HEBIPAIIIH 200 mr, Tabaetku O.CLIA
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9. Ilepeksiaj yKpalHCHKOI0 MOBOIO,
ABTEHTHUYHICTb AKOr0 nigATBep/KeHa
YIIOBHOBAX>KE€HOI0 0CO00010, IHCTPYKILiI PO
3aCTOCYBaHHS JIIKAPCbKOI'0O 3aC00Yy,
3aCcBif4eHHU M NiANUCOM YIIOBHOBAXKEHOI
0Cco0M, 110 BUCTYIIAE BiJ iMeHi 3agABHUKA.
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JIo peecTpaiiifHoro MOCBiIYEHHS
No

Bin

IHCTPYKIIA
IS MEJIHYHOr0 3aCTOCYBAHHS Ipenapary

HEBIPATIIH
(NEVIRAPINE)

Crnao:

diloua peyoguna: HEBipaliH;

1 Tabnerka MicTuTh Hepipaminy 200 mr;

donomisicni peyoguHu: NAKTO3H MOHOTLAPAT, Lemoo3a mikpokpucranigna (Avicel PH 102),
nemonosa mikpokpucratiuna (RQ 102), kpemHiio THOKCHA KONOiaHKMN Oe3BO/HHH, HATPIIO
KPOXMaJIbIIIKOJIAT, Marsiio creapar, nosizon (K 30), Boaa ounileHa.

Jlikapeska popma. Tabnerku.
dapmakoTepaneBTHYHA IPyra. [TpoTusipycHi 3aco0H /I CUCTEMHOrO 3aCTOCYBAHHSL.
Henykseo3uaHi iHriGiTopH 3B0POTHOI TPAHCKPHIITA3H. Hesipanin. Kox ATC JOSA GO1.

dapmMaKoJIorivHi BJIACTHBOCTIL.

Dapmakoounamika.

Hesipanin — HeHYK/ICO3HAHMH iHriGiTOP 3BOPOTHOT TPAHCKPUIITA3H (HHI3T) BIJI-1. Hesipanin
3B'A3yeThCs OE3M0CePeIHbO 31 3BOPOTHOIO TPAHCKPHUITA30I0 i 6aoxye PHK-3anexuy Ta JHK-
samexkny axruBaicts JIHK-momiMepasH, BHKIHKAOYH pyHHYBAaHHS KaTAJiTHUHOI JiJISTHKH
depmenty. Jlia HesipamiHy HE KOHKYPYE HI 3 MaTPHYHHMM, HI 3 HYKICO3UIHHMH
tpudocharamu. Hepipanin He € iHriGitopoM 3BOPOTHOT TPAHCKPHIITASH BIJI-2 un eykapioTHOI
JIHK-nomimepasu (taknx sk JJHK-nonimMepasy MOAMHK THITY 0., B,y abo o).

V liHiMHEX JOCTI/DKeHHSX HEBipalliH acoliloBaBcs 3 [MUIBUINEHHSM DPIBHS XOJECTEPHHY
JITIBII] Ta 3araibHMM MOKPAIIAHHAM CIIBBIHOMIEHHsS PIBHA 3arajlbHOr0 XOJCCTEPHHY JIO
xonectepuny JITIBILI, BBakaeTbes, MmO Yy sarafbHill monyssnil e acoliloeThes 3 MEHIIAM
PH3MKOM CEpLEBO-CYAHHHMX sBHIL. Oxnax y pasi BiacyTHOCTI CrellialbHUX JOCIIKCHb 3
HEBipamiHOM [IOA0 3MiHM PH3HKY CEpHEBO-CYAMHHHX SBHIL y BlJI-indikoBaHuX MNaLi€HTIB
KIHIYHKI BIVIMB IIEX CIIOCTEPEXKEHb 3aIMIACTBCA HeBizomum. Bubip MPOTHPETPOBIPYCHHX
[penaparis Mae KepyBaTHCS, Y IEpUTY Yepry IXHBOIO [POTHUBIPYCHOIO €DEKTHBHICTIO.
[IpoTuBipycHa aKTHBHICTh HEBipamiHy in vifro Oy/a BUMipsHA B PI3HOMAHITHHX JIHIAX KIiTHH,
BITIOYAI0YH MOHOHYK/IeapHi KIiTHHE nepudepuanoi Kposi, Makpodary, noxiui MOHOIIUTIB Ta
nimdoGracroimni KiiTHHHEI niHil. Y HeZaBHIX AOCHIUKEHHAX 13 BHKOPHCTAHHSIM nMiMpOLNTIB
KPOBi CHMHHOTO MO3KY JIOJMHH Ta 293 KIITHH HUPKH JIOJICHKOTO embpiona EC50 3nauenns
(konnenTpanis 50 % npurHiveHHs) Manu aianason 14-302 HM BiJIHOCHO 51aDOpaTOpHHUX Ta
kninignux i3ongtis BUI-1.

Hegipanin npurxidyBaB IpOTHBIPYCHY aKkTHBHICTE in Vilro TPOTH izonsTis rpynu M BlJI-1 3
monodinernunux rpyn A, B, C, D, F, G ta H Ta uapkymoo4nx pexombGinanTHux Gopm (CRF),

IHCTpyKIis /151 32CTOCYBAHHS JIKapCLKOro 3aco0y (Kinuesoro npo; VKTY) 32:Bi11 Ha
MiZAMHCOM YIOBHOBAKEHOT 0COOH, 1110 BUCTYNAE Bijl iMeHI 3asBHUKA f ‘w%e
’ - < 1
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CRF01_AE, CRF02_AG ta CRF12_BF (cepenne EC50 3nauenns 63 uM). Hesipanin ne mas
IPOTUBIPYCHOI aKTUBHOCT] in Vitro mpoTH i30maTiB 3 rpynu O BIJI-1 ta BIJI-2.

Hesipania y komGinanii 3 edaBipeHIloM YHHUB CHIBHY aHTaronictuuny npotd BlJI-1 mio in
vitro Ta JIONOBHIOBAB AHTArOHICTHYHY /10 PHTOHA Bipy, iHribiTopa nporeasn abo eHdyBIpTHIY,
inri6itopa ¢ysii. Hesipanin Mas noaaTkoBy cuHepriudy npotd BIJI-1 aktupHicTs y KoMOinauii 3
iHriGiTopaMu  npoTeasd:  aMIpEHaBipoM, — ara3aHaBipoM, IHJMHABIpOM, JIOIIHAaBipOM,
Hendinasipom, caksinasipom i TunpanasipoM Ta NRTI (Hykmeo3uaHi iHriGiTopH 3BOPOTHOI
TpaHCKpHUIITa3H): abakasipoM, AMJAHO3MHOM, eMTPHIMTAOiHOM, JaMiByIHHOM, CTaBYJHHOM,
teHodoBipoM Ta 3uzoByauHOM. Ilporn BIJI-1 axTuBHOCTI HeBipamiHy mpoTuiiss aHTH-HBV
(Bipyc rematuty B) npenapar anedosip ta antu-HCV (Bipyc rematury C) npenapart pubapipus
in vitro.

IIpu BuGOpi HOBHX MPOTHPETPOBIPYCHMX Ipenapatis, siki OyayTs NmpH3HAYaTH y KoMOIiHalll 3
HeBIpanmiHoOM, CJIiJi BpaxoByBaTH BipOTriiHICTH mnepexpecHoi pe3ucteHTHOCTI. Ilpu npununeHHi
KYpCy JKYBaHHSI NPOTHPETPOBIPYCHUMH IMpenapataMH, A0 SIKOro BXOIMTH HEBipamiH, Ciil
OpaTd [0 yBaru [OBIYTPUBAIICTH HAMiBKUTTA HeBIpamiHy; NMpH OJHOYACHOMY IPHIIHHEHHI
NpUifoMy NPOTHPETPOBIPYCHUX IIpenapariB, TPUBAIICTh Ha MIBXKHUTTA SKHX KOpOTIIa 3a
HeBipamiH, HU3bKI KOHIICHTPALIT HeBIpa MiHY y I1a3Mi KPOBI MOXKYTh YTPHMYBATHCS IIPOTATOM
THKHS 200 Ginblie i K HAaCi1I0K — MO€e PO3BHHYTHCS PE3HCTECHTHICTD.

Dapmakoxinemuxa.

dapmaxokinetuka y gopocinx. Hesipanin nerko BeMokTyetbes (> 90 %) micis nepopaibHOro
IpUIOMY Yy 3J0pOBHX Jrojei i mopociuX, iHpikoBanux BIJI-1. AGcomoTHa 61010CTYNHICTE Y
3JI0POBHX JOPOCIHX Micis OpuiloMy paszoBoi 103 craHoBuia 93 % (cepeaHe 3HAUSHHS) JUIs
tabnerkn 50 mr. ITikoBa KoHIeHTpailis HeBipamiHy y masmi kpoBi 2 Mkr/ma (7.5 MkM)
JIOCATAEThC depe3 4 roauHu micias npuifomy pasosoi no3u 200 wmr. Ilicns Gararopa3oBoio
IpUHOMY I1iKOBa KOHIIEHTpalis Hesipaminy y wmexax no3u Big 200 go 400 wmr/moby
30inpmyeThes JiiHiiHO. IlocrifiHa koHueHTpauis Hesipaniny — 4,5 mxr/man (17 mMxM),
pocaraetees npu 400 mr/no0y.

Hi ixa, Hi aHTalm/HI 3ac00M 4M JiKapCchKi MpernapaTi Ha OCHOBI JyHOro Oydepa (Hanpuxiaz,
JMJIAHO3MHY) Ha BCMOKTYBaHHS HEBipaliHy He BIIMBAIOTh.

HesipariH 1erko npoHUKae Kpi3b MIaleHTy i B rpyaHe monokoi. Hesipanin npudmsso Ha 60 %
3B'A3yeThes 3 OlIKaMu [U1a3MK KpOBi y Jliana3oHi mi1a3MoBoi KoHnenTpaii Big 1 go 10 mxr/mi.
KoHueHTpallis HeBipanidy y CIHHHOMO3KOBIN piauHi craHoBHIa 45 % Bij #0ro KOHUEHTpalii y
nnasmi kposi. Lle BigHOmEHHS NpUOIM3HO JOPIBHIOE HYacTLi, MO HE 3B'A3y€Thesl 3 Oiakamu
miasmu kposi. Hesipanin OloTpancopMyeThbes depe3 OKHCTIOBATBHUN MeTabosli3M 3a y4acTio
uuTOXpoMy P450 10 KIUIBKOX TIAPOKCHMIBHHX MeTaOoiTiB. JIOCIHDKEHHA In Vilro MiKpocom
NEeYiHKHA JIIOJAMHU JAKOTh MiJICTaBU MPHIYCKATH, 110 OKHCIIOBAJIbHUH MeTaboIi3M HeBipamiHy
OIOCepeaKOBYEThCS i30(epMenTaMu LuToXpoMy P450 3 psay CYP3A, xoua iHmi i3opepMeHTH
MOJXYTh BiIirpaBaTH BTOPHHHY poJib. [lpemapar BUBOAHTECS IepeBaxkHO i3 cevero (81,3 %), a
He3HayHa dactuHa — 3 (ekamismu (10,1 %). Ilonan 80 % mnpenapary B ce4l CTAHOBIATH
[JIFOKOPOHIIHI CIIOYKH IAPOKCHABHMX MeTalouiTiB. JInme <3 % 3arajbHOl 1034 BUBOJAUTHCA Y
HE3MIHHOMY CTaHl.

Hesipanin € ingykropom Metabomiunux (epmentiB uuroxpomy P450 neuinku. VY Mipy
HOpOJOBXKEHHs JiKyBaHHs npu 1031 200-400 mr/no6y npotsrom 2-4 THXKHIB (papMaKoKiHETHKa
Xapakrepu3yeTbes Mpubau3Ho 1,5-2-pa3oBuM 301bIIEHHSIM BHIMMOIO KIIIPEHCY HEBipariHy
HOPIBHAHO 3 OJHOPA30BMM MNPHHOMOM. AYTOIHAYKLIS TaKOX IPU3BOAMTH JO BIiAIOBIAHOIO
CKOpOYEHHs Mepiojy HAaIBKUTTA HeBipamiHy Yy Iia3mi KpoBi mpuOaM3HO Bix 45 roauH npH
pa3oBii 1031 g0 npudnuszno 25-30 roaun micnsg 6araropazosux 103 200-400 Mr/noby.

IHCTpYKIisA /15 3aCTOCYBAHHA JTIKaPChKOTo 3ac00y (KIHIEBOIro NPOAYKTY), 3aCBla4cHa
HIITHCOM YIIOBHOBaXKEHOT 0COOH, 1110 BUCTYIAE Bijl iMeH] 3asiBHUKA % jﬁ
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[ManienTy xinku nokasand Ha 13,8 % MeHIIHi KiipeHC HeBipamiHy, HiX 90J0BikH. Ls pisnuus
He BBakasacs KJiHiYHO BakauBoro. OCKIIBKH Hi Maca Tina, Hi inaexe Macu Tuta (BMI) ne manu
BILIMBY Ha KJIipEHC HeBiparliHy, BIUTMB CTaTi HE MOYKHA MOACHUTH PO3MipOM TiJa.
dapmaxokiHeTHka Hesipaniny y BIJI-1-iH(}iKOBaHHX IOpOCINX He 3MIHIOETBCS 3aleXKHO Bil
BiKky (y mexax 18-68 pokis) abo pac.

