COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 18.08.2025 N2 23534

OBLIASI XAPAKTEPHCTUKA JIEKARCEBEHHOTO, FIPEIARATA 00072

1. HAMMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA
JlenBatunn6-®apm-Cunres, 4 Mr, Kancysl.

JlenBatunu6-®apm-Cunres, 10 mr, Kancysmsl.

2. KAYECTBEHHBIN U KOJUYECTBEHHBIN COCTAB

JlelicTByrolIIee BEIECTBO: JICHBATUHUO.

JlenBatuan0-®apm-Cunres, 4 Mr, Karcyiibl

Kaxxnas karnicyna coaepuT 4 Mr JIeHBaTHHHOA (B BUIC ME3UIIATA).

JlenBatuan0-®apm-Cunres, 10 Mr, Karcyiisl

Kaxxnas xancyna cogepxut 10 Mr nerBatuHuOa (B BUIE ME3UJIaTa).

[TonHbIii epeyeHb BCIIOMOTATENbHBIX BEIIECTB MPUBEIEH B pazjaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Karncyipr.

JlenBatuan0-®apm-Cunres, 4 Mr, Karcyiibl

Henpo3paunslie TBepabie Karcyasl Ne 3 mumnHApHuecKoi popmMbl, KOpIryc 6eoro mBerTa, Kpbleyka
3eneHoro 1sera. ColepKuUMoe Karcys — HOPOIIKoOOpa3Has Macca ¢ TpaHyjJaMH OeJIoro WM MOYTH

0eJIoro LBeTa.

JlenBatuan0-®apm-Cunres, 10 Mr, Karcyiisl

Henpo3paunsie TBepablie Karcyasl Ne 3 mumHApHYecKoi popMbl, KOpIryc 6eoro mBeTa, Kpbleyka
xentoro 1Bera. CoaepKUMOe Karcyil — MOPOIIKOOOpa3Has Macca ¢ TpaHyjlaMu OeJIoro Wi MOYTH

0eJIoro LBeTa.

4. KIMHNYECKHUE JAHHBIE
4.1. IloxazaHus K NPUMEHEHUIO

[Tpenapat JlenBaTnHNO-PapM-CrHTE3 MOKa3aH K IPUMEHEHUIO Y B3POCIBIX.

JuddepeHmpoBalHbI PAK IIUTOBUAHON XKeJe3bl

[Ipenapar JlenBarnnu6-®apm-CuHTE3 MOKa3aH K NPUMEHEHHWIO B MOHOTEpAMU y B3POCIBIX

aluCHTOB C mporpeCcCUpyromuum MCCTHO-PACIIPOCTPaHCHHBIM HIJIN MECTAaCTaTUYCCKUM
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A hepeHIMPOBAHHBIM (MAMMIUSPHBIM, (GOIUKYISPHBINVE W3 KICTOKHAPTIE) [HaKON MIATOBHIHON

&Kene3bl, pepakTepHbIM K TEpauy paJioaKTUBHBIM HOJIOM.

T'enaTonenaronsgpHbli paK

[Tpenapar JlenBatnnu6-®apm-CuHTE3 MOKa3aH K NPUMEHEHHI0O B MOHOTEpAMU y B3POCIBIX
NAIMEHTOB C MPOTPECCUPYIOIIMM WM HeoIepabelbHbIM IeNaTole/UTIONIAPHBIM PaKkoM, paHee He

MOJIy4aBIIUX CHUCTEMHOM TCparmu.

TloueuHo-KIETOUHBINA paK

[Ipenapar  JlenBarunu6-®apm-CuHTe3 MOKazaH K  NPUMEHEHHIO B KOMOMHAIUM  C
nemMOpoan3ymMmaboM B KadyecTBe 1-il TMHUM Tepamuu y B3pOCIbIX MAIlMEHTOB C PACIPOCTPAaHEHHBIM
[I0YEYHO-KIIETOYHBIM PaKOM.

[Tpenapat JlenBatunO-PapM-CrHTE3 MOKa3aH K MPUMEHEHHUIO B KOMOWHAIMH C 3BEPOJIMMYCOM Y
B3pPOCIBbIX [ALMEHTOB C PACIPOCTPAHEHHBIM IIOYEYHO-KICTOYHBIM PAaKkOM IIOCJIE€ OJHOTO
NPEIIIECTBYIONIETO Kypca TapreTHOM Tepanmuu WHIMOMTOpaMU pELEenTopoB (akTopa pocTa

OHAOTCIINA COCYIOB.

Pak sunomerpus

[Ipenapar  JlenBarunu6-®apm-CuHTe3 MOKa3aH K  NPUMEHEHHI0O B KOMOMHAIUM  C
neMOpoan3yMaboM y B3pOCIBIX MAIMEHTOB C PAaCpOCTPAaHEHHBIM PAaKOM SHJIOMETPHUS B Cllydae
OTCYTCTBHSI BBICOKOM MHKpocaTeluIuTHOM HecTaOmibHOocTH (MSI-H) mnm HapymeHuil cucremsbl
pemapauuu  JIHK (dMMR) c¢ mnporpeccupoBanuem 3a0o0JieBaHHs IOCTE IPEIIIECTBYIOLICH
CHCTEMHOW Tepanuu B JIIOOOM pEXUME, KOTOPhIM HE TMOKa3aHO XUPYPrHUECKOe JIEUCHUE WIH

JIy4eBasi TepaIusl.

4.2. PesxuM 103MpOBaHNS U CIIOCO0 NPUMEHEeHHUs!
Jleuenne npenapatoM JlenBaruan6-®apm-CHHTE3 TOKHO MPOBOJUTHCSA MOJ KOHTPOJEM Bpaya C
OIIBITOM IIPOBEACHUS IIPOTUBOOIIYX0JIEBOM TEpaIIUU.
MenukaMeHTO3HOEe JICYEHHUE TOLTHOTHI, PBOTHI M JMAPEH JOJDKHO OBITh HA4aTO JI0 MPUOCTAHOBKH
JIeUEHHs] WIIM CHIDKEHHs 7103kl mpenapara JlenBaruHuO-Papm-CHuHTE3 Ui YMEHBUICHHS PHUCKA

JEerupaTaly U pa3BUTHs OUYEYHON HENOCTaTOUHOCTH (CM. pazzaen 4.4).

PexxuM no3upoBanus

JleueHnue AOJDKHO ITPOAOJIKATHCA MOKa NPUCYTCTBYCT KIIMHUYCCKAA I10JIb34, 1100 A0 IPOABJICHUA

HENIPUEMIIEMON TOKCUYHOCTH.
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Huppepenyuposannviii pax wyumosuonou scegesol (IPHAK) NENOBATENEHOCTE 0002)

COOTBETCTBYET QRCHEFTHOMY QTYETY

PexomennoBaHHas cyTouyHasi J103a JE€HBAaTMHMOA cocTaBiisieT 24 Mr (ABe Kamcyibl 10 Mr u oJiHa
Karicyna 4 mr) oauH pa3 B cyTku. CyTouHas no3a JIeHBaTHHHMOA MOXeT OBITh MEPEecCMOTpPEHA B
COOTBETCTBUU C TJIAHOM YIPABICHUS 0301/ TOKCUIHOCTRIO (CM. MyHKT «KOppeKIus 10361 BO BpeMs

Tepanum» HIXeE).

T'enamoyennonapuuiii pax (I'L{P)

PekoMeHOBaHHAsI CyTOYHAs 7032 JEHBATHHHOA COCTaBIseT 8 Mr (JIBE€ Karcylbl 4 Mr) OJUH pa3 B
CYTKH Ul NAMEHTOB ¢ Maccoil Tena < 60 kr u 12 Mr (Tpu kancynsl 4 Mr) oQuH pa3 B CyTKU JUIs
NaIMeHToB ¢ Maccoi tena > 60 kr. Cyro4Has no03a JeHBAaTUHHOA MOXET OBITh MepecMOTpeHa B
COOTBETCTBUHU C IIJIAHOM YIPABJICHUS J0301/TOKCUYHOCTBIO (CM. MyHKT «Koppekuus 10361 BO BpeMs

Tepanum» HIXeE).

Pacnpocmpanennwiii noueuno-xnemounsiii pax (I1KP)

ﬂeHeamuHu6-@apM-CuHme3 6 _KoMOUHayUU ¢ n€M6DOJZu3VMCZ6OM 8 Kauecmee mepanuu_nepsou

AUHUU

PekoMeHnoBaHHasi CyTouHas 703a JIeHBaTuHUOA cocTtariseT 20 mr (nBe karcynasl 10 Mr) oauH pas B
CYTKH B KOMOMHAIMH ¢ eMopoansymadom 200 mr kaxkasie 3 Hepenu uiu 400 Mr kaxapie 6 Henenb
B BHJI¢ BHYTpuBeHHOU nH(pYy3un B TeueHue 30 munyr. CyrouHas 103a JICHBAaTMHHOA MOXKET OBITH
NEPEeCMOTPEHa B COOTBETCTBUM C IUIAHOM YIPABICHHS J030M/TOKCHYHOCTBIO (CM. ITYHKT
«Koppekuus 10361 BO BpeMs TEpAIIun» HUKE).

OOpatuTech K MHCTPYKLIMU 1O MEIUIIMHCKOMY NPUMEHEHHIO0 TMeMOpoim3ymada Juis MOJydeHUs

UH(pOpPMAILIUU O PEKOMEHTyeMOil I03UPOBKE.

ﬂeHeamuHu6-®apM-CuHme3 6 KOMOUHAUUU C DBEPOUMYCOM 8 Ka4ecmee mepanuu 6mopot AUHUU

PekoMmeHnnoBaHHasi cyTouHasi J03a JieHBaTWHUOa cocraBisieT 18 mr (ogHa kamcyma 10 mMr u aBe
Karcylsl 4 MT) OJIMH pa3 B CYTKA B KOMOMHAIIMH C 5 MT 3BEpOJIMMYCa OJIMH pa3 B CYTKU.

CyrouHble 1036l JICHBAaTUHUOA U, IPH HEOOXOUMOCTH, IBEPOTHUMYCA MOTYT OBITh IEPECMOTPEHHI B
COOTBETCTBUU C TJIAHOM YIPABIECHUS 0301/ TOKCUIHOCTHIO (CM. MMyHKT «KOppeKIus 10361 BO BpeMs
Tepanum» HIXeE).

OOpatuTech K HWHCTPYKIMU [0 MEAUIMHCKOMY MPUMEHEHHUIO JBEpOJUMYcCa MJis IOTY4CHUS

MH(pOpPMAIIUU O PEKOMEHTyEeMOHl I03UPOBKE.
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Pax anoomempus (PO) (MOCNEOQOBATENBHOCTE 0002)
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PexomenioBaHHasi cyrouHas /103a JIeHBaTUHHOA coctaBisieT 20 Mr (aBe Karcynsl 10 Mr) oauH pa3 B
CYTKH B KOMOMHAIMH ¢ neMopoansymadom 200 mr kaxkasie 3 Heaenu uiu 400 Mr kaxapie 6 Henenb
B BHJIe BHYTpuBeHHOU nH(pYy3un B TeueHue 30 munyr. CyrouHas n03a JICHBaTMHHOA MOXKET OBITH
NEPEeCMOTPEHa B COOTBETCTBUM C IUIAHOM YIPABICHHUS J030M/TOKCHYHOCTBIO (CM. ITYHKT
«Koppekuus 10361 BO BpeMs TEpANIun» HUKE).

OOpatuTech K MHCTPYKLIMU 1O MEIUIIMHCKOMY NPUMEHEHHI0 TMeMOposm3ymada Juis MOJydeHUs

uH(pOpPMAILIUU O PEKOMEHTyeMOil I03UPOBKE.

Koppexyus 0o3vl 60 épema mepanuu

Jlnsi yrpaBiieHUs] HEXeNaTeNbHBIMU PEaKIMsIMU MOXKET MOTPeOOBaThCS BpEeMEHHasl MPUOCTAHOBKA
JICUYCHUs, KOPPEKIMsl NT03bl WJIM OTMEHA Tepamnuu JeHBaTMHHOOM (cMm. pazgen 4.4). Peakuum ot
JIETKOH /10 yMEpEeHHOM! cTerneHu TshkecTH (1 U 2 cTeneHu), Kak MpaBuiio, He TPeOYIOT MPHUOCTaHOBKHU
TEparuy JEHBaTUHUOOM, 32 CKITIOUEHHEM CITy4aeB, KOT/1a MAllMEeHT He MIEPEHOCHUT UX, HECMOTpS Ha
3¢ GEKTUBHOCTD TEpaIUu.

Tsoxensle (creneHp 3) WIM HENEPEHOCHUMBIE HEXeNaTeNbHbIE PEaKUUU TPeOYIOT MPHUOCTAHOBKH
TEpaIuy JICHBATUHUOOM 10 YAYUIIEHHUS peakuu 10 cTerneHu oT 0 10 1 uiu 10 HCXOAHOTO YPOBHSL.
OOme peKoOMEHJAalMU MO KOPPEKUWH J03bl JUIS YNPABJICHUS HEXKeNaTeIbHBIMH pPEaKLUsIMHU,
ACCOLIMMPOBAHHBIMU C JIGHBAaTWUHWUOOM, mpezactaBieHbl B Tabmume 1. Coermududeckne
PEKOMEHIALIMU TI0 JO3UPOBAHMIO JUIS KaXKIOTO IMOKa3aHMs npeacTasieHsl B Tabmure 2.

[Ipu npumeHeHnU JNeHBaTMHUOA B KoMOMHammu ¢ nemOponusymadom st neuenust [IKP wmm PO
MPUOCTAHABJIMBAIOT JICUCHUE OJJHUM MM 0OOMMU IpenapaTamMu, JIM00 CHIDKAIOT 03y JICHBaTHHHUOA
B 3aBHCHUMOCTH OT CHUTyallMH. YMEHbIICHHE J03bl MmeMOpoin3ymadba He pexoMmeHayercs. OTMmeHa
nemMOponu3ymaba MPOBOJUTCA B COOTBETCTBUM C HMHCTPYKIMEH 1O €ro MEAULUHCKOMY
PUMEHEHHIO.

B ciyuae BO3HMKHOBEHHS HEXKENATEIbHBIX PEAKUUH, aCCOLMUPOBAHHBIX C 3BEPOJIMMYCOM, IMpPH
neuennn [1KP, neuenue sBeposmmMycoM cienyeT NpUOCTaHOBHUTh, YMEHBIIUTh €r0 03y, Ha3HAYMB
npueM 4Yepe3 JeHb, JTUOO0 OTMEHHTh (CM. MHCTPYKIMIO II0 MEIUIIMHCKOMY HPUMEHEHHIO
IBEPOJIUMYCA).

B ciiyuae BO3HMKHOBEHHSI HEKENATENbHBIX PEaKIfil, aCCOMMPOBAHHBIX KaK C JICHBATUHHOOM, TaK
U C 3BEPOJIMMYCOM, CIIEAYET YMEHBIIUTH 103y JieHBaTHHUOa (cM. Tabnuiy 1) nepen ymeHbleHHEM

AO3bI 5BCPOJIMMYCA.
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B cnydae BOSHMKHOBEHMS XM3HEYTPOKAIOIMX peakuuif] (4£1 ¢Tenenr, THKGe  3a UCKIRYEHUEM

1a00paTOPHBIX OTKJIOHEHUH, MPU3HAHHBIX HE OMACHBIMHU ISl JKM3HM) BCE IMpemnapaTbl CIEAyeT
OTMEHHTb.

[Ipy ycCTaHOBJIEHUH CTENEHU TSHKECTH HEXKENATEIbHOM pPEaKUUH CIEAYeT pPYKOBOJCTBOBATHCS
akTyanbHOM Bepcued OOMMX TEPMUHOJIOTMYECKHX KpPUTEPUEB JUIS HEKEIATENbHBIX SBICHHUM
Hammonansnoro uncturyra paka (National Cancer Institute (NCI) Common Terminology Criteria

for Adverse Events (CTCAE)).

Tabnuua 1. Koppekuus 1035l TP HEXKETATEIBHBIX PEaKIUsIX

HexenateanHas Crenenb TskecTH mo | [leiictBue CHuKeHHe 103bI U
peakuus CTCAE B0300HOBJICHHE IIpHEMA
JICHBaTHHHUO0a
AptepuanbHas Crenens 3 (necmotps | [Ipepsars | IIpu ynyumenun no CreneHu
TUIIEPTEH3US Ha ONTUMAJIbHYIO 0, I wm 2 cm. Tabaumy 3 B
AHTUTUIIEPTEH3UBHYIO paznene 4.4.
TEparnuio)
Crenens 4 Otmenuts | He B0O300HOBIIATE
IIporennypus > 2 1/24 yaca IIpepsate | IIpyn ynyumeHun [0 MeHee
2 r/24 yaca
Hedporuueckuit cuaapom | ----- Otmenuts | He BO30GHOBIATH
Hapymenne ¢ynkuuu | Crenens 3 IIpepBaty | Ilpu ynyumienunn no CreneHu
[IOYEK WM  II0YeyHas 0-1 wmM nepBOHAYaIBLHOIO
HEZ0CTaTOYHOCTh YpOBHS
Crenenp 4* Otmenuts | He BO300HOBIIATE
Cepneunas Crenens 3 IIpepBaty | Ilpu ynyumienun no Crenenu
HEJIOCTaTOYHOCTh 0-1 wmM nepBOHAYaIBLHOIO
YPOBHS
Crenens 4 Otmenuts | He B0O300HOBIIATE
Cungpom oOparumoii | JIro0as IIpepBats | Paccmotpets BO3MO>KHOCTh
3amHedt  sHIedanonaTun/ BO30OHOBIICHUSI B CHIDKEHHOM
CHUHIPOM oOpaTtumont 703€ IpUd  YIy4LIEHUH 10
3alHEeH Crenenu 0-1
JeKkosHIIePaTonaTHH
I'enaTOTOKCUYHOCTH Crenens 3 IIpepBaty | Ilpu ynyumienun no CreneHu
0-1 wmM nepBOHAYaIBLHOTO
YPOBHS
Crenenp 4* Otmenuts | He B0O300HOBIIATE
Tpom6osM6bomust aprepuii | JIrobOas Otmenuts | He BO30OHOBIATH
KpoBoTteuenue u | Crenens 3 IIpepBate | Ilpu ynyumiennn no CreneHu
TpoMOOITONIeHUS ™ 0-1
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HexenareabHasi Crenenb Tskecin no | Jeiicneig-|[ 10 A CHpKéne 0310 7
peakuus CTCAE BO300HUBITCHIC TIPHEMa
JICHBaTHHHUO0a
Crenens 4 Otmenuts | He BO300HOBIIATH
I'actponHTeCcTHHANBHASA Crenens 3 IIpepBaty | Ilpu ynyumiennn no CreneHu
nepdoparus uinm puctyna 0-1 wmM nepBOHAYaIBLHOIO
YPOBHS
Crenens 4 Otmenuts | He B0O300HOBIIATE
He Crenens 4 Otmenuts | He B0O300HOBIIATE
racTpOMHTECTUHAJIbHAS
¢ducryna
VYanunenue  uHTepBana | > 500 mc IIpepsats | IIpu YIIy4IIEHUU 10
QT MeHee 480 Mc wm
IIEPBOHAYAILHOTO YPOBHS
Huapest Crenens 3 IIpepBaty | Ilpu ynyumiennn no CreneHu
0-1 wmm nepBOHAYaIBLHOIO
YPOBHS
Crenenp 4 (Hecmotpst | OTMenuts | He BO30OHOBIIATH
Ha IIPOBEJIEHUE
JIEKapCTBEHHOM
Tepanuu)

* PE3YyJIbTAThI J'Ia60paTOpHI>IX I/ICCJ'IGHOBaHI/Iﬁ Crenenu 4 MOT'YT paCICHUBATLHCA KaK HE YIpOXKAIOMIUEC JKU3HU — ﬂeﬁCTBHH

Kak npu TspKenbix peaknusax (Crenenu 3).

Tabnuua 2. PekoMeHaauu 1o KOPpeKLUrH 1035l JIEHBATUHHOA MPH HEXKENATeIbHBIX PEaKIHUIX

1-e cHMKeHHE 0351
o:

2-e CHHKEeHMe 10361 10:

3-e cCHMIKEeHMeEe 10361
i (1%

20 Mr ouH pa3 B CyTKH

14 Mr oguH pa3 B CyTKu

10 Mr oguH pa3 B CyTKU

14 Mr oguH pa3 B CyTKU

10 Mr oguH pa3 B CyTKU

8 MI' OZJH pa3 B CyTKH

14 Mr oguH pa3 B CyTKu

10 Mr oguH pa3 B CyTKU

8 MI OZJUH pa3 B CyTKH

Iloka3anmue
JPIIK
I[IKP
PD
I'p
* Macca Tela

60 kr u Ooee

8 MI OZJUH pa3 B CyTKH

4 Mr oluH pa3 B CYTKH

4 mr uepes JIeHb

° Macca TCI1a

menee 60 xr

4 Mr oluH pa3 B CYTKH

4 mr uepes JIeHb

OTMEHUTD

IIponyck 003wl

B cnywae, ecau mpuem ouepeqHOM O3Bl OTJIOXEH Oosiee yeM Ha 12 4acoB, 3Ty /03y CIEayeT

NPOMYCTUTDH U MPUHSATH CIEAYIONIYIO B 0OBIYHOE BpeMsl.
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Wudopmanust 1O KIMHUYECKOMY ONBITY IPUMEHEHHUS JICHBATUHMOA B KOMOWHAIIMU C
nemMOpoan3ymMaboM mpezcTaBieHa B pasene 4.8.

JlaHHBIEC 110 TPUMEHEHUIO JICHBATUHHOA B KOMOWHAIIMK C SBEPOJIMMYCOM Y OOJIBIIMHCTBA OCOOBIX
IPYII NalluEeHTOB OTCYTCTBYIOT.

Bce narueHnTsl, KpoMe UMEIOIKX eYCHOYHYIO HIIM MOYEUHYI0 HEJJOCTATOYHOCTD TSDKEJION CTeNeHH
(cM. HIDKE) MOJDKHBI HAUMHATH JICUEHHUE C TOJHOM PEKOMEHIYeMOM J03bl, TIOCIE Yero 71032 MOXKET
OBbITh CKOPPEKTHUPOBAHA B 3aBUCIMOCTH OT WHAWBUIYAIIbHOM MEPEHOCUMOCTH Ipenapara.
HexoTtopblie cyOnonmynsnuy MamdeHToB MOTYT MUMETh XYALIYI0 MEPEeHOCUMOCTh JICHBAaTUHHOA (CM.
pazznen 4.8). Ilocne Hauana JedeHUs: B PEKOMEHAYEMOM J103€ OHA MOXET ObITh CKOPPEKTHPOBAHA B

3aBUCHMOCTHU OT UHIUBUAYAIILHOM IIEPEHOCUMOCTH IIperapara.

llayuenmul ¢ apmepuanvroii 2unepmen3ueti
JlocTaTouHBIA KOHTPOJIb HaJl apTepHaIbHbIM aBieHueM (A/l) nomkeH OBITh TOCTUTHYT 10 Haydaia
JeueHusl JIeHBaTUHUOOM. Bo Bpems jieueHus ciaeyeT IpOBOJUTh PETYJISIPHBIA €r0 MOHUTOPHHT (CM.

pazneinsl 4.4 u 4.8).

Hab}ueHMbl C NEeYEHOUHOU HeOOCMAMOYHOCTbIO

HAPLDK, IIKP u PO

JlaHHBIE O TPUMEHEHWH KOMOWHAIIMM JICHBAaTMHHOA C MeMOpoianm3ymMaboM Yy TMAalMeHTOB C
MEYCHOYHOU HEJOCTATOYHOCTHIO OTpaHUYCHBI. [laHHBIC O TPUMEHEHUH KOMOWHAIIMY JICHBAaTHHHUOA C
9BEPOJMMYCOM Y NAIIUEHTOB C IEYEHOYHOHN HETOCTaTOYHOCTHIO OTCYTCTBYIOT.
VYV mnamueHToB ¢ Jerkod wunmu cpeaHedl (kmacc A win B no mkane Yaing-Ilsio) crenenbio
MEYEHOYHON HEeIOCTaTOYHOCTH KOPPEKIIHS 1036l HE TpeOyeTcs.
PekoMmeHnnmoBaHHas HauanbHas J03a JICHBATUHUOA Yy TAIMEHTOB C TSHKEION MEYCHOYHOMH
HenocTaTouHOCThIO (Kiace C no mkane Yaina-I1si0) cocrasiser:

e JIPIIX: 14 Mr BHYTpB OJIMH pa3 B CYTKH,

e [IKP: 10 Mr BHYTpb OJIMH pa3 B CyTKH,

e PDO: 10 Mr BHYTpb OJIMH pa3 B CyTKH.
JlanpHele KOPPEeKTHPOBKH JI03bI MOTYT MOTPEOOBATHCS B 3aBUCUMOCTH OT WHAWBUAYAJTbHOM
IIEPEHOCUMOCTH.
KoMOuHUpOBaHHOE JICUEeHUE Y IMAIMEHTOB C TSHKEIOW MEYCHOYHOW HEIOCTATOYHOCTBHIO JOJDKHO
MPUMEHSTHCS TOJIBKO TPHU YCIOBHUHU, YTO OXHUJAeMasi MOJIb3a MPEBBIIIAET BO3MOXKHBIM PUCK (CM.

paznen 4.8).
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meroTest  OrpaHUYEHHbIC J@HHBIE O KOMGuHALMY | ICHBITAHHOE /CT FIEMOPOIH3YMAGuM: | nin

COOTBETCTBYET QRCHEFTHOMY QTYETY

IBEPOJUMYCOM Yy TNAIMEHTOB C HAapyIIEHHMEM (YHKUMM Ie4eHH. (CM. COOTBETCTBYIOIIYIO
MHCTPYKLMIO TIO MEAMLIMHCKOMY NPHUMEHEHHIO MeMOpoiu3ymMaba WM 3BepojiuMyca JUis

OTIpeieNIeHus JO3UPOBKU MallMEHTaM ¢ HapyIIeHueM (YHKIUH TTEYCHH.

rqge

VYV nanuentoB ¢ I'IIP u nerkxoit (kmacc A mno mkane Yaiina-IIbio) creneHpio MEYEHOUYHOU
HE/I0CTaTOYHOCTH KOPPEKLUs 1036l HE TpeOyeTcs.

NmMeroiuecs 1aHHbIE HE NTO3BOJISIOT AaTh PEKOMEHJAIMH 110 JO3UMPOBAHUIO IIperapara nalueHTaM C
I'IP u cpenueii (knacc B no mkane Yaitna-I1p10) cTeneHpio Ne4eHOYHON HEJOCTATOYHOCTU. Takum
NaIMeHTaM PEeKOMEHJIyeTCsl TIIATeNbHBIH KOHTPOJIb OO0IIel mepeHocuMocTH (cM. paszzuensl 4.4 u
5.2).

JlenBaTuHUO HE U3y4aJCs y MAIMEHTOB C TSDKEJION CTENEHbIO MEYCHOYHOM HEJJOCTATOYHOCTH (KJ1ace

C no wkane Yaina-I1s10) 1 He peKOMEHyeTCs A1 TAKUX MTallUEHTOB.

Hab}ueHMbl C NOYEYHOU HeDOCMAMOYHOCbIO

HAPLDK, IIKP u PO

VY manueHToB ¢ Jerkoi (KnupeHc kpeatuHuHa 60—89 mi/MUH) WK cpenHell (KIMpeHC KpeaTMHUHA
30-59 MI/MHH) CTENEHbIO MMOYEYHON HEJOCTATOYHOCTH KOPPEKIUsS HauyalbHOM JI03BI Mperapara B
3aBHCUMOCTH OT COCTOSIHUS (PYHKIIMM MTOYEK HE TpeOyeTcs.
VY NanueHToB ¢ TsDKENOM MOYeYyHOW HEIOCTATOYHOCTHIO (KiMpeHc KpeaTuHHHa < 30 MIiI/MUH)
PEKOMEH/IOBaHHas HavyaJbHAas 71033 COCTaBIISET:

e JIPIIKX: 14 mMr BHYTph OJIMH pa3 B CYTKH,

e [IKP: 10 Mr BHYTpb OJIMH pa3 B CyTKH,

e PDO: 10 Mr BHYTpb OJIMH pa3 CyTKH.
MoeTr mnoTpeOoBaThCsl IOMOJHUTENbHAs KOPPEKIHs J03bl NpenapaTta B 3aBHCHUMOCTH OT
WH/IMBUIYAIIbHON MepeHOCUMOCTH. VcciieqoBaHus y MallMEHTOB C XPOHUUECKUMH 3a00JIeBaHUSAMHU
MOYEK B TEPMHHAIBHON CTaauM HE NMPOBOAWINCH, B CBS3M C Y€M, NPUMEHEHHE JICHBaTUHHOA Yy
JAHHOW KaTeropuu MalKueHTOB He peKoMeHIyeTcs (cM. pasaen 4.8.).
HwmeroTcss orpaHMYeHHbIE JaHHbIE O KOMOWHAIMM JIGHBaTHHMOA ¢ meMOponn3ymaOoM WM
HBEPOJIMMYCOM Y TALIMEHTOB ¢ HapyuieHneM (QyHKIHH moyek. CM. COOTBETCTBYIOIIYIO HHCTPYKIIMIO
M0 MEJUIIMHCKOMY IPUMEHEHHIO TeMOpoin3yMada WK 3BEPOJIMMYca JJIsl OTIPENIeNIeHUs JO3UPOBKH

MaIMeHTaM C HapylnIeHHeM (YHKLIUHU TOYeK.



ot 18.08.2025 N2 23534

rip (NCCNEOOBATENEHOCTE 0002)

COOTBETCTBYET QRCHEFTHOMY QTYETY

VY NanMeHTOB C JIETKOW MIIU CPEAHEN CTENEHBIO II0YEYHOU HENOCTaTOYHOCTH KOPPEKLIHUS HAYaJIbHOU
7I03bI TIpernapaTa B 3aBUCUMOCTH OT COCTOSIHUA (DYHKIIMU TIOYEK HE TpeOyeTcs.
Hwmeromuecss naHHbIE HE TMO3BOJSIOT JaTh PEKOMEHJALMU IO JO03UPOBAHUIO JICHBATMHMOA

nanueHTam ¢ '[P, uMeromuM TKENyro MOYEUYHYI0 HEAOCTATOYHOCTb.

Tayuenmuvr nodcunoz2o eospacma
Koppekius HagampHOM 03Bl Ipenapara B 3aBHCUMOCTH OT Bo3pacTa He TpeOyercs. JlaHHBIE MO

IIPUMEHEHHIO Y TALIMEHTOB 75 JIET U CTapllie OTpaHUuEHBI (CM. paznen 4.8).

Pacosas npunaonesxcrnocmo
Koppekius 10361 npenapaTta B 3aBUCUMOCTH OT pacoBOI MPUHAICKHOCTH MAIMEeHTa He Tpedyercs
(cm. pazzen 5.2.). /laHHbIE IO IPUMEHEHHUIO Y NALUEHTOB C PAaCOBOM MPUHAMJIEKHOCTBIO, OTIINYHON

OT €BPOINEOUIHOM U a3MaTCKON, OrpaHuueHbl (CM. pa3zaen 4.8).

Cocmosanue nayuenma

[TarenTh! co cTarycom obmiero coctosiHus mo mkane ECOG (BocTouHOM 00beTUHEHHOMN TPYIIIBI
OHKOJIOTOB) 2 ¥ BbIIIE ObLTH UCKITIOUEHBI 13 uccinenoBanus 205/T1KP.

[TareHTHl co cTarycoMm obmiero coctostHus 1o mkaine KapHoBckoro < 70 ObuUIM MCKIIIOYEHBI U3

uccnenoBanus 307/I1IKP. OueHka moib3sl U pUCKa y THX HMAllMEHTOB HE MPOBOANIACK.

Ilayuenmul ¢ maccoii mena menee 60 ke

HAPLDK, IIKP u PO

Koppekmus HauanbHOM 103bI MpenapaTa B 3aBUCUMOCTH OT Macchl Tena He Tpedyercs. JlaHHbBIE 1Mo

npuMeHeHuto y nanueHToB ¢ IIKP u PO ¢ maccoii Tena menee 60 kr orpanudeHsl (cM. paszen 4.8).

rqge

Okcno3unus neaBaruanba npu '[P B uccnenoannu REFLECT 6blina conocraBuMa y NalieHToB €
Maccoil Tena meHee 60 Kr, MOIy4aBIINX HAYAIbHYIO 103y 8 MI, M MALIUEHTOB ¢ Maccoi Ttena 60 kr u
6oJiee, MOyYaBIIMX HaYalbHYIO 103y 12 Mr (cM. pa3zgen 5.2).

[Maumentst ¢ '[P Maccoii Tena meHee 60 Kr, KpoMe MMEIOIIUX CPEIHION HIIM TSKEIYI0 CTENEeHb
MEYEHOYHOW HEJIOCTATOYHOCTH, JTUOO TSDKENYIO CTENEHb MOYEYHOW HEAOCTATOYHOCTH, JIOJDKHBI
HAaYMHATh JICYEHUE C PEKOMEHIyeMOW HadaJIbHOW J103bI § MT (JBE Karcynbl MO 4 Mr), TIOCJIE Yero
71032 MOKET OBITh CKOPPEKTUPOBAHA HA OCHOBAHUH MHMBHIyaTbHOMN MEPEHOCHMOCTH.

NmMeroiuecss 1aHHBIE HE MO3BOJSIOT CIENAaTh PEKOMEHJAIUU 10 JI03UPOBAHUIO Ul NALMEHTOB C

I'IP u cpenneil meueHOYHOM HEOCTATOUHOCTHIO (Kateropusi B mo Yaitna-I1b10).
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COOTBETCTBYET QKCMNEPTHOMY OTHETY
ot 18.08.2025 N2 23534
Nmeroryecs JaHHBIC HE TO3BOJISIOT C/ACNAaTh PEKOMCH[EIHH | Q| OBHPPBIHMIQ VLT HAWUGHTOB C

I'lIP u Tspxenol meyeHouHOU HenocTaTouHOCThiO (Karteropus C mo YHanng-llsio) HezaBucumo ot
Macchl Tela, UCTOIb30BaHKE MpenapaTa B JAHHOW IPYIIE HE PEKOMEHTYETCS.

Nmerommecss naHHble HE MO3BOJISIOT CAENATh PEKOMEHJAIMU MO JI0O3UPOBAHUIO JUISl MAIlMEHTOB C
I'IIP u TspKenodl MOYEYHOM HEAOCTAaTOUYHOCTHIO HE3aBUCMMO OT MAacChl Teja, HCIOJIb30BAHUE

Ipenapara B JaHHO IpyInIie He pEKOMEH1YETCs.

eTu
JlenBaTuHUO HE ClleAyeT MPUMEHATH y JeTei Muajme 2 JeT B CBS3U C HaJMYUEeM HpoOieM C
0€301MaCHOCTHIO, BBISIBICHHBIX B HCCIIEIOBAaHMAX HA JKUBOTHBIX. be3omacHOCTh U 3¢(HeKTUBHOCTD
JeHBaTUHUOA y Aereil B Bo3pacte OT 2 110 18 5eT Ha AaHHBIM MOMEHT HE yCTaHOBIEHbI. J[aHHBIE

OTCYTCTBYIOT.

Cnoco0 nnpuMeHeHus

[Tpenapart JlenBaTnauO-Papm-CuHTE3 NpeHa3HAuEH ISl IPHEMa BHYTPb.

Kamncynel crnenyer npuHUMaTh OJMH pa3 B CYTKM IPUMEPHO B OJHO M TO € BpEMs, BHE
3aBUCHUMOCTH OT IIpuemMa nuiu. Karncyny cienyer nporiaaTsiBaTh LENUKOM, 3allUBasi BOJAOH.

Taxoke, ecny Karncyiny CIOXKHO HPOTJIOTHTh, MOXKHO PAaCTBOPUTH €€ IETUKOM 0e3 pa3aaBIUBaHMS
WIA PacKphITHUS B CTaKaHe ¢ MPUMEPHO 25 MJI BOJBI MM SI0JOYHOTO coka. Kamcymy ocTaBisioT B
KHUJIKOCTH IpUMepHO Ha 10 MHHYT, 3aTeM aKKypaTHO B30aiNTHIBAIOT B TEUCHHE HE MEHEe 3 MHUHYT
IUIL  pacTBOpPeHHs OO0OJOYKHM Karcyibl. [lomyueHHYIO cycrneH3uio BbImuBaiooT. Ilocme 3toro
NO0ABJSIOT B CTaKaH MPUMEPHO TOT K€ 00BEM KUAKOCTH (25 MIT), OMOJACKUBAIOT €10 CTakaH U

BBITTUBAIOT coJiepkuMoe. He cmemmBaiite 6oJiee 0THOTO TpernapaTa B CTakaHe OJTHOBPEMEHHO.

Mepvr npedocmopodichocmu, npuHuMaemvle nepeo NpuUMeHeHuem npenapama uiu npu pabome ¢
HUM

Jlumam, oGecrieunBarOIUM yX0/1 32 AIIMEHTaMH, HE CIIeIyeT OTKPHIBATh KaIlCyJbl, YTOOBI N30€KaTh
MTOBTOPSIOLIETOCS BO3AEHCTBUS HA HUX COAECPKUMOIO Karcyl.

Jluno, roToBdAlee CYCHEH3MIO, JOJDKHO TINATENbHO BBIMBITH DPYKM IIOCJIE 3aBEPILLEHUS

[IPUTOTOBJICHUS U IIpUEMA IIpernapara.

4.3. [IpornBONOKA3aHUA
¢ ['UnepyyBCTBUTEIBHOCTh K JICHBaTUHHOY MIM K JIOOOMY M3 BCIIOMOTATENbHBIX BEIIECTB,
IIEPEUNCIICHHBIX B pazzene 6.1.

e bepeMeHHOCTD (cM. pa3zzen 4.6).
10



COOTBETCTBYET QRCIHEPTHOMY OTYETY
ot 18,09, 2025 Ne 23534
e [Tepuoa rpyanoro BekapmuuBanus (cM. ppsaen 4.6)NCCNENOBATENEHOCTE 0002}

L

4.4. OcoOble yka3aHusi 1 MepbI IPEJIOCTOPOKHOCTH NPH NPUMEHEeHUH

AprepuanibpHas THOEPTEH3US

VY manueHToB, NOJYYaBUIMX JICHBATUHUO, PErHCTPUPOBAIACh apTepualibHasi TUIIEPTEH3Us, KOTOpasi,
KaK IIPaBWJIO, pa3BUBAIACh HAa PaHHMX dTamnax jeueHus (cMm. paszpen 4.8). [locraTouHblil KOHTPOJIb
nmokasaresneil aprepuanbHoro paBieHus (AJ]) momkeH OBITH AOCTUTHYT [0 Hadyala JICYCHHS
NeHBaTUHUOOM. [lalMeHThl cO CKIIOHHOCTBIO K apTepUaIbHON TMIEPTEH3UH JOJDKHBI MPUHUMATh
CTaOMJIbHYIO 103y aHTUTHIIEPTEH3UBHOM Tepanuu B TEYCHHE HE MeHee | Heslenu 70 Havasia Tepanuu
neHBaTuHUOOM. PanHee BbIsiBieHHE U 3(p(eKTHBHOE JeUeHHE apTEepUaTbHOM THIIEPTEH3UU HMEET
00JbIIIO€ 3HAYEHHUE JUII MUHUMM3ALUU HEOOXOJUMOCTH BPEMEHHOW NMPUOCTAHOBKH JICUCHHS WM
CHIDKEHUS 1035l JIeHBaTUHMOA. Co0o0IIanoch 0 Cepbe3HBIX OCIOKHEHUSIX TUI0X0 KOHTPOJIHPYEMOM
TUIIEPTEH3MH, BKIIIOYasl pacciloeHue aopThl. [IpueM aHTUrunepTEeH3MBHBIX NPENApaToB JOJDKEH
ObITh HauaT cpa3y mocie NoATBepkaeHHs NoBbimeHus AJ[. OOcnenoBaHuMe U BBIABICHHS
apTepUaIbHOM THUIIEPTEH3UM JOJIKHO IMPOBOJUTHCS UYEpe3 OJHY HENENI0 I0CJEe Hayaua IMpueMa
JICHBaTUHUOA, B TEYCHHE TIEPBBIX JIBYX MECSIIEB JICUCHHS — KOK/IbIE 2 HEACH, 3aTEM — KEMECSIUHO.
Bb160op aHTUrHIIEpPTEH3UBHOW Tepamuy JOJDKEH ObITh WHAWBUIYAJIM3UPOBAH C YYETOM COCTOSHHS
IalMEHTa U COOTBETCTBOBATH CTAHAAPTHOW KIMHUYECKOW INpakTuke. [l ManueHToB, MMEIOINX
HopManbHOe AJl 10 Hauanma JseueHus, B ciaydae noBblmieHus AJl, cinegyer Havarthb
AHTUTUIIEPTEH3UBHYIO MOHOTEpANMIO IpPEnapaToM OJHOTO U3 KJIACCOB AaHTUTMIIEPTEH3MBHBIX
JIEKapCTBEHHBIX CPEACTB. [l ManMeHTOB, MPUHHUMAOIIUX AHTUTUIIEPTEH3UBHBIE IpeEnapaTsl /10
Hayaja JIeYeHUS JICHBATUHHMOOM, MOXET MOTpeOOBaThCS  YBEIMYEHHUE 03Bl  JAHHOTO
AHTUTUIEPTEH3UBHOTO IIpemapara, Jubo mo0aBleHHe Tmpenapata u3 japyroro kimacca. Ilo
HEOOXOJMMOCTH TpU JICYCHHHM apTEpPHAJIbHOM TUNEPTEH3UHM MOTYT OBITh HCIOJIBH30BAHBI

pEeKOMEHaluu, pecTaBieHHbIe B Tabmure 3.

