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JIXUCTOK-BKJIA TMII: THOOPMALIS 151 KOPUCTYBAYA

3unoBynun
Po3uun opansamit o 50 Mr/5 Mt

Ilepm HiK DOYATH 32CTOCYBaHHS HBOr0 UpeNapary, YBakHO NPOYHTAiiTe Bech JHCTOK-
BKJIAJHIN, OCKIJILKH BIH MiCTHTH BaXKJIHBY AJS Bac indopmartiro.
- 30epiraiiTe el JIMCTOK-BKIaAUII. MOXIIHBO, BaM 3HAMOOUTECS IIPOYUTATH HOTO 3HOBY.
- SIximo y Bac BUHHKIIX TOJATKOBI HUTAHHS, 3BEPHITHCA 10 CIEIiAIICTa, IO HaJae MeIHdH]
IIOCITYTH.
- Leii mpenapat npusHageHo Titeku Bam. He mepepasaiite #oro immum. 1le Mo>xe 3aBaTh
iM IOKO/M, HABITH KO IXHI CHMIITOMHM TaKi X, SK 1 BamIi.
- Slxmo y Bac BUHMKIM Oymb-sKi MOOIUHI peaxinii, 3BEpHITBECS [0 CBOIO CIEI[ianicTa, 1o
Hagae MequdHl Mociyrd. Lle cTocyeThest OyOp-IKHX MOXIMBHX HOGIYHHMX peakIii, He
MEPENTIYeHUX Y HHOMY JTUCTKY-BKIaauimi. JIus. po3aii 4.

Indopmanist y HboMYy JIMCTKY-BKIATHON

1. Illo mpexncrapiste codoro mpenapar 3UIOBYIUH i T YOTO BiH 3aCTOCOBYETHCA.

2. lllo moTpiOHO 3HATH IIEpe]t 3aCTOCYBAHHAM IIpeHapary SUIOBYIMH BAINild TUTHHEL.
3. SIx 3aCTOCOBYETBCS IIpemapar U I0BYIHH.

4. MoxutiBi mo619H1 peakitii.

5. SIx 36epiratu mpenapat 3uNOBYIHH.

6. BmicT yrakoBkM Ta iHma iH(opMariis.

1. HIO IIPEACTABJISIE COBOIO IIPEITAPAT 3UJOBYJIHH I JJI1 YOI'O BIH
3ACTOCOBYETHCHI.

Jlikapcexuii 3aci6 3UTOBYIUH, 1IN0 MICTUTH 3UAOBYINH B SAKOCTI AiI0U0i PEYOBHHH, HATIEKHUTE JI0
TPYIIH aHTHBIPYCHHX IIpenapariB, sKi HA3WBAIOTHCS HYKICO3UTHMMH IHIIOiTOpaMH 3BOPOTHOL
Tpauckpunrasy (HI3T). Bonu 3acTocoByroThCs Ui NiKyBaHHS iHGEKii, BUKIAKAHOI BipycoM
iMyBozmebinuTy mmoauau (BIJT).
3UIOBYIMH 3aCTOCOBYETHCS:

* B aHTHPETPOBIPYCHiM KOMOiIHOBaHIN Tepamil ALl IIKyBaHHS AiTel, iHpiKoBaHAX BipycoM

iMyHONEedinmuTy momuau (BIJT).
® Y HOBOHAPO/DKEHMX 1 HEMOBILAT, UL podinakTuku nepenadi BIJI Bix MaTepi o OUTHHM.

IIpu nmixyBaHHI 3WIOBYIHH 3MEHINYE KiIBKICTH BIpyCy B OpraHis3Mi Bamiol JWTHHH T4 yTPHMYE
HOTo Ha HM3LKOMY piBHI. BiH Takox 30imbnrye kinekicts kmitur CD4. Kiituaua CD4 € ogaaM i3
THIIB JIEHKONHUTIB, MO BaXdJIMBI Jyst 60poTsbm 3 impekuiero. Bam nikap 6yme KOHTPOIIOBATH
e(eKTUBHICTD JTIKYBaHHs] Bamoi qurasy.

Ilin gac npmifoMy mporo mpemapary Bu Bce me Moxere mepemata BIJI, xoua edextuBHa
AHTHPETPOBIPYCHA Tepamis 3HMXKYe pusuk. OOroBOpiTh 31 CBOIM MEIMYHHMM MpPAI[iBHUKOM
TIONEPEKYBaHHI 3aX0I1, HEOOXIAHI A 3a1100ir: ari iamux Jronei. 1e#t npenapat
HE BHIIKYE HOBHlCTIO BIII BIH—lH(beKuu Hm va /ﬂpr My~3{IORYIHHY Y BaC BCE IIl€ MOXKYTh

Toriora fpencTaBHHUTBA
«Makneonc Gapuacsiorakanc llimirem
MNan Bimxan bagexap
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2. 10O IIOTPIBHO 3HATH ITEPEJL 3ACTOCYBAHHSAM HPEIIAPATY 3UAOBY/TUH
BAIITU TUTHUHI.

He ciig 3acTocoByBaTu 3MI0OBYIHH SAKINO Y Bamoi AUTHHHU criocTepiracrbes:
- Aunepris (migBMINEHA YyTHMBICTH) MO0 3WAOBYyIMHY, abo 1m0 Oyab-IKOTO IHINOTO
KOMITOHEHTY HiKapChKOro 3aco0y 3u0BYINH;
- JHyxe Hu3bKa KUIBKICTH EPUTPOLMTIB (BaXKKka aHeMis) abo myXe HU3BKA KUIBKICTH
JTeUKONUTIB (HEUTPONIEHIA).

He cimig 3acTocoByBaTH 3MIOBYJUH AKINO Y HOBOHAPO/KEHOI JTHTHHHU € IIeBHI MpobiaemMu 3
Ie9iHK0I0:
e y BHIIAJKaxX, KOJH ITiABHUINEHA KLIHKICTE OLTipyOiHy B KpoBi (TinepOinipybiHeMis), aepe3
IO MKipa TUTHHU MOXE BUTTIIATH >KOBTOIO;
* HaJMipHA KINBKICTH MEBHIX METIHKOBHX (EPMEHTIB ¥ KPOBI.

JoTpumyitrech 0co6uBoOI 00epeskHoCTi 3i HpenapaToM 3HI0BYIHH:
Ilepen 3acTocyBaHHSIM NiKapchKOTo 3aco0y, BU MOBUHHI IIOBIIOMHATH JIiKaps, K10 Bama mutuna
CTpaXKIa€e BiA:

- 3aXBOPIOBaHb MEUIHKY (HAIIPUKIIA]], TenaThT) abo BaXKKOT0 3aXBOPIOBAHHS HUPOK,

- IIyKpOBOroO HiabeTy 1 3aCTOCOBYE 1HCYIIiH.

BaxomiBo, mo6 MeuHui IpauiBHUK 3HAB PO BCi CHMIITOMH Balnoi JATHHY, HABITh SKINO BH
BBaXkaeTe, IO BOHM He 1oB’s13aH1 3 BUI-indexniero.

3axeoproeanus Kpogi

Apemis (HHU3bKAa KINBKICTH EPUTPOIUTIB) Ta HeHTpomeHis/NefikoneHis (HH3bKA KUIBKICTH
JIEHKONUTIB) MOXXYTh BUHHKHYTH IPOTATOM 4-6 THXHIB IMICIISI TOYATKY JIIKyBaHHS 3UIOBYARHOM.
V BaXXKMX BHUIMAKaX MOCTAYATBHHAK MEAMIHUX IIOCITYT MOXKE IPUIAHATH JIIKyBaHHS JiKapChKUM
3acoboM. Lle BinOyBaeThCs gacTimme y HaImieHTiB 3 mi3HiMA cTafismu BUI-indeknii Ta npu 6Libm
BHCOKHX J[03aX 3HJ0BYIUHY. PeryiapHi aHamisu KpoBi 6yoyTh OpraHizoBaHi, o0 IepeBipuTH, Ui
€ mpobnema. I mo6iuna peaxiris € HeU4acTOO y HanieHTiB i3 panaboo BlI-iHdexmiero, i agamizu
KpPOB1 MOXYTE IPOBOIUTHCS PiIIie.

Jlakmoayuoo3s

Kirac nikiB, o sxoro Hanexuts 3umoBymun (HI3T), Moxxe BHKIMKATH CTaH, IO Ha3HBAETHCS
JNAKTOAIHEI030M, Pa3oM 13 30LIbMIEHHAM IMeTiHkd. JIaKToanmuao3, IKIMO BiH BUHUKAE, 3a3BUYai
PO3BHUBAETHCS MICIA NEKUIBKOX MICAIIB NiKyBaHHA. JlakToamumos - e HaKOMWYeHHSI MOJIOYHO1
KHUCIOTH B Oprami3Mi, IO MOXe CIOPHYMHHTH 3HEBONHEHHSI 1 xoMmy. [nmboxe, mpuckopeHe
JIIXaHHS, COEIMBICTE Ta HeCenpdidHi CHMITTOMY, Taki SK HyAO0Ta, OFOBaHHS Ta OLIb y XKUBOTI,
MOXYTH CBIIYHTH IPO PO3BUTOK JIAKTOAAA03y. JIakTOAUMT03 MOXKE MPU3BECTH A0 PLIKICHHUX
BUIIAAKIB NETIHKOBOI HEMOCTATHOCTI, HAPKOBOI HEAOCTAaTHOCTI abo IremaTtury 3 JIETaIbHHM
pesynsraroM. L1s pimkicHa, ane cepitozHa mobidHa peakilisl JacTille BHHUKAE Y JKiHOK, 0COOIHBO
3 Ha/MipHOIO Baroro. SIKOIo y BaImoi TATHHHA 3aXBOPIOBAHHS IIEYIHKH, BiH 200 BOHA TAKOX MOXYTh
OyTH OLTBIN CXWIBHHMH JO IHOTO 3axBOproBaHHA. [Ipumitmarous 3HAOBYIMH, ITOCTadalbHHK
MEIUIHUX HOCTYT OYIe YBAXKHO CTEXKHUTH 32 BAIIOKO JUTHHOIO Ha IpeaMeT Oy Ib-KMX O3HaK TOTO,
110 B HBOTO ab0 Hel MOXe PO3BUHYTHCH JTAKTOAIIHUI03.

3axeoprosanns newinku
HameHTH 3 XpOHl‘IHI/IM TenaTATOM B a6o C, sxi OTPUMYIOTE A1 eatpompycm npenapaTy, MaloTh

Fonosa MpeacTasHHUTER
Makneone QapracoioTAkan Mimitem

Man Bimxan bagexap
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VY namieHTIB 3 XpOHIYHUM TENaTUTOM B JiKyBaHHS HE CNIJ NPUIMHITH Oe3 BKa31BOK IiKaps,
OCKLIIBKH Y HBOTO Y Hel MOXXE BUHHKHYTH perunnB rematuty. Lled penmnus Moxe OyTu GinbIn
CEepHO3HMM, SIKIOO IAIIEHT Mae BaXKKe 3aXBOPIOBAHHS II€IIHKH.

Kpim TOro, mami€eHTH, SKi OTPAMYIOTH 3HIOBYIWH 3 pHOABIpMHOM y IIOE€IHAHHI 3 anbda-
igTepdepoHaMu, MOXYTh MAaTH WiOBHINEHUA pH3WK PO3BATKY aHeMii (HH3bKa KUIBKICTH
epuTpouuTi). ToMy oHOYACHE 3aCTOCYBAaHHA 3UNOBYANHY Ta pubaBipuHy B koMbOiHawii 3 anbda-
iHTepdEepoHaMH HE PEKOMEH/IYETHCA.

Peaxmusayis imynnoi cucmemu

VYV peskux namieHTiB i3 misHpoI0 cTamiero BlJI-imdexmii (CHIXT) ta CHI-acomiifoBaHorO
(omoprynicTHuHO0) 1HQEKIEI0 B aHaMHE3l, O3HAKM Ta CHMOTOMH 3alaleHHA Bl TakKUX
nonepenHix iHGexuidl MOXYTh BHHHKATH He3abapoM Wicis moyarky JikysaEHsA mpotu BIJL
BaxkaeTrcs, 10 Il CUMIITOMM IIOB’S3aHi 3 MOKpameHHSM IMyHHOI BIATIOBiAlL OpraHi3My, Io
JO3BOJLIE OPrai3My O0poTHCs 3 IHDEKIIIMH, IKi MOTJIM OYTH IIPHCYTHIMH 0€3 IBHUX CHMIITOMIB.
Kpim Toro, ayroimyHHi posiamu (IMyHHA CHCTEMa aTaKye 30POBI TKAHUHH OPraHi3My) TaKOX
MOXYTh BHHHUKHYTH TICJII TOYATKy mpuifomy mpenapariB juii dikyBanHs BlJI-indexmi. Boru
MOXYTh BHHWKATH depe3 6araTo MiCsIliB Miciid MOYATKY JIKyBaHHS. SIKII0 BU MOMITHIIM Oy ab-sIK1
CHUMIITOMH iHbeKil abo iHII CAMIOTOMH y BalIol AUTHHHM, TaKi IK M’I30Ba CIaOKiCTh, CIa0KICTh,
M0 IMOYMHAETECA B pyKaX 1 HOrax i IpOCYBAETLCS Bropy A0 Tynyba, cepreOuTTs, TpeMop abo
rimepakTHBHICTb, Oyab JAcKa, HETalHO TOBIOMTE MEIWIHHX NIpPAIiBHUKA JUIL IIOIIYKY
HEOOX1AHOTO JIKyBaHHA.

Posnooin srcupy

VY narmieHTiB, SKi OTPUMYIOTH 3UIOBYIHH, MOXUIMBA BTPATa XKUPOBUX BIAKIIaNeHb. 3BEPHITHCA 10
niKaps ab0 MEIUIHOIO MPAIliBHEKA, SKINO BH IIOMITHIM 3MIHH Y XXHUPOBUX BiAKIIANCHHIX Ha T
BaIoi AUTHHH.

IIpobnemu 3 kicmxamu

V [medkuX TaIi€HTiB, SKi NpuiiMaioTe KOMOIHOBaHY aHTHPETPOBIPYCHY Tepallifo, MOXeE
PO3BHMHYTHCS 3aXBOPIOBAHHS KICTOK, sIK€ HA3MBAETHCA OCTECOHEKPO3 (3armbens KiCTKOBOL
TKaHUHW). PH3WK PO3BUTKY I[FOTO 3aXBOPIOBAHHA MOXe OyTH BHIMM, SIKIOIO IMyHHA CHCTEMa
CHJIBHO ociabiieHa, abo IpH peryIpHOMY BXuBaHHL ankororo. [lokm mo me 3axBOpOBaHHA
3YCTPIYAETHCS IEPEBAKHO Y TOPOCIHX. '
IIporte, sxmo Bama IUTHHA CTPAXKIAE Bill CKYTOCTI CyTI06iB, HUTTS Ta 600 (0cOOIMBO B CTErHAX,
KOJIIHAX 1 IU1edax) i TpYAHOIIIB B Pyci, TOBiIOMTE PO Iie JiKaps.

Inwe

Bama puruaa nopmrEHa Oynme mpwmitMate 3mpmoByawmH mmopssa. [left mpenapar momomarae
KOHTPOJIOBATH CTaH BaIlOl AUTHHY, aie Ite He 3aci0 Bix BIJI-indekrii. Y Bamoi TUTHHEA MOXYTh
IIPONOBXYBAaTH PO3BHABATHCS 1HMII iH(eKmii (omopTyHicTHYHA iH(DEKIisN) Ta 1HI1 3aXBOPIOBAHH,
noB’s3ani 3 BUI-indexmicro. Bu moBHHHI MiATPHEMYBAaTH PETYIIPHAN KOHTAKT 3 JHKapeM Balllol
Jurasd. He npunmasiite naBaTy JIiKW Balmi# TUTWHI, TONEPETHBO HE IIOTOBOPUBINH 3 METUIHHIM
IIPaIliBHUKOM.

IIpuiiom iHmMuEX JiKapchLKHAX 32c00iB
byns nmacka, moBimomMTe MEOUYHOTO MpAIliBHKUKA, SKINO Ballla AUTHHA NpuiiMae abo HEIOAaBHO
npuiimana Oyab-aKi 1HIIN JIKY, BIUTFOYAI0YH POCTHHHI JTIKapChKi 3aC00H 1 JIIKH, M0 BIIIYCKAIOTHCS
6e3 penenita. BOHW MOXXYTh BIUIMBATH Ha IO 3UAOBYIUHY, 200 3HIOBYAMH MOXE BIUTMBATH Ha 1X
Iiro.

