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TUBBUETIA KYJUIAHUINIINTA TOUP NYPHKHOMA
THUBUKAMN

Ilpenaparuunr casmo nomu: TuBHKAl

Tabeup styBun moana (XITH): JOJIyTETPaBUP

Hopn maxim: miénka KOOUK GHiIaH KOIUIAHraH TabieTkanap

Tapxnon:

bup mnénka Kobuk Guman Komianran tabneTka KyWHIarHIapHH cakIai i;

¢aon modoa: 52,6 Mr nomyrerpasup HaTpui (50 MI 10Ty TerpaBHpra 3KBUBAIEHT)

époamuu moodanap (mabnemxa sdpocu): 1454 wMr raua HA-mannuton q.s., 60,0 mr
MHKPOKPHCTAILI NeTonosa, 15,0 mr nosunon K29/32, 21,0 mr HaTpUil KpaxMaJl IITHKOJIATH, 6,0
MT HaTpui creapundymapaTu '
époamuu moddanap (mabnemranunz niénka Kobuzu): capux Omanpait® 11 85F92461 - 9,0 mr
(KECMaH TH/POJIM3IIAHTaH TIOTHBUHII CIIUPTH, THTAH JAHOKCHIIH, MaKpPOTOJI/TIOJIMATHIIEHT THKOIb,
Tanbk, TeMup Il okcumn).

Tabpudu: [Jymanok maxuig, HKKH TOMOHIaMa KaBapuK, CAapyuK paHriu, 6up romonuga SV 5727
€3yBH Ba HKKHHYH TOMOHHA “50” Tymmpuiran TabneTkanap.

DapMaKoTepaneBTUK rypyxu: TH3UMIM KysUiar YUyH BHpycClapra KapIid Iperapatiap,
Oollka Bupyciapra Kapiuu mpenapariap

ATX xopnu: JOSAX12.

DapMaKoIOrHK XyCyCHATIAPH

Dapmakodunamuracu

Tavcup mexanusmu :
TUBUKAKM npenapatu OUTB PCILUTHKAIMA UUKIM  y49yH 3apyp OYIraH peTpoBHpyciIn
nesoxcupubonykiens kucnoracu (JJHK) Hunr HHTEIPALMACH BAKTHIA WHTErpasaHuHr (aom
KoMK Ounad OOFNAHUG Ba 3aHXKUPIAPHUHT ONTHO Y THIHIIEHE Gnoxnab, OUTB unterpaszacuuu
uaruounys kunagu. OUTB-1 uu Tosananran MHTErpasacy Ba OJAMH/IaH HILIOB Gepuiran JTHK
cybcrpatuEn wnutatum Guinan JJHK 3aHKHPIAPUHA OJIHO YTHIUIIHHE OHOKUMEBHIT TaxJIHII
KanuHranzaa, 2,7 HM Ba 12,6 HM HM Tamxwul KunyBun IC50 x¥pcarkuu onuuran. In vitro
luapouTia nomyrerpasup €Boku Typ JHK-uHTerpasa MaxmyacHHMHr (aol XONHIAH CeKHH
axkpasa i (IucconnanusIanam) (tv 71 coar).

®apMakoaHHAMHK caMapaliapH

OWUTB-1 6unaun undexnusnanras Tusukaii mpemapary Guman MOHOTepaIisl 0JIraH NalMeHTIapaa
OITHMAIT T03aHH aHUKIIAIl MAKCaUard PaHIOMH3ALUANAHTaH TaIKUKOTIAp/a, Te3 Ba 103ara
GofmuK BUpycnapra Kapium Tascup aHuKIanran. OUTB-1 PHK uu 11 KyHH Y¥pTaua macadumm
nacTIabKy KOHIIEHTPAIMACH OHIIaH comamrupranga 2 mr, 10 mr Ba 50 Mr yuyn mysoduxk 1,5, 2,0
Ba 2,5 log10 uu Taukun kuiran. By Bupycnapra Kapms xapo6 50 mr JIOJIyTeTpaBup Kaby Kuirag
TYPYX NanueHTIapia OXUPTH 11038 KaOyJl KUIMHTaH BaKT/AaH 6ouuiab, 3-4 kyH qaBoMuna cakiab
TYPHIITaH.

Xyoweaiipa kynemypacudazu eupycrapea kapuiu haoniux

OUTB-1 BaL mtammu éku OWUTB-1 NL432 mramMmu 6mian HHQEKIMAIaHTaH HepudepuK
KOHHMHI' MOHOHYKIeap Xysxkaipanapuna (IIKMX), nonyrerpasup yuyn mysoduk 0,51 Hm Ba 0,53
HM ra tenr IC50 (permkarmsan 50% ra HHrHGHIHS KHTYBYH KOHIIEHTpauus) onmuurad. OUTB-
1 TIB mTammu Ounan WHpeKIHAnaHrad Ba 4 ku 5 KyH JNaBOMHJA JOJyTepraBup OHIIaH
uHKyOanusianran MT-4 xyxaiipanapuma, 0,71 Ba 2,1 HM ra Tenr IC50 onuaray.

Vnrerpasanm komram sxoiuman (oigananum Guan BHPYCIIH MHTErPa3aHUHI CE3THPJIMTHHH
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nomyrerpasup 0,52 Hm ypraua IC50 mu maboparopus mrammiapura HucOaTan yximai Gpaoumk
Ounan, BEpycIapra Kapiy (haoTHK HaMOEH KHIITaH.

OHTB-1 munr 24 xiuHMK m3oaaTaapuiad [M rypyx (A, B,C, D, E, F Ba G) Ba O rypyxu],
mwyHuHraek OWUTB-2 munr 3 wimHHK w3ongriapunad tamkun tonrad [IKMX manemimaru
Taxjiuiza, yprada reometpuk [C50 0,20 EM nu tamkun kunran, [C50 kuitmatu aca OUTB-1 yuyn
0,02 man 2,14 rauva y3rapu® Typras, my BakTHUHT ¥3uma OWTB-2 usomstinapu yuyH Yprada
reomeTpuk IC50 0,18 HM wu Tamkun kuiras, IC50 kuiiMatu aca 0,09 man 0,61 HEM raga y3rapud
TYpraH.

Bowka eupycrapea kapuwiu npenapamnap dunan bupeanuxoazu supyciapea Kapuiu haonnuzu
OUTB ra nucOaTaH THOMK BHpycnapra Kapm (aojmuru Oynran OHpoHTa JOpH IpenapaTi
JOJIyTerpaBupra aHTarOHU3M HaMOEH KuiMaraH (in vifro 0axouar mraMMmiIn TapTalaa TaHIaHrad
craBynuH, abakaBup, O5(aBUpPeH3, HEBHUpPANWH, IJIONHHABHD, aMIpeHaBHp, dSHy(dHUpaTum,
MapaBHpOK, anedoBup Ba panTerpaBup OunaH Oupra yTkasunras). byanan tamkapu, OUTB ra
HucOaTaH THMHK (aoJTMTH BHpYCIapra KapIuu npenapariap (puOaBHpPHH) AOIyTerpaBUPHUHT
(aomnmurura gespiu TabCUp caMapa KypcaTMaras.

Kon 3apdobuza ea odam Ko 3ap0odu oxcuniapuea mabCupy

Invitro mwapoutunan ragkukotTnap 100% onam Kouu 3apaobu 6ynranna noxyrerpaBupHuHT IC50
KuimMatuHl 75 OGapobap ¥3rapuInMHH TacOUK/IaraH (dKCTPaloOsAlMs YCynu EpramMuia),
okcritHUHT Oornanu sxoku (PA- 1C90) Gunan Tyrupnanran IC50 aca, [IKMX na 64 Hr/min HE
TallKWI Kuorad, Mrapy uHTerpasa MHruOMTOpIapHHM oyiMaraH nauumeHtiapna S0 mr Oup
MapTallMK J03a KyJ/UlaHraHJIaH KeHUH NOIyTErpaBUPHUHT TYPFYH KOHLIEHTpAIHsICH OeNruianran
PA-IC90 naunl9 mapra rokopu 6¥aras 1,20 MKr/MJ1 KOHIEHTPAIMSAHA TAUTKHAI KHITaH.

In vitro wiapoumoa yuoamiuIuk

OUTB-1 éseotiu mypunune usonamnapu. 111B mramMmmuHuHT 112-KYHIHK Iaccakd TaBOMUIA
JOJyTerpaBupra I0KOpH YMJamIId BHpYyclap aHMKJIaHMaraH, HHTerpa3a reHHHUHT KOHCEPBATHB
nosunusutapuaary  SIS3Y Ba S153F  anmamrupuimuiapy OYnraH BHPYCIApHHHT  YHIAMIIH
rypyxjlapuja OJMHraH Maxkcuman 4,1-xappanud y3rapum  KysaTwirad. JlonyterpaBup
MagKyumruaa OMTB-1 éssoiin Typun NL432 mrammunu naccaxu 56 xynu E92Q (¥3rapuin
xappacu (YK) = 3,1 6ynran xaiita sxmwiran Bupyc rypyxu) Ba G193E (VK= 3,2 6¥iran Kaiita
SKHJITAH BUPYC TYPYXH) aIMANIMHUII CEJIEKITHsICUTa o0 Kenrad. JloyTerpaBup MapKyIIHTH/Ia
ésBolin Typ BupycnapHuHr B, C, Ba A/G xuuuk TyprapuHu Kymumua naccaxkd R363K, G118R
Ba S1537T cenexnuscura oMb Kenrad,

Yuoamau wmammaapza nucéaman eupycaapza xapwiu gaonnux. Kaiitap TpaHCKpunTasa
unruburopnapu (KTHW) Ba nporeaza uaruburopnapura (I11) yngaminu mraMmiap: 1oayTerpaBup
2 wonykneo3unnd (HH)-KTU-ungamnu, 3 mayxneosumnu (H)-KTHU-ungamnu Ba 2 [TH-ungammu
OUTB-1 myrant knonnapu (1 y4 Ba 1 onTH MapTaluK pe3UCTEHTIMKKa ara Oynran), €Boin
mramMmiIap OUIaH COMUINTHprania 6up X (paoiK HaMOMHII KUIITaH,

Humezpaza unzudumopnapuza wuoamau OUTB-1 wumammnapu. Vinrerpasa HHruOUTOpIIapUra
quaamid (28 Oup anvammauin Outad Ba 32 2 Eku kynpox anvamuHuiiap 6unan) OMTB-1 nunar
60 MyTaHT M30NIATIAPH, HYHAITUPUWIraH MyTareHes3 iynu Ounan &eBoin Typu NL432 mrammu
BHpYCHJIaH oJIUHraH. Jlonyrerpasup OMp alMalIHHHULIUIA HHTETpa3a HHrHOUTOpIapura Y 1aMIIH,
my xkymnanad T66A/I/K, E92Q/V, Y143C/H/R, Q148H/K/R N155H 28 MyTanT BHpyciapaaH
27 ra Hucbatan YK <5 mu OUTB ra Kapiu BEpyciapra KapIia (haoIuK (Ce3rupIiIHK) HaMOHHII
KHJITaH, Ty BAKTHHHT Y3118 paITerpaBup Ba HIBUTETPaBHp yuyH y MyBoduk 17/28 Ba 11/21 VK
<5 nu TecTyaHAéTraH MyTaHTJIM BUpycnapra HucOartan HaMoEH O¥nran. Bynnan Tamkapy, 2 €ku
KYIIPOK aIMallMHUNUIApH OYiIraH WHTerpa3a WHCHOHUTOpIAapHra YHIaMiId 32 MYyTaHTIH
BUpycnapAaH 32 man 23 TacH OOIMYyTEeTrpaBHp YUyH, paiTerpaBHp yuyH 32 naH 4 TacH ydyH Ba
SNMBHTErpaBHp yuyH 25 TecTNaHAaTraH BUpycnapiaH 2 TacH ydyH YK <5 nu Owiam
COJIMIITHPran/a, VK <5 namoiiu KHJITaH.

Humezpaza unzubumopnapuza uwuoamnu OHTB-2 wmammnapu. Bupycnap OWTB-2
MH(peKUHsUIaHrad namuerTiaapaal axparu® omuaran OWTB-2 u3onaTiapuHu HYHaITHPHITaH
MyTareHes Hynu OwiaH OJIMHIAH, yJlap paJTerpaBHp OJTaHiap Ba ylapAa [JaBOJIAIIHHHT




BHPYCOJIOTHK CaMapacH3/IiIi aHuKIaHran. YMyman onragna OMTB-2 na VK OUTB-1 VK 6unau
yxuam GyiraH, yiap MyTalHsUIAPHEHT YXIIA TYIaMua Ky3aTuirad. JlomyTerpasupHuaT YK
OUTB-2 BUpYCIapHUra (S163D, G140A/Q148R, A153G/N155H/S163G Ba
E92Q/T97TA/N155H/S5163D) kapu <5 u tamkun Kunrad; E92Q/N155 yayn IOy TerPaBUPHHHT
KV 8,5 uu tamxmn kwirad, G140A/Q148R yayH oca gonyrerpapupEuEr KY 17 wu Tamxumn
Kuirad. JlomyrerpaBup, panTeraBup Ba daBHTerpaBup S163D ym AYHaNTHPHITaH MyTalHsIH
OUNTB-1 ra xapmmu Ba €BBOHH Typra Kapmu Oup xuin Gaommk HamoéH Kuirad, OUTB-2 HuHr
KONTaH MYTAHTIH BUPYCApH yY4YyH pealTerpaBUpHMHr YK  nuanmasommapu  6,4-420,
snsuTerpasupHunr YK Juanaszonnapy sca 22-640 HE TAIIKAT KAITaH.

Panmezpasup 6Ounan 0aeonauwtHu 6uUpyconozux camapacuziuzu Gynzan nayuenmaapoazu
KAUHUK usonamaap, Panterpasupra reHOTHINK Ba (PEHOTHIHK YuAaMITHIHTH O¥arad 30 KIHHEK
wsonatnapna (YK mennanacu >81) nomyrerpasupra (YK meamanacu 1,5) cesrupmux Monogam
Biosciences PhenoSense Ttaxmun ycymuna texmmpmiarad. Anvammuum G140S + QI148H
nosunusIapa 6Iran H30aATIap YIyH 10TyTepraBupHuHr YK Memmanacy 3,75; G140S + Q148R
-13,3; T97A + Y143R - 1,05 Ba N155H - 1,37 HM TalIKuiI KWiIra.

PanrerpaBup onrad nmangeHTIApJaH OJHHIAH paITerpaBHpra YHAaMIIH €TTH (03 Oel H3oisiap,
Monogam Biosciences PhenoSense Taxmun ycynu &pnamuna XOayTerpaBHpra Ce3THpIIMKKA
tekmupunrad. JJonyrerpasup 705 uzonaraapman nomyTerpasapaaar KY 93,9% ra aucGaran 10
€KM YHJQH KaMPOKHH TallIKHJI 3TraH, OyHaa HHTerpa3a TOMOHUIAH 3aH)KHPHHU OJTH0 YTHIMIIMHA
uaruduTopnapura (INSTI) pesuctent 184 usonstnapnan 16 (9%) na Ba INSTI ra pesucrenTanru

O¥Ynran Q148 +>2 anmammaumy 92 kuHAK H3onaTIapaad 25 (27%) na 10 GapoGapman opTHK
Y3rapuil Ky3aTHJITaH.

In vivo pe3uCTeHTIHK

Hnmeepaza uneubumopnapunu (HHH) Kabyn Kurmazan nayuenmiap

Wnrapu nasonanmarad, Tusukal npenaparturu S0 Mr nosama cyTtkanma 1 Mapra KaOyn Kuiras
nanuentiapaa (SPRING-1, SPRING-2, SINGLE Ba FLAMINGO ramkuxoriapu), MHH ra
PE3UCTEHTIUIH KK KalTap TpaHCKpHIITa3aHUHT HyKiIeo3uum unruburopnapu (KTHH) kyinad
acocuil JaBojamn OuaaH OOFIHMK YHOAMIMIMK OWiIaH OOFNIMK MYTalMsUIapH aHHKJIAHMara,
SAILING Tapxuxotuaa Tupnksail npenapatuau Ba wirapu MIMH kaOyn KiuiMaraH namgeHTiapaa
(momyTerpaBup rypyxuia n = 354) naonam Ounan Gormuk Gynran UMu ra unmammunuk 48
xadraga JONyTErpaBHp OJIFaH BHPYCOJNOTHK caMapacH3muru Oynran 17 manmentiapmad 4
nadapuna Kysarunran. By 4 nanuentnapnan 2 nadapuna makcuvan YK 1,93 unrterpasa renuma
R263K Hr HOE0 anMamMHKIIM Ky3aTHIraH, | naideHTia MaKCHMalt KY 0,92 6ynran uuTerpazaHu
V151V/l mu nmomumop( anMallMHHIIA Ky3aTHArad, | IaldeHTna TaIAKUKOTHH OOLIMIAHOK
WHTETpa3aHy MyTanuscu Oyirad Ba, TaXMUH KuuHuIm4a, y wirapu MW onran éxu MU= ra
qHaMIIH BHpYC Omnad uH(ekusuianrad 6yaran (Knunux madkukomnap 6YTAMHTa Kapasr).
Humezpasza uneubumopnapuea yudamaunuey oynean nayuenmaap

WHWH ra unnamaunura O0yarad nanueHTapaa TuBukail npenapard (IUTF0C ONTHMAIIAIITHPHIITaH
acocnu gasonamn) VIKING-3 ragkukornapna Vpramwirad. 24 xadraraua 183 mamumentoan 36
TacHAa IIPOTOKON OmnaH OenruiaHrad BUpycoJoruk camapacusiuk (PDVF) anukianras.
Ynapman 32 nanmeHTAa Taxuua ydyH pacmiabkea Ba PDVF-umpamnmmuk Oyinua xydr
MabIymMoTiaap O¥nran, Ba 17/32 Ttacuma (53%), maBomam Ouinad GOFNMHK OYiraH Myramusiap
anuKanrad, Kyhugarn nasosam O6wmnaH Gornmuk OYnraH Mytanusap €KM MyTalUsUIapHHHT
Kymuaumu Kysatunrad: L74L/M (n=1), E92Q (n=2), T97A (n=9), E138K (n=8), G140S (m=2),
Y143H 9N=1), S147G (n=1), QI148H/K/R (n=4), N155H (n=1) Ba E157E/Q (n=1). JaBonam
Ounan 60FIHK BUPYCHUHT MyTanusutapu Oynran 17 nauuentnapaan 14 Hadapuaa, onauHaad EKu
aHamHesnaa Q148 myranus 6yiran.

