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Kopomxa xapakmepucmuxa nikapcokozo 3acooy
1. Haspa sikapcbkoro 3acofy
E®ABIPEH3/EMTPILIMTABIH/TEHO®OBIPY HE30IPOKCHUITY ®YMAPAT 600MI/200MI/300MI”
2. SkicHuii i kinbKicHUI cKaaa
| TabneTka, BKpUTa IIIBKOBOK 000JOHKOIO MiCTHTb
Edapinesy 600 mr
Emrpuimrabiny 200 mr
Tenodosipy auzonpokcuiy pymapary 300 mr
[loBHuit cnKcoOK NOMOMIKHUX PEYOBUH AMB. po3in 6.1.
3. Jlikapebka dopma.
Tabnerkn BKpUTI MIIIBKOBOIO 0GOJIOHKOIO, POKEBOrO KOILOPY, Y GOpMi Kamjier, 3 nozHaukoo «M171%
Ha oaHOMY OOLi, MMaaKi Ha APYromy.
Tabnerku He ainsTees.
4. Kainiuna indopmanis
4.1. Tepaneemuyuni HOKA3aHHA.
Edasipens / EmTpunmrabin / TeHogosipy aizonpokciny dymapar 600mr / 200Mr / 300 mr TaGneTku.
dikcoana Kombinallis TeHodoBipy aisompokciny ymapary, emTpururTabiny i edaeipensy vy
BIANIOBiAHOMY  103yBaHHi, Ilpemapar mnokasadmii ans nikysauHs Bipycy iMyHOZIepiLMTy JIHOAMHU-]
(BUI-1) y nopocianx ta mignitkis (Big 12 pokis i 3 Macoro Tina > 40 kr) 3 piBHsaMu Bipyconoriunoi
cynpecii BUI-1 PHK <50 xomi#i / mn mns nocrilinoi komGiHoBaniit anTMperpoBipycHiii Tepanii
TpUBANCTIO Oinblue HiKX Tpu Micaui. B amamuesi y mnauieHTa He NOBMHHO GyTw BipyCONOriuHOT
Hee(heKTHBHOCTI IPU MPOBEICHHI NOIepeIHbOT AHTUPETPOBIPYCHOT Teparil.
Bubip ana nikysauns nauientis 3 BUI-1-ingexuicto, axi npuitmanm AQHTUPETPOBIPYCHI Npenaparu.
noBrHeH OyTH 3acHOBaHMM Ha iHAMBITyanbHOMY TeCTyBaHHI piBHs Bipycosoriunoi cympecii ado icTopil
JIKyBaHHS Malli€HTa.
Crix posrnsHyTy odiuiiini kepiBuuuTBa no AikyBanxio BIJI-1 indekuii (nanpukiaz, BOO3).
4.2. Cnocio 3acmocysanns 0ns 0opocaux i, AKULO HeobXiOHo, Ons dimeil.
JlikyBaHHs NOBUHEH NPOBOAMTH JiKap, AKuit Mae 1ocsin Tepanii BIJI-indexuir.
Hopocni ma nionimxku: npenapat ci1ix 3actocoByBaty 1 pas Ha 1006y.
Cnocif sacmocyeanms: TabaeTKM CIIiJ| KOBTATH LiJUMM, 3aIIMBAIOYH BOJIOK.
[Ipenapar pexOMEHIOBaHO NpuiiMaTH HAa MOPOXHIM IITYHOK, OCKINbKM TKa MOXKE MiJBMLLYBATH
eKCTIo3ULi0 edaBipeHsy, M0 MOXe NPU3IROIUTH A0 IMiJABMUINEHHS YACTOTH NOGIMHMX peaxuiii (aus.
po3ninu 4.4. ta 4.8).
Jist nokpalanHs nepeHocuMocTi edaipensy (BpaxoByrouu nobiuni peaxuii 3 60Ky HEPBOBOT CUCTEMH)
Npenapat peKoMeH1I0BaHO NMPUIMaTH Nepes CHOM (IMB. po3aia 4.8).
[lepenbauaernes, wmwo aacopbuis TeHodosipy Oyae npubmusHo Ha 35% Hibkye Mic/s npuitomy
Npenapary Ha MOPOXHiN LIIYHOK y MOpiBHSHHI 3 mpuitoMoM TeHOQOBipy, OkpemMo 3 Tieio (aMBHCH
posain 5.2). ¥V nauieHTiB 3 BipycONOriyHOIO Cympeciclo, MOKHA OUIKYBaTH 3HHKEHHA KIiHIYHOIO
epekry, ane Takuii edext Oyne obmexenum (aus posain 5.1).
imu: npenapat He PeKOMEHIYEThCs Ul 3aCTOCYBaHHA Y AiTel BikoM 10 12 POKiB uepe3 BiJACyTHICTB
JaHuX 1040 6e3neku Ta eeKTUBHOCTI.
Hayienmu nimnvo20 ixy. Tlpenapar ciijl 3aCTOCOBYBATH 3 0GEPEKHICTIO MALIEHTAM TiTHHOTO BIKY
(zuB. posnin 4.4).
Incrpyxuis ass 3acTocyBaHHsI JTiKapesKOro 3acoly (KiHLeBoro NMPOAYKTY), 32CBjIUEH MiATUCOM
YIOBHOBa)XXEHOI 0c00M, 1110 BUCTYNAE Bij iMEHi 3asBHMKA Vit
22.01.2018 Kouybeii M.€.




Kopexkyisi 0o3u.

Y Bunanky, Ko HEOOXiAHO MPUITMHUTH JiKyBaHHs ONHMM i3 KOMIIOHEHTIB mpenapary abo y BUMNAIKy
HEOOXITHOCTI KOPMTYBaHHs JIO3M OKPEMHX KOMIIOHEHTIB, HEOOXimHO o3HaMomuThcs 3 KopoTkumu
XapakTepucTUKamu JJIsi OKPEMUX KOMIIOHEHTIB a0 KOMOiHaLli# LIMX KOMITOHEHTIB.

SIkiio npenapaT 3aCTOCOBYBATH OJHOYACHO 3 pUQaMIiIMHOM MauicHTaM 3 Macoro Tina >50 kr, ciij
PO3IJISIHYTH MUTaHHS MpPO A0AaTKOBY 103y edasipensy 200 mr/noly (zaramom 800 mr) (aus. posain
4.5.).

layienmu 3 nopywennusmu @yukyii Hupox. llpenapaT He peKOMEHIOBaHMI TaLicHTaM 3
HOPYLIEHHAMU QYHKLI] HUPOK CEepeHBOro abo TAKKOTrO CTYINEHs TsHKKOCTI (KIIpeHC KpeaTHHiHy
< 50 mu/xB). JIng mauieHTiB 3 TaKUMHM CTaHAMM HEOOXIiHO KOPUrYBaTH A03Y €MTPUIMTaBiHYy Ta
TeHO(OBIpY AUZOMPOKCUI (yMapaTy, L0 € HEMOMNJIMBAM INPH 3aCTOCYBaHHI KOMOIHOBaHHX
Tabnerok (auB. po3aiau 4.4. ta 5.2).

Iayienmu 3 nopywennamu @yuxyii nevinxu. IlauienTn 3 nopyumeHHAM (YHKUIT NEYiHKM J1erkoro
CTyNeHs B@KKOCTI ~ MOXYTh 3aCTOCOBYBAaTH IIperapar y 3BUYaiiHili pexkomenuoBaniii 103i. Cran
MaLieHTIB CJIiJ| PETENILHO CIIOCTEPIraTH CTOCOBHO PO3BUTKY NMOBIUHMX peakiiil, 0cOOIUBO CUMITOMIB 3
OOKy HEpBOBOI CHCTEMH, MOB’A3aHMX i3 3acTOCYBaHHIM edaBipeHsy (auB. posuinu 4.3. Ta 4.4).

[Ticns BigMinyu npenapary y nauieHTis 3 ko-iHdexkuieio BIJT ta BI'B ciia perensho cnocrepiratu cran
CTOCOBHO CHMIITOMIB 3arOCTPEeHHs renatuty) (AuB. po3ain 4.4.).

Ilpu Biamini npenapary ciig nam’sTaTi Ipo TpUBaJMif nepiojx HamiBBuUBeAeHHs edaBipensy (1MB.
posain 5.2.) i TpuBanuii BHYTpPIIIHBOKIITMHHHH MepiOoA HaniBBUBEAEHHS EMTPULMTAOGIHY Ta
teHodosipy. Uepes inauBinyansHi Bapiaiii Takux MOKa3zHUKIB 1 TpOGIEMH PO3BUTKY PE3UCTEHTHOCTI
CIIiJ KepyBaTMCs BKasiBkamu 3 nikysaHHa BIJL, npuiimarouu Takox 00 yBaru NpuUMHH BiAMiHM
npenapary.

4.3. Ilpomunokazanna.

e TlinepyyTiuBicTb 10 Gyap-aKoi Ait04oi abo JOMOMIKHOI PeYOBMHH, IO BXOAUTHL A0 CKIAy
npenapary.

e OpHoYacHE 3aCTOCYBaHHsA 3 POCIMHHMMM NpernapataMmy, IO MICTTh 3Bipobitt (Hypericum
perforatum), OCKiJIbKM iCHY€ PU3MK 3HIDKEHHs! KOHLIEHTpalliil y mia3Mi Kposi Ta ocnabineHHs
KJ1iHIYHMX eekTiB edaBipensy (uuBUCH po3min 4.5 ).

e OaHOYacHe 3acTOCYBaHHs 3 BOpuKOHa30jo0M. EdaBipeH3 3HauHO 3HMIKYE KOHIEHTpaLilo
BOPMKOHA30J1y y IJIa3Mi KPORi, & BOPMKOHA30JI 3HAUHO ITiJIBUIIYE KOHIIEHTpaIlii edaripeHsy y
nnasmi kpoBi. Ockineku jikapchkiit 3aci6 € kKoMOiHOBaHUM IpenaparoM 3 (ikCOBaHOO
JI03010  KOMIIOHEHTiB, KOPUIyBaHHA J03M edaBipeH3y HEMOXIMBE, 3aCTOCYBaHHS
BoprKoHaszosy ta Edasipens / Emrpunutabin / TeHodoBipy aizonpoxciny dymapar 600mr /
200mr / 300 mr Tabnetku (QUBUCH po3aia 5.2. ).

4.4. Ocobnuei 3acmepediceHHA.

3araibHi.

Ockinbku npenapat Tenodosip/EmTpunuTtabin/Edasipens e komGiHOBaHMM npenapaTom, HOro He ciiz
3aCTOCOBYBATH OJHOYACHO 3 iHIUMMM JIiKAPCHKUMH 3ac00aMH, IO MICTSTH Taki cami Jiroui pedyoBUHH —
eMTpuluTadin abo TeHo(hOoBipy AU30NPOKCHIy dymapar.

IncTpykuis ass 3acTocyBaHHs JiKapchbKoro 3aco0y (KiHIEBOro NpoayKTy), 3acsmqua mﬂnucom
YIOBHOBa)KE€HOT 0COOM, 1110 BUCTYMAE BiJl iIMEHI 3asBHUKA o ey
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3 NPHYMHM aHANOTiYHOCTI eMTpuuuTabiHy mnpernapar Tenodosip/Emtpuunrabin/Edasipens ne ciin
34CTOCOBYBATH O/IHOYACHO 3 IHIIMMM aHATOTAMM LUTHAMHY (Hanpukaaz, namiByanH). Takox npenapar
He CJTiJ1 3aCTOCOBYBATH OJ(HOYACHO 3 aeOBIPY AUIIBOKCHIIOM.

Ilepenaua BIJI.

[Tauienty ciia IIOSICHUTH, 110 IIPOTUBIPYCHI npenaparu, y TOMY 4UC/I
Tenodosip/EmrpurraGin/Edasipens, He 3axuaiors Bij pusuKy nepeaayi BIJI inmuam mopsam npu
CTAaTeBOMY KOHTakKTi abo yepe3 kpos. Ciil mpoloBKyBaTH JNOTPUMYBATUCA BIAMOBIIHUX 3aXOiB
Oesneku.

i npoTuBipycHi aikapceeki 3aco6u.

Hemae nammx crocoBHo Gesmeunocti Ta edexTuBHOCTI 3aCTOCYBaHHs  JIIKApCBKOro  3acofy
Tenogosip/Emtpunurabin/Edasipens y kombinauii 3 inmmmu NPOTHUBIPYCHUMHU TpenapaTamu.
OZnHovacHe 3acTOCYBaHHs JIIKAPCHKOro 3aco6y Tenodosip/Emrpunmratin/Edasipens i xinanosuny
HE PEKOMEH/JIOBAHO, OCKiJIBKM €KCIIO3MILIS MiJaHO3MHY 3HAYHO TIOCHIIOETHCS MTiC/Is 3aCTOCYBaHHS 3
TeHO(OBIPY AM3UNPOKCHIY (yMapaToM, IO MOXKe MiZBUILYBATH PHU3UK PO3BUTKY TNOGIYHMX
peaxiii, acCouifoBaHMUX 3 1iTaHO3MHOM (IUB. PO3iN 4.5.).

3aXBOPIOBaHHS [1E€YiHKK.

®apmakoKiHeTHKa, Oe3neyHicTh Ta  eeKTHBHICTSH easipensy y mnauieHTiB 3 cepiiozHMMMU
3aXBOPIOBAHHSIMHU NeYiHKU He BCTAHOBJICHI. Tomy JiKapChKUii 3acio
Tenogosip/EmtpunuraGin/Edasipens ciin  BUKOPHCTOBYBATH  Tifbki Yy THUX MNalieHTiB, 4K
BBAXKAETBCA, L0 NEPEBAri NEPEBUILYIOTh PU3HKH Ta BEAEThCA NOCTIHHUI KOHTPOIIb 32 GE3NeKolo.
ToxenynicTh 3 GOKY nEeYiHKHU.

ITinsuinenns pisns TpaHcaminas Moxxe cnocTepiraTucs yepes micsii MOYaTKy JiKyBaHHs edaBipensoM,
e MOKe uacTiwe croctepirazocs y nauientie 3 kondexuicro BI'B ago BI'C. PexomenoBano
NPUIMHATH NPUHOM JIIKApCLKOro 3acofy, SIKINO TOKCHUHICTE 3 GOKy MediHKa Mae BUpaKeHi CUMITOMM,
abo AKWIO PiBHI TpaHcaMinas > 10 pasiB mepeBHILLYIOTh BEPXHIO MEXY HOPMMU.

[TeuiHkoBa HeOCTATHICTH BMHMKNA y MaUicHTIB, Y AKMX Oyau BIZICYTHI MOMNEpenni 3aXBOPIOBAHHS
MeYiHKk M iHmi igneHTudikoBani dakropy pusnky (aus. po3uin 4.8). MOHITOPUHI mEe4iHKOBHX
(pepmenTiB MOBUHEH 3aiiicHIOBAaTHCS | 171 MALUEHTIB 6e3 nonepeaHboi AMchyHKUIT NMeYiHKKU Ta HIIUX
(akTopiB pU3UKY.

[auientu 3 BT i ko-indexuieto Bipycy remaruty B (BI'B) a6o C (BI'C).

[Taujentn 3 xpowiunum renmatutom B a6o C, axi oTpuMyroTh KOMOIHOBaHY HPOTHBIPYCHY Tepartilo,
MaloTh MiIBUIIEHUN PU3UK PO3BUTKY TSOKKUX TA MOTEHUIHHO JeTaNbHUX MOGITHUX peakuiii 3 Goky
NEYiHKH.

Jlikap 1MOBMHEH KepyBaTHCsS NMOTOYHMMH PEKOMEHIAISMHU 1010 nikyBaHHst BUT ans nposenens
onTumaibHoT Tepanii y BlJI-indikopanux nauientis 3 xo-indekuiero BI'B.

Y jocnipkennax ¢dapmakoAMHaMikm eMTpulMTabiH  Ta TeHODOBIp OKpemo i B komGimawii
IPOAEMOHCTPYBaH aKTHUBHICTh NpoOTH BI'B. Binmina JIIKapChKOro 3aco0y
Tenodosip/Emtpunnrabin/Edasipens y manienris 3 BIJI ta BB moxe NPU3BOAUTH J10 Pi3KOTO THIKKOTO
3arocTpenns renaruty. Ilanientn 3 BIJI ta BI'B, ski npunuuunu nikyeanms NiKapChbKUM 3ac060M
Tenodosip/Emrpunrabin/Edasipens, nosuuni 6yTv mix peTensHAM KIiHiuHEM Ta 11a00paTOpHUM
CMOCTEPEKEHHIM MPOTATOM NpuHaiiMHI 4 Micsuis nicna sakimuenns Tepanii. Ilpu Heo6ximHocri
niKyBaHHs rematuty B moxe 6yru BimHOBneHo. Jlns mauieHTin i3 MIPOrpecyroynM 3aXBOPIOBAHHAM

Inerpyknist 1151 3acrocyBanus JikapenKoro 3acoby (KiHueBoro MPOAYKTY), 3aCBiAYEHa MiANUCOM

YMOBHOBaXXE€HOT 0COOHU, 1110 BUCTYIIAE BiJl iMEHi 3asBHUKA Lt T
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neviHky abo UMpO30M NPUNMHEHHA JiKYBaHHA HE PEKOMEHIYETHCS, OCKIAbKM TOCT TEpaneBTHUHE
3aroCTPeHHs reraTuTy MOXKe NMPU3BOAUTH [0 JeKOMNeHcallil GyHKIIT neuiHKy.

CumnTomu 3 60Ky HEPBOBOT CUCTEMH Ta TICUXIKH.

