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ot 10.10.2023 N2 20071
(Bxogawwmi M3 N24258123)

COQTBETCTBYET 3KCMNEPTHOMY OTYETY

MHUHUCTEPCTBO 3/IPABOOXPAHEHHS] POCCUMCKOM ®EIEPAIAA

HHCTPYKIIHA :
1O MEMUILIHHCKOMY ITPUMEHEHMIO JIEKAPCTBEHHOI'O ITPEITAPATA

JEJCTPHATO
PETHCTPAIAOHHEIA HOMEP: JITI-005928
TOPI'OBOE HAMMEHOBAHWE: [lenctpuro

MEXIYHAPOJHOE | HENATEHTOBAHHOE, XHMHYECKOE M
I'PYIIIHAPOBOYHOE HAMMEHOBAHHUE: AopaBHpHHIaMUBY(HH+TeHO(QOBHD

JEKAPCTBEHHAS ®OPMA: Tabierku, NOKpHITHIE IIEHOYHOH 06009K0it
COCTAB

1 Tabnerxa, moKpHITas DIEHOIHOM 0GOIOUKOH, ComepHUT: _

Oeticmayiouyee eeu{ecmeo: nopasupud  100,0 vr, mamusymms 300,0 Mr u  TemodoBHMpa
JU30MPOKCHIA | dymapar 300,0Mr (xBuBanenTHO 245Mr B mepecdeTe Ha TeHODOBHDA
JH30IPOKCHII); |
6CnomozamensHvble  Geujecmeéq.  THUPOMENUIO3BI  ANETaT  CyKUMBAT,  LIEUTIONO034

MHKPOKDHCTAIIHYECKas, KPOCKAPMEILIO3a HATPHs, KPEMHUS JUOKCHJ KOJUIOHAHEL, MACHHS

- Creapar, HaTpus creapun@ymapar, IuIeHOYHas 060109ka (THIPOMEIIO3a, THTAHA AHOKCH,

JAKTO3bI MOHOTHPAT, TPHALETHH, KPACHTENb JKEIe3a OKCHJI :xén'mii), BOCK KapHayOCKwuif.
OIIMCAHHE

Osanersie /BOSKOBEITYKIEIE TAa0NETKH JKENTOrO LBETA, C IPABAPOBKON JIOrOTHNA KOMITAHMM
(rpacdmraeckuii-cumBor) 1 «776» Ha OZHOM CTOPOHE M IJIA/KHe HA APYTOHL.

BAPMAKOTEPAIIEBTHYECKASI I'PYIIIIA

Hporunonnpycnﬁe (BHUY) cpencrso.

KO ATX: JOSAR24.
®APMAKOJIOTHYECKHE CBOMCTBA
PapmakoxEHAMEKA

Mexanuzm delicmeus

Hopasupun _
Hopasupur npezcrasiser co0od NHPHAMHOHOBEI HEHYKICO3HIHBIA WHIHGHTOP obparHoii
Tpanckprmrrasst (HHAOT) BUY-1 u unrubupyer pemmkanuio BUY-1 3a cuer HeKOHKYPEHTHOTO



COOTBETCTBYET 3KCI IEPTHOMY OTYETY
- ot 10.10.2023 N2 20071
(Bxogawmit M3 N24258123)

HHruGUpOBaHus ob'pamoii tpanckpunrassl (OT) BUY-1. [lopasupun Be HETHOHpYET KIeTOUHEIE
JHK-nomamepasst qenonexﬁ @, P u MuroxoHnpramsHyo JHK-nommepasy v.

Jamueyoun |
JlamuBymue npexcrasiser co6olf  HykIeO3mEHEUI AHANOT. Bryrtpn Kierox namuBymHH
dbochopamupyercs | 40 aKTEBHOTO merabomura 5"-rpudocdara (mamuBYmHE
tpudochar/3TC-TD). Ocnosusv mexanusmom aeficrsus 3TC-TO spisercs uarubuposanue OT ‘
nocpezcrsom paspssa uens JIHK nocre Berpansanus HyKIEOTHAHOrO aHAIOTE.

Tenoghosupa ousonpoxcun

Tenodosupa mH30OUPOKCHNI npeACTaBASET COGON AlUKIAYECKUit Bykneosumasnii  gocdonar
aganor moHodocdara anemosuma. s oﬁpmbna}mx tesodosupa udocara rTpebdyercs
NEPBOHAYANBHEN TIHAPONM3 ua(upa TenodOBMpA JM3ONPOKCHIA /0 -resooBupa ¢
nocaeayompM  GochopummposaHHeM KIETOYHBIMH  (DEpMEHTAMMU. Tenodosnpa mudochar
unruGupyer axrusrocts OT BUY-1, koBKypupys ¢ IPUPOJHEIM CYDCTPATOM JEOKCHAAEHO3MH |
5"-rpadocdarom, nocpencreom pasprma nema JIHK nocre serpausanns B JTHK. Terodosupa
madochar smnsercs cnabbiv mEruéuTopom JHK-nomamepass a, B MnexonuTarommx u
MuToXoHapuaneHOi JIHK-nommepass: .

Hpomusosupycnas axmusnocms ¢ Knemounoii Kynvmype

Hopasupun

Hopasupun  nevoncTpuposan ssavenme ECsy 12,0444 HEMONE/T mpoTuB 1aGOpATOPHEIX
mrrammos BUY-1 maxoro Tuna npu rectuposanmu B npucyrersun 100% cemoporka 30POBOTO
9eIoBeKa ¢ HCIOIb30BaHHEM PenopTepHEIX Kierox MT4-GFP. I[opahnpnn OPOJEMOHCTPHPOBAI
npomonﬁpycnym m:-;mx_ocn, TMPOTHB IMHPOKOH IPyNIs! NepBHIHEIX H3onsTos BUY-1 (A, Al,
AE, AG, B, BF, C, D, G, H) co szuazenmsmmu ECso or 1,2 mmoms/m mo 10,0 smoms/m. .
IlporuBoBHpyCcHAs aKTMBHOCTH JIOP2BHPHHA He OBUIA AHTATOHHCTHYECKOH IPH COBMECTHOM
NIpAMeHEH!H JIAMHBY{MHOM H mHOCbanpa ,unaoupoxcnﬁom. ‘

JIauusyr)ﬁu

[[pOTHBOBHPYCHAS ~AKTHBHOCTh JAMHBYJWHA B oTHOmeHW: BHY-1 ONEHMBANACE C
HCIIONE30BAHHEM "HECKONGKAX KIETOYHBIX JHMHUH, BKIHOYAS MOHOIUTH U MOHOHYKJICADHEIE
Kknerkun nepadepuueckoii kposu (MKIIK), CTAHJAPTHBIME TECTAMH HA YYBCTBHTEIBHOCTS.
3navenns ECso naxoammics B guanasone ot 0,003 10 15 Mrmons/m (1 Mxmons/n = 0,23 Mxr/vn).
T — ECso mammBymuma cocraswm 60 amoms/n (gmamasom or 20 10
70 amons/n), 35 uMoms/nt (auanason or 30 mo 40 HMom,/Ji), 30 amonms/n (guanaszon or 20 mo
90 rmous/xr), 20 emoms/n (quanason or 3 10 40 mmous/xx), 30 BEMoms/ (mranasos ot 1 10 60 BEM),
30 amoms/n (muanason or 20 xo 70 EMois/n), 30 EMoms/n (mHanason or 3 ao 70 nmons/n) H
30 amoms/n (muanason or 20 xo 90 HMoms/IT) HpoTHB BH'I—I noarunos A-G u BHpycoB TPyIIsL



COOTBETCTBYET 3KCNEPTHOMY QTUETY
ot 10.10.2023 N2 20071
(Bxopswmit M3 N24258123)

O (n=3 3a ucxmogenneM n =2 g noxaruna B) coorsercrsenno. Pubasupun (50 Mxmons/),
HCIIONB3YeMBIi JUIS JIedeHHs XPOHMYecKoro BupycHoro renatuta C, CHHKGET aKTHBHOCTB
namuByauHa nporue BUY-1 B knerkax MT-4 B 3,5 pasa.

Tenoghosupa duzonpokcun

IlporuBoBHpyCcHas aKTHBHOCTE TeHO(OBHPA B OTHOIEHHH NabOPATOPHBIX M KIMHHYECKHX
u3omaroe BHY-1 ouenmBanace Ha T-iuMmpoOnacTOMIHEIX KIETOYHBIX JMHHSX, HEPBUYHEIX
MOHoOLMTax/knerkax makpodaros u mmbonurax nepudepuaeckoin xposu. 3navenns ECso msa
TeHo(osupa Haxoawmcs B guamasoHe 0,04-8,5 mxmoms/n.  Texodosup nposeuser
npémbnnpycuylo AKTHBHOCTB B KJICTOYHOM KymsType nporus BUY-1 mogrunos A, B, C, D, E,
F, G v O (auanason suagennii ECso ot 0,5 110 2,2 MxMous/I1).

Pezucmenmuocme

B xnemounoii kynemype

Hopasupun

PesucrentHre K JOpPaBHPUHY IITaMMEl OBLTH OTOOpaHEI B KIETOYHOM KyIbType, HAYHHASA C
BHY-1 guxoro Tuna paamq:aofo POHCXOX/IGHHS B TOATAIIOB, & TAKKE PE3UCTEHTHOTO K
HHHUOT BUY-1. Habmopmasmmecs BO3HUKIIME AMMHOKUCIOTHEIE 3aMEHEI B obparHoii
tpanckpunrase (OT) sxmogamu: V106A, V106M, V1061, V108L F227L, F227C, F227V, H221Y,
M2301, L2341, P236L u Y318F. B nccnénonanm in vitro He ObLIM BHIABIEHE! HaHOONIEE YACTO
scrpevaromuecs HHHOT pesucrentasie mytamuu (K103N, Y181C). Myrauus V106A (nopsimox
KPaTHOCTH Pe3HCTEHTHOCTH OKOJO 19) mosBUIAck B KA4eCTBE HAYANLHOH 3aMEHBI B IIOJTHIE
supyca B, VI06A mm M — B noxramax A u C. Buocneacrsau myramua F227 (L/C/V) wma L2341
BO3HHKJIM B JIOTIONHEHHe K 3ameHe V106 (moi»'m_me MyTAallH, OPHBOASIIHE K KDPaTHOCTH
pesucrenTHOCTH > 100).

Jlamueyoun

PesucrenTnsie k mamupymuay mramvel BUY-1 Oburi BhIeneHB! B KIETOYHOH KyJBTYpE M Y
IAIMEHTOB, NPMHAMABIINX JaMHBY(MH. [ eHOTHIIAYeCKMi aHAM3 IIOKA3A, 9TO PE3UCTEHTHOCTD
BO3HMKIIA H3-33 Crieru(haIecKoi mndmcnomoﬁ 3amensl B OT BUY-1 B komore 184 ¢ 3amenoit
METHOHMHA Ha H30MeiuH mm samH (M184V/I). '

Tenoghosupa ousonpoxcun ‘

Hsonarer BUY-1, Beiienennsie no TeHoboBupy, s3xcnpeccuposa 3ameny K65R B OT BHY-1,
Ans HuX OBUTO MOKa3aHo 2-4 KpaTHOE CHIDKEHHE IyBCTBHTEIBHOCTH K TeHo(oBupy. KpoMe Toro,
samesa K70E B OT BHY-1, Beyienenssie no TeHO(GOBHPY, NPHBOAMIA K HE3HAYUTEILHOMY
CHIDKEHHIO TyBCTBHTEIBHOCTH K abaxasHpy, SMTPHIHTAOUHY, TaMHBYMHY H TeHO(QOBHDY.

B xnunuyeckux uccnedosanusx

Tepanus eé3pocnvix nayuexHmos, panee He NOXYYAGUILX NeHeHUs



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 10.10.2023 N= 20071 ;
(Bxopsuwmin M3 N24258123)

Hopasupun _

Kmanmaeckue nccnenosanus 3 dasst DRIVE-FORWARD u DRIVE-AHEAD Bximogami paHee
He IOy9aBINHX JIe4eHHs nanuenTos (n = 747), cnexyromme Myranun 3amMess: HHUOT spysumcs
KPUTEpPUAME nﬁmﬂoqeum: L100L, K101E, K101P, K103N, K103S, V106A, V1061, V106M,
VI08L E138A, E13SG, E138K, E138Q, E138R, V179L,'Y181C, Y1811, Y181V, Y188C, Y188H,
Y188L, G190A, G190S, H221Y, L2341, M2301, M230L, P225H, F227C, F227L, F227V.
Crenyromas pesucremtsocTh de novo Habmomanack B CyGNONYNSIMH Ui AHATH3A
pesucrentroctn (mammentsr ¢ PHK BHY-1 Gomee 400 xommii/mu Ope ~Bupyconornqecr£oﬁ
HEOQ(EKTHBHOCTH MM IPH AOCPOTHOM NPEKPAIEHHH YYaCTHS B HCCIEIOBAHMH C )xannm 0
PE3HCTEHTHOCTH). ‘

Tabmama 1. Passutwe pesucrenTHOCTH K 96 Heleme B OONYJIALMH IALMEHTOB C
BHPYCOMOTHIECKOH Hed(DPEKTHBHOCTEIO, ONpe/IeIeHHOI NPOTOKONOM, U OISR NAHEHTOB,
JOCPOYHO NPEKPATHBIINX JIEYEHHE

DRIVE-FORWARD DRIVE-AHEAD
il DRVE I+ | DOR/TDF/ATC | EFV/TDE/FTC
HUOT HUOT (364) (364)
(383) (383)
Tipoment 15 18 32 33
TeHOTHIIMPOBaHKe, N
T'enoTummaeckas
PE3HCTEHTHOCTE K
&?&ﬁfn R 2(DOR)  |0(DRV) |8(DOR) 14 (BFV)
HHUOT 2% : 0 6 5
Tomsko M1841/V 2 0 4 4
Tomsko K65R . 0 0 1 0
K65R + M1841/V 0 0 1 1
*HUOT (myxmeosuyusie mEruburopsr o6parHoi TpaHckpunTassl) B rpynme DOR: FTC/TDF
(333) mwm ABC/3TC (50); HUOT & rpynme DRV+r: FTC/TDF (335) wmz ABC/3TC (48).
**[Tauuerts: noxygams FTC/TDF.
DOR = nopasupun; ~ ABC =a6akasup;  FTC =smrpumarabms; DRV = JapyHaBHp;
I = puronasup; 3TC = namusy e, TDF = renodosupa musonpoxcira dymapar,

Bosnukmme B cBsi3H ¢ npueMoM AlopasupuHa Myranuu pesucrenTHocTd B OT Brmouamn omay
HIM HECKOIBKO M3 cienyrompx: A98G, V1061, V106A, VI06M/T, Y188L, H221Y, P225H, '
F227C, F227C/R u Y318Y/F. | '

Bspocnvie nayuenmvi ¢ eupyconozuueckoii cynpeccueii

B nécnenonaune DRIVE-SHIFT Gbumi BKIIOYEHE! MAIUEHTHI C Bnpyconormecxbﬁ cynpeccHei
(N=670) Ge3 ciryuaes Hea(dexTHBHOrO JIe4eHus B aHaMHe3e. JlOKyMEeHTaIbHO NOATBEPKICHHOS
OTCYICTBHE I'eHOTHIWYECKOH PESHCTEHTHOCTH (O HA¥ANA NEPBOH Tepamuu) K NOpPaBHPHHY,
NaMUBYIMHY W TeHOQOBUPY GBUIO 9aCThIO KPHTEPHEB BKIIOYEHHS IANMEHTOB, KOTOpEE GhumA

TIIEPEBE/ICHEI CO CXeMBI JISYCHH Ha OCHOBE HHrUOHTOPOB POTeaskl MM HErHGUTOPOB HHTErPA3kL

4



COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 10.10.2023 N2 20071
(Bxopswmit M3 N24258123)

Myramps  3amenst HHMOT, sBidBmmecs . KpUTEpUAMH — HCIIIOYEHWS, COOTBETCTBYIOT
nepequcrnesssM Bbime (DRIVE-FORWARD u DRIVE-AHEAD) 3a uckmoueEHeM MyTauuii
samer B OTKI103N, G190A u YI18IC (upumsareix B DRIVE—SI-IIFT). JoKyMeHTamsHO
no,mfsepxmennax IeHOTHIHYeCKas PE3HCTEHTHOCTh NP/l HAYATIOM JIedeHH st He TpeGoBanacs s
NAIHEeHTOB, KOTOPEIe OBLIH IepeBe/ieHb! CO CXeMbl Nedenns Ha ocHoBe HHHUOT,

B ximnugeckom uccaenosanun DRIVE-SHIFT y nausenTos He pasBHIach reHOTHIIHIECKAS MM
(eHoTHNIYECKAS PE3UCTEHTHOCTP K JOPABUPHHY, IAMUBY)MHY HIM TeHODOBHpa JH30IPOKCHITY
B TeueHHe NepBsiX 48 Hexexms (HemeIeHHbIH nepexon, N=447) wm 24 menems (0TCpOYSHHE
nepexon, N=209) repanuu nperaparom [lencrpuro. Y omHoro nammenta paSBHJIaCB'MYI‘a].IHsI
OT M184M/T u heroTrIIIIECKast PE3UCTEHTHOCTS K JAMMBY/MEY 4 TeHODOBHpA JU3OTIPOKCHITY
BO BpeMs JIEICHUs COrNacHO HcxoHoMy pexkumy. Hu y omsoro us 24 mauuentos (11 B rpyme
HEME/UICHHOTO 1epexosa, 13 B rpymme OTCPOYEHHOro NMEPeXona) C MCXOHHBIME MYTAIUSIME
HHUOT (OTKIO3N, GI%A mwm YISIC) me HAbMmOMAIOCH BHDYCONOIHYECKOH
HeapexTuBHOCTH B TedeHue 48 HeJielh WM Ha MOMEHT PEKDPANTEH S JIeICHHS.
Hepexpecmuas pezucmenmuocme

He ©suto mokasano 3uagmmoif mepexpecTHOI PE3UCTEHTHOCTH MEXIy JIOPaBHPHH-
pesucTenTHbME mTaMMamMu BUY-1 1 naMuByMHOM/3MTPHITaOHHOM HIH TEHO(GOBHPOM, WK
MEXY JIAMUBY THH~ HIIH TeHO(OBHD-PE3UCTEHTHBIMHA IITAMMAME H JIOPABHPHHOM.