Tabnuua 3. PekoMeHaanuu 1o JIeYeHUI0 apTepUaIbHON THIIEPTEH3UN

YpoBeHb apTepHAIBLHOIO PexoMenayemble MepONIpUATUSA
nasjenus (A/l)

Cucromnueckoe AJl > 140 <160 | Ilpomomkath  mpueM  JIGHBaTMUHMOA W HA3HAYHUTH
MM PT. CT. WIM JHACTOJMYECKOE | aHTUTUICPTEH3UBHYIO TEparnuio, €ClIM TMalUeHT ee He
Al >90 <100 MM pr. CT. MIOJIy4aerT.

WJIN

[IpongomkuTh TpHUeM JEeHBATUHHOA M TOBBICUTH 103y
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COOTBETCTBYET QRCHEFTHOMY QTYETY

ot 18.09.2025 Ng 23534

IPUMEHSAEMOro  aHTHNANEPTEHIHBHATO| [TIPENANATA,) IHOQ0
Ha3HayYu DTN3 AT

AJL

Cucronmnueckoe A/l > 160 mm pt. | 1. [IppocTaHOBUTH IpHEM JICHBATUHUOA.

cT. umn puactosimueckoe AJ[ > 100 | 2. [Ipu cumxenuu cucronndeckoro AJl < 150 Mm prt. cT. 1
MM  pT. CT., HecMOTps Ha | quactonudeckoro AJ[ < 95 MM pT. CT. U NpH MOTyYEHUU
MIpOBEICHUE ONTUMAJFHO | CTAOMJILHON 03Bl AHTHUTHUIIEPTCH3UBHOTO TIperapara B
BbIODAaHHOM aAHTUTUIIEPTEH3UBHOM | TeueHMe He MeHee 48 uacoB, BO300HOBUTH IpHEM
Tepanuu. JIEHBATUHUOA B YMEHBIIIEHHOU J103¢ (CM. pazaen 4.2).

VYrpoxaromue XKu3HU OCHOKHEHUA | [lanneHT HyXkagaercs B HEOTIOXKHOM  MEIMIIMHCKOU
(37M0KauecTBEHHAas  TUNepTeH3usd, | momom. OTMEHWTh mpueM JieHBaTHMHHOA, HAYaTh
HEBPOJIOTUYECKUE  PACCTPOMCTBA | COOTBETCTBYIOLIEE JICUEHHUE.

WM TUIIEPTOHUYECKUN KpU3).

[Iporennypus

VY ManueHToB, MOJy4aBIIUX JICHBATUHUO, PETUCTPUPOBANIACH TPOTEHHYPHUS, KOTOpasi, KaK MPaBUIIo,
pa3BHBaJIach Ha paHHHUX dTamnax jedeHus (cMm. pasgen 4.8). HeoOxoaumo NpOBOAUTE PETYISIPHOE
UCClieIoBaHUEe MOYM Ha Hanmuuue Oenka. Ilpu oOHapyKeHHM B MOYE 3HAYUTEIbHBIX KOJHYECTB
OenKa 3KCIpecc-MeToZoM (= 2+) MOXKeT MOoTpedoBaThCs MPUOCTAHOBKA JICUEHUS, KOPPEKIUS J103bI
WIM ToJIHAs OTMeHa JeHBaTuHHOa (cM. pasmen 4.2). Ilpu BO3HUKHOBEHUH HE(HPOTHUECKOTO

CHUH/IpOMa MPUEM JICHBATUHNOA HE0OX0IMMO OTMEHHTb.

I'enaToToKCHYECKOE JIEUCTBHE

VY narnmenTtos ¢ JIPIDK u [IKP, npuauMaBmmx JTeHBAaTUHUO, HanOOJee YaCTHIMU HEKeNaTeIbHBIMU
peaKkuusMU CO CTOPOHBI TMEYEHM SIBJSUIUCH IOBBIINIEHHWE AKTUBHOCTU allaHMHAMUHOTpaHC(epasbl
(AJIT), acmapraramunotrpancdepassl (ACT) u KOHIEHTpanuu OWIMPYOMHA B KPOBU (CM. pasen
4.8). Taxxe y Takux IalUEHTOB IUArHOCTHPOBAIN IEUEHOYHYIO HEJOCTaTOYHOCTb U OCTPBIi
rematut (¢ yactotoil meHee 1 %). B OoNbIIMHCTBE CllydyaeB IMEUYEHOYHAs HEIOCTATOYHOCTH
pa3BHBaAJIaCh y MALMEHTOB C IIPOrPECCUPYIOLIMM METACTaTUYECKUM MMOPAKEHUEM IIEUEHHU.

HexenarenbHble peakmMM CO CTOPOHBI TEYEHH, BKIIOYas ICUCHOYHYIO »SHIE]aJIoNnaTHO Hu
MEYEHOYHYIO HEJIOCTaTOYHOCTH (B TOM 4Mcie ¢ (paTaqbHBIM HMCXOJ0OM), ¢ OoJiee BHICOKOM 4aCcTOTOM
coobuanucek y namuentoB ¢ '[P, mpuHMMaBIIMX JeHBAaTUHUO, B CPAaBHEHMM C IAlUECHTAMHU C
JPIDK u IIKP (cm. pazznen 4.8). ITamuenTtsl ¢ 6ojee TSHKETBIMU HAPYIICHUSMU (YHKIUH MeYeHH
n/unu OoJbIEH OIMYXO0JIEBOM HAarpy3koil Ha medeHb Ha UCXOJHOM YPOBHE MMeENU 0ojiee BBICOKHIMA
PHUCK pa3BUTHs MEUYEHOYHON SHIE(ATONaTUN U MEUYEHOYHOW HENOCTAaTOYHOCTHU. Takxke ¢ Oojee

BBICOKOW YacTOTOH Me4YeHOYHas dHIledanonarus HaOtoanach y MalueHTOB B Bo3pacTe 75 NeT u
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ot 18.09.2025 N2 23534
crapiue. [Ipubnu3UTENbHO MOJOBUHA BCEX CilyyaeB NEHBHOUHOW |HeAOCTETNHHOCIA [OTMEWANAch Y

COOTBETCTBYET QRCHEFTHOMY QTYETY

MAIMEHTOB C IPOTrPecCUPOBAHUEM 3a00JICBAHNUS.

HccnenoBanue noka3aTeneil pyHKIMK MEUYEHH T0JDKHO TMPOBOAUTHCS 0 Havaja JICUCHUs, B TCUCHHE
IIEPBBIX JBYX MECSILEB JICUEHUS] — KaKJble 2 HENENH, 3aTEM — €KEMECAYHO Ha MPOTSKEHUHU BCETO
nepuoja yieueHus. Y mauueHtoB ¢ '[P momkeH mpoBOIUTHCS MOHMUTOPHHI (DYHKIMM TEUEHH,
BKJTIOYAs MIEYEHOUHYIO 3HIIe(anonaTuio. B ciaydyae BOSHUKHOBEHUS MPU3HAKOB I'eMaTOTOKCHYECKOTO
JEWCTBUSL MOKET NMOTPeOOBATHCS BPEMEHHOE INMPEKpaIleHue JEUSHHsI, KOPPEKIUs J03bl IpenapaTa
WJIU €ro MOoJIHasi OTMEHa (cM. pazfen 4.2).

Y nDanMeHToB C 000N CTENEeHbIO TEYCHOYHOH HEeIO0CTaTOYHOCTH HEOOXOJMMO TIIATEIBHO
KOHTPOJIUPOBAaTh HAIMYME HEXKEJAaTeNbHbIX peakUui, CBS3aHHbIX C (QyHKIOUEH mnedeHu. Jlns
naupentoB ¢ JIPHK u IIKP c Tsxkenoil CTeneHbl0 MEUYEHOYHOW HEIOCTATOUYHOCTH CIEAYET
CKOPPEKTHPOBATh HAYaJbHYIO J03Yy JeHBaTWHUOA. MMeromuecs NaHHbIE HE MO3BOJSIOT CHENaTh
PEKOMEHIallK 10 A03UPOBAHUIO JUIs TauueHToB ¢ ['TIP u cpenHel neueHOYHOM HEA0CTAaTOYHOCTBIO
(xareropust B mo Yaiina-Ilsio). JlenBatuauO He u3ywancs y mamueHtoB ¢ '[P u Tspxenoii
NIEYEHOYHOH HenocTaroyHocTho (kareropus C no Yaina-Ilpro), mo3romMy HCNOIb30BaHUE
rpenapara B JaHHOU I'PYIIIEe HE PEKOMEHYeTCs.

Hapymenue d)VHKHI/II/I OOYCK, IMOYCYHAd HEAOCTATOYHOCTD

Y namueHToB ¢ QyHkuumed moyek <60 MI/MHH Ha JTane BKIIOYEHUS B HCCICIOBaHUE
PETHCTPUPOBATIOCH OOJBIIIE HEXKEIATENbHBIX PEaKIMid, BKIIOYAs JIETAIbHBIE U CEPbE3HbBIC
HEeXeJaTelIbHbIE SIBJCHUS, a TaKke ABJCHUS 3 WM 4 CTENeHU TSHKECTH, YeM Yy MallMeHTOB C
HOpMaJIbHOW (yHKIMeH mouek. Takke y TakuxX MAIMEHTOB ¢ OoJbIIed 4YacTOTOW TpebOBaNIOCH
NpepbIBaHUE, CHWKEHUE J103bl WJIM OTMEHA JieueHUs. PEKOMEHyeTCsl CHI)KEHHE HayalbHOU J03bl
JUIsl TAIMEHTOB C TMOYEYHOM HENOCTaTOYHOCThIO (cM. pazgen 4.2) W Takke TIIaTeJIbHbIN
MOHHUTOPHUHT BO BpeMs JieueHHUs. KIMHWYECKUW OMBIT MPUMEHEHUs JICHBATUHUOA Y TMAlUEHTOB C
TSKEJIOW TOYEYHOM HEOCTATOYHOCTBIO OTCYTCTBYET.

Y manueHToB, MOJIy4aBIIUX JICHBATMHHUO, PErHCTPHPOBANIOCH HApylIeHUEe (PYHKIMU TOYEK, B TOM
qucie Clydyalh  I[OYE€YHOM  HEJOCTATOYHOCTH (cm. pazmen  4.8). [TepBuunbIMU
UICHTU(QUIIMPOBAHHBIMUA (DAaKTOpaMH PHUCKA SIBISUTHCH MMEIONIASCS MOYeYHash HEIOCTAaTOYHOCTS,
JEeTUpaTalus W/WIW THUIIOBOJIEMHUS BCICJICTBHE TOKCHYECKOTO BO3JCHCTBUS HA KEIYIOYHO-
KHUIIEUHbIH  TpakT (cM. mozpasnen «[acTpouHTecTHHanbHAas TOKCUYHOCTB: JAMapes U
00e3BOKMBaHUE» MJaHHOTO pasnena). CreayeT MpOSBIATH OCTOPOXXHOCTh Y  TMAIMEHTOB,

[OJIYYaroUIUuX IIpernaparsl, ACUCTBYIOIIME Ha PEHUH-AaHIMOTEH3UH-AJIBIOCTEPOHOBYIO CHUCTEMY,
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COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 18.08.2025 N2 23534
YYHTBIBAs TOTEHUMAIBHO OoJiee BBICOKHMI | PUCK  QCTPYH| MOMEHHOT - HeNQCTATDHHOOTH | 1K

KOMOMHUPOBAaHHOM JiIe4eHHH. MOXKeT TMOoTpeOOBaTbC BpPEMEHHAs IMPUOCTAHOBKA JICUCHMS
JICHBAaTUHUOOM, KOPPEKIIH 1036l IIpenapaTa WiK ero mojHas oTMeHa (cM. paszen 4.2).
VY DanMeHTOB ¢ TSKENOW MOYEUHOM HEIOCTAaTOYHOCTHIO TpeOyeTcsl KOPPEKIHs HadalbHOM J03bI

neHBaTuHUOa (cM. pazaen 4.2).

I'acTpouHTECTHHAIbHAA TOKCHYHOCTR: AUApes U 00€3BOKMBAHKE

Jlnapest 4acTo oTMEYajaach y MalUeHTOB, MOJyYaBIINX JEHBATUHHO, KaK MpaBUIIO, B Havalle Kypca
neuenust (cM. paszzen 4.8). HeoOxoauMo mpoBOIUTH OBICTPYIO MEIUKAMEHTO3HYIO TEparuio JUIs
KYIIUPOBAaHUSA JUAPEH, YTOOBI IPETOTBPATUTH 00E3BOKMBAHKE OpraHn3Ma. Tepamnuio JeHBaTHHHOOM
CIIEYeT MPEKPATUTh MPU COXPAHEHUU JHapen 4 CTENEeHH, HECMOTPS Ha IPOBOJIUMYIO TEPATIHIO (CM.
paznen 4.2).

Tokcuyeckne MPOSBICHUS CO CTOPOHBI SKEITYAOYHO-KHIIEYHOTO TpakTa (BKJIIOYAs AHUAPEIo,
TOIIHOTY U PBOTY) JIOJDKHBI ITOJABEPIaThCsl aKTUBHOMY JICUEHHUIO, YTO MO3BOJIIET YMEHBUIUTh PHCK
HapyLeHust GYHKIUH MOYEK UM Pa3BUTH MMOYEYHON HeJ0CTaTOYHOCTH. CO00IIANOCh O CEphEe3HBIX
HEXXEJIATeNbHbIX SIBICHUSAX, TAKUX KaK THUIOKAIMEMHs W THUIEPKAIUEMUS, CIEAYeT TIIATeIbHO
KOHTPOJIMUPOBATh (DYHKIIMIO MTOYEK U YPOBEHB JIEKTPOJIUTOB (cM. oapasaen «Hapymenne GyHKImm
MOYeK, MOYE€YHAs HEJOCTATOYHOCThY JAHHOTO pa3Jiena).

Cepaeunas quch VHKIIMA

VY maiueHToB, MOTYYaBIINX JCHBATHHUO, PETHCTPUPOBATIACH CepeuHasi HEIOCTATOYHOCTh, 4 TAKKE
CHIDKeHHE (paKIMU BIOpOCa JIEBOTO kemyaouka (cM. pazaen 4.8). [laiueHTsl TODKHBI TPOXOIUTh
oOcienoBaHue sl BBISBJICHUS CUMIITOMOB M KIMHUYECKUX MPHU3HAKOB JIEKOMIEHCAINH (yHKIIMH
ceplIla, HaTu4Ihe KOTOPHIX MOXKET MOTPeOOBaTh BPEMEHHOW MPHUOCTAHOBKH JICUCHHS], KOPPEKIIMH

JI03bI MperapaTa Wik ero moJHOM OTMEeHbI (cM. pasnen 4.2).

CunnpoM 3anHeit  obparumoii  »Huedanonaruu  (PRES) / cunapoM oOparuMoil  3ajHel

nerikosauedanonaruu (RPLS)

Y m[anmueHToB, MOJYYaBIIUX JICHBATHHUO, JHAarHOCTHPOBAIM CHHAPOM 3aJHEH 00paTuMoii
saredanonatuu (PRES, Taxxe m3BectHniit kak RPLS) (¢ wacrortoit menee 1 %, cM pazmen 4.8).
JIaHHBI CHHAPOM TMpeACTaBiIsieT coOOW HEBpoJIOTHYECKOoe 3aboJieBaHUE, KIMHMYECKas KapTHHA
KOTOPOT'O MOKET BKJIIOYATh TOJIOBHYIO 00JIb, CYJJOPOTH, 3aTOPMOKEHHOCTh, CITyTAHHOCTh CO3HAHUS,
paccTpOMCTBO  MEHTAJbHBIX  CHOCOOHOCTEH, CIENOTy, HapylleHHEe 3peHHst U  JApyrue
HEBPOJIOTUYECKHUE CUMITOMBI. MOXET UMETh MECTO apTepUAlIbHAs TUIIEPTEH3U OT YMEPEHHOHU 10
TspKenoi creneHu. J{ns monarBepxkaeHus amarHo3a PRES HeoOxoauMo mpoBeneHHE MarHUTHO-
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pesonancHoi Tomorpaduu. JIOIKHBL OBITH | IPUHSTH[[CQOTBETCIBYIGLIAS | MERBI : I (JROHTPOIIS

COOTBETCTBYET QRCHEFTHOMY QTYETY

II0Ka3aTeIel apTepuanbHOIO JAaBlEHUS (CM. MOApa3fesl «ApTepuallbHas T'MIIEPTEH3UsD) NaHHOTO
pazzaena). Y mauMeHToOB ¢ CUMIITOMaMH M KIIMHUYeCKUMH npu3Hakamu PRES moxxer notpeboBaThcs
BPEMEHHOE IPEKPALEHUE JICUEHUsI, KOPPEKLMs J03bl Ipernapara WM €ro IMojHas OTMEHa (CM.

paznen 4.2).

Aprepuanpible TPOMO03MO0INK

Y [anueHToB, TMOJIyYaBIIMX JICHBATMHUO, pPETrUCTPUPOBAIUCH 3a00JIeBaHMS W3  TPYIIIBI
apTepuanbHbIX TpoMmOosMbOomuit (TDA), B ToM uucie 1epeOpOBACKYSPHBIE pPACCTPOICTBA,
TPaH3UTOPHBIE HIIEMHUYECKHE aTaku U HH(apKT Muokapaa (cMm. pazzpen 4.8). JlenBaTuHHO He
UCCleIoBalICA Y MalueHToB ¢ TOA, mepeHeceHHbBIMH B TE€UEHHUE MPEALISCTBYIOMUX 6 MecsleB, U
MO3TOMY €0 CIIEAYyeT HCIOJb30BaTh C OCTOPOKHOCTBIO y TaKMX MallMEHTOB. PemieHue o Havaie
JIeYeHHsI JIOJDKHO OBITh OCHOBAaHO Ha OICHKE PUCK-TIOJIb3a JUIsI KOHKPETHOro manueHTa. [lpm
BO3HUKHOBEHUHU apTEpUATbHON TpoMOOIMOOINN TEpanuio JEHBATUHHUOOM CIIeyeT OTMEHHUTH (CM.

paznen 4.2).

JKeHIMHEI ¢ ACTOPOJHBIM ITIOTCHIMAJIOM

JKeHmuHaM ¢ JETOPOTHBIM TMOTCHIIMAJIOM CIIEAYeT HCIOJIb30BaTh J(PPEKTUBHBIE METOIBI
KOHTpAIICTIIIMKA BO BpPEeMs TEpaluy JICHBATUHUOOM M Ha MPOTSHKEHHUH, TI0 MEHbBIIEH Mepe, OJHOTO
Mecslla Toclie 3aBeplieHust jedenus (cMm. pasgen 4.6). Ha nHacTosmmii MOMEHT HEM3BECTHO,
MOBBIIIAET JIU JICHBATHHUO PUCK Pa3BUTHUSL TPOMOOIMOOINU apTepHil IPH OJTHOBPEMEHHOM MPUEME

C MMCPOpPAJIbHBIMU KOHTPAICITUBAMU.

KDOBOTG‘IGHI/IH n TDOM6OHI/ITOHGHI/IH

VY MmanueHToB, MoJy4aBIIUX JIEHBATUHUO, PETHMCTPUPOBAIIMCH Cepbe3Hble KpoBoTeueHus. Hanbomnee
4acTo COOOIIATIOCh O JIETKOM HOCOBOM KpPOBOTEUEHHH. Takxke cOOOIIaloch O Cephe3HBIX CIydasx
TPOMOOIIMTONICHUH, KOTOPAasi MOXKET YBEIMYMBATh PUCK Pa3BUTHUS KPOBOTEUEHUH (cM. pa3zaen 4.8).
Coo0manoch 0 Cepbe3HbIX KPOBOTEUCHHSX, CBSI3aHHBIX C OITYXOJIbIO, BKIIOYas CMEpTENbHBIC
cllyya y NAIMEeHTOB, MOJYYaBIIUX JICHBATHHUO, a TaKKEe O KPOBOTCUCHMSX, CBSA3aHHBIX C
TPOMOOIIUTONICHUEH.

N3-3a MOTEHUMANBHOTO PHUCKA CEPHE3HOT0 KPOBOTEUEHHUS, CBSA3AHHOTO C YMEHBIIEHUEM WIIU
HEKpPO30M ONyXoJM Ha (poHE Tepanmuu JIEHBATUHMOOM, CIEAYyeT YYUTHIBATh CTEIEHb HHBAa3HH
OIyXOJIM, MH(UIBTPAIMIO KPYIMHBIX KPOBEHOCHBIX COCYIOB (Hampumep, COHHOM aptepuu). B
cllyyae BO3HHUKHOBEHHUSI KPOBOTEUEHHUS WJIM TPOMOOIIMTOIICHUH MOKET MOTPeOOBATHCS BPEMEHHOE

IIPEKPALLEHUE JICUEHMSI, KOPPEKIIMS I03bI ITpenapaTa Uiy €ro MojHas OTMEHa (cM. paszen 4.2).
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O6pazoBanue GUCTYN ¥ TacTPOUHTECTUHANLHAA nepdopaund: [1E [1OBATENEHOCTR 0002

i,

COOTBETCTBYET QRCHEFTHOMY QTYETY

VY ManueHToB, MOJYYaBIIUX JIGHBATHHHUO, PErMCTPUPOBAIUCH CIydal OOpa30BaHUS (HUCTYI WIH
racTpoMHTEeCTUHANBHON mnepdoparuu (cM. pazgen 4.8). B OosbmmHCTBE ciyyaeB oOpazoBaHHE
(bUCTYN WK TacTPOMHTECTUHATIbHAS TTep(opanus UMEIH MECTO y MAIMEHTOB C HATUYHEM (PaKTOpPOB
pHCKa, K KOTOPBIM OTHOCHJIMCH MEPEHECEHHbIE XUPYPrHUECKUe OTepaluy Uil JIyueBasi Tepanus. B
ciyyae oOpa3oBaHusl (DUCTYN WM TaCTPOMHTECTHHAJIBHOM mNepdoparii MOXKET MOTpeOOBATHCS
BPEMEHHOE MpEKpallleHHe JeUeHHs, KOPPEKIMs J03bl Ipernapara WIM ero MojHas oTMeHa (CM.

paznen 4.2).

OGD&BOB&HI/IG d)I/ICTVJL OTJIUYHBIX OT TaCTPOUHTCCTUHAJIBbHBIX

[TanieHTBl MOTYT TOJBEpPraTrbCsi IOBBIIIEHHOMY PHUCKY OOpa3oBaHUS (UCTYN TpH Tepanuu
nenBatuHuOOM. Ciyyan oOpa3oBaHUS WJIM yBEIMUYEHHs (UCTYJ, 3aTparuBaroluxX o0JacTu Tela,
MOMUMO JKeNyJKa WIM KUIICYHHKA, HAONIOJAIUCh B KIMHMYECKHX HCCIICIOBAHUSAX M B TEPHOA
MOCTPETUCTPAIIMOHHOTO ~ TPUMEHEHHUs  (HampuMep, TpaxeajbHble, Tpaxeo-330(]areaibHble,
s30¢pareasibHble, KOXKHbIC, (papHHreaabHble, B AKEHCKUX MOJOBBIX opraHax). Takxke cooOmanocs o
CllyyastX pa3BUTHS THEBMOTOpaKca Kak C, Tak M 0€3 YeTKOro J0Ka3aTelbCTBa MPHUCYTCTBUS
OpoHxoruieBpanbHOi (uctynbl. HekoTopsie ciiydyaun racTpOMHTECTHHAIBHON nepdopaiuu, GUcTyi
U TTHEBMOTOPAKCa aCCOLMHUPOBAINCH C PErpeccHeil WM HEKpo3oM omyxousid. [Ipenmiectyromiue
XAPYpPru4yecKkrue BMEIIaTeNbCTBA U JIydeBas Tepamus MOryT ObITh (akTopamu pucka. He crmemyer
HAUMHATh TEPaNuio JICHBATUHUOOM Yy MalMEHTOB ¢ (UCTynaMu, 4TOObI M30€XKaTh yXYAIICHHS.
Crnenyer mpekpaTUTh TMpHEM IpenapaTa y MAIMEHTOB C TMOPAKEHHEM MHIIEBOJAa WU
TpaxeoOpOHXHABHOTO TpakTa W JH000# ¢uctynoir 4 cremeHu Tskectd (cMm. paszgen 4.2).
Wudopmanyst O TmpepblBaHUM JICYCHHUS WM CHIDKEHHS J03bl JJIsl  YOPaBICHHUS TaKHUMH
HEXXEJaTeIbHBIMH SBJICHUSAMHU OrpaHMuYEHa, HO B HEKOTOPBIX CIIydasx HAOIIOAAIOCh yXYHALICHHE,
MO3TOMY CJIelyeT COONI0aTh OCTOPOXKHOCTh. JIGHBAaTHHMO MOXET OKasblBaTh OTPHUIIATEIBHOE

BOB,Z[GI‘;ICTBI/IG Ha OponeCC 3aXKUBJICHUA paH, KaK U APYIrrUe MperiapaTbl 3TOr0 Kjacca.

VY mmaenne narepsaiaa QT

VY nnunenue untepBasia QT/QTc y mauneHToB, NOMy4aBIIMX JIEHBATUHUO, BCTPEUAIOCH Yallle, YeM Yy
NAIMEeHTOB, MOJy4YaBIIUX Ianedo (cM. paszmen 4.8). MeauaHa BpeMEHHM [0 BO3HHUKHOBEHHS
yanuaenust unrepBasia QTc cocrasmsmo 16,1 nenenu B uccnenoBanuu JPUDK, 31,1 nenenu B
uccinenoBanuu Monotepanuu I[P u 30 wHemens B uccrnenoBanuu [IKP B xomOmnammu. Cremyer
MPOBOJIUTH MOCTOSIHHBIM MOHHUTOPHHT AJIEKTPOKAPIUOTPAMM C OCOOBIM BHUMAHUEM K MAIlUEHTaM C
BPOKJIEHHBIM CHHJIPOMOM y/UIMHEHHOTOo HHTepBasa QT, 3acTONHON cepaeyHON HEJOCTaTOUHOCThIO
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ot 18.08.2025 N2 23534
WM OpajapuTMUEH, a TAKKE Y NALMEHTOB, MDIyYalollAX JIEKAPCTBEH HEE MESHADATHI.C (M3BEOTHON

COCOOHOCTBIO YIUTMHATE MHTepBan QT, BKiIOUas aHTHapUTMHYEeCcKHe IpenapaThl kiaccos la u 1.
B cnyuae ymmmnenus waTepBana QT Oosiee wem Ha 500 Mc mpuiem JIeHBaTUHUOA JTOJKEH OBITh
npuocrtaHoBiieH. [Ipu BoccranoBinernnn uaTepBaia QTc 10 mepBoHAYAILHOTO YPOBHS WM HE Ooliee
480 Mc mpueM JICHBaTUHNOA MOKET OBITh BO30OHOBIJICH B CHUKEHHOU 03¢ (CM. paznen 4.2.).

Hapymienust GamaHca 3IEKTPOJUTOB, TaKWe Kak THUIMOKATUEMUS, TUNOKAIBIIUEMUS U
TUTIOMarHUEeMHsl, YBEIMUUBAIOT PUCK yirHEeHHs nHTepBaia QT, moatomy ciemyer oCymecTBIsTh
KOHTPOJIb M KOPPEKIHIO OaaHca JIEKTPOIMTOB y BCeX MAIMEHTOB JI0 Havasa JieueHus. B mpomecce
JIEUYCHUS CIIEAYET MPOBOIUTH NepuoandecKuii MOHUTOPUHT DKI™ 1 3JIeKTpOIUTOB (MarHusi, Kamus u
Kanpius). KOHTponb ypoBHS KalbliUsg B KPOBH BO BpEeMs TEpaluu JEHBATUHHOOM CIEayeT
MIPOBOJIUTH HE PEKE, YEM pa3 B MecALl M KOPPEKTHPOBAThH €ro B ciiyyae HeoOxomumocTH. Tepamnuio
ClieqyeT TpepBaTh WM CKOPPEKTUPOBATH JI03y JICHBATHHHOA TIO Mepe HEOOXOAMMOCTH, B
3aBUCHMOCTH OT CTENEeHM TshKeCTH, Hanmmuus u3MeHeHudd Ha OKI, a Takke coxpaHeHHS

THIIOKAJIBIIUCMHU.

Hapyumienue cynpeccuu  ypoBHs tupeorponHoro ropmoHa (TTI) B kpoBu / nucdyHKUHS

IIIUTOBUJIHOM JKEJIE3bI

JlenBatnnu6 Hapymaet sk30rennyto cynpeccuto TTI (cm. pazznen 4.8).

Y mnanueHToB, MONy4YaBIIMX JIGHBAaTUHUO B wuccinenoBanmu I[IKP, ¢ BBICOKOW YacToTOW OBLIH
3apEeruCcTpUpPOBaHbl ClIydad TUIIOTHpeo3a (cM. paszzaen 4.8).

MOHUTOPHUHT (PYHKIHU IUTOBUIHON JKEJe3bl CIEAYET MPOBOIUTH JI0 Hayalla, a TAKKE €KEMECSIHO
B IIpoliecce JCUCHHs JIeHBAaTUHIOOM. JleueHue rurmoTupeosa cieayer NpoBOJIUTh B COOTBETCTBHH C

NPUHATBIMU CTaHAAPTAMU JICUHCHUA N0 JOCTUKCHHUA SYTUPCOUIHOTO COCTOSAHUS.

OclIO)KHEHMS 3KUBIIEHUS paH

@opManbHBIX HCCIEIOBAHUI BIMAHUS JICHBaTUHMOA Ha 3aKUBICHHE paH HE MPOBOJUIOCH.
Coo0manoch 0 HapyIIEHUH 32KUBJICHUS PaH y MAllMEHTOB, MMOJIy4YaBIIUX JIeHBaTHHUO. [lannenTtam,
IUIAHUPYIOIMM  CEPbE3HbIE  XUPYPrMUECKHE BMEUIATENbCTBA, PEKOMEHAYETCS BPEMEHHas
MPUOCTAHOBKA IMpHEMa JIeHBAaTUHMOA. KIMHUUECKUI OTBIT OTHOCUTENBHO CPOKOB BO300HOBIICHHS
JICUYEHHsI TIOCJIE CEepPhE3HOT0 XHUPYPrHYECKOTO BMeEIIATeNbCTBA OTpaHWdeH. Takum oOpaszom,
pelieHre O BO30OHOBJICHHWM TEPANMU JICHBATUHMOOM JOJDKHO OCHOBBIBATHCS HAa KIMHUYECKOM

OIICHKC 3a’KUBJICHHUA paH.

OcCTEOHEKPO3 YETIOCTH
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COOTBETCTBYET QRCHEFTHOMY QTYETY
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Coobmanocy o ciaydyasx pasBUTHs OCTEOHEKDO3a YETHORTH MPY | INUMEHEH Y IgHBATHHIOA) (CM.

pazznen 4.8). lHBa3uBHbIE CTOMATOJIOTUYECKUE TPOLIEAYPHI SBIISIOTCS NOATBEPKAECHHBIM (PAKTOPOM
pUCKa pa3BUTHA OCTEOHEKpo3a uemocTd. llepen HayamoM NpUMEHEHHsS JIEHBaTHHHOA
PEKOMEHAYETCSI pacCCMOTPETh BO3MOKHOCTh CTOMATOJIOTMYECKOIO OCMOTpPa M COOTBETCTBYIOIIETO
npopuinakTuyeckoro  jeueHus.  IlanmeHTam — crmeayeT  peKOMEHIOBATh  MEPHOIMYECKHE
CTOMATOJIOTMYECKUE OCMOTPbI M IPOLEAYpbl IO TUIMEHE MOJOCTU PTa BO BpeMs NPUMEHEHHUS
nenBatuHu6a. I1o BOZBMOKHOCTH cienyeT u30erarb HHBa3MBHBIX CTOMATOJOIMUYECKUX MPOIETYP BO
BpeMsl Tepanuu JeHBaTuHuOoM. Cienyer coOoaaTh OCTOPOKHOCTh TP HA3HAYEHUH JICHBAaTHHHUOA
MalueHTaM, MOJy4yaroluluM Ipenaparbl, CBA3aHHBIE C PUCKOM Pa3BUTHUsI OCTEOHEKPO3a YEIIOCTH,

Takue Kak oucpocdoHnatsl 1 feHOCYMaO.

Oco0ble rpynIibl MalueHTOB

Paca

JIaHHBIX MO MPUMEHEHUIO JICHBATUHNOA Y MAIMEHTOB C PACOBOM MPUHAAIEKHOCTHIO, OTIHMYHON OT
€BpPOIICOUTHOM M a3MATCKOW, HENOCTATOYHO. JledyeHue TakuX IAIlMEeHTOB CJEAYeT NPOBOJIUTH C
OCTOPOXKHOCTBIO, IPUHNMAsI BO BHIMAaHNUE CHIDKEHHYIO NMEPEHOCUMOCTh JICHBATUHNOA MAIeHTaMU
azuarckoi pacel (cM. paszzen 4.8).

Her opaHHBIX O TpuUMEHEHWHM JIGHBaTWUHUMOA cpasy mocie copadeHunba wim JAPYyroro
MPOTHUBOOITYXOJIEBOTO  Mpenapara, MO3TOMY BO3MOXEH PHUCK Pa3BUTHS JIOTIOJHUTEIHLHOM
TOKCUYHOCTH, €CIIK HE COOIIOICH a/IeKBAaTHBIN MEePHUO]] BBIBEICHUS MpernapaTa U3 OpraHu3Ma Mexay
KypcaMmu JieueHuss. MUHUMANBHBIN IEPUO]T BEIBEJCHUS B KIIMHUYECKUX UCCIIEIOBAHUSAX COCTABIISII 4

HCACIN.

Iayuenmui ¢ huzkum cmamycom no wxare ECOG

[MarmenTsr co cratycom mno mkane ECOG (BoCTOYHOU OOBEIMHEHHOW TPYIIBI OHKOJIOTOB) 2 U
BhITIIe ObUTH HCKIOueHbl U3 uccienoBanuii [IKP u T'LP (cm. pa3gen 5.1). [lamueHTsl co cTatycoM
no mkane ECOG 3 wu Beime ObutM UCKITIOYEHBI W3 uccienoBanmii JIPIIK (cm. pasgen 5.1).

CooOTHOIIEHNE PUCK-TI0J1b3a Y JAHHOM TPYIIIBI TALIMEHTOB HE N3Yy4ajoCh.

Iayuenmur noxcunozo 6ospacma
JlaHHBIE y MTAIUEHTOB B Bo3pacTte 75 jeT u 6osee orpaHudeHbl. JICHBAaTHHHUO ClIEeyeT UCI0JIb30BaTh

C OCTOPOIKHOCTBIO Yy TaKUX MAIUCHTOB, YUYUTBhIBAA €TI0 CHHIKXCHHYIO IECPCHOCHUMOCTDH (CM. pa3aciibl

42u4.8).
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4.5. BzammojneidicTBHMe ¢ JPYIHMH JI€K@PCTBEHHBIMIL [JEPeIAPATAMEL 1) (APY.IHe() BUIbI

B3aNMO/IeCTBUA

Biausgune apyrux JieKapcTBEHHBIX IIpPenapaToB Ha JICHBATHHHUO

Hneubumopuot unu unoykmoput uzogpepmenma CYP3A4, P-enuxonpomeuna u BCRP

JleHBaTHHUO MOXKET NPUMEHATHCS BHE 3aBUCUMOCTH OT COBMECTHOTO IpHe€Ma HHTHOHTOPOB
nzopepmenta CYP3A4, P-rimkonporenHa u Oenka PE3UCTEHTHOCTH paka MOJIOYHOM IKele3bl
BCRP. V¥ 310poBbix 106poBombiieB ketokoHa301 (400 mr B Teuenue 18 nueit) yBemmuuBan AUCo.int
u AUCo. nenBaTuHMOa (BBOAMMOTO B BHUJAE OJHOKpPATHOM 103bl B JleHb 5) mpuOnIM3UTENBHO HA
15 %, torma kak Cmax yBenuuuBasack Ha 19 %. DOro mnoxaTBepkaaeTcss MNOMYNSIIMOHHBIM
(bapMaKOKMHETUYECKMM aHAJIU30M, KOTOPBIA IMOKa3ay, yTo MHruoutopsl m3opepmenta CYP3A4
camxkaroT CUF na 7,8 %.

JleHBaTHHUO MOXET MPUMEHATHCS 0e3 KOPPEeKUUH 1036l ¢ MHAyKTopamu n3opepmenta CYP3A4 u
P-rnukonpoTrenHa, OCHOBBIBasCb Ha HCCIEIOBAHWH, B KOTOPOM 3JIOPOBBIM JOOpPOBOJIBIIAM
BBOJMJIMCh MHOTOKpaTHbIe 036l pudammuiuaa (600 mr B Teuenue 21 mHS) U OJHOKpaTHas 103a
nenBatuHN6a (24 Mr B [lens 15). AUCo.inr 1 AUCo cHIXamch npumepHo Ha 18 %, B To BpeMs Kak
Cmax He u3meHmnach. Jpdext unaykuuu nzopepmenta CYP3A B 0TIeNbHOCTH OLEHUBAIU ITyTEM
CpaBHEHHs MapaMeTpoB (hapMaKOKMHETUKHU JICHBATUHHOA IOCIIEe OJJTHOKPATHOTO MM MHOTOKPATHOTO
npuema pudammuimna. [Ipenckazano, yto AUC U Chax TenBaTHHOA cHIDKatoTcst Ha 30 % u 15 %,
COOTBETCTBEHHO, IIOCIE€ CHJIbHOM MHIYKIMA B OTCYICTBUE OCTPOro HMHruOMpoBaHuUs P-
TJIMKOTIPOTEMHA. JTO TMOJITBEPKAACTCS TMOMYJIALHUOHHBIM (PapMAKOKMHETHUECKUM aHAIH30M,

KOTOPBIHN MoKazai, 4to uHAYKTopsl n3opepmenta CYP3A4 ysemnuusanu CIF na 30 %.

IIpenapamul, pecyrupyowue KUCIOMHOCMb HCELYOOUHO20 COKA

B nonynsunoHHOM (papMakOKMHETHYECKOM aHaJM3€ MAIMeHTOB, MOIyYalouX JeHBATUHUO B J103€
10 24 Mr oaMH pa3 B CyTKH, Ipenapatsl, noBeimaromue pH xemynounoro coka (61oxatopsr Ho-
peLenTopoB, HHTHOUTOPH! IPOTOHHOM MOMITBI, AHTAIM/IbI) HE OKAa3bIBAJIH CYIIECTBEHHOTO BIIMSHUS

Ha YKCIIO3ULIMIO JIECHBATUHUOA.

pyeue xumuomepanesmuueckue npenapamol

OnHOBpeMEHHOE MPUMEHEHHE JICHBATUHMOA, KapOOIUIaTHHA M TAKJIMTaKcela HE COMPOBOXKIAIOCH
3HAYUTEIbHBIMH U3MEHEHUAMHU (PapMaKOKMHETHKH KaKoTro-Tubo M3 Tpex mpemnaparoB. Kpome toro,
y nanueHToB ¢ [IKP ¢apmakoknneTnka ieHBaTMHHOA HE TOJBEprajiach 3HAUNTEIFHOMY BIUSHUIO

COIIYTCTBYIOLIETO 3BEPOINMYCA.
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COOTBETCTBYET QKCHNEPTHOMY QTHETY
ot 18.09 2025 Ne 23534
Bausaue nenBatuHnOa Ha Apyrue JeKapcTBEHHbIC apeuapawsy | NOBRATENEHOC TR 0002

i,

Cybocmpamul uzogpepmenma CYP3A4

Knunuyeckoe wuccinenoBaHue JIEKAPCTBEHHOIO B3aMMOJIECHCTBUS Yy NAIMEHTOB C OHKOJIOTHEHR
MOKa3aJi0, YTO KOHLEHTpAIlMM MHAa3oiaMa B miasMme (4yBcTBUTENbHBIN cyOcTpar CYP3A4 u P-
TJIMKOTIPOTEMHA) HE W3MEHSUIMCH B MPUCYTCTBUM JieHBaTHHHOA. Kpome Toro, y mauuentos ¢ IIKP
(apMaKOKMHETHKA 3BEpPOJIMMYyca HE MOJBEpraiach 3HAYUTEIHLHOMY BIUSHHUIO OJHOBPEMEHHOTO
npueMa JIeHBaTUHHOA. 3HAYUTEIBHOTO JIEKAPCTBEHHOTO B3aUMOJICHCTBUS MEXK/y JEHBATUHHOOM M
npyrumu cyoctpatamu CYP3 A4 / P-rnukonpoTenHa He 05KUAACTCS.

