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1. HMe Ha 1lekapcTBEeBAR NPOAYKT

Kom PY ... sresnscresssssevnassassesersonssions |
Retrovir oral solution 10 mg/m! |
Petposup nepopaineH pasteopl0 mg/ml (AnEnaun: ‘ej/“f.gﬁ..g.. o .ﬂ.ﬁ.

2. KonauecTeen B KaYecTBeH ChCTAB

Bceku 1 ml Retrovir nepopanen pasrsop coaspxa 10 mg sunosymun (zidovudine).

34 'LIHUA CIUMCHK HA MTOMOIMHHTE BellecTsa, BX. Touka 6.1.

3. JlexapcrBena ¢opma

Ilepopanexn pasTBop.

IIpo3pauen GnenoXbAaT MEpopaneH pasTsop, ¢ aPpOMAT Ha AromH, Gea saxap.

OnakoBKaTa CbAbPXKA CIIPHHLIOBKA 32 EPOPANHO J03MpaHe, KoATo TpAbea aa 65le mocTaseHa
BbpXY OyTHNIKaTa npeay ynorpeda.

4. KiuHE9HH A8HHH
4.1. TepaneBTHYHH NOKAIAHASA

Hepopanuute popmu Ha Retrovir 8 KoMOHHALHA ¢ APYTH GHTHPETPOBHPYCHH NPOAYKTH Ca
NOKAa3aHM 3a JIeYeHHe Ha HH(EKLHA, MPHIMHEHA OT Y0BelKnA uMyHoaedumurex supyc (HIV) npn
Aclia 1 BE3PacTHH. .

Retrovir ce n3nomspa npu HIV-no3ntusku GpeMenny xeHH (cnen 14-Ta recralfHoHHa
CeIMMIIA) 3a TIpeAOoTBpaTABaHe npeAasaHeTo Ha HIV oT malixata Ha niioaa H 3a TBPBHYHA
npodunaktika Ha HIV HH}peKng npH HOBOPOAEHH.

4.2. [o3npoBka H HAYHH HA OpHJIOKEHHE

Jlevennero ¢ Retrovir TpaGpa Aa ce Ha3Ha9Y OT JieKap ¢ ONMT B JedeHHeTo Ha HIV
HHQEKLHATA.

JA03apoBKa NPpH BL3PACTHH
IIpenopbunTennata no3a Retrovir B koMOHHALMA ¢ APYTH RHTHPETPOBHPYCHH MIPOXYKTH €
500 - 600 mg Ha 24 vaca, pa3nencHa Ha ABa WIH TPH NIPHEMA.

Jo3npoBKka nNpn aena:
Bw3ipacm om 3 meceya 0o 12 200unu:

Hpenopmnrenua'ra fo3a Retrovir B koMGHHALIHA ¢ APYI'H AHTHPETPOBHPYCHH MIPOAYKTH €
360 m0 480 mg/m” Ra 24 yaca, B 3 W 4 npuema. MakCHMaNHATA 4033 He TpA0ORA Aa HAXBHIIABA

200 mg Ha 6 gaca.

Buwipacm nod 3 meceya:
Hsama focrarbuno HHGpOpMaLMs 3a MOAXOAAILATA N03a H edEKTa OT JIE'IE:,,Q_H_& Ta3y Bh3PacT
(BHXKTE MO-AONTY NpeAaBaKe Ha BUpYca OT MalikaTa Ha IU1oa M TOuka 5.2). /& vad _““\“ﬁh
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i~ " JOIRPOBRA 7 MPENUTEPATABARE NPEAABAHCTO HA BHPYCA OT MalKaTa HA NAOAA:

Bhipexu ye ONTHMAIHATA CXEMa Ha I03MPAHE HE € ycmnoneﬂa, CACARMAT JO30B PesKHM €

~ ;oxasan edhMKacHOCTTA CH MpPH JICHEHRETO.

TpenopbuuTenta no3a Retrovir mpu GpeMenny, crex 14 recramuonna ceamuna e 500 mg/24h
(100 mg 5 NbTH AHEBHO) NEpOPaNHo, A0 3aMOYBAHE Ha PAKIAHETO.

[1o BpeMe Ha M3TOHBAHETO M PAXKAAHETO Aa ce MpHioxH Retrovir 2 mg/kg TENISCHO TErNo 38
1 yac, nocneABaH OT NPOALDKATENHA HHTpaBeHo3HA HHY3ns or 1 mg/fkg/h fo xiaMnupasne Ha
MLNHATA BPEB.

Ha HoBOpoZieHOTO ce mphiara Retrovir nepopanen pasTsop B fo3a 2 mg/kg, Ha Beexw 6 uaca,
KaTo ce 3anodBa 12 gaca ciea paKAaHeTo H Ce MpoaB/DKaBa RO 6 ceaMHILa (HANp. 32 HOBOPOACHO C
terno 3 kg e HeoGxomima mo3a ot 0,6 ml OT nepopaltHMA pa3TROP HA BeekH 6 4aca).

ITpu u3umcaABaKe AO3UTE 3@ HOBOPOAEHHUTE, TPAOBa MHOrO /18 Ce BHMMABA, NOPANTH MAAKHTS
ofeMU OT NepopaHug PasTBOpP, KOUTO ca HeOGXOAUMH 3a TAX. 32 /2 c¢ YAeCHH TOUHOCTTA Ha
AO3MpAHETO, B ONAKOBKATA ¢ BK/NOYCHA CIPHHIOBKA OT 1 ml.

[IpH HEBB3MOKHOCT 33 IEPOPaNHO NPHICKEHHEe, MOXke 18 CC RAsHaYH nmpanemam
Retrovir B no3a 1,5 mg/kg nudysuonno 3a 30 MUHYTH, Ha BCekH 6 uaca. -

B cTyvali Ha TUIaHHpaHO LIe3apOBO ceveHue, MpHIaraneTo Ha HHy3uaTa TpaGBaa fa 3anoune 4
yaca npejM onepauuaTa. B ciryvait Ha TeX/IHMBa poAoBa AeHHOCT, MPIIATAHETO HA HHQY3HATA
TpaGea na 6bAe COPAHO H Aa ¢e BE30GHORH NEPOPAIHOTO NPUIOKEHHE Ha Retrovir.

[IpoMenH B AOIRPOBKATA NPH NANHEATH ¢ XEMATONOrAYHE HEKeIAHA PeARENE

[TpH MAUMEHTH, IPH KOKTO HMBOTO Ha XeMornoOnHa wiM 6pos Ha HeyTpodHHNTe
TpaHYIOLHTH CaZHAT A0 KIKHHYHE 3Ha4MMH CTOAHOCTH, TpAGBa Aa ce ofchbad 3aMaHA Ha
sngopyfHHA. TpAaGRa Aa ce H3KMOoYaT ApYrH NOTCHUHATHN NPHYKHH 38 aHeMHA HJIH HEYTPOTICHMA.
Ipu murica Ha ANTEPHATHBHO JiedeHne Aa ce 00CHAM HamMalBaHe Ha N03aTa WM CIIHPaHe Ha
neueHuero ¢ Retrovir (k. Touxet 4.3 u 4.4). -

Jlo3HpoBKa NpH NalNeHTH B HanpenHakia Bp3pacT:

He ca npoeexAaHu HicaeaBaHua Ha GapMakoKHHETHKATA Ha 3UAOBYAMH NpPY NaUMEHTH HA
PEIPACT HAy 65 TOAVHM ¥ HAMA JAHHN KOHKPETHO 3a Ta3H BL3pacTopa rpyna. Ho Thil kaTo B Ta3n
PL3pacTOBA IPyTia ¢€ MPENnopsYBa CrelHaTHo BHUMaHNE IOPaaK Bb3pacToso o6ycroBeHOTO
HaManspaHe Ha 650peunaTa GYHKLUUA H IPOMEHH HA XEMATONOrHIHATE napaue'rpﬂ; ce npenopmna
HaG/roIeHHE HA MALNEHTHTE npe;l;ﬂ H TIO BpEME Ha JICMEHHETO ¢ Rctrovu

Ho3aposxa npa 6L6pedno YBpexaaHe: |

[Tpn natHedTH ¢ TexKo 6BOpeuto yppexaate KIMPLHCHT He 3MROBYAMH Cie/A TSPOPANIHO
npuioxeHHe e 6un npubmusureano 50% ot AoKIaBaHKA NPH 3APABH KA ¢ HopMaIHa OsOpedHa
$yHKUHA. 3aTORA TIPH MAIMEHTHTE ¢ TEXKO 6L6peuHO yBpexaaHe-C KPEATHHHHOB KaMpaHe < 10
ml/min ce npenopr4Ba HamanABane Ha ao3ata 1o 300-400 mg nHEBHO. KAHHHYHNAT OTTOBOP M
MPOMEHHTE B XeMaTONOTHYHHTE NMOKA3aTe/IM MOXeE /18 HAJIOXKAT TocTeABalla poMAHa HA 1034714,

XeMoaMaTH3aTa H NEPHTOHEATHATA JHANN3A HAMAT 0CO0eH. epeKT BBPXY THMHHUPAHETO HA
3MAOBY/HH, HO YCKOPABAT e/IMMHHHPAHETO HA MeTabONHTA IMOKYPOHHA, 32 MAlHCHTH C
TepMHHATHO 616peuHo 3abo9BaHe, MOAXBPKAHO ¢ XEMOAHATH3A MU NEPUTOHCANTHA JHANH3A,
npenopbuBaHaTa 5033 ¢ 100 mg Ha Bcexu 6 10 8 vyaca (300 mg - 400 mg aHEBHO). |

Jlo3npoBKa NpH 9epHOAPOHHO YBpEKIaAHE:
JTaunuTe NpH MAUKESHTH ¢ IHPO3a MOACKA3RAT, Y€ MOXKE Aa HACTHNH KYM /

SHOOBYIHH IPH NalHEHTH ¢ UepHOAPOGHO YBPEXKIAHE OPAAN HAMAICHOTO I A -;- A Dape M
fia Ce HANOXH HAMA/BAHE Ha J03aTa, HO Thif KATO C4 HANMTHH MAIIKO JAHHH,; i:? | DR

morar aa 6bpar HanpapeHH. Moxe Jia ce HAIOXKA HaManaBaHe Ha 403aT8, HO HO



BapHaOHWIHOCT Ha EKCITOIHLMUTE HA 3HIAOBYIHH HIPH MAlHEHTH ¢ YMEPEHO 210 TEXKKO YepHOApoOHO
3abonaBaHe, HE MOTAT Aa C& HAMpPABAT TOYHM NpenopbKu. IIpH HEBB3MOKHOCT 32 MPOCAEJABAHE Ha
IUIa3MEHHTE HHBA HA IHAOBYAHH, C€ NpenopLYBa HabmoAeHHEe HA MAHEHTA 32 NPOABH HA
HCMOHOCHMOCT, KaTO Pa3BHTHE Ha XeMaTONOTHYHH HeXeJlaHHN peaKiuy (aHeMuA, JIEBKOTICHHA,
HEYTPONEHHA) K HaMaNABaHe Ha N03aTa H/UIH YBE/INYABAHE Ha HHTEPBANA MEeXAY NpHeMATe (BXK.
TOYKA 4.4).

