COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 05.11.2025 N= 27552

OBILASI XAPAKTEPUCTHKA JEKAPCTBEAHOTOTIPEITAPATA

1. HAUMEHOBAHUE JJEKAPCTBEHHOI'O IIPEITIAPATA
JlenBatuan0-AMEJIAPT, 4 mr, Karcysl.
JlenBatuan0-AMEJIAPT, 10 mr, kamncyiisl.

2. KAMECTBEHHBINA U KOJITMYECTBEHHBIA COCTAB
HelicTBylollee BEIECTBO: JIEHBATUHUO.

JleuBatuan0-AMEJIAPT. 4 mr, Karcyisl
Kaxxnas kancyna conepkuT 4 Mr JJeHBaTUHHOA (B BUJIE ME3MJIATA).

JlenBatnun0-AMEJIAPT. 10 Mr, KancyJisl
Kaxxnas xancyna cogepxut 10 Mr ienBatuHu6a (B BUIE ME3MIIaTA).

[TonHbIN IepevYeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEICH B pasnaene 6.1.

3. JEKAPCTBEHHAS ®OPMA
Kancynsl.

JleaBatnanO0-AMEJIAPT, 4 mMr, KanucyJisl
Teepabie kancynsl Ne 4 o1 6emoro a0 moutu Oenoro nBera. CoaepKUMOoe Karcyid — MOPOIIOK
0eJI0ro Wiy mouty 0eJIoro nBera.

JlenBatnan6-AMEJIAPT, 10 Mr, Karncymibl
TBepasie karcynbl Ne 4 ot Genoro n0 moutu Oesoro 1Bera. CoaepKUMoe Karcyil — MOPOIIOK
0enoro uiu nouTH 6enoro IBeTa.

4. KIMHUYECKHUE JAHHBIE
4.1. Tloka3aHusl K IPUMEHEHHUIO

[Tpenapat JlenBatunn6-AMEJIAPT nokasan k IpMMEHEHHIO Y B3pOCIIBIX MAllIEHTOB B BO3pacTe
ot 18 ner.

JuddepeHnrpoBaHHbINA pak MUTOBUIHON HKeJIe3bl

[Tpenapar JlenBatunn6-AMEJIAPT mnokazaH k NpPUMEHEHHIO B MOHOTEpANUH Y B3POCIBIX
NAIUEHTOB € IPOrPECCUPYIOUIMM  MECTHO-PACIPOCTPAHEHHBIM WM  METacCTaTHYECKUM
muddepeHIMPOBaHHBIM  (MANMWUISIPHBIM,  (DOJTUKYJISAPHBIM, U3 KIETOK [lopTie) pakoMm
IIUTOBHIHOM JKeJie3bl, pe(hpaKTEPHBIM K TEPANUU PaJANOAKTUBHBIM HOIOM.

I'enaToneIIONApHBIA paK

[Tpenapar JlenBatunu6-AMEJIAPT mnokazaH kK NPUMEHEHHMIO B MOHOTEpANUH Y B3POCIBIX
HAIMEeHTOB C MPOTPECCUPYIOIINM WM HeonepabeabHbIM IelaTOLEeIUIIOPHBIM PaKoM, paHee He
MOJIy4aBUIMX CHCTEMHOW TE€panuu.




COOTEBETCTEYET 3KI(
ot 05.11.2025 N2 27

[To4yeuHO-KIETOYHBIN paK (MOCHEOOBATENEHOCTE 0003)

[Tpenapart JlenBatnan6-AMEJIAPT nokasaH K npuMEHEHHUIO B KOMOUHAIMH C TIEMOPOIN3yMaboM
B KauyecTBe |- JNMHMM TEpalmMM Y B3POCIBIX IAIMEHTOB C PACIpPOCTPAHEHHBIM MOYEYHO-
KJICTOYHBIM PAKOM.

[Ipenapar JlenBatnnu6-AMEJIAPT moka3aH K MpUMEHEHHIO B KOMOWHAIIUHA C SBEPOJIUMYCOM Y
B3POCJBIX MAIMEHTOB C PACIPOCTPAHCHHBIM MOYEYHO-KJIETOUYHBIM PAKOM, IIOCJI€ OJIHOTO
MPEIeCTBYIOLIEr0 Kypca TapreTHONW Tepanuu HHTUOMTOpaMH pelentopoB (akropa pocra
AH/IOTEINS COCY/OB.

Pak sHziomerpus

[Tpenapar JlenBatuan6-AMEJIAPT nokaszaH kK npuMEHEHHIO B KOMOMHAITUH ¢ IIeMOpon3ymMadbomM
y B3pOCJIbIX NTALIUEHTOB C PACIIPOCTPAHEHHBIM PAKOM 3HJIOMETPUS B CIIy4ae OTCYTCTBUS BHICOKOM
MUKpocaTeuIMTHOH HectabminbHocT (MSI-H) wnm Hapymienunit cuctemsl pemnapanuu JJHK
(dIMMR) ¢ nporpeccupoBanreM 3a00J€BaHMs MOCIE MPEANICCTBYIONIEH CUCTEMHOW TEparuu B
JH000M pekrMe, KOTOPBIM HE MOKa3aHO XUPYPruuecKoe JICUCHUE WK JTydeBasi Teparusl.

4.2. Pe:xuM 103UPOBAHMSI M CIIOCO0 MPUMEHEHUsI

Jleuenune npemaparom JlenBatuan0-AMEJIAPT m0omKHO MPOBOAUTHCS IO KOHTPOJIEM Bpada ¢
ONBITOM IIPOBEAEHHUS MPOTUBOOMYXOJIEBOM TE€PAITUH.

MGI[I/IKaMeHTO3HO€ JICYHCHUC TOIHOTHI, PBOTHI U JUAPCH JOJIKHO OBITH HAYATO A0 IPpUOCTAaHOBKH
JICUCHHMSI MJIM CHU)KCHUS J03bI JICHBATUHHOA IS YMCHBIIICHHUS PUCKA JICTUAPATALUN U Pa3BUTHS
MOYEYHON HEAOCTaTOYHOCTH (CM. pazzaen 4.4).

PexxnM 1031poBaHus

B cnyuae, ecnu mpueM odepeaHON 103kl OTJIOXKEH Oojee yeM Ha 12 yacoB, 3Ty A03Y cleayeT
MIPOITYCTUTH U MIPUHSATH CIEAYIONIYIO B OOBIYHOE BPEMSI.

Jledenue OKHO MPOJOIKATHCS MTOKA MPUCYTCTBYET KIIMHUYECKAs MM0Jb3a, TNOO A0 MPOSBICHUS
HETPUEMIIEMON TOKCUYHOCTH.

Juggepenyuposannwiii pax wumoesuoHoti xeenesvl ({PLLK)

PexoMennoBaHHas cyTouHas A03a JeHBaTMHHOA cocTaBisieT 24 mr (nBe Kamcynbsl 10 Mr 1 ogHa
Karcyna 4 Mr) oauH pa3 B cyTku. CyTouyHasi /1032 JICHBaTUHHOA MOKET OBITh MEPecCMOTpPEeHa B
COOTBETCTBUHU C TUIAHOM YIIPABJICHHUS 1033/TOKCUYHOCTH (CM. MMYHKT «Koppexyus 0o3vl 60 epems
mepanuuy HAXE).

T'enamoyennronapnuiii pax (I'L{P)

PexomeH10BaHHas CyTOYHas /1032 JIGHBATMHNOA COCTaBIeT 8 MT (JIBE KalCybl 4 MI') O/IMH pa3 B
CYTKH JIJIsl HAIIUEHTOB ¢ Maccoi Tena < 60 kr u 12 mr (Tpu Kancynsl 4 Mr) OJIuH pa3 B CyTKH JUIs
HalMeHToB ¢ Maccoi Tena > 60 kr. CyTouHas 1032 MOXKET ObITh IEPECMOTPEHA B COOTBETCTBHH C
IUTAHOM YIIPaBJIEHUS J103a/TOKCHUYHOCTb (CM. MYHKT «Koppekyus 003bl 60 6pems mepanuuy
HIDKE).

Pacnpocmpanennwiii noueuno-knemounsiii pax (I1KP)

Jlensamunub 6 KomMoOuHayUU ¢ NeMOPONUZYMAOOM 8 Kauecmee mepanuyu nepeol IUHUY
PexomenioBanHas cyTouHas J103a JjeHBaTHHHOA coctanisieT 20 mr (aBe karcyisl 10 Mr) oaus pas
B CYTKHM B KoMOMHaImu ¢ nemoponuzymadbom 200 mr kaxzasie 3 Hegenu wid 400 mMr xaxabie 6
HeJenb B BU/I€ BHYTpUBeHHOH HH]Y3uu B TeueHue 30 munyt. CyTouHas 103a IEHBaTUHNOA MOXKET
OBITH NEPECMOTPEHA B COOTBETCTBUU C IUIAHOM YTIPABJICHHS JO30M/TOKCUYHOCTBIO (CM. MYHKT
«Koppexyus 003v1 60 8pemsa mepanuuy HAXE).
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MY OTUETY

JUIS IOJTy4eHUsI THPOPMALIMU O PEKOMEHTyeMO JJ03UPOBKE.

Jlensamunub 6 KOMOUHAYUU C DBEPOSIUMYCOM 68 Kayecmee mepanii 6mopou JTUHUY
PexomenoBanHas cyTo4Has J03a JIeHBaTHHUOA cocTaBisieT 18 mr (oana karcyna 10 Mr u nse
KaricyJibl 4 MI') OJIMH pa3 B CyTKM B KOMOMHALIUY C 5 MI' 3BEPOJIMMYCa OJIMH Pa3 B CYTKH.
CyTo4HbI€ 103bI JICHBATUHUOA U, TPH HEOOXOUMOCTH, IBEPOJIUMYCA MOTYT OBITh IEPECMOTPEHBI
B COOTBETCTBHH C TUIAHOM YIIPABJICHHUS 1032/ TOKCHYHOCTD (CM. TYHKT «KoppeKkyus 003vl 80 8pems
mepanuuy HUXE).

Obparurech Kk ouIIHATEHON UHPOPMALIMHU 110 METUIIMHCKOMY MPUMEHEHHIO 3BEPOJIUMYCa JIIs
HOJIy4eHUs1 UHPOPMALIUU O PEKOMEHTyEMOH JJO3UPOBKE.

Pak snoomempus (P3)

PexomenioBanHas cyTouHas J103a jJjeHBaTuHHOa coctanisier 20 Mr (aBe karcysnsl 10 Mr) oguH pas
B CYTKH B KoMOuHammu ¢ nemoponuszymadom 200 mr kaxapie 3 Hexenu win 400 Mr kaxasie 6
HEZIeIb B BUJIC BHYTpUBeHHOU nH(DY3uH B TeueHue 30 MunyT. CyTOoUHas 1032 JICHBATUHUOA MOKET
OBITH TIEPECMOTPEHAa B COOTBETCTBUU C IUIAHOM YIIPABJICHUS [10338/TOKCHYHOCTH (CM. IMYHKT
«Koppekxyus 0o3vl 60 6pems mepanuuy HIXE).

Obparurech K opuUIHATBHON HMH(DOPMAIMK M0 METUIIMHCKOMY MPUMEHEHHIO TeMOposn3ymada
JUISL TIOJTy4YeHUs! HH(OPMAIIIH O PEKOMEHIYEMOM JO3UPOBKE.

Koppexyus 0o3vl 60 8pems mepanuu

Jliist yripaBiieHHS HEKEIATeIbHBIME PEAKIIHSIMI MOKET IMTOTPEOOBATHCS BPEMEHHAS IIPUOCTAHOBKA
JIeUYeHUs, KOPPEKLHUs A03bl I OTMEHA Tepanuu JIeHBaTUHUOOM (cM. pazzaen 4.4.). Peakiuu ot
JETKOM 110 yMepeHHOH creneHu Tsokectd (1 w2 cremeHu), Kak MpaBUiio, HE TpPeOyroT
MIPUOCTAHOBKH TEPANUU JIGHBATUHUOOM, 32 UCKITIOYCHHEM CIIy4aeB, KOTJa MalMeHT HEe ePEHOCUT
UX, HeCMOTPs Ha 3)PEKTUBHOCTH TEPAITHH.

Tsoxensie (cTeneHb 3) WM HEMEPEHOCUMbIE HEXeNaTelbHbIe peaklud TPeOYIOT MPHUOCTAHOBKU
Tepanuu JIEHBATUHUOOM JI0 YIIydIlIeHUs peakuu A0 creneHu ot 0 10 1 uiu 10 UCXOAHOTO YPOBHS.
OO0ue pekoOMEeHJalMK MO0 KOPPEKIMU 03Bl Ui YNPaBJICHUS HEXKENATEIbHBIMU pPEaKIUsIMH,
aCCOIIMUPOBAHHBIMH C JICHBaTUHUOOM mipenactaBiieHbl B Tabmune 1. Cneuuduyeckue
PEKOMEH/IallMH 110 IO3UPOBAHHUIO ISl KXKJIOTO MMOKa3aHMs IPECTaBICHbI B TaOIuIe 2.

[Tpu npuMeHeHnn IeHBaTUHNOA B KoMOnHauu ¢ neMOpoauzymadom juist neuenus [1KP umu paka
snomerpus (PD), mpuocraHaBIMBAIOT J€YEHHE OJHUM WIM OOOMMHM IpernapaTramu, JnOo
CHIDKAIOT 103y JIEHBAaTMHHOA B 3aBUCUMOCTHU OT CUTYallUU. Y MEHbILIEHUE J103bI TeMOpoIr3ymada
He pexkoMmenayercs. OTMeHa neMOponn3ymada MpOBOJUTCS B COOTBETCTBUU C MHCTPYKIMEH IO
€ro MeIMIIMHCKOMY NTPUMEHEHHUIO.

B ciryyae BO3HMKHOBEHUSI HEKEIATEIIbHBIX PEAKLUN, aCCOLMUPOBAHHBIX C IBEPOJIUMYCOM, IPU
neuenuu [IKP, neuenue aBeponnMycom cieyeT IPpHOCTaHOBUTh, YMEHBIIIUTh €T0 03y, Ha3HAYNB
npueM 4epe3 JAEHb, JUOO0 OTMEHHUTHh (CM. HHCTPYKLUHUIO IO MEAMIMHCKOMY MPUMEHEHUIO
IBEPOTHMYCA).

B cnyyae BO3HMKHOBEHHSI HEXeEJIaTeIbHBIX PEaKIUii, aCCOLIMMPOBAHHBIX KaK C JIEHBATUHUOOM,
TaK U C 3BEPOJMMYCOM, CJIEAyeT YMEHBLINTh 103y JieHBaTMHHOa (cM. Tabnumy 1) mepen
YMEHbILIEHUEM J103bI IBEPOIUMYCa.

B ciyuae BO3HUKHOBEHUS )KM3HEYTPOXKAIOIINX PEAKITNH (4-1 CTETIEHU TSHKECTH, 32 UCKITIOUEHUEM
71a00paTOPHBIX OTKIIOHEHWH, MPU3HAHHBIX HE OMACHBIMH IS KM3HH) BCE IMpemnapaThl CleayeT
OTMEHHTB.

HpI/I YCTAHOBJICHUHN CTCIICHU TKCCTHU HEXeIaTeIIbHOM pCaknumn CJICAYET PYKOBOJACTBOBATLCHA
aKTyaJIBHOﬁ BepCHeﬁ O6H_[I/IX TCPMHUHOJIOTHYCCKHUX KPUTCPUCB JIA HCKCEIIATCIIbHBIX SIBJICHUHN
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Taﬁ.lmua 1. KOppEKIII/IH A03bI IPHU HEKEJIATCIBbHBIX PEAKIINAX

Hexenarenbnas peakuust | Crenenb Tsxectu no | [leiictBue CHuskeHue 103b1 U
CTCAE B0300HOBJIeHNE MPHeMa
JIeHBATHHHN0A
AptepuanbHas runeprensus | Crenens 3 (Hecmotpst | IIpepsare | [lpu ynydmenun 1o
Ha ONTUMAaJIbHYIO Crenenu 0, 1 nmm 2 cm.
AHTUTUIIEPTCH3UBHYIO Tabmumy 3 B paznene 4.4
TEPAIHNIO)
Crenens 4 Otmenuts | He BO30OHOBIIATH
[Iporennypus >2 r /24 gaca [IpepBars | [Ipu ynydmeHuu 1o
MmeHee 2 1/ 24 yaca
Hedpornueckuit cuaapom | — Otmennth | He BO30OHOBIIATH
Hapymenue pyHkumn Crenens 3 [Ipeprare | [lpu ynyumenun 10
MOYEK WM MOYEYHAS Crenenu 0 — 1 wim
HEJO0CTaTOYHOCTh NEPBOHAYAIILHOTO
YpOBHSI
Crenensp 4* Otmenuts | He BO30OHOBIIATH
Cepneunas Crenens 3 [Ipepsars | Ilpu ynydmienuu 1o
HEJ0CTaTOYHOCTh Crenenn 0 — 1
NEPBOHAYAIILHOTO
YPOBHSI
Crenens 4 Otmenuth | He BO30OHOBIIATH
Cunapom oOpatumont JIrobas [IpepBare | Paccmorperts
3anHel sHuedanonaruu / BO3MOXXHOCTh
CUHIPOM 00paTuMon BO300OHOBJICHUS B
3aaHen CHIDKEHHOM /103€ TIpU
neiikosHuedanonaTuu yanyudueHuu 10 Ctenenu
0-1
I'emaToTOKCMYHOCTH Crenens 3 [IpepBatp | IIpu ynydmenun no
Crenenu 0 — 1 nnun
TepBOHAYAIHHOTO
YPOBHSI
Crenens 4* Otmenuth | He B0O300HOBIATH
Tpombosmbonus apTepuit JIrobas Otmennth | He BO30OHOBIIATH
KpoBoreuenus u Crenens 3 [IpepBatp | IIpu ynydmenun 1o
TPOMOOIIMUTONIECHUS * Crenenn 0 — 1
Crenens 4 Otmennth | He BO30OHOBIATH
l'actponHTecTHHANBHAS Crenens 3 [IpepBate | IIpu ynydmenun no
nepdoparus uim GucTymna Crenenu 0 — 1 unun
TIepBOHAYAITHHOTO
YPOBHSI
Crenensp 4 Otmenuth | He B0O300HOBIIATH
He ractpounrtectunansuas | Ctenens 4 Otmennuth | He BO30OHOBIATH
¢ducrymna
VY nnunenue unrepsaiga QT | >500 mc IIpepsare | Ilpu ynyumenun 1o

menee 480 mc wiu
MEPBOHAYATBHOTO
YPOBHS
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Huapes Crenens 3

Crenenu 0 — 1 unn
MePBOHAYAIEHOTO
YPOBHS

He B0300HOBIIATE

Crenensb 4 (Hecmotpst | OTMEHUTH
Ha MPOBEJCHUE

JIEKapCTBEHHOM

Tepanum)

* pesynbTaThl JabopaTopHBIX HccienoBaHuid CtemeHH 4 MOTYT pacIeHUBATHCSA

JEHCTBHS KaK TPH TsDKeTbIX peaknusax (CrerneHs 3).

Tabauna 2. PexkoMeHaanmum mno KOppPeKUHH

KaK HE YrpOXaIOIINE >KU3HH —

A03bI JeHBaTHHHOA IPH HEKEIATC/IbHBIX

eaKIUAX
IMoka3zauue 1-e cHMIKeHMeE D03bI | 2-€ CHHKEHHE J03blI | 3-¢ CHHKeHHE 10351
J0: J0: J0:

JIPIIIDK 20 Mr o7TMH pa3 B 14 mr oguH pa3 B 10 mr oguH pa3 B
CYTKH CYTKH CYTKH

[IKP 14 mr oguH pa3 B 10 mr oguH pa3 B 8 Mr oimH pa3 B
CYTKH CYTKH CYTKH

PO 14 mr oguH pa3 B 10 mr oguH pa3 B 8 Mr oimH pa3 B
CYTKH CYTKH CYTKH

I'LP

e macca tena 60 Kr u 8 Mr oztnH pa3 B 4 Mr oJiuH pa3 B 4 Mr yepes JeHb

Oosee CYTKH CYTKH

e Macca Tejla MeHee 4 mMr ofuH pa3 B 4 mr uepe3 JeHb OTMEHUTD

60 kr CYTKH

Oco0ble rpynnbl NalueHTOB
Wudopmanus 0O KIMHUYECKOMY OINBITY TNPUMEHEHHUS JICHBATMHHOA B KOMOWMHAIUM C
nemMOponn3ymaboMm rnpejcTaBieHa B paszaene 4.8.

JlaHHBIE IO MPUMEHEHUIO JICHBAaTUHNOA B KOMOMHALIMY C 3BEPOIMMYCOM Y OOJIBIIMHCTBA 0COOBIX
TPYIII TAIUEHTOB OTCYTCTBYIOT.

