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Jlo peecTpalliiHOro nocBiA4YeHHs
No

Bin

HEBIPAIIIH ®.CHIA 200 mr

| Tabnerka mictuTh HeBipaniny @.CIIA 200 mr
JIOMOMIKHI PEUOBHHM: TAKTO3M MOHOTIAPAT, L0038 MIKPOKPHCTaIiYHa, TOBIJIOH K-30, narpito

KPOXMabIJTiKOJIAT, KPeMHII0 KOJOTIHOTO TIOKCH /L, MAarHito CTeapar.

TepaneBTHYHI MOKA3AHHSL.
JlikyBanns BIJI-indekuii, cnpudutenoi Bipycom I tuny, y ckiazi KoMOiHOBaHOT AHTUPETPOBIPYCHOT
Tepariii y JopociuxX Ta JiTeH.
Benuka yacTMHAa JOCBiZy Ha0yTa y pesyJbTaTi 3acTOCyBaHHAM HeBipariHy B o€ HaHHI 3
HYK/ICO3MHUMH iHriGiTopamu 3BopoTHoi Tpanckpuntasu (HI3T). B nannii ac ICHY€ HEJOCTAaTHLO
JaHUX NPO e(EeKTUBHICTh BMKOPUCTAHHS MOTPiliHOT KOMOiHALIT, BKIIOYAIOUH iHriditopu nporeas

(ITT) micist Tepanii HeBipamiHOM.

Crioci6 3acToCyBaHHS /ISl JOPOC/IHX i, IKIIO HEOOXiAHO, AIst AiTeil.

Jlopocni. PexomenioBana 103a npenapary — | Tabnerka 200 Mr LOHs TPOTATOM NEPHIMX 14 nHiB
(c71izl JOTPMMYBATHUCS TAKOTO MOYATKOBOTO Mepiojy, OCKIIbKK OY/I0 BCTAHOBJICHO, IO L€ 3MEHIUYE
4acTOTY MOABHM BHCHILY), micis doro npuitMaiote 1 Tabnetky 200 mr 2 pasu Ha 100y y TMo€eIHaAHHI
NpUHAiMHI 3 JBOMa JOJAaTKOBHUMHU MPOTUPETPOBipycHumMHU 3acobamu. Ilpn CymnyTHIN Tepanii ciif
JOTPUMYBATHCSA PEKOMEHAOBAHOrO BUPOOHMKOM J03YBaHHA JIKiB Ta 3IACHIOBATH KOHTPO/b nin
yac 1X 3aCTOCYBaHHA.

Jlimu. Tlanientam 3 macoro Tina >50 Kr peKOMeHJI0BaHO MpUiMarTH rpenapar B JO3YBaHHI A
JlopocIuX i aiTeit crapiue 16 pokis.

[MauieHTam 3 Macoro Tina <50 Kr peKOMEH0BAHO MpUitMaTH npenapar y Gopmi cycrieHsii.

3aeansui pexomendayii. AHanizu, siKi BKIIOYAIOTH TECTH Ha (yHKUIOHAJBHI MOKA3HUKH MeYiHKU,

CHiZ MPOBOJMTU Mepesl MOoYaTKOM Teparii HeBipariHOM Ta BiANOBIAHMMH IHTEpBaIaMM Mij 4ac

[HCTpYKUist 17151 32CTOCY BAHHSI JIIKAPCLKOT0 32¢00y (KiHIEBOT0 MPOIYKTY), 3acBinuey,
[ IMUCOM YIOBHOBAKEHOT 0COOH, 110 BUCTYNAE B iMeHi 3aiBHuKa (2 s
11.12.2017 Kouyoeu M.C.
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Teparii.

[pu nosBi BUCHITY TIPOTAroM 14-IEHHOTro nepiojy, He MOXKHa [MiABULILYBATH 1103y, 0NOKH BUCHI HE
npoiiae. [TosiBy BUCHTIAaHHS CJTIJ PETENBHO KOHTPOJIOBATH.

TMaujentn, sIKi MepepBamy NiKyBaHHs MpenapatoM Ginbil HiX Ha 7 [HIB, NOBMHHI MOHOBJKOBATH

Teparnito 3 14-J€HHOrO MOYaTKOBOro Mepiofy B PEKOMEHI0BaHI 1031 O/IMH pa3 Ha JIeHb

IIpornnokazaunusi.

- [TigBUILEHa YYTIIMBICTH 1O KOMIIOHEHTIB, AKi BXOJATH [0 CKJajly Mpenaparty.

- [ToBTOpHE MpU3HAYEHHs Mic/s BIAMIHM HeBipamiHy: depe3 TsKKY (opmy BUCHMAHb 4epes
BUCHIMAHHS, 10 CYMPOBOMKYBAIMCA CHMITOMAMH, siKi CBiuaTh Mpo reHepaiisauiio npouecy abo
rinepuyTaMBICTh; Yepe3 KJIiHIYHI IPOsABH renaTuTy, CIPUIMHEHOTO HeBipariHoOM.

- [MaienTam 1O MPOMIIIN TOMEpeHE JIKyBaHHS 3 METOK Hopmajisaili pieass ACT abo
AJIT, mo 6yB 6inbin HixK y 5 pasis Buige BepxHboi Meski Hopmu (BMH).

- [ToBTOpHE NpU3HAYEHHS HEBipariHy rmic/s Horo BIAMIHK vepes MiABUILICHHS piusg ACT abo
AJIT y 5 pasiB, 1O CYyNPOBOMWKYETBCA BIAXHICHHAM (yHKLIT MeyiHKW — Mig 4ac Tteparnii
MpenaparoM.

- OjHOYACHe 3aCTOCYBaHHsA 3 HEBIpalliHOM IIperaparis, L0 MiCTATH 3BipoGiit (hypericum
perforatum).

- HasHi jaHi J03BOJISIOTH MPHIYCTUTH, 10 pudamriiuuH Ta Hesipanin He ciid

3aCTOCOBYBATH Pa3oM.

Oco0/nBi 3aCTEPEKEHHA.

HegipamiH cJil BHKOPMCTOBYBAaTH lIOHaiiMeHlle, 3 JBOMa [HIIUMH AHTHPETPOBIPYCHUMHU
npenapaTamH.

Jaxmosa: TaGnerka HeBipaniHy MicTuTh 464 Mr MoHoriapary jaktosu. Ilauientam 30 cnaikoBo
3yMOBJIEHOIO aHOMAai€l0 0OMiHy pedOBHH — ranakTosemiero, nediunrom nakrasu (The Lapp lactose
deficiency) aGo CHHAPOM TIIFOKO30-ranakTO3HOT MaibabcopOLLii — npenapar He NPU3HAYAIOTh.
xipni peaxyii: Y NallieHTiB, AKI OTPUMYBAIN Mpenapar, ClocTepiranucs TsxKKi Ta 3arpo3/MBI A1
JKUTTA IKIPHI peaKiiii, sKi MOKyTh CIIPHYMHHTH HABITh JIETANBHUI HACIIIOK, MEPEBAIKHO Y nepii 6

mwknie. Jlo HUX BigHOCsThCS cuHapoM CriBenca-/lkoHcoHa abo TOKCHUHMIT eniaepMaibHui

[HCTPYKILs 1151 32CTOCYBaHHsI JIKAPCLKOTO 32c00y (KIHUEBOr0 MPOAYKTY), 3acBijlyeHa
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HeKpOMi3, peakiii TiMepuyTIMBOCTI IO CYNPOBOMKYIOTECA CHJBHUMM BHCHMAHHAMHK  abo
BUCHIIAHHAMH, SKi CYNPOBODKYIOTHCS CHUCTEMHMMM CHMITOMaMM a TaKoX BicLepaibHUMH
ypaxeHHAMH. BrHpomoBxk nepmmnx 18 THXHIB TALi€HTH MOBMHHI 3HAXOAWTHCS MiJ MAIBHUM
HATMSIOM JiKaps. HaBiTh y pasi mosiBM MOOJAMHOKMX BUCHIIAHb HEOOXiMHO MUJIBHO CIOCTEpIiraTH 3a
CTAHOM TAI[iEHTIB.

3acTocyBaHHs HesipamiHy ciJg TOBHICTIO MPUIMHUTH, AKIIO Yy MAUi€HTa 3’SBUIWCS CHUIIBHI
BUCHIAHHA a00 BHCTAHHA 11O CYMPOBOMKYIOTHCS CHCTEMHHMH CUMMTOMamH (TaKWMH 5K
[PONACHUIA, MyXMpi, YP@KEHHs CIM30BOI OGOJOHKM MOPOKHMHM POTA, KOH’IOHKTHBIT, HaOpsK
obmmuus, 6ine y Ms3ax abo cyrnobaXx, 3arajbHuii  AMCKOM)OPT), BKIOYAKOYU CHHAPOM
3actocyBanHs HesiparniHy cIliJl IMOBHICTIO MPUITMHUTH, AKIIO Yy MALIEHTa BHABICHHI CHHIPOM
Crisenca-J[KoHCOHa ab0 TOKCHYHMH emigepMasipHUil Hekponis, abo remarut, eosuHodiid,
rpaHyJIoUUTONeHs | AucdyHKIiA HUPOK abo iHLIT 0O3HAKK BICLEPATbHUX YPasKeHb.

3acTocyBaHHA HEBipariHy BHILE PEKOMEHIOBAHOT 03 MOKe 301IbLIMTH YaCTOTY Ta CepHO3HICTD
peakuii 3 Goky wKipu, Takux sk cunapom CriBeHca-/KOHCOHA Ta TOKCHUHHUil ernigepmalibH1H
HEKpOJIi3.

CynyrHiii npuiiom npeanizony (40 mr / 106y npotsrom nepuux 14 aHiB npuiiomy HeBiparity) He
MPU3BOJUTH JI0 3MEHIIEHHS YaCTOTH MOSBU BUCHIIAHb, TIOB’A3aHMX 3 HEBIpamiHOM. 1 MOKe
CTIPUYUHUTH 301JIbIIEHHSA BUCHUTIAHb.

BusiBneHi aeski (akTopu pHU3MKY PO3BHUTKY CEpHO3HMX IIKIPHMX PeaKilid, sKi BKIOUAIOTb! HE
foepKaH s peskuMu no3yBanus 200 Mr Ha 100y MiJ 4ac MOYaTKOBOTO MEPiojly, 3aTPUMKH MIK
BUHHKHEHHSM CHMITOMIB Ta OTPUMAHOI MEIMYHOI KOHCyibTaulieto. JKiHKM MaioTh Oiabuini
PU3MK MOSIBH BUCHITIAHb, HiJK YOJIOBIKH.

[ToTpi6HO 3BepHYTH yBary Maii€HTa, MO MepeBaKHUM MPOSIBOM TOKCHYHOCTI € BUCHITAHHSL. Im cnin
MOPaJNTH HEraifHo MOBiJOMUTH CBOTO JiKaps MPO BUCHIMAHHA, 100 YHUKHYTH 3aTPUMKH MIXK
BMHUKHEHHSM CHUMITTOMIB Ta MEJIMUHOIK KOHCYJbTALi€t0. BilblIicTh BUNAAKIB BUCUITY, 1TOB A3aHOTO
3 HesipaniHom, BUHMKae NpOTSIOM MEPLIMX 6 THKHIB Tepanii, ToMy Clij 3a0e3MeHnTH NNIbHAH
HAarjis[ 3a CTAHOM Malli€HTa MO0 MOSBH BHCHITY MPOTAroM Lboro nepiogy. IlamienTie cnin
MoiHOpMyBATH, 0 Y pasi MOSIBH BHCHITY MPOTATOM [104aTKOBOIO NEpiojy 03a  MijIBULLYBATHCS

He Oyze, JOKU BUCHIT HE 3HUKHE.

[HCeTpYKIis 1151 32CTOCYBAHHSI TIKAPCHKOT0 3ac00y (KiHLEBOro MpoayKTy), 3acBinieHa,
MiIMMCOM YHOBHOBAKEHOT 0COOH, 110 BUCTYMAE Bijl iMeHi 3aaBHIKA O7/72; /
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7Y

Byme-Akuil maiieHt, y sKOro 3’sBHBCS ~ CHJIbHMH BMCHI a0 BHCHII, LIO CYNPOBOLKYHOTHCS
CHCTEMHMMH CHMITTOMAMH, TAKUMH SIK MPOMACHMISA, IMyXHUpi, YPaKeHHs Yy POTi, KOH IOHKTHBIT,
HabpsK 061uuus, 6o y cyrinobax abo M’si3ax, 3aibHe He3Ty)KaHH:, OBUHEH MPHITHHATH NPHHOM
MKiB Ta HerafHO 3BepHYTHCS 3a MeIMYHOI0 joromororo. TakuMm — maiieHTam 3acTOCYBaHHA
HeBipariHy He CJliJ] TOHOBIIIOBATH.

[lawieHTaM 3 MiZ03pOI0 HA MOB’SA3aHy 3 3aCTOCYBAHHAM HEBiparniHy MosBy BMCHITY, CJiJ MPOBOAMTH
MoHiTOpuHT QyHKIi# neuinku. [TanieHTn 3 moMipHUM a60 BaKKUM MiABULLEHHSM MEHIHKOBUX npoo
(ACT a6o AJIT > 5 BBH) noBunHi npunuHuTH 3acTocyBanHs Hesipamiey.

YV pasi po3BMTKY peakiliifi rinepyyT/iMBOCTI, 11O XapaKTEpPU3YIOTHCA BHUCHIIOM I3 CHCTEMHMMH
CUMMTOMAMH, TAKAMH SIK TIPONACHMIIA, apTpairis, Miansris i fiMpaaeHonatia, nioc BiciepasbHi
ypajKeHHsl, TaKi SIK [eraTuT, eo3UHO(Iis, TPaHyIOUMTONEHI | AMCYHKLIA HUPOK, 3aCTOCYBAHHS
npenapary clijl TOBHICTIO MPUIUHUTH i 3BEPHYTHCA M0 MeMuHy Joromory. Takuwm rnatieHTam
3aCTOCYBaAHHS Mpenapary B MOJAJILIIOMY He TIOHOBJIOBATH.

Heuinxosi peaxyii. Y nauientis, siki orpumysain Hepipanin, cocrepiranacs THKKa i 3arpo3juBa
JUIS JKUTTS TeNaTo TOKCHUHICTb, BKMouaioun patanshuii pyaminanthuii renartut. [epui 18 trkuis
JNiKyBaHHS € KPHTHYHUM MEPIOJOM, MPOTATOM SKOr0 HEOOXIAHO 3AICHIOBATH TMUIBHUA KOHTPOIID.
PU3HK pO3BUTKY MEUYiHKOBMX PeaKuiii € HaiibibIUM NPOTArOM Nepumnx 6 TwkHiB Teparnii. [1pore
PU3MK 3alMIIAETHCS | MICHs 3aKiHYEHHs LbOro Mepiojy, OTKe, MPOTArOM yChOro NIKYBaHHs Clij
MPOIOBKYBATH 3/IHCHIOBATH KOHTPOJIb 3 YACTUMHU IHTEPBATIAMH.

Migsuweni pisui ACT i AJIT > 2,5 x BMH ra/a6o cynyThs indikosanicts renarutom B i/ado C Ha
MOYaTKy MPOTHPETPOBIPYCHOI Teparii, MOB’s3aHi 3 MiABHIIEHUM PU3UKOM PO3BHTKY ME4IHKOBHX
MoGiuHMX peakiiil mia 4ac mpoTUPETPOBipyCHOT Teparii B UioMy, BKJIIOYAIOMH CXEMH JKYBaHHS,
710 AKUX HanekuTh HesiparmiH.

Winky i mamientu 3i 36inpmeHoro Kinbkictio CD4 HanexaTb A0 Ipyny MiJBMIIEHOrO PU3UKY
PO3BUTKY MEYiHKOBUX PEaKLii.

Y 5KiHOK PM3MK PO3BUTKY MEYiHKOBHMX peaKiiil, 4aCTo 3 MOABOIO BUCHIIAHB, Y 3 pas Oinpinii (5,8
% y nopiBusHHI 3 2,2 %), a mauieHTH 3 miaBuiieHMM nokasHukom CD4 Ha nouatky npuiomy
HeBipamiH 3a3HAIOTH GLIBIIOr0 PU3UKY PO3BHTKY MEUiHKOBUX PEAKLiMd, MOB’A3AHMX 3 HeBipariHoOM.
3riAHO 3 PETPOCHEKTUBHUM OIIIAAOM, JKiHKM 3 nokasuukom CD4 >250 KITHH/ MM MatoTh Y 12

pasis GinbIINIT PU3NK MEYiHKOBUX MOOIYHMX peakiiiit MOpiBHAHO 3 JKiHKamu, y SKUX nokasuk CD4

[HCTpYKIis 4151 32CTOCYBaHHS JIKaPChKOro 3aco0y (KiHUEBOro HpOayKTY), Wf}ia ;
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<250 xnitua/mm® (11,0 % mopiBusiHO 3 0,9 %). TTiABHILEHHH PU3MK CrIOCTEpiraBes y 4OJIOBIKIB 3
nokasuukoM CD4 >400 wmitus/mm® (6,3 % nopisusiHo 3 1,2 % y uosioBikiB 3 nokashukom CD4
<400 KmiTHH/MM®).

TTalienTiB CTiJ MOBIZOMUTH IO Te, IO MEYiHKOBi peakilii € roJOBHMMH MPOABAMH TOKCHYHOCTI
npenapary. PU3uK po3BHUTKY MEYiHKOBHX Peakiiil € HaliOIbINM NpOTATroM 18 TwxkHiB. [lauientam
i3 CUMIITOMaMH TeMaTHTy CJIiJ MPUIMHKTY TIPUHAOM IIpenapary i HeraiHo 3BEpHYTHCA M0 MEAHUHY
JOTIOMOTY 3 060B’ I3KOBMM IPOBEICHHSM 1a60paTOPHOTO 00CTEKEHHS MEeYiHKH.

Koumponsy cmany nevinxu. T1il 4ac 3aCTOCYBaHHs HeBiparniHy MOBIZIOMJIANIOCS PO BIAXHJIEHHS B
nokasHukax (ByHKLIT MediHku, y JeSKAX BHMAJKaX - y MepLli THKHI tepanii. YacTo nopiiomisnioCh
npo GescHMMTOMHE MMiABHIIEHHA piBHS  (epMEHTIB MeYiHKW, 1O He € 000B A3KOBMM
MPOTUIOKA3AHHAM Ul 3aCTOCYBaHHs  HeBipaminy. —bescumnromue MiJBUILEHHS  PIBHSA
ramaraoramiaTpascdepasu He € MPOTUIIOKA3aHHAM U1 TIPOAOBIKEHHS Teparnii.

PeKOMEH/IyEThC MPOBOAMTH aHali3n MOKa3HUKiB (QyHKUIT nedinkn 3 iHTepBalaMu — KOJKHI /1Ba
THXKHI BIPOJOBK MEPLIMX ABOX MiCALIB, Ha TPETii MICsLb, B MOJAIBUIOMY PeryspHO. 3riIHO 3
kainiuHuMH moTpeGamu marjenta. Kiiniunuid 1 abopatopHiil KOHTPOJIL Mae TPUBATH MPOTATOM
YCHOTO yacy JIiKyBaHHs HEBipamiHOM, y pasi BUSBJICHHA O3HaK PO3BHUTKY renaTtuty abo peakuiii
rinepuyTJIUBOCTI.

Sxmo ACT a6o AJIT> 2,5 x BMH 1o abo mia 4ac nmikyBaHHs, aHanis QyHKUIT mediHku cai
MPOBOJMTH YACTillle MPOTATOM PEryJAPHAX KIIHIYHHX BisuTiB. HesipaniH He ¢l npuzHavyaTH
naujentam, y akux ACT a6o AJIT 1o moyarky JiiKyBaHHA CTaHOBUB > 5x BMH pno crabinizauii
nouartkosoro pisas ACT ado AJIT < 5X BMH.

VY pasi BUHUKHEHHs KIIHIYHOTO TrenaTuTy, AKMH XapakTepH3yCcThes AHOPEKCIEI0, HYA0TOIO,
GIIOBAHHAM, JKOBTAHHMIEIO, OLIipyBiHypid, axoniiiuuii crinews, renatomeranis abo Goni y neyiHL,
rmatieHTaM cJlijJi HeraHo 3BepHYTHUCSA J10 JIiKaps.

Skmo ACT a6o AJIT 36inbmyerses > 5x BMH npotsirom nikyBaHHsi, 3aCTOCYBaHHA Heipaniny
cnix neraiino npunmauTH. ko ACT aGo AJIT nosepHysucs [0 CBOIX MOYATKOBMX PIBHIB 1 Y
MallieHTa HeMmae >KOAHMUX KIIHIYHMX O3HAK abo CHMIITOMIB TenaTuTy, BHMCHIly abo 3araibHuX
CHMIITOMIB i SIKIIO pEe3yJbTaTH aHaji3iB He CBifyaTh MpO OyAb-sKi MOPYIICHHS GyHKLiil opraHiB,
MOYKHA MOHOBUTH MpPUHOM HeBipamiHy, IPYHTYIOUHCh Ha KIIHIYHMX notpebax abo BUXOAAUM i3

JOCBi/ly 3aCTOCYBaHHSM y KOXKHOMY OKpemomy Bumaiky. Ilpuiiom npenapaty C/i7 MOHOBHTH 3

[HCTPYKIisH TS 32CTOCYBAHHS JMIKaPChKOro 3aco0y (KiHIeBoro MPOAYKTY), 3acBijlucHa
[T AMHCOM YITOBHOBAXKEHOT 0CO0M, 110 BUCTYNAE B/l IMCHI 3asBHUKA . //ﬂ%/
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[OCHJIEHUM KJIIHIYHUM i JJaDOpaTOpHUM KOHTPOJIEM, NOYUHAIOUH 3 1031 200 mr/noby
npotarom 14 nuiB, micius 4oro nepeitd Ha npuitom 400 mr/a06y. ¥ pasi NOBTOPHOrO BUHUKHEHHS
BiZXHIeHb y QYHKIT MeYiHKK 3aCTOCYBaHHs HEBiparniHy CJlijl NPUIMHUTH 30BCIM.

Hegipanin He cliJi MOBTOPHO MpU3HAYaTH MallieHTaM, AKHAM JIOBEJOCS MPUMHHUTH HOro npuiom
BHACJIIJIOK PO3BUHEHOT0 Yepe3 HeBiparniH KJIiHIYHOrO renaTuTy.

3axeopiosanns newinku. besnexka i eQekTHBHICTH He Oyna BCTaHOBJIEHA M 4ac 3acTOCYBaHHs
Hepipaniny TabneTok y mauieHTiB, sKi ManiM 3axBOprOBaHHA mnedinkd. Hesipanin Tabnerku
NMPOTUNOKA3aHi MalieHTaM 3 BAKKAMHU yPaKEHHAMH Meuinku. [larientn XBopi Ha XpOHIYHUIA rernartut
B a6o C siki 3aCTOCOBYIOTh KOMOIHOBaHY aHATHPETPOBBIPYCHY Tepamito MarOTh IMiJABULICHHHA PU3HUK
PO3BHTKY CEPhO3HHUX Ta 3arpOKydrX JKHTTIO MOOIUHMX peakiliii 3i cTopoHu nedinky. ¥ pasi cynyTHboT
MPOTUBIpYCHOT Teparii /uist IPK 3aXBoproBaHHsAX renarutom B abo C, npu 3aCTOCYBaHHI KOMOIHOBAHOT
aTpUpPETPOBIpyCcHOT Tepariii HEOOXIAHO CKOPUCTATHCH iH(OPMALLEO A MalieHTa npo KOKHHA 3
NiKapChbKUX 3aco0iB.

[MauieHTH 3 3aXBOPIOBAHHAM MEUiHKH, O BKIKOYAE aKTUBHUI XPOHIUHUH IENaTuT, MatoTh OlIbLIN
PU3MK PO3BUTKY TMOOIYHMX peaKiiii BMPOJOBIK YChOrO Yacy JiKyBaHHs aTPUPETPOBIPYCHUMHU
NiKApCHKMMH 3aCOBaMHM i TIOBHHHI CTIOCTEPIraTiCh 3riIHO CTAHAAPTHOT NPaKTHKK. SIKILO € faHi npo
MOripiieHHs CTAHy TEYiHKHM, TakiM MaiieHTaX HeoOXiaHo npusynuuuTH abo 30BCIM BIAMIHMTH
JIIKYBaHHSL.

Iocmkonmaxmna npoginaxmuxa. Y nauientis 3 BlJI-indekuieto, siki otpumanu Garatopasosi 103
HeBipariHy JUIs TOCTKOHTaKTHOT Npo(iNakTHKK (32 MeKaMM 3aTBEp/UKEHMX [0KasaHb), Oy
3a(ikcoBaHi BUMAIKN CEPHO3HOT rernaToTOKCHUHIOCTI, BKIIFOYaIOUH MEYiHKOBY HEIOCTATHICTh, fKa
norpeOyBajia TpaHCIUIAHTAllil. BUKOpUCTaHHs HeBipamniHy He Oy/l0 BMBYAIOCH B pamkax
KOHKDPETHOTO JOCIiUKEHHSI CTOCOBHO IOCT KOHTAKTHOT Npo(ifakTWKM, 0COGJMBO He BiLOMMI
TepMiH TpuBagocTi s Takoro JjikyBanHs. Tomy Hesipamin He ciia 3acTOCOBYBaTH Y TaKWX
BUITAIKAX.

Imui  3acmepesicenns. Y NALi€HTIB, SKi OTPUMYIOTH HeBipamiH abo  Oyab-siky iHLuy
[POTUPETPOBIPYCHY Tepariio, MOXKyTb i JAajli PO3BMBATHCA YMOBHO-NATOreHHi iH(eKii i iHuIi
yckaaaHeHHs indikysants BIJI, y Tomy uncii onopTyHicTHuHi iHdeKwuii.

Tepanis HepipaniHom He 3MEHIIY€e PU3UKY rOpu30HTabHOT nepeaaui BIJI-1 inum ocobam.

[HCTPYKIsE TSl 32CTOCYBAHHS JIIKaPCHLKOT0 3aco0y (KiHLEBOro NpojayKTy), 3acBijieHa
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MiIMTHCOM YIIOBHOBaXKEHOT 0CO0H, 1110 BUCTYNAE Bijl iMeHi 3asBHUKA p////ﬂ/;/
- N , S
11.12.2017 Kouyoei M.€.




111

KommiekcHa  mpoTHpeTpoBipycHa — Teparmist — CyNpOBOJUKyBajacsi — MEpEpo3MOAIIOM  KHUPY
(minomuctpodiero) y BlJI-nauieHTiB. JIoBrocTpoKOBi HACHiAKYM [MX MOJii Hapa3i HeBiIOMIi. 3HaHHs
PO MEXaHI3M € HETIOBHUM. Byli0 BUCYHYTO TirnoTe3y npo 3B’s30K MiX BiCLIEpalbHOO JIINMOMAaTO3010
ta II1, ninoatpodiero Ta HIOT. Buimit pusuk po3BuHeHHs nunoauctpodii noB’s3aHuil 3 TakKuMu
IHIUBIIyalbHUIMU UYMHHUKAMH, SIK CTapmiudid Bik Ta (akTopd, MOB’A3aHi i3 3acCTOCYBaHHAM
NiKapchbKUX 3aco0iB, TaKUMH SK TPHUBANICTh AHTUPETPOBIPYCHOT Tepamii Ta MOB’A3aHi 3 UMM
nopymieHHss Merabonizmy. KiiHiuHe oO6cTe)XeHHs MOBHHHO BKIIOYATH OUIHKY (I3UUHMX O3HaK
nepeposnoainy upy. HeoOXiqHo BpaxoByBaTW piBeHb JiMiAiB y CHPOBATLI KPOBI Ta IIOKO3M B
KpoBi. JlinigHi po3iaau HeoOXiAHO NIKyBaTH y BUNAJKAX K/IIHIYHOT JOLIIBHOCTI.

Hesiparnin Mojke BcTynaTd y B3aeMOJil 13 IHWMMM JIKAPCbKUMHK 3acobamu, TOMY Mpu HOro
3aCTOCYBaHHS JliKap MOBUHEH OLIHUTH PU3UK BUHUKHEHHS TAKUX B3a€MO/1iH.