Sna Gem Hadap nanueHTIapaa 24 Ba 48 xadranap opacuaa PDVF-unnamimunuk anukianran, 6y
5 manwenTaaH 2 Hadapuna naBonain OunaH OOFIHK MyTarusuiap Oynran. JaBoamn BakTHAA 103

OepraHu aHHKJIAHTAH MyTalMsUap €KW MyTalsuiapHd Kymmmmme L741 (n=1), N155H (n=2)
O¥nraH.




VIKING-4 tamkuxoruna TUBUKAUW mpemapartu (wy Gumam OMpra onTEMaIANITHPHITaH
acoCHH Teparus Kyuiranja) ckpununria 30 nadap nanuenTAa anukianras UHH ra Gupnamyn
TEHOTUIUK YHIAMITHIIAIH OY/IraH nauueHTiapaa ypranunrad. Jlasonam BakTuza 103 6epras, 6y
TanKUKOTAA KysaTuiaanurad Myrauusiiap, VIKING-3 tagxukoTnma KysaTHira€ MyTamusuiapra
MYBO(HK KeNraH.

nekmporapouoepamma (IKI) kypcamxuunapuea mavcupu

Panomusanusianrad KeCUIIran rane0o-Ha3opat/ii KIMHAK TaIKUKoTIapaa 42 Hadap coriom
KYHTHITHIAp miane0oHn Oup MapTaiuk A03acuud, 250 MI' 0Ny TerpaBHPHHUHT CYCTICH3HACHHH
(MyBO3aHaT X0NaTHAA TabCHPH cyTKana | Mapra 50 MI O3aHUHT TabCHPHIAH TAXMUHAH 3 MapTa
10KOpH) Ba MOKcH(IokcanuH (400 mr, paon Hasopat) Taconuduit TapruGna onrarnap. [Ipemapar
KaOyJ1 KuIMHIaHuaH KeluH 24 coat maBomua Jonyrerpasup QT HHTEpPBAIMHAHT y3aiHIIMHHA
gakupmarad. OKI' muar jgacrnabku kypcaTkuwiapu Ba IuianeGoHH Kalyn Kamumn Gyiimda
MyBobukamTupunranaan keitun, Fridericia (QTcF) dopmynacu 6¥itnua MyBodukIamTupumra
acocnanrad QT nu Makcuman ypraua y3rapemu 1,99 Mc Hu Tamkun Kunarad (1-roMornama 95%
uionY uaTepBanu (M) aunr rokopu verapacu - 4,53 Mc).

byiipax dynxyuacuea mavcupu

TUBUKAM npenapatunu KoH 3apio6y KpeaTHHHH kinupencura (KK), forexcon 6unan cuHamana
Oyiipak kxamaBa QuubTpanusicu Tesnurura (KOT) Ba mapaamusorunmypar GHIaH cHHAMacHIa
camapanu Oyipak rrasma okumura (CBIIO) tabcup, 37 COFIOM KYHIMUTHIAD HINTHPOKHIATH
3 mapauien rypyxjapia OYHK paHIOMH3ALUSUIaHTaH I[U1aneGo-Ha30paTiH  TagKMKOTIapiaa
Gaxomanra, ynap Tusukail npenapatunn 50 Mr gosaza cytkana 1 mapra (n=12), 50 Mr mo3ana
cyrkama 2 mapra (n=13), €ku cytkama 1 mapra miane6o (n=12) omrammap. Jloayrerpasup
KyJIaHTaHAa MaBoJAIHMHT OupuH4d Xadracu naBomuza KK HE KIMHHK TagkuKoTIapaa
Kys3aTuiraira MyBoQHuK ¥prada macaliuiuy aHukianrad. Mkkana mosaiapaa Kabys KHJIHHTaHa
nonyrerpasup KOT sa CBIIO ra axamusaTian Tabcup KypcarMarad, By MabiyMoTiap KIHHHK
TaJIKHKOT/IapJia Ky3aTH/IraH KpeaTHHHHHUHI OMpo3 OIIMIIH, IMpoKCHMall Oyiipak Halfyamapuma
opranuk kKatuoHmapHu 2 (OCT2) onu6 YTyBUMHH HOIATOJOIMK MHTUOMUHS KUIMHHIIH
oxubatuga 103 OepHINM MYMKHMHIHTHHH TaXMHH KHJIMLI HMKOHMATHHH O€pyBYH in Vilro
wiapoumodazy TanKUKOTIApH TachuKiakmu, Oy KkpeaTuHuHu OyHpak HaWyanapd OpKaiH
CEKpeLUsICHHY Oenrunaiam.

DapmakokuHemuKacu

HomyTerpaBupHunr (apmMakoKMHETHKAacH COFIOM KyHrwumap Ba OUTB-undexuusmanran
naueHTapaa 6up xui. JlomyTerpaBUpHUHT (papMaKOKHHETHKACHHHHT BapHabe iy nacTaH
ypravyarada y3rapu® Typamu. COFIOM KYHTHJUIHIAD HINTHPOKHIArd 1 (basa Ta,I[KPIKOTJIapPIlIa
HIITHPOKYHIAp — opacuzpa  Bapuauus — kosdoummentn (CVb%)  “koHueHTpanus-BakT”
(hapmMakoKuHETHK rpu umM3ury ocTH MaiinoHn (AUC) yuyH Ba MakcuMan KOHLEHTPAIHUs YIyH
(Cmax) Typmu TapkukorTnapaa =20 gan 40% raga, mosaiaur wHTepBanm oxmpraa (Ct)
KoHIeHTpauus - 30 nan 65% rauya ysrapran. MINTHPOKYMIIAD OpacHmard JONYTErPAaBHPHUHT
BapuabeIUIury, COFIOM KYHruumunapaarura Kaparagaa, OUTB-undexnusianrannapia KopH
Oynran. apMaKOKHHETHK KYPCATKMUIAPHHUHT Iaxcuil y3rapysuariuru (CVw%) unauBuzIap
OpacHuJiary ¥3rapyBYaHIMKIaH nact OyraH.

Cypunuima

Wura kaly1 KujiMHran1an KeHUH JOIyTErpaBup Te3 CYpuilaii, MaKcuMal KOHIeHTpanusra (Timax)
SPHUILHII BAKTH MEJWaHACH, PEMapaTHHHT J03acH IIEHKA KOOUK GHIaH KoItaHraH Tabierkanap
IWAKIHAa KaOyJn KWIMHIaHMJaH KeHMH 2-3 COaTHH Tamkuin Kuiaid. JlomyTerpaBup
(hapMaKOKHHETHKACHHUHT TYFPH MPOOPIMOHAILINIY 034 Ba JOpH makiura 6ormmk. TUBUKAU
npenapary TabieTKanapa nura Kadys KHIHHTAHKIaH KeHHH 111a3Ma SKCIO3HIUACHHEH 2 MT JaH
100 Mr raya 6ynran kampox no3ara GOFIHK OIIMIIM OMJIAH YMyMaH TYFpPH HpPONOPIHOHAT
OynMaran (papmMakOKMHETHKACHM HAMOEH KMIIraH, JekHH 25 Mr nax 50 Mr raya 6yiran nosanap
yerapaap/ia 10y TerpaBup dKCIIO3UIMSCHHA OLIMINY J103ara IparnopHoHal 6yraH.
TUBUKAM npenaparunu oBKar KaOyn KMIMIIIaH KaThui Hazap KaOyn Kuium MyMkuH. OBKAT
JOJYTEIPAaBUPHUHT  CYPHJIMIN  JlAPaKacCMHM  OIIMpajy Ba TE3JIMCMHH  I1acalTHpajH.




HoiyTerpaBUpHAHT GHOKHPAOJMILIMIY OBKATHHHI TAPKHOMIH OGOFIMK: EFNAPHHHT MHKIOpH
Imact, ypraya Ba I0Kopu Oynran oBkaT KaOyn KunmuHranaa gomyrerpaBupHEHT AUCo-w) 33%, 41%
Ba 66% ra omras, Cmax 46%, 52% Ba 67% ra omwras. Tmax 04 KOpPHHTa Kalyn KuIHHranjgara 2
coar OumaH CONMINTHPHIranIa, MyBoGuk 3, 4 Ba 5 coarra y3aiiran, Ymby omuuuiap KIMHHK
axaMHATra ara HMac.

JlonyTerpaBUpHUHT MYTIOK OMOKHPAONHIIIHTY aHHKIAHMAraH.

Taxcumnanumm

In vitro mapouT/Ja OJIMHIaH MabIyMOTIapra MyBOGUK, JOIYTerpaBUp KOH IUIa3Mach OKCHILIAPH
Ounan axamuATIM dapaxaza (taxmuHaH 99,3%) Gormanagu. Cycmensus wara KaGyJs KMJIraHIaH
KEHHH TaKCUMJIAHMINUHU Kypunuinmua XaxMmu (VA/F) taxmusad 12,5 1 HE TaIK@I KWIAOH.
JloJIyTerpaBUpHUHI KOH IIa3MacH OKCHIUIapH OwiaH OOFIaHMIIM KOHLEHTpanusra OOFJIHK
Oynmaran. Pagnodaos HHUIIOHIAHTaH NperapaTHHHT KOH Ba IIa3Malard KOHIEHTPAIUACHHHUHT
ymymuii Hucbaru 0,441-0,535 Hu Tamkun Kwirad, 0y pannodaosl HUINOHJIAHTAH IpelapaTHH
KOHHMHI ~ Xy)Kalipa  KOMIOHEHTIApH OHJIaH MHMHEMaJ  OOFIaHHINMHH - KYpcaTaiu.
JlomyTerpaBUpPHHHT KOH IUIa3MacH/1ard SpPKHH (GpakiusICcy COFJIOM KYHTHIUTHIapaa TaxMuHaH 0,2-
1,1%, orupnuru ypraya papaxanu OyHpak eTHImMoBYHIMTH Oynran manuentiapaa 0,4-0,5%,
OFMp Japaxaiud OyHpak erumMoBUMIMrd Oynran nauuentinapma 0,8-1,0%, sa OWUTB-1
nHbeKuusIanray nanuerTiaapaa 0,5% HU TalIKun KAIaIm.

Honyrerpasup opka Mus cyrokmurura (OMC) yrapu. Mnrapu nasonanmaran, 16 xadra gasomuia
JonyTerpaBup Ba a0akaBUp/TaMHBYJMH CXeMacHHH onrad 12 Hadap manueHT[a,
nonyrerpasupHuHr OMC ypraua xonuentpauuscu 3,7 pan 23,2 Hr/mi derapa Owian 2-H4H
xadTrana 15,4 Hr/Mn Ba 16-Hau xadrana 12,6 Hr/MII HE TAIIKWI KWIrad (I1a3Maary 6orIanMarasd
KOHIleHTpalus Ounan comumrupapiu). Jomyrerpasupauar OMC Ba KOH IUIa3MacHIard
KOHUEHTpanuscuHuHr HucOatu 0,11 nam 2,04% raua yzrapran. JomyrerpaBupuunr OMC
kouuenTpamusicy IC50 man omran, 6y OMC OWTB-1 PHK koHueHTpanusacuHy nacTiabKu
KOHIEHTpaLys OWIaH COMMIITHPUIranja, 2 Xadra nqasonamaan keiun 2,2 log ra Ba 16 xadra
JaBosifamaan Keiun 3,4 log ra yprava macaiiMIIMHE TaCAUKIAHIHI. :
Honyrerpasup spkakiap Ba agUIapHHHT JKHHCHM ifyiiapuna anukianamu. LlepBHKOBaruHam
CYIOKJIMK, IIEpBHKAJI Ba BaruHa TykuManapaaru AUC MyBo3aHaT X0JlaTHIArd KOH IUTa3MackHIart
kypcarkuunap 6-10% nu tamkun Kuiarad. Ypyr cyrokmurugard AUC 7% Hu, TYFpH Huak

TYKHMaJapu/a 3ca - KOH IJIa3MacHard MyBO3aHaT X0JIaT/Aa Xy JIH IIyHaal KYpcaTkuuHuAr 17%
HH TALIKHJI KHJITaH,

Merabonuzmu

HomyrerpaBup acocan ypumuH-nudocdarrmoxyporosuntpanchepasa (YIP-I'TIA1) CYP3A
M30(EPMEHTHHUHT aXaMHATCH3 KOMIIOHEHTH OmraH Metabonu3Mra yupaiiau (ogamiapaa 6amanc
MAacCacHHH TEKIIHpPHUIIa yMyMHH KaOyn KuIMHTraH Jo3aHuHr 9,7%). Jlomyrterpasup KoH
IiazMacu/ia ainanu0 opyBun acocHii Oupukma xucobnananu. Jlomyterpasup y3rapmaras XoJjia
Oylipak Opkand 03 MHKOopAa (mo3aHMHI <1%) wnkapmnamu. WMura KaGyn KWJIHHTaH yMyMHI
no3aHuHr 53% y3rapmaraH XoJia axnar OunaH 4uKapuiaad. By, 1opu npenapatvdu TYIMK EKd
KHCMaH HOTYIHMK CYPHIMIIM €KH KEHMHYAIMK MYaKIa NAacTIaOKu XOcwi OYiuiny mnapyananut
KETHIIM MyMKHH O¥Y1araH TIIIFOKYPOHHI KOHBIOTATHH cadpo OWJIAH YMKAPWIMIOM OHIaH
TYIIYHTHPHIHIIE MabiyM smac. 31% Oyipak opKaau JOJIyTerpaBHPHUHT TJIFOKYPOHHIH 3bHupH
(ymymuit nosanunr 18,9%), N-geankunnanran MeTaGonuty (yMyMuit nos3asunr 3,6%) Ba GeH3HII
YTTIEPOHUHT OKCHUTAHUIIM HYnu Ounan xocun Gyiran MeraGonutu (ymymuit mozanunr 3,0%)
LIAKJIM/1a YHKAPHIIAIH.

Yukapuiumnm

JoyTerpaBupHy SpHM YHKApHIMIOMHHHT SKyHHH NaBpy TaxMuHAaH 14 coaTHH, KYpHHApIH
knupencH (CL/F) aca — coarura 0,56 11 HM TaIKAIT KUIaIH,

IlanmeHTIapHUHT AJIOXKA TYPYXIapH

bonanap

OUTB-1 un(exmananray HIraps aHTHPETPOBUPYCIIH AaBojam oyirad 23 Gosanap a 12 &man
18 &urava Oyran yeMupnapHy 3 HUHra OJIraH NeIHaTPUK TaakuKoTaa, 10 nadap Gonanapaaru



JONIyTErpaBUPHUHT (apMaKOKMHETHKACHHH MabIyMOTIapH, [WBHKal NpemapaTHHH CYyTKaaa
1 wmapra 50 wMmr gosama kaOyn Kwiuni, Oonanap Ba YCMHpiIapaa I0JyTerpaBUPHHHT
IKCIIO3HIMACHHY, THBHKAH IpenapaTuHu cyTkaaa 1 mapra 50 Mr qo3aja oyirad KaTTajlapAariiex
IKCIO3uIMsra onud Kenras (1-)kagBaira Kapamr).

1 ;xanBaJ. bonanapaa gapMakokuHeTHK KypcaTkudiaap (n=10)

Em/rana BasHu TuBukait JlomyTerpaBUpHUHT (JapMaKOKHHETHK MapaMeTplIapHHH
TpernapaTHHUHT Gaxomnart
J103aCH ypraua reometpuk (KB%)
AUC .24 Crnax Ca4 MKT/MN
MKT.COaT/MJT MKT/MJT
12 émpan <18 50 mr cyTkaaa 46 (43) 3,49 (38) 0,90 (59)
éuraya >40 xr® 1 mapra®

* TaHa Ba3HH 37 Kr 6ynran Oup manmeHt cyrkaga | mapta 35 Mr osras.

Kexca éuinu nayuenmnap

Honyterpasupauar OMTB-1 Ounan unpexnusnaHran karrajapia OJIMHTaH MablyMOTIapaaH
OJMHTaH TONyJANUOH (PapMakOKMHETHK TaxX/IWjl, [OJyTerpaBHPHHHT (apMaKOKHHETHK
napamMeTplapura EMIHIHT KIHHUK aXaMHAATIIH TAbCHPH HYKIMIHHE KYypcaTaay.,

65 €mpaH omraH NalMeHTIapAa IOIyTerpaBHPHHHI (apMakOKMHETHKACH MabIyMOTIApH
YeKJIaHTaH.

Bytipax emuwmosqunueu 6ynean nayuenmiap

Varapmaras Tancup 3TyBUHM MOIIAHHHT GYHpaK KIMPEHCH NOTYTerPaBUPHUHT YHKAPHITHIITHHA
MKKHHYH Japaxkand #Wyma XxucoOnmanamu. Orump papaxkanu Oyipaxk erummoBumiurd (KK
<30 m/mMuH) GYnran manueHTIApAa JONYTerPaBHPHUHT (hapMaKOKHHETHKACHHE TaJKUKOTIIApH
yrrasunran. Orup napaxanu Oyrpak erummosumura (KK <30 mu/mun) 6¥iaran nanueHTaap Ba
COFJIOM KYHIMJUIMJIAp OpacHa KIMHHUK axaMHUATIH (apMaKOKHHETHK (apkiap Ky3aTHIMaras.
By#ipak eTHIIMOBYMINTH O¥NraH manueHTIapia 103ara Ty3aTHII KHPHTHIN Tajaa0 KuIMHMaiI.
Jonyrerpapup auanusga Oynran NMalMeHTIAp TYpyXuJa TEKIIMPUIMAaraH, LIyHTa Kapamaii,
(bapmakokuHeTHKacuaa hapkiap KyTHIMAHIH,

Kueap emuwmosuunueu 6ynean nayuenmaap

JomyrerpaBup Metabou3Mra y4paiiiu Ba acocaH JKUrap OpKajlk YMKapHIany. ¥ pTada JapaKaim
Kurap eTumMoBYriIHry (Yaiina-TIeto mkanacu 6yiinya B cuntdu) 6ynran 8 manuentiap sa 8
COFJIOM KYHTWJIMIap KHECIaHraH TaJKHKOT[a, HKKajla TypyXjiapia IOTyTerpaBHpHHHT 50 Mr
Oup MapTajuK J03aCHHHHI TabCHPH OMp Xun Gynran. OFHPIMIA eHIHI KU YpTada napaxaiy
JKHTap eTHIIMOBYMIIMIH OYNraH malHeHTIapia Ho3ara TY3aTHII KHPUTHIN Tanald KuIuMHMaimn.
HonyrerpaBupHuHT  (papMaKOKMHETHKACHIa OFHD JapaKalHd JKUrap eTHIIMOBYM/IHTHHMHT
TabCUPH YpraHuIMaras.