Ilpo nobiuni peaxuii 3 GOKy MCHXiKM TMOBIIOMIANOCH Y MALHEHTIB, fKi OTPUMYBAIM JiKyBaHH:
edasipensom. [Tauientu 3 IICIXmanl/HHHMM po3najaMu B aHAMHE31 MalOThb BHILMH PU3MK PO3BUTKY
Cepio3HUX MOOIYHMX peakuiit 3 60Ky ncuxiku (amB. pos3nin 4.8.). Lli peakuii 3a3Buuail BHHMKAIOTH
OPOTATOM MEpIIOro TWXKHS JIKYBaHHS 1 PO3BUBAIOTHCS npotarom 4 TMIKHIB JIiKyBaHHs. IcHye
MOTCHLIHHMIA e(eKT, NOB'A3aHUH 3 BXUBAHHAM 3 QJIKOTOJIIO Ta IHIIMMY TICMXOAKTUBHUMH NpenapaTami.

HeoOxizHo inpopmyBaTu mauieHTiB 1mpo Te, 110 y pasi NoSBK CUMITOMIB TSI5KKOT Aenpecit, ncmo3y abo
CYILMIaNbHUX yMOK BOHM MOBHHHI HEraitHoO 3BEpHYTHCS 10 JiKaps, o6 YCTaHOBUTH, YK MOB’sI3aH] L
CUMITOMH 3 NPUAOMOM edaBipensy, i AKILO Lie MiATBEPANTECS, BUSHAYMTH, YA MEPEBAKAE KOPHCTD Bij
NPOJOBIKEHHS JTIKYBaHHS Hall PUBUKOM.

IopymenHs QyHKIIT HUPOK.

TenodoBip B OCHOBHOMY BHIINAETBCS HUPKAMM Yepe3 KOMOGiHALiO Ki1yGO4YKOBOT dinbTpanii Ta
AKTHBHOT cekpewuil KaHanbliB. Takum uHMHOM, KIipeHC KpeaTHHIHY 3HMIKYETbCS y XBOPHX 3
nopymeHHsIMi  QyHKUii HUpok. IcHyroTh oOmexxeni JaHi wono OGesneku Ta edeKTHBHOCT
TEHO(OBIPY y NaUieHTiB 3 NopymeHHsM GyHKLIT HUPOK (KiipeHc kpeatnHiny < 80 mu/xB.). Takum
MalieHTaM Mpenapar Ciuijl NpH3HauyaTH JMIie Y BMIALKY, AKIIO IMOTEHLilHI mnepesaru Bin
3aCTOCYBaHHA OyIyTh NEPEBUILYBATH NOTEHIIiTHI PU3HKHY.

Y nauieHTiB 3 MOMIPHUM Ta BaXKKMM CTYIIEHEM MOPYIIEHHs (yHKUii HUPOK NMepios HaIiBBHBEICHHS
3 [U1a3MH eMTPiliTabiHy 36iabLIYEThCS Yepe3 3MEeHIICHHS KIipEHCY KpeaTHHIHY.

Ilpenapar ne pekoMeH10BaHMII NallieHTaM 3 MOPYIIEHHAM (YHKIIT HUPOK IOMIPHOrO Ta TSKKOIO
cTymenst TSDKKOCTI (KiipeHe kpeaTuHiny < 50 wmu/xB). ¥V namieHTiB i3 Takumu cranamp Ipu
3aCTOCYBaHHI KOMOiHOBaHMX TabIe€TOK HEMOKIMBO BIAKOPUIYBATH 03y €MTPULUTAOiHY |
TeHO(OBipY AU30NpPOKCHILY hyMapary (auB. posainm 4.2 Ta 5.2).

He cnix 3actocoByBaTu jikapchkuif 3aci6 0QHOYACHO 3 HE(POTOKCHYHMMH JiKAPCHKUMH 3aco0aMi.
SIKIo ofHOYAacHOro npuioMmy npenapaty Ta He(POTOKCHYHHMX 3aCOGIB HEMOIKIMBO YHUKHYTH, CJlij
3MIHICHIOBATH WO THKHEBUH KOHTPOIIL QyHKLIT HUPOK (1HB. po3ain «B3aemozis 3 iHIIMMM MiKapchKUMMU
3aco0amH Ta iHIII BUAM B3AEMOIIi»).

[Ipo nopyiwetns (yHKuUii HUPOK, HUPKOBY HEJAOCTATHICTD, INiABUIIEHHS KpeaTuHiny, rinodocharemiio
Ta MpoKcUMalibHa TyOyonariio (Bkmoyaroun cuHapom ®Pankoni) (auB. posain 4.8) nosijgomasnocs npu
3aCTOCYBaHHI KOMGIHOBAaHOTO JiKapChKOTo 3acoby. PekoMeH1yeThest OLIHIOBATH KiipeHC KpeaTHHIHY B
yCIX MAL€HTIB MEpejl MOYaTKOM JIiKyBaHHs Ta KOHTPOJIOBATH (YHKLIIO HUPOK (KIIpEHC KpeaTuHiHy Ta
piBeHb docdaTiB y cupoBaTiil) Hagasi mij yac JiKyBaHHs.

Slkmo pisens Qocdary y cuposatui kposi < 1,5 mr/an (0,48 mmons/nm) abo KiipeHc KpeaTHHiHY
3MeHWeHuH 10 < 50 MJ/XB y maui€HTa, AKMH OTPUMYE Mpenapar CJIif NPOBECTH MOBTOPHY OLHKY
(yHKUIT HUPOK MPOTArOM 1 TMXKHS, BKIIOYAIOYM BU3HAYEHHs PIBHA IUIIOKO3HM B KPOBi, Kasilo B KpoBi Ta
KOHLIEHTpawii rmoko3u B ceui (muB. posnin 4.8., om0 npokcumainbHOi TyOyaonarii). Ockinbku
mpenapar € KomMOiHOBaHMM JiKapchKMM 3aco00M i 3MiHa iHTepBaldy 3aCTOCYBaHHS OKPEMUX HOTO
KOMIOHEHTIB HEMOJK/IMBA, HEOOXiJHO NPUNMHUTH JiKyBaHHS MNALi€HTIB i3 KJIIpeHCOM KpeaTHin Iy
< 50 ma/xB a6o 3i 3HWKEHHAM piBHA (ocdatis y cuposarui g0 < 1,0 mr/an (0,32 mmons/n). V unaaxy
TMPOTPECYIOUOro 3HMKEHHS (PYHKLUIT HUPOK CIIiJL PO3MIISTHYTH MOKJIMBICTD NPUIMHEHHS JiIKyBaHHs, AKIIO
iHIIa MPUYMHA HE BCTAHOBJICHA.

Inerpykuist At 3acTocyBaHHS JiKapebKoro 3acody (KiHueBoro nponyKTy), 3aCqueHa ninucom
YIOBHOBaXEHOT 0COOH, 1110 BUCTYTIAE Bijl iMEHi 3asBHUKA
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HeoOXisHO yHMKATH 0JHOYACHOTO BMKOPMCTaHHA HEPPOTOKCHUHMX JHKAPCHKMX 3aco6iB (HampuKmaz,
aMiHOTMIKO3MAIB, amdorepuumny B, docaphera, raHUMKIOBIpY, mNeHTamifiHy, BaHKOMillMHY,
unpodosipy abo intepnelikiny-2) npu 3actocyBaHHi mperiapary. SIKIIO OmHOYACHE 3aCTOCYBAHHS i3
He(POTOKCHYHUMY  JIKAPCBKMMM 3aC00aMU  HEMOXJIMBO YHHKHYTH, MOHITOPMHT (VHKLII HUPOK
TIOBUHEH MPOBOAUTUCH LIOTHIKHS.

BriuB Ha KiCTKH.

[Tin yac 144-THKHEBOrO KOHTPOIHOBAHOTO KIIHIYHOTO MOCIIUKEHHs, B SIKOMY TMOPiBHIOBANM Ail0
TCHO(OBIpY AM30ONpPOKCHIy dymapary i3 cTaByauHOM y KomGiHawuil 3 JamiByanHOM Ta edasipensom, y
Naui€eHTIB, AKi paHille He MPUAMAaTN aHTHPETPOBIPYCHI MpenapaTH, B 060X eKCIIEpUMEHTATBHUX IPyNax
CIOCTEpiraiy HEBEJIMKE 3MEHLIEHHS MiHepalbHOI HIIMBHOCTI KiCTKM cTerHa Ta xpebta. 3a 144 Twxwi
3MEHIUEHH MiHepanbHOT INBLHOCTI KicTkM XpeGTa Ta 3MiHM GiomapkepiB KicTku Oyinm 3HAUYHO
OinblumMu B Ipyni, ska oTpumyBana TeHo(oBipy amsompokcuiy dgymapar. 3MeHIIEHHs MiHepaIbHOT
IIILHOCTI KICTOK cTerHa 0y/M 3HaUHO OiIbIWKAMU B Uil rpyni 10 96 THKHIB. HpOTe micas 144 TrkHIB He
cnoneplrann MiABULIEHOTO PU3MKY MepenoMiB abo CBilYeHb KIIHIYHO ICTOTHMX BiAXWIEHL CTaHy
KiCTOK BiJl HOpMH.

Brnns renogosipy Oys suuenuit y BIJI-1 indikoranux nauieHtis Bikom Bix 12 pokis i crapme. B
HOpMaJIBHUX yMOBaX MiHepaabHa LIiIBHICTh KiCTKOBOT TKAHMHM IUBHAKO BiXHOBIIOETLCS Y Il BiKOBIiA
rpyni. Y upomy J0CHiuKeHHi cepenniit koedilienT 3MilHEHH KiCTKOBOT TKAHUHU GyB MEHIIMM Y IpYIi
sika OTpUMyBana TeHBOQOBIp, MOPiBHAHO 3 rpynowo miauebo. CkeneTHuil picT (3picT nauieHTiB) He
3MiHIOBaBCA. MapKepy 11010 MiHepanbHOI WiIBHOCTI KiCTOK cTerHa Ta xpebTa y maiieHTis Bikom 12
pokiB i Ginbine, MOMIGHI THM, IO CIOCTEPIralOThCs y JOPOCIMX. BHACHIZOK MONKIMBOrO BIUIMBY
TeHodoBipy Ha MeTaboIi3M KiCTOK, mpenapar ¢/ BUKOPUCTOBYBATH 18 JiKYBaHHS MiAZITKIB BIKOM 10
18 poxkiB, SIKIIO NepeBary MepeBUILYIOTh pU3UK (A1B. po3ain 4.8) .

Kictkosi anomanii (mo Heuacto Oymu OAHIEIO 3 NPUYMH [EPEJOMiB) MOXKYTh OYTH MOB’s3aHi 3
NPOKCHMAJIbHOK HUPKOBOK TyOynonartiero (auB. pospin 4.8). Skumo BuHMKae Migo3pa Ha KiCTKOBI
aHomanii, CJIii OTpMMaTH BiAMOBIIHI KOHCYJIbTALLT.

OcteoHekpos.

HesBaxarouy Ha Te, 110 €TioJNIOris MOBMHHA BBAKATUCA MYIBTH(HAKTOPHOI (BK/IIOYAKOYH 3aCTOCYBAHHS
KOPTHKOCTEPOI/iB, BIKMBaHHS AJKOTONIO, TAKKY IMyHOCYNpecito, BUINMI iHAekc macu Tina), mpo
BUIAJIKK OCTCOHEKPO3Y OYJIO MOBiJIOMIIEHO MEPERa)KHO y MaLieHTIB 3 AaBHBOK BlJI-indexnieio Ta/abo
JoBrotpuBanum sactocyBaHHsIM KAPT. Tlauientis ciix noindopmyBaTn npo HeOOXiAHICTL 3BEpPHEHHs
32 MEIHYHOIO JONOMOTOIO, AKINO B HHUX CKaprd Ha cyriobosuit 6inb, ckyTicTh y cyriobax abo
CKJIaIHOLLI TIPHU XO1b0i.

JlakraT-auunos.

Jlakrar-aunao3 € piaKkicHUM, ajne BaXKMM Ta MOTEHUIMHO HeGe3neyHuM sl KUTTS YCKIaJHEHHSM,
MOB’SI3aHUM i3 3aCTOCYBaHHAM HYKJIEO3MIHHUX iHIiGiTOpiB 3BOpOTHOT TpanckpunTasu (HI3T). Heski i3
NIKapChKUX 3ac00iB 1ILOTO KJACy, SIK BiJIOMO, BUKIMKAIOTh MOJIOYHMIT anumo3. JJOKIiHIUHI Ta KIiHiuHi
A@Hi [03BOJLIIOTH MPMITYCTHTH, INO PHM3MK BHHHKHEHHS MOJOYHOKMCJIOTO ali03y BBAJKAETHCSA
nependauyBaHUM BIUIMBOM Bil 3aCTOCYBAaHHA HYKJICO3MIHMX aHAJOTiB, Ta JyXe HU3BKHHA s
TeHOo(OBipy Ta emTpiuiTabiny. OuHaK PU3UK PO3BMHEHHSA HE MOXe OyTH BHKIIOYeHHit. JlakTar-aluaos
MOXe BUHUKHYTH 4epe3 JeKisbka Micsuis nikysanns HI3T. IMauienty i3 rinepnakraremieo MOKyTh He
MaTH BiJNOBIAHMX CHMIITOMIB, MOXYTb OyTH KPUTHYHO XBOPUMHM aG0 MOXYTh MaTH HecnelmQiumi
CHMIITOMH, TaKi SIK 3a[MIIKa, CTOMJIOBAHICTb, HYNOTa, 6MI0BOTa, Alapes Ta Ginb y kuBoti. Gakropu
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PUBHKY A1 IATEHTHOTO AIUI03Y, 1oB’s3aH0T0 13 3actocyannam HI3T, BkmouatoTs — sxiHouy craTh Ta
o>1<np1mm [Manientn 3 nigBuIEeHHM pusnKomM NoBMHHI OyTW IiXl perenbHUM HarisgoM. CKpHHiHT
rinepnaxkTaTemii [Uis MauieHTIB, SKi HE MAlOTh BiAIIOBIAHMX CHUMIITOMIB He notpiben. [lauientn y sxux e
CUMITOMH, 3a3BMYalt MAIOTh PiBEHb MOIOUYHOT KMCIOTH > 5 MMOJIB/N i A7l TAKUX MALi€HTIB JiKyBaHHs
HI3T neoOxiaHo npunuuuty. Y BUNajkax miABUINeHHS piBHa 10 > 10 MMONb/I, nauicHTH noTpedyoTh
HeraiHol MeAM4HOT JOTIOMOT!.

JlinoaucTpodis Ta nopyueHHs 06MiHy pe4OBHH.

KomGiHoBana aWTMpeTpoBipycHa Tepamis MOXe COPMYMHATH Y BlJI-iHpikoBanux mauieHTiB
Mepepo3noaisl  SKUPOBOT TKAHUHU (ninonucrpod)iro) BpaxoByroun, mo ans  geSKMX  iHLIKX
aHTHpeTPOBlpyCHMX Nperaparis € 3HauHi Jokasu uiei nobiunoi peakuii, cpinueHss npo 3B'A30K 3
JIleBaHHH TEHO(OBIPOM, eMTplLurd6mOM Ta/abo egasipensom € cnabkumu. [lificHo, mepexin Bis
NiKYBaHHS aHAJIOraMM TUMiAiHy (nanpuxnan, craByﬂnHOM) Ha JIiKyBaHHs TeHO(OBipoMm, 36inblye
pY3MK NEpepo3nominy »KUpOBOI TKAHWHM KiHIIBOK y Maui€eHTIB 3 mnoaxpoqnﬂo [TigBuieHuii pusuk
possuTKy stinoguctpodii nop’szanuit 3 Takumu Qakropamu, sk niTHIN Bik, TpuBasa Tepanisi
AHTUPETPOBIPYCHUMMU Tpenaparamu Ta CynyTHi MeTaboiyHi nopylueHHs. Hpn KJiHIUHUX 06CTEeKEHHIX
BUJI-indikoBaHux nauieHris, siki OTpUMYIOTH aH’I‘Hpe’I‘pOBlpyCHl 3aco0u, ¢ 3BepTaTu yBary Ha ¢hizuuni
O3HaKH TMEPEPO3NOALTY Kupy. Pexomenayerses Bnmxplosam BMICT CHPOBATKOBHMX JIMifiB Ta rIIOKO3H
KpoBi Hatwecepue. ITopymenns mimigsoro Merabonismy ciia mikysatn BianmosizHmmu rnpenaparamu
(auB. po3uin 4.8).

[opymenns MITOXOHApPianbHOT QYHKILIT,

In vitro Ta in vivo 6yno noxasaHo, O HYKJICO3MHI Ta HYKJICOTHAHI aHanory TIPU3BOJATD JI0 YpaKeHHs]
MITOXOHAPIii pizHOro crynens. Haaxoaunu noifomieHHs mnpo MiTOXOHpiaNbHy Auchynkiio y BlJl-
HEraTUBHUX JiTeHl PaHHBOro BiKy, sKi 3a3HaNM BIUIMBY HYKJEO3WIAHUX AHAIOTIB B yTpoOi Ta/abo y
NOCTHaTaNbHUA nepiod. OCHOBHMMHM HECTPHATIMBUMY SBUIUAMM, NP0 sKi MOBiZOMANOCS, Gymn
remMaToJIOriuHi MOpyweHHs (aHemis, HelfTpomnenis) Ta MeTaGoniuHi nopyueHHs (rinepnakraremis,
rmepmnaaemm) Lli sBuma vacro Oyiam KOPOTKOYACHUMH. Hanxoaunnm mnoBizomieHHs npo aeski
HEBPOJIOTi4HI MOPYLIEHHS, 1O NOYHHATHCA misHiue (rinepToHis, KOHBYJIbC, aHOMaIbHA MOBEAIHKA).
Ha cporojni HeBioMo, 4u HEBPOJIOriuHi MOPYIIEHHS € THMYAaCOBHMHM, UM MOCTIHHHMH. bynp-ska
JMTHHA, AKA 3a3Haja BIUIMBY aHAJIOTIB HYKJIEO3UIB Ta HyK/ICOTHIB B yrpodi, HaBiTh BIJI-HeratusHa,
Mae npoﬁm KJIiHIYHE Ta na6opaTopHe OOCTEXEHHS ~ CTOCOBHO ~ MOXJMBOIO  MOPYLIEHHS
MlT()XOHIlplaJIbHOl (yHKUii y BUnaaky nosBu BiAMoBiAHKX cuMnToMmiB. Lli pe3ynsTaTi He BIUIMBAIOTH Ha
MOTOYHI HalliOHANBHI peKOMeHaaLii 34CTOCOBYBATH aHTHPETPOBIPYCHE JIiIKYBAHHs BAriTHUM JKIHKaM st
npodinakTuKy BepTHKaabHOT nepenayi BIJI.