4.3. IIporHBOmOKA3AHHS

ITpunoxxeHueTo Ha MPOAYKTA € MMPOTHBOMNOKA3aHO MPH MALHEHTH CBC CBPBXYYBCTBHTE/HOCT
KbM 3HAOBYAHH HJIH KbM HAKOA OT OCTAHAIMTE CHCTABKM.

Retrovir He Tpa0Ba Ja ce npunara Npy nNaHeHTH ¢ abHOPMHO HHCHK 6poif Ha HeyTpOodIIRHUTE
rpaHynouuti (nox 0,75 x 10°/1) umu npu aOHOPMHO HHCKO HHBO Ha XeMornobuna (fiof 7,5 g/dl nmi
4,65 mmol/l). |

Retrovir e npoTHBONOKA3aH NpH HOBOPOAEHH ¢ XHNepOHMHpyGHHEMHA, H3HCKBAlIIA JICHEHHE,
pa3IndHoO OT JoToTEepanus, Wi ¢ HUBA HA TpaHCAaMHHA3aTa, YBEJINYEHH MoBede OT HET ITETH Hax
ropHaTa rpaHMla Ha HOpMaTa.

4.4, CrnennajnH npexynpeRxeHAs A NPeJOaA3HH MepKH NpH ynoTpeba

Retrovir ne nekysa HIV undexumara wmm CITHH. IlaimenTuTe, npremManm Retrovir n apyra
AHTHPETPOBHPYCHA TEPAITMSA MOTAT Ja MPOLBIDKAT 3 Pa3sBUBAT ONOPTIOHHCTHYHH MAGEKIHNN 1
JpYTH ycnoxHenns a HIV undexuuara. |

EnxnoBpeMeHHaTa ynoTpe6a Ha pudiaMIuIuH WM CTaBYIMH ChC 3HAOBYAMH TpAGBa na ce .
n36area (Bx. Touka 4.5).

XeMamonozuurnu Hexcenrany peaKyuu. -

AxeMHs (0OOHKHOBEHO ce HabmonaBa cien 6 CeAMULH OT JIEYCHHETO, HO MOHAKOTa H N10-PaHo),
HeyTponeHus (0GHKHOBERO ¢iich 4 ceAMHIM, HO MOHAKOra H NO-paHo) H JepkoneHua (0OMKHOBEHO
BC/ICACTBHE Ha HEYTPOIICHHATA) MOTAT Ja ¢€ OYaKBaT IPH NallUeHTH, JeKyraHH ¢ Retrovir. Te ce
Habmoaasat no-4ecto B Hanpearan craaufi Ha HIV 3aGonasaiero H NpH MATKH pereHepaTopHH
KOCTHOMO3BYHH pe3epBH NpeH JCUCHUETO, KAKTO H npH A03K Hageumapamy 1200-1500 mg/nex
(Bx.TOUKA 4.8).

XeMaToJIOrMIHMTE napaMeTpH TpAbGsa aa ce npocneaaBaT BHAMAaTeMHO. [IpH NanHeHTHTE ¢
HanpeaHano cuMnromatHyHo HIV 3abonasane B Hali-o01Ha ciryvail ce mpenopsuBa H3CISABAHE HA
KpbBHaTa KapTHHA HAH-MATKO Ha BCEKH JIBE CEIMULIM MPEI ITBPBUTE 3 MECELa Ha JIeYCHHETO H Hall-
MaJIKO €AHH T MECE4HO cieq ToBa. [Ipn namuenTiTe B HavamHa ¢aiza ka HIV 3aGonsmeaHeTo
(koraTo KOCTHOMO3ZBYHHAT pe3eps e of1Lo B3eTo A06BP) XeMaTOMOrHIHATE HEKEMaH PeakHK He ¢a
4yecTH. B 3aBHCHMOCT OT 0610TO CECTOAHKE Ha MallHeHTa H3CICABAHHATA HA KPbBHATA KApTHHA
MOXKE 18 C€ H3BbPIIBAT NO-PAAKO, HATIpUMED Ha BeeKkH 1-3 mecelia.

Ilpu cnagane Ha xemoraobuna mexcay 7,5 g/dl (4,65 mmolA) u 9 g/dl (5,59mmol/1) unn axo
6poAT Ha HeYTPOIHNTE rPaHYIOLMTH crianHe Mexay 0,75x10° /11 1,0x 10°/1, aHeBHATa NO3a MOXKeE
Aa ce HamanH. 1IpHeMBbT Ha HaMaleHa 1038 MPOAB/DKABRa A0 BPbIAHE HA XEMATONOrHYHHTE
fokasaTelx B pedepeHTHH IpaHULM. BB3CTaHOBABAHETO ¢e YNEeCHABA M Upe3 KPATKO CIIHPAHE HA
NIEMEHNETO 32 2 10 4 ceaMHUH. Bh3cTaHOBABaHE PYHKIMMTE HA KOCTHHA MO3BK HACTHIIBA B paMKHTE
Ha 2 ceaMHLK. Cneq ToBa MOXKE Aa € HA3HAYH HUCKa fo3a Retrovir, IIpu Texxa aneMus
HaMaJIABAHETO Ha JO3ZUTE MOXE Jla Ce ChYeTae C XeMOoTpaHCcy3HuH (BX. TouKa 4.3).

—

Jlakmamua ayudosa: [Ipn mauMeHTH, JIEKYBaHH ¢ HYKISO3HIHH obmasaHn
CIyvaH Ha JIAKTaTHA alHa03a, NpuApYy:keHa OOHKHOBEHO OT Xena : '
cTeaTo3a. PaHHHTE CHMIITOMH (CHMITTOMATHYHA XHIIEPIAKTATEM




CUMOTOMH OT CTPAHA HA NACTPOMHTECTHHAIHHA TPaKT (raheﬂe, HOBPHIIAHE U KOpeMHa (0nKa), '
HecnennGHUHO HEpAINOIOKEHH e, 3aryba Ha afeTHT, 3aryba Ha Tero, peCnupaTopHH CHMETOMH
(yaecTeHO WM JBI60KO ANLIAHE) MM HEBPOJIOTHYHH CHMITOMM (BKJI. IBMTaTe/IHa ciabocT).

JlaKTaTHAaTa a1MA03a € CBhP3aHa ¢ BUCOKA CMBPTHOCT H MOXKE fia Ob/ie MpHAPYXKCHA OT
NaHKPeaTHUT, YepHOApOOGHa MK O01OpeuHa HeIOCTATEIHOCT.

JlaxTaTHATA aMn03a OOHKHOBEHO ce HabMmoaapa ciaell HAKONKO Mecelia ICIeHHE,

JledenmeTo ¢ HyKISO3MAHH aHano3u Tpabba Aa ce MpeKpaTH NpH YCTaHOBABAHE Ha
CHMITTOMATHYHA XHINEepNaKTaTeMua M MeTaboMMTHA/ TaKTATHA AUNA03R, TPOrPecHBHA
XenaToMeranns, uiH 6sp30 MOKAYBAHE Ha HUBaTA HAa aMHHOTpancdepasnTe.

HyxneosuanuTe aHano3M Tpa6sa fa ce Npunarar ¢ NOBHIIEHO BHHMBHUS IIPH BCHYKH |
nanuenTH (0coOEHO NPH XKEHH CHC 3ATARECTABAHE) C XETIATOMETANHA, XENATHT WIN APYTH Hammu
puckoBd $aKTOPH 3a passuTHE Ha YepHOOPOoOHO 3ab0/1IBaHe H yepHoApoSHa cTeaTo3a (BKA. HAKOH
NIeKapcTBEHH NPOAYKTH | ankoxon). [lapenTure, Ko-MHpeKTHpanH ¢ XenartHT C U NeKyBaHu ¢ aida
unrepdepod H pubGaBHPHRE MOraT Aa NPEACTABIABAT IPyna ¢he cnenduIeH pUCK.

Heobxomumo € Aa ce mpoc/iesBa BHIMATENHO CECTOAHHETO Ha NAUMCHTHTE ¢ DOBHHICH pncx
OT NAKTAaTHA aluAO3Aa,

Mumoxondpuanna moxcussocm: B B3CNeIBaAHYUA in vifro M in vivo € YCTRHOBEHO, 9¢

HYKJICO3HAHUTE H HYKICOTHIHHTE aHATIO3H NPHIMHABAT Pa3IHYHO ITO CTENCH YBPEXIAHE HA
mMuTOXOHApHHUTE. CHOBINAaBAHH ¢a CAyuaH HA MHTOXOHApHANHA mucdyHkuws npy HIV-oTpHuare
HOBOPOJEHH, H3/IOXEHH Ha JSHCTBHSTO Ha HYKJICO3NIHH aHANO3H in ulero W/HITH NOCTHATAJIHO,
OCHOBHHTE HEXENAHM PeaKiMH, 38 KOMTO ¢ ChoOIABAKO CA XEMATONOTHYHHN HapyIIieHUA (aHeMHs,
HeyTponeHKuA) U MeTaGOIMTHY HAPYLICHHA (XMNEPIAKTATEMUSA, XHIICPIHIa3eMus). Te3l CEOHTHA
yecTo ca BpeMeHHH. CrofinaBaHy ca H HAKOH KbCHONOABABAIH C€ HOBPOAOTHYHH HapyIHeHHX
(XUnepTOHHA, IbpY, aSHOPMAIHO NOBECHNUE). 3acera HE € YCTEHOBEHO AA/H HEBPOAOTHIHUTE
HapyLIeHHA CA BpEMEHHH WIH NOCTOSHHH. BCAko fieTe, KoeTo € O1Mno HalokeHo /n ufero Ha
nefiCTBUETO Ha HYKIICO3HANHM MITH HYKNeOTHAHATE aHanosu, gopu HIV-orpunarenture Acua, Tpabpa
aa 6bae nMpocieAeH0 KIMHHYHO B ¢ NabopaTopHE HacaepaHnd. B caydall Ha CHOTBETHH HPMIKALM H
cuMITOMH, TpaAOGBa Aa 6nae HANMPABEHO LAMOCTHO MMPOYYBAHE 38 BB3MOXHA MUTOXOHAPHAITHA
nncyHkuns, Teau HAXOAKKM He MPOMEHAT HACTOAIMTE HANMOHANHN IPCHOPHKH 32 HINON3BAHE HA

MPOTHROPETPOBHPYCHATA Tepanus pH OpeMEHHN XKEHH KAaTO NPEBeHIMA Ha BePTHKATHATA
TpaHcMHcHa Ha HIV. .