Jlopu npenapamaapru memabonusmea yupamyeyu gepmenmiap noOIUMopGuUIMu

Hopu  BocuTanmapuHu  MeTaboONH3Mra ydpaTyB4d (epMEHTIApHUHT Ky  yupalizuras
MOMUMOPGHU3ME  JOJNYTErPaBUPHUHT (hapMaKOKMHETHKACHHY KIMHUK axaMHATIH Japaxana
y3rapTHpHIIH o3acuiaan ucbornap Hyk. Cornom xyHrmuimiap Ba Y®-I'TIA1 remotumiapu
Oynran manmenTnap (n=7) MIUTHpoKHMAark (ylaapAa NONYTErpPaBHPHHHI KydCH3 MeTaboJH3MH
AHMKJIAHTaH) KIHHAK TaIKHKOTIAp/Ia OJIHHraH HapMaKkoreHOMIIH HaMyHAIAPHH HILIATHII GHIaH
mera-taxaunga, YJAD-I'T1IAl opkamu nHopman MeraGonu3Mm OMiIaH —acconMalMsAIaHTaH
reHoTuruiapy  Oynran manumentnap (n=41) OHNAH CONMIUTHPWITAHAA, AONYTErPABUPHHHT
kpercn 32% ra macaiiran, AUC asca 46% ra rokopu 6ynran. CYP3A4, CYP3AS5 Ba NR112

H30(EPMEHTIAPHAHT MOJMMOPOH3MU [0TyTErPABHPHUHT (hapMaKOKHHETHKACHHY (hapKIapH
Ounan OormuK OYmaraH.

Hune

CornoM KYHIHUIMIIAD MIITHPOKKMAArH (3pKaknap n=17, aémwiap n=24) TagKUKOTIApIa OJHHTaH
MabJIyMOT/Iap aCOCHIA, MONYTETPAaBUPHHHI HKCIIO3ULMSICH SpKakjapra Kaparasga aémiapiaa
Oupo3 roKopH (TaxmuHaH 20% ra) SKaHIMIH aHWKIaHrad. Karra manueHTIap MINTHPOKHIATH



KMHHAK  TaJKUKOTiapHUHr IIb  Pasacu Ba III ®dasacupa onvHraH yMyMJIAIITHPHITAH
(bapMaKOKMHETHK MabJyMOT/IApPHH HILIATHII GHJIAH MOMJSAIHOH ()apMaKOKHHETHK TaXJIHJI,

JOJIyTETrPaBUPHUHT  (DApMAKOKMHETHKACHTa OJKHHCHHHI KIHHHK aXaMHMATIH TabCHPHHH
Kypcarmaras.

Hpxuit mancyonux

Karra maunweHT/Iap MINTHPOKHAArH KIMHAK TaukukoTaapHuur IIb ®asacu Ba Il ®asacuma
OJIMHTAH YMYMJIAIITHPHITAH (papMaKOKHHETHK MablyMOT/IAPHH MILIATHIN OHJIAH TOIYJISLAOH
(hapMaKkOKMHETHK TaxXJIWjl, JOTYTErPABHPHUHI (DaAPMAKOKHHETHKACHTa MPKUH MAaHCYOIMKHHHT
KIIMHUK aXaMUSTIH TabCHPUHM KypcaTmarad. SIMOHMS Bakuiapu wdra Oup mapra Kabyn
KHITaHIAaH KEHHH JOJyTerpaBUPHUHT (hapMaKkOKHMHETHKacH frapb xankiaapugard (AKIII
BaKH/IJIapy) hapMaKOKMHETHKara YXIIaluIHrk HCOOTIaHTaH.

OHTB ea B éxu C zenamumu koungexyuacu

[omymsiuon  papmakokuuernk  Taxman, C  renartuTd  BAPYCH — KOMH(EKIMSCHHH
A0JIy TeTPABUPHUHT TAbCHPHUTa KIIMHUK aXaMUATIIH caMapa KypcaTMacIHTHHE HaMOHHII oTrad. B
reraTHTH KOMH(eKIMACH 6Y/IraH alueHTIap Xakiia MablyMOT/Iap YeKIaHTaH.

KnMHUK TaKuKoTIap

Hneapu anmupemposupyciu 0agonaus 0imazan Nayuenmiap

Wnrapu antuperposupycnu gasonam onmarad OWTB-un(exknusiadran manpeHTIApIATH
AOJTYTETPaBUPHUHI  CaMapaJOp/IuTd  XaKuJard MabllyMOTIap, HKKH paHI0MH3alHsIaHTaH,
XalKapo, MKKH TOMOHJaMa siuupuH, (aon nasopatmu SPRING-2 (ING113086) (96 xadra
MaBOMHUJIA OJIMHIaH MabIyMoTiap) tankukoraapuna Ba SINGLE (ING114467) tankuxoriapuia
OJIMHIaH HaTHXXajlapra acocjaanrad, Ynapau, 96 xadrtamu ¢aon Hazopamim ounk FLAMINGO
(ING114467) tamkuxkoTHHHHT HaTwkatapy Ba SINGLE TaIKMKOTHHHHT OYMK (pazacuman
144 xadrarava 6ynran maBp/a ONMHIAH KYIIMMUA MAbIYMOT/IAp KY/1a6-KyBBaTIaliIH.

SPRING rankukorna 822 OWTB-1 mH(eKuusiaHras Wirapd aHTHPETPOBHPYCIH AABOJIALI
(APIl) onmaraH KaTTa narueHTIIap 6T Kamuza 6up nosa TABUKAM npenaparuuu 50 mr CcyTKaza
1 mapra €xu panterpasup (RAL) 400 Mr cyTkana 2 mapra, HKKH KaliTap TpaHCKPEITA3aHHHT
Hykineosuaa  uHruOuropnapunuar  (KTHM)  (aGakaBup/mamusyaun  (ABC/3TC)  éxu
Teroosup/smrpuutabun (TDF/FTC)) dpukcanusiianras o3anapiay acocuii nasoam GoHmIa
onraninap. TagkukoThu Gomam BakTy/Ia naueHTIap Yprada 36 émm 6ynran,14% narueHTIap
aén oxuHcmM OYnran, 15% espoma upkura MancyG Oyaran, 12% B Ba/éxku C remarurtu
kouH(pekuusicu Oynran sa 2% ma C cundu kommieMeHT Gornuk uutotokcmkmuk (KBLI) 6¥ras;
Oy XapakTepuCTHKANap TaBONALI IypyXJapy opacua YXiam 6yram.

SINGLE rankukotaa 833 Hadap mammeHT paHmOMH3alMsIaHTaH Ba SHI KaMHAa OMp 1034
TUBUKAM mpenapartunu 50 wMr cyrkama 1 Mapra €k QuKcaumsyaHraH MaxMyana
abaxasup/namuByun (TUBUKAM + ABC/3TC) Kymu6 €ku huKcanusIanran 103anu 3hpaBupens3
- TeHO(QoBUD - amTpuuuTabuH Maxmyacunn (EFV/TDF/FTC) onrannap. TaakuxoTHu Gomian:
BaKTH/1a MAMEHTIAap YpTaya 35 &uuu Oynran,16% nanuentnap aén sxuncnu 6yran, 32% esporna
upKura Maucy6 6yuran, 7% nanuentiapaa C renatuti Kouadexnusicn 6ynran sa 4% na C curdu
KOMIIEMEHT 60FIHK nuToTokeukiuk (KBL) 6Yrax; 6y xapakTepucTHKaNap JaBOJIALI IypyX/Iapy
opacuja yxmai O¥iras.

SPRING-2 Ba SINGLE rankuxornapna naponamsusr 48 xapracuna Gupaavun AKYHHI HyKTa Ba
Oomika HaTHKaNap (U1y XKyMIaJaH acOCHH JacTIabKu KOBAapHaHTIAp OYitnda HaTHXamnap)
2-)Ka/iBasia KEJITHPUJITaH.



2-xanBay. SPRING-2 Ba SINGLE TaaKHKOTIapuaa 48 xadranan keiinnru
PAHIOMH3HPJIAHTaH IABOJAITHHHT BHPYCOJIOTHK HATHAAIAPH
(MOMEHTAJI AKC YTHII AJITOPHTMH)

SPRING-2 SINGLE
TUBHUKAHU | RAL 400 vr | TUBUKAM | EFV/TDF/FTC
50 mr cyTka- cyTKajsa 2 50 mr + cyTkaza 1
na 1 mapra + Mapra + ABC/3TC mMaprta
2 KTHHA 2 KTHHA cyTkaga 1 N=419
N=411 N=411 maprta N=411
<50 OUTB-1 PHK 88% 85% 88% 81%
Hycxa/ma*
Masonam Typaapu opacuparn | 2,5% (95% JU:-2,2%, 7,1%) 7,4% (95% JIH: 2,5%, 12,3%)
papxap*
BupycoJiorak skaBo6 #yk** 5% 8% 5% 6%
48 xadramuK BAKT 0pasHFA 7% T% 7% 13%
A4 BUPYCOJIOTHK KaB06 YK
Cababnap
Hoxyuw kypunuin ku yiaum
cababura kypa cuHanaérran 2% 1% 2% 10%
NpenapaTHy TeKIIHPHLIHK/
KYJUTaHy TYXrarum® **
Bowka cababnapra kjpa
CHHaiagTraH npernapaTrHu 5% 6% 5% 3%
TEKIIHPHLIHK/ KYIUIALIHHA
TYXTATHII * **
BakT uHTepBanna MabIyMOT
Jlap HYK, IEKMH TeKLIHPHIL- 0 0 0 <1
Jlap JaBOM 3TMOKIa
OHUTB-1 PHK <50 nycxa/ma aactiabku KoBapHAHTIAp O0yiinua
Kou nnasmacugaru
AacTiadKu aapaka (Hycxa/mo) n/N (%) n/N (%) n/N (%) n/N %)
BHPYC KOHUEHTPAHICH
< 100,000 267/297 253 280
(90%) 264/295(89%) (90%) 238/288 (83%)
111/134
> 100,000 94/114 (82%) | 87/116 (75%) (83%) 100/131 (76%)
CD4 + (xyxaiipanap/mm®) nactiabku conu
<200 43/55 (78%) 34/50 (68%) 45/57 (79%) 48/62 (77%)
200 pan < 350 raua 128/144 118/139(85%) 143/163 126/159 (79%)
(89%) (88%)
2350 190/212 199/222 (90%) 176/194 164/198 (83%)
(90%) (91%)
KTHH 6unian acocuii gaBoJiam
ABC/3TC 145/169 142/164 (87%) N/A N/A
(86%)
TDF/FTC 216/242 209/247 (85%) N/A N/A
(89%)




Kunc

OpKaknap 308/348 307/347
@ovy | 305355 86%) | “geos 291/356 (82%)
Aeap 53/63 (84%) | 46/56 (82%) | 57/67(85%) | 47/63 (75%)

Hpkuii mancyoank

EBpona upku MaHcyGnap 306/346 255/284

0, 0,
(88%) 301/352 (86%) (90%) 238/285 (84%)
Adpo-amepukanuxnap/ ” " 109/130 -
aQpukanKap/Gouwkaap 55/65 (85%) | 50/59 (85%) (84%) 99/133 (74%)
Em (finnap)
324/370 319/361 0
<50 (88%) 312/365 (85%) (88%) 302/375 (81%)
=50 37/41 (90%) | 39/46 (85%) | 45/53 (85%) 36/44 (82%)
Hsox:

*cTparudukauuaHUHT facTnabku oMuId G¥iinya TYFpHIaHraH.

**AT (AT-acoc TapTuG) cHHQUHH SHrHCHTa Y3rapTuprad &k AT HU NPOTOKOJITa TYFPH KeMaliuranra
y3raprupraH nauveHTIap éku 48-Huu XadTaraua camapacusiurd tybaiinu (pakar SPRING-2 yuyH),
camapanopaury Oynmarannury kv Hykonmmm okubatnna 48-Huu Xadraraya JaBONAINHM TYXTATTaH
nauueHTaap Ba 48-nun xadranark opanuk BakTaa > S0 Hycxara sra OiraH NauMEeHTIAPHH ¥3 MUMra
oJajiu.

***]-HuM KyHmaH 48-HuM XadTagarn OpayMKHH XapKau4ai BaKTHAA HOXYII KYPHHHUILIAD 8K YiIUM
Ty(aiiu JaBONALIHM TYXTaTraH MALMEHTIAPHH ¥3 MUHra oNlany, arapaa y 48-Hu XadTamarn opaiuk
BaKTHa JaBoJiail GYinuya BUpYCONIOTHK MablyMoT/Iap Gy amaranmurura onud kenran 6yca.
FHK*POUTMKHN KalTapuG onuu, KeliMHrH KysaTyB yuyH HykoTuw, Gomuka skoiira Kyuu6 yruum,
NPOTOKOJIAAH YeTiaiuni kabu cababnapHu ¥3 nuura oagu.

Hsox: ABC/3TC = aGakapup 600 mr, namuBymu 300 mr Kusekca/DNH3MKHHHT (DUKCALMSIAHTAH
nosanapu (PKJ) 6unan maxkmya KYpHHHILIMAA

EFV/TDF/FTC = as¢asupens 600 mr, tenodosup 300 mr, smtpuumrabun 200 mr Arpuria OKJI
KYpHHUILIAA

N = xap 6up TypyXJaru naluneHT/iap MUKIOpH

SPRING-2 Tankukotnna 96 xyHnanm keiiu JomyrterpaBup rypyxuaa (81%) BHpeMHSHHHT
cynpeccusicu (OUTB-1 PHK <50 mycxa/mm), panrerpaBup rypyxumard (76%) cympeccus
Kypcatkuungan Kam OyYnmaran. CD+ T-xyxkaiipanap COHH ¥3rapHIIMHH yprada KypcaTkuyu
nacTnabku GocKuy Ounan comumrupranga 48 xacl)Ta,uaH ketinn TUBUKAW mpenapatu onran
rypyXJa Ba panTerpaBup rypyxuna 230 xyxaiipa/mm?, HlyHHHrJ:[eK 96 xabragaH KeHHHTH
JIOJTyTErpaBUp I‘ypny;[a, palTerpaBup rypyxunar 264 xyxaiipa/Mmm? GuIaH COJTHIITHPHITAHAA
276 xyxalipa MM? HH TAlIKHI KUJITaH.

SINGLE rankukoruna 48 xadTana Bupemus cynpeccuscuuuHT kypearkuun (OUTB-1 PHK <50
Hycxa/mi), Gupimamun Taxmwn acocuna (p=0,003) TUBUKAW + ABC/3TC rypyxuzna 88%
TALUKWI KUIrad, Oy rypyxugara KypeatkudnaH (81%) rokopu 6yiran. 96 Xadrana BHPEMHSHHHT
cynpeccusicn  caknanran, TUBUKAM + ABC/3TC rypyxuna (80%) camapamopimk
EFV/TDF/FTC rypyxura (72%) xaparanza 10Kopi G¥JraH, ZaBonam TypJiapi opacHaar (apk
8,0 (2,3; 13,8) uu Tamkun kuiran, p=0,006. SINGLE tankukorna 48 xadranan keitun CD+ T-
XyxKalipalap COHMHHHT Y3rapHIIHHH MYyBO(HK/IAIITHPUIraH Yprada KYpcaTKuud, NacTiabKu
napaxa 6unan cosmmrupunranga TUBUKAM + ABC/3TC osnran nanueHTIap rypyxuna 267
xyxaiipa/mm® Ba EFV/TDF/FTC rypyxuna 208 XyxKaifpa/MM? HM TALIKHI KAJITaH.
Mysoduknamrupunran dapxnap sa 95% WK 58,9 (33,4; 84,4) uu Tamxmn xunras, p=0,001
(CTpaTHQUKALMSAHUHT 1acTIa0KH OMHIIIApH OYiiida TYFUpIIAHTaH TAKPOPHH YIdamiap MOIEH:
Gomka ommitap opacuaa OUTB-1 PHK Ba CD+ T-xyxaiipanapuusr nactiabku conn). Ymoby
TaxJTWl OJIMHJAH AHUKJIAHTaH Ba Kyncomwuurw Oyinmda myBodukmamrupuirad, SINGLE



TaIKMKOTIAA 48 xadTanaH KeHUH BHpeMHS CYNPECCHSICHTA OPUIIMIIHWHAT YpTada BaKTH
TUBUKAW + ABC/3TC osran nauuentaap rypyxuzna 28 kynuu sa EFV/TDF/FTC rypyxuna 84
KyHHH Talkun xkuiarad p=0,0001. Yiby Taxiui onguHIaH aHAKIAHTaH Ba Kynconnuru Oyiinua
MYyBO(HKJIAIITHPH/ITaH,

SPRING-2 Tankukorma ©ynrane kabu, SINGLE TamgKMKOTHIA XaM JaBOJALIHEHT TYpIH
KYPHHUIINAPHAA BHPEMHSHHHT cympeccusicu (OWTB-1 PHK <50 Hycxa/MJ) pactialku
XapaKTepUCTHKANIAP (KHHC, HPKUH TaaTyKIIHK Ba 1) opacuia Gup Xui 6¥ra. ;
SINGLE Ba SPRING-2 rajkuxoTnapuna 96 xadraman keituu JOJYTETPaBHPHH ¥3 UYHMTa OJIraH
Aasojiau rypyxnapuia Ml ra yunamnumura 6§iaras éku acocuii 1aBoal OMLI BAKTHAA TAiI0
Oyiran YuIaMITHIMKAA MyTallksIap aHAKJIAHTaH SMac.

SPRING-2 TankukoTa painrerpaBup Iypyxumard TYpT marmentia, KTHH YaKUpraH acocHii
MyTalusnap naijpo Oymra, Ba OMp MAlMEHTIA panTerpaBupra YHIAMIIHINK PHBOXKIAHTAH;
SINGLE rankuxotna EFV/TDF/FTC rypyxu/art ot HanuesTaa KTHH ra ynnamnunuk 6unan
Oornmnk 6 nran myTanmsiap maiino 6yuran, 6up nanuentaa sca KTHU YaKHpraH acoChil MyTamus
nafno 6¥nran.