Bce manmeHThl, KpoM€ HMMEIOIIMX IEYEHOYHYI0 WM IOYEYHYH HEAOCTAaTOYHOCTH TSKEION
CTENEeHM (CM. HMIKE) JIOJKHBI HAUYMHATh JIEYEHHE C MOJIHOM peKOMEHAYEeMOU J103bl, MOCIIE Yero
71032 MOXeET OBbITb CKOPPEKTHPOBaHAa B 3aBUCHUMOCTH OT HMHIUBHUAYaJbHOW NEPEHOCHUMOCTHU
npernapara.

HekoTopseie cyOnomysiiiuy MaiueHToOB MOTYT UMETh XY/IIIYI0 IEPEHOCUMOCTh JIEHBaTUHMOA (CM.
pasznen 4.8.). [locne Havasa neyeHus B peKOMEHAYEMOH J103€, OHAa MOXKET ObITh CKOPPEKTUPOBaHA
B 3aBHCHUMOCTH OT UH/IMBUyaJIbHOM IEPEHOCUMOCTH IIpernapara.

llayuenmul ¢ apmepuanvrou cunepmensuetl

JlocTaTouHblii KOHTPOJb Haj apTepHajbHbIM naBieHueM (AJ]) momkeH OBITH AOCTHTHYT JI0
Hayaja JedyeHus JieHBaTUHHMOOM. Bo Bpemsi nedeHus clieyeT NPOBOJIUTH PETYISPHBIA €ro
MOHUTOPHHT (cM. pa3zaensl 4.4 u 4.8).

Hauuenmbl C NEeYEeHOYHOU HeOOCMAMOYHOCMbIO

JAPIDK, TTKP u PO

I[aHHBIe 0 MPUMCHCHUU KOM6I/IHaI_II/II/I JIGHBaTUHHUOA C HeM6pOJ'II/I3y'Ma6OM Yy MNanucHTOB C
IMCYCHOIHOU HCOAOCTATOYHOCTHIO  OTpaHUYCHBIL. ,HaHHI)Ie 0 IPUMCHCHHU KOM6I/IHaHI/II/I
JIEHBaTUHHOA C 9BCPOJIMMYCOM Yy MAIUCHTOB C MIEYCHOYHOM HEIOCTaTOYHOCTHIO OTCYTCTBYIOT.
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VY mamueHToB ¢ JIETKOW WM cpemHer (kimacc| A Ty lﬁ_ . —l “Iﬁ%lf;ﬁﬁb;g)-' o ' 3] HBIO

MEYCHOYHON HEIOCTATOYHOCTH KOPPEKITUS J03bI HE TpeOyeTcs.

PekoMennoBaHHas HayanbHas J03a JIGHBaTUHMOA Yy TMALMEHTOB C TSXKEJIOM IEeYeHOUYHON
HegoctatoyHocThio (Kiace C no mkane Yaitna-I1p10) cocrapiser:

» JIPIIDK: 14 mMr BHYTpb OJIMH pa3 B CYTKH.

* [IKP: 10 Mr BHYTpb O/IMH pa3 B CyTKH.

* PO: 10 Mr BHYTpb OJIUH pa3 B CYTKH.

I[aﬂbH@ﬁIHHe KOPPEKTUPOBKH O3Bl MOT'YT HOTpe6OBaTBCH B 3aBUCHUMOCTH OT HHI[HBHI[yaHBHOﬁ
MEPCHOCUMOCTHU.

KomOnHMpoBaHHOE JICUCHHE Y TIAIIMEHTOB C TSHKEJIOW MEUYCHOYHOH HEAOCTATOUYHOCTHIO JIOJDKHO
MPUMEHSTHCS TOJIBKO MPHU YCIOBUH, YTO OKUAAeMast MOJIb3a MPEBHIIIACT BO3MOXKHBIN PUCK (CM.
paznen 4.8).

HmeroTcs orpaHuYeHHbIE JaHHblE O KOMOMHAIMM JIeHBaTMHHOA C MeMOpoauM3ymMadboM WU
IBEPOJUMYCOM Y TMALMEHTOB C HapylieHueM (QyHKIuM mnedeHd. CM. COOTBETCTBYIOIIYIO
UHCTPYKLUIO 1O MEIUIMHCKOMY IPHUMEHEHHUIO IeMOpoiau3yMadba MWW 3BepojuMyca s
OTIpeIeNIeHus IO3UPOBKY MAllMEHTaM ¢ HapylIeHneM (YHKIUH ITEYCHH.

rqge

VYV mnamuentoB ¢ I'IIP u nerkoit (kmacc A mo mkane Yaina-IIpio) cTeneHpr0 MEYSHOYHOM
HEJIOCTATOYHOCTH KOPPEKIUs N103bI He TpeOyercs. Mmeromuecs naHHbIE HE MO3BOJISIIOT JATh
pPEKOMEHIallMU TI0 JO3UpOoBaHUIO mpemnapara nanuentam ¢ ['TIP u cpenneii (kiaacc B mo mikane
Yaitnn-I1p10) cTeneHbl0 MEUEHOYHOW HEJOCTATOYHOCTH. TakuM MalMeHTaM PEKOMEHIYETCs
THIATEIBHBIA KOHTPOJIb OOIIEH MEPEeHOCUMOCTH (CM. pasaensl 4.4. u 5.2.).

JlenBaTuHUO HE M3YyYaJCs y MAIMEHTOB C TSXKEJIOW CTENEHbI0 MEYCHOUYHON HEAOCTaTOYHOCTH
(xmacce C mo mkane Yaitna-I1p10) 1 He peKOMeHyeTcs AJis TaKUX MallueHTOB.

Tlayuenmoi ¢ noueunoii HedOCMamouHOCmMoio

HAPLDK, IIKP u PO

VY mnanueHToB ¢ Jerkod (kiaupeHc KpeatnHuHa 60 — 89 mu/MuH) win cpenHed (KIMpeHC
kpeatuHuHa 30 — 59 MIJI/MHH) CTENEHbIO MOYEUHON HEIOCTATOYHOCTH KOPPEKIUS HayalbHOM
JI03bI TIpernapaTa B 3aBUCUMOCTH OT COCTOSIHMS (DYHKIIMU TIOYEK He TpedyeTcs.

VY DalMeHTOB C TSKENIOM MOYEeYHOM HEeIO0CTaTOYHOCTHIO (KJIMpEeHC KpeaTWHuHa <30 MII/MHH)
PEKOMEHI0BaHHAas Ha4yajbHasl 103a COCTaBIISIET:

 JIPIIK: 14 Mr BHYTpb OJUH pa3 B CyTKH.

* [IKP: 10 Mr BHYTpb O/IMH pa3 B CyTKH.

* P3: 10 Mr BHYTpB OZIMH pa3 B CYTKH.

Mosker noTpeOoBaThCS JOMOJIHUTENbHAS KOPPEKIMS [03bl Ipernapara B 3aBUCUMOCTH OT
WHIVBUAYAIbHOM  nepeHocumocTu. MccienoBaHuss 'y  NAUMEHTOB € XPOHUYECKUMU
3a00JIEBaHUSAMHU MOYEK B TEPMHUHAJIBHON CTaJuM HE MPOBOAMINCH, B CBSI3U C YEM, IPUMEHEHHE
JIEeHBaTUHUOA y TaHHOW KaTeropuu MalMeHTOB He PeKOMEHIyeTcs (CM. pa3zen 4.8.).

HmeroTcs orpaHudeHHbIE JaHHbIE O KOMOWHAIMM JIeHBaTMHHOA C MeMOpoiauM3yMaboM WU
9BEPOJIMMYCOM Y TMAalMeHTOB C HapymeHueM (QyHKuuu mnouek. CM. COOTBETCTBYIOILYIO
UHCTPYKLHUIO 1O MEIUIMHCKOMY TPUMEHEHUI0 IeMOpoinu3ymMadba WIM 3BEepojuMyca s
ornpezeNneHus J03UPOBKY NAlMEeHTaM ¢ HapylleHneM QyHKIUU MOYeK.

'[P
Y nanuueHToB € JIETKOM WM CPEAHEH CTENEHBIO ITOYEYHOM HENOCTATOYHOCTH KOPPEKUUs
HAYaJIbHOM JT03BI ITpenapaTa B 3aBUCMMOCTH OT COCTOSTHUS (DYHKIIUU MTOYEK He TpeOyeTcs.
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HUmeromniecss JaHHBIE HE MO3BOJSIOT HATh peKOMeHﬁ%ﬁ'—@lﬁgﬁ%&gMﬁd"'Eeﬁgé%n@

nanreHTaMm ¢ ['I[P, uMerommm TsKenyro MoYeYH Y0 HEAOCTATOYHOCTD.

THayuenmor noxcunozo eospacma
Koppekiusi HauaJlbHOM JI03BI TIpernapaTa B 3aBUCUMOCTH OT BO3pacTa He Tpedyercs. [laHHbIe 10
MPUMEHEHHUIO Y TAIMEHTOB 75 JIET U cTapiie orpaHu4eHsl (cMm. paszaen 4.8).

Pacosas npunaonexcrnocmo

Koppekuust 103bl mpemnapara B 3aBUCMMOCTH OT PAcoOBOM NPHUHAJUIEKHOCTH TMalMEHTa He
Tpebyercsa (cM. paszmen S5.2.). JlaHHble 10O NPUMEHEHUIO Yy TAIMEHTOB C PacoBOMl
MIPUHAJIC)KHOCTBIO, OTIIMYHON OT €BPOIECONTHON U a3MaTCKOM, OrpaHUUYeHBI (CM. pasaen 4.8).

Cocmosnue nayuenma
[TarenTsI co cratycom obiero cocrosaus 1o mkaine ECOG (BocTouHO#M 00beTMHEHHOM TPYTIITHI
OHKOJIOTOB) 2 W BbIIIe ObUTH UCKITFOUYCHBI U3 uccienoBanus 205/1TKP.

[TaruenTsl co cTtaTtycoM o0miero cocrosiHus no mkane KapHockoro <70 ObuIM HCKIIOYEHBI U3
uccnenoBanus 307/ITIKP. Ouenka nosib3bl U pUCKa y 3TUX MAllMEHTOB HE IPOBOIUIIACK.

Tayuenmui ¢ maccoii mena menee 60 ke

HAPLDK, ITKP u PO

Koppekius HaualibHOM 103bI Iperapara B 3aBUCKMOCTH OT MacChl Tea He Tpedyercs. [laHHbIe 1o
npumeHenuto y nanuenToB ¢ [IKP u PO ¢ maccoii Tena menee 60 Kr orpanuyeHs! (cM. pasnuen 4.8).

ryge

Oxcno3unws ienBatuan6a npu '[P B uccnenoanuun REFLECT 6bi1a conocTaBuma y nainueHToB
¢ Maccoit Tena Mmeree 60 Kr, MOJy4aBIIMX HAYaJIbHYIO 03y 8 MT, M MAIlMEHTOB C Maccou Teia
60 xr u Gonee, MOMYyYaBIIMX HAYAIBbHYIO 103y 12 Mr. (cM. pazzaen 5.2).

[MTaruenTsl ¢ ['TIP maccoii Tena menee 60 Kr, KpoMe UMEIOIIUX CPEIHION WU TSKEIYIO CTETICHb
MEYECHOUYHON HEJOCTATOYHOCTH, TUOO TSHKENYI0 CTEMEHb IMOYEYHOW HEIOCTATOUYHOCTH, JHOJKHBI
HAYMHATH JICYEHHE C PEKOMEHyeMOil HauanbHOU 03Bl § MT (ABE KamcyJbl 1Mo 4 Mr), MocIie 4ero
71032 MOKET ObITh CKOPPEKTUPOBAHA HA OCHOBAHWU WHIUBUIYAIBHON MTEPEHOCUMOCTH.

Hmeronyecs 1aHHbIE HE MO3BOJISIOT CAENIATh PEKOMEHJAINH 110 JO3UPOBAHUIO JJISl AL[UEHTOB C
I'TIP u cpenHeit neueHOUHOM HEIOCTaTOUHOCTBIO (Kateropus B mo Yaitng-11s10).

Nmeromuecs JaHHbIE HE TTO3BOJISIIOT CAENIATh PEKOMEHAAIMH 110 T03UPOBAHUIO JUIS MTALIUEHTOB C
['TIP u TspKEmoi meyeHOYHOU HenocTaTouHOCThIO (KaTeropus C nmo Yaitna-I1si0) He3aBUCHMO OT
MacChl Te€JIa, UCTIOJIb30BAHUE ITpenapaTa B JAHHOU rpymIie He PEKOMEHYETCS.

Nmerompecs qaHHbIe HE TTO3BOJISIIOT CAENIATh PEKOMEHAAIMU 110 T03UPOBAHUIO JUIS MTALIUEHTOB C
I'IP u Tsoxenmol mOYEYHOW HEIOCTAaTOYHOCTBIO HE3aBHCHUMO OT MAacChl Teja, MCIOJIb30BaHHUE
Iperapara B JaHHOM TPYIIIEe HE PEKOMEHIYETCS.

€T’
[Ipenapat JlenBatunu0-AMEJIAPT He cnexyeT mpuMeHsTh y JeTedl Miajie 2 JeT B CBS3U C
HaJIn4ueM npo0seM ¢ 0€30MaCHOCThIO, BBISBJICHHBIX B HCCIEIOBAHUAX HA )KUBOTHBIX.

BbezonacHocTh u 3 pekTUBHOCTH JeHBaTuHHOA y AeTeil B Bo3pacte oT 2 10 18 neT Ha JaHHBIHA

MOMEHT HE yCTaHOBJIEHBI. JlaHHBIE OTCYTCTBYIOT.

Crioco6 mpuMeHeHus
[Tpenapat JlenBarunu6-AMEJIAPT npennasHauex i npueMa BHYTpPb.
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Kancynsl ciemyeT NpUHMMATh OJMH Pa3 B CYTKH np'lﬂ/:re:bH]):‘;"'oﬁfro ENBHOG Bpens: BHe

3aBUCUMOCTH OT ITpueMa nuiy. Karncyny cieayer nporiaaTeiBaTh LEIUKOM, 3al1MBast BOJOM.

Taxxe, eciu Karcyiy CJI0XKHO MPOTJIOTUTh, MOYKHO PACTBOPUTH €€ LEIUKOM 0e3 pa3/iaBiIruBaHUs
WIN PACKPBITUS B CTaKaHE C MPUMEPHO 25 MIT BOJIBI WM A0JIOYHOTO coKka. Karcyiy ocTaBisioT B
KUAKOCTU IpuMepHO Ha 10 MUHYT, 3aTeM aKKypaTHO B30alTHIBAIOT B TEUEHUE HE MEHEe 3 MUHYT
JUIL pacTBOpeHHs OOOJOYKM Karcyinsl. llomydenHyro cycneHsuio BeimuBaioT. I[locie sToro
N00aBJISIOT B CTaKaH MPUMEPHO TOT K€ 00BEeM KHUAKOCTHU (25 MIT), OMOJACKUBAIOT €10 CTaKaH U
BBIIUBAIOT cojepkumoe. He cmemnBaiite 6oee 0AHOro npenapara B CTakaHe 0JJHOBPEMEHHO.

Mepwi  npedocmoposicHocmuy, npuHumaemvlie neped NpUMEHeHUeM Npenapama uiu  npu
obpawenuu ¢ HUM

Jlumam, oOecneurBaOIMM YXOJ 3a TAIlMeHTaMH, HE CIEAYyeT OTKpPBIBATh KArCYJbl, YTOOBI
U30EKaTh MIOBTOPSIOIIETOCS BO3JICHCTBUS HA HUX COJIEPIKUMOTO KaTICyIL.

.HI/IHO, TOTOBAIIECEC CYCICH3UIO, IOOJDKHO THIATCJIbHO BBIMBITH PYKH IIOCJIE 3aBCPIICHUSA
IMPUTOTOBJICHUSA U ITPpUCMaA NIpcrapara.

4.3. IlpoTuBONOKA3aAHUS

o ['unepuyBCTBUTENLHOCTD K JICHBATUHUOY WIIH K JIFOOOMY M3 BCIIOMOTATENIbHBIX BEIIECTB,
IIEPEYUCIICHHBIX B pazzaene 6.1.

. bepemennocts (cM. pazzaen 4.6).

o [lepuon rpyaHOro BckapMiiuBaHus (cM. paszen 4.6).

4.4. OcoOble ykazaHusl U MepPbl NPeIOCTOPOKHOCTH NPH NPUMEHEHUH

AprepuanbHasi TMIEPTEH3US

VY nanueHToB, MONYYaBIIMX JIEHBAaTMHUO, pPEruCTpUpOBajach apTepualbHas TUIEPTEH3HUs,
KOTOpasi, Kak MPaBUJIO, Pa3BUBAJaCh HAa PAaHHUX dTamnax jeueHus (cM. paszaen 4.8). JlocraTouHblit
KOHTpPOJIb TIOKa3aTesiell aprepuanbHoro aasieHus (AJl) noimkeH OBITh JTOCTUTHYT 10 Hadaja
JeyeHHsl JeHBaTUHHOOM. IlalleHThl cO CKIOHHOCTBIO K apTepUaIbHOW TMIEPTEH3UHU JOJKHBI
INPUHUMATH CTAOMJIBHYIO /103y aHTUTHIIEPTEH3UBHOM Tepanuy B TeUEHHE HE MeHee | Heaenu 1o
Hayaja TepanuM JeHBaTUHMOOM. PaHHee BbIsBIeHHE U A(PPEKTHBHOE JICU€HHE apTepHaTIbHON
TUIEPTEH3UH UMeeT OOoJIbllIoe 3HAueHUe s MUHUMH3AIUN HEOOXOJAMMOCTH BO BPEMEHHOMN
NPUOCTAHOBKE JIEYEHUs WM CHIKEHHMs J03bl JieHBaTMHHOa. CooOlamock O Cepbe3HbIX
OCJIOXKHEHUSAX IUIOXO KOHTPOJMPYEMOM THIIEPTEH3UH, BKJIIOYas pacciioeHue aoptel. I[Ipuem
AQHTUTUIEPTEH3UBHBIX NPENapaToB JOJDKEH ObITh HauyaT cpa3y Iocjie TOATBEPKICHUsS
noseiieHust AJl. OOcnenoBaHue [ BBISBICHUS apTEpUaIbHOW TUIMEPTEH3UH JOJKHO
IPOBOJUTHCA Yepe3 OAHY HEJeNIo MOcJIe Havala MpueMa JIeHBaTUHNOA, B T€UEHUE NEPBbIX IBYX
MECSIEB JICUEHUs] — Kaxable 2 HEJeNd, 3aTeM — eXeMecsayHo. BpiObop aHTUrunepTeH3uBHOU
Tepanuy JODKEH ObITh MHIMBUAYATM3UPOBAH C YUETOM COCTOSHUS MAIlMeHTa U COOTBETCTBOBATh
CTaHJAPTHOW KJIMHUYECKOW MpakTUKe. /[ manueHToB, MMEIMUX HOpMabHOEe AJ[ 10 Havanma
JeYeHus, B ciydae mnoBblleHus AJl, cienyer HavyaTh aHTUTMIEPTEH3MBHYIO MOHOTEPAIUIO
IIpenaparoM OJHOIO M3 KJIACCOB AaHTUTMIEPTEH3UBHBIX IpenaparoB. [l DanueHToB,
NPUHUMAIOIIMX AHTUTHUIEPTEH3UBHbIE Mpenaparhl A0 Hayajia JICYeHUs! JIGHBATMHUOOM, MOXKET
noTpedoBaThCs yBEIMYEHHE J103bl JAHHOTO aHTUTUIIEPTEH3UBHOTO Mpenapara, 1100 100aBieHue
npemnapara u3 Japyroro kiacca. [Io HE0OX0AMMOCTH TIPU JICUSHUH apTepUabHON THIEPTEH3UU
MOTYT OBITh UCIIOJIb30BaHbI PEKOMEH/IAIHNH, TIpecTaBIeHHbIC B Ta0muie 3.

Tadiauna 3. PekoMeHIAUMHU 110 JICYEHHI0 APTEPHATbHOH IMIIEPTEH3HH
\ YpoBeHb apTepuabHOro aasjiaenus (Al ’ PexkomenayemMbie MepoONIpUATHS
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Cucromuueckoe AJl >140<160 mm pr. cT. HDOI[oﬂ)kaTB ”:"fmﬁ'é”M Ef IFI&I‘B&ITIM‘HVTG'EII'I “'u
WA HA3HAYUTh AHTUTUIIEPTECH3UBHYIO TEpAIHIo,
nuactonunueckoe Al >90<100 mm pr. cT. €CJIM MALIMEHT €€ HE MOTyYaeT.
NJIn
[lpomomxkare  mpuem  JIeHBaTMHHOA |
MIOBBICHTD 103y PUMEHSIEMOTO

AHTUTUIIEPTCH3UWBHOTO  Mpemnapara  Jubo
Ha3HA4YUTh JOIOJHUTEIBHOE JIEYEHUE IS
HopManu3zanuu AJl.