JTunooucmpodghun: KoMOMHHpaHATa MPOTHBOPETPOBHPYCHA TEPAIINA € CBBP3aHa C
NpepasnpeleNcHHe Ha TelleCHUTE MasHHHH (munomuctpodus) npu HIV nanuent. He ca n3scHeHH
ILATOCPOUHMUTE NOCAEANIY Ha TOBA ABneHne. He e HammbmHO yCTaHOBEH M MEXAHWIMBT, 1IO KOHTO ce
nossssa. [Ipeanonara ce Bpb3ka MEKY BHCLICPATHATA IMIIOMATO38 M POTEASHATE MHXHOMTODH
(Pls), 1 aMNoaTpOOHATE B HYKACOZUIHHTE AHANTO3H HHXHOMTOPH Ha o0paTHaTa TPaHCKPHIITAa3A
(NRTIs). [TOBHIIEHHAT PHCK OT JIMNOAKCTPOGHA CO CBLP3IBA C HHAHBHAYANHH GaKTOpH KaTo Mo-
BB3PACTHHM MAIMEHTH, KAKTO M ¢ GaKTOPH, ONpeIe/IRLIM Ce OT JIEKapCTRaTa, KATO MO-roiAMa
NPOXB/DKUTENHOCT HA IIPOTHBOPETPOBHPYCHOTO JIGUEHHE M CRBP3aHM MeTabOMMTHH HAPYIICHHSA.
KnnHauauuaT npernea Tpabpa Aa BKIOYBA ¥ OLICHKA HA GH3NdeCKH Oeliean 3a ApepasipeeneHie Ha
masunuuTe. Tpabea fa ce OOMHCIN H3MEPBAHE HUBATA HAa CEPYMHMTE MNNWH H KPHBHATS 3aXap Ha
rnagxo. Hapymenusra B mummanaTa oOMsiHa TpaOea aa OBIaT ORIAAABANHH MO KIHHHYHO NPHETUTE
HaTHHH (BX. TouKa 4.8).

Yeprodpobro 3aborssane: He e ycranopeHa Ge3onacHocTTa U epUKACHOCTTA Ha BHMI}’JIEH
NpH MalHeHTH ChC CBNBTCTBANM 3HAYHTE/THH HADYILICHHUA Ha YepHOAPOOHATA cl:ymcmm

[TauneHTHTE C XpoHWueH XenaTuT B win C H NeKyBaHu ¢ mmﬁmmpan DOBHPYCHA

Tepalisg, ¢a ¢ NOBHIIEH PHCK 38 TEXKH H IOTEHUHANHO (aTarHn Hex 1 o

yepHHa Apob. B ciyuai, Wi¢ ce npuiara efHOBPEMEHHO MPOTHBOBHPYCHS




MOJIA MOTHPCETE ChINO CHOTBETHA HHPOPMALIHA 33 JICKAPCTBEHHTE NMPOAYKTH, KOHTO Ce H3INOI3BAT.

ITpn naumeHTHTE ¢ Bede ChilleCTBYBaIa YepHOAPOOHA BUCHYHKINA, BKIIOYHTENIHO C
XPOHHYCH aKTHBEH XCMaTHT, OTKIOHEHUATA B 4epHOAPOOHHTE QYHKUHOHATHHE TECTORE 11O BPEME Ha
koMOMHIpPaHa aHTHPCTPOBHPYCHA Tepanys ca no-4ecTn. YepHoapoOHUTe HYHKUMOHATHY TECTOBE
TpAOBa 213 Ce MPOC/IeABaT CHIIIaCHO CTAHJAPTHATA NPAKTHKA. AKO HMA AAHHH 33 BJIONIaBaHE HA.
YepHOAPOOHOTO 3a60nsaBaHe NpH TAKHBA MAHEHTH, TPpAGBa Ja ce 06CHAH MPEKBCBAHE HITH
NpeycTaHOBABAHE Ha JICYSHHETO (BX. TOUKA 4.2).

Cunopom Ha umyrna peaxmusayus; B Hauanoto Ha npuiaraHeTo Ha koMOGuHMpaus
aHTHpeTpoBHpYCHa Tepariia (CART) npu HIV-mndektipany namieHTH ¢ TeXbK HMYHeH
AChHLMT, MOKE 1A CE TIOABH BB3NATHTENHA PEaKHA KbM GC3CHMITOMHY WIH OCTATBYHH
ONOPTIOHUCTHYHH NaTOreHHU M TOBA Aa MPHYHHK CEPHO3ZHO BJIOINABAHE H3 KIIMHWTTHOTO CHCTORHHE
WIN YTEXXHABaHE Ha CHMNTOMHTE. OOHKHOBEHO TaKHBa peakuuy ca O HabmoaaBaHu npes
OBPBHTE HAKOIKO CEAMHIH HITH MecellM OT 3anoypaHeTo Ha KOMOHHUPAHATA aHTUPETPOBHPYCHA
repania (CART). Takusa npuMepH ca LXTOMETANOBHPYCEH PETHHHAT, FeHEPANTH3APaNY WK
OTHHILHH MHKOOaKTepHalHH HH(EKIMH H MHEBMOHMA, MPHIHHEHA OT Preumocystis carinil. BCHIKH
BB3NMAJHTEIHH CUMOTOMH TpA6Ba na OBaT OeHABAHH U KOraro € HeoOXOMMMO Aa ce HayHAYaBA
JIeYeHHe,

[TanuenTnTe Tpa6Ba NA 6BAAT NpeayYNpeKAaBAHH OTHOCHO €THOBpEeMEHHATA yioTpeba Ha
Retrovir ¢ lekapcTBaTa, KOMTO NO3BAT §3 NeKApCKO NpeANHCcaHHe (BXK. ToUKa 4.5).

[lanmenTHTE TPAOBA Na OBAAT yBEAOMABAHM, e IEUEHHETO ¢ Retrovir He npena3sa ot
npenasane Ha HIV-nndexuuara Ha Jpyrn Xopa 4pe3 CeKCyaIeH KOHTaKT HIIH MO KPBBEH IIBT, .

Ynompeba npu nayuenmu 8 nanpedonana ev3pacm u npu nayuesmu ¢ 6vbpeunu uny
YepHOOpobHU yepexcOanua. BIKTe TouKa 4.2,

Ocmeonexposa; Bupexn 4e eTHONOruATa ce IpaeMa 38 MHOrofhakTopHa (BKIOYBaIIA
NMPHTIOXKCHHE Ha KOPTHKOCTCPOM/IH, KOHCYMALMA Ha aIKOXO0JI, TEXKA UMYHOCYTPECHs, IO-BHCOK
HHIEKC HA TelEeCHa Maca), ¢a CEo0IIaBaHH CIIydaH Ha OCTEOHEKpo3a, 0co0eHO MPH IAIHEHTH C
HampeaHano HIV 3abongsane W/imu ¢ npoAb/KHTEHA SKCIIO3KIIMA Ha KoOMOUHHpaHa
aHTHpeTpoBUpYycHa Tepanud (KAPT). [lauvenTure TpaGpa Aa 6B0aT NOCHBETBAHM AA MOTHPCAT
KOHCYNTALNA C JIeKap, aKko NoJyyaT 60NKY B CTABHTE, CKOBAHOCT HA CTABHTE WM 3aTPYHEHHUES B
IOBHXCHHUATA.

4.5. B3anmoaelicTsas ¢ APYTH JeKapCTBeHE OPOAYKTH H ApyYrR GopMH HA BiagMoZellcTBHR

OrpanWyeHH JaHHH NPEANONArar, 4¢ eIHOBpeMeHHaTa ynoTpeba Ha 3HROBYIHH C
pudamMmime Hamanasa AUC (miomra noJi KpHBAT2 Ha MJ1a3MEHATa KOHHEHTPalus) Ha 3MNOBYARH C
48% + 34%. Topa MOXe 1a JOBeJE /10 YaCTHYHA HIIH bJIHA 3ary0a Ha e¢mcﬂocm Ha 3ROOBYIOMH
(BX. TOuKka 4.4).

KoMOuHaumaTa Ha 3MAOBYMH CHC CTABYHH € BHTArOHUCTHYHA in vitro. EqHOBpeMeHHATA
ynioTpeba Ha CTaBYAMH CBC 3HAOBYAMH TpAGBa na ce H30area (BXK. TouKa 4.4).

[Tpobenenmp yeenuuasa AUC na sugosynun ¢uc 106% (B quanasona oT 100 go 170%).
[TanuenTuTe, NpHeMamy ABETE JicKapcTBa, TpA6Ba Aa OBAAT BHHMATEITHO HAO/MOAABAHH 38 IPOABH
HAa XEMATONOIrHYHA TOKCHYHOCT,

IIpy eaHOBPEMEHHO MPHIIOKEHUE C JIAMUBYAMH € HalMOAaBaHO YMEPEHO YBEHIABAHE HA Comy
(28 %) 3a 3unoBYMMH, AokaTo obinaTa excnosuwusa (AUC) He ce mpoMend CHIIECTBEHO. 3UNOBYAHH
HE NOB/IMABA (apMAKOKHMHETHKATa Ha JJaMHBYAHH.

