAHOrO CKOPOUEHHS repiofy HamiBpo3masy Hesipariny B
nnasmi kposi 6.143bK0 45 rOJMH Npy pa3osiit 103i | 6au3bko 25-30 roauH micns OaratopazoBux 103
200-400 mr/aio.

Hedocmamnicmo ynryii nupox. ®apMakokiHeTHKY HeBIpaniHy mic/s npruiiomMy 01HOPa30BOT 103K
nopiBHIOBany y 23 nauieHTiB 3 sierkoro (50 KKp <80 m / x8), a6o nomipHoto (30 KKp <80 mn / x8)
HUPKOBOIO AUCHyHKLIEIO ab0 THKKOI0 GOPMOIO, fKa BUMArae Aianisy, nopyueHns hyHKiii HUpOK
Ta y nauieHtis 3 HopmansHoo (KKp > 80 mi / xB). Hupkosa HezoctaTHicTs (HesHauHa, nomipHa i
BAKKA) HE MPUBOAMTL 10 OyAb-AKMX AOCTOBIPHHUX 3MiH (hapMaKkoKiHeTHKH Hesipariny. [lpore vy
NAUIEHTIB 3 KIiHUEBOK CTAli€l0 HUPKOBOT HEAOCTATHOCTI, AKA BUMArac alanisy. nporsrom
THIKHEBOT'O NEPio/ly eKCMO3ULIT BiAMIYANOCh CKOPOUYEHHS 1101 i/ (hapMakoKiHETHUHOIO KPHBOIO
(mani — AUC) nesipaniny Ha 43,5 %. Takok Mano Miclie HAKOMHYCHHS B [149Mi KpoBi meradositin
riapokcunesipaniny. Omxke, 11s KoMHIeHcallii edexry Alanisy Ha KiipeHc Heiparniny MoxkHa 6y10 6
MIACHIMTH Tepanito HeBipaniHOM 04aTKOBOKO Hioro 103010 200 Mr nics KOXKHOIO ceaHcy aializy.
B inmux Bunankax nauientu 3 kaipencom kpearuniny 200 mu/xe He noTpedyioTh KOpekLii 103u
HeBipaniny.

Hedocmamuicmo ¢ynryii nevinku, byno MPOBEICHO AOCIIUKEHHS i3 3aCTOCY BAHHAM CTaHAapTHOIO
A03yBaHHsI, B AKOMY nopisHioBau 10 nauieHTis 3 1erkoio ta nomipHoio AUCYHKLIEIO NeYiHKH, Mo
Haiina-n’to <7 . Lle pocnimkeHns 3acBiidniI0, Wo Taki nawieHTH He notpedyioTs Kopekuii 1o3m. Y
BUNAJKY 3 nadicHramu 3 aucyukuiero nevinku, no Yaiina-n’io six 8 ta acumurom MOXKYTb MaTH
PU3HK HAKOTIHYEHHS HERIpaNiHy B CHCTEMHOMY KPOBOOGITy.

Xoua y KiHOK HIKYE KITipeHC HeBipariny, unm Y HOJIOBIKIB, HE CHOCTEPIranocs KOAHUX 3HAYHMX
FCHICPHHX BIAMIHHOCTEH Yy KOHUEHTpALAX [1a3Mu HEBIpaniHy micns OAHOPa3oBOT 103N,
®apmakokinetnka Hesipaniny y BlJI-indikosarmnx JAOPOCIUX, HE 3MIHIOETHES 3 BiKOM (aianazon 19-
68 poki) abo pacu (HOpHWI, NaTHHOAMEPHKAHCHKUIT UK asiatchbknii). Hesipanin cneuiansHo He
JIOCHIJUKYBABCA MPH 3aCTOCYBAHHI MalieHTaMu crapuue 65 pokis.

Dapmarokinemuxa y dimeil. ®apmakoKiHeTHUHI J1aHi HeBipaniny Gyiu OTPUMAaHI 3 [IBOX BEIMKHX
JUKEpEI: MeAlaTPUYHOrO J0CIiKeHHs 3a yuacTio 9 BlU-1-no3sutusinx nauieHTis y siuwi sin 9

MicauiB 1o 1, skuM npusHavanu OJHOpa30BY 1103y HeBipaniny (7.5 mr, 30 mr ado 120 mMu Ha M-

IHeTpykuis s 3aCTOCY BaHHS JIIKAPCHLKOIo 3ac00y (KiHLEeBOro NPOAYKTY), 3du;t;[lluld
[AMUCOM YIIOBHOBAXKEHOT 0COOHU. 1110 BUC TYIAE Bijl IMEHI 3agBHHKA e
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n=3) nepopaibHoi cycnensii. Byno scranosneno, wo AUC Ta nikosa KoHUEHTpallis 36ibwyeTbes
MPONOPUIHHO 301IBIIEHHIO I03H.

[Tin yac Apyroro OCHiUKEHHs MepopaibHa CycneHsis a6o TabneTku HeBipanid Oynu npuzHaveHi y
no3ax Bix 240 no 400 mr/m*/no6a B AKOCTI MOHoTepanii abo B komGiHauil i3 3ua0ByAMHOM abo
3UIOBYAMHTIIaH03KH 3a yuacTi 37 mauientie 3 BlJl-indekuicro 3 uactynuoio aeMorpadiero:
4osioBiva ctath (54%), pacosi menmunn (73%), Memianuuii Bik 11 Micsuis (niana3on: Bij 2 micauis
no 15 poxis). Lli mauientu orpumysanu 120Mr/m*/106a MPOTATroM MPUOJIN3HO 4 THIKHIB, a MOTIM
120 mr/m*/Biui Ha 100y (naiientn > 9 pokis) a6o 200 mr/m*/aBiui Ha 106y (nauientd < 9 POKiB).
Kiipenc wHesipaniny — focsras Makcumansux 3HaueHb y Biui Big 1 g0 2 POKiB, a MOTiM
3MEHLIYBAOCA 13 30ibleHHaM BiKy. OueBHaAHMIl KiaipeHc HEBiparniHy 3 ypaxyBaHHSsM Baru Tina
OyB npuGiu3HO BABIYI Ginbunm y aitedt y siui 10 8 pokiB y nopisHsHHI 3 Jaopociaumu. llepion
HANIBBUBEICHHS HEBIpPAIiHY /Ui J0CIIKYBAHOT rpynu B wizomy crany ckaas 25,9 + 9.6 roauw.
Ilpn nosrotpusanomy sacrocyBanni npenapary cepesmi nepion HarniBBuBeAeHHs Hesipaniny
3MIHHBCS 3 BIKOM HACTYNHMM HMHOM: Bin 2 micauis 10 | poky (32 roamnu). pin | 1o 4 pokie (21
roauHy), Bia 4 10 8 poxis (18 romu), Ginbiue Hixk 8 pokis (28 romnn).

Hoxainiyui g1ani moao 6e3nexn

Hokniniuni nani He BuABMIM koAHO! 0COOMMBOT Hedesneku Juis JOAMHKM, KPiM - THX, 110
CToCTEpiranues B KIHIYHMX JIOC/HUKEHHAX HA OCHOBI TPasMUiiiHMX A0CTiMKeHb Oe3neKH.
(hapmakonorii, TOKCHYHOCTI [OBTOPIOBAHOT [03M Ta TFEHOTOKCHUHOCTI. Y MOCALUKeHHAX 3
PEMpOYKTHBHOT TOKCHKOJIOri M0Ka3aHO nopyiuenus (eprTuibHOCTi y uypiB. Y A0CHiIKeHHAX
KaHUEPOreHHOCTI HEeBipaniH iHyKye 3pOCTaHHs MyX/AHMH NMeYiHku y wiypis Ta mutueii. L1i aaui ans
ULYpIiR, WIBMJINE 32 Bce, MOB’S3aHi 3 THM, 110 HEBIpaMiH € CHIBHUM THAYKTOPOM [€4iHKOBHX
(hepmenTis, a He yepes reHOTOKCHUHMIT i10. MexaHism i Ha MYyXJIMHK Y MULLEH L1e He 3°ScoBaHo,

TOMY X Bl)lflOBl,[[H[CTb CTOCOBHO JHOJIMHHU 3aJMLLIACTLCS HE BU3HAUYEHOIO,

Tepmin npuaaruocTi.
60 micsitin
Ocob.ansi 3an06ixui 3axoau npu 36epiranni.

[pu remnepatypi e e 30°C B opuriHanbHiii yakosLi.

lHeTpyKuist a5t 3acTocy BanHst AiKapeLKOTo 3ac00y (KiHUEBOro NPOAYKTY), 3aCBi; ltiujd
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Tun Ta BMiCT NepBHHHOT YIIAKOBKH,

[TnacTukoBuii kourteitHep Ne 60.

Iocnaanus:

1. KXJI3 tabaerok Bipamyn 200 mr (Boehirnger Ingelheim, BenukoGpuranis)
2. KXJI3 tabnerok Bipamyn 200 mr (Boehirnger Ingelheim, CILIA).

3. Jlikapebknii qoBiauuk, 60-e Pen., Ct. Ne 903 - 909.

Bupoduuk:

F4, F12, M.I.JLK. Maneraon, Cinnap, Hawmnk — 422 113, Maxapaiutpa, Inais
Makeryerbes:

Martpike — nigposain komnauii Minan Jlaboparopiec Jlimite.

Jluneus 2012 p

[HeTpyKuis 145 3acTocyBanus JiKapebKOro 3acody (KiHuesoro MPOIYK’ n), sauu,ltium
HIAMUCOM YIIOBHOBAKEHOT 0COOM, 110 BUCTYNAE Bin iMeni 3assrnka [ )/ o)
11.12.2017 KouyGeit M€,




Hesipamnin 200 mr, TabieTku
W

Jlo peecTpamiifHOro MOCBLAYCHHS

Ne_(14/16592 [0£/OF

Bin #L. /R 17

IndopMamniss Ipo 3acTOCYBaAHHS JIKAPCHKOT0 3ac00y (KXJI3)
IS BUPOOHHYOT UTBHHIL PO3TANIOBAHOI 32 a/IPECOI0:

ITiom Ne H-12 ma H-13, MIZTK, Baxyooc Inoacmpian Apea,
Aypanzaoao- 431 136, Maxapawmpa, Inois

3aCBiUEHAMNIANIUCOM YIIOBHOBKEHOT OCOOHM, 1110 BUCTYTIAE B1/1
iMeH1 3assBHUKA

M
3asBHUK/Bupo6Huk «Minau Jlabopatopiec Jlimitea», Inaia 2017 pik




Jlo peecTpauiifHOro MOCBiUCHHS
Ne

Bin

Nevirapine Tablets USP
200mg

Label claim
Each tablet contains
Nevirapine USP 200mg

List of Excipients: Lactose monohydrate, Microcrystalline cellulose, Povidone (K 30). Sodium
starch glycolate, Colloidal anhydrous silica, Magnesium stearate.

Therapeutic indications

Nevirapine is indicated as part of combination therapy for the antiviral treatment of HIV-I
infected patients with advanced or progressive immunodeficiency.

Most of the experience with Nevirapine is in combination with nucleoside reverse transcriptase

inhibitors (NRTIs). There is at present insufficient data on the efficacy of subsequent use of

triple combination including protease inhibitors (PIs) after Nevirapine therapy.
Posology and method of administration

Nevirapine should be administered by physicians who are experienced in the treatment of HIV
infection.

Patients over the age of 16 years: The recommended dose of Nevirapine is one 200 mg tablet
daily for the first 14 days (this lead-in period should be used because it has been found to lessen
the frequency of rash), followed by one 200 mg tablet twice daily. in combination with at least
two additional antiretroviral agents to which the patient has not been previously exposed.
Resistant virus emerges rapidly and uniformly when Nevirapine is administered as monotherapy:
therefore Nevirapine should always be administered in combination therapy. For concomitantly
administered antiretroviral therapy. the recommended dosage and monitoring should be
followed.

Pediatric (adolescent) patients: Nevirapine 200 mg tablets, following the dosing schedule
described above, are suitable for larger children, particularly adolescents, below the age of 16
who weigh 50 kg or more. An oral suspension dosage form., which can be dosed according to
body weight, is available for children in this age group weighing less than 50 kg.

Dose management considerations

[HCTPYKISE LISt 33CTOCY BAHHS JIIKADCHROTO 32C00Y (KIHUEBOTO HPOAYKTY), 2aCRITHCHA
MiJITHCOM YIIOBHOBAKEHOT OCOOH, IO BUCTYIIAE Bi/l iMCH] 3asBHIKA _/f/fy‘_
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Clinical chemistry tests, which include liver function tests, should be performed prior to
initiating Nevirapine therapy and at appropriate intervals during therapy.

Patients experiencing rash during the 14-day lead-in period of 200 mg/day should not have their
Nevirapine dose increased until the rash has resolved. The isolated rash should be closely
monitored.

Patients who interrupt Nevirapine dosing for more than 7 days should restart the recommended
lead-in dosing, using one 200 mg tablet daily for the first 14 days followed by one 200 mg tablet
twice daily.

Contraindications
Hypersensitivity to Nevirapine or to any of the excipients.

Nevirapine should not be readministered to patients who have required permanent
discontinuation for severe rash, rash accompanied by constitutional symptoms. hypersensitivity
reactions, or clinical hepatitis due to Nevirapine.

Nevirapine should not be used in patients with severe hepatic impairment or pre-treatment ASAT
or ALAT > 5 ULN until baseline ASAT/ALAT are stabilised <5 ULN.

Nevirapine should not be readministered in patients who previously had ASAT or ALAT > 5
ULN during Nevirapine therapy and had recurrence of liver function abnormalities upon
readministration.