Ounk Ba Qaon masopatmu FLAMINGO (ING114915) rtamkukotnma OWTB-1 6uiam
MHGEKIHIIAHTaH WITApH aHTHPETPOBHPYC/IM NaBONaml Kabyn Kuimaran 484 Hadap kaTta
nanuentiap TUBUKAW npenapariau cyrkajna Oup mapra 50 Mr 6up MapTalHK J03aCHHH EKH
napynasup/putonasupan  (DRV/r) 800 wmr/100 mr cyrkazma Oup Mapra oM y4yH
PaHIIOMH3ALHUSANAHIaH, MKKala XoJaTAa Xam (Qukcanusiadran mosaga uxkku KTHU Guianm
naponam gponuna (ABC/3TC, éxu TDF/FTC). ITanuenTiap SlEHEAT 1aCTIA6KH MeauaHacu 34
€ur, 15% aén sxuncin, 28% espona upkura Mancy6 6yimaran, 10% B Ba/éku C renatita 6uian
undexuusnanran, Ba 3% C cuadu Kommiemenrra Bormuk [uroTokcukIuK Gyiram; Oy
XapaKTepHCTHKAIap JaBoJall Typyxjiapu opacuia yxmam Gynrad. 48 xadraga THUBUKAM
rypyxuna (90%) supemus cynpeccusicu (OMTB-1 PHK < mycxa/mr) DRV/r rypyxunarura (83%)
Kaparanzaa AKKoJIpox 0ymran. Yiyumu sa 95% WU Gyitnya Trpunanran dapk 7,1% (0,9; 13,2) u
Tamkua Kwirad, p=0,025. TUBUKAM npenapatu éxu DRV+RTV 6Gmian JaBoJiall I'ypyxu
TalMEHTIapH/a AaBoJIall BaKTuaa nainno 6yiran, MMu, I[1 éxku KTHU ra pesucTeHTIHKKA 0IMG
KeITyBYd OHpIIaMYH MyTalHsIap Ky3aTHIraH,

Bapkapop Bupycomorux sxaso6 SPRING-1 (ING1 12276) TankukoTrIa HAMOMKII KHITMHTaH, YHAA
96 xadranan xeitun TUBUKAN npenapaTiHi cyTkazga 6up mapra 50 Mr gosanga onran (n=51)
88% mauentnana PHK OMTB-1, s(asupens rypyxumara (n=50) nanueHTiapaaru 72% Ounan
comumuTHprimanga <50 Hycxa/Mn Hu Tamkwi kuiran. TUBUKAN NpenapaTiHy cyTkaza Oup
MapTa 50 Mr 103az1a Ky utanrasa, 96 xadra nasomuna Ual PE3UCTEHTJIHK YaKUpraH, €K acOCHH
AaBonam GoHUAa nakno 6Y/IraH Pe3HCTEHTIHK YaKUpraH MyTalUsIap aHUKJIaHTaH 3Mac.
Anmupemposupyc npenapamnapru Kabyn Kunean nayuenmiap (6a unmezpasa uneuOUMOoOpPIAPUHU
Kabyn Kunmazan nayuenmaap)

SAILING (ING111762) xankapo KyIMapKa3/ii HKKH TOMOHIIAMA SIIIHpHH TaakuKoTna OUTB-1
OnnaH WHQEKUMATAHTAH HIrapH AHTHPETPOBHPYCIH ABOJAml onmMara 719 Hadap KarTa
HAlMCHTIAp IypyXjapra paHIOMHU3allHsIaHraH Ba cyTkajga Oup mapra 50 mr TUBHUKAMN
npenapati €ku CyTkaja MKKH Mapta 400 Mr paiterpaBup oJraHiap, TAAKUKOZYH TAHJIATAH
acocuit TapTu6 (AT) 2 npenaparnan Tamkun Tonras (Kamuaa Oup OyryHiaii haosn mommanm ¥3
Huura oirad). actinabku OGockuuma TMAUMCHTIAPHUHT €mu 43 HU Tamkuia Kuarad, 32%
nanuenTaap aén 6yiran, 50% espora upkura mancy® G¥imaran, 16% B Ba/éxki C renaTuti
BApycapu KouH(ekuusicu 6¥ran, 46% na sca C cuHGH KOMIUIEMEHTra OOFIHK IIUTOTOKCHKIIHK
(KBLI) 6ynran. Bapua manuenTIapaa sHr Kamuna AHTHPETPOBUPYCIIH HaBonamHuHT (AP/T) HKka
cuH(ura dunamimIuK, 49% nanueHTIapIa Sca AacTIAbKH napaxana APJl sur xamuma yu
cHH(}Hra YHIaMIIIHK GYIIraH.

SAILING ramkukotaars 48 xadranan KeHunru HaTwKaaap (IIy >KyMiaaaHd acocHi macTiabku
KosapuaHTIap O¥#inya Harwxanap) 3-xkaasanna Gepuiras.
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3-wanBan. SAILING TagkuxoTuia 48 XapTanan KeHHHIH PaHIOMH3ANHSIIAHTAH
AABOJIAMIHHHT BHPYCOJOTHK HATHKATADH
(1apX0J1 AKE ITHII AATOPUTMH)

SAILING
TUBUKAM 50 mr RAL 400 mr
cyTkaga 1 mapra + CyTKaja 2 mapra +
bP BP
N=345%¥* N=361%*
<§0 OMTB-1 PHK nycxa/ma 71% 64%

Hasosam Typaapu opacugaru
MYBOQHKIAWITHPHTAH GapKaap*

1,4% (95% UN: 0,7%; 14,2%)

Bupycosoruk xaBo6 iyK

20%

28%

48 xaTaINK BAKT 0paInFuIa BAPYCOIOTHK
HKaBOO HYK

Cababnap

Hoxyw kypunmin éxu Ymum caGabura K¥pa
CHHa/Ia8TraH NpenapaTHy TeKLMPHITHM/
KYJUlalIHW TYXTaTHL*

Bowika cababnapra kypa cunanaérran [penapaTHu
TeKUIHPHIIHK/ KYJUIaIHy

TYXTaTHI**

Bakr unrepsanuna MabJIyMOTIap UYK, MEKUH
TEKLIMPHIIIAD JABOM 3TMOK/(A

9%

3%

5%

2%

9%

4%

4%

1%

OUTB-1 PHK <50 mycxa/ma aacraaGkn KOBapHaHTJIap 6Yiinua

Kon naasmacuaaru gacriaékn BHPYC IORJIAMACH
(Hycxa/muT) KOHUEHTpanHsICH

n/N (%)

n/N (%) -

<50 000 nycxa/mn

186 / 249 (75%)

180 /254 (71%)

>50000 nycxa/mn

65/ 105 (62%)

50/ 107 (47%)

CD4 + (xyxaiipanap/mm?®) nactiaabkn conn

<50

33/62 (53%) 30/59 (51%)
50 nan <200 raya 77/ 111 (69%) 76 /125 (61%)
200 nan <350 raua 64 / 82 (78%) 53 /79 (67%)
2350 77199 (78%) 71/ 98 (73%)
Acocuii TapTu6
Ce3yBUaHTHKHHUHT (EHOTHIHK MHAEKCH® <2 70/ 104 (67%) 61 /94 (65%)
Ce3yBYaHIMKHHHT (PeHOTHIIHK uHAeKCH* ** =) 181/250 (72%) 169 / 267 (63%)
Ce3yBYaHIMKHUHT TeHOTHIHK UHAEKCH* ** <7 155 /216 (72%) 129/ 192 (67%)
Ce3yBYaHTHKHUHT FeHOTHITHK HHaeKCH* ** =) 96 / 138 (70%) 101 /169 (60%)
Acocuii TapTu6narn (5T) DRV/r 143/214 (67%) 126/209 (60%)
DRV/r kynnaumaran IU(poreasa HHrHOUTOpH)ra
Gupnamuu MyTatmsnap Gopnuraga DRV/r i 58/68 (85%) 50/75 (67%)
Kysuiaw [T ra 6upnamun MyTaLusiap )
6¥namaranna DRV/r Hu K¥narm 50/72 (69%) 54/77 (70%)
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Kunce

Opkaxiap 172/247(70%) 156/238(66%)
Aénnap 79/107(74%) 74/123(60%)
Hpxnit mancy6iauk

Espona upkura Mancy6nap 133/178(75%) 125/175(71%)
Adpo-amepukanuknap/appukanukinap : :
/Golkanap 118/175(67%) 105/185(57%)
Em (iinanap)

<50 196/296(73%) 305/355(86%)
=50 55/85 (65%) 58/84 (69%)
OUTB ku4uK TYpH

B kuuuk Typu 173/241(72%) 159/277(65%)

C KHYHK TYpH 34/55 (62%) 29/48 (60%)
Borga**** 43/57 (75%) 42/67 (63%)
Hzox;

*CrparudukauusHuur nactnabku oMuIn 6Yiinua TYFpHIaHTaH.

**4 naunent Gup TAAKMKOT MapKa3sHMard MablyMOTIAPHH TYIKOHINrH cababiu Gyiiua camapagopiuk
Tax/IHIMAaH YHKAPHIITaH.

¥ CesypuannukHuHr deHoTunuk uHAekcH (COM) Ba ce3yBUAHIMKHHUHT reHoTunuk uaaekcu (CIH)
Ounan AP/l ymymuii conn Ba AT cudarhia aHWKIaHraH, yaap Ce3yBYaH/IMKHHHT (EHOTHITHK EKH
TCHOTHITUK TEKLWIHMPHLIJIAPH AacOCHJA BHPYCIHM HW3OJNATIAPHUHI nacTinalku ce3yBYaH/IMrH OunaH
xapaxtepnanrannap. Acocui Taptub <2 APJl, sur kamuzga 6up OyTyHnai daon Bocura GuiaH, JeKHH
n=11 COH 0, n=2 COH 3.

****Bolika KHUMK TypaapHu KYuu6: maxmyasuii (43), F1(32), A1(18), @T(14), konran xammacu <10.

Mzox: AT=acocuii nasonaw raprubu, RAL=panterpasup, N=xap Gup naBonaii rypyxuiard nauueHTiap
COHH.

SAILING Ttankukorna 48-unm XadTama THBHKall IpermapaTd IypyXHAA BHPEMHs CYIPECCHACH
(OUTB-1 PHK <50 mycxa/mi) panterpasup (64%) rypyxura Kaparanza cTaTHCTHK 0KopH (71%)
camapanu O¥nran (p=0,030). Bupemus cympeccusicu (OUTB-1 PHK <50 mycxa/mn) 6¥iinua
JaBOJIaLll Ty pJiapy Opacuaary GpapKiap, ’KHUHCH, HpKKa MaHCYOmury Ba OUTB kuunk Typu Gyiinua
mactinabku rypyxjiap opacupa Omp xun Oymran. CD+ T-xyxkaiipanap COHMHH Ypraua
Y3rapuuIMHUHT KypcaTKuwiapd, THBuKalf npemapaTHHH KaOya KWIraH rypyxjaa AacTiabku
napaxa Gunad comumruprania 24 xadrana 113 xyxaiipa mm> Ba 48 xadTama 162 xyxaiipa/Mm®
HH; paiTerpaBup Typyxuza 24 xadrana 106 xyxaitpa mm® Ba 48 xadrana 153 xyxaiipa/mm® Hi
TAIIKWI KHJITaH.

[TaneHTIapHAHT CTATUCTHK KaM MHEKHopuzaa Tusukait npenaparu (4/354, 1%) 6unan masonam
BaKTHIa, panterpasupra (17/361, 5%) xaparanna MH rexn 6yiuva 9uIaMIHIAK PUBOKIAHHIIH
OmnaH faBoaira xaBoOHHU OYIMaraHINTy aHUK/IaHTaH,

Humezpasa uneubumopnapuea pesucmenmiueu 6y12an nayuenmiap

Tusukait npenapatunn cyTkaga Oup mapra 50 Mr nosama Bupycnapra Kapimu (aoJIHTHHH
50 Mr HHE CyTKaJga HKKH MapTa Kywiab xuécnab Texumpuin Makcaauna 10 KyHauk QyHKIHOHAT
MOHOTEpanmusifiaH KeHuH, Xaikapo, Kynmapkasmu ouuk Oomutanrud VICING (ING112961)
TankukoTd IIb Qasacununr Gup rypyxunma xetma-ker cadiap (xoropriap) Guman GEpra HKKH
KeTMa-KeT caduiapra NopH npenapaTIapuHHHT OHp Hedya cHHGIApAra YMIaMIHUrE OYiraH, my
kymnazas OWTB  wuHTerpasack HHTHOMTOpJNApUra YHIAMIMINLH —OYJraH  IandeHT/Iap
KHpUTUIrad. yKaBobnaap MHKIOPH IIpemapar cyTkala MKKH Mapra Kywranraga (OUTB PHK
y3rapuum nacrinabku napaxa 6unan conmumtapranza 1,8 logl0), cyrkana 6up maprara Kaparasia
(OMTB PHK  ysrapumm pmactiabkm  jgapaxa Owmiad comumrraprasga 1,5 loglo,
MyBoguknamtapuiran dapk 0,3 logl10, p=0,017), toxopu 6¥nran. KaBoGnapHHHT IOKOPHPOK Te3-
Tesnurd TUBHKAM MpenapaTuHyu JOMMHE KYJUIall OMNaH NperapaTHH CyTKana MKKH MapTa
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Kymnamiza Ba paBojaminy 48 xadracu naBoMmia acocuil TapTHOHM ONTHMH3ANMACHAA TYTHO
typwiran (71% <50 xyxalipa/mn Ounan comuurTipranza 33%, OylopwiraH maBoJamira
KapabBUPYCOIOTHK kaBo6 yKonrynua BakrtHu Taxywm (E) (ITT-E TLOVR). Bapua mosamap
yayH Kuécmi xaBpemsauk npodumu xapaktepiunap. Keitmmuamak VICING-3 rtagkuxotia
TUBUKAM npenapaTHHEHT TabCHPH CYTKALa HKKH mapra 50 Mr 1o3ana 7-KyHIHK (YHKIHOHAT
MOHOTEpanuAra aCoCHi MaBoJiall ONTHMH3ALMACHAAH KeHHH, CYTKaJa MKKH MapTa TuBukait
npenapaTy OMIaH JOHMHH aBOJAIIa ¥praHuiIras,

bup rypyxma yrkasmmran VICING-3 (ING112574) xynmapkasim OdYHK Ta,uKHKOTHna,
BHPYCOJIOTHK 7kaBoOH Ba (haosi maknga €Ki aHaMHe3/[a palTerpaBupra Ba/EKH 3IBHTEIPaBHpra
YHIaMITHITHK  Oesrmnapu  6yiMaran, wmimrapu APJ[ omran OWTB-un(exnusianran Karra
nanMeHiap, cytkaga UKk Mapra 50 Mr nosana Tusukail mpenmapatunu, 8 xynu APJI acocuit
TApTHOUHYU ONTUMHU3ANKACH OunaH 7 KyH JaBOMHJA KOPHH MyBo(dakuaTcus acocuil TapTub
Ounan Gup BakTIa onrannap. TajKMKOTra KMPHTHIraH OWp 103 CAKCOH yu mamueHTnapna, 133
Haapua ckpuHuHr BakTuaa MWH ra ynnammunmk anuknanran, 50 Tacuaa sca anamMuesaa hakar
Pe3UCTEHTIIUKHUHT  Oenrunapy Oynran  Xojoc (NIEKHMH CKpUHHHTHAA 9Mac). Jlactiab
MalHCHTIAPHUHT YpTada €M 48 Hu Talkui Kuirad, 23% nanueHTiap aén 6ynran, 29% espona
upKkura Mancy® Gynmaran, 20% sca B Ba/éxu C xoundekmuscu 6ynran. CD+ uunr ypraua
mactimabku KuitmMatu 140 xyxaiipa/Mm®, APJ] HE ONIMHIH KYJIAIIHHHT YpTava IaBOMHMIATH
13 ¥innan Tamkun kuaras 56% na sca C cundu KBL 6yran. [lanuentiapaa nactiabku 6ocKuIna
APJ{ 6up Heva cuH(apura ynnaMIMIAK anuknanrad: 79% KTHU ra pesucTeHTIMK YaKupyBUH
22 acocuit mytammsnap, 71% I ra pesucTeHTIHK YaKUpyBYH >2 acocHii MyTanuanap Gyaram;
62% na wHe-RS Bupyc Gymran. Bupycosmoruk xao6 (BXK) mnomymsmus camapamopiHk
Oynmarannury cababny JaBONAIIHK TYXTATTAaH NAUMEHTIAPHH Ba INPOTOKONNAH KHIIHI
CHIDKHIIIAPH (LOJTyTerpaBUPHU HOTYFPH N03aJ1alll, MaH STHIITaH EHOLI IIpeNapaTapHy Ky/UIAII)
Oynran nanmentinapuu ucTHcHO 5Trad. BXK nomysmsmsicn ITT-E momymsuusCHHEHT KHYHK
HOMYJISIHICH XUCOOIaHaIH.

Hactinabxu kuiimat Ounan comumTapriranaa 8 Kynu (Gupnamun sxyruit mykra) OUTB PHK Hu
y3rapuIMHAHT yprada kypearkuun 1,4 logl0 mu tamkwmn kwiran (95% WM - 1,3, -1,5 logl0,
p=0,001). JKaBoG 4-wamsanpa kypcarmiramgek, MWH ra pe3UCTEHTIHK YaKMPYBUH
MYTalMsUIAPHUHT JacTnabky iyHanumm 6unan 60rIMK 6y iras.
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4-xansaja. UUH ra pe3ucTeHTINKHA JacTaad Tanjaad 0JIMHraH MyTauusjiap rypyxu
0yiinuya 8 KyHura BUPYCOJIOTHK KaB00
(kon muiasmacunaru OUTB-1 PHK xonnenTpanusicn)
[8 xyHura Bupycosorux ;xkaso6(B2K) nonyasuuscu|

HMn ra pe3sHCTEHTIHK MYTalHAIAD IIauuenTnap 8 kynu pactnabku 8 kyun
naiigo 0yaran rypyx MHKI0pH Aapaxka Guian %>log10
(BXK) COJIMIITHPraHaa nacaiumu**
NOnmy IS Hs y3rapuuHMHT ‘
ypraua kypcartru-
qu (CO)

Mytauusanap WyknuHu Q148H/K/R* 124 -1,60 (0,52) 92%
Q148 + 1 ukkunam4u MyTtauusa” 35 -1,18 (0,52) 71%
Q148 + > ukkunamuu Mytauus” 20 -0,92 (0,81) 45%

*MHWu N155H, Y143C/H/R, T66A, E92Q ra pe3ucTeHTIHKHHHT GHpiaMuH MyTaluanapH Eky (axat
aHamHesnaHu MHH ra pesucteHTnvK Oenrmiapiuiy ¥3 Hadra ojauu

Ay sxymnanan 8§ kynn OUTB PHK <50 nycxa/mn nu naumeHtnap

~G140A/C/S, E138A/K/T, L.741

MoHoTepanust  (aszacugaH KeHHH IalMeHTIapAa JaBOJIAIIHMHT — acocaH  TapTHOMHH
ONTUMAJUTALITHPHII HMKOHUATH OYIraH.

