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OBIIAS XAPAKTEPUCTHKA JIEKAPCTBEHHGFOTIPEIEAPATA 002)

V JlaHHBI TIEKapCTBEHHBIN Mpernapar MoJIeKUT JOMOJHUTEIbHOMY MOHUTOPUHTY. DTO MTO3BOJIUT
OBICTPO BBHIIBUTH HOBYIO HWH(pOpMamuio mo Oe3omacHOoCTH. Mbl oOpamaemMcsi K pabOTHHUKaM
CUCTEMBI 3/IpaBOOXPAHEHHsI C MPOCHOOI COOOIIATh O JIIOOBIX MOJ03PEBAEMBIX HEKEIATEIBHBIX

peakuusix. [Topsaok cooOiieHust 0 HeKenaTeIbHBIX PEaKIUsIX MPeICTaBICH B paszaene 4.8.
1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITPEITAPATA

Pexambuc, 600 wmr, cycmeH3us Uil BHYTPUMBIIIECYHOTO BBEACHUS C IPOJOHTHPOBAHHBIM

BBICBOOOKIEHIEM.

Pexam6buc, 900 wmr, cycmeH3us JUii BHYTPUMBIIIECUYHOTO BBEICHHUS C IPOJOHTHPOBAHHBIM

BBICBOOOKIEHHIEM.
2. KAUECTBEHHBIN U KOJIMYECTBEHHBIN COCTAB

JelicTByroniee BeIeCTBO: pUIITTUBUPHH.

PexamOuc, 600 wmr, cycleH3usi JUli BHYTPUMBIIIIEYHOIO BBEIEHWUSA C OPOJIOHTHPOBAHHBIM

BBICBOOOXKICHUEM.

Kaxxnpiit Mt cycrienzuu coaeput 300 Mr puianuBUprHa.
Kaxnpiii girakon o6bemMom 2 Mt conmepxut 600 MT puInmuBUpHHA.
BcnomorarenbHble BeliecTBa, HAIMYUE KOTOPHIX HAJ0 YUYUTHIBaTh B COCTaBE JIEKAPCTBEHHOIO

npenapata: HaTpuii (cM. paszaen 4.4.).

PeKaM6I/IC, 900 MI, CYCHICH3MA [JI4 BHYTPHUMBIIICYHOI'O BBCACHHA C IIPOJOHIMPOBAHHBIM

BBICBOOOKIIEHUEM.

Kaxapiit mit cycnienzuu coaepkut 300 Mr puJinmuBUpUHA.
Kaxnprit prnaxon o6bemom 3 mi copepxkut 900 Mr pusnmuBUpHHA.
BcnoMorarenbHble BellecTBa, HAIMYME KOTOPBIX HANO YUYHUTHIBATh B COCTABE JIEKAPCTBEHHOI'O

npenapara: Hatpuid (cM. pazzaen 4.4.).

[TonHbIi mepeyeHs BCIIOMOTATENbHbBIX BEIIECTB MPUBEACH B pazjene 6.1.

3. JEKAPCTBEHHAS ®OPMA
CycneH3us AJ1 BHYTPUMBIILIEYHOTO BBEJICHUS C IIPOJIOHTMPOBAHHBIM BBICBOOOKICHUEM.

Benas wau nmouru Oemnas CyCrcH3us, CBOGOI[HEUI OT BUJAUMBIX IMOCTOPOHHUX YaCTHII.
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4. KINMHUYECKUE JAHHBIE (MOCNEODBATENBEHOCTE 0002)

4.1. [loxka3zanusi K NPUMEHEHUIO

[Ipenapar PexkamOuc moka3aH K MPUMEHEHHIO y B3POCIBIX AT JeUeHHs] HHPEKIUH, BI3BAHHOM
BUpYyCOM MMMyHOAe(puuuTa yenoseka 1-ro tuna (BUY-1), B komOuHanmm ¢ kaboTerpaBupoM B
BH/JIC MTHBCKIIUNA TP HAJTMYHH BUpYycoJioTnueckoi cynpeccuu (kortentpamnus PHK BUY-1 menee
50 xommii/mir) Ha (GOHE TOCTOSHHOW aHTUPETPOBUPYCHOM TEpamuu, a TaKXKe MPH OTCYTCTBUHU
BHUPYCOJIOTMUECKON HEyAauu W BUPYCHOM PE3MCTEHTHOCTH (B T.4. B aHAMHE3€) K Ipenaparam
IpyNIbl HEHYKJICO3UHBIX MHTHOUTOpOB 00paTHO#M TpaHckpunrtazbl (HHUOT) u unruburopos

unrterpassl (MaN).
4.2. PexxuM 103MpOBaHNs U CNIOCO0 MPUMEHEHUs!

JleyeHune MOJDKHO Ha3HAYATHCS BpadyoMm, UMEIOImMM OonbIT yieueHus BUYU-undexmuu. Kaxnas

HWHBCKIUSA JOJIKHA TPOBOAUTHCA MCAUITUHCKUM pa6OTHI/IKOM.

Jlo Hauana mpuMEHEHHs mpernapata PekamMOWC HEOOXOIUMO MPOBECTH TIHIATECIBHBIA OTOOP
MAIMEeHTOB, KOTOpPBIE COTJACHBI C TpeOyeMbiM TpauKOM TMPOBEACHUS WHBEKIUH, H
IMPOKOHCYJIbTUPOBATH MAIIUCHTOB O BaXXHOCTU COGJIIO,Z[GHI/I}I 3aIllJTaHUPOBAHHBIX BHU3UTOB B
MCIUIUHCKYIKO OpPraHU3aluio IJid TMOJTYyUYCHUA I/IH’beKHI/II\/'I, I-ITO6I:J noAACPIKUBATh CYHPCCCHUIO
BUpyCa ¥ CHH3HWTh pPHCK BHUPYCHOH OTHauu (TIOBTOPHOTO IMOBBIINICHUS THTpa TIOCIE
NIEPBOHAYAILHOW CYNPECCHH) U TMOTESHIIMATHHOTO PA3BUTHS PE3UCTCHTHOCTH B CIIy4ae MpOIycKa

3aIllJIaHUPOBAHHBIX 103.

[Toce mpekpalieHuss UHbEKITMOHHOTO TPUMEHEHUs TpernapaTa PekaMOruc HE0OX0IMMO TepenTr
Ha aJIbTEPHATUBHBINA, IMOJIHOCTHIO CYNPECCHUBHBIA PEXUM aHTHUPETPOBUPYCHOM Tepanuu He
MO3HEE YeM uepe3 MeCsIl MOCie BBEACHUS MOCIeAHEH T03kI penapata PekamOuc npu pexxume
no3upoBaHus 1 pa3 B 1 MecsiI] uin He MO3/AHEE YeM uepe3 2 Mecslia 1Mociae BBEACHUS MOCIeaHel

10361 mpernaparta PekamOuc mpu pexume no3upoBanus 1 pa3 B 2 mecsna (cM. pazaen 4.4.).

[Ipenapar PexamOuc nmokaszan k npuMeHeHHIo s jgeueHuss BUY-undexnun B KOMOUHAIMH C
KabOTerpaBupoOM, MO3ITOMY Ui ONpEACTICHUS PEKOMEHIYeMOW 103bl KaboTerpaBupa cienyer

03HAKOMUTHCS ¢ HH(OpMaLuel o ero MEAUIIMHCKOMY PUMEHEHHUIO.

PexxuM 103upoBaHus

Jleuenue nmpemnapaToM PekamOuc MOXeT OBITh HAYaTO C BBOJAHOMW MEPOPaAIbHON Tepanuu win 0e3

Hee (HEMOCPEACTBEHHO C BBEACHUSI UHBEKIINN ).
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Tepanus MoxeT ObITH HauyaTa ¢ IpueMa TabIeToR [ irstipinita) & | kateerse Upbbrmoii

NepopabHON Tepanuu nepe]] MHbEKIIMOHHBIM TPUMEHEHHEM Tpernapara PekaMOuc st oneHKu
MEPEHOCUMOCTH PUANHUBHPUHA (CM. TAaOIUIYy 1) MM HENMOCPEACTBEHHO C BBEICHHUS Ipernapara
Pexam6uc (cm. Tabmunbl 2 u 3, 11 pexxuMa no3upoBanus 1 pa3 B mecsip 1 1 pa3 B 2 mecsIa,

COOTBETCTBEHHO).

Beoonas nepopanvnas mepanus

[Ipy ucnonp30BaHMK BBOJHOW MEPOPATBHOM Tepanmvu NEpel] HadyajloM MNPUMEHEHHSs Mpenapara
Pexam6uc, TabneTKy pUINMMBUPHHA [T IpUeMa BHYTPb BMeCTe ¢ TabjaeTkaMu KaboTerpaBupa s
IIpveMa BHYTPh CJEIyeT IPUHUMATh B Te€UeHUE NMpuUMepHO | Mmecsana (He meHee 28 nHEl) As
OLIEHKH NIEPEHOCUMOCTH PWJINUBUPUHA U KaborterpaBupa. OgHy TableTKy pUINMBUpPHHA 25
MI' CJIeIyeT MPUHUMATh BO BpeMs €Ikl BMECTE C OJTHOM TabyeTkoi kaborerpasupa 30 mr 1 pa3 B

cyTkH (cM. Tabnuiy 1).

Taoaunma 1 Cxema BBOJAHOI MepoOpPaJIbHOM TepPaNuu Y B3POCJIbIX

JlekapcTBeHHblil | BBogHasi mepopajibHas Tepanus

npemnapar B Teuenune oqHOrO Mecsina (He MmeHee 28 qHeil), 3aTeM NMepBoe BBeAeHNE
npemnapara?®

Punmusupun 25 mr 1 pa3 B CyTKH BO BpeMs €1bl

Ka6orerpasup 30 mr 1 pa3 B cyTKHn

& cM. Tabmuity 2 st cxeMbl mpuMeHeHus 1 pa3 B 1 Mecsiy u Tabiuiry 3 A1t CXeMbI TPUMEHEHUS

1 pa3 B 2 Mecsna.

Peoicum 0031/11708617-11/{}1 1 paz 6 mecay

Ilepsoe ssedenue npenapama Pexamobuc (900 me, umo coomsemcmeyem 3 mi)

BBenenue mepBod m03bI Tpenapara PexamMOuc TpOBOAWTCS B TOCICAHUN JCHb TEKYIICH
AQHTUPETPOBUPYCHOM Tepalmuu WIA BBOJHOM IIEPOPAIIBHOM TEpallMM  PUINMBUPUHOM.
Pexomennyemast no3a mpenapara Pekam6uc cocrasisier 900 Mr omHokpatHo. Pexomenmyemast

no3a kaborerpaBupa — 600 Mr OJHOKPATHO.

Tocneoyrowee 6sedenue npenapama Pexamobuc (600 me, ymo coomeemcmayem 2 mi)

BBenenne mocnemyromiei 103l npenapara PekamOuC MpoBOAMTCS Yepe3 MecsI] MOCie €ro
MEPBOro BBEJCHUS, U Jlajiee MpernapaT BBOJUTCS exeMecsyHo. PexkomeHtyemas 1o3a npemnapara
Pexam6uc cocrasnsier 600 mr 1 pa3 B mecsir. Pekomennyemas go3a kaborerpasupa — 400 mr 1 pa3
B Mmecsn. [Tocnenyromue 10361 npenapara Pekam6uc u kaborerpaBupa MOTYT OBITh BBEJICHBI B
IIEPUOJ HE paHee YeM 3a 7 JHEU 10 WU He MO3JHee YeM uepe3 7 JTHEH Iocie 3alUIaHMPOBAHHOU

JaTEL
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(NOCNEQCBATENEHOCTE 0002)

Tadiuma 2 PexomeHnayemasi cxeMa BHYTPUMBbIIIEYHbIX MHbeKHuil 1 pa3 B 1 mecsan y

B3pPOCJIbIX MAIIMCHTOB

JlekapcTBeHHBIH IlepBoe BBeieHMe penapara IMocaenywinee BBeaeHUE

npenapar HNubekuun ciaenyer HAYaTh B

N . Yepes 1 mecsin mocie nepsoro
NOcJeIHUI 1eHb TeKyllel

N BBeJlCHHS Npenapara i 3aTeM
AHTHPETPOBMPYCHOI Tepanuu,

JIn00 BBOJHOM NepopaIbHOI CAHEMECHIHO
Tepanuu pUWINHBHPUHOM (B
cJiyyae ee NpuMeHeHMs)
Punnusupun 900 mr 600 mr
Kaborerpasup 600 mr 400 mr

Peorcum dosuposanus 1 pas 6 2 mecaya

Ilepsoe u emopoe 6sedenue npenapama Pexambuc ¢ unmepsarom 6 1 mecay (900 me, umo
coomeemcmeyem 3 M)

BBenenne mepBoil 103bl mpemapara PexamOuc mpoBOIMTCS B IMOCIHEAHUN J€Hb TEKYIIeH
AHTHUPETPOBUPYCHOW Tepanuu WIM BBOJHOM TMEPOPAIBHOM Tepanmuud PUINUBHUPHUHOM.
Pexomenayemas no3a mpemnapara PekamOuc cocraBmser 900 mr omHOkpaTtHO. PekoMenmyemas
no3a kaborerpaBupa coctasisier 600 Mr omHokpaTHO. Uepe3 Mecsl] BBOJAUTCA BTOpas 103a
npenaparta Pexkambuc — 900 mMr ogHokpaTtHo. Pekomenayemas no3a kaboTerpaBupa COCTaBIISIET
600 mr omHOKpaTHO. BTopas no3a nmpenapara PekamOuc u kaboTerpaBupa MOXeT ObITh BBEJICHA B
MIepUOJ] HE paHee yeM 3a 7 JHEH 10 WK HE MO3JAHEee YeM uepe3 7 THEH mocie 3amiaHupOBaHHOM

IaTHL.

Ilocneoyrowee esedenue npenapama Pexambuc ¢ unmepsanom 2 mecaya (900 me, umo
coomseemcmayem 3 M)

Brenenue mocnemyroriei 10o3bl npemnapata PekamOuc mpoBoauTCs depe3 2 Mecsia mocie ero
BTOPOrO0 BBEJIEHHMs, W Jlajee Ipenapar BBOJUTCA Kaxiple 2 Mecsua. Pexomenayemas no3a
npenapata Pekam6uc cocrasisier 900 mr 1 pa3 B 2 mecsiia. Pekomenyemas 1o3a kaborerpaBupa
— 600 mr 1 pa3 B 2 mecsna. [Tocneayromue no3el npenaparta Pekam6uc u kaboTerpaBupa MOTyT
OBITH BBEJCHBI B TIEPHO]T HE paHee YeM 3a 7 JHEH JI0 WM HE TO3[IHee YeM uepe3 7 JHeH mocie

3aIJJaHUPOBAHHOM JAThI.
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Tabauna 3 PexkoMeHayemasi cxemMa BHYTP Mblmeli:ﬂ;&::-ﬂﬁm-ﬁ%EﬂbH;ETf'ﬁe'c'ﬂ:ﬂa y

B3pPOCJ/IbIX MAIUCHTOB

JlekapcTBeHHBIN IlepBoe 1 BTOpOE BBEIeHHE IMocaenywinee BBeaeHUE

npemnapar npemnapara npemnapara

Nubexnun CJIeayeTr HadaThb B

MOCJIeAHUI AeHb TeKyLen
Yepes 2 mecsina mocJie
AHTHPETPOBHPYCHOM Tepamnumu,
MOCJIe/IHer0 BBe/ICHUSI
JI00 BBOJHOM MepopasibHOil .
HAYAJIbHOM HHBEKIUH
Tepanuy pUuJINUBHPHHOM (B
npenapara M 3aTeM Kaxkabie 2
caydae ee npuMeHeHus1). Yepes

Mecsa
MecsIl cileyeT BBeCTH BTOPYIO
HAYAJIbHYI0 HHBEKIHUIO.
Punnusupun 900 mr 900 mr
Kaborerpasup 600 mr 600 mr

Pexomenoayuu no 003“[906617—!1/{}0 npu nepeeode C pearcuma ()OS’MDOGCZHM}I 1 pas 6 1 mecauy na

peacum 0ozuposarus 1 pas e 2 mecaua

[Ipu nepeBoie MalMEHTOB C pekrMa 103upoBaHus 1 pa3 B 1 mecsi Ha pesxuM no3upoBanust 1 pas
B 2 MecsiIa clieyeT OJHOKPATHO BBECTH mperapaT Pekambuc B 1o3e 900 mr yepes 1 mecsir mocie
BBEJICHHS ero nocieaneit 1o3el (600 mr); B qanpHEHIEM mpenapar cieayeT BBOaAUTh B 03¢ 900

Mmr 1 pa3 B 2 mecsna.

Pexomenodayuu no 003uposanuio npu_nepesooe ¢ pedcuma _oozuposanus 1 paz 6 2 mecaua Ha

pearcum 0ozuposarus 1 paz e 1 mecsau

[Ipu mepeBojie MAIMEHTOB C peKUMa J03MPOBaHMs 1 pa3 B 2 mMecdlla Ha peXUM J03UpoBaHus 1
pa3 B 1 Mecs1r cnenyeT BBecTH npenapat Pekambuc B 103e 600 Mr uepe3 2 Mecsiiia mocjie BBEACHHUS
ero nocneaneit 103e1 (900 Mr); B nanpHeimem npemnapar ciaeayer BBoauTh B 1o3e 600 mr 1 pa3 B

MECHIIL.

IIponywennvie 003vl

[TaunrenTtam, NPONMYCTUBIIMM BHU3UT Ui MPOBEACHUS 3alVIAHUPOBAHHOM WHBEKIMH, CIEIyeT
MPOBECTH MOBTOPHYIO KIMHUYECKYIO OLIEHKY, YTOOBI YOSIUTHCS, YTO BO3OOHOBICHUE TEPAIUU
octaercsi LenecooOpa3HbIM. PexomeHmanuy 1Mo JO3MPOBAaHUIO Ipenapara Mocie MpoIycKa

WHBEKINH MPUBEICHBI B TaOmmax 4 u 5.
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IIponyck WHBEKIIMU TIpU PEKUME T03WpoBaHus 1 Dh@l%"ﬂ%gﬁd]zgll\/kﬁéﬂﬂ :|6ll)'ﬂléel'l 2-X

HOCIENVIOMNX UHBEKIIUN IIEPOPATILHON TEPAITHET )

Ecnu nanueHT HamepeH MpOIyCTUThH 3aIUIaHUPOBAHHBIN BU3UT, U CIEIYIOIINNA BUSUT OKUAAETCS
yepe3 7 wiu OoJjiee JHEH TOCIE 3alUIAHMPOBAHHOTO BHM3WTA, TO I 3aMEHBI He Oojee 2-X
MOCJEAYIOINUX UHBEKIIUHA MOKHO Ha3HAYUTh NEPOPATIbHYIO Tepanuio: 25 Mr puinuBupruHa u 30
MT Kaborerpasupa 1 pa3 B CyTKH.

[lepByto 103y 3THX HpenapaToB MAIMEHTY CIEAyeT MPHUHATh yepe3 | mecsn (£ 7 qHeid) mocie
UHBEKIIMOHHOTO BBEJCHHUS TMOCiIeIHeld J03bl mpenapara Pexkambuc u kaboTerpaBupa.
[IpumeHeHue npenapaToB B MHBEKIIMOHHOW (GopMe cienyeT BO30OHOBUTH B JIEHb 3aBEPILICHUS
nepopabHOM Tepanuu (cM. Tabuiy 4).

Ecnu mamueHT HamepeH NpOmyCTHTh Oojiee 2-X 3aIlUIaHUPOBAHHBIX BHU3HMTOB (T.€. NPU €O
CJIEyIOIIEeM BU3UTE C MOMEHTAa UHBEKIIMOHHOTO BBE/IEHUS MOCIIeIHEN 103bI Tpenapara PekamOuc
1 KaboTerpaBupa npouaeT 0osee 2 MeCsIeB), TO CIEAYeT HayaTh AIbTEPHATHBHYIO MTEPOPATLHYIO
TEpanuio (KOTopasi MOXKET BKJII0YaTh PUIINMBUPHH NIepopasibHO) uepe3 1 mecsn (+ 7 nHeit) mocie

WHBEKIIMOHHOTO BBEJICHUS MOCIeIHEH 1036l penapara PekamoOuc.

Tadoauna 4 PexoMeHnaauum 1o J03MpoBaHuIo npenapara PekamoOuc nocse nmpomycka
HHBbEKIUI  WIN OTMEHBbI ePOPATbHOH Tepanuu NP pPexuMe

no3upoBanus 1 pa3 B 1 mecsing

Bpemss ¢ MomenTa | PekomeHaauuu

nocJjeaHell MHbEeKINH

<2 mecsiueB Kak MoxHO ckopee BO300OHOBUTH HWHBEKLIMOHHOE BBEACHUE
npernapara B o3¢ 600 mr 1 pa3 B 1 mecsiy B COOTBETCTBUU C

YCTAHOBJICHHOW CXEMOW MPUMEHEHHUSI.

>2 MecsIlleB Bsectu npenapar B go3ze 900 mr, 3aTeM yepe3 1 mMecsI NPOAOIKUTD
WHBEKIIMOHHOE  BBEJACHHWE TMpernapaTa B  COOTBETCTBUU  C

YCTaHOBJICHHOU cxeMol npumeHenus — 600 mr 1 pa3 B mecs.

[Iponyck MHBEKLUH OPU PEKUME JT03UPOBaHusa 1 pa3 B 2 Mecsara (3aMeHa OAHOM MPENCTOSIIEH

MHBEKIIUN [IEPOPAILHOMN TEPALINEN )

Ecnu nanueHT HamepeH MpOIyCTUTh 3aIUIaHUPOBAHHBIN BU3UT, U CIEIYIOIIUNA BUSUT OKUAAETCS
yepe3 7 wiu Oosiee JHEH Mocie 3aIUTaHUPOBAHHOTO BU3UTA, TO JJIS 3aMEHBI OJTHOU MPEACTOSIIICH
MHBEKIUH MOXHO HA3HAYUTh IMEpOopalibHyl0 Tepanuto: 25 wmr pwmuBupuHa U 30 wmr
kaboTerpaBupa 1 pa3 B CyTKH.