OcHOBBIBasicb ~ Ha  JAHHBIX  MOJENUPOBaHMS  Ha  (PU3HOJOTMYECKHM  OOOCHOBAHHOM
(bapMaKOKMHETUYECKOH MOJenu, pa3paboTaHHOW Ui JIeHBaTMHHOA, 3HAYUTEIBHOTO pPHCKa
JIEKapCTBEHHOTO B3aWMOJICHCTBUS MEXKy JJeHBAaTUHHOOM 1 Muaa3oinamoM (cyoctpat CYP3A4) unu
penarmuauaoM (cyoctpar CYP2CS8) B mo3e 24 mr neHBaTMHHOA HE MPOTHO3UPYETCS. ITO TaKKE
ObUIO TOATBEPXKICHO B KIMHUYECKOM HCCIEIOBAHUH, OMPEICISIONIeM BIMSHUE JEHBaTUHHOA Ha

MUIa30J1aM y CyObEKTOB C paCIpOCTPAHEHHBIMHU COJIMIHBIMH OIYXOJISIMU.

Cybocmpamul P-enuxonpomeuna u BCRP
JlenBaTnHUO MOKa3aJl MUHUMAIIbHYIO WHTHOUPYIOIIYIO CIIOCOOHOCTh B OTHOLIECHHH TPAHCIOPTHOM
aKTHUBHOCTH, ornocpenoBaHHOi P-rmukonporennom nu BCRP. Ananoruuno, He ObU10 0OHApyX EHO

unaykuu skcnpeccud MPHK P-rnukonporenna.

Cyocmpamor OAT, OCT, OATP, BSEP, MATE u anvoezudoxcudasvl

JleHBaTUHUO TPOSBIST MHTHOMPYIOUIYIO aKTHBHOCTh Ha TEPEHOCUYMKH OPraHMYECKHX AaHHOHOB
OAT1, OAT3, mnepeHocuuku opranudeckux katuoHoB OCTI1, OCT2, O6enok-mepeHOCUUK
oprannueckux aHnoHoB OATP1B1 u momny skcnopra sxemussix cosnei (BSEP), Ho mposBisn
MUHUMAaJBHYIO JIMOO OTCYTCTBYIOIIYIO HMHruoOupyromyto aktuBHocThb Ha OATP1B3 u OGenok
MHO>KECTBEHHOUN pEe3UCTEHTHOCTH u BbIBeAcHHs TOKCMHOB 2 (MATE2)-K. JlenBatunu6 cnabo
uaru6upyer MATEL. B nurto3osie medeHun dYenoBeKa JICHBATUHUO HE WMHTUOMPYET aKTHBHOCTD

AJIbJACTUAOKCHUAA3HbI.

Ilepopanvnvle konmpayenmugbol
B Hacrosimiee BpeMsi HEM3BECTHO, MOXKET JIM JICHBATHHUO CHU3UTH 3()P(HEKTUBHOCTH TOPMOHAIBHBIX
KOHTPALENTUBOB, MO3TOMY KCHIIHMHAM, MCIOJB3YIOIUM ITOPMOHAIBHBIE KOHTPALEIITUBLI, CIEAYET

n00aBUTH OapbepHBIN METOJ KOHTpAIenIiu (cM. pa3zen 4.6).
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4.6. ®epTWIBLHOCTH, 0€PEMEHHOCTDH U JAKTALMS (NOCNEOOBATENBHOCTE 0002)

L L

JKeHIMHEI ¢ ACTOPOJHBIM ITOTCHIMAJIOM

Kenmunam ¢ JETOPOAHBIM MOTEHIMAJIOM  CIEAYeT TPEAOXPAHATHCS OT  HACTYIUICHHS
OepeMeHHOCTH, HUCHOJB3Yd dS((PEeKTUBHBIE METOAbI KOHTpALCNIUMH BO BpeMsl Teparnuu
JICHBATUHUOOM M Ha MPOTSHKEHUHU, [0 MEHBLICH Mepe, OJJHOTO MECsIa MMOCIe 3aBEPILEHHS JICUCHUSI.
Ha nacrosimuii MOMEHT HEM3BECTHO, CHMXKAET JIM JICHBATUHUO A(PPEKTUBHOCTH TOPMOHAIBHOM
KOHTpAILENIIUU, TO03TOMY PEKOMEHAYETCS MJOMOJIHHUTEIbHO MCIOJIb30BaTh OapbepHbIE METO/bI

KOHTpPALCIIINH.

bepemMeHHOCTD

JIaHHBIX O TPUMEHEHUHU JICHBAaTUHHOA y OEpeMEHHBIX KEHIIMH HeT. JIeHBaTMHMO OKa3bIBaJ
SMOPHOTOKCUYECKHI M TepaToreHHbIH 3(PQeKT mpu BBEJCHUUM KpbICaM M KPOJMKAM BO BpEMs
OpraHoreHesa IMpH SKCHO3MLHUAX HUXKE KIMHUYECKON (B 3aBHCUMOCTH OT IUIOIIAIN TOBEPXHOCTH
TeJa) B MaKCUMaJIbHOW PEKOMEHIyeMOH /103€ /Il uesloBeKa. AHOMAJIMU Pa3BUTHUS IUI0/1a BKIIOYAIH
MapueTaNbHBId OTEK, KPUNTO(PTAIBMHUIO, AHOMAJBHBIA XBOCT (KpBICHI), PETPOl30QarcalbHyIO
MOAKIIIOUNYHYIO apTEepUI0, CpalluBaHWe pedep M TO3BOHOYHBIE AHOMAIUU (KPOJIHKH). OTH
sMOpuoeTanbHble OTKIOHEHHUS, BEPOSITHO, CBA3aHBI C (apMaKOJOTHUYECKOH aKTHMBHOCTBHIO
JICHBAaTUHMOA KaK aHTHAHI'MOT€HHOTO areHTa.

JleHBaTHHUO MPOTHUBOTIOKA3aH BO BpeMsi OEpPEMEHHOCTH.

JlakTanusa

HeusBecTHO, BBIAENSETCA JHM JICHBATUHUO C TPYAHBIM MOJIOKOM ueloBeKka. JIeHBaTMHUO U ero
MeTa0OJIUTHl SKCKPETHPYIOTCS C TPYIHBIM MOJIOKOM KpbIC. M3-32 BO3MOXKHBIX HEOIArompusTHBIX

3 PEeKTOB I MIIaJIeHIIa JICHBATUHUO MPOTUBOIIOKAa3aH MPH IPYIHOM BCKAPMIIMBAHUH.

DepTUabHOCTD

Bnusiaue nenBaTHHHMOAa Ha (EpTHIIBHOCTH ueloBeka He u3ydeHo. OqHako, BBeIEHHE MpenapaTa
KpbicaM, co0akaM M 00e3bsiHaM COMPOBOXKJAIOCh TOKCHYECKHM BO3JCHCTBHEM Ha SIMUKU H
SIUYHUKU.

CrnenuanbHBIX HCCIICAOBAHUM OICHKH BIUSHHS Ha (EPTHIBHOCTh JKUBOTHBIX HE IMPOBOJAMIOCH.
OnHako MpH UCCIIEJOBAHUU TOKCUYHOCTH P MHOTOKPATHOM BBECHUU Y )KUBOTHBIX HAOIIOIAINCH
U3MEHEHHUS B SIMUKaX M SUYHUKAX IpH dKcno3uiusax ot 11 mo 15 pa3 (kpsickl) winm ot 0,6 1o 7 pas
(00e3bsSIHBI) OT 0XHUAAeMOTO KIMHHYECKOTro Bo3zeiicTBusi (Ha ocHoBe AUC) mpm MakCHMalbHO
MEPEHOCUMON J103€ JJISi 4YeloBeKa. OTH W3MEHEHHs ObulM OOpaTUMBbI B KOHIE 4-HEIEeNbHOTO

nepruosa BOCCTaHOBJICHUHL.
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4.7. BimsiHue Ha CIOCOOHOCTH YNpaBiATh TPAHCHOPTHHINM ) CPEACTBAMM (U |padorars ¢

MeXaHM3MaMH

VccnenoBanus BIMSHUS JICHBAaTUHUOA HAa CIIOCOOHOCTH YIPABISATH TPAHCIIOPTHBIMU CPEICTBAMH,
MeXaHM3MaMH He MPOBOMINCH. JICHBAaTUHMO MOXKET BBI3BIBATh HEXENATEIbHBIC PEAKIUH, TaKhe
KAaK yTOMJIIEMOCTb M TOJIOBOKpY:KEHME. llanueHThl, y KOTOPBIX MMEKT MECTO 3TH CHUMIITOMBI,
JOJKHBI COOJIOAATh OCTOPOYKHOCTD MPH YIPABICHUH aBTOTPAHCIIOPTOM M PabOTe € ABMKYLIUMHUCS

MCXaHU3MaMU.

4.8. He:xennaTesbHbIEe peakuu

Pesrome nipoduiist 6€30macHOCTH

[Tpo¢unp Ge30macHOCTH JIEHBAaTMHMOA OCHOBAaH HAa OOBEAMHEHHBIX JaHHBIX, MOJY4YEeHHBIX y 497
narueHToB ¢ [IKP wm 530 manmentoB ¢ PD, mosydaBmuX JIEHBAaTUHUO B KOMOWHAITMHM C
nemOponmymadbom B uccienoBanusx 111, 307 u 309 coorBerctBeHHo, 62 marmentoB c¢ I[IKP,
MOJIy4aBIINX JICHBATUHUO B KOMOMHAIIMM C 3BEPOJIMMYCOM, B uccieroBanuu 205, a Tarke 452
narenToB ¢ JUKIDK u 496 namumentoB ¢ I'LIP, koTopele mosydanu JIEHBAaTUHUO B BHUC

MOHOTEPAIINH.

JPLK u IIKP (nensamunub ¢ KOMOUHAYUU C 28EPOTUMYCOM)

Haubosiee vacTo BcTpeuaBiimecs: HexenarenbHble peakuuu y manueHtoB ¢ JIPHDK u IIKP B
uccnepoanuu 205 (=30 % cnyuaeB) Bximovanu guapero (80,6 %), aprepuanbHyl0 THIEPTEH3UIO
(70,1 %)*, yrommsemocth (59,7 %), cHmxenue anmeruta (53,7 %), CHIDKEHHE MacChl Teia
(52,6 %)*, proty (48,4 %), TomHOTY (45,2 %), mpoTennyputo (38,9 %)*, cromarur (36,9 %)*,
ronoBHyto 6omb (35,8 %)*, muchonuro (35,6 %)*, cuHAPOM TATOHHO-IOJOIIBEHHOMN
spurponusecresun (JIIID) (34,1 %)*, mepudepudeckuii orek (33,9 %) u rumepxosieCTEpUHEMHUIO
(30,6 %). AprepuanbHasi TUIEPTEH3US U MPOTEUHYpPHUS B OOJBLUIMHCTBE CIIy4acB pa3BUBAIACh B
HayaJe JeueHUs JICHBAaTMHUOOM (cM. pasznmensl 4.4 u 4.8; 4acTOThl, OTMEYCHHBIE *, OTHOCSTCS K
nonyssiuuu naruesTos ¢ JJPIIDK).

Haubonee BaxXHBIMU CephE3HBIMU HEKENATSIHLHBIMU PEAKITUSIMU OBLITH HapyIIeHUsT (QYHKIIUU MTOYEK
u modeyHas HenmoctarouHocTh (11,3 %), TpomOGosmOomuu aprepuit (3,9 %)*, cepneunas
HenoctatouHocTh (1,6 %), BHyTpuMmo3roBoe kpoBousmusaue (1,6 %), KpoBOTEUeHHE BO
BHyTpuuepenHoir omyxomu (0,7 %)*, PRES / RPLS (0,2 %)*, u meyeHouHass HEIOCTaTOYHOCTh

(0,2 %)* (uacTOThI, OTMEUEHHBIC *, OTHOCATCS K Momysinuu nanueHTos ¢ JIPIDK).
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Cpenn 452 nauuentos ¢ paguononpedpaxreptbiv JIPUIMK mesemaneas Fi1g PeaKI LPHUBO/WITHA K

CHIDKCHHIO JI03bI JieHBaTuHMOa B 63,1 % ciy4aeB W K MOJTHOM OTMeHe mpemnapara — B 19,5 %
ciyyaeB. Hambosee wyacTbIMM HeEXeENAaTENbHBIMU PEAKIUSAMH, KOTOpBIC SBISUINCH MPUUYUHOM
CHIDKEHMs J103bl mpenapata (y 5 % maunueHToB u OoJjiee), SBISUTUCH apTepHalibHas THUIEPTeH3UA,
IIPOTEUHYpUs, AUApes, yromisieMocTh, cuHiapoM JIIID, yMeHblneHHMe Macchl Telna M CHUXKEHUE
anmeruta. Hambosee dacThle HEXeNaTeNbHbIE pEAKIMH, KOTOpblEé NPUBOAWIM K OTMEHE
JeHBaTUHUOA, BKIIOYAJIM TNPOTEUHYPUIO, AaCTCHHIO, apTEepPHAJbHYI0 THUIIEPTEH3UIO, OCTpOe
HapyILIEeHHEe MO3TOBOT0 KPOBOOOPAIIEHHUS, IUAPEIO0 U TPOMOOIMOOIINIO JIETOYHON apTepHH.

B uccnenoanun IIKP HexenarenbHble peakiuy NPUBOIMWIM K CHIDKEHMIO 703 IIpernaparoB B
67,7 % cnydaeB u K momHOM ux oTtmene — B 18 (29,0 %) cmydaeB. Haumbonee dacTeiMu
HEXXEeJaTeIbHBIMH PEaKIMSIMU, KOTOPbIE IPUBOMIN K CHHXKEHHIO 1103 (y 5 1 Oonee % ManueHToB) B
rpymmne JeHBaTUHUO+3BepoIuMyc, sBsuuch nuapes (21,0 %), tpombouurtonenus (6,5 %) u psota

(6,5 %).

IIKP (neneamunub 8 kombunayuu ¢ nemopoiuzymabom)

HaubGonee yacto BcTpeuaBimecs: HexenarenabHble peakiuuu (> 30 % ciaydaeB) BKIIOYAIH TUAPECIO
(61,8 %), aprepuanbuyto runeprensuto (51,5 %), yromnsemocts (47,1 %), runotupeos (45,1 %),
cumxenue anmnerura (42,1 %), Tomnoty (39,6 %), ctomarur (36,6 %), nporeunyputo (33,0 %),
muconuto (32,8 %) u aprpanruto (32,4 %).

Haubonee yacto BcTpedaBIInecs: TsHKEIbIE pEakiuu (CTETeHb TSHKeCTH 3 | BhIe) (> 5 % cioydaeB)
BKJIIOUAJIM apTEPUAIbHYIO TUIEepTeH3HI0 (26,2 %), noBbILIEHUE YPOBHS Junasbl B KpoBu (12,9 %),
muapeto (9,5 %), nporeunyputo (8,0 %), noBbIIeHUE YPOBHS aMuiia3bl B KpoBHU (7,6 %), CHUXKEHHE
Mmacchol Tena (7,2 %) u yromnsgemocts (5,2 %).

W3 497 nanreHTOB HeXenaTeIbHbIe PeaKUy MPUBOAMINA K U3MEHEHUIO JI03bI (€€ MPEephIBAHUIO WIH
CHIDKCHHIO) WJIM OTMEHE JI000ro W3 HccienyeMbIXx mpemnapatoB y 86,3 % u 33,4 % manueHToB,
cooTBeTcTBeHHO. [Ipn »TOM OTMeHa neHBatuHHOa mpoumsomia y 23,7 % mnamMeHToB, a JABYX
npenapatoB — y 12,9 % mnauuentoB. Hambosee yacTbIMM HEXeNaTelNbHBIMU peakiusMu (> 1 %
cllyyaeB), MPHUBEIIIMMU K OTMEHE JICHBAaTWHUOA, meMOposin3ymaba MM JBYX IpenapaToB, ObUIH
mapest (2,0 %), mporeunypus (1,8 %), ceimb (1,4 %), undapkr muokapaa (1,4 %) u ocTpblit
uHopapkt muokapaa (1,0 %). HexenatenbHBIMH peaknMsIMHU, KOTOpPbIE Yalle BCETO MPHUBOAMUIH K
oTMeHe JeHBatuHuOa (> 1 % cmydaes), Obutn ipotennypust (1,8 %), nndapkr muokapna (1,4 %) u
muapest (1,0 %). O6paTutech K MHCTPYKIMHU [0 MEJUIIMHCKOMY IPUMEHEHHIO TeMOposim3ymabda Juis

noJrydeHus: uHpopmanuu o6 oTMeHe nemOponuzymaoa.
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[pepbiBaHue npuema JeHBaTHHNOA, TeMOposk3yMaba HINIBYX MPeRapaToR MB:BaHEKENATEIBHON

peakuuu npousonuio y 80,1 % nanueHToB; MpueM JIEHBaTUHMOA ObLI mpepBaH y /5,3 %, a npuem
IByX mpenapatoB —y 38,6 % narmenToB. [lo3a nenBaTtuHnOa Oblia cHIDKEHA y 68,4 % MalueHTos.
HanOosiee yacTbIMH HEXETATENbHBIMHU PeaKIUAMH (= 5 % cilyyaeB), TPUBOAUBIINMU K CHUKEHHIO
7I03bI WM TPEphIBAaHUIO TIpHUeMa JIeHBaTUHUOA, ObuH auapes (25,6 %), aprepuanbHas TUIEPTEH3US
(16,1 %), npoteunypus (13,7 %), yromnsiemocts (13,1 %), camwxenue anmnerura (10,9 %), cunapom
JIIID (10,7 %), TomHoTa (9,7 %), actenus (6,6 %), cromatut (6,2 %), NOBBILLIEHUE YPOBHS JIUIA3bI

B KpoBH (5,6 %) u pBoTa (5,6 %).

ryp

Haubosiee wacto BcTpeuaBIMecs HexenarenbHble peakiuu (=30 % ciyyaeB) BKIIOYAIH
aprepuanpHyto rumneprensuio (44,0 %), nuapero (38,1 %), cHmwxkenue anmeruta (34,9 %),
yromusiemocts (30,6 %) u camxenue maccel tena (30,4 %).

Haunbosiee  BaXHBIMH  CEpPbE3HBIMH  HEXENATEIbHBIMH  pEaKIUsAMH  ObUTM  TeYeHOYHas
HEIO0CTaTOYHOCTH (2,8 %), meuenounas >nuedanonarus (4,6 %), KpoOBOTEUEHUE U3 BAPUKO3HBIX BEH
numesoaa (1,4 %), BHyrpumosrosoe kpoBomsiusiaue (0,6 %), Tpombosmbomnu aprepuit (2,0 %),
Biimouass uHpapkr muokapaa (0,8 %), uepebpanbnbiii uadapkr (0,4 %), ocTpoe HapylieHHE
Mo3roBoro kpoBooOpamienus (0,4 %), cnydam HapymeHuss GQYHKOIMHM TIOYeK M TOYeyHas
HegpoctatouHocTh (1,4 %). ¥ manmenToB ¢ I'TIP HaOmromanack 0ojiee BBICOKAs 4acTOTa CHUKCHUS
KoJMyecTBa HeUTpouios (8,7 % Ha neHBaTMHUOE), YeM IpU Apyrux Tumnax omyxonei (1,4 %), 4ro
He OBIIO CBA3aHO ¢ MH(EKIMEH, CETICUCOM HIIN OaKTepUaIbHBIM TEPUTOHUTOM.

Cpenn 496 manueHTOB ¢ renaTOLEIUIIONSAPHBIM PAKOM HEXENATelIbHbIE PEAKIUU IPUBOIWIN K
CHIDKCHHIO JI03bl JICHBaTHHMOA B 62,3 % ciiydaeB U K moyiHOM ero otMeHe — B 20,2 % cmydaes.
HauOouiee yacTbIMi HeXeNaTeIbHBIMH PEAKIMSAMHU, KOTOPBIE SBJSUTUCH MIPHUUYMHON CHUKEHHUS JO3bI
(y 5 u Gonee % manmeHTOB), ObLTM CHIDKEHHE alleTUTa, AUapes, MPOTECHHYpHS, apTepuanbHas
THIIEPTEH3Us, YTOMIIsIeMOCThb, cuHapoM JIIID u cHmkeHue xoimuuecTBa TpoMOoruToB. Hanbonee
YaCTBIMU HEXKENATeIbHBIMH PEaKIUsIMH, MPUBOAMBIIMMHU K OTMEHE JICHBAaTWHUOA, SBISUIUCH
Ne4YeHouHast HSHUe(alonaTus, YTOMJISIEeMOCTb, MOBBIIICEHUE YPOBHS OHIMpyOMHA B KpPOBH,

MNpOTCUHYPUA U ICUCHOYHAA HCAOCTATOYHOCTD.

PO
Haubosiee wacTto BcTpeuaBmIMecs HexenaTeldbHble peakuuu (=>20% ciayuaeB) BKIIOYAIH
aprepuanbHyto runeprensuto (63 %), muapero (57 %), runotupeosd (56 %), tomHoTy (51 %),

camxenue amnmnerura (47 %), psory (39 %), yromnsiemocts (38 %), cHmkeHnue maccel tena (35 %),
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aprpanruio (33 %), nmporeunyputo (29 %), pamop (27 %6); NoIOBHNE TOOME, H27(Y4)s, ARGEKIIIO

COOTBETCTBYET QRCHEFTHOMY QTYETY

MOYeBBIBOISIIUX TyTel (27 %), muchonuro (25 %), 6omu B xkuBoTe (23 %), actenuio (23 %),
cunapom JIIID (23 %), cromatut (23 %) u runomarauemuto (20 %).

HaubGonee wacteimu (> 5 % ciydaeB) TSKENBIMU (CTETIEHb TSDKECTU 3 U BHINIE) HEXENIAaTeIbHBIMU
peakiusMu ObLTH apTepuanbHas runeprensus (37,2 %), camwkenue Beca (9,1 %), muapes (8,1 %),
MOBBIIIEHUE YpPOBHs aunasbl B KpoBu (7,7 %), cHuxenue ammerura (6,4 %), actenus (6 %),
yromisieMocTsb (6 %), runokanuemus (5,7 %), runonarpuemus (5,3 %) u npoteunypus (5,1 %).
OTMmeHa JieHBaTHHMOA W3-32 HEXENaTeNbHBIX peakuuid mpomsoruia y 30,6 % mnanueHToB, ABYX
npenapaTtoB — 15,3 % nanueHTos.

Haubonee ywacteimu (> 1% ciydaeB) HeXenaTeNbHBIMU PEAKIUSAMH, MPUBOJUBIIMMHU K OTMEHE
neHBaTUHUOa, ObUIM apTepuanbHas runeprensus (1,9 %), mmapes (1,3 %), acrenus (1,3 %),
camxenue anmneruta (1,3 %), nporeunypus (1,3 %) u canxenue maccol tena (1,1 %).

OOpatuTech K MHCTPYKIMH IO MEIUIIMHCKOMY MPHUMEHEHHIO MeMOponmu3ymada Uisl MOTYYCHHUS
uHpopmanuu 06 oTMeHe neMOponnzymada.

[IpepriBanue mnpueMa JIeHBaTHHMOA W3-3a HEXKENATeNbHBIX peakiuil mpousonuio y 63,2 %
MALMEHTOB, JBYX NpenaparoB —y 34,3 % naiueHTos.

HauGonee wacteimu (> 1 % ciaydaeB) HeXeNaTeIbHBIMU PEAKIHSIMU, MPUBOISIIAMU K TPEPHIBAHHIO
npueMa JIeHBaTUHUOA, OblIM apTepuanbHas runeprensus (12,6 %), muapes (11,5 %), nporennypus
(7,2 %), peota (7 %), yromnsaemocts (5,7 %), camxenue amnmnerura (5,7 %), tomHoTta (4,9 %),
noBbIIIeHNE YpoBHS anaHuHaMuHoTpanchepassl (AJIT) (3,4 %), actenus (3,2 %), CHUKEHHE MacChI
tena (2,8 %), wuwHPEKIMH MOUYEBBIBOIAMIMX myTed (2,6 %), TOBBIIICHUE YPOBHS
acmapratamuHotpancdepassl (ACT) (2,5 %), 60sb B s)xuBoTE (2,5 %), TOBBIIIICHUE YPOBHS JTUMA3bI
B kpoBu (2,3 %), ronoBHas 6onb (2,1 %), aprpanrus (1,9 %), runorupeos (1,9 %), ctomarur
(1,9 %), o6e3BoxxkuBanue (1,7 %), noBbllieHHe KpeaTuHuHa B KpoBH (1,7 %) ), MOBBIIIEHNE YPOBHS
ammnazel (1,5 %), rwumeprepmus (1,5 %), mnoBeimenue Ounupyouna B kpoBu (1,3 %),
nepudepudeckue oreku (1,3 %), xonermerur (1,1 %) u maeBmonus (1,1 %).

Hau6Gonee wacteimu (> 1 % cinydaeB) HeXeNnaTeIbHBIMU PEAKIHSIMU, MPUBOISIIAMU K TPEPHIBAHHIO
npueMa JByX IpernaparoB, Obuin quapest (4,7 %), nossimenue ypoHsa AJIT (2,1 %), yToMiaseMocTb
(1,9 %), acrenus (1,7 %), noseimienne ypoHst ACT (1,7 %), pBota (1,7 %), noBbIllIeHHE YPOBHS
munasel (1,7 %), wHbekuus moueBbBomsmmx myted (1,5 %), cHmwkenue maccel Tema (1,3 %),
aprepuansHas runeprensus (1,3 %), tommnora (1,3 %), xonemuctutr (1,1 %) u mnoBbIIIEHUE

KpeaTuHHHA B KpoBH (1,1 %).
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CHrKeHHE 1103bl JICHBATUHMOA M3-32 HEKeNafesbHbIX (PeaKifif: Mpop3onmp) iy 67,0 6. MaHeHTOB.

Haubonee gacteiMu (> 1 % cnydyaeB) HexenaTeIbHBIMU PEAKLUSMH, HPUBOJSAIIMMU K CHUKEHHIO
70361 JIEHBAaTHHUOA, ObUIH apTepuainbHas runeprensus (16,2 %), auapes (12,5 %), cunapom JIIID
(9,1 %), yromnsiemocts (8,7 %), nporeunypust (7,7 %), cuuxkenue anneruta (6,6 %), TomHOTA
(5,5 %), acrenus (5,1 %), camwkenne maccel Tena (5,1 %), aprpanrus (4,3 %), cromatut (3,4 %),
pBoTa (3,4 %), cHIKeHue KonudecTBa TpoMOo1uToB (2,5 %), 6omb B xxuBoTe (1,5 %), moBbIIICHNE
ypoBus AJIT (1,5 %), tpomOouuronenus (1,5 %), nmoBeimenue ymmnassl (1,3 %) u ronoBHas 60k

(1,1%).

TabauyHOE pe3lOME HEXKeEIaTeIbHbIX DEAKIIUI

B Tabmune 4 mnpuBeneHbl HEXKeNaTeIbHbIC PEAKIUH, BBIABICHHbIE B XO0J€ KIMHUYECKUX
WCCJICIOBAaHUH Yy MAlMEHTOB, MOJy4aBIIMX MoHoTepanuio jeHBaTuHHOOM (JPILDK u I'LIP), u y
NAIMEeHTOB, MOJYYaBIINX KOMOMHALHMIO TeHBaTHHUOA ¢ 3BeponumycoM (ITKP) n nemGponnzymabom
(ITKP u PD), a Takxke BbISBIEHHBIE B X0OJI€ IIOCTPETUCTPALIIOHHOTO IPUMEHEHHUS JICHBaTUHUOA.
YacToTa BOHUKHOBEHHSI OIPEIEIISIIACch KakK:

e oueHb "acto (> 1/10),

e yacrto (> 1/100, Ho < 1/10),

e Heyacto (> 1/1 000, Ho < 1/100),

e pexxo (> 1/10 000, o < 1/1 000),

e oueHb peako (< 1/10 000),

® 4YaCTOTa HEU3BEeCTHA (HA OCHOBAHUM MMEIOIIUXCS JJAHHBIX OLIEHUTh HEBO3MOXKHO).
B mpenenax kaxIo#l KaTeropuu 4YacTOThl HEXKeJaTelbHbIC PEAaKLUUU MPEACTABICHBI B MOPSAKE

CHMKCHUS CTCIICHU TAXCCTH.

Tabnuma 4. HexxenarenpHble peakiliu, 3apETUCTPUPOBAHHBIC Y MAIMEHTOB, MOJYYaBIIUX JICYCHUE
JIEHBATUHUOOM

CucremHo-oprannblii | Monorepanus (JAPLIK u I'LIP) KomOunanmus ¢
KJ1acc /KxoMOMHALMSA C IBEPOTUMYCOM neMopoJM3ymadoom
(IIKP) (IIKP u PJ)

HUngpexyuu u uneasuu

OueHnb yacTo Wudexyn MoueBBIBOIIINX | MHekunn MOYEBBIBOASIINX
IyTei IyTei

Heuacro [TepuneanbHBIM abciiece

Hapywenus co cmoporbl Kposu u aumpamuieckoi cucmembl

OueHnb yacTo TpomOouuTonenus® TpomOouuTonenus®
Jleiikonenus® Hefitponenus®
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Cucremuo-opranubiii | Monorepanust (APHUK n THP)C N E [10OE KomGuaanasy ¢, (002
KJ1accC /xoMOMHAMSA C 3:t;'l07mwrymr—rrewrﬁpmm3ymﬁum
(ITKP) (IIKP u PJ)
Hefitponenus®
Yacro Jlumdonenus® Jleiikonenus®
Jlumdonenus®
Heuacro Wudapkr cene3énku
OHOOKpUHHbLE HAPYUWEeHUS
OueHnb yacto I'mnotupeos I'mnotupeos
IloBbimenne ypous TTI' B | [loBeimenne ypoBus TTI B
KpPOBH KpPOBH
Hapywenusa memabonuzma u numanus
OueHnb yacto MnOKaIbIHEeMHs [M'unokanuemust
T'unepxonectepunemMus™ * T'unepxonectepunemus’, *
['unokanuemust I'umomaranemus®
CHuxeHue Macchl Tena CHuxeHHe Macchl Tena
CHMKeHMe anmneTuTa CHMkeHHe anmneTuTa
Yacro O06e3BoXHMBaHNE O06e3BoXHMBaHNE
CunomaraneMus’ THIOKATBIIEMHUS
Icuxuueckue napyuwenus
OueHb YacTo becconnuniia becconnuniia
Hapywenus co cmoponul HepeHoli cucmemul
OueHnb yacTo I'osoBOKpyKEHHE I'osoBOKpyXKEHHE
I'onoBHas 6onb I'onoBHas Oonb
Jucres3us Jucres3us
Yacro OcTpoe HapyleHue MO3rOBOI0
KpOBOOOpamieH s
Heuacro Cunzppom oOparumoii  3amuei | CuaapoM  oOpatumoil  3aaHel
sHIIEeDaTonaTHH sHIIeaTonaTHH
Momnomnapes OcTpoe HapylleHue MO3roBOrO
Tpan3utopHas vIIeMuyeckas | KpoBooOpareHus '
araka Monomnapes
TpansutopHas HLIEMUYECKAst
aTaka
Hapywenus co cmoponul cepoya

Yacro Undapkr Muokapaa®’ Undapkr Muokapaa®’
CepaeuHast HE1IOCTaTOYHOCTD Ymunenne wuntepBana QT Ha
VYanunenue wuntepBana QT Ha | OKT
OKTI
CHmxeHue ¢ppakuuu BIOpoca
Heuacro CepneuHast HEIOCTATOYHOCTh
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CucremHo-oprannblii | Monorepanus (/] Ku TP NE NOR KomGuganasi ¢, (007
KJjace /kOMOMHALNS C OB T IEeMO POy Ma 0O
(ITKP) (ITKP u PD)

CHmxeHue ¢ppakuuu BIOpoca

Hapywenus co cmoponwl cocyoos

OuyeHp 4acTo

Kposoteuenne® ™
ApTepuanbHas rUMepTeH3us®
ApTtepuanbHasi THIIOTEH3US

Kposoteuenne® ™
ApTepuanbHas rUMepTeH3us®

Yacro ApTtepuanbHasi THIIOTEH3US
YactoTa HEU3BECTHA AHEeBpHU3MBbI u paccioeHue | AHEBPU3MBI U pacclO€HUE
aprepui aprepui

Hapywenus co cmopobl 0bixamenbHol CUCeEMbl, OP2AHO08 2PYOHOU KNemKU U cpe00CmeHUs
OueHnb yacto Huchonus Huchonus
Yacro TpomGo3MOb0Hs nerouHoit | TpomOGo3aMOboIHs JIETOYHOMN
aprepun’ aprepun’
Heuacto ITHeBMOTOpaKe ITHeBMOTOpaKC
Kenyoouno-kuweunvle Hapyuienus
OueHnb yacto Huapest Huapest
Boib B KuBOTE' Bonb B kuBOTE'
PBorta PBorta
TowmHoTa TowmHoTa

Bocnanenue nonocru pra®
Bonb B nojoctu pra’

3anop
Jucnerncus
CyxoCTh CHHM3UCTONW  000JOYKH

IIOJIOCTH pTa

Bocnanenue nonocru pra®

Bonb B nojoctu pra’

3anop

Jucnerncus

CyxoCTh CHHM3UCTONW 0O0OJOUYKH
IIOJIOCTH pTa

IToBpIIIEHNE AKTUBHOCTH JIMIA3BI

IloBbIIEHUE AKTUBHOCTHU
aMuJIa3bl
Yacto @ducryna npsIMON KHUILIKU [ankpearut!
Mereopusm Mereopusm
IloBbIlIEHNE AKTUBHOCTH JIUIIA3bI
IloBbIIEHUE AKTUBHOCTHU
aMuIa3bl
Heuacto [aukpeatut! @ducryna npsIMON KHUILIKU

Hapywenus co cmoponul

nevyernu u 9/C€ﬂll€6b1600}lu4ux nymeﬁ

OyeHp 4acTo

[ToBbleHne KOHIICHTPALUU
OuIMpyOUHA B KPOBM ~
T'unoans6ymunemus”

TloBeI1IEHNE aKTUBHOCTHU

S
['unoansbymuHeMus”
[ToBeiIEHNE AKTUBHOCTU

*
alaHMHAMUHOTpaHCchepassl

TloBeI1IEHNE aKTUBHOCTHU

alaHUHAMUHOTpaHChepasbl

acHapTaTaMHHOTpaHc(epashl
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CucreMHO-OpPraHHbIN

Momnotepanus (/] K un P |
/KOMOHWHAINA C OB TreMopoTm3yMatom

NE OB KomGusanast ¢, (1007)

KJjace
(ITKP) (ITKP u PD)

[ToBeiIEeHNE aktuBHOCTHU | [loBBIIICHKE AKTUBHOCTU
acHapTaTaMHHOTpaHc(epashl menoyHoi pochaTaszsl

Yacto [Meyenounas HeIOCTATOYHOCTES "' | XomemucTur
[euenounas suuedanonatus” ' Hapymenue QyHKIMM e4eHn
IloBrIICHUE aktuBHOCTH | IloBRIIICHUE KOHLIEHTPaLUHU
menoyHoi pochaTaszsl OuIMpyOUHa B KPOBM ~
Hapymenne QyHKIMH e4eHn IloBbIlIEHNE AKTUBHOCTH T'aMMa-
[ToBbIlIeHNE AKTUBHOCTU TamMMa- | TIIyTaMUITpaHchepasbl
TIIyTaMHJITpaHChepasbl
XOJIELUCTUT

Heuacro [ToBpexnenue KIEeTOK | IledeHOuHas HeJ0CTaTOUHOCTES ™
ne4eHn/renaTuT” t

Ileuenounas 3Hue(banonaTH;11’ t

IToBpexnecuue KIIETOK
MeYeHN/TENaTUuT

Hapywenus co cmoponul Kodicu u NOOKOICHBIX MKAHell

OueHb yacTo Cunnpom JajOHHO-TIOAOIIBEHHOH | CUHApPOM JIaJIOHHO-

3PUTPOAU3ECTEZUN MMOJIOIIBEHHOM 3PUTPOAU3ZECTEZUN
CrlIlb CrIlb
Anonenus
Yacto [Muniepkeparo3s Amonenus
I'mnepkeparos

Hapywenus co cmoponul

MBIUEYHOU, CKeAemHOU U COCOUHUMEIbHOU MKAHU

OuyeHp 4acTo

bonn B ciune
ApTtpairus

Muanrus

bonn B KOHEUHOCTIX
KoctHO-MBIIIIEYHAsT 60D

bonn B ciune
ApTtpairus

Muanrus

bonn B KOHEUHOCTIX
KoctHO-MBIIIIEYHAas 60D

Heuacto

OcTeoHeKkpo3 YentocTu

Hapywenus co cmoponul

novexk u MOV€6b1600}lu4ux nymeﬁ

OueHnb yacTo [poTennypus [IpoTennypus
[ToBbimieHUE KOHIICHTpalUU
KpeaTHUHHHA B KPOBU
YacTto DONU30/1bI MOYEYHOU | DTH30/1bI MOYEUHO N
HeocTaToynocTH™ ' HeocTaToynoctH™ '
Hapymenne GyHKIUY MOYeK IloBbIIEHNE KOHIIEHTpaLUuU

IToBeImeHUE KOHICHTpalu

KpeaTHHUHA B KPOBH

MOYCBUHBI B KPOBU
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Cucremuo-opranuelii | MoHoTepanus (IlPt;lﬂC u THP)C N E OB KomGuaanmst ¢, (1007)

KJ1ace /kOMOMHALNS C OB T IEeMO POy Ma 0O
(ITKP) (ITKP u PD)
IloBrIICHUE KOHIICHTpalu

MOYCBUHBI B KPOBU

Heuacro HedpoTrueckuii cunapom Hapymenne QyHKIMY TOYeK
HedpoTrueckuii cunapom

Obwue napywenus u peakyuu 8 mecme 68e0eHuUsl

OueHnb yacto YToMIs€MOCTh YToMiseMoCTh
ActeHus ActeHus
[epudepuyeckuii oTex [epudepuyecknii oTex
Yacro YyBcTBO AuckoMpopTa YyBcTBO AuckoMpopTa
Heuacto Hapymenue 3a:xxuBnenus pan HeractpounrectunaibHas
¢ducryna®
Hapymenue 3axxuBnenus pan
YacTtoTa HeU3BeCTHA HeractpounrecrunanbHas
¢ucryna®

* cM. moapazaen «OmnucaHue OTHEIbHBIX HEXKENaTeIbHBIX peakIMi» MaHHOTO pasjeia Ul IMONYydeHHs MOApOOHOH
nHpopmanum.

+ BKIIIOUas cirydan C JIeTaIbHBIM HCXO/IOM.