Herbal preparations containing St John's Wort (Hypericum perforatum) must not be used while
taking Nevirapine due to the risk of decreased plasma concentrations and reduced clinical effects
of Nevirapine.

The available pharmacokinetic data suggest that the concomitant use of rifampicin and
Nevirapine is not recommended.

Special warning and precautions for use

On the basis of pharmacodynamic data Nevirapine should only be used with at least two other
antiretroviral agents.

Lactose intolerance: The formulation contains 464 mg lactose. Patients with rare hereditary
problems of galactose intolerance, the Lapp lactase deficiency or glucose-galactose
malabsorption, should not take this medicine.

Cutaneous reactions: Severe and life-threatening skin reactions, including fatal cases. have
occurred in patients treated with Nevirapine mainly during the first 6 weeks of therapy. These
have included cases of Stevens-Johnson syndrome, toxic epidermal necrolysis and
hypersensitivity reactions characterised by rash, constitutional findings and visceral involvement.
Patients should be intensively monitored during the first 18 weeks of treatment. Patients should
be closely monitored if an isolated rash occurs. Nevirapine must be permanently discontinued in

[HCTPYKILST IS 32CTOCY BAHHS JIKAPCHROT O 3ac00y (KiHIEBOro MPOAYKTY), mc}%-wua :
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any patient experiencing severe rash or a rash accompanied by constitutional symptoms (such as
fever, blistering, oral lesions, conjunctivitis, facial oedema, muscle or joint aches, or general
malaise), including Stevens-Johnson syndrome, or toxic epidermal necrolysis. Nevirapine must
be permanently discontinued in any patient experiencing hypersensitivity reaction (characterised
by rash with constitutional symptoms, plus visceral involvement, such as hepatitis, eosinophilia,
granulocytopenia, and renal dysfunction).

Nevirapine administration above the recommended dose might increase the frequency and
seriousness of skin reactions, such as Stevens-Johnson syndrome and toxic epidermal necrolysis.

Concomitant prednisone use (40 mg/day for the first 14 days of Nevirapine administration) has
been shown not to decrease the incidence of Nevirapine-associated rash, and may be associated
with an increase in incidence and severity of rash during the first 6 weeks of Nevirapine therapy.

Some risk factors for developing serious cutaneous reactions have been identified, they include
failure to follow the initial dosing of 200 mg daily during the lead-in period and a long delay
between the initial symptoms and medical consultation. Women appear to be at higher risk than
men of developing rash, whether receiving Nevirapine or non- Nevirapine containing therapy.

Patients should be instructed that a major toxicity of Nevirapine is rash. They should be advised
to promptly notify their physician of any rash and avoid delay between the initial symptoms and
medical consultation. The majority of rashes associated with Nevirapine occur within the first 6
weeks of initiation of therapy. Therefore, patients should be monitored carefully for the
appearance of rash during this period. Patients should be instructed that dose escalation is not to
occur if any rash occurs during the two-week lead-in dosing period, until the rash resolves.

Any patient experiencing severe rash or a rash accompanied by constitutional symptoms such as
fever, blistering, oral lesions, conjunctivitis, facial oedema, muscle or joint aches, or general

malaise should discontinue medication and immediately seek medical evaluation. In these
patients Nevirapine must not be restarted.

If patients present with a suspected Nevirapine associated rash, liver function tests should b
performed. Patients with moderate to severe elevations (ASAT or ALAT > 5 ULN) should b
permanently discontinued from Nevirapine.

>
c

If a hypersensitivity reaction occurs, characterised by rash with constitutional symptoms such as
fever, arthralgia, myalgia and lymphadenopathy, plus visceral involvement, such as hepatitis,
eosinophilia, granulocytopenia, and renal dysfunction, Nevirapine should be permanently
stopped and not be re-introduced.

Hepatic reactions: Severe and life-threatening hepatoxicity, including fatal fulminant hepatitis,
has occurred in patients treated with Nevirapine. The first 18 weeks of treatment is a critical
period which requires close monitoring. The risk of hepatic events is greatest in the first 6 weeks
of therapy.

However the risk continues past this period and monitoring should continue at frequent intervals
throughout treatment.

[HeTpyKIList /LISt 32CTOCYBAHHS JIIKAPCHKOTO 3ac00y (KiHUEBOTO MPOIAYKTY), 3acBlteHa
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Increased ASAT or ALAT levels > 2.5 ULN and/or co-infection with hepatitis B and/or C at the
start of antiretroviral therapy is associated with greater risk of hepatic adverse reactions during
antiretroviral therapy in general, including Nevirapine containing regimens.

Female gender and patients with higher CD4 counts are at increased risk of hepatic adverse
events.

Women have a three fold higher risk than men for symptomatic, often rash-associated, hepatic
events (5.8% versus 2.2%), and patients with higher CD4 counts at initiation of Nevirapine
therapy are at higher risk for symptomatic hepatic events with Nevirapine. In a retrospective
review, women with CD4 counts >250 cells/mm> had a 12 fold higher risk of symptomatic
hepatic adverse events compared to women with CD4 counts <250 cells/mm’ (11.0% versus
0.9%). An increased risk was observed in men with CD4 counts > 400 cells/mm’ (6.3% versus
1.2 % for men with CD4 counts <400 cells/mm”).

Patients should be informed that hepatic reactions are a major toxicity of Nevirapine requiring
close monitoring during the first 18 weeks. They should be informed that occurrence of
symptoms suggestive of hepatitis should lead them to discontinue Nevirapine and immediately
seek medical evaluation, which should include liver function tests.

Liver monitoring: Abnormal liver function tests have been reported with Nevirapine, some in the
first few weeks of therapy.

Asymptomatic elevations of liver enzymes are frequently described and are not necessarily a
contraindication to use Nevirapine. Asymptomatic GGT elevations are not a contraindication to
continue therapy.

Monitoring of hepatic tests should be done every two weeks during the first 2 months of
treatment, at the 3™ month and then regularly thereafter. Liver test monitoring should be
performed if the patient experiences signs or symptoms suggestive of hepatitis and/or
hypersensitivity.

If ASAT or ALAT > 2.5 ULN before or during treatment, then liver tests should be monitored
more frequently during regular clinic visits. Nevirapine should not be administered to patients
with pre-treatment ASAT or ALAT > 5 ULN until baseline ASAT/ALAT are stabilised < 5
ULN.

Physicians and patients should be vigilant for prodromal signs or findings of hepatitis. such as
anorexia, nausea, jaundice, bilirubinuria, acholic stools, hepatomegaly or liver tenderness.
Patients should be instructed to seek medical attention promptly if these occur,

If ASAT or ALAT increase to> 5 ULN during treatment, Nevirapine should be immediately
stopped. If ASAT and ALAT return to baseline values and if the patient had no clinical signs or
symptoms of hepatitis, rash, constitutional symptoms or other findings suggestive of organ
dysfunction, it may be possible to reintroduce Nevirapine. on a case by case basis, at the starting
dosage regimen of 200 mg/day for 14 days followed by 400 mg/day. In these cases, more
frequent liver monitoring is required. If liver function abnormalities recur, Nevirapine should be
permanently discontinued.

[HCTPYKILI# LI 3aCTOCY BAHHS AIKAPCLKOTo 3a¢00y (KiHUEeBOro NpoayKTy), 3aCcBlHEeHA
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If clinical hepatitis occurs, characterised by anorexia, nausea, vomiting, icterus AND laboratory
findings (such as moderate or severe liver function test abnormalities (excluding GGT),
Nevirapine must be permanently stopped. Nevirapine should not be readministered to patients
who have required permanent discontinuation for clinical hepatitis due to Nevirapine.

Liver disease: The safety and efficacy of Nevirapine has not been established in patients with
significant underlying liver disorders. NEVIRAPINE is contraindicated in patients with severe
hepatic impairment. Patients with chronic hepatitis B or C and treated with combination
antiretroviral therapy are at an increased risk for severe and potentially fatal hepatic adverse
events. In the case of concomitant antiviral therapy for hepatitis B or C, please refer also to the
relevant product information for these medicinal products.

Patients with pre-existing liver dysfunction including chronic active hepatitis have an increased
frequency of liver function abnormalities during combination antiretroviral therapy and should
be monitored according to standard practice. If there is evidence of worsening liver disease in
such patients, interruption or discontinuation of treatment must be considered.

Post-exposure-prophylaxis: ~ Serious hepatotoxicity, including liver failure requiring

transplantation, has been reported in HIV-uninfected individuals receiving multiple doses of
Nevirapine in the setting of post-exposure-prophylaxis (PEP). an unapproved use. The use of

Nevirapine has not been evaluated within a specific study on PEP. especially in term of
treatment duration and therefore, is strongly discouraged.

Other warnings

Combination therapy with Nevirapine is not a curative treatment of patients infected with HIV-1:
patients may continue to experience illnesses associated with advanced HIV-1 infection,
including opportunistic infections.

The long-term effects of Nevirapine are unknown at this time. C ombination therapy with
Nevirapine has not been shown to reduce the risk of transmission of HIV-1 to others through
sexual contact or contaminated blood.

Combination antiretroviral therapy has been associated with the redistribution of body fat
(lipodystrophy) in HIV infected patients. The long-term consequences of these events are
currently unknown. Knowledge about the mechanism is incomplete. A connection between
visceral lipomatosis and PIs and lipoatrophy and NRTIs has been hypothesised. A higher risk of
lipodystrophy has been associated with individual factors such as older age, and with drug
related factors such as longer duration of antiretroviral treatment and associated metabolic
disturbances. Clinical examination should include evaluation for physical signs of fat
redistribution. Consideration should be given to the measurement of fasting serum lipids and
blood glucose. Lipid disorders should be managed as clinically appropriate.

Nevirapine may interact with some medicinal products; therefore, patients should be advised to
report to their doctor the use of any other medications.

Oral contraceptives and other hormonal methods of birth control should not be used as the sole
method of contraception in women taking Nevirapine, since Nevirapine might lower the plasma
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concentrations of these medications. For this reason, and to reduce the risk of HIV transmission,
barrier contraception (e.g., condoms) is recommended. Additionally, when oral contraceptives
are used for hormonal regulation during administration of Nevirapine the therapeutic effect
should be monitored.

Pharmacokinetic results suggest caution should be exercised when Nevirapine is administered to
patients with moderate hepatic dysfunction and should not be administered in patients with
severe hepatic dysfunction. Overall, the results suggest that patients with mild to moderate
hepatic dysfunction, defined as Child-Pugh Classification Score < 7, do not require an
adjustment in Nevirapine dosing. In patients with renal dysfunction, who are undergoing
dialysis, pharmacokinetic results suggest that supplementing Nevirapine therapy with an
additional 200 mg dose of Nevirapine following each dialysis treatment would help offset the
effects of dialysis on Nevirapine clearance. Otherwise patients with CLer > 20 ml/min do not
require an adjustment in Nevirapine dosing.

Immune reactivation syndrome

[n HIV-infected patients with severe immune deficiency at the time of institution of combination
antiretroviral therapy (CART). an inflammatory reaction to asymptomatic or residual

opportunistic pathogens may arise and cause serious clinical conditions, or aggravation of
symptoms. Typically, such reactions have been observed within the first few weeks or months of

initiation of CART. Relevant examples are cytomegalovirus retinitis, generalised and/or focal
mycobacterial infections, and Pneumocystis carinii pneumonia. Any inflammatory symptoms
should be evaluated and treatment instituted when necessary.

Interaction with other FPPs and other forms of interaction

NRTIs: No dosage adjustments are required when Nevirapine is taken in combination with
zidovudine. didanosine, or zalcitabine. When the zidovudine data were pooled from two studies
(n = 33) in which HIV-1 infected patients received Nevirapine 400 mg/day either alone or in
combination with 200-300 mg/day didanosine or 0.375 to 0.75 mg/day zalcitabine on a
background of zidovudine therapy, Nevirapine produced a non-significant decline of 13 % in
zidovudine area under the curve (AUC) and a non-significant increase of 5.8 % in zidovudine
Cmax. In @ subset of patients (n = 6) who were administered Nevirapine 400 mg/day and
didanosine on a background of zidovudine therapy. Nevirapine produced a significant decline of
32 % in zidovudine AUC and a non-significant decline of 27 % in zidovudine Ca. Paired data
suggest that zidovudine had no effect on the pharmacokinetics of Nevirapine. In one crossover
study, Nevirapine had no effect on the steady-state pharmacokinetics of either didanosine (n =
18) or zalcitabine (n = 6).

Results from a 36 day study in HIV infected patients (n = 25) administered Nevirapine.
nelfinavir (750 mg t.i.d.) and stavudine (30-40 mg b.i.d.) showed no statistically significant
changes in the AUC or Cynax of stavudine. Furthermore, a population pharmacokinetic study of
90 patients assigned to receive lamivudine with Nevirapine or placebo revealed no changes to
lamivudine apparent clearance and volume of distribution, suggesting no induction effect of
Nevirapine on lamivudine clearance.
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Non-nucleoside reverse transcriptase inhibitors (NNRTIs): Results from a clinical trial (n=14)
showed that steady-state pharmacokinetic parameters of Nevirapine were not affected by co-
administration of efavirenz. However, drug levels of efavirenz were significantly reduced in the
presence of Nevirapine. The AUC of efavirenz decreased by 22% and the Cpin by 36%. When
co-administered with Nevirapine a dose increase of efavirenz to 800mg once daily may be
warranted.

PIs: Nevirapine is a mild to moderate inducer of the hepatic enzyme CYP3A; therefore, it is
possible that co-administration with PIs (also metabolised by CYP3A) may result in an alteration
in the plasma concentration of either agent.