IIpu nedenne ¢ Retrovir, Npy HAKOM NMAIMEHTH ca YCTAHOBEHH HACKH I1J1a3

Fa



npHeMalny eHOBPEMEHHO JBATA MPOAYKTA. | .

[pu papMaKOKHMHETHYHO H3NHTBAHE €AHOBPEMEHHOTO NPHIOKEHHE Ha 3HAOBY/HH !
aTOBAKBOH € NOKAa3a/l0 HaMalfPaHe Ha KIMPBHHCA Ha 3UJOBYAMH CNe/ IEPOpaATHO NPMICKCHHE,
JOBEXIAmO B0 35% + 23% ypennueHue Ha AUC Ha 3unoBymuH B Iiasmara. He e yeraHopeH
MEXAHM3MBT Ha B3aUMOJciicTBHE H ThHil KATO ¢ ATOBAKBOH CYCIISH3HA MOrar Iia ce JOCTUrHAT Io- |
BHCOKM KOHLIEHTpALMH Ha aTOBSKBOH € BE3MOXKHO ITO-I'0fieMK npoMeHH B croliHocTiTe Ha AUC 3a |
3UWJOBYAHH Na ObAAT HHIYLHPAHH, KOTATO aTOBAKBOH C& MpHIara Kato cycneH3us.lIpy
OrpaHHYeHMTe HATHYHH AaHHH, KIMHHYHATA 3HATMMOCT HA TE3H PEIyTaTH € HeU3BECTHA.

ExnospemenHara ynorpe6a Ha 3HAOBYAMH C BAMIPOEBa KHCeNMHHA, QIIKOHA3ON HAN METANlOH
noka3ssa yeenudapade Ha AUC, ¢b¢ ChOTBETCTBAINC HaMandBaHe Ha TeXHHA kaupsHe. Toil xaTo ca
HAIMYHW caMO OrpaHHYeHH GaKTH, KIHHHHHATA 3HAYHMMOCT HA T¢3M JaHHM € HeACHA, HO aKo |
3UAOBYAHH C€ U3ITON3BA ChBMECTHO C BANMTPOEBA KHCEIHHA, (UTYKOHA30I HAX MCTANOH, RALMEHTHTS
TpABOBA Jla 6BAaT BHUMATETHO NPOC/CAABAHY 32 NOTeRIHATHS TOKCHYHOCT Ha 3HIOBY/IHH.

EanoBpeMeHHOTO NieueHue, oco0eH0 MPH HHTCH3NBHA TEpalis, C HOTCHUHATHO
HePPOTOKCHYHH M/IH MHEJIOCYIIPECUBHE JICKapCTRa (Hanp. NpyH CHCTEMHO NPHIIOXKCHHE HA
NEHTAMMIMH, AANCOH, MHPUMETAMMH, KO~-TPHMOKCa30]1, aM(pOTCPHLMH, GIyLHTOINH, FAHIMKIOBUP,
uuTepdepon, BUHKPHCTHH, BUHOIACTUH 1 J0KCOPYOHLIMH) MOXE CBHILO JIA YBEJIHYH PUCKa OT
HEXENAHH PEAKLMH KbM 3MIOBYAMH. AKO ¢ Heo0X0MMO eTHOBPEMEHHO JICYEHHE C HAKO® OT TE3M
JIeKapcTBa, TO Torasa Tpabpa Aa ce OOLPHE AONBIHNTENHO BHHMAHAE NMPH KOHTPOIMPAHETO HA |
61n6peunara QYHKLHA H XeMATONOTHYHHTE IapaMeTPH K, aKo ¢ HeoOX0AuMO, ZO3HPOBKATA HA SAAHO
HJIM Ha NOBeYe OT JieKapcTeara Tpa0Ba Aa 654c HaMalIeHa.

OrpaHndeHUTe JAHHY OT KIMHWYHM KINMUTBAHUA HE MOKA3BAT 3HAYHTENHO YBESINYEH PUCK OT
HEXKETAHH PEaKIM KBM 3MI0BYAHH, IPHEMaH HOBPEMEHHO C KO-TPUMOKCA30I, acposoHa GopmMa
Ha MICHTAMMAUH, TUPHMETAMHH H aLIMKIOBUP B NpOQHIAKTHYHEA JO3H. |

Ta6neTkyTe KNAPUTPOMMIIMH HaMaABar peaopOiuaTa Ha 3UAOBYAMH. Tosa MoXke fa ce
H3berse ypes pasgendaHe NPUEMHUTE Ha 3UAOBYAHH H KNAPHTPOMMLIMH Hal-Majxo ¢ IBa Yaca.

4.6. BpeMeHHOCT H KhpMeEHe

BpemeBHOCT:

VYnorpebata Ha Retrovir npu GpemMeHH# cien 14 recTaunoHHa ceAMHIA, ¢ NOC/IEABAILD
NeYeHHUEe M Ha HOBOPOJACHHTE, 3HAYMTENIHO HamaiaBa mpeaasanero Ha HIV ot malikara Ha nioaa,
Oasnpako Ha BUPYCHH KyaTypH npH Oebertara. |

PesynraTute 0T OCHOBHO Nnanefo KOHTPOJINPaHO n3nuTBaHe B CheAHHEHNTE LIATH NOKAABAT,
ye Retrovir Hamanasa NpeJaBaHeTo Ha BHpYyca OT MalixaTa Ha Ioja ¢ npubansurenno 70%. B Topa
H3NKTBaHe GpeMeHHHTE XeHn ca uManu Gpoii Ha CD4-xnerkure ot 200 xo 181 8/11° (cpeano 560 1'1‘3
B IPYNATa Ha ACKYRAHHTE), 3AMOYHAIM ca JeUeHHeTo Mexay 14 u 34 recrallMOHHA CCAMMLIA M HECa
MMAJIH KJIHHHYHE HHAXKALHH 33 TeYcHue ¢ Retrovir. |

Texuure HOBOPOASHH Cca NpueMaau Retrovir nepopanso Ao 6-CéAMMINHA BE3PACT.

Pelmenuero J1a ce HaMaId pHcKa OT npenaparHe Ha HIV ot Malfxara Ha aeTeTo Tpabea aa ce
OCHOBapa Ha GanaHca MexAy MOTEHLMETHATE ION3M U NOTCHUMANHMAT pHcK. JKeHnTe, OOMHECIAITH -
ynotpeGata Ha Retrovir no BpeMe Ha GpeMeHHOCTTA CH ¢ e NpeAna3eaHe oT npeaasane Hg HIV Ha
TeXHHTe Jella, TpA6ba Aa 6bAAT YBENOMEHH, 9€ B HAKOH CITYYaH MOXE a MMa NPeAaBaHe Ha BHpYCa ,
BBIIPEKH MPOBEXAAHOTO JICUEHHUE. -

EdukacHOCTTa Ha 3UACBYAHH 32 peAyLHpaHe NpeJapaHeTo He HH(pexnmaTa oT MalikaTn HA
ILTOAA NPH KEHH, NTPEABAPHTENHO JIEKYBAHH MPOAWDKHTEHO ChC INAORYAMH HAH C IPYTH
aHTHPETPOBUPYCHH IEKApCTRA, MM NpM xenu, nHdekTupann ¢ HIV mamobe ¢ HamManeHa
YYBCTBHTENHOCT KbM 3MIOBYIHH, HE € YCTAHOBEHA.

He e ycTaHOBEHO Aany MPUIONKEHHETO Ha Retrovir in ulero i cnex
NOCACACTBHA.




Y¢TaHOBEHHUTE KaHIIEPOreHHOCT W MYTareHHOCT [IPH XHMBOTHH HE T03BO/IABAT A C€ HM3KIIOYH
KaHLICPOreHEeH PHCK NIPH 40BEKa (B2K. TOYKa 5.3). He € ACHO 3HaYCHHUETO Ha OITHCAHUTE HAXOKH 38
MH(EKTHpaHUTE H HEHH(EKTHPaHUTE HOBOPOJCHH, JIeKyBaHK ¢ Retrovir. BpeMeHHN, JxeJlaeHiH Ja
npuemat Retrovir no Bpeme Ha SpeMeHHOCTTa, TpAGBa Aa 6B0aT HHGOPMHpPAHK OTHOCHO TE3H aHHH.

Ilopanu orpaHHIeHUTE AaHHH 3a ynoTpeba Ha Retrovir no ppeMe Ha GpeMEeHHOCTTA, TO3H
NeKapcTeed MPOAYKT O Tpabpato Ja ce H3noi3Ba npeau 14-Ta recTAMOHHE CSIMHIIA, CAMO KOTATO
NoTeHlWaNHaTa no/j3a 3a MaifkaTa H IU10/1a HaZBNasa puckopere. [Ipoyananus npy OpeMorHH
IUIbXOBE H 3ai1IH, MONYYABAIIH NEPOPATHO 3HAOBYAHH B Ao3u Ao 450 u 500 mg/kg/nuerHo,
PECICKTHBHO, IO BPEME HA I'IaBHHA IIEPHOA Ha OPraHoreHe3aTa; He MOKa3BaT JaHHH 34
TEPAaTOreHHOCT. Bee nak ¢ HabmoaaBaHO CTATHCTHYECKH 3HAYMMO YBETHYABAHE HA CTyJadTe HA
theTamHa pe3opOuHs pH mTEXoBE, NoMy4asany 150 ao 450 mg/kg/mHeBHO W NPH 38K, NOXYYABAAH

500 mg/ke/m1eBHo.

Ornenno npoy4sane, JOKNAABAHO BIIOC/EACTBHE, YCTAHOBARA, Y€ IPH ILTHXOBE, MTOMYMABAIIH
no3a ot 3000 mg/kg/nHeBHO - 1038, MHOTO GNIM3Ka A0 CpeIHATA NEpopalHa ACTAIHA J03a
(3 683 mg/kg), ce HabmoxaBaT ABHH NPHUIHALH HAa TOKCHYHOCT IpH MalikaTa H yBelMIaBpaHe
yecToTaTa Ha MaldopMalnute npu wiona. HaMa AaHHM 3a TepaTOreHHOCT 10 BpEMe Ha CHUlOTO
H3CNeABaHE, KOTATO Ca H3NOI3BAaHU NMO-HUCKH Ao3H (600 wm no-Manko mg/kg/HeBHO).