[lepByro 103y 3TUX NpenapaToB MALKUEHTY CIEAYET NMPUHATH uepe3 2 Mecsua (+ 7 nHel) nocie

WHBEKIIMOHHOTO BBEJCHHUS TMOCIEIHEH J03bl mpenapara PexkamOuc wu kaboTerpaBupa.
6
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[IpumeHneHnne mpemapaToB B MHBEKIITMOHHOU (dpme cnéﬁ%%%g}g ' l%;&ﬂk'lﬁla}BTﬁ%ﬁéHﬂﬂ

HepopaIbHOM Tepanuu (cM. Tabauiy 5).
Ecnu manueHT HaMepeH MpOIyCTUTh 00JIee OJHOrO 3alNIAaHMPOBAHHOTO BU3HUTA (T.€. MPOMYIIEHO
OoJiee OJHOM WHBEKIMU TPU PEKUME J03UpoBaHUs 1 pa3 B 2 Mecsrma), TO CleayeT HadaTh
aNbTEPHATUBHYIO MEPOPATbHYIO TepanHio (KOTOpast MOXKET BKJII0OYAaTh PUIINUBUPUH TEPOPATHHO)
yepe3 2 mecsiua (£ 7 AHel) mociie MHBEKIIMOHHOIO BBEJCHUS IMOCJIEIHEW 103bl Mpemnapara
Pexambuc.
Tadiuma 5 PexoMmeHaanuu mno A03MPOBaHMI0 mpenapara PexamOuc mocie mpomycka
HHBEKIHUH UM OTMEHBI ePOPATbHOM Tepanuu MPH pekuMe T03UPOBAHUS

1 pa3 B 2 mecsina

Iponymennas | Bpemsic Pexomenaauuu (Bce mHbeKIMU B 103€e 900 Mr)
HHBLEKIUSA MOMEHTA

nocJaegHen

HHbEKIHHI
2-91 uHbeKIusa | <2 MecsleB Kak MoxHO ckopee BO30OHOBUTH HMHBEKIIMOHHOE

BBe/IcHHE Tpenaparta B 03¢ 900 Mr, 3aTeM MpoJI0JKaTh
uHBeKIMM 1 pa3 B 2 Mecslla B COOTBETCTBUU C

YCTAHOBJICHHOW CXE€MOM NMPUMEHEHUS.

>2 mecsineB Bsectu npenapar B go3e 900 wmr, 3atem uepe3 1 mecsn
BBECTU Ipenapar MOBTOPHO B TOil e no3ze — 900 wmr.
3aTeM MNpoAOKaTh HMHBEKIMM | pa3 B 2 Mecdmna B

COOTBETCTBHH C YCTAHOBJICHHOW CXEMOW MPUMEHEHUS.

3-1 uHbeKkuMs | <3 MecseB Kak MoxHO cKopee BO300OHOBUTh WHBEKIIMOHHOE
W J100as BBeJieHHE npemnapara B fo3e 900 Mr, 3aTeM NpoJoKaTh
MOCJIeyI0IIast MHbEeKIIMU 1 pa3 B 2 Mecsda B COOTBETCTBUU C

YCTAHOBJICHHOW CXE€MOM NMPUMEHEHUS.

>3 mecsieB Brectu npenapat B goze 900 mr, 3atem yepe3 1 mecsn
BBECTU IIpenapar MOBTOPHO B ToH xke no3ze — 900 wmr.
3aTeM MNpoAOoKaTh HMHBEKIMM | pa3 B 2 Mecdmna B

COOTBETCTBHH C YCTAHOBJICHHOW CXEMOW MPUMEHEHUS.

Oco0rIe I'pynIbl TanMEHTOB

Hauuenmbl NOJ2CUI020 80o3pacma
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Nudopmanus o npumeHeHnn npemnapaTta Pexkamduc y néﬁ%ﬁﬂ)@%&%ﬁg%%;br%ﬁ%}éﬁh Y

MOXKWJIBIX MAIMEHTOB KOPPEKIHs 1036l mpenapara Pekambuc He Tpedyercs (cM. pa3aens 5.1. u

5.2.).

Hapywenue ¢pynkyuu novex

V nanueHToB ¢ TOYEYHOM HEOCTATOUYHOCTHIO JIETKON UM CPETHEN CTENEHU TSKECTH KOPPEKIIMS
03Bl HE TpeOyeTcs. Y MalMeHTOB C TSKEIIOH MOYEYHON HEAOCTATOYHOCTHIO HIIM TEPMHHAIBLHOM
CTagueil TMOYeYHON HEeJOCTAaTOYHOCTH KOMOMHAIMIoO mpenapata PekaMOHC ¢ CHIIBHBIM
uaruouTopom m3odepmernta CYP3A cremayer ucnosib30BaTh TOJIBKO B TOM CiIydae, €CU MOJIb3a

2

MpeBBINIAaeT pycK. [1aruenTs! ¢ pacyeTHBIM KIUpeHCcOoM KpeaTuHuHa < 50 mur/mus/1,73 M~ He ObuTH
BKIIIOUEHBI B HcchenoBanus ¢asbl 3. J[aHHBIE O MAaIMeHTax Ha Juain3e OTCYTCTBYIOT, XOTS

pa3nuuuii B papMakOKWHETHKE B 3TON MOMYJISAIMU He OXKuaaercs (cM. paszaen 5.2.).

Ileuenounas nedoocmamoyrnocmo

YV nmanueHToB C MeYeHOYHON HE0CTaTOYHOCTHIO JIETKOM MITM CpEeTHEH CTENeH! TshKeCTH (Kiacc A
wi B mo mkane Yaiina-ITst0) Koppekius 1036l HE TpeOyeTCs, HO y MAlMeHTOB C MEYCHOTHOU
HEJOCTATOYHOCTHIO CPEIIHEH CTETIeHH TSHKECTH CIIEAYEeT COOIII0IaTh OCTOPOKHOCTH. [Ipemapar He
U3y4YaJcsl y MalHdeHTOB C HapyleHUsSMU (QYHKIUU MeueHu Tspkenoil cremeHu (kimace C mo
knaccuukanuu Yaitna-I1s10); moaToMmy npemnapat PekamOuc He peKOMEHI0BaH JIJIsl IPUMEHEHUS

y JaHHOW KaTeropuu naueHToB (cM. pasaen 5.2.).

Jlemu
be3onacHocth u 3 dexTuBHOCTE Mpemnapata PekamOuc y aereit B Bo3pacte ot 0 1o 18 mer He

ycTaHoBJeHa. JlaHHbIE OTCYTCTBYIOT.

Cnooco0 nnpuMeHeHus

J1J1s1 BHYTPUMBIIIEYHOTO BBEICHUS.
CnenyeT mNpoSIBISATH OCTOPOXKHOCTh, 4TOOBI H30eXaTh CIy4yailHOro BBEJEHHS Ipernapara

Pexam0uc B KpOBEHOCHBIH cocyl. IHBEKIUIO ClieyeT BBOAUTH MEIUIEHHO (CM. pasnen 4.4.).

[lepen BBeAeHHEM Ipenaparta cienyeT AaTh (hJIakoHy HarpeThes 10 KOMHATHOM TeMIlepaTypbl (He

BhImie 25°C), cneayer Mook aaTh He MeHee 15 MUHYT.

[Ipenapar PexamOuc A0MKEH BBOAUTHCA MEIUIIMHCKUM paOOTHUKOM. WMHCTpyKIuu 10

BBITIOJIHEHUIO UHBEKIIMM CM. B pazieiie 6.6.
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[Ipenapar PexamOuc Bcerma ciaeayer Ha3Ha4aTh onHOBpéQéﬁﬂa %%&d%fel—r%%lﬂbﬁ 1;_ ﬁ}'r%'e'ﬁﬁhﬂx.

Wubexknuu npenapata PekamOuc u kxaboTerpaBupa ciieyeT BBOAMTH B OTAEIbHBIE MECTa B

SATOAUYHBIC obact# BO BpEMA OJHOT'O BU3UTA. HOp}II[OK I/IH’beKI_[I/Iﬁ 3HA4YCHHUA HC UMCCT.

[Ipn npumeHeHun npemnapata PexamOuc MeTUIIMHCKUN paOOTHUK JTOJKCH YYHUTHIBATH MHIIEKC
maccel Tena (MMT) manuenTa, 4To0bl yOeAUThCS, YTO JJIMHA UTIIBI TOCTATOYHA JUIS TOCTHKEHUS

SICOAUYHOMN MBIIIIIIEI.

®nakoH HEOOXOIMMO KPENKO yAep>KUBaTh M TIIATEIbHO BCTPSAXHUBATh B TedeHHe He meHee 10
CeKyHJ. 3aTeM HEOOXOIMMO NEepPeBEepHYTh (IAKOH M TPOBEPUTH PECYCHEHIUPYEMOCTb.
Cogepxumoe ¢iakoHa T0JKHO OBITH OJHOPOIHBIM. Ecu cycrnieH3ust HeOAHOPOJHA, HEOOXOMMO
NOBTOPUTH BCTpsixvBaHue (iakoHa. Hanuunme Menkux my3bIpbKOB BO3AyXa SBISETCS

HOPpMaJIbHBIM.

NHbekiu ciaeayeT BBOAWTH B BEHTPO-SATOAWYHBIC (PEKOMEHIYETCS) WU JOPCO-SATOIUYHBIC

YYaCTKH.

4.3. llpoTuBONOKA3aHUS

['unepuyBCTBUTENBHOCT, K PWJINHUBUPUHY WM K JIOOOMY U3 BCIIOMOTaTENbHBIX BEILECTB,

MEePEUYUCIICHHBIX B pasjene 6.1.

[lpemapar PekamOuc He ciemyeT HCHOIb30BaTh B KOMOWHAIMKM CO  CIEAYIOIIMMHU
JIEKapCTBEHHBIMU CPE/ICTBAMH, IIOCKOJIBKY TIPH OJHOBPEMEHHOM TIPUMEHEHHH BEPOSTHO
3HaYMMOE CHW)KEHUE KOHIICHTpAllMW PWINMUBUPUHA B IUIa3Me (32 CUET MHAYKIMHU aKTHBHOCTH
uzopepmerta CYP3A), 4To MOKET MPUBECTH K CHIKECHHIO TeparneBTUYECKON 3(P(PEKTUBHOCTH
npenapara Pexkam6uc (cm. pazmen 4.5.):
- TPOTHBOSMWICNITUYECKHE  Mpenaparbl: KapOamasenuH, OKckapOa3enuH,
benobapburan, GeHuTonH
- NPOTUBOTYOEpKyJe3HbIe Npenaparsl: pudadyTuH, pudaMIuLnH, pudaneHTHH
- TJIIOKOKOPTUKOHMJBI ISl CUCTEMHOTO NPUMEHEHMS: JIEKCaMeTa30H, KpOME JICUEHUs
OJHOKPATHOMU J10301
- Tpemapatbl  PacTUTEIHHOTO HPOUCXOXKICHUS: 3Bepo00il  TPOIBIPSBICHHBIN

(Hypericum perforatum).
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4.4. Ocolble yKa3aHUsl U MepbI IPEI0CTOPOKHOCTH HM:&},&%{%;EHEHC CTb 0002)

PucK pe3UCTEHTHOCTH MocJIe NpeKpalleHus JIeUeHN s

Jis MUHUMHM3aUM PUCKA PA3BUTHUSA BHUPYCHON YCTOMYMBOCTH HEOOXOAMMO HA3HAYMTH
AJIbTEePHATHBHBIN, 00eCIeYNBAIONINI MOJHYH) BHPYCOJOTHYECKYI0 CYNPECCHIO, PeKUM
AHTHPETPOBHPYCHOM Tepanuu He NMO3/Hee, YeM Yepe3 1 Mecsl mocjie BBeIeHHs MOCJIeIH el
036l penapara PekamOuc, npu pe:xxume no3upoBanus 1 pa3 B 1 mecsil, WJid He MO3/Hee
4eM yepe3 2 Mecsila mocJie BBeleHHsl NocJie el 103bl npenapara PekamoOuc, npu pexxume

ao3upoBaHus 1 pa3 B 2 Mecsina.

[Ipn monmo3peHNM Ha BHUPYCOJIOTMUECKYIO HEyAauy CIEIyeT KaKk MOYKHO CKOpee Ha3HauuTh

aJbTEPHATUBHBINA PEKUM.

JITUTENbHO NEUCTBYIOININE CBOMCTBA PHINMMBUPUHA B UHBEKIIUIX

OcTaTo4yHbBIE KOHLCHTpallK PpHIIIIMBUPUHA MOTYT OCTaBaTbCd B CHUCTCMHOM KPOBOTOKC
ManuCHTOB B TCYUCHUC JIMTCIIBbHBIX IICPUOJ0B BPCMCHU (,Z[O 4 ner Y HCKOTOPBIX HaI_II/IGHTOB), 1 HUXx

CJIeyeT YUHTHIBATh MPU OTMEHE mpernapaTta PekamoOuc (cm. pasnenst 4.5., 4.6.,4.7.,4.9.).

Hcxomusle hakTopbl, CBSI3aHHBIE C BUPYCOJIOTHYECKON Heyaauen

[Tepen Hauanom Tepamnuu HEOOXOAMMO MPUHATH BO BHUMAHUE, YTO 110 JaHHBIM MHOTO()aKTOPHOTO
aHaJIM3a coveTaHue MO KpaiHed Mmepe 2-X 3 CIEAYIIUX (PaKTOPOB MOMKET OBITh CBSI3aHO C
TIOBBIIIEHHBIM PUCKOM BHPYCOJIOTUYECKOM HEyIauH: MyTalluH, CBSI3aHHBIC C PE3UCTEHTHOCTHIO K
punmusupuny, BUU-1 mogrun A6/A1 u unnekc maccsl tena (MMT) > 30 xr/m?. CormacHo
UMEIOITUMCST JTaHHBIM, BHUpYycoJioThdeckass Hed((EeKTHBHOCTh 4Yallle BO3HHMKACT Yy TaKHX
MAIMEHTOB MIPH PEKUME T03UPOBaHMs 1 pa3 B 2 MecsIia M0 CPaBHEHHUIO C PEKUMOM JTO3UPOBAHUS
1 pa3 B Mecsl. B COMHHTENBHBIX CilydasiX, KOTJa MAIMEHTy Iepell HavajioM JICUYCHHS HE
NPOBOJWIINCH aHAIM3bl HA OIpPENEIICHUE BHPYCHOW PE3HCTEHTHOCTH, CJIEIyeT COO0IaTh
OCTOPOXKHOCTh IpH Haauuuu y mamuenta UMT > 30 kr/m? unn BUU-1 moxruna A6/Al (cMm.

paszzmen 5.1.).

[ToCTHHBEKITMOHHBIE PEaKIINU

Cry4aitHoe BHYTPUBEHHOE BBEJICHUE MOXKET MPUBECTH K HEXeNaTteabHbIM sBiieHusM (H) uz-3a
BPEMCHHO BBICOKHUX KOHI_IGHTpaI_II/Iﬁ B Iu1a3Me. B KIIMHMYECKHX HUCCICOOBAHUAX COOGH.I&JIOCB (o)
CCPLC3HBIX IMOCTUHBCKIIMOHHBIX PCAKOUAX B TCUCHUC HCCKOJIbKUX MHUHYT HOCIC HWHBCKIUU
PWINMUBHUPYHA. DTH pEaKlMy BKIIOYAIN: OJBIIIKY, OpOHXOCMAa3M, BO30YXIEHHE, CIIAaCTUUYECKYIO
00JIb B )KUBOTE, CHINb/KPANUBHHUILY, TOJIOBOKPYKEHHE, IPUITUBLI KPOBH, ITOTINBOCTH, OHEMEHHE B

MOJIOCTH PTa, U3MEHEHHs apTepUaTbHOTO JaBICHUS M OO0Nb (HAmpUMep, B CIHUHE W TPYAH).
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JlaHHbIC peakIuyi BO3HHUKAJIU OYCHb PEIKO U agumay ‘83{38&;1&% dst L iidtrire | ed RO KIX

MUHYT II0CJIC HUHBCKIUH. HGKOTOprM nanueHTam HOTpGGOBaHOCB Ha3HaA4YCHUC
CUMIITOMATHUYCCKOTI'O JICUCHUA.

[Tpu mpUTOTOBJICHNN U IPUMEHEHUH TIpenapara PekaMOuc Heo0X0AMMO BHUMATEIBHO CIIEI0BATh
nHpopmaruu B pazaene 6.6. Heo6xoammo ocMOTpeTh MaIieHTOB Yepe3 HeOObIION MPOMEXYTOK
BpeMeHH (mpumepHo yepe3 10 MuHyT) mocie nabekuuu. Ecnm y nanuenTta HabIogaeTcs peakius
IIOCJIE HMHBCKIIHNU, H606XO,Z[I/IMO Ha6JHOI[aTB U TOpOBOAUTH €ro JICHCHHUC B COOTBCTCTBHU C

KIMHUYCCKNMHU ITOKa3aHUSAMMU.

BansHME Ha cCepACYHO-COCYINCTYIO CHCTEMY

[Ipenapar Pekam0uc cienyer UCHoOIb30BaTh C OCTOPOKHOCTBIO IIPH COBMECTHOM IMPUMEHEHUH C
JIEKApCTBEHHBIMU npenaparamu, U3BECTHBIMU CBOEH CIIOCOOHOCTBIO  BBI3BIBATH
JKEITYJIOUKOBYK)  TaXMKapAWK  TUOA  «IApy3T».  llpumeHeHwe  puianuMBUpHHA B
cBepxTeparneBTHYeckux no3ax (75 m 300 Mr onuH pa3 B J€Hb) MEPOPATBHO COMPOBOKIAIOCH
ynnuHenueMm untepsaia QTc Ha snektpokapauorpamme (OKI) (cm. pasmenst 4.5., 4.8. u 5.2.).
Hcnonp3oBanne punuBUpUHA B PEKOMEHJIOBAHHON J103€ 25 MTI' O/IMH pa3 B JICHb HE OKa3bIBACT
KJIMHAYECKH 3HAYMMOTro BIMsAHUA Ha JuiMHYy uHTepBana QTc. KoHuenTpauuu punnuBupuHa B
iasMe IMocjie WHBEKUUMH mpenapata PekamOuc comocTaBUMBI C TaKOBBIMH IPH TEparuu

PUWINMBUPHUHOM NEPOPATIBHO.

Ko-uadekuus BI'B/BI'C

[TaruenTsl, KO-MHPUIMPOBAHHBIE BUPYCOM renatuta B, ObUTH MCKIIOYEHBI U3 UCCIIEIOBAHUIN C
npenaparoM PexamOuc. He pekomeHmyercs HauMHATh TpUMEHEHHE Tpemnapara PexkamoOuc y
NAIMEeHTOB ¢ Ko-uH(peKuuel Bupyca renatuta B. ¥V manueHToB, Ko-uH(UIIMPOBAHHBIX BUPYCOM
renarura B, nony4aBmux pUINMBUPUH NEPOPAIBHO, YACTOTA MOBBILIEHUS! YPOBHS II€YEHOUHBIX
(dbepMeHTOB ObLi1a BBILIE, YEM Y HAI[MEHTOB, MOJyYaBIINX PUINMHUBUPUH NIEPOPAIBHO, KOTOPHIE HE
ObUIM KO- MHGUIUPOBaHbI BUpycoM rematuta B. Jlns BeiOOpa MeTONOB JieUeHUs MAIEHTOB C
BUY-undexnmeit u xo-uHdpekuei Bupyca remaruta B, HE0OXOAMMO pPYyKOBOJCTBOBATHCS
COBPEMEHHBIMH PEKOMEHIAUAMH 110 JieueHuto BUY-urdexiuu.

HmeroTcst orpaHnyeHHbIe JaHHBIE O MAIlMEHTax, KO-HH(UIUPOBaHHBIX BUpycoM renatuta C. Y
MAIUEHTOB ¢ Ko-uH(pekIue Bupyca renarura C, moay4yaBIIMX PHINMBUPUH NEPOPATBLHO, YACTOTA
MOBBIIICHUS] YPOBHS IMEYEHOYHBIX ()EpPMEHTOB ObUIAa BBIIIE, YEM Yy MAIMEHTOB, MOJIYYaBIIUX
PWINMUBUPUH TEPOPAIbHO, KOTOpble HE ObUIM KO-MH(puIupoBaHbl BupycoM rematuta C.
PapMaKOKMHETHYECKAass SKCHO3WLHS PWINMBUPUHA [PU MEPOPATBHOM M HHBEKIIMOHHOM

BBEJICHUH Y TMAIIMEHTOB ¢ KO-MH(EKIMel ObLta COmocTaBMMa ¢ TaKOBOW y TMAIlUEHTOB, HE KO-
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MHQUIUPOBaHHBIX BUpycoM rematuta C. Ila nenram! |¢ o tidekiinbi Bipyta  refatira C

PEKOMEHAYETCSI MOHUTOPUHT (DYHKIIMU TICUCHH.

BzanMoIencTBHE ¢ IPOYNMU JEKAPCTBEHHLIMH CPEACTBAMHU

[Ipenapat PexamOuc He crneayeT Ha3HA4YaTh C IPYTUMHU aHTUPETPOBUPYCHBIMU JIEKAPCTBEHHBIMU
npenaparamu, 3a UCKIIOUYEHHEeM KaOoTerpaBupa B MHBEKIUAX I JedeHus nHpexkuun BUY-1

(cM. pazzmen 4.5.).

bepemeHHOCTD

JlaHHbIE OTHOCUTEIHHO MPUMEHEHUs npenapara Pexkam6Ouc y 6epeMeHHBIX KeHITNH OrpaHUYEHBI.
[Tpenapar PekamOuc He pekoMeHAyeTCsl BO BpeMsi OEpeMEHHOCTH, 332 HCKIIOUEHHUEM CITydaes,
KOI'Zla mpejnoaraeMas ojbp3a JJi MaTepu MPEeBbIIAaeT MOTEHIMAIBHBIN pUCK A mioxa. [lpu
NPUMEHEHUH PUIHBHPUHA NIEPOPATIHHO B 03€ 25 MI' OIMH pa3 B JICHb BO BpeMsi OEpEMEHHOCTH
CO00IaIoCh O CHUKEHUHM OHKCIO3UIMHM Tmpenaparta. B uccnenoBanusix 3 Qas3pl CHIKEHUE
SKCHO3ULMU PWINMBHUPUHA, NPUMEHSEMOTIO MEPOPAIBHO, COMOCTaBUMOE C TAaKOBBIM,
Ha0JII01aeMBbIM BO BpeMsi OEpEMEHHOCTH, PUBOJIMIIO K MOBBIIICHUIO PUCKA BUPYCOJIOTHUECKON
Hed(PPEKTUBHOCTH Tepanuu, MOITOMY HEOO0XOAWMO TIIATEIbHO KOHTPOJIMPOBATH BUPYCHYIO
Harpy3ky. B kadecTBe anbTepHATHUBBI, CIEAYET PACCMOTPETH BOMPOC O MEPEXOAE HA TEPAMMIO

JIPYTUM aHTHPETPOBUPYCHBIM MperapaTom (cM. pasnenst 4.6., 5.1. u 5.2.).

