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UHrméuTtopbl UHTErpasbl

KNHMMBUTOPDLI MHTErpasbl rnasaMm coobLLECTBa» — 3TO OHMNAMH-MEepPonpusaTMe, KOTopoe
NPOLWLIO C YYaCTUEM JIIOAEN, XXMBYLIMX C BMY, M NpaKkTUKYOWMX KTMHULKWCTOB. B xoae aByx
BCTpeY 18 1 25 Mad 6bi/in NpeacTaB/ieHbl KoUeBble AOKAaAbl, MOCBALWEHHbIE MHIMOUTOPaM
MHTerpasbl, TeMaM Habopa Beca, 6epeMeHHOCTU 1 PE3UCTEHTHOCTU. A TaK)Xe NpoBeaeH
NoapO6HbIM 0630p pekoMeHaaunm EBPONEncKoro KnmHmyeckoro obuiectsa no Cridy m
BceMuypHOM opraHnsaumm 30paBooxpaHeH1s no nprMeHeHno JaHHOIo Kiiacca npenapaTos.
OpraHm3aTopamMu MeponpusaTna BoicTynnam Lifedme.plus n MexayHapoaHasa koanmums no
rOTOBHOCTM K nedeHunto ITPCru. B nybnnkaumm cobpaHbl BCe MaTepmansl, NpeacTaB/ieHHbIE B
X04e MEpPOMPUATUSA, BKHOYAS BbIBOLbI M KOMMEHTAapUKM 9KCMNEPTOB.

VMHrMbUTOpPbI MHTErpas3bl NPeACcTaBNAOT CODOM KNnacc aHTUPETPOBUPYCHbIX MpenapaTos,
npenHasHadeHHbIx Ang nedeHnsa BMY. B naHHOM Knacce npeacTaBneHO HeCKObKO
npenapaToB, KOTOPbIE YC/IOBHO MOYXHO pa3aennTb Ha ABa MOKONeHMs:

- panterpasup (RAL) n ansuterpasup (EVG) - oTHOCATCS K NepBOMY NMOKONIEHUIO;

- nonyterpasup (DTG), bukterpasup (BIC) n kaboTerpasup (CAB) - Ko BTOpOMY.

Haunbonee nepcnekTUBHbIMKL U3 HUX SBASKOTCS NpenapaTbl BTOPOro MNOKONeHNS 13-3a
9PPEKTUBHOCTW, Nydller NepeHOCUMOCTM U BbICOKOTO Bapbepa K pa3BuUTUIO
PE3UCTEHTHOCTW. [pKn 3TOM Hambonee NpeanoYTUTENbHBIM NPenapaToM B rpynne, C TOUKM
3PEHUSA KIIMHUYECKOM 3HAUMMOCTU, CUMTAETCS A0yTEerpaBmp B CUY ero CPaBHUTESbHO
HEBbICOKOWM CTOMMOCTM, 3QDEKTUBHOCTU N N3YUYEHHOCTU. TakKnM 06pa30oM, OCHOBHbIE
BbIBObl, 03BYYEHHbIE B X0Oe KOHDEepeHL MM, OCHOBbIBAOTCH NPENMYLLIECTBEHHO Ha
ncecrnenoBaHMax OonyTerpasmpa B CpaBHEHUM C ApyrMm pexxrnmamm APB-Tepanuu.

"MonHyo NporpaMMmy MeponpusaTra CMOTPUTE B MNPUIOXKEHNN.
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UHrméuTtopbl UHTErpasbl

BepeMeHHOCTb

OCHOBHbIe PeKOMeHAALMM MO NeYEHUIO BEPEMEHHDbIX YKEHLLMH U XXEHLMH GepTUIbHOM
BO3pacTa A0NyTerpaBMpoOM OCHOBBIBAOTCA Ha TPeX KPYMHbIX MCCNeaoBaHNAX?:

1. Tsepamo 13 boTcBaHbl.
2. IMPAACT 2010.
3. DolPHIN-2.

[lepBblM B XPOHOIOrMYECKOM NopsaaKe crefyeT Tsepamo, KOTOPOEe TakXKe N3BECTHO Kak
nccnenoBanme 13 botceaHbl. OHO 3aNOMHUMIOCH NPEXAE BCEro TEM, UTO MOKa3ano 3HaYUMbIV
PUCK PasBUTKS TaK Ha3biBAeMOro gedexkrta HePBHOM TPYOKK Nnoaa y 6epeMeHHbIX XKeHLNH.
MpenBapuTeNbHbIE AaHHble, NPeACTaB/IeHHble Ha MexxayHapoaHoM KoHpepeHLUmn no BY
(AIDS2018) B HMaepnaHaax, CrpoBOLIMPOBann BOMHY AMCKYCCUA B Hay4YHOM Mupe. NosaHee,
npv NoApPOBHOM aHanm3e BCex y4acTHML, UCCNneaoBaHms, pasHuLa okasdanach
HecylecTBeHHOM: 3 cnyyad (Npu nedeHnm gonyTterpasmpom) npotms 1 cnydas Ha 1000 poaos
(Npu 06bIYHOM Tepanuk). BaxxHO 0TMETUTb, UTO B XOAe MCCNenoBaHMs Tsepamo »KeHLMHbI
NPUHUManM OoNyTerpaBmp B nepmon 3adaTtus. M xoTsa pasHuLa oka3danacb HE3HaYUTENbHON,
caM QaKT ee Hannumsa 40 CUX Mop BbI3bIBAET OMNACEHMS Y YUYEHbIX M 9KCMepTOoB. [109TOMY MO
NPUMEHEHWIO oNyTerpaBsmpa cpeam 6epeMeHHbIX XXEeHLMH, XUBYLWMX C BNY, 1 XeHLwnH
bepTUIbHOIro BO3pacTa B pa3HblxX CTPaHax MCMNOb3YOTCA padHble peKOMeHAaLMN.

Cneaytowmm 6bino npeactasneHo nccnegosaHve IMPAACT 2010, KOTOpoe 3aBepLumnnoch B
2020 rogy. B HEM oLeHMBanacb 6e30MacHOCTb U 3PdPeKTUBHOCTL cxeM APBT, cogep kallmx
gonyterpasup 1 adaBUpPEHS3, Cpean BepeMEHHbIX XEHLLNH, XXMBYLLMX ¢ BAY, 1
HOBOPOXAEHHbIX. B 9TOM UCCNefoBaHWM XEHLWMHbI HaYMHaNM NpmMemM Tepanumm
OONyTerpaBMpoM Ha 2 1 3 TpuMecTpax bepeMeHHOCTW. Pe3ynbTaTbl MOKasaam, YTO CXEMbl Ha
OCHOBE gonyTerpasupa bbian He MeHee 3GPEeKTUBHBIMK, @ B HEKOTOPbIX Clydasax aaxke
NPEBOCXOANIN PEXMMbI HA OCHOBE 3daBMpeH3a.

2 CCblNKM Ha UCCnefoBaHWs yKasaHbl B [TpUIOXKeHUN 2.
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UHrméuTtopbl UHTErpasbl

N HakoHeLl, caMoe HeflaBHee 1ccnenoBaHne, duHanbHbie BbIBOAbI KOTOPOro Hbinn
npencTaBneHbl Ha KoHpepeHLMr No peTpoBMpPYCaM M ONMMNOPTYHUCTUYECKMM UHDEKLNAM
(CRQI2021), DolPHIN-2. B HeM Takyke cornocTaBnanach apheKTUBHOCTb CXEM C
LONYyTerpaBMpoM 1 adaBrpPeH3eM Npu NeveHnr BepemMeHHbIX XXEHLLMH, HO C TOM pasHuLen,
YTO ydaCTHMLbI HauMHanM npuem APB-Tepanum Ha NO3OHMX Cpokax bepemMeHHOCTHM (B
TpeTbeM TpuMecTpe). Ero pesynbTaThl NOATBEPAMIM BbIBOALI NPeablAyLIMX MCCNeaoBaHnM,
MoKasaBs, YTO CXeMbl Ha OCHOBE JoNyTerpasmpa Oblin He MeHee aPPEeKTUBHBIMU. A B 4aCTuU
noaaBneHns BUPYCHOW Harpy3KmM 1 KOHTPOS Had BUPYCOM [a)Ke B HECKOJIbKO pas3
NpeBoCXoaAnIN adaBMpPEHS.

PesiomMe:

CxeMbl C 00NyTerpaBMpoOM He YCTynatoT, a Mo psay KpUTepMeB faxke NPeBoCX0AsT PeXxXmMbl
Ha OCHOBe adaBMpeH3a NPK NeUYeHnn BepeMeHHbIX XXEHLLMH, XXUBYLLIMX ¢ BUY. Takxe
[0NyTerpaBMp okasasnca 4OCTaTOYHO 6e30MacHbIM KaK A5 XXN3HU U 300P0BbS MaTeEpPU, TaK U
NS 300POBbSA MNaAeHLEB NPW HasdHa4YeHUM Co 2 U 3 TPMMECTPOB 6ePEMEHHOCTM!.

YTO KacaeTcs KIIMHUYECKMX PEKOMEHAaLUMM, B YaCTHOCTW, EBponenckoe obLWecTBO No
Criay v BcemmpHas opraHmsaums 3gpaBooxpaHeHns HE pekoMeHayT MCMOoNb30BaTb
LONyTerpaBmp XeHLlmMHaM, NnaHnpywmM 6epeMeHHOCTb, HEMOCPEACTBEHHO MNPKY 3a4aTh U
B TeUeHMe NnepBbiX 8 Hegenb 6epeMeHHOCT.

N HanpoTWB - peKOMeHAYyeTCs NCMONb30BaTh A0NYTErpaBmp U panTerpasmp Npu nedeHnm
HepeMeHHbIX KeHLLWH Ha 2 1 3 TpMMeCcTpax BBUAY BbICOKOM 9bdEKTUBHOCTM NpenapaTos.
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UHrméuTtopbl UHTErpasbl

Oetn m noaopoCTKU

Kak 13BecTHO, ANs aeTen 1 NoApPOCTKOB CYLECTBYET 3HaUNTENbHO MEeHblLEe BapMaHTOB
aHTMPETPOBMPYCHOM Tepanun. ITo 06yCNOBNEHO PAaoM GaKTopoB, HaNpMMep, OTCYTCTBMEM
BbiMyCKa GOPM «AETCKOM» 003MPOBKM, HEAOCTAaTOYHbIM KOIMYECTBOM MCCNeA0BaHMA 1 T.4.
MoaTOMYy MCCNeaoBaHMa CXeM Ha OCHOBE [ONyTerpaBMpa cpeay AeTen MoryT 3Ha4YMTeNbHO
PacLIMPUTb TepaneBTNUYECKMEe BO3MOYKHOCTM B Criyyae Ux 3dGEKTUBHOCTM 1 XOpoLLei
nepeHoCHMOCTMW.

PesynbTaTbl MeXXayHapoaHoro nccnenosanma ODYSSEY 6binn npeactasneHsl BecHom 2021
roga. OHO NPOBOAMIOCH CPean AETEN C MacCoM Tena OT 14 KMIorpamMm u Bbllle, CpeaHUM
BO3pacCT y4aCTHMKOB cocTansan 12 net. B xoge nccrnenoBaHms cpaBHMBaNach
9PPEKTVMBHOCTb CTAHAAPTHbBIX CXEM NEPBOM M BTOPOW JIMHUW NTEYEHNS C peXMMaMM Ha
OCHOBe fonyTerpasumpa. PesynbTaTbl MOKasanm 3HaumMTelbHOe NPEBOCXOACTBO
LONyTerpaBupa Kak B 4acTu nogasneHuns 1 KoHTpons BY, Tak 1 B nepeHoCMOoCTH
npenaparTa cpeam Bcex y4aCTHMKOB.

PesoMe:

3T0 elle pa3 NoATBEPXKAAeT BbICOKYH 3hhEKTUBHOCTb, XOPOLLY NMEePeHOCHUMOCTb U
6e30MacHOCTb NpernapaTa He TOMbKO AN eYeHMs BepeMeHHbIX XKEeHLLWH, HO TaKxXe aeTel 1
NOOPOCTKOB. Pe3ynbTaThl UCCNenoBaHWsa 4ONyTerpaBsMpa B rpynne geTel ¢ Maccol Tena ao
14 KMnorpamMMm yueHble obellani NpeacTaBnTb YXKe B TeKYLLEM roay.

3 [laHHble 06 nccnenoBaHuM CMOTpUTE B MNpunoxeHun 2.
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UHrméuTtopbl UHTErpasbl

Ha6op Maccbl Tena

Habop Beca aBI9eTCS OAHOM M3 CaMbiX 06CY)XOAaeMbIX U MCCNEAYyEMbIX TEM B YaCTW JIeUEHNS
MHIMBUTOPaMU MHTerpasbl. [JlaHHbIM acnekT 6bln 0bHapy»XeH B X04e nccnenoBaHms
ADVANCE, B KOTOpPOM oOLeHVBanacb appeKTUBHOCTb JIeUeHUs O0YTENPaABMPOM B CPaBHEHWN
C OPYrMMK CXEMaAMU, rae TakxKe cobupanmcb gaHHbIe N0 M3MEHEHMIO Macchl Tena. oaBoas
NPOMEXYTOYHbIE Pe3y/bTaTbl M Aanee B X04e nocneayrouero HabntoaeHus, yyeHole
OTMETUNM 3HAUUTENbHYIO NMPMBaBKY B BECE CPean y4aCTHMKOB, MPUHUMABLLMX
nonyterpasup. bonblue Bcero npubaBnav B BECE Te, KTO NPUHMMAaI CXEMY, COOEP KAl
gonyTerpasupa ¢ TeHodoBMp anadeHaMmaoM. Y My>XUmH NnpmubaBka cocTtaBmna 5-7 Kr, y
YKEHLWMH 8-12 Kr. Takxke 6blno onpefeneHo, YTo Habop Beca CONPOBOXKAaNCs HapyLIEHMEM
obMeHa BellecTB. Kaxaas 10-9 »>keHWwmHa B rpynne ¢ Hambonblien nprnbaBkow B Bece
Hy>danacb B 1e4eHUn MeTaboM4eckoro cmHapoma. CTomMT OTMETUTb, UTO BCE YYaCTBYOLIME
B MCCNeaoBaHUM »eHLWHbl (6onee 50% y4acTHMKOB) 6bIIM TEMHOKOXMMM.

[anee nocneposanu KpynHble PeTPOCMNEKTUBHbIE MCCNEeLoBaHUA AN OnpeaeeHuns
LOMNONHUTENbHbBIX GaKTOPOB, BAVAIOWMX Ha HABOP Maccol NPU Ie4eHn MHIMBUTOPaMmn
MHTerpasbl. 0OHO M3 HUX MPUHAONEXNT ceBepoamepmkaHckon koropte NAACCORD. aHHble
no Habopy Beca nocne Hadana nprema APBT 6binn cobpaHbl cpeaun 22 ThiCsd YeT0BEK.
PesynbTaTbl aHanm3a nokasanu, 4Yto Ntoan Habrpasam BeC Ha BCeX COMOCTaB/ISEMbIX CXeMax.
OaHako 60sblue Bcero nprbaBmnm B BECE YYaCTHUMKM, NMPUHMMatoWmMe gonyterpasmp. Bropoe
MEeCTO TakXke 6blf10 3a MHTMOUTOPOM MHTErpasbl, HO MEPBOrO MOKOJIEHUS - PANTErpaBMpoOM.

[pyroe KpynHoe nccnenoBaHme 6ol/10 NPoBeAEHO MEXOYHAPOAHbIM KOHCOPLMYMOM KOropT
MHOEKUMOHHbIX 3aboneBaHnin RESPOND. OHO oxBaTwWA0 noyTu 15 Thicqad 4enoBek B EBpone,
ABcTpanuu un HO>xHom AMepuke. B oaHHOM BbIGopKe BOMbLUMHCTBO YY4aCTHUKOB Hblin
MY>XXUMHAMM M OTHOCUNMCD K MPeacTaBuTensaM 6enom sTHMYeCKow rpynnbl. CycTs OBa C
NOMOBMHOM rofa PeTPOCNeKTUBHOIO HabatoaeHnsa y 54% y4acTHUKOB 6b1/10 3adUKCHMPOBAHO
KNMHNYECKN 3HaUYMMOe yBeNndeHre nHaeKkca Maccol Tena (Ha 7% v Bbilwe). Eule y 5%
y4aCTHWMKOB Npousolna npmbaska VMIMT Ha 30% v Bblle, UTO SBISETCS NPeaBeCTHMKOM
OXMpeHus. TakxKe B paMKax 1ccnenoBaHms 6ol npoBeaeH MHOMOMEPHbIN aHann3 GakTopos,
yBeNMUMBaLWMX PUCK Habopa Beca. Cpean HMUX OKalanumcb: mpenapaTbl 4ONyTerpasmp,
panTterpasmp 1 TeHodoBMp anadeHaMuni, codeTaHre 4onyTerpasmpa ¢ TeHOPOBMP
anapeHaMmnaoM; XXeHCKMI Mon; NMPUHALNEXHOCTb K YEPHOW 3THUYECKOM rpynne 1 aedpmnumT
VIMT nepepf Havyanom nprema APT.
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UHrméuTtopbl UHTErpasbl

HeckonbKo MeHee KpynHbIX MCCnegoBaHMm 6biam npeacTtasneHol B 2021 roay. B ogHoM -
HabNtoLeHVE BeNOCh Cpeamn NaumeHToB C No4aBNeHHOM BUPYCHOM Harpy3Kom, nepeLlenmx
Ha HoBYtO cxeMy APBT c MHrMbmtTopaMmn MHTerpasbl. CrnycTa 12 Mecsues cpeaHss nprbaska B
BeCe cpeaum y4acTHMKOB cocTaBmna 1,3 Kr. Ha nepBoM MecTe C HanboNbLIMM NoKasaTenem
okaszancs panterpasup (+1,9 kr). Ha nocnegHeM MecTe MHMMBUTOP MHTErpasbl, KOTOPbIN
NOSABUICA OTHOCUTE/IbHO HelaBHO M MOTOMY He 4aCcTO BCTPeYaeTCa B UCCNeLoBaHMAX,
bukTerpasup (+0,9 Kr).

Ipyroe vccnenosaHMe NPOBOAMIOCH TakyKe B rpynne nauyeHToB ¢ NoAasieHHOW BUPYCHOM
Harpyakol. OgHaKo B 9ToM cnydae 730 yY4aCcTHMUKOB MepeLlsiv Ha HOBbIe CXeMbl leyeHns
NHIMBUTOPaMKM MHTErpasbl, UM Ha TeHoGOoBMP anadeHaMuna UM Ha codeTaHne MHIMbUTopa
C TEHOPOBMPOM. 3a NepBble BOCEMb MeCALIEB NpMeMa HOBOW Tepanum bbi10 3aPUKCUPOBAHO
87% cnyyaeB yBeM4eHUs Beca, CBA3aHHOE C MPUEMOM COYETaHUA MHTMOBUTOPOB MHTErpasbl
C TeHOOBUPOM U 73% CBA3aHHbIX TONbKO TeHodoBMpoM (TAF).

TeMe Habopa Macchbl NOCBSALLEHO MHOXXECTBO MCCEA0BaHMM pa3dHbiX MaclTaboBs. B gaHHbIN
0630p* BKIOUEHbI Harbonee MacliTabHble 1 CBeXMe AaHHble, NPpeacTaB/eHHbIe Ha BeayLLMX
KoH®epeHumax 2020 n 2021 roaa.

PesioMe:

MpubaBKa B Bece Npu NeYeHUn NHriMbuTopamm MHTerpasbl ABNAeTCS A0Ka3aHHbIM GaKTOM.
YT0 TakXKe HaxoauT OTPaXKeHne B KNMHUYECKMX peKoMeHaaumsax. B aTon ceasu 13
npenapaToB Kfacca 4valle BCero ynoMmHaeTcs oonyTerpasmp. 3aBUCUT n NpubaBka oT
camMoro npenapaTa Uam NpuumnHa KpoeTcsa B KOMOMHALMM HYKNEOo3WAHbIX aHanoros -
OCTaeTcs OTKPbIThIM BONpocoM. OAHAKO YCTaHOBNEHO, YTO Habop Beca 3aBUCUT 1 OT TOTO, C
KaKow cxeMbl HBbln coBeplUeH Nepexon Ha MHIMBUTOopbl MHTerpasbl. Tak Hanbonbllee
yBenuueHme Beca 6bi10 3aPUKCMPOBaAHO NMPU CMeHe HeHYK1eo3naHOoro npenapaTta CxeMbl Ha
ponyterpasup. MNpu 3TOM, Y NaLMEHTOB, NepeLealnX C UHMMOBUTOPOB NPoTeasbl,
Habntoganoch gaxe HeboOMbLIOE CHMKEHME Beca.

3HauMTEeNbHO MOBbLIWAKOT PUCK YBENMUYEHMS MACChl TeNa TakMe daKTopbl: NpMeM Tepanuu,
codeTarowemn gonyTerpaBsmp ¢ TEHOGOBMP anapeHaMUOOM; XXEHCKMX NON; MPUHAANEXXHOCTb K
4YepHOWM 3THMYECKOW rpyrnne 1 HedoBecC.

4 MoapobHO 060 BCeX YNOMSAHYTbIX MCCNeaoBaHNAX uMTanTe B [pUAoyKeHnn 2.
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UHrméuTtopbl UHTErpasbl

YCTaHOBMEHO, UTO Habop Beca OKasbiBaeT BAUAHME Ha MeTaboIMUYeCKNn CUHOPOM U
noBbllaeT pUCK AnabeTa. Ho CBA3M C MOBbILIEHHbIM PUCKOM PasBUTKS
cepaeYHo-COoCYAMCTbIX 3a601eBaHNA He 0BHapPY»KEHO.

OOHaKo, He CTOUT AyMaTb, UTO KaXXAbl YENOBEK, MPUHUMAKOLWMINA MHTMOUTOPLI MHTErpass,
HenpeMeHHO HauyHeT HabupaTb Bec. HanpoTuB, BCe 3aBUCUT OT 0COOEHHOCTEM OpraHM3mMa
OTOENbHO B3ATOrO NaumeHTa. TakKe M3BECTHO, UTO BCe Knacchl APB-npenapaToB B TOM WK
MHOM Mepe CrnocobCTBYIOT Habopy Beca. Ho ydyeHbiM MoKa He yaanocb 0O6bACHUTb, KaKUM
MMEHHO 06pa30oM paboTaeT AaHHbIM MexaHM3M. Ha cerogHsaWwHMm aeHb eCTb Teopus,
cornacHo kotopow APBT BO34eNCTBYET Ha rOI0BHOM MO3T, yCuamBas annetuT. Ho aTa
Teopus elle He MMeeT Nofd COboM HayYHbIX JOKa3aTENbCTB. TEM HE MEHEE, YUYMNTbhIBas
H6onbwon 06beM paboT, NMPOBOAMMBIX B HAYYHOM MKMpPe, OTBET Ha 3TOT BOMNPOC MOXXHO
OXXMAaTb yrKe B biimxKaniiee Bpems.
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UHrméuTtopbl UHTErpasbl

Pe3uncTteHTHOCTDb

Kak Mcnonb3oBaTb MHIMOUTOP MHTErpasbl, NPpU HaMYMM PESUCTEHTHOCTU K APYrMM KlaccaMm
npenapaToB, BXOASLMX B COCTaB CXeMbl? TakmMM BOMPOCOM 3a4aNnCh yYeHble, MpoBoasLume
nccneposanne NADIA® (B nepeBoe C aHMMIMCKOro - HyKN1eo3unabl U
napyHaBup/nonyTterpasunp B Abpuke). M xoTa paboTa elle Npoaos/iKaeTcs, npeasapuTesbHble
pes3ynbTaThl, NPeACTaB/IEHHbIE B 3TOM rofy, MMerT BCe WaHCbl MOBIVATb HA MeXayHapoaHble
KJIMHUYECKME PeKOMeHOaUMN,

[nsg nccnenoBaHms bl 0TOBPaHbI MAaUMEHTDI, MMEKOLLME NePEKPECTHYH PESUCTEHTHOCTb K
npenapaTtaM knacca HAOT (HYKNeoTUAHbIN MHTMBUTOP 0OPaTHOM TPAHCKPUMNTAa3bl), KOTOPbIE
TaK)e noTepnenu Haygady B NeueHuUn Tepanmen nepson NMHMM (HeHYKNeo3naHbIMn
NHIMBUTOPAaMKN 0O6PaTHOM TPAHCKPUMNTa3bl M TEHODOBMPOM).

iccnepoBaTenu cCTaBunn nepes cobow aBe uenu:

1. OnpenennTb, SBASETCSH NN PEXMM NedeHUs «gonyTterpasump + 2 npenapata knacca HAOT»
CTONb XKe 3PPEKTUBHbDIM, UTO 1 KOapyHaBMP, YCUAEHHbIM PUTOHABMPOM + 2 npenapaTa
knacca HNOT». M HaCKONbKO BO3MOXKHA VX B3aMMO3aMEHSAEMOCTb.

2. BO3MOXXHO NV NPOOO/MHKUTL IeYeHMe naymeHTa C PE3UCTEHTHOCTbBIO TEM YKe COCTaBOM
npenapatoB HOT «TeHOGOBUP + NaMUBYOMH, HE 3aMEHSAN ero Ha «3MO0BYAMNH +
NaMUBYOMH», KaK 9TO YKa3aHO B AeMNCTBYHOLLMX KITMHUYECKMX peKoMeHaaums BceMmpHom
opraHu3aumnm 30paBooXpPaHeHUS.

OT™MeTUM, YTO pekoMeHaaumm BO3 kacaTenbHO 3aMeHbl npenapaTtos knacca HOT cBagaHbl C
TEM, UTO Pa3BUTUE PE3NCTEHTHOCTM HEBO3MOXHO NpeacKasaTb, a YC/0BUS A1 MPOBEAEHMS
HeobxoaMMbIX TECTOB AOCTYMHbI AAEKO HE BO BCEX MEANULIMHCKNX yYperxkaeHnax. B naHHOM
Cllyyae yyeHble TakxKe XOTenu onpenennTb, BOSMOXHO /X B Cny4Yae pe3ncTeHTHOCTH
3aMEeHUTb INLWb OAMH NMpenapaT B CXxeMe Ha JoNyTerpasmp, OCTaBMB NPU 3TOM NPeXHMe
«TEeHODOBMP + NaMUBYONH.

5 [laHHbIE 06 UccnegoBaHMM CMOTPUTE B [pUNoXeHun 2.
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UHrméuTtopbl UHTErpasbl

B nccnenoBaHwue 66110 HabpaHo 464 y4yaCTHKMKa, KOTOPble Ha TOT MOMEHT Yy>Ke MpUHUManm
APBT MUHMMYM NONroaa, Npy aTOM UMenu onpeaensaemyo BUPYCHY0 Harpyaky (6onee 1000
Konuit / mMn). Bonblue NONOBUHbI N3 HAX MMENN YCTOMUYMBOCTb K TEHODOBMP AMNS0MPOKCU
bymapaTy, 1 92% - K naMmByanHy. Bce yyacTHMKM Bblnn pasaeneHbl Ha ABe rpynnbl: NnepBas -
NpUHUMaloLLMe oapyHaBump, BTopas - ooayrerpasmp. [anee Kaxayto rpynny pasgennav ewe
Ha OBe, KOTOpble B CBOK 0Yepedb OT/IM4Yanncb COCTaBOM npenapatos rpynnsl HAOT
(«TeHodOBUP + NAMUBYAMHY» UMK «3UO0BYOANH + NAMUBYAUH).

CnycTsa 48 Hegenb pe3ynbTaThl B CPABHWUBAEMbIX PEXMMAX Dbl CXOXMMU - B KAXKA0W
rpynne npuMepHo 20% yyacTHUKOB OOCTUMM NOAABNEHHOM BUPYCHOM Harpysku (MeHee 400
Konui / mn).

PesiomMe:

Pe3ynbTaTbl UCCEea0oBaHMA NOATBEPAMNAIM TO, YTO PEXMMbI HA OCHOBE O0NyTerpasmpa v
LapyHaBMpa 0aMHaKOBO 3PEKTUBHbBI MPU NedeHnn NaLumMeHToB C PE3UCTEHTHOCTbBIO U
BMNOJIHE B3aMO3aMeHseMbl. bonbLIon pe3oHaHC 1 BOSIHY AMCKYCCUIN B HAYYHOM MUPE Bbl3Ba
BTOPOM BbIBOA, - UTO AaXkKe NMpuv 3HaYNTENbHOM MEPEKPECTHOW PE3NCTEHTHOCTM K NMpernapaTtam
HNOT, naumeHTaM BO3MOXXHO AeNnaTb 3aMeHy OOHOro npenapaTta B CXeMe Ha OonyTerpasump,
6e3 PUCKOB 1 HEOOXOAMMOCTUK NPOBEAEHMSA TECTOB Ha PE3NCTEHTHOCTb. ECTb 6onbliad
BEPOATHOCTb, UTO GUHANbHbIE PE3YIbTaThl MCCNEA0BaHMSA NPUBEOYT K N3MEHEHMSAM
OEenCcTBYHOLWMX pekoMeHdaumm BO3.

3T BbIBOAbI BEPHbI W 4719 APYroro NnpeacTaBMTens Knacca MHrMbnTtopoB nHTerpasbl -
bukTerpasmpa. OH Takxe 06nagaeT BbICOKMM 6apbepoM K PE3UCTEHTHOCTW, UTO BbIN0
NOATBEPXXOEHO pesynbTaTaMm OSIMTENbHOro HabNtoAEHUS 3a TIeYEHMEM NALIMEHTOB C
nepenaHHoOM NeKapcTBEHHOW YCTOWMUYKMBOCTbIO A0 Ha4ana npremMa Tepanmu.
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UHrméuTtopbl UHTErpasbl

MHI'I/I6VITOpr MHTEerpa3sbl 1 HeppHad CUCTEMa

K coxxaneHuto, no gaHHoM TeMe He MHOIo CUCTEMATU3MPOBAHHOM Hay4YHOM MHGopMaL K. B
npeacTaBieHHOM 0630pe® cobpaHbl MaTepranbl HEMHOMOYNCIEHHBIX KIMHUYECKMX
nccnegoBaHum, 1 X BbIBOAbI 4OBOJIbHO NPOTMBOPeUrBbl. CAoenaTb OAHO3HAYHOE 3aK/ItoueHme
O TOM, CYLLECTBYET /I YCTOMUYMBAS TEHAEHLMS BNUSHUS MHTMOUTOPOB MHTErpasbl Ha
HEPBHYIO CUCTEMY, MO HUM 3aTPYOHUTENBHO.

TeM He MeHee B KNMHUUYECKNX PEKOMEHOALNSAX €CTb YIMOMUHaHUSA 0 BOSMOXHbIX
HeMPOMNCUXMATPUUYECKNX MOBOYHBbIX ABNeHUaX. Hanpumep, B pekoMeHaaumax EACS ykasaHo,
YTO BO3MOXHbl PACCTPONCTBA CHa M rofoBHbIE HOSIM KO BCEM UHTMBUTOPAM MHTErpasbi.

B 2017 roay 66110 onybamMKOBaHO UccnienoBaHme n3 lfepMaHmm, NpoBeaeHHoe B ABYX
KoropTax obuem YyncneHHocTbio 1950 yenosek, NpuHMMatoLWwmx APBT ¢ pa3HbiMK
MHIMBUTOPaMK MHTerpasbl. B 3TOM 1ccnenoBaHMM OTCNEXMBANOCH, KaKOW M3 MHTMBUTOPOB
MHTErpasbl UIMEET MaKCMMasibHbIM PUCK Pa3BUTUA MOBOYHbBIX 9DEKTOB 1 KakMX? M Kak 4yacTo
npepbiBanacb Tepanus B cneacTame passmtmsg No60YHbIX 3QGeKToB?

Ha pe3ynbTaTax aToro nccnenoBaHms XopoLlo BUAHO, YTO cpeam MHIMBUTOPOB MHTErpassbl
Ho/blle BCEro CX0A0B C SledeHns B pesynbTaTe PasBuTuS HEMPOMNCUXMATPUUYECKMX MOBOYHbIX
apHeKTOB HbIO 3aPUKCUPOBAHO MMEHHO Ha gonyTerpasupe (NpuMepHo 7-8%). Mpu aTOM,
noyT B 11 pas yalle cxodbl MPOMCXOOMNIN MMEHHO B NepBble MEeCSLbl Havana npuemMa
Tepanun. MoXXHO 3aK/I0UNTb, YTO HEMPOMNCUXMATPUYECKME NOBOYHbIe 3ddEeKTbI, eCnu U
NPOSIBNSIOTCS, TO Yalle BCEro B NepBble MecsLbl NpueMa Tepanun. Ecnm ke ¢ caMoro Havana
YenoBEeK XOPOLLO NepPeHOCUT A0NyTerpaBmp, TO B AasbHENLLEM NPOBAEM C 3TUM He
BO3HWKaeT. V13 ¢aKkTopoB, YBEINUMBAIOLLMX PUCKK, ONpeaesieHbl: BO3pacT cTaplwe 60 ner,
Hannuyme abakaBMpa B CXEME U XXEHCKMIA MON.

B opyrom UccnenoBaHmm npy cpaBHeHMM CXeMbl C ONYTErpaBMpoM M aTa3aHaBrpPOM - He
6b1710 0OHAPYXKEHO HKAKOW Pa3HKLIbl B YUaCTOTE BO3HUKHOBEHMSA NMCUXMYECKMX MOBOUHbIX
3D dEKTOB, TaKMX KaK TPEBOXXHOCTb, Aenpeccus, 6eCcCoHHMLUa U T.4.

¢ 0630p mMccnenoBaHMn cMOTpUTE B MNpUNoXxeHnn 3.
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UHrméuTtopbl UHTErpasbl

Elle oavH aHann3 KOropTHbIX AaHHbIX MO A0YyTerpaBvpy B CpaBHEHUM C OPYTrMMU
MHIMBUTOPaMK MHTErpasbl TaKXKe Nokasan NnpoTMBOPEYMBbIE AaHHbIE. B Ka)kaom KoropTe B
TOW UNU MHOW Mepe BbIAENSANCA Pa3HbIN MHIMOUTOP MHTErpasbl, TO eCTb HE HBbII0 YETKOM
KapTWHbI HX B NOMb3Y, HX NMPOTVB 0Ny Terpasmpa.

AHanu3 c y4eToM AaHHbIX 4 MCCneaoBaHnM Nokasan, uYTo Yalle BCero o rofIoBHbIX 6onsax
coobuwanu nauneHTbl, MPUHMMaoLMe 00NyTerpaBmp, KOMMYecTBO NPepbiBaHNSA nedeHns Obin
He BbICOKMM. MeaMaHa NpepbiBaHUs COCTaBnana B cpefHeM 5 MecsLeB, YTo NOATBep)KAaeT
[aHHble nccneaoBaHnii U3 repMaHnn. Fae naumeHTbl, Nonydyatoline 4onyTerpasmp 40BOSIbHO
ONUTENbHbIM Nepmoa, NPOAOYKaNM ero NPMHMMaTb. A Te, KTO NpepBan npueM, caenanm aTo
1N3-3a NoBOoUHbIX 30 dHEKTOB B MepBble MecsLlbl MpMeMa Tepanum ¢ 4oNyTerpaBrpoM.

PesiomMe:

B 3aK104YEHNM MOXKHO OTMETUTD, YTO MHIMOUTOPLI MHTErpasbl MOryT Bbl3biBaTb
Hemponcmxmyeckmne NobouHble 3ddeKTbl. HO BCTpeUaroTCq OHM KpaHe peako, 1 B
H6onblMHCTBE cnyyaes (62%) Npu 3aMeHe Tepanuy Bce CUMMMNTOMbI MOMIHOCTbIO 1McYe3atoT. /]
nmuwb B 1/3 cnyyaes OHM YaCcTUYHO MOMYT OCTaBaTbCA.
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UHrméuTtopbl UHTErpasbl

Pe)xuM npuema APBT 4/7

B HayuHOWM NpaKTWKe ecTb psa UccaenoBaHu, NOCBSLULEHHbIX OLLEHKE 3QOEKTUBHOCTH
pasHbIX pexxnMoB nprema APB-Tepanunm no CpaBHEHWIO C exXeHEBHbIM. B HEKOTOPbIX
TECTUPOBAJIUCH PEXMMbI Tepannm Yepes AEHb, @ B HEKOTOPbIX Tak Ha3blBaeMbl PEXKUM
«BbIXOAHble 6e3 APBT», korga naumeHTbl MpUHUManu Tepanumio 5 aAHen B HeOesnto 1
npoBOAMNM BbIXOAHbIE AHM 6e3 APBT.

B uacTHOCTW, NpeanaraeM noapobHee ocTaHOBUTLCH Ha nccnepoBaHnm QUATUOR?, koTopoe
6bIN0 NpeacTaBneHo B MapTe 2021 roga. B aTon paboTe oueHrBanach addekTUBHOCTb
peXxrmMa nprema Tepanmm YeTbipe OHS B HeOesto, 3a KOTOPbIMK C/1eqoBano Tpu OHS
«oThbIxa». B HeM npuHANM ydacTue 621 4enoBek. YY4aCTHUKM NPUHMMANM pasHble CXEMb
APBT, B TOM unicne Ha OCHOBE MHIMOUTOPOB MHTEerpasbl. 1 NPOMEXXYTOUYHbIE Pe3ybTaThl,
cnycTta 48 Hegenb HabnoaeHns, n GUHaNbHble - yepes 26 Hefenb - NoKasanu, YTO PeXNM
4/7 He ycTynaeT no adPeKTUBHOCTY M B6E30MaCHOCTY eXXeAHEBHOMY Npremy.

Takue nccnenoBaHMs, B NepByto odepenb, NPeacTaBAsoT Hay4dHbIM MHTepec. BTopow 1 oueHb
Ba>XHbIl MOMEHT - OHW CHUMAKT TPEBOXHOCTb M HanpsiXXeHne C YeoBeKa, KOTOPbIN
NponNycTWA NPUEM Tepanun OAWH UM ABa pasa Mo 3abbiBUMBOCTU. HO MOO0OHbIE PEXMMbI HE
ByayT NPUMEHSATBHCH LUMPOKO NPEeXKae BCEro moTOMY, UTO UX OYEeHb CNOXKHO cobntoaaTh. J1erko
3anyTaTbCs M 3abblTb MPUHATL JIEKAPCTBa BOBPEMS. B pesynbTaTte MOXET NosyyYmTbCs nayaa
MeXxxay npremMamu, HanpuMmep, He 3 aHg, a 4 1 bonee. 1 ecnu Tak byoeT NOBTOPATCS
HECKOJIbKO pa3 Noapsa — 3TO MOXET bbiTb YpeBaTo. HO MX MOXHO MPUMEHSTb B OTAE/bHbIX
Cny4asx, Korga eCTb CNIOXKHOCTW C AOCTYMNOM K Tepanuun. Hanpmmep, Kak 3To 6bl110 BO BPEMS
naHOeMUK KOpoHaBMpyca, Koraa MHOrMe toAm 3acTpsv 3a rpaHnuUen, Npy 3TOM HE MMeS
HY>XHOrO 3anaca NeKapcTB, M BOSMOXHOCTM MX MOMYyYMTb B CTPaHe npebbiBaHKS.

7 laHHble 06 nccnegoBaHUM cMOTPUTE B MNPUNOXKEHNU 2.
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UHrméuTtopbl UHTErpasbl

UHrM6uTopbl UHTErpasbl NPOJIOHFIMPOBAHHOIO AEeNCTBUA

[MepBOM MHBEKLUMOHHOM aHTUPETPOBUPYCHOM Tepanmemn nposIoHriMpoBaHHOro AENCTBUS,
000bpeHHOM K npuMeHeHuto B CLUA, KaHage 1 EBpone, nosgBneHmne KOTOPOM MOXHO B CKOPOM
BPEMEHW OXXMaaTb U B Poccuu, ABNSIOTCA MHbEKUMW KaboTerpasmpa ¢ pUANmMBUPUHOM.

Ins nccnenosaHns addeKTUBHOCTU, 6e30MacHOCTN 1 MePEHOCUMOCTU UHBEKLIMOHHOM APT
6b110 NPOBEAEHO TPW UCCNeaoBaHMA®:

1. FLAIR - oueHmnBano apdbeKTUBHOCTb NpenapaTa Cpear NaumneHToB, paHee He NoJydaBLumx
APT.

2. ATLAS - npoBOAMI0O OLUEHKY MNpK Nepexone NaumneHToB, MMEKLWMX NoAaBIEHHYO
BUPYCHYIO HarpysKy, C ApYyrmx cXem Ha MHbeKLUMOoHHY0 APT.

3. ATLAS 2M - 6bin0 pa3paboTaHo ang geMoHcTpauum abdeKTMBHOCTM 1 6e30MaCHOCTM
pexxmma BBoAa Tepanum Kaxkable 8 HeleNb Mo CPaBHEHMIO C PEXMMOM Kaxkable 4 Hepenw.

Mo nTtoram nccnenoBaHumm boina gokasaHa addbeKTUBHOCTb M 6H@30MaCHOCTb Kak camom APBT,
TaK 1 TECTUPYEMbIX PEXMMOB NpremMa 1pas B 4 Hegenn 1 1 pas B 8 HefenNb. TakxKe oTaeNbHas
BbIOOpPKa AaHHbIX MCCNeaoBaHMIM NoKasana, YTo MHbeKUMOHHasa Tepanms OanTebHOro
nencTeus adpdekTMBHa 1 Ang nogen ctapwe 50 ner.

MHbeKUMOHHbIE MpenapaTbl MOryT MPUMEHSTBCH TakXKe B KaYeCTBe JOKOHTAKTHOM
npodumnakTrkm BUY. [1ns oUueHKM MHBEKLMOHHOIO KaboTerpasmpa, Kak CpeacTBa ang
NpodUNaKT1KK, 610 NpoBeaeHo aBa nccnenoBaHma: HPTN 083 - ¢ yyacTMeM My>KUMH,
MNPaKTUKYIOLLMX CEKC C MY>XKUYMHAMU, 1N TPaHCreHAePHbIX XeHWmMH; 1 HPTN 084 - npu yyactum
YKEHLWMH, NOABEPXEHHbIX BbICOKOMY PUCKY 3aparkeHunsd BNY. B o6omx cnyuasx
NPEBOCXOACTBO MHBEKLMOHHOIO NpenapaTa Oblf10 HAaCTONBbKO 3HAYMMbIM MO CPABHEHMUIO C
nepopanbHon K1, 4To nccnenoBaHMs bolsin 3aBepLUeHbl paHblle 3annaHMpPOBaHHOMO CPOKa.

& [laHHble 06 nccnegoBaHMM CMOTPUTE B [TPUNOXKEHWM 2.
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UHrméuTtopbl UHTErpasbl

MepcneKTnBbl UCMONMb30BaHUSA MHbeKUUOHHOM APBT B pernoHe BELLA

L1OBOMbHO YaCTOo MauUMeHTbl CNPaLWMBAOT, KaK MOXXHO MOMacTb B MCCNeA0BaHUS, MO KaKoMy
NPUHLMMY OTOMPAKOTCH YUACTHUKM U TOe MOXHO HaMTU Takyto MHbopMaumio? Mpexae BCero
CTOUT OTMETUTb, UTO A9 KaXKL0ro MCCNefoBaHUS CYLLECTBYIOT CBOM CTPOrMe Kputepum
BKOYeHUS. Ha npakTuKe 06bl4HO CaMu Bpauu NpuUriawaroT K y4acTMio TeX, KTO
COOTBETCTBYIOT 3TUM KPUTEPUAM 1 3apEKOMEH0BaN Cebs KaK OTBETCTBEHHbIN U
NPUBEPXKEHHBIV NaLMeHT®.

C KJIMHNYECKOM TOUKM 3PEHUNSA Y MHIMOBUTOPOB MHTErpasbl, B TOM YMC/I€ MHBEKLIMOHHOM
$OpMbl, ECTb pPA4 NMPEUMYLLECTB, KOTOPbIE B LLENTOM MOBbLILLAKT KAa4eCTBO XXU3HM YenoBeKa.
Hanpumep, nHbekumoHHas APBT yMeHbluaeT yCTanocTb OT eXXKeflHEBHOI0 NpremMa TabneTok,
a TakXXe YMeHblUaeT CTurMaTnaaumio B cesA3un ¢ BNY. Ecnu 6paTb MHIMOUTOPbLI MHTErpassl B
cxeme ¢ HHMOT BTOPOro MOKOMEHUSA — 3TO M CHMMXKEHWE Harpy3km Ha XXKT, 6naronpuaTHbIN
NPOG UMb NEeKapPCTBEHHbIX B3aUMOLENCTBUIN, CHYKEHME PUCKA Pa3BUTUA OUCIUNUAEMUN,
CepAeYHO-COCYANCTbIX 3aboneBaHMI, XPOHMYECKOW BOSIE3HM MOYEK M CaxapHOro AnabeTa.
YMEHbLIAETCH KONMMYECTBO HEXENATESbHbIX ABEHMM, CBA3AaHHbBIX C MUTOXOHAPUANIbHOW
TOKCUYHOCTbHO.

Ha camoM pgene, BHeApeHMe HOBbIX NOAX0A0B B APB-Tepanum nmeeT noa cobom paa
npeanocbiiok. HanpuMep, B PocCumn Ha CEroAHAWHMIA AeHb OCTYMNHO OrpaHnYeHHoe
KONTMYECTBO GUKCUPOBAHHbBIX KOMBUMHALIMI 003, UTO YCNOXKHSAET MPUEM Tepanuu naumeHTam.
Tak>e BbICOKMM YPOBEHb KOMOPOMAHOCTU (BMPYCHbIE renaTnTbl) 1 COMyTCTBYOLLMX
3abonesaHWn. YBenmumBaeTcs 0oNa NaLMeHToB C noamMnparpaMasmen (npuHnumatolwme onee
5 npenapaToB), KOTOPbIE MO COCTOAHWIO 300P0BbA BbIHYXAEHbI JOMNONHUTENbHO K APBT
NPVHUMATb, HAaNPUMEpP CTaTUHbI, NpPenapaThl OT apTepraabHOro AaBIEHUS 1 Mp.

CerogHs, naumeHT, NPUHUMAKLWNIM MHBEKLIMOHHYO APBT, gonkeH bbiTb O4eHb
NPVBEPXKEHHbBIM 1 BbICOKOOPraHM30BaHHbIM 4eioBeKOM. OH JO/KeH 3apaHee YeTKo
nnaHmpoBaTb cBOW BM3NTbI B CMN[-UeHTp C y4eToM paboTbl 1 BO3MOXHbIX MOe3a0K. [1oToMy
YTO 3abbITb NPUNTK B BOMBbHMLLY ropasno nerdye, Yem 3abbiTb KaXKAbl AEHb MPUHKMMATb
TabneTtkun. Cenuac, Korga y nauneHTa 3akaH4mMBaeTcs Tepanus, OH caM NMpUXoAMT B LLEHTP.

® KnnHMYyeckme ncnbltaHnsa nHbekumoHHom APBT B Poccuin B MpunoxkeHmmn 4.
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UHrméuTtopbl UHTErpasbl

C OpYyroi CTOPOHbI, BOSMOYEH BapuaHT, Koraa GyHKLUMIO MOHUTOPUHIa MOXET B35ATb Ha cebs
MeOMLMHCKasa opraHmsaumsa. HanpuMep, oTCNeXxmBaTb CPOKK, pacchiNaTh NpUrnaleHms u
HaNoOMKHaHWA NauMeHTaM. TakyKe OHa MOXXET B3STb MO CBOW KOHTPO/b NaLIMEHTOB C
HEeMpPO-KOrHUTUBHbBIMW PACCTPOMCTBAMM, KOTOPbIE YacTo eLle M ManoMobunbHbl. s Takmx
nauyeHTOB BO3MOXHO OPraHnM30BbIBaTb Bble3abl MOBUNBbHOM Bpuradbl, KOTopas pas B Nepmon
byneT npresaTb U AenaTb MHbEKUMU. VIHbEKLMOHHAsA Tepanms MOXeT BblTb 04eHb YA00HON
N ONS TeX, KTO MMeeT NMOCMEHHY0 paboTy, KTO 4acTo e34UT B KOMaHAMPOBKMK, A4
NoAPOCTKOB, XMBYLLMX C BNY, ong »keHLWMH nocne poaoBs, YXaxk1BatoLMx 3a AeTbMU.

OrpaqueHMﬂ B UICMNONb30BaHUN MHBEKLIMOHHOMN Tepanun

HeT dopM npenapaTos, 4TObObI NALUMEHT MOI BBOAUTb MHBEKLMIO CaMOCToaTeNbHO. Cenvac
9TO BO3MOXXHO JILLb MPU NOCeLLEHUN MEOMLMHCKOIO yupexaeHus. Eule oueHb Mano AaHHbIX
No OTAANIEHHbIM HeXXenaTeslbHbIM PeakLMaM, MOCKObKY MPOLWI0o Mano BPEMEHM C MOMEHTA
Hadana MCcnonb30BaHUS AaHHOW Tepanuun. 3TO KaCaeTCcsa PeaKnx ABEHUM, KOTopble
HeobxoaMMO OTCNEXMBATb MUHUMYM Ha NMPOTsHKeHMM 5 neT. B Poccrn B OCHOBHOM
pacrnpocTpaHeH cyobTmnn A, KOTOPOMY MPUCYLLIX MyTaLum nonuMmopdmama E138 A/K (ans
HHWOT), L741 (018 MHTMBUTOPOB MHTErpasbl). ECTb pYUCK, YTO 3TK MyTaLMM MOryT BbipaboTaTb
BMPYCONOrMYECKYH HE3DPEKTUBHOCTD K MHIMBUTOPAM MHTErpasb.

PesiomMe:

cno/b30BaHWe MHBbEKLMOHHbIX MpenapaToB — HOBas napaaurMa B 1edeHnm
BNY-nHbeKkumnn. Takas MeTabonmueckn 6naronpraTHas NoXxKM3HeHHas Tepanns nossoanT
yoepykaTb nauneHTa Ha IeYeHnn, a 9TO B CBOK ouepeb — MPOodUIaKTUKa HOBbIX Clydaes
3apakeHusa 1 NPoTUBOLENCTBME annaeMun. MI3BecTHO, UTo B bmkalllee BpeMs
NHDBEKLMOHHbIe GopMbl ByayT perncTprpoBaTbhca B Poccun. Ckopee Bcero, oHM 6yayT UMeTb
OYEHb BbICOKYIO CTOMMOCTb. TEM He MeHee fieyeHMe NocTeneHHo NpUaeT K 3ToM Gopme 1,
MOYKHO CKa3aTb, YTO 3a Hel byayliee.

Lifedme+  ITPCru 17



UHrméuTtopbl UHTErpasbl

Bon POCbl U OTBETDI

A ecTb 11 AaHHble No 3 PeKTUBHOCTU AonyTerpasmpa npu komHdexkumm BUY/TBE?

« [onyTerpaBup AOCTATOUHO 3PPEKTUBEH MPU NedeHnn KonmHbekLmmn BUY n Tybepkynesa,
HO HE0HX0OMMO NMPUMEHEHKWE YABOEHHOWM A03bl NpenapaTa, TO ecTb 2 pasa no 50 mMr B
LEHb B COYETaHUM C pUPaMnMLUMHOM. [10 CXOXKEN CXEME MOXKHO MPUHKMMAaTb panTerpasmp.
BukTerpaBup B Takux cnydasax He ucnonbayeTtcs. (M. XankuH)

+ Mcnonb3oBaHWe nonyTerpasmpa npu konHoekumm BY/TE 66110 NpoTecTMpoBaHoO B
nccnegosanHuax: RADIO (2017 roa); INSPIRING (2018 roa); 3HP (2018 roa). (E. BoBk)

| https:/www.who.int/hiv/pub/meetingreports/fig1_large.png?ua=1

B KaKnx cTpaHax UCnosb3yeTca MHIMBUTOP NpoTeasbl aTa3aHaBUpP (rMNep-TOKCUYHBIN...)?

« ATazaHaBUp MCMOob3yeTCca O4YeHb JAaBHO, M Ha MOM B3rNsa, He ABNAeTCSA TOKCUYHbBIM
npenapaTtoM. EQMHCTBEHHOE HeYA06CTBO - XEeNTYLWHOCTb KOXHbIX MOKPOBOB, KOTOPYO OH
MOXKET BbI3BaTb M3-3a bunumpyburHa. (M. XanknH)

EcTb N1 nccnepgoBaHusa 0 TOM, Kak BAnsaeT pgonyrterpasunp Ha HEPBHYKO CUCTEMY U I'ICVIXMKY?

- [la, Takme gaHHble ecTb. ITa NpobnemMa ToXxe OOBONbHO YacTo obcyxaaeTcs. Takom
NOBOYUHbBIN 3QPEKT, KaK BANAHUE Ha MCUXMKY MPUCYLL, MPaKTUYECKN BCEM UHTMBUTOPAaM,
HeMHOro 6onblle 4oNyTerpaBmpy. B npakTrKe OHW TOXXe BCTPEYaTCs, HO KpamHe PeLKo.
Ecnu 87O NpOMCX0anT, Mbl MeHsieM Tepanuio. (M. XankmnH)

CnycTa 2 MecAaua Kak Hayana npMHMMaTh TUBMKaM cTana cTpadaTh cTpaxaMmu,
NaHWYECKUMU aTakamun. M npoaomkalo NuTb, TepneTb U paboTaTb C NCUX0N0roM. CToUT nu
TepneTb, NPOMAYT NN 3TN COCTOAHUSA, UK, Pa3 yXKe Nbio 3 roa, CaMu OHU He NponayT?

« TepneTb N0H6OYHbIE 3PDEKTbI B MPUHLIMME He CTOUT. KOHeuHo, B NepBYyo o4epeib 3T0
3aBUCUT OT TOr0, KaKMe eCTb AOCTYMHble anbTepHaTMBHbIE CXeMbl M npenapaTbl. Ecnu
€CTb BO3MOYXHOCTb, 9 6bl 3aMeHUN J0/yTerpasmp Ha NPUHLWNMANbHO OPYron Knacc
npenapaToB U NocMoTpen byaeT nn perpeccus cuMnToMoB. (M. XankuH)
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UHrméuTtopbl UHTErpasbl

OTMeHanu, n cnycTta Mecsu 6bino nydwe! Ecnm MeHATb, TO Ha Kakne?

- Jltobasd cMeHa Knacca npenapaTos, HarnpmnMep Ha Herykneo3naHbole - pyunnmMBMNpuH, NJn
Ha NMpoTea3Hble l/IHI'l/I6l/ITOpr. JInbo NOMEHATb Ha TY CXeMy, Ha KOTOprl7| Bbl HWyBCTBOBaJ1N

cebs nyylle. ITO BCe MHAMBUAYANbHO M €AMHOro peuenTa ans Bcex He cyuectsyeT. (M.
XanKnH)

MeHATb Tepanuio CTpaLHO?

« B cMeHe Tepanum HeT Hudero cTpalHoro. OcobeHHOo ecnu oHa paboTaeT 1 BUpycHas
Harpyska Ha HeonpeaenseMoM YPOBHE, HUUEro CTPALLHOro NPOU30oNTY HE MOXKET, ee
LaXke MOYXHO noMeHsaTb Hazag. (M. XankuH)

BepHO nn 9 NOHAN, YTO eCTb HEKOTopas TEHAEHLUMS Ha FPaHM AONYCTUMOM NMOrpeLHoCcTH
(HeMponcuxuaTpuueckmx NobouHbIX addeKkToB) And Bcero knacca NN, unn yteep>xaaTb
NoKa Mbl He MOXXeM?

- [la, TeHOeHUMs Takas CyLLeCTBYET, HO C/IOYKHO NMpoaHanmMa3npoBaTh B KAaKOM npenaparte
OHa NposBAeTCca 60/blle, a B KaKOM MeHbLLe, MOTOMY UTO peyb MOET O AaHHbIX KOrOPTHbIX
nccnenoBaHuin. B HMX Bceraa A0BOIbHO CMOYKHO MHTEPNPeTHpPoBaTh MHPopMaLMio. Ecnn
pPe3loMMPOBaTh, TO - Aa, TakMe NoboUHble 3hhEKTbl eCTb, BO3HUKAIOT OHK He YacTo. Ho,
eC/IM NOABNATCA, HYXKHO MeHATb Tepanuto. (M. XalkmH)

Tepanusa (monyTterpasup/namMmByamH) pabotaeT?

- Ecnu cxema paboTaeT v HEeT HUKAKMX MPOoBAEM, TO MOXHO CMOKOWMHO NpuHMMaTh. (M.
XanKnH)

EcTb N1 Kakme-To aaHHbIe 0 codeTaeMocTn N c ncnxmatTpmnyeCKmnMmMmn npenapaTaMM?

+ Takux OaHHbIX B MPUHLMME BbiTb HE MOXKET M3-3a 60/bLLIOIO KOJIMYeCcTBa
NCUXMaTPUUYECKMX NpenapaToB. 9 Bceraga peKoMeHayto, eCnn y Bac eCTb COMHEHUS,
Mcnonb3oBaTh pecypc: https:/www.hiv-druginteractions.org/ (M. XainkuH)

https:/www.hiv-druginteractions.org/
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UHrméuTtopbl UHTErpasbl

MNpuMeHsTCA N1 rae-To B Mupe odumumanbHo pexmmol APBT 4/7 nnu yepes oeHb?

« HeT, Ha NpaKTWKe TaKMe PeXxMMbl HUTae He NpuMeHaTcs. M B byayLieM cKkopee BCero
TOXe He ByAyT WMPOKO MCMONb30BaThCH, Tak Kak cobntoaaTh TaKOM PeXuM Ha
NPOTAXEHUM OINTENbHOIO NEPMOoaa KpamHe TaxKeno. HO B SKCTPEHHbIX C/ydasx, Kak aTo
6b1710 B Nepuo NaHaeMnn KopoHaBKMpyca, Koraa Ay UCnbiTbiBany AeduumT
NpenapaTos, Mbl PEKOMEHA0BAaIN UM NPUHUMATb OCTaBLUMACS 3arnac 1eKapCTB Mo 0HOMY
N3 Takmx pexxmumos. (A. LLHangep)

A BO3MOX>XHO N1 NpU NMpueme AoNyTerpaBmpa ¢ 1aMMBYANHOM MPUMEHUTb pexxnm 4/77?

+ [TogoBHbIX MCCNeaoBaHMM NPU NpMeMe ABYXKOMMNOHEHTHOM Tepanun HeT. I ckopee BCero
He ByAeT, Tak Kak He M3BECTHO, XBaTUT N KCWAbI» OonyTerpasMpa 419 KOHTPoNsd BMpyca
NpU OBYXKOMMOHEHTHOM Tepanunmn, NpUHUMaeMOon He Kaxabli AeHb. Bce nccnenoBaHums He
exxefqHeBHbIX pexxmmoB APBT npoBoaMInCb C TPEXKOMMOHEHTHbIMK CXeMaMun. Kpome
Toro, B byayuiem APB-Tepanua byaeT pasBmMBaTbCs B CTOPOHY NpenapaToB A/IMTENbHOM
LENCTBUSA, KaK HanpuMep, MHbeKUMoHHasa APBT mnm nMnnaHTaT, KoTopble HYy>KHO ByaeT
MeHATb pas B nonroga unu rod. (A. LHanaep)

EcTb I faHHbIEe MO TOMY, UTO MOXXET CNYXMUTb aNbTepPHATUBHOM CXeMoM ons
LOKOHTaKTHOM npodunakTmkm BUY (OKIM)?

« Ha cerogHs cyuwecTByeT ofHa YTBepPXKOeHHas cxeMa nepopanbHow [OKIT — 310
TeHOGOBUP + aMTpULUMTAOUH. Kak anbTepHaTBa MOXET OblTb /Wb 3aMEHa
aMTpuUMTabmnHa Ha naMmByavH. MHbekumn KaboTerpasmpa B kadectse K[ ToNbKO
naaHMpPYyeTCs NnogaBaTb Ha perncTpaumnto B CLLUA 3TUM IETOM, 3TO 3HaUYUTb, UTO B CTPaHax
BELIA oHa nosBMUTCA TONBKO Yepesd HecKonbko NneT. (A. LHanaep)
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UHrméuTtopbl UHTErpasbl

A HeT N1 KOHGIMKTa MHTEepeCcoB Yy NPoM3BOAMUTENEN, BbIMYCKAIOLWMX MPOJIOHIMPOBaHHbIE
¢dopMbl NpenapaToB? Beab BbiroaHee aepykaTb NoTpebuTens Ha exxegHeBHOM Tepanun. B
TOM uumcrie Npu NNaHUPOBaHMN PACXOA0B Ha UCCNeNoBaHUS.

 J1a, KOHQNIMKT MHTEPECOB CYLLLEeCTBYeT. ECTb NOACYETbHI TOr0, CKOJIbKO A0J/IXKHA CTOUTb
MHbeKUMoHHasa APBT, uTobbl 6biTb 4OCTATOYHO BbIrOAHOM A1 06L,EeCTBEHHOIO
30paBOOXpaHeHs. Ho nMoka BCe roBOPUT O TOM, UTO MHbEKLIMOHHAaA dopMa ByaeT CTOUT
LOPOro, Kak B cny4ae ¢ nedyeHneM renatmta C. M TyT BaxKHO, YTOObl COOBLLIECTBO
0,06MBAaNOCh CHUXEHUS LieH U fenano aTy Tepanuio bonee A0CTynHOW Ang naumeHTos. (A.
LHampnep)

Henanucb nn Npobbl Ao BBeAeHUSA MHbeKUMOHHOM APBT? U kak npoBepsinach
rMNep4vYyBCTBUTEJIBHOCTb Y Y4aCTHUKOB UccnenoBaHma?

