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[HCTPYKIISA
AUIST MEAHYHOT0 32CTOCYBAHHS npenapary

HEBIPAIIIH
(NEVIRAPINE)

Crxnao:

diloua pevoguna: HEBipamniH;

| Tabnetka MictuTh Heipaminy 200 Mr;

DonoMisicni  pedoguHu: NAKTO3M MOHOTLApAT, —LeENosI03a MIKpPOKpHCTAliuHa, [EToNo3a
MIKpOKpHCTAIliYHA, KPEMHIIO NIOKCHA KOJIOiAHHH Ge3poaumii, HATPIIO KPOXMAILITIKOIST,
Martito cTeapar, TOBi/IOH.

Jlikapebka ¢popma. Tabnerku.
dapmakoTepaneBTHYHA IPyna. TIportusipycHi 3aco6H s CHCTEMHOTO 3aCTOCYBaHHA.
Hemykseo3uiti iHriGiTOpH 3B0pOTHOT TPAHCKPHITA3H. Hegipamin. Koax ATC JOSA GO1.

MdapMaKoJ0riuHi BJACTHBOCTI.

Dapmaxkoounamira.

Hesiparin — HeHyK/I€03uAHMI {HTiGiTOp 3B0POTHOT TPAHCKPHUIITA3H (HHI3T) BLJI-1. Heipaniu
3B'A3yeThCA 0€3MOCePEeHBO 31 3BOPOTHOIO TPAHCKPHUIITA30I0 i 6noxye PHK-3anexny ta JJHK-
sanexxny axtusHicts JIHK-momimepasu, BUKIHKAIOWM pyHHYBaHHA KaTaliTHYHOT JUITHKH
depmenty. /[lis HeBipamiHy He KOHKYpY€E HI 3 Marpu4HHMH, HI 3 HYKJICO3MIHHMH
tpudocdaramu. Hesipanin ne € iHriGiTopoM 3BOPOTHOT TPAHCKPHITA3H BIJI-2 un eykaploTHOL
JTHK-nonimepasu (takux sk JHK-nonimMepasu JTIOAMHA THITY O, B, y abo d).

V kIiHIYHMX JOCTI/UKEHHAX HEBipamiH acouiloBaBes 3 MiABMINCHHIM pPIBHA XOICCTEPHHY
JITIBIL] Ta 3arajgpHUM [OKpALIAHHSM CIiBBIAHOIICHH piBHS 3arajJbHOr0 XOJECTEPUHY [0
xonecrepuny JITIBILI, BBaXKaeTecs, WO Y 3arafnbHiil MOMyJsiii 1€ ACOLIIOETBCA 3 MEHIIHM
PH3HKOM CepLeBO-CYAMHHHX sBHIl. OxHaK y pasi BiACYTHOCTi cremiajbHHX AOCITIUKEHb 3
HEBipamiHOM IOAO 3MiHM PU3UKY CEpUEBO-CYAMHHHX SBHII Y BlJI-indikoBaHuX Nalli€cHTIB
KTHIYHEH BIUTHB LMX CIIOCTEPEXEHb 3aIMMIAEcThCs HepigomuMm. Bubip IIPOTHPETPOBIPYCHHX
Mpenaparis Mae KepyBaTHCs, y TIEPIIY 4epry IXHbOIO POTHBIpYCHOIO ehEKTUBHICTIO.
[poTHBipycHa aKTHBHIiCTH HeBipamiHy in vifro Oyna BHMipAHA B PI3HOMAHITHHX JIHIAX KIITHH,
BKJTIOYAIOYH MOHOHYK/IEapHi KIITHHH TepH(epudHOi KpOBi, Makpodaru, MOXi/IHi MOHOIKTIB Ta
nimdo6racroinui xmiTunHI minii. V HeasHIX JOCTI/DKEHHAX 13 BUKOPHCTAHHAM JiM(OUHTIB
KPOBi CITMHHOTO MO3KY JIONMHH Ta 293 KITiTHH HUpPKH mozcskoro embpiona EC50 3HaueHHA
(xonnentpauis 50 % NPHTHIYCHHS) Majld niamazon 14-302 HM BigHOCHO 1a0OPAaTOPHHX Ta
kigigauX i305atis BIJI-1.

Hepipamid npuraiuyBas MpOTHBIpYCHY aKTHBHICTE i1 Vilro MpOTH isosstie rpynu M BUI-1 3
monodinernunux rpyn A, B, C, D, F, G ta H ta uupkyioioumnx pexombinantHX GopM (CRF),

[HCTPYKUIs /151 32CTOCY BAHHS JIIKAPCHLKOTO 3ac00y (KiHLEBOro NPOAYKTY), 3acBinucHa
MiAMHMCOM YITOBHOBa)XeHOI 0COOH, IO BUCTYTIAE BLI IMEHI 3asgBHHKA :
07.062017  Kouybeii €.
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CRFO1 AE, CRF02_AG Ta CRF12_BF (cepenne EC50 3nauenus 63 uM). Hesipanin e mMaB
npoms?pycno'f aKTHBHOCTI in vitro mpoty izonstis 3 rpynu O BIJI-1 ta BUI-2.

Hesipanin y komOinauii 3 epaBipeHLOM YHHUB CHIbHY aHrarosictuany npotu BUI-1 nio in
vitro Ta JOTIOBHIOBAB AHTATOHICTHYHY il0 PUTOHA Bipy, inriGitopa npoteasy abo eHyBipTHLY,
inriGitopa dysii. Hesiparia MaB J0aTKOBY CHHEPIitHY MPOTH BIJI-1 aKTHBHICTB Y 1<01\:16i11aui'1' 3
iriGiTopamMu  [poTeasH:  aMIPEHABIPOM, aTa’aHaBipoM, IHIMHABIPOM,  JIOMIHABIPOM,
nendinasipom, caksinasipom i Tumpanasipom Ta NRTI (HyK/1eo3uaHl Hr16ITOpH 3BOPOTHOL
TpaHCKpUNTa3u): abakaBipoM, IUAAHO3HHOM, eMTpULUTA0IHOM, J1aMiBY/IMHOM, CTaBYIHHOM,
teHo(oipoM Ta 3unoBymunom. [Iporn BUI-1 axtusroCTi Hepipamidy npoTtuaiss aHtu-HBV
(Bipyc rematuty B) npenapar azedosip Ta autu-HCV (Bipyc rematuty C) npemnapar pubaBipun
in vitro.

Tpu BHGOpI HOBUX MPOTHPETPOBIPYCHUX Mpenaparie, qKi OyayTh nMpu3HadaTH y komOinauii 3
HeBipamiHoOM, CJIil BPaxoBYBaTH BipOTiAHICTH MEPEXpPEcHO pe3sucTeHTHOCTI. [Ipy MpUNMHEHH]
Kypcy JiKyBaHHsS MPOTHPETPOBIDYCHHMH MpenapaTaMu, A0 SKOTO BXOAHMTDH HeBipariH, ciij
GpaTM 4O yBard JOBrYTPHBAIICTh HANIBXHUTTS HEBipalliHy; MPH OAHOYACHOMY TPUITHHEHHI
IpuiioMy TPOTHPETPOBIPYCHHX MpenapariB, TPUBANICTh HA [MIBXHTTA AKMX KOpPOTIIA 33
HeBipamiH, HH3bKi KOHUEHTpALIl HeBipa MiHy y T1a3Mi KpOBI MOXYTh yTPHMYBATHCA MPOTATOM
THoKHS 260 Biblue i SIK HACTII0K — MOYKE PO3BHHYTHCS PE3UCTEHTHICTb.

Dapmaroxinemuxra.

dapmakokineTHka y gopociux. Hepipanin 1erko BCMOKTYETHCS (> 90 %) micnsa nepopasbHOTO
npuifoMy y 3/0poBHX JHozei i mopocmux, indikosannx BUI-1. AbcomoTHa 0100CTYNHICTH Y
3/I0pOBHX JOPOCIHX Micjs MpHifoMy pa3oBoi 103u cTaHoBmia 93 % (CepeiHE 3HAYCHHS) A
tabnerku 50 mr. [likoBa KOHIEHTpalis HeBipaminy y mmasmi kposi 2 mxr/ma (7,5 mMxM)
JOCsAracThes uepes 4 romuHu micns npuifomy pasosoi mosm 200 mr. Ilicis Gararopaszosoro
npuifoMy TiKOBa KOHIEHTpawis HeBipamiHy y Mexax nosu Bia 200 mo 400 wmr/aoby
36inpuryetbest mimiitno. IlocTilina KkoHueHTpamis Hesipaminy — 4,5 Mxr/ma (17 MxM),
nocaraetbes npu 400 Mr/ao0y.

Hi Txa, Hi anTauuani 3acobu 4u JiKapchbKi mpernapaTd Ha OCHOBI JyxHOro Oydepa (Hanpukiaz,
JIUJAHO3HHY) Ha BCMOKTYBaHHS HEBipariHy HE BIIMBAIOTh.

Hesiparin Jerko npoHUKae Kpi3b IUIALEHTY i B rpyaHe Mosnokoi. Hesipamin npubausno na 60 %
3B'A3y€Thes 3 OinKaMy MiIa3MH KpoBi y [iana3oHl 1iasmMoBoi KoHOeHTpawii Bia 1 o 10 mkr/mi.
KonueHTpailis HeBipamniHy y CIHHHOMO3KOBIil piauHi craHoBuaa 45 % Bia HOro KOHUEHTpALUT y
masmi Kposi. Ile BigHOuIeHHS NpuOIM3HO AOPIBHIOE YACTI, L0 HE 3B'A3yeThes 3 Ouikamu
nnasmu kpoei. Hesipamnin GioTpancdopMyeTbest uepes OKMCIIOBATLHMIT MeTaboiaM 3a yuacTio
muToxpoMy P450 no kinbkox rigpokcunbHuX MerabosmiTi. JlocmiukeHHs in vitro MikpocoM
MEYiHK{ JIOAWHM NAlOTh MiACTABU IPHUITYCKATH, L0 OKUCTIOBAIBHMN MeTaboi3M HeBiparniHy
ONOCEPENKOBYEThCA 130 epmenTamu uroxpoMy P450 3 pany CYP3A, xoua inmi isohepmentn
MOYTh BiflirpaBaTH BTOPHHHY poJib. [Ipenapar BHBOAMTHCS MepeBakHo i3 ceveio (81,3 %), a
He3HayHa yactuHa — 3 Qexamismu (10,1 %). Ilonax 80 % npemapary B cedi CTaHOBIATDH
CJIIOKOPOHIAHI CIIOMYKH MiIPOKCHIBHHX MeTaboiTiB. Jlume <3 % 3aranbHol 103K BUBOJMUTHCA Y
HE3MIHHOMY CTaHi.

Hesipanin € inmykropom Merafoniuuux QepMenTiB umtoxpomy P450 mnewinku. Y Mipy
NPOJOBXKEHHs JiKyBaHHs npu 1031 200-400 Mr/noby npoTsarom 2-4 THXHIB (apMakoKiHETHKa
XapaKTepu3yeThess Npubau3Ho 1,5-2-pa3oBuM 301MBLIEHHAM BHAMMOIO KJIpEHCY HeBipamiHy
MOPIBHAHO 3 OZHOPA30BHM MPHHOMOM. AYTOIHAYKIiS TaKOX MPU3BOAWTH A0 BIANOBIAHOIO
CKOPOUEHHS Tepiojly HamiBKUTTS HeBipamidy y mma3mi Kposi MpHOIH3HO Bia 45 ropud npu
pa3oBiit 1031 1o npubnusno 25-30 roxuH micas 6araTopasosBux 403 200-400 mr/noby.

IHCTpyKINist AJIsT 32CTOCYBAHHS JIKAPCHKOro 3aco0y (KiHIEBOro NPOayKTY), 3acBijuena
MiAMHCOM YTIOBHOBa)KEHOI 0CO0H, IO BUCTYIAE BiX iMeHI 3asBHMKA
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[MamienTH KiHky nokasanu Ha 13,8 % meHwni KiipeHc HepiparniHy, HIK YOJIOBIKH. st pi3HuULA
He BBasKasacd KIiHiuno BaaHBOI0. OCKiMbKH Hi Maca Tina, Hi inaexc macu Tija (BMI) He mann
BILIMBY HA KJIipEHC HeBipamiHy, BIUIHB CTATi HE MOXKHA HOACHHTH po3MipoM Tijia.
dapMaKkoKiHeTHKa HEBipamiHy y BIJI-1-indiKOBaHUX AOPOCIMX HE 3MIHIOETHCA 3AICHHO B1J
Biky (y mexax 18-68 pokis) abo pacu.

Huprosa oucgynxyis. Huprona HeJOCTATHICTb (He3HauHa, MOMIpHA 1 TSHKKA) He MPU3BOAUTD 10
6yb-AKMX JOCTOBIPHHX 3MiH ¥ dbapmakokineTnil Hepipaniny. OnHaK B ocif i3 TepMIHAILHOKO
CTaicl0 HHPKOBOI HEJOCTAaTHOCTI, 11O BHMArae Jianmizy, MpOTArOM THIXKHEBOTO IEPIOAY
eKCITO3MLIT CriocTepiranocs CKOpoYeHHA ol mij papMaKoKIHETHYHOIO KPUBOIO (mani — AUC)
nepipaniny Ha 43,5 %. Tak camo Mailo Miclle HaKOMMYCHHs Y Tiasmi KpoBi MeTabosiTiB
rigpokcuHeBipaminy. OTxe, A KoMIIeHcanii e(pexTy Aiamisy Ha KIipeHC HeBipamiHy MOYXHA
6ys0 6 MiACHIMTH Tepamilo HeBipamiHOM AOXATKOBOIO fforo 03010 200 Mr micas KOXHOIO
cearicy giamizy. B iHIIEX BHNAgKaX NAU€HTH 3 kmipencoM kpearnHiny > 20 mi/xB He
noTpe6yIoTh KOpEeKLil 1031 HeBipariHy.

[opyuienns @ymxyii nevinku. He 6yna 3mineHa (bapMaKOKIHETHYHA UCTIO3MILIS HaraTOKpaTHOTO
JI03yBaHHs HEBipamiHy Ta I ITH OKHCJICHHX MeTaboiTIB.

Opnak mpubmusno 15 % mnauientis 3 (iGposom MeuiHK¥ Malu HalMeHIN KOHLEHTpaiii
Hesipaniny monax 9000 Hr/mi (WO BABIYI MEPEBHIIYE CEPELHIO HalfMEHIIY KOHIIEHTpAIilo).
MamicaTis i3 nopymenmsim  GyHKUil MeuiHku Ciil PeTesbHO TEPEBIPITH HA HasSBHICTH
TOKCHYHOCTI, BUKJIHKAHOI MPenapaToM.

Y (apmakokineTHIHOMY RoCHiDkeHH onnokparsoi 200 mMr 03 Hepiparniny 3a ydactio BUJI-
HeraTHBHMX MAIICHTIB 3 JErKMM Ta noMipHuM nopywmeHHsM Qynkuil nedinku (Hainr-IT'to A,
n=6; Yaitng-II'to B, n=4) cnoctepiratocs 3Hayue 36inbments AUC HeBipamiHy B OIHOTO
namienta 3 Yaitna-ITio B 3 acimToM, BKa3yloun Ha Te, IO MAIli€HTH 3 MOripumeHHsM dyHkuii
MeqiHKH Ta aCIHTOM MOKYTh MATH PH3HK HAKOMHYEHHS HEBipaIiHy B CHCTEMHOMY KpoBoOGiry.
OckinpKH HeBipamiH iHAYKye BiacHHit Merabonism npu OaraTOKpaTHOMY JI03yBaHHI, TO L
JOCTIKEHHS OJHOKPATHOI A03H MOKe HE BiI0OpaXkaTy BIUIMB IOPYIICHHA byHxuii nevinky Ha
(apmaxokiHeTHKy 6araTokpaTHOro A03yBaHHs.

Dapmaroxinemuka y oimeu.

[pu mnpuitomi 4/7 wmr/kr ta 150 Mr/M’ HeBipamiH J06pe MNEPeHOCHTBCA Ta IPOSIBIISE
edeKTHBHICTD y JiKyBaHHi AiTeil, sKi HiKOJM He MpMiManM NMPOTHPETPOBIPYCHI Npemapar.
O6uaBa  peXHMH H03yBaHHS e(EeKTHBHI IIOJ0 3MEHIICHHS BIPYCHOTO HaBaHTAKEHHS.
fbapMaKOKiHeTH‘IHi naHi y 33 nauientis (pixosuit miamazon 0,77-13,7 poky) y rpymi
{HTEHCHBHOTO B3SITTS 3Pa3KiB MPOAEMOHCTPYBAIIH, IO MIiCASl MEPOPATILHOTO TPHitoMy KilipeHC
HeBipamiHy 36inbITyBaBCs 31 3pOCTAHHAM BiKy TaKHM YHHOM, L0 BiNOBiaae 301IbLIEHHIO IO
nosepxHi Tina. JoszyBanHs HeBipaminy 150 mr/m° BID (mic/ist ABOTHAKHEBOTO 3aCTOCYBaHHs MpH
150 Mr/M* QD) CIpUYMHHNO TEOMETPUYHO CepelHi UM CepelHi HalMEHII KOHLEHTpALl
Hesipaminy 4-6 MKr/ma (mai y mopocux). KpiM Toro, HaiiMeHuli KoHUeHTpauii HesipamiHy, ki
criocTepiranucs, 6y aHAIOTTYHIMHU JUIS IBOX METO/IB.