OnopTyHicTUYHI iH}EeKLIT.

Y BUI-indikoBaHMX NaLi€eHTIB 3 TOKKOI IMYHHOK HEJOCTATHICTIO HA MOMEHT NpH3HAUSHHSI
KomOiHoBaHOI aHTHperpoBipycHoi Teparii (KAPT) Moxke BUHHKATH 3ananbHa peaxuis Ha XpoHiyHi uu
3aJMILIKOBI onopiymcmqm MaToreHn Ta CEpHO3HI KIIHIYHI CTaHM YK 3arOCTPEHHS CHMIITOMIB.
CHHIpOM BiZIHOBJICHHS IMYHITETY.

3a3Buuai, Taki peakuil croCTepiraloThes MPOTATOM MEPUINX AEKIIBKOX THXKHIB 260 Micslip iHinianit
KAPT. BignoBigiHuMH npukiajamMu € umomcranompycxmn PETHHIT, reHepamzoBaHl Ta/ab0 BOTHHUIIEB]
mikobGakTepianbHi iHpeKUii Ta NMHEBMOHis, cpHYMHEHA Pneumocystls jiroveci (3BHYaiiHO Bimoma fK
Pneumocystis carinii). Byap-ski 3ananeii cumnTomMu BUMaraioTh OUiHKH; y pasi noTpe6u NPU3HAYAIOTH
JIKYBaHH.

Incrpykuisi A 3acTocyBaHHs JiKapebKoOro 3acoly (KiHLeBoro nponymy), 3acm,uqua i AMHCOM
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[TanieHTH JiTHHOIO BiKY.

[lauienTiB 1iTHLOrO BiKy MaiOTh Oinblly WMOBIPHICTh 3HIKEHHS (QYHKUIT HUPOK; TOMY CJif 3
00epexkHICTIO 3aCTOCOBYBAaTH KOMOiHOBaHMM sikapchkuii 3acif, 0 ckialy sIKOTO BXOAMTH TEHO(OBIp
NpH JiKyBaHHI NAaUI€HTIB JITHHOTO BiKY (IMB. HUKUE).

JlonoMixHi peyoBHHHU.

[Ipenapar MicTUTh 1aKTO3y, TOMY HAaUi€HTH 3 PIAKICHUMM CNaakoBUMHU (opMamy HerepeHOCHMOCT]
rajaKTo3y, HeJOCTATHICTIO JaKTa3y ab0 CHHAPOMOM IJIKOKO30-ralakTo3HOI MaibabcopOuii He MoBMHHI
3aCTOCOBYBATH Npenapar.

4.5. Bzaemozis 3 iHIIHMH JiKapchbKUMH 3ac00aMu Ta i GopMu B3acMopi.

Bzaemoois 3a yyacmi egpagipensy

Edasipen3 € KiniHi4HO BaKJIUMBUM iHAYKTOpoM (epmeHTiB uutoxpomy P450, takux sk CYP2B6 Ta
CYP3A; Tomy MOXKe BUHMKATH B3a€MOJis 3 JIIKApCHKUMM 3acobamu, MeTabOoi3yBaHUMMU UMM LLUIAXOM
Ta 3MiHa KOHUEHTpauil eaBipeH3y y KpoBi.

Edasipens € kiiniuHo BayIMBUM iHAYKTOpOM (epMmeHTiB 1uroxpomy P450, takux sk CYP3A4; tomy
MO’K€ BMHMKaTH B3a€MOJis 3 JiKapChbKUMM 3aco0aMH, sIKi TaKOX MeTaboi3yloThCsl LUM isxoMm. /n
vitro edaBipeH3 Takox € iHriditopom UDP-rmokyponosuntpancdepas, takux sk CYP3A4, CYP2CO i
CYP2CI19. V nepeBaxHiii Oinpmocti BUmaakiB, konu edasipeH3 B3aeMOAIc in Vivo 3 BiZOMHMU
cyocrpatamn CYP3A, pe3yabTaToM Mmicisi CyMiCHOTO NpUiiOMY MAEKUIBKOX /03 € 3MEeHIICHHS
CUCTEMHOIO BIUIMBY TaKOI'O Npernapary.

[Tpemapat He MOJXKHA OJHOYACHO 3acTOCOBYBATM 3 Tep(eHaJMHOM, acTeMi30J0M, LU3AIPUIOM,
nimMosuaom, 6enpuauiom abo ankanoinaMu pixkiB y 3B°S3Ky 3 KOHKYpyBaHHsM e(dasipensy 3a CYP3A4,
Bsacmodiau 3a yuacmi emmpuyumadiny

In vitro emTpuLMTabin He iHribye Oyap-sKuii i3 HacTynHuX i3otoniB CYP450 moaunu: 1A2, 2A6, 2B6,
2C9, 2C19, 2D6 Ta 3A4, i He iHriOye QepMEHTATUBHY IIFOKYPOHI3aLliIo.

He icHye HisIKMX KJTiHIYHO 3HAuyIMX B3aEMOJil, KOJIM eMTPIilliTabiH 3aCTOCOBYEThCS OJIHOYACHO 3
IHIiHaBipOM, 3UJ0BYAMHOM, CTaByAMHOM abo daMimkioBipoM. EMTpuiiTabiH BUBOAWTHCS MEPEBasKHO
HUpKaMH, yepes K1y60ukoBy (ibTpallilo Ta aKTUBHY CEKPELLiI0 KaHaIbLIB. 3a BUHATKOM (JaMUMKIOBIpY
Ta TeHooBipy, edexT B3aemouil, 3 JiKapchbkUMM 3aco0aMH, WO BUAINAKOTHCS a00  BIIMBAIOTH Ha
byHKUil0 HUpPOK, He ouiHioBanu. CyMicHe 3aCTOCYBAHHS 3 JIKAPCHKUMHU 3aCO0AMU, SKi BUBOISTHLCS
HUPKaMK, MOXKe NpHU3BECTH A0 30iMblUEHHS KOHLEHTpauii B cuposaTui emTpuTabiHy abo Takoro
JiKapchKoro 3aco0y BHACHIZOK KOHKYpeHUii 3a muisX BuBeaeHHs. Hemae Kiiniudoro mocsigy abo
BipyCOJIOTiUHOro OOGTPYHTYRAHHS IUISi CYMICHOTO 3aCTOCYBAHHS eMTPUIIMTAGIHY Ta aHATIOTIR UTUIUHY.
Omxe, mpenapaT He CJliJl 3aCTOCOBYBATH pa3oM i3 jaMiByIMHOM st JikyBauus BIJI-indexuii (aup.
po3zain 4.4).

Bsaemooisu 3a yuacmi menogosipy

OnHovacHe 3aCTOCyBaHHs AMJAHO3UHY 1 TeHOdOBIpY AE30MpoKciiny dymapaTy HE PEKOMEHIOBAHO
(auB. po3ain 4.4 Ta TabnMIA TIKAPCHKUX B3a€MOIIM 1ai).

IIpenapamu, wo 6UBOOAMbCA HUPKAMU.

Ockinbku eMTpuLMTabiH Ta TeHOOBIP BUBOASTECS MEPEBAKHO HUPKAMH, OJHOYACHE 3aCTOCYBAHHS
eMTpULMTabiHy Ta TeHO(OBipY 3 MpenapaTamy, IO OCHabMOIOTh QYHKIIO HUPOK a60 KOHKYPYIOTh
3a aKTUBHY TYyOyJsipHY cekpeuito uepe3 Ttpancnopthi 6iniku hOAT 1, hOAT 3 a6o MRP 4
(Hanpuxnaax, 1uaodoBip), MOXe IiABUILYBAaTM CUPOBATKOBI KOHLEHTpauii emrpuuurabiny,
TeHooBipy Ta/abo mpenaparis, 110 3aCTOCOBYIOTHCS OJIHOYACHO.

IncTpykuis aJ1st 3acToCyBaHHs JiKapebKoro 3acofy (KiHUeBOro npoayKry), 3aCB1ﬂ,‘I€Ha NiAMICoM
YIIOBHOBaXKEHOI 0COOH, 110 BUCTYIIA€ Bijl iMeHi 3asBHUKA L
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Cain  yHMKaTH INpU3HA4YeHHS MpenapaTy I uac abo He3ajoBro  micis 3aCTOCYBaHHS
HEPPOTOKCHYHMX — mTpemapaTiB. Jleski INpPUKIAAM  BKIIOHAIOTE  (age  He OOMEXKYIOTHCH )
aMiHOIKO3U K, aMmdoTepuiuH B, ockapHeT, raHUMKIOBIp, neHTaMinuy, BaHKOMILIMH, UMA0(OBIp
abo iHTepielKin-2 (auB. po3in 4.4).

Y 3B’S3Ky 3 THM IO TaKpoOJiMyC BHBOAMTBCS HUPKAMM TIpH OJHOYACHOMY 3aCTOCYBaHHI CIIi
NPOBOJAMTH TOCTiHHMH MOHITOpUHT QyHKILT HUPOK.

Il 63aemo0ii. Baaemopii Mix KOMIIOHeHTamu mpenapaTy ATpimuia Ta iHridiTopamu mporeasu,
aHTUPETPOBIPYCHUMHU 3acobamu (BixMiHEMMM Bin iHriGiTopis nporeasu) Ta iHmMMU npenapaTtamu,
WO He BIAHOCATBCS JIO AHTHPETPOBIPYCHUX, NPENCTABNEHO Y TAGMMII 5 HudKye (nigBUILIEHHS
noszuayeno sk « », 3HMKEHHS 51K «¥», Bes 3min K «<>»). 90 % [II BrazaHo y aykax (SKIO € Taki
JlaHi).

Tabmuus 1. Bzaemonii MiK OKpeMHMM KOMIIOHEHTAMM npenapaty  Ta iHIIUMH JKapchKUMU
3aco0amu.

Mpenapartu Busue na piBui npenapary Pexomenpauii CTOCOBHO
Cepeaniii % 3min piBHiB AUC, | 0AHOYACHOIO 32CTOCYBAHHA 3
Cmax, Cmin 3 90% I | npemapaTtom Atpinaa (600 mr

(Mexanizm) edapipenay, 200 mr
eMTpHUIHTAGIHY, 300 mr
TeHo(oBipy AU30TPOKCHJI
$ymapary)

INPOTUIH®EKIIMHI IIPENIAPATH
AHTHpETPOBipYyCcHi npenapaTu

HI3T

3UJ0BY/IMH, CraByauH, | Baaemonis He ouikyeTbes

AobaxkaBip

Abaxasip/TeHodoBipy OnnouyacHe  3aCToCyBaHHS  He

JAM30NPOKCHITY (hyMapar PEKOMEHIOBAHO Yy 3B’A3Ky 3
NPUTHIYEHHSM  TE€PaneBTHYHOrO
edekrty Bill 3aCTOCYBaHHs
abakagipy.

JlamiBy iuH/eMTpunuTabiy 3 MPUYMHK CXOXKOCTI JaMiByaHHY
Ta eMTpUuMTabiHy I1X He ciin
3aCTOCOBYBATH OOHOYACHO ([{HB.
po3aisa 4.4).

Hunanosun/reHodoipy HAunanozun Piaxo morinomusiiocs npo

JIM30IPOKCHI hymapat AUC: T40-60 %* MTaHKPEaTUT Ta JakTauug03 (iHoxui

3 JIETAJIbBHUM HacJligKoM).
OnnouacHe 3acTocyBaHHs
TE€HO(DOBIPY AU30NPOKCHII
bymapaty Ta nunaHosuny B 1031
400 Mr Ha n00y acouiifoBaHe 3i
3HAYYIIMM 3HWKEHHIM KiJIbKOCTI
CD4 x1iTHH, MOXIUBO, Yepes
BHYTPILIHBO-KJII THHHY
B34€MOJ10, IO MiJBHLIYE piBeHb

Incerpyxuis g 3actocyBauHs JikapesKoro 3acoby (KiHuesoro NpPOaYKTY)
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bochopunsoBanoro (To6To
AKTHBHOI'O) IHIAHO3UHY.
3HIDKEHHS JO3W JHIAHO3HHY 10
250 Mr rpu 0ZHOYACHOMY
3aCTOCYBaHHI TeHO(OBIpy
Jauzonpokcu gymapary
acoUiIoBasIOCs 3 MOBIAOMIIEHHAMU
PO BUCOKI TIOKA3HUKH
BipycoJIoriyHol Hee(heKTHBHOCTI
(y Xoni TecTyBaHHSs JEKIIBLKOX
komOiHauiit). OnHovacHe
3aCTOCYBAaHHS 3 AUIAHO3HHOM He
PEKOMEHI0BAHO (AMB. po3in 4.4).

HHI3T

Hesipanin, ETpaBipun

OnHouacHe 3aCTOCYBaHHs He
PEKOMEH/LyEThCsI uepes
aJIUTUBHY TOKCHYHICTb Ta
BIJICYTHICTh €()eKTHBHOCTI.

InriGiTtopu nporeazu

docamnpeHasip/puroHasip/
edapipens

(700 mr 2 pa3u Ha 100y/
100 mr 2 pasu Ha 106y)

AMIIpeHaBip
Ctrough { 17 %

KniHi4yHO 3Ha4yIIHX
(hapMaKOKiHETMYHUX peakIliii He
CIIOCTEPIranoch.

MoKHa 3aCTOCOBYBATH
0/1HOo4YacHO Oe3 KOpeKLiT 103H,

®docamnpeHaBip/puTonasip/
edasipens

(1400 mr 1 pa3 Ha 100y/
200 mr 1 pas Ha 100y)

AMIIpeHaBip
Cmin ¥ 36 %

OpanoyacHe  3acTOCyBaHHS MU
TaKOMY pexUMi HE
PEKOMEHI0BAHO.

CaxsiHaBip/puToHaBip/
edasipeHs

Bsaemozii He BUBUANIUCE.
CTOCOBHO OZHOYACHOTO
3acTocyBaHHS edaBipeH3sy 3
HU3BKMMH J03aMU PUTOHABIpPY B
koMGinauii 3 iHriéiTopom rnporeasu
JIMB. PUTOHABIp BULIE.

HenocraTHso nanux mo6 garu
peKOMeHJallii LoJI0 J03YBAHHS
CakBiHaBipy/ pUTOHaBIipy.
3acTocyBaHHs Npernapary B
KoMOiHawii 3 cakBiHABIpOM sk
€AMHHUM iHriGiTOpOM npoTreasu He

PEKOMEHIOBAHO.
Inpinasip (800 mr 3 pasu Ha | Inainasip OnnoyacHe  3acrocyBaHHs — He
no0y)/edasipens AUC: | 31% PEKOMEHYEThCS.
Ctrough ¥ 40 %
InnpinaBip/pitonasip (800/100 | Inminasip OpnHoyacHe 34CTOCYBAHHS
Mr 3 pas3u Ha 106y)/edaBipers | AUCsg: ¥ 25 % MOXJIMBO, Yy BHIAAKY KOIH €
Ctrough 450% MOJK/IUBICTh KOHTPOJIIOBATH

piBeHb [HIMHABIpY.

PutonaBip/edasipens
(500 mr 2 pasu Ha go0y/

JlocnixkeHHs B3aeMOoil nokazanu
nomipHe 36inbmenns AUC s

OJHOYacHe 3aCTOCYBaHHS
puToHaBipy B 103i 1 000 mr ne

IHeTpyKuist A5t 32CTOCYBaHHSA JiKapebKoro 3aco0y (KiHIEBOro npoayKTy), 3acm;1qe1-1a nmnncom
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600 mr 1 pa3 Ha 106y)

puToHaBipy Ta edaBipeHsy.

PEKOMEHJI0BAHO Y 3B’A3KY 3
IIOraHOK NePEHOCUMICTIO,

Hendiunasip/edapipens

JocaikeHHs B3aeMo il okazanmu
BapiabenbHICTh pe3ybTaTiB,
Brunovaouu 20% 306inb1eHns
pisasg AUC i Cmin, a Taxosx
sHwkeHHs AUC Ha 25% i Cmin Ha
45% nendinasipy.

Onnouache 3aCTOCYBaAHHS
MOXJIMBO, Yy BMIIAQZKY KOJM €
MOXUTUBICTh KOHTPOIOBATH
piBeHb Hendinaripy.

JloninaBip/ puToHasip
(kamicynu M’siki abo
NepopasIbHUI PO34nH)/
ecasipeHs

Jloninagip/ putoHaBip
(rabnerkn)/ edaBipens
(400/100 mr 2 pa3u Ha 100y/
600 mr 1 pa3 Ha 100y)

(500/125 mr 2 pa3u Ha n06y/
600 mr 1 pa3 Ha 106y)

Jloninagip/ putoHaBip
(rabneTku)/ TeHoDOBIp
(400/100 mr 2 pa3u Ha 106y)

3HauHe 3HWKEHHS eKCITO3ULT
JIOTIiHABipy, PU SKOMY HEOoOXiIHa
KOpeKIist 103u
JIONiHaBipy/pUTOHABIpY.