3uIOBYAUH HE CIIi IPHHMAaTH Pa3oM 31 CTaByAHEeN A00PUOaBIPHHOM.

He npuitmaiite 3umoByaus 3 prdamrinrHoM £ %
3HIOBYIMH TaKOX MOXE B3aEMOJISTH 3 Bajfbil] OeBRIO

Hp06eHCL{I/I€OM Hﬁulmomfm mo6iumi ede rm' 'if’diiy EN
0noBa [TpencrasHHLTea
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IpuifoMm mpenapaTy 3UIOBYIHH OHOYACHO 3 IHIIMMH JHKAPCHKUMY 3aC00aMHU, 10 € IOTEHIIHHO
TOKCHYHHMMH (I HHPOK ab0 KiCTKOBOI'O MO3KY, MOXXE€ 30UIBIIMTH PH3UK PO3BHIKY IMOOIYHHX
peaknii Ha 3umoBymMH. [lo Takux NikiB HalexarTb, HAIpPUKIAA, NEHTAMIIWH, NAICOH,
nipuMeTamis, cynbhaMeToKcason + TpaMeTonpuM, aMGOTepuInH, GIyIUTO3MH, TaHIHKIOBID,
BaIraHIHKIIOBIP, 1HTEp(EPOH, BIHKPUCTHH, BIHOIACTHH 1 HOKCOpyOimmu. SIkmo Bamriii fuTwHi
noTpiben npuiioM Oyab-SIKHH 13 IUX NIpenapaTiB OJHOYACHO 31 TIKapCHKUM 3aC060M 3UI0BYIHH,
TO JIKapIO MOXKE 3HANOOUTHCS OLTBIN peTenbHIi MOHITOPHHT GYHKIIT HUPOK 1 mapameTpiB KpoBi
Ta, IpX HEOOX1THOCTL, O3YBaHHI ONHOTO 260 KiJIbKOX MpenapaTis Moxe 6YTH 3HIKEHO.

IIpunitomy JikapcbKoro 3acody 3unoByIUH 3 K0 Ta HAIIOAMH
3UIOBYIWH MOXKHA IpHMaTH 3 Dxero abo 6e3 ixi.

BariTaicTs

SIkmo kiHKa 3aBariTHiNA abo0 IIIaHye 3aBariTHITH, HEOOXiJHO 3BEPHYTHCA JO JIKaps, Imob
OOrOBOPHTH MOXUIHBI HECHPUATIHBI e(eKTH, IepeBard Ta PU3UKH aHTHPETPOBIPYCHOI Teparii
JUIS BaTiTHOIL XIHKY Ta 1i TATHHH.

I'ogyBanns rpyanto

3UI0BYIVH, aKTHBHUI iHIPEMIE€HT MBOTO MIKAPCHKOro 3aco0y, BHMIIIETECA Y TPYIHE MOJOKO.
XKinxa 3 BIJI, sixa xo9e roqyBaTH JUTHHY IPYJEMHE, HOBMHHA OOTOBOPUTH PH3HKH Ta IIEpeBary 3i
CBOIM JIIKapeM.

KepyBanns apToTpaHcmopToM 200 iHIIMMH MeXaHI3MaMu

Hocnikenb OO0 BIUIMBY 3HIOBYAMHY HA 3JATHICTH KEPYBATH TPAHCIOPTHHMH 3aco0aMu i
NIpaLOBATH 3 MEXaHI3MaMHK He ITPOBOIHIIOCH.

Opnax, ciif BpaxoByBaTH CTaH 3/[0POB’S JIOJHMHA Ta MOXIMBI I06GiuHi e()eKTH 3UAOBYIHHY,
TIEPII HUK IPUAMATH PIIIeHHS PO KEPYBAHHA TPAHCIIOPTHHMM 3aco0amu 260 MeXaHi3MaMH.

Baxxnmea indopmanisn npo meski KOMIIOHEHTH JKapchbKOro 3aco0y 3H10ByIHH

Jlixapcpkuif 3aci6 MicTHTB caxapo3y. SIKIo BaIl JiKap cKa3as BaM, IO y BAC € HENEPEHOCAMICTE
JeSK¥X IyKPiB, IIPOKOHCYNBTYHTECS 3 HAM, IEPII HiXK MPHIMATH IIe# IIKapChKuii 3aci6.

[e#i mpenapar TakoX MIiCTHTH 2 Mr GEH30aTy HATpIIO B KOXHOMY M. BeH30aT HaTpiro Moxe
ITOCHJIMTH JXOBTSHMIIO (TIOKOBTIHHS INKIpH Ta O9ell) y HOBOHAPOIDKEHHMX JiTed (BikoMm mo 4
THUXXHIB).

3. SIK IPUMMATH 3UOBY JUH

Bamiif muTrHi 3aBXM CIix naBatd 3HAOBYAHH TOYHO BiJIOBIHO O BKa3iBOK MEIMIHOIO
HpalliBHUKA.

Bam crinx npoKoHCYIbTyBaTHCS 3 JIiKapeM, SKINO BY HE BIIEBHEHI.

JliTH BikoM Bij 6 THIKHIB i MACOIO Tija Bim 3 KT j10 14 kr
KumbKicTh po3urHy OpaJbHOrO, 3a MAacol Tila JUTHHE, SKy CIiJ IpUMMAaTH ABiUl Ha HeHb
(mpubnu3no 3 iHTepBaToM 12 roMH) HABENEHO B TAOIMIL HIDKIE:

Maca Tina KinekicTs po3ynny opansHOro, y Mi
3paHKy Breugept
3-5,9 kr 6 M1 6 Mt
6-9,9 kr 9 M@\ 9 M
10-13,9 xr 19, 1,{1){%\(}:\\ 12 v
FonoBa NpencTasHyLITea /A
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it Bin Hapomkenss 10 6 TiyxHIB* 1 Macoro Tia Bim 2 kr 10 2.5 Kr
KinbKicTh po3UHMHY OpalBHOrO, 3a MACOK Tila AWTHHH, SKy CIif IpHiMaTH IBidYi HA JEHB
(opubnu3HO 3 iHTEpBaIOM 12 rOJWH) HABEAEHO B TAOIMII HIDKUE:

Maca tina KigesKicTh po34HHY 0paJLHOIO, y MJI
3pauky Breuepi

2-2,5 xr 1 mx 1 M
> 2,5kr 1,5 mn 1,5 mn

*HemoBJ1siTa 3 HU3BKOI0 MACOIO TiJla IPH HAPOIDKEHHI NOBUHHI OTPUMYBATH JIO3YBaHHS Y MI/KT.

JUis mitedt 3 Macoro Tinma 14 xr i Gimbine, MAMITKIB i ZOPOCIMX NOCTYMHI iHIi Ipemapary 3
OUIBIOIO KiTBKICTIO 3UNOBYAUHY. [leperisHbTe JIMCTOK-BKIIA AT IS TAMIEHTIB 3 iHdopMaricro
IIPO Il IIPOTYKTH.

Bamiit quTiai MoxXHa IpriiMaTy 3uA0BYIMH 3 1Xero a6o Mix IpHitoMaMH 1.

BuxopucToByiiTe MmpHIL UL IEPOPATBHOTO O03yBaHHs, 100 OCTAYAETECS PA30M 3 YIIAKOBKOIO,
o6 TOYHO BIAMIPATH HO3Y BaImiil JUTHHI:

1. 3miMiTs KPHIIKY DIAIIKH i 30epiraiite y HagitEOMY MicIii.

2. Minno TpuMaiiTe mmmKky. Beragre miacTukoBmii aganrep y MuHKY IUISIIKH.

3. MiIHo BCTaBTe MIIPHI| Y aamnTep.

4. IlepeBepHITh IULHIKY JOTOPH JHOM.

5. BuTArdiTe nmopmeHs IMIpHNA, IOKH INNPHI[ He Habepe 703y, NPH3HAYCHY MEXHIHHM
[PAIiBHAKOM.

6. [lepeBepHiTh NILAINKY IPaBIIBHOI CTOPOHOIO. 3HIMITE IINPHMIL 3 a/jalTepa.

7. BerapTre mmpun y poT BaDIoi THTHHM, IPUKIIABINN KiHYMK DIIPHIIA 10 BHYTPIiNIHEOI CTOPOHK
wokyu. [IoBiTBHO HATHCHITH HAa HOPINEHb, JAIOYH 9ac MPOKOBTHYTH. He HaTHcKaiiTe HamTo
CHJIBHO Ta HE BIIOPCKYHTE PINMHY B TOPJIO IUTHHY, IHAKINE AUTHHA MOXKE 3aJAXHYTUCH.

8. BuiiMiTh mpHn 3 IVIAIIKH i peTeIbHO mpoMuiiTe Horo B ywcTil Boxi. JJaiiTe HoMy MOBHICTIO
BHCOXHYTH, IIEPII Hi’)K BHKOPHUCTOBYBATH HOr0 3HORBY.

9. IMineHo 3aKpHiiTe IISMIKY KPAMIKOIO, 3QTHIIBIIA AJAITOP HA MiCIIi.

Sxmo npuitasim 6Leme npenaparty 3UXOBYIHH, HiXK CJTiX

JlKino Bama [WTHHA BHIANKOBO NpPUMHANA 3aHAATO 6araTo JiKiB, BM NOBHHHI HEraiHo
HOBiIOMHTH IIPO II¢ MEAWTHOrO [PAiBHAKA BANIOi JUTHHH a60 3BEPHYTHCS IO HAHOIIMIKIOrO
BUUIUTEHHA HEBIKIaHOI JOMOMOIH i OTPUMAHHS IOAIBINO] KOHCYIbTamii. Bammii muaTeai
MOXe 3HanobuTHca MeaudHa fomoMmora. He 3a0ymeTe B3sTH JIKM 3 cOGOIO Ta MOKA3aTH Bally
JTUTHHY JIKapIO.

SIKImo y Bac 3aKiHIMBCSA PO3THH, BI3BMITH i3 COGOX0 MOPOKHIO YIIAKOBKY.

Sxmio By 3a6y.)IH NPHITHATA 103y IpenapaTy 3SHAOBYIHH

Baxutvso He 1pomyckaTy [o3u npenapary 3unoByqud. SIKIo BY 3a6yIM JaTH THTHHI O3y JKiB
1 momiTEIM Ie HPOTAroM 6 TOMWH, NaiiTe NPOMyINEHY H03y SKoMora memamme. HacTymHy
3BUYANHY 03y NpUHMaKTe 3a pO3KIIafoM. SIKINO BY MOMITHIM I Mi3HiIIe, AaiiTe 3BHYAiHY 103y
IIMTHHI, KO HacTaHe HacTymHui mpuifom. He BapTo Takox mpuitMaTe HOABifHY 103y, mo6
KOMIICHCYBaTH MPOIYINCHY.

SIKmo DPHIMHATH HPUAOM Npenapaty 3uXoByAHH

Bama jutmHa moTpeOye NOCTIHHOTO NpPUHOMY JHKapCHKOTO 3aco0y, OCKINBKH I JIKH
IiATPEMYIOTB, a HE BHJIIKOBYIOTH CTaH BAIIOI JIM]
SKIIO JIIKap He CKaXke BaM TIpo IIE.

lonosa MpeacTasHHLTsa




Axmo y Bac icHy!0Th Oyap-siKi iHINI 3aIMTaHHA CTOCOBHO JIIKAPCHKOrO 3ac00y, 3BEPHITHCS 110
CBOTO JKap.

4. MOJXJIUBI IIOBIYHI EQEKTI

Sk 1 Bcl mikapchki 3acobu, 3HIOBYAWH MOXKE BHKIHKATH IOGIYHI edeKTH, IpPOTE HE ¥ BCiX
nanienTis. Ilpm nikyBammi BUI-iHekuii He 3aBXHM MOXHA BiIpisHUTH MOGiuHi edekTH,
BUKIIMKAHI ITpenapaToM 3HUIOBYIWH BiJ THX, IO BHKIMKaHI 1HIAMHA JIIKAPCEKAMH 3aco0aMu,
SIKIDO Ballla JUTHHA NPUMMAaE 1X OMHOYacHO. ToMy BaXKIMBO IOBIOMIIATH JKaps Opo Oyab-axi
3MiHHM y 300pOB’T BAIOl JUTHHM.

Hajiibinem cepiiosni mobigHi peaknil BKIIOYAIOTH aHEMIilO (HM3BKY KiNbKICTH €PUTPOIHTIB),
HU3bKY KUIBKIiCTH JIEHKOIMTIB i JIAKTOANH/T03 (HAKOIMYEHHS MOJIOYHOI KHCIOTH B OPraHi3Mi, 1o
MOJXX€E CIIPHYMHHMTH 3HEBOOHEHHS Ta KoMy). 1li mobigni wacTime 3ycTpidaroThCS y HAIIE€HTIB i3
nporpecyrodoro BlJI-iadexuiero.

Amnemiq He 6yna cepHO3HOIO HiJi YaC BHKOPHCTAHHS Ipenapary SHAOBYIAUH JUil HpOQiIakTHKy
nepenaqi BUI-indexii Bix MaTepi 10 TUTHHM.

3UXOBYANH MOXKE CIPHIVHUTH BTPATY XHUPY B OPraHisMi, 0COOIHMBO HA PyKax, HOrax Ta o6Imydi.

Hyxe gacri mobiani peaxnii (6labme, Hisk y 1 3 koxkunx 10 nanieuTis):
®  TOIIOBHHMI OLIE
¢ IIOTaHE CAMOIIOYYTTS (HyZI0Ta)
Yacri no6iuni peaknii (6inpme, Hix y 1 3 koxxaux 100 nanieHTin):
® 3HIKCHHS KUIBKOCTI €pHUTPOIMTIB (aHeMis). SKimo KiMBKICTh YepBOHHX KPOB’STHHX
TLIEIs 3MEHINYETHCS, MOXKYTh BUHAKHYTH CAMIITOMH BTOMH a00 32 HIIKH.
® 3HIDKEHHS KUIGKOCTI JeHKonmuTiB. 3MEHIIEHHS KIMPKOCTI JEHKOIMTIB MOXE
CIPHYMHUTH CXUIBHICTH O 1H(EKii.
e  OiroBaHH, OUTH y XUBOTI, Jiapes
®  3aaMOpPOYCHHS
* TNiJIBMINECHHS piBHA IEYiHKOBHX ¢(epMeHTiB i OlripyOiny B KpoBi, 4epe3 mo Bama
IIKipa MOX€ BUITIIaTH XKOBTOIO.
e Ourp y M's3ax
Heuwacri mo6iuni peaxmii (Bix 1 va 1000 xo 1 aa 100 nauienTis, IKi 0TpAMYBaIH JIKYBaHHS):
® HU3BKUH piB€Hb TPoMOOIWTIB. SIKIO KiNBKICTH TPOMOOIMTIB HH3LKA, BH MOXETE
TOMITHTH, IO Y IUTHHU JIETIIE YTBOPIOIOTHCS CHHIIL.
® 3MCHINEHHA KUIBKOCTI BCIX BH/IB KIIITHH KPOBi (TaHIMTOIEHI).
® yTpyIHEHE JAMXaHHS
® METEOPU3M (3HYTTS KHBOTA)
® IOKIPHWH BHACHII
® JIMXOMaHKa
® NOPYMEHHI M’ I30BOi TKAHUHU (MiomaTisg), CNabKiCTh
e 3aranbHi 6011
Piaxicai mo0iqmi peaxnii (Bix 13 10 000 xo 13 1 000 nanienTis, AKi OTPUMYBaIH JIKYBAHHS):
® 3aHEMOKOEHHS
® Jernpecis
e 0e3COHHSI
HEMOXIUBICTH 30CEPETUTHCS
BIITIYTTS COHJIUBOCTI
HOKOJIOBAHHS INKIPH («IIIMIBKH 1 TOITKK)
Kameib

PP AT RbBATIpencrasHiuTRa
«Maeonc Dapmachirikanc Mimiregy
Nk Bigxak bagexap




® IIOPYINEHHSI CMaKy
NIOPYIIEHHS TPABICHHSI
3analeHHs M AUUyHKOBOI 3211034 (IAHKPEATHT)
OLIB y IpyIsax
3aXBOPIOBAHHS CEPIIEBOIO M'sa3a
CyIoMH (KOHBYIIBCIT)
IITMEHTAIlisA HIrTiB 1 mKipu
3MiHa KOJBOPY Ha BHYTPIIOHIN YacTHHI poTa
KpOIIUB’ THKA
FPUIONOAIOH] BITIyTTS — 03HO6, ITIUBICTE
T TIUBICTh
30LIBINEHHS IPpy/ieil ¥ Halli€HTiB Y0JIOBIYOI CTATi
HAKOIMYCHHS JXUPY B MEYiHIT
HEe3[aTHICTh BUPOOILATH HOBI €pHTPONHUTH (YHCTO EPUTPOITMTAPHA AHEM)
I1IBUINEHA YacTOTa CEYOBHITYCKAHHSA
® JaKTOA¥/03 (HAKOIMICHHS MOJIOYHOI KHCJIOTH B OPraHi3Mi, INO MOXXe CIIPHIHHUTH
3HEBOJHCHHS Ta KOMY).
I'iboke, HpHCKOpeHe NMXAaHHA, COHHMBICTG | Hecmenubiudi CHMITOMH, Taki SK HYIOTa,
6IroBaHs Ta 61T Y MLTYHKY, MOXKYTh CBIAYATH HPO PO3BATOK JAKTOALHI03Y.

