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IHCTPYKIIISA
AJISt MEIHYHOTO 3aCTOCY BAHHS JIKAPCHKOro 3acody

TIBIKEA
(TIVICAY)

Cknao:

oiloua peyosuHa: NONyTErpaBip;

| Tabnerka MicTUTbL 5 Mr nonyrerpaBipy y Gopmi nonyrerpasipy HaTpio;

Oonomizxcni peyoBuHu: MaHiT (E 421), uemonosa mikpokpuctaniuxa, noeigoH K29/32, Hatpito
KpOXMaJbIIIKOAAT (THI A), Leon03a MiKpoKpUCTaliyHa CUJTIkaTU30BaHa, KPOCMoBifoH (Tum b),
KanbLio cynbgar, caxapanosa, apomaruzatop Strawberry Cream Permaseal PHS-132963, Hatpito
creapusipymapar;

obononka Tabnerku: Aquarius™ BP18237 White a6o Opadry® OY-S-28876 White.

Jlikapcebka gopma. Tabnetky, Lo AUCHEPryIOTHCA.
Ocnoeni gizuro-ximiuni enacmusocmi: Gini, Kpyrii, ABOOMYKIi TabJeTKU AiaMeTpoM MpHOIM3HO
6 MM, 3 MmapKkyBaHHAM «SV H7S» 3 onHiel cTOpoHH Ta «5» 3 iHLIOT CTOPOHH.

®apmakoTepaneBTH4YHAa rpyna. [IpoTuBipycHi 3acobu Ans CHUCTEMHOro 3acTOCYBaHH.
[IpotuBipycHi 3aco6u npsmoi aif. IHri6itopu interpasu. Jonyrerpasip. Kox ATX JOSA J03.
Dapmaxonoziuni enacmusocmi

Dapmarkoounamixa

Mexanizm 0ii

Jonyterpasip npurHiuye BIJI-inTerpa3y, 3B’3y0uuch 3 aKTHBHUM LIEHTPOM (hepMEHTY iHTerpasu i
Onokylouu eran iHTerpauii peTpoBipycHol ae3zokcupuboHykieiHoBoi kucnotu (JIHK), sxuii €
OCHOBHMM JU1sl LMKJTy perutikauii Bipycy imyHoaediuuty moanuu (BLJI).

IIpomusipycua 0is 6 kombiHayii 3 IHWUMU NPOMUBIPYCHUMU NPenapamamu

He Biamivanocs »OOHOrO aHTaroHiCTHYHOro edeKTy in vitro MpW 3acTOCYBaHHI HOyTerpaBipy 3
iHWKMMK  IOCHIDKYBAHMMHM ~ aHTUPETPOBIPYCHMMM MpenapaTaMu: CTaByJuHOM, abakaBipom,
edaBipeHLlOM, HeBipamiHOM, JIOMiHABipOM, aMmnpeHaBipoM, eH]YBipTHIOM, MapaBipoKOM Ta
panrerpasipom. J[o TOro x, He BiAMi4anocs KOAHMX aHTarOHICTHYHUX eeKTiB AJIs Oy TerpaBipy
Ta afedoBipy, a pubaBipuH He cripaBsiB BUAUMOro BIJIMBY Ha [it0 JOJIyTErpaBipy.

Brnue cuposamiu noounu

Y 100 % cuposatui noannu G6yna B cepeanbomy 75-kpatHa 3Mina IC (iHribyrouoi KoHLEHTpawiT), B
pesyabtati uyoro IC90, ckopuroBaHa 3 ypaxyBaHHSAM 3B’s3yBaHHs 3 Oilkamu, CTaHOBMJIA
0,064 MKr/ma.

Pesucmenmuicniv

Pezucmenmmuicmo in vitro

Jing pocniUKeHHsS PO3BUTKY PE3UCTEHTHOCTI in vitro 3actocoByBayucs cepiiiHi macaxi. Ilpu
BUKOpHUCTaHHI JiabopatopHoro wramy BIJI III min wac macaxcy mporsrom 112 gHiB MyTauii
3’BNISANIMCA MOBINBHO, i3 3aMiHaMK B mojokeHHAX S153Y ta F, mo npu3Boauio 4o MakCMMaJbHOL
3MiHM YYTJIMBOCTI, sika fopiBHIOE 4 (mianazon 2—4). Lli Myrauii He Biamiuanucs y nauieHTiB, ski
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mytauii E92Q (FC 3) Ta G193E (a takox FC 3). Myrauis E92Q 6yna y nauieHTis 3 nornepeaHbo
iCHYIOUOIO PE3VCTEHTHICTIO 10 paTerpasipy, sKi MOTiM OTpHMyBaJi foyTerpasip (KBasiikoBaHO
SIK BTOPUHHY MYTaUilo st JOJIyTerpasipy).

B nopanbLIMX eKCHEpMMEHTAX i3 3ay4eHHsaM KynbTyp migruny B myrauis R263K Binmivanacs y
BCiX M’sTM Ky/bTypax (depe3 20 TvxkHiB i nisHiwe). B nigruni kynstyp C (n = 2) Ta A/G (n = 2)
3amina inTerpasu R263K Gyna BiamiueHa B oaHiii kynstypi, a G118R — B aBox KynabTypax. [Ipo
MyTalio R263K nosizomnsiocs y ABOX MaLli€HTIB, sKi OTPUMYBA aHTUPETPOBiPYCHY Teparito i
He oTpuMyBay iHriGitopu interpasu (INI) 3 nigtunamu B Ta C, ane 6e3 BIIMBY Ha YyTJIMBICTh 10
ponyterpasipy in vitro. Mytauis G118R 3HuxyBana 4yTauBIiCT 10 IOMyTErpaBipy B CaiT-
Hanpaynenux mytantax (FC 10), ane He BUsBIAIACS Y NMALi€HTIB, SKi OTPUMYBAJIM JOJNYTETPaBip B
nporpami ¢azu III.

Iepsunni MyTauii mis panterpasipy/ensiterpasipy (Q148H/R/K, N155H, Y143R/H/C, E92Q Ta
T661) He BNIMBANM Ha in Vitro YyTIMBICTb 10 HONyTErpaBipy sk okpemi MyTauii. Ko MyTauii, wo
Oynu  kBajipikoBaHi sk  BTOpMHHI, acouiiioBaHi 3  iHribitopom  iHTerpasu  (aus
panTerpasipy/ensiterpasipy), AojaBaiucs OO UMX NEPBUHHUX MYyTaliii B eKCMEPUMEHTI 3 CalT-
HanpaBJIeHUMU MyTaHTaMH, Yy TJIMBICTb 10O AOMyTerpasipy 3anuiuaiacs Heaminenow (FC <2 mpotu
«IMKOTO» THUMY Bipycy), 3a BMHATKOM BHMajkis Mmytauiii Q148, mpu sxux y kombiHamiax 3
BiZIOMHMM BTOPMHHHUMM MyTaUisMu crioctepirascs mokasHuk FC Ha piBHi 5-10 aGo Buue. BB
QI148-mytauiin (H/R/K) Takox OyB miATBEpIKEHWH B EKCMEPUMEHTaX 3 MacaxeM 3 Cait-
HanpaBJeHUMH MyTaHTaMH. B cepiliHoMmy macaxi 3i wramom NL432, moumHawouu 3 cait-
HampaBJeHMX MYTaHTIB 3 MNpUXoBaHMMHM MyTauismu NIS5H a6o E92Q, pesucreHTHOCTI HE
cnoctepiranocs (3HayeHHs FC He 3MiHioBanocs, 3anuuaiouuck 6nm3ekum no 1). 3 iHworo Goky,
NMOYMHAIOYM 3 CANT-HANpaBieHWX MYTaHTiB 3 npuxoBaHuMu Mytauismu QI48H (FC 1),
BiZMi4aoCs pi3HOMAHITTA BTOPMHHMX MYyTauiil 3 mojanblinM 36inblieHHAM nokasHuka FC mo
3Ha4yeHb > 10.

Kniniuno 3HaumMe 3HaueHHs ¢enoruny (FC npoTu «aukoro» Tumy BipycCy) HE BH3HAYauocsd;
reHOTUITIYHA PE3UCTEHTHICTh OyJa KpaluuM MPOrHOCTHYHUM NOKA3HUKOM pe3yJIbTaTy.

705 KynbTyp, PE3UCTEHTHMX A0 panterpasipy, Oy/iu MpoaHali3oBaHi OO 4YyTJAMBOCTI 10
nonyterpasipy. Jonyrerpasip Mas nokasuuk FC < 10 y 94 % 3 705 k1iHi4HHX KyJAbTYp.
Pezucmenmmnicmo in vivo

Y nauienTis, Aki panilie He JiKyBanucs i OTpUMyBanM [JOJYyTerpaBip B MOEJHaHHI 3 JBOMa
HYKJIEO3WAHUMHM iHriGiTopamu 3BopoTHOI TpaHckpunrasu (NRTI) B dasi IIb ta ¢asi III, ne
BiZMiuanoCs BMHMKHEHHSI PE3UCTEHTHOCTI 10 npenapaTiB kiacy iHri6itopiB iHTerpasu aGo 10
npenaparis kaacy NRTI (n = 1118, cnoctepexenHs npotsarom 48-96 TikHiB). ¥ nauienTis, ski
paHille He OTPUMYBAJIM JIIKyBaHHs, ajie sKi npuiiMain aonyTerpasip + naMiByaMH y AOCTIHKEHHAX
GEMINI npotsarom 96 TxHiB (n = 716), po3BUTOK Pe3UCTEHTHOCTI 1O kiacy iHTerpasu aGo 10
knacy HI3T He cniocrepirascs.

Y nauieHTiB 3 MOMEPEAHbOK HEBIANOK Tepamniclo, sKi He OTpUMYBalM MpenapaTtiB Kjiacy
inri6itopis inTerpasu (mocnimkenns SAILING), 3aminu inriGitopy iHTerpasu Bimmiuamucs y 4 i3
354 nauieHTiB (CNOCTEPEKEHHS NPOTAroM 48 TIXKHIB), sIKi OTPUMYBaJM foNMyTerpaBip B KOMOiHaLii
3 (oHOBUM pexcumoM (PP), obpaHuM AOCHAIAHMKOM. 3 LMX YOTHPbOX MAL€HTIB JBOE MajH
YHiKkafbHy 3aMminy inTerpasuy R263K 3 makcumanbhum nokasuukoM FC 1,93, y onHoro mauienta
6yna noniMmopHa 3amina interpasu V151V/I 3 makcumansHuM nokasHukom FC 0,92 Ta y e
OJIHOrO TalieHTa GynM MOMEpPeaHbO iCHYIOUi MyTauii iHTerpasu, MpUYOMY BBAXKAJOCH, WO BiH
paHile BXXe OTpUMyBaB iHri6iTopu iHTerpasu abo OyB iH(ikoBaHuii BipycoM, pe3UCTEHTHUM 10
inri6itopis inTerpasu. Mytauis R263K Takox Gyna Buainexa in vitro (14B. BULLE).

3a HasABHOCTI PE3UCTEHTHOCTI 10 Mpenaparis Kiacy iHriGiropie interpasu (nocnimkenns VIKING-
3) Ha 24 TiokHi y 32 nauieHTiB (yci BOHM OTpUMyBaju oiyTerpasip y fo3i 50 Mr 1Ba pasu Ha 100y
+ onTHMi30BaHi (POHOBI Npernapartu) 3 BipyCoNIOTiYHOIO Hee(heKTUBHICTIO, BU3HAYEHOIO MPOTOKOJIOM
(PDVF), 6yau Buaineni taki mytauii 3 napuumu rerotunamu: L74L/M (n = 1), E92Q (n = 2),
T97A (n=9), E138K/A/T (n = 8), G140S (n=2), Y143H (n = 1), S147G (n= 1), Q148H/K/R (n =

ATAKCOCKITINAN
ORPRACKIOTHANC
YPAIHA® _
lnenTvebixauiiaeak koA £ o
355‘1&92519 & Sl
,;@Wﬂoz!ﬁ% o
Gryivs \OY*
‘-.\J_ff_’?._o

|

. > T |
| Y2romikeHo 3 MaTeniananuj
 26CTPALINHOIG [,CCLE ]



MPOTArOM JiKyBaHHs, 3a3BUYaii 3’ABiSETbCs y nauieHTiB 3 MyTauieto Q148 B anamHe3i (OCHOBHHMH
piBeHp a60 icTOpuuHMIi KOHTpOJb). B n’atu iHwmMx nauientie BusHauyanu PDVF mix 24 Tta 28
THXKHAMU, Ta y 2 i3 unMx 5 3adikcoBaHo MyTauil, sKi BUHUKIM MPOTAroM JiikyBaHHs. MyTauii, siKi
BMHMKJIM MPOTATOM JIiKyBaHHs, abo komGiHauil myTauiii: L741 (n = 1), NI5S5H (n = 2).

V nocnimxenHi VIKING-4 3actocoByBanu gosyterpasip (Mjioc ontiuMizoBaHe (OHOBE JliKyBaHHS)
cy6’eKTaM 3 MEPBUHHOK IEHOTHIIYHOIO PE3MCTEHTHICTIO A0 iHriGiTOpiB iHTErpasu, Ky BHSBUIIM
npu ckpuHiHry 30 cyG’ekriB. Byjo BusBieHo Taki < cami MyTauii, 0 BUHUKIM TMpPOTATOM
JiKyBaHHS, K i B qociimkenHi VIKING-3.

VY nauieHTiB AMTAYOro BiKy i3 MOMepeAHbOI0 HEBAANOK Tepamielo, ki He OTPUMYBAIHU iHriGiTOpH
iHTerpasu, 3amina iHri6itopy iHtrerpasu G118R BinzHauanacs y 5 3i 159 nauienTis, siki otpumyBanu
nonyTterpasip y komOiHauii 3 GoHOBUM pexMMoM, 06paHUM AOCHIAHUKOM. 3 UMX M’STH MaLi€HTIB
YeTBEpO Ml JOAATKOBI 3aMiHHM, acouiifoBaHi 3 iHTerpasoto: L74M, E138E/K, E92E/Q ta T661. ¥
YOTHpPBOX i3 5 mauieHTiB, y sikux crnoctepiranacsi 3amina G118R, Gynu HasBHi (peHOTUMIUHI JAaHi.
IMoxasuuk FC nns nonyterpaipy (3MiHa KpaTHOCTI MOPIBHSIHO 3 BipyCOM «IMKOro» THUIY) Y LIUX
YOTUPBLOX MALlIEHTIB KOJMBaBCS Bif 6 1o 25.

Bnaue na enexkmpoxapdiozpamy

[Ipu 3actocyBaHHi 103M, sKa NepeBHllyBaja PeKOMEHAOBaHY H03y HAONyTerpaBipy npubIM3HO
BTpHYi, Hisikoro BBy Ha iHTepBan QT He BigMivanocs.

Kniniuna egpexmugnicms ma beznexa

Hayienmu, axi paniue He OmMpumMy8anu niKy8anHs

Edexrunicte nonyterpaipy ans BlJl-indikoBaHuX mnauieHTiB, ski paHille He OTpUMYBAIH
niKyBaHHs, 6a3yeTbcsl Ha aHalli3i JaHUX, OTPUMAHUX MPOTAroM 96 THXKHIB, 3 ABOX paHIOMi30BaHHUX
MiDKHApOAHMX MOABIHHO CHIMUX JOCHiIKEeHb, SKi KOHTPOJIOBAJIMCA 3a MAilOYOK PEYOBHHOIO
(SPRING-2 (ING113086) Ta SINGLE [ING114467]), a Takox nNigTBEpAXKE€Ha HaHUMHU 3
96-TH)KHEBOTO  BIJKPUTOrO  PaHIOMi30BaHOr0  aKTMBHO  KOHTPOJBOBAHOrO  JOCIiIKEHHS
FLAMINGO (ING114915) ta nomatkoBumu naHumu 3 Bigkpurtoi ¢asu SINGLE mo 144 TuxHiB.
EdexTuBHicTb nonyTterpaBipy y noeHaHHi 3 JamiByIMHOM y AOPOCAUX MiATBEPIKYETHCA JaHUMU
96-THXKHEBOrO  JIOCJIUKEHHs, sAKi OTpUMaHO 3 JBOX 148-THXKHEBMX paHIAOMi30BaHMX,
6araToLIEHTPOBHX, MOABIHO ciinux AocnikeHb BiacyTHocTi MeHwoi epextuBHOCTi GEMINI-1
(204861) Ta GEMINI-2 (205543).

B nocnimxenus SPRING-2 6yno panpomizoBaHo 822 [opocnvX mMalieHTH, fKi OTpUMau
LLOHaliMeH1Ie OAHY A03y nonyTerpasipy 50 Mr oauH pa3 Ha 100y a6o panrterpasipy (RAL) 400 mr
nBa pa3u Ha no6y. O6uasa npenapartu 3actocoByBanucs 3 ABC/3TC a6o TDF/FTC. Buxiani aani
nauieHTiB 6ynu TakMMM: cepeaHiif Bik craHoBuB 36 pokiB, 14 % mauientiB Gynu xiHouol cTaTi,
15 % — npexncraBHMKamu He e€BpomneoifHoi pacH, 11 % nauienTiB Gynn omHouacHO iH(pikoBaHi
Bipycom renatuty B Ta/a6o C i 2 % nanexanu no wiacy C 3a knacudikauiero CDC (Llentpy
npodinakTuky i KOHTpoJO 3a 3axBoptoBaHHsAMK CLUA). Lli xapakTtepuctiiu Oyau aHaIOrYHUMHU Y
rpynax jiKkyBaHH.

B nocnimxenni SINGLE 6yno panpomizoBaHo 833 nauieHTH, siki OTpUManu LOHAWMEHILE OAHY
no3y ponyterpasipy S0 Mr oauH pa3s Ha 106y 3 ¢ikcoBaHow kombiHauielo aGakaBipy/namiByAMHY
(DTG + ABC/3TC) a6o ski orpumyBanu ¢ikcoBaHy komGiHauito edasipeHLy/TeHodoBipy/
emtpuumntabiny (EFV/TDF/FTC). BuxinHi maHi nauieHTiB Gynu TakMMu: cepelHili Bik CTaHOBMB
35 pokiB, 16 % nauieHTiB Gyau xiHouol crari, 32 % — npeacTaBHUKAMH He €BPONEOiaHOT pacH, 7 %
nauieHTiB Oynn omHouacHo iH¢ikoBaHi BipycoMm rematuty C i 4 % Hanexanu no kiacy C 3a
knacudikauieto CDC. Lli xapaktepuctiku Oy aHaJOriYHUMU y rpymnax JiiKyBaHHs.

[TepBuHHI KiHUEBI TOUKH Ta iHWI pe3yapTaTh aochimkeHb SPRING-2 Ta SINGLE, otpumaHi yepes
48 TKHIB (BKJIIOYAIOUM pE3YNIbTATH 33 OCHOBHMUMH BHXiJHUMH HE3AISKHUMU 3MiHHUMH),
nokasaHo B Tabnuui 1.
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Tabnuusg 1

Binnosine nauienTiB Ha nikyBanHs B gocaimkenHi SPRING-2 ta SINGLE uepe3 48 TuxHiB
(Snapshot anroputm, < 50 koniii/mi)

I'pynu nauienTiB 3a SPRING-2 SINGLE
O03HAKAMH 50 mr RAL 400 mr S0 mr EFV/TDF/FTC
AoJayTerpaBipy | ABa pa3u Ha | A0JyTerpaBipy OIMH pa3 Ha
OJHH pa3 Ha ao0y + 2 + ABC/3TC o0y,
aooy + 2 NRTI, O/MH pa3 Ha N =419
NRTI, N =411 o0y,
N=411 N =414
PHK BLJI-1 < 50 88 % 85 % 88 % 81 %
Komiii/mJ
Pisuuus mick rpynamu | 2,5 % (95 % 11 -2,2 %; 7,1 %) 7,4 % (95 % M1 2,5 %; 12,3 %)
nopiBHsAHHSA *
BincyTHicTb 5% 8 % 5% 6 %
BipycoJsioriuyHof
peakuiit
PHK BILJI-1 < 50 Komiii/MJ1 3 0CHOBHHMH 3MiHHHMH
ITouaTkoBe BipycHe
HABAHTAXKEHHSI
(komiii/mJr)
<100000 267/297 (90 %) | 264/295 (89 %) | 253/280 (90 %) | 238/288 (83 %)
> 100000 94/114 (82 %) | 87/116 (75 %) | 111/134 (83 %) | 100/131 (76 %)
Buxignuii nokazHuk
CD4+ (kaitun/mm?®)
<200 43/55 (78 %) 34/50 (68 %) 45/57 (79 %) 48/62 (77 %)
Big 200 mo <350 128/144 (89 %) | 118/139 (85 %) | 143/163 (88 %) | 126/159 (79 %)
> 350 190/212 (90 %) | 199/222 (90 %) | 176/194 (91 %) | 164/198 (83 %)
®onoBa Tepanis
NRTI
ABC/3TC 145/169 (86 %) | 142/164 (87 %) | H/[ (Hemae H/O
JaHUX)
TDF/FTC 216/242 (89 %) | 209/247 (85 %) H/I H/J
Crartp
Yonogiua 308/348 (89 %) | 305/355 (86 %) | 307/347 (88 %) | 291/356 (82 %)
XKinoua 53/63 (84 %) 46/56 (82 %) 57/67 (85 %) 47/63 (75 %)
Paca
€BponeoinHa 306/346 (88 %) | 301/352 (86 %) | 255/284 (90 %) | 238/285 (84 %)
[Hi 55/65 (85 %) 50/59 (85 %) | 109/130 (84 %) | 99/133 (74 %)
Bixk (pokiB)
<50 324/370 (88 %) | 312/365 (85 %) | 319/361 (88 %) | 302/375 (81 %)
> 50 37/41 (90 %) 39/46 (85 %) 45/53 (85 %) 36/44 (82 %)
CepenHs 3MiHa
nokasHuka CD4+ Bin 230 230 246} 1875

BHXiJHOTO piBHS

* VpiBHOBaXkeHO [ist BUXinHUX (akTopiB cTpaTudikauil.
t Bxirouae mauieHTiB, ski 3MiHmnn OP Ha HoBui kyac npemnapatiB a6o 3miHmwin OP, He m03BONEHMMH
NPOTOKOJIOM, 260 Y 3B’513KY 3 BiacyTHicTio edexTuBHOCTI 10 48 TrxHs (uwe st fociimieHHs SPRING-2),
a TakoX MauieHTiB, sKi MPUMUHWIK JiKyBaHHsA 10O 48 TIKHA y 3B’s13Ky 3 BiICyTHicTI0O abo BTpaTOIO
edexTuBHOCTI, i MaLieHTiB, ki Maau > 50 komiit y 48-TH)xHEBOMY BiKHI.
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HonyrerpaBip Ha 48-my TxHi He mocrymaBcs pasrterpasipy B pociimkeHHi SPRING-2, i B
nocnimkeHHi SINGLE nonyrerpasip + ABC/3TC nepesepuuyBas edasipen/ TDF/FTC (p = 0,003),
auB. Tabauuio 1. B nocnimkenHi SINGLE cepeniii yac 1o nosiBu cynpecii Bipycy 6yB KOpOTILHiA
npu JiKyBaHHi nauieHTiB nonyrerpasipom (28 nporu 84 auis, p < 0,0001, anani3 6yB nonepeaHs0
BM3HAUEHUH i 3 NOMPaBKOIO Ha MHOXHUHHICTB).