[TepopasibHi KOHTpaLENTHBY HE MOBUHHI BUKOPUCTOBYBATHCS K €MHUNH METOJ — KOHTpaLerLil,
OCKIJIbKM HEeBipallie MOXKe 3HU3UTH IX KOHLEHTpalito y rmiasmi kposi. [Ipu HeoOXiaHOCTI
KOHTpAaIerlii peKOMEHJIyEThCS TepexiJ Ha iHIIi, Hanpukiaaa, Oap’epHi METOAM (HanpukiIag —
npe3epBaTUBH), a MPHU 3aCTOCYBaHHI MEpopalbHUX KOHTPALENTHBIB 3a IHIIMMH MOKA3aHHAMHU CJ1iJL
MOCTIHO KOHTPOJIIOBATH IX TEPaNeBTUYHY €(PEKTUBHICTb.

dapMaKOKiHETHYHI pe3yJbTaTh CBi4aTh MNPO HEOOXiAHICTbL 00EpeKHOCTI MpW 3acTOCyBaHHI
HeBipariHy MmaiieHTaM 3 TOMIpHOIO MEeUiHKOBOK AUC(YHKIIIEIO Ta He CJij 3aCTOCOBYBATH HEBIpariH
MamieHTaM 3 BaXKKOIO TUCHYHKIEO MeYiHKU. B wimomy, - pe3yabTaTH MOKa3yloTh, 10 MALli€HTH 3
JIETKOI0 Ta cepelHboI0 AMchYHKIieto nediHkd, BusHaueHi sk Child-Pugh < 7, ne norpebytoth
KOpEeKLii mpu J03yBaHHI HeBipariHy.

Y nauieHTiB i3 HUPKOBOK HEMOCTATHICTIO, sAKi NPOXOJATH Jiajis, A0JaTKOBa 1034 200 mr
HEBiparniHy TIC/Is KOXKHOTO CeaHCy Aiatizy MO)Ke KOMIICHCYBATH MnocjabiIeHHs BIUIMBY Jiaji3zy Ha
KJIipeHc npenapary. B iHIIOMy pasi mamieHTH i3 KJIipeHCOM KpeaTuHiHy > 20 MJI/XB HE MarOTh
notpedu B KOpUryBaHHI J03M HeBiparniny. Cunopom ivynnozo eionoenenns: y BlJl-indikoBannx
XBOPUX 3 TSKKHUM IMYHOJE(ILMTOM Ha MOYATKYy JiKYBaHHS aHTUPETPOBIPYCHUMH MpernapaTamu
MOXe BUHMKHYTHM 3amnajibHa peakiis Ha acuMNnTomMaTuuHy abo pe3ujyalbHy OMOPTYHICTHYHY
iH(}eKIiI0 Ta CIPUYUHUTH TSDKKUAN KIiHIYHUNA cTaH abo 3aroCcTpeHHs CUMIMTOMIB. 3a3BWuail Taki
peakuii BMHMKAIOTh MiJ Yac MEpPLIMX THKHIB abo MICAUIB JIKYBAHHA AHTHUPETPOBIPYCHUMMU

npenaparamu. BiAnoBiAHUMHU NpUKIAZaMH 1IbOTO € PETHUHIT, CIPUYUHEHUH LMTOMEraJoBipycoMm,

IncTpykuist au1st 3acTocyBaHHsI JiKapebKoro 3acody (KiHEeBOro NpoayKTy), 3acBilucHa
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reHepalizoBaHi abo ¢okanpHi iHpeKwil, cripuunHeHi MikobakTepismu abo Pneumocystis jiroveci (P.
Carinii) pneumonia. Bynp-siki 3anajipHi siBUla HeOoOXigHO ©€3 3aTPUMKH AOCHIAWTH Ta TpH

HeoOXiJHOCTI po3royaTH iX JIiKyBaHHS.

B3aemonist 3 iHIMMH JikapcbKUMHM 3aco0amMu Ta iHIi GopmMu B3aEMOI.

3acTocyBaHHs IperapaTy B KOMOIHAI[i 3 aHajoraMu HYyKJICO3W/iB (3MAOBYJMH, JHIaHO3MH,
3anuuTabin) He motpedye 3MiH y pexkumi go3yBanHs. Kosin maHi 111010 3aCTOCYBaHHS HeBipamniy
pa3oM i3 3uI0ByAMHOM Oynu 00’eJHaHi, BpaXOBYIOUYM pe3yJNbTaTH JABOX AOC/ikeHb (n = 33), y
AKUX TnauieHTU-iHpikoBani BIJI-1 orpumyBamu HeBipanin 400 mr/mo0y sik oxkpemo, Tak i B
KoMOiHawil 3 200-300 mr/nenb amaanoszuny abdo 0,375 no 0,75 mr/aeHsb
3anblMTalbiHy, Ha (OHI JIKyBaHHS HEBIpamiHOM BiH BMKIMKaB He3HauHe 3HwkeHHs 13% (AUC) i
HesHauyHe 3011beHHs Crax Ha 5,8% 3u0ByAuMHY. Y miarpymni nauieHtis (n = 6), AKi 3aCTOCOBYBA/H
Hepipanin 400 mr/noba Ta AiaHo3WH Ha (GOHI JIKYBaHHS 3UIOBYJAMHOM, HEBIparniH BHKIMKAB
3nauHe 3HKeHHA AUC Ha 32% Ta He3HauHe 3HWKEHHS B Cpg Ha 27% 3upoByauHy. Jlaui wmx
JOCHIIKEHb CBIYaTh, 110 3WJIOBYJAMH HE BIUIMBAE Ha (PapMaKOKiHETHKY HeBipamiHy. Y ojaHOMY
JociiKeHHl 3adikcoBaHO, 10 HeBipamiH He BIUIMBaE Ha  (apMaKOKIHETHYHI TMOKA3HUKK
AujaHo3uHy (n = 18) abo 3anbuuTadiny (n = 6).

3riHO 3 pe3yabTaTh 36-AEHHOTO A0CIiKeHHs nauieHTis 3 BlJI-indexuicio (n = 25), wo npuiimaiu
Hesipanin Ta HendiHaBip (750 mr/ Tpuui Ha neus), craByauH (30-40 mr/mo6a) He BHUABMIIN
cTaTHCTUYHO 3HaYMMHUX 3MiH B AUC a60 Cpax cTaByanHy. Kpim Toro, nociipkeHHs 3a ydactio 90
Mali€HTiB, AKi MpUHManu JamiByAuH 3 HeBipamiHom abo ruaue6o, He OyJo 3adikcoBaHO 3MiH Y
KJipeHei Ta 06’eMi posnoaiay gamiBylyHy, O CBIAYMTBH MPO BiACYTHICTH BILIMBY HEBipaniHy Ha
KJIIpEHC JIaMiBy IUHY.

Henyxkaeosnani inriéitopu 38oporuoi tpanckpunrtasu (HHI3T).

Pesysnbratn KimiHigHOro fociikeHHs (n = 14) rnokasaid, 1O MPU OJHOYACHOMY 3aCTOCYBAHHI
easipensy (apMaKkOKiHETHYHI MapameTpd HeBipamiHy 3aiMInaiuch He 3MiHeHUMM. Toxi sk,
¢apmakokineTHuHi MokasHMKM edasipens 3HayHO 3HM3MAMCE, AUC 10 22% i Cpin 10 36%.
Mosknuso npu npuiiomi eaBipeHsy pasom i3 HeBipaniHOM HEOOXiAHO MiABUILUTY 103y edaBipeH3y

110 800 Mr/neHs.

i ITHCOM VﬂOBHOBa)KeHOl OCO6l/I 10 BUCTYIAe BIJI IMEHI 3asBHMKA /Z
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ITT: HeBiparmiH - nerkuit 10 moMipHUii iHAyKTOp mevinkoBoro gepmenty CYP3A; oTke, MOKIUBO,
o crisbHe BBeaeHHs 3 I (ski Takox MeTtabonizytoTbes i3odpepmerrom CYP3A) moxke npussecTu
JI0 3MiHU KOHIEHTpaIliil 060X JiKapCchKUX 3ac00iB B I1a3Mi KPOBI.

Pesynpratu kiiHiuHoro BumpoOyBanHs (n = 31) 3a yuactio nauientiB 3 BlJI-indekuieto, ski
npuiiMany HeBipalliH Ta cakBiHaBip (TBepai »enaTMHOBI Kancyau, 600 Mr/aBiui Ha [€Hb)
MPOAEMOHCTPYBAJH, IO IX OJAHOYACHE 3aCTOCYBaHHS MPU3BOANTH A0 3HWKeHHA AUC Ha 24% (p =
0,041) cakBiHaBipy Ta BIJCYTHICTh CYTTEBMX 3MIiH piBHs HeBipalliHy y Tula3Mi KpoBi. 3HMIKEHHs
piBHIB cakBiHaBipy BHAcCJIiJOK Ili€l B3aeMOJii MOXe BIUIMHYTH Ha €(DEeKTHUBHICTBH BiJl 3aCTOCYBAHHs
CaKkBiHaBipy.

Ille omme mocmimkenHs (n = 20) B SKOMY OIIHIOBaIW BIUIMB HEBIpaniHy MpH OJHOYACHOMY
3aCTOCYBaHHI CakBiHaBipy (M’sKi )KeJaTHHOBI Karcyjid) OIMH pa3 Ha 00y pa3om i3 pUTOHaBIpOM Y
3 7031 100 mr. Bei maumieHTH oJHOYAcHO OTpUMYBaslM HeBipamnin. JlociipkeHHs rokasaso, Lo
KomOiHauis cakBiHaBipy (M’siki xkenaTHHOBI Kancyiau) Ta 100 Mr puToHaBipy He Maia iCTOTHOIO
BIUIMBY Ha (¢apMaKOKiHETH4HI napameTrpu HesipamiHy. Edekt BrimBy HesipaniHy Ha
(dhapMakoKiHeTUKY cakBiHaBipy (M’sKi »eJaTUHOBI Karicynu), pazom i3 100 mr purtonasipy Oys
HE3HAYYIIUM.

Pesynbraramu KiiHiuHOro BumpoOyBaHHs (n = 25) 3 mnauieHtamu 3 Bll-indekuicto, ski
3aCTOCOBYBaJIM HeBipamiH Ta iHauHaBipoM (800 mMr/koxHi 4 roauHu), nokasaau, o X OJHOYAcHE
3aCTOCYBaHHs MPU3BOAUTH O 3HMKEHHs cepeaHboro 3HadeHHs B 28% (p <0,01) AUC inauHaBipy
Ta BiJICYTHICTh CYTTEBUX 3MiH Yy piBHI HeBipariHy y ruiasmi kpoBi. He MO#IMBO 3p0OUTH OCTATOUHI
BUCHOBKH IL[0JI0 MOTEHLIHHOrO BIJIMBY OJTHOYACHOTO 3aCTOCYBaHHs HEBipamniHy Ta iHauHaBipy. [Ipu
3aCTOCYBaHHI iHAiHaBipy 3 HeBipaniHoM 200 mr/po0a ciijl po3rasgaTi MOMKIMBICTh  30iIbILIEHHS
o34 inauHasipy no 1000 Mr/koxkHi 8 roa oaHak, 3apa3 HeMae JaHuX, 1100 BCTAHOBHTH, 1110 Take
3acToCyBaHHs OyAe BIAPI3HATHCA BiJ CTaHAapTHOrO 3acTOCyBaHHs iHAIHaBipy (800 mr/koxHi 4
FOJIMHM).

Pesynprati kniHiuHoro BunpoOyBaHHs (n = 25) 3 BUI-indikoBaHUMU MauieHTaMu, siKi npuiimaiu
HeBipari Ta putoHaBip (600 Mr/aBivi Ha JAeHb) Mokaszand, WO iX 3acTOCyBaHHs y KomOiHauii He
MPU3BOIUTH JI0 CYTTEBUX 3MiH Y TUIa3Mi KpoBi 000X Mpenaparis.

Pesyneraru 36-neHHoro gocniukeHHs y nauieHTiB 3 BlJI-indexuieto (n = 25), ski npuiimann HeBipa

nid Ta Hendinasip (750 mr/noda) ta craByanH (30-40 mr/aBidi Ha 100Y), HE BUABUJIM CTATUCTHUHO

IHcTpyKUis 1S 32CTOCYBAHHS JIKAPCHLKOro 3aco0y (KiHIEeBOIro NPOAYKTY), 3aCBiAUeHa
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3HAUMMHX 3MiH B (papMaKOKiHETHYHHX MapameTpax HeldiHaBipy Mic/is N0AaBaHHS HEBIpariHy
(AUC + 4%, Ciax + 14% i Cpyin - 2%). PiBHi HeBipamiHy BHABHIMCA HE3MiIHHUMH.
IIpy oaHOYACHOMY 3acTOCYBaHHi HeBipamiHy 3 Oyab-ikum i3 umx IIT ne Oyno nosizomieHb Mpo

Hebe3neKy BiJl TAKOTO 3aCTOCYBaHHS.

3rigHo 3 noBigomueHHsAMH, y BIJI-iHdikoBaHHX [OOpOCIMX HEBipariH, AKWA npuiimanu ys
komOiHawii 3 jJomiHasipom / puroHaBipom 400/100 mr (3 karncyu) ABidi Ha A€Hb, NPU3BOIUIIO 10
sumkenHs AUC noninasipy Ha 27. He3Bakarouu Ha Te, IO KJIiHIYHA 3HAYUMICTh LBOTO 3HUIKEHHS
He OyJla BCTaHOBJIEHA, PEKOMEH/YEThCS 301/IbIIEHHS 1031 JOMiHaBIpy / puToHaBipy 10 533/133 wmr
(4 xaricynu) ABivi Ha JieHb pa3oM 3 DKero B KOMOiHALIT 3 HeBipaniHOM.

Pesynsrati  (papMakoKiHETHYHOrO [OCTIIKCHHA y Jitell noiaibui Taku y npopocaux. [lpu
0/IHOYaCHOMY 3acTocyBanHi Heipaminy AUC nomniHaBipy 3Hu3mnachk Ha 22% (CTiBBIAHOLICHHS
AUC - 0,78; 0,56-1,09) ta Cpjn Ha 55% (criBBigHoweHHst Cpin — 0,45; 0,25-0,82). Ilna nitei
301/IbIIEHHS 03K JIOMIHABIPY / PUTOHABIPY /10 300/75 mr/m? caig posraagati npu
3acTocyBaHHi npenapary y KOMOiHauii 3 HeipamiHom, 0coOGNMBO 1/l THX y KOro € [1ij03pa
3HWKEHHS CIIPUMHATTS JIONiHABIPY/PUTOHABIPY.

Kemoxonaszon: B 0AHOMY JOCTIIDKEHHI MPHU 3acToCyBaHHi Hesiparniny y 103i 200 mr/asiui na 100y
pa3oM i3 keTokoHa300M 400 Mr/aeHb MPU3BENO 10 3HAUHOro 3MeHLIeHHs (63% MeaiaHa 3HHKEHHS
AUC ketokonazony Tta 40% mejiana 3HWKEHHS Cpa KETOKOHA30JYy). Y LBOMY K JIOC/IIKEHHI
3aCTOCYBAaHHSI KETOKOHA30.y NMpu3Beo 10 15-28% 30inblueHHs piBHA HEBipamniHy B rjiasmi KpoBi.
KetokoHazorn i HeéipaniH He CJIiJ MpU3Ha4YaTH OJHOYAcHO. BrauB HeBipamiHy Ha ITpakoHa3on He
BiJIOMUIA.

@nyxonason: OJHOYACHE 3aCTOCYBaHHs (IIOKOHA30Jly Ta HEBIpamiHy MpU3BeIo 10 NpuOIU3HO
100% 36iabLIEHHs] EKCMO3MLIT HEBipamniHy y MOpiBHAHHI 3 MOMEpeaHIMH JaHUMU, KOJM HeBiparniH
npuitmanu okpemo. Yepes pusMK miABMLIEHHS ekcrosuuii 10 Hesipaniny cinin 6yt obepemHnMm
IPU CYIYTHLOMY MPUIfOMI JIiKapChKHX 3aC00iB He BUMALO0K NPOsABY TOKCHUHOCTI. He Oyo kiiiHiuHO
3HAYYIIOro BILUIUBY HeBipamiHy Ha (JIIOKOHA30J1.

Konmpayenmusu 0Ons. nepopaibHo2o 3aCMOCY8aHHA: OCKIIbKM MEpopanbHi KOHTPALENTHBH HE
MOBMHHI BMUKOPUCTOBYBATHCS SIK €IMHMNA MeTOJ KOHTpauenuii y nauientis 3 BlI-indexuieto, y

J

MalieHTiB, AKAM [pPU3HAYAIOTH JIIKYBaHHS HEBipamiHOM, pEKOMEHAYIOThCA IHWI  3acolwu
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KOHTpawenii (Taki sk Gap’epui Metoau). Kpim Toro, 6yna BusBIeHa (hapMaKOKIHETHIHA B3aEMO1is
HeBipaminy, y mosi 200 wmr/asiui Ha 100y Ha MepopanbHui  KOHTPALENTHB, O MICTUTH
etuninecrpagion (EE) 0,035 mr ta Hopetinapony (NET) 1,0 mr. YV nopiBHsHHI 3 KOHLEHTpALIEO B
MIasMi, AKa criocTepiramacs 10 NpuifoMy Heipaminy, nicis 28 JIHIB 3aCTOCYBaHHs HEBipaniHy
meniana AUC s EE 6yna 3HauHO Hikya, Ha 29%. 3HauHe 3HHIKEHHS EE o3Hayano 1o 3MiHUBCS
yac i mepion HaniBBuBeneHHA EE. 3HauHe 3HMKEHHA (18%) Gyno 3adikcosane i ans meniann AUC
s NET, Ge3 3MiH cepeIHbOro Mepiofy 4acy abo HariBBUBEICHHS. Takuii BMJIMB BKa3ye Ha Te, LU0
/033 OpANBHOrO KOHTpALENTHUBY TOBHHHA OyTH CKOperosaa, o6 3abe3neyuTH aacKBaTHEe
NiKyBaHHS HIIMX TI0Ka3aHb, HIXK KOHTpALEMNLis (HAampHKIaJ, €HAOMETpio3), AKILO JIKapChKHH
3aCTOCOBYETHCSA Pa3oM i3 HEBipariHOM.

Tnwii nixapcoxi 3acobu, wo memabonizyomyCes CYP3A: mesipanin € ingykropom CYP3A Ta
notenuiiino CYP2B6, mpuuoMy MakcHMasibHa IHAYKIIS BHHMKAE [POTATOM 2-4 TWKHIB Mic/s
MoyaTKy Teparii. [pyHTYIOUMCh Ha BIIOMOCTAX CTOCOBHO MeTaboNIYHUX TMPOLECIB META/I0HY,
HeBipamiH MOXe 3HM3UTH KOHLEHTPALIK METajoHy B riasMi JISXOM 301IbLICHHS THAYKWIT B
neupnni. CUHAPOM BiaMiHu Oyn0 3aikcoBaHO y MalieHTiB, AKI OTPUMYBaIH OHOYACHO HEBIpariH
Ta MeragoH. IliATpUMyIO4y Teparito MeTaJ0HOM, Ha MO4aTKy JliKyBaHHs HeBipamiHoOM, CJlij
KOHTPOJIFOBATH CTOCOBHO €(eKTY BiAMiHM, @ 7032 METaJOHY TMOBMHHA OyTH BIAMOBIAHO
CKOperoBaHa.

Inzibimopu  isogpepmenmy CYP: B pe3ysibTaTi  JI0CHIUKeHHS  B3aeMOZIT HeBiparniny Ta
knaputpomitmiy (n = 18) Oyno 3apikcoBaHe CyTTEBE 3HIKCHHA AUC knaputpominuny (30%) Tta
Cuax (- 21%), i 3naune 30inbmenns AUC (58%) Ta Cumax (62%) axtuHOro meradosniry 14-OH
KJIapUTpOMillMHY. ByJl0 3Ha4YHE 36ibweHHst Cun (28%0) HeBipaniny Ta He3HAUYHe 36inements AUC
(26%) Ta Cpax (24%) HeBipaniny. L{i pe3yabTaTi J03BOJIAIOTE NPUITYCTHTH, LIO TpH 3aCTOCYBaHHI
JBOX JIIKAPCHKUX 3ac00iB OJHOYACHO, HE notpibHa Kopeklis [103W JUld KJIQPUTPOMILIMHY Ta
Hepipaniny. TUM He MEHII, PEKOMEHYEThCs TPOBOANTH MOHITOPUHT BIAXHJIEHB MEYiHKOBUX MPOO
Ta eheKTUBHOCTI NpoTH Mycobacterium avium - BHYTilHBOKTITHHHOTO KomTLiekey (MAC).
MOHITOpPHHI KOHLEHTpallii HeBipariHy B na3Mi y mauiedTiB, sSKi J0BrUil yac npuiMan HeBiparliH,
MpOJEMOHCTPYBAB, M0 KOHLEHTpPALLis HeBipariHy B CHpOBATL KpoBi Oyia niisuiIeHa Y MaieHTIB,
SKi OIHOYACHO OTPUMYBAJH MMeTHIHH (+ 7%, n = 13).

Inoykmopu CYP: Bigkpure nociikenus (n = 14) Juis BU3HAYCHHA BILIMBY HeBipariHy Ha

[HCTPYKILis AJTst 32CTOCY BAHHSI JIIKAPCHKOTO 3aco0y (KiHIEBOro MPOAYKTY), 3aCBI/1teHA
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dapMaKkOKiHETHKY pH(aMIIiLKHY HE MPOJAEMOHCTPYBAIO CYTTEBMX 3MiH Chmax Ta AUC pumMaMLKHY.
Ha BigMiHy Bij 1poro, pudamriiyiH 1aBaB 3HaUHE 3HIKCHHA AUC (- 58%), Cuax (- 50%) Ta Cpnin (-
68%) HeBiparniHy y MOpiBHAHI 3 ICTOPHYHUMH TAHHUMA.

HasBHi  dapMakoKiHeTH4Hi JaHi J03BOJAIOTE MPUIYCTATH, IO  OJHOHACHE 3aCTOCYBaHHA
pudammilHy Ta HeBipamiHy He PeKOMEHIYETBCH. Tomy i nikapceki 3acofu He NOBHHHI
3aCTOCOBYBATHCH ORHOYAcHO.  SIKIIO HeoOXigHO  JiKyBaHHA TyOepKy/bo3y T[pH npuiomi
HeBipaliHy, PEKOMEHJIOBaHO 3aCTOCOBYBATH pudabytun. PudalbyTun i HeBipamin MOKYTh
3aCTOCOBYBATHUCH OJHOYACHO 0e3 KOpHUIyBaHHs J03H (nuB. Hwk4e). Kpim Toro, jikap Moike
PO3IIISIHYTH MOXJIMBICTH MEPEX0y Ha notpiitny kom6inauito HI3IT nporsrom nepioay JIiKyBaHHs
TyOEpKYJIHO03Y.

YV dapMaKOKiHETHYHOMY JOCIi/DKEHHI CYMYTHE 3aCTOCYBAHHA HeBiparniny 3 pupadyTHHOM
MPU3BENO 10 He3HayHoro 12% (cepeanboro) 30inbments AUC, HE3HAYHOTO 3% 3HuKeHHS Ciinss |
3HAuHOTO 301bIeHHS Cmaxss Ha 20% HeBipariny. Hesnauni 3Mind y ¢apmakokineruii Oyiu
BusBiaeHi i 25-0-necaneTun-pudadyTHHy (aKTHBHUMI metabonit pudadyruny) AUC, Cuinss abo
Craxss.  11OBIIOMIISLIOCH  TIPO  CTATHCTUHYHO J0CTOBIpHE  301IBIICHHS  OUEBMHOIO  KJIpEHCY
nesipariny (9%) y NOpiBHAHHI 3 iCTOPUIHHUMA dapmakokineTnuHuMu fanumu. Le JIOCITIKEHHA
[oKasye, 10 HeMa€e KJiHiYHO BaXJIUBOT B3aeMoIii MiXk HeBipamniHoM i pudabyruHom. Tomy ui aBa
rpenapatd MOXKYTh 3aCTOCOBYBATHCh OJHOYACHO, fe3 KOpMUIryBaHHS JIO3M, 3& YMOBH, 11O
[POBOUTHCS PETETBHOrO MOHITOPHHLY noGiuHUX peaKLlii.

Bapgapun: B3aemofis Mix HeBipaliHOM Ta AHTMTPOMOOTHYHMM [perapaTom BapdapuHOM €
CKIAIHOK, 3 MOTEHLanoM SIK /O MOJOBKEHHs, TaK i JO 3MEHLICHHA Hacy Koaryssuii npu
cynyTHboMY Mpuiiomi. CymapHuil epekT B32EMOJLIT MOYKE 3MiHIOBATHChH MPOTATOM MEPLIHX THHKHIB
CYMYTHLOrO MpuiioMy abo micis MPUIUHEHHS npuiioMy HeBipariHy, TOMY HEOOXIAHO PeTe/ibHO
KOHTPOTIO BATH PiBHI aHTHKOATYIALI.

Pocrunni npenapamu (36ipo6iit): POCTUHHI MPENapaTH, 1O MICTATL 3BipOoOii, HE MpU3HAYAIOThH
0JIHOYACHO 3 HeBipaniHoM. SIKIIO MalieHT BKe MpHiiMac npenapary, o MicTSTh 3Bipo0iit, TO citin
repeBipuTH PiBHI HeBipariHy Ta BipyCHE HaBaHTAKCHHA i MpUNUHUTH [puitoM 3BipoGoto. PiseHb
HeBipariHy MOXKyTb 30iTbIUTHCH MiCHIA MPUIHHEHHS rnpuitomy 3Bipo6010. Takok MOKE BUHUKHYTH
rnotpeba y KOpUTYBaHHI 103U HEBIpartiHy. Edext MOXKe TPUBATH LiE LIOHAKMEHLIE 2 THIKHI 1icd

MPUIMHEHHs 1iKyBaHHs 3BipO0OEM.

[HCTPYKIList IS 32CTOCYBAHHS JIIKAPCHKOT0 3ac00y (KiHIIEBOTO MPOAYKTY), 3aCBIUSHA
HiIMMCOM YIIOBHOBAKEHOT 0COOH, IO BUCTYIIAE Bijl iMeHi 3asiBHUKA f/f’/;/;//
11.12.2017 Kouybeit M.C.




Inwa ingpopmayisn: yTBOPEHHSA HEBipamiHIiAPOKCHIBHUX MeTaboiTIB HE MNOpYLIYEThCs Uepes
NPUCYTHICTB ~ JancoHy, pudabyruny, pudamniny i  TpumeTonpumy/cynbdameTokcasony.
KeTOKOHA30/1 Ta epUTPOMILMH [OCTOBIPHO MpPHUIHIYYIOTh YTBOPEHHS HEeBipaniHriAPOKCHIIBHUX

MeTaboJTITIB.

BarithicTs Ta JaKkTanis

Bazimuicmp: Tij 4ac PenpoLyKTUBHUX AOCIi/DKEHb, IPOBE/ICHNX y BAriTHUX LLYpiB Ta KPOJIUKIB, HE
6yno BuABIEHO TeparoreHHoro edekry. He icHye anekBaTHUX Ta 7100pe  KOHTPOJIbOBAHKX
JOCTI/DKeHb Y BariTHUX JKiHOK. TOMy HeBipariH ciiiJ 3aCTOCOBYBATH Mijg yac BariTHOCTI, JiMLIE B
TOMY BHNAJKy KOIM OYiKyBaHa KOPHMCTH BHIIPABJOBYE MOMKJIMBUW PH3HK JUIA JUTHHH, i cnifg
JOTPUMYBATHCS 0OEPEKHOCTI MPH TIPU3HAYCHHI HeBiparniHy BariTHUM.