Hyxe pinkicai nobivni peaxuii (MoxyTs Bpaxatn 1 3 10 000 mamienTis)
® IOpPYIMEeHHS BUPOOIEHHS BCiX BHIIB KIITHH KpOBI (AIUIacTHYHA aHEMis).

YacroTa HeBiIOMA (T2CTOTY HEMOK/IMBO ONIHMTH 32 HASBHAMH JAHAMH):

Hogigomisanocst mpo 3MiHE GOpPMH TiNA BHACHINOK 3MiH y POIMONINI XMpY y UaIi€HTIB, sKi
OTPHMMYBAIIX JiKyBaHH Tipenapatamu rpymd HI3T. BoHE MOXyTh BKIIOYaTH BTPATY XKHpPY Ha
HOTaX, pykax 1 oOmuwdi, 36iMBINCHHST >XKUPY B 00JacTi depeBa (PKMBOTA) Ta HABKONO HINHX
BHYTPIIIHIX Oprauis, 30UTBIIEHAS IPyIed 1 XHUPOBUX IPY/0YOK HA 3ajHild gacTHHi mui («cop6
OytiBonay). [Ipuamea Ta JOBrOCTPOKOBI HACIIKH JTS 3I0pOB’A ITUX CTaHIB Hapa3i HEBIOMi.
TaKox MOBITOMILLITOCS IIPO OCTEOHEKPO3 (3aruOeNs KiCTKOBOT TKAHMHEL) TA CHHIPOM BiJHOBIICHHS
iMyHiTeTy y mamieHTiB, AKi IpUAMATH KOMOGIHOBAaHY aHTHPETPOBIPYCHY Tepamiio (THB. TAKOX
po3ain 2 «lotpumMyiTeck 0co6IMBOI 0GEPEKHOCTI 31 TpenapaToM 3UAOBY/IUH).

Sxmo cumnToME Oymb-AKuX TOGIYHHMX peakiii MOCHTIOTHCA, a60 BH HOMiYaeTe GYXb-sKi
no6ivHi peakiiii, He 3a3HaYeHi y HBOMY JIMCTKY-BKIAIHII, 6y Ib-TacKa, IOBIOMTe IIPO IIe JIiKaps
SIKHaUIIBHIAIE.

ITosimomunenns npo no6ivni egpexTn ,

3BEPHITLCA 10 CBOTO JIKaPsI AKINO ¥ BAINOI TATHHHA BUHHKIH 6y Ib-sxi moGigmi peaxuii. Takox 1e
CTOCY€eThCs Hebaxanux edekTiB, Mo He 3a3Ha¥eH] y AaHoMy inpopManiiiHoMy jmcti. Bi Takox
MO>XETe IOBLNOMHUTH PO MoGiuHI peakuii 6e3nocepeaHEO Tepe3 HAIliOHANEHY CHCTEMY 3BITHOCTI,
AKINO BH Ma€Te TaKy MOXJIMBICTE. IloBimoMirmrous npo mobiuni peaxmnii, B MOXETe JOMOMOITH
Kpare 3po3yMiTa 6e3IeKy IbOTo Iperapary.

5. IK 3bEPII'ATH ITIPEITAPAT 3UIOBY IUH

36epirati y HeZOCTYNHOMY It AiTel Mici Ta mosa moieM ix 3opy. He BHKOPUCTOBYUTE IeH
Ipenapar Micis 3aKiHYeHHA TEPMiHy IPHAATHOCTI, 3a3HAYeHOTO Ha KAPTOHHINM yIakoBLi Ta
¢uaxoni micmt «EXP». TepMiH HpHOATHOCTI BiIHOCHTE 0 OCTaHHBOTO JHS 3a3HAYEHOIO
MICSIIS.
30epiraTd y IMiTBHO 3aKpUTOMY bIAaKOHI IPH TeM

He BuxopucToByiiTe Iij Jlikm, SIKIO BH DOMITHI

O3HAaK, fKe BLIp LIRS H%Q@%ﬂ%g%ch
«Matrieonc Papwackromikanc livinem
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°C
fu-ry ONHCAHUX BHUIAMMHUX

/ .

7



7

He cnin yrumnizyBatu 6yab-sIKi JTiKapchbki 3aco0H A0 CTIYHEK BOJ| YU TBEPAMX HOOYTOBHUX BiXOIiB.
3amuTalTe BAIIOTO JKaps, SIK CNiJ YTHJII3YBATH JIKapchki 3acobu, ki Ginblne He IIiAIAraroTh
3acTocyBaHHIO. L] 3aX011 HOIIOMOXYTh 3aXUCTUTH HABKOJIMIMTHE CEPENOBHIIE.

6. BMICT YIIAKOBKH TA IHIIIA TH®OPMAIIISA

o micTuTe MpennapaTt 3uaoBy UK
Jlifo9a pedoBHHA Ipenapary - 3uJ0BYIHH.

[omi XoMHOHEHTH: HaTpifo OeH30aT, KHCIOTa JIMMOHHA Oe3BoiHa, IVIIEPHH, C€axapo3a,
apoMaTH3aTOp MOJIYHHI, BOJA OUHINEHA.

Sk purinnae npenapat 3UA0BYAHH TA BMICT YIAKOBKH
ITposopa cupomononi6bya pinuaa Bix 6e30apBHOrO 10 6:1i710-)KOBTOTO KOILOPY, M0 MiCTUTE 50 MI
IIF0901 peUOBHHY 3UIOBYAHHY B 5 MIL

Henposopuit MonodHO-6inmmii KOHTeHHEp €MHICTIO 250 MI 3 IONieTHIIEHY BHCOKOI INITFHOCTI
(HDPE) i rBuHTOBa KpHImKa 28 MM OiI0ro KOIBOpY 3 MONINOpONiNEHY 3 IBAyKIiHHEM
3aIarOBAILHIM TaMIIOHOM BCEpPE]IHHI.

100 mn HDPE =nenposopmii Oimmii konTefiHep i 28 MM KpuInka G6imoro KOJIBOpY, INO
3arBHHYYETHCSA, BUTOTOBIECHA 3 IONIIPONUIEHY 3 IHAYKIIHHAM T€pMETH3YIOUHAM TaMIIOHOM
BCEpETUHI.

PosMip ymaxosku: 240 vt Ta 100 mur.

Ho3ysansai IpHCTPOi: ImmIprr Ha 3 MII i mmpui Ha 10 MiI, SKi BEKOPHCTOBYIOTECS 3 aNallTepOM
JUIA HU3BKHX 1 BUCOKMX 03 BIAOBITHO.

3agBHHK Ta BHPOOHHK

Bnacnux peecmpauitinoezo noceiduenna Bupobrnux

Maxneonc @apmaceroTukaic Jlimiten Maxseonc @apmacerotrkaic Jlimiten
Arnanra Apkane, Mapon Yapu Poan, Binemx Txena, 10 Jlonximaiipa,
Agnxepi (Ict), Mymb6ait — 400059, Inzia Texcin banmi, Hictpikr Conan,

Ximagan [Ipagem, 174101, Tamis.
Ten: +91-22-66762800

Dakc: +91 -22-28216599 Ten: +91-01795 661400
Korrakt: Sandhya Jadhav ®akc: +91-01795 661452
Email: sjadhav@macleodspharma.com jayaramk@macleodspharma.com

o6 oTpumatm Oymp-sKy iHGOpMAIil0 [Po IMeid Mpemapar, 3BEpHITECA IO MICIEBOTO
IIPEACTAaBHAKA 3asBHUAKA:
Jlanui THCTOK-BKIAIHII 3aTBepaxKeHo Y Bepecui 2020 poky.

Fonosa llpencraBHuLTsa
«Makneonc apwackroruanc llimitem
[Nan Bimxan bagexap




Ilepexnao 3 anzniticbkoi Ha YKPAHCHKY MOBY

KOPOTKA XAPAKTEPUCTHKA JIIKAPCBKOI'O 3ACOBY

1. HA3BA JIIKAPCBKOI'O 3ACOBY

3un0ByIMH

2. SIKICHUM TA KIJIBKICHHI CKJIAJL

1 M1 po3unHy MIicTUTH 10 MT 3UOBYAVHY.

1 M1 po3umHy MicTuTh 2,00 MI HaTpito OGEH30aTy.

5 MJI pO3UHHY MICTUTE 2,25 T caxapo3u.

IloBHuUI IEpeNiK JOMOMIKHUX PEUOBHH JIUB. Y po3aii 6.1

3. JIKAPCBKA ®OPMA

Pozuun opanbrwmii o 50 Mr/5 M
IIpo3sopa cupononoxitya pigusa Bix 6e30apBHOTO 0 6JIiT0-KOBTOTO KOIBOPY.

4. KJIHIYHI OCOBJHUBOCTI

4.1  TepaueBTHYHI NOKA3AHHS

3UIOBYIMH NOKa3aHAN B aHTHPETPOBIPYCHiN KOMOiIHOBaHIN Tepamil 1 iKyBaHHS HiTel, iHdikoBaHux
BipycoM iMmyHOnedinuty moanuu (BLT).

3uIOBYIMH MTOKa3aHWi Ay epBHHEHOT mpodinaktiku BlJI-iadexmii y HoBOHAPOHIKEHIX.

Lewi npooyxm npusnauenuii ona oimei. Ilpome, inghopmayis o000 be3nexu HAOAEMbCS CMOCO8HO NPobeM
300p08°s OOpPOCNUX, MAKUX K 30X60PIOBAHHS WNeYiHKU, 6AZIMHICMb ma 200Y6aHHA 2py0oio, O
3abe3neyeHHs NOBHO20 00CYNY 00 8cici HeobXIOHOT iHpopMayii.

4.2  JlozyBaHHs Ta cnoci0 3acTOCYyBaHHA

IIepopanshe 3acTocyBaHHI.

3UIOBYIMH MOXXHA OPUIMaTH HE3aIeXKHO BiA IpUitoMy TxKi.

Tepaniro IoOBUHEH NpU3HAYATH JIiKap, KU Mae HocBix nikyBanust BUI-1 indexmii.

Incmpykyia ona 3acmocyeanns
Pozyum Mictuts 10 Mr 3unoBymHy Ha 1 Mi1. MakcumaabHa Ho3a He IOBHHHA mepeBuryBary 300 Mr asigi
Ha JIeHb.

PexomenmoBane 103yBaHHSA B 3aJI€3KHOCTI Bi MacH Tijla Juis JiTeH crapime 6 THKHIB
Jiana3zon macu (Kr) Jo3a
Bin 3 no 5.9 xr 6 M1 (60 Mr) f1BiYl HA IEHB
Bix 6 o 9.9 xr 9 mu1 (90 mr) /BidI Ha IEHb
Bin 10 no 13.9 xr 12 v (120 mr) nBivi Ha I€HD

JI71 manieHTiB 3 Macoro Tina morax 14 kr xocrynHi iHmi GOpMHE, MO MICTATH OLMBITY KUTBKICTh HiXOUOL
PEYOBHHH.

Jo3a naa npodinakTHKH nepenadi 3axpoproBanus Bix Mmarepi xo qaruan (IIMT)

SAHNGAICIKHO BilT

",

HaIllOHAJILHUX peKOMEeHaIlii.

Fonosa pecTasHuuTEa
Marreone Dapracsorukanc Nimitem
Max Bigwan bagekap
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PexomenpoBaHe 103yBaHHS B 3aJI€KHOCTI Big MacH Tijia s qireit
B HAPOMKEHHS 0 6-THXKHEBOTO BiKy*
Maca npu mapomxenni 2000-2499 r 1 M (10 Mr) aBiYi Ha TEHB
Bara npu Hapomkensi nosan 2500 ¢ 1.5 M (15 Mr) nBivi HA OEHB
*HeMoBIsiTa 3 MAJIOIO MACOIO TiJIa IIOBUHHI OTPHMYBATH HO3YBAHHS ¥ MI/KT.

V¥ 3B’43Ky 3 THM, 100 HEOOXiHI HEBENHK] 06’ €MHU IEPOPATTHHOTO PO3UHHY, CIiJl OYyTH 00CPEXXKHUM IIPH
PO3paxyHKy 103 JUIT HOBOHAPOKEHHUX.

Kopuzysanns 0osyseanns

layienmu 3 zemamonozisHumu ROGIYHUMU PeaKyiamu

CiJx po3TJITHYTH MOXITHBICTE 3aMiHM 3UAOBYIUHY Y IALIIEHTIB, Y IKAX PiBEHE reMorIotiny abo KimbKicTs
HEATPODINB 3HMXKYETHCS MO KITHITHO 3HAYYINOTO piBHA. HeoOXiIHO BUKIIOUATA iHINI I[TOTEHIINAHI
IPHYMHYE aHeMil a0 HeUTpOITeHil.

Criz po3mIIHYTH MOXKIIMBICTS 3MEHINCHHS 03K 3UAOBYANHY ab0 IPUIIUHEHHS JIIKYBAHHS 33 BiZICyTHOCTI
albTEPHATHBHUX METO/IB JIKyBaHHS (IUB. po3nim 4.3 ta 4.4).

Xeopoba neuinxu
Hemae HeoOXimHOCTI KOPUTYBATH NO3Y IIPH JIETKOMY Ta HOMipHOMY HOpYIIeHHI GYHKIIT Ie9iHKy, ajie ne
MOJX€ 3HaJOOUTHUCS MIPH TSHKKUX HOPYMIEHHIX QYHKIIT HediHKY.

Hopywenna gynxyii Hupox

ITamieHTaM i3 TSDKKOIO HUPKOBOKO HEMTOCTATHICTIO (KiipeHC KpeatuHiny < 10 Mi/XB) 3 reMoniamizoM abo
6€e3 HBOTO 03y CIIix 3MeHIIUTH. [ TOPOCIMX peKOMEHIORBAHO 3HIDKEHHS T03M 3UAOBYIUHY Ha 33-50%.
HeTanbHi iHCTPYKIIT IIOI0 3aCTOCYBAHHS MpenapaTy SUI0BYUH Hepel 3aCTOCYBAaHHAM IUB. Y pO3aii 6.6.

43  IIporumoxazamus

3u0BYIMH IPOTANIOKA3AHMH IMaIieHTaM 3 KIIHIYHO 3HAYYINO TilepuyTIUBICTIO N0 3HAOBYIHHY abo 10
1HIMPX KOMIIOHEHTIB Iperapary.

3UIOBYIVH IIPOTHIIOKA3aHMI IIANiEHTaM 3 aHOMAIGHO HH3BKOIO KUBKICTIO HeHTpodimiB (MeHIme
0,75 x 10%/1m) a6o HE3EKHUM piBHEM TeMOrI06iHy (MeHIe 7,5 T/ a60 4,7 MMOTIB/IT).

3uIOBYIMH IPOTHIIOKAa3aHMM HOBOHAPOKEHUM 3 rinepOinipybiHeMiero, mo motpedye MKyBaHHS, KpiM
doToTepanii, Ta HOBOHAPOUKEHIM i3 pIBHEM TpaHcaMiHa3, IO IIEPEBHIYE HOPMY OLIBI HixK ¥ 5 pa3is.