Results from a clinical trial (n = 31) with HIV infected patients administered Nevirapine and
saquinavir (hard gelatin capsules; 600 mg t.i.d.) indicated that their co-administration leads Lo a
mean reduction of 24 % (p = 0.041) in saquinavir AUC and no significant change in Nevirapine
plasma levels. The reduction in saquinavir levels due to this interaction may further reduce the
marginal plasma levels of saquinavir which are achieved with the hard gelatin capsule
formulation.

Another study (n=20) evaluated once daily dosing of saquinavir soft gel capsule (sgc) with a 100
mg dose of ritonavir. All patients concomitantly received Nevirapine. The study showed that the
combination of saquinavir sgc and 100 mg of ritonavir had no measurable effect on the
pharmacokinetic parameters of Nevirapine, compared to historical controls. The effect of
Nevirapine on the pharmacokinetics of saquinavir sge in the presence of 100 mg of ritonavir.
was modest and clinically insignificant.

Results from a clinical trial (n = 25) with HIV infected patients administered Nevirapine and
indinavir (800 mg q8h) indicated that their co-administration leads to a 28 % mean decrease (p <
0.01) in indinavir AUC and no significant change in Nevirapine plasma levels. No definitive
clinical conclusions have been reached regarding the potential impact of co-administration of
Nevirapine and indinavir. A dose increase of indinavir to 1000 mg q8h should be considered
when indinavir is given with Nevirapine 200 mg b.i.d.; however, there are no data currently
available to establish that the short term or long term antiviral activity of indinavir 1000 mg q8h
with Nevirapine 200 mg b.i.d. will differ from that of indinavir 800 mg q8h with Nevirapine 200
mg b.i.d.

Results from a clinical trial (n = 25) with HIV infected patients administered Nevirapine and
ritonavir (600 mg b.i.d. [using a gradual dose escalation regimen]) indicated that their co
administration leads to no significant change in ritonavir or Nevirapine plasma levels.

Results from a 36 day study in HIV infected patients (n = 25) administered Nevirapine.
nelfinavir (750 mg t.i.d.) and stavudine (30-40 mg b.i.d.) showed no statistically significant
changes in nelfinavir pharmacokinetic parameters after the addition of Nevirapine (AUC + 4 %,
Cinax + 14 % and Cpin - 2 %). Compared to historical controls Nevirapine levels appeared to be
unchanged.

There were no increased safety concerns noted with the co administration o f Nevirapine with any
of these PIs when used in combination.
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In HIV positive adults, Nevirapine used in combination with lopinavir/ritonavir 400/100 mg (3
capsules) twice daily has been reported to result in a decline in the lopinavir AUC of 27%
compared with historical data. Although the clinical relevance of this observation has not been
fully established, an increase in the dose of lopinavir/ritonavir to 533/133 mg (4 capsules) twice
daily with food is recommended in combination with Nevirapine.

Results from a pharmacokinetic study in paediatric patients were consistent with the findings in
adults. During Nevirapine co-administration, lopinavir AUC decreased by 22% (AUC ratio 0.78;
0.56-1.09) and lopinavir Cpin by 55% (Cmin ratio 0.45; 0.25-0.82). For children, increase of the
dose of lopinavir/ritonavir to 300/75 mg/m’ should be considered when used in combination with
Nevirapine, particularly for patients in whom reduced susceptibility to lopinavir/ritonavir is
suspected.

Ketoconazole: In one study, administration of Nevirapine 200 mg b.i.d. with ketoconazole 400
mg q.d. resulted in a significant reduction (63 % median reduction in ketoconazole AUC and a
40 % median reduction in ketoconazole Cpax). In the same study. ketoconazole administration
resulted in a 15-28 % increase in the plasma levels of Nevirapine compared to historical controls.
Ketoconazole and Nevirapine should not be given concomitantly. The effects of Nevirapine on
itraconazole are not known.

Fluconazole: Co-administration of fluconazole and Nevirapine resulted in approximately 100%
increase in Nevirapine exposure compared with historical data where Nevirapine was
administered alone. Because of the risk of increased exposure to Nevirapine, caution should be
exercised if the medicinal products are given concomitantly and patients should be monitored
closely. There was no clinically relevant effect of Nevirapine on fluconazole.

Oral Contraceptives: As oral contraceptives should not be used as the sole method of

contraception in HIV infected patients, other means of contraception (such as barrier methods)
are recommended in patients being treated with Nevirapine. Furthermore a pharmacokinetic
interaction has been identified. Nevirapine 200 mg b.i.d. was co-administered with a single dose
of an oral contraceptive containing ethinyl estradiol (EE) 0.035mg and norethindrone (NET) 1.0
mg. Compared to plasma concentrations observed prior to Nevirapine administration. the median
AUC for 17a-EE was significantly decreased by 29% after 28 days of Nevirapine dosing. There
was a significant reduction in EE mean resident time and half-life. There was a significant
reduction (18%) in median AUC for NET, without changes in mean resident time or half-life.
The magnitude of the effect suggests that the dose of the oral contraceptive should be adjusted to
allow adequate treatment for indications other than contraception (e.g., endometriosis), if used
with Nevirapine.

Other medicinal products metabolised by CYP3A: Nevirapine is an inducer of CYP3A and
potentially CYP2B6, with maximal induction occurring within 2-4 weeks of initiating multiple-
dose therapy. Based on the known metabolism of methadone, Nevirapine may decrease plasma
concentrations of methadone by increasing its hepatic metabolism. Narcotic withdrawal
syndrome has been reported in patients treated with Nevirapine and methadone concomitantly.
Methadone-maintained patients beginning Nevirapine therapy should be monitored for evidence
of withdrawal and methadone dose should be adjusted accordingly.
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Other compounds that are substrates of CYP34 and CYP2B6 may have decreased plasma
concentrations when co-administered with Nevirapine. Therefore, careful monitoring of the
therapeutic effectiveness of P450 metabolised medicinal products is recommended when taken in
combination with Nevirapine.

CYP isoenzyme inhibitors: The results of a Nevirapine-clarithromycin interaction study (n = 18)
resulted in a significant reduction in clarithromycin AUC (30 %) and Crax (- 21 %) but a
significant increase in the AUC (58 %) and Cuax (62 %) of the active metabolite 14-OH
clarithromycin. There was a significant increase in the Nevirapine Cmin (28 %) and a non-
significant increase in Nevirapine AUC (26 %) and Cpax (24 %). These results would suggest
that no dose adjustment is necessary for either clarithromycin and Nevirapine when the two
medicinal products are co-administered. Close monitoring of hepatic abnormalities and activity
against Mycobacterium avium - intracellular complex (MAC) is nevertheless recommended.

Monitoring of steady-state Nevirapine trough plasma concentrations in patients who received
long-term Nevirapine treatment revealed that Nevirapine trough concentrations were elevated in
patients who received cimetidine (+ 7 %, n= 13).

CYP isoenzyme inducers: An open-label study (n = 14) to determine the effects of Nevirapine
on the steady state pharmacokinetics of rifampicin resulted in no significant change in ri fampicin
Cpa and AUC. In contrast, rifampicin produced a significant lowering of Nevirapine AUC (- 58
%), Cmax (- 50 %) and Cyyin (- 68 %) compared to historical data.

The available pharmacokinetic data suggest that the concomitant use of rifampicin and
Nevirapine is not recommended. Therefore, these medicinal products should not be used in
combination. Physicians needing to treat patients co-infected with tuberculosis and using a
Nevirapine containing regimen may consider use of rifabutin instead. Rifabutin and Nevirapine
can be administered concurrently without dose adjustments (see below). Alternatively physicians
may consider switching to a triple NRTI combination for a variable period of time, depending on
the tuberculosis treatment regimen.

In a pharmacokinetic study the concomitant administration of Nevirapine with rifabutin resulted
in a non-significant 12 % (median) increase in the steady-state AUC, a non-significant 3%
decrease in Cinss and a significant 20 % increase in the Cuaxss. Non-significant changes were
found on 25-O-desacetyl-rifabutin (rifabutin active metabolite) AUC, Cpins 0 Cpaxss. A
statistically significant increase in the apparent clearance of Nevirapine (9 %) compared to
historical pharmacokinetic data was reported. This study suggests that there is no clinically
relevant interaction between Nevirapine and rifabutin. Therefore, the two drugs can be
administered concurrently without dose adjustments provided that a careful monitoring of the
adverse reactions is performed.

Warfarin: The interaction between Nevirapine and the antithrombotic agent warfarin is
complex, with the potential for both increases and decreases in coagulation time when used
concomitantly. The net effect of the interaction may change during the first weeks of co-
administration or upon discontinuation of Nevirapine, and close monitoring of anticoagulation
levels is therefore warranted.

[HCTPYKILS /151 32CTOCY BAHHS JIKAPCHROTO 3200y (KIHUEBOIO HPOAYKTY), 3aCBULCH,
. o g e ~F LG AL
T/IIMCOM YIIOBHOBAKEHOT 0COOH. 110 BUCTYIIAE B IMEHI 3adBHIKA U)”_//Z/
— - - - 1’
11.12.2017 Kouyoeu M.€.

72



Hypericum perforatum: Serum levels of Nevirapine can be reduced by concomitant use of the
herbal preparation St John's Wort (Hypericum perforatum). This is due to induction of drug
metabolism enzymes and/or transport proteins by St John's Wort. Herbal preparations containing
St John's Wort should therefore not be combined with Nevirapine. If patient is already taking St
John's Wort check Nevirapine and if possible viral levels and stop St John's Wort. Nevirapine
levels may increase on stopping St John's Wort. The dose of Nevirapine may need adjusting. The
inducing effect may persist for at least 2 weeks after cessation of treatment with St John's Wort.

Other information: Studies using human liver microsomes indicated that the formation of
Nevirapine hydroxylated metabolites was not affected by the presence of dapsone, rifabutin,
rifampicin, and trimethoprim/sulfamethoxazole. Ketoconazole and erythromycin significantly
inhibited the formation of Nevirapine hydroxylated metabolites.

Pregnancy and lactation

Pregnancy: No observable teratogenicity was detected in reproductive studies performed in
pregnant rats and rabbits. There are no adequate and well-controlled studies in pregnant women.
Therefore Nevirapine should only be used during pregnancy if the expected benefit justifies the
possible risk to the child and caution should be exercised when prescribing Nevirapine 1o
pregnant women.

Lactation: Results from a pharmacokinetic study of 10 HIV-1 infected pregnant women who
were administered a single oral dose of 100 or 200 mg Nevirapine at a median of 3.8 hours
before delivery, have shown that Nevirapine readily crosses the placenta and is found in breast
milk.

It is recommended that HIV-infected mothers do not breast-feed their infants to avoid risking
postnatal transmission of HIV and that mothers should discontinue nursing if they are receiving
Nevirapine.

Effects on ability to drive and use machines
No studies on the effects on the ability to drive and use machines have been performed.
Undesirable effects

The most frequently reported adverse events related to Nevirapine therapy, across all clinical
trials. were rash, nausea, fatigue, fever, headache, vomiting, diarrhoea. abdominal pain and
myalgia.

The post marketing experience has shown that the most serious adverse reactions are Stevens-
Johnson syndrome and toxic epidermal necrolysis and serious hepatitis/hepatic failure and
hypersensitivity reactions, characterised by rash with constitutional symptoms such as fever,
arthralgia, myalgia and lymphadenopathy, plus visceral involvement, such as hepatitis.
eosinophilia, granulocytopenia, and renal dysfunction. The first 18 weeks of treatment is a
critical period which requires close monitoring.
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The following adverse events which may be causally related to the administration of Nevirapine
have been reported. The frequencies estimated are based on pooled clinical trial data for events
considered related to Nevirapine treatment:

Frequency classes: very common (>1/10); common (>1/100, <1/10); uncommon (>1/1,000,
<1/100); rare (>1/10,000, <1/1,000); very rare (<1/10,000)

Blood and lymphatic system disorders
Rare: Granulocytopenia, Anaemia
Immune system disorders

Common: Allergic reactions
Rare: Hypersensitivity (syndrome), anaphylaxis

Nervous system disorders

Common: Headache

Gastrointestinal disorders

Common: Nausea

Uncommon: Vomiting, Abdominal pain
Rare: Diarrhoea

Hepato-biliary disorders

Common: Hepatitis (1.2 %), liver function tests abnormal uncommon jaundice
Rare: Liver failure / fulminant hepatitis

Skin and subcutaneous tissue disorders

Common: Rash (9 %)

Uncommon: Stevens Johnson syndrome (0.3 %), Urticaria
Rare: Toxic epidermal necrolysis, Angio-oedema

Musculoskeletal, connective tissue and bone disorders

Uncommon: Myalgia
Rare: Arthralgia

General disorders and administration site conditions
Uncommon: Fatigue, Fever

Combination antiretroviral therapy has been associated with redistribution of body fat
(lipodystrophy) in HIV infected patients including the loss of peripheral and facial subcutaneous
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fat, increased intra-abdominal and visceral fat, breast hypertrophy and dorsocervical fat
accumulation (buffalo hump).

Combination antiretroviral therapy has been associated with metabolic abnormalities such as
hypertriglyceridaemia, hypercholesterolaemia, insulin  resistance, hyperglycaemia and
hyperlactataemia.

The following events have also been reported when Nevirapine has been used in combination
with other anti-retroviral agents: pancreatitis, peripheral neuropathy and thrombocytopaenia.
These events are commonly associated with other antiretroviral agents and may be expected to
occur when Nevirapine is used in combination with other agents: however it is unlikely that
these events are due to Nevirapine treatment. Hepatic-renal failure syndromes have been rarely
reported.

