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Kopomxka xapakmepucmuxa nikapcokozo 3acooy

1. Haspa sikapcebkoro 3aco0y
EPABIPEH3/EMTPILIMTABIH/TEHO®OBIPY HE3OITPOKCHUITY ®YMAPAT 600MI/200MI/300MT

2. Sicumii i KiabKicHUMI ckaan

I Tabnerka, BKpUTA MIIIBKOBOIO 000JIOHKOIO MiCTHTh

Edapinesy 600 mr

Emrpuumrabiny 200 mr

Tenodosipy auzonpokcuiy pymapary 300 mr

[ToBHM# cIMCOK JOMOMIXKHNX PEYOBHMH AMB. po3Ain 6. 1.

3. Jlikapenka dopma.

Tabnerku BKpUTI MIIIBKOBOIO 060JIOHKOIO, POIKEBOrO KOILOPY, Y DOpMi Kanier, 3 nosHaukoo «M171»
Ha 0JiHOMY OOLi, MaaKi Ha APyromy.

Tabnerku He ainsTeCs.

4. Kainiuna indopmanis

4.1. Tepanesmuuti ROKA3AHHA.

Edasipens / Emtpuiirabin / TeHoosipy aizonpokciny dymapar 600mr / 200Mr / 300 Mr TaGneTki.
(bis{conaﬂa komOinallis TeHooBipy amizonpokciny ¢dymapary, eM'rpHumaoiHv i edasipensy vy
BianosiHomMy ao3ypauui. Ilperapar nokasadmil ans JdikysanHs Bipycy nmqomc]nunn MOAMHKU-]
(BUJI-1) y mopocanx ta nianitkis (Bix 12 poxis i 3 Macoro Tina > 40 Kr) 3 piBHAMH BipycONOriuHO!
cynpecii BUI-1 PHK <50 xomiii / ma ans nocriiinoi komGinoBamiii aHTHpeTpoBipycHiii Tepanii
T]JHBEUIICT]'O Glﬂblue HIXK TpH \1105!].11 B anamuesi Yy HaLl!€HTa HE TTIOBHHHO OYTI/I Blp}’COJ’!OI"I‘[![OI
Hee()eKTUBHOCTI NP NPOBEAEHH] nonepe)m[,o: aHTupeTpompyc:Hm Tepanii.

Bubip ana sixkysauns nauientis 3 BUI-1-indexuicio, sxi HpHHM&HH aumpe*rpompycm npernapari.
MOBHHEH OyTH 3aCHOBAaHMI Ha iHAMBILyaIbHOMY TECTYBAaHHI PiBHs Bipycosoriunoi cynpecii a6o icTopii
JiKyBaHHs MallieHTa.

Cnin posrnanyTu oiuiiini kepiBHuiLTBa Mo Aikypauuio BIJI-1 indekwuii (nanpukiaa, BOO3).

4.2. Cnocid 3acmocyeannsn 011 00poCaux i, AKUL0 nHeodXiono, ons dimeii.

JlikyBaHHA MOBMHEH NPOBOAMTH JTiKap, KM Mae focsia Tepanii BIJI-indexuii.

Hopocni ma nionimxku: npenapar ci1ia 3actocosyBaty 1 pas Ha 106y.

Cnocib sacmocyeanns: TaBneTKy CJIiji KOBTATH LiTMMMU, 32MIMBAIOYM BOIO.

Ilpenapat pekoMeHI0BAaHO MNpPUIMATH HA MOPOXKHIii UITYHOK, OCKINBKM [Ka MOXe minsuuiysaty
eKcro3uMilo edapipeHsy, 10 MOXe NPUIBROAUTH A0 MiABMINEHHS UACTOTH MOGIMHMX peaxuiii (aus.
posainu 4.4. ta 4.8).

Jlis nokpaiuants nepeHocumocTi edasipensy (Bpaxosyioun nodiumni peakiii 3 Goky HEPBOBOT CHCTEMH)
Mpenapar peKOMeH/I0BAHO NpuiMaTy rnepej cHoM (IuB. posain 4.8).

Ilependauacthed, mo aacopbuis TeHooBipy Oyae npubmmuszHo Ha 35% HmK4Ye mic/s npuomy
npenapary Ha nopommn LUIYHOK Y nopm}mHHl 3 HpHHOMOM TeHquompy OKpemo 3 Tkerw (AMBHCH
posain 5.2). V mnauieHTiB 3 Bipyconoriunowo cynpec:ero, MOJKHA OUIKYBaTH 3HWKEHHS KIiHIYHOrOo
edexry, ane Takuii edext Oyne obmesxenum (auB posain S.1).

Himu: npenapat He PEeKOMEHAYETbCA IUIS 3aCTOCYBAHHA Y aiTelt Bikom a0 12 POKiB uepe3 BiZCYTHICTB
JaHKX 11010 6e3neKu Ta e)eKTUBHOCTI.

Hayienmu nimmbo20 6iky. Ilpenapar ciiijl 3aCTOCOBYBaTH 3 0GEPEKHICTIO MALiEHTAM TiTHHOTO BIKY
(auB. posnin 4.4).

TneTpyKuis 17151 32CTOCY BAHHSI JTIKAPCLKOT0 32¢00y (KIHLIEBOro MpoayKTy), 3ac3mqena i ncoM
J'" f’

YHOBHOBa)KeHOI OCOGH 10 BHCTYNAE BIJI iMEHI 3asBHMKa b0 /
22012018  Kowbei I1€.




Kopexyis 0o3u.

Y BuUNaIKy, AKIIO HEOOXIAHO MPHUIMHWTH JKYBaHHS OJHMM i3 KOMIIOHEHTIB rperapary abo y BHUIanKy
HEOOXIHOCTI  KOPMIyBaHHs JI03M OKPEMMX KOMIIOHEHTIB, HeoOXimHO o3HaMomuthcs 3 KopoTkumu
XapakTepucTuKamu JUTsi OKPEMUX KOMIIOHEHTIB 200 KOMOIHALIIH UMX KOMITOHEHTIB.

SIK11o npenapat 3aCTOCOBYBATH OAHOYACHO 3 pudaMMillMHOM TMalicHTaM 3 Macoo Tina =50 kr, ciig
PO3rIISIHYTH MUTAHHS NPO A0AaTKOBY 103y edasipendy 200 mr/noly (zaranom 800 mr) (aus. posain
4.5.).

Hayienmu 3 nopywenusivu @yuxyii nupox. Ilpenapar He pekoMeHAOBaHMiI mnauicHTaM 3
HOpYLIEHHAMH QyHKLIT HUPOK cepefHbOro abo TAIKKOrO CTYNEHS TsDKKOCTI (KaipeHe KpeaTHHiHy
< 50 mu/xs). [Ing naumieHTiB 3 TaKMMHU CTaHAMM HEOOXIZIHO KOPUTyBaTH A03y eMTpULMTabiHy Ta
TeHO(DOBIPY AM3OMPOKCHI (ymapary, WO € HEMOMNIHUBUM TpH 3aCTOCYBAHHI KOMOIHOBaHMX
Tabnerok (auB. po3ainu 4.4. ta 5.2).

Hayienmu 3 nopywennamu Qyuxyii nevinxu. IlauienTn 3 nopyuwieHHAM (QYHKUIT NEYiHKM 1erkoro
CTYNEHsl B@KKOCTI ~ MOXYTh 3aCTOCOBYBATM Iipenapar y 3BuUuaiHiii pexkomenpomawiii nosi. Cran
MalieHTiB CJIiJi PETENIBHO CIOCTEPIraTh CTOCOBHO PO3BUTKY NMOBGIUHHX peakiliil, 0COGIMBO CHUMIITOMIB 3
OOKy HEpBOBOT CHCTEMHU, MOB’A3aHMX i3 3acToCyBaHHAM edaBipensy (auB. posainu 4.3. ta 4.4),

ITicns Biaminm npenapary y nauieHTiB 3 ko-iHpexiieio BIJT Ta BI'B ciia petesibHo crnocrepirati cran
CTOCOBHO CHMIITOMIB 3arOCTpeHHs renatuty) (AuB. po3ain 4.4.).

Ilpn Biamini npenapaty cjiJl nam’staTv Npo TpuUBaJMi mNepioa HanisBuBeaeHHs edasipensy (IME.
posain 5.2.) 1 TpuBanuif BHYTPILUHBOKIITHHHMI NepioA HanNiBBUBEJAEHHS EMTPUUMTa0iHY Ta
Terodopipy. Uepes inauBinyansbHi Bapiaiil Takux MOKa3HUKIB i MpOGIEMH PO3BUTKY PE3HCTEHTHOCTI
CJIiA KepyBaTHCs BKasiBkamu 3 nikysanHs BIJI, npuiimaroum Takox 10 yBaru npuuunu BiaMinu
npenapary.

4.3. Hpomunokxasanns.

e TinepuyrimBicTe 10 Gyap-sKoi aito4oi abo JIOMOMIKHOI PeYOBHHH, IO BXOAUTHL 10 CKIAdy
npenapary.

e OxHoyacHE 3aCTOCYBaHHA 3 POCAMHHMMH Npernaparamu, WO MICTATh 3BipoGiit (Hypericum
perforatum), OCKiNIbKN iCHY€ PU3MK 3HMIKEHHSI KOHLEHTpaLlil y 11asmi kposi Ta ocaabieHHs
KJIiHIYHUX edekTiB edaBipensy (quBuCh posain 4.5 ).

e (OxaHoyacHe 3acTOCYBaHHA 3 BOPMKOHa30j10M. EdaBipeH3 3HauHO 3HMKYE KOHIIEHTpaliio
BOPMKOHA30J1y Y IMJ1a3Mi KPOBi, a BOPMKOHA30J1 3HAUHO TBUIIYE KOHLEHTpauii edaripensy y
nnasmi kposi. OcCKineku jikapceKiit 3aci6 € KOMOiHOBaHUM mpernapatoM 3 (iKCOBAHOIO
J03010  KOMIIOHEHTIB, KOPHMIyBaHHA 103K edaBipeH3y HEMOJNUIMBE, 3aCTOCYBaHHS
BopuKoHasony Ta Edasipens / Emrpuuntabin / Tenodosipy aizompoxciny dymapar 600mr /
200mr / 300 Mr Tadnetku (AMBUCH po3ain 5.2. ).

4.4. Ocoonuei 3acmepediceHs.

3arajibHi.

Ockinbku npenapat Tenodosip/Emtpunurabin/Edasipens € komGiHOBaHUM nipenapatoM, HOro He ciiij
3aCTOCOBYBATH OJAHOYACHO 3 iHUIMMHK JIIKaPChKMMM 3ac00aMH, 10 MICTATE TakKi cami Jiro4i peyoBHHY —
emMTpuiuTadin abo TeHodoBipy AU30MpoOKCHIy dyMapar.

IneTpyKuin A5 3acTocyBaHHs JiKapebKOro 3acody (KiHIEBOro NpoayKry), 3acmﬂueHa nmnncou

YNOBHOBaKE€HOT 0CO0H, 110 BUCTYMAE Bijl iMeH] 3asBHUKA g
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3 npu4MHM aHanoriyHocTi emTpuumMTabiHy npenapar Tenodosip/Emtpuunradin/Edasipens ne cnin
3aCTOCOBYBATH OJHOYACHO 3 iHIUMMH AHATOraMy LUTHAMHY (Hanmpukaaz, namiByauH). Takox npenapat
He CJILJ 3aCTOCOBYBATH OJHOYACHO 3 aneOBIPY AHIIBOKCHIOM.

Ilepenaua BIJI.

[lanienty cllija IIOSICHUTH, 110 IPOTHBIPYCHI npernaparu, y TOMY yucmi
Tenogosip/Emrpunintabin/Edasipens, He 3aXuInaiors Bij pu3uKy nepeaaqi BIJI inmnm mogsm npu
CTaTeBOMY KOHTaKTi abo uepes kpos. Ciix mpomosiKyBaTH NOTPUMYBATUCA BIiAMOBIAHUX 3aXOiB
Oesnexwu.

IH111i TPOTUBIPYCHI JiKapchbKi 3acOo0H.

Hemae janux crocoBHo Gesnmeunocti Ta  edexTiBHOCTI 3aCTOCYBaHHS  JIIKapChKOro  3acoly
Tenodosip/EmTpunurabin/Edasipens y komGinawii 3 inmmmu NPOTHBIPYCHUMHU NpenapaTamu.
OpnnoyacHe 3acTocyBaHHS JIKapehkoro 3acoby Tenodosip/Emtpuumntabin/Edasipens i A11aHO3UHY
HE PEKOMEH/IOBAHO, OCKIJIBKM €KCIO3MILS i aHO3MHY 3HAYHO MOCHIIOETHCS MicIIs 3aCTOCYBaHHS 3
TeHO(OBIpY AM3UNPOKCHIY (yMapaToM, L0 MOKe MiABULIYBATH PHU3UK PO3BMTKY MNOGIYHMX
peakiii, acouifoBaHUX 3 TiTaHO3MHOM (IMB. PO3AiN 4.5.).

3aXBOPIOBAHHS [EYiHKU.

®apmaKoKiHeTHKa, Oe3neyHicTh Ta  e(eKTHBHICTH e(asipensy y mnalieHTIB 3 cepifo3HuMM
3aXBOPIOBaHHAMMU neviHKu He BCTAHOBJIEHI. Tomy JiKapebKuii 3aci0
Tenoosip/EMTpunmrabin/Edasipens cnin  BUKOPHCTOBYBATH  TinbKiu Y THUX TNali€eHTiB, aKIO
BBAXKAETBCA, IO NEPeBard NEPEBUILYIOTh PU3HKH Ta BEAETHCA NOCTIHHUI KOHTPOIb 32 Ge3MeKo1o.
Toxenynicte 3 6OKY neyiHKH.

[Tinsuienns piBus Tpancaminas Moxe crocTepiraTucs yepes MicsLi rmoyarky jikyBaHHs edasipeHsom,
lle MOJe wacTimie crocrepirajocss y nauieHtiB 3 koHdekuicio BI'B a6o BI'C. PekoMeHI0BaHO
NPUITMHUTH NPUIAOM JiKapehKOro 3acoby, SKINO TOKCHYHICTB 3 GOKY reyiHka mae BHpa)(€Hi CUMITTOMMH,
abo AIKILO piBHI TpaHcamizas > 10 pasiB nepeBHILYIOTh BEPXHIO MEXY HOPMHU.

[leuiHKoBa HEAOCTATHICTh BMHMKIA y NALiEHTIB, y AKMX Oy BIZCYTHI TIOTIEPENHI 3aXBOPIOBAHHS
neyiHkn 4y iHwi ineHTudikosani dakropu pusnky (aus. po3uin 4.8). MOHITOPUHI Ne4iHKOBHX
(hepmeHTIB MOBUHEH 3ilicHIOBaTHCS | /IS NalieHTiB Ge3 nonepeaHbol JMCPYHKLIT MeuiHKu Ta iHmmx
(akTopiB pusMKy.

Hanientn 3 BUT i ko-indekuieto Bipyey renatuty B (BI'B) a6o C (BI'C).

[Tanientn 3 xpowiunum renmatutom B a6o C, axi oTpuMyroTs KOMOIHOBaHy NPOTHBIPYCHY Tepariiio.
MalOTh MiJIBUIIEHUH PUIMK PO3BUTKY TSKKHX Ta MOTEHLIHHO JeTANbHHX MOGIMHIX peakuiit 3 Goky
MEeYiHKM.

Jlikap moBuHeH KepyBaTHCS MOTOUHMMM PEKOMEHIAIISMH 1010 nikysauus BIJI ans nposesenus
ontumainbHoi Tepanii y BlJI-indikoBanux nauientis 3 ko-indekuiero BI'B.

Y jocnijkennsx QapmakoAMHaMiKM  eMTpuLMTabiH  Ta TeHodoBip okpemo i B KomGinawii
IIPOAEMOHCTPYBaIH aKTUBHICTh NpOTH BI'B. Biamina JIIKapchKOro 3aco0y
Tenodosip/Emtpuuntabin/Edasipens y nauienris 3 BIJI Ta BB moske NPU3BOAMTH JI0 Pi3KOTO TSKKOTO
3aroctpens renaruty. Ilaniewtn 3 BUI ta BI'B, siki npunuuunm nikysanws NiKapChKUM 3aC000M
Tenodosip/Emtpunradin/Edasipens, nosunni 6yt mig perenbHuM KiiHiunuM Ta 1adopaTOpHUM
CMOCTEPEKEHHSAM MPOTATOM NpuHaliMHi 4 MicsiuiB micns sakimuenns Tepanii. [Ipu HeoGxigHocTi
niKyBauHs renatuty B moxe 6yTu BimHOBneHo. Jlis nauieHTiB i3 MPOrpecyroYrM 3aXBOPIOBAHHSAM

Inerpykuist 1ns 3acrocyBanns gikapesKoro 3acody (KiHLeBoro NPOAYKTY), 3aCBiA4€Ha Minucom
YMOBHOBa)XXEHOT 0COOM, 1110 BUCTYIIAE Bijl iMeHi 3asBHIKA i Al
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nediky ab0 UMPO30M NPUNMHEHHA JiKyBaHHA HE PEKOMEHAYETHCS, OCKIMbKM TMOCT TepaneBTHUHE
3arOCTPEHHs reraTMTy MOKE NMPU3BOAUTH 10 AeKoMNeHcalil GpyHKILT neviHku.

CumnTomu 3 60Ky HEPBOBOT CHCTEMH Ta TICHXiKH.

[lpo noGiuni peakuii 3 Goxy NCHXiKM MOBIZOMIAIOCH y TMAUi€HTIB, SKi OTPHUMYyBaIM JNiKyBaHHs
edasipensom. [lanienT 3 ncuxiaTpUuHMMM PO3TajamMM B aHAMHE3I MAlOTh BUIUMI PU3MK PO3BHTKY
Cepiio3HMX MOOIYHMX peakuii 3 OoKy ncuxiku (auB. posuin 4.8.). 1li peaxuii 3a3Buuaii BUHMKAIOTH
NPOTATOM MEpLIOro THKHA JiKYBaHHA | pO3BMBAIOTBCA MPOTArOM 4 THIKHIB JiKYyBaHHS. [enye
MOTEHLHUI edeKT, MOB'A3aHMH 3 BIKMBAHHSIM 3 QJIKOrOJO T IHILMMY ICUXOAKTHBHUMH MperapaTaMi.
HeoOxixHo iHdopMyBaTH NauieHTiB npo Te, 10 y pasi NOSBH CUMITOMIB THXKKOI Aenpecii, ncuxosy abo
CyILMAIbHUX IYMOK BOHHM MOBHMHHI HeraiiHo 3BepHyTHCS /0 JiKaps, o6 yCTAHOBUTH, YH IOB’A3aHi Ui
CUMIITOMH 3 NPUHOMOM edaBipensy, i AKIO e NiATBEpANTLCS, BUSHAYUTH, YN MEPEBAkKac KOPHCTD Bij
NPOAOBKEHHS JIIKYBAHHS HAJl PU3UKOM.

Iopyienus GyHKuiT HUPOK.

Tenodogip B OCHOBHOMY BMAINACTHCA HUPKAaMH 4epe3 KomGinamilo KiayGoukoBoi (insrpauii Ta
aKTHBHOT cexpewii KaHambLiB. Takum uYMHOM, KIIPEHC KPEaTHHIHY 3HUKYETCA Y XBOPHMX 3
nopymeHHsiMi - QyHkuii Hupox. IcHylote oOmexxeHi Jani wono Gesnexkn Ta edeKTHBHOCTI
TeHO(OBIPY y NauieHTiB 3 NOpyIeHHsIM GyHKLUIT HUpoK (KiipeHc kpeaTuHiny < 80 ma/xs.). Takum
maiieHTam [perapar ClOiJ MpU3HAYaTH JIMIIe Y BMMANKY. SKILO [IOTeHIUiiHi nepeBaryu  Bin
3aCTOCYBaHHA OyayTh NMEPEBUIILYBATH NOTEHLIWHI PU3HKHM.

Y nauieHTiB 3 NOMIpHMM Ta BaXKKMM CTYyIIEHeM MopyLueHHs (yHKLIT HUPOK Tepioj HAMiBBHBE/ICHHS
3 [1a3MH eMTpiliTabiHy 30inbLIYEThCS Yepes 3MeHIIEHHs KAipeHCy KpeaTHHiHy.

IIpenapar He pekomeHpoBaHMiT NamieHTaMm 3 MOPyLIEHHAM (YHKIIT HUPOK MOMIPHOro Ta THIKKOTO
cTynenst TsHKKOCTi (KiipeHe kpeatuiny < 50 mu/xB). ¥V mauieHTiB i3 TakuMu CTaHaMu TpH
3acTOCYBaHHi KOMGIHOBaHMX TaGleTOK HEMOJMUIMBO BiJAKOPUIYBaTH 03y €MTPHUUMTAGiHY i
TeHO(OBIpy An3onpoxcuity pymapary (AuB. po3ainu 4.2 Ta 5.2).

He crin 3actocoByBatu nikapchKuii 3aci6 0JHOYACHO 3 HEPPOTOKCHUHMMH JIiKApCHKMMM 3acobanm.
SIKIIO OAHOYAaCHOro MpuiOMy mnpemapaTy Ta HePPOTOKCHYHMX 3aCO0iB HEMONKAMBO YHMKHYTH, CIif
3MIHCHIOBATH LOTHXHEBUH KOHTPOIL (yHKUIT HUPOK (1B, po3ain «B3aemMois 3 iHIMMYU AiKapchknmu
3aco0amH Ta iHLII BUIH B3a€MOII»).

[lpo nopyuienns GyHKUIT HUPOK. HUPKOBY HEIOCTATHICTb, MiABUIEHHS KpPeaTHHiny, rinodocdaremiio
Ta NpoKcuMalibHa TyOyonartiio (Bkmouaioun cunapom Pankoni) (auB. poszin 4.8) mosizomasnocs npu
3acTOCyBaHHi KOMGIHOBAHOTO NiKapchKOro 3acoly. PekoMeHAyeThesl OLIHIOBATH KJIpeHC KpeaTHHIHY B
yCIX MALi€HTIB Nepej NoYaTKOM JiKyBaHHs Ta KOHTPOJIOBATH (PYHKILIO HUPOK (KIIpEHC KpeaTHHiHy Ta
pisenb ocartis y cupoBariii) Hagani mij yac JikyBaHHs.

Slkimo piseds docdaty y cuposarui kposi < 1,5 mr/an (0,48 mmons/in) aGo KiipeHC KpeaTHHiHy
3MeHileHni 10 < 50 MI/XB y nauieHTa, sKuif OTpMMYE TIpernapar Ciif NPOBECTH IMOBTOPHY OLIHKY
(yHKLUIT HUPOK NpOTAroM 1 THIKHSA, BKJIIOYAIOYM BU3HAYEHHS PiBHA IIOKO3W B KpOBi, Kanilo B KpoBi Ta
KOHUEHTpauii mmoko3u B cedi (auB. po3xain 4.8., mwono npoxkcumansHOi TyOyaonarii). OcCKinbku
rnpenapar € KOMOIHOBAaHHMM JiKapChKMM 3ac000M i 3MiHAa iHTepBany 3aCTOCYBaHHSI OKPEMUX HOro
KOMIIOHEHTIB HEMOJK/IMBA, HEOOXIJHO NPUHMHWTY JIKYBaHHA MALiEHTIB i3 KiipeHCOM KkpeaTwil 11y
< 50 mu/xB abo 3i 3HWKEHHAM piBHA docdarti y cuposatui g0 < 1,0 mr/an (0,32 mmons/n). V sunaaxy
MPOrPecyouoro 3HWKEHHS (PYHKUIT HUPOK CNiJL PO3TISHYTH MOMKIIMBICTD NPUIIMHEHHS TIKyBaHHs, AKIILO
iHLIa MPUYKMHA HEe BCTAHOBJIEHA.

Iuerpykuis 1is 3acTocyBaHHs JiKapebKoro 3acody (KiHueBoro leOlIVRTy), 3ac3u1qena MiAMUCOM

YNOBHOBAXEHOT OCOOH, 110 BUCTYTIAE Bijl iMEHi 3asBHUKA ME iy
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HeoOXijHO yHMKaTH 0/HOYACHOTO BUKOPMCTAHHA HEQPOTOKCHYHMX JiKapehkux 3acoliB (Hampukiaj,
amiHor/iKo3uaiB, amdorepuunny B, QocapHeta, raHUMKIOBIpY, NeHTaMmifiHy, BaHKOMILLMHY,
unpodosipy abo intepneiikiny-2) npy 3actocyBaHHi Tipemapary. SIKIIO OJHOYACHE 3aCTOCYBAHHS i3
HE(POTOKCHYHIMK  JIIKAPCHKMMHM  3aC00aMH  HEMOMKJIMBO  YHHKHYTH, MOHITOPUHT (YHKLIT HUPOK
[TOBUHEH MPOBOANTHUCH LIOTUKHS.