Jlaxmayis:. Pesynsratd (apMakOKiHETUYHOTO NOCHDKEHHS B sKOMY mpuiimann yuacth 10
paritHux BIJI-1-iHdikoBaHUX KIHOK, AKI NpUiAMaIK OHY 1103y 100 mr abo 200 mr HeBipaniHy B
cepesHbOMY 4epe3 5,8 TOJMHH, MPOJAEMOHCTPYBajH, LIO HeBipariH JIEerko MpPOXOAHTH Kpi3h
IJIALEHTY 1 MOMajae B rpyaHe MOJOKO

BUI-indikoanum Mmatepsm y OyAb-SKOMY BHIIJKy HE PEKOMEHJIOBAHO TOAyBATH HEMOBJIAT

pyIO, 100 YHUKHYTH BepTukaibHoi nepenadi BUI BiJl Martepi 10 IUTUHHU.

BoiMB HA 3AaTHICTh KepyBaTH TPAHCIOPTHHUMH 3acobamu abo mpamioBaTtd 3 iHIIIMH
ABTOMATH30BAHUMH CHCTEMAMH.
OKpeMi JOCIi/KeHHs 00 3/IaTHOCTI KepyBaTu aBTOMOOIIEM 1 MpaloBaTH 3 MEXaHi3Mamu He

MMpOBOAUJTUCS.

ITo6iuHi peakuii.

KpiM Bucumy Ta nopymeHb (yHKUiT MeYiHKH, HaiGibLl MOLMPEHUMH MOOIYHAMM peaKLisAMH,
MOB’SI3AHUMM 3 Tepariero HeBipamiHoM, Oyinu HyA0Ta, BTOMA, MPOMACHHLA, roJOBHUI Oillb,
GiroBaHHs, Jiapes, OiJb y HUTYHKY Ta Miajris.

Hait6inpm cepio3HUMHU MOOIYHUMM peakiiisiMu OyJu: CHHIPOM CrieHca-J[>KOHCOHA; TOKCHYHHH
eriepManbHuii HeKponi3; Tskka opma remartuty; cepiosHa AUCHYHKLSE TEUiHKK; CUHIPOM

rinepuyTJIMBOCTI, 1O CYNPOBOKYBABCA BHCHIOM 3 MIJBULICHHAM TEMIICPATypH Tina, apTpairieto,

[HCTPYKIist TS 32CTOCY BAHHSI JTIKAPCHKOIo 3ac00y (KiHLEBOr0 MPOAYKTY), 3aCBiIueHa

MiAMMCOM YTOBHOBAKEHOT 0COOH, 10 BUCTYTIAE Bijl iMeH] 3asBHUKA & [’/L;%
11.12.2017 Kouybeit M€ *
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Mianrieto, 30iUMbLICHHAM JTiMATHUHMX BY3JiB; BiCUEpasbHI YpPAKECHHS, TaKi SK TernaTuT;
e03uHO(DiNiA, TpPaHyJOLHUTONEHis 1 HHUPKOBa mchyukuis. Tlepmi 18 TwkHIB JiKyBaHHA €
KPUTHYHEM MEPiOOM, KUK NOTpeOy€ MUIBHOIO HArMs Y.

Byo moBiIOMJIEHO NPO HACTYMHI MOOiYHI peakuii, 10, MOXIHBO, MOB’s13aHi 13 3aCTOCYBAHHAM
HepipariHy. 3a3HayeHa 4acToTa IPYHTY€EThCA Ha JaHUX KJTIHIYHUX BUIPOOYBaHb.

KpuTepii olliHK# 4aCTOTH PO3BUTKY MOOIYHOT peaxiii ikapcbKoro 3acoly: ayxe nowupeni (>1/10),
noumpeni (>1/100, <1/10), nenomupeni (>1/1000, <1/100), piako nowwupeni (>1/10000, <1/1000),
ayxe pinko nomupeti (<1/10000), Hepigomi (SIKi HEeMOKJIMBO nepeadaunTH, BUXOIMUM i3 HAABHMX
JIAHUX).

Kpoe ma nimgpamuuna cucmema

HenomupeHi: rpaHyIOLUTONEH s, aHeMIs.

Imynna cucmema

[TowmpeHi: anepriudi peaxuii.

HemnowupeHi: rinepuyTanBicTs, aHadinakTHyHi peakir.

Hepeosa cucmema

[Tormupeni: rogoBHUi Oi/1b.

TpasHuit mpaxm

[TomupeHi: Hy10Ta.

He nowmupeHi: 6moBanHs, 6ijb Y XKHUBOTI.

HernourupeHi: miapes.

lenamob6iniapna cucmema

[Towmnpeni: renatut (1,2 %), 3MiHa [EeYiHKOBHMX P00, 7KOBTAHULLA .

HerommupeHi: nediHKoBa HeI0CTaTHICTh/ IeMaTHT.

[Ixipa ma niOwKipHi MKaHuHu

Jy»e nourupeHi: Bucui (9%).

[Tomupeni: curapom Crisenca-/HKOHCOHa, KpOTHB’ IHKA.

HernowmunpeHi: TOKCHYHMIA eniaepMaibH1i HeKpoJlis, AHTIOHEBPOTHYHUI HAOPAK.

OnopHo-pyxoeuti anapam

[TommpeHi: mianris.

Henowuupeni: aprpairis.

[HCTPYKIist U151 32CTOCYBAHHSI JIIKaPCHKOTO 3aco0y (KiHIIEBOro NPOAYKTY), 3aCBj/14cHa
g " i 5 NI LS S
MiMMCOM YIOBHOB&KEHOT 0COOM, 11{0 BUCTYAEC BI IMEHI 3asgBHHUKA et o
r . 5 &L
11.12.2017 Kouyteiu M.€. ~
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3aeanvui poznaou

[TowupeHi: BTOMJIIOBaHICTh, rapska.

KomGinoBaHe aHTHpeTpoBipycHe sikyBanHs y BLJI mauieHTiB BUKIMKAE [1epepo3noAiN KUPIB y Tilli
(nimomuctpodito) a Takox rimepriilepizemito, rinepxoJecTeposieMito, rimepriikalemito Ta
rinepJaxkTaleMiro.

Takox OyiM TOBiJOMJIEHHs, NPH 3aCTOCYBAHHI HEBIpamiHy Yy KkoMOiHalii 3 IHWKMH
AHTUPETPOBIPYCHUMU  [penaparaMi, Ipo:  MaHKpeaTwT, nepupepudHy  Helponatiio  Ta
TpOMGOUMTONEH0. 3B'A30K 3 JiKyBaHHAM HeBipamiHOM He migTBepuKeHui. [losizoMiieHHs Npo
posnany y renarobiniapHii cucTemi Ta HUPOK Oy/H 1yKe PIAKMMH.

YV BUI-iHdikoBaHMX  XBOpHUX 3  TAKKHM iMmyHOZIepilIMTOM ~ HA  MOYATKY  JIKyBaHH
AHTUPETPOBIPYCHUMH TMpernapaTaMi MOXKe BUHWKHYTH 3arajbHa peakiiis Ha acumnTomMaTuuny adbo
pe3uIyalbHy ONOPTYHICTHUHY iHDEKIIIO Ta CIPUUHHUTH TSHKKUNA KIHIYHANR cTaH ado 3aroCTpeHHs
CUMIITOMIB.

Ikipa i nipmkipui Tkanuan. Halftunosimmm KIiHIYHAM nposiBoM TokcuuHocTi Hesipariny €
prcur.. Y KAIHIYHUX JOCHIUKeHHAX y 9% mnauieHTiB 3'sBJISBCA BMCHIT IpU 3aCTOCYBAHHI CXeM
NiKyBaHHA, Ki He MICTHIIN HeBipartiH. ¥ KIiHIYHAX JOCIIKEHHAX, MPY 3aCTOCYBaHHI HEBiparniHy y
24% nanicHTiB 3 SABISBCS BHCHI, y MOpiBHsHHI 3 15% mnauieHtis y KOHTpOJIbHIA rpymi. Taxki
WKipHi peakilii, BUHUKAIOTh 3 YacTOTOK MPUOTU3HO y1,7% mpu 3acTOCYBaHHi HeBiparniHy, Ta y -
0.2% nauieHTiB 3 KOHTPOJBHOI rpynu. Bucunanus 3a3Buyai He3HauHi abo MOMIipHi, y BUIJs
MIAMUCTO-NAMYILO3HIX €PUTEMATO3HHX EJEMEHTIB, 3i cBepOeskem abo Ge3 HbOro, Ha Tynyoi.
oGmiuui i Kinuiekax. [ToBimOMJISNOCS MO anepriuni peakuii (BKmouarouu aHaginakciio, aHrio
HEBPOTHUHHMI HAOPSK i Kpornue’sHky). Bucnnanus OysaroTsb abo camocTiHnuMH, 200 K cKialoBa
CHHPOMY TiNepuyT/IMBOCTI, IO XapaKTePU3YEThCs BUCHTIOM, 3arajibHUMU CUMITTOMAaMHK, TaKHMIA 5K
MPONACHMUIIA, apTpaUIrisi, Miasbris i nimpaneHonatis, Tak i BicLepalbHUMH YIIKOUKEHHAMH, TaKUMK
9K renartuT, eo3MHO(iNis, rpaHyTIOLUT OMeHis | HUPKOBA nucohynkuis. TloBimomusiiocs: npo
fMetanphi Hacuiakn cuuapomy CTiBeHca-JlKOHCOHA, TOKCHMYHOIO €rlijepManbHOro HEKpOoJ/i3y Ta
cuHapoMy rinepuytiuBocTi. [lepeBaxHa GiNbLIICT BUMAAKIB BHCHIY OyAb-sKOT TSKKOCTI
TpaMIA€ThCs MPOTSrOM MepInX 6 THXKHIB Teparii. Jlesiki BUMaZKu notpeOyBaan rocritanisaiil,

OJIMH TAL[i€HT MOTpeOyBaB XipypriyHoro BTpy4aHHs.

[HCTPYKILst VTS 32CTOCYBAHHSI JTIKAPCLKOTo 3ac00y (KiHLEBOTo MPOAYKTY), 3acy0ﬁa‘ )
MiAMMCOM YIIOBHOBa)KEHOT 0COOH, 1110 BUCTYMAE BiJ1 IMEHI 3asiBHUKA C _"/’/] ;
11.12.2017 Kouybeir M€ C
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[enatobiniapui suma. Haityacriure B 1a0opaTopHUX aHaizax CIIOCTEPIraroThCs TaKi BiAXUIICHHS
BiJ HOPMH: MiABUILCHHA piBHA J1abOpaTOPHUX nokasHUKiB yHKLUii nmedinku, BKmoyaioun AJIT,
ACT, ramaraoTaminTpancdepasy, 3saranbhuii OimipyGin 1 ayKHY docdarasy. Haituacriiue
TPamIAIOTECA Ge3CHMITOMHI TTiIBUILEHHS PIBHS ramaroTamiaTpanchepasu. € MosiJoMIEHHS NpO
BUMAKK 3aXBOPIOBAHHA HA KOBTSHHMINO. Y MAUi€HTIB, sKi NpHiimManu HeBipariH, crocrepiraamcs
BUTAJKH 3aXBOPIOBAHHA HA TeNaTHT, CEpHo3HY i XKMTTEBO HebdesneuHy renaroTOKCMUHICTh Ta
daranpHuil QyIMiHAHTHUH renaTut. PU3HK PO3BUTKY FenaTUTy CEpel nauientis (1121 nauienr) ,
sIKi npuiiManu HeBipariH MpOTAroM poKy, OyB y 1Ba pasd BUILKM 1,2% nopisusito 3 nnaue6o 0,6%,
BimosigHo. [Tepimi 18 TYIKHIB € KPUTUUHUM TMEPIOJOM, AKHH notpedye NUAbHOIO Harjsay.

Jlirn. TToGiuni aii, 0B’ s3aHi 3 HeBipariHOM, qKi Haifuacriie CrocTepiraloThest y AiTed, noaioni 1o
TUX, 1[0 W y JOpPOCIHX, 332 BHUHSATKOM rpaHyJIOLMTONEHIT, KA YacTille CrnocTepiracThes y JiTei
(noctipkeHHs 3a ydacTio 361 maiieHTa). V [0CTMAPKETHHIOBUX CHOCTEPEKEHHAX aHeMist yactilie
punmkana cepen aitefi. Takox y nmiteidt Oyin BUsiBICHI pinki Bunaaku cunapomy CriseHca-

JIKOHCOHA/TOKCHUHOTO eMTiAepPMAaIbHOr0 HEKPOJIi3y.

[lepenosyBaHHsi.

AHTHJIOT [PH TIepeI03yBaHHi HeBiparniHy HeBIIOMUH. [ToBioMIIsLIIOCS TTPO BUITAAKHK MEPEA03YBaAHHSA
B Meskax Bix 800 10 6 000 mr/zoGy mporsarom 15 ai6 mpuiiomy. Y nauieHTiB criocTepiranucs
HaOpsIKK, By3J10Ba €pUTEMa, BTOMA, MPOMACHHLL, FOJ0BHMI OiNb, O€3coHHs, HyA0Ta, iHDIILTPATH Y
JlereHsix, KOPOTKOTpHMBAle 3alaMOpOyYeHHs, OoBaHHs, MiABMIIEHHS piBHA TpaHcaminas i

3MeHIIeH S Mack Tisa. [licist pUNMHEHHs NpUitoMy Mpernapary BCi sBULLA 3HUKAJIH.

dapMaKoJIOTiYHi BJACTHBOCTI:

Mexanizm aii

Hesiparnin € HEHyK/I€O3MHUM iHIiGITOPOM 3BOPOTHOT TPAHCKPHUNTA3H (HHI3T) BUJI-1. Hegipanin
Ge3nocepeIHbO 3B'SIBYETHCS i3 3BOPOTHOIO TPAHCKPHIITA3010 i 6nokye akrusHicTe PHK-3anexHoi 1
JIHK-3anexunoi  JIHK-nonimepasu, BUKJIMKAOYH pylHYBaHHs ~KaTaliTUYHOTO CAWTy  LbOTO
depmenTy. AKTHBHICTb HeBipamiHy He KOHKYpYe 3 tpudocharamu MaTpuli abo HyKICO3MAIB.
Hesiparin He iHridipye 3BOPOTHY TPAHCKpHIITA3y BIU-2 i JHK-noniuMepasu KIiTHH eyKapioT

(takux sk JIHK-nonivepasu moaunu o, f3, y abo d).

IHcTpyKuist 1151 32CTOCY BAHHSA JIKAPCLKOIO 3ac00y (KiHIEBOTO IPOAYKTY), 3aCBi)1ll€H/;1/. ~
. - 5. [ g A~ LAl
HiIMMCOM YIIOBHOBAYKEHOT OCOOH, 1110 BUCTYNAE BiJl iMEeHI 3agBHUKA ’/’ _ ‘“/‘f

11.12.2017 Kouybeit M€
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Cmitikicmb.

In vitro BCTAHOBJIEHA MOMUIMBICTH mosiBU i30maTiB BIY 3 noHmkeHoto dyTimBictio (y 100 - 250
pa3iB) Mo HeBipamiHy. Y IOCHiIKEHHAX BIPOIOBK 12 TWXHIB MOHITOPMJIUCH (DEHOTHMIUHI |
reHOTHHIH] 3MiHH isomaTiB BIU, BUAINEHHX y NAII€HTIB, SKi OTpUMYBANN HeBiparliH abo HeBipariH
B KOMOiHALT 3 3uI0BYAHHOM. JI0 BOCBMOrO THIKHS MOHOTEpaIlii Nperaparom B ycix obcTexeHnX
namienTis Gynu BUAIeHI i3osrH BIY, 4yTiuBicTh AKMX 110 HeBiparniny in vitro 0yna noHWkKeHa
Ginbm Hixk B 100 pasiB B MOPIiBHSHHI 3 MOYATKOBOIO | BUsBJIEHI ojHe 260 Oi/blue YMCa0 MYyTaLli# |
10 acoLiroeThes i3 cTilikicTio o Hesipaniny. KomGinosana Tepartis HeBipaniH Ta 3MJOBYAMH HE
3MiHIOBANA 4YacTOTy BMHMKHEHHs BipycCiB, CTIHKHX [0 HeBiparniny, abo CTymiHb CTIHKOCTI /10
Hesipaniny in vitro. ¥ nocmimkenni INCAS renotuniuna i eHoTHMIYHA CTIHKICTE OLIHIOBAIACA Y
NalieHTiB, OTPMMYBAIM HeEBipamiH y CKjaii NOTPIHHOT Ta noagiiiHoT KoMBiHOBaHOT Teparil, i y
naiieHTiB, AKi B KOHTPOJBHIH rpymi, HE OTPUMYBAIH HeBipanin. Y natieHTis, 1o paHdile He
OTpUMyBaJIM AHTUPETPOBIPYCHOT Tepartii (4Mcio CD4 ritnn cioraano 200-600/MM’), IPOBOAKIOCs
nikyBaHHs HeBipanin + 3ugoByauH (N = 46), 3HIOBYIHH + AMJAAHO3HMH (N = 51) abo HeipaniH +
3ugoByaMH + aupaHosuH (N = 51); CHOCTEPEKCHHA 3IMCHIOBAIOCS BIPOJOBK 52 THIKHIB
nikyBanns abo Oinbiue. Bipycosoridne 0OCTEeXKEHHs MPOBOMMIOCS HA To4YaTKy, 4epes 6 i 12
Micanis. MeTox OLHKM (EHOTUMIYHOT CTIHKOCTI, 110 BMKOPHCTABCH, BUMAaras JUIA 3HCHEHHS
amrutidikanii Bipycy NpUCyTHOCTI, AK MiHIMYM, 1000 koniit/ma PHK BIU. V 3 rpynax (no 16, 19 Ta
28) nauieHTiB, 10 BUBYALMCS, OyiIH BUJIiJIEH] MOYATKOBI i30J1ATH, AOCTYMHI s nocigkeHns, Ll
MALEHTH OTPUMYBAIHU JiKyBaHHS NPUHAHMHI, NpoTAroM 24 THXKHIB. Ha noyaTky HaroJouyBanocs
M'sTh BUNAAKIB (EHOTHIIUHOT CTIfKOCTI [0 HeBipamiHy; 3HAYeHH: IC50 y TphOX 3 HHX
migBMmMIMCs B 5-6,5 pasis, a y asox — Ginbw ik B 100 pasis. Uepes 24 TwxHi BCi i3079TH, SKI
B/IAJIOCA BU/LIMTH Y TIAL€EHTIB, AKI OTPUMYBAIM HEBiparliH, Oyin PE3UCTEHTHI /10 LbOTO Mpenapary.
Yepes 30-60 TkHIB mofibHi i30msaTH OyIK Yy 18/21 (86%) mauientiB. Cyrnpecis BipyCy HUKYE 3a
MeXY ioro BusBIeHHs Oyia gocarnyray 16 nauientis (<20 komiit/mi - y 14, <400 konii/mi -y 2).
[Ipu BUKOPHCTAHHI JIOIYIICHHs MPO TE, IO cynpecist Hiwkue <20 Komii/mil yKasye Ha 4yTJIUBICTH
Bipycy 10 mpemnapaTy, OyJl0 BCTaHOBJICHO (uusxom Gesnocepeboi abo HenpsaMot OLIHKK), 11O
qyTAMBICTH O LBOrO mperapaTy 30epiranacs y 45% (17/38) nauiedtis. Bcei nauientu, ski
OTPUMYBAJM HeBipamiH + 3HIOBYIMH Ta Ti 1O TECTYBAIMCA Ha HasgBHICTL (EHOTUIMIYHOT

PE3NUCTEHTHOCTI, Yepes micTh Micaui Oy CcTiliKi [0 HeBipaniny. 3a BeCb MEPIOJ COCTEPEKEHHA

[HCTPYKIisl 17151 32CTOCY BAHHS [TIKAPCHKOT0 32¢00y (KiHIEBOTO MPOAYKTY), ° aLB}L{LHd
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BCTAHOBJIEHMH OMH BUMAIOK CTIHKOCTI A0 AMAAHO3MHY. PE3UCTEHTHICTD 10 3M/0BYMHY BUHHKAlA
yactime yepe3 30-60 THKHIB, OCOONHBO y MALI€HTIB, WO OTPUMYBAH MoABiHY KOMOIHOBaHY
Tepanito. [pyHTylourch Ha JaHUX npo 36inbmenns [C50, 6y10 BCTAHOBJIEHO, IO crifikicTs 10 ZDV
BUHHKAE, MabyTh, pi/ilie y MALIEHTIB, SKi OTPUMYBAJIM HEBIpariH + 3UI0BYIMH + IMIAHO3MH, YUM Y
MalieHTiB iHIKMX MiKyBalTbHUX rpym. BiasocHo crifikocti no Hesipaminy Gyno mokasaHo, wo BCi
OTpMMaHi i30J4TH MajHu, K MiHIMyM, OJHY MYTallilo, MOB'A3aHy 3 PE3UCTCHTHICTIO. Haituacriwe
omuHu4HUM 3MmiHam mignasaarcs K103N i Y181C. Takum unHOM, 3aCTOCYBaHHA BUCOKOAKTHBHHX
PEeKMMIB  JIKAPChKOi ~Teparii CyNpOBOJUKYETBCA — YIOBIIBHCHHAM — PO3BUTKY CTifikocTi 110
AHTUPETPOBIPYCHMX 3ac00iB. [ €HOTHIHM, IO KOPEMOITh 3 (EHOTHIIHHOIO crifikictio 210
HepipamiHy, igeHTudikoBani y 12 i304TiB, BUAIICHHX 3 [LIa3MH Mawie€HTIB, 110 OTPHUMYBA/H
notpiitny Tepanito. Lli mawi, orpumani B nociimkenHi INCAS, rnokasyioTk, 110 3aCTOCYBaHHS
BUCOKOAKTUBHUX PEKUMIB JTIKApCHKOT Tepartii  CyNpOBOKYETHCH  YTOBIUTBHEHHAM — PO3BUTKY
PE3UCTEHTHOCTI 10 AHTHPETPOBIPYCHUX MpEraparis.

Kniniusa 3Hauymicts (eHOTUIIYHAX Ta (GEHOTHNIYHMX 3MiH, MOB’A3aHHUX 3 BUKOPUCTAHHAM
HeBipariHy He BcTaHoBiIeHa. [Ipy BUKOpHMCTaHHI HEBipamniHa B KOMOIHALT 3 JAeKiJIbKOMa IHLIUMH
HHI3T yac BUHMKHEHHs CTIMKOCTI 10 HeBiparniHy in vifro, He 3MIHIOBANOCS.

Ilepexpecna cmiuxicme.

V JOCHiUKEHHSAX in Vifro BCTAaHOBEHA INBMAKA MosiBa mtaMiB BIY, 1m0 BOJOMIIOTE MEPEXpecHoio
crifikictio 0 HHI3T. Jlani npo mepexpecHy cTiiikicts Mix npejacrapaikom HHI3T Hesipanitom i
HYKJICO3UAHUMH iHTiGiTOpaMu 3BOPOTHOT TPAHCKPHUIITA3H [1yiKe OOMEKEHI.

V JOCHiUKeHHAX in Vvifro TNOKa3aHo, IO CTiHKi 0 3WAOBYAMHY i30JI8TH, OTPUMaHI y HYOTHPLOX
MauieHTiB, 30epirany 4yTMBicTh 10 HeBipamniny, wo i cTiliki g0 Hesipaniny isonaTw, oTpuUMaHi y
IECTH TaUieHTiB, OYTM YyTIMBI 10 3WAOBYAMHY Ta AnJaHO3uHy. [lepexpecua CTIiKiCTh MiX
HesipamiHoM | iHriGitopamu mpoteasu BIYU ManoBiporifHa BHACHifOK BIAMIHHOCTEH (pepMEHTIB-
«MILIEHENR».

[lepexpecHa PE3MCTEHTHICTh Cepejl 3apeecTpoBaHMX 10 Tenepitnboro wacy HHIZT mpoko
nowmupena. P reHOTHIIYHUX AOCHIUKeHb CBIAUMTL MPO Te, MO Y pasi Hee(eKTHBHOCTI SKOro-
nebys HHI3T y 6inbocti UMxX nauieHTiB BUABIAIOTHCA WITAMKU BIpYCiB, IO XapaKTEpPU3YIOThCsA
[epexpecHoro CTilfKicTIo 10 iHmoro mnperapary 3 wiei rpynu. Jlaui, 110 iCHYIOTb B JaHui 4ac

YKa3ylOTh Ha HEJOUINMBHICTE MOCIIA0BHOrO 3actocyBants pisinx HHI3T.

[HCTPYKIIS UIs 32CTOCYBAHHS JiKAPCHKOT0 3ac00y (KiHLEBOro MpoAyKTy), 3acsiayera,
" n 54 : ¢ A, Y
MiIMHCOM YNOBHOBAKEHOT 0COOH, 110 BUCTYMNAE Bijl iMeHI 3asBHUKA 7/4/1»//,
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@apMaKoHHAMIYHI BJIACTHBOCTI.

BB HeipamiHy BUBYAMM TPU JiKyBaHHI HAlBHHX Ta nauieHTiB, SKi paHile OTpUMYBalH
AQHTUPETPOBIPYCHE JIIKYyBaHHSI.

PesynsTaMu JOCTIDKEHHs TpuBajoi Teparii HeBipaniHOM + 3MIOBYAMHOM + JMJAHO3MHOM Y
MOPIBHAHHI 3 3UIOBYAMHOM + JUJAHO3UHOM y 398 XBOpHX, BlJT-indikoBanux (cepeaniit BUXiAHWH
pieerb 153 CD4 + writnan/mMm’; PHK mnasmu BIU-1 4,59 logyo komiid/mir), siki oTpumyBau
monaitmenmme 6 micsuis HI3T 10 noyarky aociiikenns (B cepeanpomy 115 TrxkHiB). L{i mauienTu
MPOJEMOHCTPYBaIM 3HAUHE TOJIMIICHHS micns TOTPiiHOT aHTHpeTpoBipycHOT Tepanii, Yy
MOPiBHAHHI 3 MallieHTaMH, AKI OTPHUMYBAJH /1Ba nikapebKi 3ac00M BIPOIOBXK OAHOTO POKY, AK Yy
kinbkocti BipycHoi PHK, Tak i y kinekocti CD4 +.

TpupaicTs BiANOBI/I NPOTATOM LIOHANMEHIIIE OXHOTO POKY Oyna 3a/J0KyMEeHTOBaHa B J10C/IUKEHHI
(INCAS) ans rpynu, siKy JiKyBaid HeBipa [MH + 3WJIOBYAMH + JMIaHO3HH, Y MOPiBHAHHI 3
3UI0BYAMHOM + JHIaHO3MHOM abo HeBipaninom + 3ugoByauHom. Y 151 NauieHTiB 3 KiJAbKICTIO
ritug CD4 + 200-600 xnitin / MM® (cepeaHiii pisens 376 KIITHHI/MM®) Ta cepeans Gasosa
konuentpaiis PHK BIJI-1 B miasmi kposi Ha pisni 4,41 logyo xomiit/mn (25.704 KOTH/MJt).
[Mawienty npuitmani Hesipanin no 200 Mr oJMH pas Ha 106y MPOTATOM BOX THXKHIB, NOTIM 110 200
MP JIBiui Ha geHpb abo nuane6o; 3uaoByauH — 200 mr, Tpu pasu Ha ACHB, AMAAHO3HH, 125 a6o 200
M JBiUi Ha JeHb (B 3aJI€XKHOCTI Bijl Baru).

[HIi JOCTiJKEeHHSI OXOIUIIOBANM BMBYCHHs BILUIMBY HEBipamiHy B KomOiHallil 3 TakumH
AHTUPETPOBIPYCHUMHU Npenapartamy, K HanpuKiaL: 3aninuTabiH, CTaBYMH, JaMiBY/WH, IHAKHABIP,
puTOHaBip, HeldiHaBip, cakBiHasip abo norinagip. J[aHux 1mpo HOBi Ta MpoGiemu 3 OE3NeKoro s
[MX KOMOiHaLliii HE BUABJIEHI.

V xoii JOC/Ti/UKeHHS NPOBOAMJIACS OIiHKA CIIBBIAHOLICHHA M0JIb3a/pU3UK  3aCTOCYBaHHS
JiKapcehKUX 3ac00iB y KOMOIHALIAX Y NaLieHTiB, AKi He MatoTh CTIHKICTh [0 iHTiGITOPiB MpoTEas.
Pesucmenmuicms npu nepuHamanoHii mpancmicil.

