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KOPOTKA XAPAKTEPUCTUKA NIKAPCbKOrO 3ACOBY

3MA0BYAUH kancynu 100Mr & 250mr
Bignyck TinbKu 3a peuenToMm

1.HazBa nikapcbkoro 3acoby:
3uposyamH kancym 100 mr
3puposyanH kancynm 250 mr

2. SIKICHMIA Ta KiNbKiCHUA CKNAA:
KoHa Kancyna MiCTUTb 3UA0BYAUHY 100 mr/250 mr
[10NOMDKHI PEHOBUHW, AUBITLCA po3gin 6.1.

3. Nikapcoka dopma.

Kancysm no 100 mr: i3 KpUWE4KOo Binoro Konwopy, Kopnyc 6inoro Konbopy, MapKyBaHH:
kancynu kpuweyka: 'D', kopnyc: 01

Kancynn no 250 Mr: i3 KpWLIEHKO Ginoro Konbopy, Kopnyc 6inoro konbopy, MapkysaHHHA
kancynn Kpvieyka: ‘D', kopmyc: e

4,KniHi4HiI XapaKTepUCTUKH.

4.1./Moxka3zaHHa 4o 3acToCyBaHHA.

MepopanbHi dopmu npenapary 31A0BYAMH 3aCTOCOBYHOTBCS ANA nikysaHHs BIL-iHdekuil
cknani koMbiHoBaHOI aHTWpeTpOBIpyCHOI Tepanii y A0pOCUX Ta aiten.

3KA0BYANH KANCyu 3aCTOCoBYOTECSA ANNA ximionpodinaktvkn y BI/I-No3nTHBHUX BariTHUX XIHOK
Mif vac BariTHOCTI (BariTHICTL MOHaA 14 TwxHiB) 3 MeTol 3anobiraHHs nepeaayi sipyca sid
MaTepi 4o nnoaa.

4.2. Cnocib 3acTtocyBaHHA Ta A03MH.

[o3yBaHHA y AOPOCANX:

PekoMenaOBaHa [o03a 3MA0BYAWMH Kancynm B koMGiHauii 3 iHWWMKW aHTWMPETPOBIPYCHUMM
npenapatamn craHosnTb 500-600 Mr/noby B ABa abo TPW NpUIOMK.

[o3yBaHHA Yy AiTERN:

3 micaui - 12 pokis:

PekoMeHAOBaHa 0032 31aoByaWH Kancynu CTaHOBWTH 360 - 480 mr/ M® Ha goby, B 3 abo 4
npuiomMk B KoMBIHaUIl 3 THWMMK aHTUPETPOBIPYCHUMIW MNpenapaTamut. MakcvmManbHa A03a He
NoBWHHA NepeBuLLyBaTH 200 Mr KOXHi 6 roamH.

< 3 micaui:

3naosyavH y GopMi Kancyn He peKOMEeHAYETbCA AN L€l BiKOBOI rpynu.

No3yBaHHA ANs NPodiNaKkTKN nepenaui iHdekuii Big MaTepi Ao nioaa:

Byno BCTaHoBNeHo, WO eeKTUBHUM € HaCTyNHWA  PEXWM  A03yBaHHA  3MAOBYANHY.
PekoMeHaoBaHa f4o3a npenapaty AN BariTHuX (BariTHiCTb noHaa 14 TwxHIB) - 500 Mr/geHb
nepopantHo (100 mr 5 pasis Ha A€Hb) A0 NOYaTKy Mosoris.

Kopekuisa A03yBaHHA Y nauieHTie i3 reMaTonoriuHMMmn nobivHUMM peakuismu.

Mpu 3HVKEHHI PiBHA remorno6iHy kposi Ao 7,5 r/an - 9 r/an (4,65 MMonb/n - 5,59 MMOnb/N) Ta
3MEeHWEHHI  KiNbKOCTI HEeNTPOdINbHNX rpaHynoumtie go 0,75 - 1,0 X 10°/n (aveuce 4.3
MpoTtunokasaxHs Ta 4.4 Ocobnuei 3aCTEPEXEHHA Ta 3an06iKHi 3ax0an NPV BUKOPUCTAHHI).
XBOpi NiTHLOrO BiKY, AO3YBAHHA:

®apMaKoKiHeTWKa 31A0BYAMHY Y XBOPWX CTapLe 65 poKis He BMBYANach, TOMy-=CreBiaNbHUX
naHMx Hemae. MpoTe LS rpyna navienTis noTpebye ocobnueoi ysary, (c"@jﬁéﬁiﬁ;ﬁ...,_ﬁhg\or«q
MOFpPWYETHCS  YHKLIS - HUPOK i 3MIHIOKOTLCA.  reMaToNoridHi. MOoKasHIA S "_P%Kobgngﬁv'{‘Fé;z;{q
BiANOBIAHMIA KOHTPONbL Nepea i Nig Yac 3acToCyBaHHSA 3UACBYANHY. o Roxy® - NEM
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[03yBaHHA MPU HUPKUBIN HEQULIA I NULIL
Micns BBEAEHHS 3WMA0BYAMHY KNIpeHC KpeaTuHWHa CTaHOBWB npubnusHo 50% vy 380poBux
NaUeHTIB 3 HOPManbHOK (YHKUIERD HWUPOK. Y XBOPWX I3 TAXKO HWPKOBOIO HeaoCTaTHICTHO
PEeKOMEHAYETLCS 3MEeHWWTK aobosy AoO3y Npenapara Ao 300 — 400 Mr 3 KNipeHCOM KpeaTuHWHY
< 10 MM Ha XBWAMHY. HacTynHa Kopekuist 4031 MOXe 3HaA0bUTUCL Ha niAcTaBi reMatonorivHmnx
nokasHukie abo KiHIYHOI BiAMoBiAl Ha nikyBaHHsA. emoaianis | nepuTOHeanbHWiA Aianis He
MaloTb CYTTEBOrO BMAMBY Ha BMBEAEHHS 3MA0BYAVHY, ane 36iNbLYIOTL BUBEAEHHS MMIOKYPOHIAY
310BYAVIHY.

[o3yBaHHA NPU NEYIHKOBIN He[OoCTaTHOCTI:

Y XBOpWX Ha UMPO3 NEeYiHKKn CNOCTEepiraeTbes aKyMynauis 3MaoByAUHY, OCKINbKM 3HWDKYETHCA
CTyniHb  FNOKypOHi3auil. Moxe OyTu HeoBxigHOK KOpekuis [o3wn, ane, 3 ornady Ha
HeNOCTaTHICTL AaHWX, YiTKWMX pekoMeHAauin 3pobuTi He MOXHa. Mpw BIACYTHOCTI KOHTPONIO
DIBHS 31MA0BYAWHY Y Mnasmi cnig dikcysatv O3Haku HenepeHoCUMOCTI, TakMX SK PO3BUTOK
reMaTonoriyHMx MobidHMX peakuit (aHemis, nemkonexis, HenTponeHif) i Kopurysat Ao3y
Ta/abo 36inbWyBaTV iHTEPBaN Mix A03aMU.

4.3 MNpoTMNOKa3aHHA.

31OoBYAUH Kancyu NPOTUMNOKa3aHi NauieHTaM, 3 NIABMLEHO WYT/MBICTIO A0 3MA0BYAMHY, abo
[0 Byab-SIKMX KOMMOHEHTIB, AKi BXOAATL A0 CKNaAy npenapara.

3MA0BYAMH Kancyny He NpU3HaYatoTb nauieHTaMm 3 piBHeM reMornobiHy MeHL HiX 7.5 r/an
(4,65 MMONb/N) Ta KiNbKICTIO HENTPOMINbHUX rpaHynouuTie y nepudepiitHiin KpoBi MEHW HiX
0,75 x 10°/n.

4.4 OcobnnBOCTI 3aCTOCYBAHHA.

3MA0BYAVH Karncynn He BWIKOBYE BL1-iHdekuio, | y nauieHTa 3anvaETbCa PU3VK pO3BUTKY
x80pob6, MOB'A3aHWMX 3 MPUrHiYeHHAM IMyHITETY, BKIHOYAO4M OMOPTYHICTUYHI  iHdeKUll Ta
HOBOYTBOPEHHS. X04a BCTaHOBNEHO, WO PH3VK PO3BUTKY OMOPTYHICTUYHIX iHDeKUin
3MEHLLYETCA, AaHWX NPO PO3BUTOK MYX/IMH, BKIIOHAIOHN niMdoMKM, HepoCTaTHbO. 33 AaHUMU
NiKyBaHHA NauieHTiB 3 pO3BWMHYTOO cTapiero BIJ1-xeopobw, pU3MK PO3BUTKY niMpomMu Y HKX
Takuit e caMuil, aK iy nauieHTis, SKi He NikyBanucs 3MA0BYANHOM. Y nauieHTiB 3 NO4aTKOBOKO
cTanicio BL1-xBopobu Ha TN TPMBANOro NiKyBaHHA 3WAOBYAWHOM DU3VK PO3BUTKY NiMpOMU
HeBiZOMWNA.

NikyBaHHs NpenapaToM 3WA0BYAUH Kancyni NoBUHHO NPOXOAUTH nif CNOCTEPEXEHHAM NiKaps,
qKuUi MaEe AOCBIA NiKyBaHHS NauieHTiB, iH(IKOBaHWX BIpYCOM iMyHoaediunTy NoAWHY Ta XBOPUX
Ha CHIZ. B xoAi nikyBaHHs HEOOXiAHWA MOHITOPUHT BIPYCHOTO HaBaHTaXEHHA nauieHTa Ta
kinbkocTi CD4 niMmcounTis.

CninbHe 3acTocysaHHs pudamniumHy, prbasipuHy abo cTaByauHy 3 3MAOBYAMHOM CNif YHUKATK
(AvByCL po3ain 4.5 B3aemopis 3 iHWMMK NiKapCbKMU 3acobamvt Ta iHwWi opmu B3aEMOAI).
FemaTonoriaqi no6iuHi peakyii: Y XBopux 3 PO3BMHYTOKO CTaAIEl0 BI/1-xBopobu Ha TNni NiKyBaHHA
3U0BYAMHOM MOXHA OYiKyBaTW PO3BUTOK aHemil (3a3Bvuail He paHiwe 6 TWXHIB BIA NOYaTKy
fiKYBaHHA, ane iHKONW 3yCTPivaeTbCs paHille), HerTponeHii (3a3Buyail He paHile 4 TWKHIB BiA
nouaTky NiKyBaHHA, ane iHOAI pawiwe) Ta neikonerii (Wo € BTOPUHHOIO NO BiAHOWEHHIO A0
HenTponeHii). Lie TpannseTbes YacTiwe npu 3acTocyBaHHi Bucokux Ao3 (1200-1500 mr/aeHs) Ta
y nauieHTiB 3 HW3bKMM pEe3epBOM KICTKOBOrO MO3Ky nepea NikyBaHHaM, 0CO6nvMBO mpw
PO3BMHYTMX CTagisx BI/1-xsopobu.

Cnip peTensHO KOHTPOMIOBATW remMaTtonorivHi napamMeTpy. Npw po3suHyTin cTaail BIJ1-xBopobu
PEKOMEH/YETCA aHania Kposi pobuTh He MeHwe 1 pa3y Ha 2 TWKHi NpOTAroM nepwwux 3-X
MicaLie NikyBaHHR | HE MeHwWwe 1 pa3y Ha Micsub Y noaasbuomy. Y nauieHTiB 3 paHHiMK
cTagismu BI/1-xBopobu (Konw pe3eps KICTKOBOro MO3Ky We 3a40BiNbHUIA) rEMATONOrYHi NOBIYHI
edeKTM BUHWMKAIOTb HEYacTo. 3anexHo gig KMIHIYHOrO CTaHy naujeHTa aHania  Kposi
NPOBOAMTLCA piaWe, HaNPUKNAA, KOXHI 1-3 micaui.

Mpu 3HWKeHHI piBHs remornobity sia 7,5 r/an (4,65 mmonb/n ) go 9 r/an (5,59 mmone/n) abo
KinbkocTi HenTpodinis sia 0,75 X 10°/n no 1,0 x 10°/n mMoxXe BWHWKHYTW HeobXiaHICTb Y
3MeHLWeHHI A03W A0 MOABKM 03HAK BiAHOBNEHHS KiCTKOBOrO MO3KY; iHWWK cnocib npucKopUTH
OAyXkaHHs — KOpOTKa (2-4 TWXHI) nepepsa y NikysaHH 3MA0BYAUHOM. BinHoBAEHHH KiCTKOBOMO
MO3Ky BiABYBAETbCA 3a3BMYail MPOTAroM 2 TWKHIB, MiCNA 4HOro MOX ,;sﬁéﬁ%"pégnoqam
Tepanito. 3MAOBYAMHOM. Y. 3MEHLEHWX . Ao3ax.. Y pasi 3HauHol aHel i éMgg;(u&eﬁ,vHﬂ"{’nbsm
3UA0BYANHY HE BUKIOUAE HEOBXIAHOCTI reMoTpaHCysiit (amsmce po3ai fickasatits).
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JIaKTOaUMA03: 11PN 3ACTOLYBANAI  MYRITUSFIHMYIA - i it sy o .
faKkTaTaunao3y, 3a3BMyan acouitoTbes 3 renaToMeranicio i NeYiHKoBUM CTeaTo30M. [1o paHHix
cumnToMiB (CMMATOMATU4YHA rinepnakTaTtemis) BiAHOCATLCA noBPOSKICHI racTPOEHTEPONOrivKi
cumnTomn (Hyaota, BniosoTa i Bine B XMBOTI), HecneundiyHe He3aYXaHHs, BTpata anetury,
BTpaTa Macu Tina, PECcnipaTopHi cUMATOMM (wemake i/abo rnnboke AWxaHHA) abo HEeBPONOriyHi
CUMATOMM (BKMIOYEK0YM PyX0BY CNabKkicTb).

