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1 Tabnerka mictuth 50 Mr momyTerpaBipy y hopmi goiyTerpaBipy HaTpiro;

oonomidxcni pevosunu: manit (E 421), nemono3a MikpokpucTaiiuna, moBigon K29/32, natpiro
cTeapuidymapar, HaTPir0 KPOXMAaJIbIIIIKOJISAT,

obostonka tabnetku: Opadry® II sxoBTHit 85F92461.

Jlikapcbka ¢gopma. TabiieTku, BKPUTI TUTIBKOBOKO 000JIOHKOIO.
OchosHi @izuko-ximiuni eracmueocmi:. KOBT1, KPYIJi, ABOOIYKJIl TaOJIETKH 3 MapKyBaHHAM «SV
572» 3 onHiel ctoporu Ta «S50» — 3 IHIIOT CTOPOHH.

dapmakorepaneBTHYHa rpyna. [IpoTtuBipycHi 3acobu i CHCTEMHOTO 3aCTOCYBaHHSI.
[TpotuBipycHi 3acobu npsimoi aii. [Hi npotuBipycHi 3acodu. lomyrerpasip. Kon ATX JOSA X12.

Dapmakonoziuni earacmugocmi.

Dapmakoounamika.

Mexanizm Oii.

Honyrerpasip npurHiuye BlJI-iHTerpasy, 38’ 43yt0unch 3 aKTUBHUM IIEHTPOM (PEpMEHTY IHTErpasH 1
OJIOKYIOUYM eTamn iHTerpauii peTpoBipycHOi Ae3okcupubonykieinoBoi kucnotu (JIHK), skuit €
OCHOBHUM JIJTsl IIUKJTY perutikaiii Bipycy imynoaedinury iroauan (BLI).

Ilpomusipycna 0ia 6 komOinayii 3 iHWUUMU NPOMUBIPY CHUMU NPENapamamu.

He Bigmidanocst »OAHOTO aHTaroHiCTUYHOTO edekTy IN VItro mpu 3acTocyBaHHI I0JyTErpaBipy 3
IHIIMMHU ~ JOCHI/DKYBAaHMMHU ~ aHTHPETPOBIPYCHUMH  IpenapaTaMy: CTaBYJMHOM, abakaBipow,
e(aBIpeHIIOM, HEBIpamiHOM, JIOMIHABIPOM, aMIIpeHaBipoM, €HQYBIPTUIOM, MapaBipOKOM Ta
panTerpasipoM. Jlo TOro , HE BiAMIYaAJIOCS JKOJHUX aHTAarOHICTUYHUX €(PEKTiB AJIs AOITyTerpaBipy
Ta afedoBipy, a pubaBipyH HE CIIPaBIISIB BUAUMOIO BIUIMBY Ha 10 JOJIyTErpaBipy.

Bnnue cuposamxu nioounu

VY 100 % cuposariti onuHu Oyina B cepeHboMy 75-kpatHa 3MmiHa |IC (iHri0yro4oi KOHIeHTpallii), B
pesyabrari uyoro I1C90, ckopuroBaHa 3 ypaxyBaHHSIM 3B’A3yBaHHS 3 OUIKamMM, CTaHOBMJIA
0,064 MKr/™miI.

Pezucmenmuicmeo.

Pesucmenmuicmo in Vitro.

Jns DOCHiIKeHHST PO3BHTKY PE3UCTEHTHOCTI IN VIitro 3actocoByBammcsi cepiiiHi macaxi. [lpu
BUKOpHCTaHHI jJaboparopHoro mtamy BII III mig wac macaxy mporsrom 112 gHiB myramii
3’SBJISUIACS TTOBUIBHO, 13 3aMiHaMu B MosokeHHsAX S153Y rta F, mo npusBoamio 10 MakCHMabHOL
3MIHU YYTIMBOCTI, sika JopiBHIOE 4 (miamazon 2—4). L{i myraiii He BigMIYalKCs y TAIi€HTIB, K1
OTPUMYBAJIM JOJYTETpaBip MiJl Yac KIIHIYHUX AOCHipkeHb. Y mramy NL432 Oynu BinmideHi
mytauii E92Q (FC 3) ta G193E (a takox FC 3). Myrauisa E92Q Oyna y maii€eHTiB 3 nonepeaHbo
ICHYIOYOIO PE3UCTEHTHICTIO JI0 PAJTErpaBipy, siki MOTIM OTPUMYBAJIU J0JIyTerpaBip (KBasi(hikoBaHO
SIK BTOPUHHY MYTAIIO JJIs TIOJTyTEerpaBipy).




B nmonanpmmx excnepuMeHTax i3 3allydeHHsSM KyJbTyp migruny B myranis R263K Bigmivanacs y
BCIX T'STH KynbTypax (depe3 20 TwxkHIB 1 mizHime). B migruni kymetyp C (n=2) ta A/G (n=2)
3amiHa iHTerpasu R263K Oyna BinmMmiueHa B oxHid KynbTypi, a G118R — B aBox kynbrypax. IIpo
myTarito R263K moBimoMisiocs y I1BOX MAIli€HTIB, SKi OTPUMYBAIM aHTUPETPOBIPYCHY TEparito i
He orpuMyBaiy iHri0iTopH iHTerpasu (INI) 3 miarunamu B Ta C, ane 0e3 BILIMBY Ha YyTJIHMBICTh J10
noayrerpasipy in vitro. Myramis G118R 3HmKyBajia YyTJAHBICTH [0 JOJyTE€rpaBipy B CaiT-
Hanpasienux mytanrax (FC 10), ane He BUsBIATIAcS y NMAIIEHTIB, SIKI OTPUMYBAJIM JOJTYTETPpaBip B
nporpami ¢azu II1.

[TepBunni MyTarii s panrerpasipy/ensiterpaBipy (Q148H/R/K, N155H, Y143R/H/C, E92Q Ta
T661) He BruMBauM Ha IN VItro 4yTiIMBICTh O AOJIYTErpaBipy sIK OKpeMi MmyTauii. SIkiio myrarii, 1o
Oynu  kBamidikoBaHI  sSK  BTOPHUHHI, acomiioBaHi 3  iHribiTopoM  iHTerpasu  (mJs
pasiTerpaBipy/enBiTerpaBipy), J0JaBaluCs 0 IIUX MMEPBUHHUX MYTAalliii B €KCIIEPUMEHTI 3 CalT-
HalpaBJI€HUMH MyTaHTaMH, YyTJIMBICTh J10 JOJIyTerpapipy 3anumanacsa HeamiHeHoto (FC <2 nportu
«IUKOTO» THUIY BIpYyCy), 3a BHHITKOM BHIAAKiB Myramiii Q148, mpu skux y KoMmOiHamisx 3
B1JIOMHMH BTOPUHHUMH MyTallisiMu crioctepirascs nokasHuk FC Ha piBHiI 5-10 abo Bume. Brus
Q148-myramiii (H/R/K) Takox OyB MIATBEp/KCHHH B EKCIEPUMEHTaX 3 MacaXXeM 3 CailT-
HalpaBJI€HUMH MyTaHTaMH. B cepiiiHOMy macaxi 31 mramoM NL432, mouymHaroum 3 cauTt-
HaNpaBJIeHUX MYTaHTiB 3 mnpuxoBanuMu wmytanisMu NI155H a6o E92Q, pesucrentHOCTI HE
cnoctepiranocs (3HaueHHss FC He 3MiHIOBaNoCs, 3aiuIIalouuch Onu3bkuM 110 1). 3 iHmoro Ooky,
NOYMHAIOYM 3 CaWT-HANpaBICHUX MYTaHTIB 3 mpuxoBaHumMu wMytamismu Q148H (FC 1),
BiIMIYasiocsi Pi3HOMAHITTS BTOPUHHUX MYyTalliid 3 MoJaibliuM 30uIblIeHHSM mokasHuka FC 1o
3HaueHb > 10.

Kniniyno 3nauume 3HadenHs ¢eHotuny (FC mpoTu «aukoro» Tumy BipyCy) HE BHU3HA4alloCs;
TEHOTHITIYHA PE3UCTEHTHICTH OyIia KpaliuM MPOTrHOCTHYHUM ITOKa3HUKOM PE3yJbTaTy.

705 KyJbTYp, PE3UCTEHTHHX JO paiTerpaBipy, Oynu MpoaHami30BaHi IIOAO0 YYTJIHUBOCTI 10
nonyrerpasipy. Homyrerpasip maB nmoka3zHuk FC < 10 y 94% 3 705 kiHIYHHAX KYJIBTYP.
Pesucmenmuicmes in vivo.

VY mamieHTiB, SKi paHille HE JIKyBaJIUCS 1 OTPUMYBAIHM JOJYTErpaBip B IOEIHAHHI 3 JBOMa
HYKJICO3UTHUMH 1HTi0iTOpamu 3BopoTHOI TpaHckpuntazu (NRTI) B ¢asi IIb Ta dazi III, ne
BiZIMIYaIOCsi BHHMKHEHHS PE3MCTEHTHOCTI J0 TpemnapaTiB Kiacy iHTiOITOpiB iHTerpasu abo 10
npenapatiB kiacy NRTI (n=1118, cnoctepexenns nporsarom 48—96 TwkHIB). Y Mali€HTIB, SKi
paHille He OTPUMYBAJIH JIIKYBaHHS, aje sIK1 MpUiiMalu JOJyTerpasip + JaMiByUH Y AOCIIIKEHHSIX
GEMINI mpotsrom 48 TmxHiB (n=716), pO3BUTOK PE3UCTEHTHOCTI O Kiacy iHTerpasu abo 10
knacy HI3T ne cioctepirascsi.

VY mnamieHTiB 3 MONEPEeJHBbOIO HEBAAIOI Tepami€ro, sKi He OTPUMYBAJIU IpernapariB Kiacy
1Hri6iTopiB 1HTEerpasu (mocmixeHHss SAILING), 3aminu 1Hri0iTOpy iHTErpasu BinMivanucs y 4 i3
354 nartieHTiB (CrIoCTepeKeHHs MPOTAToM 48 THXKHIB), AKI OTPUMYBAJIU JOIyTErpaBip B KOMOIHAIIIT
3 ¢onoBuMm pexumom (PP), oOpaHuM AOCTIAHUKOM. 3 IUX YOTHPHOX IMAIEHTIB JBOE Mald
yHIKalbHY 3aMiHy iHTerpa3u R263K 3 makcumansuum nokaznukom FC 1,93, y ogHoro marienra
Oyna nomimopdHa 3amina iHTerpasu V151V/I 3 makcumanbaum nokasHukom FC 0,92 ta y mie
OJIHOTO Talll€eHTa Oylu TONEepeAHbO ICHYIOYI MyTallii iHTerpasu, MpUYOMYy BBaXkajocs, L0 BiH
paHille BXXe OTpUMYBaB IHTIOITOpPH 1HTerpasu abo OyB 1H(IKOBAHUN BIPYCOM, PE3UCTEHTHHUM [0
iHri6iTOpiB iHTerpasu. Myrarist R263K Takosx Oyna BuineHa in vitro (1us. Buiie).

3a HasIBHOCTI PE3UCTEHTHOCTI JI0 MpenapartiB Kiacy 1Hriditopis iHTerpasu (nociaipkenas VIKING-
3) Ha 24 TwxHi y 32 narieHTiB (yci BOHM OTPUMYBAIIU JOJyTerpaBip y 1031 50 Mr aBa pa3u Ha 100y
+ onTUMIi30BaHi (OHOBI MIpenapaTH) 3 BipyCOJIOrTYHOO Hee(heKTUBHICTIO, BA3HAYEHOIO TPOTOKOJIOM
(PDVF), 6ynu Buaineni taki myTtaiii 3 napaumu renotunamu: 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=4), N155H
(n=1) Tta EI57E/Q (n=1). Pe3ucteHtHicTb A0 1HTIOITOpPIB IHTETpa3u, sIKa BUHHKIA MPOTATOM
JIKyBaHHS, 3a3BUYail 3’ SIBJIA€ThCA y NAIi€HTIB 3 MyTauieo Q148 B aHamHe31 (OCHOBHUI piBEHb 200
ICTOpUYHUI KOHTPOIIB). B 1’sith iHmmMx manienTiB Bu3Hayanun PDVF mix 24 ta 28 TiwkHIMU, Ta y 2
13 UX 5 3a(iKCOBaHO MyTallli, 1K1 BUHUKIIU MPOTITrOM JiKyBaHHs. MyTallii, sSiki BAHUKJIA IPOTATOM
JiKyBaHHs, a00 komOiHatii mytariii: L741 (n=1), N155H (n=2).

VY nocmimxernni VIKING-4 3actocoByBanu gomyTerpasip (IUTIOC ONTHMi30BaHe (OHOBE JIIKYBaHHS)
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cy0’eKTaM 3 MEPBUHHOIO M€HOTHINIYHOIO PE3UCTEHTHICTIO JI0 1HTIOITOpIB 1HTErpasu, SIKy BUSBUIN
npu ckpuHiary 30 cyO’ekTiB. byno BHsIBICHO Taki X caMi MyTallii, 10 BHUHHKIM TPOTATOM
nikyBaHHS, sK 1 B gocmimkerHi VIKING-3.

Bnaus na enexkmpokapodioepamy.

[Tpu 3acTocyBaHHI J03W, SKa TEPEBHINyBalla PEKOMEHJOBaHY JO03Y IOJIyTerpaBipy MpUOIH3HO
BTPHUYi, HISKOTO BIUIMBY Ha iHTepBan QT He Bigmivaiocs.

Kniniuna epexmuenicms ma de3nexa.

Hauienmu, Axi paniwie ne OMpuMy8aIu JiKy8aHHsl

EdexTuBHicte pomyrerpaBipy st BLJI-iHikoBaHMX marfieHTIB, sIKi paHilie HE OTPUMYBAIH
JiKyBaHHS, 0a3y€TbCS HA aHAJI31 TaHUX, OTPUMAHUX MPOTAToM 96 THXKHIB, 3 ABOX PaHIOMi30BaHUX
MDKHApOJHHUX TOABIMHO CIIMHUX TOCHIDKEHb, SKI KOHTPOJIOBAIMCS 3a MJIIOYOI0 PEUYOBHHOIO
(SPRING-2 (ING113086) ta SINGLE [ING114467]), a TakoX WiATBEpPKCHA JaHUMH 3
96-TH)KHEBOTO  BIIKPUTOTO  PAaHJIOMI30BAHOTO  AKTUBHO  KOHTPOJIBOBAHOTO  JOCIIIKEHHS
FLAMINGO (ING114915) ta momatkoBumu nanumu 3 Binkputoi ¢asu SINGLE no 144 TuxHiB.
EdexTuBHICTD q0NTyTETpaBipy y MOEIHAHHI 3 JaMiBYJAMHOM Y JIOPOCIUX IMATBEPKYEThCS JTaHUMH
NepBUHOI KiHIIEBOT TOYKH 48-TO THKHSA, SIKI OTPUMAaHO 3 JBOX 148-THXKHEBHUX paHIOMI30BAaHUX,
0araToneHTPOBUX, MOJBIMHO CIINMUX AOCTIHKEHb BiIcyTHOCTI MeHIoi edexrtuBHocTi GEMINI-1
(204861) Ta GEMINI-2 (205543).

B nocnimxenns SPRING-2 0Oymno panmomizoBaHo 822 pgopocii NaIlieHTH, SKi OTpUMAaH
HIOHAHMEHIIIe OJHY /103y AoayTerpaBipy 50 mr oquH pa3 Ha 100y abo panrerpasipy (RAL) 400 mr
nBa pasu Ha no0y. O6unsa npemnaparu 3actocoByBanucs 3 ABC/3TC a6o TDF/FTC. Buxinui naui
HaIieHTiB OyliM TAKUMH: CEPEHii Bik cTaHOBHB 36 pokiB, 14% mamieHTiB Oynu xiHouoi crati, 15%
— MpeACTaBHUKAMH He €BpomeoigHoi pacu, 11% mnamienTiB Oynu ogHOYacHO iHGIKOBaHI BipycoM
reratuty B Ta/abo C i 2% nanexanu 1o knacy C 3a knacudikamiero CDC (Lertpy npodinakTuku i
KoHTposito 3a 3axBoproBaHHsmu CIIA). I[i xapakrepucTuku Oyl aHAJOTIYHMUMHU Yy TpyIax
JIKyBaHHS.

B nocmimxenni SINGLE OGyno panmomizoBano 833 marieHTH, sIKi OTpUMAald IOHAWMEHIIE OJHY
o3y gonyrerpasipy 50 Mr oguH pa3 Ha 100y 3 GikcOBaHOK KOMOIHAIIE abaKaBipy-ITaMiByIUHY
(DTG + ABC/3TC) abo ski orpumyBanu (¢ikcoBaHy KoMOiHaIiio edaBipeHIy-TeHO(DOBIpY-
emrpunuradiny (EFV/TDF/FTC). Buxinni nani nmamieHTiB Oy TakUMH: CepeiHIA BiK CTAaHOBUB
35 pokiB, 16% mnarieHTiB Oynu kiHO4O1 cTaTi, 32% — MpeAcTaBHUKAaMH HE €BPOIEOinHoil pacu, /%
namieHTiB Oynu oaHovacHo iH(¢ikoBaHI BipycoM rematuty C 1 4% nanexanmu no wiacy C 3a
knacudikamiero CDC. Li xapakTepucTHKU OyiIu aHAIOTITYHUMHU Y IPYIax JIIKyBaHHS.