QepTRABTET:

3unoBYyAMH HE HaMansiBa GepTIIUTETA IPH MBKKH HIH XKESHCKH ILTEXOBE, TPAEMaTH
nepopando go3u A0 450 mg/kg/axnenno. Hama panmu 3a ehext Ha Retrovir BopXy depTuninTeTa npu
KeHHTE, [IpH MbXKeTe HAMa JaHHHK Retrovir na npoMeHa 6poa, Mopdonoraara ¥ noABHKHOCTTA Ha
CNEPMATO30MJHTE.

KnpMmene:

3a u3bareaHe npegasanero Ha HIV cneguanMcTuTe npenopbyBaT N0 BE3MOXKHOCT KEHHATE,
uHpekTupanu ¢ HIV na ne kbpmaT. Crel npuem Ha eauHMyHa fo3a 200 mg suaosymH ot HIV
HH(EKTHpaHH XKEHH, CPeaHAaTa KOHLSHTPAUXA Ha 3UAOBYIMH B KbPMATa € NoA0OHa Ha Ta3k B
cepyMa. T'pit kaTo 3MJOBYAMH M BUPYCHT NIPEMHUHABAT B KbpMaTa, npenopr.qna ce ponmmmre
npueMamu Retrovir, 1a He KEPMAT.

Ed¢extn BbpXy cniocoSnocTTa 328 mogupane o paora ¢ MAERH

He ca mpoBeXaaHM U3cIEABaHNA, NIPOYYBAIM BIANSHIETO HAa Retrovir BEpXY cnocobGRoOCTTA 34
mo¢Hpane 4 pabora ¢ MauMHK. OT PapMaKONOTHYHHTE JaHHH Ha IEKApCTBOTO HE MOTAT Bace
NPeABHAAT BpSOHH e(PeKTH BEpXY Te3H AeliHocTi. BRNpekH ToBa, KIIMHUMHHAAT CTATYC HA NAIMEHT]
H npoduna Ha HeXxeNaHHTe IEKapCTBEHH peakiny Ha Retrovir 61 Tpabaano Aa ce KMAT BPAABHA,
Korato ce obcbKaaT cnnocobHOCTTa 3a WodHpaHe ¥ paboTac MAIIMHA,

4.8. HexenanH JeKapcTBeHH pPeakiHu

Hexenanure peakumu ca 1ojlo0HH npH jena i pb3pacTHH. Hali-cepHo3HATE HEKSIAHN
peakiiiM BKTIOYBAT aHeMHA (KoaTO OM MOI/Ia 1a H3HCKBa KphBOIPE/IUBaHE), HEYTPONICHHA M
JIeBKONEHNd. Te HACTHLNRAT NO-YECTO NMPH NO-BUCOKH AO3UMPOBKH (1200-1500 mg/rHeBHO) H-NpU
nauHeHTH ¢ HanpeaHano HIV 3abonseane (ocofeHo 1pH MATBK KOCTHO-MO3BYEH pe3cpB NpegH
NEYEHHETO) H MIO-CTIELHANHO TIPH TIAUMeHTH ¢ Gpoli Ha CD4+ xieTxkuTe no-mMarsk or 100/mm’,
Moxxe za ce HANOXU HaMallgBpaHe Ha AO3HPOBKATA WIH NpeKpaTABaHe Ha neueHHeTO (BX. TOUKA 4.4).

YecToTaTa Ha HEYTPONICHHATA CE YBe/IMYaBa ChIIO NPH NalKEHTHTE, whiito Gpoli Ha
HeyTpodnIMTe H HHBA Ra XeMorno6nHa U cepyMHHA BUTaMHH B> ca Omih HHCKH_ E. HAYAN0TO HA
neuedHeto ¢ Retrovir. 2P

Cnenpawgpre CEOMTHA CE ONHCRAT l'lpH neyeHue ¢ Retrovir.

Hexenanute peakuuy, pasrackiaai KaTo Bb3MOXKHO CBBEpP3aH

no-



Oy B 3aBHCHMOCT OT TEJIECHATA CHCTEMA, OPTaHHATA IpyTia H abCOMOTHATA mm‘lmome ca
onpeeaeHH Kato: MHoro decth (Han 10%), yectn (1-10%), He HecTH (0,1-1%), peaxu (0,01-0,1%)
1 MHoro penks (nox 0,01%). . -

Hapymenas HA KPLBTA H JHMPHATA CHCTEMA

Yecti: aHeMHA, HEYTPOMEHHUA H JICBKOIICHHA J
HedecTr: TpoMOOTIMTONICHNA H NAHWATONCHHA ¢ KOCTHOMOIBYHA XHIIOTLIA3MA
Pemxn: niompaHa aria3nd Ha YePBEHHTE KPbBHH KIETKH |
MEOro peaku: arnnacTadHa aHeMus

Hapymenus Ha MeTa(0JHIMA B XpAaHEHETO
Pemxn: aHopeKCHA H JIAKTATHA ALM034 NIPH OTCHCTBHE HA XHITOKCEMHA

IIcaxavnnA HapymeRns
Penxu: 6eanokofcTRO B Aenpecus

Hapymenns B HEPBEATA CHCTEMA

MHoro yecTH: raaBoonue

YecTH: 3amalipate |
Pegxy: GeachHME, NapecTeInq, CHHIMBOCT, 3aryba HA OCTPOTATA Ha MHC/ICHETO, IBPUOBE

Copaewsn napyumenns
Penxu: xapaAUOMHONATHA

PecnupaTopHH, 'PHANE B MEAHACTHHANIEH HAPYMICHES:
HeuecTi: ancrHes

Penxu: xammnuua

CToMamno-4peBHH BApPYIIEHHA

MHuoro uecTH: raicHe

YecTH: NnoBpEINaHE, KOpeMHa 60/Ka K AHapUs

Hedgecn: dnaryneHius

Penxyu: MHrMeHTALMA [0 NMrapHIATA HA YCTHATA KYyXHHA, HapYIICHHE HA BKYCOBHTE
BB3NPHATHA ¥ AUcnencus. [IankpeaTT.

XepaTo-Onnnapnn HAPYIeHHA

YecTH: MOBHIIEHN CTORHOCTH HA Y6PHOAPOGHHTE eH3UMH B KpLBTa M OHTMDYORH
Pezxn: uepHOAPOSHH HApYIIEHHA, KATO HANDAMEP TEXKA XeNnaToMerais Che CTeaTo3a

Hapymenns HA KOXATA H NOARCKHATA ThbKAH
Heuectu: oSpue u cepbex |
Peaxy: nurMeHTAIIMA HA HOKTUTE M KOXKaTa, YPTHKAPHA M H3ITOTABAHC

Hapymenns Ha MYCKYJHO-CKEJIETHATA CHCTEMA A CHEIRHMTE/IHATA TEKAR
Yeen: Muamrns '
Hevectn: muonatug

Hapymenna ua 0n0pennre n nEKOIHATE NHTHINSA
Peaxu: 4ecTo YpHHHpaHE

L



Hapymenns Ha anpomnonnmﬁa'ra CHCTEMA H 'bpAATA
Penxn: rHHeKOMacTHA

OO0y HapymeHus ¥ ¢eKTH Ha MACTOTO Ha NPHIIOKEHHE

YecT: HEPA3TIONOKEHHE

Heuectu: nmopuilieHa TeMmeparypa, redepainsupana 60/1ka H aCTeHHs
Penxu: BTpucaHe, rpbaHa 6onka M rpumonofoted CHHAPOM

Hartpynanure ot niaue6o-KOHTPONApaH U OTBOPEHH HIMHTBAHNA JAaHHH, IOKA3BAT; T8
4eCTOTATa Ha HOABA HA TaA¢He, KakKTo ¥ Ha APYTHTE YeCTO AOKIa[BaHH HekelIaHN ChOHTHS
3HAYHTENHO HAMATABA Clie] IIbPBUTE CCAMMIH Ha NpHeM Ha Retrovir.

Hexenann 1ekapCcTBEHN PeaknHA OPH OPHIIoAKeAHe Ha Retrovir ¢ men nperoTepaTEpaue
npexasaneTo Ha HIV ot malikaTa na naojga:

B exHo mnanebo KORTPONHPAHO H3NHTBaHE, KIIHHHYHHTE HEXeNauH cr0nTHa 1
NabopaToOpHUTE OTKJIOHEHMA Ca NOROCHH B rpynuTe, NeKyBaHH ¢ Retrovir wim nmnaue6o. Bee nak e
Ha0MmonasaHa TEHACHUMA NEKATa H YMEPEHA AHEMHUA 1A C¢ MOABABAT MO-YECTO MpeH PAKIAAHETO NIPH
XKEHHUTE, JIEKYBAHH CBC 3UTOBYIHH. |

[Io BpeMe Ha CBINOTO M3NHTBAHE € YCTAHOBEHO, Y€ XeMOTTOOHHOBHTE KOHUCHTPALMH ApH
HOBOPOZEHH, ICKyBaHH ¢ Retrovir, ca no-HMCKu B cpapHeHME ¢ malefo, HO TOBA HE € HAJATAI0
XEMOTpaHCQy3Hd. AHEMHATA OT3BY4apa 6 CEAMHUM Clejl CIMpaHe Ha neueHHeTo ¢ Retrovir, [ipyrure
YCTaHOBCHH KIIHHHYHO NMPOABEHH HExXeNnaHu chOUTHA 1 NaboparopHy OTKNOHSHMA ¢a NoaoOHH B
[PYNHTE, JieKyBaHH ¢ Retrovir wia mnauebo. KscHE nocieACTEBHA OT TepanuATa ¢ Retrovir in utero n
BBPXY HOBOPOAEHOTO HE Ca YCTAHOBEHH.

Ilpu npunokeHHe Ha HYKICO3HHH aHANO03H ¢a ACKIANBAHH CTydad Ha JIAKTATHA allino3a,
NoHAKora ¢patatHu. OGMKHOBEHO TE ca CBBPIaHH ¢ TEXKa XenaToMeranus u 'IE])HOIIpOﬁHII: CTeaTo3a
(BX. TO4ka 4.4). f

KoMGuHHpaHaTa MpOTHBOPETPOBHPYCHA TEpallia e CPBP3Ba ¢ NpepasnpecicHHe Ka
TeAeCHHTE MasHHHH (JMnogucTpoduss) npy HIV naumerTn, Bkmousamo 3aryba Ha nepudepua u
JINLCBA NOAKOMXKHA MACTHE THKaH, MOBUIICHA HHTPaabAoOMUHAIHA M BUCLISPATHA MACTHA THKEH,
XHNepTpoguA HA I'BPAMTE W HATPYNBAHE HA OP30LIEpBHKAHA MasHHHA (OHIOHCKa repOHma).

