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IHCTPYKIIS
AU1ST MEAHYHOT0 3aCTOCYBAHHS npenapary

HEBIPAIIIH
(NEVIRAPINE)

Crnao:

diloua pevosuna: HEBIpamiH;

| Tabnetka MictuTh nesipaminy 200 Mr;

donomisicni  pewosuHu: NAKTO3H MOHOTIAPAT, LEN07103a MIKpPOKpHCTaliYHa, [eTono3a
MIKpPOKpHCTAIIiYHA, KPEMHIIO HiOKCHA KOJIOTAHMH Ge3poanmii, HATPIIO KPOXMANLIIKOMINT,
Marsito creapar, MoBiJIOH.

Jlikapeska ¢popma. Tabnerku.
dapmakoTepanesTidna rpyna. [IpoTusipycH 3ac00M Ul CHCTEMHOTO 3aCTOCYBAHHA.
Henykeo3uni iHriGiTOpH 3B0pOTHOT TPAHCKPHITA3H. Hegipanin. Koax ATC JOSA GO1.

MdapMaKoa0rivHi BJIACTHBOCTI.

Dapmaroounamixa.

Hesiparin — HeHyK/Ieo3uAHm {HriGiTop 3B0POTHOT TPAHCKPHIITA3H (HHI3T) BLJI-1. Heipaniu
3B'A3yeThCs 6€3MOCepeIHbO 31 3BOPOTHOIO TPAHCKPHITA30I0 i Gnoxye PHK-3anexny ta JTHK-
sanexxny axtusHicts JIHK-momimepasu, BUKMHKAIOWM pyHHYBaHHA KaTAIiTHYHOT IUISTHKH
depmenty. Jlia HesipamiHy He KOHKypye Hi 3 MaTpUiHHMI, HI 3 HYKICO3MAHHMHU
tpudocdaramu. Hesipanin ne € iHriGiTopomM 3BOPOTHOT TPAHCKPHIITA3H B1JI-2 un eykapioTHol
JTHK-nonimepasu (takux sk JHK-noniMepasu JIOAHHH THITY O, B, vy abo 9d).

V x1iHiYHEX JOCTi/KEHHSX HEBipamiH acoLiloBaBcs 3 NIABMIICHHAM PIBHA XOJCCTCPHHY
JIBIL] Ta 3aranbHUM TOKPALIAHHSM CHIBBIIHOLICHHs PiBHA 3araibHOrO XONCCTCpUny /0
xonecrepuny JITIBIL], BBaXkaersest, MmO Y 3aranbHifi NOMy/silii 1le acOIIIOEThCA 3 MEHIIHM
PH3HKOM CEpLEBO-CYAMHHHMX sBHIL. OxHAK Yy pasi BiACyTHOCTI CHemiajibHHX AOCITIUKEHb 3
HeBipamiHOM I(OJ0 3MiHM PH3HKY CEpUEBO-CYAMHHHX SBHIL Yy BlI-indikoBaHuX NaliCHTIB
KTiHIYEHH BIUIMB LHX CIOCTEPEXKEHb 3aMMIacThCs Hesitomum. Bubip IPOTHPETPOBIPYCHHX
[penaparis Mae KepyBaTHCs, y TIEPIIy Hepry IXHbOIO NPOTHBIPYCHOIO ePEKTUBHICTIO.
[TpoTHBipyCHA aKTHBHICTB HEBIpamiHy in Vvilro Gyna BuMipsHA B PI3HOMAHITHHX MiHIAX KIITHH,
BKITIOYAIOYH MOHOHYKJIEApHi KIITHHH TepH(epuyHOi KPOBl, Makpodary, MoXi/Hi MOHOIKTIB Ta
nimdoGnacroinui kmiTunHi miHii. V HeasHIX JOCHIDKEHHAX i3 BUKOPHCTAHHSM JiM(OLHUTIB
KPOBi CITMHHOTO MO3KY JIOMMHH Ta 293 KTITHH HHPKH jnoackkoro emOpiona ECS50 3HadeHHA
(konuentpanis 50 % NpHTHIYCHHS) Majd nianazon 14-302 #M BigHOCHO 1a0OPaTOPHHX Ta
kniniunux isonsatis BIJI-1.

Hepipanis npurniuyBaB MpOTHBIPYCHY aKTHBHICTb i1 Vilro NPOTH izonaris rpynu M BUI-1 3
monodinernurux rpyn A, B, C, D, F, G ta H 1a uupky/ioiounx pexombinantnx popm (CRF),

[HCTPYKUist 4151 33CTOCY BAHHS JIIKAPCHLKOTO 3ac00y (KiHIEBOro NPOAYKTY), 3acBi4eHa
MiAIHCOM YITOBHOBaXEHOI 0COOH, 110 BUCTYMAE BLA IMEHI 3asgBHMKA ;
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CRF01_AE, CRF02_AG ta CRF12_BF (cepeane EC50 3nauchnsa 63 uM). Hesipaniu se mas
NpOTHBIPYCHOT aKTHBHOCTI in Vilro MPOTH 130/14TIB 3 rpynu O BIJI-1 ta BUJI-2.

Hepipanin y komOinauii 3 epasipeHLOM YHHUB CHIbHY auraroricruuny npotu BUI-1 aio in
Vitro Ta JOMOBHIOBAB AHTArOHICTHUHY Jil0 PUTOHA Bipy, inriGitopa npoteasu ado eHdysipTHLY,
isriGitopa dysii. Hesipamin MaB 107aTKOBY CHHEPritHY MPOTH BIJI-1 akTuBHicTh Y KoMOiHaLIT 3
iuriGiTopamMu  [poTeasu:  AMIIPEHABIPOM, aTa’aHaBipoM, IHIMHABIPOM,  JIOMIHABIPOM,
endinasipom, caxsinasipom i Tunpasasipom Ta NRTI (HyK/1€o3uIHl 1HT1OITOPH 3BOPOTHOI
TpaHCKpUNTa3u): abakaBipoM, IHAAHO3HHOM, eMTpULUTA0IHOM, NaMiBYJHHOM, CTaBYIHHOM,
teroQoipom Ta 3uzoByaunom. [Iporn BUI-1 akrusnocTi Hepipaminy npotuaiss antH-HBV
(Bipyc renmaruty B) npenapar azedoBip Ta autu-HCV (Bipyc renaruty C) npenapar pubasipun
in vitro.

Tpn BuGOpi HOBMX MPOTHPETPOBIPYCHUX Mpenaparie, aki OyayTh npu3HadaTH y komOinauii 3
HesipaniHoM, ¢/ BpaxoByBaTH BipOTiAHICTH MEpeXpecHo pesucteHTHOCTI. [IpH MpUIHHEHH]
Kypcy JiKyBaHHs [POTHPETPOBIPYCHHMH MpenaparaMu, A0 AKOTO BXOIHTH HeBipamniH, ciij
GpatM 4O yBaru JOBrYTPHBANICT HANIBXKHTTS HEBIpAINiHy; MPH OQHOYACHOMY TMPUITHHEHH]
npuifoMy TPOTHPETPOBIPYCHHX [pENapaTiB, TPHBANICT, Ha MIBKHTTA SKHX KOpOTWIA 34
HeBipamin, HU3bKI KOHUEHTpawil HeBipa MiHy y M1a3Mi KpOBI MOXKYTh yTPHMYBATHCA NPOTATOM
TH3KHS 260 Binblue i K HACTII0K — MOYKE PO3BHHYTHCS PE3UCTEHTHICTb.

Dapmaroxinemura.

®apmakokineTnka y gopocinux. Hesipanin nerko BeMoktyeTbes (> 90 %) Mic/as nepopasbHOro
npuifoMy y 3/0poBHX JHOAel i mopocmux, indixosannx BUI-1. AbcomoTHa BiooCTyNHICTE ¥
3/I0pOBHX IOPOCIHX Micis mpuifoMy pa3oBoi 03u craHoBmwia 93 % (cepefHE 3HAYCHHS) UL
tabnetkn 50 mr. IlikoBa KoHIeHTpalis Hesipaminy y mmasmi kposi 2 mxr/ma (7,5 mxM)
JOCAracThes uepe3 4 romuHu micnas npuifomy pasosoi mosm 200 wmr. Ilicas Gararopaszosoro
npuifoMy TMiKOBa KOHLEHTpauis HeBipaminy y wMexax aosu Bia 200 mo 400 wmr/aoby
36inpuryerbest  miniitno. ITocTifina koHumedTpamis Hesipaminy — 4,5 mxr/ma (17 MxM),
nocaraetrses npu 400 Mr/nody.

Hi Txa, i anTauuani 3acobu 4u jikapchbki mpemnapaTti Ha ocHOBI jTyxHoro Oydepa (Hanpuxiaz,
JMHUIAHO3MHY) HA BCMOKTYBAHHS HEBIparniHy HE BIUIMBAIOT.

Hegipanin Jerko npoHUKae Kpi3hb IUIALEHTY i B rpyane mMosnokoi. Hesipanin npubmusno #a 60 %
3B'13yeThes 3 OinkaMu MiasMH KpoBi y Alanas’oHi Iu1a3mMoBoi KoHuedTpauii Bia 1 ao 10 mxr/mi.
KownitenTpatlis HeBipamniHy y CIHHHOMO3KOBIii piauni cranoBuia 45 % Bia HOro KoOHUEHTpALT y
miasMmi kposi. Lle BizHOWIeHHA npUOAM3HO AOPIBHIOE YaCTIl, LIO HE 3B'A3YEThCA 3 Olakamu
nnasmu kposi. Hesipanin 6ioTpanchopmyeThes uepes OKHMCTIOBaIbHMIT MeTabomiaM 3a yuacTio
muToxpomy P450 no kinbkox rinpokcunbHHX MerabomiTiB. JlocmiukeHHs in vitro Mikpocom
MeYiHKH JIOJMHH [alOTh MiACTAaBH IPUITYCKaTH, IO OKMUCIIOBAJIBHHMH MeTabosi3M HeBipariHy
OMOCEPEIKOBYEThCS i30(epmenTamu uutoxpomy P450 3 pany CYP3A, xoua inmi i3opepmeHTH
MOYTh BiflirpaBaTH BTOPHHHY poib. [Ipenapar BHBOAUTHCS MepeBaxkHo i3 cedeio (81,3 %), a
He3HayHa yactuHa — 3 Qexanismu (10,1 %). ITonax 80 % npenapaty B cedi CTaHOBIATH
IIIOKOPOHIAHI CIIOMYKH MiIpPOKCHIBHEX MeTabomniTie. Jlume <3 % 3aranbHol 1031 BUBOAUTECA y
HE3MIHHOMY CTaHi.

Hesipanin € inmykropom Meraboniuunx QepmenTis umrtoxpomy P450 mnewinku. Y mipy
NpofOBKeHHs JiKyBaHHS NpH 1031 200-400 mr/noby npotsarom 2-4 THXHIB (papMakOKIHETHKA
XapaKTepH3yeTbess Npubmu3Ho 1,5-2-pa3oBuM 301MbIICHHAM BHAMMOIO K/IpeHCY HeBipaminy
MOPIBHAHO 3 OJHOPA30BHM MPHIOMOM. AYTOIHAYKUisS TaKOX TMPU3BOMAMTH 10 BiANOBIAHOIO
CKOPOUYEHHS 1epioly HamiBKuTIs HeBipaminy y mmasmi Kposi MpHOIH3HO Bid 45 roauH mpu
pasoBiit 1031 1o npubnusno 25-30 roauH micas 6araTopasosBux 403 200-400 mr/noby.

IHCTpYKINist 2151 32CTOCYBAHHS JIKAPCHKOro 3aco0y (KiHIEBOro NpoayKTy), 3acsijdena
MiAMHCOM YIIOBHOBa)KeHOT 0cobH, 110 BUCTyMAE Bi IMEHI 3asBHHKA W”%
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[MamienTy *xinku nokasanu xHa 13,8 % meniuni KJIipeHC HeBipaniuy, HIX qos10BikH. L pisHus
He BpaKanacs KIiHigHo BauuBoio. OCKiIBKH HI Maca Tina, Hi ingekc macu Tina (BMI) e manu
BIUIMBY HA KJIIpEHC HEBipamniHy, BIUIMB CTATi HE MOYKHA OSACHUTH PO3MipoM Tia.
dapMakoKiHeTHKa HeBipamiHy y BUJI-1-indikoBaHuX JOPOCIMX HE 3MIHIOETBCA 3AICIKHO BiJl
Biky (y mexax 18-68 pokis) abo pacu.