- lNepepn BBeAeHMEM MHDBEKLIMOHHOIO NpenapaTta y4acTHUKM B TedeHne Mecaua npuH1uManm
nepopanbHyo GopMy 3TOM Xe Tepanuu. YTo 1 6bi10 cBoero poga nNpobolt Ha
YyBCTBUTENbHOCTb. OTCYTCTBME HEeXenaTeNbHbIX ABNEHKUIM, XopoLlasa NepeHoCUMOoCTb -
CBUOETENbCTBOBANM O TOM, UTO MaLMEHTY MOXXHO Ha3Ha4yaTb MHbEKLIMOHHbIE NpenapaTbl.
(H.B. CnsoBa)

B uem npo6neMa C HeloCTaToO4YHOM OOCTYMNHOCTbIO K CI)MKCMpOBaHHbIM KOM6MHMpOBaHHbIM
AO3NPOBKaM npenapatoB N YTO MOXXHO NN HY>XXHO coenaTtb?

- B nepByto ouepeb 3TO CHMKEHWE LieH Ha npenapaTbl. Bce puKcMpoBaHHbie KOMBUHaLMM
CTOSAT OYeHb J0POro. MosToOMY UX LLIMPOKOE NPUMEHEeHUe OrpaHMyeHo, XOTS Bpadn ¢
yO,0BONbCTBMEM rOTOBbI UX MPUMEHSATb. B HacTosLee BpeMs fonyTerpaBmp oYeHb
BblpyYaeT, HECMOTPSA Ha TO YTO OH eLle He 4OCTYNeH B GUKCUPOBaAHHOM KOMBUHAaLIMK [03.
(H.B. Cnzosa)

Lifedme+  ITPCru 21



UHrméuTtopbl UHTErpasbl

KaK 1 roe Mo)HO y3HaTb NPO KIMHUYECKME UCMbITaHUA B peroHax PO? MNoToMy uTo B
CMNO-ueHTpe HMYEro He 3HAKOT UM He XOTAT 03ByUYMBaTb. PacckaxkmnTe, 3To nponcxoauT:
KTO MHUUMMPYET nccnenoBaHnsa - apMKoMnaHuUmM Unm caMm nccnenosatenn?

- Pacckaxy Ha npuMepe CankT-leTepbyprckoro ueHTpa CrA0. Hawe yupexaeHume
NPOBOAUT NOAOOHbIE MCcCcneaoBaHus ¢ 1999 roga. lNoaToMy B MH3ApaBe Hall LIEHTP
YNCNNTCH CPeam Tex, YTo MOryT MPOBOAUTb MCCNEA0BaHMS, MMEEeT CBOK rpynny
nmccnegosaTenem n Heob6XxoamnMyo NMLEH3MKD. COOTBETCTBEHHO, GapMKOMMaHMM NErko Ha
Hac BbIXOaaT. Boobule, dapMKoMnaHWaM BbiroAHO MPOBOAUTb MCCEN0BaHUSA B CTPaHe,
TaK Kak MoToM 3HaUYMTENbHO Nlerye 3aperncTpmpoBaTb UCMbITYEMbIA NpenapaT. A
naLmMeHTbl B OCHOBHOM Y3HaAKT 06 UCCNeaoBaHMaX 0T AOKTOPOB. To ecTb, T€ AOKTOpa,
KOTOPbIe Y4aCTBYOT B MCCMeA0BaHUM MPUrIaLllatoT U3 YmMcnia CBOMX NaLMEHTOB TeX, KTO
noaxoauT no kputepusam. (H.B. Crzosa)

« ECTb CNMCOK LLEHTPOB™, B KOTOPbIX MPOBOASATCS KIIMHUYECKME MCCNedoBaHMA. V1 Mbl ero
0693aTenbHO BKAUYMM B OyayLLyHO Ny6AMKaumio, KOTopas BbiMaeT Ha OCHOBE MaTepuanos
aTOM KoHpepeHuun. (A. LHanoep)

OxkmnpaeTcs N B Poccum BO3MOXXHOCTb NoNlyyeHus nekapcTs He B CMIWO-ueHTpe, a B
NONIMKIIMHUKAX Y CEMENHbIX Bpauen UM MHGEKLMOHUCTOB?

- B CaHkT-lNeTepbypre eCTb onbIT paboTbl CNeymanbHbiX KABMHETOB B MONUKIMHUKAX, Fae
naumeHTbl Habnganmcb M Moray Nonydyate APB-Tepanuio paagomM ¢ AoMoM. Ho no
pesynbTaTaM NpoBepKM KOHTPOSIbHOW CYETHOWM NanaThl, HaM 3anpeTuam NPoao/HKaTb
Bblgauy APB-npenapaToB B NOMKAMHMKAX. Ha cerogHs HeKOTopble KabUHETI
npoao/HKatoT paboTy, NaLUMEHTaM BblAAOT TaM PELENTbI, HO MONYYMTb JIEKAPCTBa OHU
MOryT TONbKO B anTeke ClMNO-ueHTpa. K coxkaneHuto, aToT NpoLECC OYeHb CNOXKHO
HanaguTb N3-3a puandyeckmnx cnoxHocten. (H.B. Cnsosa)

Bo3MOXXHO 1 6yaeT genaTtb MHbEKUMOHHYI0 APBT B Taknx kabnHeTax?

« B bnmkaniiee BpeMs — 3TO MasioBEPOATHO. XOTS dapMKOMMaHM paboTatoT Hafd Takow
bopMOI BbiNyCcKa NpenapaTa, KOTOPYH YenoBeK CMor Obl BBOAWTb camocTosTenbHo. (H.B.
Cuzosa)

° CNUCOK LEHTPOB, YYaCTBYOLWMX B KIIMHUYECKUX UCCedoBaHUSX, B [TpUIoXKeHnn 5.
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UHrméuTtopbl UHTErpasbl

MoueMy MuH3apaB PD He paboTaeT co CTPaxoBbIMM KOMMaHUAMUK, YTObbI Y NtOAEN,
XMBYLMX ¢ BUY, 6bina BO3SMOXKHOCTb COGMHAHCMPOBATb CBOE Nie4eHne, ecnu
rocynapCcTBEHHbIe MPOorpaMMbl He YCTPamBakT N0 KauecTBY WU YPOBHIO?

- TyT ckopee Bcero nogpasymenaeTcs cuctemMa OMC (ob6s3aTenbHoe MeamLmHCKoe
cTpaxoBaHue). CMWO-ueHTp He paboTaeT ¢ cucTemort OMC, NOCKOMbKY Takad npoueaypa
3aKpernJseHa B 3aKoHe. TakxKe, Mo 3akoHy, B NepedeHb 3aboneBaHmnit, MHaHCUPYEMbIX N3
benepanbHoOro broaykeTa, Hapsaay ¢ BUY, BxoaaT Tybepkynes u renatutsl. (H.B. CrsoBa)

A noueMy nauueHTbl, NnpuHMMaBLWwmne cxeMy DTG/ABC/3TC, He BKIOUYanuChb B
nccnegoBaHmne?

« [loTOMy 4UTO paHee NposBoannoch nccnegosanme FLAIR, roe cpaBHvBanach aTa CXema c
NHDBEKLUMAMN KaboTerpasup/punnmerpuH. NMoaToMy dapMKoMnaHus boina
3aKHTepecoBaHa B NpMBeUYeHMN NaLneHToB, nepelweaLrx ¢ apyrmux cxem. (H.B. Cnsosa)

YTo NnponcxoamnT C NeyeHmneM Noaen, KoTopblie y4acTBYOT B UCCIeA0BaHMM, KOrAa OHO
3aKaHuymnBaeTca?

« 06bluHO PapMKOMMaHWM 06EeCNeYmMBatoT YHaCTHUKOB UCCeAyeMbiM NpenapaToM 40
MOMEHTAa ero perncTpaunm B ctpaHe. A nocne permctpaunm CMVLO-LeHTp MoXeT
BblENSATb CPeACTBa Ha 3aKyrKy rnpenapaTta, YTobbl 06ecneymnTb UM 3Ty rpynny
nauneHToB. (H.B. Cnzosa)
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PekoMeHpauuu

EBponenckoe obwectso no CMnQy (EACS)*!

[lna Hayana CToUT elle pa3 OTMETUTb, UTO B OCHOBE BCEX PEKOMEHOALINM, KacatoLmMXcs
NPUMEHEHNS aHTUPETPOBUPYCHOM Tepanun, NexuT fokasaTeNbHas 6as3a KNMHNYECKMX
nccnegoBaHMn. HeT NAoXMX MK XOPOLWKMX NPenapaToB, HO ECTb CBOM «3a» U KNPOTMBY,
KOTOPbIE HY>XHO YUMTbIBATb, MCXOAA N3 OCOHBEHHOCTEN OpraHnM3Ma Kaxxaoro 4enoBeka.
MoaToMy pekoMeHaaLumm No Beibopy Tepanumn 6yayT NpeacTaBneHbl 30eCh C TOUKM 3peHms
OLLeHKM NPerMyLLIeCTB 1 HeAOCTaTKOB.

Mo MHrMbnTopamM MHTerpasbl 6o1/10 NPOBEAEHO MHOXECTBO MCCNeA0BaHMN Pa3HOM
OJIMTENbHOCTW, rOe npenapaTbl 3TOro Kjacca CpaBHMBaNMCh ¢ apyrnmMm cxemamm APBT. M BO
BCEX MCCNEea0BaHNAX MHIMOUTOPbLI MHTErpasbl MO0 MMeN Takyk e 3adDEeKTUBHOCTb, 60O
NPEeBOCXOANIN OpYrue PEXXMMbI, HO HX B OLHOM Cny4yae He Bbl/10 Heydauun. Takxke B aHanmse
BNMSAHUSA pasHbIX knaccoB APB-npenapaToB Ha CMEPTHOCTb Y MaLMEHTOB C NPOABUHYTOMN
cTaaven sabonesaHus (ypoeHb CD4 <200 unm Hanndmne CMNMO-accoummpoBaHHOro
3ab60n1eBaHMs) MHIMBUTOPLI MHTErpPasbl OKa3anmnch eanHCTBEHHbBIM KNaCCoM CO
3HaYMTESIbHBIM MPENMYLLLECTBOM B CHUXKEHUM CMEPTHOCTW. M MO CpaBHEHWIO C OPYTrMMU
KnaccaMm npenapaToB A0/blle BCEro NaLUMeHTbl OCTaBaNMCb TaKyKe Ha MHIMbUTopax
MHTErpasbl.

CpaBHeHUe

N9 KNIMHNYECKMX PEKOMEeHOaLMIM TaKyKe BaXKHO CpaBHEHME XapaKTEPUCTUK PasHbIX
npenapaToB Knacca Mexay cobon. B paHHOM cnydae Ana nprMepa B3aThl - OUKTerpasmp,
AoNyTerpaBmp U pantTerpasmp.

MpeumyllecTBamMm brKTerpaBmpa SBageTcs To, UTO npenapaT AOCTyneH B KoMbuHaLmm ¢
LPYrUMUK areHTamMm B GopMe 0aHOM TabneTkn; MMeeT Mano NeKapCTBEHHbLIX U MULLEBbIX
B3aMMOOEeNCcCTBUIN; 06nafaeT BbICOKMM 6apbepoM K pe3nCTEHTHOCTW. VI3 HeAoCTaTKOB — 3TO
HebOoNbLIOW 06BEM AaHHbIX MO KNMHUYECKMM UCCNef0BaHMaM, B TOM YMCNE KacaTeNbHOo
6e30nacHOCTV Npyv BepeMeHHOCTU, a TaKyKe B OnpeaeseHHbIX CydYasax KOMOMHMPOBaHHas
dopMa BbiNycKa B 04HON TabneTKe MOXeT BblTb HEJOCTATKOM, HanpuMep npu
HEe0H6XO0AMMOCTUN N3MEHEHMUS O03bl.

" MNoapobHbin 0630p pekomMeHaaumm EACS B MpunoxkeHnmn 6.
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PekoMeHpauuu

HonyTerpasup aBngeTcsd Hamnbonee n3y4yeHHbIM NpenapaToM B knacce. OH AOCTyNeH M B
KOMOWHMPOBAHHOM GOPMeE 1 Kak OTAEeNbHbIM NpenapaT; MMeeT Mano NULLEBLIX U
NIEKAPCTBEHHbIX B3aVIMOAENCTBUM, BICOKMM Bapbep K PE3UCTEHTHOCTU M NPeanoYTUTENEH
ansa 6epeMeHHbIX XXeHLWWH. K HegocTaTKaM MOXHO OTHECTM OrpaHUYeHHble JaHHble Mo
6e30MacHOCTM NpenapaTa Yy XXEHLWMWH Npu 3a4aTun; NPU MCNoNb30BaHUKM C abakaBMPOM
TpebyeTcsa TecTMpoBaHme Ha HLA-B*5701; y naumMeHToB ¢ AMabeToM MOXKET MoBbIWAaTb
ypPOBEHb METHOPMMHA.

CaMbIM ONUTESIbHbIM OMbITOM npnMeHeHnda cpegn CpaBHMBaeEMbIX MNMpenapaToB obnapaet
panterpasup. Y Hero o4eHb Maso JIEKAPCTBEHHbIX M MULLEBbLIX B3aMMOOENCTBUIN, OH TaKxXe
ABNAEeTCA npednovYTmnTesibHbiIM BapMaHTOM OJ14 6epeMeHHbIX YKEHLWWMH. M3 HeQoCcTaTKoB — 3TO
H60MbLIOE KOMYECTBO TabneToK U HU3KNI 6apbep K PE3NCTEHTHOCTWM B OT/INYMM OT OABYX
npenbliayLwmx npenapaTos. Takxke No HEMY OrpaHMUYeHHbl JaHHble O 6e30nacHOCTU npv
3a4vaTumn.

Bbibop

Mpun BbIGOpE NpenapaToB NePBOM JIMHUWN MU NOOAEPXKMBAIOLLEN Tepanuu, C TOYKM 3peHuns
PE3UCTEHTHOCTM, MPEANOYTUTENBHBIMK BapUMaHTaMmM SBNFOTCA BUKTerpasmp u
ponyterpasup. Ecnv paccMaTpmBaTb BAMSHUE Ha MOYKM, TO MIaBHYHK POJb 34ECH UTPaKOT He
MHIMBNTOPDI MHTErpasbl, @ KOMBMHaLMOHHAsA Tepanus. Hanpmumep, npobneMaTnyHbIMK
ABNAOTCA KOMBUHaLMM MHTMBUTOPOB C abakaBMpoM n3-3a HLA-B*5701, a ntobble
KoMbuHaumm ¢ TDF 13-3a pyrcKa pa3BmuTus 0CTEONOPO3a.

EBponenckoe kKnmnHuyeckoe obuectso no CMMOy pekoMeHOyeT B Ka4ecTBe Tepanuy NepBom
MHNU CXEMbI HA OCHOBE MHIMMBUTOPOB MHTErpasbl. 30eCb Mbl NOAPOOHEE OCTAHOBMMCS Ha
OBYX M3 HUX — 3TO CoYeTaHme pasimdHble GopM TEHODOBMPOB C A0/yTErpaBMpomM, NMbo C
bUKTerpaBmpoM. [laHHble 3GPEKTUBHOCTM STUX ABYX CXEM MOCSe HabaaeHNS Ha
NPOTHKEHNM 192 Hedenb NOKa3bliBatOT Hanboiee BbICOKME pedynbTaThbl - CBbille 99%
NnauMeHToB, OOCTUTIMX M COXPaHSIOLWMX NOOABIEHHYO BUPYCHYIO Harpy3ky. PaHee HX oauH
knacc APB-npenapaToB He 6bis1 CTONMb 3POEKTUBHbBIM.
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B KauyecTBe ABYXKOMMOHEHTHOM Tepanuu nepsov nnHMmM EACS pekoMeHOyeT CXeMy
nammByamH + gonyterpasup. IGPeKTUBHOCTb aHHOMo pexxmMa Takxke bbifla NoATBep KOeHa
B MCCNeLOBaHUAX KaK C yd4aCTMeM HamMBHbIX MaLMEeHTOB, TaK U TeX, KTO C HeonpeaensemMomn
BMPYCHOW Harpy3komn nepewen ¢ TPEXKOMMOHEHTHOW CXEMbl Ha ABYXKOMMOHEHTHbIM PEXIMM
3TC+DTG. Bo Bcex cnyyasx addeKTUBHOCTb ABYXKOMMNOHEHTHOM CXEMbI HUYEM He YyCTynana
CTaHLAPTHOMY TPEXKOMMOHEHTHOMY PEXUMY.

MHbekumoHHasa APBT elle He BKIOYEHa B pekoMeHaaumm EBponenckoro obuecTsa no
Clriy. HecMoTps Ha TO, UTO OHa pa3peLleHa K UCMoNb30BaHMIO B EBpone, 4OCTYMNHOCTb ee
O4YeHb OrpaHMyeHa. Kpome Toro, ans WMpoKOro BHEAPEHMS Takow Tepanmm HeobxoammMo
PELWNTb elle Luenbi paa AoNOSHUTENbHbIX BONPOCOB.
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BceMunpHaga opraHusauua sgpaBooxpaHeHusa (BO3)12

Pa3paboTka PykoBoacTs BO3 no ncnonbsoBaHmio APB-npenapaToB OCHOBbLIBAETCH HE
TOJIbKO Ha Hase KIMHUYECKNX MCCneaoBaHuin. B npouecce yumTbiBatOTCA CUCTEMATUYECKME
0630pbl, MOHUTOPUHI TOKCMYHOCTM APB-npenapaToB, NpoBoAMTCA MOAENMPOBaHME
83aTPaTHOCTW M OOCTYMHOCTK Tepanun. Ba)kHyto poSib B 9TOM MpoLecce 3aHMMaeT yyacTme
coobulecTBa NaLUMeHTOoB, Bpaden, CneumanmcToB 06LLECTBEHHbIX opraHm3aumin. OHK
NoMOratoT onpenesimTb LeHHOCTW U NPEeANOYTEHMS, KOTOPbIE MOrYT 6blTb PEKOMEHLOBAHDI
OTOE/IbHOW CTPaHEe UM PETUNOHY.

Takyke npu paspaboTke pekoMeHaaLmm No aHTUPETPOBMPYCHOW Tepanum B LIESIOM
YUMUTBIBAOTCA TaKMe MPUHLIUMbI, KaK YMEHbLUEHME TOKCUUYHOCTU, YNydlleHne BKYCOBbIX

KayecCTB, rnpeaynpexgeHme pa3smntnd ﬂeKapCTBeHHOIZ yCTOl7IL~IMBOCTI/I, CHWM>XeHMe BO3MOXHbIX

NEKAPCTBEHHbIX B3aMOAENCTBUM, HE€30MaCHOCTb AN Pa3HbIX BO3PACTHbIX rpymnmn,
YMeHblleHMe bBpeMeHn npmemMa TabneToK 1, KOHEYHO XKE, CHMXEHWE CTOUMOCTM.

YunTbiBas BCe BbllenepeymncrieHHble ¢akTopbl M CBOMCTBa npenapatos, BO3 pekoMeHayeT
OONyTerpaBup Kak NpeanoYTUTENbHbIM BapuaHT ang 1-own, 2-on 1 3-n nnHum APBT ans
B3POCNbIX M AeTen. Bbicokas adpdeKTUBHOCTb, LIEHOBAA AOCTYMHOCTb, XOPOLLas
NepeHOCMMOCTb U PSA APYrMX NPEUMYLLECTB, O KOTOPbIX Y)Ke MHOI0 6bl10 CKa3aHo,
NO3BOMAIOT YCMNeLWHOo NPUMEHATb NpenapaT B 60blWMX MacluTabax.

KpaTko Tekywmne pekomeHgaumm BO3 no APBT™:

« TeHo®OBUP, NaMUBYLAVH U OONyTerpaBmp peKoMeHO0BaHbl B Ka4ecTBe
npeanoyTuTensHom APBT nepBoro pgaa ang Bcex Atoaen, XXmsyLimnx ¢ B,

+ PexxuM cHMeHHoM no3bl adaBmpeHs3a (TLE400) - pekoMeHO0BaH Kak anbTepHaTUBHbIN
BapWaHT NepBoro psaa, a pexmnMl ¢ agasmpeHs (TLE6OO) ywnm B ocobble
obCTOATENBCTBA.

- PekoMeHOOBaH NepeBo CTabuabHbIX NaLMEHTOB, NoNyYatoWwmx cybonTumManbHbie
PeXXMMbl, Ha peKOMeHO0BaHHble. M B MepBYtO ovepeb 9TO KacaeTCs naumMeHToB C
NoaaBNEeHHOW BUPYCHOM Harpy3Kom.

2 06HOBNEHHble pekoMeHaaLumm BO3 B MpunoxxeHnm 7.

" MNpe3eHTauma 1 KpaTknim 0630p pekomeHaaumin BO3 B MpuaoxxeHun 8.
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- [onyTterpaBmp PeEKOMeHO0BaH Kak NpeanoyTuTesbHbIM BapuaHT BTOPOro psaa ans Tex,
KTO He NpWHKMMan ero B cxeme 1-ro psga.

- [1nga Tex, KTo y>ke npuHmmMan DTG B cxeMe 1-ro psaa, PeKOMeHO0BaH B KAYECTBE BTOPOTO
psaa 6yCTMPOBAHHbBIN MHIMOUTOP NPOTEeasbl.

- MNpueM yaBOeHHOM 003bl 4oNyTerpasMpa (OBa pasa B AeHb) naumeHTamm ¢ T6/BUY,
NosyYarowmMm pudamnmumH.

« M Benywmi npenapaT (SKopb) B cxeMe 3-ro 6ycTupoBaHHbi DRV/r accoummnpoBaHHbIN C
DTG nBa pasa B aeHb (+ 1-2 HNOT B cnyyae He0H6XoaMMoCTH).

B MacwTabax cTpaHbl NnpegnonaraeTcs, 4to okono 80% Bcex noaen, xxmyLmx ¢ BUY, byayT
nonydyaTb siedeHre 1-ro psaa; ot 15% 0o 20% - MOXXeT nonydaTb Tepanuio 2-ro paga v
ocTaBwwmecsa 5% - 7% cxeMbl, NpeayCMOTPEHHbIe Ha 0Cobble 06CTOATENbCTBA. 3Ta
peKoOMeHaluUmMs paccumTaHa ncxoas 13 onTMMaabHOM CTOMMOCTW 0BLLEN NPOrpaMMmbl
JIe4YeHMs Ha CTPaHOBOM YPOBHE, KOTOpas NO3BOJINT TakXXe BblAe/IMTb CPeaCcTBa M Ha
NpodUNakTUYeCKMe Mepbl.

MpoBOANTb TECTUPOBAHKME Ha reHOTUN (Tak HasbiBaeMoe reHoTUNMpoBaHKme) BO3
PEKOMEHIYET B Lenax ONTUMMIaLMM NedeHMs No KIIMHWUYEeCKMM MoKa3aTes aM NinLlb B 3-1
NVMHUKM Tepanun. Takxe Ha YPOBHe CTpaH pa3 B TPV rofa peKoMeHOyeTCsd BHeAPSTb
HaLMOHaNbHO penpe3eHTaTUBHbIE MCCNeLoBaHWA A9 MOHUTOPUHIa LMPKYNALMK
NIEKapPCTBEHHO-YCTOMYMBbLIX WTaMMoB BIY.

KacaTenbHO apyrmx MHIMObMTOpOoB nHTerpasbl, BO3 pekomMeHayeT panTerpaBvp B COCTaBe
NPeanoYTUTENbHOMO PEXMMa ONA HOBOPOXAEHHbBIX M anbTepHaTUBHOM cxeMbl APBT 1-ro
psna ons MnageHuUeB 1 AeTer B OTCYTCTBMM COOTBETCTRBYOLLEN 0031poBKM/dopMbl DTG, B
CWJ1y €ro BbICOKOM CTOMMOCTMW.

BukTerpasup (BIC) noka He paccMaTprBaETCA Kak NpueMeMblii BapnaHT M3-3a BbICOKOTO
bpeMeHn TybepKyiesa B HEKOTOPbIX CTPaHax, NeKapCTBEHHOro B3aUMOAEeNCTBUA C
NPOTUBOTYBEPKYNE3HbIMWU NpernapaTaMmn U HeJoCTaTOYHON U3YUEHHOCTH.
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UHIrméumntopbl MHTerpasbl B cTpaHax BocTtouHom EBponbl 1 LileHTpanbHoM
A3uun: Poccuq, benapycb, KazaxcTtaH, Kbliprbi3ctaH, MongoBa, Npy3us,
Y36eKnUcTaH n Tapg)KUMKUCTaH.

[laHHble B3ATbl U3 OENCTBYOLWMX NPOTOKONOB NedeHns BY B cTpaHax pernmoHa.™ M MOXXHO
BWAETb, YTO B HEKOTOPbLIX MOMEHTaxX PEKOMEHOALMM B OBLLIEM CXOXKWM, HO TaKXKe €CTb MHOIO
pasnuumin. Hanpumep, B benapycu 0o cux nop AencTBYOT NpPOTOKoNbl 0T 2017 roaa,
OCHOBaHHble Ha pekoMeHpaumax BO3 ot 2016 roga, korga fonyrerpasump elle He
paccMaTpuBancy ona nedyeHns 1-om aMHumn.

TeM He MeHee, MOXXKHO BMAETb, UTO AONyTerpasump A58 B3POCbIX M NOAPOCTKOB
PEKOMEHL0BAH B Ka4yeCcTBe NpeanoyTUTeIbHOM U anbTepHATVMBHOM CXeMbl NledeHus 1-om
JIMHUW B BONBLUMHCTBE CTPaH permoHa. McknueHrem aBnsaoTcs: benapycb - 34ecb
LonyTerpaBmp ynoMmMHaeTCs TOMbKO BO 2-0M U 3-1 NIUHUK, 1 Y36eKncTaH, B KoTopoM DTG
YyNOMMHAETCHA B 3-1 IMHUW U B anbTEPHATVBHOM cxeme 1-0M. Takxe H1 B MongoBe, HU B
TamXVKMCTaHe LoNyTerpaBmMp He pacCMaTpMBAETCS B albTEPHATMBHbLIX CXeMax 1-ou 1 2-ou
TMHUI,

B oTHOWeEHWM oeTen 1 MNageHUEeB peKOMeHAALUMIN 3HAUYNTENBbHO MeHblue. B kavecTBe
npeanoyYTUTENbHOM cXeMbl 1-om nnHKMK DTG ecTb B Poccum, KbiproldacTaHe 1 Mongose.
KacaTenbHO NPUMEHEHUS BO 2-1 NUHMK, €CTb YKa3aHMsa B NPOTOKoNax Poccum m
KblprbldacTaHa. A B 3-11 IMHWK O0ONyTerpaBmp yrnoMmHaeTcsa B benapycu n Kolproi3cTaHe.

B cuTyaumm c panterpaBMpoM ropasno MeHblle HalMoHa bHbIX MPOTOKOSOB,
npenycMaTpmBaroWmMX NpUMEHEHEe NaHHOMo npenapaTa B LuesioM. H1 ogHa cTpaHa He
paccMaTpuBaeT NpUMEHEHUE paaTerpaBmpa B Ka4eCTBe NPeanoyTUTeNbHOM CXeMbl 1-0M
JIMHUW 019 NeYEeHNs B3POCbIX M MOAPOCTKOB. YNOMUHAETCA panTerpasump B Poccum Bo 2-0M
JIMHUW NevenHns 1 B 3-1 NnHnm B benapycu, KasaxcTaHe 1 Y3bekncTaHe.

A B Cfyyae nieveHuns geten U MNadeHLEeB CXeEMbl C panTerpaBMpoM NpUMEeHSIoOTCS B 60/blueM
KonunyecTBe. B Tpex cTpaHax RAL BK/IOUEH B NPEANOUTUTESIbHYHO CXeMy 1-v IMHUK, B
yeTblpex - BO 2-YH0 JIMHUIO, U TaKXe TPWU CTpaHbl paCCMaTpPMBAOT €ro B CocTaBe 3-1 JINHUN.

“MNoapobHbin 0630p No cTpaHaM BELIA cMoTpuTe B MpunoxeHnmn 9.
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Ocobble cnyyam npuMeHeHUa ponyTerpaBunpa 1 panterpasupa B ctpaHax BELLA

30ecb NPUBOAATCSA ClyYam NnedeHnsa NaumMeHToB ¢ KouHdekumen BMY/TB, Ho npu ycnosum
yBenuyeHus 403bl 4OSIyTerpaBvpa v paaTerpasvpa B 2 pasa B CodeTaHnn C prudamMnmuUmHOM.,
Kak ynoMmHanocs paHee, B Ciiydae ¢ bepeMeHHbIMM XXeHLLMHaMKM pekoMeHaaumm
BapbMpytOTCS Mo cTpaHaM. MongoBa 1 TamXMKMCTaH BOOOLE HE PEKOMEHAYIOT NPYMEHEHME
DTG cpelwv XeHLWMH 0eToOpo4HOro Bo3pacTa 1 bepeMeHHbIX. CO BTOPOro U TpeTbero
TpuMecTpa bepeMeHHOCTM NpenapaT pekoMeHAoBaH B Poccum, KazaxcTaHe, Kbiprbi3cTaHe m
[py3un.

Mo panTerpaBupy 1 HepeMeHHOCTW ellle MeHbLLe ONLUMK HEXEeNun ¢ gonyTerpasmpom. B
Y36eKkncTaHe B cCoCTaBe CxeMbl 3-v NMMHMKM RAL BO3MOXHO HadHavaTb Ha Bpems
HepeMeHHOCTM XeHLMHaM, KoTopble NnpuHuManu DTG. B KasaxcTaHe cxema ¢ RAL ons
HepeMeHHbIX PeKOMeH0BaHa Kak NpeanoYTuTenbHaa 1 anbTepHaTUBHAsA C PEXMMOM 2 p/c
no 400 wmr.

KacaTenbHO 6uKTerpaBmpa v anBuTErpaBMpa Takxe A0BOSIbHO OrpaHUYEeHHbIe
peKoMeHZaLMy No NPUMEHeHMIO. HanpuMep, BUKTerpaBmp MCNonb3yeTcs B KasaxcTaHe,
KblproldacTaHe 1 Poccum B mpeanoyTUTEeNbHbIX CXeMax NepBoro paaa, B 0COObIX Crydasx U B
KauyecTBe anbTepPHaTUBHbIX CXEM. 3/IBUTErpaBmp ynoMmHaeTcs B KasaxcTtaHe B KayecTBe
anbTepHaTUBHOWM cxeMbl APT 1-1 IMHWM ON15 B3POCbIX U B POCCUM KaK PEXMM,
NPUMEHSIEMBIN B OCODbLIX CNyYanx, B anbTepHaTUBHOM cXxeMe Ona aeten oT 12 neT n ang
B3POC/bIX 2= JIMHUW.
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Bon POCbl U OTBETDI

YunTbiBasi BbICOKMI bapbep pe3NCTEHTHOCTU, KaK 0/Ir0 MOXKeT 0CTaBaTbCA YeNOBEK Ha
cxeMe c nonyTterpaBupoM (6e3 3aMeHbl)?

+ EC/M Mbl TOBOPUM 0 ABYX UM TPEXKOMMOHEHTHOW CXeMe Ha OCHOBE J0J/1yTerpasmpa - To
HeorpaHMYeHHoe KOTMUYecTBO BpeMeHU. ITO TakXKe BEPHO 418 N060M TPEXKOMMNOHEHTHOM
CXEMbl, €CN He HbIN10 BUPYCONOrMUYECKOM Heydaun 1 eCTb Xopollas MepeHoCUMOCTb, TO
3aMeHATb ee HeT HMKaKoM HeobxoammMocTw. (M. XalkumH)

Ecnu xxeHwmHa, npuHmnMatowan APBT ¢ nonyTterpaBmpom, pellaeT 3abepeMeHeTb - Kakume
cnenyeTt NponsBecTn naMeHeHmnsa B APBT cornacHo eBpOnemcKMM peKkoMeHaaunsam?

+ HeT Kakom-TO YeTKOW peKoMeHAaUMM O TOM, Kak C/ielyeT NocTynaTb B TaKOM Clyyae.
Kaxkgas cuTyaums paccMaTpmBaeTcs MHAMBMAOYaNbHO. [10AeNtoCh OMNbITOM CBOEMN
NpakTUKK. OBbIUHO, ECNU XKEHLMHA cobupaeTcs bepeMeHeTb, 9 3aMeHsto cxeMy Ha TDF +
nboM paHHUK NpenapaT, KOTOPbIM XOPoLWwo cebs 3apekoMeHaoBas Npu bepeMeHHOCTH.
Hanpumep, punnuerpuH+TDF/FTC (ToproBoe HasBaHKWe npenapaTa 3Buniepa), nnm
NpoTeasHble aHanorm — 370 Mo HBosbLIEN YaCTM Yrke Aeno BKyca. O6blYHO BO BpeEMS
H6epeEMEHHOCTM Mbl yXKe He MeHsieM Tepanuto. OCobeHHO, ecniv BUpPyCHas Harpyska
nofaBfieHHas, Tepanmsa XopoLwo NeEPEHOCUTCH, HET HEOHXOAMMOCTW CO34aBaTb JINLLIHMIA
cTpecc. [locne poaoB Mbl 06CY)XOaeM - NIaHUPYETCS X BTOPOM PeBEHOK U KOrAa, 1 YxXe,
MCXOOS 13 3TOr0, MOYKEM NepeBecTU Ha cTapyto Tepanuio. (M. XankmnH)

HeT nn pucka MaccoBoro nepeBoaa nonynsunum Ha MUHIMGUTOPbI MHTErpasbl, eCN He
BeOeTCca MOHUTOPUHra TUNoB Bupyca? To ecTb NPONYyCTUTb MOMEHT, Koraa B nonynaumnm
Ha4yHeT NpeBanMpoBaTb APYroM TN BMpYCa.

+ HacKonbKo 9 3Hato, NepBMYHAsa PE3NCTEHTHOCTb K MHIMBUTOPaM MHTEerpasbl BCTpedaeTcs
KpanHe peaKko, 0CobeHHO B CTpaHax, rae OHM HMKorga He MCnosib3oBannch. K HUM
OTHOCATCH CTPaHbl pernoH BELIA. B HMX pUCK pa3BUTUS NEPBUYHOM MyTaLMM K
MHIMBUTOPAM MHTErpasbl O4eHb HU3KMIM M HE MOXXET NPUBECTU K BOMbLLIMM NpobnemMam.
(M. XankuH)
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Mo>XHO N1 ncnonb3oBaTb cxeMy 3TC+DTG npu Bupyconornyeckon Heynade Ha UM (LPV/r)?

+ [MNOTEeTUYECKM, BOBMOXKHO. HO aNns Hayana HeobxoamMMo pa3obpaTbCcs B TOM, Kakom bbina
BMpYyCOnormnyeckasa Heynada. Ecnm 6oina HeabdekTMBHA Tepanmns MHMMbUTopamm
NpoTeasbl, TO BEMKA BO3MOXHOCTb, UTO HEeabdeKTUBHBbIM Obin U namMmeyaunH (3TC).
MoTOMY YTO 3TO OAMH M3 CaMblX HEYCTOMUKMBbLIX MPenapaToB B niaHe MyTaummn M184V. To
eCTb, €C/IM NAUMEHT, CUMbHO NPONEYEHHbIN, CMEHWT MHOIO Pa3HbIX CXeM M MOCTOSHHO B
HuX 6bin 3TC/FTC, eCTb BbICOKMIN PUCK, UYTO FOe-TO B apXmMBe BUPYCa 3anpsaTaHa MyTaLms
M184V, KoTopas NPosABUTCS CO BPEMEHEM. B TakMX Crydasx HY>KHO BblTb OCTOPOXXHbIMM,
NOTOMY YTO MPU HAa3HaYeHWM ABOMHOM Tepanuu, MOXeT CNYYUTbCS TaK, YTo Mo GaxTy
byLeT paboTaTb TONMbKO OAMH A0SyTerpaBmp. N103ToMy, Npexae BCero nyywe CAenaTb
TECT Ha Pe3nUCTEHTHOCTD. (M. XanKunH)

Mo>XHO y3HaTb 103y NpenapaTa AonyTerpaBmp, KoTopas 6bina HasHauyeHa OeTaM B
nccnenoBaHUM Npu Macce Tena oT 14 ao 20 Kr? MoXHO N1 AeTaM nonyyaTb AonyTerpaBmp

MU KaKkoBa peKoMeHOoBaHHasa nosa?

- B Moel npakTrke geten HeT. Ho ecnun B3aTb 3a npumep mnccnegosarme ODYSSEY To angd
neten ot 20 0o 40 Kr cTaHOapTHasa 0o3a - 25 Mr. B nccnenoBaHmm yKasbiBanoch, UTO U
no3a B 50 Mr 6bin1a He TOKCUYHOM, MOCKOMbKY caM nNpenapaT He TokcuyeH. (M. XankunH)

- [la, B uccnegoBaHmm ODYSSEY ona geten oT 14 Kr UCMoNb30Baimnch 403MpoBKK 25 1 50
MT. B nccnenoBaHuy cpeam aeten oo 14 Kr, KoTopoe cemyac naeT, TeCTUPYIOTCS
no3uposkk 51 10 mr. (A. WHampep)

HacKonbKo WMPOKO B KNIMHUYECKOMN npakTuke B EBpone ncnonb3yeTtcs ansBuTerpasmp?

- Bbino Bpems, Korga anBuUTeErpaBmp MCMonb3oBancs oveHb WMPoKo. OH Bbl1 OAHUM 13
NnepBbIX NPenapaToB, BbiMyCKaeMblX B 04HOW TabneTke. Ha cerogHaWHnM oeHb Te
NaLVeHTbl, KOTOPbIM OH OblNT Ha3HauUeH paHee, MPOAOXKAT ero NPUHKUMaTb. HUKaKMX
NpobaieM 3TO He Bbi3biBAeT 40 TeX Nop, MOKa C BO3PACTOM Yy NaLMeHTOB He HauHyT
NOSBNATLCA APYrMe MeduLMHCKME NpobneMbl. Hanpumep, neyeHue
CepaeYHO-COCYANCTbIX 3a60N1eBaHMM, NPUMEHEHKWE CTaTUHOB, KOTOPOE YC/IOXKHAETCH
NeKapCTBEHHbIM B3aMMOOENCTBUEM N3-3a TOr0, YTO SNBUTErPaBmp HEOHXOAMMO
6yCcTUPOBaTb KObBULMCTATOM. Cenyac oH NPakTUYEeCKM He HasHa4YaeTcsa Npm nepBuYHoOM
Tepanuun. (M. XalkuH)
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MNpaBWIbHO N1 NCNONb30BaTb A0NYTErPaBMpP B NepPBOM NMHUM Tepannumn?

« besycnosHo! 06 3TOM roBOpPAT EBPONENCKME, aMepnKaHCKMe PpeKOMeHdaLUmm,
pekoMeHaaummn BO3, KOTopble OCHOBaHbI Ha HOJIbLLIOM KONMYECTBE KITMHUYECKMX
nccnenoBaHuin 1 gokasaTtenoHon 6ase. (M. XankuH)

HonyTterpasup NoBbiaeT YPoOBEHb X0/iecTepuHa?

« JIto60o NPOTVBOBUPYCHbBIN NpernapaT MOXeT NMOBbILWAaTh YPOBEHb X0/1eCTeprHa. MOCKObKY
LONyTerpaBsup NpUHUMaeTCa He OOMH, TO Yalle BCero noBbllieHne xonectepmHa
HabnaaeTca Npy KoOMOUHaLUMK ¢ TAF, MOTOMY UTO 1 OH TOXE OTAENbHO MOXET MOBbILLATb
XonecTepuH. MoaToMy CNOXHO CKa3aTb, TOMbKO X A0ayTerpasmp 6bi1 GpakTopoMm
nosblWeHns xonectepuHa. (M. XankuH)

B cnenytowmnx pekomeHgaumax BO3 gonyTterpaBup byneT pekomMeHO0BaH O
6epeMeHHbIX?

- [lonyTerpaBup y>ke pekoMeHgoBaH BO3 BceM B3pOCNbIM, MOAPOCTKAM, BKtoUas
HEepeMEHHbIX XXEHLLWH, M YXeHLWH AeTopoaHOro Bo3pacTa. KacaTtenbHO 6epeMeHHbIX B
PEeKOMeHaauMax NponmMcaHbl anropmMTMbl AEMCTBUIA AN CNOXKHbIX 1 CMOPHbIX CyYaes.
HanpuMep, ecnv »eHLnHa, NprHMUMatoLlas CXemMy C AoNyTerpaBmMpoM, OKaXKeTcs
bepeMeHHOM Ha paHHUX CPOKax - TO HEOHXOAMMO 0OCYANTb C HEM BO3MOXKHbIE PUCKU U,
Mo eé XenaHuto, MPoM3BECTU 3aMeHY CXeMbl Ha JOCTYMNHbIe aNbTEPHATVBLI MM OCTaBUTb
6e3 n3MeHeHud. [oobHbIe Crlydan OTHOCATCA K paspsaay 0cobbix 06cToATeNnbeTB. (E.
BoBk)

Insa Kaknx ocobbix cny4vyaeB pekoMeHaoBaH adasmpeHs3 (TLE600)?

- B nepByto ouepenb — 3TO NEPEHOCUMOCTb. 1 MO 8TOM peKoMeHdaumm 6biny 6onbline
ONCKYCCUK C CO0BLWECTBOM. Tak aHanmMa No UeHHOCTW U NPeanoyYTEHMSM BO MHOMMX
CTpaHax 3anagHow YacTu Trxoro okeaHa nokasasn, uto TLE6OO cTonT ocTaBuTb Kak
OnNuM 4Na Tex NauMeHToB, KOTOPble K HEMY MPWBbLIK/IN, XOPOLWO ero NepeHocaT v He
XOTAT MeHaTb. (E. BoBK)
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CKa)kuTe noxkanymcra, MoXXHO nm npuMeHsaTb EFV400 cpeam niopgen ¢ penpeccuen m

akTMBHbIM TB (Macca Tena 80 Kr.), a B cxeMe NpodunakTUYeckom NpoTUBOTYbepKyne3Hom
Tepanuu ecTb pnudpamnuumnH?

« [enpeccuio MONHOCTbIO UCKIIKOUUTD HE NONYYUTCH. ECTb UCCNefoBaHMS O TOM, UTO Npu
EFV400 meHblue npobieM ¢ 6eCCOHHMLEN 1 TOI0BHOM BOMbIO, TakXe Mo
B3aMMOLENCTBUIO C PUDAMIMULMHOM - Y HEMO HEBBICOKUIA NoKa3aTeNb B3aMOLENCTBUS -

MO3TOMY TaKoWM BapMaHT BO3MOXEH, HO, EC/IM €CTb BO3MOXXHOCTb, /ydlle 3aMeHUTb Ha
nonyTterpasup. (M. XaknH)
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UHITIMOUTOPaMM MHTErpasbl

,D,OCTynHOCTb MHFM6MTOpOB MHTEerpa3bl And nauyneHToB

Ecnu B3rNsiHYTb Ha OXBaT SIeYeHMEM NI0AeN, x)1ByLWMxX ¢ BUY, yepes npuamy uenen OH3INOC
20-20-20 nnu 6onee aMBbULMO3HbBIX 95-95-95, Mbl YBUAMM, UTO CYLLECTBYET elle 60bLOowM
npoben B nedeHumn. B permoHe BELIA oxsaT APBT cocTaBnseT 46% no cpaBHeHWO ¢ 77% B
CTpaHax 3anagHow Esponbl 1 CLUA.

CornacHo pekoMeHaaumsm BceMmMpHOM opraHmMsaumm 30paBooXpaHeHNS, MPeanoyTUTEIbHOM
cxemor APBT 1-1 nuHWKM ons Bcex ntoaen, xxmeylmx ¢ BUY, agnsetcs DTG + TDF + 3TC (nu
FTC). Ha caMoM flene, B OCHOBE 9TOW peKoMeHaaLMn NexXnT aHanmna 60/1bLI0ro KoNmyecTsa
MCcnenoBaHMM, KOTOPbIE AOKa3biBatOT 3GPEKTUBHOCTL M Npenmyllectsa TDF No cpaBHEHUIO
c 6onee npopornm TAF™,

AHanua LeH Ha akTMBHble dpapMaLeBTUYECKMe BelecTBa, NocTynarwwme n3 NHomm,
NO3BOJISET OMPEeAeNTb MUMHUMAJIbHYO CTOMMOCTb QMHANbHOMO NpenapaTta. HanpmuMep, ueHa
NCXOOHOro Chipbfa AN9 NpomnasoacTsa TAF cTouT 6onee S5 Thic. Taknm 06pasoMm,
NpUBM3NTENbHAS LieHa rogoBOro Kypca COCTaBUT OKOJ10 S65. OIHAKO Ha pbIHKe LieHa
rofoBoro Kypca TAF y»ke 3HauymMTeNbHo Bbille - oT S203 B MHaum o $11423 B CLLUA. [Ing
CpaBHeHMa, ncxoaHas LieHa cbipba ana TDF cocTasngeT $171, a MUHKMMabHaA LeHa rogoBoro
Kypca - $27. PakTunyeckas pbiHodHaa $10 B KeHnm 1 S9042 B CLUA. To eCcTb 3HaUUTENbHO
LeleBne, gaxe He CMOTPS Ha 6onblWKMIA pa3Mep A03bl. [1py 3TOM elle pad CTOUT OTMETUTD,
4YTO NO 3PPEKTUBHOCTU 1 BOZMOXKHbBIM MOBOYHBIM ABIEHUAM Bonee BnaronpuUaTHbLIN NPodUb
nmeeT TDF.

Elle 0gHUM JOCTYMNHbIM NPenapaToM, C TOUKM 3peHUs LIeHOBOM NONTUTUKM, SBNSETCS
[oNyTerpasup, B OCHOBHOM 6aroaaps HebosblioMy pasmepy Ao3bl (50 Mr/oeHb). Mcxonda 13
3TOro, MMHMManbHas LieHa rogoBoro Kypca gonyTerpasmpa coctaBnaeT $25, a pbiHOYHas
S402 (B NHOnM) 1 S20 203 (B CLUA).

Ho Ha nene exerogHo, HaumHasa ¢ 2016 roga, komnanusa Gilead HapawmBaeT 06bEMbI
nponaxkn TAF. Ecnv cpaBHUTb M1poBomM 06beM npoaaxk TAF B 2020 roay ¢ TeM BHOaXETOM,
KOTOPbIM HEOBXOAMM A9 OOCTUMMXKEHUS LEenn FOH3WC no neuerHuto (95%), pa3HuLa
OKa)XeTCs rmraHTckow: 20 Mnpa NnpoTuB 737 MUIIMOHOB.
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YacTo dapMaLeBTUYECKME KOMMaHUSA NPUBOOAT TaKOM KOHTPAPIryMeHT NPOTUB CHUXKEHUS
LLEH Ha NMpenapaTbl - €CJ/IM CHU3UTDb LieHyY, He bydeT 40CTaTOYHO CPEACTB AN15 NMpoBeaeHNS
Hay4YHO-MCCNeaoBaTENbCKMX pa3paboToK. Ha caMoM gene 370 He Tak. KoMnaHum
3apabaTbiBalOT OFPOMHbIE CPEACTBA, HanprMep, CyMMa HasoroB, KOTOPYO HegoniadmBaeT
KoMnaHua Gilead, no nogcyetamM 310 $10 MAPA. B rofd, XBaTu0 6bl, UTOObLI BbINEYUTH BCEX
H60MbHbIX renaTuToM C B MUpe 1M 0obuTbCs YHMBEPCaNbHOIo goctyna Kk APBT. M aT0
KacaeTCs BCeX KPYMHbIX GapMKOMMNaHMM, B TOM YMCNe TeX, KTO 3aHMMaeTCs pa3paboTKom
BaKUMH OT KOpOHaBupyca.

Pesiome

ExxeroqHo BO BCEM MMpPE NepennaymBaoTca MUNNMapabl Ha NoKynKy AOpOororo,
3anaTeHToBaHHOro TAF, KOTOPbIM N0 paay NPU3HAKOB MOXKET BbiTb elle W 6onee TOKCUYHbIM
no cpaBHeHMto ¢ TDF. 3To Te cpecTBa, KOTOPbIe MoK BblTb HanpaBeHbl Ha yBeNnJYeHne
oxBaTa fleueHmeMm.

YT106bl LOCTUNYL Lenn 95-95-95 Kak MOXKHO BbICTpee, ropasno pasyMHee 6bi10 bbl
MCMNOb30BaTb AOCTYMNHble reHepnkn TDF, uem goporon TAF. CTOMMOCTb NMPOM3BOACTBA
reHepwrkoB APBT On1s 4OCTUXKeHUA Lenn 95% — aTo MeHee UYeM 2 Hefenu npoaarku
TeHodOBMpPa Ha pbiHKe. ECnu yaacTca OCTUYb 3TOM Lenin, TO AOMNONHUTENbHO 3TO NO3BONUT
cnacTtu 250 TbICSY XU3HeW B ro[.
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LleHoOBble, NATEHTHbIE U NIMLLEH3UNOHHbIE acneKThbl AO0CTYyMNa K VIHFVIGVITOpaM
MHTerpa3sbl

HecMOTps Ha TO, UTO NPaKTUYECKM BO BCEX CTpaHax EBPa3nimMcKoro sSKoHOMMYECKOro COK3a
(EA3C) MHIMBUTOPBI MHTErpasbl NPU3HaHbl NPeanoYTUTENbHbIMKW NpenapaTamMn 1-1 NTMHKUK, Ha
nene, B 60/blUIMHCTBE NPEeBanNMpyrOT CXeMbl Ha OCHOBE adaBKpeHsa. 13 knacca MHIrMbMTOPOB
MHTerpasbl B GOKyce A1 perrmoHa paccMaTpmMBaOTCa TPW nNpenapaTa: 4oayTerpasup,
panTerpasvp 1 bUKTerpaBmp - CPOKM OeNCTBUM TULEH3MIA, CTOMMOCTb M BO3MOXHOCTW A8
BbIXO4a reHepunyeckmnx ¢opm™.

B uenom, noyTn BO BCex cTpaHax EA3C, 3a nckntoyeHneMm Poccum, MHMMOUTOPbI MHTEerpassl
bonee-MeHee OOCTYMHbI B paMKax 6a30Bon 1Uav OTAENbHOM NMLEH3MK. B Poccuu, K
COXKaneHwuto, He OEeNCTBYIOT NULEH3MM [1aTEHTHOrO Nyaa HM Ha OaUH U3 MHIMOUTOPOB
MHTEerpasbl.

Panterpasup

KoMnaHus MSD BblaaBana 006poBOJibHbIE JINLEH3UM 4-M KOMMAaHUSAM U3 CTPaH C HU3KUM
YPOBHEM [,0X0/[a Ha BbIMYyCK reHeprKa B3pOCaoM GpopMbl NpenapaTa. Ho H1M oaHa KoMnaHus
He BblBENA NpenapaT Ha PbIHOK. He Bbilna 1 negmatpuyeckas popma, Nogaeprkmpaemas
nnueHsmen MNMaTteHTHOoro nyna. NocKobKy 3aTpaTbl, CBA3aHHbIE C pa3paboTKoM npenapaTa,
nony4yeHmem npekBanmomkaumm BO3 nnm npeaBaputenbHoro ogobperus FDA, He
onpaBOaHbl 419 KOMMaHuu.

MaTeHTHOro nyna. NMocKosbKy 3aTpaTbl, CBS3aHHbIE C pa3paboTKoM NpenapaTa, NoyYyeHnem
npeksanmdukaumm BO3 nnu npeasaputensHoro ogobpeHms FDA, He onpaBaaHbl AN
KOMMaHuw.

B Poccumn panterpaBup SBNSeTCH OAHVM M3 CaMbliX oporocTosauwmx APB-npenapatos. A
x0Ts B 2021 roay yoanoCb CHU3UTb 3aKYMNOYHYK CTOMMOCTb 3a CUET OO/ITOCPOYUYHbIX
KOHTPAaKTOB, ero 3aKyrnka obpemMeHnTenbHa ang obuiero drogykeTa. Ha cerogHAWHMA AeHb B
Poccum Tpu KOMNaHWKW 3apermcTprpoBaiv reHepuyeckyto ¢opMy panterpasmpa. CKoMbKo
B6yneT CTOUTb FreEHEPWK, MOKa HE M3BECTHO, KaK 1 TO, CKOJIbKO MaLUMEHTOB CMOMyT 1EYNTbCH
OAaHHbIM MpenapaToM.

' TloapobHbIn 0630p B MpunoxkeHun 1.
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BukTerpasup

B 2021 rony npenapaT 3akynancs no ueHe 31459 pybnen 3a ynakoBKy, a npeasioXKeHHas
LeHa B XXHBJIIM cocTasngeT 14 300 pybnen 3a ynakosKy (6e3 HC 10%). C TaknMm LeHaMm
OOCTUYb YHMBEPCANbHOIO AOCTYMNa K IEYEHUIO MHITMOUTOPAMM MHTErpasbl 0AHO3HAYHO He
yoacTcs. 3TOT npenapaT 3allnleH HECKOIbKMMK NaTeHTaMu, B POCCUM NaTeHT Ha OCHOBHOE
XMMUYeckoe coegmHeHme nctekaet B 2033 rofy. M3 OTKPbITbIX AaHHbIX, axke B VHOMM
3apernMcTpmMpOBaH TOSIbKO OAWH FreHEPUK BUKTEerpaBmpa 1 ero Tekyllas LeHa CocTaBnseT
OK0Mo $S55 3a ynaKoBKy.

Bbinyck reHepunyeckon dopmMbl bUKTerpaBmpa aaa noTeHumanbHbiX GapMKOMMaHMN He
BbIrNAOMUT MEPCNEKTUBHO MO PAOY NPUYMH — 3TO M HEAOCTATOK AaHHbIX MO MPUMEHEHMIO BO
BpeMs 6epeMeHHOCTH, MpenapaT He UCMosb3yeTca Npu nedeHnn BUY/TE, He pekoMernaoBaH
BO3, umkn pa3paboTku 3aHMaEeT CPOK A0 2 NeT.

HonyTerpasup

XOTs O0NyTerpaBmp SBASETCS KOYEBbIM MpernapaToM, OCTYMN K HEMY 3aBUCUT OT
VNLUEH3MOHHOI0 perynmpoBaHus. ECnm cTpaHa He HaxoauTcsa B 30He 6a30BOV NMLEH3UM
MaTeHTHOro nyna, rae CTOMMOCTb JoJlyTerpasmpa CocTaBnseT MeHee S5 3a ynaKoBKY, ero
CTOMMOCTb ByaeT 3Ha4YMTEeNbHO Bbille. BHe nuueH3nm Poccus - 34echb LeHa 3a yNnakoBKy
goxoouT no $100. B cTpaHax, roe oencTsyeT cneuyansHas nnueHsns (AsepbanoykaH,
KazaxcTaH 1 Benapychb), S40-S50 3a ynakoBKy. [Mpu Takux LeHax MosHOLEHHbIM nepexo Ha
CXeMbl C 0NyTerpaBmMpom B 1-1 1 2-1 IMHUN NeYEeHUS HEBO3MOXKEH.

ﬂpVIHy,EI,MTeJ'IbHaFI nMueH3nd Ha gonyrterpasnp pacCMaTpmMBaEeTCA B KazaxcTaHe. Cxoxue
3anpochl nogasanunce 1 B Poccuu. O6Cy>K£I,eHl/|F| no HMM eLlle Nnpogo/mnKarTCA.

Pesiome

PanTerpasup 9819eTCA OOHUM M3 CaMblxX JOPOrMx NpenapaTos, 06bemM 3aKyrnok B PO
€)XerogHo yYBeNMUYnMBaeTCs, HO B MPOLLEHTHOM COOTHOLIEHUW 019 €ro 0YeHb Masa - OKolo 3%
naLumneHToB. Bbixoa reHepunkoB B Poccun B 6mkalillee BpeMsa BO3MOXKEH, HO MaTeHT MOXeT
cTaTb Npobnemoit. OgHaKo Jake reHepuyeckas Gopma panTerpasmpa He 6yoeT 3HaUMTENbHO
feliesne.
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BukTerpaBmp Takxe OTHOCUTCS K mMpenapaTaM CpeAHEBbBICOKOrO LLEHOBOIo CErMeHTa, BHECEH
B XXHBJII. TeHepukun npenapaTa B cTpaHax BELIA He 3aperncTpmpoBaHbl, XOTH IMLEH3NS
6blNa BblAaHa HECKONbKO NeT Hasad. YTo roBopuUT 0 HE3aMHTEPECOBAHHOCTM
npou3BoauTENEN B JaHHOM nNpenapaTe, Npu4YemM, BO MHOIOM M3-3a nosmummn BO3.

,D,OJ'IyTeraBl/Ip B CTpaHaXx BHE NNUEH3NKM NoSy4atoT MEHBLWLIMHCTBO MauneHToB, NepCrnexkTuBbI
MoJIHOUEeHHOTr o nepexoda Ha aonyrterpasmp B npeanodYTmnTebHblX CXeMax nepBoM M BTOpOl;l
AVMHUK B BAvyKavwme roga COMHUTENbHbI.

Mo MHEHMIO OoKNaa4YmMKa, OCHOBHOW MyTb AN KpaTyanero NosHOUEeHHOro nepexona Ha
B 1-1 NHWK B cTpaHax EA3C - 3T0 Bblaava NpUHYANTENbHOW IMLEH3UM Ha OONYTErpaBmp B
P®, KazaxcTaHe, benapycu n (AsepbarnaoykaHe). AnbTepHaTUBHbLIM BapMaHTOM MOXET ObITb
yBenuueHue brogxxeta Ha APBT MuHKMYM B 1,5 - 2 pasa.
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Bon POCbl U OTBETDI

Bonpoc putopuyecknii - Mbl BUAUM, KaKyk Npubblib Nony4vaoT GapMKOMMNaHUK, K Kak
HepauuoHanbHO TpaTATCA cpeacTBa. YTo MOXXHO NPeanpuHATb B AAHHOW CUTYaL MK, YTOObI
pacwunpuTb gocTtyn K APBT?

- BesycnoBHoO — 9T0 TPEOYeT NOINTUYECKOrO peLleHus, UTOObI MCMOoNb30BaTh TakMe
NHCTPYMEHTbI, KaK MPUHYOUTENbHOE NMLEH3MPOBaHNE U Haory Ha ceepxnpubbisb. (3.
Xwnnn)

Nmen nu pexxnm TAF/FTC +RAL Te »ke No6oYHble AENCTBUS, UTO U pexxnm ¢ DTG?

- PanTterpaBup MeHblle accoummpoBaH C HabopoM BeCa Mo CPaBHEHWIO C 40Ny TErpaBMpOM.
9 He BCTpeyan nccnenoBaHMii, KoTopble 6bl MpuLenbHo cpasHuBanu TAF/FTC +RAL u
cxeMbl ¢ codeTaHmeM DTG/TAF. Ho nassecTHo, 4To TDF - cnocobcTByeT Aake
HEe3Ha4YMTENbHOM NMOTEPe Beca, HO NPUYMHA UNU MEXaHW3M OEeNCTBUS, NMOYEMY 3TO
NPOUCXOONT, TaKyKe Hen3BeCTHbI. (3. Xmnn)

- [a, Ha caMOM gene, No panTerpaBuvpy eCTb MCCNea0BaHMS, HO MMeHHO ¢ TAF 6obLmX
PaHOOMU3MPOBAHHbIX MCCAea0oBaHMIM HET. M Aa, OH MeHblle aCCouMMpoBaH C Habopom
Beca. (A. lWWHanaep)

{1 NpaBUNbHO NOHANA, YTO TeHodOoBMpP ycunueaeT aericteue DTG?

+ MNa3HavanbHO KoMnaHus Gilead nnaHuMpoBsana, 6narogaps NoBbILEHHOW KOHLeHTpauum TAF
B KNeTKaX, NONy4nTb 60/1ee BbICOKUN KIMHUYECKN 3HAUMMbI 9ddeKT. Ho nccnenoBaHms
3Ty TEOPUIO HMKaK He noaTeepannun. (3. Xmnn)

« B naHHOM cnyyae MOXHO [06aBu1Tb, UTo TAF yCUNMBaeT He AenCTBMe NpenapaTos, a
NMWb NnobouHble adpdekxThl. (A. LLHanaep)
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YTo nenatb ¢ HU3KOM MHPOPMUPOBAHHOCTBIO CaMUX Bpayei 06 N3SMeHeHUAX U TeHAeHUNAX
B nedyeHnn? W, K coxxaneHuio, ynaslimM (No oLLyLLeHMSAM) YPOBHEM KOMMNETEHTHOCTU
cneunanucTos. MauneHTCK1e onpochl E€MOHCTPUPYIOT CTOMKYIO FOTOBHOCTb NEepexoanTb
Ha ONTUMU3NPOBAHHbIE CXEMbI JIEYEHUA, M 3a4acTyIo NaLMeHTbl CTa/IKMBaTCA C
caboTaXXeM Co CTOPOHbI Bpauen, 0TKasaMu U 0TroBapMBaHUEM.