Crnenyromue TepMHUHBI OBITH 00bEANHEHBI:

a: TpoMOonuTONEeH!sT BKIIIOYAET CHIKEHHE YMcia TPOMOOIMTOB B KpoBH. HeWTporeHus BKIIOYAaeT CHIDKEHHE
yucna HeHTpoduinoB B KpoBH. JIeliKoneHns BKIIIOYAET CHIDKEHHE YHCIIA JISHKOIIUTOB B KPOBHU. JInMQoneHus BKIroYaeT
CHIDKEHHE YMCIIa JIMM(OIUTOB B KPOBH.

b: I'umomarHreMus BKIIOUAET CHIDKEHHME YPOBHS MarHus B KpoBU. [ unepxonecTepuHeMsl BKIIIOYAET NOBBIICHUE
YPOBHSI XOJ€CTEpPUHA B KPOBU.

c Wudapkr MHOKapaa BKITIOYAET OCTPHI HH(pAPKT MHOKap/a.

d: KpoBoreuenne BKkiIOUaeT Bce BUABI KPOBOTEUEHMM, TaKH€ KaK HOCOBOE KPOBOTEUEHUE, KPOBOXapKaHbE,

reMaTypus, KOHTY3US, TeMaTOXe3Ws, KpPOBOTOUMBOCTH JIECEH, II€TEXWH, JIETOYHOE KpPOBOTEUEHHE, DPEKTaJIbHOE
KpPOBOTEUEHHE, HaJM4YHe KPOBHM B MOYE, reMaToMa, BIIATaJIHIIHOE KPOBOTEUYEHHE, KPOBOU3JIMSHHE B KOHBIOHKTHBY,
reMOPPOUIAIbHOE KPOBOTEUEHHE, KPOBOUZIIMSIHIE BO BHYTPHUYEPEITHYIO OITyXO0JIb, TOPTAHHOE KPOBOTEYEHUE, IKXUMO3,
TIOBBIIIIEHHAsI CKJIOHHOCTh K CHHSIKAM, IOCTIPOIEyPHOE KPOBOM3IIUSHUE, ITyPIypa, KPOBOM3IIMSHUE B KOXKY, Pa3pbiB
aHEBPH3MBI, apTepHajlbHbIE KPOBOTEUCHHUS, IJIa3HBIE KPOBOW3JIMSHHMS, JKEIYJTOUYHOE KPOBOTEUEHHE, TeMOpParnIecKuil
racTPOAYOJCHUT, KEITyIOYHO-KUIIIEYHOE KPOBOTEUEHNE, PBOTA C KPOBBIO, KPOBOTEUEHHE, TEMOPPArHIeCKUl HHCYIIBT,
MEJIeHa, MeTpopparus, KpOBOTEUYEHHE W3 HOITEBOrO JIOXKa, TIeMOTOpaKC, ITIOCTMEHOIAay3aJbHOE KpPOBOTEUEHHE,
reMOpparuueckuii IpOKTHUT, MOYeYHasi TeMaToMa, KPOBOM3JINSHNE B CEIE3E€HKY, KPOBOM3IIMSIHUE Y OCHOBAHHUS HOTTEH,
cybapaxHOMJaIbHOE KPOBOM3IIMSHUE, KPOBOMBJIHMSHHE B TPaxelo, KPOBOUJIMSHHE B OIyXOJlb, KPOBOTCUCHUE W3
BJIaraJjifia 1 MaTOYHOE KPOBOTEUEHHE.

TepMHUHBI KpOBOTEUECHHUH, KOTOpbIE MMenu Mecto y 5 wmiu Oomee cydnbekroB ¢ JIPLIDK: HOcoBOe kpoBoTeueHwe,
KpPOBOXapKaHbe, T'eMaTypHs, KOHTY3Ws, IeMaTOXe3usi, KPOBOTOUMBOCTh IECEH, IETEXWH, JIETOYHOE KPOBOTECUCHHE,
peKTaNbHOE KPOBOTEUEHHE, HAJTMYME KPOBU B MOYE, TeMaToMa M BarMHaJbHOE KPOBOTEUEHHE.

TepMHHBI KPOBOTEUEHHUH, KOTOPBIE MMENN MecTo y 5 min 6oiiee cyobekToB ¢ I'LIP: HocoBoe kpoBOTEUEHHE, TeMaTypus,
KPOBOTOYHMBOCTH JIECEH, KPOBOXapKaHbE, KPOBOTEUEHNE U3 BAPUKO3HO PACIIMPEHHBIX BEH MHUILEBOAA, TEMOPPOHIAIbHOE
KpPOBOTEUEHHE, KPOBOM3JIMSHUE B IOJOCTh PTa, KPOBOTEUECHHE W3 NPSMOM KUIIKH U KPOBOM3IIMSHUE B KEITYAOYHO-
KHUIIEYHBIN TPaKT.

c: ApTepI/IaJ'IBHaH TUTNICPTCH3UA BKIIOYACT FI/IHepTOHI/I‘leCKI/Iﬁ Kpu3, MOBBINICHUC JUACTOIUYCCKOIrO KPOBSIHOI'O
JAaBJICHUS, OPTOCTATUYCCKYIO TMIICPTCH3UIO U MOBBIICHUE KPOBAHOI'O JJaBJICHUA.
f: Boinb B )xuBOTE BKIIIOYAET J_'[I/ICKOM(l)OpT B 6pIOHIHOI>i I10JIOCTH, 00JIb B HIZKHEM OTACIIC )KUBOTA, 00116 B BEPXHEM

OTACJIC )KNUBOTA, 00JI€3HEHHOCTE JKMBOTA Ipu najbnanuu, Z[I/ICKOM(l)OpT B SHHFaCT‘paJILHOﬁ obmacTu.
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g Bocnanenue TOJIOCTH PTa. BRITIOUACT aQrosupiil cromapiy b TeBHYI ASBYT PRQRHIQ (AECHH, FppsBpicHHe
JIeCHBL, 00pa30BaHKe Iy3bIPEH Ha CIIM3UCTON 000I0YKE PTa, CTOMATUT, TIIOCCUT, H3bSI3BICHHC IOJOCTH PTA, BOCIAICHUEC

COOTBETCTBYET QRCHEFTHOMY QTYETY

CIIM3UCTBIX 000JI0YEK.

h: Bone B monocTu pra BKIIIOYAET TIIOCCOAWHHIO, OONB B JeCHAX, AUCKOM(OPT B opodapHHTea bHON 00IacTH,
001 B opohapuHTEATBHON 001acTH, TUCKOM(OPT SI3BIKA.

i: [NanKpeaTUT BKIFOYAET OCTPBIN TAHKPEATHUT.

J: [oBbIIeHNE KOHIICHTPAIIUH OMINPYOWHA B KPOBH BKITIOYACT THITCPOMIUPYOHHEMUIO, KENTYXY U TOBBIIICHHE

KOHLICHTPAllMM KOHBIOTMPOBAHHOTO OWiIMpyOuHa. [HurmoansOymMuHEMHs BKIIIOYAaeT TOHWKEHHE KOHIIEHTPALUH
aIb0yMUHA B KPOBH.

k: [leyeHOUHAsT HEOCTATOYHOCTH BKITIOUAET OCTPYIO M XPOHHUYECKYIO IT€UEHOYHYIO HEJOCTaTOYHOCTb.

I: [leueHounass »sHuedanonaTusi BKIIOYACT MEYCHOYHYI0 KOMY, METa0ONMYECKYyl0 »SHIe]aJonatuio U
SHIE(ATIONATHIO.

m: [oBpexeHne KIETOK II€YEHH/TEIaTUT BKIIOYACT JIEKAPCTBEHHO-MHIYLIMPOBAHHOE IIOpAKEHHE IICUCHH,
CTeaTo3 MEYCHH, X0JIECTaTHIECKOE IIOPAKEHHE TIEIECHH.

n: Onu307bl MOYEYHOH HEMOCTATOYHOCTH BKIJIIOYAIOT OCTPYIO IPEPEHATBHYIO HEIOCTaTOYHOCTh, OCTPYIO
MIOYEYHYIO HEIOCTATOYHOCTh, OCTPOE TOBPEX/ICHUE ITOYEK, HEKPO3 MOYEUHBIX KaHAIIBIIEB.

o: HeracrpounTectrnansHast pucTyna BKIIIOYAET Bce ciiydad oOpa3oBaHUs (HCTYN BHE >KENyJOUHO-KHIIEYHOTO

TpakTa, BKIIIOYas TpaxeallbHble, Tpaxeo-330dareaabHsle, 330(areaibHble, (GUCTYIIBI JKEHCKHUX MOJIOBBIX IyTell U KOXKHbIE
¢bucrybl.

OnucaHue OTACIBHLIX HEXKEIAaTSIbHBIX PeAKIINH

Apmepuanvnas cunepmensus (cm. pazoen 4.4)

JPLDK

B xone ocHoBHOro knumHuueckoro uccinenoanus ®assl [II SELECT aprepuanpHas runepTeH3ust
(BKJIIOYasi TMNEPTOHUYECKUNM KpHU3, MOBBIIIEHUE AMACTOJIMYECKOTO apTEPUaIbHOIO JAABIECHUS U
MOBBIIIEHUE APTEPHATILHOTO AaBICHHs) ObLIa 3aperucTprupoBana y 72,8 % maueHToB, NOJy4aBIINX
neHBatuHuO, n 'y 16,0 % manuenToB U3 rpynnsl miane6o. MenauaHa BpeMEHH J0 BO3HHUKHOBEHUS
peaKkIuy y MalueHTOB U3 IPYIIIbI, MOTy4aBIINX JIEHBATHHUO, cocTaBisuia 16 nueil. Peakuuu 3-it n
0oJiee BBICOKMX CTENEHEH TSHKECTH (BKIIOYAs OJUH ciaydail 4-il cTENeHH TSHKECTH) UMEITH MECTO Y
44,4 % MalMEHTOB, MOJYyYaBIIUX JEHBATUHUO, U y 3,8 % mamueHToB, moidy4yaBmux Iuianebo. B
OOJIBIIMHCTBE CJIY4acB HMEIO MECTO BBI3JIOPOBJIIEHHE WM MCUE3HOBEHHE pEaKLIUU TMOocie
BpeMEHHOU npuocTaHoBKuU JedeHus (13,0 % mauueHToB) uiam cHWXeHUs A03bl npenapara (13,4 %

nanueHToB). Y 1,1 % nanueHToB apTepuanbHasi TMIEPTEH3Us ABIIsAIach IPUYUHOMN MOJTHON OTMEHBI.

rqge

B xone xmuHuueckoro uccinenosanus ®asel 1II REFLECT aprepuanbHas runepreHsus (BKIrOYas
apTepUallbHyl0  TUIIEPTEH3MIO,  [OBBIIMIEHWE  aApTEPUATIBHOIO  JABJICHMS,  IOBBILICHHE
JMACTOMYECKOT0  apTEpUAIbHOTO  JIABJCHHUS W OPTOCTAaTMYECKYI0 THIEPTEH3HI0)  Oblia
3apeructpupoBaHa y 44,5 % mNanueHToB, MOJy4aBIIMX JiIeHBATHMHUO, B cpaBHeHuu ¢ 30,9 %
NAIMEeHTOB B rpymme copadeHnba, aprepuanbHas runepTeHsus 3-il creneHu Tsokectd y 23,5 %
naienToB (14,6 % B rpymnme copadenuda). MeaumaHa NpOJOJDKUTENBHOCTH BpPEMEHH  JI0

BO3HUKHOBEHUS PEaKIMK cocTaBisuia 26 nHeil. B OonpIMHCTBE cilydyaeB MMEIO0 MECTO yiaydlIeHHe
31
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COCTOSIHHSI TIOCJI€ BPEMEHHON NpHOCTaHOBKH| ieueHus [(336: /¢ MATMCHTOR)) [y CHAK CHHL! 10351

apemapara (3,4 % mauuentoB). Y oxaoro (0,2 %) mammenTa aprepuaibHas TUIEPTEH3US ABIAIACH
b b

PUYMHOM MOJIHOM OTMEHBI JIEHBaTHHUOA.

LIKP

B xome xmuamueckoro wuccinenoBanuss ®azpl Il CLEAR aprepuanbHas runepreH3ust Oblia
3aperucTpupoBaHa y 56,3 % manueHToB B rpyIe, MoJy4aBIIel JIEHBaTUHUO+HTIeMOpon3ymMal, u y
42,6 % mnalMeHTOB B Tpymnme, MOJydaBlled CyHUTHHUO. Peakumm cremeHn 3 WM BbIIE
Habmonamuch y 28,7 % mManmueHToB B TpyIIe JIEHBaTUHHO+TIeMOpoian3ymad, MO CpPaBHEHUIO C
19,4% B rpynme cyHutuHHOa. MeauaHa BpeMEHM JI0 Hayajga peakuud B TpyIMIe
neHBaTUHUO+TIeMOponu3ymad, cocraBmsuia 0,7 wmecsma. Moaudukanuu 1036l JIeHBAaTHHHOA
npousouu 'y 16,8 % mauueHToB C apTepHanbHOM runepreHsueil (mpepsiBanue 103el y 9,1 %,
cHkeHue 1036l y 11,9 % u otmena nedenusa y 0,9 %).

B xone kmuHMueckoro uccnenoanus 205 aprepuanbHas TUIIEPTEH3Us Oblia 3aperucTpUpPOBaHa y
41,9 % mnanuMeHToB B Tpymnme JeHBaTMHUO+3Beponumyc (Bkimowas 12,9 % ciyuaeB 3-it u 4-i
creneHy Tskectd) n'y 10,0 % nanueHToB U3 rpynisl MOHOTEpAUK 3BepoiaumycoM (Bkiatodast 2,0 %
ciyyaeB 3- u 4-if cTeneHu TsHKecTH). MeauaHa BpeMEHM /0 Havaja peakuuu 0o, nmmbo 3-i
CTENIEHU TSHKECTH M BBIIIE B TPyINIe JEHBAaTMHUO+3Beponumyc cocraBwia 4,9 u 6,9 Henenb

COOTBCTCTBCHHO.

PO

B xone knunnueckoro uccnenoanusi @asel 111 (MccnenoBanue 309) aprepuanbHas TUIEPTEH3UA
OblUIa 3aperucTpupoBaHa y 65 % manueHTOB B Tpymnne JeHBaTMHUO+TeMOponusymad u y 5,4 %
NAIMeHTOB B TpYIIE TEpanuHu IO BBHIOOPY Bpaua. Peakiuu creneHW TSHKECTH 3 WM BBILIE
Habmronanmuck y 38,4 % manueHToB B TpyNIe JIeHBaTHHHOFIeMOponn3ymad mo cpaBHeHuIo ¢ 2,3 %
NAIMEeHTOB B TPYIIE TEpanuu Mo BbIOOpY Bpada. Meauana BpeMEHHU 0 Hayala peakiyy B TPYIIe
JeHBaTUHUOHTIeMOponu3yMad coctaBisiia 15 qHeit. Moaudukanuu 10361 J€HBaTUHHOA TPOU30IILTI
y 27,3 % manueHToB ¢ apTepualbHOM runeprTeH3ueil (mpepeiBanue 103el y 12,8 %, cHIXeHUE 10351

y 17,7 % n otmena neuenus y 2,0 %).

Ilpomeunypus (cm. pazoen 4.4)
JIPIIDK

B xome ocnoBHoro xmumuuueckoro wuccinenoBanus @Paszel III SELECT mnporeunypusi Obuia

3apeructpupoBana y 33,7 % mNanyeHToB, MOJy4aBIIUX JeHBaTHHUO, W y 3,1 % mnamueHToB wu3
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rpynmbl 1wianebo. Meauana BpeMeHH 10 BOYHUKHOBEHHSD MPQTEUHYUT FQEIaBIsTaL. 0,1/ Hepeb.

[IpoTeunypus 3-it crenenu Tsoxkectd umena mecto y 10,7 % nmanueHToB, NOJy4aBIIKUX JIEHBATUHHO,
U HM y OJHOTO M3 MAIMEHTOB, MOJydYaBIIMX Iuiane0o. B OoJbIIMHCTBE CilydaeB MMENO MECTO
BBI3JIOPOBJICHUE WJIM MCYE3HOBEHHE PEAKLMM IOCIE BPEMEHHOU NpuocTaHOBKHU JjeueHus (16,9 %
NAIMEHTOB) WIM CHIKEeHUs na03bl npenapara (10,7 % mnaunmenToB). IlpoTenHypus sBisnach
MIPUYMHOM MOJIHOM OTMEHBI JeHBaTuHuOa y 0,8 % manueHToB.

e

B xone ximnndeckoro uccnenoBanus ®@asel [II REFLECT nporennypust Oblia 3aperucTpupoBaHa y
26,3 % mnamueHToB, MOJYYaBUIMX JICHBATMHUO B cpaBHeHMHM C 12,2 % mMamueHToB B TpyIIe
copacdenunda, mpoTenHypus 3-i CTENeHH TSHKECTH uMena Mecto y 5,9 % naruenTos (1,7 % B rpymme
copadennba). Menuana BpeMEHH 0 BO3HHUKHOBEHHS MPOTEHMHYpUH cocTaBisuia 6,1 Hemenb. B
OOJIBIIMHCTBE CIIy4yaeB MMEJO MECTO BBI3JIOPOBIICHHE IOCIE BPEMEHHOH NMPHOCTAHOBKU JICUCHHS
(6,9 % manueHTOB) WM CHUMXKEHUS N03bl mpenapara (2,5 % nauuenros). IIporennypust sBisnach

MPUYMHOM MOJIHOM OTMEHBI JeHBaTuHuOa y 0,6 % manueHToB.

LIKP

B xone xnmmHnueckux uccienoBanuii y nanuentos ¢ [IKP nporennypus Oblna 3apeructpupoBaHa y
30,6 % mamMeHTOB B TpymIe JEeHBAaTUHUO+3BeponuMyc (Bkmouas 8,1 % cmyyaeB 3-i creneHH
TsKeCTH U Bblle) Uy 14,0 % nmanueHToB U3 Ipynnbl MOHOTEPANUU 3BepoumycoM (Bkiroyas 2,0 %
cillydaeB 3-il CcTENeHW TSKECTH M BhllIe). MeanaHa BpeMEHM 1O BO3HUKHOBEHHUS IPOTEUHYPUH
m000#, b0 BhIIEe 3-i CTENEHU TSHKECTU B TPYIE JICHBATUHUO+IBEpoIMMyC cocTaBiisiia 6,1 u
20,1 Henenb cCOOTBETCTBEHHO. [IpoTenHypus sIBIsUIach MPUYUHON MOJHON OTMEHBI Tepanuu y 4,8 %

IIanmMucHTOB.

PO

B xome wximmnuueckoro wuccrnenoBanus Pazel Il (MccnemoBanme 309) mnpoTeunypus Obuia
3aperucTpupoBana y 29,6 % man@eHToB B rpymnmne JeHBaTUHUO+memOponn3zymad (Bkmtouas 5,4 %
ciydaeB 3- CTENEHM TSDKECTH W Bbllle). MeanaHa BpeMEHH 0 Hadaja peakluu cocTasisia 34,5
aHel. Moaudukanuu 1036l JeHBaTHHUOA mpousonud y 14,3 % manueHToB (MpepbBaHUE O3Bl Y

7,6 %, cunxenue 103wl y 7,9 % u ormena seuenus y 1,2 %).

Hapywenue ¢pynkyuu nouex unu noueunas HedocmamoyHocmy (cm. pazoen 4.4)

JAPLDK
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COOTBETCTBYET QRCHEFTHOMY QTYETY

II04YeyHasi HEJJOCTAaTOYHOCTb, U Y 1,9 % Hapymenue QyHKuuu nouek (Bkiarodas 3,1 % ciydaeB 3-u
CTCTICHH TsDKECTH W BbImie). B rpymme mmane6o y 0,8 % mNanueHTOB MPOH30ILUI0 HapyIICHHE
(GYHKIMU TIOYEK W MOYeYHask HeAOoCTaTouyHOCTh (BKioyast 0,8 % cirydaeB 3-il cTeneHH TSHKECTH U

BBIIIIC).

rqp
B xone xmunumueckoro uccnepoBanus @Pazel III REFLECT y 7,1 % mnanueHTOB, MOJy4aBIINX
JICHBaTUHUO, Pa3BHJIACh MMOYEYHAsh HEIOCTATOYHOCTh / HapyuieHue ¢yHkuuu nouek. Ciyuyam 3-if

CTETICHH TSDKECTH U BbIlIe HaOmonanuce y 1,9 % manueHTos, mojry4aBIInX JEHBATUHUO.

LIKP

B xome ximHnueckux ucciaepoBanuil y nauueHtoB ¢ IIKP y 8,1 % mnanmenToB, momydaBIINX
JICHBAaTUHUO B KOMOHMHALIMU C 3BEPOJIMMYCOM, pa3BWIIACh MOYEYHAs HEIOCTATOYHOCTh U Y 3,2 %
HapymieHne ¢(yHkuuu mouyek (Biimowas 9,7 % cmydaeB 3-i cTemeHM Tsbkectd). B rpymme
MOHOTEPANHUH IBEPOJIUMYCOM MOUYEUHASI HEOCTATOUYHOCTh pa3Bmiiach y 2,0 % manueHToB (BKIOYas

2,0 % ciydaeB 3-i1 CTENIEHU TSKECTH).

PO

B xone knmuaunueckoro uccnepoanus ®@assl 1l (Mccnenosanue 309) y 18,2 % nauuMeHToB B rpynmne
JIeHBAaTUHUO+TIeMOpOoI3yMal pa3BuiIach MovYeyHasi HEIOCTATOYHOCTh / HapyIlIeHUue PYHKIIMH MOYECK
(Brurouas 4,2 % cimyyaeB 3-i CTENEHH TSHKECTH M BbIlie). MenuaHa BpeMEHH 10 Hayaia peakiuu
cocraBisia 86,0 nueil. Moaudukanuu 103bl JeHBaTMHHMOA mpousonum y 6,2 % mnanueHToB

(npepsiBanue 1036l y 4,7 %, cHukeHue 1036l y 1,7 % u otmena neuenus y 1,2 %).

Cepoeunas oucghynxyus (cm. pazoen 4.4)

JPIIDK

B xone ocHoBHoro rimumyeckoro uccienoBanus ®aser 111 SELECT coobmanock 0 CHMKEHUH
¢bpakuuu BbIOpOCa / cepleuHOl HEJOCTATOYHOCTU Y 6,5 % MalMeHTOB, MOJYYaBIIUX JICHBATUHUO
(Bxmrovast 1,5 % cmydaeB 3-i CTENeHH TSKECTH U BhIIE), U Y 2,3 % MalMEeHTOB B TPYIIIE TUIane6o

(cmy4aeB 3-ii CTETIEHU TSXKECTH U BBIIIE HE 3a(pUKCHPOBAHO).

ryp
B xone xmuumyeckoro uccrnepoBanus ®azer 1II REFLECT cepaeunas auchyHkums (BKIIOYas

3aCTOMHYI0 CEpACUHYI0 HEIOCTaTOYHOCTb, KApAWUOTEHHBIH IHOK U  CEPAEYHO-JIETOUHYIO

34



COOTBETCTBYET QRCHEFTHOMY QTYETY

ot 18.09.2025 N2 23534

HEJI0CTaTOYHOCTh) coobwanack y 0,6 % N4uueHToB B (FPYINS]| ACHBATMAEOE ((BKowan) 034 %o

cilydaeB 3-11 CTENIEHU TSHKECTU U BBILLE).

[IKP

B xonme xnmmHmyeckux uccrnepoBanuii y mauumeHToB ¢ [IKP cooOmanoce o cHmkeHuu Qpaxiuu
BbIOpOca / cepaeyHoi HepocTatouHocTH y 4,8 % manueHToB B Ipymie JEHBATUHUO+IBEpOIUMYC
(Bxmowast 3,2 % cnydaeB 3-M cTeneHM TsbkecTH M Bbime) Uy 4,0 % mnauMeHToB B Ipymie
MOHOTEpANnuu 3BepoaumycoM (Bkitouas 2,0 % ciydaeB 3-il cTeneHu TSKECTH U Bblie). Meauana
BPEMEHH /10 BOSHUKHOBEHHSI CHIDKEHUS (Ppakiiui BHIOpoOca / cepliedHOl HEeAOCTaTOUHOCTH JII00O0H,
nu00 BbIme 3-i CTENMEHH TSHKECTH, Y MallMEeHTOB B TPYIIE JICHBATUHUO+IBEPOIMMYC COCTaBIISIA

15,7 u 32,8 HeJeab COOTBETCTBEHHO.

PO

B xone xnmmamueckoro uccienoanus Paszwr 11 (MccnenoBanue 309) coobmianocs o cepaeuHO
michyskimn y 1,0 % manueHToB B rpyme JeHBaTHHUO+eMOpom3ymad (Bxmouas 0,5 % cioydae
3-ii CTemeHM TsDKECTU M BhIlIE). MeauaHa BpEMEHM A0 Hauyala peakuuu cocrtaBwio 112 mHeil.
Moudukanuu 1036l JeHBaTUHUOA npousonun y 0,5 % manuentoB (mpepsiBanue 10361 y 0,2 %,

cHkeHue 1036l y 0,2 % u otmena sneuenus y 0,2 %).

Cunopom 3aomeii obpamumoti suyegparonamuu (PRES) / cunopom obpamumou 3aowuel
netikosnyeparonamuu (PRLS) (cm. pazoen 4.4)

HAPIHDK

B xone ocHoBHOro ximunueckoro uccienoanus ®asel 11l SELECT 3aduxcupoan 1 cimydait PRES

(2-# cTemeHu TSHKECTH) B TPYIIIE JICHBATUHUOA ¥ HA OJTHOTO Cllydasi B TpyIe miamedo.

rqp

B xone xnmnuueckoro uccienoanuss @assl III REFLECT 3adpukcupoBan 1 cmyuait PRES (2-i
CTETIEHH TSKECTH) B IPYIIIE JICHBATHHUOA.

Cpemn 1823 marueHToOB, MOJIyYaBIIMX MOHOTEPAIMUIO JICHBATMHUOOM, OBLIO 3a(UKCHPOBAHO 5
cinyqaeB (0,3 %) PRES (Bkmouas 0,2 % ciydaeB 3-ii U 4-il CTENEHH TSXKECTH), BCE U3 KOTOPBIX

Pa3peLIINCh MOCIe MPEKPALICHUS U/UIIM TPUOCTAHOBKH TEPAITUH.

IIKP
B xone xnmHmyeckux uccnenoBanuil y mauumeHTtoB ¢ IIKP 3aduxcupoBan 1 cmywait PRES (3-ii

CTETIeHH TSHDKECTH) B TPYIIE JIEHBaTUHMOA, ipoun3omeamuid nocie 18,4 Henens Tepanuu. B rpymme
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JNICHBATUHUOTOBEPOIMMYC, M B TPYNNe MOHOTEpPAIUY | (IBEPQIMMNCOM [HH., [CIHOTO., CAYYas HeE

3a(hUKCUPOBAHO.

T'enamomoxkcuyeckoe deticmsue (cm. pazoen 4.4)

JAPLDK

B xome ocnoBHOoro kmuHuueckoro wuccienoBanus @aszer Il SELECT Hnaumbosiee wyacTble
HEXXeJaTeIbHbIe PEeaKIMi CO CTOPOHBI MEYSHU BKIIOYAIN TUIoans0yMuueMuto (9,6 % nanueHToB B
rpymme jgeHBatuHuOa u 1,5 % nanueHToB B rpymne miamnedo), HOBbIIIEHHEe aKTUBHOCTU (PEPMEHTOB
neyenu — AJIT (7,7 % mauuenToB B rpymme jdeHaBatuHuOa u 0 % MaiMeHToB B TpyIIe iamnedo) u
ACT (6,9 % mnanuenToB B rpymnie jeHBatuanOa u 1,5 % manueHToB B rpymme miarnedo), a Takke
MOBBIIIEHNE KOHIIEHTpauuu ounnupyornna B kposu (1,9 % manuentoB B rpymnmne neaBatuanba u 0 %
NAaIMEeHTOB B rpymme mianeto). Menuana BpeMEeHU /10 BO3HMKHOBEHHsI HapyIIEHHH CO CTOPOHBI
NEYEeHU y MAIMEeHTOB B TpyIIe JeHBaTWHMOa cocraBisuia 12,1 Hemenu. Peakuum co CTOPOHBI
IIEYEHU 3-H CTEeNEeHU TSDKECTH M BbILIE (BKJIIOYAs OJUH Cilydail IEUEHOYHON HENOCTAaTOYHOCTH S5-I
CTCTICHH TSDKECTH) UMenu Mmecto y 5,4 % manmeHTOB, monydaBiimx jeHBatuauO, u y 0,8 %
MAIMEeHTOB, MOJy4aBIIUX Iulane®o. Peakiuu co CTOpPOHBI IMEYEHHW MPHUBOAMIM K BPEMEHHOM
MPUOCTAHOBKE JIeUeHus y 4,6 % ManueHToB, K CHIDKEHUIO 036l JICHBaTUHNOA — Yy 2,7 % MalleHTOoB

U K [I0JIHOM oTMeHe npenapara —y 0,4 % nmanueHTos.

rnp

B xome xmmunueckoro uccienoBanus ®asel [II REFLECT nHambonee wacTble HeXeNnaTelIbHBIE
peaknmuyu CO CTOPOHBI TEYEHM B TPYNIE JICHBATUHMOA BKJIIOYAIM TOBBIIIEHHE KOHIICHTPALUU
ounupyouna B kpoBu (14,9 %), noseimenne aktuBHOCTH ACT (13,7 %), moBbIIEeHHE aKTUBHOCTH
AJIT (11,1 %), runoansoymunemuto (9,2 %), neueHounyro suiedanomnaruto (8,0 %), moBbIIeHNE
aKTUBHOCTH TaMMa-TiyraMuiTpaHcnentuaassl (7,8 %) W NOBBILIEHHWE AKTUBHOCTH ILEJIOYHOU
docdarazer kpoBu (6,7 %). MemmaHa BpeMEHH [0 BO3HMKHOBEHHS T'€MAaTOTOKCUYECKUX
HEeXeJIaTeNbHbIX peakluil cocTasisia 6,4 Helemb.

['emaToTOKCHUYECKHE HEXeNaTeNbHbIe PEaKUUU 3-i CTENeHW TsHKECTH W BBINIE HAOMIONAUCH Y
26,1 % manueHTOB B rpymre JeHBatuHuOa. [ledeHouHas HeAOCTaTOYHOCTh (BKIIIOUAsi CMEPTENIbHbIE
ucxonpl) Habmomanach y 3,2 % mnamueHToB (Bce ciydan 3-H CTEMEHHM TSOHKECTH U BBIIIE).
[Tewenounas suredanonaTus (BKI0Yas 4 cMepTEIbHBIX UCX0/a) Habmoanacek y 8,4 % manueHToB
(B ToM ymcne 5,5 % ciyyaeB 3-i cTeNeHU TSHKECTH U Bble). B rpynme nenBatuHuba mpousonuio 17
(3,6 %) ciydaeB cMepTH H3-3a MposiBIeHUM remarorokcuuHoctd u 4 (0,8 %) ciydaeB cmepTH B

rpynmne copadenuda. I'emaroTokcudyeckue HeXelaTeNbHble PEaKUUU TMPUBOIUIN K BPEMEHHOM
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NPUOCTAHOBKE JICUCHHUs JIeHBATHHUOOM y 12,2 % NaferToR,[ k) CHUMKCHI®| 03,11y 734 %

COOTBETCTBYET QRCHEFTHOMY QTYETY

MAIMEHTOB U K [IOJIHOM OTMEHE npenapara —y 5,5 % MalueHTOB.

[IKP

B xonme xmmuumyeckoro uccienoanus ®aspr III CLEAR naunboisiee yacTbIMH HEXeIaTeIbHBIMU
peakuMsMHU CO CTOPOHBI INEYEHU B TpYIIE, MOJydaBIIeH JIeHBATUHHO+TIEeMOpoan3ymad, ObLIH:
MOBBIIIIEHUE AKTUBHOCTU (DEPMEHTOB Me4eHH, BKItouas noseimeHue aktuBHoctu AJIT (11,9 %),
ACT (11,1 %) u O6wmmpy6buna B kpoBu (4,0 %). IlogoOHbIE COOBITHS MPOU3OIUIA B TPYIIE,
noJtydaBineil cynutuHuO, ¢ yacrorout 10,3 %, 10,9 % u 4,4 % cooTBeTcTBeHHO. MenuaHa BpeMeH!
70 TIOSIBIICHHS PEaKIMii cO CTOPOHBI TMeueHu coctaBiisiia 3,0 mecsia (JI000i CTENeHH TsDKECTH) B
rpymnmne, TOJy4aBlIed seHBaTHHHO+TeMOponu3ymadb, u 0,7 Mecsma B Tpymme, MNOTydaBLIeH
CyHUTHHHO. Peakuuu 3 cTeneHu TSHKECTH cO CTOPOHBI MEeYeHH Habmomamuch y 9,9 % manueHros,
MOJIy4aBIIUX JICHBAaTUHHO+TIeMOponu3ymad, u y 5,3 % MauueHToB, MOJYYaBIIUX CYHHUTHHHO.
Peakiuy co CTOpOHBI MEYSHH MPUBENHN K MPEPHIBAHUIO TIPUEMa U CHH)KECHHUIO JI03bI JICHBAaTHHUOA Y
8,5 % u 4,3 % marmeHToB, COOTBETCTBEHHO, U K MOJTHON OTMeHe ieHBaTuHuOa y 1,1 % manueHTos.
B xone xnmHuueckoro uccienoBanus 205 Hanbosee yacTble HeXenaTeIbHbIe PEaKIIMU CO CTOPOHBI
NEYEHH BKJIIOYAIH TMOBBIIICHHE akTUBHOCTU (hepmeHTOB neueHu (AJIT —B 9,7 % ciyuaes, ACT —B
4,8 % cnydaes, menouyHoil ¢ocdarazer — B 4,8 % ciaydaeB u Ounmpyouna — B 3,2 % ciydaeB).
Menuana BpeMeHHU JI0 BO3HMKHOBEHHS HApYyLIICHWH CO CTOPOHBI MEYEHH Jr000M, b0 BbIime 3-i
CTETIEHH TSDKECTH, Y MAllMEHTOB B TPYIIIE JICHBAaTUHUOIBEPOIMMYC, cocTaBisiia 6,7 u 14,2 Henenb
cooTBeTcTBEHHO. (Ciydaum HapymeHMM €O CTOPOHBl I€YEHM 3-H  CTENEHH  TAXKECTH
3aperucTpupoBansl 'y 3,2 % ManmueHToB B TIpymne JeHBaTUHUO+3BepoiuMyc. Hapymenus co
CTOPOHBI IEYEHU SABJISIIUCH NMPUYMHOMN NpEpbIBAaHUS WM CHMXKEHUS 103bl IpenapatoB B 1,6 % u
1,6 % ciydaeB, COOTBETCTBEHHO, a TaKK€ IPHUBOJWIM K IOJHOM OTMeHe Tepanuu y 3,2 %

IIanmMucHTOB.

PO

B xome xmmamyeckoro wuccienoBanus @aser Il (MccnemoBanme 309) cooOmmaiock o
rernaToTOKCUYHOCTH Yy 33,7 % mMamueHToB B Tpymme JIGHBaTHHUO + meMOponm3ymad (BKIHOYas
12,1 % cmyuaeB 3-i1 cTeneHu TSHKECTH U BbIlIe). MenuaHa BpEMEHM /10 Hadaia peakliuy COCTaBIIsIa
56,0 nueit. Moaudukauu 10361 JeHBaTHHUOA Tpou3onun y 11,3 % manueHToB (pephiBaHuE A03bI

y 7,9 %, cumxenue no3sl y 3,0 % u otmena sieuenus y 3,2 %).
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Tpombosmboruu apmepuii (cm. pasoen 4.4) (MOCNEOOBATENBHOCTE 0002)

JAPLDK

B xone ocnoBHoro kmumHuueckoro ucciepoBanust ®assr III SELECT ciyuaun Tpom603MO0IMH
aprepuil 3adukcupoBansl y 5,4 % ManMeHToB U3 IPYIIIBI JIEHBaTHHUOA U Y 2,3 % ManueHToB u3

TpyIIBI 1aneoo.

e

B xonme wimnmueckoro uccnenoanusi ®azel III REFLECT ciydan tpomOosmbonuu apTepuit
3aduKkcupoBansl y 2,3 % MalUeHTOB, MOJIy4aBITUX JICHBATUHHO.

Cpemn 1823 manumeHTOB, TOJNYy4YaBLIMX JIGHBAaTUHHO B MOHOTEpanmMM B  KIMHHYECKUX
uccnenoBanusax, Obuto BeBiIeHO 10 (0,5 %) cimywaeB TpomOGosmOosimu aprtepuit (5 cioydaes
nH(papKTa MUOKapJa U 5 cilydyaeB OCTPOrO HAPYIIEHUS MO3TOBOTO KPOBOOOPAIIEHUS) C JIETAIbHBIM

HCXOA0M.

LIKP

B xone xmuanueckoro uccnenoanus ®asel 111 CLEAR 5,4 % nanueHToB B rpyIie, NoJdydaBiiei
JIeHBAaTUHUO+TIeMOpoIu3yMad, coolmanu o cirydasx TpoMoosmMobonnu aprepuit (u3 KoTopsix 3,7 %
MMEIIN CTETIEHb TSHKECTH > 3) 1o cpaBHEHHIO ¢ 2,1 % manueHToB B TpyIIe, MoJIydaBiieil CYHUTUHUO
(u3 xotopbix 0,6 % umenu creneHs TsKecTH > 3). CilydaeB C JETAIbHBIM MCXOJOM HE BBISBIICHO.
Haubosiee yacTbiMu citydasiMd TpOMOOSMOOJIMU apTepHii B TPYIIE JEHBATUHHO+TIeMOponu3ymat
Obutn ocTpbIii nHGapkT Muokapna (1,7 %) u undapkr muokapna (1,7 %). Ogun ciayuait uapapkra
muokapaa (0,3 %) mpousomien B rpyme, NoidydaBuieil CynuTiHHO. Menuana BpeMeHH 0 Havaja
TpoMOodMOoNMU  apTtepuii  cocraBmsuia 10,4 mMecsma B rpymme, — HOJydaBOICH
JeHBATUHUO+TIeMOpoIn3yman.

B xone xnmHuMyeckoro uccnemoBanus 205, ciydanm TpoMO03MO0sMU apTepuil 3aUKCUpOBaHBI Y
1,6 % manueHToOB B IpyIle JEHBATUHUO+IBepouMyc. Bpems 10 BO3HMKHOBEHUS cOCTaBHIIO 69,6
Hezenb. B rpymme sBeponumyca TpomM603MOonuu aprepuii 3adukcupoBansl y 6,0 % manueHToB

(Bximrogast 4,0 % ciydaeB 3-1 CTENIEHU TSAKECTH U BBIILIE).

PO

B xome xmuamueckoro wuccnempoBanus ®Daser III (MccnemoBanme 309) coolmanochk o ciydasx
TpoMO03MOonuK aprepuii y 3,7 % MallMEHTOB B TPyMIe JCHBATHHHO+TeMOponu3ymad (BKIrOUAs
2,2 % ciyyaeB 3- CTENEHU TSHKECTH U BbIlIE). MeauaHa BpeMEHU 10 Hayajla peakluy COCTaBIsuIa
59,0 nueit. Moaudukanuu 10361 JeHBATUHNUOA MPOU3ONLIH Y 2,2 % ManueHToB (IpepbIBaHUE 1035

y 0,2 % u otmena snedenus y 2,0 %).
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Kposomeuenus (cu. pazoen 4.4) (NCCNEOOBATENEHOCTE 0002)

COOTBETCTBYET QRCHEFTHOMY QTYETY

JAPLDK

B xone ocnoBHoro kimHuyeckoro wuccnemoBanus ®aszer III SELECT kpoBoTeueHus ObUIH
3aperucTpupoBansl y 34,9 % manueHToB B rpyIie JeHBaTHHUOA (M3 KOTOPBIX 1,9 % umenu creneHb
Tsokectd > 3) n'y 18,3 % nauuenTos B rpynme mianebo (13 KoTopsix 3,1 % MMenu cTeneHb TSHKECTH
> 3). Buasl KpOBOTEUEHHI, YaCTOTa KOTOPHIX B TpyMIe JeHBaTMHMOA Oblia Ha > 0,75 % BbIlIe, YeM
B rpynme riamne0o, BKIoYanu: HocoBoe kpoBoreueHue (11,9 %), remaryputo (6,5 %), KpOBOTIOATEK
(4,6 %), kpoBoTeueHue u3 neceH (2,3 %), remaroxe3uto (2,3 %), KpOBOTEUECHUE U3 MIPSIMOM KHUIIKU
(1,5 %), remaromy (1,1 %), remoppounansHoe kpooreuenue (1,1 %), kpoBoTeueHue U3 ropTaHu
(1,1 %), nerexuu (1,1 %) u kpoBOU3NUAHUE B OITyX0Jb TOJ0BHOTO Mo3ra (0,8 %).

