COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 10.03.2026 Nz 4710

(MOCNEQOBATENEHOCTE 0010)

OBHLIAA XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O IIPEITAPATA

V JlaHHbIN JIEKApCTBEHHBIN Ipenapar NOAJIEKHUT JOMOIHUTEILHOMY MOHUTOPUHTY. JTO MO3BOJIUT
OBICTPO BBIIBUTH HOBYIO HH(poOpManuio mo Oe3omacHocTH. Mbl oOpaliaeMcs K CreHaIrncTam
CUCTEMBI 3JPaBOOXPAHCHHS C MPOCHOO COOOIMATh O JIFOOBIX MOI03PEBACMBIX HEKEIATEITHHBIX
peakuusx. [Topsmok cOOOMICHHUS O HeXeaTe/IbHBIX PEaKIMsIX MPEACTaBICH B paserne 4.8.

1. HANMEHOBAHMUE JIEKAPCTBEHHOI'O ITPEITAPATA
Bokabpua, 400 mr, cycreH3usi i BHYTPUMBIIIICYHOTO BBEICHHUS C IPOJOHTHPOBAHHBIM
BBICBOOOKICHUEM.

Bokabpua, 600 mr, cycrieH3usi Jisi BHYTPUMBIIIICYHOTO BBEICHHUS C IPOJOHTUPOBAHHBIM
BBICBOOOKICHUEM.

2. KAYECTBEHHBIN U KOJIUYECTBEHHBIN COCTAB

JlelicTBytol1ee BEIeCTBO: KabOTErpaBup.

BokabOpua, 400 Mr, cychneH3us JUIsi BHYTPHUMBIIIEYHOTO BBENEHUS C IIPOJOHTHUPOBAHHBIM
BBICBOOOXKICHUEM

Kaxapiit Mt cycnien3uu cogepxut 200 mr kaboTerpaBupa.
Kaxnpiii maxon copepxut 400 mr kaboTerpaBupa B 2 MJI CYCIICH3HUHU.

Boxkabpua, 600 Mr, cychneH3us JUIsi BHYTPUMBIIIEYHOIO BBEIECHHUSA C  MOPOJOHTHPOBAHHBIM
BBICBOOOXKICHUEM

Kaxnpiit M1 cycriensuu coaepxut 200 mr kaboTerpaBupa.
Kaxnprit ¢pakon conepxut 600 mr kaboTerpaBupa B 3 MJI CYCIICH3UHU.

ITonHbIit MEpCUCHb BCIIOMOTAaTCIIbHBIX BCIICCTB IPUBCACH B pa3JiCiIic 6.1.

3. JIEKAPCTBEHHAS ®OPMA

CYCHGHSI/IH AJI1 BHYTPUMBIIICYHOTO BBCACHHUA C IIPOJIOHT'MPOBAHHBIM BHCBO60)KI[CHI/IGM.

Texyu4ast cycrieH3ust OT OEIOTro 10 CBETJIO-PO30BOTO I[BETA.

4. KIIMHUYECKHUE JAHHBIE
4.1. Iloxka3aHusl K IPUMEHEHHIO

IIpenapat Bokabpua B BH/ie MHBEKIUI NTOKa3aH K MPUMEHEHHUIO B KOMOWHAIMY C PUIITMBUPHUHOM B
BUJI€ MHBEKIMH y B3pOCIHBIX IS JIeYeHUs] MH(MEKINH, BBI3BAHHON BHPYCOM HMMYHOAE(PHIIMTA
yenoBeka 1-ro tuna (BUY-1), npu Hanuuuu BUpycoJorudeckoit cympeccun (koHuentpanuss PHK
BUUY-1 menee 50 xonuii/mi) Ha oHE MOCTOSHHON aHTUPETPOBUPYCHOM Tepanuu, Npu OTCYTCTBUU
BUPYCOJIOTHUECKOW HeyJayd W BUPYCHOH PE3UCTEHTHOCTH (B T. 4. B aHAMHe3€) K INpernaparaM
IpyNIbl HEHYKJIEO3UIHBIX MHTUOUTOpOB oOpatHOM TpaHckpuntasel (HHUOT) u unruburopon
unTerpassl (MuN).
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4.2. Pexum 103MpPOBaHMSA U CTIOCO0 MPUMEHEHHUS

Tepamnuro npenaparom Bokabpua momkeH Ha3HaYaTh Bpay, MMEIOIMINI OIIBIT JICYCHUS MAIIMEHTOB C
BUY-undexmuei.

[Ipenapat BokaOpua noka3aH K NIpUMEHEHHIO B KOMOMHAIMK C PUINKUBUPUHOM. JlJisi onpeieneHus
PEKOMEHTyEMO JT03bI PUIIITUBUPHUHA CIICTYET O3HAKOMHUTHCS C HHPOPMAIUEH TI0 €r0 METUITUHCKOMY
[IPUMEHEHHUIO.

Jo Havana tepamuu KaOOTErpaBUPOM HEOOXOJUMO IMPOBECTH THIATEIbHBI OTOOpP MAIlMEHTOB,
KOTOpBbIE COTJIacHbl ¢ TpeOyeMoW cXeMoW IpOBeACHUsS MHBEKLUUH KabOoTerpaBUpa, U pa3bsCHUTH
IIanmnueHTaM BaXXHOCTb CO6JHOI[CHI/ISI 3aIlJTaHUPOBAHHBIX HOCCIJ_IGHI/If/’I MGI[HI.[HHCKOFI opraHu3aluvu IJisd
IIPOBE/ICHUS] MHBEKLUH, YTOOB! MOJIEPKUBATh CYIPECCHI0 BHpPYCa U CHM3UTh PUCK BO3BPATHOU
BUPEMUH U NTOTEHIIMAIBHOTO Pa3BUTHS PE3UCTEHTHOCTH B CIIy4yae MPOIyCKa 3alllIaHUPOBAHHBIX J03.

ITocne npekpaleHns HHbEKIIMOHHOIO IPUMEHEHuUs npernapara Bokabpua HeoOXxoauMo nepeiTu Ha
QIbTEPHATHBHBI PEXUM aHTUPETPOBUPYCHOM TEpanuu, TO3BOJSIIONNN 00ECNeUnTh IONHYIO
CYIIPECCHIO BUpYyCa, HE MO3JIHEE YeM 4Yepe3 MECSI] I0CJIe BBEACHUS IOCIEIHEN 03Bl IIpernapaTa
BoxaOpua npu pexxume 103UpoBaHus | pa3 B Mecsll, WIK HE MO3JHEE YeM 4epe3 2 Mecsla Mocie
BBEJICHUS MOCJIEHEN 103bl IpernapaTa Ipu pexxume Jo3upoBanus 1 pa3 B 2 mecsua (cM. paszzaen 4.4).

Tepam/m MOKeT OBITH Hayara HCIIOCPCACTBCHHO C HWHBCKIHWOHHOI'O MNPUMCHCHHA IIpCliapara
Boxabpua, 1160 ¢ BBOJHOW MEpOpanbHOW Teparmuu KaOOTerpaBUPOM B BHJE TAOJETOK C IIEIIBIO
OIICHKU TIEPEHOCUMOCTH KaboTerpaBupa J0 Hayalla ero HHHEKIIMOHHOTO MPUMEHEHHU (CM. O0IIyI0
XapaKTepUCTUKY JiekapcTBeHHoro mnpenapata (OXJIIT) mna npenapata BokaOpua, TabneTkw,
MTOKPBITHIE IIJIEHOYHON 000JI0UKOM ).

Pexxum 103UpoBaHUS

Peoicum oozuposanus 1 pasz 6 mecsy

Hauanvroe 6sedenue npenapama BOKCI6DMCI

BBenenune nepBoii 1036l npenapara BokaOpua npoBoauTCs B MOCIEAHUN JI€Hb MPEAIIECTBYOMIEN
aHTUPETPOBUPYCHOM  Tepamuy WJIM BBOJHOM MEpoOpaibHON  Tepanmuu  KabOTETrpaBUPOM.
Pexomennyemas no3a npenapara BokaOpua cocrasnsier 600 mr (3 mit) onHokpaTHO. Pekomenryemast
no3a punnusupuHa — 900 mr (3 M) OAHOKPATHO.

Hocreoviowue ssedernus npenapama Boxabpua

BBenenune mnocnenyromeil no3bl npemnapara BokaOpua NpoBOAMTCS uepe3 MecsIl IOocie €ro
Ha4yaJIbHOTO BBEJEHUS, U Jajiee IpernapaT BBOAUTCS exxeMecsuHo. PekoMeHryemas 103a npenapara
Boxkabpua cocrasnser 400 mr (2 mi) 1 pa3 B mecsn. Pekomenayemas no3a puinusupuia — 600 mr
(2 M) 1 pa3 B mecsu. [Tocnenyromue 103b1 npenapara Bokadpua MoryT ObITh BBEJIECHBI B IEPUOJT HE
paHee 4eM 3a 7 THEW 0 WK He MO3Hee YeM uepes3 7 AHEH MOociIe 3aIlNIaHUPOBAaHHOM NaThl.



Tadauna 1. PexoMeHI0BaHHBII PeKMM JT03UPOBAHUS JII BHYTPHMBIIIEYHOTO BBeEICHUS
1 pa3 B mecsing

HOCJIEAYIOLIHUE
HAYAJIBHOE BBEJIEHUE BBEJEHUSI
JlekapcTBeHHbIH IIpoBOIAT OTHOKPATHYIO MHBEKIUIO B Yepes 1 mecsan nmocJe
npenapar 1-ii Mecsill MHBEKIIMOHHOM Tepanuu (B HAYAJIbHOIO BBEeJIEHUS U
nocjexHui neHb Tekymeid APT nian JaJiee e;KeMecsIIHo
BBO/JHOM IepopaJIbHOM Tepanuu, B
cjiyyae ee IpUMeHeHHUs)
Bokabpua 600 mr (3 mur) 400 mr (2 mi)
PunnuBupun 900 mr (3 mu) 600 mr (2 mi)

APT — aHTHUpETpOBUpPYCHAS TepaIHsl.

Peoicum oozuposanus 1 pas 6 2 mecaya

Hauanvuvie ssedenus npenapama BOKCZ5DL£CZ

BBenenue nepBoii 103bl npenapara Bokabpua npoBoAauTCs B MOCIEIHUN J1eHb MpeALeCTBYIOIIEH
AHTUPETPOBUPYCHOM  Tepanmuu WIM BBOJAHOW IHEpOpajlbHOW Tepanuu  KabOTErpaBUpPOM.
Pexomennyemas noza npenapara BokaOpua cocrasiser 600 mr (3 mir) ogHokpatHo. Yepe3 mecsl
BBOJUTCS BTOpast fo3a npenapara — 600 mr (3 mi1) ogHokpaTHO. Bropas 103a MokeT ObITh BBEICHA
B IIEpHOJ] HE paHee ueM 3a 7 AHeH J10 WK He MO3JHee YeM yepe3 7 AHEH Mociie 3arjaHupOBaHHON
natbl. PekoMeHayemble 103bl pUIITUBUPHUHA IIPU €r0 IEPBOM U BTOPOM BBEAEHHUH COCTaBISIIOT 900 mr
(3 Mi1) OTHOKpATHO.

Hoczzedwowue 66e0eHUs. npenapama BOKCZ6DMCI

BBenenue nepBoil u3 mocneayonmx 103 mpenapata BokaOpua npoBoautcs uepe3 2 Mecsliia mocie
BTOPOTO HAYaJIBHOTO BBEACHUS, W Jajiee Ipernapar BBOIUTCS Kaxible 2 mecsma. Pexomenmgyemast
no3a mpenapata Bokxabpua coctaBiser 600 mr (3 mu) 1 pa3 B 2 mecsma. Pekomengyemas moza
punnuBupuHa — 900 mr (3 mu1) 1 pa3 B 2 mecsna. [locneayromnue 10361 npemnapara Bokabpua moryT
ObITh BBEACHBI B MEPHOJ HE paHee yeM 3a 7 JAHEW A0 WM He MOo3JHee 4eM uepe3 7 MHel mocie
3aIJIaHUPOBAHHOM JAThI.

Tabanna 2. PexoMeHAOBAHHBIN peXHUM JAO03MPOBAHUS JJIsi BHYTPHMBIIICYHOTO BBeJCHUS
1 pa3 B 2 Mecsina

MNOCJIEAYIOIIHUE

HAYAJIBHBIE BBEJAEHU S BBEJEHUSI
JlekapcTBeHHBbIN IIpoBoasiT OAHOKPATHBIC HHBEKIIUH B Yepes 2 mecsia nociie
npenapar 1-ii mecsiny (B mocy1eHHI 1eHb MOCJIeHEer0 U3 HAYaJIbHbIX

Tekymeid APT niu BBOgHOIM BBEJCHUN M 1ajiee KaKIble

NMepopaibHON Tepanuu, B cayvyae ee 2 mecsina
NpUMeHeHHs ) U BO 2-i MecsiIl
HWHBEKIIMOHHOUN Tepanuu

Bokabpua 600 mr (3 mi) 600 mr (3 mu)
PunmuBupun 900 mr (3 M) 900 wmr (3 M)

APT — anTUpeTpOBUpPYCHAs TEpaIus.
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H3MeHeHHne pexkuMa J03UPOBAHUS

Pexomenoayuu no 0ozuposanuro npu nepegooe ¢ pejicuma 003uposanusi 1 pas 6 mecsay Ha percum
ooszuposanusi 1 paz 6 2 mecaya

[Ipu mepeBojie MaIMEHTOB C peXUMa J03UPOBaHMA 1 pa3 B MecsIl Ha PEXKHUM JT03UpOBaHus 1 pa3 B
2 Mecsina cieyeT OJHOKpaTHO BBecTH npenapat Bokadpua B 1o3e 600 mr (3 mun) yepes MecsI] rocie
BBEJICHUS €ro mociennen 10361 400 Mr (2 Mu1); B JaJIbHEHIIIEM MperapaT ClieayeT BBOJIUTH B J103€
600 mr (3 mu1) 1 pa3 B 2 Mecsiia.

Pexomenoayuu no dosuposanuro npu nepegode c pesicuma 0o3uposanus 1 pas 6 2 mecaya Ha pedxscum
oosupoeanus 1 pas é mecay

[Ipu nepeBojie MalMEHTOB € peKKMMa J1I03UpoBaHus 1 pa3 B 2 Mecslla Ha pekUM J03UpoBaHus 1 pa3 B
Mecsll cieayeT BBecTu npenapatr Bokadpua B n1o3e 400 mr (2 mi) yepe3 2 Mecsliia 1ocjie BBEICHU
ero nocnegaHeit 10361 600 Mr (3 miT); B JanbHEHIIIEM MpernapaT ciaeayeT BBOAuTh B 103¢ 400 mr (2 mu)
1 pa3 B mecsL.

IIponyieHnHas go3a

HacrosTensHO pekOMEHIyeTCs MPHUISPKUBATHCS YCTAHOBICHHOW CXEMBI MPUMEHEHHS Tperapara.
[TanieHTam, TNPONMYCTUBIIMM  IOCCIICHHE MEIWIIMHCKOM OpraHu3alMd Uil [POBEICHHS
3aIJTAHUPOBAHHOW WHBEKIIUU, CIEAYeT IPOBECTH IOBTOPHYIO KIMHHYECKYIO OIICHKY, YTOOBI
yOeIuThCs, 4TO BO3OOHOBIICHHE TEPAINH OCTaeTcs 1enecoo0pa3HbIM (CM. Tabnuibl 3 u 4).

IIponyck unvexyuu npu pexcume oosuposanus 1 paz 6 mecsay

Ecnu nmanueHnt miuaHupyeT Oosiee ueM Ha 7 JHEH OTJIOKUTh paHee 3alUIaHWPOBAHHOE IOCELICHHE
MEIUIIMHCKON OpraHu3alluM JJisl MPOBEJEHUsl MHBEKUUH npenapara BokaOpua u puinuBHpHUHA,
JIOIyCKAeTCsl BPEMEHHBIN Mepexo]] Ha MepopalibHYI0 Tepamuio KaboTerpaBUpOM B BHUjIE TaOJETOK
(30 Mr) B KOMOMHAIIMY C PUIIMTMBUPUHOM B BHJIE Ta0seTok (25 mr) 1 pa3 B cytku. Takast nepexoanas
nepopanbHas Tepanus MOXET NPUMEHSAThCS [UId 3aMeHbl He Oosiee JBYX MOCJeI0BaTEeIbHbIX
IIOCEIICHUN MEAUIMHCKOM OpraHu3aluu Uil IPOBEACHHUS €XEMECIYHBbIX HHBbEKIHU. [Ipu
MPOAOIDKUTEIBHOCTH TepopaibHOW Tepanmuu Oosiee 2 MECSLIeB PEKOMEHAyeTcs Iepexo]l Ha
IbTEPHATUBHBIK PEXUM TEparnuu — J000W ApPYyrol pexuM aHTHUPETPOBUPYCHOM Tepanuu,
MO3BOJISIOMINN 00ECTIEUUTh MOJIHYIO CYIPECCHIO BUPYCa, KOTOPBIH Oy1eT MPUMEHATHCS A0 TeX Hop,
MIOKa HE MOSIBUTCS] BO3MOXHOCTh BO300OHOBJICHUS TEpalinu npenapatoM Bokabpua 1 puiinuBUpUHOM
B BUJIe UHBEKIMH (cM. paszen 5.1). Taxke JaHHBIN albTEpPHATUBHBIN PEXXUM MOXKET ObITh Ha3HAYECH
Cpa3dy B KayeCTBE MEPEXOAHONW NEPOPaNbHOM aHTUPETPOBUPYCHOW TEpPANMM B CIIydae IPOITyCKa
uHbekuuid. [lpu BBIOOpE cXeMbl JieUeHHUs CleqyeT IpUHHMaThb BO BHUMAaHHUE aKTyallbHbIE
pyxoBojcTBa 1o jeyeHuto BUU-undexium.

IlepByto 103y mpemnapaToB B BUAE TaOJETOK ciexyeT MpHHATh 4yepe3 1 mecsau (+£7 aHeit) mocne
nocjenHel MHbEKIUU npenapata BokaOpua u puinuBupuHa. [IpumeHeHue mpenapaToB B BUjE
UHBEKIUN clieayeT BO30OHOBUTH B JIEHb 3aBEPILEHUS Tepanuu MpenapataMu B BHUJE TaOJIETOK B
COOTBETCTBUH C PEKOMEHJIAIISIMH, IPUBEACHHBIMU B Ta0nue 3.
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Tabanna 3. PexomMenpanumu no a03MpoBaHuI0 mnpenapara Bokadpua mnocie mnpomycka
HHbEKUMH WIH MOCJIe NepopaIbHOll Tepanuy Npu peskuMe Jo3upoBanus 1 pas B
Mecsi1|

Bpemsi ¢ MoMeHTa

. Pexomenpanun
nocJeaHed MHbLEeKIUU

Kak M0O>kHO ckopee BO30OHOBUTH MPOBEACHHUE SKEMECIIYHBIX NHBEKIIUN
<2 mecsileB B noze 400 Mr (2 MuI) B COOTBETCTBHM C YCTAaHOBJICHHOM CXEeMOU
MIPUMEHEHUS.

Beectu nipenapar B go3e 600 mr (3 M), 3aTeM BO300OHOBHTHh MHBEKIIUU
>2 MecsilieB B 03¢ 400 mr (2 mi1) 1 pa3 B Mecsil] B COOTBETCTBUU C YCTAHOBJICHHON
CXEeMOU MpPUMEHEHUSI.

IIponyck unvexyuu npu pesxcume oozuposanus 1 paz 6 2 mecaya

Ecnu mamument mnanupyeTr Oojiee ueM Ha 7 JHEH OTJIOKHUTH paHee 3alUIaHWPOBAHHOE IOCEICHHE
MEIUIIMHCKOW OpTraHM3aluM JAJisl MPOBEJeHUs MHBEKUUU mnpenapara BokaOpua u puinuBHpUHA,
JOITyCKAeTCsl BPEMEHHBIN Mepexo]] Ha MepopalIbHYI0 Teparuio KabOTerpaBUpPOM B BHUJIE TaOJIETOK
(30 Mr) B KOMOMHAIIMH C PUIIITUBUPUHOM B BHJIE Ta0neToK (25 mr) 1 pa3 B cyTku. Takas nepexoiHas
nepopabHas TepaIus MOKET IPUMEHATHCS /TSl 3aMeHbI He 00JIee OHOTO MOCEIICHUS MEAUIIMHCKOM
OpraHu3aluy i NpoBeAeHUs UHbEKIUI. [Ipu mpoaoKUTEeIbHOCTH MTepopalibHOM Tepanuu Oonee
2 MecsIIeB PEKOMEHAYETCS MEPeX0 Ha allbTepHATHBHBIN PEXKUM Teparuu — JIF000H APYroi pexkumM
AaHTHPETPOBUPYCHOM Teparuu, MO3BOJSIIOIINNA 00eCTIEYUTh MOJHYIO CYyMpPEcCHI0 BHpYyca, KOTOPBIN
OyZeT TMPUMEHATHCS 10 TeX IOp, MOKa HE IOSBUTCS BO3MOXKHOCTH BO30OHOBJICHHUS TEparuu
npemnapatoM Bokabpua W pWINUBUPUHOM B BHIE WHBEKIUN (cM. pasaen 5.1). Taxke naHHBIHI
QIbTEPHATUBHBIA PEXUM MOKET OBbITh Ha3HAuU€H cpa3dy B KayecTBE IEPEXOJHOM NepopaibHOU
aHTHPETPOBUPYCHOI Tepamnuu B ciydyae Mpomycka nHbeKuui. [Ipu BeIOOpe cXxeMbl IedeHUsI CIIeayeT
MIPUHUMATh BO BHUMaHHUE aKTyallbHbIE pyKOBOJCTBA 110 JieueHuto BUY-undexmmm.

IlepByto no3y mpemnaparoB B BHJe TabJETOK CleAyeT MPHUHATH yepe3 2 mecsaua (+7 nHei) mocie
nocyieiHe MHbEKIMKU npenapara Bokabpua u puinusBupuHa. [IprMmeHeHue npenapatoB B BUIE
UHBEKIUN clieflyeT BO30OHOBUTH B JIEHb 3aBEpIIEHUS TEpaluy IMpernaparamMu B BHJIE TAOJIETOK B
COOTBETCTBUH C PEKOMEHIallusIMU, IPUBEJICHHBIMU B TabuIe 4.

Tabnnna 4. Pexomenpanuu no a03MpoBaHuI0 mnpenapara Bokxa0pma mnociae mnpomycka
HHbEKIUH WU 10c/Ie epopaibHO Tepanuu NpU pe:kuMe A03upoBaHus 1 pa3 B

2 Mmecsina
Bpewms ¢
Iponymennas MOMEHTA Pexomenganun
HHbEKIHSI nocjeaHen (Bce uHBbeKIMH B 03¢ 600 mr (3 Mu1))
HHbEKITHN

Kak MOXHO ckopee BO30OHOBUTH TEepaluio, HauaB C
uHBeKIUH B j03¢ 600 Mr (3 mi1), 3aT€éM MPOI0JDKATh
UHBEKIMU | pa3 B 2 Mecilla B COOTBETCTBUU C
YCTaHOBJIEHHOM CXEMOU PUMEHEHUSI.