4.4  Oco0uuBi 3acTepexxeHHs Ta 3aCTEPEKEHHS IPH 32CTOCYBAHHI

Ilepeoaua BIJI

Xoga 6ymo moBeneHO, mo edekTuBHE IHTIOYBaHHS BIpyCy 3a JOIOMOIOI0 AHTHPETPOBIPYCHOI Tepamii
CYTTEBO 3HIDKYE PHU3MK Ilepefadi CTaTeBUM LIULIXOM, HE MOJKHA BHKIIOUATH 3QJAMIKOBHH PH3UK.
3ano6LKHI 3aX0TH AT 3aN00iraHHs IrepeIadi CiJ BXHBATH BiIIIOBIIHO 10 HAIIOHATBHUX PEKOMEH/IAIILH.

Inwi npenapamu
Cnig yHHMKaTH OJHOYACHOTO 3aCTOCYBaHHS pUGaMIiIHy abo CTaByouHY 3 3HIOBYIHUHOM (IMB.
pozmin 4.5).

Temamonoziuni nobiuni peaxyii

VY DamieHTiB, SKi OTPEMYIOTH 3HWIOOBYIHMH, MOXYTH BHHWKATH aHEMis, HEHTPONEHis Ta JIEeHKOTeHis
(3a3BHyYall BTOPHMHHI IO BITHOINEHHIO IO HEUTpOMEHii). Bouu 3aie)xaTh Bif H03H 1 3a3BHYAll BHHUKAIOTH
4gepe3 4-6 TkHIB Teparii. Moxxe 3HaT0OUTHCS IPHITMHECHHS TPAAOMY 3UI0BYIHHY, SIKIIO I Yac Tepanii
BUHWKAE TSOKKA aHeMis (< 9 /1 (5,6 MMois/m)) abo MieocyTpecis (KinpKicTs HeTpodinis < 1,0 x 10%/m).

3axeoprosanus neyinku

Crin 6yt obepeXXHIMHE IIpY MPH3HAYCHHI HYKJICO3UIHUX 1

BKJTIOYAFOYU 3UAOBYIHE, MALIEHTAM 13 3aXBQPIOBAHHAMY 11
én108a [1DEACTARHILIE

«Makneose Bapwacstornsanc flimien
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[TamienTu 3 yxe icHyrouoro THCOYHKIIECI MEUiHKH, BKIIOYAIOYH XPOHIYHUN aKTUBHHH I'EIIaTHT, MAIOThH
IIIBUIIERY 9aCTOTy IOPYINeHs QyHKIiT medilke mis qac KoMGIHOBAHOT AHTHPETPOBIPYCHOI Tepamii, ToMy
iX CIiJt KOHTPOJIFOBATH BiJIIOBIAHO O CTAaHAAPTHOI IPAKTHKH. SIKIIO € O3HAKH HOrIPIIEHHS 3aXBOPIOBAHES
NEYiHKK Y TAKUX HAIi€HTIB, CIIT PO3TIIIHYTH IUTAHHS PO [lepepUBaHHs ab0 MPHIHMHEHHS JIiKyBaHHs.
IlanienTr 3 XpoHi4HUM renataToM B abo C, sxi 0TpuMyroTs KOMOIHOBaHY aHTHPETPOBIPYCHY TEpamifo,
MAIOTh ITi/IBUNIEHMHE PU3MK THKKAX 1 HOTEHIIHHO NeTanbHux Ho6iunux edekTis 3 6oxy newinkm. V pasi
CYIYyTHROI aHTUBiIpycHOI Tepamii remarury B abo C, 6ymp j1acka, TAaKoX 3BEPHITHECS ZIO BiANOBimHOT
imdopmanii momo mEx Jikapcekux 3aco6is. OpHOYACHE 3aCTOCYBaHHA PUGABIPUHY 3 3HIOBYAUHOM HE
PEKOMEHTY€ThCSA depe3 MiABUIIECHNH PU3NK aneMil (uB. po3in 4.5).

Cunopom imynnoi peaxmueayii

YV BUI-indikoBanux IamieHTiB i3 TSOKKEM iMyHOZedimmTOM mij dYac mIpu3HadeHHS KOMOIiHOBaHOI
anTuperposipycHoi Tepamii (KAPT) Moxe BUHHKHYTH 3alAIbHA PEAKIid Ha 6€3CHMITOMHI 260 3aTHITKOBI
YMOBHO-IIATOTE€HHI MIKPOOPTaHi3MH Ta CIPHYMHHTH Ccepdo3Hi KIiH{4Hi cTagm abo 3arocTpeHHEA
CHMITOMIB. SIK IIPaBHIIO, Taki peakiii CIOCTEPiraloThCs MPOTATOM HEPIIMX KibKOX THOKHIB a00 MiCsIiB
micia modarky KAPT. BinmoBinHuME IpuKiajaMu € IATOMETANOBIpYCHHH DPETHHIT, TeHepalizoBaHi
Ta/ab0 BOTHHMINEBI MikoGakTepiansHi iHbexmii Ta MHEBMOHIA, cupudauaena Preumocystis carinii. Crig
OWiHKTH OyIb-Ki 3aIbHI CHMITOMHE Ta P HEOOXiIHOCTI pO3IMOYATH JiKyBaHHL. Takox MOBimoMIIIOCS
IIpO ayTOIMYHHI po3ya i (Taki sk xBopoba 'peiiBca) Ha Thi peakTHBalii IMyHITETY; OZIHAK 3apecCTPOBAHMEL
9ac 10 NOsABU OUILIN BapiabebHUM 1 MOXe BiIOYTHCS Yepe3 6arato MicsIliB MiC/ MOYATKY JiKyBaHHS.

Jlinooucmpodpia

KombinoBana aHTHpeTpoBipycHa Tepamis Oyila HOB’S3aHA 3 IEPEPO3NMOMIIOM JKHPY B OpraHi3Mi
(mimomucTpodiero) y mamientie 3 BUI Bumuii pusuk BTpaTd mepudepddHOro XHpY IIOB’S3aHME i3
3aCTOCYBAHHAM CTaBYJMHY a00 3UTOBYIMHY, & TAKOX i3 MTHIMH DalieHTaMH, O1MbII0r0 TpuBamicTio APT
1 OB’ I3aHIMM 3 IAM MeTaboNiTHIME HopynIeHHaME. Kotiniane 06cTeXeH s IOBHHHEO BKIFOYATH OIHKY
¢izuuHEX 03HAK Iepepo3mofiny sxupy. CIif po3IISHYTH MOMIIMBICTE BHMIpIOBAHHS PIiBHA JHIIB ¥
CHPOBATII KPOBi Ta PiBHA I'TFOKO3HU B KPOBI HATINECEPIIE, & TAKOXK BiANOBiNHE ITiKyBaHHS NOPYIIEHb JIiIIiIiB
(maB. posnin 4.8). Ilopymenss ninigHOro o6MiHy CNij JKyBaTH HANEXHMM THHOM, BKIIOYAIOTH 3aMiHy
3UJOBYAMHY allbTEPHATHBHHAM aHTHPETPOBIPYCHHM IIPENapaToM, SKINO Iie MOXIHBO (IHB. po3ail 4.8).

Jlaxmoayuoos

Jlakroamunos € pifKiCHEM, aje BaXKHM, NOTEHIUINHO HeOe3medHmM IS JKUTTS YCKIAJHCHHIM,
IOB’SI3aHAM 13 3aCTOCYBaHHAM HYKJICO3MAHMX iHIiGiTOpiB 3BOpoTHOI TpamckpunTasw (HI3T).
Jlakroamuno3 MoXXe BHHHKHYTH depe3 Kilbka MICALIB IICHsS HOYATKy JIKyBaHHA. IlamieHTH 3
TinepiakTaTeMiel0 MOXYTh OyTH y Ge3CHMITOMHOMY CTaHi, KPHTHYHO XBOPHME a00 MOXYTh MAaTH
HecHend(ivHi CHMIITOMH, TaKi K 33/IAIIKa, BIOMIOBAHICTH, HyI0Ta, OIIOBAHESL, Aiapes Ta 6Gilb ¥ KHUBOTI.
@akTopu PH3HKY JAKTOAUU03Y, 0B s3ar0ro 3 HI3T, BKIFO9ArOTE XiHOYY CTATh Ta OXMpPiHHA. [TanieHTH
3 MIIBAIIEHUM PH3AKOM ITOBUHHI epeOyBaTy Mix peTeNbHAM KIIHITHAM HarnsgoM. OHAK CKpHHIHT Ha
iNEpIaKkTaTeMil0 y O€3CHMOTOMHUX NAUi€HTiB, ski mnpmiiMaors HI3T, He peKOMEHIYETHC.
CuMOTOMATHIHI IAIEHTH 3a3BUYall MalOTh PiBEHb JTAKTATy > 5 MMOIK/I i HOTPe6YIOTH IPUIIMHERHS BCiX
HI3T, pxirogaroun 3u10ByAuH. PiBeHb MOIOYHOT KucnoTy > 10 MMoITs/1 3238H49ait MOTpebye HeBimKIamHol
MEIMYHOI OTIOMOTH.

Mimoxouodpianvna oucgyuxyis
byyno mponieMOHCTpoBaHO, IO HYKIEO3HHI Ta HyKICOTHIHI aHAJIOTH in Vifro Ta in vivo BHKIHKAIOTH
PI3HMHN CTYMIHE NOMKOMKEHHS MiTOXOH):[piﬁ bymu nosinoMieHHS Ipo MITOXOHAPIATEHY AUCHYHKIIIO y
BUI-neraruBHUX HEMOBIAT, SKi MiATAaBATMCS BHYTPIINHLOYTPOOHOMY Ta/ab0 MOCTHATATBHOMY BILIHBY
aHATIOTIB HyKIICO3UAIB. OCHOBHAMM MOGIIHMMY JBMINAMH, TPO SKi IOBIMOMISUIOCSH, € TeMaToNOridH]
posIa (amemis, HEWTpOIEHI), MCTa60JIl‘{H1 posnagu (rmepﬂa 5
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Yl NOCTiMHUMU. Byne-ska muTHHA, fKa BHYTPIIHBOYTPOOHO KOHTAKTyBala 3 HYKJICO3WIHUMH Ta
HYKJIEOTHIHUMH aHajoraMu, HaBiTh BlJI-Heratupni niTw, mMoBHMHHA IPOHTH KIiHIYHE Ta jabopaTopHe
CIIOCTEPEXEHHSI Ta OyTH IOBHICTIO OOCTEXX€HA HAa MOKIMBY MITOXOHIpIiabHY MUCQYHKINIO y pasi
BIJMOBITHEX O3HAK ab0 cuMmmToMiB. 1li BUCHOBKM HE BIUIMBAIOTH Ha ITOTOYHI HAI[IOHATBHI peKOMenmartii
INOZ0 BHKOPHCTAHHS AHTHPETPOBIPYCHOI Teparli y BariTHHX XIHOK UL 3amo0iraHHs BEpTHKAILHIN
nepenagi BLJL

Ocmeonexpos

INoBimoMisIoCs PO BHIIAAKU OCTEOHEKPO3y, OCOOIMBO y MAII€HTIB 13 mporpecyrodoio BIJI-xBopo6oro
Ta/abo TpuBanWM IpHHOMOM KOMOIHOBaHOI aHTHPETPOBIpycHOI Tepamii. ETiomoris BBaXacThCs
OaraTopakTOpHOIO (BKIIFOUAIOUH BHKOPHCTAHHSI KOPTHKOCTEPOINiB, BXHUBAHHSI AJIKOTONIO, BAXKY
IMyHOCYTIpecito, BHIHI iHAeke Macu Tina). [lailienTam cif mopaguTi 3BEPHYTHCS IO JIKAPS, SIKIIO BOHM
BIYyBaIOTH OB y cyrimobax, CKyTiCTh CyIio0iB abo TPYIHOIL 3 PyXOM.

Honomiscni pewosunu

3uN0BYAMH MICTHTH caxapo3y. [lamientam i3 piOKICHUMH CHaIKOBHMH IpoOJieMaMy HEMEepPEeHOCHMOCTI
dpyKTO3H, IOPYIIEHHSIM BCMOKTYBAHHS TIIOKO3U-TANakTo3u ab0 HEJSOCTATHICTIO caxapa3d-130MaibTasu
He CJILT DpuiiMaTH et nperapar.

Le#t mpenapar TakoxX MICTHTH OeH30aT HaTpiro. 30iMbmIeHHS OimipyOiHeMil mmiciig HOTO BHTICHEHHS 3
anmsOyMiHy MOX€ MOCHINTH HEOHATAIBHY JKOBTSHYINO, SKa MOXE IEPepOCTH B CEPLEBY KOBTSHWMIO
(BlaxIaneHHs HEKOH IOrOBAaHOTO OLTIpYOiHy B TKAHHHI MO3KY).

4.5 Bzaemopis 3 iHMHMM JiKAPCHKHMH 32¢00aMHU TA iHIIi BHOH B3aEMOIil

Pugpamniyun

3 oOMexXeHNMHU TaHNUMH, TIO€JHAHE 3aCTOCYBaHHSA 3UA0BYMHY Ta pubamminuay smenmye AUC (mmorma
IIiJ] KPUBOIO KOHIIEHTPAITi1 B ITa3Mi KpoBi) 3unoByauHy Ha 48 % + 34 %. [1e Moxe IpH3BeCTH JIO YaCTKOBOL
abo MOBHOI BTpaTu eQeKTUBHOCTI 3uAOBYNrHY. CiIifi YHAKATH OJHOYACHOTO 3aCTOCYBAHHS pUGaMITIITHHY
Ta 3UOBYIHHY (IHB. po3ain 4.4).

Cmagyoun

3unoByIWH y KOMOIHAmil 31 CTABy[MHOM € aHTAarOHICTWIHUM in Vifro. CIill YHHKATH OJHOYACHOTO
3aCTOCYBAHHA CTaBYIHHY Ta 3UJOBYIUHY (IHB. po3mii 4.4).

IIpobeneyuo

IIpo6erenun nimsunmye AUC supoBymury Ha 106 % (miamasom Bixm 100 mo 170 %). Ilamiedtu, sxi
OTPMMYIOTH OOMIBa IpenapaTy, IOBHHHI IepeOyBaTH MiJ PETENHHAM HATIAAOM IMOA0 T'eMAaTOJIOTIYHOL
TOKCHYHOCTI.

Jlamigyoun

Ilomipae 361UmBIMEHHS Cmax (28 %) 3MOOBYIOHHY CHOCTEPITacThCs MPH OJHOYACHOMY 3aCTOCYBaHHI 3
JIaMiByJWHOM, ofHak 3aranbHa Kourenrpaiis (AUC) icToTHO He 3MIiHIOETECS. 3UIOBYIMH HE BIUTHBAE Ha
(dbapMakOKIHETHKY JIaMiBYIUHY.

Denimoin

3adikcoBaHO HHU3BKUH piBeHB (EHITOIHY B KPOBI MESKMX XBOPHUX, SKi OTPUMYBAIM 3UTOBYAHH, X04Ya B
OIIHOTO XBOPOTo OYB BUSBIIEHUH BHCOKMHU piBeHb. L{i maHi CBi9aTh, MO IIPH OJHOYACHOMY 3aCTOCYBaHHI
000X IIpenapariB CiiJl peTeIbHO KOHTPOJIOBATH PiBEHb (EHITOTHY.

Amosaxeon

31M0ByIMH HE BIUIMBac Ha (apMakOKiHETHKY aroBakBoHy. OHAK BIATIOBIAHO N0 (hapMaKOKiHETHIHIX
JaHMX aTOBAaKBOH 3MEHIINYE DPIBEHH METabOoNI3My 3UAOBYIVHY A0 HOro DIIFOKYPOHIZHOTO MeTabomiTy
(rmoma iy GapMaKOKIHETHIHOO KPHBOXO «KOHUEeHTparis — 9ac» (AUC) 3unoBynuHy 301IBIIYETHCI Ha
33 %, 1 Cmax TTOOKYPOHINY y IUIa3Mi 3MeHIIyeTbesa Ha 19 %). 11 sypanfi 500 abo 600 Mr/mody
NIPOTAroM 3 THXHIB JIIKYBaHHS aTOBaKBOHOM TOCTPOL ITHEBMOHE : i Pneumocystis carinii, y
Jy’Ke TIOOJUHOKHX BHUIIANKAX MOXKE 3POCTH YacTOTa M00I4H HHX 3 BUIIMM piBHEM
3UIOBYIUHY y Ia3sMi kposi. [Ipu TpuBamoMy JTIKyBaHHI aTOR YeTeIEHO CIOCTepiraTa

3a Halli€eHTOM.
Fonosa MoeacTaskKLTBa
«Makrieoric Dapwacuroraranc Nimimem

flan Binwat Ranavan




Banvnpoesa xucnoma, gpnyxonason i memaoon

Ilpu cymicHOMY 3acTrocyBaHHI i3 3umoByOMHOM 30impuryeThes Horo AUC i3 BIANOBIMHUM 3HHXECHHIM
KJIIpeHCy 3unoByauny. OCKITBKY HaHi 0OMeXeH], KIiHIYHa 3HAUYIIiCTh IIBOTO SIBUINA HEBIIOMA, ajle KO
3UIOBYMH BHKOPHCTOBYETHCS ONHOYACHO 3 BAJIBIIPOEBOIO KHUCIIOTOXO, (PIYKOHA30JI0M ab0 METAIOHOM,
CIILT PETENFHO CHOCTEPIraTH 3a MalieHTaMy MO0 MOTEHIIHHOT TOKCHYHOCT] 3U/IOBY/IHHY.