Huproea oucghynkyis. Hupkosa HepocTaTHICTh (He3HaYHA, TIOMIpHA 1 TAKKA) HE NPH3BOIUTE 10
OyIb-9KHX JOCTOBIpHHX 3MiH y (apmakokiHeTuii Hesipaminy. OnHak B ocif i3 TepMiHAIBHOIO
CTAaMi€l0 HUPKOBOI HEJOCTATHOCTI, IO BHMArae Jiamisy, NPOTArOM THXXHEBOTO MeEPIOAY
€KCIO3HIIT crocTepiragocs CKOpOYeHHs uIonli mix gapMakokiHeTHUHOIO KpuBOO (nam — AUC)
Hepipaminy Ha 43,5 %. Tak camo Mano Micue HAaKONHWYEHHs y IUIa3Mi KpoBi MeTaboIiTiB
riipokcunesipaniny. OTxe, Ui KomIeHcalii edekTy Hianizy Ha KJIIPEHC HEBIpamiHy MO)KHA
Oyno 6 MiJCHIMTH Teparil HeBipamiHOM JOJATKOBOIO ioro no3or0 200 Mr micis KOXKHOrO
ceaHcy aianisy. B IHmMX BHNagkax MHAI€HTH 3 KiipeHcoM KpeaTwHiny > 20 mi/XB He
noTpeOyIOTh KOPEKIlT 1031 HeBipariny.

Hopywenns ¢ynxyii nevinku. He 6yna 3miHena papMakoKiHETHYHA IMCIIO3HILS 6araTOKpaTHOTro
7103yBaHHs HEBIpaIliHy Ta I ITH OKHCICHHX MeTaboiTiB.

Omnak npubausHo 15 % namieHtiB 3 ¢i6po3oM NediHKH Mand HaMEHII KOHLEHTpauii
Hesipaminy nounajx 9000 Hr/miu (W0 BABIYI NMEpeBHILYE CEPEAHIO HAMMEHIY KOHLEHTPALLiio).
[MamienTis i3 nopymenHsM (YHKII] TMEYiHKA CIiJl PETEJbHO MepeBIPATH Ha HasBHICTH
TOKCHYHOCTI, BUKJIMKAHOI IIperapaToM.

V (apmakoxiHeTHIHOMY JOCIiDKeHHI oqHokpartHoi 200 Mr nosu Hesipaniny 3a yudactio BlJI-
HeraTMBHHUX NAIliEHTIB 3 JIEFKHM Ta NOMipHEM nopymeHHsaM (yHukuii nedinkn (Yaiina-IT'o A,
n=6; Yaitna-IT'to B, n=4) cnocrepiranocs 3Haude 30inpmieHHss AUC HeBipamiHy B OJHOIO
naniedra 3 Yaitnn-I1'to B 3 acumToMm, BKasyro4d Ha Te, IO NALIEHTH 3 MOTipmieHHIM (yHKIIT
MEYiHKM Ta aCLIMTOM MOKYTh MaTH PH3UK HAKOIWYEHHS HEeBiparniHy B CHCTEMHOMY KpPOBOOOITY.
Ockinbku HeBipamin iHAyKye BiIacHMH MerabomisM mpu OaraTokpaTHOMY J03yBaHHI, TO i€
NOCIIKEHHA O THOKPATHOI JI03M MO3Ke He BioOpakaTH BIUIHB IOpyIIeHHA QYHKIIT neviHku Ha
(apmakoKiHEeTHKY OAaraToKpaTHOTO JI03yBaHHS.

Dapmarokinemuxa y oimeil.

[Ipn npuiiomi 4/7 wmr/kr Ta 150 MI/M* HeBipamiH 106pe TNEPEeHOCHTHCH Ta MPOSBISE
eeKTUBHICTh y JIIKyBaHHI AiTeH, sKi HIKOMM He NpHHMalH NPOTHPETPOBIPYCHI Mpenapary.
O6uasa  peXUMH [03yBaHHS eQeKTHBHI IIOJ0 3MEHIIEHHS BIPYCHOIO HaBaHTaKEHHS.
dapmaxokinernuni jgaHi y 33 mnamienTiB (BikoBuii nmianaszon 0,77-13,7 poky) y rpymi
IHTEHCHBHOTO B3ATTS 3pa3KiB MPOJAEMOHCTPYBAIH, L0 MICIs MEepOpPalbHOTO NPHHOMY KIipeHC
HeBipaniHy 301/1bLIyBaBCs 31 3DOCTAHHAM BiKY TAKHM YHHOM, 1110 BiZlNOBi/1a€ 3011bUIEHHIO I1JIOIL
noBepxHi Tina. JlosyBanua Hesipamniny 150 mr/M” BID (micist IBOTHIKHEBOTO 3aCTOCYBAHHS MpPH
150 Mmr/m’ QD) CHpUYMHHIO PEOMETPHUYHO CepelHi 4YM CcepeiHi HaliMeHIIl KOHUEHTpauil
HeBipaniny 4-6 Mkr/min (xani y gopocnux). Kpim Toro, HaliMeHmni KOHIEHTpallii HeBipamniny, sKi
crniocrepiranucs, OyJIM aHAJOTIYHAMHE [UTs ABOX METO/IB.

O6’eHanuii aHami3 1°ATH MPOTOKOIIB IPyNH NemiaTpUuHMX KiiHiuHMX fociimkens 31 CHIly
(PACTG), B sxux nopisHioBaiu 245, 356, 366, 377 Ta 403 nauieHTiB, JO3BOJIMB IIPOBECTH OLIHKY
aiTeit BikoM J10 3 Micsauis (n=17), 3anyuenux go uux jpocnipxkess PACTG.

Kuainigasi XapakTepHcTHKH.

Ilokazanna.
Hesipamia 200 mr TabneTky npH3Ha4YaeTbcs B KOMOIHAWIl 3 IHIIMMH AHTHPETPOBIPYCHHMHU
npenaparaMu JUis JIIKyBaHHS JIOPOCJIMX, HIUNTKIB Ta AiTeH Oyap-fKOro BIKy, siKl iH(IKOBaHI

IHcTpyKuist 17151 3acTOCYBaHHA JIKapChbKOro 3aco0y (KiHIEBOro NpoaykTy), 3&08iﬂ‘;3?7
MiJITHCOM YIIOBHOBaXKEHOT 0COOH, 1110 BUCTYIIAE Bi/l iIMeHi 3asBHUKA &
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BipycoM imynomedimuty moauuu tuny 1 (BIJI-1). HeBipanin 200 mr npusnavaetses ans BlJI-
indikoBaHUX BariTHUX KiHOK (moHax 14 TwkHIB rectamil) aus 3anobiranns nepemadi BIJI-
iH(eKiT Big MaTepi 10 AUTHHH.

Jlns Bubopy BiAMOBIAHOT CXeMM JIKYBAaHHS CIIiji 3BEPHYTHCS N0 HAaHOCTaHHIIIMX OQIMiHHHX
pekoMmeHaniii mogo npodinakTuku mepenawi BIJI Bin marepi g0 AMTHHH  (HanpUKIa,
sunymeni BOO3) .

IIpomunokasanna.

- IligBuieHa 9yTIHBICTE 10 KOMITOHEHTIB, AKi BXOAATH 10 CKJIay Tpenapary.

- TloBropHe mpu3Ha4yeHHs IMicis BiIMIHH HeBipamiHy: 4Yepe3 TsKKY (opmy BHCHIAHB:
yepe3 BHCHIIAHHS, [0 CYNPOBO/UKYBAMCS CHMIITOMaMH, $Ki  CBiI4ath 1po
reHepaiizaiiio mnpouecy ab0 TiNepyyT/IMBICTh, 4epe3 KIIHIYHI IIPOSABH TIENATUTY,
CHPHYMHEHOr0 HeBipamiHOM.

-  Tsxka muchynkuis medinku (3a knacudikaniero Yaiinna-IT"ro knac C), abo tum, XTO
NpOMIIOB TONepeHe TiKyBaHHs 3 Merolo Hopmaiisanii pias ACT a6o AJIT, mo Oys
OinbI HIK Yy 5 pasiB Buiie BepXHbOI Mexi Hopmu (BMH).

- TloBropHe npu3HaYeHHs HEBipalliHy micid Horo BiaMmiHM uyepe3 nimsumieHHs piBHS ACT
a6o AJIT y 5 pa3siB, 0 CYNpOBODKYETHCS BiIXHJICHHSM (YHKUIl NEYIHKH — I Yac
Tepartii npenaparom.

- OpHoyacHe 3aCTOCYBaHHS 3 HEBIpaliHOM MpenapariB, IO MICTATh 3BipoOiit (hAypericum
perforatum) abo pudamIinuH, yepe3 PU3MK 3HHXKEHHS KOHIEHTpalii HeBipamiHy y
IU1a3Mi KPOBI Ta 3HMKEHHS HOro e()eKTHBHOCTI

B3aemoodia 3 iHutumu JiKAPCoKUMU 3aCO00aMU ma iHWI 6UOU 63AEMOOINL.

JloBesieHO, 110 HeBipamiH € iHAYKTOpOM MeTaboI4YHHX (EpPMEHTIB LUTOXPOMY MEYIHKH
P4s0 (CYP3A, CYP2B) i MoOXe CHPHYMHATH 3HHKEHHS IUIa3MOBOT KOHIEHTpaLlil IHIIHX
CYIYTHBO MPH3HAYEHHX JIKIB, 5IKi 3Ha4HOIO Mipoio Metabonizyirotecs CYP3A uu CYP2B (nuB.
miapo3ain «PapmakokineTHka»). OTie, MOXKE BAHUKHYTH noTpeda B KOpeKIlii 1031,

Ha aGcop6uiro HeBipamiHy He BIUIMBae mpuifom iii, aHtamuani abo Jikapceki 3acoOH, 10
CKJIaly SIKUX BXOJMTE JIY)KHUH OydepHuii nmpenapar.

Binbmia wactuaa indopmaiii mpo B3a€MOJII0 3a3HauYeHa y BIJCOTKOBIH 3MiHI (F€OMETPHYHO
cepens) 3 intepsaioM 90 % nporuosysanss (90 % PI).

IIpenapaTn 3a Bsaemonain Pexomenaauii ¢TocoBHO CyNyTHLOIO
TEePANneBTHYHOIO npuiiomy
cheporo

|

[TPOTUIH®EKIIHI [TPEITAPATH

|

AHTHpETPOBIpYCHI IpenapaTu

|

NRTI (Hyxkneo3uoui inzibimopu 36  pomnoi mpanckpunmasiu)

Abakasip Bzaemois BiACYTHS Kopurysatu 103y He noTpibHo ripu
CymyTHbOMY npuiiomi Hesipaniny 3
abakaBipoM

Jlu1ano3us B3aemois BiACYTHS Kopurysaru 103y He noTpiOHO npy

cynyTHbOMY npuitomi 3 Heipaninom

IHCTpYKUis 151 3aCTOCYBAHHS JIIKaPChKOTo 3ac00y (KiHIEBOro NpoayKTy), 3acsija4yeHa
2 . . - = 4
MiAMTHCOM YTIOBHOBXEHOT 0COOH, 1110 BUCTYIAE BiJl IMeH1 3asBHHKA A
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JlamiByaMH

50 Mr aBiul Ha JIeHb

Bsaemonist BincyTHA

Kopurysart# o3y HenoTpioHoO npu
cynyTHbOMY mpuitomi Hesipaminy 3
TaMiBYIHHOM

OJHH pa3 Ha JI€Hb

CraBy/uH: 3HauyIa B3aEMO1is BiICYTHA KopuryBaTh 2103y He HOTPIOHO IIpH

30/40 mr cynyTHROMY npuioMi Hesiparniny 3i
CTaBYAHHOM

Tenogosip 300 Mr Bzaemois BiACYTHS KopurysaTy 103y He HOTPIOHO NpH

CYIYTHBOMY IIPHHOMI 3 TEHODOBIpOM

3unosyaun 100-200 mr
IBi4i Ha JIeHb

3Hauyma B3a€MO/Iis BIACYTHS

KopurysaTu 103y He HOTpiOHO npH
cynyTHbOMY npuiiomi Hepipaminom i3
3UJI0BYIMHOM

| NNRTI

(Henykneo3uoni inzibimopu 360pomHoi mpaHcKpunmasu)

Edasipens 600 mr
OJIMH pa3 Ha JIeHb

Taxuii cynyTHi¥ npuiioM HE
PEKOMEHTY€ThCsl, OCKIIbKH
napayiejabHUi IPUHOM ITPU3BOAUTE /10
MiBUIIIEHOTO PH3HUKY MOSBU MOOIYHHX
Ta He MOKpallye e(eKTUBHICTh Camoro
Hegipaniny

PI (inzibimop npomeasu)

ATa3aHaBip/pUTOHABIP
300/100 Mr ozmH pa3 Ha
JIeHb

400/100 mr oaus pa3 Ha
JIeHb

ATazaHaBip/pUTOHABIP
300/100mr:

AUC | 0.58 (0.48-0.71)
Cmill .l- 028 (020—040)
Cmax | 0.72 (0.60-0.86)

ATasanaBip/puTOHABIP
400/100mr:

AUC | 0.81 (0.65-1.02)
Crnax < 1.02 (0.85-1.24)

Hesipamnin

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

Takuii cynyTHIH IpUAOM He
PEKOMEH Ty €E€ThCS

Japynasip/putonasip

400/100 Mr nBivi HaA JE€Hb

3Hayyia B3aEMOIIS BiICYTHs

Kom6inanito aapynasipy 3 100 mr
puToHaBipy Ta HeBipaninom MoxkHa
3aCTOCOBYBaTH 0€3 KOPUI'YBaHHSA 103U

(B iRaBIp

3Hayyla B3aEMO/1ist BIICYTHS

Hesiparin He ¢I1i1 33CTOCOBYBATH
CYIyTHBO 3 iHJliHaBipoM. SIKio
3aCTOCOBYETHCS CYIYTHIN Npuiiom

IncTpyKIist /IS 32CTOCYBAHHS JIKAPCHKOro 32c00y (KiHIEBOT0 NPOXYKTY), 3acBlUegsa
i 7