In HIV-infected patients with severe immune deficiency at the time of initiation of combination
antiretroviral therapy (CART), an inflammatory reaction to asymptomatic or residual
opportunistic infections may arise.

Skin and subcutaneous tissues

The most common clinical toxicity of Nevirapine is rash, with Nevirapine attributable rash
occurring in 9 % of patients in combination regimens in controlled studies. In these clinical trials
24 % of patients treated with a Nevirapine containing regimen experienced rash compared with
15 % of patients treated in control groups. Severe rash occurred in 1.7 % of Nevirapine treated
patients compared with 0.2 % of patients treated in the control groups.

Rashes are usually mild to moderate, maculopapular erythematous cutaneous eruptions, with or
without pruritus, located on the trunk, face and extremities. Allergic reactions (anaphylaxis.
angioedema and urticaria) have been reported. Rashes occur alone or in the context of
hypersensitivity reactions, characterised by rash with constitutional symptoms such as fever.
arthralgia, myalgia and lympadenopathy, plus visceral involvement, such as hepatitis,
cosinophilia, granulocytopenia, and renal dysfunction.

Severe and life-threatening skin reactions have occurred in patients treated with Nevirapine,
including Stevens-Johnson syndrome (SJS) and toxic epidermal necrolysis (TEN). Fatal cases of
SJS, TEN and hypersensitivity reactions have been reported. The majority of severe rashes
occurred within the first 6 weeks of treatment and some required hospitalisation, with one patient
requiring surgical intervention.

Hepato-biliary

The most frequently observed laboratory test abnormalities are elevations in liver function tests
(LFTs), including ALAT, ASAT, GGT, total bilirubin and alkaline phosphatase. Asymptomatic
elevations of GGT levels are the most frequent. Cases of jaundice have been reported. Cases of
hepatitis (severe and life-threatening hepatoxicity, including fatal fulminant hepatitis) have been
reported in patients treated with Nevirapine. In a large clinical trial. the risk of a serious hepatic
event among 1121 patients receiving Nevirapine for a median duration of greater than one year
was 1.2 % (versus 0.6 % in placebo group). The best predictor of a serious hepatic event was
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elevated baseline liver function tests. The first 18 weeks of treatment is a critical period which
requires close monitoring.

Paediatric patients

Based on experience of 361 paediatric patients treated in clinical trials, the most frequently
reported adverse events related to Nevirapine were similar to those observed in adults, with the
exception of granulocytopaenia which was more commonly observed in children. In post-
marketing surveillance anaemia has been more commonly observed in children. Isolated cases of
Stevens-Johnson syndrome or Stevens-Johnson/toxic epidermal necrolysis transition syndrome
have been reported in this population.

Overdose

There is no known antidote for Nevirapine overdosage. Cases of Nevirapine overdose at doses
ranging from 800 to 6000 mg per day for up to 15 days have been reported. Patients have
experienced oedema, erythema nodosum, fatigue, fever. headache. insomnia, nausea. pulmonary
infiltrates, rash, vertigo, vomiting, increase in transaminases and weight decrease. All of these
effects subsided following discontinuation of Nevirapine.

Pharmacodynamic properties
Mechanism of action

Nevirapine is a NNRTI of HIV-1. Nevirapine binds directly to reverse transcriptase and blocks
the RNA-dependent and DNA-dependent DNA polymerase activities by causing a disruption of
the enzyme's catalytic site. The activity of Nevirapine does not compete with template or
nucleoside triphosphates. HIV-2 reverse transcriptase and eukaryotic DNA polymerases (such as
human DNA polymerases a, B, v, or 8) are not inhibited by Nevirapine.

Resistance

HIV isolates with reduced susceptibility (100 to 250-fold) to Nevirapine emerge in Vitro.
Phenotypic and genotypic changes occur in HIV isolates from patients treated with Nevirapine or
Nevirapine + zidovudine over one to 12 weeks. By week 8 of Nevirapine monotherapy, 100 % of
the patients tested had HIV isolates with a > 100-fold decrease in susceptibility to Nevirapine.
regardless of dose. Nevirapine + zidovudine combination therapy did not alter the emergence
rate of Nevirapine-resistant virus. Genotypic and phenotypic resistance was examined for
patients receiving Nevirapine in triple and double therapy drug combination therapy. and in the
non- Nevirapine comparative group from the INCAS study. Antiretroviral naive subjects with
CD4 cells counts of 200-600/mm’ were treated with either Nevirapine + zidovudine (n = 46).
zidovudine + didanosine (n = 51) or Nevirapine + zidovudine + didanosine (n = 51) and followed
for 52 weeks or longer on therapy. Virologic evaluations were performed at baseline, six months
and 12 months. The phenotypic resistance test performed required a minimum of 1000 copies/ml
HIV RNA in order to be able to amplify the virus. Of the three study groups, 16, 19 and 28
patients respectively had evaluable baseline isolates and subsequently remained in the study for
at least 24 weeks. At bascline, there were five cases of phenotypic resistance to Nevirapine; the
[Cso values were S to 6.5-fold increased in three and >100 fold in two. At 24 weeks. all available
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isolates recoverable from patients receiving Nevirapine were resistant to this agent, while 18/21
(86 %) patients carried such isolates at 30-60 weeks. In 16 subjects viral suppression was below
the limits of detection (< 20 copies/ml = 14, < 400 copies/ml = 2). Assuming that suppression
below < 20 copies/ml implies Nevirapine susceptibility of the virus, 45 % (17/38) of patients had
virus measured or imputed to be susceptible to Nevirapine. All 11 subjects receiving Nevirapine
+ zidovudine who were tested for phenotypic resistance were resistant to Nevirapine by six
months. Over the entire period of observation, one case of didanosine resistance was seen.
Zidovudine resistance emerged as more frequent after 30 - 60 weeks, especially in patients
receiving double combination therapy. Based on the increase in ICs, zidovudine resistance
appeared lower in the Nevirapine + zidovudine + didanosine group than the other treatment

groups.

With respect to Nevirapine resistance, all isolates that were sequenced carried at least one
mutation associated with resistance, the most common single changes being K103N and Y181C.
Combinations of mutations were found in nine of the 12 patients observed. These data from
INCAS illustrate that the use of highly active drug therapies is associated with a delay in the
development of antiretroviral drug resistance.

The clinical relevance of phenotypic and genotypic changes associated with Nevirapine therapy
has not been established.

[n addition to the data presented above, there exists a risk of rapid emergence of resistance to
NNRTIs in case of virological failure.

Cross-resistance

Rapid emergence of HIV strains which are cross-resistant to NNRTIs has been observed in vitro.
Data on cross-resistance between the NNRTI Nevirapine and NRTIs are very limited. In four
patients, zidovudine-resistant isolates tested in vitro retained susceptibility to Nevirapine and in
six patients, Nevirapine-resistant isolates were susceptible to zidovudine and didanosine. Cross-
resistance between Nevirapine and HIV Pls is unlikely because the enzyme targets involved are
different.

Cross-resistance among the currently registered NNRTIs is broad. Some genotypic resistance
data indicate that in most patients failing NNRTI, viral strains express cross-resistance to the
other NNRTIs. The currently available data do not support sequential use of NNRTIs.
Pharmacodynamic effects

Nevirapine has been evaluated in both treatment naive and treatment experienced patients.

Results from a trial evaluated triple therapy with Nevirapine, zidovudine and didanosine
compared to zidovudine + didanosine, in 398 HIV-1 infected patients (mean baseline 153 CD4+

cellshnm"_: plasma HIV1 RNA 4.59 logo copies/ml), who had received at least 6 months of

NRTI therapy prior to enrolment (median 115 weeks). These heavily experienced patients
demonstrated a significant improvement of the triple therapy group over the double therapy
group for one year in both viral RNA and CD4+ cell counts.
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A durable response for at least one year was documented in a trial (INCAS) for the triple therapy
arm with Nevirapine, zidovudine and didanosine compared to zidovudine + didanosine or
Nevirapine + zidovudine in 151 HIV-1 infected, treatment naive patients with CD4+ cell counts
of 200-600 cells/mm’ (mean 376 cells/mm’) and a mean baseline plasma HIV-1 RNA
concentration of 4.41 log;o copies/ml (25,704 copies/ml). Treatment doses were Nevirapine, 200
mg daily for two weeks, followed by 200 mg twice daily, or placebo; zidovudine, 200 mg three
times daily; didanosine, 125 or 200 mg twice daily (depending on the weight).

Nevirapine has also been studied in combination with other antiretroviral agents, e.g.
zalcitabine, stavudine, lamivudine, indinavir, ritonavir, nelfinavir, saquinavir and lopinavir. No
new and overt safety problems have been reported for these combinations.

Studies are on-going to evaluate the efficacy and safety of combination therapies with
Nevirapine in patients failing P1 therapy.

Perinatal transmission

Two studies evaluated the efficacy of Nevirapine to prevent vertical transmission of HIV-1
infection. Mothers received only study antiretroviral therapy during these trials.

In the clinical study mother-infant pairs were randomised to receive oral Nevirapine (mother:
200 mg at the onset of labour; infant: 2 mg/kg within 72 hours of birth), or an ultra-short oral
zidovudine regimen (mother: 600 mg at the onset of labour and 300 mg every 3 hours until
delivery; infant: 4 mg/kg twice daily for 7 days). The cumulative HIV-1 infant infection rate at
14-16 weeks was 13.1 % (n = 310) in the Nevirapine group, versus 25.1 % (n = 308 in the ultra-
short zidovudine group (p = 0.00063).

In another clinical study conducted in South Africa, mother-infant pairs were randomised to
receive oral Nevirapine (mother: 200 mg during labor and 200 mg 24 to 48 hours postdelivery:
infant: 6 mg 24 to 48 hours postdelivery); or a short oral zidovudine plus lamivudine regimen
(mother: zidovudine 600 mg, then 300 mg every 3 hours during labour, followed by 300 mg
b.i.d. for 7 days postdelivery plus lamivudine 150 mg b.i.d. during labour and for 7 days
postdelivery; infant: zidovudine 12 mg b.i.d. plus lamivudine 6 mg b.i.d. for 7 days [if infant
weight <2 kg, zidovudine 4 mg/kg b.i.d. plus lamivudine 2 mg/kg b.i.d. for 7 days]). There was
no significant difference in HIV-1 transmission rates through 6 to 8 weeks between the
Nevirapine group (5.7 %, n = 652) and the zidovudine plus lamivudine group (3.6 %. n = 649).
There was greater risk of HIV-1 transmission to babies whose mothers received their Nevirapine
or their zidovudine plus lamivudine doses less than 2 hours before delivery. In the SAINT study
68% of Nevirapine-exposed mothers had resistant strains at approximately 4 weeks after
delivery.

Furthermore, in the case Nevirapine is used as single dose to prevent vertical transmission of
HIV-1 infection. the risk of hepatotoxicity in mother and child cannot be excluded.

A blinded randomized clinical trial in women already taking antiretroviral therapy throughout
pregnancy demonstrated no further reduction of vertical HIV-1 transmission when the mother
and the child received a single Nevirapine dose during labour and after birth respectively. HIV-1
transmission rates were similarly low in both treatment groups (1.3% in the NEVIRAPINE
group, 1.4% in the placebo group). The vertical transmission decreased neither in women with
HIV-1 RNA below the limit of quantification nor in women with HIV-1 RNA above the limit of
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quantification prior to partus. Of the 95 women who received intrapartum Nevirapine, 15%
developed Nevirapine resistance mutations at 6 weeks post partus.

Pharmacokinetic properties
Adults

Nevirapine is readily absorbed (> 90 %) after oral administration in healthy volunteers and in
adults with HIV-1 infection. Absolute bioavailability in 12 healthy adults following single-dose
administration was 93 + 9 % (mean SD) for a 50 mg tablet and 91 + 8 % for an oral solution.
Peak plasma Nevirapine concentrations of 2 = 0.4 pg/ml (7.5 uM) were attained by 4 hours
following a single 200 mg dose. Following multiple doses, Nevirapine peak concentrations
appear to increase linearly in the dose range of 200 to 400 mg/day. Data reported in the literature

from 20 HIV infected patients suggest a steady state Cpax of 5.74 pg/ml (5.00-7.44) and Cpyp of
3.73 pg/ml (3.20-5.08) with an AUC of 109.0 h=pg/ml (96.0-143.5) in patients taking 200 mg of

Nevirapine b.i.d. Other published data support these conclusions. Long-term efficacy appears to
be most likely in patients whose Nevirapine trough levels exceed 3.5 pg/ml.

Nevirapine tablets and oral suspension have been shown to be comparably bioavailable and
interchangeable at doses up to 200 mg.

The absorption of Nevirapine is not affected by food, antacids or medicinal products which are
formulated with an alkaline buffering agent (e.g., didanosine).

Nevirapine is lipophilic and is essentially non-ionized at physiologic pH. Following intravenous
administration to healthy adults, the volume of distribution (Vds) of Nevirapine was 1.21 + 0.09
I/kg, suggesting that Nevirapine is widely distributed in humans. Nevirapine readily crosses the
placenta and is found in breast milk. Nevirapine is about 60 % bound to plasma proteins in the
plasma concentration range of 1-10 pg/ml. Nevirapine concentrations in human cerebrospinal
fluid (n = 6) were 45 % (= 5 %) of the concentrations in plasma: this ratio is approximately equal
to the fraction not bound to plasma protein.