NlaKTo0aumMao3 Ma€ BUCOKY NeTanbHICTb i MOXe acouiroBaTnCs 3 NaHKpeaTuToM, ne4iHKkoBow abo
HUPKOBOKO HEAOCTaTHICTIO. NlaKToaumao3 BUHWUKAE 3a3Bu4an nicng AEKINbKOX MicsLIB NiKYBaHHS.
Y pa3si nossu CYMNTOMaTUYHOl rinepnaxTatemii i MeTaboniuHoro aumpo3y/nakrataunaosy,
nporpecytodoi renatomeranii abo WBWAKOro NiABULEHHSA PiBHS aMmiHoTpaHcdepas nikyBaHHA
HYKNEO3MAHUMM aHanoramu cnifg NpUNUHATH.

3 obepexHiCTio Cnif NpU3Ha4aTi aHanoru HyKNeo3nais Ans NiKyBaHHS NaUieHTiB (ocobnueo
WIHOK 3 OXMUPIHHAM) 3 renaTomeranieto, renarmTom abo iHWUMK BiaOMMMK (DaKTOpaMKU PU3UKY
3axBOPIOBaHb MEYiHKWM i MEeYiHKOBOro CTeartosy (BKMKOYAOUM  AeaKi MeauudHi npenapaty i
ankoronb). OcobAMBUIA PU3MK MAIOTh MaUIEHTH, ko-iHdikoBaHi renatuTom C, AKi OTPUMYIOTb
anba-iHtepdepoH | pubasepuH. MauieHTaMm, sKi MaloTb NIABULLEHWA PW3KK, HeobxiaHO
noaanblle MeanyHe CnocTepexeHHA.

MiToXOHApIanbHa TOKCUYHICTL! Byno MPOAEMOHCTPOBaHO, WO HYKNEOTUAHI | HYKNEOo3nAHi
aHanoru in vitro i in vivo BWKIWKaKTb MiTOXOHApIanbHi NOPYLEHHA PI3HOr0 CTYMNeHA. bynu
NOBIOMNEHHS NPO  MiTOXOHAPIaNbHI gncdyHryii y BIJI-HeraTMBHWX HEMOBNAT, AKi 3a3Hanu
BNAMBY HYKNEO3NAHWX aHanoris y BHYTDILUHLOYTPOBHMI abo B nocTHaTansHuin nepiod. Cepen
noBiUHMX peakuiit roNoBHUM YMHOM NOBIAOMNANOCA MPO reMaTonoriuHi NOpYLIEHHA (aHeMid,
HelTponeHia), metabonivHi NopyweHHA (rinepnakTatemis, rinepnininemis). Ui ssuwa 4acto
Manu TWMYacoBwi xapaktep. YacTo nosigomMnanocs npo ni3Hi HEeBPONOriyHi NOPYWeHHS
(rinepToHisi, CyAOMW, aHOManbHa nosepiHka). HesponoriyHi NopyweHHA € MUHYLWMK, abo BOHM
€ NOCTIMHUMKM, NOKM Hesigomo. byab-fKa AUTUHE, HaBiTb 3 BI/1-HeraTtuBHWM CTaTyCOM, fKa
3a3Hana BMAMBY HYKNeo3naHWx abo HYKNeoTuaHuX aHanoris B yTpobi, BUMara€ KNiHi4HOro i
nabopaTopHOro CMNOCTEPEXEHHS, a B pasi nosBM  BIAMNOBIAHMUX CUMMTOMIB - TOBHOMO
LOOCNIAKEHHS Ha MOX/IUBE BUHUKHEHHS MiTOXOHAPIansbHWUX AncdyHKUin. Lii pari He BNA1BalOTL
Ha iCHYyiMdi pekoMeHaaLlii WoAo 3acToCyBaHHS aHTMpeTpPOoBIpyCHOI Tepanil BariTHUM XiHKam ans
3anobiraHHs BepTUKanbHol TpaHeMicii BIJT.

JlinogueTpogii;  Tlepepo3noain/HakonuyeHHs  X1poBUX BiAKNaAEeHb Ha Tifi, BKIOYAKYM
OXWPIHHS LEHTPanbHOro remesy, 30inbleHHs XUpoBuX BiAKNageHb Yy AopcouepsikanbHUX
AiNSHKaX Ta IX 3MEHWEHHA Ha KiHUiBKaX 06nu1uyi, 36iNblLWEeHHs MONOYHUX 3aN03, MiABULLEHWA
piBeHb NiMigiB y cuposatui KpoBi Ta piBeHb MMIOKO3U KPOBi CNOCTepiralnTbCa AK Y BUrNagi
OKpeMWMX CMMNTOMIB, TaK | pa3oM Yy AeAKnX nauieHTiB, SKi OTPUMYIKOTb KOMGIHOBAHY
aHTMPETPOBIPYCHY TEPanito.

Y TOM uac, 8K i Mpy 3acToCyBaHHi BCix mpenapaTie Knacy iHribitopis npoTeas Ta iHribiTopiB
3BOPOTHOI TPAHCKPUNTA3W HYKIEO3WAIB MOXNNBE BUHWKHEHHA OQHOMO abo Binbwe cneundivHnx
NOBIYHMX CUMMTOMIB, fKi B LiNOMy MOXyTb ByTw BigHeceHi A0 ABuul ninoancTpodii, iCHYIOTb
[aHi, WO pU3KK iX BUHUKHEHHS NP 3aCTOCyBaHHI pi3HWX NpenapaTis Liel rpynw Pi3HWIA.

Kpim Toro, NinoancTpodiuHuii CMHAPOM Mae€ NONIeTIoONOriYHUIK XapaKTep, Ae MAaeE 3Ha4eHHS,
Hanpuknag, crad BIJ1-iHdekuii, BiK nauieHTa, TPWBANiCTb aHTWPETPOBIPYCHOI Tepanii rpatoTb
BAXNMBY PONb | MOXYTb MaTu CUHEeprivHniA edexT.

JosroTpvsani HacNiAKN BULLE3a3HaYEHNX NOBIYHMX Aifl B AaHWW Yac He BiAOMI.

Mpw KniHiYHOMY OBCTeXeHHi Cnij 3BepTaTth yBary Ha (i3nyHi 03HaKK Nepepo3noainy X1posux
BiAKNaAeHb, BM3HA4YaTV piBeHb NiniaiB CMpOBaTKW Ta rNtOKO3N Kpogi. JlikyBaHHA NOpPYLWeEHHS B
po3noaini Ninigie cnig NPOBOAUTH B KNIHIL (avBuch po3ain 4.8 MobiuHi peakLii). _
3axBoproBarHa neviHky. be3sneka | eeKTVBHICTb 31A0BYAMHY He 6yno BCTAHOBNEHO Y
NaUiEHTIB 3 THKKMM 3aXBOPIOBAHHAM MEYiHKU.

MawieHT 3 XpoHiuMmm renatutom B abo C, wo npuiiMaroTb KOMGIHOBaHY aHTMPETPOBIPYCHY
Tepanilo, MaloTb MIABALLEHUA PU3MK PO3BUTKY BaXKnX i MOTEeHUiIMHO neTanbHUX MNOoBIYHKUX
ecdextie 3 6oKy nediHku. Y pasi CninbHOrO 3acToCyBaHHA 3 iHWKXMK FCHUMU
npenapaTamv Ans NikyeaHHs renatuty B i C cnin 3sepHyTMCs A0 BiANOBI
MeaAVYHOro 3aCToCyBaHHS UuMX npenaparie.