06’eHaHMH aHaIi3 II’STH MPOTOKOMIB IPYNHU MeJiaTpHYHHX KiuiHiunumx aocmimxens 3i CHIMy
(PACTQG), B sixux nopisHiosamu 245, 356, 366, 377 ta 403 nauieHTiB, J03BOIHUB TPOBECTH OLIHKY
JiTeit BikoM 110 3 MicsiiB (n=17), sanydenux a0 uux gocnimkens PACTG.

Kniniygi XapaKTepHCTHKH.

ITorazanna.
Hesipaniz 200 Mr TaGneTKH MpH3HAYacThes B KoMOiHamii 3 iHIIMMH AHTHPETPOBIPYCHHMHU
mperapataMy Ul JIKYBaHHs AOPOCIMX, MUAITKIB Ta AiTeH Oyab-AKOro BiKy, ski iH]ikoBaHI

[HCTPYKIst 4151 32CTOCYBAHHS JIKAPCHKOro 3ac00y (KiHUEBOro MPOLYKTY), 3aCBiatcHa
MiAMHMCOM YIIOBHOBaXEHOI 0cOOH, 110 BHCTYNAE B/l iMeHI 3aiBHIKA
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ipycoM iMyHOAEQIUTY JHOAMHHM THILY | (BUJI-1). Hesipamin 200 mr [pu3HA4YaEThC JUTA BLJI-
iH(pikoBaHUX BariTHUX xinok (monax 14 THOKHIB recraiii) suis 3anodiraHHs nepenaui BlJI-
ingexuii Bia MaTepi 10 AUTHHH.

Iiis Bubopy BiAMOBIAHOL CXEMH NiKyBaHHA CIHiJi 3BEPHYTHCS 110 HaftoCTaHHIKX O(ILIAHNX
peKOMeH1alliil o0 mpodinaKTHKH nepenaui BUI Big marepi 10 AMTHHH (nanpuknan,
sunymesi BOO3) .

IIpomunoKkasanHA.

- TlizBuuIeHa YyTIUBICTD 10 KOMIIOHEHTIB, SKi BXOAATH [0 CKJIady npenapary.

- TlosTopHe MNpM3HAYEHHS [IiCIA BIIMIHM HEBipamiHy: 4epe3 TAKKY dbopMy BHCHITAHb;
yepe3 BHCHNAHHSA, WO CYNPOBOKYBAIMCIH cUMIITOMamu, fKi  CBIAYaThH  MPO
rerepanizauio mnpouecy 260 rinepyyTaMBiCTb; UEpe3 KIiHIYHI TPOABH TENATHTY,
CIPHYMHEHOTO HEBipANiHOM.

. Tsxka aucdyHKuis nedinka (32 gnacudikanieio Yaitnpa-1I'o xiac C), abo THM, XTO
MPOHIIOB MOMEPEIHE TiKYBaHHA 3 METOIO popmanizauii pisus ACT abo AJIT, wo OyB
OinbII HIK Y 5 pasip BHIIE BEPXHBOT MEXI HOPMH (BMH).

- IloBTOpHE MpU3HAYCHHS HeBipamniny micis Horo BiZMiHM uepe3 MiZBHIIEHHS PIBHA ACT
a6o AJIT y 5 pasis, o0 CyIpPOBOUKYETHCA pinxunenHaM QyHKIH] MediHky — ML 4ac
Tepanii npenaparom.

- OpnHoyacHe 3aCTOCYBaHHA 3 HeBipammiHoOM Ipenaparis, 1o micTaTh 3Bipobiit (hypericum
perforatun) ado pudamIinys, Yepes PH3NK 3HIDKCHHA KOHIEHTpallil HeBipamiHy Y
r1a3Mi KpoBi Ta 3HMKEHHS HOTO eheKTHBHOCTI

Bzaemodia 3 inuiumu iKapcyKuMu 3acobamu ma iHWi 6UOU 63AEMOOIIL.

JloBefeHo, WO HeBipamiH € iHIYKTOPOM MeTaboMiuHuX (epMEeHTIB LHTOXPOMY MeYiHKH
Puso (CYP3A, CYP2B) i Moxe CHPHYHHATH 3HIDKCHHA Mna3sMoBOl KOHIEHTpalil 1HIIHX
CYNYTHBO IPHU3HAYEHMX JIKiB, sKi 3HaHOIO Mipoto MeTaGomizyloTees CYP3A un CYP2B (aus.
nmigposain «PapMakokineTHkay). OTxKe, MOKE BHHHKHYTH notpeba B KOpeKlii 103H.

Ha aGcopGuiro HeBipamiHy He BIUIHBAE NpUiioM ixi, anraumadi  abo Jiikapeeki 3aco0H, 10
KAy SKHMX BXOMHMTH JIy)KHHI Oy(pepHuil npernapar.

Binsmma wacTuHa iHpOpMAmii MpO B3AEMOJII0 3a3HadeHA Yy BiZICOTKOBIH 3MiH1 (reOMETPHYHO
cepeans) 3 inteppanom 90 % MPOrHO3yBAHHA (90 % PI).

[IpenapaTtu 3a Bzaemozis Pexomeniamii CT-{;-_COBH_()_;;’;y;i-lbOF(;
TepaneBTHYHOIO npuiiomy
cheporo
| TIPOTWIH®EKLIVHI [TPETTAPATHU ]

‘ AHTHpETPOBIpYCHI npenapaTu

| NRTI (Hykneo3udni inzivimopu 36 _pomnoi IMPAHCKPURMA3 L) l

Abakasip B3aeMmois BiaCyTHA Kopurysartu 103y He NOTpiGHO MpH
cynmyTHbOMY npuiiomi Hesipaminy 3
abakaBipoM

JlumaHo3HH BzaeMoist BIACYTHS Kopurysaru 103y He noTpibHO mpu
cynyrasomy npuiiomi 3 HepipamiHom

IHCTpYKIst 2151 32CTOCYBAHHS JIKAPCHKOr0 3ac00y (KiHIEBOrO MPOAYKTY), 3aCBigeHa
[iAMHCOM YIOBHOBa)KEHOT 0COOH, 11O BUCTYNAE Bij iMeHl 3agBHHKA \:ﬁ#‘%/
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JlamiBy1MH

S0 Mr asiul Ha A€HD

B3aeMo1is BIACYTHA

Kopurysati 103y HenoTpibHo mpH
cynyTHBOMY IpuiioMi Hesipamniny 3

naMiBYAMHOM

L

|CraByu: F{aqyma B3AEMOJLis BIACYTHA Kopurysarti 103y He noTpiOHO MpH
30/40 mMr CYNyTHBOMY TPHIOMI Hesipaminy 31 |
CTaBYIHHOM i
L |
rl'eaoq;osip 300 mr JfB:'xaemomﬂ BIZICYTHS Hﬁ)puryrsa'm 1103y HE MOTPiOHO MpH |
OJMH pa3 Ha JIeHb CYIyTHBOMY npuiiomi 3 TeHohOoBIPOM

3upoByaud 100-200 mr
7Bidl Ha AEHb

3Havymma B3aeMO/lis BLACYTHS

KopurysaTu 103y HE noTpioHO NPH
CyNyTHEOMY npuitomi Hesiparninom i3

3UIOBYANHOM

| NNRTI

(Henyrneosuoni inzioimopu 360pONIHOT MPAHCKPUNMA3LL)

U |

IE(})&BipeH?. 600 mr j
OJIMH pa3 Ha ACHb

L

PEKOMEHIYETBCA, OCKIUIBKH

Hesipaniny

Takuit cynyTHiil IpuioM He

napaJe/ibHui MPHHOM MPH3BOANTE 110 l|
[1i(BHIIEHOTO PH3HKY MOSBH noGiuHuX |
Ta He OKpAILye eHEeKTHBHICTh CaMOro

— |
l

PI (in2ibimop npomeasu)

|

ATa3aHaBip/pHTOHABIP
300/100 Mr oquH pa3 Ha
IeHb

400/100 Mr oauH pa3 Ha
JCHB

| ATazanaBip/puTOHABIP
300/100mr:

AUC | 0.58 (0.48-0.71)
Cumin | 0.28 (0.20-0.40)
Comax | 0.72 (0.60-0.86)

ATa3zaHaBip/pUTOHABIp
400/100mr:

AUC | 0.81 (0.65-1.02)
Cmin l 0.41 (02?—060)
Cmax < 1.02 (0.85-1.24)

Hesipanin

AUC 1 1.25 (1.17-1.34)
Cpmin 1 1.32 (1.22-1.43)
Cue ] 1117 (1.09-1.25)

PEKOMEHTY€ETBCS

-

Taxuit cynyTHiH MpHHOM HE

JlapyHaBip/pUTOHAaBIp
400/100 Mr aBiul Ha ACHB

|

3HavyIIa B3aeMOMif BIACYTHA

Komb6inartio aapysasipy 3 100 mMr
puTOHaBipy Ta HepipaniHoM MOXHa
3aCcTOCOBYBATH 0€3 KOPUTyBaHHA 103H

__

[upinagip

3HAUYLIA B3AEMOAIs BIACY THA

Hesiparin He CJIiJl 3aCTOCOBYBATH
CYINYTHBO 3 iHAIHABIPOM. SKIIO
3aCTOCOBYETHCS CYMyTHIH MPHHOM

IneTpyKitisi 115 32CTOCY BAHHS aikapcbroro 3acody (

[imEcoM yIoBHOBaXKeHOI 0cobu, 1o BUCTYTIAE Bin iMeHi 3asBHUKA

KiHLEBOTO0 MPOLYKTY), 3aCBLAYCHA

07.06.2017

Kouybeii Me.
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MiABMIEHOrO0 PHTOHABIPY Ta
MOYTHBHI MOHITOPHHT JiKYBaHHS,
komOiHallis 3 iHIIHABIPOM
NOMYCKAETHCS

docamnpeHasip
1400 Mr aBiyi Ha AEHb

| Amnpenasip

AUCY, 0,67 (0,55 - 0,80)
J 0,65 (0,49 - 0,85)
0,75 (0,63 -0,89)

C max

Cmm

Hesipanin

AUCT 1,29 (1,19-1,40)
Come 11,34 (1,21 - 1,49)
Cam P 125 (1,14-1.3T)

Hesipamnis He CIIij 3aCTOCOBYBATH
CYIyTHBO 3 (ocaMIpeHaBipoM, AKILO
rnapajenbHO HE 3aCTOCOBYBATH
PHTOHABIP

L

docammnpenanip /
putonasip 700/100 mr
JBidi HA IEHb

[Amnpeﬂaaip

AUCY), 0,89 (0,77 — 1,03)

£ e 0,81 (0,69 - 0,96)
coo 0,97 (0,85-1,10)
Hegipanin

AUCH 1,14 (1,05-1,24)
Coe 11,22(1,10-1,35)
Conin ] 1,13 (1,03 = 1,24)

KopurysaTi 403y He 10TpiGHO npH
cynyTHbOMY Tipuiomi Hesipaniny 3
(pocamnpenanipom /pUTOHABIPOM

Jloninasip/puTOHABIp
400/100 mr (xancym)
[BiYl HA AE€Hb

Jlonixagip

AUCY, 0,73 (0,53-0,98)
Crmax |V 0,54 (0,28 -0,74)
Coin V0,81 (0,62 -0,95)

VY BIJI-O3MTHBHUX HOPOCIHX:

Xoya KJiHIYHE 3HaYCHHS OO
CIIOCTEPE/KEHHS [TOBHICTIO HE
BCTAHOBIICHO, PEKOMEHIYEThCS
3017IbLICHHS JO3H
noniHaBipy/pHTOHABIPY 110

533/133 mr (4 kancymu) abo 500/125
Mmr (5 Tabnetok mosysanHaM 100/25
Mr) ABidi Ha 100y miJ 4ac upuifomy
ii. Kopurysanus no3u Hesipaniny e
BUMAraeThesl.

Jloninasip/puToHaBip
300/75 mr/m” aBidi Ha
JE€HDb

JliTH:

Jloninasip

AUC | 0.78 (0.56-1.09)
Cmin | 0.45 (0.25-0.82)

Crmax | 0.86 (0.64-1.16)

[1{lono aiTel, TO Cifl BUPILLHTH
MUTaHHSA 11O 301IbIIEHHS 03K
noninasipy/puTOHAaBIpY A0

300/75 mr/m® aBiui Ha 106y Tia Yac
npuiioMy DXKi IIpH CyIyTHBOMY
npuitomi Heipainy, oco0muBo 1t
MaLi€HTIB, Y AKUX Mi103PIOIOTH
3HHIKEHY UYTIHUBICTb 110
JIONiHABIPY/PUTOHABIPY

Hendinasip 750 Mr TpH

Hegiparin Moxe 3HU3UTH
KOHLIEHTpalito He(inasipy.

[HCTPYKILA A/ 32CTOCY BAHMHS JIIKAPCHKOTO 3acoly (Kinuesoro nponyx@%;zﬁyqena
s

MiAMHCOM YIIOBHOBaKEHOI 0COOH, 110 BUCTYIIAE BiJl iMeH1 3asBHHKA

07.062017  Kouybef ME.
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pasu Ha JIeHb

.

[KomBinatii ciif yHHKaTH, y 3B’ A3KY 3
HEMOIKJTUBICTIO [MATPUMYBATH
TepaneBTHYHY 1103y HElQiHABIPY

| Putonasip 600 Mr i

B3aeMois BIACYTHS

KopurysaTi 103y HE NOTPIOHO MK

M’ SKHX TeJIEBUX Karcyll, 3
PUTOHABIPOM, 110 HE BKA3y€ Ha
Oyab-sKy KITiHIYHO 3HAUYIIY
B3a MOIIO MK CaKBiHaBIpOM
pa3oM 3 PUTOHABIPOM Ta
HEeBipaniHoM

Ha JIeHb CYmyTHb My IpHHOMI Hesipaminy 3
L PUTOHABIPOM
CaksinaBip/ TlocTynHi o6MeKeHi AaHi npo KopurysaTh 103y He NOTPIOHO MpH
PUTOHABIP CYNYTHiil IPUIAOM CaKBiHaBIpPY, cymyTHbOMY mpHitfomi Hepiparminy 3

cakBiHaBipoM, sIKMil Cli IpUAMATH
rapajienbHO 3 PUTOHABIPOM

Tunpasasip / pUTOHABIP
500/200 Mr aBiyi HA JIEHb

O6MeeHi faHi, OTpuMaHi 3
nocnimkenns 3 ydactio BIJI-
iHdiKOBaHUX MALIEHTIB,
MOKa3aay KJIIHIYHO He3HauyIIe
sumkenns Ha 20 % TPV Chin

O6maBa JiKapchKi 3aco0H €
renaToTOKCHYHHMH, TOMY TaKa
KoMOiHaIlis He € PEKOMEHJ0BaHOI0

|

Bxiaui inribiTtopu

EndysipTHa

l

He ouikyeThes B3aEMOIT
3aBJIKH MeTaboIMHOMY IUIAXY
BuBesicHHA eHyBipTHay. He
OUYIKYETHCS KIIHIYHO 3HAUYLIOT
(apMaKoKiHeTHIHOT B3aeMOIii
Mi eH(yBIPTHIOM Ta CYMyTHIM
pUIIOMOM HeEBipariHy

KopurysaTu /103y HE NOTPIOHO NpH
cynyTHbOMY mpuiiomi Hesipaniny 3
eH}yBIpTHIOM

pa3 Ha JeHb

Mapasipok 300 Mr oquH

Mapagipox

AUC « 1.01 (0.6-1.55)
Coin ND

Crnax < 1.54 (0.94-2.52)
KonnenTtpauii HeBipaminy He
BHMipIoBaJIH, He 0UiKyEThCS
YOTHOTO eEKTY

Hesiparmni MOKHa npuiiMaTi
CYMyTHbO O€3 KOPHTYBaHHS 1031

[uribiTopn inTerpasu

Ha ACHb

Panrerpasip 400 Mr aBiui

He mae focTymHHX JaHHX.
He ouikyeThCs B3aEMOJIT
3aB/ISIKH MeTaboIiYHOMY

Tomy KopUryBaTH /103y He MOTPiOHO
rpu cymyTasomy npuitomi Hepipaniny

IncTpyKiis 4181 32aCTOCYBaH

Hs1 JTiKapchKoro 3acoly (KiHUeBoro mpoayKry), 3acBiJj4eHa
MiMHCOM YTIOBHOBAXKEHOT 0cO6H, 10 BUCTYTAE Bil iMeHi 3aiBHIKA '72