In vivo studies in humans and in vitro studies with human liver microsomes have shown that
Nevirapine is extensively biotransformed via cytochrome P450 (oxidative) metabolism to several
hydroxylated metabolites. /n vitro studies with human liver microsomes suggest that oxidative
metabolism of Nevirapine is mediated primarily by cytochrome P450 isozymes from the CYP3A
family, although other isozymes may have a secondary role. In a mass balance/excretion study in
eight healthy male volunteers dosed to steady state with Nevirapine 200 mg given twice daily
followed by a single 50 mg dose of '*C-Nevirapine, approximately 91.4 + 10.5 % of the

radiolabelled dose was recovered. with urine (81.3 £ 11.1 %) representing the primary route of

excretion compared to faeces (10.1 = 1.5 %). Greater than 80 % of the radioactivity in urine was
made up of glucuronide conjugates of hydroxylated metabolites. Thus cytochrome P450
metabolism, glucuronide conjugation, and urinary excretion of glucuronidated metabolites
represent the primary route of Nevirapine biotransformation and elimination in humans. Only a
small fraction (< 5 %) of the radioactivity in urine (representing < 3 % of the total dose) was
made up of parent compound; therefore, renal excretion plays a minor role in elimination of the
parent compound.
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Nevirapine has been shown to be an inducer of hepatic cytochrome P450 metabolic enzymes.
The pharmacokinetics of autoinduction are characterised by an approximately 1.5 to 2 fold
increase in the apparent oral clearance of Nevirapine as treatment continues from a single dose to
two-to-four weeks of dosing with 200-400 mg/day. Autoinduction also results in a corresponding
decrease in the terminal phase half-life of Nevirapine in plasma from approximately 45 hours
(single dose) to approximately 25-30 hours following multiple dosing with 200-400 mg/day.

Renal dysfunction: The single-dose pharmacokinetics of Nevirapine have been compared in 23
subjects with either mild (50 s CLer < 80 ml/min), moderate (30 < CLer < 50 ml/min) or severe
renal dysfunction (CLer < 30 ml/min), renal impairment or end-stage renal disease (ESRD)
requiring dialysis, and 8 subjects with normal renal function (CLer > 80 ml/min). Renal
impairment (mild, moderate and severe) resulted in no significant change in the
pharmacokinetics of Nevirapine. However, subjects with ESRD requiring dialysis exhibited a
43.5 % reduction in Nevirapine AUC over a one-week exposure period. There was also
accumulation of Nevirapine hydroxy-metabolites in plasma. The results suggest that
supplementing Nevirapine therapy with an additional 200 mg dose of Nevirapine following each
dialysis treatment would help offset the effects of dialysis on Nevirapine clearance. Otherwise
patients with CLer > 20 ml/min do not require an adjustment in Nevirapine dosing.

Hepatic dysfunction: The single-dose pharmacokinetics of Nevirapine have been compared in
10 subjects with hepatic dysfunction and 8 subjects with normal hepatic function. Overall, the
results suggest that patients with mild to moderate hepatic dysfunction, defined as Child-Pugh
Classification Score < 7, do not require an adjustment in Nevirapine dosing. However, the
pharmacokinetics of Nevirapine in one subject with a Child-Pugh score of 8 and moderate to

severe ascites suggests that patients with worsening hepatic function may be at risk of

accumulating Nevirapine in the systemic circulation.

Although a slightly higher weight adjusted volume of distribution of Nevirapine was found in
female subjects compared to males, no significant gender differences in Nevirapine plasma
concentrations following single or multiple dose administrations were seen. Nevirapine
pharmacokinetics in HIV-1 infected adults do not appear to change with age (range 19-68 years)
or race (Black, Hispanic, or Caucasian). Nevirapine has not been specifically investigated in
patients over the age of 65.

Pediatric patients

The pharmacokinetics of Nevirapine have been studied in two open-label studies in children with
HIV-1 infection. In one study, nine HIV infected children ranging in age from 9 months to 14
years were administered a single dose (7.5 mg, 30 mg, or 120 mg per m’: n = 3 per dose) of
Nevirapine oral suspension after an overnight fast. Nevirapine AUC and peak concentration
increased in proportion with dose. Following absorption Nevirapine mean plasma concentrations
declined log linearly with time. Nevirapine terminal phase half-life following a single dose was
30.6 £ 10.2 hours.

In a second multiple dose study, Nevirapine oral suspension or tablets (240 to 400 mg/m*/day)
were administered as monotherapy or in combination with zidovudine or zidovudine and
didanosine to 37 HIV-1 infected pediatric patients with the following demographics: male (54
%), racial minority groups (73 %), median age of 11 months (range: 2 months — 15 years). These
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patients received 120 mg/ m?/day of Nevirapine for approximately 4 weeks followed by 120 mg/
m?/b.i.d. (patients > 9 years of age) or 200 mg/ m?%/b.i.d. (patients < 9 years of age). Nevirapine
clearance adjusted for body weight reached maximum values by age 1 to 2 years and then
decreased with increasing age. Nevirapine apparent clearance adjusted for body weight was
approximately two-fold greater in children younger than 8 years compared to adults. Nevirapine
half-life for the study group as a whole after dosing to steady state was 25.9 = 9.6 hours. With
long term drug administration, the mean values for Nevirapine terminal half-life changed with
age as follows: 2 months to 1 year (32 hours), 1 to 4 years (21 hours), 4 to 8 years (18 hours),
greater than 8 years (28 hours).

Preclinical safety data

Preclinical data revealed no special hazard for humans other than those observed in clinical
studies based on conventional studies of safety, pharmacology, repeated dose toxicity. and
genotoxicity. In reproductive toxicology studies, evidence of impaired fertility was seen in rats.
In carcinogenicity studies, Nevirapine induces hepatic tumours in rats and mice. In rats these
findings are most likely related to Nevirapine being a strong inducer of liver enzymes, and not
due to a genotoxic mode of action. The mechanism of tumours in mice is not yet clarified and
therefore their relevance in humans remains to be determined.

Shelf life
60 months

Special precautions for storage
Do not store above 30°C. Store in the original container.

Pack
HDPE bottle of 60°s.
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Nevirapine Tablets USP
200mg

Label claim
Each tablet contains
Nevirapine USP 200mg

List of Excipients: Lactose monohydrate, Microcrystalline cellulose, Povidone (K 30), Sodium
starch glycolate, Colloidal anhydrous silica, Magnesium stearate.

Therapeutic indications

Nevirapine is indicated as part of combination therapy for the antiviral treatment of HIV-1
infected patients with advanced or progressive immunodeficiency.

Most of the experience with Nevirapine is in combination with nucleoside reverse transcriptase
inhibitors (NRTIs). There is at present insufficient data on the efficacy of subsequent use of
triple combination including protease inhibitors (Pls) after Nevirapine therapy.

Posology and method of administration

Nevirapine should be administered by physicians who are experienced in the treatment of HIV
infection.

Patients over the age of 16 years: The recommended dose of Nevirapine is one 200 mg tablet
daily for the first 14 days (this lead-in period should be used because it has been found to lessen
the frequency of rash), followed by one 200 mg tablet twice daily. in combination with at least
two additional antiretroviral agents to which the patient has not been previously exposed.
Resistant virus emerges rapidly and uniformly when Nevirapine is administered as monotherapy:
therefore Nevirapine should always be administered in combination therapy. For concomitantly
administered antiretroviral therapy, the recommended dosage and monitoring should be
followed.

Pediatric (adolescent) patients: Nevirapine 200 mg tablets, following the dosing schedule
described above, are suitable for larger children, particularly adolescents, below the age of 16
who weigh 50 kg or more. An oral suspension dosage form, which can be dosed according to
body weight, is available for children in this age group weighing less than 50 kg.

Dose management considerations
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Clinical chemistry tests, which include liver function tests, should be performed prior to
initiating Nevirapine therapy and at appropriate intervals during therapy.

Patients experiencing rash during the 14-day lead-in period of 200 mg/day should not have their
Nevirapine dose increased until the rash has resolved. The isolated rash should be closely
monitored.

Patients who interrupt Nevirapine dosing for more than 7 days should restart the recommended
lead-in dosing, using one 200 mg tablet daily for the first 14 days followed by one 200 mg tablet
twice daily.

Contraindications
Hypersensitivity to Nevirapine or to any of the excipients.

Nevirapine should not be readministered to patients who have required permanent
discontinuation for severe rash, rash accompanied by constitutional symptoms, hypersensitivity
reactions, or clinical hepatitis due to Nevirapine.

Nevirapine should not be used in patients with severe hepatic impairment or pre-treatment ASAT
or ALAT > 5 ULN until baseline ASAT/ALAT are stabilised <5 ULN.

Nevirapine should not be readministered in patients who previously had ASAT or ALAT > 5
ULN during Nevirapine therapy and had recurrence of liver function abnormalities upon
readministration.

Herbal preparations containing St John's Wort (Hypericum perforatum) must not be used while
taking Nevirapine due to the risk of decreased plasma concentrations and reduced clinical effects
of Nevirapine.

The available pharmacokinetic data suggest that the concomitant use of rifampicin and
Nevirapine is not recommended.

Special warning and precautions for use

On the basis of pharmacodynamic data Nevirapine should only be used with at least two other
antiretroviral agents.

Lactose intolerance: The formulation contains 464 mg lactose. Patients with rare hereditary
problems of galactose intolerance, the Lapp lactase deficiency or glucose-galactose
malabsorption, should not take this medicine.

Cutaneous reactions: Severe and life-threatening skin reactions, including fatal cascs, have
occurred in patients treated with Nevirapine mainly during the first 6 weeks of therapy. These
have included cases of Stevens-Johnson syndrome, toxic epidermal necrolysis and
hypersensitivity reactions characterised by rash, constitutional findings and visceral involvement.
Patients should be intensively monitored during the first 18 weeks of treatment. Patients should
be closely monitored if an isolated rash occurs. Nevirapine must be permanently discontinued in
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any patient experiencing severe rash or a rash accompanied by constitutional symptoms (such as
fever, blistering, oral lesions, conjunctivitis, facial oedema, muscle or joint aches, or general
malaise), including Stevens-Johnson syndrome, or toxic epidermal necrolysis. Nevirapine must
be permanently discontinued in any patient experiencing hypersensitivity reaction (characterised
by rash with constitutional symptoms, plus visceral involvement, such as hepatitis, eosinophilia.
granulocytopenia, and renal dysfunction).

Nevirapine administration above the recommended dose might increase the frequency and
seriousness of skin reactions, such as Stevens-Johnson syndrome and toxic epidermal necrolysis.

Concomitant prednisone use (40 mg/day for the first 14 days of Nevirapine administration) has
been shown not to decrease the incidence of Nevirapine-associated rash, and may be associated
with an increase in incidence and severity of rash during the first 6 weeks of Nevirapine therapy.

Some risk factors for developing serious cutaneous reactions have been identified, they include
failure to follow the initial dosing of 200 mg daily during the lead-in period and a long delay
between the initial symptoms and medical consultation. Women appear to be at higher risk than
men of developing rash, whether receiving Nevirapine or non- Nevirapine containing therapy.

Patients should be instructed that a major toxicity of Nevirapine is rash. They should be advised
to promptly notify their physician of any rash and avoid delay between the initial symptoms and
medical consultation. The majority of rashes associated with Nevirapine occur within the first 6
weeks of initiation of therapy. Therefore, patients should be monitored carefully for the
appearance of rash during this period. Patients should be instructed that dose escalation is not Lo
occur if any rash occurs during the two-week lead-in dosing period, until the rash resolves.

Any patient experiencing severe rash or a rash accompanied by constitutional symptoms such as
fever, blistering, oral lesions, conjunctivitis, facial oedema, muscle or joint aches, or general
malaise should discontinue medication and immediately seek medical evaluation. [n these
patients Nevirapine must not be restarted.

If patients present with a suspected Nevirapine associated rash. liver function tests should be
performed. Patients with moderate to severe elevations (ASAT or ALAT > 5 ULN) should be
permanently discontinued from Nevirapine.

If a hypersensitivity reaction occurs, characterised by rash with constitutional symptoms such as
fever, arthralgia, myalgia and lymphadenopathy. plus visceral involvement, such as hepatitis,
eosinophilia, granulocytopenia, and renal dysfunction, Nevirapine should be permanently
stopped and not be re-introduced.

Hepatic reactions: Severe and life-threatening hepatoxicity, including fatal fulminant hepatitis,
has occurred in patients treated with Nevirapine. The first 18 weeks of treatment is a critical
period which requires close monitoring. The risk of hepatic events is greatest in the first 6 weeks
of therapy.

However the risk continues past this period and monitoring should continue at frequent intervals
throughout treatment.
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Increased ASAT or ALAT levels > 2.5 ULN and/or co-infection with hepatitis B and/or C at the
start of antiretroviral therapy is associated with greater risk of hepatic adverse reactions during
antiretroviral therapy in general, including Nevirapine containing regimens.

Female gender and patients with higher CD4 counts are at increased risk of hepatic adverse
events.

Women have a three fold higher risk than men for symptomatic, often rash-associated, hepatic
events (5.8% versus 2.2%), and patients with higher CD4 counts at initiation of Nevirapine
therapy are at higher risk for symptomatic hepatic events with Nevirapine. In a retrospective
review, women with CD4 counts >250 cells/mm’ had a 12 fold higher risk of symptomatic
hepatic adverse events compared to women with CD4 counts <250 cells/mm’® (11.0% versus

0.9%). An increased risk was observed in men with CD4 counts > 400 cells/mm’ (6.3% versus
1.2 % for men with CD4 counts <400 cells/mm?®).

Patients should be informed that hepatic reactions are a major toxicity of Nevirapine requiring

close monitoring during the first 18 wecks. They should be informed that occurrence of

symptoms suggestive of hepatitis should lead them to discontinue Nevirapine and immediately
seek medical evaluation, which should include liver function tests.

Liver monitoring: Abnormal liver function tests have been reported with Nevirapine, some in the
first few weeks of therapy.