Ha 96-My TuxHi pe3ynbTaTv y3roUKyrOThCS 3 OTpUMaHMMHM Ha 48-my TikHi. JlosmyTerpasip B
nociimkenHi SPRING-2 He moctynmaBcsi panterpaipy (cympecis Bipycy B 81 % mpotu 76 %
nauieHTiB) i 3 cepeHbOI 3MiHOW KifbkocTi CD4-nimdouutie 276 npotu 264 knitua/mm?
BianoBiaHo. B nocnimkenni SINGLE ponyterpasip + ABC/3TC we nepesepuyBas EFV/TDF/FTC
(cynpecis Bipycy B 80 % npotu 72 %, pisuuus nikysanus 8,0 % (2,3, npotu 13,8), p=0,006) i3
KOPEroBaHOKO CEPEAHbOI0 3MiHOW  KifbkocTi CD4-nimdouuntie 325 mnpotu 281 wiitun/mm?
BiAMOBIAHO.

Ha 144-my Ttuxni y BiakpuTiii ¢asi pocnimkends SINGLE nigrtpumyBanocs Biposoriuxe
MpUrHideHHs: y rpyni goayrerpasipy + ABC/3TC BoHo ckaaino 71 % ta Gynio BULLKM, HiX Y rpymi
EFV/TDF/FTC (63 %), pi3Huug B JikyBaHHi ctaHoBuna 8,3 (2,0; 14,6).

VY BiOKpUTOMY paHIOMi30BaHOMY | aKTMBHO KOHTpoJibOBaHOMY gociimxeHHi FLAMINGO
(ING114915) 484 BlJI-1-indikoBaHMX mopocnux mnauieHTH Oe3 aHTUPETPOBipYCHOI Teparmii
OTpUMaJii OfHY nmo3y abo pomyterpaBipy S50 Mr omuH pa3 Ha geHb (n = 242), a6o
napyHasipy/putonasipy (DRV/r) 800 mr/100 Mr ogun pa3 Ha geHb (n = 242), B 000X BHMagKax 3
BBegeHHAM ab6o ABC/3TC, a6o TDF/FTC. Ha nouaTky cepenHiii Bik nauieHTiB CTaHOBUB 34 pokH,
15 % craHoBunm xiHku, 28 % — npeactaBHUKM He eBporeoinHol pacH, 10 % 6ynu iHdikoBaHi
renatutoM B 3 cymicHoro abo okpemoto iHdexkuieto renatuty C i 3 % Hanexanu 1o kiacy C 3rigHo
3 CDC; ui xapakteprctuky Oysin cXxoxi y rpynax JiikyBaHHs. Bipycosnoriuna cynpecis (PHK BLJI-1
< 50 xomiii/min) B rpyni nonyrterpapipy (90%) Gyna Buiua 3a cynpecito B DRV/r rpyni (83 %) Ha
48-my THxHI gocnifkeHHs. CkopuroBaHa pisHuus B nporopuii Ta 95 % I craHosuau 7,1 %
(0,9, 13,2), p=0,025. Ha 96-my TwxxHi BiponoriuyHe npurHiueHHs B rpymi gonyterpaipy (80 %)
Oyno Buwmum, HiX y rpyni DRV/r (68 %), pisnuus B sikyBaHHi [DTG-(DRV+RTV)]
cknana:12,4 %; 95 % 11 [4,7, 20,2].

Y ineHTMuHMX 148-TH)KHEBMX, paHIOMi30BaHMX, MoABifiHO chinux aociimkeHHsx GEMINI-1
(204861) Ta GEMINI-2 (205543) 1433 nopocnux BLJI-1 iHdikoBaHux cy6’ekTH, sKi paHille He
OTPUMYBaJIM aHTUPETPOBIPYCHY Tepanilo, paHAOMi3yBaji y ABi rpymu: rpyny 3i CXemoro 3 ABOMa
npenapaTaMu, fKa BKao4ana npuiiom poayterpasipy S0 mr nutoc namiByauH 300 Mr oquH pa3 Ha
no6y, abo rpymy 3i cxeMolo 3 TppbOMa Mpenaparamu, sika BKJHouala rnpuiiom gonyrerpasipy 50 mMr
omuMH pa3 Ha no0y pasom 3 cikcoBaHoo Jo30i0 TeHodoBipy/emTpuuuTabiny (TDF/FTC). ¥V
HOCHIDKEHHS BKIIOYaNH Cy6'eKTiB, y SIKHX CKPHUHIHT miasmMu kpoBi BussuB BMicTt PHK BLJI-1 Bix
1000 kon/mn no < 500 000 kon/ma. Ha MOMEHT BKJIIOUEHHS Y AOC/IDKEHHS Y TIOEAHAHOMY aHali3i
cepenHiii Bik mauieHTiB ctaHOBUB 33 pokH, 15 % yyacHUKIB JOCIIIPKEHHS CTaHOBMIIM XKiHKH, 31 %
— NPEeCTaABHUKU HE €BpOMneoinHol pacH, y 6 % Oyna koindekuis renatuty C tay 9 % — 3 cragis
3aXBOpIOBaHHA 3a knacudikauieto LIK3. ITpubnusHo TpetuHa nauientiB Gynu iHdikoBaHi He-B
nigrunamMu BUL; ui xapakrepuctiku Gyan noAiGHAMK y rpynax MauieHTis, sKi OTpUMYBaIH pi3He
nikysaHHs. Ha 48-my TwxHi cynpecis Bipemii (PHK BIJI-1 < 50 komiii/mi) y rpyni nauieHTis, siki
npuiiMany J0JyTerpasip Mioc JaMiByAuH, Oysia He MeHIU e(eKTHBHOI, HiXK y IpYyIi MauieHTiB, sKi
npuiimanu ponyterpasip nitoc teHoosip/emtpuuntabin (TDF/FTC), sk nokasaHo B Tabmuui 2.
PesynbTaTn noeaHaHoro aHainizy 3Giranucs 3 pesyiabTaTaMu OKpeMHX HOCIHiIKEHb, y sAkux Oyna
AOCATHYTa MEpBUHHA KiHUeBa Touka (pi3Huus y nponopuii <50 koniit/mn PHK BIJI-1 y nna3mi
KpoBi Ha 48-My THIXXHi Ha OCHOBi OZIHOMOMEHTHOrO anropuTMy). CKOpUroBaHa pi3HULA CTAHOBHJIA
-2,6% (95 % OI -6,7; 1,5) nns GEMINI-1 Ta -0,7% (95 % M1 -4,3; 2,9) mna GEMINI-2 i3
MornepeiHbO BCTAHOBJIEHOKO MEXEIO HEMEHLLOT eekTHBHOCTI y 10 %,
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Tabauus 2

Binnosine (<50 koniit/mn, ogHoMoMenTHuUi anani3) y GEMINI 1 + 2, y3arajibHeHi aaHi

Joayrerpasip + JamiByanH

HoayTerpasip +

(DTG + 3TC) TeHodoBip/eMTpHUHTA-
(N =716) 6in (DTG + TDF/FTC)
n/N (%) (N=1717)
n/N (%)
VYci nauieHtu 655/716 (91) 669/717 (93)

ckopurosaHa pisuuus -1,7 % (A1 95 -4,4, 1,1)?

3a PHK BIJI-1 Ha BuXifHOMY piBHi

BUXiJHUM piBHEM, KJI/MM>

<100 000 xon/mn 526/576 (91) 531/564 (94)
>100 000 kon/mn 129/140 (92) 138/153 (90)
3a yucnom CD4+-kniTHH

<200 ka/mm’ 50/63 (79) 51/55 (93)
>200 kn/mm’ 605/653 (93) 618/662 (93)
3a nigrunom BlJI-1

ITigTun B 424/467 (91) 452/488 (93)
He-B migtun 231/249 (93) 217/229 (95)
Peuyaus 10 48-ro THXKHS® | 6(<1) | 4(<1)
CepenHe 3HaueHHs 3MiHu uncna CD4-

KJIITHH Ha 48-My THXXHi Y TOPiBHSHHI 3 224 217

a3 CKOpHTOBaHO 3 ypaxyBaHHAM BHXiaHoro piHs daxropis crparuikauii: PHK BIJI-1 y mmasmi (< 100 000 kon/ma
nopiBHsiHO 3 > 100 000 xon/mn) Ta yncao CD4+-inithH (< 200 Kkn/Mm? nopiBHAHO 3 > 200 Kki1/MM3).,
b Minrepkena kiabkicts PHK BIJI-1 y nniasmi kposi 1o > 200 kon/Mi micss nonepeaHbo MiaTBepaxeHol cynpecii

1o <200 xon/mi.

Ha 96-my TwxHi Ta Ha 144-my TixHi B gocnimkerHsx GEMINI HmkHa mexa 95 % nosipyoro
iHTepBaly ISl CKOPUTOBAHOI pi3HMLI MiX rpynamu JikyBaHHs y uyactui nauientis i3 PHK BLUJI-1
< 50 komiit/Ma (OAHOMOMEHTHHI aJrOpUTM) MEPEBULLYyBaga MeXy He MEHLIO! eeKTHBHOCTI, LIO
craHoBua -10 %, i B OKpEMUX JOCILKEHHSX, i MPHU aHai3i 06’eqHaHUX AaHuX (AuB. Tabnuio 3).

Ta6nuus 3

Bipycosoriuni nokasuuky (oqHOMOMeHTHU# anroput™) y pociimkenHsx GEMINI 1 i 2, 06’exnani
JaHi Ha 96-my Ta 144-My THXKHSIX

06’eanani aani gocaimkens GEMINI-1 i GEMINI-2*
DTG + DTG + DTG +
DTG +3TC | TDF/FTC 3TC TDF/FTC
N=716 N=717 | N=716 N=717
TuxaeHb 96 Twxaenb 144
PHK BLJI-1 < 50 koniii/ma 86 % | 90 % 82% | 84 %
Pisunus mixx rpynamu jgikyBauus' ) .
(95 % noBipunii inTepsan) ’ 54 6500 -1:8% (585 2,1)
BiacythicTb Bipycosoriunol 3% 2% 3% 3%
BianoBiai
ITpuyuHU
Hani 3a nepioa, > 50 koniit/mn <1% <1% <1% <1%
H'pl'lnMH.eHHﬂ NiKyBaHHS, - 1 % <1% 1% <1%
BiZICYTHICTb €()EKTUBHOCTI
[TpunuHeHHs J'liKyB:':lvHHﬂ, iHLi <1% <1% <1% 2%
NpUYKMHK, > 50 Komii/mi
3mina APT <1% <1% <1 % _grtmmums 1 %
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I Oﬂ«xxvi 0 3 MaTeni: az*
|
z

STpaljinHor

o [ CCe

g @,n'.mm.\m, f

J ; ij?

h\emx,mau.; it R S
%, 356616519 P




BincyTHicTb BipycosoriyHux gaHux 11 % 9% 15% 14 %
B Npomikky mix 96 Ta 144
THXKHAMH
[pu4nHu
[IpunuHeHHs yyacTi B AOCiIKEHH] 3% 3% 4% 4%
yepe3 BUHUKHEHHs [P a6o cmepTh
[TpunuHeHHs yyacTi B 10CHiKEHH] 8% 5% 11 % 9%
3 {HLIMX NPUYKH
BTpaTa KOHTaKTy Ans noJajibLIoro 3% 1 % 3% 3%
CMOCTEPEIKEHHS
BiniankaHHs 3rofu Ha yyacTb y 3% 2% 4% 3%
JOCTiIDKEHH
Binxunenus Bin nporokony 1% 1% 2% 1%
PiwenHs nikaps 1 % <1% 2% 1%
BincyTHi nani 3a BignosigHuii 0% <1% <1% <1%
nepioa AOCiJKEHHS

DTG — monyrerpasip

* Pe3ynbTaTi 3BE€CHOTO aHANi3y Y3ro[KYIOThCS 3 Pe3yIbTaTaMKi OKPEMUX JOCHTiKEHb.

+ Ha nincraBi CMH-crpatudikoBanoro aHanisy 3 nonpaBkoro Ha Taki BUXinHi ¢akTopu crpaTtudikauii:
PHK BIJI-1 y nnasmi (< 100 000 komiit/ma a6o > 100 000 kormiii/min) Ta kinekicts CD4+-kniTHH

(<200 kniTun/Mm® a6o > 200 kniTur/MM?).

3BeneHuil aHali3 TakoX cTpaTk(pikyBaBcs 3a HocimkeHHaMH, OUiHKY MPOBEOEHO 3 BAKOPUCTAHHAM MeXi
He MeHLol edekTMBHOCTI Ha piBHi 10 %.

N — KibKicTb 0OCHIKYBaHUX y KOXHIM rpymi JlikyBaHHS

Cepente 36inbiuenns kinbkocti CD4+ T-knitvH 10 144-ro THXHs cTaHoBUO0 302 KIiTHHU/MM® Y
rpyni nmonyterpasip + namiByaun i 300 kaitun/mm® y rpynmi monyterpasip + TeHodoBip/
eMTpUUUTAOiH.

Pesucmenmmuicmy, Axa UHUKNA NPOMA2OM NIKYBAHHA Y PAHIULE He NIKOBAHUX NAYIEHMIE
Uepes 96 TmxHiB y mocnimkeHHsx SPRING-2 ta FLAMINGO i yepe3 144 Twxni Tepanii y
nocnimkeHHi SINGLE npw 3acrocyBanHi nonyrterpaBipy He OyJio BiAMiY€HO JKOAHOrO BHIAAKY
TMEPBUHHOI PE3UCTEHTHOCTI, Ika BUHHUKJIA MpPOTATOM JIiKyBaHHS, A0 (epMEHTIB KJIaciB iHTerpasu
a6o NRTI. [Ins nopiBHsAHHSA, TaKky > came BiACYTHiCTb pe3UCTEHTHOCTI Oyno 3adikcoBaHO B
pe3ynbTaTi JiKyBaHHS Yy TNaUi€HTiB, SKi OTpMMyBajiM AapyHaBip/pUTOHABip B JOCHiUKEHHI
FLAMINGO. B pocnimxenHi SPRING-2 y 4oTHpbOX MaL[i€HTIB, L0 OTPUMYBAJIM pajTerpaBip, He
3adikcyBanu xonHol 3 Benukux NRTI-myTauiii Ta 3adikcyBanu omHy MyTaLilo 3 pe3UCTEHTHICTIO
no panrterpaBipy; B pocnimkenHi SINGLE y wictbox nauientiB 3 sikyBanHsm EFV/TDF/FTC ne
BiIMiYEHO MYTaLili, MOB’3aHUX 3 PE3UCTEHTHICTIO JO HEHYKJICO3MIHHUX iHTiGITOpPiB 3BOPOTHOI
tpanckpunTasn (NNRTI), i y ogHoro Bunukna ocHoBHa NRTI-myrauis. IIporsirom 96 TuxHiB y
nocnimkeHHsax GEMINI-1 ta GEMINI-2 He crnioctepiranocs )K0JHOTO PO3BUTKY PE3UCTEHTHOCTI 10
knacy iHterpasu a6o mo kmacy HI3T sk y rpyni, sika npuiiMana komGiHauio mosyterpaip +
namisyann (DTG + 3TC), tak i B rpymi, ska npuitmMana komGiHauilo momyTterpasip +
teHodosip/emTpuuuTabin (DTG + TDF/FTC).

Ilayienmu 3 nonepedHim HeeeKkmueHuM NiKYBAHHAM, AKI He OmMPUMYSANU Npenapamie Kuacy
ineibimopie inmezpazu

B mixxHapoaHomy GaratoueHTpoBoMy nojBiiiHo ciinomy aociimkenHi SAILING (ING111762) 719
BUl-indikoBaHUX AOpoChMX mnauieHTiB, SKi paHille OTPUMYBald AHTUPETPOBIPYCHY Teparito
(APT), 6ynu paHaoMi3oBaHi a1 OTpUMaHHs JonyTerpaBipy B 103i 50 Mr oauH pa3 Ha no0y a6o
panTerpaBipy B 103i 400 mr aBa pa3u Ha 100y 3 pOHOBUM PEKUMOM, o6paHnM JOCJTiAHUKOM, KU
Mir BiJlouaTH 10 2 npenapatiB (y T. 4. LIOHaiiMeHIIe OJAMH MOBHICTIO aKTHBHH npenapaT)
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Buxigni nani nauientiB 6ynu Takumu: cepeniii Bik craHoBuB 43 poku, 32 % nauieHTiB Gynu
xiHowoi crati, 50 % — npeacTaBHUKaMK He €BPOMNeEoinHoi pacu, 16 % Gynu ogHOYacHO iHpikoBaHi
Bipycom renatuty B ta/a6o C i 46 % Hanexanu no kiacy C 3a knacudikauietro CDC. Bei mauienTu
MaJli PEe3UCTEHTHICTh [0 LIOHaiiMeHIle ABOX kiaciB npenapatie APT, a 49 % nauieHTiB Ha
MoYaTKy Majii pe3MCTeHTHICTb 10 3 KnaciB npenaparis APT. ,
Pesynbratu pocnimkenHss SAILING, otpumani uepe3 48 THXXHIB (BKJIIOYAIOYM pE3YJbTaTH 3a
OCHOBHHMM BHUXiTHMMH 3MiHHMMH), MOKa3aHO B Tabnuui 4.

Tabnuus 4

BianoBiap nauieHTis Ha sikyBaHHs B gochimkeHHi SAILING uepe3 48 TnxkHiB
(Snapshot anroputm, < 50 koniii/mi)

I'pynn nauieHTiB 32 03HAKAMH S0 mr goayterpasipy | RAL 400 mr
OJHH pa3 Ha Aoy + ABa pa3u Ha
oP noby + ®©P
N = 3548 N = 3618
PHK BLJI-1 < 50 komiii/ma 71 % 64 %
Pi3HMLS MiX rpynamu JIiKyBaHHS ] 7,4 % (95 % 11 0,7 %, 14,2 %)
BiacyThicTb Bipycosioriunof peakuii 20 % | 28 %
PHK BlJI-1 < 50 koniii/mJi 3 BUXiTHUMH nepeMiHHHMH
Buxiane BipycHe HaBaHTa)ceHHs (Komiii/mJr)
< 50000 xomiit/mn 186/249 (75 %) 180/254 (71 %)
> 50000 komiit/mn 65/105 (62 %) 50/107 (47 %)
Buxiauuii nokasauk CD4+ (kaitun/mm?) ,
<50 33/62 (53 %) 30/59 (51 %)
Bia 50 no <200 77/111 (69 %) 76/125 (61 %)
Bix 200 no <350 64/82 (78 %) 53/79 (67 %)
> 350 77/99 (78 %) 71/98 (73 %)
DoHOBHIT peXKHM
["eHOTUNIYHKI iHAEKC Yy TAMBOCTI™ <2 155/216 (72 %) 129/192 (67 %)
[eHoTUNIUHMH iHAEKC YyTIMBOCTI* = 2 96/138 (70 %) 101/169 (60 %)
3acrocyBanns DRV (napynasip) y ¢ponoBomy
pexumi
be3 3acrocyBanHs DRV ' 143/214 (67 %) 126/209 (60 %)
3actocyBaHHs DRV 3 nepBuHHMMU MyTauUismMu 58/68 (85 %) 50/75 (67 %)
iHTerpasu
3actocyBaHHd DRV 6e3 nepBUHHUX MyTallii 50/72 (69 %) 54/77 (70 %)
iHTerpasu
Crartp
Yonogiua 172/247 (70 %) 156/238 (66 %)
XKinoua 79/107 (74 %) 74/123 (60 %)
Paca
€BponeoinHa 133/178 (75 %) 125/175 (71 %)
i 118/175 (67 %) 105/185 (57 %)
Bik (poxu)
<50 196/269 (73 %) 172/277 (62 %)
> 50 55/85 (65 %) 58/84 (69 %)
ITinTun BLJI
['pyna B 173/241 (72 %) 159/246 (65 %)
I'pyna C 34/55 (62 %) 29/48 (60 %)
[HWiT 43/57 (75 %) 42/67 (63 %)
Cepenne 36inbwends CD4+ T-nimdouutis
(kaitun/Mm®)
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1 YpiBHOBaxceHO ans BUXimHUX ¢akTopiB cTpaTudikaui.