Huprosa oucynxyis. Hupkona HeOCTATHICTS (He3HauHa, MOMIpHA | TSHKKA) He MPH3BOAHTD 10
6y ab-AKMX JOCTOBIPDHHX 3MIH ¥ dbapmaxoxineTHil Hesipaniny. OnHaK B ocif i3 TepMIHAIBHOKO
CTAiCI0 HHPKOBOI HENOCTATHOCTI, 11O BHMArae Jianmizy, MNpOTArOM THXKHEBOTO IEPLOAY
eKCITO3U1LIT CrocTepiranocs CKOpO4eHHA ot mij papMaKoKIHETHYHOIO KPUBOIO (mani — AUC)
Hepipaniny Ha 43,5 %. Tak camo Majo Micile HaKOMMHeHHs Yy MiasMi KpoBi MeTabosiTiB
rigpokcuHeBipaminy. OTxe, A xoMmrencanii edexTy aianizy Ha KIipeHC HeBipamiHy MOKHA
6y10 6 MifACHIMTH Tepamilo HeBipamiHOM XOAATKOBOIO fforo mo3zoto 200 Mr micis KOXKHOIO
ceacy mianizy. B iHIMHX BHMAmKaX MALIEHTH 3 knipencom kpearnniny > 20 mu/xB He
notpe6yioTh KOPEeKLil 1031 HEeBipariHy.

[opyuienns @ynxyii nevinku. He Gyna smineHa (hapMaKOKIHETHYHA UCTIO3MILIS HAaraTOKpaTHOTO
JI03yBaHHs HEBipamiHy Ta I ATH OKHCJICHHX meTabomiTiB.

Omnak mpubamsHo 15 % mnauientis 3 GiGposom nediHKH MM HaiiMeHI KOHLEHTpari
pesipaniny monax 9000 Hr/mi (WO BABIYI MEPEBHINYE CEPEIHIO HaiiMeHLIy KOHIEHTpALilo).
MMauicnTis i3 nopymenmam (yHKuil nediHky CiJL PeTelbHO nepeBipATH Ha HasBHICTDH
TOKCHYHOCTI, BHKJIMKAHO] MpernapaToM.

Y (hapMakOKiHETHHHOMY AOCTI/DKEHH] OAHOKPATHOL 200 mr no3u Hesipaminy 3a ydactio BIJI-
HeraTHBHMX MALICHTIB 3 JErKUM Ta noMipHuM nopymeHHsM Qynkuil nedinku (Yaing-IT'to A,
n=6; Yaitna-IT'1o B, n=4) cnocrepirajgocs 3HayHe 36inbmenHs AUC HeBipamiHy B OIHOTO
namienta 3 Yaiina-IT1o B 3 aciuToM, BKasyloun Ha Te, LIO MAIlieHTH 3 NOripumeHHsM dyHxuii
[eiHKH Ta aCIHTOM MOKYTh MATH PH3HK HAKOMHYEHHs HeBipaIiHy B CHCTEMHOMY KpOBOOGIry.
OckiNBKM HEBipamiH iHAYKye BiacHMit MerabonisM npu OaraToKpaTHOMY JI03yBaHHI, TO L
JOCTIKEHHS OJHOKPATHOI A03H MOKe HE BiI0OpaXkaTH BIUIMB IOPYHICHHA byHxuii nevinky Ha
(bapmakoKiHETHKY 6araroKpaTHOro 103yBaHHA.

Gapmaroxinemuxa y oimei.

Mpu npumitomi 4/7 Mr/kr Ta 150 Mr/M’ HeBipamiH J06pe NEpeHOCHTBCA Ta IPOSBIIAE
edeKTHBHICTb y JiKyBamHi AiTeil, siki HiKOJM He NpHiManu MPOTHPETPOBIPYCHI Npemapar.
ObuaBa  peXXHMH J03yBaHHS e(eKTHBHI IIOJ0 3MEHIUCHHS BIPYCHOIO HaBaHTAXKEHHS.
fbapmaxoxiﬂe'rmai mani y 33 nauientis (Bikosmit miamasonm 0,77-13,7 poky) y rpymi
{HTEHCHBHOrO B3STTS 3pAa3KiB MPOASMOHCTPYBAIM, LU0 MIC/AS MEPOPANbHOrO NMpUHOMY KiIpeHC
HeBipanizy 3611b1myBaBcs 31 3pOCTAHHAM BiKy TAKHM YHHOM, IO Bi/NOBiAa€ 30LIBLICHHIO MI01L
nosepxHi Tina. JloyBanns Hesipaminy 150 mr/m> BID (micisi ABOTHKHEBOTO 3aCTOCYBaHHS [PH
150 Mr/M> QD) CIpUYMHHIO TEOMETPUYHO CepeHi UM CepelHi HalMeHII KOHUEHTpALl
Hesiparniny 4-6 Mkr/ma (mai y mopocmux). KpiM Toro, HafiMenuli KoHueHTpauii Hesipanidy, sk
criocTepiranucs, 6y aHaIOr YHIMHU UL IBOX METO/LIB.

06’eaHaunil aHagi3 M’ STH NPOTOKOMIB IPYNH MeJiaTpHYHMX Kiuiniunux gocmimkens 3i CHIMy
(PACTG), B sixux nopisHioBamu 245, 356, 366, 377 ta 403 nauieHTis, J03BOIHB MPOBECTH OUIHKY
miTeit BikoM 110 3 MicsiiB (n=17), 3amydenux o uux gocnimkens PACTG.

KninigHi XapaKTepHCTHKH.

Iloxazanna.
Hesipamiz 200 Mr TaGneTKH MpH3HAYacThes B KoMOiHalii 3 IHIIMMH AHTHPETPOBIPYCHUMH
npenapaTaMy JUTA JTiKyBaHHS AOPOCIMX, MiAMTKIB Ta aitedl Oyab-KOro Biky, skl iH(pikoBaHI

[HCTPYKUst 4151 32CTOCYBAHHS JIKAPCHKOro 3ac00y (KiHIEBOro MPOIYKTY), 3aCBiAtCHa
MiAIMCOM YIIOBHOBAXEHOI 0cODH, [0 BUCTYMAE Bi/l iMeHI 3asBHUKA {
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BipycoM iMyHOAE(ILMTY JUIOAMHH THILY 1 (BUI-1). Hesipanis 200 mr npusnayaetbes i BUI-
ingikoBaHMX BariTHUX JKIHOK (monax 14 THOKHIB recTalii) s 3anobiranns nepenaui BLI-
ingexuii Big MaTepi 10 AUTHHH.

Jlns Bubopy BiIMOBIAHOI CXEMH NiKyBaHHs CliA 3BEpHYTHCHA 10 HajtocTaHHImUX OQILIAHNX
peKoMeH1aliil  moao mpo(iTaKTHKH nepefaui BUI Big matepi A0 AMTHHH (HanpuKia,
punymeri BOO3) .

Hpomunoxasanii.

. TligBuineHa Yy TIHBICTH A0 KOMITOHEHTIB, Ki BXOAATH [0 CKiIaay npenapary.

- TloBTOpHE HNpM3HAYCHHS [MIiCIs BIAMIHM HeEBipamiHy: uepes TAKKY dopMy BHCHITAHb;
yepe3 BHCHIAHHA, IO CYNPOBOLKYBAJINCS  CHMITOMAMH, ki cBlAuaTh Mpo
reHepaizaniio Mpouecy aGo TrinepuyTIMBICTB, HEpPE3 KJIiHIYHI NpOSBH TEHNaTHTY,
CIPHYMHEHOTO HEBipariHOM.

- Tsoxka aucdyHkuis nedinku (3a knacubikauieio Yaitnpa-IT'o wiac C), abo THM, XTO
MPOHIIOB MOMEPEHE MKYBaHHA 3 METOIO gopmaizauii pisns ACT abo AJIT, wo 6yB
Biabl HUK Y 5 pasiB BHIIE BEPXHBOI mexi nopmu (BMH).

- IloBropHe mpH3HAUCHHA HeBipallidy micis Horo BIAMIHK 4epes migeumenus pisag ACT
a6o AJIT y 5 pasis, O CyIpPOBOMAXKYETHCA pimxiieHHsM QyHKUil meuinks — M dac
Teparii npenapaToM.

- OpHoyacHe 3acCTOCYBaHHA 3 HeBipamiHoM Ipenaparis, 1o micTaTh 3Bipobiil (hypericum
perforatum) abo puaMITilue, Yepe3 PH3NK SHIDKCHHA KOHIEHTpalil HeBipamiHy Y
r1a3Mi KpoBi Ta 3HHIKEHHS HOTO eheKTHBHOCTI

Bsaemodia 3 inuiumu TikapcoKuMiL 3acobamu ma iHwi 6uOU 63AEMOOIIL

JloBeeHo, IO HeBipamiH € iHIYKTOPOM METaBOMIUHEX (PePMEHTIB [LIHTOXPOMY MEUIHKH
Puso (CYP3A, CYP2B) i Moxke CHPHUHHSATH 3HIDKCHHA M1a3MOBOI  KOHUEHTpAIii 1HIIHX
CYNYTHBO MPH3HAYEHHX JIiKiB, sKi 3HagHOIO Mipoio MeTabomizylorhes CYP3A un CYP2B (nus.
nigposain «@apMakokineTHkay). OTKe, MOKE BHHHKHYTH noTpeba B KOpeKii 103H.

Ha abcopGuiro HeBipamiHy He BIIHBAC NPUIOM i, anraumani  abo Jiikapeski 3aco0M, JI0
CKJIay SKHMX BXOJHMTH JIy:KHHMil Oy(pepHuil npernapar.

Bimsma wacTHHA iHdopManii mpo B3aEMOJII0 3a3HadeHa y BiZICOTKOBIH 3MiHI (T€OMETPHYHO
cepeans) 3 intepanom 90 % MPOrHO3yBAHHA (90 % PI).

[IpenapaTtu 3a B3aemoais Pekomenanii cmcosﬂoﬁcynymhortr
TepanesTHYHOIO npuiiomy
cheporo
TTPOTUIH®EKLIVHI IPETTAPATH |
AHTHpETPOBipyCHi npenapaTu J
NRTI (Hykneo3udni inzivimopu 36 pPOMHOI MPAHCKpUunmasu) l
Abakasip B3aemois BiaCyTHA Kopurysatu 103y He noTpiGHO npu
cynmyTHbOMY fpuiomi Hesipariny 3
abaxaBipoM
Jlunanosux Baaemozis BIACYTHS Kopurysary 103y He noTpibHO mpu
cynyrasomy npuitomi 3 HepipamiHom

IHCTpPYKIList 15 32CTOCYBAHHS JIKAPCHKOro 3ac00y (KiHIEBOro MPOAYKTY), 3aCBiIgeHa
[iAMMICOM YIIOBHOBa)KEHOT 0COOH, 1O BUCTYNAE Biz iMeHi 3asgBHHKA 'W
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JlamiByIHMH

5() Mr asidl Ha A€Hb

Baaemois Bincymﬂ

vanvmbomv npuitomi Hepipaniny 3

Ko urvna | ﬂozy HETO’ rp16Ho pH

aMiByAMHOM

J
A_l

|CraBymu: 3nayyia B3acMOis BIICY THA Kopurysatu 103y He noTpidHO npn
30/40 Mr CYTyTHBOMY MPHIOMI Hesipariny 3i
CTaByHHOM i
Tenogosip 300 Mr B3aemojiis BIACYTHS Kopurysaru 103y HE n0Tp16Ho TpH ‘.
OJIMH pa3 Ha [IeHb CyIyTHBOMY IpHiioMi 3 TeHo(hOBIPOM J

1Bi4l Ha JAECHD

3upoByaun 100-200 mr

3Hauylina B3aEMOJIis BIACYTHA

J 3UA0BYAMHOM

KopurysaT 103y HE noTpibHO Mpu
CYNMyTHBOMY TIpHHOMI Hesiparizom i3

=

NNRTI

(Henykneo3uoni inzi6imopu 360pomiol MpancKpunmasu)

NEcbaBipeuz 600 mr
OJIMH pa3 Ha ACHb

|

L

N

Taxuii cymyTHi# npuiiom He
PEKOMEH/Ly€ThCH, OCKIIBKH

napanebH#ii IPUHOM NPU3BOIUTE 10

l'll,E(BHIlXCHO‘I'O PH3HKY MOSIBH NOBIUHUX
Ta He MOKPAIIYE e(peKTHBHICTH CaMoro
Hegipaniny

PI (inzibimop npomeasu)

|

ICHb

JICHBb

ATazaHaBip/pHTOHABIP
300/100 mr oMH pa3 Ha

400/100 Mr oauH pas Ha

| ATazanasip/pHTOHABIP
300/100mr:

AUC | 0.58 (0.48-0.71)
Cpmin | 0.28 (0.20-0.40)
Conas | 0.72 (0.60-0.86)

ATa3zaHaBip/puTOHaBip
400/100mr:

AUC | 0.81 (0.65-1.02)
Coun | 0.41 (0.27-0.60)
Cmax <> 1.02 (0.85-1.24)

Hesipanin

AUC 1 1.25 (1.17-1.34)
Cmin T 1.32 (1.22-1.43)
Ciasc T 117 (1.09-1.25)

Taxuii cymyTHiH npuiioM HE
PEKOMEH/Ty€ThCS!