XBODI 3 BXKE ICHYIOUMMM MEUIHKOBUMM ANCWYRKLIAMKY,  ©Ruaus e apses s
reratut, MalTb MiABWLWEHWA pu3vK  NOPYLWEHHS DYHKUIT  neYiHkn  npy komBiHOBaHI
aHTUpeTpoBipycHin  Tepanii | notpebyloTe MEAWYHOFO  Harnsay. Y pa3i nossu 03HaK
yCKNagHeHHs XBOPOB nediHKkW Y Takux nauieHTiB cnia PO3rNsHYTU MOX/MBICTL NEPepsu abo
NPUNUHEHHS NiKyBaHHS (AMBUCH po3ain 4.2).
XBopux HeoBxiAHO 3acTeperti LoAo OAHOYACHOro CaMOCTIMHOro 3aCTocyBaHHA npenapaty 3
iHWWMW MeauKaMeHTamu (amewce po3adin 4.5 B3aeMOAi 3 iHWWMM Nikapcbkumu 3acobamn Ta
iHWi hopMu B3AEMOAI).
XBOpWUM HEobXxigHO MOBIAOMUTH, WO nikysaHHa He 3AaTHe nonepeauTw TpaHcMmiciio BUT iHWWM
ocobam npv CTaTeBoMy KOHTaKTi abo KOHTaKTi i3 3apa)keHoo Kpos'to. ToMy NOTPIOHO BXWMBATW
BianosigHux 3axoais Heanekw.
BUKOpUCTaHHS Y NITHIX J04er Ta y XBOpuX 3 HUPKOBOKO 360 MEHiHKOBOK HEJOCTATHICTIO!
avevck po3ain 4.2 Cnocib 3acTocyBaHHs Ta A03U.
4.5 B3aeMopisa 3 iHWKUMK NiIKAPCbKUMH 3acobamu Ta iHWi BNAN B3aEMopin.
33 0BMEXEHUMM AGHUMM, NOEAHAHE 3aCTOCYBaHHS 3WA0BYAWHY Ta pudamniumHy 3meHwye AUC
3MpoByanHy Ha 48%+34%, npoTe KiHIUHE 3HaYEHHs Liboro siBulla Hesigome (AMBMCh po3ain
4.4 OcobnMBOCTI 3aCTOCYBaHHA).
3unosyavH B kombiHauil 3 pvbasipnHom abo cTasyavHOM, 3a AaHUMK in Vitro, € aHTaroHICTOM.
ChinbHe 3acTocyBaHHs pvbasipuHy abo CTasyavHy 3 3MA0BYAVMHOM C/iA YHWKaTW (AMBUCH
po3ain 4.4 OcobnmeocTi 3aCTOCYBaHHA).
Npo6eHeums 36inbwye AUC 31aosyAnHy Ha 106% (B pianasowi BiA 100 ao 170%). ¥ nauieHTis,
aKki oTpuMytoTb 0buasa npenapaTy CNip pPeTenbHo KOHTPONtoBaTH remMaTonoriyHy TOKCUUHICTb.
NomipHe 36inbweHHs Crax (28 %) 3MAOBYANHY CNOCTEPIraEThes Mpu 0OHOYACHOMY 33CTOCYBaHHI
3 namiByAMHOM, OdHaK 3aranbHa koHueHTpauia (AUC) iCTOTHO He 3MIHIOETBCS. 3npoByaAnH He
BAVBAE Ha (DAPMAKOKIHETVKY NaMiByanHY.
MoBiAOMASNOCE NPO HWU3bKMIA PIBEHD deHiToiHy B KPOBi AERKUX XBOPWX, aKi oTpuMyBanu
3UA0BYAWH, X04a B OAHOr0 XBOpOro 6yB BUABNEHWA BUCOKMI piBeHb. Lli aaHi cBia4aTh, Wo npu
0AHOYACHOMY 3acToCyBaHHi 060X npenaparis cnig PeTensHO KOHTPOoBaTH piBeHb MEHITOIHY.
DapMaKoKiHeTUYHI A0CNIAXKEHHS Mpw CMiNbHOMY BBEAEHHI 3MA0BYAMHY | aTOBAKTOHY MOKa3anu
IHMKEHHS KNipeHcy 3uaoByAUHY NicNs NepopanbHoro npuitoMy, WO NprBoanTL A0 35% + 23%
36inbweHHs AUC 3ugoByavHy B nnasMi. 3 ornsay Ha obMeXxeHi AaHi, KNiHiYHe 3Ha4YeHHSs
HeBIAOME.
Banbnpoesa KMCnoTa, GykoHason abo MeTaaoH, Moka3aHo, WO Np¥ CyMICHOMY 3acTOCYBaHHI i3
3pn08yanHOM 36inblyeTbes Horo AUC 3 BIANOBIAHWMM 3HMKEHHAM KNIpeHCYy 31A0BYAUHY.
Ockinbku naHi oBMexeHi, KiHiuHa 3HauyWicTb LUbOro sABulla Hegigoma. [MauieHT NOBWHEH
nepebysaTy Nig MUNbHAM HArNAAOM ANS BUABNEHHS O3HAK TOKCHYHOCTI 3MA0BYAVHY.
CninbHe 3acTocysaHHs, 3aebinbworo B rocTpux Bunaakax, 3 NOTEHUIVMHO HedpPOTOKCUYHUMU
abo MiEnocynpecuBHUMK npenapaTtamu (Hanpukiaa i3 CMCTeMHUM neHTaMignHoM, AancoHOM,
NipUMETaMiHOM,  KO-TPUMOKCa30M10M, amMdbOTepUUMHOM,  (NYLUMTO3MHOM,  TaHUMKNOBIPOM,
iHTephepoHOM, BIHKPUCTMHOM, BIHONACTMHOM i nokcopybiunHoM) Takox Moxe 36inbwysaTy
pu3nKk nobivHoi A4l 31AoBYANHY. Konu crinbHe 3acToCyBaHHA UMX MeAnYHKUX npenaparTis
HeobxifHe, CNia PeTenbHO KOHTPOMKBaTh (ByHKUID HUPOK i remaTonoriyHi napameTpu, y pasi
HeoBXiAHOCTI 3MeHLWYyBaTK Ao3y oaHoro abo AEeKiNbKoX Npenaparis.
[ns AesKkux XBOpWX 3 ONOPTYHICTUYHUMA iHeKUiAMM, SiIKi OTPUMYIOTb 3VMAOBYAWH, AOUINBHE
npodinakTUuHe MpU3HaYeHHS M aHTUMIKpoBHMX Mpenapatis. Taka npodinakTuka MoxXe
BK/IKOYATM KO-TPUMOKCA30N, NeHTamiauH y BUMNAAI aepo30nto, NipUMETaMiH Ta aUMKNIOBIP.
OB6MmexeHi paHi  csigyaTb, WO nNpuM  0AHOYACHOMY 3acTocyBaHHi UMX npenapatis  He
crocTepiraeTbeca 36iNblWEHHS YacToTh PO3BUTKY no6iyHMX peakuin Ha 3MA0BYAWH.
31Q0BYANH EMIOMIHYETBCA TONOBHWMM YMHOM  LUNAXOM KOHforauii y nediHui A0 HeakTMBHOro
[NIOKYPOHIAHOrO  MeTaboniTy. AKTUBHI  PEHOBMHNW, WO  TakoX ENIOMIHYIOTbCA  LUNAXOM
neyiHKoBOro MetaboniaMmy, ocobnunso yepes FNIOKYPOHI3aLLit0, NOTEHLIMHO MOXYTb 3aTpUMyBaTh
MeTaboniaM 31aoByanHy. B3aemoail, onucaHi Hiwkye, He € BUHEpnHUMY, ane CTaHoBNATbL KNacu
MeAM4HMX NpenapaTis, NPy Npy3HadeHHi skux cnig By obepexHUMHU, /{nﬁ"’r}“*‘h
ATOBaKBOH: iHdopMauii Npo BNAMB 3WAOBYANHY Ha cbapMaKOKiHeTMKyﬁié'erﬁW%eMae.
OpHaK, BiANoBIAHO - 40, (DAPMAKOKIHETUYHWX AaHMUX, aTOBAKBOH 3MEHLY /i _eHB’ngf[e(iaﬁi’@w
31A0BMANHY A0 0ro rntokypoHiaHoro Metabonity (AUC 31aoBuavHy 36{:‘15 \}/%I ]
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MK KOHUSHTPALN 1JIKKYPUHILY § 1HIUSI iy s mrs sim == 5 ; =5
600 Mr/aeHb NPOTAroM 3 TWXHIB NiKyBaHHA aTOBAaKBOHOM rOCTpOi MHEBMOHII, BUKNWMKEHOI
Pneumocystis carinii, y BKpai MOOAMHOKUX BUNaakax MOXe 36iMbLIWTUCE YacToTa MoBidHMX
edeKTiB, NOB'A3aHNX i3 BUCOKUM piBHEM 3VZ0BYAUHY Y NNa3mi Kposi. [pnu TpnBanoMy NiKyBaHHI
aTOBaKBOHOM CNif Ay>XEe PEeTeNbHO CnocTepiraT 3a NauieHToOM.
KNnapuTpomiumH: TabneTkn KNapuTpoMiuMHy 3MEHLIYTb abcopbuito 3MaoByaAWHY, TOMY BapTo
LOTPUMYBATWUCh 2-rOAMHHOTO iHTEpBany Mi>K 3aCTOCYBaHHAM UMX 3acobiB.
NamiByavH: romipHe 36inblleHHs Crax (28 %) 31MA0BYAMHY CNOCTEPIraeTbCa Npy OAHOHACHOMY
33CTOCYBaHHI 3 namisyanHOM, OAHaK 3aranbHd koHueHTpauis (AUC) cyTTeEBO He 3MIHIOETHCA.
3MA0BYANH HE BNNVBAE Ha (DapMaKoKIHETUKY naMiByaviHy.
DeHiToiH: MOBIAOMNSNOCA MPO  HW3bKUW  piBEHb heHITOIHY Yy KpoBi AEAKUX XBOPWX, AKi
OTpUMYyBanM 3WA0BYAWH, XO4a B OAHOrO XBOPOrO Bye BUABNEHMI BUCOKWIA piBeHb. Ui AaHi
CcBiAYaTh, WO NpU OAHOYACHOMY 3aCTOCYBaHHI 060x npenapaTis CNif PETeNbHO KOHTPOMIO BaTh
piBeHb (HEHITOIHY.
MpobeHeuna: 3a OOMEXEHWMW AaHWMK, npobeHeuns 36inbWYyE cepefHi#t nepioA Hanie-
BMBEAEHHA Ta Nnowy nia KpWBOK «KOHLEHTpauUis/4ac» ANS 3UA0BYAMHY WAXOM 3MEHLWEHHS
rNOKypoHi3auji.  Hwupkoea eKCKpeuis  roKypoHidy (MoxnuBo, | caMmoro 3UA0BYANHY)
3MEHLUYETLCA Y MPUCYTHOCTI NpobeHeumay.
PrdamniuvH: 3a 0BMeXeHUMU AaHnMK, cninbHe 3acTocyBaHHa 3VAOBYAMHY Ta pudamMniuney
3meHLwye AUC 3uaosyavHy Ha 48 % + 34 %, nNpoTe KNiHi4He 3HaYeHHS Lporo ABuLLa HesigoMe.
CrasyavH: 3MO0BYANMH MOXE NPUrHiYyBaTy BHYTPIWHBOKNITUHHE hochopunysaHHs CTaByanHY
npn  0AHOYACHOMY 3acTocyBanHi 060X  MeAnYHWUX npenapatis. ToMy CTasyAuH He
PEKOMEHAYETLCA NMOEAHYBATU i3 3MA0BYAUHOM.
IHWi B3aEMOAIi: iHWI aKTUBHI PEYOBMHK, CEPEA AKUX — aueTMn caniuunoea Kucnota, KOAEH,
MopiH, MeTaaoH, iHAOMETaLWH, keTonpodeH, HanpoKCeH, okcasenaM, nopasenam, LUMMETNANH,
knodibpaT, AancoH Ta i30MpUHO3UH (nepenik He OOMEXYETbCA MWE LMK npenapartamu),
MOXYTb BRAMBaTM Ha MeTaboniam  3uAoBYANHY WASXOM KOHKYPEHTHOrO  MpUrHi4eHHs
rnokypoHizauii abo npsmoro NPUrHIYeHHs NEYiHKOBOrO MIKPOCOMAsbHOrO meTaboniamy. Tomy
NOTPiBHO MaTW Ha yBa3i MOX/IMBICTb B3AEMOAI NPV NPU3HAYEHHI UMX MeanYHUX npenaparis,
0COBNMBO ANA XPOHIYHOMO NiKyBaHHA, B koMBiHauil 3 3MA0BYANHOM.
CyMiCHe 3aCTOCyBaHHSs, NepeBaxHo B rocTpux BnnaaKax, 3 NOTEHUIMHO HedpOTOKCMYHIMKU abo
MIENOCYMPECMBHMMMN NpenapaTamu (HanpuKknag, i3 NeHTamigMHOM, AancoHOM, nipuMeTamiHoM,
KO-TPUMOKCaA30M0M,  aMOTEPULIMHOM, (MNYUATONHOM,  FAHUWMKIOBIPOM, iHTepcdepoHOM,
BIHKDWCTUHOM, BIHONACTWHOM | [IOKCOPYBILMHOM) TakoX Moxe 36inbllyBaTi pusmnk no6ivHoi Al
3uposyanHy. Konn crinbHe 3acToCyBaHHs UMX MEAUHHWX npenapatis € HeobxiaHuM, cnig
PETeNbHO KOHTPOMO BATU (PYHKLIKO HMPOK i remaTonoriuHi napameTpu, y pasi HeobXiaHOCTI —
3MeHWyBaTh 403y 0AHOro abo KinbKox npenaparis.
Ockinbkin Aeski xsopi, SKi OTPUMYKOTb 31A0BYAWH, MOXYTb CTpaaaTv Bi4 OMOPTYHICTUYHUX
iHbexuiin, Moxe OyTn AoUINbHWM npodinakTnyHe Npu3HadeHHs aHTMMIKpoBHWX npenaparis.
Taka npodinakTvka MOXe BKAKHaTH KO-TPUMOKCa30/, NeHTaMmianH vy BMINA4l aepo30/ko,
nipuMeTaMiH Ta auMKNoBIp. OBMexeHi AaHi  KNiHiYHWMX JOoCnimKeHb CBiAYaTh, WO Mpw
OQHOYACHOMY 3acCTOCYBaHHi 3 UMMM MpenapataMn He crnocTepiraeTbCs 30iNbEHHS 4acToTu
PO3BMTKY MOBIYHUX PeaKUi Ha 31MA0BYAVH. Tabnerku KNApUTPOMIUMHY 3MEHLWYHTb
abcopbuiro 3MA0OBYANHY.
4.6 3acTocyBaHHA y nepioa BariTHOCTi abo roayBaHHs rpyaAnto.
BariTHiCTb:
3acToCyBaHHA 3MAOBYAMHY XKiHKaM 3 TepMmiHoM BariTHocTi Ginbwe 14 TWKHIB | noaanslie
NiKyBaHHs HOBOHAPOMKEHWX CNpUANK 3Ha4HOMY 3MeHLeHHIo piBHs TpaHcmicii BIJT sia maTepi
[0 nNnoAa.
3a paHumu CLUA KoHTponbosaHe nnauebo [OCAIMKEHHA MoKa3ano, Wo 3acToCyBaHHA viie
nepopanbHoi dopmi Mpenapaty 3MeHwWyBano piseHb TpaHcMicii BIJT BiA mMaTepi 4o nnoaa
npu6auaHo Ha 70%. Y LbOMy AOCAIAXEHHI, BariTHi xiHku Manu piseHb CD4 knitue Bia 200 Ao
1818/Mm®  (cepepHin  MOKa3HWK rpymu  npw nikyBaHHi 560/mM°).  Mepopafsras Tepanis
3MQ0BYAMHOM po3nodvHanace MK 14-M i 34-M TWXHEM BariTHOCTI | Tpt»}ﬂéﬁ"ﬁ@*)?ﬁ&:'ﬂéuai}gy
nonoriB.. HOBOHAaPOLKEHi OTPVUMYBanM 3MA0BYANH NiCNA AOCATHEHHS BiKy 6 vﬁ;’i‘;‘iﬁs,@ P Y
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BinoaneHux AaHnx NPO BNAMB 3NAUBYLVINY MG 1014 (U 11eiums s e s mme = .
AOCIAXKEHb KaHLEPOreHHOCTI Ta MyTareHHOCTi Ha TBapuHax, pU3vK KaHUEpOreHesy B MoANHU
He Moxe ByTu BUKOYeHW (aveuck po3ain 5.3 [okniHi4Hi AaHi npo Be3neky). BaxuBIiCTb UMX
faHMX BIAHOCHO [HOMIKOBaHMX | HeiHdikoBaHWX HEMOBNSAT, SKi JIKYIOTbCA 31A0BYAMHOM,
Heginoma. OaHaK BariTHi, AKI BUPILLYIOTL NiKYBaTUCA 3MA0BYAVHOM, MalOTb 3HaTH NPO LE.
BpaxoBytoun obmexeHi aaHi Npo CyMiCcHe BMKOPWCTaHHA 3MA0BYAWHY Kancyn nig vac BariTHOCTI,
3UA0BYAMH Kancynu cnia BUKOPUCTOBYBATK TiNbkn A0 14-ro TWXKHR BariTHOCTi, KOMW MOTeHLiMHa
KOPWCTb ANR Matepi i nnoay NepeBaxytoTb PUSUKA. [JOCNIMKEHHS Y BariTHUX WYPIB | KPOMUKIB,
AKi OTPUMyBanK 3MA0BYAWMH NMepopanbHo B A03axX A0 450-500 mr/kr/noby BiaNOBIAHO NPOTArOM
OCHOBHOrO Nepioay OpraHoreHesy He BUABWAM KOAHWMX O3HaK TepaToreHHocTi. OaHak, 6yno
CTAaTUCTMYHO 3Hadylle 36inblieHHs nnoaa Npwu AOCNIAKEHHI Y wypis, Bia 150 ao 450 mr/kr/
neHb i Kponvikis, siki oTpumysanu 500 mr/kr/noby.

Oxpeme A0CNiMKeHHs, onybnikosaHe 3roqoM BuABKUAO, WO Y wypis, aki orpumysanu aosy 3000
mr/kr/ooby, Wwo Ayxe 6nu3bko A0 neTansHoi fosn (3683 MF/KT), BWKIWMKANO MOMITHE
36INLLIEHHS MaTEPUHCLKOI TOKCUMYHOCTI | 36inblueHHs YacToTh Baj PO3BUTKY NNoAY.

BincyTHi Aa@Hi TEPaTOreHHOro BrAUBY B AOCNIMKEHHAX, Npu nikyBaHHi y Binblw HU3bKUX A03aX
(600 mr/kr/poby abo meHLwwe).

QepTUNBHICTDb!

3npoByauH He nopywye depTuibHICTb yonosikie abo XIHOK Yy LWypiB, $Ki OTpuMyBanu
nepopanbHo A03v Ao 450 Mr/kr/aoby. [aHvx npo BNAVB 3MAOBYAUHY Ha XiHoUy epTUNBHICTb
Hemae. BCTaHOBNEHO, WO 3MAOBYAMH He BNAWBAE Ha KiNbKiCTb, mMopdonorito Ta pPyxavBICTb
Crnepmaro30iaiB y YONOBIKiB.