YV BOX JOCHIDKeHHS OLiHIOBanM e(EeKTHBHICTb HEBIpariHy i MONepe/KeHH BEPTUKAILHOT
nepenaui indekuii BIJI-1 Bin marepi 10 AMTHHH. Jlume Matepi OTpUMYBajiu aHTHPETPOBIPYCHY
Tepanito Mij 4ac UX A0CIIUKEHb.

YV iHmoMmy KIiHIYHOMY MOCHi/UKEHHI, MPOBEACHOMY Y [lipenniit Adpuui,  napu matu-

HOBOHApOPKEHMH Oyau paHzomizoBani Ha aBi rpymu — | rpyna, math: 200 mr HeBiparniHy Ha

TueTpyKuist AJIsi 32CTOCYBAHHS JIKaPCLKOTO 3ac00y (KiHIEBOTO IIPOAYKTY), 3acBijyucHa
Pe o -7
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noyaTky nosiorie Ta 200 Mr HeBipaminy yepe3 24-48 roJMH; HeMOBJATA: 6 MI/KT HeBipamniHy uepes
24-48 roaun) abo 2 rpyna, Matu: 600 Mr 3M0BYIMHY Ha [OYaTKy nosiorie ta 300 Mr KoxkHI 3
FOJIMHH TIi/ Yac noJoriB , motiM 7 anis 300 Mr 3uf0BYAMHY Ta 150 Mr naMiByIMHY; HEMOBJIATA: 12
MI/KT 3HZOBYIMHY Ta 6 MI/KT BIPOZOBXK 7 MHIB (IPH Maci HEMOBJATH < 2 Kr, 4 Mr/Kr 3u0BYIHHY
Ta 2 MI/KT BIpOAOBX 7 AHIB. M MEpIUOI Ta APYror rpyroto uepes 6-8 TUXKHIB HE
BHSIBJICHO CYTTEBOI pisHuui y wactoti mepenaui BUI-iHdekuii, 5,7% (n=652) ta 3,6 (n=649)
BianmosigHo. Bimpmuil pusuk mepenadi iHdekuii Oys y THX BUMalKax, KOJM nikapchbKi 3aco0y
3aCTOCOBYBAJIUCS B MEPioJl MEHIIUH YUM 2 TOJAMHH JI0 MOYaTKy nosiorie. Y nocnimkeni SAINE 68%
MatepiB, fIKi He OTpUMyBay HeBipariH, Oy1n BUAB/ICHI PE3UCTEHTHI WTaMn NpUGIN3HO Yepes 4
TH3KHI TTICIISt TIOJIOTIB.

PH3HK PO3BMTKY TeNaTOTOKCHYHOCTI il Marepi Ta JUTHHH icHye y BMMAAKy KOJM HeBipariH
NpUMaloTh y AKOCTI MOHOTEpAIIiT.

YV 3aKpUTOMY PaHIOMi30BaHOMY JOCIIUKEHHI, JKIHKM NpuiiMaiy HeBipamiH  BMPOJOBK YCI€T
BATITHOCTI, He OyNO BUABJEHO 3MEHIICHHsA 4YacTOTH Mepejadi BUI-indexuii, y MopiBHAHHI 3
JOCHIDKEHHSIMM Y IKHX 3aCTOCOBYBAIM HEBIpAIiH OJHOPA30BO MEPEI M0JIOramu. B usomy
JOCTIIKEHHI PU3HK repeadi OyB TeK JOCUTh HU3BKAM 1,3% B rpyri, sKa OTpUMYyBaia HeBiparniH,
ta 1,4% y rpyni niane6o. Bysio 3adikcoBano, 10 piBeHb CCPeHBOT 6azopoi konueHrpatii PHK ne
BIJIMBAE HA 4YacTOTy mepenadi indexuil. ¥ 15% 3 395 kiHOK po3BUHYIaCh PE3HUCTEHTHICTb 10
HeBiparniHy uepe3 6 THKHIB MiC/s MOJIOTi.

dapMaKOKiHETHYHi BJIACTHBOCTI.

dapmakoKiHeTHKa y A0pociuX. Hesiparit Jerko BCMOKTYETHCS (> 90 %) nicas nepopanbHOro
npuiioMy y 310pOBHX JOAcH iy mopociux, indikoBanux BIU-1. A6comoTHa GioIOCTYIMHICTh Y
37I0pOBHX Micis MPUIAOMY pasoBOI 103U CKiIajana 93+9% (cepeHe 3HAYEHHs) A5
tabnerkn 50 mimirpam Ta 91£8% s posunny. Ilikoa KOHUEHTpaLlA HeBipaniHa B riasmi Kposi
2+0,4 Mxr/min (7,5 MKM) ocsraeTbes yepes 4 roJAMHH Micis mpuiomy pasosoi go3u 200 mr. [Ticas
GararopasoBoro NMpUifoMy MikoBa KOHLEHTpallis HeBipariHa B Mexax /103 Biz 200 10 400 mr/ao0y
spocrae niHiiino. JlaHi mpejcTaBiieHi B JlTepaTypi CTOCOBHO 20 BlJI-indikoBaHuii nauieHTiB
CBiZUATh MPO JOCSTHEHHs cTabiIbHOTO CTaHy KOHLIEHTpaLlil Crax 5,74 Mkr/ma, Cpin 3,73

pkr/mMi (3,20-5,08) ta AUC 109,0 mxr/mi/roanta (96,0-143,5) npu 3acrocyBanni 200 wr

[HCTPYKLIS VISl 32CTOCYBAHHS TIKAPCLKOro 3aco0y (KiHIeBoro NPOAYKTY), 3acBijueya p
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Hepipaminy. Haii6ine BiporigHo, o mpw MoCTiiHIf  KoHUeHTpalii 6iabw Hix 3,5 MKr/MJ
JOCATAEThCS CTIMKUI TeparneBTUYHUH ePeKT.

Po3uuH IS MEpPOPATBHOTO 3aCTOCYBaHHsA Ta TabNeTKH MAIOTh “Taki %k caMmi (apmMakoKiHeTHUHI
[IOKA3HMKHU y B3aEMO3AMiHHHUX J103aX.

Hi ixa, ni anTauasi 3acobu abo JikapchbKi npernaparu, Ha ocHOBI Jiy)kHoro Oydepy (Hanpuknan,
JMIAHO3KMHY) Ha BCMOKTYBaHHs HEBipalliHy He BIUIMBAOTH.

Hesipamin € jginodineHuM i mo cyTi Heiomizopanuii npu  Gisionoriunomy pisui pH. [Ilicas
BHYTpilIHBOBEHHOTO BBEJIEHHS 00’ €M posnoziny (Vdss) HeBipaniHy CTaHOBHB 1,21 + 0,09 a/kr, wo
CBIUUTH MO Te, 1O HeBiparniH 100pe BCMOKTYETHCS. HesipariH Jierko NMpoHMKAE 4epes MiaueHTy i
OMMHACTLCS B rpyaHoMy MoJowi. binseko 60 % HeBipaniHa 3B's3y€Thes 3 OLTKaMH M1a3MK KpOBI B
miamasoni masmMoBoi KOHueHTpauii Bix 1 710 10 mkr/msi. KoHieHTpailiss HepiparniHa B
CTIMHHOMO3KOBIH pimuni moanuu cknagana 45 % Bin iforo KoHieHTpaiii B nnasmi kposi. Le
BisIHOMIEHHS PUOM3HO JAOPIBHIOE YACTHHLL, KA HE 3B'S3y€ThCA 3 Oi/IKaMK MJ1a3MH1 KPOBL.
Hesiparin GioTpanchopMy€eThes depes OKHCIIOBAJIBHMI MeTaboi3M 3a ydacTio unroxpomy P450
0 JeKiIBKOX MeTabosIiTiB, 10 TiAPOKCHIIOETHCS. JlochipKeHHst in Vilro MIKpOcoM MeviHKH
JMIOJMHMA JArOTh MiJICTaBU JIOMyCKaTH, LI1O OKMCITIOBAbHUI MeTaboi3M HeBipariHy 3iHCHIOETHCA
fesnocepe/iHbO i30epMeHTaMU LINTOXPOMY P450 3 pagy CYP3A, xoua iHIIi i30epMEHTH MOKYTE
rpatu J0aTKOBY POJib.

[Ipu npuitomi Hesipaminy B 1031 200 Mr Biui Ha 106y Ta MM 3aCTOCYBaHHI OJHOPA30BOT 1031 50
mr “C-Hegipanin paioakTHBHO MO3HA4CHNH (91,4 £ 10,5 % cranaapTHOI J103H) HeBipariH
BHUBO/UTHLCS MEPEBAXKHO 3 CeUeto (81,3+ 11,1 %), a He3Ha4YHA YACTHHA — 3 dexanismu (10,1+ 1,5 %).
[Tonan 80 % paioaKTMBHO IMO3HAYEHOrO HeBipariny B ceui CKJalatoTh FIIOKYPOHIIHI 3’ €THAHHSI
ripoKCHIbHUX — MeTabosiTiB. Takum  4HHOM, meraGonismM  uuroxpomy P450.  KoH'toraiis
MIOKYPOHiLYy —Ta  eKCKpeLis [IIOKYPOHI30BaHAX ~ METaboJITIB €  OCHOBHHM crnocobom
6iotpanchopmarii i BUBECHHS HeBipariuy y ntoneit. TibKK HeBemMKa yacTka <5 % pajlioaKTHBHO
[O3HAYEHOro HeBipaminy, 1o Bianmosimzae <3 % BiA 3BMYAMHOT J03M BHBOJIMTHCS B HE3MIHHOMY
crati. Exckpelliss HHpKaMu Bijlirpae He3Ha4yHy pojy y BMBEJICHHI HEBIpariHy.

Hesipamin € iHZYKTOPOM METa0OJiMHHX depmentis uuToxpomy P 450 neuinku. B mipy

MPOJOBKEHHA JIKYBaHHS IpH n03i 200-400 Mr/noly mpotsiroM 2-4 THXKHIB (hapMaKkoKiHeTHKa

[HCTPYKLis VTSI 32CTOCY BAHHSI JIIKAPCHKOrO 3ac00y (KiHIEBOIO MPOIYKTY), 3aCBIAUCHA
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XapaKTepU3y€eThCs MPHUOIM3HO 1,5-2-pasoBuM 301/IbLICHHAM BHAMMOTO KJTipeHcy HeBiparniHy
MOPiBHSAHO 3 OHOPA30BUM MPHIOMOM.

AYTOIHIYKLis TAKOXK MPUBOJUTE 110 Bi/IMOBIIHOr0 CKOPOUEHHs Mepioly HariBpO3naly HeBipaniHy B
riasMi KpoBi 61M36K0 45 FOJIMH TIPU pasoBii 1031 i 61m3bKo 25-30 roauH micis 6araTopasoBMX 103
200-400 mr/mib.

Hedocmammuicmo @yuxyii nupok. ®apMaKkOKiHETUKY HeBipaniHy niciist MPUAHOMY OHOPA30BOT J03H
nopiBHIOBaNIM y 23 MALIEHTIB 3 JIETKOIO (50 KKp <80 mux / xB), a6o nomiptoto (30 KKp <80 mn / xB)
HUPKOBOIO AMChYHKIIEO ab0 TAKKOIO dopmoto, siKa BUMArae Aiajisy, MOpyLCHH: GyHKLIT HUPOK
Ta y nauienTis 3 HopmasbHoto (KKp > 80 mui / xB). HupkoBa HeJ0CTAaTHICTH (HE3HAYHA, nomipHa i
Ba)KKa) HE MPUBOIUTE A0 OyIb-sIKHMX JOCTOBIpHUX 3MiH (hapMaKOKiHETHKH nesipaniny. [lpote y
[MAIIEHTIB 3 KiHLEBOK CTaJic€l0 HUPKOBOT HEJOCTATHOCTI, fAKa BHMarae Jianizy, npoTarom
THKHEBOTO TIepioly eKCIO3MLLT BiaMiuanoch CKOpOUeHHA oL Mij (papMaKoKiHETHYHOIO KPHBOLO
(nani — AUC) ueBipaniny na 43,5 %. TaKkoXk Maso Miclle HAKOMMUEHHs B [1a3Mi KPOBI MeTabomiTiB
riapokcutesipaniny. OTxke, A1 KommeHcallil eekTy Aianizy Ha KiIpeHe HeBipaniny mozxHa 0yiio 0
HMiICHIWTH Tepanito HeBiparmiHOM J0AATKOBOIO HOTO 103010 200 Mr mic/s KOKHOrO ceaHcy ianisy.
B iHIMX BAMAAKaX MAaLieHTH 3 Kiipercom kpeatuniny 200 MJI/XB He 1oTpe0yioTh KOpeKLil 1031
HEeBIpariHy.

Hedocmammuicms ynkyii neuinku, byno npoBeaeHO JIOCTIDKEHHS 13 3aCTOCYBAHHSIM CTaHAPTHOTO
J03yBaHHs, B sKoMy nopiHroBaan 10 [ALi€eHTIB 3 JErKOI0 Ta MOMIPHOIO THCHYHKLIEO MedyiHku, ro
Yaitng-’io <7 . Lle AoCIiDKeH s 3aCBiIYMII0, MO TaKi nauieHTH He noTpedyoTh Kopekuil 1o3u. Y
BUMAJKy 3 MallieHTaMy 3 AUCHYHKLIEO neuinky, 1o Yakna-rn’io Bia 8 Ta acuUTOM MOKYTh MaTH
pU3MK HAKOTIMUYEHHS HEBipariHy B CHCTCMHOMY KpOBOOOITY.

Xoua y XKIHOK HUKYE KJIIPEHC HeBipamiHy, 4MM y YOIOBIKIB, He CrocTepiranocs KoAHMX 3HAYHKX
reHIepHUX BIAMIHHOCTEH Y KOHIEHTpALIAX TUIa3MK  HeBipaniny micis 0JIHOPA30BOT  JIO3H.
dapMaKoKiHeTHKa HeBipamiHy y BUI-iH}ikoBaHHX JOPOCIHX, HE 3MIHIOCTHCA 3 BikoM (nianazoH 19-
68 pokis) abo pacu (YOpHHUH, JIATHHOAMEPUKAHCHKUN UK a3iaTChbKui). Hesipanid cneuianbHo HE
JIOCJIIKYBaBCA PH 3aCTOCYBAHHI MAlliEHTaMy CTapLue 65 poxkiB.

Dapmakokinemuxa y oimeu. dapMaKoKiHEeTHYHI JaHi HEeBiparniHy Oy/in OTPUMaHi 3 JIBOX BE/IMKHMX
Jpkepet: MeiaTpHMYHOrO JOC/IIKeHHS 33 y4acTio 9 BIY-1-N03MTUBHUX MALUEHTIB y Billi Big 9

. . 5 . & 2
MicaiiB 10 1, SIKUM NpU3HA4ald OJHOPA30BY 103y HCBIpAIlIHY (7,5 mr, 30 mr a6o 120 mu Ha M",
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n=3) mepopaibHoi cycneHsii. byjo BCTaHOBJIEHO, IO AUC Ta nikoBa KOHUEHTpallis 3011bLy€eTbCA
MpOMOPLiifHO 361IBIIEHHIO I03H.

[Tig yac apyroro HOCTiIKEHHs epopaibHa cycriensist aGo TabeTku HeBipari Oyiu npu3HaveHi y
nosax Big 240 mo 400 MI/M*/106a B SKOCTI MOHOTepanii abo B KOMOiHALi i3 3M10BYAHHOM abo
3UOBYIMH+Ii1aHO3KMH 3@ ydacTi 37 nauieHTis 3 BUI-iHdekuicio 3 HacTynmHowo aemorpadieto:
yosoBiua crath (54%), pacosi Menumnn (73%), MeniaHHm# ik 11 micsuiB (nianason: Bix 2 micauiB
no 15 pokis). Lli nmauieHTd 0TpUMYyBaIu 120Mr/M?/106a poTAroM NpuOIM3HO 4 THIKHIB, a NOTIM
120 mr/m>/nBiui Ha 106y (mauientu > 9 pokis) a6o 200 mr/M>/nBidi Ha 100y (namieHt <9 pokis).
Knipenc HeipamiHy — J0CAraB MaKCMMajlbHMX 3HA4CHb Yy giti Bix 1 10 2 pokiB, a MOTiM
3MeHLIyBasIocs i3 301ibIIeHHsIM BiKy. OueBnaHUN KJipeHC HeBipariHy 3 ypaxyBaHHAM Baru Tina
OyB npuOAM3HO B/BIYi OifblIMM Y JUTEH Yy Billi 10 8 pokiB y mopiBHsHHI 3 aopocaumu. [lepion
HaITiBBMBE ICHHS HeBIpariHy /IS J0C/LDKYBaHOT TPYNH B LIIJIOMY CTaHy CKias 25,9 £ 9,6 roauH.
[Ipu pOBroTpuBaiomy 3acTOCYBaHHI Mpernapary CepeiHi rnepioi HariiBeuBeaeHts Hesipaniny
SMIHMBCA 3 BIKOM HACTYIHHM 4MHOM: Bia 2 micauis 10 1 poky (32 roauHu), Big 1 1o 4 pokis (21
roauHy), Bz 4 10 8 pokis (18 roaun), Giblue Hik 8 pokiB (28 roaunH).

Jlokainiuni 1aHi o0 Oe3neKu

JlokJiHiuHi JaHi He BHABMJIM IKOIHOL 0coBIMBOT Hebe3neky Ul JIOJAMHH, KPIM  THX, 11O
criocTepiranucs B KIIHIYHMX JIOCHIUKCHHAX Ha OCHOBI TpafMIiHHUX AOCHiLKEHb Oe3neKH,
dapmakonorii, TOKCHYHOCTi MOBTOPIOBAHOI 031 Ta FEHOTOKCUYHOCTI. Y  JOCHIUKEHHAX 3
PEnpoIyKTHBHOT TOKCHKOJIOTIT MOKa3aHO MOPYUICHHS depruabHOCT y LLYypiB. Y JOCITIKEHHAX
KaHLIEPOreHHOCTI HeBipamniH iHIYKye 3pOCTaHHsA MyXJnH rnedinku y uypis ta muieid. Li nani ans
1ypiBs, LIBHJIIE 3a BCE, [IOB’SI3aHi 3 TUM, IO HEBipaniH € CHIBHUM IHAYKTOPOM MeHUIHKOBUX
depMeHTiB, a He Yepe3 reHOTOKCHYHHUI nirfo. MexaHizm Jii Ha MyXJIHHU Yy MUILLEH 11e He 3’COBaHo,

TOMY IX BiZMOBIAHICTE CTOCOBHO JIFOAMHH 3aTUIIAETLCS HE BU3HAUCHOIO.
Tepmin npHIATHOCTI.

60 MmicsLiB

Oco6anBi 3an00iskHi 3ax0u npH 30epiranHi.

[Ipu Temrepatypi He Buie 30°C B opuriHabHik YI1aKOBLLI.

. . ~ . . . /
MMUCOM YITOBHOBAXKEHO1 OCOOH, 110 BUCTYIMAE B IMEHI 3assBHUKA {
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3. Jlikapcekuii goBinHuk, 60-¢ Pex., Ct. Ne 903 - 909.

Bupobuuk:

[Inot Ne H-12 ta H-13, MIJIK, Banymk, Aypanraban- 431 136, Maxapamtpa, Inis
MakeTtyeTbesi:

Marpike — nigposnin komnauii Minaun JlaGopatopiec Jlimites.

JIunens 2012 p



Hesipamnin 200 Mr, TabJIeTKH
W

Jlo peecTpaiiifHoro nocBi14eHH

Nel/A [16 541 /0201

Bin 8. /4 7#

Ilepexyaa yKpaiHCHKOI0 MOBOIO, ABTEHTHYHICTH SIKOT'0
MiATBePA/KEeHA YIIOBHOBAKEHOIO 0C00010, IHCTPYKIIT PO
32CTOCYBAHHS JIKAPCHKOro 3ac00y/, It BAPOOHUYOT
AUTHLHHI PO3TAIOBAHOI 32 A/IPEColo:

F4, F12, M.I.JI. K. Manezaon, Cinnap, Hawiuk — 422 113,
Maxapawmpa, In0is

3aCBIYCHI MiAMICOM YMTOBHOBOKEHOT OCOOH, 1110 BUCTYAC Bl/l
IMEHI 3asiBHUKA.
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Jlo peecTpaiiifHOro nocBiA4eHHs
Ne

Bin

HEBIPAIIIH ®.CIIIA 200 mr

1 Tabnerka mictuth HeBipaniny @.CILIA 200 mr
JIOTIOMI>KHI PEeYOBHMHHM: JTAKTO3W MOHOTIIpaT, LeN103a MikpokpHucTaniuna, nosigon K-30, narpito

KPOXMaJbITiKOJISAT, KPEMHIIO KOJIOTAHOTO AI0KCH/I, MAarHito cTeapar.

TepaneBTHYHI MOKa3aHHS.
JlikyBanns BUI-indexuii, cipuunteHoi Bipycom | Tumy, y ckiaai KoMGiHOBAHOT aHTUPETPOBIPYCHOT
Tepartii y 10pociux Ta JTei.
Benuka uactuHa A0CBigy HaOyTa y pe3y/ibTaTi 3acTOCYBaHHsSM HEBipaniHy B [O€/JHAHHI 3
HYKJICO3UAHUMHU iHTi0iTOpamMu 3BopoTHOI TpaHckpuntasu (HI3T). B panuii uac icnye HepocTaTHBO
JaHUX Mpo eQeKTHBHICTh BUKOPUCTAHHA NOTPiHHOI KOMOIHaLIl, BKIIOYalO4YW IHridiTopn nporeas

(IIT) micns Tepamnii HeBipamiHOM.

Croci0 3acTocyBaHHs VISl 1I0POCIHX i, IKINO HEOOXiAHO, AJIs1 AiTeH.

Hopocni. PekomenoBana jo3a npenapary — | tabnerka 200 Mr moaHs npoTsarom nepuiux 14 aHis
(chmig JOTPUMYBATHCS TAKOTO MOYATKOBOTO Mepiojy, OCKiIbKM Oy/10 BCTAHOBEHO, L0 L€ 3MEHLLYE
4acTOTY IMOSIBH BHCHITY), ITicjst 4oro mnpuiimMaiore | tabnerky 200 mr 2 pasu Ha 100y y noeHaHHi
MpUHANMHI 3 JBOMA J0JaTKOBUMHU TMPOTUPETPOBIpYCHUMH 3acobamu. [lpu cynyTHiil Tepanii ciin
JOTPUMYBATUCS PEKOMEHJIOBAHOTO BUPOOHMKOM JI03YBaHHS JIIKIB Ta 3IHCHIOBATH KOHTPOJb M
yac 1X 3aCTOCYBaHHSI.

Himu. TlauieHtam 3 macoro Tina >50 Kr peKOMEHIOBAHO MpUHMATH Mpenapar B 103yBaHHI s
JOpOCuX 1 AiTei crapiie 16 pokiB.

[Tamientam 3 macoro Tina <50 Kr peKOMEHIO0BaHO NMpUUMaTH Mpernapat y GopMi cycreHsil.

3aeanvni pexomenoayii. AHani3u, Kl BKJIIOYAIOTh TECTH HA (PYHKUIOHAJIBHI MOKa3HUKHU MEYIHKH,

CJiJl MPOBOJMUTH Tepej MOYaTKOM Teparii HeBipamiHOM Ta BIAMOBIAHMMM IHTEpBajJaMM 11 yac

IncTpykuist A8 3acTOCYBAHHS JTIKAPCLKOT0 3a¢00y (KiHIEBOro NpoayKTy), 38.CBI[1HCH€1

nl}lﬂHCOM ynOBHOBa)KeHOl OCOOH o BH(,Tyﬂaé Bhl lMCHl gaﬂBHl/H\a '»"
1.12.2017 Kouybeu M. €.
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Teparii.

[1pu mosiBi BHCHITY MPOTAroM 14-IeHHOTO mepiofy, He MOKHA MiABMILYBaTH 103y, AOMOKH BUCHIT HE
npoiize. [TosiBY BUCHMIAHHS CJTi/I pETEIBHO KOHTPOJIKOBATH.

[lanieHTH, SKi mepepBaid JiKyBaHHs MpernapatoM Oibll Hi)K Ha 7 JAHIB, MOBWHHI MOHOB/IOBATH

Teparito 3 14-1eHHOro MOYaTKOBOTO TMepiody B peKOMEHI0BaHI 031 OJJMH pa3 Ha JIEHb

IIporunokazauus.

- [TizBuIIEHa 9y TIUBICTH 10 KOMIIOHEHTIB, IKI BXOAATH JI0 CKJIay rpernapary.

- [loBTOpHE NMpU3HAYEHHS MIiC/IA BIAMIHM HEBipamiHy: yepe3 TaKKY (GopMy BUCHUMAHb; 4epe3
BUCHIIAHHS, L0 CYNPOBOJIKYBAIUCS CUMIITOMAMHM, SIKi CBiJYaTh Mpo reHepasizailito npoiecy adbo
rinepuyTAUBICTE; Yepe3 KIiHIUHI NPOsSBU TeNaTUTy, CIPUUYUHEHOTO HEBIPAIiHOM.

- [TaienTam 10 npo#IM nonepeaHe JiKyBaHHA 3 MeTolo Hopmanizauii pisus ACT abo
AJIT, wo OyB Oinblu HiX y 5 pasiB BULIE BepXHbOT Mexki Hopmu (BMH).

- [ToBTOpHE NMpHU3HAYECHHS HEBIpariHy Micjs Horo BiaAMiHK Yepe3 niapuiueHHs pisHs ACT abo
AJIT y 5 paziB, 1O CYNPOBO/DKYETHCS BiAXHICHHAM (YHKUIT Me4yiHKM — [ij 4ac Tteparnil
npernapaTom.

- OpaHovacHe 3acTOCYBAaHHA 3 HEBipanmiHOM Mpenaparis, O MicTaTh 3BipobOiit (hypericum
perforatum).

- HasBHi nmaHi [03BONAIOTH MPUIYCTUTH, WO pudamMniiMH Ta HeBipanidH He Chil

3aCTOCOBYBATH pasoM.

Ocob6unBi 3acTEepesKeHH .

Hesipanin ciia BUKOPMCTOBYBATH LIOHAiiMEHINE, 3 JABOMa I[HIIMMHM @HTHPETPOBIPYCHUMMU
rperiapaTamu.

Jlakmosza: Tabnerka HeBipaniHy MicTUTh 464 Mr MoHoriapary naktosu. llaiienram 31 cnagakoBo
3yMOBJIEHOIO aHOMaJi€lo 00MiHYy pe4OBHH — ranakrtosemiero, nediunrom nakrasu (The Lapp lactose
deficiency) abo cHMHAPOM IJTIOK030-TalakTO3HOT MaibabcopOuil — npenapar He Npu3HaYaOTh.
Hlkipui peaxyii: Y nauieHTIB, sIKi OTPUMYBAIU Mperapar, CrocTepiraancs TSKKI Ta 3arpo3nuBsi jis
KUTTS WIKIPHI peakwii, siki MOKYTb CIIPUUMHUTH HABITh JIETAlbHUN HACIJIOK, MEPEBAKHO Y nepiii 6

TwKHIB. Jlo HUX BigHOCATbCS cuHApoMm CriBeHca-J[koHCOHA ab0 TOKCHYHHE erijepMalibHHi

[nerpykuis A 3acTocyBaHHs JiKapehbKoro 3acody (KiHIEBOro MpoayKTy), 3acBijiueHa
[ AMMCOM YIOBHOBAXKEHOT OCOOM, I10 BUCTYMAE BiJjl iMEHI 3asiBHMKA S atdli
[1.12.2017 Kouy6eu M€~
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HEKpOJIi3, peakiii TrilepyyTiUBOCTI IO CYMPOBOMKYIOTECS CUIBHMUMHM BHUCHMAHHAMH  abo
BUCUIIAHHAMH, $Ki CYNpPOBOUKYIOTBCS CHCTEMHHMM CHMIITOMAaMHM a TaKOX BiCLEpaibHUMH
ypaXeHHAMHU. Brpojomx mepmmx 18 TIKHIB MallieHTH MOBHHHI 3HAXOAMTHCA TMiJ NHJIbHUM
HArIA0M Jikaps. HaBiTe y pasi MosBM MOOJMHOKMX BHCHITAHb HEOOXiIHO MUIIBLHO CMOCTEPIraTH 3a
CTAQHOM MaLli€HTIB.