OlLds

07.062017  KouGe/ME.
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LIISIXY BHBEACHHS 3 pajiTerpaBipom l
pasiTerpasipy. i
AnTHOIOTHKH _J,
Knapurpominms 500 mr @apmpomiunn EKCIO3UILIS KIapiTPOMILAHY IHAYHO |
NBidi Ha JE€Hb AUC | 0.69 (0.62-0.76) suusutacs, 36inswenns 14-OH
Cpnin | 0.44 (0.30-0.64) metabommiT eriuB. OCKiIbKYM aKTHBHUH
Cmax | 0.77 (0.69-0.86) METabOIT Ma€e 3HMKEHY aKTHBHICTh
[IO10 aVium-iHTpaLemoIApHOL
Mera6omnit 14-OH GakTepii, 3arajbHa aKTHBHICTH NPOTH
AUC 1 1.42 (1.16-1.73) narorena Moxe 6yTu 3Minena. . Crin
Cpin < 0 (0.68-1.49) MPUMHATH PILICHHS OO
Cmax T 1.47 (1.21-1.80) aJbTepPHATHBHOI Teparii o0
KJIApHTPOMILMHY TIPH TiKyBaHHI
Hegipanin namnienTa, a3HTPOMILIHHOM.
AUC 1 1.26 J1o TOTO X, PEKOMEHIYETBCS
Crin T 1.28 peTenbHH MOHITOPHHT BIIXUIIEHD 3
Cowc' T 1:24 60Ky QYHKIUT MEYIHKH.
_J
Pudabyrun Pudabyrun KopuryBsat /103y He NOTpiOHO mpH
AUC 11.17 (0.98-1.40) cynyTHhoMYy npuifomi Hesipaniny 3
150 a60 300 Mr ofmH pa3  ||C iy < 1.07 (0.84-1.37) pu(aGyTHHOM.
Ha ICHb Cmax T 1.28 (1.09-1.51) Uepes BHCOKY Cy0’ EKTHBHY
BapiaGebHICTb y AESKHX MallieHTiB
Merabonir 25-0O- Moke OyTH 3HauHE MiJBHIIEHHS
nesanetnnpudabyTus excno3uii no pupadbyTuny Ta
AUC 1 1.24 (0.84-1.84) [iIBUIIIEHNH PU3HK TOKCUYHOCTI Yepe3
Cmin 1 1.22 (0.86-1.74) pudabytus. Tomy ciift 3 06epexHICTIO
Cmax T 1.29 (0.98-1.68) 3aCTOCOBYBATH CYIYTHIH Npuitom
ByJ10 MOBiIOMJIEHO PO
KJIIHIYHO HE3HauyIle
261TLITeHHS KITIPEHCY
Hesipaniny (Ha 9 %)
MOPIBHAHO 3 ICTOPUYHHMHA
bapMaKOKiHETHUHHMH
\TaHAMHU
Pucdamminus 600 Mr onus |Pudamminms Hegipanis Ta pudaMmili He Clij
pa3 Ha eHb AUC < 1.11 (0.96-1.28) npuitMati y koMbinanii. Jlikapi, skum
Cain ND HeoOXiAHO JIiKyBaTH MAIi€HTIB,
Cmax < 1.06 (0.91-1.22) CYMyTHBO iH(bIKOBaHHX TyOEpPKYIHO30M
Ta AKi IPOXOAATH TEPAartilo, 1O MICTHTE
Hesiparin Hegipanis, MOXyYTh MPUHHATH PILICHHS
mpo 3a ;
AUC | 0.42 po 3acTocyBaHHs pu(padTHHY
Crin 4 0.32

THeTpyKUist /151 3aCTOCYBAaHHS JTIKAPCHKOT0 3ac00y (KiHIEBOr0 NPOAYKTY), 3aCBiA4CHa
i ITHCOM YIIOBHOBA)XKEHOI 0CO0H, 110 BUCTYIIAE BiJ iMeH1 3asBHHKA ' %

07.06.2017 Kouybeii ME.
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Crax | 0.50

Iporurpundkosi npenaparu

dmokonazon 200 mr
OJIMH pa3 Ha JIeHb

dmoxoHazon

AUC « 0.94 (0.88-1.01)
Cmin < 0.93 (0.86-1.01)

Crnax < 0.92 (0.85-0.99)

Excnosunis Hepipaniny:
100 % nopiBHsHO 3
ICTOPHYHUMH JaHUMHU, KOJIH
BBOJIHJIH TUIBKH HeBipariH

Uepes pu3HK MiABHIEHHS €KCTIO3MIT 10
Hesipaniny ciig 6yTn obepexxHuM npu
CYMyTHbOMY MpPUHOMI JTIKAPCHKHUX
3ac001B HE BUMAZIOK MPOSBY
TOKCHYHOCTI

[rpakonaszon 200 Mr oguu
pa3 Ha IeHb

ITpakonason

AUC | 0.39

Cmin | 0.13

Crnax | 0.62

He Oyno kiiHI4HO 3HaYYIIHX
3MiH 3a (papMaKOKIHETHUHHMH
napaMeTpaMu micns
JI0/JaBaHHA HeBipamniHy

Crnix BUPIMIMTH DUTaHHS PO
KOPUT'YBaHHS J03H iTPaKOHAa30Jy IpH
CYMYTHBOMY TPHHOMI IUX ABOX
Tpenaparis

Kertoxonazon 400 mr
OJIMH pa3 Ha JIeHb

Keroxonason

AUC | 0.28 (0.20-0.40)
Cmin ND

Crnax | 0.56 (0.42-0.73)

PiBzi HeBipaniny y miasmi
kpoBi T Ha 1.15-1,28
MIOPIBHSHO 3 ICTOPHYHUM
KOHTpOJIeM

Keroxonason ta Hesipanin He MoxkHa
NpUAMaTH pa3oM

IIporumansipiitui 3aco6n

Xi"in

AUC | 0.67
Cmax | 0.64

Hesipanin 3Ha4HO 3HMKYyE
KOHLEHTPALIIO XiHIHY | MOYE 3MEHIIHTH
HOro MpOTHBOMAIAPUIHUIA ehekT

ATOBaKOH, XJIOPOXiHiH,
MeQIIOXiHiH, IPOryaHi,

Hemae nmaaux ctocosHo
NIKapChKUX B3aEMOii

3 orAny Ha TEOpEeTHYHI BioMoCTi
3HaA4YyILIl B3a€MOJIii MaJOBipoOri/Hi

Cynb(hanoKCHH,

mipMe3amin

JliomedanTpiu AUC 1 1.56 Ilonepeui nocnimkenna MPHIYCKAIOTH
Cmax T 1.24 BIIICYTHICTB 301MbIICHHS 106I4HMX

eextis 3 6oKy momedanTpiny.

Incrpyxuis aas 3acrocyBanns JikapcebKkoro 3acoly (KiHeBOro npoaykTy), 3acBinyena
MI/ITMCOM YIOBHOBAXKEHOT 0COOH, 110 BHCTYTIAE Bijl iMeHi 3asBHIKA W

07.062017  Kouy6ed M.€,




Hesipanin 1 apremerep + momepantpin

MOKHa NpHHMaTH pazom 6e3
PEryJIlOBaHHS 103H (AMBITHCS TAKOK
1H(OpMAILIIO CTOCOBHO aPTEMH3HHUHY i
HOTO MoXiaHuX)

ApPTEMH3HHHH 1 Horo
IOXiHi

He mae noctynuux KmiHiYHHX
JTAHUX

Hesipanin Mosxe 3HHXyBaTH

KOHIIEHTPALLII0 apTeMU3HHHIHA | Hioro
MOXIAHUX, aJle KMHIYHI HACi KK 1
HEB1ZIOMI 1

[Iporuncyaomui npenapatu

Kapb6amazenin,
(benobapbiran, audenin

He Mae poctynHux KiiHiYHHX
JaHUX

KoHuenTtpauii HeBipaniny i npotu
CYJOMHHX MpenapartiB, MOKIHBO Oy e
3HHKYBATHCS, 1110 MOKE NIPU3BECTH 110
Hee()EeKTHBHOCTI JIIKYBaHHS; CIIIBHOIO
MPUAOMY CJliJl YHHKATH, AKIIO He
MOXUIUBO BiJICTEKHUTH
AQHTHPETPOBIPYCHHMII Ta IPOTHENIIENTH-
YHHH epeKTH

L

AnTanmau

[{umeTnaun

[{umeTHaiH ICTOTHO He
BIUTHBAE HA HapMaKOKIHETHHY
HHEBipariny

Hesipaniu Cpi, 11,07

He notpi6ro xopurysaru 103y npu
CYNYTHbOMY NPHHOMI LHMETHNHY Ta
Hesipaniny

[Au‘rrwpomﬁoruqﬂi npenapatu

]

Bapgapun

B3aemozis Mix HeBipanminom
Ta aHTUTPOMOOTHYHHM
npernapaTom BaphapuHOM €
CKJIQZIHOIO, 3 TIOTEHIIAIOM SK
10 TI0JIOB)KEHHS, TaK i 10
3MEHILIEHHS Yacy KoaryJsiii
TIPH CYIIyTHbOMY IPHHOMI

HeoOxinno perensHo kouTpomosatu
PiBHI aHTHKOATYJIALIT

I

KouTpauentusui 3acobn ]

Jleno-
MEIPOKCHIIPOreCTEPOHY
aneratr (DMPA) 150 mr
KOXHI 3 micsiui

Jlemno-
MEPOKCHIIPOr€CTEPOHY
aunerat (DMPA)

AUC &

Cmin b

Hemae neoGxinuocti y kopurysassi 1o3u
NIpH CYITyTHBOMY Npuitomi DMPA Ta
Hesipaniny. Cynytsiit npuiiom
Hesipaniuny ne rnminys Ha epexr DMPA

IO/I0 MPHTHIYEHHS OBYJIAL]

IneTpykuis ans 3acTocyBanus JTiKapehbKoOro 3aco0y (kiHueBoro npomWa

MiANHCOM yTNOBHOBaXeHOI 0coGH, IO BUCTYTIAE Bifl iMeHi 3asBHIKA

07.06.2017  KouyGeii ME,
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Cmam =
Hesipanin

AUC 1 1.20
Cou T 120

0,035 Mxkr

Etuniny ecrpanion (EE)

Eruniny ecrpagion (EE)
AUC | 0.80 (0.67-0.97)
Cmin ND

Cmax < 0.94 (0.79-1.12)

Hoperuanpon (NET)
1,0 Mr (omHOKpaTHa n03a)

Hopetunapon

(NET)

AUC | 0.81 (0.70-0.93)
Cmin ND

Cmax | 0.84 (0.73-0.97)

[lepopanbHi ropMoHaibHi
KOHTPALICNITHBH HE CIIIJ 3aCTOCOBYBATH
K €EAMHUH METOJ KOHTpAaLENLil KiHKaM,
sIKi npuiimMaiots Hesipanin (Takox aus.
po3ain «OcobmMBOCTI 3aCTOCYBAHHS»).
He 6ynu BctaHoBseH BiamoBiAHi 103H
JULA TOPMOHAJIbHUX KOHTPALCIITUBIB
(mepopanbHuX a60 iHIHX GopM
3aCTOCYBaHHA), kpim DMPA, y
KoMmOinauii 3 HeBipamninom crocosro

Oe3neyHoCTI Ta e)eKTHBHOCTI

ITpenapartu 3amicHol Tepaniy

HPH HAPKOTHYHI 3a/emnocTi

|
J
]
J

Merazon inauBigyansHoro ||Meranon

—y

[Nauientam Ha nixrpumytouiii Tepanii

CHPOBATL KPOBi MOXKYTB
OyTH 3HMXKEHi 3aBasKH
CYNYTHBOMY TIpHIOMY
POCIIHHHOIO Mpenapary
«3B1pobiiy (Hypericum
perforatum)

Lle BinOyBaernes uepes

(epmenTiB MeTaboismy
npenapary ta/abo
TPaHCIIOPTHHX O1IKiB

CTHMYJIIOBaHHS 3BIpo60oeM

J03yBaHHs AUC | 0.40 (0.31-0.51) METa0HOM, sKi PO3NOYHHAIOTH TPHIIOM
Cmin ND Cmax ||Hesipaniny, Heo6xiaHo nposoautu
1 0.58 (0.50-0.67) KOHTPOJIb HA MPEAMET IOSBH CHHAPOMY
BIZIMIHH, Ta Ci/l Bi/UTOBIAHHM YHHOM
[ IPOBECTH KOPHTYBAHHS 103K METAI0HY
L Pocaunni npenaparn F
3Bipo6iit PiBHi HeBipaniny B Pociunni npenapaty, mo mictsTs ]

3Bipobii, He KOMGiHYIOTE 3
Hesipaninom. SIxmo nauient sixe
npuitMae 3BipoGiit, To ciia nepesiputy
PiBHI HEBipaImiHy Ta MOXJIMBOIO BIpycy i
NPUIIHHUTH OpUiioM 3Bipo6oto. Pisni
HEBIpa NiHY MOXYTb 361IBLINTHCS TiC/s
NPHIHMHEHHS NpHIEOMY 3Bipo6oro. Moske
BUHUKHYTH MOTP 0a y KOpHIYBaHHi
no3u Hesipaniny. EQext crumymopanms
MOJX€ TPHBATH LUE IOHAHMeHILE 2
THKHI IC/IS IPUIIMHEHHS NiKYBaHHS
3Bipo6oem

Ocobnugocmi sacmocysanns.

Hesipanin cnix BukopucroByBatn IIOHAHMEHINE, 3 [BOMA IHIIMMM AHTHPETPOBIpYCHHMH

npenapataMu  (AHB.  po3gin  «Papmaxosoriusi
BHKOPHCTOBYBATH B SKOCTI €JMHOrO aHTH
MOHOTepaIlis

BJIACTMROCTI»).
PETPOBIPYCHOTO MKAPCHKOrO 3aco0y, TOMy o
Oynp-sikum aHTHPETPOBIPYCHHM [IPENapaTtoM MOKe [IDU3BECTH JI0 PO3BHTKY

Hesipanmin me cnin

Incrpyknis qns 3acrocypanns JIKapebKoro 3acody (KiHIeBoro POIYKTY), 3acr/3'i,uﬁﬂa

MiTHCOM YIIOBHOBAXEHOT ocoOwu, 1110 BUCTYTAE Bij iMeHi 3asBHuKa

KoqyﬁeﬁMC

07.06.2017
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PE3UCTEHTHOCTI 10 Bipycy. Hesipamin 3Gepiraetses B Kposi [IPOTArOM TPHBAJIOrO Mepiofy yacy
MiC/is NepepuBaHHs a00 NPUIHHEHHS JTiKYBAHHS, B pesynbTati cyOTepaneBTiYHUX KOHLEHTpaLliii
Ta MOME BHKIMKATH pPE3UCTEHTHICTh [0 HeBipamiHy (aumB. po3in «Dapmakosoriuni
B1acTHBOCTI). KombinoBana Tepanis 3 mesipamiom e Bunikosye BIJI-1; mauientn mMoxyts
NPOAOBXKYBATH BIAYYBATH CHMIITOMM 3axXBOPIOBAaHHS, NOB'A3aHi 3 nisHiMu crtagiamu BUI-1, B
TOMY YHCITi YMOBHO-I1ATOI€HHI IH}eKuii.
[lauienTam moBuHHI 3HaTH, w0 aHTUPETPOBIPYCHA Teparis, He BUK/IIOYAe PH3HK mnepeayi
BUI-1 inummM, yepes craTeBuii KOHTaKT abo 3apaceHy Kpos. Bianmosimui 3anoGixui 3axomu
MOBUHHI 3aCTOCOBYBATHCS.