Pubasipun

3arocTpeHHs aHeMii, OB’ sI3aHE 13 3aCTOCYBAHHSIM pHOABIPHHY, CIIOCTEPITANOCh ¥ XBOPHUX, SIKI HIPUAMATH
3UAOBYIUH y CKJIaAl KOMIIIEKCHOIrO pexumy JikyBanHs BIJI, xoga TOWHWI MeXaHI3M IIBOTO SIBHINA
3aIIMIIAEThCSA Hes acoBaHuM. He pexoMeHxyeThCs 0THOYACHE 3aCTOCYBAaHHS PHOABIPHHY 3 3WIOBYIHHOM
4epe3 MIOBUINCHUN pH3UK aHeMil (muB. po3ait 4.4). Ciif po3TistHyTH MOXJIINBICTS 3aMiHA 3UIOBYIUHY B
KOMOIHOBaHI¥ aHTHPETPOBIPYCHIN CXeMi, SKIIO Ie BXXe BCTaHOBICHO. Ile Oyae 0COOIHBO BAXIUBO VIS
TIALi€HTIB 3 BiIOMOIO ICTOPIEIO aHeMil, CHPHIHMHEHO! 3UTOBYTHHOM.

Hegpomoxcuuni ma mienocynpecusni 3acobu

CymicHe 3acrocyBaHHA, 3HCOLNBIMOrO Y TOCTPUX BHIOAAKAX, 3 NOTCHUIHHO HEPPOTOKCHYIHHMH abo
MIEJIOCYIIPECUBHUMH IIpenapaTaMu (HAIPHKIIAM, CHCTEMHIM TIeHTaMiIHOM, JAIICOHOM, ipUMeTaMiHOM,
cynb(aMeToKkcazonoM +  TPUMETOmPHMOM, aM(pOTEpHLMHOM, (IYMUTO3HHOM, TaHIWKIOBIPOM,
1HTep(pEepoHOM, BIHKPHCTHHOM, BiHOJACTHHOM i HOOKCOPYOIl[MHOM) TaKOX MOXKe 30UIBIIATH PH3HK
no6IYHNX peakniil Ha 3uNoBYIUH. SIKINO HEOOXiHA CYILYTHA Tepallis OyIb-IKUM i3 IIUX IperapaTis, CIi/
0COOJIHMBO PETENFHO KOHTPONIOBATH (QYHKIIIO HUPOK 1 TeMATONIOTITHI MapaMeTpH Ta, AKIMO HeOOXixHO,
3MEHIIUTH 103y OAHOT0 ab0 KiTbKOX Ipenaparis.

Inwa ingpopmayis

ObmMmexeHi NaHl KIHIYHAX JOCTIKEHb HE BKa3yIOTh Ha CYTTEBE MiJBUINCHHS PH3UKY MOOITHUX peaKiriit
Ha 3UIOBYIWH pa3oM i3 CyIb(haMeToKCca30JoM + TPHMETOIPHMOM, IIeHTaMiTuHOM Yy $opMi aepo30IIiB,
IipUMETaMIHOM Ta alUKIOBIPOM Yy J03aX, OO0 BHKOPHCTOBYIOTHCS VIS MPOQIiTAKTHKH.

Tabnerku KIapATPOMINHMHY 3HIDKYIOTH BCMOKTYBaHHS 3HIOBYIMHY. I[[Oro MOXHA YHHKHYTH,
PO3IIMUBIIY IPUHOM 3UIOBYTUHY Ta KIAPHTPOMIIIUHY IPHHANMHI Ha JIBi TOIWHA.

4.6  @epTHIBLHICTH, BATITHICTH i roAyBaHHS rPyIAI0

Bazimnicmeo

Benwmka KinbKiCTh JaHUX INOJO BAariTHUX JKIHOK CBIYATH PO Te, IO 3UAOBYAUH He CIIPUIMHSIE BPOIKEHAX
BaJl PO3BUTKY ab0 3HAYHOI TOKCUIHOCTI JUIA IUTOZa 9¥ HOBOHAPOHKEHOTO.

JlocnmifiKeHHS Ha BaTiTHUX ITypax 1 KpOJWKaX, sKi OTPAMYBAIH 3UAOBYIHH IIEpOPAIHHO B 103ax 1o 450 i
500 wr/kr/mo6y BiADOBIMHO MPOTATOM OCHOBHOTO IEPIONY OpraHoreHe3sy, He BHSBIIM JOKa3iB
TepaToreHHocTi. IIpoTe cnocTepiraiocs CTAaTUCTAHYHO 3HATyINE 301IbINeHHS PeTanpHOT pe3opOmil y mypis,
sIK1 oTprMyBaym Bix 150 mo 450 Mr/kr/mens, i y KpolMKiB, ski orpuMyBana 500 Mr/Kr/aeHs.

3U0BYAMH MOXHA 3aCTOCOBYBATH IiJi 9ac BariTHOCTI, SKIIO € KIIHIYHA HeoOXiaHicTh, ajle He MOXKHa
BUKIIFOUWTH PHU3UK UL IUIOAA.

I pyoune euzo0o8ysanns

3UIOBYIUH BHAUIIETHCS B TPYAHE MOJOKO TOAYIOUMX MatepiB. Ilepmr HiX KOHCYJIBTYBAaTH HAlli€HTIB 3
LBOro IIPHBOLY, CIiJl O3HAWOMHTHCS 3 TIOTOYHHMH pekoMmeHaanmisMu mono BIJI Tta rpymaOTrO
BUrooByBaHH:. [lepeBaxHi BapiaHTH MOXYTH BIPI3HATHCS 3aJIE)KHO BiX MICI[EBHX YMOB.
DepmunvHicmy

3u0oBYAMH HE IOTipOIyBaB (EepPTHIHHICTH CaMIliB a0 caMOK y IIypiB, SIKHM MEPOPATBLHO 3aCTOCOBYBAIX
no3u 1o 450 Mr/kr/aeHs. Hemae narux Mmoo BIUTHBY 3UIOBYIMHY Ha XKiHOYY QepTIIIBHICT. Y YONOBIKIB
HE BHSBJIEHO BIUTUBY 3UAOBYJIMHY Ha KUIBKICTE, MOP(OJIOTIIO a0 pyXJIMBICTH CIIEPMATO301MIB.

4.7  BnuuB Ha 3JaTHICTH KEPYBATH TPAHCIOPTHAME 32c00aMH TA HPAOBATH 3 MEXAaHI3MaMH
JocniokeHHs 3 BUBICHHS BIUIUBY 3UJIOBY/IMHY HA IIBUOKICTH peaKun IIpH KepyBaHH] aBTOTPAHCIIOPTOM
abo pob6oTi 3 iHIUME MexaH13MaMH HE MPOBOJIH. Tlppr L 3,IIaTHOCT1 nameHTa KepyBaTH

0ri0Ba [1pacTaBRULTEA
«Matneonc Gapsackiotusanc Miirem
an Bigxai bagexap

Ipod Ik TOOIIHIX peaKIIIfI npenﬁpa'ry 3UIOBY/IHH.
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4.8 HoGiaui peaxuil

Haii6inem cepiio3ni mobidni peakuii BKIOYAIOTH aHEMIIO (sSKa MOXXE BHMAaraTH IepeluBaHHSI KpOBi),
HEUTPOIIeHIIO Ta JeiikomeHiro. BoHmM cmocrepiraivcs dactiliie OpH 3acTocyBaHHI BHIIUX Ho3 (1,2-
1,5 r/nens) 1 Ha cranii BUJI-indekmnii, ocobmuBo y marieHTiB i3 KimpkicTio kmitiH CD4 menme 100/mi.
Mo>xe BHHUKHYTH HEOOXITHICTE Y 3HMKEHH] 03U ab0 IpHIIMHEHH] Tepanil (uB. po3ain 4.4).

Kpim Toro, 3umoByamH OyB NOB’s3aHM{ 13 CHHIPOMOM JINOJUCTpodii, BKIIOUAROYM BTpATy
nepudepuaHOro Xupy (auB. po3nin 4.4).

IIpodins nobiyamx peakmiit momiOHMI A JOPOCTUX 1 IITEH.

VY xXomai KOHTPOJNIBOBAaHUX KIIIHIYHHX OCTiKEHH 1 cepil BUmankiB mix wac nikysanuaa BIJI-1-iadexmii
3UAOBYIMHOM IOBIIOMIISIIOCS TIPO HACTYITHI o0iuHi peakrii. [Tobiuni peakiiii, N0 BBaXXAIOTHCI UMOBIPHO
TIOB’A3aHUMU 3 JIKyBaHHSM, IEpepaxoBaHi HIDKYE 3a KiacaMu CUCTEM OpraHiB i wacroToro. Yacrora
BU3HAYAETHCS SK AyXe "acto (> 1/10), wacto (> 1/100, < 1/10), mewacro (> 1/1 000, < 1/100), pigxo
(=1/10 000, < 1/1 000), nyxe pimko (<1/10 000) abo HeBimOMO (HEMOXIIMBO OIIHHTH 3a HASBHUMH

JIaHUMH).

Fonoga MpencTastiLTes
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3 6oky HepBOBOI TonoBHuit 6i1b, |DBE3COHHA, SHHKEHA
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COHJIMBICTD, TapeCTe3il,
CYIOMH
3 OOKy cepIieBo- KapniomionaTis
CYIUHHOI CUCTEMU
3 60Ky mUXaTBEHOL 3amuiika, Kamein
CHCTEMH
3 60Ky TpaBHOrO Hynora. _ MerteopusM,
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3araneHi po3namu Hesnyxagas ActeHis, rapsaka, Curnpom
reHepali30Batuil ik, B1JIHOBJICHHS
O1NIb y TPYIIX, IMyHITETY
TpUIIONIONIOHME
CHHIPOM, 03HOO

3 60Ky HHPOK Ta 301IBIIEHHS YaCTOTH

CHCTEMH

IIob6iuni peaxyii npu sacmocysauni 3u008yOury Ons 3anobizanns nepedayi ingexyii 6i0 mamepi 0o niody:
KonuenTparii reMorno6iny y HEMOBIAT, ki 6e3M0cepeHbO MianaBaTucs 3UAOBYIHEY IPOTITOM IIECTH
TYDKHIB TCIIA TOJIOTiB, 6YIH NEmo HIKIHMY, HDK Y HEMOBIAT y TPy m1are60, ane nepeTHBanHs KPoBi
He OyIo noTpibHe. AHEMIs 3HWKIIA IPOTATOM 6 THXKHIB MICHIA 3aBEpINEHHS Tepallil 3UIOBYIHMHOM.

1logioomnenna npo nioo3prosani no6iuni peaxyii

BaxmBo moBigoMuaTd mpo mimosproBaHi mobiumi peakmii micis peecTpamii mikapcekoro 3aco6y. Ile
JO3BOJIAE IPONOBXKYBATH MOHITOPHHI  CIIIBBiJHONICHHS KOPHCTB/PH3MK JIKapChKOro 3acofy.
ITocTaganbHUKiB MEMMIHMX MOCHYT IPOCATH HOBIAOMISTH Ipo Gymb-ski mimo3proBani mobiumi peaxii
BJIACHUKY PEECTPAIIAHOrO IIOCBIAIEHHS 260, 38 HAIBHOCTI, 4epe3 HAI[iOHATLHY CHCTEMY 3BiTHOCTI.

4.9 IlepenozyBanus

Cumnmomu

TTosimomstTocs PO BHIAIKX TOCTPOro IEpPeR03yBaHHs 3MIOBYIVHY, IO BKIFOYANO BrumB 1o 50 r. He
Oyio BUSBIEHO XONHHX CIENU(IUHMX CHMITOMIB a60 O3HAK Mic/Id IepeNo3yBaHH:, OKPIM THX, IIO
mepepaxoBaHi Ak MobiuHi peakmii. Yci mamieHTr omyxama 6e3 CTIHKIX HAaCIiIKiB.

Jlikysanns

Crin yBaXKHO CHOCTEpiraTH 3a MAaliecHTaMH UL BUSBIEHHS O3HAK TOKCHYHOCTI (mmB. po3min 4.8) i
IPU3HAYATAH HEOOXigHy IATpHMyIody Tepamito. ['emomianis Ta NepUTOHEATBHHM Jiami3 MaroTh
OOMekeHWH BIUIMB Ha BHBEICHHs 3UIOBYIUHY, ale MOCHIIOIOTH BHBEICHHS HEaKTHBHOTO MeTaboliTy
TIFOKYPOHITY.

5. ®APMAKOJIOI'TYHI BJIACTHBOCTI

5.1 ®apmaxoauHaMivHi BJACTHBOCTI
dapMaKOTepaneBTHIHA IPylla: aHTHPETPOBIPYCHI 3aCO0H JUIS CHCTEMHOTO 3aCTOCYBAHHS, HYKJICO3HIHI
1HTi6iTOpH 3BOPOTHOI TpaHCKpHITasH, Kox ATC: JOSAF01

3UNOBYAUH — aHaNor MHAE30KCHHYKICO3HAY THMiJMHY, akTHBHmM mpotH BUI-1 i BIJI-2. 3mmoByqun
GocdoprmoeTses THMITMEKIHA30I0 O aKTHBHOTO MeTaboNiTy 3maoBymmHY S5'-Tpudocdary. Horo
MEXaHi3M [ii morae B TOMY, IO BiH € TEPMiHATOPOM JIAHITIOTA 3BOPOTHOT TPAHCKPHIIIII BipycCy.

Oxpim imribyrodoi Aii Ha 3BopoTHY Tparckpuntazy BIUI, sumosymuny 5'-rpudochaT npuraiuye Gera- Ta
ramma-nonimepasy kituagol JIHK i, sk 6yIio mokasaHo, sHMKye CHHTe3 MiToxoHapiansHoi JTHK.
Kniniyna egpexmuenicmeo

3UNOBYIMH JIOCTIDKYBAM B KUTBKOX PaHAOMI30BAHMX NPOCHEKTHBHEX KIiHIUHMX MOCTIIKCHHIX Y
NO€/[HAHH] 3 IHIDUMH aHTHPETPOBIPYCHUME Ipenapatamu. L{i JOCHiKeHHS TPOXEMOHCTPYBAIIM 3HATHE
sumkerds pisast PHK BUI y mmasmi xposi Ta 36imsmenns kinbkocti CD4-KIITHH IIpH 3aCTOCYBAHHI B
KOMOIHAIT 3 IHITMM HYKJIEO3HIHEM iHri6iTopoM 380poTHOT Tparckpunrtasy (HI3T), a60 HeHYKIeOo3HIHIM
imribiropom 3BopoTHOi Tpamckpunrasy (HHI3T), abo imribitopom mpoteasu (III). V HemomaBHO
IIPOBEACHHUX TOCIIDKEHHAX 33 yJacTIO TAIlieHTiB, sIKi paHille He OTPUMYBATH JIKyBaHHA, 1H(piKOBAHHX
BUI-1, 3a pesynpraTamu aHalisy HamipiB 1o jikysanus > 75 % cy6’exri mam pisess PHK BT y mnasmi
<50 xomi#/mn micns 48 THXHIB KOMOGIHOBAHOTO AHTHPETPOBIpY, Y
VY nocmimxenni CIIA ACTG 076 3sunoByIuH 3HMKYBaB piBe
4acTOTH 1H(GIKyBaHHS IJ1g 1ane60 mpoTh 8 % Ui 3HI0BY.