MiITHCOM YIIOBHOBaXKEHOT 0COOH, 110 BUCTYIIAE Bill iMeHi 3asBHUKA
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ITi IBHILIEHOTO PUTOHABIpYy Ta
MOYKJTHBHH MOHITOPHHT JTIKYBaHHSI,
koMOiHalis 3 1HA1HABIPOM
JIOIYCKAETHCS

®docamnpenasip
1400 mMr Bivi Ha JIeHb

AMIIpeHaBip

AUCJ, 0,67 (0,55 — 0,80)
0,65 (0.49 - 0.85)

HesipamniH He cI1ijl 3aCTOCOBYBATH
CynyTHBO 3 (pocaMIpeHaBIpoM, SIKIIO
MapajesbHO HE 3aCTOCOBYBATH
PHUTOHABIP

putonasip 700/100 mr
JIB14l HA JIEHb

AUC\, 0,89 (0,77 - 1,03)

Cunax \ 0,81 (0,69 — 0,96)
Com V' 0,97 (0,85 -1,10)
Hesipanin

AUC 1,14 (1,05-1,24)
Cox 11,22 (1,10-1,35)
Cain D 1,13 (1,03 —1,24)

Cmlrl 0,75 (0,63 -0,89)
Hesipanin
AUCT, 1,29 (1,19-1,40)
Cmax | 1,34 (1,21 - 1,49)
Cain P 1,25 (1,14-1,37)
docamnpenasip / AmrnipeHasip KopuryBarh 103y He NOTpiOHO 1pH

cymyTHBOMY npuitomi HeBipaniny 3
¢docamnpeHaBipoM /pUTOHABIPOM

JIoninaBip/puroHasip
400/100 mr (xancynu)
IBiui HA JIEHb

Jloninagip

AUCJ, 0.73 (0,53 0,98)
J 0.54 (0,28 - 0.74)
crmn 2V 081(0.62-095)

Y BIJI-O3HTHBHHUX JIOPOCIIHX:

Xoua KiIiHIYHEe 3HAaYeHH [[LOIO
CIIOCTEPEIKEHHS MOBHICTIO HE
BCTAHOBJIEHO, PEKOMEH /1Y€ ThCH
301IBIICHHS 03U
ToniHaBIpy/pHTOHABIPY J10

533/133 mr (4 kancymu) ado 500/125
mr (5 taGnerox goszysanusm 100/25
MT) ZIBidi HA 10OV Mia vac npuiomy
k. Kopurysanus jno3u Heipaniny He
BUMAraeTbCs.

Jloninasip/puToHaBip
300/75 mr/m” aBivi Ha
JIeHb

JliTH:

Jloninagip

AUC | 0.78 (0.56-1.09)
Cmin l 0.45 (025~082)

Cmax | 0.86 (0.64-1.16)

[lomo miTei, TO Cij1 BUPILIHTH

MUTAHHS PO 301NbINEHHS 1031
JOTIiHaBIpY/pHTOHABIPY 10

300/75 mr/m” 1Bivi Ha o0y mig gac
HpHIHOMY 1Ki TIPH CYTTYyTHBOMY
npuitomi Hesipainy, oco0mBo as
MAli€HTIB, Y SKHX IT1/103PIOIOTh
3HIKEHY Yy TIUBICTH J10
JIOTiHaBIpY/pUTOHABIPY

Hendinasip 750 mr tpu

Hegipamnin MOe 3HU3UTH
KOHIIEHTpauilo Heldinasipy.

s

[HCeTpYKIis /151 32CTOCYBAHHS JIKAPChKOT0 3ac00y (KIHLEBOI0 NPOAYKTY ), 3.51-::131,u1?7

MIAMHUCOM YIIOBHOBaXKEHOT 0COOH, 1110 BUCTYNAE BiJl iMeH] 3asBHUKA
22.09.2017
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pa3u Ha JIeHb

Kom0OiHalii ¢l yHHKaTH, y 3B°A3KY 3
HEMOJKIHBICTIO MiATPHMYBATH
TepaneBTHYHY 103y HeNldiHaBipy

Puronagip 600 mr aBiui

Bzaemogis BiiCyTHS

Kopurysatu 103y He IOTpIOHO NpH
cynyTHb My npuifomi Heipaniny 3

Ha JIEHb
PHTOHABIPOM
Caxsinagip/ JlocTynHi 0OMexeH] AaHi npo Kopurysatu 103y He nOTpiOHO IpH
PHTOHABIp CYNyTHIH NpAIOM CakBiHaBIpY, cynyTHbOMY npuitomi Hesipamniny 3

M’AKHX TeJIEeBUX Karllicyl, 3
PUTOHABIPOM, 1110 HE BKa3ye Ha
OyAb-SKy KJIIHIYHO 3HAYYIILY
B3a MOJIiIO MI’K CAKBIHABIPOM
pa3oM 3 PUTOHABIPOM Ta
HeBipariHoM

CakBiHABipOM, SIKHH CJIijl npuiiMaTi
napajienbHO 3 PUTOHABIPOM

Tunpanasip / puToHaBip
500/200 Mr aBidi HA IeHb

OOMeskeHi TaHi, OTpUMaHi 3
nocotipkenns 3 yaactio BlJI-
iH(iKOBaHMUX MAIIEHTIB,
MOKa3aJIH KJIIHIYHO He3Hadylle
saukerHs Ha 20 % TPV Chin

O6usa sikapebki 3acodu €
rernaToTOKCHYHUMH, TOMY TaKa
KoMmOiHallis HE € PEKOMEHI0BAHOIO

=

Bximni inriditopn

Endysiptun

He ouikyeTnscs B3aeMOAIT
3aBJSKH MeTabo1iYHOMY HUISXY
BuBeIeHHS eH(yBipTuay. He
OYIKYETBCS KIITHIYHO 3HAYYIIO1
(bapMakOKiHETHYHOT B3aeMOJIIT
MiK eH(YBIPTHIOM Ta CYIIyTHIM
HNpUIiOMOM HEBipariHy

Kopurysatu 103y He nOTpiOHO NpH
cynyTHboMmy mpuifomi Hepipaminy 3
eH(yBIpTHIOM

Mapagipok 300 Mr oguH
pa3 Ha JeHb

Mapasipok

AUC < 1.01 (0.6-1.55)
Cmin ND

Cmax < 1.54 (0.94-2.52)
KoHuenTpauii HeBipaniny He
BUMIPIOBAJIH, HE OYIKYEThCS
KOIHOTO eeKTy

Hesipanin MokHa TpHiiMaTH
CYNyTHBO 0€3 KOPUTI'YBaHHA JIO3H

IuridiTopu inTerpasn

Panrerpasip 400 mr aBiui
Ha JIeHb

He Mae 0CTYITHUX TaHHX.
He ouikyeTbes B3aeMOIIT
3aBISAKHA MeTaboIIYHOMY

Tomy KopuryBaTH /103y He NOTPIOHO
IpH CYMyTHBOMY Tipuiiomi Hesipaniny

IHCTPYKIIS I/Is1 32CTOCYBAHHS JIIKAPCLKOTo 3acody (KiHIeBOro npoaykry
I1MMCOM YIIOBHOBAKeHOT 0CO0M, 1110 BUCTYTIAE BiJl iMeH1 3asBHHKA
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IUIAXY BUBEICHHS 3 panTerpaBipoM
panTerpasipy.
AHTHOIOTHKH
Knaputpominuu 500 mr Knaputpominua Excnosunis K1apiTpoMilluHy 3HaYHO
IIBI4i HA JIEHb AUC | 0.69 (0.62-0.76) 3uu3nIacs, 30i1smenns 14-OH

Conin L 0.44 (0.30-0.64)
Crax | 0.77 (0.69-0.86)

MeTtabonit 14-OH
AUC 1 1.42 (1.16-1.73)
Chin <> 0 (0.68-1.49)
Chmax T 1.47 (1.21-1.80)

MeTabosmiT BrutiB. OCKIIbKH aKTHBHHH
MeTaboJIiT Ma€e 3HUKEHY aKTHBHICTD
00 avium-iHTpauemoIspHOl
OakTepii, 3arajlbHa aKTUBHICTH TPOTH
naroreHa Mosxe 6yTu 3minena. Ciuizn
MPUIHATH PiIICHHS 010
IbTePHATUBHOI Tepamii mo10
KJIAPUTPOMIIIHHY TIPH JIiKyBaHHI

Hesipanin MalieHTa, a3HTPOMILIMHOM.
AUC 7 1.26 J1o TOTO XK, peKOMEH/1yEThCs
Cain T 128 peTebHHM MOHITOPHHT BiJIXHJIEHD 3
Cunz T [:24 OoKy (hyHKIIIT IEHiHKH.
Pudabyrun Pudadytun Kopuryparu 103y He noTpiOHO Npu

150 a6o 300 Mr oxuH pa3s
Ha JIEHb

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

Mertaboit 25-0O-
nesaneTrwipudadyTis
AUC 1 1.24 (0.84-1.84)
Chin T 1.22 (0.86-1.74)
Crnax T 1.29 (0.98-1.68)

ByJ10 noBioMIEHO PO
KJIIHIYHO He3Ha4yIlle
301/IbIIEHHS KJIIPEeHCY
HeBipamniny (Ha 9 %)
MOPIBHSAHO 3 ICTOPHYHHMH
(hapMaKOKiHETHIHUMHU
TAaHUMHU

cyrnyTHbOMY npuiiomi Hegipainy 3
puabyTHOM.

Yepes BUCOKY CyO’eKTHBHY
BapiabesbHICTh Y AKX Nalli€HTIB
MO3Ke OYyTH 3Ha4He Ii/IBUIIEHHS
excro3uuii 1o pupadbyTury Ta
ITiIBUIIIEHNI PU3UK TOKCHYHOCTI Yepe3
pudabytun. Tomy cniz 3 06epeKHicTIO
3aCTOCOBYBATH CYITYTHiH IIpUiOM

Pudamninun 600 Mr oauH
pa3 Ha JIeHb

Pudamninun

AUC < 1.11 (0.96-1.28)
Cmin ND

Cmax + 1.06 (0.91-1.22)

Hegipanin

AUC | 0.42

Hesipamni# Ta pudamiinug He ciij
npuiimaty y komOinauii. Jlikapi, aKumM
HEOOXIAHO JIKYBaTH NAIl€HTIB,
CYIyTHBO iH(pIKOBaHHX TYOEpPKYJIb030M
Ta K1 MPOXO/STh TEPAIiIo, 1110 MICTHTh
HesipamniH, MOXKYTb OPHIHSTH PilICHHS
PO 3acTOCyBaHHs pupabTuny.

IHCTpYKILIS /17151 32CTOCYBAHHS JIIKAPCHLKOro 32c00y (KiHIEBOro NpoayKry), 33CBW

MiZAMKCOM YIIOBHOBaXKeHOT 0CO0H, 1110 BUCTYTIAE Bl iMeH1 3asBHHKa
22.09.2017
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Crmax | 0.50

IIporurpudkoBi npenaparu

dmoxonazon 200 mr
OJIHH pa3 Ha JCHb

DI1IOK0HA30171
AUC « 0.94 (0.88-1.01)
Cmax « 0.92 (0.85—0.99)

Excrnosuiiis HeBiparminy:
100 % nopiBHSHO 3
ICTOPHYHMMH JaHUMH, KOJIU
BBOJIMJIM TUIBKM HEBIpaIiH

Yepes pu3HK MiABHIICHHS €KCIO3HULIT 10
Hesipaniny ciig 6ytu obepexxHuM npu
CYNYTHBOMY TIPHHOMI JIIKAPCHKUX
3aco0iB He BUMAI0K MPOSBY
TOKCHYHOCTI

ITpakonasosn 200 Mr ouH
pa3 Ha JeHb

ITpakonason

AUC | 0.39

Cin J 0.13

Crax | 0.62

He Oyn0 KIiHIYHO 3HAYYIIHX
3MiH 3a (hapMaKOKIHETHUHUMH
rapaMeTpamy Iics
JI0/1aBaHHs HeBIparminy

Cnij BUPIIINTH TUTAHHS PO
KOPHI'YBAHHS J103M ITPAKOHA30ITy NpH
CYNYTHBOMY MpUITOMI IHX JIBOX
npenaparis

Ketoxkonaszon 400 mr
OJIMH pa3 Ha JIeHb

Kerokonason

AUC | 0.28 (0.20-0.40)
Cmin ND

Cmax | 0.56 (0.42-0.73)

PiBHi HeBlIpaniHy y mia3Mmi
KpoBi T Ha 1.15-1.28
MOPIBHAHO 3 ICTOPHYHHM
KOHTpPOJIeM

Kerokona3zon ta Hepiparnin He MOKHA
HpUHMaTH pa3om

IpoTumanspiiini 3acodn

XiHIH

AUC | 0.67
Cmax | 0.64

Hegipanin 3Ha4H0 3HHKYE
KOHIIEHTpAIIIO XIHIHY 1 MOXK€E 3MEHIINTH
HOro npoTHBOMANApHitHHE edekT

ATOBaKoOH, XJIOPOXiHiH,
MeQIIOXiHIH, MporyaHi,

Hemae naHuX CTOCOBHO
JKapChKUX B3aEMOIIH

3 oryAay Ha TEOPeTHYHI BIAOMOCTI
3HAYYIIl B3a€MO/1il MaJIOBIPOriHi

cynb(hazoKCHH,

nipMe3aMiH

JlromedanTtpin AUC 1 1.56 [Tonepeani 10CHIKEHHS IPUITYCKAIOTh
Cmax T 1.24 BIICYTHICTB 301/IbIICHHS MOOIYHUX

edexTiB 3 OOKy JomMedaHTpiHy.