Iepmi 18 Tikuis Tepamii HEeBIPAMINOM ~ KPHTHYHHIL Mepio, NPOTSIroM sIKoro nanieHTiB
CJLA peTe/IbHO KOHTPOMIOBATH CTOCOBHO BAKKHX i 3ArPO3JIMBHX JUIS JKHTTSI IKIiPHHX
peakuiii (B Tomy umeai cumapoma Crisenca-/Ikoncona i Tokcnunoro enigepMaiIbHoro
HEKPOJI3Y), a TaKok BiIHOCHO PO3BHTKY Cepil0O3HOr0 Ta 3arpo3MBOro /Ui JKHTTS
renatuty abo mewinkoBoi megocTaTHOCT. Pisuk PO3IBHTKY peakuil 3 Ooky mewinkm Ta
WKIPHUX peakuiii MakcnMaabuuii B nepmi 6 THKHIB Tepanii. InTencupuuii Kainiunmii i
1200paToOpHuii MOHITOPHHT, BK/IIOYAI0UH MOHITOPUHT QYHKUIT MeYiHKH, NOBHHEH OyTn
BHKOHAHHIL, HA mMOYATKy Tepamii Ta MPOTSAroM mepmux 6 THXKHIB JiKyBaHHs. Onunak,
PH3HK NeYiHKOBUX peakuiii moske 30epiraTues iy NOAANBIIOMY, TOMY MOHITOPMHI
MOBHHEH TPHBATH Yepe3 MEBHI MPOMIKKH uacy. Bilbm BHCOKMHIL piBers CD4 Ha nouarky
Tepanii y skinok mixsmmye PH3HK PO3BHTKY NEYiHKOBMX noGiYHuX peakuiii. Skmo
KOPHCTH BiJl JIIKYBAHHS He IepeBHIuLy e PH3HK, JIKYBAHHS HeBIPAMINOM He ¢/IiI MoOYHHATH
Y KiHOK 3 gimdoumramun CD4 Ginbme mnim 250 KaiTHE/MM®  abo Y 4Y0J0BIKIiB 3
Jimpounramn CD4 Oinbmne HIK 400 KITHR/ MM,
[ManienTn 3 o3maxamu PO3BHTKY TeNnaTuty, TSKKHX MKIDHUX peakuiii abo peaxmiii
rinepuyTANBOCTI MOBHHHI NPHIHHNTH JIKYBaHHSI HeBipaninoM i meraiino 3BEPHYTHCS 32
MEanaHoI0 nonomororo. Hesipanin He mokna masnauatn BAPYT, SIKIO MPH nepBicHOMYy
JMKyBaHHI  OyaM  BamkKi neviHKOBI peakuii, mripHi peakuii a6o BuzHAYena
rinepuyTimBicTs (auB. PO3JiT «npoTHmOKa3auHs»). V aeskux BHMAAKAX peakuii 3 Hoky
MEYIHRH NPOrpecyBai, HE3BAKAOYH HA NPHITHHEHHST JIKYBAHHS.

He cain monosmosatu npuiiom HeBipaminy mic/ast nposiBy TsKKHX MeYiHKOBHX, MIKipHHX
peaxuiii aGo peaxmiii rinepuyrausocti. o3y cuin miabupaT ay:ke pereanHo, 0co6/aMBO
npoTsirom 14-1eHHOro Mmo4YaTKoOBOro nepioxy (auB. poszain «Croci 3aCTOCYBAHHS Ta
1031»),

IIxipHi peaxuii:

W NaUi€HTIB, SIKi OTpUMYBaIH [Ipenapar, CnocTepirajnes TAKKI Ta 3arpo3/UBI A1g KUTTS LIKIPHI
peaxuii, sKi MOXYTb CHPHYHHHTH HaBiTh JleTATbHMIL HaCJIAOK. Y pa3i BHHMKHEHHS HABITH
MIOOTMHOKHX BHCHIIIB CJIIA pETEIBHO CIIOCTEpiraTH 3a CTaHOM MallicHTa. 3actocyBanHs
Ipenapary noTpibHO NPHITHHKUTH 1 3rOIOM He TIOHOBIIIOBATH, AKIIO y MAL€HTA CIOCTEPIraloThHCs
CHIIbHI BHCHIIAHHS a60 BHCHIIAHHS, SKi CYNPOBOIDKYIOTECS CHCTEMHHMH CHMIITOMAMH (TaKHMHU
AK IPONACHMIS, MyXHpl, YPaXeHHS CIH30BOI 0GONOHKH MOPOKHHHH POTA, KOH'IOHKTHBIT,
HabpsK obmuwas, 6inb y M’ a3ax abo Cyra00ax, saranbuuit AMckoMpopT), BRIIOYAIOYH CHHAPOM
CriBenca-/xoHCOHa 260 TOKCHuHMiL eniepManbHuil HEKPOJTis. 3actocypanns Hesipaniny ciig
MOBHICTIO MPUNMHUTH, SKIIO y TamieHTa BHHHKAIOTL peakuii rinepuyTauBocTi, o
XapaKkTCPH3YIOTHCA BHCHIAHHAM i3 CHCTEMHHMU CUMITOMAMM, 2 TaKO3K BICIEpATbHI ypaXkeHHs,

IncTpyxuis nms 3acTocypanus JiKapebKoro 3acoly (KiHueroro IIDOAYKTY), 3aCBITUCHA
MAMHCOM YIIOBHOBAXKEHOT 0CO6H, 110 BHUCTYTIA€ Bifl iMeHi 3agBHHUKA OLLelrs
07.06.2017  KouyGeii K€,
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Taki AK TenaTHT, €o3HHO(INiA, rpaHylOLUTONEHIs | AMCYHKLIS HUPOK a60 iHuI 03HAKH
BiCLICpATIbHUX YPa’keHb (nuB. po3in «[Tobiuna aist»).
[Tauientam cmaig nOBIZOMHTH, WO HaifyacTilIMM MPOSBOM TOKCHYHOCTI Hesipaniny e
Bucunanus. Cnij 3anpoBamkyBaTi [MOYATKOBHI [epioa, ockinbku Oyn0 BCTAHOBIEHO, 1O BiH
SMEHIIYE HaCTOTY BHCHNAHb (muB. posain «Croci6 3actocyBamus Ta n03u»). Binbuicte
BHMAAKIB BHCHIIAHHS, IIOB’s3aHOro 3 Hesipamiom, BsuHmkae NpOTATOM NepmuX 6 THKHIB
Teparii, ToMy ci1ij 3a6e3MeYnTH MHIbHUH Harjsa 3a CTaHOM Mali€HTa 00 MOSBH BUCHIIAHHS
MpOTArOM 1Hboro mepioy. IMamientis ciig noinpopmysaru, mio Y pasi MOsSIBH BHCHIIAHH:A
[IPOTATOM IOYATKOBOrO MEPiOAY D03y He CIiA MiABMINYBATH, [OKH BHUCHMIIAHHY HE 3HHKHE
Pexum nosysanus 200 mr 1 pas na o6y TPUBAE He A0BIIE 28 [HIB, Micis 4oro ciia nepeittn Ha
IbTePHATHBHUN PEIKHM. Y pikicHHX BHIAgKax crocrepiraBcs pabaomionis y
NauieHTis, y axux Gymn peaxuii 3 60Ky mkipn Ta/a6o MEYiHKH, [OB’S3aHi i3 3aCTOCYBAHHIM
Hepipaniny. Cynytwilt npuifom npemsizony me MPU3BOAUTE /IO 3MEHIICHHS YaCTOTH TOSBH
BHCHIIAHb, II0B’A3aHAX 3 HEBIPAIHOM, i MOXe CIPHYMHUTH 36i/IblICHHS BUCHIIAHB, MPOTATOM
HepIIHX 6 TIDKHIB Teparmii Hesipaninom.
Jlo dakTopis pusuKky po3sBUTKY mIKipHHX peakuiii HaIeXHTh HENOTPUMAHHS BCTAHOBJIEHOIO
peximy mpuiomy noszu 200 Mr 1 pas ma 06y mpoTsArom MEPIINX TOYaTKOBOTO MeEpiofy.
3aTpumMka MK MOSBOIO MOYATKOBHUX CHMITTOMIB i HaJaHHAM MEIMYHOI KOHCYABTALT MOYKe
3OUIBIIMTI PUIUK CepiiO3niMmMX HACTIAKIB IKIPHUX peakuiit. [Tpu BIJI-tepanii xinku MaioTs
Oinbumil PH3MK MOSBM BHCHIAHB, HiX YOJIOBIKH, HE3aJIeXKHO Bifl TOTO, um OTPUMYIOTH BOHH
Tepartiio, 10 CKIay sSKOi BXOAMTH HeBipami. ]

Peaxuii 3 6oky neuinku:

Y mauientiB, ski oTpuMyBamH HEBipamiH, crocrtepiragacs TskKa | 3arpo3jiHBa IS JKHTTS
FENaTOTOKCHYHICTh, BKJIIOYAIOYH JIeTalbHMUi bynmizanTHRE rematut. Pusnk PO3BHUTKY
NEYIHKOBHX peakuiil € HaiiGisimM MPOTArOM MEPIIHX 6 THIKHIB Tepanii (KpHTHUYHHMU € 18§
THXHIB). [TpoTsirom ycporo JUKYBaHHS CIIA [POAOBXKYBATH 3AiHCHIOBATH KOHTPOJIb 3 YaCTHMHU
inTepsanamu. Ilauientis cmigx mosizoMuTH Ipo T€, INO MEYiHKOBI peakuii € roloBHEMH
NIpOsIBAMH TOKCHYHOCTI HeBipaminy. [Tamientam i3 cummromamu FeNaTHTY CJlijl BiIMIHMTH
[penapar i HeraifHO 3BepHYTHCS 0O MCIMHYHY  0IIOMOrY 3 00O0B’A3KOBHUM MPOBEIEHHSM
1abopaTopHOro O6CTeKEHHS mewinkyH, Y PIIKICHUX BumamKax cnocrepirases pabaomionis y
MAUieHTIB, y AKX Gyau peakuii 3 6oky mkipu Ta/a6o MEYiHKH, MOB’s3aHi i3 3aCTOCYBaHHAM
Hesipaniny.

[ToBinomusiocs mpo CEPHO3HY renaTOTOKCHYHICTE, BKIIOUAIOUH NMEeYiKOBY HEAOCTATHICTD, L0
noTpebye TpaHCIUIAaHTANil, IO BHHMKANA B oci0, wueiHdikosanux BUI, sxi OTPUMYBaJIH
Garatopasosi no3u Hesipaniny y mexax npodinaxtuxu micis KoHTakty 3 BIJI, i sika ¢
HE3ATBEP/DKCHHM  [IOKA3AHHAM i, TaKMM YHHOM, 3aCTOCYBAHHS Hesipaniny ne Mmoxua
PEKOMEHIyBaTH.

[Timeumeni pisni ACT i AJIT > 2,5 x BMH ra/a6o cynyras iHdikoBaHicTs renatutom B i/abo C
Ha TO04YaTKy NPOTHPETPOBIPYCHOI Tepamii, MOB’S3aHi 3 MiABHIICHHM PH3HKOM pO3BHTKY
MEYIHKOBMX MOGIYHHX peakuill mix wac NPOTHPETPOBIPYCHOT Teparii B winoMy, BKTOWaroum
CXEMH JIIKYBaHHS, 110 AKHX Haexuth Hepipanin.

Kinku | nanienTn 3i 36iTbIIEHOI0 KiTHKICTIO CD4 HATCKATE AO TPYIH MiABHIIEHOTO PU3HKY
PO3BHTKY MEYiHKOBHX peakuiif. ¥ >kiHOK pusnx PO3BUTKY peakuiif 3 GOKy MediHKH, 3 MOSBOIO
BHCHNaHb, B 3 pasu 6inbia (5,8 % nopiBHsHO 3 2,2 %), a nauieHTH 3 NiABMIIEHUM MOKA3ZHUKOM
CD4 na mouaTky mpHiioMy Npenapary MaioTh OLIbLIMI PH3MK PO3BHTKY peakiiii 3 00Ky
NEeYiHKH, MOB'I3aHUX 3 HEBIpaIniHoOM. 3riHO 3 PETPOCIEKTHBHUM OIJIS/0M,
KIHKA 3 mokasHHKOM CD4 >250 kmituu/mm3 maoors B 12 pasiB OiMbIMA PH3HK MOGIYHHX

Inerpykuis aus 3acTocysanns JKapcepKoro 3acoly (KiHUEBOTo NPOAYKTY), 3acBIA4YCHA
MiAITUCOM YIOBHOBAXEHOT 0cobH, IO BUCTYMAE Bif iMeHi 3agBHUKA ' ,?j
07.06.2017 Kouybeii V€.
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peaxuiii 3 60Ky Me4iHKH MOPIBHAHO 3 XKIHKAMH, B AKHX [MOKa3HHK CD4 <250 knitun/mMm3
(11,0 % nopisusano 3 0,9 %). ITinsuieHuit pu3nK criocTepiraBes y 4oJI0BiKiB 3 mokasuukoM CD4
>400 xmitun/MM3 (6,3 % nopiBHAHO 3 1,2 % Y YOJIOBIKIB 3 MOKA3ZHHKOM CD4 <400
KiTHH/MM3).

Kontpons crany neuinku. ITin uac sactocysants Hesipaniny noBizomMsiocs npo BiIxuieHHs
NOKa3HUKaX (QyHKUIl NEYiHKW, y AEAKMX BHMNaakax — y nepuwi THxKHI Tepanii. YacTo
MOBIAOMIIANOCS MpO OE3CHMNTOMHE MiABUIUEHHS PIBHA (EpMEHTIB TMEYiHKH, L0 HE €
000B’I3KOBHUM MPOTHUIIOKA3aHHAM JUIL 3acTocyBauHs Heipaniny. BescumnToMue migBuiieHHs
piBHs raMMaroTaminTpanchepasy He € MPOTHIIOKA3AHHAM IS POJOBKeHHs Teparii. CyBopo
PEKOMEHIYETHCS MPOBOAMTH AHANI3M MOKA3HMKIB (QYHKUII MeYiHKH 3 YacTHMH iHTepBaIaMHu
3rifHO 3 KIiHIYHMMM noTpefamMy  MalieHTa, OCOGJIHBO MPOTATOM mepurux 18 THokHiB
Tepanii. Kniniunuit i n1aGopaTopHuii KOHTPOJIb Ma€ TPUBATH MPOTATOM YChOFO Hacy JiKYBAHHS
Hegipaninom. Jlikapam i manientaM HeoOXiDHO MUIBHO CTEXHTH 3a TOSBOK 6Y/b-SKHX
MPOAPOMAIBHUX MPOsBIB a00 JaHMX aHali3iB, O CBiTYaTh IPO TEINATHT, TAKUX AK AHOPEKCis,
HYJ0Ta, JKOBTAHUNS, OlnipyOinypis, axoniyuuii kanm abo 36iMblIeHHS GOMIOYOCTI MEYiHKH.
IManienTis caix 3acTepertu, mo y pasi BHABICHHS LMX O3HAK CJIiJ 3BEPHYTHCS [0 MEIUYHY
nonomory. Slkmo ACT a6o AJIT crarnosuts > 2,5 x ULN (BepxHs Mesxa HOpMH) 70 a60 mij yac
NiKYBaHHsI, aHa/li3 QyHKUIT MeviHKy C/TiX MPOBOAUTH YacTille, IPOTATOM PEryIAPHIX KIIHIqHuX
BisuTis. Hepipamin nporunokazano npussavaty nauienrtam, v skux ACT a6o AJIT no JUKYBaHHS
¢TaHoBHTh > 5 X ULN (auB. posain «IIpotunokaszanusy).

Axkmo ACT a6o AJIT 36inbmyersest a0 piBusg > 5 x ULN npotsrom nikyBasms, 3aCTOCYBaHHS
HeBipamiHy ciin Heraitno npumuanTH. SIKmo ACT a6o AJIT noBepHYIHCS 110 CBOIX MOYATKOBHX
PiBHIB i y marlieHTa HeMae XOMHMX KJIiHIYHHX O3HAK 260 CHMIITOMIB renaTuTy abo 3arajJbHHX
CHMITOMIB 1 SIKIO Pe3yIbTAaTH aHAMI3IB He CBiAYATH PO 6yIb-aKi MOPYIIEHHS GbyHKUiH opraxis,
MOXXHa TIOHOBHTH NPHHOM HEBIpaliHy, IPYHTYIOUHCh HA KIIHIYHMX moTpebax i ominumi a6o
BUXO/JSIYM 3 OKpeMoro Bunazxy. [Ipuitom Hesipaniny ciiji MOHOBUTH 3 MOCHICHHM KIiHIYHEM i
n1abopaTOPHUM KOHTPOIEM, MOuMHAouH 3 1031 200 Mr/moby npotaroMm 14 aHiB, micis 4oro
nepeiiti Ha mpuiiom 400 Mr/mofy. V pasi MOBTOPHOrO BUHHKHEHHS BiIXHIEHD y byHxuii
NEYiHKH 3aCTOCYBAHHs HEBIpaIiHy CIil NPHUIHHUTH 30BCiM. Y pasi BUHUKHEHHS KJIIHIYHOrO
TeNIaTHTY, SAKHH XapaKTepU3yEThCSA aHOPEKCIEIO, HyAOTOIO, GIIOBAHHAM, JKOBTSHHLEIO i
pesyibTaTaMi  N1a0OpaTOPHHX aHali3iB (TakUMHM SK MOMipHI a60 3HAYHI BIAXWIEHHS B
TOKA3HHKaX GbyHKuil nedinku (3a BUHATKOM ramMarioTamiiTpancdep asu), 3acTocyBaHHS HeBipa
MIHY CIiJ MOBHICTIO mpHnuHUTH. Hesipanin me cin MOBTOPHO INpPHU3HAYATH MALEHTAM, SKHM

AOBEJIOCA NPHITMHUTH HOro MPHHOM BHACIIIOK PO3BHHEHOTO uepes HeBipaniu KaiHiuHoOro
renaTury.