Asymptomatic elevations of liver enzymes are frequently described and are not necessarily a
contraindication to use Nevirapine. Asymptomatic GGT elevations are not a contraindication to
continue therapy.

Monitoring of hepatic tests should be done every two weeks during the first 2 months of

treatment, at the 3™ month and then regularly thereafter. Liver test monitoring should be

performed if the patient experiences signs or symptoms suggestive of hepatitis and/or
hypersensitivity.

If ASAT or ALAT > 2.5 ULN before or during treatment, then liver tests should be monitored
more frequently during regular clinic visits. Nevirapine should not be administered to patients
with pre-treatment ASAT or ALAT > 5 ULN until baseline ASAT/ALAT are stabilised < 5
ULN.

Physicians and patients should be vigilant for prodromal signs or findings of hepatitis, such as
anorexia, nausea, jaundice, bilirubinuria, acholic stools, hepatomegaly or liver tenderness.
Patients should be instructed to seek medical attention promptly if these occur.

If ASAT or ALAT increase to> 5 ULN during treatment, Nevirapine should be immediately
stopped. If ASAT and ALAT return to baseline values and if the patient had no clinical signs or
symptoms of hepatitis, rash, constitutional symptoms or other findings suggestive of organ
dysfunction, it may be possible to reintroduce Nevirapine, on a case by case basis, at the starting
dosage regimen of 200 mg/day for 14 days followed by 400 mg/day. In these cases, more
frequent liver monitoring is required. If liver function abnormalities recur, Nevirapine should be
permanently discontinued.
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If clinical hepatitis occurs, characterised by anorexia, nausea, vomiting, icterus AND laboratory
findings (such as moderate or severe liver function test abnormalities (excluding GGT),
Nevirapine must be permanently stopped. Nevirapine should not be readministered to patients
who have required permanent discontinuation for clinical hepatitis due to Nevirapine.

Liver disease: The safety and efficacy of Nevirapine has not been established in patients with
significant underlying liver disorders. NEVIRAPINE is contraindicated in patients with severe
hepatic impairment. Patients with chronic hepatitis B or C and treated with combination
antiretroviral therapy are at an increased risk for severe and potentially fatal hepatic adverse
events. In the case of concomitant antiviral therapy for hepatitis B or C, please refer also to the
relevant product information for these medicinal products.

Patients with pre-existing liver dysfunction including chronic active hepatitis have an increased
frequency of liver function abnormalities during combination antiretroviral therapy and should
be monitored according to standard practice. If there is evidence of worsening liver disease in
such patients, interruption or discontinuation of treatment must be considered.

Post-exposure-prophylaxis: ~ Serious hepatotoxicity, including liver failure requiring
transplantation, has been reported in HIV-uninfected individuals receiving multiple doses of
Nevirapine in the setting of post-exposure-prophylaxis (PEP). an unapproved use. The use of
Nevirapine has not been evaluated within a specific study on PEP. especially in term of
treatment duration and therefore, is strongly discouraged.

Other warnings

Combination therapy with Nevirapine is not a curative treatment of patients infected with HIV-1:
patients may continue to experience illnesses associated with advanced HIV-1 infection,
including opportunistic infections.

The long-term effects of Nevirapine are unknown at this time. C ombination therapy with
Nevirapine has not been shown to reduce the risk of transmission of HIV-1 to others through
sexual contact or contaminated blood.

Combination antiretroviral therapy has been associated with the redistribution of body fat
(lipodystrophy) in HIV infected patients. The long-term consequences of these events are
currently unknown. Knowledge about the mechanism is incomplete. A connection between
visceral lipomatosis and PIs and lipoatrophy and NRTIs has been hypothesised. A higher risk of
lipodystrophy has been associated with individual factors such as older age. and with drug
related factors such as longer duration of antiretroviral treatment and associated metabolic
disturbances. Clinical examination should include evaluation for physical signs of fat
redistribution. Consideration should be given to the measurement of fasting serum lipids and
blood glucose. Lipid disorders should be managed as clinically appropriate.

Nevirapine may interact with some medicinal products; therefore, patients should be advised to
report to their doctor the use of any other medications.

Oral contraceptives and other hormonal methods of birth control should not be used as the sole
method of contraception in women taking Nevirapine, since Nevirapine might lower the plasma

[HCTPYKIS U151 32CTOCY BAHHSA JIKAPCHROT0 3a¢00y (KiHIeBoro np(myu‘:'y)j;u_:uigmcl/w

HAMHCOM YITOBHOBaKEHOT 0COOH, IO BUCTYIIAE BT iMeHi 3asBHUKA. e /‘77 '

11.12.2017 Kouybet M.€.



concentrations of these medications. For this reason, and to reduce the risk of HIV transmission,
barrier contraception (e.g., condoms) is recommended. Additionally, when oral contraceptives
are used for hormonal regulation during administration of Nevirapine the therapeutic effect
should be monitored.

Pharmacokinetic results suggest caution should be exercised when Nevirapine is administered to
patients with moderate hepatic dysfunction and should not be administered in patients with
severe hepatic dysfunction. Overall, the results suggest that patients with mild to moderate
hepatic dysfunction, defined as Child-Pugh Classification Score < 7. do not require an
adjustment in Nevirapine dosing. In patients with renal dysfunction, who are undergoing
dialysis, pharmacokinetic results suggest that supplementing Nevirapine therapy with an
additional 200 mg dose of Nevirapine following each dialysis treatment would help offset the
effects of dialysis on Nevirapine clearance. Otherwise patients with CLer = 20 ml/min do not
require an adjustment in Nevirapine dosing.

Immune reactivation syndrome

In HIV-infected patients with severe immune deficiency at the time of institution of combination
antiretroviral therapy (CART), an inflammatory reaction to asymptomatic or residual

opportunistic pathogens may arise and cause serious clinical conditions. or aggravation of
symptoms. Typically, such reactions have been observed within the first few weeks or months of

initiation of CART. Relevant examples are cytomegalovirus retinitis, generalised and/or focal
mycobacterial infections, and Preumocystis carinii pneumonia. Any inflammatory symptoms
should be evaluated and treatment instituted when necessary.

Interaction with other FPPs and other forms of interaction

NRTIs: No dosage adjustments are required when Nevirapine is taken in combination with
zidovudine, didanosine, or zalcitabine. When the zidovudine data were pooled from two studies
(n = 33) in which HIV-1 infected patients received Nevirapine 400 mg/day either alone or in
combination with 200-300 mg/day didanosine or 0.375 to 0.75 mg/day zalcitabine on a
background of zidovudine therapy, Nevirapine produced a non-significant decline of 13 % in
sidovudine area under the curve (AUC) and a non-significant increase of 5.8 % in zidovudine
Cpax. In a subset of patients (n = 6) who were administered Nevirapine 400 mg/day and
didanosine on a background of zidovudine therapy, Nevirapine produced a significant decline of
32 % in zidovudine AUC and a non-significant decline of 27 % in zidovudine Cmax. Paired data
suggest that zidovudine had no effect on the pharmacokinetics of Nevirapine. In one crossover
study, Nevirapine had no effect on the steady-state pharmacokinetics of either didanosine (n =
18) or zalcitabine (n = 6).

Results from a 36 day study in HIV infected patients (n = 25) administered Nevirapine.
nelfinavir (750 mg t.i.d.) and stavudine (30-40 mg b.i.d.) showed no statistically significant

changes in the AUC or Cpgy of stavudine. Furthermore, a population pharmacokinetic study of

90 patients assigned to receive lamivudine with Nevirapine or placebo revealed no changes to
lamivudine apparent clearance and volume of distribution, suggesting no induction effect of
Nevirapine on lamivudine clearance.
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Non-nucleoside reverse transcriptase inhibitors (NNRTIs): Results from a clinical trial (n=14)
showed that steady-state pharmacokinetic parameters of Nevirapine were not affected by co-
administration of efavirenz. However, drug levels of efavirenz were significantly reduced in the
presence of Nevirapine. The AUC of efavirenz decreased by 22% and the Cpin by 36%. When
co-administered with Nevirapine a dose increase of efavirenz to 800mg once daily may be
warranted.

PIs: Nevirapine is a mild to moderate inducer of the hepatic enzyme CYP3A; therefore, it is
possible that co-administration with PlIs (also metabolised by CYP3A) may result in an alteration
in the plasma concentration of either agent.

Results from a clinical trial (n = 31) with HIV infected patients administered Nevirapine and
saquinavir (hard gelatin capsules; 600 mg t.i.d.) indicated that their co-administration leads to a
mean reduction of 24 % (p = 0.041) in saquinavir AUC and no significant change in Nevirapine
plasma levels. The reduction in saquinavir levels due to this interaction may further reduce the
marginal plasma levels of saquinavir which are achieved with the hard gelatin capsule

formulation.

Another study (n=20) evaluated once daily dosing of saquinavir soft gel capsule (sge) with a 100
mg dose of ritonavir. All patients concomitantly received Nevirapine. The study showed that the
combination of saquinavir sgc and 100 mg of ritonavir had no measurable effect on the
pharmacokinetic parameters of Nevirapine, compared to historical controls. The effect of
Nevirapine on the pharmacokinetics of saquinavir sgc in the presence of 100 mg of ritonavir,
was modest and clinically insignificant.

Results from a clinical trial (n = 25) with HIV infected patients administered Nevirapine and
indinavir (800 mg q8h) indicated that their co-administration leads to a 28 % mean decrease (p <
0.01) in indinavir AUC and no significant change in Nevirapine plasma levels. No definitive
clinical conclusions have been reached regarding the potential impact of co-administration of
Nevirapine and indinavir. A dose increase of indinavir to 1000 mg q8h should be considered
when indinavir is given with Nevirapine 200 mg b.i.d.; however, there are no data currently
available to establish that the short term or long term antiviral activity of indinavir 1000 mg g8h
with Nevirapine 200 mg b.i.d. will differ from that of indinavir 800 mg q8h with Nevirapine 200
mg b.i.d.

Results from a clinical trial (n = 25) with HIV infected patients administered Nevirapine and
ritonavir (600 mg b.i.d. [using a gradual dose escalation regimen]) indicated that their co
administration leads to no significant change in ritonavir or Nevirapine plasma levels.

Results from a 36 day study in HIV infected patients (n = 25) administered Nevirapine.
nelfinavir (750 mg t.i.d.) and stavudine (30-40 mg b.i.d.) showed no statistically significant
changes in nelfinavir pharmacokinetic parameters after the addition of Nevirapine (AUC + 4 %,
Cmax + 14 % and Cpi - 2 %0). Compared to historical controls Nevirapine levels appeared to be
unchanged.

There were no increased safety concerns noted with the co administration of Nevirapine with any
of these PIs when used in combination.
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In HIV positive adults, Nevirapine used in combination with lopinavir/ritonavir 400/100 mg (3
capsules) twice daily has been reported to result in a decline in the lopinavir AUC of 27%
compared with historical data. Although the clinical relevance of this observation has not been
fully established, an increase in the dose of lopinavir/ritonavir to 533/133 mg (4 capsules) twice
daily with food is recommended in combination with Nevirapine.

Results from a pharmacokinetic study in paediatric patients were consistent with the findings in
adults. During Nevirapine co-administration, lopinavir AUC decreased by 22% (AUC ratio 0.78;
0.56-1.09) and lopinavir Cpin by 55% (Cmin ratio 0.45; 0.25-0.82). For children, increase of the
dose of lopinavir/ritonavir to 300/75 mg/m” should be considered when used in combination with
Nevirapine, particularly for patients in whom reduced susceptibility to lopinavir/ritonavir is
suspected.

Ketoconazole: In one study, administration of Nevirapine 200 mg b.i.d. with ketoconazole 400
mg q.d. resulted in a significant reduction (63 % median reduction in ketoconazole AUC and a
40 % median reduction in ketoconazole Cpma). In the same study, ketoconazole administration
resulted in a 15-28 % increase in the plasma levels of Nevirapine compared to historical controls.
Ketoconazole and Nevirapine should not be given concomitantly. The effects of Nevirapine on
itraconazole are not known.

Fluconazole: Co-administration of fluconazole and Nevirapine resulted in approximately 100%
increase in Nevirapine exposure compared with historical data where Nevirapine was
administered alone. Because of the risk of increased exposure to Nevirapine, caution should be
exercised if the medicinal products are given concomitantly and patients should be monitored
closely. There was no clinically relevant effect of Nevirapine on fluconazole.

Oral Contraceptives: As oral contraceptives should not be used as the sole method of
contraception in HIV infected patients, other means of contraception (such as barrier methods)
are recommended in patients being treated with Nevirapine. Furthermore a pharmacokinetic
interaction has been identified. Nevirapine 200 mg b.i.d. was co-administered with a single dose
of an oral contraceptive containing ethinyl estradiol (EE) 0.035mg and norethindrone (NET) 1.0
mg. Compared to plasma concentrations observed prior to Nevirapine administration, the median
AUC for 17a-EE was significantly decreased by 29% after 28 days of Nevirapine dosing. There
was a significant reduction in EE mean resident time and half-life. There was a significant
reduction (18%) in median AUC for NET, without changes in mean resident time or half-life.
The magnitude of the effect suggests that the dose of the oral contraceptive should be adjusted to
allow adequate treatment for indications other than contraception (e.g.. endometriosis), if used
with Nevirapine.