Hintupoxksu TanKMKOTHUHT 24 xadracuia sKyHIarad €Kd MabIyMOTIApHH HUFHITHA SIKYHJIAII
caHacHMrava TaAKHMKOT[aH uukKaH 183 nadap manuentnapaan, 126 (69%) tacuna 24 xaprana PHK
< 50nycxa/mn 6yaran (lapxo ake 3THII anroput™u ). KymiMya nkKunaMyuu MyTalsiiapyu Ouian
Q148 myranmsuiapu 0¥arad BUpyCc/Iy nalueHTIapaa, 24 xadrana xapob nmact 6ynran, Jactiadku

Oockuymary ce3yBuaHNMKHHHI yMyMuil kypcatkuun (CYK) 24-um xadramarum xaBo® Omiman
Oornuk Oynmaras.

S-xapsai. 24 xadpra, Mn Ba CYK OBR ra pe3sucreHTIHKHHHT JaCTIa0KH TAHIa0
OJIMHIaH MyTalusaIap rypyxu 0yiu4a BUPYCOJIOTHK KaBo0
(OMUTB-1 PHK <50 nycxa/mJj, 7apxo,1 aKc¢ THIO aJITOPATMH)
42 xadra, BJK nonyasinusicu

HMHn ra pesHCTEHTIHK
MyTaUMslJIapH naigo CYK=0 CYK=1 CYK=2 CYK<2 Kamu
O0yaran rypyx

QI48H/K/R
MyTaudsnapiy Hyknurn | 4/4(100%) | 35/40(88%) | 40/48(83%) | 17/22(77%) | 96/114(84%)

Q148 + 1 ukkunaMuu

MyTauus’ 2/2(100%) 8/12(67%) 10/17(59%) - 20/31(65%)
Q148 +>2 uxkkuIaMun
MyTaLus’ 14(50%) 2/11(18%) 1/3(33%) - 4/16(25%)

'N155H, Y 143C/H/R, T66A, E92Q, éxu haxat anamuesaary MMH ra ynaamMnuiik Genrunapu.
2G140A/C/S, E138A/K/T, L741

CVYK: ce3yBYaHIIMKHUHT YMYMHH KYpcaTKu4uM [yMyMHit FéHOTHIHK Ba PEHOTHITHK YMAaMITHITHK
(Monogram Biosciences Net Assessment)]

OHTB-1 PHK <50 mycxa/mn (mapxon akc 9Tl anropurmu) Oyaran 116/183 (63%)
nanuenTnapaa 48-un xadrana xasol napaxacu Oapkapop Oyiran. Q148 Gunan GoruK OYiran
KYIIuMya HKKAIaMyul Mytanusiapu 6yiras Q148 myranusny Bupyc 6yiran nmanpeHmapaa xam
48-yn xadrama xaoO TypryH Oymran. 48-um xadrama 88/113 (78%) mammentnapma Q148
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MyTanusuiap 6ynmaran, 19/31 (61%) nannentnapaa Q148 + 1 myranusnap Ba 4/16 (25%) na Q148
+ >2 myrauusuap (BXK nomynsmuscy, ZapXosl ake STHIN aJITOPHTMH) aHHKIaHTaH. JlacTiabku
Oockuya cesyByarTMKHUHT yMymuid kypearkuun (CYK) 48-un xadranaru sxaBo6 Ounan GOFIHK
Oyimaras.

Bupemuss cynpeccusicunmur kypcatkman (OMTB-1 PHK <50 mycxa/mn) pactialku
XapakTepuCcTHKaIap (KMHC, HPKKa MaHCYONHUK Ba €II) rypyxnap opacuna Oup xun 6ynrad. CD+
T-xyxaitpanap connnu y3rapumu, VIKING-3 TagkukoTna Ky3aTWIraH MabiIyMOT/Iap acOCHIA,
macTnabku Gockud Oumad comumTupranga, 24 xabrama 61 xyxaiipa/mm® Ba 48 Xadrama
110 xyxaitpa/MM® HH TAIIKHII KHJITaH.

Hurerpasa HHrHOMTOPUHHE CakjioB4M, Ba MHMH ra OupiiaM4d reHOTHIIMK YijaMiiuinra OyiiraH,
uirapu APJl omran 30 OWTB-unpexnusananran kaTTa NDalUCHTIAp KYIMapKasld HKKH
ToMOHJIaMa sAupuH IUanedo-Hazopamin VIKING-4 (ING116529) tankukoTrnapia, CKpUHHUHT
BaKTH/a, PaHJIOMH3ALMUIANI TApTHOHAA CyTKaga MKKH mapra S0 Mr JoiayTerpaBup Eku 7 KyH
JABOMHZA caMapacu3 TapTud HMnuiatuin OmiaH OWp BakTAa IUTanebo OJHIN YYYH TypyXjapra
TakcUMJIaHTaH. §-HuM KyHjaaH Oouura® Oapua maiueHTNIap ONTHMAUIAIITHPHIraH acochi
nasojiamn TapTuOu Ounan Owpra O4MK Taps3jga JoiyrerpaBup KaOyn Kuuradmap. Jlactinab
NalKeHTIapHUHT Yprada Emu 49 Emnu Tamkui o1au, 20% aémnap, 58% eBpona upkura MaHcyo
6ynmaran Ba 23% na B Ba/éxu C renatutu éunown undexusicu 6¥nran. CD4+ HUHT nacTiabku
JapakacHHUHT Menuanacu 160 xy’&caﬁpa/MM3 HH, aBBaTH APJ] OwiaH naBosail JaBOMHMITHTH
Menuanacu 13 HHIHM Tamkui 3Trad, Ba 63% C cuH(U KoMIIIeMeHTra OOFIHK [IUTOTOKCHKIIMKKA
(KBLI) ara 6¥aran. Ianuentnapna nacrinadbku 6ockuuaa API] HUHT Typiau cuH(] npenapaTiapura
YUIAMITHINK YaKHPYBYH acocuil MyTanmsuiap kKysatwirad: 80% ma >2 HPTH ra, 73% nma >1
HHPTH ra Ba 67% na >2 I1U ra xy3atuinras; 83% na He-RS5-Bupyc anukianras. 30 manueHTaaH
16 nadapuna (53%) ik 6ockuunan Q148 Bupyc 6ynran. 8 xynnan Gomwab Oupnamun sKyHU#H
HyKTaJapHH KHEcnam, cyTkaga MKk Mapta 50 Mr nomyrerpaBupHH Kyjuiam Imiane®o
KyJulaHranura HucOataH camapanupox OYIranmurdHyd KypcaTtrad, 8 KyHH KOH IUIa3Maiaru
OUTB-1 PHK KOHUEHTpalMsICHHH ¥Y3rapHIIN Yy4YyH [OaBojialnfa, AacTiabku OGockud OuiaH
COJMILTHPUITaH1a MyBOQUKTamTHpriIrad yprava ¢apk - 1,2 logl0 Hycxa/Min HE TAIIKHIT KHITaH
(95% UM - 1,5, logl0 nycxa/mi, p <0,001).

Ymby mnnanebo Hasapornu Taakukorma 8 KkyHH kaBoOmap VIKING-3 TagkukoTHza
KysaTwnramnap Omnmam, Iy okymiuamad Jjgactiabku  Oockuyza HHTErpasara YHAAMIIH
KaTeropusnapra xam Oup xun 6¥ynra. 48-xadrara xenub 12/30 (40%) nauuentiapaa OUTB-1
PHK nycxanapunusar corn <50 mycxa/mn (ITT-E, mapXon akc STHII aJrOPUTMH) HH TAIIKHI
KHJIJTH.

VIKING-3 Ba VIKING-4 (n=186, BO mnomynamuscu) TagKUKOTIApH HATHIKaTapUHUHT
MakMmyaBHi Taxmunuaa 48-xadrara kemud® OUTB-1 PHK <50 nycxa/mn kypcarku4u G¥iara
nanuenmiap yuymwu 126/186 (68%) uu Tamxwn K, Q148 myrarusiiapu 6yiMaran xoyuiapaa
OUTB-1 PHK <50 nycxa/miu kypcatkuuu 6yiran nanuenmiap yiays 96/126 (76%) uu, Q148+1
UKKHJIaMYH MyTarusiapuna oca 22/41 (54%) sa Q148+>2 myranuscuaa 5/19 (26%) Hu Tammkm
KUJITH.

Bbonanap

48 xadra naBoMHuHINKIAry KynMapKaszni o9k TagkukoT (P1093/ING112578) uunr V11 pasacuna
OUTB-1-undexnusnanrad yaxanoknap, Oonanap Ba YcMmupnapaa MaxuyaBuil Taptubnapnaa
TUBUKAMN nperapaTHHUAT (papMakOKHHETHK napaMeTpiapH, XaBQCH3IUTH, Y3IalTHPHIHIINA
Ba camMapalopiauru 0axoaHraH.

24 xadranan keituH cyrkana Oup mapra TuBukail npenaparu (35 mr n=4, 50 mr n=19) mmoc
ONTHMAJUTAIITUPUITAH acOCHH JaBonail TapTuOMHU onraH 23 OGonamap Ba Ycemupnapias (12
éman <18 émrauva), 16 (70%) nadapuna 50 Hycxa/MII JaH KaM BUPYCIIH FOKJIamMara SpUINUIraH.
Hactnabxu 6ockuy 6unan conumrupranaa 24-un xaprana 23 6onanap Ba yemupnapnad 20 (87%)
Hadapuna OUTB-1 PHK konnentpanusacuau >1 logl0O mycxa/mn ra é&ku OMTB-1 PHK <400
HyCXa/MJI ra nacaluIly aHUKJIaHT aH.
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Bupyconoruk CaMapacHs/IuK TYPT MNAUMeHTAa aHUKIAHIaH, BHDYCOJIOTHK ~CaMapacH3JIuK
AHUK/IAaHTaH BAKTHA YJIApHUHT OHpoHTacuaa xam VUWx ra YHIAMIIMIMK OYIMarasd,

Xaphcuznmury 6Viinua KIMHHKAraya O¥iran MmawsymMoTIap

Kanyepozenes/mymazenes

Homyterpasup Oakrepusnap Ba cyr OMH3YBYHJIAPHHHT KYJIbTHBHPJIAHTAH XyKalpanapuHu
uuutata OMIaH in vitro TaIKUKOTIAp/Ia, ITYHUHTIEK KCMHPYBYMJIAPJIATH in Vivo KYIsaporn
TECTAa, MyTareH €KH KIIaCTOTeH TabCHP HAMOSH KHJIMATAH, Cuukonsap Ba KaJlaMyIIJIapjary y30K
MYIVIATIIH TaIKMKOTIAP/IA AesPIIH KaHIEepOreH TabCHp K¥pcaTmarax,

Penpodyxmue mokcuxonozus

Depmunnux

Cyrkana 1000 mr/kr nosanapza, ‘erapa cuHosnanysyn nosana (AUC GYitnua omammaryu 50 mr
TCPAICBTHK 103a KabyJl KUIMHTAHIATH KIMHAK SKCIO3HIHSIAH 33 MapTa I0KOpH) I0TyTepraBup
OpKaK €KH YPrOYH KanamyIiapaa hepTHiLIHKKa TabCHP KYpcaTMaras.

Xomunaoopnux

Xomunazop Kanamynmiapra XOMHJIANOPIMKHAHT 6 KyHuman 17 kyHuraya JOJIyTErPaBUPHU
cyrkaga 1000 mr rasa mosamapma (AUC Oyfinua MHCOH TOMOHMmAaH 50 Mr Jo3a Kabyn
KHIMHTaRary KIMHUK aManuéTaa SKCIO3HIUANaH 37,9 MapTa IOKOPH J03anapia) mepopan
1obopunranna  yprounm xalBoH OPTaHU3MHMIA TOKCHK TabCHPH, XOMHIAHH OHA KOPHHIA
PHBOIIAHHIIIATG TOKCHK TAbCHPH EKH TEPATOTCHIIMK AHMK/IAHMAraH.

Xomunaznop Ky&nmapra XOMHJIAIOPJUKHUHT 6 KyHHIaH 18 KyHuraua AOJIYTETpaBUPHH CyTKaza
1000 mr/kr rasa mosamapza (AUC 6¥itnya urCcOH ToMOHMNAH 50 Mr 103a KalyJ KHIMHTaHIary
KIMHUK amManuéraa sxkenosunusnad 0,56 mMapra FOKOpH /103aj1ap/aa) nepopai 1060pHIrasa, oua
KOPHAZAard pHBOMIAHUIITa TOKCHK TabCHPH EKH TePaTOre K AHMKJIaHMaras.

Ky€nnapna cyrkama 1000 mr/xr (AUC 6yinua waCOH ToMoHmman 50 mr no3a Kalyn
KATHHTaHAArH KITMHEK aMamuéTa skenosunusaan 0,56 MapTa I0KOpH fo3aiap/a) 06opuarana,
YPFOUH XaHBOH OPraHM3MHIa TOKCHK TabCHPH (uCTEBMON KHIMHASTraH OBKAT MHKIOPHHH
KaMalWII1, Y KeMHIIHHN KaMaiu I/ CHHHIIHT KaMaHHIIH EKu ynapHy GYIMACIIHIH, TaHA Ba3HH
OUIMIIKNHY TYXTAIIH) aHHKJ/IAHTAH.

Xanieonnapoazu moxcuronozux ea/éxu dapmaronozux maodKuKomnap

HonyrerpaBupHuHr r0KOpH Ao3anapy OWIaH Xap KyHI'H JaBOMJIH JaBOJIAIIHMHL TabCHPH
IPCNApaTHUHT  KYI MapTaluk mepopa AO3aJlapHu - Kanamyirnapra (26 xagraraua) Ba
MaiiMyHiapra (38 xadraraua) I000pHII  #HYnu OHNAH TOKCHKIMKHE TEKIDHPHIN BaKTHIA
OaxoJiaHras. HomnyrerpaBupaunr acocuii camapacu AUC 6¥iinua ogam 50 mr KaOyJ Kuiiragjaru
KJIIMHUK SKCIIO3HIMSACHIAH MYBO(QHK TaXMHHAH 32 Ba 1,2 mapra IOKOPH Jl03anapa KajJamyuyiap
Ba MaHMyHJIapAa MebAa-Huak itymmapn (MUAM) Tomormman y3namrupaonmacink éxku MU
TAbCHPJIIAHUINH  Oynradn. Mepma-uuak AYmnapuw  TOMOHHIaAH y3namrupaonMaciuk  gopu
TIPETIApATHHAUHT MaXaJUTHH TabCHPH OHIIAH GOFIHK 1e6 XHCOB IaHMIIT] Tydaitnm, Mr/kr ku Mr/m?
Aa u(ofanaHraH KYpcaTKHuIap, TOKCHKIHKHHHT Oy Typu yuyn xaBgemsmmx YerapacHHHHT
MyBOOHK KejyBYH ACTCPMUHAHTIAPH XHcoOnaHamu. MaliMynmapna Mewna-maax Hymnapu
TOMOHHJAH Y3MalITHPAOJMACTHK O1aM yuyH mr/kr ga 30 mapra IOKOpH O¥JIraH 5KBHBaJIEHT
nosara (50 kr omaM BasHHIAH ket 4HKHO) Ba 50 Mr HUFHHIH CyTKaIMK TEPaIeBTHK 032 Y4yH
mr/M % ia 11 mapra IOKOPH 5KBHBAJICHT 11038/1a Ky3aTH/IraH,

Kyananummmn
Tusukait npemaparu Karranap Ba 12 &mpgan omran Oomanapma omam HMMYHTaHKHCIIHTH

Bupycuny (OUTB-unpexkumsacuun) naponarm YHYH M@XMyaBHH aHTHPETPOBHPYCIH JABOJIALI
TapKuOHIa K¥pcaTHiraH.

Kymnam yeyau Ba 03a/1apu

TuBuka#t npenapatu Gmian napomaminu OUTB-un}exuusacHan nasoan Takpubacura sra
Oyuran mudokop yrrazumm Kepak.

Tusuxait NpCMIapaTHHH OBKAT KaOyJl KIIHIIAAH KaThUi Hazap Kalyy KHIum MYMKHH.
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Katranap

Humeepasa unaubumopnapuza pesucmenmuuzy Oyamazan OHTB-ungpexyusnanzan nayuenmaap
TuBukaii npenapaTuauEr Tagcus STHIIraH fo3acu 50 Mr cyTkaza | MapTaHM TaLKAJ KHIIAIH,
Humezpasa unzubumopnapuza pesucmenmuey Oynean OUTB-ungpexyusnanzan nayuenmnap
(KMuHUK Xysicocamnanzan éxy CYMOH KUnuHean)

Kepak (Knunux maoxuKomiap 6y mumura KapaHr).

Yemupnap (12 éman ormran Gonanap)

12 émpan 18 &wraua ga TaHa BasHM 40 Kr Ba yHuam OPTHK Oyaran, wirapu HHTEerpasa
MHTHOUTOpTapy GuTaH naBonaHMaran TMAlMEHTIAp yuyH, TuBMKall npenapaTvHMHT TaBCHs
STHJIFaH 1103ack cyTkana | Mapra 50 Mr uu Tamkuy KHJIa I,

bonanap (12 émrava 6yiran Oonanap)
12 €mnan xuuuk Ba Tama Bazmm 40 xr na# xam Gyiram Gonanapna Tusukaii [IpenapaTHHHHT

O3ACHHH TABCHS STHLI yUYH, XaBOCHU3IUIH Ba camapanopiuru 6¥iuua Mabiymoriap eTapiu
3Mac.

Kexkca émm [HallMeHTIap

Byiipax ¢yrkunscunn CHTHI, ypTada €Ku OFUp Japakagaru Oysumumm (KK <30 MJI/MHH,
Auanusiaa Oynmaran) Gymran MAlHeHTIapaa jo3ara Ty3aTHUI KHPHTHIN Tanal STHIIMAMTH.
Huanusnaru TALHCHTIIAD YYYH MablyMOTIap HyK, JeKHH ymby rypyxza dhapMakokHHeTHka
Oyituua dapkmap Kysatunmannu (Papmakoxunemuracy - Hayuenmnapnune anoxuoa zypyxnapu
Oymumura kapanr).

Kurap pysxumscunn Oy 6¥ran NanyueHTIap

HKurap enrun éxu ypraua napaxanu 6ys3utumm (Yattnn-ITeto maxiacy O¥iinua A éku B CHH(OH)
Oyray TAalMCHTIApAA 03ara Ty3aTHIN KMPHTHII Taial raMaiau. OFup papaanm (Yaitng-
[Tero  maxmacu Oyimua C cuHpu) Gyiranm MallMEeHTJIap FO3acHAaH MaBIyMOTIAp WVK
(Papmaxoxunemuxacy - Hayuenmnapnunz anoxuoa eypyxnapu GynumMura Kapanr).