IHeTpyKuis /151 32CTOCYBAHHS JIIKAPCHKOro 3aco0y (KiHEBOro NpoJayKTy), 3acBilueHa ,
MIAMTHCOM YIIOBHOBaXKeHOT 0COOH, 1110 BUCTYTIAE BiJl iMeHI 3asiBHHKA ALY
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HesipariH i apremeTep + jomedaHTpin
MOJXKHa IIpUAiMaTH pa3oM Oe3
peryJoBaHHs 034 (IMBITbCS TaKOXK
iH(bOpMallil0 CTOCOBHO apTEMH3HHHHY 1
HOro MOXiTHUX)

ApPTEMH3HHHH 1 HOTrO
NoXiJHi

He Mae 10CTYMHEX KIHIYHAX
JTAHUX

Hegipanin MO)ke 3HHKYBaTH
KOHIIEHTpAIlil0 apTeMHU3UHHHA | HOro
MOXITHUX, ajie KJIiHIYHI HACJIiIKH
HeB1OMI

IMpoTucyaomui npenaparTu

Kapbamasenis,
(enobapOiran, 1udenin

He Mae IOCTYNHHUX KITIHIYHHX
JfaHuX

KonuenTpauii HepipamniHy 1 IpoTH
CYZIOMHHX TIpernapaTtiB, MOXJIMBO Oye
3HHOKYBATHCS, 1110 MOYKE NMPH3BECTH 110
Hee(heKTHBHOCTI JIIKYBaHHS; CITIIBHOIO
NpHHOMY CJTiJl YHHKAaTH, AKIIO HE
MOJKJIHBO BIJICTEIKUTH
AHTHPETPOBIPYCHUI Ta MPOTHENJICITH-
yHU epeKTH

3

AHTALHIN

e

[{umetuun

[{MMETH/IIH ICTOTHO HE
BILIMBAE Ha (hapMaKOKIHETHKY
HeBipamniny

Hesipanin Cy,, T 1,07

He notpibHO KOpHTyBaTH 103y MPH
CYIYTHBOMY NPHHOMI [IUMETHIUHY Ta
Hesiparniny

|AﬂTHTp0Mﬁorﬂqui npenaparu

IBapd)apHH B3aemomist Mixk HeBipanmiHoM |[HeoOXiaHO peTeIbHO KOHTPOJIOBATH
‘ Ta AHTUTPOMOOTHYHUM piBHI aHTHKOATYJIALIT
upenaparom sapgapuHoM €
CKJIAHOIO, 3 MMOTEHIIATIOM SIK
JI0 MOJZOBXKEHHs, TakK 1 J10
3MEHIIEHHS Yacy KoaryJsiii
[IPH CYIyTHHOMY HpPHHOMI
| KonrpauentusHi 3acodn
Jleno- Jlerno- Hemae HeoOX1IHOCTI y KOPUTYBaHH1 103U
MEIPOKCHIIPOreCTEPOHY  ||MEAPOKCHIIPOreCTEPOHY npu cynytHeoMy npuifomi DMPA Ta
anterat (DMPA) 150 mr arierat (DMPA) Hesipaniny. CymnyTHii npuiiom
KOXHI 3 micsii AUC < Hesipaniny ue pruminyB Ha eekt DMPA
Chin < I10JI0 MPUTHIYEHHS OBYJISALIT

[HCTPYKINS /LIS 32CTOCYBAHHS JIIKAPCHKOT0 3ac00y (KiHIEBOIo NPOAYKTY), 3aCBlI4YCHA
MiANKMCOM YIIOBHOBAKEHOT 0COOH, 1110 BUCTYMAE BiJl iMeHi 3asgBHHKA "~
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Crnax <
Hesipanin

AUC 1 1.20
Crnax T 1.20

Etuniny ecrpanion (EE)
0,035 mxr

Etuniny ecrpaznion (EE)
AUC | 0.80 (0.67-0.97)
Cmin ND

Cumax < 0.94 (0.79-1.12)

[TepopaiibHi FOPMOHAIIBHI
KOHTPALIENITHBH HE CJIiJl 3aCTOCOBYBATH
K €MHHH METO/ KOHTpaleniii )iHkam,
sKi npuitMaroTs HeBiparmin (Takox 1uB.

Hopetunapon (NET)
1,0 Mr (ogHOKpaTHA J03a)

Hopetunapon

(NET)

AUC | 0.81 (0.70-0.93)
Cmin ND

Cmax | 0.84 (0.73-0.97)

po3it «OcobIHBOCTI 3aCTOCYBAHHS).
He Oynu BCTAHOBIIEHI BiINOBIHI 1031
U1 TOPMOHAIBHHEX KOHTpPAICNTHBIB
(nepopaibHEX abo iHIHX Gopm
3actocyBaHHs), KpiMm DMPA, y
Kombinanii 3 HesipaniHoM CTOCOBHO
Ge3neqHocTi Ta eh)eKTHBHOCTI

IIpenapatr

1 3amicHol Tepanii NpPH HAPKOTHYHIN 32J1€KHOCTI

MertaioH iHIUBUIYAIBHOTO

MetagoH

[TanieHTaM Ha I ATPUMYIOYiil Teparnil

CHPOBATLI KPOBI MOKYTh
OyTH 3HH)KEHI 3aBJIAKH
CYILYTHBOMY MpHHOMY
POCJIMHHOTO Mpenapary
«3Bipobiii» (Hypericum
perforatum)

Lle BiiOyBaeThCs Uepes
CTHMYJIIOBaHHS 3BIp000EM
dbepmeHTiB MeTaboTizMy
npenapary ta/abo
TpaHCIIOPTHUX OLIKIB

J03yBaHHs AUC | 0.40 (0.31-0.51) METAZI0HOM, SIKi PO3NOYHHAIOTH NPUIOM
Cmin ND Cumax ||HeBipamniny, He0OXiIHO TPOBOIUTH
1 0.58 (0.50-0.67) KOHTPOJIIb Ha MPE/IMET MOSABA CHHIPOMY
BIJIMIHH, Ta CJIiJI BiJITOBIHUM YHHOM
[POBECTH KOPHUI'YBAHHS J103M METAI0HY
\ Pocaunni npenapatu
3Bipo0iit PiBHi HeBipamniny B PocnuHHI npenapaTH, o MicTITh

3Bipo0iii, HEe KOMOIHYIOTb 3
HesipaninoM. SIKio namieHT Bxe
npuiimae 3BipoOiif, TO CITiL epeBIpUTH
piBHI HEBipaIiHy Ta MOXJIHBOIO Bipycy i
NPUIMHUTH [pHHOM 3Bipodoro. PiBHi
HeBipa MiHY MOXYTh 301TLITATHCS T1CTIs
NPUIIMHEHHS puiioMy 3Bipo6oio. Moxke
BHHUKHYTH OTP 0a y KOpUTyBaHHi
no3u Hesipaniny. Edext crumysmoBaHHs
MO3Ke TPHBATH Iie NIoHaliMeHIe 2
THOKHI TICIISA TPUITUHEHHS JTIKYBaHHS
3BipoOOEM

Ocobaueocmi 3acmocysannA.

Hesipamin ci1iJi BHKODHCTOBYBaTH INOHAiMEHINE, 3 [BOMA iHIIMMH AHTHPETPOBIPYCHHMHU
npemaparamMu  (muB.  po3ain  «PapMaKonoriyHi - BJACTUBOCTIY). Hesipania He ¢l
BHKODHCTOBYBAaTH B SKOCTi €IMHOTO AHTHPETPOBIPYCHOTO IiKapchKOro 3acoly, ToMy IO
MOHOTepamiss  OyIb-SKHM AHTHPETPOBIPYCHHM IIpernapaToM MOXe IPH3BECTH /10 PO3BUTKY

IHCTPYKILiSH /17151 32CTOCYBAHHS JiKAPCHLKOro 3aco0y (KiHIEBOro NPOAYKTY), 3?}1&‘1&:%

. as . . . b

MiANHCOM YIOBHOBaKEHOI 0COOH, 110 BHCTYTIA€ Bijl iMEHI 3asBHHKA /ﬂ'//
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pe3HCTEHTHOCTI /10 Bipycy. Hesipanin 36epiracTbcst B KpOBi IPOTATOM TPHBAJIOro IEpPIoy dacy
nicis nepepuBanHs abo NPUIIMHEHHS TKYBaHHS; B pe3y/bTari cyOTepaneBTIYHIX KOHIIEHTpalii
Ta MOXE BMKIMKATH pPE3UCTEHTHICTh 0 HeBipamiHy (muB. posain «®Papmakonoriusi
BiacTuBocTi»). KomGinoBana Tepariis 3 HeBipamiHoM He BuiikoBye BIJI-1; namieHTH MOXYyTh
MPOJIOBKYBATH BiMYyBaTH CHMIITOMH 3aXBOPIOBAaHHs, MOB'A3aHi 3 misHiMu cramiamu BUI-1, B
TOMY yuc YMOBHO-I1aTOI'€HHI 1H(eKI.
I[NanieHTaM NMOBMHHI 3HATH, M0 AHTHPETPOBIPYCHA Tepallis, He BHKIIOYAE PU3HK Nepenadi
BIUJI-1 inmmM, yepe3 craTeBHH KOHTAakT a0 3apaxkeHy KpoB. Biamosinmi 3anmoGixHi 3axoiu
MOBHHHI 3aCTOCOBYBATHCH.

Iepmi 18 TukniB Tepanii HeBipanmiHOM — KPHTHYHHII MepioJl, MPOTATroM sIKOro MalmieHTIB
CJIl pPeTejIbHO KOHTPOJIOBATH CTOCOBHO BAKKHX i 3arpo3IMBHX sl KHTTH IIKIPHHX
peakuiii (B Tomy umcai cuuapoma CriBeHca-/’KOHCOHA i TOKCHYHOIO eNiiepMajibHOroO
HEKPOJIi3y), a4 TAaKO0XK BIIHOCHO PO3BHTKY CepHO3HOr0 Ta 3arpos3jIMBOro sl JKHTTH
renaTury abo mevyiHkKoBoi HeAOCTATHOCTI. PH3MK pPO3BUTKY peakuii 3 00Ky NeYiHKH Ta
WKIPHAX peakiiii MakcumabHuil B nepmi 6 TwkHiB Tepamil. InTencuBHMI KIIHIYHMA |
Jaa00paTOpHHiIl MOHITOPHHI, BK/IIOYAKYH MOHITOPHHr GyHKuii neuinku, nosuHen 0yrn
BHKOHAHMII, HA 10YATKY Tepamii Ta OpoTAroM mepmux 6 TwxHiB jgikysanns. Oanak,
PM3HK NeYiHKOBHX peakumiii moxke 30epiraTHes i y MoJajbIIoOMy, TOMY MOHITOPHHI
MOBHHEH TPUBATH 4Yepe3 NeBHI npomizxkn 4acy. binem Bucoknii pisens CD4 na nouarky
Tepanii y KiHOK MiABHINY€ PH3HK PO3BHTKY NeYiHKOBHX mnoOiuuux peaknii. Sxmo
KOPHCTH Bi/l JIKyBAaHHS He NMEPEeBUILYE PH3HK, JIKyBaHHS HeBipaniHoM He ¢/1i1 N0YHHATH
y xinok 3 Jimpounramu CD4 Oineme mnik 250 kaiTaE/MM® 60 Y H0JI0BIKIB 3
AiMonnTamu CD4 diabme HiK 400 KaiTHH/MM.
IMamienT# 3 03HAKAMM PO3BHTKY reNATHTY, TSUKKHX IIKIpHHX peakuiii afo peaxmiii
rinepuyTJHBOCTI MOBHHHI NPHIHHUTH JIKYBAHHS HeBIpaNiHOM i HEraiHO 3BEPHYTHCH 32
MeauuHow jJonomoror. Hesipamin He MOKHA HA3HAYATH BAPYT, SIKIIO NPH NEPBICHOMY
gdikysauui Oyam  Baxkki nmedinkoBi peakuii, mKipmi peaxuii a6o BH3HAYEHA
rinepuyTauBicTs (IMB. PO3IALT «IPOTHIOKA3AHHSY). Y JeSKHX BHIAJAKAX peakmuii 3 Hoky
HeYiHKH NPOrpecyBasin, He3BAKAKYN HA NPHITHHEHH JIKYBAHHS.

He ciiig moHOBIOBATH NPUHIiOM HeBipamiHy MiCJs NPOSIBY TSUKKHX NMEYiHKOBHX, WIKIPHUX
peakuiii abo peaxuiit rinepuyrausocrti. Jo3y caia miadupaTH xyxke peresibHO, 0C00IHBO
nporsirom 14-gennoro mouarkosoro mepioay (amB. po3ain «Cmocid 3acrocysanus Ta
A03H»).