<2 mecHleB

2-s1 MHbEKIHS Bgectu npenapar B no3e 600 mr (3 mi), 3atem uepes
MecsI] BBECTH Mpernapar MOBTOPHO B TOM ke /103 —
>2 MecsilieB 600 mr (3 mu1). 3aTeM IPOJIOJKATh UHBEKIMH | pa3 B
2 Mecsila B COOTBETCTBHM C YCTAHOBJIEHHOM CXEMOU
IIPUMEHEHHS.
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Bpewms ¢
IIponymennas MOMEHTA Pexomennanun
HHbEKIUSA nocJjaexHen (Bce uHbeKIMH B 103e 600 mr (3 Mi1))
HHBEKIHH
Kak M0HO ckopee BO30OHOBHUTH TEpaIuio, Ha4aB C
<3 mecsiuen uHbeKIuu B g03e 600 mr (3 mi1), 3aTeM MpoJI0JKATh
- MHBEKIMK | pa3 B 2 Mecsla B COOTBETCTBUU C
3-11 HHBEKU A WU yCTaHOBHeHHOﬁ cxeMoi IPUMCHCHMUS.
Jodas Beectu npenapar B mo3ze 600 mr (3 mun), 3atem 4depes
nocjaeayronias MeCsIl BBECTU IIpenapar MOBTOPHO B TOM XKeE J103€ —
>3 mecsileB 600 mr (3 mu1). 3aTeM POIOJDKATh HHBEKIMH 1 pa3 B
2 Mecslla B COOTBETCTBUM C YCTaHOBJIEHHOM CXEMOM
MIPUMEHEHUS.

Oco0ble I'PYIIIBI MIAaIIMCHTOB

./]ub;a nooaicus10co so3pacma

VY nmauueHTOB MOXHJIOTO BO3pacTa KOppeKuus 103kl He TpeOyercs. JlaHHbIE O NpUMEHEHUHU
ka0oTerpaBupa y MalueHTOB B BO3pacTe 65 JIET U cTaplie OrpaHuyeHsl (M. paszen 5.2).

Hal/ﬂleHl’l’Zbl C NOYeyHol HedoCMamo4HoOCmbio

VY nmanueHToB ¢ HapyeHneM (DyHKIHH ITOYEK JISTKOU (KITMpEeHC KpeaTnHIHA oT >60 10 <90 Mi1/MuH),
cpenHel (knupeHc KpeaTuHuHa OoT >30 10 <60 MII/MHH) U TSDKEIOW CTENCHU TSHKECTH (KIUPEHC
KpeaTuHUHA 0T >15 10 <30 MII/MHH, HE HA THATN3€) KOPPEKIIHS JT03bI He TpeOyercs (cM. pa3aer 5.2).
[Ipumenenue kaboTerpaBupa y MaleHTOB C TEPMUHAIBHOMN CTafuel Mo4eyHOW HEeAOCTATOYHOCTH
Ha (hOHE 3aMECTUTENIFHON MMOYEYHOH Tepanuu He u3ydanock. [lockonbKy kaboTerpaBup 06osee uem
Ha 99 % cBs3bIBaeTcs ¢ OenKamMu, He 0)KUJAETCs, YTO JUATIU3 MOXKET MOBIHATh HA €r0 3KCIO3UIIHIO.
VY nanueHToB, HAXOASMIMXCS Ha 3aMECTUTEIIbHOW TMOYE€YHOW Tepamuu, KabOTerpaBUp CIEIyeT
IIPUMEHSTH C OCTOPOXKHOCTBIO.

Hauueﬁmbz C NeYeHOYHOU HeOOCMAamoYHOCbIO

VY manueHToB ¢ HapylleHHueM (YHKINH [TeYEeHH JIETKOM WK cpellHel cTeneHu TshKecTH (Kinacc A uin
B no mkane Yainn-ITeto) xoppekuus no3el He TpeOyercs. lccrnenoBaHusi 1mo NpHUMEHEHUIO
KaboTerpaBupa y HallMeHTOB C HapylIeHHeM (pyHKIIUHU eueH! TshKesol crenenu (kiaace C o mkane
Yaiina-IIpt0) He mpoBomwiuch (cM. pa3zaen 5.2). Y maHHOM TIpynnbl HallMEeHTOB KabOTerpaBup
CJIEyeT IIPUMEHSATD C OCTOPOKHOCTBIO.

CTHU

bezonacHocTs U 3(dexTUBHOCT, mpenapata BokaOpua y nereil B Bo3pacte MeHee 18 nmeT He
yCTaHOBJIEHBI. J[aHHbIE OTCYTCTBYIOT.

Cnoco0 nmpuMeHeHus

21.]'[5{ BHYTPHUMBIIICYHOT'O BBEACHU .
I/IH’LCKI_II/IIO npemnapara BOK&GpI/Ia JOJIKCH OCYIICCTBIIATH MCI[I/IL[I/IHCKI/Iﬁ pa60THI/IK.

[Ipenapar BBOOUTCA OJHOBPEMEHHO C PWJINHBUPHHOM, MOPSAIOK BBEICHUS NPENApaToOB HE MMEET
3HA4YCHMUS.

[Ipenapar BokaOpua ciemayeT BBOJUTH TOJNBKO B STOJUYHYIO MBIIIIY: PEKOMEHIYEeTCS BBOJUTH B
BEHTPO-ATOJJMYHYI0 00J1aCTh, JOMYCKAETCS — B JOPCO-SATOJUYHYI0 001acTh (BEpXHUN HapyKHBIN
KBaJIpaHT).
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

Nuneknuu npenapara Bokabpua v MHBbEKINH PHIMTUBUPHHA CJIETYET OCYIIECTBIAThH B pa3HbIe MECTa
SITOJIMYHOM MBIIIIBI BO BPEMSI OJTHOT'O TOCEIICHUS MEAUIIMHCKON OpraHu3alkH.

CrnemyeT co0Ir01aTh OCTOPOKHOCTH, YTOOBI H30€kKaTh MOTATaHMs B KPOBEHOCHBIN COCY/I.

[Ipn mpoBeneHnM MHBEKIMU Tpenapara BokaOpua HEOOXOAMMO YUYUTHIBATH MHICKC MAacChl Tela
(UMT) namumenTta, 4TtoObl yOEIUTHCS, YTO JUJIMHA WIJBI JOCTAaTOYHA JJisi MPOHUKHOBEHUS B
SITOIMYHYIO MBIIIITY.

Kpenko ynepxuBas (akoH B pyKe, PHEPTUYHO BCTPAXUBANTE €ro Ha MPOTSHKEHHH IOJHBIX
10 cexyna. IlepeBepHute (akoH M OCMOTpUTE Ipenapar, 4ToObl yOeAUThCS B OAHOPOIHOCTH
cycnensuu. Eciu cycnensust HeoJHOpOAHAsA, CHOBA BCTPsIXHUTE (hakoH. JlomyckaeTcst mpucyTCcTBUE
MEJIKUX ITy3bIPEKOB BO3yXa.

WNHcTpykiuu 1o noAroTOBKE M BBEJICHUIO MperapaTa cM. B pazzeine 6.6.
4.3. IlpoTruBONOKA3aAHUSA

J ['mnep4yBCTBUTENBHOCTh K KaDOTErpaBUpy MM K JIOOOMY W3 BCIIOMOTATEIbHBIX BEIIECTB,
IIEPEYNCIICHHBIX B pa3zene 6.1.

J OpHOBpeMeHHOE mpuMeHeHue ¢  pudammuinuaoMm, pudameHTHHOM, (EHUTOUHOM,
(dhenobapOuTamom, kapbaMa3zenmuHOM, OKCKapOa3emuHOM (CM. paszae 4.5).

4.4. OcoOble ykazaHHMs M Mepbl PEeJOCTOPOKHOCTH NIPH IPUMEHEHU U

HcxoaHbie d)aKTODBI, CBSI3aHHBIC C BUPYCOJIOTHMUYECKON Heyaauen

[lepen Havanom Tepanuu HEOOXOAMMO MPHHATH BO BHUMAHUE, YTO MO JAHHBIM MHOTO(AKTOPHOTO
aHajM3a CoYyeTaHWe MO KpailHel mepe ABYX M3 CIEAYIOUMX (PaKTOpOB MOXKET OBbITh CBSI3aHO C
MOBBIIIEHHBIM PUCKOM BUPYCOJIOTUYECKOW HEyJauu: MYTAallUH, CBSI3aHHBIE C PE3UCTEHTHOCTBIO K
pwinusupudy, BUU-1 noaruna A6/A1 u ungekc maces Tena (MMT) >30 kr/m?. JlocTyHHbIE JaHHbIE
CBUJETEIBCTBYIOT O TOM, 4YTO BHPYCOJOIMYECKas HeyJaya BO3HUKAET 4Yalle IpU PpPexuMe
N03upoBaHus | pa3 B 2 Mecsla 10 CPaBHEHMIO C PEKUMOM JO3UPOBaHus | pa3 B Mecsl. Y MalueHTOB
C HENOJIHBIM WJIM HEU3BECTHBIM aHAMHE30M, KOTOPBIM Iepej HadajaoM JIEYeHHs] HE IPOBOAMIIUCH
aHaJM3bl Ha OIpeJ/leIeHUe BUPYCHON PE3UCTEHTHOCTH, CIIEAYyeT COONI0/IaTh OCTOPOKHOCTH INPHU
Hamuuuy y nanuenta UMT >30 kr/m? unn BUU-1 nogtuna A6/A1 (cm. paszaen 5.1).

Peakiuy runep4yBCTBUTEILHOCTH

[Ipu mpumeHeHWH WHTHOWTOPOB WHTErpasbl, BKIOYAs KaOOTerpaBUp, ObUIM OMUCAHBI pPEaKIUU
TUMEePYYBCTBUTEIBLHOCTH, KOTOPBIE XapaKTEPHU30BAIUCH CHIMBIO, OOUIMMH CHUMIITOMAaMH U B pse
CllyyaeB HapylieHHEM (YHKIIMM OPraHoB, B TOM YHCJIE TOpaxkeHueM mnedeHn. HeoOxommmo
HEMEIJIEHHO TMPEKpaTuTh MpHUMEHEeHHe Tmpemnapara Bokabpuma u JApyrux MOJ03peBaeMbIX
JIEKAPCTBEHHBIX  CPEACTB TNPHU BO3HUKHOBEHWW TPU3HAKOB WM CHUMIITOMOB  pEaKIIHil
TUIIEPUYBCTBUTENIBHOCTU (BKJIIOYAsi, HO HE OrPAaHUYUBASCH CIEIYIOIIMMU CHUMITOMAaMH: ChIIlb
TSDKETION CTETEeHW WM ChIllb, COMPOBOXKIAIOMIASACS TOBBIIICHUEM TEMIEPaTyphl Tea, OOIINM
HEJOMOTaHHEM, YTOMIISIEMOCTBIO, OOJBIO B MBIIIIAX MM CyCcTaBaX, OOpa30OBaHHEM BOJIBIPEH,
MMOPKECHUSIMU CITM3UCTON OOOJIOUKH TOJIOCTH PTa, KOHBIOHKTHBHUTOM, OTEKOM JIMIIA, TEIAaTUTOM,
703uHO(HUINEH, AHTHOHEBPOTHYECKHMM OTekoM). HeoOXonMMo KOHTPOIHpPOBATh KIMHUYECKOE
COCTOSIHME TIallMeHTa, B TOM YHCJIE AaKTUBHOCTh TICUCHOYHBIX aMHUHOTpaHcepas, W mpu
HE0OXOUMOCTH HadaTh COOTBETCTBYIolee JneueHue (cMm. pasgensi 4.2, 4.3, 4.4 («lmutensHoe
nerictBue kaborerpaBupar), 4.8, 5.1).
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I 'enaToOTOKCUYHOCTD

VY HEKOTOPBIX MALMEHTOB, MOJYYaBIIMX TEpalHio npenaparoM Bokabpua, ¢ paHee BBISIBICHHBIM
3a0oJeBaHMEM NIEUeHH WK Oe3 Hero, Obljla OTMEUeHa TeaTOTOKCUYHOCTH (cM. paszaen 4.8). Beoanas
nepopajibHas Tepamus KaOOTEerpaBHPOM HCHOJIB30BANIACH B KIMHUYECKHX HCCIEIOBAHUIX JUIS
BBIABJICHUSA MAUCHTOB, KOTOPBIC MOT'YT OBITh MOABCPIKCHBI PUCKY pa3BUTUSA I'CIIATOTOKCUYIHOCTH.

PexoMeHnyercss MOHUTOPUHT OMOXUMHUYECKUX MOKa3areneil GyHkiun neueHu. [lpu nogozpenun Ha
pa3BUTHE TeNaTOTOKCHYHOCTH TEpanuio mpernaparoM Boxabpua HEOOXOJUMO MPEeKpaTHTh
(cM. monpasaen «/lnurensHoe neicTBUE KaboTerpaBupa ).

Konudexuua BY u Bupycom renarura B minn C

[TaneHThl € CONYTCTBYIOLIMM TrematuToM B ObulM HMCKIIIOYEHBI M3 MCCIIEJOBAaHUM Ipernapara
Bokabpua. He pexomeHayeTcss HauMHATh TEpamuio ImpenapatoM BokaOpua y DamMeHTOB C
koundekuuer BUY u Bupycom remaruta B. Bpadam creayer npuaepkuBaThCs IEHCTBYIONMINX
PYKOBOJICTB 110 JieueHuto BUY-uHpeknnn y naiueHToB ¢ COMYTCTBYIONIUM I'elaTuToM B.

JlaHHble O HpUMEHEeHMH IMpenapara Bokabpua y ManueHTOB ¢ COMyTCTBYHOIMM remarutom C
orpaHuyeHsl. Y namuenToB ¢ konHpeknueit BUY u Bupycom renatura C peKkoOMeHIyeTCs IPOBOIUTH
MOHUTOPHUHT (PYHKIIUU TEYEHH.

JlnTeNpHO€E ASHCTBUE Ka0oTEerpaBupa

OcrtaToyHasi KOHILIEHTpalusi KaOoTerpaBUpa MOXKET COXPaHATbCSI B CHUCTEMHOM KPOBOTOKE Y
NanueHTa B TEYEHUE JUIMTEIbHOrO0 BpeMeHHU (10 12 MecsleB WM JOJbLIE), TO3TOMY IIPU OTMEHE
npemnapara BokaOpua Heo0X0AMMO YUUTHIBATh €r0 NPOJIOHTUPOBaHHOE JieiicTBUE (CM. pa3zensl 4.5,
4.6 1 4.9).

Puck pa3BuTHs pe3UCTCHTHOCTHU MOCIIE MPEKPAIICHUS Tepaluu

JUis MUHUMHU3aLMU pUCKA pPa3BUTUS PE3UCTEHTHOCTH BHpYyca KpailHE BaXXKHO M0100paTh
JIbTEPHATUBHBIN PEXHUM aHTUPETPOBUPYCHOM Tepanuu, MO3BOJSIIONMN 00ecneunTh IMOIHYIO
CYINIpECCHIO BUpYyCa, HE TO3/IHEE YeM 4Yepe3 MecsI] MOCie BBEJIEHUS MOCieIHEeH 103bl Mpernapara
Boxkabpua npu pexxume 103UpoBaHMs | pa3 B Mecsll WIKM HE MO3/IHEE 4YeM depe3 2 Mecsla IMocie
BBEJICHUS TIOCTIEAHEN 03Bl IIperapara MpHu pexume 1o3upoBanus 1 pas B 2 mecsla.

B cnyuae mnono3peHHss Ha BHPYCOJOTMUYECKYIO HeyJauy albTepHAaTUBHBIM pPEXUM Tepanuu
He00X0IMMO NMOA00paTh KaKk MOXKHO CKOpEE.

BzauMoelcTBUE ¢ APYTUMH J€KAPCTBEHHBIMU CPEACTBAMU

Heo6xomumo coOmroiaTh OCTOPOXKHOCTH MPH Ha3HAue€HUM Tpenapara Bokabpua oHOBpEMEHHO ¢
JIEKapCTBEHHBIMU TperapaTaMu, KOTOpble MOTYT CHUXKATh €T0 SKCIO3ULINIO (CM. pasnen 4.5).

OnHoBpeMeHHOE TpUMEHeHue Tpemapara BokaOpma u pudabyThuHa HE PEKOMEHIyeTCs (CM.
paznen 4.5).

OnnopryHucTHYECKE NHGEKIINT

VYV mammeHToB, Modydaromux mpenapar BokaOpua uiam 00y APYTYH0 aHTHPETPOBHUPYCHYIO
TEpanui, MOTYT TO-TIPEKHEMY Pa3BUBATHCSA ONMOPTYHUCTUYECKUE WHGEKIMH U ApyTHe
ocnoxkHeHuss BUY-undexumun. [lodToMy mManmMeHTHl OJDKHBI HAXOAWTHCS TI0J] THIATEIHHBIM
KIIMHUYECKUM HaOJIOJICHHEM Bpaya, MMEIOILIEro OMBIT JjiedeHus 3Tux BUY-accoummpoBaHHBIX
3a00JICBaHUH.

CUHAPOM BOCCTAaHOBJICHUS UMMYHUTETA

Y BUY-uHQUUUPOBAHHBIX MALMEHTOB C TSDKEIBIM HMMYHOJAE(PUIIMTOM Ha MOMEHT Hayala
KOMOMHUpPOBaHHOH aHTHpeTpoBUpycHOM Tepanuu (KAPT) Bo3MOXXKHO pa3BUTHE BOCHAINUTEIBHON
peakuuy Ha poHe OECCUMITOMHBIX MM OCTATOYHBIX OMMOPTYHUCTUYECKUX MHPEKIUH, YTO MOXKET
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COOTBETCTBY
oT

(NOCMNENOE

CTaTh TNPUYMHONW CEPHE3HOr0 YXYAUICHUS KIMHUYECKOTO COCTOSHUS WM  YCYryOJeHus
cumnroMaruku. Kak mpaBuio, Takue peakiuy HaOIt0Jajlich B TEUEHHE EPBbIX HECKOJIBKUX HEETb
ni MecsaueB nocie Havana KAPT. TunuuHbiMM npuMepaMu SIBJSIIOTCS LIUTOMETaJOBUPYCHBIN
PETUHUT, TE€HEpaJM30BaHHAs W/WIM oO4aroBas MHKoOakTepuanbHas HMH(QEKUUs U ITHEBMOHMS,
BbI3BaHHAsA Pneumocystis jirovecii. Ilpu MOsSBICHNUHN JIIOOBIX CUMITOMOB BOCIAJICHUS HEOOXOIUMO
IIPOBECTH 0OCJIEIOBaHUE M INPU HEOOXOJUMOCTH HayaTh COOTBETCTBYIOILEE JieueHue. Taxoke
3apeTUCTPUPOBAHBI CIlydad Pa3BUTHS ayTOMMMYHHBIX 3a00sieBaHU (Takux Kak 0ose3Hs IpeiiBca u
ayTOMMMYHHBII rernaTuT) Ha ()OHE BOCCTAHOBJIEHUS MMMYHUTETA, OJHAKO BPEMsS MX MEPBHUYHBIX
MPOSIBJICHUH BapbUpyeT B 0oJiee MIMPOKHUX IpeesiaX W JaHHbIC SBJICHHUS MOTYT BO3SHHKATh 4yepes3
MHOT'O MECSILIEB I10CJIE HayaJla TepaIuy.

COHVTCTBVIOH.[EUI TCpalivia pUuJINnuBUPHUHOM

[Ipenapar BokabOpua moka3zaH K mpuMeHEeHHIO mis jedeHuss BUY-uHbeknum B KOMOMHAIUU C
PWIMUBHPUHOM, TTOITOMY CJIEyEeT 03HAKOMHUTHCS ¢ MHPOpMAIUEH 110 METUIIMHCKOMY TPUMEHEHHUIO
PUINHUBHUPHUHA.

4.5. B3aumojgeiicTBMe ¢ JPYrUMH JIeKAPDCTBEHHBIMH TMpenapaTaMd W Jpyrue BHbI
B3aMMOJAEHCTBUSA

[Ipenapar BokaOpua moka3aH K NPUMEHEHUIO B KOMOWHAIMK C PUINHBHPUHOM, MOITOMY IS
IIOJIy4YEHHUsI CBEICHUHN O JIEKAPCTBEHHBIX B3aUMOJICHCTBUAX, CBA3AHHBIX C PWINIUBUPUHOM, CIEAYET
O3HAKOMUTBCS ¢ HHPOPMAITUEH M0 MEAUIIMHCKOMY TIPUMEHEHUIO PUIIMBUPHHA.

Biusaue Ka60TerpaBHpa Ha (baDMaKOKI/IHeTI/IKV APYTHUX IIPEIIapaToB

In vivo kaboTerpaBup HE OKa3bIBAI BIMSHHAS Ha MHJA30JlaM — TI0Ka3aTellb aKTHBHOCTH
uzopepmenta nuroxpoma P450 (CYP) 3A4. In vitro xaboterpaBup He HHIYLHUPOBAI U30()epMEHTHI
CYP1A2, CYP2B6 numu CYP3A4.

Invitro  xaboTerpaBUp  MHIHMOMpOBAJ  NEPEHOCUYMKH  opraHmdyeckux aHuoHoB  OATI
(momymnrnbupyromas konuentpamus [UKso] =0,81 mxkM) u OAT3 (MKso = 0,41 mxM), mostomy
peKoMeHayeTcs COOMI0AaTh OCTOPOXKHOCTh IMPH OAHOBPEMEHHOM IPHUMEHEHUH JIEKapCTBEHHBIX
npenapaToB, sBisitomuxcs cyocrparamu OATI1/3 ¢ y3kuM TepamneBTHMYECKUM JUana3oHOM
(HampuMep, MeToTpeKcaTa).