Menuana BpeMEHH J0 MEPBOrO 3MH307a KPOBOTEUEHMs B Tpymne JieHBaTuHMOa cocramisua 10,1
Henenu. [Ipy cpaBHEHUM TPYIIIbI JIGHBATHHUOA U TPYIIIHI TU1a1e00 He ObUIO BBISIBICHO OTIUYUUN IO
9acTOTE BO3HUKHOBEHHS cephe3HbIX peakuuii (3,4 % u 3,8 %), peakiuii, moTpeOOBaBIIMX OTMEHBI
neuenus (1,1 % u 1,5 %), a Takke mpuUBEOIINX K MPUOCTaHOBKE Mpuema jeHBatuHuoa (3,4 % u

3,8 %) unu x cHrkeHuto ero 10361 (0,4 % u 0 %).

rge

B xone knmuanueckoro uccnenoanusi ®@assl [II REFLECT kpoBoTeueHHs ObLIN 3aperUCTPHPOBAHBI
y 24,6 % nauuentoB (Bkioudas 5,0 % 3-if crenenu TskecTd U Bbiie). Cinydan 3-i CTENIEHH TSDKECTH
HaOmonamuck y 3,4 % mnaruenTos, 4-ii crenenu Tsokectd — y 0,2 % manueHToB W 7 MalUMeHTOB
(1,5 %) umenu HexXenaTeNIbHbIE PEAKIMH 5 CTENEHH TSHKECTH, BKIIIOUAsi TeMOpparu4eckuii MHCYIbT,
KPOBOTEUEHUE M3 BEPXHUX OTAEIOB >KEIYJOYHO-KHIIEYHOTO TPAKTa, KUIIEUYHOE KPOBOTEUEHUE U
KpOBOTEUEHUE U3 TKaHEH OmNyXojau. MeauaHa BpeMEHM 10 IEPBOr0 3IMH30]a KPOBOTEUEHUS
cocraisina 11,9 nenmenu. KpoBoreuenus mnpuBoauwiM K HpuocTaHoBKe Tepanuu y 3,2 %, Kk

cHUXeHUIo ero 1036l —y 0,8 % u Kk nmoiaHoM oTMeHe npenapara —y 1,7 % narueHTosB.

IIKP

B xome ximHmueckoro uccinenoBanus 205, kpoBoTeueHus Obun 3apeructpupoBanbl y 38,7 %
NAIMEeHTOB B TPYIIE JeHBAaTUHUO3BepoauMyc (Bkimodas 8,1 % ciydaeB 3-i CTENEeHU TSHKECTH U
BhIlie). Peaknuu, Bo3HMKaBmKMe ¢ dactoToi Oonee 2,0 %, BKIIOYAIHM: HOCOBOE KPOBOTECUCHUE
(22,6 %), rematyputo (4,8 %), rematomy (3,2 %) u xxemynounoe kpooreueHue (3,2 %). Meauana
BpPEMEHU JI0 TIEPBOTO SMU30/1a KPOBOTEUEHUS JIFO00H, MO0 BhINIE 3-i CTEMEHU TSHKECTHU B TPYIINE
neHBaTUHUO+3BepomMyc coctaisuia 10,2 u 7,6 Henenb cOOTBETCTBEHHO. YacToTa BOZHUKHOBEHUS
CEPbE3HBIX KPOBOTEUECHUM (BHYTPUMO3TOBOE KPOBOM3IUSHUE, MKEIYJOUYHOE KpPOBOTECUCHUE U
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remapTpo3) cocrasuna 4,8 %. OTMeHa Tepanyu 10 NPAMHAE|KNQBOTCHEHNT 3aperyicLpupoBana y

3,2 % mamMeHToB B TpyNIeE JICHBAaTMHUO+3BEPOJUMYC. bbUI 3aperuCTpUpOBaH OJMH CIydau
JETAJIbHOTO  WCXO0Ja [0  TNPUYMHE  BHYTPUMO3MOBOTO  KPOBOM3JIMSHMS B CpyHme
JICHBAaTUHUO+IBEPOIMMYC M OJMH CIy4ail JIETaJbHOTO HCXOJa MO MPUYMHE BHYTPHUEPEITHOTO

KPOBOU3JIMSIHUSA B TPYIIINE JCHBATUHNOA B MOHOTEPATIHH.

PO

B xome xmuamueckoro wuccnepoBanus ®Daser III (MccnemoBanme 309) coolmanock o ciydasx
KpoBoTeueHuil y 24,4 % mnaiueHToB, NOJYYaBIIUX JICHBAaTHHUO+TIeMOponn3ymal, a peakuuu 3-i
CTereHu TsokecTH Habmopanuchk y 3,0 % mnamuenTtoB. MeanaHa BpeMEHHM 10 Hadaja peakiiu
cocraBisa 65,0 naeit. Moandukaruu 10361 npousonun y 4,4 % mauueHToB (IpepbIBaHUE 036l Y

2,2 %, camxenue 10361 y 1,2 % u otmena neuenus y 1,7 %).

Tunoxanvyuemus (cm. pazoen 4.4, Yonunenue unmepgana QT)

JPIIDK

B xome ocuoBHOro ximHuuyeckoro ucciemosanus Paser III SELECT runokamsmuemuss ObLia
3apeructpupoBana y 12,6 % marueHToB, MOTy4YaBIINX JICHBATUHUO, U HA Y OJHOTO U3 MAIlMEHTOB,
nmoyydaBIuxX riane6o. Menuana BpeMEHH [0 TEPBOTO OOHAPYKEHHUS TUIOKAIBIIHEMUU Y
MAIMEeHTOB U3 TPYMIILI JIeHBaTHHHOA cocTapisiia 11,1 Henenu. 'unokansuuemus 3-it u 4-if creneHu
TSOKECTH uMena Mecto y 5,0 % manueHToB, MOJMy4aBINMX JIeHBAaTUHWUO, W y (0 TaIMeHToB,
nmoyydaBImuX Turtanebo. B OONBIIMHCTBE CIOy4aeB peakius YCTpaHsach B pe3yabTare
MOJICP>KUBAOIIETO JICYCHHSI, HE MPUBOAS K HEOOXOJMMOCTH B MPHUOCTAHOBKE JICYCHUS WU
CHIDKCHHUSI 10361 JIeHBaTHHNOA (uTo mmeno mMecto y 1,5 % uy 1,1 % manueHToB, COOTBETCTBEHHO).

VY 1 manueHTa ¢ TUMOKanbIueMuei 4-i CTeTeHu TSHKECTH TPUeM JICHBaTHHUOA ObLT OTMEHEH.

e

B xone knmunngeckoro uccinenopanust ®asel [II REFLECT, runokansiuemus vabmronanacsk y 1,1 %
nauuentoB (Bkmowas 0,4 % 3-ii cremeHu TskecTd W Bhime). Ciyyall THHOKaJdbLUEMUH,
noTpeOOBaBIINI MTPEepHIBAaHUS IIpUeMa JeHBAaTHHHOA, UMell MecTo y oaHoro nanuenta (0,2 %) u He

ObLIO OTMEUEHO CITy4aeB KOPPEKLUH JI03bl WM TIOJTHOM OTMEHBI ITpernapara.

IIKP
B xone xnmHM4Yeckoro uccienoBanus 205 rumokanpiimeMus Oblaa 3apeructpupoBana y 8,1 % B
rpymnmne JeHBaTMHUO+3Beponumyc (Bkimodas 3,2 % cimydaeB 3-i CTENEHU TSHKECTH M BBIIIE) U Y

4,0 % mauueHTOoB, MOJYYaBIIMX 3BEPOJIMMYC (HM OJHOTO cilydas 3-H CTENEHU TSHKECTH U BBIIIE).
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Menuana BpeMeHH 10 TIEpBOro OOHAPYKEHHs| TMIOKANBUAEMEHE [0BQH] P00} BBILE |3 Il CreneHn

COOTBETCTBYET QRCHEFTHOMY QTYETY

TSOKECTH B TPYIIE JIGHBaTUHHOTIBEpOIMMYC cocTaBisuia 28,3 U 45,9 Henenb, COOTBETCTBEHHO.
3aperucTpupoBaH OJUH Cllydaid TUNOKaIbIUEMUU 4-U CTENEeHU TSHKECTH, BBI3BAHHOM Teparuei.
I'unokanprmemMus He IPUBOANIIA K IPUOCTAHOBKE JIEUEHMSI, CHIPKEHHUIO J103bI IPETIApaTOB WM K UX

OTMCHC.

PO

B xonme xnmamueckoro wucciuenoanust ®aser Il (MccnemoBanue 309) rumokanbimiemus ObLia
3apeructpupoBaHna y 3,9 % namueHToB, MOIy4aBIINX JEHBATUHUO+HIeMOpon3ymad, a peakuuu 3-i
cTerneHu TsokecTH Habmopanmuchk y 1,0 % mnamuentoB. Meanana BpeMEHHM 10 Hayaja peakiiu

cocraBisa 148,0 nueit. Moaudukanuu 10361 npousouuin y 0,2 % manueHToB (MpepbIBaHUE 10351).

Obpazosanue pucmyn u eacmpounmecmunaivhas nepghopayus (cm. pazoen 4.4)

JIPIIDK

B xome ocHoBHOro  kmumHmdeckoro — ucciaepoanuss — @aser Il SELECT  ciydam
racTpOMHTECTUHAIBHON Tepdopaimu U obpa3zoBanus (uctyn 3adukcupoBansl y 1,9 % manueHTos

U3 Tpymmsl JeHBatuHnoa n'y 0,8 % manmeHToB U3 rpymsl miamedo.

ryp
B xome ximHnueckoro wuccnenoBanuss @Paszpl III REFLECT cinydan racTpOoMHTECTHHAJIBHOMN

nepdoparuu u oOpazoBanus Guctyn 3apukcupoBansl y 1,9 % manueHToB U3 rPyMIIbI IEHBATHHUOA.

IIKP
B xone ximHuueckoro uccienoanus 205 cimydyan nepdopaTuBHOro anneHauiura (3-il creneHu
TsOKeCTH) 3apuKCHpoBanbl y 1,6 % ManueHToB B IpyIme JEHBAaTUHUOTIBEPOIUMYC U HU Y OJHOTO

M3 MAallUCHTOB B I'PYIIIaX MOHOTCPAIIUA JIEHBAaTHHHOOM HIIN 9BCPOJIUMYCOM.

PO

B xome knmamyeckoro  ucciemoBanuss  ®azet [ (MccnemoBanume  309)  cioywam
racTpOMHTECTUHANBHOMN nepdopannu u oopazoBanus GUCTya 3apuKCUpoBaHbl y 2,5 % MalUeHToB,
MOJIy4aBIINX JICHBaTUHHO+TIeMOponu3ymad (Bce 3-i cTemeHW TshkecTH). MenuaHa BpeMEHH JI0
Havana peakuuu cocraBisuia 117,0 gueit. Moaudukanuu 10361 npousonuiy y 1,0 % manueHTos

(oT™MeHa JieueHust).
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Obpaszosanue gucmyn, omauuHblx 0m 2acmpoyHmecmuHaGIL BN CM BGOCT AN O C TR 0002

IIpu Tepanuu JeHBaTUHUOOM COOOIIANIOCH O CilydasX oOpa3zoBaHMs (PUCTYN, BKIIOYAsl CIyda C
JeTadbHBIM HcxogoM. HaOmionmanuchk ciydan oOpa3oBaHHMs (UCTYN B OpraHax, OTIHYHBIX OT
KeNMyJKa WM KUIIEYHHKA MPH MPUMEHEHHH MO Pa3NUYHBIM Moka3aHusM. O MOJOOHBIX ciydasx
coo0IIaoch B pa3InyHOE BpeMs: OT 2 Henenb A0 0ojee 1 rora oT Havasia Tepanuy JEHBATHHHOOM

(MemraHa cocTaBUIIa OKOJIO 3 MECSIIEB).

Yonunenue unmepsana QT (cm. pazoden 4.4)

JPLDK

B xozne ocHoBHOro kinuHudeckoro uccienoBanus ®asel [I1 SELECT cinydyan yyiMHEHHsI HHTEpBaja
QT/QTc 3adukcupoBansl y 8,8 % ManeHToB U3 IPYIIBI JeHBaTHHUOA U y 1,5 % manueHToB U3
rpynnsl miaanebo. Yacrora BerpewaemocTd ymuiHeHuss uHTepBana QT OGonee yem Ha 500 mc

cocraBuia 2 % B rpyIie JeHBaTUHNOA U HU OJJHOTO B IpyIiIe Iuianeoo.

rqp
B xoxe xnmmanyeckoro uccnenoanusi @asel Il REFLECT cnydan yanunenus untepana QT/QTc
3aukcupoBansl 'y 6,9 % mnanueHToB W3 Tpynnsl JieHBaTMHMOA. Ciyyan yIUIMHEHHUS WHTEpBaja

QTcF no 3nauenus 6onee 500 mc cocraBumnu 2,4 %.

LIKP

B xone xnmHnueckoro uccnenoBanus 205 ciaydan yanuHeHus uarepsaia QTc Gonee yem Ha 60 mc
3aukcupoBansl y 11 % maumeHToB B Tpymnmne JeHBaTUHUO+IBeposmmyc. Ciaydan yUTHHEHHS
unTepBana QTc nmo 3Hauenus Oonee 500 Mc 3aduKcupoBaHbl y 6 % MAaMEHTOB B TpYyIIE
neHBatuHUO+3Bepoumyc. CiydaeB yanuHeHus uHTepBana QTc no 3nHadenus 6omnee 500 mc wim

6osiee ueM Ha 60 MC B IpyIilie MOHOTEPAIIUU 3BEPOTMMYCOM HE 3a(pUKCHPOBAHO.

PO

B xozne xknmuanueckoro uccnenosanus ®asel III (Mccnenosanue 309) ciyyan yaauHEHHUs] HHTEpBaja
QT 3adurcupoBansl y 3,9 % MmanueHTOB, MOTYYaBIINX JEHBATUHUO+TeMOponu3ymad (BKIIrOUas
0,5 % cnydaeB 3-i1 cTreneHu TsbkecTu). MennaHa BpeMEHHU /10 Hadajla peakuuu coctasisuia 115,5
aaerd. Monudukanuu go3sl npousoumn y 0,7 % maumentoB (nmpepsiBanue 1036l y 0,2 % u

cHmxenue 103b1 y 0,5 %).

THosvrwenue yposus TTI' 6 kposu (cm. pazoen 4.4, Hapywenue cynpeccuu yposus TTI 6 kposu /

OUCHYHKYUSA WUMOBUOHOI Jicene3bl)
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HAPLDK (NOCNEOOBATENEHOCTE 0002)

COOTBETCTBYET QRCHEFTHOMY QTYETY

B xoxe ocHoBHoro kmumHuueckoro ucciaepoBanus @assl [II SELECT yposens TTI Ha aTane
BKJIIOUEHUS B HccaenoBanue coctaBmsut 0,5 M en./n win menee y 88 % marueHToB. Y TaIlMeHTOB C
HopMasibHbIM ypoBHeM TTIT B 57 % ciydaeB HaOmI0AanoCh €ro MOBBIIICHHE Yy MAIMEHTOB,

MOJTy4YaBILIUX JIEHBATUHUO, TpoTUB 14 % cimydaes B rpymie miamedo.

e

B xone xmuHuueckoro uccinenoanus Paszpl III REFLECT yposens TTI' Ha sTame BKIIOUEHHS B
ucclieloBaHue OB HU)KE BEPXHETo rpejena HopMbl y 89,6 % mauuentos. [lossimmenne ypoBus TTI
BBIIIIE BEPXHEro IMpejesia HOPMbl HaONI0JaIoch MOcie Hadana Tepanuu y 69,6 % manueHTos,

MMPpUHUMABIINX JICHBAaTHHHUO.

LIKP

B xozne xknmuanueckoro uccinenosanus @asel [II CLEAR runotupeos pazsuics y 47,2 % nauueHToB
B TpyIIe, MoJy4aBlied JeHBaTUHHO+TeMOponn3ymad, u y 26,5 % mDanueHToB B TpyIIe,
noJiy4aBIIeil CyHUTHHUO. B 1ernoM OONBUIIMHCTBO ciy4aeB T'MIIOTHpPEO3a B TPYIIe, MOJTydaBIeH
JeHBaTUHUO+TIeMOponu3yMad, Obto 1 uam 2 creneHu TsokecTd. [MIoTupeo3 3 CTemeHu THKECTH
Obu1 3apeructpupoBad y 1,4 % maiueHToB B rpymie, mojy4yaBiueil JeHBaTUHHO+IeMOpoan3ymao,
MO0 CPAaBHEHHIO C OTCYTCTBHEM B TpyIIeE, MOJy4aBIIei CYyHUTHMHUO. Y MAalMEHTOB ¢ HOPMAJIbHBIM
ypoBHeMm TTI Ha sTame BKiIIOUEHHs B HccienoBaHue nosbimenue ypoBHs TTIT maGmiomanoch y
85,0 % manueHToB, TMOJIy4aBIIMX JIEHBATUHUO+TeMOponu3ymad, 1o cpaBHEHUIO C 65,6 %
MAIMEeHTOB, MOJYYaBIIUX CYHUTHHUO. Y MallMeHTOB, MOJYyYaBIIUX JIEHBATUHHO+TIeMOpoau3ymao,
cllyyad THIIOTHpPEO3a MPUBEIH K MOAM(UKALNU O3Bl JICHBATHHNUOA (CHIKEHHUE WJIM TpPEphIBaHHE
npuema) y 2,6 % manueHToB U K OTMEHE JICHBaTHHMOA y | manuenTa.

B xone knmuandeckoro uccienoBanus 205 rUNOTUPE03 ObUT 3aperucTpupoBaH y 24 % MalueHTOB B
rpymmne JeHBaTUHUO+3BEPOIUMYC U Y 2 % NalMeHTOB, NOJIYYaBIIUX 3BEPOJUMYC B MOHOTEPAITUH.
Bce ciydan runoTtupeosa B rpymnie JeHBaTHHHOHIBeponuMyc ObUH 1-i Wi 2-1 CTETNeHU TSHKECTH.
VY mamuentoB ¢ HopMainbHbIM ypoBHeM TTI B 60,5 % ciyuaeB HaOMIOJAIOCh €ro MOBBIIICHUE B
rpymnmne JIEHBaTUHHOTIBEPOJIMMYC TPOTHB HH OJHOTO CiIydas B Tpylmne MOHOTEpanuu

3BEPOJIUMYCOM.

PO
B xome wmmHnueckoro wuccnengoBanus Daszer Il (MccnenoBanme 309) rumoTtmpeo3 ObLI
3aperucTpupoBaH y 68,2 % manueHToB, MOIyYaBIINX JEHBATUHUO+TIeMOpoan3ymad, peakuuu 3-i

CTENeHN TshKecTH Habmomanuchk y 1,2 % mnamuentoB. Meanana BpeMEHHM 10 Hayaja peakiiu
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cocrasisuia 77,9 nued. Moauukauu 1036l fpou3ouuif ) 3,4 (76 |MaueHToBL(MPePHIBIHHE YI03bI Y

2,7 %, camxenue 10361 y 0,7 % 1 otmena neuenus y 0,2 %).

Huapes (cm. pazoen 4.4)

JPLDK

B xonme ocHoBHOoro knuHuueckoro wuccienosanuss ®aszer I SELECT cinywan numapeu
3adukcupoBansl y 67,4 % MalMeHTOB M3 TPYyMIbl JeHBaTMHUOa (Bimrodas 9,2 % ciywaeB 3-it
CTETNIEHHU TSHKECTU U BbIIe) U y 16,8 % manmeHToB U3 rpymmsl anebo (HU oxHOro cirydas 3-i

CTCIICHU TSOKCCTH U BBIH_IG).

ryp
B xone xmmumueckoro uccienoanus Paszsl III REFLECT cnyuan nuapen 3auKCHpOBaHBI y

38,7 % manuueHToB U3 rPYMIIbI ICHBATHHUOA.

LIKP

B xone xnmmaMueckoro uccnenoanus 205 ciyuau amapeu 3adukcupoBansl y 80,6 % manueHTOB B
rpymnmne JgeHBaTuHUO+3Beponumyc (Bkitovast 21,0 % ciiygaeB 3-if CTEMEHM TSHKECTU U BBIIIE) U Y
34,0 % manMeHToB B rpyIe MOHOTEpanuu ’BepoiiuMmycoM (Bkiouas 2,0 % ciydaeB 3-il cteneHu
TSOKECTU W BBIIIE). Meauana BpeMEHH A0 MEPBOrO MPOSIBICHHS Juapen o000, imbo Bbime 3-it
CTETIEHH TSHDKECTH B TpyHNe JeHBaTUHMO+3Bepoiumyc, cocraBma 4,1 u 8,1 Henmenb
cooTBeTcTBeHHO. Jluapes Obuia HauOosiee YacTOW NPUYMHOM CHIDKEHHUS J03bI IpenapaTos,
MPUOCTAHOBKH JIEYeHHUS U ObljIa YCTOHYMBOM, HECMOTPSI Ha CHWIKEHHE JI03bl. Y OJHOTO MalueHTa

Auapced MpUBCiia K OTMCHE JICUCHMU .

PO
B xome «xmuauueckoro wuccnenoBanus ®Dazer Il (MccnegoBanme 309) nmumapes Obuia
3apeructpupoBaHa y 54,2 % mNanueHToB, MOJy4YaBIIUX JICHBATUHUO+TIEeMOponu3yMad (BKIIOYas

7,6 % cityuaeB 3-i CTENIEHU TSDKECTH U BBILIE).

IIpoune ocoOble NOMYIISIIIMKA

Hab}ueHMbl NOJUCUTIOCO 8o3pacma

JAPLDK
[TanmenTsl B BoO3pacTe 75 NeT W crapuie MMeTH Oojiee BBICOKYIO BEpPOSITHOCTh Pa3BUTHS
apTepUalIbHOM TUIIEPTEH3UM 3-i WM 4-ii CTENEHU TSKECTH, IPOTEUHYPUH, CHI)KEHHUS alllleTUTa U

JEeruapaTanuu.
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rip (NCCNEOOBATENEHOCTE 0002)

COOTBETCTBYET QRCHEFTHOMY QTYETY

[TanmenTsl B BO3pacTe 75 J€T M cCTaplle HUMENIHM O0JIee BBICOKYIHO BEPOSTHOCTb pPa3BUTHUS
apTepUANbHOM TUIEPTEH3UH, MPOTEHHYPHH, CHIKCHHs anleTuTa, AacTeHUH, JeTHIpaTalyi,
TOJIOBOKPY>KEHHH U Me4eHOuHOU sHIedanonaTin. [leueHounas sHIedanonarus BCTpevaiach 6ojee
4yeM B [IBa pa3a 4Yallle y MalMueHToB B Bo3pacre > 75 ner (17,2 %), yueM y nanueHToB miaafue 75 aet
(7,1 %). Ilewenounas »sHuedanonaTus, Kak MpaBUio, ObUIa CBs3aHA C HEOIArONPHUATHBIMU
XapaKTepUCTUKaMU 3a00JIEBaHUS Ha dSTare BKIIOYEHHs B HCCIEIOBAaHME WM C INPUMEHEHHEM
CONyTCTBYIOIMX  JICKAPCTBEHHBIX  CpeAcTB.  HexenaTenbHble — SIBJICHUS,  CBSA3aHHBIE C

TpoMO0IMOOIIHEH apTepHii, TakKe HAOIIONANNCh Yallle y JAHHOM TPYIIIbI MAallMEHTOB.

1IKP
[TarmenTsl B BO3pacTe 75 neT W crapiie uMenu Oosiee BbICOKylo (> 10 % pasHuma) dactory

pa3BUTHS IPOTEUHYPHUH, YEM MALIMEHTHI B Bo3pacTe < 65 JieT.

Ilon

JAPLDK

VY mainueHToB JKEHCKOTO I0JIa HaOII0AAI0Ch MOBBIIICHUE YacTOThl BO3HUKHOBEHHS apTEpUaTbHOM
TUIIEPTEH3UN (BKJIIOYas ciydad 3-il U 4-i cTeneHu TSHKECTH), IpOTeMHypuu U cuHiapoma JIIID,
TOrJa KaK y MallMeHTOB MYXKCKOTO TOJa OTMEYaloCh IMOBBIIICHWE YAaCTOTHI CHIDKEHUS (QpaKiuu

BBIOpOCA, a TAK)KE CIlyyaeB raCTPOMHTECTUHANBHON nepdopaiy 1 00pazoBaHus (PUCTYIL.

rnp

VY DamnMeHToB JKEHCKOTO IoJia yalle HaOdrojanach THUIEPTEH3Hs, YTOMIISIEMOCTh W Yy/UIMHEHHE
uaTepBana QT na DKI. ¥V MyxuuH HaO0aI0Ch MOBBIIEHUE YacTOThl auchonuu (26,5 %), mo
cpaBHeHHMIO ¢ >keHIHaMu (12,3 %), CHUXKEHHS Beca M CHIDKEHHUS KOJIMYECTBA TPOMOOIIUTOB.

IleuenouHas HEAOCTATOYHOCTH Ha6mo;[anac1> TOJIBKO Yy IMMAIIMCHTOB MYXKCKOT'O I10JIa.

1IKP

YacToTa BO3HUKHOBEHHSI TMape Y MY>KUHH Obliia Bbie (pazHuna > 10 %), uem y KeHIIUH.

Pacosas npunaonesxcrnocmo

JAPLDK

B cpaBHeHuu ¢ nanyeHTaMu €BpONEOUAHOM packl MallMEHTHI a3uaTcKoro npoucxoxaeHus ¢ JAPIDK
uMenn 0Oojiee BBICOKYIO YacTOTY BO3HHUKHOBEHHUS TMepu(epUyecKnX OTEKOB, apTepUaibHOM

THIIEPTEH3UH, yTromusgeMoctd, cunapoma JIIID, mnpoTenHypuu, TpOMOOLMTONEHHH, a TaKXKe
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nosblnenust yposHs TTI. Slnonusr umenu Gpiee BIGOKYHO, [MECTOTY: ANTEPHAFEHON PANEDTEH3UH

COOTBETCTBYET QRCHEFTHOMY QTYETY

3-ii umm 4-i crTeneHu TSHKECTH, CHIDKEHHS alllleTUTa, YTOMIISEMOCTHM M TPOMOOIMTOIIEHUH IO

CpaBHCHHIO C APYTMMHU MAalTUCHTAMMH.

riqp

B cpaBHeHHMM ¢ manueHTaMU €BPOIEOMIHOM pachl MALUEHThl a3MaTCKOTo mpoucxoxiaeHus ¢ '[P
uMmenn 0ojiee BBICOKYIO YacTOTY BO3HHUKHOBEHHUS NpoTeuHypun u cuHiapoma JIIID, Torma kak
NAIMEeHThl EBPONECOMAHON pachl HMMeEIM OOJBIIYI0O YacTOTY BO3HHMKHOBEHHS YTOMIIIEMOCTH,

MEYEHOYHOMU 3HIIe(ATIONATUH M OCTPOT0 TIOBPEKICHUS TTOYEK.

LIKP

[TarueHTBI a3MATCKOTO MPOUCXOXKACHHUS HMenu Oosee BbICOKyo (> 10 % pasHuia) dactory
BO3HMKHOBEHHs cuHapoMa JIIID, mporemHypun M rumnotupeo3a (BKIOYas NOBBILIEHUE YPOBHS
TOPMOHOB IIUTOBUAHOM JK€JI€3bl B KPOBM), YEM MALlMEHTHl €BPOIEOUTHON pachl, B TO BpPEMs Kak
MMalMECHTBl U3 €BPOINECOUIHOM pachl dalle CTPajald yYTOMISIEMOCTBIO, TOIIHOTOM, apTpairHuew,

PBOTOM U ACTCHUEM.

Ilayuenmoi ¢ HaruuUeM apmepuaIbHOU SUNEPMeH3UU Ha SMane KIIYEHUs 8 UCCIe008aHUe
JPLDK

Y mnaumenroB c¢ JPHDK ¢ HanuumeMm apTepuanbHOW THUIIEPTEH3UM HA JTale BKIIOYEHUS B
uccnenoBanue Oblia oOHapyxeHa 0oJiee BBICOKAsi 4acTOTa apTepHaIbHON TMIEPTeH3UN 3-i uin 4-i
CTENEHU TSDKECTH, NMPOTEMHYPUH, AUWAPEU U JeTUApaTallud, a Takxke OoJjiee cepbe3HbIe Clydau
JeTUApaTaluy, apTeprualIbHON THIIOTEH3UH, TPOMOOIMOOIINH JIETOYHON apTepuH, 3I0KaYe€CTBEHHOTO
TUIEBPAJILHOTO BBINOTa, (GUOpMILIIAIMKM Tpeacepanii U cumntoMoB co croponsl JKKT (Oorneit B

KHUBOTE, TUAPEU U PBOTHI).
IIKP

HaHI/IeHTBI C HAJIMYHUEM apTepHaHBHOﬁ TUIICPTCH3UH HaA 3TAIIC BKIFOYCHHA B MCCICIOBAHUC UMCIIN

0oJiee BBICOKYIO YaCTOTY BOSHUKHOBEHUS IPOTECHHYPHH.

Iayuenmoi ¢ HapyuwieHuem QYHKYuU neveru

JAPLDK
[Mammenter ¢ JAPHDK ¢ HapymeHuneM GyHKIMH T€YEHH HUMETH 0ojiee BBICOKYIO YacTOTY

apTepuanbHOM runepren3uu u cunapoma JIIII, a takke Oojiee BBICOKYIO YacTOTy apTepHalIbHOM

46



COOTBETCTBYET QRCHEFTHOMY QTYETY

ot 18.09.2025 N2 23534

TUIICPTEH3UH 3-i Wik 4-f CTCHEHH TSDKECTH, aCTCHYM)YTOMIFCNIQCTH [ FHIIOKANbIAEMAH, B

CpaBHEHHH C MAllMEHTaMHU C HOPMAJIbHOU (DyHKLIMEN TICUeHH.

e

[Manmentsr ¢ I'IP m ucxomueiM mokaszateiem 6 OamaoB mo mkane Yairna-Ilero (oxono 20 %
narenToB B uccienoBanun REFLECT) umenu Gojiee BBICOKYIO YacTOTY CHMIKEHHsI amleTuTa,
YTOMJISIEMOCTH, MPOTEUHYPUH, NMEUEHOYHOW >HIe(aTONaTui U MEUYCHOYHON HEIOCTaTOYHOCTH II0
CPaBHEHHIO C TEMH, Y KOTO HCXOJHBIN MOKa3aTenb cocTaBui 5 6amnoB. Ciydan renaToTOKCUYHOCTH

¥ KPOBOTEUECHUH TaKKe HAOIIOAIMCH Yallle y TAKUX MallMeHTOB.

Iayuenmoi ¢ Hapywienuem GYHKYUU NOYEK

JAPLDK

VY manueHToB ¢ HapymeHMeM (YHKIMM TOYEK Ha JTare BKIIOYEHHUS B HCCICJOBAaHHME Yallle
OOHapyXUBAJIUCh apTepUaibHas TUNEPTEH3Us 3-i win 4-H CTENeHH TSHKECTH, HPOTEUHYPHUS,
YTOMJIIEMOCTb, CTOMATHUT, Nepudepuyeckre 0TeKru, TPOMOOLMTONICHUS, AeTHAPATaIUs, yUIMHEHHE
untepBasia QT, runotupeos, runoHarpuemusi, nopbieHne ypoHs TTI u mHEBMOHUS B cpaBHEHUU
C mauueHTaMu 6e3 HapymieHus: GyHKIuu nmodek. Kpome Toro, y 3TUX MalMeHTOB Yalle BCTPedaInch
peakuuy CO CTOPOHBI IIOYEK, a TAKKE OTMEYANIACh TEHJACHIUS K MOBBILICHUIO YaCTOThI HAPYIICHUN

CO CTOPOHBI TICYCHHU.

riap

VY manueHToB ¢ HapymeHMeM (YHKIMM TOYeK Ha JTare BKIIOYEHHUS B HCCICJOBAaHHME Yallle
OOHApYXHUBAJIUCh YTOMIISIEMOCTb, THUIOTHUPEO3, IETHApaTanusi, Iuapesi, CHIDKECHHE arnIeTuTa,
NPOTEHHYPHs M TeueHoYHast 3Hiedanonatus. Kpome Toro, y 3TUX HalMEHTOB Yallle BCTPEYATUCH

PEaKIMU CO CTOPOHBI MOYEK M TPOMOOIMOOTINH apTEPUHA.

Ilayuenmul ¢ maccoii mena menee 60 ke

JAPLDK

[TanenThl ¢ HU3KOM Maccoit Tena (MeHee 60 Kr) umenu 6oiee BBICOKYIO YaCTOTY BO3HUKHOBEHHS
cu"apoma JII1O, npoTenHypuH, runoKagabLUeMuN 3-1 WK 4-1 CTENEHU TSKECTU U THIIOHATPUEMUH,
a TaKkXKe CKIOHHOCTb K 0ojiee BBICOKOW BEPOSITHOCTH CHIDKEHHs ammeTrurta 3-M wim 4-if creneHu

TAXKCCTHU.

COOGH.IGHI/IG 0 1O A03pEBACMBIX HEXKCIIATCIbHBIX PCAKITHAX
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COOTBETCTBYET QRCHEFTHOMY QTYETY

JICKApCTBEHHOTO TIpernapara ¢ IeNbl0 00ecleYeHus HEeMpEephbIBHOTO MOHHUTOPUHIA COOTHOILEHUS
«TI0JIb3a — PHUCK» JIGKAPCTBEHHOTO Ipernapara. MeIuIMHCKUM pPa0OTHUKAM pPEKOMEHIYeTCs
coo0uaTh o JT00BIX MM0I03PEBAEMBIX HEXKETIATEIbHBIX PEAKIHUAX JEKAaPCTBEHHOTO Iperapara yepes
HAIIMOHAJIbHBIE CHUCTEMBl COOOLICHMS O HEXeNaTelIbHbIX pEeaKIHUsIX TOCylapCTB — YICHOB

EBpa3suiickoro 5KOHOMHUYECKOTO COH03a:

Poccniickas @enepanus

@enepanbHas ciyx06a 1o Haa30py B cdepe 3apaBooxpanenus (PoczapasHanzop)
Anpec: 109012, Mocksa, CrnaBstHCKast momaip, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

OnexrponHas noyra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(pOPMAIIMOHHO-TETICKOMMYHUKAITMOHHON ceTH «HTepHeT»:

https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

CuMnOTOMBI

Coobmanoch 0 nepeao3upoBKe JIEHBATUHUOOM, BKJIIOYash pa3oBblii mpueMm 144 wmr, urto B 6 pas
IIPEBBIILIAET PEKOMEHAYEMYIO CYTOYHYIO J103y. OTH Cllydau COIPOBOKJIAIMCh BO3HUKHOBEHHEM
HEXXEJaTeNbHbIX PEaKIMii, COTIACYIOIUXCS ¢ U3YyYEHHBIM MpoduieM 0e30MacHOCTH JICHBaTMHMOA
(HarpuMep, BO3HUKHOBEHHUE MOYEYHON MIIM CEpACYHOM HEIOCTATOYHOCTH), JIMOO MPOTEKAIH IMpPH
OTCYTCTBHHM COOOLIECHMHA O HEXeNaTeNbHBbIX peakuusax. JletampHbI choydail B pe3ynbrare
MIOJIMOPTaHHON HEAOCTATOYHOCTHU MPOU30ILIEN Y MAllMEHTa, KOTOPbIN MOJYYHI BHYTPb OAHOKPATHYIO

no3y jenBaruanba 120 mr.

Jleuenme

Crenuuyeckuii aHTHIIOT TIPH TEPEIO3UPOBKE JICHBATUHUOOM OTCYTCTBYeT. OXKHUAaeTcs, 4TO B
pe3ynbTaTe BRICOKOM CTETICHH CBSI3BIBAHMSI ¢ OCITKaMHU IJIa3Mbl JICHBATUHUO HE TIOJIBEPIKCH TUAITH3Y.
B cmydae momo3peBaeMoil TEpeNO3UPOBKH HEOOXOJMMO TPEKPaTUTh MpUEM Ipernapara
JlenBatuHNO-Oapm-CunTe3 u, npu HEOOXOINMOCTH, HayaThb COOTBETCTBYIOLIYIO

MO JICPKUBAIOIIYIO TEPATHUIO.
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5. PAPMAKOJIOTHYECKUE CBOMCTBA (NOCNEOOBATENBHOCTEL 0002)

L L

COOTBETCTBYET QRCHEFTHOMY QTYETY

5.1. ®apmakoauHaMHUYecKHe CBOMCTBA

dapmakoTepaneBTHUECKasi I'PYIa: MPOTUBOOIYXOJEBbIE CPEICTBA; MHTUOMTOPHI MPOTEHHKHUHA3;

Jpyryue HHTUOUTOPHI MPOTEHMHKUHA3.
Koxg ATX: LO1EXO08

JleuBaTHUO sBIISIETCS MYJIbTUKUHA3HBIM I/IHFI/IGI/ITOpOM, KOTOpBIﬁ MOoKa3aJl aHTUAHTHOTCHHYIO

aKTUBHOCTSD 7 VIIro U in vivo, a TakxkKe IPsAMO€ TOPMOXKEHUE POCTA OIIYXOIU B MOJAEIAX in Vitro.

MexaHu3M AeicTBUS

JlenBaTuHUO  SABJISETCS ~ MHTUOMTOPOM  THPO3MHKHHA3HBIX  PELENTOpPOB,  M30MpaTEIbHO
MOJIABJISIIOIIMM KHHA3HYI0 aKTHBHOCTH PELENnTOpoB (akTtopa pocta sugoTenus cocynos (VEGF) —
VEGFR1 (FLT1), VEGFR2 (KDR) u VEGFR3 (FLT4). Takxe neHBaTUHHO OKa3bIBaeT
MHTUOMpYIOlee BO3JCHCTBUE HA Jpyrue TUPO3WHKUHA3HBIC PEIEeNTOphl, 3a/eiiCTBOBaHHBIC B
MPOAHTMOTCHHBIX ¥ OHKOTEHHBIX MEXaHM3Max, BKJIIOUasi pelenTopsl Gakropa pocra pudpodiacTos
(FGFR1, 2, 3 u 4), ansda-perentop tpombormraproro ¢pakropa pocta (PDGFRa), a Taxxke
tupo3uHkuHasHble penentopsl KIT u RET.

Kpowme Toro, neHBaTMHUO MOKazan N30MpaATEIbHYIO MPSIMYIO aHTHIPOJIU(EPAaTUBHYIO aKTUBHOCTD B
renaToLeIUIIOISPHBIX KIETOUHBIX JIMHUAX, 3aBUCALLYI0 OT akTuBupoBaHus FGFR onocpenoBanHOi
nepeaay CUrHaJIoB, 4To 00bscHseTcsa nHruouposanneM FGFR nepexaun neHBatuHnO0M.
KomOunamus neHBaTuHHOA C 3BEPOJIMMYCOM IOKa3aja TIOBBIIICHHYI0 AHTHAHTHOTCHHYIO H
MPOTHBOOITYXOJIEBYIO aKTHBHOCTh B CPaBHEHHWH C MOHOTEpamnuell TaHHBIMH IpernapaTaMu, 4To
MOJITBEPXKICHO CHIDKEHHEM MpoJuQepanui 3HAOTEIUAIBHBIX KIETOK YeIOBEKa, CHIDKEHHEM
dbopMupoBaHHS COCYAUCTON ceTu omyxoiu u cHkeHuneM VEGF-onmocpenoBanHo# mnepenaun
CHUTHAJIOB B CUTHAJIBHBIX CHCTEMax OIYXOJIEBBIX KIIETOK in Vitro, a TakKe yMEHbIIEHHEM o0beMa
OITyXOJIM B KCEHOTPAHCIIAHTATHON MO/JIENTM YEJIOBEUECKOTO paKa IMOYKH Y MBIIIEH.

B CHHTeHHBIX ONyXOJEBBIX MOJENSAX Yy MbIIIeH JICHBATUHUO yMEHBIIAT KOJUYECTBO
aCCOIIMMPOBAHHBIX C OMYXOJbIO MakpogaroB, YBEIUYMBAJI KOJUYECTBO AKTHBUPOBAHHBIX
IUTOTOKCUYECKHX T-KJIETOK U JEMOHCTPUpPOBaI 00Jiee BBICOKYIO MPOTUBOOITYXOJIEBYIO aKTUBHOCTD
B COYETaHUU C MOHOKJIOHAJIbHBIMU aHTU-PD-1 aHTHTENaMM 1O CpaBHEHMIO C MOHOTEpaInueit
JaHHBIMM TIpETIapaTaMH.

B3auMocBs3p MOSIBICHHUS apTEpUANbHOM THIEpPTeH3MH Ha (OHE JIEYCHHs JICHBAaTUHHOOM C

OCOOCHHOCTSMH €ro MeXaHH3Ma HeﬁCTBHH OTACIIBHO HC MH3y4dajlaCb, HO MPCAMNOJIOKUTCIBHO
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pa3BUTHE TUNIEPTEH3UH CBA3aHO C MHTMOMPOBIHHEM peenTopa| (hatls";gpamomm:ﬂflj{g’[qql{}lj_c_gpyHOB

COOTBETCTBYET QRCHEFTHOMY QTYETY

(VEGFR) Btoporo Ttuna, VEGFR2, kinerok sHHoTEeNHs COCYAOB. AHAJIOIMYHO, HE H3ydallach
B3aMMOCBSI3b OCOOCHHOCTEHW MeXaHM3Ma JeHCTBUS JIEHBAaTMHMOA C pa3BUTHEM MPOTEUHYPHH,
MPEIOJI0KHUTEIBHO €€ BOZHUKHOBEHHE 00yCloBIIeHO MHruOupoBanueMm peuentopoB VEGFR 1 u
VEGFR 2 B momonuTax noue4Horo KiIyoouka.