Other medicinal products metabolised by CYP3A: Nevirapine is an inducer of CYP3A and
potentially CYP2B6, with maximal induction occurring within 2-4 weeks of initiating multiple-
dose therapy. Based on the known metabolism of methadone, Nevirapine may decrease plasma
concentrations of methadone by increasing its hepatic metabolism. Narcotic withdrawal
syndrome has been reported in patients treated with Nevirapine and methadone concomitantly.
Methadone-maintained patients beginning Nevirapine therapy should be monitored for evidence
of withdrawal and methadone dose should be adjusted accordingly.
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Other compounds that are substrates of CYP34 and CYP2B6 may have decreased plasma
concentrations when co-administered with Nevirapine. Therefore, careful monitoring of the
therapeutic effectiveness of P450 metabolised medicinal products is recommended when taken in
combination with Nevirapine.

CYP isoenzyme inhibitors: The results of a Nevirapine-clarithromycin interaction study (n = 18)
resulted in a significant reduction in clarithromycin AUC (30 %) and Cpax (- 21 %) but a
significant increase in the AUC (58 %) and Cpax (62 %) of the active metabolite 14-OH
clarithromycin. There was a significant increase in the Nevirapine Cpin (28 %) and a non-
significant increase in Nevirapine AUC (26 %) and Cpax (24 %). These results would suggest
that no dose adjustment is necessary for either clarithromycin and Nevirapine when the two
medicinal products are co-administered. Close monitoring of hepatic abnormalities and activity
against Mycobacterium avium - intracellular complex (MAC) is nevertheless recommended.

Monitoring of steady-state Nevirapine trough plasma concentrations in patients who received
long-term Nevirapine treatment revealed that Nevirapine trough concentrations were elevated in
patients who received cimetidine (+ 7 %, n = 13).

CYP isoenzyme inducers: An open-label study (n = 14) to determine the effects of Nevirapine
on the steady state pharmacokinetics of rifampicin resulted in no significant change in rifampicin
Cpax and AUC. In contrast, rifampicin produced a significant lowering of Nevirapine AUC (- 58
%), Cmax (- 50 %) and Cupin (- 68 %) compared to historical data.

The available pharmacokinetic data suggest that the concomitant use of rifampicin and
Nevirapine is not recommended. Therefore, these medicinal products should not be used in
combination. Physicians needing to treat patients co-infected with tuberculosis and using a
Nevirapine containing regimen may consider use of rifabutin instead. Rifabutin and Nevirapine
can be administered concurrently without dose adjustments (see below). Alternatively physicians
may consider switching to a triple NRTI combination for a variable period of time, depending on
the tuberculosis treatment regimen.

In a pharmacokinetic study the concomitant administration of Nevirapine with rifabutin resulted
in a non-significant 12 % (median) increase in the steady-state AUC, a non-significant 3%
decrease in Cuinss and a significant 20 % increase in the Cpmaxss. Non-significant changes were
found on 25-O-desacetyl-rifabutin (rifabutin active metabolite) AUC, Chinss OF Chaxss A
statistically significant increase in the apparent clearance of Nevirapine (9 %) compared to
historical pharmacokinetic data was reported. This study suggests that there is no clinically
relevant interaction between Nevirapine and rifabutin. Therefore. the two drugs can be
administered concurrently without dose adjustments provided that a careful monitoring of the
adverse reactions is performed.

Warfarin: The interaction between Nevirapine and the antithrombotic agent warfarin is
complex, with the potential for both increases and decreases in coagulation time when used
concomitantly. The net effect of the interaction may change during the first weeks of co-
administration or upon discontinuation of Nevirapine, and close monitoring of anticoagulation
levels is therefore warranted.
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Hypericum perforatum: Serum levels of Nevirapine can be reduced by concomitant use of the
herbal preparation St John's Wort (Hypericum perforatum). This is due to induction of drug
metabolism enzymes and/or transport proteins by St John's Wort. Herbal preparations containing
St John's Wort should therefore not be combined with Nevirapine. If patient is already taking St
John's Wort check Nevirapine and if possible viral levels and stop St John's Wort. Nevirapine
levels may increase on stopping St John's Wort. The dose of Nevirapine may need adjusting. The
inducing effect may persist for at least 2 weeks after cessation of treatment with St John's Wort.

Other information: Studies using human liver microsomes indicated that the formation of
Nevirapine hydroxylated metabolites was not affected by the presence of dapsone, rifabutin,
rifampicin, and trimethoprim/sulfamethoxazole. Ketoconazole and erythromycin significantly
inhibited the formation of Nevirapine hydroxylated metabolites.

Pregnancy and lactation

Pregnancy: No observable teratogenicity was detected in reproductive studies performed in
pregnant rats and rabbits. There are no adequate and well-controlled studies in pregnant women.
Therefore Nevirapine should only be used during pregnancy if the expected benetit justifies the
possible risk to the child and caution should be exercised when prescribing Nevirapine to
pregnant women.

Lactation: Results from a pharmacokinetic study of 10 HIV-1 infected pregnant women who
were administered a single oral dose of 100 or 200 mg Nevirapine at a median of 5.8 hours
before delivery, have shown that Nevirapine readily crosses the placenta and is found in breast
milk.

It is recommended that HIV-infected mothers do not breast-feed their infants to avoid risking
postnatal transmission of HIV and that mothers should discontinue nursing if they are receiving
Nevirapine.

Effects on ability to drive and use machines
No studies on the effects on the ability to drive and use machines have been performed.
Undesirable effects

The most frequently reported adverse events related to Nevirapine therapy, across all clinical
trials, were rash, nausea, fatigue, fever, headache, vomiting, diarrhoea, abdominal pain and
myalgia.

The post marketing experience has shown that the most serious adverse reactions are Stevens-
Johnson syndrome and toxic epidermal necrolysis and serious hepatitis/hepatic failure and
hypersensitivity reactions, characterised by rash with constitutional symptoms such as fever.
arthralgia, myalgia and lymphadenopathy, plus visceral involvement, such as hepatitis.
eosinophilia, granulocytopenia, and renal dysfunction. The first 18 weeks of treatment Is a
critical period which requires close monitoring.
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The following adverse events which may be causally related to the administration of Nevirapine
have been reported. The frequencies estimated are based on pooled clinical trial data for events
considered related to Nevirapine treatment:

Frequency classes: very common (>1/10); common (>1/100, <1/10); uncommon (>1/1,000,
<1/100); rare (>1/10,000, <1/1,000); very rare (<1/10,000)

Blood and lymphatic system disorders
Rare: Granulocytopenia, Anaemia
Immune system disorders

Common: Allergic reactions
Rare: Hypersensitivity (syndrome), anaphylaxis

Nervous system disorders

Common: Headache

Gastrointestinal disorders

Common: Nausea

Uncommon: Vomiting, Abdominal pain
Rare: Diarrhoea

Hepato-biliary disorders

Common: Hepatitis (1.2 %), liver function tests abnormal uncommon jaundice
Rare: Liver failure / fulminant hepatitis

Skin and subcutaneous tissue disorders

Common: Rash (9 %)

Uncommon: Stevens Johnson syndrome (0.3 %). Urticaria
Rare: Toxic epidermal necrolysis, Angio-oedema

Musculoskeletal, connective tissue and bone disorders

Uncommon: Myalgia
Rare: Arthralgia

General disorders and administration site conditions
Uncommon: Fatigue, Fever

Combination antiretroviral therapy has been associated with redistribution of body fat
(lipodystrophy) in HIV infected patients including the loss of peripheral and facial subcutaneous
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fat, increased intra-abdominal and visceral fat, breast hypertrophy and dorsocervical fat
accumulation (buffalo hump).

Combination antiretroviral therapy has been associated with metabolic abnormalities such as
hypertriglyceridaemia, hypercholesterolaemia, insulin resistance. hyperglycaemia and
hyperlactataemia.

The following events have also been reported when Nevirapine has been used in combination
with other anti-retroviral agents: pancreatitis, peripheral neuropathy and thrombocytopaenia.
These events are commonly associated with other antiretroviral agents and may be expected o
occur when Nevirapine is used in combination with other agents; however it is unlikely that
these events are due to Nevirapine treatment. Hepatic-renal failure syndromes have been rarely
reported.

In HIV-infected patients with severe immune deficiency at the time of initiation of combination
antiretroviral therapy (CART). an inflammatory reaction to asymptomatic or residual
opportunistic infections may arise.

Skin and subcutaneous tissues

The most common clinical toxicity of Nevirapine is rash, with Nevirapine attributable rash
oceurring in 9 % of patients in combination regimens in controlled studies. In these clinical trials
24 % of patients treated with a Nevirapine containing regimen experienced rash compared with
15 % of patients treated in control groups. Severe rash occurred in 1.7 % of Nevirapine treated
patients compared with 0.2 % of patients treated in the control groups.

Rashes are usually mild to moderate, maculopapular erythematous cutaneous eruptions, with or
without pruritus, located on the trunk, face and extremities. Allergic reactions (anaphylaxis,
angioedema and urticaria) have been reported. Rashes occur alone or in the context of
hypersensitivity reactions, characterised by rash with constitutional symptoms such as fever,
arthralgia, myalgia and lympadenopathy, plus visceral involvement, such as hepatitis,
eosinophilia, granulocytopenia, and renal dysfunction.

Severe and life-threatening skin reactions have occurred in patients treated with Nevirapine,
including Stevens-Johnson syndrome (SJS) and toxic epidermal necrolysis (TEN). Fatal cases of
SJS, TEN and hypersensitivity reactions have been reported. The majority of severe rashes
occurred within the first 6 weeks of treatment and some required hospitalisation. with one patient
requiring surgical intervention.

Hepato-biliary

The most frequently observed laboratory test abnormalities are elevations in liver function tests
(LETs), including ALAT, ASAT, GGT, total bilirubin and alkaline phosphatase. Asymptomatic
elevations of GGT levels are the most frequent. Cases of jaundice have been reported. Cases of
hepatitis (severe and life-threatening hepatoxicity, including fatal fulminant hepatitis) have been
reported in patients treated with Nevirapine. In a large clinical trial, the risk of a serious hepatic
event among 1121 patients receiving Nevirapine for a median duration of greater than one year
was 1.2 % (versus 0.6 % in placebo group). The best predictor of a serious hepatic event was
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clevated baseline liver function tests. The first 18 weeks of treatment is a critical period which
requires close monitoring.

Paediatric patients

Based on experience of 361 paediatric patients treated in clinical trials, the most frequently
reported adverse events related to Nevirapine were similar to those observed in adults, with the
exception of granulocytopaenia which was more commonly observed in children. In post-
marketing surveillance anaemia has been more commonly observed in children. Isolated cases of
Stevens-Johnson syndrome or Stevens-Johnson/toxic epidermal necrolysis transition syndrome
have been reported in this population.

Overdose

There is no known antidote for Nevirapine overdosage. Cases of Nevirapine overdose at doses
ranging from 800 to 6000 mg per day for up to 15 days have been reported. Patients have
experienced oedema, erythema nodosum, fatigue. fever, headache, insomnia, nausea. pulmonary
infiltrates, rash, vertigo, vomiting, increase in transaminases and weight decrease. All of these
effects subsided following discontinuation of Nevirapine.

Pharmacodynamic properties
Mechanism of action

Nevirapine is a NNRTI of HIV-1. Nevirapine binds directly to reverse transcriptase and blocks
the RNA-dependent and DNA-dependent DNA polymerase activities by causing a disruption of
the enzyme's catalytic site. The activity of Nevirapine does not compete with template or
nucleoside triphosphates. HIV-2 reverse transcriptase and eukaryotic DNA polymerases (such as
human DNA polymerases «, B, v, or 8) are not inhibited by Nevirapine.

Resistance

HIV isolates with reduced susceptibility (100 to 250-fold) to Nevirapine emerge in vitro.
Phenotypic and genotypic changes occur in HIV isolates from patients treated with Nevirapine or
Nevirapine + zidovudine over one to 12 weeks. By week 8 of Nevirapine monotherapy. 100 % of
the patients tested had HIV isolates with a > 100-fold decrease in susceptibility to Nevirapine,
regardless of dose. Nevirapine + zidovudine combination therapy did not alter the emergence
rate of Nevirapine-resistant virus. Genotypic and phenotypic resistance was examined for
patients receiving Nevirapine in triple and double therapy drug combination therapy, and in the
non- Nevirapine comparative group from the INCAS study. Antiretroviral naive subjects with
CD4 cells counts of 200-600/mm’ were treated with either Nevirapine + zidovudine (n = 46).
zidovudine + didanosine (n = 51) or Nevirapine + zidovudine + didanosine (n = 51) and followed
for 52 weeks or longer on therapy. Virologic evaluations were performed at baseline, six months
and 12 months. The phenotypic resistance test performed required a minimum of 1000 copies/ml
HIV RNA in order to be able to amplify the virus. Of the three study groups. 16, 19 and 28
patients respectively had evaluable baseline isolates and subsequently remained in the study for
at least 24 weeks. At baseline, there were five cases of phenotypic resistance to Nevirapine: the
[Csq values were 5 to 6.5-fold increased in three and >100 fold in two. At 24 weeks, all available
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isolates recoverable from patients receiving Nevirapine were resistant to this agent, while 18/21
(86 %) patients carried such isolates at 30-60 weeks. In 16 subjects viral suppression was below
the limits of detection (< 20 copies/ml = 14, < 400 copies/ml = 2). Assuming that suppression
below < 20 copies/ml implies Nevirapine susceptibility of the virus, 45 % (17/38) of patients had
virus measured or imputed to be susceptible to Nevirapine. All 11 subjects receiving Nevirapine
+ zidovudine who were tested for phenotypic resistance were resistant to Nevirapine by six
months. Over the entire period of observation, one case of didanosine resistance was seen.
Zidovudine resistance emerged as more frequent after 30 - 60 weeks, especially in patients
receiving double combination therapy. Based on the increase in ICso, zidovudine resistance
appeared lower in the Nevirapine + zidovudine + didanosine group than the other treatment
groups.