[Ipenapat Bokabpua u puaNUBUPUH U UHBEKUUN NpeJHa3HAaYeHbl JJI1 IPUMEHEHUS B KauecTBe
MOJTHOLIEHHOTO pexkuMa JieueHus: nHdpexkuuu BUY-1 u He JOKHBI IPUMEHSTHCS OJTHOBPEMEHHO C
OpYTMMHM aHTHUPETPOBUPYCHBIMHM mpemnapaTamu i JjedeHuss BUY-undexunn. Cnenyromas
uHbopMalMsg O JIEKapCTBEHHBIX  B3aUMOJICHCTBUAX €  JIPYTMMH  aHTHPETPOBHPYCHBIMU
JIEKApCTBEHHBIMH ITpENapaTaMy MPEAOCTABIIAETCS HA CIydall CUTYalllH, KOT/1a Teparus NpernapaTom
Bokabpua ¥ puiInuBUPHHOM B BUJE MHBEKIUI MpEKpalieHa U BO3HUKIA HEOOXOJUMOCTh Hayasa
aJIbTepHATUBHOM MTPOTUBOBUPYCHOM Tepanuu (cM. paszzen 4.4). Mcxozs u3 npoduis gekapcTBEHHbBIX
B3aUMOJICMCTBUM, IOJYYEHHOIO B KIMHMYECKHX HCCIEHOBAHUAX M MUCCIENOBAHMSAX in Vitro, HE
IpearnosiaraeTcs BIMsSHUE KaOoTerpaBupa Ha KOHIIGHTPALMIO JPYTHX aHTHPETPOBUPYCHBIX
MpernapaToB, BKJIIOYas HWHTHOUTOpPHI MpOTeasbl, HYKICO3UAHbIE HHTUOUTOPHl  0OpaTHOMN
TPAHCKPHUITA3bl, HEHYKJICO3UIHbIE HHTMOUTOPbl OOpaTHOW TPAaHCKPHUNTA3bl, HHTHOUTOPHI
MHTErpasbl, HHTUOUTOPHI CIUSHUA U nOann3ymao.

BausHue Ipyrux JeKapCcTBEHHBIX IIpenapaToB Ha d)aDMaKOKI/IHCTI/IKV Ka6OTCFDaBI/IDa

KaboterpaBup mnpeumMyIniecTBEHHO MeTa0O0IM3UpyeTcsl TOJ BO3JAEHCTBUEM ypuIuHAudocdar
rimokypoHosuntpancdepassl (UGT) 1Al u B menbiueit crenenu noz BozaeiicreueM UGT1A9. Ton
BJIUSTHUEM JIEKaPCTBEHHBIX IIPETIapaToB, KOTOPbIE SIBISAIOTCS cuilbHBIMU HHIYKTopamMu UGT1A1 win
UGT1A9, oxunaercst CHUKEHUE KOHIEHTpaIMKU KaboTerpaBupa B Iula3Me KPOBH, UYTO MPUBEIET K
notepe dddexTuBHOCTH (CM. pasaen 4.3 u Tabnuiry S Huxe). Y cnadeix metabonuzaropo UGT1AL,
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oTpaxaromux MakcumanbHoe wuHruOupoBanne UGT1Al B KIMHUYECKUX YCIOBUSX, CpPEIHHUE
3HAQYCHMs IUIOMAmu 1oj (HapMaKOKMHETHYECKONM KpuBOM «KoHIEeHTpanus — Bpems» (AUC),
MakcuMainbHOM KOHUEHTpAUu (Cmax) ¥ KOHIEHTpAIMU B KOHLE HHTepBaia ao3upoBanus (C:)
kaboTerpaBupa Mnpu MpueMe BHYTPh YBEIMUUBAIUCH 110 1,5 pa3. Biusaue narn6utopo UGT1A1
MOXET OBITh HECKOJIbKO 0oJjiee BBIP@KEHHBIM, OIHAKO, YYHUTBHIBasg pe3epB 0e30MacHOCTH
ka0oTerpaBupa, He 0XHIAETCS, YTO ATO yBEJIWYEHHE OyleT KIMHUYECKH 3HAa4YuMbIM. [loaromy
Koppekuusi 1o3bl mpemnapara Bokxabpua B mnpucyrctBun unrubutopos UGTI1A1l (mampumep,
aTazaHaBUpA, dPJIOTHHUOA, copadeHnda) He peKOMEHIYETCS.

Kaboterpasup sBisiercss cyoctpatom P-rmukonportenna (P-gp) m Oenmka pe3HCTEHTHOCTH paka
MostouHo# xene3bl (BCRP), oqHako B CBSA3M € BBICOKOW CTEMEHBIO €r0 MPOHUKAIOIIEH CIIOCOOHOCTH

HE OXHUJACTCSl U3MEHEHUE BCACHIBAHMS MPHU OJHOBPEMEHHOM IMPUMEHEHUH C MHrubutopamu P-gp
nnu BCRP.

HccnenoBanust JeKapCTBEHHBIX B3aUMOJICHCTBUIN C TPUMEHEHHEM KabOTerpaBupa B BUJIE HHBEKIUHA
HE NPOBOAWIUCH. JlaHHBIE MO JIEKApCTBEHHBIM B3aUMOJEHCTBUSAM, NpHUBEIEHHbIE B Tabmuue 5,
MOJTyYEHBI B HCCIICOBAHUSIX C IPUMEHEHUEM KaOoTerpaBipa BHYTPb.

Taoauma 5. B3auMmojeiicTBHe ¢ JIeKAPCTBEHHBIMH NMpenapaTaMu

B3aumopgeiictBue
JlexapcrBennbre PexoMeHIa1UM OTHOCHTEIBHO
fpenapathbl o uencnie OJJTHOBPEMEHHOT0 IPUMeHEeHH s
TepaneBTHYECKUM CpeAHEro P P
HATIPABJIEHUAM reoMeTpHYecKoro lpenaparos

3HaveHus (%)

IIpornBOBUpYCHBIE IpenapaTsl A JeyeHus nHpexkuuun BUY-1

Henyxneosuonule uneubumopvl 06pamuoti mpancKkpunmasvl

OTpaBUpUH Kaboterpasup <> DOTpaBUpPUH HE BBI3BIBANT 3HAYUTEIHHOTO
AUC T 1% W3MCHCHHS KOHIICHTpAIMH KaboTerpaBupa
Cinax T 4 % B 1MazMe KpoBu. Koppekius 103blI
C. 0% npenapata BokaGpua He TpebGyercs.
PunnuBupun KaGoTterpasup <> PunnuBupuH He BBI3BIBA 3HAYUTEIHHOTO
AUCT 12 % W3MCHCHHUS KOHIICHTpAIMH KaboTerpaBupa
Ciax T 5 % B 1MazMe KpoBu. Koppekius 1036l
C. 114 % npenapata Bokabpua npu 0THOBPEMEHHOM
OPUMEHEHWH ¢  PWINUBUPUHOM  HE
Punnusupun <> Tpebyercst.
AUCH 1 %
Crnax ¥ 4 %
Cd 8%
IIpoTuBOCY10POKHBIE IPENAPATHI
— Kapbamazenun KaGoterpasup HNuaykropsr MeTabonu3ma MOTYT
— Okckapba3zenux MPUBOJIUTh K 3HAYUTEIHLHOMY CHHKCHHUIO
—  DeHnTOHH KOHIIEHTpallul KaboTerpaBupa B ILIa3Me
—  @enobapburan kpoBu.  OJHOBpEeMEHHOE  NPUMEHEHHUE

MPOTUBOMNOKa3aHo (cM. pazaen 4.3).

IIporuBoTYOEpKYJI€3HBbIE PEnapaThbl

Pudammunun KaGorerpasup J Pudammunvn 3HAYUTEILHO CHIDKAET
AUC | 599 KOHIICHTpAIlUIO KaboTerpaBupa B IUIa3Me
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Cmax¢6% KpPOBH, YTO MOXKET MPHUBECTH K IOTEpE
TEPaneBTUYECKOTO ahdexra.
PekoMeHparuu 10 JTO3UPOBAHUIO TIPH
OJIHOBPEMEHHOM IPUMEHEHHH IIpernapara

Boxkabpua u pudamnuuuHa HE
YCTaHOBJICHBI, ux OJTHOBPEMEHHOE
MpUMEHEHHE IPOTHBOIIOKA3aHO

(cm. paznen 4.3).

Pucdanentun Kaboterpasup J Pudanentun  MOXeT  NPUBOIUTH K
3HAYUTEIIBHOMY CHUKCHHMIO KOHILICHTPALUH
kaboTerpaBupa B IIa3Me€  KPOBH,
OJTHOBPEMEHHOE IIPUMECHEHHE
MPOTUBOINOKa3aHo (cM. pasnen 4.3).

PudabyTtun KaGoterpasup PudabyTtun MoXeT NpUBOAUTH K CHIYKEHUIO
AUC{ 21 % KOHIICHTpAllUM KaboTerpaBupa B ILIa3Me
Coax ¥ 17 % KPOBH,  OJHOBPEMEHHOI'O  IPUMCHCHUS
C. 4 26 % cienyer u3berarb.

Ilepopa/ibHble KOHTPALENTUBBI

—  DTUHWIBCTPAANOIN DrunnascTpaguon <> | KaborerpaBup He BbI3bIBal KIMHUYECKU
— .HGBOHOpFeCTpeJ'I AUC T 2 9% 3HAYUMOI'0  HM3MCHCHHs  KOHICHTpAIHU
Conax ¥ 8 % STUHUJIACTPAINOIA U JICBOHOpPrecTpeiaa B
C. o 0% IiasMme KpPOBU. Koppekuusa ~ no3sl
TepopaIbHbIX KOHTpAICNTHBOB npu
JlesoHoprecTpen <> | oypoBpeMeHHOM NPUMCHCHHU c
AUCT 12% npemnapaToM BokaOpua He TpeOyercs.
Cmax T 5%
C17%
T — INOBBIIICHUCE, \I/ — CHMIKCHHC, <> — U3MCHCHHI OTCYTCTBYIOT; AUC — Imiomanab Ioa KpHBOﬁ

«KOHLCHTpALUA — BPEMA»; Crmax — MaKCHUMaJIbHasI Ha6moz[aeMa$1 KOHIOCHTpANMs,; Ct— KOHIICHTpalusi B KOHIIC
HWHTCpBAJIa 103UPOBAHUA.

4.6. DepTUIBHOCTH, 0€PEMEHHOCTH H JIAKTALUSA

bepemeHHOCTD

JlaHHbIE IO TPUMEHEHUIO KaboTerpaBupa y OEpeMEHHBIX KEHUIMH OrpaHuyeHbl. BrusHue Ha
0epeMeHHOCTh Y 4eJIOBEKa He YCTaHOBIIEHO.

KaboterpaBup He oka3pIBall TEpaTOTEHHOTO BO3JEHCTBUS INPH IMPOBEIECHUU HCCIEIOBaHUN Ha
OepeMEeHHBIX CaMKaX KpbIC M KPOJIMKOB, OJHAKO MPHU SKCIO3MIIMH, MPEBbIIIAIONIEH TaKOBYIO MPH
IIPUMEHEHNH IIperapaTa B TEPANeBTUYECKUX J03aX, MPOSBIAI PENPOAYKTUBHYK) TOKCUYHOCTH Y
KHUBOTHBIX (CM. pazzen 5.3). 3HaUuMMOCTb JaHHBIX PE3yJIbTaTOB JJIS YeIOBEKa HEN3BECTHA.

[Ipumenenue npemnapara Bokabpua Bo Bpemsi 6€peMEHHOCTH HE PEKOMEHIYeTCsl, 32 UCKIIIOUEHUEM
ClIy4yaeB, KOT'/la OXH1aeMast 1oJib3a JAJIsi MaTepU MPEBbIIACT MOTEHIMATbHBINA PUCK IS MJI0/A.

KaboterpaBup BBIABIISJICS B CHCTEMHOM KPOBOTOKE Ha MPOTSLKEHUU 110 12 MecsineB u Oonee mocie
MIPOBEICHUS] HHBEKIUH (CM. pa3zen 4.4).
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 10.03.2026 Nz 4710

(MOCNEQOBATENEHOCTE 0010)

JlakTanms

Ha ocHOBaHWM [aHHBIX, TOJYYCHHBIX B WCCICIOBAHHUAX HA IKUBOTHBIX, OXKUIACTCS, 4YTO
kaboTerpaBup OYJET BBIACIATHCSA B TPYIHOE MOJIOKO, XOTSI Y YeJIOBEKa 3TO HE OBLJIO MOITBEPKICHO.
KaborerpaBup MokeT OOHapy>KMBaThbCS B TPYJHOM MOJIOKE Y YEIOBEKa HAa MPOTSDKEHHH 0
12 mecsiieB u 6osee nocie nocieHeld HHbEKINK npenapara Bokabpua.

XKenmmnam, xuBymmM ¢ BUY, He pexkomeHayeTcss NMPOBOIUTH TPYAHOE BCKApMIIMBAHHE BO
n3bexanue nepenaun BUY-undekunn pedbeHky.

DepTUILHOCTD

OTCyTCTBYIOT NaHHBIE O BIMSHUM KaboTerpaBupa Ha (EPTHIBHOCTh MYXYMH WM SKEHIIWH.
HccnenoBanusi Ha JKMBOTHBIX IMOKa3ald OTCYTCTBHE BIUSHHS KaOOTerpaBUpa Ha (EepTHILHOCTH
CaMIIOB WJIM camoK (cM. paszen 5.3).

4.7. BuusiHMe Ha CHOCOOHOCTH YNPABJATH TPAHCIHOPTHBIMH CpPeICTBAMH H PpadoraTth C
MeXaHu3MaMu

Heo6xomumMo mponH(pOpMHUPOBATh IMAIMEHTOB O TOM, YTO BO BpeMsi Teparuu npenapatom Bokabpua
MOTYT BO3HUKATh TOJIOBOKPYXCHHE, YTOMIISIEMOCTh M COHJIMBOCTH. lIpM OIleHKE CIIOCOOHOCTH
MaIMeHTa K YIPAaBJICHUIO TPAHCIOPTHBIMH CpPEACTBAMHU WM paboTe ¢ MEXaHM3MaMHU CIEIyeT
VYHUTBIBATH €ro oO0IIee COCTOSHUE, a Takke Npo(mib HEKENTATeIbHBIX pEaKIHid IpermapaTa
Bokabpua.

4.8. HexenarejbHble peakKuuu

Pesrome npoduiist 0e3onacHOCTH

Haubonee uwacteiMu HexenarenbHbiMu peakiusmMu (HP), o koTtopeix coobmanock B Xoje
WCCIIeTIOBaHMM C BBEJICHHEM MpemnaparoB 1 pa3 B Mecsll, ObLIN peakIMy B MECTe HHbEKIHH (110 84 %),
rososHas 601k (10 12 %) u mupexcus’ (10 %).

Hau6onee yacteimu HP, 0 koTopbix coobmanock B xoae uccienoanust ATLAS-2M c BBeaenuem
npenapaToB 1 pa3 B 2 Mecsina, Obuld peakuu B Mecte uHbekuuu (76 %), ronosHas 60iab (7 %) u
mupexcus’ (7 %).

TabauaHoe pPE3IOME HEXKENIAaTSIbHBIX pPeaKIIHi

HexenatenbHble peakiuy, BBISIBICHHbIE MpU NPUMEHEHHH KaboTerpaBupa W pPUINUBUPHHA,
NepevrciIeHbl B Talimie 6 1Mo KjaccaM OpPraHOB M CHCTEM OPraHOB M YacTOTE€ BCTPEYAEMOCTH.
YactoTa BCTpEYaeMOCTH OIpeeseTcs cleayomuM oopa3oM: odeHb yacto (>1/10), gacto (>1/100,
Ho <1/10), mewacro (=1/1 000, o <1/100), penxo (=1/10 000, HO <1/1 000) M oOYeHBH peaAKO
(<1/10 000).

Tabauua 6. Pe3roMe HeKeNMATENLHBIX PeaAKIIHIA

Cucrema opraHos no Yacrora HP npu npumMeHeHun npemnapara
kaaccupukanun MedDRA | BerpewaemocTn Boxa0pua ¢ puinuBUpHMHOM

Hapywenus co cmoponut Heuacto ['unepuyBCTBUTEIBHOCTH (B TOM UHCIE
UMMYHHOU Cucmembl AHTHOHEBPOTUYECKHUI OTEK, KpalMBHHIIA)*>
Icuxuyeckue napywenus Yacro Henpeccus

TpeBoX)HOCTH

HeoObIuHbIe CHOBHICHUS

becconnnmna
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 10.03.2026 N= 4710

(NOCNEQCBATENEHOCTE 0010)

Cucrema OpraHos 1o Yacrora HP npu npumMeHeHun npenapara
kiaaccupukanuu MedDRA | BcrpeuaemocTn BokaOpua ¢ pwiinuBMpHHOM
Heuwacro [TonbiTKa Cynnmaa, CyuuaaaIbHbIe MBICITU

(0COOEHHO y MaIMEHTOB C JENPECCHEN U
TICUXUYECKMM 3a00J1€BAHHEM B aHAMHE3E)’

Hapywenus co cmoponvl

OueHp 4acTo

TosioBHAs 00JIb

HEpEHOU cucmembl Yacto [onoBoKpysxeHHE
Heuacto CoHnuBOCTh

BasoBaranbHble peakiuy (Kak peakuus Ha
MIPOBEJICHNE UHBEKIINN)

Hapywenus co cmoponwi Yacro TomHoTa

JHCeNYOOUHO-KUUUEUHO20 PBora

mpaxma Bons B sxuBoTe”
Mereopusm
Jnapes

Hapywenus co cmoponul Heuwacro I'ematoTokcMYHOCTH

neyeHuU U Hcendesbl8o0AUIUX

nymeii

Hapywenus co cmoponul Yacro Chinp’

KOJICU U NOOKOICHBIX MKAHel

Ouens penko

Cungpom CruseHca-/{oHCcoHa,

TOKCUYECKHUI SHI/II[epMaJ'IBHHﬁ HerOJ'II/I33

Hapywenus co cmoponul
MbIUEYHOU, KOCMHOU U
COCOUHUMENbHOU MKAHU

Yacrto

Muanrus

Obwue napywenus u peakyuu
8 Mecme 68e0eHUs

OueHb 4acTo

Peakuuu B Mecte uHbeKIMU (00Tb U
JTUCKOM(DOPT, y3€JI0K, YIUIOTHEHHUE)
Mupexcus'

Yacto

Peakuuu B MecTe HHbEKIMU (TIPUTYXITIOCTb,
apuTEMa, 3y]1, KPOBOMOATEK, TUTIEPTEPMHUS,
reMaToMa)

YToMIseMOCTh

Acrenns

Henomoranme

Heuacto

Peakuu B Mecte nnbekuu (iiermona,
a0crecc, OHeMEeHHEe, KPOBOM3IIUSHUE,
M3MEHEHUE 1[BETA)

Jlabopamopuvie u
UHCMPYMEHMANbHbLEe OAHHbLE

Yacto

YBenuueHue Macchl Tena

Heuacto

[ToBbIlIEHNE AKTUBHOCTH TpaHCAMUHA3
[ToBbIIEHNE KOHTIEHTpAIMK OUTMpyOrHa B
KpOBU

! «HI/IpeKCI/IH» BKJIIOYACT HEKEIIATCIIbHbIC PCAKIIUH, UMCIOIHNE CICAYIOMNE MPEANIOUYTUTEIIbHBIC TCPMUHBI 110 MedDRA:
OIYHICHUC JKapa, MOBBLIIICHHAA TEMIICpAaTypa Teja. BonpmuHCTBO sIBICHMI MUPEKCHUHU OTMEYAJIOCh B TECYCHUEC O)IHOﬁ
HCCIIN ITOCJIC HHBCKIIUU.

2 Yacrora BeIsBICHHBIX HP ompeiesieHa Ha OCHOBAaHMM BCEX 3aPETHCTPUPOBAHHBIX CIIyYacB PA3BHTHS DTUX SBICHHN U
HE OTpPaHWYEeHAa TEMH, KOTOpBIE OBLIM PACICHEHBI MCCIeloBaTeleM Kak, 10 KpailHeH Mepe, BO3MOXKHO CBSI3aHHBIE C
IPOBOAMMON Tepanuei.

3 llannbie HP GBbUIM BBIABIEHBI B MOCTPETHCTPAIIMOHHOM IIEpHofe. KaTeropus 4acToThl yCTAHOBJIEHA HA OCHOBaHHH
KOJINYECTBA MTAllUEHTOB, MTOMyYaBIINX KaOOTETPaBUp B PAHIOMHU3UPOBAHHBIX KIIMHUYECKUX HCCIEOBAHUSIX.
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ot 10.03.2026 N2 4710

(NOCNEQCBATENEHOCTE 0010)

COOTBETCTBYET ZKCNEPTHOMY OTUETY

4 «bonb B KUBOTE» BKIIOYAECT HEKEIATENbHBIE PEAKIUM, MMEIOIHUE CIIEAYIOIHE IPEANOUTUTENbHbIE TEPMUHBI I10
MedDRA: 601b B )xHBOTE, OOIIE B BEpXHUX OTIENaX KHBOTA.

3 «ChblIllb» BKJIIOYAET HEXKEJIaTelIbHBIC peakury, MMCIOINUEC CJICAYIOIUEC MPCANOYTUTCIIBHBIC TEPMUHBI 110 MedDRA:
ChIllb, 3pUTEMATO3HAsA Cbillb, I'CHCPAJIN30BaHHAsA CbIllb, MAKyJIC3HAaA Cblllb, MaKyJOIalyJe3Has CblIlb, Kopen0a06Haa
ChIllb, MaIlyJIC3HAas ChIllb, 3yAs1as ChIIb.

* CMm. pa3zmen 4.4.

O6mwmit mpoduns 6e3onacHocT B uccienoBannu FLAIR na 96-it u 124-i1 Henene cOOTBETCTBOBAI
TakoBOMY Ha 48-i1 Hejelle, HUKAaKUX HOBBIX JAHHBIX MO OE30MaCHOCTH BBISBICHO HE ObLIO. B
pacmupenHoi (asze uccnenoanust FLAIR npu Hadane Tepanuu KaboTerpaBUPOM U PUIITUBUPUHOM
cpa3y B BUJE MHBEKLMMA, O€3 MPUMEHEHHUs] BBOJHOW MEpPOpaIbHOM Teparuu, HEe ObLIO BBIIBJICHO
KaKuX-1100 HOBBIX MpoOsieM Oe30MacHOCTH, CBSI3aHHBIX C IPOIMYCKOM BBOJHOW MepopaibHON
tepanuu (cM. pazzaen 5.1).

O6mmit npodunas 6e3omacHocTy B uccienoBanun ATLAS-2M na 152-i Heaene COOTBETCTBOBAI
TakoBOMY Ha 48-ii 1 96-i1 Henene, HUKaKUX HOBBIX TAHHBIX MO OE30MIaCHOCTH BBISIBIIEHO HE OBLIIO.

OnuncaHue OTACIBHBIX HEXKEIATCABHBIX PEAKITUMI

Mecmmuvie peakyuu 6 obracmu UHbeKYUU

Menee uem y 1 % maruieHToB Tepanusi KaOOTerpaBUPOM U PUIIMMBUPUHOM ObLIA IPEKpallieHa B CBSI3U
c nosiBiieHneM peakuuii B Mmecte unbekuuu (PMU). I1pu BBenenun 1 pas B mecs 1o 84 % nanueHToB
coobmanu o pazsutuu PMU (6 815 ciayuaes na 30 393 unbekuun). [Ipu BBegenun 1 pa3 B 2 mecsna
76 % nauunenToB coodmanu o pazsutuu PMU (2 507 ciayuaeB Ha 8 470 uHbEKIIUN).