KonTpauenuis:

Tepanis Hepipaninom e 3menmye PHU3HKY ropusoHTtanbHOi nepemadi BIJI-1 iHmmM ocoGam.
XKinkam, axi npuitmaiots Hesipanis, He i 3aCTOCOBYBATH MOPMOHAJIBHI METOAH KOHTpALELi
(Hanpuknaz, Jlemo-MeapoKCHIPOrecTepOHy aueTar), OCKIJIbKH HEBIpamiH MOKEe 3HH3NTH
T1a3MOBY KOHLCHTPAIIIO UHX JIiKapChKuX 3aco6iB. ToMy, abu 3HM3HTH pu3uk nepepaui BIJI-
iH(eK1il, peKOMEHYEThCA 3aCTOCOBYBATH Oap’epHi MeTOAHM KOHTpanentLil.

[lopymenns nimiaxoro o6Miky:

Komﬁinosaﬂ_a aHTHPETPOBIpyCHA Tepamis acowiiioBaHa 3 Mepepo3nOiIoM (minomucTpodis)
KHPOBUX BIAKTaneHb Ha Timi y BIJI-indikoBanux MALiEHTIB, BKIIOYAIOYH 3MEHINCHHS
NepHPEPUIHAX  Ta  MMUKIPHUX XKMPOBHX  BiAKTANEHh Ha obauyui,  36ibIIEHHS
iHTpaaOIOMIHA/IBHUX Ta BicHepambHUX KHPOBHX BIIK/Ia/IeHb, rinepTpodito MOIOYHMX 345103 Ta
KYMYJUILIIO JKUPY Y IOPCOEPBIKaTBbHEX AiAHKAX (Top6 6izona).

[neTpyxuis ass 3actocysanns gikapebkoro 3aco0y (KiHLEBOTO MPOXYKTY), 3acBinuena
MIAMTHCOM YIIOBHOBAXEHOI 0COOH, 110 BHCTYTIa€ Bill iMeH] 3asBHuKA Ol Art”
07.06.2017  KouyGeii ME
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Kom6GinoBana aHTHpETpOBipycHa Tepamis acoliifoBaHa 3 MeTabOMiMHMMH [OPYLUCHHIMH,
TAaKUMH ~ SIK  TINEPTPHIVILEPUAEMIs,  TiNepXojecTeposieMis,  iHCYIiHOPE3UCTECHTHICTD,
rinepriikeMis Ta rinepnaxkrareMis (aus. po3ain « OCoGIMBOCTI 3aCTOCY BAHHSA).

OCTeOHEKpO3: Xoua €TioNoris OCTEOHEKpO3y BBaXAacThes Oararo(akTOpHOIO, BHITAJKH
OCTEOHEKPO3y CIOCTEPIraiucs rOJIOBHAM YMHOM Y MAli€HTIB i3 3amyllenoio XBopoboio Ta/abo
TpH IOBFOTPHBATIOMY 3aCTOCYBaHHI KOMOiHOBaHOI aHTHpeTpoBipycHoi Tepanii. [TanienTis cin
MOMepeuTH MpO HEOOXIAHICTH 3BEpTaTHCS 3a MEIMYHOIO JIOMOMOrol0 y pasi mossu Goimo,
purigrocti y cyrino6ax abo pyXoBHX MOpPYIICHb.

Cundpom imynnozo gionoenenns: y BUI-indikoBaHHX XBOPHX 3 TSKKMM iMYHOAE(IMTOM Ha
MOYaTKy JiKyBaHHs aHTHPETPOBIPYCHHMH MpenapaTaMii MOKe BHHHKHYTH 3anajbHa peaxiis Ha
aCHMIITOMATHYHY a00 pe3HAyalbHy ONOPTYHICTHUHY IH(EKLIIO Ta COPUYMHHTH THKKHMA
KIiHiyHuit cTaH a6o 3arocTpeHHs cuMnToMiB. 3asBuuail Taki peakiii BMHMKAIOTH MiAl 4ac
MepUIMX THXKHIB ab0 MiCsIiB JIKyBaHHS aHTHPETPOBIPYCHUMHM mpernapaTtaMu. BianoBiaiHuMH
MpUKIaZaMH LBOr0 € PpETHHIT, CIPHYMHEHMH LMTOMETaloBipycOM, reHepalizoBani abo
dokanbui indexuii, cnpuunHeni MikoGaktepiasmu abo Pnreumocystis jiroveci (P. Carinii)
pneumonia. Bynp-ski 3ananbHi sBHIIA HEOOXiZHO 0€3 3aTpHMKH JAOCHIAMTH  Ta MpH
HeoOXigHOCTI po3modaTH iX JliKyBaHHS. Y CTAHOBJEHHI IMYHHOIO BiJHOBIEHHS TaKOX
MOBIOMJIANIOCS NP0 BHHHKHEHHS ayTOIMYHHHX mopyuleHb (Takux sk xBopoba ['peiiBca,
nosiomiosur Ta cumapom [iltena-Bappe), xoua iX modatok € Oinbin BapiaGelbHEM Ta MOXKE
BUHMKATH yepe3 Garato MicAIiB Micis MOoYaTKy JIIKYBAaHHS Ta IHKOJIM MaTH HETHIIOBY KapTHHY.
Jlakro3a: Jlaumii mnpemapat Mictuth 928 Mr MoHoOrigpary nakTo3W IpH OpHHOMI B
peKoMeHI0BaHiil 1031 2 Tabnetkn Ha m00y. [TamienTam 3i crnagKkoBO 3yMOBIIEHOIO aHOMAIIEID
oOMiHy peuyoBHH — rajakrosemiero, pedimuroM nakrazu (The Lapp lactose deficiency) abo
CHHAPOM TIJTIOK030-TaJIaKTO3HOI MaibabcopOuii — npenapar He NPH3HAYAIOTE.

3acmocysannsn y nepioo gazimmocmi abo 200y6aHHA 2pyooio.
AnexBaTHHX i J00Ope KOHTPONBLOBaHMX JOCHi/LKeHb mikyBanHs BIJI-indikoBanux BariTHuX
KIHOK He MPOBOAMIOCA. Y BariTHHX IABHIIEHA TeNaTOTOKCHYHICTB; IHAYKIiA (EepMeHTIB;
yacToTa MyTalii criffikocTi 10 npenapary - 61u3bKk0 20 % HaBiTh NPH OAHO- YH ABOKPATHOMY
3actocyBaHHI. ToMy 3aCTOCYyBaHHS HeBipamiHy y Mepiojl BariTHOCTI MOXJIMBE JIMINE TOMi, KOJIH
OUiKyBaHa  KOPHCTb I8  MaTepl  MEpeBHUIYE  MOXNIIMBHH  PHM3MK I8  [UI0ZA.
[licns mepopanbHOrO 3acTOCyBaHHA HeBipamiH JIerKO IIPOHHKAE 4epe3 IUTALNEHTY Ta
EKCKPETYETHCS y TpyaHe MONOKO. OCKINBKH HEBIpAIiH 1 Bipyc MPOHHUKAIOTH Y TPYAHE MOJIOKO,

MaTepsM HE PEKOMEHIYETBCS TOJYBATH HEMOBIST TpyIi0, OO0 YHHUKHYTH BepTHKAILHOL
nepenayi BUJI Bix matepi 1o quTHHH.

30amuicmy enaueamu na wieudkicmv peakyii npu kepyeanmi asmomparcnopmom abo iHwUMU
Mexanizmamul.

CreuianbHEX MOCHIKEHb BIUIMBY Npenapary Ha 3[aTHICTH KepyBaTH aBTOMOGLIEM i
MEXaHi3MaMH He IMpPOBOAUIOCH. AJie € MOBIJOMJIEHHS PO BHHUKHEHHS COHIMBOCTI TIpH
3actocyBanHi Hesipaminy. [Ipn BUHHKHEHHI BTOMM NaLi€HTaM, sKi 3acTocoByloTh Hesipami,
PEKOMEHMIYETBCA YTPHMATHUCS BiJl KEpYBaHHS aBTOMOOINEM Ta BMKOHAHHS IHIIMX MOTEHIIHHO

HeOE3MeYHUX BHIIB MiUIBHOCTI, fKi MOTPeOyIOTh MiABMIIEHOT yBarH Ta MIBHAKOCTI
TIICHXOMOTOPHHX PeaKilii.

[HcTpyKuisa ansa 3acTocyBaHHs JiKapcbKoro 3acody (KiHIEBOro NMPOAYKTY), 3aCBiqueHa
MiAMMCOM YIIOBHOBaXXEHOI 0COOH, IO BHCTYIAE Bil iIMEH] 3asBHUKA
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Cnocid 3acmocyéanns ma 003u.

JlikyBaHHs HeBipariHOM MOBHHEH MpH3HAYATH fikap 3 mocsizom nikysanHs BlUI-inexuii.
Hesipartis npuiMaioTh HE 3aI€KHO BiJ mpuiioMy Txi.

Topoci Ta miUTITKY 3 BArolo MoHam 25 Kr:

PexomenoBana go3a npenapary — 1 Tabnetka 200 Mr WmOAHS MPOTATOM MEPLIMX 14 muis (cnin
JOTPUMYBATHCS TAKOTO IOYATKOBOIO mepiofly, OCKUIbKH OyJ0 BCTAHOBJICHO, MO L€ 3MEHLIYE
YaCTOTY MOSBH BMCHIAHB), MICJIs YOr0 MPHHMAKOTH | tabnerky 200 Mr 2 pasu Ha 100y y
o€ HaHHI MpUHAtMHI 3 ABOMA 0J1aTKOBHMH IIPOTHPETPOBIPYCHHMHU 3ac00aMH.

PerymoBaHHs 1034

[laiienTaM, y SKUX OPOTAroM 14-AE€HHOrO MOYaTKOBOIO nepiony npuitomy ao6osoi aosu y 200
MI CTIOCH BUCHMMIAHHS, HE MOXKHA IMiJBUIIYyBaTH J03y JOTH, IOKM BOHO HE MHHE (nuB. po3ain
«OcomuBocTi 3acTocyBaHHs»). Pexum nosysamns 200 mr 1 pas ma no0y Mae TpUBAaTH HE
noBime 28 AHIB, Mic/Is YOTO CIiA MepeifTi Ha albTePHATHBHUH PEXNM.

TaienTy, ki IPUMMHITH TpuiioM mpenapaty Ginbul HixK Ha 7 JIHIB, MAIOTh 3HOBY PO3MOYaTH
MpHiioM penapary B peKOMEH0BAHMX /033X i3 IBOTHKHEBHM 11epio/IoM 3aCTOCYBaHHS.

Jlith. 3acTocoBYIOTb y AiTeii 3 Baroo G6inbime 25 kr y 2031 200 Mr ABa pasi Ha JACHb.

V BHMagKax, KOJM Bara CTAHOBUTb MEHIIE 25 Kr, 3aCTOCOBYIOTH PO3HMH JUld MEPOPATLHOTO
3aCTOCYBaHHA.

3araspii 3ayBaKeHHs: MALIEHTIB CIIi/l MOBIZOMUTH MPO HeoOXiAHICTh LI0EHHOrO 3aCTOCYBAHHS
[pernapary Tak, sk 6y/10 MPU3HAYEHO JKapeM. SIkiio npuiioM 6yJ10 MPOMYLICHO, HACTYNHY A03Y
He CJIiJ1 ITOIBOIOBATH, aje 11 Tpeda MpUHHATH SKOMOTra LIBH/ILIC.

Jlo TOro SK MpH3HAYATH Teparilo HeBipamiHOM, a TAKOX i3 HaIeKHUMH iHTepBalaMi MPOTATOM
Tepanii cig pobutu 6ioXiMiuHi aHaTi3H, BKIIOYAIOYH aHani3 QyHKUIT ediHKy (A1B. pO3JiI
HupkoBa HEJOCTaTHICTh

PeryoBaHHs 703U He TOTPIOHO IS MAIEHTIB 3 KIIPEHCOM kpeatutiny > 20 w1 / xB. (1uB.
poszin «Papmakonoriugi B1acTHBOCTI»). [ MamieHTiB 3 MopyueHHsM QyHKIii HUPOK, micis
KOXKHOT IIpOLeAyPH Jiasisy peKoMeHayeThes npuitusata 103y 200 mr HeBIpaIiHy.

IeuiHKoBa HEJIOCTaTHICTD

[TeuinkOBa HEIOCTATHICTS.

Hepipamin He cmig npu3HayaTH Y MAli€eHTaM 3 THKKOK AMCHYHKUIE TNedinku (32
knacndixauiero Yaiinaa-I'ro knac C, muB. poain «[lpotunokasantsy). Perymosanus 1031 He

NOTPiGHO Y MALEHTIB 3 JIErKOKW 1 MOMIPHOKO MEYiHKOBOIO HENOCTATHICTIO (AMB. PO3ALIH
«OcobmuBocTi 3acTocyBaHHS» Ta «DapMaKoNOTiuHi BIACTHROCTI).
Jlioau NOXHUIOTO BIKY:

3acTocyBaHHS HeBipaniHy He AOCIIKYBalToCh y MAaLEHTIB y Billi cTapiue 65 pokis.

Ilepeoosysanna.

AHTHZOT mnpu nepenosyBaHHi Hesipaminy — Hesimomuit. IloBimomisnocs mpo BHIAAKH
[IePe/03YBAHHS Hesipaniny y mexax Bix 800 zo 6 000 mr/no0y npotsarom 15 xib npuitomy. ¥
MALliEHTIiB CIOCTepiramucs HaOpSKH, BY3HJIKOBA epUTEMA, IiIBUINEHA BTOMIIIOBAHICTD,
NPOTIACHHUIA, FOJOBHMH 6inb, Ge3COHHA, HyAOTa, HOIMBTPATH y JEreHsX, KOPOTKOTpHBaIe
3araMOpOYeHHs, GMIOBAHHSA, MiABULICHHS PiBHSA TpaHCaMiHa3 i 3MEHIIEHHA Mach Tima. Ilicas
TNpHIMHEHHs npuifomy HepipamniHy BCi ABHINA 3HHKAIH.

Jitu. TloBimoMIsiM [pO OJMH BUIAZOK 3HAYHOTO BHIMAAKOBOrO IEPeNO3yBaHHS Y
HOBOHAPOJUKEHOT AMTHHU. Bmenena mosza y 40 pasip mepeBHINYBajla PEKOMEHAOBaHY 103y 2
Mr/kr Ha 100y. [Ipu npomy cnocrepiranacs ¢1abKo BHpaXKeHa HEHTpOMeHis 1 rineprakTaTeMis,
SKI CMIOHTAHHO 3HUKJIM Y MEKAX OTHOTO THXKHA 0e3 Oyab-SKuX KIIHIYHUX yCKIanHeHb. Yepes |

[HCTPYKIS QIS 32CTOCYBAHHS JIKAPCHKOro 3200y (KiHUEBOro NPOAYKTY), 3aCBiue
MiAMHCOM YIIOBHOB@XEHOT 0COOH, 1110 BUCTYIIAE Bif iMEeH1 3asBHHKA W
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PiK PO3BUTOK i€l AUTHHU 3aIMILABCA HOPMATbHHM.

ITodiuni peaxuil,

Kpim Bucumanb Ta nopyuenb GyHKUIT MeviHKH HAHOLIBII MOMKPEHUMH MOOIYHUMHE peaKiisIMH,
NOB’I3aHUMH 3 Tepariero HeBipaniHoM, OyId Hy0Ta, NIJIBHIEHA BTOMIIIOBAHICTD, PONACHHL,
rosIoBHUIT 611k, 6mOBaHHA, aiapes, Oi1b y *KUBOTI Ta MianTis.

3pinka Tepamis HepipamiHoM Moe CHPHYMHHUTH aHeMil0 a0 HeHTpomeHio. Y MOOJMHOKHX
BUII3/IKax MOBIAOMJISIOCS MPO apTpalriio AK MpO aBTOHOMHE 3aXBOPIOBAHHA Yy MAUIEHTIB, fAKi
OTPUMYBAJIM Tepanilo, 10 CXeMH skoi BXoauTh HesipamiH.

Haii6inpmumu  cepifosHuMu noGiunuMu  peaxuiamu Oyau: cunapom CriBeHca-/[KoHCOHE;
TOKCHYHHI1 emiepMalIbHHM HeKpoIli3; Tshkka (popma renaTuty; cepifosHa AucQYHKIIS MeYiHKH;
CHHJIPOM TiMepuyTIHBOCTI, 10 CYMPOBOKYBABCS BUCHIIAHHSMH 3 ITiABHIIEHHSIM TE€MIIEpaTypH
TiNa, apTpaiIrieio, Mianrieio, 301IbIIeHHSM TIMPATHUHUX BY3J1iB; BiClepabHi ypaKeHHs, TaKi K
renaTuT; €03nHOMIIIA, rpaHyIOUUTONE s | HupKoBa aucdynkiis. [lepmi 18 THKHIB JiKyBaHHS
€ KPUTHUHUM [EPIOAOM, SIKHi NOTpedy€e MHIHHOTO HArJSLY.