(Bix 14 mo 34 trxwHiB }3ariTHocri)1 masanu 100 Mr o’sTh pdsk
Tonosa [percTasHiLTaa I

«Makneonc Gapsacsroturanc Mlisitem




OTPHMYBAM 2 MI/KI KOXHI 6 TOAWH N0 O-THXKHEBOTO BiKy. Y KOPOTKOTPHBAIOMY IOCIIiIKEHHI
Tainaaacekoro 1NeHTpy KOHTPOMIO Ta NpodiTakTHKH 3axXBOPIOBaHE 1998 poKy BUKOPHCTAHHS JIHIIIE
nepopaneHoi Tepamii 3umoByauHOoM (300 Mr xBidi Ha JIeHb) 3 36-TO THMIKHS BariTHOCTI JO IIOJIOTIB TaKOX
3HU3WIO piBeHk nepexadi BUJI Bixg matepi no mwronxy (piBens indikyBanusa 19 % st mnanebo mOpiBHAHO 3
9 % Il 3UTOBYIUHY).

Cmitixicmb 0o sipycis

Ilpm Bipycomnoriumii HeBIa4i pe3UCTEHTHICTS X0 3UAOBYIMHY PO3IBHBAETHCSA ABOMA OKPEMUMM, X0Ya i He
BUKITIOYHUMH, IUitxaMi. J[o mepmmx 3 HEX Biggocathes M41L, L210W 1 T215F/Y. Jpyruit Bkirodae
D67N, K70R 1 K219E/Q. Pazom 11 MyTamii Ha3WBalOTHCS «MyTallissMu aHanora TuMimmay» (MAT). ¥V
BipyciB 3 M184V, sx mpaswuio, Heobximui msa-tpy MAT nnst deHOTHIIUHO BHABIEHOI Ta KIiHITHO
3HAUYIOl CTiHKOCTI 10 3uaoByauHy. M41L, L210W 1 T215Y MaroTes OLIBIIHN BIUTHB HA GYTJIMBICTE JO
3UIOBYIMHY Ta mepexpecHy pesucteHTHICTh Ao inumx HI3T, mix inmi MAT. Iami Baknmusi myTamii,
BiniOpaHi 3UNOBYTMHOM, BKIIIOYAIOTH MyTalii BcTaBku T69 i kommuteke Q151M, me g MyTaiiist 3’ IBISEThCS
B NIO€/IHAHH] 3 MyTalllSIMH B MOJIOXKEHHIX 75, 77 1 116. O6uagi i Moei 3a0e3medyoTh BUCOKUH piBEHb
PE3UCTEHTHOCTI JI0 3WAOBYAMHY Ta BCiX IHmMMX aoctymHux Ha mnaAumid MomeHT HI3T. ImMoBipHicTh
IIOCTYIIOBOTO HAKOIIMYEHHsSI MyTallii, ki CTBOPIOIOTH CTiMKicTh no Bchoro knacy HI3T, y pasi
BipycoJoriusoi Hee(heKTHBHOCTI KOMOIHOBAHOI Tepariii, BKIOYAI0UH 3HIOBYIVH, iAKPECITIOE BAXIIUBICTE
PaHHBOI'O BHSBIICHHS BipycoyoriuHoi HeeeKTHBHOCTI. 3ami3Hije BHSIBJICHHS BipyCOJOTigHOI HeBmadi
MOX€E CEpHO3HO OOMEXUTH BapiaHTH Teparii Apyroi JiHii.

5.2 @apmakokineTHuHi BJIaTHBOCTI

3araiabi

DapMaKOKIHETHIHI BIIACTUBOCTI 3WIOBYIUMHY OLIHIOBANA Y 3HOPOBHX JOPOCIHHX IOOpPOBOJIBINB 1

nanienTis 3 BT i3 3aXBOpIOBaHHAME HEYiHKH Ta 63 HUX.

AbcopOuin

Ilepopanbha 610J0CTYIIHICTE 60-70%

Xapyosuil edexr He BrumuBae Ha cTymninb abcopOIril

Posznonin

O6'eM posnoainy (cepemmiit) 1,6 wkr

3B'a3yBanHs 3 Ourkamu mazmu  |34-38%

in vitro

Poznoin Tkamms [ITnpokxo momupeHwii, BKIIOYAI0Yd MO30K 1 CIIMHHOMO3KOBY PiIMHY;
Cunissignomenns CMP/masma 0,6

Busenenns

CepenHiit cucreMHmit kiniperc | 1,6 sw/ron/xr

(CVF)

Cepenniit KiHneBwit mIepios 1,1 rox

HalliBBUBEICHHT

% 1031 BUBOJUTHCA 13 ceuero | 14% y HesMIHHOMY BHIIIAAL, 74% y BUTILAII TIFOKYPOHIY

% 103U BUBOJHTHCA 3 He 3acrocoByeTbes

dbexamsamMu

dapmakoKiHeTHIHA JliniitHi.

JiHiiHiCTH

Jlikapcpki B3aemozii (in vitro)

MeTtabomnizytodi bepMeHTH ['moKypoHi3allis 3 YTBOPERHEFReaKTHBHOIO NIIOKYPOHIIY

OcobauBi rpynm HaceJIeHHS ﬂ T\

=
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Iopymenns GyHKIT HHIpOK 3HIKEHHs KIPEHCY, IO MPU3BOLAUTH N0 30LIBIICHHS EKCIO3AUi]
3UIOBYZIHHY Ta #oro rJIIOKypomJJ;Horo MeTabomity. Bugsieno, mpo
reMofiamis 1 IepUTOHCANBHUH [iali3 HE3HA4YHO BIUIMBAIOTH HAa
BHBEJICHHS 3UOOBYAMHY, TO/1 K BUBEAECHHS METaOOJITY TIFOKYPOHi LY
IIOCHITIOETECS.

[opymenns ¢yukiii mewinku |OOMexeHl maHi cBiq4aTh NP0 HIKYMH KIpEeHC Y TAIlEHTIB 3
MOPYIICHHSIM (GYHKII TETIHKI

[lamienTH MTHHOTO BIKY He 3acrocoByerhbes

[lemiaTpuyHi NamieHTH Y HOBOHAPODKEHWX 1 HEMOBIT BiKOM H0 14 NHIB TTEFOKYpPOHI3aIlis
3HIDKYETBCS 3 MOAANLINNM 301IbIIEHHSIM 010I0CTYITHOCTI, SHINKCHHAM
KIIIPEHCY Ta TIOIOBXEHHSIM IIEPi0y HAliBBUBEACHHS.

5.3 loxninigni JaHi 0e3mex

3acTocyBaHHS BUCOKHX 03 3WAOBYVHY IIiJl Yac JOCHIKEHb TOKCAIHOCT] Ha TBapHHAaX He 0yII0 OB’ a3aHe
3 TOKCHYHICTIO Oy[b-IKOTO OCHOBHOT'O OpTaHy.

Pesynpraty OBrocTpOKOBHX JOCHIIKEHb KAHIEPOr€HHOCTI Ha IMypax i MUMAx He BHABHIM YKOJHOIO
KaHIEPOTCHHOr0 IIOTEHINATY, IO MA€ 3HAYCHHS IS JIFOIHH.

6. DOAPMAIEBTHUYHI JAHI
6.1 Ilepenix noMOMIKHHUX pedOBHH

Hatpiro Gen3oat, KuClIOTa THUMOHHA OE€3BOJHA, TIHIIEPHH, CAaXapo3a, apoMaTH3aTop IOIYHHIS, BOJAA
OUHIIECHA.

6.2 HecymicHicTh
He 3acrocoByeTnes

6.3 Tepmin npaaaTHOCTI
18 Micais.

6.4 Ocob.1mBi 3acTepexeHHs npH 30epiranxi
36epiraTu y INiNBGHO 3aKpuTOMY GIIakoHi mpu TeMueparypi He sume 30°C.,
Iicis neprmoro BigxpuTTs diakona 36epiratu He 6inbme 28 1i6.

6.5 IIpupoxga Ta BMicT KOHTelHepa

Hemnpozopuii Monogno-6immii koRTelHEep eMuicTIO 250 M1 3 momieTriery Bucokoi murmsrocTi (HDPE) i
IBHHTOBA KpHIIKa 28 MM 610T0 KONBOPY 3 HONIIPOIIICHY 3 iHIYKUIRHAM 3alal0BABHUM TaMIIOHOM
BCEPETHHI.

100 mn HDPE =memposopui#i Oinumit koHTelnep i 28 MM Kpuimka GiI0r0 KONBOpPY, IMO 3arBHHYYETHCH,
BUTOTOBJIEHA 3 TIOJIIIPONIUICHY 3 IHAYKIIIHHAM TepMETU3YIOYMM TAMIIOHOM BCEPEIHHI.

Posmip ymaxorku: 240 mi 1a 100 Mt

Ho3yBanpHi IpHCTpoi: mmpur Ha 3 M 1 mmprn Ha 10 M, SKi BUKOPHCTOBYIOTBCS 3 alallTEPOM IS
HHM3LKHX 1 BUCOKMX 03 BIAOBITHO.

6.6 Oco0/mBi 3am00ikHI 3aX001 MO0 YTHII3aNii T2 IHIIOT0 MOBOIKEHHS
Jlo3yrounii MIIpuIr It IEPOPAIFHOTO 3aCTOCYBAHHS Pa3oM i3 aJanTepoM HagacThCs.

BuxopucroByiiTe IIpUIl [UIT HEPOPATLHOTO TO3YBAHHS, MO HAMAETHCS Pa3oM 3 YIIAKOBKOIO, 100 TOYHO
BIIMIpATH O3y I TUTHHU:

1. 3HIMITE KPHINKY IUTSIIOKY 1 30epiraiiTe y HaQiiHOMY MicI.
2. MinHo TpuMaliTe IUBIIKY. BeTaBTe IIacTUKOBU afanTep y
3. MinHo BCTaBTE MINPHIL Y aJamITep. G “MAK,
4. IlepeBepHITS IUIAIIKY TOTOPH THOM.
5. BUTSTHITE IOpIIEHD INIPUIa, TIOKY HIIPUIl He Habepe mo3yiia)

Fonoga lpsncTaBHALTSa
Harneone Paps acamwanrﬂnmen»
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6. IlepeBepHITh INISMIKY TPABHIIBHOIO CTOPOHOIO. 3HIMITH IIIIPHUIL 3 afanTepa.

7. BeraBTe MIIpHIT y pOT Balmol AWTHHY, IPHKJIABING KIHYWK IIIPHIA 10 BHYTPINIHBOI CTOPOHM INOKH.
IloBinbHO HATHUCHITH Ha MOPIIEHb, JAIOYM 4Yac IPOKOBTHYTH. He HaTuckaliTe HaATO CHIBHO Ta HE
BIIOPCKYWTE PIIMHY B IOPIO JUTUHHY, IHAKITE TUTHHA MOXE 38 JUXHYTUCA.

8. BuiiMiTh MIPHIT 3 IUISIIKY 1 PETENBHO IPOMEATe Horo B 4ucTii Bozi. JaiiTe HoMy MOBHICTIO BUCOXHYTH,
TIEpII HIXK BUKOPUCTOBYBATH HOr0 3HOBY.

9. linpHO 3aKpHiiTe IWIONKY KPAUIKOIO, 3aTUITHBION aJaIlTOp Ha MICI.

7. IMOCTAYAJIBHHUK

Maxsieonc @apmackrotukanc Jlimiten

Artnanrta Apkane, Mapon Yapa Poap,

Asnnxepi (Ict), Mymbait — 400059, Tagis

Tem.: +91-22-66762800

®axc: +91 -22-28216599

Enextponna agpeca: sjadhav@macleodspharma.com

o .
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PACKAGE LEAFLET: INFORMATION FOR THE USER

Zidovudine
Oral solution USP 50 mg/5 ml

Read all of this leaflet carefully before you start taking this medicine because it
contains important information for you.

- Keep this leaflet. You may need to read it again.
- If you have questions about the medicine, ask your health care provider.

- This medicine has been prescribed for your child only. Do not pass it on to others. It
may harm them, even if their signs of illness seem to be the same as your child’s.

- If you are concerned about any side effects, talk to your health care provider. This
includes unwanted effects not listed in this leaflet. See section 4.

What is in this leaflet

1. What Zidovudine is and what it is used for

2. What you need to know before you give Zidovudine to your child
3. How to give Zidovudine

4. Possible side effects

5. How to store Zidovudine

6. Contents of the pack and other information

1. What Zidovudine is and what it is used for

Zidovudine, which contains zidovudine as the active ingredient, belongs to a group of
antiviral medicines called nucleoside analogue reverse transcriptase inhibitors (NRTIs).
These are used to treat human immunodeficiency virus (HIV) infection.

Zidovudine is used:
e in antiretroviral combination therapy for the treatment of HIV infection in children
* innewborns and infants, for the prevention of mother-to-child transmission of HIV

Treatment with Zidovudine reduces the amount of virus in your child’s body and keeps it at
a low level. It also increases CD4 cell counts. CD4 cells are a type of white blood cell that
are important to help fight infection. Your health care provider will be monitoring the
effectiveness of your child’s treatment.

You can still pass on HIV when taking this medicine, although the risk is lowered by
effective antiretroviral therapy. Discuss with your health care provider the precautions
needed to avoid infecting other people. This medicine is not a cure for HIV infection.
While taking Zidovudine, you may still develop infections or other illnesses associated
with HIV infection.

2. What you need to know before you give Zi yudine to your child

Do not use Zidovudine if your child:

e Is allergic (hypersensitive) tof zadovidi ér o.any of the other ingredients of

Tonosd e memdisieiiyTea ‘

«Masrieonc Dapwacstorukanc Mimiremy
Zidovudie:y, Binwan Bajexap
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1.3 Summary of product characteristics, labelling and instructions for medical use K 0” ,H 8 , PH A

e Has a very low red blood cell count (severe anaemia) or very low white blood cell
count (neutropenia).

Do not use Zidovudine if a newborn baby has certain liver problems:

® Some cases of increased amount of bilirubin in the blood (hyperbilirubinaemia), a
condition which might make the baby’s skin look yellow;

® Excessive amount of certain liver enzymes in the blood.

Take special care with Zidovudine

Before using this medicine, you should tell your health care provider if your child:
* suffers from liver disease (such as hepatitis) or severe kidney disease,
e has diabetes and is using insulin.

It is important that your child’s health care provider knows about all your child’s symptoms
even if you think they are not related to HIV infection.

Blood disorders

Anaemia (low red blood cell count) and neutropenia/leukopenia (low white blood cell
count) may occur within 46 weeks after starting treatment with Zidovudine. If severe, the
health care provider may stop treatment with Zidovudine. This occurs more commonly in
patients with advanced HIV disease and with higher doses of zidovudine. Regular blood
tests will be arranged to check whether there is a problem. This adverse reaction is
infrequent in patients with early HIV disease and blood tests may be performed less
frequently.

Lactic acidosis

The class of medicines to which Zidovudine belongs (NRTIs) can cause a condition called
lactic acidosis, together with an enlarged liver. Lactic acidosis, if it occurs, usually
develops after a few months of treatment. Lactic acidosis is a build-up of lactic acid in the
body, which can cause dehydration and coma. Deep, rapid breathing, drowsiness, and non-
specific symptoms such as nausea, vomiting and stomach pain, may indicate the
development of lactic acidosis. Lactic acidosis may rarely lead to liver failure, kidney
failure or fatal hepatitis. This rare, but serious side effect occurs more often in women,
particularly if very overweight. If your child has liver disease, he or she may also be more
at risk of getting this condition. While taking Zidovudine, the health care provider will
monitor your child closely for any signs that he or she may be developing lactic acidosis.

Liver disease

Patients with chronic hepatitis B or C who are treated with antiretroviral agents are at
increased risk for severe and potentially fatal liver adverse events and may require blood
tests for monitoring of liver function.

In patients with a chronic hepatitis B infection, the treatment should not be stopped without
instructions from the health care provider, as he or she may have a recurrence of the
hepatitis. This recurrence may be more severe if the patient has serious liver disease.

Additionally, patients receiving zidovudine with ribavirin in combination with alpha
interferons could be at increased risk of developing anaemla (1( w number of red blood
cells). Therefore, the use of zidovudine and ribavirin in com n W1th alpha interferons
1s not recommended.