Peakiuu, xak npaBuio, ObuIM Jierkoil cteneHu TsbkecTw (1 cremens, 70—75 % mauueHTOB) win
CpeIHEe CTereHu TsKecTH (2 crernenb, 27-36 % mauuenToB). Y 3—4 % nanuenToB Bo3Hukaiu PMU
TsoKenol crenenu (3 crenenb). Menuana oOuiel npogokuTeabHoCTH aineHuii PMU coctasinsina
3 cyTok. Jlons manueHToB, y KOTOpbIX oTMeuanuck PMU, co BpeMeHeM yMmeHbIlanach.

Yeenuuenue maccor mena

Ha 48-i1 nenene B uccnenosanuax FLAIR u ATLAS y nauueHnToB, noigyyaBIInX KaOOTErpaBUp ¢
PUINUBUPUHOM, MEAMaHa YBEIMUYEHHS MACChI T€JIa COCTaBIsIa 1,5 Kr; y HallMeHTOB, TPOIOJKABIINX
M0JIy4aTh TEKYIIyI0 aHTHpeTpoBupycHylo Tepanuio (TAPT) — 1,0 kr (mo pe3ynbraTtam aHanuza
00BEIMHEHHBIX JTaHHBIX). B kaxnom u3 uccnenoanuii FLAIR u ATLAS B rpynnax, moixy4aBmux
Tepanuio KaboTEerpaBUPOM U PUIITTMBUPUHOM, MEJIMaHa YBEIIMUEHHUsI MAcChl Tejia cocTapisuia 1,3 kr
u 1,8 Kr cOOTBETCTBEHHO, a B rpymnmnax TAPT — 1,5 kr u 0,3 KI COOTBETCTBEHHO.

Ha 48-ii nenene B uccnenoanuu ATLAS-2M B rpynmnax, mojiy4aBiiux Tepanuio KaboTerpaBupom u
PWINMBUPUHOM KaK €XKEMEeCA4YHO, Tak M | pa3 B 2 Mecsla, MeIUWaHa YBEIMYEHHs Macchl Tena
cocrasisia 1,0 kr.

H3menenus nabopamopnwvix noxazamernell

VY manueHTOB, MOJYyYaBLIMX Tepamnuio KaOOTEerpaBUpPOM M PHINUBUPUHOM, OBUIO OTMEYEHO
HE3HAYUTEJIBHOE M HENPOTpecCUpYIollee YBEIMUYEHHE KOHILEHTpauuu oOmero OunnpyOuHa (B
OTCYTCTBHE KJIMHUYECKHX NPU3HAKOB JKENTYXM). JlaHHbIE U3MEHEHUS HE CUMTAIOTCS KIMHUYECKU
3HAYUMBIMH, TIOCKOJIbKY OHH, BEpPOSITHO, OTpakaloT KOHKYpEHLMI0 KaboTerpaBupa U
HEKOHBIOTMPOBAHHOTO OMIMpPyOHHa 3a o0umii myTh kiupeHca (mocpeacrsom UGT1AL).

B xnmHWYECKUX UCCIeNOBAHMX Y TTAIIMEHTOB, MOJIYYaBIINX KAOOTErpaBUp C pUIITTUBUPUHOM, OBLIIO
OTMEUYEHO ToBbIIIeHHEe akTUBHOCTH TpaHcamuHaz (AJIT/ACT), rmaBHBIM 00pa3oM CBsSI3aHHOE C
OCTPBIM BHUPYCHBIM TE€MaTUTOM. Y HEKOTOPhIX NAIMEHTOB MPU TPHUEME BHYTPh OTMEYAIOCh
MOBBIIIICHUE AKTHBHOCTH TpaHCaAaMHHAa3, OOYCJIOBIEHHOE MOJI03PEBAaEMON TeNaTOTOKCUYHOCTHIO,

14



ot 10.03.2026 N= 4710

(MOCNEQOBATENEHOCTE 0010)

COOTBETCTBYET ZKCNEPTHOMY OTUETY

CBSI3aHHOU C IPOBOIMMOM Teparueii; 3Ti U3MEHEeHHsI ObUTH 00paTUMBI MTOCIIE MPEKPAIICHUS TePATTUI
(cm. paznmen 4.4).

B xiIMHMYECKUX HCCIEeNOBaHUSAX KaOOTerpaBupa C PUINMHBUPUHOM HAOIIOAATOCH IOBBIIICHUE
AKTUBHOCTH JIMIA3bl; IOBBIINICHUE AKTHBHOCTH JHMNA3bl 3 M 4 CTENIEHH IPOUCXOAMIIO C Oosee
BBICOKOW 9aCcTOTOW y MAIMEHTOB, MOJYYaBIIUX KAaOOTErpaBUp C PUIMMUBHUPUHOM, MO CPABHEHUIO C
MalUEeHTaMH, KOTOphIe Mpoaosnkau mnoiaydats TAPT. [lanHble siBIEHUS, KaK MPaBUIIO, MTPOTEKAIH
0EeCCHMITTOMHO U HE MPUBOIMIIH K MPEKPAIICHUIO IPUMEHEHHSI KaboTerpaBupa ¢ pulnuBUpUHOM. B
uccnenoBanuu ATLAS-2M coolGmianiock 00 0THOM cilydae IMaHKpeaTuTa C JETAIbHBIM HUCXOJIOM,
KOTOPBIA COMPOBOXKAAJICS TMOBBIIICHUEM AKTUBHOCTH JUMNA3bl 4 CTENEHU U PSIIOM HMCKAXKAIOUIUX
(akTOpoB (BKJIIOUAs MAaHKPEATUT B aHAMHE3€) W I KOTOPOTO HEIb3sl MCKIIOYHUTh NMPUUYUHHO-
CJIEJICTBEHHYIO CBSI3b C HHBEKIIMOHHBIM PEKUMOM TEPAITHH.

COO6H_I€HI/IG 0 IMOA03PEBACMBIX HEKECIATCIIbHBIX PCAKIIHUAX

BaxHo coo0mare O TOAO3PEBACMBbIX HEKENATENbHBIX PEAKIHUSIX II0CIe  PErucTpanuu
JIEKapCTBEHHOI'0 Ipernapara ¢ Lebl0 00ecreueHus] HeMpPepbIBHOIO MOHMTOPUHIA COOTHOLICHUS
«T10J1b3a — PUCK» JIEKApCTBEHHOTO Ipenapara. MeauIMHCKUM pabOTHUKAM pEKOMEHAYEeTCs
coo01IaTh O JHOOBIX M0103PEBAEMBIX HEXKENIATEIIbHBIX PEAKIMAX JEKapCTBEHHOr0 IpenapaTa yepes
HAIlMOHAJIbHBIE CHCTEMbl COOOILEHUS O HEXKENATeNbHbIX pEaKUHUsIX TroCydapCTB — YICHOB
EBpa3suiickoro 3k0OHOMH4€ECKOI0 COH03a.

Poccuiickas @enepanns

denepanbHas ciryk0a 1o Haa30py B cdepe 3apaBooxpanenus (Poc3apaBHanzop)
Anpec: 109012, r. MockBa, CnaBstHCKas 1UI011a/1b, 1. 4, cTp. 1

Ten.: +7 800 550-99-03

DnekTponHas nouta: pharm@roszdravnadzor.gov.ru; npr@roszdravnadzor.gov.ru
Caiit: www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CHUMIITOMBI
K HactosmeMy BpemMeHU citydaeB Mepeao3upoBKH mpenapara Bokabpua He BBISBICHO.
Jleuenue

Cnenunduyeckoe JedeHUE TMeEpeqo3upoBKU Tipenapara Bokabpua otcyrcTtByer. B cimydae
MePeI0O3UPOBKHU MO HEOOXOJUMOCTH CIEAYyeT MPOBOAUTH MOJIEPKUBAIOIIEE JCUCHUE MallieHTa C
HaaJIC)KalluM MOHHUTOPHUHI'OM.

N3BecTHO, 4yTO KaboTerpaBUp B 3HAUMTENHHOW CTENEHU CBS3BIBACTCS C OETKaMu TIa3Mbl KPOBH,
MOATOMY MaJIOBEPOSITHO, YTO JHUAIN3 MOXKET oOecneunTh 2((PEeKTUBHOE BBHIBEJICHUE IMperapaTa u3
opranuszma. [Ipu neyennu nepeno3upoBkH npenapara Bokabpua A UHBEKIUH clieayeT YYUThIBATh
JUIMTENIBHOE JCHCTBUE ITpenapara Mmocie HHbEKIUN.

5. ®APMAKOJIOTMYECKHUE CBOMCTBA
5.1. dapmakoanmHamMH4ecKHe CBOICTBA

dapMakoTepaneBTHYECKasi Trpynmna: NPOTUBOBUPYCHBIE CPEACTBA CHUCTEMHOTO  JICHCTBHS;
MIPOTUBOBUPYCHBIE CPEJICTBA MPSIMOTO ACHCTBUS; HHTUOUTOPHI HHTETPA3HI.

Koxg ATX: JOSAJ04.
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MexaHu3M aeicTBUS

KaboterpaBup mnrubupyer unrerpasy BUY mocpencTtBom cCBs3bIBaHUSA C aKTUBHBIM YYacTKOM
WHTETpa3bl © OJIOKMPOBAHMSI dTama IepeHoca Ienedl MNpu HMHTETPAlud  PETPOBUPYCHOMN
ne3okcupubonykiaenHoBoi kuciothl (JJHK), kotopsiii HeoOXxoaum aiis nukiia pertukanun BUY.

dapmakonuaamuyeckue 3O EKThI

IIpomusosupycnas akmugHoOCmMb 8 Kylbmype K1emoK

KaboterpaBup mpoaeMOHCTPHPOBA TPOTUBOBUPYCHYIO aKTUBHOCTh B OTHOIICHHH J1aO0OPaTOPHBIX
mTamMmMoB BHY-1 gukoro Tuma mnpu cpedHEdl KOHIIGHTpAlMM TIperapara, HEOOXOAUMOM IS
nogasieHus: perummkanuu Bupyca Ha 50 % (ECso), coctaBistomeid 0,22 HM B MOHOHYKJI€APHBIX
kietkax nepudepudeckoit kposu (MKIIK), 0,74 HkM B 293T-knetkax u 0,57 HM B MT-4 kieTkax.
KabGorerpaBup mnpoaeMOHCTpUpPOBaT MPOTUBOBUPYCHYIO AaKTUBHOCTh B KYJIBTYpe KJIETOK B
OTHOIIIEHUH TIaHeJH, cocTosel u3 24 knmuHn4Yeckux u3oistoB BUY-1 (tpu B cyoTunax A, B, C, D,
E, F u G rpynnst M u tpu B rpynme O), co 3Hauenusimu ECso B nuanazone ot 0,02 1M g0 1,06 ’M
s BUU-1. 3nauenus ECso kaboTerpaBupa B OTHOLICHHHM TpeX KIMHHYECKUX H30isTOB BHUY-2
BapsupoBaiu ot 0,10 HM 1o 0,14 HM. Kiiunnueckue nanusle y naunentos ¢ BUY-2 orcyTcTByIOT.

HpomueoeupyCHaﬂ AKmueHocCnib 6 couemaruu ¢ dpyewwu JIEKAPCMBEHHbIMU npenapanamu

Hu omuH #W3 JIeKapCTBEHHBIX IPEMapaToB ¢ COOCTBEHHOW IPOTUBOBUPYCHOW AKTUBHOCTBHIO B
otHomeHnn BUY He mposBIsUT aHTaroHW3M K aHTHPETPOBHPYCHOW aKTHBHOCTH KaOoTerpaBHpa
(oUeHKy in vitro TIPOBOAWMIIA B COYETAHWUH C PWINUBHPUHOM, JIAMUBYAMHOM, TEHO(DOBHpPOM U
AMTPHUITUTAOMHOM).

Peszucmenmnocme in vitro

Hszonamer BUY-1 duxo2o muna u akmueHoCms 8 OMHOULEHUU PE3UCMEHIMHbIX UMAMMOE

Bo Bpems 112-mueBHoro maccaxa mtamMa [IIB He Obun oOHapykeHbI BUPYCHI ¢ Oojiee 4eM
10-kpatHbiM yBenuueHneM ECso kabGorerpaBupa. Cremyroliye MyTalldd HMHTETrpasbl BO3ZHHKAIU
nocnie naccaxa BUY-1 nukoro tuna (c nonumopdusmom T124A) B npucyrcTBuM KaboTerpaBupa:
Q146L (nuamazon xparHoctu usmenenus [KU] 1,3-4,6), S153Y (nuanazon KU 2,8-8,4) u [162M
(KN = 2,8). Kax 6b110 oT™MeueHO BbIlle, oOHapyxkeHue T124A npeacraBiseT coO0i Ceneklno yxe
CYLIECTBYIOILETO PEJIKOTO BapUaHTa BUPYyCa, HE 00J1a/1al0IeT0 OTIIMYUTEIbHON 4yBCTBUTEILHOCTHIO
K kaboterpasupy. [Ipu npoBenenuu naccaxxa BUY-1 nukoro tuna NL-432 B npucyrctBuu 6,4 HM
KaboTerpaBupa Ha NPOTSDKEHUM 56 THEH He NMPOMCXOAMIIO CeNEeKIMU aMHUHOKHCIOTHBIX 3aMEH Ha
JTAHHOM y4YacTKe MHTErpasbl.

Cpenu MHOTOUYMCIEHHBIX MyTauui Hanbosnee Beicokas KU oTmeuanach s IITaMMOB BHpYyca C
myTarusamMu Q148K unu Q148R. MyTtaruu E138K/Q148H npuBoannu k 0,92-kpaTHOMY CHH>KEHHUIO
qyBCTBUTEIBHOCTH K KaOoterpaBupy, myrtauuu E138K/Q148R — k 12-kpaTHOMY CHHXKEHHIO, a
myTtarun E138K/Q148K — k 81-kpatHomy cHmxenuto. Myrtaruu G140C/Q148R u G140S/Q148R
MIPUBOJIMIHN K 22- U 12-KpaTHOMY CHHKEHHUIO YYBCTBUTEILHOCTH K KaOOTErpaBUpPy COOTBETCTBEHHO.
B To Bpems kak myTanus N155H He npuBoauiia K U3MEHEHHIO YyBCTBUTENLHOCTH K KaDOTErpaBupy,
mytauuu N155H/Q148R mpuBoaunn k 61-kpaTHOMY CHHKEHHIO YyBCTBUTENBHOCTU. [pyrumu
MyTanusamMH, Kotopele npuBoawin Kk KU B nuanazone 5-10, sBustores: T66K/L74M (KU = 6,3),
G140S/Q148K (KU = 5,6), G140S/Q148H (KU = 6,1) u E92Q/N155H (KU = 5,3).

Pesucmenmnocma in vivo

[To pesynpTaTaM OOBEAMHEHHOTO aHadW3a JAHHBIX, MOMy4YeHHBIX B wuccienoBaHusx FLAIR wu
ATLAS, uncno nanueHToB, COOTBETCTBOBABIINX KPUTEPHSIM IOATBEPKIEHHON BUPYCOJIOTHYECKON
veygauu (IITBH), 6o HeGompmuM. B cBogHOM aHamm3e Obuto BbIsiBIeHO 7 ciydaeB [ITBH B
rpymnmnax, Mmojy4yaBIIUX KaOorerpaBup ¢ puwinuBupuHoMm (7/591, 1,2 %), u 7 cnyuyaes IITBH B
rpynnax Tekylei aHtuperpoBupycHoil tepanuu (7/591, 1,2 %). B tpex cnyuasx IITBH B rpynmne
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KaborerpaBupa C pwiInuBUpUHOM B uccienoBanud FLAIR ¢ moCTynHBIMH JaHHBIMH 110
pe3ucteHTHoCcTH umen mecto noarun Al Bupyca. Kpome toro, B 2 u3 3 ciyuaes [ITBH umena mecto
3ameHa Q148R, Bo3HMKIIAs BO BpeMs JCUCHHS M CBSI3aHHAS C PE3UCTEHTHOCTHIO K MHTHOUTOpaM
unrterpassl (MuN), a B 1 u3 3 cnydaeB umena mecto 3amMeHa G140R ¢ moHmwkeHHON (GEHOTHITMYECKOM
YyBCTBUTEIBHOCTBIO K KaboTerpaBupy. Bo Bcex Tpex ciyuasx IITBH nmena mecto ogna 3ameHa,
cBs3aHHas ¢ pe3ucteHTHOCThIO K puianuBupuHy: K101E, E138E/A/K/T unu E138K, a B 2 u3
3 cayyaeB ObUTa TPOJEMOHCTPHPOBAHA TIOHMKEHHAs (PEHOTUIIUYECKAss UYyBCTBUTECIBHOCTh K
punnuBupuny. B 3 cinyuasx [ITBH B uccnenoBanuu ATLAS umenu mecto noaTurisl Bupyca A, Al
u AG. B 1 u3 3 cnyuaeB [ITBH na MomeHT Heynaun umena Mecto 3ameHa N155H, cBas3annas c
pe3ucTeHTHOCThIO K MIHU, ¢ moHmkeHHON (DeHOTUITMYECKOI YyBCTBUTEIBHOCTBIO K KaOOTErpaBUpYy.
Bo Bcex 3 cayuasx IITBH Ha MoMmeHT Heynauu uMesla MECTO OJHA 3aMEHa, CBSI3aHHAs C
pesucteHTHOCThIO K punnuBupuHy (E138A, E138E/K wim E138K), u orMevanach NMOHM)KCHHAs
(dbeHoTUNHMYECKasi YyBCTBUTEIBHOCTh K puinuBupuHy. B 2 u3 stux 3 cinyuaeB IITBH cBs3annbie ¢
PE3UCTEHTHOCTHIO K PWINHMBUPUHY 3aMEHbl, OTMEUEHHbICE HAa MOMEHT HeyJaud, ObUIM Takxke
orMeueHbl Ha ucxogHoM yposHe B JIHK BUU-1 B MKIIK. Cenpmoit nanuent ¢ [ITBH (uccnenoBanue
FLAIR) He mosy4an HHbEKIIHH.

Crnenyroniue 3aMeHbI, CBS3aHHBIC C PE3UCTCHTHOCTBIO K KaOOTEerpaBUpy JTUTEIBHOTO JACHCTBHS B
BUJe UHBEKINH, oTMeuanuch B uccienoBanusix ATLAS u FLAIR: G140R (n=1), Q148R (n=2) u
N155H (n=1).

B uccnenoBanuu ATLAS-2M 10 maruentoB cootBercTBOBaiu kputrepusm IITBH na 48-it Henene:
8 maruenToB (1,5 %) B rpymnme, nonyvasiieid uHbekuu 1 pa3 B 8 Henenb (Q8W), u 2 mauuenra
(0,4 %) B rpymme, momyuaBiied wuHbekuuu 1 pa3 B 4 Hemenu (Q4W). Bocemb manueHTOB
cooTtBeTcTBOBaNM KputepusM IITBH Ha 24-i1 Henene unu panee.

Ha ucxonnom ypoBHe B rpynne Q8W y 5 manuentoB umenuch mytamuu Y 181Y/C+H221H/Y,
Y 188Y/F/H/L, Y188L, E138A unu E138E/A, cBs3aHHbIE ¢ pE3UCTEHTHOCTBIO K PUIITUBUPHUHY, H Y
1 manmenta umenach MmyTauus G140G/R, cBsd3aHHas ¢ PE3UCTEHTHOCTBIO K KaboTerpaBupy (B
JIOTIONTHEHHWE K yKazaHHOUW Bbie Mytanuu Y 188Y/F/H/L, cBsi3aHHOW C pPE3UCTEHTHOCTHIO K
puInuBUpuHYy). Bo BpemeHHON Touke mojo3peBaeMoil Bupycosiorndyeckod Heyaaun (IInBH) B
rpynne Q8W y 6 nmaiMeHToB UMENNCh MyTalluH, CBS3aHHBIE C PE3UCTEHTHOCTHIO K PHJIMBUPHUHY,
IIPY ATOM 3a IIEPUO/J] OT HadaJla uccaenoBanus 10 BpemenHou Touku [InBH y 2 manneHnToB Bo3HMKIIA
nononaurenbHas mytanus K101E u y 1 nanuenrta — nononuurtensHas myrtanuss E138E/K. KU
YyBCTBUTEIBHOCTH K PHJINUBUPUHY TMpeBHIIIaja IOPOroBoe OHOJOTMYECKOE 3HAueHHe Yy
7 MalMEHTOB M HaXOAujIach B Auana3one oT 2,4 10 15. YV 5 u3 6 nmauueHToB ¢ 3aMEHON, CBSI3aHHOU C
PE3UCTEHTHOCTBIO K PUIINMBUPUHY, TAKXKE UMEINCH 3aMEHBI, CBSI3aHHBIE C PE3UCTEHTHOCTHIO K MTHI:
N155H (n=2), Q148R, Q148Q/R+N155N/H (n=2). 3amena L74l, cBs13aHHas ¢ pe3UCTEHTHOCTHIO K
Nul, Obuta ormeueHa y 4 w3 7 manueHTOB. Y OJHOTO TAlMEHTAa HE YJajloCh IPOBECTH
TeHOTUNUYECKUN U (PEHOTUNMYECKUN aHaJIN3 MHTErpasbl, y APYroro nanueHTa ObLIM HEJAOCTYIHBI
JaHHbIE 0 (EHOTUITUYECKON YYBCTBUTEIBHOCTHU K KaboTerpaBupy. KM uyBcTBUTENBHOCTH B TpYyIIE
Q8W Bapsuposana ot 0,6 10 9,1 ans kaborerpasupa, ot 0,8 no 2,2 ans gonyrerpasupa u ot 0,8 10
1,7 nns GuxTerpaBupa.