JlakTauyis:

EkCnepT¥ OXOPOHW 3A0POB'A  PEKOMEeHAYIOTb BI/l-iHcbikoBaHMM  XiHKaM Mo MOX/IMBOCTI
yTPUMYBATWCS Bif rOAyBaHHs AITEN rpyAaio, w06 3anobirtu nepegadi BIJI. Micns 3acToCyBaHHA
0aHOpPa3oBoi no3v 3uposyanHy 200 mr BIJT-iHdikoBaHnM XiHKaM cepefHs KOHUeHTpauis
npenapaty y rpyaHoOMy MOnoLi Ta cMpoBaTLi KpoBi 6yna npubnu3HO 0AHAKOBOW. Bpaxosytouw,
WO 3WAOBYAWH | BIpYC MPOHUKAIOTb Y rPYAHE MOMOKO, XiHKaM, aKi NMpUAMalOTb 3WAOBYAWH, He
PEKOMEHAYETLCA roAyBaTh AiTel rpyaato.

4.7 30aTHICTL BANWBATH Ha WBMAKICTb Peakuii NPy kepyBaHHi aBTOTPaHCNOPTOM abo
po60TH 3 iIHWMMK MexaHIi3MaMu.

3 parvx (hapMakonorii akTUBHOI PEUOBMHM HE BUMNNBAE MOX/MBICTL Byab-sKOro WKiANMBOro
BNNVBY Ha 3AaTHICTbL KepyBaTu asToMobineM Ta iHWwuMm MexaHiamamu. Ane, He3Baxato4u Ha ue,
CNiA 3aBXAM MaTV Ha yBasi 3aranbHuil CTaH nauieHTa Ta Npodinb NOBIYHNX edekris npenapaty
NPV BUPILEHHI NUTAHHA NPO MOXMMBICTL BUKOHAHHS LWX BMAIB AifNbHOCTI.

4.8 No6iuHi peakuil.

Xapaktep nobiuHoi Al y AiTeit Ta Aopocnnx noaibHuid. Ha doHi NiKyBaHHA 31MA0BYAVHOM
CNoCTepiralnTbCs YacTo: aHeMia (Wo mMoxe noTpebyBaTty remoTpaHcdy3ii), HeMTponeHia Ta
neikonexis, YacTile ue 3ycTpiYaETbesa Npu 3acTocyBaHHi Bucokux Ao3 (1200-1500 Mr Ha nooéy)
Ta y MNauieqTis 3 po3BuHyTMMW cTaaismu BIJ1 (ocobnueo npw noraHoMmy pe3epsi KiCTKOBOro
MO3KY 40 NOYaTKy NiKyBaHHs), MepeBaxHo y xBopux 3 KinbkicTio CD4 KNITUH MeHwe 100/MM’. Y
38'S3KY 3 UMMM NOBIYHUMU edeKTaMin MOXe BUHUKHYTW HEOOXIAHICTb Y 3MeHLeHHi ao3n abo
BigMiHi  Tepanii (aveuch po3ain 4.4 OcobnuBOCTi  3aCTOCYBaHHs). “actora HelTponeHi
36INbWYETHCA TAKOXK Y NAUIEHTIB, Y AKUX HA NOYATKY NiKyBaHHA 3140BYANHOM Byna 3MeHLeHa
KiNbKIiCTb HelTpodinis, reMornobiHy Ta piBeHb BiTamity By y cvpoBsaTLi Kposi,

Mpw 3aCTOCYBaHHI HYKNEO3WAHUX aHanorie MoXnvel BUNAAKK NakToaunnosy, iHKONW neTanbHi,
acouiioBaHi 3 TSKKOIO reraToMeranied Ta TeYiHKOBMM CTeaTo30M (ave. po3ain 4.4
OcobnMBOCTi 3acToCyBaHHS).

KoMmBiHOBaHa aHTMPETPOBIpyCHa Teparis acouioBaHa 3 Nepepo3rnoAinom (ninoaucTpoois)
XUpOBMX BiAKNaaeHb Ha Tini y BLI-iHgikoBaHMX NauieHTiB, BKIKOYAKYA 3MEHLEHHS
nepudepnuHMx  Ta  NIAWKIPHUX — KMPOBWMX  BIAKNaAeHb  Ha 06nmyyi,  36inbweHHs
iHTpaabaoMiHanbHUX Ta BiCLEpanbHUX XWUPOBUX BiAKNAAEHb, rinepTpodito MONOYHUX 3an03 Ta
KyMYNAUIIO XWUpY Yy AOPCOLEpBIKanbHUX AinaHkax («ropb 6i3oHa»).

KomGiHoBaHa aHTWpeTpoBipycHa Teparnist acouiiiosaHa 3 MeTaboniuH1MMu NOPYLCHEAMERFaKMMM
. . . > s 4 s & S R s
K« rinepTpurniuepuaemis, - rinepxonecTepuHeMis, .. |Hcyn|Hpe3MCTEHTHjcrb,/( ﬁbrmxeiﬁi‘&.,\:qa
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bynv MOBIAOMNEHHS 11PU HUUIMHI PEGRLIE 1 UG 1upuin i s i e o ,

3MQ0BYAMHY AK OKPeMo, TaK i B koM6iHauii. Ons baraTbox i3 UMX peaKkuil 3anuwaETses

He3'SICOBaHIM, Uv MOB'A3aHi BOHM i3 38CTOCYBaHHAM 31A0BYAVHY abo WMPOKOro CnexkTpa HLWKX

npenaparip, AKi 3aCTOCOBYIOTLCA MPU NiKYBaHHI BIN-xBOpO6, un € pe3ynbTaToM camoi XBOpodu.

3MEeHLIEHHS 103K 3MA0BYAUH Kancynu moxe ByTn BUNpasaeHe B AaHWX YMOBaX.

Ha choni nikyBaHHS 3WA0BYAWHOM CMOCTEPIralTheA HuKYeHaseaeHi nobivHi edexkTn, YacrtoTa

BUHWKHEHHS N0oBiuHMX edeKTis KNacudiKyETbCA 3a TaKOK CXeMOo: AYXE HacTo (6inbwe 10%),

vacto (1-10%), HedacTo (0,1-1%), piako (0,01-0,1%), ayxe piako (MeHwe 0,01%).

Kpos i nimdpaTnuna cucrema.

YacTo: aHeMis, HeWTponeHia Ta NerlKoneHis;

HeyacTo; TPOMBOUMTOMNEHIA Ta NaHUUTONEHIS 3 rinonnasieto KiCTKOBOro MO3KY,

PifkO: ICTMHHa EpUTPOUMTaPHa aHeMis;

[yxe piako: annactuyHa aHeMis.

Mera6oni3m i po3naaun TpaBJsieHHA.

Piako: NaKToauMAo3, aHopeKcia Npu BiACYTHOCTI rinokcemil.

McuxiyvHi po3naam.

Pinko: Hecnokin, aenpecis.

Hepsosa cucrema.

[ly>e 4acTo: ronosHuM Ginb.

YacTo: 3anaMopoyeHHs.

PifKko: BE3COHHS, NapecTesis, COHMMBICTb, 3HMKEHHSA PO3YyMOBOI aKTUBHOCTI, CyAOMN.

CepueBo-CyAnMHHA cncrema.

PinKo: Kapaiomionaris.

OvxanbHa cucrema.

HevyacTo: 3aauwKa.

Pigko: Kawens.

LLNYHKOBO-KNLUKOBUW TPAKT.

[yxe 4acTo: HyaoTa.

YacTo: 6n10BaHHs, BiNb Y XUBOTI, Aiapes.

HeyacTo: METeopUsM.

Pigko: nirMeHTauis cnv30BOi  0B0NOHKWM  POTa, 3MiH@ CMakoBWX BioYyTTiB, AMCNENncis,

NaHKpeaTwr.

renatobiniapHa cucrema.

YacTo: NiasvLLEHHS PiBHSA NeYiHKoByx depmeHTis i BinipybiHy.

Piako: nediHKOoBI po3naau, Hanpuknag, TAXKa renatomeraniqa 3i creaTo30M.

Wkipa.

HeuacTo: BucKn, cBepbix.

PifKo: NirMEHTALLIA WKIPW Ta HirTiB, KPONWB'AHKa, NITAMBICTb.

OnopHO-pyxoBMA anapar.

YacTo: mianria.

HeuacTo: mMionaTia.

Hupku Ta cevoBUAINIbHA CMCTEMA.

PigKo: 4acTe ce4oBUOINEHHS.

3 6oKy penpoAyKTUBHOT CUCTEMMU | po3naan MOJIOYHOI 3a/7103M.

Piako: FHekoMmacTia

3arancHi po3napw.

YacTo: noraHe caMono4yTTA.

HeuacTo: NnponacHWUA, reHepanizoBaHwuii 6inb, acTeHis.

Pinko: 03HOB, Binb Yy rpyasx, rPUNONOAIGHUN CUHAPOM.

3a NaHUMK KNIHIYHWUX JocnigxeHb 060X nnNaueboKOHTPONbOBaHUX Pyrn, 4acToTa BUHWMKHEHHA

HYAOTW Ta IHWWX YacTnx NobiuHUX edeKTiB CYTTEBO 3MEHWYETHCS nicns KinbKOX TWXKHIB Tepanii

31A0BYAVHOM.,

Mo6iuHi ebexkTn Npu NonepeaXeHHi MaTepMHCbKO-eMbpioHanbHOT TPAHCMICIH.

Y nnaueboKOHTPONbOBAHOMY AOCNIAXKEHHI 3MAOBYAWH Y PEKOMEH0Bg m%ﬁ}ag}ax ]
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OTpMMYyBana NMAUeno. |IPOTE, ICHYE TERASALI MU JIcinu ¢ sispeiss mos
MPOBOAUTY MiKYBaHHS XIHOK A0 NONOTIB.

4.9 Nepeno3yBaHHA.

CMMNTOMM | O3HAKN!

CneundiuHmx cumntomis abo 03Hak rocTporo nepeao3yBaHHs 3UAOBYAUHY, OKPIM TuX, WO
nepeniveHi y po3aini «MobiuHi peakuji» (CTOMNIOBAHICTb, FONOBHMWI Binb, 6MIOBaHHS, NOOANHOKI
BUNaAKW FEMaToNOrMYHUX 3MiH), HEMaE. 3a NOBINOMNEHHSM MPO MPUAOM NauieHTOM HeBigoMOl
KiNbKOCTI 3MA0BYAVHY, PIBHI 3MA0BYANHY B kpoBi 6inbl HiX 17 rpam nepesuLlysant HopMasbHi
TepanesTUYHi PiBHI, ane npu UbOMY HE CnocTepiranocs HifKMX KNIHIYHKX, BioximMiyHux abo
reMaTonoriYHnx HacniaKie.

NikyBaHHA:

Y pa3i nepenosysaHHs (AWBWCH po3ain 4.8 MobiuHi peakuir) HEOBXiAHO peTenbHo 0BCTEeXUTY
naujeHTa 3 MeTOoK BWABNEHHA O3HaK IHTOKCMKaLii Ta MpW3Ha4uTV BIANOBIAHY NIATPUMYIOYY
Tepanito.

Cemopianis i nepuTOHeansHWA Aiania He3Ha4Ho BN/UBAOTb Ha BMBEAEHHS 3MA0BYAMHY, ane
MPUCKOPIOIOTE BUBEAEHHS 10ro rNoKypoHiAHOro MeTabonity.

5. PAPMAKONOIIYHI BNACTUBOCTL.

5.1 ®apMaKoONOriyHi BNACTMBOCTI.

dapmakonoriyHa rpyna - aHanor HyKkneosnay - Kop ATC JOSA FO1

MexaHi3m gil.

31a0BYAVMH — NPOTWBIPYCHUI Mpenapar, KOHKYPEHTHWIA BnokaTop 3BOPOTHOI TPaHCKPUMTa3w.
CenekTWBHO iHMBye pernnikauito BipycHOl OHK.

K B iHDIKOBAHWX, TaK i B HEIH(DIKOBAHNX KNMiTMHaX 3MA0BYAMH NIAAAETLCA (POCHOPUNIOBAHHIO 3
yTBOPEHHAM  MOHO(OC(ATHOrO noxiaHoro. [laHa peakuis KaTaniayeTbCcs  KNITUHHOKO
TuMignHKiHa3o. [licng uboro moHodocdaT 31aoByauHY docdopunoeTcs A0 avdocdaTa,
notim go Tpudocdarta (peakuil KaTani3ylTbCs KNITUHHOKO TUMIAMHKIHA30t0 | HecneuudiYHMu
KiHa3amu, BiAMOBIAHO). 3uposyanH-Tpudochar pie K iHriBiTop i cybcrpat Ans 3B0OPOTHOI
TpaHckpunTasw  Bipycy. (uHTEs gipycHoi OHK 6noKyeTbCA  BKIIOHEHHAM 31A0BYANH-
moHodocdaTy 8 1 NaHuUor, ginbysaeTbcst 0bpuB naHuwora. CnopigHeHiCTb  3MA0BYAWH-
Tpudocdary Ao 3BOPOTHOI TPaHCKpuUNTasu BI/1 8 100 pasiB Buwe, HiX A0 KniTnHHOT AHK-
noniMepasu anb@a.