Konuenrpauii noninagipy:
Cmin: L 40 %

Konuenrpatiii noninasipy: nogibui
JIO KOHUEHTpauii npu
3aCTOCYBaHHI
JoninaBipy/puronasipy 400/100 mr
2 pasu Ha 100y Ge3 edasipensy.

Tenodogip He BriMBac Ha
(bapmakoKiHeTHUHI apamMeTpH
JIOTiHaBipy/ pUTOHABIpY

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

OpnHouacHe 3aCTOCYBaHHs HE
PEKOMEHIOBAHO.

Artasanasip/ easipens
(400 mr 1 pas na 106y)

ArazanaBip/TeHodoBip
(400 mr 1 pa3 Ha 1006y)

Araszanasip/puronasip/
TeHo¢oBip (300/100/300 1 pa3

ATazaHagip
AUCgs: +74 %
Cmin: ¥ 93 %

ATazaHagip

AUC: {25 %
Cmax: ¥ 21 %
Cmin: ¥ 40 %

Tenogosip
AUC: 124 %
Cmax: 1 14 %
Cmin: 1 22%

OI_IHO‘laCHe 3aCTOCYBaHHS HE
PEKOMECH/10BaHO.

IncTpykuis aas 3acTocyBaHHs JiKapebKOro 3acody (KiHueBoro IPOAYK’ ry), 3acqueHa i AMcoM

YIOBHOBaKEHOT 0COOH, 110 BUCTYNAE BijJ iMeHI 3asiBHUKA
22.01.2018
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Ha Jo0y) Ata3zaHasip

AUC: 25 % (4 41 % - 43 %)
Cmax: ¥ 28 % (¥ 50 % - T5 %)
Cmin: 4 26 % (Y46 % -T10 %)
Onnouachuii npuitom arazaHasipy
/ puroHaBipy Ta TeHOQOBipy
TIPUBOAUTE [0 301IbLICHHS
KOHUEHTpauii TeHopoBipy Ta
nocummoe nodivHi edexru,
TOB'SA3aH1 3 TEHO(OBIpOM,
BK/IIOYAIOYH HUPKOBI po3iaau.

ATazaHaBip/puUTOHaBIp/
easipez (400/100/600 1 pa3s ArazaHaBip

Ha 100y, pa3om ix iKero) AUC: &* (L 9%- 110 %)
Cmax: T 17 % (18 % - 127%)
Cmin: ¥ 42 % ({31 % -451 %)
ATazaHasip

AUC: <>*/** (L10 % - 126 %)
Cmax: <>*/** (15 % - 126%)
Cmin: T 12 % (416 % -T49 %)

Ara3anaBip/puToHaBip/
edasipes (400/200/600 1 pa3
Ha 100y, pa3oM ix HKero)

(inpyxuis CYP3A4)

* 'V MopiBHSIHHI 3 MPUHOMOM
arazanasipy 300 mMr / putoHaBip
100 mr BBeuepi Ge3 edasipens
3adikcoBaHo 3MeHuIeHHs Cmin
aTazaHaBipy, siIKe MO)Ke HEraTHBHO
BIIJIMHYTH Ha HOro €()eKTHUBHICTD.

** jcTOpMYHI AaHi - oHOYaCHHUIT
npuiioMm edasipensy i3
aTa3aHaBipoM / pUTOHABIPOM He

PEeKOMEHJOBAaHUH.

TinpanaBip/edasipens Bzaemonist He BUBYaach Chin yHuKaTH 0HOYaCHOTO
3aCTOCYBaAHHS.

HapyHagip/puTonasip/ JapyHagip: KniniyHe 3Ha4eHHs 3MiH B
edasipens AUC: 413 % KOHUEHTPALiSX AapyHaBipy Ta
(300 mr 2 pa3u Ha no0y/ Cmin: 431 % edaBipeH3y He BCTAHOBIIEHO Ta
100 Mr 2 pa3u Ha no0y) MOZK€ 3MiHIOBATHCS 3aJI€XKHO BiJl,

Edagipens: HamnpHUKIIal, Bil HAsSBHOCTI

AUC: T21 % KJIHIYHO 3Hauy 10}

Cmin: T17 % PE3UCTEHTHOCTI 10 JapyHaBipy.

HapHyHaBip / putoHasip ciin

Tuerpykuis aas 3acrocyBanHs JikapebKoro 3acoly (KiHIEBOro mpoayk ry), BaCBllHCHa nmnucom
YTIOBHOBa)K€HOT 0COOM, 1110 BUCTYIIAE Bijl iMeHi 3asBHHKA s
22.01.2018 Kouyébeii M€




Jlapynasip/puronasip/ Tenodosip  He  BrMBaE  Ha | 3aCTOCOBYBATH 3 00EPEKHICTIO ¥

TEHO(OBIPY AUZONPOKCHIT dbapMakoKiHeTHYHI napameTpH | MoeaHaHHi 3 TabieTkamu

bymapar HapyHagipy. TEHO(OBIP- AM30MPOKCHITY

(300 mr 2 pa3u Ha goby/ 100 dbymapar / edpapipens /

MT 2 pa3u Ha 100y) Tenodogip: emTpiuitadin 300mr / 600mr /

AUC: 122 % 200wmr.
Cmin: T37%

Anrtaronicry CCR5

Mapagipok/edasipens Mapasipoxk: KonuenTpauii edapipensy He

(100 mr 2 pa3u Ha no0y/ AUC;: 145 % BU3HAYaJIN; BIJIUBY HE

600 mr 1 pa3 Ha 100y) Cmax: ¥51 % ouikyetbesi. Crif o3HallomuTHCS 3
IHCTPYKII€IO Ha TIpenapar, 1o
MiCTUTBh MapaBipox.

IuribiTop nepeHecenHs JAHIIOra iHTErPa3oio

PanrerpaBip/edaripens PanTerpagip: MoskHa 3aCTOCOBYBATH

(400 mr pasoBa goza/-) AUC: {36 % OZIHOYACHO 0€3 KOPEeKILiT

Panrerpasip/reHodoBipy AUC: T49 % JI03YBaHHSI.

JU30NPOKCHII hyMapar Cmax: 164 %

(400 mr 2 pa3u Ha 100y)

Iporurpudkosi

Keroxonazon/edasipens Keroxonazon OcCKiNIbKM HeMa€e pexoMeH aallii

(400 mr 1 pa3 Ha no0y/ AUC: {72 % CTOCOBHO 103U KETOKOHA30J1y NpH

600 mr 1 pa3 Ha no0y) OHOYaCHOMY 3aCTOCYBaHHI CJIijg
PO3IVISIHYTH NUTAHHS ITPO
anbTepHATUBHE NPOTUIPUOKOBE
JIIKYBaHHsI,

ITpakonazon/edaripens ITpakonazomn: OckilbKu HEMae peKoMeHaalliii

(200 mr 2 pa3u Ha noby/ AUC: 439 % CTOCOBHO /1031 KETOKOHA30J1y MpH

600 Mr 1 pa3 Ha 100y)

Cmin: 444 %

OIHOYAaCHOMY 3aCTOCYBaHHI CIIij
PO3IVISTHYTU TUTAHHSI [1PO
ajlbTEPHATUBHE NPOTUIPUOKOBE
JIIKyBaHHS.

ITozakonazon/edapipens
(-/400 mr 1 pa3 na no6y)

ITo3akonazon:
AUC: 450 %
Cmax: ¥45 %

OnHOYaCHOT0 3aCTOCYBAHHS CITif
YHHKATH, 32 BUHATKOM BHINaKiB,
KOJIM KOPUCTD [IEPEBHUIILYE PHU3HK.

DiaykoHaszon/edapipens
(200 mr 2 pasu Ha no0y/
600 mr 1 pa3 Ha 106y)

B3aemognist He OuiKy€eThCs.

Bopuxonazon/edasipens

B3aemMonii He BUBYAaJIUCH.

OnHovacHe 34aCTOCYBaHH

(200 mr 2 pa3u Ha 106y/ CTaHJapTHUX 103 edaBipeH3y Ta
600 mr 1 pa3 Ha 100y) BOPUKOHA30J1Y MIPOTUIIOKA3AHE.
Bopukonazon/edagipens Bopukonazon 3MeHIIeHHs 1034 edaBipeHsy npu
(200 mr 2 pa3u Ha n106y/ AUCss: V77 % 3aCTOCYBaHHi BOPUKOHA30/TY B

400 mr 1 pa3 Ha go6y)

Edasipens
AUCss: T 44%

CTaHAAPTHIHA 1031 IPU3BOAKTE 10
CYTTEBHUX 3MiH (hapMakoKiHETHKH
000X JTiIKapCLKUX 3aC00iB, TOMY

IHCprKl.llﬂ A 3aCTOCYBAHHSA .rmcapcucoro 32(!06}’ (Kmuenoro ﬂpOZlyKTy), 3ac31ﬂqua HILIHI/ICOM

YIIOBHOBa)K€HO1 0co0u, 1110 BUCTYMAE Bij iMeHi 3asBHuKa
22.01.2018
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FOT0 He CJ1ifl 3aCTOCOBYBATH.

Bopukonason/edasipens
(400 mr 2 pa3u Ha g06y/
300 mr 1 pas na 100y)

Bopukonazosn
AUCss: V7 %

Edagipens

AUCg: T 17%

(y MOpiBHSHHI i3 CTaHAAPTHUMHU
J103aMu)

SIKIIO OTHOYACHE 3aCTOCYBAHHS
BBKAETHCA HEOOXIAHNM, 103y
BOPUKOHA30J1Y CJIIJT 301ILIUUTH 10
400 mr, eaBipeHsy 3MEHLUUTH 10
300 mr. Ockinbky 3MEHILEHHS
1034 eaBipeH3y HEMOXKIIMBE y
KOMOIHOBaHOMY TIpenaari ciij
3aCTOCOBYBATH IMpPENapaTh B
OKPEMHUX JIiIKapChbKUX (hopmax
(1mB. po3nin 4.3).

AHTHOIOTHKH / AHTHMIKOOAKTE

iabui

Knapurpominun/edasipenn
(500 mr 2 pa3u Ha 1o0y/
400 mr 1 pa3 Ha n006y)

Knaputpomiums:
AUC: 139 %
Knaputpomiin
14-ringpokcumerabomit:
AUC: T34 %

Kniniune 3HaveHHs Takux 3min
PiBHIB KJIapUTPOMILMHY y Mia3mi
KpOBi He Binome. MoxkHa
PO3IISIHYTH IMTUTAHHS [IPO
3aCTOCYBAHHS aNbTEPHATHBHOIO
J10 KJIapuUTpOMIUMHY Ipenapary
(HampuKIaa, a3UTPOMILIHH).

AsuTpominmH/edasipeHi
(600 mr 1 pa3 Ha no0Gy/
400 mr 1 pa3 Ha 100y)

B3aemonis He ouikyernes

Mo:kHa 3acTocoByBaTH
OJIHOYAaCHO Oe3 Kopekiii
J03yBaHHs.

Pudamniunn/edasipenn
(600 mr 1 pa3 Ha no6y/
600 mr 1 pa3 Ha 106y)

Edagipeni:
AUC: 126 %
Cmin: 32 %

[Ipu 3acTocyBanHi npenapary 3
prdamninuHOM JonaTkoBa 03a
edasipenity 200 mr/noby
(3arasiom 800 mr) moske
3a0€e3MeYNTH eKCITO3UIIII0, L0
AOCATAETHCA NP 1031 ehaBipeHLyy
600 mr 6e3 pudammniunny.

Pudabyrun/edapipeni
(300 mr 1 pa3 Ha 1o6y/
600 mr 1 pa3 Ha n00y)

Pugabyrun:
AUC: 438 %

Ho6oBy nosy pudabdyrun cniz
migBULIMTH Ha 50 % .

IIporumanspiiini

ATOBaKBOH Hemae nanux rno pociimkeHHIo
XOpOKBIOIMH B3aemoii. Bzaemonis ta
Medroxsioaun Oe3MeYHICTh NPU OJHOUACHOMY
[Iporyanin 3aCTOCYBaHHI 3 e(aBipeH30M He
Cynshanokcun IIPOBOJMIACH CUCTEMATHYHO; Ha
[Tipimeramin TEOPETHYHIH OCHOBI KIIIHIUHO

3HaYyIli B3a€MOJIT JIIKAPCHKUX
3aco0iB 3 edaBipeH30M €
MaJIOHMOBIpHUMHU.

Amoniakin/Apremerep/
edasipens

HocnimxeHHs B3aemoii 6yno
NPUTNMHEHO TICAs TOTO, SIK Y

MO>KXIUBHIT TOKCUYHHUI BIUIUB Ha
neyinky. ITo MosximBocTi

IHCprKulﬂ AJIs1 3aCTOCYBAHHSI JIlKﬂpCbKOFO 33006y (Kmuesoro ﬂpOIlyKTy), 3aCBlIL‘IeHa I'HLIHI/ICOM

YIMOBHOBaXEHOT 0CO0OM, 1110 BUCTYIIAE BiJ iMEHI 3asiBHHUKA
22.01.2018
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(600/250 mr 1 pa3 Ha no6y/
600 mr 1 pa3 Ha n00y)

nepumx ABox cy0'ekTiB
PO3BHHYJIOCS O€3CUMITOMHE, ajie
3HAYHE IiJBUIIEHHS NeYiHKOBUX
bepMeHTiB miciis TPUAEHHOTO
Kypcy aMoAiaKiny.

AMoniakin

AUC 1 114 ta AUC 1 302%
BiZIMTOBIAHO.

KoMOiHaLil ClTiA yHHUKATH.

Keuun/edasipens

Hemae manux no nocimkeHsio
B3aemoii. KptonuH
meraboisyrorees CYP3A.
OnHouacHe 3acTOCYBaHHS 3
e(haBipeH30M MOKe 3MEHUIUTH
NPOTUMAJBIPiIHHU edekT.

ITo moxxauBOCTI HEOOXiAHO
3aCTOCOBYBaM aJIbTEPHATHUBHUIA
NPOTUMANAPiIHHUI JliKapChKHii
3acio.

Jlymedanrpun/edasipens

HeMae nanux no gociimkeHHio
B3aeMoAii. JlymedanTpun
metadonizyotses CYP3A.
OnHouacHe 3aCTOCYBaHHS 3
e(aBipeH30M MOXKe 3MEHLIUTH
IPOTUMAJISIPiliHuit edexT.

OnHoYacHe 3aCTOCYBaHHS He
PEKOMEH/J0BAHO.

ApTeMiCHHUH Ta JepiBarisec

Hemae nanux nmo gociimkenHio
B3aEMOJii. ApTeMiCHHUH Ta loro
1OXiJHI MeTaboMNi3yIoThCs
CYP3A. OgHouacHe
3aCTOCYBaHHA 3 edaBipeH3om
MOJKE 3MEHUIUTH
NPOTUMAIAPIHHUM eeKT.

3aco6u npoTH Bipycy renatuty

Anenodogipy AUC: & OnHovacHe 3acTOCyBaHHs He

AENOBOKCHI/TeHO(OBIp Cmax: < PEKOMEHYEThCS Uepes
aJIMTUBHY TOKCHYHICTh Ta
BiZICYTHICTb €(DEKTUBHOCTI (MB.
posnia 4.4).

Enrakagip AUC: & Hewmae xniHiuHO 3Hauynoro

1 Mr 1 pa3 Ha JIeHb Cmax: <> BIUIMBY Ha (papMaKkoKiHETHKY
000X JIKapChKHUX 3aCO0IB.

IMPOTUCYJAOMHI IPEIIAPATH

Kapbamasenin/edasipens Kapb6amaszemnin: Crix nepiogAM4HO nepeBipsaTH

(400 mr 1 pa3 na 1o6y/
600 mr 1 pa3 Ha 100y)

AUCss: 427 %
Cmin: 435 %
Edasipens:
AUCqs: V36 %
Cmin: ¥47 %

piBHi kapbamazeniny Ta
eaBipeH3y npu oHOYACHOMY
3aCTOCYBaHHI.

Denitoin/edapipens

B3aemonis He BuBYanacs. IcHye
MOXKJTMBICTh IiABUIIEHHS

IJIa3MOBUX KOHLEHTpaLliii

Cunin nepioinyHoO nepesipaTH
piBHi (eHiTOiHY Ta edaBipeHsy

IPH OJHOYACHOMY 3aCTOCYBaHHi.

Inerpyxkuist s 3acrocyBanHs aikapenKkoro 3acoby (KiHueBoro NPOAYKTY), 3dCBl}1LIeHd mmmcorvx
YINOBHOBaXXEHO1 0COOHM, 1110 BUCTYNAE BiJ iMeHi 3asBHUKA
22.01.2018
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dbeniToiny npH 3acTocyBaHHi 3
edasipeH3oM.

Banenpoesa kucnora/ epasipens
(250 mr 2 pa3u Ha 106y/ 600 mr
1 pa3 Ha 06y)

OObmesxeHi naHi BKa3yioTh Ha
BiJICYyTHICTb KJIIHIYHO 3Ha4yI0r0
BIUIMBY Ha (hapMaKOKiHETHKY
BaJIbIIPOEBOT KUCIOTH Ta
edasipeHay.

Birabatpun

Kniniuno 3nauywii B3aemopii He
OUYiKYIOTBCH.

MoskHa 3aCTOCOBYBATHU
OJIHOYacHO Oe3 KOpUryBaHHs
JO3H.

CEPHEBOCYAMHHI ITIPEINMAPATH

Bulokatopu kaapuieBux kanauis

Hunriazem/edapipens
(240 mr 1 pa3 Ha n06y/
600 mr 1 pa3 Ha 100y)

Junriazem:

AUC: 169 %

Jezauutun qunriazem:

AUC: {75

N-MoHOIE3METIUT AUITIA3EM
AUC: 137

dbapmMaKkoKiHETHYHUX MOKA3ZHUKIB
edhaBipeHsy He BBAXKAETHCS
KJIHIYHO 3HAUYyLIHM.