B rpynne Q4W Ha HMCXOAHOM ypOBHE HM Y OJHOTO W3 MALIMEHTOB HE OBUIM OTMEUYEHBbI 3aMEHBHI,
CBA3aHHBIE C PE3UCTEHTHOCTHIO K pwinuBUpHHY nin MHU. V oxgHOro nmanueHTta nmMenach 3aMeHa
G190Q, ceszannas ¢ pesucteHtHocThi0o K HHUOT, B koMmOuHanuu ¢ nonumopguzmom V1891 k
HHHMOT. Bo Bpemennoi touke [InBH y omHoro manmumenrta umenucs 3amensl K101E+M230L,
BO3ZHHUKILINE BO BpEMS JIEUEHMS] M CBA3aHHBIE C PE3UCTEHTHOCTBIO K PWIIMBUPHUHY; Y JIPYroro
nanueHTa coxpansiucs 3ameHbl G190Q+V 1891, cesa3annsble ¢ pesucrenTHoCcThI0O K HHUOT, a Takxke
ObuTa OTMeueHa JonoaHUTeabHas MyTarus V179V/L. ¥ o6oux nanyeHToB oTMevaiach MOHWKEHHAs
(dbeHoTUnUyecKass 4yBCTBUTEIBHOCTh K PWINUBHPUHY. Y o0oux mauueHtoB npu I[IaBH Taxxke
UMENIUCh MYTalllM, CBsA3aHHbIe ¢ pe3ucTeHTHocThio K MHU — mmbo Q148R+EI38E/K, nubo
N155N/H, — u y 0JHOTO TareHTa OTMedaaach MOHWKEHHAsI YyBCTBUTEILHOCTh K KaOOTErpaBupy.
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Hu y onHoro u3 nanueHToB He ObuTa oTMeueHa 3ameHa L741, cBs3aHHast ¢ pe3UCTeHTHOCThIO K MHI.
KU uysctBUTEensHOCTH B rpymme Q4W cocramsuia 1,8 u 4,6 nna xaborerpaBupa, 1,0 u 1,4 mis
noxyrerpasupa, 1,1 u 1,5 s GukrerpaBupa.

Kimmanueckast 3dbdhekTUBHOCTE U 0€30I1aCHOCTE

O¢ddexTuBHOCTE KaboTerpaBupa B KOMOWHAIIMM C PWINMBHPUHOM OBUTa OILIGHEHA B JABYX
PaHIOMU3UPOBAHHBIX, MHOTOLIEHTPOBBIX, OTKpPBITHIX wuccienoBaHusx III pasel mo onenke He
MeHbInei 3¢ pekTUBHOCTH, B MapajuIeIbHBIX IPYMIax, ¢ akTUBHBIM KOHTpoieM — FLAIR (201584)
n ATLAS (201585). IlepBuunblii aHau3 ObLT MPOBEACH IOCIIE TOTO, KaK BCE MAI[UEHTHI 3aBEPIIIINA
BU3UT Ha 48-11 Hellele Ui JIOCPOYHO MPEKPATHIIN YYaCTHE B UCCIIE0BAHUU.

Tayuenmoi ¢ supyconoeuueckoil cynpeccueil (RoiyHarouue mepanuio, 6KI0HaAouyio 001ymezpasup,
6 meuenue 2() nedenv)

B wuccnenoBanmum FLAIR 629 undunupoBanaeix BUY-1 mamueHTOB, paHee HE MOJyYaBIINX
anTuperpoBupycHyto Tepanuto (APT), nHa nporsbkenun 20 Hexenp MOJy4aldud —Tepalluio,
BKJIIOUABINYIO JoiyTerpaBup (mpemapat rpynnsl Mul): nu6o xomOuHanumio (GUKCHPOBAHHBIX /103
abakaBup-+HI0IyTerpaBUp-HIaMUBYIUH, JTMOO JOJTYTErpaBUpP B COYCTAHMH C ABYMS JPYyTUMHU
npernapaTaMy TPYyNNbl HYKICO3UAHBIX HHTUOMTOpOB oOpatHOM TpaHckpuntassl (HUOT) mpu
Hanmnuuu y nanuedTa amwienst HLA-B*5701. 3areM mamueHTB ¢ BHPYCOJIOTHYECKOH cyrpeccueit
(xonuentparuss PHK BUWUY-1 menee 50 xomuii/mi, n=566) Oblium panmomusupoBanbl (1:1) Ha
MOJTy4YeHUEe Tepanuu KaOOTerpaBUPOM U PWINMUBUPUHOM WJIM Ha TPOJOJDKEHUE TEKYIIeH
anTuperpoBupycHoii Tepanuu (TAPT). V¥V mnanueHToB, paHAOMU3MPOBAHHBIX Ha TEPANUIO
KabOTerpaBUpOM M PWIMUBUPUHOM, JICYCHHUE HAYMHAIOCh C BBOJHOMW IMEpPOpPAIbHON Tepanuu
Ka0oTerpaBUpoM B BUJAE TaOIETOK B J03¢ 30 MI' U PUIMUBUPUHOM B BHJE TaOJETOK B J103€ 25 MT
1 pa3 B CyTKM Ha TPOTSHKEHUHM HE MeHee 4 Heselb, MOocie Yero MalueHThl ObUTH MEepeBeICHbl Ha
Tepanui KaboTerpaBUpoM B BHje MHBEKIMHA (1-i Mecsi: uHbekusa B 103¢ 600 mr; 2-i Mecsi U
nanee: uHbeKIMs B 03¢ 400 Mr) ¥ puJIMTUBUPUHOM B BUJE UHBEKIMM (1-1 Mecsll: HHBEKIUS B J03€
900 mr; 2-it MecsIl U anee: UHbEKIUs B 103 600 Mr) exxeMecsiuHO Ha NMPOTsHKeHuu 44 Helenb. ITo
uccaeaoBaHue ObLI0 MPOoAieHo 10 96 Henenb.

Iayuenmovl ¢ supyconocuueckoti cynpeccuei (cmabunvhoi Ha @one npeduecmsyroweti APT 6
meyeHue He menee 6 mecsyes)

B wuccnenoBanuun ATLAS 616 unpuuupoannsix BHMU-1 mnanueHToB ¢ BUPYCOJIOTMYECKON
cynpeccueir (konnentpamuss PHK BUHUY-1 menee 50 komwmit/mn, Ha TPOTSHDKEHHH HE MEHEE
6 mecsueB), paHee nonyudaBmmx APT, Obun pangomusupoBanbl (1:1) Ha mosydeHue Tepanuu
KaboTerpaBUpOoM W  PWINUBUPMHOM WM Ha npoaomkeHue TAPT. VYV mammentos,
PaHJIOMHU3MPOBAHHBIX Ha TEpanuio KabOTerpaBUpOM U PWIIMBUPUHOM, JIEYEHHWE HAYMHAJIOCh C
BBOJIHOM NepopanbHO Tepanuy KaboTerpaBupoM B BUJI€ Ta0JIETOK B 03¢ 30 MI' U pUIIMUBUPUHOM B
BU/JIE TaOJIETOK B J103€ 25 Mr 1 pa3 B CyTKU Ha IPOTSKEHUU HE MeHee 4 HeJleb, 0CJe Yero MalueHThI
ObUIM TIepeBe/IeHbl Ha Tepanuio KaboTerpaBUpOM B BHJEe MHBEKIMHA (1-if Mecsll: MHbEKLHUS B J03€
600 mr; 2-it mecs| U nanee: uHbekuus B 1o3e 400 Mr) U puiINUBUPUHOM B BUAe MHBEKUMH (1-
1 MecsI: MHbeKIU B 103¢ 900 mr; 2-it Mecsn u nanee: uHbeKIus B 03¢ 600 Mr) exxeMecsiaHO Ha
npotspkeHun 44 venenb. B uccnemoBannmm ATLAS 50 %, 17 % wu 33 % mnanueHToB MOTydaan
npenapat rpynnsl HHUOT, uaru6uropos npoteassl (MI1) nin MHU (COOTBETCTBEHHO) B KayecTBe
TPEThEero mIpernapara B paMKax HCXOJHOM Tepamnuu A0 PaHIOMHU3allMU, 3TO COOTHOIIEHHE OBbLIO
CXOAHBIM MEX]ly TpyIIIaMH TEPAIUu.

C800Hbll ananus

Ilo pesynapraraM CBOAHOTO aHalIM3a, B Hayajle HCCIeNOBaHMUA B Tpylme kaboTerpaBupa u
pUINKMBHPUHA MEMaHa BO3pacTa MalleHToB cocTapisiia 38 net, 27 % Oblu KeHckoro nonia, 27 %
ObUIN IIPEJICTaBUTENISIMU HE €BPOINIeOUTHON packl, y 1 % Bo3pacT coctaBisiia >65 ner u'y 7 % 4ucio
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CD4+ k11eTok cocTapJisiIo MeHee 350 KIeToK/MM>; TaHHbIe XapaKTePHCTUKU ObLIM CXOXHBIMH MEKTY
rpynnamy Tepanuu.

[lepBuyHOI KOHEYHON TOYKOW B 00OMX MCCIEIOBaHMAX ObLIA JOJISA MAIMEHTOB C KOHIEHTpAIHen
PHK BHY-1 B muitazme kpoBu >50 komwmii/mi Ha 48-i Hepene (aJropuT™ OJHOMOMEHTHOT'O aHaJIu3a
B IOIYJISILUY MALMEHTOB ¢ HA3HAYEHHBIM JICYEHUEM, MOJIYy4YaBUIMX XOTS Obl OAHY /103y Ipernapara

(ITT-E)).

B cBOotHOM aHanm3e ABYX 0a30BBIX HCCIICIOBAHUN Tepanust KaOOTErPaBUPOM U PHIITUBUPUHOM ObLiIa
He MeHee ¢ dexkTuBHa, yeM TAPT, Ha ocHOBaHMM 10/1M ManKeHTOB ¢ KoHeHTpanueir PHK BUY-1 B
mazme kpoBu >50 koruit/mi (1,9 % u 1,7 % cooTBeTcTBeHHO) Ha 48-if Henene. CKOPPEKTUPOBAHHOE
pasnuuue Mexay rpynmnamu kaborerpaBupa ¢ puinusupunom u TAPT (0,2; 95 % AU: —1,4; 1,7) B
CBOJIHOM aHAJIM3€ COOTBETCTBOBAIO KPUTEPHUIO HE MEHbIIEH 3(P(EKTHUBHOCTH (BEpXHsS TpaHHUIA
95 % AU menee 4 %).

[lepBuuHas KOHEYHAs TOUKA, a TAKXKE JPYTUE pe3ysIbTaThl Ha 48-i1 Hejene, B TOM YKCIIE Pe3yJIbTaThl
B 3aBHCHMOCTH OT OCHOBHBIX UCXOJHBIX (pakTopoB., s uccaeaopanuit FLAIR u ATLAS npuBeacHsI
B Tabimuax 7 u 8.

Tabdauua 7. Bupycosornueckue pe3yJbTaThI PaHAOMM3UPOBAHHOM Tepanuu B
ucciaenoBannsx FLAIR u ATLAS na 48-ii Heesie (0JHOMOMEHTHBII aHAIH3)

FLAIR ATLAS O0beunennbIe
JAAHHbIC

CAB+RPV | TAPT | CAB+RPV | TAPT | CAB+RPV | TAPT
N=283 |N=283| N=308 |N=308| N=591 |[N=591

PHK BUY-1 >50 xonmii/ma* (%) 6(21) 725 5(1,6) |3(1,0)] 11(1,9) (11’(')7)
gz??zt;l&)l;aemy rpynnamu tepanuu, % 0.4 (-2.8:2.1) 0.7 (~1.2; 2.5) 0.2 (—1,4; 1,7)
PHK BUY-1 <50 xonuii/mJ (%) 265 (93,6) (9236;;) 285(92,5) (9259";) 550(93,1) (9522)
:;asrg?;:v;l&)l;aemy rpynnamu tepanuu, % 0.4 (-3.7: 45) 3.0 (~6.7: 0,7) 1,4 (-4,1; 1,4)
o spemention owne 48 nexems (%) | 12+ (i,zz) 185.8) (3},16) 306D (32,39)
IIpuduHeL:

[Ipekpamenne yqacTus B UCCIEI0OBaHUH /
MIPUMEHEHUS HCCIEAYEMOro Mpernapara 1o
MIPUYMHE HEXEJIATENbHOTO SBIECHUS WU
cmeptu (%)

[Ipekpamenne yqacTus B UCCIEIOBaHUH /
HIPUMEHEHUS UCCIIENYEMOTO Mpernapara 1o 4(1,4)
apyruam npuarHam (%)
OTCyTCTBYIOT JJaHHBIE BO BPEMEHHOM
OKHE, HO y4acTHE B UCCIIEN0BAHNUU 0 0 0 0 0 0
npojosnkaercs (%)

8(2,8) [2(0,7)] 11(3,6) |5(1,6)| 19(3,2) |7(1,2)

10 16
as) | 7@ (609 1109 | o5

* BKIIFOUeHBI TAIlMeHTHI, ¥ KOTOPHIX ObIIa IpeKpamieHa Tepamus B CBSI3HM C OTCYTCTBHEM 3(QeKTHBHOCTH, HpHU
OTCYTCTBUH BHPYCOJIOTHYECKON CYTIPECCHH.

T CKOppEKTUPOBAHO MO UCXOAHBIM (haKTOpaM CTpaTHHUKAIHN.

CAB — kaborerpasup, RPV — puwimuBrpuH, N — 4nciio manneHToB B KaXx10# rpynme tepanun, {11 — noBepuTensHbBIH
HMHTEpBAJL
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Tabaunna 8. lons nanuenTos ¢ koHnenTpanueii PHK BUY-1 B mnazme kpoBu >50 konmii/mJi
Ha 48-ii HeeJie B 3aBUCUMOCTH OT OCHOBHBIX HCXOJAHBIX (PAKTOPOB (Pe3yJibTaThl
OJHOMOMEHTHOI'0 AaHAJIN3a)

O0beHeHHbIE TaHHbIe
ucciaenopanmii FLAIR u ATLAS
Hcxoanbie pakTopbl CAB+RPV TAPT
N=591 N=591
n/N (%) n/N (%)
<350 0/42 2/54 (3,7)
g{;’:ﬁ‘:{‘;}fq;‘;ﬂ" CD4+ ketox ot 350 10 <500 5/120 (4,2) 0/117
>500 6/429 (1,4) 8/420 (1,9)
ox Myxckoi 6/429 (1,4) 9/423 (2,1)
Kenckuit 5/162 (3,1) 1/168 (0,6)
EBponeconmnas paca 9/430 (2,1) 7/408 (1,7)
Herpownas paca / 2/109 (1,8) 3/133 (2,3)
PacoBasi npuHA/1JIEKHOCTD adpoaMepHrKaHIIbI
MowurosnoniHas paca / 0/52 0/48
Jpyroe
MT <30 kr/m? 6/491 (1,2) 8/488 (1,6)
>30 kr/m? 5/100 (5,0) 2/103 (1,9)
<50 9/492 (1,8) 8/466 (1,7)
Bospacr (zier) >5( 2/99 (2,0) 21125 (1,6)
HcxoaHasi NPOTHBOBUPYCHASI Wi 1/51 2,0) 0/54
repamis npH pAROMIAL 154! 6/385 (1,6) 9/382 (2,4)
HHUOT 4/155 (2,6) 1/155 (0,6)

CAB — xaboterpaBup, RPV — punnusupus, UMT — unnexc Maccsl Tena.

B uccnenoBanusax FLAIR u ATLAS paznuuust Mexay rpynnaMu Tepanuu ObUIM CONOCTaBUMBI ISt
pa3NUYHBIX HMCXOJHBIX XapakrepucTtuk (uucno CD4+ kierok, moj, BO3pacT, pacoBas
npuHaexxHocTb, UMT, rpynmna TpeTsero npemnapara B MCXOAHOW TEpaIun).

HUccneoosanue FLAIR — 96-a nedens

B uccnenoanuu FLAIR Ha 96-ii Henene pe3yabTaTbl OCTaBAIUCh COMTOCTABUMBIMU C pe3yJIbTaTaMu
Ha 48-it nenene. Jlons nanuentoB ¢ konnentpauueir PHK BIU-1 B miiazme kpoBu >50 xomwuii/mi B
rpynne kaborerpasupa ¢ puanuBupuHoM (n=283) u B rpynne TAPT (n=283) cocrasnsna 3,2 % u
3,2% COOTBETCTBEHHO (CKOPPEKTHPOBAaHHAs pas3HUIlAa MeXay Tpynmoid KaborerpaBupa cC
punnuBupuHoM u rpynmnoit TAPT [0,0; 95 % AW: —2.,9; 2,9]). Jlong nauueHToB ¢ KOHIEHTpaIueu
PHK BMY-1 B muiazme kpoBu MeHee 50 konuil/mi B rpynme kaboTerpaBupa ¢ pUINMBUPHHOM U B
rpymie TAPT coctaBnsina 87 % u 89 % COOTBETCTBEHHO (CKOPPEKTHPOBAHHAS pa3HHUIIA MEXKITY
rpymnmoi kaborerpasupa ¢ puinuBUpuHOM U rpymmnoit TAPT [-2,8; 95 % [AU: —8,2; 2,5]).

Uccneoosanue FLAIR — 124-1 nedens: Hauano uHbeKYUOHHOU mepanuu ¢ 6600HOU NEPOPANIbHOU
mepanueti u 6e3 Hee

B uccnenoannu FLAIR na 124-if Henene Obliia mpoBe/ieHa OlleHKa 0€30MacHOCTH U 3P (HEKTHBHOCTH
JUI TIallMeHTOB, BbIOpaBIIuX nepexoa (Ha 100-ii Hemene) ¢ pexuma Tepanuu KOMOWHAIMen
(buKCUpOBaHHBIX 103 abakaBUp+A0IyTerpaBup-HIaMUBYAUH Ha PEKUM Tepanuu KabOTErpaBUPOM C
PWINUBUPUHOM B pacHIMpeHHOM ¢a3e wuccnenoBanusd. IlanmeHntam Oblla MpeaocTaBieHA
BO3MOXXHOCTb [I€PEX0/1a B TPYIIITY C BBOJIHOM nepopanbHoi Tepanuei (n=121) u rpynimy 6e3 BBOIHOM
nepopaibHoil Tepanuu (n=111).

Ha 124-it nenene nomnst marmentoB ¢ kKounentparuein PHK BUU-1 >50 konuii/min cocrassuia 0,8 %
u 0,9 % B rpynmax ¢ BBOAHOH mHepopanbHO Tepamuell W 0e3 BBOJAHOM MEpOpanbHOIl Tepanuu
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cooTBeTcTBeHHO. [lokazarenu Bupyconoruueckoit cympeccun (PHK BUY-1 <50 komnuii/mi) Obun
CXOAHBIMU MEX]y TPYIIION ¢ BBOJIHOM mepopanbHoit Tepanueit (93,4 %) u rpynmnoii 6e3 BBOJHON
nepopainbHoil Tepanuu (99,1 %).

Peoicum oozuposanus 1 pas 6 2 mecaya

IHayuenmul ¢ supyconocuueckol cynpeccueil (cmabunvhoi Ha @one npeduecmsyrower APT 6
meyeHue He MeHee 6 mecsiyes)

D¢ dexTuBHOCTS U 6€30MaCHOCTH KaOOTErpaBupa B BUI€ MHBEKIUI IPU BBEICHUH KaXKIble 2 Mecsla
ObUIM OIICHEHBI B OJIHOM PaHIOMH3WPOBAHHOM, MHOTOIIEHTPOBOM, OTKPBITOM HCCJIEI0BAaHUU
IIIb ¢a3er o omnenke He MeHblIel 3((eKTHBHOCTH, B MapamienbHbix rpymmax — ATLAS-2M
(207966). IlepBuunblii aHAIU3 OBLT MPOBEJEH MOCJE TOTO, KaK BCE MAIIMEHTHI 3aBEPIININ BU3UT HA
48-1i Henene Wik JOCPOYHO MPEKPATUIIN YUACTUE B UCCIICTOBAHUH.

B uccnenoBannun ATLAS-2M 1045 undurupoBanasix BUY-1 manueHToB ¢ BHPYCOJOTHYECKOM
cympeccuei, panee nomxydaBmux APT, Obumm panmomusupoBanbl (1:1) mns momydeHus: Tepanuu
Ka0OTerpaBUpoOM M PUIIUBUPUHOM B BUJE HHBEKIHHA KaXIble 2 Mecslla WIH €XKEMECSYHO. Y
MAIMEHTOB, U3HAYAIBHO MOJYYaBIINX TEPAIHI0, HE COJAECpPKAIlYI0 KaDOTErpaBUp W PUINHUBHUPHH,
ObL1a MpOBEICHA BBOJIHAS ITEpOpaIbHAS Tepanus KaboTerpaBUpoM B BHJIe TabseTok B 103e 30 mMr u
PWINKUBUPUHOM B BUJE TaOJIETOK B J103€ 25 MI | pa3 B CyTKM Ha NPOTSHKEHUU HE MEHee 4 He/leb.
[TarueHTHl, paHAOMU3UPOBAHHBIE HAa TEepamuio KaboOTerpaBUpoM B BuJe HHbeKumid (1-H mecsi:
uHbeKIus B g03e 600 mr; 2-i Mecsal 1 ganee: uHbeKius B g03¢ 400 Mr) 1 puINUBUPUHOM B BHUJIEC
nHbeKIuH (1-i Mecsi: uHbeKus B 703 900 mr; 2-i MecsIl 1 aanee: nHbeKius B 1o3e 600 mr) 1 pa3
B MECS1I, N0Ty4alli JaHHYIO TepaIuio Ha NpoTsbkeHuu 44 Henensb. [lanuenTsl, paH1OMU3UPOBAaHHbIE
Ha Teparuio KaboTerpaBupOM B BUAC MHBEKIUH (MHBEKIMA B 103¢ 600 mr B 1-#1, 2-i, 4-if Mecs u
najiee Kaxkaple 2 Mecsilia) U puINUBUPUHOM B BUJE MHBbEKIUH (MHbekuus B 1o3e 900 mr B 1-i, 2-i1,
4-ii Mmec1l 1 1ajee Kaxabie 2 Mecsna) 1 pas B 2 Mecslia, MoJydaid JaHHYIO TEPAIUio Ha TPOTSKEHUH
44 wenens. Jlo panmomumzamuu 63 %, 13 % wu 24 % mnmanueHTOB MoJdydyalnd KabOOTerpaBup C
PWINUBUPUHOM Ha npoTspkeHuu 0 Henenb, 1-24 Henenb u 6osee 24 Helenb COOTBETCTBEHHO.

B navasnie uccrnenoBanus MeanaHa Bo3pacTa MmaueHToB coctaBisuia 42 rona, 27 % ObUTH KEHCKOTO
nona, 27 % ObUIH MpeICTaBUTENSIMHA HE €BPOIIEONIHOM packl, y 4 % BO3pacT cOCTaBIISAI >65 JeT U 'y
6 % uncno CD4+ KiIeTok cocTaBisno MeHee 350 KIeTOK/MM’; JaHHBIE XapaKTEPUCTHKM ObLIM
CXOAHBIMHU MEX]y TPYIIIaMU Teparuu.

[lepBuuHoii koHeuHOH TOoukoil B wucciegoBanuun ATLAS-2M Obula 10as NAUEHTOB C
koHueHTpauuer PHK BUY-1 B mnazme kpoBu =50 xonmit/mn Ha 48-i1 Henmene (aaroputrm
O0JTHOMOMEHTHOT0 aHanu3a B nomyssituu [TT-E).