Cucromuyeckoe AJl >160 mMm pr. ct. wim | 1. [IppoctaHoBHUTH MpyueM JeHBaTUHHOA.
mmacronmmueckoe AJ[ >100 mm  pr. crt., | 2. Ilpu cHwkeHnn cucronmueckoro Al
HECMOTpSi Ha TpoBeAeHHe ontuMaibHO | <150 MM pT. cT. U auactonuueckoro AJl —
BBIOPAHHOM aHTUTUIIEPTEH3UBHOM TEpaIuu. < 95 MM pT. CT. ¥ IpH NOJTYYECHUU CTAOUIHLHON
JI03bl AHTUTUIIEPTEH3UBHOTO IIpernapara B
TeueHrue He MeHee 48 4YacoB, BO30OHOBHUTH
IpUeM JIeHBaTUHHOA B YMEHBIIEHHOW J03€
(cm. paznen 4.2).

VYrpoxaromue KU3HU ocnoxxkHeHus | [lanmenT  Hyxkzaercs B HEOTJIOXKHOU
(3110KauecTBEHHAs TUIEPTEH3Us, | MEAUIMHCKOW nomomu. OTMEHUTHh IpHEM
HEBPOJIOTUYECKHE paccTpoiicTBa WIN | JeHBAaTUHUOA, HayaTh COOTBETCTBYIOILEE
TUIEPTOHUYECKUN KPU3) JICYCHHUE.

IIporennypus

Y ManueHToB, MOJYYaBIIUX JICHBATHHHO, PETUCTPUPOBANIACH MPOTCHHYPHS, KOTOpas, Kak
MpaBUJIO, pa3BUBAJIACh HA PaHHUX dTamax Jjedenus (cm. pazzen 4.8). Heobxogumo mpoBOaUTh
peryJsipHOE MCCIeIOBaHUe MOYM Ha Hajauuue Oenka. [Ipu oOHapyXeHHH B MOYE 3HAYMTEIbHBIX
KOJIMYECTB O€NKa IKCIPECcC-METONOM (= 2+) MOXKET moTpeOOBaThCS MPUOCTAHOBKA JICUCHUS,
KOPPEKI¥s J03bl WM TOJIHAs OTMEHa JieHBaTHMHMOa (cM. paszen 4.2). Ilpu BO3HUKHOBEHHHU
HE(POTUICCKOTO CHHpOMA IPUEM JICHBATUHNOA HEOOXOIUMO OTMEHUTD.

I'enaToToKCHYECKOE IEHCTBHE

Y mnamumentoB ¢ JPHDK wu IIKP, npuHuMmaBmux neHBaTUHUO, Hamboiee YacThIMU
HEKENATSIIbHBIMU  PEaKIUsIMUA CO CTOPOHBI II€YCHH SIBIISUINCH ITOBBINICHUE AaKTHBHOCTH
anaHnuHamuHoTpaHchepassl (AJIT), acmapraramunorpancgepassl (ACT) U  KOHUEHTpauuu
OmnnpyOrHa B KpoBH (cM. pazzaen 4.8). Taxke y TAKUX NalMeHTOB TUarHOCTUPOBAIIH MTEYECHOUHYIO
HEJOCTAaTOYHOCTh M OCTPBIA TemaTuT (¢ yactoTroil MeHee 1 %). B OonblmIMHCTBE citydaeB
NEUYCHOYHAss  HEJOCTATOYHOCTh  pa3BHBAJaCh y  MMAlMEHTOB C  MPOTPECCHPYIONIUM
METacTaTUYECKUM MOpPaKEHUEM TIEUYEHHU.

HexenarenbHble peaklMU CO CTOPOHBI IMEYEHH, BKIIIOYAs IMEYEHOUHYIO SHIedarsonaTuio u
MEYEHOYHYIO HEJOCTaTOUYHOCTH (B TOM YHUCIIE C (paTaIbHBIM UCX0/10M), C 60JI€€ BBICOKOM 4acTOTOMN
coobmanuce y nanueHtoB ¢ '[P, npuHMMaBIIMX JeHBAaTUHUO, B CPAaBHEHUHU C MAlUEHTAMH C
JPIDXK u TTIKP (cm. paznen 4.8). [TanrieHTsI ¢ 6071€€ TSHKETBIMU HapYIIEHUSIMUA (DYHKIUI TIeYeHH
u/vim O60JbIIeH OMyX0JIeBOM HAarpy3KOi Ha NeueHb Ha UCXOJAHOM YPOBHE UMeENN Oosiee BEICOKUI
PHUCK Pa3BUTHUS NEUYEHOUHOH 5HIIe(anonaTuy U MeYeHOYHOM HEeI0CTaTOYHOCTH. Takxke c Ooisee
BBICOKOM 4acTOTOM MevyeHouHast SHIedaronaTus HaboJanach y MaueHToB B Bo3pacte 75 et u
ctapuie. [IpruOan3uTeNbHO MOJTOBUHA BCEX CIIy4aeB NEYEHOYHON HEIOCTATOYHOCTH OTMeuanach y
NAIMEeHTOB C MPOrPecCUPOBaHNEM 3a00JIeBaHHUS.

UccnenoBanmne mokaszareneil PyHKIIMK TIEYCHH JOJDKHO TMPOBOJMTHCS 10 Hayaja JEUEHUs, B
TEUEHUE TEPBBIX JBYX MECSIEB JICUCHHS — Kaxkable 2 HEAeNu, 3aTeM — EeXEMECAYHO Ha
MPOTSKEHUH BCEro nepuona jgedeHus. Y nanuentoB ¢ ['IP momkeH mpoBOAUTHECS MOHUTOPUHT
GyHKINY TTeYeHH, BKITI0Yasl IEYCHOYHYIO dHIledanonaTuio. B ciryyae BO3HUKHOBEHUS IPU3HAKOB
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KOppEeKLHs 03Bl IIperapaTa Uik ero MnojHas oTMeHa (cM. pasaen 4.2).

VY mnmanueHToB C JIO0OH CTENEHBI0 NEYECHOYHOW HEAOCTATOYHOCTH HEOOXOAMMO TIIATEIBHO
KOHTPOJIMPOBATh HAJMYHE HEKENATEIbHBIX PEAKINH, CBSI3aHHBIX C (QyHKIUEH mnedeHu. s
nanuenToB ¢ JPIHDK u IIKP ¢ Tskenol CTENEeHbI0 MEUYEHOYHOW HEIOCTATOYHOCTH CIEAYET
CKOPPEKTHPOBATh HadaJIbHYIO J03Y JIeHBaTHHMOA. MiMeronrecst JaHHbIE HE TTO3BOJIIOT CACTATh
pEeKOMEHJAlUK 10 Jo3upoBaHui0 g nauueHToB ¢ [P wu cpeaneid mnedyeHOYHOUH
HE0CTaTOYHOCTHIO (KaTeropus B mo Yaitna-11s10). JlenBatuuuO He nzyyancs y nanuentos ¢ ['L[P
U TOKEION TeYeHOYHOM HemoctaroyHocThio (karteropus C mo Yaitnn-IIpro), mostomy,
UCIIOJIb30BAaHUE MIpenapara B JaHHOU IPyIIE HE PEKOMEHIYETCS.

Hapymienne QyHKIMM Moyek, movyeyHas HeI0CTaTOYHOCTh

VY nanueHtoB ¢ (yHkuued mnoyek < 60 MI/MUH Ha JTane BKJIKOYEHUS B HCCIEIOBaHHE
PETUCTPUPOBATIOCH OOJIBIIE HEKENATENBHBIX SBICHHUN, BKIIOYass (aTalbHbIe W CEphE3HBIC
HE)KeNNaTeNIbHbIC ABJICHMS, a TAKKE SBJICHUSA 3 WIM 4 CTENEHM TAKECTH, YeM Y MAIUEHTOB C
HOpMalibHOU (hyHKIHMEH moyek. Takke y Takux ManueHTOB ¢ OOJbIIei 4acTOTOW TpeOoBaJIoCh
npepbIBaHKe, CHUKEHUE J103bl WIIM OTMEHa JieueHus. PekoMeH1yeTcsi CHUKeHHEe HadallbHOU 103kl
JUIsL TIALIMEHTOB C IIOYE€YHOW HEAOCTAaTOYHOCThIO (CM. pasnen 4.2), ¥ TaKkkKe TIIATEIbHbIN
MOHUTOPHHT BO BpeMs jeueHus. KilmHu4eckuii onbIT NpUMEHEHUs JIeHBaTUHHOA y MalUeHTOB C
TSDKEJIOW MOYEYHOM HEJIOCTATOYHOCTHIO OTCYTCTBYET.

VY manueHToB, MONTYyYaBIIMX JICHBATHHUO, PETUCTPHPOBAIIOCH HapylIeHHe (PYHKIIUU TTOYEK, B TOM
yuciae — cllyyad — I[oyedyHo — HexmocrtatoyHocT  (cM.  pasgen  4.8).  IlepBuunbiMu
UJACHTU(PUIMPOBAHHBIMU (DAKTOpAMH PHUCKA SIBIISUIMCH MMEIOLIAsICS MMOYeYHAss HEJOCTaTOYHOCTb,
JeruapaTalnus W/WIM TUIOBOJIEMHUS BCIEACTBUE TOKCHYECKOTO BO3JEHCTBHS Ha JKEIyIO0YHO-
KUIIEYHBIH TpakT (cM. mofapaszznen «l'acTpoMHTECTHHANbHAasE TOKCHMYHOCTb: Juapes u
00e3BOXKHMBaHUE» JAaHHOro pasjena). CneayeT MNposSBIATH OCTOPOXKHOCTb Yy HAallMEHTOB,
MOJIy4JarOUUX MpPEenaparsl, ICUCTBYIOIINE HA PEHUH-AaHTMOTEH3UH-aJIbJOCTEPOHOBYIO CUCTEMY,
YUUTBIBAs MOTEHIHAIbHO O0Jiee BBICOKMH PHUCK OCTPOM MOYEUHOM HEAOCTATOUYHOCTH MpU
KOMOMHHMpPOBAaHHOM JieyeHHMH. MokeT mnoTpedoBaTbcs BpPEMEHHAs NPUOCTAHOBKA JI€UEHUs
JIEHBAaTUHUOOM, KOPPEKIIMS €ro J103bl WM €ro MOJIHask OTMEHa (CM. pazzen 4.2).

VY manueHToB ¢ TSKEIOW MOYEUHOM HEeAOCTaTOYHOCThIO TPeOyeTcsl KOPPEKIUs HadalbHOM 1036l
JeHBaTuHUOa (cM. pasfensl 4.2).

["acTpoMHTECTHHATIbHAS TOKCUYHOCTD: JHapest U 00e3BOKUBAHUE

Junapes yacTo oTMevanach y NalMeHTOB, MOIYyYaBIINX JEHBATUHUO, KaK MIPaBUIIO, B HaYase Kypca
neuenus (cM. paszznen 4.8). HeoO0xoaumo mpoBoANUTh OBICTPYIO MEIMKAMEHTO3HYIO TEPAHIo JUIs
KyIUpOBaHUS JUaped, 4ToObl NpeNoTBpaTUTh O00€3BOKMBAaHME oOpraHu3Ma. Tepamuio
JICHBATUHUOOM CJIeyeT MpPeKpaTUTh INpPHU COXpaHEHWU auaped 4 CTeNeHH, HEeCMOTps Ha
IIPOBOAMMYIO TEPAIHUIO (CM. pazjnen 4.2).

Tokcuueckne MPOSBIEHUS CO CTOPOHBI JKEIYJOYHO-KHUIIEYHOrO TpakTa (BKJIIOYas IUapero,
TOILIHOTY U PBOTY) JIOJIKHBI IIOJIBEPraThCsl aKTUBHOMY JIEUEHUIO, YTO MO3BOJISIET YMEHBIINUTh PUCK
HapylmeHus (QYHKIMU TOYEK MM Pa3BUTUS IMOYE4YHOH HenmoctatoyHocTH. Coolmiamock o
CEpbE3HBIX HEKEIATEIbHBIX SBICHUSX, TAKUX KaK TUIOKAJIHUEMHs] U THIEpKATUEMUs, CIeAyeT
TIIATEJILHO KOHTPOJUPOBAaTh (YHKUUIO TOYEK M YPOBEHb JJIEKTPOJIUTOB (CM. MOJpa3eln
«Hapymienue QyHKIum nouex, no4eyHas HeI0CTaATOUHOCThY JAHHOTO Pa3Jiena).

Cepneunas auchyHKIH

VY manueHToB, MOJIyY4aBIIMX JEHBATHHHUO, PETUCTPUPOBANIACH CepieuHas HEeIOCTaTOYHOCTh, a
TaK)Ke CHIKEHHE (hpakimuu BbIOpoca JeBOTO xkemygouka (cMm. pazzgen 4.8). [larmueHTsl 10KHBI
MpOXOAWTh OOCHeoBaHUE JUIsl BBISIBIICHWS CHMITOMOB U KIMHAYECKHX TPU3HAKOB
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JEeKOMIIeHCauM (YHKIMH CEpALA, HAINYhe KOTO]D'LE["C"'M])?K%%" :'I'forbed:oﬁé‘r"s BPEMEHHOI

IIPUOCTAaHOBKH JIEYEHMsI, KOPPEKIIMH O3Bl IIPENapaTa Uil €ro MoJHON OTMEHBI (cM. pa3zen 4.2).

Cunapom 3anHeit oOpatumoii snnedanonarun (PRES) / cunapom obpatumoit  3aaHeit
aeitkosnnedanonartuu (RPLS)

Y manMeHToB, MOJYYaBIIUX JICHBATMHUO, JMArHOCTUPOBAIM CHUHIPOM 3aJHEH 00paTuMoit
sunedanonatun (PRES, taxke n3sectusiif kak RPLS) (¢ wactoroit menee 1 %, cm pazgen 4.8).
JlaHHBI CHHIPOM TMpeCTaBIIseT cO00i HeBpoioruyeckoe 3abosieBanue, KIMHUYECKass KapTHHA
KOTOPOTO MOXKET BKJIIOYaTh TOJOBHYI O00Jb, CYIOPOTH, 3aTOPMOKEHHOCTb, CIIyTaHHOCTh
CO3HAHUSI, PACCTPOMCTBO MEHTAJILHBIX CIIOCOOHOCTEH, CIENOTY, HapyIIeHHE 3pEHHUS U JIpyrue
HEBPOJIOTHYECKUE CUMIITOMBL. MOKXET UMETh MECTO apTEpUANIbHASI TUIIEPTEH3HSI OT YMEPEHHOU
110 TspKeoi crenenu. st noarBepxkaeHus quarsosa PRES neo6xoanMo npoBenieHre MarHuTHO-
pe3oHaHcHON ToMorpaduu. JIOMKHBI ObITh MPUHATHI COOTBETCTBYIOIIUE MEPHI IJI KOHTPOJIS
IoKa3aTresel apTepuajJbHOr0 AABJIEHUS (CM. MOApa3aell «ApTepuaibHas TUIIEPTEH3UN» TaHHOTO
paznmena). Y TAlMEHTOB C CHUMIITOMaMH M KIMHUYeCKMMHU mpu3Hakamu PRES wmoxer
OTpeOOBaThCS BPEMEHHOE IIPEKPALLEHUE JIEUEHUSI, KOPPEKLIMS 103bI ITpenapaTa Win ero nojHas
oTMeHa (cM. pasnen 4.2).

ApTtepuanbHble TPOMO0IMOOTHH

Y TnanueHToB, TOJY4YaBIIMX JICHBATHHUO, PETHCTPUPOBAIHMCH 3a00JICBaHUS W3 TPYIIIBI
apTepualbHbIX TpoMOosMOonuii (TDA), B ToM 4mcie 1epeOpOBacCKyISIpHBIE PACCTPOHCTBA,
TPaH3UTOPHBIC MIIEMHYECKUE aTaku M WH(papKT Muokapaa (cm. pasnmen 4.8). JlenBatuHHO He
MCCJIEIOBAJICS Y MALIUEHTOB ¢ TOA, mepeHeceHHbIMH B T€UEHHE MPEANISCTBYIOIUX 6 MeCsIEB, U
MIOSTOMY €T0 CIIEAYET MCIIOJIb30BaTh C OCTOPOKHOCTBIO Y TaKUX MalMeHTOB. Pemenue o Havyane
JICUCHHSI JTOJDKHO OBITh OCHOBAHO Ha OLICHKE PUCK-TIONBb3a JJIsi KOHKPETHOro marueHta. [Ipu
BO3HMKHOBEHUH apTepUAIbHON TPOMOOIMOOIIUH TEPAITHIO ICHBATUHUOOM CIIETyeT OTMEHUTH (CM.
pasnen 4.2).

JKEeHIIUHBI C IETOPOAHBIM MOTCHIIMAIOM

)KGHHII/IHaM C JOCTOPOAHBIM MOTCHOHUAJIOM CJICAYET HCIOJb30BaTh 3(1)(1)CKTI/IBHBI€ METOAbI
KOHTpALICTIIIUU BO BPEeMsI Teparuy JICHBATHHUOOM U Ha MPOTSHKEHUHU, TT0 MEHbIIIEH Mepe, OJTHOTO
Mecslla Tociie 3aBepiieHust JedeHus (cM. pazaen 4.6). Ha HacTosimuii MOMEHT HEM3BECTHO,
MOBBIIIACT JIM JIGHBATUHUO PUCK PA3BUTHS TPOMOOSMOONIUU apTepuil MpH OJHOBPEMEHHOM
IpUeMeE C IIEPOPAILHBIMU KOHTPALIEIITUBAMHU.

KDOBOTG'—IGHI/ISI u TDOM6OIII/ITOHGHI/I$I

Y manuMeHToB, MONY4YaBUIMX JIGHBATUHUO, PETUCTPUPOBATUCH CEPHhE3HBIE KPOBOTEUYEHUS.
Haubonee wacto cooOmanock O JIErKOM HOCOBOM KpOBOTE€UEHHH. Takyke cooOImanoch o
CEPbE3HBIX CIlydasx TPOMOOIIUTONIEHNUH, KOTOpas MOXKET YBEIHUYMBATh PHUCK pPa3BUTHS
KpOBOTEUEHHI (CM. paznen 4.8).

Coo01manoch 0 cepbe3HbIX KPOBOTEUEHHSX, CBSI3aHHBIX C OMYXOJbIO, BKJIIOYas CMEpTEIbHbIE
Clly4al Yy MAlMEHTOB, IOJYYaBIIMX JICHBATUHUO, a TaKKe€ O KPOBOTEUEHMSX, CBSI3aHHBIX C
TPOMOOIMTONEHUEH.

W3-3a MOTEeHLIMAIbHOTO PHCKA CEPhE3HOTO KPOBOTEUEHUS, CBSI3aHHOTO C YMEHBIIEHUEM WIN
HEKPO30M ONYyXOJM Ha (OHE TepanuH JICHBATUHUOOM, CIEQyeT YYMThIBaTh CTENEHb WHBA3UU
OITYXOJIH, UMHQUIBTPALHNIO KPYIMHBIX KPOBEHOCHBIX COCYJOB (HampuMmep, COHHOW apTepuu). B
cllyyae BOSHUKHOBEHUS KPOBOTEUEHHUS UM TPOMOOIIUTONIEHUH MOKET TOTPEOOBATHCSI BpeMEHHOE
IpeKpalleHe JeUeHHsI, KOPPEKIMs 03bI Ipernapara Win ero MmojHas oOTMeHa (cM. paszaen 4.2).

O0Opa3oBaHue GUCTYI U TaCTPOUHTECTHHAIBHAA Iepdopanus
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V NanueHToB, MOJYYaBIIMX JICHBATHHUO, PETH( TpHpOBa{H/'rCi;' '(-:IJl_'Vqléﬁ/l:'OH(SD_EBA:BEII'{I'/%}I BTV

racTpoMHTeCTHHANBHON nepdoparun (cM. pazzaen 4.8). B GonbIIMHCTBE ciydaeB 0Opa3oBaHHE
ducTyn WIM TacTpOMHTECTHHANbHAs mepdopanuss UMEIH MECTO y MAIlMEeHTOB C HaJMYHeM
(axTOpOB pUCKa, K KOTOPHIM OTHOCHJIMCH IIEPEHECEHHBIE XUPYPTUUECKHUE ONIEPAIIUH WK JTydeBast
Tepanus. B cimydae oOpaszoBaHusi GHCTY1 WM TacCTPOMHTECTHHAIBHOW Iephopanuu MOXKET
noTpe0oBaThCS BPEMEHHOE MPEKPAICHHUE JICYSHUS, KOPPEKIMA JJ03bI pernapara Win ero ImojHas
oTMeHa (cM. pasnen 4.2).