KoMOHHHpanaTa IPOTHBOPETPOBUPYCHA TEpANkA c€ CBbP3Ba ¢ METAGONHTHH HApYLleHHS KaTO
XHIICPTPUITHLUICPHAEMHS, XMIIEPXOIECTEPOIEMHA, HHCYIHHOBA PEIUCTEOHTHOCT, xﬂnepr.mmu H
XunepnakrateMis (BxX. Touxa 4.4).

B HauanoTo Ha mpunaraHeTo Ha koMOuHKpaHa anTHpeTpoBHpYcHa Tepanua (CART) npu
HIV-nn¢exTHpany NalHeHTH ¢ TEXBK HMYReH IeDHIMT, MOXe Ja Ce& NOABH BHEINATHTEIHA PEAKITHA
KBbM GE3CHMIITOMHH MJIH OCTaTHYHH OTNIOPTIOHUCTHYHK HHEKUNH (BXK. TOUKa 4.4).

CnobmaBany ca cimyqau Ha OCTeOHeKpo3a, 0cobeHo NpH nalMeHTH ¢ O0MONpHeTH PHCKOBH
¢axToph, Hanpeauano HIV 3a6onseane Wi ripoAB/IDKHTENHA €KCIIOIMNHA HA KOMOHHHpaHa
aHTHpeTpoBHpYCHA Tepanhsa (KAPT). YecroraTa M He € H3BecTHa (B, Touka 4.4),

4.9. Ilpenozapane

CuamnroMn:

[1pH oCcTpO Npeao3npaHe Ha 3UAOBYAHH HE Ca YCTAHOBEHM CNELMPHIHH CHMNTOMH HITH
Gene3n, ocBeH H3OGPOCHHUTE KaTO HEXENaHH peakuu ~ rnapofome, NOBPhIIaHe, yMOpa H MHOTO
PAZIKO XEMaTONOTHYHH NpoMeHH. OnicaH € eMH CiTyqali Ha HeONpeAENeHO KOINYECTRO IPHETa 034
3UAOBYAHH, C ILTa3MEHN HUBA HA 3HAOBYAUH, CHOTBETCTRAINM Ha NpeA03Upane ¢ noseue ot 17 g, Ho
0e3 paHHM XeMaToONOrHYHH, GHOXHMHMYHM U KJIHHHYHH POMEHH.

Jledenne:




Ha3Ha4H momxondlla NoAAbPKANIA TEpaITHA. |
XeMoananM3aTa i NepHTOHEATHATA NHATH3A HMAT OTPAHHMCHO 3HAYCHHE 33 CIHMHERPAHCTO

HA 3MJOBYIHH, HO YICCHABAT CTHMHHHPAHETO Ha MeTA0OHTA IIOKYPOHHA,

5. dapMaxoJoravaR CBONCTBA

5.1. dapmaxojsRaMEIHE CBOHCTBA
(Dépuam'repanen'rma rpyna - HykneosunaeH ananor. ATC xoa: JOSA F01

Mexanusum na deiicmetie: SHAOBYANH € AHTHBUPYCEH arcHT, BUCOKOAKTHBEH B YCIOBHA
vitro CIIPAMO PETPOBUPYCH, B TOBA YUCIO U CPEMTy JOBEIIKHA HMYHOACHHLIMTEH BHpPYC (HIV). .

3ugoeynuH ce docopimpa B 3ApaBK H HHGEKTHPAHY KAETKH A0 MoHOdocdar (MP) or
KIeThYHATA THMUMMAKKHA3A. [Tocreasamo docopwmipane xo mudocdar (DP) u Tpudocdar (TP)
Ce KaTAIM3Hpa CHOTBETHO OT KAETHYHATE THMH/LIATKMHA3A 1 HECTICLH(ITHY KUHASH.

3unoryaus-TP e enHOBpeMEHHO MHXMOHTOD H cyGCTpaT Ha BHPYCHATa 00paTHa
TpanckpunTasa. Ilo-nararsmHoTo dopMupane Ha npo-aupycHa JIHK separa ¢ 6101mpano OT
BIUTIOYBAHETO Ha 3HAOBYAMH-MP BBE BEPHIaTa C NOCIEABAIND IIPEKBCBAHE HA BEPDUTaTa.

KOHKYpEHTHOTO HHXHGHpaRe Ha BUpyCHAaTa 0OpaTHa TPAaHCKPHIITa3a OT IHAOBYIHH-TP ¢
okono 100 nsTH NO-BHCOKO, OTKOJIKOTO 3a KneThuHara JTHK o-nommMepazsa.

KJ1nBEHYHA BEPYCOJIOTHS: - |
Bpr3kata Mexkay HyBcTBuTenHOCTTA Ha HIV KbM 3HA0BYAHH B YCNIOBHA i72 Viro H KITHHHHMA
OTTOBOP KM JIEUeHNETo Bee omne e 0GeKT Ha MpoydpaHua. TecToBeTe 3a HYBCTBHTEIHOCT B YC/IOBUA
in vitro He ca CTaHAAPTH3HPAHH, KATO Pe3yITATHTE MOTAaT Jia BapHpar. [IpHaTHHa 38 TOBa MOKCE Ia Ca
PaIIMYHITE METOONOrHYHHE daxTopy. | a
OT nauneHTH Ha IPOALLKUTENHA Tepallnd ¢ Retrovir ce H30/HPAT IAMOBE ¢ MIOHMKEHA
YyBCTBHTEJIHOCT KbM 3MAQOBYAMH in vitro. [laHHHTE MOKa3BaT, 9€¢ YOCTOTATa H CTENCHTA Ha saryba Ha
qyBCTBUTENHOCT in Vitro, €& MHOTO NO-HHCKH NPH NedeHHe B HATATHHTE CTATHH HA 3200IMBARETO.
[Ton3ata OT MOHOTEpAIHA C& OTPAHHYaBa OT OTCIA0BAHETO HA TYBCTBHTENHOCTTA H
PA3BUTHETO Ha 3MAOBYAHH-PE3NCTEHTHH IaMoBe. 11pA KIHHNYHY HINUTRAHNA, KpallHHT® pesynTaTs
MOKAa3BaT, Ye 3HAOBYAMH, ocobeHOo B KoOMOHHALNA C TAMUBYHH, 8 CHILO H C AMAAHOIHH HIIH
sAMIMTAGHH, BOIH A0 3HAMHTEMHO HAMANAPAHE HA PUCKA OT Nporpecupane Ha 3a00ABAHET0 H
CMBPTHOCT. YNoTpebaTa Ha npoTeaieH HHXUMOUTOP B KOMOHHALMA OBC IHAOBYAMH W NAMHBYIHH,.
pa3kpHBa NOMBIHHTENHA 10132 38 3aAbPKAHE NPOrpeCHpaHeTo Ha 3a00IABAHETO ¥ YBE/IMABAHE
NpPEeKHBAEMOCTTE, B CpaBHEHHE C YNOTpeGaTa Ha npoiHaTa KoMOHHAatMs. _ |
TTpoTuBOpeTpOBKHpPYCHATA SHHKACHOCT in Vitro Ha KOMOHHALIMHTE OT AHTUPCTPORMPYCHH -
areHTH NMPOXB/DKABA Ja ce Hicaeapa. [IpoBeaeHH ca INTMHMYHM | in vifro U3CNCABAHNA Ha edexra or -
KOMOHHALMATA HA 3HAOBYHH H aAMHBYIHH. PesynTaTiuTe noxaisar, 4¢ SHAOBYAHH-PEIHCTEHTHHTS
IAMOBE HA BUPYCA CTABAT 3MJOBYAMH-IYCTBHTE/HH, KOFaTO €JHOBPEMEHHO PA3BUAT PEINCTCHTHOCT
KbM JIAMMBYIHH. KIMHUUYHH [OKA3ATENCTEA CONAT, Ye KOMGHHALMATA JAMHBYAHH CHC SHIOBYAHH
336aBg PA3BHTHETO HA PE3UCTEHTHH 1AMOBE Ha BHPYCa KBM 3MA0BYAVH ITPY NALWCHTH, HEACKYBAHH
N0 MOMEHTA ¢ AHTHPETPOBHPYCHA TEPANHA. |
Hsaxou in vitro uacneapaHus ¢4 JOKA3ATH, 3¢ IMAOBYTHH HMA AANTHBSH MM CHHEPTHYCH
edexr B KoMGHHalRA ¢ ApyrH anTi-HIV NpoAyKTH, HANP. IAMHBYIMH, SHAAHO3NH U G-HHTEPdepOH,
MHEXHGHpaiiky penankanuaTa Ha HIV B kneTbuHA KynTYPH. J7 vilro M3CNEABAHNATA IOKA3BAT, 9€ -
TpoliHHUTE KOMOHHALMY HE HYKICO3HAHH AHANO3M MM Ha [Ba HYKICO3HAHH GHANOra H IPOTEa3eH -
HEXHGHTOP ca no-eeKTHBHM B HHXHOMpaHeTo Ha upTonaTaynna edexr Ha HIV-1, or Tepannsta ¢
eIHH MK ABa NPOAYKTA. L | '
PEe3HCTEHTHOCTTA KbM THMUAMHOBH AHAN03M (€OMH OT KOWTO € | 35,
oXapakTepusupaHa K 0GChACHA Upe3 CTHIANTOBHIHO HATPYTIBAHE Ha 10 MIGRY CHEL i
aa HIV o6paTHaTa TpasckpunTasa np kogonn 41, 67, 70, 210, 215 n 219. B




(GEHOTHITHA PE3UCTEHTHOCT KbM THMHAMHOBHTE AHANO3M Upe3 KOMOHHHpaHe Ha MyTALlHH MpH
KOAOHH 41 H 215 MM wpe3 HaTPYTIBaHETO HA MOHE 4 OT MIECTTE MYTAIMM. Te3n MyTallHH OT
THMHIAHHOBH aHAJI03H CAMOCTOATENTHO He NPUYHHABAT BUCOKA KPBCTOCAHA PE3UCTEHTHOCT KBM
HHMKOH OT Apyrure HyKI€o3uaun, no3Boissaliky nocneasama ynorpefa Ha BCEKH OT APYTHTE
onoOpeHH HHXHOMTOpPH Ha O0paTHAaTa TPAHCKPHUITTA3A.