B uccnenosanuu ATLAS-2M Ttepanust kaboTerpaBupoM M PUJINMBUPUHOM IPU BBEJCHUH KaxKIble
2 mecsana Obima He MeHee d(p(dexkTHBHA, yeM Tepamnusi KaOOTerpaBHPOM H PHIMHMBHUPUHOM TPU
€KEMECSIYHOM BBEJICHHH, HA OCHOBaHUH J0JIM NauueHTOB ¢ KoHueHTparuen PHK BUY-1 B mia3zme
kpoBu >50 xkommit/mn (1,7 % u 1,0 % coorBercTBeHHO) Ha 48-ii Hemene. CKOPPEKTUPOBAHHOE
paznuuue MeXIy Tpynnamu, MOTy4YaBIIUMU KaOOTETpaBUp C PHIIMHUBUPHUHOM KaXKIble 2 MecsIa 1
kaxxaeiid Mecst (0,8; 95 % JI1: —0,6; 2,2), cOOTBETCTBOBAIO KPUTEPHIO HE MEHbIIIEH 3 PeKkTUBHOCTH
(BepxHsist rpanutia 95 % AU menee 4 %).
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Tabanna 9. Bupyconormieckue pe3yabTaThl

PaHIOMHU3HUPOBAHHOM

Tepanum B

uccaegopaHnuu ATLAS-2M na 48-ii Henesie (0AHOMOMEHTHBIN aHAJIU3)

BBenenne kaxkanie | BBenenune kasknblii
2 mecsia (Q8W) mecsn (Q4W)

N=522 (%) N=523 (%)
PHK BHUY-1 >50 xonumii/ma* (%) 9(1,7) 5(1,0)
Paznuune mexnay rpynnamMu tepanuu, % P
PHK BHUY-1 <50 xonmii/mJ (%) 492 (94,3) | 489 (93,5)
Paznuune mexny rpynnamMu tepanuu, % P
OTcyTcTBHE BUPYCOJIOTHYECKUX JAHHBIX BO BPEMEHHOM 21 (4,0) 29 (5.5)
okHe 48 Hegein
IlpuunHbL:
IIpexpamenue ygactust B I/ICCJIGILOB&HI/H/IOHO IIpUYKNHE 9(1,7) 13 (2.5)
HeXeNaTeNlbHOTro ABJeHus uiau cMepTH (%)
HperameHgle y4acTus B HCCIEIOBAHUH 10 IPYTHM 12(2.3) 16 (3.1)
npuarHam (%)
OTCYTCTBy}OT JAaHHbIC BO BpeMeHHOM OKHE, HO y‘IaCTI/Ie B 0 0
rccienoBanny npoposnkaercs (%)

* BKIIIOYEHBl TMAlMEHTH, Y KOTOPHIX ObLIa INpeKpalieHa Tepanus B CBS3H C OTCYTCTBHEM J(PQEKTUBHOCTH, MpH

OTCYTCTBUH BUPYCOJIOTHIECKOH CYNPECCHH.
T CKOppEKTUPOBAHO 10 UCXOHBIM (PAKTOPaM CTPATH(UKAIIUH.

Q8W — 1 pa3 B 8 Henenb, Q4W — 1 pa3 B 4 "Henenu, N — 4uciIo HalMEHTOB B Kaxnoil rpynne tepanuu, U —

Z[OBepI/ITeJ'ILHHﬁ HUHTCpPBAJI.

Ta6auna 10. Jons nauuentos ¢ koHuenTpauueii PHK BUY-1 B miiazme kpoBu >50 konuii/mJi
Ha 48-i He/les1e B 3aBUCHMOCTH OT OCHOBHBIX HCXOHBIX (GaKTOPOB (pe3yabTaThl

OJHOMOMEHTHOI'O ananma)

Yucao nauuentos ¢ PHK BUY-1
>50 xommii/ma /
Hcxoanbie pakTopsl Bcero oneneno (%)
BBenenue kaxaple | BBenenue kaxablii
2 mecsina (Q8W) Mmecsia (Q4W)
<350 1/35(2,9) 1/27 (3,7)
g;’:’ﬁ)‘:;;;?)m" CDd+eror | 350 10 <500 1/96 (1,0) 0/89
>500 7/391 (1,8) 4/407 (1,0)
ou Myxcko 4/385 (1,0) 5/380 (1,3)
Kenckuit 5/137 (3,9) 0/143
EBpornieonnas paca 5/370 (1,4) 5/393 (1,3)
He eBponieonnas paca 4/152 (2,6) 0/130
PacoBasi npuHaAJIEKHOCTD Herpowmas paca / 4/101 (4,0) 0/90
ahpoaMepHUKaHIIbI
He nerpoumas paca / 5/421 (1,2) 5/421 (1,2)
He adpoaMepUKaHIIbI
UMT <30 kr/m? 3/409 (0,7) 3/425 (0,7)
>30 kr/m? 6/113 (5,3) 2/98 (2,0)
<35 4/137 (2,9) 1/145 (0,7)
Bo3spacr (;1eT) ot 35 10 <50 3/242 (1,2) 2/239 (0,8)
>50 2/143 (1,4) 2/139 (1,4)
IIpenmecTByomas Tepanus OtcyTcTBYeT 5/327 (1,5) 5/327 (1,5)
Ka00TerpaBupoOM H 1-24 nepenn 3/69 (4,3) 0/68
PWINNBUPHHOM >24 Henenb 1/126 (0,8) 0/128

Q8W — 1 pa3 B 8 Hepens, Q4W — 1 pa3 B 4 venenu, UMT — unzaexc macchl Tena.
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B uccnenoBanuu ATLAS-2M pasnnuus Mexxay IpyninaMy TEpANuy B IEPBUYHON KOHEYHOM TOUKE B
3aBUCUMOCTH OT MCXOIHBIX XapakTepucTHK (dnciao CD4+ KieTok, 1o, pacoBasi IPUHAAIEKHOCTb,
HNMT, Bo3pacT W MpeamecTBYOmAs Tepanus KaOOTerpaBUPOM W PHIMUBUPUHOM) HE ObUIH
KJIIMHUYECKH 3HAaYUMbIMHU.

PesynbraTel oueHku 3¢gdexTuBHOCTH Ha 96-i Henene CoraacyrloTcsl ¢ pe3yiabTaTaMi B MEPBUYHON
KOHEYHOH Touke Ha 48-ii Henene. UHbeKIMOHHOE TPUMEHEHHE KaboTerpaBupa ¢ puiimuBUPUHOM MIPU
BBelleHUU | pa3 B 2 Mecsia IpoAeMOHCTPUPOBAIIO HE MEHBITYIO 3P (EKTUBHOCTD, YeM TPU BBEJICHUN
1 pa3 B mecs. Jomst marmenToB ¢ PHK BHUY-1 B mnazme kpoBu >50 korumii/mit Ha 96-i Henene npu
BBEJICHUN KaboTerpaBupa ¢ pwinuBupuHoM | pa3 B 2 mecsna (n=522) u 1 pa3 B mecsn (n=523)
cocraBimsna 2,1 % u 1,1 % cooTBETCTBEHHO (CKOPPEKTHpPOBAaHHAs pa3sHUIA B JICYCHUH MEXKIY
pexumaMu ¢ BBeieHueM | pa3 B 2 mecsina u 1 pa3 B mecsn [1,0; 95 % AU: —0,6; 2,5]). Hons
nanuentoB ¢ PHK BHY-1 B mmasme kpoBu <50 komumii/mui Ha 96-i Henene NpU BBEACHUH
ka0boTterpaBupa ¢ pwinuBupuHoM | pa3 B 2 mecsina u 1 pa3z B Mmecan cocrasimsuia 91 % u 90,2 %
COOTBETCTBEHHO (CKOPPEKTUPOBAHHAS Pa3HHIIA B JICUCHUU MEXKAY peKHMMaMHU C BBeleHUEM | pa3 B
2 mecsina u 1 pas B mecsrn [0,8; 95 % AU: —2.8; 4,3]).

Pesynbratsl onienku s dexTuBHOCTH HA 152-if Henene cornacyrTcs ¢ pe3ysibTaTaMu B IEPBUYHOM
KOHEUHOU Touke Ha 48-i1 Henene u 96-i1 Henene. HbEKIIMOHHOE TTpUMEHEHUE KaOOTerpaBupa c
PWINMUBUPUHOM TpU BBeleHWH | pa3 B 2 Mecdlla MPOJEMOHCTPUPOBAIO HE MEHBIIYIO
3¢ (HEeKTHBHOCTH, YeM ITPH BBEeJICHUU | pa3 B MecsIl. B aHanm3e nomyJisiiuy ¢ Ha3Ha9eHHBIM JICUCHHEM
(ITT) mons naruentoB ¢ PHK BHUY-1 B mia3zme kpoBu >50 korumii/mit Ha 152-# Heene npyu BBEICHUH
ka0oTterpaBupa ¢ puianuBupuHoM 1 pa3 B 2 mecsina (n=522) u 1 pa3 B mecsan (n=523) cocraisiia
2,7% u 1,0 % cOOTBETCTBEHHO (CKOPPEKTUpPOBAHHAsI Pa3HUIA B JICYCHUH MEXIY PEKUMaMH C
BBegeHueM | pa3 B 2 mecsitia u 1 pa3 B mecsn [1,7; 95 % [AU: 0,1; 3,3]). B ananuze nomymsiuu [TT
nons narmenToB ¢ PHK BHY-1 B mmazme kpou <50 xomuii/mi Ha 152-# Henene mpu BBEACHUH
ka0boTterpaBupa ¢ pwinuBupuHoM 1 pa3 B 2 mecsina u 1 pa3 B Mmecsn cocrasisuia 87 % u 86 %
COOTBETCTBEHHO (CKOPPEKTUPOBAHHAS Pa3HHIIA B JICUCHUU MEXKAY peKHMMaMHU C BBeleHUEM | pa3 B
2 mecsima u 1 pas B mecsrn [1,5; 95 % AU: —2,6; 5,6]).

AnocmepuopHnulii ananusz

C nomomipl0 MHOro(akTOPHOTO aHalu3a OO0bEIUHEHHBIX pe3yibpTaToB HccaepoBaHuil 11l dasel
(ATLAS uepe3 96 nenenb, FLAIR uepe3 124 nenenu u ATLAS-2M uyepe3 152 nenenu) 6b110
M3Y4EHO BIUSHUE pa3IWYHbIX (PAKTOPOB HA PUCK BO3HUKHOBEHHS MOJATBEPKICHHOMN
Bupycosaoruueckoi Heynauu (IITBH). C momombto aHanu3a MCXOAHBIX (PAKTOPOB ObUIM M3yYEHBI
HCXOJIHbIE XapaKTEPUCTHUKU BHpPYyCa M YYACTHUKOB HCCIIEIOBaHUI, a TaKkKe PEXUM JO3UPOBAHUS;
MHOrO()aKTOpHBIM aHaIM3 BKIIOYAN HUCXOJHBIE (AKTOPHI M YUYHUTHIBAJ MPOTHO3HPYEMBIE
KOHLIEHTPALlMHU IIperapara B IJIa3Me KpOBH II0CIIE UCXOIHOTO YpoBHs Ha MoMeHT [ITBH, ucnions3ys
PErpeCCUOHHOE MOJIEIMPOBAHUE C MpOLEAypoill oTOopa nepeMeHHbIX. Ilo ncTeueHnn cymmapHo
4291 yenoBeko-rofa HeCKOppeKTHpoBaHHas 4actora BcTpeuaemoctu [ITBH cocraBnsna 0,54 Ha
100 yenoBeko-ner; Obulo 3apeructpupoBano 23 ciayuyas [ITBH (1,4 % wu3 1651 yyacTtHuka
HCCIeA0BaHUN).

AHanu3 HCXOIHBIX (AKTOPOB MPOJAEMOHCTpHpoBan cBs3b Mexay I[ITBH wu wmyranusmum
PE3UCTEHTHOCTH K PUIIMMBUPUHY (OTHOIIEHHE YacToThl BecTpeyaemocTH [IRR] = 21,65, p <0,0001),
BUY-1 nonrtuna A6/A1 (IRR=12,87, p<0,0001) u unnekcom maccol Tena (IRR =1,09 npu
yBenuuenuu Ha 1 equnuiy, p = 0,04; IRR = 3,97 npu >30 kr/m%, p = 0,01). [pyrue nepeMeHHbIe,
BKJIIOYAasT pexuM pgo3upoBanus 1 pa3 B 4 Hemenu (Q4W) wmmum 1pa3 B 8 Hemenb (Q8W),
MPUHAIIICKHOCTh K KEHCKOMY IOJIy WJIM MyTallud PEe3UCTEHTHOCTH K kaborerpaBupy/MHU, He
uMenu 3HauuMoi cBszu ¢ [ITBH. KomOunanums mo kpaiiHeil Mepe OBYX M3 CIEAYIOLIIUX KIFOUYEBBIX
UCXOJHBIX (haKTOpOB OblIa CBsi3aHa C MOBBIIEHHBIM puckoM IITBH: myTauuu pesucreHTHOCTH K
punnusupuny, BUU-1 noxruna A6/A1 umu UMT >30 kr/m? (cM. Tabauiy 11).
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Tadauua 11. Bupycosornueckue pe3yjabTaThbl OTHOCUTEIBLHO HAJIMYMS KJIKYEBbIX HCXOIHBIX
(akTopoB: MyTauuM pe3UCTEHTHOCTH K puinuBupuny, BUY noagruna A6/A1? u

HUMT >30 kr/m?
Hcxonnsbie pakTopsbl Bupyconornuecknii ycnex | IloareepxkaeHHasi BUPYCOJIOrHYecKast
(KOJIMYECTBO) (%)° neyaaya (%)"
0 844/970 (87,0) 4/970 (0,4)
1 343/404 (84.,9) 8/404 (2,0)"
>2 44/57 (77,2) 11/57 (19,3)"
Bcero 1231/1431 (86,0) 23/1431 (1,6)°
(95 % nmoBepUTENbHBIH (84,1 %, 87,8 %) (1,0 %, 2,4 %)
HWHTEPBAN)

a. Knaccudukauns nogruna BUY-1 Al minn A6 — Ha ocHOBaHWM MH(GOPMAIMK 0a3bl JaHHBIX MOCJIEI0BATEILHOCTEH
BUY (HIV Sequence Database) B 6ubanorexe Harmonansnoii Jlaboparopuu Jloc-Anamoca (urons 2020 1.).

6. Ha ocHoBanuu anroputma ogHomomeHTHoro ananuza FDA npu PHK <50 komuit/mn B uccnenoBanun ATLAS (na
48-i1 nenene), FLAIR (na 124-i1 nenene) u ATLAS-2M (Ha 152-i1 Henene).

B. Ompenensercs mpu ABYX mociienoBaTelbHbIX m3MepeHmsix PHK BUY >200 kommit/mir.

r. IlomoxxuTenpHas mporaocTudeckas 3HaaMMocTh (PPV) <2 %; oTpumarensHas mporaoctuieckas 3HaanMocTts (NPV)
98,5 %; ayBcTBUTENBFHOCTH 34,8 %; cnennpuanocts 71,9 %.

n. PPV 19,3 %; NPV 99,1 %; uyBctBuTensHOCTS 47,8 %); crieruduaHOCcTh 96,7 %.

e. Habop maHHBIX JUIs aHANIM3a CO BCEMHU HENPOIYNICHHBIMHM KOBapHaTaMU JUIS UCXOJHBIX (hakToOpoB (M3 CyMMapHO
1651 y4yactHuKa).

Cpenu manueHToB, UMEIONIUX 10 KpallHeW Mepe JBa U3 3TUX (aKTOPOB PUCKA, JOJIS MAIMEHTOB C
[ITBH 6sbu1a BbIIE, 4eM Cpeau MalueHTOB, UMEIONINX OJUH WJIM HU OJHOTO (paKTopa pHUCKa, IpH
stom [ITBH Obuia BeisiBneHa y 6 u3 24 nauuentos [25,0 %, 95 % AU (9,8%:; 46,7%)], nomyuyaBmmx
uHbeKIuu 1 pa3 B 2 mecsna, 'y S u3 33 nanuentos [15,2%, 95 % AU (5,1 %; 31,9 %)], nonyuyaBmmx
UHBEKIMH | pa3 B Mecs.

llepexoonas nepopanvras mepanus Opy2umu aHMUPEemposUpPyCHbIMU NPEnapamamu

B perpocniekTiBHBIN aHaTU3 00BEAMHEHHBIX JaHHBIX U3 TpeX kKnuHnueckux uccnenpoBanuit (FLAIR,
ATLAS-2M wu LATTE-2/200056) Obumn BrIrOYeHBI 29 MalMEHTOB, KOTOPBIE MOIYYaIH
MEPEXOJHYI0 MEPOPAIbHYI0 TEpanuil0 aHTUPETPOBUPYCHBIMHM IpeNaparamH, OTJIUYHBIMU OT
kaboTerpaBupa ¢ pUINUBUPUHOM (albTepHATUBHAs NepexoaHas nepopanbHas tepanus, AIIIIT), B
cpenHeM B TedeHwe 59 muedt (25-i1 m 75-i1 mpomeHTuns 53—-135 naHel) Bo Bpems JieueHHS
Ka0OTerpaBUpOM C PUINUBUPUHOM B BUJE MHBEKIMH JUIMTEIHHOTO JEeHCTBUSA. MenuaHna Bo3pacra
nanueHToB coctaBmsia 32 roga, 14 % Obuin xeHckoro mona, 31 % ObulM MpeAcTaBUTENSIMH He
eBporeouIHOM packl, 97 % nomyyanu tepanuto Ha ocHoBe MTHU B kauectBe AIIIIT, 41 % nmonyvanu
npenapart rpynnsl HHUOT kak wacts AIIIIT (B ToM uncne punnuBupuH B 11 u3 12 ciayqae) u 62 %
noyyanu npenapart rpynmnsl HUOT. Tpu nanmenTa ObUTH UCKITIOUEHBI U3 UCCIIEIOBAHUI BO BpeMs
AIIIIT nnu Bckope nocne AIIIT mo npuunHam, He CB3aHHBIM C 0€30MaCHOCTBIO. Y OOJBIIMHCTBA
(>96 %) manmeHTOB coxpaHsiack Bupycosormueckas cymnpeccus (PHK BUY-1 B mia3zme kpoBu
<50 xomnuii/mi). Bo Bpems AIIIT u B nepuoxa nocne AIIIT (mo IByX MHBEKIIMOHHBIX BBEICHUMN
kaboterpasupa ¢ puwmuBupuHOoM nocie AIIIT) ve mabmonanocs ciyqaes [ITBH (PHK BUY-1 B
1a3me KpoBu >200 Kormuid/mi).

5.2. ®dapmakoKHHeTHYECKHE CBOIICTBA

dapmMakOKMHETHKAa KaboTerpaBupa COMOCTaBMMa Yy 3JI0pPOBBIX J00poBojbieB u BUY-
MH(ULIMPOBAHHBIX MalMeHTOB. PapMaKOKMHETHYECKasi BapuabenbHOCTh KaOoTerpaBupa sBIISIETCA
yMepeHHOH uimu BbicokoH. Y BHNY-nHOUIMPOBAHHBIX NAalMEHTOB, MPUHUMABIINX Yy4YacTHE B
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uccnenoBanusx I ¢a3el, MmexcyObekTHBINH Kodhdument Bapuauuu (CVb%) mis C; cocTaBis oT
39 no 48 %. boisee Bricokass MexCyOBbeKTHas BaprabeIbHOCTh TTOKa3aTele, cocTapisBias oT 41 10
89 %, oTMeuanach pu BBEJECHUM OJHOKPATHOM 71036l KaOOTErpaBupa B BUAE HHBEKLIUN.

Taoauna 12. dapmMakoKHHeTHYECKHE MapaMeTpbl IoOcCjde NMpueMa KadoTerpaBupa BHYTPb
1 pa3 B CyTKM, HA4aJIbHOW BHYTPUMBbIIIEYHOI MHbEeKIIUN 1 nocjaeayomux (1 pa3
B Mecsill 1 1 pa3 B 2 Mecsilia) BHYTPUMbIIIIEYHbIX MHbEKIUH

Cpennee reomerpuueckoe (5-i, 95-i
NMPOUEHTWIb)?
®a3a Tepanuun Pesxxum no3uposanus AUCon Cone C.
(MKr>4/Min) (MKI/MJ1) (MKI/MJ1)
BBoanas nepopanbHas 30 vr 1 pas B CVIKH 145 8,0 4,6
Tepanus’® p y (93,5; 224) (5,3;11,9) (2,8;7,5)
600 mr
Havanpnas nabexnus® BHYTPHUMBIIIECYHO 1:591 ?’0 1’.5
Hauansias 103a (714; 3245) (5,3; 11,9) (0,65; 2,9)
400 2415 42 2,8
Hnbexuus 1 pa3s B mecsn BH]y:)Ia)I:I\];H;\f[]?Ce;I?O (1494; 3645) (2,5;6,5) (1,7, 4,6)
600 mr
Nuveknus 1 pa3 B 2 mecsia® BHYTPHUMBILIEYHO 37_64 4"0 1_’6
I pa3 B 2 mecsna (2431; 5857) (2,3; 6,8) (0,8; 3,0)

a. 3HaueHnsa QapmaxokuHeTmdeckux (@K) mapaMeTpoB OCHOBaHBI Ha WHAWBHIYATBHBIX PETPOCIEKTHBHBIX OIIEHKAX
nonysiquoHHbIX @K Mozaeneit 1 nauuentoB B uccienoBanusx FLAIR u ATLAS nns pexxuma gozupoBanust 1 pas
B Mecsl U B uccaeaoBanun ATLAS-2M ans pexxuma gozupoBanus 1 pa3 B 2 mecsua.

6. 3nauenns PK mapameTpoB s BBOJHOH NEpOpaTbHON TEPANMK OTPAXKAIOT PABHOBECHOE COCTOSIHHUE.

B. Hauanpubie 3HadeHUS] Crax AT UHBEKIHA B OCHOBHOM OTPA)XarOT MEPOPAIBHYIO 103y, MOCKOJbKY HadalbHAas
HHBEKIMs Obla BBEJCHA B TOT )K€ JICHb, KOTJA ObLIa MPHUHSATA MOCCIHSS MEpOpaibHas 103a; OIHAKO 3HAYCHUS
AUCg.;) u C; oTpaXkaroT HauaJIbHYI0O HHBEKIHMIO. [IpH mpoBeaeHNN MHBEKINI Oe3 BBOJHON MEpopanbHON Tepanun
(n=110) nabmromaemoe cpeanee reomeTpudeckoe 3HaueHHe (5 %, 95 %) Cmax kaboTerpaBupa (1 Hemens mocie
HavaJ pbHOM wHBeKIMH) coctaBmuia 1,89 mxr/mn (0,438;5,69) u C. xaborerpaBupa cocraBimsmia 1,43 MKr/mi
(0,403; 3,90).

r. 3nauenus OK napamerpos aisg uabekuuil 1 pa3 B Mecsi u 1 pa3 B 2 Mecsla oTpaxaroT JaHHble 48-1 Hepenu.