ITpu onHouacHOMY 3acTocyBaHHi
J03y JuIITia3emMy Ciill KOpUryBaTH
3aJ1€XKHO BiJ KIIHIUHOT Bianosiai.

Bepanamin, denoaumnin,
Hideaunin,
HiKapaunin/edasipens

Bszaemonii He BuBuanu. [lpu
OJIHOYACHOMY 3aCTOCYBaHHI
edasipeHsy 3 6iokaTopamMu
KaJIbLi€BUX KaHAIIB MOMXJIHBE
3HWIKEHHS TIJIa3MOBOT
KOHLIeHTpauii 6;i0karopa
KaJIbIIEBUX KaHAIB.

IIpu onHouacHOMY 3acTocyBanHi
103y Gy10KaTOpa KajabllieBUX
KaHaJIiB CJIil KOPUTYBATH 3aJIEXKHO
BiJl KJ1iHIYHOT BiNOBIi .

INPEIMMAPATH, 11O BHUXKYIO

Tb PIBHI JIIIIAIB

Inriditopu 'MI'-KoA peaykrasu

ATtopBacraTuH/edaBipens
(10 mr 1 pa3 Ha 100y/
600 mr 1 pa3 Ha n00y)

ATOpBacTaTHH:

AUC: 443 %

3aranom akTUBHI iHriGiTOpy
I'MTI'-KoA peayxrasu:

Crix nepioau4Ho nepesipsaty
piBHi Xonecrepuny. [Ipu
OJIHOYACHOMY 3aCTOCYBAHHI MOYKE
OyTH HEOOXIAHHM KOPUTYBaHHS

AUC: 134 % A03H.

ITpaBacTtatun/edasipens IlpaBacraTuH: Crin nepioqnyHo nepesiparu

(40 mr 1 pa3 Ha 06y/ AUC: 140 % piBHi Xonectepuny. ITpu

600 mr 1 pa3 Ha 100y) OIHOYaCHOMY 3aCTOCYBaHHI MOKE
OyTH HEOOXITHUM KOPUTYBaHHS
JI03M [IPABACTATHHY.

CumBacratun/edasipens CumBacTaTuH: Cunia nepioauuHo nepesipaTi

(40 mr 1 pas Ha no6y/ AUC: 469 % piBHi XonectepuHy. [1pu

600 mr 1 pa3 Ha 100y)

3arajaoM akTHBHI iHTiGiTOPH
I'MI'-KoA peaykrasu:
AUC: 160 %

OTHOYACHOMY 3aCTOCYBaHHI OKe
OyTH HEOOXIMHUM KOPUTYBaHHS
JIO3H.

IHCprKulﬂ AJIs1 3ACTOCY BAHHSI .rmcapcmcoro SRCOﬁy (KIHHeBOFO ﬂpOllyKTy), 3aCququa niAnucom

YIOBHOBaXXE€HOT 0cO0M, 110 BUCTYNAE Bijl iMeHi 3asBHUKA
22.01.2018
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Pozypacratun/easipeHs

B3aemonii He BuByanucs.
PozyBactraTuH BUBOAUTHCH
NEPEBa)KHO y HE3MiIHEHOMY
BUTJIAI 3 KaJIOM, TOMY B3a€EMOJIisl
3 eaBipeH30M He O4iKyeThCs.

T'OPMOHAJIBHI KOHTPAIIE

[ITHUBHU

IlepopanbHo
Eruninecrpaaion +
HoprecTamin/edasipens
(0,035 mMr + 0,25 mr 1 pa3 Ha
no6y/ 600 mr 1 pa3 Ha noby)

Etuninecrpanion:

AUC: &

Cmax: &

JlenoBorecrpen (akTHBHUI
MeTaboJIiT):

AUC: 183 %
Hopenrecropmin (akTuBHUIA
MmeTtabonir):

AUC: 164 %

JonaTkoBo 10 rOpMOHAIBHUX
KOHTPALICTITUBIB CJIif
BHUKOPUCTOBYBATH HaliMH M
Oap’epHuil METO KOHTpALIENL].

In’exuii
Jlenomeapokcunporectepony
auerar (AMITA)/ edasipens
(150 mr B/M pazora 103a
JMIIA)

B3saemopiii He cnoctepiranocs
CYTT€BUX BiAMIHHOCTEIH
MOKA3HUKIB (hapMaKoKiHeTHKH
MIIA He cniocTepiranu.

HOH&TKOBO A0 I'OpMOHBAJIbHUX
KOHTPALIENTUBIB CJTij1
BHMKOPUCTOBYBATH HaOiHHWA
Oap’epHUiT METOI KOHTpaLenLii.

ImnnanT
Etonorecrpen/edasipens

B3aemonii He BUBUasmcs.
MooiMBe 3HIDKEHHS eKCHOBUILT
eToHorectpery (iHAyKLis
CYP3A4).

VY 1oCTMapKeTHHIOBHI I1epion
OyJ11 MOOJUHOKI BUIAAKH
Hee(eKTHBHOCTI KOHTPALIENLiT y
NAali€HTIB, SKi 3aCTOCOBYBAIM
€TOHOreCTpes 3 edaBipeH3oMm.

JlonaTKOBO 10 rOpMOHAIBLHUX
KOHTPALENTHUBIB Cllij
BMKOPHCTOBYBATH HaiHHUI
Oap’epHuii MeTON KOHTpallenwii.

IMYHOCYIIPECOPH

TakponiMmyc, UHKIIOCIIOPHH,
cipoJiimyc/edaBipens

BzaeMouii He BUBYaTUCA.
MOIIHBE 3HUKEHHS €KCITO3UITT
iMyHocympecopa.

Mosxe 6yTr HeoOXinHUM
KOPUT'YBAaHHS 103U
imyHocynpecopa. Ha nouarky Ta B
KiHL JIIKyBaHHS IpenapaTom
PEKOMEHI0BAHO IPOBOAUTH
pEeTEJIbHUI MOHITOPUHT
KOHUEHTpaLlii iMmyHocyrnpecopa
NIPOTArOM NIPUHAMMHI 2 THKHIB
(mo nocsirHeHHs cTabiTBHUX
KOHLIEHTpALli#).

IHIII

IHeTpykuist 1u1st 3acToCyBanHst ikapebKoro 3acofy (KiHIEBOro NPOAYKTY), 3 aCqueHa TiAnMcom

YMOBHOB&)XEHOI 0COOH, 1110 BUCTYTIAE BijJ iMeHi 3asiBHUKA
22.01.2018
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Meranon/edasipens Meranon: CraH nauieHTiB, ki OTPUMYIOTH
(35-100 mr 1 pa3 Ha no6y/ AUC: 152 % OJIHOYACHO METAaNOH Cif

600 mr 1 pa3 Ha g06y) CIOCTEPIraTH CTOCOBHO MOSIBU
CHMIITOMIB BiIMiHH, a 103y
METAZOHY IMiABUIIUTH 3 METOI
ITOJIETIIEHHS CUMIITOMIB.

Bynpenopdin/edasipens Bbynpenopdin: IMpu ogHOUacHOMY 3acTOCYBaHHI 3
AUC: 150 % NpenapaToM KOPUT'YBaHHs J03U
Hop6ynpenopdin: OynpeHopdiny moxe GyTH
AUC: 471 % HEINoTPiGHUM.

Xoua excriozuuis Gynpenopdiny
3HMIKY€ETBCS, CUMITOMIB BIAMIHH
He criocrepiraaocs.

Bapdapun/ edasipens Bzaemouil He BuBuanucs. ITpu oxHouacHOMY 3acToCyBaHHi
ITnasmoBi KoHUEHTpaLiT Ta MOIKE 3HaIOOMTHCS KOPEKLis 1031
edextn BaphapuHy MoKy Th BaphapuHy.

NBUILYBATHCS a0
3HMKYBATHCH,

Jlopasenam/edasipens Jlopazenam Mo»xna 3acTocoBysaTn

(2 mr 1 pa3 Ha no6y/ AUC: T 7% (T 1% -7 14%) OHOYACHO 0€3 KOPUTYBaHHS

600 mr 1 pa3 Ha 106y) JI03H.

Minazonam, BzaeMoail He BUBYaiucs. Lli 6enzoniazeniyHu

Tpiasonam/edasipens meradonisytoTsest CYP3A. Xoua

edasipens € ingykropom CYP3A
in vivo, BiH liie sk iHriGiTop in
vitro. Bijiue Ha hapMakokineTHky
MiJla3onamy Ta Tpiazonamy
HeBinomuit. OHouacHe
3aCTOCYBAHHS MOKJIUBE 3

00€EPEIKHICTIO.
3Bipo6iu (Hypericum Bzaemonii He BUBYanuCs. OnHoYacHE 3aCTOCYBAHHY
p Yp
perforatum)/edasipens npenapaty i pocaIuHHUX

Npenaparis, o MicTIThb 3Bipo0iii,
nporunokasaHe. PiBHi edasipeniy
y T1asMi KpoBi MOXKYTh
3HHXKYBATHCH JI0 BIICYTHOCTI
TEpaneBTUUHOTO edeKTy.

4.6. 3acmocysanns nio uac eazimuocmi ma 200y6aAHHA 2Py OO0,

Kinku  penpodykmuenozo eixy. XKinku, ski OTPUMYIOTh [penapar, He MOBMHHI I1aHyBaTH
BariTHICTL. ¥V 3KiHOK penponyKTHBHOrO BIKY TIepeJl MOYaTKOM JiKyBaHHS MpernapaToMm  CJiij
BUKOHATH TECT Ha BATiTHICTE. 3aBXK /1M CIIi/l 3aCTOCOBYBATH Oap’epHuii MeTox y KOMGiHAI{] 3 iHIIMMU
3acodamu  KOHTpauenuii  (Hanpukiaz, MEpOpaneHUMH  abo  iHIIMMH  rOPMOHAJIBHUMMU
KOHTPALENTUBAMM) MiJl Yac JIKyBaHHs npernapaToM. OCKilbKH edasipeHn Mae TpuBammMit mepion
HaIliBBUBEJCHHS, PEKOMEH/JOBAHO 3aCTOCOBYBATH BIJNOBINHI METOAM KOHTpaLemiyi nporsarom 12
THKHIB IiCIISl IPUITMHEHHS 3aCTOCYBAHHSI npenapary.

Incrpyknist s 3acrocyBanns JiKapeLKOTro 32¢00y (KiHLEBOro NpPOAYKTY), 3§1C]§iI'I,Ht’:H/a_5ﬂilIHMCOM
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Baeimuicme.

Hocnijpxenns edapipeHsy y TBapuH nokasanu PENPONYKTUBHY TOKCHUYHICTB, BKIIOYAIOUM BUPaKEH]
TepaToredHi egextu (quB. Posain 5.3). INosizomasnocs Npo BUNANKU AedeKTiB HepBOBOT TPYOKM y
HOBOHAPOIUKEHHX, HAPOIDKEHNX XKIHKAMH, KM 3aCTOCOBYBAiM edapipens y I TPUMECTPI BariTHOCTI.
ITicnsaMapKeTUHIOBI  1OCIiIKeHH S (Www.apregistry.com), BKJIIOYAIOYH HOCTATHIO KLIbKICTL
BariTHUX JKIHOK, HE AEMOHCTDPYIOTH 30UIbLIEHHS KilbKOCTI MOGIuHMX peakuiif y matepis, 1o
npuiivainn ehaBipens, Ta Baj PO3BUTKY AMTHHH. Edasipenzen ne cnin sacrocoBysaru IPOTATrOM
TePIIOro TPUMECTPY BariTHOCTI.

JlocnijukeHHs Ha TBapuHAaX He BKa3ylOTh Ha IPSAMUil 9y HETIPAMMIA [IKIAMBUI BIIIUB TeHO(OBIpY
abo emTpiniTabiHy 1010 BariTHOCTI, pO3BUTKY IUIOAY, TIOJIOTB YU NOCTHATAIBHOIO PO3BUTKY (/MB.
posain 5.3). be3nexa 3acrocyBanHsi TEHO(DOBIPY Ta eMTpiLiTabiHy Nij uac BariTHOCTI He BHBYATACE,
Buacinox MoxIMBOrO TepatoreHHoro BruMBY edapipensy, npenapar He ciin 3aCTOCOBYBATH
MPOTATOM  NEPIIOrO  TPUMECTPY BAriTHOCTI Ta MOXIMBO 3aCTOCOBYBATH TiJlbKH NPOTATOM
HACTYIIHOIO TPUMECTPY, AKIIO BCTAHOBJIEHO, IO KOPUCTD NIEPEBAKAE PUHK.

T'odyeanns 2pyooio. EmMTpunuTadbin Ta TEHO(MOBIP MNPOHMKAIOTH y TpyJHE MOJOKO [MOJUHH.
Henocratnbo indopmanii momno epexrin eMTPUIUTAOIHY Ta TeHO(OBIPY Y HOBOHAPOKEHNUX/TiTEil,
JlocniKenns Ha wypax NMpoAEMOHCTPYBaIM, IO e(baBipeHl IPOHUKAE y MOJOKO; KOHIIEHTpallil
ebasipenwy Oynn waGaraTto BMINMMM, HiXK piBHI y MaTepHHCBHKIill ru1asMmi KpoBi. Pusuk s
HOBOHAPOIKEHOT IUTHHY BUKITFOYMTH HE MOXHA, TOMY TIpenapaT ATpina He ci1iJ{ 3aCTOCOBYBaTH Y
I1epiojl TOAYBaHHS TPy 0.

3riAHO 3 3araJbHONPHUHATHM MpPaBUIOM Ta PEKOMEHJALIAMH  TPYIHOTO BHIOJOBYBAHHS
(nanpukaan, sin BOO3) ciin npoxoucynsTysary. BapiantH MOXKyTb BiapismsTHCS 3ane:kKHO Bix
micueBux obcrtaBun. Bsarani BLJI-iHdikoBanum skiHkam He PEKOMEHI0BAHO TOAyBaTH [iTeil
IPYAIIO sl BUKITKOYEHHS riepenaui BIJT quTuHi.

4.7. Bnaue na 3dammicmo Kepyeamu mMpaHcnopmuumu 3acodoamu abo npayroeamu 3 iHUIUMU
A6MOMAMU306AHUMU CUCHEMAMU.

CreuianpHi 10CHIKEHHA 3 OLIHKM MOM/IHBOrO BBy Edasipensy na 3paTnicTs kepysartu
ABTOMOOINIEM Ta iHIIMMU CKIAIHMMH MeXaHi3MaMH He [POBOIMIIHCS. Edasipens moxe cnpuunnsTy
321AMOPOYCHHS, 3HMKEHHA KOHLEHTpaui] i/abo comsmpicts. [lauienTip norpi6Ho NPOIHCTPYKTYBATH
NpO T€, WO Y pasi MOSBU NOAIGHUX CUMIITOMIB, BOHU MOBMHHI YHHKATH MOTEHIIIHO HEGE3MeHIX BUiB
JsTBHOCTI, TAKMX AK KEPYBAHHS aBTOTPAHCIIOPTOM i poboTa 3i CKNagHUMK MeXaHi3MaMHu.

4.8. looiyni pearuii.

IToGiuHi peakuil, mo crnocrepiranucs y Xomi KIiHIYHUX TOCTimKEHD Ta OKPEMHUX KOMIIOHEHTIB L[bOT'0
npenapaty npu KAPT, Bxazani y taGmuui (3a knacamu  cucrem OpraHiB, 4YacTOTOI Ta
KOMIOHEHTAMHU TIpenapary, 0 KX BUHUKaIM N00i4Hi peakuii). V xoxui#t rpyni yactotu no6ivi
peakiii BKasaHi y NOpPSAKY 3HMIKEHHs cepifosHocTi. YacToTa BH3HAuEHA Kk Aayxe 4gacto (>1/10),
yacto (Bim >1/100 mo <1/10), Hewacro (Bix >1/1000 no <1/100) abo pigko (Bim >1/10000 no <
1/1000).

3 6oy memabonizmy ma xapuyeamsi

Hy>xe gacro: rinogocharemis

Yacro: rineprpurininepunemisi, 36inbIenHs piBHs 3aranbsHOrO XOJIECTEPUHY, XOJECTEPUHY
JIIONPOTEAIB BUCOKOT Ta HU3BKOT WiNBHOCTI, rinepriikemis

Heuacro: nakrar aumnos

Inerpykuis s 3acTocyBanns aikapenbkoro 3acofy (KiHueBoro NPOAYKTY), 3acBiUeHa I1iAMHCOM
YIOBHOBaXK€HOT 0cOOM, 1110 BUCTYIIAE Bijl iMeHI 3agsBHUKA Aot L
22.01.2018 Kouybeii-M.€.