| I—

JlapyHaBip/puTOHaBIp
400/100 Mr aBiul Ha ACHB

|

3Hauyma B3aeMOIif BIACYTHA

Komb6inartiio aapysasipy 3 100 mMr
pHTOHaBipy Ta HepipaniHoM MOXHa
3aCTOCOBYBaTH 6€3 KOPUTyBaHHA 103H

| |

[uginasip

3Havylla B3aEMOIs BiACY THS

Hesiparin He ¢/ 3aCTOCOBYBATH
CYNYTHBO 3 iHAIHABIPOM. SKIIO
3aCTOCOBYETHCA CyNMyTHiH MPHAOM

Taerpykiist /151 32CTOCY BAHHS nikapebKoro 3acody (KiHueBoro NPOAYKTY), 3aCBIAYCHA
mimEcoM YIoBHOBaXKEHOT 0cobu, 1o BUCTYTIAE Bi/l iMeH1 3asBHHUKA

Kouybei ME.
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NiABMIIIEHOrO PHTOHABIPY Ta
MOJKTMBHH MOHITOPHHT JTIKYBAHHS,
xomOiHallis 3 iHIIHABIPOM

R | 1|

1 NOTYCKAETLCA
docamnpeHasip | AMnpenasip Hesipanin He CJIi 3aCTOCOBYBATH
1400 Mr [Bivl Ha JI€HB CYNyTHBO 3 HocaMIpPeHaBipoM, AKIIO
AUCY), 0,67 (0,55 - 0,80) napajieIbHO He 3aCTOCOBYBATH
Co J/0,65(049-085)  |lpuronasip
Crnin \1/ 0 75 (0,63 -0,89)

Hesipanin

AUCT 1,29 (1,19-1,40)
Coaxe 11,34 (1,21 -1,49)
Cin ] 1,25(1,14-1,37)

L

docammnpeHasip / (AmnpeHaBip KopurysaTi 103y He NOTPiOHO IpH

putonasip 700/100 mr cynyTHbOMY Tipuiomi Hesipaniny 3

JIBiY1 Ha JICHB AUC\L 0,89 (0,77 - 1,03) (pocamnpenapipom /pHTOHABIPOM
Cmax 0,81 (0,69 - 0,96)

e 0.97(0,85-1,10)

Hegip

AUCT 1,14 (1,05-1,24)
Cone M.22(1,10-1,35)
Coin N 1,13 (1,03 -1,24)

Jloninasip/putonasip |[¥Y BIJI-03MTHBHUX IOPOCITHX: Xoya kiniHi4yHe 3HAYECHHA [BOTO

400/100 mr (xancynu) ||JTominasip CIOCTEPE/KEHHS [TOBHICTIO HE
[BiYi HA AE€Hb BCTAHOBJICHO, PEKOMEH/YEThCA
AUCJ, 0,73 (0,53-0.98) 3GiTBIICHIS J103H
0,54 (0,28 - 0,74) NOTiHABIPY/PHTOHABIPY 10
Cmm \l/ 0.81 (0,62 -0,95) 533/133 mr (4 kancymn) a6o 500/125

Mr (5 Tabnerok nosysantaM 100/25
Mr) aBiui Ha 100y i Hac npuiomy
ixi. Kopurysanss no3u Hesipaniny He

BUMAraeThbCA.
Homﬂampfpn'roﬂamp IliTu: [1lono aiTel, TO Cifl BUPILIKTH
300/75 mr/m” aBigi va ||JTomizasip MTUTaHHA 11O 301IbIIEHHS 103K

IEHb AUC | 0.78 (0.56-1.09) nonmaﬁlpyf’pmmlampy Pl
Cmin | 0.45 (0.25-0.82) 300/75 mr/m® asiui Ha noBy mig Hac
Cumax | 0.86 (0.64-1.16) npuioMy DKi IpH CYIYTHBOMY

npuitomi Hesipainy, 0co0a1BO Wis
NaLi€HTIB, Y AKHX Mi103PIOIOTH
SHIKEHY YYTIHBICTD 10
JIONiHABIPY/PUTOHABIPY

Hendinagsip 750 Mr TpH Hesiparmin Moxe 3HU3HTH
KOHILIEHTpalito Hendinasipy.

[HCTpYKIis A5 32CTOCY BAIHS JIIKAPCHKOro sacofy (Kinuesoro npomw Wﬁeua
[iAMMCOM YTIOBHOBaKeHOT 0COOH, 110 BUCTYIIAE BiJl iMeH1 3asgBHHKA

07.06.2017 Kouybe e
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>

pasu Ha JICHb

|

[KomBinati cinif yHHKaTH, Y 3B’ 43KY 3
HEMOIKJTHBICTIO MMATPHMYBATH
TepaneBTHUHY 1103y HelpiHaBIpy

[ Puronasip 600 Mr aBiyi

Bzaemoais BlACYTHS

KopurysaTH 103y HE MOTPIOHO MpPH

M’ SIKMX TeJIEBMX Karcyl, 3
PUTOHABIPOM, 10 HE BKa3ye Ha
6y ab-SKy KTIHIYHO 3HAUYLLY
p3a MO0 MiXk CAaKBiHaBIpOM
pa3oM 3 PUTOHABIPOM Ta
HEeBipaniHoM

Ha JIeHb CYNyTHb MY IPHHOMI Hesipaniny 3
| PUTOHABIPOM
CaksinaBip/ TloctynHi o6MesKeHi AaHi npo KopurysaTh 103y He NOTPiOHO MpH
PUTOHABIP CymyTHiil mpuitoM CakBiHaBIpY, cynyTHbOMY mpHitomi Hesiparminy 3

cakBiHaBipoM, SIKHl CliJl IpUAMATH
rapasienbHO 3 PUTOHABIPOM

Tunpausasip / pUTOHABIP
500/200 mr aBiui Ha KeHs||mocnimkenHs 3 ydactio BUI-

O6Me)keH] faHi, OTpUMaHi 3

indiKoBaHUX MaliEHTIB,
MOKA3aIH KJIIHIYHO He3HAUYIIe
samkenHs Ha 20 % TPV Chin

O6uaBa JiKapchKi 3aco0H €
reraToTOKCHYHUMH, TOMY TaKa
KoMmOiHaIlis He € PEKOMEHJ0BaHOIO0

|

Bxiaui inribitopn

EndysipTun

He ouikyeThest B3aEMOIT
3aBISAKH METabOoIYHOMY IIAXY
BuBeeHHs eHyBipTHay. He
OUiKYETHCS KIIHIYHO 3HAUYLIOT
dbapmakokiHeTHIHOT B3aeMOIii
Mi eH(YBIPTHIOM Ta CYNmyTHIM
IpUitOMOM HeEBiparniHy

KopurysatH 103y He NOTpiOHO npH
cynyTHbOMY npuitoMi Hesipaminy 3
eH(yBIpTHIOM

pa3 Ha JIeHb

Mapasipok 300 Mr oauH

Mapagipox

AUC « 1.01 (0.6-1.55)
Cmin ND

Crmax < 1.54 (0.94-2.52)
KonnenTpauii HeBipaminy He
BHMIpIOBaJTH, HE OUiKYETBCS
YOITHOTO eeKTy

HesipaniH MoXHa npuitMaTi
CYMyTHBO Oe3 KOPHTYBaHHS 1031

Iuri6iTopn iHTerpasu

Ha ACHB

Panrerpasip 400 Mr aBiui

He mae 1ocTymHHX JaHHX.
He odiky€eThes B3aEMOJIT
3aBIAKH METaboIIYHOMY

Tomy KopUryBaTH /103y He MOTPiOHO
npu cyryTHboMy npuiiomi Hepiparmiy

IHCTpYKILiS A8 32CTOCY BAHHS JIKAPChKOT0 3ac00y (KiHueBoro HpoayKTy), 3ac;i?qena

MiAMMCOM YIOBHOB&KEHOT 0COOH, 110 BUCTYTAE Bi iMeH1 3asgBHUKA L

fric
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LLISIXY BHBEICHHSA
panTerpasipy.

3 paJITerpasipom |

AHTHOIOTHKH

Knapurpominus 500 mr
[Bigi HA I€Hb

mapu'rpomiuuﬂ

AUC | 0.69 (0.62-0.76)
Cooin L 0.44 (0.30-0.64)
Coax L 0.77 (0.69-0.86)

Mertabonit 14-OH
AUC 1 1.42 (1.16-1.73)
Cpin < 0 (0.68-1.49)
Cmax T 1.47 (1.21-1.80)

EKCO3MIlig KIapiTPOMIlMHY 3HAUHO
suu3usacs, 30insments 14-OH
veTabomiT Brus. OCKINMBKY aKTHBHUH
MeTaboiT Ma€e 3HMKEHY aKTHBHICTD
11010 aVium-iHTpaLemoIApHOL
GakTepii, 3arajbHa aKTUBHICTH IPOTH
marorena Moxe 6yt 3vinena. . Ciin
MPUMHATH PiLIEHHS OO
aJIbTepPHATHBHOI Teparii o0
KNApUTPOMILIMHY TPH JTiKYBaHHI

150 a6o 300 Mr oauH pas
Ha JICHb

Hegipamnin namnienTa, a3UuTPOMILTHHOM.

AUC 1 1.26 Jo TOTO K, PEKOMEHJLYETBCS

CminT 1.28 peTenbHUi MOHITOPHHT BiIXMJIEHb 3

G’ T 1:28 lﬁoxy GyHKIT nediHKu. |
Pudabyrun Pudabyrun Kopurysat /103y He NOTpibHO mpH

AUC 1 1.17 (0.98-1.40)
C min — 1.07 (0.84-1.37)
Coax T 1.28 (1.09-1.51)

Meta6omnir 25-0-
nesanetunpugadbyTun
AUC 1 1.24 (0.84-1.84)
Cmin 1 1.22 (0.86-1.74)
Cmax T 1.29 (0.98-1.68)

Bys0 nOBiAOMIEHO PO
KJIIHIYHO HE3HauyIIe
26inRIIEHHS KITIPEHCY
uesiparniny (Ha 9 %)
MOPIBHSAHO 3 ICTOPHYHHUMH
(hapMaKOKiHETHUHHMH

\IaHAMH

cynyTHbOMY npuifomi Hesipaminy 3
pucdabyTHHOM.

Uepe3 BHCOKY CYO’ EKTHBHY
BapiaGebHICTh Y ACSKHX MALlEHTIB
Moke OyTH 3HauHE MiJBHIIEHHS
exeno3uii 1o pupabyTuny Ta
[1iIBMIIIEHNH PU3HK TOKCHYHOCTI 4epe3
pudabytus. Tomy ezt 3 06epexHicTIO
3aCTOCOBYBATH CYNYTHIH npuiiom

Pudammitus 600 Mr ouH
pas Ha JIeHb

Pudammninus

AUC < 1.11 (0.96-1.28)
Cmin ND

Cax < 1.06 (0.91-1.22)

Hesipamnin

AUC | 042
Cain | 0.32

Hegipanis Ta pudaMmitis He Cij
npuitmati y koMmGinauii. Jlikapi, akum
HEeOoOXiAHO JiKyBaTH MAIIEHTIB,
cynyTHBO iHbiKoBaHHX TyOEpKyIbO30M
Ta AKi MPOXOAATE TEPartiio, 110 MICTHTE
Hegipanis, MOXyTh MPUHHATH PILICHHS
po 3acTOCyBaHHA pH(paOTHRY.

IHeTpyKuist A/t 32CTOCYBAHHS JTIKAPCHKOT0 3ac00y (KiHIeBOro MpoAyKTy), 3aCBiAtCHa
MiITHCOM YIIOBHOBAXKEHOT 0COOH, 10 BHCTYIIAE Bill iMeH1 3asBHHKA 7 /b

07.062017  Kouybei ME.




Cmax -L 0.50

Iporurpudkosi npenaparu

dmoxonason 200 mr
OIIMH pa3 Ha JIeHb

MDoKoHA301

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

Crax < 0.92 (0.85-0.99)

Excnosurtis Hepipaniny:
100 % nopiBusHO 3
ICTOPHYHUMH TaHUMH, KOJIH
BBOJMIIM TiJIbKH HeBipariH

Uepes pu3uK MiABHIEHHS €KCMO3NIIT 10
Hesipaniny cnig 6ytu obepexuum npu
CYMyTHbOMY MpUIHOMI JTIKAPCHKHX
3aco01B He BHNAZOK MPOSBY
TOKCHYHOCTI

[rpakonaszon 200 Mr ogua
pa3 Ha IeHb

ITpakonazon

AUC | 0.39

Cumin 0.13

Cm;u: l 0.62

He Gyno kiini4HO 3HAYyIMX
3MiH 3a (hapMaKOKIHETHUHHMHU
napamMeTpamH Iicss
JI0JIJaBaHHS HeBipaniny

Crnin BUpIMINTH OHTAHHA 1IPO
KOPUT'YBaHHS JI03H ITPAKOHA301Ty MpH
CYIYTHBOMY TIPHIHOMI IIUX ABOX
npenaparis

Keroxonazon 400 mr
OJIHH pa3 Ha JIeHb

Kerokxonason

AUC | 0.28 (0.20-0.40)
Cmin ND

Crax | 0.56 (0.42-0.73)

PiBni HeBipaniny y niasmi
KpoBi | Ha 1.15-1,28
MOPIBHSAHO 3 ICTOPHYHUM
KOHTPOJIEM

Ketokona3son ta Hesipanin He MoxHa
NpHiMaTH pa3oM

IIporumansipiiini 3aco6n ]

Xi"in

AUC | 0.67
Crmax | 0.64

Hesipanin 3Ha4HO 3HMKye
KOHLIEHTPALIO XiHIHY | MO 3MEHIIHTH
HOro NMpOTHBOMAIAPHITHUIA epekT

ATOBaKOH, XJIOPOXiHiH,
Me(IIOXiHIH, poryaHi,

Hemae nasux crocosuo
TKapChKHX B3aEMOIIH

3 ornany Ha TeopeTHYHi BizoMocTi
3HAYyLIl B3aEMOJIii MaJIOBipOTiHi

Cynb(hagOKCHH,

mipMe3amiH

JliomedanTpiu AUC 1 1.56 [lonepesni nocmimKenns MPHITYCKAIOTE
Cmax T 1.24 BLICYTHICTb 301MbIIEHHS 106iuHuX

eextin 3 GoKy momedanTpiny.