KniniuHa sipyconoria:

Ouixka uyTmsocTi BLN in vitro He € CTaHAapPTW30BaHWM METOAOM, | pe3ynbTatv MOXYTb
gapitoBaTn 4Yepe3 0Cco6nMBOCTI METOAMKM. € NOBIAOMNEHHA NMPO 3HWXEHHSA yyTnusocTi BIJ1 4o
3MA0BYAMHY N Vitro y nauieHTis, aKi TpUBanNuW 4ac oTpumMysann 3WA0BYANH. Kpim TOro, Ha
paHHix cTapisx BI/-iHdexuil YacToTa i CTYNiHb 3HWXEHHA YyTNWBOCTI BIpYCY in vitro 3Ha4Ho
HUDKYe, HiX Ha Ni3HIX CTaaiax 3axBoproBaHHA.

3HUMKEHHS UYTAMBOCTI BipyciB | nosBa PE3NCTEHTHWX [0 3UA0BYAMHY WTamiB obmexye
3aCTOCyBaHHA MOHOTepanii 3Ma0BYANHOM. 31aoByAMH, 0COBNMBO B NOEAHaHHI 3 NamiByanHOM, a
TaKOX AMAaHO3MHOM abo 3anunTabiHoM, 3Ha4HO 3HWXKYE PU3KK NPOrpecyBaHHs 3aXBOPIOBAHHS |
3MEHLWYE NeTanbHiCTb.  BMKOPUCTaHHA iHribiTOpie MpoTeasn CninbHO 3 3UAOBYAVHOM [
namisyanHom 3abeanedyye A0ASTKOBI Nepesary, COBINBHIOYM NPOrpecyBaHHs 3axBOPoBaHHS i
NOKPaLLYHOHM NMOKa3HNKK BVDKVMBAHOCTI, B NOPIBHAHHI 3 KOMOIHALIIEID ABOX npenaparie.
Moka3aHo, Wo kombiHauis 31A0BYyAWHY i namiByaMHy, @ TaKOX AOCHIMKEHHS in vitro
NPOAEMOHCTPYBaNK, WO i3014TH 3140BY/ANH-PE3NCTEHTHMX BIPYCIB MOXYTb CTaTh 3WA0BYANH-
qyTAnBuMK NpK NpuaBaHHi HUMW PE3NCTEHTHOCTI A0 NnamisyanHy. Binbw TOro, € AaHi, WO
kOMBiHaLin 31A0BYAWMHY | NamiByauHy ymnoBINbHIOE PO3BUTOK PE3UCTEHTHOCTI A0 31A0BYAVHY Y
nauieHTiB, SKi paHilie He oTpuMyBanu aHTMPETPOBIPYCHY Tepanito.

3MaoBYAMH  MOXE  LiSTW  aavTWBHO abo CuHepriyHo 3 iHWWMK nNpenapatami, WO
BUKOPUCTOBYIOTBCA  Anst  NikysanHs  BIJI (namiByavH, AWAGHO3UH | anbda-iHTeppepoH),
npurHivylouv  pennikauilo  Bipycy B KynbTypi KniTuH. OaHaK KOMGiHaLii TpbOX aHanoris

Hykneoauaie abo ABOX aHanoris Hykneo3upis | iHribiTopa npoTeas 6inbl  edeKTnBHO
1 * . . . T e e
MPUIHIYYIOTb LMTONATHYHI eerTi BI/1-1, B NOpiBHAHHI 3 MOHOTEPanIE abo koMBIHALIED ABO
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OxapakTepu3oBaHa | MoB'A3aHa 3 MOKPOKOBUM HAKOMUYEHHAM cneumdiuHmnx MyTauin (8 6
KOAOHaX) B reHi 3BOPOTHOI TPAHCKPUMTA3N BIJ1 (komomw 41, 67, 70, 210, 215 i 219). Bipycu
HabyBaloTb (EHOTUMUYHY PE3VCTEHTHICTE A0 aHanoris TUMiaMHY NPWU MOEAHAHH MyTauin B
kopoHax 41 i 215 abo npu HakonuuyewHi Bid 4 AO 6 myTauin. [aHi mMyTauil He BUKIMKEKTb
nepexpecHy pesuCTEHTHICTb A0 IHWWX aHanoris HYKNeo3nais, Wo A03BONSAE 3aCTOCOBYBATH iHLWI
npenapaty iHribiTopis 3BOPOTHOI TP@HCKPWNTasn Ang NOAanbLoro nikysaHHa BI-iHdexui.

[Ba BMAW MyTauin Npu3BOASTL A0 PO3BUTKY MHOXWHHOI NiKapcbKoi CTIMKOCTI. Y nepliomy
BUNaAKy Ue MyTauil B KOAOHaX 62; 75; 77, 1161151 380POTHOI TpaHckpunTasu B, y Apyromy
- MyTauin T69S B nOeAHaHHi 3i BCTABKOWO B noNOXeHHs 6-0i napy a30TUCTUX OCHOB,
BIANOBIAHUX LY no3wuii. JaHi 3MiH1 Npu3BOAATL A0 PO3BUTKY (heHOTUMWUYHOI PEe3UCTEHTHOCTI
[0 3WA0BYAMHY, @ TakoX A0 iHWWX HYKNEO3NAHWMX iHriBiTOpiB 3BOPOTHOI TPaHCKpUNTa3W.
O6wvasa BUAWM MyTaUil, WO Npu3soasTb A0 MHOMXUHHOI NiKapCcbKoi CTINKOCTI, 3Ha4HO 0BMEXYIOTb
TepanesTUUHi MOXMBOCTI Npu BIN-iHdekuil.

Mia yac pocnimkerHs CLWA ACTGO76 3acToCyBaHHs 3MA0BYAWHY iHKaM 3i CTDOKOM BariTHOCTI
noHan 14 TWXHIB i Nopanblue NikyBaHHs HOBOHAPODKEHVX NPW3BENO AC 3HAYHOr0 3MEHLLIEHHS
piBHs TpaHcmicii BL/1 8i4 matepi A0 ANTWHY (23% 8 nnauebo-rpyni B NOPIBHSAHHI 3 8% B rpyni,
qKa nikyBanacs 3waoByawnHoM). lepopanbHy Tepanito 3naosyanHoM (100 Mr m'sTb pasis Ha
[eHb) NOYMHANM MK 14-M i 34-M TUXKHEM BariTHOCTI | NpoaoOBXyBanu A0 NOYaTKy nonorie. ia
yac nonoris 3MA0BYAWH 3acToCOBYBAM BHYTPILLUHbOBEHHO. HoBoHapoaXeHi 0TpuMyBanu
31MA0BYAUH (2 MI/KM KOXHI 6 rOAMH) NO AOCSTHEHHI BIKY 6 TWXKHIB. Y KOpOTKWI TepMiH 1998 3a
naHvMn TainaHACbKOro A0CNIMKEHHS CDC, 3acTocyBaHHs TiNbKW nepopanbHo 3MA0BYANHY (300
Mr B2 pa3wn Ha AeHb) 3 36-ro TWKHS BariTHOCTI A0 NoYaTKy Monoris 3MeHwysano piBeHb
TpaHcmicii BIJ1 BiA Matepi A0 AWTWHM 3 19% B nnauebo-rpyni Ao 9% B rpyni, Wo oTpuMyBana
auposyanH. Ui gani, a Takox AaHi 3 ony6nikoBaHoro AOCNIMKEHHS, WO NOPIBHIOE PEXUMMK
31MpoBYAMHY ANA 3anobiraHHs Tpancmicii BI/1 Big marepi A0 AWTUHW MOKasamm, O KOPOTKI
niKyBaHHs BariTHuX (Bia 36 TWXHA BariTHOCTI) € MeHW eMeKTUBHUMK, HUM TpwBani NiKyBaHHS
BariTHWX (Bia 14-34 TWXXHS BariTHOCTI) ¥ 3HUXeHHI TpaHceMicii BLJT sia maTepi A0 AUTHHM.

5.2 ®apMaKOKIHETHKA.

dapMaKOKiHeTMKa Y AOPOC/IUX:

3upoByavH Aobpe BCMOKTYETHCA B KWLWEYHWKY. OQns  BCix AOCNIAKYBaAHWX A03yBaHb
BiopocTynHicTb npenapaty ctaHosuTb 60-70%. MMpw npuiiomi 3ugoByanHy B fo3i 300 Mr aga
pasu Ha poby cepeaHi 3HaYeHHS KOHUEHTpaLit B piBHOBaXHOMY CTaHi y 16 [OCNIMKYBaHUX
nauieHTie cknapatoTb: MakeumansHa (Cemax) 8,57 (54%) mMkMmonb/n (2,29 Mkr/mn), MiHiMansHa
(Cesmin) 0,08 (96%) mxmons/n (0,02 MKr/Mn) i nnowa nia KpUBOK "koHueHTpauis-yac" (AUCss) -
8,39 (40%) roa * MkMonb/mn (2,24 roa * MKr/MA).

HWPKOBMIA KNIiPEHC 3WMAOBYAWHY 3Ha4HO NEpeBnLyE KNIpEHC KpeaTWHiHY, Wo CBIiAYMTL Mpo
3HaYHy POfb KaHanbUesoi cekpeui.

EniMiHaLis 3MAOBYAUHY 3AIMCHIOETLCA NEPEBaXHO B MediHUi 3@ paxyHOK NEPETBOPEHHA Woro B
HEaKTUBHUI MeTabonNiT (KOH'Iorauis B rNIOKYPOHIA). 5'-TMIOKYPOHIA 3MA0BYAWHY - LE OCHOBHWIA
MeTaboniT npenapaTy, KWW BU3Ha4aETbCA B NNa3Mi KpOBi | cevi. Y surnsgi 5'-rnokypoHiay 3
cevero euBoanTbes 50-80% pao3w npenapary.

€ obMexeHi AaHi Woao hapMakoKiHETUKM 31MA0BYAMHY Y XBOPWUX 3 HUPKOBOKO abo MeyiHKOBO
negocTaThicTio  (ave. 4.2 [losyBaHHsa i cnoci6 BBeaeHHs). BigcyTHi  aaHi, CTOCOBHO
(hapMaKOKiHETUKK 3MA0BYANHY Y NiTHIX Nroaen.

dapMaKOKiHETHKA Yy AiTen:

Y piTel crapwe 5-6 Mmicauis (hapMaKoKiHeTU4HUiA Npodinb 31MaoByaAnHy He BiAPI3HAETLCA BiA
(hapMaKoKiHETUYHOro Npodinio A0POCUX. 3UAOBYANH pobpe BCMOKTYETHCA B KMLIEYHUMKY. Ans
BCIX [AOCNifKyBaHWX A03yBaHb 6ioAoCTYMHICTL Npenaparty  CTaHoBuAa 60-74% (cepenHe
3HaveHHs - 65%). PisHi C*n. 6ynm 4.45 mkmonb (1.19 MKr/MN) nicns BBEAEHHA A03
3uposyanHy 120 mr/m? nnowi nosepxHi Tina i 7.7 Mkmons (2.06 mKkr/Mn) nicns aosv 180 Mr/m?
nnowi nosepxHi Tina. Aosu 180 Mr/M* no 4OTMpX pasn B [eHb Y [iTEN CnpaBun WBUAKY
cucTemMHy ekcnosuuito (24 roanHn AUC 40,0 rog* MKmonb abo 10,7 rop*
f03a 200 Mr wicTb pasis Ha poby (40,7 roa*mkmonb abo 10,9 4
MeTaBboNiTOM . € 5'-FAOKyPOHIA.. HUDKOBMIA. - KNIPEHC. 3MA0BYANHY. 3
KpeaTWHiHy, O CBIAYMTb NPO 3HaYHy PONb KaHansLesoi cexpelil.




NlaHi Npo (DapPMaKOKIHETUKY TMPElidpaly Y MuUBUmUpupmetiis @ coms e L _
HOBOHAPOMWKEHWUX SHUXKEHHSA rNIOKYpPOHi3aulil 3MgosyavHy, WO CyNpOBOAXKYETLCA 36inbWeHHAM
Gio0CTYNHOCTI, 3HWKEHHAM KNiPEHCY i Ginbl TPUBANUM MNepioAoM HaniBBUBEAEHHS npenapary,
BpaXKeHe B MEHWIR Mipi, HX y piteit B Biui 14 aHie. Y 6inblw cTapwomy Billi (hapMaKOKIHETUKa
3100BYAVHY Y AiTeN He BIAPI3HAETLCA BiA (hapMaKOKIHETUKK Yy A0POCIUX.

dapMaKOKiHETUKaA nia yac BariTHOCTI:

Byno npoBeAeHO AOCNIMKEHHA BOCHEMW KIHOK B TPETLOMY TPWUMECTDI BariTHOCTI. Y BariTHUX
WIHOK HAKOMUUEHHS npenapaTy He cnocTepiranocs, | chapMakokiHeTuKa 3vA0ByOUHY He
gigpisHanacs Bia (dapMakoKIHETUKM Y HEeBariTHUX. BianoBiAHO [0 MACMBHOMO MexaHisMy
NPOXOMKEHHA — Npenapaty  Yepes3 NNaueHTy, NNa3mosi KOHUEeHTpauil  3WACBYAWMHY Y
HOBOHapOAXKeHWx Bynu piBHi KOHUEHTpaUii npenaparty 8 KpOoBi MaTepis Nia 4ac nonoris.
Poznogin:

Y popocnvx cepegHe CriBBIAHOWEHHA KOHLeHTpauil 3uaoByavHy y CNWHHOMO3KOBIW pifnHi Ta
nna3mi yepe3 2-4 roaukn CTaHOBWUTH npnbnuzHo 0,5. 31a0BYANH MPOHWUKAE YEPE3 nnaueHTy i
BU3HAYAETLCS B @MHIOTUYHIN PiAvHK | B KPOBI NN0AY. 31Q0BYAUH TAKOX BM3HAYAETHCA B cnepmi
Ta B rpyaHOMY MOnoui.