Brniue Ha KicTKH.

[Tin vac 144-THKHEBOro KOHTPOJHOBAHOrO KIIHIYHOrO NOCHIPKEHHA. B SIKOMY MOpPIBHIOBAAM JIiiO
TeHO(OBIPY AM30MPOKCUAY DymapaTy i3 cTaByauHOM y KomGiHawii 3 samiByanHOM Ta edaBipensom, y
NauieHTiB, AKI paHile He MPUHMATK AHTUPETPOBIPYCHI Npenapary, B 060X eKCrIepUMEHTANTLHIX IPYNax
CrOCTEPirany HeBENMKE 3MEHLIEHHs MiHEepanbHOI IIIJIBHOCTI KICTKM cTerHa Ta xpeOra. 3a 144 TuxHi
3MEHIUEHHA MiHepanbHOT IMinbHOCTI KicTkM XpeOra Ta 3MiHM Olomapkepie KicTku Gyiu 3HAuHO
Ginplummu B rpyni, AKa oTpuMyBana TeHo(OBipy musonpokcuay dymapar. 3MeHIIeHHS MiHepanbHOl
HIUILHOCTI KICTOK cTerHa 0y 3HauHO OLIbIUMHU B 1l rpvni 10 96 twxkkiB. [Tpote micas 144 tmksis He
L,nocrepna.nn MiABULIEHOTO PU3WKY MEpeIoMiB abo CBilYeHb KAIHIYHO ICTOTHMX BiAXWICHL CTaHy
KICTOK Bi/l HOPMH.

Brnus tenodosipy Oys suBuenuit y BlJI-1 indikorannx nauientis ikom Biz 12 pokis i crapme. B
HOPMAJIBHUX YMOBaX MiHepaibHa WiNbHICTh KICTKOBOT TKAHWHM IIBHAKO BIAHOBMIOETHCA Y 11l BikOBii
rpymni. Y upomy aocnikenti cepeaniit koediuienT sMilHEHH KiCTKOBOT TKAHUHM GYB MEHIIMM Y rpymi
sika OTpUMyBana TeHBOQOBIp, MOPiBHAHO 3 rpynolo nnauedo. CkeneTHMH picT (3picT nauieHTis) He
3MiHIOBaBCs. Mapkepyu moa0 mMiHepanbHOT miJBHOCTI KiCTOK crerHa Ta xpedTa y mauienTis Bikom 12
pokiB i Ginbure, MOAIGHI THM, WO CIOCTEPiraloThCs y JOpOCHuX. BHacmiaok MOXIMBOro Bnimsy
TeHo(oBipy Ha MeTabosi3M KiCTOK, NMpenapar ciiifl BUKOPHUCTOBYBATH /I JiKyBaHHsA MiAITKIB BIKOM 10
I8 pokiB, AKINO NepeBaru NepeBUILYIOTh PU3KHK (AUB. po3/in 4.8) .

Kictkosi anomanii (o HeuacTo OyaM OAHICIO 3 NPUYMH MEPEIOMiB) MOKYTh OYTH MOB’si3aHi 3
MPOKCUMANIbHOK HHUPKOBOW TyOynonariero (auB. posain 4.8). Skumio BMHMKae Nigo3pa Ha KiCTKOBI
aHomatii, il OTpUMaTH BiANOBIIHI KOHCYIIBTALLT.

OcreoHekpos.

HesBaaiouu Ha Te, 10 €Ti0JOris MOBUHHA BBAXKATHCA MYIbTHQAKTOPHOIO (BKIIOYAKOYH 3aCTOCYBAHHS
KOPTHKOCTEPOI/iB, BIKMBaHHS AIKOTOJIO, TAKKY IMYHOCYNpecito, BHINMI iHAeKc macu Tima), mpo
BUITAJIKK OCTCOHEKPO3y OyJI0 MOBIZIOMIIEHO MepeBaKHO y MAUieHTiB 3 1aBHbO BlJI-indekiicio Ta/abo
nosrotpuBannm sacrocyBanHsiM KAPT. TMauientis cinia noindopmyBati npo HeoOXiaHicTh 3BepHeHHs
32 MEIMYHOIO JOTIOMOTOIO, AKIIO B HHX CKapru Ha cyriaobosui 6inb, ckyticre y cyraobax aGo
CKJIaJIHOLL IPH X001,

JlakraT-auuuo3.

Jlakrar-aln03 € piAKiCHMM, aje BaKKMM Ta MOTEHIIHHO HeGe3NneuHuM ISl KMTTA YCKIAAHEHHSM,
MOB’513aHUM i3 3aCTOCYBAHHAM HYKICO3MIHHMX iHTiGiTOPiB 3BOPOTHOT Tpauckpunrtasu (HI3T). Heski i3
NiKapchKMX 3ac00iB 1BOro KJacy, SK BiZIOMO, BUKJIMKAIOTH MOJOYHMIT auuo3. JoKiiHiuni Ta Kiidiuni
JaHi [03BOJIAIOTH MPMITYCTHTH, IO PU3MK BHHHKHEHHS MOJOYHOKHCIIOTO AalUM03y BBAKAETHCS
nependauyBaHUM BIUIMBOM BiJl 3aCTOCYBAaHHA HYK/ICO3MIHMX aHAJOTIB, Ta AyKE HHU3bKHH s
TeHO(OBipy Ta emTpiniTabiny. OJHaK PHU3MK PO3BMHEHHS HEe MOXe GyTH BHKIIOYeHMit. Jlakrar-aunnos
MOXe BHHUKHYTH 4epe3 JieKijibka MicsauiB nikypanns HI3T. TTauienTy i3 rinepnakraremieio MoxyTh He
MaTH BiJNOBIIHUX CHMNTOMIB, MOXYTb OyTH KPUTHYHO XBOPMMHM ab0 MOXKYTh MaTH HecnenuQiumi
CHMIITOMH, TaKi K 3a[MILIKA, CTOMJIOBAHICTb, HyNOTa, OII0BOTA, Aiapes Ta 6inb y KUBOTI. ®axropu

IncTpykuis s 3acTocy BaHHst JiikapebKoro 3acofy (KiHUEBOro NpoayKTy), 3acsu1qua NiATMCOM
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PH3HKY U1 IATEHTHOTO aLKA03Y, 1noB’s3aHOr0 i3 3actocysanuam HI3T, Bkimouators — skiHouy crath Ta
O)I(PlleHﬂ [TanienTn 3 nigBumEeHnM pusmKOM NoBUHHI OyTW M perenbHuM HarsgoMm. CKpuHiHT
rinepnakraremii A8 nauieHTIB, SKi He MAIOTH BiANOBIAHUX CUMNITOMIB He mOTpiGen. [TanieTy y SIKUX €
CUMITOMH, 3a3BUUall MAIOTh PiBEHb MOJIOUYHOT KUCIOTH > 5 MMOJIB/A i U1t TAKUX NALEHTIB JiKyBaHHS
HI3T neodxinHo npunuuuTy. Y BUNajikaX NiABUIIEHHS piBHA 0 > 10 MMOIB/JI, nauicHTH noTpedyoTh
HeralHol MeAM4HOT JOTIOMOTH!.

Jlinoauctpodis Ta nopyieHHs 06MiHy peyoBHH.

KomGiHOBaHa ~aHTHMpeTpoOBipycHa Tepamisi MOXe COPHYMHATH Yy BlJI-ingikoBannux nauienTin
Nepeposnoain  *KupoBoi TKauuuu (AinoaucTpodiio). Bpaxoaqun WO AN JeSKMX  IHIIMX
aHTI{pE'I‘pOBlpyCHHx npenapa’rm € 3HauHi Jokasu wiei noGiunoi peakuii, cBigueHHs npo 3B's30Kk 3
JT]K)BaHHH TeHo(oBipom, emtpiuitabinom Ta/abo edasipensom € cnaGkmmu. [liiicHo, nepexin Bij
NIKYBaHHA aHaJoraMu THUMiJiHy (Hdl‘lpm{ﬂaﬂ. CTaBYAMHOM) Ha NiKyBaHHA TeHODOBipoM, 36isbluye
PM3MK 1EPEPO3NOLITY JKHPOBOI TKAHMHM KiHUIBOK y nauientis 3 ainoarpodicio. ITixBumennii pusmk
PO3BUTKY JINOAMCTPOdii nos’ssanmit 3 Takumu Qakropamm, sK JITHIH BiK. TpUBasia Teparnis
AHTHPETPOBIPYCHUMHU Tipenaparamu Ta cynyTHi Meradoniuni nopyluens. [Tpu kiinidamux oGCTesKeHHSX
BUJI-indikoBaHuX nmauieHTiB, aKi OTPUMYIOT anmpe‘rpompycm 3aco0u, ¢t 3BepTaT yBary Ha (i3nuHi
O3HaKK Nepepos3noiny xupy. PexomenayeTses BUMIpIOBaTH BMICT CHPOBATKOBMX NiMifiB Ta riiOKO3M
Kposi HaTwecepue. [lopymenns ninigHoro Merabonisvy ciin mikysaTu Binosiganmu npenapaTamu
(auB. po3uin 4.8).

[lopyimenns MiToXoHApianbHOT QYHKILIT,

In vitro Ta in vivo 6yn0 nokasaHo, o HyKJICO3MIHI Ta HYKJICOTHIHI aHANOTH MPU3BOAATE 10 ypasKeHHsl
MITOXOHpili pi3HOro cTynens. Haaxoaunu norigomieHss Npo MiToXoHapianeHy aucdyukitiio y BlJl-
HEraTUMBHUX J'JITCPI PaHHBOT'O BIKy, Kl 3a3Hanu BIUTMBY HYKJICO3WAHMX aHaJIoTIB B YTPOOI Ta/abo )
nocTHaTanbHui nepiof. OCHOBHMMHM HECHPHMATIIMBUMYM SBHIIAMHM, NP0 sKi NOBiZOMAANOCS, Oy.IH
reMaToJIOriuHI MOpywenHs (awemis, HeliTporiein) Ta MeraGosiuHi nopywmeHHs (rinmepirakraremis,
rmepmnaae\nﬂ) Ili sBuma uwacro Oymu KOPOTKOYACHHUMH. Hanxoaunu mnosigomnenHs npo aeski
HEBPOJIOTIYHI NOPYIIEHHSA, IO MOYMHAIMCS Ti3Hile (riNepTOHis, KOHBYILCII, aHOMAIbHA MOBEiHKA).
Ha cporojHi HeBiloMo, 4M HEBPOJIOriuHi MOPYIICHHs € THMYACOBMMM, 4 NOCTiliHUMH. Byub-sika
JMTHHA, AKa 3a3Hafa BIUIMBY aHAJIOTIB HYKJICO3MIB Ta HYKJICOTHAIB B yrpo0i, HaBiTh BIJI-HeratusHa.
Mae TNpoNTH  KJIiHiYHEe Ta naﬁopa"ropue O0OCTEKEHHS ~ CTOCOBHO ~ MOXJIMBOTO  MOPYILEHHS
M]TOXOHIIpl&.TIbHOI GyHKUIT y BUNaAKy MosBU BiANOBiAHUX cuMmToMiB. LIi pe3yLTaTH He BIIMBAIOTE HA
MOTOYHI HALOHABHI peKoMeHaaLlii 3aCTOCOBYBATH AHTHPETPOBIPYCHE JiKYBAHHA BATiTHIM XKiHKaM s
npodinakTuky BepTHKanbHoi nepenaui BIJL.

OnopryHicTHyHi iHDEKLT.

YV BlI-indikopauux namieHTiB 3 TSKKOI IMYHHOK HEJOCTATHICTIO HA MOMEHT NpU3HAYESHHSI
KomOiHoBaHOT anTHpeTpoBipycHoi Tepanii (KAPT) Moske BUHMKATH 3anajibHa peakiis Ha XpoHiyHi un
3a/MIIKOBI Ol'IoplyHlCTld‘iHl NaToreHu Ta CEpHO3HI KMIHIYHI CTaHM YK 3arOCTPEHHS CHMIITOMIB.
CHHIPOM BiJHOBJICHHS IMYHITETY.

3a3Buuaii, Taki peakuii crocTepiraloThCs NPOTArOM MEpPLIMX AEKiIBKOX THKHIB 200 MicAliB iHiwianii
KAPT. Bianosianumu npukiazaMu € LWATOMCTaIO0BIPYCHUI PETHHIT, reHepani3oBani Ta/abo BOrHHIEB]
mikobGakrepianbhi iHpeKkuii Ta MHEBMOHiA, crnpHuMHeHa Pneumocystis jiroveci (3BHuaiino Bigoma sK
Pneumocystis carinii). Byab-siki 3ananbni cUMITOMH BUMAraloTh OLHKH; y pasi NOTPeGH NPH3HAYAIOTL
NIKYBaHHA.

[Herpykuist 195 3acTocyBaHHs AiKapeLKOTo 3aco0y (KiHUeBOro nponymw) 3ac31,t1qua MiAMTHCOM
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[lanienTy JiTHLOIO BiKY.

[Nauientis iTHLOrO BiKy MaiOTh Oinbluy MHMOBIPHICTh 3HMKEHHS (YHKUIT HUPOK; TOMY CJif 3
o0epexHiCTIO 3aCTOCOBYBATH KOMOiHOBaHMI nikapehkuii 3aci6, 10 ckiamy KOO BXOAMTH TeHO(OBIp
Npy JiKyBaHHI NAaUI€HTIB JITHLOrO BiKY (1MB. HUKUE).

JlonomiHi pe4OBUHH.

[Ipenapar MiCTUTBL JaKTO3y, TOMY NaLi€HTH 3 PIAKICHUMH CHanKoBUMH (OPMaMM HETEPEHOCUMOCTI
rajlakTo3|, HEJJOCTATHICTIO JaKTa3u abo CHHAPOMOM TIIKOKO30-rajlakTo3HOI MalibabeopOuil He noBHHHI
3aCTOCOBYBATH Mpenapar.

4.5. Bzaemonis 3 inmumn gikapebkuMu 3acodamu Ta iHmi Gopmu B3acMoii.

Bszaemoois 3a ywacmi eghasipensy

Edasipen3 € kiiHiyHO BaiuIMBUM iHAYKTOpoM depmeHTiB uuroxpomy P450, takux sk CYP2B6 ra
CYP3A; Tomy MOXKe BUHMKATH B3a€MOZis 3 JiKapchbKMMM 3aco0aMu, METa00i3yBaHUMM UM LILISXOM
Ta 3MiHa Konuenrpauu edasipeHsy y KpoBi.

Edasipens ¢ kniHiuHO BaxIMBUM iHAYKTOpoM (hepMenTiB umroxpomy P450. takux ax CYP3A4: tomy
MOJK€ BHHMKATH B3a€MOJisl 3 JNIKapChbKMMM 3aco0aMM, AKi TaKoK MeTadoni3yloThes UMM lasxoMm. /n
vitro edasipeH3 Takox € iHriditopom UDP-rmokyponosuntpancdepas, takux sk CYP3A4. CYP2CO i
CYP2C19. V nepeBaxniii Oinpliocti BUnaakiB, Konu edapipeH3 B3aeMOMIE in Vivo 3 BiOMHMH
cyocrpatamu CYP3A, pe3yabTaToM micisi CyMICHOTO nNpUiiOMYy [AEKINIBKOX /103 € 3MEHLICHHS
CHCTEMHOI'O BIIJIMBY TaKOI'O npenapary.

[IpenapaTr He MOKHA OJHOYACHO 3acTOCOBYBATH 3 Tep(eHaJAMHOM, AacTeMi30Ji0M, LM3ANPUIOM.
nimosuaom, Genpuauiom abo ankanoinaMu PiKKIB Y 38°43Ky 3 KOHKYpyBaHHsM e(asipensy 3a CYP3A4.
Bzacmooiau 3a yyacmi emmpuyuma6iny

In vitro emTpuuMTabin He iHridye Oyab-akuii i3 Hactynuux i3otonis CYP450 moaunu: 1A2, 2A6, 2B6.
2C9, 2C19, 2D6 ta 3A4, i He iHribye depMeHTATHBHY IIIOKYPOHI3aLIilO.

He icHye HIKMX KJIiHIYHO 3HAuyIIMX B3a€MOJiil, KOMM eMTpIliTaGiH 3aCTOCOBYETLCS OAHOYACHO 3
IH/IIHABIPOM, 3MI0BYAMHOM, CTaByAMHOM abo (amumknosipom. EMTpuuitabin BUBOAUTHCS MepeBakHO
HUPKaMH, yepes KiyOouKoBy (iibTpaLiio Ta aKTUBHY CEKPELLt0 KaHaMbLiB. 3a BUHATKOM (paMIMKI0BIpY
ta TeHo(poBipy, edext Bzaemouil, 3 JiKapCLKMMM 3ac00aMH. WO BUAIINIOTHCS a00  BMAMBAIOTH Ha
¢yHkuilo Hupok, He ouiHioBanu. CymicHe 3acTOoCyBaHHS 3 JIKAPCLKMMHU 3aC00aMM, AKi BUBOISTLCS
HUPKaMK, MO’KE€ NPHU3BECTH A0 30iiblUIeHHs KOHUeHTpauii B cupopaTui emTpuTabiHy abo Takoro
JKapehKoro 3aco0y BHACHIAOK KOHKYpeHLIT 3a wiisX BuBeaeHHs. Hemae kniniunoro mocsimy abo
BipYyCOJIOTiUHOr0 OBTPYHTYBAHHS JUISl CYMICHOTO 3aCTOCYBAHHSI eMTPULIMTABIHY Ta aHANOTIR [IUTUIAMHY.
Omxe, mpenapaT He clliJl 3aCTOCOBYBATH pPa3oM i3 JaMiByIuHOM s JikyBauHs BlJI-indekuii (ams.
posuin 4.4).

Bsaemooiau 3a ywacmi menogosipy

OnHouacHe 3aCTOCYBaHHs AWJAHO3UHY i TeHOGOBIpY AE30MpoKciny dymapary HE pPeKOMEHI0BaHO
(nuB. po3nin 4.4 Ta Tabnuig NKapChbKUX B3aeMOIil aaii).

Hpenapamu, wo BUBOOAMBCA HUPKAMU.

Ockinpky eMTpuLMTabiH Ta TeHO(OBIP BUBOAATHCS I€PEBAYKHO HUPKAMU, OJIHOUYACHE 3aCTOCYBAHHSI
eMTpuLMTabiHy Ta TeHO(OBipY 3 nMpenapaTtamy, IO 0cTadMOIOTh HYHKLIIO HUPOK a00 KOHKYPYIOTE
3a aKTMBHY TyOynsipHy cekpeuiio uepe3 Tpancnopti Ginku hOAT 1, hOAT 3 a6o MRP 4
(Hanpuknan, 0uaodoBip)., MOXe [iABMLIYBATH CHPOBATKOBI KOHLEHTpauii emTpuuurtabiny,
TenodoBipy Ta/abo npernaparis, 1110 3aCTOCOBYIOTECS OIHOYACHO.

[HeTpyKUist 118 3aCTOCY BAHHS JIKAPCLKOro 3aco0y (KiHUeBOro npoayKry), SaCBlﬂLIeH’d MiATHCOM
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Cain yHMKaTH NpHM3HA4EHHS [MpenapaTy IMid 4ac abo He3amoBro  micis 3aCTOCYBAHHs
HEPPOTOKCHYHMX — npenapatis.  Jleski NpUKIaaM  BKIIOYAIOTE  (age  He OOMENYIOTHCH)
aMiHOIKO3M K, amdoTepuiH B. ockapHeT, raHuMKIOBIp, neHTaMinn, BaHKOMILMH, UHA0DOBIp
abo iHTepneikin-2 (auB. posin 4.4).

Y 383Ky 3 TMM W10 TaKpoXiMyC BHBOAMTBCS HUPKAMM TNpH OJHOYAaCHOMY 3aCTOCYBaHHI CIlijJ
[POBOMTH MOCTIHHMI MOHITOPHHI" QYHKILIT HUPOK.

[ 63aemooii. Bzaemoaii Mixk KOMIOHEHTamu Inpenapaty ATpimia Ta inriGitopamMu nporeasm,
aHTUPETPOBIPYCHUMHU 3acobamu (BiAMiHHMMM Bin iHriGiTopis mporeasu) Ta iHmmMum npenaparam,
UI0 He BIZHOCATBCA 0 aHTUPETPOBIPYCHMX, NpPEJACTABNEHO y Tabaumumi 5 HmKye (niaBuILEHHS
MO3HAYEeHO fAK «T'»_. 3HMIKEHHS 51K «»L», 0e3 3miH K «<>»). 90 % Il Bkazano y AYXKKax (AKIO € Taki
J1aHi).

Tabnnusa 1. Bzaemonil MiK OKpeMUMU KOMIOHEHTaMM npenapary  Ta iHIIMMH JHKApChKUMU
3acodamu.

IIpenapaTu Buaus ua piBni npenapary | Pexomenaanit CTOCOBHO
Cepeaniii % 3min piBHiB AUC, | 0AHOYACHOTO 3aCTOCYBAHHA 3
Cmax, Cmin 3 90% A1 | npenapatom Atpinaa (600 mr

(mexanizm) eagipensy, 200 mr |
emMTpHUHTAOIHY, 300 mr |
Tenodgoripy AM30MPOKCHT |
dymapary) |

INPOTHIH®EKIINHI MIPENTIAPATU
AHTHDETPOBipYCHI npenapaTu

HI3T

3un0ByIUH, CraBynun, | B3aemozis He ouikyeTscs

Abaxasip

Abakasip/TeHopoBipy OnnovacHe  3acTocyBaHHS — He

JM30MpoKeHay hymapar PEKOMEHI0BAHO Y  3B’A3KY 3
[IPUTHIYEHHSAM  TEPaneBTHYHOrO
edekry Bill 3aCTOCYBAHHS
abakagipy.

JlamiBy iuH/eMTpuLinTaGin 3 MPHYMHM CXOXKOCTI JaMiByaMHY
Ta eMTPULMTAOiHy 1X He ciin
3aCTOCOBYBATH OJIHOYACHO (B,
po3aisn 4.4).

Junanosun/renodonipy Junanosun Piaxo nmoeinomsnocs npo

Jm3onpoxkeun gymapar AUC: T40-60 %* MAaHKPeaTuT Ta JaKTauuao3 (iHoui

3 JIETAJIbHUM HACIiaKoM).
OnHouacHe 3acTocyBaHHs
TeHO(OBIpY ANZONPOKCHII
tymapary Ta AugaHO3MHY B 103i
400 mr Ha 100y acouiiosane 3i
3HAYYIMM 3HWKEHHSM KiJIbKOCTi
CD4 kniTuH, MOXKIMBO, Yepe3
BHYTPIIIHBO-KIITHHHY
B34€MOJIII0, LIO MiIBUILYE piBeHb

Incrpyxuis s 3acrocyBanus aikapebKoro 3aco0y (KiHUEBOTO NMPOAYKTY), 3aCBi/1Y€Ha NMiAMICOM
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(hochopuasoBaroro (TodTo !'
AKTHBHOIO) IHIaHO3UHY. |
3HIKEHHS 103M JHAAHO3HHY /10
250 Mr nipu ogHOYacHOMY
3aCTOCYBaHHI TeHO(OBIpy
Jn30npokeun Gymapary
acoLiOBAIOCA 3 MOBIAOMIEHHAMU
PO BUCOKI TOKA3HHUKH
BipycoJsIoriuHoi HeedeKTHBHOCTI
(y xoni TecTyBaHHs AEKIILKOX
komOiHauii). OgHovache
3aCTOCYBAHHS 3 IMAAaHO3HHOM He
PEKOMEHI0BAHO (IMB. po3ain 4.4). |

HHI3T

|

Hesipanin, Erpasipun

—_—

OztHoyacHe 3acTOCYBaHHs He |
PEKOMEHYEThCS Yepes |
aJUIMTUBHY TOKCUYHICTh Ta
| BIACYTHICTH €(h)eKTHBHOCTI.