« Bpauen Hy>HO bosiblue MHGOPMMPOBATDL: MOKa3blBaTb, KakMe CYLECTBYHOT npenapaThl U
KaK OHM MOTYT MOBMMATb Ha MX OOCTYMNHOCTb. PaboTaTb C BpadYaMu, KOTopble 601et0T
cBoen npodeccren. Bpay MoxkeT 0603Ha4aTb NpobaemMy ¢ AOCTYMNHOCTbIO
APB-npenapaToB Takxe, Kak 3TO aenaeT coobLecTBO OAEN, XMBYLIMX C BAY.
MoTpebHOCTN HEOHXOAMMO GUKCMPOBATb, FOBOPUTL O HMX, MUCaTb 3asSBIEHNS, YTOObI K
Ha4yanbCTBO U TE, KTO COCTaBMAET 3as8BKY Ha npenapaTbl B CMO-ueHTpe, NoHManm
peanbHyt NOTPeBHOCTb B lekapcTBaX. KOHEUHO, Xo4eTcH, YTobbl Bpaym 6onblue
BOBJ/IEKA/ICb B MPOLIECC PACLUMPEHMS OOCTYNa K NIEYEHUIO U AEeNCTBOBaNM cooblla C
coobuwecTBoM noaen, xumeyumx ¢ BUY. (E. CTenaHoBsa)

HeT N1 Kakoro-To aTUYECKOro KOHGIMKTa B MICNONb30BaHUM KOBUAHOM «NaHUKNY» ANg
yBenuyeHusa noctynHoctn BUY-npenapaToB? MNoka BbIrNSanT, YTO LLEHOBas MOHOMNONNSA —
9TO CUJbHbIM MHCTPYMEHT BO3AeNCTBUA Ha papMKOMMNAHUN.

« 3T0 pa3Hble TeMbl. KoBua youn bonee MMAAMoOHa YenoBek, 1 anuaemms BY npmBoauT K
MUANVMOHY CMepTewr Kaxxabl rod BO BCEM MUpe. Mbl MO Bbl BOCMO/Ib30BaTbhCH YPOKaMM
6opbbbl ¢ anmnaemmen BY ong paclwumpenmns gocTyna K npenapaTtaMm v BakLyHaMm oT
KOpOHaBmpyca. HanpmMep, UCMo/b30BaTb MAacCOBOE MNMPOU3BOACTBO reHEPUUYECKMX
BaKLMH BO BCEM MUPE, NMPUMEHUTb MPUHYOUTENBbHOE NNMLEH3MPOBaAHME. 4 HEMHOIO
pPa304apoBaH TEM, UYTO Mbl HE KUCMOb30BaaN 3TOT ONbIT. (3. Xmunn)
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Mcxoas ns BO3MOXXKHOM MMHUMaNbHOM CTOMMOCTU panTerpaBsupa, bukterpaBsmpmu m
anBuUTerpaBsunpa - CTOUT N obumBaTbCa 4OCTYNa K reHepuyecknum ¢opmam aTux
npenapaTtoB?

- Ecnu yecTHO, 9 Tak He AyMato. Y bukTerpasmpa HeJoCTaTOYHO JaHHbIX MO
MCMONb30BaHMIO BO BpeMsa 6epeMeHHOCTM 1 N0 IeKapCTBEHHbIM B3aUMOLENCTBUAM. Y
BN1BUTErpaBrpa MHOMO IeKapCTBEHHbIX B3aMMOAENCTBIM, panTerpasmp Heob6xoamMmMo
NPUHMMaTb [Ba pa3a B [leHb — 3TO OYeHb BbICOKas J03MPOBKa, 1 OH Bcerpa dyaeT
OOPOTMM B NPOWN3BOACTBE. [103TOMY, C TOUKM 3PEHUS KITMHUYECKMX U LIEHOBbIX
nokasaTenemn, Hanbonee NPUeMNeMo BbirNaauT gonyterpasup. (3. Xunn)

A uTo no noBoay KaboTerpaBupa?

+ 3T0 KaK B necHe «0Tenb KanndopHUA» - Bbl MOYKETE BOWTU B H0O0OE BPEMS, HO BbINTU He
cMmoxeTe. Y kaboTerpasumpa A0Aruin nepuo nonyBbiBEOEHUS U3 OpraHn3ma,
CPaBHUTENbHO HEBbICOKMIN Bapbep K Pe3NCTEHTHOCTK. B LIeIOM, OH He JeMOHCTPUpPYeT
0COBbIX KTMHUYECKNX MPENMYLLECTB B CPaBHEHWM C APYrMMM NpenapaTamM aToro Knacca,
MO3TOMY S He BMXXY 0COD0ro byayLero ans aton onumu. (3. Xunn)

- [la, Ha caMoM Jiene y kaboTerpaBmpa AONrMii Nepuro BoiBedeHns U3 opraHmama. B
YaCTHOCTW, Y KEHLLMH OH MOXET COAEPaTbCH B TKaHAX 00 12 MecsL,eB nocie OKOHYaHMs
npuema. (A. WHanoep)

A KaK NUYHO OH [3. Xmunn] oTHocKTCA K nocnegHUM U3MEHEHMSAM CO CHATUEM MaTEHTHOM
3alMTbl, HACKOJIbKO 3TO pasbanaHcupyeT PbIHOK NpenapaToB?

+ KpynHenuwmne koMnaHnu, Takme Kak Pfizer, Moderna, AstraZeneca - nonyuynnm KpynHoe
bUHaAHCUMpPOBaHME OT rocydapcTBa, KpyrnHble Npea3akasbl, TO eCTb BaKLMHbI 6blnu
BbIKYTJIEHbI 3apaHee. [109TOMY ONd KOMMaHUW 9 He BMXKY HMKAKOro pucka. 1o cyTu, oHu
MCMNONb30BaAV faXe He CBOM CPeLCTBa Ha MCCNeL0BaHMS, 3a4eM UCMOb30BaTb 3aLmTy
NHTENNEKTYalbHOM COBCTBEHHOCTU. M BEPHEMCS K BOMPOCY O TOM, NOYeEMY
NPaBMTEbCTBO NO3BONSET KOMMAHWAM M3beraTb OMnaThl HANOIOB, @ 3TO MMraHTCKMe
CyMMbl 0K0N0 54 Mapa gonnapos CLUA. Y npaBnTeNbCcTBa AO/HKHO ObITb TAaKOe OTHOLLEHME,
YTO ec/IM Mbl NO3BOSISEM BaM [papMKoMMNaHmMaM] n3beraTb Hanoros, To NoyYemMy 6bl BaM He
MO3BONMNTb MAacCOBOE MPOW3BOACTBO BaKUMH. (3. Xmunn)
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A peanbHaa ce6ecToMMOCTb NPOMU3BOACTBA NPMMEPHO NOHATHA MW 3TO KOMMepuecKas
TallHa npou3BoanTens?

- EcTb cneumanbHas TEXHONOMMS, MO KOTOPOW PacCUNTbIBAETCS YCIOBHAA MUHMMa bHas
cebecToMMOCTb + NPKrObIb MPOM3BOAMTENS U B pe3y/ibTaTe NonyYyaeTcs CTOMMOCTb
reHepuyeckoro npenapaTta ¢ y4eToM MaclTaboB NocTaBokK. [prMepHO MOry ckasaTb, UTo
LieHa gonyTerpasypa nosyyaeTcs okoso S25 3a rogoBon Kypc. ECTb onbiT B chepe
renatuta C, roe aTa popMyna pacyeTa CTOMMOCTM NpenapaToB COBEPLIEHHO cebs
onpaspgana. (C. lonoBuH)

Mbl MHOTO o6cy>K,u,anM TeéMy CTOUMOCTU MHFM6MTODOB MHTEerpasbl C TOYKUN 3peHnNAd
rocygapcTsa. B KakoM ananasoHe ueH CTOUT B CpeHEM CXeMa C VIHI'M6I/ITOpaMVI, ecnu
yeJsioBeEK NOoKynaeT ee CaMOoCTOSITENbHO?

« CxeMa, KOTOpYHO 9 Ha3blBato CPefHewN, C TOUKM 3peHmns BanaHca, LleHa = Ka4eCTBO
(DTG/3TC + TeHOodOBUP UK 6e3 Hero) cTouT okono 10 Thicay pybnein. KoOMOMHMPOBaHHbIE
npenapaThl, TakMe Kak «bukTapBm», «3cceHTpec» y Hac ManoaocTynHsl. (E. CTtenaHoBa)

Ay Konner B opyrux cTpaHax ecTb CTpaxoBble KOMMNaHMK, KOTopble paboTaloT C
3acTpaxoBaHHbIMU NauMeHTaMu, XXmneywmmm ¢ BUY? CKosbko NpMMEPHO MOXXET CTOUTb
noanc oobpoBoOSIbHOrO MEAULMHCKOI0 CTPaXxoBaHUA M HAaCKOJIbKO YaCTHbIM KNIMHUKaM
ynobHo paboTaTb C NoIMCaMu CTPaxoBaHUA?

- CoBceM HefaBHO MexayHapoaHasa opraHmsaums Tpyaa (ILO) npeacTtasnana AaHHbIe no
MCCNENOoBaHVAM U MO TOMY, KaK MOXHO yHeanTb rocyapcTBO BKOUYaTb 60/bLIe
BOMPOCOB fleueHnd B CTpaxoBaHuMe. ECTb CTpaHbl, B KOTOPbIX Takas npaxkTuka ecTb. (E.
BoBk) (JleHa obellana npucnaTtbh MHK Ha 3Ty MHOOPMaLMIO)
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Bce npocTo, ecnun y uenoseka guarHoctupyetcsa BUY-nHdpekumsa, To B 99% cnyyaes, nonmc
YaCTHOro cTpaxoBaHMsA aHHynupyeTcs. Kak 6biTb B 9TOM cny4dae?

+ Y MeHs eCTb NauUMeHTbI, KOTOPblE MPOCTO MEHSANN KIMHUKY. ECNn y HMX Bbina xopowwas
IMC 1 yoaBanocb He 3aCBETUTLCSA B KaKMX-TO 00WMX Ba3ax, OHWU MEHSANN KIIMHUKY Ha TY,
B KOTOPOM 06 MX AnarHose He 3Haau, HO NPOAO/HKANM CKpbiBaTb AMarHos BY. Takxke
3Hal0, YTO ECTb HEKOTOPbIE KOMMaHMK, ONYyCKatolWMe BOSMOXHOCTb Bblgaul CTPaxX0BKM
NOOSM, XXMBYLWMM C BY. HO He 3Hat0 TOYHO, Kakme. 3TO BaXKHbI BOMPOC, KOTOPbLIN
TpebyeT naydenus. (E. CTenaHosa)

Kakyto ponto 6tomxeTta BO3 cocTaBnsaoT B3HOCH papMkoMnaHuin? (EneHa obewana
LAOMNOSTHUTb OTBET)

« [pAMbIX BNOXEHWM 0T dapMKoMMNaHui He noapa3ymMesaeTcs. Ho B BO3 ecTb
NponMcaHHble NpoLenypbl M YCNOBMS COTPYAHMYECTBA C YaCTHbIM CEeKTOPOM Mo
onpeneneHHbIM nporpamMmam. (E. Bosk)
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AOunckyccud

Kak PaClWLNpPUTb A0OCTYN K MHFVI6VITOpaM VIHTera3bI?

[Ins pacwmpeHmna 0ocTyna K IeYeHN0 MHIIMbUTopaMn MHTerpasbl, Mpexxae BCero,
Heobxo0aMMO CHMXKEHME LIEH Ha NpenapaTbl. BO3MOXHbIM MHCTPYMEHTOM AN AOCTUXKEHWS
STOM LESIN MOXKET BbITb MPUHYOAUTENIbHOE JIMUEH3MPOBaHME - METO[, KOTOPbIM Ha NMPaKTUKe
ncnonblyetcs penko. OgHaKko, B CUTYyaLMM C HEKOTOPbIMK cTpaHaMm EA3C — 3T0, BO3MOXKHO,
eOMHCTBEHHbIM U Hanbonee peanbHbl LWaHC. ANbTEPHATUBOW MOXKET MOCY>KUTb
yBenumueHue broaxxeTa, BblaensemMoro Ha nedveHme BMY, B 1,5 - 2 pasa. Takxke, ang
NPOM3BOOMNTENEN FEHEPUYECKMX NMPenapaToB AOMNONHUTENbHbIM CTUMYIOM MOXET OblTb
paclIMpeHre MeXaHM3MOB KOHTPOJIS Ka4eCcTBa NpenapaTos, NoOMKMO npexkBanmorkaumm BO3
n FDA.

OOHaKo CTOUT y4MTbIBaATb, YTO MCMOb30BaHME NPUHYANTENBHOMO JIMLEH3MPOBAHNS MOXXET
BbI3BaTb PS4 COXHOCTEN. 3TO NOPTUT OTHOLWEHMS C dapMaLEeBTUYECKOM KOMMNaHMeN.
MO3TOMY Ba)XHO OLEHMBATb PUCKM, KOTOPbIE MOTMYT BOSHUKHYTb B OTHOLIEHWUW APYrMX
npenapaToB, KOTOPble BXOAAT B NOPTHONO KOMMAHMK B C/lydae, eC/IM OHa PEeLnT COBCEM
YMUTU 13 CTpaHbl. Hanbonee onTMMasnbHbIM NOAX04 COYETaeT B cebe pasnnuHble
MHCTPYMEHTbI. [119 3TOro naumMeHTCKMe opraHmsaumm OO/MHKHbI aKTUBHO y4aCcTBOBAaTb BO BCEX
KJTIOYEBBIX 3Tanax nnaHMpoBaHMS 3aKynokK, LleHo0bpa3oBaHMs, COCTaB/IEHUS HOMEHKIATYP,
HapaBHe C ApYyr1MK CTOPOHaMK npouecca. besycnoBHo, HE0H6XOAMMO CMOTPETb Ha Ha/lMuKe
WA OTCYTCTBME NaTeHTa U INLEH3UN. N UCcXxoas N3 cuTyaumm, nmbo paboTaTb HANPAMYIO C
dbapMKOMNaHMAMK, B0 ¢ MaTeHTHbIM MYyNOM 1 APYTMKW OpraHn3aumaMu.

Ba)xHO, YTO Ha YpPOBHE pernoHa, 1 Ha ypoBHe CTpaH BeAyTCH perynspHble neperoBopHble
Npouecchl C opmucamy papMaLlEBTUYECKMX KOMMaHUM MO BOMPOCY CHMXXEHUS LIEH.
MpuncyTCTBYET NOCTOSHHAA oduLManbHasa nepenncka. Ho ona 6onblwen ctabunbHOCTU K
BblXO4a Ha HOBbIM YPOBeEHb AManora, HeobxoaAnMOo yBenyYeHne O/IM roCYyAapCTBEHHOMO
dUMHaAHCMpPOBaHKMS Ha NPodUNaKkTrKy 1 6opbby ¢ BY BO Bcex cTpaHax pernoHa.

MauneHTCKOe COOBLLECTBO TaKXe MOXET BJINATb Ha LIEHOBYO MOJIMTUKY, MCMNOb3YS
BO3MOXHOCTM BO3. HanpumMmep, yyacTBoBaTb B [106anbHOM rpynne no paspadboTke
pekoMeHaumm, npmenekaTb BO3 ong HanMcaHusa NpoTOKO/IOB Ha YPOBHE CTpaH U pernoHa,
obpallaTb BHUMaHME Ha NpobeMbl MOCPEACTBOM OTKPbITbIX MMceM K BO3, KoTopble
OTKPbIBAOT BOSMOXXHOCTW O/19 AManiora Ha YpOBHE roCy4apCTBEHHbIX CTPYKTYP.
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AOunckyccud

FapMOHM3aLMS 1 06LLMIM NOOX04 K NaHMPOBaHMIO 3aKynok APB-npenapaTos,
npoucxoadaumx yepes areHtctea OOH, ¢ nocnenytoLen CBEPKOM B COOTBETCTBME C
pekoMeHaaumsamm BO3 Mornm 6bl 3HAYMTENBHO YAYULIMTb AOCTYN B TEX CTPaHax pernoHa, rae
9TOT Npouecc NpmMeHsaeTcs. TakKe camMo yyacTume permoHanbHoro opmca BO3 B yactu
bOPMMPOBaHMS 3aKYMNOK, MOHUTOPWMHIa KayeCcTBa MPOBOAMMbBIX MCCNEA0BAHNIN MOXET
YAYYlWnTb CcUTYaumio. B Lenom, Heobxoammo 60osblie Npo3padHOCTM B 3aKyrnKkax. He Bce
NOAXOAbl 0AMHAKOBO 3PdEKTMBHDI 4719 BCEX CTpaH. HanpmuMmep, B TaKoW BOMbLIOM CTPaHe, Kak
Poccus, He cpaboTaeT noaxond, KOTOpbI onpaBaan cebs B MafieHbKOW CTPaHe.

KOHeuHO, BaykHYt0 pPOJib B PaclUMpPeHun OCTyNa K IeYeHUIO UrpaoT U MeauLnMHCKMe
CMeLmnanncTbl, Bpauun, C KOTOPbIMM TakxXKe cnedyeT NpoBOAMTb paboTy. Hanpumep,
npurnawaTb Ha MePONPUATUS MO 3HAKOMCTBY C MeXXAYHapO4HbIMU CTaHAaPTaMM NIeUeHns U
06MeHy OMbITOM Ha YPOBHE pPaBHbIN-PaBHOMY Cpean Bpadel, paboTatoLmMx B CXOXMX
ycnosusx. Begb nogaepykka HE06X0AMMa He TOJIbKO MaLMeHTCKOMY COOOLLECTBY, HO U
crneumanmcTam.

HacKonbKo caMu naumeHTbl XOTAT JIie4UTbCH VIHI'VI6I/ITOpaMI/I I/IHTeI'paBbI'.7

Y nauMeHToB, Kak 1y Bpayer HeT O0MbLLOro Beibopa B TOM, KaKyto Tepanumio NpMHMMaTb N
Ha3Ha4yaTb NPexXKae BCero M3 aKOHOMUUYECKNX COODbpaXKeHn. Ha cerofHsaWHMN OeHb
OonyTerpaBup aBnseTcs Hambonee 4OCTYMNHbIM M NpueMneMbolM NpenapatoM. OcTanbHbIe
NHIMOUTOPbI B OONbLIMHCTBE CBOEM HEAOCTYMNHbI M3-3a BbICOKOW CTOMMOCTW. [IN9a Tex, KoMy
He NOAOLNM MHIMBUTOPbI MHTErpasbl, a ANg NOKYMNKM 4OPOrMX NpenapaToB HeT
BO3MOYXHOCTW, XOPOLLEN anbTepHaTUBOW MOXXET BblTb HEBMPAMMH C NaMUBYONHOM.
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CnncoK TEpPMUHOB U COKpaLLeHnM,
MCnonb3yeMbiX B Ny6nmnkKaumm

APBT- aHTvpeTpoBMpYyCcHasa Tepanus

BO3 - BceMupHada opraHmsaums 30paBooxpaHeHns

VIMT - nHaoexkc Macchl Tena

HWOT - HyKNeoTUaHbIN MHIIMBUTOP 0bpaTHOM TPaHCKPMNTasbl
HHWNOT- HeHYKNeo3naHbIM MHIMBUTOPa 06paTHOM TPaHCKPUNTa3bl
KT - >Kenyoo4yHo-KMLWEeUHbIV TPaKT

NI - MHrMbKTOp NpoTeassbl

YKHBJIM - »XM3HEeHHO HeObXoAMMble U BaXHeWLLME NeKapCTBEHHbIE npenapaThbl
N - MHIMBUTOP MHTErpasbl

IMC - nobpoBobHOE MEAMLIMHCKOE CTpaxoBaHue

OMC - 0693aTeNlbHOe MeAMLIMHCKOe CTpaxoBaHme

EA3C - EBpasnimncKmim SKOHOMUYECKMI COKO3

ABC - abakaBup

BIC - 6ukTerpasump

CAB - kaboTerpasup

DRV - napyHasup

DTG - ponyTerpasup

EACS - EBponenckoe KnnHmndeckoe obuwectso no Crdy

EFV - adaBupeHs

EVG - anBuTerpasup

FTC - amMTpuumTabuH

LPV/r - nonnHasmp

RAL - panTerpasump

TAF - TeHodoOBMpP anadpeHamMma

TDF - TeHo®OBMpP OAM30MPOKCUT dyMapaT

TLE - adpaBmpeHs

3TC - nammByamH
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[TpunoxxeHue 1

[MporpamMma MeponpuUuaTuda



NporpaMmma MeponpuaTud

1-bIn geHb - 18 Maa 2021 roa (BTOPHUK, BpeMs MOCKOBCKOE€)

2-

13:00 - 13:10 MpuBeTcTBEHHOE CNoBO OT opraHn3daTopoBs (ITPCru u Lifedme+)

13.10 - 14.00 0630p NocnegHMX AOKNAA0B, MOCBALWEHHbIX MHIMBUTOPAM MHTErpasbl, C Hay4YHbIX KOHbEepeHLUN.
(Anekc LLIHatddep, npe3udeHT Lifedme.plus no 6opbbe co Clivom, renatutom C u Ty6epKyne3om)

14.00 - 14.30 0630p pekoMeHaaLmMin EBponenckoro KnnHmMuyeckoro obuiectsa no CMNAy (EACS) B oTHoWweHUN
MCMNOSIb30BaHMA NHITMBUTOPOB MHTerpassbl. ([asen XamkuH, 4.M.H., MUHGEKLUMOHUCT, EBponeickoe  KAMHWUYECKoe
obuwecTso no Crfy)

14:30 - 14:45 TlepepbiB

14:45 - 15:15 PekoMeHaaumu BcemmnpHol opraHusaumm sapasooxpaHeHusa (BO3) B 0THOLWEHUM UHIMBUTOPOB
uHTerpasbl. Mosuumsa BO3 no gonyTterpasupy 1 bukTerpasmpy. (EneHa Bosk, cneumanmcT NporpamMmbl Mo KOHTPOO
3a BNY, TB 1 BUpyCcHbIMUK renaTmuTamm, EBponeickoe pernmoHansHoe 6iopo BO3)

15:15 - 15:45 0630p pekoMeHaaumn cTpaH BocTouHom EBponbl 1 LieHTpanbHoM A3nn B OTHOLWEHUU MHTMBUTOPOB
UHTerpassl. (309 3amuxoBcKas, cTaplwud cneyuanuct otoena aosoxkauuu, 100% XN3HN)

15:45 - 16:15 KnuHnuyeckue nepcrnekTuBbl MICNONb30BaHMNSA MHTMBUTOPOB MHTErpasbl MPONOHIMPOBAHHOIO
nencTeua B pernoHe BELA. (HaTanma BnagumumposHa Cr30Ba, 4.M.H., MUHPeKUMoHUCT, CIM6 TBY3 LieHTp no
npodunakTrke n 6opbdbe co CMNI 1 NHGEKLMOHHBIMKU 3a60N1eBaHNAMM)

oM AeHb — 25 Mmagda 2021 rop, (BTOpHUK, BpeMsI MOCKOBCKoOe€)

13:00 - 13:30 MnHMManbHasg CTOMMOCTb NMPOU3BOACTBA UHIMBUTOPOB MHTErpasbl (SHAPIO X1nn, aKkcnepT no
dapmakonorum, YHnBepcuTeT JinBepnynsa B BenukobputaHum. Cepren ToN0BMH, pyKOBOAUTENb OTAENA
NHTeNNeKTyanbHOM CO6CTBEHHOCTM M OCTYMHOCTM NekapcTs, Koanmums no roToBHOCTM K NleYeHuio)

13:30 - 14:00 0630p LEHOBbIX, MATEHTHbIX N NTMLEH3NOHHbIX aCNEKTOB AOCTYyMa K UHrIMbUTopaM MHTerpasbl B
cTpaHax BELA (Ceprelt [0110BUH, pyKOBOAUTENb OTAEA UHTENEKTYalbHOM COBCTBEHHOCTWN M JOCTYNHOCTH
nekapcTs, Koanuumsa rno roToBHOCTU K TIEYEHMIO)

14:00 - 14:30 0630p PapMaKO3IKOHOMUYECKMX aCNEKTOB UCMOIb30BaHUN MHIMOUTOPOB MHTErpasbl: MaChl U
MWHYCbI Nepexoda Ha MHIMBUTopbI MHTerpasbl ¢ HHUOT (cTonMocTb/Bbiroaa). (HoKnagumK yTouHaeTcs)

14:30 - 14:45 [llepepbiB
14:45 - 16:15 NHrnbumTopbl MHTerpassl B pernoHe BELLA, 6apbepbl M nepcnekTUBbl - ANCKYCCUS MO YNYyYLIEeHUIo

pocTtynau bonee LUNPOKOMY NMPUMEHEHUIO VIHI'VI6MTODOB nHTErpasbl. (yqaCTHl/IKI/I OVNCKYCCUW: NauneHTbl, akTUBUCTHI,
KJMHULMCTbI, SKOHOMUCTbI, FOCCAYXallme, npeactasnteny BO3 1 dapMaueBTUYECKMX KOMI'IaHl/Im
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[MpnnoxxeHume 2

MHrmébuTopbl MHTErpas3bl rnasamum
coobLllecTBa

A. LUHanpep



O630p NnocnegHUX OOKNaAo0B, MOCBALLEHHbIX
MHIrIM6MTOpPaM UHTErpasbl, C HAYYHbIX

KOHdepeHLUnn

Anekc lllHanaep, npe3ngeHT Life4me.plus no 6opbbe co ClriAdom, renatntom C n TybepKyne3om

18 n 25 maq 2021, oHnamH meponpuatme ITPCru un Life4me+




MHrmébumnTopbl MHTErpasbl

panterpasmup 1-0e nokonexHue S1BUTETPaBUP
2007 2. 2012 a.
JonyTterpasmp OUKTErpaBup KaboTerpasup
2013 a. 2018 a. 2020-21 .

2-0€ MOKOJIeHue



MHrimébuTopbl MHTErpasbl

* bepeMeHHOCTb
 JleT 1 NoApOCTKMH
» Habop Mmacchl

* Pe3nCTEeHTHOCTb

* Pexum npuema 4/7

*  MHBEKUMM NPOJIOHIMPOBAHHOIO AEUCTBMSA



MHIriMéutopbl MHTErpasbl Npy 6epeMeHHOCTHU

UccnepoBaHue Tsepamo u3 boTcBaHbl

596 6epeMeHHbIX KEHLUUH, NPUHUMAIOLMX AONYyTErpaBUp
8 KJIMHUK

4 cnyyaa aedeKrta HepBHOM TPY6BKM naoaa

3a6onesaemocmsb = 0,67% no cpasHeHuto ¢ 0,12% 6e3 dosiymezpasupa

119°033 popos c asrycta 2014 no anpenb 2019 r.
1’684 6epeMeHHbIX XEHLIMH, NPUHUMAIOLLMX A0SyTEerpaBmp B Nepuoj 3a4aTms
22 KNUHUKMU

5 cnyyaeB gedeKkTa HEPBHOM TPYOKM nioja

3a6onesaemocmsb = 0,3% no cpasHeHuto ¢ 0,1% 6e3 doaymezpasupa
3 cayyaa Ha 1’000 podos npomus 1 cayydaa Ha 1’000 podos



MHIriMéutopbl MHTErpasbl Npy 6epeMeHHOCTHU

NccnepoBaHuMe 2010

OueHKa 3(pHEKTMBHOCTM U 6E30MACHOCTM CXEM AaHTUPETPOBUPYCHOM Tepanmu,
coZeprKawmx gonyrterpasmp, u agasmpeHy, y BUY-1-uHPUUMPOBaAHHBIX 6EpEMEHHbIX
¥EHLHMH N UX MNTaJEHLEB



NccnegoBaHUe 2010

Ha4ano mepanuu: mex0y BMopbIM U MpembemM mpumMecmpom, 8 CpedHem Ha 22 Hedene 6epemMeHHoCmU

Bo3pacm: 26.6 nem, CA4: 466 kn/mkn, BH: 903 kKonuli/ mn



NccnegoBaHUe 2010



NccnegoBaHUe

He6naronpuatHble

ucxopbl,%

2010

EVF/FTC/TDF
(211)

Jlto601 He6naronpmATHbINU
MCXo[,

[peXxaeBpeMeHHble poabl
MepTBOpOXKAEHME

HeoHaTanbHaA
CMEPTHOCTb

DTG+ DTG+
FTC/TAF FTC/TDF
(217) (215)
24.1 32.9
5.8 9.4
3.7 5.2
1.0 1.5

32.7

12.1
1.9

4.8

CpeaHAaa npubaBKa B 0.378 0.319 0.291
Bece 3a Hejeso, Kr

MnageHubl <14 gHeun
AnarHocTmposaHbl ¢ BUY

Life4dme+
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MHIriMéutopbl MHTErpasbl Npy 6epeMeHHOCTHU

NccnepoBaHuMe 2010

« [lopgaBneHne BUPYCHOM Harpyskm BMUY 6b110 0AMHAKOBO BbICOKMM B rpynnax ¢ DTG
Mo cpaBHeEHMIO ¢ rpynnomn EFV

« bosblie )eHWuH npekpatlanm EFV 13-3a BMpyconormyeckom Heyaaum

« (CTeneHb HEGNAronpUATHLIX MCXOA0B Gblla OAMHAKOBA cpeaun rpynn

« Habop macchbl Tena 6611 MeHblle B rpynne ¢ EFV

CxeMbl Ha ocHoBe ¢ DTG He MeHee 3(p(PeKTM1BHbI, @ B HEKOTOPbIX Cay4vaax
npeAanovYTUTEIbHbl, CXeMaM Ha ocHoBe EFV



MHIriMéutopbl MHTErpasbl Npy 6epeMeHHOCTHU

NccnepoBaHuMe

OTKpbITOE MHOIOLEHTPOBOE PaHAOMMU3NMPOBAHHOE KOHTPO/IMPYEMOE UCC/IeIoBaHME MO
oueHKe 3ddeKTnuBHOCTM aonyTerpasupa (DTG) no cpaBHEHUIO CO CXEMaMM Ha OCHOBE
3¢baBUPEH3a Y KEHLIMH, HauYMHawLWMX APT Ha NO3AHUX CPOKAX 6EPEMEHHOCTM.



NccnegoBaHUe

Aonyterpasmp + 2 HNOTa JdasupeHs + 2 HAOTa
125 »XeHWwmH 125 »XeHWwmH

Ha4yano mepanuu: mpemul mpumecmp
CA4: 449 kn/MKn, BH: 31°623 konuli/ mn

PuHanbHbIE pe3ynbTaThl 72 Heaenun nocse poaos

4.14 Hepenb BH<50 konmm/mn 12.14 Hepenb
3 (2.4%) TepaneBTMYECKME HEyaauM 8 (6.4%)

HexkenatenbHble peakummn

3 (2.2%) y Matepeu 5 (3.8%)
0 y MNageHueB 0
3 nepepaun BNY 1 nocnepogoBas

B yTpo6e maTepu nepegada BUY



MHIriMéutopbl MHTErpasbl Npy 6epeMeHHOCTHU

NccnepoBaHuMe

« (O6e Tepanuun 6e30omnacHbl U XOPOLLUO NepeHOCHUMbI

« Pexmnm Ha ocHoBe DTG o6/1aZ1a/1 NPeBOCX0A4HOM BMPYCOJIOrMYECKOMU
3P PEKTUBHOCTbIO, KOTOPAA COXpaHAMACb Ha NPOTAXEHUM BCEro nepuoja
rPYAHOro BCKapMJ/IMBaHMA.

« Jletckaa BNY-nHpeKuma B rpynne aaBUpeH3a nog4yepKknBaeT BO3MOXKHOCTb
nepeAaayv Bo BpeMA rpyaHoOro BCKapM/IMBaHUA Y KEHLMH, HECMOTPA Ha
[JOKa3aTe/IbCTBa BMPYCOJ/IOrMYECKOro nogaB/ieEHUA.



MHrmbumnTopbl MHTErpasbl: AeTU U NMOOPOCTKM

UccnepoBaHue

MexayHapoHOe MHOIMOLEHTPOBOE pPaHOMM3UPOBAHHOE MCCel0BaHME HE MeHbLLEN 3(PHEKTMBHOCTH, B
KOTOpoM cpaBHuBatoT gonyterpasmp (DTG) + 2 HAOT no cpaBHEHMIO CO CTaHAAPTOM JIEYEHMSA Y AETEW,
HauyMHaowmx APT nepsoro nam BTOporo psaa.



UccnepoBaHue

>
Macca Tena z14kr 3Tkr DTG npeB3oLien cTaHAapTHYO Tepanuio B OTHOLEHWM
c . 2.9 BUPYCONIOrMYECKMX/ KIMHUYECKMX Heyaad Ha 96 Heaene
PEAHNM BO3pACT £ et BO BCEW MUCCNeyEMOM MONYIALUM.
Mon 51% (MY*KCKOM)
CraHpapTHaAa Tepanua:
Tepanua Ha oCcHoBe 1-4 IMHUA Ha OCHOBe 3(aBMpeH3a
AosyTerpaesmpa 2-a N"MHUA Ha OCHOBE
UHrMOUTOPOB NpoTeasbl
Kon-Bo y4acTHMKOB 350 357
TepaneBTUYECKME HEeYyAAuU 48 (14%) 75 (22%)
CMepTHOCTb/ K/IMHNYECKHue
OC/NIOXKHEHUA/ cepbe3Hble NO6OYHbIe HeT pasHuLbl
peakumm

Moandrkauma cxem nevyeHua B
pe3ysibTaTe No60oYHbIX 3PPEKTOB

13 (4%) 32 (9%)
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MHrméutopbl MHTErpasbl U NpnbaBKa B Bece

UccnepoBaHmne ADVANCE

OTKpbITOE pPaHAOMM3NPOBAHHOE MCC/Ie/IOBAHNE HE MEHbLLEN 3(DDEKTUBHOCTU 3-eU
dasbl 4N18 oUEeHKU 3PPEKTUBHOCTM M Be3onacHOCTHU aoayTterpasmpa (DTG),
BBOAMMOI0O B cOYeTaHUM C TeHopoBUpPOM anadeHammnaom (TAF) n aMTpuumtabmHoOM
(FTC) no cpaBHeHuto ¢ gonyterpasmpom (DTG), BBOAUMBIM B COMETAHUMU C
TeHodoBMPOM Am3onpoKcuaom (TDF) u amtprumtadbmHom (FTC), 1 no cpaBHEHMUIO C
3¢aBmpeH3oM (EFV), BBOAMMBIM B KOMOUHALMM C TEHO(DOBUPOM AN30MNPOKCHUIOM
(TDF) v amTprumutabuHom (FTC) B TedeHune 96 Heagenb y naumeHTos ¢ BUY-1,
HauyMHawLWmx APT nepBon UHMM.



MHrméutopbl MHTErpasbl U NpnbaBKa B Bece

43%



MHrméutopbl MHTErpasbl U NpnbaBKa B Bece

57%



MHrméutopbl MHTErpasbl U NpnbaBKa B Bece



MHrméutopbl MHTErpasbl U NpnbaBKa B Bece

NccnepoBaHmMe KOropThbli

CotpyaHmyectBo CeBepoamepmKaHCcKoM KoropTbl no CMN /Ay
B 06/1aCTU MccneaoBaHUU M pa3paboToK



NccnepoBaHmMe KOropThbl

YBenuyeHue Beca nocne Havasna APT (BblbopKa = 21 867 4yenoBeK)

DTG AonyTerasmp

O

(]

2 RAL panterpasmp

2 AT MHIMOUTOPbLI NpOoTeasbl

QT

oz

§ HHAUOT HeHykneo3ugHble UHIMOUTOPDI
g 06paTHOM TpaHCKpUNTa3bl

o

c

2019

roga
C Ha4vana APT
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MHrméutopbl MHTErpasbl U NpnbaBKa B Bece

NccnepoBaHMe KOropThl DON[) bt com oo

of Infectious Diseases

NccnepoBaHne MexayHapOAHOro KOropTHOro KOHCOpUMyMa MHPEKLUMOHHbIX
3a6oneBaHn RESPOND, nocBsileHHOE MCMNO0J1b30BaHUIO aHTUPETPOBUPYCHBIX U APYTrUX
COOTBETCTBYHOLUMX JIEKAPCTB U JOJATOCPOYHbIM KIMHUYECKMM pe3y/ibTaTaM Y
NaUMEeHTOB, XuUBYLWKUX C BUY. ITO COTpyAHUYECTBO MeX Ay UccnieoBaTeIaMA U3
KJIMHMK 1 KoropT no Bcen EBpone, ABcTpanmm u tOxHOM AMepurKe, KOTopble FrOTOBbI
AEeNNTbCA AaHHbIMM M MCMOJIb30BaTb 06LMM FpadpmK nocaeayoLero Hab sl aeHns U
OLEHKM.

Ha aaHHbi MoMeHT RESPOND BKAatouaeT B cebs 37°853 nogen, xusywmx ¢ BUY.



of Infectious Diseases

NccnepoBaHMe KOropThbl DOND

KonndecTtBo y4yacTHMKOB KoropTbl - 14’703 4yenoBekK
ANnTenbHOCTb HabAAeHUA - 2.6 roaa
/4% YYaCTHUKOB - MYXUMHDI
75% y4aCTHUKOB - 6enasa 3THMYeCKasa NpMHaANEXHOCTb
Ha Hayano HabaaeHUA

80% y4aCTHMKOB YyrKe nonyvyanm APBT

39% y4aCTHMKOB noay4vanu UHIMOUTOPbI MHTErpasbl
7’863 yenosekK (54%) - ysenndeHue UMT Ha 7% v Bbllle

749 yenosek (5%) - yennyenme UMT Ha 30% u Bbile

International Cohort Consortium



International Cohort Consortium
of Infectious Diseases

NccnepoBaHMe KOropThbl DOND

MHoromepHsble oTHowWeHUA WaHcoB yBesmyeHna UMT Ha 7% no cpaBHeHuto ¢ UMT go APB-tepanumn

S
O
O
-

O
O

Lifedme+
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International Cohort Consortium

of Infectious Diseases

NccnepoBaHMe KOropThbl DOND

MHoromepHsble oTHowWeHUA WaHcoB yBesmyeHna UMT Ha 7% no cpaBHeHuto ¢ UMT go APB-tepanumn
Boi6opka: DTG u TAF no cpasHeHuto ¢ 3TC (namusyouH)

S o6 -

Lifedme+
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MHrméutopbl MHTErpasbl U NpnbaBKa B Bece

2’272 y4yaCTHMKa C noaaBneHHoM BH, koTopble nepeluin Ha HoByto cxemy APT ¢ MHTMBUTOPaMM MHTErpasbl

Yepes 12 mec. npubaBKa B Bece 6blia B cpegHeM 1.3 Kr:
1.5 Kr (a3nButerpasup), 0.9 Kr (bukTerpasmp), 1.2 Kr (gonyterpasup) 1 1.9 Kr (panterpasmp)

736 yyacTHMKa c noAassieHHoM BH, KoTopble nepelin Ha MHFMBUTOPbI MHTErpasbl (31BUTErpaBup,
Jonyterpasmp 1 panterpasmp), uam Ha TAF mam Ha oba npenapara.

87% cny4aeB yBenM4eHUs1 Beca 3a NepBble BOCEMb MecsiLieB 6b1/10 CBA3aHO C UHIMOUTOPOM UHTErpasbl B
CXeMe NevyeHunsa y Tex, KTo Takxe nonydyan TAF n 73% yBenmyeHus Beca 6b110 cBsizaHo ¢ TAF.



MHrméutopbl MHTErpasbl U NpnbaBKa B Bece

PUck yBeJ/IMYEHNA MACChbIl Té€Jla.

 DTG+TAF > DTG(RAL) > BIC(EVG)
e JXeHWMmHbI
e TeMHOKOoXue

« HepoBec



MHrmébuTopbl MHTErpasbl U Pe3UCTEHTHOCTb

NccnepgoBaHue NADIA

Hykneo3nabl n gapyHaesup/gonyterpasmp B Appuke

B 3TOM MccneaoBaHMM OLEEHUBAOTCS BapUaHTbl aHTUPETPOBMPYCHOM Tepanmm BTOPOro
pAaja y NnaymMeHToB, Y KOTOPbIX HE 3PP EKTUBHA Tepanma HEHYKIE€03UAHbIMU
MHIrMBUTOPaMM obpaTHoM TpaHckpunTasbl (HHNOT) 1 TeHodosmpom (TDF) B nepsoM
JIMHUU (CO 3HAYUTENIbHOU NEPEKPECTHOU pe3ncTeHTHoCcTbio K HAOT).



NccnepoBaHue NADIA

UccnheposaHue npoBepAeT ABE NMnNnoTe3bl.

1. Pexum ponyterpasupa (DTG) c¢ asyma HUOT He ycTynaeT pexmmy YCUIEHHOIO PUTOHABUPOM
AapyHasupa (DRV/r) ¢ apyma HAOT.

2. [pogomxeHue perxumuma HUOT c TeHopoBupoM M nammByamHoM (3TC) HMYeM He ycTynaet
nepexoay Ha 3naosyauH (ZDV) um 3TC. co 3Ha4yume/ibHol nepekpecmHol pezucmeHmHocmbto K HIOT

Tepanusa 1-oM IMHUK
464 y4YaCTHMKA TDF+3TC/FTC + HHUOT (MmH 6 mec)
BH>1000 Konui/mn

58.5% ycTtomumsble K TDF

90.2% BH<400 91.7%,

92% yctomnumeble K 3TC DRV/r
oy DTG (800/100)

18.4% ycToiumeble K ZDV | | 1 89.6% 92.3%4 | v

TDF+3TC ZDV+3TC TDF+3TC ZDV+3TC

y A A

| 96 Heaenb |

| MepBuYHbIM pe3ynbTaT: BH<400 Konmi/mn Yyepes 48 Heaenb |
Lifedme+ 32




MHrmbuTopbl MHTErpa3bl U PpeXXuM npuema 4/7

UccnepoBanme QUATUOR

621 y4aCTHUK

Tepanus:

HAOT TDF(TAF)/FTC 452 (72.8%)
ABC/3TC 169 (27.2%)

217 DTG, EVG, RAL 300 (48.3%)

HHUOT RPV, EFV, ETR 286 (46.1)

MM DRV, ATV, LPV 35 (5.6%)

48 n 96 Hepenb - Tepanma 4/7 He ycTynaeT no 3dPeKTMBHOCTU U Be3onacHOCTHU Tepanmu 7/7



UHrMbuntopbl MHTErpasbl MPOSIOHIMPOBAaHHOIO AeNCTBUA

UccnepoBaHune FLAIR

NccnepgoBaHue anAa oueHKM 3PPEKTUBHOCTU, 6€30NacHOCTU U NEPEHOCUMOCTU KaboTerpasmpa U puanuBUpmUHa
AJIMTENbHOI0 AEUCTBUA (BHYTPUMbILLEYHO) AJ1A NOAJAEPrKaHMA BUPYCOJIOrMYECKOM Cynpeccumn nocje nepexoja c
MHIMOUTOpPA MHTErpasbl Yy HaMBHbIX Y4aCTHMKOB Tepanum, MHPUUMPOBaHHbIX BUY-1.

UccnepoBaHne ATLAS

NccnepgoBaHue no oueHKke 3PEeKTUBHOCTHU, 6GE30MaCHOCTU U NEPEHOCMMOCTU NEPEKJIKYEHMA HA KaboTerpaBmp
AJIMTENbHOIr0 AEUCTBUA NAOC PUNMUBUPUH ANIMTENBHONO AENUCTBUA C CYLLECTBYHOLLEN CXEMDI
aHTUPETPOBMPYCHOM TEpPANMM Y B3POC/IbIX C BUPYCOIOrMYECKM NoaaBaeHHoM BUY-1-uHdeKkumen.

UccnepoBanme ATLAS 2M

MccnepoBaHue pa3paboTaHo A8 AEMOHCTPaLMM HE MEHbLLEN NMPOTMBOBMPYCHOM aKTUBHOCTU M 6€30MacHOCTH
CAB LA + RPV LA, BBoAMMBIX Kaxable 8 Heaeb, No cpaBHeHUO ¢ CAB LA + RPV LA, BBoAUMBbIMU KaxKable 4
Heaenu B TedeHue 48-HeaenbHOro nepuoga nevyeHma npmmepHo y 1020 B3pocsibix, MHPUUMPOBaHHbIX BUY-1.




MHIrMébumnTopbl MHTErpas3bl NPOJIOHI MPOBaAHHOIO
neuncTeug

UccnepoBaHna FLAIR, ATLAS, n ATLAS 2M

/loka3zaHHas 3 deKTUBHOCTb M 6e3onacHocTb CAB LA + RPV L, Kak B BUAe
pexnma 1 pas B 4 HeeNb, TaK U B BUAeE pexuma 1 pa3 B 8 HeZenb.

MHbeKkumoHHas APT (CAB LA + RPV L) aamMtenbHoro aemcteua 3cdbdeKkTMBHA M Ana aoaen ctapuwe 50 net



MHIrMébumnTopbl MHTErpas3bl NPOJIOHI MPOBaAHHOIO
neuncTeug

QK

B nccnepgosaHnm HPTN 083 oueHmnBanacb 6€3onacHOCTb U 3P EHEKTUBHOCTb KaboTerpasupa AIUTENbHOIO
NENCTBMA ANs NpodUNAKTUKK BUY y My>KUMH, NPAKTUKYIOLMX CEKC C MYKUYMHAMM, U TPAHCTEHAEPHbIX KEHLLMH.

B uccnegosaHmm yyactsoBasio 4566 4esioBek.

HPTN 084 uamepuia JEMCTBEHHOCTb MHBEKLMOHHOIO KaboTerpaBmpa Y *KEeHLLUMH, KOTOpble NoJABEpPratTcs
NOBbILWEHHOMY PUCKY 3apaxkeHusa BUM.

B nccnegosaHmm y4yactBoBasio 3223 KEeHLUMH.



MHIrMébumnTopbl MHTErpas3bl NPOJIOHI MPOBaAHHOIO
neuncTeug

QK

UccneposaHue HPTN 083 nokasaso, 4To oTHoweHue p1ckoB asa rpynn CAB no cpaBHEHMIO C
TDF/FTC coctaBnset 0,34, 4TO COOTBETCTBYET 66% CHUXKEHUIO Yyncna cnyvaes BUY-mHpeKkymm
Yy YYaCTHUKOB UccnenoBsaHus, nonyydaswmx CAB, no cpaBHeHuto ¢ TDF/FTC.

NcenepoBaHne HPTN 084 nokasano, YTO MHBbEKLMOHHbIN KaboTerpaBup AJIMTENbHOIO
AEeNCTBUSA, BBOAUMbBIN Kaxkable 8 Heaenb, Ha 89% ahdeKTUBHEE, YEM eXXeHEBHbIN
nepopanbHbIi peXXxMm AOKOHTaKTHoN npodunakTuku BUY (OKIM / PrEP) cpeam XeHLWwmH.



[TpunoXxeHune 3
INSTI U HepBHaa cuctema

1. XankumH



INSTI n HepBHaA cucrtema



DHHS Guidelines:
First-line ART in the Presence of Other Conditions

Condition!! Considerations With Recommended Regimens

= Avoid TDF; TAF may be used if CrCl > 30 mL/min

= ABC may be used if patient is HLA-B*5701 negative*

= DTG/3TC an option if HIV-1 RNA < 500,000 copies/mL, no HBV, and no resistance to
3TC

CKD (CrCl < 60 mL/min)

» ABC contraindicated’ and TAF not recommended in patients with Child-Pugh class B or
Liver disease with cirrhosis C

= BIC/FTC/TAF and DTG not recommended in patients with Child-Pugh C

= Avoid TDF; TAF associated with smaller declines in BMD than TDF
= ABC may be used if patient is HLA-B*5701 negative*

Osteoporosis = DTG/3TC an option if HIV-1 RNA < 500,000 copies/mL, no HBV, and no resistance to

S1C

= Patients starting INSTI-based regimens should be closely monitored
Psychiatric illnesses = Some ARVs are contraindicated and/or need dose modification when administered
with psychiatric medications

¥ TDF associated With Tower 1pid 1evers vs TAF

Childbearing potential, not on

) ) . DTG is an alternative rather than preferred option*
1. contraception/trying to conceive

*Do not use ABC/3TC + (EFV or ATV/RTV) if HIV-1 RNA > 100,000 copies/mL. fDose adjustment required for Child-Pugh Class A.
*DTG remains a preferred option in pregnant women irrespective of trimester.[2



http://www.clinicaloptions.com/

Mo6ouHble 3pPeKTbl MHIMOUTOPOB MHTErpasbl







Sabranski M et al. Higher rates of neuropsychiatric adverse events leading to
dolutegravir discontinuation in women and older patients. International

Congress on Drug Therapy in HIV Infection (HIV Glasgow), Glasgow, abstract
0214, 2016.

B obweut cnoxHocmu 1704 nayueHma Hadarnu ripuHumamse 1950 cxem
JieqdeHus, cooepxkawux uHaubumopel uHmMezpasbl (0orymezpasup - 9895,
aneumeepasup - 287, panmeezpasup - 678)

[MpekpawieHne Tepanum n3-3a foboro HexxenaTenbHOro ABfeHUs1 NPOUCXOANII0
Yyalle cpeau naumMeHToB, Nofy4vyaBLUNX SNUBUTErPaBUpP, YeM pasnTerpasup unm
aonyTerpasup, HO Npu pacyete 12-Mecsa4HbIX rnokasaTernemn HexxenaTtenbHbIX
SIBIIEHUN U HENPOMCUXMATPUYECKNX COBLITUN, NPUBEALLMX K NPEKpaLLEHWNIO
Tepanuu, okasasiocb, YTO OHW 3HAYUTESIbHO BbILLE ON1A JoNyTerpasumpa, 4em
ONa gpyrmx npenapaTtoB TOro e Knacca




Mcuxmnatpmyeckne noboyHble 3P PeKTbl

Event
Any event
Insomnia
Anxiety
Depression
Suicidal ideation
Depressed mood
Abnormal dreams
Panic attack
Agitation
Bipolar disorder
Elevated mood
Mood altered
Mood swings
Nightmare

Sleep disorder

DTG/ABC/3TC
FDC
N=248
n (%)

35 (14)
10 (4)
5(2)
5(2)
4(2)
3(1)
2 (<1)
2 (<1)
1(<1)
1(<1)
1(<1)
1(<1)
1(<1)
1(<1)
1(<1)

ATV/r+

TDF/FTC FDC
N=247
n (%)

35 (14)

9 (4)
7(3)
7(3)
3(1)
4(2)
0
2 (<1)
0
0
0
2 (<1)

2 (<1)
2 (<1)

Event

Acute psychosis

Affect lability

Anxiety disorder

Confusional state

Hallucination, visual

Intentional self-injury

Irritability

Mania

Panic disorder

Stress

DTG/ABC/3TC ATV/r+
FDC TDF/FTC FDC

N=248 N=247
n (%) n (%)
0 1(<1)

0 1(<1)

0 1(<1)

0 1(<1)

0 1(<1)

0 1(<1)

0 1(<1)

0 1(<1)

0 1(<1)

0 1(<1)

Orrell et al. AIDS 2016; Durban, South Africa. Slides THAB0205LB.









OPERA: Longitudinal Prospective Cohort Analysis

Routine EHR data collected
from ~ 8% of US PWH
receiving care (> 115,000
individuals across 65 cities
in 19 states and Puerto
Rico)

Current analysis restricted
to adults receiving TDF-
containing 3-drug ART at BL
with > 2 consecutive HIV-1
RNA < 200 copies/mL who
switched TDF to TAF

Mallon. AIDS 2020. Abstr OAB0604.

Anchor Agent by Class, % (n)

INSTIs
(n =3281)

NNRTIs
(n = 1452)

Boosted Pls
(n=746)

Elvitegravir/
cobicistat
Dolutegravir
Raltegravir
Rilpivirine
Nevirapine
Efavirenz
Etravirine

Darunavir
Atazanavir
Lopinavir
Fosamprenavir

Maintained Other ARVs

(n =5479)

73 (2389)
20 (643)
8 (249)

85 (1238)
12 (176)
2 (26)
1(12)

68 (504)
28 (211)
3(22)
1(9)

Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/




Cpean NaUneHTOoB, BKJTHOUYEHHbIX B KNIMHMYecKne uccnegosanus, DTG, cBA3aHHbIN C HU3KUM
YPOBHEM MCUXMATPUYECKNX MOBOYHbBIX ABJIEHUN

*4 uccnepoBaHUA BKJIHOYEHbI B aHauns3

N =2634,DTG=1315

*OCHOBHbIE BbIBObI

*Hn3kme nokasartenun NncnxmaTpmyeCcKux pacCTpomuCTB BO BCEX UCCIIeJOBAHUAX.
*beccoHHMLa Yalle Bcero otMmeyanach B cBsi3n ¢ DTG



Henponcuxmnatpuueckne cumntombl npu DTG: umeeT am cmbich nameHeHue APT?

Y 66/1455 (4,5%) nauneHTOB HeMponcuxmaTpuyeckne noboyHbie appeKTbl bbiau
cBfA3aHbl ¢ DTG (megnaHa: 5 mecaues)

*B ~ 62% cny4yaeB CMMNTOMbI MONHOCTbIO perpeccupoBanm (0cCobeHHO ronoBHble 60U U
HapyLweHuA cHa)

*B 1/3 cnyyaeB Habnoganacb AULb YaCTUUYHAA perpeccun »Kanob.

Calcagno et al., CROI 2020, #442



[TpUunoXxxeHune 4

KnMHunyeckmne nepcneKTuBbI
MCNOJIb30BaHNUA MHITIMOGUTOPOB UHTErpas3bl
NMPOSIOHI MPOBaHHOIO AeNCTBUA B permoHe

BELLA

H. B. C3oBa



KnnHunyeckme nepcnekTusbl MCNOb30BaHUA
MHIIMOGUTOPOB UHTErpasbl NPO/IOHIUPOBAHHOTO
Aencrena B permoHe BELIA

0.M.H. Cuzoea Hamanus BnadumuposHa
CaHKkm-llemepbypackuli ueHmp o npogunakmukxe u bopsbe
coCrig uun3

CaHKkm-llemepbypz2












Rputepummn BKAOYEeHUA:

* Bo3pacT crapuwe 18 net
* [MlognncaHHOE NHPOPMUPOBAHHOE COrlacme
* [MonyyeHue HenpepbiBHON APT He meHee 6 mecALEeB

* Pexkxumbl 2HUOT+UT, 2HUOT+HHWOT, pa3pewanacb oagHa 3aMeHa B
cBA3n c HA

* Uckntovanca pexkum ABC/DTG/3TC

 BH posHa bbiTb nogasneHa bonee 6 mecaues
* Ha ckpuHe BH meHee 50 Kon/mn

e Cobntogatb meTodbl KOHTpaLLEenumu



B CM6 UC npuHANM y4acTua

116 naumeHTOB

9 KeHWMH, 6 My*UYnH

IBo3pacT oT 22 oo 66 net

) MepanaHa Bo3pacTta 45 net

1 CpeaHuin Bo3pacTt 44 rona

15 yenosek ctapuwe 50 net (31%)

1CpegHue CD4-numdboumntbl - 665 Kn/mrn (425-897)



MauneHTbl OblNn NepeBeaeHbl CO CneayHoLLUX
CXEM:



[ pynnbl NaUNEeHTOB:

* 10 yenosek nHbeKumnu CAB 600 mr + RPV 900 mr KaxKable 8 Heaenb
* 6 yenosek — CAB 400 mr + RPV 600 mr KaxXable 4 Hepenum



[nHamunka cpeaHero 3HayeHna CD4-rmmepounTos

CcTapT w24

w48 w96

BVIpyCQN\Mﬂ nogasBsieHa y BCeX NaunNeHTOB B Te4eHne BCero UCCa1eJoBsaHMA

wl36-144

Yepes 48 Hegenb oaHa KeHLWMHa Bblbblna U3 nccnenoBaHms (3annaHMpoBana 6epemMeHHOCTb)



KAWMHUYECKNN cnyvau

* MyX4umnHa 1989 r.p.

* Ha yyete ¢ 10.06.2014

* 05.06.2014 N®A nonoxx. 11.06.2014 Ub +

¢ 11.06.2014 CD4-numodountbl 30% 425 kn/mkn, BH 23456 kKon/mn
* BUM-uHpeKkumna 3 ctaama cybknmHu4veckasn

¢ 21.08.2021 ¢pTM3natp —340p0B

* 30.03.2021 r. AepMaTOBEHEPONOT KOHTAKTHbIN AEPMATUT - Ha
nepeaHnUX NOBEPXHOCTU HUXKHEN TPETU FTONEHN SPUTEMATO3HbIE
neTexmanbHble o4arn c yMepeHHbIM WwenyweHnem



* 08.04.2015 Hapkonor — 6e3 natonornm . He pekomeHayeTca
3PpaBnpeH3. B aHamHe3se — naHU4YecKaa aTaka.

* 08.04.2015 odpTtanbmonor - mmonua OD-0,4, OS- 0,5
e 20.04.2015 HeBponor - aopconaTma, NerkMn MbllLEYHbIX Cra3m

e C21.05.2015r — a3ngotTMmMmmnamH/nammesygmnH +
nonunHasup/putoHasmp (3 Tabnetkn ABa pasa B AEHb)

* B aHamHe3se ¢ 2009 r. Beretococyamncraa ANCToHMA — 6€CnoKonCTBO,
beccoHuua.



NnHamunKka CD4-numoountoB n BH Ha cxeme
AZT/3TC+LPV/r:

11.06.2014 28.11.2014 11.05.2015 10.07.2015 15.09.2015 31.03.2016 09.08.2016
% CD4 30 21 25 25 24 28 31
CD4 kn/mKn 425 396 324 419 355 470 452
VL kKon/mn 23456 13194 9962 76< 40 <40 <40

VL log10 4,4 4,1 4 1,9<1,6 <1,6 <1,6



GSK1265744,

05.04.2018 kaboterpasup 600 mr + puanmsmpuH 900 mrorem e



OunHamunka CD4-nnmdoumntoB n BH Ha cxeme
CAB 600 mr 8/m + RPV 900 mr 8/m

D1 week 8 week 16 |week 24  |week32  |weekd40  |weekd48  |week 56  |week 64 week 72 |week 80  |week 88  |week 96  |week 100 |week 104 |week 112 |week 120 |week 128  |week 136
05.04.18 29.05.18| 24.07.18| 17.09.18 13.11.18|  09.01.19] 05.03.19| 29.04.19 19.06.19] 20.08.19|  15.10.19| 10.12.19] 04.02.20] 03.03.20] 31.03.20{ 26.05.20| 21.07.20{  15.09.20{  10.11.20
% CD4 35 34 37 36 38 37 39 35 36 39 42 44 38 37 36 36 41 39 37
CD4 kn/mKn 387 495 777 648 637 786 629 545 440 603 578 545 585 621 498 557 539 510 579
VL kon/mn <50 <50 <50 <50 <50 <50 <50 <50 <50 <50 <50 <50 <50 <50 <50 <50 <50 <50 <50
VL log10 <1,7 <1,7 <1,7 <1,7 <1,7 <1,7 <1,7 <1,7 <1,7 <1,7 <1,7 <1,7 <1,7 <1,7 <1,7 <1,7 <1,7 <1,7 <1,7




[TpenmyLLecTBo aHHOU CXEMDI:

UHbeKuUuoHHaa ¢opma Cxema U + HHUOT 2-ro nokoneHwus
* MMHMMM3ALMA OT YCTaNOCTH * baronpuATHbIV NPOPUNb
exefHeBHOro npnéma TabneTok MEK/IEKAPCTBEHHbIX
B3aMMOAENCTBUM

* YMeHblleHne cTurmatmusaummu
* CHMXKeHune Harpy3km Ha KT

* YMeHblleHne pUCKa pa3BUTUA
ancnnnnaemunn, CC3, XbI, CA

* YMmeHbleHune HA, cBA3aHHbIX C
MWUTOXOHAPUNANbHOM
TOKCUYHOCTbIO

[ToBbllWeHne KayecTBa U3HU




[Tobo4vHble aenctema APBI1 B 2018 r.
(n=442)
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CepaeyHo-cocyanuctble 3aboneBaHuaA, onyxonm n 6onesHn ne4yeHn — OCHOBHbIE
NPUYUHbI cMmepTn BNY+ naumeHTOoB, HE cBA3aHHble co ctagmen ClMNiAa

% naumneHTOB, yMmepLUIUX No NpUYMHaAM, He cBAa3aHHbim co CMNN/

16%
14%
12%
10%
8%
6%
4%

2%

CC3 3HO 3abones. neueHn WHop.3abones.

MeTta-aHanu3 2016 r., Bcero n= 229 300, cmepten n=11 373
[eTeporeHHOCTb mexay rpynnamu - p = 0.000
CC3 — cepaevHo-cocyauctble 3aboneHunBasn, 3HO — 3710ka4yecTBeHHble HOBOOHpPa3oBaHMA

Farahani et al. Int J STD AIDS. 2017 Jun;28(7):636-650.



[MpuynHbl NnepekntodeHna APBT npu BMpyconorM4eckomn cynpeccmm

* [loKymeHTanbHO noATBepXKAeHHaA TOKCUYHOCTb

* MMpepoTBpalleHmne AO0NTOCPOYHOU TOKCUYHOCTU

* YnpexaeHne TaxKenblXx MeXneKapCTBEHHbIX B3aUMOAENCTBUM
e CTapeHue u/mnum conyTcTeytoLLmMe 3aboneBaHus

* 3annaHMpoBaHHaA bepemMeHHOCTb

* YnpolieHune

* YnewesneHune



CtpaTterua neyenums n npopunaktmkm CC3 y nrogen, xmsywmx c BUY

PaHHAA Tepannal

OugeHKa M neYyeHme TPaanLMOHHbIX PaKTOpOB pUcKa?l
YBennyeHne npuMeHeHua cTaTMHOB 2

OTKa3s oT KypeHua3=>

Monynapmnsauma akTMBHOro obpasa XusHu/perynapHoit dusmnyeckom aktmsHocTm!