3actocyBanHs HesipamiHy cJifi TOBHICTIO NPUMHHUTH, SIKIIO Y TAli€HTa 3’SBUIIMCA CHIbHI
BUCUNAHHA a00 BHUCIAHHS 10 CYMPOBOPKYIOTECS CHCTEMHMMH CUMITOMAMH (TakUMu SK
MPONACHUIIS, MyXHpi, YPaXXeHHs CIU30BOI OGONOHKM MOPOKHMHM POTA, KOH'IOHKTHBIT, HaOpsK
obnuyust, Oine y M’s3ax abo cyrnobax, 3arajlbHUH AMCKOMQOPT), BKIIOYAKYM CHH/POM
3actocyBanHs Hepipaminy citiji MOBHICTIO NMPUIHHWUTH, SIKILO Y MALIE€HTA BUSABJICHHI CHHIPOM
CriBenca-J[»koHcoHa ab0 TOKCHYHMII erigepMaibHUii  HEKpostiz, abo remaTuT, €o3uHO(iNis,
rpaHyJIoIUTONEHIs i AUCPYHKIL HUPOK abo 1HLLI 03HAKM BiCLEPAbHUX YPaKEHb.

3acTOCYBaHHsA HEBipalliHy BHINE PEKOMEHIOBAHOT 103U MOXKeE 30i/bLIMTH YacTOTy Ta CepHO3HICTh
peakiiii 3 60Ky MmiKipu, Takux sk cuuapom CriBeHca-J/[KOHCOHA Ta TOKCHUHHMH enigepmaibHuii
HEKpOJIi3.

CynyTHiit npuitoM npeaHizony (40 mr / 1o0y npoTsarom nepiiux 14 aHiB npuifoMy HeBiparniHy) He
NPU3BOAMTE [0 3MEHIICHHS YacTOTH MOSBH BHCHIMAHb, MOB’A3aHMX 3 HEBIpamiHoMm, i MOXke
CTIPUYUHUTH 301JIbLIEHHS BUCHUIIAHb.

Bussieni jgeski GakTopu pU3MKY PO3BUTKY CEPHO3HMX LIKIPHUX peakiiid, sKi BKIHOYAKOTh: HE
NofiepKaHHs pexkumu no3yBants 200 Mr Ha 100y MiJ 4ac MO4YaTKOBOIrO Mepiojy, 3aTPUMKM MikK
BMHUKHEHHSM CHUMIITOMIB Ta OTPUMAaHOK MEJMYHOI KOHCysbTalieto. JKiHKM MatoTh OlibLiuii
PHU3UK T105IBU BUCHUIIAHD, Hi>K Y0JIOBIKH.

[ToTpiGHO 3BepHYTH yBary MallicHTa, IO NepPeBAKHUM TPOSBOM TOKCUUHOCTI € BUCHTIAHHSA. [M ciiij
MOpajuTH HEraiiHo MOBIJIOMHUTH CBOrO JIiKaps MpO BHUCHMAHHS, W00 YHHUKHYTH 3aTPUMKH MiX
BUHUKHEHHSM CUMITTOMIB Ta MEIMUYHOIO KOHCY/IbTaLi€to. BUIbIicTh BUMIAIKIB BUCHITY, 0B’ A3aHOIO
3 HesipamiHoM, BUHHKAE MPOTATOM MEPLUIMX 6 THXKHIB Teparii, ToMy ciliJ 3a0€3MneUnTH MUIIbHUH
Harjs[ 3a CTAHOM [allieHTa MO0 MOSBM BHUCHILY MPOTAroM uLboro nepioay. Ilauienrtis cnin
noiHdopMyBaTH, [0 y pa3i MOSBU BUCHITY MPOTATOM MOYATKOBOTO MEPiody 103a  Mi/BULLYBATHCS

HE 6}/}18, JOKHW BHUCHUIT HE 3HUKHE.

[HCeTpyKIist 15 32CTOCYBAHHS JIKAPCHKOT0 3ac00y (KiHIEBOro MPOAYKTY), 3acBilueHa

MiAMMCOM YITOBHOBaXKEHOT 0COOM, 110 BUCTYIAE Bi/l IMEHI 3asiBHHKA
11.12.2017




Byap-skuil mami€eHT, y SKOro 3’sBUBCA  CHJIBHHMH BHCHMN ab0 BHCHWII, 11O CYNpPOBOJUKYHOTHCHA
CUCTEMHHMM CHMIITOMaMH, TAKUMH SK TPOIMACHULS, MyXHpPi, YPaKeHHs Yy pOTi, KOH IOHKTHBIT,
HabpsK 06Ky, 60 y cyrnobax abo M’s3ax, 3ajbHe HE31y)KaHHA, TOBUHEH MPUITMHUTH MPUIOM
NiKiB Ta HEraHo 3BEPHYTHCS 3a MEIWYHOK JOMOMOror. TakuM  Mali€HTaM 3aCTOCYBAaHHS
HesipaniHy He cJ1i/i TOHOBJIIOBATH.

[TanienTaM 3 MiZ03pOKO Ha MOB’A3aHy 3 3aCTOCYBAHHIM HEBipariHy MOsBY BUCHITY, CJTiJL TPOBOANTH
MOHITOpUHT QyHKLiH nedinku. [TauieHTy 3 moMipHUM abo BaXKKHUM MiIBUILEHHAM MEYiHKOBMX NPOO
(ACT a6o AJIT > 5 BBH) noBuHHi NnpunuHUTH 3acTocyBaHHs Hesipariey.

YV pasi pO3BUTKY peakiiil rinepyyTiMBOCTI, IO XapaKTepU3YIOThCA BHCHIIOM i3 CHUCTEMHHUMH
CHMIITOMaMU, TAKUMHU AK MPOMNACHHULA, apTparis, Miaiabris i jgiMdazeHonaris, niuoc BicluepanbHi
ypaKeHHs, Taki K rernaTuT, €03MHOMTisl, rpaHyIOLUUTONEH S | AMCHYHKLIA HUPOK, 3aCTOCYBAHHS
fpenapary CliJ MOBHICTIO MPUMUHUTH 1 3BEPHYTHUCA MO MeauuHy Aonomory. Takmm nauieHTam
3aCTOCYBaHHsI fpernapary B MoIalblIoMy He MOHOB/IIOBATH.

[levinkosi peaxyii. Y nauieHTiB, siki orpumyBanu Hesipanin, crioctepiranacs TaKKa i 3arposjinsa
JUIs1 )KUTTSI T€NaTo TOKCHUYHICTD, BKIIIOYAK0Ud (aTanbHuil GpynminanTHui renatut. [Tepui 18 Tnknis
JIKyBaHHS € KPUTHYHUM TIEPioJIOM, MPOTATOM SKOro HeoOXIAHO 3IHCHIOBATH MUJIBHUHA KOHTPOIIb.
PU3KMK PO3BUTKY MEUIHKOBUX peaKiiii € HaOiNbIIUM MpOTAroM nepux 6 THkHIB Teparii. [IpoTe
PU3UK 3QJIMIIAETHCS 1 MIC/s 3aKiHYeHHs LBOTO Mepiojy, OTKe, MPOTArOM YChOro JiKyBaHHs CJlij
MPOJOBXKYBATH 3/1ilICHIOBATH KOHTPOJIb 3 YACTUMM IHTEpBaIaMH.

[Tigsumeni pisui ACT i AJIT > 2,5 x BMH Ta/a6o cynyTtHs indikopanicTh renatutom B i/abo C Ha
MoyaTKy MPOTHPETPOBIpYCHOI Teparlii, MOB’s3aHi 3 MiJABUILEHUM PHU3UKOM PO3BUTKY MEUIHKOBUX
noGIYHUX peakiiiii nij 4yac NpoTHUPEeTPOBIpyCHOT Tepanii B LiJOMY, BKJIIOYAIOYH CXEMM JIIKYBaHHS,
10 SIKMX Hale:KuTh HepiparmiH.

Kinku 1 nauieHTd 3i 30inbmeHoo KiabkicTio CD4 Hanexkarh A0 rpynu MiJBULLEHONO PU3HKY
PO3BUTKY MEUIHKOBHX PeaKLIiii.

VY KIHOK PH3UK PO3BUTKY IMEYIHKOBUX peaklii, 4acTo 3 MOsBOK BUCHIAHb, Y 3 pasu Oinbliuii (5,8
% y nopiBHsIHHI 3 2,2 %), a mauieHTH 3 MiJBUIIEHUM MokasHukoM CD4 Ha nodatky npuiomy
HeBipariH 3a3HalOTh OITBIIOrO PU3UKY PO3BUTKY MEYiHKOBMX peakiiiif, MOoB’s3aHUX 3 HEBipaniHOM.
3rifHO 3 PETPOCMIEKTHBHMM OIJISIOM, KiHKH 3 rmokasHukom CD4 >250 knitun/mm’® matots y 12

pasiB OUIBLIMKI PU3UK MEYIHKOBUX MOOIYHMX PeakKLii NOPIBHAHO 3 KIHKaMHU, Yy AKUX nokasHuk CD4

IHCTpyKIIisl AJ1s1 32aCTOCYBAHHS JiKaPCHLKOro 3aco0y (KiHHEeBOIo MpoayK’ r)) 3ac31uqena
I IMMCOM YIIOBHOBaXKEHOT 0COOH, L0 BUCTYMAE Bijl iMeHI 3asBHUKA
[1.12.20917 Kowy6ez} M€,
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<250 waitun/mm® (11,0 % nopisusizo 3 0,9 %). IligBuiueHuid pusuKk crnocrepirascs y YOJIOBIKIB 3
nokazHukoM CD4 >400 KITTHH/MM® (6,3 % mopisHsAHO 3 1,2 % y YOJIOBIKIB 3 MOKa3HUKOM CD4
<400 kriTHH/MM®).

TMarieHTiB CIiA MOBIIOMUTH IO Te, WO MEYiHKOBI peakuii € roJOBHUMH MPOABAMH TOKCHYHOCTI
npernapaTy. PU3HK pO3BMTKY MEUiHKOBHX peakiiif € HaHGiMbLIMM POTATOM 18 tuxHis. [Tauientam
i3 CUMITTOMaMK TeMaTHTy CITiJl MPUIHHUTH MPUHOM mpenapary i HeralHo 3BEPHYTHCH M0 MEAN1HY
JOMOMOTY 3 000B’I3KOBMM MPOBEICHHAM 1a60paTopHOro 00CTeKEHHs MeYiHKH.

Koumpony cmany newinxu. 11 dac 3aCTOCyBaHHs HEBIpariHy MOBIOMJISJIOCS TIPO BIIXHIEHHA B
nokasHuKax (GyHKLIT MediHKy, y JesKHX BHMAAKaX - y NepLui THKHI Teparii. YacTto noBiaoMs10Ch
npo Ge3cUMNTOMHe [iBUIICHHSA pPiBHA (epMeHTiB MeyiHKkuM, 0 He € 00O0B’A3KOBUM
NPOTMIIOKA3aHHAM Ul 3aCTOCYBaHHs — HeBipaniy. —bescumnromue MigBULIEHHS — PiBHA
ramaryoTaminrpancdepasu He € NPOTUIOKa3aHHAM Ul NPOJAOBKCHHS Teparnii.

PeKOMEHYEThCS MPOBOAMTH AHATI3KM TMOKA3HUKIB (yHKLIT MeYiHKK 3 IHTepBalamMu — KOMKHI J1Ba
THKHI BIPOJOBYXK MEPUIMX JBOX MICALIB, HA TPeTiil Micsllb, B NOMANBLIOMY PEryIspHO, 3riJIHO 3
kiiHiyHEMu moTpebamu nauienta. Kniniunui i 1adopaTopHuii KOHTPOJb MAe TPUBATH TPOTATOM
YCHOrO 4acy JiKYBAaHHS HEBIpariHOM, y pa3si BHSBICHHS O3HAK PO3BHUTKY rernartury abo peakiiit
rinep4yTaMBOCTI.

dxmo ACT a6o AJIT> 2,5 x BMH g0 a6o mia wac nikyBaHHs, aHani3 QyHKUIT neviHku cnin
[POBOJMTH YACTille MPOTATOM PEryJIsAPHUX KIiHIYHHX BISHTIB. Hegipanin He ciia npuszHadaty
nauienram, y skux ACT a6o AJIT o moyarky JiKyBaHHs CTaHOBHMB > 5X BMH 1o crabinizauii
nouarkoBoro piBus ACT a6o AJIT <5X BMH.

Y pasi BUHMKHEHHSA KJIHIYHOrO renatury, AKHH XapakTepu3yeTbCH AHOpEeKCieto, HYA0TOIO,
GIIIOBAHHSAM, JKOBTSAHHUIEI0, OLTipyBiHypis, axoniiHuii crineus, renatomeranis abo 6ol y neviHui,
namieHTam ciliji HeraifHo 3BepHYTHCS J10 JIiKaps.

ko ACT a6o AJIT 36inbmyerbes > Sx BMH nporsirom nikyBanHs, 3actocysanns Hesipariy
cnin meraitno npuruuuTu. Slkmo ACT a6o AJIT mosepHy/ncs 10 CBOIX MOYAaTKOBMX PIBHIB 1y
MallieHTa HeMmae JKOJAHMX KJIIHIYHMUX O3HaK abo CHMITOMIB rerartuty, Bucuiy abo 3arajibHUX
CUMITOMIB | SIKIIO Pe3yJbTAaTH aHasi3iB He CBiaTh 1po Oyap-aKi NOpyeHHs QyHKLUiH OpraHis,
MOYKHA OHOBHMTH MPUIIOM HeBipamiHy, IPYHTYIOUMCh Ha KIiHIYHMX 1MoTpebax abo BMXOAAUM 3

JIOCBiZy 3aCTOCYBAHHAM Y KOJKHOMY OKpemMoMmy BHmajky. [Ipuilom npenapary ciiii MOHOBUTH 3

[HCTPYKIist IS 32CTOCY BaAHHS JIKAPCHKOro 3acoly (KiHueBoro POAYKTY), 3aCBiA4eHa
P -

[iMICOM YIIOBHOBAKEHOT 0COOH, 1110 BUCTYNAE Bijl iMeHi 3asgBHUKA LAY
11.12.2017 Kouybei M€, 4




[IOCHJIEHUM KJIIHIYHUM 1 TaOOpaTOPHUM KOHTPOJIEM, [IOYHHAIOYH 3 1031 200 mr/po06y
npotarom 14 nHiB, micis 4oro nepedtu Ha MpuHOM 400 mr/no6y. V pasi MoBTOPHOTO BUHUKHEHHA
BiAXMJIEHb y QYHKIT MEUiHKK 3aCTOCYBaHHs HeBipaniHy cii[l IPUMUHUTH 30BCIM.

Hesipari He cliji MOBTOPHO MPU3HAYATH MALi€HTaM, AKAM JOBENOCA [PUITHHHITH ioro npuiom
BHACIIIIOK PO3BUHEHOTO Yepe3 HeBipaniH KIiHI4HOrO renaTuTy.

3axeopiosanns neuinku. besneka i epeKTHBHICTh HE Oysia BCTaHOBJIEHA [MiJ 4ac 3acTOCYBaHHS
Hegipaniny Ta0neTok y TAli€HTiB, sKI MaiM 3aXBOPIOBAHHA neuinku. Hesipanin TabneTku
MPOTUIIOKA3aH] MaLliEHTaM 3 BAKKUMHU YPKCHHIMH neuinky. [TaLieHTH XBOPi Ha XPOHIYHHWIA renaTuT
B a6o C siki 3aCTOCOBYIOTh KOMOIHOBAHY aHAaTHPETPOBBIPYCHY Tepanio MaloTh MiABULLIEHWH PU3HUK
PO3BUTKY CEPBO3HHX Ta 3arpOIKy4HX KUTTIO MOGIUHKX PeaKiliii 3i CTOpOHH redinky. ¥ pasi cynyTHbo!
MPOTHBIpYCHOT Teparii JUist PU 3aXBOPIOBAHHSX ICNATHTOM B a6o C, npu 3acTocyBaHHi KOMOIHOBAHOT
aTpUpETPOBIipYCHOT Teparii HeoOXiZAHO CKOPHCTaTHCH iHpopMaliero U MalienTa npo KOKHUH 3
NiKapChKUX 3ac00iB. |

[MalieHTy 3 3aXBOPIOBAHHAM MEUIHKH, IO BKIIOYAE AKTUBHUI XPOHIYHHMIT rernaTuT, MatoTh OijibLIti
PU3MK PO3BUTKY MOGIYHMX peakiiii BIPOMOBA yChOrO Hacy JIKyBaHHSL aTpUPETPOBIPYCHUMHU
JiKapchKUMM 3ac00aMK i MOBHHHI CIIOCTEpPiraTueh 3riJHO CTAHIAPTHOT MTPAKTHKH. SIkio € aaHi npo
[OripIICHHs CTaHy MeYiHKH, TakuM MalieHTax HeOOXIZHO MPU3YNMUHUTH ab0 30BCIM BUIMIHUTH
JIKyBaHHS.

Tocmxonmaxmua npogiraxmuxa. Y Mali€HTIB 3 BlJl-indexuicto, ki oTpumany Garatopasosi 1034
HeBipariHy U1 MOCTKOHTAKTHOI MpOodiIakTuky (32 MeKaMM 3aTBep/UKEHMX MOKasaHb), Oynu
3adikcoBaHi BUMAJKK CEPHO3HOT reaTOTOKCHUHIOCT], BKIIOUAIOUHU MEYIHKOBY HEJOCTaTHICTh, AKa
norpedyBajia TpaHcrianTauii. Buxopucranis Hepipaniny He Oyn0 BUBYAIOCS B paMKax
KOHKpETHOTO JOC/i/UKEHHS CTOCOBHO MOCT KOHTaKTHOT npodinakTUKK, OCOOINMBO HE BiJOMHU
TepMiH TPUBAIOCTI I TaKoro JikysaHHs. Tomy Hesipanin He CjiJ 3acTOCOBYBaTH y TaKkuX
BUMAAKaX.

Inwi  3acmepeocenns. Y TAUieHTiB, 8K  OTPUMYKOTH HeBipanin aGo Oyab-fKY IHLIY
[POTUPETPOBIPYCHY Teparifo, MOKYTh | fali PO3BMBATHCA yMOBHO-TATOTEHHI iH(eKLT i iHLi
yeknaauenss indikysanns BIJL y Tomy YupCITi OMOPTYHICTHYHI iHDEKLIT.

Tepanist HeBipaniHOM HE 3MEHLLIYE PUUKY ropusoHTasibHoi nepeaadi BIJI-1 inunm ocobam.

[HCTPYKLst VTSl 32CTOCY BaHHSE JIIKAPCLKOro 3ac00y (KiHIEBOTO TPOAYKTY), 3aCBiUEHA

oA -

[i AMMCOM YIOBHOBAKEHOT 0COOH, 110 BUCTYTIAE Bill iMeHi 3assBHHUKA -t A
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KoMIUIeKCcHAa ~ MPOTHPETPOBIpYCHA — Tepamnis  CyNpOBOJKYBaIacs epeposnoiioM  KUpY
(ninoauctpodieto) y BIJI-nmauieHTis. ZIOBI‘OCTpOKO‘Bi HACJTIAKYM LMX MOAIN Hapa3i HeBiJoMi. 3HaAHHS
MPO MEXaHi3M € HEeMOBHMM. By/10 BUCYHYTO rinoTesy 1npo 3B’5130K MK BicLEepabHOIO JIINMOMATO3010
ta II1, ninoarpodiecto Ta HIOT. Bumuii pu3uk po3BUHEHHS nunoarMcTpodii MoB’A3aHMK 3 TAKUMU
iHAMBIAyalbHAMH UYMHHMKaMH, SK CTapmuii Bik Ta ¢akrtopy, MoB’sA3aHi i3 3acTOCYBaHHIM
niKapchkUX 3aco0iB, TaKUMM SIK TPUBAJiCTh AHTUPETPOBIipYCHOT Tepamii Ta MNOB’sA3aHi 3 LMM
nopyiieHHs Merabornismy. Kiidiune oOCTEXEHHsS MOBUHHO BK/IOHATH OLIHKY (I3MUHMX O3HAK
nepeposmnoiny xkupy. HeobXilHO BpaxoByBaTH piBeHb NiMigiB y CHpOBaTLi KPOBI Ta TJIHOKO3M B
kpoBi. JliniaHi posiany HEOOXiNHO JIKYBATH y BUIMAKaX KJHIYHOT A0LIIBHOCTI.

Hesiparin Moske BCTyHaTH y B3aeMOJil i3 IHIIMMH nikapcbKUMHK 3acobamu, TOMYy TMpd HOro
3aCTOCYBAHHSI JliKap MOBMHEH OLIHWTH PU3HK BUHUKHECHHS TaK1X B3AEMO/IH.

[lepopaibHi KOHTPALENTHBU HE MOBMHHI BUKOPUCTOBYBATHCA SIK CMHUHA METOI — KOHTpaLenLii,
OCKIIbKM HeBiparie Moske 3HH3MTH TX KOHUEHTPALilo Yy nnasmi  kposi. [lpu HeoOXiaHOCTI
KOHTpALeMNLi PeKOMEH/LyETbCA Nepexijl Ha IHII, HATpHKIaL, Gap’epHi MeTOAM (HANpUKIaL —
Mpe3epBaTUBH), a MPHU 3aCTOCYBaHHI MepopatbHUX KOHTPALIENTUBIB 38 IHIIMMU NOKA3aHHAMHU CJiijl
[OCTIHHO KOHTPOIIOBATH iX TepareBTHUHy e(YEeKTHBHICTD.

dapMaKOKiHETHYHI PEe3y/NbTaTH CBIAYaTh TPO HEOOXiHICTE 0BEPEeKHOCTI MPH  3aCTOCYBaHHi
HeBiparniHy nauieHTam 3 MOMipHOIO MeYiHKOBOIO JAMCYHKLIEIO Ta HE CJIIJL 3aCTOCOBYBATH HeBipariH
MalieHTaM 3 BaXKOK AMCOYHKINEO MediHky. B uinoMy, pesy/bTaTH MOKasyroTh, L0 nauieHTH 3
NErkolo Ta CepeiHbolo MUCQYHKIIE MNeuiHKu, BU3HA4CHI fK Child-Pugh < 7, He notpebytorh
KOpEKLIii [p1 J103yBaHHi HEBipariHy.

VY mauieHTiB i3 HUPKOBOKO HENOCTATHICTIO, AKI MPOXOMATE Aiaji3, J0JaTKoBa /032 200 mr
HeBipamiHy micis KOXKHOTO ceaHcy iajlizy MOKe KOMMEHCYBaTH nocnabieHHsl BIUIMBY Jjiaizy Ha
kripenc npenapary. B iHmomy pasi nauientd i3 KJipeHcoM KpeaTuHiHy > 20 MJI/XB HE MaioTh
notpebu B KOpUryBaHHi J03u Heipaminy. Cunopom imyHHO2O gionoenenns: y BlJI-iHpikoBaHux
XBOPUX 3 TSXKKHM iMyHONE(]ILMUTOM Ha MOYATKY NiKYBaHHS @HTUPETPOBIPYCHUMHU TMperapaTamu
MOKe BMHMKHYTH 3anaibHa peakiis Ha acMMNTOMATH4Hy abo pesuiyasnbHy OMOPTYHICTHYHY
iH(eKIil0 Ta CIPUYMHUTH THKKUEA KIIHIYHAH CTaH ab0 3arocTpeHHs CHMITOMIB. 3a3Buuail Taki
peakiii BMHMKAIOTH [iJ Yac MepIUX THKHIB abo MICSILLIB JiKyBaHHA aHTUPETPOBIPYCHUMH

npenaparaMu. BiAnoBiHUMHK MPUKIAZAMHU LBOTO € PETHHIT, CPUYUHEHNH LHMTOMEraloBipycoM,

IncTpyKuis 1Jist 32CTOCYBaHHSA JIKaApCLKOTO0 32c00y (KiHIEBOrO NPOJAYKTY), 3ac3iggc/aa
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reHepanizoBani a6o dokanbhi iHbekwuil, cnpuyuHeni MikodakTepismu ab0 Pneumocystis jiroveci (P.
Carinii) pneumonia. Byap-siki 3amanbhi sBuila HEOOXiAHO Ge3 3aTPUMKH JAOCHIAUTH  Ta Mpu

HEOOXiHOCTI PO3MMOYATH iX JIiKyBaHHS.

B3aeMotist 3 iHIIMMH JiKapchbKUMH 3aco6aMu Ta iHi Gopmu B3aemoii.

3acTocyBaHHA npernapaTy B KOMOiHalii 3 aHajoramu HyK/IEO3WAiB (3UAOBYIMH, JMIAHO3NH,
sanuuTabin) He moTpeOye 3MiH y pexxumi mo3ysanHs. Komu jaHi 10710 3aCTOCYBaHHA HeBipariHy
pas’oM i3 3MAOBYAMHOM Oyiu 00’€/HaHi, BPaXOBYIOUM PE3yNbTaTH ABOX pociipkeds (n = 33), y
akux manientu-inpikosani BIJI-1 orpumysamu Hepipanin 400 Mr/no0y fK OKpemo, Tak I B
KoMOiHamil 3 200-300 mr/aeHp auaaHosuHy ado 0,375 no 0,75 mr/aeHsb
sanpUuTabidy, Ha (GOHi JiKyBaHHs HEBIpaMmiHOM BiH BHMK/IMKAB HE3HAYHE 3HHUIKCHHA 13% (AUC) i
Hesnaune 36ibieHHs Cpax HA 5,8% 3u0ByAMHy. ¥ NiArpyni nauienTis (n = 0), AKi 3aCTOCOBYBaJIM
esipanin 400 Mr/goba Ta AifaHo3MH Ha (OHI JIKYBAHHA 3M0BYIMHOM, HeBipariH BHUKI/IMKAB
spaune sumkeHHs AUC Ha 32% Ta He3HauHe 3HWkKeHHS B Cpac Ha 27% 3UI0BYIMHY. JlaHi nMx
JOCTIUKEHb CBIJUATH, [0 3WIOBYAMH He BIUIMBAE Ha (apMaKOKiHETHKY HeBipartiHy. Y OJHOMY
nocniukenHi  3adikcoBaHO, [0 HeBipaniH He BIUIMBAE Ha (hapMaKkoKiHeTHUHI MOKa3HUKH
nauaaHosuny (n = 18) abo 3aneuuTadiny (n = 6).

3rigHO 3 Pe3yabTaTH 36-IEHHOTO AOCIiKEHHS MAlEHTIB 3 BlJI-indekuieto (n = 25), wo npuimaiu
Hepipanin Ta Hendinasip (750 Mr/ Tpuui Ha J€HB), CTaBYJIMH (30-40 mr/no6a) He BUABHIIM
cTaTHCTUYHO 3HaunMuX 3MiH B AUC a60 Cpax cTaByauny. Kpim Toro, JoCiKeHHs 3a ydactio 90
MalienTis, AKi MpUiiMaan JamiByAuH 3 HeipaniHom abo miauebo, He 0yJ10 3ahikcoBaHO 3MiH Y
KJipeHci Ta 00’eMi pO3Moiny JAamiByAyHY, IO CBIAYMTH MPO Bi/ICYTHICTH BIIMBY HEBipaniny Ha
KJIIPEHC TaMiBY IMHY.

Henykaeo3uani inridiropu 38oporHoi Tpanckpunrasu (HHI3T).