IuriGiTopu nporeazn

DocamnpeHasip/puToHaBip/
eharipens

(700 mr 2 pa3u Ha 100y/
100 mr 2 pasu Ha 100y)

AmnpeHasip
Ctrough 4 17 %

Kniniuno 3nauyumx
(hapmaKoKiHETHYHIX peakuiil He
CIIOCTEpIrajiocs.

MoikHa 3acTOCOBYBaTH
o1HOo4acHO 0e3 KopeKuii 103M.

®ocamnpeHaBip/puToHaBip/
edagipeHs

(1 400 mr 1 pa3 Ha nody/
200 mr 1 pa3 Ha j100y)

AMI‘IpEHaBip
Cmin ¥ 36 %

OnnouacHe  3acTocyBanHs — npu
TAKOMY pemnUMi HE |
PEKOMEH/I0BAHO.

CaxksinaBip/puronasip/
edasipeHs

Bsaemonii He BUBUATHCE.
CTOCOBHO 0JJHOYACHOTO
3acTocyBaHHs edapipensy 3
HHM3BKHMH J103aMH PUTOHABIPY B
KomOiHauii 3 iHridiTopoM rporeasu
AHB. PHTOHABIP BHILLE.

HenocratHso nanux mo6 naru
peKoMeHaaLlii HIOA0 I03YBAHHS
cakBiHaBipy/ puUTOHABIpYy.
3acTocyBaHHs TIpenapary B
KoMmOiHauil 3 cakBiHaBIpOM sk
€AMHHUM IHriGITOPOM NpoTeasu He

PEKOMEHI0BAHO.
Inpinasip (800 mr 3 pasu Ha | Inaginasip OpanouacHe  3acrocypanns  He
n06y)/edasipens AUC: {31 % PEKOMEHYEThCH.
Ctrough ¥ 40 %
Inpinasip/pitonasip (800/100 | Inninasip Opnnovache 3aCTOCYBaHHs
Mr 3 pasu Ha 106y)/edaBipens | AUCss: ¥ 25 % MOXIMBO, Yy BHNAAKY KOMH €
Ctrough ¥ 50 % MOKJIMBICTE KOHTPOIIOBATH

piBeHb [HaAMHABIpY.

Putonasip/edasipens
(500 mr 2 pa3u Ha 006y/

JocnimxeHHs B3aeMoil nokasanu
nomipHe 36inbienHs AUC s

OnHoyacHe 3aCTOCYBaHHS
putoHasipy B 203i 1 000 mr ne

IneTpyKuis A5t 32CTOCYBaHHS J1iKapebKoOro 3acofy (KiHIEBOro npoayKTy), 3aca1;1t1eHa niancom
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600 mr 1 pa3 na no6y)

pMTOHaBIpy Ta edaBipeH3y.

PEKOMEHI0BAHO y 3B A3KY 3
MIOTaHOI0 MePEeHOCHUMICTIO,

Hendinasip/edasipens

JocniKkeHns B3aeMoIii ToKasamu
BapiadenbHICTh pPe3ybTaTiB,
Brunovaroun 20% 36insmenss
pieng AUC i Cmin, a Takosx
3HMKeHHd AUC na 25% i Cmin Ha
45% nendinasipy.

OnHouacHe 3aCTOCYBAHHS
MOMIMBO, y BHINAIKy KOIM €
MOKITHBICTE KOHTPOJIOBATH
piBens Hendinasipy.

Jloninapip/ puroHasip
(kancynu M’ski ado
nepopajibHUi po3unH)/
ehasipens

Jloninagip/ putoHagip
(tabnerkn)/ edpasipens
(400/100 mr 2 pa3u Ha 106y/
600 mr 1 pa3 Ha n00y)

(500/125 Mr 2 pasu Ha 100y/
600 mr 1 pa3 Ha n00y)

Jloninagip/ puroHasip
(Tabnetku)/ TeHoosip
(400/100 mr 2 pasu Ha 100y)

3HauHe 3HWKEHHS eKCITO3ULLT
JIOTIiHABIpY, TIPU KOMY HeoOXiIHa
KOpeKLis 103u
JoniHaBipy/puToHaBipy.

Konuenrpauii nonisagipy:
Cmin: 4 40 %

Konuenrpauii nonixasipy: noaibui
JI0 KOHLIEHTpallii npu
3aCTOCYBAHHI
noninapipy/puronasipy 400/100 mr
2 pa3u Ha no0y Ge3 edasipensy.

Tenodosip He BrumBae Ha
(apmakokiHeTHUHI mapamMeTpu
noniHapipy/ puTOoHaBipy

Tenodorip
AUC: 132 %
Cmax: <
Cmin: 151 %

OnnouacHe  3acToCcyBaHHs
PEKOMEHIOBAHO.

HE

Arazanasip/ epasipens
(400 mr 1 pas na noby)

ArazaHasip/TeHo}oBip
(400 mr 1 pa3 Ha 100Yy)

Arasanasip/puronasip/
TeHodosip (300/100/300 1 pa3

Arazanasip
AUCgs: 74 %
Cmin: ¥ 93 %

ATtazaHagip

AUC:425%
Cmax: ¥ 21 %
Cmin: 4 40 %

Tenodosip
AUC: 124 %
Cmax: T 14 %
Cmin: 1 22%

O,E[HO‘-{&CHC 34CTOCYBAHHSA HE
PEKOMEHJOBAHO.

IneTpyxuist A5 3acTocyBaHHS JiKaPCLKOro 3acofy (KiHUEeBOro HPOAYK ry), 3acp1nqena MiAIHCOM

YIIOBHOB&XXEHOT 0COOM, 110 BUCTYNAE Bij IMEHI 3asiBHUKA
22.01.2018
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Ha J00Y)

Arta3zaHaBip/puToHaBip/
easipes (400/100/600 1 pa3s
Ha 100y, pa3om ix xkelo)

ArtaszaHaBip/puToHaBip/
edagipez (400/200/600 1 pa3
Ha 100y, pa3om ix HKero)

AtasaHasip

AUC: $ 25% (L 41 % - 43 %)
Cmax: ¥ 28 % (4 50 % - 15 %)
Cmin: 4 26 % (Y46 % -T10 %)
Oanouacuuii npuiiom arazanasipy
/ puronaBipy Ta TeHOpOBipy
NPUBOAUTE [0 30iNbLIeHHS
KOHLIEHTpaLii TeHo(oBipy Ta
nocumoe nodivxi edexru,
NoB'sA3aHi 3 TeHO(OBIpoOM,
BK/IIOYAl0YH HUPKOBI PO3JIaan.

Arazanagip

AUC: &* (¥ 9% - T10 %)
Cmax: T 17 % (18 % - 127%)
Cmin: ¥ 42 % (431 % -451 %)
ATazauasip

AUC: <*/** (110 % - 126 %)
Cmax: «<>*/%* (15 % - 126%)
Cmin: T 12 % (416 % -T49 %)

(innyxuis CYP3A4)

* 'V NopiBHSHHI 3 MPHIEOMOM
arazanasipy 300 mr / putoHasip
100 mr BBeuepi 6e3 edasipens
3ahikcoBaHo 3MeHuieHHs Cmin
ataszaHaBipy, siKe MO)Ke HEraTHBHO
BIIMHYTH Ha HOro e(eKTHBHICTD,

** icTopMy4Hi AaHi - oHOYacHMIT
npuiiom edapipensy i3
aTa3aHaBipOM / pUTOHABIpOM He
peKOMEeH,10BaHHIA,

Tinpanagip/edasipens

Bsaemonis He BUBYAIACH

Chin yHHKaTH 0IHOYACHOTO
3aCTOCYBaAHHS,

HapyHasip/puToHnasip/
e(asipens

(300 mr 2 pasu Ha no0y/
100 mr 2 pa3u Ha 100y)

Hapynagip:
AUC: V13 %
Cmin: 431 %

Edagipens:
AUC: 121 %
Cmin: T17 %

KniniuHe 3Ha4YeHHs 3MiH B
KOHIIEHTpaLlisX 1apyHasipy Ta
edaBipeH3y He BCTAHOBIEHO Ta
MOJKE 3MiHIOBATHUCS 3aJIEIKHO Bil,
HanpHUKJIIa, Bill HAABHOCTI
KJTiHIYHO 3Ha4y 01
PE3UCTEHTHOCTI 10 AapyHaBipy.
HapHyHaBip / puToHagip ciin

IncTpyKuis s 3acTocyBaHHs JIiKapebKOro 3acoby (KiHLeBOro NPOAYKTY), 3acmuqua m,mucma
YMOBHOBaxkeHOI 0co0H, 1110 BUCTYMAE Bij iMeHi 3asBHHKA
22.01.2018
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Hapynasip/puronasip/
TeHo(OBipy AM3ONPOKCHA

dbymapar

(300 mr 2 pazu Ha goby/ 100

Tenodorip  He
(hapmakokiHeTHYHI

Japynaripy.

BIUIMBAE  Ha
napameTpu

3aCTOCOBYBATH 3 00EPEIKHICTIO ¥
noeaHanii 3 TadneTkaMu
TeHO(DOBIP-AM30MPOKCHITY
thymapar / ecasipens /

MT 2 pa3u Ha 100y) Tenodogip: emtpiuitadin 300mr / 600Mr /
AUC: 122 % 200wmr.
Cmin: T37%

Antaronictu CCRS

Mapagipok/edagipens Mapasipok: KonnenTpauii easipensy He

(100 Mr 2 pazu Ha go6y/
600 mr 1 pa3 Ha 100Yy)

AUC;: 445 %
Cmax: ¥51 %

BH3HAYaJIM; BIJINBY He
ouikyerbes. Crniji o3HalioMUTHCS 3
IHCTpYKIIi€IO Ha npenapar, 1o
MICTUTh MapaBipoK.

TuridiTop nepenecenHs Janiio

ra inrerpazoio

Panrrerpasip/edasipens
(400 mr pazosa go3a/-)
Panterpasip/reHodoripy
AU300POKCHIT hyMapaT

Panterpagip:
AUC: 136 %
AUC: T49 %
Cmax: 764 %

(400 mr 2 pa3u Ha 100Y)

MosHa 3aCTOCOBYBATH
0[lHOYacHO 0e3 KOopeKiliT
JI03YBaHHSL.

Iporurpudrosi

Keroxonason/edasipens Keroxonazon OCKiIbKM HEMae pekoMeHzall it

(400 mr 1 pas Ha nody/ AUC: 172 % CTOCOBHO /1031 KETOKOHA30,1y NPH

600 Mr 1 paz Ha no6y) OZIHOUYACHOMY 3aCTOCYBAHHI CIlij
PO3MISIHYTH NUTAHHS [1PO
aJbTepHaTHUBHE NIPOTUTPHOKOBE
JIIKYBaHHS,

ITpakoHazon/edaripens ITpakoHazon: OcKiZTbKM HEMae peKoOMeHaallii

(200 mr 2 pa3u Ha 106y/ AUC: 439 % CTOCOBHO 103 KeTOKOHA30.1y MpH

600 mr 1 pas Ha n00y)

Cmin: 144 %

OJ/IHOYACHOMY 3aCTOCYBaHHi CJIijl
PO3IJIAHYTH MMUTAHHS [1PO
albTepPHAaTHBHE NMPOTUTrPUOKOBE
JIiKyBaHHS.

Ilozakonazon/edasipens
(/400 mr 1 pa3s Ha po6y)

ITo3akonazoun:
AUC: 450 %
Cmax: 45 %

OnHOYaCHOTO 3aCTOCYBaHHS CJIiA
YHHKATH. 32 BUHITKOM BHIA/IKIB.
KOJIH KOPHCTB [I€PEBHUIIYE PU3HK.

duykoHazol/edaBipens
(200 mr 2 pa3u Ha no6y/
600 mr 1 pa3 Ha no0y)

Biaemonist He ouikyeThCs.

Bopukonazosn/edasipens
(200 mr 2 pa3u Ha noby/
600 mr 1 pa3 Ha 100y)

Bzaemonil He BUBYAJIUCH.

OnHovacHe 3acTOCYBaHHS
CTAaHAAPTHUX 103 eaBipeH3y Ta
BOPHKOHA30JIY MPOTUIIOKA3aHE.

Bopukonason/edasipens
(200 mr 2 pa3u Ha n00y/
400 mr 1 pa3 Ha 106y)

Bopukonazon
AUCssl ~L7? %

Edagipens
AUCss: T 44%

3MeHIIeHHs 1031 edaBipeHsy npu
3aCTOCYBaHHI BOPUKOHA30.Y B
CTaHJapTHIH 1031 NPHU3BOAUTD 10
CYTTEBUX 3MiH (hapMaKOKiHETHKH
000X JikapchKHX 3aco0iB, TOMY

Inerpykuisi Aqs 3acTocyBaHHs J1iKapebKoro 3acody (KiHUEBOro NpoayKTy), 3acBi4yeHa Iiarmcom

YIOBHOBaK€HOT 0cO0M, 1110 BHCTYIA€E Bij iMeH] 3asaBHUKA
22.01.2018

Kouybe Me.



1oro He ¢J1i/l 3aCTOCOBYBATH.

Bopukonason/edasipens Bopuxkonason SIKIO OIHOYACHE 3aCTOCYBAHHS
(400 mr 2 pa3u Ha 106y/ AUCss: V7 % BBAKAETHLCA HEOOXiAHNM, 103y
300 mr 1 pa3 na 100y) | BOPMKOHA30J1y Ci1i/1 30iAbIUHTH 10
Edasipens 400 mr, edasipeHsy 3smeHIINTH 10
AUCg: T 17% 300 mr. OcKinbky 3MEHILEHHS
(v nopiBHsAHHI i3 CTaHAAPTHUMH 11031 e(baBipEHSy HEMOMUIHBE ¥
J103aMH1) KOMOIHOBaHOMY nipenaari ciij

3aCTOCOBYBATH TIpENIapaTh B
OKPEMUX JIiIKapChKUX hopmax
(1uB. po3ain 4.3).

AHTHOIOTHKE / ARTHMIKOGaKTepiaabui

Knapurpomiumn/edasipenn Kiiaputpomiuus: Kniniune 3HaueHHs Taknx 3Min
(500 mr 2 pa3u Ha 100y/ AUC: 439 % PiBHIB KJIAPUTPOMiLMHY Yy M1a3mi
400 Mr 1 pa3 Ha n06y) Knapurpomiums KpoBi He Binome. MoxHa
14-rigpokcumeTabosnit: PO3TASIHYTH MHTAHHS NPO
AUC: T34 % 3aCTOCYBaHHS ajllbTePHATHEHOTO

/10 KJIAPUTPOMILIMHY NpenapaTy
(HampUKIan, a3UTPOMILIHH).

Asutpominmn/edasipeni Bsaemonis He ouikyernes MoskHa 3acTocoByBaTH

(600 mr 1 pa3 Ha nody/ o/IHOYacHo 6e3 kopekuii

400 mr 1 pa3 Ha 100y) J103YBaHHSsI.
Pudamniunn/edasipenn Edagipenu: [Ipu 3acTocyBanHi npenapary 3
(600 mr 1 pa3 Ha mody/ AUC: 426 % pudaMniurHOM 0AaTKOBA j103a
600 mr 1 pa3 Ha 106y) Cmin: 432 % edasiperuy 200 mr/no6y

(3arasom 800 mr) moxke
3a0€3Me"NTH eKCIIO3HILiIO, 110
AOCATAETHCA NPH 1031 edaBipeniyy
600 mr 6e3 pudammniuuny.

Pudabyrun/edasipenn Pudadyrun: HoGosy nozy pudabyrun cnig
(300 mr 1 pa3s va 10Gy/ AUC: 438 % nigBuUMTH Ha 50 % .
600 mr 1 pa3 Ha n00y)

IIporamanapiiini

ATOBaKBOH Hemae nanux no nocnimkeHHio
XNOpoKbIOAHH B3aeMonii. Bzaemonuis ta
Med:aokbi0amH Oe3MevHICThb NMPU 0JIHOYACHOMY
Iporyanin 3aCTOCYBAHHI 3 e(paBipeH30M He
Cynehagokenn NPOBOMIIACH CUCTEMATHYHO; Ha
ITipimeramin TEOPETHYHIiT OCHOBI KIIiHIYHO

3Ha4yIi B3a€MOZIT TIKapChKUX
3aco0iB 3 edasipensom €
MaJIOHMOBIpHUMH.

Amoniakin/Apremertep/ HocnimxenHs B3aemonii 6yno MosknMBMIA TOKCHYHMI BIIUB Ha
edasipens MPUIMHEHO TTiCNS TOTO, SK Y neyinky. ITo MmoskmBocTi

Inerpykuis ans 3actocyBanns JgikapebKoro 3aco0y (KiHLeBOro NpoayKTy), 3ac3u.1qeﬂa MiAMHCOM
YMOBHOB&XEHOT 0CO0OM, 1110 BUCTYMAE Bij iMEHI 3asBHHKA (A
22.01.2018 Koafyﬁez‘; ME.




(6007250 mr 1 pa3 Ha n106y/
600 mr 1 pa3 Ha 100y)

nepmx aApox cyb'ekTin
PO3BHUHYJIOCS OE3CHUMINITOMHE, alle
3HAYHE MiJABHUIIEHHS NeYiHKOBUX
(epMeHTIB nicis TPHAEHHOTO
KypCcy amoiakiny.

AMoaiakin

AUC 7 114 ta AUC 1 302%
BiZIMOBiAHO.

KOMOiHALIT C/1iA YHUKATH.

Ksnun/edasipens

Hemae panux no pocniukeHsio
B3aemozii. Kptonun
meradomizytoreca CYP3A.
OnHouacHe 3acToCyBaHHS 3
ehaBipeH30M MOKE 3MEHLIUTH
NpoTUMaJIsIPiiiHui edexr.

ITo moxnuBoOCTI HEOOXiNHO
3aCTOCOBYBAH albTepHATHBHMI]
NpOTUMANSPiHHUEA JliKapcbkuii
3aci0.

Jlymedanrpun/edaipens

Hemae nanux no gocunimkensio
| B3aemoii. JTlymedantpun
metadomnizyrothea CYP3A.
OnHouacHe 3aCTOCYBaHHS 3
eaBipeH30M MOKe 3MEHLINTH
IpOTUMAaApiiiHuif eexT.

OnHouacHe 3aCTOCYBaHHS He
PEKOMEH 10BAHO.

ApTemMiCUHUH Ta JepiBaTiBec

Hemae nanux no gocaipkenHio
B3aeMoJii. ApreMicHHUH Ta Horo
1OXiAHI MeTaboNi3yI0ThCH
CYP3A. OgHouache
3aCTOCYBaHHA 3 ehaBipeHzom
MOJKE 3MEHIIHTH
NpOTUMAIAPIHHNIA edeKT.

3acou nporu Bipycy renatuTy

Anenogosipy AUC: & OnHovacHe 3acTocyBaHHs He

AENOBOKCHII/TeHO(DOBIp Cmax: <> PEKOMEHJIYETLCS Uepes
a//IMTUBHY TOKCHYHICTb Ta
BiICYTHICTb €()eKTUBHOCTI (AMB.
po3ain 4.4).

Enrakagip AUC: & Hewmae kiiHiv¥HO 3Hauymoro

1 mr 1 pa3 Ha JieHb Cmax: & BIUIMBY Ha (hapmakokiHeTHKy
000X JliKapChbKMX 3aC0O0iB.

IMPOTUCYJOMHI IIPEIIAPATH

Kapbamazenin/edasipens Kapbamasernin: Cain nepioauuHo nepepipsaTu

(400 wmr 1 pa3 na nody/
600 mr 1 pa3 Ha no0y)

AUCSS: 'L27 %
Cmin: 435 %
Edasipens:
AUCqs: V36 %
Cmin: 47 %

piBHi KapOamazeniny Ta
edasipeH3y Npu 0OAHOYACHOMY
3aCTOCYBaHHI,

deniroin/edasipens

Bzaemonis He BuBuanacs. Icnye
MOKITHBICTb ITiABUILIEHHS
1J1a3MOBMX KOHLIEHTpAILli#

Crix nepio1MuHoO nepesipaTy
piBHI (eniToiHY Ta edasipensy

IIPY OAHOYACHOMY 3aCTOCYBAHHI.

Inerpyxuis aas 3acrocyBanns aikapenkoro 3acofy (KiHueBoro NPOAYKTY), 3acsmqe1—1a mnnncom
YIMOBHOBaXXEHOT 0COOM, 110 BUCTYNAE Bij iMeHi 3asBHMKA :
22.01.2018
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dbeniroiny npu 3acrocysanHi 3
edasipeHsoM.

Banenpoepa kucnora/ edpasipens
(250 mr 2 pa3u Ha x00y/ 600 Mr
I pa3 na 100y)

OGmexeHi naHi BKa3yioTh Ha
BiACYTHICTP KJTIHIYHO 3HAUYLIOroO
BIIIMBY Ha GpapMaKOKiHETHKY
BAJIBIIPOEBOT KHCIOTH Ta
edasipensy.

BiraGarpun

KniniuHo 3Hauywii B3aemonii e
OYIKYIOTBCH,

MoscHa 3acTocoBYBaTH
OZIHOYACHO O3 KOPUTYBaHHA
J03H.

CEPUEBOCYJIMHHI IPENTIAPATH

bBulokaropu kajabuieBHX KanajiB

Hunriazem/edasipens
(240 mr 1 pa3 Ha j100y/
600 mr | pa3s Ha 100y)

Junriazem:

AUC: 469 %

Je3auutun aunriazem:

AUC: 475

N-MOHOIEe3METHA AuITiazeM:
AUC: {37

dbapmakoKiHETHUHUX MOKa3HUKIB
e(aBipeHsy He BRAKACTHLCH
KJIHIYHO 3HAYYLINM,

IIpu onHOuacHOMyY 3acTOCYBaHHI
J103y auiTiazemy Cili KOpuryBatu
3aJ1€XKHO BiA KNIHIYHOT BignoRiai.

Bepanamin, denoaumniu,
HideauiH,
Hikapaunin/edasipens

B3saemonii ne BuBuanu. ITpu
0JIHOYAaCHOMY 3aCTOCYBaHHI
edasipensy 3 dnokaropamu
KaJbLli€BUX KaHAIB MOMIHBE
3HWIKEHHS TU1a3MOBOT
KOHUeHTpauil 110kaTopa
KaJIbLLIEBMX KAHAIIB.

IIpu onHoyacHoMy 3acrocyBanHi
703y 0J10KaTOpa KajbLicBUX
KAHAJIIB C/Ti1 KOPUTYBATH 3a/I€IKHO
BiJl KNiHIYHOT BiANIOBIAI.

IIPEITAPATH, IO 3HUKYIOTH PIBHI JITIIJIIB

Inriditopu 'MI'-KoA peaykrasu

AtoppacraTtuH/edaBipeHs
(10 mr 1 pa3 Ha 106y/
600 mr | pas Ha n06y)

ATOpBAacTaTHH:

AUC: 143 %

3aranom akTUBHI iHriGiTOpH
I'MI-KoA peaykrasu:

Cnin nepioanyHo nepesipsaru
pisui xonecrepuny. Ipn
OJTHOYACHOMY 3aCTOCYBaHHI MOKE
OyTH HEOOXIAHHM KOPUTYBAHHS

600 mr 1 paz Ha 100y)

3aranom akTHBHI iHTIGITOPHM
['MI'-KoA penykrasu:
AUC: 160 %

AUC: V34 % A03H.

[TpaBacratun/edagipens IlpaBactaTuH: Crix nepioiyHO nepesipaTy

(40 mr 1 pas na 106y/ AUC: 140 % piBHi Xonectepuny. ITpu

600 mr 1 pa3 na 106y) OJIHOYACHOMY 3aCTOCYBAHHI MOKe
OyTH HEOOXIHUM KOPHIYBaHHs
JIO3M MPaBaCTaTHHY.

CumBacrarun/edasipens CumBacTaTiy: Cnia nepioanuHo nepesipaT

(40 mr 1 pa3 na g00y/ AUC: 469 % piBHi xonectepuHy. [1pu

OJIHOYACHOMY 3aCTOCYBAHHI 0iKe
OyTH HEOOXiAHUM KOPHUTYBaHHS
J03H.

IneTpyKuist 4251 3acTOCY BaHHSI TiKAPCLKOTO 32c06y (KiHLEBOro NPOJAYKTY), 3dcsuqeﬁa niAnucom

YMOBHOBaXKE€HOT 0cO0M. 110 BUCTYMAE Bijl iMeHi 3asBHUKA
22.01.2018
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Posyacrarun/edasipens

Bsaemonii He Bupuanucs.
Po3syBacTaTuH BUBOAUTHLCS
MIEPEBAYKHO Y HE3MIHEHOMY
BUIJISIAI 3 KAJIOM, TOMY B3a€MOJist
3 e(haBipeH30M He OUiKYEThCS.