CI/IHHDOM PCAaKTHUBAIIMH UMMVYHUTCTA

B nauvane npuMmeHeHHs KOMOMHHPOBAHHOW aHTHpeTpoBHUpycHOW Tepanuu (kKAPT) y BUY-
UHOUIUPOBAHHBIX MAllMEHTOB C  TSDKEIBIM ~ UMMYHOAC(QHUIIMTOM  MOXET  Pa3BUTHCA
BOCTIAJIUTENbHAS PeaKIs Ha 0ECCUMITOMHBIE WM OCTaTOYHbIE OMMOPTYHUCTHYECKHE MHPEKINN
U BBI3BAaTh KJIIMHUYECKU TSKEIbIE COCTOSIHHS WM O00OocTpeHHe cuMITOMOB. OOBIYHO Takue
peakuuu HAOMIONAIOTCS B TEYCHHE TMEPBBIX HeIeldb WJIM MECSIeB Tocle Hadana
KOMOWHHUPOBAaHHON  aHTHPETPOBUPYCHOM  Tepamuu.  [IpumepamMu  MOTYT  CIIYXKHTh
UTOMETAJIOBUPYCHBIM PETHUHUT, TE€HEpAIM30BaHHbIE W/WIM OYaroBble MHUKOOAKTEpUabHBIC
uHGEeKIMM ¥ THEBMOHHUS, BBI3BaHHas Pneumocystis jirovecii. JlioOble BOCHANIUTEIHHBIC
CUMITOMEBI CIIEyeT OIICHMBATh M Ha3HAuYaTh JIeYCHHE Mpu HeoOxomumocTtu. [lpu pa3Butum
CHUHApPOMa peakTHUBALUM HMMYHHTETa COOOIIaIoch O BO3HUKHOBEHHUH ayTOMMMYHHBIX
HapyIIeHUH (TakuX Kak 0oJie3Hb [ peliBca M ayTOMMMYHHBIN Te€NaTUT); OJHAKO BPEMs 10 Hadaia
MOOOHBIX HEKENATeTbHBIX PEAKIUi CYIIECTBEHHO BapbHPYET, ITU SBICHUS MOTYT BO3HUKAThH

YCpe3 HCCKOJIBKO MCCAIICB ITOCJIC HaYaJla JICUCHU.

Ilepenaua BUY
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XoTs ObUTO A0Ka3aHo, 4TO A(QeKTUBHAS BUPYCHAsS C}kﬁlﬁgc-cglg% %‘OE%HI%)IC’EJ_‘O'B'HH Fenoit

TEpaluu CYIIECTBEHHO CHUXKACT PUCK Iepefaud BUpycCa IOJOBBIM IIyTEM, OCTaTOUYHBIA PUCK HE
MOXeET OBbITh MCKIIIOYEH. B Iensx mpenoTBpalieHusl Takoi rnepenayd HeoOXOAMMO NPUHUMATh

MEPBI NPEJOCTOPOKHOCTH B COOTBETCTBUH C HAITMOHAJIBHBIMU PYKOBOACTBAMM.

OnnopTyHHCTHYSCKHE I/IHd)eKHI/II/I

[TanenTsl NOMMKHBI OBITH MPOMH(OPMHUPOBAHBI, YTO IpemnapaT PexamOuc wim mobas apyras
aHTUpPETpOBHUpYCHast Tepanust He wu3neunBaeT BUY-uHbexknuio, ¥ MOTYT pa3BUBATHCA
ONMOPTYHUCTHYECKHE MHPeKImH U Apyrue ocinoxkaeHuss BUY-undexuu. [ToaTomy manueHTs!
JOJIKHBI HaXOJUTHCS MOJI TUIATEIbHBIM MEIUIIMHCKUM HAOIOJCHUEM Bpaya, UMEIOIIErO OMBIT

JeyeHust 3a00JeBaHMA, acCOMUPOBaHHBIX ¢ BUY-uH(pekuei.

BcrnoMorarenbHBIE BEIIECTBA

B omHO¥ MHBEKIIMU TIpemnapara COAEPKUTCA MeHee | mMmoib HaTpus (23 Mr), 9TO MO3BOJISAET

CKa3aTb, YTO Ipernapar NpakTUYECKH HE CONEPIKUT HATPHUSL.

4.5. B3amMmopeiicTBHe ¢ JPYIMMH JICKAPCTBEHHBIMH IIpenapaTamMM M JApyrue BHABI

B3auMOAeliCTBUA

[Ipenapar PexamOuc B koMOMHaIM#M ¢ KaOOTErpaBHpPOM Ui MHBEKIMEH TpeaHa3HAYCH s
MCIIOJIb30BaHUs B KAUECTBE MOJIHOM cXxeMbl teueHus BUY-1-uHdekunn v He J0HKEeH Ha3HAYAThCS
C JIpyTUMH aHTUPETPOBUPYCHBIMHM JIEKAPCTBEHHBIMU Mpemapatamu mis Jjedenus BUY-1.
[ToaTomy mH(OpMaIUs O JIEKAPCTBEHHOM B3aWMOJCHCTBUU C APYTUMH aHTHPETPOBUPYCHBIMU
JIEKapCTBEHHBIMM TIpenaparaMu He mnpenocrasisercda. C TOYKM 3pEeHHUST JIEKapCTBEHHOTO
B3aUMOJICHCTBUS HET OTPaHUYCHUI Ha MCIOJb30BaHUE APYTUX aHTUPETPOBUPYCHBIX IIPENapaToB

nocje OTMEHBI pernapara PekamoOuc.

Jl1st BBOOHOW INEpOPAIBHON TEpAalMK PUIIIMBUPUHOM M B ClIly4ac 3aMEHBI IPOIYIICHHBIX 103
OpUEMOM  PHJINHMBHPUHA  IEPOPATbHO  CMOTpPUTE HMHPOPMALKIO O  JIEKAPCTBEHHBIX
B3auMOJIeHCTBUAX B MHCTpYKIMHM MO MEIUIMHCKOMY HpuMeHeHHto/OO0Imel XapakTepuCTHUKe

JIEKapCTBEHHOI'0 IIpernapara puINUBUPUHA, IPUMEHSIEMOTO MEPOPAIBHO.

JlekapCcTBEHHBIC IpenapaThl, KOTOPHIC BAUSIIOT Ha SKCIIO3HITNIO PHIIMBUPHUHA

PunnuBupuH B ocHOBHOM Mertabonmsupyercss nurtoxpomoMm P450 CYP3A. JlekapcTBeHHbIE
npenapaTthl, HHAYLHUPYIOIUE WM UHTUOHpyomue akTUBHOCTh n3odepmenta CYP3A, moryt
BIIUATh HA KIHUpPEHC puianuBupuHa (cM. pazaen 5.2.). Ilpu omHOBpEeMEHHOM NPUMEHEHUU

pWINMBUPYHA W JIEKAPCTBEHHBIX IpPENaparoB, WHAYLUUPYIOLUMX AaKTUBHOCTh H30depMeHTa
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CYP3A, HaOmonanoch CHUKEHHE KOHLEHTPALUK pnnhﬂﬁipagalk: Hitdsva I:iligbli';ﬂ-l,_ O MoxKeT

MY OTYETY

NPUBOJIUTH K CHHKEHHIO TEPANIeBTHUECKOTO AP PeKTa pHITUBUPUHA.

[Ipu coBMECTHOM IPUMEHEHUH PUITUBUPHHA C JIEKAPCTBEHHBIMHU CPEACTBAMHU, HHTHOUPYIOIIMH
akTuBHOCTh M3odepmernTa CYP3A, oTMeuanoch MOBBIIMICHHE KOHIEHTpAIMKA PUINHMBUPUHA B
1a3Me KPOBH.

[Ipu npuMeHeHUH pUIITUBUPHUHA IEPOPATHHO HHTUOUTOPHI TPOTOHHON IMTOMITBI IIPOTUBOIIOKA3aHBI
(cM. MHCTpYKLIHIO 110 METUIIMHCKOMY NMpHUMEHEHHI0/O0MIyI0 XapaKTepUCTHKY JICKapCTBEHHOTO

npernapara puINnUBUPUHA, TPUMEHSIEMOTO MIEPOPAIIBHO).

JlekapCcTBEHHBIC IpenapaThl, Ha KOTOPLIE BO3JACHCTBYET MPUMEHEHNE PUIITHBUPHHA

PunnuBupHH BpSI M OKaXKET KIMHUYECKH 3HAUMMOE BIIMSHUE HAa HKCIO3ULIUIO JIEKAPCTBEHHBIX
npemnapartoB, Metabonau3upyembix pepmentamu CYP.

PunmuBupuH WHrHOWpyeT akTUBHOCTh P-rmukomportewmna (Pgp) in vitro (3nauenume ICso
coctapisieT 9,2 MkM). B kiimHIYECKOM HCCIe0BaHUN PUIITTUBUPHH TIEPOPATBHO (25 MT 0MH pa3
B CYTKH) CYILIECTBEHHO HE BIUSI Ha ()apMaKOKUHETUKY TUTOKCHHA.

PunnuBupuH siBisiercss uHruoutopom tpancnoprepa MATE-2K in vitro, npu s3tom 3nauenue 1Cso

coctaBisieT <2,7 HM. KimnHnueckasi 3Ha4uMOCTh 3TOTO MHTUOMPOBAHUS HEU3BECTHA.

Tabauia B3anMOIEHCTBUI

OTtznenpHblE YCTAHOBJIEHHBIE W TEOPETUYECKUE B3aUMOJCHCTBUS MEXAY PWINMBUPUHOM U
COBMECTHO MPHMEHSEMBIMH JIEKAPCTBEHHBIMH IIperapaTaMu NepedyuciieHbl B Tabnuine 6 u
OCHOBaHbl Ha HCCIIEIOBaHUSIX, MPOBEIEHHBIX C PUJINMUBHUPUHOM IEPOPAIBHO, WU SBISIOTCS
NOTEHLUAIbHBIMUA JIEKAPCTBEHHBIMH B3aUMOACUCTBUSIMHM, KOTOpPbIE MOTIYT HMEThb MECTO
(yBenmyeHne 0003HAUYEHO Kak «T», YMEHBIIEHHE KakK «|», 0e3 H3MEHEHHH Kak «,

HEMMPUMEHUMO KaK «H/TI», JOBEPUTEIbHBIN HHTEPBAT Kak «J11»).

Tadiuna 6 B3aumoaeicTBUSI U PEKOMEHJAAUMH OTHOCUTEJIbHO 103bI NMPU COBMECTHOM

NpUMEHEeHHUH C APYTUMHU JIeKaAPCTBEHHBIMH NpenapaTaMmu

JlekapcTBeHHbIE B3aumoaeiicrBue Pexomenganun

npenaparbl " ux | U3MeHeHHne reoMeTPUYeCKOil | OTHOCHUTEJIHLHO COBMECTHOIO
TepaneBTHYECKHUe cpenneii (%)@ npuema

rpynnbl

ITPOTUBOBUPYCHBIE ITPEITAPATDBI

Kaborerpasup kaboterpasup AUC < Koppekumst JTO3bI HE

kaborerpaBup Cmine> Tpebyercs.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 13.01.2023 Nz 425
KkaGoTerpasip Crok < (MOCHEQOBATENEHOCTE 0002)
punnuBupuH AUC
punnuBUPUH Cin | 8%
pUBUPUH Crmax <>
PubaBupun He wusyueno. He oxunaercs | Koppekuus J103bI HE
KITMHUYIECKU 3HAYUMOTrO | TpedyeTcs.
JIEKapCTBEHHOT'O
B3auUMOJICUCTBHS.
MNPOTUBOSMUJIEIITUYECKHUE ITPEITAPATDBI
Kap6amazenun He M3Y4YE€HO. Bo3moxxHO | PunnuBupuH  He  JIOJKEH
Oxckapbazenun 3HAYUTEIIbHOE CHIDKEHUE | IPUMEHSTHCSI B KOMOMHALINHU C
®denobapOuTan KOHIIEHTPAIlUU PUIMUBUPUHA B | 3TUMHU MPOTUBOCYIOPOKHBIMHU
deHnuTouH IU1a3Me KpOBHU. CpeAcTBaMH, MIOCKOJIbKY
COBMECTHOE pUMEHEHHE
(MHDYKIUS n30()epMEHTOB | MOXKET TPUBECTH K TIOTEpe
CYP3A) TepaneBTHueckoro g dexra
puInUBUpUHA (CM.  paszien
4.3)).
A30JIOBBIE IPOTUBOI'PUBKOBBIE CPEJICTBA
Kerokonazon*” kerokonazon AUC | 24% Koppexuus JI03bI HE
400 Mr oiuH pa3 B CYyTKH | KeTOKOHA301 Cmin | 66% TpedyeTcs.

KeTOKOHA30JI Cax <>

(MHIYKIHS CYP3A u3-3a
BBICOKOW J103bl PWIJINIMBUPHUHA B

WCCJICIOBAHMH )

punnuBupuH AUC 1 49%
pinuBUPUH Crmin T 76%

punnuBAPUH Cax T 30%

(nHTHOMpOBaHUE W30(EPMEHTOB

CYP3A)
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 13.01.2023 Nz 425

@ryKoHa3011
NrpakoHason
ITo3akoHazon

Bopukonazon

COBMépI‘ll:II(')'-'e-nEIgB‘DBé;KM BHO '-;[331'5' 0027 e

He HU3YYEHO.
PUMEHEHUE npernapara
PexamOuc u a30JIbHBIX

IPOTUBOIPUOKOBBIX IpENnapaToB
MOJKET BBI3BIBATH IIOBBILICHUE
KOHLEHTPAllUl DPUJIIIMBUPUHA B

1a3Me KpoBH.

(nHTHOMpOBaHUE W30(EPMEHTOB

CYP3A)

Tpebyercs.

ITPOTUBOTYBEPKYJIE3HBIE ITPEITAPATBI

Pudabytun*”

300 Mr oguH pa3 B CyTKH

pudadbytun AUC
pudadyTus Cmin <>
pudadyTuH Cmax <>
25-0-pe3anetun-pudadyTuH
AUC &
25-0-pe3auerun-pudadyTus
Chmin <
25-0-pe3anetun-pudadyTuH

Cax <

[Ipenapar  PekamOuc  He

JIODKEH  TPUMEHSThCS B
KoMOuHamu ¢ pudadyTHHOM,
MIOCKOJIbKY HE YCTaHOBJIECHBI
KOHKPETHBbIE  PEKOMEHAALUN
no posupoBke. (CoBMecTHOE
PUMEHECHHE, BEPOSITHO,
OpUBENET K  CHMKCHHIO
TEepaneBTUYECKON

3¢ HEKTUBHOCTH PHIITUBUPUHA

300 Mr oguH pa3 B CyTKH
(+ 25 Mr puinuBHpHHA

OJIVH pa3 B JICHb)

punnuBupuH AUC | 42%
punnuBUPUH Chin | 48%

punnuBUPUH Cmax <> 31 %

(cm. paznen 4.3.).

300 Mr oguH pa3 B CyTKH
(+ 50 mMr punmuBHpHHA

OJIVH pa3 B JICHb)

pwimuBupud AUC 1 16%*
puUBUPUH Cpin <>*

pumuBUPUH Cax T 43 %*

*B CpaBHEHHUU C TPUMEHEHHEM
TOJBKO  PWINUBHPHUHA 25 Mr

OJIVH pa3 B JICHb
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
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(MHIYKIUS 430d)engH¥0:BTE‘1'"E";'TEr EHOCTE0002)
CYP3A)
Pudammumms** pudammuua AUC < PunmuBupua  He  JOIDKEH
600 mr omuH pa3 B cyTku | pudamMmuiiut Cmin H/TI MIPUMEHATHCS B KOMOMHAITNH C
pupamMnuiuH Cmax: <> pUGaMIIUIIHOM, TOCKOJIBKY
25-ne3aneTuin-puamMnunuH COBMECTHOE MIPUMEHEHHUE,
AUC | 9% BEPOSATHO, MIPUBEIET K

25-ne3anetun-pudaMnuiiH Cmin | CHIDKCHHIO TE€pPareBTUUECKOU
H/T 3¢ HEKTUBHOCTH PUIITUBUPUHA
25-ne3anerun-pupamMnuiut Cmax | (cM. pa3znen 4.3.).

>

punnuBupuH AUC | 80%
punmuBUPUH Cin | 89%

pumUBUPUH Cax | 69%

(MHIYKIUS n30(epMeHTOB
CYP3A)

Pucdanentun He H3Y4YEHO. Oxunaercs | PunnuBupuH  He  JOJDKEH
3HAYUTEIIBHOE CHWKEHHE | IPUMEHATHCS B KOMOMHALIUY C

KOHIEHTPAllUu PUJIMUBUPUHA B | pu(arieHTUHOM,  IOCKOJBbKY

T1a3Me KPOBH. COBMECTHOE MIPUMEHEHHUE,

BEPOSITHO, [PUBEIET K
(MHIYKIUS n30()epMEHTOB | CHIDKCHHUIO TEpaneBTHUUECKOU
CYP3A) 3¢ PEKTUBHOCTH PUIIITMBUPHHA

(cm. paznen 4.3.).

AHTUBUOTHUKU I'PYIIIIBI MAKPOJINIOB

Knaputpomunyn He W3YYECHO. Oxunaercs | Ecnu uMeeTcss BO3MOXKHOCTD,
DpUTPOMULITH MOBBILICHHE AKCIO3UIUH | CIIEYEeT PacCMOTPETh BOIMPOC
pWiInuBUpHHA. 0 IIPUMEHEHUH

aJIbTEPHATUBHBIX IIPENApPATOB,
(maTHOMpPOBaHUE M30()EPMEHTOB | HAIPUMEDP, A3UTPOMUIIMHA.

CYP3A)
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 13.01.2023 N2 425

TJIFOKOKOPTUKOWIBI /151 CACTEMHOI'O TTPIMEHEHMSE & 0= 1 & 0002]

JlexcameTra3oH
(cucremHas Tepanusi,
Kpome Tepanuu

OJIHOKPATHOM J030i4)

He H3Y4YEHO. Oxunaercs | PunnuBupun  He  ciegyer

J0303aBHCUMOC CHMXCHHUC | IDUMEHATh B COYCTAaHUHU C

KOHIIGHTPAaLlMN PWINHUBUPUHA B | CHCTEMHBIM JIEKCAMETa30HOM
I1a3Me KPOBH. (32 HCKJIIOYEHHEM DPa30BOM

7103Bbl), IOCKOJIBKY COBMECTHOE

(MHIYKIHST U30()ePMEHTOB | MPUMEHEHUE MOXKET TIPUBECTH
CYP3A) K TOTepe TEepareBTHIECKOTO
spdexTa puImUBUpUHA (CM.
pazzen 4.3.). Cnenyer
paccMoTpeTh BOIIPOC 0

MPUMEHEHUH aJIbTePHATHBHBIX
MpemapaToB, OCOOGHHO TIpH

JUTUTEIIbHON TEpPaInH.

HAPKOTHYECKHUE AHAJIBI'ETUKH

Meramou*

60-100 mr omuH pa3 B
TICHb,
VHIUBHTy A TH3UPOBAHHAS

Io3a

R(-) meragon AUC | 16%
R(-) metagon Cmin | 22%

R(-) meTanoH Cmax | 14%

punmuBupuH AUC «*

putuBUPUH Crin <> *

Koppexkuust 10361 HE TpeOyeTcs
MIPY Ha3HAYEHUH COBMECTHOTO
MPUMCHCHUSA ME€TaaOHa u
PUIITIUBUPHUHA. Onnako

pPEKOMEHTyeTCsl HaOJIIoAaTh 3a

priIIUBUPUH Crax <>* KJIMHUYECKUM COCTOSIHUEM

* HAa OCHOBAHUH HCTOPUYCCKOI'O | MalKMCHTA, IMOCKOJIbKY

KOHTPOJIS HEKOTOPBIM MallMEHTaM MOXKET
moTpedoBaThCs KOPPEKITUS
MOJEPKUBAOLLEH JTO3BI
METaJI0Ha.
AHTHAPUTMHUYECKUE NNPEIAPATBI
Juroxcuu* nurokcud AUC < Koppexuus JI03bI HE
TUTOKCUH Cpnin H/T TpedyeTcs.
IUTOKCUH Cax <>
I'NINOTJIMKEMHWYECKHUE CPEJICTBA
Metrdopmun* metrdopmun AUC < Koppekuus J103Bbl HE
mMeTGopMuH Cmin H/I Tpebyercs.

MeThOpMUH Cax <>
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 13.01.2023 Nz 425
NPENAPATBI PACTHTEJIBHOIO MPOMCXORAE IS -0 | =B = TE 0002]
3Bepo0oii He U3Y4YEHO. Oxunaercs | PunnuBupuH  He  JOJDKEH
IIPOABIPSIBICHHBIN 3HAYUTENIBHOE CHWKEHHE | IPUMEHATHCS B KOMOMHALIUY C
(Hypericum perforatum) | KOHUEHTpallud DPUINMBUPUHA B | IpemapaTtamMH, COJEpXKalluMu
j1a3Me KpOBH. 3BepO0OH  MPOJBIPSIBICHHBIN,
MIOCKOJIbKY COBMECTHOE
(MHIYKIMS U30()EPMEHTOB | IPUMEHEHUE MOXKET MPUBECTU
CYP3A) K TOTepe TEepareBTHIECKOTO
spdexTa puImUBUpUHA (CM.
paznen 4.3.).
HEHAPKOTHYECKHUE AHAJIBI'ETUKH
Iapareramon** napaueramon AUC «— Koppekuus JI03bI HE
500 wr, onHokpaTtHas | mapaneramoia Cmin H/T Tpebyercs.
no03a napanetaMoll Cpax <>
puinuBupuH AUC «—
punnuBUPUH Cin T 26%
pruinuBUPHH Cpmax <>
INEPOPAJIBHBIE KOHTPALEIITUBbI
OTUHWIACTPAANOT* stuHmCcTpaanoi AUC «— Koppekuus O35l HE
0,035 Mr omuH pa3 B | STUHUIACTPAIUON Cpmin <> TpedyeTcs.
CYTKH ATUHWIACTPATUON Cmax T 17%
Hopatuanpon*™ HopaTUHIpoH AUC
1 Mr oznuH pa3 B CyTKU HOPATUHAPOH Cryin <>
HOPATUHAPOH Crnax <>
pwimuBupud AUC «*
putuBUPUH Crin <> *
punuBUPUH Crax <> *
* Ha OCHOBaHHMU HCTOPHUYECKOTO
KOHTPOJIS
HNHI'MBUTOPBI 'MI'-KOA PEJYKTA3bI
ATtoppacTaTun*" aropBactatiH AUC < Koppekuus JI03bI HE
40 Mr oguH pa3 B CyTkM | aTopBacTaTHH Cmin | 15% Tpebyercs.
atopBacTaTiH Cmax T 35%
puinuBupuH AUC <

19



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 13.01.2023 Nz 425
(MOCTEOOBATENBHOTTE U002]

pruinuBUPHH Cpin

pnuBUPUH Cmax | 9%

HUHI'MBUTOPBI ®OCPOAUICTEPA3BI TUIIA S (PAI-5)

Cnn/:[eHa(an*# cunaeradun AUC «— Koppekumst IIO3BI HE
50 mr, omHOKpaTHas no3a | cunaeHapuit Cpin H/I TpebyeTcs.

cunneHadun Cpax <>
puinuBupuH AUC
prUBUPUH Cpin <>

pruinuBUPHH Cpmax <>

Bapnenadun He uzyueno. Koppekuus JT03bI HE

Tanamadun Tpedyercs.

Q % yBenuueHWE / yMCHBIIEHHWE HAa OCHOBE HCCJICIOBAaHUN  JIEKApPCTBEHHOTO
B3aWMOJICVCTBHUS C PUINMBUPUHOM NMEPOPAIBHO.