1Ba MoJieNna Ha MyTALlH, NPEAMIBHKBAIlH MYJITHIEKapCTBEHA PE3UCTEHTHOCT — ITLPRHAT,
Xapakrepusupa# ¢ Mytauny B HIV obparHaTta TpanckpunTasa npu koaonu 62, 75, 77, 116 n 151, a
BTOPMAT — BKIIOYBal T69S-MyTauus wnoc 6-1a 0CHOBHA JBOHKA, BMBKHATA Ha CHIIOTO MACTO,
HOBEXKAAT N0 (PEHOTHITHA PE3UCTEHTHOCT KEM AZT , KaKTO M KbM OpYrHTe 0a00peHu HyKneo3uiu,
MHXHOHTOpH Ha oOpaTHaTa TpaHCKpHNTA3a. Bceku 0T Te3n ABa MONENa Ha MyTALIMH, JOBEXIAUIH [0
MYJITHHYKJICO3UHA PEINCTCHTHOCT, OrpaHHYasa CHIHO GBACIIMTE TEPANEBTHYHH BE3IMOXHOCTH.

B xomnmviHo usnureaHe US ACTGO76 Retrovir moxassa eGexTHBHOCT B HAMAIBaHE
CTeneHTa Ha npepasaHero Ha HIV-1 ot Malikara Ha mnoga (23% creneH Ha HHEKTHpaH® 3a
nianeto cpeuy 8% 3a 3auaoByAUH), Korato ce npuiara (100 mg 5 nxTi AHeHO) Ha HIV-1mo3HTHREM
Opemerty xenn (ot 14-34 recrannoHHa ceIMHLA) ¥ HA TEXHATE HOBOPOJEHH Acta (2mg/kg Ha 6
qaca) 40 6-ceIMHYHA BL3pacT. B mo-kparkoTpaitHo usnuteane 1998 Thailand CDC, ¢ ycTamoBeHO
9e, yroTpebaTa caMo Ha nepopanta Tepamus ¢ Retrovir (300 mg 2 neTH AHEBHO) OT 36 reCTaIAOHHA
CEeAMHLA N0 paXAaHETO, CHILC HAMAIABA CTENEHTA Ha npeaapaHeTO Ha HIV or Malikara Ha Biioaa
(19% crenen Ha nHeKkTUpaHe 3a uauebo cpeury 9% 3a 3unoByArH). Tesn NaHHH ¥ pe3yNTATHTE OT
my6MMKyBaHO M3NHTBAHE, CPABHABALLO CXEMHTE Ha H3MOJI3BAHE HA 3UAOBY/HH 34 NPefOTRPATABAHE
npenaeanero Ha HIV or Maiikara Ha nioja, NOKa3IBar, ye KPaTKOTO JiedYeHne Ha Malikara (ot 36
réCTallMOHHa CeAIMHLIA) € NO-MajKO €heKTHBHO B CPABHEHME ¢ MTO-NPONB/DKHTETHOTO JCHCHHE (m
'14-34 recTauoHHa CeAMKILA) 3a HAMAJIABAHE HA NIEPHHATANHATO NpenaBaHe Ha HIV.

3.2. PapMaKOKHHETHYHH CBOHCTBA
Bn3pacran:
Pezopbyus

3n10BYAMH ce peaopOupa nobpe B ueppata ¢ OHoHANHYHOCT 60-70 % nMpU BCHIKH HICHESHBAHN
no3u. Ilpn uanuTpane 3a 6MOEKBUBAIEHTHOCT CpeIHUTE paBHOBeCHH cTodiHocTH (CV%) Ra .
Clss]max, C{ssJmin u AUC(ss] npu 16 naunenTa, nony4yasammy 3uaosyREH Tabnersy 300 mg aApa
NLTH AHEBHO, ca Ol ChoTBETHO 8,57 (54%) microM (2,29 pg/ml); 0,08 (96%) microM (0 02
pg/ml) u 8,39 (40%) h* microM (2,24h*ug/ml).

Pasnpedenenue

CpeaHHAT TEPMHUHANEH NNa3MeH NOMYXHBOT Cliell HHTPABCHO3HO NpHioxkeHHe Ha Retrovir ¢
1,1h, cpeauuaT kmpsHe 27,1 ml/min‘kg n oGem Ha pasnpexenenue 1,6 1/kg. IIpun pe3pacTHH
CPEOAHOTO CHOTHOLLUCHHE MEXTY KOHLIEHTPALMUTS Ha 3HAOBYIMH B IMKBOP H IL1a3Ma 2 10 4 Jaca
cnen npuema e npubmmusurenno 0,5. JaHHHTE couaT, uye 3HTOBYAHH NpeMHHAaBa NIpes IIALCHTATA,
OTKpHBA C€ B aMHHOTHYHATA TeYHOCT ¥ eTanHaTa Kpbs. Hanmiune Ha 3SHAOBYAHH € YCTAHOBEHO H B
CIIEpMATa M KbPMarTa.

CBubp3BaHeTo ¢ MIa3MEHHTE NPOTEHHH € CPAaBHUTENHO HHCKO (34 - 38 %) N nexapcTseHH
B3aNMOACHCTBHA, CBBP3aHH ¢ H3IMECTRAHE OT MACTOTO Ha CREP3BAHE HE CC OYAKBAT.

Memabonuzvm _
3unoByIHH ce eMMMHHHUpA TJIABHO Ype3 CBhp3BaHe B UepHHs Apol 0 HeaKTHBEH METaSOoMHT
(rmokypoHua). I'naBHMAT META0OMT HA 3HAOBYAMH B NJIa3MaTa H YpUHaTa € 5 -ruoKypoHn. Toft
peacTannsea okono 50-80 % ot npueraTa J03a H CE eKCKPETHPA ¢ 13, ~AR4HO-3 -
AeOKCHTHMMAMH (AMT) e aApyr MeTaboIKHT HA 3UAOBYAMH H ce 3 KTl
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MpHUIIOKEHME.

Exckpeyun
BHOpetHHAT KIHPBHHC Ha SHAOBY/MH HaJBHIABA TO3N Ha KPEATHHMHHA, KOETO € Gener sa

JHAYMTENHE TYOYIHA CeXpelA.

Hena:
Pezopbyun

[Ipu acua Ha BB3PACT Hal 3-6 Mecena GapMaKOKHHETHKATA € no.uoﬁna Ha TA3IH IIPK nupmnﬂ.
3uaoByIMH ce pesopOupa nobpe B yepBaTa H NPH BCHYKA HICHCABAHH JI03H HMA ﬁﬂonammwr 60-
74 %, cpeano 65 %. HuBara Ha C[ssjmax ca 4 45 pM (1,19 pg/ml), npu a03a 120 mg/m” Retrovir
cupon H 7,7 uM (2,06 pg/ml), npn 180 mg/m?>. Hosu or 180 mg/m?, npuioxkeHH 4 ITHTH AHSBHO NPy
lena, MOKA3BaT NoAoGHa cucTeMHa excnosuumsa (24 h AUC 40,0 hr pM wm 10,7 hr pg/ml) karo
1031 ot 200 mg, IpUIONEHH 6 MHTH JHEBHO NpH Bb3pacTHH (40,7 hr uM wim 10,9 hr pg/mi).

Paznpeodeaenue

[TpH MHTPABEHO3HO MPHUIIOKEHHE CPEAHHUAT TEPMHUHANICH nnasMen [OMYKHMBOT H oﬁmlm*
KNMpbHC ¢a cpoTBeTHO 1,5 yaca u 30,9 mV/min/kg. I1pu Aeua cpeAHOTO CHOTHOICHHE MEKAY.
KOHLEHTpALMHTE HA 3HJORYIMH B IMKBOD M ruiasMa ¢ 0,52 - 0,85, onpeaeneHo no BpeMe HA
nepopanua Tepanus 0,5 - 4 yaca cnen npuema 1 0,87, onpeaencHo NO BpeMe Ha WHTPABSHOIHA
repanus 1-5 yaca cnen eanouacosa EHGyz2ua. [To Bpeme Ha NPOARDKUTEAHE HHTPABCHO3HE MHPY3IHA
CHOTHOILCHHETO Ha CPEAHUTE PaBHOBSCHH (steady-state) KORUCHTpALMH B TMKBOP/1asMa ¢ 0,24.

Memabonuzem -

Cnasen merabomut e 5°-rmokypoHnA. Cnen HHTPABEHO3HO NPHNIOXEHNE B YPHHATA C&
OTKpHBAT HeNMpoMeHeHH 29 % oT npueTaTa 4038, 8 45 % ce eKCKpeTHpar oA GopMara Ha
CITIOKYPOHH. ' |

Excxpeyun
Bu6peuHnaT KIMPBHC Ha 3MAOBYAMH 3HATHTEIHO HAIBHINIABa TO3H HA KPEaTHHHHE, KOETO ©

Gener 3a 3HauMTeaHa TyOY/IHA CEKpeLHA.

CoulecTayBaT orpaHH4eHH AaHHE 32 $apMaKOKHHETHKATA HA 3unonym NPY HOBOPOLRCHA U
Gebera. Te NOKa3BaT HAMAIEHO IIOKYPOHUPaHe, KOETO BOJM 10 NOBHIIEHa SnoRam4HoCT, 3a6aBeH
KIIHPBHC H YIB/DKEH NOXYKHUBOT npu 6ebera noa 14-aHeBHa BH3PaAcT. Cne,u Ta3H BBIPACT |
dapMakokHHeTHKATa ¢ NOA00HA Ha Ta3H NPH BE3PACTHH,

BpeMennocT:

[IpoBeneHH ca MpOyYBaHHA BBPXY (apMaKOKHHETHKATA HA SHAOBYIHH IpH 8 ﬁpeuemm no
BpeMe Ha TpETHs TpuMecThp Ha OpeMeHHOCTTa. He ce Jokassa KyMyJIMpaHE Ha JICKapCcTBOTO.
(apMaKOKMHETHKATA € TofoOHA Ha Ta3H NMpH HeGpeMeHHM BB3pacTHU. T'hH KaTo 3UACBYARH
NpeMHHABA MaCHBHO XEMATOIUIALCHTapHATA Oapuepa, ITa3MEHHTe KOHLCHTPALHH Ha 3HAOBYIHH B
044 NPH PAKAAHETO ¢a O1iM NpakTUYECKH ¢THAKBM C Te3M B TUIAIMATA HA MAKATA npH

paKAaHeTo.