[IkipHi peakuii:

V nauienTis, SKi OTPUMYBAJIH IpENapar, CIOCTEPiraIucs TSXKKI Ta 3arpo3/IMBI U1 KUTTS IIKIpHI
peakilii, ski MOXYThb CHPHYHHHTH HABITh JIETANBHUM HACHiOK. Y pa3i BUHUKHEHHS HaBiTh
OOJMHOKMX BHCHIIIB CIIiJI PETEJIbHO CIOCTEpiraTH 3a CTAHOM Malli€eHTa. 3acTOCyBaHHs
Mpenapary HoTpiGHO IPUIIMHUTH i 3r0/I0M He MOHOBJIIOBATH, SKIIO Y MAlli€HTa CIIOCTePIraloThes
CHJIBHI BHCHIIAHHs ab0 BHCHIIAHHS, SIKI CYIPOBOMKYIOTBCS CHCTEMHHMHM CHMIITOMaMH (TaKMMH
SK TPOMACHHULS, IYXHpi, YpaKeHHs CIIH30BOi OOOJIOHKH IOPOXKHHHH pPOTa, KOH IOHKTHBIT,
HaOpsak obauuys, 0ib y M’g3ax abo cyriobax, 3aranbHUi IHCKOM(OPT). BKIIOUYAIOYH CHHAPOM
Crisenca-J>xoncona abo TOKCHYHHHN enliepManbHui Hekpodi3. 3actocysanus Hepipaniny cmin
MOBHICTIO MNPHIMHHUTH, SKIIO Yy Tali€HTa BHHUKAIOTH peakmil rinepyyTauBOCTi, 1110
XapaKTepPH3YIOThCs BHCHIIAHHSM i3 CHCTEeMHHMH CHMIITOMAaMH, a TAKOJK BiCLEpabHi ypaKeHH,

IHCTPYKLIS I 32CTOCYBAHHA JIKAPChKOIo 3ac00y (KiHIEBOro NpPoayKTYy), 3aCi§iﬂ'{C/}}3’
MIAIHCOM YIIOBHOBaXKEHOI 0COOH, 1110 BUCTYTIAE BiJl IMEHI 3asBHUKA Wﬁf/
- L
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Taki AK TenaTHT, eo3uHOGimis, rpaHyrouHTONeHis i AucyHKIs HUpOK abo iHII O3HAKH
BICLIEPATTBHHX ypakeHb (uB. po3aii «[Tobiuna JUsi»).
[TamieHram cil MOBIZOMHMTH, IO HAWYacTiIMM MNpOSBOM TOKcH4YHOCTI Hesipaniny e
Bucunanus. Ciiji 3ampoBapKyBaTH [0YaTKOBHH IEpiojl, OCKUIBKH Oylo BCTAHOBJIEHO, HIO BIiH
3MEHIIye 4YacToTy BHcHNaHb (auB. posuin «Croci6 3acTocyBaHHS Ta J03H»). BiIbmICTH
BHIA/JIKIB BHCHIIAHHs, MOB’s3aHoro 3 HeBipamiHOM, BHHHKA€ NPOTATOM MNEpPIIMX 6 THKHIB
Teparii, ToMy CiJ1 3abe3MeYuTH MIIBHUA HATrIsA] 32 CTAHOM MAaLli€HTa M10/10 NOSBH BHCHIIAHHS
npotsroM 1poro nepioay. Ilamientis cmia moiHGopMyBaTH, IO Yy pa3si MOSBH BHCHIIAHHS
MPOTATOM MOYATKOBOIO MEPiOAy 03y HE CIIiJl MiABHMILYBATH, NOKM BHCHUIIAHHSA HE 3HHKHE.
Pexxum no3ysanns 200 mr 1 pas na 106y TpuBae He aoBiie 28 AHIB, Mic/s 4Oro Ciijl MepeiTH Ha
AIbTePHATHBHHH pPEKHUM. V piakicHHX BHIQAKax crioctepiraBcs pabpomionis y
namienTiB, y skux Gynu peaxuii 3 Goky mKkipu Ta/abo NediHKH, TOB’s3aHI 13 3aCTOCYBaHHAM
Hesipaniny. CynyTHi#f npuiioM NpeiHi30HY He NPHU3BOAMTH IO 3MEHIIEHHS YacTOTH IOSBH
BHCHIIaHb, MOB’53aHMX 3 HEBipaIliHOM, 1 MOXX€ CHPHYMHUTH 30UIbIIEHHS BHCHIIAHb, IIPOTATOM
HepIIHX 6 THXKHIB Tepanii Hegipamninom.
Jlo dakTopiB pH3MKy pPO3BHTKY IIKIpHMX peakiliii HaleXWTh HEJOTPHMAHHS BCTAHOBJIEHOTO
pexumy mpuitomy mo3u 200 mMr 1 pa3z Ha 100y NPOTArOM MEpIIHX MOYaTKOBOTO INEPIOAY.
3aTpUMKa MiX IIOSBOIO IMOYATKOBHX CHMIITOMIB i HaJaHHAM MEIWYHOI KOHCYJIbTallli MOXKe
301IBIIMTH PU3UK CEPHO3HIMINX HAcHijKiB mKipHux peakuiid. [Tpu BIJI-repanii xiHku MaioTh
OGiMBIIME PU3MK TOSIBM BHCHIIAHB, HDK YOJIOBIKH, HE3@IEKHO BiJl TOro, Y OTPUMYIOTH BOHH
Tepariro, 10 CKJIaay SIKOi BXOAWTh HEBiparliH.

Peaxuii 3 O0Ky ne4iHKH:

V nami€eHTiB, AKi OTPHMYBaIH HEBipamiH, crocTepirajacs TSXKKa 1 3arpo3jiuBa JUls JKUTTH
renaTOTOKCHYHICTh, BKIIOYAIOYM JIETATbHUH (QyIMIHAHTHMH renaTuT. PH3HK pO3BHTKY
MEeYiHKOBHX peaKiliii € HaWOIbIIMM NPOTArOM Mepiux 6 THXKHIB Tepamii (KpuTH4YHHMH € 18
TIOKHIB). [IpoTSromM ychoro JiKyBaHHS CIiJ POJOBKYBATH 31HCHIOBATH KOHTPOJIb 3 YacTUMM
inTepBanamu. IlamieHTiB CIig MOBIZOMMTH NHpO Te, LIO IEYiHKOBI peakiil € IOoJOBHUMHU
IposIBAMH TOKCHYHOCTI HeBipamiHy. IlamieHTaM 13 cUMOTOMaMH TeNaTHTY CJil BIAMIHUTH
mpenapar i HeraiHO 3BEPHYTHCS IO MEIMYHY JOMOMOTY 3 O0OOB’S3KOBHM IPOBEICHHAM
nabopaTopHOro 0oOCTeXKeHHs NEeYiHKH. Y piIKICHHX BHIAJAKaX CHocrepiraBcs padaomionis y
TMalieHTiB, y skuxX Oynm peakiuii 3 60Ky mKipu Ta/abo Ne4iHKH, MMOB’43aHi i3 3aCTOCYBaHHSAM
Hesipaniny.

[MoBigoMisIoCs PO CEPIO3HY renaTOTOKCHYHICTh, BKIIOYAIOYH MEYiHKOBY HEIOCTaTHICTD, L0
notpedye TpaHCIUIaHTAWil, MO BHHHKala B oci0, HeindikoBanux BlJI, ski oTpumyBain
Oaratopa3oBi n03u Hesipaniny y Mmexax npodinaktiku micias konrakty 3 BIJL 1 ska €
He3aTBEpJKEHHMM IOKa3aHHAM 1, TaKMM YHHOM, 3acTocyBaHHs Hesipaminy He MoOKHa
PEKOMEHTyBaTH.

[Mixeumeni piai ACT i AJIT > 2,5 x BMH Tta/a6o cynyTHs indikoBaHicTs renatutom B i/abo C
Ha T0YaTKy TPOTHPETPOBIPYCHOI Tepamii, MOB’S3aHl 3 NIABHINEHMM PHU3HKOM DPO3BHTKY
MEeYIHKOBMX MOOIYHMX peakiiif M Yac HpOTHPETPOBIPYCHOI Tepamii B IUJIOMY, BKIIOYAlOYH
CXEMH JIIKYBaHHS, 10 AKHX HaJIe:KHTh Hesipamis. ]

XKinku 1 nauientu 31 36inpmenHow0 Kinbkictio CD4 Hamexars 0 Ipyny MiBHIIEHOTO PU3UKY
PO3BUTKY MEYIHKOBHX peakiiii. Y XIHOK pH3UK PO3BHTKY peakiiiii 3 O0Ky MediHKH, 3 MOSBOIO
BHCHIIAHb, B 3 pa3u Oinbiua (5,8 % nopisHsaHO 3 2,2 %), a NAi€HTH 3 MiIBUIIEHUM MOKA3HUKOM
CD4 na nouarky npuiloMy mnpenapary MawTh OUIBIIMI PH3UK PO3BHTKY peakuid 3 OoKy
MEeYiHKH, IMOB'I3aHHX 3 HEBIPAIliHOM. 3riJIHO 3 PeTPOCHEKTHBHUM OTJISI0M,
KIHKH 3 nokazHukoM CD4 >250 xnitun/MM3 MaioTe B 12 pasiB OUTbmMH pU3UK MOOIYHHMX

Incrpykuis s 3acTocyBanns JiKapcbKoro 3acody (KiHIEBOro npoayKTy), :*f}ai,uqe/ﬂa
OIMUCOM YITOBHOBa)KEHOI 0COOH, 1110 BUCTYMAE Bl IMEHI 3asBHHKA Of/ W
22092017  Kouvbei ML.
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peakuiii 3 60Ky Me4iHKH MOPIBHAHO 3 )KIHKaMH, B SKHX NOKa3HUK CD4 <250 xnitus/MM
(11,0 % nopisusino 3 0,9 %). I[TixBuieHuit pH3HK CIOCTEPIraBCsi y 4OJIOBIKIB 3 nokasnukom CD4
>400 xnitur/Mm3 (6,3 % nopiBHsHO 3 1,2 % y YOJOBIKIB 3 NOKa3HUKOM CD4 <400
KITHH/MM3).

Kontposs crany neuinku. ITix yac 3acrocyBanus HeBipaniHy mOBiIOMIISIIOCS PO BiAXMIIEHHS B
MOKa3HWKaX (YHKIT INediHKH, Yy JIeSKMX BHMaJKaXx — y nepumn TwxHI Tepamii. Yacro
MOBIZIOMIISIIOCS PO GE3CHMIITOMHE [iJIBUIIEHHS DiBHS (DepMeHTiB IediHKM, IO He €
000B’I3KOBHM NPOTHIIOKA3aHHAM UIS 3acTocyBaHHs Hepipaminy. BescuMnrTomHe miBHINEHHS
piBHs ramMMmarioTaMinTpaicdepasy He € NIPOTHIIOKa3aHHAM Ui NpoJoBxkeHHs Tepamnii. CyBopo
PEKOMEH/IYETbCS MPOBOAWTH AHAII3M NOKa3HUKIB (PYHKII] MEYiHKH 3 YacTHMH IHTEpBalaMH
3rilH0 3 KIIHIYHHMH 1oTpebamM namieHTa, ocoOIMBO mpoTAroM nepmux 18 THKHIB
tepanii. Kininiynuii i 1a60paTOpHHl KOHTPOJIb Ma€ TPUBATH IPOTATOM YCBOIO 4acy JIKyBaHHs
HesipaninoMm. JlikapsiM i namieHTaM HEOOXiZHO IHIBHO CTEXKHTH 3a NOSBOIO OyIb-fKHX
MPOAPOMAILHUX MPOsABIB a00 JaHMX aHATI3iB, IO CBiAYaTh MO IENaTHT, TAKUX AK aHOPEKCisd,
HYJOTa, JKOBTSAHUI, OUTipyOiHypis, axomiynuii kan abo 30inbmieHHs OOMIOYOCTI MEYiHKH.
[TamienTiB ctif 3acTeperTd, IO y pa3i BUABJICHHS IMX O3HAK CJIJ 3BEPHYTHCS [0 MEIMYHY
nonomory. Sxmo ACT abo AJIT cranoButs > 2,5 X ULN (BepxHs Meka HOpMH) 10 abo Imij 4ac
JKYBaHHS, aHai3 (YHKLIT Ie9iHKH CJ1i]1 IPOBOMUTH YacTillle, IPOTArOM PeryISspHUX KIIHIYHHX
Bi3uTiB. HeBipanin npotunokaszaxno npusxavatu nauiearam, y skux ACT abo AJIT jo nmikyBanus
ctanoBUTh > 5 X ULN (aus. pozain «IIporunokasanssa»).

Sxkmo ACT a6o AJIT 36inbmyersbes o piBag > 5 X ULN npotsarom mikyBaHHS, 3aCTOCYBaHHs
HeBipaniny ciin Heraitno npunuHUTH. Skmo ACT abo AJIT noBepHyHCs 10 CBOIX IOYATKOBHX
PIBHIB 1 y mamieHTa HeMae KOJHHX KJIIHIYHAX O3HAK ab0 CHMIITOMIB renatuty abo 3arajlbHHUX
CHMIITOMIB i SKIIIO pe3y/IbTaTH aHaIi3iB He CBiAYaTh Mpo Oyab-iKi MopyuieHHs QyHKIIIH opraHis,
MOJKHA MOHOBHTH IIPHiIOM HeBipamiHy, IPYHTYIOUHCh Ha KIIHIYHHX rorpebax i ominmi abo
BHXO/SYH 3 OKpeMoro Bunaiky. [Ipuitom HeBipaminy ciii HOHOBHTH 3 NOCHJIEHUM KJIHIUYHHM I
nabopaTOpHUM KOHTpOJeM, rnodnHawoud 3 go3u 200 mr/zody nporsrom 14 aHiB, micis 4oro
nepeiita Ha npuitom 400 mr/moby. YV pasi moOBTOPHOrO BHHHMKHEHHS BiIXHJIEHBL y (QyHKIIT
MEeYiHKH 3aCTOCYBAHHS HEBIpAMiHy CJi/1 MPUMMHATH 30BCiM. Y pa3i BUHMKHEHHS KJIiHIYHOTO
TemaTuTy, SIKUH XapakTepHU3yEThCS AHOPEKCI€l, HYJA0TOI, OJIIOBAaHHAM, JKOBTSHHLECIO |
pesyiabTaramyu JabopaTOpHUX aHali3iB (TaKHMH SK TOMipHI abo 3HauyHl BIAXWIEHHS B
MOKa3HuKax (YHKIIT mediHke (3a BUHATKOM ramarioTaMinTpancep a3u), 3acTOCyBaHHs HEBipa
MiHY CHiJl MOBHICTIO NpHMHHUTH. HeBipanid He CIliJl MOBTOPHO NMpPH3HAYaTH MaIli€HTaM, SKUM
JIOBEJIOCA TPHUITMHUTH HOro MNpHiloM BHACIIZOK PO3BHHEHOrO 4Ye€pe3 HeBIpamiH KIIHIYHOIO
remnaTuTy.