O06pa3oBaHue GUCTYI, OTIIMYHBIX OT TACTPOMHTECTUHAIBHBIX

[TareHTH MOTYT TOZBEpPrarhCcsi IMOBBIIIEHHOMY pPHUCKY oOpa3oBaHusi (puCTyn mpu Tepamnuu
nerBatuHUOOM. Citydar 0Opa3oBaHUs MM yBEIHYEHUS (QUCTYII, 3aTParHBarOIINX O0JIACTH TeJa,
MIOMUMO JKeJTyJIKa WJIM KUIICYHHKA, HAOMIOAaTNCh B KIMHUYECKUX HCCIICAOBAHUAX U B TIEPUOJ
MOCTPETHUCTPAIMOHHOTO TPUMEHEHUs1 (HalpuMep, TpaxealbHble, Tpaxeo-330(areaibHbIe,
a30dareanbHbIe, KOKHBIC, (hapHHTeATbHBIE, B )KCHCKUX TOJIOBBIX OpraHax). Takke coo0Ianocs o
Cllydasix pa3BHTHsI ITHEBMOTOpAaKCca, KaK C, TaK M 0€3 YeTKOTO J0Ka3aTelIbCTBA MPUCYTCTBUS
OpoHxoruieBpasibHOM  ¢uCTynbl. HekoTopple ciay4aW TracTpOMHTECTHHAIBHOW nepdopanmm,
GuUCTYyT W IMHEBMOTOpaKCca acCOIMHPOBAIKNCH C PErpeccuell WM HEKPO30M  OITyXOJIH.
[IpenmecTByronme XUPyprudecKre BMEIIATEIbCTBA U JTyYeBasi Teparus MOTYyT ObITh (pakTopamu
pucka. He cinemyer HauMHATh TEPAINUIO JICHBATHHHOOM Yy TAIMEHTOB C (UCTYJIaMH, YTOOBI
n30exkath yxyamenus. Cieayer MpeKkpaTuTh NpUeM Ipenaparta y MAlUeHTOB C MOPaKCHHEM
MUILIEBOJIa WIH TPaxeOoOPOHXUAILHOTO TpakKTa M JitoOoW (QHCTYI0H 4 CTEeNeHU TSHKECTH (CM.
pasznen 4.2). Madopmarus o mpepbIBaHUH JICUCHHS MIIM CHUYKECHUS JTO3BI TSI YIIPABICHHS TAKUMH
HEXKEJIAaTeIbHBIMHU SIBJICHUSIMU OTPaHHYCHA, HO B HEKOTOPBIX CIIydasX HAOIIOAAIO0Ch YXYIIICHHUE,
MIOSTOMY CJIEyeT COONI0aTh OCTOPOKHOCTh. JICHBATUHMO MOXET OKa3bIBaTh OTPULIATEIFHOE
BO3/ICHICTBHUE Ha MPOIIECC 3AKUBJICHUS PaH, KaK M JAPYyTUe Mperaparhl 3TOro Kiacca.

Ynunenue unreppaia QT

Y uymaenue natepaiia QT/QTc y manueHToB, MoTy4aBIINX JICHBATUHUO, BCTPEYATIOCH Yallle, 4eM
y MAlUeHTOB, MOTy4yaBImIMX miuanedo (cM. pasaen 4.8). Menuana BpeMeHU 10 BO3HUKHOBEHUS
ymnuaenns: uatepBaia QTc cocrasmsuio 16,1 nenenu B uccnepoanuu JPHIK, 31,1 Henenu B
uccinenoBannu MoHotepanuu [I'IIP u 30 venens B uccnenopanuu [IKP B xomOunanuu. Crnegyer
MIPOBOJIUTH TOCTOSTHHBIA MOHUTOPHUHT JIEKTPOKAPAUOTPAMM C 0COOBIM BHUMAHHUEM K MallieHTaM
C BpPOXIECHHBIM CHHJIPOMOM yJUIMHEHHOro wuHTepBana QT, 3acTtoiiHOM cepaedyHOH
HEJI0OCTAaTOYHOCTHIO WM OpaguapuTMHEH, a TakKe Y MalMeHTOB, MOJIYJaONUuX JIEKApCTBEHHBIC
mpenapaTsl ¢ U3BECTHOM CIIOCOOHOCThIO YANMUHATh MHTepBan QT, BKiItoYas aHTHAPUTMUYECKUE
npenapatsl ki1accoB la u IIl. B cnyuyae yanunenus unrepBana QT Gonee yem Ha 500 Mc npuem
JIeHBaTHHHOA JODKeH OBITh mpuocTaHoBieH. [Ipu BoccraHoBieHuu wuHTepBaia QTc 1o
NepBOHAYAJILHOTO YpOBHS WM He Oosiee 480 Mc npueM JeHBaTUHHOA MOKET ObITh BO3OOHOBIIEH
B CHI)KEHHOU /03¢ (cM. pazaen 4.2.).

Hapymenust 0GamaHca 3J€KTpPOJIMTOB, TaKHMe KaK THIOKAJUEMHUS, THIOKAJIbLUUEMHUS U
TUIIOMarHUEMHMsl yBEJIMYUBAIOT PUCK yAJIMHEHU nHTepBaia QT, mosTomy cienyeT ocyIecTBIsATh
KOHTPOJIb U KOPPEKLHI0 OajaHca 3JIEKTPOJUTOB Yy BCEX MAlMEHTOB JI0 Hayajia JeyeHus. B
IIPOLIECCE JICYEHUs CIENYET NMPOBOAUTH mepuoandeckuii MoHUTOpuHr OKI' m anexktposnnutos
(MarHusi, Kanuss W Kanpuus). KOHTpoib ypOBHS Kalibliig B KPOBH BO BpeMsl Teparuu
JICHBAaTUHUOOM CIIeZyeT MPOBOIUTH HE PeXe, UeM pa3 B Mecsll U KOPPEKTUPOBATh €r0 B ClIydae
HeoOxoaumocTu. Tepanuto cienyer npepBaTh WK CKOPPEKTUPOBATH J03Y JICHBATHHUOA 110 Mepe
HE0O0XO/IMMOCTH, B 3aBUCUMOCTH OT CTENEHH TKECTH, Hanmuuusa u3MmeneHuit Ha DKI', a Taxxke
COXPAHEHHUsI TUITOKAJIbIIUEMHUH.

Hapymenune cynpeccun ypoBHs TTI B kpoBu / tuch VHKIIMS IIMTOBHIHON JKEIE3bI
JlenBatuanO Hapymaet 3k3oreHHyto cynpeccuro TTT (cm. pazaen 4.8).
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VYV marnueHToB, MONYYaBIIUX JICHBATUHUO B I/IccneLLOBa}H/I;[ :H—kEP—‘L TCEBII(%EBJF# —'CIaT-C-l;OT(BI/I: -6.I>IJ'II/I

MY OTYETY

3aperucTpUpOBaHkbl Cy4yau rMIoTHpeo3a (cM. pasnen 4.8).

MonuTopuHr ()YHKIMH TIMTOBUIAHOW >KENe3bl CIeAyeT NPOBOAUTH 10 HaJalla, a TaKkKe
€XKEeMEeCSYHO B MPOIlecce JICUCHUS JTeHBAaTHHHOOM. JIeueHne runoTupeosa clieyeT MPOBOIUTH B
COOTBETCTBUU C IPUHATHIMH CTaHJIAPTaMU JICUCHHUS 10 JOCTHKECHUS SYTUPEOUTHOTO COCTOSIHHS.

OcnoXHEHNS 3a)KUBJICHUS PaH

DopMaIbHBIX HMCCIEOBAHUN BIMSAHUS JICHBATUHMOA Ha 3a)XUBJIEHHE pPaH HE MPOBOHIIOCEH.
Coo0manoch 0 HapyleHUM 3aXHBJICHHS pPaH Yy MAalUEHTOB, IOJy4YaBIIUX JIEHBAaTUHUO.
[TanpeHTaM, IUIAHMPYIOIIUM CEpPbE3HBIE XUPYPIMUECKUE BMEIIATEIbCTBA, PEKOMEHIYETCS
BpPEMEHHasl NPUOCTAHOBKA MpueMa JieHBaTMHNOA. KIIMHMYECKUi ONbIT OTHOCUTEIBHO CPOKOB
BO300HOBJICHHS JICYCHHUS TTOCIIE CEPHE3HOTO XUPYPIHUECKOTO BMEIIATENLCTBA OTPaHNYEH. Takum
o0pa3oM, pelieHue O BO30OHOBICHMM TEpaluM JICHBATUHUOOM JOJKHO OCHOBBIBATHCS HA
KJIIMHAYECKON OLICHKE 3a)KMBJICHUS PaH.

OCTEeOHEKpPO3 YEII0CTH

Coo0mranock 0 ciydasx pa3BUTHsI OCTEOHEKPO3a YENIOCTU MPH MPUMEHEHUU JICHBaTUHHOA (CM.
pazgen 4.8). lHBa3uBHbIE CTOMATOJOTMYECKUE IMPOLEAYpPHI SBISIOTCS MOJATBEP)KIECHHBIM
dakTopoM pHUCKa pa3BUTHUS OCTEOHEKpO3a uentocTH. [lepen Hayanom mpuMeHeHUs JIeHBaTUHHUOA
PEKOMEHYETCSI PACCMOTPETH BO3MOKHOCTH CTOMATOJIOTHYECKOT0 OCMOTPA U COOTBETCTBYIOILIETO
npodunaktuyeckoro jeudeHus. [lanmeHTtam  clegyeT pEKOMEHAOBAaThH  INEPUOAMYECKUE
CTOMATOJIOTUYECKHE OCMOTPBI M MPOLEAYPHI 10 THTHEHE MOJIOCTH pTa BO BpeMs INPUMEHEHHUs
nenBaTuHuOa. [T0 BO3MOXHOCTH creayeT u3beraTb MHBa3UBHBIX CTOMATOJIOIMYECKUX MPOLIETYP
BO BpeMs Tepanuu JieHBaTHHHOOM. Crnemyer coOII0JaTh OCTOPOXKHOCTh IPU Ha3HAYECHUU
JeHBaTHHHOA MalMeHTaM, I[ONYYaloIlUM Tpernaparbl, CBs3aHHBIE C PUCKOM pa3BUTUA
OCTEOHEKPO3a YEIIFOCTH, TaKue Kak OuchocoHaTsl U JeHOCYyMa0.

Oco0bI€ IpyIIbLI NAIMSHTOB

JIaHHBIX 110 TPUMEHEHHIO JICHBATHHHOA Yy TAIIMEHTOB C PACOBOW MPUHAICKHOCTHIO, OTIMYHOU
OT €BPOIICONTHON M a3MaTCKOH, HEJIOCTATOYHO. JIeueHne TaKMX MAIUSHTOB CJICYeT IPOBOJIHUTH C
OCTOPOXHOCTBIO, TPHHHMAasT BO BHUMaHHE CHIDKEHHYIO TIEPEHOCHMMOCTh JICHBaTMHHMOA
MalreHTaMH a3uaTCKOu packl (cM. paszaen 4.8).

Her naHHBIX O TmpUMEHEHMH JIeHBaTWHMOA cpa3y mocie copadeHuda WIH JAPYroro
MPOTUBOOITYXOJICBOTO TIperapara, IO3TOMY BO3MOXEH PHUCK Pa3BUTHS JOMOJHATEIHHON
TOKCUYHOCTH, €CIIM HE COONIOJIEH aJeKBAaTHBIN MEPHO] BHIMBIBAHUS MEXKIY KypCcaMU JICUEHHS.
MuHUMaTBHBIN TIEPHOJT BEIMBIBAHUS B KIIMHUYECKUX UCCIICIOBAHMSIX COCTABIISUT 4 HEJICIH.

THayuenmul ¢ Huzkum cmamycom no wkare ECOG

[TaruenTsl co cratycom 1o mkane ECOG (BocTouHOM 00beAMHEHHON TPYNIIBI OHKOJIOTOB) 2 U
BhITIIe ObUTH UCKIIOUeHb! 3 uccienoBanuii [IKP u I'LP (cm. paznmen 5.1). [lanuenTs! co ctatycom
no mkane ECOG 3 wu Bpime Obutn uckitoueHsl u3 uccnegoanuii JIPIK (cm. pazmen 5.1).
CoOTHOIIIEHHE PUCK-TIONH3a Y TAaHHOW TPYIIIHI MAIUEHTOB HE U3y4aioCh.

Tayuenmul nodxcunozo so3pacma

JlanHple y TalMeHTOB B Bo3pacTe 75 neT u Oonee orpaHudeHbl. JleHBaTHHHO criemgyer
HCIIOJTb30BATh C OCTOPOYKHOCTHIO Y TAKUX MAI[ICHTOB, YUUTHIBAS €r0 CHIKEHHYIO TIEPEHOCHMOCTh
(cm. pazzesnl 4.2 u 4.8).

4.5. B3aumoaeiictBue ¢ JAPYrMMH JI€KAPCTBEHHBbIMH IIpenaparaMd W JApyrue BH/IbI
B3aUMO/eiCTBUA

BnusHue apyrux JeKapcTBEHHBIX IIpenapaToB Ha JICHBATUHHO
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Hneubumopuot unu unoykmoput uzogpepmenma CYP3A4, mé;zlz;zzlﬁt;lol;ﬁéﬁ&gﬂb@}—?ﬁ T5 0003)

JleHBaTHHUO MOXKET MPUMEHSATHCS BHE 3aBUCUMOCTH OT COBMECTHOTO IMpHUEMa HHTHOUTOPOB
nzoepmenra CYP3A4, P-rnmukonporenHa u Oelika PE3UCTEHTHOCTH PaKa MOJIOYHOM JKeJe3bl
BCRP. ¥ 310poBbIx 100poBOIbLEeB KeTokoHa301 (400 mr B Teuenue 18 aueit) ysenuunsan AUCo.
inf © AUCo+ 1eHBaTrHMOA (BBOAMMOTO B BUJIE OJTHOKPATHOM J103bI B JIeHb 5) npuOIu3UTEIbHO Ha
15 %, torma xak Cmax yBenmuuuBanach Ha 19 %. DTo moATBEp)KIAETCs MOMYJISLMOHHBIM
(hapMaKOKMHETHYECKUM aHAJIM30M, KOTOPBIH MMOKa3aj, 4To HHruoutopsl nzopepmenta CYP3A4
camxkarot CI/F na 7,8 %.

JlenBaTMHHO MOKET MPUMEHSTHCS 0€3 KOPPEKIIUU 1036l ¢ HHAYKTOopamu nzodepmenta CYP3A4,
U P-rimkonporenHa, OCHOBBIBASICH Ha KCCIEIOBAHWU, B KOTOPOM 3I0POBBIM J0OpPOBOJIBLIAM
BBOJMJIMCH MHOTOKpaTHbIE 10361 pudamnununa (600 mr B Tedenue 21 1HSA) U OTHOKpaTHAS 1032
nenBatunu6a (24 mr B Jlensb 15). AUCo-inf u AUCo-t cHmxanucy npumepHo Ha 18 %, B To BpeMst
KaK Cmax HE m3MeHunack. Ipdext naayknuu uzopepmenta CYP3A B oTneaIbHOCTH OlEHHUBAIIN
IyTeM CpaBHEHHUS MapamMeTpoB (apMaKOKMHETUKH JIGHBAaTHHHOA IOCIE OJHOKPATHOTO HIIN
MHOTOKpaTHOro mnpuema pudamnuuuna. l[Ipenckazano, yto AUC u Cmax IeHBaTHHHOA
cumxkatorest Ha 30 % u 15 %, cOOTBETCTBEHHO, MOCTIE CUIIbHON MHAYKIIMU B OTCYTCTBHE OCTPOTO
WHTHOUPOBAHUS P-rmukonporenna. Ot1o MOJITBEPKIAETCS MOMYJISIITIOHHBIM
(apMaKOKMHETUYECKHM aHAJIM30M, KOTOPBIA MOKa3all, 4To HHAYKTOphl n3ohepmenta CYP3A4
yBenuuuBaiau CI/F na 30 %.

Ilpenapamul, pecyrupyrowjue KUCIOMHOCMb HCELYOOUHO20 COKA

B nomynsiuonHoM (apMaKOKMHETHYECKOM aHAINM3€ MAIMEeHTOB, MOIYYalOUINX JICHBAaTHHUO B
J03€ 10 24 Mr OJIMH pa3 B CYTKH, IIpenaparsl, noBblmatomnue pH xenygounoro coka (010kaTopsl
H2-peuentopoB, MHTHOUTOPBI MPOTOHHOW MOMIIBI, aHTALUbl) HE OKAa3bIBAIM CYLIECTBEHHOI'O
BIIMSTHUS Ha SKCIIO3ULIMIO JICHBATUHUOA.

/pyeue xumuomepaneemuueckue npenapamaol

OpnHoBpeMEeHHOE IPUMEHEHHE JIEHBaTUHMOA, KapOoIjIaTHHA U TAKIMTAKCela HE COPOBOXKAAIOCH
3HAYUTENbHBIMH M3MEHEHUSIMU (HapMaKOKMHETHKU KaKoro-imubo u3 Tpex mpemnapatoB. Kpome
toro, y namnuentoB ¢ IIKP ¢apmakokuHernka neHBatuHHOa HE MOABEPranach 3HAYUTEILHOMY
BIIMSIHUIO COITYTCTBYIOLIErO 9BEPOJIUMYCA.

BausiHue nieHBaTHHMOA Ha JIpyrye JIEKAPCTBEHHBIE IpenapaThl

Cyocmpamul uzoghepmenma CYP3A4

Knunnueckoe uccienoBaHUe JIEKAPCTBEHHOTO B3aUMOJEHCTBUS y IMALIMEHTOB C OHKOJIOTHEN
M0Ka3aJi0, YTO KOHIIEHTpAllMU MH1a30j1ama B miazMe (ayBcTBuTenbHbIN cyocTpar CYP3A4 u P-
IJIMKONPOTENHA) HE U3MEHSUIUCh B IPUCYTCTBUU JIeHBaTHHMOA. Kpome Toro, y manuentos ¢ [TKP
(dapMaKOKMHETHKA 3BEpOJIMMYyca HE MOJBEprajach 3HAUUTEIbHOMY BIMSHHUIO OJJHOBPEMEHHOTO
nprema JieHBaTUHNOA. 3HAYUTEIbHOI O JIEKAPCTBEHHOT'O B3aMMOICHCTBHS MEX/1y JICHBATUHHOOM
u apyrumu cyocrpatamu CYP3A4 / P-rmukonpoTerHa He 05KHUJaeTCs.

OcHoBBIBasACh Ha MOJEIUPOBAHUM HA (PU3NOJIOTHUYECKH OOOCHOBAHHOHN (hapMaKOKMHETHUECKOMN
MOJeNu, pa3pabOTaHHOM Ul  JIEHBAaTMHHMOA, 3HAYUTEIBHOIO pHUCKA JIEKApCTBEHHOI'O
B3aMMOJICHCTBUSL MEXIy JeHBaTMHMOOM u MuaazonamoMm (cyoctpar CYP3A4) wumm
penarnuauaoM (cyoctpat CYP2C8) B no3e 24 mr neHBaTHHHOA HE MPOTHO3UPYETCS. DTO TaKKe
OBLIO MOATBEPKICHO B KIIMHUYECKOM HCCIIEIOBAaHUH, ONPEIEISIIOIIEM BIMsSHNE JeHBaTUHNOA Ha
MH/1a30J1aM Y CYOBEKTOB C PacIpOCTPAaHEHHBIMU COJTUIHBIMU OITYyXOJISIMH.

Cybocmpamul P-enukonpomeuna u BCRP

JlenBaTHMO TMOKa3ajl MUHUMAIbHYIO HMHTHOMPYIOIIYIO CIIOCOOHOCTH B  OTHOILEHUU
TPAHCIIOPTHOM aKTUBHOCTH, onocpenoBaHHON P-rimkonporenHom u BCRP. Ananmorunyno, He
0bUT0 OOHApY)KeHo HHAYKINH dKcripeccuu MPHK P-rimkonporenna.
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CyGempamot OAT, OCT, OATP, BSEP, MATE i azpoectiDotcadaby o~ 1 ETIBHOCTS 000:

JleHBaTHHHUO MPOSIBIISLT UHTHOUPYIONYI0O aKTUBHOCTh HA MEPEHOCYMKU OPTraHMYEeCKHX aHHOHOB
OATI1, OAT3, mnepenocuuku opranudeckux katuoHoB OCT1, OCT2, O6enok-mepeHOCUYUK
oprannueckux aHnoHoB OATP1B1 u nomny skcnopra xkenusbix coneit (BSEP), Ho nmpossisn
MUHHUMAJIBHYIO JTUOO OTCYTCTBYIOIIYIO HHTHOMpyronlyro aktuBHOCTh Ha OATPIB3 u Gemok
MHO>KECTBEHHOW PE3UCTECHTHOCTH U BbIBeieHUs TOKCMHOB 2 (MATE2)-K. JlenBatuaHO ciiabo
uaruoupyer MATE]L. B nuro3osne nmedyeHu venoBeka JCHBATUHUO HE WHTHOMPYET aKTUBHOCTH
aJbJACTUIOKCUIA3bI.