Incrpyxnis nas 3acrocyBanns Jgikapebkoro 3acoly (KiHIEeBOro npoaykTy), 3acBinyena
MI/IMCOM YIOBHOBAXKEHOT 0COOH, 110 BHCTYTIAE Bij iMeHi 3asBHIKa WQ}E

07.062017  Kouy6ed M.C




Hesipaniu i apremerep + momedantpin
MOJKHa NpHHMaTH pazom 6e3
PEryjIoOBaHHS 103H (AUBITBCS TAKOXK
1H(OpMAILIIO CTOCOBHO APTEMH3HHHHY |
HOTO MOX1iHKX)

ApPTEeMH3HHHH 1 Horo
MoXiHi

He mae noctynnux KaiHiYHHX
JTAaHUX

Hesipanin MosKe 3HHKYBaTH
KOHLEHTPAIiI0 apTEMH3HHHHA i ioro
MOXIIHUX, aje KIHIYHI HACTiaKH
HEB1JIOMI

[Iporucynomui npena

paTu

Kapbamasemnin,
(henobapbiran, audenin

He Mae nocTynHux KIiHIYHEX
JIlaHUX

KonuenTpauii nesipaniuny i npotu
CYLOMHHX Ipenaparis, MOXIIHBO Oye
3HIDKYBATHCS. 1110 MOXKE MIPU3BECTH 10
Hee()eKTHBHOCTI JIIKYBaHHS; CHINTBHOIO
MPUHOMY CJ1iJI YHUKATH, AKIIO He
MOMUIUBO BIICTEKHUTH
AHTHPETPOBIPYCHHIT Ta IPOTHENIENTH-
YHHH eeKTH

L

AuTanuau

[umeTnann

[lumeTuain icToTHO He
BITHBAE HA HapMAKOKIHETHHY
HHEBipamniny

Hesipaniu Cp, 11,07

He notpi6ro xopurysaru 103y npu
CYNyTHbOMY NPHHOMI LUMETHANHY Ta
Hesipaniny

[Aﬂ"rl-rrpomﬁo-ruqﬂi npenaparu

il

Bapgapun

B3aemonis Mix HeBipaninom
Ta aHTHTPOMOOTHYHHM
npenapaTom BapgapuHoM €
CKJIQZIHOIO, 3 TTOTEHIIAIOM SK
J10 TIOJIOBYKEHHS, TaK i 10
3MEHILIEHHS Yacy KoaryJsiii
IpH CYIIyTHEOMY NpHHOMI

HeoGxinuo perensHo koHTpososaTy
PiBHI aHTHKOATYJISLIT

L

KonTpauentusni 3acobn

Jlemo-
MEIPOKCHIIPOTeCTEPOHY
arerar (DMPA) 150 mr
KOXHI 3 Micsiui

Jlemno-
ME/POKCHIIPOr€CTEPOHY
anerat (DMPA)

AUC &

Cmin s

Hemae neobxizHocTi y kopuryBassi 103u
NIpH CynyTHbOMY Npuiomi DMPA Ta
Hesipaniny. Cymytiii npuitom
Hesipaniny ne snnnys Ha edpexr DMPA

II0/J0 MPHTHIYEHHS OBYJIALIT

IucTpykuis ans 3actocypanus JiKapepKoro 3acody (kinuesoro nponyWa

MiANHCOM yNOBHOBaXeHOI 0coGH, IO BUCTYTIAC Bifl iMeHi 3aiBHHKA

07.06.2017  KouyGeii ME,
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Hesipanin

AUC 1 1.20
Conai' T 1.20

ETuniny ecrpanion (EE)
0,035 MKkr

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

Crax < 0.94 (0.79-1.12)

Hopetuunpon (NET)
1,0 Mr (onHOKpaTHa 103a)

Hopernnnpon

(NET)

AUC | 0.81 (0.70-0.93)
Cmin ND

Cmax | 0.84 (0.73-0.97)

[lepopanbHi ropmMoHaibHi
KOHTpALENTHBH HE CITi/l 3aCTOCOBYRATH
AK €AMHHH METOJI KOHTpALENLil XKiHKaM,
AKi npuitMatots Hesipanin (Takosx aus.
po3ain «OcobMBOCTI 3aCTOCYBAHHY).
He 6ynu BctanoBeni BianoBiani 103u
M1 TOPMOHAJIbHUX KOHTPALCIITUBIB
(mepopanbrux abo iHmuX Gopm
3acToCyBaHHA), kpim DMPA, y
komOiHanii 3 Hesipaninom crocosuo

Oe3neyHoCTi Ta e)eKTHBHOCTI

| IIpenaparu 3amicuor Tepauil  1Hpu HAPKOTHYHIH 3aekI0CT

JL L

MetazioH iHAMBIyanbHOTO

MeranoHn

[Mauienram Ha ninTpumytouiii Tepanii

J03yBaHHSA AUC | 0.40 (0.31-0.51) METaI0HOM, SIKi PO3NOYHHAIOTH TPHIIOM
Cmin ND Ciax |Hesipaniny, Heo6xinHo nposoguts
1 0.58 (0.50-0.67) KOHTPOJIb HA PEAMET IOSBH CHHAPOMY
BIIMIHH, Ta CJIi/l BIAMOBIAHKM YHHOM
TIPOBECTH KOPHTYBAHHS JI03H METAI0HY
‘ Pocaunni npenaparn
3Bipo6iit PiBHi HeBipaniny B Pociunni npenapaty, mo mictsTs B

CHPOBATI KPOBi MOJKYTH
OyTH 3HMXKEH] 3aBIsKH
CYNYTHBOMY TIpHHOMY
POCIHHHOTO Mpenapary
«3Bipobiit» (Hypericum
perforatum)

Lle BinbyBaeTbes uepes
CTUMYJIIOBaHHSA 3Bip0GoEM
(hepmenTiB MeTabonismy
npenapary ta/abo
TPAHCIIOPTHUX GiNKiB

3Bipobii, He KOMGiHYIOTE 3
Hesipaminom. Skmo mauient siie
npuiimace 3Bipo6iit, To ciia nepeiputy
PiBHI HeBipamiHy Ta MOXIMBOrO Bipycy i
NPHIIHHKATH TpHHOM 3Bipo6oto. Pigni
HEBIpa NIHY MOXYTb 361LIbIINTHCS Mic/s
NPHIMHEHHS NpHiioMy 3Bipo6oto. Moske
BUHUKHYTH MOTP 0a y KOpUrysaui
no3u Hesipaniny. EQext crumymosanms
MOXX€ TPHBATH LUE LIOHAHMEHILE 2
THKHI IC/IS IPUITHHEHHS iKY BAHHS
3BipoGoem

Ocobnugocmi sacmocysanna.

Hesipanin cnix BukopucToBYBaTH MOHAMMEHIIE,
po3ain
BHKOPHCTOBYBAaTH B $KOCTI €JMHOrO aHTH

npenapataMu  (IHB.

MOHOTEparis

«Dapmakosoriuni

3 JBOMA@ IHIIMMM aHTHPETPOBIpPYCHUMH
BJIACTMBOCTI»).
PETPOBIPYCHOTO JKAPCHKOrO 3acoly, TOMy o
OyZb-sKMM aHTHPETPOBIpYCHHM MpEMapaToM Moe IIPU3BECTH JI0 PO3BUTKY

Hesipamin ne cnin

IncTpyknist s sacrocypanmn JKAapebIoro 3acoly (KiHLEBOro m POAYKTY), 3acBijygHa
MiATHCOM YIIOBHOBAXEHOT oco0u, 110 BHCTYNAE Bij iMeHi 3asBHuKa /'2
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PE3UCTEHTHOCTI 10 Bipycy. Hesipaniu 36epiraerscs B KPOBI [POTAIOM TPHUBAIOr0 mepiogy yacy
Mic/s nepepuBaHHs a00 NPHIHHEHHS JIKYBAHHS; B pe3ynbTati cyOTepaneBTiYHUX KOHLEHTpaLliii
Ta MOXE BHKIMKATH pPE3HCTEHTHICTD [0 HeBipamiHy (IMB. posin «DapMakoIoriyui
BracTHBOCTI»). KomGinoBana Tepanis 3 mesipanizom e Bunikosye BIJI-1; mauientn mMoxyts
NPOAOBKYBATH Bi4yBATH CHMITOMH 3aXBOPIOBAHHS, MOB'S3aill 3 Mi3HiMu cragiasmu BUI-1, B
TOMY quCi YMOBHO-IIATOT€HHI iH}exKuii.
[lauientam moBuHHI 3maTH, MO aHTHPETPOBIPYCHA Tepamnis, He BHKIIOHAE PH3HK nepeaayi
BUI-1 inmmM, yepes craTeBuii koHTakT a6o 3apaxceHy Kpos. Bianosiaui 3anoGixui 3axomu
MOBHHHI 3aCTOCOBYBATUCH.

Ilepmi 18 Tkuis Tepamii HEeBIpAMINOM — KPHTHYHHIT Mepioa, npoTsrom sKoro nauieHTis
CJLA PeTeNbHO KOHTPOMIOBATH CTOCOBHO BAKKIX i 3arpO3JIMBHX /LISl JKHTTSI MIKIPHHX
peakuiii (8 Tomy wumeai cnmuapoma Crisenca-/Izkoncona i TOKCHYHOTO emiepMaaLioro
HEKPOJI3y), a Takok BiAHOCHO PO3BHTKY CepPIiO3HOrO Ta 3arpo3amBOro /isl IKUTTS
renatuty abo mewinkosoi mepocraTrHocTi. Pisuk PO3BHTKY peaxuil 3 6oky mewinkm Ta
WKIPHUX peakuiii MakenMaabumii B nepi 6 THKHIB Tepanii. [nTencupnuii Kainivnmii i
M200paTopHuii MOHITOPHHT, BR/IIOYAIOUN MOHITOpUHT QyHKUIT Meuinku, nosHHeH OyTn
BHKOHAHMIL, HA MOYATKY Tepanii Ta POTSroM mnepmnx 6 THKHIB JikyBaHHs, Onunak,
PH3HK NeYiHKOBHX peakuiii moske 30epiraTmes i y NOJAMBLIIOMY, TOMY MOHITOPHHI
MOBHHEH TPHBATH Yepe3 MeBHi MPOMIZKKH uacy. Biibm BHCOKIiL piBens CD4 na no4arky
Tepanii y sKinok miasmmye PH3HK PO3BHTKY NCHIHKOBHX NoGiuHuX peakuiii. Skmo
KOPHCTH BiJl JIKYBAHHS He TepeBuuLye PH3HK, JIKYBAHHSI HeBIpAMiHOM He /il MOYHHATH
Yy KiHOK 3 gimdoumramn CD4 Ginbme nisg 250 KaiTHH/MM® 260 Y 40JI0BiKIB 3
JdimpounTamu CD4 OibIne HiK 400 KaiTHRE/ /MM,
[ManienTnn 3 o3maxamu PO3BHTKY TenaTury, TSKKHX MKIDHHX peakniii abo peaxmiii
rinepuyTaNBOCTI MoBHHHI NPHOMHHTH JIKYBAHHS HeBipaninom i meraiino 3BEPHYTHCS 32
MEaHIHoI0 ronomoroto. Hesipanin ne mokua masmauatu BAPYT, SIKIIO MpH nepsicHomy
JiKyBauui  Oyam  BakKi  nevimkosi peakuii, mRipHi peakuii a6o BuzHAuena
rinepuyTimBicTs (aus. PO3JiT «npoTHNOKa3aHus»). V eskux BHOAAKAX peakuii 3 foxy
NEYTHRH NPOrpecyBaIi, HE3BAKAIOYH HA MPHITHHEHHS JIKYBAHHS,