§ 4 nauientn 6ynu BUKIIOYEHI 3 aHani3y eQeKTUBHOCTI y 3B’s3Ky 3 BiCYTHICTIO po36iXKHOCTEH B HaHUX B
OJHOMY JOC/iAHULLKOMY LIEHTPI.

* Ienoruniunmit inaekc uytausocti (1Y) Bu3HAauaBes sK 3araibHa KinbkicTe mpenaparis APT y @P, no
AKUX BipyCHi Ky/NbTypH Malli€HTa I0Ka3aii YyT/IHBICTh HA MOYATKY AOCIiMKEHHs, HA OCHOBi BUNIPOOYBaHHs
FE€HOTHITIYHOT PE3UCTEHTHOCTI.

+ Inwi rpynu Brmoyanu komruiekc (43), F1 (32), Al (18), BF (14), Bci inwi < 10.

B nocnimkenni SAILING Ha 48 Tuxni cynpecis Bipycemii (PHK BIJI-1 < 50 komiii/mn) B rpymi
Tigikeio (71 %) 6yna cratuctuuno 6inbworo (p =0,03) y nopiBHAHHI 3 Ipyrol0 panTerpasipy
(64 %).

Y CTaTMCTHUHO MEHLIOT KiJIbKOCTI MauieHTiB BiaMiuanocs HeedekTHBHE JiKyBaHHs, MOB’A3aHe 3
BUHMKHEHHAM pe3ucTeHTHOCTI 10 TiBikero B mpoueci sikyBanHs (4/354, 1 %), Hix 10 panTerpasipy
(17/361, 5 %) (p = 0,003) (an1s OTpUMaHHs AeTaNbHOI iHpOpMaLil AMB. MiAPO3/in «Pe3nUCTEHTHICTH
in vivoy).

Mayienmu_3 nonepednim Heeexmusnum MIKYSAHHAM, 5Ke GKNIOYANO 3ACMOCYBAHHS _IH2I6Imopy
inmezpasuy (ma naagnicmo pesucmenmnocmi 00 npenapamie kaacy ineibimopie inmezpasu)

B GaratouenTpoBomy Binkputomy mocnimkenHi VIKING-3 3 opuieto rpynoro (ING112574)
Jopocni nauienT, indikosani BLJI-1, ski paniwe oTpuMyBanu aHTHpeTpoBipycHy Tepanito (APT) i
Manu Hee)eKTUBHY BipyCOJIOTiYHY peakililo, a TaKoX PEe3MCTEHTHICTb JO panTterpasipy Ta/abo
ensiTerpasipy HuHi a6o B aHamHesi, oTpuMmyBaiu Tisikeidi B fo3i 50 mr aBa pasu Ha 100y 3
(OHOBUM pexUMOM MpOTAroM 7 AHIB, kWil BUsBMBCS HeedekTHBHUMM, ane ¢oHoBa APT Gyna
onTuMi3oBaHa 3 8-ro aus. Jlocnimkenns Brmodano 183 nauienty, 133 3 AKUX Manu pe3UCTEHTHICTh
1o INI mig uac ckpuHinry i 50 Manu 10Ka3u pe3suCTeHTHOCTI B aHamMHe3i (ase ii He 6yJI0 Ha MOMEHT
ckpuHiHry). PanterpaBip/ensiterpaBip 6yB 4aCTHHOIO Hee(EeKTHBHOIO 3aCTOCOBYBAHOrO PEKUMY
nikyaHHs y 98 3i 183 nauienTie (4acTvHa monepenHbOro HeeEKTUBHOTO JIiKyBaHHS Y iHUIMX).
Buxinui nani nauientip 6yaum Takumu: cepeaHiil Bik craHoBuB 48 pokis, 23 % nauientis Gynu
iHouo! craTi, 29 % — He eBponeoiaHoi pacu, a 20 % nauientis OynM oAHo4acHO iHdikoBaHi
Bipycom remaruty B Ta/a6o C. Cepeaniit BuxigHuii nokasHuk Kinbkocti CD4+ T-J]iM(bOLll/lTiB
craHoBuB 140 knitun/mm3, cepeans tpusanicts nonepeanboi APT — 14 pomB i 56 % nauieHTiB
Hanexxanu no knacy C 3a kiacudikauielo CDC. Ha mouatky JOCHiIKEHHS MallieHTH
JIEMOHCTPYBaJIW  MYJIbTUPE3UCTEHTHICTL 10 TakuxX kiaciB mpenaparis APT: 79 % manu
pesucTenTHiCTs 10 > 2 NRTI, 75% — no > 1 NNRTI i 71 % — Manu > 2 OCHOBHMX MyTaLii,
1noB’a3aHuX 3 pe3ucTeHTHicTIO 10 Pl; 62 % manu He RS Bipyc.

Cepente Binxunenns PHK BIJI Bia BuxigHoro piBHs Ha 8 aeHb (NMepBMHHA KiHLEBa TOYKa)
cranosuno 1,4logio konii/mn (95 % Ml -1,3 — -1,5logio, p <0,001). Peakuis mos’s3ysanacs 3
BUXiZHKUM LjIsXoM MyTauii INI, sk nokaszaHo B Tabnuui 5.

Tabnuus 5
Bipycosoriuna Bianosiae (8-i aeHb) uepes 7 aHiB hyHKUiOHATBHOT MOHOTEpaNiil NALIEHTIB, B SKUX
RAL/EVG 6yB uacTHHOIO Hee()EKTUBHOTO HAa MOMEHT aHali3y peXXUMy JIiKyBaHHs, DOCHiIKEHHS

VIKING 3
DTG 50 mr aBa pa3u Ha no0y,
N = 88*
Buxigni napamerpu Cepe/iili nOKasHHK
N (CB) PHK BlJI-1 B Cepenne
naa3mi logio 3HAYEeHHs
Konii/mn

OtpuMaHa rpyna MyTauil iHTerpasy Ha no4yaTky A0C/IiAKEHHS 3 TPMBAIOYMM 3aCTOCYBaHHAM
RAL/EVG

[epBuHHa MyTallis, iHwa Hixx Q148 148H/K/R? 48 -1,59 (0,47) -1,64
Q148+1 BropuHHa MyTaLis® 26 -1,14 (0,61) -1,08
Q148+> 2 BTOHHHA MyTais® 14 -O 75 (0 84) -0 45
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sIKi MOYKHA BUSIBUTH, Ha 10YaTKY JiKyBaHHs Ta Ha 8-if aeHb oTpuManHs mnasmu BIJI PHK mns ouinku.
2 Biiovarouu nepBUHHI MyTauil pesucreHTHocTi iHTerpasu N155H, Y143C/H/R, T66A, E92Q.
® Bropunni MyTauii G140A/C/S, E138A/K/T, L74l.

V nauieHTiB 6e3 nMepBUHHMX MyTauii, BU3HaueHMX Ha mouatky nociaimkeHHs (N = 60) (To6To
RAL/EVG He € yacTHHOK HeeheKTMBHOT Ha MOMEHT aHaildy Teparii), BiaMidanocs 3MEHIUEHHS
BipycHoro HaBaHTa)xkeHHs (1,63 logio koniii/mn Ha 8- aeHb).
[Ticns dasu (yHKUiOHANBHOT MOHOTEpanii NauieHTH Majid MOXJIMBICTb MOBTOPHO ONTHUMi3yBaTH
¢oHoBHI pexcum, KO Le 6yI0 MOXKIKBO. 3araipHa YacTOTa BiAMOBiAl Yepe3 24 THXKHI JiKyBaHHS
cknana 69 % (126/183), 3araioM BOHa MPOJAOBXKYBaja MiATPUMYBaTHCS uepe3 48 TIKHIB —
116/183 (63 %) mauientiB 3 PHK BIJI-1 <50 xomiit/mn (ITT-E, anroputm Snapshot). Ilpu
BUKJIFOYEHH] MalieHTiB, fAKi MPUNUHWIM Tepamnilo 3 MpUuMH ii HeeEeKTHBHOCTI, i MauieHTiB 3
OCHOBHHMH BiIXHJIEHHSMH Bifl MPOTOKOJY (HEMpaBUIIbHE 103yBaHHS JOTYTErpaBipy, 3aCTOCYBaHHs
3a00pOHEHHX TMpenapariB), TaKk 3BaHa «MOMyJsLis Bipyconoriunoi Bigmoimi» (VO-nomymsauis),
BifMoBigHa vactoTta BiAmoBimi cknana 75 % (120/161, 24-it Twxnenn) i 69 % (111/160, 48-i
THXIEHB).
Peakuis Gyna cnabuworo, skuwo mytauis Q148 Gyna npencrapieHa Ha nodaTtky, a ocoOJaMBO — B
MPUCYTHOCTI > 2 BTOPMHHUX MyTalil (Tabauus 5). 3aranbHuii GpeHoTHNiYHUN iHOEKC YyTIHBOCTI
(®IY) ontumizosaHoro ¢goHoBoro pexxumy (ODP) nikysanHs He OyB MOB’s3aHuUii 3 peakLielo Hi HA
24-my THXHI, Hi Ha 48-My THIXKHI.

Tabnuus 6

Binnogiage Ha nikyBaHHs 3a BUXiaHowo pesuctentHicTio, VIKING-3. IMonynsuis VO (PHK BLJI-1
< 50 xomii/ma, anroputm Snapshot)

I'pyna myrauii Twxaennb 24 (N =161) T"mﬁeﬂb -
inTerpasn (N=160)
OIY=0| ®IY=1 | ®IY=2 | PIY>2 | 3arajom 3aranom
[TepBuHHA MyTaLis 2/2 15/20 19/21 9/12 45/55 B
inTerpasu BincyTHs' (100 %) | (75 %) (90 %) (75 %) (82 %) R0 (o vl
[MepBuHHa MyTaLlis, 212 20/20 21727 8/10 51/59 50/58 (86 %)
inwa nix Q148H/K/R? | (100 %) | (100 %) (78 %) (80 %) (86 %) i
BropunHa MyTauis 2/2 8/12 10/17 20/31 o
Q148 +1° (100 %) | (67 %) (59 %) i (65 %) .
Ql48+> 2 12 2/11 1/3 4/16 "
sropusamx Myraii® | (50%) | (18%) | (33%) ' gswy | H16ES%)

! JIuwe nokas pesucTeHTHOCTI 10 iHriGiTOpiB iHTErpasu B aHamHe3i a60 (peHOTUIIUHO.

2NI155H, Y143C/H/R, T66A, E92Q.

3 GI140A/C/S, E138A/K/T, L741.

@IY — kombiHOBaHa reHOTHNIYHA | eHOTHMNIYHA pe3HCTEHTHICTD (3araibHa oliHka Monogram Biosciences).

Ha ocHoBi otpumanux nauux mns gocnimienHs VIKING-3 cepenHili mokasHHK 3MiHH KiZbKOCTI
CD4+ T-nimpouuTiB Bin BuXimHOro piBHA craHoBMB 61 KniTuHY/MM® Ha 24-My TWXKHI Ta
110 knmitun/mm® Ha 48-My THIKHI.

B nomsiitHo cninomy rmiane6o-koHTpoiboBaHoMy pociimkenHi VIKING-4 (ING116529) 30
JopociuX mauienTis, iHdikoBanux BIJI-1, ski otpumyBann APT 3 MepBHHHOI TEHOTHITIYHOIO
pesuctenTHicTio 10 INI min yac ckpuHiHry, 6yno paHaoMi30oBaHO AN OTPUMaHHS HOJyTerpaBipy B
no3i 50 mr mBa pasu Ha no0y aGo nuaue6o Ta pexxumy HeeeKTHBHOTO Ha Lieif MOMEHT JIiKyBaHHS
MpoTAroM 7 AHIB 3 MOJAIBIIOK BiAKPUTO (a3oio, B Kil BCi MalieHTH OTPUMYBAJM JOJIYTErpaBip.
Ha crapri pocnimkeHHs cepenHiii Bik mauieHTiB crtaHoBuB 49 pokiB, 20 % — xiHku, 58 % —
MpEACTaBHUKK HE €BponeoiaHoi pack Ta 23 % nauieHtiB manu KoiHdekuito renatuty B Ta/a6o C.
Cepenniit nouatkosuii pisenb CD4+ ctanoBus 160 knitun/Mm®, cepeis TPUBATICTb MONEPEAHBOT
APT 6yna 13 pokie Ta 63 % Hanexanu no knacy C 3a knacudikauietro CDC. Ha mnouatky
JOCTIKeHHs Cy6’€KTH mokas3aid MHOXMHHMI Kkinac pesucteHTHOCTi a0 APT: 80 % mamm > 2
NRTI, 73 % - > 1 NNRTI Ta 67 % — > 2 PI ocHoBHi MyTauif; 83 % manu il;ﬁéﬁimégi 16 3 30
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cy6’extiB  Oynu Hocismu Bipycy Q148 Ha nouarky pociimkeHHs. ['onoBHMiEl KpuTepii
edexTUBHOCTI Ha 8-i JeHb MOKa3aB, WO A0NyTerpasip B ao3yBaHHi 50 Mr aBa pa3u Ha no0y OyB
edexTUBHILIMM, aHiX manebo, 3 BpiBHOBaXEHOIO CEPEAHBOIO PI3HULICIO MiXK IPYNaMH JTiKyBaHHS Yy
BiaxuseHHi Bia BuxigHoro pisusi PHK BIJI-1 B nnasmi -1,2 logio komiii/mn (95 % O -1,5 — -0,8logio
komiit/mn, p < 0,001). Peakuii Ha 8-ii meHb B LBOMY MJ1aLeGO-KOHTPOIBOBAHOMY JOCIiKEHHI
noBHicTiO Bianosinanu peakuism B gocnimkeHHi VIKING-3 (6e3 nnaue60-KOHTpOJII0), BKIIOYAI0YH
KaTeropii Mo4aTkoBOi pe3WCTEHTHOCTI 10 iHriGiTopiB iHTerpasu. Ha 48-my Tmxni 12/30 (40 %)
cy6’exriB mamu PHK BLJI-1 y kinbkocri < 50 koniii/mn (ITT-E, anroput™ Snapshot).

IMpu cymicHomy aHanisi pocnimkens VIKING-3 Tta VIKING-4 (n=186, nonmynsuis VO)
nponopuis cy6’exriB 3 PHK BIJI < 50 koniii/mn Ha 48-my TixHi Gyna 123/186 (66 %). [Tponopuiis
cy6’exri 3 PHK BIJI < 50 koniit/mn 6yna 96/126 (76 %) mns cy6’extiB 6e3 Q148 myrauiit, 22/41
(54 %) mna cy6’extiB 3 Q148+1 BropuHHMMM MyTauisiMu Ta 5/19 (26 %) mis cy6’exriB 3
Q148 +> 2 BTOpMHHUMH MYTalisIMH,

Himu

V GaraToueHTpoBOMY BigkpuToMy 48-TidkHeBomy aociimieHHi dasu I/I1 (P1093/ING112578)
ouiHIOBaUCS NapameTpu (apMaKkoKiHETHKH, 6e3MeKH, MepPeHOCUMOCTi Ta epeKTHBHOCTI Npenapary
TiBikeit B KOMGIHOBaHMX peXXUMaXx JIiKyBaHHS HEMOBJIAT, AiTei i MiATITKIB BikoM Bifl > 4 THXHIB 10
< 18 pokiB iH¢ikoBanux BIJI-1, GinbluicTs 3 AKUX paHille OTPUMYBAIH JIiKYBaHHS.

PesynbTati OWIHKKM edeKTUBHOCTI (Tabnmuus 7) BKJIIOYAIOTH JaHi YYacHHKIB, SIKi OTpHUMYBaJId
peKoMeHJ0BaHi oJHOpa30Bi NOOOBI f03u mpenapaty y ¢opmi TabneTok, Wo AUCNEPryroThes, abo
TabJIETOK, BKPUTHX MJIiBKOBOIO 00OJIOHKOIO.

Tabmuus 7
ITpoTHBipycHa Ta iIMYHOJIOTiYHA aKTHBHICTB Y JiTell Ha 24-My Ta 48-My THIXXHI JTliKyBaHHS
Tuxnenn 24 Twxaenn 48
N=175 N = 66
n/N % (95 % A1) n/N % (95 % AI)
Kinskicts nauientis i3 PHK BIJI 56 65,2
< 50 komit/ma®® 453 @41: 675 | 466 (52,4; 76,5)
Kinekicte mauienris i3 PHK BIJI 82,7 80,3
< 400 xonii/ma® 82 (722 90,4) | 366 (68,7; 89,1)
Menianne Menianne :
3Ha4eHHs (n) (Q1,Q3) 3Ha4yeHHs (n) (Q1, Q3)
3uia b kinbkoot! knit CDA+ |5 70) | (_64:480) | 184(62) | (~179;665)
BiJl BUXiZAHOrO piBHS (KJITUH/MM")
3MiHa y BiICOTKOBi# yacTLi
rithH CD4+ Bia BuXigHoro 6 (72) (2,5; 10) 8 (62) (0,4; 11)
piBHS

Q1, Q3 — nepuuwii i Tpetiii kBapTHJIi BiAMOBIXHO.

a Pegynsrati < 200 komii/mi npu tectysanni Ha PHK BIJI-1, ne 3a HmkHio Mexxy BusBieHHs (LLOD)
Oyno B3aTo 200 koniit/mi, y uboMy aHanisi 6ysu ueH3ypoBaHi 10 > 50 komii/mi.

b JTnst aHanisy BUKOPHCTOBYBAI OAHOMOMEHTHHH alirOPUTM.

Y 5 3 36 nauienTis, sKki 3a3HanM BipycosoriuHoi HeBaaui, criocTepiranacs 3amiHa iHriGitopa
interpasu GI118R. 3 uMx m’ATH nNauieHTIB 4eTBEpO MajM MOAATKOBI 3aMiHM, acolilioBaHi 3
interpazoto: L74M, EI38E/K, E92E/Q ta T661. V 4oTuppox i3 5 mnauieHTiB, y AKHUX
crioctepiranacs 3amina G118R, Gynu denoruniuni gaui. [Tokasuux FC ans nonmyrerpasipy (3miHa
KpaTHOCTI MOPIBHAHO 3 BipyCOM «AMKOTrO» THITY) y LIMX YOTHPbOX MaLli€HTiB KONMBaBCs Bl 6 10 25.
€Bponeiicbke areHTCTBO 3 OLIHKH JlikapchbKUX 3ac00iB BiATEpMiHYyBaJIo 30008’ A3aHHS NPEACTABUTH
pesyibTati pociimkenb npenapary Tisikeit y BIJI-indikoBanux nitel BikoM Bifl 4 THXHIB 10
< 6 pokiB (iHdopmauio nMpo 3acTocyBaHHs npenaparty AiTAM AWB. y po3aini «Crnoci6 3acTocyBaHHs
Ta J03U»).
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BincyTtHi maHi wonxo 3acrocyBaHHs AiTAM KoMOiHauil JonyTerpasip Iuoc JaMiByAMH K CXEMH 3
JBOMa MpenapaTam.

Dapmakokinemuxa

®dapmakokinetnka (®K) pomyrerpaBipy ananoriyHa y 3popoBux Ta BlJI-iHdikoBanux oci6.
Bapia6enbHicte @K ponyrerpaBipy Husbka abo cepenHs. B mocnimkeHHsx ¢asu I y 310poBUX
no6pososbLiB KBb% mis AUC Tta Crax KosuBases Bix ~20 no 40 %, a Ct — Bix 30 no 65 % B ycix
nocnimkeHHsax. BapiaGenpicte @K nonyTterpasipy Gyna Bumoio y BlJI-iHdikoBaHMX mauieHTiB
TMOPIBHAHO 3i 310poBUMH A0OpoBObLUAMH. BapiaGensHicTs y nauienta (KBw%) € Ginbiu HU3BKOIO,
HiX BapiaGenbHICTh MiX MaLieHTaMHu.