TOPMOHAJIBHI KOHTPALUEINITUBHA

[TepopanbHo Etuninecrpanion: JoaaTKoBO 10 TOPMOHAIBHUX
Eruninecrpanion + AUC: & KOHTpPALIeNITUBIB CITif
HoprecTamin/edasipens Cmax: < BHKOPHCTOBYBATH HaliliH1}

(0,035 mr + 0,25 mr 1 pa3 na
no6y/ 600 mr 1 pas Ha no0y)

Jlenosorecrpen (akTUBHUIH
MeTaboiT):

AUC: 483 %
HopenrecropMmin (akTHBHKMN
meTtabonit):

AUC: 164 %

Oap’epHnii MeTOj1 KOHTpaLentii.

| In’exuid

JenomenpokcunporectepoHy
anerat (JAMIIA)/ edasipens
(150 mr B/M pa3oBa 1034
JIMIIA)

Bsaemopiit He cnocrepiranocs
CYTTEBMX BiaAMiHHOCTEI
MOKa3HUKIB (hapMaKOKiHeTHKH
MIIA He cnioctepiraiu.

).IO,I],{].TKOBO A0 ropMOHa/IbHHUX
KOHTPaLEITHBIB Cl1ij
BHKOPUCTOBYBATH HaliiHWii

Oap’epHuit MeTOA KOHTpauenLii.

ImnnanT
Eronorectpen/edasipens

B3aemonii He BuBuasucs.
MoskuBe 3HIWKEHHS eKCno3MILT
eToHorecrpeny (iHayKuis
CYP3A4).

VY nmocTMapKeTHHIOBHIi repion
OyJIM MMOOAMHOKI BUITAAKH
HeeeKTUBHOCTI KOHTpalenuii y
MAaLi€HTIB, AKi 3aCTOCOBYBAIU
eTOHOrecTpen 3 edapipeH3oM.

JlonaTKoBO 10 rOpMOHAIBHIX
KOHTPALENTHRIB cllij
BUKOPHCTOBYBATH HafiitHuMii

Oap’epHuii METO KOHTpallentii.

IMYHOCYIIPECOPH

Takponimyc, UMKIOCTIOPHH,
ciponimyc/edasipens

B3aemoaii He BUB4Yanucs.
MosIIMBE 3HHKEHHS eKCIo3uIlT
iMyHocympecopa.

Moske OyTi HeoOXiTHHM
KOPHUTYBaHHS 1021

imyHnocynpecopa. Ha noyatky Ta B

KIHL JTIKyBaHHS [1penapaTom
PEKOMEHI0BAHO MPOBOIUTH
PETENILHUIA MOHITOPUHT
KOHLIEHTpaLi1 iMyHocynpecopa
TIPOTATOM NPUHANHMHI 2 THIKHIB
(10 nocArHeHHs cTabinbHIX
KOHLIEHTPalliH).

THIII

IHcTpyKuis Auis1 3acTOCYBaHHST JTiKaPCebKOro 3acofy (KiHLEBOro NPOAYKTY), 3aCBil4EHA MiAHCOM
YTOBHOBa)K€HOT 0COOH, 110 BUCTYTIAE BijJ iMeHi 3asgBHuUKa

22.01.2018
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Meranon/edasipens Meranon: CTan nauienTis, ski OTpUMyOTH
(35-100 mr 1 pas Ha n06y/ AUC: 452 % OJIHOYACHO METAIOH Cif

600 mr 1 pa3s Ha 100y) CIIOCTEPIraTH CTOCOBHO NOSIEM
CHMIITOMIB BiIMiHHM, a 103y
METaZ0HY MiJABUIINTH 3 METOIO
ITOJIETILEHHS CUMITTOMIB,

Bynpenopdin/edasipens Bynpenopdin: IMpu oxHouacHOMY 3acTocyBamHi 3
AUC: 450 % NpenapaTomM KOPUTYBaHHS 103U
Hop6ynpenopdin: Synpenopdiny moske GyTn
AUC: 171 % HENOTPIOHUM. ,

Xoua excriosuuis Gynpenopdiny
3HMKYETBCA, CUMNTOMIB BIAMIHH
He crnocrepiranocs.

Bapdapun/ edasipens Bsaemonii He BuBYaMcs. I[Tpu opHouacHoOMYy 3acTocyBaHHI
I[TnasmoBi koHueHTpauii Ta MOIKE 3HaZ0OHTHCS KOpEeKLis 1031
edextn BapdapuHy MOKYTh Bapdapuny. f
niasuuLyBaTHes abo
SHIKYBATHCH,
Jlopaszenam/edasipens Jlopazenam Mosxna 3actocoBysaTti
(2 Mr | pa3 Ha nody/ AUC: T 7% (T 1% -1 14%) O[iHOYacHO 6e3 KOpHUryRaHHs .
600 mr ] pa3 Ha 106y) J03H, ’
Minazonam, Baaemonil He BUBYanucs, L1i 6eHzoniazeninm
Tpiasonam/edapipens meraboanisyrotses CYP3A, Xoua

easipens € ingykropom CYP3A
in vivo, BiH Jiie 5K iHriGiTop in
vitro. Bruis Ha (apMakokineTHky
Miziazonamy Ta Tpiazonamy
HeBizomuit. OHouachHe
3aCTOCYBAHHS MOMKJIMBE 3
00epeIKHICTIO. _
3Bipo6iii (Hypericum Bsaemonii He BuBuanucs. OamouacHe 3acTocyBaHHs 1
perforatum)/edasipens fpenapary iPOCﬂfiHHHX _
Npenaparis, 1O MICTATh 3Bipobiii,
nporunokasaue. Pigui edasipenity
y Masmi KpoBi MOKYTh
3HIDKYBATHCA 10 BIZICYTHOCTI
TEPaneBTULHHOrO edeKTy.

4.6. 3acmocysannn nio uac eazimnocmi ma 200yeannn 2pyooro.

Kinku  penpodykxmuenozo eixy. Xinkn, ski OTPUMVYIOTH [penapar, He MOBMHHI [IaHyBaTH
BATITHICTE. V KiHOK penposyKTHBHOrO Biky Mepel MOYaTKOM JIKYBAaHHS [pernapaTtoMm cJiij
BHKOHATH TECT Ha BATiTHICTb. 3aBXK/M CIIi 3aCTOCOBYBATH Gap’epuuii MeToA y KoMOiHAaL{T 3 iHIIMMU
sacobamu  KOHTpauenuii  (Hampukiaz, NEpOpaJbHUMH  ab0  IHIIMMH  FOPMOHAJIEHHMU
KOHTpalENTUBAMM) i/l 4Yac JIiKyBaHHs npenapatoM. OcKinbky edaBipeHl Mae TpuBanuit nepion
HarliBBUBE/ICHHS, PEKOMEH/I0BAHO 3aCTOCOBYBATH BiMOBIIHI METOIM KOHTpauentuii nporsrom 12
THIKHIB TTiCIIS IPUIMHEHHS 3aCTOCY BAHHSI NPErapary.

IHeTpYKLis 1151 3aCTOCY BAHHST TiKAPCHKOTO 3aco0y (KiHUeBOro npoaykTy), 3aCBiIMeHa NiaAnucom
YMOBHOBaKEHOT 0COOM, 1110 BUCTYITA€ Bij iMeHi 3asBHUKa W ls’d
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Baeimuicme.

Hocnijpkenns edapipensy y TBapuH nokasanm PENpPOAYKTUBHY TOKCHYHICTDb. BKJIIOYAIOYH BHPaKeHi
Tepatoredni egexru (auB. Posain 5.3). IMosizomasnocs Npo BMIAIKHK Ae(eKTiB HepBOBOI TpyOKH y
HOBOHAPOIUKEHUX, HAPOKEHUX JKIHKaMM, IKM 3aCTOCOBYBaiu edasipens y | TPUMECTPi BariTHOCTI.
ITicasMapKeTHHrOBI  1OCTiKEHHS (Www.apregistry.com), BKJIOYaIOUM JOCTATHIO KiJIBKICTL
BAriTHUX JKIHOK, HE AEMOHCTPYIOTb 3GiIBIUEHHS KINBKOCTI MOGIYHMX peakuiif y wmarepis, 1o
npuiiMany edaBipeHs, Ta Baa pO3BUTKY JWTUHM. Edasipensen ne cain sactocosysaru IIPOTSrOM
TMEepLIOro TPUMECTPY BariTHOCTI.

Jlocnijokenns Ha TBapuHaX He BKa3ylOTh Ha MpsAMuii uu HETIPDAMMH IIKIUMBUH BIUMB TeHO(DOBIpY
ao eMTpiLiTaliHy 100 BariTHOCTI, PO3BUTKY ILI0MY, MOJIOTIB YM NOCTHATAILHOTO PO3BUTKY (AMB.
posain 5.3). Be3neka 3acrocyBamHs TeHO(OBIpy Ta emTpiniTaGiHy mijx yac BAriTHOCTI He BUBYANACE.
BHacinoK MOMUIMBOrO TepaToreHHOro BILIMBY edasipensy, mpenapar He cain 3acTocoByBaTH
MpOTATOM  NEPIIOr0  TPUMECTPY BATITHOCTI Ta MOXIIMBO 3aCTOCOBYBATH TibKH [MPOTATOM
HACTYIIHOTO TPUMECTPY, AKIIO BCTAHOBJIEHO, 11O KOPUCTh [EPEBAKAE PUBMK.

lT'odyeanns epyooio. Emrtpunuradin Ta TEHO(OBIP MNPOHMKAIOTE Yy T'py/iHE MOJIOKO JHOIMHH.
Henocratubo indopmauii momno edexrin eMTPUIUTAOIHY Ta TeHODOBIPY v HOBOHAPOKEHUX/TITEIA.
JlociikeHHs Ha wiypax NPOACMOHCTPYBAJIM, 1O e(aBipeHll HPOHMKAE Y MOIIOKO; KOHUEHTpaLii
ehapipenny Oynm Habarato BMINMMH, HiXK PiBHI y MaTepHHCBKiM niasmi kpoei. Pusuk jurs
HOBOHAPO/KEHOT IMTHHHM BUKITIOUMTH HE MOXKHA, TOMY Npenapat ATpinia He i 3aCTOCOBYBATH Y
11epiojl FOlyBaHHS IPYITIO.

3rifHO 3 3araJbHONPUIHATUM MpPAaBUIOM Ta PEKOMEHAALIAMH  IPY/IHOTO  BHTOJOBYBAHHS
(nanpuknaz, sigx BOO3) ciin MPOKOHCYILTYBATH. BapianTn MoyTh BiapisusTucs 3agexno pia
micueBux obcraBuH. Bsarani BIJI-iHdikoBanum kiHkam He PEKOMEHJIOBAHO TroyBaTH aiteii
IPYAMIO 475l BUKIIOYEHHS niepeaaui BIJT quTusi.

4.7. Bnaue na 30amuicmy Kepyeamu mpaHCROpMHUMU 3dcodamu apvo npayrosamu 3 IHWUMU
ACMOMAMUZ08AHUMU CUCIEMAM U,

Crieuianbhi  1OCHiKEHHA 3 OLIHKH MOYKJMBOrO BBy Edasipensy mna 3pmatHicts kepysarn
aBTOMOOINEM Ta HIIMMH CKIaZHUMM MeXaHi3MaMu He nposoaunucs. Edasipens moxe cnpuunnsTy
3AMAMOPOYCHHSI, 3HWKEHHS KOHUEHTpauij i/ab0 counmsicts. [Tauientis notpi6Ho NMPOiHCTPYKTYBATH
Mpo Te, WO Y pasi NOSBH NOAIGHUX CUMIITOMIB, BOHU MOBMHHI YHUKATH NOTEHUIHHO HEGE3NeYHIIX BUJIB
AisNBHOCTI, TAKKX AK KEPYBaHHS aBTOTPAHCTIOPTOM i poGOTA 3i CKIAAHIMH MEXaHI3MAMIL.

4.8. Hooiuni pearuii.

TToGiuHi peaxuii, o crnocrepiranucs y Xoai KIHIYHUX A0CTIDKEHS Ta OKPEMHUX KOMITOHEHTIB 1bOT0
npenapaty npu KAPT, Bxazani y taGnuui (3a knacamu cucrem OpraHiB, 4acTOTOI Ta
KOMIOHEHTAMH Npenapary, A0 KX BUHHKaIM N06iuHi peakuii). ¥ koxwuilt rpyni wactoru noGivi
peakuii BKa3aHi y MoOpsKy 3HMXKEHHs cepiiosHocTi. YacToTa BM3HAueHa i ayxe gacro (=1/10),
qacto (Big >1/100 go <1/10), mewacro (Bix >1/1000 no <1/100) a6o piako (Bix >1/10000 no <
1/1000).

3 boky memabonizmy ma xapyuyeanist

Hyxe yacro: rinogocdaremis

Yacro: rineprpurninepunemis, 36inbienns piBHs 3aragsHoOro XOJIECTEPUHY, XOJIECTePUHY
JIINONPOTEIAIB BHCOKOT Ta HU3BKOT WiNBLHOCTI, rinepriikemis

Heuacrto: nakrat anunos

Inerpykuist ans 3acTocyBanus JgikapesKroro 3acody (KiHueroro NPOAYKTY), 3acBiUeHa I1iAnucom
" . 2 _/-'
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Pinko: rinokanemis

Hacrora He Binoma: ninoaicrpodis

3 6oxy cucmemu kpogi ma nimgpamuunoi cucmemu

Yacro: Heitrponenis

Heyacro: anemis

3 boxy cyounnoi cucmemu

Heuacro: npunnusn

3 boky imynnoi cucmemu

Heuacro: anepriuna peakuis, rinepuyrnusicts

3 6oky Hepeosoi cucmemu

Jlyie yacTo: ronosHumii 6ip, 3a11aMOpPOYEHHS

Hacro:naronoriune mucneHHs, nopyweHHs chy, MOPYIUEHHS YBaru, COHIIMBICTb, HOpYLICHHS!
LepedpanbHOT KoopanHaLii Ta piBHOBarn

Heuacro: axuTauis, amuesis, atakcis, narojoriyxa KOOPMHALLiT, 3aIaMOpOYEHHSl, CYIOMH, CILIYTaHiCTD
CBIZIOMOCTI, TpeMop

3 60Ky ncuxixu

Hacro: TpuBOXKHICTS, Aenpecis

Heuacro: adekrna naGinbuicts, arpecis, efipopuunnit  HacTpiil. ramoumHauii, Mmawis. napaHosi,
cyiumzanbue MUCIEHHS, cripoba cyiuusy

Pinxo: HeBpo3*, mapeHHs*, sapepuienuii cyiuua’

3 boxy 2enamobiniapnoi cucmenu

Hacro: 36inbimenns pisus ACT Ta/aGo AJIT y cupoparui KpOBi, rinepGinipyGinemis

Heuacro: rocrpuit renatur

Piako: neuiHkoBa HEAOCTATHICTL, NEYiHKOBUIL cTeaTos

3 boxy wikipu ma nidwKipHoi Kiimkoeunu

Hyie yacto: BUCHnaHHs

Yacro: cBepGix, KponuBs’sHKa, 3MiHa 3a0apsiieHHs WKIpH (IOCHIEHHA MirMeHTaLiT)

Hewacrto: myneTidopmua epurema, AHTiIOHEBPOTUYHMH HAOPSIK, CUHIPOM Crisenca-IxoHcoHa
Pinko: poroanepriunuii repmarut

3 Goky crenemno-m 230601 cucmemu ma cnonyunoi mranunu

Hyke yacTo: 36inbIIeHHs PiBHS KpeaTHHKIHA3M

Hewacro: pabromionis, M’s308a cnabkicTs., mianris

Piako: octeomasmsiuiss (nposiBASIETHCS K GijTb y KiCTKaX i HEYacTo NMpU3BOAUTH 10 nepenomis) ¥,
Mionaris (1uB. po3uin 4.4)

3 60Ky penpooykmuenoi cucmertu ma MorOUHUX 34103

Heuacro: rinexomactis, snmwkenns ni6igo

3 boxy opeanie 30py

Heuacro: neuitkicTs 30py

3 boky opzanie cyxy ma nabipunmy

Heuacro: 3Bin y Byxax, Beptumo

3 boky ouxanvui cucmemu

Hyzie pinko: 3aauika

3 boxy waynkoeo-kuuko6020 mpakmy

i

YNIOBHOBaKEHOT 0COOH, 1O BUCTYMAE Bij iMeHi 3asiBHUKA A
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Hyxe yacto: aiapes, GioBaHHs, HY10Ta

Hacro:cyXicth y poTi. aHOMaibHWH aneTMT, NiABMILEHHS piBHA aminasu (y Tomy uwmcii
NaHKPeaTHYHOI amiNasu), MiABUILEHHS PiBHS JiNasu CUPOBATKM KPOBi, GIIOBAHHS, a0A0MiHANbHIAT
Oiib, 3MYTTS JKMBOTA, METEOPU3M, AHOPEKCis

Heuacro: mankpeaTur

3 boxy HUPKOBOI ma ce4osudiibHOT cucmemi

Heuacro: 36inb11eHHs piBHS KpeaTHHiHY, TPOTEiHYpis

Piako: nupkosa HejoctatHicTh (rocTpa Ta XpoHiuHa), roCTpHii TyOynapHUI HEKPO3, NMpoKcHManbHa
HUpKOBa  TyOysnonartis  (BKmowarouu  cuuHapom  DaHKOHI), HeGpUT  (BKmMOUalOuM  roctpuit
inTepcTuuianbHuit HedpuT)*, HeLlyKpoBUit HUpKOBHI Hiaber

Hopywenns 3azansnozo cmarny ma noe sizami 3i cnocobom 3acmocyeanis npenapamy

Yacto: BTOMA, acTeHis

HacroTa He Bifoma: CHHAPOM BiIHOBNEHHS IMYHITETY (IMB. po3/in 4.4), npuninsu

*Lli mobiyHi peaxuisi ineHTH(iKOBaHI y XO4i NOCTMAPKETUHIOBOTO CMOCTEPEIKEHHS NpU 3aCTOCYBAHHI
ehasipeHiy, eMTpuunTabiHy abo TeHO(OBIp AMZONPOKCH (Gymapary. HYacToTa BCTAHOBJIEHA METOAOM
CTATUCTUYHOrO MiAPAXYBAHHSA, BUXOAAUH i3 3arajbHOl KiNbKOCTI MaIieHTiB, sKi oTpUMyBaiu edasipens.
abo emTpuumTabiH, abo TeHo(poBipy aAM3OMPOKCHA (GYMApaT Y KAHIYHMX AOCHILKEHHSX Ta 110
po3iMpeHiii nporpami.

Oxkpemi nobiuni peaxiyi.

Huprosa mybynonamis

Hactynui no6iuni peakuii, nepeniyeHi Bulle, MOKyTh BUHHKHYTH BHAC/I 0K NPOKCUMAILHOT HUPKOBOT
TyOysonarii, BHacaifok aii TeHodopipy nesonpokcuny dymapary: padjomioniz, octeomansiis (1o
BUABJISIETHCS K Oi/ib y KicTKax i piako MpU3BOAMTH [0 MepesiomiB), rimokajiemis, M’s30Ba cIaGKiCTh.
mionatis Ta rinodocharemis. Lli mobiuni peaxuii He MOXKHA BBAXATH NMPUUMHHO NOB'S3AHUMH 2
3aCTOCYBAHHSM JIIKapCHKOro 3aco0a MpH BiICYTHOCTI MPOKCHMABHOT HUPKOBOT TyOysonarii B anamuesi,
Cumnmomu 3 60Ky Hepeoeoi cucmemu. CUMOTOMA 3 GOKY HEpPBOBOI CHCTEMMU CIIOCTEPIraloThes
YacTO TIpY 3aCTOCyBaHHi edaBipeHily (KOMIOHEHT mpenapary). Y KOHTPOIBOBAHMX KIIHIYHMX
AOCHiLKEeHHAX edapipenily cuMnToMH 3 GOKY HEpBOBOT CHCTeMU (MTOMIPHOTO Ta TSIHKOIO CTYyIIeHsI
TAKKOCTI) BUHMKAIM y 19 % nauieHTiB (TSDKKOTO CTYNeHs TSXKKOCTi— y 2 %), a 2 % nauienTin
NPUIMHWIK JIiKYBaHHs 4€pe3 PO3BUTOK TaKMX CHUMNTOMIB. CHMNTOMH BUHMKAIH, SIK MPAaBHIIO,
npoTAroM mnepwMx 1-2 jauiB jikyBaHHs edapipeHHOM | 3HMKanu Ticas nepmux 2-4 THKHIB
nikyBaHHs. Peakuii MOXyTh BMHMKATH wacTille npu mpuifoMi npenapaty oJHOUACHO 3 TKelo.
MOJIMBO, BHACIIZOK 3pOCTaHHs piBHIB edapipeniy y nmasmi kposi (aue. pozain 5.2). [lpuiiom
npenapary nepejl CHoOM MOKpallye NepeHOCUMICTh TaKUX CUMIITOMIB (AuB po3ain 4.2).

Bnnue na xicmxku y nionimxie.

Edekr BrumBy TeHoQoBipy Ha KicTKOBY Macy y MiUIiTKiB, € creuuQiyHOI0 TEOPETHUHOIO npo6aemoio
Gesmexku. Ouinka NOGIYHMX peakuili TPYHTYETbCS Ha OAHOMY pPaHIOMI30BAHOMY JOCIiKEHH
(nocnimxenns Ne321) y 87 BlJl-indixoanux mimnitkis (ikom Bim 12 10 18 pokis), siki OTPUMYBAJIH
tenoposip (N = 45) abo nuauedo (N = 42) y komOiHalil 3 iHIIMMKM aHTUPETPOBIPYCHUMH MpenapaTtami
npotsrom 48 TkHiB. Edexrn Bnausy Ha kicTkm, mo crocrepiranncs y mianitkis 12 pokis i crapuie,
Oys1 TaKUMH SIK Y IOPOCIUX (AMB. po3jin 4.4).

4.9. Ilepeoosyeanns.

InceTpyKkuisi Auist 3acTocyBaHHs NiKapebKoro 3acoly (KiHIUEBOro NpoayKTy), 3acBil4eHa MiANHCOM
YNOBHOBa)xeHOT 0c00M, 10 BUCTYMAE BiJl iIMEHI 3asBHUKA W e “
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Y BUNAIKy Mepeo3yBaHHsA Clill CHOCTEPIiraTH CTaH MALi€HTa CTOCOBHO O3HAK TOKCHYHOCT! Ta npu
HCOOXIAHOCTI MPOBECTH CTAHAAPTHE I ATPUMYIOUE TiKyBaHHS (B, posainu 4.8 Ta 5.3).

Y nauientis, AKi HEHaBMHCHO 3aCTOCOBYBaaM edapipens y Ao3i 600 mr 2 pasu ma noGy,
NMOCUIOBANIUCE  CHMOTOMM 3 OOKY HepBOBOi CHMCTeMH. Y OIHOrO mallieHTa CcrocTepiraiocs
MUMOBIJIEHE CKOpOYeHHs M'#3iB. Moske GyTH NOUIIBHUM NpU3HAYEHHS aKTHBOBAHOIO BYTiIIs J1isl
BUBE/IeHHs HeaGcopGosanoro edasipensy. CrneunpivHoro aHTuaoTy edasipeH3y Hemae. Ockinbku
eaBipeH3 akTHBHO 3B’sI3yeThCs 3 Ginkamu KpoORi, MaJIOWMOBIPHO 1O MpW Aianisi 3HauHa KiJbKicThb
npenapary Oy/ie BUBEJICHa 3 KPOBI.

[lpu nmposezenni remopianisy 3 opradismy mMoxe 6yTH BMBEIEHO TpeTHHA eMTpULUTa0iHY Ta
HeBeJMKa KiJbKicTh TeHodoBipy. HeBiZoMo Npo MOKIMBICTE BUBEICHHS eMTpunuTabiny abo
TEHO(OBIPY NPH NPOBEAEHH] IEPUTOHEAILHOIO Hializy.

S. ®apmakoJioriuHi BAacTHBOCTI:

5.1. @apmakoounamiuni eracmueocmi.

(dapmakoTepaneBTHYHA rpyna.