* BzaumopeiicTBre Mexay pHINMHUBUPUHOM U JIGKAPCTBEHHBIM CPEICTBOM OIEHHBAJIOCH B
KJIMHUYECKOM HCClIeloBaHMU. Bce npyrue yka3aHHbIE JIEKapCTBEHHBIE B3aUMOJECHCTBUS
SIBJISIFOTCSL IPOTHO3UPYEMBIMHU.

# B wuccinegoBaHMM  JIEKAPCTBEHHOTO  B3aMMOJICWCTBUS ~ KMCHOJIB30BAJIACh 1034,
MIPEBBINIAOIIAS PEKOMEH/IOBAHHYIO 103y PHIIMMBUPHUHA VISl OIIEHKHM MaKCUMaJIbHOTO 3¢ deKTa
Ha KOHIIEHTPAllMI0O COBMECTHO HA3HAYaeMOro JIEKApCTBEHHOIO IIpernapara. YKa3zaHus IO

J03UPOBAHUIO IPUMEHNUMBI K PEKOMEH0BAHHOM [103€ pUIIIMBUPHUHA 25 MI' OMH pa3 B JCHb.

IIpenapatel, vummgsomue uarepsas QT

[IprMmeHeHre puUiINUBUPUHA B PEKOMEHJIOBAHHOM J103€ 25 MI OJMH pa3 B JEHb HE OKa3bIBAECT
KJIMHUYECKH 3HAUYMMOTO BiIMsHUSA Ha AnuHy uHTepBana QTc. KonuenTpanuu punnuBupuHa B
IUIa3Me Tocje UHBEKIMH npenapara PekamOuc B pekoMeH10BaHHOM 103e 600 MI exeMecsqHo
i 900 Mr xaxzasle 2 Mecslla COMOCTaBUMbI C TAKOBBIMH, JOCTUTHYTHIMU IpU MpUEME
PWINMBUPUHA IEPOPATIBHO B 103€ 25 Mr 1 pa3 B CyTKU. B ucciaeqoBaHum ¢ y4acTHEM 3J0POBBIX
T0OpOBOJIBIIEB TPUMEHEHNE PUIMMBUPUHA B CBEPXTEpaneBTUUECKUX A03ax (75 Mr oauH pas B
neHb 1 300 Mr onuH pa3 B J€Hb) CONPOBOXKJIANOCH yanuHeHneM uHrepBasa QTc Ha OKI (cm.
pazmen 5.1.). Ilpenapar PekamOuc ciemayeT NMPUMEHSTh C OCTOPOKHOCTBHIO MPHU COBMECTHOM
NPUMEHEHHUU C JIEKApCTBEHHBIMU MperapaTaMy, U3BECTHBIMH CBOEH CIIOCOOHOCTHIO BBI3BIBATH

KEITyA0UKOBYIO TAXUKAPAUIO TUIIA «ITUPYIT» (CM. paznen 4.4.).

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JIAKTALMS

bepemeHHOCTD
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BnusHue npenapara PekamOuc Ha 6epeMeHHOCTD Y yendbbra fbmssectb- | EHOCTE 0002]

YMepeHHOe KOJUYECTBO AAHHBIX O NMPUMEHEHHWW PWINHMBHPHHA TEPOPATLHO y OepeMeHHBIX
skernuH (ot 300 7o 1000 rucxom0B 6€peMEHHOCTH) YKa3bIBaeT Ha OTCYTCTBHE MIOPOKOB PA3BUTHS

HJIM TOKCUYHOCTH PUJIIIUBHUPUHA IJIA HJIOI[a/HOBOpO)KI[eHHOFO.

Uccnenosanue y 19 6epeMeHHBIX JKEHIINH, TOJIYYaBIINX PUINMUBUPUH NEPOPATHHO B COYETAHUU
¢ (oHOBOI cXxeMOi BO BTOPOM U TPEThEM TPUMECTpPax M B IMOCIEPOJOBOM IEpPHUOJIE, TOKA3AJI0
0ojiee HU3KYIO SKCIO3MIMIO PWIMMBUPHUHA MEPOPATBHO BO BpeMsi OEPEeMEHHOCTH, IOITOMY
ClIeqyeT TILATENIbHO KOHTPOJMPOBAaTh BHUPYCHYIO HAarpy3ky IIpM IpPUMEHEHHH Ipernapara

PexamOuc Bo Bpemsi 06peMEHHOCTH.
HccnenoBanus Ha )KUBOTHBIX HE YKa3bIBAIOT HA PETIPOTyKTUBHYIO TOKCUYHOCTH (CM. pazaen 5.3.).

[Tpenapat PexamOuc He pekoMeHAyeTcsl MPUMEHSTH B Mepruoi OEpPEMEHHOCTH, 32 UCKIIOUEHUEM
ClIy4yaeB, KOrja MpeirnoJiaraeMas mojb3a JJisi MaTepH MPEBBIIIAeT MOTCHLIHAIbHBIA PUCK IJIA

iaoaa.

Crenyer paccMOTpPETh albTEPHATHBHBIN PEKUM MEPOPAIBHOIO NPHUEMA B COOTBETCTBUHU C
NEHCTBYIOIIMMU pPEKOMEHJAIMsIMu 1o JedeHuto. [locine oTmensl mpemnapara PexkamOuc y
HEKOTOPBIX MAI[MEHTOB PUJITUBUPUH MOXKET OCTAaBaThbCS B CUCTEMHOM KPOBOTOKE 10 4 jieT (cMm.

pasznmen 4.4.).

I pynHOE BckapMIIMBaHUE

Ha ocHOBe JaHHBIX, MOTYYCHHBIX HA )KUBOTHBIX, OXKUIACTCS, YTO PUIITTUBUPUH OYIET BBIICIATHCS
C TPYJHBIM MOJIOKOM , OJJHAKO ATO HE OBLIO MOATBEP)KICHO Ha JOMAX. Y HEKOTOPBIX MAllUEHTOB
MoCJIe OTMEHBI NpemnapaTa PekaMOuc pruIlmuBUPUH MOXKET MPUCYTCTBOBATH B TPYIHOM MOJIOKE 0

4 ner.

Martepsm, napunmpoBanabiM BUY, HU nipu KakuX 00CTOSITENIbCTBaX HE PEKOMEHAYETCS KOPMHUTD

cBOero pebeHka rpyapto Bo n3bexanue nepegaun BUY.

DdepTUabHOCTD

OTCYTCTBYIOT JJaHHBIC O BIUSHUH PUWJINMMBUPHHA HA (DEPTUIIBHOCTH YeNIOBeKa. B mccinenoBaHusx
Ha )KUBOTHBIX HE OBIJI0O 00HAPYKEHO KIMHUYCCKH 3HAYUMOTO BO3JICHCTBUS HA PEPTHILHOCTD (CM.

pazzmen 5.3.).

4.7. BausiHue Ha CMOCOOHOCTH YNPABJATHL TPAHCHOPTHBLIMH CPeACTBAMH M PadoTaTh €

MEXaHU3MaMH
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[TarueHTOB ciexyeT npouHPOPMHUPOBATH O TOM} UTO npﬁ”l';'t;e;lﬁtprl ﬁl@?b@ Ig&gﬁﬁl;&'&brw

BO3HUKHYThH YTOMJISIEMOCTb, TOJIOBOKPYKEHHE U COHJIMBOCTD (CM. pazzen 4.8.).

4.8. He:xkenaTesibHbIE peaKIIUU

Pesrome npoduiis 0esonacHocT

Haub6osnee yacteimu HS npu npuMeHeHNN Kbl Mecs1l ObUTM PEaKkIMK B MECTe MHBEKINHU (110

84%), ronosHas 6osb (10 12%) u runeprepmust (10%).

HaunGonee vacteiMu HS ipu npuMeHeHnn Kaxkapie 2 Mecsia ObITH PEeaKIiu B MECTe HHBEKIIUU

(76%), ronosHast 60116 (7%) u runeprepmus (7%).

TabauyHOoE PEe3IOME HEXKENATEIbHBIX DEAKIIUN

H, nnentudunupoBanHbie 11 pUINMUBUPUHA /WM KaboTerpaBupa, MepeuncieHbl o KiaccaM

cucreMmbl opranoB (KCO) u yacrote (cM. Tabiuiry 7). HacToTa pa3BUTHS HEXETATSIbHBIX PEAKITUNA

oTpeieNIIeTCs CIeAyomuM 00pasoM: odeHb yacto (>1/10), gwacro (>1/100, HO < 1/10), HEwacTo

(>1/1000, no <1/100).

Ta6auua 7 Coanasi Ta0IM1a HeXKeJATEIbLHBIX PeaKimii’

WMMYHHOH CHCTEMBbI

Kaacc cucrem opranos | Kareropus HS  nns xkoMOMHAanuM pUJINMBUPHH +
(KCO) cornacno YacTOThI KaboTerpaBup

MeauuuHCKOMY CJI0BapIo

HOPMATHUBHO-TIPABOBOM

aesteibHocTH (MedDRA)

Hapymenus co croponsl | Yacto CHMXKEHHE KOJMYECTBA JTEHKOIUTOBZ, CHUKEHHE
KPOBH M JMM(]aTUIeCKOn remorioouHa’, CHIKCHHE KOJINYECTBA
CUCTCMbI TpOM60].IHTOB2

Hapymenns co cropons! | Heuacto CHHIPOM PEaKTHBAIIMM MMMYHUTETA

Hapymenus co cTopoHsl

oOMeHa BE€IICCTB U IMUTAaHUA

OuyeHp 4acTo

[ToBpiieHHE ypOBHS  OOIEr0  XOJIECTEpUHA

(HaTomax)’, TIOBBIIEHHE YPOBHS XOJIECTEPUHA

JITTHIT (matomax)>

Yacto CHUKEHHE  amlIeTHTa’, MOBBILEHHE YPOBHS

TPUTTULEPHIOB (HATOIIAK)
Hapyenns ncuxuku Yacto Henpeccus, TPEBOXKHOCTb, HEOOBIYHBIE
CHOBMJICHHS, OECCOHHMIIA, HApYIIEHHE CHa’,

CHM)KEHHOE HACTpOeHHe’
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Hapyurenuss co  croposbl | Ouens gacto | [ComoBrak Goms ——- =~ T EHEAULTE UUUZ]
HEPBHOM CUCTEMBI Yacro ['osoBOKpyxEHUE
Heuacto CoHMBOCTh, Ba3oBarajbHbIE PEaKIUu (B OTBET
Ha WHBEKITIH)
Hapymenuss co cropous! | OueHs 4acto | IToBellleHHas MaHKpeaTHUecKas aMuIa3a’

JKCITy TOIHO-KHIICTHOTO Yacro TommHoTa, pBOTa, 6ONL B JKUBOTE’, METEOPH3M,
TpaKkTa nuapes, AMCKOM(OPT B )KUBOTE, CyXOCTb BO PTY,
TIOBBIIIEHHAS JIMTIA32°
Hapywenusa co Heuacro ['enaToTOKCHYHOCTH
CTOpPOHBI IIE€YEHU
u
KEITUEBBIBOAAIINX MyTeH
Hapymenus co croponsl | Hacto Comp?
KOKHM M TMOJKOXHBIX TKAHEN
Hapymwenus co croponsl | Hacto Muanrus
CKEJIETHO-MBILLIEYHOMN u

COEIMHUTEILHON TKaHU

O6mue paccrpoiictBa u | Ouenb yacto | Peaknium B Mecte uHbeKknuu (0omb |
HapyIICHUS B MecTe nuckoMdopr, Y3€TIKH, YIUIOTHEHUE),
BBEJICHUS rUnepTepMus’
Yacto Peaknun B Mecre uWHBEKIHMH (OTEK, 3pUTEMA,
NPYpUT, CHUHSKH, T[OTEIUICHHE, TeMaToMa),
YTOMIJIIEMOCTD, aCTEHHSI, HEIOMOTaHUE
Heuacto Peakiiuu B MecTe MHBEKITUH (LISIUTFOJIMT, abciiece,
aHecTe3us, KpOBOTEUECHUE, N3MEHEHHE 1IBETA)
JlaboparopHsbie u Yacro VYBenuueHue Macchl Tela
WHCTpYMEHTaJbHbIE JaHHbIEe | HewacTo [ToBblIeHME ypOBHS TpaHCaMHHAa3, IOBBILICHUE

YpOBHsI OMIMpyOHrHa

"'Yacrora BeisiBnenHsix HS OCHOBBIBAeTCS Ha BCEX 3apETHCTPUPOBAHHEIX CIydasx SBIEHHH M

HC OIrpaHUYUBACTCA TEMH, KOTOPBIC, IO MHCHUIO UCCIICA0OBATECIIA, UMCIOT BO3BMOXKHYIO CBA3b.

2 JlononHuTebHbIE TOOOYHbIE PeaKIuK, HAOII01aeMble IIPU MpUEMe PUIIUBUPHHA IEPOPATLHO

B JPYIrux UCCICOAOBAHUAX.
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ynotpebnenuss MedDRA: Goinb B xkuBOTE, 00Ih B BEpXHEH YaCTH KUBOTA.
4 Cpmmp  BKIIOYAET CJEAYIONIME CTPYNIUPOBAHHBIE TEPMUHBI  HPEATIOUTUTETHHOTO
ynotpebaenuss MedDRA: cwinb, 3puTeMaro3Has Chlllb, TeHEPAIU30BaHHAS ChIMb, MaKyJIe3Has
CBIIb, MaKyJIONamyJje3Hasi Cblllb, MOPOMIUTU(OPMHASI ChIIb, MAIyJIe3Has ChINb, 3yAs;IIas ChIb
(pypwuT).

> Tuneprepmusi BKIIOYAeT CIEAYIOIIME CIPYHNIHPOBAHHLIE TEPMHUHBI IIPEINOYTUTEILHOTO

ynoTtpebnenuss MedDRA: runeprepmus, omniymieHue kapa, MOBBIIIEHUE TEMIIEpaTyphl Tea.

BonbmnHCTBO ciyyaeB TMIIEPTEPMUN OTMEUYAINCH B TE€USHHE NEPBON HEACNIU MOCIe MHBEKIINM.

OO6muii npoduis 6e3onacHocTH Ha 96-it u 124-ii Henene B uccienoBannu FLAIR cooTBeTcTBOBAI
npod o 6e30nacHOCTH, HaOIo1aBmeMycst Ha 48-i Henene, 0e3 KaKMX-TM00 HOBBIX JTAHHBIX 110
O6e3zonacHoctu. B pacmmpennoit ¢asze ucciaemoBanuss FLAIR Hadamo Tepanmuum co CXeMbl
UHBEKIUN PWINMBUPUH IUTIOC KaboTerpaBup ©Oe3 BBOJHOW NepopasibHOW Tepamuu (Havajio
Tepanuu HEMOCPEACTBEHHO C MHBEKIINN ) HE OBLJIO CBSA3aHO C KAKUMU-IHMOO HOBBIMH ITPOOIeMaMu

0€30MMacHOCTH, CBI3aHHBIMU C UCKJIIOUEHHUEM BBOJAHON MEPOPATHLHON TEpAIUU.

Onucanue OTJICILHBIX HEXKEIATCIbHBIX PEeaKIIUMi

Peaxyuu ¢ mecme unvexyuu (PMH)
Jo 1% mnanueHToB MpeKpaTWIHM JICYCHHE WHBEKIUSIMU PWINMHUBHPUHA U KaOOTerpaBHpa H3-3a

PMMN.

Peakmuu B MecTe MHBEKIIUH, KaK MPaBUIIO, ObLIH JieTKuMHU (cTeneHsb 1, 70-75% manueHToB) wim
yMepeHHbIMH (cTenieHb 2, 27-36% mnauuentoB). Y 3-4% y4aCTHUKOB OTMEUEHBI TSKEJIbIC
(crenens 3) PMU. Meaunana nponomxutenbHocT PMU coctasmnsina 3 nus. [IponeHT manueHTos,

coobmaromux o PMU, co BpemeHeM ymeHbIancs.

Yeenuuenue maccor mena

Ha 48-i1 nenene y manmentoB B uccinegopanusx ¢aser 3 FLAIR u ATLAS, koTopsie momyqanu
PWINUBUPUH IUTIOC KaOOTerpaBup, MeAMaHa YBEIMYEHHUs Macchl Telaa cocTaBuia 1,5 kr; y
NAlUEHTOB, NPOAOJDKAIOIINX TEKYLIYI0 aHTUpeTpoBUpycHylo Tepanuto (TAPT), mennana

yBeIUYEHHUs Macchl Tena coctasuia 1,0 kr (00beIMHEHHBIN aHan3).

B unnuBunyansaeix uccnegoBanHusix FLAIR u ATLAS menuana yBenuueHusi Macchl Tena B
IpynIax pWINUWBHPHH IUTIOC KaboTerpaBup coctasisuia 1,3 kr U 1,8 KI' COOTBETCTBEHHO, IO

cpaBHeHuIoO ¢ 1,5 kr u 0,3 kr B rpynnax TAPT.
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Uepes 48-ii Henenb B ucciaenoBann ATLAS-2M, Meﬁiwﬁ&";@;h@ﬁgg%ggﬁl‘&ﬁy KAk 'mpu

CIKCMCCAYHOM OO3UPOBAHUU, TAK W TIPU HO3HUPOBAHUU KaAXK/LIC 2 MEciala AJisd KOMGI/IHaI_[I/II/I

PWINMUBUPHUH TUTIOC KaboTerpaBup cocraBuia 1,0 Kr.

H3zmenenus 6 1a60pamopHuix GUOXUMUYLECKUX NOKA3AMENAX

[ToBeimienHsie ypoBHu TpancamuHaz (AJIT/ACT) nabmioganuch y TAIMEHTOB, MOJy4YaBIIUX
PWINMBUPHUH IUIIOC KaOOTErpaBUp BO BpeMs KIMHUYECKUX MCCIENOBAHUN. DTH MOBBILICHUS B
NEPBYIO ouepe/lb ObUIM CBSI3aHBI C OCTPHIM BUPYCHBIM I'e€MaTHUTOM. Y HECKOJIbKUX MaIlMEHTOB,
MOJTyYaBIIUX PWINMHUBHPUH TEPOPATBHO IUIIOC TEPOpaNbHBIA KaboTerpaBup, HaOII01aI0Ch
MOBBIIICHHE YPOBHS TpaHCAMHMHA3, CBA3AHHOE C IMOJO3PEHUEM Ha TeNaTOTOKCUYHOCTD,
CBSI3aHHYIO C JIEKAPCTBEHHBIM MPENapaToM; 3TH U3MEHEHUs ObLII 00paTHMBI [TOCIIE MTPEKpaIleHus

JICUYCHU.

HebGonpimoe Hemporpeccupymolee yBelaudeHue obmiero OmnupyOuHa (0€3 KIMHUYECKOM
KENTYXH) HaOII0JAJIOCh TIPU JICYCHUH PUITMBHPHHOM ILTFOC KaOOTerpaBup. DTH U3MEHEHHS HE
CUMTAIOTCS KIMHUYCCKH 3HAYUMBIMHU, IMOCKOJIBKY OHH, BEPOSITHO, OTPAXKAIOT KOHKYPECHIIUIO

MEXIY KabOTEerpaBUpPOM M HEKOHBIOTMPOBAHHBIM OMIUPYOMHOM 3a OOMIMHA IyTh BBIBEICHHS

(UGT1A1).

[ToBbienre numaspl HAOMIOJANIM BO BpeMsl KIMHUYECKHMX HCCIEAOBAHUNM KOMOMHALUU
PWINUBUPUH ITIOC KaboTterpasup. [loBbimieHne ypoBHs Jnmnassl 3 U 4 CTENEHH HPOMCXOIHIIO
yamie Npu TMpHeMe PHINUBUpPUHA IuToc KaborerpaBup mno cpaBHeHuio ¢ TAPT. [lannble
MOBBIIICHUS] OOBIYHO MPOTEKATH OECCUMITOMHO U HE MPUBOJIUIIN K OTMEHE PUIITUBUPHUHA TLTIOC
kaboterpaBup. B uccnenoanun ATLAS-2M Obl1 3aperucTpupoBaH OJWH CIy4aid JIETATLHOTO
NaHKPEaTUTa C IMOBBIIICHUEM JIMNA3bl 4 CTENEHU U COMYTCTBYIOIIUMH (akTopaMu (BKIOYas
NaHKPEaTUT B aHAMHE3e), U1 KOTOPOTO HeNb3sl ObLJI0 UCKIIOYUTH MPUYMHHYIO CBSI3b C KypCOM

HHDBEKIIUHN.

COOGH.IGHI/IG 0 TOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0mare O TMOA03pEBAaEMbIX HEXKENATeNbHBIX PEAKIMAX IIOCIE PETrUCTpaIiH
JIEKapCTBEHHOTO Iperapara ¢ [elbl0 00eCTeYeHns HePEPhIBHOIO MOHUTOPUHTAa COOTHOILICHHS
«T0JIb3a — PHUCK» JIEKApCTBEHHOIrO Mpenapara. MeAuIMHCKUM pPAaOOTHUKAM pPEKOMEHAyeTcs
coo0IaTe O JIIOOBIX MOJO3PEBAEMBIX HEKENATENbHBIX PEAKLHIX JIEKapCTBEHHOI'O Ipernapara
YCpe3 HAlMOHAJIBHBIC CUCTCMBbI COOGH_IGHI/I}I 0 HCXKCJIATCIIbHBIX PCAKIUAX IOCYAAPCTB — YJICHOB
EBpa3uiickoro 53K0OHOMHU4ECKOr0 COI03a.