SRR A A S

OnNTMMM3auUmMa Tepanum ANa CHUXKEHUSA PUCKA CO CTOPOHbI CepaeyYHO-COCYANCTOM cnucTembl®’

CC3 — cepaeydHo-cocyancTble 3aboneBaHmn

1. EACS Society. Guidelines, Version 9.0, October 2017. locTynHo no ccbinke: www.eacsociety.org/files/guidelines_9.0-english.pdf. Mocneannin aoctyn: June 2018; 2. Althoff
K et al. CROI 2017. #619; 3. Bedimo R et al. ID Week 2017. #2473; 4. Helleberg M et al. Clin Infect Dis 2013;56:727-34; 5. VVeterans Health Administration. HIV Provider
Smoking Cessation Handbook. July 2012; 6. Lundgren JD et al. CROI 2009. #44LB; 7. Ryom L et al. CROI 2017. #128LB.



BanaHue APBI1 Ha aMnunaHbi npodunb

TDF TAF ABC EFV ATV/RTV or ATV/COBI

RAL ETV DRV/RTV or DRV/COBI

EVG/COBI

clinicaloptions.com



http://www.clinicaloptions.com/oncology

KoropTtHoe unccnepgosanmne AGEhIV

ConyTcTBytowme 3aboneBaHuA y CTapetowmx Ntoaen, *KuByLLmnx ¢ BUY nHpexkumen

CpeaHee Yncno CBA3AHHbIX C BO3PAaCTOM HEeUMHPEKLMOHHbIX CONYTCTBYIOLWMX 3ab60neBaHMI y NauMeHTOB B Bo3pacTte 50 —
55, 60 — 65 1 >65 net 66110 cTaTUCTUUECKM 3HAUYUMMO Bbiwwe Yy JIXKB, uem y BUM-oTpuuatenbHbix noaen
Pacnpe.qeneHMe Yucria CcBAA3aHHbIX C BO3pacToM HeVIH(bEKLWIOHHbIX CconyTCTBYHOLUX 3860HEBaHVIVI, CTpaTVIdJVIKaUMﬂ no

BO3pacTy
IMoan ¢ BUY (N=540) BUY-otpruatenbHble koHTponu (N=524)
i m =

S ConyTcTBytoLLme

T 80 - 3aboneBaHus:

> 40 - O 1

O
20 - 0
0

Bo3pacr (ner) 45-49 50-54 55-59 60-64 265 45-49 50-54 55-59 60-64 265
Yucno yyactHukos 184 126 97 58 55 193 130 84 66 41
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[lpeaAnocbINKK ANA BHEeAPEHUA HOBbIX
noaxonos B PO

 HepgoctatoyHOE Konn4ecTso GUKCMPOBAHHbLIX KOMOUMHaumn ao3 B PO
* BbiCOKMI ypoBEHb KOMOPOUAHOCTU (BUPYCHbIE renaTUTbI)

* BbicCOKMIM ypoBeHb conyTcTByOWMX 3abonesaHuin (CC3, CA, XBI1, HKT)
e bonbwana AonAa naumMeHToB ¢ noannparmasmen (bonee 5 npenapartos)

* Hn3Kaa npmnBepKEeHHOCTb K eXXeaHEBHOMY NPUEMY NMPenapaTos:

" [lauMeHTbl C HEMPO-KOTHUTUBHbIMW PACCTPOMNCTBAMM (BO3SMOXKHO BBEAEHME
MeANLNHCKUMN PabOTHMKaMM NPU aKTUBHOM MOCELLEHNN)

" [TayneHTbl CO CMEHHOW PaboToM, YaCTbiIMM KOMAHAMPOBKAMMU

=" BUY-MHOUUMpPOBAHHbBIE NOAPOCTKMU
= eHWMWHbl Nnocne poaos, yxaxkmearLlMe 3a MaJIeHbKUMU AeTbMU



[MTpobnemsbl BHeagpeHua cxembl [/

* [MaumeHT gonkeH nocetutb LleHTp 1 pa3 B ABa mecAua ( nerye 3abbiTb
NPUUTKU, TaBNETKM MOryT BblaaBaTbCca OT 3 A0 6 mecAueB, 0COHBEHHO,
eCcN NAUMEHT AaN1eKO KMBET oT LleHTpa).

* Heobxoammo onoBeLLaTb HEKOTOPbIX NALMEHTOB, 0COOEHHO C HEMNPO-
KOFTHUTUBHbIMW PAaCCTPOUCTBAMMU

* HeT popm npenapaTtos, 4TOObI NALMEHT MOT BBECTM cam (npenapaTbl
BBOAATCA B Aroamuy)

* HeT AaHHbIX NO OTAANEHHbLIM HeXKesaTeibHbIM NOOOYHbIM pPeaKkLUUsam

* B P® cybTMn A6, KOTOPbIN UMeeT MmyTaumu nonmmopdmsma E138 A/K,
L74l.



BbiBOAbI:

* lcnonb3oBaHWE MHBEKLMOHHbIX NpenapaToB — HOBAA Napagmrma B
neyenmmn BNY-nHdpexkymnm

* Metabonnyeckmn bnraronpusaTHan NOKM3HEHHAA Tepanusa NO3BOAUT
yaepXaTb NaumMeHTa Ha Tepanuu
* YaepX*aHue naumeHTa Ha Tepanmm — npodunakTUKa HOBbIX C/ly4aeB

3apaXKeHus, Tem caMbiM ABAAETCA MEPONPUATUEM MO
NPOTUBOAENCTBUIO aNnnaemmnmn B PO
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Disclaimer

The information contained in this report has been taken from public sources or obtained
through confidential interviews with country experts over the period of September-
October 2020. This report represents an update of the first edition produced in 2015
and contains some of the data originally obtained over the period of November 2015.

The authors do not guarantee 100% accuracy of the data obtained from third parties
and, likewise, might not share the opinions of third parties cited in this report. The
authors do not carry any responsibility for the use or interpretation of data, conclusions
and recommendations presented in this report by third parties. The conclusions and
recommendations contained in this report express the points of view of the authors
which might not coincide with views held by other interested parties. No mention of the
clinical trial sites means that the authors of the report recommend these centres. The
authors have made all possible efforts to provide up-to-date information about the laws
and norms regulating the field of clinical trials, effective as of the date of the report.
However, the lists of these norms and clinical trial sites may not be exhaustive; likewise,
some of the norms may no longer have legal effect, and some of the sites might no
longer function when this report is accessed.

The document can be subject to changes.

[The current draft was last reviewed on 17/3/2021]
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Background

Access to new drugs for treating and preventing HIV, viral hepatitis and tuberculosis in
Eastern Europe and Central Asia (EECA) remains limited. For some patients, clinical trials
(CT) represent one of the few opportunities of getting access to life-saving treatment.
The request to initiate clinical trials in EECA has been voiced by representatives of EECA
countries at numerous meetings with pharmaceutical companies, including community
advisory board meetings in Europe (ECAB) and EECA (Eurasian Community for Access
to Treatment, ECAT). For some countries like Russia, conducting local clinical trials is a
legal prerequisite for drug registration. Overall, there is limited information about CT
centres in the region. To accumulate and analyse data about medical institutions
potentially having capacity of conducing CTs of drugs for treating HIV, HCV, HBV and
TB, EATG launched a pilot monitoring and analysis project. This report represents an
update of the first edition produced in 2015.

The countries covered by this edition include Armenia, Azerbaijan, Belarus, Georgia,
Kazakhstan, Kyrgyzstan, Moldova, Russia, Tajikistan, Ukraine, and Uzbekistan. Estonia,
Latvia, Lithuania, Poland were covered by the first edition; the second edition does not
cover them as it has been decided to focus the project on countries outside the
European Union.

Project Methodology

A review of publicly available sources has been carried out to analyse basic requirements
and the regulatory framework for clinical trials in the respective countries. The literature
review covered regional and national standards. References to national laws and norms
regulating the field of clinical trials are given in the respective country chapters.

The authors have established contacts with representatives of national non-
governmental organisations to collect information about CT centres (CTC) potentially
conforming to the requirements. The lists of clinical trial centres obtained from public
sources or from country representatives are given in the country sections. The
https://clinicaltrials.gov/ website was also used to collect information about the CTCs
currently involved in conducting clinical trials of drugs for treating or preventing HIV,
viral hepatitis, and tuberculosis.

The CTC lists in the respective country chapters include:

a) centres having official approval to conduct clinical trials from the respective
regulatory body (as accessed both at the time of the report preparation and as

5
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accessed in 2015 when the first report edition was prepared, unless evidence has
been found that the centre no longer exists, has been re-named or restructured,
or no longer has accreditation for conducting clinical trials);

b) centres identified by local experts as having capacity to conduct clinical trials in
the field of HIV, viral hepatitis, and TB; and

c) centres referred to as currently involved in trials related to HIV, viral hepatitis, or
TB on the clinicaltrials.gov website.

Whenever publicly available, references to websites containing these lists are given. The
websites were last accessed over the period of September - October 2020.

The presence of a centre in the list does not mean the centre would actually conform to
the requirements set by stakeholders such as pharmaceutical companies or regulatory
bodies. It is also difficult to verify whether each centre currently meets the requirements
by relying only the data publicly available. Such work should be performed by a team of
experts, preferably through country visits. Alternatively, a large-scale qualitative survey
using in-depth interviews with a range of national and international experts could be
carried out.

Brief information about the requirements to clinical trial sites

According to the results of the literature review, general requirements for the clinical
trial sites are set by the Good Laboratory Practice’ and Good Clinical Practice?
guidelines. Each country also sets its own standards regarding clinical trials. For most
countries, the authors have been able to find this information; a brief review is presented
in the respective country sections, following by a more detailed list of laws and
regulations. These are normally available publicly in national languages.

The national requirements of most EECA countries stipulate that the sites should follow
the GLP guidelines (for pre-clinical studies) and the GCP guidelines. For example, in
Russia GCP is integrated as a standard through national regulatory norms (see the
respective chapter in the report). According to national rules in most countries covered
by the research, clinical trial sites must undergo a certification procedure to obtain an
official approval for conducting clinical trials (notably, in Russia such certification shall
no longer be applied starting from 2021, according to the updated information about
regulatory norms). As stated above, the authors relied mostly on the lists of such centres
available publicly.

T http://www.oecd.org/chemicalsafety/testing/oecdseriesonprinciplesofgoodlaboratorypracticeglpandcompliancemonitoring.htm
2 http://ec.europa.eu/health/files/eudralex/vol-10/3cclaen en.pdf
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To gain a better understanding of the clinical trial field in EECA, interviews with
representatives of international pharmaceutical companies producing drugs for
preventing and treating HIV and viral hepatitis, as well as representatives of associations
of clinical trial organisations were also conducted. According to the answers, all the work
related to organising and conducting clinical trials is carried out through specialized
contract research organisations (CRO), such as PRA Health Sciences® and PPD* These
organisations provide recommendations to the companies regarding the choice of
clinical trial sites.

Almost all the trials conducted in the countries of EECA are phase Il (pre-registration)
clinical trials, and neither CROs nor pharmaceutical companies are willing to take the
risks of choosing unreliable centres. In most cases, preference is given to centres which
the company has experience of working with. Basically, the centres must meet the two
major criteria:

e Compliance with GLP (pre-clinical studies) and GCP guidelines;
e Capacity to recruit participants quickly.

Countries are chosen primarily on operational considerations such as the ability to
recruit the required number of participants in the required timeline and access to
suitable and representative patient populations (e. g. genotypes). For some indications,
the standard of care must be considered as most studies are conducted globally and
use of concomitant and background medication needs to be consistent.

Compliance with GCP is normally verified by means of monitoring activities carried out
by CRO and pharmaceutical companies, as well as relevant government authorities.
These can be national (in Russia, for instance, such inspections are carried out by
Roszdravnadzor) or foreign (for multicentral trials, such inspections can be carried out
by FDA or EMA). Over the course of clinical trials compliance with GCP is audited either
by independent audit companies or by the pharmaceutical companies themselves.
There are summary reports about violations identified in clinical trials; such reports are

published, for instance, by the Association of Clinical Trials Organizations.

Overall, the region is considered equally friendly for the conduct of clinical trials when
compared to other regions of the world (this is a perception of one of the interviewees).
Trials in the region usually start up in line with other regions and the number of

3 http://prahs.com/

4 http://www.ppdi.com/
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participants recruited can be higher. Extra work can be involved when setting up a trial
in Russia in most cases — local depot required, full translations of IB and protocol, as well
as custom clearance issues.

Based on the absolute number of trials in the EECA countries (in accordance with the
data of clinicaltrials.gov), one can assume that the most attractive countries for CTs
among the ones covered by the project are Russia, Ukraine, and Georgia, respectively,
followed by Belarus and Moldova. This is confirmed by interviews with experts and
information in the media. Some countries, such as Kyrgyzstan, are in the process of
developing a detailed regulatory framework for clinical trials. Country experts in
Kyrgyzstan have indicated a lack of norms regulating CT as one of the obstacles for
expanding this area in the country.

In 2020, some of the centres presented in this report have been involved in clinical trials
of experimental drugs for treating COVID-19. For example, clinical trials of generic
versions of favipiravir and remdesivir — drugs tested against COVID-19 — were performed
in Russia to provide data for emergency registration of these drugs.
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Armenia

The requirements for conducting clinical trials in the Republic of Armenia are included
in the Procedure for Issuing Authorizations for Conducting Clinical Trials, the Procedure
of Examination for this Purpose and a List of Necessary Documents, approved on
February 28, 2019 (The Resolution of the Government of the Republic of Armenia
No.168-N dated February 28, 2019) that replaces Order 24.01.2002 N 63.

The document states, among other things, that the list of sites eligible for conducting
clinical trials must be approved by the Ministry of Health based on certain criteria, such
as:

a) experience of conducting clinical trials of a given site;

b) technical capacity of a given site;

c) professional and research capacity of the staff.

The same decree states that to obtain an approval for conducting a clinical trial, the site
should submit an application to the Ministry with a documentation package.

The following documents are required to conduct a clinical trial:

e authorisation to conduct a clinical trial (Ministry of Health)

e favourable opinion of the Ethics Committee for a clinical trial

e preclinical trials results demonstrating safety and efficiency of a drug product
e registration of a clinical trial with international / national / regional registers

e GCP, GMP

e inspection of a clinical trial

e accreditation of the clinical site

e authorisation for medicines import

Armenia has officially joined® the Agreement on Uniform Principles and Rules for the
Circulation of Medicines within the Eurasian Economic Union (EEU), dated December
23, 2014¢. The EEU regulatory framework has specific norms dedicated to the Good
Clinical Practice of the EEU (Decision No. 79 of Council of the Eurasian Economic
Commission “On approval of the Rules of Good Clinical Practice of the Eurasian
Economic Union”), Good Laboratory Practice of the EEU (Decision No. 81 of Council

> https://ria.ru/20161020/1479636936.html

6
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of the Eurasian Economic Commission), Rules for Conducting Clinical Trials of
Biological Drugs (Decision No. 89 of Council of the Eurasian Economic Commission).

Other relevant Decisions and Recommendations on the level of the Eurasian Economic

Union include:

Decision No.78 of November 3, 2016 “On rules for registration and expertise of
drug products for medical use”;

Decision No 85 of November 3, 2016 “On approving rules for bioequivalence
tests of drugs products in the Eurasian Economic Union”, as amended September
4, 2020;

Decision No 202 of November 26, 2019 “On approving guidelines for pre-clinical
safety trials with the purpose of conducting clinical trials and registering drug
products”;

Decision No 87 of November 3, 2016 “On approving rules for good
pharmacological vigilance practice of the Eurasian Economic Union”;
Recommendation No 42 of December 17, 2019 “On guidelines for selecting not
studied drug products with the purpose of conducting clinical trials”;
Recommendation No 19 of November 3, 2020 “On applying principles of
biostatistics in clinical trials of drug products”;

Recommendation of the Commission No 11 of July 17, 2018 “On guidelines for
general issues related to conducting clinical trials”;

Recommendation No 25 of September 2, 2019 “Guidelines for pre-clinical and
clinical studies of fixed-dose combinations of drug products”.

The full texts of these documents can be found online on the website of the Eurasian
Commission’. The national regulatory framework shall be ultimately brought in
compliance with the requirements of the EEU.

The clinicaltrial.gov website contains 55 entries related to clinical trials in Armenia
(accessed November 2020), with at least two trials related to TB and at least one related
to HIV (behavioral study conducted by the Hope and Help NGO).

National Laws

1.

The Law of the Republic of Armenia "On Medical Assistance and Healthcare"
dated 04.03.1996, as updated October 11, 2000.

7 http://www.eurasiancommission.org/ru/act/texnreg/deptexreq/LS1/Pages/drug products.aspx
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2. The Law of the Republic of Armenia "The Medicine Act" dated 13.06.2016, as
updated 28.03.2018, Law #3P-171; 12.12.2019, Law #3P-268; 07.02.2020, Law
#3P-43; 14.04.2020, Law #3P-195; 05.06.2020, Law #3P-279.

Government Resolutions

1. The Resolution of the Government of the Republic of Armenia No.168-N dated
February 28, 2019 “On approval of the procedure for issuing authorizations for
conducting clinical trials, the procedure of examination for this purpose and a list
of necessary documents, and on invalidating the resolution of the Government
of the Republic of Armenia No. 63 dated January 24, 2002"

2. The Resolution of the Government of the Republic of Armenia No.1150-N dated
February 28, 2019 “On the assignment of the body organizing and carrying out
the examination of pharmaceutical inspections in the field of state regulation of
the circulation of medicines”

Orders
3. Order of the Minister of Health of the Republic of Armenia dated May 17, 2011
No.05-H "On approval of the list of the documents required to obtain an
authorization to conduct a clinical study and the Charter of the Ethics
Committee."

List of Potential Clinical Trial Sites

Based on literature review and interviews with local experts, as well as analysis of the
clinicaltrials.gov website, the following potential clinical trials centres and contract
research organisations with a capacity of carrying out research in the field of HIV, viral
hepatitis and TB have been identified:

1. Yerevan. Crocus Medical B.V. (Contract Research  Organization)
http://crocusmedical.com/?g=en/node/106; Telephone: +374 10 20 20 42,
Mobile: +374 99 500741 Address: Adonts str. 2, 0014 Yerevan, Armenia,
Business Centre "Eraz", corp. B, 2 floor®

2. Yerevan. Scientific Centre of Drug and Medical Technology Expertise after
academician E. Gabrielyan CJSC. Yerevan 0051 49/4 Komitas av.
http://www.pharm.am/index.php/en/home

8 Here and hereinafter, the information about clinical trial centres is provided in the following format: city, name, address and
contact details (if available)
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3. Yerevan. Medical Research Centre of Dermatology and Sexually Transmitted
Diseases.

Yerevan. Republican Medical Centre.

Yerevan. State Medical University. http://www.ysmu.am/en

Yerevan. National Centre for AIDS Prevention http://www.armaids.am/en/
Yerevan. National Treatment Centre for Pulmonology http://www.ntp.am/
Yerevan. School of Public Health, American University of Armenia Fund.
Yerevan. National Institute of Health named after Academician S. Avdalbekyan.
http://www.nih.am/am

10.Yerevan. Prom-Test Laboratories  https://www.promtest.am/en/clinical-
researches-2/ Telephone: +374 60 44-58-58, +374 60 44-58-58, +374 11 58-58-
58 Address: 28 Koghbatsi str, Yerevan 0002

0 o NOo ok
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Azerbaijan

The rules for conducting clinical trials in the Republic of Azerbaijan are described in the
last updated version of the Resolution of the Cabinet of Ministers of the Republic of
Azerbaijan No.83 dated April 30, 2010 “On approval of the rules for conducting
scientific research, preclinical studies and clinical trials of medical drug products” (dated
March 13, 2019, the Resolution of the Cabinet of Ministers of the Republic of Azerbaijan
No.89). No official Russian or English translations of the whole document have been
found online. There is paucity of official and mass media information about the rules for
conducting clinical trials. Below follows a list of national laws and norms that the authors
were able to identify as a result of literature review.

National Laws
1. The Law of the Republic of Azerbaijan N2208-1IQ "On Medicines" dated
22.12.2006, as updated October 14, 2016, November 29, 2016; April 14, 2017,
April 25, 2017; May 02, 2017; May 18, 2018; November 30, 2018; May 18, 2019.

Government Resolutions
1. The Resolution of the Cabinet of Ministers of the Republic of Azerbaijan No.83
dated April 30, 2010 “On approval of the rules for conducting scientific research,
preclinical studies and clinical trials of medical drug products ”, as updated March
13, 2019.

The clinicaltrials.gov website contains 15 entries related to clinical trials in Azerbaijan,
either active or completed (website accessed November 2020). None of them are
related to HIV, viral hepatitis or TB.

List of Potential Clinical Trial Sites

Based on literature review and interviews with local experts, as well as analysis of the
clinicaltrials.gov website, the following potential clinical trials centres and contract
research organisations with a capacity of carrying out research in the field of HIV, viral
hepatitis and TB have been identified (all located in Baku):
1. Centre for Analytical Expertise of Medicines under the Ministry of Health of
Azerbaijan
2. Republican Clinic named after Mirkasimov
3. Research Institute of Clinical Medicine named after academician
M.A.Topchubashev
4. Central Clinical Hospital

13
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National AIDS Centre http://aids.az/ru/

Scientific Research Institute of Lung Diseases Baku, Sherifli str. 2514
Azerbaijan Gastroenterology and hepatology Association
Azerbaijan Medical University https://www.amu.edu.az/en/home

9. Medicines Analytic Review Centre (MARC)

10. Arterium corporation's representative office;
http://www.arterium.ua/en/Contacts

© N
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Belarus

According to the analysis of the regulatory framework, a CT in Belarus can be done only
by State Institutions approved by the Ministry of Health after obtaining a specific
approval from the Ministry of Health (in the case of the positive results of the pre-clinical
studies). The list of the approved centers is updated at least once a year and published
on the website of the Republican Centre of Expertise and Tests in Healthcare’. The
Republican Center of Expertise and Trials in Healthcare was established in 1997. The
centre is currently responsible for all stages of registration, CT, as well as other tests,
import/export movements and circulation of drug products and medical devices,
pharmacovigilance, inspections including GCP and GMP (within the country and
abroad). Verifying compliance with Good Pharmacy Practice (including GCP, GMP) also
falls within their responsibility. The Republican Centre is also authorised to audit and
control clinical trial sites.

The application forms are available on the official website. The documents are first
submitted to the Ministry of Health: notarised translation is required. A local ethical
committee of the research institution should approve the CT'® before it is submitted to
the Ministry of Health. The Ethics Committee, established in 2008, should also approve
the CT as a part of the agreed procedure.

Belarus has officially joined the Agreement on Uniform Principles and Rules for the
Circulation of Medicines within the Eurasian Economic Union (EEU), dated December
23, 2014". The EEU regulatory framework has specific norms dedicated to the Good
Clinical Practice of the EEU (Decision No. 79 of Council of the Eurasian Economic
Commission “On approval of the Rules of Good Clinical Practice of the Eurasian
Economic Union”), Good Laboratory Practice of the EEU (Decision No. 81 of Council
of the Eurasian Economic Commission), Rules for Conducting Clinical Trials of
Biological Drugs (Decision No. 89 of Council of the Eurasian Economic Commission).

Other relevant Decisions and Recommendations on the level of the Eurasian Economic
Union include:

? https://www.rceth.by/

10 http://www.eurecnet.org/information/belarus.html
1

http://www.eurasiancommission.org/ru/act/texnreg/deptexreg/konsultComitet/Documents/Sogl LS Ito
g.pdf
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Decision No.78 of November 3, 2016 “On rules for registration and expertise of
drug products for medical use”;

Decision No 85 of November 3, 2016 “On approving rules for bioequivalence
tests of drugs products in the Eurasian Economic Union”, as amended September
4, 2020;

Decision No 202 of November 26, 2019 “On approving guidelines for pre-clinical
safety trials with the purpose of conducting clinical trials and registering drug
products”;

Decision No 87 of November 3, 2016 “On approving rules for good
pharmacological vigilance practice of the Eurasian Economic Union”;
Recommendation No 42 of December 17, 2019 “On guidelines for selecting not
studied drug products with the purpose of conducting clinical trials”;
Recommendation No 19 of November 3, 2020 “On applying principles of
biostatistics in clinical trials of drug products”;

Recommendation of the Commission No 11 of July 17, 2018 “On guidelines for
general issues related to conducting clinical trials”;

Recommendation No 25 of September 2, 2019 “Guidelines for pre-clinical and
clinical studies of fixed-dose combinations of drug products”.

The full texts of these documents can be found online on the website of the Eurasian

Commission™. The national regulatory framework shall be ultimately brought in
compliance with the requirements of the EEU.

The clinicaltrials.gov website contains 287 entries related to clinical trials in Belarus,

either active or completed (website accessed November 2020). At least several of them
are related to HIV, viral hepatitis, or TB.

National Laws

1.

2.

The Law of the Republic of Belarus "On Medicines" No.161-3 dated 20.07.2006
as amended June 29, 2016. The current version is in use until 20.11.2020. The
new version is approved on May 13, 2020 by the Republic of Belarus Act No13-
3. It takes effect 20.11.2020.

The Law of the Republic of Belarus dated 18.06.1993 2435-XIl "On Healthcare"
(as amended 21.10.2016 No.433-3)

12 http://www.eurasiancommission.org/ru/act/texnreg/deptexreq/LS1/Pages/drug products.aspx

16



Clinical Trial Sites

in Eastern Europe and Central Asia
HIV, Viral Hepatitis, Tuberculosis
Brief Landscape Review

Government Resolutions'?

1.

The Resolution dated May 07, 2009 No.50 "On approval of the technical code of
the established practice "Good Clinical Practice" (as amended by the Resolution
of the Ministry of Health of 04.05.2012 No.44, as amended by the Resolution of
the Ministry of Health of 06.06.2012 No.60)

The Resolution of the Ministry of Health of the Republic of Belarus dated
23.04.2015 No.53 "On making amendments to the Resolution of the Ministry of
Health of the Republic of Belarus dated May 07, 2009 No.50"

The Resolution of the Ministry of Health of the Republic of Belarus dated
17.04.2015 No.46 "On approval of the Guidelines for the procedure and
conditions for inspecting clinical trials of the medicines in terms of their
compliance with the requirements of the Good Clinical Practice"

The Resolution of the Ministry of Health of the Republic of Belarus "On Technical
Rating and Standardization" No.181 dated 29.12.2010

The Resolution of the Ministry of Health of the Republic of Belarus dated
13.10.2008 No.168 "On establishing time rates for the services on approbation
of the methods of analysis of medicines, pharmaceutical substances, medicines
quality control when ordering their clinical trials and inspection of the quality of
the medicines authorized in the Republic of Belarus prior to circulation, as well as
the medicines in circulation in the Republic of Belarus, provided by the state
healthcare organizations" (as amended 15.12.2015 under No.122)

The procedure for organization and performance of the Ethics Committee.
Methodological recommendations No.16 dated 01.01.2000

The Resolution of the Ministry of Health of the Republic of Belarus dated
28.03.2008 No.55 "On approval of the Regulations on the Ethics Committee" (as
amended 17.04.2015)

The Resolution of the Ministry of Health of the Republic of Belarus dated
28.03.2008 No.56 "On approving the technical code of common practice"”

Orders

1.

The Order of the Ministry of Health of the Republic of Belarus No.250 dated
October 15, 1997 "On Establishing State Enterprise "The Republican Centre of
Expertise and Tests in Healthcare"

The Order of the Ministry of Health of the Republic of Belarus No.251 dated
22.03.2016 "On Certain Aspects of Clinical Trials and on Repealing the Order of
the Ministry of Health of the Republic of Belarus No 1338 dated December 16,

3 A regularly updated list of laws and regulations in force in the Republic of Belarus is available at the
website https://www.rceth.by/ru/Documents/Drug
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2010”. Comment: The Order which has been repealed stipulated the
requirements for obtaining approval of the contracts for clinical trials by the
Ministry of Health and set requirements as to the price of the CT contracts.

List of Potential Clinical Trial Sites

Based on the data of the official internet site of the Ministry of Health, 102 clinical trials
centres based in Belarus have been identified (data as of October, 2020)'*; below follows
the list of clinical centres which can be related to infectious diseases and tuberculosis
based on the extra information given in the detailed description of the centres. The list
also includes centres mentioned at the clinicaltrials.gov website and those identified by
local experts.

1. Brest. Brest Regional Clinical Hospital, https://www.hospital.brest.by

2. Homel: Homel Regional Infectious Diseases Hospital, (Phase II-IV, profile
“Diagnosis and treatment of infectious diseases”). http://uzgoikb.by/, Gomel, ul.
Feduninskogo, 18

3. Homel. Homel Regional Clinical Hospital https://gokb.by/
Homel: Homel Regional Tuberculosis Clinical Hospital http://www.gotkb.by/
5. Hrodna: Hrodna Regional Infectious Diseases Hospital (Phase II-IV, profile

B

“Diagnosis and treatment of infectious diseases”) http://goicb.by/, 230030,
Grodno, blvd Leninsky Komsomol, 57

6. Mahiliou. Mahiliou Regional Tuberculosis Dispensary, http://www.moptd.by/

7. Mahiliou. Mahiliou Regional Pediatric Clinical Hospital (infectious diseases)
https://uzmodb.by/

8. Minsk. City Clinical Hospital No. 9 (liver diseases).

9. Minsk: Municipal Children's Infectious Diseases Hospital (Phase II-IV, profile

“Diagnosis  and  treatment of  pediatric  infectious  diseases”)
http://www.gdikb.by/, Minsk, ul.Yakubowski, 53, +375172565509

10.Minsk: Clinical Infectious Diseases Hospital, (Phase II-1V, profile “Diagnosis and
treatment of infectious diseases”) http://www.gkib.by/, 220002, Minsk,
ul. Kropotkina, 76

11.Minsk. Minsk Clinical Centre for Phthisiopulmonology. http://mkcpf.by

12.Minsk. Central Military Clinical Medical Centre (infectious diseases)
https://www.mil.by/ru/health/medicine/950/

13.Minsk. Republican Scientific and Practical Centre of Pulmonology and
Tuberculosis, http://www.rnpcpf.by/en/one-window.html

"http://rceth.by/ru/Departments/Rcpl/Documents/2
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14.Minsk. Minsk Scientific and Practical Centre of Surgery, Transplantology and
Hematology State Institution. https://msth.by/english

15.Viciebsk: Viciebsk regional children's clinical centre, (Phase II-IV, profile
“Infectious Diseases”). http://www.vdokb.by/index.php, 210022, Viciebsk,
st. Chkalov, 14

16.Viciebsk. Viciebsk Regional Clinical Hospital http://vokb.vitebsk.by/

17.Viciebsk. Viciebsk Regional Tuberculosis Dispensary, http://tubdispvitvitebsk.by/

18.Viciebsk.  Viciebsk  Regional Clinical Infectious Diseases Hospital
https://vokib.103.by

19.Republican Scientific and Practical Centre Mother and Child (infectious diseases
in children) https://www.medcenter.by/
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Georgia

To perform a CT in Georgia, a specific approval must first be obtained from the Ministry
of Health; then, the CT must be approved by the Ethics Committee. The centre should
comply with the national GCP standards. The documents are first submitted to local
ECs; notarised translation is required. The national EC is not involved, except for cases
of Phase | trials or medical devices. Accreditation of CT centres is not required.

The legislation and system of organising clinical trials in Georgia makes it attractive for
international clinical trials. According to public sources, it can take as little as one month
from the document preparation to the actual study launch.

Georgia was among the first countries in the region of Eastern Europe and Central Asia
to initiate a study of pre-exposure prevention of HIV as part of a demonstration
project’, which is an indication of the country’s potential capacity to conduct clinical
trials in this field.

The clinicaltrials.gov website contains 415 entries related to clinical trials in Georgia,
either active or completed (website accessed November 2020). Georgia ranks third in
terms of the absolute number of trials among the project countries, after Russia and
Ukraine. At least several of the entries are related to HIV, viral hepatitis, or TB.

National Laws
1. Law No.1775 dated 24.06.2005 About License and Permissions, as updated
December 09, 2005; May 25, 2006; June 23, 2006; July 24, 2006; July 25, 2006;
December 29, 2006; March 28, 2007; May 08, 2007; December 14, 2007; March
14, 2008; March 19, 2008; November 21, 2008; December 05, 2008; March 27,
2009; June 12, 2009; August 10, 2009; September 24, 2009; November 03,
2009; December 01, 2009; April 08, 2010; July 02, 2010; July 21, 2010; October
15, 2010; November 12, 2010; February 22, 2011; April 08, 2011; May 17, 2011,
June 21, 2011; June 24, 2011; October11, 2011; October 13, 2001; November
08, 2011; December 09, 2011; December 20, 2011; December 27, 2011; March
16, 2012; March 20, 2012; March 27,2012; April 24,2012; May 25,2012; June
22,2012; September 06; 2013; November 29, 2013; February 05, 2014, February
20, 2014; May 14, 2014, May 29, 2014; September 18, 2014; March 20, 2015;
June 12, 2015; April 13, 2016; March 22, 2017; April 21, 2017; May 17, 2017,
June 01, 2017; June 28, 2017; December 07, 2017; May 04, 2018; June 27, 2018;

5 https://aidscenter.ge/2018 05 05 eng.html
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July 20, 2018; July 21, 2018; October 31, 2018; December 22, 2018; December
26, 2018; April 19, 2019; November 01, 2019; December20, 2019, February 19,
2020; March 17, 2020; May 22, 2020; June 12, 2020; June 26, 2020; June 25,
2020; July 15, 2020; July 17,2020.

Law No.5069-Bc dated 27.06.2007 About Public Health, as updated November
03, 2009; March 09, 2010; March 23, 2010; September 24, 2010; November 12,
2010; March 22, 2011; March 27, 2012; May 08, 2012; March 25, 2013; May 29,
2014; March 20, 2015; April 01, 2015; May 01, 2015; July 08, 2015; November
11, 2015; December 11, 2015; April 13, 2016; June 24, 2016; June 01, 2017,
December 07, 2017; June 27, 2018; July 05, 2018; October 31, 2018; November
14, 2018; December 22, 2018; April 02, 2019; April 23, 2020; May 22, 2020; July
14, 2020; July 17, 2020.

Law No.659 dated 17.04.1997 About Medicines and Pharmaceutical Activities,
as updated December 09, 1999; July 13, 2000; December 28, 2000; December
18, 2001; April 10, 2002; December 25, 2002; May 08, 2003; August 13, 2004,
June 08, 2005; October 11, 2005; March 21, 2008, June 18, 2008; August 10,
2009; September 24, 2009; February 12, 2010; July 21, 2010; November 12,
2010; December 17, 2010;March 27, 2012; July 30, 2013; December 25, 2013;
June 27, 2015; December 23, 2017; July 05, 2018; September 10, 2018;
September 02, 2020.

National Standard

1. Convention of Council Europe about human rights and biomedicine and its
role in the legal coverage of a patient’s rights and freedoms dated
24.01.2002.

List of Potential Clinical Trial Sites

Based on literature review and interviews with local experts, the following clinical trials

centres have been identified:

1.

N

|«

&

Tbilisi. Arensia (phase | Clinical Trial Unit) http://www.arensia-em.com/phase-1-

units/

Tbilisi. Ascentcrs http://www.ascentcrs.com/rus/ Telephone: +7 495 725 0438
Address: Lubliana str. 40159, Tbilisi, E-Mail: info@ascentcrs.com

Tbilisi. OCT https://oct-clinicaltrials.com/rus/contacts/geo Telephone: +995 (56)
882 81 74, E-Mail: georgia@oct-clinicaltrials.com

Tbilisi. Corex-depot http://www.ascentcrs.com/rus/ Telephone: +995 32 247
3825, Address: T. Shantladze, h. 3, Tbilisi E-Mail: info@corex-depot.com
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Treatment and Prevention of HIV:

1.

Batumi: Centre for Infectious Pathology, AIDS and tuberculosis,
http://cloud.moh.gov.ge/Pages/SearchPage.aspx
Kutaisi, Centre for Infectious Pathology, AIDS and tuberculosis, no website

available.
Tbilisi: Georgian Research Centre of AIDS and Clinical Immunology;
http://www.aidscenter.ge/index eng.html

Tbilisi: Thilisi Infectious Diseases Hospital or Tbilisi Centre for Infectious
Pathology, AIDS and Clinical Immunology

Tuberculosis:

1.

Abastumani: Tuberculosis Hospital

2. Batumi: Centre for Infectious Pathology, AIDS and tuberculosis,
http://cloud.moh.gov.ge/Pages/SearchPage.aspx

3.
4.

Kutaisi: Centre for Tuberculosis and Lung Disease in Western Georgia
Poti: Tuberculosis Hospital

5. Thilisi, National Centre for Tuberculosis and Lung Disease,
http://www.tbgeo.ge

5.

Zugdidi: Regional Tuberculosis Clinical Hospital

Viral Hepatitis:

1.
2.

> w

N oo

Tbilisi: Clinic of Hepatology “Hepa”, http://www.hepaclinic.com/

Tbilisi: Georgian Research Centre of AIDS and Clinical Immunology;
http://www.aidscenter.ge/index eng.html

Tbilisi: “Mrcheveli”, LLC, http://mrcheveli.com/

Tbilisi:  “High  technology = Medical  Centre,  University  Clinic”,
http://www.htmclinic.com/en/about-clinic/history-of-the-clinic

Tbilisi: Arensia Exploratory Medicine GmbH, http://www.arensia-em.com
Tbilisi: “Cito” Medical Centre, http://www.cito.ge/

Thilisi: “Medical Research Centre” LLC

Tbilisi: “Anti-Sepsys Centre of Vakhtang Bochorishvili”
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Kazakhstan

In Kazakhstan, an approval from the Ministry of Health is required to conduct a CT on
the territory of the country. The trial should also be approved by the so-called
Commission on Bioethics (in accordance with the new edition of the code, see below).
The centre must comply with the national GCP. All the standards (GCP, GMP, GLP, GVP
etc) were approved on May 27, 2015 by the Order of the Minister of Health and Social
Development of the Republic of Kazakhstan No.392 and updated May 08, 2019 by
Order No.KP ACM-71. Licensing of centres is required; a specific approval for
importation of medicines must be obtained.

Prior to commencement of a clinical trial, a sponsor shall obtain a written authorisation
of all the parties involved in the clinical trial for providing direct access to all the clinical
databases involved in the trial, to all primary data/documents and reports for their
monitoring and audits by the sponsor as well as the inspections of the clinical trials.
During the clinical trials, the sponsor may order an audit of the clinical trials in order to
control and ensure quality of the clinical trial, systematic and independent check of the
documentation and activities of the parties involved in the trial; this is a desirable, but
not a compulsory procedure.

Clinical trials in humans can be conducted in Kazakhstan only for domestic drug
products. Foreign drug products can be registered with already completed 3 phases of
clinical trials; in their case, only non-interventional, post-marketing studies can be
conducted.

Kazakhstan has officially joined the Agreement on Uniform Principles and Rules for the
Circulation of Medicines within the Eurasian Economic Union (EEU), dated December
23, 2014. The EEU regulatory framework has specific norms dedicated to the Good
Clinical Practice of the EEU (Decision No. 79 of Council of the Eurasian Economic
Commission “On approval of the Rules of Good Clinical Practice of the Eurasian
Economic Union”), Good Laboratory Practice of the EEU (Decision No. 81 of Council
of the Eurasian Economic Commission), Rules for Conducting Clinical Trials of
Biological Drugs (Decision No. 89 of Council of the Eurasian Economic Commission).

16

http://www.eurasiancommission.org/ru/act/texnreg/deptexreg/konsultComitet/Documents/Sogl LS Ito
g.pdf
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Other relevant Decisions and Recommendations on the level of the Eurasian Economic

Union include:

Decision No.78 of November 3, 2016 “On rules for registration and expertise of
drug products for medical use”;

Decision No 85 of November 3, 2016 “On approving rules for bioequivalence
tests of drugs products in the Eurasian Economic Union”, as amended September
4, 2020;

Decision No 202 of November 26, 2019 “On approving guidelines for pre-clinical
safety trials with the purpose of conducting clinical trials and registering drug
products”;

Decision No 87 of November 3, 2016 “On approving rules for good
pharmacological vigilance practice of the Eurasian Economic Union”;
Recommendation No 42 of December 17, 2019 “On guidelines for selecting not
studied drug products with the purpose of conducting clinical trials”;
Recommendation No 19 of November 3, 2020 “On applying principles of
biostatistics in clinical trials of drug products”;

Recommendation of the Commission No 11 of July 17, 2018 “On guidelines for
general issues related to conducting clinical trials”;

Recommendation No 25 of September 2, 2019 “Guidelines for pre-clinical and
clinical studies of fixed-dose combinations of drug products”.

The full texts of these documents can be found online on the website of the Eurasian
Commission'. The national regulatory framework shall be ultimately brought in

compliance with the requirements of the EEU.

The clinicaltrials.gov website contains 110 entries related to clinical trials in Kazakhstan,
either active or completed (website accessed November 2020). At least several of them
are related to HIV, viral hepatitis, or TB.

National Laws

1.

The Code of the Republic of Kazakhstan dated July 7, 2020 No.360-VI "On
Population Health and Healthcare System"'®

2. Law of the Republic of Kazakhstan of April 15, 2013 No 88-V “On government

services” (as amended June 25, 2020)

Orders

7 http://www.eurasiancommission.org/ru/act/texnreg/deptexreq/LS1/Pages/drug products.aspx

18 https://online.zakon.kz/Document/?doc id=34464437
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1. Order of the Ministry of Health of the Republic of Kazakhstan dated April 2,
2018, No. 142 on Approval of the rules for conducting pre-clinical (non-clinical)
trials, clinical trials, clinical and laboratory trials, medical devices for in-vitro
diagnostics, and issuing approvals for conducting clinical trials and (or) tests of
medicines and medical devices (with amendments and additions as of
01.06.2020)"

2. Order of the Minister of Health and Social Development of the Republic of
Kazakhstan dated May 29, 2015 No.421. "On approval of the rules for
pharmacological vigilance of medicines, medicines safety, quality and
effectiveness monitoring ", as updated and amended May 27, 2019%

3. Order of the Minister of Health of the Republic of Kazakhstan dated July 18,
2018 No.432 "On the approval of the composition and the Regulation on the
Central Ethics Commission”

4. Order of the Minister of Health of the Republic of Kazakhstan dated October
23, 2020 No KP ACM-151/2020 “On establishing a Provision on Central
Commission on Bioethics”

5. Order of the Minister of Health and Social Development of the Republic of
Kazakhstan dated March 10, 2015 No.127. Registered with the Ministry of Justice
of the Republic of Kazakhstan on April 15, 2015 under No.10735 "On approval
of the rules of accreditation in the field of healthcare" as updated April 04, 2020.

6. Order of the Minister of Health and Social Development of the Republic of
Kazakhstan dated November 18, 2009 No.736. Registered with the Ministry of
Justice of the Republic of Kazakhstan on November 26, 2009 under No.5926 "
On approval of the Rules for the examination of medical drug products and
medical devices" as updated April 19, 2019, March 21, 2020.

7. Order of Prime Minister of the Republic of Kazakhstan dated October 29, 2020,
No. 138-p “On measures to implement The Code of the Republic of Kazakhstan
dated July 7, 2020 No.360-VI "On Population Health and Healthcare System””

National Standard

1. The State Standard of the Republic of Kazakhstan. Good Clinical Practice.
(Attachment 2 to Order No.392 dated May 27, 2015, updated May 08, 2019

2. The State Standard of the Republic of Kazakhstan. Medicines Manufacture.
Good Manufacturing Practice. (Attachment 3 to Order No.392 dated May 27,
2015, as updated May 08, 2019

9 https://www.pharm.reviews/images/document/2020/2020-60-prikaz-compressed.pdf
20 https://online.zakon.kz/Document/?doc id=39119765#pos=0:0
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List of Potential Clinical Trial Sites

Based on the data published on the website of the National Centre for Expertise of
Drug Products and Medical Devices?' under the Ministry of Health, over 30 clinical trials
centres based in Kazakhstan have been identified. Below follows a list of CT cites which
can be related to the field of infectious diseases based on the textual analysis of the
titles. The full list is available in Russian on the website?>. The list also contains sites
identified through the clinicaltrials.gov website.

12.

10.

Aktobe. West-Kazakhstan Marat Ospanov State Medical University
https://www.zkgmu.kz/ru/

Almaty. National Scientific Centre of Phthisiopulmonology, Ministry of Health
of the Republic of Kazakhstan, http://eng.nncf.kz/, 050010, Almaty, ul. K.
Bekhozhina, 5

Almaty. Dermatology Research Centre. Raiymbek prospect, 60,
www.dsnikvi.kz, tel: (727) 230-48-75, (727) 230-16-39, (727) 230-40-85
Almaty. City Hospital No.7 of Almaty, http://www.gkb7.kz/, tel: +7 (727) 270-
86-06, 270-86-31, 270-56-33, +7 (727) 270-86-16, e-mail: info@gkb7 .kz
Almaty. Almaty State Institute of Vocational Training in the field of Healthcare
Almaty. Central Clinical Hospital of the Medical Centre under the
Administrative Department of the President of Kazakhstan

Almaty. City Tuberculosis Clinic under the Healthcare Department of Almaty
Almaty. Crocus Medical B.V. (Contract Research Organization)
http://crocusmedical.com/?g=en/node/106; Telephone: +7 (727) 272 63 99,
+7 778 974 09 44, +7 778 974 09 43 Address: 308-531 Seyfullina St. (Saryaka-
Aluan business center), Almalinsky District

Almaty. MedExpert https://medexpert.group/ Address: st. Karasay Batyra, b.
152/1, of. 500, Telephone: +7 727 250 0011, +7 776 250 00 11, E-mail:
info@medexpert.group

Karaganda. Karaganda State Medical Academy, http://www.kgmu.kz,
Karaganda, ul. Gogol, 40

Nur-Sultan. National Medical Research Centre, http://nnmc.kz/, Astana,
pr. Abylaikhana, 42, e-mail: national_clinic@nnmc.kz

Nur-Sultan. Kazakh State Medical Academy, http://www.kazgma.kz/, Sary-
Arka street, 33, Astana

2! https://www.ndda.kz/category/mainpage

2 https://www.ndda.kz/category/mi prechen klin issled
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11.

12.

13.
14.

15.
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Nur-Sultan. Astana Medical University, http://www.amu.kz, Astana, ul.
Beibitshilik, 49A

Nur-Sultan. National Centre of Biotechnology, http://www.biocenter.kz, 13/5,
Kurgalzhynskoye road, Astana, 010000, tel: +7 (7172) 70-75-65

Nur-Sultan. University Medical Centre. http://umc.org.kz/contacts/

Semey. Semipalatinsk State Medical University.
https://semeymedicaluniversity.kz/

Shymkent. South-Kazakhstan State Medical Academy
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Kyrgyzstan

Conducting clinical trials on the territory of Kyrgyzstan requires an authorisation from
the Department of Medicines and Medicinal Devices Provision of the Ministry of Health
of the Republic of Kyrgyzstan.

There are several articles in the local media stating that in real-life settings clinical trials
are not conducted due to a lacking regulatory framework. In 2018-2019 there were
announcements about planned renewal of the laws regulating CTs; however, no
additional data regarding it was found in the public domain?®. The new procedure,
according to the media, has been developed based on the rules set by the Eurasian
Economic Committee, dated February 12, 2016 (No. 29)** and November 3, 2016 (No.
79)>. It is likely that in the future Kyrgyzstan will follow the procedures in accordance
with the rules of the common market of the Eurasian Economic Union (EEU).

Kyrgyzstan has officially joined the Agreement on Uniform Principles and Rules for the
Circulation of Medicines within the Eurasian Economic Union (EEU), dated December
23, 2014%. The EEU regulatory framework has specific norms dedicated to the Good
Clinical Practice of the EEU (Decision No. 79 of Council of the Eurasian Economic
Commission “On approval of the Rules of Good Clinical Practice of the Eurasian
Economic Union”), Good Laboratory Practice of the EEU (Decision No. 81 of Council
of the Eurasian Economic Commission), Rules for Conducting Clinical Trials of
Biological Drugs (Decision No. 89 of Council of the Eurasian Economic Commission).

Other relevant Decisions and Recommendations on the level of the Eurasian Economic
Union include:
- Decision No.78 of November 3, 2016 “On rules for registration and expertise of
drug products for medical use”;
- Decision No 85 of November 3, 2016 “On approving rules for bioequivalence
tests of drugs products in the Eurasian Economic Union”, as amended September
4, 2020;

23 https://www.aipm.kz/ru/novosti-i-sobytiya/1364-v-kyrgyzstane-obsuzhdaetsya-proekt-novykh-pravil-
provedeniya-klinicheskikh-issledovanij.html

24 http://www.eurasiancommission.org/ru/act/texnreg/deptexrea/MD/Pages/medical devices.aspx
25 http://base.garant.ru/71546282/
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Decision No 202 of November 26, 2019 “On approving guidelines for pre-clinical
safety trials with the purpose of conducting clinical trials and registering drug
products”;

Decision No 87 of November 3, 2016 “On approving rules for good
pharmacological vigilance practice of the Eurasian Economic Union”;
Recommendation No 42 of December 17, 2019 “On guidelines for selecting not
studied drug products with the purpose of conducting clinical trials”;
Recommendation No 19 of November 3, 2020 “On applying principles of
biostatistics in clinical trials of drug products”;

Recommendation of the Commission No 11 of July 17, 2018 “On guidelines for
general issues related to conducting clinical trials”;

Recommendation No 25 of September 2, 2019 “Guidelines for pre-clinical and
clinical studies of fixed-dose combinations of drug products”.

The full texts of these documents can be found online on the website of the Eurasian
Commission?. The national regulatory framework shall be ultimately brought in
compliance with the requirements of the EEU.

The clinicaltrials.gov website contains 39 entries (accessed November 2020) related to
clinical trials in Kyrgyzstan (either active or completed), of which at least two are related
to TB (one conducted in Bishkek, the other one in Kara-Suu, Osh Region).

National Laws

1. The Law of the Republic of Kyrgyzstan "On Medicine Circulation" No.165 dated

02.08.2017, as updated May 03, 2018; August 25, 2020.
Orders

1. Order of the Ministry of Health of the Republic of Kyrgyzstan dated July 25,
2008 No.386 "On Converting the Bioethics Committee under the
Pharmacological Committee of the Department of the Medicines and Medicinal
Devices Provision into the Bioethics Committee under the Ministry of Health of
the Republic of Kyrgyzstan"

2. Order of the Ministry of Health of the Republic of Kyrgyzstan dated June 09,

2011 No.2850 on implementation of Resolution of the Government of the
Republic of Kyrgyzstan dated April 06, 2011 No.137 "On approval of the
Technical Regulations "On Safety of Medicines for Human Use"

27 http://www.eurasiancommission.org/ru/act/texnreg/deptexrea/LS1/Pages/drug products.aspx
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3. Order of the Ministry of Health of the Republic of Kyrgyzstan dated April 11,
2017 No.302 on approval of “Regulation on the accreditation of healthcare
organizations conducting clinical trials of medicines in the Republic of
Kyrgyzstan”, as updated June 01, 2020.

Government Resolutions
1. The Resolution of the Government of the Republic of Kyrgyzstan "On approval
of the Technical Regulations "On Safety of Medicines for Human Use", dated
April 06, 2011 No.137, as updated March 15, 2017; July 05, 2018; August 28,
2018; December 06, 2018.

National Standard
1. The Standard of the Republic of Kyrgyzstan "Medicinal Products. Rules for
Conducting Clinical Trials", dated 16.09.2010

List of Potential Clinical Trial Sites

Based on literature review and interviews with local experts, as well as analysis of the
clinicaltrials.gov website, the following potential clinical trials centres and contract
research organisations with a capacity of carrying out research in the field of HIV, viral
hepatitis and TB have been identified:

1. Bishkek. Kyrgyz National Research Centre for Tuberculosis (National Center of
Phthisiatry), Bishkek, ul. Akhtunbaeva, 90-A, tel: +996 (312)470924, +996
(312)470925; https://www.facebook.com/TBinKG/

2. Bishkek. National Centre under the Ministry of Health of Kyrgyzstan

3. Bishkek. Republican Dermatology Clinic

4. Bishkek. Republican Infectious Disease Clinic, Bishkek, ul.Tolstogo, 70,
rki1961@ktnet.kg tel: +996 312 59 00 53

5. Bishkek. Republican Pediatric Clinic, Bishkek, Akhtunbaeva, 190, tel: +996 (312)
48-42-33

6. Bishkek. City Clinical Hospital #6, Bishkek, ul. Dzhantosheva, 117, tel: +996
(312) 57-09-76, +996 (312) 57-09-75

7. Bishkek. City Clinical Hospital #1, Bishkek, ul. Fuchika, 15, tel: +996 (312) 64-45-
09

8. Bishkek. MedExpert https://medexpert.group/ Address: st. Turusbekova, b.
109/3, of. 302, Telephone: +996 777 25 00 11, E-mail: info@medexpert.group

9. Kara Suu (Osh Region). Kara Suu District Tuberculosis Hospital.
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10.0Osh. Osh Clinical Hospital, incl. Osh Pediatric Clinical Hospital, Osh, ul.
Verkhne-Uvamskaya, 10, tel: +996 (3222) 55852.
11.0sh. Osh Oblast Tuberculosis Hospital.

31



Clinical Trial Sites

in Eastern Europe and Central Asia
HIV, Viral Hepatitis, Tuberculosis
Brief Landscape Review

Moldova

To perform a CT in Moldova, a specific approval must first be obtained from the Ministry
of Health. The body responsible for granting these approvals is the Medicines and
Medical Devices Agency?®, that was established in 2005 and is responsible for regulating
the clinical trial field. All the CTs must also be approved by the Ethics Committee
established in 2016.

The centre should comply with national GCP standards. Accreditation of CT centres is
required; also, a specific approval for importation of medicines must be obtained. It is
not obligatory to include the CT into the national list of CTs.

All the documentation related to regulating the field of clinical trials, including
templates for applications, is available at the website of the Medicines and Medical
Devices Agency.

As of November 2020, the list of CTs in Moldova (also available at the website of the
Medicines and Medical Devices Agency®) included 126 CTs at different phases. These
include at least several trials of drugs for treating HCV, HBV and MDR and XDR-TB.

The clinicaltrials.gov website contains 213 entries related to clinical trials in Moldova,
either active or completed (website accessed November 2020). At least several of them
are related to HIV, viral hepatitis, or TB.

Moldova was among the first countries in the region of Eastern Europe and Central Asia
to initiate a study of pre-exposure prevention of HIV as part of a demonstration
project®®, which is an indication of the country’s potential capacity to conduct clinical
trials in this field.

National Laws

1. The Law of the Republic of Moldova "On Pharmaceutical Activities" No.1456-
Xl dated May 25, 1993, as updated January 2, 1998; December 24, 1998;
March 13, 2003; July 24, 2003; February 19, 2004; Mach 16, 2007; April 01,
20011; March 03, 2012; June 14, 2013; July 30, 2015, September 23, 2016;

28 https://amdm.gov.md/en/about-us
29 https://amdm.gov.md/ro/actele-necesare-privind

30 https://www.aidsmap.com/news/mar-2020/supporting-prep-eastern-europe-and-central-asia
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April 06, 2017; July 20, 2017; Jul 21,2017, September 21, 2017; December 15,
2017, February 23, 2018; May 24,2018; July 05, 2018; July 7, 2018; November
30, 2018.

2. The Law of the Republic of Moldova "On Medicines" No.1409-XIll, dated
December 17, 1997, as updated March 13, 2003, July 21, 2005; March 16,
2007; April 01, 2011; March 06, 2012; June 14, 2013; April 03, 2015; April 06,
2017; July 21, 2017, September 21, 2017; February 23, 2018; May 24, 2018;
July 05, 2018; July 27, 2018; November 08, 2018; November 30, 2018.

3. The Law of the Republic of Moldova dated October 27, 2005 No.263-XVI "On
Patient Rights and Responsibilities", as updated February 14,2008; December
14, 2007; May 16, 2008; July 31, 2015; July 20, 2017; July 21, 2017; May 24,
2018; July 27, 2018; November 08, 2018.

Government Resolutions

1. The Resolution of the Government of the Republic of Moldova No.424, dated
June 09, 2014 "On the draft law on making amendments and supplements to
certain legislative acts"

2. The Resolution of the Government of the Republic of Moldova No.5, dated
January 18, 2016 "On National Committee for Clinical Trials Ethic Expertise"

3. The Resolution of the Government of the Republic of Moldova dated January
23,2013 No.71 "On approval of the Regulations on organization, functioning,
framework and limit headcount of the staff of the Agency for medicines and
medicinal products"”, as updated January 18, 2016; October 10, 2016;
September 06, 2017; November 21, 2017; March 12, 2018

Orders

1. The Order of the Ministry of Health and Social Development of the Republic of
Moldova No.309 dated 26.03.2013 "On approval of the Rules of the Food
Manufacturing Practice (GMP) for medicines intended for human use"

2. The Order of the Ministry of Health and Social Development of the Republic of
Moldova No.10 dated 14.01.2001 "On the procedure for conducting medicines
clinical trials in the Republic of Moldova"

3. The Order of the Ministry of Health and Social Development of the Republic of
Moldova No.22 dated 12.01.2006 "On amendments to Order of the Ministry of
Health of the Republic of Moldova No.10 dated 14.01.2001 "On the procedure
for conducting clinical trials of medicines in the Republic of Moldova"

4. The Order of the Ministry of Health and Social Development of the Republic of
Moldova No.382 dated February 15, 2002 "On approval of the Guidelines for
the medicines registration procedure in the Republic of Moldova", as updated
February 05, 2010.

33


http://amed.md/tc_userfiles/file/Legislatie/Ordine MS/Ord_ MS nr_ 309 din 26_03_2013 rus.pdf
http://amed.md/tc_userfiles/file/Legislatie/Ordine MS/Ord_ MS nr_ 309 din 26_03_2013 rus.pdf
http://www.amed.md/ordinrus22.pdf
http://www.amed.md/ordinrus22.pdf

5.

Clinical Trial Sites

in Eastern Europe and Central Asia
HIV, Viral Hepatitis, Tuberculosis
Brief Landscape Review

The Order of the Ministry of Health and Social Development of the Republic of
Moldova No.739 dated 23.07.2012 "On authorization of the medicines for
human use and approval of the post-marketing changes"”, as updated
November 27, 2015.

6. The Order of the Ministry of Health and Social Development of the Republic of

Moldova No.358 dated May 12, 2017 On the approval of the Regulation on the
pharmacovigilance activities implementation

List of Potential Clinical Trial Sites

Based on literature review and interviews with local experts, the following clinical trials
centres or organisations which can have information about such centres have been

identified:

8.

9.

. Chisinau. Republican Clinical Hospital named after Timofei Mosneaga,

http://scr.md/page/ro-contacte-38
Chisinau. Arensia (phase | Clinical Trial Unit) http://www.arensia-em.md/

Chisinau. Infectious Clinical Hospital ( n.a. Toma Ciorba)
Chisinau. Testemitanu State University of Medicine and Pharmacy, Chisinau,

Republic of Moldova

Chisinau. Public Medical Sanitary Institution Institute of Phtysiopneumology

"Chiril Draganiuc" , MDR TB dept No.1 http://www.ifp.asm.md/en

Chisinau. Ministry of Health Hospital

Chisinau. Institute of Cardiology, http://www.asm.md/?go=membrii-

colectivi&list=1&n=2&m=14&new lanquage=1

Chisinau. National Scientific and Practical Centre in Emergency Medicine
Chisinau. Institute of Neurology and Neurosurgery, http://inn.md/

10. Chisinau. Scientific Research Institute of Mother and Child,

http://www.asm.md/?go=membrii-

colectivi&list=1&n=2&m=15&new lanquage=1

11.Chisinau. Psychiatric Hospital, Municipal Clinical Hospital No.1
12.Chisinau. “Trinity”, Municipal Clinical Hospital No.3
13.Chisinau. “Medpark”, International Hospital,

http://www.medpark.md/en/contact
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Russia

In order to register a drug in Russia, clinical trials to demonstrate safety and efficacy of
that drug must be performed on the territory of the Russian Federation (Article 18 of
the Federal Law No.61 “On Circulation of Medicines” as amended July 13, 2015%); in
case of orphan diseases (direct translation), results of clinical trials performed outside
Russia can also be considered as a basis for registration. Order No.200H of April 01,
2016 stipulates the rules for performing clinical trials based on good clinical practice®.
According to Federal Law No.61, it used to be mandatory for clinical trial sites to get
accredited by the respective federal institution based on the rules set by the
Government of Russia in Decree No.683 of September 3, 2010%. It is important to note,
however, that starting from January 1, 2020, it will no longer be obligatory, and Decree
No.683 shall no longer be applied*.

In 2012, a comparative analysis of differences between the EU and RF legislation was
conducted; the results are available online:
http://ec.europa.eu/health/files/international/report clinical-trials sept2012.pdf

According to the Russian legislation currently in force, a report on the clinical trial results
should be submitted to the Ministry of Health within three months after the completion
of the study (part 11 of article 40 of the Federal Law of 12.04.2010 N 61-FZ " On
Circulation of Medicines "). When it comes to studies applied for starting from
September 4, 2016, these should meet comprehensive requirements for the final report.
These requirements correspond to the international standards as set by ICH E3 (art. 9
of Good Clinical Practice Rules, approved by the Ministry of Health, Order of April 1,
2016 No.200H). However, it has been argued that such report meeting the ICH E3
requirements cannot be prepared within three months; another critical point is that this
report cannot be based on the conclusions of medical organisations®.

In order to initiate a CT in Russia, a special approval must be obtained from the Ministry
of Health; more specifically, this approval is issued on the basis of the assessment carried
out by the National Centre for Expertise of Products for Medicinal Use. This organisation

3 https://roszdravnadzor.gov.ru/spec/drugs/controllslp/documents/12400 (Russian Language only)

32 https://roszdravnadzor.gov.ru/spec/drugs/controllslp/documents/33292

33 http://base.garant.ru/12178533/#ixzz6bSCXK8mR
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35 http://acto-russia.org/index.php?option=com content&task=view&id=379
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has on several occasions been criticised by the Association of Clinical Trial Organizations
due to the fact that several multinational CTs, including those in the field of HIV and
HCV, did not receive the needed approval on unclear grounds.