[TepBunHi KiHNeBi Toukn Ta i pe3yiabratd SPRING-2 ta SINGLE, orpumani depes 48 THXHIB
(BKJTFOYAIOYX Pe3yIbTaTH 32 OCHOBHUMH BUXITHUMHU HE3AIECKHUMHU 3MIHHUMH), TTOKa3aHO B TaONUIII
1.

Tabmurs 1
Binmogine namienTiB Ha stikyBanHs B ociimpkeHHi SPRING-2 ta SINGLE uepe3 48 TrxHIB
(Snapshot anroputm, < 50 Komiii/Mir)

I'pynu nanienTis 3a SPRING-2 SINGLE
O03HAKaMU 50 mr RAL 400 mr 50 mr EFV/TDF/FTC
JAOJyTerpaBipy | /[Ba pa3u Ha | A0JIyTerpasipy OJMH pa3 Ha
O/IWH pa3 Ha ooy + 2 + ABC/3TC o0y,
noody + 2 NRTI, O/IMH pa3 Ha N =419
NRTI, N =411 o0y,
N =411 N =414
PHK BILJI-1 < 50 88% 85% 88% 81%
KOMii/mi
Pizuuns mMixk rpynamu 2,5% (95% J1: -2,2%; 7,1%) 7,4% (95% 11: 2,5%; 12,3%)
NOpPiBHAHHSA *
BigcyTHicThb 5% 8% 5% 6%
BipycoJioriuHoi
peakuii T

PHK BLJI-1 < 50 xomiit/MJ1 3 OCHOBHUMHY 3MiHHUMHU




IHouaTkoBe BipycHe

HABaHTaKeHHS

(komiii/mJ1)

< 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%)

Buxigauii nokasHuK

CD4+ (kaitun/mm®)

< 200 43/55 (78%) 34/50 (68%) 45/57 (79%) 48162 (77%)

Bix 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%)

dDoHOBA Tepamis

NRTI

ABC/3TC 145/169 (86%) | 142/164 (87%) H/[1 (nemae H/J
JTAHUX )

TDF/FTC 216/242 (89%) | 209/247 (85%) H/J H/J

Cratb

Yonosiua 308/348 (89%) | 305/355 (86%) | 307/347 (88%) | 291/356 (82%)

Kinoua 53/63 (84%) 46/56 (82%) 57/67 (85%) 47163 (75%)

Paca

€BporneoigHa 306/346 (88%) | 301/352 (86%) | 255/284 (90%) | 238/285 (84%)

Tami 55/65 (85%) 50/59 (85%) 109/130 (84%) 99/133 (74%)

Bik (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%)

Cepennst 3MiHa

nokasHuka CD4+ Bix 230 230 2461 187%

BUX1JTHOTO PiBHS

* YpiBHOBa)KEHO 151 BUX1THUX (aKTOPiB cTpaTHdikarii.

1 Bkiouae marienriB, sxi 3minmnmn OP Ha HOBWIT Kkiac mpemapatiB abo 3miamaun PP, He mo3BONEHUI
MIPOTOKOJIOM, 200 y 3B’SI3KY 3 BIACYTHICTIO epeKTHBHOCTI 10 48 Trkus (nuine st gocuimkenas SPRING-2),
a TaKoX TMAIiEHTIB, SKI MPUMHMHWIN JIKyBaHHA 10 48 TIDKHS Yy 3B 53Ky 3 BiICYTHICTIO ab0 BTPaTOlO
e(eKTHBHOCTI, 1 MAIEHTIB, SKi Masu > 50 Kol y 48-THXKHEBOMY BiKHI.

1 VpiBHOBa)keHa cepeHs Pi3HHIIS MK TpyHaMu JIIKyBaHHs OyJia CTaATHCTUYHO A0cToBipHOO (p < 0,001).

HonyrerpaBip Ha 48-My TWXHI He mocTynaBcs panterpasipy, 1 B gociikeHHi SINGLE
nonyrerpasip + ABC/3TC mnepesepmiysas edasipenn/ TDF/FTC (p=0,003), nus. tabaumio 1. B
nociijpkeHHi SINGLE cepenniit wac 1o mosBu cympecii Bipycy OyB KOPOTIIMH IpH JIIKyBaHHI
narienTiB gonyrerpasipom (28 nmporu 84 nuis, p < 0,0001, anani3z 6yB monepeHbO BU3HAYCHHUH 1 3
HOIPABKOIO HA MHOXKUHHICTB).

Ha 96-my TwxHI pe3ynbTaTH y3TrOJUKYIOThCS 3 OoTpuMaHuMH Ha 48-my TixkHi. Jlomyrerpasip B
nocmimkenni SPRING-2 we moctymaBesi panrerpasipy (cympecis Bipycy B 81% mpotu 76%
TMAIi€eHTIB) 1 3 cepelHbo0 3MiHOK KimbkocTi CD4-mimdormrie 276 mpotun 264 KTiTHH/MM
BianosigHo. B nocnimkenni SINGLE nonyrerpasip + ABC/3TC uie nepesepinysas EFV/TDF/FTC
(cynpecis Bipycy B 80% mnpotu 72%, pisuuns mikyBanus 8,0% (2,3, mporu 13,8), p=0,006) i3
KOPErOBaHOIO CEpelHbOI0 3MiHOW KimbkocTi CD4-mimdouuris 325 mpotm 281 kmitun/MmS
BIJIIIOBI/IHO.

Ha 144-my twxkni y Biakputiii ¢a3i gocmipkenHs SINGLE miarpumyBaniocst BipoJioriuae
npurHideHHs: y rpymi goayrerpasipy + ABC/3TC Bono ckmano 71 % ta Oyiio BUIIUM, HIK Yy TPyIT
EFVITDF/FTC (63 %), pi3uuns B jikyBanHi cranoBmia 8,3 (2,0; 14,6).

VY BIZKPUTOMY paHIOMI30BAHOMY 1 aKTHBHO KOHTposiboBaHOMY pociimkeHHi FLAMINGO
(ING114915) 484 BIJI-1-iHdikoBaHHX JOpPOCIMX TAIiEHTH O€3 aHTHPETPOBIPYCHOI Tepamil
OTpUMaaK OJHy J03y abo momyrerpaBipy 50 wmr oauH pa3 Ha geHb (n=242), abo
napyHasipy/puronasipy (DRV/r) 800 mr/100 mMr oauu pa3 Ha neHp (n=242), B 000X BUNagKax 3
BBesieHHssM a00 ABC/3TC, a6o TDF/FTC. Ha mouatky cepenHiil Bik marii€eHTiB cCTaHOBUB 34 pOKH,
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15% cranoBunu >kiHkd, 28% mpeacTaBHUKM He eBponeoigHoi pacu, 10% Oymu iH¢ikoBaHi
renatutoM B 3 cymicHOI0 a60 okpemoro iHdekieto renatuty C 1 3% Hanexanmu a0 knacy C 3riHO
3 CDC,; 1i xapakTepucTHKHU OyIu CXO0X1 y rpymnax JikyBaHHs. Bipyconoriuna cympecis (PHK BIJI-1
< 50 komiit/mi) B rpymi gonyrerpasipy (90%) Oyna Buiia 3a cympecito B DRV/r rpymi (83%) na
48-my TwxkHI pocnimkeHHs. CxopuroBana pizuuisl B mpomopuii ta 95% JII cranoBumu 7,1%
(0,9, 13,2), p=0,025. Ha 96-my TwxHi BipoJIOTidHE MPHUTHiYCHHS B Tpymi gosyrerpasipy (80 %)
Oyno BummM, HiX y rpyni DRV/r (68 %), pisuuns B nikyBanHi [DTG-(DRV+RTV)] cknana:12,4%;
95% J1: [4,7, 20,2].

VY ineHTruHuX 148-TWKHEBHX, pPaHIOMI30BaHMX, MOABIWHO cminmux gociimkeHHsx GEMINI-1
(204861) Ta GEMINI- 2 (205543) 1433 nmopocaux BIJI-1 iH(pikoBaHUX CyO’€KTH, SIKI paHilie He
OTPUMYBJIM aHTUPETPOBIPYCHY Teparilo, paHIOMI3yBajH y JIBI TPYyIHU: TPYIy 31 CXEMOIO 3 JBOMaA
npenaparami, sKa BKJIodana npuidom ponyrerparipy S0 mr mitoc gamiByauH 300 Mr oguH pa3 Ha
o0y, abo rpymy 31 cXeMoro 3 TppOMa IpenapaTami, siKka BKJIIoYana mpuiiom ponyrerpasipy 50 mr
OJIMH pa3 Ha 00y pa3oM 3 ¢ikcoBaHOw m03010 TeHodoBipy/emTpunutadiny (TDF/FTC). ¥V
JOCIIJKEHHSI BKITIOYAM Cy0'€KTiB, Y SIKHX CKpUHIHT 11a3Mu KpoBi BusiBuB BMict PHK BUI-1 Bix
1000 xor/mn o < 500 000 kon/mii. Ha MOMEHT BKJIIOUEHHS y JOCITIKEHHS Y IOEAHAHOMY aHasi3i
CepeHii BIK MAIli€HTIB CTAaHOBUB 33 pokH, cepel Skux 15% marieHTiB CTAHOBUIM KIiHKH, 32% —
MpEJICTAaBHUKU HE €BPOIEOiNHOI pacH, y 6% Oyna koindexuia renatuty C ta 'y 9% — 3 cranisa
3axBoproBaHHs 3a kiacudikaniero [IK3. [Ipubnusno TpernHa maiieHTiB Oynu iHdikoBaHi He-B
nigTunamu BUT; 11 xapaktepucTuku Oynu MOTIOHUMH Y TPy, sIKI OTPUMYBAIH Pi3HE JIIKYBaHHS.
Ha 48-my tmxHi cynpecis Bipemii (PHK BIJI-1 <50 komiit/mi) y TpyIi Mami€HTiB, SKi MpUiAMaId
JOJYTEeTpaBip IUTIOC JTaMiBy/IMH, Oylia He MEHII e()eKTUBHOIO, HIXK Y TPYIIi MAaIli€HTIB, K1 MPHIMaIH
noayrerpasip wnoc teHopoip/emtpuiutabin (TDF/FTC), sk nokasano B Tabnuii 2. PesynpraTu
MOETHAHOTO aHalizy 30iranucs 3 pe3yabTaTaMH OKPEMHUX JOCTiIKEHb, y SKHX Oyla JOCATHYTa
NepBUHHA KiHIIeBa Touka: (pizHuLs y npomnopuii <50 komiit/mn PHK BUI-1 y masmi kpoBi Ha 48-
MY THOKHI Ha OCHOBI OJTHOMOMEHTHOTO anroputmy). CkopuroBana pizuuis cranoBuia -2.6% (95%
Al -6.7; 1.5) ma GEMINI- 1 Ta -0.7% (95% HI: -4.3; 2.9) anas GEMINI- 2 i3 monepenaso
BCTAaHOBJICHOIO MEKEI0 HeMeHII0i eeKTUBHOCTI y 10%.

Tabmauus 2
Binnosias (<50 komiii/mi, oqHoMoMeHTHHH aHami3) y GEMINI 1 +2, y3aranbHeHi qaHi.

Hoayrerpasip + JlamMiByIuH Hoayrerpasip +
(DTG + 3TC) TeHo(oBip/eMTpUIHTA-
(N=716) 0in (DTG + TDF/FTC)
n/N (%) (N=717)
n/N (%)
Yci nattienTn 655/716 (91) 669/717 (93)

ckopuroBana pisaui -1,7% (195 - 4,4, 1,1) @

3a PHK BUJI-1 Ha BuxigHOMYy piBHI

<100 000 xon/mi 526/576 (91) 531/564 (94)

>100 000 xom/mi 129/140 (92) 138/150 (92)

3a guciiom CD4+-xaitv

<200 k1/MM° 50/63 (79) 51/55 (93)

>200 ki1/MM° 605/653 (93) 618/662 (93)

3a migrumnom BIJI-1

ITinTun B 4241467 (91) 452/488 (93)

He-B migtun 231/249 (93) 217/229 (95)
Peruus 10 48-ro THxKHS" | 6 (<1) | 4 (<1)

Cepenne 3HaueHHs 3Minu ynciaa CD4-
KJIITUH Ha 48-My THXKH1 y TOPIBHSIHHI 3 224 217
BUXIJIHUM PiBHEM, K1/MM°

2 CKOpHroBaHO 3 ypaxyBaHHSIM BHXiJHOTo piBHS (hakTopiB crparudikamii: PHK BIJI-1 y maswmi (< 100 000 kom/min
nopieHsaHO 3 >100 000 kon/mi) Ta yucno CD4+-kiitun (< 200 ki1/mMm3 nopisasHo 3 >200 ki1/MMS).

b[TinrBepmkena kinbkicts PHK BIJI-1 y masmi kposi 10 > 200 kom/mi Ticiis MONEPETHbO MiATBEPKEHOT cynpecii
10 <200 kor/MmiL.
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Pezucmenmuicmo, axa sunukia npomsacom AiKy8auHA Y paniuie He JiKOBAHUX NAUIEHMIE

Yepes 96 twxkniB y gochimkeHHax SPRING-2 ta FLAMINGO i uepe3 144 twxHi Tepamii y
nociipkenHi SINGLE mpu 3actocyBanHI momyTrerpaBipy HE OyJ0 BIIMIUEHO KOJHOTO BHUIIAIKY
NEPBUHHOI PE3UCTEHTHOCTI, SIKa BHHHKJIA MPOTATOM JIIKYBaHHs, 10 (EpPMEHTIB KIJIAciB iHTerpasu
a6o NRTI. [Ins mopiBHSHHS, TaKy » caMe€ BIJICYTHICTb PE3UCTEHTHOCTI Oyno 3adikcoBaHO B
pe3ysbTari JIiKyBaHHS Yy TMAIliEHTIB, SKi OTPUMYBAJIM JapyHaBip/pUTOHABIp B JIOCIIHKEHHI
FLAMINGO. B nocnimxenni SPRING-2 y goTupbhox maiie€HTiB, 1110 OTPUMYBAJIU PaJITErpaBip, HE
3adikcyBanu xoaHoi 3 Benmukux NRTI-myraniii Ta 3adikcyBanu ofHy MyTalilo 3 Pe3UCTEHTHICTIO
1o panterpasipy; B gociimkenHi SINGLE y mricteox marienTiB 3 gikyBanHsM EFV/TDF/FTC ne
BIIMIY€HO MyTalliif, MOB’S3aHUX 3 PE3MCTEHTHICTIO /0 HEHYKJICO3MJIHUX IHTIOITOPIB 3BOPOTHOI
tpauckpunrasu (NNRTI), i y ogaoro Bunukia ocHoBHa NRTI-myraris. IIpotsrom 48 TuxHIB y
nociimkeHHsx GEMINI-1 ta GEMINI-2 He criocTepiranocst )0 JHOTO PO3BUTKY PE3UCTEHTHOCTI JI0
Kkiacy iHterpasu abo no kiacy HI3T sk y rpymi, ska mpuiiMana KOMOiHAIIO AOJyTerpaBip +
namiBymun (DTG + 3TC), tak i B rpymi, fka mnpuiimMasa KOMOiHALiO JOIyTerpasip +
teHodosip/emtpurutabin (DTG + TDF/FTC).

Hayienmu 3 nonepedHim neegheKmMuHUM NIKYBAHHAM, AKI He OMPUMY8AIU Npenapamie Kiacy
iH2ibimopie inmezpasu

B mixxHapogHOMY OaraToleHTpoBOMY HoBIiHO ciinoMy gociimkenHi SAILING (ING111762) 719
BUI-iHdikoBaHMX IOpOCIMX TMAI[iEHTIB, SKi paHillle OTPUMYBAJIU AHTUPETPOBIPYCHY Tepariro
(APT), Oynu pannomi3oBaHi JJisi OTPUMaHHS JOJyTerpaBipy B 1031 50 mMr onuH pa3 Ha n00y abo
panrterpasipy B 1031 400 mr 1Ba pa3u Ha 100y 3 POHOBUM PEKUMOM, OOPaHUM TOCITITHUKOM, KU
MIT BKJIIOYATH 0 2 mpenapatis (y T.4. IIOHAWMEHIIIe OJJH IMOBHICTIO aKTUBHUI mpernapar). Buxinni
JaH1 NAIi€HTIB OYy/IM TaKUMU: cepeHid Bik cTaHOBUB 43 poku, 32% mnailieHTiB Oynu *KiHOYOT CTaTi,
50% — mpencraBHHKamMH HE €BporeoinHoi pacu, 16% Oymm omHOoYacHO iH(QIKOBaHI BipycoM
renatuty B ta/a6o C 1 46% nanexanu no kiacy C 3a knacudikamiero CDC. Bei namienTan manu
PE3UCTEHTHICTh JI0 IMIOHaMeHIIe ABoX KiaciB npenapatiB APT, a 49% mamnieHTiB Ha MOYaTKy MaJln
PE3UCTEHTHICTH /10 3 KiaciB npemnaparis APT.

Pesynbratn nmocmimkenast SAILING, orpumani depe3 48 TIKHIB (BKIIOYAIOYM pE3yJbTaTH 3a
OCHOBHUMH BHXITHUMHU 3MIHHHUMH ), TTIOKA3aHO B TaOIHII 3.