BiopocTynHicTe onyTerpaBipy B Jlikapchbkux ¢opMax TabNeTok, Lo AUCNEpryroThCs, i TabneTok,
BKPUTHX IUTIBKOBOKO OGOJIOHKOIO, HE € igeHTHYHOI. BigHocHa GiomocTynmHiCTh AomyTerpaBipy B
nikapcbkiit popmi Tabnerok, 1o aucnepryroTbes, npubau3Ho B 1,6 pasa BULIA NOPIBHAHO 3 TAaKOKO
nonyterpaBipy B Jjikapcbkiii dopmi Tabnetok, BKpuTHX 060n0HKOIO. TakuM YMHOM, NpH J03i
noayterpaBipy 30 Mr, BBeeHil y BUMIsAi WecTH TabNeTOK, WO AMCNEPryloThbCs, MO 5 M,
KOHUEHTpalis npenaparty B nnasmi Oyae noaibHow 0 Ti€l, WO crnocTepiracTbesi NMpU BBEACHHI
no3u ponyterpaBipy 50 Mr y Buriszi tabnerku (Ta6aeTok), BKpUTOi(-uX) 060MOHKOI. AHAJIOTI4YHO
npu 103i gonyrerpasipy 25 Mr, BBeIeHii y BUMIIsAl n°STH TabNETOK, 1O AUCTIEPTyIOThCS, MO 5 MT,
KOHLEHTpallis mpenapaty B mjasmi Gyae 3icTaBHa 3 Ti€lo, IO CIOCTEPIiracThes MpH BBEAEHHI 103U
40 mMr y BUrai 4oTupbox TabaeToK, BKPUTHUX 060J0HKOIO, Mo 10 Mr.

Bemoxmyeanusa

JlonyTerpapip WBHAKO BCMOKTYETBCS MiC/isi MEPOPaIbHOIO 3aCTOCYBaHHS, cepeiHii MOoKasHUK Tmax
CTaHOBUTb |—3 roauHu nicas npuiomy tabneTku.

[Mpuitom ki 36inbIyBaB CTyMiHb i CMOBiJILHIOBAB IIBMAKICTH BCMOKTYBaHHS AOJIyTerpasipy.
BionoctynHicTe nonyTterpaBipy 3anexwuTb Bil CKJIagy MNpPOLYKTIB XapuyBaHHA: MPOAYKTH 3
HU3bKMM, CEpeaHiM i BMCOKMM BMicTOM xupiB 36inbiyBanu AUC.«) fonyrerpasipy Ha 33 %,
41 % Ta 66 %, 36inbyBanu Cmax Ha 46 %, 52 % Ta 67 %, nogoBxyBanu Tmax 10 3, 4 Ta 5 roAuH 3
2 rogMH B yMOBax MNpHWiOMY HaTile BianmoBigHo. Bka3aHe mniiBMILEHHS (apMaKOKiHETMYHUX
MOKa3HKUKIB MOXKe OyTH K/IiHIYHO 3HaYyILIMM, AKWIO Y MalieHTa iCHye MEeBHAa PE3UCTEHTHICThb J0O
npenapariB kjacy iHriGitopiB interpasu. Takum ynHOM, TiBikel pexoMeHILyeTbCS 3aCTOCOBYBATH
mig yac npuiiomy iKi nauieHTtam, iHgikoBaHum BLJI, 3 pe3ucTEHTHiCTIO 10 mpenapariB Kjiacy
inri6itopiB iHTerpasu (auB. posgin «Croci6 3actocyBaHHs Ta no3u»). Odiuilini mocmimkeHHs
BIUIMBY 1Ki Ha TaGNIETKH, WO AUCMEPryIOThes, He NpoBoanrck. OHaK, 3BaXkaloyy Ha HasBHi JaHi,
HE OYiKyeThes, WO BIUIMB DKi Ha JoJyTerpaBip B JlikapcbKili opmi TabneTok, 1o AMCIEPryroThCs,
Oyne OinblWIMM, HiIX Ha JOJyTerpaBip B JikapckKiii (opmi TabGneTok, BKpUTHUX MIIiBKOBOIO
000JI0HKOI0.

A6conioTHa 6i010CTYNHICTb A0ONyTErpaBipy He BU3Havaiacsl.

Pos3nodin

HonyTterpaBip Mae BUCOKY 3AaTHiCTb 10 3B’sa3yBaHHs (> 99 %) 3 Ginkamu nuasmu, wo OyJjo
BCTAHOBJICHO Ha OCHOBi JaHWX in vitro. Buaumuii 06’eM posmnofniny Ha OCHOBi momyJswiiiHOro
aHanisy (¢apmakokiHeTHku cTaHoBUTh 17-20 5 y nauieHTiB, iHdikoBanux BIJI. 3aranbhi
CMiBBIJHOLUIEHHsS KOHUEHTpaLiif paaioakTHBHOCTI, MOB’A3aHOI 3 MpernapaToM, B KPOBi Ta Mia3Mmi
KOJIMBAIOTLCA B Aiana3soHi Bia 0,441 no 0,535, wo BKkasye Ha MiHiMaJIbHUI 3B’ 30K palioakTUBHOCTI
3 KIITHHHUMH KOMMOHEHTaMu KpoBi. He3B’s3aHa uacTka aosyterpaBipy B nia3mi 36ilbLIyeThbes
NpH HU3BKOMY piBHI CHpoBaTKOBOro anbOyMmiHy (< 35 r/n), 1o MoxHa noGayuTH y MaLieHTIB 3
Me4iHKOBOK HEJOCTATHICTIO CEPeIHbOrO CTYMEHS TSXKKOCTI.

JonyTerpaBip BU3HAYa€TbCs y CNMHHOMO3KOBIH pimuHi (CMP). ¥V 13 nauieHTiB, siki paHiwe He
OTPUMYBAJIM JIIKyBaHHS i HA MOMEHT aHaJlisy 3HaXOAWJIKCs Ha CTaGiNbHOMY pPeXHUMi DOy TerpaBipy
B KoMOiHauil 3 aGakaBipom/namiByAMHOM, KOHUEHTpauis noayrerpaBipy B CMP B cepeanbomy
craHoBusia 18 Hr/ma (o € Ha piBHI KOHUEHTpaUii He3B’s3aHOI YaCTKM MpenapaTty B MiasMi Ta
BuLue, Hix IC50).

HonyTerpaBip BU3HAYAEThCS y CTATEBUX LIAXaX 40J0BiKiB Ta )iHOK. AUC y MHKOBO-MiXBOBUX

BUJIiJIEHHAX, TKAHWHI WKIMKK MaTKy Ta TKaHWHI mixBu cknagana 6—10 % Bin )_gjﬂﬁéﬁ‘cgwazﬂnxa y
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MJ1a3Mi, BU3HAUEHOro y piBHOBaxkHoMy ctaHi. AUC y cim’aHill pimuHi Ta TKaHMHI MPAMOI KMIIKK
CTaHOBM/JA BiAMoBiAHO 7 Ta 17 % aHanoriyHOro mnoKa3HMKa Yy I[UIa3Mi, BHU3HAYEHOro Yy
PiBHOBa)XHOMY CTaHi. '
Biompancopmayisn

Honyrerpasip nepeBaxxHo MetabosizyeTbesi B mpoueci rmokypoHisauii ¢pepmentom UGTIAL i
He3HauHol Mipolo — ¢epmentom CYP3A. [lonyTterpaBip UMPKYJIOE MNEPEBaXXKHO B IJa3Mi;
BUBEJICHHS HUPKaMU He3MiHEHO! Aitouoi peuoBUHM HNocuTh HU3bke (< 1 % mo3u). 53 % 3aranbHol
J03M Tpernapary, BBEJEHO! MepopalbHO, BUBOOMTHCS B HE3MiHEHOMY BUIJISAAI 3 (exanisaMu.
HeBinoMo, NOBHICTIO YK YaCTKOBO Lie MOB’A3aHO 3 HeaGcopGoBaHUM MpenapaToM abo eKCKpeLiero 3
JKOBYIO KOH'IOTaTy TIJIIOKYPOHifly, SIKMi MOXeE B MNOAANbLIOMY PpO3K/IAAaTUCS 3 YTBOPEHHIM
BHXiZHOT CMIOJYKH B MPOCBITI KMWeuHuKy. 32 % 3araibHOl 1031 Npenapaty, BBEAEHOT NEPOPabHO,
BUAINAETBCA 3 CEUEIO Y BUMIAAI MTtoKypoHiny aonyTterpasipy (18,9 % 3aranbHoi no3u), merabosity
N-peankinysanus (3,6 % 3aranbHol 103M) Ta MeTaGoOMITy, YTBOPEHOrO LIISXOM OKHCJEHHS Ha
6ensunoBomy Byraeui (3 % 3aranbHoi 103M).

Bzaemooin 3 nikapcoxumu 3acodamu

In vitro ponyterpaBip He mnokasaB npsMmoro abo cnabkoro npurhideHHs (IC50 > 50 mMxM)
depmentis nuroxpomy P450 (CYP)1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19,
CYP2D6 CYP3A, ypumunaudocoar-riokypoHosuntpanchepasu (UGT)1A1 a6o UGT2B7, abo
neperocHukiB Pgp, BCRP, BSEP, OATP1B1, OATP1B3, OCT1, MATE2-K, MRP2 a6o MRP4. In
vitro ponyterpagip He iHaykye pepmentd CYPIA2, CYP2B6 a6o CYP3A4. Ha ocHOBI MX JaHUX
He O4iKyeTbCs BIUIMBY JOJyTerpaBipy Ha (apMaKoKiHETHMKY JiKapcbkuX 3acobiB, IO €
cybcTpataMd OCHOBHMX (epMeHTiB abo mnepeHOCHHKiB (ouB. po3nin «Bsaemopmis 3 iHWUMHU
niKapcbKUMHU 3aco0aMu Ta iHIi BUAH B3aEMOi»).

In vitro nonyterpasip He 6yB cybctpatom OATP1BI1, OATPIB3 un OCT]1 moaunu.

Bueedenns

[lepion HamiBBMBEAEHHs! AONYyTErpaBipy CTaHOBUTh ~14 roaMH. BuauMmuii 3arajibHUil KJipeHC
npenapaty 3 runasmu kposi (CL/F) craHoBuTH npuGnu3Ho | j/roavHy y nauieHTiB, iHpiKOBaHUX
BIJI, o 6yn0 BCTAaHOBJEHO Ha OCHOBI NonyisLUiiHOro aHani3y hapMaKkOKiHETUKH.
Jinitinicmo/Heninitinicme

JliniitHicTb (hapMakoKiHETMKH AonyTerpaBipy 3anexuTbh Bil 103U Ta Jjikapcbkoi ¢opmu. Ilicns
nepopajibHOro 3acTOCYBaHHS TabJeToBaHOI Jikapcbkol GopMU 3aranom JonyTerpaBip JEMOHCTpPYE
HeniHiiHy (apMaKkoKiHETUKY 3 MEHIU HiX J030MponopuiiHuM 30iMbLISHHSIM BMiCTy mpenapary B
mnasMmi npu po3yBaHHi Bix 2 mo 100 Mmr; ogHak 3GiNnbLUEHHS KOHLEHTpauil AOJyTerpaBipy €
J030MpONOpLIiHIM MpPU 3acTOCyBaHHi 103 Bia 25 mr o 50 mr (ans tabnerok). [Ipu 3acTocyBaHHi
nosu 50 mr aBa pasu Ha [00y KOHLEHTpaLlis mpoTsaroM 24 roauH mpuGIU3HO MOABOIOBANACH
MOPIiBHAHO 3 TaKOIO MpH J03yBaHHi SO Mr ouH pa3 Ha 100y.

B3aemo3s ‘azok midic papmaroxinemuxoro ma GapmaxoOuHamixoro

B paHzomi3zoBaHOMY HAOCHIMKEHHI /i BU3HA4Y€HHs ONTHMMAlbHOI A03M MallieHTH, iH}ikoBaHi
BUI-1, orpumyBanu posyrerpaBip sk moHotepanito (ING111521). Byno noka3aHo WIBHAKY Ta
J0303aJIeXHY NPOTUBIPYCHY Aito i3 cepenHim 3meHwweHHsM PHK BIJI-1 2,5 logio Ha 11 neHb npu
3acrocyBaHHi 10o3u 50 mr. L{g nporuBipycHa peakuis miaTpumyBanacs npotirom 3—4 AHIB micis
3aCTOCYBaHHsl OCTaHHBOT JO3W B Ipyni, WO OTpuMyBasa 50 Mr npemnapary.

MopentoBanHs OK/DJ] 3 BUKOpUCTaHHSM 3BEACHMX JaHUX KJIIHIYHMX JOCHIIXEHb 3a Y4acTio
MaLi€eHTIB i3 PE3UCTEHTHICTIO 0 iHriGITOPIB iHTErpask Ja€ MiACTaBU MPUITYCTUTH, WO 30iIbILEHHS
J034 npenapaty B JiikapcbKiii popmi TabaeTok, BKpUTHX 0600HKOW0, 3 50 Mr aBidi Ha 10Oy 10
100 mr pmBiui Ha po0y Modxe 36inblMTH epeKTUBHICTb AOJMyTerpaBipy B MaUieHTIB i3
PE3UCTEHTHICTIO A0 iHriGiTopiB iHTerpasd Ta oOMeXeHMMH BapiaHTaMH JIiKyBaHHA uepe3
MYJIbTUPE3UCTEHTHICTb. [lepenbavanocs, mwo Ha 24-My THXXHI YacTka oci6 i3 BiAmoBigaro Ha
nikyBauHs (PHK BLJI-1 < 50 komiit/mn) 36inbmuTecs nputiusHo Ha 4—18 % B rpymi nmauieHTiB i3
myTtauiero Q148 + > 2 BropunHi mytauii G140A/C/S, E138A/K/T, L741. Xo4a ui 3MoienboBaHi
pesynbTatv He OyaM MiATBEpKEeHi B KIIHIYHUX AOCHTIINEHHSX, MOXJIMBICTh 3aCTOCYBaHHS TaKOl
BMCOKOI 031 MOX<Ha pO3rJjisiiaTi 3a HasBHOCTI MyTauii Q148 + >2 BTOpHHHi myTauii G140A/C/S,
3 \j: wpa 'fu\\{’\t\
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E138A/K/T, L741 y nauieHti, ski MaioTb OOMeXeHi BapiaHTH JiKyBaHHA y 3B A3KY. 3
MyJbTHpe3rcTeHTHicTIo. KitiHiuHi paHi wopo 6e3neku Ta eeKTMBHOCTI 3aCTOCYBaHHS Mpenapary B
nikapcbkiii gopmi TaGNeToK, BKPUTHX MIIiBKOBOK 000/10HKOIW, B no3i 100 Mr aBidui Ha n00y
BincyTHi. CyMicHe 3aCTOCYBaHHs 3 aTa3aHaBipOM MOMITHO 36i/bLUye KOHLEHTpALilo A0IyTerpaBipy

B Mja3Mi, TOMy HOro He CIifi 3aCTOCOBYBaTH B TaKiii BMCOKii 103i, ockinbku Ge3neka Takoi

KOHLIEHTpaUil JoJlyTerpaBipy He BCTAHOBJIEHA.
QOcobnugi nonynsayii

Limu

dapMakoKiHETHKY JOJyTerpaBipy, sIKWii 3aCTOCOBYBaM OAMH pa3 Ha 100y B NikapcbkuX (opmax
TabJIETOK, L0 AMCMIEPryIOThCSA, i TabNeTOK, BKPUTHX MJ1iBKOBOK 06osnoHKoio, BIJI-1-iHdikoBaHuM
HEMOBJIATAM, MiTAM i niajiTkaM BikoM Bigx >4 TxHiB g0 < 18 pokiB, OUiHIOBaNM y [BOX
pociimkeHHsx, aki we TtpusaioTe (P1093/ING112578 ta ODYSSEY/201296). 3moznenboBana
KOHLIEHTpALlis penapaty B MjasMi B piBHOBaXXHOMY CTaHi MpH MpuioMi OAMH pa3 Ha 100y B 103i,
10 3aJIEXUTH BiJl MacH Tisa, HaBeaeHa B Tabuuui 8.

Tabmuus 8

OrJisi 3MOZIeIbOBaHKMX NapaMeTpiB apMaKkOKiHETUKM Oy TerpaBipy Npy 3acToCyBaHHi 103H
npenapaTy OfMH pa3 Ha 106y y mited, indikosanux BIJI-1, 3 po3nomijiom 3a Macoro Tijia

réoMEeTpH4YHE

Tlikanchka Pason [TapameTtp apMaKOKiHETHKH
HianasoH Q)opma 2’; Ba Cepenne reomerpuune (90 % 1)
MacH Tina (kr) —_— Tef anlist® aﬁsa?m?‘) Chmax AUC0-24 ron C24 ron
YIerpanipy (Mkr/mJ) | (Mr*roa/mJi) (Hr/mJ)
. 4,02 49,4 1070
BUES Jiv T | 212,79 | @6 115) | (247;3830)
. : 5,90 67,4 1240
BLo g < 10 L 0| 323:10,9) | (30,4:151) | (257;4580)
- : 6,67 68,4 964
BhL6 0 =< 10 R 15 1 375:12,1) | (30,6:154) | (1584150
. 6,61 63,1 719
Bix 10 no< 14 T 2001 380, 11,5) | (28,9:136) | (102;3340)
7,07 69,5 824
. T 25 | 410,12,6) | (2,1:151) | (122;3780)
B 1 fa < 20 TBO 40 6,96 72,6 972
(3.83:12,5) | (33,7:156) | (150;4260)
7,37 72,0 831
. V) 30 | 424;12,9) | (33,3:156) | (137;3960)
BUES 0 45 TBO 50 7,43 78,6 1080
4.13:133) | (36,8:171) | (178;4690)
. 6,74 71,4 997
Big 25 fio < 30 ) O a7z | 632154 | (162;4250)
. 6.20 66,6 944
B0 flo = 35 IR0 0| 3asi 11,1y | (30,5;141) | (154 4020)
4,93 54,0 814
235 e 0| 266:9,08) | (24,4 118) | (142;3310)
IinboBe 3HAYEHHA: CepeaHe 46 (37-134) | 995 (697-2260)

TJl — TabneTku, WO JUCIEPryOThCA
TBO — Tabnetku, BKpUTi 060JI0HKOIO

% BiogoCTynHICTh 10Ty Terpasipy B jikapcekiii dopmi T npuGnusHo B 1,6 pasu BHILa, HiX Yy JTiKapchKii

¢dopmi TBO.
b Bik < 6 MicauiB
°Bik > 6 MicsLiB

far 181 aTen:
J’:..Cﬂ‘/\(c;l’.d 3 Martes

- agcT0AUIAHOTGC [ CCLS




3Mo/enbOBaHa KOHLIEHTpaLlis npenapaty B ruiasMi B piBHOBa)XHOMY CTaHi MpH ajbTepHATUBHiH
cxeMi mpuiOMy npenapary [ABa pa3u Ha o0y B [03i, IO 3aJeKHTh Bil MacH Tijla, HaBe[cHa B
tabauui 9. Ha BigMiHy Bia npuiiomy onuH pa3 Ha 106y, 3MOAE/NbOBaHI JaHi 1Jisl aJlbTEPHATUBHOTO
npuitomy ABivi Ha 106y He Oysiu MiATBEpAXKEH B KJIiHIUHMX JOCIiIKEHHSIX.

Tabnunga 9

Ornsn 3smonensoBanux @K napametpiB fonyterpaBipy npu anbTepHaTUBHIN cxeMi nmpuiiomy ABidi
Ha 106y y nmiteit, iHdikoBanux BlJI-1, 3 po3noaijoM 3a Macolo Tijia

¢ . Jlo3a B pasi Mapamerp ®K
:«Iz:?l:a:i?:; ﬂ';zg;';m "p"ﬁol,:,y Cepenne reomerpuune (90 % JT)
: ABivi Ha D00y C AUCo-12 Cn2
Kr a max ron roa
() i el e (mr) (Mkr/ma) | (Mr*rog/mua)| (ur/mi)
: b 4,28 31,6 1760
B G o < 10 T 2 (2,10;9,01) | (14,6; 71,4) | (509; 5330)
; . 6,19 43,6 2190
ERREs= 10 14 H (3,15;12,6) | (19,4;96,9) | (565; 6960)
. 4,40 30,0 1400
s M <34 T = (2,27, 8,68) | (13,5;66,0) | (351; 4480)
5,78 39,6 1890
T 5 (2,97; 11,4) | (17,6; 86,3) | (482; 6070)
Biﬂ 14 oo < 20 974y ’ A s ’
TBO 20 4,98 35,9 1840
(2,55:9,96) | (16,5;77,4) | (496; 5650)
5,01 34,7 1690
I TA 15 (2,61:9,99) | (15,8;76,5) | (455; 5360)
A —_— e 5,38 39,2 2040
(2,73: 10,8) | (18,1;85,4) | (567; 6250)
4,57 32,0 1580
T A 15 (2,37;9,05) | (14,6;69,1) | (414;4930)
TBO 25 4,93 35,9 1910
(2,50;9,85) | (16,4;77,4) | (530; 5760)
: 4,54 33,3 1770
i 30 np < 59 e %3 2,3159,10) | (15.3; 72,4) | (494; 5400)
3,59 26,8 1470
235 1B 22 (1,76:7,36) | (12,1;58,3) | (425; 4400)

T — Tabnetku, 1O AUCTIEPTyIOTHCA

TBO — tabnerku, BKpUTI 060JI0HKOHO
®BionocrynHictb nonyterpaipy y ¢opmi T npubnusHo B 1,6 pa3u Buia, Hix y ¢popmi TBO.

b Bik < 6 MicauiB
° Bik > 6 MmicauiB

Iayienmu nimuvo2o 6ixy

[Monynsauiiinuit aHani3 GpapMaKoKiHETHKH HONyTerpaBipy 3 BUKOPUCTAHHSIM JaHUX NPO JAOPOCIHX,
indikopanux BIJI-1, noka3aB BigCyTHiCT KJIiHIYHO 3HauyLWOro BIUIMBY BiKy MallieHTa Ha
KOHLIEHTpaLilo A0yTerpasipy.
@dapmakoKiHETHYHI JaHi AOJyTerpaBipy y nauieHTiB BikoM > 65 pokiB 0GMexXeHi.
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Hupkosa nedocmammuicme
HupkoBuif KjiipeHC HE3MiHEHO! aKTMBHOT PEYOBHHM — L€ JAPYrOpAAHMIA LIISAX BHUBEICHHS
nonyterpaBipy. ocnikeHHs (apMaKOKiHETUKH [0JyTerpaBipy MpOBOAMIOCS Yy MAalLli€HTiB 3
TSKKOK HUpKOBOIO HepoctatHicTio (CLer < 30 ma/xB) Ta 340poBUX AOGPOBONBLIB 3 TpynH
koHTpomio. KoHueHTpauisi nonmyterpasipy 3meHulyBajacsi npubnusHo Ha 40 % y mnauieHTiB 3
TSDKKOIO HUPKOBOIO HeAOoCTaTHiCTIO. MexaHisM uporo siBuila HeBigomuii. Kopekuis no3um He
BBaXKaeThCsl HEOOXiqHOO VIS MauieHTiB 3 HUPKOBOIO HepocTaTHicTio. TiBikelt He mocmimKyBaBes y
nauieHTiB, fKi nepebyBaloTh Ha Aiaisi.