IlpotusipycHi 3acobu aus nikyBanus BlJI-iHdekuii, komGinauii. Kog ATX JOSA R06.

Mexanizm 0it ma papmarxoounaviymi enacmusocmi.

Edasipeniy — ue HeHyKJI€O3MIHMI iHMIGITOP 3BOPOTHOT TPaHCKPUNITA3H (HHI3T) BUJI-1. Edasipenit
HEKOHKYPEHTHHM IIIAXOM iHriOye 3BOPOTHY Tpanckpunrtasy eipycy BIJI-1 i ne IHridye 3HAUHOIO
MIpPOIO 3BOPOTHY TpaHcKpuirrazy BIJI-2 abo nosimepasy kiaiTuHHOT JE€30KCUPHOOHYKIIETHOBOT KHCIOTH
(AHK) - o, B, v Ta d.

Evmtpuunrabin - €  HykneoswaHum ananorom untuauny. Tenodosipy IM30MPOKCHI  (ymapar
MEPETBOPIOETLCA i1 Vivo 'y TEHO(MOBIP, aHaJOr HYKNEeO3HIHOro (ocdaty (HykIeoTHay) AJIEHO3UHY
MoHodochary.

Emtpnunrabin i renodosip hochopumoroTses KiiTHHHUMU GepMeHTaMI 3 YTBOPEHHAM eMTpHLMTaliny
tpudocdary i reHodosipy andocdary BianosiaHo.

Pesucmenmmuicme.

Mytauis K65R in vitro Gyna inentngikopana B npucyTHocTi TeHo(oBipy. BoHa MOke BUHHKHYTH
TaKOK MpU HeBJavi JiKyBaHHA Tenodosipom. Myrauis K65R in vitro suwkye TepanesTuummii edexr
Bill 3acTocyBaHHs TeHdopipy npuGmusuo B 2 pasu. Tenodosipy ausonpokcun (bymapar He MOxHa
NpU3HAYaTH nauienTam, y skux € mytauii K65R sipycy BIJI-1.

Y nauienTis 3 BUJI-1 3 MyTauismu, acouiifoBaHuMu 3 Tproma abo Giliblue aHaioramMu tumiaunny (TAM),
mo Bkmouarots M41L ab6o L210W amiHOKMCIOTHI 3amilieHHs y 3BOPOTHilM TpaHcKpumTasi.
CIOCTEPIranocs 3HUKEHH Y4y TIMBOCTI 10 TeHO(OBIPY AH30NPOKCHIY (ymMapaTy.

Pesuctentricts 10 emTpuumTabiny abo TeHodoBipy crioctepiranacs in vitro, a Takox y aesikux BLJI-1
iHDIKOBaHUX NALIEHTIB y 3B°A3Ky 3 3amilueHHsvMu M184V, M1841 y 3BoporHiii TPAaHCKpUNTA3i NpH
3acToCyBaHHi eMTpuLmMTabiHy alo 3 3amimennsm K6SR y 3BOpoTHiit TpanckpunTasi npu 3actocysani
TeHO(DOBIpY. [HIIMX UIISAXIB PO3BUTKY PE3NCTEHTHOCTI 10 eMTPULMTaGiHy aG0 TeHODOBIPY He BUSBIEHO.
Emrpunurabin-pesuctentni Bipycu 3 mytauismu MI184V/I manu nepexpecHy pesucTeHTHICTH 10
JaMiByIHY, ajie 36epiraau YyTIMBICTh 10 AMTAHO3HHY, CTABYANHY, TEHODOBIpY i 3UI0BY AUHY.

Benyka yacTka mauieHTiB, y sAKMX BUHMKIA PE3UCTEHTHICTh 10 edasipensy, Masa Taki OCHOBHI MyTauii
— KI03N, GI90S/A/E ta YI188L. IlpucytHicts xouab oamiel 3 umx MyTawiii gocraths, o6
pesuctenTHicThb. [Ipodini nepexpecHoi pesncreHTHocTi st edasipenity, Hedipaniny i AeJaBi/IpUHy in
vitro nokasanu, mo 3amimenns K103N npus3soauTs 10 BTpaTH YyTIMBOCTI 10 BCIX tprox HHI3T. 3

IHeTpykuist 17151 32CTOCYBaHHS1 IKAPCHKOro 32c00y (KiHIEBOro NPOAYKTY), 3aCBi A4eHa 1] AIHCoM
N B A el
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HAaKOMMYEHHAM KUIBKOCTI Mytauii no HHI3T cnpuiiustausicts 10 eTPaBipHHY TaKoX Oyje
CKOMITPOMETOBAHE,

Yepes tpuBanuii nepion waniBuBesenHs edasipensy. micss NPUNUHEHHS edEeKTUBHOT Tepanii
e(asipeH3oM, MOXKe TPHUBATH MNepPiof (YHKIUIOHANBHOT MOHOTepanii BUKIMKAHUN NPUCYTHICTIO B
opranismi nauienta edasipensy. Lle moxe crpuunHuTH 3HAYHY PE3MCTEHTHICTh i JeKOMMPOMETYBaTH
eeKTUBHICTb MalilyTHBLOTO JlikyBaHHs edasipensom, Hesipaninom a6o AenapipiHom (auB. posain 4.4),
Kniniuni pesynvmamu

Koy teHodosip ta emtpiuitabin 6ynn o6'eanani 3 eaBipen3oM y nauieHtis 3 BUJI-1, axi paniwe ue
OTPUMYBAIM JIIKYBaHH, YacTKa NallieHTiB sKi aocarmu pisig PHK <50 koniii/ma cranopuna 80 Ta 64%
Ha 48 Ta 144 Twxui, Bianosiano. B inmomy aocipkenni TeHO(OBIp Ta eMTpiniTabin Oyau 06'caHaH] 3
N0MiHaBipoM / pUTOHABIPOM, MPU3HAYEHUMH OMH 200 1Ba pasy Ha 100y, i pe3yabTaT BiANOBIAHOrO
pius PHK <50 koniii/mi cranosus — 70% Tta 64%. sianosiamo. Y miwiiTkie He NPOBOAMINCE
cnenndivi JocaiukeHHs 3 komGiHaLiero TeHBohoBipy. emTpiuitabiny Ta edasipensy.

5.2. ®apmakokineTHKa.

Edagipens

Bexorkmyeanns ma 6iodocnmynnicme

bionoctynuicts edasipensy cranosuts Big 40% a0 45% Y BUOAJKY KOJIM MPUIiOM npenapary poGuThes
Hatue cepue. Ilpuifom pasom i3 iikew 3HauHo 36inblye BCMOKTYBaHHs e(aripensy. MaxkcumalibHa
KOHLICHTPAlisl B Nia3Mi JOCSracThes uepes 3 - 5 FOmMH | He 3MIHIOETHCH Y BHUNAJKY NPOBTOPHUX
NpuiioMiB, cTabiibHa KOHUEHTpALlis y N.1a3Mi KPOBi yTBOPIOCTHCS uepe3 6 - 7 aHis.

[Ticas npuitomy oaHOpazoBoi 103M NpuiomMy KoMOIHOBAHOIO NIKAPCHKOTo 3aco0y cepeHi 3HaucHHS
(= SD) ana edaipensy 6y Cpax 2,19 (= 0,75) mxr/ma, AUCo.72n 54,2 (= 16,6) MKIF*r/MJ1, CepPeaHE tmax
craHoBuio 4,68 (+ 3,37) roauHu.

Posznooin. Edasipenn axtuBHo 38’ssyetses (> 99 %) 3 Ginxkamu niasmu KPOBi, MepeBaykKHO
ansOyminamu. Y BIJI-1indikosanux namieHris, sxi oTpuMyBaiu edanipens Big 200 1o 600 mr oaun
Pa3 Ha JCHb MPOTArOM LIOHANMEHIIE OAHOrO MICsIIs, Cepe/iHs KOHUEHTPALs B nepedpocnuHaibHi i
pisuHi aocsrina 0,69% y MOpIBHSIHHI 3 KOHUEHTPALICIO B I1/1a3Mi KpoBi. Lls nmponopuis npu6iuzso B
3 pasy nepeBuILye He 1OB’sI3aHy 3 Gijkamu (BinbHy) (ppaxuito edasipensy B rnazmi.

Memabonism

Edasipens nepepa)kHO MeTaGoNi3yeTbCs CHCTEMOIO muroxpomy P450 no rigpoxcuaizoBanux
metaGonitie. Ili MeraGoniTw mpakTHYHO HeakTHBHI npotn BUI-1. Hocmimxenns in vitro,
AOSBOJSIOTE  NpunyCTutd. mo CYP3A4 ta CYP2B6 € ocHoBHuMmu izodepmenTamu,
BIATIOBIZANLHUMY 32 MeTa00:1i3M edasipensy. Bizomo 1o edasipens iuaykye depmeHTH LUTOXPOMY
P450, wo npusoanTs 10 iHAyKLiT BlacHoro Metabosismy.

Buseoenns

Edasipens mae nopiensHO TpuBanuit TepMmiH HanisBUBEHCHHS Bin 17 no 154 roaun micis
OHOpa3oBMX 103 i 40 - 55 roauH micis AEKiTbKOX 103. Y MAlLieHTIB 3 NeBHUMH MYTaHTHUMH
resorunamu CYP2B6 (nanpuknan, resotunom T/T y G516T) nepioa HamiBBUBEIEHHS MOXKe Oyt
ICTOTHO MOJOBKEHMH, a eKCIO3MLs npenapaty Buma. Lli reHoTMnu ocobiuBo moiuupei cepen
a(prkanLis Ta appoamepuKkaHLUiB. V nalieHTiB 3 nOpyLIeHHAMMY bynxuii newinkn cnocrepiractbes
3HWKEHHS KIIHIYHOTrO edekTy Ta MiABMIEHOT KOHIEHTpaii npenapary. [lpuGausuo 14 - 34%
PafioaKTMBHO MiveHOT 1031 ehasipensy Buainsgerses B ceui, i menme 1% 1031 BUBOJIUTBCS 3 CEYCIO
K He3MiHeHUH edaBipens.

[ueTpyknis ans 3acrocyBanns jikapebkoro 3acoby (kinuesoro NPOAYKTY), 3acBifueHa-nianucom
o 17 oy Lo

F L
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EmrpruuraGin

Bemoxmyeanns

AOcomoTHa GionocTynHICTs eMTpiniTabiny craHoBUTb 75-93%. Ika He BIJINBAE€ HA CUCTEMHMIA
posrioain. ITicns 3actocyBaHHs 01HOPa30ROT 103U KOMGIHOBAHOTO JIKapChKOro 3acoly  cepeHi
sHayeHHs (= SD) ana emmipunitabiny 6yau Cpay 2413 (% 537) ur/ma, AUC 12832 (£ 2044) ur*r/ma.
Cepenne 3Ha4eHHs (£ SD) tpax CTAHOBHIIO 1,59 (= 0,69) romun.

Posnodin

3B'si3yBaHHs 3 GiNKaMu IIasMu KpoBi in vitro emMTpiuiTabiny craHoBuTh < 4% i He 3anekKUTH Bijl
aosu 0,02-200 mxr/ma. OG'em posnoiny micis BHYTPILIHBOBEHHONO BBEICHHS emTpinitadiny
ctaHoBuB 1.4 + 0,3 n/kr.

Busedenns

EMTpuLiTabiH nepeBakHO BMBOAMTHCS HUPKaMM Bij NPUHAHATOT 103M B CeYi BUMSBISETHCH
npubnusHo 86% y dekanisx npubnusno 14%. 13% no3m eMTpiliTabiny BHAIISIOTHCS 13 ceui vy
BUIISIAL  TPhOX MeTabonitie. Cucremuuii KIipeHC eMTpiliTaGiny B CepeHbOMY CTAHOBWTE
307 mi/xs (4,03 mn/xg/kr). Ilicas nepopanbHOro NpHioMy, nepio) HaniBBUBEACHHs eMTpiLiTadiny
CTaHOBUTDb NPHOJIU3HO 10 rojmH.

Buympiwnvoknimunna apmaroxinemura

Y KIHIYHOMY JOCHI/UKCHHI BHYTPIlIHBOKMITUHHMI Iepios HamiBBMBEICHHS eMTpUUMTAGIH-
Tpupocdary B MOHOHyKJeapHMX KJAITMHAX nepudepuuHol KpoBi cTaHoBMB 39 roaumm.
Bryrpiwmnboxnituani tpudocdathi cnonyku eMTPHIHTA0IHY 301ABLIYIOTECS 3 703010 JiHeHHO, i
A0CATatOTh CTablaBHOTrO piBHS y fo3ax 200 Mr i Ginblue,

Hopocni 3 nuproeoro nedocmammuicmio

DapMaKkOKiHETMYHI MapamMeTpy BU3HAYAIM [Mic/As BREICHHS onuiel no3m 200 Mr xancyiu
emTpiniTabiny y 30 Hein}ikoBaHMX mNaUicHTIB 3 pi3HuM CTYTICHEM HMPKOBOI HEIOCTATHOCTI.
[atientn 6ynm 3rpynosani signosiaHo 10 6azosoro KlipeHcy KpeatnHiny (> 80 MJ1/XB — HopMmasbHa
(yHkuis Hupok, 50-80 mua/xB — gerkuii cryneHb nopyureHus pynkuii Hupok, 30-49 ma/xp —
cepenHil cryneHb, <3 0 MJI/XB. — BayKKuii CTYICHb NOpyueHHs (yHKLil HUpPOK, < 15 Ma/xB —
ynkuionansno aneddiunmii, wo norpebye remoziaiisy). CuctemHuii posmozin emtpiniTaGiny
(cepenHe + CTanaapTHe BilXuiieHHs) 36inbmmBes 3 11,8 + 2,9 Mxr*r/mn Y Mali€HTIB 3 HOPMAIBLHOIO
¢yHkuiero Hupok 10 19,9 + 1,1; 3 25,0 = 5,7 o 34,0 = 2,1 MKr*r/mi, y mauieHTis 3 Jerkumu,
CEPEeIHIMH 1 BaXKKMM CTYTIEHEM, BiIMOBigHO.

V nauienTis 3 dynkuionansno aveddivrnm crynenem. mo norpeSye remonianizy, npubnusuo 30%
J03¥ eMTpiuiTabiHy BWALAAIOCS NPOTATOM 3-TFOJMHHOIO rnepiogy aianisy. siknii GyB 3poGnenuii
4epes 1.5 roausu micas npuiomy eMTpMUMTaGiHYY (IUBHAKICTS KpoBOTOKY 400 MJI/XB Ta IIBUAKICTE
MOTOKY AHanu3y npudauzno 600 ma/xs).

[leuinkosa neoocmammicme

QapMaKoKiHeTHKa eMTpilliTabiny He BMBYanach y iHQIKOBaHMX nalieHTIB 3 pi3HUM CcTyNeHeMm
MevyiHKOBOI HeA0CTaTHOCTI. 3aranom, hapmakokiHeTHka emMTpuinTabiny y nauientie indikosanux BI'B
Oyn1a CX0XKOK0 3 TAKMMM, K Y 310pOBHX T2 y BIJI-indikoanmx nauicnris.

(DapmakoKiHeTHYHI faHi U1st Joielt oXKoro Biky HEI0CTYIIHI.

Tenodosipy auzonpokcuny dhymapar

Tenodosipy ausonpokcuny dymapar - ue BOJIOPO3YMHHA e(ipHa CrojdyKa, sfKa LIBHMAKO
NEPETBOPIOETCS  in vivo  Ha  TeHooBip Ta dopmansieria.  Tenodosip EPETBOPIOETHLCS

IncTpykuis a5 3acTocyBanus JikapebKoro 3acoby (KiHLEeBoro MPOAYKTY), 3aCBiAYeHa NiATHCOM

YMOBHOBaK€HOT 0co0M, 1110 BUCTYNAE Bijl iMeHi 3asBHMKA e ET
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BHYTPIIIHBOKIITHHHIM ILISXOM Ha MoHO(ocdar TeHopOBipY i Ha aKTUBHUI KOMIOHEHT, andocedar
TeHO(OBIpY.

Bemoxmyeanns

[Ticna nepopansHoro npuitomy TeHodosipy y nauientis 3 BIJI BiH WBMAKO NOrMHAEThCS |
NepeTBOprOETHCs Ha TeHoPoBip. BiogocTynuicTs TeHodoBipy y cTaHOBHTL NPHOIN3HO 25%. [Tpuitom
TEHODOBIpY 3 DKEIO 3 BHCOKMM BMICTOM JKMPY MiABMILYE HOrO 0l0J0CTYNHICTb, NPH  LBOMY
KOHLEHTpallis HOro akTUBHOrO MeTadosiTy 361bIYeThCs NPUOIN3HO Ha 40%, Ciax 30inbLIVETHCS
npudansnHo Ha 14%. IMicas npuitomy 0HOpa3oBoT 1031 KOMBIHOBAHOTO JKapChKOro 3acofy y 3/0pOBUX
A00pOBOJIBLIB  cepefHe 3HaueHHs (+ SD) teHooBipy Oymo Cpax 314 (= 86) wur/mi,
AUC 2531 (+ 487) ur*r/mn. CepeiHe 3Ha4Y€HHS tyg, Oyno 1,11 (% 0.41) roaunn.

Posnooin

[Tics BHYTPILHBOBEHHOTO BBE/IEHHS cTabilbHa KOHLEHTpaLis Gyia npu6iu3Ho 800 Ma/kr. 38'a3yBaHns
3 Oinkamu in vitro nnasmu abo cHpPOBATKH KPOBi cTaHOBMA0 Menie 0.7 Ta 7,2%, BiamosimHo. y Mexax
KoHueHTpauii TeHodoripy Bia 0.01 10 23MKr/mi.

TenogoBip ronoOBHUM 4YMHOM BHBOAMTBLCS HHPKamM, AK (iIbTPaUiMHO0. Tak | aKTHBHOIO
TYOYISPHOIO TPAHCTIOPTHOIO CHCTEMOIO, TipuuoMy HpuGmu3Ho 70-80 % 1031 BUBOAMTLCS 3 CEUCHO y
HE3MIHEHOMY BHIUISIAI MICHS BHYTPIlIHBOBEHHOrO BBEICHHS. HupkoBuii kaipeHC CTaHOBHTH
npuGmu3no 160 mua/r/kr 210 Mi/XB, 1O MepeBHILYE WBHAKICTE KIyGOUKOBOT tinbrpauii. Ile
CBIYMTb MPO BAKIMBICTL AKTUBHOI TyOyMsSpHOi cexpeuil y BUBENEHHi teHodogipy. ITicis
[1epOpaIbLHOTO MPUHOMY NEpioA HaniBBUBEACHHS TeHO(DOBIPY cTaHOBUTL npubnusso 12-18 roamy.
Y nocaikenusx Oyio BCTAHOBJICHO, IO OCHOBHUM 1IIAX LIISIX BMBEACHHS BiA0YBAa€THCS 38 paxyHOK
AKTHBHOI KaHa/IbLeBOT CeKpeLlil, Yepes NpoKCUMATBHI KIITHHM KaHAbLIB 3a JIOMOMOTOK OPraHiuHmx
aHioHHnx Tpancnoprepis moauuu (hOAT) 1 i 3, Ta TOTparisge y cedy 3aBAgku il
MYJbTUPE3UCTEHTHOro npoteiny 4 (MRP 4). JlocnijukenHs in vitro BU3HAYMIW, WO Hi TeHo(oBipy
Au3onpokcuiy gymapar, Hi fioro akTuBHUH MeTaGoIIT He € cyGeTpatamu s Gpepmentis CYP450.

Bik i craTh

Xoua JaHi npo apmakokiHeTHKy TeHODOBIpY y IHKIHOK € OOMEKEHMMH, aje BOHM HO3BOJISIOTEH
MPUMYCTHUT, WO Pi3HULI Y (apMAKOKIHETHUHMX MapaMeTpax Mix jKiHKaM¥u | YONOBiKaMu He Mae.
DPapmaKoKiHETHYHI MAPAMETPH 105 NiAMITKIB € TAKHM 5K | Y A0POCANX MPH NPUIHOMI 0AHOPA30BOT 03
300 mr.

DapMakoKiHeTHYHI J0Ci/bKeHHs y aiTell Ta y moaeil NMoXmioro Biky (crapuinx 65 pokis) He
[POBOAMIIHUCS

dapMaKOKiHeTHKA He BUBYANacs B Pi3HUX €THIYHUX rpymnax.

Hopyuwienua Gpysxkiii Hupok

DapMaKOKiHETHUHI NMOKa3HMUKH TeHO(OBIpY BM3HAUANM TMic/is BBEAEHHS OAHIeT NO3M TeHo(oBipy
ausonpokeuity dymapary 300 mr y 40 weindikoanux mawienTis i3 pizHum CTYNEHEM MOpYyIUeHHs
(yHKUIT HMPOK, BM3HAYEHMMM BIANOBIAHO 10 6a30BOro piBHs KJIipeHCy KpeaTHHiHy (HOpMajibHa
(ynxuis mupox > 80 Mu/XB, nerkuii crynens nopyuwesss = 50-79 MJI/XB, nomipuuii = 30-49 ma/xs i
TOKKMH = 10-29 mn xB). V nopiBHAHHI 3 naiieHTaMd 3 HOPMAIBHOIO (YHKLIEIO HUPOK cepejHii
KJipeHcy KpeaTnHiny 36imbumses 3 2185 (12%) nr¥r/ma y oci6 3 HOpMallbHOIO (yHKUic 10 3064
(30%) Hr¥*roz/mu, y nauieHTiB 3 JErKHM, CEPEHIM Ta TSKKUM CTYICHEM NopyiueHHs (YHKUIT HUPOK 3
6 009 (42%) nr*r/mn no 15 985 (45%) ur*/r/mu. Biporigso mo y XBOPUX 3 MOPYMEHHAMH QyHKILi
HUPOK i3 30iNbIIEHHAM iHTepBaLy MiX NpUifoMaMi NPU3BOAATE 10 MiABMIIEHHS TIKOBOT KOHLEHTpallii y