Hopaeupun

Jopasupus onesMBaNM Yy OrpaHWUEHHOTO uucaa mnauuedTos ¢ HHHAOT PE3HCTEeHTHOCTERIO
(KI03N n=7, G190A n=1); y Bcex mauuenToB HabInojanack cynpeccus Bapyca mo <40
xormii/vn Ha Henene 48. Tloporopas TOYKA CHIDKGHHS YyBCTBHTENBHOCTH B pesynnTare
pasmraaenx HHHOT-3amen, koTopas CBs3aHA CO CHHOKEHHEM KIMHMYECKOH sddexrmsHOCTH,
yCTaHOBJIEHA He OBLTa.

Jla6oparoprsie mrammsr BUY-1, mecymme wactsie ceszanmsie ¢ HHAOT MYTalliy 3aMEHEl
K103N, Y181C um K103N/ Y181C B OT, Xapaxrepu3yloTcs CHIOKEHHEM JyBCTBUTEEHOCTH K
AOpaBHPHHY MeHee J9eM B 3 pasa MO CPaBHEHMIO C BHPYCOM [MKOTO THNA IPH OLEHKE B
npucyrcreay 100% cesoporku 310poBOro enoseka. B uccnexosanmsx in vitro jopaBupus G5UT
cnocoben uHrubupoBaTs caenyromue crasannsie ¢ HHUOT 3aMeHsL: myramuu. K103N, Y181C,
G190A u E138K B KIMHAYECKH 3HATHMBIX KOHIICHTPALHAX.

Iepedens u3 96 pasIHUHBIX KIMHHYECKHX H30JIATOB, cojepxxkamux cBs3adusle ¢ HHUAOT
MyTanuy, OB H3y9eH B OTHOLIEHMH YYBCTBHTEMBHOCTH K JopasupuHy B mpucyrcrBuu 10%
derambHol Gbrabeil chBopoTky. KimEMYecKHe H30MTEHL copepxamue 3ameny Y 188L wnmm
3amensl V106 B xomOnnanuu ¢ A98G, H221Y, P225H, F227C um Y318F, XapaKTepH30BAIHCH

CHHKEHHEM TYBCTBHTE/ILHOCTH K IopaBHpHHY 6onee wem B 100 pas.




COOTBETCTBYET 2KCNEPTHOMY QTYETY
- o7 10.10.2023 N= 20071
(Bxopswmit M3 N24258123)

Hpyrue 3amenst xapaxrepusosamuck 5—10 KpaTHEIM CHIDKeHMEM dyBcTBuTensHOCTH (G190S
(5,7), K103N/P225H (7,9), V108I/Y18IC (6,9), Y181V (5,1)). Kimnuueckas 3Ha9HMOCTSH
CHIKEHMS TyBCTBUTENLHOCTH B 5—10 pa3s HeH3BecTHA. | _

Bosunkmue mocne Havana JedeHHs MYTALMH, CBA3aHHBIE C PESHCTEHTHOCTHIO K JOPaBHPHHY,
MOryT OByCIaBNHBaTE [EPEKPECTHYIO DESHCTEHTHOCT K 3()aBHpeHsy, - PHIIHBHDHHY,
HEBUPAIMHY ¥ 3TPasupuHy. B 6a30BEIX MCCIE0BAHANX K3 7 NAIKEHTOB, Y KOTOPEIX Pa3BHIACH
BBICOKAs CTENeHb PEe3HCTEHTHOCTH K JOpaBHpHHY, y 6 maumeHtoB Obuia desorHrmmueckas
PESHCTEHTHOCTS K ()aBHPEH3Y H HEBHPANHHY, Y 3 NAIMEHTOB — K PAIIMBAPHHY, 1 Y 2 [IALHEHTOB )
ObuIa gacTHaHas pesncreﬂfnom K érpannpnay Ha ocHOBaHMH aHamu3a Phenosense xoMnanuu
Monogram (Monogram Phenosense).

Jlamusyoun

Cpern HUOT naGmopanack nepekpecTHas pe3HCTeHTHOCTb. 3amena MI1841/V, ceasaunas c
PESHCTEHTHOCTBIO K JIAMMBY/HMHY, BBISHIBAET PE3HCTEHTHOCTh K IMIpuIuTabumy. Jlamusymus -
pesucrenTasie BUY-1 myranTs! Taxke o0razamm nepexpecraoi pucrexfmoc*rsro‘ K JHIAHO3HHY
(ddI). V mexoropsx nauneﬁ'ros, KOTOpbIE IIOIYYad 3BA0BYJHH M manosﬁa, PA3BIIHCH
H30JIATHI, PESUCTEHTHEIE KO MHOrUM HETHOUTOpaM OT, BKINOYast TaMUBY IHH. .

Tenoghosupa ousonpoxcun

Cpemu HUOT mabmonanack mepexpecTHas pesucTeBTHOCTH. 3amena K65R B OT BHY-1,
BBICIEHHAS 1O TEHOQOBMDY, TAkKe BBIJENEHA y HEKOTOPsX BHY-1-um(HIEpoBaHHEX
HaNMEeHTOB, NOMyJasuux abaxasup wm muaanosus. Hsomars: ¢ 3amenoit K65R 8 BUU-1 Taxxe
TIOKA3aIH CHIDKEHHYIO YYBCTBHTENLHOCTE K IMTpHIHTAaOMHY W namueymuny. Taxam ofpasom,
nepexpecTHas pesacrenTHOCTS cpexu HUOT moxer BO3HMKATE Y NAHEHTOR, Y KOTOPLIX BHpPYC
Hecer 3ameny K65R. 3amena K70E, KIMHHUECKH BBUIENEHHAS O TeHo(oBHpa MM30NPOKCUITY,
NPUBOJHMT K CHIDKCHMIO YyBCTBHTENLHOCTH K abakaBupy, MMZaHO3HHY, 3MIPHIETaOHHY,
namuByEHy ¥ Tenodosupy. Mzomster BUY-1 naumenros (n=20), y KOTODHIX B CpemHeM
aKcrpeccupyerca 3 saiuet{m aMHHOKHCIIOTHI, CBS3aHHEIE C PESUCTEHTHOCTEIO K 3HA0BY /1Y, B OT
BHY-1 (M41L, D67N, K70R, L210W, T215Y/F wma K219Q/E/N) nokasamm cHEKeHHe
9YBCTBUTENBHOCTH XK TeHOQoBupY B 3,1 pasa. Y mauueHTOB, BHPYC KOTOPBIX 3xéupeccnpye1*
3ameny L74V OT Ge3 3ameH, CBA3aHHBIX C YCTOMIHMBOCTEIO K 3moﬁymmy (n=8), ormeganocs
CHIKEHME OTBeTa Ha TeHo(oBupa musompokcun. OrpaHNYeHHEE NAHHBIE NOCTYIHEL JJIA
nauuentos ¢ samenamu Y 115F (n = 3), Q151M (n = 2) wmm uncepuueis T69 (n=4) 8 OT BUY-1,
¥ BCEX Y KOTOPBIX HAOMIOAAICSH CHIDKEHHEIN OTBET B KIMHMYECKHX HCCIe OBAHUIX.
PapmMakoKHHETHKA

Iocne nprema ogEOKpaTHOM A036! Mpenapara JleICTPUIo 300POBEIMK nobposomsnamu (N = 24)

HAaTOMEAK D3SKCIO3HMUIHA [JOpPaBHPHHA, JAMHBYJIHHA H TGHOQOBHpa Obma comocraBEMa C



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
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(Bxogsuwmin M3 N24258123)

HaGmoxaemoii IpH IpHeMe MO OTAEHbHOCTH TabnerkH, copepxamedi nopasupur (100 mr),
Tabnerky, copepxameii namusymus (300 Mr) w Tabmersw, comepkamedl TeHoQOBHpa
musonpoxcat (245 mr). Ipuem oHoil Tabnerxu npenapara JlelcTpuro 0XHOBPEMEHHO ¢ mumeit
€ BBICOKMM COJIEPIKAHHEM JKHPOB 3A0POBBIME J00pOBONBIAMH NPHBOMWI K yBemmdenmo Cos
AopaBupuHa Ha 26%, B TO Bpems Kak KoHuentpauus B miasme (AUC) m MaxcuMaibnas
KOHUCHTPAHS (Cmax) 3HAYATENBHO HE H3MEHMITHCH. Cpax TAMMBYMHA CHE3MIACH Ha 19% npu
OJHOBPEMEHHOM NpHEeMe C IMINEH C BHICOKUM COJEpXKAHMEM JXHPOB, B TO Bpems kak AUC
SHAYUTEIBHO He M3MEHHIHCH. Cmax TeHOGOBHpA yMenbmmiacs Ha 12% npu O/{HOBPEMEHHOM
IpHeMe C MHIIEi ¢ BHICOKAM ConepkanueM Kupos, B 10 Bpemsa kak AUC yeemmannacs ua 27%.
Jannkie pasmraus B (apMaKOKHHETHKE HE SBIIOTCH KIMHAYECKH SHAYMMEIMHU,

Hopasupun ‘

DapMakOKMHeTHKA  [OPABHDMHA  HM3y9alaCb y  370POBEIX  J0ODOBONBLEB  H
BHY-1-nnduumposanssx nanpenTos. PapMakoKMHETHKA JOPABHPHHA SBISETCH CXOMHON y
3{OPOBEIX ,noﬁposom,ﬁen u BHY-1-uadmmupoBannsix nanuenToB. PaBHOBECHOE COCTOSHHE
00B[MHO JOCTHIaloCh KO BTOPOMY JIHIO IPH IPHEME OJMH Pa3 B CyTKH, C K03 ummenTom
Haxomwrenus or 1,2 no 14 mms AUCozs, Cuax u Cas. Papmakoxumeruyeckue IIOKAa3aTeny
JIOPaBHPHHEA B DAaBHOBECHOM COCTOSHHM IIOCIE Tphema B xose 100 Mr omum pas B CyTK:
BHY-1-#aduupoBaHHsmMM NaOHEeHTaMy Ha OCHOB2HUH HONYIAEOHHO-

(hapMaxOKHHETHYIECKOr0 AHATM3a NPHBECHEI HIKE.

ITapamerp AUCo.24 Crnax Cxu

GM (%CV) MKMOJIB/JI * 4 MKMOJIB/JT HMOIIB/JT
Jopasupun :

100 mr - 37,8(29) 226(19) 930 (63) .

OJTHH pa3 B CYTKH ' '

GM: cpennee reomerpuaeckoe suagenne; %CV: reomerpuaeckuii kosddumment papuarum

Bcacsieanue

Ilpn nepopansHOM mpueMe MaKCHMATBHBIC KOHIEHTPAIIMH B IUIA3Me KPOBH JOCTHIAIOTCS gepes
2 4aca nocle ﬁpnema. Bemmumna abcomoTHol 6GHOLOCTYNHOCTH [OpaBHPHHA COCTABHNA
opuMepHo 64% s Tabnerku 100 mr, '

Pacnpeoenenue

Ha ocHoBaHMEM BHYTPHBEHHOTrO (B/B) BBELEHHS MUKPOJO3BI 0GBEM pacrpe/ielleHns OpaBHpHHA
cocrasmser 60,5 1. Jlopasupus cBA3BAETCH C HelKaMu I1a3MEI KDOBH upubmusuTensHO Ha 76%. -
Memabonuzm -

Ha ocHoBanmu JaHHEIX in Vitro IOpaBUPHH IPEMMYIIECTBEHHO MeTabomusupyercs IOCPEACTBOM
CYP3A.




COOTBETCTBYET 3KCNEPTHOMY QTYETY
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Briseoenue

Hopasupun

Koneunenit mepros nonysesenenus (Ti2) JopaBUpHHA COCTABIAET OKOMO 15 9acos. Jlopasupus
B OCHOBHOM SIHMHHHPYEICS IOCPEICTBOM OKHCIMTEIBHOr0 MerabonmsMa, OnoCpEfOBAHHOTO
CYP3A. BrBenenue HeN3MEHEHHOrO Ipenapara ¢ JKeIdbi0 MOJKET BHECTH BKIAL B BEIBE/ICHHE
AOpaBHPHHA, HO HE OJKMIAETCH, YTO 3TOT IyTh BhIBEAEHHA OyHeT 3HAYHMTENLHEIM. BhBeneHHe
HEH3MEHEHHOr0 IIPEenapara ¢ MOY0i He3HAYHTEILHO.

Jlamueyoun

ITocre mepopamkHOro npHemMa NaMuByAuH OHICTPO aGCOpOUpPYeTcs M B 3HAYMTEIHHON CTENeHH
pacopenemsercs. Ilocie npuema MHOTOKDATHBIX 103 namuByjuHa 300 Mr oM pas B JEHD B
Teuenne 7 nueii 60 3z0poBsmMu 106poBOMEIAMH Cmex B PABHOBECHOM COCTOSHHH (Cix,s)
cocrasuna 2,04 + 0,54 mxr/mit (cpeanee = CO), a AUC B PaBHOBECHOM COCTOSHMH 3a 24 gaca
(AUC;;;;,) cocrasuna 8,87 + 1,83 mxregac/mi. CsizsiBanue ¢ GeIKaMu IUIa3MBI SABISETCS HE3KHM.
Ipubmasurensuo 71% 0T 10361 TAMHBY/THHA, BEEICHHOTO BHYTPHBEHHO, OOHAPY KUBAETCS B BHIE
HEH3MEHEHHOTO JIEKAPCTBEHHOr0 mnpenapara B Mode. MerabonusM ABIsSeTcs He3HAYMTEIBHEIM
IyTeM BEIBEJCHHS. EnMHCTBERHBIMM M3BECTHBIMH MeTabONMTAME JIAMUBY/MHA Y YelOBEKa
ABJITDOTCA TPaHC-CyIbpokcHanEe Merabomurs! (npubmusaTensHo 5% o NEepPOpPaGHON 1035
uepes 12vacos). B OGomsmmmcTse HCCIeNOBAaHMIT IPH UpHEMEe ONHOKDATHON MHO3EL Y
BHY-1-uaduumposanHEX NANUEHTOB HIM Y 340POBBIX A00POBOIBIER HAGMOAaeMEIi CpemHHii
nepuox nonyesiBenerus (T12) npu B3saTHH 06pasnOB CHIBOPOTKM B TedeHHe 24 9 mOCie HO3EI
BapeupoBax or 5 go 7 4. Y BHY-1-uadunuposanssx nauuentos obmmit kimpeHc COCTaBHI
398,5 = 69,1 mu/MuH (cpeguee + CO).