Pinko: rinoxanemis

Hactota He Binoma: ninoaictpodis

3 boxy cucmemu kposi ma nimgpamuynoi cucmemu

Yacro: HeltTponeHis

Heuacro: anemis

3 boxy cyounnoi cucmemu

Heuacro: npumiusu

3 boky imynnoi cucmemu

Heuacro: anepriuna peaxuis, rinepuytiusicts

3 boxy nHepsosoi cucmemu

Jly»e 4acTo: rosoBuuii 6ip, 3aI1laMOPOYCHHS

Yacro:natonoriuie  MucIeHHS, NOpYLIEHHS CHY, TIOPYIIEHHSI YBarW, COHIMBICTh, MOpPYILEHHs!
LepedpaibHOi KoopAnHaLll Ta piBHOBArH

Heuacro: axuTauis, amuesis, arakcis, narojoriuua KOOPIMHALLIT, 3a11aMOPOYEHHS!, CYIOMH, CIUIYTaHICTh
CBiJIOMOCTi, TpemMop

3 bory ncuxixu

HacTo: TPUBOXKHICTL, Aenpecis

Heuacto: adexrHa na6inbHicTs, arpecis, efipopuunuil wHacTpiif, ramouuHauii, MaHisl, mnapaHos,
cyiumianbHe MUCIEHHSI, cripoba cyiumay

Pinko: HeBpo3*, MapeHHs*, 3aBeplueHuit ey’

3 boxy eenamobiniaproi cucmemu

Hacro: 36inbmenns pisus ACT Ta/a6o AJIT Y CHPOBATLI KpoOBi, rinepbinipyGinemis

Heuwacro: rocrpuit renatut

Piaxo: neyiHKOBa HEAOCTATHICTL, MEYiHKOBUI cTeaTos

3 boky wikipu ma nidwkipnoi knimxkosunu

Jy»e 4acTo: BUCHNaHHs

Hacro: cBepOid, KponuB’siHKa, 3MiHa 3aGapBiIeHHs WKipH (MOCHIIEHHS MirMeHTaLii)

Heuacro: mynsTigopmua epurema, aHIIOHEBPOTHYHUN HAOPSIK, CUHIPOM Crisenca-JxoHCOHa
Pinko: poroanepriunmit nepmarur

3 60Ky ckenemmo-m 30601 cucmemu ma CRONYYHOT MKAHUHY

Jly»xe yacto: 36inbleHHs piBHsS KpeaTMHKIHA3Y

Heuacro: pabnomionis, M’s130Ba cnabkicTs, miaaris

Pinko: ocreomansuis (mposBIsieTbes SK OiTb Y KIiCTKaxX i HEYacTo MpPU3BOAUTH 10 nepesioMiB)*,
mionatis (AuB. po3ain 4.4)

3 60Ky penpodykmuenoi cucmemu ma morouHUX 37103

HeuacTto: rinexomacTis, 3HMKeHHS mioigo

3 6oky opeanie sopy

Heuacro: nevitkicTs 30py

3 boky opeanie ciyxy ma nabipunmy

Heuacro: 3BiH y Byxax, Beptumo

3 b6oxy ouxanvui cucmemu

Hyxe pinko: 3aauika

3 60Ky wnyHK060-KUUKO6020 MpaKkmy

Inerpykuis ans 3acrocyBanus nikapebkoro 3aco0y (kiHueBoro npoayxry), 3acBiyeHa mIianmucom
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Jlyxe uacrto: niapest, OntoBaHHs, HYA0TA

Yacro:cyxieTb y poti, aHOmaibHMH anmeTWT, NiABMINGHHS piBHA aminasu (y Tomy wumcai
NaHKPeaTUIHOI aminasu), MiABMILEHHs PiBHS JIiNasy CUPOBATKU KPOBi, GIIOBaHHS, aba0MiHATbHMIT
Oinb, 30yTTA KMBOTA, METEOPU3M, AHOPEKCis

Heuacro: nankpeatur

3 boky Hupko6oi ma cevosudineHoi cucmemu

Heuacro: 30isib1€HHS piBHS KpeaTHHIHY, IPOTEiHypis

Pigko: nupkosa HejocraTHicTh (rocTpa Ta XpoHiuHa), rocTpuil TyOynapHUii HEKpo3, MPOKCHManbHa
HHpKoBa  TyOynomaris  (BKmodaroun  cubapoMm  DaHkoHi), HedpuT  (BKIOYaIOuM roctpuii
IHTEpCTULIANBHUYN HeDPHUT)*, HELlyKpOBHMI HUPKOBHIL fiabeT

lopyuienns 3a2a1p1020 cmany ma noe ‘s3anui 3i cnocobom 3acmocyeans npenapamy

Yacro: BTOMA, acTeHis

HacroTa He Bifoma: CHHAPOM BiIHOBNEHHS IMYHITETY (1UB. po3ain 4.4), npunimsu

*Lli noGiuni peaxuisi ineHTHdiKopaHi y X0l MOCTMAPKETUHIOBOTO CHIOCTEPEKEHHS NPU 3aCTOCYBaHHI
ehasiperiy, emTpuunTabiny abo TeHO(OBIp AM3ONPOKCUI (ymapaty. HacToTa BCTAHOBJIEHA METO0M
CTATUCTUYHOrO MiAPAXYBAHHSA, BUXOAAUM i3 3arabHOI KiNbKOCTI NaIieHTIB, siKi OTpUMYBaiu edasipens,
abo emtpuuMTabid, abo TeHo(DOBipY AM3OMPOKCHA (ymapar y KIHIYHMX AOCHIIKEHHAX Ta [0
pO3IIMpeHiii nporpami.

Oxpemi no6ivHi peaxuii,

Huprosa myboynonamis

Hacrynni no6iuni peauii, nepeniueni Buie, MOKYTh BUHHKHYTH BHACHI 0K MPOKCHMANbHOT HUPKOBOT
TyOynonarii, BHacmigok aii TeHodoBipy mezonpokcuny dymapary: pabjomionis, ocreomansiis (o
BUABJIAETBCS SIK OlIb y KiCTKax i piako MpU3BOAMTHL 10 NepesnoMiB), rimokamieMis, M’s30Ba ciadKicTh,
mionatis Ta rinodocdaremis. Lli mobiuni peakuii He MOXHA BBAKATH MPUUMHHO TOB'S3aHUMH i3
3aCTOCYBAaHHSM JIIKapChKOro 3ac06a NpH BiJICYTHOCTI NIPOKCUMAILHOT HUPKOBOT TyOyomnarTii B aHaMHe3!.
Cumnmomu 3 60Ky Hep6o6oi cucmemu. CUMITOMHE 3 GOKYy HEPBOBOI CHCTEMM CHOCTEPIralOThes
YacTo IpH 3aCTOCYBaHHi eQaBipeHlly (KOMIIOHEHT Ipenapary). Y KOHTPONBOBAHMX KIIHIYHMX
JOCTIIKEHHSX epaBipeHIly CUMITOMHU 3 GOKY HEPBOBOI CHCTeMH (TTOMIPHOTO Ta TSKKOTO CTYIIEHS
TSUKKOCTI) BUHMKaIM y 19 % mamienTiB (TSDKKOTO CTYIEHs TSXKOCTi — y 2 %), a 2 % NalieHTis
NPUIMHUIA JIIKYBaHHs 4Yepe3 PO3BUTOK TaKuX CHMITOMIB. CHMNTOMM BHHMKATH, SK [PABHIO,
NpOTAroM mepiMx 1-2 1nHiB JikyBaHHs edaBipeHLOM | 3HMKanM Iicas nepmmx 2-4 THKHIB
niKyBaHHs. Peakuii MOXyTh BMHHKATH 4YacTille mpu TNpuifoMi mpenapaTy OZHOUACHO 3 ixelo.
MOXJIMBO, BHACIINOK 3pOCTaHHs piBHiB edapipeHuy y nnasmi kposi (aue. posmin 5.2). Tlpuitom
Npenapary nepe/l CHoM MOKpallye MepeHOCUMICTh TAKUX CUMIITOMIB (auB posain 4.2).

Bnnue na xicmku y nionimxie.

Edekr Brumsy TeHooBipy Ha KicTKOBY Macy y MiuliTKiB, € cnenu(iuHOI TCOPETHUHOIO npo6sIemMoro
Oesnexn. Ouinka nOGiYHMX peakuilf TPYHTYETBCS HA OQHOMY paHAOMI30BAHOMY AOCHIAKEHH]
(mocmimkenns Ne321) y 87 BUI-in¢ikoBanux mimtitkie (Bikom Bim 12 no 18 pokis), siki OTPUMYBaJIH
TeHopoBip (N = 45) abo nnauebo (N = 42) y komMOiHaLil 3 iHIIMMM aHTUPETPOBIPYCHUMH npenapaTramu
npoTsirom 48 TvkHiB. EQexTH BIIMBY Ha KicTKM, 1O CrioCTepiranuck y mimnTkie 12 POKiB | crapiue,
OyJM TAKUMH SIK y JOPOCIHX (AUB. po3fin 4.4).

4.9. Ilepeoosyeanns.

IneTpykuist Juist 3acTocyBanHs JiKapebkoro 3acody (KiHLEBOIro NPoayKTy), 3aCBilueHa MiANHCOM
YIOBHOBaK€HOI 0CO0H, 1110 BUCTYTIAE Bij iMeHi 3asBHUKA Wkl
22.01.2018 Kouybeit M.€.

(0




Y BUIAJKy Nepefo3yBaHHs CIill CIIOCTEPIiraTv CTaH NMALICHTA CTOCOBHO O3HAK TOKCHYHOCTI Ta npu
HCOOXIAHOCTI MPOBECTH CTAHAAPTHE MIATPUMYHOUE TiKYBAHHS (JMB. posninu 4.8 Ta 5.3).

Y naui€HTiB, AKi HEHABMHCHO 3aCTOCOBYBAJH epasipens y no3i 600 mr 2 pasu Ha o6y,
TIOCUIOBANIACE  CUMOTOMM 3 OOKY HEpPBOBOI CHUCTEMH. Y OIHOrO malieHTa CrocTepiranocs
MUMOBINIbHE CKOpPOUYEHHs! M’s13iB. Moske GyTH HOLiIBHUM NPU3HAYCHHS aKTUBOBAHOTO BYTLIS 15
BUBE/IeHHs HeaGcopGoBanoro edasipensy. CrietdiyHoro aHTHIOTY edasipeH3y Hemae. Ockinbku
e(aBipeHs akTUBHO 3B’s3y€Thbesl 3 GiIKaMM KpOB, MajOMMOBIPHO 1O TNpH Aianizi 3HauHa KiabKicTb
npenapary Oyae BUBEJEeHa 3 KPOBI.

Ilpu nposenenni remopianisy 3 oprasismy Moxe GyTH BHBEIEHO TPETUHA eMTpULUTaGiHy Ta
HEBE/IMKa KIJIbKICTh TeHOodoBipy. HeBinoMo mpo MOXIHMBICTH BUBEIEHHS eMTpunuTabiny abo
TEHO(OBIPY MPU NPOBEACHHI IEPUTOHEANBHOIO Jiai3y.

S. ®apmakoJioriyHi BJACTHBOCTI:

5.1. @apmaxoounamiuni eracmueocmi.

®apmakoTepaneBTHYHA Ipyna.

I1poruBipycHi 3aco0u aus nikyBanHs BlJI-indexuii, kombinauii. Kog ATX JOSA RO6.

Mexanizm 0ii ma ¢papmaxoounamiyni enacmugocmi.

Edasipeni| — ue HeHyKI€03MIHMIA {HTIGITOP 3B0OPOTHOT TpaHCKpUMITA3K (HHI3T) BIJI-1. Edasipenn
HEKOHKYPEHTHHM IIUIIXOM iHTriOye 3BOpoTHY Tpamckpunrtasy sipycy BIJI-1 i He inriGye snaunoio
Mipo10 3BOPOTHY TpaHckpHIiiTasy BIJI-2 aGo nosiMepasn KIiTHHHOT AC30KCHUPUOOHYKIETHOBOT KMCIOTH
(AHK) - a, B, y Ta d.

Emrpuuurabin €  Hyiieosuanum  awanorom wntuamuy. Tenodosipy —amsompokcrn  ymapat
MEpPETBOPIOETLCS i1 Vivo y TEHO(QOBIp, aHANOT HYKIEO3MJHOro (ocdary (HyKIeoTHLy) aJIeHO3UHY
MoHo(ocdary.

Emtpuumrabin i Tenodosip pochopurororses KIITHHHUMA GepMeHTaMy 3 YTBOPEHHSM eMTpULUTAGIHY
tpudocdaty it reHodoBipy Andocdary BianosinHo.

Pesucmenmmuicme.

Myrtauis K65R in vitro Gyna inentudikoBasa B mpucyTHocTi TeHogoBipy. Bona moie BUHUKHYTH
TaKoX NP HeBJadi JikyBaHHsa TeHoosipom. Mytauis K65R in vitro sumwskye TepaneBTHYHUIA edexr
BiXl 3actocyBanHA TeH(oBipy npuGmmsHo B 2 pasu. TenodoBipy Amzompoxci (ymapat He MoxkHa
NpU3HaYaTH nauieHtam, y skux € mytauii K65R sipycy BIJI-1.

Y nauientis 3 BIJI-1 3 MyTanismu, acouifioBaHnMu 3 TpeoMa a6o GiJiblie aHaNIoraMu tuminuny (TAM),
wo BkmoyatoTe M41L abo L210W aminoxucnoTHi 3amimieHHs y 3BOpOTHill TpaHckpumrasi,
CIIOCTEPIranocs 3HWKEHHA YyTIMBOCTI JI0 TeHO(OBIPY AM30MPOKCHy (hymapary.

PesuctenTHicTh 0 eMTpHumTabiny abo TeHoOBIpY criocTepiranacs in vitro, a TAKOX y neskux BIJI-1
iHdikoBaHUX NalieHTiB y 3B’A3Ky 3 3amiumeHHsvu M184V, M1841 y 3BopoTHiii TPaHCKpUNTa3i npu
3acTOCYBaHHI eMTpULMTabiny abo 3 3amimenHsm K65R y 3BopoTHiit Tpanckpuntasi npu 3aCTOCYBaHHI
TeHO(OBIpY. [HIIMX WIAXIB PO3BUTKY PE3UCTEHTHOCTI 10 eMTpULMTAGiHy a60 TeHODOBIpY He BUABIEHO.
Emtpunmrabin-pesuctentni Bipycn 3 mytauismp MI184V/[ Mann mnepexpecHy pesHCTEHTHICTH 10
JaMiBy {uHY, ane 30epiranu YyTIuBiCTh 10 AMAAHO3UHY, CTaBYAMHY, TeHODOBIpY i 3UJOBYIMHY.

Benyka yacTka naui€HTiB, y AKMX BUHMK/IA PE3UCTEHTHICTb 10 edaBipeHsy, Malia Taki OCHOBHi MyTawil
— KI03N, GI90S/A/E ta Y188L. IlpucytHicTs Xo4a® oamiel 3 mux MyTauiif xoctaTHs, 1106
pesuctenTHiCT. [Ipodini nepexpecHoi pesucTeHTHOCTI s eaBipenily, Hediparniny i J€JIaBiApUHY in
vitro nokasanu, mo samimenns K103N npussoauts 1o BTpaTH 4yTmuBOCTI 10 BCiX Tprox HHI3T. 3

IneTpykuist Asist 3acTocyBaHHs J1iKapeLKOro 3acody (KiHUEBOro NpoayKTy), 3aCBiUEHA I AMHCOM
YIOBHOBaXKEHO1 0cO0H, 110 BUCTYIIAE BiJ iMeHi 3asBHUKA .
22.01.2018 Kouybeii M.E€.
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HaKOMMYeHHAM KinbkocTi Myrawiit mo HHI3T cnpuitnstimsicts 10 eTPaBipuHy TaKok Oyje
CKOMIIPOMETOBAHE.

Yepes rTpuBanuii mnepion HamiBBHUBeIEeHHS e(asipensy, nicis npunuHeHHs edeKTUBHOT Tepanii
easipeHsoM, MoXKe TpuBaTH TNepion (YHKLiOHATLHOT MOHOTepanii BUKJIMKaHUM TNPUCYTHICTIO B
opraHismi nauienta egasipensy. Lle Moxe crpuunHUTH 3HAYHY PE3MCTEHTHICTB i JEKOMIPOMETYBATH
eeKTHBHICTh MaltGyTHEOTO JTiKyBaHHs edaBipeHsoM, HeBipaninoM abo aenaBipiiHom (auB. possin 4.4).
Kniniuni pesyiomamu

Konn tenodosip ta emtpiuitabin 6ymm o6'eanani 3 edasipensom y nauienTis 3 BUI-1, axi panime ne
OTPUMYBAJIM JIiKYBaHHSI, YacTKa MALeHTIB sKi nocarmu pisks PHK <50 xomiii/ma cranoeuna 80 Ta 64%
Ha 48 ta 144 TwxHi, Bianosiguo. B inmomy nocnimkenyi TeHo(oBip Ta eMTpiuiTabin 6yu 06'eHani 3
JOMiHaBIPOM / PUTOHABIPOM, NPU3HAYCHHUMHU OaMH a6o 1Ba pasu Ha 100y, i pe3yabTaT BIANOBIAHOIO
piis PHK <50 xomiit/mn cranoBus — 70% Ta 64%, Bimnosigmo. V MiUNTKIB HE TNpPOBOAUINCE
crenndivHi J0caiKeHHs 3 KoMGiHaliero TeHBoGOBipY., eMTpiuiTabiny Ta edasipensy.

5.2. ®apmakokiHeTHKA.

Edasipens

Bemoxmyeanns ma 6iodocmynmicme

biogocrynnicTs epasipensy cranoButs Big 40% o 45% Y BUMAAKy KOJIM TIPUHOM Mpenapaty poduThes
Harine cepue. Ilpuiiom pasom i3 ikew 3HauHO 36inbuiye BCMOKTYBaHHs edaBipeH3y. MakcumalibHa
KOHLCHTPALis B MNa3Mi JOCATacThes uepesd 3 - 5 rofuH i He 3MIHIOETHCS Y BWIAAKY NPOBTOPHUX
NpuiioMiB, cTabilbHa KOHUEHTPALLS Y N1a3Mi KPoBi yTBOPIOEThCS yepes 6 - 7 qHiB.

[Ticas mpuitomy oaHOpaszoBoi 1031 npuiomMy KOMOIHOBAHOIO JiKapchKoro 3acoby CepelHi 3HaYeHHs
(+ SD) ana edapipensy 6ymu Cpax 2,19 (= 0,75) mxr/mn, AUCo.72n 54,2 (£ 16,6) MKIr*r/Mi1, cepeaiHe timax
cTaHoBuIIO 4,68 (% 3,37) roauHu.