Incrpykuis aqst 3acTocyBanus JiKapebKoro 3acody (KiHueBoro MPOAYKTY), 3a

CBiJueHa Iinicom
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Yo

[1a3MH Ta 3HWKEHH: PiBHS Crin Y NOPIBHAHHI 3 MalieHTaMK 3 HOPMANLHOK QyHKIiEI0 HipoK. Kiiniuni
HAC/IIAKK LOTO HERIJOMI,
Y nauieHTiB i3 HUPKOBOIO HEIOCTATHOCTIO KiHLEBOrO cTynewio, (kiipenc kpeatusiny <10 MI/XB), sKi
noTpedyIoTh remojianisy., miki KoHuUeHTpaii '1‘E:HO(].)OBi])\,’ CYTTEBO 30i1bLIYIOTLCS HPOTArOM 48 romis,
JOCATHYBIUH cepe;mhoro 3Ha4eHHA Chax 1032 ur/ma, 1 AUCousy 42 857 ur*/r/mao. Pekomenayerbes,
106 lHTepBaH MK npuiiomami Gys munamyanhno pO3paxoBaHuil 1yig TIALIEHTIB 3 KJIipeHCOM
KpearTuHiHy < 50 MJ/XB Ta nNawieHTIB, K BXKe MalOTh HHUPKOBY HEAOCTATHOCTH KIHLEBOrO CTYIMEHIO |
noTpedyoTh Aianizy (aus. posain 4.2).
[opywenus GyHKUIT nevinku
Oﬂuopaaoay no3y 300 mr npuiiManyu HeindikoBaHi namieHTH 3 Pi3HAM CTyneHeM nopyueHHs (yHKLiT
MeuiHKW, BM3HAueHe 3rigHo 3 kiacudikauicio Child- Pug,h Turcotte (CPT). ®apmakokinernui
napaMeTpy TGHO(])OBlp} HE 3MiHIOBAIMCA CYTTEBO y NAUIEHTIB 3 PI3HUM CTYNEHEM MNOpYILIEHHAMM
dynxuii nevinkn. Jlas Takux nanieHTiB Hemae HeoOXiHOCTI B perymoBanHi 1031. Cepeani 3HAYCHHS
(% CV) 1eH0(oBipy Cinax Ta AUCq. Oy 223 (34.8%) ur/ma ta 2,050 (50,8%) Hr*/r/mn Bianosimo y
nauieHTis 3 HOpMaJIbHOIO {pvm{muo NeYiHKu y nopiBHAHHI 3 289 (46,0%) ur/ma ta 2,31 (43,5%)
HI*/TOL M yNaiieHTis 3 noMipHuMu nopymeHtsM QyHkuii newinkum, ta 305 (24.8%) ur/mn ta 2740
(44.0%) nr*/r/ ma y oci6 3 BaXXKHM# NOPYIIEHHAMH GYHKIT MeuiHKu.
BryTpimsbokiiTHiHa (hapMakoKiHeTHKA
TenogoBip Mae BHYTPIUIHBOKIITUHHEMIT Nepioa HaniBBuBeaeHus 10 roaun npy axtusaiii ta 50 roaun
MpH CMOPOKHEHHUX MOHOHYKJIeapy KiiThHax nepudepuunol kpori (MHKIT).
5.3. Mokainiuni gani uos0 de3nexu
Edasipens
JlokniniuHi AaHi HE BUABMIIM %0/IHOT 0COOIMBOT HEOE3NEKM M1l JHOAMHH, KPIM THX, 110 CrOCTepiraancs
B KJIHIYHUX JOCI/UKEHHAX HA OCHOBI TpPaMLiMHMX foCHitKeHb Gesneky, hapMaKoorii, TOKCHIHOCTI
TOBTOPHMX JIO3 T4 F€HOTOKCHYHOCTI. ¥ JOCIIIKEHHAX CTOCOBHO PENpPOLYKTUBHOI TOKCHKOMOTT OyJim
BHsABJEH] JesKki BiaxuienHs y 3 3 20 Hapo,umeﬂuxs’HOBOHapDﬂHceHux cepesi OOCTEHEHUX, MaBIIN
UMHOMOJIBIM AKMM JaBajii epaBipeHs. y A03ax, WO MPU3BOAATL /10 eKBIBANEHTHOT KOHUEHTpauil y
r1asMi JoAnHK. JI0CHiDKeHHs KaHIEPOTreHHOCT! NoKasann 30iIbLIEeHHS YaCTOTH BUHUKHEHHA 1TYXJHH
[EYIHKH Ta JIereHb y MUIIEH CaMOK.
Emtpuumrabin
JlokniHiuHi AaHi HE BUABMIIM XKOJHOT 0COGMMBOT HOE3NEKN MUIst MO/el, NaHi GasyloThes Ha TpaaMLiiiHuX
pochikeHax  dapmakosoril, 6e3nekd, TOKCHYHOCTI MOBTOPHOT J03M Ta TeHOTOKCHUHOCTI.
EmrpuunTabin He Mae KaHLUCPOTCHHOrO NOTEHUiany NPY TPHBANOMY 3aCTOCYBAHHI B MOPOKHUHI poTa y
MuUILeit Ta uypiB.
Tenodogip
JIoKiiHiYHI [OC/i/KEHHs, NpoBeJeHI y IypiB, cobak Ta MaBl, MOKA3aju BIJIWB Ha 1LJ1YHKOBO-
KMLIKOBMH TPAKT, HUPKH, KICTKI Ta 3MEHIIEHHs KOHUeHTpauii ¢gocdary B cuponarii. Tokeuunicts no
BIIHOMIEHHIO 110 KiCTOK — OCTeOMaJIAlis CHocTepirajiach y MaBl, 3HMKEHHs MiHepaibHO! MiNbHOCTI
KICTOK y IypiB Ta cobak. PesynbTati A0C/HiKEHb HA Ilypax Ta MaBMax MOKAa3ajM, WO BiAOyBacThes
3HWKEHHS BMiCTy (ocdary, 3 MOKIMBAM BTOPHHHHUM 3MEHIIEHHAM MiHEpambHOI LIIIBHOCTI KiCTOK.
O/iHaK HE MOXHA 3pOOMTH BUCHOBOK NP0 MEXaHi3M (M), 1O JIeXKHUTh B OCHOBI LIMX TOKCHYHMX SBUIIL.
JlocaiukenHs CTOCOBHO penpoLyKTHBHOCTI MPOBOAMINCS Ha Lypax Ta Kpoiukax. Brums Ha ni6ino a6o
(bepTuiIBHICTD, @ TaKOXK Ha Oyb-AKMil BIUTHB Ha NPOTHKAHHS BAriTHOCTI abo Ha MIiA He crocTepiraBcs.

IneTpykuis aas 3acTocyBanus 1ikapebKoro 3acody (KiHUeBOro npoaykTy), BaCBl,LllleHa fliAnMcom
YIIOBHOBa)KE€HOT 0COOM, 10 BUCTYMAE Bijl iMeHi 3anBHIMKa i o
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KoaHux cyTTeBUMX3MiH 3MiH y PO3BUTKY M'SKHX a60 CKENETHHX TKAHHH nnoay saikcoBaHo He 6yno.
TexoQoBip 3HM3MB iHEEKC KMTTE3NATHOCTI Ta Bary UyLEHAT Y AOCHIKEHHAX Ha MEPUTOHAJILHY
TOKCHYHICTh.

Jlocni/ukeHHsl 3 TEHOTOKCMYHOCTI MOKa3aiy, WO TEHOMOBIP JaBAB HEraTMBHMN BILIHB Yy MiKpo-
ANCPHOMY JIOCTII/DKEHHI KiCTKOBOrO MO3KY MM in vivo, aie JAEMOHCTPYBAB MO3UTUBHUH BILIMB Ha
IHAYKyBaHHs (HOPBApAHMX MyTauiil y NOCHIKEHHI KIiTHH nimdombl MuLueit in vitro 3 L5178Y B
npucyTHocTi abo BincyTHocti meraGoniunol aktmpaiii S9. Tenodosip aemoHcTpyBaB mnosuTHBHMI
BIIMB y jociiukenni Eivca (wram TA 1535) y aBox 3 Tpbox AOCIILKEHb, OJMH pa3 y NPUCYTHOCTI
cymiwi S9 (6,2-6,8 pasu) i omuH pas Oes cymimi S9. Tenodosip Takok jeMoHCTpyBaB criabkmii
TNO3MTHBHUI BIUIMB NO3WTMBHUM npu Tecti 3 cuntesy JJHK in vivo/ in vitro B NEPBUHHUX renaTouuTax
lypa.

Tenodosip He Mae kaHLEPOreHHOro noTeHuiany npu TPUBAIOMY 3aCTOCYBaHHI B MOPOKHUHI poTa y
mypis. JlOBroTpuBane AOCHIDKEHHS 3 KaHLEPOTeHHOCTi  uis MOPOXKHHHI  poTa y MMIIelt
NPOACMOHCTPYBAJIO HU3bKUIl PIBEHb 3aXBOPIOBAHOCTI MyXJIMHAMY ABAHAALSATHIAION KHILKH, AMoBipHO.
MOB'SI3aHOTO i3 BUCOKOIO MIiCLIEBOIO KOHLEHTPALI€KO B HUTYHKOBO-KMIIKOBOMY TpakTi B n03i 600 Mr/kr Ha
n00y. Xoua MexaHisM (opMyBaHHS MYXIHHM € HEBUIHAUGHUM, PE3y/bTaTH HaBpsa yKM OyayTh MaTh
3HAYEHHd A4 Jrojael.

6. ®apmanesTuuna indgopmanis:

6.1. Ilepenix Odonomixcnux pevoeun: uvemono3a MIiKpOKpHCTaliuHa, HaTpilo  KpocKamesosa,
TiAPOKCINPONIILENI003a, HATPiO Jaypin cyabdar, maruiio cTeapar, JaKTO3M MOHOrijpar, Boja
OYMIIEeHa.

[Inisrose noxkpumms: OKCMI 3aii3a YOpHMIl, OKCMA 3aiisa YEPBOHUI, MOJICTHIEH TIiKOJb, CIUPT
MoJiBiHiNOBHI (4aCTKOBO I'i/Ipo/i30BaHMiA). TabK. TUTaHY JIOKCHI.

6.2. Ocno6Hi 6unadKku Hecymicnocmi.

Bincyrsi.

6.3. Tepmin npuoammuocmi.

Djakon no 30 tabaetok — 36 micsuis.

®pakon no 100 Tabaerok — 24 micsui.

6.4. Ocodnusi 3anodizcri 3axo0u npu 3depizanni.

30epirati npu Temneparypi He Buie 30 °C, B opuTiHaTBHii YMaKOBILI.

6.5. Tun ma emicm nepeunnoi ynaxosxu.

[TnactukoBuii drnaxon Ne30 a6o No100.

6.6. Cneyianvni 3ax00u 6Ge3nexu npu noeooIcenui 3 HEBUKOPUCIAHUM NLIKAPCOKUM 3acobom ado
si0xo0amu nikapcvkozo 3acody (v pazi neobxionocmi).

Bincytsi.

7. Bupobnuxk: F4 ta F12, MIJIK. Maneraos, Cinnap, Hawmk — 422 113, Maxapamrpa, [Hais.

IneTpykuist 405 3acTocyBaHHsI TiKAPCHKOro 32¢00y (KiHLEBOIo 11 POYKTY), 3aCBi/lueHa i ANHCOM

YNOBHOBaK€HOT 0COOM, 1110 BUCTYINAE Bijl iMeH] 3asBHUKA G A
22012018 Kouybei ME.




TEHO®OBIP 300 mr i EMTPULIMTABIH 200 mr i EPABIPEH3 600 mr

Jo peectpartiiitHoro mocBiaYeHHs

N B SIS GF JO2/07
/7 7 P

Bin LF 5 HO/P
N Y6

Ingopmanis npo 3acrocysanHs Jikapcbkoro 3acody (KXJI3)
AJisl BUPOOHMYOI AJIbHUII PO3TAIIOBAHOIL 32 3IPECOIO:

F4 ma F12, MITK. Manezaon, Cinnap, Hawux — 422 113,
Maxapawmpa, Inoin / F- 4 & F-12, MIDC, Malegaon, Sinnar,
Nashik - 422 113, Maharashtra, India

3aCBiJ4€Ha MiANMCOM YIIOBHOBAXXEHOI 0COOM, IO BUCTYAE Bijl
iMeH1 3asBHMKA
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Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets

300mg /600mg/200mg

1. NAME OF THE MEDICINAL PRODUCT

Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each film-coated tablet contains:

Tenofovir disoproxil fumarate 300 mg

Efavirenz 600 mg

Emtricitabine 200 mg

For a full list of excipients, see section 6.1

3. PHARMACEUTICAL FORM

Pink coloured, capsule shaped. film-coated tablets, debossed with “M171” on one side and plain on the
other side.

The tablets should not be divided.

4, CLINICAL PARTICULARS

4.1 Therapeutic indications

Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg is a fixed dose
combination of tenofovir disoproxil fumarate, emtricitabine and efavirenz. It is indicated for the treatment
of human immunodeficiency virus-1 (HIV-1) infection in adults and adolescents (from 12 years of age
and weighing > 40 kg) with virologic suppression to HIV-1 RNA levels of < 50 copies/ml on their current
combination antiretroviral therapy for more than three months. Patients must not have experienced
virological failure on any prior antiretroviral therapy.

The choice of Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg to
treat antiretroviral experienced patients with HIV-1 infection should be based on individual viral
resistance testing and/or the treatment history of the patient.

Consideration should be given to official treatment guidelines for HIV-1 infection (e.g. by WHO).
Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg is a fixed dose
combination of tenofovir disoproxil fumarate, emtricitabine and efavirenz. It is indicated for the treatment
of human immunodeficiency virus-1 (HIV-1) infection in adults and adolescents (from 12 years of age
and weighing > 40 kg) with virologic suppression to HIV-1 RNA levels of < 50 copies/ml on their current
combination antiretroviral therapy for more than three months. Patients must not have experienced

virological failure on any prior antiretroviral therapy.
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The choice of Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg to
treat antiretroviral experienced patients with HIV-1 infection should be based on individual viral
resistance testing and/or the treatment history of the patient.

Consideration should be given to official treatment guidelines for HIV-1 infection (e.g. by WHO).

4.2 Posology and method of administration

Therapy should be prescribed by a physician experienced in the management of HIV-1 infection.

Adults and adolescents

The recommended dose of Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg
/600mg/200mg is one tablet taken orally once daily.

Method of administration

It is recommended that Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg
/600mg/200mg be swallowed whole with water.

It is recommended that Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg
/600mg/200mg be taken on an empty stomach since food may increase efavirenz exposure and may lead
to an increase in the frequency of adverse reactions (see sections 4.4 and 4.8).

In order to improve the tolerability of efavirenz with respect to undesirable effects on the nervous system,
bedtime dosing is recommended (see section 4.8)

It is anticipated that tenofovir exposure will be approximately 35% lower following administration of
Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg on an empty
stomach as compared to the individual component tenofovir disoproxil fumarate when taken with food
(see section 5.2). In virologically suppressed patients. the clinical relevance of this reduction can be
expected to be limited (see section 5.1).

Children

Tenofovir  disoproxil = fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg is not
recommended for use in children below 12 years of age due to a lack of data on safety and efficacy.
Elderly

Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg should be
administered with caution to elderly patients (see section 4.4),

Dose adjustments

Where discontinuation of therapy with one of the components of Tenofovir disoproxil
fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg is indicated or where dose modification
is necessary, separate preparations of efavirenz, emtricitabine and tenofovir disoproxil fumarate are

available. Please refer to the Summary of Product Characteristics for these medicinal products.
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If Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg is co
administered with rifampicin, an additional 200 mg/day (800 mg total) of efavirenz may be considered
(see section 4.5).
Renal impairment
Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg is not
recommended for patients with moderate or severe renal impairment (creatinine clearance (CrCl) < 50
ml/min). Patients with moderate or severe renal impairment require dose interval adjustment of
emtricitabine and tenofovir disoproxil fumarate that cannot be achieved with the combination tablet (see
sections 4.4 and 5.2).
Hepatic impairment
The pharmacokinetics of Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg
/600mg/200mg have not been studied in patients with hepatic impairment. Patients should be monitored
carefully for adverse reactions, especially nervous system symptoms related to efavirenz (see sections 4.3
and 4.4).
If Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg is discontinued in
patients co-infected with HIV and HBV, these patients should be closely monitored for evidence of
exacerbation of hepatitis (see section 4.4).
If therapy with Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg is
discontinued, consideration should be given to the long half-life of efavirenz (see section 5.2) and long
intracellular half-lives of tenofovir and emtricitabine. Because of interpatient variability in these
parameters and concerns regarding development of resistance, HIV treatment guidelines should be
consulted, also taking into consideration the reason for discontinuation.
4.3 Contrindications
Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg is contraindicated
in patients with clinically significant hypersensitivity to tenofovir, emtricitabine, efavirenz or to any of the
excipients contained in the formulation.
Herbal preparations containing St. John’s wort (Hypericum perforatum) must not be used while taking
Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg due to the risk of
decreased plasma concentrations and reduced clinical effects of efavirenz (see section 4.5).
Efavirenz significantly decreases voriconazole plasma concentrations while voriconazole also
significantly  increases  efavirenz  plasma  concentrations.  Since  Tenofovir  disoproxil
fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg is a fixed-dose combination product, the
dose of efavirenz cannot be altered; therefore, voriconazole and Tenofovir disoproxil
fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg must not be co-administered (see section
4.5). _
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4.4 Special warnings and precautions for use

General:

As a fixed combination, Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg
/600mg/200mg should not be administered concomitantly with other medicinal products containing any
of the same active components, efavirenz, emtricitabine or tenofovir disoproxil fumarate. Tenofovir
disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg should not be administered
concomitantly with other cytidine analogues such as lamivudine. (see section 4.5). Tenofovir disoproxil
fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg should not be administered
concomitantly with adefovir dipivoxil.

Transmission of HIV:

Treatment with Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg has
not been shown to eliminate the risk of transmission of HIV infection by sexual contact or by blood
transfer, although the risk may be reduced. Patients should continue to use appropriate precautions to
prevent transmission of HIV.

Other antiretroviral agents:

No data are available on the safety and efficacy of Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine
tablets 300mg /600mg/200mg in combination with other antiretroviral agents. Co-administration of
Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg and didanosine is
not recommended since exposure to didanosine is significantly increased following co-administration
with tenofovir disoproxil fumarate (see section 4.5).

Liver disease:

The safety and pharmacokinetics of efavirenz has not been investigated in patients with severe liver
disease. Therefore Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg
should only be used in this group of patients if the benefits are considered to outweigh the risks, and with
close safety monitoring.

Liver toxicity:

Increased transaminase levels may occur months after starting efavirenz and may be more frequent in
patients with HBV- and/or HCV co-infection. Discontinuation is recommended if hepatotoxicity is
symptomatic, or if the transaminase levels are > 10 times the upper limit of normal.

Hepatic failure has occurred in patients with no preexisting hepatic disease or other identifiable risk
factors (see section 4.8). Liver enzyme monitoring should be considered for patients without preexisting
hepatic dysfunction or other risk factors.

Patients with HIV and hepatitis B (HBV) or C virus (HCV) co-infection

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 reactions.
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Physicians should refer to current HIV treatment guidelines for the optimal management of HIV infection
in patients co-infected with HBV.

Emtricitabine and tenofovir disoproxil fumarate are also active against HBV. Therefore, discontinuation
of Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg therapy in
patients co-infected with HIV and HBV may be associated with severe acute exacerbations of hepatitis.
Patients  co-infected with HIV ~and HBV  who discontinue  Tenofovir  disoproxil
fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg must be closely monitored with both
clinical and laboratory follow-up for at least four months after stopping treatment with Tenofovir
disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg. If appropriate, resumption of
specific anti-hepatitis B therapy may be warranted. In patients with advanced liver disease or cirrhosis.
treatment discontinuation is not recommended since post-treatment exacerbation of hepatitis may lead to
hepatic decompensation.

Rash:

A mild-to-moderate rash very commonly develops within two weeks after starting efavirenz and does not
require treatment discontinuation. The rash usually resolves within two weeks. Severe rash or erythema.
including Stevens-Johnson syndrome. requires immediate discontinuation (see section 4.8).

Central nervous system and psychiatric effects:

Central nervous system and psychiatric side effects are very common after starting efavirenz (see section
4.8). These symptoms typically occur within the first week of treatment and usually resolve within 4
weeks of treatment. There is a potential additive effect with alcohol and other psychoactive drugs.
Patients should be advised that if they experience symptoms such as severe depression, psychosis or
suicidal ideation they should contact their doctor or health care provider immediately to determine
whether the benefits outweigh the risks of continued therapy.

Renal function:

Tenofovir is primarily excreted by the kidneys through a combination of glomerular filtration and active
tubular secretion. Thus, clearance is decreased in patients with impaired renal function. There are limited
data on the safety and efficacy of tenofovir disoproxil fumarate in patients with impaired renal function (<
80 ml/min). In such patients, Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg
/600mg/200mg should only be used if the potential benefits of treatment are considered to outweigh the
potential risks.

In patients with moderate to severe renal impairment, the plasma half-life of emtricitabine is increased
due to decreased clearance. Decreased doses are recommended for patients with creatinine clearance <50

ml/min.
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The use of Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg is not
recommended in patients with creatinine clearance < 50 ml/min. since appropriate dose reductions cannot
be achieved with the combination tablet (see sections 4.2 and 5.2).

Renal failure, renal impairment, elevated creatinine, hypophosphataemia and proximal tubulopathy
(including Fanconi syndrome) have been reported with the use of tenofovir disoproxil fumarate in clinical
practice (see section 4.8). It is recommended that creatinine clearance be calculated in all patients prior to
initiating  therapy and as clinically appropriate during therapy with Tenofovir disoproxil
fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg. Routine monitoring of calculated
creatinine clearance and serum phosphate should be performed in patients at risk for renal impairment.

In patients receiving tenofovir disoproxil fumarate renal function should be re-evaluated within one week,
including measurements of blood glucose, blood potassium and urine glucose concentrations, if serum
phosphate is < 1.5 mg/dl (0.48 mmol/l) or creatinine clearance decreases below 50 ml/min (see section
4.8, proximal tubulopathy). Consideration should also be given to interrupting treatment with Tenofovir
disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg in patients whose creatinine
clearance falls below 50 ml/min or whose serum phosphate decreases below 1.0 mg/dl (0.32 mmol/l)
Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg should be avoided
with concurrent use of a nephrotoxic medicinal product (e.g. aminoglycosides, amphotericin B, foscarnet,
ganciclovir, pentamidine, vancomycin, cidofovir or interleukin-2). If concomitant use of tenofovir
disoproxil fumarate and nephrotoxic agents is unavoidable, renal function should be monitored weekly.
Bone effects:

In a controlled clinical study decreases in bone mineral density of spine and changes in bone biomarkers
from baseline were observed in both treatment groups, but were significantly greater in the tenofovir
disoproxil fumarate treatment group than in the comparator group treated with stavudine (each in
combination with lamivudine and efavirenz) at 144 weeks. Decreases in bone mineral density of the hip
were significantly greater in this group until 96 weeks. However, there was no increased risk of fractures
or evidence for clinically relevant bone abnormalities over 144 weeks.

Tenofovir was studied in HIV-1 infected pediatric subjects 12 years of age and older. Under normal
circumstances, bone mineral density increases rapidly in this age group. In this study, the mean rate of
bone gain was less in the tenofovir-treated group compared to the placebo group. Skeletal growth (height)
appeared to be unaffected. Markers of bone turnover in tenofovir-treated pediatric subjects 12 years of
age and older suggest increased bone turnover, consistent with the effects observed in adults. Due to the
possible effects of tenofovir on bone metabolism, Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine
tablets 300mg /600mg/200mg should only be used in adolescents under the age of 18 if the benefits are

considered to exceed the risk (see also section 4.8).
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Bone abnormalities (infrequently contributing to fractures) may be associated with proximal renal
tubulopathy (see section 4.8). If bone abnormalities are suspected then appropriate consultation should be
obtained.

Osteonecrosis:

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

Lactic acidosis

Is a rare but severe, potentially life-threatening complication associated with use of nucleoside reverse
transcriptase inhibitors (NRTI). Several other agents of this class are known to cause lactic acidosis.
Preclinical and clinical data suggest that the risk of occurrence of lactic acidosis considered a putative
class effect of nucleoside analogues, is very low for tenofovir disoproxil fumarate and emtricitabine.
However, this risk cannot be excluded. Lactic acidosis may occur after a few to several months of NRTI
treatment. Patients with hyperlactataemia may be asymptomatic. critically ill, or may have non-specific
symptoms such as dyspnoea, fatigue, nausea, vomiting, diarrhoea and abdominal pain. Risk factors for
NRTI-related lactic acidosis include female gender and obesity. Patients at increased risk should be
closely monitored clinically. Screening for hyperlactataemia in asymptomatic patients treated with
NRTIs, however, is not recommended. Symptomatic patients usually have levels > 5 mmol/l and require
discontinuation of all NRTTIs. Lactic acid levels > 10 mmol/I usually are a medical emergency.
Lipodystrophy and metabolic disorders:

Combination antiretroviral therapy has been associated with the redistribution of body fat (lipodystrophy)
in HIV-infected patients. Whereas for some other antiretrovirals there is considerable evidence for this
adverse reaction, the evidence for tenofovir, emtricitabine and efavirenz as causative agents is weak;
indeed switching from a thymidine analogue (e.g. stavudine) to tenofovir has been shown to increase limb
fat in patients with lipoatrophy. A higher risk of lipodystrophy has been associated e.g. with older age of
the patient, longer duration of antiretroviral therapy and related metabolic disturbances. Clinical
examination should include evaluation for physical signs of fat redistribution. Measurement of fasting
serum lipids and blood glucose as well as appropriate management of lipid disorders should be considered
(see section 4.8).

Mitochondrial dysfunction:

Nucleoside and nucleotide analogues have been demonstrated. in vitro and in vivo, to cause a variable
degree of mitochondrial damage. There have been reports of mitochondrial dysfunction in HIV-negative

infants exposed in utero and/or postnatally to nucleoside analogues. The main adverse events reported are
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haematological disorders (anaemia, neutropenia) and metabolic disorders (hyperlactataemia,
hyperlipasaemia). These events are often transitory. Some late-onset neurological disorders have been
reported (hypertonia, convulsion, abnormal behaviour). Whether the neurological disorders are transient
or permanent is currently unknown. Any child exposed in utero to nucleoside and nucleotide analogues.
even HIV-negative children, should have clinical and laboratory follow-up and should be fully
investigated for possible mitochondrial dysfunction in case of relevant signs or symptoms. These findings
do not affect current national recommendations to use antiretroviral therapy in pregnant women to prevent
vertical transmission of HIV.

Opportunistic infections:

Patients receiving antiretroviral therapy may continue to develop opportunistic infections and other
complications of HIV infection. Therefore patients should remain under close clinical observation by
physicians or health care providers experienced in the treatment of HIV infection.