Tenoghosupa ousonpoxcun

llocme  mepopampHOro  mpmemMa  Haromak 245Mr  TeHodosHpa JH30IPOKCHIIA
BIfIq-l—nﬁcI)mmponammmm nanuesTaMi Cuax ObUIA JOCTHTHYTS 'iepea opuH vac. 3Ha9eHust Cuax
1 AUC cocrasmmu 0,30 + 0,09 mxr/mm 1 2,29 + 0,69 MKr4/MI COOTBETCTBEHHO. BHOXOCTYIHOCTE
TeHO(OBHpA K3 TeHO(POBHpPA JHU30IPOKCHIA Y NAUMEHTOB IOCIe MPHeMa HATOMAK COCTABHIA
npubmusuTensHo 25%. Menee 0,7% Teno(oBupa CBI3RBACTCA ¢ GeKaMH ILIA3MbI YENOBEKA in
vitro B mmanasone or 0,01 po 25 mxr/mu. IlpuGmusurensso 70-80% xossr TeHodoBHPpa,
BBE/ICHHOI0 BHYTPHBEHHO, 00HAPYKHMBAETCH B BHe HEH3MEHEHHOIO JIeKaPCTBEHHOrO NPEnapaTa
B MO4e 4epe3 72 vaca nocne speaenus. TenodoBup BEIBOAUTCS Iy TeM KOMOHHAIMY KITy60IKOBOI
(umBTpanmMM 1 AKTUBHON KAHAIBLEBOM CEKPEIMH ¢ MOYETHEM KIHpeHcoM 243,5 + 33,3 mu/vMun
(cpemnuii £ CO) y B3pocusxx ‘¢ kmmpeHcom kpeatmnmHa (KK) Gomee 80 mm/mum. Ilocme

MEPOPAIBHOrO HPHEMA KOHEIHBIH NEPHOJ IIOMYBLIBEACHHS TEHO(GOBUPA COCTABIAET NPUMEPHO



ot 10.10.2023 N2 20071
(Bxopswmin M3 N24258123)

COOTBETCTBYET 3KCMNEPTHOMY OTUYETY

or 12 no 18wacos. B uccnenosanmsx in vitro ObUIO YCTAHOBIEHO, 9T0 HM TeHO(OBHpa

ZM30IPOKCHII, HH TeHO(OBHD He sBIsmoTCS cybcTparamu depmentos CYP450.

Hapywernue gynxyuu novex

Hopasupun

BrIBeneHue (0PABHPHHA I0YKAMA HeSHAYHTEIBHO: 0KOJO 6% BBOMMON 0351 obHapyxuBaercs
B HEHM3MEHHOM BuIe B Moue. B mccrenoBanmu upu cpasHeHHM y 8 NANHEHTOB C TSDKEIOM
CTelneHpi0 Hapymienns (YHKIHM [O9eK M 8 mauueHToB 6e3 Hapymenus QYHKOUE [O9eK

9KCIO3ULHS OMHOKPATHOM J(03BI JopaBHpHHA Obuta Ha 31% BEINIE V MAIHEHTOB C TSHKEIOH

_ crenenpio Hapymenus Qyskumpm nodexk. B momyisimponHO-(apMakokuHeTHIECKOM aHAIM3E,

sruoyaBmem nauuentos ¢ KK mexxay 17 m 317 mu/mun, nodeunas (yHkuus He OKassBana
KIMHAYECKH 3HAYMMOr0 BIMSHMS Ha (apMakoxkuHeruky AopaBupuna. Koppekmus mossr y
NAIMEHTOB C JIErkO#, CpefHedl MM TKENOH CTENEHBI0 HAPyMeHHs (YHKIMH NOYeK He
tpebyerca. [lopaupus He H3ydancs y NAUMEHTOB C TEPMHHANBHON CTamuell MOuedHoi
HeJOCTATOYHOCTH HIM Y IALIMEHTOB, HAXOMSIIXCs Ha quamise (M. paspen «Cnocof npuueneﬁuﬂ

1 00361»).

- Jlamugyoun

B uccnenoBanusix ramuByuEa 66010 noKa3aHo, 9To Benugrna AUC NOBHIIAETCH Y NALMEHTOB C
HApyIeHneM QyHKIMH N0YeK H3-3a CHIDKEHH Kiuperca. OCHOBEIBAACH HA JAHHEIX, IOy 9EHHBIX
Aud  JaMMBYAMHA, Dpenapar JlenCTpUro nNpOTHBONOKA3AH MANMEHTAM C  PAcYETHHIM
KK <50 mn/mun.

Tenoghosupa ousonpoxcun

DapmakOKMHETHIECKHEe TTapaMeTphl TeHO(OBHPA ONMPEESUIH IOCHe ONHOKPATHOTO IpHEeMa

245 mr Tenodosupa muzonpokcuna 40 B3pociby BUY-HenH(OHIMPOBAHHEIM NALHEHTAM C

PASITHIHOM CTeNeHsIo HapymeHus (YHKIME II0YeK, ONPENeIeHHOM 0 HCXOTHOMY 3HageHmi0 KK
(mopmansras dymxius nowex npa KK >80 mu/mus, serkoe vapymense npu KK = 50-79 muy/Mux,
cpennee npu KK =30-49 MI/MHH ¥ TSDKENOe npu KK =10-29 ma/mun). [lo cpasHenmio ¢
NANMEHTaAMH C HOPMabHOH (yHkimeli modex, cpemmsst (koapduument sapwamma B %)
axcro3umus TeHodosupa Bospacraer ¢ 2185 (12%) ur-u/mn y cy6rsexros ¢ KK > 80 mur/mus 110
3064 (30%) ar-a/mm, 6009 (42%) sr-a/ma u 15985 (45%) Brw/mn y .naImeH'ron C JerKuM,
CPEHHM M TsDKEIBIM HapyIIeHHeM ()YHKIIHH [I09EK COOTBETCTBEHHO.,

DapMaKOKMHETHKAa TEHO(DOBHPA ¥ B3POCIBIX IALMEHTOB, HE HAXOMIUXCHA HA IeMOJHATH3E, C
KK <10 Mnp/MuE ¥ y DAUMeHTOB C TEPMHHAIBLHOM crammedt ;IOHCHHOI"I HEOCTATOYHOCTH,

HaxXOoAIHXCA Ha NCPUTOHCAIbHOM H APDYTHX tbopmax AMalIH3a, HC MCCIeaoBaIach.



COOTBETCTBYET 3KCNEPTHOMY OTYETY
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Hapywenue @ynuxyuu neuenu
Hopasupun _
' JlopaBupun B OCHOBHOM MeTaGONM3UPYETCH M BEIBOJUTCH medensio. He orMeuero KIIMHAYECKH
3HAYUMBIX pasmnauil B (apMakOKHHETHKE JOPABMPMHA B HCCIEAOBAHHH IpH CPaBHEHHH Y A
~ 8 mammenToB co cpeleil CTENEHBI0 HAPYIIEHAS Gysxipn newenn (Knace B mo Yaitna-Ilsio B
OCHOBHOM 33 CYE€T YBEIMICHHS BHIPAKCSHHOCTH anueq)mfonam H acuuTa) H 8 maruenTos Ged
Hapymenus Qyaxnuy nevern. Koppexuus 10351 y nauuesTos ¢ Jerkoif mwm Cpe/Heii CTemeHbI0
Hapymenus QyHkuym redcHu He Tpedyercs. Jlopasupun He H3ydancs Y ODAaMeHTOB C TsKeNoi
CTeNeHpi0 Hapymerns Qymxupm nesemm (Kmacc C mo Yaitmr-Ilsio) (cm. pasnen «Crocof
npumenenus u 003o1»). :
Jlamugyoun
DapMAKOKMHETHYECKHE CBOMCTBA IAMHUBYIHHA H3Y9aNnHCh Y NANHEHTOB C Hapymenhm
Gysximn nesenu or cpeaneii 1o TOKeNON crenenu TsKeCTH. DaPMAKOKHHETHIECKHE NAPAMETPEI
HE MEHAUMCh CO CHmkeHueM (Qymxumm nesemn. Besonmacuocts u 3¢bfbemnocm JTaMUBYIUHA
TIpH AEKOMIEHCHPOBAHHEIX 3200/1CBAHKX IIEYEHN HE H3YYAIACh,
Tenoghosupa ousonpoxcun ‘
®apmakoxureTHKY TeHoboBupa mocae mpuema 245 Mr TeHO(OBHpA JM3ONPOKCHIIA H3YIamH y
OAIHMEHTOB C HapyIMIECHHAMHA (bym:mm [IEYeHH OT CPEAHEH N0 TMKENOM CTeneHM TSOHKEeCTH.
- Kmusmuecks SHAYMMEIX pasiHauil B (bapmalcomemxe TeHODOBMpa Yy NALMEHTOB C
HapymreHnsMH QyHKIMH neweHH: 1 3T0POBEIME 10GPOBOIBLAMA HE HAGITIONANOCK.
Hoscunsre
HecMOTps Ha OrpaHHYEHHO® KOJMMYECTBO NAMUEHTOB (n=36) B ﬁospac're 65 er u crapme,
BIUIOYEHHKIX B  KIMHHYeCKOe Hccnenosanme | ¢asst mmm B HOXYIAITHOHHEL
dapmaxokmEernyecknii aHamM3, He OBUIO BHISBIEHO KIMHMYECKH 3HATHMEX pasHImHii
(apmaxoxkuHeTH KM AOPABUMDHHA Y NALMEHTOB B BO3pacre 65 Jier W crapme mo CPaBHEHMIO C
NanUeHTaMH Miaze 65 ner. @apMaKOKHHETHKA JAMUBYIHHA H TeHO(OBUpa Y DAIHMEHTOB B
Bo3pacte crapme 65 ner He usyJanacs. Koppexnus 1031 me Tpebyercs.
ITon
Kmunygecin sHaquMEIX  pasmuguit  papMakoKHHETHKH AOpaBHpHHA, JIAMUBYJHHA H/WIH
TeHOGOBHPA MEXKIY MY IMHAMH U JXKEHITMHAMY BEISBICHO He GHLIO.
Paca
Hopasupun
Ha ocHOBaHME HaHHBIX NOIMYJISIMOHHO-(APMAKOKUHETHYECKOTO AHAIH3A JIOpaBHpHHA Y
370poBBIX H06poBomenes m BHY-1-uHGUUMDOBAHHEIX NAIMEHTOB KIMHMYECKH 3HATUMEX

PacOBEIX pasmuumii HapMaKOKHHETHKH AOPAaBHPHHA BEIABIEHO He OBLIO.
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Jlamugyoun
He Omulo BEIBNIEHO CYMIECTBEHHBIX MM KIMHMYECKH SHATHMEIX pPACOBBIX PasIATHil

(apMaKOKNHETHKH JTAMUBYIHHA.

Tenoghosupa ousonpoxcun

Hepocrarounoe xommdecTBo NpeicTaBHTENell PACOBHIX M 3THHUECKMX IDYMI, OTIHYHEIX OT
©BPONEOHAHOH, HE NMO3BOJIIO AZIEKBATHO ONPEEINTs NOTEHIHAILHEE (DapMAKOKHHETHIECKHE

PasImATHs CPe/iH ITHX NONMYJSNHIl Mocie NpHeMa TeHO(POBHUPA AU3ONPOKCHIIA.
IOKA3AHMSA K NPUMEHEHHAIO

Jleaenne BHY-1-uudexupu y B3pOCIBIX NAMEHTOB.
INPOTHBOIOKA3AHWSL

- IloBsnmenHas JyBCTBUTENHHOCTE K JOPABMPHHY, JAMHBYIHHY, TEHO(DOBHDY M K mofoMy
APYTOMY KOMIIOHEHTY IIperapara.
- CoBMecTHOE® NpHMEHEHHME C JICKAPCTBEHHEIMH IPENapaTaMyl, sBISIONMMHCS CHITGHBIMM
HHIyKTOpamMH cHCTeMbl 1muroxpoma P450 CYP3A (u3-3a 3HAYMTENBHOTO  CHIDKEHHS
KOHUEHTPAIMH JOpaBHpHHA B IuasMe Kpoeu) (cm.pasmen «Ocobbie ykasanus» u
«B3aumodeiicmeue ¢ Opyaumu NEKAPCMBEHKBIMU CPEOCMBAMIY). DTH IPENapaThl BKIIOYAIOT, HO
HE OrPaHUIHBAIOTCS:

* xapbGamasenun, oxckap6asemus, GenoGapburan, heHUTOHH;

*  pudavmmiman, pudanentun;

. TIeKAPCTBEHHEIC PacTUTENbHLIe Npenaparkl 3Bepobos mpoxmsipasaensoro (Hypericum

perforatum);.

*  MHUTOTaH;

*  SH3AIyTAMHL;

*  mymakadrop. , _
- Henegeuocnmoc'rb NAaKTO36l, AedHIMT NAKTA3Hl, TIIOKO30-TANaKTO3Has Mambabeopbums (T.K.
Tpenapar CONePHKHT JIAKTO3bI MOHOTHAPAT).
- Mercimit Bospact o 18 ner (orcyrcTBHe JaHHEX 10 3¢ dexTuBHOCTH U Ge30macHOCTH).
- BepemeHHOCTh, MEPHOX TPYAHOrO BCKAPMITUBAHHSA (cm. pasmen  «llpumenenue npu
Bepemennocmu u 6 nepuod 2pyoHo20 6CKAPMAUBAHURY).
- [lamuenTE! © pacyeTHBIM KIMPEHCOM KpeaTHHa (KK) < 50 mu/muH,
- TIaNMEHTH ¢ THKEON CTEMeHBI0 MeYeHOYHOMN HEIOCTATOTHOCTH (xmacc C o xnaccnd)mcamm
Yaitna-TTeio) (orcyrcrBie nanusx 06 3deKkTHBHOCTH 1 6e30MaCHOCTH).

- OTHOBpPEMEeHHBII I[PHEM C APYTUME aHTHPETPOBMPYCHEIMU NPEIapaTaMH.
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VEWUA_HJ.U’H M3 N24258123)

C OCTOPOXHOCTBIO

Cremiyer ¢ OCTOPOKHOCTBIO TIPHMEHATH OIHOBDEMEHHO CO CIEAYIOIAMA JISKAPCTBEHHBIMU
npenaparamu: pudaGyrtns, naGpabernn6, nesmmypan, Gosenra, THOPH/Ia3HH, HaQIULIHH,
MOZA(HHIIL, TEIOTPUCTAT ITHIL, TAKPOIMMYC M CHPOIMMYC (cMm. pasnems1 «Bsaumodeiicmeue ¢

Opyeumu nexapcmeennvimu cpedcmeamu» u «Ocobsie VKQ3aHUAY).

INPAMEHEHAE ©1PA BEPEMEHHOCTH # B OEPHOJX TPYAHOIO
BCKAPMUIMBAHU S

Bepemennocrn

Hannble 0 IpUMeHeHH: 1OpaBHpHHA ¥ GepeMeHHE OTCYTCTBYIOT MM OTrpaHHYeHsl. Bomsmoe
KOIHYECTBO JAHHBIX, IONYYEeHHBIX y Gepemenubix xenmun (Gomee 3000 ucxozos IEPBOIo
TPUMECTPA), NPUHUMABIIMX JAMHBYJIHH B KOMOMHAIMH C JAPYTHMH aHTAPETPOBHUPYCHEIMA
IpEnapaTaMM, YKasblBalOT HAa OTCYICTBHE Manb()OPMANMOHHON TOKCHIHOCTH. Ymepennoe
KOIMYECTBO NaHHBIX y OepemenHeIx skeBmuH (B auamasome or 300 o 1000 ucxonor
GepeMeHHOCTH) yKAa3HIBAIOT HA OTCYTCTBHE MarbQOPMalMOHHON MM (ero/HeORaTALHOI
TOKCHHOCTH, CBSI3AHHOM C NPUEMOM TEHO(OBHPA AU30NPOKCHIIA.

Peaucmp no npumenenuo anmupemposupycuuix npenapamos 6o epemn bepemennocmu

Hna momuTopmHra Hcxomos GepeMeHHOCTH Yy DauUEHTOB, IOJBEPIIIHXCH BO3ACHCTBUIO
AHTHPETPOBHPYCHBIX IIPENAParoB BO BPEMS 6epemeanocm, 6sm1 cospman «Peructp mo
TPUMEHEHHIO ~aHTHPETPOBMPYCHBIX IDENApaToB BO BpeMs OepemeHHOCTH». Bpauam
PEKOMEHIYETCS PeriCTPHPOBATS NAMEHTOB B 9TOM PeecTpe.

Hccnenosanust jopaBnpuHa y JKMBOTHBIX He VKA3HBAKT HA OpAMEIC MM KOCBEHHEIE
HeeaTenbHbIe 3 PeKTs B OTHOMEHHH PenpPOYKTHBHON TOKCHIHOCTH. |

Hccnenosanusa TeHooBupa AM3ONPOKCHIA Y JKMBOTHHIX He YKa3pIBAlOT HA LPSMEIE HIM
KOCBEHHBIC HEHEIATeHHEIe 3t dexTEI B OTHOMIEHUH PENPOXYKTHBHOM TOKCHIHOCTH.
I/Iccne,uonaxma JaMHUBY/MHA HA JKUBOTHEIX IIOKA3aIH Bospacranne 9HCIA CIydaes paHHEi
3MOpHOHANEHOH IHleny y KpPOMMKOB, HO HE Y KPEIC. Ilokasano, 9r0 maMMByZuH CrocobeH
UPOHHKATL €€pes IUIaueHTapHbii Oaphep y venoBexa. JIaMHBYIME MOMeT HEruGMpoOBaTh
perumxaruio JTHK B xrerxe. Kimmuueckas 3Ha9MMOCTD 5THX HaGMIOMe M Hen3BecT A,
ITpoTHBONOKA3aHO UCTIOE30BAHHE IIPenapaTa Henctpuro Bo Bpems GepeMeHHOCTH.