Y piTei cepefHE CNiBBiAHOWEHHS KOHLIEHTpaLi 3na0BYAVHY B Anasmi Ta uepebpocnuHanbHii
pianrn Yepes 0,5-4 roanHu nicns nepopanbHOro npuiioMy npenaparty CTaHoBUTb 0,52-0,85.
3g'a3yBaHHs 3 Ginkamu nNnasmu € BiAHOCHO HW3bKNM (BiA 34 no 38%)  nikapcbka B3aEMOAIA 33
YUACTIO 38'A3yBaHHS, NEpeMilleHHs He BinbGyBaeTbLCS.

5.3 [okniHiuHi paxi 3 6eanekn

MyTareHHICTb!

O3HaKk MyTareHHoi Aii npw 3acToCyBaHHi 31a0ByaAMHY He BUSABNEHO (tect Enmca). OaHak
31008yAMH Hapasas cnabky MyTareHHy pilo Ha Moaeni KNiTWH niMdoMu Yy MULllen | Aas
NO3UTWMBHWI pe3ynbTaT B TECT TpaHchopmaLii KNiTHH in vitro. Mpu NOBTOPHOMY 3aCTOCYBaHHi
[03 3vAoByduHY BCepeanHy KNACTOreHHW edexkT cnocTepirascs B [ocnifpkeHHi in vitro B
nimbouMTax NAMHK Ta in Vivo  AOCMiaKeHb Mikposiaep Cnv30BOI Y WypiB i MULLEN.
UuTOreHeTYHi AOCNIMKeHHs Ha wypax B NpMPOAHUX YMOBAx He MoKasanw NOLWKOAXEHD
XpOMOCOM. BUBYEHHS niMbounTie nepudepnyHol KPoBi OAMHAALAT xsopux Ha CHI[ noka3sanu
BinbLU BMCOKY YACTOTY PO3PWBIB XPOMOCOM Y TWX, XTO OTPVMYBaB 31MAOBYAWNH, HX Y TUX, XTO HE
npuiMas. MinoTHe AOCNIMKEHHA NOKa3ano, Wo 31aoByaAMH BOYAOBYETHCS B NenKounT agepHol
AHK aopocnux, BKIHOYaoHK BariTHUX XKIHOK, SIKi NpMMaloTb 3MA0BYANH AK 3acib Ana NikyBaHHA
iHcexujii BLI-1, abo ans npodinakTku nepeaadi Bipycy Bi4 MaTepi 40 AWTWUHW. 3MA0BYAWH
Takox sbynosyeTbcs B AHK nenkounTie KpOBI MyMOBWMHW HEMOBASAT Npw nikyBaHHi
3uposyanHoM matepis. [lpu 3aCTOCYBaHHi 3MA0BYAMHY BCEpeanHy B TPbOX pi3HMX fo3ax B
OKPEMWX Tpynax excnepuMeHTanbHWx TBapuH cnocTepiranucs OKpeMi Bunagki po3BUTKY
CKBAMO3HO-KNITUHHMX KapuuHoM i nmaninoM. OaHaK MOX/IMBICTb NPOrHO3yBaHHA edeKTiB Y
noavHK Ha  NiACTasi  AOCNIAXEHHS KaHUEPOreHHOCTi Yy  EKCNEepUMEHTaNbHUX  TBapWH
HeBK3HaYeHa, TOMY KNiHIYHE 3HAYeHHs OTPUMAHUX AGHNX HEACHO.

KaHueporeHHIiCTb:

Tpveane 6e3nepepsHe 3aCTOCYBaHHA BWCOKMX 703 3U00BYAMHY Y AOPOCINX TPU3YHIB
NpV3BOAUTL O PO3BWTKY HEMETacTasyrunx NNOCKOKNITUHHWX MyXAWH NixBY Y CaMoK. Y
rpu3yHiB npenapaTt BWBOAMTBCA 3 CEYED B He3MiHeHOMYy BWrnsaai i npw CeYyoBMMNYCKaHHI
noTpansse B Nixey. TOMY NyXnnHW Nixeu MOXyTb ByTW pe3ynsTaTom Micuesoi Aii 3MA0BYANHY
npu TPUBANOMy KOHTaKTI 3i cnus3oBol. Ha KkopucCTb L€l rinoTesn rosopwuTb  pO3BUTOK
NNOCKOKNITMHHOTO Ppaky MNiXBw Npu iHTpasariHanbHoOMy BBEAEHHI 3MO0BYAWMHY rpusyHaM. Y
MIOOMHW 3 CeYyerd BMBOAATHCS TiNbKK mMeTaboniTv 3ngosyavHy. 36inNbleHHs HacToTy MyX/vH
iHLWX NOKanizaLii y A0pPOCAnX rPU3yHis He BiA3Ha4eHo.

[sa pocnimxkeHHa HauioHanbHUM iHcTMTyTOM paky CLUA KaHueporeHHol Aii 3MaoByAvHY Npw
MPOHWUKHEHHI YEepe3 NNaueHTy, nposeaeHi Yy Muen, Aanu pi3Hi pesynbtatv. B oAHOMY
NOCHIMKEHHI MALIAM B OCTaHHIN TPETWHI BariTHoOCTi npoTsarom 12-18 AHis Aasany 3VACBYAWH B
ayxe smcokux fosax (420 mr/kr macu Tina). Ui gosu Habnuxanucs A0 MakCuManbHuX, npu
NepeBMLLEHHI SKUX CMOCTEPIraeTbCs 3armbent 3apoaKis. Y NoToMCTBa MULLIEN, SIKi OTpUMYBanu
Mg Yac BariTHOCTI BMCOKI A03W 3MA0BYAWHY, NPOTATOM 12 micauis cnocTepir aeﬁﬁzﬁ"amqmwo
JHauyLLe: 36IMbLEHHS, YUCNA. NYX/IMH. NEreHiB, NEHIHKM. | XIHOUMX CTaTeBW;‘é',%H‘Téﬁéiﬂf‘ﬁ“qro,'
6yno BWSBNEHO, WO 3uA40BYAMH BOYAOBYETHCA B  CTPYKTYPY NHK/ Carargox  TkaHw
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HOBOHapOAXXEeHOro MULLEHATK, XO4Ud | HE UYJIU DVIZIDIISIIY T v e sy o 3 .
PO3BUTKOM NYXNWH. Y ApYromy AOCNIKEHHI BariTHUM Muwam aasany 3uAoByAuH 3d KinbKoMa
cxemamu. JoboBi Ao3n 3MA0BYAVHY Y Muwer Bynu 40 Mr/Kr NpoOTAroM 24 MicauiB 3 NOYaTKOM
exkcno3uuii nperatansHo Ha 10 feHb recTauii. YacTuHi MUWEHNAT, HapOAXKEeHNX UMMK CaMKaMu,
TaKoX A3BanM 3MAOBYAVH B Pi3Hi nepioan xuTTs. Cepen NoToMCTBa MuLen, siki bpanun y4actb y
APYroMy [OCNiAXeHHi, 3poCTaHHa 4ncna AyXNMH CNOCTepIiranocs TiNbKK Y TUX MULLEN, AKUM
[aBany 3MA0BYANH; Y HUX TaKOX BiZ3HaYaNUCs NyXMHU MNiXBU. Komicisi npuiina Ao BUCHOBKY,
WO KOPUCTL BiA NPW3HAYEHHS 3WAOBYAWHY, KU 3HWKYE PW3MK  TpaHcnnaueHTapHoro
3apaxeHHsa B Mare 3Ha4dHOo nepeBepulye TEOPETUYHWI  PU3MK KaHLeporeHHoi Ail npu
NPOHVUKHEHHI Yepe3 NNaueHTy. Kpim TOro, KOMiCia peKoMeHayBaa TpvBane CnocTepexeHHs 3a
QiTbMy, uMi Matepi npuiAManu 3ua0BYAVH abo iHWi aHTMpeTpoBipycHi npenapath nia Yac
BariTHOCTI, ANS CBOEYACHOro BUABMEHHS noBiunux edekTie, Y Aaitei, uMi MaTepi OTpuMyBanu
3ugoByavH nia 4ac BariTHoCTi, He Oyno BWABNEHO >XOAHOMO HoBoyTBOPeHHA. LI AaHi
06HaniloITL, MPOTE CMOCTEPEXEHHs Oyno HeaocTaTHLO TpuBanuM i, nepw Hx 3pobuTn
BMCHOBOK MPO BiACYTHICTb KaHLeporeHHoi Aail y 31naoByAnHY, nOTpI6HO noyYekaTy, Mok Ui aitw
NOAOPOCNIWAKT.

6. DapMaueBTUUHI XapaKTEpPNCTUKN

6.1 [onoMiKHI pEYOBHUHN

BMICT Kancynu: MikpokpucTaniyHa Uentonosa, npemenaTMHmaoBaHnﬁ KpOXManb, HaTpito
KpOXManb rNikoNnsT, MarHito cteapar.

0B0NOHKa Kancynu: »enatuH, naypuncynbgat HaTpito i AloKCMA TUTaHY

Cknaa Cymiwi Ans MapkyBaHHA kancyn: wenak, nponineHrnikonb, riApoOKCnA Kanito i 3anisa
OKCWL, YOPHWA.

6.2 HecymicHicTb

He BvaBNeHO

6.3 TepmiH npuAaTHOCTI

36 Micsuis.

6.4. YmoBsw 36epiraHHsa:

He 36epiratit uwe 30 ° C. 36epiratv 8 opvriHanbHii ynakosui. 3bepiratv 8 LWiNBHO 33KPUTIN
Tapi.

6.5. YnakosBka.

100Mmr: Bnictepu i KoHTeiHepu 3 MEHT no 100 kancyn.

250mr: Bnictepu no 40 i koHTedHepw 3 MEHT no 100 kancyn.

6.6 IHCTPYKUiS Npwv TPaHCNOPTYBaHHI

Ocobnueux BuMOr He NoTpebyeE.

7 BNACHWUK NO3BONY HA MAPKETUHT: '

Kamnaxis Aypobinoo ®apma JliMiTen
Mnot N@ 2, MaiTpw Bixap

AmeepnerT, Xaaapabaa - 500 038
AHapa MNpadew

THaia

8 DATA NMEPErNAAY TEKCTY : 21.04.2009.
3uposyanH kancynu no 100mMr

NDC 65862-107-01

NAFDAC Peectp. N2: A4-0254
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AUROBINDO

SUMMARY OF PRODUCT CHARACTERISTICS

Zidovudine Capsules 100mg & 250mg
Rx Only

1 NAME OF THE FINISHED PHARMACEUTICAL PRODUCT

Zidovudine Capsules 100mg

Zidovudine Capsules 250mg
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each capsule contains zidovudine 100mg/250mg

Far excipients, see section 6.1.
3 PHARMACEUTICAL FORM

100mg capsule: White/white capsules v/ith *D” on cap and ‘01" on body.

250mg capsule: White/white capsules with ‘D' on cap and ‘73" on body.
4 CLINICAL PARTICULARS |
4.1 Therapeutic Indications
Zidovudine oral formulations are indicated in anti-retroviral combination therapy for Human immunodeficiency Virus
(HIV) infected adults and children.
Zidovudine capsule chemoprophylaxis is indicated for use in HIV-pasitive pregnant women {over 14 weeks of gestation)
for prevention of maternal-foetal HIV transmission.
4.2 Posology and method of administration
Dosage in aduits:
The usual recommended dose of zidovudine capsules in combination with other anti-retroviral agents is 500 or 600
mg/day in two or three divided dose.
Dosage in children:
3 months - 12 years:
The recommended dose of zidovudine capsules is 360 to 480 mg/m2 per day, in 3 or 4 divided doses in combination
with other antiretrovira! agents. The maximum dosage should not exceed 200 mg every 6 hours,
<3 months:
The capsule desage form is not recommended for this age group.
Dosage in the prevention of maternal-foetal transmission;
Although the optimal dosage schedule has not been identified the following dosage regimen has been shown to be
effective. Pregnant women (over 14 weeks of gestation) should be given 500 mg/day orally (100 mg five times per day)
until the beginning of fabour.
Dosage adjustments in patients with haematalogical adverse reactions:
Dosage reduction or interruption of zidovudine capsules therapy may be necessary in patients whose haemogiobin
level falls 10 between 7.5 g/dl (4.65 mmol/l) and 9 g/dl (5.59 mmoV/l) or whose neutrophil count falis to between
0.75 x 109/ and 1.0 x 109/ (see 4.3 Contraindications and 4.4 Special warnings and precautions for use)
Dosage in the elderly:
Zidovudine pharmacokinetics have not been studied in patients over 65 years of age and no specific dala are available.
However, since special care is advised in this age group due 10 age-associated changes such as the decrease in renal
function and alterations in haematological parameters, appropriate monitoring of patients before and during use of
zidovudine capsules is advised.
Dosage in renal impairment:
In patients with severe renal impairment, apparent zidovudine clearance alter oral zidovuding administration was
approximately 50% of that reported in healthy subjects with normal renal function. Theretore a dosage reduction to
300-400mg daily is recommended lor patients with severe renal impairment with creatinine clearance < 10mi/min.
Haematological parameters and clinical response may influence the need for subsequent dosage adjustment. Haemodialysis
and peritoneal dialysis have no significant effect on zidovudine elimination whereas elimination of the glucuronide
metabolite Is increased.
Dosage in hepatic impairment:
Data in patients with cirrhosis suggest that accumulation of zidovudine may occur in patients with hepatic impairment
because of decreased glucuronidation. Dosage reductions may be necessary but, as there is only limited data available,
precise recommendalions cannot be made. If monitoring of plasma zidovudine levels is not feasible, physicians will
need 1o monitor for signs of intolerance, such as the development of haematological adverse reactions (anaemia,
leucopenia, neutropenia) and reduce the dose and/or increase the interval between doses as appropriate .-
4.3. Contraindications: . . - P o
Zidovudine capsules are contra-indicated in patients known to be hypersensitive to zi_(g;o,v f

( aidifie |, or to any of e
components of the formulations. S nokbmeumi/ o0
Zidovudine capsules should not be given to patients with abnormally low neutrophil cou_ﬂ_f :

or abnormally low haemoglobin levels (less than 7.5 g/decilitre or 4.65 mmal/litre).