He cnin nowosaosatu NpHiioM Hesipaminy mic/s NPOSIBY TSIKKMX MeYiHKOBHX, MIKipHIX
peaxuiii abo peaxmiii rinepuyransocti. Jlosy cain miabupaT ay:ke perennHo, 0cob/aHBo
npoTsirom 14-1eHHOro MmovYaTKoBOro nepioxy (aus. pozmin «Croci6 3aCTOCYBAHHS Ta
103m»),

IxipHi peaxuii:

W NaUi€HTIB, SKi OTPUMYBaTH Mpernapar, CnocTepiranes TAKKI Ta 3arpo3/uBi Ag KIATTs IOIKIpHI
Peakuil, SIkKi MOXYTb CIPHYMHHTH HAaBiTh JeTATbHI Hac/liaoK. YV pasi BUHHKHEHHS HaBiTEH
MOOTHHOKHX BHCHIIIB CJIA pETEeIBHO CIIOCTEpIraTH 3a CTaHOM MallieHTa. 3actocyBanHs
Openapary noTpibHO NPUITMHHUTH i 3rOI0M He [TIOHOBIIIOBATH, AKIIO y MALIEHTA CIIOCTEPIraOTHCS
CHJIbHI BUCHIIAHHS 260 BHCHIIAHHA, 5K CYNPOBOIKYIOTECS. CHCTEMHUMH CHMITTOMAMH (TaKHMH
AK NPONACHMIS, MyXHpl, YpaXeHHS CIH30BOI 0BONOHKH [TOPOKHUHH POTA, KOH KOHKTHBIT,
HalpsK obmmwasa, 6inb y M’ a3ax abo cyrao6ax, saratbuuii AnckoMpopt), BKIIOYAI0YH CHHAPOM
CriBenca-/IxoHcoHa 260 TOKCHuHMiL eniiepMaNbHI HEKPOJTIs. 3actocypanns Hesipaniny ciig
MOBHICTIO MPUNMHUTH, SKIIO y TauieHTa BHHHKAIOTL peaxuii rinepuytnausocti, o
XapaKkTCPH3YIOTHCA BHCHIAHHAM i3 CHCTEMHHMU CUMITOMAMM, a TAKOJK BiCLCPATTBbHI ypaskeHHS,

IncTpyxuis st 3acrocypanus JiKapeLKoro 3acoly (KiHueroro IIPOIYKTY), 3aCBiMUcHA
. . . . - /
MUIMTHCOM YTIOBHOBaXKEHOT 0COOH, 1O BUCTYMAE Bif iMeHi 3agBHMKA oz /f
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Takl AK TENaTHT, €O3HHOMINA, IpaHyIOUUTONEHs i auchyHKIis HUPOK abo iHul o3Hakw
BiCLIECpANbHUX ypakeHb (aus. po3in «ITob1una aist»).
[Mauientam caix nOBIZOMHTH, WO HAaifyacTimmiM MpOsABOM TOKCH4YHOCTI Heripaniny e
BicHnanus. Cnij 3anposamkyBaTH MOYATKOBHIL nepiof, ockinbku Oyn0 BCTAHOBIEHO, 11O BiH
SMCHUIYE 4aCTOTy BHCHMAHb (muB. posain «Croci6 3actocyBanus Ta A03u»). Binsuiicts
BUMA/KIB BHCHIIAHHS, IIOB’SI3aHOIO 3 Hesipaninom, BuHMkae nporarom mepummx 6 TikHiB
Tepanii, ToMy CJIil 3a6e3NeunTH MUIBHUIE HArJIsAL 32 CTAHOM MAaLIEHTA 1O/0 MOABH BHCHIAHHS
MPOTATOM 1boro mepiofy. Ilamientis cmix noindopmysaru, mo Y pasi MOSBH BHCHIIAHHS
NIPOTATOM MOYATKOBOrO MEPiOAy 03y He CJiA MiABMINYBATH, MOKH BHUCHIAHHS HE 3HHKHE
Pexxum nosysanus 200 mr 1 pas na go6y TPHBAE He aoBlue 28 HiB, nicis 4oro ciia nepeitTi Ha
IBTEPHATHBHUH PEXKUM. Y PIAKICHHX BHMAJKax cIiocTepirascs pabGromiosis y
NauieHTi, y axux Gymm peaxuii 3 Goxy mkipn ta/ato MEYiHKH, MOB’s3aHi i3 3aCTOCYBAHHIM
Hesipaniny. Cynytnilt npuifom NPEAHI30HY HE NPU3BOAMUTL 0 3MEHIIEHHS HacTOTH MOABH
BHCHIIaHb, T10B’A3aHMX 3 HEBipamiHOM, i MOXe CIPHYMHHTH 301IbIICHHS BUCHIIAHB, IPOTATOM
nepuux 6 THXHIB Teparii Hesipaninom.
Mo daxtopis pusuky possuTKy mKipHHX peakuili HANeXHTb HEAOTPUMAHHS BCTAHOBJEHOIO
pernMy npuitomy n03u 200 Mr 1 pa3 ma 106y npotarom MEPIINX MOYATKOBOTO Mepiofy.
3aTpuMia MK MOSIBOIO MOYATKOBHX CHMIITOMIB | HaJaHHAM MEIMYHOI KOHCYJAbTalii Moe
30IMBIUTH PUAUK CepHOaMIMMX HACTIAKIR WKIpHUX peakuiit. [Tpu BUT-tepanii sxinkn maiors
OinbLINIl PH3UK TOSIBH BHCHNAHB, HiXK HONOBIKH, HE3AIEHKHO Bill TOTO, YH OTPUMYIOTH BOHH
Tepartiio, 0 CKIay KOi BXOAHT HEBipariH.

Peaxuii 3 6oky neuinkn:

Y nauientis, ski oTpEMyBamu HEBipamiH, crocrepiragacs Tskka | 3arpo3jIuBa IS JKHTTS
FeNaTtoOTOKCHYHICTh, BKJIIOYAIOMH  JIeTalbHMi bynminanTHui rematur. Pusnk PO3BHTKY
NMEYIHKOBUX peakilili € HalGiapImM MPOTArOM MEPIIHX 6 THIKHIB Tepanii (KpHTHUHMMK € 1§
TKHiB). [Tpotsrom ycsoro JUKYBAHHA CITA MPOXOBKYBATH 3MiHCHIOBATH KOHTPOJIb 3 YaCTHUMHU
inTepBanaMu. IlamienTis cmin momizomut: Ipo T€, WO MEYiHKOBI peakuii € ronoBHEMH
NpOABAMH TOKCHYHOCTI HeBipaminy. ITamientam i3 cuMmmTomamu FeNaTuTy Ciijt BIAMIHHTH
[penapar i HeraifHO 3BepHYTHCS IO MEIMYHY 10mOMOry 3 000B’S3KOBHM [POBECHHAM
nabopatopHOro o6CTeKEHHs newinky. Y PIAKICHMX BHMNaikax crocTepirascs pabznomionis y
MAUeNTIB, y AKHX Gyan peakuii 3 6oky wikipu Ta/abo MEYIHKH, OB A3aHi i3 3aCTOCYBaHHAM
Hesipaniny.

[Tosinomisiinocs mpo CEPHO3HY reNaTOTOKCHYHICTE, BKITIOUAIOUH MEYiHKOBY HCAOCTATHICT, 1110
noTpedye TpaHCIUIAHTALl, MO BHHHMKATA B oci6, ueindikosanux BUI, sxi OTPHMYBaJIH
Garatopasosi nosm Hesipaniny Y Mexax npodinaktuku micas xourtakty 3 BIL | sxa e
HE3aTBCP/UKCHUM  MOKA3aHHAM 1, TAKHM YMHOM, 3actocyBaHHs Hesipaniny me wmoxua
PEKOMEHIyBaTH.

[Minsumeni pisai ACT i AJIT > 2,5 x BMH ta/a6o CynyTHs iH(iKoBaHicTh renartutom B i/a6o C
Ha TMO4YaTKy NPOTHPETPOBIPYCHOI Tepamii, MOB’S3aHi 3 MiABHIICHIHM PHU3HKOM pO3BHTKY
MEYiHKOBHX MOGIYHMX peaxuiit mim wac IPOTHPETPOBIPYCHOI Tepamnii B uinomy, Brmouaroun
CXEMH JIKYBaHHS, 10 AKMX Hanexuth Hesipanin.

Kinku i nauienTn 3i 36iTBIEHOI0 KIMBKICTIO CD4 HAIGKATE AO TPYIH MiABHIIEHOTO PH3HKY
PO3BHTKY MEYiHKOBHX peakuiil. ¥ kiHOK pu3uk PO3BUTKY peakuiit 3 6OKy nmewiHku, 3 nogBoo
BHCHIIaHb, B 3 pasu Ginbia (5,8 % NOPIiBHAHO 3 2,2 %), a NAUiEHTH 3 NiABHILCHHM MMOKa3HHKOM
CD4 Ha mouatky mpuiiomy Npenapary MaioTh OLIbLIMA PH3MK PO3BHTKY peakiiii 3 Goky
MEeYiHKH, NOB'I3aHKX 3 HEeBipamiHOM. 3riIHO 3 PETPOCIIEKTUBHUM OIJISIA0M,
KIHKH 3 mokasHukoM CD4 >250 kmitue/Mm3 maors B 12 pasiB GinbIMI PH3KK MOBIYHHX

Inerpykuis pus 3actocysanns JUKapchKoro 3acoly (KiHueBoro NPOIYKTY), 3aCBIUYcHA
MiATHCOM YIOBHOBAXEHOT 0cobu, M0 BUCTYMNAE Bif iMeHi 3agBHUKA - ,?j
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peakuiii 3 OOKy MeuiHKy MOPIBHAHO 3 KIHKAMI, B AKHX [NOKa3HHK CD4 <250 knitun/mMm3
(11,0 % nopisusano 3 0,9 %). ITinsuienuii pusnk crocrepirasest y 4o10BikiB 3 nokasuukom CD4
>400 xnitun/MM3 (6,3 % nopisusato 3 1,2 % V 40JIOBIKIB 3 MOKA3HHKOM CD4 <400
KIITHH/MM3).

Kontpons crany neuinxn. ITix yac sactocysanns Hesipaniny noiioMasiocs npo BUIXHaeHHs B
MOKa3HMKAaX (QYHKUIl NEYiHKH, y AEAKMX BMOagkax — y nepui THxHI Tepanii. Yacto
MOBIZIOMIIAIOCS Tpo Oe3CHMNTOMHE TiABHINEHHS pPIiBHA (EPMEHTIB Me4iHKH, WO He €
000B’AI3KOBHM NPOTHMOKA3aHHAM JUIsl 3acTocyBauus Hepipaminy. Bescumnromue nigBuiueHus
PiBHs raMmarmoTaminTpaHchepasu He € MPOTHUIOKA3AHHSM Ulsl NPOJIOBKeHHs Tepanii. CyBopo
PEKOMEHIYETHCS MPOBOAWTH aHANI3M NMOKA3HUKIB (YHKUII NMEYiHKH 3 4acTHMH iHTepBaIaMHu
riiHO 3 KaiHiuHMMHM  noTpefamu  MalieHTa, OCOGIMBO MPOTATOM mepiux 18 TiikHiB
Tepanii. Kniniunuit i 1aGopaTopHuii KOHTPOJIb Ma€ TPUBATH MPOTATOM YChOTO Hacy JiKYBAHHS
Hegipaninom. Jlikapam | manientam HeOOXIAHO MHIBHO CTEXHTH 3a TMOSBOK GY/b-SKHX
MPOAPOMANBHUX MPOsBIB ab0 JaHMX aHaMi3iB, MO CBiAYaTh IPO IEMATUT, TAKHX AK AHOPEKCif,
HYJ0Ta, JKOBTAHULS, OinipyOinypis, axomiummii kan abo 36inblueHHS 6GOMIOYOCTI MEYiHKH.
IManientis cnix 3acTepertu, mo y pasi BUABJIEHHS LMX O3HAK CJIiJ 3BEPHYTHCS 110 MEIUYHY
nonoMmory. ko ACT abo AJIT cranosuts > 2,5 x ULN (BepxHs Mexa HopMH) 10 abo mija yac
TMiKYBaHHI, aHali3 QyHKuil nedinky cil IPOBOAMTH YacTille, NPOTATOM PEryTSPHUX KIiHI4HHX
BisuTis. Hepipamnin nporunokazano npuzsavaty nauiesram, y skux ACT a6o AJIT no JMKyBaHHs
ctaHoBHTb > 5 X ULN (uB. posain «IIpotunokazanusy).