Hepnox rpyAEOro BCKapMIHBaHHAS

Her pamHEIX O BBIeNeHMM JIODaBHDMHA ¢ IPYAHEIM MOiokoM. MiMeiommecs
(hapMaxoHAMHYECKHE/TOKCHKONOTHYECKHe NAaHHBIe Y JKMBOTHEIX OKA3QIH BEIBEJICHHE

JAOPAaBHPHHA C IPYIHEIM MOJIOKOM.
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JlamuBynue o6HapyXuBATH Yy HOBOPOXICHHBIX/MIANEHIEB, HAXONSIIMXCA HA TPyaHOM
BCKapMJIMBaHHUH, MATEPH, KOTOPEIX IIOIy9aly NaHHENi npenapat. OcHOBEIBaACk HA HAOGMIOHEHHH
Oomee 200 map mare/pebeHOK, KOHNEHTPAUMsS IAMUBYJUHA B CHIBODOTKE Y MIaJIEHLIEB, '
HAXOJANIMXCS HA TPYNHOM BCKADMIMBAHWM, MATEPH KOTOPHIX IONYYAIOT JEYEHHE IO TIOBOZY
BHY-undexuun, spnsercs odens HU3KOH (<4% OT KOHUEHTpAIMH JaMHBYIHHA B CEIBOPOTKE
MATepH) M NPOrPECCHBHO CHAKACTCA 10 HEONPEAEIACMBIX YPOBHEH C HOCTHKEHHEM MIaZIeHIAMH
Bo3pacta 24 Hejels. IIaHHHe no OesomacuocTH JiaMHByma y JeTed B BO3pAcTe Miaimie
3 Mecsmes OTCYTCTBYIOT.

Teroosup BEBOMMTCS C MOIOKOM Y 4enoBeka. HeocTaTouno NaHHEX O BINSHIH TeHO(OBHpa
Ha HOBOPOXKIEHHBIX/MIAICHIIEB. |
Kennmnam, susymum ¢ BUY, pexoMeHyercsi He KOPMHTh TPYIBIO CBOHMX Jereii, aro0sr
u30exars nepegaun BUY. |

Bausame na pepransuocTs ‘

Her namusix o Bmusirwme npenapara [lencrpuro va deprumsnocTs v venosexa. Mccnenopanus y
HHBOTHEIX HE YKashBAIOT HA HEKenaTelbuble 3(QQEexTs JopaBHpHHA, NAMUBYIMHA HIA
TeHo(oBApPA MU30NPOKCHIA HA (EPTHIBLHOCT: NPH SKCIIOUITAH, IPEBEIIANMIEH IKCIIOZHITHIO y

9EI0BeKa NPH PEKOMEH TyeMOl KIMHMIEeCKOMH Jo3e.
CIIOCOB IPHUMEHEHHAS H 103bI

Jlevenne nomxen HasnavaTh Bpad, HMEIOMHIL onkrr B tevennu BUY-undexuuy.

Cnocob nupamenenns

Mia opuema Byrps. llpemapar [leICTPArO NOPYEMMAIOT BHYTPB, NPOIJIATHBAS TabmeTKy
LEIHKOM, O/(H Pa3 B CYTKH HE3aBHCHMO 0T npueMa iy (M. pasaen «PapMakoxunemuxa).
Joza

Bspocisie BHY-1-uB(uupupoBanHble NANMEHTE], He NO1ydYdBIIHE paHee aumpe'xponﬁpycnym
Tepammio, ¥ B3pocasle BHY-l-um(umuposannble nammeHTH, NOIydaBImME pasee
HTHPETPOBHPYCHYIO Tepamui0 0e3 H3BECTHEIX Myraxmii PE3HUCTEHTHOCTH K JOpPaBHpHHY,
naMEBYIMHY M TeHO(poBupy. Pexomeniyemas nosa npemapara Jenctpuro — ogHa Tabmerxa
IePOPAIBHO O/IMH Pa3s B CYTKH HE3aBHCHMO OT NPHEMA MHIITH.

Koppexyus dozui

Ecma npenapar [lencrpuro HasHadaercs OQHOBPeMEHHO ¢ pudabyTHrOM, cremyer YBEIHMYATE
Ao3y popasupuHa 10 100 Mr 18a pasa B CyTKH, 3TO JIOCTHIaeTCs IPHEMOM TabJIeTky mpemapara,
comepiameii 100 Mr nQopaBHpHHA B KadecTBe EQMHCTBEHHOTO MEHCTBYIOIEro ﬁemec'ma,
IpuMepHO depes 12w9acoB mocme mnpueMa Jo3si mpenapara Jlencrpuro (oM. paspmen

«B3aumodeiicmeue c Opyaumu 1eKAPCMBEHHBIMU CPEICMBAMUY).
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COOTBETCTBYET 3KCMNEPTHOMY OTYETY
ot 10.10.2023 N= 20071
(Bxooawmit M3 N24258123)

CosmecTHOE NpHMeHeHHe JOPABAPHHA C APYTHMH YMEPEHHEIMM uaaykropamu CYP3A me 651010
H3Y4EHO, HO OXHIAETCS CHIKEHHC KOHICHTPAIWMH JO0paBHpHHA. B cilyuae ecim COBMECTHOS
TPHMEHEHHE C APYruMH yMepeHHbME MuAykTopamm CYP3A (Taxumu kax: naGpadenu6,
nesuHypaj, 603eHTaH, THOPUAA3MH, HADIMILIME, MORAGMHW, TEIOTPHCTAT 3THI) HeoOXoauMo,
CIEAyeT eiKe/IHEBHO NPUHAMATE OJHY Ta0lleTKy npenapata, cogepxaityo 100 Mr zopasaprHa B
Ka9eCcTBe SAMHCTBEHHOTO JEHCTBYIOMEr0 BEIIECTBA, IPUMEPHO Yepe3 12 4acoB mocue npHema
Ao36l npenapata Jlencrpuro (cm. pasmen «B3awuac)eﬁémsu_e ¢ Opyeumu nexapcmeenHuIMu
cpedcmeamuy).

IIponyck t)a:m

ITpu mpomycke npuema npenapara J_'(encrpm'o B Tegenne 12 9acoB ¢ MOMEHTa OBBIHOTO BpEMEHH
npHeMa, NManHeHTy Clexyer Kak MOJKHO CKOpee NpUHATH npenapa'r Jlencrpuro i npuHSTH
CHEAyIOmyIo 103y npenapara Jlencrpuro B 06kraHOe 3amiasnposanHoe Bpems. IIpa mporycke
npuema npenapara Jlesctpuro B Tegenue Gomee 12 gacos ¢ MomenTa OGBIMHOrO BpeMeHH npHeMa,
TaLUHEHTY HE CIIEYeT NPUHAMATE NPOIYIIEHHYIO 103y, BMECTO 3TOI0 NMALMEHT J0DKEH IPHHSTh
CIIEAYIOMYI0 A03y B 3amsaHUpoBaHHOe Bpems. Ilaupentam He ciexyer NpEHMMATH ABE KO3
OTHOBPEMEHHO.

.Ocobbre rpynmst nanBenTos

Hoocuneie

Hannbie o6 HCmONL30BAHMM KOpaBUpHHA, JamMMBy[MHA U TeHO(hOBMpa JH3ONpOKCHIA Y
TIaIHEHTOB B BO3pacTe 65 et u crapme orpanndensi. Her nanHbmx, CBHIETEILCTBYIOMAX O TOM,
9T0 Y MOXKHIEIX IAIHEHTOB HEOOXOMMMO HCHONB30BATH 03y, OTNMYHYIO OT npm\ael:memoﬁ y
Gonee MOMOMEIX B3pOCHEIX mamEeHToB (CM. pasmen «Dapmaxoxunemuxay). OgHaKo B STOMH
BO3PACTHOM IPymne CrefyerT NPOSBILTH OCTOPOXHOCTE MO MPHYHHE BO3DACTHEIX H3MEHEeHHIA,
HanpuMep yxyauesus Qysxmun nodex (CM. pasaen «Oéoﬁbxe yKasanuay).

Hapywenue gynxyuu nouex _

Koppexmus 10351 npeniapara JencTparo y B3pOCIEIX MALHEHTOB ¢ pacuerssiM KK > 50 mn/mun
He TpeOyercs. Jlevenue npemaparom Jlencrpuro y namuentos ¢ pacderasiM KK < 50 yorvun
IPOTHBONOKA3aHO (CM. paspen «Papmakoxunemukay, «llpomusonokasanusy u . «Ocobvie
yrkasanusy). Jleuenme npemaparoM JIENCTPUTO ClEXYeT OTMEHHT, ecm pacuerneii KK
omyckaercst Buie 50 mu/mun (cM. paspen «Ocobuie yrasanus). Taupenram co cpemHed WM
TSDKEJIOH CTENeHbIO I0YeTHOI HeIOCTATOYHOCTH TpeGyeTcs KOPPEKIMs HHTEpBANA JO3HPOBAHUS
' MAMUBY/HHA M TEHO(POBHPA AM3ONPOKCHIA, KOTOPAs HE MOMKET OBITH BHIIONHEHA B PAMKAX
KOMOMHHDOBAHHOH  JIeKapCTBEHHOH  hOpMEL | npenapara  [Jlexctpuro (oM. pasgen
«Papmaxokunemura» u «Ocobbie ykasanua»).

Hapywenue ¢ynxyuu neuenu
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O

ot 10.10.2023 N2 20071
(Bxopauwmi M3 N24258123)

COOTBETCTBY ET SKCMNEPTHOMY OTYETY

Koppexuus 10351 npenapara Jlenctpuro- y namuenTos ¢ aerkoi (Knace A no Yattmn-ITsio) mm
cpeaueit (Knacc B no Yaiina-Ileio) cremenpio Hapymenus (yHkmuE nedens we Tpebyercs.
IIpumenenne JOpaBHPHHA y NAIMEHTOB C TSDKENOH CTENEHBIO HAPYIIEHHS (YHKIMH neuenn

(Knacc C mo Yaitng-Ilsr0) He u3ydanocs. HeusBecTHO, yBeNMYHBACTCS JM 3KCHOSHLHL

JAO0paBHPHHA Y NANHEHTOB C TSKEI0H CTeNeHbI0 HE‘!GHO‘!H_Oﬁ HEeIO0CTaTOYHOCTH.

Hayuenmuor demckozo 6o3pacma

Besonacuocts u s¢dbexTuBHOCTS Npenapara [lencTpuro He M3ydanack y DANEEHTOB MIAIE

18 ne'f. JlaHHEIE MO MIPUMEHEHMIO OTCYTCTBYIOT.
IOBOYHOE JEHCTBHE

Kpamkuii 0630p npodpuns 6ezonacnocmu

HauGoxnee wacTo 3aperucTpHpOBaHHEIME HEXeNaTebHEIMH PEAKIAAME, KOTOPEIe GELIH OICHEREL,
KK BO3MOMHO H/M BEPOATHO CBS3AHHEIE C NPHEMOM fopaBupuHa, 6sum Tommora (4%) u
ronosHax 6oms (3%). |

Tabnuunvie dannsie HexcenamensHsIx peaKyuii

Hexenarenbnsie peakummm ¢ mpesmonaraemoll (mo  Kpaiisedl Mepe, BO3MOKHOHM)
B3aUMOCBA3BIO C JIEYEHHEM NIECPEIUCIEHE] HINKEe B 3aBUCHMOCTH OT KJIACCA CHCTEM OPI'aHOB
OpraHu3Ma ¥ 4acToTh. B pamxax ka0 4acTOTHOH IpyINIEI HEKENATENBHEIE SBICHUS
IPEACTABIEHEl B NOPAAKe yOrBaHus TSOKECTH. YacToTh ONPEEITOTCS KAK: OUEHE YaCTHIE
(21/10), gactsie (ot >1/100 xo <l/lO) negactsie (or >1/1000 no <1/100), pexkue (ot .
1/10000 o <1/1000) wim o4ens pexxue (<1/10000).

Tabmuma 2. Tabmuna HexenaTeNBHEIX peaxiuii, CBA3AHHEIX C npumeneuueM npenapara

@IICTPHTO.

Yacrora | Hexenarensnas peaxkmus

Hapywenus co cmoponst kpoeu u 1umpamuyeckoii cucmemst

Hewacrrie HelTponenus*, anemus*, TpomboETONEHAS*

Ouens penkue " | MCTHHHAS SPHTPOLMTAPHAS ATLIasus™

Hm)bemuonuaw U napasumapmnsle 3a00nesanus

Peuxne | mycryesnas crms

Hapywenus co cmoponst 06mena éeujecme u numanus

Hegacreie runodocdaremus, rumoxamemus™

Penxue IUIIOMAarHUeMHs, TAKTaTanuno3*

Hapywenusa ncuxuxu

Yacteie ) HeoORIYHEIe CHOBHIEHN, GecCOHHHMIA’

Heuacrrie KOIIMAPKL, AENPECCHs, TPEBOKHOCTE",
Pa3ApaXKUTENEHOCTS, CIIyTAHHOE CO3HAHUE,
MBEICIH O CYHIU/IE

Penxue ' arpeccHsi, ra/UTIIOLHHALMH, PACCTPOMCTBO
aJ[aNTalH, H3MEHEHHEe HACTPOEHHS,
COMHAMOYIIH3M

Hapywenusa co cmoponst nepenoii cucmemst
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ot 10.10.2023 N= 20071

(Bxopomwwmin M3 N24258123)

COOTBETCTBYET 3KCMNMEPTHOMY QTUETY

ronoBHas 60Tk, TOJIOBOKPYKEHHE, COHIMBOCTE

Yacreie

Heuacrrie HapyIIeHHe BHUMAaHMAsA, HADYIICHHE NaMATH,
IapecTe3us, THIEPTOHYC, ILIOX0e KaYeCTBO CHA

Quens pesxue nepudeprueckas Heiiponarus (Mmd napecresns)*

Hapywienus co cmoponst cocydos

Heuacrtrie

[ THIEPTEH3HUA

Hapywienus co cmoponst 0s1xamensnoil Cucmemul, 0pzanoe 2pyonoil Kiemxu u

cpedocmenun

Yacrrre

Kamens*, Ha3aubHEIe CUMITTOMET™

Penxue

JAMCIIHOI, TOH3WIUIAPHAS THOEpTpodus®

Hapywenua co cmoponst sicenydouno-xuuiennozo mpaxma

Yacrteie

TOIIHOTA, Auapes, 6ok B xuBoTe®, pBOTA,
METEeOpH3M

Hegactrie

3a110p, HENPUATHBIE OLIYIIEHNS B KHBOTE",
B3IyTHE XKHUBOTA, JUCIIENICHS, KaMMIeoOpasHeLi
cryn’, HapyIeHre HepPUCTATBTHKY KEIy{0THO-
KHMIIEYHOT0 TPAaKTa', HAHKPEaTHT*

Penxue

Gone3HeH kI 03518 HA MCPAXKHEHNE

Hapywenus co cimoponst newenu u scendeastsodawiux nymeii

Penxue

| sxupoBoii rematos*, renaTur*

Hapywienus co cmoponst Kovcu u noOKOJICHsIX mraneii

Yactrie anonenys®, CHmb’

Heuacrrie 3yn

Penxue aJIepru9decKuii AepMaTHT, po3anea,
AHI'MOHEBPOTHYECKAH oTex™

Hapywienus co cmoponst cKenemno-mollied ol Cucimemst i COCOuRUMeIbHOl MKany

Yacrrie HAPYIIEHUs CO CTOPOHEI MEIIIEYHOM TKaHn™

Hewacrrie MHAIHs, apTpairus, padaomuomus®t, Memieqnas
cmabocre®t

Pemxue ¢ CKeJICTHO-MBUIIeYHas fonb, ocTeoMansus

(nposBIsnOmasics Kak G0 B KOCTAX | PEAKO
cnocobeTByronas nepenoMam Kocreit)*,
MHOnaTug™*

Hapywenus co cmopoust nouex u Mouessieodauiux nymeii

Hewactrie HOBEINIEHHe KOHLEHTPANUY KpeaTHHHHA®,
IPOKCHMAIBHAS PeHanbHad TyOyaonarus
(Bxmouas cuaapom PankoHu)*

Penmkue OCTpOe NOBPEeX/IeHHE I09eK, HAPYIIeHHe

dyHKUMH 0YeK, KAMHH B MOYKAX,
HO9eYHO-KaMeHHas 00Ie3Hb, OCTpas I0YeaHas
HEJOCTATOYHOCTE*, HOUeYHAs HE[OCTATOYHOCTE™,
OCTpEIH HEKpO3 KaHanbnes™, HeppuT (BKnoYas
OCTPBIi MHTEPCTAHAIBHEN)*, HedporeH ki
HecaxapHsiii guaber™ i