Hoxyn TabCUPJIapH

Knunux MAOKUKOmapHun2 Mavaymomnapu

Kyitnna 6epunran HOXYII KYPHHHUIILIAD, KJIHHUK TaAKaKoTIapHUHT Ib Pasa Ba 111 Qasacuna
OMMHIaH  MAabJyMOTIAp WHFHHIHCHHIHT TaxXTHIMHE  §TKA3HUINA  AHWKJIAHTaH, Hoxys
K¥punuap MedDRA TH3HMIIH-ab30JIH TaCHU(Ta Ba YUpAIIMHUHT TE3-TE3/IUTHra MyBO(DHK
canab yTumirax.

YupamuHuHr Te3-Tesmury KyHJaraya aHuKIaHagm:

XKyna Tes-Te3 (>1/10),

Te3-Te3 (21/100, nexun <1/10),

Tes3-Te3 amac (=1/1000, nexun <1/ 100),

KaM Xomnapna (>1/10000, nexun <1/ 1000),

Kyna kam xomnapaa <1/10000), mry KyMIIa/laH aJIoxu/ia XoJiatap.
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6-sxanBas. Hoxys TAbCHPJIAPH
Hmmyn tazuvu Tes-re3 amac VYTa 10KOpH ce3yBuaHIHK (Maxcyc  kypcammanap
TOMOHHAAH Oy3H/IHILIAD 6Ynumura kapanr) '

Tes-Te3 amac WUMMyHUTeTHHHT  THKTaHMW CUHIpOMH  (Maxcyc
Kypcammanap Gynumura Kapasr)

PyxusitHunr Tes-Te3 VHKyCH3THK

Oy3nanmun = =
Tes-Te3 Onarnaru 6¥nmaran Tym KypHILiap
Tes-Tes Herpeccus

Texz-Tes amac Cynumnan gpuxupnaw éku cynumara YPHHHLI (aifHHKCa
Aenpeccusch 60p NauMeHTIapaa 8Ku aHaMHe3Maa
pyxui kacaluiMK1apu Gop nauMeHTIap/a)

Heps Tu3umu Tomo- Kyna te3-te3 | Bow orpuru
HHaH OK3uAHIIAap Tes-Tes bow aiinanumim
Mewbpa-nuak iyanapu Kyna tes-tes KyHrun aiinumuy
TOMOHHAAH Oy3ummmiap | JXKyna res-tes Huapes
Tes-Te3 Kycu
Tes-te3 Mereopusm
Tes-Te3 KopuuuuHr 10k0pH 6¥aumnapuna OFPUK
Tes-te3 KopuH coxacuna orpuk
Tes-Tes KopuH coxacuna muckomdopr
Kurap Ba capo Tes-te3 amac Ienarur

YHKAPHII Hanapu
TOMOHMAAH Oy3HJIHILIAD

Tepn Ba Tepu ocTn Tes-Te3 Touma
TYKHMAJIAPH TOMOHH- Tes-tes Kuunrmim
Aau Oy3HaMmaap

Ymymuii 6y3uanmaap Tez-Te3 Tonukuiu

Ba 1000pHI KOAUAATH
Oy3mjnunuiap
XaB{cH3MMK npoGuiM MArapu 1aBoTaHMara NALHCHTIAp Ba JABOJAHTAaH MaLUEHTIAp
(mHTerpasa MHrHOGHTOpIAPHHH Kabyn KHIMaramiap) xamja HHTerpasa HHIEOHTOpIApHTa
THIAMTHITATH OYJIraH narmestiap nomynauusnapuaa 6up xun 6yran.

JlaGopaTopus kypcaTkuunapunary y3rapumnap

TUBUKAN npenapaTd OWiaH NaBOJNAINHUHT GHPHHYM XadTacu naBoMuna KOH 3apnoGmuia
KpCaTHHHUH KOHICHTPALMACHHH OIIHIIK aHUKJIaHTaH, y 48 XadTa nasomuma cakiaurad. Mnrapu
A4BONaHMAaraH MAalMEHTIaPHH JABOJIATAHIA  JAcTIabKu KOHLEHTpalusIcura HucOaTaH,
9,96 MKMONB/T Ypraua Yarapuimm (ZMAMA30H: -53 MKMOJE/I naH 54,8 MKMOJIB/T rava)
AABONAIHAHT 48 XadTacuIan KedWH Ky3aTHIraH. KpeaTunun KoHUeHTpaumscunn o,
acocuit KTHU mu Kynaranna anukianagurang KOHIEHTpanus OunaH Oup xui 6yuran, Ba HIITapu
AAQBOJIAHTaH [TANMEHTIAPHU AaBOJIaraHiary Xy i IryHzait KypcaTkuyra yxmam 6¥raH.

Ywly ¥srapunuiap KIMHMK aXaMusATId ne6 XHCOOMaHMali Iy, YyHKH ynap Gyiipak Kaiapacu
DUIBTPAUACH TE3NUIUHM Y3rapUUIMHY aKc srrupmaiing (Papmakodunamuracu - Byiipaxnap
dynryuscuea mavcupu Oy mumnapura Kapasr).

HonyTerpasup Ba panrerpasup (Jekuu a¢aBupeHs sMac) rypyxaapunard IIPENapaTHd YpPra’ui
OYfinua mactypma ymymmit OMIIMPYOUHHHHT KOHUEHTPAIMACHHHE aXAMHATCH3 OLIKIIH (knuHUK
CapUKITKCH3) AaHUKIAHTaH. YIly Y3rapuIiap KITHHUK aXaMASTIIH XucoOnanMaii Iy, IyHKu ymap,
OXTHMOI, NONYTEIPaBUp Ba KOHBIOTALMAJAHMAraH OHIHPYGCHHHUHT (YAO-TTI®1 opkamn)
YMYMHH KIHDEHC HYITH y4yH pakoGaTHHM akc srTHpca Kepak (Papmaxodunamuxacu -
Memabonusmu 6§ mumiapura Kapaur).

HonyrerpaBup Gunan naBonaumr BakTHIA KpeaTHHHH-(ochokunasarmnar (KOK) paommrunm
acoCaH, XKUCMOHUH JoK/1ama (OHH/1a ACHMIITOMATHK OLIMIIN KAl STH/ITaH.
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bonanapna kynianumm

bonanap Ba yemupnap (12 émpan 18 émraya Oynrannap) naru Magxys yexknanran MabJIyMOTIIap
acocuiia, KaTTanapia Ky3aTH/IraH —peakUHsUlapiaH TaIIKap, KylMM4a TypHard HOXyII
peaKkumnsnap HyKIMra Xakuaa Xyjoca KHIHII MYMKHH.

B Ba C renatury 6unan éupout undexrums

B Ba/éku C rematutu Gmman &mmom uH(exuuscn GYraH NamueHTIapHu TaakuKoTHEHT I11
Qasacura, Wy mAPTH  GHIAHKH, KUrap  QaoNHATHHHHT  macTiabku naboparop
KYPCATKUWIAPHHUHT HATHXATAPH HOPMAHUHT toxopu 4erapacuian (HKOY) 5 mapranan rokopu
Gynmarannaruua kuputanran. Ymyman B sa/éxu C renatuty Guan €Hpom HHpeKmsIcH 6y ran
MAHCHTIIApATH XaB(OCH3IUK TPOQGHIM, NaBOJALIHMHT Oapua rypyxmapuma ACT Ba AJIT
KOHICHTPAIMACHHIHT CHDKHILIAPH COHM B Ba/Sxn C rematutu Gunan émmorm uHbexIuICcH
OynMaraH nmanpeHTIap KHYHK TypyXH/Ja IoKopH Oynuinura Kapamait, B Ba/éxu C rematutd 6uian
€Hnom undexnuscu 6yimaran NalHeHTIapaaruaex 6yiram.

Tuknanran UMMyHHTET CHHApOMMra MYBOQHK KeIyBUH KHrap (epMeHTIapH (aoTUTHHH
omuuy, TuBnkall npenaparu Gunan maBonawnu Gomuna B Ba/éku C renaTtuTy OHilaH EH0II
uH(pexuusacH 6yaran 6up Heura TanKueHTIapa, alHUKCca B rematuTy ro3acugan JaBoJIaHTaHIapaa
Kysarunran (Maxcyc kypcammanap 6Ynumura KapaHr).

IHocmmapkemunz Kynnaw daspuda onunzan Maviymomaap

MabymoTiap masxky sMac.

Kyanam mymkxun 6¥avaran xoJarjap

Tusukait npenapatunu nodermun éxu MHICHKAUHK OHIIaH MaXkMyaza KyIUIam MyMKHH 3Mac.
Tusukait npenapatunu AOIyTerpaBupra KM NMpenapaTHHHT Xap KaHaai GoIKa KOMIOHEHTHTa
aHaMHe3/1a FOKOPH Ce3yBYaHIHK OYaranu/a Kyiiam MyMKHH Mac.

HMopunapuunr y3apo tascupu

[onyrerpaBupHuHT GollKa NpenapaTiapHEHT HapMaKOKHHETHKACHT TabCHUPH

In virto mapouTnapaa nomyrerpaBup LUTOXpOM Pyso Tusumummar CYP1A2, CYP2AS, CYP2Be,
CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A4 M30(QePMEHTIAPHHH, YPHAHH-TH(OCHaT-
MIoKypoHasuntpanchepasanu (YJID-I'TIAL) éxu YID-T 12B7, &ku rmaxonporenn-P (Pgp)
Tamrysunnapan, BCRP, BSEP, OATP1B1, OATP1B3, OCT1, MRP2 &ku MRP4 uu 6eBocuta
HHTHOHMIHS KUIUII XYCYCHATHHE HYKIArH EKH Kydacns uHrubunns kummmmns (IC50 >50 pM)
HaMOMHII 5Tau. In virto ImapoumTmapna nonyrerpaBup CYP1A2, CYP2B6 &xku CYP3A4
u30hePMEHTIIAD  MHAYKIMSACHHM — YaKHpMaimu. [n  vivo IIapOMTIIApAa  JOIyTerpaBup
Munnasonamra, CYP3A4 kypcaTkuumra tascup Kypcatmaiinu. Illy mabiymoTmap acocuzma
TUBUKAMN npenaparunu ymby depmentiaap éku ramn6 YTyBunnapHuHr cyGeTpatiapu 6yran
AOpH  MPCIIAPATIAPHUHIHT (MacanaH, KaWTap TPaHCKPHITA3a EKH IpoTeasa HMHTHOHTOPIApH,
abaKaBup, 3HIOBYIHH, MapaBHPOK, OIHOHI aHAJIBTECTHKIIAP, AHTHACTIPECCAHTIIAP, CTATHHIIAP,
a30J TYPyXH QYHTHIMUIAPH, TIPOTOH HOMIACHHHHT MHTHOHTOPIIApH, 3PEKTH JUCHYHKIUAHNA
AdBOJIall  y4yH — BOCHTaNap, aLHMKIOBHD, BAIALMKIOBHP, CHTATIAIITHH, anedosup)
(hapMaKOKHHETHKACHTA TABCUP KHITHIIH MyMKHHIHIH KyTHJIMaiIn.

Hopu npenaparnapy 6uian ¥3apo TabCHPHHE 103aCHIAH TaJIKUKOTIap/ia 0Ty TerpaBup KyHuaaru
lipenapatiap: TEHOQOBHD, PUTOHOBHD, META/OH, 3DaBHPEH3, JIOTIHHABHD, aTa3aHaBHD,
AapyHABHD, OSTPABHPHH, (OCAMIPEHABHP, PHIITMBHpPHH, OouenpaBup, TenampeBup Ba
HOPOITCCTPOMHHE  BA  OTHHH/ISCTPAJMON  CAaKIOBYM  MEPOpA KOHTPALEITHBIAPHUHT
(hapMaKOKMHETUKACHTa KITHHUK aXaMHATIIH TaLCHP KypcaTMaras.

In virto mapownTnapna noyTerpasup 2 OpraHux KaTuoHNapHu Oyiipaknaru tamyBuncunu (OCE2)
(IC50=1,93 uM), nopu Bocuranapu Ba TOKCHHJIApHY YHKapHO 1060pyBun Tairysuniap (MATE)
1 (IC50=6,34 uM) Ba MATE2-K (IC50=24,8 HM) HH HHTHOHIMS KHITaH. HonyrerpaBupHuur in
Vivo IapoMTIapiard JKCIO3ULMSICHHE XHCOOTa oyub, in vivo mapoutnapaga y MATE2-K
CyOCTpaT/apuH¥ TalIMIHIIMIA TAbCHP KHIMII OXTHMONH Kam. In  vivo IIapoXTIapaa
AolyrerpaBup uuKapwmnm OCT2 éku MATEL ra Gormuxk Gyiram JIOpH  BOCUTAJIAPUHUHT
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(modernnun, muncukaunmy Sxu MET(GOPMHH) IIa3Mamaru KOHUCHTPALUAIADHHH OLIMPHIIH
MYMKHH (7-xajBaira Kapanr). In virto [IapoHTIapaa nomnyrerpaBup Gykpakmaru Oazonarepai
TAllyBUUIApHH: OPraHuK AHHOHIAPHHUHL Tauysunnapu (OATI1) (IC50=2,12 pM) Ba OAT3
(IC50=1,97 uM) wmruGuuus xuran. bupox in vivo lIapoutiapaa nomyrerpaBup OAT
TEHO(DOBHP Ba TTapaaMUHOTHIIITYPAT CyGCTPATIapPHHUHT (hapMaKOKMHETHKACH A aXaMHATIIH
TabCHp KypcarMarad Ba iy Gomcman, OAT TalllyBIH/IapHE MHIHOMIMS KHIMW HYmH Guiand
AOPHUIIAPHUHT §3ap0 TahCHPUHH HaKHPHII XyCyCHATH NacT GyIraH. :
Bowka socuranapau nonyrerpapuprusr (hapMakoKHHeTHKACHTa TabeHpy

Honyrerpasup acocan UGTI1AI MeTabonu3Mu  Hymu Gunan quKapunagy. Jlomyrerpasup
myHuaraex UGT1A3, UGT1A9, CYP3A4, P gp Ba BCRP cy6erparn XHCOOIaHaM; IyHUHT yayH
ywly depMeHTIap &ku TAllyBYHIADHA HHAYKLHSA KHIyBUM A0pH Tpenapatiapu, Hasapuii
KUXATIAH  KOH  IJIa3MacuJa  [0JIyTerpaBHPHUHT KOHUCHTPALUACHHY IacaliTHpHIIH Ba
TUBUKAN IPEIAPaTHHUHT TEPANEBTHK CaMapacHHH CYCAWTHPHIIH MyMKHH.

TUBUKAN Ipenapath Ba UGTI1Al, UGTIA3, UGTIA9, CYP3A4 Ba/éxu Pgp mapum
MHTHOMIHS KHTyBYH GOlIKA 10pH peNapaTapuHl OMp BaKTHa KYIUTAHHIIH, KOH I1a3Macuia
AOJTYTErPaBUPHUHT KOHUCHTPALMACHHY ONIMPULIK MYMKHH (7-)ajipajira Kapaur),

In virio mapoutnapna AOJIyTCrpaBUp OJJaM/Iark OpraHHK aHHOH/IAPHHHT TPaHCIIOPT NOJIUIIENTHIH
(OATP) 1B1, OATP 1B3 éxu OCT] HuHr cybeTparn aMac, myHuHr y4yH Oy TallyBYHIapHHHT
bakar daoomurun MomysHS KHJIYBYH IIpenapariap KOH IUIa3Macuia JOJTyTerpaBHPHHHT
KOHICHTPAUACHTa TAbCUD KHIMINK KyTHIMAH 1.

Sdaeupens, srpaBupuH, HEBHpANUH, pupamnunuy, kapbamasenuy Ba THIPAHABUP PHTAHOBUP
Ounan Oupra Kyitanrasza Ko [UIa3Macuza 10JTy TerpaBUPHAHT KOHLIEHTPALMACHHHE aXaMUSTITH
nacalTUpraH, IyHUHT yuyH THBHKAIL TIPCIIApaTHHUHT N03aCHra CyTKaaa 2 Mapra 50 Mr raya kaGu
TY3aTull — KAPUTHII — Kepak.  DTpaBUPHHHHHT camapacu CYP3A4 HHTUOHTOpIIapH
JIOIHHABHP/PHTOHABHD, AapyHaBHD/PUTOHABHPHH GHp BakTia KyJUIaHTaH/a Cycaiiran, Ba yHH
ATAHa3aBUP/PUTOHABHD OWIAH Ky/UlaHTaHza Kydcusnanuiud  KyTemagu. Ilynnai  xemu6,
AOIYTErpaBUP  3TPaBHPUH  EKH TIONHHABUP/PUTOHABHD, JapyHaBHp/PHTOHABHD,  &KH
aTaHA3aBUP/PUTOHABHP OuIaH GHp BakIia KY/UIaHTaHHla, JOyTErpaBUPHEHT JI03aCHIa
Ty3aTHIl KUPUTHII Tanab srmiMaiing. Bomka HHIYKTOP - (hocammpeHasup PUTOHaBHp GHilan
Oupra kymiamranza koH mmasmacuia AOTYTErPABUPHUHT KOHIEHTPAMACHHA NacaliTHpray,
nekuH TuBuMkall npenapaTUHWHT 103acura TY3aTHIl KHPUTHIN Tanal sTunmaiimu. (7 sxaxsaira
Kapanr). UGT1A1 unruburopn aTasaHaBHp OMIIaH ¥3apo TabCHpH rO3acHIaH TAAKHKOTIAp KOH
flasMacuia  NONYTErPABUPHMHI  KOHHEHTPALMSACHHH  KITHHHK aXaMHATIM  OLIMINMHU
Kypcatmarad. Tenodosup, JIOIIMHABUD/PUTOHABHD, JapyHaBUDP/PHTOHABHP, PHIIUBUPHH,
Gorenpasup,  Tenampasup, IpeAnu3oH,  pupalytun, naknatacBup Ba OMETIpazot
AOIYTCTPABUPHUHT (PapMAKOKHHETHKACHTA Xeu KaHiaii camapa KypcaTMaraH &KM MHHHMAT
camMapa KypcaTra, IIyHHHI y4yH ymOy AOpH Ipenapariapu Ouiad GHp BakTAa KyIUlaHTaHna
TuBukaii npenapaTuHUHT K03acura TY3aTHII KUPUTHII Tanal STUIMAaii oy, ,
Bowka nopu npenaparnapu 6unan KaTop ¥3apo TabcHpnapu 7-)kasaina Gepunran. Tascusnap
Oowka JIopu Ipemapariapu Gumam ¥3apo TabCHpHHUHT TaAKUKOTIAPH acocunga &ku Y3apo
TABCHPHUAT KYTHIaETraH §3apo TabCHpPIAp aMILIATYIACH OKHOAaTH/a MPOrHO3 KWIMHASTraH
¥3apo Takcupmap Ba KHITHI HOXYII KYPHHUULIAD PUBONIAHHLIA  3XTHMOJIH €xu
caMapaI0pJIMKHH HYKOJNMINKTa aCOCIIAHTaH.