4.4 Special warnings and precautions for use

Zidovudine capsules are not a cure for HIV infection and patients remain at risk of developing illnesses which are
associated with immune suppression, including opportunistic infections and neoplasms. Whilst it has been shown 10
reduce the risks of opportunistic infections, data on the development of neoplasms, including lymphomas, are limited.
The available data on patients treated for advanced HIV disease indicate that the risk of lymphoma development is
consistent with that observed in untreated patients. In patients with early HIV disease on long-term treatment the risk
of lymphoma development is unknown.

Zidovudine capsules should be administered under the supervision of a doctor withexperience of treating patients with
HIV infection or AIDS. An appropriate treatment procedure requires access to suitable facilities eg. for performing
haematological monitoring investigations, including determination of viral load, GCD4 lymphocytes and for provision
of blood transfusions if necessary.

The concomitant use of rifampicin, ribavirin or stavudine with zidovudine should be avoided (see section 4.5 Interactions
with other Medicaments and other forms of Interaction).

Haematological Adverse Reactions: Anaemia (usually not observed before six weeks of zidovudine capsules therapy
but occasionally occurring earlier), neutropenia (usually not observed before four weeks' therapy but sometimes
occurring earlier) and leucopenia (usually secondary 10 neutropenia) can be expected to occur in patients receiving
zidovudine capsules. These occurred more frequently at higher dosagesél200—1500mg/day) and in patients with poor
bone marrow reserve prior to treatment, particularly with advanced HIV disease.

Haematological parameters should be carefully monitored. For patients with advanced symptomatic HIV disease itis
generally recommended that blood tests aré performed at least every two weeks for the first three months of therapy
and at least monthly thereafter. In patients with early HIV disease (where bone marrow reserve is generally good),
haematological adverse reactions are infrequent. Depending on the overall condition of the patient, blood tests may
be performed less often, for example every 1 to 3 months.

If the haemoglobin level falls to between 7.5 g/di (4.65 mmol/l) and 9 g/d! (5.59 mmol/l) or the neutrophil count falls
to between 0.75 x 10%/1 and 1.0 x 109/1, the daily dosage may be reduced until there is evidence of marrow recovery;
alternatively, recovery may be enhanced by brief (2-4 weeks) interruption of zidovudine capsules therapy. Marrow
recovery is usually observed within 2 weeks after which time zidovuding capsules therapy at a reduced dosage may
be reinstituted. In patients with significant anaemia, dosage adjustments do not necessarily eliminate the need for
transfusions (see 4.3 Contra-indications).

Lactic acidosis: Lactic acidosis usually associated with hepatomegaly and hepatic steatosis has been reported with the
use of nucleoside analogues. Early symptoms (symptomatic hyperlactatemia) include benign digestive symptomsé
nausea, vomiting and abdominal pain), non-specific malaise. loss of appetite, weight loss, respiratory symptoms (rapi
and/or deep breathing) or neurological symptoms (including motor weakness).

Lactic acidosis has a high martality and may be associated with pancreatitis, liver failure, or renal failure. Lactic acidosis
generally occurred after a few or several months of treatment.

Treatment with nucleoside analogues should be discontinued in the setting of symptomatic hyperlactatemia and
metabolic/lactic acidosis, progressive hepatomegaly, or rapidly elevating aminotransferase levels. Caution should be
exercised when administering nucleoside analogues to any patient (particularly obese women) with hepatomegaly,
hepatitis or other known risk factors for liver disease and hepatic steatosis (including certain medicinal products and
alcohol). Patients co-infected with hepatitis C and treated with alpha interferon and ribavirin may constitute a special
risk.

Patients at increased risk should be followed closely.

Mitochondrial toxicity: Nucleoside and nucleotide analogues have been demonstrated /n 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 post-natally 1o nucleoside analogues. The main adverse events reported are haematological
disorders (anemia, neutropenia), metabolic disorders (hyperlactatemia, hyperlipasemia). 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 /n 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
dmﬂ} affect current recommendations to use antiretroviral therapy in pregnant women to prevent vertical transmission
0 .

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

Liver disease: The safety and efficacy of zidovudine has not been established in patients with significant underlying
liver disorders.

Patients with chronic hepatitis B or G and treated with combination antiretroviral therapy aig-aE20; iigreased risk of
severe and potentially fatal hepatic adverse events. In case of concomitant antiviral therapyaq tibeatitis BarE
also refer to.the relevant product information for these. medicinal products. :
Patients with pre-existing liver dysfunction, including chronic active hepatitis, have a
function abnormalities during combination antiretroviral therapy and should be monitored
If there is evidence of worsening liver disease in such patients, interruption or discontiaiftio
considered (see section 4.2). -\




Patients should be cautioned about the concomitant use of self-administered medications (see 4.5 Interactions with
other medicaments and other forms of interaction).

Patients should be advised that zidovudine capsules therapy has not been proven 1o prevent the transmission of HIV
to others through sexual contact or blood contamination.

Use in Elderly and in Patients with Renal or Hepatic Impairment: see 4.2 Posology and method of administration.

4 5 Interaction with other medicinal products and other forms of interaction :

Limited data suggests that co-administration of zidovudine with ritampicin decreases the AUC (area under the plasma
concentration curve) of zidovudine by 48% = 34%. This may result in a partial loss or total loss of efficacy of zidovudine
(see 4.4 Special warnings and precautions for use).

Zidovuding in combination with gither ribavirin or stavudine are antagonistic in vitro. The concomitant use of either
ribavirin or stavudine with zidovudine should be avoided (see 4.4 Special warnings and precautions for use).
Probenecid increases the AUC of zidovudine by 106% (range 100 to 170%). Patients receiving both drugs should be
closely monitored for haematological toxicity.

A modest increase in Cmax (28%) was observed for zidovudine when administered with lamivudine, however overall
exposure (AUC) was not significantly altered. Zidovudine has no effect on the pharmacokinetics of lamivudine.
Phenytoin blood levels have been reported to be low in some patients receiving zidovudine capsules, while in one
patient a high level was noted. These observations suggest that phenytoin levels should be carefully monitored in
patients receiving both drugs.

In a pharmacokinetic study co-administration of zidovudine and atovaquone showed a decrease in zidovudine clearance
after oral dosing leading to a 35%2+23% increase in plasma sidovudine AUC. Given the limited data available the clinical
significance of this is unknown.

Valproic acid, fluconazole or methadone when co-administered with zidovudine have been shown to increase the ALG
with a corresponding decrease in its clearance. As only limited data are available the clinical significance of these findings
is unclear but if zidovudine is used

concurrently with either valproic acid, tluconazoie or methadone, patients should be monitored closely for potential
toxicity of zidovudine. _
Concomitant treatment, especially acute therapy, with potentially nephrotoxic or myelosuppressive drugs (eg. systemic
pentamidine, dapsone, pyrimethamine, co-trimoxazole, amphotericin, flucytosine, ganciclovir, interferon, vincristine,
vinblastine and doxorubicin) may also increase the risk of adverse reactions to zidovudine . If concomitant therapy with
any of these drugs is necessary then extra care should be taken in monitoring renal function and haematological
parameters and, if required, the dosage of one or more agents should be reduced.

Since some patients receiving zidovudine may continue to experience opportunistic infections, concomitant use of
prophylactic antimicrobial therapy may have to be considered. Such prophylaxis has included cq-tr!moxazoﬁe, aerosolised
pentamidine, pyrimethamine and aciclovir. Limited data from clinical trials do not indicate a significantly increased risk
of adverse reactions to zidovudine with these drugs at doses used in prophylaxis. Clarithromyein tablels reduce the
absorption of zidovudineg.

4.6 Pregnancy and lactation

Pregnancy:

The use of zidovudine capsules in pregnant women over 14 weeks of gestation, with subsequent treatment of their
newborn infants, has been shown to significantly reduce the rate of maternal-foetal transmission of HIV based on viral
cultures in infants.

The results from the pivotal U.S. placeho-controlled study indicated that zidovudine capsules reduced maternal-foetal
transmission by approximately 70%. In this study, pregnant women had CD4 cell counts of 200 to 1818/mm? (median
in treated group 560/ mm3) and began treatment therapy between weeks 14 and 34 of gestation and had no clinical
indications for zidovudine therapy: their newbarn infants received zidovudine until 6-weeks old.
A decision to reduce the risk of maternal transmission of HIV should be based on the balance of potential benefits and
potential risk. Pregnant women considering the use of zidovudine capsules during pregnancy for prevention of HIV
transmission to their infants should be advised that transmission may still occur in some cases despite therapy.
The efficacy of zidovudine to reduce the maternal-foetal transmission in women with previously prolonged treatment
with z;{dovudme or other antiretroviral agents or women infected with HIV strains with reduced sensitivity to zidovudine
iS unknown.

It is unknown whether there are any long-term consequences of in utero and infant exposure to zidovudine.

Based on the animal carcinogenicity / mutagenicity findings a carcinogenic risk to humans cannot be excluded (See
5.3 Preclinical safety data). The relevance of these findings to both infected and uninfected infants exposed to zidovudine
is unknown. However, pregnant women considering using zidovudine capsules during pregnancy should be made
aware of these findings.

Given the limited data on the general use of zidovudine capsules in pregnancy, zidovudine capsules should only be used
prior to the 14th week of gestation when the potential benefit to the mother and foetus outweigh the risks. Studies in pregnant
rats and rabbits given zidovudine orally at dosage levels up to 450 and 500 mg/kg/day respectively during the major period
of organogenesis have revealed no evidence of teratogenicity. There was, however, a statistically significant increase in foetal
resorptions in rats given 150 to 450 mg/kg/day and in rabbits given 500 mg/kg/day.

A separate study, reported subsequently, found that rats given a dosage of 3000 mg/kg/day, whis
median lethal dose (3683 mg/kg), caused marked maternal toxicity and an increase in the incidengg

No evidence of teratogenicity was observed in this study at the lower dosages tested (600" mig 7




Fertility:

Zidovudine did not impair male or temale fertility in rats given oral doses of up to 450 mg/kg/day. There are no data on
the effect of zidovudine capsules on human female fertility. In men, zidovudine capsules have not been shown to affect
sperm count, morphology or motility.

Lactation:

Health experts recommend that women infected with HIV do not breast feed their infants in order to avoid the transmission
of HIV. After administration of a single dose of 200 mg zidovudine to HIV-infected women, the mean concentration of

zidovuding was similar in human milk and serum. Tharefore, since the drug and the virus pass into breast milk it is
recommended that mothers taking zidovudine capsules do not hreast feed their infants.

4.7 Ettects on ability to drive and use machines:

There have been no studies to investigate the effect of zidovudine capsules on drivingperformance or the ability to operale
machinery. Furthermore, a detrimental effect on such activities cannot be predicted from the pharmacology of the drug.
nevertheless, the clinical status of the patient and the adverse event profile of zidovudine capsules should be borne in mind
when considering the patient's ability to drive or operate machinery.

4.8 Undesirable effects:

The adverse event profile appears similar for adults and children. The most serious adverse reactions include anaemia (which
may require transfusions), neutropenia and leucopenia. These occurred more frequently at higher dosages (1200-1500mg/day)
and in patients with advanced HIV disease (especially when there is poor bone marrow reserve prior to treatment), and
particularly in patients with CD4 cell counts less than 100/mm3. Dosage reduction or cessation of therapy may become
necessary (see 4.4 Special warnings and precautions for use).

The incidence of neutropenia was also increased in those patients whose neutrophil counts, haemoglobin levels and serum
vitamin B, levels were lov at the start of zidovudine capsules therapy.

Cases of lactic acidosis, sometimes fatal, usually associated with severe hepatomegaly and hepatic steatosis, have been
reported with the use of nucleoside analogues (see 4.4 Special Warnings and Precautions for Use).

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

dorsocervical fat accumulation (buffalo hump).

Combination antiretroviral therapy has been associated with metabolic abnormalities such as hypertriglyceridaemia,
hypercholesterolaemia, insulin resistance, hyperglycaemia and hyperlactataemia (see section 4.4 Special warnings and
special precautions for use).

The following events have been reported in patients treated with zidovudine capsules. They may also occur as part of the
underlying disease process or in association with other drugs used in the management of HIV disease. The relationship
petween these events and use of zidovudine capsules is therefore difficult to evaluate, particularly in the medically complicated
situations which characterise advanced HIV disease. A reduction in dose or suspension of zidovudine capsules therapy may
be warranted in the management of these conditions.

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 (greater than 10%), comman (1 10%), uncommon (0.1-
1%), rare (0.01-0.1%) and very rare (less than 0.01%).