Poccuiickasg Peneparus PecnyoOauka Kaszaxcran
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OdenepanpHas cayxba Mo Haa30py B chepe
3npaBooxpaneHusi (PocsnmpaBHamzop) Anpec:
109012, r. MockBa, CnaBstHCKas IUIOIIAIb, 1.
4, ctp. 1

Temn.: +7 (495) 698-45-38, +7 (499) 578-02-30

O. moura; info@roszdravnadzor.gov.ru

Caiit: https://roszdravnadzor.gov.ru/

PecnyOmauka bemapych

VII «lleHTp OKCnepTu3 M UCHBITAHUM B
31paBOOXpPaHEHUN»
Anpec: 220037, T. MuHCK, nep.
ToBapuieckuit, 2a
Ten.: +375 17 231-85-14, +375 17 354-53-53

O1. moura; rceth@rceth.by

Caiit: https://www.rceth.by/

KeIpreizckas pecoyOinka

JlemapTaMeHT JIEKapCTBEHHBIX CPEICTB U
MEIMIMHCKUX W3JeNuid 1pu MUHHCTEPCTBE
3npaBooxpaneHust KbIprei3ckoii pecryOanKu
Anpec: 720044, r. bumikek, yn. 3-1 nuHus, 25
Temn.: (996) 312 21-92-86

9. moura; idlsmi@pharm.kg

Caiir: http://pharm.kg

4.9. [lepeno3upoBka

ot 13.01.2023 N2 425

prin i S RBUY R otrbabii Hesrp

OKCIICPTU3BI  JICKAPCTBCHHBIX  CPCACTB U

MCOAUIIUMHCKHUX H3I[GJIHI>'I)) Komurera

MEAUIIMHCKOTO u (bapmMareBTUYECKOT0
KOHTpOJsT MHHHCTEpPCTBA 3paBOOXPAHEHUS
Pecniy6nuku Kazaxcran

Anpec: 010000, r. Hyp-Cynran, yi.
A.MmanoBa, 1. 13

Ten.: +7(7172) 78-98-28

On. moura: pdlc@dari.kz

Caiit: http://www.ndda.kz

PecnyOinka ApMeHus

«Hay4HbIiI LEHTp SKCHEPTU3BI JIEKAPCTB U
MEAULMHCKUX TEXHOJIOTUN UM. aKkaJeMHKa O.
INabpuensna» AO3T

Anpec: 0051, r. EpeBan, np. Komuraca, 49/5
Ten.: (+374 60) 83-00-73, (+374 10) 23-08-96,
(+374 10) 23-16-82

D1 moyra: admin(@pharm.am

Caiit: http://pharm.am

B Hactosimee Bpemsi MMeeTCsl OrpaHMYEHHBIH O0BEM aHHBIX O CIyd4asX Hepeao3UpPOBKH

npenapatoM Pexambuc. B cimyuae

Hepeno3UPOBKU

ManucHTy  CICAYCT MMpOBOAUTH
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noaACPKUBAKOIICE JICHCHHUE B COOTBCTCTBHUU C KJ'II/IHI/ILIQJIl(‘II/IMI-/l%k%ﬁgmw'ﬁgﬁjrbﬁ%ﬁFOM

*u3HeHHO BaxHBIX QyHkmmid u OKI (uatepBan QT), ecnmu 310 HeoOxoaumo. I[lockoibky
pWIMMBUPUH 00JIaaeT BBICOKOW CTEMEHBIO CBS3BIBAHUS C OelKamMHu IUIa3Mbl  KPOBH,
MaJIOBEPOATHO, YTO JAMAIU3 MPHUBEACT K 3HAYUTEIbHOMY BBIBEJCHUIO JTaHHOW AaKTHBHOM

cyOcTaHIuu.
5. DPAPMAKOJIOTUYECKHUE CBOMCTBA

5.1. ®apmakoauHaAMHYeCKHe CBOICTBA

@®apMakoTEpareBTUYECKass TIpyINa: MPOTUBOBUPYCHBIE CPENCTBA CHCTEMHOIO JIEHCTBUS;
IPOTHBOBUPYCHBIE CpPEACTBA MPSIMOTO JACUCTBHUS; HEHYKJICO3UIHbIE HHTHOUTOPBHI O0OpaTHOM
TPAHCKPHIITA3bI.

Kong ATX: JOSAGOS5

Mexannsm neiicTBus

PunmuBupuH mnpencTaBiseT coOON AMAPWINTUPUMUIAHOBBIN HEHYKJICO3UIHBIA HMHTHOUTOP
obpatnoit Tpanckpuntazel (HHMOT) BUY-1. PunmuBupun He uHTHOWpYeT o-, P- u Y-

nosuMmepassl kierounoit JIHK genosexa.

AHTHBHPYCHAS aKTUBHOCTE B MCCJIEIOBAHUIX i1 Vitro

PunmuBupyH NposBIISIET aKTUBHOCTD B OTHOIIIEHUH JJaOopaTOpHBIX mTammMoB BUY-1 aukoro tuma
Ha OCTpo MH}pUIMpoBaHHON T-KiIeToyHOU JMHUU ¢ MeauaHou 3HadeHust ECso mst BUY-1/111B
0,73 uM (0,27 ur/mi). XoT4 in vitro pUuINUBUPUH IEMOHCTPUPOBAT OrPAaHUYEHHYIO aKTUBHOCTD
B otHomeHnr BUY-2 co 3nauenusimu ECso B quanazone ot 2 510 mo 10 830 uM (ot 920 mo 3970
HT/MJI), B OTCYTCTBUU KJIMHUYECKUX JTAaHHBIX HE pPEKOMEHIyeTcs JiedeHue nHdpexkmuun BUY-2
PUINUBUPHUHOM.

PunnuBupuH Takke IEMOHCTPUPOBAI MPOTUBOBUPYCHYIO aKTUBHOCTh B OTHOILLIEHUU HIMPOKOTO
CIEKTpa nepBUUHBIX H30yATOB mITamMmmMoB BUY-1 rpynnet M (moatun A, B, C, D, F, G, H) co
sHaueHussMu ECso B muamazone ot 0,07 mo 1,01 aM (ot 0,03 mo 0,37 HI/MI) U MEPBUYHBIX
n3oiaToB rpymmbl O co 3HadeHussMu ECso B nuanaszone ot 2,88 mo 8,45 uM (ot 1,06 no 3,10

HT/MIT).

Pe3ncTeHTHOCTD

IIpyHMMass BO BHHMaHHE BCE€ JOCTYIIHBIE JAHHBIC in Vitro W JAHHBIE in VIivo, NOJYYEHHBIE C
PUINIMBUPUHOM IIEPOPAIIBLHO Y pPaHee He MOJTyYaBIINX JEYCHHUE TallUEHTOB, CIEAYOIIINE My Taluy,

CBSI3aHHBIE C PE3UCTEHTHOCTHIO, €CJIM MPUCYTCTBYIOT Ha MCXOJHOM YpPOBHE, MOTYT BJIMSTH Ha
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aktusmocTs pwimasnpuna: K101E, K101P, E|38A, E138G) ERSR “ERER E138Q X479,

YI81C, Y181L Y181V, Y188L, H221Y, F227C, M2301, M230L, u xomOunauus L1001 u K103N.

Knemounas kynemypa

PesucrentHrie k puinuBupuHy 1 K HHMOT mtaMmel BEIAESINCH HA KIETOYHBIX KYJBTYpax U3
nukux TunoB BUY-1 pasnuunoit mpuposasl u noarumnoB. Hanbonee wacto HaOMI0IaTUCh TaKUE
CBsI3aHHBbIE ¢ pe3ucTeHTHOcThio MyTanuu, kak L1001, KI101E, V1081, E138K, V179F, Y181C,
H221Y, F227C u M230L.

llayuenmul ¢ supyconocuyeckou cynpeccuet.

Yucno nanueHToB, KOTOPbIe COOTBETCTBOBAIN KPUTEPHUSM MOATBEPKIEHHOM BUPYCOIOTHYECKON
Heyznauu (IITBH), 6bpu10 HU3KUM B 00beinHeHHBIX UccaenoBanuax ¢gassl 3 ATLAS u FLAIR. [lo
48-i1 nenenu Habmoxanocs 7 [ITBH npu npumenennn punnuBuprHa mitoc kadorerpasup (7/591,
1,2%) u 7 [ITBH npu tekyuiem pexxume antuperpoupycHoit tepanuu (7/591, 1,2%). B rpymnmne
PWINMBHUPUH IUIIOC KaboTerpaBup B oObeauHeHHoM aHanmuze y 5/591 (0,8%) mnamueHTOB
HaOmoanoce pasputue pesucreHtHoctu: 5/591 (0,8%) u 4/591 (0,7%) c wmyranusamu,
CBSI3aHHBIMU C pe3ucTeHTHOCThIO K punnuBupuny (K101E [n = 1], E138A/E/K/T [n = 1], E138A
[n=1] umu E138K [n = 2]) u/mm kaborerpaBupy (G140R [n = 1], Q148R [n=2] umu N155H [n
= 1]), coorBercTBenHo. 4 [ITBH Ha kaborterpaBup mitoc punnuBupuH B ucciegopanuu FLAIR
umern oaTun Al BUY-1 (n=3) unu AG (n=1). Oqun namuent ¢ [ITBH B uccnenoanuu FLAIR
HU pasy He noxyuni uebekuuio. Tpu [ITBH Ha kaboTerpaBup mitoc puinmuBUPUH B UCCIICAOBAHUH
ATLAS umenn BUY-1 noaruna A, Al wiun AG. B 2 u3 stux 3 [ITBH myramuu, cBsizanuele ¢
PE3UCTEHTHOCThIO K PWINMBUPUHY, HaONIOJaeMble MpPU BHPYCOJOTHUYECKOW HEyaaye, TaKxke
Habmromamich Ha ucxoaHoMm yposae B JIHK BUY-1 MoHOHYKII€apHBIX KIETOK MEepH(epruIecKoi
kpoBu (MKIIK).

B uccnenosanun ATLAS-2M 10 manuentoB cootBercTBoBaiv kputepusam I[ITBH no 48-it
Hezaenu: 8 uz 522 nauuenTos (1,5%) B rpynne Q8W (mo3upoBanue kaxasle 2 Mecsna) u 2 u3 523
(0,4%) B rpynne Q4W (mosupoBanme Kaxasidi mecsn). B rpymme Q8W 5/522 (1,0%) umenu
paszButue pesucteHtHoctu: 4/522 (0,8%) m 5/522 (1,0%) ¢ MyTamusiMu, CBS3aHHBIMU C
pesuctenTHOCThIO K pumuBupuHy (E138A [n= 1], E138K [n= 1], KIO1E [n=2] wim Y188L [n
= 1]) w/unmm xaboterpaBupy (Q148R [n = 3] umu N155H [n =4]), coorBeTrcTBeHHO. B rpynme Q4W
2/523 (0,4%) umenu pazButue pesucrentHoctu: 1/523 (0,2%) u 2/523 (0,4%) umenn mytanuu,
CBSI3aHHBIE C PE3UCTEHTHOCTHhIO K puimuBupuHy (K101E [n = 1], M230L [n = 1]) w/mm
kaboterpaBupy (E138K [n = 1], Q148R [n = 1] uiu N155H [n = 1]), coorBercTBerHHo. Ha
UCXOMHOM ypoBHe B Tpynme Q8W y 5 mamueHToB HaOMIOAATMCh MyTaIldd, CBS3aHHBIE C

PE3UCTCHTHOCTHIO K PUINTHUBUPHUHY, U Y 1 u3 3THX IIannucHTOB Ha6moz[aﬂac1> MyTanus, CBsA3aHHasA
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C PE3UCTEHTHOCTBIO K kKaboTerpasupy. Hu y oafioro us Haldtertton B 1pyrie O4W- HE HeXOmHOM

YPOBHE HE HAOII01AI0Ch HUKAKUX MYTAIlHii, CBA3aHHBIX C PE3UCTEHTHOCTHIO K PUIIITMBUPHHY WIH
kaborerpasupy. 10 IITBH Ha xaborerpaBup rmiroc puianuBupuH B uccienoBanuu ATLAS-2M

umenu noatun BUY-1 A (n=1), Al (n=2), B (n=4), C (n = 2) unu komruiekc (n = 1).

IlepekpecTHast PE3UCTCHTHOCTh

Caiim-cneyughuveckuit HHUOT mymanmmuwiii gupyc

B manenu u3 67 pekoMOMHaHTHBIX JabopartopHbix mTamMmoB BHUY-1 ¢ oxHoil myrtanueil B
nonoxeHusx RT, ceszanHOM ¢ pesucreHTHOCThI0O Kk HHUOT, Bkimtouas Hambosiee 4Yacto
Berpevaronmecs KI103N u Y181C, punnuBupuH OPOJAEMOHCTPUPOBAT MPOTUBOBUPYCHYIO
aKTUBHOCTh MPOTUB 64 (96%) »Tux mTamMMoB. MyTaluuud B OJHOM KOJIOHE, CBSI3aHHBIMH C
PE3UCTEHTHOCThIO K puianuBupuHy, Biimoudanu: K101P, Y1811 u Y181V. Hamuuue Ttonbko
MyTauu K103N He mpuBOIWIIO K CHUKEHUIO YYBCTBUTEIBHOCTHM K PWINUBHPHHY, OJHAKO
koMmOuHammst wMytanmuid  KI103N wm LI100I Osuta cBs3aHa ¢ 7-KpaTHBIM CHUIKEHHUEM

YYBCTBUTCIIbHOCTU K PUIIIIUBUPUHY.

Pexombunanmmuvie kiunuueckue uzonamol
PunnuBupuH coXpaHUI 4YyBCTBUTEIBHOCTD (KPATHOCTh M3MEHEHHUS < OMOJIOTHYECKOE IPaHUYHOE
3HaueHue) Kk 62% u3 4786 pekoOMOMHAHTHBIX KIMHHYECKUX H305AT0B BUY-1, pe3ancTeHTHBIX K

a¢daBUPEH3Y U/ WU HEBUPATTUHY.

Tayuenmsi ¢ 6upyconozuueckou cynpeccueti

Ha 48 wnenene anamm3a wuccnepoanuii daszer 3 ATLAS um FLAIR, 5/7 IItTBH wumenu
(EHOTUIMHYECKYI0 PE3UCTCHTHOCTh K PWIINMMMBUPHUHY TIPU BUpYycoJormueckor Heymade. Cpemu
ITHX 5 MalKUeHTOB HaOIrOAaNach (PEHOTUITNYECKAs IEPEKPECTHAS Pe3UCTEHTHOCTh K 3()aBUPEH3Y

(n =4), srpaBupuny (n = 3) U HeBUpanuHy (n = 4).

BansHME Ha TOKa3aTeIN DJICKTPOKAPIHOT PAMMEI

B panmomMusnpoBaHHOM, KOHTPOJUPYEMOM IIPH IMOMOIIM IUIaled0 M aKTUBHOTO KOHTPOJIS
(Mmokcudmokcarma 400 Mr oguH pa3 B JIeHb) MEPEKPECTHOM HCCIEAOBaHUU C ydacTtueM 60
3JI0POBBIX B3pPOCIBIX C 13 U3MepeHus MU B TeueHUE 24 4acoB B PABHOBECHOM COCTOSTHUU HE OBLIO
MOKa3aHO HUKakoro BiIMsSHUA Ha wuHTepBan QTcF mnsg puianuBupuHa mnepopasbHO B
peKoMeHlyeMor A03€ 25 Mr ofauH pa3 B JAcHb. KOHIEHTpaluu pWINUBUPUHA B IUIa3ME IMOCIE
UHBEKIMN TmpemapaTta PekamMOuC COMOCTaBUMBI C TaKOBBIMH, IOCTHTHYTHIMH MPH TpHEME

PWINUBUPHHA ITEPOPATBHO B 7103€ 25 Mr 1 pa3 B cyTku. [Ipenapar PexamOuc B pekoOMeH10BaHHOM
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noze 600 mr oguH pa3 B mecsan uiau 900 mr Kamnblérb-'ﬁé@ﬂé—@é-@%ﬂé&ﬂ&ﬂnﬁééwn

3HAYUMOI'0O BJIUAHUA HAa JJIMHY HHTCpBaJIa QTC

[Ipu npuMeHeHnr pUIINMMBUPHUHA B CBEPXTEPANEBTUUECKUX 103aX 75 Mr oJivH pa3 B 1eHb u 300 mr
OJIMH pa3 B JICHb Y 3JTOPOBBIX B3POCIBIX JOOPOBOJIBIIEB, MAKCUMAIBHBIE CPEHIE, COTIIACOBAaHHBIC
1o BpeMeHu (95% BepXHUi npeaesn T0BepUTeN-HOr0 HHTEepBaia) pa3inuyus B uaTepsaie QTcF B
CpaBHEHHUHU C TUIae00 mocie MCXOAHOM Koppekmmu coctaBiusiu 10,7 (15,3) u 23,3 (28,4) mc
COOTBETCTBEHHO. [[prMeHeHne puJIMUBUPUHA B 103€ 75 Mr oAuH pa3 B AeHb U 300 Mr ouH pa3 B
J€Hb B PAaBHOBECHOM COCTOSIHUM TPHUBOIIIO K TOMY, 4TO cpenHue mokazaTeld Cmax ObUIH
npuMepHO B 4,4 u 11,6 pa3 COOTBETCTBEHHO BBILIE CPEJHUX PABHOBECHBIX MOKa3aTeNed Cmax,
HaOMIOaeMBIX TIPH TPUMEHEHWW Tmpenapara PexamOuc B pekoMeHmoBaHHOW mo03e 600 wmr
exeMecssyHo. [[puMeHenne puanMBuprHa B 103€ 75 Mr OJIMH pa3 B AeHb ¥ 300 MT 0JiMH pa3 B I€Hb
B PABHOBECHOM COCTOSIHHH MPUBOJUIIO K TOMY, 4TO cpeaHHe MoKazaTedn Cmax OBLTH IPUMEPHO B
4,1 u 10,7 pa3, COOTBETCTBEHHO, BHIIIE CPETHUX PABHOBECHBIX MOKa3aTenell Cmax, HAOIIOaeMbIX

py IpUMEHEeHUH npenapara PekamOuc B pekomen1oBaHHOM 03¢ 900 Mr ouH pa3 B 2 Mecs1a.

Knnanueckas 2ddeKkTUBHOCTE U 0€30I1aCHOCTE

JlosupoBanue 1 pa3 B MecsIl

OddexTuBHOCTh Mpenapara PekamOuc mumroc kadoTerpaBup B MHBEKIUAX OLICHUBANACh B ABYX
PaHAOMHU3HPOBAHHBIX, MHOTOIICHTPOBBIX, aKTUBHO-KOHTPOJIUPYEMBIX, TAPATUIETBHBIX, OTKPBITBIX
uccienoBanusax He MeHbiien sddextuBroctu daser 3, FLAIR (201584) u ATLAS (201585).
[TepBuuHBIi aHaNMM3 OBLUT MPOBEACH IMOCIIEC TOTO, KaK BCE MAIMEHTHI 3aBEPITUIN BU3UT Ha 48-i

HCACIIC WJIN MPCIKACBPCMCHHO IMMPCKPATUIIN YYAaCTHEC B UCCIICIOBAHUU.

TlareHTsl ¢ BUPYCOJOTHYECKONW cyIpeccreil (Ha IPEnpIayIieil cXeMe JIEUEeHHsI Ha OCHOBE

noJyrerpasupa B Teuenue 20 Heneab)

B wuccnenoanun FLAIR, 629 BUWY-1-undunupoBaHHBIX MaIMEHTOB, HE TOJYyYaBIIHX
aHTUpeTpoBUpycHyto Tepanuio (APT), momydanu uHruOMTOp mepeHoca nenu uarerpazoi (Mull)
noayTerpasup B TeueHue 20 Henenb (WM 70Ty TerpaBup/adakaBup/1aMUBY IUH HITH JOJIYTETPaBUP
+ 2 Ipyrux HyKJICO3UAHBIX HHTHOMTOpA 0OpaTHOM TPAaHCKPUNTA3bI, €ClIH marueHTsl Obutn HLA-
B*5701 monoxxurensHbiMu). [lanueHThI, KOTOpBIE UMENH BUpYycojorudeckyto cynpeccuio (PHK
BHMY-1 <50 xonwuii Ha My, n = 566), 3aTeM ObLIM paHIoMHU3UpOBaHbI (1:1) 11 MOTyYeHHs CXEMBI
PWINMBUPYH TUTIOC KaboTerpaBup, uiu octaBaiuch Ha TAPT. [lanueHTsl, paHIOMU3UPOBAHHBIE
JUISL TIOMy4YEHHUS CXEMbl PWINHMBUPUH IUTIOC KabOTerpaBUp, Hayajad J€UYEHHE C BBOJHOM
nepopaiabHO# Tepanuu kaboterpaBupom (30 MT) U pruIMUBUPUHOM (25 MT) B TaOJETKax OJIMH pa3

B IC€Hb B TCUCHHUEC HE MCHECC 4 HCACIIb C NOCICAYOINUM JICHCHHUEM KaGOTeI‘paBHpOM B MHBCKIIUAX
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(mecsr 1: 600 mr, mecsint 2 u ganee: nabeknus #00 Mr) ﬂ%éﬂﬁﬂ&éﬁ%ﬁé‘e&ﬁaﬁk 'é'mziléc;{u

1: mavekius 900 mr, mecsn 2 1 ganee: nHbeKusa 600 Mr), exxeMecsdHo, 10 96 Henenb.

[TanmeHTEl ¢ BUPYCOJIOTMYECKOUN cyrpeccuell (craduiabHble npu mpeniectsyiomein APT B

TEeUeHNe He MeHee 6 MecsIEB)

B uccnenoBannu ATLAS, 616 BUU-1-undumupoBanabix, uMetomux onbIT npumenenus APT u
BUPYCOJIOTMYECKH TOAABICHHBIX (B TeueHHe He MeHee 6 MmecsieB) nmauueHtoB (PHK BUY-1 <50
KoMl Ha MJI) ObulM paHaoMu3upoBaHbl (1:1) W momyyanu WM PEXHUM PUWINHMBUPHH IUTIOC
kaboterpaBup, win octaBaiauch Ha TAPT. IlanmueHTh, paHIOMU3UPOBAHHBIC IS TOTYUYEHUS
peXrMa PUINMUBUPUH TUTIOC KaOOTerpaBup, HayalH JIeYeHWEe ¢ BBOAHOW MEpOpasibHOM Tepanuu
kaborerpasupom (30 mMr) u punnuBUpUHOM (25 Mr) B TabjeTkax OAMH pa3 B JICHb B TCUCHHE HE
MeHee 4 HeJIeTb C MOCIeIYIONINM JISYeHHEeM Ka0oTerpaBiupoM B HHbEKIHX (Mecs 1: 600 mr, co
2-ro Mmecsira: nHbeKnus 400 MT) TUTFOC pUIITTMBUPUH B HHBEKIMIX (Mecst 1: uabekmus 900 mr, co
2-ro mecsna: uHbeKIUsA 600 MTr), exemMecsdyHo, B TCUCHHE MOMOJHUTEIbHBIX 44 Henmenb. B
uccienoBanun ATLAS 50%, 17% wu 33% mnauuentroB nonywanu HHUOT, UIT wnu WU
(COOTBETCTBEHHO) B KAaU€CTBE MCXOJHOIO TPETHETO Kiacca MpEenapaToB MO PaHIOMHU3ALUHU, YTO

OBLIO OAVHAKOBBIM JI PA3HBIX I'PYIIII JICUCHUA.

O0bpeanHeHHble HccaeaoBanus (as3bl 3

HcxonHo B 00beAMHEHHOM aHAIW3€ B TPyNIE PHIMUBUPUH IUIIOC KaOOTErpaBUp METUAHHBIN
BO3PACT NAIIMEHTOB COCTABIISUI 38 n1eT, 27% ObLIH )KeHIIIMHAMU, 27% ObUIN HE €BPONEHCKOH pachl,
1% umen Bospact > 65 net u 7% umenu uncio CD4 + kinetok menee 350 KJIETOK HA MM®; 3TH
XapaKTEPUCTUKH OBLIM B LIEJIOM COMOCTABUMBIMU MEX/Y UCCIEAYEMBIMH IPyIIaMH.

[lepBuyHOI KOHEYHOM TOUYKOW 000MX MccaenoBanuii ObuT npoueHT nanuenTos ¢ PHK BUY-1 B
wiazme > 50 xonuii/mn Ha 48-i Henene (AIrOPUTM OJJHOMOMEHTHOTO aHalW3a JJISl TOIMYJISIUH
ITT-E).