Kontpauenmuis:

Tepanis HesipaminoM He 3MeHIIye pU3HKY ropusoHTanbHoi mepenadi BIJI-1 inmmm ocobam.
Kinkam, sxi npuiimaiots HeBipanin, He ¢l 32aCTOCOBYBAaTH TOPMOHAIBHI METOIH KOHTpaLeNLil
(nanpuknan, Jleno-MepoOKCHIIPOreCTEpPOHY aueTar), OCKUIBKM HEBIpaliH MOXKE 3HH3UTH
IJIa3MOBY KOHIIGHTpALIIO IUX JiKapchKuX 3aco0iB. Tomy, abum 3HM3MTH pu3uK nepemaui BIJI-
iH(peKii, peKOMEHYETECS 3aCTOCOBYBATH Dap’€pHI METOIH KOHTpaLeIILii.

[Topymenns mniaHoro ooMiHy:

KombiHoBaHa aHTHpeTpOBIpyCHa Tepallis acoliifoBaHa 3 mepepo3noiiioM (JinmoaucTpodis)
JKUPOBUX BiakiIazeHb Ha Timi y BlJI-iHikoBaHMX Nali€HTIB, BKIIOYAIOYH 3MEHILCHHS
nepudepuyHUX Ta OAMKIPHUX  JKMPOBHX  BIAKJIaJeHb Ha  00aM44l, 30UIbIIEHHA
iHTpaabIOMIiHATBHUX Ta BICHEPATLHUX KHPOBHX BiJKJIANEHB, rinepTpodilo MOJOYHUX 3103 Ta
KYMYJISILIIO XKHPY Y AOPCOLepBIKalbHUX AiHKax (rop0 6i3oHa).

IneTpyKuis /st 3acTOCYBAHHSA JIIKAPCHKOT0 3ac00y (KiHIEBOT0 NMPOAYKTY), 3acain?
NIAMHCOM YITOBHOBasKeHOT 0c00H, 1110 BUCTYTIAE BiJX IMeH1 3asBHHKA LA L
22.09.2017 Kouy6eii M€Y
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Kom6iHoBaHa aHTHpETpOBipycHAa Tepamis acomiiioBaHa 3 MeTabONIYHHMH MOPYIIEHHAMH,
TaKMMH  SIK  TiNepTPUITLEPHAEMis,  TilepXoyecTepoieMis,  IHCYJIIHOPE3UCTEHTHICTb,
rimepriikemis Ta rinepiakratemist (uB. po3ain «OcoGIHBOCTI 3aCTOCYBaHHA ).

OCTeOHEKPO3: XO0Ya €TIiOJNOTrisi OCTEOHEKpO3y BBaKAEThCA 6araTohakTOpPHOIO, BHIAIKH
OCTEOHEKPO3Y CIIOCTEPIraaucs TOJIOBHAM YHHOM Yy TAI€HTIB i3 3amylieH0l0 XBopoOoK Ta/abo
IIpH JIOBrOTPHBAJNIOMY 3aCTOCYBaHHI KOMOIHOBaHOI aHTHPETPOBipycHOI Teparii. [TamienTis ciij
NONEPEIUTH TPO HEOOXiJHICTh 3BEPTATHCS 33 MEAMYHOIO JONOMOTOK y pasi nosBH 00io,
purijiHocTi y cyrinobax abo pyXxoBUX NMOPYIIEHb.

Cunopom imynnozo sionosnenns: y BIJI-iHQIKOBaHHX XBOPHX 3 TSKKMM IMYHOAE(ILUTOM Ha
NoyaTKy JiKyBaHHS aHTHPETPOBIPYCHHMH IpernapaTtaMi MOXKe BHHUKHYTH 3anajibHa peakilis Ha
aCHMIITOMATHYHY ab0 pe3uyajibHy ONOPTYHICTHYHY iH(EKUil0 Ta CIPHYMHHTH THKKHH
KJIiHIYHUH cTaH abo 3arocTpeHHs CHMITOMIB. 3a3BHYaii Taki peakiii BHHHKAIOTh Ml 4ac
Tepumx THXHIB ab0 MicsliB JIKYBaHHS aHTHPETPOBIpYCHHMHM INpenaparamu. BiamosiaHnmu
NPUKJIalaMi  1[bOTO € PETHHIT, CNPHYMHEHHH [HTOMErajoBipycoM. TreHepaii3oBaHi abo
dokanbhi iHQekuii, cnpuuMHeHi MikoOaktepismu abo Preumocystis jiroveci (P. Carinii)
pneumonia. Bynb-aki 3anajbHi sBHIa HeoOXinHO Oe3 3aTpUMKH JOCHIAMTH  Ta IpH
HeoOXiIHOCTI posmoyard IX JKyBaHHA. Y CTAHOBJIEHHI IMYHHOTO BIJIHOBJICHHS TaKOX
MOBIIOMIISNIOCS 1IPO BUHUKHEHHsS ayTOIMYHHHX MNOpymIeHb (TakuX gk XBopoOa I'peiisca.
noniomiosut Ta cuHapoM [iiiena-Bappe), xoda iX mouarok € Oinbml BaplaGeBLHAM Ta MOXKE
BHHHUKATH uepe3 6araTo MICsIiB Micls MOYaTKY JIIKYBaHHS Ta IHKOJIM MaTH HETHIIOBY KapTHHY.
Jlakto3a: Jlammii npemapar Mmictath 928 Mr MOHOTrpaTy IaKTO3H Opu npuifomi B
pekoMenioBaniit 1031 2 Tabnetku Ha n00y. [lamieTam 31 cnaaKoBO 3yMOBJICHOIO aHOMAIEKO
obMiHy peuoBuH — ranakrosemieto, nedinmrom nmakrtasu (The Lapp lactose deficiency) abo
CHHJPOM I'JIF0OKO30-rajlakTo3H0i MaababcopOuii — npenapar He NPH3HAYAIOTh.

3acmocyeannn y nepioo eazimnocmi abo 200Y8aHHA 2pyooio.
AniekBaTHUX 1 J0Ope KOHTPOJILOBAHMX HOCHiDKeHb JikyBaHHS BlJI-iHdikoBaHHX BariTHHX
KIHOK He NpoBOAMJIOCH. VY BariTHUX ITIBAIIEHA TeMaTOTOKCHYHICTB, IHAYKIIS (epMEHTIB;
yacToTa MyTaniii crifikocti 0 npemapaty - 6mu3pko 20 % HaBITH IPH OJHO- YU ABOKPATHOMY
3actocyBanHi. ToMy 3acTocyBaHHs HEBipamiHy y Mepiojl BariTHOCTI MOXKIJIMBE JIMIIE TOJI, KOJIH
OuiKyBaHa KOPHCTh JUIS MaTepi  MEpeBHILYye  MOXIMBHI  DH3HK  JUId  [UI0Ja.
[Ticns nepopaibHOrO 3acTOCYBaHHsS HeBIpamiH JIETKO [POHMKAae 4epe3 I[UIaleHTy Ta
eKCKPETYEThCS y IpyaHe Mo0K0. OCKiibKH HeBipalliH i Bipyc NPOHHKAKOTh y I'PyIHE MOJIOKO,
MaTepsAM He PEKOMEHIYEThCs TOAYBaTH HEMOBIAT TIPYULIO, MO0 YHHKHYTH BEPTHKAIbHOL
nepenaul B1JI Bij maTepi 10 AHTHHH.

30amuicme ennusamu Ha WEUOKICMb pearyii npu KepyeanHi agmompancnopmom ado iHuumu
MexaHizmamu.

CrnewianbHUX JOC/IDKEHb BIUIMBY IIperapaty Ha 3[aTHICTh KepyBaTH aBTOMOOLIEM 1
MEXaHi3MaMH He IPOBOAWIOCH. AJie € MOBIIOMIICHHS NP0 BHHHKHEHHS COHIMBOCTI IpH
sactocyBanni Hesipaniny. Ilpn BUHHKHEHHI BTOMH Nalli€eHTaM, sfKi 3acTocoByioTh Hesipamin,
PEKOMEH/IYEThCs YTPUMATUCS Bijl KepyBaHHA aBTOMOOIJEM Ta BHKOHAHHS IHIIMX MOTEHLIHHO
HeOe3NeYHuX BHAIB MISUTBHOCTI, $Ki MOTpeOyIOTh MIJBMIIEHOI YyBaru Ta I[IBHIKOCTI
IICHXOMOTOPHHUX peakiii.

Incrpyxkuis /1/1st 3aCTOCYBaHHA JIKapChKOro 3acody (KiHIeBoro npojayKTy), 3acBil4ena,
HIAMHCOM YIIOBHOBaKEHOT 0c00H, 1110 BUCTYIA€E Bij iMeH] 3asBHHKA y //j/é'j/‘“
22.09.2017 Kouybeu M. 24
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Cnocid 3acmocyeéarnna ma 0o3u.

JlikyBaHHs HEBIpaIiHOM ITOBHHEH IIPH3HAYATH JIKap 3 AocBiaoM JikyBanusa BlJI-indexuil.
Hesipanin npuiiMaroTh HE 3a1€)KHO Bijl TprHOMY TKi.

Jlopocni Ta nijutiTKH 3 Baroo moxaja 235 Kr:

PexomenioBana nosa npenapary — 1 tabnerka 200 Mr mozaHs npotsrom nepomx 14 auiB (cmin
JNOTPHMYBATHCS TAKOTO TMOYATKOBOTO Tepiojfy, OCKUIBKH OYJI0 BCTAHOBIEGHO, IO L€ 3MEHILIYE
4acTOTy MOSBH BHCHMAHB), Micias 4oro npuimarots 1 tadbnerky 200 mr 2 pasu Ha 100y y
NO€IHAHHI MPHHAKMHI 3 IBOMa JOJATKOBUMH IIPOTHPETPOBIPYCHUMH 3aco0aMH.

PerymoBanug 103u

[TanienTaM, y SKuX npotarom 14-IeHHOro MoYaTkoBOrO mnepioay npuitomy mobosoi n1o3u y 200
MT CTaJOCh BHCHMIIAHHS, HE MOJXKHA MiABHIIYBAaTH 103y JIOTH, JOKH BOHO HE MHHE (IMB. PO3JLT
«OcobnuBocTi 3actocyBanHs»). Pexum mozyBanus 200 mr 1 pa3 ma 100y Mae TpuUBaTH He
noBme 28 JHIB, MiC)IA 9OrO CIIiJl NEPEHTH Ha aJIbTEPHATUBHUN PEXKUM.

[NamienTH, SKi IPUMAHKIN IPHHOM mpenapaTy OimbII HiK Ha 7 AHIB, MalOTh 3HOBY PO3I0YaTH
MPHUIHOM Mpenapary B peKOMEHIOBaHUX [103aX 13 IBOTHIKHEBHM IEPIOIOM 3aCTOCYBaHHS.

JliTH. 3acTocoByIOTh y AiTel 3 Barorw Oinpme 25 kr y 1031 200 Mr /1Ba pa3zu Ha JACHb.

VY BHNagKax, KOJH Bara CTaHOBHTh MEHUIEe 25 Kr, 3aCTOCOBYIOTh PO3YHMH Ul IEPOPAIbHOIO
3aCTOCYBaHHS.

3araibHi 3ayBa)KeHHs: MALIECHTIB CIIiJl MOBIZIOMATH PO HEOOXIHICT MIOJCHHOTO 3aCTOCYBaHHS
npenapary Tak, K 0yj10 mpu3Ha4eHo jikapeM. SKmo npuiom OyJ10 MpOITYIIEHO, HACTYIIHY 03y
HE CJIiJI TOABOXOBATH, aje il Tpeba NpuiiHATH IKOMOTa [LBH/LIE.

o Toro sk mMpu3HAYaTH TEpamio HEeBIpariHOM, a TAKOX 13 HAJIEKHHMH IHTEPBaJaMH MPOTATOM
Teparii ¢ poduTu GioXiMIYHI aHAII3N, BKIIOYA0YX aHami3 GyHKUiT nedinky (JIMB. pO3Zi
Hupxosa HenocTaTHICTD

PerymoBanHs 1034 HE MOTPiOHO JUId MAIIEHTIB 3 KiipeHcoM KpeaTuHiny > 20 mi / XB. (auB.
po3ain «PapMaKoIOrigHi BIACTHBOCTI»). s mamiedTiB 3 mopymeHHsIM GYHKUIT HUPOK, MIics
KOXKHOT IIPOLIETYPH Jialli3y peKOMeH 1yeThes puitHaTH 103y 200 Mr HeBipariHy.

NeYiHKOBA HEAOCTATHICTh

[leyiHKOBa HEIOCTATHICTb.

HeBipamin He ciig NOpU3HAYaTH y Mali€HTaM 3 TSOKKOIO AMc(YHKIIE MediHKH (3a
Kinacuikaniero Yaitnma-IT"10 knac C, aus. po3ain «IIpotunokasannsay»). PerymoBaHHs 1034 He
NOTPiOHO Yy NALIEHTIB 3 JIErKOK 1 IOMIPHOKO IEYiHKOBOIO HEIOCTATHICTIO (IMB. PO3/IiIH
«OcobimBocTi 3acTocyBaHHSA» Ta «PapMaKoIOriuHi BIACTHBOCTI).

JIro/ 1M MOXHIIOTO BIiKY:

3acTocyBaHHA HEBIpaliHy He A0CIIUKYBAIOCh Y MAaLIEHTIB y Billi cTapiue 65 pokis.

Ilepeoosysanna.