Blood and lymphatic system disorders

Common: Anaemia, neutropenia and leucopenia.

Uncommon: Thrombocytopenia and pancytopenia with marrow hypoplasia
Rare: Pure red cell aplasia

Very rare: Aplastic anagmia

Metabolism and nutrition disorders

Rare: Anorexia and lactic acidosis in the absence of hypoxaemia
Psychiatric disorders

Rare: Anxiety and depression

Nervous system disorders

Very common: Headache

Common: Dizziness

Rare: Insomnia, paraesthesia, somnolence, l0ss of mental acuity, convulsions
Cardiac disorders

Rare: Cardiomyopathy

Respiratory, thoracic and mediastinal disorders

Uncommon: Dyspnoea

Rare: Cough

Gasirointestinal disorders

Very common: Nausea

Common: Vomiting, abdominal pain, and diarrhoea

Uncommon: Flatulence

Rare: Oral mucosa pigmentation. taste disturbance and dyspepsia. Pancreatitis.
Hepatobiliary disarders

Common: Raised blood levels of liver enzymes and bilirubin
Rare: Liver disorders such as severg hepatomegaly with stealosis




Skin and subcutaneous tissue disorders

Uncommon: Rash and pruritis

Rare: Nail and skin pigmentation, urticaria and sweating

Musculoskeletal and connective tissve disorders

Common: Myalgia

Uncommon: Myopathy

Renal and urinary disorders

Rare; Urinary frequency

Reproductive system and Dreast disorders

Rare: Gynaecomastia

General disorders and administration site disorders :

Common: Malaise

Uncommon: Fever, generalised pain and asthenia

Rare: Chills, chest pain and influenza-like syndrome

The available data from both placebo-controlled and open-label studies indicate that the incidence of nausea and other
frequently reported

clinical adverse events consistently decreases over time during the first few weeks of therapy with zidovudine capsules.
Adverse reactions with zidovudine capsules for the prevention of maternal-foetal transmission:

In a placebo-controlled trial, overall clinical adverse events and laboratory test abnormalities were similar for women in the
sidovudine capsules and placebo groups. However. there was a trend for mild and moderate anaemia to be seen more
commonly prior to delivery in the zidovudine treated women.

4.9 QOverdose

Symptoms and signs:

No specific symptoms or signs have been identified following acute overdose with zidovudine apart from those listed as
undesirable effects such as fatigue, headache, vomiting, and occasional reports of haematological disturbances. Following
a report where a patient took an unspecified quantity of zidovudine with serum levels consistent with an overdose of greater
than 17 grams there were no short term clinical, biochemical or haematological sequelae identified.

Treatment:

Patients should be observed closely tor evidence of toxicity (See 4.8 Undesirable effects) and given the necessary supportive
therapy.

Haemodialysis and peritoneal dialysis appear to have a limited effect on elimination of zidovudine but enhance the elimination
of the glucuronide metabolite.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group — nucleoside analogue - ATC Code JOSA FO1
Mode of aclion:

éi'dw(la%e) is an antiviral agent which is highly active in vitro against retroviruses including the Human Immunodeficiency
irus ;

Zidovudine is phosphorylated in both infected and uninfected cells to the monophosphate (MP) derivative by celluiar
thymidine kinase. Subsequent phosphorylation of zidovudine -MP to the diphosphate (DP), and then the triphosphate (TP)
derivative is catalysed by cellular thymidylate kinase and non-specific kinases respectively. Zidovuding -TP acts as an inhibitor
of and substrate for the viral reverse transcriptase. The formation of further proviral DNA is blocked by incorporation of
zidovudine -MP into the chain and subsequent chain termination. Compstition by zidovudine -TP for HIV reverse transcriptass
is approximately 100-fold greater than for cellular DNA polymerase alpha.

Clinical virology:

The relationships between in vitro susceptibility of HIV to zidovudine and clinical response to therapy remain under
investigation. /n vitro sensitivity testing has not been standardised and results may therefore vary according to methodological
tactors. Reduced in vitro sensitivity to zidovudine has been reported for HIV isolates from patients who have received
prolonged courses of zidovudine therapy. The available information indicates that for early HIV disease, the frequency and
degree of reduction of in vitro sensitivity is notably less than for advanced disease.

The reduction of sensitivity with the emergence of zidovudine resistant strains limits the usefulness of zidovudine monotherapy
clinically. In clinical studies, clinical end-point data indicate that zidovudine , particularly in combination with lamivudine,
and also with didanosine or zalcitabine results in a significant reduction in the risk of disease progression and mortality.
The use of a protease inhibitor in a combination of zidovudine and lamivudine, has been shown to confer additional beneiit
in delaying disease progression, and improving survival compared to the double combination on its OWN., ...,

The anti-viral effectiveness /n vitro of combinations of anti-retroviral agents are being investigatg %o&‘lmj _
studies of zidovudine in combination with lamivudine indicate that zidovudine -resistant virus isofatge e dovigine

sensitive when they simultaneously acquire resistance to lamivudine. Furthermore there is clinicalayx idoN&ne
nlus lamivudine delays the emergence of zidovudine. resistance in anti-retroviral. naive patientsf/>/.




In some in vitro studies zidovudine has been shown 0 act aaditively O SYNErgISuCdily withi a 1UIIUG! Ul auibint By oYy
such as lamivudine, didanosine. and interferon-alpha, inhibiting the replication of HIV in cell culture. However, in vitro studies
with triple combinations of nucleoside analogues or two nucleoside analogues and a protease inhibitor have been shown
to be more effective in inhibiting HIV-1 induced cytopathic effects than one or two drug combinations.

Resistance to thymidine analogues (of which zidovudine is one) is well characterised and is conferred by the stepwise
accumulation of up to six specific mutations in the HIV reverse transcriptase at codons 41, 67, 70, 210, 215 and 219. Viruses
acquire phenotypic resistance to thymidine analogues through the combination of mutations at codons 41 and 215 or by
the accumulation of at least four of the six mutations. These thymidine analogue mutations alone do not cause high-level
cross-resistance to any of the other nucleosides, allowing for the subsequent use of any of the other approved reverse
transcriptase inhibitors.

Two patterns of multi-drug resistance mutations, the first characterised by mutations in the HIV reverse transcriptase at
codons 62, 75, 77. 116 and 151 and the second involving a T695 mutation plus a 6-base pair insert at the same position,
result in phenotypic resistance to AZT as well as to the other approved nucleoside reverse transcriptase inhibitors. Either
of these two patterns of multinucleaside resistance mutations severely limits future therapeutic options.

In the US ACTGO76 trial, zidovudine was shown to be effective in reducing the rate of maternal-foetal transmission of HIV-
1 (23% infection rate for placebo versus 8% for zidovudine ) when administered (100 mg five times daily) to HIV-positive
pregnant women (from week 14-34 of pregnancy) and their newborn infants (2ma/kg every 6 hours) until 6 weeks of age.
In the shorter duration 1998 Thailand CDC study, use of oral zidovudine therapy only (300 mg twice daily), from week 36
of pregnancy until delivery, also reduced the rate of maternal-foetal transmission of HIV (19% infection rate for placebo
versus 9% for zidovudine ). These data, and data from a published study comparing zidovuding regimes to prevent maternal-
foetal HIV transmission have shown that short maternal treatments (from week 36 of pregnancy) are less efficacious than
longer maternal treatments (from week 14-34 of pregnancy) in the reduction of perinatal HIV transmission.

5.2 Pharmacokinetic properties

Pharmacokinetics in adults:

Zidovudine is well absorbed from the gut and, at all dose levels st udied, the bioavailability was 60-70%. From a bioequivalence
study, steady-state mean (CV%) Gissjmax, Cssjmin, and AUC([ss] values in 16 patients receiving zidovudine 300mg tablets
twice daily were 8.57 (54%) microM (2.29 Hg/ml). 0.08 (96%) microM (0.02 Fg/ml), and 8.39 (40%) h*microM (2.24
h*Hg/mi), respectively.

Renal clearance of zidovudine greatly exceeds creatinine clearance, indicating that significant tubular secretion takes place.
Zidovudine is primarily eliminated by hepatic conjugation to an inactive glucuronidated metabolite. The 5'-glucuronide of
zidovudine is the major metabolite in both plasma and urine. accounting for approximately 50-80% of the administered
dose elirminated by renal excretion. _
3'-amino-3'-deoxythymidine (AMT) has been identified as a metabolite of zidovudine following intravenous dosing.

There are limited data on the pharmacokinetics of zidovudine in patients with renal or hepatic impairment (see 4.2 Posology
and method of administration). No specific data are available on the pharmacokinetics of zidovudine in the elderly.
Pharmacokinetics in children:

In children over the age of 5-6 months, the pharmacokinetic profile of zidovudine is similar to that in adults. Zidovudine
is well absorbed from the gut and, at all dose levels studied, its bioavailability was 60-74% with a mean of 65%. 058 max
levels were 4.451M (1.19ug/mi) following a dose of 120mg zidovudine/m? body surface area and 7.7uM (2.06ug/ml) at
180mg/m? body surface area. Dosages of 180 mg/m2 four times daily in children produced similar systemic exposure1(24
hour AUC 40.0 hr pM or 10.7 hr ug/ml) as doses of 200 mg six times daily in adults (40.7 hr uM or 10.9 hr ug/ml). The
major metabolite is 5'-glucuronide. Renal clearance of zidovudine greatly exceeds creatinine clearance indicating that
significant tubular secretion takes place.

The data available on the pharmacokinetics in neonates and young infants indicate that glucuronidation of zidovudine is
reduced with a consequent increase in bioavailability, reduction in clearance and longer half-life in infants less than 14 days
old but thereatter the pharmacokinetics appear similar to those reported in adults.

Pharmacakinetics in pregnancy:

The pharmacokinetics of zidovudine has been investigated in a study of eight women during the third trimester of pregnancy.
As pregnancy progressed, there was no evidence of drug accumulation. The pharmacokinetics of zidovudine was similar
to that of non-pregnant aduits. Consistent with passive transmission of the drug across the placenta, zidovudine concentrations
in infant plasma at birth were essentially equal to those in maternal plasma at delivery.

Distribution:

In adults, the average cerebrospinal fluid/plasma zidovudine concentration ratio 2 to 4 hours after dosing was found
to be approximately 0.5. Data indicate that zidovudine crosses the placenta and is found in amniotic fluid and foetal
hlgod. Zidovudine has also been detected in semen and milk.

In children the mean cerebrospinal fluid/plasma zidovudine concentration ratio ranged from 0.52-0.85, as determined
during oral therapy 0.5to 4 hours after dosing. Plasma protein binding is relatively low (34 to 38%) and drug interactions
involving binding site displacement are not anticipated.

5.3 Preclinical safety data

Mutagenicity:

No evidence of mutagenicity was observed in the Ames test. However, zidovudine was weakly mutagenic in a mouse
lymphoma cell assay and was positive in an in vitro cell transformation assay. Clastogenic & yere observed in
an /n vitro study in human lymphocytes and in in vivo oral repeat dose micronucleus s £5. angd_mice. An in
vivo.cytogenetic study in rats ﬂ,lgi notlsnow‘chromosomal damage. A study of the pesapHerd ocytes of
eleven AIDS patients showed a higher chromosome breakage frequency in those wh Q8 idie than i
those who had not. A pilot study has demonstrated that zidovudine is incorporatgitd it DNA of
adults, including pregnant women, taking zidovudine as treatment for HIV-1 infectio
to child viral transmission. Zidovudine was also incorporated into DNA from cord
zidovudine treated mothers. The clinical significance of these findings are unknown.
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Carcinogenicity:

In oral carcinogenicity studies with zidovudine in mice and rats, late appearing vaginal epithelial tumours were observed.
A subsequent intravaginal carcinogenicity study confirmed the hypothesis that the vaginal tumours were the result of
long term local exposure of the rodent vaginal epithefium to high concentrations of unmetabolised zidovudine in urine.
There were no other drug-related tumours observed in either sex of either Species.

In addition. twe transplacental carcinogenicity studies have been conducted in mice. One study, by the US National
Cancer Institute, administered zidovudine at maximum tolerated doses to pregnant mice from day 12 to 18 of gestation.
One year post-natally, there was an increase in the incidence of tumours in the lung, fiver and female reproductive tract
of offspring exposed to the highest dose level (420 mg/kg term body weight).

In a second study, mice were administered zidovudine at doses up to 40 mg/kg for 24 months, with exposure beginning
prenatally on gestation day 10. Treatment related findings were limited to late-occurring vaginal epithelial tumours,
which were seen with a similar incidence and time of onset as in the standard oral carcinogenicity study. The second
study thus provided no evidence that zidovudine acts asa transplacental carcinogen.

It is concluded that the transplacental carcinogenicity data from the first study represents a hypothetical risk, whereas
the reduction in risk of maternal transfection of HIV to the uninfected child by the use of zidovudine in pregnancy has

been well proven.
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PHARMACEUTICAL PARTICULARS

List of excipients _ '
Capsule contents: Microcrystalline cellulose, pregelatinised starch, sodium starch glycolate and magnesium

stearate Capsule shell : Gelatin, sodium lauryl sulphate and titanium dioxide

Edible black printing ink: Shellac, propylene glycol, potassium hydroxide and black iron oxide.
Incompatibilities

None

Shelf-life

36 months

Special precautions for storage

Do not store above 30°C. Store in the original package. Keep the container tightly closed.
Nature and contents of container

100mg: Blisters and HDPE containers containing 100 capsules.

250mg: Blisters containing 40 capsules and HDPE container containg 100 capsules.
Instructions for use and handling

No special requirements.
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