7-xapsan. Bouka nopu npenapataapu Ounan y3apo rabenpn
| Enpom KyJL1aHunaér- Hoayrerpasup éxn | Knunugk H30XJIap
raH Jopu npenapa- €ngow gopu npe-
THHHHT CUHGH: 10pH NAPATHHHHT
npenapaTHHUHT HOMH KOHUEHTpalHsACHra
TabLCHPH
OHTB-1 un xaBoaam yuyn BHpyc/Iapra Kapun npenapariap
Katitap Houyterpasup| OTpaBUPHH NpoTeasa HHTHOHTOpIIApH
TPaHCKPUIITA3aHUHT AUC | 71% TOMOHU/IAH Ky4alTHPMAcIaH KOH IIa3MachIa
Cmax ,I, 52%
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HOHYKJICO3H UTH
HHIHOHTOpH:
Orpasupun (ETR)
IpoTeasa
HHIHOUTOpIAapH
TOMOHHJIaH
KyYalTHpMacaan

Ct | 88%
ETR «

A0y TErpaBUPHUHT KOHIEHTPAHSICHHH
nacaiTupras,

TUBUKAW npenapaTvHusr TaBers Kimanrag
A03acH NpoTea3a HHrHOUTOPJIApH TOMOHH/IAH
Ky4aHTHPMAraH X0JI/a STpaBHPHH GUian Oupra
KYJIaHraHIa CyTKata HKKH MapTta 50 Mr Hu
TallkuT Kanand. FIWH ra yagammimmry 6§mran
nanuentiapaa TABUKAN HpenapaTHHy
STPaBApPUH OHJIaH NapyHABHP/PUTOHABHP EKU
JIOMMHABHP/PUTOHABUPHH GHp BakTaa Kyniamaii
KalyJ1 KHIIHII MYMKHH 3Mac.

IIporeasa naruGuropu:

Homnyrerpasup <>

Jlonunasup/putonasup Ba STPaBUPUH KOH

nonuHaBup/putonasup | AUC 1 11% IIa3Macy/ia 101y TerpaBUPHUHT
+ oTpaBHpHH Cmax T 7% KOHLCHTPALHsCHTa KJIMHUK aXaMHSTIIH
Ct128% Aapaxazra TabCHp KuiMaraH. Jlo3ara Ty3aTum
LPV & KHPUTHII TaJlad 3THIMaiiy,
RTV &
IIporeasa unruGuropu: Honyrterpasup «» MapyHaBup/puTOHABUD Ba STPaBUPHH KOH
AapyHasup/putonasup | AUC 1 25% I1a3MacH/ia I0J1y TeTPABHPHUHT
+ 3TpaBUpHH Cmax T 12% KOHLEHTPAIUACHTa KIIHHHK aXaMHSITIH
Ct136% Aapaxkalia TabCUp Kunmarad. Jlozara TysaTam
DRV « KHPHUTHIN Tasiab STHIMain,
RTV &
Katirap Homyrerpasup <> OhaBupen3 KoH mIa3Macuna JOJIyTerpaBUPHHUHT
TPaHCKPENTa3aHUHT AUC 1 57% KOHICHTPAaNUACHHY nacaitupran. DdaBupeHns
HOHYKJICO3H ] Cmax T 39% Ounan 6up BaxkTaa Kymranragna TUBUKAR
HHIHOUTOPH: Ct175% IIPENAPATHHUHT TABCUS 3THITAH JO3aCH
a¢asupens (EFV) EFV & CyTKaja 2 MapTa 50 MI HH TAIIKAI KAJIAIU.
Wurerpasa unru6uropnapura (UWH)
UHIaMIUITHTH GYJIraH MalueHTIapaa mioxKu
Gopuua s(aBupens Kymmimaran MyKOOuI
MaXMyaJlapHH KYJIIall Kepax.
Teckapu Homyrerpasup | Hesupanus 6unan 6up paxtaa Kymmans
TPaHCKpemnTasa- yprauuimMaraH Ba JepMEHTHUHT HHIYKIHICH
HUHT HOHYKJICO3HTH Tybaliiu KoH naasMacua JOJTy TeTPaBUPHUHT
UHTHOUTOpH: KOHLEHTPAUUACHHU MacaluIIura oub Kelumm
HEBHpAITHH MyMKHH. HeBUpanuHHAHT KoMty TerpaBupHUHT

OKCIIO3HIMACHTa TABCUPH, SXTHMOJ, IIyH i
€KH 9()aBUPEH3HHHT TabCHPHIAH KaM.
Hesupanus Gunan 6up Baktna KYJIaHraHua
THUBUKAM TIPENIAPaTHHHHT TABCHS 3THJITaH
losack CyTkazna 2 Mapra S0 MI' HH TAIIKHIT
Kunann. MAu ra yngamnumry 6yaram
MAUHEHTIIApAA UII0KH GOpHYA HEBHPAITHH
KYIIHIMaran MyKoGHI MaKMyaHH KyILiar
Kepax.

IIporeasa uHrHGUTOPH
(IIN):
aranasasup (ATV)

Honyrerpasup 1
AUC 1 91%
Cmax T 50%
Ct1180%
ATV «

ATaHa3aBUp KOH IJIa3MacHia
AOJIYyTETPaBUPHUHT" KOHIIEH TPALlUSICHHI
omupany. Jlosara TysaTHII KMPHTHII Taad
ITUIIMAHIH.
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Fﬁpomasa HHTHOUTOpH:

Honyrterpasup 1

ATaHA3aBUD/PHTOHABUP KOH ILIA3MACH I

aTaHasaBup/putoHaBup | AUC 1 62% A0y Ter PABHPHUHT KOHICHTPALHACHHE

(ATV/RTV) Cmax 1 34% omnpany. Jlozara Tysatuin KHpuTHLI Tana6
Ct1121% ITUIMAMHIH. :
ATV &
RTV &

IIpoteasa unru6uropu: HomyTerpasup | Tunpaunasup/puronasup JOJIyTerpaBUPHHHT

THNpaHaBup/putoHasup | AUC | 59% KOHICHTPALMACHHHU IacalTHpaHy.

(TPV/RTV) Cimax | 47% Tunpanaeup/putonapup 6unan OHp BakTIa
Ct 76% Kynnanranna TUBUKAN IIpETIapaTUHHHT
TPV & TaBCHA STHIIraH 103acH cyTkana 2 Mapta 50 mr
RTV « HH TamKu1 Kunaau. MWH ra yunammmmiry

O¥1ran manuenTIapaa WI0XKK Bopuua
THIPAHABUP/PUTOHABHD HHU Y3 HUUTa OJIMATaH
MYKOOUII MayKMyaHH K¥JL1alT Kepax.

IIporeasa uaruburopn:

Honyrerpasup |

(I)OC&MIIpeHaBHp/pPITOHaBHp A0y TerpaBHPHUHT

(ocamnpenasup/ AUC | 35% KOHLCHTPAUACHHY NacaiTHpaIy, JIeKHH,
putoHaBup (FPV/RTV) | Cmax | 24% CKJIaHTaH MabIyMOT/IapJaH Kenub YuKuo,
Ct | 49% TanKUKOTHHHT [II ®aszacuna JOTYTErpaBUPHUHT
FPV CaMapaJIOpJIMrHHK TacaluIIKra onub KejaMaras.
RTV & Wnrapu MWH onmaran MAlUEHTIIAp YYYH J03ara
Ty3aTHIIl KHPHTHILTA 3apypart #yk. MWH ra
UHAGMITHITATH OFJIraH DanueHTIapaa HioxKu
Oopuua cbocaMHpeHaBHp/pHTOHaBHp HH ¥3
HYHra oJIMaral MyKOOHI MaKMyaHH KyITan
Kepak.
IIporeasa muruburopu: HonyTerpasup «> Yy ¥3apo Tascup ypranuamaran, Y CYP3A4
HeJI(pUHABHD MHTHOHTOpH 6¥Himra Kapamaii, Gomka

MHIHOUTOPTIAP YYyH OJNHHIaH MabIyMOTIapaad
Kemub YnKuG, 0Ty TerpaBUpHUHT
KOHICHTPALUSICHHYE OLINIIH KYTHIMAN I,
Jlosara Tys3aTHIn KuprTHII TaTa0 STHJIMaMIH,

Ilporeasa urruGuropn:

Hounyrerpasup «»

Jlonunasup/puronasup sa STPaBUPUH KOH

nonuHaBUp/puTonaBup | AUC 1 4% I1a3Macuzia J0J1y TerpaBHPHUHT
* Crnax & KOHLEHTPALHACHHH KIIHHHUK aXaMHSITIIH
STPaBUPHH Ct16% Aapaxana y3raprupmara. Jlosara TyzaTaum
(LPV +RTV) LPV « KHPUTHLI Tanal 3THIMAaRIH.

RTV &
IIporeasa nuruGuropu: Honyrerpasup | Hapynasup/puronasup sa 9TPaBHPHH KOH
ApayHaBup/putonasup | AUC | 22% IuasMacuia 10J1yTer paBUpPHHUHT

Crmax | 11% KOHIIEHTPAIHACHHH KIHHUK aXaMHSITIIH

Ct | 38% Aapaxana ysraprupmara. Jlosara Tyzatam

KUPHTHIN Tas1ad STHIMAaiiIu.

Katirap tpanckpern-
Ta3alHI HYKJI€O3HIH
HHTHOUTOpH:
TEHOBO(Hp

Homyrerpasup «»

Tenosodup xKon miasmacuma JOJTyTErPAaBUPHUHT
KOHUEHTPAUUACHHN KIHHHK aXaMHSTIIH
Aapaxana ysraprupmara. Jlozara TysaTuim
KHPHTHII Taynad dTHiIMaiu.

Bomka Bocuranap

Hodermmun
ITuncukannug

Hodetmmuy 1
[ancuxanuuy

Houmyterpasup Gunan Gup BakTaa K¥umam
OCT?2 TauryBYHCHHYE HHIHOALHS KHTHI Hymu
Omyan KOH mmasmacuza JodeTHn Eku
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NHUICHKAUHUTHUHT KOHIEHTPAUsACHHN
OIIHPUIIY MYMKHH; OMp BaxT/a Kymian
ypranuimaran. JlomyTerpasup sa JoheTHITHIHN
CKH IMOCHKAMHUIHY OUp BaKTaa Ky,
AOQETHITH KA THOCHKAUHHTHIHT IOKOpH
KOHLCHTpAlUAIapH YaKUPTraH XaéT yYyH
XaB(IIM TOKCHKIUTH Tydaiinm, MYMKHH 3Mac.

Kapbamazenun

Honyrerpasup |
AUC 149%
Cinax T 33%
Ct173%

KapGamasennn kon miasmacuma

AOJIy TETrPABHPHUHT KOHUEHTPALUICHHH
nacatitupran. Kap6amasenun 6unan Gupra
BAaKTHa Kyyianranga TuBukaif MIPETIapaTUHHHT
TAaBCHsA STHIITaH N03aCH CyTKaza 2 Mapra 50 mr
HH TalKwi Kunaau. MeU ra yunammmure
Oynran manueHTIApIA HI0KK Oopuya
KapOaMa3eMHHUHT YpHHTa GoIIKa
IIpenapaTIapHu Kyjan Kepak.

denuroun
©®enobapburan
Temuk ganavoii
IpenapaTiapu

Homyrerpasup |

Metabonu3Muuar yméy HHIYKTOpIapH OHIaH
Oup BakTaa Kyam Ypranunmaras, JIeKuH,
OXTHMOJI, PePMEHT HHAYKIHsACH Ty(hailiu KoH
T1a3sMacuzia 10J1y TerPABHPHUHT
KOHICHTPAIMACHHH TIaCalTHPCa Kepak.
Mera6onmu3Muunr ymGy HHIYKTOPJIAPHHUHT
A0y TErpABUPHUHT 9KCIIO3UIUACHTA TABCHPH,
Oayky xapbamaserMHHUHT TabCHpHra yxmarm
0¥ i MyMKaH. MeTa6o M3 MERET ymoy
HHIYKTOpNapu Oujan GHpra KymiaHranna
Tuukalf npenapaTuHUHTr TaBCHA YTHITAH
Ao3acy cyTkaza 2 MapTa 50 Mr HH Tamkui
Kunau. UMK ra unnammuary 63iran
MaHeHTIapaa HioxKu 6opudya, ¥3 nunra Gy
METabOoIN3M HHIYKTOPJIAPHHE OJIMAraH GOIIKa
Ma)XMyaJlapHH KYJLUIall Kepak.

Oxckapbazenun

Honyrerpasup |

Ywby ¥3apo tabcup ypranuimaran. [Ipenapar
CYP3A4 unruburopu 6ymiuura Kapamaii,
Oowka HHrHGHTOPIAP yUyH OnMHraH
MabJIyMOTJIApIAH Keaub YuKuo, ,
AOITyTCTPABUPHUHT KOHLEHTPALMACHHY KIHHUK
AXAMHSTIIH NaCaluIIy KyTHIMaliau, Jlo3ara
TY3aTHII KHPUTHII Tayual STHIMAaiu,

[TomuBanent
KaTHOHJIAp

(Macanman, Mg, Al)
CaKJIOBYH aHTAIlH 1A

Honyrerpasup |
AUC | 74%
Crnax | 72%
C24 | 74%

[TonmBanenTn KaTHOHTAPHY CaKIOBYH
aHTanuIap OmnaH O6up BakTaA K¥Jutan, Ko
[J1a3MackH/1a 10J1y TerPaBUPHUHT :
KOHIIEHTpalUsCHHH nacaiitupann. TUBUKAM
TIPCTIAPATHHY TOHBAIEHTIIH KATHOHJIAPHH
CaKJIOBYH aHTAUUITIAPHU KYJUIAILAAH 2 cOaT
OJLIMH €KH 6 COAT YTraHfaH KeinH Kyan
Kepax.

Kanpiuit
| IpenapaTiapu

Honyrerpasup |
AUC | 39%

Tusukait NpenapaTHHHA KaJIbIHH CaKJIOBYH
NpenapaTiapuiy Kylaljiad 2 coaT oJIuH 8KI
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Cumax | 37%
C24 | 39%

6 coar yTraHnaH Keiun Kyuam kepak. OBKaT
Ounan Gupra xaGyn Kumunranna THBKKal
TperapaTHHy KalbLUi penapatiapn Gunan
Onp BakTna Kabyn KWJIHIT MyMKHH,

Temup npenaparnapu

Honyrerpasup |
AUC | 54%
Crax | 57%
C24 | 56%

TuBuxalt npenapatuau TeMup caxtoBun
[IpenapaTiapuHy Kyulamuad 2 coat oJIHH KA
6 coar yTraHiaH KeHuH Kyuam Kepak. OBKat
Ounan Gupra kaGyn Kununranma THBHKAL
TIpeniapaTHHU TEMUP Ipenapatiapy Ounan Gup
BaKT/a K40y KHJIMII MYMKHH,

Merpopmun Metdopmun 1 Tusuxait npenapatunu 6up Bakraa KYIUTaHuIIM
50 Mr KOH IUIa3Macu/ia MeT(hOpPMUHHHHT
JOJIyTETPaBHp KOHLECHTPALMSICHHH omupany. Jlonyrerpasupau
Ounan 6upra MeTQOpMHUH GUITaH GHUpra KyIUIALIHUHT Oommma
cyrkazaa 1 maprta Ba OHpra Ky/ulaliHy TYXTaTHIINA, [IHKEMHAS
KYIlaHranja: HA30PAaTUHH TYyTUO TYpPHII y4yH
Merpopmun MeTHOPMUHHHHT J03aCHTa TY3aTHII KHPHTHILI
AUC T 79% HMKOHUATHHH KYpHUO YMKUII Kepak. '
Cmax T 66%
50 mr
JOJIyTErpaBHp
Ounan Gupra
CyTKazna 2 Mapra
KyJUIaHranaa;
Merhopmun
AUC T 145%
Comax T 111%
Pudammunmy Hoayterpasup | Pudpamnuuun kon miasmacuna
AUC | 54% AOITyTErPaBUPHUHT KOHLIEHTPALMACHHH
Chnax | 43% nacaiitupany. Pudammumun 6unan 6up Bakraa
Ct | 72% Kynnanranuaa THBEKaN MpenapaTHHUHT TaBCHs
STHJITaH J103acH CyTKaja 2 Mapra 50 Mr Hu
TaWKUAI Kuiagd. MUH ra yugammuouru Oynran
NalueHTIapa HI0XKH Goprya pudaMnunuHra
MYKOOmII 6¥raH npenapariapun K¥yiam
Kepax. )
[Nepopan Homyrerpasup HonyTerpasup Kol nmnasmacuna
KOHTpalenTHB- camapacu: STHHUJISCTPATHOI BA HOPTeJIeCTEPMUHHUHT
nap (aTuHMICTpanuon | EE « KOHIEHTPAIUSACHHH KIIMHHUK aXaMHSITIH
(EE) Ba AUC 1T 3% Aapaxcana ysraprupmatinu. Tusnkait mpenaparu
HOPIeIeCTePMHH Cmax | 1% Owuian OMp BakT/ia KyIuiaHramia nepopai
(NGMN) Ct 12% KOHTPalKITHBJIAPHUHT I03aCUIa TY3aTHIL
Honyrerpasup KAPHTHUII Ta)1ad STHIMAH A,
caMmapacu:
NGMN «
AUC | 2%
Cmax | 11%
Ct | 7% ,
Meranon HonyTerpaBupHuHT HonyTerpasup KoH miasMacrna MeTafoHHUHT
camapacu: KOHLICHTPAIUACHHU KIIMHHUK aXaMHUITIIH
Merajnon < Japaxkasia y3raprupMaiau. TuBukaii npernaparu
AUC | 2%
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Ciax < 0% Ouinan Gup BaKTAa KY/IaHTaHAA METATOHHHUAT
Cr | 1% [103acura Ty3aTHLI KHPUTHII Tana0 3THIMAaiiIn,
Haxnaracsup Honyrerpasup <> | laknaracsup AOTYTETPaBUPHHHT KOH

ALIC 7338 IUTa3MacH/Iard KOHIEHTPALUSACHTA KITHHUK

O T 2067 AXaMHATIIH Japa)kaaa TabCHp KHIMaiiy.