Russia is part of the Agreement on Uniform Principles and Rules for the Circulation of
Medicines within the Eurasian Economic Union (EEU), dated December 23, 20143¢. The
EEU regulatory framework has specific norms dedicated to the Good Clinical Practice
of the EEU (Decision No. 79 of Council of the Eurasian Economic Commission “On
approval of the Rules of Good Clinical Practice of the Eurasian Economic Union”),
Good Laboratory Practice of the EEU (Decision No. 81 of Council of the Eurasian
Economic Commission), Rules for Conducting Clinical Trials of Biological Drugs
(Decision No. 89 of Council of the Eurasian Economic Commission).

Other relevant Decisions and Recommendations on the level of the Eurasian Economic
Union include:

- Decision No.78 of November 3, 2016 “On rules for registration and expertise of
drug products for medical use”;

- Decision No 85 of November 3, 2016 “On approving rules for bioequivalence
tests of drugs products in the Eurasian Economic Union”, as amended September
4, 2020;

- Decision No 202 of November 26, 2019 “On approving guidelines for pre-clinical
safety trials with the purpose of conducting clinical trials and registering drug
products”;

- Decision No 87 of November 3, 2016 "“On approving rules for good
pharmacological vigilance practice of the Eurasian Economic Union”;

- Recommendation No 42 of December 17, 2019 “On guidelines for selecting not
studied drug products with the purpose of conducting clinical trials”;

- Recommendation No 19 of November 3, 2020 “On applying principles of
biostatistics in clinical trials of drug products”;

- Recommendation of the Commission No 11 of July 17, 2018 “On guidelines for
general issues related to conducting clinical trials”;

-  Recommendation No 25 of September 2, 2019 “Guidelines for pre-clinical and
clinical studies of fixed-dose combinations of drug products”.

36
http://www.eurasiancommission.org/ru/act/texnreg/deptexreg/konsultComitet/Documents/Sogl LS Ito

g.pdf
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The full texts of these documents can be found online on the website of the Eurasian
Commission®’. The national regulatory framework shall be ultimately brought in
compliance with the requirements of the EEU.

The clinicaltrials.gov website contains 5201 entries related to clinical trials in Russia,
either active or completed (website accessed November 2020). Russia ranks first in
terms of the absolute number of trials among the project countries. At least several of
the entries are related to HIV, viral hepatitis, or TB.

Below follows a list of laws and norms regulating the field of clinical trials in Russia
(database accessed October 2020):

Federal Laws
1. Federal Law as of 12.04.2010 No.61-FZ "On Circulation of Medicines".
http://base.garant.ru/12174909/
2. Tax Code of the Russian Federation (certain provisions), stipulating the sum of
duties to be paid http://base.garant.ru/10900200/
3. Federal Law dated November 21, 2011 N 323-FZ "On the Basics of Healthcare
in Russia” (certain provisions) http://base.garant.ru/12191967/

Government Resolutions

1. The Resolution of the Russian Federation Government of September 29, 2010 N
771 “On the order of medicines import into the Russian Federation”, as updated
June 03, 2011: December 05, 2011; September 04, 2012; October 15, 2014;
December 28, 2016; http://base.garant.ru/12179210/

2. The Resolution of the Russian Federation Government of September 13, 2010 N
714 "On approval of standard rules of mandatory life and health insurance of a
person participating in clinical studies of a drug product”, as updated September
04, 2012; October 15, 2014;
http://www.consultant.ru/document/cons doc LAW 104843/

3. The Resolution of the Russian Federation Government of September 3, 2010 N
673 "On approval of Rules of import into the Russian Federation and export out
of the Russian Federation of biological materials obtained during clinical studies
of a medical drug product”, as updated December 05, 2011; September 04,
2012; October 15, 2014, http://base.garant.ru/12178570/#ixzz6bSC2Vtad

37 http://www.eurasiancommission.org/ru/act/texnreg/deptexrea/LS1/Pages/drug products.aspx

37


http://base.garant.ru/12174909/
http://base.garant.ru/10900200/
http://base.garant.ru/12191967/
http://base.garant.ru/12179210/
http://www.consultant.ru/document/cons_doc_LAW_104843/
http://base.garant.ru/12178570/#ixzz6bSC2Vta4

Clinical Trial Sites

in Eastern Europe and Central Asia
HIV, Viral Hepatitis, Tuberculosis
Brief Landscape Review

The Resolution of the Russian Federation Government of September 3, 2010 N
683 "On approval of Rules of medical institutions accreditation to carry out
clinical studies of medical drug products”, as updated December 05, 2011;
September 04, 2012. http://base.garant.ru/12178533/#ixzz6bSCXK8mR (NOTE:
loses validity starting from January 1, 2021)

The Government Decree of September 15, 2008 N 688 “On approval of lists of
codes of medical goods liable to the value added tax on the tax rate of 10
percent”, as updated December 8, 2010; February 06, 2012; October 11, 2012;
r., February 26 2014, August 28, 2014; June 30, 2015; January 23, 2018; Mach
20, 2018; October 21, 2019; February 06,
2020; http://base.garant.ru/12162374/#ixzz6bSCyhEJp

Ministry of Health and Social Development of Russia Order N703H of August 23,
2010 “On approval of a form of the message of completion, suspension or
termination of a clinical study of a medical drug product”;
http://base.garant.ru/12178738/

Ministry of Health and Social Development of Russia Order N748 of August 26,
2010 "On approval of the issuance of authorization to conduct a clinical study of
a medical drug product” (in the wording of the Russian Federation Ministry of
Health Order March 13, 2015 N111H); https://minzdrav.gov.ru/documents/7481-
prikaz-minzdravsotsrazvitiya-rossii-748-ot-26-avugusta-2010-g

Ministry of Health and Social Development of Russia Order N753H of August 26,
2010 "“On approval of the procedure for organizing and conducting an ethical
review of the possibility of a clinical study of a medical drug product and form of
conclusion of the Board of Ethics”
http://ivo.garant.ru/#/document/12178437/paragraph/1:0

Ministry of Health and Social Development of Russia Order N775H of August 31,
2010 “On approval of the procedure to consider a report of the need for changes

|Il

in the medical drug product clinical studies protoco
https://roszdravnadzor.gov.ru/spec/drugs/controllslp/documents/153

10. Ministry of Health and Social Development of Russia Order N951H of November

11

02, 2010 “On approval of the register of permits issued (decisions to refuse to
issue permits) to import into the Russian Federation and export from the Russian
Federation of the biological materials (samples of biological fluids, tissues,
secretions and excreta, physiological and pathological secretions, swabs,
scrapings, microorganisms, biopsies) obtained from clinical studies of medical
drugs” http://base.garant.ru/12180854/

.Ministry of Health and Social Development of the Russian Federation Order N¢

751H of August 26, 2010 “On rules for maintaining the register of investigators
conducting clinical trials of medical drugs and the procedure for posting it on the
official website of the Ministry on the Internet” http://base.garant.ru/4190946/
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12.Ministry of Health and Social Development of the Russian Federation Order N2
752H of August 26, 2010 “On approval of the procedure for publishing and
posting on the website of the Ministry of Health and Social Development of the
Russian Federation on the Internet of the list of medical organizations entitled for

clinical trials conducting” https://minzdrav.gov.ru/documents/7477-prikaz-
minzdravsotsrazvitiya-rossii-752n-ot-26-avgusta-2010-g
13.Ministry of Health and Social Development of the Russian Federation Order N2

754n of August 26, 2010 “On approval of the procedure for maintaining,
publishing and posting on the official website on the Internet of the register of
clinical trial permission issued for clinical trial of medical drugs conducting”
https://minzdrav.gov.ru/en/documents/7490-prikaz-minzdravsotsrazvitiya-rossii-
754n-ot-26-avgusta-2010-g

14.Ministry of Health and Social Development of Russia Order N1091H of
September 29, 2011 “On approval of the Administrative Regulations of the

Federal Service on Surveillance in Healthcare and Social Development on
execution of a State function to monitor the conduct of pre-clinical studies of
medicines  and  clinical  studies of medical drug  products”
https://minzdrav.gov.ru/documents/6904-prikaz-minzdravsotsrazvitiya-rossii-n-
1091n-ot-29-sentyabrya-2011-g

15.Letter of the Federal Service for Surveillance in Healthcare and Social
Development No. 041-34/11 dated 27.01.2011

16.Resolution of the Government of the Russian Federation N2 393 of May 18, 2011
"On amendments to the standard rules for compulsory life and health insurance
of a patient participating in clinical trials of a medical drug"

https://legalacts.ru/doc/postanovlenie-pravitelstva-rf-ot-18052011-n-393/

17.Letter of Federal Service for Supervision in Healthcare N° 041-34/11 of January
27, 2011 “On pre-clinical study of medical drugs”
http://ivo.garant.ru/#/basesearch/04%D0%98-34(11:0

18.The Russian Federation Ministry of Health Order of August 29, 2012 N 1106-
Mp/12 on the annulment of the order of the Federal Service on Surveillance in
Healthcare and Social Development of August 17, 2007 N 2314-MP/07 “On the
Board of Ethics”

19.The Russian Federation Ministry of Health Order N986H of November 29, 2012
“On approval of the Regulations of the Board of Ethics”, as updated May 07,
2018; April 30, 2020; https://base.garant.ru/70315148/

20.The Russian Federation Ministry of Health Order N1359H of December 24, 2012
“On annulment of the Order of the RSFSR Ministry of Health of August 25, 1992
“On organization of departments of clinical tests of drug products with healthy

volunteers”
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https://labmgmu.ru/clrs order/obshhie-polozheniya/reglamentiruyushhie-
dokumenty/prikazy-mz/prikaz-minzdrava-rf-1359n-ot-24-12-2012-0-priznanii-
utrativshim-silu-prikaza-minzdravsotsrazvitiya-rf-ot-31-08-2010-774n-o-sovete-
po-e-tike/

21.The Russian Federation Ministry for Industry and Trade Order N 916 of June 14,
2013 "On the approval of the rules of Good Manufacturing Practice, as updated
December 18, 2015" http://base.garant.ru/70451198/#ixzz6bSSUtvGw

22.Attachment 13 to the Order of the Russian Industry and Trade Ministry of June
14, 2013 N916 (edited of December 18, 2015) “On approval of the Rules of Good
Manufacturing Practice, medical drug products for clinical studies”

23.The Russian Federation Ministry of Health Order of October 30, 2017 No. 878
“On the Board of Ethics”; http://base.garant.ru/71806572/#block 2

24.The Russian Federation Ministry of Health Order of April 1, 2016 No.200H “On
Approval of Good Clinical Practice Rules”
https://roszdravnadzor.gov.ru/spec/drugs/controllslp/documents/33292

25.The Russian Federation Ministry of Health Order of August 24, 2017 No. 558H
“On approval of the Rules for the examination of human medicinal products and

the specificity of the examination of certain types of human medicinal products
(reference medical drugs, generics, biological medicinal products, biosimilar
medicinal products (similar biological medicinal products), homeopathic
medicinal products, herbal medicinal products, medicinal products
combinations), forms of expert commission conclusions";
http://base.garant.ru/71835268/#ixzz6bSFwxY 3|

26.Federal Service for Surveillance in Healthcare and Social Development Order of
February 15. 2017 No. 1071 "“On approval of the procedures for
pharmacovigilance”
http://www.consultant.ru/document/cons doc LAW 214216/

27.The Russian Federation Ministry of Health Order of February 13, 2018 No. 67H
“On approval of the Administrative Regulations of the Russian Federation
Ministry of Health for the provision of state services for the accreditation of

medical organizations for the right to clinical trials conducting of human
medicinal product” https://base.garant.ru/71952258/
28. The Russian Federation Ministry of Health Order of January 19, 2018 No. 20H

“On approval of the Administrative Regulations of the Russian Federation
Ministry of Health for the provision of state services for a trial permit issuing to

conduct a  clinical trial of a human  medicinal product”
http://base.garant.ru/71918656/

29.The Russian Federation Ministry of Health Order of October 24, 2019 No. 880
“On amendments to the Administrative Regulations of the Russian Federation
Ministry of Health for the provision of state services for a trial permit issuing to
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conduct a clinical trial of a human medicinal product”, approved by order of the
Russian Federation Ministry of Health of No. 20n of January 19, 2018, and the
Administrative Regulations of the Russian Federation Ministry of Health for the
provision of state services for the accreditation of medical organizations for the
right to conduct clinical trials of human medical products, approved by order of
the Ministry of Health of the Russian Federation”, dated February 13, 2018 N
67n. https://normativ.kontur.ru/document?moduleld=1&documentld=355592
30.The Resolution of the Russian Federation Government of October 29, 2019 N
900H “On approval of Administrative Regulations of the Russian Federation
Ministry of Health for providing a state service of issuing of permits (approval

documents) for import into the Russian Federation and export out of the Russian
Federation of biological materials obtained during clinical studies of a human
medical products” http://www.consultant.ru/document/cons doc LAW

31.The Russian Federation Ministry of Health Order of April 30, 2020 No. 396H “On
amendments to the Regulation of the Council of Ethics, approved by The Russian
Federation Ministry of Health Order of November 29, 2012 No. 986H";
https://base.garant.ru/73993114/

32.Resolution of the Government of the Russian Federation No. 855 of June 13,
2020 (cancels mandatory accreditation of medical institutions for conducting
clinical trials)
http://www.consultant.ru/document/cons doc LAW 355035/4b7a61067adele
15734d6c51c943f7ef3610170¢/

National Standard
1. The Russian Federation National Standard GOST R 52379-2005 "Good
Clinical Practice”

List of Potential Clinical Trial Sites

The full list of medical institutions currently having accreditation by the Ministry of
Health is available at grls.rosminzdrav.ru (http://grls.rosminzdrav.ru/Ree orgCl2.aspx).
The full list contains over 1500 sites (database last accessed November 2020).

Below follows a list of accredited clinical trial sites related to the field of HIV, hepatitis
C and TB (based on the textual analysis of titles, analysis of several currently open trials
of HIV, HCV and TB drugs and interviews with experts, the list is not exhaustive):
1. Arkhangelsk. Arkhangelsk region State Budgetary Healthcare Institution
“Arkhangelsk Regional Clinic TB Dispensary”
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2. Arkhangelsk. State Budgetary Healthcare Institution “Centre for Prevention and
Control of AIDS and Infectious Diseases”; http://spid29.ru/

3. Barnaul. Limited Liability Company Multidisciplinary clinic Anturium (LLC MDC
Anturium)

4. Barnaul. State Healthcare Institution “Altai Territorial Centre for Prevention and
Control of AIDS and Infectious Diseases”, http://www.altaids.alt.ru/

5. Blagoveshchensk. Federal State Budgetary Scientific Institution “Far Eastern
Scientific Centre of Physiology and Pathology of the Breath”;
http://cfpd.amursu.ru/

6. Chelyabinsk. Chelyabinsk region State Budgetary Healthcare Institution
"Regional Centre for Prevention and Control of AIDS and Infectious Diseases";
http://xn--d1achwgkbn7a.xn--p1ai/index.php/kontakty

7. Gorno-Altaisk. Republic of Altai Budgetary Healthcare Institution “Centre for
Prevention and Control of AIDS and Infectious Diseases”,

8. Irkutsk. State Budgetary Healthcare Institution “Irkutsk Regional Centre for
Prevention and Control of AIDS and Infectious Diseases”; http://aids38.ru/

9. lzhevsk. Udmurt Republic Budgetary Healthcare Institution “Udmurt Republic
Centre for Prevention and Control of AIDS and Infectious Diseases”,;
http://spid18.ru/

10.Kaluga. Kaluga Region State Autonomous Institution “Kaluga Regional Centre
for Prevention and Control of AIDS and Infectious Diseases”; http://aids-
kaluga.ru/

11.Kazan. State Budgetary Healthcare Institution Republican Clinical TB dispensary.
http://rkpd.tatarstan.ru/

12.Kemerovo. Kemerovo Region State Budgetary Healthcare Institution
“Kemerovo Regional Centre for Prevention and Control of AIDS and Infectious
Diseases”; http://www.kemspid.ru/

13.Khabarovsk. Khabarovsk Territorial State Budgetary Healthcare Institution
“Centre for Prevention and Control of AIDS and Infectious Diseases” http://xn--
27-6kcqgta7arri.xn--plai/

14.Kirov. Kirov Region State Budgetary Healthcare Institution “Kirov Regional
Centre for Prevention and Control of AIDS and Infectious Diseases”,
http://www.aids43.ru/

15.Krasnodar. Clinical Centre for Prevention and Control of AIDS.
http://www.hivkuban.ru/

16.Krasnoyarsk Krai Centre for Prevention and Control of AIDS, http://aids.krsn.ru/

17.Lipetsk. State Healthcare Institution "Lipetsk Regional Centre for Prevention
and Control of AIDS and Infectious Diseases". http://www.aids48.ru/

18.Magadan. State Budgetary Healthcare Institution “Magadan Regional Centre
for Prevention and Control of AIDS and Infectious Diseases”
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19.Moscow. Joint Stock Company “Rosch - Moscow”,
http://www.roche.ru/home/about/contacts.html

20.Moscow. Technological company Infectex, Skolkovo

21.Moscow. Moscow Region State Public Healthcare Institution “Centre for

Prevention and Control of AIDS and Infectious Diseases”,
http://www.monikiweb.ru/

22.Moscow. City Clinical Hospital No 24, http://www.gkb-24.ru/

23. Moscow. Moscow Clinical Hospital for Infectious Diseases No.1,
http://www.mosgorzdrav.ru/ikb1

24.Moscow Clinical Hospital for Infectious Diseases No.2 http://xn---2-

b6kcd9arogfevc.xn--plai/
25.Moscow. Central Research Institute for Epidemiology, http://www.nkkdc.ru/
26.Moscow. First Moscow State Medical University named after .M. Sechenov,
http://www.mma.ru/en/

27.Moscow. Ambulance Research Institute named after N.V. Sklifosovskiy,
http://www.sklifos.ru/
28.Moscow. Federal Research Centre of Nutrition, Biotechnology and Food Safety,

http://www.ion.ru/
29.Moscow. Moscow Clinical Research Centre, http://mknc.ru/mknts/
30.Moscow. Central Clinical Hospital of the Russian Academy of Medical Sciences,

http://www.ckbran.ru/

31.Moscow. Federal State Budgetary Institution "Russian Academy of Medical
Sciences Central Scientific Research Institute of TB”; http://critub.ru/contacts/

32.Moscow. MedExpert https://medexpert.group/ Address: st. Avtozavodskaya, h.
23a, b. 2, of. 302, Telephone: +7 499 550 30 11, +7 968 550 31 11, E-mail:
info@medexpert.group

33.Moscow H-Clinic Infections Diseases Clinic. https://h-clinic.ru/services/

34.Nizhniy Novgorod. Nizhniy Novgorod Region State Budgetary Healthcare
Institution “Nizhniy Novgorod Regional Centre for Prevention and Control of
AIDS and Infectious Diseases”; http://antispidnn.ru/

35.Novosibirsk. Novosibirsk Region State Budgetary Healthcare Institution “Centre
for Prevention and Control of AIDS”. http://spidnso.ru/

36.Novosibirsk region. “Centre for Infectious Diseases” Limited Liability Company

37.0Orel. Orel Region Budgetary Healthcare Institution “Orel Regional Centre for

Prevention and Control of AIDS and Infectious Diseases”. http://aids-orel.ru/
38.Petropavlovsk-Kamchatskiy. State Budgetary Healthcare Institution “Kamchatka
Territorial Centre for Prevention and Control of AIDS and Infectious Diseases”

39.Petrozavodsk. Republic of Karelia State Budgetary Healthcare Institution
“Republican Centre for Prevention and Control of AIDS and Infectious
Diseases”. http://karelia-spid.ru/Kontakty/
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40.Samara. Samara Regional Centre for Prevention and Control of AIDS,
http://samaraspidcenter.ru/

41.Samara. Medical Company “Hepatologist”, http://www.hepatologi.ru/

42.Saratov. State Healthcare Institution “Saratov Regional Centre for Prevention

and Control of AIDS and Infectious Diseases”;
http://spid.medportal.saratov.gov.ru/about/

43.Smolensk. Smolensk Centre for Prevention and Control of AIDS.
http://www.spidsm.net/

44.Stavropol. Stavropol State Medical University. http://stgmu.ru/

45.5t. Petersburg. Clinical Hospital for Infectious Diseases named after S.P. Botkin.
http://botkinhosp.org/

46.St. Petersburg. Saint-Petersburg State Budgetary Scientific Institution “Centre
for Prevention and Control of AIDS and Infectious Diseases”, http://www.hiv-
spb.ru/

47.St. Petersburg. Military Medical Academy named after S.M.Kirov,
http://www.vmeda.org/

48.St. Petersburg. North-Western State Medical University named after L.I.
Mechnikov

49.St. Petersburg. Private research institution Biomedical Centre
http://www.biomed.spb.ru/

50.St. Petersburg. Federal State Budgetary Scientific Institution “Scientific
Research Institute of Influenza” Ministry of Health of the Russian,
http://www.influenza.spb.ru/en/

51.St. Petersburg. Federal State Budgetary Institution “Federal Bio-Medical
Agency Scientific Research Institute of Paediatric Infections”

52.5t. Petersburg. Republican Clinical Hospital for Infectious Diseases,
http://childhiv.ru/

53.St. Petersburg. Federal State Budgetary Institution “Saint-Petersburg Scientific
Research Institute of Phthisiopulmonology” Ministry of Health of the Russian
Federation. http://www.spbniif.ru/

54.Sverdlovsk Region. Sverdlovsk Region Clinical Hospital No. 1
http://www.okb1.ru/

55.Togliatti. Togliatti City Clinical Hospital No. 5.

56.Tyumen. ENDOS Consultancy and Diagnostics Centre. http://www.kdctmn.ru/

57.Vladimir. Vladimir Region State Budgetary Healthcare Institution “Centre of
Specialized Phthisiopulmonological Help”

58.Volgograd. State Public Healthcare Institution “Volgograd regional Centre for
Prevention and Control of AIDS and Infectious Diseases”.
http://aidsvolgograd.ru/
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59.Voronezh. Voronezh Region Budgetary Healthcare Institution “Voronezh
Regional Centre for Prevention and Control of AIDS”. http://voronezh-aids.ru/

60.Voronezh. Voronezh Region Public Healthcare Institution “Voronezh Regional
TB dispensary named after N.S. Pohvisneva

61.Yaroslavl. Yaroslavl Region State Budgetary Healthcare Institution “Regional
Clinical TB Hospital”

62.Yekaterinburg. Sverdlovsk Regional Centre for Prevention and Control of AIDS.
http://livehiv.ru/
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Tajikistan

Tajikistan has a law on medicines and pharmaceutical activity (latest revision May 17,
2018 Order No.1531). The law states that the Ministry of Health of Tajikistan is
responsible for controlling the field of clinical trials; organisations conducting clinical
trials are accountable to the Ministry of Health.

To initiate a clinical trial, the researcher must obtain a special approval from the Ministry.
Federal Service for Surveillance of Health Care and Social Protection of the Population
of the Republic of Tajikistan is responsible for inspecting the documents.

The list of centres accredited for conducting CTs has not been found in the public
domain; however, this list should be available at the Ministry of Health upon request.

The clinicaltrials.gov website contains 3 entries related to clinical trials in Tajikistan,
either active or completed (website accessed November 2020). None of the studies are
related to HIV, viral hepatitis, or tuberculosis.

Federal Laws
1. The Law of the Republic of Tajikistan dated 06.08.2001 No.39 "On Medicines
and Pharmaceutical Activity", as updated December 08, 2003, May 12, 2007,
June 18, 2008, July 03, 2012, May 17, 2018.
2. Code of Health of the Republic of Tajikistan dated May 30, 2017 No.1413

List of Potential Clinical Trial Sites

Based on literature review and interviews with experts, the following CT centres have
been identified:
1. Dushanbe. Republican Centre for Prevention and Control of AIDS,
http://www.nc-aids.tj/
2. Dushanbe. Ibn-Sino International Clinic

3. Dushanbe. Infectious Disease Clinic for Children
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Ukraine

The laws of Ukraine contain specific requirements for performing clinical trials in
accordance with the principles of good clinical practice that Ukraine accepted in 1996.
This is regulated by the “Medical Drug Products. Good Clinical Practice. ST-N Ukraine
Ministry of Health 42-7.0: 2008” Guidelines. The latest revision of the regulatory
framework in the field of clinical trials dates back to January 17, 2018 (On Conducting
Clinical Trials of Medicines and Approving the Amendments).

All the clinical trials should be registered by the State Expert Center of the Ministry of
Health of Ukraine®® and can be conducted only in centres authorised by the State Expert
Center. A clinical trial can be conducted in Ukraine only upon obtaining an approval of
the Ethics Commission®.

Starting from 2006, the list of the approved clinical trial centres has been published on
the official website of the State Expert Centre. However, in November 2020, this list
could not be found in the public domain.

Ukraine was among the first countries in the region of Eastern Europe and Central Asia
to initiate a study of pre-exposure prevention of HIV as part of a demonstration
project*, which is an indication of the country’s potential capacity to conduct clinical
trials in this field.

The clinicaltrials.gov website contains 2089 entries related to clinical trials in Ukraine,
either active or completed (website accessed November 2020); Ukraine ranks second in
terms of the absolute number of trials among the project countries. At least several of
the entries are related to HIV, viral hepatitis, or TB.

National Laws
1. Law of Ukraine “On Medicines” of May 7, 1996 N 123/96-BP, with updates.
2. Law of Ukraine (3611-17) of July 07, 2011 N 3611-VI which amended the Law
of Ukraine “Fundamentals of Healthcare Legislation”, with updates.
3. Law of Ukraine of May 12, 2011 N 3323-VI “On amendments to certain
legislative acts of Ukraine regarding clinical studies of medicines” which

38 https://www.dec.gov.ua/
39 https://crupp.org/ru/komissii-po-voprosam-etiki-v-ukraine/
40 https://www.aidsmap.com/news/mar-2020/supporting-prep-eastern-europe-and-central-asia
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amended Art. 281 of the Administrative Code of Ukraine and the Law of
Ukraine “On Medicines”, with updates.

Government Resolutions

1.

The procedure for conducting clinical studies of medical drug products and
examination of materials of the clinical studies (Ukraine Ministry of Health Order
dated January 17, 2018 N 84)

Orders

2.

Ukraine Ministry of Health Order dated August 15, 2016 N 835 On conducting
of clinical trials of medical drug products and approving the amendments.
Ukraine Ministry of Health Order dated January 17, 2018 N 84 On conducting
of clinical trials of medical drug products and approving the amendments.
Ukraine Ministry of Health Order of September 23, 2009 N 690 “On approval of
the Procedure for conducting clinical studies of medicines and examination of
the studies materials and Model Regulations for the Board of Ethics”, as
updated July 07, 2012, May 06, 2014, December 18, 2014, October 01, 2015.
Ukraine Ministry of Health Order dated December 27, 2006 N 898 On approval
of the Procedure for supervision of adverse reactions of approved medical drug
product drug products, as updated September 26, 2016

Ukraine Ministry of Health Order dated September 26, 2016 N 996 On approval
of the procedure for the implementation of pharmacovigilance.

Ukraine Ministry of Health Order N560 of August 11, 2006 with changes of
February 20, 2007 “On approval of the list of medical and preventive facilities
where medicines can be clinically tested”

Ukraine Ministry of Health Order dated April 26, 2011 N 237 On approval of
the Procedure for the import of unregistered medicines, reference samples,
reagents into the territory of Ukraine, as updated July 30, 2012; December 18,
2014; June 30, 2020.

Ukraine Ministry of Health Order of April 11, 2012 N 255 “On regulating the
ethical aspects of clinical studies of medicines”

National standards

1.

“Medical Drug Products. Good Clinical Practice. ST-N Ukraine Ministry of
Health 42-7.0: 2008" Guidelines.
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List of Potential Clinical Trial Sites

Below follows a list of CT centres identified through interviews with local experts and
analysing the list of CT centres available during the previous search.

Cherkasy Regional Clinic, Pulmonology

Chernigov Regional AIDS Clinic

Chernivtsy Regional Clinic No 3, Pulmonology

Chernivtsy Regional Clinic, Bukovina National Medical University of the Ministry

of Health of Ukraine, Gastroenterology

5. Dnipropetrovsk. Dnipropetrovsk Regional Clinic named after Mechnikov,
Pulmonology, Infectious Diseases, http://www.mechnikova.com/,
+380562473616

6. Dnipropetrovsk. Dnipropetrovsk City Clinic No.21 named after Professor
Popkova, Dnepr, ul. Kanatnaya, 17, +380567706849

7. Dnipropetrovsk. Dnipropetrovsk Medical Academy under the Ministry of Health
of Ukraine, Infectious Diseases, http://www.dpsmu.com/, 9, Dzerzhinskiy Street,
Dnipropetrovsk, Ukraine

8. lvano-Frankivsk Regional Pthisiopulmonology Centre, lvano-Frankivsk National
Medical University

9. Kharkiv National Institute of Therapy named after L.T. Malaya of the National
Academy of Medical Sciences of Ukraine, liver diseases

10.Kharkiv Institute of Dermatology and Venereology of the National Academy of
Medical Sciences of Ukraine

11.Kremunchug, City Clinic No 1 named after Bogaevskiy, Pulmonology

12.Kyiv, Republican Clinic under the Ministry of Health, National Medical University
named after O.O. Bogomolets, Gastroenterology

13.Kyiv, Red Star Central Military Clinic, Gastroenterology,
http://healthyfuture.com.ua/news/glavnyy-voyenno-meditsinskiy-klinicheskiy-
gospital-ordena-krasnoy-zvezdy.html

14.Kyiv. Kyiv City Clinic No 5, Infectious Diseases, http://kmkl5.org.ua

15.Kyiv. South-West Railway Clinic No 2, KYIV, Pulmonology,
http://www.dkl2.kiev.ua/en

16.Kyiv, City Tuberculosis Clinic No 1, Kyiv Medical University of the Kyiv
Association of Complementary Medicine

17.Kyiv. National Institute of Phthisiology and Pulmonology named after
F.G.Yanovskiy of the National Academy of Medical Sciences

18.Kyiv City AIDS Clinic, http://www.kmcs.org.ua/

19.Kyiv. Arensia (phase | Clinical Trial Centre) http://www.arensia-em.com/phase-1-

units/

wn =
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20.Kyiv OCT https://oct-clinicaltrials.com/rus/contacts/ukr Address bul. Lesy
Ukrainki, b. 34 of. 207 Telephone: +38 (044) 281 02 01, +38 (044) 285 96 10 E-
mail: ukraine@oct-clinicaltrials.com

21.Kyiv. Patern Ltd. http://regulatory.com.ua/ Address st. M. Grushevskogo, h.
28/2, of. 15. Telephone: +38 (044) 228 78 19, E-mail:, info@regulatory.com.ua

22.Lutsk, Volyn' Regional Clinic, Pulmonology

23.Lviv Regional Clinical Centre of Pthisiopulmonology

24.Lviv, City Public Clinic No 5, Pulmonology

25.0desa Regional AIDS Clinic

26.Sumy. Sumy Regional Clinic, Sumy Medical Institute of the Sumy National
University, Pulmonology

27.Ternopyl University Clinic, Ternopyl National Medical Academy named after L.Y.
Gorbachevskiy

28.Vinnitsa. Vinnitsa Central District Clinic, Vinnitsa National Medical University
named after M.I.Pirogov, 21000, Vinnitsa Region, Vinnitsa, Pirogov str, 46,
+380675037465, +380936827384, +380432353273

29.Vinnitsa. Vinnitsa City Clinic No 1, Vinnitsa National Medical University named
after M.1.Pirogov, infectious diseases, 21100, Vinnitsa Region, Vinnitsa,
Khmelnitskoe Shosse, 92, +380432446531, +380432511233, +380432511231

30.Vinnitsa. Vinnitsa Regional Clinic named after M.I. Pirogov, gastroenterology

31.Vinnitsa, Interregional Clinical and Diagnostics Centre “Health Clinic”, liver
diseases

32.Zaporizhzhya City Clinic No 6, Gastroenterology

33.Zaporizhzhya Regional Clinic, Pulmonology

34.Zaporizhzhya Regional AIDS Clinic, Zapirozhzhya Medical Academy of
Postgraduate Education under the Ministry of Health
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Uzbekistan

Summary

The rules for conducting clinical trials in the Republic of Uzbekistan are defined in
Appendix No. 1 to the Order of the Ministry of Health of the Republic of Uzbekistan
dated 25.07.2001 No.334: Instructions for Clinical Trials of Medical Drug Products and
Examination of Test Materials (its full text is available on the official internet site of the
Ministry of Health of the Republic of Uzbekistan*!). No information about whether this
document has been revised has been found in the public domain.

It is stated that the document is developed in accordance with Articles 10 and 11 of the
Law of the Republic of Uzbekistan "On Medicines and Pharmaceutical Activities" and
taking into account the norms applied in the international practice, such as the ICH /
GCP rules, the Declaration of Helsinki (1964), and EU clinical trial regulation.

The clinicaltrials.gov website contains 26 entries related to clinical trials in Uzbekistan,
either active or completed (website accessed November 2020). At least four of them
are related to MDR-TB or XDR-TB.

National Laws
1. The Law of the Republic of Uzbekistan of 25.04.1997 No.415-1 "On Medicines
and Pharmaceutical Activity", with updates.

Orders

2. Order of the Ministry of Health of the Republic of Uzbekistan dated
08.05.2009 No.26 "On the procedures for ordering trials to assess efficiency
and clinical trials of biologically active food additives", with updates.

3. Order of the Ministry of Health of the Republic of Uzbekistan dated
03.08.1998 "The procedure for expertise, clinical trials, registration, and re-
registration of medicines and substances manufactured in CIS and other
foreign countries", with updates.

41
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4. Order of the Ministry of Health of the Republic of Uzbekistan dated
25.07.2001 No.334 "The Guidelines for conducting medicines clinical trials
and trials materials expertise", with updates.

Government Resolutions

1.

Resolution of cabinet of ministers of the Republic of Uzbekistan dated
March 23, 2018 No.213 On approval of the regulations on the order of
state registration of drugs, medical devices and medical equipment and
issuance of the registration certificate.

Resolution of the President of the Republic of Uzbekistan dated February
14, 2018 No. MMN-3532 About additional measures for accelerated
development of the pharmaceutical industry

Resolution of the President of the Republic of Uzbekistan dated August 2,
2018 No. MMN-3894 On measures for implementing an innovative model of
healthcare management in the Republic of Uzbekistan

Resolution of the President of the Republic of Uzbekistan dated December
07, 2018 No. MMN-4055 On measures to organize the activities of the
Ministry of Health of the Republic of Uzbekistan

Resolution of cabinet of ministers of the Republic of Uzbekistan dated
October 27, 2018 No. 365 On approval of the general technical regulation
on the safety of Medical drug products

Presidential decree of the Republic of Uzbekistan dated April 10, 2019 No.
YMN-5707 On further measures for accelerated development of the
pharmaceutical industry of the republic in 2019 — 2021, with updates.
Resolution of cabinet of ministers of the Republic of Uzbekistan dated
September 18, 2019 No. 788 About additional measures for implementing
good practice (GXP) in the pharmaceutical industry

List of Potential Clinical Trial Sites

According to the public sources available*? and interviews with experts, the following
potential clinical trial sites are based in the country:
1. Tashkent: Republican Specialized Scientific and Practical Medical Centre of
Obstetrics and Gynecology, http://www.akusherstvo.uz, 132-a, Mirzo-Ulugbek
street, Mirzo-Ulugbek district, Tashkent

“?http://www.uzpharmsanoat.uz/ru/concern/%D0%BE-%D0%BA%D0%BE%D0%BD%D 1%86%D0%B5%D1%80%D0%BD%D0%B5
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Tashkent: Republican Specialized Scientific and Practical Medical Centre of
Pediatrics, http://pediatriya.uz/?lang=en, 100179,Chimbay str. 2, Talant-3,
Almazar district, Tashkent.

Tashkent: Republican Specialized Scientific and Practical Medical Centre of
Therapy and Rehabilitation, no website available, 4, Osiyo street, Yunusabad
district, 100084, tel: +998 (71) 234-33-21/+998 (71)234-69-14

Tashkent: Republican Specialized Scientific and Practical Medical Centre of
Phthisiology and Pulmonology, no website available, 1, Alimov street,
Shaykhantaur district, 100086, tel: +998 (71) 278-04-70 / +998 (71) 278-15-28,
email: info.rsnpmc_fip@minzdrav.uz

. Tashkent: Republican Specialized Scientific and Practical Medical Centre of

Endocrinology, no web site available, 56, Mirzo-Ulugbek avenue, Mirzo-
Ulugbek district, 100125, tel: +998 (71) 262-27-02 / +998 (71) 262-25-53 / +998
(71) 262-23-68

Tashkent. Republican Centre for AIDS Control, http://www.spid.uz/

Tashkent. Republican Tuberculosis Hospital No. 2, Mirzo-Ulugbek District.
Tashkent. MedExpert https://medexpert.group/ Address: st. T. Malika, b. 146,
business center “Techno Plaza”, of. 217, Telephone: +998 93 550 30 11, E-mail:
info@medexpert.group
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About the European AIDS Treatment Group:

The European AIDS Treatment Group (EATG) is a patient-led NGO that
advocates for the rights and interests of people living with or affected by
HIV/ AIDS and related co-infections within the WHO Europe region.
Founded in 1992, the EATG is a network of more than 170 members from
47 countries in Europe. Our members are PLHIV and representatives of
different communities affected by HIV/AIDS and co-infections. EATG
represents the diversity of more than 2.3 million people living with HIV
(PLHIV) in Europe as well as those affected by HIV/AIDS and co-infections.

For more information, please visit www.eatg.org
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OTHOLUEHWNU UCMOJSIb30BaHUA MHIIMB6UTOpPOB
UHTerpasbl

1. XanKunH






KanHuyeckune ncnbiTaHnAa pekomeHaosBaHHbIX INSTI ana
nepsou IMUHUN Tepanuu

UccnhepoBaHue INSTI Pexkum Komnapartop Hep, Pe3ynbrar

GS-148911 BIC/FTC/TAF DTG/3TC/ABC 96 Noninferior
GS-1490!2! BIC/FTC/TAF DTG + FTC/TAF 96 Noninferior
SINGLE(! DTG + 3TC/ABC EFV/FTC/TDF 144 Favors INSTI
FLAMINGO!! DTG + 2 NRTIs DRV + RTV + 2 NRTIs 96 Favors INSTI
SPRING-2b] DTG + 2 NRTIs RAL + 2 NRTIs 96 Noninferior
ARIAL®] DTG/3TC/ABC ATV + RTV + FTC/TDF 48 Favors INSTI
GEMINI-1/207] DTG + 3TC DTG + FTC/TDF 96 Noninferior
ACTG A525718! RAL + FTC/TDF ATV or DRV + RTV + FTC/TDF 96 Favors INSTI
STARTMRK! RAL + FTC/TDF EFV + FTC/TDF 240 Favors INSTI

1. Wohl. Lancet HIV. 2019;6:e355. 2. Stellbrink. Lancet HIV. 2019;6:e364. 3. Walmsley. JAIDS. 2015;70:515.
4. Molina. Lancet HIV. 2015;2:e127. 5. Raffi. Lancet Infect Dis. 2013;13:927. 6. Orrell. Lancet HIV. 2017;4:e536.
7. Cahn. JAIDS. 2020;83:310. 8. Lennox. Ann Intern Med. 2014;161:461. 9. Rockstroh. JAIDS. 2013;63:77.




INSTI B cpaBHeHUK ¢ bycTupoBaHHbIMU U1 B KayecTse
nepson AnHnmn APT

CuTyauum, B KOTOPbIX MOXKHO Mpobnembl, cBA3aHHbIE C
paccMmaTpuBaTb CXembl C YCUNNEHHbIM ucnonobsosaHuem UM

nUn
* JleKapcTBeHHble B3auMoOencTBusa

= Ecnm APT HavaTa 40 nosyyeHumA

AaHHbIX O PE3NUCTEHTHOCTU * HenepeHocumocTb KKT
" [Ipn BbICOKOM pPUCKE NNOXOU * Tvnepannnaemna
NPUBEPKEHHOCTH .

Puck CC npu ncnonbzoBaHuu
HeKoTopbix Ul




HHWUOT vs INSTIs kKak nepBasa amHua APT

Bo3morkHaa ponb HHUOT

" [lauMeHT, NCNbITbIBAOLL M
nobo4yHoe(blie) aBneHmne(a) npu
npmneme INSTIs.

"V KEeHLUUH, }Kenatowmx 3abepemeHeTb

" Ecanmy naumeHTa Habaoagaerca
yBennyeHune seca npu npueme INSTIs

Mpob6aembl, cBA3aHHbIE C NPUMEHEHUEM
HHUOT

Hu3Kumn bapbep pesncteHTHOCTU Npu EFV, RPV

Henponcmxmatpmyeckme oCioKHEHNA Npun
ncnonbsosaHuum EFV

bonee BbicOKasa YacTtoTa B y naymneHTos,
npuHumatrowmnx RPV, ¢ PHK BMY-1 > 100 000
kKonuii/mn n Konnyectsom CD4+ knetok < 200
Knetok/mm3

RPV HeobxoamMmo npuHMMaTb BO Bpemsa eabl

KombuHauma ¢mukcmpoBaHHbix 03 ¢ DOR
BKNtovaeT TDF, a He TAF

[loBblWeHne ypoBHA amnmnaos npu npneme EFV

JlekapcTBeHHOe B3anmogaenctame c EFV, RPV




BanaHue Knaccos APB-npenapatoB HA CMePTHOCTb Y
naumMeHToOB C NPOABUHYTOMU cTaguen 3abonesaHus

ART Class (N=1159) Puck cmeptn (n=912)

HR Cl1 95% P-value
Initial treatment regimen

PI (ref.) 1
NNRTI 0.56 (0.26; 1.21) 0.138

INSTI 0.43 (0.19; 0.95) 0.036

: Age at recruitment (by year)
- Presence of AIDS defining lliness
Treatment discontinuations: No (ref.) 1
—  56.1% with PI Yes
CD4 cells/puL count at recruitment 1.00 (1.00; 1.00) 0.910

—  55.3% with NNRTI
VL copies/ml at recruitment (log,,) 1.10 (0.93; 1.30) 0.282

—  10.2% with INSTI (p<0.001)

*Advanced HIV disease, defined as a CD4+ T cell count <200 cell/ L or the presence of an AIDS defining-iliness




Bbi6bop nHrimbutopos uHterpasbl ana APT nepson AMHUMK

Agent(1.2] Mpeumyuiectsa HepocraTtku
= STR oauH pa3 B AeHb ¢ FTC/TAF ®" HavmeHblUMN 06 beEM AaHHbIX
Bi . = Manio NeKapCTBEHHbIX NN NULLLEBbIX = JlocTyneH Tonbko B Bnge STR
Ictegravir B3aMMOZJENCTBUN = OrpaHMYeHHbIe AaHHble No 6be3onacHOCTH
= BbicoKkni bapbep AN pe3ncTeHTHOCTH npun 6epemeHHOCTHU
= STR oauH pa3 B geHb ¢ 3TC unm 3TC/ABC
= TaKe A0CTyMNeH Kak oTaenbHbIin npenapar (
MOXET coyeTaTbea ¢ apyrumm HPTN) = 1na kopopmynaumnm ABC TpebyeTca
= Mano nekapCTBeHHbIX UAN NMULLEBbIX TecTupoBaHue Ha HLA-B*5701
Dolutegravir B3aMMOAENCTBUN = [loBbIWaEeT ypoBeHb MeTGOPMUHA
" BbiCOKMI Bapbep 418 PE3UCTEHTHOCTU = OrpaHMYeHHble AaHHble No 6be3onacHoOCTH
= MpeAnoYTUTENbHbIN BapuUaHT AN npu 3a4aTnmnbB!
6epeMeHHbIX XXEHLWMH B KaXKA0M
TpumecTpe[3]
= CaMbli 4 INTENbHbIN ONbIT = HeckonbKo Tabnetok (1.e. 6e3 STR)
= Mano neKkapCcTBeHHbIX NN NMULLEBbIX = bonee HU3KMIM Bapbep ANA PE3UCTEHTHOCTMH,
Raltegravir B3aMMOAENCTBUMN yem BIC naun DTG
" [lpeanoyTUTENbHbIN BapMaHT A/ = OrpaHM4YeHHble AaHHble No 6e3onacHoOCTU
6epemeHHbIX XeHLWMH npu 3a4aTmnm

2. Saag. JAMA. 2020; 324:1651. 3. DHHS Perinatal Guidelines. December 2020. JIUL CICUTL, CHIHTCU U LU 5. LU



http://www.clinicaloptions.com/

Bbibop npenapaTtoB Ans nepBon NIMHUA UNU
noggepXunBarwllen Tepanuu

Agent(s) Backbone L Mpvem Nnwm?
Pe3nNCTEeHTHOCTH

BIC FTC/TAF v High

ABC/3TC v High

FTC/TAF High
DTG :

FTC/TDF High

RPV v Unknown v

EVG/ FTC/TAF v Low/moderate v
COBI FTC/TDF v Low/moderate v

FTC/TAF Low/moderate
RAL

FTC/TDF Low/moderate


http://www.clinicaloptions.com/hiv

Bbibop npenapaTtoB Ans nepson NIMHUA UNU
noggepXunBarllen Tepanuu

Agent(s) Backbone CybonTumanbHoO:
BIC FTC/TAF = 30 mL/min
ABC/3TC > 50 mL/min High CVD risk, Contrsci)r;g:\c;ia;;ed with HLA-B*5701
DTG FTC/TAF = 30 mL/min
FTC/TDF > 50 mL/min Osteoporosis
RPV Any
EVG/ FTC/TAF =2 30 mL/min Hyperlipidemia
COBI FTC/TDF > 70 mL/min* Hyperlipidemia, osteoporosis
FTC/TAF = 30 mL/min
RAL

FTC/TDF > 50 mL/min Osteoporosis


http://www.clinicaloptions.com/hiv

Bbibop npenapaTtoB Ans nepBon NIMHUA UK
noggepXunBarllen Tepanuu

Agent(s) Backbone B3aumopgencreua®

Polyvalent cation—containing supplements/medication

A EGImENE (including antacids), rifampin
BIC FTC/TAF Metformin

ABC/3TC

FTC/TAF Metformin
DTG

FTC/TDF

RPV Metformin, PPIs
EVG/ FTC/TAF o - . .
Statins, inhaled/injected/systemic steroids

COBI FTC/TDF

FTC/TAF
RAL

FTC/TDF

www.hiv-druginteractions.org


http://www.clinicaloptions.com/hiv

EACS PeKomeHayemble cXxembl NepBon IMHNN




Studies 1489 & 1490: B/F/TAF in ART-Naive Adults
Studies 1489 & 1490: B/F/TAF in ART-Naive Adults — Week 192 Analysis

OnutensHoe moHuTtopupoBaHue B/F/TAF 192 Hegenu

]
1° Endpoint 2° Endpoint
v v

Treatment-Naive Adults Week 0

2° Endpoint
v
14114

2° Endpoint
v
1?2 240

418 9|6
L
Studv 1489 n=314 B/F/TAF qd n=252

HLA B*5701 negative DTG/ABC/3TC placebo qd

et BB @ ocescstcad I
eGFRgg 250 mL/min DTG/ABC/3TC qd

S n=315 BIF/ITAF placebo qd
Key inclusion criteria for both:
No known resistance to FTC, TAF, ABC, or 3TC
HIV-1 RNA =500 copies/mL
n=320 B/FITAF qd
Study 1490 11 DTG + F/TAF placebo qd

Chronic HBV or HCV infection allowed
eGFRCG =30 mL/mln

DTG + F/ITAF qd
n=325 B/FITAF placebo qd

Primary and secondary endpoints?2:3:
* HIV-1 RNA <50 ¢/mL (Snapshot; 12% non-inferiority margin)

1. Workowski K, et al. vCROI 2021. #415 2. Gallant J, et al. Lancet 2017;390:2063-72 3. Sax P, et al. Lancet 2017;390:2073-82

n=254

Open-label

B/FITAF*

Open-label

B/FITAF*

11



Studies 1489 & 1490: B/F/TAF in ART-Naive Adults
NnutenbHoe moHuTOopupoBaHue B/F/TAF y 1B Bupyconornyecknii otset Ha 192

Hedene

Study 1489 Study 1490

—&— B/F/TAF —0— DTG/ABC/3TC—B/F/TAF OLE —®— DTG + F/TAF—B/F/TAF OLE




Bupyconornyeckne nokasartenm npu HaJanumm nepeaaHHoOn NeKapcTBeHHOMU
yCTOMYMNBOCTU Ha 144 Hepene

= B/F/TAF (n=634) mDTG/ABC/3TC (n=315) = DTG + F/TAF (n=325)

100 100 100 100 100 99 98 98 100 100
o\c> 100_
o
3 80 -
=
=
T 60 -
>
3
vV 40 A
<
pd
(n'd
< 20 A
> 7 3 6 81 52 44
T 7 4 6 82 53 45
0_

Any TDR Primary NRTI Associated Primary INSTI Associated Primary NNRTI Associated Primary Pl Associated

Acosta R, et al. vCROI 2021. #430




[Jonyterpasup n gedeKT HeMPOHabHOU TPYOKMU




HoBbie pekomeHaauuun APT npu 6epemeHHOCTH




UccnepoBaHue Tuenamo

X 0.94 X Pre-May 2018

©
§ @ Current analysis
2 et -
s &
2 & 05 4
v o
g S
S (o ® 0.30
~ 0.12
7] X 0.09
a = X9 0.10 0.05
0 i %>8 004 9004 003 X*+E008
1 1 | 1 |
Conception Pregnancy
HIV Negative
DTG Non-DTG EFV (n = 89,372)
(n=1683) (n=14,792) (n=7959)
Total NTDs per exposures, n/N 5/1683 15/14792 3/7959 1/3840 70/89372
= Prevalence difference, % Ref 0.20 0.26 0.27 0.22
(95% Cl) (0.01-0.59) (0.07-0.66) (0.06-0.67) (0.05-0.62)
NTDs per exposures since May 2018, n/N 1/1275 1/3492 0/2172 1/1028 9/23,315

Zash. IAS 2019. Abstr MOAX0105LB.




UcchepoBaHue Tuenamo

= B TeKkywem aHanuse pacnpoctpaHeHHocTb AHT cpegn XKeHwmH, nonyumsumnx DTG npwu
3a4aTUU, HUXKe, Yyem NepBOHaYa/IbHO CUrTHAIM3NPOBA/IOCh, HO BCe e HEeCKO/1IbKO BblLle,
yem B gpyrmx rpynnax [1].daHHble Ha mapT 2019 r.: 0,3% DTG npotnB 0,1% He DTG ART

" WccnepoBaTtenu npeanaratoT B KAMHUYECKUX PEKOMEHAAUMUAX YYNUTbIBAaTb HEOONLLIOW, HO
nosblweHHbIN pucKk IHTc DTG B KOHTEKCTEe ApYyrnx ¢paKTopoB, BKAOYAA 3HAUYUTEIbHbIE
npemmyulectsa DTG, oTcyTCcTBME CONOCTAaBUMbIX AaHHbIX NO Apyrum APB-npenapaTtam,
Hen3BecTHble paKTopbl pucka Bo3aeictemsa APBT B yTpobe.

= Ha ocHOBe TeKyWmx pe3ynbTaToB 1 A0NOJHUTEIbHbIX OTYETOB Mo anuaHaa3opy([2,3] BO3
BbINyCTWU/a 0OOHOBNEHHbIE pEKOMEH4aLUmMKn, NoATBepPKAAoWMe ncnosb3osaHue APT Ha
ocHoBe DTG B KayecTBe npeanoyYTUTeIbHOM TepanunmM NepBoro n BToporo paaal4].

1. Zash. IAS 2019. Abstr MOAXO0105LB. 2. Raesima. IAS 2019. Abstr MOAX0106LB.
3. Pereira. IAS 2019. Abstr MOAX0104LB. 4. WHO ARV Policy Brief. 2019.




[edeKTbl LEHTPANNIBHON HEPBHOM CUCTEMbI M HEPBHOM TPYOKK - AaHHble PeecTpa
aHTUPETPOBUPYCHOM Tepannm B nepmnosa bepemeHHOCTH

Periconception Births Any Defect CNS Neural Tube Encephalocele
ARV Defects Defect

Any ART 8546 3 (0.03%) 0
Any NRTI/NtRTI 8013 230 22 3 (0.04%) 0
ABC 1027 32 4 1 (0.10%) 0
FTC 2742 68 8 2 (0.07%) 0
3TC 4129 129 13 1 (0.02%) 0
TDF 3366 80 8 2 (0.06%) X
Any PI 3830 112 9 1 (0.03%) 0
ATV 1067 25 3 1 (0.09%) 0
DRV 436 16 1 0 0
LPV/r 949 22 5 0 0
Any NNRTI 2304 57 5 1 (0.04%) 0
EFV 1037 25 3 1 (0.10%) 0
NVP 943 28 2 0 0
RPV 329 4 0 0 0
InSTI 725 21 3 1 (0.14%) 0
DTG 248 9 2 1 (0.40%) 0
EVG 217 6 1 0 0
RAL 268 8 0 0 0




DolPHIN-2

= Randomized, open-label, active-controlled phase Il trial

Adult women with HIV infection at Dolutegravir + 2 NRTIs
> 28 wks of gestation; no ART /
within 12 mos, prior INSTIs, NNRTI
\ Efavirenz + 2 NRTIs
(n=131)

failure, or EFV intolerance
" Primary endpoint: HIV-1 RNA < 50 copies/mL at delivery

Treatment and
—> follow-up continued to
postpartum Wk 72

(N = 268)

Kintu. CROI 2019. Abstr 40LB. NCT03249181.




DolPHIN-2 Bupyconorunyeckmnu apdekKr

100 A

Patients With Outcome (%)

(0]
o
1

(o))
o
1

S
o
]

N
o
1

o
L

P < .0001

HIV-1 RNA < 50 Copies/mL at Delivery in Evaluable ITT Patients

P < .0001
78.9

P < .0001
75.9

B DTG-based ART
B EFV-based ART

P < .0001
74.5

P=.219

70.8

44.1

Overall*
(N =237)

< 100,000 =100,000
(h=198) (n=39)

> 200 < 200
(n=206) (n=31)

<36 > 36
(n=200) (n=37)

BL HIV-1 RNA,
copies/mL

Kintu. CROI 2019. Abstr 40LB. Reproduced with permission.

BL CD4+ Cell Count,
cells/mm3

Gestation,
Wks




DolPHIN-2: KuHetuka BnpycHomu cynpeccum

Time to HIV-1 RNA < 50 copies/mL

(Primary Endpoint)

1.0 T I
v i
€ I
S 0.8 -
3 |
£ 0.67 i
S :
S 0.4-
£ I
S 0.2- HR: 2.73 (95% Cl: 1.91-3.89;
a log-rank P < .0001)

|

0 15 30 45 60
Days Since Randomization

75

Kintu. CROI 2019. Abstr 40LB. Reproduced with permission.

Proportion With Outcome

Time to HIV-1 RNA < 1000 copies/mL

— DTG-based ART
— EFV-based ART

HR: 1.49 (95% Cl: 1.14-1.95;
log-rank P =.0011)

15 30 45 60 75
Days Since Randomization




DolIPHIN-2: 3akntouyeHue

" Y 6epeMeHHbIX XeHWwmnH ¢ BUY-nHPpekymen, Hayaswmnx APT B TpeTbem TpumecTpe,

Tepanua Ha ocHoBe DTG - bonee bbicTpoOe BMPYCONOrMYECKOE NOAaBeHUE NO
CpaBHEHMUIO € Tepanmnen Ha ocHose EFV.

= PHK BUY-1 < 50 konuin/mn npu poxkaeHuu: 73,8% npotms 42,6%, COOTBETCTBEHHO
(P <.0001).

= 4 mepTtBOpOXKAeHMA ¢ DTG, cBA3aHHbIE C NPU3HAHHLIMW PaKTOPaAMM PUCK],
KoTopble BpAA AN MoryT 6bITb cBA3aHbl ¢ APT

" ccnegoBaTtenm OTMEYAtoT, YTO Habatogaemble MEPTBOPOXKAEHNA, MNaJeHYECKas
CMEpPTHOCTb U MNaaeH4YeCcKne HPeKUUM NoA4YEPKUBALOT NAOXNE pe3ynbTaTbl B
3TOM rpynne nauueHToB, HECMOTPA Ha ncnonb3oBaHne APBT n He3aBncnumo ot
Ha3HA4YeHHOro /1eyeHus.

Kintu. CROI 2019. Abstr 40LB. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

IMPAACT 2010: AnsaunH

= Randomized, open-label, international, phase Il noninferiority trial

DTG 50 mg QD + FTC/TAF 200/25 mg QD
yd (n =217)

ART-naive,* HIV-infected

pregnant women at DTG 50 mg QD + FTC/TDF 200/300 mg QD Mothers and infants

14-28 wks of gestation (n =215) —> followed for 50 wks
postpartum

(N = 643)
\ EFV/FTC/TDF 600/200/300 mg QD

(n=211)

*< 14 days ART in pregnancy permitted.

= Primary efficacy endpoint: maternal HIV-1 RNA < 200 copies/mL at delivery

— Noninferiority of DTG-based regimens to EFV/FTC/TDF (NI margin: -10%)

= Primary safety endpoints: adverse pregnancy composite outcome and mother and infant AEs

Chinula. CROI 2020. Abstr 130LB. NCT03048422.




IMPAACT 2010: 3aknouyeHue

" Y KeHWwmuH ¢ BUY, HayaBwmnx APB Tepanuto Bo Bpema bepemeHHOCTH,
NoKa3aTe/in BUPYCONOrMYeCcKoro nogasaeHmAa npu pogax sHa4nTeIbHO Bbllle
npu APBT Ha ocHoBe DTG no cpasHeHuto ¢ EFV/FTC/TDF.

= HebnaronpuAaTHblie ncxoabl bepemeHHOCTM 3HaYnTenbHo pexe ¢ DTG +
FTC/TAF no cpasHeHuto ¢ DTG + FTC/TDF n EFV/FTC/TDF (P < .05).

- E)KEHe,ElleflebIﬁ NMPUPOCT MACCbl T€Jla MaTePU 3HAYUTEJIbHO BblLLE MNMPU

ncnonb3osaHun DTG + FTC/TAF npoTtus DTG + FTC/TDF (P = .011) n
EFV/FTC/TDF (P < .001).

Chinula. CROI 2020. Abstr 130LB.




INSTI: MobouHble
N36bITOUYHDbIN BEC




YBenunyeHue Beca npu 3ameHe NNRTI Ha INSTI (ocobeHHo DTG) un
CHuXeHue Beca npu 3ameHe Pl Ha INSTI




ADVANCE: CpeaHee usmeHeHue Beca Ha 96 Heaene B

3aBUCUMOCTU OT NOJaA.

" 3HayuTesnbHO H6onbwKn npmupoct Beca ¢ DTG npotus EFV, ¢ TAF npotns TDF; nnato
npupocTa Beca nocne 48 Hegenb HabNOAANOCH Y MY*KUYUH, HO HE Y }KEHLWMH

Men
12 — DTG + FTC/TAF
—— DTG + FTC/TDF
B 127 — EFV + FTC/TDF
@ 104 |
o0 Wilcoxon rank-sum comparison at Wk 96:
& g4 *P<.05**p<.01, P < 001
N -
o
£ 61
.% +5kg -
= 4+ 1 +4 kg 1
§ 2" 1 T T x
= - 1 1 — +1 kg
o f—+—T1—1T L 1T
04 12 24 3 48 60 7 84 96
Wks
n=430418 402 387 376 374 366 292 232 140

Hill. IAS 2019. Abstr MOAX0102LB.

* 3k

Mean Weight Change (kg)

Women

+10kg 1 -

k% k

k% %k

+5 kg -

{+3kg |

04 12 24 36 4

n= 549531 514

488

Wks
474 459

60 72 84 9

441

359

276 175

Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

ADVANCE: DTG+FTC/TAF - BbicoKuit puck amabeta, HO
OTCYTCTBME PUCKA cepAevYHO-COCYAUCTbIX 3aboneBaHUMN.

Median Wk 48 Median Wk 96
Change Change

10-Yr Risk Assessment,!!] % Baseline

Framingham

» DTG + FTC/TAF 2.37 0 +0.43

» DTG + FTC/TDF 2.53 -0.06 +0.22

= EFV/FTC/TDF 2.24 -0.08 +0.28
QRISK

»" DTG + FTC/TAF 0.60 +0.10 +0.20*

» DTG + FTC/TDF 0.60 +0.10 +0.20

= EFV/FTC/TDF 0.50 0 +0.10
QDIABETES

» DTG + FTC/TAF 0.30 +0.70" +0.90"

» DTG + FTC/TDF 0.40 +0.40 +0.50

= EFV/FTC/TDF 0.30 +0.60* +0.70*

Hill. CROI 2020. Abstr 81.