T — WHTEPBAJ JIO3UPOBaHUs: 24 4 JyuIs IpUeMa BHYTpPb; 1 MecsI Al pexXuma J03UpoBaHus | pa3 B Mecsll U 2 MecsIa
JUTSL pesKMMa JI03UpoBaHus 1 pa3 B 2 Mecslia B Cllydae HHbEKIIMOHHOTO ITPUMEHEHHS;

AUC 9.ty — miomaap 1o papMakOKHHETHYECKOH KPUBOH «KOHIIEHTPAIMS — BPEMs» B KOHIIE HHTEpBaJla JO3UPOBAaHUS;

C.— KOHICHTpAalus B KOHIEC UHTCPBaJIa JO3UPOBAHUS.

AbGcopbuus

dapMakOKMHETHKA KaOOTErpaBupa B BHJIC MHBEKITUN XapaKTepHU3yeTcs 3aMeJICHHOW abcopOnueit
(MHBEepTUPOBAaHHAs KWUHETHKA, KHHETUKA MO Tumy «duumn-draom»): KaboTerpaBHp MEIICHHO
BCAachIBA€TCSl W3 SITOJMYHOW MBIIIIBI B CUCTEMHBI KPOBOTOK, YTO MPHUBOJIUT K YCTONYMBOU
KOHIIEHTpAllUU MpernapaTa B mia3me KpoBu. [locie BHyTpUMBIIIEYHOTO BBEICHHS OTHOKPATHOM JT03bI
KaboTerpaBup OMNpeeNsIeTCs] B IUIa3Me KPOBU YKE B MEPBBIN JIeHb, U Jajie€ €ro KOHIIEHTpAIus B
IJa3Me€ KPOBH MOCTENEHHO YBEJIMYMBAETCS, MIOKA HE IOCTUTHET CBOET0 MAKCUMAJIbHOTO 3HAUEHUS
(Mmenuana Tmax cocTaBmsier 7 cyTok). Ilocine oqHOKpaTHOM MHBEKIIMK KabOTerpaBup 0OHAPYKUBATIU
B IJIa3M€ KPOBHU Ha MPOTSHKEHUH 10 52 HeNedb Ui aojblie. PapMaKOKUHETUYECKOE PaBHOBECHOE
COCTOSHME JocTuraercs K 44-i Henee.

Okcno3unus KaboTerpaBupa B IUIa3Me KPOBU YBEIMYHMBAETCS TMPONMOPLUOHATIBHO WM B
HE3HAYUTEIEHOW CTETeHU CYONPOIOPIIMOHAIEHO JI03€ MOCTE OJHOKPAaTHBIX W MHOTOKPATHBIX
BHYTPUMBIIIEYHBIX MHBEKIIMH ITpenapaTa B 103ax oT 100 go 800 mr.
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Pacnpenenenue

CornacHO JaHHBIM, MOJYYEHHBIM in Vitro, KabOTerpaBUp B 3HAYUTENBbHON creneHu (>99 %)
CBsI3bIBaeTCS ¢ OenkamM IUIa3Mbl KpoBU 4eioBeka. Ilocie mpuemMa BHYTph mpemapara B BHIC
TaOJETOK cpeaHuil Kaxymuiics oobem pacnpenenenus (Vz/F) xaborerpaBupa B Ila3Me KPOBH
coctasisin 12,3 1. [To mpuMepHOii o1ieHKe, y YeToBeKa CPeTHUN KaKyIIHCs 00beM pacipeeeHHs
B neHtpansHoi kamepe (Vc/F) mns xaboTterpaBupa B miia3Me KpoBU COCTaBisuT 5,27 I, a cpeaHuit
Kaxyuuiics o0beM pacnpenenenus B nepugepuyeckoit kamepe (Vp/F) — 2,43 1. DTu o1ieHOYHbIE
3HaueHUsi 00beMa, a TaKKe MPEANOJIOKEHUE O BBICOKOM 3HAUYEHUU OUOJOCTYIHOCTH, NAOT
OCHOBAaHHUSI TpEAINoJiaraTh YacTUYHOE pachpenesieHne KaboTerpaBHupa BO  BHEKJIETOYHOM
MIPOCTPAHCTBE.

KaGorerpaBup oOHapy>KUBaeTCs B MYKCKUX U JKEHCKHX IOJIOBBIX MyTsAX. MenuaHa COOTHOLICHHUS
KOHIIEHTPALMY IIperapara B TKAHAX IIEHKH MaTKU YU BJarajuila ¥ B IJIa3Me KPOBH COCTaBIIsIA OT
0,16 no 0,28. MenuaHa COOTHOUIEHMsI KOHLIEHTpALlMM Ipenapara B TKaHAX NPSAMON KUIIKM U B
m1azme kpoBu coctasisiia <0,08 yepes 4, 8 u 12 Hepenp nocie OJHOKPATHOTO BHYTPHUMBIIIEYHOTO
BBeJIeHUs ipenapaTa B 103¢ 400 mr.

KaGorerpaBup mnpoHukaer B CIMHHOMO3roBYIO XHAKOCTh (CMIXK). ¥V BUY-undunmpoBaHHBIX
MAMEHTOB, IMOJIYYaBIIUX KaOOTerpaBUp B BUJE UHBEKIUN M PUINUBUPUH B BUAEC HHBEKIIUU,
COOTHOIIICHUE KOHIIeHTpanuu kaborerpaBupa B CMXK u B 1uiasme KpoBu [MenuaHa (Amarmas3oH)|
(n=16) cocrasmnso 0,003 (ot 0,002 mo 0,004) yepes ogHy HEAEIIO MMOCIEe HHBEKIIUU KaboTerpaBupa
B paBHOBecHOM cocTosiHuu (1 pa3 B 4 Hepenu (Q4W) nnu 1 pas B 8 Henenb (Q8W)). B coorBercTBUM
C TepaneBTUYECKUMHU 3HAYCHHSIMH KOHIeHTpanuu kaborerpaBupa B CMIK, kouuentpanus PHK
BHY-1 B8 CMX (n=16) cocraBisna menee 50 konuit/mn y 100 % u menee 2 xormii/mn y 15 u3 16
(94 %) nanuenToB. B Toii ke BpemenHo# Touke konuentpamus PHK BUY-1 B mia3zme kpoBu (n=18)
coctasisia MeHee 50 kormmii/ma y 100 % u menee 2 konuit/mn y 12 u3 18 (66,7 %) nanueHToB.

In vitro kaboTerpaBup He ABIsETCS CyOCTPaTOM HOJIMIIENTH IA-IEPEHOCUNKA OPraHMYECKUX aHHOHOB
(OATP) 1B1, OATP2B1, OATP1B3 unu nepenocunka oprannueckux katuonos 1 (OCT1).

EI/IOTDaHCd)ODMaI_II/ISI

Kaborerpasup merabonmsupyercs riaBHbIM 00pa3om ¢ nomotibio UGT1A1 npu He3HAUUTETHHOM
yuactun UGT1A9. KaGoTerpaBup sBISIETCS OCHOBHBIM COETUHEHHUEM, LIUPKYJIHUPYIOLIMM B IUIa3Me
KpoBHU, U cocTaisieT 6oisee 90 % oT 001Iero coaepkaHus paguoakTUBHO MEUEHBIX COCIMHEHHH B
IU1a3Me KpoBU. Y 4YeJoBeKa Mocie NMpUeMa BHYTPb KaOOTErpaBUp BBIBOIAUTCS NMPEUMYIIECTBEHHO
MOCPEACTBOM METa0O0JIM3Ma, BBIBEJACHHME IOYKAMU HEU3MEHEHHOro Ipernapara HE3HAuUuTEeIbHO
(menee 1 % no3s1). 47 % ob1ieit 10361 IpU IpUEMe BHYTPb BHIBOJUTCS B HEU3MEHEHHOM BUJIE Yepe3
kumeyHuk. HeusBecTHO, 00YyCIOBIEHO JIM 3TO SIBJIEHHE, MOJTHOCTHIO WJIM YAaCTUYHO, HEMOJHBIM
BCAaChIBAHMEM JIEKAPCTBEHHOI'O Ipenapara WIM BBIBEJEHUEM C JKEIYbK IJIFOKYPOHUIHOIO
KOHBIOTaTa, KOTOPBIM MOXKET MOJBEPrarbcs NaJbHEWIIEMy pacraay ¢ 0Opa30BaHHUEM HCXOJIHOIO
COeJMHEHHUs B TMpocBeTe KuieuHuka. KabGorerpaBup Oblm oOHapykeH B oOpa3lax Xemuu M3
JBEHA/IIATUNIEPCTHON  KUIIKU. [ JIIOKypOHUAHBI MeTa0onuT KaborerpaBupa ObUl — Takke
MIPEJICTaBIeH B HEKOTOPBIX, HO HE BO BCEX 00pa3lax »eldu U3 JABEHAALATUIEPCTHON KUIKu. 27 %
oOmiel 703bl Mpu TNpUEME BHYTPb BBIBOJUTCS IOYKaMH, IPEUMYIIECTBEHHO B Qopme
TIIIOKYpoHHIHOTO MeTabosuTa (75 % paanoakTHBHO MEUYEHBIX coeluHeHui B moue, 20 % oOriei
TTO3BI).

KaGorerpaBup He sBIseTCS KIMHUYECKH 3HAYMMBIM HHTHOUTOPOM CIENYIOIIUX (EPMEHTOB U
neperocunkoB: CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A4,
UGTI1AI, UGT1A3, UGT1A4, UGT1A6, UGTIA9, UGT2B4, UGT2B7, UGT2B15 n UGT2B17,
P-gp, BCRP, skcnoprupyromieit momnsl xemunsix kucinotr (BSEP), OCT1, OCT2, OATPI1BI,
OATPI1B3, BriBozsiIIer0 OeIKa-NepeHOCUNKA JIEKapCTBEHHBIX NpenapaTtoB U TokcuHoB (MATE) 1,
MATE 2-K, 6enka MHOXeCTBEHHOMH JiekapcTBeHHOU pe3ncteHTHOCTH (MRP) 2 mnu MRP4.
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OnIUMUHALMS

CpenHuii Kaxylmuiics Tepuol TOJyBbIBeIEHHs KaOoTerpaBupa B KOHEYHOW (pa3ze OrpaHHucH
CKOPOCTBIO BCAChIBaHUA W MO OLIEHKaM cocCTaBisgeT oT 5,6 no 11,5 Hemenb mocie OAHOKPATHOTO
BHYTPUMBIIICYHOTO  BBEJCHHSA. 3HAUUTEIBHO OoJiee JUTUTENBHBIA  KaXyHIMHCS TEPHOJ
MOJTYBBIBEICHUS 110 CPABHEHUIO C TIPUEMOM BHYTPh OTPAXKAET BCACHIBAHUE U3 MECTAa WHBECKIUU B
cucteMHbIi KpoBoTOK. Kaxkymuiics kimupence (CL/F) coctaBmsin 0,151 /4.

JIMHEHHOCTB/HEIUHENHOCTD

DOKcno3ulus KaboTerpaBupa B IUIa3ME€ KpPOBHU YBEIWYUBACTCS MPOMOPIMOHAIBLHO WM B
HE3HAYUTEIIbHON CTEMEeHU CYyONpONOPIHOHAIBHO 03¢ TOCIE OJHOKPATHOTO W MHOTOKPATHOTO
BHYTPHUMBIIIEYHOTO BBeACHUSA /103 B Auanazone ot 100 go 800 mr.

IMomumopduszm

B Meraananuse uccieqoBaHUM C ydacTHEM 3/10pOBBIX 100poBoibleB U BUY-unuuupoBaHHBIX
nanenToB, y BUY-undpummpoBanueix namuentoB ¢ reHotunamu UGTI1AIl, mpu KOTOpBIX
oTMedaeTcst cialblii MeTaOomu3M KaboTerpaBupa, ObLIO BBIABJICHO B cpeiaHeM 1,2-kpaTHoe
yBesnndeHue paBHOBECHbIX 3Ha4eHUN AUC, Cmax 1 C; kaboTerpaBupa 1nocie NpUMEHEHUS B BUJE
MHBEKIUN 110 CPaBHEHHIO C NAllMEHTaMM C T€HOTUIIAMM, IIPU KOTOPBIX OTMEYAETCS HOpMallbHbIN
Metabonusm nocpenctsoM UGT1AL. JlanHble pa3nuyusi HE CYMTAIOTCS KIIMHUYECKU 3HAUUMbIMH. Y
nanueHToB ¢ nonumopduzmom UGT1A1 koppekius 10361 He TpeOyeTcs.

QOco0ble rpynibl MalueHTOB

.]]MMCI nooJKcus1020 so3pacma

B MOMyJIINUOHHBIX q)apMaKOKI/IHCTI/I‘-IeCKI/IX aHajau3axXx He ObLIO BBISIBIIEHO KJIMHMYECKH 3HAYMMOE
BJIMSAHHUC BO3pacCTa Ha SKCIIO3UIHUIO Ka6OTeraBI/Ipa.

JlanHbie o (hapMakoKMHETHKE KabOoTerpaBupa y MalfieHTOB B BO3pacTe crapiie 65 JieT OrpaHuYCHBI.
Iloueunas nedocmamoyHocms

He Habmioanoch KIMHUYECKM 3HAUYMMBIX pa3ivuuil (apMakOKMHETHKH MEX]y MalleHTaMu C
HapylleHHueM (YHKLIUHU MOoYeK TSKEJION cTeneHu (KJIMpeHC KpeaTHHUHA oT >15 1o <30 miu/MuH, He
Ha JMalii3€) U COOTBETCTBYIOUIMMH 3JIOPOBBIMU J10OpOBOJBLAMHU. Y MAllMEHTOB C HapyLIEHHEM
(YHKIMU TIOYEK JIETKOM, CpeTHEeH NI TSKeNoN CTeTeH! (He HaXOoAIIUXCs Ha THaJIn3e) KOPPEeKLUs
7036l HEe Tpedyercs. Y MalMeHTOB, HaXOAAIIMXCS Ha Auaiu3e, NPUMEHEHHe KaboTerpaBupa He
U3Y4YEHO.

Ileyenounas neoocmamounocms

He naGmonanoch KIMHUYECKH 3HAUYMMBIX pa3ivuuil (papMakOKMHETUKH MEXIy HalMeHTaMH C
HapyluleHMeM (YHKIUM TI€YeHH CpelHEeH CTEeNeHU U COOTBETCTBYIOIIMMH  30POBBIMU
nobpoBoibiiaMu. [lanmeHnTaM ¢ HapylleHueM (QYHKLUMU TEYeHM JIETKOM WM CpeJHel CTerneHu
(xmacc A nwin B mo mxane Yaitng-IIei0) koppekius 103el He TpeOyeTcs. BrnusHue HapyiieHus
¢byHkuuu neyeHu Tsokenod crenenu (knmace C mo mkane Yaiina-IIbio) Ha ¢papMakOKHMHETUKY
KaboTerpaBupa He U3yUeHO.

Ilon

B nonymsiiuoHHBIX (papMaKOKMHETHYECKHX aHaln3aX He OBLIO BBISABICHO KIMHHYECKH 3HAYMMOE
BIIMSIHHE TI0JIa HA DKCIO3UIIMIO KaOOoTerpaBupa, MO3ITOMY KOPPEKIIHS 10361 HA OCHOBAaHUU TOJIOBOM
MIPUHAITIC)KHOCTH HE TPeOyeTcsl.
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Pacosas anHCZaJZeDfCHOCI’I’Ib

B nonynsuuoHHBIX (papMaKOKMHETHYECKHX aHalu3aX He ObLIO BBIABICHO KIMHHUYECKHU 3HAYMMOE
BIIUSTHUE Pachl HA IKCIIO3UIIMIO Ka0OTerpaBupa, Mo3TOMYy KOPPEKIHs 03bl HA OCHOBAHUU PAaCOBOM
MIPUHAITICKHOCTH HE TpeOyeTcs.

Hnoexc maccor mena (MMT)

B nonynsuuoHHBIX (papMaKOKMHETHYECKHX aHalu3aX He ObLIO BBIABICHO KIMHUYECKHU 3HAYMMOE
Brusiaue UMT Ha sKcro3uiinio kaboTerpaBupa, modToMy Koppekius 10361 Ha ocHoBanuu UMT He
Tpedyercs.

5.3. /laHHbIe TOKJIUHUYECKOH 0€30MACHOCTH

KanneporeHnes u MyTarcaes

B uccnenoBanusix in vitro ¢ UCTIONB30BaHUEM OaKTepUN U KyJIbTYPhl KJIETOK MJICKOIMTAIOIINX, a
TaKk)Xe B MUKPOSJIEPHOM TECTE i Vivo Ha TPhI3yHAaX KaOOTErpaBUp HE OKa3bIBaJ MYTareHHOTO WM
KJIACTOT€HHOTO BO3JCHCTBUA. B 10ITOCPOYHBIX MCCIIEIOBAHUSIX HA MBIIIAX U KpbIcax KaboTerpaBup
HE OKa3bIBaJl KAHIIEPOI€HHOTO BO3JCHCTBHUS.

I/ICCJICILOBaHI/ISI DGHDOHVKTHBHOﬁ TOKCHMYHOCTH

He nabmonanocs BnusiHue Ha PepTUIHLHOCTH CAMIIOB MITH CAMOK KPBIC, MOTYYaBIIMX KaOOTEerpaBUp
nepopasibHo B n03ax g0 1000 mr/kr/cytku (4to Gonee yem B 20 pa3 IPEBBIIIACT IKCIO3UIUIO Y
YeloBeKa Ipy MPUMEHEHUH B MaKCUMaJIbHOU pekoMeHyemoi goze [MPIU]).

B wuccrnenoBannm pa3BuTHs 3MOpHOHA M IUIOJA IOCIE MEPOPaIbHOTO BBEIEHHMS KaOoTerpaBupa
OepeMEeHHBIM CaMKaM KPOJIMKOB B /103aX J0 JIOCTUKEHUS TOKCHYECKOH J103bI ISl OpraHu3Ma MaTepu
2000 mr/kr/cytkn (uro cooTBeTcTBYeT 0,66-KpaTHOM SKCIO3WINH Y YEIOBEKa NpU MPUMEHEHHH B
MP/IY) unu 6epeMeHHBIM caMKaM Kpblic B go3ax Ao 1000 mr/kr/cytku (uto Oonee ueM B 30 pa3
MPEBBILIAET IKCIO3UIUIO Y uenoBeka npu npuMmeneHuu B MPJIH) HexxenaTenbHOE BO3/IEHCTBUE Ha
pa3BUTHE IU10/1a HE HaOII01a10Ch. Y KpbIC MpH BBeleHUH mpenapara B go3e 1000 Mr/kr/cyTku Obln
OTMEYEHBI M3MEHEHUSI POCTa TUIo/a (CHIKEHHE MAacchl Tena). B mcciemoBaHusx Ha OepeMEHHBIX
caMKax KpbIC ObLIO MPOJEMOHCTPUPOBAHO, YTO KaOOTErpaBUp MPOHUKAET Yepe3 IUIALeHTY U MOKET
ObITh OOHApYKEH B TKaHSX IUIOAA.

B uccnenoBanusx BO3/E€HCTBHSI Ha Mpe- U MOCTHATAIBHOE Pa3BUTHE y KpbIC KaOOTErpaBup B J03€
1000 mr/kr/cytku (uto 6osiee uem B 30 pa3 MpeBHIIIAET SKCIO3UIIMIO Y YETIOBEKA ITPU MPUMEHEHHUH B
MP/IY) BocnpoM3BOAMMO BBI3BIBAN 33/E€P)KKYy Hadajga poOJOB M YBEIMUYCHHME 4YHCIA CIIydaeB
MEPTBOPOKACHUM U HEOHaTalbHOU cMepTHOCTHU. [IpuMenenune kaborerpaBupa B 0osiee HU3KOH 103€
5 mr/kr/cyTtku (uto mpumepHo B 10 pa3 mpeBbIlIaeT SKCHO3MIMIO Yy YeJIOBeKa MPU MPUMEHEHHH B
MP/IU) ne ObulO CBs3aHO C 3aJePKKOM Hauyajga pOJOB WM HEOHATaJbHOM CMEpPTHOCTHIO. B
HCCIIEIOBAaHMSIX HA KPOJMKAX M KpbICax He ObLIO OTMEUYEHO BO3/AEHCTBHE Ha BBDKMBAEMOCTD IO
IIPY pOJIax IyTEM KecapeBa CEUEHUsS. Y UUTHIBAsi COOTHOLIEHUE 3HAUEHUH SKCIIO3ULINHU, 3HAYMMOCTh
3TUX JaHHBIX JUISl YeJIOBEKa HEU3BECTHA.

TOKCMYHOCTH IPU MHOTOKPAaTHOM BBEJICHUM

Brnustaue nimTeNnpHOTO €XETHEBHOTO JICYEHUS BBICOKMMH J103aMH KaboTerpaBHpa OIICHUBAIU B
WCCIIEIOBAaHUSIX TOKCHYHOCTH C MHOTOKPATHBIM IEPOpPANbHBIM BBEJACHHEM IIpernapara Kpbicam
(26 nenenp) u ob6e3psiHAM (39 Henenb). Y Kpbic M 00€3bsiH, KOTOpPBIE TOJNyYald KabOoTerpaBup
nepopanbHo B qo3ax 10 1000 mr/kr/cytku uinu 500 Mr/Kr/CyTKH COOTBETCTBEHHO, HE OTMEYaIoCh
pPa3BUTHE CBA3AHHBIX C IPETMApaTOM HEXKEIATCIbHBIX SIBICHUH.

B 14-,Z[HCBHOM )51 28-,Z[HCBHOM HCCJICJOBAHUU TOKCUYIHOCTU Y 00€3bsH Ha6n10nanncr> HCXKCIJIATCIIBbHBIC
ABJICHUA CO CTOPOHBI JKCJIYAOYHO-KHIICYHOTO TpPAKTa (CHI/DKGHI/IC MacCbel T€JIa, PBOTAa,
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KUJIKUI/BOISHUCTBIA CTYT U 00€3BOKMBAHUE CPEAHEH WM TSDKEJIOW CTETEHH ), KOTOPBIC SIBIISLTUCH
pe3yJIbTaTOM MECTHOTO BO3JICMCTBUS IIpenapara, a He CHCTEMHON TOKCUYHOCTH.

B 3-mecsiuHOM Hcce10BaHn Y KPbIC IIPU IIOJK0KHOM BBEJIEHUM KaboTerpasupa 1 pa3 B mecsi (10
100 mr/kr/mo3a), BHyTPUMBIIIIEYHOM BBeJCHHH | pa3 B MecsIl (10 75 MI/Kr/mo3a) WiH MOJKOXKHOM
BBeneHuu 1 pa3 B Henenro (100 Mr/kr/mo3a) He 0TMEUAIOCh PAa3BUTHE HEXKEIIATEIBHBIX SBICHUH, a
Tak)ke He ObLIM BBISBJICHBI HOBBIE CIIy4yal OPraHHON TOKCUYHOCTH (TIPU SKCHO3UIUAX, OoJiee YeM B
30 pa3 mpeBBILIABIIMX 3KCIIO3MLMIO y 4YeJoBeKa Npu npumeHeHuu npenapara B MPIU 400 mr
BHYTPUMBIIIEYHO).