Mexanuzm HeﬁCTBHH JICHBaTHHHOA HAa THIIOTUPCO3 MOJIHOCTHIO HC BBISICHCH.

Ouenka narepsaina QT

OnHOKpaTHOE NPUMEHEHHE JICHBATUHMOA B J103¢ 32 MI' HE NMPHUBOJAWIO K YAJIMHEHHUIO MHTEpBaia
QTc cornacHo pe3ynbraraM, MOJIYYEHHBIM B paMKax MCUYEPIBIBAIOIIETO UCCIIEI0BAHUS BIMSHUS Ha

unTepBasl QT y 310pOBBIX YUaCTHUKOB.

Kinuanueckas 3ddeKkTUBHOCTE ¥ 0€30I1aCHOCTD

Hughghepenyuposannviii pax wumosuoHol iceneszvl, pehpakmepHvill K pAOUOAKMUBHOMY UOOY
(APILDK)

UccnenoBanne SELECT — MHOroueHTpoBO€ paHAOMHU3UPOBAHHOE JIBOMHOE-cienoe Iuianedo-
KOHTPOJIMPYEMOE  MCCIEIOBAaHME, TNPOBEAEHHOE ¢  ydacTheM 392  pmanMeHToB  C
middepeHInPOBaHHBIM PaKOM LIUTOBUIHOM Kese3bl, pepakTepPHbIM K PaJHOAKTUBHOMY HOAY, C
PEHTICHOJIOTUYECKUMHU TIPU3HAKaMH TNPOTPECCHpPOBaHUs 3a00JieBaHHUs B TeueHHe 13 MecsleB 0
BKJIIOUEHUSI B HCCJIENOBAaHUE. YCTOWYMBOCTh K paAMOAaKTHUBHOMY Moy ompezensnach Kak 1
u3MepuMoe TMopaxkeHue (wnm Oosee) OO0 Oe3 MOTJOUIEHHUS Hoga MpU CKAaHUPOBAHHU C
palMOaKTUBHBIMHM U30TONAMU HoJa, 100 C MOTJIOIMIEHHEM HoAa M MPOrpecCUPOBAHUEM B TEUEHHUE
12 MecsueB Tepanuy pPagUMOAKTUBHBIMU HM30TONAMHU #HOAa, JIMOO C COBOKYIHOM AaKTMBHOCTBIO
paaroaKkTUBHBIX M30TONOB Hoxa > 600 MKu wimm 22 I'bk npu BBeAEHUH NOCIENAHEN 103bl HE MEHEE
yeM 3a 6 MecsleB /0 BKIIOYEHHS B HccienoBaHue. Pannomuzanus Oblia CTpaTH(HUIMPOBAHA IO
reorpaduueckomy pernony (EBpoma, CeBepnas AMepuka M JIpyrue CTpaHbl), MpeIIIeCTBYIOLICH
VEGF/VEGFR-tapretno#i Tepanuu (manmueHThl MOTIH TpoXoauTh O mimm 1 mpenrecTBYIONIYIO
VEGF/VEGFR-Tapretnyio tepanuio) u Bozpacty (< 65 net wim > 65 ner).

OCHOBHBIM KOHEYHBIM IOKa3aTesieM 3((EKTUBHOCTH Obljla BBDKUBAEMOCTh 0€3 MpOrpecCUpOBaHUS
(BBII), onpenensiemasi ¢ MOMOIIBIO 3aCHEIUVIEHHON HE3aBUCHUMOW PEHTI€HOJIOTMUECKOW OLIEHKHU C
WCIIOJIb30BAHUEM KpPHUTEpUEB OLleHKH oTBeTa conuaHbix omyxosied (RECIST) 1.1. Bropuunsie
KOHEUHBIE MoKa3aTeNu d3PPEKTUBHOCTH BKIIOYAIN 4YacTOTy 00bekTHBHOTO oTBeTa (HOO) 1 00611y10

BbDKHBaeMocTh (OB).
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[anuenTtsl B rpynme mianebo MOINM MOJy4arh JICHBATHHAO B AQIYARSH MQATBCMRACHHOTO

nporpeccupoBanus 3a0601eBanusi. COOTBETCTBYIOIIUE KPUTEPUIM yHaCTUS MAIIUCHTHI C H3MEPHUMbIM
3aboneBanreM B cooTBeTcTBUU ¢ RECIST 1.1 6butn panmomMu3upoBansl B cooTHomeHuu 2:1 6o B
rpymmny, MOJYY4aBUIyIO JICHBAaTMHUO B 03¢ 24 Mr oauH pa3 B cyrku (n=261), nubo B rpymimy,
noJsryyaBmyto riane6o (n=131). Mcxonasle nemorpaguueckie XapakTepUCTUKUA M XapaKTePUCTUKH
3a0oJeBaHMsl ObUIM XOpOIIO COAaHCUPOBAHbBI JUId 00euX rpymm JjedeHus. MeauaHa COBOKYITHOM
aKTUBHOCTH PaJUOaKTUBHBIX M30TONOB Homa (RAI), BBEJEHHBIX B OpPraHum3M [0 BKJIIOYECHHS B
uccneaoBanue, cocraisia 350 mKu (12,95 I'bk). U3 392 pangomusupoBaHHbIX nanueHToB 23,7 %
npoxomunu 1 kypc mnpenmectBytomeii VEGF/VEGFR-tapretnoit  tepanuu. Ilo  naHHbIM
THCTOJIOTHYECKOTO UCCIIeA0BaHUs y 66,1 % manueHToB ObLI MOATBEPXKACH AUArHO3 MAMUIUIIPHOTO
paka LIIUTOBUAHOM *kene3bl, a y 33,9 % — (QoITuKyIsIpHOTO paka IUTOBUIHOM *Kelle3bl, B TOM
gucine ['roptie-kinerounoro (14,8 %) u ceetnoknerounoro (3,8 %). Meractasbl IpuCyTCTBOBAIH Y
99 % mammenToB: B jerkux y 89,3 %, B mumparndeckux y3nmax y 51,5 %, B koctax y 38,8 %, B
neuenu y 18,1 %, B ronosuom mosre y 4,1 %.

VY nmauueHTOB, MOJYYaBIIUX JEHBATUHUO, OBUIO MPOJEMOHCTPUPOBAHO CTATHCTUYECKH 3HAYMMOE
yBenuuenue BBIl mo cpaBHeHMIO ¢ manuMeHTaMu, Moiy4yaBImIMMHU Iuianedo. IlomoxurensHoe
Biausinne Ha BBII B moarpynmnax, momyuaBmux 0 mmm 1 xype npemmectBytomeir VEGF/VEGFR-
TapreTHo# Tepanuu, 66u10 cXoHBIM. Kpome Toro, nosnoxurensHoe BnusiHue Ha BBII Habmonanocs
BO BCEX MOArpymnax, CGHOPMUPOBAHHBIX MO NPUHIUIY IPHHAUICKHOCTH YYACTHUKOB K
OIIPENEIIEHHOM BO3PACTHOM IPyIIIE, MOJY, Pace U PETUOHY.

[Tocne moaTBepKACHUS TPOTPECCUPOBAHUS 3a00IeBaHus Oblila IPOBEICHA HE3aBUCUMasl OIICHKA, T10
pesynbraTtam kotopoit 109 (83,2 %) manueHTOB, paHIOMH3UPOBAHHBIX Ha TUIAIE00, TIEPEeBENH Ha
npUeM JIeHBaTUHMOA IO OTKPBHITOMY THIY K MOMEHTY IPOBEACHHUS NEPBUYHOTO aHaIM3a
3¢ HEKTUBHOCTH.

YacroTa 00beKTUBHBIX O0TBETOB (ToHBIH oTBeT [[10] mmtoc wactuunseni otBetr [UO]) mo maHHBIM
HE3aBUCHMOW paJHOJIOTHYecKoil oleHku Obuia 3HauutenbHo (p < 0,0001) BeIIe B rpymme,
nosydaBineil neHBaTuHUO (64,8 %), yem B Tpymme, moxydaBmedl mianedo (1,5 %). YV derbipex
(1,5 %) marueHTOB, MOJNy4aBIIUX JIeHBAaTUHUO, Obl gocturHyt I10, a y 165 (63,2 %) — YO, B TO
BpeMsI Kak HU y OJTHOTO MalMeHTa, nojyJasiiero mianebo, He 6su10 110, ay 2 (1,5 %) — YO.
MennanHoe BpeMsl 10 NEPBOrO CHWKEHHS J03bl cocTaBwio 2,8 Mecsaua. MeauaHHOe BpeMs 0

Hayana OO0BeKTMBHOTO oTBeTa coctaBisuio 2,0 (AU 95 %: 1,9-3,5) mecsama; ogHako cpeau
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HALMEHTOB, Y KOTOPHIX HAOIIOAICS MOJHBIN| I YacTAYHEIH [OTBEk 1] feHBanHn( 1y (710/4:% on

BO3HUK B TeueHue 30 nHel nmociie Havana npueMa J03bl

24 wmr.

Ananu3 oOmieil BBDKUBAEMOCTH OB OCJOKHEH TEM, YTO IMAIMEHTHI, MOJy4aBIIue Iianedo, mpu

MOATBCPKIACHHOM TIPOTPECCUPOBAHUN 3a00JI€BaHUd HMEIH BO3MOKHOCTE HepeﬁTH Ha TIIpUCM

JICHBAaTUHUOA MO OTKpBITOMY THITy. CTaTHCTUYECKH 3HAYMMOM pasHMIBI B 0OIIEH BBDKMBAEMOCTH

MEX]ly TPYIIIaMu JICYSCHUsI HA MOMEHT MEepPBHUYHOr0 aHanusa 3¢p¢pextuBHOoCcTH He ObuTO0 (OP=0,73;

A1 95 %: 0,50-1,07; p=0,1032). Meauana oOmieii BBDKMBAEMOCTH HE Oblla JOCTUTHYTA HH B

rpyIIe, nojyJyaromien JeHBaTHHUO, HU B TPYIINE Nepexoa oT riaedo.

Tabnuua 5. Pe3ynbrats! onieHku 3¢ pekTuBHOCTH y nanuenTos ¢ JIPIDK

JleHBATHHUO Inanedo
N=261 N=131
BbrxnBaeMocTh 6e3 nporpeccupoBanus 3adoseBanus (BBII)?
Yucino ciaydaeB nporpeccupoBanus wim cmeptu (%) 107 (41,0) 113 (86,3)
Menuannas BBII B mecsiax (95 % ) 18,3 (15,1; H/O) 3,6 (2,2-3,7)
OtHomenue puckos (99 % JJN)>* 0,21 (0,14-0,31)
P-3nauennue’ <0,0001
IMauuenTsl, He noay4aBmmue (0) npeaIeCTBYIONIY 0 195 (74,7) 104 (79,4)
VEGF/VEGFR-Taprernyo tepanuio (%)
Yucno ciyyaeB MpOTrpECCUPOBAHUS WM JIETAIBHBIX 76 88
ncxon0B (%)
Menuannas BBII B mecsmax (95 % JAN) 18,7 (16,4; H/O) 3,6 (2,1-5,3)
OtHomenne puckos (95 % JUN)>¢ 0,20 (0,14-0,27)
[Manuentsl, nojyyaBmme 1 mnpeaIeCTBYIONIYIO 66 (25,3) 27 (20,6)
VEGF/VEGFR-Taprernyo tepanuio (%)
Uucno ciydaeB IpOrpecCUpOBAHMs WU JIETAIBHBIX 31 25
ncxon0B (%)
Menuannas BBII B mecsmax (95 % JAN) 15,1 (8,8; H/O) 3,6 (1,9-3,7)
OtHomenne puckos (95 % JUN)>¢ 0,22 (0,12-0,41)
YacToTa 00beKTUBHOI0 OTBETA
KommgecTBo MareHToB c 00BEKTUBHBIM 169 (64,8) 2 (1,5)
otBeToM (%)
(95 % JIN) [59,0-70,5] [0,0-3,6]
P-3nauennue’ <0,0001
KonmdecTBo moHBIX OTBETOB 4 0
KonmndecTBo 4aCTUYHBIX OTBETOB 165 2
MenuanHoe Bpemsi 110 OOBEKTHBHOTO otBeTta,’ 2,0 (1,9-3,5) 5,6 (1,8-9.4)
Mmecstes (95 % JIN)
[TpomomxurensHOCTh OTBETa/ Mec., menuana (95 % H/O (16,8; H/O) H/O (H/O; H/O)
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J) [NOCNEQOBATENHHOCTE 0002)
O01asi BLIXKHBAEMOCTh
KomnuecTBo stetanbHbIX HCex010B (%) 71 (27,2) 47 (35,9)
Menuana OB B mecsmax (95 % [IN) H/O (22,0; H/O) H/O (20,3; H/O)
OtHomenue puckos (95 % JN)>© 0,73 (0,50—1,07)
P-3nauenue © 0,1032

JU — nosepurensHblil naTepsan; H/O — ne mognaercs onenke; OB — obmast BepkuBaemocts; BBIT — BebknBaeMocTs 6e3
nporpeccupoBanus 3aboneBanust; RPSFT — crpykTypHast paHr-coxpansiomas MOielIb BPEMEHH /10 HEYAa4yH JICUCHHS;
VEGF/VEGFR — daxTop pocta 3HIOTENINS COCYI0B/pEeenTop GpakTopa pocTa dHIOTEIUS COCYIO0B.

a: HezaBucumast PaanoJIOrn4cCKas OuCHKa.

b: Crparudukanms no perrony (Espona, CeBepHast AMepuKa, Ipyrie CTpaHsl), BO3pacTHOH rpymme (< 65 jer u >
65 ner) n npenmectBytomeil Tapreroit tepanuu VEGF/VEGFR (0 u 1).

c: OrieHKa ¢ UCIOIb30BaHNEM MOJIETH POITOPIMOHAIBHBIX prUcKoB Kokca.

d: Orenka c nmomompio Merona Kamnana-Metiepa, 95 % I — ¢ nomomisio 06o0mmeHHoro Merona bpykmeiiepa n
Kpoynu y manueHToB ¢ HaumTydImuM oOIIMM OTBETOM: TTOJHBIA OTBET MM YaCTHYHBIA OTBET.

€: Be3 yuera a¢dexra nepexona.

Pesynbrathl oneHKH 3(p(peKTHBHOCTH MpeACTaBICHBI HA pUCYHKaX 1, 2.

Pucynox 1. Kpuas Karutana-Meiiepa a5 BBDKMBaeMOCTH 0€3 MPOTPEcCCUPOBAHUS B UCCIIEOBAHUT

303 (JIPLLDK)

Meawana (Mecsaues) (95 % OW)
m— [leneatuand 18,3 (15,1, HIO)
= = = [Inaueto 36(22-37)

OP (89 % QW) 0,21 (0,14-0,31)
Norpaxroesti TecT: P < 0,0001

[
‘Tl
=

0,64

0,51

0,41 ]

BepoaTHocTte BB

0,34 1
024

0.1’ L---*---q—
"pmmmmmmmmasmaat

0 2 4 6 8 10 12 14 16 18 20 2 24 26

Bpema (mecAUsl)

0,04

KonuuecTso nauneHToB, NOSBEPKEHHBIX PUCKY:
JlensatuHnd 261 225 198 176 159 148 136 92 66 44 24 11 3 0
Mnaueto 13 71 43 29 19 13 11 5 4 2 2 2 0 0
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Pucynok 2. I'papux Karutana-Meidepa nuist outedi B puRusaeMocTi (APLHY) o002,

1.0 Menvana (mecsaues) (95 % M)
T — [lempaTuAnb  HIO (22,0, HIO)
0,94 MNnaueto HIO (20,3, HIQ)
O‘Bf
$ 07
I ]
a 1
g 0,61
I B it e -
i ]
o 0,5
o ]
o ]
£ 049
I ]
2 1
o 0,34
m ]
0,2
0,1 ' HecrkoppekTMpoBaHHOE oTHOWEHKE pyckos (95 % OW) 0,73 (0.50-1,07)
Norpanrossia tect: P = 0,1032
0,04
L o e o o T LIS e e e LA o o e N B
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28

Bpems (Mecaubl)
KOnW4YecTBo NaUMEHTOR, NOABEPMEHHLIX PUCKY:
NeueaTnunG 261 248 239 230 219 21 203 169 114 78 55 22 1
MnaueGo 131 126 126 118 108 103 96 78 53 39 23 8 2 1 0

o
(]
(=]

Toueuno-knemounsiii pax (IIKP)

Tepanus nepsoti aunuu y nayuermos ¢ IIKP (8 KOMOUHAUUU ¢ n€M6DOJZu3VMa6OM)

D¢ dexTHBHOCTH JIeHBaTUHMOA B KOMOMHAIMU C meMOponu3zymMaboM uiydanack B MccnemoBanuu
307 (CLEAR), MHOTOLICHTPOBOM, OTKPBITOM, DPAaHAOMH3UPOBAHHOM HCCIICOBAHHH, B KOTOPOM
yuactBoBanu 1 069 maumentoB ¢ mporpeccupyromuM [IKP B ycrnoBusx Tepanuu nepBoi JIMHUM.
[TanmeHTH! BKIIIOYAINCh B HCCIIEOBAaHME HE3aBUCHUMO OT CTaTyca 3Kcrpeccuu peuentopa PD-L1
OITYXOJIH.

[TanieHTBl ¢ aKTUBHBIM AyTOMMMYHHBIM 3a00JIeBAHMEM WM C MATOJIOTUYECKUM COCTOSIHUEM,
TpeOYIOUMM HMMYHOCYIPECCHH, HE TOAXOIWIN IS Y4acTHs B HMCCIEeNOBaHWHU. PaHmomu3zarus
Obuta crparuduiupoBana no reorpaduyeckomy peruony (CeBepHas Amepuka u 3amagHas EBpomna
B CPaBHEHHHM C «OCTAIbHBIMHU CTpAaHAMHM MHPA») M MPOTHOCTUYECKHE TPYHIB MeMOpUaIbHOTO
oHkosiornyeckoro neHtpa um. Crnoyna-Kerrepunara (MSKCC) (rpynmsl HU3KOTO, IPOMEXYTOYHOTO
1 BBICOKOTO PHCKA).

[TareHTHl OBLTM PaHIOMU3HUPOBAHBI JUISL MpueMa JieHBaTHHHOa 20 MI mepopalibHO OJMH pa3 B
CYTKH B KoMOuHaimu ¢ nemOponmnsymadom 200 mMr BHYTpUBEHHO Kaxasle 3 Hexenu (n = 355),
neHBatuHuOa 18 Mr mepopadbHO OJMH pa3 B CYTKM B KOMOMHAIIMKM C 3BEPOJIUMYCOM 5 Mr
NepopaiIbHO OAMH pa3 B CyTKH (n = 357) unu cynutuHuOa 50 Mr mepopanbHO OJMH pa3 B CYTKH B
TeueHue 4 Helelb, C MOCIEIYIOUIUM IMepHoAoM 0e3 JeYeHHs MpPOJOJDKHTEIBHOCThIO 2 HEIenu

(n=357). Bce manueHThl B Tpymne KOMOWHAIIUY JICHBATUHUOHTIEeMOpon3ymMad Hadalu MPUHUMATh
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neHBatuHUO B 103€ 20 M IEPOPAIBHO OJIMH PR3 B CYTKH.| MEIHAHHOEBPEMA| AQ-IIEPBDLO(CHIZKCHNU ST

COOTBETCTBYET QRCHEFTHOMY QTYETY

7036l JIeHBaTHHMOa coctaBuio 1,9 mecsuma. MenuanHas CpefHsisi CyTOYHAas [03a JICHBAaTMHHOA
cocraBisia 14 mr. JledeHue mpoaoikanoch 0 MOSBICHHUS HEIPHEMIIEMOTO TOKCHYECKOTO Y deKTa
WIA TIPOrPECCHpPOBaHUs 3a00JI€BaHMS IO OIPENEIICHUIO HCCIEA0BATeNsl U MO TMOATBEP)KICHUIO
HeszaBucumoro paauonioruueckoro HabmronatensHoro komurera (IRC) mpu momomin KputepHes
OLICHKH OTBeTa coMuaHbIX omyxonen Bepcuu 1.1 (RECIST 1.1).

Ecnu manuenT OblT KITMHUYECKH CTAaOMIIBHBIM M, TI0 MHEHHIO UCCIIE0BATENs, y HEro HalII01alIoCh
yIy4llleHue KIMHUYECKUX TIOKa3aTenel, Ha3HadeHue JIeHBaTWHHOAa ¢ memOposinzymadoMm ObLIO
paspeiieHo BHE TporpeccupoBanus 3abonieBanus, ompeneneHHoro no RECIST. Makcumanshas
NPOJOJDKUTEIBHOCTh JICUSHHsT MeMOpoian3ymMaboM cocTaBisuia 24 Mecsia; Ipu 3TOM JieueHHe
JEHBAaTUHUOOM MOXHO ObUIO TpoaoiDKaTh Oonee 24 wecsameB. OlleHKa craTyca OIYXOJH
IIPOBOJMJIACH HA UCXOJIHOM YPOBHE, a 3aTEM Ka)K/Ible 8 HE/IETb.

[TonHas xapakTepHCTUKa MOMYJISALUN UCCIEIOBAHUS: MEAMAaHHBINA Bo3pacT — 62 roja (Iuamna3oH: OT
29 no 88 ner); 42 % — B Bo3pacte 65 ner u crapuie, 75% — Myxuunbl; 74 % — npencraButenei
eBporneoniHoi pacsl, 21 % — MoHrosounHou pacel, 1 % — HerpouaHo# pacsl u 2 % — Apyrux pac;
18 % u 82 % nanuentoB umenu ucxoaubii KPS (mngexc Kapuosckoro) ot 70 mo 80 u ot 90 no 100,
COOTBETCTBEHHO. Pacnpenenenue namueHToB 1o kareropusM pucka IMDC (MexayHapoaHblii
KOHCOpIMYM 0a3 JaHHBIX 0 METACTaTUYECKOMY MOYEYHO-KIETOUHOMY paKy) OBLIO CIIAYIOIIMM:
33 % nHuskoro pucka, 56 % npomexxyrounoro pucka u 10 % Beicokoro pucka. Kareropuu pucka
MSKCC 6butn cnegytommmu: 27 % HU3KOTO pucka, 64 % mpoMexyTouyHOTro pucka u 9 % BBICOKOTO
pucka. OOBIYHBIMH MECTaMHU JIOKJIM3allMd METAacTa3oB y MalueHTOB ObuIM Jerkue (68 %),
mumbatudeckue y3ibl (45 %) u koctu (25 %).

[lepBUYHBIM KpHUTEpHEM OLEHKHA 3(PPEKTUBHOCTH OblIa BBDKMBAEMOCTb 0€3 MpOTrpecCHpOBAHMS
(BBII) na ocnoBanun RECIST 1.1 cormacno IRC. KnroueBble BTOPHUYHBIE KPUTEPUU OLIEHKH
3 PEeKTUBHOCTH BKIIOYaAIU 001yl BebKUBaeMocTh (OB) u wactoty o0bektuBHOro otera (HOO).
Ha »osrame nmpenBapurenbHO — 33JaHHOTO  MPOMEXKYTOYHOTO  aHalM3a MpH  MEIUaHHOU
MPOJIOJKUTENFHOCTH TIEpHOa Mocienyromnero Haomoaenus 3a OB, paBHol 26,6 Mecsia, Tepamnus
KOMOMHaIMel JeHBaTuHrOa ¢ meMOpoIn3yMadoM IMoKa3ana CTaTUCTHYECKH 3HAUMMOE yIydIlIeHHEe
BBIIL, OB u HOO 1o cpaBHEHHIO ¢ Tepanueil CyHUTHHUOOM. Pe3ynbraTsl oneHkH 3PPeKTHBHOCTH
s uccnenoBanus CLEAR mpezacraBiensl B TaOmuie 6; pe3ynbTaTbl NMPOBEACHHOTO COTJIACHO
IIPOTOKOJIy OKOHYaTenpHOoro aHanu3a OB u noBropHoro ananusza BBII, npeacraBieHsl Ha pUCYHKax

3 u 4. IlporpeccupoBanue 3a0ofeBaHMA KaK HaWIydImIuil oOmmii orBer Habmomanoch y 5,4 %
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NALHEHTOB, MOJIYYaBIIMX JCHBATUHUO B KOMOKHALMY ¢ MEMOPOIABYNAQOW, [ 1-y-}440 16, TauueHToB,

COOTBETCTBYET QRCHEFTHOMY QTYETY

MOJIy4aBIIUX CYHUTHHHO. Pe3ynmpTarbl ObUIM COMOCTaBUMBIMH BO BCEX IPEAYyCTaHOBJIEHHBIX
noarpynnax u nporsocrudeckux rpynnax MSKCC, a Taxxe 1o cTaTycy 3KCIIPECCHM PELENTOPOB
PD-L1 omnyxonu. Pe3ynbratsl oneHku 3¢dexktuBHOCTH cpeau mporHoctuueckux rpymnn MSKCC
npuBeneHsl B Tabmuie 7.

IlepBuunsblii ananu3 OB He koppeKkTHpoBalICs Ui y4eTa MOCIEYIOINUX BUA0B JIEUEHUSI.
[ToBTopHBI ananmu3 OB mnpoBomwics, Korja y TMalMEHTOB, IOJYYaBIIUX JICHBATUHUO W
neMOponr3ymMad Wik CYHUTUHUO, MeTUaHHas TIPOJA0KUTEIHHOCTh MOCIIEAYIONIET0 HAOMI0ICHUS 32
BBDKMBAEMOCTbIO cocTaBiisiia 33,4 mecsaua. OtHomenue puckoB (OP) cocraBuno 0,72 (95 % AU
0,55-0,93) npu KoIMYeCTBE JETAJIBHBIX MCXOJOB B IpyIe KOMOMHMPOBAHHOW TEpamuH, PaBHOM
105/355 (30 %), a B rpynne cynutuHuOa — 122/357 (34 %). IloBropHeiii anamuz OB He
KOPPEKTHPOBAJICS JJIs yUeTa MOCIEAYIOIIUX BUJIOB JICUCHHS.

[Io pe3yapTataM TNPOBEIEHHOIO COIJIACHO MPOTOKOJNY OKOHuYaTenpHOro anammsa OB ¢
JOTIOJTHUTEIBHBIM TIEPUOJIOM TOCIEAYIOIEro HaONIOEeHUs,, COCTABUBIIMM MPUOIU3UTEIBHO 23
Mecslla TOocie MEepBUYHOTO aHaiM3a (MeIuaHa OOILIero Mepuosa IMOCIEAYIOIEro HaONI0ICHUS
cocraBmwia 49,4 mecsna), meaquana OB s neHBatMHHOA B KOMOMHAIIMHM € MEMOpPOIU3yMaboOM
cocraBuna 53,7 mecsma (95 % JW: 48,7-H/O) u 54,3 mecsua (95 % [AU: 40,9-H/O) nns
cyautunauda ¢ OP 0,79 (95 % AU: 0,63-0,99); menquana BBII mist nenBatnHnOa B KOMOWHAIIUU C
neMOponmymadbom coctasmia 23,9 mecsna (95 % JAU: 20,8-27,7) B cpaBHenuu ¢ 9,2 mecsima (95 %
J: 6,0-11,0) ans cyautuauba ¢ OP 0,47 (95 % AU: 0,38-0,57); YOO nns nenBatuHuOa B
KOMOMHAIMK ¢ neMoponuzymadbom coctasuia 71 %, a manst cynutuauba — 37 %. Yacrora mosHOro
OTBeTa ISl JICHBATUHMOA B KOMOMHAIUU ¢ neMOpoan3ymadbom cocraBuwia 18 % 1o cpaBHEHHUIO ¢
5% ms cynutuHuba. Meaumana amutenbHOCTH oTBeTa ([1O) coctaBmma 26,7 mecsna (quamna3oH:
1,64+, 55,92+) nns neHBatMHNOAa B KOMOMHANUU ¢ meMOponu3ymabom u 14,7 mecsma (IuanaszoH:
1,64+, 54,08+) mnst cyHutuHuOa. [IpoIEeHT MarUEeHTOB C COXPAHSIOMIMMCS OTBETOM COTJIACHO
orieHke mo metony Karutana-Meiiepa coctaBun 66 % u 53 % uepe3 12 u 18 mecsieB u Oonee y
NAIMEeHTOB, MMOJIyYaBIIUX JEHBATUHUO B KOMOMHAIIMK C TIEMOPOIM3yMa0boM, 10 cpaBHEHHIO € 58 %
1 46 % y NaMeHToB, MOJyYaBIIUX CYHUTHHHO.

OxonuatenbHblil aHanu3 OB He KOppeKTHpOBajiCS Al ydyeTa IMOCIEAYIOUIMX BHJOB JICUYCHMS:
195/357 (54,6 %) maumentoB B rpymnmne cyHutuHHOa U 56/355 (15,8 %) manueHToB B TpyIime

JIeHBAaTUHUOHTIeMOpOITM3yMald Moydanu MOCIeAYIOIyo Tepanuto anturenamu k PD-1 / PD-L1.
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Pasnmuune B BuAax MOCIEAYIOUIEH Tepanuu| MOXKET |OKA3BIBATH|( HOKATKAIGIUER ) BOBACHCTBHE Ha

"

nokazarens OB.

a0JIr1a . €3yJbTAaThbl OILICHKU 3 CKTUBHOCTH™ B OTHOUIICHHUU IIOYCYHO-KJIICTOYHOI'O aKa
Ta6 6. Pesy. a

cornacHo IRC B uccnenosanuu 307 (I1IKP)

JleuBaTuuun6 20 Mr n
IHemOpoanzymad 200 mr
N=355

Cynutnnnd 50 mr
N=357

BrerkuBaemocTs 0e3 nporpeccupoBanus 3adosesanust (BBII)

160 (45,1 %) 205 (57,4 %)

KommuecTo sBienuit, n (%)

[IporpeccupoBanue 3a00J1eBaHUS 145 (40,8 %) 196 (54,9 %)
JleTanbHbBIN UCXOT 15 (4,2 %) 9 (2,5 %)
Menunana BBII B mecsmax (95 % JIA)° 23,9 (20,8-27,7) 9,2 (6,0-11,0)

OtHoenue prckos (95 % J)" 1 0,39 (0,32-0,49)

P-3nauenue’ <0,0001

Oomas BeiknBaeMoctsb (OB)

80 (22,5 %) 101 (28,3 %)

KonuaecTBo neTanbHbIX UCX010B, N (%)

Menuana OB B mecsnax (95 % JAN) H/J1 (33,6-H/O) H/]1 (H/O-H/O)

OtHotenue prckos (95 % J)" 1 0,66 (0,49-0,88)

P-3nauenue! 0,0049

YpoBens o6mieii BbkuBaemoctu (%) (95 % AN)°

12 Mecsiien 91,4 % (87,9-93,9) 80,2 % (75,5-84,1)
18 MecAes 87,1 % (83,1-90,3) 74,4 % (69,3-78,8)
24 mecana 79,2 % (74,1-83,3) 70,4 % (65,0-75,2)

YactoTa 00beKTHUBHOI0 0TBETA (IOATBEPKIEHHOI0)

YacToTa 00beKTUBHOTO OTBETA, N (%)

252 (71,0 %)

129 (36,1 %)

(95 % JI1)

(66,3-75,7)

(31,2-41,1)

KommuecTBo monaeix otBeToB (110), n (%)

57 (16,1 %)

15 (4.2 %)

KommuectBo wactnunbix orBeToB (HO), n (%)

195 (54,9 %)

114 (31,9 %)

P-3nauenue’

<0,0001

BpeMﬂ A0 JOCTHIKCHHUSA OTBETA

Menuana B Mecsiax (auara3oH)

| 1,9(1.41-18,50)¢

| 1.9(1,61-16,62)"

JIIMTeILHOCTL 0TBETA"

Menuana B Mecsiax (auara3oH)

| 25.8(1,6+,36,8+)

| 14,6 (1,6+,33,14)

Orenka omyxoneit 0buta ocHoBaHa Ha RECIST 1.1; mis YOO BKIIFOUSHBI TOIBKO MTOITBEPKICHHBIC OTBETHI.

Jlata 3aBepmenus coopa naHHbIX — 28 aBrycra 2020 .

JI1 = nosepurensublii naTepBa; H/O = He mognaercs onenke; H/Jl = He mocTUrHYTO

a: Mo pe3yapraTaM npenBapUTENIbHO 33aHHOTO IPOMEXKYTOYHOTO aHaIM3a (TIEPBUYHOTO aHAIN3a)

b: Onenka kBapTuiieil nposoaurca no merony Kannana-Meiiepa.

c: OTHOILIEHUE PUCKOB OCHOBAHO Ha MOJENIU MPOMNOPLUUOHANBHBIX pUCKOB Kokca, BKIIIOYArOIIEH TPYNIly JIeUeHHs
B KadyecTBe (paKTopa; Ul aHaJIN3a CBsI3eH ucroip3yercss MeTox J(dpoHa.

d: CrparudumpoBano mo reorpaduiyeckoMy peruony (pernon 1: 3amamnas EBpoma m CeBepHast AMepHKa;

PETHOH 2: OCTajJbHBIE CTpaHbl MHUpa) W mporHocrudeckue rpymnmsl MSKCC (rpynisl HU3KOrO, IPOMEKYTOUHOI'O U
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BBICOKOro pricka) cornacHo IxRS. JIBycroponnee P-shaucnue, qeHonanpge ik GIRATHDPTPOBIHHOM REPRNTOBOM
KpPUTEPHU.

e: OOmas BbDKHBaEMOCTb M 95 % JOBEpPHUTENBHBIH HHTEPBAJ PACCUMTHIBAIOTCS C  HCIIOJIB30BAHUEM
MHOXuTenbpHoro Meroaa Karurana-Meitepa u gpopmynsl I'puaByna.
fi HomunansHoe P-3nauenue. Ilpu nposenennn oxoHvarensHoro ananuza YOO mo 3apaHee NpeayCMOTPEHHBIM

TepeMEHHbIM (MeInaHHasi MPOJOJDKUTEIHLHOCT MEpHoAa Tocieaytomero Habmoaenust 17,3 mMecsia) npu cpaBHEHUH
KOMOMHAIWy JIeHBaTMHUO + memOponu3symad W cyHnTHHHOA OBUIO JOCTUTHYTO CTAQTHCTHYECKH 3HAYNMOE
mpeBocxoacTBo 1o YOO (orHomenue maHcoB: 3,84 (95 % JAU: 2,81-5,26), P-3navenue: < 0,0001).

g: Ha ocHOBaHMM TaHHBIX MAIMEHTOB ¢ OOBEKTUBHBIM 0TBeTOM coryiacHo IRC (n = 252)

h: Ha ocHOBaHMM TaHHBIX MAIMEHTOB ¢ 00BEKTUBHBIM 0TBeTOM coryiacHo IRC (n = 129)

Pucynox 3. Kpussie Kannana-Meliepa 115 okaszareneid BEDKUBAEMOCTH 0e3 MPOrpecCUpOBaHUS

3aboneBanus B uccinenosanuu 307 (ITKP)

1,04
0.9+
0.8 H
S
z 074
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5
s 06+
o
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G 05 TR
c
3
S 0,4
0
=
38
= 034
(5]
[
@
2 02 -
3 T Wy
@ * T+ — -I—q-
0,1 ++ -+
MegumaHa (mecsues) Yposerb BBMN Ypoeserb BBM OP
o (95 % On) uepes 24 mecaua uepea 36 mecaua (95 % O11)
_ NexHBatuHWB + Nembponuaymab 23,9 (20,8, 27.7) 49% 37% 0,47
— — - CyHATUHUE 9.2 (6.0, 11,0) 23% 18% (0.38, 0,57)
T T T T T T T T T T T
o} 6 12 18 24 30 36 42 48 54 60
Bpems (mecsaubi)
KonuyecTteo nayveHToB, noaeepXeHHbBIX PUCKY!
NeHsaTHNG + 355 276 213 161 128 29 a1 49 25 4 o
MNembponusymab
CyHNTAHNG 357 145 85 59 41 30 23 12 7 1 o]

JI + IT — JlenBatnaud + Ilem6ponuzymad; C — CyHUTHHHO.

[lara 3aBepmenust coopa nanusix: 31 nromns 2022 T.

*Tlo pe3ynbraTaM noBTOpHOrO aHaimu3a BBII, BelmoaHEeHHOrO BO BpeMs OKOHYaTenbHOro ananmsa OB, mpoBeneHHOrO
COITIaCHO MPOTOKOITY.
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Pucynok 4. Kpusbie Kannana-Melepa s nipkasareneii O0ueit BEDRIBAeMOCT BHTCICH0OBANNN
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Meagwana (mecaues) Vpoeens OB  VYpoeenb OB uepes oP H
0 Nensarvanb = {95 % OK) uepes 24 mecaya 36 mecsaues (95 % A '
Membponuaymab 53,7 (48.7, H/O ) 804% B6% 0.79
----  CyHUTUHWG 54,3 (409, H/O ) TO0u% B0% {0,863, 0,99)
T T T T T T T T T T T T
u} B 12 13 24 30 36 42 43 54 [=in] =15}
Bpema (mecausl)
KonuyecTBo NnaumeHTos, NOABEPMEHHBIX PHUCKY
NensartuHnd + 355 338 =) el 296 282 245 216 158 117 =) 5 o
Memtponuaymab
CyHunTrEnb 357 203 264 242 225 203 18a 145 108 33 3 a

JI + IT — JlenBatnnu6 + IlemOponusymad; C — Cyrutnnub; H/O = He mogmaercs oneHke.

[lara 3aBepmenust coopa nanusix: 31 nromns 2022 T.

*Tlo pe3yiIbTaTaM OKOHYATCIbHOI'O aHaJInM3a, IPOBCACHHOI'O COIJIACHO IMMPOTOKOITY.

*OxonuarenbHblii anann3 OB He KOPPEKTUPOBAJICA IJI YyUCTa MOCICAYIOIUX BUIOB JICUCHUS.

B pamkax uccnenoanuss CLEAR He ObIJI0 BO3MOXKHOCTH OLIEHUTH 3(P(hEeKTUBHOCTH B OTAEIBHHBIX
NOArpynmnax.

AHanusel B noArpynmnax nposoguunck cpenu nporHocrudeckux rpynn MSKCC. Ilo pesynpraTtam
IIPOBEJIEHHOTO  COTJIACHO  IIPOTOKOJly —OKOH4YaTenbHOro aHanmu3a OB ngns  manueHros,
PaHIOMHM3HPOBAHHBIX B TPYIIILY, MTOJIYYaBIIYIO JICHBATUHHO B KOMOMHALIUY C TEMOPOIH3yMadbom, 1o
CpaBHEHMIO C MAIMEHTaMH, PaHAOMHU3UPOBAHHBIMU B TPyINy, Mody4aBmryo cyHuTuanO, OP OB B
rpymre Hu3koro pucka cocrasui 0,89 (95 % AU 0,53-1,50), OP OB B rpymme mpoMeKyTOYHOTO
pucka cocrasun 0,81 (95 % AU 0,62—1,06), a B rpynne Bbicokoro pucka OP OB cocrasun 0,59
(95 % AU 0,31-1,12). J1nst marMeHToB, paHAOMU3UPOBAHHBIX B TPYIIY, [TOJy4aBIIYIO JIEHBATUHHO
B KOMOMHAIMM ¢ nemMOpoin3ymaboMm, MO0 CpPaBHEHHIO C TAlMEHTaMH, PaHIOMHU3UPOBAHHBIMHU B
rpymnmny, noxydaBiryio cyHuTuHuO, OP BBII B rpynme HU3KOro, mpoMeKyTOYHOTO M BBICOKOTO
pucka cocrasun 0,46 (95 % AU 0,32-0,67), 0,51 (95 % AU 0,40-0,65) u 0,18 (95 % AU 0,08—

0,42), COOTBETCTBEHHO.
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COOTBETCI

IYET QRCHEFTHOMY QT4
R

at 18,08, 2025 Ne 23534

B Tabnuue 7 npuBeneHbl pe3ynbTaThl OUeHKH 5QOEKTMBHOCEY | CpeAH [HPRLHOCTHHECKIX) TPy

MSKCC, nony4deHHble B paMKax NpeIBAapUTEIbHO 33JaHHOIO NEPBUYHOIO aHAJIM3a U IIOBTOPHOTO

anainn3a OB.