AHTHIOT TUpH mepenosyBaHHi Hesipaminy — HeBigomuid. [loBiomisiocss mpo BHIAIKH
nepenosyBanns Hesipaminy y mexax Biz 800 no 6 000 mr/noGy npotsarom 15 ni6 npuitomy. ¥
NAli€eHTiB crocTepirajmcs HaOpsikM, BY3WJIKOBA €pHUTEMa, IMiJBUINEHA BTOMIIOBAHICTB,
MPONAcHHIls, TOJOBHUH Oinb, Oe3coHHs, HyAoTa, IHOIIBTpaTH y JereHsAX. KOpPOTKOTpHBale
3araMopoYeHHs, OMIOBaHHS, MIJABHUIICHHS PIBHS TpaHcaMiHa3 1 3MeHIIeHHs macu Tina. [licns
NpHIMHEHHs npuiiomy Hesipaniny Bci siBUIIa 3HHKAJIH,

Hitu. TloBimomisiid 1po OAWH BHMNAZOK 3HAYHOrO BHIAJKOBOI'O IEPENO3YyBaHHSA Y
HOBOHApo/UKeHOI JuTHHH. BBeneHa no3a y 40 paziB mepeBHINyBana peKOMEHIOBaHY 103y 2
mr/kr Ha 100y. [Ipu nupomy crnocrepiraiacs cnabko BUpaKeHa HEHTPOIEHIA 1 rinepiaakTaTeMis,
AKI CIIOHTAHHO 3HUK/IM Y MEXaX OJHOT0 THXHA 0e3 Oy/ab-sKHX KIIHIYHUX YCKIajHeHb. Yepes |

IHCeTpyKList /1151 32CTOCYBAHHS JIKAPCHKOT0 3200y (KiHIEBOro NPoAYKTY), 3acBla4eHa
MiAIKCOM YIIOBHOBaXKEHOT 0cO0HM, 1110 BUCTYIIAE Bijl iMEH] 3asBHHKA /24 /ﬁ/
22092017  Kowyéei M€Y




A4
4 ‘--/-.—-
PIK PO3BUTOK Ili€] JUTHHH 3ATHINABCS HOPMAJIbHUM.

Hobiuni peakuit.

Kpim BHCHIIaHb Ta nopylueHs GyHKIIT Te4iHKH HaHOUIBIN NOIHPEHHMH TOOIYHHMH pEaKIlisIMH,
I0B’A3aHUMH 3 TEPAIi€ro HeBipamiHoM, OyJIM HyI0Ta, MiJBHIIEHA BTOMTIOBAHICTh, MPONACHHMLI,
rosioBHK# 61k, GmoBaHHs, Aiapes, 6iJb y )KHBOTI Ta MianTis.

3pinka Tepamis HeipamiHoM MoO)Xe CIPHYHHHTH aHeMil0 abo HEHTpONeHir. Y MOOJHHOKMX
BHIIa/IKaX TOBIIOMIISUIOCS TIPO apTpaIriio SK TpO aBTOHOMHE 3aXBOPIOBAHHS Y MAII€HTIB, SIKi
OTPHMYBAJIM TEpaIilo, 10 CXeMH SKoi BXoaAuTh HeBipamiH.

Haibinemumu  cepifosnumu  noGiuaumu  peakuismu Oymu: cunapom Crisenca-J/DxoHcoHa;
TOKCHYHHI{ enijiepMalibHUIl HeKpOJIi3; TsKka opMa renaturty; cepiosHa AUCHYHKINS MEYiHKH,
CHHIPOM TilepuyTIHBOCTI, IO CYIPOBOXKYBABCS BHCHNAHHAMM 3 MIJIBUILECHHAM TEMIIEpATypH
Tijla, apTparielo, Mianriero, 30ibMIEHHAM TiM(pATHYHUX By3J1iB; BicliepaabHi ypaKeHHs, Taki sK
renaTuT; e03uHO(IIis, rpaHyIonuToneHis 1 Hupkosa aucynxuis. [lepmi 18 THkHIB JiKyBaHHS
€ KPHTHYHUM [EPiOA0OM, KU noTpedye MUIBHOIO HATJISITY.

Byo moBiZoMiIeHO TIpO HACTYIHI MoOiuHI peakiii, o, MOXJIMBO, MOB’53aH1 13 3aCTOCYBaHHIM
Hegipaniny. 3a3Hadena yactora IpyHTYETBCS HA JaHUX KJIIHIYHUX BHIIPOOYBaHb.

Kpurtepii OI[iHKH YacTOTH PO3BUTKY MOOIYHOI peakiii JiKapchbKoTro 3aco0y:

noHax 10 %— ay»xe yacTo:

1-10 % — gacro;

0,1-1 % — neyacro;

0,01-0,1 % — moOAMHOKI;

menmre 0,01 % — piakicHi.

3 BOKy CHCTEMH KPOBi Ta IiM(pAaTHUHOT CHCTEMH

MOOMHOKI: TPaHYJIOLUTONeHs, aHeMis, JiMdoaeHonaTis.

3 Goky IMyHHOT cHCTEMH

9acTo: aleprivfi peaxiii; ,

HEYacTo: peakilii rinep4yTIMBOCTI, BKIIOYAIOUM aHa(inakTU4YHHI peakiii, aHIIOHEBPHYHHIH
HaOpsK, KPOIIUB HKY, ayTOIMYHHI po3nau (Judy3HUH TOKCHIHHH 300).

Hesposoriuni posiaan

YacTo: TOJIOBHHIT O1Ib.

[IL1yHKOBO-KHIIIKOBI pO3J1a/ i

4acTo: HyJ10Ta;

HewacTo: OiroBaHHs, 61716 Y JKHBOTI;

MNOOAHHOKO!: Alape:.

Po3namn remaro0iniapHol CHCTEMH

gacto: rematut (1,2 %), BiaxuieHHs B 1a0OpaTOpHUX MOKa3HMKaX (YHKII TEYIHKH (JUB.
1H(}pOopMaILLiI0 HIKHUE );HEYaCTO: JKOBTSHULA;

IIOOAMHOKI: MIe4iHKOBA HEAOCTATHICTE/ Py IMiHaHTHHH renaTHT (JUB. iHQOpMaIlilo HHUXKYE).

3 6OKy MIKIpH 1 MiAMKIPHOT KJIITKOBHHH

yacTo: Bucunanus (9 %);

HewacTo: cunapoM Crisenca-/Ixoncona (0.3 %), kponup’sHKa;

MOOIMHOKI: TOKCHYHHIA erlilepMalbHHI HEKpPOJli3, aHrIOHEeBPOTHYHHH HaOPsIK.

3 60Ky OMOPHO-PYXOBOr0 anapary Ta CIoJy4HOl TKaHUHH

HeyacTo: OUTb y M g3axX (Miajris);

MOOAMHOKI: Oinb y cyrnobax (apTpanris).

3arajpHi po3/i1aay i NOpYUIEHHs y MICIlI BBEIECHHS

HEYacTo: MMi/IBUIIIEHA BTOMIIIOBAHICTb, [IPOTACHUIIS.

IHCTpYKIis /1151 32CTOCYBAHHSA JIKapPCHKOro 3aco0y (KiHUeBOro npunvan) 3aua 4yeHa
MIMHACOM YIIOBHOBaXEHOT 0COOH, 110 BUCTYIAE B iMeHI 3adBHUKA ’f
22.09.2017 !\ouyoeu ’v{E
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Ikipa i mimKipHi TKaHHHA. Hal THIOBIIIHM KJIIHIYHHM NposiBOM TOKcH4HOCTI Hesipaniny €
BucHnanHsa. Tsokki abo mKipHi peakuii, sKi 3arpoylOTh XHUTTIO, BHHHKAIOThb 3 YacTOTOIO
npubnmusno y 2 %. Jlo Hux Hanexarb cuHapoM CriBeHca-J/[xoHcona (mpubmmsuo y 0.3 %) adbo
pijmie — TOKCHYHHI enmifiepMalbHUM HEKPOJi3, SKHi BHHHKAE TIMBKH TMPOTArOM MepiHx 6
THKHIB Tepamii. Bucumanas Oysaiote abo camocTiiHMMH, abo 5K CKJIaJoBa CHHIPOMY
FinepuyTAMBOCTI, 10 XapaKTepU3yEThCSl BHCHUIIAHHSAM, 3araJbHHMH CHMIITOMAaMH, TaKHMH sK
MpOMAcHHIA, apTpairia, Miairis i niMdaneHonartis, Tak 1 BicHepaJbHHMH YIIKO/DKEHHIMH,
TAKUMH SK TENaTHT, eo3uHOdLis, rpaHyIouUTONe s i HupKoBa auchyHkuis. IToinomusnocs
Mpo JeTaidbHi Hacmigaku cuuapomy CriBeHca-/[PKOHCOHA, TOKCHYHOTO —€HiZepMalbHOIO
HEKpOJIi3y Ta CHHJIPOMY TiNnepyyTIHBOCTI.

Bucunanns 3a3suuaii HezHauHi abo MOMipHi, y BUNIISII TUIIMHCTO-TIAITYILO3HHX €PHTEMATO3HUX
eNIeMEeHTIB, 31 cBepOexeM abo Ge3 Hboro, Ha TynyOi, o6yl i KiHmiBKax. [ToBimomiisiocs npo
anepriui peakiiii (BKmo4aun aHa(dinakcilo, aHTIOHEBPOTHYHMI HAOpSK 1 KpOIHMB SHKY).
[TepeBakHa OUIBIIICTE BUIAAKIB BUCHIIAHD OYAb-SKOI TSHKKOCTI TPANJIAETHCSA MIPOTATOM MEPIIAX
6 THIXKHIB Tepartii.

I'ematoGimiapni sBuma. Haifyactime B 1ab0paTOpHHX aHali3aX CIIOCTEPIralOThCs TaKl
BIAXMJIEHHS Bl HOpMHM: IIJIBHIICHHS piBHA J1abOpaTOPHHX NOKa3HHKIB QYHKIII MNeYiHKH,
pmouaroun  AJIT, ACT, rammarmoraminrpadcdepasy, 3aranbHuii OimipyGiH 1 JTyKHY
¢ocdarasy. HaiiuacTime TPAILISIFOTHCS Oe3CHMIITOMHI MiJIBUILEHHS piBHSA
ramaraotaminTpaacepasu. € MOBITOMICHHS NPO BHMAAKA 3aXBOPIOBAHHS Ha XKOBTAHHUINO. Y
MALI€HTIB, sKi NpHiiMald HeBipaliH, CIOCTEpIralucs BHNAJKH 3aXBOPIOBAHHA Ha TEIATHT,
Cepito3Hy i JKHTTEBO HeOe3leyHy relnaTOTOKCHYHICTh Ta JeTaIbHHH (yIMIHAHTHHH IeNaTHT.
PU3HK pO3BUTKY renaTUTy cepe]l NALi€HTIB, fKi npuitMann Hesipamin nporsrom poky, OyB y
ABa pasu BHIIMM mopiBHsiHO 3 mianebo. IligBumeni nokasunku ACT abo AJIT Ta/abo
IIO3UTHBHA CepoJIoriyHa peakilis Ha rematut B abo Hesipaminy 1 B KOHTpobHIH rpyni. Pusuk
PO3BHTKY MEYiHKOBHX MOGIYHUX sABHII NpoTaroM 1 poky tepanii Hesipaninom Oys menme 2 %
cepe]l ManieHTiB i3 HeraruBHOIO npoboto Ha rematut B i/abo C. Tlepmi 18 THXKHIB € KPUTHYHHM
mepiojIoM, SIKuif MoTpedye MUIBHOTO HArmsay. PH3HUK PO3BUTKY NOOIYHUX SBHUIN 3 OOKY MEYIHKH
€ HaibIIBIIKUM MPOTArOM MepIiuX 6 THKHIB Tepamnii. [IpoTe pu3uK 3aiMmacTbCs 1 MICAS NBOTO
mepiojly, TOMY MpPOTATOM YCBOTO MNepioAy IJiKyBaHHA CIiJi MPOJOBXKYBATH 3 KOPOTKHMH
iHTepBasaMH 31IHCHIOBATH NHJIbHUH HaIIiA 3a CTAaHOM marieHta (auB. po3aun «OcobauBocTi
3acTtocyBaHHs»). KiiHIYHI NPOSBH reNaTHTy MOXKYTh OyTH i30JbOBAaHHMH ad0 MOECIHYBATHCS 3
BUCHIIAHHSM Ta/abo iHmmMME 3araneHuMH cuMnTomamu. [llono Harnsay 3a pesynbraTamu
nabopaTopHUX MOKA3HUKIB PyHKUIT nediHKu AuB. po3aiut «OcobimMBOCTI 3aCTOCYBAHHS .

Jitu. llo6iuni aii, nos’s3ani 3 HEBIPAITIHOM, saxi HaiyacTinmie CrocrepiraroThest y MIiTEH,
nofidHI 70 THX, 100 W Yy JOPOCIHX, 3a BHHATKOM TIpPaHYJOLMTOINEHII, sika Haiivacrime
CIOCTEPIraeThest y AiTed. Y MOCTMAapKEeTHHIOBHX CIIOCTEPEKEHHAX aHEeMis YacTille BHHHKala
cepej aiTei.

IMpodinakTuka BepTuKanbHOI mepemavi. Hi y MartepiB, Hi y AiTelf He BHHHMKAJIO CEpPHO3ZHHX
BHNAAKIB BHCHNAaHb a0 IEYIHKOBHX MOOIMHMX peaklid, ski Mand O BIIHOMIEHHA 10
HEBIPAIIIHY.

KoMmmsiekcHa npoTHperpoBipycHa Tepamis —CYHpPOBODKYBajlacsi —MEPEpO3NOaioM  KHPY
(minomucrpodiero) y BlJI-namienTiB, BKIIOYAIO4YHW BTpaTy TMepHEPHYHOro Ta JHMIBOBOIO
NiMKIPHOTO KUPY, 3011bIIeHHs iHTpaadOMiHAIBHOTO Ta BICIEPAIBLHOIO JKHPY, rinepTpodiio
MOJIOYHHX 3aJ103 Ta JAOP30LEPBiKaIbHE HAKONMYEHHS XKUY («Ouvaunii ropo»).