Tabmunsa 3
Binnoinp namieHnTiB Ha mikyBaHHs B 1ochipkeHHi SAILING uepes 48 TxHIB
(Snapshot anroputm, < 50 Komiii/mi)

I'pynu nanienTiB 3a 03HaKamMu 50 mr poayrerpaBipy | RAL 400 mr
OJMH pa3 Ha 100y + ABA pa3sH HA
oP nody + ®P
N=354% N=361%
PHK BLJI-1 < 50 komiii/m 71% 64%
Pi3HHUI MK TpynamMH JiKyBaHHS 7,4% (95% A1: 0,7%, 14,2%)
BigcyTHicTh BipycoJioriunoi peakuii 20% | 28%

PHK BIJI-1 < 50 xomiii/mJ1 3 BUXiTHUMH NepeMiHHUMU

BuxigHe BipycHe HABaHTaKeHHA (KOMiii/MJ1)

< 50000 xoriii/mi 186/249 (75%) 180/254 (71%)
> 50000 xomiit/mn 65/105 (62%) 50/107 (47%)
Buxignmii nokasuuk CD4+ (kaitun/mm®)

<50 33/62 (53%) 30/59 (51%)
Bix 50 10 <200 77/111 (69%) 76/125 (61%)
Big 200 o < 350 64/82 (78%) 53/79 (67%)
> 350 77/99 (78%) 71/98 (73%)
DOHOBHUI PeKUM

['eHOTHUIIIYHUH 1HIEKC Yy TAUBOCTI* < 2 155/216 (72%) 129/192 (67%)
['eHOTUMIYHUN 1HACKC YyTIUBOCTI* = 2 96/138 (70%) 101/169 (60%)
3acrocyBannst DRV (napynasip) y gpoHoBomy




peKuMmi
be3s 3acrocyBanus DRV 143/214 (67%) 126/209 (60%)
3acrocyBanns DRV 3 nepBUHHUMH MyTaIlisIMH 58/68 (85%) 50/75 (67%)
iHTerpasu
3acrocyBanns DRV 6e3 nepBuHHUX MyTaIliii 50/72 (69%) 54/77 (70%)
1HTerpasu
Crarb
YosoBiua 1721247 (70%) 156/238 (66%)
XKinoua 79/107 (74%) 74/123 (60%)
Paca
€BporieoinHa 133/178 (75%) 125/175 (71%)
THmmi 118/175 (67%) 105/185 (57%)
Bik (pokn)
<50 196/269 (73%) 1721277 (62%)
> 50 55/85 (65%) 58/84 (69%)
IMigTun BIJI
['pyma B 173/241 (72%) 159/246 (65%)
I'pyma C 34/55 (62%) 29/48 (60%)
Iammi 43/57 (75%) 42167 (63%)
Cepez[He 36§JII)HICHH$[ CD4+ T-nimdonuti 162 153
(kimiTuH/MM®)

1 VpiBHOBa)keHO 17151 BUXiAHUX (aKTOPiB cTpaTHdikarii.

% 4 nauientu Oyyv BUKIIOYEH] 3 aHaNi3y eEKTUBHOCTI y 3B 13Ky 3 BiJICYTHICTIO pO30iXKHOCTEH B JaHUX B
OJTHOMY JIOCIiTHUIILKOMY IIEHTI.

* I'emotuniuauit ingexc aytauBocti (GSS) BU3HA4aBCs SK 3araibHa KiUTBKICTh mpemnapatiB APT y ®P, mo
SKHUX BIpYCHI KyJIBTYPH TMaIli€HTa TI0Ka3ald YyTJIMBICTh HA MOYATKY JAOCIiIKEHHS, HA OCHOBI BULIPOOYBaHHS
TeHOTUIIYHOI PE3UCTEHTHOCTI.

1 [Hmi rpymum Brimrouanu komruieke (43), F1 (32), Al (18), BF (14), Bci iami < 10.

B nocnimxenni SAILING na 48 TwxHi cynpecia Bipycemii (PHK BUI-1 < 50 xomiit/mi) B rpymi
TiBikero (71%) Oyna craructuuno Oinbioro (p=0,03) y nopiBHsHHI 3 rpymoo pairerpasipy (64%).
VY CTaTUCTUYHO MEHIIOI KUIBKOCTI MAIliEHTIB BiAMIYalocs HeeQeKTHBHE JIIKYBaHHS, MOB’s3aHE 3
BUHUKHEHHSAM pe3ucTeHTHOCTI 10 TiBikero B mporect gikyBaHHs (4/354, 1%), HIX 10 panTerpasipy
(17/361, 5%) (p=0,003) (17151 oTpUMaHHs AeTaabHOI iH(OPMAITii AUB. MiAP03ai71 «Pe3uCTeHTHICTH IN
VIVOY).

Ilayicumu 3 nonepeoniv Hee@eKmusHUM JIKVBAHHAM, AKe 6KIIYAN0 3ACMOCYBAHHA [H2I0IMopy
inmezpazu (ma HAABHICMb PE3UCEHMHOCII 00 Npenapamis Kiacy in2ioimopie inmezpasu)

B GaratouentpoBomy BinkputoMy nociimkeHHi VIKING-3 3 oxnieto rpymoro (ING112574)
nopocii maiienTty, ingpikoani BUJI-1, siki paHinie orpuMyBanu aHTUpeTpoBipycHy Teparito (APT) i
MaJli Hee()eKTUBHY BIPYCOJOIIUHY pEeakllilo, a TaKOXX PE3UCTEHTHICTh IO pajrerparipy Ta/abo
eNBITErpaBipy Ha JaHUN MOMEHT a0o B aHaMHe31, oTpuMyBanu TiBikeil B 1031 50 Mr aBa pa3u Ha
700y 3 ()OHOBHM DPEXHMOM IPOTArOM 7 IHIB, AKMH Ha JaHUA MOMEHT OyB Hee(heKTUBHUM, aie
¢donoBa APT Oyna ontumizoBana 3 8-ro maus. JocmimkerHs Bmodano 183 marientu, 133 3 sxux
Manu pe3rcteHTHICTh 70 INI mig yac ckpuninry i 50 Manu Jokas3u pe3ucTeHTHOCTI B aHaMHe31 (ae
il He OyJI0 Ha MOMEHT CKpuHIHTY). PanTerpasip/enBiterpaBip OyB 4acTUHOK HEEPEKTUBHOTO Ha
JAaHUA MOMEHT peXuMy JIiKyBaHHs y 98 31 183 martieHTiB (YacTHHA MONEpeHbOro Hee(h)eKTUBHOTO
JIKyBaHHS y 1HIIMX). BuxiaHi naHi nanieHTiB Oyl TaKUMH: cepeHil Bik cTaHOBUB 48 pokiB, 23%
narieHTiB Oynu xiHowoi craTi, 29% — He eBpomneoigHoi pacu, a 20% naiieHTiB OyiIM OAHOYACHO
iH(ikoBaHi BipycoMm rematuty B Ta/abo C. Cepeaniil BuxiiHuUM MOKa3HUK KiibKocTi CD4+
T-nimponutis cranosus 140 kiitun/Mm3, cepenns Tpusanicts nonepeansoi APT — 14 pokis i 56%
namieHTiB Hanexxanu 1o kimacy C 3a knacudikamiero CDC. Ha movaTtky AOCTiKeHHS Mali€eHTH
JEMOHCTPYBAJIM MYJIbTHUPE3UCTEHTHICTh /0 Takux kiaciB mnpemnapariB  APT: 79% wmanu
pesucteHTHICTh 10 > 2 NRTI, 75% — 10 > 1 NNRTI i 71% — manmu > 2 OCHOBHHMX MYyTaIlii,
MOB’sI3aHUX 3 pe3ucTeHTHICTIO 10 PI; 62% manu e RS Bipyec.




Cepenne Bigxunennss PHK BIJI Big BuxigHoro piBHS Ha 8 AeHb (MEepBMHHA KIHIIEBA TOYKA)
cranoBmio 1,4l0010 xomiit/mn (95% I -1,3 — -1,5l0g10, p<0,001). Peakmis moB’si3yBamacs 3
BUXITHUM nuisixoM myTariit INI, sk mokazaHo B Tabnuiti 4.

Tabmus 4
Bipycomoriuna Biamosiap (8-i neHs) yepe3 7 AHIB QYHKI[IOHAIBHOT MOHOTEpAIIil MAIli€HTIB, B IKUX
RAL/EVG 0yB yacTuHOIO Hee(PEeKTUBHOTO Ha IaHUH MOMEHT PEXHUMY JIIKyBaHHS, JOCHIHKSHHS

VIKING 3
DTG 50 mr 1Ba pa3u Ha 100y,
N = 88*
Buxigni mapamerpu Cepeniil moxasHuK
N (CB) PHK BUI-1 B Cepenne
ia3mi logio 3HAYEHHS
KOITii/ M

OTtpumana rpymna MyTaiii iHTerpa3u Ha Ho4aTKy JOCIIIKEHHS 3 TPHBAIOYUM 3aCTOCYBAHHIM
RAL/EVG

IlepBunHa MyTaltis, inma Hixx Q148 148H/K/R? 48 -1,59 (0,47) -1,64
Q148+1 BropunHa MyTaui;Ib 26 -1,14 (0,61) -1,08
Q148+> 2 BropuHHa MyTauis[b 14 -0,75 (0,84) -0,45

* 3 98-mu nanienTiB Ha RAL/EVG sk 4acTHHU AifCHOTO pexuMy HeBadi 88-m manu nepsunHi INI MyTarii,
SK1 MOKHA BUSIBUTH, Ha TIOYATKY JIIKyBaHHS Ta Ha 8-if neHb orpuManus mwia3mu BIJI PHK st oniaky.

2 Bxirouaroun epBUHHI MyTarii pesuctenTHocTi inTerpasu N155H, Y143C/H/R, T66A, E92Q).

® Bropunni mytauii G140A/C/S, E138A/K/T, L741.

VY mamieHTiB 0e3 TMEpBUHHUX MyTallid, BH3HAYCHHUX Ha ModYaTKy pociimkeHHs (N=60) (ToOTo
RAL/EVG He € yacTuHOIO HeeeKTMBHOI Ha JaHUW MOMEHT Teparii), BiAMIYanocs 3MEHIICHHS
BipycHOro HaBanTaxeHHs (1,63 logio komiit/mi Ha 8-if 1eHB).
[Ticns ¢a3u dyHKIIOHATBFHOI MOHOTEpAMil MAlliEHTH Malld MOKJIUBICTH MOBTOPHO ONTHMI3yBaTH
(GOHOBHIA pEXHM, SKIIO IIe OYII0 MOKIIMBO. 3arajibHa 4acTOTa BiMOBIAI Yepe3 24 THKHI JIIKYBaHHS
cxnana 69% (126/183), BoHa B HIJIOMY MPOJOBXKYyBajla MiATPUMYBAaTHUCS depe3 48 THKHIB —
116/183 (63%) mnamientie 3 PHK BII-1 <50 xomiit/mn (ITT-E, amroputm Snapshot). Ilpu
BUKIIIOUEHH] TAI[I€HTIB, SIKI MPUNMHWIN TEpamilo 3 MpUYMH ii Hee(eKTHUBHOCTI, 1 MAII€HTIB 3
OCHOBHUMH BiJIXWJICHHSMH BiJl IPOTOKOJY (HEMpaBUIbHE J03yBaHHS JTOIYTErPaBipy, 3aCTOCYBaHHSI
3a00pOHCHUX MpenapariB), TaKk 3BaHA «IOMYJsLis BipycosoriuHoi Bigmoixi» (VO-momyssiis),
BIJMOBiHA dYacToTa BigmoBimi ckmama 75% (120/161, 24-it twxnaenp) 1 69% (111/160, 48-i
THXJICHB ).
Peakitis Oyna cnabmioro, sikimo mytamis Q148 Oyna mpeacTaBieHa Ha MOYaTKy, a 0COOTMBO — B
HOPUCYTHOCTI > 2 BTOPUHHUX MyTamlii (Tabmuuus 5). 3aranbHuil (eHOTUIIUHUHN 1HIEKC YyTJIMBOCTI
(OSS) ontumizoBanoro ¢oHosoro pexumy (ODP) nikyBaHHs He OyB OB I3aHUM 3 PEAKII€IO HI HA
24-my TWXHI, Hi Ha 48-My THKHI.

Tabmuis 5

BinmoBiae Ha mikyBaHHS 3a BuxigHoto pesuctentHicTio, VIKING-3. [Tonynsmis VO (PHK BIUI-1
< 50 xomiii/mi1, anroput™ Snapshot)

Tpyna myrauii Tuxaens 24 (N=161) 4??';“‘:?5‘6)
trerpasit 0SS=0] 0SS=1 | 0SS=2 | OSS>2 | 3aranem | 3aranom

[TepBrHHA MyTAIlisI 2/2 15/20 19/21 9/12 45/55 38/55
inTerpasu BizcyTHs’ (100%) (75%) (90%) (75%) (82%) (69%)
[lepBuHHA MyTAIlis, 2/2 20/20 21/27 8/10 51/59 50/58
imma mix QI48H/K/R? | (100%) | (100%) | (78%) | (80%) | (86%) (86%)
BropunHa myTarris 2/2 8/12 10/17 20/31 19/31
Q148 + 1° (100%) | (67%) | (59%) ] (65%) (61%)
Q148 +> 2 172 2/11 1/3 i 416 | 4/16 (25%)
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| Bropunnux Mytamii® | (50%) | (18%) | (33%) | | (25%) | |
! JImme moxa3 pe3sHCTEHTHOCTI 10 1HTIGITOPIB iHTErpasy B aHaMHe31 60 PEHOTHIIIYHO.
2 N155H, Y143C/H/R, T66A, E92Q.
8 G140A/C/S, E138A/K/T, L74l.
OSS: koMOiHOBaHa TeHOTHITIYHA 1 (PCHOTUITIYHA PE3UCTCHTHICTH (3arajibHa orinka Monogram Biosciences).

Ha ocnoBi orpumanux manux mis pociimkenas VIKING-3 cepeaniii mOKa3HHMK 3MiHM KUTBKOCTI
CD4+ T-niMdormTi Bix BHXimHOTO piBHA cTaHOBHB 61 KimiTHHY/MM® Ha 24-My TIDKHI Ta
110 xitua/MM® Ha 48-My THXKHI.

B mogsiitHo crinoMy 1wiane6o-koHTpoapoBaHoMy gocimimkenHi VIKING-4 (ING116529) 30
JOPOCIMX Tali€enTiB, iH(pikoBanux BUI-1, ski orpumyBanmu APT 3 mepBHHHOIO TE€HOTHIIYHOIO
pesuctentHicTio 10 INI mig yac ckpuHiHTY, OyJI0 paHAOMI30BaHO ISl OTPUMAHHS JOJIyTErpaBipy B
no3i 50 mMr 1Ba pasu Ha 100y abo 1uianedo Ta pekuMy Hee(EeKTUBHOTO Ha Ll MOMEHT JIiKyBaHHS
MIPOTSATOM 7 JTHIB 3 MOJANIBIIIO BIAKPUTOIO (ha30r0, B SIKii BCI MallIEHTH OTPUMYBAJIIU JIOJTYTErPaBip.
Ha crapri nocmimkeHHs cepenHiid Bik marmieHTiB craHoBUB 49 pokiB, 20% — xinkm, 58% —
MpeJICTAaBHUKU HE €BpOIeoinHoil pacu Ta 23% mnaiieHTiB Maiu KoiHdekiito renatury B ta/abo C.
Cepeniii mouatkopuii pisenr CD4+ cranoBus 160 kiniTHH/MMS, cepe/iHs TPUBATICTh TIOMEPEIHBOT
APT 6yna 13 pokiB ta 63% Oynu kiacy C 3a knacudikaniero CDC. Ha nmouaTky qocnipkeHHS
cy0’€KTH ToKa3aliu MHOXXHHHUH Ki1ac pesucteHTHocTi 10 APT: 80 % mamu > 2 NRTI, 73% — >1
NNRTI ta 67 % — > 2 PI ocHoBHi myTanii; 83 % manu He RS Bipyc. 16 3 30 cyG’exriB Oynu
HocisiMu Bipycy Q148 Ha mouarky nocmipkeHHs. ['onoBHMI KpuTepiii epekTUBHOCTI Ha 8-if AE€HB
MOKa3aB, 110 JoiyTerpaBip B no3yBaHHi 50 Mr nBa pa3u Ha 100y OyB e(dEKTHUBHIIIUM, aHIXK
iane6o, 3 BPIBHOBAXEHOIO CEPENHBOI0 PI3HUICID MIX TpylaMy JIIKyBaHHS Yy BIAXWICHHI BiX
Buxignoro piBas PHK BIJI-1 B mia3mi -1,2 logio xomiit/mi (95% JI: -1,5 - -0,8l0g10 xomiii/mi,
p < 0,001). Peakmii Ha 8-ii 1eHb B IbOMY IUIANE0O0-KOHTPOIHOBAHOMY JIOCIHIKCHHI MOBHICTIO
BianoBinanu peakmisam B gocaimkerHi VIKING-3 (6e3 miane60-KOHTPOIII0), BKIFOYAI0YH KaTeropii
MOYaTKOBOI PE3MCTEHTHOCTI N0 iHTiOiTOpiB iHTerpasu. Ha 48-my tmxai 12/30 (40%) cy0’exTiB
manu PHK BUI-1 y kinbkocti <50 xomiii/mit (ITT-E, anropurm Snapshot).