[Iayuenmu e nanpednana evpacm. |
Hama cnenpudianHA AaHHH OTHOCHO $AapMaKOKMHETHKATA HA mnnnynun o Z TN Ty

HanmpeaHana Bu3pacT. @q‘ :
Bvbpeuro yepexncoane:

Tansure 3a GapMakOKMHETHKATA Ha 3UACBY/IUH NPH NalHeHTH ¢ Gnipens i1



OrpaHHYEHH {BXK. TOUKa 4.2).

YeproOpobro yepexcoare.
JlaHHHTE 33 papMaAKOKMHETHKATA Ha SHAOBYAMH NPH NALMEHTH ¢ 9epHOAPOCHO YBpeKIaHe ca
OrpaHHYeHH (BX. TOuKa 4.2).

5.3. IlpeaxnuHnuyHu JaHBA 3a GezonacHocT

MyTarenHocT:

I1pu npoBefeHUAT Ames TeCT He e YCTaHOBABA MYTareHHOCT. 3HIOBYIHH nponm cnabu
MYTareéHHH CBOACTBA B H3CNEABAHHMA B MHIa MUMPOMHA KNeThYHA JIHHUA W NPH H3CACABAHE in Vitro
33 KNeTh4HA TpaHcopMauna. Knactorennu edextr ca HabmosaBaHy NpH TOBEIIKH THMBOIMTH in
Vifro H B MUKPOHYKJIEYC H3C/IEIBAHUA IIPH MHOTOKPaTHA NIEpOPAIIHa 032 IPH ITHXOBE H MUIIKH in
vivo. LIATOTCHETHYHOTO U3C/ICABAHE i1 Vivo IIPH IUTEX0BE HE AOKa3Ba XPOMO3OMHH MIPOMEHH.
IIpoBeaeHo e 3cneapane Ha MMMQPOUHTH OT nepHdepHa KpbB Ha 11 6onuu ot CTIHMH. Yeranoeasa
C€ MOBHIIICHA YECTOTA HA XPOMO30MHH abepallni IpH JICKyBaHH ¢ Retrovir, B cpapHeHHE C
HeneKyBaHH. [IHnoTHO H3nuTBaHE € NoKa3ano, 4e 3HAOBYAHH ce BKIoYBa B AapeHara JJHK Ha
JICBKOLMTHTE NPH Bb3PAaCTHH, BKIIOUHTEIHO NpH OpeMEHHHN XKEHH, MpUEManIy 3HAOBYHH 3a
nedyeHHe Ha HIV-1 undexuusa Wi 3a npeAoTBpaTABANE NMpeAaBaHETO Ha BUPYCa OT MalKarta Ha
JeTeTo. 3UAOBYAKH C€ BKMOYBA Chilo Taka B JJHK Ha JeBKOLUTHTE OT KPHETA HA ITHIIHATA BPBHER
npu OebeTa, pOJICHH OT IEKYBaHH CHC 3UAOBYAHH Maliky. TpaHCI/IaleHTapHO H3NUTBAHE 3a
r¢HOTOKCHYHOCT, MPOBEACHO NPH MaMYHH, CHIIOCTABA 3HAOBYAMH, NpUJIaraH KaTO MOHOTEpanus, ¢
KOMOHHALIHATA OT 3UAOBYAMH M lamivudine npu eKcno3nuAs, €KBHBANICHTHA Ha Ta3H NIPH XOpaTs.
Pe3synTaTuTe OT M3NHTBAHETO MOKA3BAT, Y€ 3aPOJMIINTE, MITIOKEHH Ha KOMOUHALHATA in ufero, ca c
NO-BHCOKA CTENICH HA HHKOPIOpHpaHe HA HYKJIeO3HAHUTE aHano3H B JIHK B MHOXeCTBO oprasi Ha
N7I0J1a, KAKTO H ¢ MO-rofifiMO CKbCABAHE Ha TENOMEPHTE B CpaBHEHHE CHC 3apOAHIINTE, KCIOHAPAHH
Ha MOHOTEPANHA CHC 3MAOBYAMH. KITHHHYHOTO 3HAYEHNE HA TE3M HAXOAKH HE € H3SCHEHO.

Kanneporensocr:

Ilpn HacreaABaHMA ¢ MUILKM H NTEXOBE ¢ NEPOPATHO NPHIOKEHHE C& YCTAHOBABAT KLCHO
PasBHBALN CC BATHHAIIHM €IMUTENHH TYMOpPH. [locneasaino nacneApaHe 3a KaHIEPOreHHOCT C
WHTPaBArHHANHO MPHJIOXKEHHE € NOTBBPAUIO XHNIOTE3aTa, Y€ BATMHAIHHTE CNHTEIIHH TYMOPH, Ce
ABJDKAT Ha NPONB/KHTENHATA JIOKANIHA €KCHO3MIIMA Ha BarHHATHUA eNHTEN Ha BUCOKH
KOHLICHTPAUMH Ha HeMeTaOoNMH3NpaH 3UIOBYAMH, OTACNCH ¢ YpHHaTa. He ca nabmonarann apyru
JICKapCTBCHOCBLP3aHH TYMOPH NPH ABaTa MOia Ha ABaTa GHONOrHYHH BHIA.

[IpoBeieHH ca 2 TpaHCNIAUEGHTAPHM W3C/ACABAHHA [0 OTHOLICHHUE HA KAHLEPOT¢HE3aTa IPH
muIKkH. IIpu enno ot T4X Ha US National Cancer Institute, 3HROBY/IHMH € IPUIOKEH B MAKCUMANHO
MOHOCHMATA 1032 Ha OpeMeHHH MUIIKHM MeXAY 12 u 18 recraumoneH aeH. IIpu nokonexuero,
MOAJI0KEHO Ha Hall-BHCcoOKaTa fo3a oT 420 mg/kg TenecHa maca
1 roauHa Cliel paXxaAaHETo, Ce YCTRHOBABa HapacTBaHe OposA Ha TYMOpHTE Ha Gennre apobose,
YepHHUsA apod H KEHCKaTa NoJIoBa CHCTEMa,

IIpu BTOPOTO H3CNeABaHE € NPHIaraH SHIOBY/IMH Ha MHIIKH B K034 A0 40 mg/kg B -
NMPOABILKCHHE HA 24 MecewLia KaTo ce 3ano4uHe oT 10 recrandoleH JcH. CBBP3aHUTE ¢ NICYEHHETO
HAXONKH C€ OrpaHHYapaT 10 KbCHO Pa3sBHBAIIH CE BATHHAIHH CNIMTEIHH TYMOPH, KOHTO ce
Habmoaeat ¢ mogobHa ecToTa H BpeMe Ha HACTHIBaHe, KAKTO H MPH CTAHAaPTHOTO U3C/eABaHe 3a
KaHLIEPOTEHHOCT MPH NEpOpANICH NMpneM. Taka, TOBa BTOPO H3CIEABAHE A0KA3E, Y€ SHAOBYAHH HE
ACHCTBA KaTO TpaHCIUIALICHTapeH KadleporedeH dakrop.

3aKMIOUYCHUETO €, Y€ Pe3YNTaTHTE OT NEPBOTO H3CHE Ak




OpeMeHHOCT ¢ A0fpe JoKa3aHo.

6. @apManeBTHIHH JAHHH

6.1. Cumcnr ﬁa ODOMOHIHETE BeIHeCTBA

XHIpOreHHpaH IMOKO3eH CHPOII
["auuepon

JIuMonHeHa KUCcEeNMHA

Hatpues 6en3oat
3axapuH-HaTpuh

EceHums sroaa

Ecenips 6ana 3axap
[IpeuncreHa Boja

6.2. HechLBMEeCTHMOCTH

ITopaam nHrica HA POYYBAHMA 32 CHBMECTHMOCT, TO3H JEKAPCTBEH NPOMYKT He Tpabsa Aa ce
cMecBa C APYTH JIEKAPCTBCHH POAYKTH. -

6.3. Cpox Ba rogsocTt

2 TOAHHH.
H3ixebprere MepopanHua pasTeop 1 Mecell cjief] ITLPBOTO OTBAPAHE Ha OyTHIKATA.

6.4. CnennajHH YCJIOBHSA 38 ChXpPAHERHE

Ila ce cxxpaHspa mpH Temmnepatypa nof 30°C. Crxpanasatite GyTHIKaTa B OPHTHRANHATS
KapTOHEHa OMAaKOBKa.

6.5. /lanHH 32 ONAKOBKATA

200 ml cTeKNeHa GYTHIKA ¢ Kanadka ¢ HallJIOHOB YILTbTHHTEN M 10 MITHANTPOBA (LIACTMACOBS

CpMHLIOBKA 38 Tepopanuo AoaupaHe u agantop. [Ipemu ynorpeSa cnipuymokara Tpabea 1a ce'
MOCTaBH B I'bPOTO Ha OYTHNIKATA. |

6.6. CnenmajHH MEpKH HNPR BIXBLpVISHE H paboTa
He ca HeoOXOOHMM.

7. IlpuTexkaTe] HA paspemieHHeTo 3a Yynorpeba

I naxcoCmutKnalin EOOJ1

yi. Jumutep Manoe 611.10
1408 Codus
briarapus

8. Howmep Ha pajpemenneTo 38 ynorpeba
Ne 20020587

14.



9. lara Ha nLppo pajpemiapape/NMoJHOBABAHE AA PAIPEINCHAETO 33 YNOTPeOa HA
JeKAPCTBCHUSA NPOAYKT

Jlara Ha mepeo paspeuicHue: 16 asryer 1991 r.

Jarta Ha nocneauo noanosseane: 06 aexkemepu 2007 r.

10. [Adara Ha aKTYRAH3aHAA HA TEKCTA

15.