Axmo ACT abo AJIT 36imburyersest 10 piBHs > 5 x ULN npotsrom nikyeauss, 3aCTOCYBaHHS
Hepipaminy cniza Herafino npunuauTH. SIkmo ACT a6o AJIT nosepHyIHCS [0 CBOTX MOYATKOBHX
piBHIB | y marieHTa Hemae KOXHHX KIIHIYHHX 03HAK abo CHMIITOMIB rernatuty abo 3araibHHX
CHMITOMIB 1 SIKIO Pe3yJIbTAaTH aHANI3IB He CBIAYATH PO 6yIb-aKi MOpYIIEeHHS tbyHKUi# oprauis,
MOXCHa TOHOBHTH NPHHOM HEBIpaliHy, IPYHTYIOUHCh HA KIIHIYHMX noTpebax i ominmi a6o
BHXO/LIYM 3 OKpeMoro Bunaznxy. [Ipuitom Hesipaniny ciij noHOBHTH 3 MOCHIEHHM KITiHIYHEM i
n1abopaTOpHUM KOHTpONEM, nouuHaouu 3 go03u 200 Mr/noby npotaroM 14 amiB, micas 4oro
nepeiiti Ha mnpuiiom 400 Mr/mofy. V pasi mMOBTOPHOrO BUHMKHEHHS BiIXHIEHD y byrKIil
NeYiHKH 3aCTOCYBAHHs HEBIpamiHy CIiJ NPHIHHUTH 30BCiM, Y pasi BUHUKHEHHS KJIIHIYHOro
TeNaTHTy, AKMH XapaKTepU3YEThCS AHOPEKCIEIO, HYZOTOW, GIIOBAHHAM, OBTAHHICIO |
pesyibTaTaMi  1a00paTOPHMX aHami3iB (TakKMMH SK nomipHi ab0 3HauHi BiAXHIEHHS B
nokasHuKax QyHKuii medinku (3a BUHATKOM ravMarmoTamMiiTpancdep asu), 3acTOCYBaHHS HeBipa
miHy cia noBHicTIo npunuuuTH. Hepipanin me cnin MOBTOPHO IpU3HAYaTH NaLi€HTaM, AKHM

AOBEJIOCA NPHITMHUTH HOro MPHHOM BHAC/IIOK PO3BHHEHOTO uepes HeBipaniu KaiHiunoro
renarTury.

Konrpauenuis:

Tepania Hesipaninom e 3menmye PH3HKY ropusoHtasbHol nepenadi BIJI-1 inmmm ocobam.
XKinkam, axi npuitmaiors Hesipamnin, e ciin 3aCTOCOBYBATH NOPMOHAJIBHI METOAH KOHTpALEI]
(Hanpuknan, Jleno-MeApoKCHIPOrecTepoHy aueTar), OCKITbKH HeBipamiH MOXKEe 3HH3UTH
I/1a3MOBY KOHLCHTPAIIIO UHMX JiKapchKux 3aco6is. ToMy, abu 3HM3HTH pu3uK nepepavi BIJI-
iH(eK1il, peKOMEHAYETBCS 3aCTOCOBYBATH Oap’epHi MeTOAM KOHTpaNenyil.

Hopymenus nimiazoro o6Mmiy:

KombinoBana autuperpoBipycha Teparis acouifoBaHa 3 MepepO3NOIIOM (minoauctpodis)
KUPOBHX Bilknafens Ha Timi y BUI-indikoannx mamientis, sKmowaroun 3MEHIICHHS
NepupEepHIHUX  Ta  MIAWKIPHUX KHPOBHX  BiNKTAZeHb Ha obauyyi,  36iabImenHs
iHTPAabIOMiHAILHEX Ta BiCUEPATBHIX KHPOBHX BiKIa1CHb, rineprpoiro MoTOUHHX 345103 Ta
KYMYJUSILIIO JKUPY Y IOPCOLEPBIKATBHIX AiAHKAX (rop6 6izona).

Inerpykuis ans sactocysanns JKApebKOIo 3aco0y (KiHueBoro MPOJIYKTY), 3acBij[ueHa
MIITHCOM YIIOBHOBAXEHOT 0CO0H, 110 BHCTYTIAE Bix iMeHi 3asBHuKa QL2 7ers”
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KomGinoBaHna aHTHpETpOBipycHa Tepamis acoliifoBana 3 MeTabOMIMHMMM [OPYLICHHIMH,
TAKMMH  SIK  TiNEPTPHIVILEPUAEMis,  rimepxojecTeposieMis,  iHCYNIHOPE3UCTEHTHICTb,
rinepriikemist Ta rinepraxrateMis (AuB. po3zin «Oco6IHBOCTI 3aCTOCY BAHHSAN).

OCTeOHEKpO3: XOua €TiONoris OCTeOHeKpo3y BBaXacThes Oararo(pakTOpHOIO, BHIIAAKH
OCTEOHEKPO3y CIOCTEpiranucs rOMOBHUM HMHOM Y MAli€HTIB i3 3amyluenoio xsopoboio Ta/abo
MpH JOBTOTPHBAIOMY 3aCTOCYBaHHI KOMOGIHOBaHOI aHTHPETPOBipycHol Tepamnii, [TauieHTis cix
MoMepeNuTH MpO HeOOXIAHICTh 3BEPTATHCS 3a MEIMYHOIO JOMOMOrO y pasi mossu Goimo,
purigHocTi y cyrnobax abo pyXoBUX MOpPYIIEHb.

Cunopom imynnozo gionoenenns: y BUI-inpikoBaHHX XBOPHX 3 TSKKHM IMyHOAE(DIUMTOM Ha
MOYATKY TiKyBaHHA aHTHPETPOBIPYCHHMH MpernapartaMi MO)Ke BUHHKHYTH 3anajbHa peakiis Ha
aCHMIITOMATHYHY a00 pe3uAyalbHy ONOPTYHICTHUHY IH(EKLII0 Ta CNPUYMHHTH THKKHH
KMiHigHMi cTaH abo 3arocTpeHHs cUMOTOMIB. 3a3Buuaii Taki peaxiii BHHMKAIOTh MiJl 4ac
MepUIMX THXKHIB ab0 MiCSIiB JIKYyBaHHS aHTHPETPOBIPYCHUMHM mnpernapataMu. BianoBiIHHMH
NpUKIaZaMH LBOr0 € PpETHHIT, CHPHYMHEHMH IMTOMEraloBipycOM, reHepalizoBani abo
dokanbui indexuil, cnpuunHeni mikoGaktepismu abo Pnreumocystis jiroveci (P. Carinii)
pneumonia. Bynp-aki 3ananbHi sBuima HeoOXimHo ©e3 3aTpHMKM JOCHIAMTH  Ta MPH
HeoOXigHOCTI po3moyaTH iX JliKyBaHHS. Y CTAHOBJEHHI IMYHHOro BIIHOBJEHHA TaKOX
MOBIAOMJIATIOCS TIPO BHHHKHEHHS ayTOIMYHHHX mNopymleHb (Takux sk xBopoOa ['peiiBca,
noxiomiosuT Ta cuuapom Iiitena-Bappe), xoya iX nmouyarox € Ouibir BapiabenbHHUM Ta MOXKe
BUHMKATH yepe3 6arato MicAIiB Micis MoYaTKy JIKYyBaHHS Ta IHKOJM MaTH HETHIIOBY KapTHHY.
Jlakro3a: Jlaumii mnpemapatr wmictuth 928 Mr MoOHOrigpary IakTO3H IpH OpHHOMI B
pekoMeHIOBaHii 1031 2 Tabnerkn Ha n00y. [lamientam 3i crmagkoBO 3yMOBIIEHOIO AHOMATIEIO
oOMiHy peuoBHH — ranakrosemiero, zedinurom nakrasd (The Lapp lactose deficiency) abo
CHHJIPOM I'TIOK030-TaJIaKTO3HOT ManmbabcopOii — npenapaT He MPU3HAYAIOTE.

3acmocysanns y nepioo gazimnocmi abo 200y6aHHA 2pyooio.
AnexBaTHUX 1 100pe KOHTPONABOBaHMX jAocnikenb nikysaHus BIJI-ingikoBanux sariTHux
KIHOK He MPOBOAMIOCS. Y BariTHHX IABHIIEHA TeNaTOTOKCHYHICTB; IHAYKIis (epMeHTIB;
YacToTa MyTamiii criifikocTi 10 npenapary - 61u3bKk0 20 % HaBiTH NPH OAHO- YH JABOKPATHOMY
3acTocyBaHHi. ToMy 3acTOCyBaHHS HEBipamiHy y mepiojl BariTHOCTI MOM/IMBE JHMIIE TOA, KO
OuUiKyBaHa  KOPHCTb  [UIs  MaTepi  MEpeBHUIYE  MOMNIIMBHH  pPHM3MK I8  IUI0jA.
[licnst mepopanbHOrO 3acTOCYBaHHA HeBipamiH JIETKO [POHMKAE 4epe3 IUIANeHTy Ta
EKCKPeTYEThCS y TpyaHe MOMOKO. OCKiIbKM HEBIpAMiH i Bipyc MPOHHKAIOTH Y TPYAHE MOJIOKO,

MaTepsM HE DPEKOMEHIYEThCS TOJYBATH HEMORBIAT rpyAMi0, MO6 YHHKHYTH BEpPTHKAILHOT
nepenaudi BUJI Bix MaTepi 1o qutunu.

30amuicmy enausamu na WEUOKICMb pearyil npu Kepysanii asmompancnopmom abo inuumu
Mexanismamil.

CreuianbHEX MOCHI[KEHb BIUIMBY Mpenapary Ha 3[aTHICTh KepyBaTH aBTOMOGLIEM i
MeXaHi3MaMH HE NPOBOAMIOCH. AN€ € MOBIIOMJIEHHS [P0 BHHMKHEHHSA COHIMBOCTI TpH
3actocyBanHi Hesipaminy. [Tpn BUHHKHEHHI BTOMH mamieHTaM, sKi 3acTocoByloTh Hesipamis,
PEKOMEHIYETHCA YTPHMATHCS Bill KepyBaHHA aBTOMOGINEM Ta BHKOHAHHS IHIIMX MOTEHIIHHO

HeOe3MeYHUX BHIIB MIUVIBHOCTI, fKi MOTPeOYIOTh MiABMIIEHOT yBarH Ta WIBHAKOCTI
TIICHXOMOTOPHHX PeaKilii.

[HeTpyKuisn ans 3acTocyBaHHs JiKapcbKoro 3acody (KiHIEBOro MPOAyKTY), 3acBiqueHa
MiAMHCOM YIIOBHOBaXXEHOI 0COOH, IO BHCTYINAE Bill iMEHi 3asBHUKA
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Cnocid 3acmocyeanis ma 003u.

JlikyBaHHs HeBiparmiHOM MOBHHEH IPH3HAYATH fikap 3 mocsizom nikysanus BlUI-inexuii.
Hegiparin npuiMaioTs HE 3a1€KHO Bia npuiiomy ki

Topoci Ta miuliTKy 3 Baroio noxan 25 Kr:

PexoMeHioBana 103a npenapary — 1 Tabnerka 200 Mr moaHs MPOTArOM MEPLIMX 14 auis (cmin
JOTPUMYBATHCS TAKOrO MOYATKOBOIO repiofty, OCKUIbKH Oy/0 BCTAHOBJCHO, WO UE 3MEHIIYE
4aCTOTY [OSIBH BUCHIAHB), MICIA YOr0 MPHHMAOTH | tabaerky 200 mr 2 pasu Ha 1oy y
MoeAHAHHI NpUHAKMHI 3 1BOMA J10aTKOBUMH [IPOTHPETPOBIPYCHHMH 3aC00aMH.

PerymoBaHHs 1034

[MarienTam, y SKHX OPOTSroM 14-AeHHOTO MOYaTKOBOIro nepioy npuitomy no6osoi aosu y 200
MI CTAI0CH BUCHMIIAHHS, HE MOXKHA MiABUIIYBATH J03Yy AOTH, IOKM BOHO HE MHHE (nuB. po3ain
«OcoBmiBsocti 3acTocyBaHHsy). Pexum nosysanns 200 mr 1 pas ma no0y Mae TpUBATH HE
nopie 28 AHIB, MICIs YOro CiIij mepefiTi Ha ATbTEPHATHBHUH PEXKHUM.

TamienTs, AKi MPUIHAIIE IPUHOM mpenapaty Gibl HIXK HA 7 IHIB, MalOTh 3HOBY PO3IOYaTH
MpHiioM TIpenapary B peKOMEH0BAHHX 032X i3 IBOTHKHEBHUM 11epio/IoM 3acTOCYBaHHS.

Jlith. 3acTocoBYIOTh ¥ AiTeii 3 Baroio Ginbine 25 kr y 2031 200 Mr ABa pasit Ha JCHb.

V Bumazkax, KONHM Bara CTAHOBHTb MeHIIE 25 Kr, 3aCTOCOBYIOTH PO3HHH Uld MEPOpanbHOTO
3aCTOCYBaHHA.

3araspHi 3ayBaKeHHs: MALEHTIB CIIil MOBIIOMUTH MPO HeoOXiHICTH IIOJCHHOTO 3aCTOCYBAHHA
npernapary Tak, Ak 6ys10 npu3HaueHo JikapeM. SIKIIO MpHHOM OyJ10 MPOMYLUIEHO, HACTYIHY A03Y
He CJIiJ1 TOIBOIOBATH, aje 11 Tpeda NMpUHHATH SKOMOTa LIBHILLC.