Ileuinkosa HedocmamHuicmy

JonyTterpaBip nepeBax<cHO MeTabosi3yeTbesi | BUBOAMTLCS NeviHkoo. OfHy A03y AONyTerpasipy
50 mr 3acTocoByBajM 8 mauieHTaMm 3 MEYiHKOBOK HEAOCTATHICTIO CEPEAHbOrO CTYMEHS TSKKOCTI
(knac B 3a wkanoto Yaitnga — IT'10) Ta 8 3p0poBuM JOOPOBOJIBLSIM 3 IpyNH KOHTpOO. Xova
3arajibHa KOHLEHTpaLis AojiyTerpaBipy B miasmi Gyna aHaJOriYHOIO, y MALi€HTIB 3 MEYiHKOBOIO
HEJOCTAaTHICTIO CepeHBOr0 CTYMEHs TMKKOCTI CrocTepiraiocss 306iNblIeHHS KOHLEHTpawii
He3B’s13aHOro Aosyterpasipy B 1,5-2 pa3u mopiBHSIHO 3i 310pOBMMHU AOOPOBONBLSAMHU 3 IPYNH
KoHTposmo. Kopekuis [03M He BBaXKAETbCS HEOOXiAHOK JJIs MNaUieHTIB 3 MEYiHKOBOIO
HEJJOCTATHICTIO Jierkoro abo CepeJHbOro CTyMeHs TKKOCTi. Brume TsKol mediHKoBoi
HeJlocTaTHOCTI Ha (apmakokiHeTuky TiBikero He JochiKyBaBcs.

Honimophizm gpepmenmis, axi memabonizyrons npenapam

Jokasu Toro, 1o 3BU4aiHUi noniMopdism depmenTiB, siki MeTaboni3yl0Th mpenapar, CTBOPIOE
CYTTEBMM KJIHIYHMH BIUIMB Ha (apMaKOKIHETHKY AONMyTerpaBipy, BifcyTHi. B meraaHanisi 3
BUKOPUCTAaHHSM 3pa3KiB (apMakoreHoMmiku, 3i6paHuX B KIiHIYHMX JOCHIMXKEHHAX Y 3[0pPOBHX
noGpososnbLiB, ocobu 3 reHotunaMmu UGTIAI (n=7), ski 3abe3neuyoTs cinabkuii merabonizm
JONyTerpaBipy, Maju KiipeHc nonyrterpasipy, Ha 32 % Hikuui, i AUC, Ha 46 % BuLy, NOPiBHAHO
3 0co0amMu, fKi MalOTh FE€HOTHNH, IO ACOLIIOKTECS 3 HOPMaJbHUM MeTabo/i3MOM MpenapaTy
wsxoM UGTIAL (n=41). '

Cmame

[onynauiitnuii ananiz ®K 3 BUKopucTaHHAM 06’ €qHAHMX JaHUX (papMaKOKiHETHKM 3 JOCIiIKEHb
¢a3u IIb ta ¢aszu Il y nopocnux He BHUABHMB KJIiHIYHO 3HAUYLIOrO BIUIMBY CTATi Malli€HTa Ha
KOHLIEHTpaLilo OyTerpaBipy B Iina3Mi KpoBi.

Paca .
[Tonynsuiiinuii ananiz ®K 3 BukoprcTaHHAM 06’€HAaHUX JaHUX (papMaKOKiHETHUKH 3 AOCIHiKEHb
¢a3u IIb ta ¢asu Il y nopocnux He BUSABMB KJIIHIYHO 3HAYYLIOrO BIJIMBY pacd Malli€eHTa Ha
KOHLIEHTpaLilo Oy Terpasipy.

Oonouacne ingixysanns gipycom eenamumy B abo C

[onynsuiiiuuii aHani3 ¢apMakoKiHETHKM BKasye Ha Te, WO OAHOYacHEe iHQiKyBaHHs nallieHTa
Bipycom renatuty C He Mae KJiHIYHO 3HAYyIOro BIUIMBY Ha KOHLEHTpauilo gonyrterpasipy. daHi
Mpo NawuieHTiB 3 ONHOYACHUM iH(iKyBaHHAM Bipycom renaTuty B oGmexeHi.

Hani doxniniunux docniodcens beznexu

HonyrterpaBip He BUSIBUB MyTareHHUX ab0 KJIaCTOr€HHUX BJIACTUBOCTEH MpU BUNPOOYBaHHAX in
vitro Ha GaKTepisx Ta KyJbTMBOBAHMX KJITMHAX CCaBLIB Ta MPH MIKpPOSAEPHOMY TECTi y LLYypiB in
vivo. JlonyTerpaBip He BUSABMB KaHLEPOreHHUX BIACTHBOCTEH MpPU AOBrOTPUBAIMX AOCHiAKEHHAX
Ha MHULLAX Ta Llypax.

JlosyTerpaBip He BIJIMBAaE Ha penpopykTHBHY (yHkuiro camuie abo camMok u{ypiB B 103i A0
1000 mr/kr/no6y, HaiiBULliik n03i BUNpoOyBaHHs (B 24 pa3u BulLii, Hix no3a 50 Mr ABa pa3u Ha
100y, sKa 3aCTOCOBY€EThCS JIIOAMHI B KJIiHIYHIl npakTuLi, BU3HaYeHa Ha ocHOBI nokasHuka AUC).
YV mocnimKeHHSX pernpoayKTHBHOI TOKCHYHOCTI Ha TBapuHax GyJI0 BCTAaHOBJIEHO, 110 HOJyTerpasip
NPOHMKAE Yepe3 MJIALIEHTY.

[lepopaiibHe 3acTOoCyBaHHs Hosyterpasipy B 1o3i o 1000 mr/kr/mo6y 3 6 mo 17 neHp BaritHocTi y
BariTHUX CaMOK ILypiB He BHSBIISAIO TOKCUYHOrO BIUIMBY Ha OpraHi3M caMKH Ta IUIOZa i He YUMHMIIO
TepaToreHHoi il (no3a, B 27 pasiB BHIlA, HiX ao3a SO Mr ABa pa3u Ha 100y, sKa 3aCTOCOBYETHCA
MOAMHI B KJiHIYHIA npakTvui, Bu3HayeHa pa ocHoBi nokasHuka AUC). YV _pmocnmimkeHHi mpe-
& Y oy
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/NOCTHATABHOrO PO3BUTKY Y LIYpIiB CMOCTEpiranocs 3MEHIUEHHS MacH Tija MOTOMCTBA, IO
pO3BMBAOCA, MPOTArOM Mepiody naktauii NpU 3acTOCYBaHHI TOKCHYHOI Ui Martepi H03M
(mpubausno y 27 pasiB nepeBullye KOHLEHTpauilo npenapaty B JIOACBKiA miasMi npu
MaKCHUMaJIbHil peKOMeHIOBaHil 103i a5 TIOAUHM).

[TepopanbHe 3acTocyBaHHs nonyterpasipy B 103i 10 1000 mr/kr/no6y 3 8 no 18 neHs BariTHOCTI y
BAriTHUX CaMOK KpOJIiB HE BUSBJISIO TOKCHYHOTO BIUIMBY Ha MJTiJ Ta HE YMHMIIO TEPaTOreHHOI Ail
(mo3a, B 0,40 pasa Buwa, Hix noza 50 Mr gBa pasu Ha no0y, sika 3aCTOCOBYETHCS JIIOAWHI B
KJIiHIYHI# npakTHLli, BU3HaueHa Ha ocHOBi mokasHuka AUC). ¥V kposiB TOKCHMYHH BIUIMB Ha
OpraHiaM camMKu (3MEHIUEHHS CNOXMBaHHA DKi, Mana KilbKicTe/BiacyTHicTh (isionoriuamux
BHIOPOXKHEHB/iype3y, 3MeHLIeHHs Habopy Macu Tina) Biamiuascs npu nosi 1000 mr/xr (B
0,40 pasa BuIid, HiX no3a 50 mr aBa pa3su Ha n00y, sIka 3aCTOCOBYETBCS JIOAMHI B KJIiHIYHiH
npakTHLi, BU3HaYeHa Ha ocHOBi nokasHuka AUC).

Y pocnipKeHHi TOKCHYHOCTI Ha IOBEHIIbHUX Lypax BBEACHHs JOJyTerpaBipy MpH3Beso 4O JBOX
BUNAAKiB CMEPTi B mMepioA A0 BiaayuyeHHs Bix matepi mpu po3i 75 mr/kr/mo6y. Ilpotsarom
3aCTOCYBaHHsl NpenapaTy B Mepion A0 Billy4EeHHs Bil MaTepi cepenHiil mpupict Macu Tina B Lil
rpyni OyB 3HM)XKEHWM, NPUYOMY B caMHLb Le 3HIKEHHs 30epirajocs MpoTIroM YCbOro
JOCHiUKEHHs micns Bimmy4eHHs. CHCTeMHa eKCMO3WLis AoJyTerpaBipy MpH Wik 1031 (Ha OCHOBI
AUC) Gyna npubnusHo B 17-20 pasiB BUILOI, HiIX Yy JIOACEKOI MeaiaTpUyYHOI MOMyJALil mpu
3aCTOCYBaHHI peKOMEHIOBaHOI 103u. He Gyno BUSBIEHO HOBUX OpraHiB-MilleHE# y FOBEHiTBHHUX
TBapuH NOpiBHAHO 3 popocnumu. [lpu no3i NOAEL (mo3a, WO He CHOpUYMHSE MOMITHOrO
HebaxaHoro edekrty) 2 mr/kr/noby 3HaueHHs AUC y roBeHUIbHMX WIypiB Ha 13- meHs micns
HapoLKeHHs Oyau npuban3Ho B 3—6 pa3iB BULIMMH, HX Y MeAiaTpUYHUX MaLieHTiB 3 Macoo Tina
Bin 3 no < 10 kr (BikoM Bin 4 THXHIB 10 > 6 MicALiB).

BrjiMe TpUBaIOro WOAEHHOrO JiKyBaHHS BMCOKMMM J03aMH JOJIyTerpaBipy OLiHIOBaBCS B
AOCHiUKEHHAX TOKCUYHOCTI MpH MOBTOPHOMY BBEIEHHI MepopaibHUX A03 Iiypam (I0 26 THXHIB)
Ta MaBnam (mo 38 TuxHiB). Y wypiB Ta MaBm OCHOBHHWII BIJIMB JOJyTerpaBipy B Ho3axX, fKi
CTBOPIOIOTb CUCTEMHMIA BIUIMB i € BUILMMU npubnusHo B 21 Ta 0,82 pasa, Hix 03a, sAKa KIiHIYHO
3aCTOCOBYETHCS JIIOAMHI 1Ba pas3u Ha 100y Ta BU3HaueHa Ha ocHOBi noka3zHuka AUC, noB’s3yBaBcs
3 MOPYLIEHHSM TOJEPAHTHOCTI 3 GOKY LITYHKOBO-KMLIKOBOTO TpakTy abo HOro moapasHEHHSM.
Ockinbky MOpyLIEHHS TOJNEPAHTHOCTI 3 60Ky LTyHKOBO-KUIKoBoro Tpakty (ILIKT) nos’s3yeTbes 3
MICLIEBUM BBEIEHHSM [il0o40i PEYOBMHHM, TMOKA3HMKM B MI/Kr a6o Mr/M?> € BignmoBigHumu
nokasHuKamu Ge3neku npu Takiid TokcuuHocTi. [TopyuweHHs TonepantHocti 3 6oky LIKT y maBn
BMHHMKaJIO MpH J103i, sika B 15 pa3iB BulUa, HiX €KBiBaJEHTHA 1032 Y JIOAWHHU, BUpaXKeHa B MI/KT (3a
OCHOBY OepyTb JtoAMHY 3 Macolo Tina 50 kr), i B 5 pa3iB Bullla, HX eKBiBaJIEHTHA 03a Y JIOAUHH,
BUpaXeHa B MI/M%, 1/is TepaneBTHUHOT 1031 SO Mr Ba pasu Ha J06y.

Kainiuni xapakrepucrukn

Ilokazanua

TiBikeit mokasanuii B komGiHauil 3 iHWMMK AHTHPETPOBIPYCHUMH JiKApChbKMMK 3acobaMu IJis
NiKyBaHHS AOPOCHAMX, MiJIITKIB i AiTel Bikom Bia 4 THXKHIB 3 Macol Tijla HE MeHle 3 Kr,
iHpikoBaHUX BipycoM iMmyHoaediuuTy moanuu (BIT).

ITpomunokasannsn

[TinBuILEHA Yy TAMBICTD 0 AilOYOT peuoBHHH aGo 10 Oy Ab-sKOi JOMOMiXKHOT pEYOBHUHH.

OnHouacHe 3acTOCYBaHHs 3 JiKapcbkMMH 3acofaMu 3 BY3bKUM TEpPaneBTHYHUM BiKHOM, fKi €
cybcTpaTtamu nepeHoCHWMKa opraHidHuX kaTioHiB 2 (OCT2), Bkjtouaioud, 30KkpeMa, pamMrnpuanH
(Takox Bimomuit sk nandamnpuauH) (A4B. po3ain «B3aemopis 3 iHIKMU JikapchbkuMu 3aco6amu Ta
iHLII BUAM B3aEMOZIii»).

Bsaemooia 3 inmumu nikapcokumu 3acobamu ma inwi 6uou 63aemooii
BrauB iHWmMX npenapaTiB Ha hapMakOKiHETHKY JOJNyTerpaBipy

Y KPAIH AL O
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SIKIWIO iCHY€E pe3UCTEHTHICTh 0 MpenapaTtiB Kiacy iHribiTopiB iHTerpasu, HeoO6XiqHO HE JOMYCTUTH
BIUIMBY (haKTOpiB, SIKi 3MEHILYIOTh KOHLIEHTPALilO AOJyTErpaBipy.

JlonyTerpasip nepeBaKHO BMBOAMTBLCS WUISXoM MeTabonismy mix nielo ¢epmenty UGTIAL
Honyterpasip Takox € cyberpatom UGT1A3, UGT1A9, CYP3A4, Pgp ta BCRP (Ginok
PE3MCTEHTHOCTI paKy MOJIOYHOI 3a/l03M); TaKMM YWMHOM, JiKapchki 3acoOM, AKi iHAYKYrOTb Wi
depMeHTH, MOXYTb 3HH3UTH [UIa3MOBY KOHLIGHTpaLil0 [oJayTerpaBipy i 3MEHLIMTH KHOro
TepaneBTHYHUI edext (muB. TaGnumo 10). OgHoUacHe 3aCTOCYBAaHHS AONYTErpaBipy 3 iHIIMMU
NiKapcbKUMH  3aco0aMH, SAKi TMPUTHiuYylOTh Ui (EPMEHTH, MOXE MiJABUILMTA IUIa3MOBY
KOHLIEHTpauito foayrerpasipy (aus. Tabauuio 10).

BCMOKTYBaHHS [OJIyTErpaBipy 3MEHIIYETbCS MiA AI€I0 MEBHUX aHTAaUMJHUX Mpernaparis (IuB.
tabnuuio 10).

BruiuB jonyrerpaBipy Ha hapMakoKiHETHKY iHIIMX Npenaparis

In vivo nonyterpasip He BrnBae Ha minazonam — aerektop CYP3A4. Ha ocHoBI in vivo Ta in vitro
JIAHHX He OYIKYEThCS BIUIMBY AOJyTErpaBipy Ha (apMakOKiHETHKY JiKapcbKUX 3acoliB, fAKi €
cyberpatamu 6yab-1KOro OCHOBHOrO (epMeHTy abo mepeHocHuka, Takoro sik CYP3A4, CYP2C9
Ta P-gp.

In vitro nonyTerpaBip NpUrHiuye HUPKOBUIi GiNok — mepeHocHMK opraHiyHux KatioHiB 2 (OCT2) i
MyJIBTUIIEPEHOCHUK TpernapariB Ta MepeHOCHHUK TokcuHiB exctpysii 1 (MATE-1). In vivo y
NaLieHTIB CHOCTEpiranocs 3HWKEHHs KiipeHcy kpeatuHiny Ha 10-14 % (cexperopHa dpaxuis
3anexuTs Big nepeHocHuka OCT2 ta MATE-1). In vivo pomyterpaBip MOXE IIiJBUIIYBaTH
MJ1a3MOBi KOHLEHTpaLil JIikapchbKuX 3aco6iB, BUBedeHHS AkuX 3anexuTtsb Bin OCT2 a6o MATE-1
(Takux sk paMnpuauH (TakoxX BioMuii sk nandamnpuauH), MetdpopMin) (aus. Tabaumo 10).

In vitro ponmyterpaBip MpUTHiUye HUPKOBI MEPEHOCHHUKHM 3aXOIUIEHHs CyOCTpaTiB, MEPEHOCHHKH
opraniunux anioniB OATI1 ta OAT3. 3 orsny Ha HeaoCTaTHiM BIUIMB cyGcTpaTy TeHO(OBipy Ha
dapmaxokinetuky OAT in vivo, npurHivenus OAT] in vivo manoiimoBipHe. ITpurniuenns OAT3
HE J0CIimKyBanocs in vivo. JloyTerpasip Mode 30i/bIIyBaTH MIa3MOBi KOHLIEHTpALil IKapChbKUX
3ac00iB, BUBEAEHHS AKHUX 3aiexuThb Big OAT3.

BcraHoBneHi Ta MOMUIMBI B3aeMOAT 3 NMEBHUMKM AHTHUPETPOBIPYCHUMM Ta {HIUMMH JIIKAPCHKMMU
3acobamu nofaHo B Tabnuui 10, B sKil MiaBMILEHHS MO3HAYAETLCS CHMBOJIOM |, 3HM)KEHHSA — |,
BiCYTHiCTb 3MiH — <>, MJoOWlAa Nia KpUBOKWO «KOHUEHTpauis-yacy — AUC, maxcumaibHa
3apeecTpoBaHa KOHLEHTpawisi — Cmax, KOHLEHTpALlis B KiHUi nepioay no3yBaHHs — Cr.