[pu cymicaomy ananizi gociimkens VIKING-3 ta VIKING-4 (n=186, nonyssiuis VO) npomnopiis
cy0’ekriB 3 PHK BT <50 komiii/mn Ha 48-my TikHi Oyna 123/186 (66%). [Tponopuist cy0’exTiB 3
PHK BIJI <50 xomiit/ma Oyna 96/126 (76%) nns cy6’extiB 6e3 Q148 myramiii, 22/41 (54%) s
cy0’extiB 3 Q148+1 BropuMHHMMH MyTauismMu Ta 5/19 (26%) nnsa cyO’extiB 3 Q148+> 2
BTOPUHHHAMH MYTaIlisIMU.

Limu

VY OGararonieHTpoBOoMY BiIkpuTtoMy 48-TmxHeBoMy apociiypkeHHl (asu I/II (P1093/ING112578)
OLIIHIOBAJIMCS MTapaMeTpu (hapMaKOKIHETHKH, O€3MEeKH, EPEHOCUMOCTI Ta e(peKTUBHOCTI Ipenapary
TiBikell B KOMOIHOBaHMX peXHMMax JiKyBaHHs niTeil, i1H@ikoBanux BIJI-1. CyO’extu Oynu
po3JIIeHi 3a BikoM, oTpumytour TiBikeii (70 mr: 35 mr aBa pas3u Ha 100y, n = 1; 50 Mr onuH pa3 Ha
100y, N = 5; 35 mr oauH pa3 Ha 100y, n = 6; 25 Mr onuH pa3 Ha 100y, n = §; 20 Mr oauH pa3 Ha
100y, n = 3) mntoc ontumizoBaHuil poHoBuil pexum (ODP).

BiacyTHi maHi moa0 3acTOCyBaHHS AITSIM KOMOIHAII JOJyTErpaBip IUIIOC JIAMIBYJIMH SIK CXEMH 3
JIBOMa TpenapaTamy.

Dapmaxokinemuxa.

®apmaxokinetuka (PK) nomyrerpaBipy ananmoriuda y 3aopoBux Ta BlJI-iH¢ikoBanux ocib.
Bapiabensuicts @K pomyrerpaBipy Hu3bKa abo cepenns. B gocnimxenusx daszu | cepen 3mopoBux
no6poBonbIiB KBb% mist AUC Ta Cmax konuBaBcs Big ~20 1o 40%, a Ct — Bix 30 mo 65% B ycix
nociijpkeHHsax. BapiaGenbnicte @K nomyrerpasipy Oyina Bumioro y BIJI-iHdikoBaHuX MariieHTiB
MOPIBHSIHO 31 37J0pOBUMH 100poBosbLsMU. BapiabenbHicTh y namienta (KBw%) € 6inb11 HU3bKOIO,
HiX BapiaOeNbHICTh MIXK MalliEHTAMHU.

Bcmoxkmyeanns

JlonyTerpaBip MIBUJIKO BCMOKTYETHCS TICHIs TEPOPAIBHOTO 3aCTOCYBaHHSA 3 cepelHiM Tmax
2—3 TOIMHMY TiCTIS IPUHOMY TaOJIETKH.

[Tpuiiom 1ki 30UIbLIYBaB CTYMIHb 1 CIIOBUIbHIOBAB IIBHMJKICTh BCMOKTYBAaHHS JIOJyTErpaBipy.
biogocTynHicTh nonyTerpaBipy 3alleXUTh BiJ CKIaay MPOAYKTIB XapyyBaHHS: MPOIYKTH 3
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HU3bKHUM, CEPEIHIM 1 BUCOKMM BMicTOM KupiB 30u1biryBaniu AUC o-«) nomyrerpasipy Ha 33%, 41%
Ta 66%, 301nbITyBam Cmax Ha 46%, 52% Ta 67%, nonoBxkyBaimu Tmax 10 3, 4 Ta 5 roauH 3 2 TOOUH
B yMOBaX NpHHOMY HaTie BiAMOBigHO. Bkazane migBuieHHs (apMaKOKIHETHYHUX TOKA3HHKIB
MoOXe OyTH KJIIHIYHO 3HAYYIIMM, SIKIIO Yy TAali€HTa iCHye MEeBHAa PE3UCTEHTHICTH 0 MpenapaTiB
Kjacy iHriOiTOpiB iHTerpasu. Takum ymHOM, TiBiKeH pPEKOMEHIYETHCS 3aCTOCOBYBATH Il Yac
npuiiomy ki namienTtam, iHdikoBanum BIJL, 3 pe3ucTeHTHICTIO 10 IpenapaTiB Kiacy iHTi0iTopiB
inTerpasu (auB. po3ain «Crocid 3acTOCyBaHHS Ta JO3HY).

AbcomoTHa 61010CTYIHICTh A0IYTErpaBipy He BU3HAYAIACS.

Posnodin

JonyTerpaBip Ma€e BHCOKY 3AaTHICTh A0 3B’si3yBaHHA (> 99%) 3 Oinkamu mia3mu, mo Oyso
BCTAHOBJICHO Ha OCHOBI JaHuMX IN Vitro. Bumumuii 06’em posmominy craHoButh 17-20 11 y
naimienTiB, iH¢pikoBanux BIJI, Ha ocHOBI momymsmiiiHOTO aHamizy (QapMakOKiHETHKH. 3arajibHi
CITIBBITHOIIICHHSI KOHIIEHTpAIlii pPaglOaKTUBHOCTI, MOB’s3aHOI 3 MpermapaToM, B KpOBi Ta Iua3Mi
KOJIMBAIOThCS B Aiamas3oHi Bix 0,441 no 0,535, mo Bka3ye Ha MiHIMAJIBHHI 3B’ 130K Pall0AaKTUBHOCTI
3 KJIITHHHUMH KOMITIOHEHTaMHu KpoBi. He3B’si3aHa yacTka AOJyTerpaBipy B IUIa3Mi 301IbIITYETHCS
pY HU3BKOMY DPIBHI CHPOBATKOBOTO anbOyMiHy (< 35 /1), mo MOXHa MOOAYUTH y TAIi€HTIB 3
MEYIHKOBOIO HEJJOCTATHICTIO CEPEIHBOTO CTYINEHS TAKKOCTI.

JonyTerpaBip BU3HAYAEThCA y CIMHHOMO3KOBIHM pimmui (CMP). ¥V 13 mamieHTiB, ski panime He
OTPUMYBAJIU JIKYBaHH 1 Ha JaHUM MOMEHT 3HAXOAMIIUCS Ha CTAa0LIBHOMY PEXHUMI TOTyTEerpaBipy B
KoMOiHaii 3 abakaBipom/IamMiByJMHOM, KOHIEHTpamis pomyrerpaBipy B CMP B cepennpomy
ctanoBuiia 18 Hr/min (110 € Ha piBHI KOHIIEHTpalii HE3B’s3aHOI YACTKU MpemapaTy B IUIa3Mi Ta
Butie, Hix [C50).

JonyTrerpaBip BUBHAYAETHCS Y CTATEBUX ILIsAXaX YONIOBIKIB Ta iHOK. AUC y mHIKOBO-MIXBOBUX
BUJIUICHHSX, TKAHWHI IITMAKYA MaTKW Ta TKAaHWHI MXBU ckiagana 6—10% BiaNOBIIHOTO MMOKa3HUKA Y
IUIa3Mi, BU3HAYEHOro y piBHOBaXHOMY cTaHi. AUC y ciM’sHIM piaMHI Ta TKaHWHI OPSAMOI KUILKU
CTaHOBWJIA BiAMOBIAHO 7 Ta 17% aHaiIOriyHOro MOKa3HMKA y MJIa3Mi, BU3SHAYCHOTO Y PIBHOBOKHOMY
CTaHi.

biompancgopmayis

Jonyrerpapip mepeBakHO MeTabomi3yeTbes B mpoieci rimokyponizaiii ¢pepmentom UGTIAL i
He3HauHOIO Mipoto — ¢epmentom CYP3A. JlomyrerpaBip LUPKYIIOE, TEPEBAKHUM YHHOM, B
1J1a3Mi; BHBEACHHS HHpPKAaMH HE3MIHEHOI JiF040i pedyoBHMHHU JOCUTh HU3bKe (< 1% mo3m). 53%
3arajibHOi JIO3W TIperapary, BBEIEHOi MepopajbHO, BUBOJUTHCS B HE3MIHEHOMY BHIUIAI 3
dekamismu. HeBigoMo, MOBHICTIO YM YaCTKOBO 1€ TIOB’S3aHO 3 HeaOCOpOOBaHUM MpernapaToM abo
€KCKpELIEI0 3 JKOBYIO KOH IOraTy IIIIOKYPOHIAY, SKHH MOXKE B IOJAJbLIOMY pO3KJIaJaTucs 3
YTBOPEHHSM BHXIJHOI CHOJIYKH B MPOCBITI KUIIEYHHUKY. 32% 3arajabHOi 103U Mpernapary, BBeJIeHOi
nepopaIbHO, BUIUISIETHCS 3 CEUCI0 Y BUTIISAI TVIFOKYPOHiNY aoiyrerpasipy (18,9% 3aransHoi 1030),
Metabomity N-nmeankimyBanus (3,6% 3aranbHOi 703M) Ta MeTabONITy, YTBOPEHOTO IILISXOM
OKHUCIIEHHS Ha OeH3WI0BOMY ByTJieti (3% 3araibHoi 1031).

Bzaemodis 3 nikapcorkumu 3acobamu

In vitro momyrerpaBip He moka3aB mpsMoro abo ciabkoro mpurHiueHHs (IC50 > 50 mMxM)
depmentiB mutoxpomy P450 (CYP)1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2CI19,
CYP2D6 CYP3A, ypumunmudochar-rimoxyponosmnrpanchepasn (UGT)1A1 a6o UGT2B7, abo
nepenocHukiB Pgp, BCRP, BSEP, OATP1B1, OATP1B3, OCT1, MATE2-K, MRP2 a6o MRP4. In
vitro monyrerpasip He iHaykye pepmentu CYP1A2, CYP2B6 a6o CYP3A4. Ha ocHOBI nux JaHuX
HE OUYIKYeThCS BIUIMBY JOJIyTErpaBipy Ha (apMakoKiHETHKY JIKapChKUX 3aco0iB, L0 €
cyOcTpaTaMd OCHOBHUX (epMeHTIB ab0 TMepeHOCHHUKIB (auB. po3ain «Bs3aemomis 3 iHIIMMH
JKapChKUMH 3aCO0aMU Ta 1HII BUIU B3aEMOJIIN»).

In vitro monyrerpasip He 0yB cyoctpatom OATP1B1, OATP1B3 un OCT]1 moaunu.

Bueedenns

[lepiog HamiBBUBEAEHHS NOJIyTerpaBipy CTaHOBUTH ~14 roauH. Buaumwuii 3aranbHuUl KiTipeHC
npenapaty 3 miasmu kpoBi (CL/F) ctanoBuTh nmpubim3Ho 1 J1/ToguHy y MAIi€HTiB, 1H(IKOBaHUX
BIJI, 1o 6y710 BCcTaHOBJIEHO Ha OCHOBI MONYJISALIHHOTO aHai3y (papMaKOKIHETHKH.
Jlinitinicmo/neninilinicme
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JliniiiHiCTh (DapMaKOKIHETHKU OJYTETrpaBipy 3ajJeKUTh Bi M03M Ta Jikapchkoi dopmu. Ilicns
MepopaIbHOTO 3aCTOCYBaHHS TabJIETOBAHOI JIIKAPCHKOI (hOPMH 3arajioM JOJyTeTrpaBip AEMOHCTPYE
HEJNiHIAHY (apMaKOKIHETHKY 3 MEHII HIX J030MPOIOPIIiHUM 301JIBIIEHHSIM BMICTY Ipenapary B
miasmi pu go3yBaHHI Big 2 g0 100 mr; omHak 30UIBIICHHS KOHIIGHTpAIlli JOJIyTerpaBipy €
JIO30TIPOTIOPIIIHHUM TIPH 3aCTOCYBaHHI /103 Bix 25 mr 1o 50 mr (s tabnerok). [Ipu 3acTocyBanHi
no3u 50 Mr gBa pa3u Ha 100y KOHIIEHTpallis MpOTAToM 24 roauH NpUOJIU3HO IOJIBOIOBAJIACS
MOPIBHSHO 3 TaKOIO MpH A03yBaHHI 50 MI oJIuH pa3 Ha 700Y.
Bzaemoss ’a30x midic papmaxokinemuxoo ma papmakoouHamikor
B panmomizoBaHOMYy JOCTIDKEHHI Ui BHU3HAYEHHS ONTHUMAIbHOI JIO3M TMalli€eHTH, iH(]IKOBaHI
BIUI-1, orpumyBanu monyrerpaBip sik moHotepamito (ING111521). Byno nokazaHo IIBHAKY Ta
JI0303aJIeKHY POTHBIpYCHY Iifo i3 cepennim 3menmmenasM PHK BLIJI-1 2,5 logio Ha 11 genp mis
no3u 50 mr. s mpoTuBipycHa peaxiiisi MiATPUMYyBaIacs OpoTsIroM 3—4 THIB MIC/sA 3aCTOCYBaHHS
OCTaHHBOI1 /1034 B TpyIIi, 1[0 oTpuMyBaisia 50 MT mpemnapary.
Ocobausi nonyaayii

imu
QdapmakokiHeTuka pomyrerpaBipy y 10 niteit Bikom Bim 12 pokis, iHdikoBanux BIUI-1, sxki
OTpUMYBAJIM aHTUPETPOBIPYCHY Teparito, MoKasye, 110 nepopaibHa 1o03a npenapary TiBikeit 50 mMr
OJIMH pa3 Ha 100y MPU3BOAUTH 10 YTBOPEHHS KOHIEHTpAIIil JOIyTerpaBipy, IKy MOXHA MOPIBHATH
3 KOHILIGHTPAIII€l0, 1[0 CIIOCTEPIraeThcs Y AOPOCTUX, AKI MepopaabHO OTpuMyBanu TiBiked B /1031
50 Mr oguH pa3 Ha A00y.
Hayienmu nimub020 8iKY
[Momynsiiiiamii aHai3 GpapMakOKiHETHKHU JOJIYTErpaBipy 3 BUKOPUCTAHHAM JaHUX PO AOPOCIHUX,
iH(pikoBanux BIJI-1, moka3aB BiACYTHICTh KIIIHIYHO 3HAUYIIOTO BIUIMBY BIKY Ha KOHLIEHTpALiIO
JIOITyTErpaBipy.
®dapMaKOKIHETUYHI1 JaHi JOTyTerpaBipy y Mali€HTiB BIKOM > 65 pokiB 0OMexeHi.
Hupkosa nedocmamuicmo
HupkoBuii kiipeHC HE3MIHEHOI aKTUBHOI PEYOBUHU — II€ JAPYrOpSATHUIN IUISX BHUBEICHHS
nonyrerpasipy. JlochimkeHHs (papMaKOKIHETUKH JOJyTerpaBipy HPOBOIMIIOCS Yy TMAII€HTIB 3
TSOKKOI0 HUpKoBoo HepoctaTHicTIo (CLer < 30 mur/xB) Ta 310pOBUX JOOPOBOJIBIIB 3 TPYNH
KoHTpoito. KoHmeHTtpamis noiyrerpaBipy 3meHmryBajacsa mnpuOmm3no Ha 40% y namieHTiB 3
TSOKKOI0O HUPKOBOIO HEAOCTaTHICTIO. MexaHi3M Iporo spuia HeBigomuil. Kopekuis no3u He
BBA)KAETHCSI HEOOX1THOIO JJIS TIAIIEHTIB 3 HUPKOBOIO HEJOCTATHICTIO. TiBiKEH HE JOCIIKYBaBCs y
NAIli€HTIB, SKi Mepe0yBaroTh Ha Aiaiisil.
Ileuinkosa nedocmammuicmeo
JlonyTerpaBip mepeBakHO MeTaboJi3yeTbCs 1 BUBOJIUTHCS IMediHKow. OnHYy 03y AOIyTerpasipy
50 Mr 3acTocOByBalIM 8 MAallleHTaM 3 MEYIHKOBOIO HEJOCTATHICTIO CEPEIHBOTO CTYIEHS TSKKOCTI
(xmac B 3a mkanoro Yaitnga — [1'10) Ta 8 310poBUM JOOPOBOMBISM 3 TPYMH KOHTPOIO. XOda
3arajibHa KOHIIGHTpaIlis JOJyTerpaBipy B IUia3Mmi Oyia aHAJIOTIYHOIO, Y MAIEHTIB 3 MEYIHKOBOIO
HEJIOCTATHICTIO CEPEeJHbOIO CTYMEHS TSKKOCTI CIOCTepiraiocss 30UIbIIEHHS KOHLEHTparil
HE3B’A3aHOro AoJyTerpasipy B 1,5-2 pa3u MOpPIBHSHO 31 3J0pOBUMH JOOpPOBOJBLSMHU 3 TPYIHU
KoHTpoito. Kopekiiss 103u He BBaXa€TbCS HEOOXIAHOI Uil TMAIlEHTIB 3 TEYiHKOBOIO
HEIOCTATHICTIO JIETKOTO a00 CepeIHbOTO CTYMEHS THKKOCTI. BIUIMB TSKKOiI TEYiHKOBOI
HEJI0CTaTHOCTI Ha (hapMakoKiHETUKY TiBiKero He JOCIHIHKYBaBCsl.
Lonimopghizm gpepmenmis, sxi memabonizyroms npenapam
Jloka3u Toro, mo 3BUYaHUN moaiMopdizM ¢GepMeHTIB, AKi MeTaboi3yloTh Hpenapar, CTBOPIOE
CYTTEBUN KIIHIYHMMA BIUIMB Ha (apMakOKIHETHUKY JAOIyTerpaBipy, BiACyTHI. B Meraanamizi 3
BUKOPUCTAHHSAM 3pa3KiB ()apMaKOreHOMiKH, 310paHHMX B KIIHIYHMX JOCHI)KEHHSIX Y 3J0pOBHUX
no0poBosbIiB, ocodbu 3 reHorunamMu UGT1A1 (n=7), saxi 3abe3neuyioTh ciaaOkuii meTabosizm
JOJyTerpaBipy, Mallu KiIipeHc JoayTerpasipy, Ha 32% nmxunit, 1 AUC, Ha 46% BuIlly, MOPIBHSHO 3
ocobamM, fKI MarOThb TE€HOTHMIH, IO aCOLIIOIOTHCS 3 HOPMAJIbHUM METa0OJi3MOM IpernapaTy
nursixoM UGT1A1 (n=41).
Cmamo
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[Momymsimiitamii ananiz @K 3 BukopuctaHHsM 00’ €IHAHUX NaHUX (PapMaKOKIHETUKH 3 JOCIiIKECHb
dazu b Ta dasu Il y mopocanx He BUSABUB KIIHIYHO 3HAYYIIOTO BIUIMBY CTaTi HA KOHIIEHTPAIIIIO
JOTYyTerpaBipy.