Bysio mosizomieHo npo HacTynHi nobivHi peakiil, o, MOXIMBO, OB’ SI3aHi i3 3aCTOCYBaHHAM
Hesipaniny. 3a3HayeHa yacToTa IPyHTYEThCS HA AaHHX KIiHIYHUX BUNIPOOYBaHb.

Kpurepii omiHkH 4acTOTH po3BUTKY 10GIYHOT peakiii JikapchKoro 3acoly:

nonan 10 %— ny»xe gacro;

1-10 % — uacro;

0,1-1 % — neyacro;

0,01-0,1 % — mooaMHOKI;

menme 0,01 % — piakicHi.

3 60Ky cucTeMH KpOBi Ta JTiM(aTHIHOT CHCTEMH

MOOIMHOKI: TPaHYJIOLUTOIIEHIs, aHeMis, TliM(poaaeHOmaTis.

3 60OKy IMyHHOI CHCTEMH

4acTo: ajepriydi peaxiii;

HEYacTo: peakwil TiNepyyTINBOCTI, BKMOYAIOYH aHA(UIAKTHYHMI peakiii, aHriOHeBpHYHHH
HaOpSIK, KPONHUB’ AHKY, ayTOIMYHHI posinazn (qudy3Huil TOKCHYHHIL 300).

Hesponoriyni po3naau

4acTO: FOJIOBHUM O11b.

II1yHKOBO-KHIIKOBI po3ianu

4acTo: HY/JO0Ta;

HeyacTo: 6oBanHs. 61k v KHBOTI;

MIOOJIMHOKO: Aiapes.

Posnaau remato6iniapuoi cucremu

dacro: rematut (1,2 %), BiaxuieHHA B 1aGOpaTOPHMX MOKa3sHMKAX (YHKWI mewiHkm (muB.
iHbOpPMaIil0 HIKYE);HEYACTO: IKOBTSIHHLIS

MOOJMHOKI: NEYiHKOBA HEAOCTATHICTE/ DYIMIHAHTHHI renaTHT (24B. iHpopmaLio HIKYe).

3 60Ky MmIKipH i MiAKipHOT KIITKOBHHM

4acTo: BUcHnaHHs (9 %);

HewacTo: cunapoM Crisenca-/[ixoncona (0,3 %), Kponus’ sHka;

TIOOJHHOKI: TOKCHYHHUH eifiepMatbHuit HeKposis, aHrIOHEBPOTHYHHIT HAOPSIK.

3 60Ky OIIOPHO-PYXOBOTO anapary Ta CHoJYYHO! TKAHHHH

HevacTo: 611k y M’f3ax (Miairis);

MOOHHOKI: Oisib y cyriobax (aprpasris).

3aranbHi posnagy i mopymeHHs y Micii BBefeHHS

HCYaCTO: MiJIBHINEHA BTOMJIIOBAHICTE, TPONACHHUIIS.

Incrpyxuin pas 3acrocyBanus JiKapcbKoro 3ac00y (KiHIIEBOr0 NPOAYKTY), 3aCBiTdeHa
MiAMHCOM YTOBHOBAKEHOI 0CO0H, 110 BUCTYNAE Bi iMeHi 3asBHUKA J
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lkipa 1 nigwkiphi TkaHuHH. HalTHIOBILNAM KIIHIYHUM [POSBOM TOKCHUHOCT Hesipaniny ¢
BucHIaHHA. TsDkki abo mKipHI peakuii, siKi 3arpoKylOTb JKUTTIO, BHHHKAIOTH 3 YacTOTOIO
npubau3no y 2 %. Jlo nux Hanexars cunapom Crisenca-l[5koHcoHa (npuGunsno y 0,3 %) abo
pifle — TOKCHYHHIl emijepMaibHuil HeKpOJi3, SIKHH BHHMKAE TiIBKH NPOTATOM Mepuux 6
THKHIB Tepanii. Bucunmanus Oysaiots aGo camoctiiiHumu, abo AK CKIAIOBA CHHJIPOMY
TiNepYyTIHBOCTI, 110 XapaKTepPH3YEThCS BUCHMAHHAM, 3araibHHMU CHUMIITOMaMH, TaKMMH fK
NpONAcHHUs, apTpanris, mianris i nimMpaneHonaris, Tak i BicUepPATPHUME YIIKOWKEHHAMY,
TaKUMH 5K TCNATHT, €03HHO(IMIA, rpaHyIoOLUTONeH]s | HUpKOBa AuchYHKLS. [ToBigoMaTOCs
Mpo  neTanbHi  Hacmiaku cuHapoMy Crienca-J[KOHCOHA, TOKCHYHOTO enigepManbHOro
HEKpOJIi3y Ta CHHAPOMY TiNepYyT/IHBOCTI.

Bucunanns 3assuyail Hesnauni a6o nmomipui, y surnsmi MIAMHCTO-TIAITYILO3HUX €PHTEMATO3HHX
€/IEMEHTIB, 31 cBepOekeM abo 6e3 HLOro, Ha Tyay6i, 06HYYi | KiHliBKAX. [ToBinomnsinocs npo
anepriydi peakuii (Bkmouaouu anadinaxciio, AHTIOHEBPOTHYHMH HAOPsIK | KPOMHB'AHKY).
[lepeBakna OLIBIIICTh BUIAAKIB BUCHITAHD GY/1b-SKOT THKKOCT] TPAIIAETLCS MPOTATOM MEPLINX
6 THXXHIB Tepartii.

lemarobimiapui siemma. Haifuactime B nabOpaTOpHHMX aHaili3ax CIOCTEpPIraloThCs TaKi
BIAXHJICHHS BiXl HOPMM: MNiJABHILEHHS piBHs 1a00OpaTOPHUX MOKA3HUKIB (YHKIT NEYiHKH,
Bmouatoun  AJIT, ACT, rammarmoramintpanchepasy, 3aranbuuii OlnipyGiH 1 syxkny
docdarasy. Haituacrire TPATISIIOTHLCS BescumMnTomMHi [iBHIEHHS piBHA
ravarmoraminTpancepasy. € MOBIIOMICHHA PO BUMAIKH 3aXBOPIOBAHHS Ha JKOBTAHHINO. Y
MAUi€eHTiB, AKi NpHiiMaau Hesiparmin, CIIOCTEPIralucs BHIALKH 3aXBOPIOBAHHS HA rernaTHrT,
CEPHO3HY i JKMTTEBO HeGe3euHy rermaTOTOKCHYHICTh Ta JIeTANLHMI GynMiHaHTHHIH remaTHT.
Pusux po3sutky rematuty cepen mamientis, ski npuiiManu Hesipania mpotsrom poky, 6ys y
AiBa pasd BUIIMM NOPiBHAHO 3 mnaue6o. [Timpumeni nokasamku ACT ab6o AJIT Tta/aGo
MO3HTHBHA CEPOJIOTiYHa peaklis Ha rematut B abo Hesipaniny i B KoHTposbHi rpymi. Pusnk
PO3BHTKY ME4iHKOBHX MOGIYHMX SBHLI NPOTATOM | poKy Teparii HepipanisoM 6yB menie 2 %
Cepe/l MAL€HTIB i3 HeraTHBHOI MpoGoIo Ha remarut B i/a6o C. [Mepuui 18 THxHIB € KpuTHYHIM
NepiosIoM, KMl MoTpebye MUIBHOro Harnsay. PUSHK pO3BUTKY MOGIYHHUX SBHIN 3 00Ky medinku
€ HaibUIBIIMM MIPOTATOM MEpPHIUX 6 THIKHIB Tepanii. [Ipote pusuk 3anumaetsbes i micas mporo
NEPIOAy, TOMY MPOTATOM YCHOLO Mepiofy JMiKyBaHHS CIIij [TPO/IOBKYBAaTH 3 KOPOTKHMH
iHTepBaslaMu 3/IMCHIOBATH MHIBHHH HATISL 33 CTAHOM nauienta (auB. posmin «OcobauBocTi
3acrocyBanHs»). Kuiniyei nposisu renaruty MOXYTb OyTH i301b0BAHUMH ab0 MOEMHYBATHCA 3
BHCHIIAHHAM Ta/aG0 IHIIMMM 3aranbHUMH cumnTomami. Ll{ozo Harjasly 3a pesysibTaTaMy
71ab0paTOPHUX MOKA3HUKIB DYHKINT Medinkn 1un. poanin «Ocobnupocti 3acTocysarriay.

Hitu. ITo6iuni aii, mos’s3aui 3 HEBIPAITIHOM, sixi HaituyacTime CIIOCTEPIraloThCs y AiTei,
nonibui mo THX, mo i Y JMOPOCIHX, 32 BHHATKOM TpPaHYJOLHUTOMNEHI], sKa HaluyacTime
CIOCTEpIraeThes y miTell. Y MOCTMApKETHHIOBHX CIIOCTEPEIKEHHAX aHEMisl YacTille BHHHMKAIA
cepen miTei.

IIpodinakTuka Bepruxamsnoi nepemaui. Hi y Martepis, Hi y AiTelf He BHHHKAIO Cepio3HuX
BUNAJKIB BUCHIIAHb ab0 TNEYiHKOBHX MOOIYHHX peakuifi, ski Maau 6 BigHOmEHHS 710
HEBIPAIIIHY.

Komnnexcua mpotuperposipycna Tepamis  CYNMpOBOKYBAIACS  NeEpepO3NOITOM KUY
(rimoauctpodiero) y BIJI-nauientis, Brmouaroun BTPAaTy MNEpUMEPHYHOrO Ta JHIBLOBOIO
MiAWKIPHOTO KUPY, 36iMbIIEHHS HTPAAGIOMIHATBHOrO Ta BICLEPAILHOTO XKHPY, rineptpodiio
MOJIOIHHX 347103 Ta JOP30LEPBIKAIbHE HAKONHYEHHS XKUY («Guyaymii ropo»).

3umwkenns piBHs docdopy B KpaBi, MiJBUIICHHA apTepialbHOrO THCKY (crocrepirauucs vy
KIHIYHEX JOCIIZKEHHSX i3 CYITyTHIM 3aCTOCYBaHHAM T€HO(OBipy/eMTpuLMTAaGiHY).
Kombinosana mpoTHperposipycha Tepamis NpU3BOAMIA 10 METAaBGONIYHHX  BIIXHICHE

Incrpykuis ans 3acrocysanns Jikapeskoro 3aco0y (kiHnnenoro npouymyg%ijqcﬂ
MANKCOM YIIOBHOBAXEHO! 0COGH, 1110 BHCTYIa€ BiJ iIMeHi 3asBHHKA ’72
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(rineprpuriinepuaemis, TiePXO0JIECTEPHHEMIs, PE3HCTEHTHICTL J10 IHCYJIHY, rinepriikemis Ta
rinepiakTaTeMis).

[pu 3acrocyBanui Hesipaniny y komGimaiii 3 iHmmMu MPOTHPETPOBIPYCHUMH IpenapaTamiu
MOBIAOMIIANIOCH  TaKOXK IPO HAaCTyNHI peakuii: [aHKpeaTHT, nepudepuyHa HeBparis,
TpoMbouuToneHis. [ocTpa HHPKOBa HEAOCTATHICTS.

Bynn onucani Bunaaxku renatopenansroro CHHZAPOMY.

Y BUl-indikoBanux namieHtis 3 TSOKKHM iMyHOZEDILMTOM HAa MOMEHT POBE/ICHHS
KOMIUIEKCHOI ~ IIPOTHPETPOBIpYcHO! — Tepamii MOXe BHHMKATH 3amajibHa  peakilis  Ha
aCMMNTOMATHYHY a00 3aJIMIIKOBY ONOPTYHICTHYHY iH(eKwLio.

Y NOOAMHOKHMX BMMAIKax BHHUKAB OCTEOHEKPO3, OCOOJIMBO y MALIEHTIB i3 3araJbHOBIIOMHUMH
hakTopamMu pH3HKY, MpOrpecyryoro BIJI-xBopo6oio Ta/abo TpHBanoOw KOMILIEKCHOWO
NPOTHPETPOBIPYCHOIO TEPAMIEIO.

Tepmin npuoamnocmi. 60 micsuis.

YmoBu 36epiranmsi.

36epiratn y HemocTynmHOMY s miTel micui lipu Temnepatypi se uime 30 °C, B opurinatbHiii
YIaKoBIil.

VYnakoska.

[To 60 Tabnerox y KOHTEHHEP] 3 KPHIIEYKOK Ta 3 KOHTPOJIEM MEPIIOT0 PO3KPUTTH, Mo |
KOHTEHHepy B Mavlli 3 KApTOHy.

Kareropis Biamycky. 3a penenToMm.
Bupo6unk. Minan Jla6opatopiec JTimirtex / Mylan Laboratories Limited
Micuesnaxomxenns.

F4, F12, M.L.LK. Mauneraon, Cinnap, Hammk — 422 113, Maxapamrrpa, Iunis / F- 4 & F-12,
MIDC, Malegaon, Sinnar, Nashik - 422 1 13, Maharashtra, India

Incrpyxuis nas 32CTOCYBAHHSI JIIKAPCHKOI0O 3acoly (kiHuesoro npomW&

MIAHCOM YIOBHOBAKEHO ocobu, o BUCTYNAE Bif iMeni 3asBHUKa
07.062017  Kouybgfh€




HEBIPATIIH 200 mr TabJieTKH d.CLIA

Jlo peccTpaLiiftHoro NOCBiYCHHA

N/ /1611902 (22

Bin 0?967’6),0&)/—;(

Indgopmaiist Dpo 3acTOCYBAHHSI aikapcbKoro 3aco0y,
3aTBePA’KEHA 3TiIHO 3 HOPMATHBHUMH BHMOTaMHU KpaiHu

3Jassuuka/BupoOuuka abo KpalHu, peryJiiTOpHUH OPraH
K0T KepPY€ETHCA BUCOKHMU CTAaHJapTaMH SIKOCTI, 1110
BiIMOBIAAIOTH CTAHAAPTAM, PEKOMEHI0BAHUM BOO3,

3aCBiMUeHa ITiAMHCOM YIIOBHOBa)XEHOI 0COOM, IO BUCTYMAE BiI

iMeH1 3agBHUKA.

M_—#_
3aaBHUK/Bupobuuk «Minau Jlabopatopiec Jlimitea», Inaia 2017 pik Crpanuua 1
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1. NAME OF THE MEDICINAL PRODUCT
Nevirapine 200 mg tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 200 mg of nevirapine (as anhydrous).
Excipient: each tablet contains 464 mg of lactose monohydrate.

For a full list of excipients, see section 6.1.

3, PHARMACEUTICAL FORM

White to off-white, biconvex uncoated tablet, debossed with “M107” on one side and scored on both
sides. ‘

The score line is only to facilitate breaking for ease of swallowing and not to divide into equal doses.

4, CLINICAL PARTICULARS

4.1 Therapeutic indications

Nevirapine 200 mg tablets are indicated in combination with other antiretroviral medicines for the
treatment of human immunodeficiency type 1 (HIV-1) infected adults, adolescents, and children of any
age (see section 4.4).

Nevirapine chemoprophylaxis is indicated for use in HIV -positive pregnant women (over 14 weeks of
gestation) for prevention of maternal-fetal HIV transmission. The most recent official guidelines on
prevention of mother-to-child transmission (PMTCT) of HIV (e.g. those issued by WHO) should be
consulted to choose the appropriate regimen.

4.2 Posology and method of administration

Nevirapine 200 mg tablets should be prescribed by health professionals who are experienced in the
treatment of HIV infection.

Nevirapine 200 mg tablets may be taken with food or between meals.

Adults, children and adolescents weighing over 25 kg

The recommended dose of Nevirapine 200 mg tablets is one 200-mg tablet daily for the first 14 days (this
lead-in period 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.

Dose management considerations

Patients experiencing rash during the 14-day lead-in period of 200 mg once daily should not have their
nevirapine dose increased until the rash has resolved. The isolated rash should be closely monitored
(please refer to section 4.4). The 200 mg once-daily dosing regimen should not be continued beyond 28
days when an alternative treatment should be sought due to the possible risk of underexposure and
resistance.

Patients who interrupt nevirapine dosing for more than 7 days should restart the recommen
regimen using the 14-day lead-in period.

For adverse effects that require interruption of nevirapine therapy, see section 4.4,
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Children

Nevirapine 200 mg tablets, following the dosing schedule described above, are suitable for children and
adolescents who weigh more than 25 kg.

Nevirapine oral suspension can be used for infants and children weighing less than 25 kg; the oral
suspension is also used for primary prophylaxis of HIV infection in newborn infants.

Renal impairment

No dose adjustment is required for patients with creatinine clearance > 20 ml/minute, see section 5.2. For
patients with renal dysfunction requiring dialysis an additional 200-mg dose of Nevirapine 200 mg tablets
following each dialysis treatment is recommended.

Hepatic impairment

Nevirapine should not be used in patients with severe hepatic impairment (Child-Pugh C, see section 4.3).
No dose adjustment is necessary in patients with mild to moderate hepatic impairment (see sections 4.4
and 5.2).

Elderly:
Nevirapine 200 mg tablets have not been specifically investigated in patients over the age of 65 years.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients.