PesyabTaTd KIIHIYHOTO MOCHiKeHHA (n = 14) nokasanu, 1O MpH OQHOHACHOMY 3aCTOCYBaHHI
edaBipensy (apmakoKiHeTHUHI [apamMeTpu HEBipariHy 3ajulaInCh He sMmineHumu. Toal K,
(apMakoKiHETHUHI TMOKa3HUKK e(aBipeH3 3HaYHO 3HU3MIIKCH, AUC no 22% i Cuin 20 36%.
MOIIHBO TIpH TIpUitoMi eaBipeHsy pa3oM i3 HeBipariHOM HEOOXIAHO MIABMIIMTH 103y edasipeH3y

o 800 mMr/ieHsb.
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II1: HeBipamiH - Nerkui 10 MOMIpHHi iHIYKTOP MEYiHKOBOrO (EpMEHTY CYP3A; oTxKe, MOXKIIMBO,
mo crinpHe Beeaenns 3 111 (ki Takox Metabonizytorses isohepmentom CYP3A) Moxe npu3BecTH
J10 3MiHK KOHLEHTpali# 060X JiKapchKHX 3ac00iB B 171a3Mi KPOBI.

PesynpTatu Kiiniunoro BumpoGysanHs (n = 31) 3a ywacTio nauieHtis 3 BlJI-indekuieto, AKi
npuiiManu HeBipamiH Ta cakBiHaBip (TBepAl )keJlaTHHOBI Kancysnd, 600 Mr/aBiui Ha JeHb)
MPOJEMOHCTPYBAJIHM, IO iX OJHOYACHE 3aCTOCYBAHHA MPU3BOANTE 10 SHWKCHHA AUC na 24% (p =
0,041) cakBiHaBipy Ta BiACYTHICTb CYTTEBMX 3MiH DiBH: HeBipaniHy y riasMmi KpoBi. 3HHKEHHS
piBHIB cakBiHaBipy BHACIiJOK Li€l B3a€MOAIT MOXKE BIUIMHYTH Ha e(eKTUBHICTE BiJl 3aCTOCYBaHHS
cakBiHaBIpy.

llle omne mocmimkenHs (n = 20) B AKOMY OLIHIOBAIM BIUIUB HeBiparniHy TMpU OAHOYACHOMY
3acTOCYBaHHI cakBiHaBipy (M’AKi JKe/IaTHHOBI KalCy/In) OJIMH pa3 Ha 100y pa3oMm i3 pUTOHABIPOM Y
3 1031 100 Mr. Bei nauientu ojHOYacHo OTpUMyBaiu HeBipamin. JlocmiuKeHHs nokasasno, o
KoMOiHallis cakBinaBipy (M’ski xenaruHosi kancyin) Tta 100 mr PUTOHABIPY HE Majla iCTOTHOrO
BMBY Ha (apMaKOKiHETHUHI rapaMerpu mesipaniny. Edext BMBY HeBipaniHy Ha
hapMakoKiHeTHKY cakBiHaBipy (M’sKi JKeNaTUHOBI Kancyau), pasom i3 100 mr putonasipy Oy
HE3HAY yLIUM.

Pesynpratamu  KiiHiuHOro BUOpoOyBaHHs (n = 25) 3 mauientamn 3 BlI-indexuicio, ki
jacToCOBYBanM HeBipari Ta inanHasipom (800 Mr/koxHi 4 FOJIMHK), MOKa3aau, Lo iX 0JHOYacHe
3aCTOCYBAHHS MIPU3BOANTD 0 3HIKCHHA CEPEJHBOro 3HAUCHHA B 28% (p <0,01) AUC inauuasipy
Ta BiCYTHICTb CYTTEBMX 3MiH y PiBHI HeBipaniHy y riasmi kpoBi. He MOXJIMBO 3p06UTH 0CTaTOUHI
BHCHOBKH 1I[0JI0 MOTEHLIHHOrO BIUTHBY 0JHOYACHOT0 3aCTOCYBAHHS HEBiparliHy Ta inunasipy. [1pu
3aCTOCYBaHHI iHAIHABIpy 3 Hesipaninom 200 mr/po6a ciif po3riasaaTi MOMKIHBICTE 301 1LLIEHHS
1034 iHguHaBipy g0 1000 Mr/koxHi 8 roJl 0/1HaK, 3apa3 HEMae JaHKX, 100 BCTAHOBUTH, L0 Take
3aCcTOCYBaHHs Oy/e BiJPI3HATHCS Bl CTAHIApPTHOrO 3aCTOCYBAHHA inpinasipy (800 wmr/koxui 4
FOIUHH).

PesynpTaT KiiHidHOro BUMpoOysBaHHs (n = 25) 3 BlJl-indikoBaHMMK nalieHTamu, AKi npuimany
Hesipari Ta purtonasip (600 Mr/aBidi Ha AeHb) MOKA3aIM, WO iX 3aCTOCYBaHHA y KoMOIHaLIT He
[PHU3BOIUTH JI0 CYTTEBUX 3MiH y M1asumi Kposi 060X npenaparis.

Pe3yapTaT 36-1€HHOTO JOC/TIUKEHHS Y Nalli€HTIB 3 BlI-indexuieto (n = 25), siki npuiimany Hesipa
rmin ta Hendinasip (750 mr/no6a) ta craByauH (30-40 Mr/aBiui Ha 100Y), HE BUABUIIM CTATHCTUUHO

[HCTPYKIis VIS 32CTOCY BAHHST JTIKAPCHKOTo 3ac00y (KiHIIEBOTrO MPOAYKTY), 3aCBiyeHa
L :

[iAMMCOM YITOBHOBAKEHOT 0COOH, L0 BUCTYNAE Bijl iMeHi 3asBHUKA (St
11.12.2017 Kouy6eiit M.€. -~




3HAUMMMX 3MiH B (DapMAKOKIHETHYHMX Mapamerpax HesdiHaBipy Mic/s A0AaBaHHA HeBipaniHy
(AUC + 4%, Cpax + 14% i Cpin - 2%). PiBHi HeBipariny BUABHIHCA HE3MIHHUMU.
[Ipu oJHOYACHOMY 3aCTOCYBaHHI HeBipamiHy 3 OyIb-AKHM i3 LHX ITT se 6yn0 MOBIZAOMIEHE PO

HebGe3MeKy BijJ TAKOTro 3aCTOCYBAHHS.

3rizHo 3 mnoBigomieHHsmy, y BIJI-indikoBanux AopocnMX HeBipanid, sKuii npuiiManiu ys
koM6iHaLii 3 soninasipom / putoHasipom 400/100 mr (3 Kancynu) ABi4i Ha JACHb, MPU3BOANIO 10
sumkenns AUC noninasipy Ha 27. Hespaxxaioun Ha Te, IO KIiHIYHA 3HAYMMICTb LBOTO 3HKEHHS
He Gy/la BCTAHOBIIEHA, PEKOMEH/YETHCs 301/bIIEHHS 1031 JIOMIHABIPY / putoHaBipy 10 533/133 mr
(4 xancyu) Biui Ha IeHb pasoM 3 bketo B KomOiHauii 3 HeBipariHoOM.

Pesynbtaru  papMaKOKiHETUYHOTO —[OCIIUKEHHS Yy aitTeit noai6bui Ttaku y jpopocaux. [lpw
0JHOYACHOMY 3acTocyBaHHi Heipaniny AUC joniHaBipy 3HW3MJAaCh Ha 22% (criBBIAHOLIEHHS
AUC — 0,78; 0,56-1,09) Ta Cpin Ha 55% (cmiBBigHOmEHHA Cpin — 0,45; 0,25-0,82). [lnst aireit
30i/bLICHHS 1031 JIOMIHABIpy / pUTOHABIPY 110 300/75 Mr/mM* cif po3riisatu npu
3acTOCYBaHHI TperapaTy y KomOiHawil 3 HeBipamiHoM, 0COOIMBO 4 THX y KOO € mijgo3pa
SHIDKEHHS CIIPUHHATTS JIOMiHABIPY/PUTOHABIPY .

Kemoxonazon: B OJHOMY JOCIiKEHHi PH 3aCTOCYBaHHI HeBiparniny y 103 200 mr/aBidi Ha 100y
pasom i3 keTokoHazos10M 400 Mr/aeHb MPU3BEJO 10 3HAYHOrO 3MEHIICHHA (63% MejiaHa 3HWIKEHHS
AUC xertokoHazony Ta 40% wmemiaHa 3HMKEHHS Cpax KETOKOHa301y). ¥V UbOMY K J0CIiDKEHHI
3aCTOCYBaHHS KETOKOHA30JIy Mpu3Beno o 15-28% 30iblieHHs piBHs HEBipariHy B MiasMmi Kposi.
KetokoHasos i HeBipamniH He CJijl MPU3HAYaTH OJHOYACHO. Brimus HeBipariHy Ha ITPaKOHa30J] He
BiZIOMMUIA.

®nykonason: OJHOYACHE 3aCTOCYBaHHS (JIIOKOHA3071y Ta HeBiparniHy MpHU3BeaO 10 NpUOIU3HO
100% 36i/bIIeHHS eKCIO3UIIT HeRipamiHy y MOpiBHAHHI 3 NOMNEpeaHIMH JaHUMH, KOJIH HeBiparit
npuitMain okpemo. Yepes pU3MK MMiABHILCHHS excrio3uwii go Hesiparniny cnig 6yt o0epexHuM
MpHU CYMyTHROMY MPUHOMI JiKapChKKUX 3aC00iB HE BUNAIOK MPOSBY tTokcnyHocTi. He 6yno KIiHIYHO
3HAuYLIOro BIUIMBY HEBipamniHy Ha (JIIOKOHA301.

Konmpayenmusu Ons. nepopansho20 3acmocyéanHs. OCKITbKY nepopajibHi KOHTPAUENTUBH HE
MOBMHHI BUKOPHCTOBYBATHCS SIK €JMHHN METOJl KOHTpALernuii y nauientie 3 BlJI-ingekuicio, y

MAIEHTIB, SKUM [PU3HAYAIOTH JIKYBAHHA HEBIPAMIHOM, PEKOMEHJYIOTHCS iHii  3acobu

[HCTPYKIist TSl 32CTOCYBAHHSI JIIKAPCLKOro 3aco0y (KiHIIEBOTO TPOAYKTY), 3aCBinL}eHa .
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KoHTpauenuii (Taki sk 6ap’epHi metoau). Kpim Toro, Gyna BUsiBlIeHa (papMaKOKiHETUYHA B3aEMOis
HeBipaminy, y mo3i 200 wmr/asiui Ha 100y Ha MepopasbHUil  KOHTPALENTUB, WO MICTHTb
etuninecrpanion (EE) 0,035 mr ta Hopetinapony (NET) 1,0 Mr. Y mopiBHSHHI 3 KOHLEHTpaLi€o B
riasMi, fKa criocrepirajacs 0 MpuiloMy HesipamiHy, micis 28 JIHIB 3aCTOCYBaHHs HeBipariHy
meniana AUC s EE Gyia 3HauHO Huxkua, Ha 29%. 3naune snwkenns EE o3nayano o 3MIHHBCS
yac i nepion HamiBBuBeeHHA EE. 3HauHe 3HIKCHHA (18%) Gyno 3adikcosane i ana meniann AUC
s NET, Ge3 3MiH cepeiHporo nepiofy yacy abo HarliBBUBEICHHS. Takuii BIIJIMB BKaszye Ha Te, 110
7032 OpajJbHOrO KOHTpAlENTHUBY TOBHHHA OyTH CKOpEerosaua, o6 3abe3neunTH ajeKBaTHe
NiKyBaHHsl {HIIMX MOKa3aHb, HIK KOHTpaleniliss (HanpuKaji, €HJI0METpio3), AKILO JIKapCbKUM
3aCTOCOBYETHLCS PA30M i3 HEBIPAMiHOM.

Tnwii nikapeoki 3acobu, wo memadonizylomocs CYP3A: wesipanin € ingykropom CYP3A Ta
notenuiiino CYP2B6, mpuuoMy MakcHMalbHa iHAYKLUis BHHMKAE MPOTATOM 2-4 TWXKHIB micis
mouatky Tepamii. [pyHTyrOUMCh Ha BIAOMOCTAX CTOCOBHO MeTaboJiuH1X TPOLECiB METa0HY,
HeBipariH MOYe 3HM3UTH KOHIEHTpAUilo MCTAIOHY B niasMi LWasXxom 301IbIIeHHS THAYKIT B
neunHi. CMHAPOM BijMiHK OyIo 3ahikcoBaHO Yy MalieHTiB, AKI OTPUMYBAIN OJHOYACHO HEBipariiH
ta meragoH. [liqTpuMyrody Tepamiio MeTaJ0HOM, Ha MOYaTKy NiKyBaHHs HeBipariHoM, cJlij
KOHTPONIOBATH CTOCOBHO e(eKTy BiAMiHM, a J03a METaI0Hy [OBHHHA OyTu  BIJMNOBIAHO
CKOpEroBaHa.

InziGimopu  isopepmenmy CYP: B pe3yNbTaTi  JAOC/iUKEHHs — B3aeMOJIT HeBiparniHy Ta
knaputpominmuy (n = 18) Gyso 3adikcoBane CyTTEBE 3HIKCHHA AUC xknaputpomiunty (30%) Ta
Crax (- 21%), i 3naune 36iapmenns AUC (58%) Ta Cpax (62%) aKTHBHOIO mertabonity 14-OH
K1apuTpoMitmuy. Byio sHaute 36inbenHns Crin (28%) nesiparniny Ta neznaune 36inkmenus AUC
(26%) Ta Cpax (24%) Heipaniny. Lli pesysibTaTh J03BOJAIOTE NPUIYCTUTH, LIO TpPH 3aCTOCYBaHHI
JBOX JIKAapChKMX 3aco0iB OHOYACHO, HE MOTPidHA KOpeKLis [03u Ui KIapUTPOMILMHY Ta
Hesipariny. THM He MEHII, PEKOMEH/1yETbCA NPOBOAUTH MOHITOPUHT BiXMJEHb Me4iHKOBUX NpOd
Ta eeKTUBHOCTI IPOTH Mycobacterium avium - BHYTpimHboKiTHHHOrO Komriekey (MAC).
MOHITOPUHT KOHIEHTpaLil HeBipariny B IIasui y NaLieHTIB, SIKi JOBrUil yac npuiiMain HeBipari,
MPOJIEMOHCTPYBAB, 0 KOHIEHTPALILs HeBipariHy B cUpOBaTIli KpoBi OyJa MiABHIICHA Y natieHTiB,
9Ki 0JJHOYACHO OTPUMYBAIM LIUMETUIMH (+ 7%, n=13).

Inoykmopu CYP: Bimkpute JOCHiKeHHA (n = 14) a7 BU3HAYEHHs BIUIMBY HEBipariHy Ha

[HCTPYKIs /1151 32CTOCY BAHHS JIIKAPCHKOT0 3aco0y (KiHIEeBOro NpoAyKTY), 3acBiyeHa
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(apmakokiHeTHKY pudaMMilKMHy HE MPOASMOHCTPYBAIO CYTTEBHX 3MiH Cpax Ta AUC pyUMaMLKHY.
Ha BiaMiny Big nporo, pudamninun 1asas 3Hadne sHukeHHs AUC (- 58%), Crnax (- 50%) 1a Cpnin (-
68%) HeBipaniHy y MOPiBHSIHI 3 ICTOPUYHUMH TAHUMH.

HasBHi (apMakoKiHeTWYHi MHaHi J03BONAIOTH MPUMYCTHTH, IO OJHOYACHE 3aCTOCYBaHHA
pudammilMHy Ta HeBipamiHy He peKoMeHAyeThes. Tomy wi nikapcbki 3acobM He MOBMHHI
3aCTOCOBYBATHCH OJHOYACHO.  SIKIIO HEOOXiAHO  JIKyBaHHA TYOEpKyIb03y MpU  MpUHOMI
HeBipalliHy, peKOMeH/0BaHO 3acTocoByBaTH  pudabyruH. Pudadyrun i HeBipamiH MOXYThb
3aCTOCOBYBATHCH OJHOYACHO 0€3 KOpHryBaHHA 1034 (1uB. Hwiue). Kpim Toro, nikap Moxe
PO3IIIAHYTH MOYIIMBICTB MEPeXojy Ha MOTpiiiHy KoMOiHaLiio HI3IT npoTsarom mnepioay JiKyBaHHs
TyOepKyIBO3Y.

YV apMakoKiHETHIHOMY JIOCI/UKEHHI CYIYTHE 3aCTOCYBAHHS Hesipaniny 3 pudadbyrrHom
MPU3BEJIO 0 HE3HAYHOIO 12% (cepeanboro) 30iabIEHHS AUC, HeznauHoro 3% 3HumKeHHS Cpinss 1
3HauHOro 30UIbIeHHs Chaxss Ha 20% HesipaniHy. HesHauHi 3minHu y dapmakokineruui Oyu
BUsiBJIeHi s 25-O-necauetun-pudadyTuHy (akTHBHUI MeTabosiT pupadyTiHy) AUC, Cyinss 200
Crass.  TIOBIZOMJISITIOCH MPO  CTATUCTUYHO JOCTOBIpHE 301IBIIEHHST  OYEBHMIHOTO KIIIpPEHCY
Hepipaniny (9%) y MOpiBHAHHI 3 iICTOPUYHUMH (apmakoKiHeTHYHUMM JaHUMHU. Lle pociiKeHHs
MoKasye, 10 HeMae KJIiHIYHO Bak/MBOI B3aeMOIT MK nepiparnitom i pudabyrunom. Tomy ui aBa
fpenapaTd MOXYThb 3aCTOCOBYBATHCh OJIHOYACHO, — 0e3 KOpMIyBaHHsi J03W, 33 yMOBH, L0
[POBOUTHCS PETEIBHOTO MOHITOPUHIY MOGIYHMX peaKLii.

Bapgapun: Bzaemogis MiK HeBipamiHOM Ta aHTHTPOMOOTHYHUM [MpENapaTom BapdapuHoM €
CKJIAHOI0, 3 TMOTEHIialoM SK JO MOJOBXKEHHS, Tak 1 [0 3MCHIICHHA 4acy Koaryauii npu
cynyTHboMy npuiiomi. Cymaphnii edekT B3aeMoaii Morike 3MIHIOBATHCE MPOTATOM [MEPILIUX THKHIB
CYMYTHBOrO MpUiOMy a0 TMic/s MPUITMHEHHs NpUHOMY HEBipariHy, TOMY HEOOXIAHO PETenbHO
KOHTPOJIKO BaTH PiBHI aHTUKOAry ST,

Pocnunni npenapamu (36ipo6iii); POCIMHHI MPEnapar, WO MiCTATh 3Bipo0Oiil, He MNpU3HAYatoTh
0JIHOYACHO 3 HeBipamiHOM. SIKIO NalieHT Bke MpuiMae npenapaTu, 1o MiCTATh 3Bipobii, TO Cllij
MepeBipUTH PiBHI HeBipariHy Ta BipyCHE HABAHTAKEHHA I NPUITMHUTH MPUHOM 3Bipo6oto. Pisenb
HeBipariHy MOXYTh 30ibIMTHCE MiC/Is NPUIMHEHHS IPUAOMY 3BIpOOOHO. Takox MOKE BUHUKHYTH
notpea y KopuryBaHHi 1034 HeBiparniny. Edext moxe TpuBaTH w1e LOHaNMeHLIe 2 THIKHI Mic/s

MPUITMHEHHS JTIKyBaHHs 3BIpOO0EM.
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Inwa  ingpopmayis. yTBOPEHHs HEBIPAIIHIIAPOKCUIIBHUX METabOJITIB HE MOPYUIYETHCA Hepe3
NMPUCYTHICTH ~ jancoHy, pudabyruny, pudamminy i TPUMETONPUMY/CYTIbHaMETOKCA30ITY.
KeToKoHa30/1 Ta epUTPOMILMH JOCTOBIPHO MPHIHIYYIOTH YTBOPEHHsS HEBIPAMiHIiAPOKCHIBHUX

MeTaboIiTiB.

BaritHicTb Ta JJaKTaNis

Bazimmicmp: T Yac PenpoLyKTUBHUX IOCIiUKEHb, POBEJICHHUX Y BANiTHHX LLYPiB Ta KPOJIMKIB, HE
6yno BusBieHO TepartoreHHoro edekry. He icHye ajekBaTHMX Ta n100pe  KOHTPOJILOBAHKX
JNOCTIi/PKeHb Y BariTHUX kiHOK. TOMy HeBipamiH CIijl 3aCTOCOBYBATH IiJl 4ac BAriTHOCTI, NHlIE B
TOMY BHMAJAKy KOJIM OYiKyBaHa KOPHMCTh BHMIPABIOBYE MOKIMBMH PH3MK Ul AHTHHH, iocnin
NOTPUMYBATHCA 0GEPEIKHOCTI MPK MPU3HAYECHH] HEBIpaNiHy BariTHUM.

Jlaxkmayis:. Pesynpratu (apMakoKiHETUUHOIO JOCHIUKCHHS B SKOMY npuiimann ydacth 10
paritiux BIJI-1-indikoBanux xKiHOK, siki npuitmain oaxy o3y 100 mr ado 200 mr HeBiparniHy B
cepesiHbOMy uepe3 5,8 TOJMHM, MNPOAEMOHCTPYBAJH, LIO HeBipamiH JIerko MPOXOAMTH Kpish
TUIALEHTY i N0Majae B rpy/AHE MOJIOKO

BJI-indikoBanum matepsiM y Oy/ab-KOMY BHMaJKy HE PEKOMCHIOBAHO TOMAYBATH HEMOBJIAT

rpYJULIO, 11100 YHUKHYTH BEPTUKAIBHOT nepezadi BIJI Big maTepi 10 AMTHHA.

BIjIMB HAa 31aTHICTH KepyBATH TpPAHCIOPTHHMH 3acofamu abo npauioBaTu 3 iHIUMH
ABTOMATH30BAHHMH CHCTEMAMH.
OkpeMi J0CTiIKEHHs 1OJ0 3aTHOCTI KepyBaTH aBToMobiiem i mpaiioBaTH 3 MexaHi3mamu He

PpOBOIUIIHUCH.

IMoGiuni peakuii.

KpiM Bucumny Ta nopyuieHb (yHKUIT nedinkd, HaiOUIBLI MOLIMPEHUMHU MOGIYHUMHU peakKilismMHu,
[MOB’S3aHUMM 3 Tepaniero HesipamiHoM, OyaW HyAOTa, BTOMA, [POTACHHL, roJIOBHUH Olb,
OioBaHHs, Jiapes, Oijib y HUTYHKY Ta Miajris.

Haii6insm cepitosHumu moGiunumu peakuismu Oynu: cunapom Crisenca-Jbroncona; TOKCUYHUH
eriziepMasibHUil HEKpOJIi3; Tsbkka (opma renarury; CephHosHa AMCYHKIIS TMEeUiHKKH; CHMHAPOM

rifmep4yTIUBOCTI, IO CYNPOBOKYBABCA BUCHIIOM 3 [MABHILCHHAM TEMIEPATypH Tija, apTpairieto,

[HCTPYKILs U151 32CTOCYBAHHSI JIIKAPCHKOT0 32¢00y (KiHIEBOTO NPOAYKTY), 3aCBiUEHA
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Miajriero, 30UIbIIEHHAM JiMpATHYHUX BY3IiB; BiclepaibHi

P15

ypaXKeHHS, Taki fAK [eraTurT;

cosunodinis, TpaHylouuToneHis i HupkoBa auchyukuii. Ilepwi 18 TwkHiB JiKyBaHHA €

KPUTHYHUM [1EPi0JIOM, IKUH MOTpeOye MUIBHOIO HarAnLy.

Byno moBifoMiIeHO Mpo HAcTymHi MobiuHi peakuii, 110, MOXIHUBO, MOB’A3aHi i3 3aCTOCYBAHHSM

HeBipamiHy. 3a3HaueHa YacTOTa IPYHTYEThCA Ha JAHUX KIiHIUHMX BUIPOOYBaHb.

KpuTepii OLIHKM 4aCTOTH PO3BHTKY MOGIYHOT peakLii Jikapchkoro 3acody: ayxe notupeni (>1/10),

nomwupesi (>1/100, <1/10), wemommupeni (>1/1000, <1/100), piako nowupeni (>1/10000, <1/1000),

nyxe piako normupeni (<1/10000), HeBizoMi (Ki HEMOKIMBO MepedauUTH, BUXOAAUH i3 HasiIBHUX

JIAHHX).

Kpoe ma nim@pamuuna cucmema
HernomupeHi: rpaHyIOLUTONeHis, aHeMis.
Imynna cucmema

[Towmpeni: anepriuxi peaxii.
Henowmupeni: rinepuyTauBicTs, anadinakTHuHi peakuii.
Hepsoesa cucmema

[TowmupeHi: roJIoBHUI O1J1b.

Ipasrut mpakm

[Tomwupeni: HyO0Ta.

He nommupeni: 6toBanHs, 61516 y )KHBOTI.
HemnoiupeHni: niapes.

I'enamobiniapna cucmema

[Mowmwmpeni: renatut (1,2 %), 3MiHa NE4iHKOBMX NpoO, KOBTAHULA .

Henomupeni: ne4iHKOBa HEIOCTATHICTH/ reNnaTur.
[lIkipa ma niOwKIipHi MKAHUHU
Jly>xe nomupeni: Bucun (9%).

[Momupeni: cunapom CriBenca-JKOHCOHA, KPOIUB’ sHKA.

HernomupeHi: TOKCHUYHUIT eriiepMalbHUii HEKPOIIi3, aHTIOHEBPOTHYHHI HAGPsIK.

OnopHo-pyxosuii anapam
[TormupeHi: mianris.

HemnoinupeHi: apTparis.

[HCTPYKLISI /151 32CTOCYBAHHSI JIIKAPChKOT0 3ac00y (KiHLEBOro NPOAYKTY), 3a$73/iﬂtjen
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3azanvni poznaou

[TormupeHi: BTOMITIOBaHICTh, rapsuka.

Kom6iHoBaHe aHTHpeTpoBipycHe nikyBaHHs y BIJI nauieHTiB BUKIMKAE NEpepo3noOAin KUpPIB Y Tifi
(nimoaucTpodiro) a TaKoXK Timepriiuepiemito, TrinepxosecTeposeMito, rinepriikaueMilo Ta
rinepjaaKTaluemito.

Takox Oynd MOBIIOMIJIEHHS, T[pHM 3acTOCYBaHHI HeBipanmiHy y KoMOiHauii 3  iHWHUMU
aHTUPETPOBIPYCHMMHU  @IperapatramMu, Mpo: [aHKpeaTuT, nepudepuyHy Heiponatiio Ta
TpOMOOLMTOMNEHII0. 3B'A30K 3 JiKyBaHHSIM HeBipamiHOM He MiATBepukeHui. [ToBigomients npo
po3iaau y renaroOijliapHii cuctemMi Ta HUPOK OyJW J1yKe piIKUMMU.

Y BlI-indikoBaHuX  XBOpUX 3 TSOKKUM  iMyHOJAediMTOM HAa  MoYyaTKy  JIiKYBaHHS
AHTUPETPOBIPYCHUMH MpenapataMyd MOXKe BUHHKHYTH 3arajibHa peakilisi Ha acUMITOMaTHuHy abo
pesuyaibHy OMOPTYHICTHUHY IHPEKILIIO Ta CIPUUYUHUTH TSKKUHU KITIHIYHKUIA cTaH abo 3arocTpeHHs
CUMITOMIB.