Obwue paccmpolicmea u HApywieHUA 8 MECHe 66edeH s

Yactrie MOBEIIEHHAS YTOMIIEMOCTB, JJHX0opanKa™
Heuacteie aCTeHUs, HeJIOMOTAHHE
Penxue 6oms B rpyau, 03006, 601s, XKaKIa

Jlabopamopusie u uncmpymenmansHvie OaHHblE

YacTrie

HOBEIIOCHUE AaKTUBHOCTH

alaHMHAMUHOTpaHC(hepassr’

16



ot 10.10.2023 N= 20071
iE;)(O....ﬂJJ.I."I M3 N 4258123)

f'f"TBETCTB~ET SKCMEPTHOMY OTYETY

Hewqacreie | MOBEIIEHME AKTHBHOCTH
acmapraraMHMHOTpPaHC(epassl, IOBEIIIEHHE
aKTHBHOCTH JIHNIa3bl, IOBLIUIEHHE AKTHBHOCTH
aMUIIa3bl, CHIDKEHHE KOHIIEHTPAIHY reMorobusa
Pexxue TIOBBINICHHE AKTHBHOCTH KpeaTuH()OCHOKUHAZEI B
KPOBH

*Ilannas HexXeNaTeNnbHas Peakius He cooblanacs KaK HeXelaTenbHas PeaKiyis, CBI3aHHas C
IpuUMeHeHHeM JopaBupuna, B dase 3 kimEmdeckux uccienosamuit (DRIVE-FORWARD,
DRIVE-AHEAD, DRIVE-SHIFT), HO BKOYeHAa B JaHHYIO TablMIy Kak HeKelaTeqbHas
peaxnus B cooTBeTCTBEM ¢ KpaTKoil XapakTepuCTHKOI JIEKAPCTBEHHOr0 Npenapara JaMUBYIHH
(3TC) w/imu Tenodosupa - gusonpoxcuina dymapar (TDF), yreepxuennoit 8 EC. Beum
HCIIO/B30BAHE] HAMBHICITHE KATErOPHH 9YACTOTHL, H3 ykasaHHBIX B Kpartkoilf xapaxrepucraxe
nexapcreenHoro npenapara 3TC wm TDF,

'[lannas HexenaremsHas peakuus MOXKET BOSHAKATh  BCHEACTBHE NPOKCHMATBHOI
KaHanpUeBod TyOynomaruu. OBa HE CUMTAaeTCs CBS3aHHONM C npueMOM TeHo(DOBHpA
IA30IPOKCHIIA B OTCYTCTBHE 9TOT0 COCTOSHMUS.

lﬁeccommua BKIIIOYAET: OECCOHHHIYY, HAPYNIeH e 3aCHIIAHUS ¥ HAPYIICHHE CHA.

’Hempeccust BKINOYAET: NENPECCHIO, JENPECCHBHOE HACTPOEHHE, OONBIION JempeccHBHBL
3rmson H CTOHKOE IeNPECCHBHOE PACCTPONCTRO.

3IPEBOXKHOCTb BKIIOYAET: TPEBOKHOCT 1 TeHEPATH30BAHHOE TPEBOXKHOE PACCTPOHCTEO.
*6oms B xUBOTE BKIOUYAET: GOIB B KHBOTE ¥ GOJH B BEPXHEH TACTH KHBOTA.

mackoM(opT B KUBOTE BKINOYAET: MUCKOM(POPT B HKHBOTE M mackombopr B obnacta
JMUTACTPHA.

Rannmeoﬁpaanhm CTYJI BKIIOYAET: KAMHKLE0OpasHEIH CTYII M ATHIIMYHELA CTYIL

'HapymeHue NEPHCTANGTHKH IKETyJOTHO-KMIIEYHOIO TPAKTAd BKIIOYAET: HapymieHne
NEPHCTANBTHKH JKEeTy/J09HO-KHIIEIHOT0 TPAKTa H YCHUIEHHE MIEPUCTANGTHKY KUIIETHHKA.
SchmB BKIOMAET: CHITB, MAKY/IE3HYIO CHIITh, 3PMTEMATOSHYIO CHIIb, TeHEPAIH30BAHHYIO CHIIb,
Maxynesnmnanyneamo CBIIb, NAITYJIE3HYIO ChIIb H KPAIHBHHILY.

°HOBHINEHHE AKTUBHOCTH ANAHHHAMMHOTpancepashl BRIGOYAET: HOBBIIEHHE AKTHBHOCTH
aIaHMHAMMHOTPaHC(EpPa3kl H IOPaYKEHHE IEYEHH.

CHEQ@M BOCCTAHOBJICHUS HMMYHHUTETA

Ha wmomesT Havana KOMOMHUMDOBAHHOH aHTHpeTpoBupycHOH Tepamem (kAPT) vy
BUY-uHQUUMPOBAHHBIX NANMEHTOB C TOKENEIM HMMYHONC()UIATOM MOMET pasBUTHCH
BOCHAIMTENbHAY peakius Ha OecCHMNTOMHEIE HMIH OCTATOYHBIE ONNOPTYHHCTHUECKHE
uGexuun. Taoke coobmanocs O pasBHTHM ayTOMMMYHHEIX HADYIISHMH (TAKHMX Kak Gomesnn
I'peiisca u ayrouMMyHHEI renaTuT); HO COOOMIEHHOE BpeMs HAYANA PA3BATHS TAKUX HAPyIIEHHI
Gonee BapuaGenbHO, OHM MOTYT BOSHHKHYTH Yepe3 MHOTO MECSIEB IOCIE HAYANA JIeYeHHs

(cm. paspen «Ocobvie ykazanusny).

HEPENO3HPOBKA

0 HH
Hnudopmarus 0 mOTERIMANEHEIX OCTPBIX CHMIITOMAX M NPH3HAKAX I1ePEI03MPOBKY JOPABHPHHOM
OTCYTCTBYET.

JlamuBy nuH
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 10.10.2023 N= 20071
(Bxogawmit M3 N24258123)

B ca#3u ¢ TeM, 4TO ¢ MOMOIBIO remMozHausa (4-9aC0BOr0), IPOXOIDKHTEEHOIO amOynaTopHOro
nepm:onea:mndro AWaJi3a 1 aBTOMATU3HPOBAHHOIO NEPUTOHEANEHOrO AMayM3a GBII0 BEIBENEHO
HC3HAYHTENEHO® KONMMYECTBO JAMHBYIHMHA, HEM3BECTHO, CIOCOGEH IHM NPOXOIDKATENHHE
TCMOZHAITH3 IPHHECTH KIMHAIECKYIO NOJIB3Y B CIIy4ae IIepel03HPOBKH JIAMUBYTHHOM.
Tenodosupa gu3onpokcua ‘

Tenodosupa au30MPOKCHIT D DEKTHBHO YAAILETCS C TOMOLIBIO reMO/Manusa ¢ KoaphumEenTom
IKCTPaKIMH npnﬁmn'renmo 54%. Tlocne oDHOKpATHOTO mMpHeMa mO3HI 245 Mr TeHo(oBUpa
AU30NPOKCHNA 4-9acCOBOH TIeMOMHANH3 YAAMN NPHOIHM3HTENHHO 10% nonygensoii 10381

TeHo(hoBHpA.
B3AMMOJIEMICTBHE C JIPYTAMHA JIEKAPCTBEHHBIMHA CPEJICTBAMH

IIpenapar Jlencrpuro npexcrasmsier coboit IONHYI0 CXeMy KOMOWHHDOBAHHON Teparmum
BH‘I-I-nu(bemun, I03TOMY HE CIIe[yeT NPOBONHTH TEPAIHIO APYTHMH AHTHPETPOBHPYCHEIMHA
upenapataMmi COBMECTHO ¢ mpemaparoM [lenctpuro. Huopmanmus 1o moTeHIMamb-HBEM
B3AUMOJEHCTBHAM mnpenapara J[eNCTpuro ¢ ApyraMu AHTHPETPOBHPYCHEIMH IIperapaTaMu
orcyrcTByer. Mccnenopanns mo B3auMoeHCTBIIO GBLIH BEIIOIHEHE TOMBKO ¥ B3POCHEBIX.
Ilpenapar [lenctpuro coyepur A0paBAPUH, TAMUBYIMH | TeHO(OBHDA JH3ONPOKCHII, TAKHM
obpasom, mobrie B3auMoneiicTEHS, YCTAHOBIIEHHBIE ISl KAKAOTO M3 ITHX JAEHCTBYIOIHEX
BEINECTB, TAlOKe MPUMEHUMEI K KOMOHHHPOBAHHOMY Npenapary J[encTprro i IpejCTABIEHE! B
Tabmane 3.

Brusnue dpyzux nexapcmeennsix npenapamos na Oopasupun, namueyoun u menogosupa
ouzonpokcun

Hopasupun

JOpaBHpHE NpeMMyImecTBeHHO ‘Meraﬁomaanpyefrca CYP3A, u nexapcrsenusie mIpenaparsi,
KOTOPEIE HHAYLHAPYIOT HIIH mimﬁnpyror CYP3A, BMMsIOT Ha KITMpEHC [OpaBAPHHA (cm. pasmen
«Papmaxodunamuxay). lpenapar JlencTpuro npoTHBonoKasan IPH COBMECTHOM NPHMEHEHHH C
JICKapCTBEHHEIMH NPENapaTaMu, KOTOPEIC SBISIOTCA CHbHBIME HEAyKTopamMu CYP3A, Tak xax
OKHIACTCs 3HAYHTENHOE CHIDKGHHE KOHIEHTPALMH HOPABUPHHA B IIa3Me KPOBH, 9TO MOKET
cuusuth 3QdexrasrHocTs upenapara Jlencrpuro (cM. pasmen «llpomusonoxkazanus» u
«Dapmaroxunemuxa). '

CosMmecTHOE mNpHMEHEHHE C YMEPEHHEIM uanykropom CYP3A pudabyrusom crmxaer
KOHUEHTpauuio xopasupusa (cM. Tabmumy 3). Ilpu cOBMECTHOM NpHMEHEHHH C pudabyraroM
cne;:yér ©XKEAHEBHO NPUHUMATH OfHy TabneTky npenapara, cogepxantyio 100 mr JOpaBUPHHA B
Ka4ecTBe eMHCTBEHHOrO [AeHCTBYIOIEr0 BEMECTBA, IPHMEPHO depe3 12'9acoB mocie mpuema

Aoaer npenapara Jenctpuro (cM. paspen «Cnoco6 npumenenus u 0oseiy).
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 10.10.2023 N= 20071
(Bxogawmin M3 N24258123)

CosmecTHO® NMpEMenenue npenapata JlencTprro ¢ APYTHMH YMepeHHBIME HHAyKTopamu CYP3A
HE H3Y4an0Ck, HO 0KH/IA€TCs CHIDKEeHNE KOHUCHTPANKH 0paBupuEa. B ciryuae, ecim coBmecTHOE
IpAMEHeHue npenapara Jencrpuro ¢ Apyrumu ymepenssmvu uryrykropama CYP3A (TakuMH Kak:
nabpadenud, nesnuypan, Gosentan, THOpHa3uH, HADUUILIHH, MOKAAHAL, TETOTPUCTAT ITHI)
HEIB3s M30exKaTh, CIEYET SKSAHEBHO NPHHMMATH ONHY Tabuerky npenapara, COAepKanyo
100 Mr nopaBHpHHA B Ka4ecTBE eIMHCTBEHHOIO neﬁcraj;'mmero BELIECTBA, NPHMEPHO 4Yepes3
12 gacos nocre npuema o3k npenapara Jencrpuro (cm. pasaen «Cnoco6 RPUMEHEHUA U 003b1»).
Cosmecrroe npuMenenue npenapara JIeJICTPUro 1 JIEKAPCTBEHHEIX IPenapaToB HHrHOUTOPOB
CYP3A mosker npHBecTH K IOBBIIEHHIO KOHIEHTPAlWH AOPaBHPHHA B ILIa3me KpoBr. OHako
TIp4 COBMECTHOM NpHeMe RopasupuHa ¢ naruburopamu CYP3A xoppexums 1035t He TpeGyercs.
Jlamueyoun . -

Tax kak OCHOBHOI ITyTh BEIBE/IEHHS TAMEBY/THEA OCYIIECTBILIETCA IOTKAME myTeM KOMOHHAIHH
KIyOoukoBolf  (QmubTpamME W AKTHBHON = KAHATBIEBON Cexkpemuu  (CM. paszen
«Papmakokunemuxa»), upueM npenapara JeNCTPHTO COBMECTHO ¢ npenaparaMy, KOTODEIE
CHIDKAIOT (YHKIMIO NOYEK, M KOHKYPHPYIOT 338 aKTHBHYIO KaHABLIEBYIO CEKPerio, MOXeT
IIPHBO/IATE K NOBBIIIEHHIO CHIBOPOTOYHOH KOHIEHTPALY JAMUBYIHHA.

Tenoghoeupa dusonpoxcun

Tax xax ocnoBHOI MyTH BEBEAEHAS TeHODOBHpA OCYIECTBILACTCA NOYKAMH ITyTeM KOMOHHALMH
KiIyboukoBo#  (musTpamME < u  aKTMBHOH = KAHANBLEBOI CEKpEeUH .(CM. paszen
«Papmakokunemuxa»), npueM npenapata JIEICTPHIO COBMECTHO C npenaparamy, KOTOpPHIE
CHIDKAIOT (DYHKIMIO NOYeK M KOHKYPHPYIOT 33 AKTHBHYIO KaHAIBIEBYI0 CEKPeLHIO 4Yepes
OAT1, OAT3 wm MRP4, moxer NPHBOJHTE K MOBEIIIGHHIO CEIBOPOTOYHOH KOHLEHTpAIMH
TeHO(OBHpa.

B cBsa3m ¢ Tem, 9T0 TeHodOBMpA NMIOMPOKCHI SBISETCH ONHUM M3 ﬁeﬁunyxomm BEIIEeCTB
npenapara Jlesicrpuro, crnenyer usberars npuMeneHus npenapara JlencTpuro OJfHOBPEMEHHO HIIH
OCTe HE[GBHEro WCHONB30BAHMS HE(POTOKCHUHBIX NPENAparoB. JTH JIEKAPCTBEHHEIE
IpenapaTsl BKIIOYAIOT, HO HE orpammmaammﬁ CIIeNYIOIUMH. AMKIOBHD, cHuohoBHp,
TAHIMKIIOBHD, BAIAIHMKIOBUD, BAITAHIHKIOBHD, AMHHOTIMKOSUIE! (HApPEMED, TeHTAMHIHH) 1
BBICOKHE J03bI HECTEPOMIHBIX IPOTHBOBOCIAIMTETHHBIX npenaparbn (HIIBII) mnm mpmem
Heckoubkux HIIBII (cm. pasmen «Ocobbie yxasasus»). ‘

Bnusnue oopasupuna, namugyouna u menogosupa dusonpoxcuna na Opyzue nexapcmeennsle
npenapamut

,Hopaeizpun

MauoseposTao, 9t0 npreM n03s1 100 Mr gopasupusa ogum pa3 B CYyTKH OK&XeT KIMHUYECKH

3HAYMMOE BIIMTHHE Ha KOHLEHTPAIMIO B ILIa3Me KPOBH JICKADCTBEHHBIX IIPENaparTos, KOTOpEIE
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 10.10.2023 N= 20071 s
(Bxopmuwmin M3 N24258123)

38BHCAT OT TPAHCHOPTHIX Geukos st abcopbmum u / wm BBIBEJIEHHA MM KOTOpPEIE

‘Mera6ommsupyrorcs nocpeacreoM depmentos CYP.

Onuako coBMeCTHSI NpUeM JOpaBUPHHA M YyBCTBHTEILHOIO cyberpara CYP3A munasonama
IPHBOZAT K CHIDKEHHIO SKCIO3WIMH MHJasonama Ha 18%, 4ro ceuaeremscrByer o TOM, 9TO
JOPaBHPHH MOKET SBJISATHCA crabm uanykropom CYP3A. Takum o6pasom, ciexyer cobimonars
OCTOPOXXHOCTH IIPH ONHOBDEMEHHOM IpHEeMe JAOPaBHPHHA M IIPENapaToB, SBISIOMAXCS
dyBCIBHTEMbHEIMH CybcTpaTamu CYP3A, KOTOpEIE Takoke MOTYT HMETh y3KOe TepaneBTHIECcKoe
OKHO (HampHUMep, TAKPOIUMYC H CHPOIHMYC). |
Jlamugyoun

JlamuBy s He MBTHOMpYeT u He HEAYLHpYer depmenTst CYP.