Jlo TOro SK MpH3HAYATH Teparilo HeBipamiHOM, a TAKOX i3 HaleKHUMH iHTepBaIaMH MPOTATOM
tepanii caig pobuty 6ioXimMiuni aHaNi3H, BKIIOYAIOTH aHani3 GyHKUl medinku (MB. po3aiI
HupkoBa HeIOCTATHICTH

PeryoBaHHs 7034 He TOTPIOHO VIS MAIIEHTIB 3 KIIPEHCOM kpeaturiny > 20 mn / xB. (1uB.
poszin «®apmakosoriuni BiacTuBocTi»). [ MamieHTiB 3 nopyumenHsM QyHKIIl HHPOK, mics
KOXHOI IPOLEAyPH Aiamizy pekomeHayeTbes npuitusata 103y 200 Mr HeBiparniny.

Me4iHKOBa HEJIOCTATHICTD

[TeuinkoBa HEOCTATHICTE.

Hepipanin He cmig npu3HayaTH Yy MAli€eHTaM 3 THXKKOK AMCHYHKUIE nedinkn (32
knacudixanicio Yaitnaa-I1"to xac C, aus. po3ain «[Iporunokasanusy). PerymoBaHHs 1034 HE

MOTPi6HO y TANIEHTIB 3 JErKOK i IOMIPHOIO MEUiHKOBOIO HENOCTATHICTIO (AWB. PO3ALIH
«OcobnuBocTi 3acTocyBaHHS» Ta «DapMakonoTriuHi BIACTHROCTI).
Jtoau MOXMIOTO BIKY:

3acTocyBaHHS HeBipaniHy He AOCIIDKYBATOCh y MALEHTIB y Billi cTapiue 65 pokis.

Iepedosysanna.

AHTHZOT npu nepenosysaHHi Hesipaminmy — Hesigomuit. IloBizomisnocs mnpo BHIAAKH
[IePe/03YBAHHS Hegipaniny y mexax Bix 800 zo 6 000 mr/no0y npotsrom 15 xi6 npuitomy. ¥
MALiEHTIB CIOCTepiramucs HaOpsKH, By3HJIKOBA epHTEMa, MiIBUINEHA BTOMIIIOBAHICTD,
NMPONACHHMIA, rOJOBHMN G6inb, 6Ge3coHHA, HyaoTa, HOIMBTPATH y JEreHsX, KOPOTKOTpHBale
3araMOpOYeHHs, GIOBAHHSA, MiABULICHHS PiBHA TpaHcamiHa3 i 3MeHIIeHHA Mmach Tima. [licis
NpHNMHEHHs npuifomy Hepipaminy Bei ABHINA 3HHKAIIH.

Jitu. TloBimoMIsiM [P0 OAMH BHNANOK 3HAYHOTO BHIMAAKOBOrO IMEpeNo3yBaHHA Y
HOBOHAPOUKEHOT AMTHHU. BmeseHa mosza y 40 pasis mepeBHINYBajla PEKOMEHAOBaHy 103y 2
mr/kr Ha ao0y. [lpu nsomy crocrepiranaca ¢1abKo BHpaxkeHa HEMTponeHis | rineprakraTemis,
SIKI CIOHTAHHO 3HUKJIA Y MEKAX OTHOTO THXKHA 0e3 Oyab-SKuX KIIHIYHUX yCKIanHeHb. Yepes |

[HCTPYKISI /151 32CTOCYBAHHSI JIKAPCLKOro 3acofy (KiHUEBOro NPOAYKTY), 3aCBiaye
MiAMHCOM YIIOBHOBa)KEHOI 0COOH, 1110 BUCTYIIAE Bifl iMeH1 3asBHHKa M
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PIK PO3BUTOK UI€T AMTHHH 3aJIMIIABCH HOPMAIbHHM,

Iobiuni peaxuil,

Kpim Bucunans Ta nopyuedb GyHKUIT neviHky HaROLIbI NOMWKPEHHMH MOOIMHUMHE peakiisMu,
OB’ S3aHUMHM 3 Teparli€eio HeBipamiHoM, OynIu HYZ0Ta, Mi/IBUIEHA BTOMIIIOBAHICTE, MPONACHHLIS,
roNIoBHUIT 6111k, OmOBaHH, niapes, 01k ¥ JKHBOTI Ta Mianris.

3pinka Teparis HesipaniHoM MoOe CHPHYMHHTH aHeMilo abo HeHTpomeHioo. Y MOOJUHOKHX
BUIa/IKax MOBIAOMJISIOCS MPO apTpalriio AK MPO aBTOHOMHE 3aXBOPIOBAHHA Yy MAUIEHTIB, fKI
OTpPHUMYBAJIH Teparilo, 10 CXeMH Kol BXoauTs Hesipamin.

Haiibinpiunmu  cepitosuumn noGiunumu  peakuismu Oynu: cungpom Crisenca-/[oHcoHa;
TOKCHYHHII emiepMalbHUH HeKpoIli3; Tskka (popMma renaTuTy; cepiosHa AucyHKLIS NediHKH;
CHHJZIPOM TiNepuyTINBOCTI, 110 CYMPOBOKYBABCS BHCHIAHHSMH 3 I1iABHIIEHHSIM TeMIEpaTypH
TiNa, apTpairieio, Mianrieio, 301bIeHHESM TIM(BATHUHHUX BY3iB; BiClepaIbHi YpaKeHHs, TaKi K
renaTuT; eo3nHOMIIIA, rpaHyIOUUTONE IS | HHupKoBa aucdynkuis. [lepmi 18 TwkHiB niKyBaHHS
€ KPUTHYHHUM NEPIOA0OM, KHIT noTpedye MHIBHOTO HArJSLY.

Byno nosizomieno npo HacTynHi nobivHi peaxiil, 0, MOXIMBO, OB’ SI3aHi 13 3aCTOCYBAHHAM
Hesipaniny. 3a3HauyeHa yacToTa [PyHTYEThCS HA AaHHX KIiHIYHUX BUIIPOOYBaHb.

Kpurepii oninks yacToT po3BUTKY NobivHOT peakii gikapcbkoro 3acofy:

nonaz 10 %— nysxe gacrto;

1-10 % — uvacro;

0,1-1 % — Heuacro;

0,01-0,1 % — nooauHOKI;

Mmexie 0,01 % — piakicHi.

3 60Ky cHCTEeMH KpoBi Ta JiM(ATHYHOI CHCTEMH

MOOIMHOKI: TPAaHYIOLUTOIEHIs, aHeMis, JiMpoaaeHonaris.

3 6oKy IMYHHOI CHCTEMHU

4acTo: anepriydi peaxiii;

HEYaCTO: peaKiil rinepuyTaMBOCTi, BKIIOYAIOUM aHadiNakTHuHMi peakiii, aHriOHEeBpHUHHMiL
HaOpsIK, KPOTIUB' AHKY, ayTOIMYHHI posnazn (audy3Huii TOKCHYHHIL 300).

Hesponoriysi po3namu

4acTO: TOJIOBHUM O1ITb.

IITyHKOBO-KHIIKOBI po3saau

4acTo: HY/J0Ta;

HeyacTo: OroBaHHs., Ok V KHBOTI;

TIOOJIMHOKO: Aiapes.

Poananu renatobimiapHoi cucreMu

4acTo: remaTHt (1,2 %), BiaxunenHs B a6OPaTOPHUX MOKA3HUKAX (GyHxuii nevinku (auB.
iHdopMaito HHIKYE);HEYACTO: KOBTIHHIIA;

HOO,&HHOKi': ne_qiﬁxosa HeOCTAaTHICTh/ Gy aMinaHTHUI renaTuT (1uB. iRpopmario HIDKYE),

3 6oy mKipy i MigmKipHOT KT TKOBHHK

4acTo: BUCHMaHHsA (9 %);

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

TNOOJHHOKI: TOKCHYHMIH erifepManbHuii HeKposi3, AHTIOHEBPOTHYHKI HAGPSK.

3 60Ky OIOPHO-PYXOBOTO anapary Ta CHOIYYHO! TKAHHHH

He4acTo: 611k y M’s3ax (Miauris);

MOOAHHOKI: 6intb y cyrio6ax (aprpanris).

3araneHi po3najgy i OpyImeHHA y Micii BBEICHHA

HEYaCTO: MiIBUINEHA BTOMJIIOBAHICTh, TPONACHHUIIS.

Inerpyxuin ans sacrocyBanns JikapcbKoro 3aco0y (KiHIIEBOr0 NPOAYKTY), 3acBideHa
MIAHCOM YIIOBHOBAXXCHOI 0COOH, 10 BUCTYIAE Bijl iMeHI 3asBHMKA /})K

07.06.2017 Kouy6eii $¥€.
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[lxipa i nigwkipyi Tkauuun. HaHTHIOBILNM KIiHIuHMM nposiBOM TokcHuHocTi Hesipaniny ¢
BucHnaHHd. Tsokki abo mKipHi peakuii, sIKi 3arpokyIOThH KUTTIO, BHHHKAIOTH 3 YacTOTOIO
npubausno y 2 %. Jlo nux nHanexars cuaapom Crisenca-/[xoHcoHa (puGinsno y 0,3 %) a6o
pilue — TOKCHYUHMIl emifepMaibHuil HEKpOMi3, SKMH BHHMKAE TiABKH NpOTArOM mepuux 6
TIKHIB Tepanii. Bucunammus Gysaiots abo camocriiiiumuy, abo gk cKiIamoBa CHHIPOMY
rinepuyTIMBOCTI, MO XAPAKTEPH3YETHCS BHCHITAHHSM, 3aradbHUMH CHMITOMAMH. TAKUMH K
NpOnacHHus, apTpanris, mianris i mimdazenonartia, Tak i picuepambHIMH YIIKO/UKEHHSIMH,
TaKUMH AK TENATHT, €03HHO(IMs, rparynouuToneHis i uupkopa aucdyHkuis. [losinomnsmocs
Npo  JeTalbHI  HACHiAKK cuHapoMmy CriBeHca-JDKOHCOHA, TOKCHYHOIO enigepMalbHOro
HEKpOJIi3y Ta CHHAPOMY TiNepYyT/HBOCTI.

Bucunanns sassuuail Hesnauni abo nmomipui, y surnsmi MIAMUCTO-NAITYIbO3HUX EPHTEMATOZHHX
C/IEMEHTIB, 31 cBepOekeM abo 6e3 HLOro, Ha TyyGi, 06aMYYi | KiHIiBKAX. [ToBinomnsinocs npo
anepriyni peakuii (Bkmouaiouu anadinaxciio, aHTIOHeBPOTHYHHIT HAOPAK | KPOMHB'SIHKY).
IlepeBaskHa OLIBITICTh BUMAAKIB BUCHITAHD BYb-SKOT THKKOCT] TPAIUIAETHCS TIPOTSITOM MEPIINX
6 THXHIB Teparii.

lemarobimiapui siemma. Haiiuacrime B nabOpaToOpHHUX aHaji3ax CIOCTEpPIiTaloThCs TaKi
BIAXHIEHHA Bifl HOPMH: IiJBHINEHHS PiBHS nabopaTOpHUX NOKA3HUKIB (GYHKIIT neyinky,
Bkmouatoun  AJIT, ACT, rammarmoramintpancdepasy, 3arambhuii Olmipy6iH 1 jykny
docdarazy. Hatiuacriue TPATUISIIOTHCH BescumnromHi Mi/IBHIICHHS pIBHS
ramaroraminTpancdepasu. € noBiIOMIEHHS PO BUIIALKH 3aXBOPIOBaHHS Ha YKOBTAHHIO. Y
NauieHTiB, fKi npuitManK Hesipamid, crocTepiraiHcs BHMAIKH 3aXBOPIOBAHHS Ha TENaTHT,
CEPHO3HY | KMTTEBO HeGEe3MeUHy renaTOTOKCHYHICTh TA JIeTANbHHiL GynMiHanTHHIT remaTHT.
Pusux possutky rematuty cepen mamientis, ski npuiimann Hesipanin npotsrom poky, 6ys y
ABa pasd BUIMMM NOpPiBHAHO 3 mnauneGo. [ligsumeni nokasamku ACT ab6o AJIT ta/aGo
NIO3HTHBHA CEPOJIOTiYHA peakllis Ha rematut B abo Hesipaniny i B koHTposBHiil rpymi. Pusnk
PO3BHTKY NEYIHKOBUX MOGIYHUX SBHI MPOTArOM | poky Tepanii Hegipanizom 6ys menue 2 %
Cepe/i NaLieHTIB i3 HEraTHBHOIO MPo6oio Ha remarut B i/a6o C. Ieprui 18 TmxHIB € KpuTHUHUM
NepioioM, KUl MoTpebye MUILHOro Harnsay. PUsuk posBuTKY noBivuux sBui 3 00Ky medinku
€ HaibINBIINM IPOTATOM MEpPHIUX 6 THIKHIB Tepanii. [Ipote pusuk 3anMmacTses i micas mporo
Nepiofly, TOMY MPOTATOM YCHOrO Mepioy MKYBAaHHSA CJIA [POJIOBXKYBATH 3 KOPOTKHMH
IHTEpBaIaMH 3AIHCHIOBATH MHIBHHI HArMIAL 33 CTAHOM nauienra (aus. po3ain «OcobauBocTi
3actocyBautsy). Kiiniuni mpossu rematury moxyts OyTH i30mb0BaHUME a60 MOEmHYBATHCH 3
BHCHIAHHAM Ta/aG0 IHIMMM 3aranbHEMH cumnTomami. [loxo Harsly 3a pesyjibTaTamy
71a00PaTOPHHX MOKA3HMKIB MYHKIUT Mewinkn 1un. poanin «Ocobnupocti 3acTocysariay.