[mmune Reactivation S)f%ﬁ%ﬁé"ﬁpeﬂcraaﬁumﬂa
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1.3 Summary of product characteristics, labelling and instructions for medical use K O” ’ﬂ B, P H A

In some patients with advanced HIV infection (AIDS) and a history of AIDS-associated
(opportunistic) infection, signs and symptoms of inflammation from such previous
infections may occur soon after anti-HIV treatment is started. It is believed that these
symptoms are due to an improvement in the body’s immune response, enabling the body to
fight infections that may have been present without obvious symptoms. In addition,
autoimmune disorders (the immune system attacking healthy body tissue) may also occur
after you start taking medicines for the treatment of your HIV infection. These may occur
many months after the start of treatment. If you notice any symptoms of infection or other
symptoms in your child such as muscle weakness, weakness beginning in the hands and
feet and moving up towards the trunk of the body, palpitations, tremor or hyperactivity,
please inform the health care provider immediately to seek necessary treatment.

Fat distribution

Loss of body fat may occur in patients receiving zidovudine. Contact the doctor or health
care provider if you notice changes in your child’s body fat.

Bone problems

Some patients taking combination antiretroviral therapy may develop a bone disease called
osteonecrosis (death of bone tissue). The risk of developing this disease may be higher if
the immune system is severely weakened, or if one drinks alcohol regularly. So far, this
disease has been reported mainly in adults.

However, if your child suffers from joint stiffness, aches and pains (especially of the hip,
knee and shoulder) and difficulty in movement, inform the health care provider.

Other

Your child will need to take Zidovudine every day. This medicine helps to control your
child’s condition, but it is not a cure for HIV infection. Your child may continue to develop
other infections (opportunistic infection) and other illnesses associated with HIV disease.
You should keep in regular contact with your child’s health care provider. Do not stop your
child’s medicine without first talking to the health care provider.

Taking other medicines

Please tell the health care provider if your child is taking or has recently taken any other
medicines, including herbal medicines and medicines obtained without a prescription.
These may affect the action of zidovudine, or zidovudine may affect their action.

Zidovudine should not be taken with either stavudine or ribavirin.
Do not take Zidovudine with rifampicin (an antibiotic).

Zidovudine may also interact with valproic acid, fluconazole, methadone and probenecid
making side effects worse; these medicines should be used with caution.

Taking Zidovudine at the same time as other medicines that are potentially toxic to the
kidneys or bone marrow may increase the risk of adverse reactions to Zidovudine. Such
medicines include, for instance, pentamidine, dapsone, pyrimethamine, sulfamethoxazole +
trimethoprim, amphotericin, flucytosine, ganciclovir, valganciclovir, interferon, vincristine,
vinblastine and doxorubicin. If your child requires any of these medications with
Zidovudine, then the health care provider may need to monitor his or her kidney function
and blood parameters more closely and, if required, the dogas ot on __-"br more of the drugs
may be reduced. ! LA

7
Taking Zidovudine with food and drink
Zidovudine may be taken with or without food.

Pregnancy Tonosa MpecTaBAMLTE
«Matneope DaprachrTARANC Miwitem
Zidovudine naH BlMaH EaﬂeKap Macleods Pharmaceuticals Ltd.
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KOMIA BIPHA

If a woman becomes pregnant, or is planning to become pregnant, she should contact the
health care provider to discuss the potential adverse effects and the benefits and risks of the
antiretroviral therapy to the pregnant woman and her child.

Breast-feeding
Zidovudine, the active ingredient in this medicine, is found in human breast milk.

A woman with HIV who wants to breastfeed her baby should discuss the risks and benefits
with her healthcare provider.

Driving and using machines

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

However, one should consider the state of the person’s health and the possible side effects
of zidovudine before one considers driving or using machines.

Important information about some of the ingredients of Zidovudine

Zidovudine contains sucrose. If you have been told by your doctor that you have an
intolerance to some sugars, contact your doctor before taking this medicinal product.

This medicine also contains 2 mg sodium benzoate in each ml. Sodium benzoate may
increase jaundice (yellowing of the skin and eyes) in newborn babies (up to 4 weeks old).

3. How to give Zidovudine

Your child should always be given Zidovudine exactly as the health care provider has
instructed. You should check with the health care provider if you are not sure.

Children above 6 weeks of age and weighing 3 kg to less than 14 ke

The amount of oral solution, by weight band, to be taken twice daily (approximately 12
hours apart) is shown in the table below:

Body weight Oral solution in mL
Morning Evening
3-59kg 6 mL 6 mL
6-99kg 9 mL 9mL
10-13.9kg 12 mL 12 mL

Children from birth to 6 weeks of age* and weighing 2 ke to 2.5 ke

The amount of oral solution, by weight band, to be taken twice daily (approximately 12
hours apart) is shown in the table below:

Body weight Oral solution in mL
Morning Evening
2-25kg 1 mL 1 mL
More than 2.5 kg 1.5 mL 1.5mL

Zidovudine «Maxneopc Gapsacsiorakanc flimirey

*Low birth weight infants should receive mg/kg dosing. WHO suggests 4 mg/kg every 12 hours.

For children weighing 14 kg or more, adolescents and adults other products with larger
amounts of zidovudine are available. Please see the patient information leaflets of these
products

Your child can be given Zidovudine with food or betw
Use the oral dosing syringe supplied with the pack to 1

1. Remove the bott}.e(:”_l '?a ﬁ(e 2 Tlé‘, Bs‘r?}{ﬁl
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2. Hold the bottle firmly. Push the plastic adapter into the neck of the bottle.
3. Insert the syringe firmly into the adapter.
4. Tum the bottle upside down.

5. Pull out syringe plunger until the syringe contains the dose as prescribed by the health
care provider.

6. Turn the bottle the correct way up. Remove the syringe from the adapter.

7. Put the syringe into your child’s mouth, placing the tip of the syringe against the
inside of your child’s cheek. Slowly push the plunger in, allowing time to swallow. Do
not push too hard and squirt the liquid into the back of your child’s throat or your child
may choke.

8. Take the syringe out of the bottle and wash it thoroughly in clean water. Let it dry
completely before you use it again.

9. Close the bottle tightly with the cap, leaving the adaptor in place.

If one takes more Zidovudine than one should

If your child accidentally takes too much medicine, you should tell your child’s health care
provider immediately or contact your nearest hospital emergency department for further
advice. Your child may require medical attention. Remember to take the medicine with
you, and show it to the health care provider.

If you have run out of solution, take the empty packaging along with you.
If you forget to give Zidovudine

It is important not to miss doses of Zidovudine. If you forget to give a dose of your child’s
medicine, and notice this within 6 hours, give the missed dose as soon as possible. Give the
next regular dose as scheduled. If you notice later, give the normal dose to the child when
the next one is due. Do not give a double dose to make up for forgotten doses.

If one stops taking Zidovudine

Because this medicine controls and does not cure your child’s condition, your child
normally needs to take it continuously. You should not stop treatment unless the health care
provider tells you to.

If you have any further questions on the use of this product, ask the health care provider.

4. Possible side effects

Like all medicines, Zidovudine can cause side effects, although not everybody gets them.
When treating HIV infection, it is not always possible to differentiate between unwanted
effects caused by Zidovudine, or those caused by any other medicines your child may be
taking at the same time, or by the HIV disease. For this reason, it is important that you
inform the health care provider of any change in your child’s health.

The most serious adverse reactions include anaemia (low red blood cell count), low white
blood cell count and lactic acidosis (a build-up of lactic acid in the body that can cause
dehydration and coma). These are more common in patients with advanced HIV infection.

Anaemia has not been serious during Zidovudine use for prevention of mother-to-child
transmission.

Zidovudine may cause loss of body fat, particul
lonosa (peacTasHHuTBa
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headache

feeling sick (nausea)

Common side effects (greater than 1 in every 100 patients treated):

decreased red blood cell count (anaemia). If the number of red blood cells is
reduced, there may be symptoms of tiredness or breathlessness.

decreased white blood cell count. A reduction in white blood cell count can cause
proneness to infection.

vomiting, abdominal pain, diarrhoea
dizziness

raised blood levels of liver enzymes and of bilirubin in the blood which may make
your skin look yellow.

muscle pain

Uncommon side effects (between 1 in 1 000 and 1 in 100 patients treated):

low platelet count. If there is a low platelet count, you may notice that the child
bruises more easily.

decrease in the number of all kinds of blood cells (pancytopenia).
difficulties breathing

wind (flatulence)

skin rash

fever

muscle tissue disorders (myopathy), weakness

general aches and pains

Rare side effects (between 1 in 10 000 to 1 in 1 000 patients treated):

Zidovudine

anxiety

depression

sleeplessness (insomnia)

not being able to concentrate

feeling drowsy

tingling of the skin (,,pins and needles*)
cough

loss of appetite

taste disturbance

indigestion

inflammation of the pancreas (pancreatitis)
chest pain

disease of the heart muscle

fits (convulsions)

nail and skin pigmentation

colour change of the inside of the mouth
hives fon108a MpeacTasKHUTBA
«Matneonc Gapwacsioturanc llisitem
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e flu-like feelings — chills, sweating KO” ,H B’ P HA

e sweating

» enlarged breasts in male patients

e fat accumulation in the liver

* inability to produce new red blood cells (pure red cell anaemia)
e increased urinary frequency

e lactic acidosis (a build-up of lactic acid in the body, that can cause dehydration and
coma).

Deep, rapid breathing, drowsiness, and non-specific symptoms such as nausea, vomiting
and stomach pain, may indicate the development of lactic acidosis.

Very rare side effects (less than 1 in 10 000 patients treated):

* loss of production of all blood cells (aplastic anaemia).

Frequency not known (frequency cannot be estimated from the available data):

Changes in body shape due to changes in fat distribution have been reported in patients
treated with medications of the group NRTIs. This may include loss of fat from legs, arms
and face, increased fat in the abdomen (belly) and other internal organs, breast enlargement
and fatty lumps on the back of the neck ('buffalo hump'). The cause and long-term health
effects of these conditions are not known at this time. Also, osteonecrosis (death of bone
tissue) and immune reconstitution syndrome have been reported in patients taking
combination antiretroviral therapy (see also section 2 “Take special care with
Zidovudine™).

If any of the side effects gets serious, or if you notice any side effects not listed in this
leaflet, please tell the health care provider.

Reporting of side effects

If your child gets any side effects, talk to your health care provider. This includes unwanted
effects not listed in this leaflet. If available, you can also report side effects directly through
the national reporting system. By reporting side effects you can help provide more
information on the safety of this medicine.

5. How to store Zidovudine

Keep this medicine out of the sight and reach of children. Do not use this medicine after the
expiry date stated on the carton and bottle after ‘EXP’. The expiry date refers to the last day
of that month.

Store in a tightly closed bottle. Do not store above 30°C.

Do not use this medicine if you notice description of the visible signs of deterioration that it
is different from the description below.

Discard the solution 28 days after first opening.

Do not throw away any medicines in wastewater or household waste. Ask your health care
provider how to throw away medicines you no longer use. These measures will help protect
the environment. : :

6. Contents of the pack and OtFDcﬁ. %ﬂf rmation
What Zidovudine contai Noga l1peACTaBHHUTBa
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The other ingredients are anhydrous citric acid, glycerol, purified water, sodium benzoate,
strawberry flavour and sucrose.

The active ingredient of Zidovudine is zidovudine.

What Zidovudine looks like and contents of the pack

Zidovudine is clear, colourless to pale-yellow coloured, syrupy flavoured liquid containing
50 mg of the active ingredient zidovudine in each 5 mL.

Zidovudine is provided in 250 mL white container made of HDPE and 28 mm white colour
screw cap made of polypropylene having induction sealing wad inside and 100 mI. HDPE
opaque white container and 28 mm white colour screw cap made of polypropylene having
induction sealing wad inside.

Each bottle contains 240 mL and 100 mL solution. A 3 mL and 10 mL oral-dosing syringe
is included in the pack which are used with an adaptor for low doses and higher doses,
respectively.- - -

Supplier Manufacturer
Macleods Pharmaceuticals Limited Macleods Pharmaceuticals Limited
Atlanta Arcade, Marol Church Road, Village Theda, Post Office Lodhimajra,
Andheri (East), Mumbai — 400 059, India. Tehsil Baddi, District Solan,
Tel: +91-22-66762800 Himachal Pradesh, 174101, India.
Fax: +91 -22-28216599 Tel: +91-01795 661400
Contact: Sandhya Jadhav Fax: +91-01795 661452
Email: sjadhav@macleodspharma.com Email: jayaramk@macleodspharma.com

For any information about this medicine, contact the local representative of the supplier:

This leaflet was last revised in September 2020.

lonosa peacraskuuTaa
Marneogc Qapwachrorukanc limitem
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SUMMARY OF PRODUCT CHARACTERISTIC

1. Name of the Medicinal Product
Zidovudine

2. Qualitative and Quantitative Composition

1 mL of solution contains 10 mg zidovudine.

1 mL of solution contains 2.00 mg sodium benzoate.
5 mL of solution contains 2.25 g sucrose

For Excipients see point 6.1

3. Pharmaceutical Form
Oral solution USP 50 mg/ 5 ml
Clear, colourless to pale-yellow coloured, syrupy flavoured liquid.

4. Clinical Particulars
4.1 Therapeutic indications

Zidovudine is indicated in antiretroviral combination therapy for human immunodeficiency
virus (HIV) infected children.

Zidovudine is indicated for primary prophylaxis of HIV infection in newborn infants.

This product is intended for use in children. Nonetheless, safety information is provided
with respect to adult health issues such as liver disease, pregnancy and lactation, to allow
Jull access to all relevant information.

4.2 Posology and method of administration
Oral use.
Zidovudine may be taken with or without food.

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

Instructions for use

The solution contains 10 mg of zidovudine per 1 ml. The maximum dosage should not
exceed 300 mg twice daily.

Recommended Dosing Based on Weight Bands for Children over 6 weeks
Weight range (kg) Dose
" 3t059kg 6 ml (60 mg) twice daily
6109.9 kg 9 ml (90 mg) twice daily
10to 13.9kg 12 ml (120 mg) twice daily

For patients weighing more than 14 kg other formulatig:
active substance are avai]ﬁble.

0r10Ba [1peACTaBHMLTEa
«Makneogc Gapiacbtotikanc Mlimiteny
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Start within 12 hours after birth and continue up to 6 weeks of age, depending on national
recommendations

Dose for prevention of mother-to-child transmission (MTCT)

Recommended Dosing Based on Weight Bands for Children
from birth to 6 weeks of age*
Birth weight 2000-2499 g 1 ml (10 mg) twice daily
Birth weight above 2500 g 1.5 ml (15 mg) twice daily
+ Low birth weight infants should receive mg/kg dosing.

Due to the small volumes of oral solution required, care should be taken when calculating
neonate doses.

Dosage adjustments
Patients with haematological adverse reactions

Substitution of zidovudine should be considered in patients whose haemoglobin level or
neutrophil count fall to clinically significant levels. Other potential causes of anaemia or
neutropenia should be excluded.

Zidovudine dose reduction or interruption should be considered in the absence of
alternative treatments (see sections 4.3 and 4.4).

Liver Disease

No dose adjustment is necessary for mild to moderate liver impairment but may be
necessary for severe liver impairment.

Renal Impairment

In patients with severe renal failure (creatinine clearance < 10 ml/minute), with or without
haemodialysis, the dose should be reduced. In adults, a 33 to 50% dose reduction of
zidovudine is recommended.

For detail instructions for use of Zidovudine before administration, see section 6.6.

4.3 Contraindications

Zidovudine is contraindicated in patients with clinically significant hypersensitivity to
zidovudine or to any of the excipients.

Zidovudine is contraindicated in patients with abnormally low neutrophil counts (< 0.75 X
10°/1) or low haemoglobin (< 7.5 g/dl or 4.7 mmol/l).

Zidovudine is contraindicated in newborn infants with hyperbilirubinaemia requiring
treatment other than phototherapy, or with transaminase levels of over five times the upper
limit of normal.

4.4 Special warnings and precautions for use
Transmission of HIV

While effective viral suppression with a jre
substantially reduce the risk of sexual trangfgigsiof:

Precautions EOFF%@»PL;}HL Eﬁfﬂiﬁ%@%ﬁ%mmd h’ cod
«Makneonc GapwacoioTukanc llimrem W
Zidovudine ﬂaH B{m(aw Emeﬁap : . 5 507 (;‘, Macleods Pharmaceuticals Ltd.

y has been proven to
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The concomitant use of rifampicin or stavudine with zidovudine should be avoided (see
section 4.5).