Tabmuua 7. Pesynmprarel  ouenku sddexruBHoctH B uccaenoBanun CLEAR  cpemu

nporHoctuyeckux rpynn MSKCC

JlenBaTuHuO + CyHutunnd JlenBaTuHuO +
IemOpoan3ymad (N=355) (N=357) IMemOpoan3ymad no
CPaBHEHHUIO C
Cynutunundom
Koa-Bo Koa-Bo Koa-Bo Koa-Bo
MAUMEeHTOB SIBJICHUN | MALMEHTOB | SIBJICHUM

BorxknBaemocts 0e3 mnporpeccupoBanus 3adosaeBanuss (BBII) mo | BBII OP (95 % JAN)
manusiM IRC?

Bricokas 96 39 97 60 0,36 (0,23-0,54)
[IpomexyTounas 227 101 228 126 0,44 (0,34-0,58)
Huskas 32 20 32 19 0,18 (0,08-0,42)
O6mas BeizkuBaemoctsb (OB)? OB OP (95 % AN)
Bricokas® 96 11 97 13 0,86 (0,38-1,92)
[IpomexyTounas 227 57 228 13 0,66 (0,47-0,94)
Huskas 32 12 32 15 0,50 (0,23-1,08)

a: MeamaHa nocneayromnero HabmroneHus — 26,5 MecsreB (aara 3aBepiieHus coopa maHHBIX — 28 aBrycra 2020 r.)
b:  Hurepnperanms OP orpannueHa HeOONBIIMM KOJIUYECTBOM siBJIeHUH (24/193 u 34/193).

Tepanus emopoii aunuu y nayuenmos ¢ 1IKP (6 KOMOUHAuUU ¢ 28EPONUMYCOM)

MHOTOIIEHTPOBOE PAHJOMU3UPOBAHHOE OTKpBITOe HccaenoBanue 205 ObUIO TPOBENEHO JUIA
ompeneneHuss 6e3omacHOCTH M 3()(HEKTUBHOCTH TNPUMEHEHHUS JIEHBAaTMHHOA OTIEIBHO WIH B
KOMOMHAIIMM C 3BEPOJIMMYCOM Yy YYAaCTHHKOB C HeONepaOeabHBIM pPACHPOCTPAHEHHBIM WIIH
metacraTrueckum [1KP. VccnenoBanue coctosno u3 yacT ¢a3el onpeneneHus 1036l 1b u yactu
¢da3er 2. Yacte ¢a3sl 1b Brimrouana 11 mamueHTOB, KOTOpBIE MOJydasid KOMOMHauuioo 18 wmr
JIeHBaTUHUOA IUTIOC 5 MT 3BeposumMyca. B gacte (asbl 2 6pU10 BKIIIOYEHO B 001l cinokHOoCcTH 153
NalyeHTa ¢ HeomepaberdbHBIM pacmnpocTpaHeHHBIM uimu  MeTactatuueckum [IKP  mocne 1
npenmectytomeid aHTH-VEGF TtapretHoil Tepanuu. Y MalMeHTOB JOJKHBI OBLIH, MOMHUMO
NpoYero,  MPHUCYTCTBOBATH  CileAyiolMe  (aKTOphl:  THCTOJOTHYECKOE  MOJTBEpIKICHHE
peo0J1aAaroIIero CBETJIOKJIETOYHOTO I1KP, peHtrenorpaduyeckue JI0Ka3aTeNbCTBA

nporpeccupoBanusi 3a0ojeBaHuss B cooTBercTBHMM c Kputepusmu RECIST 1.1, omuH Kypc
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ot 18.08.2025 N2 23534

npemwecrsyoueii VEGF-rapreTHoit Tepanuyt, u GyHKUAOHIHHBR €TATYR-, 0|y | (110 mukase

COOTBETCTBYET QRCHEFTHOMY QTYETY

BocTounoit 06beannenHol onkosioruueckoit rpymmsl (ECOG).

[TanenTHl ObUIM CIy4aliHBIM 0Opa30M paclpeselneHbl B OAHY U3 3 Tpynm: JeHBaTuHuO 18 mr +
3BEpoIUMyC 5 Mmr, JeHBaTUHHO 24 mr umu sBepoiaumyc 10 mr B cooTHomeHun 1:1:1. TTanueHTsI
ObUIM CTpPaTU(UIIMPOBAHBI MO YpPOBHIO TeMoriobuHa (< 13 r/mn wnm > 13 r/an s MyX4uH U
<11,5r/mn wmm > 11,5 r/an Ui KEHIIMH) U CKOPPEKTUPOBAHHOMY COJIEP)KAHHIO KalblUsi B
CBIBOPOTKE KpoBH (= 10 Mr/mn nmm < 10 mr/mm).

[lepBuunbiM  KpuTepueM 3(P(PEKTUBHOCTH, OCHOBAaHHBIM Ha OLIEHKE OTBETa  OIMYXOJH
uccnenoBatenem, Obta BBII rpynmbl 1eHBaTHHHO+3BEpONIMMYC 10 CpPaBHEHHUIO C TPYIION
3BEPOJIMMYCA U TPYINIBI ICHBAaTUHUOA 110 CPAaBHEHHUIO C TPYIIOH 3Bepoiumyca. [Ipyrue nokasarenu
s dexruBHOCTH BKItoyau OB u YOO 1o o1ieHKe Hecnea0BaTesl.

N3 153 pan1oMU3MPOBAHHO paclpeAe]eHHbIX MalueHTOB 73 % COCTABIISIIM MYKYMHBI CO CPEIHUM
Bo3pactoM 61 rox, 37 % — crapiue 65 net, 97 % ObuH eBporneonaMu. MeTtacTasbl IPUCYTCTBOBAIIH
y 95 % mnamnueHToB, a Hepe3eKTa0eNbHOE pachpocTpaHeHHoe 3aboneBaHue — y 5 %. Y Bcex
narueHToB umencs ucxoaubli ®C ECOG mmb6o 0 (55 %), mmbo 1 (45 %), co CXOAHBIM
pacnpeieieHueM 3HAaYeHWil 3Toro mnokasatens B 3 rpynmax jedeHus. Beicokuit puck MSKCC
Habmronancs y 39 % mnaiueHToB B IpyIime JIEHBaTHHUO3Bepoaumyc, y 44 % B rpynie JeHBaTUHNOA
u 38 % B rpynmne sBeposrmyca. MenuaHHOe BpeMsi OT MOCTAHOBKM JIMarHo3a JI0 MEpBOMl J03bl
cocTaBmio 32 Mecsia B rpyIe JeHBaTHHUOH3BepouMyc, 33 Mecsia B rpyme JeHBaTHHUOa u 26
MECSLEB B IPYIIIE 3BEPOJINMYCA.

Ouenky onmyxonu npoBoawin B coorBerctBun ¢ RECIST 1.1.

['pynna eHBaTHHHOTIBEPOIMMYC TPOAEMOHCTPHPOBAIA CTATUCTUYECKH M KIMHUYECKU 3HAYMMOE
ynyumienue BBII o cpaBHeHuIo ¢ rpynmoii sBeponaumyca (cM. PucyHok 5). B rpynne nenBatuan6a
Takke oTMeuanoch yayuimienue BBII mo cpaBHenuio ¢ rpymnmoit 3Bepoimmyca. OoOmias
BBDKMBAaEMOCTh ObliIa BBIIIE B TPYNIE JEeHBAaTUHUO+3Bepoiumyc (cMm. Tabmumy §); TeHaeHIus,
HabmroaemMas B paMkax moBTopHoro ananuza OB 1o 3aBepiieHus cOopa JaHHBIX, MPEACTaBICHA Ha
Pucynke 6 u Pucynke 7.

JleueOnsrii 3¢pdexr komOuHanuu npenaparos B otHomeHnd BBIT u YOO 6bu1 Takke MoATBEpKICH
aroCTepUOPHBIM PETPOCIIEKTUBHBIM HE3aBUCUMBIM 0030pOM Pe3yJbTaTOB CKAHUPOBAHHS B CIIECTIOM
pexxume. ['pynma neHBaTHHHOTIBEPOIUMYC MPOAEMOHCTPHPOBAia CTATUCTUYECKH M KIMHHUYECKH
3Haunmoe ynyumenue BBII (otnomenue puckos [OP]=0,50, [95 % AU: 0,26-0,79], P=0,003) no

CPaBHEHHUIO C rpynmnoi speponumyca. Pezynbrarsl no nokasarento YOO cOOTBETCTBOBAIIA OLIEHKAM
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uccnenosareneit: 35,3 % B rpynmne JeHBaTH

COOTBETCI

[=3]

1=

18,09 2025

IAKCHNEFPTHOMY OTHETY
35 po -

A 3534

HIO+OBEPOIIAMYC)- O] (QEHUM- OMHBING pTBETOM 1 17

YaCTUYHBIMU OTBCTAMH; HHU Y OJHOI'O MAallMCHTA HC BO3HUKAJIO OOBEKTUBHOIO OTBETA B rpymre

sBeposumyca (P-3nagenue < 0,0001) B osb3y TpyIIbl JIEHBATUHHOIBEPOIUMYC.

Tabmuua 8. Pesymbratsl a3ddextuBHOCTH Tocne onaHoi mpemmectBytomeid VEGF-Taprernoii

Tepanuu B uccinegopanuu 205 I1IKP

JlenBaTuHUO JlenBaTuHUO IBEpPOTUMYC
18 mr+JBepoanmyc 24 mr 10 mr
S5wmr (N=51) (N=52) (N =50)
BorxnBaeMocTh 6e3 nporpeccupoBanusi (BBII)® no ounenke ucciaenoBaresis
Menuannas BBII B mecsmax (95 % 14,6 (5,9-20,1) 7,4 (5,6-10,2) 5,5 (3,5-7,1)
AN)
OtHomenue puckos (95 % JMN)° 0,40 (0,24-0,67) — —
JICHBAaTUHUO+3BEPOIIMYC 1o
CPaBHEHHIO C CyHUTHHHOOM
P-3nayenne JICHBAaTHHHUO + 0,0005 — —
IBEPOJIUMYC IO  CpPaBHEHHMIO  C
3BEPOIUMYCOM
BbrxnBaeMocT 0e3 mporpeccupoBaHusi 3adoneBanus  (BBID)* mno amocrepuopHoii
PeTPOCIIEKTUBHOM HE3aBMCUMOM OLICHKE
Menuannas BBII B mecsmax (95 % 12,8 (7,4-17,5) 9,0 (5,6-10,2) 5,6 (3,6-9,3)
AN)
Ortuomenue puckoB (95 % JU)° | 0,45 (0,26-0,79) — —
JICHBAaTUHUO+3BEPOITIMMYC 1o
CPaBHEHHIO C HBEPOJIUMYCOM
P-3nauenue JIeHBAaTUHUO+3BEPOIUMYC 0,003 - -
110 CPABHEHUIO C I3BEPOIUMYCOM
OO01masi BBIZKMBaeMOCThb®
KonuyecTBo  neTanbHBIX  MCXOJOB, 32 (63) 34 (65) 37 (74)
n (%)
Menuana OB B mecsmax (95 % JAN) 25,5 (16,4-32,1) 19,1 (13,6-26,2) | 15,4 (11,8-20,6)
Ortnomenue puckoB (95 % JU)° | 0,59 (0,36-0,97) — —
JICHBAaTUHUO+3BEPOIIMYC 1o
CPaBHEHHIO C HBEPOJIMMYCOM
YacToTa 00beKTHBHOI0 OTBETA 10 OLIEHKe UcciaeaoBaTes, n (%)
[TonHbIl OTBET 1(2) 0 0
YacTUyHBIN OTBET 21 (41) 14 (27) 3(6)
YacToTa 00BEKTUBHOI'O OTBETA 22 (43) 14 (27) 3(6)
CrabunbHOoe 3a00eBaHUE 21 (41) 27 (52) 31 (62)
[TpoIOMKUTENEHOCTh  OTBETa, MEC., 13,0 (3,7; H/O) 7,5 (3,8; H/O) 8,5(7,5-9.4)
Menuana (95 % JAN)
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COOTBETCTBYET QRCHEFTHOMY QTYETY

ot 18.09.2025 N2 23534
Ornenka omyxomnu 0buta ocHoBana Ha kputepusix RECIST 1.1. [lara PF.B@pHﬁ{IHﬂg@f)pﬂ;ﬁHlﬁ{x | ,-ljil:mpfm -29,]:4 £}

HpOIIeHTHBIe J0JHM OCHOBAaHbBI Ha OGIIIGM KOJINM4YECTBEC 1A I/IGHTOB B IIOJIHOW IIOIIYJIA S aHaﬂma B

COOTBETCTBYIOILIEH IPYIIIIE JICUECHUSL.
JI1 = nosepurenbHbIid nHTEpBaN, H/O = He mojaercs oneHKe

a: Toueunble oueHKH ocHOBaHBI Ha MeToae Kamnmana-Meiiepa, a 95 % noBepuTenbHble HHTEPBaJIbl OCHOBAHbI Ha
¢dopmyne ['puHBYAA € UCTTONH30BAaHUEM JBOHHOTO JIOTAPHU(MHUIECKOT0 IPeoOpa3OBaHUs.
b: CrpatuduimpoBaHHOE OTHOIICHHE PHUCKOB OCHOBAHO HAa CTpaTH(QHUIMpOBaHHON Momenu perpeccun Kokca,

BKJIIOYAIOIIEH BapuaHT JIEYEHHS] B KauecTBE KOBapWaTHOro (akropa, ypoBeHb IeMOINIOOMHAa W CKOPPEKTHPOBAaHHBIN
YpOBEHb KaJblHs B CHIBOPOTKE KPOBH B KadyecTBe cTpaT. JlJIi KOPPEKTHPOBKM CBS3aHHBIX COOBITHH HCITOIb30BAJICS
MeToa DPpoHa.

c Jlara 3aBepmenust coopa nanusix = 31 urons 2015 r.

Pucynok 5. I'paduk Karmnana-Meiiepa /Ui BBDKHBaeMOCTH 0€3 TPOTpECCHpOBaHUS 3a00aeBaHus (I10

olieHKe uccaenonarens B uccinenposanuu 205 (IIKP))

Lo Megnuana (Mecsues) (95 % AM)

pynna A 14,6 (5,9, 20,1)
[pynnaB 7,4 (56 102)

0,81 Mpyrna C 5,5(35,7,1)

0,61
0,41

0,21
I'pynna A no cpasHeHuto ¢ rpynnoii C: OP (95 % ).
0,401 (0,239-067
NorpaHroseiii TecT: P = 0,0005 |

0 3 6 9 12 15 18 21 24
Bpems (Mecaubl)

BbikuBaemocTb 6e3 nporpeccMpoBaHMA

0,0

KonuuecTtBO nauneHTOB, NoABEepPXeHHbIX PUCKY!

— T pynna A 51 41 27 23 16 10 5 1 0
— T pynna B 52 41 29 20 11 6 4 1 0
— pynna C 50 29 15 11 7 3 1 0

I'pynmna A: nenBatrauO 18 Mr + 3Beponmmyc 5 Mr; rpynma B: neraBatiuan6 24 mr; rpymma C: aBepoiaumyc 10 mr.
OTHOIIIEHUE PUCKOB OCHOBAHO Ha CTpaTH(HUIMPOBAHHOW Mojenu perpeccun Kokca, BKITIOYAIONICH BapUaHT JICUCHHUS B
KadecTBe (pakTopa, YpOBEHb IeMOTTIO0MHA M CKOPPEKTUPOBAHHEIM YPOBEHb KaJbIUA B CBIBOPOTKE KPOBH B KAa4eCTBE
cTpar.

JI71s1 KOpPEKTUPOBKH CBSA3aHHBIX COOBITHI MCIIOIB30BAJICS METOA D(PpOHA.

Meauana BBDKMBAaEMOCTH OCHOBaHa Ha Mmeroae Kamuana-Meliepa, a 95 % noBepuTeNbHBIM HHTEpBal OCHOBAaH Ha
¢dbopmyne ['puHBYIA € UCTTONB30BAaHUEM JBOHHOTO JIOTApU(MUIECKOr0 peoOpa3oBaHusl.
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COOTBETCTBYET QKCNEPTHOMY QOTHETY
ot 18.09.2025 N2 23534
Pucynok 6. I'papux Karurana-Meliepa 1uist ¢Ouiei BHIRABACMOCTH B pocrepopanna 205 (HKP)

1.0 MeauaHa (mecsaueB) (95 % OW)
pynna A 25,5 (20,8, 25,5)
= pynna B 18,4 (13,3, H/O)
S 0,8 1 pynna C 17,5 (11,8, H/O)
]
o0
2 |
3 0,6
m
|
S
S 0,41 —’—L
I
=
®
=
3 0,2 1
Mpynna A no cpasHeHuto ¢ rpynnoii C: OP (95 % [1): 0,548 (0,298—1,009)
00 JINlorpaHroebin TecT: P =0,0623

0 3 6 9 12 15 18 21 24
Bpemsa (mecsiukl)

KonunyecTBO NauMeHTOR, NoABEPXEeHHbIX PUCKY:

— pynna A 51 48 46 44 34 26 18 9 1
— Mpynna B 52 50 45 42 34 22 14 7
— Npynna C 50 46 42 38 29 20 10 3 1

I'pynmna A: nenBatrauO 18 Mr + sBeponmmyc 5 Mr; rpynma B: neaBatuan6 24 mr; rpymma C: sBepoiaumyc 10 mr.
OTHOIIIEHUE PUCKOB OCHOBAHO Ha CTpaTH(UIIMPOBAaHHOW Mojenu perpeccun Kokca, BKITIOUYAIONICH BapHaHT JICUCHUS B
KadecTBe (pakTopa, YpOBEHb IeMOTTIO0MHA M CKOPPEKTUPOBAHHEIM YPOBEHb KaJbIMA B CBIBOPOTKEC KPOBH B KAa4eCTBE
cTpar.

JI71s1 KOpPEKTUPOBKH CBSA3aHHBIX COOBITHI MCIIOIH30BAJICS METOA D(PpOHa.

Meauana BBDKMBAaEMOCTH OCHOBaHa Ha meroae Kamuana-Meliepa, a 95 % noBepuTeNbHBIM HHTEpBal OCHOBAaH Ha
¢dopmyne ['puHBYIA € UCTTONB30BAaHUEM JBOHHOTO JIOTApU(MUIECKOr0 peoOpa3oBaHusl.

Pucynok 7. I'paduk Kamnana-Meiiepa s o01ieii BBLKHBa@MOCTH — MIOBTOPHBIN aHATN3 B

uccnenoBanuu 205 (ITKP)

1.01 MeauaHa (mecaues) (95 % OW)
lpynna A 25,5(16,4, 32,1)
® lpynna B 19,1 (13,6, 26,2)
s 0,8 1 Mpynna C 15,4 (11,8, 20,6)
«©
[
%
= 0,6 1
[
0
o
6 0,41
T
|_
'3
2
o 0,21
[17]
[pynna A no cpaeBHeHwio ¢ rpynnon C; OP (95 % AW): 0,588 (0,359-0,9635)
0,0 -

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Bpemsa (mecAukl)

KonuyecTBO NauneHToB, NOABEPKEHHbIX PUCKY:

— T rlpynnaA 51 48 46 44 37 35 32 30 26 17 11 7 2 0 0
— I lpynnaB 52 50 45 42 37 31 28 23 19 12 7 3 2
—IrlpynmaC5 46 42 38 30 27 20 17 13 10 9 5 1 0 0

-
o

I'pynna A: nenBatrauO 18 Mr + 3Beponmmyc 5 mr; rpynma B: neaBatiuan6 24 mr; rpymma C: aBepoiaumyc 10 mr.
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ot 18.08.2025 N2 23534

MOIEIH. DerPReCPrEIOIGR ANPEORTIQOMEH (BAPEAR T 297 B

OBaHHBIN OBCHb KaJIbIIMA B CBIBOPOTKEC KPOBH B Ké_l"leCTBe

OrHomeHue PUCKOB OCHOBAHO Ha C’I‘paTI/I(l)I/IHI/IpOBaHH
Ka4u€CTBC (baKTopa, YPOBCHb reMorjioonHa u CKOPPCK

COOTBETCTBYET QRCHEFTHOMY QTYETY

CTpar.

I[’IJ?H KOPPCKTUPOBKU CBA3AHHBIX COOBITUI UCITONL30BAJICS MCTOJ Q(prHa.

Mennana BBDKHMBAaE€MOCTH OCHOBaHa Ha Meroje Kammana-Meiiepa, a 95 % noBepUTENbHBIM HHTEpBaJl OCHOBAaH Ha
(bOpMyJ'IG rpI/IHByﬂa C UCIIOJIB30BaHUEM ﬂBOﬁHOFO HOFapH(l)MH‘IeCKOFO Hp€O6pa30BaHI/IH.

Hara 3aBepmenust coopa nanubix: 31 mroms 2015 1.

T'enamoyennonapuuiii pax (I'L[P)

bbllo  mpoBenEHO MHOTOLIEHTPOBOE OTKphIToe KinuHudeckoe wuccaenoBanue (REFLECT,
uccnenoBanue 304) c ywactuem 954 mnanumeHTtoB ¢ HeomepabenbHbIM [1IP, koTOpble OBLIH
PaHIOMHM3UPOBAHBI B TPYIITy Mpuema JeHBaTuHu6a (12 mMr [ucxoanas macca tena > 60 kr] wim § mr
[ucxonnas macca tena < 60 xr]) BHYTpb OJMH pa3 B CyTKM WJIM B Tpynmy mnpuema copadeHuda
400 mMr BHYTpPB /1Ba pa3a B CyTKH.

[TareHTh JOKHBI OBUIM MMETh TUCTOJIOTUYECKU WIIM IIUTOJIOTUYECKU TOATBEPIKICHHBIN TUarHo3
HeornepabensHoro '[P wmm kauHMYECKH MOATBEpKIeHHBbIM auarHo3 ['LIP B cooTBeTcTBHHU C
KPUTEPUSIMH AMEPHUKAHCKON accoIMaliy MO HM3yYEHHIO 3a00JIeBaHMU IMEYEHH, BKIIOYAs LUPPO3
m000# 3THONOTHH, WK XpoHndeckuid rematut B wnm C. IlanmeHTs! MOTM MMETh 3a00JieBaHUE
craqun B wm C cormacHo Bapcenonckoit knaccudukanuum paka nedenu (Barcelona Clinic Liver
Cancer — BCLC) u Hapymenue (yHKIMH MEYEHH He Bbllle Kateropuu A mo mkane Yaina-IIsro
(ouenka 5—6). IlanuenTsl umMenu no KpaiHed Mepe | M3MepUMBINA TapreTHhI o4ar B IEUEHU WIH
BHe mnedeHu corigacHo MRECIST u coOTBETCTBYIOIIYIO YCTaHOBJIEHHBIM IapaMeTpaM OLEHKY
(GYHKIMU TIeUYeHH, KOCTHOTO MO3ra, MOYEK, IOJUKENyJOYHOW JKele3bl M CBEpPTHIBAHUS KpPOBH.
[TaneHTHI UMENU CyMMYy 0aJIOB, COOTBETCTBYIOIIYIO Kinaccy A mo mkane Yaitna-Ileto, cTpaganu
[IEYEHOYHO-KJIETOUHBIM pakoM Ha craguun C wim B mo bapcenonckoil cucreme craaupoBaHHs
neyeHoyHo-kinetouHoro paka (BCLC), mis jeueHHss KOTOpPOro HE IPEeAyCMOTpPEHAa oOdaroBast
Tepanusi, W HE TOJy4yalu MPEIUIECTBYIONIEH CHUCTEMHOW Tepanuu 10 IOBOJAY IE€YEHOYHO-
KJIETOYHOTO paka. IlamuenTs! ObLIM CTPaTU(HULIHUPOBAHBI 0 PETHOHY, HAIMYUIO WM OTCYTCTBHUIO
MAaKpOCKOIMUYECKUX IPU3HAKOB MWHBA3MM OIyXOJIM B BOpoTHy0 BeHy (MPVI), wumm
pacnpocTpaHeHusi omyxosin 3a mnpenensl nedenn (EHS), mmm toro m gpyroro, a Takxke IO
¢ynkumonansHoMy ctarycy (0 wim 1) mo mxkane BocrouHod 00BeIMHEHHON OHKOJOTHYECKOM
rpymmbel (@C ECOG) u macce tena (< 60 kr wiau > 60 kr). BonbIIMHCTBO MAIMEHTOB B 00eUX
rpymnnax jedeHus Ha ucxogHoM ypoBHe uMmenn @C ECOG pasusblit 0 (63 %), 5 6aymioB no mkaie
Yaitna-Ileto (76 %) u Bec > 60 kr (69 %). Meauannsiii Bo3pact cocraBui 62 rona, 84 %
YYaCTHUKOB COCTABJISUIM MYX4MHBI, 16 % — >keHIuHbI, 69 % — mpencTaBUTENIM MOHTOJIOMIAHOMN

pacsl, 1 % — HerponaHoit pacsl u 29 % — eBpoNIEONIHON paChI.
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JlenBaTHHKO NPOJCMOHCTPHPOBAT HE MEHBLIYIO (hdeK THBHOGTETI0 GPABHEHUIQC (Cgpaderytom B

no3e 400 mMr gBa paza B cyrku no nokazarento OB. Memuana OB cocraBuna 13,6 mecsua no
cpaBHeHHIO ¢ 12,3 mecsma s copadenuda ¢ OP = 0,92 [95 % AU (0,79-1,06)].

Ha ocnoBanuu onenku wuccienosarens B coorBerctBur ¢ mRECIST, tepamus neHBatuHHOOM
npusena k craructudyecku (P < 0,00001) u xkiIMHUYECKHM 3HAYUMOMY YJIYUIIEHHIO BTOPUYHBIX
KOHEYHBIX mokazateneit addexruBHocTH — BBIT 1 YOO — no cpaBHeHMIO ¢ copadeHndbom. JleueHue
JICHBATUHUOOM 3HAUUTENBHO HpPOAIHIO Bpemsi no mporpeccupoBanusi (B/II) mo cpaBHeHuio c
copapennbom c¢ wmenuanoit BJIII Oomee wem B 1Ba pasa BblIe, 4YeM Yy copadenuda.
PeTpocnieKTUBHBIM HE3aBUCUMBIA aHAJIM3 CHUMKOB MOJTBEPIHMJI OLIEHKY BTOPHYHBIX KOHEUYHBIX
touek BBII, BJIIT u HOO.

JlaHHBIE pe3yNbTaThl OLleHKU 3PPeKTUBHOCTH NpeAcTaBieHbl B Tabmuie 9 u Ha Pucynkax 8, 9, 10.

Tabnuua 9. PesynbTarsl onieHKH 3QPEKTUBHOCTH MIPU NEYEHOUYHO-KJIETOYHOM paKe B UCCIIETOBAHUH

304

JlenBaTuHUO Copadennd
(N=478) (N=476)
O01asi BLIXKHBAEMOCTh
KonunaecTBo neTanbHbIX UCX010B, N (%) 351(73,4) 350 (73,5)
Menunana OB B mecsnax (95 % JAN)? 13,6 (12,1-14,9) 12,3 (10,4-13,9)
OtHomenue puckos (95 % JN)>¢ 0,92 (0,79-1,06)

BorkuBaemocTs 0e3 mporpeccupoBanusi 3a0osieBanus (BBII) mo omenke wucciaenoBartes
(mRECIST)

KommuecTto sBienuit, n (%) 349 (73,0) 367 (77,1)
[IporpeccupoBanue 3aboseBanus, n (%) 308 (64,4) 343 (72,1)
Jleranbubiil ucxon, n (%) 41 (8,6) 24 (5,0)
Menuana BBII B mecsmax (95 % JIN)? 7,4 (6,9-8.8) 3,7 (3,6-4.,6)
OtHomenue puckos (95 % JUN)>¢ 0,66 (0,57-0,77)
P-3nauenue® ¢ <0,00001

BrrkuBaemocTs 0e3 nporpeccupoBanns 3a0oJseBanusi (BBII) mo pesyasTartam He3aBHCHMMOIO
003opa (mRECIST)

Menuana BBII B mecsmax (95 % JIN)* 7,3 (5,6-7.5) ‘ 3,6 (3,6-3,7)
OtHomenue puckos (95 % JUN)>¢ 0,64 (0,55-0,75)
P-3nauenue® ¢ <0,00001

BrrkuBaemocTs 0e3 nmporpeccupoBanns 3a0oJseBanusi (BBII) mo pesyasTatam He3aBHCHMMOIO
o03opa (RECIST 1.1)

Menuana BBII B mecsimax (95 % JIN)? 7,3 (5,6-7.5) ‘ 3,6 (3,6-3,9)
OtHomenue puckos (95 % JN)>¢ 0,65 (0,56-0,77)
P-3nauenue® ¢ <0,00001
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Bpems 10 nporpeccupoBanus 3adoseBanus|no oneHKeuceiegosare - (MRECIST) 0002

YyacTHUKH c MIPOTPECCUPOBAHUEM 308-(644) 343(72;D)
3aboneBanus, n (%)°

Len3ypupoBanHbie yd4acTHUKH, n (%) 170 (35,6) 133 (27,9)
Menuana (95 % JAW)? 8,9 (7,4-9,2) 3,7 (3,6-5,4)
OtHomenue puckos (95 % JUN)>¢ 0,63 (0,53-0,73)
P-3nauenue® ¢ <0,00001

Bpemsi 10 mporpeccupoBaHusi 3a00JeBaHHS MO pe3yJbTaTaM He3aBHCHMOI0 0030pa
(mRECIST)

Menuana B/IIT B mecsmax (95 % JIN)? 7,4 (7,2-9,1) ‘ 3,7 (3,6-3,9)
OtHomenue puckos (95 % JN)>¢ 0,60 (0,51-0,71)
P-3nauenue® ¢ <0,00001

Bpems 10 nporpeccupoBanusi 3a00JieBaHus N0 pe3yJbTaTam He3aBucumoro od3opa (RECIST
1.1)

Menuana BJIII B mecsiax (95 % JU) * 7,4 (7,3-9,1) | 3,7 (3,6-5,4)
OtHomenue puckos (95 % JN)>¢ 0,61 (0,51-0,72)
P-3nauenue® ¢ <0,00001

YacTtoTa 00beKTHUBHBIX 0TBETOB 10 oneHKe ucciaenoareas (mMRECIST)

YacToTa 00beKTUBHOTO 0TBETA, N (%) 115 (24,1) 44 (9,2)
(95 % JU)f (20,2-27,9) (6,6-11,8)
[Tonubie oTBeTHI, n (%) 6 (1,3) 2(0,4)
Yactuunsie oTBeTHI, N (%) 109 (22,8) 42 (8,8)
OtHomenue puckos (95 % )2 3,13 (2,15-4,56)
P-3nauenue® ¢ <0,00001

YacroTa 00beKTHBHBIX OTBETOB 110 pe3yabTaTam He3aBucuMoro o63opa (mRECIST)
YacroTa 00beKTHBHOTO OTBETA, N (%) 194 (40,6) 59 (12,4)
(95 % aN)f (36,2-45,0) (9,4-15,4)
OtHomenue puckos (95 % )2 5,01 (3,59-7,01)
P-3nauenue® ¢ <0,00001

YacroTa 00beKTHBHBIX OTBETOB 10 pe3yabTaTam He3aBucuMoro odzopa (RECIST 1.1)
YacToTra 00beKTUBHOTO OTBETA, N (%) 90 (18,8) 31 (6,5)
(95 % JU)f (15,3-22,3) (4,3-8,7)
OtHomenue puckos (95 % )2 3,34 (2,17-5,14)
P-3nauenue® ¢ <0,00001

Jlara 3aBepmenust coopa nanusix: 13 HosOpst 2016 .

IMpenen ne wMenbpmedt >ddexkrtuBHocTH mnst OP seHBarnHMOa 1O cpaBHEeHMIO C copadennbom cocraBun 1,08.

[IpoueHTHBIE 3HAYEHMS OCHOBaHbI Ha OOIIEM KOJMYECTBE ITAIIMEHTOB B COOTBETCTBYIOLIEH TIpYMIE JICUCHUS B

MOMYJISLUY JJIs IOJHOTO aHAIH3A.

AU — nosepurensHeii unHTepBa); PC ECOG — (QyHKIMOHANBHBIA cTaTyc MO ImKase BocTouHoi 00BennHEHHOH

oHKoJiorndeckoit rpynmsr; OP — orHOmIeHHe pruckoB; OB — o0mmast BBHKHBAaEMOCTb.

a: Onenka KBapTwied nmpoBoauTcs mo meroay Kammana-Metiepa, a 95 % AW — ¢ momoripio 0000IIEHHOTO METo/a
Bpykmetiepa u Kpoynu.

b: OrHomeHHe PHUCKOB TPEICTAaBICHO sl JICHBATUHMOA MO CPAaBHEHUIO C copaeHMOOM M OCHOBAHO Ha MOJIEIHN
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KOKC&, BKJ'IIO‘IaIOHIeﬁ TPYIIITY JICUCHHS B KAYCCTBC baKTopa. i} ""J '” J'l I E I ” | || _':||: | I:- NN . .

-L.l..- LR

C: CTpaTI/I(l)I/IIII/IpOBaHO 110 pETUOHY (peFI/IOH 1: Azuat ‘wn_TnYnnwpanr'u'nn DELUOH 7 RA0AIHELLD). MAKDOCKONUYECKIE

NIPU3HAKK MHBA3UM BOPOTHOM BEHBI, MIIM PACIPOCTPaHEHHE 3a MPEAENbl IeYeHH, WIX U TO, U Apyroe (1a, Het), PC
ECOG (0, 1) u macca tena (< 60 xr; > 60 kr).

P-3HaueHne npenHa3HAYEHO IS OLIEHKH MIPEBOCXO/ICTBA JIEHBATHHHOA MO CPaBHEHHMIO C copadeHnooMm.

B pamkax maHHOrO aHanM3a JIeTaJbHbIE HCXO/bI HE CYMTAIUCH CITydassMH IPOTPECCUPOBAHUSI.

95 % AV 6b11 paccuuTaH ¢ UCMOIB30BAHUEM ACHMIITOTUYECKOI0 HOPMAILHOTO TPHOIMKEHHSI.

Q ™o o

OTHoleHne BeposTHOCTEH W P-3HaueHne (JUIss OLEHKHM NPEBOCXOACTBA) OBUIM PACCUUTAHBI C HCIIONB30BaHUEM
Mmerona Kokpana-Mantens-Xen3ens, crpaTuGUIMPOBaHHOIO 10 (pakTopaM CTpaTU(UKaIHy, ykasaHHbIM B IXRS.

Pucynox 8. Kpusas Karmana-Meiiepa u ananu3 oOrield BBDKUBAEMOCTH € Y4€TOM (pakTopoB
crpatudukanuu, 3aperucTpupoBanHbix B IXRS, B uccnenoBannu 304 — nomymsiuus Uit HOJTHOTO

aHan3a (MeYeHOYHO-KIETOYHBIH paK)

109 Meawnana (mecsubl) (95 % OW)

——— JlenBatnHnb: 13,6 (12,1-14,9)
........ Copadenntd: 12,3 (10,4-13,9)

0.9+
0.8 ) QP (95 % OM): 0,92 (0,79-1,08)
0.7 .
0.6

0.5

0.4

BepoaTHocTb

0,3

0.2

0.1

0,0

T T T T T T T T T T T T T T T
o 3 6 ] 12 15 18 2 2 7 30 33 38 30 42

Bpemna (mecaubi)
KonuuecTso naumeHToB, NoABePMEHHbIX PUCKY:
NewxparunnG 478 436 74 297 253 207 178 140 102 67 40 21 g 2 0
Copatpenn 476 440 348 282 230 192 156 116 83 57 16 8 4 0

b)
bt

Jlata 3aBepmenus coopa naHHbIX — 13 HOstOpst 2016 roxna.

[Ipenen He MenbmIeil 3ddekTUBHOCTH I OoTHOMmIEHUs! puckoB (OP: neHBaTMHHO 1O CpaBHEHHIO ¢ copadeHHOOM =
1,08).

OneHka MeQMaHHOrO 3Ha4YeHust mposoautcs no merony Kammana-Meiiepa, a 95 % noBeputenbHOro MHTEpBasa — C
romolneto 06odmenHoro Merona bpykmeiiepa n Kpoymu.

OP oueHuBamu ¢ MNOMOLIBI0 MOJAENH NPONOPLUOHANBHBIX pPHUCKOB Kokca, BKIIOUaromell Jie4eHHE B KauyecTBE
HE3aBHCHUMOW IepeMEHHON M CTpaTuHUIMPOBaHHON 1Mo (akTopam crpatudurkanmu, ykazanHeM B IXRS. s ananmsa
CBsI3ei ucromnp3oBaics MerTox JdpoHa.

Pucynox 9. Kpusas Karmana-Meiiepa 1 aHaJin3 BEBDKUBAEMOCTH 0€3 IPOTPECCUPOBAHUS C YIETOM
(baxTOpoB cTpaTUUKAINH, 3apEerUcTpUpoBaHHBIX B IXRS, B uccnenoBanuu 304 — nomymsiuus s

MOJIHOTO aHaJn3a (MMeYeHOYHO-KIETOUHBINA PaK)
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Ll | 1 eduhha ¥4 |
(NOCTIENOBATERsHe0 /0002
0,8 + OP (95 % 0OW): 0,66 (0,57-0,77)
b1 Norpawroesit Tect
0,7 % P-3navenue: < 0,00001
] ‘e
5 0.6
<]
£
E 0,54
4]
)
g 04+
0.3
0,2+
0,14
U'“- T T T L] T T T T T T T T T T
0 3 8 ] 12 15 18 2 .} g 30 33 38 30 42

Bpems (mecsubi)
Konuuecreo NauveHToB, NOABEPXEHHbIX PUCKY:
NersarusnG 478 345 223 172 106 69 44 28 14 9 B 2 0 0
pe-us 476 262 140 =X 56 M 33 22 14

D
&~
N
~
(=]

Jlata 3aBepmenus coopa naHHbIX — 13 HOstOpst 2016 roxa.

OrneHka MEIMAHHOTO 3HAYCHUS MPOBOIUTCA 10 MeTony Kammana-Meiiepa, a 95 % AU — ¢ nmomoImip0 0000IEeHHOTO
Metoaa bpykmetiepa u Kpoynu.

OTHOIIEHNE PUCKOB OBUTIO BHIPAKEHO KaK OTHOIIEHHE JICHBATHHHO : copad)eHHO M OLEHWBAIOCH C ITOMOIIBIO MOJETH
IPONOPLUOHANBHBIX pUCKOB Kokca, BKIIOYAIOIIEH JIedeHHE B KAYeCTBE HE3aBHCUMOM NEpPEMEHHOHM U
cTpaTnUIMPOBAHHON MO (QakTopaM cTpaTuduKanuy, ykasaHnHbIM B IXRS. Jlns aHanmza cBsi3el MCIONIB30BAJICS METOJ
DdpoHa.

P-3HaueHne ObUTO IIpEAHA3HAYEHO VIS OLEHKM MPEBOCXOJACTBAa (JICHBATMHMOA 1O CPaBHEHHIO C copadeHHOOM) H
PaccUnTHIBAJIOCH C MCIONB30BAHUEM JIOTPAHIOBOTO KPHUTEPHs, CTPaTH(GUIMPOBaHHOTO MO (haKTopaM CTpaTu(hHKAILIH,
yKka3zaHHBIM B IXRS.

+ — [IeH3ypHpOBaHHBIE HAOIIOACHMSI.

JW — nosepurensHblil nuaTepBai; OP — oTHOMIEHNE pucKkoB; IXRS — nHTEpakTHBHAS cUCTEMa OTBETA.