Ilepopanvnuvle konmpayenmuguol

B Hacrosiee Bpemsi HEHM3BECTHO, MOMKET JM JICHBAaTUHHO CHU3UTH 3((EKTUBHOCTH
TOPMOHAJBHBIX KOHTPAIIENTUBOB, IO3TOMY JKEHIIMHAM, HCIOJb3YIOIUM TOPMOHAIbHbBIC
KOHTPALICTITUBBI, CIelyeT J00aBUTh OapbepHbIN METOA KOHTpalenuuu (cM. paszaen 4.6).

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb U JAKTALHS

JKeHIuHEI ¢ ACTOPOAHBIM ITOTCHIIMAJIOM

)KGHHII/IHaM C JCTOPOAHBIM IMOTCHHUAJIOM CJICAYCT NPCAOXPAaHATHCA OT HACTYIJICHUA
6epeMeHHOCTI/I, HCIIOJIb3YA B(I)q)eKTI/IBHLIC MCTOJbI KOHTpalCIIMKM BO BpCM:A TCpalluu
JICHBaTUHHOOM H Ha MMPOTSXKCHUU, I10 MCHBIIICH MCpPE, OJHOI0 MCECAlla IMOCJIC 3aBCPUICHUA
neuenus. Ha HaCTOHH_II/Iﬁ MOMCHT HCU3BCCTHO, CHMXXACT JIH JICHBAaTHHHO Sq)(l)eKTI/IBHOCTB
FOpMOHaﬂbHOﬁ KOHTpalCluuu, I03TOMY PCKOMCHAYCTCA OOIIOJHHUTCIBHO MCIIOJIb30BAaTh
6apLepHHe MCTOJAbI KOHTpALCIIIIHNU.

bepeMeHHOCTH
JlaHHBIX O MPUMEHEHHWH JICHBATHHHOA y OCepeMEHHBIX >KEHIIMH HeT. JIeHBaTMHHMO OKa3bIBall

SMOPHOTOKCUYECKUI M TepaToreHHbIH 3¢ (eKT Npu BBEACHUM KpbICaM M KpPOJIMKaM BO BpeMs
OpraHoreHe3a IpU dKCIO3ULUAX HIKE KIMHUYECKOH (B 3aBUCUMOCTH OT IUIOIIAH TOBEPXHOCTH
TeJa) B MAaKCUMAaJbHOW PEKOMEHJyeMOHM J103€ Ui 4YeloBeKa. AHOMAIUM pa3BUTHs IUIOAA
BKJIIOYAIM  TapUETaNbHbI  OTE€K, KpPUNTOMTaIbMHIO, AHOMAJIbHBIA  XBOCT  (KpBICHI),
peTpos3odareabHyI0 MOAKIIOYHYHYIO apTepHIO, cpalliBaHue pedep U MO3BOHOUHbIE aHOMAJIUU
(xponuku). Ot 3MOpHodeTanbHble OTKIOHEHMS, BEPOSATHO, CBA3aHBI C (PapMaKOIOrMYecKOi
AKTUBHOCTBIO JIGHBATMHNOA KaK aHTHAHTHOT€HHOT'O areHTa.

JlenBaTuHUO MPOTUBOMOKA3aH BO BpeMsi OEPEMEHHOCTH.

JlakTarms
HeusBecTHo, BbIENSETCS M JEHBATHHUO C TPYIHBIM MOJOKOM 4YenoBeka. JIeHBaTHHHO U ero

MEeTa0OJIUTHI IKCKPETUPYIOTCS C TPYAHBIM MOJIOKOM KpbIC. M3-3a BOZMOXKHBIX HEOJIArONMPHUsATHBIX
a¢heKToB A Mia/IeHI1a JICHBATUHUO MPOTUBOIIOKA3aH MPU IPYAHOM BCKapMIIMBAHHH.

DepTUabHOCTD

Binustnue nenBatuHuOa Ha PEepTUILHOCTH YeNloBeka He n3ydeHo. OHaKo, BBEJCHUE Tpemnapara
KpeIcaM, co0akaM U 00e3bsHaM COMPOBOXKIAIOCh TOKCHMUECKUM BO3JIEHCTBHEM Ha SUYKU U
SIMUHUKHU.

CreunanbHBIX MCCIEAOBAHUN OILIEHKHU BIMSHUS Ha (DEPTHIIBHOCTH >KUBOTHBIX HE MPOBOJUIIOCH.
OngHako Mpu HCCAEAOBAaHUM TOKCUYHOCTHM TIPU MHOTOKPAaTHOM BBEACHUM Y >KMBOTHBIX
HAOJII0/IATMCh U3MEHEHUS B SIMUKAX U SMYHMKaX MpH dKcrno3unusax ot 11 1o 15 pa3 (kpbIckl) win
ot 0,6 10 7 pa3 (00€3bsHBI) OT 0KHIAEMOT0 KIMHIUYECKOro Bo3jaelicTBus (Ha ocHoBe AUC) mpu
MaKCHUMaJIbHO TIEPEHOCHMOM J103€ ISl YesIoBeKa. DTU M3MEHEHHUs ObUIM OOpaTUMBI B KOHIIE 4-
HEZEIBHOTO I1epH0/1a BOCCTAHOBIICHHUS.
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MEXaHU3MaMHU

HccnenoBanust BIUSHUSA JICHBaTHUHHOA HA CIIOCOOHOCTD YIPABIISATh TPAHCIIOPTHBIMHU CPEJICTBAMH,
MEXaHU3MaMH He IPOBOAWIKCE.

[Mpemapar JlenBatuauG6-AMEJIAPT MoOXeT BBI3BIBATH HEXKENATEIbHBIC PEAKIUU, TaKUe Kak
YTOMJIIEMOCTh U TOJOBOKpYXeHue. llanueHTrsl, y KOTOpPBIX HUMET MECTO 3TH CHUMIITOMBI,
JOJKHBI COOIOAATh OCTOPOYKHOCTD MPH YIPABICHUU TPAHCIOPTHBIMU CPEIICTBAMHU U paboTe ¢
JBIKYILIMMHCS MEXaHU3MaAMH.

4.8. HexxesaTesIbHbIE peaKIHMU

Pestome npoduns 6e3onacHOCTH

[Tpodwie Ge30omacHOCTH JIeHBaTHHHOA OCHOBaH Ha OObEAMHEHHBIX JaHHBIX, MTOJIY4YEeHHBIX Y 497
nanueHToB ¢ IIKP wu 530 mamuenToB ¢ PD, momy4aBmmMm JI€HBaTUHUO B KOMOWHAIUU C
nemOposm3ymaboMm B uccienopanusx 111, 307 u 309 coorBercTBeHHO, 62 mamueHtoB ¢ [1KP,
MOJTyYaBIINX JICHBATHHUO B KOMOMHAILIUU C 3BEpOIMMYCOM, B uccaeaoBanuu 205, a Takxe 452
nanuentoB ¢ JDKUK u 496 maumentoB c¢ ['LIP, koTopple monydyanu JEHBAaTUHUO B BHJIE
MOHOTEPAIHUH.

JIPIIDK u I[IKP (nensamurnub 6 komOuHayuu ¢ 36epoiumycom)

Haubonee yvacto BcTpeuaBmuecss HexenaTenbHble peakiuu y nanueHtoB ¢ JAPLIDK u TIKP B
uccinenoanuu 205 (> 30 % ciyuaeB), Bkiatouanu auapero (80,6 %), apTepralbHYIO TUTIEPTEH3UIO
(70,1 %)*, yromnsiemoctb (59,7 %), camkenue anneruta (53,7 %), cHmKeHUe Macchl Tena (52,6
%)*, pBoty (48,4 %), TomHOTYy (45,2 %), mpoteunypuro (38,9 %)*, ctomarut (36,9 %)*,
rojgoBHyto 0Oomb (35,8 %)*, muchonumio (35,6 %)*, cuHAPOM JIATOHHO-TIOJONIBEHHOM
spurponuzecresuu (JIIID) (34,1 %)*, nepudepuueckuii otex (33,9 %) u runepxonecTepuHEMHUIO
(30,6 %). AprepuanbHas TUIIEPTEH3USI H IPOTEUHYPHs B OOJNBIIMHCTBE CIyYaeB pa3BUBAIACh B
Hayvaje JIeYeHUs JeHBAaTUHUOOM (cM. pa3zaensl 4.4 u 4.8; 4acTOThl, OTMEUEHHBIE *, OTHOCSTCS K
nonyssinuu nmanuerTos ¢ JJPILDK).

HanOonee Ba)XHBIMU CEPbE3HBIMHM HEXKENATENbHBIMU PEAKLUUAMHU ObUIM HapylleHHs (YHKLIUU
MOYeK W modeyHas HemoctaTouHocTh (11,3 %), TpombGoambonmu aprepuit (3,9 %)*, cepneunas
HenoctatouyHocTh (1,6 %), BHyTpumosroBoe kpoBomsnusHue (1,6 %), KpoBOTeueHHE BO
BHyTpuuepenHoit onyxonu (0,7 %)*, PRES / RPLS (0,2 %)*, u neyeHOYHasi HEIOCTATOYHOCTh
(0,2 %)* (4acToThI, OTMEUYEHHBIE *, OTHOCATCS K momyisnuu naueHTos ¢ JJPIIDK).

Cpenu 452 nauueHToB ¢ paauoioapedpakrepubiM JIPIK, HexxenaTenbHble peakiiuy NPUBOIUIN
K CHM)KEHMIO J103bl JIeHBaTUHUOA B 63,1 % ciayuyaeB U K MOJHON oTMeHe npenapata — B 19,5 %
ciyuaeB. HaunOonee 4acThIMU HeXeNaTeIbHBIMH PEAKLUUSAMH, KOTOpBIE SBISUIMCH HPUYMHOM
CHWKEHHUs 7103bl npemnapara (y 5% nauueHToB U 0oJiee), sIBISUINCh apTepralibHasi TUIIEPTEH3HS,
NPOTEUHYpHS, Auapes, yromisseMocTs, cuHpoM JIIID, ymeHblIeHre Macchl Telna U CHUKEHUE
anmeruTa. Hambonee wYacTele HeXKeNaTelIbHBIE PEAKIWH, KOTOpPBIE MPHBOAMIN K OTMEHE
JIEHBaTUHUOA, BKIIOYAIM MPOTEHMHYPUIO, AaCTEHHMIO, apTepUabHYI0 THIIEPTEH3UI0, OCTpPOE
HapyIIeHHEe MO3TOBOT0 KpOBOOOpaIlleHus1, AUaper0 U TpPOMO0IMOOIIHIO JIETOYHOM apTEepHH.

B uccnenoBanuu I1KP HexenaTenbHble peakuy MPUBOAMIN K CHIKEHHMIO JI03 MPENapaToB B
67,7 % ciydaeB n K moimHOW mx oTmeHe — B 18 (29,0 %) cmyuaeB. Hambonee dwacTeiMu
HE)KEeJNaTebHBIMU PEaKIUsIMH, KOTOpPbIE MPUBOAMIN K CHUKEHHUIO 1103 (Y 5 1 6osee % nanueHToB)
B IpYIIe JIGHBaTUHUO + 3BeposiuMyc, sBsuuch auapes (21,0 %), tpomOGouuronenus (6,5 %) u
pBota (6,5 %).

IIKP (nensamunub 6 komouHayuu ¢ nemopoIuzymaoom)
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(61,8 %), aprepuanbhyto runeptersuto (51,5 %), yromnsemocts (47,1 %), runotupeos (45,1 %),
cHmkenue annerura (42,1 %), Tomnory (39,6 %), cromarur (36,6 %), nporeunyputo (33,0 %),
muchonnio (32,8 %) u aprpanruto (32,4 %).

Haubonee wacto BcTpeuaBmiuecs TsDKEIble peakiMH (CTENeHb TskecTd 3 U Bbime) (= 5 %
CJIy4aeB) BKIIIOYAJIA apTEPUAIIbHYIO TUIEpTEH3UIO0 (26,2 %), MOBBIIIEHNE YPOBHSI JIMIa3bl B KPOBU
(12,9 %), nuapeto (9,5 %), nporeunyputo (8,0 %), MoBbILLICHUE YPOBHS aMuIIa3bl B KpoBH (7,6 %),
cHmkeHue maccel tena (7,2 %) u yromusieMocts (5,2 %).

U3 497 nanuueHToB HexelaTelbHble peaKluy MPUBOIIIA K U3MEHEHUIO J03bI (€€ MpepbIBaHUIO
WJIU CHUYKEHUIO ) MJIM OTMEHE JIF000T0 U3 uccieayeMbIx mpenaparoB y 86,3 % u 33,4 % naiueHTos,
cootBeTcTBeHHO. [Ipu 3TOM OTMeHa seHBatMHUOa mpousounwia y 23,7 % mauueHToB, a ABYX
npenapatoB — y 12,9 % nanuenTtos. Haubonee yacTbiMu HekenaTeabHbIMU peakuusamu (= 1 %
CiIy4aeB), MPUBEIIIUMHU K OTMEHE JICHBaTUHKHOA, meMOposin3ymada WK ABYX MpernapaToB, ObLTH
nuapest (2,0 %), nporeunypus (1,8 %), coimb (1,4 %), undapkr muokapaa (1,4 %) u octpsiid
uHpapkT Muokapaa (1,0 %). HexxenarenbHbIMU peaklUsIMH, KOTOPBIE Yallle BCETO MPUBOIMIN K
oTMeHe neHBatuHuoa (> 1 % cmyuaes), 6pun poteunypust (1,8 %), napapkr muokapaa (1,4 %)
u nuapes (1,0 %). O6patutech kK opuIHaTbHON HHDOPMALIUK IO MEAUIIMHCKOMY MTPUMEHEHUIO
neMOposm3ymaba Juist moydeHusi nHpopmamuu 06 OTMEHE eMOpo3yMada.

[IpepbiBanre npuema JeHBaTUHMOA, mneMOpoiau3ymMaba WM JBYX HpenapaTtoB H3-3a
He)XenaTesbHOM peakuuu npousouuio y 80,1 % mauueHToB; npueM JeHBaTUHUOA ObUT IPpEpBaH y
75,3 %, a npuem AByX npenaparoB —y 38,6 % nanuenTos. /lo3a neHBaTuHNOa Obljla CHUXKEHA Y
68,4 % mnauuenToB. Haubosee uacThiMHM HeEKeNaTeNbHBIMM peakiusmMu (= 5% cioyuaes),
IOPUBOAMBIIMMU K CHMXKEHMIO J03bl WM IPEPHIBAHMIO IMpHEMa JICHBATHMHMOA, ObLIU auapes
(25,6 %), aprepuanbHas runeprensus (16,1 %), nporeunypus (13,7 %), yromnsemocts (13,1 %),
caumkenue annerurta (10,9 %), cunapom JIID (10,7 %), Tomnota (9,7 %), acrenus (6,6 %),
ctoMatut (6,2 %), NOBbIIIEHUE YPOBHS JinMasbl B KpoBH (5,6 %) u pBota (5,6 %).

rrp

Haubonee vacto BcTpewaBmiuecs HexenarenbHble peakuuu (> 30 % ciaydaeB), BKIOYAIN
aprepuasibHyro runeprensuo (44,0 %), mmapero (38,1 %), cumxenwme ammeruta (34,9 %),
yromisiemocTs (30,6 %) u camxenne maccel Tena (30,4 %).

Hambomee BaXHBIMH  CEPHE3HBIMH  HEXKEJIATEIbHBIMH  PEAKIUSMH OBUIM  TEUYECHOYHAS
He/I0CTaTOYHOCTh (2,8 %), meyeHouHas sHuedanonatus (4,6 %), KpOBOTeUEHHE U3 BaPUKO3HBIX
BeH nuieBoza (1,4 %), Bayrpumosrosoe kpoBomsusiaue (0,6 %), tpom60oamOomu aprepwuii (2,0
%), Bitouast uHpapkT Muokapaa (0,8 %), uepedpanbubiii uHGapkT (0,4 %), ocTpoe HapylieHue
Mo3roBoro kposooOpamienusi (0,4 %), ciaydaum HapymeHus (QyHKUMHM TOYEK M IOYeyHas
HenocTatouHOCTh (1,4 %). YV manuenTos ¢ ['TIP Habmromanace 6ojiee BHICOKAs 4acTOTa CHUKEHUS
KonuuecTBa HeWTpoduios (8,7 % Ha neHBaTHHUOE), YeM MpHU Apyrux tunax omyxoiueit (1,4 %),
4TO HE ObUIO CBA3aHO ¢ MH(EKIUEH, CETICUCOM WIN OaKTepHATIbHBIM IEPUTOHUTOM.

Cpenu 496 manMeHTOB ¢ renaToLEUIIONSAPHBIM PaKOM HE)KeNaTeNIbHbIE PEaKIUU MPUBOJWIN K
CHIDKEHMIO JI03bI JIeHBaTUHUOA B 62,3 % ciay4aeB U K nmojHOM ero otmene — B 20,2 % cimyyaes.
Haubonee vacTeiMM HeXeNaTEIbHBIMU PEAKIUsSMHU, KOTOpbIE SBISUIMCh MPUYUHOW CHIKEHUS
no3el (y 5 u Oosnee % manueHTOB), ObUIM CHUXKEHUE alllleTUTa, AUapes, NPOTEUHYpPHUs,
apTepuaibHas TUIEPTEH3Us, YTOMJISIEMOCThb, cuHApoM JII[ID © CHM)KEHWE KOJUYecTBa
TpombonuToB. Hanbosnee yacTbiMM HeXeNaTeTbHBIMU PEAKLUSMHU, NPUBOJUBIIMMU K OTMEHE
JeHBaTUHUOA, SBISUINCH MEeYeHOuYHas SHIedanonaTus, yTOMJIsSeMOCTb, MOBBIIIEHUE YpPOBHS
OunupyOuHa B KPOBH, IPOTEUHYPHSI U TIEUEHOYHAS HEJIOCTATOUYHOCTb.

PO
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apTrepualibHyto runepreHsuio (63 %), nuapero (57 %), runotupeo3d (56 %), TomHOTy (51 %),
cHmkenue anmneruta (47 %), psoty (39 %), yromnsemocts (38 %), cHmxenue maccol Tena (35 %),
aprpairuio (33 %), nporeunypuro (29 %), 3anop (27 %), ronoBHyw 6016 (27 %), HHDEKIHIO
MoueBbIBOAIMX myTel (27 %), nuchonuto (25 %), 6onu B xuBote (23 %), acrenuro (23 %),
cunapom JIIID (23 %), cromaturt (23 %) u runomarauemuto (20 %).

Haub6onee yacteimu (= 5 % ciayyaeB) TsDKEIbIMU (CTETIEHD TSKECTU 3 U BBIILIE) HEeXeENaTeIbHbIMU
peakuusaMu ObuTH apTepuanbHas runeprensus (37,2 %), camwkenue Beca (9,1 %), nuapes (8,1 %),
MOBBILICHHE YpOBHs Jumna3bl B KpoBu (7,7 %), cHkenue anmerura (6,4 %), acrenus (6 %),
yromiiieMocTh (6 %), runokanuemus (5,7 %), runonarpuemus (5,3 %) u nporeunypus (5,1 %).
OtmeHa neHBaTHHUOA U3-3a HEXKENATEIbHBIX peakiuil npousonnia y 30,6 % manueHToB, ABYX
npenapatoB — 15,3 % naiueHTos.

Haubonee wactbimu (> 1% ciy4yaeB) HEXENAaTEIbHBIMH PEAKIMSIMHU, TIPUBOIUBIIMMU K OTMEHE
neHBatuHUOa, ObuM aprepuanbHas runeprensus (1,9 %), nmapes (1,3 %), acrenus (1,3 %),
cHmxkenue anmneruta (1,3 %), nporeunypus (1,3 %) u camkenue maceel Tena (1,1 %). O6parurech
K 0HUIHATHHON HHPOPMALIUU IO MEAUIIMHCKOMY IPUMEHEHHUIO TEMOPOIN3yMada JIs IOTyIeHUs
uH(popMaluu 00 oTMeHe nemOponuzymada.

[IpeppiBanre mpueMa JIEHBaTUHMOA H3-3a HEXKENATEJIbHbIX peakuuil npousonuio y 63,2 %
MAalKEHTOB, ABYX IpenaparoB —y 34,3 % nauueHTos.