Tabmung 10
B3aeMonil npenaparis
I'pynn B3aemonis, cepenne
; Py wEEP PexomeHgauii moa0 0AHOYACHOr0
JiKapcbKHX reoMeTpHYHe 3HAUEHHSI
. . o 32CTOCYBAHHS
3ac00iB 3minu (%)

IIporusipycui npenapatu nporu BLJI-1

Henyxneosuoni inzibimopu 360pomnoi mpanckpunmasu

Etpasipus (6e3 JlonyTerpasip ¥ EtpaBipun 6e3 GyctoBaHMX iHribGiTOpiB nporeasu
OycToBaHKX AUCY 71 % 3HUXKYE KOHUEHTpaLilo HoTyTerpaBipy B miasmi
iHribiTopis Crmax ¥ 52 % KpoBi. PexoMeHI0BaHy [03y AONYyTErpaBipy ciin
npoTeasu) Ctd 88 % npuiiMatd Ba pasd Ha 00y MpU OAHOYACHOMY

Etpasipun <> §ac_chyBa}HHi 3 eTpaBipyHOM 0€3 6}ICTOBaHHx
(cTUMyNALLS epMeHTiB |Hr1§1Top13 nporeasu. Jlo3y neiaTpuHIM
UGTI1Al ta CYP3A) | MAli€HTam, LIO PO3paxoBYETHCS Ha OCHOBI Bark,
cinig BBOAMTH IBiui Ha aeHw. JlonmyTterpaBip He
MOXKHa 3aCTOCOBYBaTH 3 eTpaBipuHOM 0e3
O/IHOYACHOrO MpPUHOMY aTa3aHaBipy/pHUTOHaBipY,
JapyHaBipy/puTOHaBipy abo
noniHaBipy/puToHaBipy nagieHTam 3
PE3MCTEHTHICTIO 10 MpernapaTiB kiacy iHribiTopis

iHTerpasu (AMB. HUKYE Yy TabaMLi)

e
¢ Jypalie
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Jloninasip/ Honyterpasip <> Hemae HeoOXigHOCTI B KOpeKLii 103H.
puTOHaBip + AUCT 11 %
eTpaBipuH Comax 17 %
C.1T28%
LPV &
RTV &
Hapynaip/ TonyTerpasip ¥ Hemae HeobXifHOCTI B KOpeKLiT 103H.
puTOHaBip + AUC 25 %
eTaBipuH Crnax ¥ 12 %
Ccl 36 %
DRV &
RTV &
Edasipenu Jonyrerpasip ¥ PekoMeHoBaHy 103y  OONyTerpasipy  CIHif
AUCY 57 % npuitMati JBa pasd Ha 000y MpHU OJHOYACHOMY
Criax ¥ 39 % 3aCTOCYBaHHi 3 edaBipeHLIOM. Josy
Ccd 75 % nefiaTpMYHUM MaLlieHTaM, Lo pO3paXOBy€EThCA Ha
Edasipenn <> OCHOBI Bary, Clill BBOIUTH ABi4i Ha JIEHD.
(icToprusi KoHTpOI) ﬂmuo € PE3MCTEHTHICTb Jo mMpenapatis Kiacy
(cTUMynsLis depMeHTiB iHriGiTopiB iHTerpasm, Heq6meq po3riisziaTh
UGTIAI Ta CYP3A) | MMTaHHA NpO anbTepHATUBHI KoMOGiHauil, ski He
BKJIFOYAIOTh edasipeH1| (ouB. posain
«Oco6IMBOCTI 3aCTOCYBAHHS»).
Hesipanin Jonyterpasip ¥ PekomMeHaOBaHy 103y  AOJyTerpasipy  ciin
(He mocnimicyBasc, npuiiMaTd Ba pasud Ha J00y MpH OJHOYACHOMY
O4iKYEThCSA aHAJIONYHE | 3aCTOCYBaHHI 3 HEBipamiHOM.
3MEHLIEHHS BIJuBY, ke | o3y neaiaTpUu4HUM nawjieHTam, 10
CTIOCTEPIracThes MpU | PO3PAXOBYETbCA Ha OCHOBI BarW, Clifl BBOIMTH
3acTOCYBaHHi IBiui Ha J€Hb.
edapipenily, y 38°a3ky 3 | SIKIIO € PE3UCTEHTHICTb 10 MpenapariB Kiacy
iHayKLi€0) iHriGiTopie iHTerpasu, HeoOXiZHO poO3MIAAATH
NUATaHHSA MPO aJbTepHATUBHI KoMOiHauil, sAKi He
BKJIIOYAKOTh HeBiparniH (ouB. po3ain
«Ocob6IMBOCTI 3aCTOCYBAHHS»).
Punnisipun HonyTterpasip <> Hemae HeobXinHOCTi B KOpeKLii 103H.
AUCT 12%
Conex T 13%
C.T22%
Punniipun <
Hyxneo3uoui inzibimopu 360pomnoi mpanckpunmasu
Tenodogip Honyrerpasip <> Hemae HeoGXiqHOCTI B KOpeKLii A03H.
AUCT1%
Crmax ¥ 3 %
C: V8%
TernodoBip <>
Ineibimopu npomeasu
Arta3aHaBip Jonyrerpagip T Hemae HeobGxiaHOCTi B KOpeKLiil 103H.

AUC T 91 %
Cmax T 50 %
C.T180 %

ATasaHaBip <>

Uepes HenocTaTHi AaHi HE CIiJ 3aCTOCOBYBATH
npenapar TiBike# y no3i, wo nepesuirye 30 mr

YaropKe

¥

|

{eHO 3 MaTepiar

IBivi Ha JAeHb, y KoMGiHauii 3 aTazaHaBipoM (IUB.
L [T,

19




(icropuuHi KOHTpOJI)
(npurHivueHHs GepMeHTiB
UGTI1A1 ta CYP3A)

po3ain «®apMakoKiHeTHKay ).

ArTazaHagip/
pUTOHaBIp

JonyTterpasip T
AUC T 62 %

Crmax T 34 %
C:.T121 %
ArTa3aHaBip <>
Putonagip <>
(mpurHiyeHHs GepMeHTIB
UGTI1A1 ta CYP3A)

Hemae HeoGxigHOCTI B KOpeKLil 103H.

Yepez HenocTaTHi AaHi HE CJifi 3aCTOCOBYBaTH
npenapat TiBike#t y nosi, wo nepesuye 30 mr
ABiui Ha JeHb, y koMOiHaLil 3 aTa3aHaBipoM (auB.
po3ain «DapMaKoKiHETHKaR).

Tunpanasip/ JlonyTerpasip ¥ PekomMeHgOBaHy 103y  AOJyTerpamipy  ciif
pHUTOHaBIp AUC Y 59 % npuitMaTH ABa pasu Ha 100y NMpPU OOHOYACHOMY
(TPV+RTV) Crmax ¥ 47 % 3aCTOCYBAHHi 3 TUMpaHaBipoM/ pUTOHABIpOM.

C.4d 76 % Hosy neaiaTpUYHUM nauieHTam, 1o

(ctumynsauis GpepmeHTiB
UGTI1AI ta CYP3A)

po3paxoBY€eTbCS Ha OCHOBi Baru, CJifi BBOAUTU
IBiui Ha IEHb.

SIKIO € pe3UCTeHTHICTh N0 NpenapatiB Kiacy
iHriGiTopiB iHTerpasu, HeoOXiAHO YHMKaTH L€l

komGiHauii  (muB.  po3min  «OcobauBocTi
3aCTOCYBaHH»).
®ocamnpeHasip/ Jlonyterpasipy Hemae HeoOximHocti B Kopekuii jgo3u 3a
pUTOHaBIp AUCHY 35 % Bi/ICYTHOCTI PE3UCTEHTHOCTI JI0 MpemnapartiB Kiacy
(FPV+RTV) Crnax ¥ 24 % iHribitopiB iHTerpasm.
Ctd 49 % SIKio € pe3rCTeHTHICT [0 npenapaTiB Kiacy
(crumynsuis depmentip | IHMiGITOPiB  iHTerpas, HeoOXinHO po3rnsnaTH
UGTIA1 ta CYP3A) | MHTaHHs Npo ajbTepHaTHBHI KoMGiHauii, sKi He
BKJIIOUAIOTh (hocaMnpeHaBip/pUTOHABIP.
HapyHasip/ Tlonyrerpasip ¥ Hemae neobXxianocTi B KopeKuii 103H.
pHUTOHaBIp AUCHY 22 %
Coax ¥ 11 %
Ca ¥ 38%
(ctumysnisuist pepMeHTiB
UGTI1A1 ta CYP3A)
Jloninasip/ Honyrerpasip <> Hemae HeoGXxifHOCTI B KOpeKLiT 703K.
PHTOHABIp AUC Y 4 %
Ciax <> 0 %
Cu 6%
Inwi npoTuBipycHi npenapartu
Haknaracsip HonyTerpasip <> JlaknatacBip CyTTEBO He 3MiHIOE KOHLEHTpawil
AUC T 33 % JoNyTerpaBipy B miasmi kpoei. J{omyrerpasip He
Cmax T 29 % 3MIHIOE KOHLEHTpalii gakjiaracBipy B Miasmi
CtT45% KpOBi. . ,
Jlaxnatacsip <> Hemae HeoOxigHOCTi B KOpeKLil 103M.
Inmi npenapatn
Bnoxamopu xaniceux xananie
@amnpuauH damnpuauH 1 OnHouacHe 3aCTOCYBaHHSI JOJIyTEerpaBipy Moke

(Takox BimoMHuii
AK
nanamnpuanH)

BUKJIMKATH  CYIOMHM  uepe3  IiJBULIEHHA
KOHLIeHTpauii  ¢damnpuauHy B muiasMi depes
npurHiyeHHs mnepeHocHuka OCT2. OpunovacHe

=

-
1)
{
3
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| nporunokasane.

IIpomucyoomui npenapamu

Kapbamaseniu Jlonyterpagip PexomeH/IOBaHY 103y  OOJyTerpaBipy  Ciif
AUC | 49 % npuiiMaty ABa pasu Ha N00y MpU OAHOYACHOMY
Cmax ¥ 33 % 3aCTOCYBaHHi 3 kapbamazeninom.  Jlo3y
Ctid 3% neaiaTpUYHMUM MauieHTaM, WO PO3PaxOBYEThCS Ha
OCHOBI Bar, cjiJ BBOAUTH JBiui Ha I€Hb.
[MawieHTaM 3 pE3UCTEHTHICTIO J0 iHribGiTopiB
iHTerpasy CJix 3a MOMUIMBOCTI MpPU3HAYMTH
npenapary, albTepHaTHBHI kapbaMa3sermiHy.
Oxkcxapbazernin Jlonyrerpasip ¥ PekoMeHmOoBaHy 03y  JOOJyTerpaBipy  crin
DeHiTOTH (He ﬂocniﬂx{ygasca, npuiiMaTi ABa pasd Ha 1106)' MpA OAHOYACHOMY
®enobapbiTan OYiKyeThCS 3HIKEHHs y | 3aCTOCYBaHHI 3  BKa3aHUMH  CTHMYJIATOpaMu
3B’3Ky 3i cTUMyJIsiieto | MeTabomismy. Jo3y meiaTpu4HHM MaLieHTaM,
(bepmeHTiB 110 pO3PaxOBYETHCSA HA OCHOBI Baru, CIii BBOAUTH
UGTI1A1 ta CYP3A, | ABiui Ha JIeHb.
ouikyeTbcs 3HMKkeHHs | [lalieHTaM 3 pesuCTeHTHicTIO [0  iHri6itopis
eKcno3uLil, mogibHe fo | iHTerpasu Ciig 3a MOMUIMBOCTI MPU3HAYUTH
TaKoro npu KoMOGiHauii, aNbTEpPHATUBHI BKa3aHUM
3aCTOCYBaHHi 3 CTUMYJATOpaM MeTaboniamy.
kapbamaseniHom)
A3zonbHi npomuzpubkosi npenapamu
Keroxonason Honyrerpasip <> Hemae HeobxinHocti B kopekuii no3u. Ha ocHOBi
®nykonaszon (He mocnimKyBaBcs) naHux npo iHwi iHriGiropy CYP3A4 cyrreBoro
ITpakonazon MiZABUILEHHS HE OYiKy€EThCH.
[Tocakonazon
BopukoHazosn
Pocnunni npenapamu
3Bipobiii Jlonyterpasip PekoMenioBaHy 03y  JOJyTerpaBipy  Clif

(He mocniKyBaBcs,
OYiKY€TbCSl 3HUIKEHHS Y
3B’SI3KY 3i CTUMYJISILIIEIO
¢depmentis UGT1AI Ta

CYP3A, ouikyerbcs

3HUIKEHHS €KCIO3MLIT,
nozaiGHe 10 TAKOro Npu
3aCTOCYBaHHI 3
KapbamaszerniHoM)

npuiiMaTtd ABa pa3u Ha 100y MpHU OJHOYACHOMY
3acTOCYBaHHi 3i 3Bipob0OEM.

o3y neAiaTpUuHUM nauieHTam, 10
pO3paxOBYEThCSA Ha OCHOBi Baru, CIifi BBOAMTH
JBiui Ha JIEHb.

NauieHtaM 3 pesucTeHTHiCTIO J0 iHriGiTopis
iHTerpasu CJiA 3a MOMUJIMBOCTI MPU3HAUMTH
koMOiHaLiT, aKi He BKJIOYaOTh 3BipoGii.

Anmayuou ma 6iodobasku
AHnTauuam, ski Honyterpagip 4 AHTauMaM, SKi  MICTATH  MarHii/amoMiHil,
MiCTATB AUC Y 74 % HeoOXiIHO mpuiiMaTH OKPeMO Bif HOJyTerpaBipy
MarHii/amomiHii Crax ¥ 72 % (oHaliMeHIe yepe3 2 roAMHM micis abo 3a 6

(xoMmmieKCHe
3B’3yBaHHS 3
NoJTiBaJISHTHUMH

FOJMH JI0 Horo npuiomy).

ioHamu)
Biopo6aBku 3 Jlonyrerpasip ¥ Tisikeli MoxxHa npuitMaTd  OJHOYACHO 3
KaJbLliEM AUC Y 39 % 6iogobaBkamMu abo mnosjiBiTaMiHaMH, 1O MICTATh
(mpuiiom Cogs & 37% KaJbLlii, 3a1i30 i MarHii, nig yac npuitomy xi.
HaTILECEPLIE) Cad 39% - npu npuiiomi TiBikelo HaTiecepue TaKi
(KOMILIEKCHE GionoGaBkn abo  momiBitaminu  HeoOXimHO

r
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3B’13YBaHHA 3
MoJ1iBaJIEHTHUMH

npuiiMaty IOHAWMeHIIe Yepe3 2 TOOWHH Mics
abo 3a 6 roguH 10 Horo npuiomy.

ioHaMH)
Biono6aBku 3 JonyTerpagip ¥ 3a3HaueHe 3HIKEHHS eKCIO3MLii JoiyTerpasipy
3aJizoM AUCH 54 % crnocTepirajgocs Tpd  MpuifoMi  monyrerpasipy
(npuiiom Crax 4 57% pazom 3 uuMu pob6aBkamu Hatwecepue. Ilicis
HaTLLecepLe) Ca {56 % npuitomy Txi 3MiHM B eKcro3uuil micis npuiiomy
(KoMIITeKcHe JoNyTerpaBipy pasom 3 JoGaBkaMu KajbLiio abo
3B’ s13yBAHHS 3 3amiza Oyma MomuQikoBaHi BIJIMBOM DKi, IO
ONIBANIEHTHUMMY MPU3BOAMIIO N0 EKCIo3uil, moAiGHoi 10 Tiel, wo
ioHaMu) crocTepiranacs Mpu 3aCTOCYBaHHi JOJyTerpasipy
TNonisiTaminu TlonyTerpasip ¥ HaTLIecepue.
(o micTaTh AUCY 33 %
KasbLii, 3a1i30 i Connn & 35 %
MarHiii Cul32%
(mpuiom (koMmmieKcHe
HaTIeceple) 3B’13yBaHHA 3
MnoJliBaJIGHTHUMHU
ioHamu)
Kopmurxocmepoiou
[Mpennizon HonyTterpagip <> Hemae Heo6xiaHocTi B kOpekLii 103H.
AUCT 11 %
Coax T 6%
CT17%
Ilpomuodiabemuyni npenapamu
MetdopmiH Mertdopmin T Cnin po3ryItHYTH KOpeKLito 1031 MeT(opMiHy Ha
[Tpu cymicHOMYy nmoyaTtky Ta TMpU  3aBEPIIEHHI  CyMiCHOro
3aCTOCYBaHHi 3aCTOCYBaHHs AOJyTerpaBipy 3 MeT(opMiHOM s
JONyTerpaBipy y MiATPUMAHHA TJiKeMiyHOro KoHTpomo. [l
no3ysaHHi 50 Mr ofiMH | MallieHTiB 3 MOMIpHMM CTyNEHEM HHMpPKOBOI
pa3 Ha 100y HEIOCTATHOCTI CINiJl PO3MJIAHYTH KOpPEKLilo J03H
NoKa3HUKM MeTdopMiny: | MeTdopMiHy mpu Horo cymMicHOMY 3aCTOCYBaHHi 3
AUC T 79 % JOJyTerpaBipoM, TOMY IO TpPH MiJBHILEHIH
Cmax T 66 % KOHLIeHTpauii MeThopMiHy icHye migBULIEHHMI
Ipu cymicHoMy PU3MK JaKTOAUMAO03y Y MALi€HTIB 3 MOMipHUM
3aCTOCYBaHHi CTYMEHEM HHMPKOBOI HEIOCTATHOCTI (HMB. PO3MiN
JONyTerpasipy y «OcobMMBOCTI 3aCTOCYBaHHAN).
no3yBaHHi 50 Mr 1Ba
pasu Ha 100y
MOKa3HUKU MET(HOpMiHy:
AUC T 145 %
Crnax T 111%
IIpomumybepxynvo3ui npenapamu
Pudamniuun JonyTterpasip ¥ PexomengoBaHy 103y  JoJiyTerpaBipy  cain
AUC Y 54 % npuiiMaTd JBa pa3u Ha J00y NMpH OJHOYACHOMY
Cmax ¥ 43 % 3acTOCYBaHHI 3 pudamniuMHOM 3a BiACYTHOCTI
Cd 2% PEe3UCTEHTHOCTI O MpenapatiB Kjiacy iHribitopis

(ctumynsuis GepmeHTiB
UGTI1A1 ta CYP3A)

inTerpasu. o3y nemiaTpuyHUM NaLlieHTaM, LIO
pO3paxoBY€ETbCS Ha OCHOBi Baru, CjiJ BBOAMTH
JBiui Ha OEHb.

SIK110 iCHY€E PE3NCTEHTHICTD AQTIPENA:

VaroAweHo 3 Ma renian
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iHri6iTopie iHTerpasu, HeOGXiXHO YHUKATH W€l
koMm6GiHauii (auB. po3ain «OcobnuBoCTi

3aCTOCYBaHHS»).
Pucdabyrun Honyrerpasip <> Hemae HeoOXiIHOCTI B KOpeKLii A03H.
AUCY 5%
Conax T 16 %
C: 30%

(cTumynsuis pepMeHTiB
UGT1A1 ta CYP3A)

Ilepopanvhi koHmpayenmueu

Etuninectpanion HonyTterpasip <> IonyrerpaBip He Mae (hapMaKOJMHAMi4HOro
(EE) Ta EE & BIUIMBY Ha JmoTeiHisytounii ropmon (JII),
Hopenrecrpomin AUC T 3% donikynoctumymotounit ropmon  (OCI') Ta
(NGMN) Crax 4 1% nporectepod. Hemae HeoGximHocTi B KOpekuil
NGMN & 1034 MNepopaibHUX KOHTpaLeNnTUBiB mpH iX
AUC L 2% OJIHOYAaCHOMY TMpHUiiOMi 3 10/TyTErpaBipoMm.
Conax ¥ 11 %
Anancemuxu
Meranon HonyTterpagip <> Hemae HeoOxiaHOCTI B KOpeKLUii 103M XKOAHOrO 3
MeranoH <> npenaparis.
AUCY 2%
Cmnax 0%
Cl 1%

JliTn

JlocsiakeHHs: B3aEMOZAIT MPOBOMIKMCS JIMLIE Y TOPOCITHX.

Ocobnueocmi 3acmocy8anHHa
Pe3ucTeHTHICT, J10 mpenapatiB kjacy iHriGiTopiB iHTerpasu, ska BMKJIMKae 0coGiuBe
3aHEMOKOEHHS

IMpuitmMaroun pilleHHs MpO 3aCTOCYBaHHs OJMyTErpaBipy y pasi pe3sMCTEHTHOCTi N0 MpemnapaTiB
Kknacy iHriGiTopi iHTerpasu, HeoOXiZHO BpaXyBaTH, WIO AKTHBHICTh JOJyTerpaBipy CyTTEBO
3MEHIIYeThCs TMpM iHGiKyBaHHI nauieHTa wWTaMaMW Bipycy, sKi MPUXOBYIOTb BTOPWHHI MyTauii
Q148+ > 2 Bin GI40A/C/S, E138A/K/T, L741 (muB. mnigpo3ain «dPapmMaKoauHaMiKay).
He3po3ymisio, Hackinbku posyTerpasip 3a6esneuye 10AaTKOBY e(peKTUBHICTb MPU HAABHOCTI TAKOi
PE3UCTEHTHOCTI 10 MpenapaTiB Kiacy iHriGiTopis iHterpasu (muB. posain «B3aemopis 3 iHWMMA
NiKapCbKUMM 3aco0aMu Ta iHLIi BUAK B3aEMOJii»).

Peakuil niiBUILEHOT Yy TIIMBOCTI

IIpu 3acTocyBaHHi JAOJyTerpasipy MOBIZOMJANOCS NpPO peakuii MiABULIEHOI YyTJIMBOCTI, SKi
XapaKTEpU3yIOThCS BUCHIIOM, CTPYKTYPHMMHM 3MiHamu, a iHOAI — AMCOYHKIUIEIO OpraHis,
BKJIIOYAIOYM TSOKKI peakuii 3 Goky meuinku. JomyTterpasip Ta iHIi mpemapaTy, sIKi BUKJIHKAIOTb
Mi03py OO0 MOMUIMBOCTI BUHWKHEHHs peakwiil MiABHMILEHO! 4yTIMBOCTI, HEOOXiAHO BiAMiHUTH
BiZipasy, KIIO BUHUKAIOTbH O3HAKW aG0 CHMMITOMM peakuiil MiABHILEHOT YyTIMBOCTI (BKIIOYAIOUH,
30KpeMa, CHJIbHMII BMCHIT a60 BHMCHII, IKUH CYNpPOBOKYETHCS MiJBHILEHHAM PiBHSA MEYiHKOBHX
depmeHTiB, rapsuky, 3arajibHe He3lyXaHHs, BTOMJIIOBaHiCTh, Oinb y M’s3ax abo cyrioGax,
YTBODEHHS MyXMpiB, YpaXK€HHs pPOTOBOi MOPOXHMHH, KOH'IOHKTUBIT, HaOpsaK oGmuyus,
eo3uHOdiNilo, aHrioHeBpoTMYHMH HaGpsk). HeoOXiZHO KOHTPOMOBATH KIiHiYHMK cTaTyc,
BKJIIOYAIOUM JOCIKEHHS piBHSA NMeYiHKOBUX amiHoTpaHchepas Ta Ginipy6iny. ITicas BUHHKHEHHS
peakuiil MiABMILEHO! UYTIMBOCTI 3aTpUMKa y BiAMiHi JiikyBaHHs HonmyTerpaBipoM a6o iHIIMMHU
NiFOUMMH PEUOBHUHAMH, SIKi MOXYTb CIIPUMHHUTH peaKwii miJBULIEHOT 4y TIMBOCTI, MOXKE PU3BECTH
[0 PO3BUTKY aJleprivHol peakLii, Lo 3arpoxKye JKUTTIO.