Pucynoxk 10. Kpusasa Kannana-Meliepa u aHanu3 BpeMEHHU JI0 IPOIPECCUPOBAHUS C YIETOM

dakTopoB cTpatudukanym, 3aperucTpupoBaHHbIX B IXRS, B uccnenopannu 304 — momymsus s

MOJIHOTO aHaJN3a (MMeYeHOYHO-KIETOUHBINA PaK)

0.9+

0.7

0,54

0,4+

0,3+
Meguana (mecsust) (95 % OW)

KyMynAaTMBHaA 4acToTa NPOrpeccMpoBaHmns

4
0.2+ + — [leHBaTtuHub: 7.4-9.2)
-------- C J|,a1w-1m1r) 3 A)
0,1 OP (95 % [W): 0,63 (0,53-0,73)
HOI’paHI’OBbIM TecT:
0,0 P-3nHadenne: < 0,00001
T T T T T T T T T T T T T T T
0 3 8 9 12 15 18 21 24 27 30 33 6 38 42

Bpemna (mecauw!)
KonuuecTso nauneHTos, NoABEPMEHHbIX PUCKY:

Newxpatusud 478 LY 218 170 106 69 43 28 14 9 4 2 0 0
Copadenut 476 258 139 94 55 M 33 22 14 9 4 2 2 0

Jlara 3aBepmenust coopa nanubix: 13 HosOpst 2016 .
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OLeHKa MEIWaHHOrO 3HAYEHHS MPOBOJUTCS C IMOMOMIBIO MeTo/iy "prHPﬂHTM%.EaHal ﬁ5.|%:.{t['l/} 5 (G OMOLIBIO
0000uennoro merona bpykmetiepa u Kpoyu. ' - al - oo

OTHOIIEHNE PUCKOB OBUTIO BHIPA)KEHO KaK OTHOIIEHHE JICHBATHHHO : copad)eHHO M OLEHWBAIOCH C ITOMOIIBIO MOJETH
IPONOPLUOHANBHBIX pUCKOB Kokca, BKIIOYAIOIIEH JIe4eHHE B KAYeCTBE HE3aBHCUMOM NEPEMEHHOHM U
cTpatnUIMPOBaHHON MO (QakTopaM cTpaTuduKanuy, ykasanHbIM B IXRS. Jlns aHanmsa cBsi3el HCIIONIB30BAJICS METOJ
DdpoHa.

P-3HaueHne TpenHAa3HAYeHO /ISl OLEHKM IPEBOCXOJACTBA JIEHBATWMHMOA TO CpaBHEHHIO ¢ copadeHnOOM w
PacCUNTHIBAJIOCH C MCIOIB30BAHUEM JIOTPAHTOBOTO KPUTEPHsl, CTPATH(UIMPOBAHHOTO MO (haKTOpaM CTpaTU(HKALNH,
yka3zaHHBIM B IXRS.

JU — noseputenbHblii nHTEpBai; OP — oTHOIIEHNE prcKOoB; IXRS — nHTEpakTHBHAS cHCTEMa roI0COBOrO OTBETa/OTBETA
4yepe3 UHTEPHET.

Pax snoomempus (P3)
D¢ dexTHBHOCTH JIeHBAaTUHHOA B KOMOMHAIIMM C MEeMOpOJIM3yMaOOM H3ydanach B HCCIEIOBAaHHH
309, paHIOMHU3UPOBAHHOM MHOIOLIEHTPOBOM OTKPBITOM KOHTPOJUPYEMOM HCCIEIOBAaHUM,
IIPOBEJIEHHOM Yy 827 MalMeHTOB C pacIpOoCTpaHEHHBIM PO, koTopble paHee moisiyyanu Mo KpaiHei
Mepe OJMH TMPEAIISCTBYIOIUN PeKUM XMMUOTEPAIIMU HA OCHOBE MPENapaToB IUIATHHBI B JIIOOBIX
YCIIOBHSIX, BKJIIOUAsi HEOAAbIOBAHTHYIO M a/IbIOBAaHTHYIO Tepanuio. B nccienoBanne He BKIIOYATUCH
NAIMeHThl C CAapKOMOM MaTku (BKIIIOYas KapIUHOCApPKOMY) WM TAlUEHThl C aKTHBHBIM
ayTOMMMYHHBIM 3a00JIeBaHHEM WX 3a00JeBaHUEM, TPEOYIOIUM UMMYyHOCYnpeccuu. [laruenTs! ¢
paKkoM 3HIOMETpHUS C OTCYTCTBHEM Ipu3HakoB MSI Beicokoi crenenu (MSI-H) unm Hapymenus
cucremsl penaparun JJTHK (AMMR) 6butn crpatudunupoBans! no obmiemy cocrosiauio o ECOG,
reorpaiueCKOMY PErHOHY W HAJMYUIO JYy4eBOM Tepanmuu OO0JacTM Majoro Ta3a B aHaMHe3e.
[MTarenTs! ObLIM paHgOMU3UpPOBaHbI (1:1) B 0JJHY U3 CIEIYIONIUX TPYII JICUSHUS:

e JlenBatuHuO 20 Mr nepopajgbHO OJHMH pa3 B ICHb B KOMOWHAIMH C IEMOPOJIN3yMaOoM B J03€

200 Mr BHYTPUBEHHO Ka)K/Ibl€ 3 HENENH.

e Tepamus mo BHIOOPY Bpaya, KOTOpas BKJIOYANa WIA TOKCOPYOMIMH 60Mr/mM> Kaxkasie 3
HeJleNU, WK NaKauTakcea 80Mr/M? KaskIylo HeJelto, 3 He/leu IPUeM/0IHA He/lellsl TIePephIB.
JleueHue TeHBaTHHUOOM U NEMOPOIU3yMaOOM MPOJI0IDKAIOCH A0 MPOTPecCUpOBaHus 3a00JIeBaHNU,
onpeznenenHoro no RECIST 1.1 no pe3ynpTaTam HE3aBUCHMO LIEHTPAIM30BAHHOMN 3aCIEIIEHHON
oueHku (BICR), HenmpuemiaemMoll TOKCHMYHOCTH, WM IPU JOCTHKEHUM JUINTEIBHOCTH TEpaluu
nemOponmsymabom 24 wMecaua. BBepenue wuccienyemMoro Impemapara  pasperiaigoch Hocie
nporpeccupoBanus 3aboneBanus, onpenenennoro mo RECIST 1.1, ecnu uccrnemoBaTens cyural,
YTO MAIMEHT MOJIyYaeT KIMHUYECKYIO MMOJIb3Y U JIedeHHne nepeHocuMo. OIeHKa COCTOSHUSI OIyXOJIH

MIPOBOJIMIIACH KAXK/IbIe 8 HEENb.
OcHoBHBIMU TIOKa3aTensIMH 3(pdekTuBHOCTH ObLIM 00Iasi BbLKKHBaeMocTh (OB) u BDKMBaEMOCTb

06e3 mporpeccupoBanus (BBII) mo omenke BICR B coorBerctBum ¢ RECIST 1.1,
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MOAM(QUIMPOBAHHON JUIsi OUEHKM MakcuMyM 10 Tapr¢THEIX |9YaroB,/ 9= [ TAPNETHBIX ) 0HaIoB B

"

OJTHOM opraHe. J[omoJHUTEeNbHBIE MOKa3aTeau d(PPEKTUBHOCTH BKJIIOYAIM YACTOTY OOBEKTHBHOTO
otBeTa (HOO) u anurensHOCTH O0TBETa 10 orieHke BICR.

Cpenn 697 nmanueHTOB ¢ pakoM 3HJIOMETPHUS C OTCYTCTBHEM Ipu3HAakoB MSI BbICOKOH cTeneHH
(MSI-H) wmu napymenuss cuctembl penapamuun  JIHK (dMMR), 346 mnauueHtoB ObutH
PaHIOMM3HPOBAHBl B TPYIIy KOMOWHAIMM JIeHBaTUHUO+TeMOponnzymad u 351 maumeHT ObLI
PaHIOMM3HMPOBAH B TPYIIY JOoKcopyounuHa (n=254) nnu naknurakcena (n=97) mo BeIiOOpy Bpauya.
HcxonHble XapaKTEpUCTUKY MAIlMEHTOB ObUIM CIEAYIOIIMMU: MeuaHa Bo3pacTta 65 yeT (quamnazoH
ot 30 mo 86), 52 % Obum 65 net unu crapiue; 62 % — eBponeounHon, 22 % — azuarckoit u 3% —
HerpousHoit pacel; OC mo ECOG 0 (60 %) u 1 (40 %). ['ucronoruyeckue MOJATUIIBI BKIIIOYAIU
SHAOMETPUOUIHYIO  aaeHokapuuHoMmy (55 %), ceposnyro  ageHokapuuHomy (30 %),
CBETJIOKJIETOUHYIO ajieHOKapuuHoMy (7 %), cmemannsiii noarun (4 %) u apyrue (3 %). Bee u3
TuX 697 MalMeHTOB MOJIydald MPEIUIECTBYIOUIYI0 CUCTEMHYIO Tepamnuio nmo nosoay PDO: 67 %
onny, 30 % nBe u 3 % Tpu unu 60siee CUCTEMHBIX Tepanuil. TpuanaTk ceMb MPOIEHTOB MAIMEHTOB
MOJTyYaJIi TOJIHKO HEOaAbIOBAHTHYIO HIIM a/IbIOBAHTHYIO TE€PAIIHUIO.

[Toxa3zatenu 3¢dextuBHOCTH npuBeaeHbl B Tabnuie 10 u Ha Pucynkax 11 u 12, cooTBeTCTBEHHO.

Tabnuua 10. PesynpTarsl no 3¢pdekTuBHOCTH N0 paKy SHAOMETpUS B uccienoBanuu 309

Pak snpomerpus
(0e3 MSI-H niim dMMR)

JlenBaTUHUO ¢
neMopoJ3ymadom
N=346

Koneunast Touka JloxkcopyOnumH uin
NAKJIATAKCeJl

N=351

OB

165 (48 %) 203 (58 %)

KonuuecTtBo (%) naneHToB ¢ siBICHUEM

Menuana B mecsitax (95 % JAN) 17,4 (14,2, 19,9) 12,0 (10,8, 13,3)

OtHouerue puckos® (95 % 1) 0,68 (0,56, 0,84)

P-3nayenne® 0,0001

BBII®

KommaecTBo (%) mamueHToB ¢ sBICHUEM 247 (71 %) 238 (68 %)
Menuana B mecsitax (95 % JAN) 6,6 (5,6, 7,4) 3,8 (3,6, 5,0)
OtHomenue puckos?® (95 % ) 0,60 (0,50, 0,72)
P-3nauenue® <0,0001

YacToTa 00bEKTHUBHOI0 OTBETA

Y0O0® (95 % JIN)

30 % (26, 36) 15 % (12,19)

TloyHbIl OTBET

5% 3%

YacTUYHBINA OTBET

25 % 13 %
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P-3nauenue’ (NOCNEOGERPOONEHOCTE 0002)
JuTeJbHOCTH 0TBETa N=105 N=53
Mennana B Mecsiax (Juamna3oH) 9,2 (1,6+,23,7+) 5,7 (0,0+, 24,2+)

a Ha ocHoBanum cTpatndunmupoBanHoii perpeccuoHHoi Mmonenu Kokca

6 Ha ocnoBanuy ctpaTH(UIIpOBaHHOTO JIOTPAHTOBOTO KPUTEPHS

B CoriacHo He3aBUCUMOMY paJUOIOrUuECKOMY 0030py

r Ha ocHoBanmu Merona Muertunena u Hypmunena, crparuduimpoBansaoro mo ¢yHkumoHansHoMmy crarycy ECOG,
reorpauuecKOMY PETHOHY W HAJIMYHIO JTy4eBOM Tepanuy 00JIaCTH MaJloro Ta3a B aHaMHeE3e

Pucynox 11. Kpusas Kannana-Meiiepa uist oO1ieii BBDKMBaeMOCTH B MccienoBanuu 309

(6e3 MSI-H unu dMMR)

1.04
0.94

JFHEHAMA + mesipo T yMab
Jorcoprienue @IN DaKIETEECED

054
0.74
069
054
0449 )
0.3 - "

024 ™
0.1+

0.0+

B'Eptlﬂ'l' HOCTh BRAH B HHA

T r T
4] 3 6 9 12 15 18 21 24 K
EpeMs (MeCATLI)
Kon-so manme=ToR E IpYOOe pECEA:

JEHBHMA + IMembporasymai 3446 332 285 231 140 109 462 28
JorcopyDEDEE BNE DaRnHETakcen 351 319 242 201 120 TR 33 11

[P
[=]

Pucynox 12. KpuBas Kannana-Meiiepa /Ui BBDKUBa€MOCTH 0€3 IPOTPECCUPOBAHUS B

uccnenoBanuu 309 (6e3 MSI-H niiu dMMR)

104 _,,‘_‘h
0.8 ——  TEEEHMA + mewipoamrasi
0 - \_‘\ JoscopyioneEn B10 EIEINTARGET

0.7

0.6 -
0.5 <

0.4 -
03
0.2
0.1+
0.0

B s B MO0 T b D48 10RO R0 M0 BRI H

1] 3 1] a 12 15 18 21 24 27
EpeMmA (MecAOLL)
Kon-so0 manee=ToR B IPYINe PECEA:
JIEHEHMA+ Membponasymaai 346 264 165 112 60 39 30 12 5 0
JorcopydEDEE BOE DaknETakcen 351 117 &3 3T 15 3 ]

(==
i)
L)
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5.2. PapmakoknHeTHYECKHE CBOHCTBA (NOCNEOOBATENEHOCTE 0002)

L L

COOTBETCTBYET QRCHEFTHOMY QTYETY

@apMaKOKMHETUYECKUE IapamMeTpbl JICHBATUHHOA W3YYAJIHUCh Y 3J0POBBIX B3POCIBIX JIOIEH,
B3POCIBIX JIOJEN ¢ NEYCHOYHON HEAOCTaTOYHOCTBIO, IOYEYHONU HEJOCTATOYHOCTBIO U COJIMIHBIMU

OMMyXOJIIMHU.

AOGcopbrms

JlenBaTuHuO OBICTPO BCACBIBAaeTCS TOCIE MEPOPATBHOTO MpUeMa: BpeMs  JOCTHXKEHUS
MaKCUMAJIbHOH KOHLEHTpPALUU B IUIa3Me€ KPOBU (tmax) COCTaBIE€T HpUMeEpHO 1—4 uyaca mocie
npuema. [IpreM mumiy He OKa3bIBAET BIMSHUS HAa CTENEHb BCACHIBAHMS, HO 3aMEUIIET CKOPOCTb
sToro mporecca. [Ipu mpueme mpenapata ¢ NHIIEH 310POBBIMH J0OPOBOJIBLIAMHU JOCTIKEHHE
MaKCHUMAaJIbHBIX KOHIIEHTpAIM{ IpernapaTa B I1a3Me KPOBH 3aMeIISUIOCh Ha 2 Jaca.

AOGcontoTHass OMOIOCTYITHOCTh JICHBATUHMOA B OpraHM3Me 4YeJOBeKa HE ONpejAesieHa, OJHAKO,

TAHHBIE UCCIIEJIOBaHUS OaaHca MacC TO3BOJISIOT MPEIOIOKUTh, YTO OHA COCTABIISET OKOJIO 85 %.

Pacnpenenenue

B ycnoBusx in vitro neHBaTHHUO NMPOJEMOHCTPHPOBA BBICOKYIO CTETIEHb CBSI3BIBAHUS C O€lIKaMu
IUIa3Mbl KPOBM 4EJIOBEKa, KOTOpas BapbupoBanack oT 98 % 1o 99 % (0,3—30 mkr/min mesunara).
[Ipenapat cBA3BIBAICSA MPEUMYILECTBEHHO C AIbOYMHUHOM U B HE3HAYUTEIHHON CTENEHU — C alib(a-
1-KHCBIM TIMKOIPOTENHOM M TraMMa-Tiao0ynuHoM. [logo6Hoe cBs3bIBaHHE ¢ OenKaMu Ia3Mbl (OT
97 % mo 99 %) 6e3 3aBUCHUMOCTH OT KOHIeHTpauui neHBatuHHOa (oT 0,2 mo 1,2 MKr/mn)
HaOdIOanoCh B IJIa3Me OT CYOBEKTOB C II€YCHOYHOH HEIOCTaTOYHOCTBIO, IMOYEHHOM
HE/I0CTaTOYHOCTHIO U 3/I0POBBIX CYyOBEKTOB.

CooTHoIIeHHEe KOHLIEHTPAIMK JICHBAaTUHHOA in Vifro B KPOBU U B IJIa3Me BapbHpoBanock ot 0,589
10 0,608 (0,1-10 mMkr/ma Me3uiaTa).

HccnenoBanus in vitro mokasaiu, 4To JIGHBaTUHUO siBiseTcs cyOcTpaToM P-rmukonporenHa u 6enka
pe3ucTeHTHOCTH paka MojouHoi xkemne3sl (BCRP) um He sBisercs cyOcTparoM OEmKOB-
MEPEHOCUYUKOB OopraHndeckux annoHoB u katuoHoB (OATI1, OAT3, OATP1B1, OATP1B3, OCTI,
OCT2, MATE1, MATE2-K) unu Genka-nepeHocunka coieit sxemynbix kucinot (BSEP).

B 1uTo3051e eueHu yenoBeka JEHBATUHUO HE MHTMOMPOBAII aKTUBHOCTD aJIbJIeTMI0KCHUIA3HI.

VY nmanuMeHToB CpeAHui Kaxymuiics oobeM pacnpenenenus (Vz / F) nmepBoii 10361 BapbHUpOBAJICS OT
50,5 1 10 92 1 1 B uenoM ObUI MOCTOSTHHBIM JJIsl TPynn 703 OT 3,2 Mr 10 32 Mr. AHaJOTUYHBIN
CpeIHMI KaxyIluiics 00beM pacripesenieHus B yecrounBoM coctosiuuu (Vz / Fss) Takke B menom

OBLI TOCTOSHHBIM M cOCTaBiIsLI oT 43,2 11 mo 121 1.

Buorpanchopmarnus
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Mszopepment CYP3A4 sBnserca mnpeobnafaroment | (780 1%$) Ill;xl;;pghquqﬁ:||1;§1[rg)qpqy_f_a_‘_:.;}_?450,

yuactBytomieit B P450-onocpenoBaHHOM MeTa00JIM3MeE JIGHBAaTUHUOA i1 Vitro. In vivo UHAYKTOPHI U
uHruoutopsl m3odepmenta CYP3A4 okas3blBaiM MHUHUMAJIbHOE BO3ICUCTBHE HA SKCIO3UIIMIO
neHBaTuHUOa (cM. pazaen 4.5).

B MukpocoMax KJIETOK TIeUYeHH 4deJoBeKa Obula oOOHapyXKeHa JeMEeTHIUpOBaHHas ¢dopMma
nenBatuHNOa (M2), KOTOpas mpeacTaBiIsieT co00i OCHOBHOUM MeTaboyUT mpernapaTa. MeTaboauTh
M2’ u M3’ (oOHapyxeHHbIE B KaJOBBIX Maccax 4eloBeka) oOpasyrorcst u3 M2 u jneHBatuHHOA,
COOTBETCTBEHHO, TP YYaCTUH AJIbJETUIOKCUIA3BL.

[To maHHBIM pagroOXpoMaTOrpaUUecKoro Mcciael0BaHus 00pa3IoB IUIa3Mbl KPOBU, COOpaHHBIX 3a
nepuos 10 24 4acoB Mocie MmpreMa JICHBAaTHHUOA, HEM3MEHEHHBIN JTeHBaTHHUO reHepuposai 97 %
pPaMOaKTUBHOCTH, TOrAa Kak MerabonmuT M2 — mwmmb 2,5 %. AHamu3 IUIOmagy ToJ KpUBOMH
«koH1eHTpanus-BpeMss» AUC o.inf) IOKa3aJ, YTO palMOaKTUBHOCTb JIEHBaTHHHOA cocTaBisuia 60 %
1 64 % ot oOmieil pagroaKTUBHOCTH IUIA3MBI M IETHHON KPOBH, COOTBETCTBEHHO.

HccnenoBanus OanaHca Macchl M 3KCKpPEIMH JICHBATUHMOA TOKA3aly, YTO MpenapaT MoABEepraeTcs
aKTUBHOMY METab0IM3My B OpraHu3me dejaoBeka. OCHOBHBIE YCTaHOBJIEHHBIE ITyTH MeTa0o0JIM3Ma
IpernapaTta |y  YeJIOBEKa  BKJIIOYAIOT:  OKHUCIIEHHE, OIOCPENAYEMOE  ajbAETUIO0KCHIIA30H,
neMeTwivpoBanue npu  ydactuum uszopepmenta CYP3A4, KOHBIOranuio ¢ TIIYyTaTHOHOM C
ynanenueM O-apuiibHOW Tpynibl (XJIOPPEHUIBHOTO OCTAaTKa) M KOMOMHALIMK 3THX MEXaHU3MOB C
nanpHelme Ouorpanchopmarmeit (BKIOYas TIIIOKYPOHHUPOBAHME, THUAPOJIN3 TIIYTaTHOHOBOM
IPYIIIbI, pa3pylI€HUE UCTEMHOBOIO OCTaTKa, a TAKK€ BHYTPUMOJIEKYJSPHYIO NEPETPYNIIUPOBKY
KOHBIOraTOB IMCTEMHUWITIMIMHA ¥ LUCTEMHA C MOocieAyroulell aumepusaunuei). [laHHble mytu
MeTaboau3Ma in Vivo COTJACYIOTCS C pe3yabTaTaMH HCCIENOBAHUM in Vifro ¢ HWCIOIb30BaHUEM

OroMaTrepHaoB YeIoBeKa.

DauMHUHALUS

ITocne poctmkeHUs] Crax KOHIEHTpamMs JIeHBaTMHMOA B IUIa3M€ KPOBH  CHIDKAeTCA
OudKkcnoHeHManeHo. Ilepuos mosyBbIBeAeHUsT JieHBaTMHHOA B (ha3e SIMMHHALMHN COCTaBIISET
IIPUMEPHO 28 4acoB.

[Tocne BBeneHUs 6 MAMEHTaM C COJMIHBIMU OIYXOJIIMU PAJMOAKTUBHO-MEUEHHOTO JICHBATUHHOA,
npUOIM3UTENBHO 2/3 OT BBEIEHHOM J03bI BBIBOJWIOCH Yepe3 KUIICYHHK U 1/4 — uepe3 MOYKH.
[IpeoOmagaromum MeTabOTUTOM B SKCKpeTax sSBIsUICS MeTabomuT M2 (~5 % OT 103bI), BTOPBIM IO
3HAYMMOCTH SIBJISUICS JIEHBAaTHHHO (~2,5 %).

JInHeHOCTh (HETUHENHOCTB)
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HpOnOpb}uOHCUZbHOCWIb nokazameieil 003e npenpapama w|RAKORIeHue Hpenapgqma| @:.Qppqzﬂwmg.a ::

VY NanueHToB C COJIMAHBIMM OIYXOJSMH, TOJY4YaBIIMX OJHOKPATHbIE M MHOTOKPAaTHBIE J103bI
JIeHBaTUHUOA OJWH pa3 B CYTKH, IOKa3aTelnu CUCTeMHOU sKkcro3uiuu mpenapata (Cmax 1 AUC)
BO3pacTaliy IPsIMO IPONOPLUOHAIBHO MOBBIIEHUIO €0 10351 OT 3,2 10 32 MI OJIMH pa3 B CYyTKH.

JlenBaTHUO MPOAEMOHCTPHPOBAT MHHUMAJIBHYIO CIIOCOOHOCTh K HAKOIUIGHHIO B OpraHu3Me B
PaBHOBECHOM COCTOSIHUM. B yka3aHHOM Juana3oHe 103 MeauaHa uHAeKkca HakomeHUs (Rac)
BapsupoBanack ot 0,96 (20 mr) no 1,54 (6,4 mr). Y naruentoB ¢ ['T[P ¢ BeicokuM 6amiom 1o mkane
Yaitng-ITero (7-8), monmyyaBImMX JIGHBAaTMHHO B J03€¢ 8 Mr, MeIuaHa HHJIEKCAa HAKOIUICHUS

cocrasmna 1,49.

dapMaKOKHHETHKA Y OTACILHBLIX I'PYHIT MAIIMSHTOB

Ilayuenmoi ¢ neueHouHOU HEOOCMAMOYHOCMbIO

dapMaKOKMHETHKA JICHBaTHHMOA U3ydanach y 6 MallMEeHTOB C JIETKOW U CPeHEH CTENEHBIO TSHKECTH
MeYeHOYHOU HepocTtaroyHocTh (kiaacc A u B mo mkane Yaina-I1bt0, COOTBETCTBEHHO), KOTOPbIE
MOJIy4aJIM Ipernapar B OJAHOKpAaTHBIX Ao3ax Mo 10 mr. Y 6 mauuMeHToB C TSHKEIOM IEeYEeHOYHOM
HenocTatouHocThio (kinacc C mo mkane Yaina-Ilbio) mpemapaT npuMeHsuicss B J03€ S5 MI.
KonTponpHast rpynmna BkIOYajga 8 3J0POBBIX JOOPOBOJBIEB CO CXOIHBIMH JEMOTpapUUeCKUMHU
MOKa3aTeNsIMH, KOTOPbIE MOJIy4Yany JIeHBaTHHUO B 03¢ 10 mr.

VYpoBeHb 3KCIIO3UINH JICHBATUHNOA, HA OCHOBE CKOPPEKTHPOBAHHBIX MO J03€ mokazateneit AUC o
n AUC(-inf) y TTALIUEHTOB C JIETKOM, CPeHEN U TSDKEJIOW CTENEHBIO NEYEHOYHON HENOCTAaTOYHOCTH
YPOBEHb OKCIO3MLIMU JIEeHBaTMHUOA cocTaBimsul npubmusutensHo 119%, 107 % u 180 %
(COOTBETCTBEHHO) OT YPOBHSI €r0 SKCHO3HMIMHK Y TMAIlMEHTOB C HOPMAJIbHOW (QYHKIMEH IeueHH.
bbuto ycTraHOBNEHO, 4YTO CBs3bIBaHME C OelkaMH IJ1a3Mbl Yy TAIMEHTOB C IE€YCHOYHOM
HE/I0CTaTOYHOCTHIO U 3JI0POBBIX JOOPOBOJIBIIEB OBIIO CXOAHBIM, 3aBUCUMOCTH OT KOHIICHTPALIUHU HE
HaOmoganock (cM. pasaen 4.2).

Hanubix no namuentam ¢ '[P u cpenHelt creneHbio MeYeHOYHOW HENOCTATOUYHOCTH (Kiacc B mo
mkane Yaiina-Ilero, 3 mnamueHTa, NOMYYaBIIMX JIGHBATUHUO B OCHOBHOM HCCIIEIOBaHUN)
HegocTatouHo. Jlanubie 1o manuenTam ¢ I'TIP u Tsxkenoit cTeneHblo MeYeHOYHOW HEJIOCTAaTOYHOCTH
(xmacc C no mkane Yaitng-I1s0) oTcyrcTBYIOT. JIeHBAaTMHNO B OCHOBHOM BBIBOJHTCS NEYEHBIO, U
HKCTO3HIIMA B 3TUX IPYIIAaX MAIIHEHTOB MOXKET ObITh yBEIHUYCHA.

Mennana nepuojia NOJYBBIBEJEHMS IpernapaTa MMejla CONOCTaBUMBIE 3HAYEHMsI y MAlMEHTOB C

JIETKOM, YMEPEHHOM M TSDKEJION CTENEHbIO0 NEYEHOYHONW HEAO0CTaTOYHOCTU U BapbupoBaiach OT 26
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mo 31 wyaca, ¥ Oblia aHATOTMYHOM Y 3A0POBBIX AGOPOBOJLIEHE HACTE L. AO3EE PleHBaTANNOA,

BBIBEJICHHOW TTOYKaMH, ObLTa HU3KOM BO BCEX KOrOPTax MalMeHToB (MeHee 2,16 %).

Iayuenmoi ¢ noueunol He0OCMAamouHOCMbIO

dapMakOKMHETHKA JICHBaTWHHOA HU3ydyasach y 6 MAIMEHTOB C JIETKOW, CpeJHEed M THKeIou
CTENEHbIO MOUYEYHON HEIOCTATOYHOCTH, KOTOPBIE IMOJIY4aad Ipernapar B OJHOKPAaTHBIX A03ax IO
24 mr. I'pynna cpaBHEeHUs BKIIIOYaia § 370pPOBBIX T0OPOBOJIBLIEB CO CXOAHBIMU JEMOTpapUIeCKUMHU
nokazatensmMu. MccnenoBanus ieHBaTHHUOA y MAIMEHTOB C XPOHUYECKUMU 3a00JICBaHUSAMU TTOYEK
B TEPMHUHAJIBHOM CTaAUH HE IPOBOAUIINCE.

VYpoBeHb 3KCro3uImK JeHBaTHHNUOa Ha ocHoBe mokazateniss AUC(o.inf) A7 MAlMEHTOB C JIETKOH,
CpellHEeW WIIU TSDKENOM CTENeHblo MoueyHou HemoctaTtouHocTH coctaBui 101 %, 90 % u 122 %,
COOTBETCTBEHHO, 110 CPABHEHHUIO C MALIMEHTAMHU C HOPMAJIbHOM (DYHKIIHEH MOYEK.

bbuto  ycraHOBIIEHO, YTO CBS3bIBaHME C OelKaMM IUIa3Mbl y TAIMEHTOB C  IOYEYHOM
HEIOCTaTOYHOCTHIO U 3JI0POBBIX JOOPOBOJIBIIEB OBIIO CXOAHBIM, 3aBHCUMOCTH OT KOHIICHTPALIUHU HE

HaOmogano0Cck (cM. pasaen 4.2).

Bnusanue 6o3pacma, nona, maccel mena u pacosoul NPUHAONEHCHOCIU

[To pesynapTaraM MOMYASIMOHHOTO (apMaKOKHMHETHUECKOTO aHaju3a Yy MAaIMEeHTOB, MOJIyYaBIIUX
JeHBaTUHUO B J03aX 10 24 Mr OIMH pa3 B CYTKHM, BO3pacT, IOJI, Macca Tela W pacoBas
IIPUHAIEKHOCTD (SIMOHIBI M0 CPAaBHEHUIO C IPYTMMH, €BPOIIEOUIBI 110 CPABHEHUIO C IPYTMMH) HE

OKa3aJii 3HAYUTEIHHOTO BIUSHUS Ha KIIMPEHC JIeHBAaTUHUOA (cM. pa3aen 4.2).

CTH

HccnenoBanus IeHBaTUHNOA y AeTell HE TPOBOIMINCE.

5.3 /lanHble TOKJIMHUYECKOH 0€30MACHOCTH

B wuccnenoBaHUAX TOKCHMYHOCTH MHOTOKPATHBIX 103 (10 39 Hedens) JIEHBATUHUO BBI3BIBAT
TOKCUKOJIOTHYECKHE W3MEHEHUsS B  pPAa3IMYHBIX OpraHax ¥ TKaHIX, OOYCIIOBJICHHbBIC
MpeanoyaraeMbpiM  (hapMaKoJIOTHUECKUM JISHCTBHEM JICHBATUHWOA, SIBJISIOIIETOCS HWHTHOUTOPOM
Tupo3uHkuHa3el peuentopoB VEGF, a Taxke HMHruOMpoBaHMEM aHTHOTEHE3a, B TOM 4YHCIE
TUTOLEIUTIONSAPHOCTRIO  IMYEK, aTpesuel (OJUTMKYIOB B SUYHHKAX, U TIOPAKEHUEM apTepuil
(apTepuanbHbIM (GUOPUHOUIHBIM HEKPO30M, MEIUAIBHON JIereHepaIueil Win KPOBOUBIUSHUEM) Y
KpBIC, COOAaK, U IBAHCKUX MaKaK.

B koHue 4-HenenbHOro MEepHUoja BOCCTAHOBJIEHHS y BCEX BUJOB JKMBOTHBIX, Y4acTBOBABIIMX B

UCCIIeIOBaHUM, HaOII0a1ach 00paTUMOCTh TOKCHKOJIOTUYECKUX M3MEHEHUi. OpraHbl-MHUIIECHH Y
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MOJIO/IBIX KPBIC, KOTOPbIM BBOJMIN JICHBATUHUO B /1033X) 107 L0 MEATT OB TeMH PKEYIATO U Y

B3pOCHBIX Kpbic. OAHAKO THUOETh MOJOJBIX KpbIC, MOJYy4aBIIMX mOpenapaT B go3ze 10 wmr/kr,
HaCTyIlajla paHbllle, YEM Y B3POCIBIX KPBIC, MOJIYYaBIIMX TAKYIO K€ A03Yy. TakKe Yy MOJOJBIX KpbIC

HaOII0IATHCh 3aJIepyKKa pocTa M BTOPUYHAS 33epiKKa (PU3MYECKOTO Pa3BUTHSI.

I eHOTOKCHYHOCTE

JlenBaTHUO HE MPOSBIISLT MYyTAareHHOTO JEHCTBUS B TecTe DHMca M aHAIM3€ C MCIOJIb30BAHUEM
KJIETOK JIMM(OMBI MBIIIEH, TPOBOJAUMBIX in Vitro, a TaK)Ke HE MPOSBISUT KIACTOT€HHOW aKTUBHOCTH

B MUKPOSIEPHOM TECTE, IPOBOJAUMOM i7l ViVO Ha KPBICAX.

KanneporeHuocTs

HCCJ’IG,Z[OBaHI/Iﬁ KaHIICPOrCHHOCTHU JICHBAaTUHHOA HE IMPpOBOANJIOCK.

PenpoayKkTUBHAS TOKCUIHOCTDH U 3M6DI/IOTOKCI/I‘IHOCTB

JInisi OLIEHKU BJIMSHUS JIGHBATHHMOA HA (PEPTHIIBHOCTH CIIEHUAIBHBIX MCCIEOBAHUI Ha )KMBOTHBIX
HEe NpoBOoaMIOCh. OHAKO B MCCIIEJOBAHUAX TOKCMYHOCTHM MHOTOKPAaTHBIX /103, NPOBOJAMMBIX Ha
KUBOTHBIX, HAONIOJATMCh W3MEHEHUS B SMUYKaX M AWYHMKAX MpU O0ObeMax MOTpeOJIeHUs HUXKe
0’KUJAEMBIX B paMKax KIMHHUYECKUX UcnbiTanui (Ha ocHoBe AUC) U IpUMEHEHNH B MAaKCUMAJIbHOM
PEKOMEHAYEMOM J103€ JUIsl UEIOBEKa.

BBenenue neHBatMHMOAa BO BpeMsl OpraHoreHe3a MPUBOAWIO K 3MOPHUOJICTAIBHOCTH H
TEPaTOTEHHOCTH KaK Yy KPBIC, TaK M Y KPOJHMKOB MPH oObeMax MOTpeOIeHusT HIDKE, YeM B paMKax
KJIMHUYeCKUX ucnblTaHuil (Ha ocHoBe AUC iy 1Iomma iy NOBEPXHOCTH Tela COOTBETCTBEHHO), IIPH
IIPUMEHEHUY B MAKCHUMAJIbHOW PEKOMEHIYEMOW 103€ Ul 4YelIOBEKa. Y KPBIC IOPOKU pPa3BUTHUSA
KOCTHO-MBIIIEYHOM CHCTEMBI IJI0Ja Habmoaamuch npu no3ax 0,1 Mr/kr u Bbllle, a MaKCUMalbHAas
71032, HE BBI3BIBAIONIAsT OOHApYKMBaeMoro BpenHoro Bo3aekictBus Ha mioa (NOAEL), y kpeic He
omnpenensiachk. Y KpOJUKOB aHOMAJIMM Pa3BUTHUS IUI0Ja oTMevanuch npu go3ax 0,1 u 0,5 mr/kr. B
UCCIIEIOBAaHUHM HA KPOJIMKAX MaKCHUMallbHas 10332, HE BBI3BIBAIOIIAs OOHAPY)KMBAEMOTO BPEIHOTO
BO3JICHCTBUS Ha 1oJ, coctaBisuia 0,03 mMr/kr. DTu JaHHBIE YKa3bIBAIOT HA TO, YTO JICHBATUHHUO
o0ajaeT TepaTOreHHbIM MOTEHIIHAIOM, BEPOSITHO, CBSI3aHHBIM C TEM, YTO JICHBATMHUO MPOSBISET

(apMaKoJIOTHYECKYI0 AKTUBHOCTD, XapaKTEPHYIO JJIsl aHTUAHTHOTEHHOTO CPE/ICTBA.

6. DPAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeueHb BcOMOraTe/ibHbIX BelIECTB

Coiep)KHUMO€e KaIICybl

Kanpius kapbonat
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Mannuron (NMOCNEOOBATENBHOCTE 0002)

I LR,

[enmrono3a Mukpokpucrammnieckas tum 101
I'mnponosa

I'unposio3a HU3KO3aMelEHHAs

[enmrono3a MuKpokpucrammmieckas tamn 102
Tanpk

000J104Ka KaCVJIbl

Jlensamunuo-@apm-Cunmes, 4 me, kancynvl
Tutana quokeun (E171)

I'mnpowmerioza

Kpacurens 6nectsinuii cunnii FCF (E133)
Kpacurens xeneza okcun xentoiid (E172)
Jlensamunuo-Dapm-Cunmes, 10 me, xancyvl
Turana quokeun (E171)

IM'mnpowmerioza

Kpacurens xeneza okcun xentoiid (E172)

6.2. HecoBMecTHUMOCTD

He npumenumo.

6.3. Cpok rogHocTH (CpOK XpaHeHH )

2 rona.

6.4. OcoOble Mepbl MPEAOCTOPOKHOCTH NIPH XPaHEHUH

XpaHUTh B OPUTMHAIIBHOM yIakoBKe (0aHKa B auke) Mpu TeMieparype He Boimie 25 °C.

6.5. XapakTep u coaepkaHue NepBUYHON YIIAKOBKH

ITo 30 karcyn B OaHKM W3 MOJUMEPHBIX MAaTEpUANOB (TIOJMATHICH BBICOKOM IIOTHOCTH) JUIS
JIEKapCTBEHHBIX CPEACTB, YKYIIOPEHHBIE KPBIIIKOW U3 MOJIMMEPHBIX MAaTEPHUAJIOB (IIOJUIIPONIUIIEH), C
KAaICyJIO# C BIaronorjiOTUTENIEM U KOHTPOJIEM IIEPBOIO BCKPBITHSL.

Ha OaHKHM HaKJIEUBAIOT CAMOKJICSIIYIOCS STHKETKY.

[To 1 6GaHke BMECTE € TUCTKOM-BKIIAIBIIIIEM ITOMEIAIOT B MAYKy KAPTOHHYIO.
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6.6. Oco0bie MepBI MPETOCTOPOKHOCTH MPH |[YHHYTOKEHEH [ACTOIIE30BAHHOF) EKAP CTEEHHOTO

npenapara WM OTXOA0B, MOJYYEHHBIX I0CJe NPUMEHEHHs JIEKAPCTBEHHOr0 Ipenapara, u
Apyrue MaAaHUIYJIANMHU C IPenapaTroM

Jlumam, oGecriednBaroOIUM yX0/1 32 AIIMEHTaMH, HE CIIeIyeT OTKPHIBATh KaIlCyJbl, YTOOBI N30€KaTh
IIOBTOPSIOLIErOCs BO3ACUCTBUSA HA HUX COJEPKUMOI0 Karcyil.

Becp ocTraBmIMiiCs JIEKaPCTBEHHBIN IIpenapar U OTXOJbI CJIEAYET YHUUYTOXHUTb B COOTBETCTBUHU C

YCTAaHOBJICHHBIMHU HAITUOHAJIBHBIM 3aKOHOJATCIILCTBOM TpGGOBaHI/IHMI/I.

7. AEP/KATEJIb PETUCTPAIIMOHHOTI' O YJOCTOBEPEHU A
Poccniickas @enepanus
000 «Papm-Cunres»

Opunuueckuit  agpec: 249010, Kamyxckas o0mn., paiion bopoBckuii, 1. BopoBCK,
yi1. MockoBckas, 1. 30
Ten.: +7 (4842) 92-24-10

Anpec 3nekTpoHHO nouthl: info@pharm-sintez.info

7.1. IlpeacTaBuTe/Ib JEpPsKATE/IS] PETHCTPALIMOHHOIO YI0CTOBEPEeHHA

[IpereH3un noTpedUTENEN HAIPABIISTE [0 AJIPECY:

Poccniickas @enepanus
000 «Papm-Cunres»
Opunuueckuit  agpec: 249010, Kamyxckas o6mn., paiion bopoBckuii, 1. BopoBck,

yi1. Mockosckas, 1. 30
Ten: +7 (4842) 92-24-10

Anpec 31eKTpoHHO# noutsl: info@pharm-sintez.ru; npr@pharm-sintez.ru

8. HOMEP PETUCTPAIIMOHHOI'O YIOCTOBEPEHUA

9. IATA TIEPBUYHOM PEIMCTPAIIMM (IIOATBEPXKJIEHUE PEIUCTPAIIAMH,
IHEPEPETUCTPALINN)

JlaTa niepBOi perucTpanuu:

10. JATA IEPECMOTPA TEKCTA
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COOTBETCTBYET QRCHEFTHOMY QTYETY
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(NMOCNEOOBATENBHOCTE 0002)

OOmiast xapakTepuCTHKa JIeKapcTBeHHOro mnpenapara JlenBaruHnO-®apm-CHHTE3 JOCTYMHAa Ha
nHGOpPMAIIMOHHOM  TopTajie  EBpasuilckoro 5KOHOMHUYECKOTO COI03a M HH(GOPMAIMOHHO-

KOMMYHHKAITMOHHOU cetn «HTepHEeT» http://eec.eacunion.org/.
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