B oO0bennHeHHOM aHanmm3e IBYX HCcleqoBaHUU a3kl 3 pUIMIMBHPUH IUIIOC KaOOTErpaBHp HE
ycrynan TAPT B mponenre nmauuentoB ¢ PHK BUY-1 B mnazme > 50 konuit/min (1,9% u 1,7%,
COOTBETCTBEHHO) Ha 48-i1 Heaene. CKOppEKTUpPOBaHHASI pPa3HUIIA MEKIY PUINHMBUPUHOM ILIIOC
kaborerpasup u TAPT (0,2; 95% JU: -1,4, 1,7) cooTBeTcTBOBaja KPUTEPUIO HE MEHbILEH
s dexTuBHOCTH (BepxHss rpanHuna 95% AU nuxe 4%) (cM. Tabauiy 8).

[lepBuuHas KOHEUHas TOUKa M APyTrue UCXOobl Ha 48-i Helene, BKIKYasi UICXO/AbI 10 OCHOBHBIM
ucxoaHsM (aktopam, s uccnenoanuii FLAIR, ATLAS, u o0be1MHEHHBIE TaHHBIC TOKAa3aHbI

B TaOauIte & u Tadmure 9.
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pesyaprarer | paiidviiposaniioro - ederinl  »

ucciaenoBannsix FLAIR u ATLAS na 48-ii HeeJie (0AHOMOMEHTHbBII AHAJIN3)

FLAIR ATLAS O0benuHeHHbIe
JAaHHbIE
RPV+ RPV+ RPV+
CAB TAPT | CABN | TAPT CAB TAPT
N =283 = =308 = N=591 | N=591
283 308
PHK BHUY-1 >50| 6(2,1) | 7(2,5 | 5(1,6) | 3(1,0) | 11(1,9) | 10(1,7)
Kkonmit/mi’
Pa3zuuna MEXKAY
BapUAHTaMHu JiedeHus % -0,4 (-2,8, 2,1) 0,7 (-1,2,2,5) 0,2 (-1,4,1,7)
95% AN)*
PHK BUUY-1 <50 xonmii/mJa 265 264 285 294 550 558
(93,6) (93,3) (92,5) (95,5) (93,1) (94,4)
Paznuna mexny BapuaHTaMu 0,4 (-3,7,4,5) -3,0 (-6,7, 0,7) -1,4 (4,1, 1,4)
nederus % (95% JAN)*
OTcyrcTBHE  JaHHBIX O 12 11
BUpYcoJioTHYeckoM oTBete | 12 (4,2) 4.2) 18 (5,8) (3.6) 30(5,1) | 23(3,9)
Ha 48-ii Hexee
[IpuunHbI
JocpouHoe mpekpalieHue
y4acTusi B UCCIICJIOBAHUU
/uccnenyemoit Tepamuu mo | 8(2,8) | 2(0,7) | 11 (3,6) | 5(1,6) | 19(3,2) 7(1,2)
npuunHe pa3Butus HA wnum
CMEpTH TaIeHTa
JlocpouHoe  mpekpalieHue
y4acTus B 10
uccienoBanuu/uccienyemoin | 4 (1,4) (3.5) 72,3) | 6(1,9) | 11(1,9) 16 (2,7)
Tepanuu o IpyTUM
pUYUHAM
Bkmrouen B wuccnemoBaHue,
HO JIaHHBIC YMYIIEHH B 0 0 0 0 0 0
WHTEpBaJe
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JIOCNEOOBATENBHOCTE 0002)

* C mompaBKoi Ha UCXOIHBIE (haKTOPBI cTpaTH UKl

1 BrirouaeT manueHToB, KOTOPbIE MPEKPATUIIA TEPAITUIO N3-32 HEAOCTATOUHON 3()(hEeKTUBHOCTH,

IIPEKPATUIIN TEPAIHIO, HO HE IOCTUIIIM CYIIPECCUHU.

N = KOJIM4Y€eCTBO MALMEHTOB B KaXK10M rpymiie jgeueHus, A1 = noBepurenbHbiil unTepBai, TAPT

= TeKymas anTupeTpopupycHas tepanus, RPV = puimusupun, CAB = kaborerpasup.

Tadoauua 9 Ipouent nanuenToB ¢ PHK BUY-1 B muiazme > 50 konuii/mJi Ha 48-ii Henene

JJIs1 OCHOBHBIX HCXOIHBIX (JaKTOPOB (Pe3y/1bTAaThl 0ITHOMOMEHTHOI'0 AHAJIN3a)

O0001eHHbIe JAHHBIE U3 HCCIeN0BaHMI
FLAIR u ATLAS
Hcxoanbie pakTopbl RPV+CAB TAPT
N =591 N =591
n/N (%) n/N (%)

CD4+ na ucxognom | <350 0/42 2/54 (3,7)
yYpoBHe >350 u <500 5/120 (4,2) 0/117
(kaeTok/Mm3) > 500 6/429 (1,4) 8/420 (1,9)
IMon My>K9UHBI 6/429 (1,4) 9/423 (2,1)

JKeHIuHbBI 5/162 (3,1) 1/168 (0,6)
Paca [IpencraBuTenu 9/430 (2,1) 7/408 (1,7)

€BpPOIEOUTHOM Pachl

[IpeacraButenu 2/109 (1,8) 3/133 (2,3)

HErPOUJHON pachl WU

appoaMepHrKaHIIbI

Azuatsl/npyroe 0/52 0/48
UMT <30 kr/m? 6/491 (1,2) 8/488 (1,6)

> 30 kr/m 5/100 (5,0) 2/103 (1,9)
Bo3pacrt (roamr) <50 9/492 (1,8) 8/466 (1,7)

>50 2/99 (2,0) 2/125 (1,6)
Hcxoanas NIl 1/51 (2,0) 0/54
NPOTHBOBUPYCHAA Nuld 6/385 (1,6) 9/382 (2,4)
Tepanusi npu HHUOT 4/155 (2,6) 1/155 (0,6)
PaHIOMH3AINH

UMT = unpexc maccel tena, UII = uaruburop nporeaszsl, MHW = uHruOUTOp MHTErpasbl,

HHUOT = HeHykneo3uaHbIi MUHTHOMTOp oOpaTHOM TpaHckpunTtasbl, RPV = punmusupus,

CAB = kaborerpasup, TAPT = Teky1ias aHTHpETPOBUPYCHASI TepaIus.
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(NOCNEQCBATENEHOCTE 0002)

B uccnenoBanusx FLAIR u ATLAS pasnuuus Mexay BapuaHTaMH JIEUYEHHUS 110 HCXOJHBIM
xapaktepuctukam (konumuectso CD4+, momn, Bo3pact, paca, UMT, knacc TpeTbero npemnapara B

COCTaBC UCXOAHOT'O peKHUMa .]'ICLICHI/I}I) OBUIH COMOCTaBUMEL.

Henensa 96 nccaenosanus FLAIR

B wuccnenoBanum FLAIR wuwepe3 96 Henenb pe3ysbTaTbl OCTaBAJIUCh COBMECTUMBIMHM C
pesynbratamu yepe3 48 Hexmens. Ilponent namuentoB ¢ PHK BUY-1 B mnazme kpoBu > 50
KOIHIA/MJI B TpyITIaX pUIMUBUAPHUH TuOC kaboterpaBup (n = 283) u TAPT (n = 283) cocraBisun
3,2% u 3,2%, coOTBETCTBEHHO (CKOPPEKTHpOBaHHAs pa3HHIlA MEXIy npenaparom PexamOuc
wiroc kaborerpaBup u TAPT [0,0; 95% JAU: -2.9, 2,9]). Ilponent manuento ¢ PHK B1Y-1 B
wia3me kposu <50 xomuit/min B rpynne Pekam6uc mmtoc kaborerpasup u TAPT cocraBun 87% u
89%, COOTBETCTBEHHO (CKOPPEKTHpOBaHHAs pa3HHIIA Mexay mpernapatoM PekamOuc rmuioc

kaboterpasup u TAPT [-2,8; 95% JIU: -8,2, 2,5]).

Henena 124 wuccunemoBauusg FLAIR Hayano Tepanuy C MHBEKIHWH [0 CPABHEHUIO C HAYaJIOM

Tepaluy C BBOOAHOW HEPOPAILHON TEpAIUU

B uccnenoBanun FLAIR onenka 6e3onacHocTH U 3(dekTuBHOCTH ObLTa BBIMIOMHEHA Ha 124-i
HeJeNey  TalMeHTOB, BBIOpaHHBIX I nepekimtoueHuss Ha  100-it Henene C
Tepanuyu abakaBUp/IOyTerpaBUp/JaMUBYAMH HA TEpalHIO PUWINHMBUPHH IUTIOC KabOTerpaBup B
pacupeHHoH ¢a3ze uccienoBaHus, ¢ uiu 0e3 BBOJHOM NMEepopaibHOM Tepanuu, U COCTABIISIOMINX
rpynmny ¢ BBOAHOHM MEpOpayibHOM Tepanuveil U rpyniy ¢ Ha4aJoM Tepanuyd HEMOCPEACTBEHHO C
UHBEKIUH.

Ha 124-i1 negene npouent nauueHtoB ¢ PHK BUY-1 B muiazme kposu > 50 xonmid/min 6s01 1/121
(0,8%) u 1/111 (0,9%) B rpymnme ¢ BBOJHON NepOpaIbHOM TEpAaNTUK U TPYIIIE ¢ HAYaJIOM Tepanuu
HEIOCPEICTBEHHO C MHBEKIINU, COOTBETCTBEHHO. [IponieHT Bupyconorudeckoit cynpeccun (PHK
BUY- 1 < 50 xomuii/mir) ObUT HAEHTHYEH B TPYMIE ¢ BBOJAHOM mepopanbHon Teparuu (113/121

[93,4%]) 1 B rpyIiIie ¢ Ha4YaIOM Tepanuu HenocpeacTBeHHo ¢ uabekuuu (110/111 [99,1%)]).

Jlo3upoBaHme KaxIple 2 Mecsara

[larmeHTHl ¢ BUPYCOJIIOTHYECKOHN cylpeccueli (cTabmisHble Ha nIpemmectsyromieii APT B Teuenue

He MeHee 6 MecsIIeB)

O} dexTuBHOCTh U 0€30MACHOCTh PUIIMBUPUHA B WHBEKIUAX, BBOJUMBIX KaXAble 2 MeCsIa,
OLICHHMBAJacCh B OJHOM paHIOMHU3UPOBAHHOM, MHOTOLEHTPOBOM, MapajuIeIbHOM, OTKPBITOM

uccienoBannu He MeHbinen 3pdexkruBHOCTH, ATLAS-2M (207966) haszer 3b. [TepBuunsbiii ananus
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OBLT TIPOBEJICH TOCJIE TOTO, KaK BCE TMAIMECHTHI 3asepﬁﬂf§&3-3§o%':§&%ﬂ—#@§"H@fﬁTﬁbﬂéﬂé I

IPEKIEBPEMEHHO NPEKPATHIIA UCCIIEIOBAHUE.

B wuccnenoBanun ATLAS-2M Obuto panpomusupoBano 1045 BUY-1 wuHGUIIMPOBAHHBIX
NalueHToB ¢ npeamectByomeit APT u Bupyconoruueckoii cynpeccueit (1:1), koTopbiM BBOAMIH
PWIMMBUPHYH TUTFOC KaOOTErpaBUp B UHBECKIUAX KXKIIbIE 2 MECsIa WIH eXeMecsIHO. [[annenTsl,
NepBOHAYAIbHO HE MOJyYaBIINe JIEUeHUs KaOOTerpaBupOM/pIIIMUBUPHUHOM, MOJTy4aal BBOJHYIO
NepopaIbHyI0 TEPaINWio, BKIIOYAIONIYI0 OJHY TaOJETKy pWUINUBHpPWUHA (25 Mr) IUIIOC OJHA
tabietka kaborerpaBupa (30 Mr) exemHEBHO B TedeHHEe He MeHee 4 Henenb. [lamueHTsl,
PaHAOMU3HPOBAHHBIC JIJISI €KEMECSYHBIX UHBEKIMH primuBupuHa (Mecsn 1: uabekuus 900 mr,
Mmecsn 2 u nanee: uHbekus 600 mr) n kaboterpaBupa (Mmecsi 1: uabekus 600 mr, mecsn 2 u
nanee: uabekusa 400 Mr), osTyJainy JJedeHUE B TEUSHUE IOTOJIHUTENbHBIX 44 Henenb. [laruenTsl,
PaHIOMU3UPOBAHHBIE JIJISl MHBEKLUNA PUINUBUPHUHA KaxKble 2 Mecsiia (nabekius 900 Mr B Mecsii]
1, 2, 4 u kaxxapIe 2 MecsIIa MOCIe 3TOr0) U UHBEKINUN KaboTerpaBupa (MHbeKus 600 Mr B MecsIy
1, 2, 4 n xaxaple 2 Mecsla Mocie 3TOro), MOJIy4yalu JieueHue B TeueHue 44 JOMOTHUTEIbHBIX
Henenb. Jlo panpommzamuu 63%, 13% u 24% mnanuMeHTOB MOJyYald PUINUBUPHUH ILUIIOC

kaboterpaBup B TeueHue 0 Hemenp, ot 1 10 24 Henmens u > 24 Henenb, COOTBETCTBEHHO.

Ncxonno MenranHbIil BO3pAacT NAMEHTOB cocTaBisul 42 roaa, 27% cOCTaBIISUIN KEHITUHBL, 27%
He ObLTH eBporelickoi packl, 4% umenu Bo3pacT >65 net u 6% umenu unciao CD4+ kiietok MeHee
350 KJIETOK Ha MM®; 3TH XapaKTePUCTHKH OBbIIH B LIEJIOM COMOCTABUMBIMU MEY/LY HCCIIeLyeMbIMU

IPYIIIAMH.

[TepBuuHO#l KOHEeUHOHN TOUKOHM B MccaeaoBanuu ATLAS-2M 61 niponieHT manuentoB ¢ PHK
BUY-1 B muasme >50 komumii/mn Ha 48-if Henene (aIrOpuTM OJHOMOMEHTHOTO aHaIH3a IS

nonyJsauuu [TT-E).

B uccnenoBanun ATLAS-2M punnuBHUpUH TUTFOC KaOOTeTpaBUp, BBOAUMBIC KaXKJIble 2 MecsIIa,
HE ycTynaiu KaOoTerpaBupy M PUINUBUPHUHY, BBOJUMBIM Ka)JIbIi MECSI, B OTHOIICHUHU
nporenTa naueaToB ¢ PHK BUU-1 B mna3zme > 50 xormii / mit (1,7% u 1,0%, coOTBETCTBEHHO)
Ha 48-i1 Henene. CKOPpEKTUPOBaHHAs pa3HUIIA MEXIY KaOOTETrpaBUPOM ILIIOC PHIIMMBUPHH,
BBOJIMMBIM Kakzple 2 Mecsma u Kaxaeid mecsn (0,8; 95% JIU: -0,6, 2,2), cooTBeTcTBOBajIA

KPUTEPHIO HEe MeHbIIeH 3 deKkTUBHOCTH (BepxHsis rpanuna 95% AN nuxe 4%).
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COOTBETCTEYET 3KCNEPTHOMY OTUETY
 oT13012023N=425
Ta6auna 10 Bupycoaoruyeckne pe3yabTafbl panfbiitspobaniioro = Sedenms- <!

ucciaenoannsi ATLAS-2M uyepe3 48 Henesib (0AHOMOMEHTHBIN aHAJIH3)

IIpumeHeHne Kaxabie 2 E:xemecsiuHOe mMpUMeHEeHUE
Mecsa (Q8W) (Q4w)
N =522 (%) N =523 (%)
PHK BHUY-1 > 50 konuii/ma’ 9(1,7) 5(1,0)
Pa3uuna MEXKIY 0,8 (-0,6, 2,2)
BapHAaHTaMHu  JiedeHusa %
(95% AN)*
PHK BHY-1 < 50 konmii/mJja 492 (94,3) 489 (93.5)
Pa3numna wMexnay BapuaHTaMu 0,8 (-2,1, 3,7)
neuenus % (95% JAN)
OtcyTtcTBHE JTAHHBIX 0 21 (4,0) 29 (5,5)
BHUPYCOJIOTUYECKOM OTBETE Ha
Henene 48
[IpuuunbI:
HocpouHoe  BBIOBIBAaHUE W3 9(1,7) 13 (2,5)
UCCIIEJIOBAHUS 1O  MPHYHHE
pazeutuss HA wmm  cmeptu
naueHTa
Hocpounoe  BBIOBIBAaHUE W3 12 (2,3) 16 (3,1)
UCCIICIOBAHUSL 1O  JIPYTUM
npUIuHAM
Bkirouen B HcciieoBaHHE, HO 0 0
JaHHBIC YITYIICHBI B MHTEPBAJIC

*  C mompaBKO# Ha UCXOAHBIE (PAKTOPHI CTPATH(PUKAIIIH.
1 Brxurouaer NalMEeHTOB, KOTOpHIE OpEeKpaTHIN TpPHEM H3-32 HEJ0CTATOYHOM
3G HEKTUBHOCTH, TPEKPATUIIH IIPHEM, HO HE UMEITU CYIPECCHIO.

N = KOIM4YeCcTBO MALMEHTOB B KaX 10 rpyle jgedeHus, [ = nosBepuresbHblii HHTEpBAI.

36



COOTBETCTBYET 3KCNEPTHOMY OTUYETY

oT 13.01.2023 N= 425
Ta6auua 11 Mpouent namuentos ¢ PHK BHY-1 B thi3me > 50-1c0nii/ Vet b rcci éAonanum

ATLAS-2M Ha 48-ii Heaejse i OCHOBHBIX MCXOAHBIX (PAKTOPOB

(pe3yJIbTaThl OITHOMOMEHTHOI0 aHAJIN3A)

Hcxoansie pakTopbl

Koanuecto PHK BUY-1 > 50

Konuii/mJ1/ Bce oneHeHHbIe (%)

IIpumenenne E:xemecsiuHoOe
KaxKable 2 Mecsia NpUMeHeHue
(Q8W) (Q4W)

KoanuectBo <350 1/35(2,9) 1/27 (3,7)
kjaerok CD4+ ma | or 350 mo <500 1/96 (1,0) 0/ 89
HCXOJHOM YpPOBHe | > 500 7/391 (1,8) 4/407 (1,0)
(kaeTkn/mMmm3)
IMon My>K9UHBI 4/385 (1,0) 5/380 (1,3)

JKeHmunpl 5/137 (3,5) 0/143
Paca [IpencraBuTenu eBPOICOHTHOM 5/370 (1,4) 5/393 (1,3)

pacel

He MPEICTABUTEIN 4/152 (2,6) 0/130

€BpPONEOUIHON pachl

Herpounnas/appoameprkaniibi 4/101 (4,0) 0/ 90

He npencrasurenu

HETpOUIHOM/ahypoaMeprKaHCKOIM 5/421 (1,2) >/421(1,2)

pacsr
UMT < 30 kxr/m? 3/409 (0,7) 3/425 (0,7)

> 30 kr/m 6/113 (5,3) 2/98 (2,0)
Bo3pacrt (roamr) <35 4/137 (2,9) 1/145 (0,7)

ot 35 mo < 50 3/242 (1,2) 2/239 (0,8)

>50 2/143 (1,4) 2/139 (1,4)
IIpenmecrByomee | Her 5/327 (1,5) 5/327 (1,5)
BO3eiicTBHE 1-24 nenenn 3/69 (4,3) 0/68
CAB/RPV 24 nenenu 1/126 (0,8) 0/128

HUMT = unnexc maccel Tena, CAB = kaboterpaBup, RPV = punmuBupun

B uccnenoBanun ATLAS-2M paznuuus Mexay BapuaHTaMH JICUEHUS 110 TEPBUYHON KOHEYHOM

TOYKE B 3aBUCHMOCTH OT MCXOJIHBIX XapaKTepucTHK (koiaumdectBo CD4+ numdonuTos, mom, paca,
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CMEPTHOMY OTUETY

KIIMHHUYCCKOI'O 3HAaYCHU .

Pesynbrarel onenku sddexTuBHOCTH Ha Henmene 96 cormacyroTcs ¢ pe3ynbTaTaMu OLEHKU
NEPBUYHON KOHEYHOM TOUKH Ha Hezene 48. PUnnmuBupyH 11roc kKaboTerpaBup B UHBEKIHAX 1 pa3
B 2 Mecsila He ycTynaet 1o 3¢ (eKTUBHOCTH PUIITUBUPUHY U KaOOTerpaBUpy IpU UX BBeACHUU |
pa3 B mecsi. [ons naruentoB ¢ yposHeM PHK BUU-1 B mmasme >50 komnwmii/mn Ha Henene 96 B
TpYIINe PYIMMBUPHUHA IUTIOC KaboTerpaBup, BBOAUMEBIX 1 pa3 B 2 mecsna (n=522) u puJImuBUpUHA
wiroc kaborerpaBup 1 paz B mecsn (n=523), cocraBmsuia 2,1% u 1,1%, COOTBETCTBEHHO
(CKOppEeKTHpOBaHHAsE Pa3HOCTb MEXIY BapuaHTaMHU Tepalmu PUINHMBHUPUHOM  ILIIOC
kaborerpasupom 1 pa3 B 2 mecsua u 1 pa3 B mecsu [1,0; 95% IAU: -0,6, 2,5]). Jons nanueHTOB ¢
ypoBaem PHK BUY-1 B mmazme <50 komwuit/mMn Ha Hemene 96 B rpynme pHINMUBHPHHA TLUIIOC
KaboTerpaBup, BBOOAUMBIX 1 pa3 B 2 Mecsa, U pUIMUBHPUHA IITIOC KaboTerpaBup 1 pa3 B MecsIl
o6buta paBaa 91% u 90,2%, cOOTBETCTBEHHO (CKOPPEKTHPOBAaHHAS Pa3HOCTh MEX/ly BapuaHTaMU
TEpanuy pUIMTMBUPUHOM IUTIOC kKaboterpaBup 1 pa3 B 2 mecsina u 1 pa3 B mecs [0,8; 95% JIU: -

2,8,4,3]).

Pesynbrathl oneHku 3¢h(dekTuBHOCTH Ha Henmene 152 cornmacyrorcsi ¢ pe3yibTaTaMH OICHKH
MePBUYHON KOHEYHOU TOYKHU Ha Hegene 48 u 96. PUnmuBHpyrH 1Tt0¢ KaOOTETrpaBUpP B MHBEKITHIX
1 pa3 B 2 Mecsua He ycrynaeT no 3((eKTUBHOCTU PHINUMBUPUHY U KaOOTerpaBUpy HpHU HUX
BBeneHUM | pa3 B Mmecsal. B aHanuze Bcex paHnomusupoBaHHbIX mnamueHToB (ITT) mons
yuacTHukoB ¢ PHK BUY-1 B mna3zme >50 xonuii/mi Ha Hezpene 152 B rpynme puimuBUpUHA IITIOC
kaboTerpaBup, BBOAUMBIX | pa3 B 2 mecsna (n=522) u puInuBUpUHA TUTFOC KaboTerpaBup 1 pa3 B
mecs1 (n=523), cocrasmusina 2,7% u 1,0%, COOTBETCTBEHHO (CKOPPEKTUPOBAHHAS Pa3HOCTh MEXIY
BapHaHTaMHU Teparuy pUINMUBUPUHOM ILTIOC KaboTerpasup | pa3 B 2 mecsina u 1 pa3 B mecsn [1,7;
95% IU: 0,1, 3,3]). B ananuze ITT nons yuacraukoB ¢ PHK BUY-1 B mna3me <50 xonwii/mi Ha
Henene 152 B rpynme puinMBHpPHHA IUTIOC KabOTerpaBup, BBOAMMBIX | pa3 B 2 Mmecsna, H
puiInuBHpYHA TUIOC KaborerpaBup 1 pa3 B mecdn Obuia paBHa 87% u 86%, COOTBETCTBEHHO
(CKOppeKTHpOBaHHAsI Pa3HOCTh MEXIy BapUaHTaMU Tepaldyd PWINUBUPUHOM  IUIIOC

kaborerpasup 1 pa3 B 2 mecsiiia u 1 pa3 B mecs [ 1,5; 95% AU: -2,6, 5,6]).