3uiKkeHHs piBHSA (ocdopy B KpaBi, MABHIIEHHS apTepiajibHOrO THUCKY (crocrtepirainucs y
KJTHIYMHUX JIOCITI/DKEHHAX 13 CYIYTHIM 3aCTOCYBaHHAM TeHO(OBipy/eMTpriuTabiny).
Kom0iHoBaHAa MOpPOTHPETPOBIpyCHA Tepamiss NPH3BOAMIA [0 MeTabOoJIUHHX BIIXHIIEHD

IHCTpYKUIis /151 3aCTOCYBAHHSA JIIKAPCHKOT0 32¢00y (KiHIEBOT0 NPOAYKTY), 3ac3iquﬂ’a7ﬂ
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(rinepTpurIIinepHeMis, TinepXoIecTepUHEMis, PE3SUCTEHTHICTh J10 iHCyJiHy, rinepriikemis Ta
rinepiakTaTeMis).

I1pu 3actocysanni Hesipaminmy y komGiHawii 3 iHIIHMH [POTHPETPOBIPYCHIMH Tpenaparamu
MOBIMOMISIOCA TAKOXK T[PO HACTYNHI peakuii: MaHKpeaTHT, mnepudepuyHa HeBpairis,
Tpomﬁoumoneﬂia T'ocTpa HUPKOBaA HEOCTATHICTD.

Bysm onucaHi BUIAJIKH renaTopeHalbHOro CHHAPOMY.

V BUl-indikoBaHMX NAli€HTIB 3 TOHKKMM IMYHOAE(ILMTOM HA MOMEHT [pPOBEJICHHS
KOMIUIEKCHOT ~ NPOTHPETPOBIpyCHOI — Tepamii MOXe BHHHKAaTH  3anaibHa peakuis Ha
ACHMITTOMATHYHY a00 3aMIIKOBY OMOPTYHICTHYHY iH(pEKLUiIo.

V [HOOMMHOKHX BMIAJKAaX BHHHKAB OCTEOHEKPO3, OCOGIHMBO Yy MAIICHTIB i3 3aralbHOBIOMHMH
dakTopaMH pHU3HKY, IPOrpecyrovoio BlJI-xBopoboro Ta/abo TpUBAIOID  KOMIUIEKCHOKO
IIPOTHPETPOBIPYCHOIO TEPATTIEI0.

Tepmin npudamnocmi. 60 Micsuis.

YmoBu 36epiranns.
36epirartu npu TemnepaTypi He Buwie 30 °C, B OpHUTiHAIbHIN YIIAKOBII.

Ynakoska.
[To 60 TabGneTok y KOHTEHHepi 3 KPHIICYKOI Ta 3 KOHTPOJIEM MEPLIOrO PO3KPHTTA, IO 1
KOHTEHHepy B Mavlll 3 KapTOHY.

Kareropisi Biinmycky. 3a perernTom.
Bupo6ank. Minan JlaGoparopiec Jlimites / Mylan Laboratories Limited

Micne3sHaxoazKeHHs.

[Lnor Ne H-12 ta H-13, MIJIK, Banymk Innactpian Apea, Aypanradan- 431 136, Maxapaiurpa,
Iugis/Plot No. H-12 and H-13, MIDC, Walyj Industrial Area, Aurangabad- 431 136,
Maharashtra, India

[HeTpyKUist IS 32CTOCY BAHHS JIIKAPCHLKOT0 3ac00y (KiHIEBOro NPOAYKTY), 3aCBi1yeHa
MiJAITHCOM YIOBHOBaXKeHOT 0COOH, 10 BUCTYTIAE B1J1 IMeH1 3assBHHKA / -C’J
22.09.2017 KouyGeaX.€.
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Nevirapine 200 mg tablets WHOPAR part 4 September 2010
(Mylan Lab. Ltd), HA396 Section 6 updated: September
2016

1. NAME OF THE MEDICINAL PRODUCT
Nevirapine 200 mg tablets

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

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

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

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

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

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

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

4.2 Posology and method of administration

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

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

Adults, children and adolescents weighing over 25 kg

The recommended dose of Nevirapine 200 mg tablets is one 200-mg tablet daily for the first 14 days (this
lead-in period has been found to lessen the frequency of rash), followed by one 200-mg tablet twice daily,
in combination with at least two additional antiretroviral agents.

Dose management considerations

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

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

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

Page 2 0f 18
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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 eliminate the risk of
transmission of HIV-1 to others through sexual contact or contaminated blood. Appropriate precautions
should continue to be taken.

Page 30f 18
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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 Stevens-Johnson
syndrome and toxic epidermal necrolysis) and for serious and life-threatening hepatitis or hepatic
failure. The risk of hepatic events and skin reactions is greatest in the first 6 weeks of therapy.
Intensive clinical and laboratory monitoring, including liver function tests, should be performed
when initiating therapy and during the first 6 weeks of treatment. However, the risk of hepatic
events persists beyond this period and monitoring should continue at frequent intervals. Female
gender and higher CD4 counts at the initiation of therapy increase the risk of hepatic adverse
events. Unless the benefit outweighs the risk, nevirapine should not be initiated in women with CD4
cell count greater than 250 cells/mm® or in men with CD4 cell count greater than 400 cells/mm’.

Patients developing signs or symptoms of hepatitis, severe skin reaction or hypersensitivity reactions
must discontinue nevirapine and seek medical evaluation immediately. Nevirapine must not be
restarted following severe hepatic, skin or hypersensitivity reactions (see 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 alternative treatment
should be instituted.
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Hepatic reactions

Healthcare providers and patients should look out for hepatic reactions. They should be vigilant for
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
occur.

If AST or ALT increase to > 5 times ULN during treatment, nevirapine should be immediately
stopped. If AST and ALT return to baseline values and if the patient had no clinical signs or
symptoms of hepatitis, rash, constitutional symptoms or other findings suggestive of organ
dysfunction, nevirapine may be reintroduced, on a case-by-case basis, at the starting dose of 200 mg
once daily for 14 days followed by 200 mg twice daily. In these cases, more frequent liver
monitoring is required. If liver function abnormalities recur, nevirapine should be permanently
discontinued.

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

Nevirapine must not be administered to patients with pre-treatment AST or ALT > § 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 (e.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 clevation of gamma-glutamyl transferase (GGT) is not a contraindication to
nevirapine therapy.

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

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

Contraception

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

Lipid disorders

Combination antiretroviral therapy has been associated with the redistribution of body fat (lipodystrophy)
in HIV infected patients. The long-term consequences of these events are currently unknown. Knowledge
about the mechanism is incomplete. A higher risk of lipodystrophy has been associated with individual
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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 seek medical advice in case of joint aches and pain,
joint stiffness or difficulty in movement.

Immune Reactivation Syndrome

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

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

4.5 Interaction with other medicinal products and other forms of interaction
Nevirapine is an inducer of CYP3A and potentially CYP2B6, with maximal induction occurring within 2-
4 weeks of initiating multiple-dose therapy.

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

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

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

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

Antiretrovirals

Nucleoside reverse transcriptase inhibitors

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

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

Lamivudine No interaction Lamivudine and Nevirapine tablets can
be co-administered without dose
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50 mg twice daily adjustments.

Stavudine: 30/40 mg
twice daily

No significant interaction

Stavudine and Nevirapine tablets can be
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 C,;, | 0.28 (0.20-
0.40)

Atazanavir/ritonavir C ., | 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 C ., < 1.02 (0.85-
1.24)

(compared to 300/100 mg without
nevirapine)

Nevirapine AUC 1 1.25 (1.17-1.34)
Nevirapine C , T 1.32 (1.22-1.43)

Nevirapine Cpa T 1.17 (1.09-1.25)

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

Darunavir/ritonavir
400/100 mg twice daily

No significant interaction

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

Indinavir

Co-administration of indinavir and
Nevirapine tablets is not recommended.
Concomitant treatment with ritonavir-
boosted indinavir is recommended only if
therapeutic drug monitoring is available

Fosamprenavir 1.4 g

Amprenavir AUC | 0.67 (0.55-

Co-administration of fosamprenavir and
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twice daily

0.80)
Amprenavir C 5, | 0.65 (0.49-0.85)
Amprenavir C e | 0.75 (0.63-0.89)

Nevirapine AUC 1 1.29 (1.19-1.40)
Nevirapine C i, T 1.34 (1.21-1.49)
Nevirapine C e 1 1.25(1.14-1.37)

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

Fosamprenavir/ritonavir
700/100 mg twice daily

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

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

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

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

Adults:

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

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

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

Children:
Lopinavir AUC | 0.78 (0.56—

1.09) Lopinavir C i, | 0.45 (0.25—
0.82) Lopinavir C,,« | 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 y;p.

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 enfuvirtide and

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

Maraviroc 300 mg once
daily

Maraviroc AUC < 1.01 (0.6-1.55)
Maraviroc Cuin ND

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

Nevirapine concentrations not measured,
no effect is expected.

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

Integrase inhibitors

Raltegravir 400 mg twice
daily

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

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

Antibiotics

Clarithromycin 500 mg
twice daily

Clarithromycin AUC | 0.69 (0.62-0.76)
Clarithromycin C, | 0.44 (0.30-0.64)
Clarithromycin C. | 0.77 (0.69-0.86)

Metabolite 14-OH clarithromycin

AUC 1 1.42 (1.16-1.73)

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

Metabolite 14-OH clarithromycin

Crax 11.47(1.21-1.80)

Nevirapine AUC 1 1.26
Nevirapine C, 11.28
Nevirapine Cpa T 1.24
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 ;,« 1.07 (0.84-1.37)
Rifabutin Cpy T 1.28 (1.09-1.51)

Metabolite 25-O-desacetylrifabutin
AUC 1 1.24 (0.84-1.84)
Metabolite 25-O-desacetylrifabutin
Cuin 1 1.22(0.86-1.74)
Metabolite 25-O-desacetylrifabutin
Crax T 1.29(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 Cax < 1.06 (0.91-1.22)
Nevirapine AUC | 0.42

Co-administration of rifampicin and
Nevirapine tablets is not recommended
(see section 4.4). For treating
tuberculosis, co-administration of
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Nevirapine C, | 0.32
Nevirapine Cpq | 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 i, < 0.93 (0.86-1.01)
Fluconazole C . <> 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 C i, | 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 C .y, ND
Ketoconazole C,... | 0.56 (0.42-0.73)

Nevirapine: plasma levels: 1 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 Cppa | 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. 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
clinical consequences are unknown

Anticonvulsants

Carbamazepine,
phenobarbital, phenytoin

No formal interaction study available

Concentrations of nevirapine and of the
anticonvulsant are expected 1o 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 Nevirapine tablets can be
cimetidine pharmacokinetic parameters is co-administered without dose
seen. adjustments.
Nevirapine Cp 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
Chin <
Depot medroxyprogesterone acetate

Coax <

Nevirapine AUC 1 1.20
Nevirapine Cpu 1 1.20

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

Ethinylestradiol
35 micrograms

Ethinylestradiol AUC | 0.80 (0.67-0.97)
Ethinylestradiol C ,;, ND
Ethinylestradiol C 5 — 0.94 (0.79-1.12)

Norethisterone 1 mg once
daily

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

St. John's Wort

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

St, John’s Wort and Nevirapine tablets
must not be co-administered (see 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 neonatal 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 associated 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 experienced oedema,
erythema nodosum, fatigue, fever, headache, insomnia, nausea, pulmonary infiltrates, rash, vertigo,
vomiting, increase in transaminases and weight decrease. All of these effects subsided following
discontinuation of nevirapine.
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5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

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

Mechanism of Action

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

Clinical efficacy

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

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

A multicentre open-label randomised trial (by the NEFA Study Team) in patients who were taking two
nucleoside reverse transcriptase inhibitors and at lease one protease inhibitor, and in whom viral
suppression had been achieved, switched patients from the protease inhibitor to nevirapine (155 patients),
efavirenz (156) or abacavir (149). The likelihood of reaching the endpoint (death, progression to AIDS, or
an increase in viral RNA level above 200 copies/ml) at 12 months was 10% in the nevirapine group, 6% in
the efavirenz group and 13% in the abacavir group. Fewer patients in the abacavir group (6%) than in the
nevirapine group (17%) or the efavirenz group (17%) discontinued the study medication because of
adverse events.

Drug resistance

The most common resistance mutations selected 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

The HIVNET 012 study in Kampala (Uganda) evaluated the efficacy of nevirapine to prevent vertical
transmission of HIV-1 infection. Mothers received only study antiretroviral therapy during these trials.
Mother-infant pairs were randomised to receive oral nevirapine (mother: nevirapine 200 mg at the onset of
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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 (x 23 pg.h/ml). The
median (£ SD) nevirapine t,,,, value was 3.75 (= 2.54) hours.

Data reported in the literature from 20 HIV-infected patients suggest mean steady state C,y 0f 5.74 ug/ml
and C, 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 ug/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 is not altered in
patients with mild to severe liver fibrosis. However, in a few patients with hepatic fibrosis nevirapine
trough concentration may be 2-fold higher than the usual mean trough concentration. Patients with hepatic
impairment should be monitored carefully for evidence of drug-induced toxicity.
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5.3 Preclinical safety data

Preclinical data reveal no special hazard for humans other than those observed in clinical studies based on
conventional studies of safety, pharmacology, repeated-dose toxicity, and genotoxicity. In reproductive
toxicology studies, evidence of impaired fertility was seen in rats. In carcinogenicity studies, nevirapine
induces hepatic tumours in rats and mice. These findings are most likely related to nevirapine being a
strong inducer of liver enzymes, and not due to a genotoxic mode of action.

6. PHARMACEUTICAL PARTICULARS

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

Sodium starch glycolate

6.2 Incompatibilities

Not applicable.

6.3 Shelf life
60 months

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

6.5 Nature and contents of container
Clear, transparent, polyvinyl chloride (PVC)/aluminium foil blister units. Each pack contains 6 x 10
tablets.

White, opaque HDPE bottles with child-resistant polypropylene screw cap closure. 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,
India
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