Other drugs

Haematological Adverse Reactions

Anaemia, neutropenia and leukopenia (usually secondary to neutropenia) can occur in
patients receiving zidovudine. These are dose dependent and usually occur after 4 to 6
weeks of therapy. Discontinuation of zidovudine may be required if severe anaemia (< 9
g/dL (5.6 mmol/L)) or myelosuppression (neutrophil count < 1.0 x 10° /L) occurs during
treatment with zidovudine.

Liver disease

Caution should be exercised when administering nucleoside reverse transcriptase inhibitors
(NRTIs), including zidovudine, to any patient with liver disease.

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

Patients with chronic hepatitis B or C treated with combination antiretroviral therapy are at
an increased risk of severe and potentially fatal hepatic adverse events. In case of
concomitant antiviral therapy for hepatitis B or C, please also refer to the relevant product
information for these medicinal products. The concomitant use of ribavirin with zidovudine
is not recommended due to an increased risk of anaemia (see section 4.5).

Immune Reactivation Syndrome

In HIV-infected patients with severe immune deficiency at the time of institution of
combination antiretroviral therapy (CART), an inflammatory reaction to asymptomatic or
residual opportunistic pathogens may arise and cause serious clinical conditions, or
aggravation of symptoms. Typically, such reactions have been observed within the first few
weeks or months of initiation of CART. Relevant examples are cytomegalovirus retinitis,
generalized and/or focal mycobacterial infections and Preumocystis carinii pneumonia.
Any inflammatory symptoms should be evaluated, and treatment instituted when necessary.
Autoimmune disorders (such as Graves' disease) have also been reported to occur in the
setting of immune reactivation; however, the reported time to onset is more variable and
can occur many months after initiation of treatment.

Lipodystrophy

Combination antiretroviral therapy has been associated with a redistribution of body fat
(lipodystrophy) in HIV patients. A higher risk of peripheral fat loss has been associated
with stavudine or zidovudine use, and also with older patients, longer duration of ART 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 consid

alternative antiretroyiral aggnt, if feasible (see section 4.8
YJOEGBH ﬁBEﬂCTaBHHuTBa
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Lactic acidosis is a rare but severe, potentially life-threatening complication associated with
nucleoside reverse transcriptase inhibitor (NRTI) use. It may occur after a few to several
months of 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 lactate levels > 5 mmol/L and require
discontinuation of all NRTTIs, including zidovudine. Lactic acid levels > 10 mmol/L usually
are a medical emergency.

Lactic acidosis

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 haematological disorders (anaemia,
neutropenia), 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.

Osteonecrosis

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

Excipients

Zidovudine contains sucrose. Patients with rare hereditary problems of fructose intolerance,
glucose-galactose malabsorption or sucrase-isomaltase insufficiency should not take this
medicine.

This medicine also contains sodium benzoate. Increase in bilirubinaemia following its
displacement from albumin may increase neonatal jaundice which may develop into
kernicterus (non-conjugated bilirubin deposits in the brain tissue).

4.5 Interaction with other medicinal products and other forms of interaction

Rifampicin

Limited data suggest that co-administration of zido TIifampicin decreases the
)

AUC (area under the plasma concentration curve) 0y s o = 34%. This may
result in a p s of efficacy f- -\J ‘ im),?’l"‘ ‘pncomitant use of
rifampicin wthﬁgjlmﬁﬂ ‘?‘ﬁe avoided (seelsesty HY T/;,L
(Maxneonc DapracorTHKANC IMiTem AL T ‘17,
Zidovudine N RN 420*- wm} s Pharmaceuticals Ltd.
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Zidovudine in combination with stavudine is antagonistic in vitro. The concomitant use of
stavudine with zidovudine should be avoided (see section 4.4).

Stavudine

Probenecid

Probenecid increases the AUC of zidovudine by 106% (range 100 to 170%). Patients
receiving both drugs should be closely monitored for haematological toxicity.

Lamivudine

A modest increase in Cmax (28%) was observed for zidovudine when administered with
lamivudine, but overall exposure (AUC) was not significantly altered. Zidovudine has no
effect on the pharmacokinetics of lamivudine.

Phenytoin

Phenytoin blood levels have been reported to be low in some patients receiving zidovudine,
while in one patient a high level was noted. These observations suggest that phenytoin
levels should be carefully monitored in patients receiving both drugs.

Atovaquone

Zidovudine does not appear to affect the pharmacokinetics of atovaquone. However,
pharmacokinetic data have shown that atovaquone appears to decrease the rate of
metabolism of zidovudine to its glucuronide metabolite (steady state AUC of zidovudine
was increased by 33% and peak plasma concentration of the glucuronide was decreased by
19%). At zidovudine dosages of 500 or 600 mg/day it would seem unlikely that a three-
week, concomitant course of atovaquone for the treatment of acute PCP would result in an
increased incidence of adverse reactions attributable to higher plasma concentrations of
zidovudine. Extra care should be taken in monitoring patients receiving prolonged
atovaquone therapy.

Valproic acid, fluconazole and methadone

When co-administered with zidovudine these drugs have been shown to increase the AUC
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, fluconazole or methadone, patients should be monitored closely for
potential toxicity of zidovudine.

Ribavirin
Exacerbation of anaemia due to ribavirin has been reported when zidovudine is part of the
regimen used to treat HIV although the exact mechanism remains to be elucidated. The

concomitant use of ribavirin with zidovudine is not recommended due to an increased risk
of anaemla (see sect1on 4.4). Con31derat10n should be given to replacmg 21dovud1ne in a
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Concomitant treatment, especially acute therapy, with potentially nephrotoxic or
myelosuppressive  drugs (e.g. systemic pentamidine, dapsone, pyrimethamine,
sulfamethoxazole + trimethoprim, 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.

Other information

Limited data from clinical trials do not indicate a significantly increased risk of adverse
reactions to zidovudine with sulfamethoxazole + trimethoprim, aerosolised pentamidine,
pyrimethamine and aciclovir at doses used in prophylaxis.

Clarithromycin tablets reduce the absorption of zidovudine. This can be avoided by
separating the administration of zidovudine and clarithromycin by at least two hours.

4.6 Fertility, pregnancy and breastfeeding
Pregnancy

A large amount of data on pregnant women indicate that zidovudine does not cause
congenital malformations or cause significant foetal or neonatal toxicity.

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 fetal
resorptions in rats given 150 to 450 mg/kg/day and in rabbits given 500 mg/kg/day.

Zidovudine can be used during pregnancy if clinically needed, but a risk to the foetus
cannot be ruled out.

Breastfeeding

Zidovudine is excreted into the breast milk of lactating mothers. Current recommendations
on HIV and breastfeeding should be consulted before advising patients on this matter.

Preferred options may vary depending on the local circumstances.

Fertility

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

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.
The clinical status of the patient and the adverse reaction profile of zidovudine should be
borne in mind when considering the patient’s ability to drive or operate machinery.

4.8 Undesirable effects

The most serious adverse reactions include ana
neutropenia and leukopenia. These occurred ny6e & | vhivher doses (1.2-1.5
g/day) and with advanced HIV disease, particuldedy in patié '
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than 100/mL. Dosage reduction or cessation of therapy may become necessary (see section
4.4).

Also, zidovudine has been associated with lipodystrophy syndrome, including peripheral
fat loss (see section 4.4.).

The adverse reaction profile appears similar for adults and children.

The following adverse events have been reported in controlled clinical trials and case series
during treatment of HIV-1 infection with zidovudine. The adverse events considered at
least possibly related to the treatment are listed below by organ system and frequency.
Frequencies are defined as very common (> 1/10), common (> 1/100, < 1/10), uncommon
(= 1/1 000, < 1/100), rare (> 1/10 000, < 1/1 000), very rare (<1/10 000), or not known
(cannot be estimated from the available data).

Organ system Very Uncommon or Very rare Not known
common or rare
common
Blood and Anaemia, Thrombocytopenia, | Aplastic
lymphatic leukopenia, pancytopenia, red anaemia
neutropenia cell aplasia
Metabolic and Lactic acidosis Lipodystrophy,
nutrition insulin resistance,
hyperglycemia,
hyperlipidaemia,
hyperlactataemia
Psychiatric Anxiety, depression
Nervous system | Headache, Insomnia, loss of
dizziness mental acuity.
somnolence,
paraesthesia,
convulsions
Cardiac Cardiomyopathy
Respiratory Dyspnoea, cough
Gastrointestinal | Nausea. Flatulence,
Vomiting, pancreatitis, oral
diarrhoea, mucosal
abdominal pigmentation,
pain dysgeusia,
dyspepsia
Hepatobiliary Transient Severe
elevation of | hepatomegaly with
liver enzymes | steatosis
and bilirubin
Reproductive Gynaecomastia
and breast
Skin and Rash, pruritis, nail
subcutaneous and skin
tissue pigmentation,
urticaria, sweating :
Musculoskeletal | Myalgia Myopathy /f' /b Qsteonecrosis
and connective 4
tissue Tonoga Mpe HCTaBHHU‘TBa g LG \E\x
Natneone GanaCeiaTRant JmTeRy L\ ) =)
Zidovudine Man Bm}){\aﬂ E&AEKap & SIaspid odg, Sharmaceuticals Ltd.
.,

-



=l

1.3 Summary of product characteristics, labelling and instructions for medical use KO” ,H B ’ P H A

General Malaise Asthenia, fever, Immune
disorders generalised pain, reconstitution
chest pain, syndrome

influenza-like
syndrome, chills
Renal and Urinary frequency
urinary increase

Adverse reactions with zidovudine for the prevention of maternal-foetal transmission:
Haemoglobin concentrations in infants directly exposed to zidovudine for six weeks
postpartum were marginally lower than in infants in the placebo group, but transfusion was
not required. Anaemia resolved within 6 weeks after completion of zidovudine therapy.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is
important. It allows continued monitoring of the benefit/risk balance of the medicinal
product. Health care providers are asked to report any suspected adverse reactions to the
marketing authorisation holder, or, if available, via the national reporting system.

4.9 Overdose
Symptoms

Acute overdoses of zidovudine have been reported. These involved exposures up to 50 g.
No specific symptoms or signs have been identified following overdosage apart from those
listed as adverse events. All recovered without permanent sequelae.

Treatment

Patients should be observed closely for evidence of toxicity (see section 4.8) 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 inactive
glucuronide metabolite.

5. Pharmacological Properties
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antiretroviral for systemic use, nucleoside reverse
transcriptase inhibitors, ATC code: JOSAFO01

Zidovudine is a thymidine dideoxynucleoside analogue that has activity against HIV-1 and
HIV-2. Zidovudine is phosphorylated by thymidine kinase to the active metabolite
zidovudine 5'-triphosphate. Its mechanism of action is as a chain terminator of viral reverse
transcription.

In addition to the inhibitory effect on HIV reverse transcriptase, zidovudine 5'-triphosphate
inhibits cellular DNA polymerase beta and gamma and has been shown to reduce the
synthesis of mitochondrial DNA.

Clinical efficacy

Zidovudine has been investigated in several randomized, prospective clinical trials
combined with other antiretroviral drugs. These stueh ye demonstrated significant
decreases in plasma HIV RNA and increases in C ts 3hen used in combination
with another nucleoside reverse transcriptase i TT) and.cjther a non-nucleoside
reverse transcriptase inhibitor (NNRTI) or a B Qi #ée (PHY In recent studies in
treatment-naivie) iR JETRHEN B ith HIV-1 ] by i ¢
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subjects have plasma HIV RNA < 50 copies/mL after 48 weeks of combination
antiretroviral treatment including zidovudine.

In the US ACTG 076 trial, zidovudine reduced the rate of maternal—foetal transmission of
HIV-1 (23% infection rate for placebo versus 8% for zidovudine) when HIV-positive
pregnant women (14 to 34 weeks gestation) were given 100 mg five times a day and their
newborn infants were given 2 mg/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).

Viral resistance

On virological failure, resistance to zidovudine is developed along two separate, though not
mutually exclusive, pathways. The first of these include M41L, L210W and T215F/Y. The
second includes D67N, K70R and K219E/Q. Collectively these mutations are termed
“thymidine analogue mutations” (TAM). In viruses with M184V, two to three TAMs are
generally required for phenotypically detectable and clinically significant zidovudine
resistance. M41L, L210W, and T215Y have a greater effect on zidovudine susceptibility
and cross-resistance to other NRTIs than the other TAMs. Other important mutations
selected for by zidovudine include T69 insertion mutations and the Q151M complex, where
this mutation appears in combination with mutations at positions 75, 77 and 116. Both of
these patterns confer high-level resistance to zidovudine and all other presently available
NRTIs. The likelihood of a gradual accumulation of mutations conferring resistance to the
entire class of NRTI, upon virological failure with combination therapy including
zidovudine, underscores the importance of early detection of virological failure. Delayed
detection of virological failure may severely limit the options for second line therapy.

5.2 Pharmacokinetic properties

General

The pharmacokinetic properties of zidovudine were evaluated in healthy adult subjects
and in patients with HIV with and without liver disease

Absorption

Oral Bioavailability 60-70%

Food effect No effect on extent of absorption
Distribution

Volume of distribution (mean) | 1.6 L’kg

Plasma protein binding in vitro | 34-38%

Tissue distribution Widely distributed, including to brain and CSF;
CSF/plasma ratio 0.6

Elimination

Mean systemic clearance (CI/F) | 1.6 L/hr/kg

Mean terminal half-life 1.1 hr
% of dose excr?trqq\& p“ éi‘chaBH
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% of dose excreted in faeces NA

Pharmacokinetic linearity Linear.

Drug interactions (in vitro)

Metabolising enzymes Glucuronidation to form inactive glucuronide

Special populations

Renal impairment Decreased clearance resulting in increased exposure
of zidovudine and its glucuronide metabolite.
Hemodialysis and peritoneal dialysis appeared to have
a negligible effect on the removal of zidovudine,
whereas the glucuronide metabolite elimination was

enhanced.

Hepatic impairment Limited data suggest lower clearance in patients with
hepatic impairment

Elderly patients NA

Paediatric patients In neonates and infants less than 14 days old,

glucuronidation is reduced with a consequent increase
in bioavailability, reduction in clearance and longer
half-life

5.3 Preclinical safety data

Administration of zidovudine in animal toxicity studies at high doses was not associated
with any major organ toxicity.

The results of long-term carcinogenicity studies in rats and mice did not show any
carcinogenic potential relevant for humans.

6. Pharmaceutical particulars
6.1 List of Excipients

Citric acid anhydrous, glycerin, sodium benzoate, strawberry flavour, sucrose and purified
water

6.2 Incompatibilities
NA

6.3 Shelf life
18 months.

6.4 Special precautions for storage
Store in a tightly closed bottle. Do not store above 30° C
Discard the solution 28 days after first opening.

Tonoga MpepcTasHuLTEa
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250 mL opaque milky white container made of HDPE and 28 mm white colour screw cap
made of polypropylene having induction sealing wad inside.

100 mL. HDPE opaque white container and 28 mm white colour screw cap made of
polypropylene having induction sealing wad inside.

Pack sizes: 240mL and 100mL

Dosing devices: 3 mL syringe and 10 mL syringe which are used with an adaptor for low
doses and higher doses, respectively.

6.6 Special Precaution for disposal

An oral dosing syringe along with adaptor is provided.
Use the oral dosing syringe supplied with the pack to measure the child’s dose accurately:

1

N

. Remove the bottle cap. Keep it safely
2. Hold the bottle firmly. Push the plastic adapter into the neck of the bottle.

3. Insert the syringe firmly into the adapter.

4.

5. Pull out syringe plunger until the syringe contains the dose as prescribed by the

Turn the bottle upside down.

health care provider.

. Turn the bottle the correct way up. Remove the syringe from the adapter.
. Put the syringe into child’s mouth, placing the tip of the syringe against the inside

of child’s cheek. Slowly push the plunger in, allowing time to swallow. Do not
push too hard and squirt the liquid into the back of child’s throat, to avoid choking.

. Take the syringe out of the bottle and wash it thoroughly in clean water. Let it dry

completely before you use it again.

. Close the bottle tightly with the cap, leaving the adaptor in place.

7. Supplier

Macleods Pharmaceuticals Limited.
Atlanta Arcade, Marol Church Road,
Andheri (East), Mumbai - 400 059, India.
Phone: +91 22 567 62819

Fax: +91 22 282 16 599

E-mail: exports@macleodsphara.com

Zidovudine
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