Paca

[Momynsiiiamii ananiz @K 3 BUKOpHCTaHHAM 00’ €IHAHUX JaHUX (PApPMAKOKIHETHKH 3 JOCITIKEHb
dazu IIb ta dazu Il y gopociux He BUSBUB KIIHIYHO 3HAYYIIOTO BIUIMBY PacH Ha KOHIICHTpPAIliO
JONTyTEerPaBipy.

Qonouache ingikysanns gipycom eenamumy B abo C

[TonynsamiiHuit aHami3 ¢dapMaKOKIHETHKM BKa3dye Ha Te€, IO OJHOYAcHE 1H(IKyBaHHS BIpPyCOM
remaruty C HE Mae KIIHIYHO 3HAUYYNIOTO BIUIMBY HAa KOHIIGHTpAIiO goiyrerpaBipy. JlaHi mpo
MAIi€HTIB 3 OJTHOYACHUM 1H(DIKyBaHHSAM BipycOM remnatuty B oomexeHi.

Hani ooxkniniunux docniodicensb be3nexu

JlosyTerpaBip He BHSBHUB MyTareHHHX a0O KJIACTOr€HHHMX BJIACTHBOCTEH MPH BUIPOOYBAHHSX iN
Vitro Ha OakTepisx Ta KyJIbTHBOBAHHMX KIITHHAX CCaBIIB Ta MPU MIKPOSICPHOMY TECTi y HIypiB in
Vvivo. JlonyterpaBip He BUSBUB KaHIIEPOTCHHUX BJIACTUBOCTEH MPHU JTOBrOTPUBAIUX JOCIIIKCHHSIX
Ha MHUMIAX Ta HIypax.

JonyTterpaBip He BIUIMBAa€ Ha PENPONYKTUBHY (YHKIIIO caMmIliB a00 caMOK IIypiB B 7031 0
1000 mr/kr/mo0y, HalBuIIii 1031 BUnpoOyBaHHs (B 24 pa3u BUILHA, HiX 103a 50 Mr nBa pasu Ha
o0y, siKa 3aCTOCOBYETHCS JIFO/IMHI B KIIIHIYHIN MpaKTUlli, BU3HaYeHa Ha ocHOBI1 noka3Huka AUC).
[TepopansHe 3acTocyBaHHs AoayTerpaBipy B 1031 10 1000 mr/kr/moby 3 6 o 17 neHb BariTHOCTI y
BariTHUX CaMOK IIypiB HE BHUKJIMKAJIO TOKCHYHOTO BIUIMBY Ha OpraHi3M MaTepi Ta IUIofa 1 He
YHHUJIO TepaToreHHoi naii (mo3a, B 27 pasiB Bumia, HiX go3a 50 mr aBa pasu Ha 100y, sKa
3aCTOCOBYETHCS JIIOJIMHI B KJIIHIYHIN MPaKTUIll, BU3HAYeHA HA OcHOBI okazHuka AUC).
[TepopanbsHe 3acTocyBaHHs AoayTerpaipy B 103i 10 1000 mr/kr/moby 3 8 mo 18 neHp BariTHOCTI y
BariTHUX CaMOK KPOJIiB HE BUKIMKAJIO TOKCHYHOIO BIUIMBY Ha IUTi a00 HE YMHHIIO TepaTOTE€HHOI
mii (mo3a, B 0,40 pasza Buma, HiX mo3a 50 Mr gBa pasu Ha 100y, sSIka 3aCTOCOBYETHCS JIFOJHMHI B
KIIHIYHIN MpakTuil, BU3HAYeHa Ha ocHOBI mokazHuka AUC). YV KponiB TOKCUYHHM BIUTUB Ha
OprafisaM Marepi (3MEHIICHHS CHOXHMBAaHHSA 1XKi, Majla KiUIbKICTH/BIACYTHICTh ()i31070TT9HMX
BUIIOPOKHEHB/JIlype3y, 3MEHILIeHHs Ha0opy Macu Tina) BingMmivaBcs npu go3i 1000 mr/kr (B
0,40 pasa Bumiiid, HiX 7032 50 Mr aBa pa3u Ha A00y, SKa 3aCTOCOBYETHCS JIOIAMHI B KIIHIYHIN
MPaKTHII, BU3HaUYeHa Ha ocHOBI moka3Huka AUC).

BrnmB TpuBaNoro IMIOJEHHOTO JIIKYBaHHS BHCOKHMMH JI03aMH JIOJYTETPaBipy OIIIHIOBAaBCS B
JIOCIIJKEHHSAX TOKCHYHOCTI MPHU MOBTOPHOMY BBEJEHHI NMEPOPATBHUX 103 Iypam (10 26 THXKHIB)
Ta MaBnam (10 38 TIKHIB). Y ILIypiB Ta MaBI OCHOBHHUI BIUIMB JOJyTErpaBipy B J03aX, 5Kl
CTBOPIOIOTh CUCTEMHH BIUTUB 1 € BUIIMMU npubnusHo B 21 Ta 0,82 pa3za, Hix 103a 50 mr aBa pasu
Ha 100y, sIKa KJIIHIYHO 3aCTOCOBYEThCSA JIIOJIMHI Ta BU3HAUY€HAa Ha OCHOBI moka3zHuka AUC,
OB ’SI3yBaBCsl 3 IMOPYLIECHHSIM TOJIEPAHTHOCTI 3 OOKY HUTYHKOBO-KHIIKOBOIO TPakTy abo Horo
nospa3zHeHHsAM. OCKUIbKM MOPYIIEHHS TOJEPAaHTHOCTI 3 OOKY IUIYHKOBO-KUIIKOBOTO TpPAKTY
(ILIKT) moB’si3yeThCsl 3 MICIIEBUM BBEJEHHSIM [1F0U01 PEUOBHUHH, CUCTEMH BUMIPIOBaHHS MI/KT a00
MI/M? € BiMOBiHMMH OJUHHIAMH MOKA3HUKIB O€3MEYHOCTi I TaKoi TOKCHYHOCTI. ITopyurents
tonepaHTHOCTI 3 6oky IIIKT y maBn BUHMKaIO mpu 1031, sika B 15 pa3iB BuIla, HIK €KBiBaJIEHTHA
J103a y JIOJMHH, BUpaXkeHa B MI/KI (3a OCHOBY OepyTh JIOAMHY 3 Macoro Tina 50 kr), 1 B 5 pa3is
BUINA, Hi)K EKBiBANGHTHA 71033 y JIOJMHH, BUPAKEHA B MI/MZ, JUIs TepaneBTHYHOI 1031 50 Mr j1Ba
pasu Ha 100y.

Kainiuni xapakrepucTuku.

Ilokazanns.

TiBikeil MmokazaHuii B KOMOIHali 3 IHIIMMHM aHTHUPETPOBIPYCHUMHM JIKapCHKUMHU 3aco0amul JUIst
JIKYBaHHS JIOPOCTHMX Ta JiTel BikoM Bia 12 pokiB, iHpIKOBaHUX BipycOM iMYHOIE(IUTY JTHOAUHU
(BLI).

Ilpomunoxazanns.
[TigBuIIeHA Y TIUBICTH 10 1104901 pe4OBUHH 200 10 Oy/1b-SKO1 TOMOMIKHOI pEUOBHHHU.
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OpHouacHe 3acTocyBaHHs 13 nmoderwnigoMm (AuB. po3fin «B3aemomis 3 IHIIUMHU JKAPCHKUMU
3aco0aMu Ta 1HII BUU B3AEMOIIN).

B3aemooia 3 inwmumu nikapcoKumu 3acodoamu ma inuwii 6UOU 83ae€Mo0iil.

By iHmmx npemnapatiB Ha papMakOKiHETUKY JIOTYTErpaBipy.

SIki1o icHye pe3uCTEeHTHICTD JI0 MpemnapariB Kiiacy 1Hri0iToOpiB iHTErpa3u, HEOOX1THO HE JOMYCTUTH
BIUTUBY (DaKTOPIB, SIKi 3SMEHITYIOTh KOHIIEHTPALIIIO IOJIyTETPaBipy.

JonyTerpaBip MepeBa)XHO BHBOAMTHCS HUIIXOM Merabomizmy min giero ¢gepmenty UGTI1AL.
HonyrerpaBip Takox € cyocrparom UGTI1A3, UGTIA9, CYP3A4, Pgp ta BCRP (6inok
PE3UCTEHTHOCTI paKy MOJIOYHOI 3aJ03HM); TaKUM YHHOM, JIKapChKi 3aco0W, sIKi 1HIYKYIOTh IIi
(depMeHTH, MOXYTh 3HH3WTH IUIa3MOBY KOHIIGHTPAIIO JOJYTErpaBipy 1 3MEHIIUTH HOTO
TepaneBTHYHUI edpekT (auB. Tabmuuio 6). OmgHOYAacHE 3aCTOCYBAHHS JOJIYTETPaBipy 3 IHIIMMHU
JIKApCbKUMU  3aco0aMM, SKi NPHUTHIYYIOTH 11 (EPMEHTH, MOXKE€ IMMJBHIIUTH TUIa3MOBY
KOHIICHTpAILII0 JA0JIyTerpaBipy (1uB. Ta0muirko 6).

BcMokTyBaHHS 10STyTerpaBipy 3MEHIYETHCSI ICBHUMH aHTAIMIHIMH IIperapaTaMu (IUB. TaOJIHII0
6).

BnnuB gonyrerpaBipy Ha hapMakOKiHETHKY IHINUX MpenapaTiB

In vivo nonyrerpasip He BiunBae Ha minazonam — nerekrop CYP3A4. Ha ocHoBI in vivo Ta in vitro
JAHUX, HE OUIKYETHhCS BIUIMBY JOJIyTerpaBipy Ha (hapMakOKIHETHKY JIKapChKUX 3aco0iB, sKi €
cyOcTparaMu Oy/b-SKOTO OCHOBHOTO (hepMeHTY abo mepeHocHuka, takoro sik CYP3A4, CYP2C9
Ta P-gp.

In vitro gomyrerpaBip npUrHidYye HUPKOBUH O1IOK — MEPEHOCHUK opraHiunux kartioHiB 2 (OCT2) i
MYJIbTHIIEPEHOCHUK TMpenapaTiB Ta MepeHOCHUK TokcuHiB ekctpysii 1 (MATE-1). In vivo y
NAIEHTIB CIIOCTEpirayiocst 3HW)KEHHS KiipeHcy kpeaTuHiny Ha 10-14% (cekpetopna Qpaxiis
sanexuth Bin mepenocHuka OCT2 ta MATE-1). In vivo momyrerpaBip MOKe MiJBHIIYBATH
TUTa3MOBI KOHIICHTpAIlii JIKapChKUX 3ac00iB, BUBSACHHS sSKHUX 3ayexuTh Big OCT2 a6o MATE-1
(takux sk qoderwmmin, MeThopmin) (IuB. TaOIUIEO 6 Ta po3ain «[IpOTHIIOKA3aHHSY).

In vitro monyrerpaBip NMpHUrHiYye HUPKOBI NMEPEHOCHUKHU 3aXOIUICHHS CyOCTpaTiB, MEPEHOCHUKH
opraniyaux aHioHiB OAT1 ta OAT3. 3 orisny Ha HelOCTaTHIM BIJIMB cyOcTpaTy TeHO(DOBIpY Ha
dapmakokinetuky OAT in vivo, npuraidenas OAT1 in vivo manoiimoBipue. [Ipurniuenns OAT3
HE JTOCIIDKyBaocs in Vivo. JlomyrerpaBip Moxe 301IbIITYBAaTH TIa3MOBI KOHIIEHTPAIIIT JIIKapChKUX
3ac001B, BUBEACHHS SIKUX 3aJIeKUTE Bl OAT3.

BcTraHoBieHi Ta MOXIIMBI B3a€MOJIl 3 MEBHMMHU aHTUPETPOBIPYCHUMH Ta IHIIMMHU JIKApPChKUMHU
3acobamu mieperiueHi B Tabnuii 6, B AKil IMiIBUIIEHHS IMO3HAYAETHCS CHMBOJIOM T, 3HIDKEHHS — |,
BIICYTHICTh 3MiH — <>, IUIOIIA TiJ KPUBOIO «KOHIeHTpauig-yacy — AUC, makcumanbHa
3apeecTpoBaHa KOHIEHTpAIis — Cmax, KOHIICHTpAIIiS B KiHIII TIepioAy go3yBaHHs — C;.

Tabnurs 6
B3aemogii npenaparis

I'pynu B3aemonis, cepenne
. Pexomenganii om0 01HO4YACHOTO
JiKapCchbKHX reoMeTpuyHe 3HaYeHHA
. . o 3aCTOCYBAHHS
3aco0iB 3minm (%)
IIporuBipycHi npenaparu nporu BIJI-1
Henyxneoszuoni in2ibimopu 360pomuoi mpancKkpunmasu

EtpaBipun (6e3 Jlonyrerpasip ETpaBipun 6e3 OycToBaHUX 1HTI0ITOPIB
OycTOBaHMX AUC | 71% MpOTea3u 3HWKYE KOHIICHTPAIIIIO
1HT10iTOpIB Cmax ¥ 52% JIOJyTEerpaBipy B IUIa3Mi KPOBI.
MpoTEas3y) Ct ! 88% PexomennoBana /103a 10JIyTerpaBipy

ETpaBipun <>
(ctumyssnis GepMeHTiB
UGT1A1l ta CYP3A)

cTaHoBUTH 50 MT JBa pa3u Ha 100y MpH
JKyBaHHI €TpaBipuHOM 0€3 OyCTOBaHHMX
iHri6iTOpiB Mpoteasu. Jlomyrerpasip He
MO’KHa 3aCTOCOBYBATH 3 €TpaBIpuHOM 0€3
OJIHOYACHOTO MpHIioMy
aTa3zaHaBipy/pUTOHABIPY,

JlapyHaBIpy/pUTOHABIpYy a0
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JIOTIiHABIPY/pUTOHABIPY MAalliEHTaM 3
PE3UCTEHTHICTIO JI0 MpenapariB Kiacy
1HT10ITOPIB iIHTErpa3u (IUB. HUXKYE Y TAOJIHII)