Tenogposup

Ha ocroBanuy pesynsTaros SKcnepEMEeHTOB if Vifro 0 H3BECTHOTO IYTH BEIBEJIEHHs TeHO(OBHUpa,
norenuman ;s CYP-onocpenosanssx B3aumoseiicTumii TeHODOBHPA U APYTUX JIEKAPCTBEHHBIX
NPEnaparos, ABJISETCA HU3KUM.

Tabnuna ezaumodeiicmeuii

B Tabmaue 3 npuseseHs!l yCTaHOBIGHHEIE U ApyrHe (HO He BCE) BOMOXKHBIE JIEKAPCTBEHHEIE
B3aUMOJICHCTBUS C JEHCTBYIONMMH  BeImEeCTBAMMU npenapara J[lencrpuro (ysenuuenue
0003na9en0 kak 1, ymeHbmeHHe 00O3HAYEHO Kak l, 0e3 m3MeHenmii 0003HaYeHO Kak ),
BosmoxuEe liekapcTBennEe B3anMoneicTBas ¢ TeHODOBHpPa JH30IPOKCHIOM MM JAMABYIHHOM

CM. paspensl « Papmaxoxunemuxay u « Ocobvie yxasanusy.

Tabmana 3. BaaumozelicTBus MexITy NeHCTBYIONMME BemecTBaMH npenapara Jlenctpuro u
OPYTEMH IeKAPCTBeHHBIMH IPeapaTaMy i PEKOMEeHIAIHH 110 JO3UPOBAHMIO.

Bansane pa
KOBIEHTPANAI0
” JIEKapcTBERnoro Pexomennanus B orHOmIEHHR
JlexapcTBeHHbII HPENAPAT B 3ABHCAMOCTH
- npenapara. COBMECTHOr0 MPHMEHEHNAS ¢
OT TepaueBTHYecKol obaacTa
CoorHomenne openaparom Jexcrpuro
reOMETPHIEeCKHX CPEHAX
snavennmii (90% J{A)*
IIpenrapaTs!, CHIOXAMONIHE KHCTOTHOCTS KeAYA0THOTO COKa
AHTAH (ATFOMEHEA 1 MATHHS [HIPOKCHIL, + JIOPABHPHH
CYCIIeH3Hs I [IPHEMA BHYTPE) AUC 1,01 (0,92; 1,11) Koppexaas o351 me
(20 M1 oxgHoOKpaTHO, Cuax 0,86 (0,74; 1,01) 1pebyercs.
nopasupy 100 Mr ofHOKpaTHO) C24 1,03 (0,94; 1,12)
DaHTONPasolx $ Aopesupex )
“0 " AUC 0,83 (0,76; 0,91) Koppexips 10351 He
" °i‘§§ POS B CYIRE, . Cuix 0,88 (0,76; 1,01) Tpebyercs.
FOPEHRERGL 1) T GAMEA) Cas 0,84 (0,77, 0,92)
Bzanmogeiictre ¢
ZIOpaBHPHEOM HITH
oMerpasol JIOpaBHPHHOM Kogpespta s sig
Tpebyercs.
/maMuByMHOM /TeHO(OBHpa
JH30IPOKCHIIOM HE H3Y4eHO.
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COOTBETCTBYET 2KCNEPTHOMY QTUYETY
ot 10.10.2023 N2 20071
(Bxogmwwmit M3 N24258123)

£3)

Biananue Ha
KOHIeNTPamHIo
JieKapCTBEHHOro Pexomenaanust B oTHOIIEHHH
JlexapcerBeHnsIi npenapar B 3aBHCAMOCTH .
mpenapara. COBMECTHOI'0 IPAMeHeHH s ¢
. OT TepaneBTH4ecKoii obiacTH C
00THOIICHHE npenaparom [lecTparo
reoMeTpHYecKHX CPeHAX

snavennii (90% JA)*

Oxﬂmaercﬁ:
++ NOpaBHPHH
Huruburopsl aHTHOTEH3 HHE-NIPEBPAIAIOMEro depMeHTa
Baanmozeiicteue ¢
JIOpaBHPHHOM HITH
JIOPaBHPHHOM
/mamuByRHEOM /TeHOGOBHpa Koppexmma 103 He
JIH30TIPOKCHIIOM He H3Y9eHO. Tpebyercs.

JIA3HHONPUI

Oxumaercs:
> JIN3HHOLPII
AHTHAaHpOTeHHbIE CPEeLCTBA
Bsamvojelicteue ¢
JIOPaBHPHHOM I

AOpaBHPHHOM
/mamusyuHOM /Tenodosupa CoBMeCTHOE NIpUMEHEH e

JIA3OTIPOKCHIIOM HE M3Y9IEeHO.
p P IPOTHBOMOKA3aHO.

IH3AMyTaMAL
Oxupaercs:
| HtopaBupuH
(Hanyxmus CYP3A)
AnTnbuoTirn
BsamMopeiicTaue ¢ Heobx0muM0 HCKITOTUTS
IOPaBEPHHEOM HIIH COBMECTHOC OpuMeHenue. B
JIOPaBHPHHOM clIydqae ecilii COBMeCTHOe

[navuBymHHOM /resoopupa | UPEMCHCHHE He MOKET OHITH
. HCKIIIOYEHO, ClIenyeT

eHO. :
JM30TPOKCAIOM He M3Y9eHO ph————— e
nopaBHpHH B io3e 100 Mr

Oxupaercs: npEMepHO Yepes 12 gacos
| nopasupun Tociie [pHeMa JIO3E! npenapara
Jlenctpuro.

(Haryxams CYP3A)

INpoTEBOCYAOpOXNHEIE IIpENapaTHl
Bzammopeiicteue ¢
J(OPABUPHMHOM WK
JIOPABHPHHOM
/mamuByuHOM /TeHodOBUpa
CosmecTHOE IpHMEHERHE

Kapbamasermn
oxexapbaleruy JH30NPOKCHIIOM He H3YdeHO.
HPOTHBOTIOKA3AHO.

tenobapburan
Osxkupaercs:

theruTORH
| fopaBupuH
(Munyxmas CYP3A)

porBoguaberuueckne cpecTsa
++ Menhopapn Koppeximus 10351 He

merdopMun
(1000 Mr ogHOKpaTHO, AUC 0,94 (0,88; 1,00)
nopasupws 100 Mr ot pas B oyTK:) Canx 0,94 (0,86; 1,03) Tpefiyercs.
KaHATTH(IO3HH Baaumozeifctnue ¢
JIOPaBHPHHOM HIIH

JIHPATITYTH]{
CHTArJMIITHH . JIOPABHPHHOM

HaQIIUIHE

Koppexams 10351 He
Tpebdyercs.




COOTBETCTBYET 2KCN EPTHONT)” QTUYETY
ot 10.10.2023 N2 20071
(Bxoaswmi M3 N24258123)

JlexaperBenHEbIH NpeNapar B 3aBACAMOCTH
OT TepaneBTHYECKOH ob/racT

Bansnae na
KOHIeNTPAHIo
JIEKAPCTBEHHOTO
openapara.
CooTHOImEHHE
reoMerpHYecKEX CPeNHEX
3navenuii (90% JH)*

PexoMennanasi B OTHODIEHHHA
COBMECTHOIO NMpAMeneHnst ¢
npenaparoM Jexcrparo

/mamuByauHOM /TeHOdOBHpA
JIH30IPOKCHIIOM HE H3Y4eHO.

Osxuaeres:
> KanarmgIosHH
+* JIMpariIy TN
. + CHTATJIHITTHE

IIpoTHBOAMAapeiiHbIe cpelcTBa

TEJIOTPHCTAT STHII

Baaumopetictsue ¢
JIOpPABAPHHOM HIIX
JIOpaBHPHEOM
/mamuByauHOM /TenodoBrpa
JM30IPOKCHIIOM He H3Y9eHO.

HeobXomMMo HCKIIOTHTD
COBMECTHOE IpuMenenne. B
clydae ecili COBMeCTHOE
TpHMEHEHHe He MOXeT ObITh
HCKIIOYEHO, ClieyeT
eXeIHEBHO NPHHAMATh
JopaBupHH B o3e 100 mMr

Ommacros: npuMcpHO Jepe3 12 gacos
| mopasupHH TIocle NpHeMa 1035 [IpenapaTa
(Hmryxmaa CYP3A) Jlenctpuro.
IIporaBONIOAarpHYIECKHE M YPHKO3ypHUECKHE NPenapathl
BsammopeiicTere ¢ Heo6xomimMo HCKINOTHTE
JOPaBHPHHOM HIIH COBMECTHOC IIDHMCHCHHE. B
JIOpaBHPHIOM clIyJae ecli COBMECTHOE
/naMuByuHOM /TeHOpoBHpa | TPUMEHEHHE HE MOXET ORITE

ne3HRYpas

JIM30TNPOKCHIOM He M3Y9eHO.

Osxxunaercs:
| KopaBupHE
(Muyxmus CYP3A)

HCKIIOYEHO, CIeyeT
©KCHCBHO IPHHAMATE
JopaBUpHH B fo3e 100 Mr
OpUMEpHO 9epes 12 wacos
TI0CJIE IpHeMa JI03kl Ipenapara
JHenctpuro.

IIporusoTyOepKyesnbie MpenapaTs

OJIHOKpaTHAS 1038 pdaMIuHa
(600 Mr omHOKpATHO,
nopasuprH 100 Mr 0[HOKpaTHO)

MHOTI'OKpaTHbL! npHeM pudaMiunna
(600 Mr ozuH pas B cyTKH,
Jopasupuy 100 Mr oHOKpaTHO)

 OpaBHPHH

AUC 0,91 (0,78; 1,06)
Caax 1,40 (1,21; 1,63)
Cz4 0,90 (0,80; 1,01)

| mopaBupnH
AUC 0,12 (0,10; 0,15)
Cimax 0,43 (0,35; 0,52)
C24 0,03 (0,02; 0,04)
(Hupyxms CYP3A)

CoBMecTHOE IIpHMEHEeHHE
IIPOTHBOIIOKA3aHO.

pudancHTHH

Baaumojeiictene ¢
JIOPABHPHHOM WITH
JIOpPaBHPHHOM
/mamuByaHHOM /TeHO(OBHpPA
JIH30IIPOKCHIIOM He H3Y9YeHO.

Onxupaeres:
| fopasmpun
(Hupyxius CYP3A)

CoBMecTHOE IpHMEHEHHE
OPOTHBOMOKA3aHO.

padabyruan
(300 Mr ojtuH pa3s B CYTKH,

| mopasmpun

B ciyuae ecim npenapar

AUC 0,50 (0,45;0,55)

IIWIG’IPHI‘O HasHawaeTca
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COOTBETCTBYET 3KCMEPTHOMY QTUETY
ot 10.10.2023 Ne 20071

(Bxonsuwpin M3 N24258123)
Bunspne na
KOHIEHTPANHIO
. JIeKAPCTBEHHOTO PexomeBjanas B 0OTHOIICHHH
JlexaperseHHblil Dpenapar B 3aBHCHMOCTH
= upenapara. COBMECTHOIO HpHMEHCHES ¢
OT TepaneBTHIecKoi 0baacTa C
00THOIICHHAE npenapatom Jencrpuaro
reoMeTpHICCKHX CPEHIX
sHagenmnii (90% JH)*
JopasrprH 100 M 0JfHOKPATHO) Cuax 0,99 (0,85; 1,15) OJIHOBPEMEHHO C
C24 0,32 (0,28; 0,35) pudabyraHOM, cregyer
(Mnnyxmus CYP3A) eXeJHeBHO IIPHHAMATE
JiopaBUpHH B Jo3e 100 mr
npHMepHo depe3 12 qacos
Toc/Ie NPHEMa 03B! IPeNapara
Jlencrpuro.
IIpoTusooIyX0eBble CPEeACTBa
Bsanmopeiicrsuae ¢
JIOPABUPHHOM HIIH
JIOpaBHPUHOM
/mamuByuEOM /TeHOQoBHpa
; CosmecTHOE NpUMEHCHHES
MHTOTaH JM30IPOKCHIIOM HE H3Y9eHO.
NIPOTHBOIIOKA3AHO.
Oxupaercs:
| nopasupun
(Hunyxps CYP3A)
Heiiponerrmaiu
Bsaumopeifcrnue ¢ HeobxomiMo HCKIOYHUTE
NIOPABHPHIIOM HIH COBMeCTHOe NpuMerenue. B
JOpaBHpHHOM CITy'iae ecii COBMECTHOE
/namMuBymuEOM /TeHoGopapa | TPHMCHCHHC HC MOXCT OBITE
THOPH/IA3HE J30IPOKCHIIOM HE H3YHEeHO. m‘;‘mgtgpﬂ;
P HH B fo3e 100 mr
Oncapaeros: npox»p;ma?::fm gepes 12 gacos
| nopasupun 10cyie OpUueMa /10361 Ipenapara
(Mupyxmas CYP3A) Jesctpuro.
IIpoTuBOrpUOKOBEIE CpeicTBA M3 K/Jacca a30]I0B
1 nopaBupun
KETOKOHA301 AUC 3,06 (2,85; 3,29) K
(400 mr oymam pas B oyria, gopasupum 100 Mr | Couse 1,25 (1,05 1,49) °PP"“‘;“” g
OJIHOKPATHO) Cu 2,75 (2,54; 2,98) e
(Msyxmas CYP3A)
Bsaumopeiictsue ¢
JIOPABHPHHOM HITH
J(OpaBHPHHOM
uyxonason /mamuByuHOM /TeHO(OBMpa
HTPaKOHAa30JI IEONOXCHIIOM He H3YIeHo. Koppexuus o351 He
N03aKOHA30] 1pebyercs.
BOPHKOHA30II i )
KHAETCS:
1 mopaBupHH
(Huayxias CYP3A)
BJI0KATOPE! KaJlbIMEeBhIX KaHaloB
Bsaumopeiictsue ¢
JIOPaBHPHHOM HIIH
JIOpPaBUPHHOM
JMTTHASEM /mamuByuEOM /TenodoBmpa Koppexmusa o35t He
BepanaMul JH30IPOKCHIOM HE H3y9eHO. Tpebyerca.
Omupmaercs:
1 nopasupun
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 10.10.2023 N= 20071
(Bxopawmi M3 N24258123)

Bansane na
KOHIeHTPALHIO .
” JIeKapCTBEHHOr0 Pexomenpanus B orROmMennn
JlexaperBerubiii Npenapar B 3aBACHMOCTH
; = upenapara. COBMECTHOI'0 HpEMeHeHns ¢
OT TepaneBTHIECKOM 001acTH
Coornomenne npenaparom Jeacrparo
reoMeTpHYecKAX CPeNHIX
3navenmii (90% JH)*
(CYP3A4 unruburop)
IIpenapars! Ui JledeHHs MyKOBHCITHIO3a
BsanMonelicTre ¢

JIOPaBHPHHOM IIIH
JIOpaBHPHHOM
/mavuByHEOM /TeHodosrpa Co
BMECTHOE IIpHMeEHenHe
nmymakadop JM30IPOKCHIOM HE U3YHCHO. " iy
Oxuyaeres:
| mopasupun
(Menyxmus CYP3A)
B11oKaTOpET SHIO0TEMAOBLIX PEHENTOPOB
Baaumopeiicreue ¢ Heobxomumo HexmounTs
JIOPZBUPHHOM MW COBMECTHOE NprMeHeHHe. B
JOpaBApUHOM CITy49ae eClIH COBMECTHOE
/mamuByuEOM /renodoupa | TPUMEHEHHE He MOXET G5iTh
6o3enTan JI30NPOKCIIIOM HE H3Y4eHO. IS e
€Ke/[HEBHO IPHHAMATH
] JopaBupHH B fo3e 100 Mr
Oxcapactos: NpHMepHO Yepes 12 gacoB
| nopasupun noclie IpreMa J0351 IpenapaTa
(Munyxmus CYP3A) Jencrpuro.
IIpoTHBOBApPYCHEIE IpeIapaTEL, AelicTBYIOMpe Ba BAPYC renaTHTa C
T mopaBHpHH
AUC 1,56 (1,45; 1,68)
Cinax 1,41 (1,25; 1,58)
Cz4 1,61 (1,45; 1,79)
(marubuponamue CYP3A)
anbacsup + rpasonpesup ++ subaomp

(50 mr anbacerpa ouH pas B oyTKH + 200 Mr :

Tpa3olpeBHpa OMHH Pa3 B CYTKH, I0PaBHPHH AUC (?‘99: (({?’:10’ 11 (?f)) Koppexras soss ne TpeGyetcs.
100 Mr oy pas B Cuax 0, i

pas 5 cymai) C21 0,96 (0,89; 1,04)

> Ipasonpesup

AUC 1,07 (0,94; 1,23)
Cunx 1,22 (1,01; 1,47)
C24 0,90 (0,83; 0,96)

> IOPABHPHH
AUC 1,15 (1,07; 1,24)
Cumax 1,11 (0,97; 1,27)

Cai 1,24 (1,13; 1,36) Coyor M
NAMUERTOB, IPHHAMAIOITHX
nemmmacEHp + codocBysup = JIeqUNACBHD npenapar Hen;rpm‘o .
(90 mr yemmacsupa ojmHOKpaTHO + 400 Mr AUC 0,92 (0,80; 1,06) i g o
: neyymacsup / copocbysup, Ha
copocSyBupa 0IHOKpaTHO, IOPABHPHH Counx 0,91 (0,80; 1,02) OpeMeT BOSHUKHOBEHHS
100 mMr opHOKpaTHO) _ i
< cotocByBp 3 s
AUC 1,04 (0,91; 1,18) SRR & T g
Caue 0,89 (0,79; 1,00) i
< (GS-331007
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TBETCTBYET 3KCNEPTHOMY OTYETY
ot 10.10.2023 N= 20071

(Bxogawmin M3 N24258123)
" Binsiaue Ha
KOHI[EHTPALHIO
Thicip T P —— JIeKapCTBEHHOT0 Pexomenanns B 0THOIICHAR
o'rl !'mpanenmecxoii B npenapara. COBMECTHOr0 MpAMEHEH s ¢

CooTHOMICHHE upenaparom JejxcTpuro

reoMeTPHYeCKHX CPEIHHX

snavennii (90% AH)*
- AUC 1,03 (0,98; 1,09)

Cuax 1,03 (0,97; 1,09)

Oxunaerca:
1 TeHodoBupa
Bsaumopeiictne ¢ Crezyer MOEMTOPHPOBRTE
ZIOpaBHPHHOM HILH IAHEHTOB, IPAHAMAIONIHX
JIOPaBHPHHOM npenapar [{encrparo
/mamuBynusoM /renodoBupa |  coBMecTHO ¢ KoMGHHAIHel
codocOysup / BeimaTacsup

MHU30MPOKCHIOM He miydeHo. | codocOysup / Bennaracsup, Ha

TpeaMeT BOIHHKHOBEHHN
Oxupaerca:

++ I0paBUpHH

1 rerodroBupa
Bsaumopeiictsue ¢
JIOPABHPHHOM I
NOPaBHPHHOM
/maMuBysuEOM /TeHOdOBHpa
cotochbysup . ——— I;.?qu!{(l. Koppexapas 10351 He Tpebyercs.