With respect to Nevirapine resistance, all isolates that were sequenced carried at least one
mutation associated with resistance, the most common single changes being K103N and Y181C.
Combinations of mutations were found in nine of the 12 patients observed. These data from
INCAS illustrate that the use of highly active drug therapies is associated with a delay in the
development of antiretroviral drug resistance.

The clinical relevance of phenotypic and genotypic changes associated with Nevirapine therapy
has not been established.

In addition to the data presented above, there exists a risk of rapid emergence of resistance to
NNRTIs in case of virological failure.

Cross-resistance

Rapid emergence of HIV strains which are cross-resistant to NNRTIs has been observed in vitro.
Data on cross-resistance between the NNRTI Nevirapine and NRTIs are very limited. In four
patients, zidovudine-resistant isolates tested in vitro retained susceptibility to Nevirapine and in
six patients, Nevirapine-resistant isolates were susceptible to zidovudine and didanosine. Cross-
resistance between Nevirapine and HIV Pls is unlikely because the enzyme targets involved are
different.

Cross-resistance among the currently registered NNRTIs is broad. Some genotypic resistance
data indicate that in most patients failing NNRTI, viral strains express cross-resistance 10 the
other NNRTIs. The currently available data do not support sequential use of NNRTIs.
Pharmacodynamic effects

Nevirapine has been evaluated in both treatment naive and treatment experienced patients.

Results from a trial evaluated triple therapy with Nevirapine, zidovudine and didanosine
compared to zidovudine + didanosine. in 398 HIV-1 infected patients (mean baseline 153 CD4+

cells/mm?: plasma HIV1 RNA 4.59 logy copies/ml), who had received at least 6 months of

NRTI therapy prior to enrolment (median 115 weeks). These heavily experienced patients
demonstrated a significant improvement of the triple therapy group over the double therapy
group for one year in both viral RNA and CD4+ cell counts.
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A durable response for at least one year was documented in a trial (INCAS) for the triple therapy
arm with Nevirapine, zidovudine and didanosine compared to zidovudine + didanosine or
Nevirapine + zidovudine in 151 HIV-1 infected, treatment naive patients with CD4+ cell counts
of 200-600 cells/mm’® (mean 376 cellssmm’) and a mean baseline plasma HIV-1 RNA
concentration of 4.41 log;o copies/ml (25,704 copies/ml). Treatment doses were Nevirapine, 200
mg daily for two weeks, followed by 200 mg twice daily, or placebo; zidovudine, 200 mg three
times daily; didanosine, 125 or 200 mg twice daily (depending on the weight).

Nevirapine has also been studied in combination with other antiretroviral agents, e.g..
zalcitabine, stavudine, lamivudine, indinavir, ritonavir, nelfinavir, saquinavir and lopinavir. No
new and overt safety problems have been reported for these combinations.

Studies are on-going to evaluate the efficacy and safety of combination therapies with
Nevirapine in patients failing PI therapy.

Perinatal transmission

Two studies evaluated the efficacy of Nevirapine to prevent vertical transmission of HIV-1
infection. Mothers received only study antiretroviral therapy during these trials.

[n the clinical study mother-infant pairs were randomised to receive oral Nevirapine (mother:
200 mg at the onset of labour; infant: 2 mg/kg within 72 hours of birth), or an ultra-short oral
zidovudine regimen (mother: 600 mg at the onset of labour and 300 mg every 3 hours until
delivery: infant: 4 mg/kg twice daily for 7 days). The cumulative HIV-1 infant infection rate at
14-16 weeks was 13.1 % (n = 310) in the Nevirapine group, versus 25.1 % (n = 308 in the ultra-
short zidovudine group (p = 0.00063).

In another clinical study conducted in South Africa, mother-infant pairs were randomised to
receive oral Nevirapine (mother: 200 mg during labor and 200 mg 24 to 48 hours postdelivery:
infant: 6 mg 24 to 48 hours postdelivery); or a short oral zidovudine plus lamivudine regimen
(mother: zidovudine 600 mg, then 300 mg every 3 hours during labour, followed by 300 mg
b.i.d. for 7 days postdelivery plus lamivudine 150 mg b.i.d. during labour and for 7 days
postdelivery; infant: zidovudine 12 mg b.i.d. plus lamivudine 6 mg b.i.d. for 7 days [if infant
weight <2 kg, zidovudine 4 mg/kg b.i.d. plus lamivudine 2 mg/kg b.i.d. for 7 days]). There was
no significant difference in HIV-1 transmission rates through 6 to 8 weeks between the
Nevirapine group (5.7 %, n = 652) and the zidovudine plus lamivudine group (3.6 %, n = 649).
There was greater risk of HIV-1 transmission to babies whose mothers received their Nevirapine
or their zidovudine plus lamivudine doses less than 2 hours before delivery. In the SAINT study
68% of Nevirapine-exposed mothers had resistant strains at approximately 4 weeks after
delivery.

Furthermore, in the case Nevirapine is used as single dose to prevent vertical transmission of

HIV-1 infection, the risk of hepatotoxicity in mother and child cannot be excluded.

A blinded randomized clinical trial in women already taking antiretroviral therapy throughout
pregnancy demonstrated no further reduction of vertical HIV-1 transmission when the mother
and the child received a single Nevirapine dose during labour and after birth respectively. HIV-1
transmission rates were similarly low in both treatment groups (1.3% in the NEVIRAPINE
group, 1.4% in the placebo group). The vertical transmission decreased neither in women with

HIV-1 RNA below the limit of quantification nor in women with HIV-1 RNA above the limit of
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quantification prior to partus. Of the 95 women who received intrapartum Nevirapine, 15%
developed Nevirapine resistance mutations at 6 weeks post partus.

Pharmacokinetic properties
Adults

Nevirapine is readily absorbed (> 90 %) after oral administration in healthy volunteers and in
adults with HIV-1 infection. Absolute bioavailability in 12 healthy adults following single-dose
administration was 93 + 9 % (mean SD) for a 50 mg tablet and 91 = 8 % for an oral solution.
Peak plasma Nevirapine concentrations of 2 + 0.4 pg/ml (7.5 uM) were attained by 4 hours
following a single 200 mg dose. Following multiple doses, Nevirapine peak concentrations
appear to increase linearly in the dose range of 200 to 400 mg/day. Data reported in the literature
from 20 HIV infected patients suggest a steady state Cpax of 5.74 pug/ml (5.00-7.44) and Cyip of
3.73 pg/ml (3.20-5.08) with an AUC of 109.0 hepg/ml (96.0-143.5) in patients taking 200 mg of
Nevirapine b.i.d. Other published data support these conclusions. Long-term efficacy appears to
be most likely in patients whose Nevirapine trough levels exceed 3.5 pg/ml.

Nevirapine tablets and oral suspension have been shown to be comparably bioavailable and
interchangeable at doses up to 200 mg.

The absorption of Nevirapine is not affected by food, antacids or medicinal products which are
formulated with an alkaline buffering agent (e.g., didanosine).

Nevirapine is lipophilic and is essentially non-ionized at physiologic pH. Following intravenous
administration to healthy adults, the volume of distribution (Vds) of Nevirapine was 1.21 + 0.09
I/kg, suggesting that Nevirapine is widely distributed in humans. Nevirapine readily crosses the
placenta and is found in breast milk. Nevirapine is about 60 % bound to plasma proteins in the
plasma concentration range of 1-10 pg/ml. Nevirapine concentrations in human cerebrospinal
fluid (n = 6) were 45 % (= 5 %) of the concentrations in plasma; this ratio is approximately equal
to the fraction not bound to plasma protein.

In vivo studies in humans and in vitro studies with human liver microsomes have shown that
Nevirapine is extensively biotransformed via cytochrome P450 (oxidative) metabolism to several
hydroxylated metabolites. In vitro studies with human liver microsomes suggest that oxidative
metabolism of Nevirapine is mediated primarily by cytochrome P450 isozymes from the CYP3A
family, although other isozymes may have a secondary role. In a mass balance/excretion study in
eight healthy male volunteers dosed to steady state with Nevirapine 200 mg given twice daily
followed by a single 50 mg dose of '*C-Nevirapine, approximately 91.4 £ 10.5 % of the
radiolabelled dose was recovered, with urine (81.3 £ 11.1 %) representing the primary route of
excretion compared to faeces (10.1 £ 1.5 %). Greater than 80 % of the radioactivity in urine was
made up of glucuronide conjugates of hydroxylated metabolites. Thus cytochrome P450
metabolism, glucuronide conjugation, and urinary excretion of glucuronidated metabolites
represent the primary route of Nevirapine biotransformation and elimination in humans. Only a
small fraction (< 5 %) of the radioactivity in urine (representing < 3 % of the total dose) was
made up of parent compound: therefore, renal excretion plays a minor role in elimination of the
parent compound.
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Nevirapine has been shown to be an inducer of hepatic cytochrome P450 metabolic enzymes.
The pharmacokinetics of autoinduction are characterised by an approximately 1.5 to 2 fold
increase in the apparent oral clearance of Nevirapine as treatment continues from a single dose to
two-to-four weeks of dosing with 200-400 mg/day. Autoinduction also results in a corresponding
decrease in the terminal phase half-life of Nevirapine in plasma from approximately 45 hours
(single dose) to approximately 25-30 hours following multiple dosing with 200-400 mg/day.

Renal dysfunction: The single-dose pharmacokinetics of Nevirapine have been compared in 23
subjects with either mild (50 £ CLcr < 80 ml/min), moderate (30 < CLer < 50 ml/min) or severe
renal dysfunction (CLer < 30 ml/min), renal impairment or end-stage renal disease (ESRD)
requiring dialysis, and 8 subjects with normal renal function (CLer > 80 ml/min). Renal
impairment (mild, moderate and severe) resulted in no significant change in the
pharmacokinetics of Nevirapine. However, subjects with ESRD requiring dialysis exhibited a
43.5 % reduction in Nevirapine AUC over a one-week exposure period. There was also
accumulation of Nevirapine hydroxy-metabolites in plasma. The results suggest that
supplementing Nevirapine therapy with an additional 200 mg dose of Nevirapine following each
dialysis treatment would help offset the effects of dialysis on Nevirapine clearance. Otherwise
patients with CLer > 20 ml/min do not require an adjustment in Nevirapine dosing.

Hepatic dysfunction: The single-dose pharmacokinetics of Nevirapine have been compared in
10 subjects with hepatic dysfunction and 8 subjects with normal hepatic function. Overall, the
results suggest that patients with mild to moderate hepatic dysfunction, defined as Child-Pugh
Classification Score < 7. do not require an adjustment in Nevirapine dosing. However, the
pharmacokinetics of Nevirapine in one subject with a Child-Pugh score of 8 and moderate to
severe ascites suggests that patients with worsening hepatic function may be at risk of
accumulating Nevirapine in the systemic circulation.

Although a slightly higher weight adjusted volume of distribution of Nevirapine was found in
female subjects compared to males, no significant gender differences in Nevirapine plasma
concentrations following single or multiple dose administrations were seen. Nevirapine
pharmacokinetics in HIV-1 infected adults do not appear to change with age (range 19-68 years)
or race (Black, Hispanic, or Caucasian). Nevirapine has not been specifically investigated in
patients over the age of 65.

Pediatric patients

The pharmacokinetics of Nevirapine have been studied in two open-label studies in children with
HIV-1 infection. In one study, nine HIV infected children ranging in age from 9 months to 14
years were administered a single dose (7.5 mg, 30 mg, or 120 mg per m’: n = 3 per dose) of
Nevirapine oral suspension after an overnight fast. Nevirapine AUC and peak concentration
increased in proportion with dose. Following absorption Nevirapine mean plasma concentrations
declined log linearly with time. Nevirapine terminal phase half-life following a single dose was
30.6 £+ 10.2 hours.

In a second multiple dose study, Nevirapine oral suspension or tablets (240 to 400 mg/m?/day)
were administered as monotherapy or in combination with zidovudine or zidovudine and
didanosine to 37 HIV-1 infected pediatric patients with the following demographics: male (54
%), racial minority groups (73 %). median age of 11 months (range: 2 months — 15 years). Thesc
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patients received 120 mg/ m*/day of Nevirapine for approximately 4 weeks followed by 120 mg/
m?/b.i.d. (patients > 9 years of age) or 200 mg/ m*/b.i.d. (patients < 9 years of age). Nevirapine
clearance adjusted for body weight reached maximum values by age 1 to 2 years and then
decreased with increasing age. Nevirapine apparent clearance adjusted for body weight was
approximately two-fold greater in children younger than 8 years compared to adults. Nevirapine
half-life for the study group as a whole after dosing to steady state was 25.9 = 9.6 hours. With
long term drug administration, the mean values for Nevirapine terminal half-life changed with
age as follows: 2 months to 1 year (32 hours), 1 to 4 years (21 hours), 4 to § years (18 hours),
greater than 8 years (28 hours).

Preclinical safety data

Preclinical data revealed no special hazard for humans other than those observed in clinical
studies based on conventional studies of safety, pharmacology, repeated dose toxicity, and
genotoxicity. In reproductive toxicology studies, evidence of impaired fertility was seen in rats.
In carcinogenicity studies, Nevirapine induces hepatic tumours in rats and mice. In rats these
findings are most likely related to Nevirapine being a strong inducer of liver enzymes. and not
due to a genotoxic mode of action. The mechanism of tumours in mice is not yet clarified and
therefore their relevance in humans remains to be determined.

Shelf life
60 months

Special precautions for storage
Do not store above 30°C. Store in the original container.

Pack
HDPE bottle of 60°s.
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