Haubonee wacteiMu (= 1% ciydaeB) HeXeNaTeIbHBIMH PEAKIUSAMHU, MPUBOIAIIMMU K
MpephIBaHUIO TIpUeMa JeHBaTHHUOA, ObUIM apTepuanbHas runeptensus (12,6 %), auapes (11,5
%), mporeunypus (7,2 %), pota (7 %), yromusiemocts (5,7 %), canxenue ammeruta (5,7 %),
tomHoTa (4,9 %), nossitenne yposust AJIT (3,4 %), acrenus (3,2 %), cHI>KeHUEe Macchl Tena (2,8
%), nH(EeKIUN MOYEBBIBOAALINX ITyTeH (2,6 %), moBbimenue ypoBHs ACT (2,5 %), 6011b B )kuBOTE
(2,5 %), noBeIlICHUE YPOBHS JIUMa3bl B KpoBU (2,3 %), ronoBHas 60mb (2,1 %), aprpanrus (1,9
%), runnorupeos (1,9 %), cromatut (1,9 %), o6e3BoxkuBanue (1,7 %), noBbllIEHNE KpeaTUHUHA B
kpoBH (1,7 %) ), noBeimienue ypoBHs amunassl (1,5 %), runeprepmus (1,5 %), noBblieHue
owmpyouHa B kposH (1,3 %), mepudepuaeckue orexu (1,3 %), xoneuuctut (1,1 %) n maHeBMOHUS

(1,1 %).

HaubGonee wacteiMu (> 1% ciydaeB) HeXeNaTeIbHBIMH pEAKIUSIMHU, MPUBOIAIIMMU K
IpepbIBaHUIO IpUeMa JAByX MpenapaToB, Obutn nuapes (4,7 %), noseimenue ypoHs AJIT (2,1 %),
yromisiemocts (1,9 %), acrenus (1,7 %), mosermenne yposast ACT (1,7 %), pora (1,7 %),
noBblieHNe ypoBHs jumnasbl (1,7 %), unpexuus moueBbBoAsAmuX myredt (1,5 %), cHuxeHue
maccel Tena (1,3 %), aprepuanbHas runeprensus (1,3 %), romroTa (1,3 %), xomenuctut (1,1 %)
U TOBBIILIEHUE KpeaTuHUHA B KpoBH (1,1 %).

CHKeHHe 10351 JICHBAaTHHUOA U3-3a HeXENaTeNbHBIX peakiuil mpousonuio y 67,0 % nanueHTos.
Haubonee yacteiMu (> 1% cnyuyaeB) HekeIaTeNbHBIMU PEAKIIUSIMU, TPUBOISAIIUMHE K CHIKEHUIO
JI03bI JIeHBaTUHKMOA, OBLITN apTepuaibHas runeptensus (16,2 %), nuapest (12,5 %), cunapom JIITD
(9,1 %), yromnsiemocts (8,7 %), mpoteunypus (7,7 %), cHrkenue anmnerura (6,6 %), TomHOTa
(5,5 %), acrenns (5,1 %), camkenue maccel Tena (5,1 %), aprpanrus (4,3 %), cromatut (3,4 %),
pBota (3,4 %), CHI>KeHUE KOJn4ecTBa TpoMOOIUTOB (2,5 %), 601b B xkuBoTe (1,5 %), moBbIIeHNE
ypoBHst AJIT (1,5 %), Tpombouuronenus (1,5 %), noBeimienue naumnassl (1,3%) 1 ronosHas 00k

(1,1%).

TabauuHoe pe3toMe HeKeNnaTeabHbIX PeaKInii

B Ttabmuue 4 mnpuBeneHbl HEKeNaTENbHBIE PEAKIWU, BBISIBICHHBIE B XO0/€ KIMHUYECKHX
WCCJICIOBAHMH y MAIMEHTOB, MOJTy4YaBmUX MoHoTepanuto JenpatuHuOOM (JIPLIDK u I'L[P) n y
MAIMEHTOB, TOJy4YaBIIMX KOMOWHaIuMioo JeHBatuHUOa ¢ 9Beponumycom (IIKP) wu
nemOponuzymabom (IIKP um PD), a Takke BBIABICHHBIE B XOJE€ TMOCTPETHCTPAIIMOHHOTO
MPUMEHEHUS JICHBAaTUHUOA.
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gacto (> 1/100, Ho < 1/10), Heuacto (> 1/1 000, Ho < 1/100), penko (> 1/10000, vo < 1/1000),
oueHb peako (< 1/10000), gacrora Hem3BecTHa (Ha OCHOBAaHUM HMMEIONIUXCS JTAaHHBIX OIEHUTH
HEBO3MOKHO). B npezenax kax ol KaTeropuu 4aCTOThI HEXKENATEIbHbIE PEaKIIUU TPEICTABICHbI
B MTOPSIAKE CHUKEHUS CTEIICHU TSHKECTH.

Taoauna 4. HexkenarejbHble peakuuu, 3aperucTpPUPOBaHHbIE Y MANMEHTOB, MOJYYaBIIAX
JieyeHHe JeHBATHHUOOM

CucremHo- Monotepanus (APLK u KomOunanus ¢
OpPraHHbIN’ I'tlP)/xomOnHaMS € nmeMopoIu3ymadom
KJ1aCC 3Bepoanmycom (ITKP) (IIKP u PI)
HUnghexyuu u unsazuu
OueHb yacTo Wudexun MoueBbBOASIUX yTell | MHBEKIMN MOUEBBIBOISIINX TyTEH
Heuacto ITepuneanpHbIil abcrecc
Hapywenus co cmopoHul kposu u tumgpamuyeckou cucmembl
TpomOoruToneHus TpomOoruTonenus *
Ouenp yacto Jleiikonenus * Hetitponenus *
Hetitponenus ?
Jlumdomnenus ? Jletikonenus *
Yacro
Jlumdponenus ?
Heuwacro WNudapkT cene3eHkn
OHOOKpUHHBIE HaAPYULeHUs
I'unotupeos I'unotupeos
Ouenp yacto - "
IToseuuenue ypoBHs TTI' B kpoBu [Toseiuienue ypoBHs TTI' B kpoBH
Yacro Henocratounocts KOpBI
HAJ[ITOYEYHUKOB
Hewacto Henocrarounocts KOpBI
HaJIIMOYEYHUKOB
Hapywenusa memabonuzma u numanus
I'MnoKanbIueMus - ['unokanuemus
T'unepxonecrepuremus T'unepxonecrepunemus *
Ouens yacto [M'mnokanuemus I'unomarauemus °
CHIKeHue anmneTuTa CHIKEHHE anmeTuTa
CHIXEeHHMe MaccChl Tella CHIKEeHHe Macchl Tenna
Yacro O06e3B0XHMBaHNE . O06e3B0oXHMBaHNE X
['unomaranemus ['unokansumemus
Ilcuxuueckue napywenus
OueHsp yacto | becconnuia \ becconnnna
Hapywenus co cmoponwl HepgHoti cucmembl
['onoBokpyxeHue l'onoBokpyxeHue
OueHpb yacTo I'onoBuas 601b ['onosnast 6o11b
Jlucressust Jlncres3ust
Yacto Octpoe HAPYIICHHE  MO3TOBOTO
KpoBOOOpaIeHus’
Cunapom  obpatumoil  3amueit | Cunapom oOpatumolt  3aaHei
sHIedanonaTHu sHIEedaNonaTHH
Hewacro Momnomnapes OcTtpoe  HapylleHHE  MO3rOBOIO
TpaH3UTOpHAS NIIEMHUYECKas aTaka | KpOBOOOpamieHus
Monomape3s
TpaH3uTOpHAs MIIEMUYECKas aTakKa
Hapywenus co cmoponul cepoya
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Undapkr Muokapaa &

TR R T 0003)

Cepneunas HEJIOCTaTOYHOCTh | Y auHeHnue uatepaia QT na OKIT
Yacrto
VY nnunenue unrepBana QT na OKI
CHmwxkenne Gppakiuu BeIOpoca
CepieyHasi HEJOCTATOYHOCTD
Heuacto P a

CHmwkenne Gppakiuy BeIOpoca

Hapywenus co cmoponul cocydos

OueHp 9acTo

* L
Kpooteuenne & ™ 1
ApTepuanbHas runepTensus &

ApTepI/IaﬂbHaﬂ TUITIOTCH3UA

Kposoteuerue & ™ T

ApTepuanbHas runepreHsus &

Yacro ApTtepuanbHasi THIOTEH3Us
Yacrora . .

AHEBpPU3MBI U PACCIIOCHUE apTepuil | AHEBPU3MBI U PACCIOCHUE apTepuit
HEU3BECTHA

Hapywenus co cmopoHul ObixamenvHoll cucmembvl, opeanos 2pyOHOU KIemKU U cCpe0O0Cmenus

Ouenp 9acTo Juchonus Juchonus
Yacro TpOM603TM60JII/I$I JIETO4YHON Tp0M603TM60J11/191 JIETrO4YHOMN
apTepuu apTepuu
Heuacto [THeBMOTOpaKc [THeBMOTOpaKc
JKenyoouno-kuweunvie HapyuieHus
Muapes Muapes
Boub B xuBore ' Boub B xuBore '
PBota PBota
TomHoTa TomHoTa

OueHp 4acTo

Bocnanenue monoctu pra 9
Boub B mojocT pra "
3anop

Jucnerncus

CyxocTb  CIU3HUCTOU
MOJIOCTH pTa

000JI04YKH

Bocnasnenue momoctu pra 9
Boub B oot pra "
3anop

Jucnerncus

CyxocTb  CIM3HUCTOU
MOJIOCTH PTa
[ToBbIIIeHNE AKTUBHOCTH JIMITA3HI
[ToBbIllIEHNE AKTUBHOCTH aMHJIa3bl

000104k

ducryna npsIMON KUIIKU [Mankpearur '
Mereopusm Mereopusm
Yacro
[ToBbIIIEHNE AKTUBHOCTH JIUIIA3bI
IToBbIIIEHNE AKTUBHOCTH aMHUJIA3bl
Heuacto [MTankpearut' ducTysa npsIMOi KUIIKH

Hapywenus co cmoponul neuenu u cenyesbi8o0auux nymeti

OueHp 9acTo

[ToBblIeHNE KOHIIEHTPALUU
6unupy6uHa B KpoBH
T'unoansGymunemus b
[ToBpIIeHNE aKTUBHOCTH
AnaHUHAMUHOTpaHc(epasbl
[ToBpIIeHNE aKTHBHOCTH

T'unoansOymuHemus b ™

[ToBpIlLIEHNE AKTUBHOCTHU
alaHUHAMUHOTpaHChepasbl
[ToBpIlLIEHNE AKTUBHOCTHU
acrapTaTaMMHOTpaHc(epashl -
[ToBpIIEHNE AKTUBHOCTH IIETOYHOM

acnapTaTaMMHOTpaHcdepasbl - ¢docaraszsl
IleueHoynasga HeIOCTATOYHOCTH kot XOJIEUCTUT
Meuenounas ouuepanomarus ' | Hapymrenne — dyHkium  medeHu
[ToBpIIeHNE aKTUBHOCTH [oBpIIeHNE KOHIICHTPAIIUN

Yacro IeTI0YHOM (ocaTaszbl 6unupy6uHa B KpoBH
Hapymenne  ¢yakuum  medenu | [loBwimeHne akTHBHOCTH
[loBbllIeHNEe AaKTUBHOCTH TramMMa- | TIyTaMHJITpaHc(epasbl
riyTaMuiaTpanchepassl
XOonenucTuT
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[ToBpexneHue KIeTok

LS A s A A I

rneyeHu/renatut M

[Meyenounas sauedanonarus »f

Heuacrto
[ToBpexnenune KJIETOK
reyeHu/renatur™
Hapywenus co cmoponul Kodicu u n0OOKONCHbIX MKaAHeU
CungpoMm  JaioHHO-TIOAOMBEHHON | CHHAPOM  JIaJIOHHO-TIOJOIIBEHHOM
SPUTPOAA3ECTEIUU SPUTPOAN3ECTEIUU
OueHb yacTo PHTPOZL PHTPOZ
ChInb CrInb
Aronenus
I'unepkeparto3 Aunonienust
Yacto
['unepkeparo3

Hapywenus co cmoponvl mbluieuHotl, ckeiemHoul U COeOUHUMENbHOU MKAHU

OueHp 4acTo

Bboms B ciune
ApTtpanrus

Muanrus

Bosb B KOHEYHOCTAX
KocrHOo-MBIIIIEYHAs 00

Bboss B ciune
Aprtpanrus

Muanrus

boab B KOHEUHOCTX
KocTHO-MBIIIEUHAS 001D

Heuacto

OCTCOHerOB YCJIIOCTHU

HapymeHu}z CO CNOPOHbL NOYEK U MOLteGblGO()ﬂM/;Mx nymezZ

OueHp 4acTo

[porennypus ~

[porennypus -
IloBeIIEHNE
KpeaTHHHHA B KPOBHU

KOHIICHTPAILIUH

Onu301bI MTOYEYHOI

*
Hepocratounoctu M
Hapymenne pyHkunu noyex

Onu301p! TOYEYHOH

*
Hepocratounoctu ™7
[ToBbITIICHUE KOHIIEHTPAITUU

Yacro IloBbI1IEHME KOHIIEHTPALIUU KpeaTUHHHA B KPOBU
KpeaTHHUHA B KPOBU
[ToBbI1IEHME KOHIIEHTPALIUU
MOYEBHHBI B KPOBH
Hedpornuecknii cuaapom Ha CHUE KIIHH TIOYEeK
Hewacto bp p pymenue gyn

HedpoTtuueckuii cunapom

Obwue napywenus u peakyuu 8 mecme 68e0eHUs.

OueHp 9acTo

YTOMIISIeMOCTh
Actenus
[lepudepuyeckuii otek

YTOoMIISIeMOCTh
Acrenus
[Tepudepuyeckuit orek

1y OTUETY

Yacro UyBcTBO nuckomdopra UyscTBO nuckomdopra
Hapymenue 3axuBneHus paxn He ractponnTtecTuHanbHas
Heuacro ¢bucryna®
Hapymenue 3axuBiieHus: paH

Yacrora He ractpounTecTiHanbHas

HEM3BECTHA ¢bucrymna’
* cM. mozpaznen «OnucaHue OTIeNbHBIX HEXENATeIbHBIX PEaKIMii» JTaHHOTO pas3jena Juisl MOJy4eHHs IT0ApOoOHON
nHbOpMaInu.

T BKIIIOYAs CITy4au ¢ JIETaIbHBIM HCXO/I0M.

Crnenyromue TepMHAHBI OBUTA 00BETITHECHBI:

a: TpoMmOoMTONIEHNS BKIIIOYAET CHU)KEHHE YUCIIa TPOMOOIIMTOB B KPOBU. HelTporieHns BKIIIOYaeT CHIKEHHE Ynciia
HelTpoduioB B KpoBu. JIeHKONEHUs BKIIOYAET CHIKEHUE YMCIia JICHKOIMTOB B KpoBH. JIuMdonenus BrirodaeT
CHIKEHHE Ynclia TMM(POLUTOB B KPOBH.

b: 'mnomarHuemust BKIIIOYAaET CHIDKCHUE YPOBHS MarHus B KpoBHU. [ 'MnepxosiecTepiHEMHUS BKIIOYAET MOBBIIICHUE
YPOBHSI XOJIECTEPHHA B KPOBH.

c: MaapkT Mrokapaa BKIIO9aeT OCTPHIA HHPAPKT MUOKap/a.

d: KpoBoTeueHHe BKIIOYACT BCE BHIBI KPOBOTCUCHWI, TakWe KaK HOCOBOE KPOBOTEUCHHE, KPOBOXapKaHbE,
reMaTypusi, KOHTY3HWs, IeMaToXe3us, KPOBOTOUMBOCTH JECEH, METeXHH, JIErOYHOE KPOBOTEYEHHE, PEKTAIbHOE
KpPOBOTEUCHHUE, HAJMYKMe KPOBU B MOYE, FeMaToMa, BJIarajHIIHOEe KPOBOTEUYEHHE, KDOBOM3IHIHUE B KOHBIOHKTHBY,
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reMOPpOUATbHOE KPOBOTEUCHUE, KPOBOM3IHUSHUE BO BHyTpnqéIQH-Hy}(;I Ei;yxghb]—%;lfalﬂme KpOéO’I‘é‘IéHI/Ie

9KXHMMO3, IMOBBIILICHHAs CKIOHHOCTh K CHHSIKaM, IOCTHPOLEAYPHOE KPOBOUZIMSHHE, ITypIypa, KPOBOU3IUSHHE B
KOXY, Pa3pblB aHEBPHU3MBI, apTepUalibHble KPOBOTEUEHHUS, IIa3HbIE KPOBOUIMSIHMS, JKEIYyIOYHOE KPOBOTEUECHUE,
TeMOPParn4ecKi TacTPOAyOJEHHT, KEIyJOYHO-KHIIEYHOE KPOBOTEUCHHE, pPBOTA C KPOBBIO, KPOBOTEUEHUE,
TeMOpPParn4ecKuid HMHCYNBT, MeJeHa, MeTpopparus, KpOBOTEYEHHE M3 HOITEBOTO JIOKa, TI'eMOTOPAaKC,
MOCTMEHOTIay3alIbHOE KPOBOTEUEHHE, TeMOPPArHIeCKUil IPOKTHT, II0UEYHAsi FTeMaTOMa, KPOBOM3IIHSHHUE B CEJIE3EHKY,
KPOBOM3IMSHHE Y OCHOBAaHUS HOITEH, cyOapaxHOWAANbHOE KpPOBOMBIMSIHUE, KPOBOMJIMSHAE B Tpaxero,
KPOBOM3/IMSHHUE B OIyXOJlb, KPOBOTEUEHHWE W3 BIArajvina M MAaTOYHOE KPOBOTEUEHHE. TE€pPMHUHBI KPOBOTECUCHHH,
KOTOpBIe UMenu Mecto y 5 mwim 6omee cyopekroB ¢ JIPIIDK: HOocoBoe kpoBOTEUeHHE, KPOBOXapKaHBE, TeMaTypHs,
KOHTY3HUsI, TEMaTOXE3MsI, KPOBOTOUHBOCTh IIECEH, METEXHH, JIETOYHOE KPOBOTCUCHHE, PEKTAIbHOE KPOBOTCUCHHE,
HaJIMYMe KPOBU B MOYE, TeMAaTOMa M BarMHAJILHOE KPOBOTEUEHHE. TepMHUHBI KPOBOTEUCHNU, KOTOPHIE HMEIH MECTO
y 5 wimm 6onee cyobekroB ¢ I'L[P: HOocoBoe KpoBOTEYEHHE, reMaTypusi, KPOBOTOUMBOCTH JIECEH, KPOBOXAapKaHbE,
KPOBOTEUCHUE U3 BAPUKO3HO PACHIMPEHHBIX BEH IHIIEBOJA, TEMOPPOHIAIbLHOE KPOBOTEUYEHHE, KPOBOUINIUSHIE B
MOJIOCT PTa, KPOBOTEUEHHE M3 MPSIMON KHIIKH U KPOBOM3IIUSHUE B )KEITyI0OYHO-KHUIIICYHBIA TPAKT.

e: AprepuanbHas THUIEPTEH3Usl BKIIOYAET TMIICPTOHMYECKUH KpH3, IMOBBIIICHUE JWACTOJIMYECKOTO KPOBSIHOTO
JIaBJICHUS], OPTOCTATUYECKYIO TUIIEPTEH3UIO U MOBBIILICHNE KPOBSHOTO JaBJICHUSI.

f: bonp B KMBOTE BKJIIOYAET AUCKOM(OPT B OPIOLIHOM MOJNOCTH, O0Jb B HWKHEM OT/ENE KMBOTa, OOJIb B BEPXHEM
OTZEJIE )KUBOTA, OOJIE3HEHHOCTH JKUBOTA MPH NMaJIbHAINH, AUCKOM(OPT B SMHUracTpaIbHOM o0nacTu.

g: Bocranenue nmoioctu pra BKIO9aeT aTO3HBINA CTOMATHT, aTO3HYIO S3BY, 3PO3HIO JIECHBI, U3bSI3BICHHE AECHBI,
o0pa3oBaHKe ITy3bIpei Ha CIM3UCTONH 00OJIOYKE pTa, CTOMATHUT, IMIOCCHUT, U3bSA3BICHUE MOJOCTH PTa, BOCIAICHHE
CIIM3UCTBIX 00OJIOUEK.

h: Boms B moyocTH pTa BKIFOYAET TIIOCCOAMHUIO, OOIB B IeCHaX, TUCKOM(OPT B opodapuHTea pHOi obmactu, 601b
B OpodapHHTreaIbHOM 001acTH, TUCKOMQODPT SI3bIKA.

i: [TaHKpeaTuT BKIIIOYAET OCTPHII MTAaHKPEATHT.

j: TloBbIlIcHHE KOHICHTPAUK OWUIHPYOHHA B KPOBH BKJIIOYACT THICPOHUTHPYOHHEMHUIO, KENTYXY M MOBBIIICHHE
KOHLEHTPAllMM KOHBIOTMPOBAHHOTO OwinpyOuHa. ['MnoansOymMHuHEeMHusi BKIIIOYACT IOHM)KEHHE KOHLIEHTPAILUH
anp0yMuHa B KPOBH.

k: [TeueHouHast HEOCTATOYHOCTH BKIIIOUAET OCTPYIO M XPOHHUYECKYIO MIEUSHOUHYIO HEZIOCTaTOYHOCTb.