CJwaing R,
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CuHapoM iMyHHOT peakTUBaLii
VY BlI-iHdikoBaHUX Naui€eHTIB 3 THKKUM iMyHOAE(ILMTOM Ha MOMEHT Mo4yaTky KoMOGiHOBaHOT
anTuperpoBipycHol Tepanii (KAPT) Moxe BMHMKHYTH 3anajibHa peakuis Ha GescumnToMHi a6o
3aJIMILKOBI OMOPTYHiCTMYHi 30YAHMKM | BUKJIMKATH CEpHO3Hi KiHiuHi MposiBM abo MOripLICHHS
cumnToMiB. 3a3BMyaii Taki peakuil crmocTepiraaucs NPOTArOM MNEpLIMX AEKiNbKOX THXHIB abo
micsauie micns movatky KAPT. BianoBigHumu mnpukiagamMu € UMTOMErajioBipyCHHH PETHHIT,
reHepanizoBaHi Ta/abo dokanbHi MikoGakTepianbHi iHekuii Ta NHEBMOHis, CIpUYMHEHA
Prneumocystis jirovecii. Bynb-ski 3anajibHi CUMNTOMH MOTPiGHO OLIHMTH, i Y pasi HeoOXimHOCTI
noyaTH JiKyBaHHS. Tako)X mNoBiomisiocs Mpo ayToiMyHHi 3axBoproBaHHs (Taki sIk xBopoOa
['peiiBca Ta ayTOiMyHHUI renatur), siki BAHUKaJIM B MpoLeci BiAHOBIEHHs iMyHiTeTy. OnHak 4ac
BUHUKHEHHSI 3aXBOPIOBAHHS, MPO KU MOBigOMJIsIOCS, € Gisibll BapiaGebHUM, i i SBHULIA MOXYTh
BUHUMKHYTH uepe3 6arato MicsLiB Mmicis novyaTKky JikyBaHHS.

Y neskux nauieHTiB 3 OXHOYaCHUM iH(iKyBaHHSAM BipycoM rematuty B Ta/a6o C croctepiranocs
niaBULIEHHS 6ioXiMiYHMX NMOKa3HUKIB QYHKLIT NEYiHKK Ha MOYaTKy JIiKyBaHHS JAOJTYTErpaBipoM.
KoHTpons GioxiMiuHMX MOKa3HMKIB QYHKUIT MEUiHKM pEeKOMEHAYEThCS 3iHCHIOBATH Y MaLli€HTIB 3
ofHoyacHUM iH(ikyBaHHSM Bipycom rematuty B Ta/a6o C. Ocob6iuBa obepexHicTs HeoOXiaHa Ha
MoyaTKy Ta MiJA 4ac migTpuMaHHs edekTHBHOI Tepamnii renatuty B (3rigHo 3 HacTaHOBaMH ILOAO
niKyBaHHs), SKLIO Teparisi Ha OCHOBi JONyTerpaBipy pO3MOYMHAETHCS Y MaLi€HTIB, iHQiIKOBaHHUX
BipycoM renatuty B (auB. po3zin «[To6Giuni peakuii»).

OmnopryHicTUYHi iH}eKiT

[NauieHTiB HEoOXiAHO nomepeauTH TMpo Te, WO JoiyTerpaBip a6o Oyap-sikuil iHIIKH
aHTHpETpoBipycHUit npenapar He Jikye BlJI-iHdekuito, i npo Te, W0 y HUX MOXYTb BUHUKHYTH
onoptyHictiyHi iHdekuil Ta iHWi ycknagHeHHs BlJI-iHdexuii. OTxe, mNauUieHTH NOBHHHI
3aJIMLIATHCS TiA PETENbHUM KJIIHIYHUM CMOCTEPEXKEHHAM JIikapiB, SKi MalOTh HOCBiJ JiKyBaHHS
3aXBOpIOBaHb, acolliioBaHux 3 BlJI-iHdekuieto.

Bzaemozii npenaparis

Slkwo B nauieHTa iCHye pe3suCTEHTHICTh 0 mpenapaTiB kiacy iHriGiTopiB iHTerpasu, HeoOXigHO He
Jonmyctut Aii ¢akTopis, fAKi 3MeHLIylOTh BIUIMB JonyTterpasipy. JIo Takux (akTopiB HalexaTb
OJIHOYACHE 3acTOCYBaHHs JliKapchbKMX 3aco0iB, sIKi 3MEHLIYIOTh KOHLIEHTpALilo JONyTerpaBipy
(TakuxX SK aHTAUWAM, fAKi MicTATh Mardii/amominiii, Giogo6aBku 3 3ali30M Ta KaJbLiEM,
nonigitaMiHM Ta CTUMynATOpH, erpaBipuH (6e3 OycroBaHux iHribiropiB mporeasn),
TUNpaHaBip/puToHaBip, pudamniuuH, 3Bipobiii Ta meski mporveninenTUuyHi npenapatv) (AUB.
po3zin «B3aemonis 3 iHIWMMK iKapcbkiuMU 3aco0aMy Ta iHILi BUAM B3aEMOAiH»).

Tisikeit MoxxHa npuiiMaTi oaHoYacHo 3 GiogobaBkaMu aGo noniBiTaMiHaMH, O MiCTATH KaJbLil,
3ai30 i MarHiii, nig yac npuiiomy ixi. [1pu npuiiomi TiBikeio HaTwecepue Taki 6ionobaBku abo
nojiBiTaMiHM HEOOXiAHO MpuiMaTH LWOHaMeHLIe Yepe3 2 roauHu micis abo 3a 6 roauH Jo0 HOro
npuiiomy (auB. po3ain «Bzaemonis 3 iHwKMMHU JlikapcbKUMU 3aco6aMK Ta iHLLI BUAW B3aEMOAiI»).
HonyTterpaBip niaBuiLye KOHUEHTpauitlo MeTdopMiHy. [ MiATPUMKM TJIiIKEMiYHOrO KOHTPOJIIO
Moxe OyTu moTpiGHa Kopekuis n034 MeT(OpMiHy Ha Mouyatky Ta MpH 3aBEpIUEHHi CyMiCHOro
nikyBaHHs JosyTerpaBipoM Ta meTdopMiHom (auB. po3ain «B3aemopis 3 iHIWIMMM JiKapCbKUMHU
3acobaMM Ta iHWI BWUAM B3aeMOAii»). MeTdopMiH BUBOAMTBCA HUPKAMHM, i TOMY Ba)JIMBO
KOHTpOJIOBAaTH (YHKLiIO HUPOK NP CyMiCHOMY 3acTOCyBaHHi 3 gonmyTerpasipom. Kombinauis uux
npenapariB MOXK€ MiJBUILMTHA PU3UK JIAKTOALMJ03Y Y MaLi€HTIB 3 MOMIpHUM CTYNEHEM HUPKOBOIL
HepoctaTHOCTI (cranis 3a, wiipeHc kpeatuHiHy [CrCl] 45-59 Mn/xB), TOMy peKOMEHAYEThCS
ocob6auBa yBara. Jlikapro ciiify po3rjisiHyTH MOAUTMBICTb 3HHXKEHHS 103U MeT(hopMiHy.

OcteoHekpos

Xoua erionorisi OCTEOHEKpo3y i BBaXkaeThesi GaraTtogakTOpHOI (BKJIFOYAIOUM 3aCTOCYBaHHS
KopTUKOcTepoiniB, 6GidocdoHaTiB, BKMBaHHS AJNKOrOJIO, TKKY IMYHOCYNpeciio, MiJBHLIEHUH
iHIeKCc Macu Tina), Mpo BUMAAKK LOTO 3aXBOPIOBAHHS MOBIZOMISANOCS Y MALi€HTIB 3 Mi3HBOIO
cragiero BlJI-indekuii Ta/abo npu tpusaniomy BrimuBi KAPT. IlauienTiB ciif monepeauTH Impo
HeoOXiHICTh KOHCYJbTAUil 3 JikapeMm, SKLIO Y HUX BHHHUIUIM JioMoTa Ta Oinp y cyriobax,
CKOBaHiCTh y cyriobax abo yTpyIaHEHHs pyXiB.
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Maca Tina Ta MeTaGosiuHi NOKa3HUKK

ITig yac aHTMpPETPOBIPYCHOI Tepanii MOXJIMBE 361/IbLIEHHS MacK Tijla Ta MiJBUILEHHS PiBHA JiMiiB
Ta MIIOKO3U KpoBi. Taki 3MiHM 4acTKOBO MOXYTb OyTH MOB’53aHi 3 KOHTPOJIEM HA/l 3aXBOPIOBAHHIM
Ta 3MiHOIO cnocoby xutTs. Lllomo niaBWILEHHS piBHA JinigiB, TO B AEAKMX BHMaiKax €
JeMOHCTpaLis eeKTy JiKyBaHHs, TOAI SK HEMAE BAroMuX AOKa3iB 3B’A3Ky 361IbLIEHHS MacH Tija 3
nikyBaHHSIM. MOHITOpUHT piBHA NinmigiB Ta raoOKo3d KpoBi  ciif poOUTH 3 JOTPUMAHHAM
pekomenpauiii womo sikyBanus BIJI. Posnagu nimigHoro o6MiHy cnif nikyBaTv BiAMOBiAHO JO
KJIIHIYHUX BUMOT.

JlaMiByIMH Ta foayTerpasip

V 1BOX BENMKMX paHAOMi3oBaHuX ciinux gochimkeHHsx GEMINI | ta GEMINI 2 (muB. po3nin
«®DapmMaKoJIoriuHi BJAaCTUBOCTI») BHBYaacs ABOKOMIOHEHTHA CXema MpUHOMY AONYTErpaBipy y
no3i 50 Mr oauH pa3 Ha noby Ta samiByguHy y mosi 300 mr oauH pa3 Ha noOy. Taka cxema
npu3HaueHa e s jikyBanHs ingexuii BIJI-1 3a BigcyTHOCTI BitoMOi pe3MCTEHTHOCTI 10 Ki1acy
iHribiTopiB iHTErpa3u uu 10 NamiByquHy abo nigo3pu Ha Hel.

HonoMixHi pe4oBUHH

TiBike#t mMicTuTe MeHwe | MMonb HaTpito (23 Mr) Ha TabGnerky, TOGTO MPaKTUYHO HE MICTUTH
HaTpilo.

3acmocysanna y nepiod eazimnocmi abo 200y8aHHs 2py00I0
BaritHicTb

TiBikei MOXXHa 3aCTOCOBYBAaTH Yy Mepioj| BariTHOCTI, SAKILO L€ KIiHiYHO NOTPiGHO.

Benukuii 06’eM maHuxX mpo BariTHUX JiHok (Oinbwe 1000 pesynbTaTiB BIUIMBY) BKa3ye Ha
BiICyTHICTb BaJl pO3BHUTKY, PETOTOKCHYHOCTI Ta HEOHATAILHOI TOKCMYHOCTI.

JlBa BeNWKi MOHITOPMHrOBi AOCHimKeHHs pesyabraTiB nosorie (Ginewe 14 000 pesynbraTiB
BaritHocTi) y Borceani (Tsepamo) Ta Ecearini, a Takox iHbopMmauis 3 IHIIMX JKEpen He
AEMOHCTPYIOTb MiABULIEHUH pU3KK AedeKTiB HepBOBOT TPYOKHM Micis MpUifoMy HOyTerpasipy.
Yacrota BUHUKHEHHS AeekTiB HepBOBOT TpYOKHM B 3arajibHiil CyKyMHOCTi HACENEHHs KOJMBAETLCS
Bix 0,5—1 Bunaaky Ha 1000 Hapomkenux (0,05-0,1 %).

Haui pociimkenHs Tsepamo He HEMOHCTPYIOTb CYTTEBOI pi3HMLI y TMOLIMpPEHOCTi AedeKTiB
HepBoBoi Tpy6ku (0,11 %) y HEMOBJAT, 4ui MaTepi MpUiiManu HONyTerpaBip Ha MOMEHT 3a4aTTs
(6inbe 9400 pesynbTaTiB BIUIMBY), MOPIBHAHO 3 KiHKaMH, SKi OTPHUMYBaJId aHTUPETPOBIpYCHi
cxemu, o He Mmictate gonyrerpasip (0,11 %), abo nopiBHsHO 3 xinkamu 6e3 BIJI (0,07 %).

Hani nocnimxenHs B EcBaTiHi JEMOHCTPYIOTh TaKky X MOIIMpPEHICTh AedexTiB HepBOBOi TpyOKH
(0,08 %) y HemoBnAT, 4kl Martepi mpuitManuM HonyTterpaBip Ha MomeHT 3auyarts (6inbwe 4800
pe3yJbTaTiB BIUIUBY), SIK i Y HEMOBJIAT, HapokeHux y matepis 6e3 BIJI (0,08 %).

JaHi, npoaHaii3oBaHi 3 peecTpy BHMMAAKIB MPUHOMY aHTHPETPOBipYCHUX JIiKapChbKUX 3aco0iB IMif
yac BariTHOcTi (Antiretroviral Pregnancy Registry) mwozo 6ineie 1000 BaritHocTeH, ki npuiiManm
JONyTerpasip y ImeplIoMy TpUMECTpi, HE [EMOHCTPYIOTh MiJBUILEHUIH PpHU3UK CEPHO3HHX
BPOMXKEHUX Bal MOPiBHIHO 3 BUXiIHOIO YacToTor0 abo x#iHkamu 3 BIJL

Y nocnidKeHHSIX penpoayKTUBHOI TOKCHYHOCTI JONyTerpaBipy Ha TBapuHaX He Oyjio BHSBJIECHO
HECTPUATIMBOrO BIUJIMBY Ha PO3BUTOK MJIOAa, Y TOMY 4YKC/i AedeKTiB HepBOBOT TPYOKH.
JlonyTerpaBip npoHuKae uepe3 miaueHTy y xiHok. Y BlJI-iHdikoBaHMX BariTHMX >KiHOK cepefHs
KOHLIGHTpaLllis A0JyTerpaBipy B nynoBuHi npuGausHo B 1,3 pasa mnepeBMILye KOHLEHTpaLilo B
nnasmi nepudgepruuHoT KpoBi.

[HdopMmauii mpo BB AoyTerpaBipy Ha HOBOHapOIXEHUX HELOCTATHBO.

[ConyBaHHs rpy o

JonyTterpaBip €KCKpETYETbCS y TpyAHE MOJIOKO KIiHKM Y HEBEIMKMX KinbkocTax (6yJio
MPOJEMOHCTPOBAHO, L0 CEpPeHE CIiBBIAHOLWIEHHS JOJIyTErpaBipy B rpyJHOMY MOJIOLI Ta B IJa3Mi
KpoBi MaTepi craHoBuTb 0,033).

Indopmauii o0 BUIMBY nosyTerpaBipy Ha HOBOHapOMXKEHUX/HEMOBIISAT HEAOCTATHELO.
BlJI-ingixoBaHMM >XiHKaM 3a MOJHUX OOCTABUH HE PEKOMEHIYETHCS FOMyBaTH IPyANI0 HEMOBIIAT,
o6 yHUKHYTH niepesadi BIJL.
PenponyktuBHa dyHKLisg

& maKcosTasil
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JlaHi mpo BIUVIMB AOJMyTerpaBipy Ha pEnpoAYKTHBHY (YHKUirO 4YOJOBiKiB i JKiHOK BiACYTHI.
JocnimkeHHs Ha TBapMHaX HE MOKA3ylOTh BIUIMBY JOJyTerpaBipy Ha penpoayKTHBHY (yHKil0
caMmuiB i caMoK (OuB. po3ain «JlaHi JOKMiHIYHKUX DOCHiIKEHb 6e3MeKny).

30amuicme ennueamu Ha weudkicmv peakyii Npu KepyeawHi A6MOMPAHCNOPMOM abO [HULUMU
Mexanismamu

ITanienTiB HeoOXigHO MpoiHdOpMyBaTH NPO BUMAAKKA BUHUKHEHHS 3allaMOpPOUYEHHS MpHU JliKyBaHHi
nonyterpasipoM. [ToTpiGHO mam’sTati npo KJiHiYHMI cTaTyc nauieHTa Ta npodinp HebaXaHUX
peakuiii, KoM NpUAMAETbCS pilUeHHS MPO 3AATHICTb MallieHTa KepyBaTH aBTOTpaHCIOPTOM abo
MpaLIoBaTH 3 IHIWUMMH MEXaHi3Mamu.

Cnoci6 3acmocysanns ma 0o3u
Tisikelt noBUHEH Npu3HavaTH fikap, kUit Mae nocsin aikyBanHs BIJI-indexuit.

Hozu

Hopocni

Iayienmu, ingixoeani BIJ/I-1, 6e3 OoxymenmanvHo niomeepodiceHoi abo KMiHIYHO niO03PIO6AHOT
pesucmenmHocmi 00 npenapamis kaacy ineibimopie inmezpasu

PexomennoBana nosa gonyrterpaBipy ctaHoBUTh 30 Mr (wicTh TabneTok, WO AUCHEPryIOTHCS, 1O
5 Mr) s nepopajbHOro 3aCTOCYBaHHS OMH pa3 Ha Jo0y. '
JonyterpaBip MOXHa 3aCTOCOBYBAaTH JjBa pa3u Ha J00Y MPH OJHOYACHOMY 3aCTOCYBaHHI 3 AEAKUMHU
npenapatamu (TakAMH K edasipeHl, HeBipamiH, THNMpaHaBip/puToHaBip abo pudaMmiuuH) (AUB.
po3ain «B3aemonist 3 iHIIMMU NikapcbkuMK 3acobamMu Ta iHLI BUAM B3aEMOZIN»).

Ilayienmu, ingixosani BIJ/I-1, 3 pesucmenmuicmio 00 npenapamie xnacy inzibimopie inmezpasu
(OoxymenmanvHo mameep()ofceyo;o abo KniHiYHO NiO03PI08AH0I0)

PexomennoBana 03a mosyTerpaBipy craHoBUTh 30 Mr (wicTh TabaETOK, WO AMCMIEPTYIOTHCS 1o
5 Mr) aBa pa3u Ha 100y.

3a HasBHOCTi 3a/JOKyMEHTOBAHOI Pe3UCTEHTHOCTI, sika Biovae Q148 + > 2 BTopuHHI MyTawii Bif
G140A/C/S, E138A/K/T, L741, MmoaentoBaHHs CBiAYMThL MPO T€, IO AJIS MALi€HTIB 3 OOMEXEHUMH
MOMUTMBOCTSAMM JIiKyBaHHs (MEHLUE 2 aKTMBHMX areHTIiB) MOXHA PO3MJISHYTH 30iNBIUEHHS 03U
3aBJSKHM MiABULLEHIA MYJIbTUPE3UCTEHTHOCTI (AUB. po3ain «DapMaKoKiHETHKaY ).

[Ipy npuitHATTI pilleHHs Npo 3acTOCyBaHHS JOJNyTerpaBipy TakUM mMalieHTaM HeoOXifHO
BpPaXOBYBATH PE3UCTEHTHICTb 10 iHriGiTopis iHTerpasu (auB. miapo3nin «@apmMaxoauHamikan).
Hionimku, oimu i Hemoensama eikom 6i0 4 mudicHie 3 Macoio mina He meHue 3 K2

Iayienmu, ingixoeani BIJI-1, 6e3 pezucmenmuocmi 0o npenapamie kaacy ineibimopie inmezpasu
PexomeHnoBaHa 103a 1oy TerpaBipy 3aje)XHuThb BiJl MacH Tijla Ta Biky nauieHTa (aus. Tabauuo 11
Ta po3ain «PapMaKOKiHETHKAY).

Tabnuus 11
PexomenoBaHi 1031 JonyTerpaipy B jlikapcbkiii popmi TabneTok, 1o AUCHepryoThes,
JUTS JiTei

Maca Tiaa (xr) Jlo3a
Bin3 no <6 5 Mr oauH pa3 Ha 100y
Big 6 no < 10

Bik < 6 MicsauiB | 10 Mr oauH pa3 Ha noby

Bik > 6 MicsauiB | 15 Mr onuH pa3 Ha go6y
Bia 10 no < 14 20 Mr oMH pa3 Ha no0y
Bia 14 no <20 25 Mr ofiMH pa3 Ha 100y
> 20 30 mr oaMH pa3 Ha 100y

3a GaxkaHHSIM 103y MOXKHA PO3AIIMTH MOPiBHY Ha 2 MPUHOMMU: BpaHLli Ta BBeuepi (IUB. TabIHLIO 12
i po3ain «@apMakoKiHETHKa).
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Tabauusg 12
AnbTepHaTHUBHI peKOMEHIOBaHi 103U NOJIyTerpaBipy B Jikapchkiii ¢popmi Tabnerok, wo
JUCTIEPryIOThes, 11s AiTel
Maca Tija (kr) Ho3za
Bin3 10<6
Bix 6 no <10

Bik < 6 MicauiB |5 Mr aBa pasu Ha go0y
Bik > 6 Micaui | 10 mr aBa pa3u Ha o6y

Big 10 no < 14 10 mMr gBa pa3u Ha o0y
Bia 14 no <20 15 mr nBa pa3u Ha 100y
>20 15 Mr aBa pa3u Ha 106y

Ilayienmu, inghixosani BlJI-1, 3 pezucmenmuicmio 0o npenapamie knacy in2ioimopie inmeapasu
HenocraTHeo faHuX, o6 pekoMeHayBaTH J03y AOJyTerpaBipy sl MiuliTKiB, AiTell Ta HEMOBNIAT
i3 pe3UCTEHTHICTIO 10 iHribiTOpiB iHTErpasy.