HeXeaTesHbIX PeaKipii,
CBA3AHHBIX C TeHOOBHpa
JMA30IIPOKCHIIOM.

Osknyraercs:

+ IOPABHPHH
BzanMogeiictsue ¢
JIOpaBUPHHOM MIIH

JIOpABUPHHOM
JIaKJIaTacBup ﬁ;ﬁﬁ::;:;;aﬁ;:eﬁ% Koppexims o351 He Tpebyercs.

Osxupaeres:
* IIOPABHPHH
Baaumopeiictsue o
JIOPABHPUHOM HITH
JIOPABHPHHOM
OMOHTAacBHp /napHTanpesnp / pATOHABHP mﬁ x:;f:g.:eﬁ

Koppexims no3st ne pebyercs.
H nacaOysup +/-puToHaBHp

Osxupaercs:

1 mopasupun

(HMuru6upopamue CYP3A B

CBA3H C PHTOHABHPOM)
Bsaumopeiictsue ¢
JOPaBHPHHOM HIIH
JAOpaBUPHHOM

/mavoByuEOM /TeHO(OBHpa

KD -

Aacabysnp IA30UPOKCIIOM HE H3YYEHO. PPexInA JJO3H He TpebyeTcs

Oskujraercs:
> NOPABHPHH
Bsaumogeiictre ¢
TIeKanpesnp, NHOpeHTaCBHp JAOPABMDHHOM HITH
3 JIOPaBHPHHOM

Kopperxmnsa 03561 He TpedyeTcs.
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COOTBETCTBYET 3KCNEPTHOMY OTY ET‘;r"
ot 10.10.2023 N2 20071
(Bxogswmit M3 N24258123)

Biansane na
KOHOEHTPANHI0
JlexapcTBenHBIH HPeNapaT B 3aBHCHMOCTH SENRIEIRELIY Pexomenpanus s ornomezun

ex xogauzeomacentt sanery npenapara. COBMECTHOIO [PUMECHEHHAN C
Coornomenne npenaparom Jleixcrpuro
reoMeTpHYIecKHX CPejHIX
saavenuii (90% JAH)*

/mamuBymHOM /TeRodOBHpa
IU30IPOKCHIOM HE H3YHdeHO.

OskupnaeTes:

T HopaBupuH
(marubuposanne CYP3A)

BsammMopelictare ¢
JIOpaBHPHHOM HMIH
JOpaBUPUHOM
/maMuByuHOM /TeHodoBHEpa

pubasnpiy
JM30IPOKCHIOM HE H3YYEHO.

Koppexmus 103561 e Tpebyercs.

Osxupaercs:
+* JIOpaBupHH

PacrHTe/sHbIe npenaparsl

Baanmojelicteue ¢
JIOPaBAPHHOM HIIH
JOpaBMPHHOM

/mamuByauHOM /TeHOdOBHpa
3BepobOif IPOTKIPABIEHHBIIH JUM30TPOKCHIOM He H3YHCHO. CosMecTHOE TPHMeHEHHES

(Hypericum perforatum) TIPOTHBOIIOKA38HO.
' Oxnnaercd:
| nopanupun

(Mupyxuus CYP3A)

IIporusoBupycusie (BUY) cpesctna
= > IOPABHPHH

AUC 0,95 (0,80; 1,12)

Cunnx 0,80 (0,64; 1,01) Koppexmia go3s! ue Tpebyerca.

C21 0,94 (0,78; 1,12)

Teno(OBHpa JH30IPOKCHI
(300 Mr oyH pa3s B CyTKH,
nopasupun 100 MI 0J{HOKDATHO)

= JIOpaBHPHE
AUC 0,96 (0,87; 1,06)
Cumax 0,97 (0,88; 1,07)
C24 0,94 (0,83; 1,06)
NaMHBYUH + TeHOGOBUPA AM30MPOKCHII

(300 Mr naMuByzuHa 0gHOKpaTHO + 245 Mr | > JIAMUBY J{TH K 5
TeHO(OBEpa AU30oNpoKcia onHokparHo, | AUC 0,94 (0,88; 1,00) APPOEITEE RAOEEaN Tpeoyonit.
JopasapuH 100 Mr ogHOKpaTHO) Ciax 0,92 (0,81; 1,05)
' 1 rerodoBup

© AUC 1,11 (0,97; 1,28)
Canax 1,17 (0,96; 1,42)

HMMyHOCYIpeccaHTsI
Bsaumopelicue ¢
JOpaBHPHHOM HIIH
ZIOPABUPHHOM Heobxoaumo MoHHTOpHpPOBATE
/mamuByIHOM /TeHo(osupa | KOHICHTPAINMIO TAKPOIMMYCA H
My Ny AM30NPOKCHIIOM He H3ydeHo, | CHPOMMMYca B KPOBH, TAK KaK
o - MOXeT norpeGoBaThes
. KOPPEKTHPOBKA JIO3BI JJAHHBIX
Oxunaercs: e ‘
> JOpaBHPHH

| TakpomMyc, cHpoIMYyC
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Bansanue Ba
KOHIEHTPAIHI0 '
JlexapeTBenALIil NpexapaT B 3aBHCHMOCTH i op o Pl OT——.
G A npenapara. COBMECTHOT0 IPHMEHEeHH s ¢
CoorHOmenne upenapatom Jexcrpuro
reoMeTpHYeCKAX CPeHIX
saagenmnii (90% JH)*
Ay CYP3A)
HurnbHTopE! KHHA3E!
BaaumonelicTaue ¢ Heobxommo BCKIOTHTS
JIOPABAPHHOM HIIH COBMECTHOE IpuMeHeHue. B
JIOpaBHPUEOM ciydae ecil COBMECTHOe
) /maMuByauHOM /remopopupa | TPUMCHCHIE HE MOXKCT OBITH
nabpadenud JTH3OMPOKCHIOM HE H3Y9eHO. e;m;:‘:;pm
O] MH B go3e 100 Mr
Oxxupaercs: nprl;:ne;go wepes 12 wacos
| nopasupus nocle NpAeMa J03bl penapara
(Mupyxmus CYP3A) Jlenctpuro.
IIpoaue
HeobxomumMo 110 BO3MOKHOCTH
HCKIIOTATD [IOCTOAHHOE
COBMECTHOE IIPHMEHEHHE
npenapara Jlexcrpuro
OJmoKpaTHas 71032 COBMECTHO C IPeNApATAMIA,
NAMBBY/MEA B BH/E conepxanMA copbuTon wm
pacTBopa Jyisi pueMa R P
pacraop coplizrom BHyTPH 300 M OCMOTHYECKHM JleiicTBHeM
(3.2, 102 1, 13,4 r)/navusy (ROpECD, RORKIK,
JAMUBY [IHH

AUC ¥ 14%; 32%; 35%

MaHHHTOJI, JIJAKTUTOJI,
Cuax ¥ 28%; 52%; 55%

MamsTHTON). B cmywae ecim
JUIITENEHOE COBMECTHOE

DpEMEHEHME HEe MOMKeT OBITh

MCIUIIOTIEHO, CHeTyeT OLEeHHTh

neobxoamMocTs Gonee gacToro

MOHHTOPHHTa BUPYCHOM
Harpysku BHY-1.
OnmonHEle AHAILIeTHKH
| nopasupuE
AUC 0,74 (0,61; 0,90)

Cumax 0,76 (0,63; 0,91)
Ca 0,80 (0,63; 1,03)

MeTafioH o R-meranon

(20 — 200 Mr opmuH pas B CYTKH AUC 0,95 (0,90; 1,01)

HHAMBHAAYaIEHO nogobpannasn nosa, Cuinx 0,98 (0,93; 1,03) Koppezcs 1035t e TpeGyetcs.

npopasupsH 100 Mr o/{HH pa3 B CYTKH) C24 0,95 (0,88; 1,03)

++ S-METafion
AUC 0,98 (0,90; 1,06)
Cumax 0,97 (0,91; 1,04)
C24 0,97 (0,86; 1,10)
Bsaumoelicteue ¢
JIOPABHPHHOM WITH
' JIOPaBHPHHOM
* Gynpenopdun
HaJIOKCOH

/maMuByUHOM /TeHOdOBHpa
JM30IPOKCIIIOM HE H3Y9EeHO.

Koppexups 1035l He Tpebyerca.

OaxupaeTcs:

+ Gympenopdun
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Bananne na
KONIEATPANUI0
JIeKapCcTBeHHOoro Pexomenjanust B oTHOMIENAR
npenapara. COBMECTHOr0 IPHMEHEeHHs ¢
CooTHomenune npenaparoM Mexcrpuro
reoMeTpPHYecKaX CPeHIX
anavenmii (90% JHA)*

JlexapcTBennrrii Npenapar B 3aBHCAMOCTH
OT TepameBTHYecKoil 0baacTH

< HaJIOKCOH

IlepopabHble KOHTPANENTHBL!

+ HTHHHIICTPAIHO
AUC 0,98 (0,94;1,03)
0,03 Mr sTHWCTpamuona + 0,15 Mr Cuax 0,83 (0,80; 0,87)
JIEBOHOPTECTpeNa OJ(HOKPATHO, Koppeximaa o3s1 He Tpeyercs.
nopasupnn 100 Mr onuH pas B cyTkH T meBoHOprecTpen
AUC 1,21 (1,14; 1,28)
Crux 0,96 (0,88; 1,05)

Bzaumopeiicteue o
JOPaBHPHHOM ML
JIOPaBUPHHOM
/maMEBYHOM /TeHooBEpa
HOpPIeCTHMAT/d THHIISCTPa KO JH3OIPOKCHIOM He H3ydeHo. | Koppexuus 1035l He Tpebyerca.

Osxnpaercs:
+> Hoprecrumar/
ITHERIICTPAIHON

IIcHXOCTAMYIATOpEI

Bsanmmopeiictsue ¢ HeobxomMo HCKIIIOUUTE
JIOPABHPHHOM HITH COBMECTHOE mpEMeHeRue. B
AOpaBUPHHOM cIy4ae eciii COBMecTHOe

/maMuByHHOM /TeHOpoBRpa |- UPHMEHEHHE HE MOXKET 65rTH
HCKIIOYEHO, CHelyer

MojaduHILI J3OUPOKCHIOM HE H3YHCHO. e St vl
JIO] uH B s1o3e 100 M
Omupactes: npmo gepes 12 wacos
| nopasupun TOCIe [IpAeMa JIO3E IIpenapara
(Mngyxmus CYP3A) Ilencrpuro.
CenaruBHile / CHOTBODHEIE CpefICTBa
MHEIa30J1aM | Mupnasonam
(2 MT O0THOKpATHO, AUC 0,82 (0,70;0,97) . | Koppexuus nossl He Tpebyerca.
nopasapua 120 M ofMH pa3 B CyTKH) Cunx 1,02 (0,81; 1,28),
Tlimomimayemimeckue cpencrsa, mrabuTopsl TMI-KoA-pemywkrasst
4TOpPBAaCTATHH < aTOpPBaCTATHH
(20 MT OJTHOKpATHO, AUC 0,98 (0,90; 1,06) Koppexims mo3sr ue tpeGyercs.
JOP 100 Mr ommm pa3 B cyTKH) Crax 0,67 (0,52; 0,85)
Bsaumopeiicteue ¢
JIOPABHPHHOM JIIH
JIOPABEPHHOM
/maMuByHHOM /TeHo(OBKpa
ey ZM30MPOKCIIIOM He M3y4eHo. | Koppexmis 038l He Tpebyercs.
CHMBAaCTaTUH
Oxcmpaercs:
> PO3YBaCTaTHH

- CHMBACTATHH

1 = ypemmaenue,| = yMenslleHue, <> = 6e3 m3MeHeHui
JH = jioBepuTe/sHEL HHTEPBAT
*AUCo 15 onsokpatroit 5o3sl, AUCqa4 18 IpHEMa OJMH pas B CYTKH.
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OCOBBIE YKA3AHHS

Samenvt HHHOT u npumenerue dopasupuna

[IpuMenenre nOpaBMpHHA y NAIMEHTOB, Y KOTOPHIX paHee OTCYTCTBOBAI BHPYCONOTHYECKHt
OTBET Ha KaKyI0-JMOO aHTHPETPOBHPYCHYKO Tepanmio He m3ydamu. HHUOT-accounupoBasubie
MYTALUH, BHIABJICHHEIC I[DH CKPHHHHIE, SBJISINCH KPUTEPHUSIMH MCKIFOYCHHS B MCCIESIOBAHHAX
(as 2b/3. Iloporosas TOYKa CHMKEHHS UYBCTBUTEIBHOCTH B pesyubrare pasmransix HHHUOT-
3aMEH, KOTOpas CBA3aH4 CO CHIDKeHHeM KIMHH4eckoil 3dexTuBHOCTH, yeTaHOBIEHA HE OBLIA
(cm. pasuen «Papmarkodunamuxay). JIOCTATOUHBIE KIMHHYECKHE JAHHEIE, TIOITBEP:IAIONIHE
NPHUMEHEHHE JOPABHPHHA y NauyeHToB, HHA(uImpoBanHsx BHY-1, ¢ HammuueMm nOKa3aHHOI
pesucresTHOCTH K npenaparaM xinacca HHHOT, orcyrersyior.

Tascenoe obocmpenue zenamuma B y nayuenmog ¢ ko-ungexyueii BU9-1 u BI'B

/1o Hayana npoBeNeHHs aHTHPETPOBHPYCHOH Tepamnu Bce nammentsl ¢ BUY-1 nomkss! GBITh
IpOBepeHs! Ha Hamruue Bupyca renatura B (BI'B). V nammenTos ¢ xo-undexnueii BHY-1 u BI'B
coobmamnock 0 TKenoM ofocTperuu renaruta B (Hanpumep, Aexommencanus GYHKIME TSISHH
H II€9EHOYHAT HEAOCTATOYHOCTE), KOTOPOE IPHBOHIIO K NPEKPAIIEHHIO PUeMa JTAMHBY IHHA KA
TeHO(OBUpA TU30MPOKCHIIA, JIBYX ASHCTBYIOMNX BemecTs npenapara Jencrpuro. V nanuenTos
¢ ko-madexmueii BUY-1 m BI'B cieayer TmaremsHO MOBHTOPHDOBATH KIMHHYECKHE M
nabopaTopHble NPU3HAKY B TeUeHHe KAK MHHHMYM HECKONBLKHX MECANEB HOCHE MpeKpamenns
Tepanuy npenaparom Jlencrpuro. Ilpu neobxomumocty MoxkeT GbITh LEnecoo6pasHbIM HAYAIO
teparan BI'B, ocofenHO y mamueHTOB C IporpeccHpylommM 3ab0neBaHHeM NeYeHH HIIH
IMPPO30M, TaK KaK 00OCTpeHHe mOCIe JEYeHHs MOXKET IPHBECTH K JEKOMIIEHCAMH (QyHKImu
[IEYEHH W NEYEeHOYHOH He0CTATOYHOCTH.