EACS PekomeHayemble cxembl NEPBOU JIMHNM




GEMINI-1 and -2: 93¢ dektusHoctb DTG + 3TC vs DTG + FTC/TDF
B KayecTBe Tepanuu nepsoro paaa 144 Hepena

Randomized, double-blind phase Il noninferiority studies

Stratified by HIV-1 RNA (< vs > 100,000 copies/mL),

Primary Endpoint
3
CD4+ cell count (< vs > 200 cells/mm?) Wk 48 Wk 96 Wk 144
ART-naive édults with HIV-1 RNA 1090- l DTG + 3TC PO QD Continuation of
500,000 copies/mL, < 10 days on previous (n = 716) —> DTG +3TC
ART, no major RT or Pl resistance / permitted

mutations, no HBV infection or HCV
(N = 1433)
= |n analyses at Wks 48, 96, and 144, DTG + 3TC showed noninferior efficacy vs DTG +

FTC/TDF!%-3]

= Current analysis reports virologic suppression and safety results through Wk 144 for
demographic and disease subgroups!¥

1. Cahn. Lancet. 2019;393:143. 2. Cahn. J AIDS. 2020;83:310. 3. Cahn. HIV Glasgow 2020. Abstr P018. 4. Orkin. CROI 2021. Abstr 414. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

GEMINI-1 and -2: 2¢PpeKTUBHOCTDb

DTG + 3TC DTG + FTC/TDF DTG + 3TC DTG + FTC/TDF
HIV-1 RNA <50 c/mL, % (n=716) (n=717) HIV-1 RNA <50 c/mL, % (n = 716) (n=717)
Overall 82 84 Baseline HIV-1 RNA
0o i % zz:
= >50 83 83 - ’
= 35-50 84 84 Baseline CD4+ cell count
= <35 80 83 = > 200 cells/mm?3 83 84
S = <200 cells/mm3 67 76
ex
=" Female 74 84 HIV subtype
= Male 83 84 = A 86 92
R =B 80 81
ace
= Black 67 73 = Other 84 87
= Asian 79 82 HCV serostatus
= White 85 86 = Positive 72 78
= Other 83 79 = Negative 82 84

Orkin. CROI 2021. Abstr 414.




TANGO: DTG/3TC B Kauectse CMeHbl Tepanuu npwu
Heonpeaensemou BH

= Multicenter, randomized, open-label phase Ill noninferiority study

Primary Endpoint
Stratified by BL third agent Wk 48 Wk 144 Wk 196
Adults with HIV-1 RNA l 1 1 1
< 50 copies/mL for > 6 mos on Switch to DTG/3TC
stable TAF-based ART*; / (n=369) Continuation
no previous VF, no current — 0of DTG/3TC
HBV or HCV requiring therapy; \ Continue TAF-Based ART . permitted
no NRTI or INSTI resistance (n = 372) Sl e BTSN
(N =741)

*Patients eligible if initial regimen was TAF/FTC with Pl, NNRTI, or INSTI, or TDF switched to TAF > 3 mos prior to screening with no other regimen changes.

= Primary endpoint: HIV-1 RNA > 50 copies/mL at Wk 48 by FDA Snapshot

= Current analysis: virologic success (FDA Snapshot in ITT-E) at Wk 48 by baseline
third agent, patient demographics, and disease characteristics

Ait-Khaled. EACS 2019. Abstr PS7/2. NCT03446573. Slide credit: clinicaloptions.com
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TANGO: Bupyconoruueckum

Virologic Outcomes (ITT-E)
100 A 93.293.0
B Switch to DTG/3TC
801 (n=369)
S 60- M Continue TAF-based ART
2 (n=372)
c
Q
® 407
o
207 6.5 6.5
0.3 0.5 : :
HIV-1 RNA = HIV-1 RNA No Virologic
250c/mL <50c/mL Data

= No CVW in DTG/3TC arm, CVW in 1 (< 1%) patient in
TAF-based ART arm; no resistance detected at failure

= All 7 patients (4 in DTG/3TC group, 3 in TAF-based ART
group) with proviral M184V/l mutation at baseline
maintained HIV-1 RNA < 50 ¢/mL at Wk 48

Ait-Khaled. EACS 2019. Abstr PS7/2. van Wyk. IAS 2019. Abstr WEABO403LB.

oTBeT

Adjusted Treatment Difference (95% CI)*

DTG/3TC TAF-Based ART

-0.3 i Primary Endpoint
—ur- i 4% NI (HIV-1 RNA 250 ¢/mL)
-1.2 0.7 i margi DTG/3TC noninferior to
i continued TAF-based ART
1
I T T T T i T 1
-8 6 -4 -2 0 2 4 6 8

i 0.2 Key Secondary Endpoint
-8% NI | I I i (HIV-1 RNA < 50 ¢/mlL)
margin i 34 39 DTG/3TC noninferior to
i continued TAF-based ART
: 1 1 1 1 1 1 1
-8 -6 -4 -2 0 2 4 6 8

Difference (%)

*Adjusted for baseline third agent class.

Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

Mpenapatbl AAUTENbHOrO AEeUCTBUA




ATLAS-2M: UHBbEKUMOHHbIE npenapaTbl gnntenbHoro gencrsma CAB
+ RPV Q4W npotne Q8W y naumneHToB C BUPYCHOM cynpeccuen

» Randomized, multicenter, open-label phase lllb noninferiority trial

Virally-suppressed individuals Long':iclt::ﬁr?::g?g:z:g;?’e mg +
(HIV-1 RNA < 50 copies/mL) __— (n = 522) Maintenance through

receiving long-acting Wk 96; participant

cabotegravir + rilpivirine Q4W ) b . option to continue
or oral standard of care: \ Long-acting cabotegravir 400 mg + through Wk 152

Rilpivirine 600 mg Q4W
(n=523)

no evidence of HBV
(N =1045)

= Analysis of primary endpoint (HIV-1 RNA > 50 copies/mL at Wk 48 in ITT-E) showed
Q8W dosing was noninferior to Q4W!!

= Secondary endpoints: HIV-1 RNA > 50 or < 50 copies/mL at Wk 96 (ITT-E); CVF;
viral resistance in patients with CVF; safety!?]

Slide credit: clinicaloptions.com

1. Overton. Lancet. 2020;396:1994. 2. Jaeger. CROI 2021. Abstr 401.
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ATLAS-2M: BunpycHaa cynpeccua U pe3sncTteHTHOCTb Ha 96 Hepene

Viral Responses at Wk 96

1007 91.0 90.2 W Q8W CAB+RPVLA Adjusted Treatment Difference for HIV-1
(n =522) RNA 2 50 copies/mL at Wk 96 (95% Cl)
9 807 B Q4w CAB +RPV LA
= (n=523) Q8W Q4w
£ 604 :
© 1.0 I
g 14% NI margin
S 40- HE !
© -0.6 2.5
a i
20- 8.6 | | | | | | i | | 1
21 11 5 mm 10-8 6 4 20 2 4 6 8 10
Virologic Nonresponse Virologic Success  No Virologic Data Difference (%)
(VL 250 c/mL) (VL <50 c/mL)

CVF:n=2in Q4W arm, n =9 in Q8W arm, with 1 case between Wks 48 and 96
— RPVRAMs:n=70f9in Q8W arm,n=1 of 2in Q4W arm

— INSTIRAMs: n=50f9in Q8W arm, n =2 of 2in Q4W arm

Jaeger. CROI 2021. Abstr 401. Slide credit: clinicaloptions.com
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O6HOBNEHHbIe peKOMeHAaLU MO peXXMMaM Ha3HauyeHNA aHTUPETPOBUPYCHOIN Tepanun NepBoro u
BTOpOro psapa. JleueHne BUM-undekuyun. Kpatkaa nncrpykuymsa. Mionob 2019.

JloKyMeHT nepBOHaYanbHO BbiMyLLeH WTab-KBapTUpo BcemmpHOI opraHm3aLmm 3apaBooxpaHeHns B JKeHese
nog HaseaHuem “Update of recommendations on first- and second-line antiretroviral regimens” B nione 2019 .

Mpumep odbopmneHns 6udbnorpadpruecKon ccolnikn ana unTmpoaHus. OGHOBNEHHble PpeKOMEeHIAL M
MO HAa3HAYEHWIO PEXMMOB aHTUPETPOBUPYCHON Tepanu NePBOro 1 BToporo psafa. *KeHesa: BcemupHasn
opraHuzauua 3gpasooxpaHenns; 2019 (WHO/CDS/HIV/19.15). Jinuensuna: CC BY-NC-SA 3.0 IGO.

JaHHble KaTanorusauuu nepea nybnukauwei (CIP). anHble CIP goctynHbl no ccbinke http://apps.who.int/iris.

3anpocbl oTHOCUTeNbHO NybnuKauwii EBponeiickoro pervioHanbHoro 61opo BO3 cnepyeT HanpaBnATb Mo agpecy:

Publications

WHO Regional Office for Europe
UN City, Marmorvej 51

DK-2100 Copenhagen @, Denmark

Kpome Toro, 3anpocbl Ha JOKyMeHTaL o, MHGOpMaLIMIo MO BOMPOCaM 3PaBOOXPaHEHMA UK pa3peLLeHmne
Ha UMTUPOBaHWe UK NepeBos JOKYMEHTOB BO3 MOXHO 3anonHUTL B OHNANHOBOM PEXIME Ha cailTe
PernoHanbHoro 6topo: http://www.euro.who.int/PubRequest?language=Russian.

© BcemmnpHasa opraHusayuma sppasooxpaHenus, 2019r.

Bce npaBa 3awwumieHbl. EBponelickoe pervoHanbHoe 610po BcemmpHoli opranmsaumi 3apaBooxpaHeHums
OXOTHO YA0BNIETBOPAET 3aNpoChl O Pa3peLleHn Ha NepeneyaTKy uay nepeBoj CBOMX ny6ankaumii YacTUYHO
WY NOMHOCTbIO.

0603HaueHus, UCMosb3yemble B HAaCTOALLEN Ny6nMKaumm, 1 NPUBOAUMbIE B HEI MaTepUarbl He OTPaXaloT
KaKoro 6bl To HY 6bl10 MHEHWSA BceMMpHOI opraHn3aumi 3apaBooXpaHeHs OTHOCUTENBHO NPAaBOBOTO
CTaTyca TOW MW MHOW CTPaHbI, TEPPUTOPUK, FOPOAA I PaioHa UK UX OPTraHOB BNACTU UM OTHOCUTENbHO
AeNMUATALMK UX rpaHuL, lTyHKTUPHbIE IMHUK Ha reorpaduUecKknx KapTax 0603HauaoT NpubAnsnTeNbHble
rpaHnLbl, OTHOCUTESTIbHO KOTOPbIX MOMIHOE COrflacke NoKa He AOCTUTHYTO.

YnomunHaHme Tex Uam MHbIX KOMNaHWI nnn NPOAYKTOB OTAENbHbIX N3roToBUTESIEN HE 03HAYaeT, YTo
BCQMVIpHaFI OopraHmM3auna 34paBOOXpaHeHNA NnoAAePXKUBAET UK PEKOMEHAYET UX, 0TAaBaA UM nNpeanoyYTeHne
No CpaBHEHUIO C APYTMMIN KOMNAHUAMN NN NPOAYKTAMW aHANNOTMYHOI0 XapakTepa, He YNOMAHYTbIMIN B TEKCTE.
3a UCKNoYeHnem cnyJvaes, Korga UMeT Mecto owmnobKN 1 nponyckn, Ha3BaHUA NAaTEHTOBAHHbLIX MPOAYKTOB
BblAENATCA HaYvaIbHbIMA NPONNCHbIMW 6yKBaMVI.

BcemupHas opraHu3auus 35paBooxpaHeHUsA NPUHAA BCE Pa3yMHble Mepbl NPeLOCTOPOXKHOCTY Ans
NpoBepKy MHGOPMaLMK, COAEPKALLENCa B HAacToALLEeN nybnuKalumn, Tem He MeHee, ony6IMKOBaHHbIe
MaTepuasbl pacnpoCcTPaHATCA 6e3 Kako-Nnbo ABHO BbIPAXXeHHON UM NOAPa3yMeBaeMON rapaHTUy
X NPaBUAbHOCTU. OTBETCTBEHHOCTb 33 UHTEPMPETALMIO 1 NCMONb30BaHNE MATEPUANIOB JIOXKUTCA Ha
nosb3oBaTteneil. BcemupHas opraHu3aLms 3paBoOXPaHEHNA HU NPU KaKiX 0BCTOATENbCTBAX He HeceT
OTBETCTBEHHOCTU 3a yLiep6, CBA3aHHbIN C UCNONb30BaHNEM 3TUX MaTepranoB. MHeHUA, BbipaXXeHHble B
AaHHOI nybnmKaLmy aBTopamu, peAakTopamu Unu rpynnami 3KkCnepToB, HeobA3aTeNbHO OTPaXaloT peLleHmaA
unu oduLManbHy NOANTUKY BcemnpHoii opraHm3auum 3upaBooXpaHeHuA.

®otorpadun Ha obnoxke: ©JohnRaeNYC

OpuruHan-makeT: 400.co.uk



BBEAEHME

B 2018 r. BO3 ony6nukoBana npomexyTouHOe PyKOBOACTBO,
peKomeH[0BaBLUEee PeXUMbl Ha3HaYeHWiA, COAepKaLLime
ponyterpasup (DTG), B KauecTBe CXeM aHTUPETPOBUPYCHO Tepanuu
(APT) nepBoro 1 BTOPOro paga, NpeanouTUTeNnbHbIX ANA N4ei,
xuByLmx ¢ BUY (7). OgHako Bcep 3a NOCTYMEHNEM CUTHaNa o
BO3MOXHOW CBA3M MeX[Y iepeKTamn HEPBHON TPYOKM 1 MpUeMom
DTG »eHwwmHaMy BO BpemaA 3a4aTis, KOTopblii 6bin nonyyeH

B 06CepBaLMOHHOM UccnefoBaHNM B boTcBaHe, nocnenoBano
npenynpexaeHne, KacaBLueecs XXeHLWNH C AeTOPOAHbIM
noteHyuanom, ncnonbytowmx DTG (2,3). B PykoBogctse 2018 T.
Take pekoMeHAoBanocb 400 mr 3¢pasupeHsa (EFV) B kKombuHaumm
c TeHodoBrpom ansonpokcun pymapatom (TDF) nntoc nammsyanH
(3TC) mnu amtprunTabuH (FTC) B KayecTBe anbTePHATUBHOMO
pexuma APT nepBoro psaga. Tem He MeHee, OTCyTCTBOBana
nHopmauma 06 3GGeKTUBHOCTY NPUMEHEHMNA STON CXEMbI Y
6epeMeHHbIX XEHLLMH 1 JTI0feN, MONTyyatoLuX leyeHre no noBogy
Ty6epkynesa (Tb) c BKnoueHnem pudamnumumHa.

O6HoBneHHoe PykoBoacTBo 2019 1. COAepXKUT NocniefHne
peKkoMeHAaumm, OCHOBaHHbIe Ha ObICTPO HaKamnIMBaLWKXCA
Hay4HbIX JaHHbIX 0 6e30MacHOCTU 1 3PPEeKTUBHOCTA U Ha

onbiTe NpoBeeHNA NPOrpaMmm c ucrnonb3oBaHem DTG n EFV
400 Mr y 6epeMeHHbIX KEHLLVH 1 Nofen ¢ KouHbekunen BNY/
Tb (4-6). PykoBoACTBO BCenAeT AOMNONHUTENIbHYIO YBEPEHHOCTb
B TOM, uTo DTG — npegnoyTnTenbHbIi aHTUPETPOBUPYCHbIN
npenapat (APB-npenapart) AnA peXkMMoB Ha3HauyeHU NepBoro
1 BTOPOro pAfa, MOCKOMIbKY OLLleHOYHOE 3HaYeHne CBA3aHHOMo

C ero NpmemMom pucka fedekToB HepBHOW TPYOKM yMeHbLIAeTCs,
a 9peKTMBHOCTb MPOAOKAET OCTaBaTbCA BbICOKON.
[ononHntenbHoe NOATBEpPKAEHME NOABUIIOCH KaK pas3 B TOT
MOMEHT, KOrfia B CTPaHax C HU3KUM 1 CpeiHMM YPOBHEM [JOXOA0B
BO3POC/a YCTONUMBOCTb K HEHYKNEeO03MAHbIM MHIMbrTOpam
ob6paTHoi TpaHckpunTasbl (HHUOT) fo Hauana neyeHus, uto
€O3[ano Cnpoc Ha JOCTYN K anbTepHaTuBHbIM APB-npenapatam,
He oTHOCAWMMCA K knaccy HHUOT (7) (BctaBka 1).

BcraBka 1. Pekomenpauuu: pexxumbl HazHayeHuit APT nepsoro u BToporo paga

Pexxumbi APT nepBoro psaga®

1. fonyTerpaBup (DTG) B KOMGMHaLM C OCHOBHOI Tepanuel - HyKneo3ngHbIM UHIMGMTopom o6paTHoI
TpaHckpunTasbl (HUOT) pekomeHgyeTca B KauecTBe NpeAnoyTUTENIbHOIO peXKuma nepBoro psaga anA niogen,

(cuneHas pekomeHOayus, cpedHUl yposeHb 00CMo8epHOCMU 00KAa3amesnbcme)

xusyuwux c BUM n Haunnarowmx APT oe
» B3pocnbie n noapocTKM® (CunbHas pekoMeHOAyuUs, cpedHuli yposeHs 00CmosepHOCmMu 00Ka3amesnbcms) 'y
» MnageHubl 1 ety Nnpy Hannunm ogo6bpeHHon ao3mpoBku DTG (ycro8Has pekomeHOAyUA, HU3KUU ypo8eHb
docmosepHocmu 0okazamesibcma)
2. 3¢aBupeHs B HU3Kom go3se (EFV 400 mr) B Kom6MHaumm c ocHoBHoi Tepanueri ns HAOT pekomeHAayeTcA B KauecTBe
aNbTepHaTUBHOIO PeXKMMa NepBoro pAAa ANA B3pOC/biX M NOAPOCTKOB, XKuBywwux ¢ BUY, HaunHatowmx APT “oeoe

docmosepHocmu 0okazamesibcma)

3. Pexkum Ha ocHoBe RAL MOXXHO peKoMeHA0BaTb B KauecTBe aJibTepHaTNIBHOIO peXuma nepBoro paaa ans
MiafeHLeB 1 AeTell B OTCYTCTBUE ofo6peHHo ao3unposku DTG (yciosHasa pekomeHOayus, HU3KUU yposeHs

4. Pexxum Ha ocHoBe RAL MOXXHO peKOMeHZI0BaTb B KauecTBe NPeAnoyTUTENIbHOrO peXxnuma Ans HOBOPOXKAEHHbIX
(ycnosHas pekomeHAayus, o4eHb HU3KUU yposeHb 00CMo8epHOCMuU 00Kazamesnbcme)

Mo Bonpocam Bbibopa APB-npenapatos cm. Tabnuuy 1.

ne4yeHMA He Ha ocHoBe DTG.

odokasamesibcma)

°Mo BONpocam BeAeHNsA XeHLMH 1 JeBOYEK-MOAPOCTKOB C MOTEHLMANOM AeTOPOXAEHUA, ncnonb3yowux DTG, cm. Bctasky 2.
3a NCKNIoYeHeM CUTyaLniA, Koraa ypoBeHb nekapcTBeHHow yctonunsoctn BUY K EFV/HeBupanuHy (NVP) o Hauana neueHnsa npesbiwaet 10%.

Pexxumbi APT BTOpOro paga®

1.DTG B KOM6MHaLM C ONTUMN3UPOBAHHOI OCHOBHOW Tepanueli n3 HUOT moKeT 6bITb peKOMeHA0BaH B KauecTBe
NpeAnoYTUTENbHOrO peXXnuMma BTOporo psafaa ana nogen, Kusywumx c BUY, He oTBevalowmx Ha neyeHmne cxemamm

« B3pocnbie n noapocTKM® (ycs108HAd pekomeHOayus, cpedHuli yposeHs 00CmogepHoCmMu 00Ka3amesnscmas)
» Jletn npu Hannunn ofo6peHHo fo3nposku DTGg (ycrio8Has pekomeHdayus, HU3KUU yposeHb 00cmosepHoCcMu

docmosepHocmu 0okazamesibcma)

2.BbycTpoBaHHbie UHFMGMTOPbBI NpoTeasbl B KOMGMHaLUM C ONTMMU3MPOBaHHOI OCHOBHOI Tepanueit us HUOT
PeKoOMeHAYI0TCA B KauecTBe NPeAnoYTUTe/IbHOTO peXXmMa HasHauyeHuil BTOPOro pAaa AN niofen, X KUBYLNX
c BUY, He oTBeyaloLX Ha JleueHNe cXxemaMm JieueHUA He Ha ocHoBe DTG (cusbHasa pekomeHOayus, cpedHUU yposeHob

Mo Bonpocam Bbibopa APB-npenapaTos cm. Tabnuuy 1.

Mo Bonpocam BeAEHNA XKeHLLVH 1 JeBOYEK-NOAPOCTKOB C NOTEHLMANOM AeTOPOXAEHN, ncnonb3yowx DTG, cm. BcTasky 2.




O6HOBEHHbIE peKoMeHAaLUN No pexXnmam HazHaueHUA aHTUPETPOBHPYCHOW Tepanum NepBoro 1 BToporo paga, 2019

DTG B MEPBOW JINHUWN APT

OGHOBNEHHbIN CUCTEMATUYECKII 0630p, BbIMONHEHHDIN B 2019

I. 1A yTOUHeHnA PyKoBOACTBA, BHOBb MOATBEPAU, UTO

pexnm nepsoro psaaa Ha ocHoBe DTG B KOMOUHaLMu ¢ ABYMA
UHrmbutTopamm obpatHoi TpaHckpuntasbl (HAOT) ob6ecneunsan
6onee 3pdeKkTUBHOE NOAABNEHUE BUPYCHOI HArpy3Ku, a

TaKXXe CHUXKeHMe pucka NpekpaLleHns neyeHns n pa3suTma
nekapcTBeHHow yctonumsocTy BAUY no cpaBHeHuio co cxemamu
Ha ocHoBe EFV cpefu HanBHbIX B3pocsbix naumneHTos. Y DTG ectb
n gpyrue npermyuiectsa nepeg EFV, B Tom uncne 6onee H13Kni
noTeHLMan nekapCcTBeHHbIX B3auMOAeicTBIin, Gonee GbicTpoe
rofjaBsieHye BUPYCHOI Harpy3Ku 1 6onee BbICOKNIN reHeTUYecKuii
6apbep K pa3BUTUIO NeKapcTBEHHO ycTonumnsocTu BUY (8,9). DTG
aKTUBEH 1 B OTHOLWeHKW BUY-2 nHdekunm, kotopas npossnseT
eCcTecTBeHHYI0 ycTonumsocTb K EFV (10,11). OgHako 6bin BbiABNEH
TaK»e NOBbILIEHHbI PUCK HAapYLLEeHWiA CHa U YBENNYEeHNA Beca
(BcTtaBka 4) (12,13).

MpenmyLiecTBa 1 prckn ncnonb3osaHua DTG B neprog Ao un
nocsie 3a4atusA 6bIN OLEHEHbI MyTeM aHanmn3a NoCNefHNX faHHbIX,
NOCTYNMBLUMX U3 BOTCBaHbI U APYrMX CTPaH, U MOAeNNPOBaHNA
PVICKOB 1 NpenmyLecTs ncnonb3oBanuna DTG cpeam »eHLWwmH ¢
[eTOPOAHbIM NOTEHLMANIOM Ha NONYAALNOHHOM yPOBHe. (14,15).
Prick pedpeKToB HEPBHO TPYOKU, CBA3AHHBIX C MCMOJIb30BaHEM
DTG BO BpemsA 3a4aTus, CHU3UICA C MOMEHTA BbIXoa
nepBOHaYasIbHOro OTYeTa, BbiNyLleHHOro B mae 2018 ., HO Bce

»Ke OH OCTaeTCA CTaTUCTUYECKM LOCTOBEPHO 3HAUNTENbHO Oosee
BbICOKMM, YeM B ApYrux rpynnax KoHTakTa ¢ APB-npenapaTtamu
(BcTaBKa 2). B uenax nonyyeHna onpefeneHHOro NoATBepxaeHnA
VI ONPOBEPXKEHWSA CMTHana o fedeKTax HepBHOW TPYOKN
Heo6x0AMMO OCYLLeCTBAATL TEKYLUMI SNNLHAA30P; KPOME TOro,
[N pelleHrs 3To NpobrieMbl B HacTosiLLee BpeMs MPOBOAATCA
HEeCKOMbKO nccnefoBaHunn. K aHTMpeTpoBUpyCcHOM Tepanun
cnepyeT NPYMEeHATb NOAXO0M, OPUEHTUPOBAHHDBIA Ha HYXAbl
>KEHLLMH 1 OCHOBAHHbBIN Ha NpaBax YenoBekKa. KeHLWMHbI JOKHbI
nonyyatb MHGOPMALMIO O MPEVMYLLECTBAX M PUCKaX, YTOObI
chenaTb 0CO3HAHHbIV BbIGOP B OTHOLLEHM NCMOMb3oBaHMA DTG
unu ppyrux APB-npenapatos (BcTtaBka 3).

BcraBka 2: llocnegHne faHHble 0 pucKe BO3SHUKHOBEHNA fepeKTOB HepBHOI TPYOKM
Cpeav feTen, pOXKACHHbIX OT KeHLWUH, npuHumaBLunx DTG fo 3auaTisa Unn Ha paHHUX
CpoKax 6epemeHHOCTH

XoTs pacnpocTpaHeHHOCTb AepeKTOB HEPBHOM TPYOKN, CBA3AHHbIX C UCMOoJib3oBaHreM DTG B neprio fo 1 Nociie 3avyatus,
n3yyeHHasa B nccnepgoBaHum Lienamo, cHmsunack ¢ 0,94% (4 13 426 koHtakToB) Ao 0,30% (5 13 1683 KOHTaKTOB), NOKa3aTeNb
pacnpocTpaHeHHOCTN B CPaBHEHUN C KOHTAKTOM CO BCeMu Apyrumm rpynnamm APB-npenapatoB ocTaeTca CTaTUCTUYECKM
3HauMmo 6onee BblICOKMM. [lanbHelilwee nccnegoaHne MyuHncTepcTsa 3apaBooxpaHeHna boTcBaHbl 1 LieHTpoB no
KOHTponto 1 npodunakTrke 3abonesaHnin CLLUA (CDC) yBenmumno KonmyecTso LEHTPOB HaA30pa 3a UCXO4amMu pofoB B
boTcBaHe, pacwumpan pacyeTHbI OXBaT HaA30poM ¢ 72% popos B boTceaHe B nccnegosaHum Lienamo go 92% Bcex poaos.
Mo cocTtosaHMIo Ha MapT 2019 1. 3TO UCCNeAoBaHE BbISBUIO OAVH AOMONHUTENbHbIV ClyYall fedpeKTa HEPBHOMN TPYOKM Ha
¢doHe APT ¢ DTG B nepuiog Ao 1 nocsie 3avatma (1 Ha 152 KoHTaKTa, 0,66%; 95% foBepuTenbHbI nHTepsan (AM) 0,02-3,69%)
B cpaBHeHUN ¢ 0 Ha 381 pOAOB XKeHLUMH, MoNyYaBLUKX BO BpemaA 3avaTtua APT 6e3 DTG, 1 2 Ha 2328 popoB »eHLwuH 6e3 BUY
(0,09%; 95% 111 0,01-0,31%). b ele ofmH AedeKT HEPBHOM TPYOKNM, O KOTOPOM COOBLLANOCh Kak O BO3HMKLIEM Ha ¢poHe
npuema APT c DTG Bo Bpems 3auyatud, 6bin 06HapyXeH CUcTeMaTUYeCKMM 0630pOM B MPOCMEKTVBHOM MexayHapogHom
pernucTpe aHTUPETPOBUPYCHBIX MpenapaToB y 6epeMeHHbIX (1 aedeKkT HepBHOW TPYOKU Ha 247 kKoHTakToB ¢ DTG B nepuog go
1 nocne 3avatus, 0,40%). OgHako 3a npefenamu boTcBaHbl, B KOTOPOI OTCYTCTBYET HaLlMOHasIbHasA Nporpamma oboratieHuns
NPOoAYKTOB NUTaHNA GoNMeBo KMCNOTON, 6ONbLUMHCTBO CBeleHWI NOAAIOTCA CTPaHaMK, rae AeCTBYOT HaLOHabHble
nporpamMmmbl oboraLleHna NPoayKToB NUTaHKA GONMeBON KUCIOTON, YTO 3HAUMTENbHO CHUXKAET PacnpoCTPaHeHHOCTb
fedeKToB HepBHON TPY6KM B 06Lwen nonynauun (16).

Ecnu curHan o gedekte HepBHON TPYOKM, OTMEUaIoLWMINCA B HacTosLee BpeMs B uccnefoBaHum Llenamo, nogreepamntcs (oH B
TPW pa3a Bbllle, YeM B APYrvX NONyNALKAX), abCOMOTHBIN PUCK BCE e OCTaHEeTCA oUeHb HU3KUM, 0,30%, — 1 Ha 1000 B obLelt
nonynAuMmM ¢ NoTeHuManbHbIM yBenuyeHnem o 3 Ha 1000; pa3nnune cocTaBnsAeT ABa AOMNONHUTENbHbIX AedeKkTa HepBHOM
Tpy6KmM Ha 1000 KOHTAKTOB 10 1 MOC/IEe 3a4aTnA B CpaBHeHUN C 3a4aTiem Ha doHe APT c EFV. C yueTom nocnefHux AaHHbIX,
nosny4YeHHbIx 6narogapsa ycuneHHoMy anvaHag3opy B botceaHe, nposoavBLiemycs MUHUCTEPCTBOM 34paBOOXPAHEHMS 1
CDC, B3BelLLEHHbIN OLEHOYHbIN PUCK OCTaeTcA HM3KUM — 0.36% (95% W 0,10-0,62).

[aHHble 06 ncxopax ponos, BKouasa fedeKTbl HePBHOW TPYOKM, y 6epeMeHHbIX XKeHLUMH, MPUHUMABLLMX APYrie NHIMOUTOpbI
MHTErpasbl, NoKa 06HAAEXMBALOT, XOTA KONMUECTBO NPOCMEKTVBHbBIX KOHTAKTOB Ha Neprof A0 1 NOC/e 3a4aThs OrPaHUYeHo,
a 60/bLIMHCTBO COOBLLEHNIA MOCTYNAIOT M3 06eCneyeHHbIX Pecypcamu CTpaH, B KOTOPbIX MPOBOAATCA HaLMOHaNbHble
nporpamMmbl oboralleHns NpoayKToB NTaHusA GonreBoli KUCNOTON. B Lensax 6onee onpefeneHHOro NoATBEPKAEHUS UK
OMNpOBepPXKeHUsA chrHana o fedektax HepBHOW TPYOKM HEOOXOAMMO OCYLLECTBAATb TEKYLLUIA SMMAHAA30P; KPOME TOro, Ans
peLueHuns 3Tol NPo6nembl B HACTosLLEE BPeMSA MPOBOAATCA HECKObKO NCCeJOBaHWNA.




BcraBka 3: lloaxop, OpMeHTUPOBAHHDIIA
Ha HYXK[bl XKeHLUUH

MepauumHcKoe o6cny»K1BaHNe, OPUEHTUPOBAHHOE Ha
HY>X[ibl KEHLLVH, MOAPa3yMeBaeT MOAXOo[ K OXpaHe
3[10POBbA, MPU KOTOPOM MPUHMMAIOTCA BO BHMaHNe
B3rNAAbl *KEHLLWH 1 VX CEME 1 CO0bLLeCTB. ITO O3HAYaeT,
YTO CNY>KObl 34PABOOXPAHEHVIS PACCMATPVBAOT

MKEHLLVIH KaK aKTUBHbIX YYaCTHVKOB 1 6eHeduLapoB
[OBEPEHHbBIX CMCTEM 34PAaBOOXPAHEHVIS, OTBEYAIOLLIMX
NoTpeBHOCTAM, NPaBaM ¥ NPEANOYTEHVAM XEHLLUWH

1 NEVCTBYIOLLMX HA OCHOBE r'YMaHM3Ma U LIeNOCTHOro
BOCMPVIAITUA MaLMeHTOB (6e3 nprHyxaeHus). MomoLlb
OKa3blBaeTCs TaKM 06Ppa3oMm, UTOObI yBaXaTb aBTOHOMUIO
MKEHLLVIH B MPUHATUM PeLIEeHUI, KacaloLUXCA 300POBbS;
CNy>KObl JOMKHbBI NPefoCcTaBATb MHGOPMALMIO 1
npepanaraTb BapmaHTbl, NO3BONAOLLME KEeHLLMHaM cenaTb
0CO3HaHHbIN BbIGOP. [OTPEOHOCTI 11 B3rNAAbI XKEHLLMH,
1X CEeMeN 1 COOBLLECTB UrPatT LIEHTPASIbHYIO POJib B
OKa3zaH1M MOMOLLM 1 pa3paboTKe 1 OCYLLEeCTBIEHNN
nporpamm 1 ycnyr. lMogxoa, OpUeHTUPOBaHHbIN Ha HYXbl
MEHLLVH, OCHOBaH Ha ABYX PYKOBOAALLMX NPUHLMMIAX —
COAECTBUM NPaBaM YeNoBEeKa U reHAePHOMY PaBeHCTBY.

Moaxop kK APT, oCHOBaHHbII1 Ha COGNIOAEHV NpaB
yenoBekKa

Bce pexxvmbl APT fonHbI Ha3HavaTbCA

C UCMonb30BaHNEM NOAXOAA, OCHOBAHHOIO Ha
cob6noAeHN NpaB YenoBeka. ITo O3HaYaeT, YTo
KEHLLMHa C AeTOPOAHbIM MOTEHLMANOM 1Nu Ntobas
6epeMeHHasn UM KOPMALLAA XKeHLLMHA nonyyaet
NosiHyto MHGOPMaLIMIO O pUCKax 1 npermyLyectsax APT
HapAAy C MEAVLIMHCKM COBETOM, COOTBETCTBYIOLLIIM ee
CUTyaunu; el NpefoCTaBAeTCA NoaaepKka B NPUHATIAN
Z[06POBONBHOTO PeLLEHNsA OTHOCUTESTbHO Bbibopa
Hauasla MeIIKkaMeHTO3HOTO JIeYeHisl, ero NMPOAOIIKEHNS
1 NPUBEPXKEHHOCTU/YAEPXKaHNW B CUCTEME OXPaHbl
3[10POBbA B 3aBUCUMOCTY OT 06CTOATENLCTB. PAOOTHMKM
3[paBOOXpPaHeHA AOMKHbI MOMOraTh XeHLLMHAM
Hag/ieXallmm obpa3omM yaoBIeTBOPUTL CBOM MOTPeGHOCT
B MeZULIMHCKO MOMOLLM 1 MOTPEGHOCTM B OXpaHe
3[0POBbA CBOVIX JeTEN.

McTounmk: CBoiHOE PyKOBOJCTBO MO OXPaHe CeKCyasibHOro 1
penpoayKTMBHOIO 340POBbA 1 3aLLKTe NPaB XKeHLUH, KNUBYLINX C
BUY. XeHeBa, BcemnpHas opraHu3sauma 3gpaBooxpaHeHus; 2017.

MopennpoBaHue COOTHOLIEHNA PUCKOB U BbIrO AAeT OCHOBaHMA
nonaratb, YTO Takue npenmyiectsa DTG ana xeHwmH

C AeTOPOAHbIM MOTEHLMANIOM, HaUMHAOWKNX NPUHUMaTb APT,

Kak nyyllee nofassieHe MaTeEPUHCKON BUPYCHOM Harpy3Ku,
CHUPKEHME MaTePUHCKON CMEPTHOCTU, COKPaLLleHMe YacToThl
nonoBow nepegaun n nepepayn MHGeKUnn ot matepu pebeHky,
MOTYT NepeBecuTb PUCKM, TaKMe Kak 3a6oneBaeMoCcTb B3pOC/Ioro
HaceneHus B pe3ynbTaTe Habopa Beca, cBA3aHHoOro ¢ DTG, n
HeoHaTaslbHasA CMEePTHOCTb Cpean MiadeHLeB, POXAEHHbIX

OT 6epeMEHHbIX KEHLLUH CO CBA3aHHbIM ¢ npriemom DTG
yBenuyeHnem Beca. CornacHo nporHo3sam, DTG ctaHeT 6onee
peHTabenbHbIM, YTO AaCT BO3MOXXHOCTb NPefoTBPATUTb 6onblue
NeT XU3HW C NOMPaBKOM HAa UHBANMAHOCTb NPU MEHbLUNX, YeM

c EFV, 3aTparax.
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BctaBKa 4: YBennuyeHue Beca B CBA3M
cucnonb3oBaHuem HoBbix APB-
npenapaToB

OG6HOBJEHHBI CeTeBOW MeTaaHann3 pykosoacTts 2019
I. BbIABWJ MOTEHLMaNbHOE abCONIOTHOE yBENMYEHNE
Maccbl Tena Ha 3-5 Kr y nuu, nonyyaroLwmx cxembl Ha
ocHoBe DTG, Ha oTMeTKe 48 Hefenb, NPU HU3KOM
YPOBHe JOCTOBEPHOCTY foKa3aTenbcTB. Habop Beca
6b151 HanbonbWwyM y NnL, NpuHUMaBLmx TAF + FTC

+ DTG. MoaTomy, HaunHaaA neveHmne DTG, B nonbiTke
yrnpaB/ieHNA BECOM KINNHULMCTbI AOMKHbI MOAYEPKHY T
Ba)KHOCTb 3[J0POBOrO NUTAHNA, PerynAaApHbIX
bU3nYecKmX ynpakHeHW 1 0TKasa OT KypeHUs.

Y100bl NOHATL COLManbHble NOCNeaCcTBUSA
MOTEeHLMabHOTO YBENMNYEHNA BECa, HEOOXOAUMbI
LONOSNHUTENbHbIE NCCNIE[0BaHNA, MPOBOAUMbIE
COBMECTHO C CO00OLLIeCTBaMM MNALIMEHTOB U

rpynnamu nogaepku. lMpeasaputenbHbie OT3bIBbI
06LLEeCTBEHHOCTU U, KOHKPETHO, KEHLLVIH, BKJTOUEHHbIX
B MCCefjOBaHVsA, BEC KOTOPbIX yBENMYMICA Ha poHe
npuema DTG, 3akntoyanncb B TOM, UYTO yBeNnyeHmne
B&Ca BO MHOTOM PacCMaTPUBAETCA Kak 611aronpusTHbI
MCXO0[, HO YHYACTHUKIM OMnpoca XoTenu 6bl NOyYnTb
[OMOJSTHUTENbHYI0 MHPOPMALIMIO O MOTEHLMANbHbBIX
NoCNeAcTBUAX ANA 300POBbA, KOr4a OHa CTaHeT bosnee
pJocTynHol. [pynnbl 6e3anennALuMoHHO NOAYEPKHY N
3HauyeHne afieKBaTHOIO KOHCYNIbTMPOBaHUA U NMOAAEPXKKM
B OTHOLLEHMM NMOTEHLUMANbHOro Habopa Beca.

DTG ofo6peH K NpyMeHeHNI0 y AeTeli CTapLue LWeCTn IET U BECOM
6onee 15 Kr; OH Take NIerko foCTyneH Ana AeTei, BecAWmx

He MeHee 20 Kr, KOTOopble MOTyT NPUYHUMaTb TabneTku Ans
B3pPOC/bIX 50 Mr, MOKPbITbIE NSIEHOYHOWN 0601104KO. Ofo6pPeHne
po3suposkn DTG ana peten Becom meHee 20 Kr oxungaerca

B KOHLe 2019 r.; pa3pabaTtbiBaeTcs TakxKe 1 opofucnepcHas
TabneTka AnA fetel, onobpeHne KOTOPOI OXK1aaeTcs B cepeuHe
2020 r. feTam, Ana KOTopblix of4obpeHHan go3nposka DTG noka
He[oCTYMHa, MOXHO Ha3zHauaTb panterpasup (RAL), cumTatowminca
3 PEKTUBHBIM MHTMOUTOPOM NHTErPa3sbl, 0OA0OPEHHbLIM AR
MNCNONb30BaHWA, HaUMHasA ¢ poxaeHua. RAL ¢ ycnexom cHuxaeT
BMPYCHYIO Harpy3sKy y MinageHLUeB C BbICOKMM YPOBHEM BYpeMUU,
ABNASACH 6€30MacHbIM [/151 HOBOPOXAEHHbIX U FPYAHbIX JeTeN,
noABepratLLMXcaA BbICOKOMY PUCKY MHOULMPOBAHNA, 1 XOPOLLO
VMW NEePEHOCUTCA.

Tiopam, konHdurumposaHHbiM BUY 1 TB, fo3y DTG Heobxonmmo
yBenuunTb Jo 50 Mr ABa pasa B fieHb 13-3a JIeKapCTBEHHOIO
B3aVIMOAENCTBUA C prdamnmuMHOM. OTa AONONHUTENbHAA [03a
DTG x0opoLuLo nepeHoCUTCA NPU SKBUBANEHTHOMN 3GHEKTUBHOCTH
B MOAaBJIEHVN BUPYCHOW Harpy3Kku u BOCCTaHOBMIEHNM
KonunyecTtBa Knetok CD4-numdoumnTos no cpaBHeHuto ¢ EFV (17,18).

EFV 400 mr B pexxume APT nepBoro paga

OGHOBNEHHbIN CUCTEMATUYECKN 0630p BbIABUJI, UTO

EFV 400 mr nepeHocutca nyyuwe, yem EFV B ctangapTtHom
nosunposke (EFV 600 mr); ero nprviem conpoBoxpaaetcsi bonee
HU3KNUM PUCKOM NpeKpaLleHnA NeYeHna N TAKENbIX CBA3AHHbIX
C leYeHNEM HeXenaTeNbHbIX ABNeHN. Pexnmbl, cogepalyme
EFV 400 mr n EFV 600 mr, cpaBHUMbI MO CTEMNeHW NoJaBneHnsa
BUPYCHOW Harpy3ku, CMEPTHOCTU, a TaKXKe Mo YactoTe
HeXkenaTenbHbIX ABMIEHN CO CTOPOHbI MCUXNYECKOTO 340POBbA
1 HEPBHOW CUCTEMBbI.

EFV 400 mr BbinyckaeTcA B TabneTKax MeHbLUero pasmepa
1 NOTEHLMANbHO MOXET CHU3MTb 3aTpaTbl Ha SleyeHne no
cpaBHeHwmio ¢ EFV 600 mr; 06a BapuaHTbl 4OCTYMHbI B BUAE
IKeHepunyecknx KombmHaumii GUKCMpPOBaHHbIX A03.

Oxupaetca, uto npuem EFV 400 mr 6yaeT 6e3onaceH ana
6epeMeHHbIX XeHLUH, Kak 1 ncnonb3osaHve EFV 600 mr.
[aHHble nccneposaHua Llenamo B boTcBaHe AeMOHCTpUpY!oT,
yto EFV 600 mr 6e3onacHee pexumo APT Ha ocHoBe
nonuHasupa/putoHasupa (LPV/r) npn 6epemeHHOCTU, paBHO
KaK 1 6e3onacHee HeBupanuHa (NVP) B neprog go u nocne
3a4aTusA, Npuyem cteneHb 6€30nacHOCTM aHanorMyHa TakoBow
DTG c TOUKM 3peHMA NCXO0B 6EPEMEHHOCTIN 6€3 MOBbILEHHOTO
pucka pa3sutua aedpeKToB HepBHOW TPy6KK (19). U3yueHne
bapMaKoKUHETVKN U dapMaKOAUHAMUKI MOKa3bIBAIOT, UTO Npu
npueme EFV 400 Mr KOHUEHTPaL My HECKONbKO CHUXKAOTCA,
0oCTaBaACb B Npefenax TepaneBTUYeCcKoro gmanasoHa, 4to

C Manown gonei BePOATHOCTU CMOCOOHO NPUBECTU K CHUXKEHUIO
addekTnBHOCTM (6). He pekomeHayeTca ncnonb3osatb EFV 400
mr 1 EFV 600 Mr B yCnI0BMAX BbICOKOTrO YPOBHA IeKapCTBEHHOW
yctonumsocTn BUY go neveHus.

EFV 400 Mr MOXKHO Ha3HauyaTb BMeCTe C MPOTMBOTYOEpPKyNe3HbIM
neyeHneM, cofepalim prudamnmLmH; O4HOBPEMEHHbIN

npriem XOpOLLO NePeHOCHTCA, a MNa3MeHHbIe KOHLeHTpaLum

Mo AeP>KNBAIOTCA BblLLe YPOBHEW, CHUATAIOLLMXCA SGPEeKTUBHBIMY (5).

O6o6uasn ckasaHHOe, cfieflyeT MOBTOPUTb, YTO HayUHble
[JaHHble noaaep»KMBatoT ncnonbsoBaHme DTG B KauecTBe
npeanoytutenbHoro APB-npenapata nepsoro paga

C 0l06PEHHO fO03NPOBKOW ANA BCEX JIOAEN, KUBYLLMX C

BWY, B TOM uncie B3pocbiX, 6epeMeHHbIX XEHLUH, XKeHLNH
1 €BOYEK-NOAPOCTKOB C AETOPOAHBIM MOTEHLMANIOM, A
TakXe nayneHToB ¢ KouHdekumnen BUY/TB. EFV 400 mr
pekomeHAyeTCs B KaueCTBe albTePHATMBHOIO Nnpenapara, a
EFV 600 Mr npoposn»KaeT BbIMyCcKaTbCA Kak onuma Ana ocobbix
cutyaumin. RAL pekomeHayeTcsa HOBOPOXAEHHBIM U MOXKeET
paccmaTpmBaTbCA B KauecTBe anbTepHaTuBbl, ecnu LPV/r B Buge
TBEpPAbIX IeKapCTBEHHbIX GOPM HEeAOCTYNEeH AN feTell BeCOM
meHee 20 kr (Tabnuua 1).

MeanumnHcKrie paboTHVIKM AOMKHbBI NPEeA0CTaBAATb XKeHLUHAM
TOUHYI0, aKTYasIbHYO 11 COOTBETCTBYIOLLYIO0 BO3pacTy UHbOpMaLnio
1 npeasiaraTb BapuaHTbl, MO3BONAOLME VM CAENaTb OCO3HAHHbIN
BbI6GOP B OTHOLLIEHUN CMOMIb30BaHNS PEXMMOB MOXKU3HEHHOW
APT (BcTtaBKa 3).



Ta6bnuua 1. lpeanoutuTenbHble U anbTepHaTUBHBIE pexxumbl APT nepBoro paaa

Fpynna HaceneHusa |lMpepnouTuTenbHbIN AnbTepHaTuBHbIN pexxum | Ocobble 06cTOATENbCTBA
pexum nepBoro papa nepsoro paga

B3pocnbie n TDF + 3TC (unu FTC) + DTG* TDF + 3TC + EFV 400 mr® TDF + 3TC (unu FTC) + EFV 600 mr®

noApPoOCTKN AZT + 3TC + EFV 600 mgP

TDF + 3TC (unu FTC) + Pl/r®
TDF + 3TC (nnn FTC) + RAL
TAF¢ + 3TC (unu FTC) + DTG
ABC + 3TC + DTG®

Oetn ABC + 3TC + DTGH ABC + 3TC + LPV/r ABC + 3TC + EFV (unn NVP)
ABC + 3TC + RAL® AZT + 3TC + EFV? (unn NVP)
TAF + 3TC (mnn FTC) + DTG"  AZT + 3TC + LPV/r (unu RAL)

HoBopoxpaeHHble  AZT + 3TC + RAL" AZT + 3TC + NVP AZT + 3TC + LPV/r!

3TC: namuBypnuH; ABC: abakasup; AZT: 3ugosyanH; DTG: ponyTterpasup; EFV: apaBupens; FTC: amtpuuntabuH; LPV/r: nonnnasup/putoHasup; NVP: HeBupanuH;
WMM/r: nHrmbutop npoTeasbl, ycuneHHbli putoHaBupom; RAL: panterpasup; TAF: TeHodosup anadpeHamua; TDF: TeHopoBup grsonpokcun dpymapar.
JdPeKTNBHAA KOHTPALLENLUNA JONKHA ObITb MPeAsioxKeHa B3POC/bIM 1 XEHLMHaM 1 AeBOYKaM-NoAPOCTKaM AeTOPOAHOro Bo3pacTa Uav C AeTOPOAHbLIM NOTEHLUaNoM.

DTG MOXHO Ha3HauaTb B3POC/IbIM U XKeHLMHaM 1 leBOYKaM-MoPOCTKaM 1eTOPOAHOIO BO3pacTa UAN C e TOPOHbIM NOTEHLMANIOM, XenaloWwmnm 3abepemeHeTb
VTN He UCMONb3YIOLWUM (He MMelL M AOCTYM) UHble GOPMbl NOCeoBaTeNbHON N SPGEKTUBHON KOHTPALIENLUMM, NPU YCIOBMM, YTO OHU BbIIM NOMHOCTbIO
NpouHGOPMUPOBaHbI O NOTEHLMANbHOM YBeNVYeHUN pUcKa fAepekToB HepBHOIM TPYOKHM (MpW 3a4aTum 1 A0 KOHLLA NepPBOro TpumMecTpa). ECNu XKeHWnHbI y3HatoT o
cBoeil bepemeHHOCTM nocsne nepBoro Tpumectpa, DTG cnefyeT HauMHaTL MK NPOAOXKATb HA NPOTAXKEHUN BCEro cpoka 6epemeHHocTH) (BcTaBka 2).

B APT Ha ocHoBe EFV He crieflyeT Ucnonb3oBaTh B YCNIOBUAX, KOTAa HAaLVOHaNbHbIE OLEHOYHbIE 3HaYeHNs ycTonumsocTu K EFV go neueHus coctasnsiot 10% unu
6onee. APT Ha ocHoBe DTG aBnAeTcAa npeanouTMTenbHbIM; ecn DTG HeflocTyneH, clefyeT NCNoNb30BaTb PeXNM Ha OCHOBe bycTuposaHHoro WUIM. Beibop UM r3aBucut
OT MPOrpaMMHbIX XapakTepUCTrK.

TAF MoXeT 6bITb pacCMOTPEH ANA NoAeN C NPOABNEHUAMMN OCTEONOPO03a N/MNN HapyweHUAMU GYHKLUN NoYeK.

4[1ns BO3PACTHBIX U BECOBbIX KAaTEropmin Npu Hanuuum ogobpeHHoin fo3uposkm DTG.

°RAL cneplyeT HaszHauaTb B KaueCTBe aJibTEPHAaTUBHOIO PEXMMa TOMbKO B C/ly4ae OTCYTCTBUA TBePAbIX JIeKapCTBEHHbIX popm LPV/r.

f[Ins BO3PACTHbIX 1 BECOBbIX KaTEropuii Npu Hannumm ofo6peHHon Jo3UpoBKUTAF.

9EFV He cnepyeT NnpumeHATb Y leTen B BO3pacTe MAajLer Tpex neT.

"HoBopoXaeHHbIX, HauaBLKx APT ¢ pexnma Ha ocHoBe RAL, He06X0AMMO MaKCMManbHO paHO NEPEBECTU Ha TBEPAYIO NIeKapCTBeHHYIo dopmy LPV/r.

'‘Cupon nnu rpanynbl LPV/r MOXHO NPUMEHATb CO BTOPOW HefleNu XN3Hn pebeHka.
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DTG B APT BToporo Pﬂﬂa B coBOKYnNHOCTM C ApyrMmuy npenmyLyecTsamu, B TOM Yyncie

MEeHbLMY 3aTpaTaMu, MEHbLUVM MOTEHLMANIOM IeKapCTBEHHOIO
B3aUMOLENCTBUA, MEHbLUIUM BpeMeHeM npuema TabneTok 1
JOCTYMHOCTbIO MpenapaToB ¢ KOMOUHaUMeNn GUKCUPOBAHHbBIX
[103 Ha oAHOKpaTHbIN Npuem, DTG pekomeHayeTcA B KavecTse
npegnoytutensHoro APB-npenapara gna APT BToporo

pAgay B3poC/blX, MOAPOCTKOB U fleTel, He OTBETMBLUMX Ha
TepaneBTUYECKUI PeXMM NepBOro pAga He Ha ocHose DTG.

r., AeMOHCTpUpylowue, 4to DTG B Lienom bonee 6esonacen Mocne Heyaum NIeYeHNA Ha CXeMe NePBOro pAaa, CoaepKalliel

M 3 $eKTUBEH, YeM PeXNMbI Ha3HaueHNiA BTOPOro PAAa Ha DTG, cnefyeT NpYMEHNTb PEXMM, COAepPKaLyuii 6yCTUPOBAHHbIN
OCHOBe UHrnbuTopa npoteasbl (MM). WN (Tabnuua 2)

O6HOBJIEHHblE 0630pbl PAKTUYECKNX JAHHbBIX OLEHUIN

3¢ PpekTUBHOCTL U 6e3onacHocTb DTG B coueTaHumn

C ONTUMU3NPOBAHHBIM peXXMMoMm Ha ocHoe HUOT gna
nofen, He OTBETUBLLNX Ha nevyeHne APT nepsoro paga He
Ha ocHoBe DTG. AHanu3 nogTBepaun pekomeHgauum 2018

Ta6bnuua 2. llpepnoututenbHble U anbTepHaTUBHbIE pexxumbl APT BTOpoOro pasa

Pexxum nepBoro psapaa, . 5
" . MpepnoyTuTenbHbIN peXXM | AnbTepHaTUBHbIN PEeXXUM BTOPOro
noBneKLWun 3a cobon

HaceneHunA Heypauy neveHns BTOpOro paga pAaAa

TDF® + 3TC (unu FTC) +

Fpynna

AZT + 3TC + ATV/r (nnwn LPV/r) AZT + 3TC + DRV/r¢

DTG
Bapocnbie u TDF + 3TC (nnn FTC) + EFV AZT + 3TC + DTGE AZT +d?:TC + ATV/r (nnn LPV/r nnn
noppoctku® (WM NVP) DRV/r)
TDF® + 3TC (unm FTC) + ATV/r
b c
AZT + 3TC + EFV (nnu NVP) TDF® + 3TC (unu FTC) + DTG T
ABC + 3TC + DTG® AZT+ 3TC + LPV/r (unnt ATV/FY)  AZT + 3TC + DRV/r9
ABC (mn AZT) +3TC+  p 7T (unn ABC) + 3TC+ DTGe  AZT (wnn ABC) + 3TC + RAL
ne'r“ n LPV/r
MAAREHUb!  ABC (an AZT) + 3TC + EFV AZT (unu ABC) + 3TC + DTG® ﬁf\j /E'f')”“ ABC) +3TC + LPV/r (wm
f
AZT + 3TC + NVP ABC + 3TC + DTG* SBR\C//TQ)STC s BAU RO DU TN 7

3TC: namuByavH; ABC: abakaBup; ATV/r: aTasaHaBup/putoHasup; AZT: 3ngoByavH; DRV/r: papyHasup/putoHasup; DTG: ponyTterpasup; EFV: s¢paBupens; FTC:
amTpuunTabuH; LPV/r: nonnnasup/putoHasup; NVP: HeBupanux; RAL: panterpasup; TDF: TeHopoBUp Ansonpokcmn pymapar.

2CekBeHupoBaHue, ecnu UM ncnonb3osanuck B kKayectse APT nepsoro paga: ATV/r (unu LPV/r unn DRV/r B 3aBUCMMOCTM OT 0ocobeHHocTel nporpamm) + TDF + 3TC
(unn FTC), a 3atem AZT + 3TC + DTG B KauecTBe APT BTOpOroO pAga.

P3dpdekTUBHaA KOHTPaLLeNUMA JONMKHA GbiTb NPeANIOXeHa B3POCTbIM U XeHWMHaM 1 AeBOYKaM-MoApPOCTKaM AeTOPOAHOrO BO3PaCcTa UK C AeTOPOAHBIM NOTEHLUaNnoM.
DTG MOXHO Ha3HauaTb B3POC/IbIM U KeHLUHAM U IeBOYKAM-MOAPOCTKaM IeTOPOAHOMO BO3pacTa MU C e TOPOAHbIM MOTEHLMANIOM, XKenalWwmnm 3abepemeHeTb

WJIN He UCNONb3YIOW UM (He MMeloL M AOCTYN) UHble GOPMbl NocnejoBaTeNIbHON U 3PGEKTUBHON KOHTPaLENLMUMW, NPK YCIOBMI, YTO OHU BbIIN NOAHOCTbIO
NPoMHGOPMMPOBaHbI O MOTEHLMAIbHOM YBENNYEHNN PUCKa AedeKTOB HEPBHOW TPY6KM (MPU 3a4aTun 1 A0 KOHL@ MepBOro TpMmecTpa). ECin XeHWwmnHbl y3HatoT o
cBOel GepeMeHHOCTU Nocsie NepBoro TpumecTtpa, DTG cneflyeT HauMHaTb WAV NPOAOKATbL Ha NPOTAXEHNUN BCEro cpoka 6epemeHHocTH) (BcTaBKa 2).

TAF (tenofovir alafenamide) moxeT npuMeHATLCA Yy B3POCSIbIX M MOAPOCTKOB B KauecTBe anbtepHatnsbl HAOT B 0cobbix cMTyauunax.
dKombuHauma RAL + LPV/r MOXeT NPUMeHATHLCA Y B3POC/IbIX M MOAPOCTKOB B KaUeCTBe anbTepHaTUBHOTrO pexnuma APT BToporo psaaa.

cEBpoOnencKoe areHTCTBO JIeKapCTBEHHbIX CPeAcTB 0fo6puno npumeHeHre DTG TonbKo y AeTeit BeCOM He MeHee 15 Kr 1 6onee WWMPOKO Cpeau Tex, Yei BeC npesblluaeT
20 Kr, CNOCO6HbIX NPUHMMaTb TabneTkn AN B3pOC/biX 50 Mr, MOKPbITbIE MAEHOUHON 060n04KO. [IPOJoMKATCA MCCNEA0BAHMUA MO YTOUHEHWIO JO3VPOBKY ANA AeTeln
MnaALWero Bo3pacta, ofobpeHne KoTopoi oxunaaetca B Hauane 2020 r., Ho pekomeHauumn BO3 2016 r. no APT BTOporo psaf ocTaloTca B cue (pekMm Ha oCHoBe

WM gna petei, He oTBeTMBLWMX Ha neyeHne HHUOT, n RAL gns getei, He oTBeTMBLMX Ha LPV/r). TAF (TeHopoBUp anadeHammi) MOXKET UCMONb30BaTbCA B KayecTBe
anbtepHaTuebl HAOT y geteit Becom He MmeHee 25 Kr.

fATV/r MOXeT NCMoNb30BaTbCA B KaueCTBe anbTepHaTMBbl LPV/ry feTen B Bo3pacTe cTaplie Tpex MeCALEeB, HO Npu BbIGOPE 3TON CXeMbl HEOBXOAUMO YUNTbIBATb
OrpaHVyYeHHyI0 AOCTYMHOCTb NPMYeMSIeMbIX MpenapaToB ANA AeTel B BO3pacTe MiajLe WecTun NeT, OTCYTCTBE KOMOMHaLN GUKCMPOBAHHbIX 403 U HEO6XOAUMOCTb
OTAENbHOro Ha3HauyeHVA PUTOHaBMpPa B KayecTse bycTepa.

9DRV He cnefyeT Ha3HayaTb AeTAM B BO3pacTe Milajjlle Tpex JieT; ero HeO6XOFWIMO KOM6VIHI/IpOBaTb C COOTBETCTByIOLLteI?I ﬂO3VIpOBKOI7I puTOHaBupa.



lMepexop Ha DTG n EFV 400 mr B HauMOHanNbHbIX
nporpammax 6opb6bi ¢ BU4/CMUAom

Cebiwe 1 MunnnoHa yenosek, XunByLux ¢ BUY, B HacToAwee
BpemaA ncnonb3yot DTG B cTpaHax € HU3KUM U CpeaHUM
ypoBHeM foxopnoB. botceaHa, bpasunua, Kenna, Hurepua

1 YraHga Hadanu macwTtabHo BHeapATb DTG B KauecTBe
npeLnoYTUTENbHOTO BapraHTa NepBoro paja, Ucnonb3ys
pasnunyHble KpuTepun npremnemoctu. K Hauany 2019 r. 6onee
75 CTpaH C HU3KUM 1 CPeAHMUM YPOBHEM JOXOA0B BKIOYNIN
DTG B cBOM HaLMOHanbHble pyKOBOACTBA, a 6onee 35 cTpaH

C HU3KUM U CPeJHUM YPOBHEM JOXO[0B Hayanu ero 3akynarb;
MHOTFVe 13 HUX OXMAAI0T MONTyUYeHNA NepBbIX NOCTaBOK
nekapcTBeHHbIX GopM, cogepxalux DTG, oT nponssoanTenen
[)KeHepuKoB.

MpounssogcTeo DTG - Kak MOHOMNpenapaTa, Tak 1 KOMNOHEeHTa
KOMOUHaL My GUKCUPOBAHHBIX [O3 —Hala>KeHO Pa3IMUYHbIMU
KOMMNaHMAMMU, KOTOPbIE yKe Hayanu HapalBaTb CBOW
noTeHuuan Ans yaooBneTBOPEHUs NOBbILEHHOro Crpoca.
Hukakoro HefjocTaTKka NPON3BOLACTBEHHbIX MOLHOCTEN

B HaCTOsLLee BPpeMs He OXKUAAETCA, XOTA CTPaHaM NpencTonT
ocywecTBnATb 3G deKTMBHOE NNaHNPOBaHVe MOCTaBOK.

3ambua, 3umbabse n KeHna nepewnu ¢ EFV 600 mr Ha EFV
400 mr, Tak 4TO OKONO 1,7 MJTH YenoBeK, XusyLunx ¢ BUY,

B HacToAlee BpemaA nonyyatoT TDF + 3TC + EFV 400 mr. bonee
25 CTpaH BKIOUUIN pexumbl, cogepxatwme EFV 400 mr,

B CBOW HauMOHanbHble pykoBogcTea. CornacHo cBefeHnAM
[mo6anbHoro ¢oHaa ana 6o0pbbbl co CMom, Ty6epKynezom
n manapuen, 18 ctpaH B 2019 r. onpegennnucb C npoweccamm
3akynok TDF + 3TC + EFV 400 mr.