Tabnemxu, 6xkpumi nniekoBoio 06010HKOI0

Tisikeit B nikapcekiit opmi TabneTok, 10 AMCMEPrylOThCs, MPU3HAYAIOTh MallieHTaM BiKOM Bif
4 TXKHIB 3 MacoIO Tijla He MeHlue 3 Kr a6o nawieHTaM, ki He MOXYTh npuiMaTH TabaeTKH, BKPUTI
ntiBkoBoto o6ononHkoro. TiBikeii B nikapcbkiit Gopmi TabneTok, BKPUTHX IITIBKOBOIO 060OHKOIO,
NpU3HAYaIOTh MNallieHTaM BiKOM BiJ 6 pokiB 3 Macoro Tina He MmeHue 14 kr. [lauieHTH MOXYTb
3MiHUTH NpUHOM Ta6GNETOK, WO AUCTIEPryIOThCS, Ha 3aCTOCYBaHHs TabJIETOK, BKPUTHX OOONOHKOIO,
i HaBmaku. OpHak OiofocTymHiCTh monyTerpaBipy B JikapcbkuX ¢opmax TabaeToK, IO
JMCTIEPTYIOThCSl, i TabNeTOK, BKPUTHX IMJIIBKOBOI OGOJIOHKOIO, BifPi3HSAETBCS, TOMY L JliKapchKi
¢dopmu He € B3aeMO3aMiHHUMH B MepepaxyHKy Ha Minirpamu (auB. po3fin «PapMaKoOKiHETHKAY).
Hanpuxnan, nis 1opociux peKoMeHA0BaHa 103a TabJIeToK, 1O AUCTIEPryOThCs, CTaHOBUTD 30 Mr,
a Tabnerok, BKpUTHUX oOoJoHKOW, — S0 wmr. IlamieHTH, sKi 3MiHIOOTH TabNEeTKH, LLIO
JUCHEpryloThesl, Ha TabNeTky, BKPWUTI TUJIIBKOBOKO OOOJIOHKOI, TMOBHMHHI JOTPUMYBATUCA
pexoMeHaLii Loa0 A03yBaHHS, SIKi CTOCYIOTHCS KOHKPETHOI JlikapchbKol (hopmH.

IIponywena ooza

Skwo nauieHT nponyckae nmpuiioM npenapaty TiBikeil, BiH MOBMHEH MPUHHATH 03y fAKOMOra
WBKALIE 32 YMOBH, IO HACTYMHY J03Y He MOTPiGHO MpUiMaTH MPOTIrOM HACTYMHHUX 4 TOAMH.
Slxwo HacTynHy A03y HeoOXiAHO MpUHMaTH MPOTArOM HACTYMHUX 4 rOAMH, MALli€EHT HE MOBHHEH
NpUiiMaTi NponyLueHy A03Y, a Ma€ MOBEPHYTUCS 10 3BUYAIHOrO peXKUMy J103yBaHHS.

Ilayienmu nimuvoeo 6iky

IcHye ofMexeHa KilbKicTh JaHMX LIOAO 3aCTOCYBaHHS AOJNyTerpaBipy mMauieHTaM BikoM Bif
65 pokiB. Jloka3u TOro, 1O MauieHTaM JIITHOro Biky HeoOXifHa iHIIa no3a, HiX Oinbll MONOAUM
JOpOC/IMM NalieHTaM, BiACyTHi (AuB. migpo3ain «PapMakoKiHETHKa»).

Hupkosa nedocmammicme

Hemae HeoGximHocTi y kopekuil no3u Ajsi MauieHTiB 3 HUPKOBOKO HENOCTAaTHICTIO JIETKOrO,
cepennboro abo tsxukoro crynens (Cler (knipeHe kpeatuHiny) < 30 mii/xB, He nepebyBarOTh Ha
mianisi). JIns nauieHTiB Ha Aianisi maHi BigcyTHi, Xoua BiAMiHHOCTeH y (apMaKokiHeTHui s wLiel
nomyAuii He ovikyeTbes (AUB. MiApo3ain «DapMaKoKiHETHKaY).

Ileuinkosa nedocmammuicnmo

Hemae HeoOxigHoCTi y Kopekuil fO3W Ais MauieHTiB 3 Ne4iHKOBOIO HENOCTATHICTIO Jierkoro abo
cepegHboro crynens (kac A a6o B 3a wkanow Yaitnaa — [T°10). JlaHi npo nauieHTiB 3 ne4iHKOBOIO
HEJIOCTAaTHICTIO TSKKOro cTymeHs BincyTHi (kinac C 3a wkanowo Yaitnma — IT°10), ToMy TakuMm
nauieHTaM  JoJiyTerpaBip HeOOXiAHO 3acTOCOBYBaTH 3 OOEpEeXHICTIO (OMB. MiApO3JiN
«®DapMaKOKiHETHKa» ).

Crnoci6 3acTocyBaHHs

[TepopanbHe 3acTOCYBaHHS .
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OIHOYACHO 3 MpuHOMOM iKi, o6 36iNbWKTH Horo BB (0cOGAMBO Yy MaLi€HTIB 3 MyTaUisMH
Q148) (auB. migpo3ain «PapmakokiHeTHKay). TabneTku, WO AUCTIEPryOThCs, MOXKHA PO3UMHATH B
NUTHI} Boai a60 KOBTATH LIJMMH, 3alMBalOYM BOLOIO.

HeobxinHa KinbKiCTh BOAM 3ajexaTMMe BiJ KinbKoCTi npu3HaueHux Tabnerok. Tabnerky
(TabneTkn) mepen NPOKOBTYBAHHAM CJiJ MOBHICTIO pO3uMHUTH. OnHak TaGiaeTKu HE MOXKHA
pO3XKOBYBaTH, po3namyBaTu abo moapiGHioBaTu. o3y npenapary HEOOXiAHO MPUIHATH MPOTArOM
30 XBUJIMH THCNs MPUroTyBaHHs, SIKIO MUHYJIO Ginbwl sk 30 XBHJIMH, PO3YMH CIifl BUWIUTH Ta
TMPUrOTYBaTH HOBY H03Y.

SIKIIO MamieHT KOBTAE TabNETKH LiJMMH, HE MOXKHA KOBTATH OiNiblue ofHiel Tabnerky 3a pa3, 100
3MEHIUUTH PU3UK BOABUTHCS.

Himu

Besneka Ta eeKTUBHICTD 3aCTOCYBaHHs HOJyTerpaipy A AiTeil Bikom 10 4 THXKHIB a60 3 Macolo
Tila MeHwe 3 Kr JoTenep He BCTaHOBJeHi. HemocTaTHpO naHuX, WOO pEKOMEHAYBaTH 03y
JONyTerpasipy Ui migliTKiB, AiTell Ta HEMOBJAT i3 PE3UCTEHTHICTIO A0 iHriGiTOpiB iHTErpasm.
Jani, nocTynHi Ha CbOroAHi, HaBeleHO B po3sainax «IloGiuni peakuii», «®PapMakoguHaMika» i
«®@apmakoKiHETHKay, aje TX HeJoCTaTHBO, 00 HaaaTH peKoOMeHauii 1oJ0 A03YBaHH:.

ITepeoosysannsn

Ha croronni nocBij nepenosyBaHHs A0JyTerpaBipy 0OMeKeHHH.

Ha ocHoBi o6MexeHoro AocBify 3acTocyBaHHS OJHOKPAaTHUX BHCOKMX 103 (o 250 Mr 310poBHMM
noOpoBoNBLIsIM) He GYJIO BUSIBJIEHO iHIIMX creuudidHuX cumnToMmiB abo O3HaK, KpiM THX, fKi
BKasaHi sk moOiyHi peakuii. [Toganeie JiKyBaHHS Mae HaJaBaTHCS BiAMOBIAHO N0 KJIiHIYHHX
nokazaHb abo 10 peKOMeHZalilf HalioOHaJIbHOrO TOKCHKOJOTiYHOTO LEHTpPY, AKILO LE MOXIHMBO.
Creundiune mikyBaHHs NpH Tepemo3yBaHHi HoJyTerpaBipy BiACyTHe. Y pasi nepeno3yBaHHS
NMalieHT MOBUHEH OTPUMYBATH CHUMITOMATHYHE JIIKYBaHHS 3 BiAMOBIZHUM KOHTpOJEM, SKILO LE
HeoOXifHo. OCKiJibKM [OJyTerpaBip 3HA4HOK Mipol0 3B’A3y€ThCsl 3 OilkaMH MJia3MHM  KpOBI,
MaIoOWMOBipHO, 1110 BiH Oy CYyTTEBO BUAANATUCS NPU reMofialisi.

Iobiuni peakuyii

Ornaa npodinto Ge3neku

Haii6inb1u TsokKoro HebaxxaHOIO peakilieto, sika crocTepiranacs B OKpeMUX MauieHTiB, Oyna peakuis
MiZABMIUEHOT YYTJMBOCTi, LIO BKJIOYajsa BMCHN Ta THKKMA BIUIMB Ha NEYiHKY (AMB. pO3Ain
«OcobnuBocTi 3acTocyBaHHs»). HebGakaHMMM peakuiamu, siKi HaiyacTilmle BMHMKaJM Mif 4ac
nikyBaHHs, 6ynu Hynota (13 %), niapes (18 %) Ta ronoBHuii 6inb (13 %).

[Tepenik HeGaxkaHUX peakLiid

HeGaxcani peaxuii, fiKi BBa)KaJuCs MOMJIMBO [OB’S3aHMMH i3 3aCTOCYBaHHSM JAOJNyTerpasipy,
3a3HaueHi 3a CUCTEeMaMM OpraHisaMy Ta aOCOJIIOTHOI 4YacTOTOK fiX BHMHHUKHEHHs. YacTora
BMHUKHEHHS BU3HAYa€ThCs TAKUM YMHOM: Ayxe vacto (> 1/10), yacto (> 1/100 — < 1/10), HedacTo
(> 1/1000 — < 1/100), piaxo (> 1/10000 — < 1/1000), myxce pinko (< 1/10000).

Tabnuus 13
CucremMHu opraHizmy YacToTa IloGiuni peakuii
3 6oky imyHHOI cucTemu Heuacto | ITixBuiueHa yyTIMBICTb, CHHIPOM iMyHHOT
peaktuBauii (quB. «OcobauBOCTI
3acTOCYBaHHsA»)**
Ilcuxivni nopywenHs Yacto Be3coHHs1, maToJioriuHi CHU, Ienpecis, TpUuBora
Heuwacto | [laniuni aTaku, cyiuumaneHi fyMku*, cpobu
camory6crBa*
Pinxo Camory6erBo*
3 Goxy HepBOBOI CHCTEMH Hyxe yacto | [onoBHwuii Ginb
Yacto 3anamopoUeHHs
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3 Ooky mwiyHKoBO-kHIKOBOro | Jlyxe vacto | Hynora, niapes

TPaKTy Yacro BntoBaHH#, MeTeopu3M, 6ifib y BepXHili yacTuHi
)KUBOTA, GiJIb y )KUBOTI, BiAUyTTS AuckoMpopTy
B XXMBOTI

3 6oky renarobisiapHof Yacto [TinBuiueHHs piBHiIB anaHiHaMiHOTpaHchepa3u

CHCTEMH (AJIT) Ta/abo  acnapratamiHoTpaHchepasu
(ACT)

Heuacro | I'enmatut
Pigxo [ocTpa nmeviHKoBa HEJOCTATHICTD, MiABULIECHHS

piBHs GinipyGiny***

3 6oky wKipyu Ta migWKipHUX Yacro Bucun, cepbix

TKAHHH

3 Goky cKeeTHO-M’SI30BOr0 Heuacto | Aptpanris

anaparTy Ta CroJy4Hol Mianris

TKAHHHH

3araabHi po3iagu Ta Yacto BromtoBaHicTb

NopyueHHs B Miclli BBeIEHHS

Biaxunenns nokasHukiB Yacro [TinBuiieHHs piBHs kpeaTuHpochokiHazu

JabopaTopHuX aHaji3iB a6o (K®DK), 36inbleHHs MacH Tija

iHIKuX o6cTeKeHb Bil HOpMH

* OcobnuBoO y nmauieHTiB i3 Aenpecieto a6o NCUXiYHUM 3aXBOPIOBAHHSAM B aHAMHE3I.
#4 JTuB. Hokue B niaposaini «eski nebGaxani peakuiiy.
*¥* YV noenHaHHi 3 NiABULIEHHAM piBHIB TpaHCcaMiHa3.

Lesxi HeGaXkaHi peakilii

3minu noxasnuxie nabopamopnux Gioximiunux ananizia

[ligBuLUEHHS1 piBHA CHPOBAaTKOBOTrO KpEaTHHIHY BMHMKAJIO MiJ yYac MEpLIOrOo THXKHS JIiKyBaHHA
nonyTterpaBipom Ta 36epiranocst npotirom 48 TikHiB. Uepes 48 TWKHIB JiKyBaHHS BiaMiuanocs
CepelHE BiAXMJICHHS BiJl BUXiAHOrO MOKa3HHKa, 0 CTAHOBUJIO 9,96 MKkMosb/i. TTinBUILeHHS PiBHS
KpeaTuHiHy Oy/io MOAiGHMM MpW pi3HMX (OHOBUX peXMUMaX. 3MiHM HE BBaXKAIOTHCA KIiHIYHO
3HAYYLMMH, OCKiJIbKM BOHHU He BinoOpa)caroTh 3MiHH LIBHAKOCTI K1y6ouKoBOT (inbTpaui.
OonouacHe ingixyeanns eipycom cenamumy B abo C

B mocnimkenHs ¢asu Il nauieHTiB 3 ogHoyacHMM iHGiKyBaHHSM BipycoM rematuty B ta/a6o C
BKJIIOYAIM 3@ YMOBH, LIO BUXigHI OGioXimiuHi mokasHMkM (yHKUil NMEYiHKM HE MNEepeBULLYIOTH
BepxHi0 Mexxy HopMmu (ULN) Ginbwe Hix y S pasiB. 3araioM npodine Ge3neku y NalieHTiB,
ofHOoYacHO iH¢ikoBaHMX BipycoM renatuty B Ta/a6o C, 6yB aHajoriyHuM mpodinto 6e3nexu y
nauieHTiB 63 ogHOYacHOro iH¢ikyBaHHs BipycoM rematuty B aGo C, xoua martosioriqyHo 3MiHeHi
nokasHuku ACT Tta AJIT Gynu BUIMMHM B MiArpyni 3 OAHOYacHUM iHGQiKyBaHHSAM BipycoM
renatuty B Ta/a6o C ans Bcix rpyn nikyBaHHs. [TigBuieHHs GioXiMiuHMX MOKa3HUKIB (yHKLUIl
MeYiHKy, 1O BiAMOBiAaNo CHMHAPOMY iMYyHHO! peaKTHBallil, COCTEPIrayiocs y AesKUX Mali€HTIiB 3
OZIHOYacHUM iH(iKyBaHHIM BipycoM rematuty B Ta/a6o C Ha moyaTky JIikyBaHHs JOJyTerpaBipoMm,
0cobnuBO y THX, Y koro Oyno BigMiHeHo JikyBaHHs rematuty B (muB. posgmin «Oco6nuBocTi
3aCTOCYBaHHS»).

CuHopom imyHHOI peakyii

V BUI-indikoBaHMX mnauieHTIB 3 THKKUM iMyHoxediuuToM Ha modaTky KOMOGIHOBaHOI
anTuperpoBipycHoi Tepanii (KAPT) mMoxe BMHMKHYTH 3amajibHa peakiis Ha 6e3cHMnTOMHi a6o
3QJIMLIKOBI ONMOPTYHiCTHYHI iHpekuil. Takodx noBigoMsIOCs Npo ayTOiMyHHi 3aXBOPIOBaHHS (TaKi
sk xBopoOa I'peiiBca Ta ayToiMyHHMI remnatuT); OHaK 4ac BUHUKHEHHS 3aXBOPIOBAaHHS, PO SAKUH
noBizomssuiocs, € Ginblu BapiaGenbHUM, i Ui sBULIA MOXYTh BUHHUKHYTH 4epe3 GaraTto MicsuiB
mics noyatky JiikyBaHHs (AuB. po3ain « OcoGaMBOCTI 3aCTOCYBaHHY).

Memaboniuni noxaznuxu
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Ta IJIOKO3M KpoBi (AMB. po3ain «OcobaMBOCTI 3aCTOCYBaHHAN).

Hitu

3 oy Ha HasBHI JaHi motounux gociimkens P1093 (ING112578) ta ODYSSEY (201296) 3a
yuacTio 172 HeMoBiaT, aitedl i mimniTkie (Bikom Bia 4 TwkHiB mo <18 pokiB 3 Macolo Tina
moHaliMeHIe 3 Kr), fKi OTPUMYBalM pPEKOMEHIOBAaHi [J03M mpenapaty B TabneTkax, IO
JUCIEPryIOThCs, a60 B TabJeTKax, BKPUTHX TJIiBKOBOK 0GOJOHKOI, OJUH pa3 Ha 100y, He Oyio
3apPeECTpOBAHO JOAATKOBMX THMIB MOGIYHUX peakuii, OKpiM THX, IO CHOCTEPIraJucs y NOpOCIHX
MaLieHTIB.

[MoBinomeHHs Mpo migo3proBaHi nobivyHi peakuii

[TosigomiieHHs mpo no6iuni peakuii micis peectpauil Jikapcbkoro 3acofy Mae BaXUIMBE 3HAYECHHS,
Lle aae 3MOry MPOBOJMTH MOHITOPMHI CIiBBiAHOLIEHHS KOPUCTH/PU3MK MPH 3aCTOCYBAHHI L(OrO
nikapcekoro 3aco6y. Mean4HNUM Ta (papMaLleBTHUHUM MPaLiBHAKAM, a TaKOX malieHTam abo 1XHim
3aKOHHMM MPEACTABHUKAM CJIiJl MOBiJOMJIATH MPO yci BUMAAKW MiJO3PIOBAHMX MOGIYHMX peaKLik
Ta BiACyTHOCTI e(heKTHBHOCTI JlikapchKOro 3aco0y yepe3 ABTOMaTH30BaHy iH(opmaliiiHy cucremy
3 hapmMakoHaryAAy 3a nocunanHsaM: https://aisf.dec.gov.ua.

Tepmin npuoammuocmi. 3 poku.

YmoBH 36epiranus

36epiratn npu Temneparypi He Buine 30 °C. 3GepiraTi B opuriHaibHIN yakoBLi AN 3aXHCTY Bill
Bosoru. 36epiraty (IaKOH IWiNbHO 3akpuTMM. He Bupanstu BonoromornuHay. 30epiratd y
HEIOCTYMHOMY JUIsl AiTel Micui.

Ynakoska. [To 60 TaGieToK, WO AMCNEPryIOTLCS, Y Henpo3opoMy GinoMy ¢akoHi 3 nmosieTuneHy
BUCOKOT WIIJIGHOCTI, 3aKpUTOMY MOJIIMPOMiJIEHOBOI KPHILEYKOIO, IO MA€ 3aXMCT BiJl BIAKPUTTA
NiTbMH, i3 MOJIETHUIEHOBOIO 3aXMCHOIO IMIiBKO. DJIakOH MICTUTh KOHTEHHEp 3 CHJliKareyiem sK
BonoronorivHauem. 1o 1 ¢rakoHy B KapTOHHIH KOpoOUi pa3oM i3 HO3yIOUMM IIMPULEM i MipHUM
KOBIMAYKOM.

KaTreropis Bianycky. 3a peuentom.
Bupo6uuk. I'nakco Bemkom C.A., Icnanis/Glaxo Wellcome S.A., Spain.

MicuesnaxomKkenHsi BApOGHHKA Ta i Oro aapeca Micusi NpoBa’)KeHHs! AislJILHOCTI

I'nakco Beuikom C.A., Aenina ne Excrpemanypa 3, IMon. Ina. Annenpenyepo, 09400 Apanna ne
Hyepo, Byproc, Icnanis.

Glaxo Wellcome S.A., Avenida de Extremadura 3, Pol. Ind. Allendeduero, 09400 Aranda de Duero,
Burgos, Spain.

IIpeacraBHMK 3asiBHHKA
TOB «I'nakcoCmitKnsitn @apmacetoTikanc YkpaiHay.

Micue3HaxoaKeHHs NPeJACTABHHKA 3aiBHHKA
02152, m. Kuis, mpocnexr [Tasna Tuuunu, Gy, 1-B, ten: (044) 585-51-85, dakc: (044) 585-51-92.

Takox Npo yci BUMagK¥ MifO3PIOBAHMX TMOGIYHMX peakuid Ta BiACYTHOCTi eQeKTHBHOCTI
nikapebkoro 3aco6y MoxkHa nosigomnsty TOB «nakcoCmiTKsitn @apmaceroTikane Ykpaina» 3a
uinono6osum Tesnedonom (044) 585-51-85 a6o Ha email 0ax70065@gsk.com.

JlaTa ocTAHHBLOTO MeperJsiay —
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