Jlominagip/ JlonyTerpagip <> Hemae HeoOXiTHOCTI B KOPEKIIiT T03H.
puToHaBip + AUC T 11%
eTpaBipuH Crmax T 7%
C. T 28%
LPV &
RTV &
Hapynasip/ Jlonyrerpasip Hemae He0OXiTHOCTI B KOPEKITii JO3H.
puTOHaBIp + AUC { 25%
eTaBipHUH Crnax ¥ 12%
C.{ 36%
DRV &
RTV &
Edasipenry Jlonyrerpasip PexomenoBana 103a 10i1yTerpaBipy
AUC | 57% ctaHoBUTh S0 Mr aBa pa3u Ha A00Y Npu
Crnax ¥ 39% 0JIHOYaCHOMY 3aCTOCYBaHHI 3 e(paBipeHIIOM.
C. 4 75% SIKIIO € Pe3UCTEHTHICTH JI0 MPEenapariB Kiacy
Edasipenit <> (icropuasi 1HT101TOpIB 1HTETPA3H, HCO6).(i,Z[HO I')OBFJiIfII[al?I/I
KOHTPOi) MUTAHHS PO AIBTEPHATHBHI KOMOIHaIIi1, sKi
(cTHMYAIS (hepMenTiB HE BKJIIOYAIOTh e(aBipeHIl.
UGTI1A1 ta CYP3A)
Hesiparin JlonyTterpagip J PexoMeHnoBaHa f03a 10IyTerpaBipy
(HE mocmipKyBaBCH, ctaHoBUTh 50 Mr J1Ba pa3u Ha 100y npu
OYiKYETHCS aHAJIOTIYHE OJIHOYAaCHOMY 3aCTOCYBaHHI 3 HEBIpAIiHOM.
3MEHIIEHHS BIUIUBY, ike | SIKILO € pE3UCTEHTHICTH JI0 NIPEnapaTiB Kiiacy
CIIOCTEPIraeThes Ipu 1HT101TOpiB 1HTErpa3y, He0OX1JHO PO3IIIANATH
3acTOCYBaHHI e(haBipeHily, y | MUTaHHS PO albTEPHATHBHI KOMOIHAIIi, AKi
3B’S3KY 3 IHAYKIIEIO) HE BKIIIOYAIOTh HEBIpaIiH.
PunmiBipun Jonyterpasip <> Hemae HeoOX1THOCTI B KOPEKIIIi 103H.
AUC T 12%
Crmax T 13%
C. T 22%
PunniBipun <>
Hyxneosuoui ineibimopu 360pomHoi mpanckpunmasu
Tenodoip Jonyterpasip <> Hemae HeoOX1THOCTI B KOPEKIIii 103H.
AUC T 1%
Crmax ¥ 3%
C. 4 8%
Tenodoip <>
Ineibimopu npomeasu
ATazaHaBip Jlonyrerpasip T Hemae He0OXiTHOCTI B KOPEKITii JO3H.
AUC T 91%
Crmax T 50%
C. T 180%
ArTazanaBip <> (icTopuyHi
KOHTPOJI)
(mpUrHiYeHHs PepMEHTIB
UGTI1Al ta CYP3A)
ArazanaBip/ Jlonyrerpasip T Hemae HeoOXiTHOCTI B KOPEKITii JO3H.
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AUC T 62%

PUTOHABIp
Crmax T 34%
C. T 121%
ATtazanaBip <>
Puronasip <>
(mpurHideHHs GepMEHTIB
UGTI1A1 ta CYP3A)
Tunpanasip/ Jlonyrerpasip PexoMeHi0BaHa 7032 TOyTEeTrpaBipy
pPHUTOHABIp AUC | 59% cTaHoBUTH 50 MT 1Ba pa3u Ha 00y MpH
(TPV+RTV) Crnax ¥ 47% OJTHOYACHOMY 3aCTOCYBaHHI 3
C. | 76% TUTIPaHaBIpOM/PUTOHABIPOM 3a BIJICYTHOCTI
(cTUMyJIList epMeHTIB PE3UCTEHTHOCTI JIO TperapariB KJiacy
UGT1A1 1a CYP3A) 1HT101TOpIB iHTerpa3g. ‘
SIKII10 € pe3UCTEeHTHICT JI0 TperapariB Kiiacy
1HT101TOpIB 1HTETpa3H, HEOOX1THO YHUKATH
miei koMO1HaIl.
@ocammnpeHaBip/ Jlonyrerpasipy Hemae HeoOX1AHOCTI B KOpeKIii 1034 3a
PUTOHABIP AUC | 35% BiJICYTHOCT1 PE€3UCTEHTHOCTI J0 MpenaparinB
(FPV+RTV) Crax ¥+ 24% KJIacy iHriOITOpiB iHTErpa3H.
Ctd 49% SIKII10 € Pe3UCTeHTHICTS JI0 TIPeTapariB Kiiacy
(cTUMYJIList epMeHTIB IHT101TOpIB 1HTETPA3H, HCO6).(i,Z[HO posriisnari
UGTI1AI ta CYP3A) MUTaHHS PO ATLTEPHATUBHI KOMOIHAIIIT, SIKi
HE BKJIFOYAIOTh (hocaMIIpeHaBip/pUTOHABIP.
Hendinasip JlonmyTerpagip <> Hemae HeoOXiTHOCTI B KOPEKIIii T03H.
(HE TOCTiKYBaBCs)
Hapynasip/ Jlonyrerpasip Hemae HE0OXiTHOCTI B KOPEKITii JO3H.
PHTOHABIp AUC | 22%
Crmax v 11%
C2s | 38%
(ctumyssinis hepMeHTIB
UGT1A1 ta CYP3A)
Jlominasip/ JomyTerpasip <> Hemae HeOOX1IHOCTI B KOPEKIi 031.
PHUTOHABIp AUC | 4%
Cmax <> 0%
Caa{ 6%
Inmi npoTuBipycHIi npenaparu
Bbouenpesip Jonyrerpasip <> Hemae HeoOXi1THOCTI B KOPEKIIii 103H.
AUC T 7%
Crmax T 5%
CtT8%
Bouenpesip <> (ictopuyuHi
KOHTPOJI1)
JHakmaracsip Honyrerpasip <> JlakmaTacBip CyTTEBO HE 3MIHIOE€ KOHIICHTpAIIii
AUC T 33% JOJyTerpaBipy B Iu1a3Mi Kposi. Jlomyrerpasip
Crmax T 29% HE 3MIHIOE€ KOHIIEHTpALlli JaKJIaTacBipy B
ct T 45% I1a3Mi KpOBi
TlakmaTacsip <> Hemae He0OXiTHOCTI B KOPEKITii JO3H.
Inwi npenaparu
Ilpomuapummiuni npenapamu
Hoderumina Todernmin T OnHoYacHEe 3aCTOCYBAaHHS JIOJTyTETpaBipy Ta

(He mochiaKyBaBcs,

nodeTutiry IpoTUIIOKa3aHe y 3B SI3KY 3
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IMOTEHIIIHE M1IBUAICHHS
4yepe3 IPUTHIYCHHS
nepeHocHuka OCT?2)

MOTEHIIIHO 3arPO3JIMBOIO IS JKUTTS
BHACJIIJOK TOKCUYHOI 111 BUCOKOIO
KOHIIEHTpaIli€o godeTumiay.

IlIpomucyoommui npenapamu

Kapb6amazemin Jlonyrerpasip PexoMeHi0BaHa 7032 IOyTETrpaBipy
AUC | 49% ctaHoBUTH 50 MT J1Ba pa3u Ha 100y Mpu
Crmax ¥ 33% OJIHOYAaCHOMY 3aCTOCYBaHHI 3
Ct 4 73% kapOamazeninom. [lamientam 3
PE3UCTEHTHICTIO JI0 iHT10ITOPIB iHTErpa3u ciij
32 MOXKJIMBOCTI MPU3HAYMUTHU TIperapaTH,
IbTEpPHATHBHI KapOaMaseriny.
Okckapba3erin Jlonyrerpasip PexomenoBana 103a 10i1yTerpaBipy
®eHiToiH (He MOCIiHKYBaBCS, cTaHoBUTH 50 MT JBa pa3u Ha 100y MpH
®denobapOiTan OYIKY€EThCS 3HIKEHHS Y 0JIHOYACHOMY 3aCTOCYBaHHI 3 BKa3aHUMHU
3B’SI3KY 31 CTUMYJISITIEIO CTUMYyJsITOpaMu Metaboinizmy. [lamientam 3
(bepmenTiB PE3UCTEHTHICTIO JI0 1HT10ITOPIB IHTErPa3H CIIiJT
UGT1Al ta CYP3A, 32 MOKITUBOCTI MMPU3HAYUTH KOMOIHAIII1,
OUIKYETHCS 3HUKCHHS aNbTepHATUBHI BKa3aHUM CTUMYIIATOPaM
eKCIO3MULLT, sike moaibHe 10 | MeTabouizmy.
TOT0, L0 CIIOCTEPIraiu npu
3aCTOCYBaHHI 3
KapOaMa3erniHoM)
A301bHi npomuepubKosi npenapamu
Keroxonazoin JlonyTerpasip <> Hemae HeoOximHOCTI B KOpekiii go3u. Ha
DykoHazou (HEe noCTiKyBaBCs) OCHOBI JjaHuXx 1po ixi inribiropu CYP3A4,
ITpakonazon CYTT€BE MiABUILECHHS HE OYIKYETHCS.
ITocakoHason
Bopukonazon
Pocnunni npenapamu
3Bipo0iii Jonmyrerpagsip J PexoMeHnoBaHa f03a 0IyTerpaBipy

(He mocmiKyBaBcs,
OYIKY€ETHCS 3HIDKEHHS Y
3B’SI3KY 31 CTUMYJISIIIEIO
depmentiB UGT1A1 Ta

CYP3A, ouikyeTncst

3HWKEHHS €KCIO3MIIIT,
noAi0He 10 TOTO, IO
CIIOCTEpIraiu Mpu
3aCTOCYBaHHI 3

ctaHoBUTH 50 Mr J1Ba pa3u Ha 100y Mpu
0JIHOYaCHOMY 3aCTOCYBaHHI 31 3B1Ip000O€EM.
[TarieHTaM 3 pe3UCTEHTHICTIO 10 1HT101TOPIB
IHTErpa3u CIiJl 32 MOXKIIUBOCTI IPU3HAYUTH
KOMOI1HaIIi1, sIK1 He BKJIFOYAIOTh 3BIpOOii.

KapOama3zeniHoMm)
Anmayuou ma 6io0obasxu
AnTanuau, axi Joyrerpasip N AnTanuag, ki MiCTSTbh MarHii/aJTroMiHIH,
MICTATh AUC | 74% HEOOX1THO MPUMUMATH OKPEMO BiJ
MarHii/antoMiHii Cmax ¥ 72% JoIyTerpasipy (IoHalMeHIle yepe3 2 roJuHH

(KOMILJIEKCHE 3B’ A3yBaHHS 3
MOJIIBAJICHTHUMHU 10HAMH )

micist a0o 3a 6 TOJIMH 10 HOTO IPUHOMY).

Biono6asku 3
KaJIBI[IEM

HomyTerpasip J
AUC { 39%
Crnax ¥ 37%
Cas 4 39%
(KOMILIEKCHE 3B’ SI3yBaHHS 3
M0JIIBAJICHTHUMHU 10HAMM)

Bionobasku 3

Jonyrerpasip J

Biogo6aBkHu 3 KaJdbLieM, 3a1i30M ab0
MOJIIBITAMIHU HEOOX1AHO MpUUMaTH OKPEMO
BiJ] IoNyTerpasipy (IoHaiiMeHIIe yepes 2
TOIMHH Ticis a00 3a 6 TOAUH [0 HOro
npuiiomy).

16




AUC { 54%

3aJi30M
Crnax ¥ 57%
Cas 1 56%
(koMILIEKCHE 3B’s13yBaHHS 3
MOJIIBAJICHTHUMH 10HAMH )
[ToniBiTaminu Jlonyrerpasip
AUC | 33%
Crmax ¥ 35%
Cas {4 32%
(KOMIUIEKCHE 3B’ SI3yBaHHA 3
MOJIIBAJICHTHUMH 10HAMH )
Kopmuxocmepoiou
[Tpennizon JlonyTerpasip <> Hemae HeoOXiTHOCTI B KOPEKIIii 103H.
AUC T 11%
Crax T 6%
C.T17%
Ilpomudiabemuuni npenapamu
Metdopmin Merdopmin T Cri po3risiHyTH KOPEKIifo 1031 MeThopMiHy
I[Tpu cymicHOMY Ha [10YaTKy Ta IPH 3aBEpIIEHHI CYMICHOTO
3aCTOCYBaHHI JOJIyTErpaBipy | 3aCTOCYBaHHs J0JIyTerpaBipy 3 METQOPMIHOM
y 103yBaHHi 50 MI ofiuH pa3 | A4 MIATPUMAHHS IIKEMIYHOTO KOHTPOJIIO.
Ha 100y JJis mamieHTiB 3 TOMIPHUM CTYIIEHEM
[Toka3uuku MeThopMiHy: | HUPKOBOI HEAOCTATHOCTI CIILJ PO3IJIAHYTH
AUC T 79% KOPEKIIiI0 1031 METHOPMIiHY IIPU HOTOo
Crmax T 66% CYMICHOMY 3aCTOCYBaHHI 3 IOJIyTerpaBipoM,
IIpu cymicHOMY TOMY IO TIPY TiABHUIIEHIH KOHIICHTpALii
3acTOCYBaHHI oIyTerpasipy | MCTQOpMiHY icHYe H?I[BI/I.H_IGHI/II‘/'I pU3HK
y no3yBaHHi 50 Mr 1Ba pasu | JTAKTOAIHI03Y Y NALIEHTIB 3 IOMIPHAM
Ha 100y CTYIEHEM HUPKOBOI HEZJOCTATHOCTI (JIUB.
IMokasHuky MeTdopmMiny: | PO3ILT «Oco0IMBOCTI 3aCTOCYBAHHS»).
AUC T 145 %
Cmax T 111%
IIpomumybepkynvbo3ui npenapamu
Pudammninun Honyterpasip d PexomenoBana /103a 1oiyTerpaBipy
AUC | 54% cTaHoBUTH 50 MT JBa pa3u Ha 100y MpH
Crnax ¥ 43% 0JIHOYAaCHOMY 3aCTOCYBaHHI 3 pupaMIiIUHOM
C.172% 3a BIZICYTHOCTI PE3UCTEHTHOCTI J10 MpenapariB
(cTUMyJIALs hepMEHTIB KJIacy i.Hl"i6iTOpiB iHTerp'asn. ‘
UGTI1A1 1a CYP3A) SIK1110 iCHY€ PEe3UCTEHTHICTD /10 Mpenaparis
KJIacy 1HT101TOPIB 1HTETrpa3u, HEOOX1THO
YVHHUKATH 11i€1 KoMOiHAaI1 (IUB. PO3aia
«Oco0IMBOCTI 3aCTOCYBAHHSD).
Pudabyrun HonyTterpasip <> Hemae HeoOXiHOCTI B KOPEKIIii 1031.
AUC | 5%
Crmax T 16%
C. 4 30%
(ctumyssnis GepMeHTiB
UGTI1Al ta CYP3A)
IlepopanvHi konmpayenmugu
ETuninectpanmion Jonyrerpasip <> Honyterpasip He Mae hapMaKoIMHAMIYHOTO
(EE) Ta EE & BILTMBY Ha JIIOTeTHI3yrounii ropmoH (JII),
Hopenrectpomin AUC T 3% ¢omnikynoctumymntorounii ropmos (OCI') Ta
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(NGMN) Crmax ¥ 1% nporectepoH. Hemae HeoOXiJHOCTI B KOPEKIIil

NGMN < JIO3U TIePOpaTbHUX KOHTPAIICTITHBIB MPH iX
AUC | 2% OJJHOYAaCHOMY IPUHOMI 3 JT0JIyTErPaBIpoOM.
Crmax ¥ 11%
Ananeemuxu
Meranon Jonyrerpasip <> Hemae HeoOXiTHOCTI B KOPEKIIil 1031

Metanon < KOIAHOI'O 3 IpeIaparis.

AUC { 2%

Cimax <> 0%

C:4 1%

ITH.
JlociKeHHs B3a€EMOIi1 POBOTUIIHCS JIUILE Y JOPOCITHUX.

Ocoobnueocmi 3acmocysamnnsi.

Xoua Oyno TOBEICHO, 10 €PEKTUBHA CYIIPECis BIpyCy aHTUPETPOBIPYCHUMHU TperiapaTaMu CyTTEBO
3MEHIIly€ PU3UK HOro rnepejnadi CTaTeBUM LUIAXOM, 3aJIMIIKOBMM PU3UK BUKIIOYATH HE MOXHA.
HeoOxiqHO BXUTH 3amOODKHHX 3aXOJiB I TOMEPEDKEHHS Tepeaadi Bipycy BIAMOBITHO [0
HalllOHAJTBHUX PEKOMEHIAIIiM.

PesucTeHTHICTS 10 mpemapariB  KJacy iHTIOITOpiB iHTErpa3u, siKa BHKIWKA€E OCOOJIMBE
3aHENOKOEHHS.

[TpuiimMaroun pimieHHS NPO 3aCTOCYBAaHHS JOJYTETpaBipy y pa3i pe3sUCTEHTHOCTI A0 MpernapariB
KJIacy 1HTI0ITOpIB 1HTErpasu, HEOOXiHO BpaxyBaTH, IO AKTHUBHICTb JIOJYyTErpaBipy CYTTEBO
3MEHIIYEThCS MPH 1H(IKYBaHHI MallieHTa MTaMaMH BipyCy, sSKi MPHUXOBYIOTh BTOPHHHI MyTaiii
Q148+ > 2 Bim GI40A/C/S, EI38A/K/T, L741 (mmB. miaposnin «DapMakoIuHAMIKA).
He3po3yminio, HaCKiIbKH JOIyTeTpaBip 3a0e3nedye T0AaTKOBY €(peKTUBHICTh IMPU HASIBHOCTI TaKOi
PE3UCTEHTHOCTI JI0 MpernapariB Kiacy iHri0iTOpiB iHTETrpasu.

Peakiii miBUIIIEHOT YYTIMBOCTI.