Immune Reactivation Syndrome:

In HIV infected patients with pre-existing severe immune deficiency, typically in the first few weeks or
months after initiation of combination ART, an inflammatory reaction to asymptomatic or residual
opportunistic pathogens (e.g. CMV retinitis, mycobacterial infections, Pneumocystis pneumonia) may
arise and cause serious clinical conditions or aggravation of symptoms. Treatment should be instituted
when necessary.

Elderly patients

Elderly patients are more likely to have decreased renal function; therefore caution should be exercised
when treating elderly patients with tenofovir disoproxil fumarate (see below).

Excipients:

Patients with rare hereditary problems of galactose intolerance, the Lapp lactase deficiency or glucose-
galactose malabsorption should not take this medicine.

4.5 Interaction with other medicinal products and other forms of interaction

Interaction relevant to efuvirenz

Efavirenz is eliminated through hepatic metabolism, mainly catalyzed by the genetically polymorphic
cytochrome (CYP) 450 isoform CYP2B6, but also by CYP3A. Therefore, agents that alter the activity of
CYP2B6 or CYP3A may alter the plasma concentration of efavirenz.

Efavirenz is a clinically important inducer of cytochrome P450 enzymes, such as CYP3A4: therefore
interactions with medicinal products metabolized by this pathway may occur. [ vitro, efavirenz is also an
inhibitor of UDP-glucuronosyl transferases, CYP3A4, CYP2C9 and CYP2C19. In the great majority of
cases where efavirenz interacts in vivo with known CYP3A substrates, the net result after multiple doses

is a decreased systemic exposure of the drug interacting with efavirenz.
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Though efavirenz might act in vivo as a net inhibitor of CYP3A4 after the first doses, it has not been
demonstrated that this happens once CYP3A4 induction has set in.

Efavirenz should not be administered concurrently with terfenadine, astemizole, cisapride. pimozide,
bepridil or ergot derivatives, since this may result in altered plasma concentrations of these drugs.
Interactions relevant to emtricitabine:

In vitro, emtricitabine did not inhibit metabolism mediated by any of the following human CYP450
isoforms: 1A2, 2A6, 2B6, 2C9, 2C19, 2D6 and 3A4, and did not inhibit enzymatic glucuronidation.

There are no clinically significant interactions when emtricitabine is co-administered with indinavir,
zidovudine, stavudine or famciclovir. Emtricitabine is primarily excreted via glomerular filtration and
active tubular secretion. With the exception of famciclovir and tenofovir disoproxil fumarate, the effect of
co-administration of emtricitabine with medicinal products that are excreted by the renal route, or other
medicinal products known to affect renal function, has not been evaluated. Coadministration of Tenofovir
disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg with medicinal products that
are eliminated by active tubular secretion may lead to an increase in serum concentrations of either
emtricitabine or a co-administered medicinal product due to\ competition for this elimination pathway.
There is no clinical experience or virologic rationale for the co-administration of emtricitabine and
cytidine analogues. Consequently, Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg
/600mg/200mg should not be administered in combination with lamivudine for the treatment of HIV
infection (see section 4.4).

Interactions relevant to tenofovir

Didanosine:

Co-administration of tenofovir disoproxil fumarate and didanosine is not recommended (see section 4.4
and table of drug interactions below).

Renally eliminated medicinal products:

Since tenofovir is primarily eliminated by the kidneys, co-administration of tenofovir disoproxil fumarate
with medicinal products that reduce renal function or compete for active tubular secretion via transport
proteins hOAT 1. hOAT 3 or MRP 4 (e.g. cidofovir) may increase serum concentrations of tenofovir
and/or the co-administered medicinal products.

Tenofovir disoproxil fumarate should be avoided with concurrent use of a nephrotoxic medicinal product.
such as aminoglycosides, amphotericin B, foscarnet, ganciclovir, pentamidine, vancomycin, cidofovir or
interleukin-2 (see section 4.4).

Given that tacrolimus can affect renal function, close monitoring is recommended when it is
coadministered with tenofovir disoproxil fumarate.

Table of drug interactions for Efavirenz/Emtricitabine/Tenofovir disoproxil fumarate
600mg/200mg/300mg Tablets
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The following list of interactions should not be considered exhaustive, but as representative of the classes

of medicinal products where caution should be exercised (increased exposure is indicated as 7",

decreased exposure as “|”, no change as “—”, thrice daily as t.i.d., twice daily as “b.i.d.”, and once daily
y

as GGq.d.!!)‘

Medicinal

therapeutic areas

products by

Interaction

Recommendations  concerning

co-administration

ANTI-INFECTIVES

Antiretrovirals

Nucleoside analogues

Zidovudine Stavudine Abacavir

No interaction expected

|

Abacavir / tenofovir

Abacavir and Tenofovir disoproxil
fumarate/Efavirenz/Emtricitabine
tablets  300mg  /600mg/200mg

should not be co-administered. as

the additive effect of abacavir is |

| expected to be limited or absent. |

Lamivudine / emtricitabine

Lamivudine and Tenofo\m
disoproxil

fumarate/Efavirenz/Emtricitabine .
tablets  300mg  /600mg/200mg ‘:
should not be co-administered. due
to the  similarity  between
emtricitabine and lamivudine, and
consequently expected lack of

additive effects (see section 4.4.),

Didanosine (400 mg q.d.) /

tenofovir

Didanosine
AUC 1 40-60%

| increased, and CD4 cells may

The risk of didanosine-related
adverse effects (e.g., pancreatitis,

lactic acidosis appears to be

decrease significantly on co-
administration. Also didanosine at
250 mg co-administered with
tenofovir within several different

antiretroviral combination

regimens has been associated with
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a high rate of virological failure. |
Co-administration  of Tenofovir‘
disoproxil ‘
fumarate/Efavirenz/Emtricitabine .
tablets 300mg /600mg/200mg and |
didanosine is not recommended

(see section 4.4),

Non-nucleoside inhibitors of reverse transcriptase

l Nevirapine Etravirine

Concomitant use not recommended
because of additive toxicity and no 1

benefit in terms of efficacy. |

Protease inhibitors

Fosamprenavir/ritonavir
(700/100 mg b.i.d))/ efavirenz

amprenavir
Ctrough | 17%

No significant interaction with

twice daily regimen at steady

No dose adjustment necessary.

state.
Fosamprenavir/ritonavir Amprenavir Avoid  concomitant use  of i=
(1400/200 mg q.d.) / efavirenz Cuin | 36% at steady state Tenofovir disoproxil

fumarate/Efavirenz/Emtricitabine
tablets 300mg /600mg/200mg and

once-daily fosamprenavir regimen.

Saquinavir HCG/ritonavir
(1000/100mg b.i.d) / efavirenz

No clinically relevant  \

interaction was noted.

Insufficient data are available for
making a dosing recommendation
for saquinavir, with or without
co-administered

ritonavir, when

with Tenofovir disoproxil
fumarate/Efavirenz/Emtricitabine

tablets 300mg /600mg/200mg. Co-
administration ~ with  saquinavir,
with or without ritonavir, is not

recommended.

Indinavir (800 mg t.i.d) / efavirenz

Indinavir
AUC | 31%

Concomitant use with unboosted

Indinavir is not recommended.
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Ctrough| 40% [ ;

Indinavir/ritonavir (800/100 mg | Indinavir Concomitant use with boosted
b.i.d.) / efavirenz AUCss | 25% Indinavir is only recommended
Ctrough | 50% when it is possible to monitor the

plasma concentration of Indinavir.

Ritonavir (500 mg b.i.d) /| Interaction studies have shown | Avoid concomitant use with full-

efavirenz moderate increases in the AUC | dose ritonavir, due to low
for both ritonavir and efavirenz. ! tolerability,

Nelfinavir ~ (various doses) /| Interaction studies have shown | Concomitant  use is  only

efavirenz variable results, including a 20% | recommended when it is possible
increase in nelfinavir AUC and | to monitor the plasma

Coniny as well as a 25% decrease in | concentration of nelfinavir.

AUC and 45% decrease in C,,. | !
|

Lopinavir/ritonavir soft capsules | Substantial decrease in lopinavir | Insufficient data are available to

or oral solution / efavirenz exposure. ' make a dosing recommendation for
lopinavir/ritonavir ~ when  dosed
Lopinavir/ritonavir tablets | Lopinavir with Tenofovir disoproxil
(400/100 mg b.i.d.) Cuin | ~40% fumarate/Efavirenz/Emtricitabine '
(500/125 mg b.i.d.) ' tablets 300mg /600mg/200mg. Co-
/efavirenz Lopinavir concentrations: similar | administration of |
to lopinavir/ritonavir 400/100 mg | lopinavir/ritonavir and Tenofovir
Lopinavir/ritonavir (400 mg/100 | twice daily without efavirenz disoproxil
mg b.i.d.) /tenofovir fumarate/Efavirenz/Emtricitabine
Lopinavir/ritonavir: No | tablets 300mg /600mg/200mg is
significant effect on | not recommended.
lopinavir/ritonavir PK =
parameters.
Tenofovir
AUC 1 32%
C o
Cuin T 51%
Atazanavir 400 mg / efavirenz Atazanavir Concomitant use of Tenofovir
AUCss | 74%, disoproxil
Btazanavir (400 mg qd)/ | Cunl93% | fumarate/Efavirenz/Emtricitabine
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tenofovir tablets 300mg /600mg/200mg and |
Atazanavir unboosted  atazanavir is  not |
AUC | 25% recommended. :
Coax | 21% !
Cruin | 40% |

|

Tenofovir ‘
AUC 1 24% ‘
Conx T 14%
Conn 1 22% |

Atazanavir/ritonavir/Tenofovir Atazanavir: Co-administration of f

disoproxil fumarate AUC | 25% (] 42to | 3) atazanavir/ritonavir and

(300 mg g.d./100 mg q.d./300 mg | C,u | 28% (] 50t0 1 5) .' Tenofovir disoproxil

q.d.)

Atazanavir/ritonavir/Efavirenz
(400 mg q.d./100 mg q.d./600 mg
q.d., all administered with food)

Atazanavir/ritonavir/Efavirenz
(400 mg q.d./200 mg q.d./600 mg

q.d., all administered with food)

Cann | 26% (1 46 10 1 10)

of
with

Co-administration
atazanavir/ritonavir

tenofovir resulted in increased

exposure to tenofovir. Higher |

tenofovir concentrations could

potentiate  tenofovir-associated
adverse events, including renal

disorders.

Atazanavir

AUC «* (] 9% to 1 10%)
Ciaac T1T%* (1'840'127)
Chnin | 42%* (| 31to | 51)

Atazanavir

AUC «*/%¥ (| 10% to 1 26%)
Crax <*/** (| 5% to 1 26%) Cuin
T 12%*/%* (| 16 to 1 49)

(CYP3A4 induction).

l fumarate/Efavirenz/Emtricitabine
| tablets 300mg /600mg/200mg is |

not recommended.
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* When compared to atazanavir
300 mg/ritonavir 100 mg q.d. in
the evening without efavirenz.

This decrease in atazanavir C,;,

might negatively impact thcr
efficacy of atazanavir. ll

|
i based  on historical

comparison. Co-administration of

efavirenz with
atazanavir/ritonavir is not
recommended.
Tipranavir/ritonavir / efavirenz Appropriate  data on  the | The combination of 'I‘enofoviri

interaction between the approved

tipranavir regimen and efavirenz

disoproxil

fumarate/Efavirenz/Emtricitabine

are lacking. tablets 300mg /600mg/200mg and
tipranavir/ritonavir ~ should  be |
avoided.
Darunavir/ritonavir (300/100 mg | Darunavir The clinical significance of the

b.i.d) / efavirenz

Darunavir/ritonavir (300 mg/100

mg b.i.d.) / tenofovir

AUC at steady state | 13%,
Cmin l 31%.

Efavirenz
AUC 1 21%,
Cmin T 17%

Darunavir;

No  significant  effect on

darunavir/ritonavir PK

parameters.

Tenofovir
AUC: 7 22%
Cmin: T 3?%

|
changes in darunavir and efavirenz :
|

concentrations  has been

established,

not

and may vary
depending on, e.g.. whether there is
clinically significant resistance to
darunavir. Darunavir/ritonavir

should be used with caution in

combination with Tenofovir
disoproxil
fumarate/Efavirenz/Emtricitabine

tablets 300mg /600mg/200mg.
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CCR-5 antagonists

Maraviroe (100 mg b.i.d) /
efavirenz 600 mg q.d

Maraviroc
AUC | 45%
Coax L 51%

When co-treating with maraviroc
and efavirenz in the absence of a
boosted PI. the maraviroc dose
should be increased to 600 mg
twice daily. For other
combinations, please refer to the
SmPC for the medicinal product

containing maraviroc.

Integrase strand transfer inhibitors

Raltegravir (400 mg single dose) /
efavirenz Raltegravir (400 mg

b.i.d.) / tenofovir

Raltegravir
AUC | 36%
AUC 1 49%
Cnax T 64%

No dosage adjustment is necessary
if Tenofovir disoproxil
fumarate/Efavirenz/Emtricitabine
tablets 300mg /600mg/200mg and

raltegravir are co-administered.

Antifungals

Ketoconazole (400 mg single dose;
efavirenz 600 mg to steady state) /

efavirenz

Ketoconazole

AUC | 72%

Consider alternative antifungal
agent, or use therapeutic drug

monitoring (TDM) if available.

Itraconazole (200 mg b.i.d) /

[traconazole

Consider alternative antifungal

efavirenz AUC at steady state | 39%. agent, or use TDM if available.
Chin | 44%

Posaconazole (400 mg b.i.d./400 Posaconazole Concomitant use of posaconazole

mg q.d.) / efavirenz AUC | 50% and efavirenz should be avoided.
Chax | 45%

Fluconazole (200 mg q.d) /

efavirenz

No significant interaction

Voriconazole (200 b.i.d) / efavirenz
(600mg)

No data available

Efavirenz and voriconazole at
standard doses must not be

coadministered.

Voriconazole (200 mg b.i.d.)/
efavirenz 400 mg q.d)

Voriconazole

AUCss: | 77%

efavirenz
AUCss: T 44%

The dose reduction for efavirenz
with voriconazole at standard dose
leads to a significant alteration in
the pharmacokinetics of both drugs

and must thus not be used.
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Voriconazole (400 mg b.i.d) /
efavirenz 300 mg q.d)

Voriconazole
AUCss | 7%

efavirenz

AUCss 1 17%

both compared with standard
doses of voriconazole and
efavirenz (200 mg b.i.d and 600
mg q.d, respectively)

If coadministration is considered

necessary, voriconazole should be
dosed 400 mg b.i.d and efavirenz
dosed at 300 mg q.d. As this dose

' reduction of efavirenz cannot be |

accommodated for with Tenofovir
disoproxil
fumarate/Efavirenz/Emtricitabine
tablets 300mg /600mg/200mg,

alternative formulations of

efavirenz, tenofovir and
emtricitabine should be used (see 1

section 4.3.). I

Antibacterials/Antituberculotics

Clarithromyein (500 mg b.i.d.

multiple doses) / efavirenz

Clarithromycin AUC | 39%:; 14-
OH-clarithromycin AUC T 34%

The clinical significance, if any, of
these alterations in clarithromycin
exposure are not known. A high
frequency of rash was seen when
the drugs were co-administered in
healthy volunteers. Consider

azithromycin instead, if possible.

Azithromyein (600 mg single dose)

/ efavirenz (400 mg once daily),

No clinically significant

pharmacokinetic interaction

No dosage adjustment is necessary

for either medicinal product.

Rifampicin (600 mg q.d. multiple

doses)/ efavirenz

Efavirenz AUC | 26%, Ciuin |
32%

When co-treating, a dose increase
of efavirenz from 600 mg to 800

mg q.d. should be considered.

Rifabutin (300 mg q.d) / efavirenz

Rifabutin AUCss | 38%

Increase rifabutin dose by 50% if
co-treating with Tenofovir
disoproxil
fumarate/Efavirenz/Emtricitabine

tablets 300mg /600mg/200mg

Antimalarials

Atovaquone
Chloroquine

Mefloquine

No formal interaction studies
available, Drug interactions and

safety in co-administration with
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Proguanil
Sulfadoxine

Pyrimethamine / efavirenz

efavirenz has not been
systematically evaluated; on a
theoretical basis, clinically
significant drug interactions with

efavirenz are unlikely

Amodiaquine/Artesunate
(600/250 mg q.d.) / efavirenz

An interaction study (EFV at
steady-state) was terminated after
the first two subjects developed
asymptomatic but significant
hepatic enzyme elevations after a
three-day course of amodiaquine.
Amodiaquine AUC 1 114 and

302% respectively.

Possibly increased hepatic toxicity.

Avoid combination. ‘

Quinine / efavirenz

No formal interaction study
available. Quinine is extensively
metabolised by CYP3A. Co-
administration with efavirenz
may decrease quinine exposure,

and reduce the antimalarial effect.

If possible. an alternative agent to
quinine should be used in co- |
treatment with Tenofovir |
disoproxil |
fumarate/Efavirenz/Emtricitabine

tablets 300mg /600mg/200mg

Lumefantrine Halofantrine /

efavirenz

interaction studies
These agents are

metabolised by CYP3A:; hence,

No formal

available,

co-treatment with efavirenz may

decrease EexXposure.

Co-treatment with Tenofovir
disoproxil
fumarate/Efavirenz/Emtricitabine
tablets 300mg /600mg/200mg is

not recommended.

Artemisinin and its derivatives /

efavirenz

No formal interaction studies
available. Artemisinin and its
derivatives are transformed

into active metabolites by
CYP3A. Exposure may be
decreased by efavirenz.

Empirical data are lacking and
possible clinical consequences are

unknown.

ANTIVIRALS AGAINST HBV

Adefovir dipivoxil / tenofovir

AUC: «

Tenofovir

disoproxil
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fumarate/Efavirenz/Emtricitabine
300mg  /600mg/200mg

not be administered

tablets
should
concurrently

with adefovir

dipivoxil due to an expected lack

of additive effect (see section 4.4).

Entecavir

(I'mgq.d.)

AUC: «

Cmax: il

No

pharmacokinetic interactions when

clinically significant

Tenofovir disoproxil
fumarate/Efavirenz/Emtricitabine
tablets 300mg /600mg/200mg is |

co-administered with entecavir.

ANTICONVULSANTS

Carbamazepine (400 mg q.d) /

efavirenz

Carbamazepine AUCss: |
27%, Coin |

35%;

efavirenz AUCss: | 36%.
Conin { 47%

Co-administration with Tenofovir

disoproxil

fumarate/Efavirenz/Emtricitabine
300mg  /600mg/200mg

tablets
should be avoided unless plasma
concentrations of carbamazepine

and efavirenz can be monitored.

Phenytoin / efavirenz

No interaction study available.
Phenytoin and efavirenz clearance

is likely to be increased.

Co-administration should  be

avoided unless plasma
concentrations of Phenytoin and

efavirenz can be monitored

Valproic acid (250 mg b.i.d) /

efavirenz

No significant interaction is

likely.

Vigabatrin

No significant interaction is likely

Tenofovir disoproxil
fumarate/Efavirenz/Emtricitabine

tablets 300mg /600mg/200mg and
vigabatrin can be co-administered

without dose adjustment.

CARDIOVASCULAR AGENTS

Calcium channel blockers

Diltiazem (240 mg q.d.) / efavirenz

Diltiazem:

AUC: | 69%

Monitor the clinical effect of

diltiazem and increase dose if
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Desacetyl diltiazem:

AUC: | 75%
N-monodesmethy! diltiazem:
AUC: | 37%

necessary.

Verapamil, felodipine, nifedipine,

nicardipine / efavirenz

Interaction not studied.
Calcium channel blocker
exposure is likely to be
lowered in co-treatment with

efavirenz.

Monitor clinical effect and
increase calcium channel blocker

dose if necessary

LIPID LOWERING AGENTS

Atorvastatin (10 mg q.d) /

efavirenz

Atorvastatin:
AUC: | 43%
Total active moiety:

AUC: | 34%

Cholesterol levels should be

periodically monitored and the
dose of Atorvastatin increased in

case of insufficient efficacy.

Pravastatin (40 mg q.d.) /

efavirenz

Pravastatin:
AUC: | 40%

should be

periodically monitored and

Cholesterol levels

the

dose of Pravastatin increased in |

case of insufficient efficacy.

Simvastatin 40 mg g.d.) / efavirenz

Simvastatin;
AUC: | 69%
Total active moiety:
AUC: | 60%

Cholesterol  levels should be

periodically monitored and
dose of simvastatin increased in

case of insufficient efficacy.

the |

Rosuvastatin / efavirenz

Interaction not studied.
Rosuvastatin is largely excreted
unchanged via the faeces;
therefore metabolic drug
interaction with efavirenz is not

expected.

HORMONAL CONTRACEPTIVES

Ethinylestradiol/norgestimate
(0.035 mg+0.25 mg q.d) /

efavirenz

No change in ethinylestradiol
exposure.

Levonorgestrel AUC | 83%,
norelgestromin AUC | 64%

(active metabolites).

A reliable method of barrier
contraception should be used in

addition to oral contraceptives.

DMPA (150 mg i.m. single dose) /

The pharmacokinetics and

Because of the limited
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efavirenz

efficacy of DMPA was not
altered due to co-treatment

with efavirenz

information available. a reliable

method of barrier contraception |

must be used in addition to

hormonal contraception.

Etonogestrel (implant) / efavirenz

Interaction not studied.
Decreased exposure of
etonogestrel may be expected due
to the CYP3A induction of
efavirenz. There have been
occasional post marketing reports
of contraceptive failure with
etonogestrel in efavirenz exposed

patients.

A reliable method of barrier

contraception must be used in
addition to

contraception,

hormonal |

IMMUNOSUPPRESSANTS

Tacrolimus, cyclosporine,
sirolimus /

efavirenz

Interaction not formally

studied. Decreased exposure

of these immunosuppressants
may be expected when co-treating

with efavirenz.

Dose  adjustments  of  the

immunosuppressants  may  be
needed. Close
immunosuppressant
concentrations for at least 2 weeks
(until steady-state concentrations
are reached) is recommended
when starting or stopping therapy
with

Tenofovir disoproxil

fumarate/Efavirenz/Emtricitabine

tablets 300mg /600mg/200mg

monitoring  of |

drug

i

OTHERS

Methadone / efavirenz

Methadone AUC | 52%

Monitor for withdrawal symptoms
and increase methadone dose if

necessary.

Buprenorphine / efavirenz

Buprenorphine AUC | 50%:;
norbuprenorphine AUC | 71%
(active metabolite)

Despite these decreases in
exposure, no patients in the study

exhibited withdrawal symptoms.

Monitor for withdrawal symptoms
and increase buprenorphine dose

if necessary.
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Warfarin / efavirenz

No interaction study available
Co-administration may
decrease (and less likely

increase warfarin exposure.)

Monitor INR. Dose adjustments of ]

warfarin may be necessary. ‘

Lorazepam (2mg single dose) /

efavirenz

' Lorazepam:

AUC: 1 7% (1 1to 1 14)

No dose adjustment necessary

Midazolam, Triazolam / efavirenz

No interaction study available

These benzodiazepines are |
metabolised by CYP3A. While

efavirenz is an inducer of CYP3A

in vivo, it acts as an inhibitor in
vitro. The impact of co-

administration on midazolam and

triazolam  pharmacokinetics
unknown. Co-administer  with
caution,

St. John’s Wort (hypericum No interaction study available Concomitant

perforatu) | contraindicated. Co-administration

efavirenz likely to decrease efavirenz levels
and to precipitate virological
failure.

4.6 Pregnancy and lactation

Women of childbearing potential

Based on the animal data, it is recommended that pregnancy should be avoided in women treated with
efavirenz, one of the components of Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg
/600mg/200mg. Barrier contraception should always be used in combination with other methods of
contraception (for example, oral or other hormonal contraceptives). Because of the long half-life of
efavirenz, use of adequate contraceptive measures for 12 weeks after discontinuation of efavirenz is
recommended. Women of childbearing potential should undergo pregnancy testing before initiation of
Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg.

Pregnancy

Studies of efavirenz in animals have shown reproductive toxicity, including marked teratogenic effects
(see section 5.3). Cases of neural tube defects in infants born to women with first trimester exposure have
been reported., The post marketing data available (Wwww.apregistry.com) including sufficient pregnancies
to exclude a twofold increase from baseline, does not demonstrate an increased number of malformations
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in mothers exposed to efavirenz, nor any specific pattern of malformations. Efavirenz should not be used
during the first trimester of pregnancy.