6. ®APMAIEBTUYECKHE CBOMCTBA
6.1. IlepeuyeHb BcnoMoOrateJibHbIX BellleCTB

Mannurton
[Tonucop6at 20
Maxporoan 3350
Boga nis unbekuuii

6.2. HecoBMecTHMOCTH

B cBA3M C OTCYTCTBHEM HCCIEIOBAaHUN COBMECTUMOCTH JAHHBIN JIEKAPCTBEHHBIN IIpenapar He
ClIeyeT CMEIINBATh C APYTUMHU JIEKapCTBEHHBIMU IIpenapaTaMu (B TOM YUCIE C PUIITUBUPHUHOM).

6.3. Cpok roagHocTH (CPOK XpaHeHMs)

3 rona.

[Tocne Habopa CycleH3WH B IIMPHI[ CIEIyeT MPOBECTH HHBEKIHIO KaK MOXHO CKOpee, OJHAKO
JIOTTyCKAaeTCsl XpaHEHWEe Tpernapara B IIMNpUIIE MPH KOMHATHOW Temrepatype Ao 2 vacos. [lo
MPOLIECTBUH 2 YacOB Mpernapar, MIMPHUI] K UTITY HEOOXOAUMO YTUIU3UPOBATh.

6.4. OcoOble MepblI MPEIOCTOPOKHOCTH NPHU XPAHEHUH

Xpanuts pu Temreparype He Beie 30 °C. He 3aMopaxuBaTh.

VYcioBust XpaHeHHs [TOCIIE IEPBOT0 BCKPBITHS JIEKAPCTBEHHOIO IIpenapara cM. B paszene 6.3.
6.5. Xapaxrep H conep:kaHHe YIIAKOBKH

He Bce pa3mepsl ynakoBOK MOTYT OBITh JOCTYIIHBI ISl peain3aliu.

Boxkabpua, 400 Mr, cychneH3us JUI BHYTPUMBIIIEYHOTO BBENEHUS C IPOJOHTUPOBAHHBIM
BBICBOOOXKICHUEM

ITo 2,3 M3 cycrieH3uu MOMENIal0T BO ()JIaKOH MPO3pavyHOro crekia tuma I, yTtoObl obecrneuuThb
u3BiekaeMblii 00beM 2,0 mi. dnakoH yKymopuBarOT NMpoOKOH U3 OpOoMOYTHIOBOrO Kaydyka
QIFOMMHHMEBBIM KOJIIMTAYKOM C OTPBIBHOM MJIACTUKOBON KPBIIIKON TEMHO-CEPOTO LIBETA.

CTeKkJIIHHBIN (pIIaKOH MpO3padeH Ha MOMEHT 3allOJHEHUS CyCIIeH3Hel U MpuoOpeTaeT KOPUIHEBBIN
OTTEHOK I10CJIE CTEPUIIN3ALMY TaMMAa-U3/TyYEHUEM.

ITo omHOMY (h1akOHY BMECTE C JIMCTKOM-BKJIQJBIIIEM U MHCTPYKLHUEH MO MOJATrOTOBKE M BBEACHUIO
rpenapara B Mayke KapTOHHOW ¢ KOHTPOJIEM ITEPBOTO BCKPBITHSL.
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BOKaGDI/Ia, 600 MI, CYCIICH3UA JJ4 BHYTPHUMBIIICYHOI'O BBCACHHUA C TMPOJOHTMPOBAHHBIM
BBICBO60)KI[6HI/I€M

ITo 3,4 Mn cycmeH3uM MOMEMIAIT BO ()JIAKOH MPO3padHOro crekia tuma [, 9To0sl oOecrednTh
n3BiekaeMbii 00beM 3,0 mur. DIakoH yKyHmOpHMBAKOT MPOOKOW M3 OpOMOYTHIIOBOTO Kaydyka H
AJTIOMUHHUEBBIM KOJITAYKOM C OTPBIBHOW IUIACTUKOBOW KPBILIKON OPAHKEBOTO LIBETA.

CTekJIIHHBIN (pIIaKOH MPO3padeH Ha MOMEHT 3allOJHEHHS CyCleH3Hel U MpuoOpeTaeT KOPUUHEBBIN
OTTEHOK T10CJI€ CTEPUIN3ALIUY FaMMa-NU3J1yYEHUEM.

Ilo OJITHOMY (bJ'IaKOHy BMECTC C JIMCTKOM-BKJIaAbIIIEM U HHCTPYKHHCﬁ 10 IOAT'OTOBKE U BBCACHHUIO
Iperapara B Ma4YKe KapTOHHOfI C KOHTPOJICM IIE€PBOI'0 BCKPLITHA.

6.6. OcoOble Mepbl MPEJOCTOPOKHOCTH NMPH YTHJIM3AIMHU UCI0JIb30BAHHOTO JIEKAPCTBEHHOT0
npenapara WM OTXO0J0B, MOJYYEHHBIX MOCJe NMPUMEHEHHUsl JIEKAPCTBEHHOIr0 Npenapara, u
Apyrue MaHMIYJSIIMU € NPenapaTomM

Het 0co0bix TpeOoBaHUH K yTUIM3ALUY.

HMHCTpyKIIMs 10 NOATOTOBKE 1 BBEJCHHUIO Ipenapara

1. IlpoBepka npenapara
J Bo3bMuTe ynakoBky npemnapara, U3BjiaeKuTe (JIakoH U3 KApTOHHON MayKu.

° Y6eautech, 4TO CPOK TOAHOCTH Mpemapara He ucrtek. He mcmoJib3yiiTe mpenapart mocJe
HCTEYeHNsI CPOKA rOAHOCTH!

. HezamemnmurensHo ocmorpute (nakoH ¢ mpemapatoM. He ucmosb3yiiTe mnpemapar mnpu
HAJTMYUU BO (PJIAKOHE MHOPOTHBIX YACTHII.

J Ecnu npenapaT xpaHuiicsi B XOJIOJWIbHUKE, TOCTaBbTE (DJIAKOH HA MJIOCKYIO FTOPU30HTAIbHYIO
MOBEPXHOCTh U OCTABbTE KaK MUHUMYM Ha 15 MHUHYT, 4YTOOBI MO3BOJIUTH €MY Harperbcs 10
KOMHATHOW TeMIEpaTyphl Nepej1 MPOBEIEHUEM UHBEKIIUH.

IIpumeuanue. Y ¢rakoHa kaboTerpaBupa CTeKJIO UIMEET KOPUUHEBATHIA OTTEHOK.
2. TloaroroBka npenapara
. Kpenko nepxa drnakon B pyke, JHEprUuHO BCTpsiXuBaiiTe ero He MmeHee 10 cekyH.

B kauecTBe anbTepHATUBBI, MOKHO MOMECTUTH (PJIAKOH B BOPTEKC-MHUKCEP U BCTPSAXMBATH B
BEPTUKAIBHOM IOJIOKEHUU 0K0JI0 10 cexkyH.

. [lepeBepHuTe (hIaKOH MOHBIIIKOM BBEPX M OCMOTpPUTE IIpernapar, 4ToObl yOequThCcs B
OJHOPOJHOCTH cyclieH3uu. Eciu cycrieHs3ust HeoAHOpOoIHas WM HaOIr01aeTcs 0CaloK, CHOBA
BCTpAXHUTE (1akoH. [lomyckaercss IpUCYTCTBHE MENIKUX ITy3bIPbKOB BO3/yXa.

J CHUMHTE OTPBIBHYIO KPBILIKY C (piIakOHa.
. [IpotpuTte pe3anHOBYIO POOKY CUPTOBON CaNPETKOM.

ITocse nporupanust pe3MHOBOM NMPOOKHM He MPHUKAcCaiiTeCh K Heill pyKaMM M He J0IIyCKaiiTe ee
KOHTAaKTa ¢ KaKOH-1M00 MOBEPXHOCTHIO.

3. IloarorosBka mImpuLa M MIJIbI 451 HA0opa nmpenapara

. Bo3pMuTe MoAXOAAIIYIO UITTYy U1 CIIUPALMU U IIIIPULL BMECTUMOCTBIO 5 MIL
. [1710THO IPUCOEUHUTE UIITY K LUIIPULLY.

o CHHUMHTE KOJITTAYOK C UIJIBI.
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J HaGepure B mmpur okono 1 mit Bo3ayxa. 9To 06sieryut Habop mpenapara B IIIPHUILL.

4. HaOop no3bl npenapara

o [TocraBpTe (h1akoH ¢ mpemapaTom Ha IUIOCKYO TOPU30HTAIBHYIO TOBEPXHOCTb.

o [IpokonuTe Urioii mpoOKy ¢uiakoHa U BBEAUTE UIITY BO ()IIAKOH.

o HaxxmuTe Ha MOpIICHb MIMPUIIA 0 YIOpa, YTOOBI BBIMTYCTUTh BECh BO3AYX W3 IIMPHUIIA BO
(bnakoH.

o [lepeBepHuTe (pr1akoH JOHBIIKOM BBEPX W MEIUICHHO MOTSHUTE MOPIIEHb, YTOOBI HAOpaTh B

HIMPUI] KaK MOXHO Oouibinie cycnensuu. O0beM HaOpaHHOW CYCIIEH3UH MOXKET MPEBBIIIATH
HEO0OXOIUMYIO J103Y.

. N3Bnekure uriny u3 npoOku (aakoHa.

HpnMeanne. Y66I[I/ITCCL, 4TO CYCIICH3UA Ka60TerpaBHpa BBITJIAOUT OI[HOpOI[HOﬁ Hn UMCCT LBCT OT
0enoro A0 CBCTJIO-PO30BOIO.

5.  BbiOop uriabl AJs1 BBeJIeHUs Npenapara
. Bribepure urity ajsi BHRyTPUMBIIICYHON HHBEKITUH.

B 3aBHCHMOCTH OT TEJIOCIOXEHHS IMAIMEHTA, JUIS BBEJCHUS MOTYT OBITh HMCIIOJIH30BAHBI WTJIBI
Pa3IMYHON JJIUHBI U/WIH Kauuopa.

Pexomenayemblii pazmep urJisl i kaborerpasupa: 38 mm ninu 40 mm, 23 G.

g nmauuentoB ¢ BeicokuM MMT moxer morpeboBaThecsi Oonee juMHHasA uria. Hampumep, ecnu
UMT namuenta coctaisier 0onbiie 30, peKOMEHIYyeTCsl UCIOIb30BaTh UMy ATUHON 50 MM uiu
6oree.

B 3aBHCHMOCTH OT TEJIOCIIOKEHHS MMAIMEHTA, I KabOoTerpaBupa JIOMYCKACTCS HCITOIb30BAHUE UTIT
or 21 G no 25 G.

6. IloaroroBka UrJbI AJIs BBeACHUS npemapara

. OTtcoeauHuTe OT WINpUIA UIINy AJs Habopa mpenapara U yTWIM3HPYHTE ee HaJJleKaluM
o0Opa3zom.

HpuMeqa}me. ITocme OTCOCAMHCHUS UTJIbI ACPKUTC IIIMPUL] BEPTUKAIIBHO, KOHYCOM BBCPX, YTOOBI
n30eKaTh BBITCKAHMS npernapara.

L4 Bosbmure Uity mjist BHYTpHMBImeqHOﬁ HHBCKIUHW, CHUMUTC BHCHIHIOIO YIIAKOBKY (HaKeTI/IK)
J0 ITOJIOBHUHBI UT'JIBI.

o [110THO MPUCOEAMHUTE UTITY K LITPUILLY.
J CHUMHTE BHEIIHIOK YIIAKOBKY C UIJIbI IOJIHOCTBIO.

Cycnensuto, HaOpaHHYIO B INIpPHUL, HEOOXOAWMO BBECTH MALMEHTY KaK MOXHO CKOpee, YTOOBI
n30exarb OCeJaHMsI YacTHI] CYCIEH3MHM BHYTpU Mwmmpuna. JlOmycTHMBIM HHTEpBal MEXIY
MOJITOTOBKOM M BBEIGHUEM IIperapaTa cocTanisier He 6onee 2 yacos. [lo uctedennu 2 4acoB IMIMPHIL
C MpenapaTroM U U1y He0OXO0AUMO YTUIIU3UPOBATh.

7. OnpexaejieHue MecTa BBeACHUS

[Ipenapatsl HEOOXOIMMO BBOJAWTH B STOAWYHYIO MBIIIY. JlOomycTHMBI clieayronue 00J1acTu
BBEICHHU:

o BenTpo-arogu4Has o6iacTe — peKoMeHIyeMas

o Jopco-sroguuyHast 061acTh (BepXHUN HApY>KHBIN KBAJPAHT)
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IIpumeuanue. ToabKo 115 BBEAEHUS B SIrOANYHYIO Mbly. He BBOOMTH BHYTPHBEHHO!
o [TaneHT HaXOaUTCA B MOJ0XKEHUU JIeXKa WM TOJTyJIeXka Ha CIIMHE, Ha OOKY MJIM Ha JKUBOTE.

J [TomectrTe OcHOBaHUE J1a0HU Ha 00JIBLION BepTell O€pEeHHOI KOCTH NalleHTa (JIEBYIO pyKy
Ha IIpaBoe 6e11po, 1100 IpaByo pyKy Ha JieBoe 0epo). YKa3aTenbHbIi Hael Ipy 3TOM JIEKHUT
Ha BEpXHEW NepeqHel MOoAB3I0IIHON OCTH WM HaIlpaBJIEH B €€ CTOpOoHY. OTBeaUTE CpeHU
najiel OT yKa3aTelbHOro Tak, YTOObl OHM 00pa3zoBaiu OykBY «V» WM TpeyroybHUK. MecTo
WHBEKIIMA HAXOJUTCS BHYTPU TPEYTOJIbHHMKA, OOpPA30BAHHOTO MEXIYy YKa3aTeJIbHBIM U
CPeAHMM NajblaMU U TpeOHEM I10JIB3IOIIHON KOCTH.

L4 Ilo BO3MOXXHOCTH, MECTA I/IH’BCKHI/Iﬁ JOJIDKHBI HAXOAUTHCA Ha paCCTOSAHUM HE MCHEC 2 cM Apyr
OT Apyra U OT MCCT IPOABJICHUSA KOKHBIX peaKm/Iﬁ.

8. IMoaroroBKka WMpHIAa K BBEAEHUIO
L] CHI/IMI/ITG KOJIITAYOK C UTJIbI AJI1 BHYTpHMBIHIe‘IHOfI HNHBCKIINU.

. VY nepxuBasi WINPUL BEPTUKAIBHO, UTJI0M BBEPX, IOCTYUMTE M0 IINPHULLY MAJIBLIEM U aKKYypPaTHO
HaJaBUTe Ha TMOPIIeHb, YTOOBI YJAIUTh MYy3bIPbKH BO3AyXa u3 Immpuna. [Ipomomxas
HaJaBIMBATh HA MOPUIEHb JO0 OTMETKU 2 MJI Wind 3 Mil (B 3aBUCHMOCTH OT J03bI), yAaJUTE
M3IUIIEK CYCIEH3UHU, YTOObI BBECTH MPABUILHOE KOJIMYECTBO MperapaTta.

9. IloaroTroBKka MecTa BBeAEHUA

Z[J'ISI IpeaAOTBpallCHUA ITOBPCIKACHWA MbIIIIbLI WKW BBITCKAHUA IIPCIiIapaTa M3 MECTa MHBCKIUU BO
BpeMs WM Cpa3y MMOCJIC MHBECKIUHA, CICAYCT UCII0JIb30BaTh Z-MCTOI{I/IKy BBCACHMA IIpCIiapara.

OopadoTaiiTe MeCTO HHBEKIMHU CIIUPTOBOM caa(eTKOoi 1 JOKIUTECh BHICBIXaHUS KOXKH.

J [TonoxuB pyky Ha Oelpo manueHTa, OTTSHUTE KOXKY B MECT€ HHBEKIUU BHHU3 WIH B CTOPOHY
IIPUMEPHO Ha 2,5 cM.

L4 COXpaHI/ITC AAaHHOC ITOJIOKCHUC Ha BCC BPEM: IIPOBCACHUA NHBCKIIUU.

Cnez[yeT O6paTI/ITL BHUMAHHUE, YTO C€CJIMW B IMpPCAnojaraCMoM MECTC BBCIACHHSA ObLIa paHee
IMpoCTaBJICHA OTMCTKA, ITPU NPUMCHCHUHU Z-MCTOI[I/IKI/I OHa CMCECTHUTCA C HGpBOHﬂ‘I&]’IBHOﬁ ITO3UIINH,
MO3TOMY HCO6XOJII/IMO 6y,[[eT MBICJIICHHO TMPEACTABUTL HU3HAYAJIBHO IMpCAIroraracMoec MeECTo
BBCACHUAI.

10. Bsenenue npemapara

° BBeaute uriy miaBHbIM, HO TBEPABIM ABMKEHUEM 107 yriioM 90 rpaaycoB Ha BCIO €€ JJIUHY
WJTU 0CTATOYHO TIIYOOKO, YTOOBI IOCTUTHYTh MBIIIIIBI.

L4 Hepe,u BBCACHHUEM IIp€rapara MCIJIICHHO MW AKKYpPAaTHO IIOTAHUTC Ha3ad ITOPUICHD, YTOOBI
Y6CI[I/ITI>C$I, 4TO B MIIIPULIC HCT KPOBH.

Ecau B mmpwuil monana KpoBb, MIMPHUIL C IPENapaToM U UTIy HEOOXOAMMO yTHIM3UPOBATh. B aTOM
clly4ae He0OX0IUMO 3aHOBO MOJITOTOBUTH IIMPHUIL C TPEMapaTOM M UTITy ¥ BBECTH IIperapaT He MeHee
4YeM B 2 CM OT MeCTa HEyJa4YHON MHBEKIUH.

. [Iponomxkast ynepKuBaTh KOXY pacTAHYTOM, MEIJEHHO M PaBHOMEPHO HAJIaBIIMBAlTE Ha
MOPILIEHb LITPHULA A0 yIopa.

. Y6enureck, 4TO MIPHUILL TyCcT. BEDKINTE HECKOIBKO CEKYH/I, IPEX A€ YeM U3BJIEKaTh UIITY.

. W3BnekuTe urily 1 He3aMeUIUTENIbHO OCBOOOINTE PACTAHYTYIO KOXKY.
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11. Oo6padoTka MmecTa BBeJeHUs

. B Mecte MHBEKIMM MOXET HAOMIONATHCS HEOOJBIIOE KOJMYECTBO KPOBU HIIU JKUAKOCTH.
HagaBute Ha MECTO WHBEKIUH, HCIONIB3YS CYXyl MapieBylo caindeTky, 0 MpeKpalleHus
KPOBOTEUYECHHUSI.

J B cnyuae kpoBoTeueHUsI B MECTE HHBEKIIUH MOKET ObITh HaJIOXKeHA HEOOIIbIIask MOBSI3KA.
He maccupyiite MecTo BBeieHus1!

Heckomnpko MHUHYT IIOCJIC MHBCKIUU MMALIUCHTY CICAYCT OCTaABATHCA HCIIOJABUIKHBIM, 0COOEHHO eciiu
OTO nEpBast UHBbCKIUA UJIU €CTh OIIACHOCTDb IIOTEPHU CO3HAHU.

12. Yruausauus

. YTUnU3upyiTe HCIONB30BaHHbIE WIJIbI, IINPHIBI, (IAKOHBI M TMPOYHE MaTepHajbl
Ha/IJIeKaIIUM 00pazoMm.

HOBTOpI/ITe BC€ NMEPECINCIICHHBIC BBILIEC 3TAIIbI AJIA BBECACHUN 2-ro npemnapara.

Ecan PUIIIMBUPUH HE OBLT BBCACH IICPBBIM, IPOBCAUTEC IIOATOTOBKY M BBCIACHHC IIpCIIapara
pUIIIMBUPHUHA COINIACHO MHCTPYKIUHU 11O MCAUIUHCKOMY IMIPUMCHCHUTIO PUJITITMBUPHUHA.

Bropoii npenapar cieayer BBOAUTH B APYTYIO CPEIHIOK STOJUYHYIO MBIIIIY MM HE MEHEE YEM B
2 cM OT MecTa IPEebIIyIIeHd HHBEKIUH.

7. JAEPXKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUAA

Coenunennoe Koponesctso

«BuuB Xenckep Benukobpurtanus Jlumuten» / ViiV Healthcare UK Limited

Anpec: 79 Hpro Oxcoopna crput, Jlonnon, WCIA 1DG, Coenunennoe KoponesctBo / 79 New
Oxford Street, London, WC1A 1DG, United Kingdom

Ten.: +44 (0) 800 221441

DnekTpoHHas mouTa: customercontactuk@gsk.com

7.1. IlpencraBureib AepsKaTesss perUCTPALHOHHOIO YA0CTOBEPEHUS

[Iperen3uu notpedbuTeneil HaNPaBIATH 110 aJIPECy:

Poccniickas @enepanns

AO «I'makcoCmutKusitn Tpeiauar»

Anpec: 125167, r. MockBa, Jlenunrpaackuii np-T, A.37A, kopmyc 4, stax 3, nomernieHne XV,
KoMHara 1

Ten.: +7 495 777-89-00

®dakc: +7 495 777-89-01

JKanoOsl Ha Ka4eCcTBO JICKAPCTBEHHOTO TIperapara HeoO0X0IMMO HAMPaBJIATh Ha aJIpec AICKTPOHHON
moutsl: 0ax81701@gsk.com

CooOreHHs 0 HeXKEIATeIbHBIX PEaKIUIX HEOOXO0AMMO HAMPABIISTh Ha aJpec MICKTPOHHOU IMOYTHI:
ru.safety@gsk.com

8. HOMEP PETHCTPAHIMOHHOI'O YAOCTOBEPEHUSA

JITI-Ne(001504)-(PT-RU)
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9. KATEI'OPUSA OTIIYCKA JIEKAPCTBEHHOTI' O ITPEITAPATA

JlexapcTBEHHBIH MpenapaT OTHOCUTCS K KATETOPUU OTITYCKa IO PElenTy.

OOmiasi xapakTepucTHKa JIEKapCTBEHHOro mpenapara BokaOpua nocTynmHa B €IMHOM peecTpe
3apEeTUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPeACTB EBpa3uiicKoro 3>KOHOMHYECKOTO COK03a U Ha

obuLHaTLHOM caiite YIOJTHOMOYEHHOT'O opraHa (9KCTIepTHOI OpraHu3aInH)
https://lk.regmed.ru/Register/EAEU_SmPC.
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