[Ipu 3acrocyBaHHI JOJyTErpaBipy MOBIIOMIISUIOCS NP0 pEakiii IMiJBUINEHOI YyTIMBOCTI, SIKi
XapaKTepU3YIOThCS BHCHUIIOM, CTPYKTYPHHMH 3MiHaMH, a 1HOAI — JAUC(YHKIIE€O OpraHis,
BKJIIOUAIOYHM TSDKKI peakuii 3 00Ky meuinku. JlomyTerpaBip Ta iHIII MpemnapaTH, Kl BUKIUKAIOTh
Mi703py MIOJI0 MOKJIMBOCTI BUHUKHEHHS PEaKilii MiJBUIEHOI YYTIUBOCTI, HEOOXITHO BIAMIHUTH
BiJIpa3y, SKIIO BUHHUKAIOTh O3HAKW a00 CUMIITOMH PEaKI[iil MiABUINEHOT YyTJIMBOCTI (BKIJIIOYAIOYU
CWJIbHUI BHCcUN a00 BUCHI, SKMH CYINPOBOJUKYETHCS IMiJABUILEHHAM PIBHS MEYIHKOBUX (PEPMEHTIB,
rapsiuky, 3arajbHe He3yKaHHs, BTOMJIIOBAaHICTb, O1Ib y M’A3aX a0o cyrio0ax, yTBOPEHHS MyXHpIB,
Yp@KEHHS  POTOBOI  MOPOXXKHMHM,  KOH IOHKTHMBIT,  HaOpsk  o0auuus,  e03uHOQLIiI0,
AQHT10HEBPOTUYHMI HaOpsK, ajne He oOMexyrounuch HUMH). HeoOXilHO KOHTPOJIOBATH KIITHIYHUM
CTaTyc, BKJIIOYAIOUM JIOCITIIPKEHHs PiIBHS MEYIHKOBUX aMiHOTpaHcdepa3 Ta OuipyOiHy. 3aTpuMKa y
BIJIMiHI JIIKyBaHHS JOJyTEerpaBipoM a00 1HIIMMH MiA03PIOBAHUMH IIOJ0 MOXKJIMBOCTI BUHUKHEHHS
peaxiiii miABHUIEHOI YYTIMBOCTI AIFOYMMH PEUYOBHHAMHM MICIS BHHUKHEHHSI PEaKIiil IMiJBUIIEHOT
YYTIMBOCTI MOKE MIPU3BECTH JI0 PO3BUTKY AJIEPT1UHOI peaKllii, [0 3arpoxKye KUTTIO.

CuHApoM IMYHHOI peakTHUBallii

YV BUI-iH(}1KOBaHUX MalI€HTIB 3 TSKKUM IMYHOAE(PIIUTOM HAa MOMEHT MOYaTKy KOMOIHOBaHOI
antuperposipycHoi Tepamii (KAPT) Moxe BUHUKHYTH 3amajibHa peaklis Ha Oe3CMMITOMHI abo
3aJIUIIKOB1 OMOPTYHICTHYHI 30yAHMKHM 1 BUKJIMKATH CEPHO3H1 KJIIHIYHI MPOSIBU a00 MOTIpIICHHS
CUMITOMIB. 3a3BHuail, Taki peakxiiii CrocTepirajucs MPOTATOM MEpUIMX JEKIIbKOX THXKHIB a00
MmicsauiB micas noyatky KAPT. BianoBiiHMMU TOpuUKIaJaMH € LHUTOMETajOBIpYCHHM PpETHHIT,
reHepaiizoBaHi Ta/abo ¢okambHi MikoOakTepiasibHi 1H(EKIil Ta MTHEBMOHIsA, CHpPUYMHEHA
Pneumocystis jirovecii. bynp-siki 3amanbHi CHMITOMH TOTPIOHO OILIHUTH, 1 y pa3i HEOOXIAHOCTI
noyaTtu JiKyBaHHA. TakoX TMOBIAOMIIIIOCS TNPO ayTOIMYHHI 3aXBOpIOBaHHS (Taki SK XBOpoOa
['peiiBca Ta ayTOIMyHHUI renaTwT), SKI BUHUKAIM B MPOLECI BITHOBIEHHS IMyHITeTy. OJHaK 4ac
BUHUKHEHHS 3aXBOPIOBAHHS, IIPO SIKUI MOBIIOMIISIOCS, € OUTBII BapiaOelbHUM, 1 11l SIBUIA MOXKYTh
BUHUKHYTH uepe3 0arato MiCALIB MICs MOYaTKy JIKyBaHHS.
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VY neskuxX MauieHTIB 3 OAHOYACHUM iH(]IKyBaHHAM BipycoMm renatuty B ta/abo C cmocrepiranocs
T1IBUIIEHHS 010XIMIYHUX IMOKAa3HUKIB (DYHKIII] MEUIHKY HA TTOYATKY JIKYBaHHS JOJIyTETrPaBipOM.
KoHTponb 610XiMIYHUX MOKA3HUKIB (YHKIIT MEYIHKA PEKOMEHAYEThCS 3A1MCHIOBATH Y MAIlI€HTIB 3
oJIHOYacHUM 1H(]iIKyBaHHAM BipycoM rematuty B ta/abo C. OcobnrBa 00epexHICTh HEOOXiqHA Ha
noyaTKy Ta MiJ 4ac MmiATpuMaHHA edekTuBHOI Tepamii rematuty B (3rifHO HacTaHOB IO
JIKYBaHHIO), SIKIIIO Tepallisi HA OCHOBI JOJIYTErpaBipy PO3MOYHMHAETHCS Y MAIIEHTIB 3 OJTHOYACHUM
iH}iKyBaHHsAM BipycoMm renatuty B (auB. po3ain «I1oGivni peakmii»).

OnopTyHiCTUYHI 1H(EKITi.

[TamieHTiB HEOOXITHO TOMEPEIUTH TMPO Te, IO JoayTerpaBip abo Oyab-SKWi  IHIIHI
aHTUpeTpOBipycHUIl npenapat He jnikye BlJI-indekuiro, 1 mpo Te, M0 Y HUX MOXYTh BUHUKHYTHU
onopryHicTH4Hi iH(ekuii Ta iHmi yckmamgHeHHs BlJI-indexmii. Omke, naiieHTH MTOBUHHI
3aJUINATHCS 1] PETEIbHUM KIIHIYHUM CIIOCTEPEKEHHSIM JIKapiB, SKi MalOTh JOCBiA JIKyBaHHS
3aXBOpPIOBaHb, acoliioBanux 3 BlJI-iHdekmiero.

Bsaemonii npenapartis.

Slkiio B marieHTa iCHye pe3UCTEHTHICTh JI0 IperapaTiB Kijacy iHTri0iTOpiB iHTerpa3u, HeoOXiTHO He
JOMyCTUTH i (aKkTOpiB, sIKi 3MEHIIYIOTh BIUIMB JoiyTerpaBipy. [lo Takux ¢akropiB Hamexarb
OJIHOYACHE 3aCTOCYBaHHS JIIKAPCHKHUX 3ac00iB, sIKI 3MEHIIYIOTh KOHIICHTPAINIO JOJIyTErpaBipy
(Takux SIK aHTAUWAM, SKI MICTATh MarHii/amoMiHild, 010100aBKM 3 3ali30M Ta KajblIlieM,
MOJIBITAMIHM ~Ta CTUMYJISTOpH, eTpaBipudH (0e3 OycToBaHHMX IHTIOITOpPIB  MpoOTeasu),
TUIpaHaBip/puUTOHaBIp, pudamminuH, 3BipoOild Ta MesKi MPOTHENJIENTHYHI Ipernaparu) (IuB.
po3ain «B3aeMois 3 IHIIUMU JTIKapChbKUMU 3ac00aMu Ta 1HII BUAM B3aEMOIIN).

JonyTerpaBip miABHILY€e KOHIEHTpaImiro MeTgopminy. I MATPUMKH TIIKEMiYHOTO KOHTPOIIO
Moke OyTH MOTpiOHA KOpekiis J03u MeT(HOpMiHY Ha MOYaTKy Ta MpPHU 3aBEpIICHHI CYMICHOTO
JTIKyBaHHS TOJyTerpaBipoM Ta MeTdopMmiHOM (AuMB. po3ain «B3aemomis 3 IHIIMMHU JIIKAPCHKUMH
3ac00aMU Ta IHIN BHIM B3a€EMOii»). MeThOpMiH BHBOIWUTHCS HHUPKAMH, i TOMY BaXKJIUBO
KOHTPOJIIOBAaTH (PYHKIIF0O HUPOK TpPH CYMICHOMY JiKyBaHHI 3 noiyrerpaBipom. KombOinaris mux
mpenapaTiB MOKe MiJBUIIUTH PU3MK JAKTOALUUI03Yy Y MAIIE€HTIB 3 MOMIPHUM CTYINEHEM HHUPKOBOI
HenoctatHocTi (cramis 3a, wiipeHc kpeatuniny [CrCl] 45-59 mu/xB), TOMy peKOMEHIYEThCS
ocobnuBa yBara. Jlikapro ciii po3riisiHyTH MOKIIMBICTh 3HIKEHHS 103U METHOPMIHY.
OcTeoHEKpO3.

Xo4da eTIONIOTisl OCTEOHEKPO3y 1 BBaXKaeThcsl 0araToakTOpPHOIO (BKIIOYAIOUM 3aCTOCYBAHHSA
KOPTUKOCTEPOiiB, OihocoHaTIB, BKHUBAHHS AaJKOTOJI0, TSHKKY IMYHOCYIIPECitO, IiJIBULICHUM
1HJIEKC Macu Tija), MPO BHUMAJAKH IIbOTO 3aXBOPIOBAHHS IMOBIIOMIISIIOCA Y TAIEHTIB 3 Mi3HBOIO
craniero BlI-indexuii Ta/abo nmpu Tpusanomy BruinBi KAPT. [lanieHTiB HEOOX1JHO NONEpPEAUTH
PO HEOOXiMHICTh KOHCYJbTALIi 3 JIKapeM, SKIIO y HUX BUHHUKIM JOMOTa Ta Oulb y cyriobax,
CKOBAHICTh y cyriobax abo yTpyJaIHEHHS pyXiB.

JlamMiBYZIMH Ta JIONyTETpaBip

VYV nBox Benukux paHaomizoBaHux ciinux gociimxeHHsx, GEMINI 1 ta GEMINI 2 (nuB. po3nin
«®DapmakosioriuHi BJIACTUBOCTI») BHBYAJACid JIBOKOMIIOHEHTHA CXE€Ma MPUHOMY JIIKApCHKOTO
3aco0y monyrerpasip 50 Mr oauH pa3 Ha 100y Ta namiByauH 300 Mr onuH pa3 Ha 100y. Taka cxema
NpU3HaYeHa Jiuuie 11 JikyBaHHs iH(ekuii BIJI-1 3a BizcyTHOCTI BiZJOMOi pE€3UCTEHTHOCTI 10 KJIacy
1HT10ITOPIB IHTErpa3u UM J10 JaMiBYAMHY a00 Mi03pH Ha HET.

3acmocysanus y nepiod eacimnocmi abo 200y8anHs epyooro.

JKiHKH AITOPOJTHOTO BIKY

JKiHku miTopogHOTO BIKY TEpes 3aCTOCYBaHHSM IpernapaTy J0JIyTerpaBip MarOTh MPOUTH TECT Ha
BariTHicTh. JKIHKM JITOPOAHOTO BiKYy, SIKI NPHUIMAaIOTh JOJIYTErpaBip, MaiOTh KOPHCTYBATUCS
e(eKTUBHUMHU 3ac00aMH KOHTpAIeMIIii.

BariTHICTb.

[Tonepeani naHi HarJiggOBOrO JOCHIPKEHHS MPOJEMOHCTPYBAJIM 3pOCTAlOUYy IOIIMPEHICTh
nedektiB HepBoBoi TpyOku minona (0,9%) y matepiB (KiHOK), SKi MpuUAManu AOJTyTErpaBip Ha
MOMEHT 3a4aTTsl, y MOPIBHSAHHI 3 MaTrepsMu (KIHKaMHM), sIKI OTPUMYBAJIU JIIKApChK1 3aCO0H, 110 HE
MicTaTh goiyrerpasip (0,1%).
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YacToTa BUHUKHEHHS /1e(DeKTiB HEPBOBOI TPYOKH B 3arajibHiil CyKyITHOCTI HAaCeNICHHS KOJUBAEThCS
Bin 0,5-1 Bumagkie Ha 1000 Hapomxkenux (0,05-0,1%). Ockinbku nedekTu HEPBOBOI TPYOKHU
BUHUKAIOTh NPOTATOM TMEpIIUX 4 TIKHIB PO3BUTKY Iutona (y Led MepioJg HEpBOBI TpPyOKH
(bOpMYIOThCS), TAKUW MOTEHIIMHUNA PU3HK Oy/Ie CTOCYBATHCS KIHOK, SIKI IPUAMAaIN AOJyTerpaBip
Ha MOMEHT 3a4atTTs Ta Ha paHHii ctanii BariTHOCTI. Yepe3 moTeHUiiHNI pu3KK aedeKTiB HEPBOBOI
TpYOKH IOB’SI3aHUN 3 JOJIyTerpaBipoM, JOJyTerpaBip HE CiiJ 3aCTOCOBYBATH IiJl Yac MEPIIOro
TPUMECTPY 32 HasIBHOCTI aJIbTEPHATHUBH.

bineme 1000 pe3ynbTaTiB BIUIMBY JOJYTErpaBipy Ha XKIHOK Ha JIPYromMy Ta TPEThOMY TPHUMECTPI
CBITYUTH TPO BIJACYTHICTh MiJBUIIEHOTO PH3UKY PO3BUTKY MasibhopMallii, a TaKOK TOKCHYHOTO
BIUIMBY Ha IUTA 1 HOBOHapomkeHoro. OJHAaK, OCKUIBKM MEXaHi3M BIUTUBY JOJYyTErpaBipy Ha
BariTHICTh € HEBIJJOMHM, IIITBEPHKEHHS O€3MEYHOCTI 3aCTOCYBAHHS ITiJl Yac APYroro Ta TPEThOro
TpUMECTpy BiacyTHi. [lomyTrerpaBip ciii 3acTOCOBYBATM Ha APYroMy Ta TPETbOMY TPHMECTpi
BariTHOCTI JIMIIE y BUNAAKY, KOJIM OYiKyBaHa KOPUCTH VIS KIHKU MEPEBUILYE MOTEHIIIHUI PU3UK
JUTS TUTO/1A.

VY [ocmiKEeHHSIX PenpOAYKTUBHOT TOKCHYHOCTI JTOJIyTETpaBipy Ha TBapuHaxXx He OyJO0 BHSBJICHO
HECTIPUATIMBOTO BIUIMBY Ha PO3BUTOK IUJIOJA, y TOMY 4YHCHi JAe(deKTiB HepBOBOI TpYyOKH.
JonyTrerpapip NpoOHUKAB Yepe3 IJIACHTY TBapUH.

I"'ogyBaHHA TPYIIIO.

HeBinomo, un BUBOAMTHCA AOJYTErpaBip 3 TPYIHUM MOJOKOM JIOAWHU. HasBHI TOKCHMKOIOTIYHI
JaHl JOCHi/PKEHh Ha TBapMHAX MOKA3aJM €KCKPELil0 JOJYTEerpaBipy 3 MOJOKOM. Y JAKTYIOUUX
nIypiB, SKi OTpUMYBanu €auHy 103y 50 Mr/kr mepopainbHo depe3 10 AHIB micas MOJOTIB,
JOJYTEeTpaBip BUSBJSUIM B MOJIOII NPU KOHIEHTpAIisAX, SKi 3a3BHYail BUIIE, HXK y Kposi. BLJI-
1H(}IKOBaHUM >KIHKaM 3a KOJHUX OOCTaBHH HE PEKOMEHYETbCS TOAYBAaTH IPYAJII0 HEMOBIIAT, 00
yHUKHYTH niepenadi BLL.

PenponykruBHa QyHKIIis.

Jani mpo BIUIMB JONYTETpaBipy Ha PENPOAYKTHBHY (QYHKIIO YOJIOBIKIB 1 JKIHOK BiACYTHI.
JocnimkeHHss Ha TBapHMHAX HE MOKA3YIOTh BIUIMBY JOJYTETpaBipy Ha PENPOIYKTHUBHY (PYHKIIIIO
CaMIIiB 1 CAaMOK.

30amuicme eénausamu Ha WEUOKICMb pearkyii npu KepyeauHi a8MOMpPAaHCHOPMOM abo0 IHUUMU
MexXarnizmamu.

HocnimxenHs, ki O BUBYaNIM 3AATHICTh JOJYTErpaBipy BIUIMBATH Ha HIBUJAKICTh pPEakiii MpH
KEepyBaHHI aBTOTPAHCIOPTOM ab0 poOOTI 3 IHIIMMHM MeXaHi3MaMu, He mnpoBojgwiucs. OpaHak
NaIi€EHTIB HEOOX1AHO MOIH(GOPMYBAaTH MPO BUIAJKW BUHUKHEHHS 3alaMOPOYEHHS MPH JIKyBaHHI
nonyrerpaBipoMm. HeoOxinHO mam’sTaTu Mpo KIIHIYHUNA CcTAaTyC NalieHTa Ta npodinb HeGakaHUX
peakuiid, KoJIu MpUHAMAEThbCs PIIEHHS MPO 3[aTHICTH MallleHTa KEepyBaTH aBTOTPAHCHIOPTOM abo
NPAIOBATH 3 IHIIMMU MEXaHi3MaMH.