Hlkipa i migmkipai Tkanuan. HalTUNOBIKMM KAIHIYHUM NposBOM TokcuuHocTi Heipariny €
BUCHUI. Y KIIHIYHUX JOCITIDKCHHAX y 9% mnauieHTiB 3°SABJISABCSA BUCHIT TPU 3aCTOCYBaHHI CXeM
JIKyBaHHS, AKi He MICTUIM HeBipamiH. Y KJIIHIYHUX AOCHIKEHHAX, MPH 3aCTOCYBAaHHI HEBIpariHy y
24% nauieHTiB 3’ABABCA BHMCHI, y MOpPiBHAHHI 3 15% mnauieHTiB y KOHTposbHINA rpymi. Tsxkki
IIKIpHI peakLii, BUHUKAIOTh 3 4acToTol NpuOiu3HO yl1,7% npu 3acTocyBaHHi HEBipaminy, Ta y
0,2% mnauieHTiB 3 KOHTpOJNBHOI rpynu. Bucunanus 3a3Buuaii He3HauHi abo TOMIpHi, y BHIIsi
MUISIMUCTO-NANYJBbO3HUX EPUTEMAaTO3HUX eJIeMEeHTIB, 31 cBepOekem abo 0e3 Hboro, Ha Tynyoi,
o0mmnuui ¥ kiHOiBkax. [ToBigomusiocs npo anepriudi peakuii (BkiItovyarouu anadinakciio, ario
HEBPOTUUHUI HAOpsIK i KPOMHUB’SHKY). Bucunanus 6yeaioTs abo camocTiinumu, abo K CKIaj0oBRa
CUHZPOMY TiNepUyTIUBOCTI, 1110 XapaKTePU3YETHCA BUCUIIOM, 3arallbHUMH CHMIITOMAMH, TAKUMH SIK
NponacHULSA, apTparis, Mianbris i JiMdaaeHonaTis, Tak i BicLUepalbHUMHK YIIKOKEHHAMH, TAKHUM K
AK TENaTuT, €03WHOQITid, IpaHyJOLMT ONeHis i HupkoBa aucdyHkiis. [Toimomnasnocs mpo
neTanbHi Hacuiaku cunapomy CriBeHca-J[)KOHCOHA, TOKCHYHOIO erliepMabHOr0 HEKposizy Ta
CHHApoMy rinepuyyTiuBocTi. [lepeBaxkHa OinblIicTe BUMNAAKIB BHCHUIY OYAb-KOT TAKKOCTI
TPAIUIAETLCs MPOTATOM Iepux 6 THxkKHIB Tepamnii. Jleaki BUnaaku notpebGyBaiu rocriranizaii,

OJIMH MAaLI€HT MOTpedyBaB XipypriuHoro BTPy4YaHHs.

Inerpykuis 11s 3acTocyBaHHs JTiKapchKOro 3acody (KiHUEBOro NpoayKTy), 3ac3u;,qua y

HlﬂHI/ICOM yHOBHOBa)KeHOI OCO6H 1o BUCTYIIA€E BlIl lMeHl 3asBHUKA t,_
11.12.2017 Kouybeu M.€.
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I'enato6Giniapui sisuma. Haifuacrime B 1a6opaTopHUX aHalizaX COCTEPiraloThCs TaKi BIAXHIEHHS
Bil HOpPMH: MiJBHMINECHHS piBHS JAOOpaTOpPHUX MOKa3HUKIB (QyHKUil nedinku, Brmoyaodu AJIT,
ACT, ramarmotaminrpancdepasy, 3aranbHuii OinmipyGiH 1 nyxHy ¢ocdarasy. Haltuacriwe
TparIsitoThCss 6€3CHMITOMHI MiIBUILEHHS PiBHS ramaritoramiarpancdepasu. € nosiaoMJIEHHS Mpo
BUIAJKM 3aXBOPIOBAHHS Ha JKOBTAHHUIO. Y MAL€HTIB, siKi MpUiMain HEeBipamniH, CrocTepiraiucs
BUIMAJKK 3aXBOPIOBAHHS Ha TEMaTHUT, CEPHO3HY i XKUTTEBO Hebe3neyHy renaToTOKCUYHICTL Ta
daranbHuii GyIMiHaHTHHN renatuT. PU3UK po3BUTKY renatuty cepes nauieHtiB (1121 nauient) |
SIKI TIpUMAalTd HEBIpariH MpOTAroM poKy, OyB y aBa pazu BUIKUM 1,2% nopisHsaHO 3 naauebo 0,6%.
BianoBiaHo. [epii 18 THXKHIB € KpUTUUHUM NEPIOIOM, KU NOTpedye MUILHOTO HarIsLy.

Jitu. [ToGiuni mil, nos’s3aHi 3 HEBipamiHOM, sKi HalyacTille crocTepiratoTbes y AiTei, noaibHi 10
THX, IO ¥ y JOPOCJIMX, 32 BHUHSITKOM TIpaHyJIOLMTOMCHII, sika yacTille crocTepiraeTbes y AiTei
(mocnmimkenns 3a yyactio 361 manieHTta). Y mocTMapKETHHIOBHUX CIIOCTEPEIKEHHSAX aHeMis uacTiile
BUHHKana cepen aiteit. Takox y aitedt Oy/nu BHsIBICHI DiAKi BuUmajku cuHapomy CriBeHca-

JI)KOHCOHA/TOKCHYHOTO €MiepMaibHOT0 HEKpPOJITizy.

IlepexosyBanns.

AHTHIOT [IpH Nepel03yBaHHi HeBipariHy HeBigoMui. [ToBigomiAnocsA Npo BUNAAKK MEPEL03yBaAHHS
B Mexax Bizg 800 mo 6 000 mr/noGy npotsirom 15 ni6 mpuitomy. Y nauieHTiB criocrepiraancs
HaOpsIKK, BY3/I0Ba epUTEMa, BTOMA, MPOMACHHUL, FOJOBHUMN O11b, O€3COHHS, Hy10Ta, iH]IIBTPATH Y
JIEreHsIX, KOPOTKOTpHBAjie 3araMopoyeHHs, OJIIOBaHHs, MiJBULICHHS pIBHA TpaHcamiHaz |

3MeHILeHHs MacH Tijfa. [Tic/si npunuHeHHs npuioMy mnpenapary BCi siBULLA 3HUKAIIK.

PapmakoJI0riyHi BJACTHBOCTI:

Mexanism aii

Hegipanin € HeHyk/1eo3uaHUM iHTiOiTOpoM 3BOpoTHOI TpaHckpunTazu (HHI3T) BIJI-1. Hegipanin
OesnocepeIHbO 3B'A3YETHCS 13 3BOPOTHOIO TpAaHCKpUNTa30t0 i Osokye akTuBHicTh PHK-3anexHOT |
JHK-3anexnoi JIHK-nonimepasu, BHUKJIMKAOYM pyHHYBAaHHsA KaTaJIITUYHOTO CalTy LBOroO
depMeHTy. AKTHBHICTh HEBipaliHy He KOHKypye 3 Tpudocdatamu maTpuui ado HYK/JIEO3MIIB.
Hegipanin He iHridipye 3BopotHy TpaHckpunrady BIY-2 i JIHK-noniumepasu kaiTHH eykapioT

(rakux sk JJHK-nonimepasu moaunu a, B, v ado 9).

IHCprKulﬂ AJIs1 3aCTOCYBAHHS ﬂlKapCbKOFO 33C06y (Kl"ueBOFO npOﬂyKTV), 33.CBJB,HCHa /
nl}lnHCOM ynOBHOBa)‘KeHOl ocobu, IO BUCTYIIAE BiJl IMEHI gaﬂBHHKﬂ -
11.12.2017 Kouybeu M.€.
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Cmitikicme.

In vitro BCTaHOBJIEHA MOXIUBICTH MosiBM i30/14TiB BIY 3 nonmxkeHoro uymmsictio (y 100 - 250
pasiB) 10 HeBipamiHy. Y [OCHIKEHHSX BIPOAOBK 12 THXKHIB MOHITOPUIMCH (EHOTHMIYHI |
FeHOTHMiYHi 3MiHH 130/14TiB BIY, BUIiNeHUX y NallieHTIB, AKi OTpUMYyBaIM HeBiparniH abo HeBipariH
B KOMOiHalii 3 3u10ByAMHOM. J[0 BOCBMOro THXKHs MOHOTEpamii Mpernaparom B yciX oOCTeKeHHX
nauieHTiB Oynu BuaineHi izonstu BIY, uyTnuBicTh SKUX 1O HeBipamiHy in vifro Oyja NMOHWKEHa
6inbin Hik B 100 pa3iB B MOpiBHSIHHI 3 MOYATKOBOIO i BUSIBJICHI o/iHe abo Oinblue Yuc/io MyTauii |
1[0 aCOLIOEThCA 13 CTiMKicTIO 10 HeBipaniHy. KomOiHOBaHa Teparnis HeBipaniH Ta 3MJ0BYJAWH He
3MiHIOBaJla 4acTOTy BWHWKHEHHs BipyciB, CTIHKMX 10 HeBipamiHy, a0o0 CTymiHb CTiiKOCTI 10
HeBipaniny in vitro. ¥V pocnikenti INCAS renotumniuna i peHoTHNIUHA CTIAKICTH OLLIHIOBANACS Y
Mali€eHTiB, OTPUMYBAIM HEBipaliH y ckiadi MoTpiiHOT Ta nojBiliHOT KomOGiHOBaHOI Teparii, iy
MalieHTiB, sKi B KOHTPOJBHIH rpyri, He OTPUMYBaJW HeBipamniH. Y NalleHTIB, L0 paHilie He
OTPUMYBAJIM aHTUPETPOBipycHOT Tepanii (uncio CD4 kaiTuH ckiazano 200-600/mMM’), ipoBoMI0Cs
nikyBaHHs HeBiparid + 3upoByauH (N = 46), 3uaoByaunn + auaanosus (N = 51) abo Hesipanin +
3uAOBYIMH + aupaHo3uH (N = 51); crnocrtepexeHHs 3/iMCHIOBAIOCA BIPOJOBK 52 THIKHIB
nikyBaHHs abo Oinbiue. Bipyconoriune oOCTexeHHs NPOBOAMIOCS Ha moyarky, vepe3 6 i 12
micsliB. MeToa OUIHKM (PEeHOTHMIYHOT CTIMKOCTI, 110 BUKOPHUCTaBCs, BUMAaraB sl 3A1HCHEHHs
amrutidikatlii Bipycy npucytHocTi, sik miHimym, 1000 konii/man PHK BIY. ¥V 3 rpynax (no 16, 19 Ta
28) maiieHTiB, 0 BUBYATKCS, OYJIM BUJITEHI MOYATKOBI i30JATH, AOCTYNHI Ui aociikeHHs. Ll
NalieHTH OTPUMYBAIU JIIKyBaHHs NpUHANMHI, npoTsarom 24 TuKHIB. Ha novarky Harosomysanocs
M'ATh BUMAAKIB (eHOoTHMIYHOI CTIHKOCTI 10 HeBipamiHy; 3HadeHHs [C50 y Tpbox 3 HHUX
niaBuwmmiancs B 5-6,5 pasis, a y aBox — Ginbw Hizk B 100 pasis. Hepes 24 tuikHi BCI i3014TH, AKI
BJIJIOCS BUJUIUTH Yy NALE€HTIB, SIKi OTPUMYBaIU HEBipamniH, OyJlH pe3UCTEHTHI 10 LbOrO npenapary.
Yepes 30-60 tuxuiB noaibxi i3omstu Oyau y 18/21 (86%) nauientiB. Cyrnpecis Bipycy HUK4Ye 3a
MexKy Horo BusiBieHHs Oyna pocsruyra y 16 nauientis (<20 xoniit/mn - y 14, <400 koniii/ma -y 2).
[Ipn BUKOpHMCTaHHI JOMYIIEHHS MPO Te, 110 cynpecis Hukue <20 Komii/Mia yKazye Ha 4yTIUBICTb
Bipycy 10 mpemnapaty, OyJ0 BCTaHOBJIEHO (LIISXOM Oe3nocepelHboi abo HenpsiMoi OLHKH), 110
YyTIMBICTE [0 LOT0 mperapaTy 30epiranacs y 45% (17/38) nauienti. Bcei nauientu, sxi
OTpUMYBA/IM HeBipaniH + 3MIOBYAMH Ta Ti [0 TECTYBAaJIMCS HA HASBHICTH (DEHOTUMIYHOT

PE3UCTEHTHOCTI, Yepe3 LIICTh MicsAUiB Oyau CTiiKI 10 HeBipamiHy. 3a Bech Mepioji CrocTepesKeHH

[HeTpyKuis 1151 3a¢TOCY BAHHS JIKAPCLKOT0 3ac00y (KIHIEBOro NMPOAYKTY), 3aCBiiueHa
AL 45 5
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BCTAHOBJIEHUH OJMH BUIAI0K CTIMKOCTI JO AWAAHO3MHY. PE3UCTEHTHICTE 10 3MI0BY/MHY BUHHKAIA
yactime uepes 30-60 TWXKHIB, 0COGJMBO Yy TAI[EHTIB, WO OTPUMYBaNU MOJBIKHY KOMOiIHOBaHY
Tepanito. [pyHTyrourch Ha naHux npo 36inbients 1CS0, 6ys10 BcTaHOB/IEHO, 1O CTikiKicTh 10 ZDV
BHHMKa€E, MabyTh, pi/llie y Malli€HTIB, AKi OTPUMYBAIX HEBipamniH + 3MA0BYIUH + AMJAHO3MH, YNM Y
MaliedTiB iHIMUX JTIKyBadbHUX rpym. BigHocHo crifikocTi 1o Heipaminy Oyno mokasaHo, w10 BCi
OTpHUMaHi i30JIATH MajH, K MiHIMyM, OJHY MyTallilo, MOB'sA3aHy 3 pe3ucTeHTHicTio. Haliuactie
oauHuyHUM 3MiHaMm mignaBaaucs K103N 1 Y181C. Takum uMHOM, 3aCTOCYBaHHS BUCOKOAKTHBHUX
pPEeXKUMIB  JIIKAPCHKOT Tepamii CYNpOBOKYEThCA YMOBIJABHEHHAM PO3BMTKY CTIMHKOCTI 10
AHTUPETPOBIPYCHUX 3aco6iB. ['€HOTHMM, IO KOpENoITh 3 (EHOTHUMIYHOIO CTIHKICTIO 10
HeBipariny, igeHTudikoBaHi y 12 i3074TiB, BUAIMEHMX 3 MUIA3MM MALLEHTIB, LIO OTPUMYBAJIH
notpiiiHy Tepamito. Lli mani, otpumani B gociaimkenHi INCAS, nokasyioThk, L0 3aCTOCYBaHHS
BUCOKOAKTHBHMX PEMKHUMIB JIIKAPCBKOI Tepanii CyNpOBOIKYETbCS YIHOBUILHCHHAM PO3BUTKY
PE3UCTEHTHOCTI 10 @aHTHPETPOBIPYCHHUX IMpernapaTisb.

Kniniuna 3Hauywmicts (EHOTHMIYHMX Ta (EHOTUMIYHMX 3MiH, MOB’A3aHHUX 3 BUKOPUCTAHHAM
HeBiparniHy He BcTaHoBNeHa. [IpuW BMKOpHUCTaHHI HeBipamniHa B komOiHALIT 3 JEKiJAbKOMA IHUIMMH
HHI3T uac BUHUKHEHHS CTIMKOCTI /10 HEBIpaIiHY i1 Vitro, He 3MIHIOBAOCH.

llepexpecna cmitikicmo.

VY [oCHiUKeHHSIX in vitro BCTaHOBJIGHA IIBUJKA rosBa mtaMiB BIY, 1o Bosoil0Th nepexpecHoto
crifikicrio no HHI3T. Jlani npo nepexpecHy criiikicte mMix npeactasHikom HHI3T Heiparninom i
HYKJICO3UAHUMHU IHriOITOpaMu 3BOPOTHOT TPAHCKPUNTA3H [yxKe 0OOMEIKEHI.

VY JOCTiDKEHHSX in vifro TOKa3aHo, IO CTiHKI 10 3WIOBYAMHY i30JI9TH, OTpUMaHi y YOTHPHOX
nauieHTiB, 30epirajn 4yTIMBICTh 10 HEBipalliHy, 11O | CTIHKI 40 HeBipamniHy i30J1ATH, OTpUMaHI y
IIECTH Tali€eHTiB, OyMd YyTAWBI 10 3WAOBYAHHY Ta AWMJAaHo3uHy. [lepexpecHa cTifiKicTb Mix
HeBipamiHoM i iHriditopamu nporteazu BIY manoBiporisiHa BHacHijloK BiIMiHHOCTEH (epMeHTIB-
«MIIIeHE».

[lepexpecHa pe3MCTEHTHICTh cepell 3apeecTpoBaHMX A0 TenepiHboro yvacy HHI3T wwupoko
nowupeHa. Paa reHOTUNiYHUX IOC/IDKEHb CBIAYMTH MPO Te, WO Yy pa3i HeeGeKTHBHOCTI SKOro-
nebyns HHI3T y GinburocTi LuMX NaLi€HTIB BUSABIAIOTBCS LITAMU BIpYCIB, L0 XapaKTepPU3YHOThCS
MEPEeXpecHOr0 CTIMKICTIO 70 iHIIOro mpenapary 3 uiel rpynd. [aHi, 1o iCHYIOTh B JAaHUN yac

yKa3yloTh Ha HEJIOLIJIbHICTh MOC/iA0BHOIO 3acTocyBaHHs pizHux HHI3ZT.

[HCTpYKUist ISt 32CTOCY BAHHS JIIKaPCHKOIo 3aco0y (KIHUEBOr0 MPOAYKTY), 3aCBilueHa
e B N
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PapmMakoAHHAMIYHI BJACTHBOCTI.

BruiB HeBipamiHy BMBYamM NpH JiKyBaHHI HAIBHMX Ta MAli€HTIB, fAKi paHilme OTpUMYBaIU
AHTHPETPOBIPYCHE JIIKyBaHHS.

Pesynbramu nocnikeHHs TpuBaiol Teparii HeBipamiHOM + 3MIOBYJIMHOM + JIMAHO3MHOM Y
MOPIBHAHHI 3 3UJ0BYIMHOM + IMIaHO3MHOM Y 398 xBopuX, BUJI-iHdikoBaHux (cepeaHii BUXiaHMii
piBens 153 CD4 + gmituau/mm’; PHK nnasmu BIU-1 4,59 logyo xomiii/ma), sKi oTpumyBanu
moHaiimenme 6 micsauis HI3T no mouatky mocrimkenns (B cepennsomy 115 Tiknip). Ll natienty
MPOJIEMOHCTPYBANIM 3HAYHE TMOJIMIIEHHS  MicAd MOTPiHHOT aHTHUPETPOBipyCHOT Tepanii, vy
MOPIBHSAHHI 3 MalieHTaMM, fKi OTpUMYBaJH [Ba JiKapChKi 3ac00M BMPOZOBXK OJHOTO POKY, K y
KibkocTi BipycHoi PHK, Tak i y kinbkocti CD4 +.

TpuBasicts BiAMOBIAI NPOTATOM IOHAWMEHIIIE OJJHOTO POKY OyJa 3aJ0KYMEHTOBAHA B J10C/IKEHHI
(INCAS) anst rpynu, Ky jikyBanu HeBipa MiH + 3MAOBYAMH + JMIAHO3MH, Yy TMOPIBHAHHI 3
3WI0BY/IMHHOM + JIMJAaHO3MHOM a0 HEeBIpaniHOM + 3MAOBYAMHOM. Y 151 mauieHTiB 3 KiabKicTiO
kiitun CD4 + 200-600 wiitun / mm® (cepeaniit pienn 376 kniTHM/MM®) Ta cepeans 6asosa
xonuentpauis PHK BUI-1 B nnasmi kposi na piui 4,41 log)y wonii/ma (25,704 koniit/m).
[Mauientu npuiimanu Hesiparnin mo 200 Mr oauH pa3 Ha 100y NPOTArOM IBOX THIKHIB, MOTiM 110 200
MT IBiui Ha jenb abo mnane6o; sunoByaud — 200 Mr, TpM pasu Ha JeHb, JUAaHo3MH, 125 a6o 200
MT JIBiYi Ha JIeHb (B 3aJIeKHOCTI BiJl Baru).

[HWi  noCHikeHHs OXOIUTIOBAIM BUBYEHHs BIUIMBY HeBipaminy B KOMOIHAWii 3 Takumu
aHTHPETPOBIPYCHUMHU NpENapaTaMu, K HanpUKIal: 3aliunTabin, CTaByAMH, 1aMiByI1H, iHIIMHABIp,
pUTOHaBIp, HeaAdiHaBip, cakBiHaBip aGo nomiHasip. JlaHux Mpo HOBI Ta MPoGIEMU 3 GE3NEKOIO s
UX KOMOIHALIF HE BUSBJICHI.

Y XO#i JOCHi/DKEHHS NPOBOAMIACA OLIHKA CHIBBIJAHOWIEHHS MOIB38/PUSHK  3aCTOCYBaHHS!
JIIKapChKUX 3ac00iB Yy KOMOIHALIAX y MalieHTIB, SKi HE MAIOTh CTIHKICTD /10 IHriGITOPIB NpoTeas.
Pesucmenmmuicme npu nepunamansuiii mpancmicii.

Y 1BOX NOCHIDKEHHS OLiHIOBaNM e(eKTHBHICTb HEBipariHy s MornepepkeHHs BEPTHKaJILHOT
nepenadi inekuii BUI-1 Bin marepi no mutunu. Jlume matepi otpumysanu AHTUPETPOBIPYCHY
TEpariko MiJl 4ac HUX A0CIiHKEHb.

Y iHwomy KIiHiYHOMY gOCiHiDKeHHi, nposexeHomy y IliBaeHHiii Adpuui, napu matu-

HOBOHAPO/LKCHUH Oy/n panzoMizosai Ha aBi rpynu — | rpyna, matu: 200 mr HeBipaniny Ha

[HeTpyKuis uist 3acTocyBaHHST JiKapebKOro 3ac06y (KiHIeBoro NPOAYKTY), 3acBiucHa ~
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noyarky nosoris Ta 200 Mr HesipartiHy uepes 24-48 roauH; HEeMOBIATA: 6 MI/KT HeBipamiHy uepes
24-48 roauu) abo 2 rpyna, mati: 600 Mr 3MAOBYAMHY Ha MOYaTKy rMoJjorie ta 300 Mr KoxkHi 3
FOMMHH Ml Yac MoJIoriB , moTimM 7 aHiB 300 Mr 3uzoByAuHY Ta 150 Mr namiByauHy; HemoBusTa: 12
MI/KT 3UJI0BYIMHY Ta 6 MI/KT BIPOJOBXK 7 MHIB (NP Maci HEMOBIATH < 2 KT, 4 Mr/Kr 3HI0BYAMHY
Ta 2 mr/kr BrpomoBxk 7 aHiB. MiX Mepmioro Ta APYroro rpyro uepes 6-8 TIKHIB He
BUABJIEHO CYTTE€BOI pi3HMUI y wacToTi mepenaui BIJI-indexuii, 5,7% (n=652) ta 3,6 (n=649)
BIANOBiAHO. Binmbmuii pusuk nepenaui indekuii 6yB y THX BHIagKax, Ko nikapceki 3acoly
3aCTOCOBYBAJIUCS B MEPiOJl MEHIINH 4MM 2 TOAMHM 0 NOYaTKy nonoris. Y nociimkeni SAINE 68%
MaTepiB, sKi He OTPMMYBA/M HeBipaliH, Oyiu BUABIEHI PE3UCTEHTHI LITAMMU npubsM3Ho vepes 4
THIXKHI TTICJIs [10JIOTB.

Pu3uk posBuTKY renaToToKcHuHOCTI Ui MaTepi Ta AMTHHM iCHye y BHMajKy KoM HeBipariH
MPUAMAKOTH y KOCTI MOHOTEpATrTil.

Y 3aKpUTOMY PaH/IOMi30BAHOMY MOCIIKEHHI, JKiHKM NpuiiManu Hesiparnin BIIPOJIOBK YCI€T
BArITHOCTI, He Oy/NO BHSBJIEHO 3MEHLIEHHS YacTOTH repejiayi BUI-indexuii, y nopisusHHi 3
JIOCHIUKCHHSMM Y SIKMUX 3aCTOCOBYBAIM HEBIipalliH OHOPA30BO rmepes Mojoramu. B UbOMY
JIOCTIUKeHHI pU3MK nepenadi OyB Tex A0cuTh HU3bkuM 1,3% B rpyni, ska OTpUMYBaJla HeBipariH,
Ta 1,4% y rpyni nnaue6o. Byno 3adikcosato, mo piBens cepeannoi 6a30B801 koHueHTpauil PHK ne
BIJIMBAE Ha 4acToTy mepenadi indekuii. ¥V 15% 3 395 iHOK pO3BHHYNACH PE3UCTEHTHICTH /10
HeBipaniHy 4epe3 6 THXKHIB MicJist MOJIOTi.

dapmaKoKiHeTHYHI BJIACTHBOCTI.

®apmaxokiHeThka y nopocnux. Hesipanin serko BemoktyeTses (> 90 %) micas nepopasbHOro
MPUAOMY Y 3I0POBUX JIIOJIEH i y mopocaux, indikopanux BIU-1. AGcomorna GlogocTynHicTh y
3JI0pPOBMX Micjs MPUHOMY pasoBOi 103U cKiIajaia 93+9% (cepenHe 3HauyeHHs) a8
Tabaerku 50 minirpam ta 91+£8% mna posuuny. Ilikoa KOHUEHTpalliss HeBipaliHa B Mja3mi Kposi
240,4 mxr/mn (7,5 MkM)  focsiraeTbest yepes 4 roANHU mics npuiomy paszooi n03u 200 mr. [Ticas
baratopazoBoro npuioMy MikoBa KOHLEHTpalliA HeBiparina B Mexkax 03 Bix 200 10 400 mr/ao0y
3pocrae JiHidHO. JlaHi mpeicTaBieHi B Jlitepatypi cTocoBHO 20 BlJI-indikoBanuii nauieHTis
CBiJlYaTh MpPO AOCATHEHHS CTabiILHOTO CTaHy KOHUEHTpawii Ciax 5,74 mxr/mn, Cuin 3.73

pkr/mMa (3,20-5,08) ta AUC 109,0 mkr/mi/rogusa (96,0-143,5) npu 3acrocysauni 200 wmr

IneTpyKkuist 4751 3acTOCYBaHHS iKapELKOTo 3ac00y (KiHIEBOro NPOAYKTY), 3dCBlZH€Hd y
MiIMKCOM YTIOBHOBAXKEHOT 0COOH, 1110 BUCTYMAE Bi iMeHi 3asBHUKA » 2
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Hepipaminy. Haii6ine BiporigHo, mo npu moctiitHiit KOHUEHTpauii Oinbln Hixk 3,5 MKkr/ma
JOCATAETBCS CTIMKMI TepaneBTUYHHUHN e(eKT.
Posunn ans nmepopainsHOro 3actocyBamms Ta TabieTKH MAarOTh Taki K cami bapmakokiHeTHYHI
TIOKa3HUKHU Y B3a€MO3aMIHHHUX J[03aX.
Hi xa, ni anraumani 3acobu a6o nikapceki npenapatu, Ha OCHOBI JyskHOro Oydepy (Hanpuknan,
JMJAHO3MHY) HA BCMOKTYBAHHsI HEBIpariHy He BILTHBAIOTh.
Hesipanin e ninodineHum i no cyri HeionizoBanwuii npu disionoriunomy pisni pH. TIlicas
BHYTpIIIHBOBEHHOTO BBEICHHS 06’ eM posmoainy (Vds) HeBipaniHy cranosus 1,21 = 0,09 n/kr, wo
CBIZ4MTH MO Te, IO HEBipamiH 106pe BCMOKTYeThesi. Heipanin sierko nponnkae uepes niauenry i
ONUHAETBCS B IPYAHOMY MoJioL. binsbko 60 % HeBipamnina 3B's3yeTbes 3 Giakamu 11a3mu KpOBIi B
JianasoHi M1asMoBoi  KoHueHTtpawii Bix 1 g0 10 MKr/MIL KonuenTpauis Hesipanina B
CIMIMHHOMO3KOBIH piauHI moaunu cknamana 45 % Bia iforo KOHIeHTpauii B riasmi kposi. lle
BUIHOIIEHHS TIPUGIIM3HO JAOPIBHIOE YaCTHHL, KA He 3B'A3Y€ThCsA 3 OijIKaMK M1a3MHU KpOB.
Hesipanin Giotpancdopmyerses uepes okucIoBanbHIi MeTaboi3M 3a ydacTio uuroxpomy P450
10 JIeKUIBKOX MeTabosliTiB, 1110 FApoKCHOEThes.  JlochimkeHus in vitro MIKPOCOM MeYiHKH
JHOJMHU NAlOTh MiJACTABU JIOTYCKATH, L0 OKMCIIOBANLHUI MeTaGoizm HEBIpaIiHy 3AiHCHIOETLCS
OesnocepeiHbo i30hepMeHTaMu uuroxpomy P450 3 psny CYP3A, xoua iHuii 130)epMEHTH MOKYTh
rpaTu J10J1JaTKOBY POJIb.
[Ipu npuiiomi HeBipaniny B 103i 200 mr aBiui Ha 100y Ta Npw 3aCTOCYBaHHI 0JIHOPa30BOT 103U S50
14C-HeBipaniH pagioakTuBHO mnosHayenuit (91,4 + 10,5 % CTaHAapTHOT J103M) HeBiparniH
BHBOJUTLCH MEPEBaxKHO 3 cevero (81,3+ 11,1 %), a He3HauHa yacTHHA — 3 bekaniamu (10,1 1,5 %).
[lonan 80 % panioakTuRHO ro3HaUeHoro HeBIpaniny B ceui CKIafalOTL MIOKYPOHIAHI 3’ € AHAHHS
APOKCHIBHUX — MeTaGoniTiB. Takum uuHOM, MeTaGolism uMtoxpomy P450, kou’ioratis
[IOKYPOHIYy — Ta  eKCKpeLis [JIIOKYPOHI30BAHMX  MeTaboNiTiE € OCHOBHHMM  crnoco6om
OioTpaHchopmaii i BUBeaeHHS HeBipamniHy y sozei. Tinbku HeBesMka uacTka <5 % paaioakTHBHO
MO3HAYEHOro HeBipariHy, o Bianosigae <3 % Bix 3BMYaiiHOl 03M BUBOIWTLCS B HE3MIHHOMY
crati. Ekckpeltis HupKkamu Bifirpae HesHauHy poJly y BUBEIIEHHI HeBipariHy.
Hesipanin e ingykropom MeraGosiunnx depmentiB  uutoxpomy P 450 neuinku. B Mipy

MPOOBKEHHS JiKyBaHHS Mpu 1031 200-400 Mr/n06y npotsrom 2-4 Tukuis dapmakokineTrka

IneTpykuis a0t 3acTocyBanus JikapebKoro 3ac00y (KiHLIEBOTO NPOAYKTY), 3aCBl,ZIlleHa
MiAMHCOM YHOBHOBaXKEHOT 0COOH, 1110 BUCTYMAe BiJ iMeHI 3asiBHMKA /
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XapaKTePU3YETbCsS MPUOIM3HO 1,5-2-pa3zoBuM  361IBILIEHHSM BHIMMOrO KJipeHcy HeBiparniny
TMOPiBHAHO 3 OHOPA30BMM IIPHHOMOM.