Bnepeuie sbisanennsie Hapyuienus QyRKyuu nouex nubo ux yxyouienue

Hapymenne ¢pysxmuu nodek, Bodas CIyqan OCTPOH 10Y€4HOM HEAOCTATOYHOCTH H CHHAPOM
®askoHH (NOBpEXACHHE KaHANBIEB MOYEK C TshKenoit runodocdaremmeii), ormeuanocs mpu
HCIOJb30BaHKH TeHO(DOBUpA JH30IPOKCHIA, ONHOrO M3 JEHCTBYIOIMX BEINECTE Npernapara
Jencrpuro. '
Ilpemapar [lenctpuro He cregyer NpPHHHMATE OXHOBPEMEHHO ¢ HEe(POTOKCHIHBIMU
JIeKapCTBEHHEIMH MPENapaTamMy, 00 BCKOpe HOcie HX NpHMeHen s (HaIpuMep, IpueM BEICOKHX
103 M OfHOBpeMeHHbIH npueM Heckoipkux HIIBII) (cM. pasgen «Bzaumodeiicmeue ¢ Opyeumu
nexapcmeennvimu cpeocmeamuy). Y BHY-madHuppoBanHsX nanuentoB ¢ ¢axropamMu pucka
PasBHTHA JUCQYHKIHH [10YEK, COCTOSHHE KOTOPHIX OCTABANOCH CTAOMIIBHBEIM IPH TepanMH
TeHO(OBHPA JU30UPOKCHIOM, COOOIIAMKMCE CIy4an OCTPOM IIOYEYHON HEOCTATOYHOCTH HOCie
Ha4Yana npuema BeICOKMX 103 Hian Heckombkux HIIBII. CocrosiHue HexOTOpHIX TALHEHTOR

TPebOBAN0 TOCIMTAIHM3ANME H 3aMECTHTEILHON IOYeYHOM Tepamuy. Y MAUMEHTOB C PHCKOM
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BOSHUKHOBEHHUS AUCHYHKIMH TOYeK MPH HEOOXOIMMOCTH CIEYeT PACCMOTPETS ANLTEPHATHREL
npumerenuio HIIBII.

Ilocrosunas mmm ycuymBaromasicsa 601k B KOCTAX, 605 B KOHEYHOCTSX, NEPETOME! H/miv 60lb B
MBIIIIAX WK cnab0CTh MOTYT ABIATECA CHMITOMAMHU IIPOKCHMANBHOM HOYEYHOM TyOyIonaTy u
TpeyIoT OueHKY (GYHKIMH I09eK Y NalHeHTOB U3 IPYNIE PHCKA.

Pexomennyercs onmenmBare pacuermsiii KK y Bcex maumeHToB n0 Hauana Tepanmmm M Kak
Tpefyercs KIMHMYECKH B XOJe Tepamud npenaparom [lenctpuro. V NammenToB ¢ PHCKOM
muChYHKIME T0YeK, BKTIONAS NALUEHTOS, Yy KOTOPHIX BO BpeMs Tepanud axedosupa
ANIHBOKCHIOM Y)KE€ OTMEYaIHCh HOXOOHBIE SBICHHS, PEKOMEHIOBAHO OLEHHBATEH pacﬁem:bﬁi
KK, cesoporounsiii pocop, rmoxosy B Moue i G0k B MOYE O HAYAIA TEPATIMH NPEapaToM
Hencrpuro, creayer onennts HeobxoauMOCTE Goee acToro MOHHTOPHHIa QYHKIUY [I0YEK BO
BpeMs Tepanuu npenaparom JIencTpuro B COOTBETCTBHY ¢ MEAMIMECKHEM COCTOSHUEM NALHeHTa.
JlamuBy H ¥ TeHOGOBUPA M3OMPOKCHI B OCHOBHOM BBIBOAATCA moukamu. IIpuem mpemapata
Henctpuro cnexyer npexparuts, eciu pacaetrsid KK omyckaercs mmke 50 Mu/MuH, B CBA3H C
TeM, 9r0 HeoOXomumoe H3MEHEHME DEXHMA JO3MPOBAHHMS JAMUBYIMHA H TeHOQOBHpA
AM3ONPOKCHIIA HEBO3MOXKHO JOCTATHYTH IPU TEPATIMY NPENAaPATOM, COCTOSIIIM U3 KOMOHHAIMY |
uxcuposanHEX 103 (cM. paspen «Cnocob npumenenus u 003sy).

Homepa Kocmuoii mxanu u HApyUleRUs MUHEpAnUIayuL

Munepanvnas nnomnocmes Kocmmoti mxanu

B wmmpgeckux mccnepoauusx y BHY-1-undunppoBaHHEIX B3POCIBIX NALHEHTOB mpueMm
TeHo(OBHpA IM30NPOKCHIA CONPOBOXIANCA 3HAYUTENBHBIM CHHJKEHMEM MHHEPAIHHON
miotHocTs KoctHOH Tkanu (MIIKT) u noBbumesmeM ypoBHS OGHOXHMHYECKHX Mapxepén
Merabomm3Ma KOCTel, 9TO CBHMETENLCTBYET O TOM, 4TO OH YCHIMBAaeT MeTaGoim3M KOCTHOI
TK3HH OTHOCHTENBHO Npenaparos cpasHeHus. ChBOPOTOYHAS KOHIEHTPANHS IAPATHPEOHTHOTO
ropMOHa W KOHNenTpamus 1,25-murujpokcusuravuna D GsUlM Taioke BHINE y NAMEHTOB,
noxy9asumix TeHoQoBMpa JM3OmpoKCHI. B apyrmx mccnemoBammsx (MPOCTEKTHBHBIX H
nonepeqHsIx) Hanboee BripaxenHoe crikenue MITKT coobmanocs y HauMesToB, oIy AR
TeHO(OBHUpA JTU3OMPOKCHI KAK Y4CTh CXEMBI TEDAIHH, COXEpIamelf YCHIeHHEIH HHTHOHTOD
IIPOTEeAa3Ekl.

Hapymenus co CTOpOHEI KOCTHOH TKaHM (MHOIZIA CIOCOGCTBYIONIME NEpenoMaM) MOryT GBITE
CBA3aHEI C MPOKCHMAIBbHOM [109e4HOMH TyOyonaruei.

Brnustaue accouMMPOBaHHEIX C NpHeMOM TeHO(oBHpa au3onpokcana usmesenuit MIIKT wu
GMOXMMHYECKHX MapKEpOB Ha JONI'OCPOYHOE COCTOSHHE 30POBhs KOCTeH H PHCK IIEPEIOMOB B
Gymymem memssecrHo. Cregyer mpemycmorpers onenky MIIKT y BHY-undunmpopasserx

B3POC/BIX IIAIMEHTOB C NATONOrMYECKUM MEPEJIOMOM KOCTEH B aHAMHE3e HIH JPYTHMH
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(axropaMu prCKa OCTEONOpPO3a MIIM TIOTEPH KOCTHOH TKaHH. XOTs BIMSHUE IPHEMA KAIbIAS 1
uramMuHa D He H3y9anock, JAHHBIH BUA MOAIEPKHBAIOIIESH Tepauy MOKET OBITh NONE3HBIM 1A
BCex manueHToB. ECIH 0MMIA0TCA HAPYIIEHHS CO CTOPOHE! KOCTHOM TKaHH, CIIGYeT NOMYYUTE
COOTBETCTBYIOIIYIO KOHCYIbTALHIO.

Hapywenus munepanusayuu

Coobmamice cirydan 0CTeOMAJIINN, CBA3AHHOM ¢ MPOKCHMATEHOH KaHAIBIEBOH TyOyIonaTuei,
NpOsIBIIAIOMEics kKak GOk B KOCTSX KM KOHEYHOCTSX M CHOCOOCTBYIONMIEH BO3HMKHOBEHHIO
[IePeIOMOB, CBA3AHHEIE C IPHEEeMOM TeHO(OBHpa Ju3onpokcmia. ApTpamrus 1 6oms wi cnabocTs
B MBINAX TAKKE COOOIANNCH IPH NPOKCHMANBHOM KaHANBLEBOH TyOymonarun. Clexyer
NPOBEPUTE NpHU3HAKM runodocdareMust ¥ OCTEOMAISIMH, BTOPHYHEIE [0 OTHOIIEHMIO K
NPOKCHMANBHON KaHAILIEBOH TyOyIONATHH, Y NALMEHTOB C PHCKOM HapyIIeHHs (QyHKI(MH
I0YEK, Y KOTOPEIX BO BPeMs TEPAIMM ITPenapaTaMH, COAePKaluMy TeHO(hOBHpA AU30IPOKCHIL,
OTMEYAIOTCH CTOMKHE WM YCHIMBAKOIMECS CUMIITOMBI CO CTOPOHEI MBI M KocTell (CM. paszen
«Ocobuie yxasanusy).

Cosmecmuntil npuem ¢ Opy2umi nponueosUPYCHbIMU RPERAPAMAMY

Ilpenapar Jlencrpuro He crepyer IPHHHMATE OXHOBPEMEHHO C ADYIMMH JIEKAPCTBEHHEIMH
npenapé-ramu, conepKalmuMK JIAMUBYJMH, MM TpenapaTaMH, cojepxamumy TteHodoBHpa
nusompokcan, TeHodosupa amadesammny wma  agedosmpa gunmBokcun  (CM. pazmen
«Bsaumodeiicmeue ¢ Opyzumu 1exapcmeeHHbIMU CPEOCMBAMUY).

Ipenapar Jlencrpuro He ciexyeT MPHHAMATE OQHOBPEMEHHO C JOPABUPHHOM, 33 HCKIIOYEHHEM
cioydaes, Koraa HeoOxoauma Koppekuds nos3bl (Hampumep, ¢ pudabyrusom) (cM. pasmenst
«Cnocob npumenenus u 003v» 1 «B3aumodeiicmeue ¢ Opy2umu 1eKAPCMEEHIBIMU CPEOCEAMUY).
Henonvzoeanue ¢ undykmopamu CYP3A

Crnenyer cobmonars OCTOPOXKHOCTH HPH HasHAaYeHMH Openapara [leNCTPUro COBMECTHO ¢ _
JIEKAPCTBEHHEIMH IIpenapaTaMH, KOTOPHIE MOTYT YMEHBINATh 3KCIO3MIMIO JOpaBHPHHA
(cm. pasnemsr «C  ocmopooschocmuioy u «Bsaumodelicmeue ¢ Opyzumu nexapcmeeHHbIMU
cpeocmeamu).

Cundpom eoccmanosnenus umMMyHuImema

Cunnpom  BoCCTaHOBNEHHs HMMMyHHTeTa OBUI ONMCAH Y IAMEHTOB, MOJMYYaBIIMX
' KOMOMHMDOBAaHHYIO  AHTHPETPOBHPYCHYIO Tepamuio. Bo Bpema Havanshoi  dassl
KOMOMHMPOBAHHOIO AHTHPETPOBUPYCHOTO JIEYGHHS Y HANMEHTOB C OTBETOM CO CTOPOHBI
MMMYHHOH CHCTEMBI MOKET Pa3sBHTLCS BOCHAIMTEILHEI OTBET Ha MEIJICHHO IPOrPECCHPYIONHE
HIIH OCTATOYHbIE ONIOPTYHUCTHYECKHE ﬁad)exmm (raxue xax napexmus Mycobacterium avium,
MTOMEraJlOBHPYC, THEBMOHHS, BEI3BAHHASL Pneumocystié Jirovecii (PCP) uma Ty6epkynes), uro

MOeT I0TpeGoBaTh JONOIHHTEILHOM OLEHKH U JISIeHHs.
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| COOTBETCTBYET 3KCNEPTHOMY OTUYETY

Tarke coobmamocs, 9T0 B YCNOBMSX BOCCTAHOBIEHHSY HMMYHHTETA MOIYT pPasBHBATECA
ayTOMMMYHHEIe HapyIueHuA (Takue kak 6onesns I'peiisca, ayroumuymmﬁ TENaTHT, HOJHMHO3HT
u cunnpom I'mifeda-Bappe), oquako BpemMs MX HACTYILICHHS EPEMEHHO, Mb)xer IPOH30HTH
9epe3 MHOIO MECAIEB NOC/Ie Hadalla JIeYeHH. | ‘
Jlaxmo3a

Ilpenapar JIeJXCTPHIO COHEPHKHT JIAKTO3BI MoHOruapdar. Ilpumenenue mpenapara Jléncrpuro
OPOTHBOINOKA3aHO  IIPM  HENepeHOCHMMOCTH  JaKTO3bl,  Jeduuure  nakTassl MM

TIIOKO30-ralaKTo3HOH MambaGcopOuu.

BJIHSTHHE HA CIIOCOBHOCTD  YIIPABJIATH TPAHCIHOPTHBIMHA
CPEICTBAMH, MEXAHU3MAMM

Tlpenapar JIeNcTpuro MOKeT OKasHBaTh HESHAYMTEIHHOE BIHSHHE HA CIOCOGHOCTH YIPaB/IATE
Tpancuopmhmn ~ CpeacTBaMM M paborare ¢ MexaHW3MaMH. TlammenTos  cmemyer
npoHH(OPMHPOBATE O TOM, YTO BO BpeMd JedeHus mpemaparom Jlemcrpuro cooﬁxﬁanocb o
nonmemoﬁ YTOMIIIEMOCTH, TOJIOBOKPYXKeHMM H commuBocta (cM. paspen «llo6ounoe
deﬁémsue»). 910 CleRyer YWMTEBATE NPH ONEHKE CIOCOBHOCTH NAIMEHTa YIIPaBIATH

TPaHCIIOPTHEIME CPeJICTBAMH M paboTars C MeXaHU3MaMK.

®OPMA BBIITYCKA |

Tabnerky, NOKPHITEE IIEHOIHOH 060m0uKoit, 100 Mr + 300 Mr + 245 Mmr. -

ITo 30 rTabnerox Bo (NAaKOH W3 NONMITHIEHA BHICOKOM IUIOTHOCTH, 3aNASHHBIA 3AUMUTHON
MeMObpaHoi n3 AMOMHHUEBOH (OIBTH, 3aKPEITEI HOMMNPONKICHOBOMH KPEIIIKOH C yeTpoicTBOM
OpPOTHB BCKPHITUA JIETBMH H COHEpXammuii Biaromornomaionmii(ue) xoureinep(sl) ¢ 6r
CHUTHKATeIIs. ' A

Ilo 1 daxony BMecTe ¢ MECTPYKIHEH N0 MEAMIMACKOMY IPEMEHEHHIO B IAYKy KapToHHylo. C

IEeNbI0 KOHTPOJIA IIEPBOr0 BCKPEITHA HA NAYKY KaPTOHHYIO MOI'yT HAKJIICHBATE CTHKCPEL

YCJIOBHA XPAHEHHA 7
XpaHuuTh NpH TeMIepaType He Beiue 25 °C B OPUIMHANEHOH ynakoeke (Bo pnakome).

XpasuTh B HEOCTYIIHOM IS JieTeii Mecre.

CPOKT'OJHOCTH
3rona.

He ucnons3osaTs no HcreueHuyd CpPOKa rOHOCTH. .

YCJIOBHSA OTIIYCKA
OrmyckaroT 1o peuenty.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 10.10.2023 N2 20071
(Bxomsupt M3 N24258123)

IIPOHU3BOUTEIIL

Ipoun3seneno;

MC/ Usrepuammn I'm6X, Mprasmus

MSD International GmbH, Kilsheelan, Clonmel, Co. Tipperary, Ireland

¥Ynaxosano (propuynas ynaxosxa)/ Boinyckaromuii KOHTPOs KagecTsa:

Mepk Iapn u Toym B.B., Hunepnas st

Merck Sharp & Dohme B.V., Waarderweg 39, Haarlem, 2031 BN, the Netherlands

unu , ' ’
© Axuuomepsoe o0mectso «Xumuko-Papmanesruaeckuii komGumar «AKPUXWH» (AO
«AKPUXHH»)

142450, Mocxosckas o6mnacre, Horunckuif paiion, r. Crapas Kynasua, yi. Kupoga, 1. 29.

BJANEJELl PETHCTPAIIMOHHOI'O  YIOCTOBEPEHHSI/OPTAHM3AIIWA,
. IPAHAMAIOMAS IPETEH3HM OT IOTPEBATEJIE |

000 «MCJI DapmMacklOTHKANCH
yi. Tumypa @pynse, a. 11, cp. 1
r. Mocksa, Poccust, 119021

ten.: (495) 916-71-00

tbaxc: (495) 916-70-94

Benxymuit cierpanucT otaena
1o pabore ¢ peryasTOpHEIME OpraHaMu
000 «MCJ] ®apmachioTHKAICH
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