Animal studies do not indicate direct or indirect harmful effects of tenofovir disoproxil fumarate or
emtricitabine with respect to pregnancy, foetal development, parturition or postnatal development (see
section 5.3). In humans, the safety of tenofovir and emtricitabine in pregnancy has not been fully
established. Sufficient numbers of first trimester exposures have been monitored, however, to detect at
least a twofold increase in the risk of overall birth defects. No increase in birth defects was seen

(www.apregistry.com).

Due to the  possible teratogenic  effects of  efavirenz,  Tenofovir  disoproxil
fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg should not be used during the first
trimester of pregnancy, and only used during the subsequent trimester if the benefit is considered to
outweigh the risk.

Breastfeeding

In animal studies it has been shown that tenofovir is excreted into milk. It is not known whether tenofovir,
emtricitabine or efavirenz are excreted in human milk.

Current recommendations on HIV and breastfeeding (e.g. those from the WHO) should be consulted
before advising patients on this matter. Preferred options may vary depending on the local circumstances.
4.7 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed. However.
dizziness has been reported during treatment with efavirenz, emtricitabine and tenofovir disoproxil
fumarate. Efavirenz may also cause impaired concentration and/or somnolence. Patients should be
instructed that if they experience these symptoms they should avoid potentially hazardous tasks such as
driving and operating machinery.

4.8 Undesirable effects

The following adverse events have been reported in controlled clinical trials during treatment of HIV-1
infection with tenofovir disoproxil fumarate, emtricitabine and efavirenz.

The adverse events considered at least possibly related to the treatment are listed below by body system,
organ class and absolute frequency. Frequencies are defined as very common (=1/10), common (>1/100,
<1/10), uncommon (=1/1000, <1/100), rare (=1/10,000, <1/1000), very rare (<1/10.000). In addition,
adverse events identified during post-approval use are listed (frequency category: ‘not known’). Since
they are reported voluntarily from a population of unknown size, estimates of frequency cannot be made.
These events have been included for their potential causal connection to the active components of
Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg, taking also into
account their seriousness and the number of reports.

Metabolic and nutrition disorders
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Very common. hypophosphataemia
Common: increases in fasting triglycerides, total cholesterol, high- and low-density lipoprotein
cholesterol, hyperglycaemia

Rare: lactic acidosis

Uncommon hypokalaemia.

Not known: lipodystrophy,

Blood and lymphatic system disorders

Common: neutropenia

Uncommon: anaemia

Vascular disorders

Uncommon: Flushing

Immune system disorders

Jncommon: allergic reaction, hypersensitivity

Nervous system disorders

Very common: headache, dizziness

Common: abnormal dreams. insomnia, disturbance in attention. somnolence, cerebellar coordination

and balance disturbances,

Uncommon: agitation, amnesia, ataxia, abnormal coordination, confusional state, convulsions, abnormal
thinking. tremor.

Psychiatric disorders

Common: anxiety and depression

Uncommon: affect lability, aggression, euphoric mood, hallucination, mania. paranoia, suicide attempt,
suicidal ideation

Rare: neurosis®, delusion®, completed suicide®.

Hepatobiliary disorders

Common: elevation of liver enzymes, hyperbilirubinemia

Uncommon: acute hepatitis

Rare:: hepatic failure*, hepatic steatosis.

Skin and subcutaneous tissue disorders

Very common: rash

Common: pruritus, urticaria, skin discolouration (increased pigmentation)

Uncommon: erythema multiforme, angioedema, Stevens-Johnson syndrome

Rare: photoallergic dermatitis.

Musculoskeletal and connective tissue disorders

Very common: elevated creatine kinase 74 J W, T
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Uncommon: rhabdomyolysis, muscular weakness, myalgia

Rare: osteomalacia (manifested as bone pain and infrequently contributing to fractures)*, myopathy (see
section 4.4).

Reproductive system and breast disorders

Uncommon: gynecomastia, libido decreased.

Eye disorders

Uncommon: blurred vision.

Ear and labyrinth disorders

Uncommon: vertigo tinnitus.

Respiratory, thoracic and mediastinal disorders

Very rare: dyspnoea

Gastrointestinal disorders

Very common: diarrhoea, vomiting, nausea

Common: dry mouth, increased appetite, elevated serum lipase, elevated amylase including elevated
pancreatic amylase, abdominal pain, dyspepsia, flatulence. anorexia

Uncommon: pancreatitis

Renal and urinary disorders

Uncommon: increased creatinine, proteinuria

Rare: renal failure (acute and chronic), proximal renal tubulopathy including Fanconi syndrome, acute
tubular necrosis nephritis (including acute interstitial nephritis)*. nephrogenic diabetes insipidus.

General disorders and administration site disorders

Common: pain, asthenia

Not known: immune reconstitution syndrome (see section 4.4), flushing.

* These adverse reactions were identified through post-marketing surveillance for either efavirenz,
emtricitabine or tenofovir disoproxil fumarate. The frequency category was estimated from a statistical
calculation based on the total number of patients treated with any of the components of this fixed dose
combination.

Description of selected adverse reactions

Renal tubulopathy

The following adverse reactions, listed under the body system headings above, may occur as a
consequence of proximal renal tubulopathy due to tenofovir disoproxil fumarate: rhabdomyolysis.
osteomalacia (manifested as bone pain and infrequently contributing to fractures). hypokalaemia,
muscular weakness. myopathy and hypophosphataemia. These events are not considered to be causally
associated with Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg in

the absence of proximal renal tubulopathy.
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Nervous system symptoms

Nervous system symptoms are common with efavirenz, one of the components of Tenofovir disoproxil
fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg. In clinical controlled studies of
efavirenz, nervous system symptoms of moderate to severe intensity were experienced by 19% (severe
2%) of patients, and 2% of patients discontinued therapy due to such symptoms. They usually begin
during the first one or two days of efavirenz therapy and generally resolve after the first two to four
weeks. They may occur more frequently when Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine
tablets 300mg /600mg/200mg is taken concomitantly with meals possibly due to increased efavirenz
plasma levels (see section 5.2). Dosing at bedtime seems to improve the tolerability of these symptoms
(see section 4.2).

Bone effects of tenofovir in adolescents

The effect of tenofovir on bone mass in those not fully grown is a specific theoretical safety concern.
Assessment of adverse reactions is based on one randomized trial (Study 321) in 87 HIV-1 infected
paediatric subjects (12 to <18 years of age) who received treatment with tenofovir (N=45) or placebo
(N=42) in combination with other antiretroviral agents for 48 weeks. Bone effects observed in paediatric
subjects 12 years of age and older, such as an increased bone turnover, were consistent with those
observed in adult clinical trials (see section 4.4).

4.9 Overdose

If overdose occurs the patient must be monitored for evidence of toxicity (see sections 4.8 and 5.3), and
standard supportive treatment applied as necessary.

Some patients accidentally taking efavirenz 600 mg twice daily have reported increased nervous system
symptoms. One patient experienced involuntary muscle contractions. Administration of activated charcoal
may be used to aid removal of unabsorbed efavirenz. There is no specific antidote for overdose with
efavirenz. Since efavirenz is highly protein bound, dialysis is unlikely to remove significant quantities of
it from blood.

Tenofovir and emtricitabine can be removed by haemodialysis. It is not known whether emtricitabine or
tenofovir can be removed by peritoneal dialysis.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antivirals for treatment of HIV infections, combinations, ATC code:

JOSAR

Mechanism of action and pharmacodynamic effects

Efavirenz is a non-nucleoside reverse transcriptase inhibitor (NNRTI) of HIV-1. Efavirenz binds directly
to reverse transcriptase and blocks the RNA-dependent and DNA-dependent DNA polymerase activities

by inducing a conformational change that causes a disruption of the enzyme's catalytic site. The activity
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of efavirenz does not compete with template or nucleoside triphosphates. HIV-2 reverse transcriptase and
eukaryotic DNA polymerases (such as human DNA polymerases a, B, v, or 8) are not inhibited by
efavirenz.

Emtricitabine is an analogue of the nucleoside cytidine. Tenofovir disoproxil fumarate is converted in
vivo to tenofovir, a nucleoside monophosphate (nucleotide) analogue of adenosine monophosphate.
Emtricitabine and tenofovir are phosphorylated by cellular enzymes to form emtricitabine triphosphate
and tenofovir diphosphate, respectively. Emtricitabine triphosphate and tenofovir diphosphate
competitively inhibit HIV-1 reverse transcriptase (RT), resulting in DNA chain termination. Both
substances are active against HIV-1 and HIV-2, as well as against hepatitis B virus.

Resistance

The K65R mutation is selected in vitro when HIV-1 is cultured in the presence of increasing tenofovir
concentrations. It may also emerge in vivo upon virological failure of a treatment regimen including
tenofovir. K65R reduces tenofovir susceptibility in vitro approximately 2-fold, and has been associated
with a lack of response to tenofovir-containing regimens. Clinical studies in treatment experienced
patients have assessed the anti-HIV activity of tenofovir against strains of HIV-1 with thymidine analogue
mutations (TAMs), which are not selected for by tenofovir. Patients whose HIV expressed 3 or more
TAM:s that included either the M41L or L210W mutation showed reduced response to tenofovir.

HIV-1 resistance to emtricitabine develops as the result of the M184V mutation in the RT. This HIV-I
mutation was observed in vitro and in HIV-1 infected patients. Emtricitabine-resistant viruses were cross-
resistant to lamivudine, but retained sensitivity to other nucleoside reverse transcriptase inhibitors
(NRTIs) (zidovudine, stavudine, tenofovir, abacavir, didanosine and zalcitabine), all nonnucleoside
reverse transcriptase inhibitors (NNRTIs) and all protease inhibitors (PIs).

A large proportion of patients experiencing virological failure while receiving efavirenz will develop
resistance 1o efavirenz. The main mutations occurring are K103N, G1 90S/A/E and Y 188L: a single one of
these mutations is sufficient to cause high-grade resistance. The cross resistance between efavirenz and
nevirapine or delavirdine is extensive; therefore patients who have experienced virological failure with
cither of these drugs, are likely to harbour virus not susceptible to efavirenz, and vice versa. With an
accumulating number of NNRTI mutations, the susceptibility to etravirine will also be compromised.

Due to the long half-life of efavirenz, a period of functional monotherapy with efavirenz may follow upon
discontinuation of effective efavirenz-containing antiretroviral therapy. This may cause significant
resistance, and compromise the efficacy of future efavirenz, nevirapine or delavirdine therapy (see section
4.4)

Clinical results

When tenofovir and emtricitabine were combined with efavirenz in treatment-naive patients with HIV- 1.

the proportion of patients (ITT) with HIV-RNA <50 copies/ml were 80 and 64% at 48 and 144 weeks,
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respectively. In another study, were tenofovir and emtricitabine were combined with lopinavir/ritonavir
given once or twice daily in treatment naive patients, 70% and 64% of patients demonstrated HIV-1 RNA
<50 copies/ml with the once and twice daily regimens of lopinavir/ritonavir, respectively.

No specific studies with the combination tenofovir, emtricitabine and efavirenz have been conducted in
adolescents.

5.2 Pharmacokinetic properties

Efavirenz

Absorption and Bioavailability

Bioavailability is 40% to 45% without food. Food increases absorption significantly. Time to peak plasma
concentrations (3 - 5 hours) did not change following multiple dosing and steady-state plasma
concentrations were reached in 6 - 7 days.

Following single dose of administration of Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets
300mg /600mg/200mg in healthy volunteers, mean (+SD) efavirenz C,,, value was 2.19 (£0.75) ug/ml
and the corresponding value for AUC.,, was 54.2 (£16.6) pg.h/ml. The median efavirenz t,,, value was
4,68 (£ 3.37) hours.

Distribution

Efavirenz is highly bound (more than 99%) to human plasma proteins, predominantly albumin, In HIV-1
infected patients who received efavirenz 200 to 600 mg once daily for at least one month. mean
cercbrospinal fluid concentrations 0.69% of the corresponding plasma concentration were reached. This
proportion is approximately 3-fold higher than the non-protein-bound (free) fraction of efavirenz in
plasma.

Metabolism

Efavirenz is principally metabolised by the cytochrome P450 system to hydroxylated metabolites. These
metabolites are essentially inactive against HIV-1. In vitro studies, supported by in vivo observations,
suggest that CYP3A4 and CYP2B6 are the major isoenzymes responsible for efavirenz metabolism.
Efavirenz has been shown to induce cytochrome P450 enzymes. resulting in the induction of its own
metabolism.

Elimination

Efavirenz has a relatively long terminal half-life of 17 to 154 hours after single doses. and 40 — 55 hours
after multiple doses. In individuals with certain mutant CYP2B6 genotypes (e.g. the T/T genotype at
G516T) the terminal half-life may be substantially prolonged, and drug exposures higher. These
genotypes are particularly common among Africans and African Americans. In patients with liver
impairment, lower efavirenz clearance and higher drug exposures have been reported. Approximately 14 -
34% of a radio-labelled dose of efavirenz was recovered in the urine and less than 1% of the dose was

excreted in urine as unchanged efavirenz.
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Emtricitabine:

Absorption

The absolute bioavailability of emtricitabine has been estimated to 75-93%. Administration of
emtricitabine with or without food did not affect systemic exposure.

Following single dose administration of Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets
300mg /600mg/200mg in healthy volunteers, the mean (SD) emtricitabine Cp,y value was 2413 (£537)
ng/ml and the corresponding value for AUC was 12832 (+2044) ng.h/ml. The mean (£SD) emtricitabine
tax Value was 1.59 (£0.69) hours.

Distribution

In vitro binding of emtricitabine to human plasma proteins was < 4% and independent of concentration
over the range of 0.02-200 pg/ml. The apparent volume of distribution after intravenous administration of
emtricitabine was 1.440.3 I/kg.

Elimination

Emtricitabine is primarily excreted by the kidneys with complete recovery of the dose achieved in urine
(approximately 86%) and faeces (approximately 14%). Thirteen percent of the emtricitabine dose was
recovered in urine as three metabolites. The systemic clearance of emtricitabine averaged 307 ml/min
(4.03 ml/min/kg). Following oral administration, the elimination half-life of emtricitabine is
approximately 10 hours.

Intracellular pharmacokinetics

In a clinical study, the intracellular half-life of emtricitabine-triphosphate in peripheral blood
mononuclear cells was 39 hours. Intracellular triphosphate levels increased with dose, but reached a
plateau at doses of 200 mg or greater.

Adults with renal insufficiency

Pharmacokinetic parameters were determined following administration of a single dose of 200 mg
emtricitabine hard capsules to 30 non-HIV infected subjects with varying degrees of renal insufficiency.
Subjects were grouped according to baseline creatinine clearance (> 80 ml/min as normal function; 50-80
ml/min as mild impairment; 30-49 ml/min as moderate impairment; < 30 ml/min as severe impairment; <
15 ml/min as functionally anephric requiring haemodialysis). The systemic emtricitabine exposure (mean
+ standard deviation) increased from 11.8+2.9 pug-h/mlin subjects with normal renal function to 19.9+1.1,
25.0+5.7 and 34.0£2.1 pg'h/ml, in patients with mild, moderate and severe renal impairment,
respectively.

In patients with ESRD on haemodialysis, approximately 30% of the emtricitabine dose was recovered in
dialysate over a 3 hour dialysis period which had been started within 1.5 hours of emtricitabine dosing
(blood flow rate of 400 ml/min and dialysate flow rate of approximately 600 ml/min).

Hepatic insufficiency
C?Z//( £ /5(_9' Z-y’gfé,.,.{.’{"‘
AL L0 S l%c’//;;y



The pharmacokinetics of emtricitabine have not been studied in non-HBV infected subjects with varying
degrees of hepatic insufficiency. In general, emtricitabine pharmacokinetics in HBV infected subjects
were similar to those in healthy subjects and in HIV infected subjects.

Pharmacokinetic data are not available in the elderly.

Tenofovir disoproxil fumarate

Tenofovir disoproxil fumarate is a water-soluble ester prodrug, which is rapidly converted in vivo to
tenofovir and formaldehyde. Tenofovir is converted intracellularly to tenofovir monophosphate and to the
active component, tenofovir diphosphate.

Absorption

Following oral administration of tenofovir disoproxil fumarate to HIV infected patients, tenofovir
disoproxil fumarate is rapidly absorbed and converted to tenofovir. The oral bioavailability of tenofovir
from tenofovir disoproxil fumarate in fasted patients was approximately 25%.

Administration of tenofovir disoproxil fumarate with a high fat meal enhanced the oral bioavailability,
with an increase in tenofovir AUC by approximately 40% and C,,« by approximately 14%.

Following single dose administration of Efavirenz/Emtricitabine/Tenofovir disoproxil fumarate
600mg/200mg/300 mg Tablets in healthy volunteers, the mean (+SD) tenofovir Cy.x value was 314 (+86)
ng/ml and the corresponding value for AUC was 2531 (+487) ng.h/ml. The mean (+SD) tenofovir t,.x
value was 1.11 (= 0.41) hours.

Distribution

Following intravenous administration the steady-state volume of distribution of tenofovir was estimated
to be approximately 800 ml/kg. In vitro protein binding of tenofovir to plasma or serum protein was less
than 0.7 and 7.2%, respectively, over the tenofovir concentration range 0.01 to 25 pg/ml.

Elimination

Tenofovir is primarily excreted hy the kidney, both by filtration and an active tubular transport system
with approximately 70-80% of the dose excreted unchanged in urine following intravenous
administration. Total clearance has been estimated to be approximately 230 ml/h/kg (approximately 300
ml/min).

Renal clearance has been estimated to be approximately 160 ml/h/kg (approximately 210 ml/min), which
is in excess of the glomerular filtration rate. This indicates that active tubular secretion is an important
part of the elimination of tenofovir. Following oral administration the terminal half-life of tenofovir is
approximately 12 to 18 hours.

Studies have established the pathway of active tubular secretion of tenofovir to be influx into proximal
tubule cell by the human organic anion transporters (hOAT) 1 and 3 and efflux into the urine by the
multidrug resistant protein 4 (MRP 4). In vitro studies have determined that neither tenofovir disoproxil

fumarate nor tenofovir are substrates for the CYP450 enzymes.
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Age and gender
Limited data on the pharmacokinetics of tenofovir in women indicate no major gender effect.

Tenofovir exposure achieved in adolescent patients receiving oral daily doses of tenofovir 300 mg was
similar to exposures achieved in adults receiving once-daily doses of tenofovir 300 mg.

Pharmacokinetic studies have not been performed in children or in the elderly (over 65 years).
Pharmacokinetics have not been specifically studied in different ethnic groups.

Renal impairment

Pharmacokinetic parameters of tenofovir were determined following administration of a single dose of
tenofovir disoproxil fumarate 300 mg to 40 non-HIV. non-HBYV infected patients with varying degrees of
renal impairment defined according to baseline creatinine clearance (CrCl) (normal renal function when
CrCl > 80 ml/min; mild with CrCl = 50-79 ml/min: moderate with CrCl = 30-49 ml/min and severe with
CrCl = 10-29 ml/min). Compared with patients with normal renal function, the mean (%CV) tenofovir
exposure increased from 2,185 (12%) ng-h/ml in subjects with CrCl > 80 ml/min to respectively 3,064
(30%) ng-h/ml, 6,009 (42%) ng-h/ml and 15,985 (45%) ng-h/ml in patients with mild, moderate and
severe renal impairment. The dosing recommendations in patients with renal impairment, with increased
dosing interval, are expected to result in higher peak plasma concentrations and lower C,,, levels in
patients with renal impairment compared with patients with normal renal function. The clinical
implications of this are unknown.

In patients with end-stage renal disease (ESRD) (CrCl < 10 ml/min) requiring haemodialysis, between
dialysis tenofovir concentrations substantially increased over 48 hours achieving a mean Cq of 1,032
ng/ml and a mean AUC.g, of 42,857 ng-h/ml. It is recommended that the dosing interval for tenofovir
disoproxil fumarate 300 mg is modified in patients with creatinine clearance < 50 ml/min or in patients
who already have ESRD and require dialysis (see section 4.2).

The pharmacokinetics of tenofovir in non-haemodialysis patients with creatinine clearance < 10 ml/min
and in patients with ESRD managed by peritoneal or other forms of dialysis have not been studied.
Hepatic impairment

A single 300 mg dose of tenofovir disoproxil fumarate was administered to non-HIV, non-HBV infected
patients with varying degrees of hepatic impairment defined according to Child-Pugh-Turcotte (CPT)
classification. Tenofovir pharmacokinetic parameters were not substantially altered in subjects with
hepatic impairment suggesting that no dose adjustment is required in these subjects. The mean (%CV)
tenofovir C, and AUC,.. values were 223 (34.8%) ng/ml and 2,050 (50.8%) ng-h/ml, respectively, in
normal subjects compared with 289 (46.0%) ng/ml and 2,31 (43.5%) ng-h/ml in subjects with moderate
hepatic impairment, and 305 (24.8%) ng/ml and 2.740 (44.0%) ng-h/ml in subjects with severe hepatic
impairment.

Intracellular pharmacokinetics
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Tenofovir diphosphate has an intracellular half-life of 10 hours in activated and 50 hours in resting
peripheral blood mononuclear cells (PBMCs).

5.3 Preclinical safety data

Efavirenz

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, malformations were observed in 3 of 20 foctuses/newborns from efavirenz-treated
cynomolgus monkeys given doses resulting in plasma efavirenz concentrations similar to those seen in
humans. Carcinogenicity studies showed an increased incidence of hepatic and pulmonary tumours in
female mice, but not in male mice.

Emiricitabine

Non-clinical data on emtricitabine reveal no special hazard for humans based on conventional studies of
safety pharmacology, repeated dose toxicity and genotoxicity. Emtricitabine did not show any
carcinogenic potential in long-term oral carcinogenicity studies in mice and rats.

Tenofovir

Preclinical studies conducted in rats, dogs and monkeys revealed target organ effects in gastrointestinal
tract, kidney, bone and a decrease in serum phosphate concentration. Bone toxicity was diagnosed as
osteomalacia (monkeys) and reduced bone mineral density (rats and dogs). Findings in the rat and
monkey studies indicated that there was a substance-related decrease in intestinal absorption of phosphate
with potential secondary reduction in bone mineral density. However, no conclusion could be drawn on
the mechanism(s) underlying these toxicities.

Reproductive studies were conducted in rats and rabbits. There were no effects on mating or fertility
parameters or on any pregnancy or foetal parameter. There were no gross foetal alterations of soft or
skeletal tissues. Tenofovir disoproxil fumarate reduced the viability index and weight of pups in peri-post
natal toxicity studies.

Genotoxicity studies have shown that tenofovir disoproxil fumarate was negative in the in vivo mouse
bone marrow micronucleus assay but was positive for inducing forward mutations in the in vitro L5178Y
mouse lymphoma cell assay in the presence or absence of S9 metabolic activation. Tenofovir disoproxil
fumarate was positive in the Ames test (strain TA 1535) in two out of three studies, once in the presence
of §9 mix (6.2- to 6.8-fold increase) and once without S9 mix. Tenofovir disoproxil fumarate was also
weakly positive in an in vivo / in vitro unscheduled DNA synthesis test in primary rat hepatocytes.
Tenofovir disoproxil fumarate did not show any carcinogenic potential in a long-term oral carcinogenicity
study in rats. A long-term oral carcinogenicity study in mice showed a low incidence of duodenal

tumours, considered likely related to high local concentrations of tenofovir disoproxil fumarate in the
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gastrointestinal tract at a dose of 600 mg/kg/day. While the mechanism of tumour formation is uncertain.
the findings are unlikely to be of relevance to humans.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Core tablet: Croscarmellose sodium, Hydroxypropyl cellulose, Lactose monohydrate, Magnesium
stearate, Microcrystalline cellulose and Sodium lauryl sulfate.

Film coat: Iron oxide black, Iron oxide red, Polyethylene glycol, Polyvinyl alcohol (partially hydrolysed),
Talc and Titanium dioxide.

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

36 months in 30’s bottles.

24 months in 100°s bottles

6.4 Special precautions for storage

Do not store above 30°C. Store in the original container.

6.5 Nature and contents of container

30’s HDPE bottle pack

100°s HDPE bottle

Note: Not all packs are marketed

6.6 Instructions for use and handling and disposal

No special requirements.

7. Mfg by

Mylan Laboratories Limited, India.

F-4 & F-12, MIDC, Malegaon, Sinnar, Nashik - 422 113, Maharashtra, India

9////
; ¢ -
Tl

REer /%

s