Cnoci6 3acmocysannsa ma 0o3u.
TiBikel MOBUHEH MpU3HAYATH JIKap, IKUN Mae JocB1x y JdikyBaHHI BlUI-iHdexmii.

031.
Lopocni.
THayiecumu, inghixosani BIJI-1, 6e3 0okymenmanvno niomeepodsceHoi abo KuiHIYHO Nid03pI08aHol
pe3ucmenmuocmi 00 npenapamie K1acy iHeioimopis inmezpasu.
PexomennoBana 1no3a jomyrerpaBipy cTaHoBUTh 50 Mr (ogHa TabieTka) IS HEepopaibHOTO
3aCTOCYBaHHS OJMH pa3 Ha J100Y.
JlonyTerpaBip MOXHa 3aCTOCOBYBATH JIBa pa3y Ha 00y MPU OJJTHOYACHOMY 3aCTOCYBAHHI 3 JICSIKUMH
npernaparamu (Takumu SIK edaBipeHil, HeBipamiH, TUIIpaHaBip/puTOHaBip a0b0 pudamminuH) (IuB.
po3nin «B3aemoist 3 iHIMMH JTIKApPCHKUMU 3aC00aMU Ta 1HII BUIAM B3aEMOJIII).
Iayienmu, inghixosani BlJ/I-1, 3 pesucmenmuicmio 00 npenapamis Kiacy iHeibimopie inmeepasu
(0oKyMeHmanbHO NiOmMeepoN*ceHOr abo KAIHIYHO NI003PI0BAHOIO).
PexoMenaoBaHa no3a gomyrerpaBipy ctraHoBuTh 50 mr (oaHa TabneTka) ABa pasu Ha 1o00y. Ilpu
OPUKAHATTI PilIEHHS MPO 3aCTOCYBaHHS JOJYTErpaBipy TaKUM MallieHTaM HEOOXiTHO BPaxOBYBaTH
PE3UCTEHTHICTh JI0 1HT1OITOPIB 1HTEerpa3u (auB. miapo3ain «dapmakoauHaMIKay).
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Ilponywena dosa.

Sxmo mamieHT mpoIycKae mo3y mperapary TiBikei, BiH MOBUHEH MPUUHATH TperapaT sSKoMora
MIBUJIIIE 32 YMOBH, IO HACTYIMHY 703y HE MOTPIOHO MPHUIMATH MPOTATOM HACTYMHUX 4 TOIUH.
Slkio HacTymHy 103y HEOOXiJHO MPUHAMATH MPOTATOM HACTYIMHHX 4 TOJMH, MAIIEHT HE MOBHUHEH
MPUIMATH TIPOMYIIEHY 03y, @ Ma€ MOBEPHYTHCS 10 3BUYAHOTO PEKUMY TO3yBAHHS.

Iimu eixom 6io 12 poxis.

Hus miteit (Bikom Bix 12 no 17 pokis, maca Tina sikux mjoHaimennie 40 kr), iHdikopanux BIJI-1,
0e3 PE3UCTEHTHOCTI [0 TMperapaTiB Kjiacy IHTIOITOpIB 1HTErpa3d pPEKOMEHAOBaHa J103a
JOJIyTerpaBipy cTaHOBUTH 50 MI oJIUH pa3 Ha J100y.

Hayienmu nimuvoeo 8ixy.

IcHye oOMexeHa KUIBKICTh JAaHWUX IMOJ0 3aCTOCYBaHHS JIOJYTErpaBipy IMaIliEHTaM BIKOM BiJ
65 pokiB. Jloka3u TOro, 10 MAIliEHTaM JIITHHOTO BiKy HEOOXiJIHA iHIIA /1032, HIXK OUTBII MOJOIUM
JIOPOCIIMM TaIli€eHTaM, BICYTHI (IUB. mapo3ai1 «PapMaKOKiHETHKAY).

Huproea nedocmamuicme.

Hemae HeoOXimHOCTI y KOpEKIlii 103W IS TAIll€EHTIB 3 HHUPKOBOIO HEIOCTATHICTIO JIETKOTO,
cepenuboro ado Tsokkoro crymens (Cler (xiipenc kpearuniny) < 30 mu/XB, He mepeOyBarOTh Ha
miamizi). [y mamieHTiB Ha Jiajisi 1aHi BiICYTHI, Xo4a BiAMIHHOCTEH y (DapMaKOKIHETHIN IS €T
HOMYJISIIIT HE OYIKYEThCS (IUB. Miapo3/is «DapMaKOKiHETHKAY).

ITeuinkosa neoocmamuicme.

Hemae HE0oOXimHOCTI y KOpEKIil J03M sl MAIi€HTIB 3 MEYiHKOBOIO HEIOCTAaTHICTIO JIETKOTO abo
cepenHboro crymnens (kmac A a6o B 3a mkanoro Yaiinaa — [1°10). Jlani mpo naii€HTiB 3 Me4iHKOBOIO
HEJOCTATHICTIO TSDKKOTO CTyreHs BincyTtHi (kmac C 3a mkanor Yainmga — [1'10); TakuM 9uHOM,
TaKUM TMAaIi€HTaM JOJyTerpaBip HEOOXiJHO 3acCTOCOBYBAaTH 3 OOEPEKHICTIO (AMB. MiAPO3ILN
«DapMaKOKiHETHKAY).

Cnoci0 3acTOCYBaHHS.

ITepopasibHe 3aCTOCYBaHHS.

TiBikeil MOKHa 3aCTOCOBYBATH HE3aleXHO B inu (auB. miapo3ain «DapMakokiHeTHKa). SIKIIo €
PE3UCTEHTHICTh 10 TpemapariB Kiacy iHri0iTopiB iHTerpasu, TiBikedl HEOOXiIHO 3aCTOCOBYBATH
OJIHOYACHO 3 MPUHOMOM ki, 00 30UIBIIKUTH HOro BIJIUB (OCOOJIMBO y MAII€HTIB 3 MYyTallisIMU
Q148) (auB. miapo3ain «DapMaKOKiHETHKAY).

Jimu.

[Tpenapat 3acTOCOBYIOTH AiTAM BikOoM BiJ 12 pokiB. besneka Ta e(peKTHBHICTh 3aCTOCYBAaHHS
TiBikero miTsiM Bikom 10 12 pokiB abo 3 macoro Tina meHiie 40 Kr He pociipKyBanacs. ko icHye
PE3UCTEHTHICTh O 1HTIOITOpIB IHTErpasH, JaHUX Ui TOro, 100 PEKOMEHIYBAaTH 3aCTOCYBAaHHS
TiBikero JITAM, HEJOCTATHEO.

Ilepeoo3ysanns.

Ha cboronHi 10CBi epeao3yBaHHs JOIyTerpaBipy 0OMeKeHu .

Ha ocHoBi 00MexeHOro A0CBily 3aCTOCYBaHHSI OJIHOKPaTHUX BUCOKHUX 1103 (10 250 Mr 310poBUM
JNOOpOBOJIBISIM) He OyJa0 BUSBJIEHO 1HIIMX CHEeUU(IYHUX CHUMITOMIB ab0 O3HaK, KpiM THX, fKi
BKa3aHi sK noOi4Hi peakuii. CrenudiyHe JiKyBaHHS NpU NEepeo3yBaHHI JOIYTErpaBipy BiJICYTHE.
VY pa3i nepeno3yBaHHs MAIlEHT MOBUHEH OTPUMYBATH CUMITOMAaTUYHE JIIKYBaHHS 3 BIAMOBIIHUM
KOHTPOJIEM, SIKIIO L€ HE0O0X11HO. OCKUIBKHM JOJYTErpaBip 3HaYHOIO MIPOO 3B SA3YEThCS 3 OlIKaMu
IUIa3MU KPOBi, MaJIOWMOBIPHO, 1110 BiH OyJie CYTTE€BO BUIANSATHUCS MIPHU FeMOIiati3i.

Il06iuni peaxuii.

Ornsaa npoduno 6e3neKu.

Haiibinb TsHKKOI0 HeOaXaHOIO peaklli€ero, sika criocTepirajacs B OKpeMHUX MallieHTiB, Oyla peakiis
MIJBUIICHOT YYTJIMBOCTI, IO BKJIOYajga BUCHN Ta TSOKKMM BIUIMB HA TMEYIHKY (JIMB. PO3JLIT
«Oco0nMBOCTI 3acTocyBaHHA»). HebakaHUMHM peaklisMHu, sKi HaifluacTille BUHUKAIM i 4Yac
JikyBaHHs, Oynau HynoTa (13 %), miapes (18 %) Ta ronouuii 6inb (13 %).

[Nepenik HeOakaHUX PEAKIIIH.

Hebaxxani peakiiii, sKi BBaXaJUCS MOXJIMBO MOB’SI3aHUMHU 13 3aCTOCYBaHHSIM JIOJIYTETpaBipy,
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3a3HAayeHi 3a CUCTEMaMH OpraHi3My, KJlacaMH OpPraHiB Ta a0COIOTHOIO YacCTOTOIO X BUHHUKHEHHS.
YacToTa BUHUKHCHHS BU3HAYAETHCS TAKMM YHHOM: qye yacto (> 1/10), wacto (> 1/100 - < 1/10),
HeuacTo (> 1/1000 - < 1/100), piako (> 1/10000 - < 1/1000), xyxe piako (< 1/10000).

Tabmuus 7
Cucremu opranizmy Yacrora Io0iuHi peakuii
3 00Ky iMyHHOI cUcTEeMH Heuacto | IligBumieHa 4yTJIMBICTh, CHHIPOM IMYHHOT
peaktuBaii (auB. «OcoOIUBOCTI
3aCTOCYBaHHS»)*
I cuxivyni mopymeHus Yacro be3coHHs1, aToIorivHi CHU, JICTIPecisi, TPUBOTa
Heuacro CyiuunanpHi IyMKA™, clipoOu camoryocTBa™
(0co0IHMBO y MAIE€HTIB 3 JeNpeciero abo
NCUXIYHMM 3aXBOPIOBAHHSM B aHAMHE31)
3 00Ky HepBOBOI cUCTEMH Hyxe gacto | ['onoBHwMii 6116
Yacto 3anaMoOpo4YeHHs
3 6oky nuIyHKOBO-KHIIKOBOTO | J[yxe yacto | Hynora, mapes
TPaKTy Yacro brroBanHs, MeTeopusM, OiTb Y BEpXHii YaCTHHI
JKUBOTA, OLIb Y )KUBOTI, BIIUYTTS AUCKOM(POPTY
B JKHUBOTI
3 0oky renmarodisiapHoi Heuacto | I'ematut
CHCTEMH Pigko ["ocTpa me4iHKOBa HENOCTATHICTD
3 0oky mIKipyu Ta MiAMKIPHUX Yacto Bucun, cBepOixk
TKAHUH
3arajibHi po3Jjaau Ta Yacto BromitroBaHicTs
NMOpYUIeHHs B MiClli BBeJIeHHSI
BinxusieHHsI moKa3HUKIB YacTto ITinBuIeHHs piBHIB adaHiHaMiHOTpaHchepasu
J1abopaTopHMX aHAJI3iB 200 (AJIT) Ta/abo acmapraramiHoTpaHchepazu
iHIIMX 00CTesKeHb BiJl HOPpMHU (ACT), miaBumieHHS pPiBHS
kpearuHpochokinazu (KDPK)
3 00Ky CKeJ1eTHO-M’SI30BOI0 Heuacro Aptpanris
anapary Ta CIoJy4Hoi Mianris
TKAHUHU

* JIuB. HIDKYE B mipo3aii «Jleski HebakaHi peakiiiin.

Jleski HebaxkaHi peakIii

3minu noKasHUKie 1a60pamoprux OiOXiMIYHUX AHANI3IE

[TinBuIieHHs PIBHA CHPOBATKOBOTO KPEATHHIHY BMHHUKAJIO MPOTATOM IMEPIIOrO THXKHS JIKYBaHHS
JIOJIyTerpaBipoM Ta 30epiranocs mpotarom 48 TwkHiB. Uepes 48 THXKHIB JIIKyBaHHS BIIMIYAIOCS
CepeqHE BIIXHUIECHHS BiJl BUXITHOTO MOKAa3HUKA, 10 CTaHOBWIO 9,96 MxMonb/1. [TigBuIieHHs piBHA
KpeaTHHIHy Oysn0 MoAiOHUM IpU PI3HUX (POHOBUX PEKHMMAX. 3MIHM HE BBAXKAIOTHCS KIIIHIYHO
3HAYYIIMMHU, OCKIJIBKM BOHU HE BIJJOOpaXar0Th 3MIHU MBUAKOCTI KITyOOUKOBOT (PisIbTpallii.
Oonouacne ingixyeanns gipycom eenamumy B abo C

B nocnimxenns ¢aszu IIl mamienTtiB 3 ogHouacHUM 1H(QIKyBaHHSIM BipycoMm renatuty B Tta/abo C
JIO3BOJISIOCS BKJIIOYATH 32 YMOBH, IO BHXIJHI OlOXIMIYHI MOKa3HUKH (QYHKIII MEYiHKH He
nepeBUIry0Th BepxHio Mexxy Hopmu (ULN) Ounbiie, Hixk B 5 pasiB. 3arasioM npodias 0e3nexu y
Halli€HTIB, OJHOYACHO iH(iKOBaHUX BipycoM rematuty B Ta/abo C, OyB aHanoriyHum npogdiiaro
Oe3neky y maiieHTiB 0e3 oJHoYacHOro iHQiKyBaHHS BipycoMm renatuty B abo C, xoua nmatonoriuno
3miHeH1 nmokazHUkd ACT Ta AJIT Oynu BUIIMMHU B MIATPYIIi 3 OJHOYACHUM 1H(IKYBaHHSAM BipycOM
renatuty B ta/abo C s Bcix rpyn jikyBaHHS. [linBuiieHHS 010XIMIYHHMX MOKa3HUKIB (QYHKIIT
NEYiHKY, 10 BIAMOBIAAIO CHHAPOMY IMYHHOI PEaKTHBaLlii, CIIOCTEPIrajgocs y NesKUX MaIli€eHTIB 3
0JIHOYaCHUM 1H(DIKyBaHHSM BipycoM renatuty B ta/abo C Ha mouaTky JiKyBaHHS J0IYTErpaBipoM,
0CcOOJMBO y THUX, y KOro Oyjo BiMiHEHO JiKyBaHHs rematuty B (auB. po3ain «OcobmuBocTi
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3aCTOCYBAHHA»).
Cunopom imynnoi peaxyii
Y BUI-iH(pikOBaHMX TMalli€HTIB 3 THKKAM IMyHOAE(DIIMTOM Ha TMOYaTKy KOMOIHOBaHOI
antupetpoBipycHoi Tepamii (KAPT) Moke BUHUKHYTH 3amajbHa peakilis Ha O0e3CMMITOMHI abo
3aJIMIIKOBI OMOPTYHICTUYHI iH(ekmii. Tako MoBiZOMIIAIOCS PO ayTOIMYHHI 3aXBOPIOBAHHS (TaKi
sk xBopoOa ['peiiBca Ta ayToiMyHHHI I'elIaTUT); OJJHAK Yac BUHHUKHEHHS 3aXBOPIOBAHHS, PO SIKHI
MOBIIOMJISIIOCS, € OUIbI BapiaOeNbHUM, 1 LI SBHINA MOXYTh BHHUKHYTH 4epe3 0araTo MicCsIiB
iCJIs OYATKY JIIKyBaHHS (AHB. po3ai « OCOOIMBOCTI 3aCTOCYBAHHSY).

iITH
Ha ocHoBi oOMexeHHX JaHuX y aiTeil BikoM Bif 12 pokiB 3 macoro Tina He MeHe 40 kr He Oyio
3apeecTPOBAHO J10IaTKOBUX THIIIB HEOAKaHUX peakKiiii, OKpiM BU3ZHAYEHUX Y JOPOCIIUX.

Tepmin npuoamuocmi. 2 poxwu.

YMoBu 30epiranus.
36epiratu npu Temrneparypi He Bunie 30 °C. 36epiratu y HeIOCTYITHOMY AJIs AiTEH MiCIi.

YnakoBka. [To 30 a6o 90 TabieTok, BKPUTHX IUTIBKOBOK OOOJIOHKOK, Y HEMPO30poMy OLIOMY
¢1akoHi 3 MONIETUIIEHY BUCOKOI MIUTFHOCTI 13 MOMIMPONIEHOBOIO KPUILEUKOIO, 110 3arBUHYYETHCS
Ta Ma€ 3aXHCT BiJ BIAKPUTTS HITBMH, 13 MOJIETUICHOBOIO 3aXMCHOIO IumiBKot0. [lo 1 ¢iakony B
KapTOHHIN KOpOOIIi.

Kareropis Binnmycky. 3a peuentom.

Bupoouuk. ['makco Bennkom C.A., Icnanis/Glaxo Wellcome S.A., Spain.

Micue3Haxo:KkeHHsI BAPOOHUKA Ta HOro ajpeca Micusi NPOBaIKeHHs AislJIbHOCTI.

I'maxco Bemikom C.A., ABenina ne Exkcrpemanypa 3, Ion. Ina. Amnennenyepo, 09400 Apanna e
Hyepo, byproc, Icnianis.

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

JlaTa 0CTAaHHBOI'O MeperJsay.
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