AYTOIHYKIIisl TAKOK MPUBOAUTE JIO BiIIOBIAHOIO CKOpOYeHHS epio/ly HamiBpo3naly HeBipaniHy B
Masmi Kposi 6J1M3bK0 45 TOAMH NPy pasoBiii 1031 i 61m3bKko 25-30 FOIUH mics BaraTopaszoBux 103
200-400 mr/pgi6.

Heoocmammicmo @ynxyii nupox. ®apMakoKiHETHKY HeBIpamniHy Micad NpUiioMy 0JHOPA30BOI 103U
TMOpiBHIOBaNHM y 23 mauieHtis 3 nerkoro (50 KKp <80 mn / xB), abo nomipuoro (30 KKp <80 mu / XB)
HUPKOBOIO IuChYHKUIEI0 a0 TSHKKOK (OpMOI0, sIKa BUMArae Aianizy, nopyueHHs GpyHKLIi HUpoK
Ta y nauieHtis 3 HopmanbHoo (KKp > 80 mu / XB). HupKoBa HejocTaTHicTh (He3HauHa, nomipHa i
BAKKA) HE MPUBOAMTE 10 OyAb-SKMX HOCTOBIPHUX 3MiH bapmakokinetuky Hesipaniny. Ilpote y
MALIEHTIB 3 KIHLUEBOK CTA/i€0 HUPKOBOI HENOCTATHOCTI, fIKA BHMArac Aianizy, npoTarom
THAKHEBOTO MEPIOJly eKCMO3MILT BiAMIUANOCh CKOPOUYCHHS MO Mij (papMakoKiHETHYHOI KPHUBOIO
(mani — AUC) wneBipaniHy Ha 43,5 %. Takosk Majio Miclle HAKOMMYCHHS B [1123Mi KpoBi MeTabo1iTiB
rigpokcuneBipaniny. OTke, /s KOMIEHcAIT edexry nianizy Ha KiripeHc HeBipaniny MoxKHa Oyno 6
MIACKJIMTH TEpartiio HeBipamniHOM J0AaTKOBOK Horo 103010 200 Mr micss KOXKHOIO ceaHey aiasisy.
B iHmmx BMnankax mauientu 3 kmipeHcom kpearnHiHy 200 Ma/XB He noTpeGyioTh Kopekiii 103
HEBiparmniny.

Hedocmammuicmo ynxyii nevinku, byio npoBenero pochikenns i3 3aCTOCYBaHHAM CTaHIapTHOIO
J03yBaHHsI, B IKOMY NOpiBHIOBaK 10 mauieHTiB 3 Jerkoro Ta MOMIPHOIO AUCRYHKLIECIO MeUiHKH, M0
Haitng-n’to <7 . Ile mocnimkeHHs 3aCBi4nI0, O TaKi MALUEHTH He noTpebytoTh Kopekuii 103u. Y
BUNAJIKY 3 MauieHTamu 3 aucdyHKuiero neyinku, o Yaiina-m’io s 8 ta aCLMTOM MOXYTb MaTu
PU3UK HAKOMUYEHHS HERipaniHy B CHCTEMHOMY KpOBOOGiry.

Xoua y jKiHOK HWXKYE KIipeHC HeBipaminy, unm Y YOJIOBIKIiB, HE CMOCTEpIranocs ®oAHUX 3HAYHUX
FCHICPHUX BIAMIHHOCTEH Yy KOHLEHTPALiAX [U1a3Mu HeBipaniHy Micas 0JHOPa3oBOT 103H.
®apmakokinetnka Hesipaniny y BIJT-ingikoBatux JOPOCIIUX, HE 3MIHIOETBCS 3 BIKOM (aianazo 19-
68 pokiB) abo pacu (dopHwuii, JIATHHOAMEPUKAHCBKUI 4K asziaTchkuii). Hesipanin cneuianbio He
JOCIIJKYBABCsl TIPH 3aCTOCYBAHHI MALiEHTAMMU crapuie 65 pokiB.

Dapmakoxinemuxa y dimeii. DapmakokineTHuni naui HeBipariHy Oyau OTpUMaHi 3 ABOX BEIMKHX
JUKEpEeI: MeAIaTPUIHOro JOCIiKEHHs 3a yyacTio 9  BIU-1-ro3uTHBHMX MalieHTiB y Biui Big 9

__— W . 2
MICAUIB 10 |, sIKKM NPH3HAYaIH OJHOPA30BY 103y Hesipariny (7.5 mr, 30 mr a6o 120 mMu Ha m~,

Inerpykuis gas 3aCTOCYBaHHSI JIIKAPCLKOro 3ac00y (KiHIEeBOro NPOAYKTY), 3aCBlﬂL{cHa
[ AIMMCOM YIIOBHOBAXKEHOT 0Cco0H, 1O BUCTYNAE Bijl iMeHi 3asBHHKA / ol
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n=3) nmepopanbHoOI cycneHnsii. Byno Bcranosneno, wo AUC Ta nikosa KOHUEHTpauist 36i1byeThes
MPONOPLIHHO 301BIIEHHIO TO3H.

[Tix yac mpyroro nociimkeHHs nepopaibHa cycneHsis a6o TabneTku HeBipaniH Oyl npu3HaueHi y
nosax Bix 240 po 400 mr/m*/m06a B sKocTi MoHOTeparnii abo B KomOiHaLil i3 3ug0ByAMHOM abo
3UJIOBY IMHT/II1aHO3MH 3a yuacTi 37 mauientis 3 BUI-indekuieo 3 HacTymHomo nemorpadieto:
4osioBiva crath (54%), pacosi meHmuny (73%), Meaianuuii Bik 11 micsilin (nianasoH: Bijg 2 micsAuiB
no 15 pokis). Ii mauientu otpumysanu 120mMr/mM*/106a npotsirom NpUOIN3HO 4 THKHIB, a MOTIM
120 mr/m*/nBiui Ha no0y (mauientu > 9 poki) a6o 200 mr/mM*/aBiui Ha 100y (nauienty <9 pokis).
Kiipenc wHeBipaniHy — focsraB MakcuManibHHUX 3HaueHb y Biui Big 1 g0 2 pOKiB, a MOTim
3MEHIIYBAIOCA 13 30iblIeHHsM Biky. OueBHAHWI KJipeHC HeBipamiHy 3 ypaxyBaHHAM Baru Tina
OyB npubau3HO BABiui GinbiiuM y miTeit y Biui g0 8 POKIB y MOpiBHAHHI 3 sopociumu. [lepion
HANIBBUBEJIGHHS HEBIparniHy s J0CHiKyBaHOT rpynu B LIJOMY cTaHy ckias 25,9 + 9.6 rojauH.
Ilpu noBrotpusanomy sacrocyBanHi npemapaTy cepeini nepioi HariBBHBEACHHS Hegipaniny
3MIHMBCS 3 BIKOM HACTYIHHMM YMHOM: BiJ 2 MicsLiB 10 ] poky (32 roauuu), Bin 1 10 4 pokis (21
ronuty), Biz 4 1o 8 pokis (18 ronus), Ginbiue Hixk 8 pokis (28 romu).

Joxkainiuni 1ani mono 6e3nexu

Jlokniniuni  JgaHi He BUABMIM KOMHOI 0COBAMBOT Hebesnmeky s JMOAMHU, KpIM  THX, L0
crocTepiraiucs B KJIHIYHMX JOC/IKEHHAX HA OCHOBI TPamuUiliHMX A0CHimKeHD 6e3neku,
(hapmakosnorii, TOKCHYHOCTI MOBTOPIOBAHOT 03M Ta TEHOTOKCHMUHOCTI. VY JNOCIIDKEHHAX 3
PEMPOAYKTHBHOT TOKCHKOJIOTii MOKa3aHO MopyiueHHs (epTHILHOCTI y HIypiB. Y A0CHiOKEHHAX
KaHUEPOreHHOCT] HEBIpaIliH iHAyKye 3pOCTAaHHs MyXJMH MEYiHKM Y LYPiB Ta MHLleil. Lli nani nns
IYpiB, LIBMJNIE 33 BCe, MOB’SI3aHi 3 THM, IO HEBIpAMiH € CHIBHHM IHIYKTOPOM [1€4iHKOBHX
(bepmenTiB, a He Yepe3 reHOTOKCHUHUIT Ait0. MexanisM 1ii Ha MYXJIMHW y MUILLIEH L1e He 3 1CoBaHo,

TOMY X Biﬂl’[OBiﬂ,HiCTb CTOCOBHO JIFOIUHHU 3aJIMLIAETHCS HE BU3HAYEHOLO.

Tepmin npupaTaocri.
60 Micswis
OcobauBi 3an06ixkHi 3ax0au npu 36epiranmi.

[pu remnepatypi ne Bue 30°C B opuriHanbHiil yrnakosLii.

IncTpykuist Uit 3acTocyBaHHs MiKapebKoro 3acody (KiHueBoro MPOAYKTY), 3aCBiaygHa

[ ANKMCOM yNOBHOBAKEHOT 0COOH, 110 BUCTYIIAE Bi/ IMEHi 3agBHUKA '/—’/_
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Tumn Ta BMicT NepBHHHOT YIAKOBKH.

ITnactukoBuii koHTeitHep Ne 60.

Ilocnnanns:

1. KXJI3 Tabnetok Bipamyn 200 mr (Boehirnger Ingelheim, Benuko6puranis)
2. KXJI3 Tabnerok Bipamyn 200 mr (Boehirnger Ingelheim, CILIA).

3. Jlikapcekwii qoBigauk, 60-e Pen., Ct. Ne 903 - 909.

BupoOHuk:

F4, F12, M.I.JT.K. Maneraon, Cinxap, Hawnk — 422 113, Maxapawrrpa, [Hais
MaketyeTbes:

Marpike — nigpo3ain kommnanii Minau JlaGoparopiec Jlimires.

Jlunens 2012 p

IHeTpyRUis 1051 3acTOCYBaHHSI JIIKAPCHLKOr0 3ac00y (KiHLEBOTo NPOAYKTY), 3aCBilYeHa
: i o i VI G A
MAMUCOM YIOBHOBaXXEHOT OCOOH, 1110 BUCTYNAE Bi/l IMEHI 3asiBHUKA LA
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Hesipamin 200 Mr, Tabs1eTKH
M

Jlo peecTpaliiifHOro MoCBIAYCHHS

N {14/ 16592 f02/OF

Bing AL /A1 F

[ndopManisi po 3acTOCYBaHHS JIKAPCHKOI0 32C00Y (KXJI3)
ISl BUPOOHHYOT TUTLHHI PO3TANIOBAHOI 32 a1PECOI0:

ITnom Ne H-12 ma H-13, MIIK, Banyoxc Inoacmpian Apea,
Aypanzabao- 431 136, Maxapawmpa, Inois

3aCBiTUEHAMAIIMCOM YIIOBHOBKEHOT 0COOH, 1110 BUCTYTIAE B1J1
iMeH1 3asgBHUKA

M G Lo
3asBHUK/Bupo6uuk «Minan JlaGopaTtopiec Jlimiten», Inaia 2017 pik




JTo peecTparliffHOro MOCBIIYECHHS

No
Bin
Nevirapine Tablets USP
200mg
Label claim
Each tablet contains
Nevirapine USP 200mg

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

Therapeutic indications

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

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

Posology and method of administration

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

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

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

Dose management considerations

[HCTPYKILS /ISl 32CTOCYBAHHS JTIKAPCHROT0 3a€00y (KiHIEBOTr o MPOAYKTY), 3aCBiNUeCHA
- .. . . . / 7’,/ e~ =
MiMHCOM YITOBHOBAXKEHOT 0OCOOH, 110 BUCTYIAE B iMeHi 3asgBuuka /////677_/“
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Clinical chemistry tests, which include liver function tests, should be performed prior to
initiating Nevirapine therapy and at appropriate intervals during therapy.

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

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

Contraindications
Hypersensitivity to Nevirapine or to any of the excipients.

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

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

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

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

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

Special warning and precautions for use

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

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

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

[HCTPYKILSI IVIs1 32CTOCY BAHHSA JTIKAPChKOro 3aco0y (KiHIEBOro NpoayKTY), 3
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any patient experiencing severe rash or a rash accompanied by constitutional symptoms (such as
fever, blistering, oral lesions, conjunctivitis, facial oedema, muscle or joint aches, or general
malaise), including Stevens-Johnson syndrome, or toxic epidermal necrolysis. Nevirapine must
be permanently discontinued in any patient experiencing hypersensitivity reaction (characterised
by rash with constitutional symptoms, plus visceral involvement, such as hepatitis, eosinophilia,
granulocytopenia, and renal dysfunction).

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

relevant product information for these medicinal products.

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

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

Other warnings

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

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

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

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

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

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

Immune reactivation syndrome

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

Interaction with other FPPs and other forms of interaction

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

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

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

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

formulation.

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

inducing effect may persist for at least 2 weeks after cessation of treatment with St John's Wort.

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

Pregnancy and lactation

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

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

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

Effects on ability to drive and use machines

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

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

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

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

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

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

Nervous system disorders

Common: Headache

Gastrointestinal disorders

Common: Nausea

Uncommon: Vomiting, Abdominal pain
Rare: Diarrhoea

Hepato-biliary disorders

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

Skin and subcutaneous tissue disorders

Common: Rash (9 %)

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

Musculoskeletal, connective tissue and bone disorders

Uncommon: Myalgia
Rare: Arthralgia

General disorders and administration site conditions
Uncommon: Fatigue, Fever

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

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

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

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

Skin and subcutaneous tissues

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

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

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

Hepato-biliary

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

Paediatric patients

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

Overdose

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

Pharmacodynamic properties
Mechanism of action

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

Resistance

HIV isolates with reduced susceptibility (100 to 250-fold) to Nevirapine emerge in vitro.
Phenotypic and genotypic changes occur in HIV isolates from patients treated with Nevirapine or
Nevirapine + zidovudine over one to 12 weeks. By week 8 of Nevirapine monotherapy, 100 % of
the patients tested had HIV isolates with a > 100-fold decrease in susceptibility to Nevirapine,
regardless of dose. Nevirapine + zidovudine combination therapy did not alter the emergence
rate of Nevirapine-resistant virus. Genotypic and phenotypic resistance was examined for
patients receiving Nevirapine in triple and double therapy drug combination therapy, and in the
non- Nevirapine comparative group from the INCAS study. Antiretroviral naive subjects with
CD4 cells counts of 200-600/mm> were treated with either Nevirapine + zidovudine (n = 46),
zidovudine + didanosine (n = 51) or Nevirapine + zidovudine + didanosine (n = 51) and followed
for 52 weeks or longer on therapy. Virologic evaluations were performed at baseline, six months
and 12 months. The phenotypic resistance test performed required a minimum of 1000 copies/ml
HIV RNA in order to be able to amplify the virus. Of the three study groups, 16, 19 and 28
patients respectively had evaluable baseline isolates and subsequently remained in the study for
at least 24 weeks. At baseline, there were five cases of phenotypic resistance to Nevirapine; the
IC5, values were 5 to 6.5-fold increased in three and >100 fold in two. At 24 weeks, all available
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isolates recoverable from patients receiving Nevirapine were resistant to this agent, while 18/21
(86 %) patients carried such isolates at 30-60 weeks. In 16 subjects viral suppression was below
the limits of detection (< 20 copies/ml = 14, < 400 copies/ml = 2). Assuming that suppression
below < 20 copies/ml implies Nevirapine susceptibility of the virus, 45 % (17/38) of patients had
virus measured or imputed to be susceptible to Nevirapine. All 11 subjects receiving Nevirapine
+ zidovudine who were tested for phenotypic resistance were resistant to Nevirapine by six
months. Over the entire period of observation, one case of didanosine resistance was seen.
Zidovudine resistance emerged as more frequent after 30 - 60 weeks, especially in patients
receiving double combination therapy. Based on the increase in ICso, zidovudine resistance
appeared lower in the Nevirapine + zidovudine + didanosine group than the other treatment
groups.

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

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

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

Cross-resistance

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

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

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

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

cells/mm’; plasma HIV1 RNA 4.59 log;o copies/ml), who had received at least 6 months of

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

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

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

Perinatal transmission

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

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

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

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

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

Pharmacokinetic properties
Adults

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

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

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

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

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

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

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

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

Pediatric patients

The pharmacokinetics of Nevirapine have been studied in two open-label studies in children with
HIV-1 infection. In one study, nine HIV infected children ranging in age from 9 months to 14
years were administered a single dose (7.5 mg, 30 mg, or 120 mg per m* n = 3 per dose) of
Nevirapine oral suspension after an overnight fast. Nevirapine AUC and peak concentration
increased in proportion with dose. Following absorption Nevirapine mean plasma concentrations

declined log linearly with time. Nevirapine terminal phase half-life following a single dose was
30.6 = 10.2 hours.

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

Preclinical safety data

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

Shelf life
60 months

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

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

Label claim
Each tablet contains
Nevirapine USP 200mg

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

Therapeutic indications

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

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

Posology and method of administration

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

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

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

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

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

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

Contraindications
Hypersensitivity to Nevirapine or to any of the excipients.

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

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

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

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

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

Special warning and precautions for use

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

Other warnings

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

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

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

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

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

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

require an adjustment in Nevirapine dosing.
Immune reactivation syndrome

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

Interaction with other FPPs and other forms of interaction

NRTIs: No dosage adjustments are required when Nevirapine is taken in combination with
zidovudine, didanosine, or zalcitabine. When the zidovudine data were pooled from two studies
(n = 33) in which HIV-1 infected patients received Nevirapine 400 mg/day either alone or in
combination with 200-300 mg/day didanosine or 0.375 to 0.75 mg/day zalcitabine on a
background of zidovudine therapy, Nevirapine produced a non-significant decline of 13 % in
sidovudine area under the curve (AUC) and a non-significant increase of 5.8 % in zidovudine
Cpax. In a subset of patients (n = 6) who were administered Nevirapine 400 mg/day and
didanosine on a background of zidovudine therapy, Nevirapine produced a significant decline of
32 9% in zidovudine AUC and a non-significant decline of 27 % in zidovudine Cpax. Paired data
suggest that zidovudine had no effect on the pharmacokinetics of Nevirapine. In one crossover
study, Nevirapine had no effect on the steady-state pharmacokinetics of either didanosine (n =
18) or zalcitabine (n = 6).

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

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

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

formulation.

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

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

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

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

There were no increased safety concerns noted with the co administration of Nevirapine with any
of these PIs when used in combination.

[HCTPYKIsK /LIS 32CTOCYBAHHSI JIIKAPChKOI'0 3ac00y (KINIEBOTO MPOAYKTY), 3aCBIlUCHA
3 ” S e 9 2778”7,
[ ITHCOM YIOBHOBAKEHOT 0COOH, IO BHCTYIAE BUL IMEHI 3asiBHUKA \ ’//Z/
[ 4
11.12.2017 Kouybeu M €.

2%



70

In HIV positive adults, Nevirapine used in combination with lopinavir/ritonavir 400/100 mg (3
capsules) twice daily has been reported to result in a decline in the lopinavir AUC of 27%
compared with historical data. Although the clinical relevance of this observation has not been
fully established, an increase in the dose of lopinavir/ritonavir to 533/133 mg (4 capsules) twice
daily with food is recommended in combination with Nevirapine.

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

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

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

Oral Contraceptives: As oral contraceptives should not be used as the sole method of
contraception in HIV infected patients, other means of contraception (such as barrier methods)
are recommended in patients being treated with Nevirapine. Furthermore a pharmacokinetic
interaction has been identified. Nevirapine 200 mg b.i.d. was co-administered with a single dose
of an oral contraceptive containing ethinyl estradiol (EE) 0.035mg and norethindrone (NET) 1.0
mg. Compared to plasma concentrations observed prior to Nevirapine administration, the median
AUC for 170-EE was significantly decreased by 29% after 28 days of Nevirapine dosing. There
was a significant reduction in EE mean resident time and half-life. There was a significant
reduction (18%) in median AUC for NET, without changes in mean resident time or half-life.
The magnitude of the effect suggests that the dose of the oral contraceptive should be adjusted to
allow adequate treatment for indications other than contraception (e.g., endometriosis), if used
with Nevirapine.

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

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

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

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

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

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

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

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

Pregnancy and lactation

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

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

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

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

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

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

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

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

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

Nervous system disorders

Common: Headache

Gastrointestinal disorders

Common: Nausea

Uncommon: Vomiting, Abdominal pain
Rare: Diarrhoea

Hepato-biliary disorders

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

Skin and subcutaneous tissue disorders

Common: Rash (9 %)

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

Musculoskeletal, connective tissue and bone disorders

Uncommon: Myalgia
Rare: Arthralgia

General disorders and administration site conditions
Uncommon: Fatigue, Fever

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

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

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

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

Skin and subcutaneous tissues

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

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

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

Hepato-biliary

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

Paediatric patients

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

Overdose

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

Pharmacodynamic properties
Mechanism of action

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

Resistance

HIV isolates with reduced susceptibility (100 to 250-fold) to Nevirapine emerge in vifro.
Phenotypic and genotypic changes occur in HIV isolates from patients treated with Nevirapine or
Nevirapine + zidovudine over one to 12 weeks. By week 8 of Nevirapine monotherapy, 100 % of
the patients tested had HIV isolates with a > 100-fold decrease in susceptibility to Nevirapine,
regardless of dose. Nevirapine + zidovudine combination therapy did not alter the emergence
rate of Nevirapine-resistant virus. Genotypic and phenotypic resistance was examined for
patients receiving Nevirapine in triple and double therapy drug combination therapy, and in the
non- Nevirapine comparative group from the INCAS study. Antiretroviral naive subjects with
CD4 cells counts of 200-600/mm® were treated with either Nevirapine + zidovudine (n = 46),
zidovudine + didanosine (n = 51) or Nevirapine + zidovudine + didanosine (n = 51) and followed
for 52 weeks or longer on therapy. Virologic evaluations were performed at baseline, six months
and 12 months. The phenotypic resistance test performed required a minimum of 1000 copies/ml
HIV RNA in order to be able to amplify the virus. Of the three study groups, 16, 19 and 238
patients respectively had evaluable baseline isolates and subsequently remained in the study for
at least 24 weeks. At baseline, there were five cases of phenotypic resistance to Nevirapine; the
[Cs, values were 5 to 6.5-fold increased in three and >100 fold in two. At 24 weeks, all available
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isolates recoverable from patients receiving Nevirapine were resistant to this agent, while 18/21
(86 %) patients carried such isolates at 30-60 weeks. In 16 subjects viral suppression was below
the limits of detection (< 20 copies/ml = 14, < 400 copies/ml = 2). Assuming that suppression
below < 20 copies/ml implies Nevirapine susceptibility of the virus, 45 % (17/38) of patients had
virus measured or imputed to be susceptible to Nevirapine. All 11 subjects receiving Nevirapine
+ zidovudine who were tested for phenotypic resistance were resistant to Nevirapine by six
months. Over the entire period of observation, one case of didanosine resistance was seen.
Zidovudine resistance emerged as more frequent after 30 - 60 weeks, especially in patients
receiving double combination therapy. Based on the increase in ICsp, zidovudine resistance
appeared lower in the Nevirapine + zidovudine + didanosine group than the other treatment
groups.

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

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

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

Cross-resistance

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

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

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

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

cells/mm’; plasma HIV1 RNA 4.59 logo copies/ml), who had received at least 6 months of

NRTI therapy prior to enrolment (median 115 weeks). These heavily experienced patients
demonstrated a significant improvement of the triple therapy group over the double therapy
group for one year in both viral RNA and CD4+ cell counts.

[HCTPYKILS LIS 32CTOCY BAHHS JIIKAPCHbKOTO 32€00Y (KIHIEBOT0 MPOAYKTY), 3aCBI(UCHE
: .. i i VLT
[i/IIIHCOM YTIOBHOBAKEHOT 0COOH, TI10 BUCTYIAE BT IMEHI 3asiBHMKA _‘/ZJ//M

11.12.2017 Kouybeu M.€.

76



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

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

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

Perinatal transmission

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

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

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

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

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

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

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

Pharmacokinetic properties
Adults

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

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

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

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

In vivo studies in humans and in vitro studies with human liver microsomes have shown that
Nevirapine is extensively biotransformed via cytochrome P450 (oxidative) metabolism to several
hydroxylated metabolites. /n vitro studies with human liver microsomes suggest that oxidative
metabolism of Nevirapine is mediated primarily by cytochrome P450 isozymes from the CYP3A
family, although other isozymes may have a secondary role. In a mass balance/excretion study in
eight healthy male volunteers dosed to steady state with Nevirapine 200 mg given twice daily
followed by a single 50 mg dose of 14C—Nevirapine, approximately 91.4 £ 10.5 % of the
radiolabelled dose was recovered, with urine (81.3 = 11.1 %) representing the primary route of
excretion compared to faeces (10.1 = 1.5 %). Greater than 80 % of the radioactivity in urine was
made up of glucuronide conjugates of hydroxylated metabolites. Thus cytochrome P450
metabolism, glucuronide conjugation, and urinary excretion of glucuronidated metabolites
represent the primary route of Nevirapine biotransformation and elimination in humans. Only a
small fraction (< 5 %) of the radioactivity in urine (representing < 3 % of the total dose) was
made up of parent compound; therefore, renal excretion plays a minor role in elimination of the
parent compound.
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Nevirapine has been shown to be an inducer of hepatic cytochrome P450 metabolic enzymes.
The pharmacokinetics of autoinduction are characterised by an approximately 1.5 to 2 fold
increase in the apparent oral clearance of Nevirapine as treatment continues from a single dose to
two-to-four weeks of dosing with 200-400 mg/day. Autoinduction also results in a corresponding
decrease in the terminal phase half-life of Nevirapine in plasma from approximately 45 hours
(single dose) to approximately 25-30 hours following multiple dosing with 200-400 mg/day.

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

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

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

accumulating Nevirapine in the systemic circulation.

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

Pediatric patients

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

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

Preclinical safety data

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

Shelf life
60 months

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

Pack
HDPE bottle of 60’s.
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