Knunnueckue acnekTbl 1 coobpakeHns no
peanusauum

Puck nekapcTBeHHbIX B3aMOLENCTBUN HU3O0K, HO DTG

He MOXeT Ha3HayaTbCA BMeCTe C onpeaenieHHbIMN
NPOTMBOCYAOPOXHbIMY CPeACTBaMY (TaKMMU Kak GeHUTOUH

n peHobapbuTan) M OAHOBPEMEHHO C aHTaLuAamu,
cofepXalMm KaTUOHbI (Takue Kak KanbLuui u MarHui),
cnabutenbHbIMM 1 MONMBUTAMUHHBIMK fO6AaBKaMM 1U3-3a PUCKa
XenaTupoBaHUsA, NPUBOAALErO K CHUXKEHNIO KOHLIEHTPauumn
DTG po cy6TepaneBTUYECKOro ypPOBHA.

Ecnn ogHOBpEeMEHHOTo Ha3HaveHuA He ns3bexaTb, To DTG
crnepyeT NPUHUMATH 3a ABa Yaca O UKW Yyepes WecCTb YacoB
nocsie npuema ieKapcTs, CofepKallnx NosiBasieHTHbIe
KaTunoHbl (20).

Mporpammbl 60pbbbl ¢ BUY/CMLom fonxHbI TWwaTenbHO
nnaHMpoBaTbCs, YTo6bl 0b6ecneunTb NoctaBku DTG gna
YyOOBJIETBOPEHUA 0XKMAAEMOTO CMPOCa; peKoMeHAyeTCA
no3TanHbI NOAXOA K peann3aunn. Heckonbko cTpaH
NPUCTYNWUK K OCYLLeCcTBAeHNIO nepekntoyeHna Ha DTG nogen,
HaumHatlowmnx APT nepsoro paga n/unu yxe nony4datowmx APT
nepsoro paga Ha ocHose HHUOT, c nnoxon nepeHoCMMOCTbIo
nnn npoTusonokasaHmam K npuemy HHMOT. JocTaTouHble
6ydepHble 3anacbl NpenapaToB AN1A TEKYLMX Y HOBbIX PEXNMOB
Ha3HayYeHU AONMXHbl 0o6becneynBaTbCA B TeHEHME BCEro
nepexoaHOro neproaa.

He Bce cTpaHbl CMOCO6HBI OCYLLECTBUTDL Nepexon
OJHOBPEMEHHO UK C OANHAKOBOWN CKOPOCTbIO. B HEKOTOpPbIX
CTpaHax BO3MOXHOCTU NPETBOPEHMA B XKU3Hb Cpasy
HECKOJNbKUX BapraHTOB NONINTUKN OrpaHuyeHbl. Heobxoaumo
YUNTbIBaTb HECKOJIbKO KIMHUYECKUX, ONEePaTUBHbIX U
nporpammHbix ¢akTopos (Puc. 1). MapTHepbl No peanunsayum
pa3paboTanu cneyunanbHble KOMMIEKCH METOAMUK U
KOHTPOJIbHbIE CMNCKMN ANA PYKOBOACTBA CTPaHaMu BO Bpems
nepexopa (21,22).

Puc 1. OcHoBHble paKTOpbI, CNOCOOHDBIE NOBANATL Ha nepexoa Ha DTG

KnunHnuyeckune n

annpgemmonornyeckune

Mpoaykumna

Mporpamma n nonuTUKa

S

%BWY+ XeHWnH C feTopoaHbIM
noTeHLManom

% ntogen c BUY, nonyuarowmx
cybonTMmanbHble pexnmbl APT
nepBoro paga (takue kak NVP
n UM/r)

JOCTYMHOCTb PEXMMOB BTOPOTO 1
TpeTbero paga

% NneKapCTBEHHOW YCTONUYMBOCTN K
HHWNOT pgo neueHus

3anacbl EFV n DTG

HocTtyn K BapraHTam
KOHTpaLenuun

[ocTyn K onpefeneHnio BUPYCHOM
Harpysku

JocTyn K KoMBVHaLUAM
bUKCMPOBaHHbIX 103 ©
KOMOVHMPOBaHHbIM MpenapaTam

JOCTYMHOCTb AXKEHEPUYECKNX
npenapaTos

BknioueHue B HaUuMOHaJlbHble
pyKoBOACTBa

MoTeHuman LenoYykm NOCTaBOK

HapawmBaHue noteHumnana
1 NOArOTOBKA MOCTAaBLUMKOB
MeAULNHCKNX YCRyT
PasbAacHeHue nonnTmnku
coobuiecTsam

MOHUTOPUHF TOKCMYHOCTK

1 CUCTEMbI MOHUTOPUHTA
6€e30MacHOCTM NPUMEHEHUSA NPK
6epemMeHHOCTM
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BaKHbIM MOMEHTOM NpeLCTaBNACTCA NepekKoyeHmne Noaen,
CTabunbHbIX Ha pexxume APT, Ha pexxumbl Ha ocHoBe DTG
(Tabnuubl 3 1 4). MockonbKy nepexof Ha ONTMMasbHble

CXeMbl MOXeT 06ecneunTb KIMHUYECKNe 1 MPOorpamMmmMHble
npeumyLlecTBa, AaHHbIA nogxop Obin TwaTebHO PacCMOTPEH
pAagom cTpaH. B cootBeTcTBUM € pekomeHaaumamu BO3, cnepyet
NOOLLPATb PErynApHbIA MOHUTOPUHT BUPYCHOW Harpy3Kmn Kak
Hagnexallyto NpakTUKy, HO onpegesnieHne BUPYCHOW Harpy3Kkm
He JOMKHO CTaHOBUTLCA 006A3aTeNbHBIM NPY NePEXOAe K
ONTUMAJIbHbIM PeXUMaM.

Tem He MeHee, onpefeneHne BUPYCHON Harpy3Kmn NpropuTeTHO
ANnA nofen nocne mogndoukaumy pexxuma, y Kotopbix BUpycHas
Harpyska 1o nepexofa He onpegenanacb. Ecnm ctpaHbl pewatoTtca
Ha 3ameHy APB-npenapata 6e3 onpeneneHuns BUPYCHOW HarpysKu,
pEeKOMeHA0BaHO NPOBeAeHME TLATENbHOIO MOHUTOPUHTIA
BMPYCHOW Harpy3Kku Ha NonynaLMOHHOM YPOBHE 1 SMnAHAA30p 3a
NeKapCTBEHHOMN YCTONYMBOCTbBIO.

Mepexop Ha DTG v gpyrue ontumanbHble GopMbl eKapCTBEHHbIX
CpencTB AnA feTel NoaAePKMBAETCA PpeKOMeHAALNAMN

BO3, n310KeHHbIMM B MPUNOXKEHNN O f03UpOBKax 2019 T.

n OnTmanbHoM nepeyHe APB-npenapaTos 2018 1., a Takxe

B dopMynsape orpaH1YeHHOro ncrnonb3oBaHusa (23). PykoBoactso
0 TOM, KaK Haunyywim o6pa3om nepenT K ONTUManbHbIM
npenapartam, Takxe npegocTtaBnaeTca napTHepamu Pabouei
rpynnbl o 3akynkam APB-npenapaTtoBs, KoTopaa npoaosiKaeT
COAeNCTBOBATb KOMIEKTUBHbIM 3aKynKkam 1 nocTtaBkam
AHTUPETPOBUPYCHbIX MPenapaToB AA AeTel B CTPaHbl C HU3KMM
1 CpefHMM YPOBHEM JOXOA0B (24).

K APYrnm KnoyeBbiM BMeLLaTENbCTBaM, Tp86yIOLL|VIM ycnneHusa

BO BpemA nepexoda, OTHOCUTCA AKTUBHbIN SNnAaHaa30p 3a
BO3HUKAOLLENn TOKCUYHOCTbIO, @ TaKXe KOHCYNbTUPOBaHWE B CBA3U
CNPBEPXKEHHOCTbIO N €e NoJAepPKKa.

©JohnRaeNYC



Tabnuua 3. CoobpaxkeHna otHocutenbHo nepexona Ha TDF + 3TC + DTG y B3pocnbixX 1 NOAPOCTKOB

CueHapuin nepexofa eyeHun

MpepnouTuTenbHbIN
noaxon

KommeHTapun

DTG pna nopgen, xusyuwux c BUY, nHaunnarownx APT

B3pocnbie u nogpocTkms®

BepemeHHble N KOpMsALLKE XKEHLMHbI®

KonHdekuyna BUY/Tb

Ha3Hauntb TDF + 3TC + DTG

Ha3zHauntb TDF + 3TC + DTG

HasHauntb TDF + 3TC + DTG
(HeobxoAMMa KOPPEKTMPOBKA
nosbl DTG)

MoTeHUManbHbI pUCK AeHEKTOB HEPBHOI TPYOKM
cpenv mnageHues ¢ KoHTakTom ¢ DTG B nepuog
A0 1 nocne 3avatusa

MeHLWKMHbI, He ncrnonb3yLme KOHTpaLenumo
VAN He UMeoLLMe K Hell JOCTyna Uin xenawowue
3abepemeHeTb, MOTyT npuHumaTtb DTG unu EFV

B KayecTBe 0CO3HAaHHOro BbIbOpa CO 3HaHMEM
PVCKOB 1 MPEerMyLLEeCTB KaxKAoro pexmnma
Ha3HavyeHun

COXpaHHeTCﬂ BO3MOXHOCTb 3a4aTnA BO BpemMA
rPyAHOro BCKapMnmBaHmAa

DTG 50 mr gBa pa3a B AeHb Npuv NPUMEHEeHUN
pudamnuumHa B Cxemax NpoTUBOTYO6epKyne3Horo
neyeHua

DTG gna nopen, xusyuwux c BUY, yxe nonyuarouwunx pexxum APT nepBoro paga

KnuHuueckas nnm ummyHonormyeckas
Heyzaua neyeHus unm oTcyTcTBme
nofaBfieHNA BUPYCHOW HarpysKu

BupycHasa Harpy3ka nogassieHa

KnMHUYeCcKn unm nMMyHONOryecKm
cTabuneH? npy Hen3BeCTHOW BUPYCHOM
Harpyske

CrabuneH? Ha cy6onTMManbHbIX
pexumax APT nepsoro paga

Mepentn Ha AZT + 3TC + DTG
nnun UM/re

Mo»KHO paccmMoTpeTb 3aMeHy

Ha TDF + 3TC + DTG B
COOTBETCTBUWN C HALMOHasIbHbIMU
pekoMeHzaunamm

OTpatb npropuTeT onpeaeneHnto
BMPYCHOWN Harpy3Km unm
paccMoTpeTb MHble MPOrpamMmmHble
W KNUHWYECKne NoKa3aHusa K
nepexogy Ha APT Ha ocHose DTG

3ameHuTb Ha TDF + 3TC + DTG

HeT gaHHbIX B noaaepxKy 3¢deKkTuBHOCTM
DTG npwu ero npumeHeHUn B KOMGrHaL MK
C HeaKTnBHoOM ocHosol 13 HAOT

Ob6ecneunTb NOALAEPKKY MPUBEPKEHHOCTH

3ameHa foJIXKHa paccMaTpUBATbCA B KOHTEKCTe
obecneyeHuns nekapcTBEHHbIMU NpenapaTamu
1 Bbl6OpaA NaumeHTa

3amMeHa MOXeT CTaTb MPUYNHOWN NPOABNEHMUA
HOBbIX MOOGOYHbIX AEACTBUN U YXY[LNTb
NPUBEPXKEHHOCTb

Pexxumbl ¢ DTG moryT oka3atbca nyuiie

B IO/ITOCPOYHON MepcneKkTnee

HeT gaHHbIX B noaaepxKy 3¢ deKkTuBHOCTM
DTG npwu ero npumeHeHUn B KOMOMHaLMm ¢
HeakTuBHOW ocHoson n3 HAOT

Ob6ecneunTb NOALEPKKY MPUBEPKEHHOCTH

3amMeHa MOXeT CTaTb MPUUYNHOWN NPOABNEHUA
HOBbIX MOOOYHbIX JEeNCTBUN
ObecneunTb NogLEP>KKY MPUBEPKEHHOCTY

3TC: namuByfuH; AZT: 3upoByaunH; DTG: gonyterpasup; EFV: adaBupens; HAOT: Hykneo3uaHblii MHrM6utTop obpatHon TpaHckpunTasbl; UM/r: uHrmbuTop npoTeassl,
ycuneHHbli putoHaBupom; TDF: TeHodoBuMp gusonpokcun dymapart; Tb: Ty6epkynes.

3¢ PeKTBHAA KOHTPALENLUMA [OMKHA ObITb NPEANOXKeHa B3POC/IbIM 1 XKEHLMHAM 1 AeBOYKAM-NOAPOCTKaM AETOPOAHOro BO3pacTa Uiv C AeTOPOAHbBIM MOTEHLUANOM.
DTG MOXHO Ha3HauaTb B3POC/bIM U KEHLMHAM 1 JeBOYKAM-MOLPOCTKaM JeTOPOAHOMO BO3PacTa UM C 4eTOPOLHbIM MOTEHLMANIOM, Xenalwmnm 3abepemeHeTb

WIIN HE UCMONb3YIW MM (HE MMeLWM BOCTYM) MHble GOPMbl NOCTIe[0BATENbHON N 3PGEKTUBHON KOHTPALENUMM, MPU YCIIOBMM, YTO OHU BbIIN NOSIHOCTbIO
NponHGOPMUPOBaHbI O NOTEHLMaNbHOM YBeNMYeHUN pUCKa AepeKToB HEPBHOW TPYOKM (NP 3a4aTumn 1 A0 KOHLA NepBOro TpUmMecTpa).

PEcnn MEeHLWMWNHbl y3HAIT O cBoen 6epemeHHocw| nocse nepBoro TpumecTpa, DTG cnefyeTt HauuHaTb NN NPOLOJIXKATb Ha NPOTAXKEHNN BCErO CPOKa 6EpeMeHHOCTI/I.

Mlocne KOHTPONA MPUBEPKEHHOCTU U MPU NePCMCTUpYoLeil onpefenaeMoil BUPYCHO Harpyske.

dOnpepenermne cTabubHOCTV OCHOBAHO Ha HALMOHANbHbIX PYKOBOACTBAX.
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Ta6nuua 4. CoobparkeHus, KacaloLuecs nepeBoaa Ha onTUManbHble pexxumbl APT peteis,
KOTOpble B COOTBETCTBUE C HALMOHANbHbIMU PYKOBOACTBAMM CYUTAIOTCA CTabunbHbIMM Ha APT

. OnTUManbHbIN peXxnm
Tekywun pexum Coob6paxkeHus
Ans nepexopa

CTabunbHbIX JeTen MOXKHO nepesecTn

<20 Kr ABC + 3TC + LPV/r Ha DTG no goctuxeHun nmm Beca 20
AZT + 3TC + NVP Kr
AZT + 3TC + EFV CTabunbHbIX feTell MOXHO NepeBecTy

20-30 kr ABC + 3TC + DTG Ha TDF + 3TC + DTG no goctuxeHun
ABC + 3TC + NVP nmun Beca 30 Kr

> 30 Kr TDF + 3TC + DTG -

. MNepeBop Taknx geTten Ha
HuKakux nameHeHnn oo
ONTUMasbHble PEXMMbl UMEeT CMbIC/
nocTuxkeHusa seca 20 Kr

<20 Kr TONbKO NOCNe AOCTUXEHNA UMK Beca
B OTCYTCTBME Heyfauu
20 kr, korga DTG MOXHO NpUHMMaTb

neyeHus
TaK e OAVH pa3s B ieHb
ABC + 3TC + EFV
CTabubHbIX AETEN MOXHO NEePEBECTHU
20-30 Kkr ABC + 3TC + DTG Ha TDF + 3TC + DTG no pocTuKeHun
nmu Beca 30 Kr
> 30 kr TDF + 3TC + DTG -
ObecneynTb MaKCMManbHO paHHW
nepexof Ha KOMOUHUPOBAHHbIE
neKkapcTBeHHble GopMbl AnA
TR s ol 7o COKpalleHnsa bpemeHun nprema
Tabnetok. MOXHO TakxXe
[noCTmXeHmnA Beca 20 Kr
<20 Kr & OTCVTCTBIE HevaAUM paccMoTpeTb BO3MOXKHOCTb Nepexopa
ABC 4 37C + neqezm o ¢ AZT + 3TC + LPV/r Ha ABC + 3TC
LPV/r + LPV/r gna cokpatieHuns 6pemeHm
npuema TabneToK U COXpaHEeHUs
AZT + 3TC + LPV/r AHTUBUPYCHOrO NpenmyLlecTsa

cekBeHnposaHna HAOT

CTabunbHbIX feTell MOXHO NepeBecTy
20-30 kr ABC + 3TC + DTG Ha TDF + 3TC + DTG no goctuxeHun
nmun Beca 30 Kr

> 30 Kr TDF + 3TC + DTG =

3TC: namuBypnuH; ABC: abakasup; AZT: 3ugosyaunH; DTG: ponyTterpasup; EFV: apaBupens; LPV/r: nonuHasup/putonasup; HUOT: Hykneo3naHblit UHrnbutop obpaTHOmN
TpaHckpunTasbl; NVP: HeBupanuH; TDF: TeHodoBup agnsonpokcun pymapar.
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Coctasnsaowme npouecca paspaborkm Pykosoacts BO3 no
ucnonb3sosaHuio APB-npenapartos

CUCTEMATUYECKHUE OB30OPbI MOHUTOPUHI TOKCUYHOCTU
— ceTeBOI MeTaaHanM3 \ APB-MNPEMAPATOB
NTD, Habop Beca

PEKOMEHAALMU 2018 T.

KAYECTBO
AOKA3ATE/IbCTB

MOAE/TUPOBAHUE
3TUKA (CEPAC, Phillips,
UCT*)
/ Hap3op 3a APBI
OBG30PbI LIEHHOCTY ecp 22 AP
KAYECTBEHHbIX " OCYLLECTBUMOCTb ; :
N 3ATPATbI ) PyKoBoACTBa CTPaH
Losalalo b \ NPEAMNOYTEHUA no DTG)
CTOMMOCTb
\ b MPEMAPATOB
*%k %%k
OMPOCbI COOBLLECTB U onrPOC (GPRM**** AMDS)
[ * K - <
MEAPABOTHMKOB PyKOBOﬂ,MTEﬂEM **gjl:‘l;L%};Hﬁ?&éﬁ?‘lzizmrrglpeﬂcm Ons nedvenus n gnarHoctukn Clra

KOHCY/N1IbTALUU NMPOrPAMM *** 'no6anbHbIi MOHUTOPUHT anuaemun CMa

****NodanbHbIl MEXaHWU3M OTYETHOCTU O LieHax



APT: ocCHOBHble NPUHLUNDI

YMeHbLNTb TOKCUYHOCTb

YNy4ylunTb BKYCOBble KayecTBa /
Tabnetku

[lpeaynpeaunTb pa3sutme
JIEKAapCTBEHHOW YCTONYMNBOCTM

YMEHbLUNTb HEeXenaTenbHble
B3aMMOAENCTBUA C APYrMMU
NIeKapCcTBaMM

Be3onacHoe ncnonb3oBaHME B pa3HbiX
BO3PacCTHbIX FPynnax HaceseHuns

YMeHbLWNTb bpems npnema Tabnetox

(yBENMYNTB BO3MOMKHOCTM O4HOPA30BOro NpmMema
OAMH pa3 B AeHb ANS NyYller NPUBepPKEHHOCTH)

CHU3UTb CTOMMOCTb

Durability

Long-term Safety Forms Basis of
Durable Treatment

Potency
Tolerability
“Adherahility”

Effectiveness

Low potential for resistance
: and cross-resistance :

Long-term safety




UccnepoBaHusa no npuMeHeH0 APB-npenapaToB B pa3HbIX NONY/IALMAX

bepeMeHHbIe aetu bonbHble Th B3pOCIible

https://www.who.int/hiv/pub/meetingreports/arv-optimization-2018/en/
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JoayTerpaBup — o61iasa XapaKTepUCTHKA Ipenapara

NHrmbuTtop nHTerpassbl (003MpoBKa Ha
OLHOKPATHLIN NPUEM)

O PeKTMBHLIN (ObICTPOE NogaBiEHME BUPYCHON
Harpysku)

XOpOoLLO rnepeHocuTcs
Bbicokui reHeTuyecknn bapbep pe3ancTeHTHOCTH

HesHauuTenbHble NEKapCTBEHHbIE
B3aMMOOEeNCTBUA

[xeHepu4yeckme nekapcTBeHHble hopMbl
OOCTYMHbI U AN MOHOTEpanun, 1 Ans nevYeHns
KOMOMHaUMsAMN OUKCUPOBAHHBLIX [03

CToMMOCTb cpaBHUMaA C 3aTpaTaMum Ha PEXNMBI,
Mcnonb3yemMble B HAacTodALLlee BPEMS B CTpaHax C
HU3KUM N CpeOHUM YPOBHEM O0X0O0B (ECTb
XOpOoLUNK noTeHuman gasribHenLWero CHUXeHud
CTOMMOCTMW)



DTG kak
npeAnoYTUTE/IbHBI

M BapUAHT

(mouemy pexkomeHnaoBaH BO3 B 1Boi
u 20i 1uHuu APT)

101 nuHun APT:

ynyJweHHas 3h¢peKTMBHOCTb U CTOUKOCTb NO

cpaBHeHuio ¢ EFV

Jlydwe yem EFV no kputnyeckum napametpam
pes3ynbTaToB UCCNeoBaHUN (8bICOKOE Kadecmeo U
cuna dokaszamesibcms)

bBbicTpoe nogasneHne BUPYCHOW Harpysku

PasoBbIvi Nnpuem exeoHEBHO, a Takke XopoLuas
TONEepaHTHOCTb K Npenapary (XopoLlo nepeHoCUTCS)
N HU3Koe Bpems npuema Tabnetok

Bbicoknin reHeTnvecknin 6apbep (0O4eHb HU3KUU pUCK
paszsumusi J1Y) n mano nekapCcTBEHHbIX
B3anMOOeNCTBUN

Ectb popma npenapara eanHUYHOM O03bI U
oMKCMPOBAHHOWN KOMBMHMPOBAHHOW A03bI
npenapaTta

Llena conoctaBnma EFV-cogepxawmm pexumam B
CTpaHax C HU3KMM 1 CpegHMM OOXOAO0M (noTeHuman

ANA OannbHENLLIEro CHMKEHUS LIeH)

201 nuHumn APT:
yrny4lweHHass NepeHOCUMOCTb U MeHbLUe PUCK
npekpalieHus rnevyeHns no cpaBHeHuto ¢ UM

PesynbTaTbl CpaBHUMbI B OTHOLLEHUN
3PPEKTUBHOCTN, HO NEPEHOCUMOCTb JyyLle a
TakKe MeHbLUEe puUcKa NpeKkpaLeHus nedYeHns no
cpaBHeHuto ¢ UMM (ymepeHHoe K 8bICOKOMY
Kayecmeo u cuna dokazameribecme)

Pa3zoBbIv Npuem exegHEBHO U HU3Koe Bpemsi
npuema TabneTok

MoxeT 6bITb ncnosnb3oBaH B nevyeHun TE/BUY
(6ocmamoyHo ydsoumb 003y DTG Ons
docmuxkeHusi aghghekmueHOCmMU JIEHEHUS)

Mano nekapcTBeHHbIX B3aMMOLENCTBUN

EcTb popma npenapar eanHUYHOM 003bI U
PUKCMPOBAHHOW KOMOMHMPOBAHHOWN AO3bl
npenaparta

LleHa Hmxe UTM-cogepxawmx pexmmMoB B CTpaHax C

HU3SKUM N CpeJHUM YPOBHEM [0OXOO0B



Pexkomenaganuu 2019 r. o
UCI0JIb30BaHUIO APB-
mpenapaTroB — KpaTKoe pe3pome

vTLD B KayecTBe npegnoytuternibHoro pexxuma APT 1™ paga ansa Bcex
JIKB (npuv Hann4uuu cootBeTcTBYOLWEN Ao03npoBku DTG)

vTLE400 B KayecTBe anbTrepHaTMBHOro BapuaHta 1™ psiga. TLE600 npwu
0CcoObIXx 0bcTOATEeNLCTBAX

vPekoMmeHAayeTcs nepeBos CTabunbHbIX NauMeHTOB, NosyYaroLWwmx
cybonTumanbHble peXumbl; cneayeT pacCMoOTpPeTb BO3MOXHOCTb
nepesoaa Ha TLE naumeHTOB ¢ nogaBneHHou BH

vPexumbl HasHavyeHua DTG kak npegno4ytuTenbHbIM BapuaHT APT 27
psagay Tex, Kto He npuHuman DTG B cxeme 1™ psiga

vBycTnpoBaHHbIn UM Kak npeanoyYTUTENbHbIW BapyuaHT Ans TeX, KTo yxe
npuHuman DTG B cxeme 1™ psapaa

vIMpuem DTG aBa pa3a B AeHb nauyueHtamm ¢ TB/BUY, nonyyarowmmn
pucdamnuumH, 6esonaceH

vDRVIr — Beaywmin npenapart (AKopb) B cxeme 3°™ psaa,
accouumnpoBaHHbin ¢ DTG aBa pa3a B AaeHb (+ 1-2 HUOT B cnyyae
Heob6xoauMoOCTH)



PexomeHpgauumn BO3 2019 r.

Tabnuua 1. NMpeanoyTuTenbHbIe U anbTepHaTUBHbIE cxeMbl APT nepBoro psina

Monynauusa MpeanoyTuTensHas AnbTepHaTMBHas Ocobble ob6cTOoATENLCTBA

cxXemMa nepBOro psaa cxXema nepBoro psaaa
B3pocnbie u TDF + 3TC (VI nm FTC) TDF + 3TC + EFV TDF + 3TC (unu FTC) + EFV 600 mr®
NoApOCTKM, 2 b AZT + 3TC + EFV 600 mr®
OBEHOBNEHHBIE 8KJ1. 6epeMeHHbIX U + DTG 400 mr )
?:I)E(Ié(n)n“f\:\EanAuMM no JKeHWUH 0emopodHO20 TDF + 3TC (wnm FTC) + Pl/Ir
AHTUPETPOBUPYCHOM eo3pacma TDF + 3TC (unu FTC) + RAL
TAF¢ + 3TC (unm FTC) + DTG
ABC + 3TC + DTG?
Oetn ABC + 3TC + DTGY ABC + 3TC + LPVIr ABC + 3TC + EFV (unu NVP)
ABC + 3TC + RAL® AZT + 3TC + EFV9 (unu NVP)

TAF + 3TC (unu FTC) + DTG' AZT + 3TC + LPV/r (unu RAL)

HoBopoxaeHHble AZT +3TC + RAL" AZT + 3TC + NVP AZT + 3TC + LPV/ri

3TC: namuByauH; ABC: a6akaBup; AZT: augoByavH; DTG: ponyterpaBup; EFV: achaBupeHns; FTC: amTpuumutabuH; LPV/r: nonuHaBup/putoHaBsup; NVP: HeBupanuH; Plir: uHrubutop
npoTeasbl, yCUrieHHbI puTtoHaBupoM; RAL: panterpaBup; TAF: TeHocboBup anaceHamug; TDF: TeHodoBUp ausonpokcun dymapar.

2 B3pocribIM XEHLMHaM U AeBYLIKaM-NoAPOCTKaM AETOPOAHOro BO3pacTa unv noteHUMarna AorpkHa npeanaratbes adpdpektmBHas koHTpauenums. DTG mMoxeT HasHavyaTbCsi B3pochbiM
JKEHLUMHaM U XeHLWMHaM-NoApOoCcTKaM AeTOPOAHOro Bo3pacTa Uu NOTeHLMana, XenarwmMmn 3a6epeMeHeTb, U He NMPUMEHSIIOLLIMM UIU OLIEHUBAIOLLMM CUCTEMATMYECKYHO U

5b|CTpoe HavYano APT —_ 3hheKTUBHYHO KOHTPALLENLUMIO, ECAIN UX MOSIHOCTLHO UH(POPMUPOBANM O NOTEHLIMANILHOM MOBbLILIEHUN pUcKa AeeKTOB HePBHOWN TPYGKM (MpY 3a4atim U [0 KOHLA NepBOro TPUMECTPa).
Ecnu xeHwmHa o6HapyxuBaeT 6epeMeHHOCTb Mocrne NepBoro TpUMecTpa, crneayeT HavaTb Uy NpoAomkMTb npueM DTG Bo Bpemsi 6epeMeHHOCTH (Auerika 2).

Cpa3y n pM nO.EI.TBe pMeH nn bAPT, ocHoBaHHas Ha EFV, He fomkHa NPUMEHATLCSA B TeX CryvasX, Koraa HauMoHanbHble OLeHKW NeKkapcTBeHHOW ycTonunBocTm k EFV nepen Hauanom nevenusi cocraensiot 10% vunm
6onee. NpeanoymtensHoi siBnsietca APT, ocHoBaHHasi Ha DTG, a ecnu DTG HepocTyneH, cnegyeT UCMONb30BaTb CXeMy, OCHOBaHHYIO Ha YCUIEHHOM MHrMbuTope npoteasbl. BoiGop Plir
,D. narHo3a B I/I l"I -NH (be KU. 47N 3aBUCUT OT MPOrPaMMHbIX XapaKTepUCTUK.
He I'IO3£I,Hee 7 MU ﬂHeI‘/"I oT ¢ [ins niogen ¢ yCTaHOBINEHHbIM OCTEONOPO30OM M/UNK NOBPEXAEHHON yHKLMEN NoYeK MOXeT ObITb paccMoTpeHo npumeHeHue TAF.

d [Insi BO3pacTHbIX U BECOBbIX Py € yTBepXAeHHoi ao3uposkon DTG.

NOCTAHOBKWU AiMArHo3a

¢ RAL cnieayeT ucnonb3oBaTh B kayecTBe alnlbTePHAaTUBHOW CXeMbl, Tonbko ecnu LPV/r HejocTyneH B TBepAbIX NlekapCTBEHHbIX dhopmax.
f [Ins1 BO3pacTHbIX U BECOBbIX rPyMNN C yTBEPXAeHHOM Ao3upoBkoi TAF.
9 EFV He cnegyeT ucnonb30oBaTh AnA AeTel MOMoXe Tpex feT.

h HoBopoxaeHHble, HayaBlme APT co cxemMoi, ocHoBaHHOM Ha RAL, fomkHbI GbITh Kak MOXHO CKopee nepeBeaeHbl Ha LPV/r B TBepaom nekapcTBeHHON dhopme.

iCupon vnu rpanynbi LPV/r MOryT Mcronb3oBaThCsl nocre ABYX Hederb OT POXAEHUS.



BO3 noaAACpP>KUBAECT CTPAHbBI B IIPOBECACHHHN dKTHBHOI'O MOHUTOPHHId TOKCHYHOCTH H

o0e3onacHoM BHeapeHuu DTG u apyrux HoBbix APB-npenapaTroB — pyKOBO/JACTBA, METOAUKH
M TeXHU4YecKasl IOMOIIb

Komnnekc metoauk ¢
mopynem PV pgna
peren

=

1. PykoBoacTtBea 1
MEeTOAMKMN, B TOM Yncie
meToauka BO3 BHegpeHuA
MOHMUTOPUHra
TOKcM4YHocTn APB-

NpPengaQaToB M y4ebHble
Nbl

‘\4 HoBble nHanKaTopsl
TOKCUYHOCTU AnsA
anuaHag3opa u
NJ1aHOBOIr0 MOHUTOPUHTA

=

MeTtoauku pernctpaumnm

dopma nU3BeLLEeHNs o 6epemeHHOCTU 1
HexXenaTenbLHON peakumm BPOXAEHHbBIX AedeKToB

Ha A)KeHepVI‘IGCKVIﬁ DTG

Fnob6anbHasa 6a3a aaHHbIX BO3 MoHUTOpUHra
TokcuyHoctu APB-npenapartoB

LieHTpanbHbIii peructp 6e30nacHOCTU 1IeKapCTBEHHbIX
cpeacTs npu 6epemeHHOCTU

W, World Health

& Organization




be3onacHoctb DTG — cBeaeHua, noasusLumeca nocne 2018 r.

OOHOBNEHHbIN CUCTEMATUYECKUN 0630p
—  Man 2018: 12 ctateil, B OCHOBHOM, Te31CcoB/ONUCaHNM cy4yaes
—  WMioHb 2019: 24 nybnamkaumm (11 HoBbIx cTaTen 1 19 Te3ncos (BKAOYaA 2 aHaNU3a
puckos/npenmyLLects 1 3 pyHAaMeHTaIbHbIX HaYYHbIX UCCea0BaHUA)
= (CBefeHnA HeCKONbKUX UccnenoBaHnm bbinm obcyKaeHbl Ha coBeLwaHnu
[pynnbl no pa3spaboTke pykosoactea BO3 (GDG) no neyeHmto BUY-nHdpekumm

l

ANnaHaA30p 3a poJamum B UCCIeg0BaHMKM Tsepamo

l

AnuaHaa3op 3a poaamu LleHTpoB no KoHTpoato 1 npodpunaktuke 3abonesaHuna (K3 [CDC])/MuH3apaBsa
boTcBaHbI

BpasunbcKoe nccnegoBaHue cay4an-KoOHTPOIb
O6HoBNEHUA MeXaAyHapOoAHOro PErnCcTPa aHTUPETPOBUPYCHbBIX NpenapaToB y bepemMeHHbIX

Habntopaembie koropTtbl — PHACS, EPPICC; 0630p 3n1eKTPOHHbIX uctopuint 6onesHn (IMPAACT)

VLol

dyHaameHTaNbHble Hay4YHble nccneposanms: ViiV, Gilead, Baylor, YHuBepcutet TopoHTO, YyHUBEpCUTET
wTaTa HebpackKa

l

Mpusoaswmeca nccnegosanHmna DTG npm He3annaHMpoBaHHbIX bepemeHHocTax: ADVANCE, NAMSAL



BaXXHO NOHMMaATb, 4YTO

- Puck Bo3HUKHOBEHMA gedekToB HepBHOU Tpyokn (OHT) He paBeH
HYM0 N B OTCYTCTBUM MEOMKAMEHTO3HOIO fie4eHund

- Puck, npwn ero nogreepxgeHmnm, octaeTcAad OTHOCUTESIbHO
HEBbLICOKUM

— Hanpumep, nokasarternb rogqoBoro TemMna npmpocTa B NpoueHTax
(APR) coctasnset 0,4%: 1 Ha 1000 B ob6Lwien nonynaunm 6e3
oboralleHnsa NPpoAYKTOB NUTaHUS PorMeBON KUCIOTON C
noTeHumnanbHbiM noBblileHnem Ao 4 Ha 1000 — gononHuTenbHble 3
OHT Ha 1000 koHTaKTOB

be3 KoHTaKTa ¢ npenapatamm
be3 oboraueHna NpoayKToB NTaHUA ¢GoanMeBO
KMCNOTOM:
pacnpoctpaHeHHocTb AHT coctasnaet 0,1%

l

OHT Ha ¢poHe DTG c nokazaTenem APR
0,4% =
YeennyeHue Ha 3 JHT Ha 1000 KOHTaKTOB


https://icap.columbia.edu/wp-content/uploads/WHO-2019-guidelines-update_final.EJA_.pdf
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PacnpocTtpaHéHHocTb OHT (Ha 1000)

O6oraueHue nuuieBbIX NPOAYKTOB
doameBoun kucjaororn v IHT

Fortified daily

with 220 ucg
of Folic Acid
H a4varno Table 2. Regional meta-analysis ol overall birth prevalence of neural tube defects
060 ra |.|.|,e HUA Muamber of Owerall NTTY birth prevalence per 45% Confidence
Hegion studhies 100,030 live births infervals
Anstralasia 1 1200 10.45-13.94
Latin America and the Caribbean: with folic acid 12 7.78 £.58-8.97
—4- Total NTDs fortification 1 66% CHMXeHune
~@- Spina bifida Latin America and the Caribbean: without folic acid | 21E9 18.01-28.69
—@— Anencephaly fortification
36% decline ‘ Eastern Europe and Central ;.".55&_ & 992 T.6-12.24
Sub-Saharan Africa: with folic acid fortification® | 9,95 7.26-13.30
Sub-Saharan Africa: without folic acid fortification & 1527 10.19-20.34
East Asia O 1544 15.46-23.41
Nerthern Africa and Western Asia® K 17.45 13.56-21.34
Europe 17 863 6801047
Southeast Asia® 2 Lo I
Morth America MA Both countries in region have data
Southern Asia® 11 3196 23 81-40.12

“Dased on a single South African study.

*stmdies are highly heterogenecus. Pooled regional data regardless of folic fortification (see Appendix 56, online only).

“Likely underestimate: used pooled hospital-based data from SEARD Newborn and Birth Defects Database in estimates.?

91ran is the only country in the region with high coverage of folic fortification; we assumed that South Africa postfortification rates
apply.!

Williams, MMWR, 2015 Blencowe H et al. Ann NY Acad Sci 2018



Pexomenganuun BO3 2019 r.

Ta6bnuuya 2. NpegnoytuTenbHblie W anbTepHaTUBHbIe peXumbl APT eToporo paga

pynna HaceneHWA Pexum nepeoro paga, noenekwni | MpegnoyTHTeNbEHBIA PexnmM AnNbTepHaTHEHLIA pPeXUM
3a coDOW HeyOavy nevYeHuA ETOpPOro pAga ETOpOro pAga

Bzpocnbie v nogpocTiwn?

et W MmnageHUbl

TDFE+ 3TC (unw FTC) + DTGE
TDF + 3TC (unu FTC) + EFV
mnu NWVF)

AZT + 3TC + EFV (unun NVP)
ABC+3TC + DTG

ABC (unn AZT) + 3TC + LPVIr

ABC (nnn AZT) + 3TC + EFV

AZT + 3TC + NVP

HeeupanuH; RAL: panterpaewp; TDF: TeHodoeup gM3onposcHn ymapaT.
sCexkeeHUpoBaHWe, oM MM ucnonbaoeanwes B kasecTtee APT nepeom paga: ATV (wam LPVrwnw DRV r e 3aeucumocTd ot ocobedHoome i nporpamm) + TOF + 3TC [wau FTC), 2 3atem AZT + 3TC + DTG & kauecTee

APT emoporo pRaa.

AT + 3TC + ATVIT (wnw LPVIT)

AT + 3TC + DTG

TDFt+ 3TC (unu FTC) + DTGE

AZT+ 3TC + LPVIr (unn ATV
AZT (unu ABC) + 3TC + DTG*
AZT (unu ABC) + 3TC + DTG=

ABC + 3TC + DTG=

AZT + 3TC + DRV/rd

AZT + 3TC + ATVIT (unu LPVIr
unu DRV

TOFP+ 3TC (unu FTC) + ATVIr
{or LPV/r unu DRV/r)d

AZT + 3TC + DRV/E
AZT (wnm ABC) + 3TC + RAL

AZT (unu ABC) + 3TC + LPVIr
(1 ATV

ABC + 3TC + LPV/r (unn ATW/f
nnwn DRW/E)

3TC: namuEyauH; ABC: abakaemp; ATV/r: aTasaHzenp/pUTOH2EHD; AZT: 3ngoeyarH; DRV aapyHaenp/putonzenp; DTG: gonyTerpaenp; EFV: 3daenpena; FTC: smTpuunTaine; LPV/r nonuHaenp/puToHaenp; NVP:

E3upfre KTHEHER A HOHTPALE NUHA 400 HHS BBTb NPEANDHEHS BEIPOCABIM H 3HEHUMHIM H 8 BOMKIM-NOgPOCTEEM A2 TOPOAHOND EO3PSCTS MK C ASTOPOgH M NoTeHuKanom. DTG momsHo Ha3HEHaT

E3POCALIM M HEHWHHEM H A8 E04KAM-NOA00ITHSM e TO POAHOMND EO3 PECTE MAM C S2TOPOAHEIM NOTE HLWEN0M, HEanSoWwMs 3ae pEMEHETD HAKM HE HCNONBIYVHHLHM [HE MME WM G0CTYN) HHbIE

HOpMBl NOCAEA0ESTENBHON W SPHEKTHEHOH HOHTPALEN LMK, NPH YCADEWH, “T0 OHH Gb1AH NOAHOCTEH NPOHHGOPMHPOESH B O NOTE HUMEN bHOM YEENH4EHHH PHCKS geherTOE HEPEHOW TPYOKM [NpM 334aTHH U 80
KOHUZ Nepeoro TPHMECTPS). ECAM #Me HIWHHE ¥3HI0T o Ceoei G2 pemMeH HOCTH NoCne Ne pearoTpumectpa, DTG cnggyeT HE4HHSTE HAH NPOLON HSTE H3 N POTREEH WK BCero cpoka BepameHHoork) [BoTaeka 2.
“TAF [te nofovir alafenamide) MoxeT NDUMEHRTECR ¥ E3POCABE W NO4D0CTHOE B K34 CTEE anbTe pHaTHED HMOT B 0Co0b00 CHTY AL MRS,
“HombBuHaymna RAL + LPV/T momeT NpMMme HRTBCA ¥ E3POCNBI M NOGPOCTHOE B KE4aCTES & bTe PHETHEHOTD pexuma APT eToporo pRga.
“EEponedCKOR SreHTCTED NeKapCTERHH b CPaacTe 0,806pHno npumeHerwe DTG Tonbko v geTeld secom He meres 15 kr v Gones WHPOKD CPEaH TeX, el Becn peeswaeT 20 kr, cNocoBH B NPHHHMETD T2EASTEW gnR
eapocnbe 50 Mr, NOKPLITEE MNeHo4HDA 0Bonoukon. NpogonEaI0ToR HOICNe AOESHHA N0 YTOMHE HHID S03HDOEKH AR A8 TE H MA34IUE D B03 pacTa, 0000p0EH HE KOTOPOR O HO2eTCR B Hasane 2020, Ho
peromeHgayun BO3 2016 1. noAPT sToporo pRg ocTaeTor B cHne [pexmm Ha ocHose MM gnR getel, He oTERTHEWMX Ha NeseHne HHWOT, u RAL gna geveid, He oTee TMEWwMx Ha LPV/r). TAF

[TeHodoEMp 2nadeHaMHL) MORET HCNOMBIDESTECR B KE4eoTee 2nbTe pHaTHes HUOT y geTteil secom He meHes 25 kr.
"ATV/r MO#ET MCNONb30ESTECR B KE4ECTER 2NbTEPHATHER LPVT v A2Tel B 803 pacTe CT3pWIE TPEX MECRLEE, HO NPH EDIBOPE 3TOH CHEMbl HE0OXOAHMO YHHTRIESTE OrPEHHHEH HYHC SOCTYNHOCTE M PHEMNE MBI
NPenapaToE 407 4eTed & BO3Pa0TE MASWE WECTH ST, OTCYTOTEWE KOMOMHEUMA $HHIMPOBEHH DN B03 M He 00XOgMMOCTD OTSENbHOMD HE3HEYEH WA DUTOHEEW S B HasecTes OycTepa.

DRV He CASAYeT HEIHIHSTE 4R TAM B ED3 PECTE MASAWE TREXNET; 8ro HeobX0qHmMO KOMBHHH DOESTE © COOTESTOTEYIILE H 03 HPOEKOH PHTOHIEMPE.



APT 3eu imHNU BO3 pekomeHOyem 2eHomurnuposaHue ¢ Uesbro onmumusayuu

neyeHus e 3eu nuHuu APT.

CmpaHaMm pekomeHO08aHO 00UH pa3 8 3 200a 8HEOPSMb
HaUuUoOHallbHO pernpe3eHmamueHbie uccriedosaHus Osis
MOHUMOpUHaa yupkynauyuu J1Y wmammos BY

Pexumbl APT 3-ert nnHum

- DRV/r* + DTG + 1-2 NRTIs

a) ans JIXKB Ha APT c onbitom npnema UM
pekomeHayemas nosa DRV/r = 600 mr/100
Mr 2 pasa B O€Hb.

17-May-21 15



dpdeKkTnBHocTb APBI uepes 4, 12, 24 n 48 Hepenb. OUEHKM YKa3biBaloT Ha 6onee 6bicTpoe JOCTUKEeHUe
Heonpeaenaemou BUPYCHOM HarpysKu Npm ucnoib3oBaHuu gonyterpasupa (DTG) u gpyrux MHrIM6MTOPOB UHTErpasbl
no cpasHeHuto ¢ EFV n EFV400.

Comparative efficacy, tolerability and safety of dolutegravir and efavirenz 400mg among antiretroviral therapies for first-line HIV treatment: A
systematic literature review and network meta-analysis, Kanters el al EClinicalMedicine. 2020 Nov; 28: 100573.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7700905/

17/05/2021 |
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https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7700905/
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TeMbl 0 300pOBbE v CTpaHbI v oTAern HOBOCTeN v Ype3Bbl4alHbIe CUTYaLUK v AaHHble v HacueT Hac v

MasHana [ Hosoctw [ Jetans [ BO3 npueetcTeyeT oqobpeHve FDA HOBOW peluenTypbl AonyTerpasupa AnNA AeTed paHHero Bo3pacTta, Xueywux c BU4Y

BO3 npuBeTcTBVeT 000O6DEHUE
FDA HOBOW nekapcrBeHHOU Ppopmbil
aonyTterpaBupa onsa geteu
paHHero Bo3pacTa, XUBYLLMX C
BUY

18 MioH 2020 | BEOOMCTBEHHBIE HOBOCTH Pecprbl

@EeO®O®

BO3 npuBETCTRYET HEAABHEE peLlEHUE YNPABNEHWA N0 CAHUTAPHOMY HaZ30pY 3@ KAYEeCTBOM MULLIEBLIX NPOAYKTOR 1 Habop UHCTPYMEHTOB AnA 6ops0b co CITKAom

meankameHdToe CLUA (FDA) oaobpute gucneprupyemyto doopmy aonyterpasupa (DTG) 5 Mr ANA UCNONs30BAHWA Y
MManeHUse W AeTer, MUBYLLIMX C BUPYCOM MMMYyHOAeMUWTA Yenoeeka Tuna 1 (BMY-1). TaBneTtka, npuHUMaseman
nepopansHo, Beina oaodbpeHa ANA UCMONBL30BAHWA NeAMaTpUYeCcKUMA NaUMeHTaMK C YETEIPEXHEAENBHOIO BO3pAacTa
M BECOM He MEeHee 3 KI B COMETaHWM C OPYTUMIA AHTUPETPOBMPYCHLIMW Npenaparami.

OOHOBMNEHHLIE PeKOMEeHOAaLUWN Mo CXemam
AHTUPETPOBUPYCHOA Tepanuy Nepeoro U BTOPOro pAna 1
NOCTKOHTAKTHOW NpohMNaKTUke, a Takke pekoMeHaaU K
no paHHed avarHocTuke BUY y mnageHues

Ao nnofneHKWEe ARKINN INATEENVKAAHN UCMRITAHWAW B EOTONAM VWIACTRORANKA 75 MOAanaHIIaR U NATAR

18-May-21 https://www.who.int/news-room/detail/18-06-2020-who-welcomes-fda-approval-of-new-formulation-of-dolutegravir-for-young-children-living-with-hiv 17



https://www.who.int/publications/i/item/9789240007888
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Tabnuua 3. CoobpaxeHna oTHocUTenbHO nepexoga Ha TDF +3TC + DTG y B3pocabiX M NOAPOCTKOB

MPOFPAMMHBIE COOBPAXEHUA

DTG onA niogei, kKMeywux ¢ BUY, hayuHatowux APT

Bapocnsle n nogpocTrm? Hazxaunte TOF + 3TC + DTG ' MoTeHUMANEHEN pUCk AederToR He pEHORA TpYEK Cpe It MNAAEHUEEC
koHTakToM cOTG B Nepuod 4o v Nocrne 3auatua
' JHEHLLMHBI, HE MCNONL3YIOLLNE KOHTPALLENLMKD UMW HE UMEKILLME KHel
JOCTYNA UMW #enawniive 3adepemeHeTs, MonyT NpHHRMATE DTG unn
EFV E KAUECTER 0CO3HAHHOM BeIDOPA CO 3HAHMEM DUCKOE I
NPEHMYLLECTE K3¥A00 PEXNMA Ha3HAYEHNI

BepeMeHHEIE 1 KOPMALIME HEHWMHED Haaxaunte TDOF + 3TC + DTG ' COXpaHARTCA BO3MO¥HOCTE 334aTHA BO BDEMA TPYAHOD
ECKAPMMMEAHWA
KonHderuwa BUYTE Haanaunte TOF + 3TC + DTG (HeoOxoguma =+ DTG 50 Mr 4ga paza e QeHE NPU NPUMEHEHHN pUdaMIULKMHE B CXemMax
KopperTupoBKka 403k DTG) NpoTHEOTYOE PEYNE3HOMD NEYEHNA

DTG anAnwoaed, xueywux ¢ BUY, yxe nonyyarowmx pexum APT nepeoro pana

KNWHUYeckaA uni MMMYHONOMMUYeckan Mepeith Ha AZT + 3TC + DTG ' HeT AaHHbIX B nofaep#ky adderTneHocTi DTG npu ero NpMMEHEHHN B
OCHOBHbIE d)aKTOpr, HEY13ua NEYSHWA UMW OTCYTCTEME anm e KOMBWHALWN CHEAKTUEHO 0CHOBO M3 HAOT
CNocobHbIe NOBNUSITL HA nepexop Ha DTG NOJAENEHUR BUPYCHOM HATpy3El . OGecneunTs NOA0EPHKEY NPUEENHEHHOCTH
BWpycHaA Harpyaka noaaeneHa Mo#HO paccMoTpeTE3aMeHyHAaTOF +3TC + JANMeHa A0M#HA PACCMATPHBATRCA B KOHTEKCTE 00_CNeYeHHA
OTG B COOTEETCTEMM CHALWOHANEHEIMA NEerapCTEEHHEIMIA NPENapaTami 1 Belf0pa NaUneHTa
DEKOMEHJALMAMAN . JaMeHa MO¥ET CTaTk NPUYMHON NPOAENEHWA HOBKIX NOGOYHRIX

JEiCTEMI 1 VXY AWNTE NPHERDHEHHOCTR
' PesuMel ¢ DTG MOMYT 0K333ThCA NYYlLe B AONTOCPOYHOMA NepCnekTiEe

KMUHAYECEN AN MMMYHONOMYECK) OTHaTE NPUOPUTET ONPEENEHUk BUPYCHON o HeT faHHeIX E noggepsky sdderTneHocTn DTG npW ero NpUMEHEHIN E
cTabunend npu Hen3eecTHOI BUpYCHOI HarpYakW UMA pACCMOTPETE WHBIE KOMBWHALMN CHeakTWEHDI 0CHOBOIA N3 HAOT
Harpyake NpOrpaMMHLIE UMK KMWHWYECKNE NOKAZAHNAK  » OfecneunTs NOAEpHKY NPUBENHEHHOCTH
nepexodyHaAPT Ha ocHoee DTG
CraduneHdHa cyfonTUMAnEHLIX pexmMmax  3aMeHuTeHaTOF + 3TC + DTG . JaMeHa MO¥ET CTATh NPU4UHONA NPOAENEHUA HOBKLX NOGOYHEL
APT nepeoro pAga JedcTeni

»  OBecneunTsNOAAEPXKY NPNBEDHEHHOCTI

3TC: naswaymus; ATT: =ugoaymnn; DTG: ponyrerpasup; EFV: sgamupens; HHOT: wyrnzozngnwit werburop obparnoi rpanckpunrazt; WI/r: usmbumap nporeassl, youne bl puTosasmpas;

TOF: renadonnp guzonpokoin Gysapar; To: ryfeprynes.

L LR E ] RORTRALENUEA SoNHRE Sume NPEENdFERE EpICAEM B SERIERIN ¥ SEBIURIM-TOLDICTRIM SETOROAROND BIT0ECTE HAH C GETOROLN M NOTEHLHANIM, OTG smaomea FamiadaTs EIPICADIM B OREHWEHIM ¥ GEBURIM-TOSDOCTRIM
AETOPOBHING BITPACTE WK € SETOPOSHBIN NOTEHLNANOM, HENGLMM 2358 PEMERETE MK HE RCNONETYIILING [ HE MMEXILIM BOCTYN] Mibe SOPMB! NOCNEAISATENBHGH i SHEERTHEHOH KINTRALENLMN, NPH YENDEMH, WTa otk Gouik naakacTan
NP 0P AMMPOSIHE O NOTEHLKANEHOM YBENHUEHN PHCKI BEGERTOR HEpaHOH TRyGRN [NPK =24THN | 52 KOHLA NepaorD TRHMECTRA).

“Ecnm merumns yrhaoT o cooeit GepemennocTi nocne nepsaro Tpsecrpa, DTG cnepyeT Ha<MHaTE WA NPDAONKITY Ha NPOTAREHN BOERD CPOKE G2 peme HHOCTH.

Tlocne KINTRONA NPHERME HEOCTH W NPH N2 PCHCTHRYIOWE R ONpEGENAEMIH BRPYCHOH HarpyTre.

“Onpasenerie cTaEUNEHOCTH QIKOBIRD Ha HALHOHANBHED yHISIACTEIN.



N3HavanbHoe pacnpeneneHue

pexxumoB APT 1ro psiga

AZT+3TC+NRTI
1%

[lpyras cx
c EFV

24%

* [lepexon OT MHOMOYMCNEHHbIX CXEM C
NPUMEHEHMEM MHOIMX NpenapaToB Ha
ynpoLieHHble cxembl DTG nnn EFV
COKOHOMWT 3Ha4YUTENbHbIE CPeacTBa.

« C3KOHOMIIeHHble (PUHAHCOBbIE
cpencTBa MOXHO UCNOSMb30BaThb
ans oxsata APT ~ 110,000 HoBbIX
nauyueHToB

ARVs for Epidemic Control: Evidence Review Workshop in Kyiv, Ukraine, April 3-7, 2017

PPT by Elliot Marceille

Ontnmusaumua APT B CtpaHe X (04/2017)

PacnpeneneHune pexnmon APT:
3Ha4anbHO, 1 Nocrne onTuMmn3aunum cXem ¢ HasHa4eHneMm
DTG n EFV gnsa 52,698 koTopblie Haxoaunuceb B TOT
MOMEHT Ha JIe4eHNN U OOCTUIMMN HeonpeaensaemMmomn
BUPYCHOW Harpysku.

Pacnpenenenne pexumo APT nocne
nepexoga Ha DTG

PacnpeneneHne ART pexnmon
nocre nepexoga Ha EFV

DTG+TDF/3
TC
43%

Odpyras cx
c EFV

24%
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KB Ha APT 23 000



APBI 1-ou nnHuu APT B pa3HbIX pyKOBOACTBaX

IAS-USAI2!

DTG + 3TC(FTC)+ TDF DTG/ABC/3TC DTG/ABC/3TC
DTG + FTC/TAF DTG + FTC/TAF or XTC/TDF
DTG/ABC/3TC
DTG + XTC + (TAF or TDF)

*Uckntoyas cnydam HIV RNA > 500,000 konuit/mn, Ko-uHdpekuua BIB, nam ART HauMHaTb A0 TECTMPOBAHMA Ha PE3UCTEHTHOCTb K NpenapaTtam obpaTHoM
TPAHCKPUNTA3bl AN NPU HAIMYUKU Pe3yNbTaToOB TeCTUPOBAHUA Ha BIB.

1. WHO Policy Brief. July 2019. 2. Saag. JAMA. 2018;320:379.
3. EACS Guidelines. November 2019. 4. DHHS Guidelines. December 2019

Table adapted from CCO.



YTo MbI 3HaeM 006 MCNoJib30BaHUU bukrerpaBupa (BIC) u noyemy OH He
BKJIIOYEH B pyKoBoacTBa BO3 no ucnosb3oBanuo APBII aisa
npopuaakTuku U jedenusas BUY unpexkuuu

OOLwee Ha3BaHue

PekomeHpgauum
(abbpeBunaTypa) Popma S TR Ucnonb3oBaHue npu 6epeMeHHOCTHN
BukTterpaBsup / BIC/FTC / TAF: CTtaHpapTHble A03bl AN B3POCHbIX [1aHHbIX O MPOHUKHOBEHUN
AMTpuunTabuH / « OpHa Tabnetka oauH pa3 B AeHb BIC yepes nnaueHTapHbI GapbepHeT.
TeHO(bOBVIp . BIC 50 mr/ FTC 200 mr / C efloi unu 6es
AnacdeHamug TAF 25 mr Tabnetka HedocTaTouHo AaHHbIX A4S OLEHKM
(BIC / FTC / TAF) S EEET TepaToreHHoro acpgekTa (Ha nnog) y

yenoBeka. HeT gokasatenbCcTB TepaTtoreHHoro

o e vesmenesein S8 ek BIUSIHUS Y XKMBOTHbIX (KPbIC U KPOINUKOB).

Mpumeuanme: BIC GepeMeHHOCTN y YenoBeka.

AOCTYMNEeH TOoNbKoO JlozuposaHue y 6epeMeHHbIX: OcoobeHHocmu npuema: BIC MOXHO NpuHUMaTH C
KaK YacTb nvLien ogHOBPEMEHHO C npenaparamu,
« HepoctaTtoyHo gaHHbIX ong coaepXxaLLMMu Xerneso Unu Kanbumn, BKNoYas

nnaHweTta FDC.
peKOMeH,D,aLlMVI no ﬂO3VIpOBKe. BUTaMWHbI, HO HE CneayeT NpuHMMaTb B Te4EeHNe 2

YyacoB nocre npMema aTux npenapaTtoB Hatowak. BIC
MOXHO MPUHUMAaTb Kak MMHUMYM 3a 2 Yaca 4o unu
yepes 6 YacoB Nnocre aHTaunagoB, coaepXaLlmnx
antoMUHUKA NN MarHnin.

2 Y nayueHmoe ¢ rno4yey4yHoul umnu ne4eHoYHol Hedocmamo4YHOCMbIO MoXXem rnompebosambcsi Koppekmupoeka uHousudyarnbHbix 003 APB-nipenapamos.
Pacwucgpposka cokpauwjeHuli:APB = aHmupemposupycHbil npenapam; BUK = 6ukmezpasup; FDC = kombuHayusi ¢ chukcuposaHHol 0o3ol; FTC = ammpuyumabuH; PK = chapmakoKkuHemu4eckuu;
TAF = meHogposup anagpeHamud

18-May-21 https://clinicalinfo.hiv.gov/en/guidelines/perinatal/bictegravir-bic


https://clinicalinfo.hiv.gov/en/guidelines/perinatal/emtricitabine-emtriva-ftc?view=full
https://clinicalinfo.hiv.gov/en/guidelines/perinatal/tenofovir-alafenamide-vemlidy-taf?view=full
https://clinicalinfo.hiv.gov/en/guidelines/adult-and-adolescent-arv/antiretroviral-dosing-recommendations-patients-renal-or-hepatic

HoBbie APB npenapartsl (BIC u TAF) — xopouivue BapuaHThbI ?

Results: Plasma BIC PK Following
B/F/TAF qd vs B/F/TAF bid + RIF gqd

100007 _

L BETARS L sEcuet g
~+ BIF/TAF bid + RIF gd
4 8 12 18 W 24

Mean BIC Concentration
ng/mL (SD)
8 ..