Nevirapine must not be re-administered to patients who have required permanent discontinuation for
severe rash, rash accompanied by constitutional symptoms, hypersensitivity reactions, or clinical hepatitis
due to nevirapine.

Nevirapine must not be used in patients with severe hepatic impairment (Child-Pugh C) or pre-treatment
aspartate aminotransferase (AST) or alanine aminotransferase (ALT) > 5 times upper limit of normal
(ULN).

Rifampicin and 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 (see section 4.5),

4.4 Special warnings and precautions for use

Nevirapine should only be used with at least two other antiretroviral agents (see section 5.1). It should not
be used as the sole active antiretroviral, because monotherapy with any antiretroviral can result in the
development of viral resistance. Nevirapine persists in the blood for significant period after interrupting or

discontinuing treatment; the resulting subtherapeutic concentration can induce viral resistance against
nevirapine (see section 5.1)

Combination therapy with nevirapine is not a curative treatment for HIV-1; patients may continue to
experience illnesses associated with advanced HIV-1 infection, including opportunistic infections.

Patients should be advised that current antiretroviral therapy has not been proven to eliminat

transmission of HIV-1 to others through sexual contact or contaminated blood. Appropria Rg:‘? autions
should continue to be taken. . ay
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The first 18 weeks of therapy with nevirapine are a critical period during which patients should be
closely monitored for severe and life-threatening skin reactions (including Ste\fcns-.]?llmson .
syndrome and toxic epidermal necrolysis) and for serious and life-threatening hepatitis or hepatic
failure. The risk of hepatic events and skin reactions is greatest in the first 6 weeks of therapy.
Intensive clinical and laboratory monitoring, including liver function tests, should be performed
when initiating therapy and during the first 6 weeks of treatment. However, the risk of hepatic
events persists beyond this period and monitoring should continue at frequent intervals. Female
gender and higher CD4 counts at the initiation of therapy increase the risk of hepatic adverse
events. Unless the benefit outweighs the risk, nevirapine should not be initiated in women with CD4
cell count greater than 250 cells/mm?® or in men with CD4 cell count greater than 400 cells/mm’,
Patients developing signs or symptoms of hepatitis, severe skin reaction or hypersensitivity reactions
must discontinue nevirapine and seek medical evaluation immediately. Nevirapine must not be

restarted following severe hepatic, skin or hypersensitivity reactions (sce section 4.3). In some cases,
hepatic injury has progressed despite discontinuation of treatment.

The dosage must be strictly adhered to, especially in the 14-day lead-in period (see section 4.2).

Cutaneous reactions

Patients should be closely monitored for cutaneous reactions during the first 18 weeks of treatment. Any
patient who has 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
nevirapine 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 be performed.

Patients with moderate to severe elevations (AST or ALT > 5 times ULN) should permanently discontinue
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 must be permanently stopped and not be re-
introduced (see section 4.3).

The risk of developing serious cutaneous reactions is increased by failure to follow the initial dosing of
200 mg once daily during the lead-in period or by delaying medical consultation after initial cutaneous
symptoms. Exceeding the recommended dose of nevirapine might increase the frequency and seriousness
of skin reactions, such as Stevens-Johnson syndrome and toxic epidermal necrolysis. Women may be at
higher risk 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 seek
medical evaluation without delay if any rash occurs. The majority of rashes associated with nevirapine
occur within the first 6 weeks of initiation of therapy. Patients should be instructed that the dose should
not be increased if any rash occurs during the two-week lead-in dosing period, until the rash resolves. The

should be instituted.

Page 4 of 18
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Hepatic reactions

Healthcare providers and patients should look out for hepatic reactions. They should_be \fi gilant f or
prodromal signs and features of hepatitis, such as anorexia, nausea, jaundice, bilirubinuria, acholic _s.toels,
hepatomegaly or liver tenderness. Patients should be instructed to seek medical attention promptly if these
occur.

If AST or ALT increase to > 5 times ULN during treatment, nevirapine should be immediately
stopped. If AST and ALT 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, nevirapine may be reintroduced, on a case-by-case basis, at the starting dose of 200 mg
once daily for 14 days followed by 200 mg twice daily. In these cases, more frequent liver
monitoring is required. If liver function abnormalities recur, nevirapine should be permanently
discontinued.

In case of clinical hepatitis, characterised by anorexia, nausea, vomiting, icterus AND laboratory
findings (such as moderate or severe liver function test abnormalities (excluding gamma-glutamine
transferase, GGT), nevirapine must be permanently stopped. Nevirapine must not be re-
administered to patients who have required permanent discontinuation for clinical hepatitis due to
nevirapine.

Nevirapine must not be administered to patients with pre-treatment AST or ALT > 5 times ULN until
baseline AST and ALT are stabilised < 5 times ULN (see section 4.3).

Liver function should be monitored if the patient has signs or symptoms of liver toxicity (¢.g. anorexia,
nausea, jaundice, bilirubinuria, acholic stools, hepatomegaly or liver tenderness) or hypersensitivity.

If the patient has moderate hepatic impairment, or has hepatitis B or hepatitis C infection, or if AST or
ALT > 2.5 times ULN before or during treatment, then liver function should be monitored more
frequently during regular clinic visits.

Asymptomatic elevation of liver enzymes occurs frequently but is not necessarily a contraindication to use

of nevirapine. Asymptomatic elevation of gamma-glutamyl transferase (GGT) is not a contraindication to
nevirapine therapy.

Women have a three-fold higher risk than men for symptomatic, often rash-associated, hepatic events and

patients with higher CD4 counts at initiation of nevirapine therapy are at higher risk of hepatic events with
nevirapine.

Contraception

Hormonal methods of birth control other than with depot medroxyprogesterone acetate should not be used
as the sole method of contraception in women taking Nevirapine 200 mg tablets, since nevirapi
lower the plasma concentrations of these medications. For this reason, and to reduce the,
transmission, barrier contraception (e.g. condoms) is recommended.

Lipid disorders

Combination antiretroviral therapy has been associated with the redistribution of bo

in HIV infected patients. The long-term consequences of these events are currently Hns éwi e,
about the mechanism is incomplete. A higher risk of lipodystrophy has been associate i {) ;,/
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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 (see section 4.8).

Osteonecrosis

Although the etiology is considered to be multifactorial (including corticosteroid use, alcohol
consumption, severe immunosuppression, higher body mass index), cases of osteonecrosis have been
reported particularly in patients with advanced HIV-disease and/or long-term exposure to combination
antiretroviral therapy. Patients should be advised to seck medical advice in case of joint aches and pain,
joint stiffness or difficulty in movement.

Immune Reactivation Syndrome

In HIV-infected patients with severe immune deficiency at the time of institution of combination
antiretroviral therapy, an inflammatory reaction to asymptomatic or residual opportunistic pathogens may
arise and cause serious clinical conditions, or aggravation of symptoms. Typically, such reactions occur in
the first few weeks or months of initiation of combined antiretroviral therapy. Relevant examples are
cytomegalovirus (CMV) retinitis, mycobacterial infections, and pneumocystis pneumonia. Any
inflammatory symptoms should be evaluated and treatment instituted when necessary.

Lactose: Nevirapine 200 mg tablets contain 928 mg of lactose per maximum recommended daily dose.
Patients with rare hereditary problems of galactose intolerance e.g. galactosaemia, the Lapp lactase
deficiency or glucose-galactose malabsorption should not take this medicine.

4.5 Interaction with other medicinal products and other forms of interaction

Nevirapine is an inducer of CYP3A and potentially CYP2B6, with maximal induction occurring within 2-
4 weeks of initiating multiple-dose therapy.

Compounds using this metabolic pathway may have decreased plasma concentrations when co-
administered with nevirapine. Careful monitoring of the therapeutic effectiveness of P450-metabolised
medicinal products is recommended when taken in combination with nevirapine.

The absorption of nevirapine is not affected by food, antacids or medicinal products which are formulated
with an alkaline buffering agent.

The interaction data are presented as geometric mean value with 90% confidence interval (90% CI)
whenever these data were available. ND = Not Determined, 1 = Increased, | = Decreased, < = No effect

Drugs by therapeutic Interaction Recommendations concerning co-
area administration of Nevirapine tablets

Antimicrobials
Antiretrovirals

Nucleoside reverse transcriptase inhibitors

Abacavir No interaction Abacavir and Nevirapine tablets can be
co-administered without dose

adjustments %
Didanosine No interaction Didanosine and Nevira u?( t g‘q».
/|

co-administered with

e R

adjustments = e
Lamivudine No interaction Lamivudine and Nejitai fgﬁl_gﬁ,ea‘n“ i &
be co-administered With &t 05C « yearii|j
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50 mg twice daily adjustments.

Stavudine: 30/40 mg No significant interaction Stavudine and Nevirapine tablets can be

twice daily co-administered without dose

adjustments.

Tenofovir 300 mg once
daily

No interaction

Tenofovir and Nevirapine tablets can be
co-administered without dose
adjustments.

Zidovudine 100-200 mg
three times daily

No significant interaction

Zidovudine and Nevirapine tablets can be
co-administered without dose
adjustments

Non-nucleoside reverse tran

scriptase inhibitors (NNRTI)

Efavirenz 600 mg once
daily

Co-administration of efavirenz and
Nevirapine tablets is not recommended
because of additive toxicity and no
benefit in efficacy over either NNRTI
alone.

Protease inhibitors

Atazanavir/ritonavir
300/100 mg once daily

400/100 mg once daily

Atazanavir/ritonavir 300/100 mg:
Atazanavir/ritonavir AUC | 0.58 (0.48-
0.71)

Atazanavir/ritonavir Cpry, | 0.28 (0.20-
0.40)
Atazanavir/ritonavir C l 0.72 (0.60—
0.86)

Atazanavir/ritonavir 400/100 mg:
Atazanavir/r AUC | 0.81 (0.65-

1.02) :

Atazanavir/ ritonavir C, | 0.41 (0.27-
0.60)

Atazanavir/ ritonavir Cp,, < 1.02 (0.85-
1.24)

(compared to 300/100 mg without
nevirapine)

Nevirapine AUC 1 1.25 (1.17-1.34)
Nevirapine C n T 1.32 (1.22-1.43)
Nevirapine Cpy 11.17 (1.09-1.25)

Co-administration of atazanavir/ritonavir
and Nevirapine tablets is not
recommended.

Darunavir/ritonavir
400/100 mg twice daily

No significant interaction

Darunavir and Nevirapine tablets can be
co-administered without dose
adjustments,

Indinavir

Co-administration of indinavir and

E Gnlll’.)l'll"l‘g‘ls

Fosamprenavir 1.4 g

Amprenavir AUC | 0.67 (0.55-

Co-ad mmlstLtiqn of, fé&%ﬂ%pf‘éﬁ"lwr and ] |
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twice daily

0.80)
Amprenavir C i, | 0.65 (0.49-0.85)
Amprenavir Cp,y, | 0.75 (0.63-0.89)

Nevirapine AUC 1 1.29 (1.19-1.40)
Nevirapine C pip 1 1.34 (1.21-1.49)
Nevirapine Cpax 1 1.25 (1.14-1.37)

Nevirapine tablets is not recommended if
fosamprenavir is not co-administered
with ritonavir.

Fosamprenavir/ritonavir
700/100 mg twice daily

Amprenavir AUC «+ 0.89 (0.77-1.03)
Amprenavir Cpy, | 0.81 (0.69-0.96)
Amprenavir C < 0.97 (0.85-1.10)

Nevirapine AUC 1 1.14 (1.05-1.24)
Nevirapine C i 1 1.22 (1.10-1.35)
Nevirapine Cay 1 1.13 (1.03-1.24)

Fosamprenavir/ritonavir and Nevirapine
tablets can be co-administered without
dose adjustments

Lopinavir/ritonavir
(capsules) 400/100 mg
twice daily

Adults:

Lopinavir AUC | 0.73 (0.53-0.98)
Lopinavir C, | 0.54 (0.28-0.74)
Lopinavir C, | 0.81 (0.62-0.95)

An increase in the dose of
lopinavir/ritonavir to 533/133 mg (4
capsules) or 500/125 mg (5 tablets with
100/25 mg each) twice daily with food is
recommended in combination with
Nevirapine tablets. Dose adjustment of
Nevirapine tablets is not required when
co- administered with lopinavir,

Lopinavir/ritonavir (oral
solution) 300/75 mg/m?
twice daily

Children;
Lopinavir AUC | 0.78 (0.56—
1.09) Lopinavir Cpy, | 0.45 (0.25—

0.82) Lopinavir C,y | 0.86 (0.64~
L16)

For children, increase of the dose of
lopinavir/ritonavir to 300/75 mg/m’ twice
daily with food should be considered
when used in combination with
Nevirapine tablets, particularly for
patients in whom reduced susceptibility
to lopinavir/ritonavir is suspected,

Nelfinavir 750 mg three
times daily

Nevirapine could reduce nelfinavir
concentration; co-administration should
be avoided unless antiviral effect can be
monitored closely

Ritonavir 600 mg twice
daily

No interaction

Ritonavir and Nevirapine tablets can be
co-administered without dose
adjustments,

Saquinavir/ritonavir

The limited data available with saquinavir
soft gel capsule boosted with ritonavir do
not suggest any clinically relevant
interaction between saquinavir boosted
with ritonavir and nevirapine

Saquinavir/ritonavir and Nevirapine
tablets can be co-administered without
dose adjustments.

Tipranavir/ritonavir

Limited data from HIV-infected patients

Both tipranavir and nevirapine are

500/200 mg twice daily have shown a clinically non-significant hepatotoxic and co-administration is not
20% decrease of tipranavir Cpys. recommended.

Entry inhibitors /,/ﬂ.; =a :\-:.\\

Enfuvirtide Due to the metabolic pathway no clinically | Enfuvirtide and }édifagine tabE‘t?{aﬁhy\
significant pharmacokinetic interactions co-administere out dose

are expected between enfuyirtide and

adjustments,
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nevirapine.

Maraviroc 300 mg once
daily

Maraviroc AUC « 1.01 (0.6-1.55)
Maraviroc Cy ND

Maraviroc C e <+ 1.54 (0.94-2.52)
compared to historical controls

Nevirapine concentrations not measured,
no effect is expected.

Maraviroc and Nevirapine tablets can be
co-administered without dose
adjustments.

Integrase inhibitors

Raltegravir 400 mg twice
daily

No clinical data available. Due to the
metabolic pathway of raltegravir no

Raltegravir and Nevirapine tablets can be
co-administered without dose

interaction is expected. adjustments.
Antibiotics
Clarithromycin 500 mg Clarithromycin AUC | 0.69 (0.62-0.76) C_lar_ithromycin exposure was
twice daily Clarithromycin C ., | 0.44 (0.30-0.64) significantly decreased, 14-OH

Clarithromycin Cpyy | 0.77 (0.69-0.86)

Metabolite 14-OH clarithromycin

AUC 1 1.42 (1.16-1.73)

Metabolite 14-OH clarithromycin C, <
0(0.68-1.49)

Metabolite 14-OH clarithromycin
Crmex 11,47 (1.21-1.80)

Nevirapine AUC 1 1.26
Neévirapine C;, 1 1.28
Nevirapine C.y 11.24
compared to historical controls.

metabolite exposure increased. Because
the clarithromycin active metabolite has
reduced activity against Mycobacterium
avium-intracellulare complex overall
activity against the pathogen may be
altered. Alternatives to clarithromyein,
such as azithromycin should be
considered. Close monitoring for hepatic
abnormalities is recommended

Rifabutin 150 or 300 mg
once daily

Rifabutin AUC 1 1.17 (0.98-1.40)
Rifabutin C ps <> 1.07 (0.84—1.37)
Rifabutin C .y t1.28 (1.09-1.51)

Metabolite 25-O-desacetylrifabutin
AUC 1 1.24 (0.84-1.84)
Metabolite 25-O-desacetylrifabutin
Cmin T1.22 (0.86-1.74)
Metabolite 25-O-desacetylrifabutin
Crmax T1.29 (0.98-1.68)

A clinically not relevant increase in the
apparent clearance of nevirapine (by 9%)
compared to historical data was reported.

No significant effect on rifabutin and
Nevirapine tablets mean pharmacokinetic
parameters is seen. Rifabutin and
Nevirapine tablets can be co-
administered without dose adjustments,
However, due to high intersubject
variability some patients may experience
large increases in rifabutin exposure and
may be at higher risk for rifabutin
toxicity. Therefore, caution should be
used in concomitant administration.

T
= H—

Rifampicin 600 mg once
daily

Rifampicin AUC « 1.11 (0.96-1.28)
Rifampicin C, ND

Rifampicin Crax < 1.06 (0.91-1.22)
Nevirapine AUC | 0.42

Co-admin Fifanipiciipand
Nevirapffe nmnded
(see seghign/4.4). For treftifg \ |
tuberc
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Nevirapine Cpn | 0.32
Nevirapine Cp,y | 0.50
compared to historical controls.

rifabutin can be considered instead.