Anocmepuopnuiii ananus

B mHOrodakropHoMm ananuze o0beauHEHHBIX HccienoBanuii asel 3 (ATLAS no menenmm 96,
FLAIR no nenenu 124, ATLAS-2M no veaenu 152) nzyyanu BIUsSHUE pa3IndHbIX (PAaKTOPOB HA
PHUCKH MTOJITBEPKACHHON BUPYCOJIIOTHYECKON HeAPPEeKTUBHOCTH. B aHanm3e ncxoqHbIX (hakTOpOB

(BFA) oueHuBanu HMCXOIHBIE BUPYCHBIC XapaKTEPUCTUKUA M XAPAKTEPUCTHKH YYAaCTHUKOB, a
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PErpecCHOHHOTO MOJEIMPOBAHUS M MPOLEAyphl OTOOpa IMEpPEeMEHHBIX, BKIIOYal HCXOJHBIE
(axkTOpBl U CIIPOrHO3WPOBAHHBIE KOHIICHTPALIMH IIperapara B IMIa3Me MOCIe UCXOIHOTO YPOBHS
JUI ONpENETeHNs UX BIMSAHHUA Ha IOATBEP)KICHHYIO BHUPYCOJOIMUYECKYIO HEI(P(PEKTUBHOCTD
(ITTBH). Ha ocHoBaHWM HmaHHBIX MO B OOMIEH CIOKHOCTH 4291 uenoBeko-rojam JieUeHUs
HECKOppEeKTUpOoBaHHas yacToTa Bo3HUKHOBeHuUs [ITBH cocrapnsna 0,54 Ha yenoBeko-rona; ObLI0

3apeructpupoBano 23 ciayuas IITBH (1,4% u3 1651 ygacTHHKa 3TUX HCCIE10BAaHU).

B xone ananmza ucxoaHbeix (axktopoB Obuta ycTanoBieHa kKoppensuus ¢ [ITBH ans myranuii,
CBSI3aHHBIX C YCTOMUMBOCTBIO K PUINMBUPUHY (OTHOLLIEHUE YacTOT BO3HUKHOBEHMS, IRR=21,65,
p<0,0001), monruria A6/A1 BUU-1 (IRR=12,87, p<0,0001) u nanexca maccer Tena (IRR = 1,09
IS TIOBBIIIEHMS YPOBHS Ha Kaaylo enunuiyy, p=0,04; IRR=3,97 ana >30 kr/m?, p=0,01). Jlns
IIPOYMX IEPEMEHHBIX, BKJIKOYAsl BBEACHUE OJUH Pa3 B 4 WM 8 HENEIb, JKEHCKUHN 110JI MJIM My TalluH,
aCCOIIMMPOBAHHBIE C YCTOWYMBOCTBIO K KaboTerpaBupy / HMHrHOMTOpaM IepeHoca Ienu
unterpa3oil (INSTI), 3naunmas koppensuus ¢ IITBH orcyrcrBoBana. Coueranue mno kpaiHen
Mepe 2 U3 CIEAYIOUIMX OCHOBHBIX HCXOJHBIX (PAKTOPOB acCOLMMPOBAIOCH C IOBBILIEHHBIM
puckom IITBH: MmyTanuu, cBs3aHHbBIE C YCTOMYUBOCTHIO K PHIIMUBUPHHY, moaTuna A6/A1 BY-

1 unu UMT >30 kr/m? (Tabnuma 12).

Tadauma 12  Bupycojoruvyeckne HCX0Abl B 3aBHCHMOCTH OT HAJIWYUS OCHOBHBIX

HCXOAHBIX (akTOpOB: MyTanuii, CBS3aHHBIX C YCTOMYUBOCTHIO K

puianuBupuny, noaruna A6/A1' BUY-1 u UMT >30 kr/m?

Hcxonnble pakTopbl

Bupycosiornyeckue ycrnexu>

HonTBepxkaeHHast

BHPYCOJIOTHYECKasi Heya4a

(95% noBepuTenbHBII

WHTEPBA)

(84,1%, 87,8%)

(4ucio) (%)}
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)°
UTOI'O 1231/1431 (86/0) 23/1431 (1,6)°

(1,0%, 2,4%)

! Knaccudpukanus noaruna Al umn A6 BUU-1 Ha ocHoBe nanenun HanmoHanbHO#M OUOIHOTEKH

Jloc-Anamoca u3 6a3sl qaHHBIX mocienoBarensHocteid BUY (utons 2020 r.)

2 Ha ocHoBe anroputma ogHoMmoMeHTHOTO aHanmm3a FDA mis PHK <50 kormit/mn. Ha nenene
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48 B wucciaenoBanun ATLAS, nemene 124 B ncdﬂgﬂo}ﬁ%%ﬂ&ﬁﬂtﬁf' -IL_lE'J'I%:I:i%Q B

uccnenaoBann ATLAS-2M.

3 Onpenensiercs Kak aBa mocnenoBaTenbHeX u3mepenus PHK BUY >200 kommii/mi.

4 MonoxwurenbHas mporuocTUdeckas neHHocTs (PPV) <1%; OTpHIaTenbHOe NPOrHO3UPYEMOE
3nauenue (NPV) 98,5%; uyscrButensnocts 34,8%; cnenupuanocts 7,9%.

> PPV 19,3%; NPV 99,1%; uyBcTBUTENEHOCTD 47,8%; crienuduanocTs 96,7%.

® HaGop maHHBIX [ aHATH3a CO BCEMH MMEIOIMMHUCS KOBAPHATAMU JUISl ICXOIHBIX (haKTOPOB

(u3 B 00mI€eH crmoskHOCTH 1651 yyacTHUKA).

VY manueHToB ¢ 1o KpaitHe# Mepe ABYMs U3 3TUX (aKTOPOB pucKa 10 yuacTHUKOB ¢ [ITBH Obina
BBIIIIE TI0 CPABHEHUIO € MAaIMeHTaMH 0e3 (akTopa pucKa WM ¢ OJHUM (aKTOPOM PHUCKA; CIydyau
[ITBH Obumn waentudunupoBanbl y 6/24 maruentoB [25,0%, 95% MU (9,8%, 46,7%)],
MOJTy4aBIIUX JIeUeHHe 1Mo cxeme 1 pa3 B 2 mecsna, u 'y 5/33 nanuenTtos [15,2%, 95% AU (5,1%,

31,9%)], nonyuaBLIuX JieueHUE MO CXEME C BBeJIeHUEM | pa3 B Mecsll.

Ilepopanvras npomedcymoynas anmupempo8upyCHas mepanus ¢ UCNOIb308aHUEM OPY20U CXeMbl

B perpocnekTrBHOM aHamn3e 00beIMHEHHBIX JaHHBIX U3 3 KIMMHUYeCKuX nccienoannii (FLAIR,
ATLAS-2M u LATTE-2/uccnenoBanue 200056) 29 BKIIOYEHHBIX YYAaCTHHUKOB IOJyYalH
NEPOPATIbHYI0  IPOMEXYTOUHYK)  AHTUPETPOBUPYCHYIO  TEpalMio, OTJIMYAIOUIYIOCS  OT
punnuBHprHa / KaboTerpaBupa (aabTepHATUBHAS TEpOpalibHAs MPOMEKYTOUHAs Teparus), BO
BpeMsl JiedeHHs mpernapatoM PexamOuc T1umroc KaOoTerpaBUp BO BHYTPUMBIIICUHBIX (B/M)
UHBEKLHUAX JUIUTEIBHOTO JEHCTBUS; MEIMaHa JUIUTEIIbHOCTU TIOJJOOHOTO JISYeHUs COCTaBisIa 59
nHel (25-i u 75-i npouentunu: 53-135). Menuana Bo3pacTta y4aCTHHKOB Oblia paBHa 32 roja,
14% ydacTHUKOB ObLIH >KeHIIUHAMH, 31% — He MpHUHaATeKaIun K eBpOoreonaHoun pace, y 97%
MAl[MEHTOB aIbTEPHATHBHAsI CXE€Ma TMepopajbHOM MNPOMEXKYTOUHOM Tepamuu BKIIOYala
unruourop unrerpassl (Mual), y 41% — HHUOT (B 11 u3 12 cinyvaeB — punnuBupuH) Uy 62%

—HUOT. Tpu yuacTHHKa BEIOBITN BO BpEMsl IEPOPATBHOM MTPOMEKYTOUHOM TEpaTuy WIK BCKOPE
1ocJie €e OKOHYaHUs TI0 MPUYMHAM, HE CBSA3aHHBIM C 0€30MacHOCThIO. Y OonbIIMHCTBA (=96%)
YYaCTHUKOB COXpaHsuiach BUpycojoruueckas cymnpeccus (ypoBenb PHK BUU-1 B miazme <50
Konuii/mi). Bo Bpems nepopasibHOM MPOMEXYTOYHOH Tepamuu C  HCIOJIb30BaHHEM
QIbTEPHATUBHON CXEMBI M B IEPUO/I TIOCIIE €€ MPOoBeAeHUs (10 2 MHbEeKIUH npenapaTta PekambOuc
IUIIOC ~ Ka0oTerpaBUp  MOCIAE  TMEPOPATbHOM  MPOMEXYTOYHOM  Tepamuu) He ObLIO
3apErUCTPUPOBAHO  HHU OJTHOTO ciyyJast MOATBEPKICHHOM BHUPYCOJIOTMUYECKOMN

Hea(dexruBHOCTH (TOATBepKAeHHBINA ypoBeHb PHK BUY-1 B mnazme >200 xonuii/min).
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(NOCNEQCBATENEHOCTE 0002)

dapMaKOKMHETHYECKHUE CBOWCTBa mpemnapata PexamOuc omeHuBaiuch y 310poBbix 1 BUU-1

MH(UIUPOBAHHBIX B3POCIIBIX.

Tamuuma 13

q)apMaKOKI/IHeTI/I‘{eCKI/Ie nmoKasaTeJiu B MONYyJAllMM II0CJI€ Tepanuu

PMJINHBHPHHA MEPOPATBLHO OMH Pa3 B CYTKH, a TAK:Ke MOc/Ie HHUIHALUHA 1

NMPOI0JIKEHUS

esKeMeCIYHO MJIM KaKAbIe JBa MecsIa

BHYTPHMBIIICYHBIX

HHbeKIMH mnpenapara PexamOuc

Pexxum I'eomeTpuueckoe cpenHee 3Havyenue (5-i; 95-i
®da3za NpUMeHEeHUsI NepueHTHIb)
JI03UPOBAHHUS npenapara Crmax Ctau ?
AUC 0-tau ®) (ur/mur) (Hr/mJ1)
(Hre4/mui)

BBognas 25 mr 7083 116 79,4
nepopanbHas 1 pa3 B cyTku (1125: 3 748) (48.,6: 244) (31,8; 177)
Tepanus’
[TepBas 900 mr B/M 44 842
uabekus®d HauaJbHas 1032 (21 712; 144 41,9

87 575) (93.,9; 221) (21,7; 78.,9)
Exemecsunast 600 mr B/M 68 324
HHBEKIUA™® €XKEMECSIYHO (39 042; 121 85,8

118 111) (68,1;210) (49,6; 147)
Nubexuus 900 mr B/M 132 450
KaKable Kaxkaole 2 (76 638; 138 68,9
Mecsia Mecsia 221 783) (80,6; 228) (38,0; 119)
¥ Ha ocHOBaHMHM WHAMBUAYQIbHBIX aNOCTEPHOPHBIX OICHOK W3  MOMYJISIIIHOHHON

(hapMaKOKUHETHYECKONH MOJENIM PHIMUBUPUHA, BBOAUMOrOo B/M (0OBEIMHEHHBIC JTaHHBIC

uccnenoBanuii FLAIR, ATLAS u ATLAS-2M).

® tau - mHTepBaN MO3MpOBaHMS: 24 uYaca M TpHEMa TMeEpopanbHO, | MM 2 MecsAnma It

CKCMCCAYHBIX WU KaXIbIC 2 MCCiAlla BHYTPUMBIIIICYHBIX HHBGKHHﬁ.

¢ Jlnst puimuBuprHa nepopaibHO Crpu MpencTaBisieT co0oil HabmojaeMble 00beIMHEHHbIE

nannble uccnegopanuii FLAIR, ATLAS u ATLAS-2M, AUC (0-tau) u Cmax TPEACTABISIOT

(dhapMakoKHHETHUECKHE JaHHbIE U3 UCCIIeOBaHUN (Da3bl 3 pUIIMUBUPUHA IEPOPATHHO.
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UHBEKIIMA B TEPBYIO OdYepelb OTPaXaeT NepopalbHOE JI03UPOBAHHE, TOCKOJIBKY
MHUIMKPYIOLIast UHBEKIHs Obljla BBEIEHA B TOT JK€ JI€Hb, YTO U MOCIEIHSS IepopalibHas 103a.
Korga tepamuss HaumHamach ©€3 BBOJHOW IepOpadbHON Tepanmuu (HEMOCPEICTBEHHO C
uHbekuu, n=110), reomerpuueckoe cpemHee 3HaueHue (5-U, 95-i mepreHTHIB) Cmax
punnuBuprHa (depe3 1 Henemo mociie IepBOro BBEAEHUS NpemnapaTta) coctaBmio 68,0 Hr/mi
(27,5, 220) u Ctay cocTaBuiio 48,9 ur/ma (17,7, 138).

¢ Jlanabic Ha 48-11 Hemele.

AOGcopbuus

PI/IJ'IHI/IBI/IpI/IH B HHBECKIHUAX C IMPOJIOHTMPOBAHHBIM BBICBOGO)K,Z[GHI/IQM ACMOHCTPUPYCT
KHHETUKY C TIOCTOSHHOW CKOpOCThiO BbICBOOOXKIeHUs (flip-flop), BosHHKaromyro wu3-3a
MEIJICHHON a0copOluu W3 STOAMYHBIX MBI B CUCTEMHBIH KpPOBOTOK, YTO MPHBOAHT K

YCTOWYMBBIM KOHILICHTPALMAM PUJIITUBUPUHA B IIA3ME.

[Tocne OQHOKPATHOTO BHYTPUMBILICYHOTO BBEICHHS KOHILIEHTpAlMM PWINHMBUPUHA B ILIa3Me
00Hapy»XUBAIOTCS B MEPBbII IEHb U MOCTETIEHHO MOBBIIAIOTCS 10 MAKCUMAaJIbHOM KOHIIEHTPALUU
B IJ1a3Me B cpenHeM depe3 3-4 mHs. PwimuBupuH oOHapyXMBajCs B IjiasMme A0 52 Heelb U
JIOJIBILIE TIOCTIE OJIHOKPATHOTO BBeAeHU npenapara Pekam6Ouc. [Tocie 1 roxa exeMecsYHbIX WIH
KaXKble 2 Mecslla UHbEKINI focturaercs npuMepHo 80% paBHOBeCHON (hapMaKOKMHETHYECKON

OKCIIO3UIINH PUIITIUBUPHUHA.

9KCH03PIHI/I$I PUIIINBUPHHA B IJ1a3ME YBCIIMUYUBACTCA IMPONMOPIHUOHATIEHO HUJIW HEMHOI'O MCHBIIIC,
YEM IPONOPHHUOHAIIBHO A03€ IOCIC OAHOKPATHBIX U ITIOBTOPHBIX BHYTPUMBIIICYHBIX I/IH’BCKHI/Iﬁ B

no3ax ot 300 no 1200 mr.

Pacnpenenenue

PunnuBupus npuMepHo Ha 99,7% cBs3bIBaeTcs in vitro ¢ 6eIKaMH MJ1a3Mbl, B IEPBYIO OUEPEb C
anbOymuHoM. Ha ocHOBaHMM NOMYJALKMOHHOTO aHaimu3a (apMaKOKWHETUKH TUIIUYHBIN
KKyHIuicss 00beM eHTpanbHoro KommnaptmenTa (Vc/F) s punnuBruprHa mociie B/M BBEIACHUS

otieHuBaCcA B 132 11, 4TO OTpaskaeT yMepeHHOE pacrpeiesieHue B epupepuieckux TKaHsIX.

PunmuBuprH NpUCYTCTBYET B CTIMHHOMO3T0BOM )uakoctu (CMIK). YV BUY-1-uHbuUIIMpOBaHHBIX
MAIMEHTOB, MOJIYYaBIINX CXEMYy HWHBEKIMH PWINHBUPHUHA IUIIOC WHBEKIUIO KaboTerpaBupa,
CpeaHee COOTHOIIeHUe KOoHIeHTparuu punnuBupuaa B CMX k mnazme (n=16) cocTaBisio ot
1,07 mo 1,32% (nmuama3oH: OT HE OA1aeTCs KOJTUIECTBEHHOM orieHke 110 1,69%). B coorBeTcTBUN

C TepaneBTUYECKUMH KoHIeHTpanuamu puianusuprHa B CMOK, PHK BMY-1 B ciuHHOMO3r0BOM
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xuakoctu (n=16) cocrasisuia <50 xonwmit/min y 100% u @'%E)MVT@QG@&%? ﬁ%‘ro&

B 10 e Bpems PHK BHUY-1 B mna3zme (n=18) cocrapmnsina <50 xomwuit/min y 100% u <2 xomwii/mi

y 12/18 (66,7%) naueHToB.

Buorpancdhopmarims

UccnenoBanust in vifro TIOKa3bIBAlOT, YTO PWINHBUPUH TOABEPraeTcss B OCHOBHOM

OKHCITUTETFHOMY MeTa0O0IU3My, OTIOCpeIoBaHHOMY cucTeMoii nzodpepmenta P450 CYP3A.

BriBenenne
CpenHuil KaXylIMKCs TMEpUOJl TOJYBBIBEACHUS PUJINMBUPUHA TOCJIE BBEICHUS Mpenapara

PexamOuc orpanudeH mo ckopoctu adbcopOuuu u coctapiseT 13-28 Heaenn.
Kaxymuiicst minazmennsiid knupenc (CL/F) punmuBupuna cocraBmi 5,08 /4.

[ocne oaHOKpaTHOM mHepopadbHOM Tepanmuu '*C-puinUBUpHHA PaIHOAKTUBHBIE O3B OBUIA
oOHapy»eHBI B Kaje 1 Mo4e B cpenHeM B 85% u 6,1%, cooTBeTcTBEeHHO. B Kane Hem3MeHEHHBIH
PWINMBUPUH COCTaBIsUI B cpeqHeM 25% OT mpuHATON 103bl. B Moue ObUIM BBISIBICHBI JTUIIb

HE3HaYUTeNbHbIE KOHIEHTPAaLUU HEM3MEHEHHOTro puinuBupuHa (<1% oT 103b1).

Oco0ble rpyInel NALKMEHTOB

Llon
KnrHnueck 3HaYMMBIX pa3IMddid B SKCIIO3HUITMH PHIIMTUBUPHHA TIOCIIE BHYTPUMBIIICYHOTO (B/M)

BBCACHHA MCXKAY MYKUYMHAMH U JKCHIIWMHAMHA HC Ha6mozxanocr>.

Paca
Knuandecku 3Ha4MMOT0 BIUSHUS Pachl HA SKCIO3UIUIO PUIIMUBUPUHA TTOCII€ BHYTPUMBILIEYHOTO

BBEIEHUS HE HAOIIOIAI0Ch.

UmMrt
Kimuangecku 3Haunmoro BiusgHus UMT Ha skcnio3uiinio puiinuBUpUHA OCIIE BHYTPUMBIILIEYHOTO

BBEIECHUS HE HAOIIO1a10Ch.

Hauuenmbl NOJ2HCUI020 803pacma
Knuandeckn 3HAYMMOTO — BIUSHMA BO3pacTa Ha OKCIO3MIHUIO PUINMBUPHUHA IIOCIIC
BHYTPHUMBIIICYHOI'O BBCACHHA HE Ha6n10/:[anocr>. (DapMaKOKI/IHeTI/ILIeCKI/Ie JaHHBIC I

PWINMBHUPUHA Y ALMEHTOB cTapuie 65 JET OrpaHUYEHBbI.

Hapywenue ¢pynxyuu novex
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dapMaKOKMHETHKA PWINHBUPUHA Y TAlMEHTOB én'ﬁoggéb%i-;-ggﬂklﬁé‘fb eI He

uccienoBaiachk. BbIBeleHWe pPWINUBUPUHA T[MOYKAMU HE3HAYUTEIbHO. Y MAlMEHTOB C
HapylnieHneM (QYHKIIUY TOYEK OT JIETKOM 0 YMEPEHHOU CTeTeH! KOPPEKIUs 03Bl IperapaTa He
TpeOyeTcs. Y MalueHToB ¢ HapylIeHHeM (PYHKIIMU MOYeK TSKEJIO CTeNeH WM TEPMUHAIbHOM
CTauell TOYEYHOW HEIOCTATOYHOCTH Tmpemapar PekamOucC ciaeayer NpUMEHSTh C
OCTOPOKHOCTBIO, TaK KaK KOHIIEHTPALIMH B TUIa3M€ KPOBH MOT'YT MOBBIIIATHCS U3-3a U3MEHEHUS
abcopOuuu, pacmpefeneHus W/uiId MeTabonu3Ma JIEKapCTBEHHOTO IIpermapaTa BCIIEICTBUE
HapylieHus: GYHKIMK MOYeK. Y MaIMeHTOB ¢ HapylIeHHEeM (YHKIMH MOYEK TSKENOi CTerneHu
WM TEPMUHAIBHON CTaJIMeH MOYEYHON HEIOCTAaTOYHOCTH KOMOMHAIMIO TIpenapara Pekamouc ¢
cunbHBIM uHTHOMTOpOM CYP3A crienyer mcnoib3oBaTh TOJNBKO B TOM Ciydae, €ClIM MOJb3a
peBbIIaeT pucK. [I0CKONbKY PHIIMMBHPUH MMEET BBHICOKHHA YPOBEHBb CBSI3BIBaHUS C OelKkaMu
IJ1a3Mbl, MAJIOBEPOATHO, YTO OH OyJIeT B 3HAUUTEJIBHON CTETNIEHH BBIBOAUTHCSA U3 OPraHU3Ma Mpu

reMOIMAIIA3€E WIIH NPU TIEPUTOHEATbHOM Juanu3e (cM. paszaen 4.2.).