Time, h

BIC PK BIFTAF qd BIFITAF bid + RIF gd i)
Mean (%CV) n=26 (ref) n=26 (test) )

AUC,_34, ng+*himL 115,000 (21) 45,600 (23) 39.5(35.7,43.7)
Cppaw NgimL 8530 (16) 4560 (19) 5£3.2(49.1,57.6)

BIF/TAF qd

Results: Plasma BIC PK Following
B/F/TAF qd vs B/F/TAF bid + RIF qd

7

Mean BIC Concentration,
ng/mL (SD)
g

!
LT BEMARG L weccemt
oo BIFTTAR bid ¥ RIF o
0 4 B 12 18 24
Time, h
BIC PK BIFITAF qd BIFITAF bid + RIF qd GLSM Ratio
Mean (%CV) n=26 (ref) n=26 (test) (90% CI)
AUC,_ ;4 ngr*himL 115,000 (21) 45,600 (23) 39.5(35.7,43.7)
C e GIML 8530 (16) 4560 (19) 53.2(49.1,57.6)
Curgughe NGIML 3070 (28) 608 (30) 197 (17.2,227)
= Daily BIC exposure (AUCg..,) is expected to be ~60% lower following administration of B/F/TAF bid + RIF qd vs
24

B/F/TAF qd
= Following administration of B/F/TAF bid + RIF qd, mean BIC C, was reduced by ~80% vs B/F/TAF gd



ADVANCE: cpeaHee n3aMeHeHH e Beca B pa30oMBKe IO MoJy K 96 Heaeie

IIl ¢pasa kamHM4Yeckoro ucnbiTaHuA nepsou iMmHuu DTG + FTC/(TAF uau TDF) no
cpaBHeHuw ¢ EFV/FTC/TDF B IOAP

3HauuTenbLHOe boriee 3aMeTHoe yBennyeHne Beca Ha ooHe nonydeHna DTG no
CPaBHEHMUIO C , W Ha poHe nonyyeHusa TAF no cpaBHeHuto ¢ TDF Ha 96 Hepn.;
nfaTo B yBenMyeHun Beca nocrie 48 Hed. HabnogaeTca y My>XXUnH, HO He Y XKEeHLLUH

— DTG + FTC/TAF (n = 351) — DTG + FTC/TDF (n = 351) EFV + FTC/TDF (n = 351)
" My>KUnHbI 14 YeHWMHbI
Z 12 Z 12
© ©
o 10 @ 10
(2] (1]
S 38 S 8 N
I I o -
v ()] o
I @ I 6 =1
v ()] o
= +5kg s .=
e 4 +4kg © | S 4 A
3 -4 f A o 8
+1kg *
& 0 ===l & 0
o O
04 12 24 36 48 60 72 84 96 04 12 24 36 48 60 72 84 96
Hepenu Hepgenu
n=430418 402 387 376 374 366 292 232 140 n=549531514 488 474 459 441 359 276 175

Slide credit: CCO



PesyabTraThl ucciaeaoBanuss ADVANCE:

N3MEHCHHUE NHACKCA MACChbI T€/Ida BO BpEME€HH V KCHIIINH
(>keHIIMHBI C 0KUPEHUEM He BXOAUJIM B MCC/IeJ0BaHHUE M3HAYAJIbHO)

> >

% y4YacTHUKOB

HepocTtaTtok

Hopma JInwHum Bec OxupeHune
Beca

Source: IAS 2019 - ADVANCE study results presentation



Hanbonee pacnpocrtpaHeHHble CMTUO-nHankaTopHble 3aboneBaHus,
AnarHoctupoBaHHble B 2019 r., EBponenckumn peruoH BO3, %

LYMPHOMA; BURKITT (OR EQUIVALENT TERM)

CYTOMEGALOVIRUS DISEASE (OTHER THAN LIVER, SPLEEN OR NODES) IN A PATIENT OVER 1 MONTH

OF AGE

PROGRESSIVE MULTIFOCAL LEUKOENCEPHALOPATHY

1.3
KAPOSI'S SARCOMA 4.3
1.4
TOXOPLASMOSIS OF BRAIN IN A PATIENT OVER 1 MONTH OF AGE 3
1.4
PNEUMONIA; RECURRENT IN AN ADULT OR AN ADOLESCENT (AGED 13 YEARS OR OVER) 4.5
2.6
ENCEPHALOPATHY; HIV-RELATED 6.3
5.5
MYCOBACTERIUM TUBERCULOSIS; EXTRAPULMONARY 2.8 :
8.4
PNEUMOCYSTIS CARINII PNEUMONIA 12.6
9.3
CANDIDIASIS; OESOPHAGEAL 10.1
13.5
MYCOBACTERIUM TUBERCULOSIS; PULMONARY IN AN ADULT OR AN ADOLESCENT (AGED 13 YEARS ‘ -
OR OVER) .
WASTING SYNDROME DUE TO HIV
0 5 10 1

17/05/2021

=

16.9
5

21.4

20

3anag
m LleHTp

m Boctok

McTounuk: ECDC/WHO (2020). AaHHbie anngHaa3opa 3a BUY/CNUOom 8 Espone 2020— 2019 rr. 27

25



JlekapcTBeHHbIe B3auMoJeicTBusA APB-npenapaToB U npoTHBOTY6EepPKYJ/I€3HbIX IpenapaToB

Puchabyrun Vsownana

OdaBumpeHL

HeBupanuH
PunnueupuH

LPV/r
ATV/r
DRVIr

PanTterpaBup
HonyTterpaBup

BukTterpaBup

Bo3moxxHO B3aumogencTeme -
COBMECTHOE NMPUMEHEHNE He
pEKOMEHA0BaHO

OtcyTcTBME MHOpMaUun o
YeTKOM JO3UPOBKE

MpeanonoxutensHoe oTCyTCTBUE
B3aMMOJENCTBUSA

MoBbiweHne KoHueHTpauun BDQ
MOXET CMpPOBOLMPOBATL

TOKCUYeCKkni adpbdekT

MpeanonoXxuTensHoOe OTCYTCTBKE

B3anmMoOencTeus

Bo3moxkHo crnaboe
B3aumopencTemne

BoamoxxHoe B3anmogenctemne

MpennonoxuTensHoe
OTCYTCTBME B3aVMOLENCTBMS
MoBblweHne koHUeHTpaunm BDQ
MOXeT CMpOBOLMPOBATb

TOKCUYeCckuin adpbdext

HepoctatoyHo n3yy4eHo, HO
B3aMMOAENCTBUSA He

npeanofiaraeTcs

Bo3moxxHo cnaboe
B3anMoOencTeme

CoBMecTHOE NnpuMeHeHne
HEBO3MOXHO

CoBmecTHOE npuMeHeHne
HEBO3MOXHO

CoBMeCTHOE NpUMeHeHne

HEBO3MOXHO

Bo3moxxHO B3aumoaencteme —
Heobxooumo RAL x 2 p/a

Bo3moxHO B3anmoaencTeme, HO
AoctaToyHo yasouTtb gody DTG

Bo3moxxHO B3anmopencTeme

Bo3moxHo cnaboe
B3anMogencrene

Bo3moxxHO B3anmopencTeme

Bo3moxxHO B3aumopencTeme

OrtcytcTBME

B3anmMogencTBus

CoBMecTHOE npumeHeHne HeBo3MoXHO — RIF n RFB cHuxatroTt
KOHLEHTPAaLMIO, N COOTBETCTBEHHO, adpdhekT BIC

OTcyTCTBVIe B3anMOLENCTBUS

OTCYTCTBVIe B3anMOAENCTBNSA

OTCYTCTBVIB B3anMOLENCTBUS

OTcyTCcTBME B3aUMOOENCTBUSA

OtcyTcTBME B3aMMOLENCTBUS

B3aumopgeiicteme
HEeZOoCTaTO4YHO M3Y4eHO

https://www.hiv-druginteractions.org
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https://www.hiv-druginteractions.org/

CoBpeMeHHbIe U HOBbIE
CXEMBblI
NpOPUIAKTUYECKOTO
JledeHHsI TyOepKyJie3a
+ JIOKa3aTeJIbHbIe
JIAHHbIE HX
MCITI0JIb30BAaHUS CO
CXeMaMHU
AHTUPETPOBUPYCHOU
Tepanuu (APT)

https://onlinelibrary.wiley.com/doi/full/10.1002/jia2.25438

17-May-21

29


https://onlinelibrary.wiley.com/doi/full/10.1002/jia2.25438

BbIBOABI

- JonyTterpaBup ocTaerca npegnoytutensHoun onuuen ana APT nepsoro n BToporo psiga bnarogaps:

- GesonacHocTM U 3ddEKTMBHOCTU Npenapara a Takke yaobcTea UCNoNb30BaHNS U HANU4YMs pasHbiX HopM (eamHU4YHas nosa n OKI)
- HU3Koro pucka pa3sutus JTY (M COOTBETCTBEHHO CHIKEHUS 3aTpaT Ha reHOTUNMPOBaHKE)
- 6OMbLUMM BO3MOXHOCTSIM Arsi HALMOHAanbHbIX NporpamMm ynpoctuTe APT 1 rapmMoHM3MpoBaTh NOAXOAb! K NeYeHunto (CTagum, nonynsauumn)

- [JOoKa3aHHOM BO3MOXHOCTU COKpalwleHuna 3atpart and nporpaMmm Ha HaunMoHalibHOM YpOBHE MNMpu rapMoHn3aunmn cxem Jie4eHuns

- PanterpaBup pekomeHgosaH BO3

- B CcOCTaBe NnpeanoyYTuTernbHoro pexmnmMa and HoBopoXXaeHHbIX

- B COCTaBe ansrepHaTuBHon cxembl APT 1-ro psaa ang mnageHues 1 AeTen B OTCYTCTBMM COOTBETCTBYIOLLEN Ao3upoBku/dopmbl DTG.

CtommocTtb RAL noka octaeTca BbICOKOMW.

- B KOHTekcTe nnaHMpoBaHus NPorpaMmm fie4eHns B CTpaHax, B KOTOPbIX HEOOX0AMMO MaKkCMMarbHO paunoHanbHO paccymuTaTb pecypcbl
HaLMOHarnbHbIX NporpaMm Ha obecnevyeHne NOSTHOUEHHbIX YCIyr Nno npodunakTuke n nedeHnto BUY nudpekumn, bukrerpasup (BIC) noka He
paccmampusaemcs Kak npuemMnemMbln BapmaHT yumTbiBas

KOHTEKCT BbICOKOro 6pemeHem Tb B HEKOTOPbIX CTpaHax 1 BHYLUUTESbHbIE SIeKapCTBEHHbIe B3anmopencteus ¢ MNTh npenapatamu
(RIF,RFB)

- HeOoCTaTOYHOCTb AaHHbIX 00 ncnonb3oBaHuu BIC y 6epeMeHHbIX
- HeOoCTaTO4YHO N3YYEHHbIE B3aMMOLAEWNCTBUA C APYrMMU NEKapCTBEHHbIMWU CpeaCcTBaMMU
- [aHHble uccnenoBaHn o NOBbILLEHUM Macchbl Tena npu ncnonb3osaHnn NN n ocobeHHo ncnonbsosaHune BIC B PK[ ¢ TAF (TAF Takke

cnocobcTByst NpubaBke B Bece)
18-May-21 30



HOBOE
MOOUIIbHOE NMpUNoXeHue

Mo6unsHoe npunoxeHue
¢ pykoBoacteom BO3 no
TectupoBaHuio BUY

 Cneayute pekomeHaauusam BO3

* ONEKTPOHHbIE BEPCUU
pekomMeHOauMn Tenepb y Bac Ha

Mo6unbHoe npunoxeHue

no nesetne u yxoRy P nagoHn !
The WHO PrEP A
. — Mo6unisHoe npunoxenne BO3
|n1p|.El'I'1EH‘|:ﬂtlﬂl‘l Tﬂu'l. i ; Mo JOKOHTaKTHOMN
App for Health Workers |00 npocpunakTke
A pathway to prevention on ——r
your mobile phone, "
i World AIDS Day 2020




WHO Regional Office for Europe WHO_Europe

UN City facebook.com/WHOEurope

Marmorvej 51 .
Copenhagen @ instagram.com/whoeurope

Denmark youtube.com/user/whoeuro
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UHIrimMéutopbl MHTErpasbl: O630p
peKkoMeHaaumm B cTpaHax BELA

3. 3aMMNXOBCKOU



MHrmountTopbl MHTEerpasbi:
O630p pexomMmeHAaALUVN B

ctrpanax BELLA

18.05.2021

1t
505
ProjECT

3amuxoBcKasa 301,
CTAapLIKUMA cneuuanmncT otaena
aaBokauun bO «100% KU3HU»



LLEJib: npoaHanuaupoBaTtb
BO3MOXHOCTMU ynyvYlweHUa gocrtyna K
acdchexkTueHbiMm APB-npenaparam nyrem
ONTUMM3aL MU CXEeM JIeYeHUSA COornacHo
pexomeHpaumam BO3

@® 8 cTtpaH BoctoyHou EBponbl n LleHTpansHon Asnn: Poccus,
Benapycb, KazaxctaH, KnpruscraH, Mongosa, [py3us,
Y3bekucTtaH u TagkmnkmcTaH

@ AHanmMa cCooTBETCTBUA HaLMOHambHbIX MPOTOKOSIOB JIEYEHUS
pekomeHgaumnsam BO3 (2016, 2018,2019 rr.)

@ Ocobbin hoKyC Ha UCNob30BaHUM gonyTerpasupa

®

I'IpOBep,eH BeaywiMMn KnMHUUNCTaMm CTpaH

@® [lpoduHaHcmpoBaHo MobanbHbiM PoHaom anst 60pbbbl Co
ClOom, Ty6epkynesom n manspuen



NMPOTOKOJibl AMATHOCTUKM U JIEMNEHMUA: DTG noAPOCTKM

1 NUHUA neyvyeHus 2 NUHUA nevyeHus 3 nnHuA nevyeHus

CtpaHa MpeanouytutenbHasn AnsTepHaTuBHas MpeanoututenbHaa | AnbTepHaTUBHaA cxema
cxema cxema cxema
Benapycb (2017) X X X 2 HNOT+EFV, NVP, LVP/r, ATV/r— 2 HNWOT+EFV, UM — DRV/r + DTG + 1-2
AZT+3TC+ DTG, DTG+DRV/r HNOT
2 HWOT+DRV/r— 2HNOT+DTG
Poccusa (2020) TDF+XTC+DTG — B3pocnble  ABC+ 3TC+ DTG EFV, NVP, ATV/r, LPV/r, X Bbibop npenaparta nHaneuayarnsHo, Ha
DRV/r —- DTG OCHOBaHMKN UccnegoBaHUst Ha PE3NCTEHTHOCTb
KasaxcTtaH (2020) TDF(TAF)+XTC+DTG ABC+3TC+DTG 2 HNOT + EFV — X DTG+RPV
3TC+DTG 2HNOT + DTG DRV/r unu DRV/c + DTG * 1-2 HNOT
KbiprblacTaH TDF+XTC+DTG ABC + 3TC + DTG 2 HNOT + EFV , BIC/TAF  BIC/TAF/FTC nocne 2 HAOT + X
(2020) [FTC, TDF (TAF) +XTC+ ATVIr (nnn ATV/c, nnu LPV/r, nnn
RAL— 2 HNOT+ DTG DRV/r, unu DRV/c) — AZT + 3TC +
DTG
Mpy3us (2018) TDF+XTC+DTG y B3pocnbix ~ ABC+3TC+DTG y BbiGop gomkeH OCHOBBIBATLCS HA MCCNEAOBAHNA Ha X
B3pPOCbIX pPEe3NCTEHTHOCTL. BoamoxHo npumeHeHne . DTG
TDF+XTC+DTG y ABnsgeTcsa npeanoyTuTensHsiv A
NoApPOCTKOB
Mongosa (2018) TDF+XTC+ DTG - X X X 2 HNOT + DTG, B 3aBUCUMOCTHU OT TOrO, K
B3pocrble YeMmy coxpaHuIacb YyBCTBUTENBHOCTb
ABC+3TC+DTG -
NoApPOCTKU
Y36ekuctaH (2018) X TDF+ XTC + DTG X X DRV/r + DTG = 1-2 HAOT
TamKUKNCTaH TDF + XTC+ DTG X AZT+ 3TC+DTG nnu X Bbibop npenaparta nHaneuayarnsHo, Ha
(2019) TLD OCHOBaHWN nUccregoBaHus Ha Pe3UCTEHTHOCTb




Aerm n

NMPOTOKOJibl AMATHOCTUKM U JIEMNEHMUA: DTG MIageHy bl

1 NUHUA neyeHus 2 NUHUA nevyeHus 3 NnnHuA nevyeHus

CtpaHa

MpeanoytutenbHasn AnstepHatuBHa | lNMpeanoytutenbHasn AnbTepHaTUBHas cxema
cxema A cxXeMa cxema
Benapycb X X X 210 net 210 net
(2017) 2 HNWOT+EFV, NVP, LVP/r, ATV/r— 2 HWOT+EFV, 2 HUOT+UIN —
AZT+3TC+ DTG, ABC+3TC+DTG, TLD, DRV/r+ DTG % 1-2 HAOT
DTG+DRV/r
2 HWOT+DRV/r— 2HNOT+DTG
Poccusa (2020) =12 net X MopbupatoTes ¢ y4eToM pesynbTaToB UccnenoBaHnst peamcteHTHocTn BUY k APBIT 1 akcnepTHOro MHEHMS.
TDF(TAF)+XTC+DTG 2 HWOT+UMN/HHUOT — 2 HNOT + U
ABC+3TC+DTG
KasaxctaH
(2020)
Kblprbi3cTaH netn ctapwe 3 go 10 net npwm X 2HNOT + EFV, LPVIr - AZT+ X 2 HWOT+EFV, NVP nocne 2
(2020) Bece > 20 kr 3TC + DTG HWNOT+RAL— DRV/r (unu DRV/c)
ABC (nnn AZT) + 3TC + DTG 2 HAOT + NVP — TDF (TAF) + + DTG +1-2 HNOT
XTC+ DTG
Mpy3us (2018) X X BbIGop A0MKEH OCHOBLIBATLCA HAa UCCNEAOBaHUN Ha PE3UCTEHTHOCTb. X
Mongosa (2018) Hetn 26 net X X X X
ABC + 3TC +DTG
Y3bekuncrtaH X X X X X
TamKukucTaH X X X X Bbibop npenapaTta

nHamemayanbHO, Ha OCHOBaHUK
ncecnenosaHne Ha pe3anCcTeHTHOCTb




Ocobbie
cnyyam
npuMeHeHun

DTG

Ucnonb3oBaHue DTG+3TC B

Ucnonb3oBaHue DTG y

Poccun

BkntoyeH B nepedeHb yNpoLLEeHHbIX
PEXMMOB, KOTOPbIE AONycKaeTcs
Mcnonb3oBaTh B paMkax
oONTUMMN3aLMN NEYEHMS

0epeMeHHbIX XXeHLIUH

He pekomeHOoBaH K NPUMEHEHUIO Y
XEHLUNH OeTopoaHOoro Bo3pacra —
MonpoBa,

He pekomeHgaBaH B TEYEHNE NEPBOro
TpumecTpa — py3us, KelprbiactaH

He pekomeHgoBaH 6epeMEHHbIM
XEeHLWMHaM - TagKmkucTaH
PekomeHgoBaH B 3 pagy neyeHus -
Y3bekncraH

PekomeHOoBaH kak npegnoyTuTensHas
cxemal psaga nocne 8 Hegenb
bepemeHHocTU — KazaxcTaH, 9 Hegenb -
Poccusa



NMPOTOKOJibl AMATHOCTUKM U JIEMEHMA: RAL noAPOCTKM

1 NUHUA neyvyeHus 2 NUHUA nevyeHus 3 nnHuA nevyeHus

CtpaHa

MpeanouytutenbHasn AnsTrepHaTuBHas MpeanouytutenbHaa | AnbTepHaTUBHaA cxema
cxemMa cxema cxema
Benapycb (2017) X X X 2 HAOT+EFV, NVP, 2HUOT +LPV/r, 2 HWOT+EFV, UM — DRV/r + RAL * 1-2
ATV/r— RAL+DRV/r HNOT
Poccusa (2020) X X ATV/r, LPV/r, DRV/r — EFV, NVP nocne DTG, DRV/r — Bbibop npenaparta nHaneuayarnsHo, Ha
RAL RAL OCHOBaHWMK UccnegoBaHne Ha Ppe3uCTEHTHOCTb
KasaxctaH (2020) X ABC+3TC+RAL X X DRV/r unn DRV/c + RAL = 1-2 HAOT
TDF (TAF)+FTC+RAL
Kbiprbi3ctaH X X X X X
(2020)
Mpy3usa (2018) X X BbI6oOp fomKeH OCHOBBLIBATLCS Ha UCCIIEA0BaHUM Ha Wcnonb3yeTca

pe3ncTeHTHoCTb. Bo3amoxHo npumeHeHvne M. RAL ans 6onee
OMbITHLIX MNALWEHTOB

Mongosa (2018) X X X X X
Y3bekuctaH (2018) X X X X DRV/r + RALt 1-2 HUOT
TapxukncraH X X X X Bbibop npenaparta nHaneuayansHo, Ha

(2019) OCHOBaHUM UCCNEAOBaHNE Ha Pe3NCTEHTHOCTb




NMPOTOKOJibl AMATHOCTUKM U JIEMEHMA: RAL Aetu u

MAaajeHubl

1 NUHUA neyeHus 2 NMHUA nevyeHus 3 nnHuA nevyeHus

CtpaHa MpeanoyTutenbHasn AnbrepHatuBHasa | lNpeanouytutenbHasn AnbTepHaTMBHasa cxema
(& GIVE] (& GIVE] (& GIVE]
Benapycb X X X 210 net 2 HUOT+EFV, UM — DRV/r + RAL
(2017) 2 HWOT+EFV, NVP, 2HNOT +LPVI/r, +1-2 HNOT
ATV/r— RAL+DRV/r
<10 net

2 HUOT + LPV/r— 2 HNOT+RAL

Poccusa (2020) <12 net 212 net MopbBupatoTcsa ¢ y4eToM pe3ynbTaToB UCCNenoBaHns peancteHTHocTn BUY k APBIT 1 skcnepTHOro MHeHuUsI.
ABC+ 3TC+ RAL AZT+ 3TC+RAL 2 HWOT+UMN/HHNOT — 2 HUAOT nntoc A

KasaxctaH

(2020)

Kblprbi3cTaH <3 net X X 2 HAOT + LPV/r nocne 2 HAOT + DTG 2 HANOT+EFV, NVP nocne 2

(2020) ABC (AZT) + 3TC + RAL — AZT (ABC) + 3TC + RAL HNOT+DTG— DRV/r (unn DRV/c)
HoBopoXaeHHbIX, HaYaBLLMX + RAL +1-2 HNOT

nony4aTb Tepanuio Ha ocHoBe RAL,
crnegyeT Kak MOXHO ckopee
nepeBoauTb Ha

TBEpAble NekapCTBeHHbIE (POPMbI

LPV/Ir
Mpysusa (2018) X X BbiGop AomkeH OCHOBBLIBATLCS HA UCCIIEA0BaHUN HA PE3UCTEHTHOCTb. N.A.
MonpgoBa (201 8) X AZT + 3TC + RAL 2 HNOT +RAL X
Y3bekucraH X X >3 net <3ner <10 ner

2 HAOT + RAL. 2 HAOT + RAL RAL + 2 HAOT;
DRV/r + RAL £ 1-2 HNOT

TapKukuctaH <3 net X <3 net < 15 net Boi6op npenaparta

ABC (AZT) +3TC+ RAL Mepexoa ¢ LPV/r Ha RAL nHauBMAyanbHO, Ha OCHOBaHWUMU

3-15 net nuccrnefoBaHue Ha Ppe3ucTeHTHOCTb

ABC (AZT) +3TC+ RAL,
TDF+FTC+ RAL




Benapycb

Ocobbie

cnyyam
n p " M e H e H "ﬂ PexomeHaaBaHoO K Ucnonb3oBaHue y 6epeMeHHbIX XXEeHLUH

ncnonb3oBaHuio B APT 1 psaa * PekomeHgauuu K MPUMEHEHUIO OTCYTCTBYIOT -
RAL MpuMeHsieTcs TPETbMM NpenapaTom B
cxeme APT Ansi B3pochibIX B Ka4ecTse * Kak cxema APT 3 psipa-
anbTepHaTvBbl Nnpenapatam EFV unu *  [AnskeHwuH, npuHnmaswmx DTG Ha Bpems
DTG - GepeMeHHOCTH -
e + Ond geten, B criyyae HefgoCTYMHOCTH ° PekomeHOoBaH Kak npegnoyTuTernbHada n
TBEpAbIX NekapcTBeHHbIX popm LPV/r anstepHatmeHasa cxema (2 p/c no 400 mr) —

+ [onyctumas cxema ansa geten go 10
ner -




® BIC/FTC/TAF

KasaxcTtaH*: KbiprbizctaH, Poccusa™*:
[MpegnoyTuTenbHas cxema Ocobble cnyyan APT 1
APT 1 paga ons B3pocnbIxX paga ans B3poChbixX

Poccusa: AnstepHaTuBHas
KasaxcTaH:

H O B bl e cxema 2 paaa Ans AnbTepHaTMBHas cxema

B3pocnbix nocne LPV/r, AKT

MH ﬂ/lﬁ"TOpbl ATV/r, DRV/r n DTG, RAL
" HTerpa3b| *BIC He crneayeT ncnonb3oBaTb BMeCTe C puaMnmuunHOM n

3Bepoboem

**MNpwn aHemunn, BUY-2, renatoTOKCMYHOCTb 3-4 CTENEHU

v 3apernctpupoBaH TOMNbKO B
Poccun CTtpaHbl, Kpome Poccum,

v’ Mpouecc perucTpauum BKITHOMEHbI B JIMLIEH3UIO
3anyuieH B KasaxcraHe




HoBble

MHrMbmTops.I
MHTerpasbl

@ TDF/FTC/EVG/c

KasaxcTtaH*:
ArnbTepHaTnBHasa cxema

APT 1 paga ons B3pocnbIxX

Poccusa: AnstepHaTtnBHas
cxema 2 psga ans
B3pocrbix nocne LPV/r,
ATV/r, DRV/rn DTG, RAL

* Tonbko ecnu pCK® = 70 mn/mMuH

Poccusa**: Ocobble
cnyydan APT 1 psapga ons
B3POCIIbIX

Poccua***:
AnbTepHaTuBHas cxema

ans geten oo 12 net

**Mpn aHemun, BNY-2, renaToTOKCUYHOCTL 3-4 CTENeHu

***INpun Bece b6onbLue 25 kr. He cnegyeT Ha3Ha4yaTb NPU TAXKENOM NOpaxeHnn

NMoYek

v' CTpaHbl, Kpome Poccum n Benapycu, BKIOYEHbI B

NULEH3NIO

v" KombunHaumsa 3apeructpmpoBaHa B Poccum



Konnuecrso naumenroB Ha cxemax ¢ DTG

2019
2019

2019

2019
2020

TamKukncTaH Mpy3susa KbiprbisctaH Y36ekucrtaH KasaxcTtaH Poccus Benapychb



BAPBEPbI K MCINOJIb3OBAHMIO DTG

NMareHnTHaAa 3awmrTa m
BbICOKaA CTOMMOCTDb B
Poccun

Bbicokasa ueHa ms-3a
NaTeHTHbIX OrpaHUYEeHUM f0
HOA6pa 2020 B Benapycm n
Kasaxcrane

HezaperncrpuposaHa
Kkombunauusa c DTG (TLD) B
benapycn, Kazaxcrane

TLD He BK/IIOUEH B
dopmynsap JiI€ B benapycm

TLD He Bi1HOUEeH B Cnucok
roemMnm, ®opmynsap J1C,
Cnucok J1C gna 3akyna E/] c
yKasaHMeM npeaenbHbiX UeH B
Kasaxcrane



BAPBEPbDbI K UCINMOJIb3OBAHMIO RAL

He saperucrpuposBaH B . He Biuniouen B ®opmynsap JiC
Bbenapycmn, Kbiprbiscrane, B benapycn

BbICOKaA CTOMMOCTDb B FOBMIN B Kazaxcrane
Poccun, benapycm

NMareHTHaA 3aWMTa M . He Biuniouen B Cnucok



MpoTokonsbi 6
ANaArHOCTUKMN Buibop MporHosnposax

6
U lIeueHmn npenaparos ne norpe6bHocTM

4 / \

Ana cTpan permoHa
U3MEHEHMA B BbiAeJ/ICHHbIX
Tanax uMKna obecneueHms
npenaparaMm SIB/IAKOTCA
Hamb6osiee BaXKHbIMM C
Le/Ibl0 AOCTMIKeHUA

QCTOFI‘IMBBIX pesynbTaTtoB /

JlormcTtuka
M XpaHeHue

MoHuTopuHr

MoTpebnenne
M OLLeHKa




AABOKALIMA PACLLMPEHMA AO0CTYNA

NMPOTOKOJ/ibl NTEYEHUA

BbiBOP NPENAPATOB

o W3mMeHeHMe KJIMHMUYECKOro Cospanue KOHKYPEHTHOM cpefbl U
NMPOTOKO/1a JIeueHUsA Cors1acHo CHMIKeHMe LeH
pexomeHpgaumnamv BO3 o [leperoBopsbl ¢ hapm Npom3BOANTENAMN O
o Pa3spaborka cTparermm CHXKEHUM LiEHbI, BKIMIOYEHUN B SIULIEH3NIO
ONTMMM3aL MM CXEM JieHeHMA o Bsaumopgeincteue c mexgyHapogHbIMu

NnpoeKkTamu, HarnpasfeHHbIMA Ha
WMHTENNeKTyanbHy cobcTtBeHHOCTL: MPP,
ITPC global

YyacTtue B pernoHarbHbIX/ MexayHapOoaHbIX
BCTpeYax KacaTenbHO JOCTyna K Jie4eHunto
TexHuyeckoe cogencTene apm
NPOU3BOANTENSIM B JTOKANbHOM perncrpaumm
[MapTHEpPCTBO C rocyaapCTBEHHbIM CEKTOPOM
Mo BKITHOYEHNIO NpenapaToB B HAUMOHanbHbIE
OrpaHNYnTENbHLIE CMIUCKN

MOHUTOPUHT BbIX04a HOBbIX
npenapaTtos/KoMbUHaLMN HA PbIHOK

NMaumneHTCKMA KOHTPOIb 32
3aKyno4YHbIM NPOLLEeccom

O

PaboTa no hopmmnpoBaHuto
HOMEHKNaTyp, TEXHUYECKOro
3agaHn4

MOHUTOPUHI pe3ynbTaToB 3aKynokK
Yny4lweHne 3aKynovHbIX
MeXaHN3MOB

TexHuyeckoe cogencTasne apm
KOMMNaHWAM B y4acTUn B TeHOEPE



iF

B?BJ-ECT
CNACHBO 3A
BHMMAHME!

z.zamikhovska@network.org.ua



http://www.network.org.ua/
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The use of integrase inhibitor based
therapy for HIV

2. Xmnnn



The use of integrase

inhibitor based therapy for
HIV

Dr Andrew Hill

Department of Pharmacology and Therapeutics
University of Liverpool

United Kingdom
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26 million people on ART
10.1 million needed to reach 95%



Percentage of people on antiretroviral
treatment by region (2018)
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WHO - first-line treatment guidelines

Preferred Alternative Special
Circumstances only

TDF/XTC/DTG TDF/XTC/EFV400 TDF/XTC/EFV600
ZDV/3TC/EFV600
TDF/3TC/Pl/r
TDF/3TC/RAL
TAF/3TC/DTG*
ABC/XTC/DTG

*TAF may be considered for patients with established osteoporosis
and/or impaired renal function

Reference: WHO 2019 Treatment Guidelines
https://apps.who.int/iris/bitstream/handle/10665/325892/WHO-CDS-HIV-19.15-enqg.pdf



https://apps.who.int/iris/bitstream/handle/10665/325892/WHO-CDS-HIV-19.15-eng.pdf
https://apps.who.int/iris/bitstream/handle/10665/325892/WHO-CDS-HIV-19.15-eng.pdf

Main first-line treatment guidelines

Organisation Recommended first line treatment for HIV in
adults
World Health Organisation (2018) DTG + TDF + 3TC (or FTC)
Centre for Disease Control and Prevention BIC + TAF + FTC or
(2019) DTG + ABC + 3TC or
DTG + TAF (or ) plus FTC (or 3TC)
International Antiviral Society USA (2020) BIC + TAF + FTC or
DTG + TAF (or ) + FTC (or 3TC)
European AIDS Clinical Society (2020) DTG + ABC + FTC or
DTG + TAF (or ) + FTC (or 3TC) or
BIC + TAF + FTC or
RAL + TAF (or ) + FTC (or 3TC)

https://www.who.int/publications/i/item/WHO-CDS-HIV-18.51
https://clinicalinfo.hiv.gov/en/guidelines/adult-and-adolescent-arv/what-start-initial-combination-regimens-antiretroviral-naive ?view=full

https://www.iasusa.org/2020/11/12/antiretroviral-drugs-treatment-prevention-hiv-infection-adults-2020-recommendations-of-the-
international-antiviral-society-usa-panel/
https://www.eacsociety.org/files/guidelines-10.1 30032021 1.pdf



https://www.who.int/publications/i/item/WHO-CDS-HIV-18.51
https://www.iasusa.org/2020/11/12/antiretroviral-drugs-treatment-prevention-hiv-infection-adults-2020-recommendations-of-the-international-antiviral-society-usa-panel/
https://www.eacsociety.org/files/guidelines-10.1_30032021_1.pdf
https://clinicalinfo.hiv.gov/en/guidelines/adult-and-adolescent-arv/what-start-initial-combination-regimens-antiretroviral-naive?view=full

Drivers of weight gain / loss

Low CD4/
High RNA

“Return to Health”

Weight
gain

Weight
loss



Drivers of weight gain / loss

LowCD4 DTG
High RNA or BIC

Weight
loss

| l';l

TDF EFV
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Drivers of weight gain / loss

LowCD4 DTG
High RNA or BIC

| ltut 1

Weight
loss

TDF EFV



Integrase inhibitors associated with
larger rises in weight

Sax et al Clin Inf Dis Sept 2019



Dolutegravir and bictegravir associated with largest
rises in weight

Sax et al Clin Inf Dis Sept 2019



TAF associated with larger rises In
weight than TDF

Sax et al Clin Inf Dis Sept 2019



Use of TDF versus TAF, ABC or nothing
— effects on body weight (Week 48 results)

Trial TDF/FTC Control
DISCOVER (PrEP): +0kg on TDF/FTC, +1kg on TAF/FTC
STEAL (treatment): +0kg on TDF/FTC, +1kg on ABC/3TC

AMBER (treatment):

GEMINI (treatment):

+0.8kg on TDF/FTC/DRV/c +1.8kg on TAF/FTC/DRV/c

+2.1kg on TDF/FTC/DTG +3.1kg on DTG/3TC




Rises in body weight after switch from TDF to
TAF — German cohort study

Only switch patients are shown, “TDF (TAF)—first/last weight measurement” denotes the
first/last weight measured on TDF (TAF) treatment; results shown for weight in kg; NS not

statistically significant

Gomez et al. Weight Gain switching TDF to TAF. Infection 2018




WHO - advice on weight gain

* The updated network meta-analysis for the 2019 guidelines found
that there was potentially an absolute increase of between 3-5 kg in
body weight in individuals receiving DTG-based regimens at 48
weeks, with low certainty evidence.

* The weight gain was greatest in those using TAF + FTC + DTG.

* Upon initiating DTG-treatments clinicians should therefore highlight
the importance of a healthy diet, avoidance of tobacco, and regular
exercise in attempt to manage weight.

Reference: WHO 2019 Treatment Guidelines
16 https://apps.who.int/iris/bitstream/handle/10665/325892/WHO-CDS-HIV-19.15-eng.pdf



https://apps.who.int/iris/bitstream/handle/10665/325892/WHO-CDS-HIV-19.15-eng.pdf
https://apps.who.int/iris/bitstream/handle/10665/325892/WHO-CDS-HIV-19.15-eng.pdf

Grade 3/ 4 glucose and LDL elevations:
Hepatitis B Phase 3 trials

Treatment arm

TAF

TDF

p value

HbeAg positive trial:
Urine Glucose

LDL cholesterol

HbeAg negative trial:

Urine Glucose

LDL cholesterol

26/516 (5%)
23/560 (4%)

15/277 (5%)
141277 (5%)

3/286 (1%)
0/282 (0%)

2/127 (1%)
1/135 (1%)

p=0.003
p<0.001

p=0.10
p=0.03

Ref: Lancet 2016, September (Buti et al, Chan et al)



Lipids and diabetes in EMERALD trial (HIV)

Treatment arm TAF/FTC/DRV/c TDF/FTC/DRV/c p value

Grade 3 or 4 elevations:

LDL cholesterol 48/737 (6%) 6/364 (2%) p=0.001
Total cholesterol 271737 (4%) 5/364 (1%) p=0.03
Diabetes cases 9/763 (1.2%) 0/378 (0.0%) p=0.03

References: Eron et al, Antiviral Research 2019; clinicaltrials.gov [EMERALD trial]



Phase 3 trials under-represent the people at
highest risk of adverse events

Global HIV epidemic Phase 3 DTG trials

42% Black females 9%

LLEEEEEY L
30% Black males 16% 'H“M“H“H‘

3% Caucasian female 16%

6% Caucasian males 47%

7% Other females 4%

12% Other males 8% ﬂ\ liﬂﬁﬂﬁ“ﬁ“ﬁ“ﬁ"i“ﬁ‘

Pepperrell et al EACS Nov 2019 [Abstr]
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Risks of adverse events can differ by sex and race

Drug Adverse Event Higher risk for:
Nevirapine Hepatotoxicity Women

Stavudine Lactic acidosis Women

Abacavir Hypersensitivity White people
Efavirenz CNS AEs Black people / women

NVP: Marinho et al. J Antimicrob Chemother 2014, 69: 476-482;

d4T: Lactic Acidosis International Study Group, AIDS 2007, 21:2455-2464;

ABC: Saag et al: Clin Inf Dis 2008, 46: 1111-1118 EFV: Burger et al: Br J Clin Pharmacol 2006, 61:148-154.
Dickinson et al, Clin Pharmacokinet July 2016
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Risks of adverse events can differ by sex and race

Drug Adverse Event Higher risk for:
Nevirapine Hepatotoxicity Women

Stavudine Lactic acidosis Women

Abacavir Hypersensitivity White people

Efavirenz CNS AEs Black people / women
DTG/TAF Clinical obesity Black people / women

NVP: Marinho et al. J Antimicrob Chemother 2014, 69: 476-482;

d4T: Lactic Acidosis International Study Group, AIDS 2007, 21:2455-2464;

ABC: Saag et al: Clin Inf Dis 2008, 46: 1111-1118 EFV: Burger et al: Br J Clin Pharmacol 2006, 61:148-154.
Dickinson et al, Clin Pharmacokinet July 2016



Weight gain on INSTI (US cohort)
— women gain 2x more than men

Bedimo et al ID Week Sept 2019 [Abstr 538]



Weight gain on INSTI (US cohort)
— black people gain 2x more than whites

Bedimo et al ID Week Sept 2019 [Abstr 538]
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ADVANCE trial — risk factors for weight gain / loss

Treatme DTG
naive or BIC

Weight
gain

Weight
loss




ADVANCE: Study design

Inclusion criteria: treatment-naive, HIV-1 RNA level > 500 copies/mL, no TB or pregnancy,
no baseline genotyping

TAF/FTC+DTG
N=351

- TDF/FTC+DTG
>
1053 Participants N=351

TDF/FTC/EFV
N=351

v

< 96 weeks

Open-label, 96-week study in Johannesburg, South Africa
Study visits at Baseline, Week 4, 12, 24, 36, 48, 60, 72, 84, and 96



Mean change in weight (kg) to Week 96: men

7,2 kg TAF/FTC+DTG

1+5,2 kg
F; | #5,5 kg TDF/FTC+DTG
%1 [+3,6 kg
>
=

w
-

. =  +2,6 kg TDF/FTC/EFV
, : +1,4 kg \_/

0 4 12 2% %% 4 60 72 8 9% 108 120 132 144

n= 419 403 388 377 375 369 357 355 344 202 119 144 13
Week




Mean change in weight (kg) to Week 96: women

14 1
12 4+ T ) 12,3 kg TAF/FTC+DTG
10 1 _+8,2 kg
[ . |
£ +7,4 kg TDF/FTC+DTG
= . -
= - I
0 _. .. +4,6 kg 4 +5,5 kg TDF/IFTC/EFV
4 + | 1 :+3,2 katl
0 _____ T o T T T T T T T T T T T
04 12 24 36 48 60 72 84 96 108 120 132 144
n= 606 590 563 546 532 519 513 506 493 379 164 206 152

Week



N W
%)) o
J

N
o
1

(AR
o
1

Percent of patients (%)
[y
U

o

%)
1

Treatment-emergent obesity at week 96

27%

11%

7%

. 3%

2%
[ 1

Women Men
B TAF/ FTC+DTG @& TDF/ FTC+DTG O TDF/ FTC/ EFV



Changes in body composition to week 96

e Mass increases were largely fat over lean gain and were distributed between trunk and limbs in all arms

 @Gainin fat mass was significantly higher in females compared to males (p<0.001)

wLimb Lean ™ Trunk Lean Limb Fat Trunk Fat

—_
o
]

9 4 Women Men
8 +7.5 kg (72% fat)
7 4+
26l +5.8 kg (55% fat)
=
o 54 +4.6 kg (73% fat)
c
5 41 *3.7 kg (91% fat) +3.6 kg (67°% fat)
2 -
+1.1 kg (100% fat)
1 -
e Rl e EESEeSma —
1
TAFFTC+DTG (n=157)  TDF/FTC+DTG (n=151) TDF/FTC/EFV (n=142) TAFFTC+DTG TDF/FTC+DTG TDF/FTC/EFV (n=108)

(n=102) (n=117)



Treatment emergent metabolic syndrome:
Week 96

120% T

10,9%

0=0.03*
10,0% +

|
8,4%

8,0% T

6,0% T

4,6%

4,0% T

2,0% T

0,0%

All participants Women Men

mTAF/FTC+DTG mTDF/FTC+DTG = TDF/FTC/EFV
* no other statistically significant differences between arms




Predicting the risk of adverse pregnancy
outcomes due to DTG-associated weight gain

Sumbul Asif!, Evangelina Baxevanidi!, Andrew Hill2, Nomathemba
Chandiwana?, Lee Fairlie*, Masebole Masenya*, WD Francois Venters,
Simiso Sokhela3 Celicia Serenata3

1. Imperial College London, Faculty of Medicine, London, United Kingdom, 2. Liverpool University, Department of
Translational Medicine, Liverpool, United Kingdom, 3. Ezintsha, Wits RHI, University of the Witwatersrand,
Johannesburg, South Africa, 4. Wits RHI, University of the Witwatersrand, Johannesburg, South Africa



Systematic review: risks of adverse maternal outcomes for obese
versus normal weight pregnant women

Maternal outcome Relative Risk 95% Cl P-value
Preterm delivery 1.33 [1.19,1.48] p<0.0001
Gestational hypertension 3.68 [2.97,4.55] p<0.00001
Gestational diabetes 4.31 [3.18,5.85] p<0.00001
Pre-eclampsia 4.06 [3.09,5.33] p<0.00001
Post-partum haemorrhage 1.23 [1.01,1.50] p=0.04
Caesarean section 1.64 [1.55,1.73] p<0.00001




Predicted 10-year risks of diabetes and cardiovascular disease
in the ADVANCE trial

Andrew Hill', Kaitlyn McCannZ2, Ambar Qavi?2, Bryony Simmons? ,Victoria Pilkington?2,
Michelle Moorhouse3, Godspower Akopmiemie3., Simiso Sokhela3, Celicia Serenatas, Alinda Vos?,
Francois Venter3

1 Liverpool University, Pharmacology, Liverpool, United Kingdom, 2 Imperial College London, Faculty of Medicine, London, United Kingdom
3 Ezintsha, Wits Reproductive Health and HIV Institute, Johannesburg, South Africa; 4 University Medical Center Utrecht, Epidemiology, Utrecht,
Netherlands



Conclusions

In the ADVANCE Trial, TAF/FTC+DTG was associated with a significantly higher
risk of:

Clinical obesity
Metabolic syndrome
Rises in VAT and SAT
Predicted risk of diabetes

The predicted risk of Ml from these changes is not significant. However, there is a
predicted increase in the risk of diabetes — 4 cases per 1000 people treated with
TAF/FTC+DTG versus TDF/FTC+DTG. Additional risks for TDF/FTC/EFV as well.

These analyses should be repeated for other studies evaluating TAF/FTC and
integrase inhibitors in other patient populations and lines of treatment.
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Risks and benefits of TAF versus TDF

TAF/XTC/DTG or TAF/FTC/BIC TDF/XTC/DTG
Higher risks of clinical obesity BMD / renal markers
Effects on: Effects on:
Myocardial infarction? Bone fractures?
Diabetes? Renal failure?
Cancer?

Adverse birth outcomes?
Alzheimer’s disease?



“Boosted” versus “Unboosted” TDF

“Boosted” TDF
TDF/FTC/DRV/c
TDF/FTC/ELV/c
TDF/FTC/ATV/r

“Unboosted” TDF
TDF/FTC/EFV

TDF/FTC/DTG
TDF/3TC/DOR



TDF/3TC/EFV



TDF/3TC/EFV



TDF/3TC/EFV






Fractures which occurred during the ADVANCE study

Seven fractures were recorded throughout the study:

TAF/FTC+DTG: 3 fractures

* Fractured thumb changing bed sheets
 Twisted ankle after a fall
 Work-related injury

TDF/FTC+DTG: 2 fractures

* Rib fracture following a fall
* Polytrauma secondary to a motor vehicle accident

TDF/FTC/EFV: 2 fractures

* Taser assault resulting in fracture
* Fell off a wall trying to escape from muggers



Percent with adverse events

80

70

60

50

40

30

20

10

Safety of unboosted TDF/FTC vs TAF/FTC
Meta-analysis of 5 treatment trials, n=3181

p =n.s.

72.3%
070%

I ToFirtc [ TAF/FTC

p =n.s.
20.7%
16.3%
P = Nn.s. P = Nn.s. P = Nn.s. P = Nn.s.
4.4% 5% 5.2%4.8%
0.2%0.7% 0.0%0.1%
Grade 1-4 Grade 3-4 Grade 34 Serious Bone Renal

Clinical Laboratory Clinical Adverse
Events

Fractures D/C

Hill et al, J Virus Erad 2018, 4:72-78



PrEP: Safety of TDF/FTC vs placebo

Meta-analysis of 13 PrEP trials, 22,730 person-years of follow up

p=n.s.

20 +

] TDFIFTC placebo

p =n.s.
b =n.s. p = 0.04
16,8 P =n.s.
10,1
|
3,3
. 0’1 0,1 2,3

Grade 3/4 Serious Fractures Creatinine Creatinine
Adverse Events  Adverse Events Elevations (Grade Elevations (Grades
3+) 1-4)

Pilkington et al. J Vir. Erad 2018

— — — —
N EEN (o)) oo
'l 'l 'l 'l

—
o
'l

%Events/Total People
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Risks and benefits of TAF versus TDF

TAF/XTC/DTG or TAF/FTC/BIC TDF/XTC/DTG
Higher risks of clinical obesity BMD / renal markers
Effects on: Effects on:
Myocardial infarction? Bone fractures?
Diabetes? Renal failure?
Cancer?

Adverse birth outcomes?
Alzheimer’s disease?



Drug Defined Daily Dose Weighted mean cost/kg | Estimated production | List price range - 1 year
of API (USD) cost - 1 year course course (USD)
(USD)
——— N o
[ 3\ V4 )
TAF 25mgX 1 per day §5173 »( | S65 $203 (India) - $11,423
\ (USA)
e’
TDF 245mg x 1/day (5171 ) of $27 $10 (Kenya) - $9,042
\/ \ (USA)
DTG 50mg x 1/day §727 §25 $402 (India) - $20,203
(USA)
FTC 200mg x 1/day $349 $39 N/A
3TC 300mg x 1/day $223 $38 N/A
TAF/FTC (25mg + 200mg) N/A $95 $426 (India) - $16,806
x 1/ day (USA)
TDF/FTC (245mg + 200mg) x N/A S58 $21 (Kenya) - $13,289
1/day (USA)
TAF/FTC/BIC (25mg + 200mg + 50mg) | N/A N/A $681 (India) - $29,308
x 1/day (USA)
TDF/3TC/DTG (245mg + 300mg + N/A S73 S95 (PAHO SF) -

or [TDF/FTC + DTG]

50mg) x 1/day

[$33,492] (USA)










Annual revenue (2020 USD)

Billions

$18 -

$16 -

$14

$12 -

$10 -

$8 1

$6 4

84

$2 1

$20 -

Gilead Sciences Inc. annual revenue from tenofovir based products, by product

atbik

2001 2002 2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020
Year

TDF triple/quadruple combinations
m TDF/FTC (Truvada)
B TDF (Viread)

TAF triple/quadruple combinations
m TAF/FTC (Descovy)
B TAF (Vemlidy)






« 9 patents total for TAF held by Gilead
* Monopoly until 2036
« API of TAF 30x higher than TDF

» Extra steps in production of TAF drive up cost

https://www.fiercepharma.com/pharma/planes-hearses-and-caravans-dot-gilead-greed-kills-protests-from-aids-foundation
https://www.i-mak.org/wp-content/uploads/2018/12/Roadmap-SE-Report-on-TAF-2018-05-07F.pdf



https://www.fiercepharma.com/pharma/planes-hearses-and-caravans-dot-gilead-greed-kills-protests-from-aids-foundation
https://www.i-mak.org/wp-content/uploads/2018/12/Roadmap-SE-Report-on-TAF-2018-05-07F.pdf

Achieving 95-95-95 as fast as possible is of paramount importance

TDF costs less than half the cost of production of TAF

The cost of production of generic ART to reach the 95% target costs less than 2
weeks of tenofovir revenue

Predicted benefits of 250,000 lives per year will be reached sooner using
TDF/3TC/DTG instead of TAF/FTC/BIC or similar combinations
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O630p LEHOBbIX, MAaTEHTHDbIX U
NMNUEH3MNOHHbIX aCNeKTOB A0CTyna K
MHIrMGUTOPAM MHTErpasbl B cTpaHax BELLA

C.llonoBunH



OBO30p LEHOBBLIX, NATEHTHbLIX U IMLUEH3UOHHbIX

acriekToB JOCTyna K MHrmbmutopam nHterpassbl B
ctpaHax BELIA

"" 25 mas 2021

Cepren ['onoBuH

d
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International Treatment Preparedness Coalition
Eastern Europe and Central Asia



= SN
LHuncknenmep

B KOHPAUKT MHTEPEeCcOoB OTCYTCTBYET

B VIHbopmauma HXU NpU Kaknux obcToAaTeIbcTBaX
He ABNAETCA a/IbTEPHATUBOU KOHCY/bTalU UM
Bpa4va-cneumanmncra

[ |£||aHHbIe B3ATbl N3 I'Iy6f|l/l‘-IHbIX NMCTOYHUNKOB



= SN
MHriMbunTopbl MHTErpasbl

®m [lonyTterpaBup

B buKTerpasup

B D/1BUTEerpasup

B PanTterpasup

m KaboTterpasup (nposoHrMpoBaHHasa ¢opma)



= B
KAK B EBPOIE?



= SN
CtaHpapTtbl nevyeHna EC n EASC

m EC—- VN B npeanovYTMTENBHOU NEPBOUN INHUN
(ponyterpasup, bukTerpasup, panterpasmp)

m EASC — ponyterpasup 3aaB/1eH B
bonblWKNHCTBE CTPaH, N0 daKTy 3daBUPEH3
npeBannpyeTt, Kak MMHMMYM B CTPAHAX BHE
6a3oBoun AnueH3nm NateHTHOro nyna



= SN
Pa3nunyng

® MacwTabbl annaemmm
B DKOHOMMYeCKaa cutyauma
m OcobeHHOCTM cucTemMbl 34PpaBOOXPaHEHUS



- S
ITnyeHsnoHHbin ctatyc A, EASC

DTGB3p DTGnen BIC BEGV RAL B3p* RAL*nen CAB
BasoBas JivueHsna | Basosas BasoBas JInueHauna JivueHana | JiueHsnsa
nmuen3na 1 | 1 NMUEH3NA NMUEH3NA M i M
LA LR OTCyTCTBYET OTCyTCTBYET
JInueHausa BasoBas JInueHsnsa JInueHaunsa JinueHana | JlnueHsusa
i NMLEH3NA i M i i
LR OTCYTCTBYEeT | OTCYTCTBYeT | OTCYTCTBYET | OTCyTCIBYET
Jivuensna | Basosas BasoBas JInueHauna JivueHnana | JiueHsna
i JMLEH3US NMUEH3ns i i i
LR LA OTCYTCTBYET | OTCYTCTIBYET | OTCYTCTBYET
BasoBas JInueHaunsa BasoBas BasoBas JInueHaunsa JInueHana | JlnueHsnsa
nmueH3na M | 1 NMUEH3NA NMUEH3NA M i M
i i OTCyTCTBYET OTCyTCTBYET
JivueHama I | JivueHsus | JinueHsmsa JInueHsna JInueHsns JivueHsmna | JinueHsnsa
oTCyTCTBYET nn R N A i L
OTCYTCTBYET | OTCYTCTByeT | OTCYTCIBYET | OTCYTCTBYEeT | OTCYTCTBYET | OTCYTCIBYET




gl L
JlnueH3noHHbIn ctaTtyc [T

https://medicinespatentpool.org/progress-achievements/licences#HIV



= A
OoKycC npes3eHTaunn

m Panterpasup
® bukrerpasup
m [lonyterpaBup

He B poKyce

m dOnsuterpaBup (He B npeanoyTUTenbHbix cxemax EACS, Hanmuume

byctepa); B PO BHeceH B }XHBJIIM, ot 6 neT, ueHa 14 300 p 6e3 HAC 3a
YMaKOBKY

m KaboTterpaBup (oTcyTcTBME NMUEH3INOHHOM NOJAUTUKM HQ MOMEHT

NoAroToBKM Npe3eHTauumn); no gaHHbim CMW, ctoumocTb B CLUA okono
48 Tbicay gonnapos CLLA


https://itpcru.org/2020/08/06/novosti-gmp-preparat-genvoya-rekomendovan-k-vklyucheniyu-v-perechen-zhnvlp-na-2021-god/

= S
BaXkHble dpakTopbl Ana goctyna

m [TaTeHTHbIN cTaTyC

B J/IMUEH3UOHHbIN CTaTyC

m LleHOoBas NOAUTMKA OpUTMHATOPA
[Mo3numa BO3

[lo3numa reHepuKoB

Mo3nums HaUMOHaIbHOTO 3KCNEPTHOro obLLecTBa



= SN
Panterpasup — pestome Bctpeun ECAT n MSD, 2019

B 4 no6poBOAbHbIE INLUEH3NN 4 KOMNAHUAM (CTPaHbl C HU3KUM
ypoBHEM Aoxoaa — cTpaHbl APpuKmM K tory ot Caxapbl n MHanA)

® Hu ogHa KOMNaHMA He BbiBea NpPenapaT Ha PbIHOK (BKAtOYaA
neauatpuyeckyto popmy RAL yepes naTeHTHbIN Nyn)

m 3aTtpaTbl, CBA3aHHbIE C pa3paboTKoM npenaparta, NoAy4YeHUem
npekBanndumkauum BO3 nam npeasapmutenbHoro oaobpenmna FDA
He onpaBAaHbl € ydeTom no3numnm BO3 u cnpoca Ha panTterpasmp

m [loTeHUManbHble NLLEH3UaTbI (B CTpaHaXx) A0/KHbI NPeoCcTaBUTb

rapaHTUK, YTOo NoayyaT npeksanndukauymio BO3 nam ogobpeHune
FDA

NCTOYHUK



https://eeca-cat.info/wp-content/uploads/2018/10/Protokol-vstrechi-s-MSD-24.04.19-final.pdf

= S
PanTterpaBup — LUeHoBas NoNMUTUKa

m CtommocTtb rogosoro Kypca B P® — 335 384 p (4 650
nonnapos CLUA);

[113% b6roarketa Ha APT;

115 600 kypcoB (0kos10 3% OT 0OLWero pac4eTHOro
KO/IM4yecTBa)

B 3akynka B 2021 roay B pamMKax KOHTPAKTa Ha 3 roaa —
okosno 220 Tbic. p. 3a rogoBon Kypc (18 Tbic. 469 pybnewn
3a ynakoBky); 60 274 rogoBbix Kypca Ha Tpu roaa






] \
PanterpaBup — naTeHTHLIN cTaTycC

[laTeHT Ha OCHOBHOE XMMUNYeCKoe coeguHeHne nuctekaer

21.10.2022 B PO, 18.09.2024 B KazaxctaHe 1 30.06.2024 B
benapycu

[TaTeHT Ha KanneByto cosb uctekaet B 2025 roay (PP, benapyce,
Ka3saxcTaH)

[MaTeHT Ha TabneTupoBaHHyto popmy nctekaet B 2030 roay B PO
[lpuHYAUTENbHAA TMLEH3MA B IKBaaope B 2021

B P® BHOCHAUCL NpeasioxeHuns o Bblagadve MNJ1 Ha panterpasup,
Ha AaHHbIM MOMEHT He noaaepHKaHo


https://www.eapo.org/ru/patents/reestr/patent.php?id=7060
https://itpcru.org/2021/03/31/prinuditelnaya-liczenziya-na-raltegravir-vydana-v-ekvadore/

= S
[TnaHbl no pernctpaunn reHepukos RAL B PO

m Panterpasup («®apmKoHuenT»)
m POJIHABUP («MPOMOME/ PYC»)

m Panterpa («®apmacmnHTes»)

NCTOYHUK



http://grls.rosminzdrav.ru/StatementRUInfo.aspx?all=0&&TradeName=&MnnR=%d1%80%d0%b0%d0%bb%d1%82%d0%b5%d0%b3%d1%80%d0%b0%d0%b2%d0%b8%d1%80&lf=&Applicant=&Developer=&producer=&pageNum=1&pageSize=20

= BN

bukterpaBup — LeHoBad nonnutuka B PO

m [IpeanoxeHHaa ueHa B8 XKHBJIMM - 14 300 p. 33
ynakoBky (6e3 HAC 10%)

m B 2021 roay npenapat 3aKynasaca no ueHe 31
459,80 p. 3a yNnakoBKY



i \
[laTeHTHLIN cTaTyC

®m HecKonbKO NaTteHToB (Mosiekyna, bukTerpasmp
HaTPWUSA, CUHTE3); NATEHT Ha OCHOBHOE XMMUYECKOE
coegmnHeHune bukrterpasmpa B PP ncrexkaer 8 2033

roay

® B MHauum 3apernctpuposaH reHepuk BIC/TAF/FTC
(Tekywas ueHa B UHAMM NO OTKPbLITbIM AAHHbIM —
OKO/0 4 TbIC. pynnM 3a YNaKOBKY, T.€. NPUMEPHO 55
nonnapos CLLUA)



https://www.medspal.org/?product%5B%5D=Bictegravir%2FTenofovir+alafenamide%2FEmtricitabine+50%2F25%2F200+mg&countries%5B%5D=Russian+Federation&page=1
https://itpcru.org/2019/12/18/v-indii-zaregistrirovan-generik-biktegravira-tenofovira-alafenamida-emtriczitabina/

" S
Pe3tome BcTpeu reHepuKos ¢ ECAT no buKTterpasupy

[Mpenapat He pekomeHaoBaH BO3

He BxoaWUT B NpeaBapuUTeNIbHYIO 3aABKY Ha npekBanndmkauymio BO3
Mpobnembl c BUY/TE

HeT aaHHbIX N0 bepemeHHbIM

Linkn pa3paboTkm n perncrpaumnm npenapata — ot 1 roga 4o 2 net

B uenom, cumtaetca 60s1iee nepcnekTUBHbIM HanpasB/ieHUe paclunpPeHns
NMUEH3NN Ha JoNyTerpasmp

®  Mylan — Ha paHHel cTagum npousBoacTBa; Emcure — B 0XXnaaHnm no3nuunm
BO3

NCTOYHUK



https://eeca-cat.info/category/minutes-of-meetings/

= S
[lonyTterpasup

m [naHupyemas uyeHa B PP B pamKax Tpex/ieTHEro KOHTPaKTa — OK0J10 6 Tbic. pybaei 3a ynaKoBKy,
npumepHo 80 gonnapos CLUA (83 166 Kypcos B roa, Bcero okono 250 TbiC. KypcoB)

m MNocnepgHAaa 3apuKcpoBaHHaA LeHa B PO — okono 100USD 3a ynakoBKy (Hauano 2020);
[ CHuxeHue 27% no cpaBHeHMIO ¢ LeHon 2019

m 61596 Kypcos B 2020;
[ YBenun4yeHue B 2,3 pasa no cpaBHeHuto ¢ 2019 (26 447)
[1 YyTb 60nblie 10% oT obuiero Konnyectsa naymeHToB B PP (557 556 Ha ntoHb 2020)
[ B KbiprbidctaHe cxembl ¢ DTG nonyyatot 6onee 35% (aaHHble 2019)

B B03MOXHO AONONAHUTENbHOE CHU}KEHME LeHbl NPU YBeAnyeHnm ob6bemos

m MNocnegHue gaHHbie B EAIC — KasaxctaH, A3epbainarkaH n benapycb BKAOYMAY B IMLEH3UIO
(nnaHupyembie yeHbl Ha ypoBHe 6pa3nibCKoOM LeHbl Ha opurnHan, okono 40-50 aonnapos CLUA
3a YNaKOBKY)

® [lpuHyauTenbHaa AMLUEH3UA Ha AoayTerpasup paccmatpusaetca B KasaxcraHe; 3anpocbl Ha M1
noaasanucob B PP


https://itpcru.org/2021/03/12/pervyj-dolgosrochnyj-kontrakt-na-preparat-dlja-lechenija-vich-v-rossii/
https://itpcru.org/2020/06/18/opublikovan-analiz-zakupok-arv-preparatov-i-preparatov-dlya-lecheniya-gepatita-s-v-kyrgyzstane-v-2019-godu/

'__

m PanterpaBup pacteT B o6bemax B PP, B npoLEHTHOM OTHOLLEHNM
0K010 3% NaunMeHToB, OANH U3 CaMbIX AOPOrMUX NPenapaTos; BbIXo
reHepuKkoB B PP B banrKalLLiee BpeMS BOSMOXKEH, MAaTEHT MOKeT
CTaTb Npobemon

B bukTterpaBup TonbKo BHeceH B KHBJII, cpeaHe-BbICOKMW LLEHOBOW
CEerMeHT, reHepuKn B cTpaHax BELLA He 3apernctpupoBaHbl (npwu
TOM YTO AMUEH3MSA Bblna BblAdaHa HECKOIbKO 1IET Ha3a4);
aKTUBHOCTb reHepuKoB B oTHoweHunn BIC HM3KaA

m [lonyTterpaBup B CTPaHaX BHE NMMLUEH3UM NOYy4aoT MEHbLLUNHCTBO
NaLuyeHToB, NepCcrneKTUBbl NOJHOLUEHHOro Nepexoaa Ha
NONyTerpaBup B NpeanoYTUTEIbHbIX CXeMax NepBoit U BTOPO
JIMHUK B BAUKaMLme roga COMHUTENbHbI






= SN
HanpaBneHunsa paboTbl?

m OCHOBHOM NyTb ANA KpaT4anwero NoJIHOLUEHHOrO
nepexoaa Ha N B nepson nnHNK B cTpaHax EADC —
BblAaya NPUHYAUTENIbHOWU NIULLEH3UMN HA
ponyterpasup B PP, KasaxcraHe n benapycu
(MHeHuWe aBTOpa Npe3eHTauunmn)

® AnbTepHaTUBHO — yBesindyeHue broaeta Ha APT
MUHUMYM B 1,5 — 2 pa3a



= T

[lnckyccus
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