Posnoodin. Edaipenn axtusHo 3B’s3yerhes (> 99 %) 3 GinkamMM mniasMm Kposi, TIePEeBaXKHO
anbOyminamu. ¥ BIJI-lindikopanux nauieHTis, siki orpumyBanu edasipens Big 200 go 600 Mr oaun
pa3 Ha eHb MPOTATOM LIOHAHMEHIIE OAHOTO MICSLI, Cepe/IHs KOHUEHTPALis B uepedpocnuHaIbHI i
piauni pocsrina 0,69% y nopiBHAHHI 3 KOHLEHTPALIECO B [1a3Mi KpoBi. Lls rponopuis npubiuzso B
3 pasu NepeBUILye He MOB’sI3aHy 3 GiIKamu (BinkHy) dpakuito edasipensy B mazmi.

Memabonizm

Edasipens nepepaskHo MeTaGoi3yeThCsl CHCTEMOIO muroxpomy P450 no rigpoxcunizoBaHux
merabonitiB. Ili MeTaGoniTM NpPaKTHYHO HEAKTHBHI npotu BUI-1. [ocnimkenns in vitro,
AO3BOJIAKOTE  NpUNYCTUTH. 1O CYP3A4 Ta CYP2B6 €  OCHOBHUMU izoepmenTamu,
BIANIOBiNaNLHMMY 3a MeTaGouisM edasipensy. Bizomo 1o easipens iHayKye hepMenTH HUTOXpOMY
P450, wo npusoanTs 10 iHAyKLiT BlacHoro MeTaboi3my.

Buseoenns

Edasipens mae NOpiBHSHO TpuBanuii TepMiH HaNiBBUBEICHHS Bin 17 no 154 roaun micns
ONHOpPa3oBUX 103 i 40 - 55 roguu micns AeKiNBKOX 103. Y MALEHTIE 3 IEBHUMM MYTaHTHUMH
remorunamu CYP2B6 (manpuxnan, renotunom T/T y G516T) nepion HaniBBUBENEHHS MOKe Oytu
ICTOTHO MOJOBXKEHMH, a EKCIO3MIIs npenapaty Buma. Ui renotunu ocoGnuBo nommpeni cepen
appukanuiB Ta a@poamMepuKaHIiB. V nmamicHTis 3 NOpYIIeHHAMHU QYIKUIT ewiHKH crocTepiracThes
3HWKEHHS KIIIHIYHOTO edeKTy Ta MiABMINEHO! KOHIEHTpaLii npenapary. IlpuGnuzno 14 - 34%
PajliocakTMBHO MideHOT 1031 edaBipeHsy BUAINLETHCS B ceyi, i Menmre 1% 031 BUBOJUTBCS 3 CEUECIO
K He3MiHeHMH edaBipens.

Incrpyxkuis a1 3acTocyBaHHst JiKapebKoro 3acoly (KiHLEBOro NpoayKTy), 3aCBifUeHa- T IMcoM
YNOBHOBaXEHOT 0COOM, 1110 BUCTYIAE Bij iMeHi 3asiBHIKA LA AT
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Emrpunmrabin

Bemoxmyeanns

AbcomoTHa GiofocTynHICTs eMTpiliTabiny cTaHoBUTL 75-93%. ia He BUIMBAE Ha CUCTEMHMUI
postonin. Iicas 3acTocyBaHHsS OQHOPA30BOT 703K KOMGIHOBAHOTO JNKapehKOro 3acofy  cepejHi
snayenHs (+ SD) qns emmipunitaGiny Oyau Cpay 2413 (= 537) ur/mn, AUC 12832 (& 2044) Hr*r/mo.
Cepenne 3HauenHs (£ SD) tmax cTaHOBMIO 1,59 (+ 0,69) roaumn.

Posnooin

3B'13yBaHHa 3 GiKAMU IUIa3MU KPOBi in vitro emTpiliTabiHy cTaHOBUTH < 4% i He 3aNeKUTh Bij
nosu 0,02-200 mxr/mn. O6'em posnoainy micis BHYTpILLIHLOBEHHOI'O BBEJICHHsI eMTpilliTabiHy
craHoBuB 1,4 + 0,3 n/kr.

Bugeoenns

EMTpuLiTabin nepeBakHO BUBOAMTHLCS HUpPKAMH Bij OPUMHATOI 03K B CeYi BUSBISIETHCS
npubausno 86% y dekanisx npubausuo 14%. 13% nosu eMTpiniTabiny BHALIAIOTHCS 13 ceui y
BUIJIIAL  TPhOX MeraboniTie. Cucremuuit KIipeHc emTpiuiTaliny B cepeHbOMY CTAHOBMTS
307 mu/xB (4,03 mn/xs/xr). Iicns nepopanbHOro NpHHOMY, nepio) HaniBBUBEAEHHs eMTpiliTadiny
CTaHOBUTH NPUOIM3HO 10 roauy.

Buympiwnvoxnimunna papmaroxinemura

Y KIIHIYHOMY JOCTIDKEHHI BHYTPIlHBOKIITUHHUIA Iepiojl HamiBBUBEAECHHs EeMTPULMTAG H-
TpuochaTy B MOHOHYKI€apHUX KITHHAX nepudepuyHol  KpoBi cTaHOBMB 39 roaMil.
Bryrpimmbsoxmituani tpudocdarni cnomyxn eMTPHIHTA0IHY 30iNbUIYIOTECS 3 J03010 JiHEeHHO, i
A0CATalOTh CTabiIbHOrO piBHA y go3ax 200 Mr i Ginbiie.

Hopocni 3 nuprogoro nedocmammicmio

DapMaKOKiHETUYHI MapaMeTpu BU3HAYAIM MiCIs BBEAeHHs onmiei nosu 200 T KarcyJiu
eMTpiniTabiny y 30 HeindikoBaHux malieHTiB 3 pi3HMM CTYTICHEM HMPKOBOI HEJIOCTATHOCTI.
[Mawientn Oym 3rpynosani BianosigHo 10 6a30B0ro0 KJIipeHcy KpeaTHHiHy (> 80 MJ1/XB — HOpMalbHa
¢yskuis Hupok, 50-80 mu/xB — serkuil cryneHs nopyuieHus ¢ynkuii Hupok, 30-49 mu/xs —
CepetHili cTynenb, <3 0 MJI/XB. — BakKMil CTYIICHB nopyuieHHs QyHKoii HUpoK, < 15 mu/xB —
}yHkuionansno aneddiunmii, wo norpebye remozianizy). CucteMHuit posmozin eMTpinitabiny
(cepenHe + cTaHmapTHe BiXXuieHHs) 36inbumBes 3 11,8 + 2,9 MKr*r/mi Y HaLi€eHTIB 3 HOPMaJILHOIO
¢yHkuiero Hupok mo 19,9 + 1,1; 3 25,0 = 5,7 no 34,0 = 2,1 mxr*r/mn, y nauienris 3 JErKUMH,
CepEeIHIMU I BaXKKHUM CTYII€HEM, BiIMOBiIHO.

V nauienTis 3 dyHKUioHanbHO aHeddiuHUM cTymeHeM, mo norpeSye remoxnianizy, npubnusuo 30%
J034 eMTpiliTabiHy BHIIIAIOCS NPOTATOM 3-TOAMHHOIO nepioxy nianisy. sikuit 6yB 3poGneHuit
depes 1,5 roguuu nmicast npuitomy eMTpULMTA0IHYY (IUBMAKICTL KPOBOTOKY 400 MJI/XB Ta LIBUAKICTD
NOTOKY AUanu3y npubauzHo 600 mi/xs).

[leuinkosa neoocmammicmeo

QapmakokiHeTHKa emTpiuitabiHy He BUBYanach y iHIKOBaHMX NaLi€HTIB 3 pPi3HUM cTyneHem
Me4iHKOBOT HeocTaTHOCTI. 3aranom, papmMaKkoKiHeTHKa eMTpuLMTabiny y nauieHTiB indikoBanux BI'B
OyJ1a CX0XKOH0 3 TAKMMHU, SIK Y 310POBHX Ta y BlJI-in¢ikoBaHMX mauieHTiB.

dapMakoKiHETHUHI 1aHi 1Jist o Aei T0XKA0ro BiKy HENOCTYIIHI.

Tenodoipy auzonpokeuny dhymapar

Tenogosipy amsonpoxcuny ¢ymapar — ne BOXOPO3UMHHA ehipHa cronyka, sfka BUAKO
MEPETBOPIOETLCS  in - vivo  Ha  TeHOQoBip T1a  dopmanbierin. TeHodosip IEPETBOPIOETHLCS

Incrpykuis aas 3acrocyBanust Jikapebkoro 3acoby (KiHueBoro NPOAYKTY), 3aCBiA4eHa NiANHCOM
YIMOBHOB&)XEHOT 0C00U, 110 BUCTYIAE BiJ iMeHi 3asBHUKA P
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BHYTPILIHBOK/IITHHHUM 1ISXOM Ha MOHOQochar TeHoQOBipy i Ha aKTHBHMN KOMIOHEHT, andocdar
TeHO(DOBIpY.

Bemoxmyeannsn

[Ticns mepopansHoro mpuiiomy teHodosipy y nauieHTiB 3 BIJI BiH IBUIKO HOMIMHAETBCS |
NEPETBOPIOETCs Ha TeHOPOBIP. BionocTynuicTs TeHodoBipy y cTanoBUTL NPUGIH3HO 25%. [Tpuitom
TEHO(OBIpY 3 DKE 3 BHCOKMM BMICTOM JKMPY MifBMILYyE HOrO GiomocTyrHicTh, npu LbOMY
KOHLEHTpalli HOro aKTMBHOro MerafoniTy 36iiblIyeThest pubansHo Ha 40%, Ca 301bLIYETHCS
npubmu3Ho Ha 14%. [icnst npuiiomy oHOPa30BoT 1031 KOMOIHOBAHOTO NKapCBLKOro 3aco0y y 340pOBUX
A00poBoNbLIB  cepenHe 3HaueHHs (+  SD)  Ttenodosipy Oyno Cpax 314 (= 86) Hr/ma,
AUC 2531 (+ 487) ur*r/ma. CepejiHe 3Ha4€HHS tna 6yn0 1,11 (+ 0.41) rogunn.

Poznooin

ITiciis BHYTPIIHEOBEHHOI'O BBEJIEHHS! CTabilbHa KOHLEHTPALLis Oyna npubausxo 800 mu/kr. 38'a3yBaHHsA
3 Oinkamu in vitro nnasMu abo cMpOBAaTKH KPOBi cTaHOBMIO Menmie 0.7 Ta 7,2%, BIANOBIAHO, y MeKax
KOHUEHTpalil TeHopoBipy Bia 0,01 1o 25MKr/mur.

TeHooBip TOJOBHMM YMHOM BHBOAMTBCS HHUPKaMM, SK GineTpaniinolo, Tak i aKTUBHOMIO
TyOyJISPHOIO TPAHCTIOPTHOIO CUCTEMOIO, TIprdoMy MpuGan3HO 70-80 % 1034 BUBOAMTLCS 3 Ceueto y
HE3MIHEHOMY BMIUISAI Micas BHYTpIIIHBOBEHHOTO BBeneHHs. Hupkoswuit KJIIPEHC CTaHOBHTH
npuGmmzno 160 mur/r/kr 210 MI/XB, IO MepeBHMINye WIBMAKICTE KIyGOUKOBOT binsTpanii. Ile
CBIIYMTL MPO BAXIMBICTL AKTMBHOI TyGyIapHOT cekpeuii y BuBelneHHi TeHodosipy. ITicis
[EPOPaILHOro MPUHOMY Mepioj HaNiBBUBEASHHS TeHO(OBIPY CTaHOBUTL NPUGII3HO 12-18 roauy.
Y nociiukeHHsX OyJ10 BCTAHOBIEGHO, 110 OCHOBHMM LLIAX UIISAX BUBEACHHS BiAOYBAcTbCS 3a paxyHOK
AKTHBHOI KaHa/IbLEBOI CeKpelil, Yepes NpoKCUMAIbHI KIITHHI KaHabLiB 3a JOMOMOIOK OpraHiuHmx
aHiOHHUX TpaHcnoprepis moauun (hOAT) 1 i 3, Ta TOTpamjise y cedy 3aBAsku il
MYJBTUPE3UCTEHTHOrO npoteiny 4 (MRP 4). JlocnimkeHHs in vitro BU3HAUWIH, WO Hi TeHO(OBIpY
AM30TIPOKCHITY hymapar, Hi Horo akTHBHHMI MeTabouiT He € cySetpatamu as gepmentis CYP450.

BiK i cTath

Xoua JaHi npo dapmakoKiHeTHKY TeHO(OBIpY y IKIHOK € OOMENKEHHMH, aje BOHM H03BOJSIOTH
NPUMYCTHT, WO Pi3HULI y (apMAKOKIHETHUYHMX MapameTpax Mix JKiHKaM¥ i YOIOBiKaMH He Mae.
dapmakoKiHeTHYHI NapamMeTpy J0si NiAITKIB € TaKuM fIK i Y 10pocImx MpU NPUROMi OZHOPA30BOT 103U
300 mr.

DapmMaKOKiHETHYHI J0CHIi/DKeHHs Y AiTell Ta y moneil NOXMIOro BiKy (ctapmux 65 poxis) He
NPOBOAMIUCS

dapMaKOKiHeTHKa He BUBYANACsS B PI3HUX €THIYHUX rpymnax.

Iopymenusa GyHKIIT HUPOK

DapMaKOKIHETUYHI TOKa3HHKH TEHO(OBIPY BM3HAUaNM MiC/as BBEAEHHS OAHiel 103K TeHO(OBipy
Ausonpoxeuny dymapary 300 mry 40 Heingixosanux nauieHTis i3 pisHuM CTYNEHEM IOpYILIEHHS
(yHKLIT HUPOK, BM3HAYEHMMH BIANOBIAHO 10 6a30BOro piBHs KJIIpEHCY KpeaTHHiHY (HOpMasibHa
}yHkuis nupok > 80 MI/XB, Jerkuii cTyneHs nopyueHHs = 50-79 MJI/XB, noMipHui = 30-49 Ma/xB i
ToKKHA = 10-29 M xB). Y nopiBHAHHI 3 mallieHTaMM 3 HOPMAJBHOIO byHKLi€e0 HUPOK cepeaHiit
KJIIpeHCYy KpeaThHiny 36imbimses 3 2185 (12%) nr¥r/ma y oci6 3 HOpMaJIbHOIO (yHKUiE o 3064
(30%) Hr*ron/mn, y nauieHTiB 3 JErKMM, CEpeHiM Ta TSIKKMM CTYIICHEM NOpYLIEHHs QYHKLIT HUPOK 3
6 009 (42%) ur*r/mn po 15 985 (45%) ur*/r/mn. Biporigno 1o Y XBOPHUX 3 MNOPYHIEHHAMH (yHKIIi
HUPOK i3 30i1bIIeHHAM iHTepBay MiX NPUHOMaMH MPU3BOAATE A0 MiABUIIEHHS TIKOBOI KOHLEHTpallii y

Incrpykuis aus 3acTocyBaHHs JikapebKoro 3acoby (KiHueBoro NPOAYKTY), 38

-

YMOBHOBAXEHOI 0COOH, 110 BUCTYTIAE BiJ| iMeHi 3asiBHHKA e

cgigqua}, i AT COM
22.012018  Kouybei ME.