Ct 1 45% HlonyTerpaBup jaKknaTacBHPHUHT KOH

Jlaxnatacsup <> [L1a3MacH ATy KOHIEHTPAHACHTa TabCHP
KuiManau. Jlosara Ty3aTHIn KMpHTHII Taj1ab
STHIMaiIn.

Kuckaprupumiap:

1 = ownmy;

| = macaiiunm;

= = aXaMUATIH Y3TapHIUIAPDHUAT HYKTHTH:

AUC = “KOHIeHTpanus BakT” 5rpH YH3HFH OCTH MaiJ0HH;

Crmax = KY3aTHITaH MAKCHMYM KOHIIEHTPAIUSICH;

C: = nopwu npenapatiuy kaby KHJTHIUTAPH OPACHIArH HHTEPBAJ OXHPHIATH KOHIICHTPAIIHAL.
Homymanocuénux

AHWKJTaHMaras.

Maxcye kypeatmanap

YTa 10kopy cesyBuammx peaknusapu

WHuruapasza MHIHOMTOPIIApH, LIy JKymianan THBHKAN TIperiapaTu XaM KyJlaHranaa, yTa IKOpH
CE3YBUAHIIMK PeaKLMANIapy Kak]l 3THIIraH, yjap TOIIMa, TH3HMJIH KYPCAaTKHWIAPHHHT 6Y3HIIHIIH
Ba 0ab3uia, ab3onap (GaoNMATHHH H3MaH IHKALIH, OIy XYMJIaJaH JKHIapHH IIHKACT/IAHHUIIN
OmyaH Xapakrepnadras. Yra TOKOPH Ce3yBYaHIMK Oe/ruiapy Ba CHMITOMIApH (33 HuKra, JTeKHH
HCKIIAMAC/aH, XapopaTHH OIIMIIK GUIaH KeIyBYH OFHp Japakalu TOLIMa, YMYMHUH JIOXACIIHK,
TOMHKMIL, MyIIakyiap €ku Gyrumiapaa orpuk, 6yiuies LIMKACTIAHUIIIAP, OFU3 OVIIIMIY [IHITHK
KaBaTWHH  IUMKACTJIAHMINE, KOHBIOHKTHBHT, [03HH  IUHIIH, TeIATHT,  303MHO(MIHS,
AHTHOHCBPOTHK WIHIIHM ONYBYM CHMIITOMIIAp) Maifjio Oynranuma, TuBukall npemaparuau Ba
yXIanr peaknusap YaKupHIIg MyMKAH 0¥iran Gomka nopu npenaparnapuun Japxon Gexop
Kiyant kepak. KIMHUK XoJtaTHy, 1y skyMitanan KHUrap aMMHOTpaHChepasaap Ky pcaTKuuIapHHi
HA30paT KHIIHIL Ba MyBO(HK JABOJANIHE YTKA3HII Kepak. ¥ Ta TOKOPH Ce3YBYaHIIHK PeaKIHsIapy
PUBOXCIAHTAHU/AH KeHuH, THBHKal mpenapaté &éku mybxa KHIMHASTrAH Oomxka nopu
npenapaTiapu OWIaH NaBOJIAIIHY TYXTATHIIHY KCUHKTUPHII Xa€T y4yH XaB(IH X0JaTiapHH
PUBOKIIAHHIINTA OJTHO KEJTHIINA MyMKHH.

WMMYHHTETHY THKIAHHII CHHIPOMY

Orup ummyHTaHKHCTMTH 6Y1ran OUTB-1 HHQEKIHATAHTaH IAlHEHTIapAa aHTHPETPOBUPYCIIH
NaBonamiHUHT (APJI) Gommpa acuMmToMaTHk Eku KOJIIUK ONIOPTYHHCTHK HH(EKIHIapra
AITHFIAHAIT PEAKIUACH a0 OYIMUIM MyMKHH, y XUATHH KIHHAK XONaT &Ku CHIITOMJIApHH
IyKYPIAIHIIHHE YaKMPHIIH MyMKHH. Opnarma, Oympmait peaxkuusiap APJl Gouutanranuman
KeHHHIH OupuHYM XadTanap &xu oinapna kysaruirad. Bynyait XOJIaTIIAPHUHT THITMK MECOJIJIApH
UMTOMCTJIOBHDYCIIH  PHHUT, EHMITaH Ba/éKH Y4OKIH MHKOOaKkTepuan HHpeKuusanap Ba
Preumocystis jiroveci (P. Carinii) Tomounnan HaKupuiIraH HHeKius XucoGnananu. Xap Kasnait
SUUTAFIIAHALT CUMOTOMIIADMHE KEUHKTHpPMacHaH 0axojam Ba 3apypatd OynraHna JaBoJIALIHH
Gomwtamr kepak. WMMYHHTETHMHT THK/IAHHIIN (onuna ayrommmyn Kacayymmkinap (['peiisc
KacaJUliry, MOoMMMHAOSUT Ba I'niten-Bappe cuumpomu kaGmmap) Ky3aTWJIraH, JEKHH OHUpiIaMyu
KYPHHHUIIADUHUHT BAKTH Y3TapraH Ba KACALIHK IABOJIALI Oowutanranunas keifun Gup Heua
olutap yTray maino GYaMIIM Ba aTUNMHMK KeyHImu MYMKHH. '
Tuukait npenapatu 6uman QaBOTANTHHET Oommna B Ba/éku C rematutu KouHGeKnuscu 6yran
aHpUM [AUMEHTIAp]a, WMMYHHTCTHHHT THKIAHULI CHHAPDOMHHH aKC OSTTHPYBYH JKHMIap
(bepmeHTnApH DHaONTHIHEYE OmHIIH kysarmirad. Bugom B Ba/éku C remarutu uHpeKHsICcH
Oyiran manmeHTnapaa xurap (epMeHTIapH (AOIUIMIMHE HA30pAT KHJIMII TABCHS STHUIAIH,
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Tuukaii npenaparu 6unan J[aBoIAIHHHET Gommna éxu Eugom B rematuTy vHpexuIcH OYran
NauMeHTIapna B remaTMTHHE < camapand  JaBONAIHH  AaBOM STTHPHINKAA = (aMayigaru
KynnauManapra MyBo(HK) aloXuja Ha3opaT 3apyp (Hoowcysn mavcupnapu 63mamura KapaHr).
OnnopTyHHCTHK HH(eKIws

Tusuxaii npemapatn &xu Gomka AP]I Kabys Kunma€TraH mauveHTIapa ONIOPTYHHUCTHK
nrpekuus &k OUTB-undexupscnunnr Gomxa acopaT/iapy PUBOXKIAHHMIIKM MYMKuH. LIlyHuHr
yayH, namuentiap OUTB 6unan Gormuk 6ymraun KacCaJUTMKJIapHH JaBojall Taxpubacura sra
Oynran WMpOKOPHUHT KATHHUI Ky3aTyBH OCTHAA Oynuuuapu Kepax.

WHbekuusanu rokumm -
llanuenTnapay X03Upry BaKTAa MMKOHUSTH Oynran APJI, my >xymnanan Tusukaii [IpenapaTiHu
kaOyn xummniga OUTB Hu Gowka lnaxciapra JXMHCHH aloKa €K KOH OPKAIH FOKUII XaB(hHHH
OJTMHE OJIOJIMACIIUTH XaKuAa Xabapaop ki kepak. LllyHUHT yayH Ternmumm 9XTHETKOPITHK
HOpAlapHHHU KYPHILHY JIABOM STTHPHUII KEPAK.

bomka fopu BocuTanapu 6mnan ¥3apo Tabcupu

TuBuKali npenapaTHHUHT TABCHPHHH y3rapTHpHIIM MYMKHH O¥iran mopw Ipenapatiapu
(peuentiu Ba perentcus), €ku TabcHpy TuBUKAiL [penapaT TAbCHPH OCTHA TALCHPH Y3TapHUIIy
MyMKHH O¥1ran 601Ka npenapariap 6umas Gup BakTia KYIUTalujia 5XTHETKOPINKKA PHOS KHJIHIII
Kepak (Kymraw mymxun 6ynmacan yoramaap Ba [opunapnune y3apo mawcupu Oy numnapura
KapaHr).

OTpaBHpHH (mpoTeasa MHTHOMTOpIapH OMIaH  KydaiTupwmait) >(aBUpeH3, HEBUpAIHH,
THIIPAHABHP/PUTOHABUD, PUDAMIMIMH, KapGamaseruH, (erutonH, enGapburan Ba mamadoi
Gunan Oup BakTAa Kyuanranuna THBUKal NPCIapaTHUHT TaBCUS KUIIMHTAH J03aCH CyTKazua 2
Mapra 50 MI Hu TarmKuT Kunamu (Jopunaprunz y3apo mavcupu GyaaMura Kapanr).

TuBukall npenapaTHHH MONMHBaJIEHT KaTHOHIAp CaKIOBYM aHTauW{Iap Ominan Oupra Kymmam
MyMKHH 5Mac. TuBukai npenaparunu ymoy IpenapaTmiapHy Kyuiamgad 2 coaT OJIuH EKH 6 coaT
KeHHH K¥Iam TaBcHs STHIau (Hopurapnune ysapo mavcupu 6ynumura KapaHr).

TuBukait npenapaTHan Kanbluil KU TeMup npenapatiapu Kadyn KWIMIIAaH 2 coaT OJIHH EKH 6
COaT KeiHH, OBKaT Ouitan KaGys KMIUm kepak (Jopunapnune yzapo mavcupu 63mimura KapaHr).
TuBukait npenapatn meTdOpMHHHHHT KOHUCHTPALMACHHH OWIMPHIIH MyMKHH. JlaBouamm
BaKTHaa MalMCHTIApHH Ky3aTHIIHH amaira ONIMPHII Kepak, Ba MeT()OPMHHHHHT NO3aCHHH
TYFpHITAIN Kepak Oy MyMkan (Jopunaprune y3apo mavcupu GYIuMura Kapanr).
Xomunadopnuk éa naxmayus daspuda Kynanumuiu

Depmunnuk

Opkakap Ba aéiuiapaa Gepramikka TUBHKa IPCNApaTHHAHT TABCHPH I03aCH/IAH MABIIyMOTIIAP
HYK. XaHBOHJIApIATH TaAKUKOT/Iap SpKkaknap €kH yproumiapna Oyiuma 6¥nuin KoGuisTHra
AOJIYTCTPABUPHHUHT  TabCUPH HYKIMIHHM Kypcartran (Xascusnux 6Viuva knunuxa ondu
maviymomiapu 0¥ TUMHTra Kapanr).

Xomunadopnux

Xomunanop aémnap umrapoxua Tusukait NpenapaTHHUHT Tajabnapra xaBo6 GepyBUH Ba SXIIH
HasopaT ~ KWIMHIAH TaAKUKOTIAp YTKaswiaMmaraH. Aémuiapaa THBHKaif NpenapaTHHUHT
XOMHJIA/IOPIUKKA TAbCUPH HOMABIyM. XaHBOHNApAATrH PEMpOAYKTHB TOKCHKITHKHH Yprarumn
f03aCH/IaH TaIKNKOTIap/a JOTYTeIPABUPHU HYINOW OPKATH YTHIIH Kypcatunran. Tusmkait
TpElapaTHHE XOMUIIAIOPIUK BaKTUAA (BaKat, arap oHa yuyH (oiina, XoMHIa YUYyH IOTEHIIHAI
XaBhIaH I0KOpH OyIraH XonjaruHa Kyuiar MYMKHH. (Xaepcusnux 6yiiuva knunuxa onou
maviymomiapu 6 TAMHUTa Kapaur).

Jlaxmayus ,

CornmukHE caknam coxacu SKCTEPTIapHHUHT ¢ukpura kypa OUTB-undexumscunu 6Gonara
IOKUIIHMHE - ONIMHK - onil - Makcamuaa OUTB-undpexnusnanran aiap, wioxu Oopuua
OMHSHIIIAH  BO3  KEYMUUIApH Kepak. Arap CyHBHH O3MKIAHTHPHII MyMKHH O¥imaca,
AHTHPETPOBHPYCIH NaBOJIAII BAKTHAA SMHU3HII TYFPUCHUAIATH MACaIaHy KYpuO YHKHIIAA SMHZHIL
Ba 1aBoJIal OFinya Maxauuii pacMuit pax6apuii TaMOMHIIIApra PUOST KUITHLI Kepak.
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XaHBOHIAp/Ia OJIMHIAH MablyMOT/Iap aCOCH/IA, rapun Oy onamiapia TacAuK/jIaHran 6ynMacana,
AOIyTCTpaBUPHY aCiuIapaa KYKpaK CyTH OH/laH YHKAPHIIMIIH KyTHIALH, '
Tpancnopm eocumanapunu GowKapuw ea MEXAHUBMAAP Ounan uwinaw Koounuamuza
maswcupu

Tpancnopr Bocuramapunu Gomxapuur Ba MeXaHu3M/Iap OunaH uomam Kabunatura TuBwKai
[IpCHapaTHHHHT TAbCHPUHM YPTaHHII FO3aCHIaH TaAKUKOTIAD YTKaswIMarad. IlalMeHTHHHT
TPaHCIIOPT BOCHTAIAPUHM OOLIKAPHII EKH MEeXaHW3MIAp OWIAH MIUIA KOGMIASTHHH
Gaxonamiia, MAMEHTHHHI KIMHHUK XOJATHHH, WyHAHT/IeK TuBUKal npemapaTuHUHT HOXYyII
KYPHHHUIIIAPH TPOQHIMHK XUCOGTa 0TI Kepax.

Mo3anu omupuG xw6opraAHIIH

Cumnmomnapu ea 6enzunapu

Xosupru BakTAa THBHKAH NpeNapaTHHHUHT [03aCHHH omMpu® FOOOpHIHIE  TYFpHCHAa
MaBbJIyMOT/Iap YEeKJIaHTaH. -
IOkopupox 6up MapTammk mo3amapHH (COFIOM KyHrumiapaa 250 Mr rada josanapHu)
UCKIaHran Taxpubacu, “Hoocys mavcuprapu” GynuaMuzna TabpU(IAHTAHAAH TAIIKApH, Xe4
KaH/(ail anoxuaa CuMIToMIap €Ki GeNTUIapHH aHUK/IAMAraH.

Hasonaw

Keiinnyanuk naBosai KTMHEK KYpcaTMaapra MYBOGbHK amaJira OIHPHIIMIIT KK MaBKy] 6yica,
MUIUTHH TOKCHKOJIOTHK MapKa3/IapHUHT TABCHAApHTa MyBO(DHK KETHIIH KEpak.,

TuBukall mpenapaTHHHHI N03aCHHH OIIHPHG 1000PUITHINHHY crielMpHK JaBoJian Hynnapu
MaBxKy/ smac. Jlosa omupu6 ro6Gopuiran xommapia 3apyparra Kypa CHHYKOB Ky3aTyB OHJIaH
Oupra caknab TypyB4H JABOJALIHE §TKA3HII KkepaK. JlomyTerpaBUpHH KOH ILIa3MacH OKCHJIIAPH

Ouan 1oKopu GorIaHuIy cababim, quains YHUHT aHYa MHKJIOPHHH YHKAPHIHIIHHA TabMHHJIALI
IXTHMOJIH KaM.

Ynkapuanm makan

[Inénka xobuk Gunan Konnanran TaGnerkanap, 50 mr, Neo 30

30 mnénka KOOMK OWNIaH KoIaHraH TaGleTKanaH TCPMOMYXPJIAHYBYH IIOJHMITHICH IUIEHKA,
OypalyBuM IONHIPONUIEH KONKOK GHJIAH TALMHHJIAHTAH Ba Homapdod OKOpH 3HUTHKHArH
IIOJTHITHIIEH (PIIAKOH/A.

1 Gnaxonman THGOMET A KYnnaHMHIIMTa Aoup HYpHKHOMAcH Outan GHpra KapToH KyTH/A.

Xap 6up mMamakataa Gapua YHKapUIHII IaKyUIapy 0¥ IMacIurd MyMKHH. '

Caknam mapouru
30°C nan roxkopH GYIMaran XapopaTia cakIaHCHH.
bonanap ononmaiuran xoiiia cakaacuy

SApoxkanmk myaaatu
24 oii

SIpOKIHIIMK MYITATHHUHT TyTall caHACH YpaMaa KypcaTuiras.

Mopuxonanapaan Gepum TapTudn
Penent 6¥itnua.

PyiixaTaan yTrasniraniuk ryBoxHoMacHHHAT sracu

GlaxoSmithKline Export Limited InaxcoCmutKstitn Sxcnopr JInmuren
980 Great West Road, Brentford, 980 I'peiiT Bect Poay, Bperrdopz,
Middlesex, TW8 9GS Mumncexc, TW8 9GS

UK byrox Bpuranus
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Nmnab yukapysun

Hwinab wuxapyeyu
Glaxo Operation UK Limited* I'nakco Onepeitmn IOK JTumuren*
Priory Street, Ware Y. Ilpuopu, Bap,
Hertfordshire SG12 0DJ Xaprdopaiup, SG12 0DJ
UK Bytox bpuranus
Kaodoxnosyu
GlaxoWellcome S.A.* I'naxco Bamikom C.A.*
Avenida de Extremadura, 3 ABeHuzia 13 DKcTpamanypa 3,
09400 Aranda De Duero Burgos, 09400 Apanna 1o Tyspo Byproc,
Spain Hcnanus

*I'CK KOMIaHHSIIAPH TYPYXHHUHT ab30CH

Capno Genrunmapu ViiV Healthcare KOMIIAHHUSIAP TypyXHra TErMIUIH €KH YHUHT JHIEH3HICH
acocHIa HULIATHIMOK/IA.

©2018 ViiV Healthcare KOMIIAHUANIAp TypyXH E€KH YHHHT JIHIEH3Hapd. Bapua XYKyKJap
XMMOSUTaHTaH.,

Vi6exucron Pecnmybmkacu xyaynmupna AOPH BOCHTAIAPHHHHT cHpaTH OYiin4a 3bTUpPO3IAp

(Takaudaap) Hu KaGy,1 KHIyBYH TANKHIOTHHAT HOMHK BA MaH3HJIH:
«NOVOTEK» MYXK

100084, TomxkenT n1., Huésbex ﬁinn K¥y4., 2.

[[axap Teneponn: +99871 1206035

MoGun eneponu: +99899 8955556; +99890 3280128
®Daxkc: +99871 1207306

OnekTpon Mau3uiL: ved@novotek.uz, 0ax70065@gsk.com
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