I: TleuyeHouHas oHuedajonaTHs BKIIOYACT ICYCHOYHYIO KOMY, MeTaboNMyYecKkyro JHUIedalonaTuio u
SHIIe(paIoNmaTHIO.

m: [ToBpexxaeHne KJIETOK NEYSHN/TENAaTHT BKIIOYAET JICKAPCTBCHHO-NHIyLIUPOBAHHOE ITOPAKEHNE MIEUCHN, CTEaTo3
MIEYCHNU, XOJIECTATHIECKOE TIOPAKEHHIE TICICHH.

n: OMH30/161 NOYETHONW HEOCTATOUYHOCTH BKIIOYAIOT OCTPYIO MIPEPEHATIBHYIO HEAOCTaTOYHOCTD, OCTPYIO MOYECTHYTO
HEJIOCTATOYHOCTh, OCTPOE MOBPEXKICHUE OYEK, HEKPO3 IIOUCUHBIX KaHAJbLICB.

o: HeracrpounTecTnHalibHast (HCTyNa BKIIOYAET BCe Cilydyau 0o0pa3oBaHMs (HCTYJI BHE XKETYAOUYHO KHIIEYHOTO
TpakTa, BKJIIOYas TpaxealbHble, Tpaxeo-330(areayibHblie, 330(areaibHble, UCTYNbI KEHCKUX MOJOBBIX MyTeld U
KOKHBIE (DUCTYJIBI.

Onucanue OTAEIBHBIX HEKEIATEIbHBIX PEAKIINN

Apmepuanvras eunepmensus (cm. pazoen 4.4.)

JAPIILK

B xone ocroBHoro kinuHnueckoro uccinenoanus ®assl [II SELECT aprepuanbHas runepTeH3us
(BKJItOUYAs] TUIIEPTOHUYECKUI KPH3, MOBBIIIEHUE TUACTOJIMYECKOIO apTepHaIbHOIO JaBJICHUS U
MOBBILICHUE apTEpUAIbHOIO JaBiieHUs) Oblla 3aperucrpupoBaHa y 72,8 % manueHToB,
NOJy4aBIIUX JEHBATUHUO, 1 y 16,0 % mauueHTOB U3 rpymnisl miane6o. MeauaHna BpeMeHHU 10
BO3HHMKHOBEHHUS PEaKIMU y MAIMEHTOB U3 TPYIbI, MOJyYaBIIUX JEHBATMHUO, cocTaBisia 16
nHel. Peakiuu 3-i 1 Gosee BBICOKMX CTEMEHEH TsDKECTH (BKIIHOYas OJMH ciydail 4-i creneHu
TSOKECTH) UMeNn MecTo y 44,4 % manueHToB, MOJy4YaBIIMX JIGHBATHHUO, U Yy 3,8 % MalueHTos,
NOJy4yaBIIMX IU1ane6o. B OonbIIMHCTBE CllydyaeB HUMENO MECTO BBI3ZOPOBJICHUE WU
HMCYE3HOBEHHE PEAKIUU TOCiIe BpeMeHHOUM mpuocTtaHoBku jedenus (13,0 % manueHToB) Win
CHIDKeHMs 10361 Tpenapata (13,4 % nanuentos). Y 1,1 % nauueHToB apTepranbHas TUIIEPTEH3Us
ABJISUIACH IPUYUHON ITOJTHOM OTMEHBI.

I'1P

B xozne kmuanueckoro uccnenoBanus ®assl [II REFLECT aprepuanbHas runepreH3us (BKIOYast
apTepHalIbHyl0  TUNEPTEH3UIO, IMOBBIIIEHHWE  apTepUANbHOrO  JABJICHUS,  IOBBIIICHUE
JTMACTOTMYECKOT0 apTEepPUaJIbHOrO JIABJIEHUS M OPTOCTATUYECKYI THIEPTEH3UI0) OblLla
3apeructpupoBaHa y 44,5 % mnanueHTOB, MOJy4yaBIIMX JIEHBaTUHUO B cpaBHeHuu ¢ 30,9 %
NalMeHTOB B rpymnne copadeHunda, aprepuaibHas runepTen3us 3-i crenenu Tsokecta y 23,5 %
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nanuentoB (14,6 % B rpymme copadenn6a) Mezxnégé:';’ragd%;&ﬁrgﬁﬂ#o@ﬁf Eﬁ'e'lr‘l/f-é%}/!l:' 10

BO3HUKHOBEHHUS PEAKIMU COCTaBisuia 26 aHel. B OONBIIMHCTBE CllydaeB HMEIO MECTO
yIy4IlIEHUE COCTOSIHHS TOCJ€ BPEMEHHOW mpuocTaHOBKU JedeHus (3,6 % malueHToB) WiId
cHWXKeHus N103bl mpenapara (3,4 % mnauuentoB). Y oxnoro (0,2 %) mauuenta aprepuaibHas
THIIEPTEH3HUS SBJISUIACH IPHYUHOMN TIOJTHOM OTMEHBI JICHBaTUHHOA.

[1IKP

B xone xnunumyeckoro uccnenoBanusi ®aszer Il CLEAR aprepuanshas runepreHsusi Obuia
3apeructpupoBana y 56,3 % maieHToB B rpymie, noixyyaBiiei JeHBaTUHUO + nemOpoan3zymao,
uy 42,6 % manueHtoB B TpymIe, Mmojy4yaBiued CyHUTHHHO. Peakuuu cremeHu 3 wid BbIme
Habmoanuch B 28,7 % malueHToB B TPyIIe JIGHBATUHUO + 1eMOpoin3ymMal, 1o CpaBHEHUIO C
19,4 % B rpynne cynutuHrOa. Meauana BpeMeHH 10 Havaja PeaklMy B IPyIIe JEHBAaTUHUO +
neMOpoau3yma0, cocraBisuia 0,7 mecsia. Monudukamnuu 10361 JICHBATUHHOA Tpor3onuin y 16,8
% MalnMeHTOB ¢ apTepuanbHON runepreH3uel (mpepeiBanue 10361 y 9,1 %, cHuXkeHue A03bl y
11,9 % u otmena neuenus y 0,9 %).

B xoxe xnmmHnYeckoro uccnenopanus 205 aprepuanbHasi THIIEPTEH3Us ObliIa 3apETUCTPUPOBAHA Y
41,9 % nanueHToB B rpymie JeHBaTUHUO + 3Beponumyc (Bkimouas 12,9 % cinyyaeB 3-it u 4-ii
crenenu Tspkectd) Uy 10,0 % nmanueHToB U3 IpyNIibl MOHOTEPANIUK 3BEPOJIUMYCOM (BKIIIOYAs
2,0 % ciyqaeB 3-ii u 4-i1 cTenenu TskecTr). Mearana BpeMEHH /10 Havyalla peakiuu Jiro0oii, 1100
3-ii cTereHy TsHKECTH U BBIIIE B TPYIIE JIGHBATHHUO + 3BepoiuMyc cocTaBmiio 4,9 u 6,9 Henenb
COOTBETCTBEHHO.

PO

B xone xnmuanueckoro uccnenoanust ®assl 11 (MccnenoBanue 309) aprepuaibHas runepTeH3us
Obu1a 3aperucTpupoBaHa y 65 % nauueHToB B rpymie JeHBaTUHUO + nemOponuzymad u'y 5,4 %
NAIMEHTOB B TpYIIE Tepanuu N0 BbIOOpY Bpaya. Peakuuu cTreneHW TSKECTH 3 WM BBILIE
HaOmronanuck y 38,4 % mauueHToB B IpyIiie JeHBAaTUHUO + eMOpoan3yMad o cpaBHEHHUIO € 2,3
% MaluueHTOB B IpyIIE Tepanuu Mo BbIOOpY Bpaua. MeauaHa BpeMeHHU O Hauyana peaklUu B
rpynme JeHBaTuHUO + nmemOponu3zymad cocrapisiia 15 nueil. Moaudukanuu 10361 JeHBaTHHHOA
npousouuiy y 27,3 % nanueHToB ¢ apTepHalibHON runepreH3ueit (mpepeiBanue 103sl y 12,8 %,
cHmkeHue 103bl y 17,7 % u otmena nedenus y 2,0 %).

Ilpomeunypus (cm. pazoen 4.4.)

JIPIIDK

B xoxe ocnoBHoro kmuHuueckoro ucciepoBanus ®aspr III SELECT mnpotennypust Oblia
3apeructpupoBana y 33,7 % ManuMeHToB, MOJyYaBIIMX JICHBATUHUO, U Y 3,1 % manueHToB u3
rpynmnsl wiane6o. Menuana BpeMeHH /10 BOZHUKHOBEHUS IPOTEMHYPUH COCTaBIIsIa 6,7 HeleNb.
[Iporeunypust 3-ii crenmenu TsbkecTH umena mecro y 10,7 % mnanueHToB, MNOTy4YaBIIMX
JIEHBAaTUHUO, U HU y OJHOTO M3 MAIMEHTOB, MOJIYyYaBIIUX Iulane6o. B OonblIMHCTBE cilydaeB
MMEJI0 MECTO BBI3JIOPOBJICHHME MM MCUYE3HOBEHHE PEAaKIMU MOC]Ie BPEMEHHON MPHOCTAHOBKHU
neuenust (16,9 % nauneHToB) WK CHIKEHUS 1036l penapata (10,7 % nauuenrtos). [Iporennypus
ABJIATIACh MPUYMHOM MOJTHOW OTMEHBI JieHBaTuHuOa y 0,8 % manueHTos.

ryp

B xone xnmmanueckoro uccnenosanus @aszel [II REFLECT nportennypus Obliia 3aperucTpupoBaHa
y 26,3 % mnanueHToB, MoJy4aBIINX JEHBATUHUO B cpaBHEHHH ¢ 12,2 % manueHTOB B rpymnmne
copadennda, MpoTeHHypHsl 3-i CTENEeHU THKECTH uMena mecto y 5,9 % mammentoB (1,7 % B
rpynne copadenunba). Menuana BpeMeHU 10 BO3HHUKHOBEHHS IMPOTEMHYpPUHU cocTaBisuia 6,1
Hegenb. B 60bIIMHCTBE CiTydaeB UMENIO MECTO BBI3I0POBIIEHHUE MTOCIIE BPEMEHHOM IPHOCTAHOBKU
nedeHus (6,9 % manMeHToB) WM CHUKEHHS J03blI penapata (2,5 % nanuentos). [Iporennypus
ABJISTIACH MPUYMHOM MOJTHOW OTMEHBI JieHBaTuHUOa y 0,6 % nmanueHToB.
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IIKP (MOCNEOOBATENEHOCTE 0003)

B xoze knmuHnueckux uccnenoBanuii y nanuentos ¢ [IKP nporennypus Obu1a 3aperucTpupoBana
y 30,6 % mnanueHToB B rpyIie JeHBaTHHUO + 3Beponumyc (Bkirouas 8,1 % ciydaeB 3-if crenenu
TsbkecTd | Bbiie) Uy 14,0 % manueHToB U3 Tpynibl MOHOTEPANIUU 3BEPOIMMYCOM (BKIIIOUAs
2,0% cnyyaeB 3-il cTemeHW TSDKECTH W BbIie). MenuwaHa BpEeMEHHM 10 BO3HHKHOBCHHS
MPOTEUHYPHUH JIF000#, MO0 BhIINIE 3-i CTENEHU TSHKECTH B TPYMIE JIGHBATUHUO + IBEPOIMMYC
coctaBisuia 6,1 u 20,1 Henenp coorBeTcTBEHHO. [IpoTenHypus sBsAIaCh NMPUYMHOW TOJTHOM
OTMEHBI Tepanuu y 4,8 % MalnueHToB.

PO

B xoxe xmuumyeckoro uccinepoanuss Paspl Il (MccnenoBanme 309) mporenHypus Oblia
3aperucTpupoBana y 29,6 % manueHToB B rpymIe JICHBATUHUO + meMOponu3ymad (Bkimtouas 5,4 %
ciy4aeB 3-i CTEICHH TsDKECTH W BhIIe). MenraHa BpeMEeHH JI0 Havajla peakiuu cocTarisia 34,5
nHei. Moaudukanuu 10361 teHBaTHHUOA nponsonuin y 14,3 % nanueHToB (mpepbIBaHUE 036 Y
7,6 %, camxenue 1036l y 7,9 % u orMena nedenus y 1,2 %).

Hapywenue ¢pynxyuu nouex unu noueunas He0ocmamo4Hocmy (cm. pasoen 4.4.)

JIPIIDK

B xone ocHoBHoro kinuHuyeckoro uccinenoBanus @Pasel III SELECT y 5,0 % mnanuenton
pa3BuIIach MOYEYHasi HEIOCTaTOYHOCTh, U Y 1,9 % Hapymenne QyHkun nmouek (Bkimovas 3,1 %
ciaydaeB 3-i CTENEHU TsDKeCTH U Bbiie). B rpynmne mane6o y 0,8 % manueHToB MpoU30IILI0
HapylIeHne QyHKITMH MTOYEK U MoYeYHast HeZocTaTouHOoCTh (BKirovast 0,8 % cirydaeB 3-ii crerneHu
TSOKECTH U BBIIIIE).

rye

B xone xnunnueckoro uccnenoBanus ®assl 1II REFLECT y 7,1 % nanueHTOB, MOgy4YaBIIMX
JIEHBATUHUO, pa3BUJIaCh MOYEYHAsi HEJOCTATOYHOCTD / HapylieHne pyHkuuu nouek. Cioydan 3-i
CTENEHM TSKECTH U Bblllle Habmoganuch y 1,9 % nanueHToB, nosyyaBUIMX JEHBAaTUHUO.

[IKP

B xone xnmHmyeckux uccienoBanuil y mamuentoB ¢ IIKP y 8,1 % naumeHTOB, mosyyaBIIMX
JICHBaTMHUO B KOMOMHAIIMH C 3BEPOJIMMYCOM, Pa3BUIIACH ITOYEYHAs! HEAOCTATOYHOCTh, Uy 3,2 %
HapylmeHue (QyHKUuM noyek (Bkimrodas 9,7 % cimyuaeB 3-i cremeHu Tsbkectd). B rpymme
MOHOTEpAIUA JBEPOJIUMYCOM TOYEHHAsT HEJOCTaTOYHOCTh pa3Bwiack y 2,0 % manueHToB
(Brimrouast 2,0 % ciydaeB 3-if cTeneHu TSHKECTH).

PO

B xone xnmunmueckoro uccnepoanus Paszel I (Mccnenosanune 309) y 18,2 % mamueHTOB B
rpymnmne JeHBaTUHUO + memMOponn3yMad pa3BuiIach MOYEYHas HEIOCTATOYHOCTh / HapylleHHe
¢byHkMM novek (Bkiaovas 4,2 % ciayyaeB 3-i cTeNeHH TSHKECTH U Bblle). MeanaHa BpeMeHH 10
Hauasa peakuuu cocranisiia 86,0 nHeil. Monudukaum 1036l JeHBaTUHIOA ipou3ouun y 6,2 %
nanueHToB (npepsiBanue 1036l y 4,7 %, cHkenue 10361 y 1,7 % u ormeHa neuenus y 1,2 %).

Cepoeunas oucynxyus (cm. pazoen 4.4.)
JPIIDK

B xone ocnosHoro knuanyeckoro uccieqosanust ®aswl 11l SELECT coobmanocs 0 CHUXKEHUN
dpaxium BeIOpoca / cepIeYHON HETOCTATOYHOCTH Y 6,5 % MaIMeHToB, MOTYYaBIINX JICHBATUHUO
(Bxumrouas 1,5 % cimyqaeB 3-i CTETEHH TSHKECTH U BbIIE), Uy 2,3 % ManueHToB B TpyIIe miamnedo
(cmydaeB 3-if cTeneHH TSHKECTH U BhIIE HE 3a()UKCUPOBAHO).

rye
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B xone xnmuanuyeckoro ucciaenosanus daserl 11 REFLEEJEI:CQEZ%QI%;IT@E)%(IH&E (:}3:-1:3;'1%%;1

3aCTOMHYIO CEpACYHYI0 HEIOCTATOYHOCTh, KapJAMOTEHHBIM IIOK W CEepJIEeYHO-JIETOUYHYIO
HEJ0CTaTOYHOCTh) coobmanack y 0,6 % mnarnueHToB B rpynne jgeHBaTuHHOa (Bkiatovas 0,4 %
ciy4aeB 3-i CTeNeHH TSHKECTH U BBILIE.

1IKP

B xone xnmmHMuYeckux uccienoBanuii y mamueHToB ¢ [IKP coobmranocs o cHmkeHnn ¢pakiuu
BBIOpOCa / cepIeuHOM HETOCTATOYHOCTH Y 4,8 % MalueHTOB B TPYIIE JICHBATUHUO + IBEPOITHMYC
(Brimrovast 3,2 % ciyuaeB 3-i creneHd TsKecTH U Bbime), U y 4,0 % manueHToB B TpyIire
MOHOTEPAINUHU 3BEPOIUMYCOM (BKIr04ast 2,0 % ciaydyaeB 3-i1 cTeneHu TSKECTH U Bblle). Mennana
BPEMEHHM 10 BO3HUKHOBEHHUS CHIDKEHHUS (pakuuu BbliOpoca / cepieyHOW HEIOCTaTOYHOCTH
m000M, 100 BhINIE 3-i CTETICHH TSHKECTH, Y MAIMEHTOB B TPYIIE JICHBATUHUO + DBEPOITMMYC
coctaBisia 15,7 u 32,8 Henellb COOTBETCTBEHHO.

P93

B xone ximmanueckoro uccnenoBanust ®aswl 11 (MccnenoBanue 309) coobmanock o cepaeqHoin
muchynkun y 1,0 % nanueHToB B rpymie JieHBaTMHUO + memOponusymad (Bkiarovast 0,5 %
ciydaeB 3-i CTENEHU TSKECTU U BbllIe). MenuaHa BpeMeHH J10 Hayalla peakiuu cocrtaBuio 112,0
nHel. Monudukanuu 103bl JJeHBaTUHNOA npousouuin y 0,5 % nauueHToB (IIpepbIBaHUE 03Bl Y
0,2 %, cumxenue 103wl y 0,2 % u ormena neuenus y 0,2 %).

Cunopom 3aomeii obpamumou suyegparonamuu (PRES) / cunopom obpamumou 3aomuetl
netikosnyeganronamuu (PRLS) (cm. pasoen 4.4.)

JIPIIDK

B xoxe ocnoBHoro knunHuueckoro uccnegaoBanus ®aswl 1II SELECT 3aduxcupoBan 1 cinyyait
PRES (2-ii creneHu TSKECTH) B TPYIIE JICHBATUHNOA, U HA OJHOTO CJIydasi B TPpyIIIe mianeoo.

r'qpP
B xone knunnyeckoro uccnenoBanus ®asel [II REFLECT 3aduxcuposan 1 cnyuait PRES (2-i
CTENEHU TSKECTH) B TpyMIIe JEHBATHHHOA.

Cpenu 1823 manueHToB, MOJyYaBIIMX MOHOTEPANMIO JIGHBATUHUOOM, ObUIO 3a(hMKCHPOBAHO 5
ciaydaeB (0,3 %) PRES (Bkmrouas 0,2 % cinydaeB 3-it u 4-if cTEeneHU TSHKECTH), BCE U3 KOTOPBIX
pa3peIIMINCh MoCe MPEKPAIIEHUs U/UIH TPUOCTaHOBKH TEpaIuu.

LIKP

B xone knmuHnueckux uccinenoBanuil y nauuentoB ¢ IIKP 3aduxcuposan 1 cioyuait PRES (3-i
CTETEHU TSHKECTH) B TpyIIe JeHBaTMHMOA, mpousowmenumuid nocine 18,4 Henens tepanuu. B
rpymie JeHBaTUHUO + 3BEPOIUMYC, U B TPYIIE MOHOTEPAIH 3BEPOJIUMYCOM HU OJTHOTO CIy4ast
HE 3a(QUKCUPOBAHO.

T'enamomoxkcuueckoe Oeticmaue (cm. pazoen 4.4.)