) X

[1a3MHU Ta 3HWKEHHS piBHs Crin Y NOPIBHAHHI 3 MallieHTaMyi 3 HOPMANBHOIO QyHKIIEO0 HUpoK. Kiiniuui
HACII/IKK LbOTO HEBIJOMI.
VY nauieHTiB i3 HUPKOBOIO HEJIOCTATHOCTIO KIHLIEBOTO CTYIEHIO, (KmpeHc kpeaTuHiny <10 ma/xB), ski
noTpeSyrTh reMozianisy, niki KoHueHTpauii TeHo(oBipy CyTTeBO 36iNbLIYIOTHCS npotarom 48 roaux,
,uocmHmeu cepengoro 3HaueHHA Cpax 1032 wr/mn, i AUCoug, 42 857 ur*/r/ma. Pexomenayerbes,
106 mTepBan MK npymomam 6yB munsmyanbﬂo pO3paxoBaHWil 1)1 TAalieHTIB 3 KJipeHcom
kpearuniHy < 50 MI/XB Ta TNali€HTiB, AKi BKe MarOTh HMPKOBY HEAOCTATHOCTH KIHLEBOTO CTYIEHIO |
notpedyroTh gianizy (auB. posuin 4.2).
[HopywenHs ¢yHKuUiT neyiHnku
OﬂHopaz()By no3y 300 Mr npuiiMany HeindikoBaHi naLieHTH 3 PI3HAM CTyreHeM NopyueHHs (yHKLi
neviHkY, BU3HAueHe 3rigHo 3  Kiacudikauicro Child- Pug,h Turcotte (CPT). ®apmakokinernui
napaMmeTpu TeH0<bOBipy He 3MIHIOBAIMCA CYTTEBO y NAUIEHTIB 3 PI3HMM CTYMEHEM MNOPYLISHHIMH
dyHKuil nevinku. JIns TakmMx mauieHTiB Hemae HEOOXiAHOCTI B peryioBaHHi 103M. CepeAm 3HAYCHHSI
(%0 CV) 1eH0doBipy Cinax Ta AUCq., Oy 223 (34,8%) ur/ma ta 2,050 (50,8%) Hr*/r/ma Bianosimmo y
NaLieHTiB 3 HOPMAaNbHOW (yHKUi€l Nedinku y nopiBHsuui 3 289 (46,0%) ur/ma ta 2,31 (43. 5%)
HI*/TO MJI yNaLi€HTIB 3 NMOMipHUMY MopyieHHsM QyHKuii neuinkm, ta 305 (24.8%) ur/mn Ta 2740
(44,0%) ur*/r/ mn y oci6 3 BaXKUMU NOpyIeHHAMN QYHKIT MediHKH.
BuyrpiluHbokaiTHHHA apMakoKiHETHKA
TerodoBip Mae BHYTPilIHBOKIITHHAMI Nepion HaniBBuBeneHns 10 roaun npu axrusaiii ta 50 roaus
MPU CINOPOKHEHHNUX MOHOHYK/IEapU KiTHHaX nepudepuunol kposi (MHKIT).
5.3. Doxainiuni Jani womo oesnexku
Edasipens
JlokniHi4HI AaHi HE BUABMIIM JKOHOT 0COOIMBOT HeOE3NEeKM Aisl OAMHU, KPiM THX, IO criocTepiraaucs
B KJIiHIUHMX JOCJIDKEHHAX Ha OCHOBI TpaIMUiHHMX JOCHiMKEHb Ge3neky, bapmMakoorii, TOKCHYHOCTI
NOBTOPHMX JI03 TA FEHOTOKCHYHOCTI. ¥ JOCIIIKEHHAX CTOCOBHO PEIPOAYKTUBHOI TOKCHKOMOTT Gyiim
BUABJEH! JesKi BiaxuienHsa y 3 3 20 HapoMKeHMX/HOBOHAPOKEHMX Cepejl OOCTeKEHHX, MAaBMu
UMHOMOJILIM AKMM JaBaid e(paBipeHs, y A03aX, WO MPU3BOAATH O CKBiBANEHTHO! KOHIEHTpauii y
nnasmi MoauHU. JIocniIKeHHs KaHIepOTreHHOCTI NoKa3anyu 30iIbIIEHHS YaCcTOTH BUHUKHEHHA TyXJIUH
[I€YiHKM Ta JIEreHb Y MULIEH CaAMOK.
Emrpunurabin
JlokniHiuHI 1aHi HE BUABMIIM 5KOHOT 0COGIMBOT HOE3MeKH Muis moell, NaHi 6a3yoThes Ha TpaauLifHUX
pocuijukeHax  dapmakosorii, 0e3reKM, TOKCHYHOCTI TOBTOPHO! J03M T4 TeHOTOKCHUYHOCT.
EmTpuunTabin He Mae KaHLEPOTEHHOTO NOTEHLiaNy NPH TPUBATOMY 3acTOCYBAHHI B MOPOXKHMHI pora 'y
MUILIEH Ta 1ypiB.
Tenodogip
JloxniHiyHi [OCIiIKEHHSA, NPOBeleHi y IlypiB, co0ak Ta MaBI, MOKA3ajd BIUIMB HA LTYHKOBO-
KMIUKOBMI TPaKT, HUPKH, KIiCTKi Ta 3MEHLIEHH KOHUEHTpauii ¢pocdaty B cupoparui. TOKCHUHICTL 10
BiHOWIEHHIO 710 KiCTOK — OCTEOMAJIALis CrOCTepiraiach y MaBM, 3HHMIKEHHS MIHEpaIbHO! IiAbHOCTI
KICTOK y 1IypiB Ta cobak. Pesyibrati QoCiifukeHb Ha lypaXx Ta MaBrax MOKa3aiu, 110 BiZI0yBa€ThCs
3HIKCHHs BMicTy docdaTy, 3 MOXKIMBUM BTOPMHHMM 3MEHILEHHAM MiHEpalbHOI LIIBHOCTI KiCTOK.
OJHak He MOXKHa 3pOOUTH BUCHOBOK PO MeXaHi3M (H), 1O JIeXKHTh B OCHOBI LIMX TOKCMYHHUX SBHIIL.
JlocniukerHs CTOCOBHO PenpoayKTHBHOCT] MPOBOMIINCS Ha IIypax Ta Kponmkax. Brums Ha niGino a6o
(hepTUIIBHICTD, @ TAKOXK Ha OyNb-KMH BILTMB HA NPOTHKAHHS BariTHOCTI a0 Ha MUIA He crocTepirases.
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KoaHux cyTTeBUX3MiH 3MiH Y PO3BUTKY M'SKMX 260 CKeNETHMX TKAHHH nnony 3adikcoBaHo He Oyno.
TeroQosip 3HM3MB iHEEKC KUTTE3naTHOCTI Ta Bary LYUCHAT Y AOCHIKEHHAX Ha [EPUTOHAJILHY
TOKCHUYHICTb.

JlocnipkenHsl 3 TEHOTOKCHYHOCTI MOKasaju, 1o TEHO(QOBIP 1aBaB HETATUBHMN BIVIMB y MiKpo-
ANIEPHOMY JIOCTI/DKEHH] KiCTKOBOrO MO3Ky MUIIi in vivo, ajne AEMOHCTPYBaB TO3UTUBHUM BIIMB Ha
iHAyKyBaHHs (OpBAPAHUX MyTauiil y HOCTiIKEHHi KIiTHH niMpombl MuLIeH in vitro 3 L5178Y B
npucyTHocTi abo BixcyTHocTi MeraGoniuHo! axtmBauii SO. Tenodorip aemoncTpyBap nosuTuBHMiIL
BIUMB y pociimkenni Eiimca (wram TA 1535) y asox 3 TPBOX AOC/ILKEHb, OJUH pa3 y MPUCYTHOCT
cymiwi S9 (6,2-6,8 pasu) i omun pas Oe3 cymimi S9. Tenodosip Takox jaemoHcTpyBaB ciabkuii
MO3UTHBHUI BIUIMB NO3WTUBHUM 1Ipu TecTi 3 cunresy JAHK in vivo/ in vitro B NEPBUHHUX TenaTouuTax
1ypa.

Tenogosip He mae KaHueporeHHoro morenuiany npu TPUBAIOMY 3aCTOCYBaHHI B MOPOXHWHI poTa y
mypi. JIoBroTpuBane JOCHIUKEHHS 3 KaHLEPOreHHOCT st MOPOXKHUHI  poTa y Mullei
NMPOACMOHCTPYBANIO HU3bKHIi PIBEHb 3aXBOPIOBAHOCT MyX/JMHAMM [BAHAALATHIIANOT KMILIKM, AMOBipHO,
NOB'A3aHOTO i3 BUCOKOIO MiCLIEBOKO KOHUEHTPALI€IO B IUTYHKOBO-KHIIKOBOMY TpakTi B 1031 600 Mr/kr Ha
n00y. Xoua MexaHi3M (OpMyBaHHS MyXJMHM € HEBH3HAUCHMM, pe3yabTaTH HaBpsJ 4d OYAyTh MAaTu
3HAUEHHS 15 JIOAEH.

6. ®apmaneBTHyHa indgopmanis:

6.1. Ilepenix donomigicnux pewosun: UEN0OJ03a MIKpOKpUCTaliuHa, HATpilo KpocKaMmeLiosa,
riAPOKCINPONIILENION03a, HATPil0 Naypin cyashaT, Maruiio cTeapar, JaKTO3M MOHOTiJpar, Boja
OYHIIEHa.

Ilnigrose nokpumms: OKCMI 3ajliza YOpHMIl, OKCHZ 3ai3a YEPBOHUH, MOJIETUIEH TJiKOJb, CIHPT
MoJIiBiHINOBHI (4aCTKOBO Tipo1i30BaHMii), TajbK, TUTaHy DIOKCH/L.

6.2. OCHO8HI 6UNAOKU HecyMiCHOCHII.

BigcyrHi.

6.3. Tepmin npuoammnocmi.

®iakon no 30 Tabnetok — 36 micsauia.

®nakon rno 100 Tabnerok — 24 micaLi.

0.4. Ocobnusi 3anobixncui 3ax00u npu 3oepizanui.

30epiraru npu Temnepatypi He Burie 30 °C, B OpHUTiHANBH YIIaKOBIII.

6.5. Tun ma emicm nepgunnoi ynaxosxu.

[TnactuxoBuit pnakon No30 a6o Ne100.

6.6. Cneuianvni 3axo0u 0e3neku npu noeooycenui 3 HEBUKOPUCMAHUM NIKAPCOLKUM 3AC000M ad0
8i0X00amu NiKapcokozo 3acody (v pazi neodxionocni).

BincyTHi.

7. Bupoonuk: F4 ta F12, MIJIK. Maseraon, Cinnap, Hammk — 422 113, Maxapamrpa, [nzis.

IneTpykuist A5 3acToCyBaHHS JTiKaPCHLKOro 3ac00y (KiHLEBOro NPOAYKTY), 3aCBilUeHA MiAMHCOM
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TEHO®OBIP 300 mr i EMTPUIIMTABIH 200 mr i EOABIPEH3 600 mr

Jo peecTpariftHoro mocsig4eHHs

N b S/ESGF JOL/)0F
V4 # /

Bin LF 5 AO/P
N 4/5(?

Indopmanis npo 3acrocyBanHs Jgikapcbkoro 3acody (KXJI3)
JJisi BAPOOHMYOL AUIbHHMI PO3TALIOBAHOI 32 aIpecoio:

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

3aCBlAYEHA MIAMKUCOM YIIOBHOBAXEHOT 0COOM, 110 BUCTYIIAE Bij
IMeH1 3asIBHUKA

m
3aaBHUK/BupobHuk «Minan JlaGoparopiec Jlimitea», Ingis 2018 pix




Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets

300mg /600mg/200mg

1. NAME OF THE MEDICINAL PRODUCT

Tenofovir disoproxil tumarate/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.



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 4.95).
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. 5 4
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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 NRT]I
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 NRTIs. 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.

Imimune 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 efavirenz

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. In 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 “1”,

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

as “q.d.”).

Medicinal products by

therapeutic areas

Interaction

Recommendations

co-administration

concerning—I

ANTI-INFECTIVES

Antiretrovirals

Nucleoside analogues

Zidovudine Stavudine Abacavir

No interaction expected

Abacavir / tenofovir

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

should not be co-administered. as

tablets

the additive effect of abacavir is

expected to be limited or absent.

Lamivudine / emtricitabine

Lamivudine and Tenofovir
disoproxil
fumarate/Efavirenz/Emtricitabine
300mg  /600mg/200mg

should not be co-administered, due

tablets

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%

The risk of didanosine-related
adverse effects (e.g., pancreatitis,
lactic acidosis appears to be
increased, and CD4 cells may
decrease significantly on co-
administration. Also didanosine at
250 mg

tenofovir within several different

co-administered  with

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

Nevirapine Etravirine

Concomitant use not recommended
because of additive toxicity and no

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
(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
Chnins 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.) Chin | ~ 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%
Cig 3
Cuin151%

Atazanavir 400 mg / efavirenz Atazanavir Concomitant use of Tenofovir
AUCss | 74%, disoproxil

Atazanavir (400 mg q.d.)/| Cun | 93% fumarate/Efavirenz/Emtricitabine
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tenofovir

tablets 300mg /600mg/200mg and

Atazanavir unboosted  atazanavir is  not
AUC | 25% recommended.
Ciax | 21%
Coin | 40%
Tenofovir
AUC 1 24%
Conax T 14%
Cinis T 22%
Atazanavir/ritonavir/Tenofovir Atazanavir: Co-administration of
disoproxil fumarate AUC | 25% (| 42 to | 3) atazanavir/ritonavir and
(300 mg q.d./100 mg q.d./300 mg | Cpux | 28% (| 50to 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)

Conin | 26% (1 46 to 1 10)

of
with

Co-administration
atazanavir/ritonavir
tenofovir resulted in increased
Higher

could

exposure to tenofovir.
tenofovir concentrations
potentiate  tenofovir-associated
adverse events, including renal

disorders.

Atazanavir

AUC «* (] 9% to 1 10%)
Chax 1 17%* (1 8 t0 1 27)
Cunin | 42%* (| 31 to | 51)

Atazanavir

AUC «*/%% (] 10% to 1 26%)
Cinax —*/** (1 5% to 1 26%) Cri
1 12%*/** (] 16 to 1 49)

(CYP3A4 induction).

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 the
efficacy of atazanavir.
st based on historical

comparison. Co-administration of

efavirenz with
atazanavir/ritonavir is not
recommended.
Tipranavir/ritonavir / efavirenz Appropriate  data on  the | The combination of Tenofovir

interaction between the approved
tipranavir regimen and efavirenz

are lacking.

tipranavir/ritonavir

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

should  be

avoided.

Darunavir/ritonavir (300/100 mg

b.i.d) / efavirenz

Darunavir/ritonavir (300 mg/100

mg b.i.d.) / tenofovir

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

Efavirenz
AUC 1 21%,
Cmin T 17%

Darunavir:
No

darunavir/ritonavir

effect on
PK

significant

parameters.

Tenofovir

AUC: 1 22%
Cmin: T 37%

concentrations

established,

darunavir.

combination

The clinical significance of the

changes in darunavir and efavirenz

has not been

and may vary

depending on, e.g., whether there is

clinically significant resistance to

Darunavir/ritonavir

should be used with caution in

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%
Crax | 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%
Conax 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) /

Itraconazole

Consider alternative antifungal

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

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

mg q.d.) / efavirenz AUC | 50% and efavirenz should be avoided.
Crax | 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: 1 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

section 4.3.).

Antibacterials/Antituberculotics

Clarithromycin (500 mg b.i.d,

multiple doses) / efavirenz

Clarithromycin AUC | 39%; 14-
OH-clarithromycin AUC 1 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.

Azithromycin (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%, Cpuin |
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 No formal interaction studies
Chloroquine available. Drug interactions and
Mefloquine safety in co-administration with

OZ/ . f_{ .‘ /://() éé’// [ods

jJ{ﬁ f_{/%} / E
O/Q’///Z AL 7




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

efavirenz are unlikely

Amodiaquine/Artesunate An interaction study (EFV at Possibly increased hepatic toxicity.
(600/250 mg q.d.) / efavirenz steady-state) was terminated after | Avoid combination.

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.

Quinine / efavirenz No formal interaction study If possible, an alternative agent to

available. Quinine is extensively | quinine should be used in co-

metabolised by CYP3A. Co- treatment with Tenofovir
administration with efavirenz disoproxil
may decrease quinine exposure, fumarate/Efavirenz/Emtricitabine

and reduce the antimalarial effect. | tablets 300mg /600mg/200mg

Lumefantrine Halofantrine / No formal interaction studies | Co-treatment with Tenofovir
efavirenz available. These agents are | disoproxil

metabolised by CYP3A; hence, | fumarate/Efavirenz/Emtricitabine
co-treatment with efavirenz may | tablets 300mg /600mg/200mg is

decrease exposure. not recommended.

Artemisinin and its derivatives / No formal interaction studies
efavirenz 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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Coax: © fumarate/Efavirenz/Emtricitabine T
tablets  300mg  /600mg/200mg
should not be administered
concurrently with adefovir
dipivoxil due to an expected lack

of additive effect (see section 4.4).

Entecavir AUC: < No clinically significant
(1 mgq.d.) Chax: < pharmacokinetic interactions when
Tenofovir disoproxil

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

co-administered with entecavir.

ANTICONVULSANTS
Carbamazepine (400 mg q.d) / Carbamazepine AUCss: | Co-administration with Tenofovir
efavirenz 27%, Cin | disoproxil
35%; fumarate/Efavirenz/Emtricitabine
efavirenz AUCss: | 36%, tablets  300mg  /600mg/200mg
Ciin | 47% should be avoided unless plasma
concentrations of carbamazepine
and efavirenz can be monitored.
Phenytoin / efavirenz No interaction study available. Co-administration ~ should  be
Phenytoin and efavirenz clearance | avoided unless plasma
is likely to be increased. concentrations of Phenytoin and
efavirenz can be monitored
Valproic acid (250 mg b.i.d) / No significant interaction is
efavirenz 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: Monitor the clinical effect of
AUC: | 69% 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%

should be

periodically monitored and the

Cholesterol levels

dose of Atorvastatin increased in

case of insufficient efficacy.

Pravastatin (40 mg q.d.) /

efavirenz

Pravastatin:

AUC: | 40%

should be

periodically monitored and the

Cholesterol levels

dose of Pravastatin increased in

case of insufficient efficacy.

Simvastatin 40 mg q.d.) / efavirenz

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

should be

periodically monitored and the

Cholesterol levels

dose of simvastatin increased in

case of insufficient efficacy.

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 relia@
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 hormonal

contraception,

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 monitoring of

immunosuppressant drug
concentrations for at least 2 weeks
(until steady-state concentrations
are reached) is recommended
when starting or stopping therapy
disoproxil

with Tenofovir

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

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:17% (1 1to 1 14)

No dose adjustment necessary

Midazolam, Triazolam / efavirenz

No interaction study available

These
metabolised by CYP3A. While

efavirenz is an inducer of CYP3A

benzodiazepines are

in vivo, it acts as an inhibitor in
vitro. The impact of co-
administration on midazolam and
triazolam  pharmacokinetics s
unknown.  Co-administer  with

caution.

St. John’s Wort (hypericum

No interaction study available

Concomitant treatment

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 (www.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

Uncommon: 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 Y / 5~ o 9.
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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 (NNRTT) 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 o, B, y, or 9) 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-1
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 K 103N, G190S/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
either 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,,x value was 2.19 (£0.75) ug/ml
and the corresponding value for AUC.7,, was 54.2 (£16.6) ug.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
cerebrospinal 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
GS516T) 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 C,,x value was 2413 (£537)
ng/ml and the corresponding value for AUC was 12832 (£2044) ng.h/ml. The mean (£SD) emtricitabine
tmax 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 1.4+0.3 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 insufticiency.
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 ug-h/ml in 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
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The pharmacokinetics of emtricitabine have not been studied in non-HBYV 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,,.x 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 C,n.x value was 314 (+86)
ng/ml and the corresponding value for AUC was 2531 (£487) ng.h/ml. The mean (£SD) tenofovir ty.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. /n 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 ug/ml.

Elimination

Tenofovir is primarily excreted by 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.

fog n . i ) R
(:)/% /4 /ﬁzﬁ?’,{'/’ ¢ >, Y

Ot(g) 5. ol /&
LAt

b d

o



//{ .
S

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 AUCq.s, 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 Cpay 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
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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 foetuses/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.

Emtricitabine

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 S9 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
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