Hitu. ITo6iuni aii, mos’s3aui 3 HEBIPAITIHOM, sxi Haituacrinre CIIOCTEpIraloThes y AiTei,
nonibui g0 THX, moO i Y JAOpOCITHX, 3a BHHATKOM TIPaHYJIOLHUTONEHIl, sfKa HaiuacTime
CHOCTEpIraeThes y miTell. Y MOCTMApKETHHIOBHX CTIOCTEPeIKEHHAX aHEMIisl YacTile BHHHKAIA
cepen aiTeit.

Ilpodinaktuka Bepruxamsnoi nepegaui. Hi y MartepiB, Hi y AiTelf He BHHHKAIO cepHo3HUX
BUNA[KIB BHCHIIAHb ab0 TNEYiHKOBHX MOOIYHHX peakuiil, axi maam 6 BigHomenns no
HEBIPAIIIHY.

Komnnexcua mpotuperposipycra Tepamis  CYNMpOBOKYBANacs —Nepepo3noinoM KUY
(mimomuctpodiero) y BlJI-nauientis, Bxkmouaroyn BTpaTy NepH(YEPHIHOr0 Ta JIHIBLOBOIO
NiJMWKIPHOTO XHpY, 3611bIIeHHs iHTpaaGaoMinATLHOrO Ta BiCLEPAILHOTO JKupy, rineprpodiio
MOJIOTHHX 3aJ103 Ta NOP3OLEPBIKAIbHE HAKOMUYEHHS Kupy («Guyaunii ropb»).

3HIDKeHHA piBHS (ocdopy B Kpasi, migsuincHHS apTepiabHONO THCKY (CrocTepiraiucs y
KIHIYHUX JOCTIZKEHHSX i3 CYyTHIM 3aCTOCYBaHHAM TeHO(OBipy/eMTpuLMTaGiHY).
Kombinosara mpotuperpoBipycua Tepanis npuspojuia o  MetaboNiYHHX — BiIXHIIEHD

Inerpykuis aas sacrocysauns Jikapeskoro 3ac00y (KiHIEBOro MpoayKTy), :Mcm 4eH
MANKCOM YIIOBHOBAXEHO! 0COGH, 1110 BHCTYIIa€ BiJ iMeHI 3asBHUKA ’72
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(rineprpuriinepuaemis, FiNepXOoNeCTePUHEMIsl, PE3UCTEHTHICTh J10 IHCYNHY, rinepriikemis Ta
rineprakraremis).

[Mpu 3actocysanui Hesipaniny y komGinaiii 3 iHwmMu MPOTHPETPOBIPYCHUMH MpenapaTami
MOBIAOMIISNIOCS TAKOX PO  HACTYIIH peakuii: naHkpeatHt, mnepudepHyHa HEBpaJIrig,
TpombouuTonenis. [ocTpa HHPKOBA HEAOCTATHICTS.

Bynn onucani Bunaaku renatopenansHoro CHHZPOMY.

Y BUl-indikoBanux namieHtie 3 TSOKKHM iMyHOZEDILMTOM Ha MOMEHT MPOBEAEHHS
KOMIUIEKCHOT ~ IIPOTHPETpOBipycHO! Tepamii MoXe BHHMKATH 3amnajgbHa  peaklis  Ha
ACUMNTOMATHYHY a00 3aJIMIIKOBY ONOPTYHICTHYHY iH(eKLiO.

Y NOOAMHOKMX BUNAAKAX BHHHKAB OCTEOHEKPO3, 0COOIMBO y MALiEHTIB i3 3araibHOBIIOMHMH
hakTopaMH pH3HKY, NpOrpecyryor BlJI-xBopoGoio Ta/abo TpHBanoOl KOMILIEKCHOIO
NPOTHPETPOBIPYCHOIO TEPAMIEIO.

Tepmin npudamnocmi. 60 micsuis.

YmoBn 3Gepiranmust,

36epiratn y HemocTynHOMy s miTel micui npu Temneparypi ve sume 30 °C, B opurinanbhiii
YNaKoBIl,

VYnaxkoska.

[To 60 Tabnetox y xowteiiHepi 3 KPHIICUKOIO Ta 3 KOHTPONEM MEPIIOr0 pO3KPATTS, 1o |
KOHTeHHepy B MavLi 3 KapToHy.

Kareropis siamycky. 3a peLenToMm.
Bupo6unx. Minan JIaGopatopiec Jlimirtes / Mylan Laboratories Limited
Micnesnaxokenns.

F4, F12, M.LILK. Masneraon, Cinnap, Hammk — 422 113, Maxapaurrpa, Iunis / F- 4 & F-12,
MIDC, Malegaon, Sinnar, Nashik - 422 1 13, Maharashtra, India

IncTpykuis nus 32CTOCYBAHHSI JIIKAPCHKOT0O 3acoly (kinuesoro NPOXYKTY), 3aCBiIyeHa
MANHCOM YIIOBHOBaXX€HOT 0cO6H, 110 BHCTYNAE BiJ iMeHi 3assHuKa

07.062017  Kouybghh€.
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HEBIPATIIH 200 mr TaGJieTKH d.CLIA

Jlo peecTpauiifHoro MoCBiIICHHA

Ne /A // (6 (19 /02 (02

Bin 4908 A0/ F

Indopmanist Ipo 3acTOCYBAHHS aikapcbKoro 3aco0y,
3aTBepA/KeHa 3riIH0 3 HOPMATHBHHMH BUMOTaMu KpaiHu

3Jassuuka/BupoOHuka ado KpalHu, peryJiiTOpHUH OpPraH
K0T KePyEThCsl BUCOKHMHE CTAHAAPTAMM SIKOCTI, 110
BinmoBizaroTHL cTanapTam, pekomenaosanum BOO3,

3acBigYeHa MiAMHCOM YIIOBHOBa)XXEHOI 0COOM, 10 BUCTYIIA€ BiI

iMeH1 3asgBHUKA.

##ﬂ__—#‘_
3asaBHUK/Bupo6uuk «Minan Jla6oparopiec Jlimitea», Inaia 2017 pix CrpaHuua 1
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Nevirapine 200 mg tablets WHOPAR part 4
(Mylan Lab, Ltd), HA396

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

September 2010

Section 6 updated: September

2016

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 climinat

transmission of HIV-1 to others through sexual contact or contaminated blood. Appropria AP‘P autions
should continue to be taken. : %
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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\’ens-.lf)l.mson .
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 wecks 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 adversc
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

200-mg once-daily dosing regimen should not be continued beyond 28 days when an altern
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 z” or
prodromal signs and features of hepatitis, such as anorexia, nausea, jaundice, bilirubinuria, acholic _stools,
hepatomegaly or liver tenderness. Patients should be instructed to seek medical attention promptly if these
oceur.

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 gagmma-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 nevirapf

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
about the mechanism is incomplete. A higher risk of lipodystrophy has been associate

‘:" ):“. 4% 3
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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, T = 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 @

Didaniositie No interaction Didanosine and Nevira :I?f oA e
co-administered with e )
adjustments i N

Lamivudine and Nelfithpi bs odn
be co-'ldministcrcd[ﬁ??!htr&%rggﬁ W

PNy
b (VL A
. em ) S
\ﬂ-\'.-’a?‘-
O

£

Lamivudine No interaction
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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 transcriptase 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 Cpy, | 0.28 (0.20-
0.40)

Atazanavir/ritonavir C .« i 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,.x < 1.02 (0.85-
1.24)

(compared to 300/100 mg without
nevirapine)

Nevirapine AUC 1 1.25 (1.17-1.34)
Nevirapine C pn T 1.32 (1.22-1.43)
Nevirapine Cpax 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-udministration of indinavir and

Fosamprenavir 1.4 g

Amprenavir AUC | 0.67 (0.55-
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twice daily

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

Nevirapine AUC 1 1.29 (1.19-1.40)
Nevirapine C i, 1 1.34 (1.21-1.49)
Nevirapine Cpax T 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 C o, | 0.81 (0.69-0.96)
Amprenavir Cp,, «+ 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 Crae T1.13 (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 Cpx | 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 C.;, | 0.45 (0.25-
0.82) Lopinavir C.x | 0.86 (0.64—
1.16)

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
500/200 mg twice daily

Limited data from HIV-infected patients
have shown a clinically non-significant
20% decrease of tipranavir C .

Both tipranavir and nevirapine are
hepatotoxic and co-administration is not
recommended.

Entry inhibitors

Enfuvirtide

Due to the metabolic pathway no clinically
significant pharmacokinetic interactions
are expected between enfuyirtide and

Enfuvirtide and
co-administere
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 | No clinical data available. Due to the Raltegravir and Nevirapine tablets can be

daily metabolic pathway of raltegravir no co-administered without dose
interaction is expected. adjustments.

Antibiotics

Clarithromycin 500 mg
twice daily

Clarithromycin AUC | 0.69 (0.62-0.76)
Clarithromycin Cp, | 0.44 (0.30-0.64)
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,y, +
0 (0.68-1.49)

Metabolite 14-OH clarithromycin
Crmax T1.47 (1.21-1.80) )

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

Clarithromycin exposure was
significantly decreased, 14-OH
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 clarithromycin,
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 p, ¢+ 1.07 (0.84—1.37)
Rifabutin Cpax 1 1.28 (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
Cmax 11.29 (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.

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

Nevirapfe
(see se 9 4.4), For
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Nevirapine Cpyn | 0.32
Nevirapine Cpye | 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,y, < 0.93 (0.86-1.01)
Fluconazole C .y < 0.92 (0.85-0.99)

Nevirapine: exposure: 1 100% 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 Cy, | 0.13
Itraconazole C . | 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 Cp, ND
Ketoconazole Cuy | 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 Cyy, | 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
clinica ces are unknown

Anticonvulsants

// PRI ¥ Py
\l"J

Carbamazepine,
phenobarbital, phenytoin

No formal interaction study available

entrations ofn\ﬁsp ine and of the
gp convulsgnrfé to be
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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 and Ncyirapine tablets can be
cimetidine pharmacokmcuc parameters is co-administered without dose
seen, adjustments.
Nevirapine Cpmis 1 1.07
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 oy

Nevirapine AUC 1 1.20
Nevirapine Cpay T1.20

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 Cnx « 0.94 (0.79-1.12)

Norethisterone 1 mg once
daily

Norethisterone AUC | 0.81 (0.70-0.93)
Norethisterone C,;,, ND
Norethisterone C oy | 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 Cinx | 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 accordingly.

Herbal products

2558 Fa

St. John's Wort

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

St. Joffy"& Wort andw ¢ tablets
mu e co-ad e section
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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 assomated 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.
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5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Non-nucleoside reverse transcriptase inhibitors (NNRTI), ATC code
JOSAGOI1,

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 o, B, v, 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).

Perinatal Transmission

o
The HIVNET 012 study in Kampala (Uganda) evaluated the efficacy of nevirapi revent verticah™s\,
transmission of HIV-1 infection. Mothers received only study antiretroviral ther uring these ﬂia\ls\ A
Mother-infant pairs were randomised to receive oral nevirapine (mother: nevira Oaﬂlﬁé,ﬁn’ﬁe onget of i
L h | iv]
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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/ml (£ 0.7 pg/ml), and the corresponding
value for the area under the concentration—time curve (AUC) was 107 pg.h/ml (= 23 pg.h/ml). The
median (£ SD) nevirapine t,y value was 3.75 (£ 2.54) hours.

Data reported in the literature from 20 HIV-infected patients suggest mean steady state C,,y of 5.74 pg/ml
and Cp, of 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 altered in
patients with mild to severe liver fibrosis. However, in a few patients with he T i
trough concentration may be 2-fold higher than the usual mean trough conce
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 10
tablets.

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

White, opaque HDPE bottles with child-resistant polypropylene screw cap closure. Bottle pack contains
56 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,
Indla !
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10. DATE OF REVISION OF THE TEXT
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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/0001 83/WC500051481 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

WHO: Rapid advice—Use of antiretroviral drugs for treating pregnant women and preventing HIV
infection in infants 2009, available at: http://www.who.int/hiv/pub/mtct/advice/en/
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