Antifungals

Fluconazole 200 mg once
daily

Fluconazole 200 mg once daily

Fluconazole AUC « 0.94 (0.88-1.01)
Fluconazole C ., < 0.93 (0.86-1.01)
Fluconazole C . + 0.92 (0.85-0.99)

Nevirapine: exposure: t 100% compared
with historical data where nevirapine was
administered alone.

Because of the risk of increased exposure
to Nevirapine tablets, patients should be
monitored closely for nevirapine toxicity.

Itraconazole 200 mg once
daily

Itraconazole AUC | 0.39
Itraconazole Cyy, | 0.13
Itraconazole Cpay | 0.62

Nevirapine: there was no significant
difference in nevirapine pharmacokinetic
parameters.

A dose increase for itraconazole should
be considered when these two agents are

administered concomitantly.

Ketoconazole 400 mg
once daily

Ketoconazole AUC | 0.28 (0.20-0.40)
Ketoconazole C, ND
Ketoconazole Cay | 0.56 (0.42-0.73)

Nevirapine: plasma levels: T 1.15-1.28
compared to historical controls,

Co-administration of ketoconazole and
Nevirapine tablets is not recommended.

Antimalarials

Quinine

Quinine AUC | 0.67
Quinine C,p | 0.64

Nevirapine significantly lowers the
concentration of quinine and can reduce
its antimalarial effect

Atovaquone, chloroquine,

mefloquine, proguanil,
sulfadoxine,
pyrimethamine

No formal interaction study available

On theoretical basis, clinically significant
interactions with nevirapine are unlikely

Lumefantrine

Lumefantrine AUC 1 1.56
Lumefantrine Cp,y 1 1.24

Preliminary studies suggest no increase
in adverse effects of lumefantrine,
Nevirapine and

artemether + lumefantrine can be co-
administered without dose adjustment
(see also under Artemisinin and its
derivatives)

Artemisinin and its
derivatives

No formal interaction study available

Nevirapine may reduce the concentration
of artemisinin and its derivatives, but
cqgcs are unknown

clinica

Anticonvulsants

/{{Q%K n

Carbamazepine,
phenobarbital, phenytoin

No formal interaction study available

entrations of nt nc and of the
an convulsantz{f-\ to be
& =7 -




Nevirapine 200 mg tablets

(Mylan Lab. Ltd), HA396

WHOPAR part 4

September 2010
Section 6 updated: September
2016

reduced, leading to treatment failure; co-
administration should be avoided unless
antiretroviral (and antiepileptic) effect
can be monitored closely

Antacids

Cimetidine

Cimetidine: no significant effect on
cimetidine phar macokmctlc parameters is
seen.

Nevirapine Cp, 11.07

Cimetidine and Nevirapine tablets can be
co-administered without dose
adjustments.

Antithrombotics

Warfarin The interaction between nevirapine and the | Close monitoring of anticoagulation
antithrombotic agent warfarin is complex, | levels is warranted.
with the potential for both increases and
decreases in coagulation time when used
concomitantly.
Contraceptives
Depot Depot medroxyprogesterone acetate Nevirapine tablets did not alter the
medroxyprogesterone AUC & ) ovulation suppression effects of depot

acetate 150 mg every 3
months

Depot medroxyprogesterone acetate
Cmin =
Depot medroxyprogesterone acetate

Cmax <

Nevirapine AUC 1 1.20
Nevirapine Cpay 11.20

medroxyprogesterone acetate. Depot
medroxyprogesterone acetate and
Nevirapine tablets can be co-
administered without dose adjustments.

Ethinylestradiol
35 micrograms

Ethinylestradiol AUC | 0.80 (0.67-0.97)
Ethinylestradiol C ., ND
Ethinylestradiol C sy <+ 0.94 (0.79-1.12)

Norethisterone 1 mg once
daily

Norethisterone AUC | 0.81 (0.70-0.93)
Norethisterone C,;, ND

Norethisterone Cquy | 0.84 (0.73-0.97)

Oral hormonal contraceptives should not
be used as the sole method of
contraception in women taking
Nevirapine tablets (see section 4.4).
Appropriate doses for hormonal
contraceptives (oral or other forms of
application) other than depot
medroxyprogesterone acetate in
combination with Nevirapine tablets
have not been established with respect to
safety and efficacy.

Drug abuse

Methadone Individual
Patient Dosing

Methadone AUC | 0.40(0.31-0.51)
Methadone C,;, ND

Methadone Cay | 0.58 (0.50-0.67)

Methadone-maintained patients
beginning Nevirapine tablets therapy
should be monitored for evidence of
withdrawal and methadone dose should
be adjusted accordin gly

Herbal products

a_fha 1. ry

St. John's Wort

Serum levels of nevirapine can be reduced
by concomitant use of the herbal

s%ﬁﬂn ammu%c ¢ tablets
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preparation St. John's Wort (Hypericum 4.3). The inducing effect may persist for
perforatum). This is due to induction of at least 2 weeks after cessation of

drug metabolism enzymes and/or transport | treatment with St. John’s Wort.
proteins by St. John's Wort.

4,6 Fertility pregnancy and lactation
Women of childbearing potential

Women of childbearing potential should not rely on oral contraceptives as the sole method for birth
control, since nevirapine might lower the plasma concentrations of oral hormonal contraceptives (see
sections 4.4 and 4.5).

Pregnancy

Available data on pregnant women indicate no malformative, fetal or nconatal toxicity. No observable
teratogenicity was detected in reproductive studies in rats and rabbits (see section 5.3). Caution should be
exercised when prescribing nevirapine to pregnant women (see section 4.4). Hepatotoxicity is more
frequent in women with CD4 cell counts above 250 cells/mm’, and should be taken in consideration when
making therapeutic decision (see section 4.4).

Breastfeeding
Nevirapine readily crosses the placenta and is found in breast milk.

It is recommended that HIV-infected mothers do not breastfeed in order to avoid transmission of the virus.
Only under specific circumstances may the benefits of breastfeeding be considered to outweigh the risks.

The most recent official treatment guidelines (e.g. those issued by WHO) should be consulted before
advising patients on this matter.

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

The most frequently reported adverse reactions related to nevirapine in clinical trials were rash, allergic

reactions, hepatitis, abnormal liver function tests, nausea, vomiting, diarrhoea, abdominal pain, fatigue,
fever, headache and myalgia. .

Postmarketing experience has shown that the most serious adverse reactions are Stevens-Johnson
syndrome and toxic epidermal necrolysis and serious hepatitis or hepatic failure and hypersensitivity
reactions, characterised by rash with constitutional symptoms such as fever, arthralgia, myalgia,
rhabdomyolysis and lymphadenopathy, plus visceral involvement, such as hepatitis, eosinophilia,
granulocytopenia, and renal dysfunction. The first 18 weeks of treatment is a critical period during which
close monitoring is required (see section 4.4).

The following adverse reactions which may be caused by nevirapine have been reported. The estimated
frequencies are based on pooled clinical trial data for events considered related to nevirapine treatment.

Frequency is defined using the following convention: very common (= 1/10); common (= 1/100 to

< 1/10); uncommon (= 1/1,000 to < 1/100); rare (> 1/10,000 to < 1/1,000); very rare (< 1/10,000), not
known (cannot be estimated from the available data).

Investigations
Common. liver function tests abnormal
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The most frequent laboratory test abnormality is elevation of liver enzymes, including ALT, AST, GGT,
total bilirubin and alkaline phosphatase. Asymptomatic elevations of GGT levels are the most frequent.
See also section 4.4

Blood and lymphatic system disorders

Common: granulocytopenia (reported more frequently in children)
Uncommon. anaemia

Nervous system disorders

Common: headache

Gastrointestinal disorders

Common: vomiting, diarrhoea, abdominal pain, nausea

Skin and subcutaneous tissue disorders

Very common: rash (13.6%)

Uncommon: Stevens-Johnson syndrome/toxic epidermal necrolysis (0.1%), angioneurotic oedema,
urticaria

Musculoskeletal and connective tissue disorders
Common: myalgia

Uncommon. arthralgia

General disorders and administration site conditions
Common: fever, fatigue

Immune system disorders

Common: hypersensitivity

Not known. drug rash with eosinophilia and systemic symptoms, anaphylaxis
Hepatobiliary disorders

Common: hepatitis (1.4%)

Uncommon. jaundice

Rare: fulminant hepatitis

Metabolic and nutritional disorders

Combination antiretroviral therapy has been assomaled with redistribution of body fat and metabolic
abnormalities—see section 4.4).

4.9 Overdose

There is no antidote for nevirapine overdosage. Cases of nevirapine overdose at doses ranging from
800 mg to 6000 mg per day for up to 15 days have been reported. Patients have exp
erythema nodosum, fatigue, fever, headache, insomnia, nausea, pulmonary infiltr,
vomiting, increase in transaminases and wei ght decrease. All of these effects s
discontinuation of nevirapine.

Page 13 of 18
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5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Non-nucleoside reverse transcriptase inhibitors (NNRTT), ATC code
JOSAGOL.

Mechanism of Action

Nevirapine is a non-competitive inhibitor of the HIV-1 reverse transcriptase, but it does not have a
biologically significant inhibitory effect on the HIV-2 reverse transcriptase or on eukaryotic DNA
polymerases a, P, vy, or 8.

Clinical efficacy

Clinical studies on nevirapine have demonstrated significant decrease in plasma HIV RNA and increases
in CD4 cell count when used in combination with other nucleoside analogues, or a protease inhibitor, or

both.

In a multicentre open-label randomised trial (2NN Study) in patients not previously treated with
antiretrovirals, 220 patients were assigned to receive nevirapine 400 mg once daily, 387 to nevirapine
200 mg twice daily, 400 to efavirenz once daily and 209 to both efavirenz and nevirapine, all combined
with lamivudine and stavudine, for 48 weeks. Treatment failure (the primary endpoint) was reached by
43.7% patients receiving nevirapine once daily, 43.7% receiving nevirapine twice daily, 37.8% receiving
efavirenz and 53.1% receiving both drugs. Antiretroviral therapies with nevirapine or efavirenz were
considered to have similar efficacy, but the adverse-effects of regimens containing the two were different.

A multicentre open-label randomised trial (by the NEFA Study Team) in patients who were taking two
nucleoside reverse transcriptase inhibitors and at lease one protease inhibitor, and in whom viral
suppression had been achieved, switched patients from the protease inhibitor to nevirapine (155 patients),
efavirenz (156) or abacavir (149). The likelihood of reaching the endpoint (death, progression to AIDS, or
an increase in viral RNA level above 200 copies/ml) at 12 months was 10% in the nevirapine group, 6% in
the efavirenz group and 13% in the abacavir group. Fewer patients in the abacavir group (6%) than in the

nevirapine group (17%) or the efavirenz group (17%) discontinued the study medication because of
adverse events.

Drug resistance

The most common resistance mutations sclected for by nevirapine are Y181C, K103N and G190A. All of
these mutations cause high-level resistance to nevirapine. Patients failing nevirapine-containing
antiretroviral therapy can also develop cross-resistance to efavirenz and delavirdine
(http://hivdb.stanford.edu). Conversely, patients failing therapy which includes efavirenz or delavirdine

will usually have a virus cross-resistant to nevirapine. If failing therapy is continued, further resistance
mutations will accumulate.

High-level resistance to nevirapine is selected for by a single dose when used alone, as has been
demonstrated by the high prevalence of resistance mutations following nevirapine use for prevention of
mother-to-child transmission. Due to the long half-life of nevirapine, a period of functional monotherapy
with nevirapine may follow upon discontinuation of effective nevirapine-containing antiretroviral therapy.

This may cause significant nevirapine resistance, and compromise the efficacy of future NNRTI therapy
(see section 4.4).

inatal Transmission

The HIVNET 012 study in Kampala (Uganda) evaluated the efficacy of nevirapi
transmission of HIV-1 infection. Mothers received only study antiretroviral ther
Mother-infant pairs were randomised to receive oral nevirapine (mother: nevirap
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labour; infant; nevirapine 2 mg/kg within 72 hours of birth), or an ultra-short oral zidovudine regimen
(mother: zidovudine 600 mg at the onset of labour and 300 mg every 3 hours until delivery; infant
zidovudine 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).

A study in 123 women who had received single-dose nevirapine for preventing mother-to-child
transmission and who were then treated with nevirapine combined with other antiretroviral drugs indicated
that single-dose nevirapine alone reduces the efficacy of subsequent use of nevirapine as part of
combination antiretroviral therapy.

5.2 Pharmacokinetic properties
Absorption: Nevirapine is readily absorbed (> 90%) after oral administration.

Following single dose administration of Nevirapine tablet 1 tablet (200 mg nevirapine) in healthy adult
volunteers, the mean (£ SD) nevirapine C,,, value was 2.9 pg/m! (£ 0.7 pg/ml), and the corresponding
value for the area under the concentration—time curve (AUC) was 107 pg.h/ml (% 23 pug.h/ml). The
median (£ SD) nevirapine t,,x value was 3.75 (= 2.54) hours.

Data reported in the literature from 20 HIV-infected patients suggest mean steady state C,, of 5.74 pg/ml
and Cpn 0of 3.73 pg/ml with mean AUC of 109.0 pg.h/ml in patients taking nevirapine 200 mg twice daily.

Long-term efficacy appears to be most likely in patients whose nevirapine trough concentration exceeds
3.5 pg/ml.

Distribution: Nevirapine is lipophilic; the volume of distribution is 1.21 I/kg. Nevirapine is about 60%
bound to plasma. Nevirapine readily crosses the placenta and is found in breast milk.

Biotransformation and elimination: Nevirapine is extensively biotransformed via cytochrome P450
(oxidative) metabolism to several hydroxylated metabolites. Oxidative metabolism of nevirapine is
mediated primarily by cytochrome P450 isozymes from the CYP3A family; other isozymes may have a
secondary role. Urinary excretion is the principal route of elimination with more than 80% of the urinary
elimination in the form of glucuronide conjugates of hydroxylated metabolites. Only a small fraction

(< 5%) is excreted unchanged in urine (representing < 3% of the total dose.)

Nevirapine is an inducer of hepatic cytochrome P450 metabolic enzymes. After a single dose, the half-life
of nevirapine is about 45 hours, which is reduced after multiple dosing for 2—4 weeks to about 25-30
hours because of autoinduction (nevirapine inducing its own metabolism).

Special populations:

Renal dysfunction: Renal impairment (mild, moderate and severe) does not significantly change the
pharmacokinetics of nevirapine. Patients with creatinine clearance > 20 ml/minute do not require an
adjustment in nevirapine dosing. However, in subjects with end-stage renal disease requiring dialysis,
nevirapine AUC was reduced. There is also accumulation of nevirapine hydroxy-metabolites in plasma.

An additional 200-mg dose of nevirapine following each dialysis treatment could help offset the effects of
dialysis on nevirapine clearance.

Hepatic dysfunction: The disposition of nevirapine and the five oxidative metabolites.i Itered in

patients with mild to severe liver fibrosis. However, in a few patients with he m i
?rough concentration may be 2-fold higher than the usual mean trough concepffatiéfi. Patien awith\hepatic
impairment should be monitored carefully for evidence of drug-induced to %
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5.3 Preclinical safety data

Preclinical data reveal 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. These findings are most likely related to nevirapine being a
strong inducer of liver enzymes, and not due to a genotoxic mode of action.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients
Colloidal anhydrous silica
Lactose monohydrate
Magnesium stearate
Microcrystalline cellulose
Povidone

Sodium starch glycolate

6.2 Incompatibilities
Not applicable.

6.3 Shelf life
60 months

6.4 Special precautions for storage
Do not store above 30°C. Store in the original package
6.5 Nature and contents of container

Clear, transparent, polyvinyl chloride (PVC)/aluminium foil blister units. Each pack contains 6 x 10
tablets.

White, opaque HDPE bottles with child-resistant polypropylene screw cap closurc. Bottle pack contains
60 tablets.

;ﬁghilg,l opaque HDPE bottles with child-resistant polypropylene screw cap closure. Bottle pack contains
tablets. '

6.6 Special precautions for disposal

Any unused product or waste material should be disposed of in accordance with local requirements.

7. SUPPLIER
Mylan Laboratories Limited,
R&D Centre, Plot No, 34-A,
Anrich Industrial Estate, Bollaram,
Jinnaram Mandal,
Medak District 502325,
Telangana,
India !
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9. DATE OF FIRST PREQUALIFICATION/RENEWAL OF PREQUALIFICATION
25 July 2008

10. DATE OF REVISION OF THE TEXT
September 2010. Section 6 updated in September 2016.

Reference list:

General reference:

The major source for the information in this SmPC is the European SmPC for Viramune Tablets, available
at: http://www.ema.europa.eu/docs/en_GB/document_library/EPAR _-
_Product_Information/human/000183/WC50005 1481 .pdf

For further information, the following sources have also been used.
4.2 Posology

World Health Organization. Antiretroviral therapy for HIV infection in infants and children: towards
universal access 2010 revision. Geneva: WHO; 2010
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