Ileuenounas neoocmamounocmo

PunmuBuprH NperMyIIecCTBEHHO METa0O0IM3UPYETCsS M BEIBOJUTCS MEYCHBIO. B riccnenoBanuu ¢
ydacTueM § MalKMeHTOB € JIETKUMHU HapyIIeHUsIMU (QYHKIIMH Me4eHH (Kinacc A 1o kiaccuukanuu
Yaitna-ITet0) u 8 KOHTPOJBHBIX JTOOPOBOJBIIEB, a TakKKe & MMAIMEHTOB C yMEPECHHBIMH
HapymieHussMu QyHkmu nedenn (kimacc B mo kmaccupukanun Yaitna-I11e10) U 8§ KOHTPOIBHBIX
JTOOPOBOJBIIEB OBLIO YCTAaHOBIIEHO, YTO YPOBHU 3KCIO3UIIMH MHOTOKPATHBIX 103 PUITUBUPHHA
nepopainbHo ObuTa Ha 47% BBIILIE y TAIIMEHTOB C JISTKUMU HapyLIeHUSIMU (PYHKIMH TIEYEHU U Ha
5% BbIlIE y TAIMEHTOB C YMEPEHHBIMU HapylleHHsAMH (GyHKIuU mnedeHd. OJHAKO Henb3s
UCKITIOYUTh, YTO JKCHO3UIMSA (HapMaKOIOTUYECKH AKTHBHOTO, HECBS3aHHOTO PUJITHUBUPUHA
3HAUYMMO TOBBIIIACTCS TIPH YMEPEHHBIX HapymieHusx (QpyHkuuu nedenun. Koppekuws 10361 HE
TpeOyeTcs, OJIHAKO HEO0OXOJAMMO COOJI0/IaTh OCTOPOKHOCTh TPHU JICUEHWH TAIMEHTOB C
yMepeHHbIMH HapylieHus MU QyHkuuu nedenu. [Ipenapar PekamOuc He u3yyancs y naiueHToB ¢
HapylmeHusIMA (PyHKIIUH TeyeHn Tshxenoi crenenu (kinacca C nmo knaccudukanun Yaiina-I1s10).
[Moatomy mnpenapar PekamOuc He pekOMEHIyeTcs Ha3HayaTh MAMEHTaM C HapyIICHUSMH

(GyHKIMH TTIEYCHU TSHKETION cTereHu (cM. pasaen 4.2.).

Iayuenmuvr ¢ BI'B/BI'C ko-unghexyueti
CornacHO JaHHBIM MOMYJISAIMOHHOTO (apMaKOKHHETUYECKOTO aHalu3a, COIMyTCTBYIOMIAS
uH(peKIus, BbI3BaHHAs BUpycoM remaruta B w/mimm C, He OKa3bIBaeT KIMHUYECKH 3HAYMMOTO

BJIMSTHUS Ha SKCIIO3ULIMIO PHIIMBUPHUHA MOCIIE MTPHEMa MePOPaNIbHO.

Hauuenmbl 0emcKo2o eo3pacma
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1o 18 5iet He ycTaHOBIIEHA.

5.3. lanHbIe TOKJIUHUYECKOH 0€30MACHOCTH

Bce wuccnenoBaHus NPOBONWINCH C  PWINIMBUPUHOM Ul IHPUMEHEHHUs IIEpOpaibHO, 34

UCKITIOYCHHEM HUCCIIeIOBAaHUN MECTHOHN MEpEHOCUMOCTH MHBEKIIHNH TipemapaTa Pexamouc.

TOKCHYHOCTE IPH MHOTOKPATHOM BBEJICHHH

VY I'pBI3yHOB OTMEYAIUCH MPU3HAKA TOKCUYHOCTH CO CTOPOHBI IIEYEHH, CBSI3AHHBIC C MHAYKIIAEH
AKTUBHOCTH TI€YCHOYHBIX (epMEHTOB. Y co0ak OBLIM 3aperucTpUpOBAHBI CIIy4au pPa3BHTHUSA

XxoJjecrasa.

HccaenoBanust penpoayKTUBHON TOKCHYHOCTH

HccnenoBanusi Ha JKMBOTHBIX HE TOKa3alld HHUKAaKUX JIOKA3aTEIhCTB COOTBETCTBYIOIIEH
IMOPUOHANEHOW WK (ETATBHON TOKCUYHOCTH, WM BIUSHUS Ha PENPOAYKTHBHYIO (DYHKIIHIO.
[Ipu3HaKkoOB TEpaTOTEHHOCTH MPU MPUMEHEHUU PUWINMBUPUHA Y KPBIC ¥ KPOJIMKOB BBISIBICHO HE
ObUT0. DKCIIO3UINH TTPU YPOBHSAX 103 0€3 HaOII01aeMbIX HeXKenaTelbHbIX 3(peKkToB y sMOproHa
miona (NOAEL) y kpbIc M KpOJMKOB OBLTA COOTBETCTBEHHO B >12 1 >57 pa3 BhIIIE, UeM Y JT0IeH
MpY MAKCUMaJIbHOM PEKOMEHJOBAaHHOW CYTOYHOW J03€ 25 Mr oauH pa3 B aeHb st BUY-1
uH(UIUpoBaHHBIX TarueHToB wi 600 mr wim 900 Mr B BUAEC BHYTPHMBIIICYHOW WHBEKIIUU

CYCIICH3WU pHUJINIMBUPUHA ITPOJIOHT'UPOBAHHOTO HGﬁCTBHH.

Kanieporenes u MmyTarcHes

PunnuBupuH nepopanbHO OIEHMBAIM Ha KaHIEPOreHHBIN MOTEHLHAd MYTEeM IepOpalbHOIro
BBEJICHUSI MBIIIAM M KpbICaM dYepe3 XKenynouHblid 30HA 10 104 Henmenb. IIpu cambix HHM3KHX
UCTIBITAHHBIX JI03aX B HCCIICOBAHUSIX KAHIIEPOI€HHOCTU CHUCTEMHAsl SKCHO3MLHUSA (HAa OCHOBE
AUC) punnuBupuHa Obutd B > 17 pa3 (MbImm) ¥ > 2 pasza (KpbIChI) BBIIIE KCIMO3UIIAN Y JTFOACH
MpYU MaKCUMaJIbHOW PEKOMEHI0BAaHHOM CYTOYHOM J103€ JIJISl YeJIOBEeKa 25 MT OJIMH pa3 B CyTKH y
BUNY-1 undpumupoBanubix namueHtoB wian 600 mr wim 900 Mr B BHJE BHYTPHMBIIICYHOM
UHBEKINN CYCIIEH3UU PUWINHMBUPHHA MPOJIOHTUPOBAHHOTO JEUCTBUSA. Y KpPbIC HE HAOII0aoCh
HOBOOOpa30BaHUM, CBA3aHHBIX C JIEKAPCTBEHHBIM MpenapaToM. Y MbIlIeH pUIITUBUPUH OKa3aJcs
MOJIOKUTEIBHBIM B OTHOUICHUH T'eMaTOLEIUIIOIIPHBIX HOBOOOpa30BaHUl KaK y caMIIOB, Tak U y
camok. Habmo1aeMble renaToneIuIIoNIAPHBIE OMTYXOJU Yy MBIIIEH MOTYT ObITh CTIEHU(UIHBIMHA JIS

I'PBI3YHOB.

PunnuBupuH [an oTpuULaTedbHBIA pe3ylbTaT B OTCYTCTBHE U B MPHUCYTCTBUU CHUCTEMBI

MeTabOIMUECKON aKTUBAlMM B TECTE HA OOpaTHYH MyTanuio JiiMca in Vvitro M TecTe Ha
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XPOMOCOMHBIX ITOBPEKICHUM B TECTE MUKPOSIAEP i ViVo HA MBIIIAX.

MecTHas EpEHOCHMOCTh IIpernapaTra PexamoOuc

[Tocne nmIMTENHPHOTO MHOTOKPATHOTO BHYTPHMBIIIEYHOTO BBEACHUS Mpenapara PexamOmuc
cobakaM W MUHHU-CBHHBSM HaOJIO/anach JeTKas HENpOIODKUTENbHAs (Hampumep, 1-4 mHS y
MHUHH-CBUHEH) odpuTeMa U Oelible OTJIOXKEHUS B MecTaXx HWHBEKUHUH TPH BCKPBITHH,
COIIPOBOKIAIOIIMECS] OTEKOM M M3MEHEHHEM LBETa IPEHUPYIOMIMX JTUM(aTUYecKux y3ioB. B
X0JIe MHKPOCKOTHMYECKOTO HCCIEAOBaHUS OOHapyxkeHa WHOWIbTpanus Makpodaramu u
203UHO(UIIbHBIE OTJOXKEHHUsSI B MecTax WHBbeKuuHu. VHuibrpanus makpodaroB Obuta Takke
OTMEYEHA B JAPCHHUPYIOIIUX/PETUOHAPHBIX JIMM(PATHUECKUX Y37aX. ODTHU pe3ysibTaTbl ObLIH
COUTEHBI CKOpee peakinueld Ha OCAKICHHBIA MaTepuaj, YeM MPOSBICHUEM MECTHOTO

pasapaxeHusl.
6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. [lepeuenb BcnoMorateJibHbIX BellleCTB

ITonokcamep 338

JlekcTpo3bl MOHOTHAPAT

Hatpus nurunpodocdara moHoruapar
JIMMOHHOM KHCIIOTBI MOHOTHIPAT
Hatpus ruapoxcun (s koppekiuu pH)

Bona nis naneximin

6.2. HecoBMecTHMOCTE
JIaHHBIN JTEKapCTBEHHBINM IIpenapar He JOJDKEH CMELIMBAaThCS C JIPYTMMH JIEKAPCTBEHHBIMU

npenapaTamMy Uil pacTBOPUTEISIMH.

6.3. Cpok rognocTu

2 roxa.

[lepen ucnonb30BaHMEM cileayeT AaTh (DIaKOHY HarpeThcs 10 KOMHATHOHM TeMiepaTypsl (He
BhIme 25°C), cneayer Mook aaTh He MeHee 15 MUHYT.

DaKkoH MOXKET OCTaBaThCS B KAPTOHHOW YIAKOBKE MPH KOMHATHOM TeMmmepaType A0 6 4acos.

IIocne TOr0, Kak CyCIICH3H A ObL1a Ha6paHa B HIpui, CJICAYCT HEMCAJICHHO BBCCTU UHBCKIIUTO.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH
Xpanutb B xonoawibHuKE (2 - 8 °C).
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(NMOCNEOOBATENEHOCTE 0002)

He 3amopaxuBars.

VYcnoBus XpaHeHus JIEKApCTBEHHOTO ITpernapaTa Ipyu KOMHaTHON TeMIlepaType cM. B paszene 6.3.

6.5. XapakTep n coaep:kaHue NePBUYHON YIIAKOBKH

PexkamOuc, 600 Mr, cycmeH3usl [Uid BHYTPHUMBIIIEYHOIO BBEAEHUS C IPOJOHTHPOBAHHBIM

BBICBOOOKIIEHHEM:

[To 2 mn cycneHsun Bo (prakoHe M3 MPO3pavyHoro crekia (tum I), yKymopeHHOM pe3nHOBOMA

pOoOKOH M aTFOMHHUEBBIM KOJITAYKOM C MOJMIPONHUICHOBOM KpbIlkoi «flip-off.

ITo 1 pnakoHy C TMCTKOM-BKJIQBIIIEM B MTAYKy KAPTOHHYIO C KOHTPOJIEM IIEPBOTO BCKPBITHSI.

PeKaM6I/IC, 900 MI, CYCHICH3MA [JI4 BHYTPHUMBIIICYHOI'O BBCACHHA C IIPOJOHIMPOBAHHBIM

BBICBOOOKIEHHEM:

[To 3 mu cycnieH3un BO (priakoHE W3 MPO3pavHOro crekna (tum ), yKymopeHHOM pe3HMHOBOM

pOOKOH M aTFOMMHUEBBIM KOJITAYKOM C MOJIMIPONHUICHOBOM KpbIlkoi «flip-off.

[To 1 ¢pnakoHy ¢ TUCTKOM-BKJIAJBIIIEM B TAUKy KAPTOHHYIO C KOHTPOJIEM MEPBOT0 BCKPBITHUS.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TPH YHUYTOKEHHUHM HMCINOJIb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpemapara WIH OTX0J0B, TMOJYYEHHBIX [0CJe MPUMEeHEHUs
JIEKAPCTBEHHOTI'0 NMpenapara, u Apyrue MAaHUIYJISIIHHU € NPenapaToM

Ha xax1oM BU3UTE BBIMOTHSAIOTCS 2 UHBEKIMHU: PekamOuc u kaboTerpaBup.

KaGorerpaBup 1 puIMUBUPHH - CyCIIEH3UHU, KOTOPBIE HE TPEOYIOT NalbHENIIIEr0 pa3BeICHUS WIH

PAaCTBOPCHUA. OTanel MMPUTOTOBJICHUA MHBCKIUU UICHTUYHBI IJIS 000ux ImpernaparTos.

KaGoterpaBup u puinuBUpPUH BBOASTCS TOJIBKO BHYTpUMBIIIEYHO. O0€ MHBEKIIMU TOTKHBI OBITH

BBITIOJIHCHBI B ATOAUYHYIO MBILIITY. HOp}II[OK BBCIACHUA I/IH’beKI_[I/Iﬁ HEC UMCCT 3HAUYCHU .

Yxka3anusi no BBeJeHno npenapara Pekamouc (yoemurech, 4TO ymakoBKa ¢ KabOTerpaBupoM
HAXOAUTCS PSAIOM Mepe]l HauajaoM WHBEKLUHN):
[Ipurorosnenue:

1. Ocmorpure ¢akoH

. [TpoBepwTe, UTO CPOK TOJHOCTU HE UCTEK (HE UCTIONB3YUTE MpemnapaT, €CJIA CPOK TOTHOCTH
HCTEK).
. Hemennenno ocmorpute ¢nakoH. Eciu Bl BUAWTE TOCTOPOHHHME 4YaCTHIIBI, HE

UCIIOJIB3YUTE NAHHBIN IIpenapar.
. [lepen ucnonb30BaHUEM ClIEAyeT AaTh (PIAKOHY HArpeThcs 10 KOMHATHOM TeMIepaTyphl
(ae Boime 25°C). [lonoxaute HE MeHEe 15 MUHYT.
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2. TwmaTtenbHO BCTPAXHUTE
. Kpenko ynepxuBaiite (1akoH U TIIATEIBHO BCTPAXHUTE B TeueHHE He MeHee 10 cexyHa
. IlepeBepHuTe (1akoH U IpoBEphTE pecycneHanpyemMocts. Coaepxumoe GprakoHa JOIKHO

ObITH OJTHOPOAHBIM. Eciiu cycrnieH3ust HeOJJHOPOIHA, BCTPSAXHUTE (DIIAKOH elle pas.

. Hannyne Menkux my3bIpbKOB BO3/IyXa SIBISIETCSI HOPMAJIbHBIM.
. VY nanurte KphIIIKY ¢ QraKoHa.
. [Tporpure pe3nHOBYIO NMPOOKY CIUPTOBBIM TaMIOHOM. Hudero He IODKHO KacaTbes

PE3UHOBOM MPOOKH TIOCIIe €€ 00pabOTKH.
3. IlpuroroBbTe LIIPHUILL U UTITY
. IIpucoenuuure urmy mnd acnupauuu K mmpuny. [IpomomkaiTe NpUrOTOBIEHUE K

HHBCKIUN B COOTBETCTBUH C JIOKAJIbHBIMU PYKOBOJACTBAMH.

. Hcnons3yiiTe urity i acupanyu Jisi poKojia pe3MHOBOM MpoOKH (iakoHa.
. Pexomenayercs BBecTu 1 Mi1 Bo3tyxa BO ()JIaKOH ISl M3BJICUEHHSI HEOOX0IUMOTO 00bheMa
CYCIICH3UH.

4. MenieHHo HabepuTe B IIMPHUIL 103y
. [lepeBepuure mmpuiy U ¢GIakOH W MEMJIEHHO HW3BJICKUTEe M3 (IakoHa B IIIPHIL
MaKCHMaJIbHO BO3MOXKHOE KOJIMYECTBO CycreH3un. KonmuecTBo cycrneH3uu Bo (IakOHEe MOKET
ObITH OoJbIlle, YeM 3HaueHue A03bl. [IpoBeprTe, YTO CycneH3us OJHOPOAHAs U OT Oeroro A0
[I0YTH O€eJIoro IBETA.
[Tocne Toro, kak cycrnen3us Obuta HaOpaHa B IIMPUIIL, CIEAYET HEMEJICHHO BBECTH WHBEKIIHIO.

5. IlpucoenuHuTe UrNy K MHBEKLIUH

. CHuMUTE UTTy JIJIs1 aCIUpaliu.
. YacTUyHO OTKPONTE YIMAKOBKY UTJIbI ISl UHBEKUUN, YTOOBI OOHA)KUTh OCHOBAHUE HTJIBL.
. VY nepxuBas IIIPUL B BEPTUKAIBHOM MOJIOKEHUH, IIJIOTHO MPUCOECIUHUTE IIIPULL K UIJIe

11 UHBEKIUH.

® CHuMHTE YIOAaKOBKY HMIJIbI JJIA I/IH’beKI_II/Iﬁ C UI'JIBI.

Nunexnus:

6. IloaroroBka mecTa AJi1 UHbEKIIUU
. NHbeKuy NOJDKHBI BBITIONHSTHCS B STOAWYHYIO MBIIILy. He BBOAWTH BHYTPHUBEHHO.
Br16epuTe MecTo i1 HHBEKIUH 13 CIEMYIONUX 00JacTeil: BEHTPO-SIToAudHas (PEKOMEHIYETCs)
WM TOPCO-AToINYHasl (BEpXHUN HApYKHBIN KBaJIPAHT).

7. Y nanute u30bITOK KUIAKOCTH

® CHMMMHTE KOJIIAYOK C UIJIBI.

48



COOTBETCTEYET ZKCMNEPTHOMY OTYETY
o7 1.3,:2.1 2023 N2 425 N
. VY epxuBaiiTe MINPUILL C UTJION, YKa3bIBAIOIICH ﬁgﬁépx-l %ﬂ%ﬁ%@%hﬂ_ ih'ﬁp'ﬁﬁé o

OTMETKH J103bI (2 MJI Wi 3 MJI B 3aBUCHMOCTH OT BBOJIMMOM JT03bI Iipenapata Pexam6uc - 600 mr
i 900 Mr, COOTBETCTBEHHO) JIJIsl yIAICHUS U30BITKA )KUIKOCTH U My3bIPHKOB BO3TyXa.
. OunctuTe MECTO ISl MHBEKIUHU C MOMOUIbIO CIUPTOBOro TammnoHa. [1o3BosibTe KoXe
BBICOXHYTb NIEpEe]] TeEM, KaK MPOJIO0JIKUTE.

8. OTTaHUTE KOXKY

Hcnonp3yiite MeTon uHbeKUUU "z-track" uisi MUHMMU3MPOBAaHUS YTEUKH Ipenaparta U3 MecTa

WHBEKIINH.
. Kpenko 3axBatuTe KOy, MOKPHIBAIOILIYIO MECTO MHBEKILIMH, CMeNIas €€ MpuMepHO Ha 2,5
CM.

. VY nepxuBaiTe €€ B TAKOM IMOJ0KEHUHN 11 UHBEKLIUH.

9. Bseaute 103y

. BcrapbTe urity Ha Bcio €€ riryOuHYy WM JOCTaTOYHO TIIyOOKO, YTOOBI TIOCTUYD MBIIIITY.

. [Iponomxkast ynepKuBaTh KOXY OTTSAHYTOM — MEIJICHHO HaKMUTE HAa MOPUIEHb BHU3 JI0
ynopa.

. Y6enureck, 4TO MIMPHULL TYCT.

. W3Bnekurte Uriny 1 HEMEUIEHHO OTIIYCTUTE OTTAHYTYIO KOXKY.

10. O11eHHTE MECTO UHBEKIIUUA

. HanaBuTe Ha MECTO MHBEKIIUH, UCTIONB3YS MAPIIEBYIO CaI(PETKY.
. Hebomb1as noBsizka MOXKET HCIIOIb30BATHCS B CITydyae KPOBOTEUEHHUS.
. YTunusupyiite HMCHOJIb30BaHHBIE WIJIbI, IMIMPUIBI, (IAKOHBI B COOTBETCTBUM C

JJOKaJIbHBIMHA Tp€6OBaHI/I$IMI/I.

. He maccupyiite 00:1acTh HHBEKIIUH.

[ToBTOpPHUTE IS BTOPOTO JIEKAPCTBEHHOTO TTpErapara.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YJOCTOBEPEHUSA

Poccuiickas @enepanus

000 «/Ixxoncon & J[>KOHCOH»

121614, r. Mocksa, yi. Kpeuatckas, a. 17, kop. 2
KonTakTHbIie TeneoHBbI:

Ten.: (495) 755-83-57

®axc: (495) 755-83-58

9. nmoura: DrugSafetyRU@its.jnj.com

49


mailto:DrugSafetyRU@its.jnj.com

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 13.01.2023 Nz 425
7.1. llpeacTaBuTe/Ib I€PKATEISA PErHCTPANMOHHOTO §H&6¥Mﬁ}ﬁlTEﬂbHCi CThL 0002

IIperen3uun norpedbuTeiell HAOPABIATS 10 AJIPECY:

Poccuiickas @edepayus, Pecnyonuxa benapyco, Pecnybonuka Apmenus, Kvipevizckas pecnyonuxa
000 «/Ixxoncon & J[>KOHCOH»

121614, r. Mocksa, yi. Kpsutarckas, 1. 17, kopr. 2

KonraktHbIie TenedoHBbI:

Ten.: +7 (495) 755 83 57

dakc: +7 (495) 755 83 58

On. moura: DrugSafetyRU@its.jnj.com

Pecnybnuka Kazaxcman

®dunman OO0 «/Ixoncon & JIxouncon» B Pecnybnuke Kazaxcran
050040, r. Anmartsl, yi. Tumupsizesa, 42, naBUIbOH 23 «A»
KonTakTHbIe TeneoHBI:

Ten.: +7 (727) 356 88 11

@axc: +7 (727) 356 88 13

Oi1. moura: DrugSafetyKZ@jits.jnj.com

8. HOMEP PETHCTPAIIMOHHOI'O YOCTOBEPEHMUSA

9. IATA NMEPBUYHOM PETMCTPAIIUMA (IIOJATBEPXJEHHSI PETMCTPAIIUN,
INEPEPETUCTPAIIN)

JlaTa nepBUYHON pEruCTpaLMHU:

10. JATA IEPECMOTPA TEKCTA

OO0m1ast XxapakTepHCTUKa JIEKapCTBEHHOT 0 Ipernapara PekamOuc noctynHa Ha HTHPOPMALMOHHOM
noptaie EBpa3uiickoro 3KOHOMHYECKOT0 COI03a B MH(POPMALIMOHHO-KOMMYHUKALIMOHHOM CETH

«uTeprer» http://eec.eaeunion.org/ .
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