JIPIIDK

B xoxe ocHoBHoro kimHuyeckoro wuccienoBanus Pasel Il SELECT nHaubGonee dacTble
He)KeJlaTeJIbHbIE PEaKI[Mi CO CTOPOHBI MEYEHH BKIIOYAIN TUIToaIbOyMuHeMuio (9,6 % manneHTon
B rpymnmne JeHBaTMHuOa u 1,5 % mnaunueHToB B Tpymme miane0o), MOBBIIEHHE AKTUBHOCTH
depmentoB neuenu — AJIT (7,7 % nauuenTtoB B rpynime geHBaTHHIOA U 0 % MalleHTOB B IpyMIe
wiane6o) u ACT (6,9 % nauuenToB B rpymnme JieHBaTMHHOA U 1,5 % mamueHToB B rpyrime
m1ane0o), a TakXKe MOBbIIIEHUE KOHLIEHTpauuu ounupyouna B kposH (1,9 % nanueHToB B rpymnmne
nenBatuHnOa u 0 % manueHTOB B rpymme Iuiane6o). Menuana BpeMEHH 10 BOSHUKHOBEHMS
HapyIICHUH CO CTOPOHBI MEUEHHU y NAI[MEeHTOB B IpymIe JeHBaTUHUOA cocTaBisia 12,1 Hexenu.
Peakunu co cTopoHbl eueHu 3-i CTENEeH! TSHKECTH U BbIIe (BKIIIOYasi OAUH Ciydai nedeHOYHON
HEIOCTaTOYHOCTH 5-f CTeNmeHW TSHKECTH) uMenu MecTo y 5,4 % manueHToB, MOJTy4aBIIMX
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JICHBaTUHHO, U 0,8 % manueHToB, IOIYYaBIIHX nhg&éJElgé;@”nylE%%%pgﬁ'brl :::rl;lezéi'eHH
y y4

MY OTUETY

IPUBOJMIM K BPEMEHHOW IMPHUOCTAHOBKE JiedeHUsI y 4,6 % MalueHTOB, K CHUXXCHHUIO J103bI
neHBaTUHUOA — y 2,7 % ManueHToB U K MOJIHOM oTMeHe npenaparta — y 0,4 % nmanueHToB.

ryp

B xone ximmunueckoro uccnenosanua ®aser 11l REFLECT nanbosiee yacTble HEXelaTellbHbIE
peaKuu CO CTOPOHBI MEYEHH B TPYIIE JEeHBATMHHOA BKIIIOYAIM MOBBIIICHHE KOHLEHTPALUU
omnmpyouHa B kpoBu (14,9 %), noBeimienne aktuBHocTH ACT (13,7 %), mOBBIIIEHNE aKTHBHOCTH
AJIT (11,1 %), runoans6ymunemuto (9,2 %), neuenounyto suuedanonatuio (8,0 %), moBbIlIeHNHE
AKTUBHOCTH TraMMa-TiayTaMmuiTpaHcnentuaassl (7,8 %) v MOBbIIEHWE aKTUBHOCTH IIEIOYHON
docharazsl kpoBu (6,7 %). Menuana BpeMEHH 1O BO3HHUKHOBEHHS TI€MAaTOTOKCHYECKHX
HE)KeJIaTeJIbHBIX peakuuil cocTasisia 6,4 Heenb.

['enaroTokcuyeckrue HexenaTelabHble peakuruu 3-i CTEeNeHW TSAXKECTH M BbIllle HAOIIOAINCh Y
26,1 % manMeHTOB B Tpymme JieHBaTUHUOA. lledeHoYHAas HEIOCTATOYHOCTH (BKIIIOUAs
cMepTesbHbIe UCX0bl) HaOmoaanack y 3,2 % manueHToB (Bce ciydau 3-i CTENEHU TSKECTH U
Bble). [leduenounast sHedanonarus (BkiIoyas 4 cMepTelnbHBIX McX0/1a) Habmonanach y 8,4 %
ManueHToB (B ToM yucie 5,5 % ciny4yaeB 3-i cTENeHH TSDKECTH U Bhile). B rpymnme nenBatunuba
npousonuio 17 (3,6 %) cioydaeB cMepTH U3-3a MposBIIeHUH TenatotokcnaHoctd u 4 (0,8 %)
ClIy4aeB cMepTd B Trpymme copadenunda. ['emaroTokcuueckue HeXelaTelbHble PeaKIuu
NPUBOAMIM K BPEMEHHOW TNPHOCTAHOBKE JICUCHHs JIeHBaTHHHOOM y 12,2 % mamueHToB, K
CHU)KEHHUIO J103bI — Y 7,4 % MalMeHTOB U K MOJHON OTMEHe mpemnapara —y 5,5 % MmaiueHTos.

IIKP

B xone ximanyeckoro uccnenoBanus ®Pasel [II CLEAR Hambomnee 4acThIMH HEKENaTeIbHBIMU
peaKusMU CO CTOPOHBI IIEUYEHH, B TPYIIIE, MoMy4daBiIei JeHBaTUHUO + neMOponu3zymad, ObuIu:
NOBBILICHHE aKTUBHOCTU (PEpMEHTOB MeueHH, BKItoyas nossinienre aktuBHocTH AJIT (11,9 %),
ACT (11,1 %) u 6unupyouna B xpoBu (4,0 %). IlogoGHbIe COOBITHS MPOU3ONLIN B TPYIIIIE,
MOJTy4YaBIeil CyHUTUHUO, ¢ yacTotoit 10,3 %, 10,9 % u 4,4 % cooTBeTcTBeHHO. Menana BpeMeH!
JI0 TIOSIBJICHUSI PEaKIUil CO CTOPOHBI IIeUeHU cocTaBisuio 3,0 Mecsua (J11000i CTENEHH TAXKECTH) B
rpynne, mnojiydaBlleld JeHBaTUHUO + memOponuszymad, u 0,7 Mmecdua B Tpymnie, MojiydaBlieit
CyHUTHUHUO. Peaknnu 3 cTeneHu TSHKECTH CO CTOPOHBI MTeYeHH Habmonanuch y 9,9 % mnaiuenTos,
MOJIy4yaBUINX JEHBATMHHUO + memOponusymad, u y 5,3 % nanueHToB, NOJyYaBUIMX CYHUTHHHO.
Peakunu co CTOpOHBI MeUeHU MPUBENU K MPEPHIBAHUIO MIPHEMa U CHIKEHUIO J103bI JICHBAaTMHUOA
y 8,5 % u 4,3 % mnaiueHToB, COOTBETCTBEHHO, M K IOJHOW OTMEHE JieHBaTuHUOa y 1,1 %
MAIUEHTOB.

B xonme ximHuyeckoro uccienoBaHus 205 Haubosee 4YacTble HEXeNIaTeIbHBIE PEAKIUH CO
CTOPOHBI TEYEHHU BKJIIOYAIM MMOBBIIIEHHE aKTUBHOCTH (pepmeHToB mneuenu (AJIT — B 9,7 %
ciyuaeB, ACT — B 4,8 % ciyuaes, 1menodnoit gocgatassl — B 4,8 % ciaydaeB u OunupyonHa — B
3,2 % cnydaeB). MennaHna BpeMEHH 10 BOSHUKHOBEHMSI HAPYLIEHUI CO CTOPOHBI IIEUEHU JIF000H,
1100 BbILIE 3-1 CTENEeHH TSHKECTH, Y HAllMEHTOB B IPYIIIE JEHBATUHHO + 3BEpOIMMYC, COCTABIISIIA
6,7 n 14,2 nenenb coorBercTBeHHO. Ciyyau HapylIeHUH CO CTOPOHBI MEYEHU 3-U CTENeHu
TSOKECTH 3aperucTpupoBaHbl y 3,2 % NaluMeHTOB B TpyIIe JIEHBaTUHUO + 3BEpOIMMYC.
HapymieHust co CTOPOHBI TMEYEHW SBIBSUTUCH NMPUYUHOW TIPEPHIBAHHUS WM CHIDKEHHS JTO3BI
npenapatos B 1,6 % u 1,6 % ciyuaeB, COOTBETCTBEHHO, a TAK)XXE MIPUBOJWIN K TIOJHONW OTMEHE
Tepanuu y 3,2 % nanueHToB.

PO

B xome wimHmueckoro wucciaeaoBanuss @aszer Il (MccaenoBanme 309) coobmramocs o
renaToTOKCUYHOCTH y 33,7 % manueHToB B IpyIIe JIEHBaTUHUO + nemOposn3ymab (Bxiarovast 12,1
% cny4aeB 3-if cTeNeHM TSHKECTH M Bblle). Mearana BpeMeHHU /10 Havajla peakliu COCTaBsiia
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10361 y 7,9 %, cumxenue no3bl y 3,0 % u ormeHa sieuenus y 3,2 %).

Tpombosmboruu apmeputi (cm. pasoen 4.4.)

HAPIIDK

B xone ocnoBHoro kimamueckoro ucciemoBanuss ®asel [II SELECT cinydan TpoMOG03IMOomu
aprepuil 3adpuxcupoBansl y 5,4 % manueHToB U3 rPyIIbl IeHBaTUHUOA U Y 2,3 % NalleHToB U3
rpymnisl mianeo.

rqe

B xoxe xmuamueckoro uccnegopanuss ®aspl [II REFLECT cinywan tpoM603MO0uu aprepuid
3aukcupoBansl y 2,3 % ManueHToB, MOJyYaBIIUX JCHBATUHHO.

Cpenn 1823 mamueHTOB, TMONYYaBIIUMX JICHBATUHMO B MOHOTEpANMH B KIMHUYECKHX
uccnenoBanuix, O0buto BbisiBieHo 10 (0,5 %) ciaydaeB TpomOosmOonuu aprepuii (5 ciydaeB
uH(papKkTa MHOKapAa U S5 CiIy4aeB OCTPOro HapylIeHHsS MO3TOBOrO KpOBOOOpalleHHs) C
JIETAJIbHBIM UCXOJIOM.

1IKP

B xone knmunnueckoro uccienoanus ®asel [l CLEAR 5.4 % nauueHToB B rpynne, nojayJyaBiiei
JeHBaTHHUO + memOponm3ymad, coodmany o ciaydasx TpoMOodMOoanu apTepuil (M3 KOTOPBIX
3,7 % uMenu CTeneHb TSHKECTH > 3) Mo cpaBHEHHIO ¢ 2,1 % manueHToB B rpymie, nolydaBiiei
cyHUTUHUO (13 KoTOphIX 0,6 % MMenu crenenp TshkecTu > 3). Ciiyyaes C JeTallbHbIM UCXO0JIOM He
BbIsIBIIEHO. Hanbonee vacThiMu ciydasiMu TpoMOOAIMOONHMH apTepuil B TpyIIe JEHBATUHUO +
nemMOpomm3ymad OpuH ocTpsiit mH(papKT Muokapaa (1,7 %) u ungapkr muokapaa (1,7 %). Onun
ciydaii uHpapkTa Mmuokapaa (0,3 %) mpousolien B rpymnie, moixyvyaBiield CyHUTHHIHO. Menuana
BpPEMEHH 110 Hayayia TpoMOoIMOomu apTepuii cocraisiia 10,4 Mecsna B rpyrmie, MojydaBIiei
JeHBaTHHHUO + meMOponu3ymao.

B xone xnmmangeckoro uccnenosanus 205, cixydan TpoMO603MO0IUH apTepuil 3aQUKCUPOBAHBI Y
1,6 % manueHTOB B rpyIIe JEHBATUHUO + 3BepoiauMyc. Bpems 10 BO3ZHUKHOBEHHS COCTABHIIO
69,6 Henmens. B rpymme sBeposmMyca TpomOosMOonmu aprepuil 3adukcupoBansl y 6,0 %
nanueHToB (Bkitouas 4,0 % ciayyaeB 3-i CTETIEHH TSKECTH U BHIIIIE).

PO

B xone xnmunmyeckoro uccienoBanus ®azwl I (MccnenoBanue 309) coobmamocs o ciydasx
TpoMO0osMOonuu apTepuit y 3,7 % manueHToB B rpymIe JeHBAaTHHHUO + neMOponn3ymad (BKItouas
2,2 % cmyuaeB 3-i CTETIeHHU TSXKECTH U BbIlIe). MeanaHna BpeMeHH /10 Hayala peakliiy COCTaBIIsiia
59,0 nueil. Moaudukanuu 1036l JEHBATUHUOA Mpou3ouuu y 2,2 % mauueHToB (MpepbhlBaHue
10361 y 0,2 % u ormena sedenus y 2,0 %).

Kposomeuenus (cm. pazoen 4.4.)

IAPIDK

B xone ocnoBHoro kimHuueckoro uccienoBanus @aszwl III SELECT kpoBoTeueHus Obuin
3aperucTpupoBanbl y 34,9 % mnanueHToB B rpymme JeHBaTHHHOA (M3 KoTopeix 1,9 % umenu
cTeneHb TskecTd > 3) u y 18,3 % maumentoB B rpymme mianebo (13 kotopeix 3,1 % umenu
CTETeHb TsDKECTH > 3). Buabl KpOBOTEUEHHI, 4aCTOTa KOTOPBIX B TPYIINE JeHBATHHIOA ObLIa HA
> 0,75 % BeI111€, YeM B TpyMIIE MIaedo, BKI0Yanu: HocoBoe kpopoteuenue (11,9 %), rematyputo
(6,5 %), xkpoomoxarek (4,6 %), kpoBoTeueHue u3 neced (2,3 %), remartoxesuro (2,3 %),
KpoBoTeueHue u3 npsmoit kumku (1,5 %), remaromy (1,1 %), reMoppouianbHOE KpPOBOTEUEHUE
(1,1 %), xpoBoteuenue u3 ropranu (1,1 %), nerexuto (1,1 %) U KpoBOU3IUSHKE B OMYXOJb
rosioBHoro mosra (0,8 %).
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MY OTUETY

Henenu. [lpu cpaBHEHUU TPYIIBI JICHBATUHUOA U TPYMIHI I1arie00 He OBUIO BBISBICHO OTIMYUI
[0 YacTOTe BO3HMKHOBEHHUS cepbe3HbIX peakuuit (3,4 % u 3,8 %), peakuuii, moTpeOOBaBIINX
ormensl euenus (1,1 % u 1,5 %), a Takxke mpUBEeIIIMX K IPUOCTAaHOBKE MpHUeMa JICHBaTHHHOA
(3,4 % u 3,8 %) unu x cHwkenuto ero 103bl (0,4 % u 0 %).

ryp

B xome «mumHmyeckoro wuccienoBanus ®aszer [l REFLECT kpoBoTeueHus ObutH
3aperucTpupoBansbl y 24,6 % nauuenTtos (Bkitoyas 5,0 % 3-if crenenu Tskectu U Boie). Ciiydan
3-ii creneHu Tshkectn Habmoganuck y 3,4 % marnueHtoB, 4-it crenenn Tspkectd — y 0,2 %
nanueHToB U 7 nauueHnTtoB (1,5 %) uMenn HexenaTelbHbIE PEaKIK 5 CTETIEHU TAKECTH, BKIIIoYast
reMOpparu4ecKuii MHCYJbT, KPOBOTEUCHHUE U3 BEPXHUX OT/EIIOB KEJIYA0UYHO-KUILIEYHOTO TPAKTA,
KHIIIEYHOE KPOBOTEUEHUE U KPOBOTEUEHHE U3 TKAHEU Oonyxoiu. MennaHa BpeMeHHU 10 MEPBOro
AMMU30/1a KpoBOTeUeHUs cocTaBisuia 11,9 Henenu. KpoBoreueHus: npuBOoAMIM K IMPUOCTAaHOBKE
tepanuu y 3,2 %, k cHmkeHuto ero 103bl — y 0,8 % u x nmonHol otmeHe npenapara —y 1,7 %
MAalUEeHTOB.

1IKP

B xoxe xknunuueckoro uccnenaoBanus 205, KpoBoTeueHUs Obuin 3apeructpupoBansl y 38,7 %
MAlMEeHTOB B IPYIINE JIEHBATUHUO + 3Beponumyc (Bkitouas 8,1 % ciyuaeB 3-i cTENeHU TKECTH
u BbIlIe). Peakiuu, Bo3HUKaBIIKME ¢ yacToToi Oonee 2,0 %, BKIIOYAIH: HOCOBOE KPOBOTEUCHHE
(22,6 %), rematyputo (4,8 %), rematomy (3,2 %) u xxenynouHoe kpoBoteuenue (3,2 %). Meaunana
BPEMEHH JI0 TIEPBOT0 AMN30/1a KPOBOTECUECHHUS JTFOO0H, TNOO BhIIIe 3-i CTETIEHU TSHKECTH B TPYIIIE
JeHBaTUHUO + »3Beponumyc cocraBimsuia 10,2 m 7,6 Hememb cooTBeTcTBeHHO. Yacrora
BO3HHUKHOBEHHUSI CEpPHE3HBIX KPOBOTEUYEHUU (BHYTPUMO3TOBOE KPOBOUBIUSHUE, KEIYI0YHOE
KpOBOTEUYECHHE M reMapTpo3) coctaBuia 4,8 %. OTMeHa Tepanuu Mo MPUYMHE KPOBOTCUCHMIA
3apeructpupoBaHa y 3,2 % mMalMeHTOB B TpyIIe JEHBATUHUO + »sBeponumyc. bbii
3apETUCTPUPOBAH OJUH CIIydail JIETaIbHOTO HWCXOAa IO MPUYUHE BHYTPUMO3TOBOTO
KPOBOUBJIUSHUSA B TPYIIE JIEHBATUHUO + 2BEPOIIMMYC U OJUH CIy4ail JeTalbHOTO MCXOJa IO
MPUYMHE BHYTPHUYEPEITHOTO KPOBOM3IUSHAS B TPYIINE ICHBATUHNOA B MOHOTEPAITHH.

PO

B xone xnuamnueckoro uccnenoBanus Paswl Il (HMccnegoanue 309) coolmianoch 0 ciydasx
KpoBoTeueHU! y 24,4 % nauneHToB, MOTYy4aBIINX JIGHBAaTUHUO + nemMOponu3zyma0, a peakiuu 3-
il crenenu TspkecTd Habmoganuch y 3,0 % manueHToB. MenuaHa BpeMeHHU 10 Havana peakiuu
cocraisia 65,0 nHell. Moaudukanuu 10361 Tpou3ouin y 4,4 % nanueHToB (MpepbIBaHuE 10351
y 2,2 %, camxenue 10361 y 1,2 % u ormena neuenus y 1,7 %).

T'unoxanvyuemus (cm. pazoen 4.4., Yonunenue unmepsana QT)

JAPLIK

B xome ocuoBHoro ximauueckoro ucciaenoBanus ®Pazel 11l SELECT runoxansiyieMus Obliia
3apeructpupoBanay 12,6 % nanueHToB, MOJy4aBIIUX JICHBATUHUO, M HA Y OJTHOTO U3 MMAIIMEHTOB,
nonyuyaBImMx rmiane6o. MeauaHa BpeMEHHM 1O TEPBOTO OOHAPYKEHHUS TUMOKAIBIIMEMUU Y
MAlMeHTOB W3 TPYIIbI JieHBaTuHMOAa coctaBimsuia 11,1 wHepenu. ['umokampmuwemus 3-it u 4-i
CTETIeHH TSDKECTH uMesa MecTo y 5,0 % manueHToB, Moy4aBIInX JeHBATHHHO, 1 y () TAI[EHTOB,
MoJTyJaBIIMX Ianeb6o. B OoNbIIMHCTBE ClydaeB peakmus YCTpaHsAJIach B pe3yibTare
MOJJICP)KUBAIOIIETO JICUCHUsI, HE TPHUBOJS K HEOOXOJAUMOCTH B TMPUOCTAHOBKE JICUCHUS WITU
CHWDKEHUS 1036l JIeHBaTHHNOA (uT0 nmeno mecto y 1,5 % uy 1,1 % manueHToB, COOTBETCTBEHHO).
VY 1 manueHTa ¢ TUMOKaNbIIMEeMHUEH 4-1 CTeNeHu TSHKECTH TpUeM JICHBaTUHHOA ObLT OTMEHEH.

rye
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B xone xnmmanueckoro ucciaenoBanusa daspr 111 REFLEE%:%QEQI@M ':ﬁ'agﬁdrzl[:é%éb \%

1,1 % nauuentoB (Bxitoyas 0,4 % 3-i1 cteneHu TsbkecTd U Bhime). Ciiydail TUIIOKAJIBLIMEMUH,
noTpeOOBaBIINI TPEphIBaHUS IIpHieMa JICHBaTHHUOA, UMeNl MecTo y oxHoro naruenta (0,2 %) u
He OBUTIO OTMEYEHO CITy4aeB KOPPEKIIMH JT03bI WM ITOJTHON OTMEHBI ITpemapaTa.

1IKP

B xozxe knmunuueckoro uccnenaoanus 205 runokanbimeMus Oblia 3aperucrpuposana y 8,1 % B
rpymrie JeHBaTHHHUO + 3Beponumyc (Bkmouas 3,2 % ciaydaeB 3-il CTENeHH TSHKECTH U BBILIE) U Y
4,0 % nanueHTOB, MOJIyYaBIIUX dBEPOIUMYC (HU OJHOTO ciy4as 3-i CTENEHH TSHKECTH U BBILIE).
Menaunana BpeMeHH JI0 IEPBOT0 OOHAPYKCHHSI TUTIOKATBLIIUEMUH JTF000M, JINOO BhIIIE 3-i CTETIeHU
TSDKECTH B TPYIIE JICHBATUHUO + 3BeposuMyc cocTaBisiia 28,3 u 45,9 Henelnb COOTBETCTBEHHO.
3aperucTpupoBaH OJMH CIydaid TUMOKAIbIIMEMUU 4-i CTENEHU TSAXKECTH, BHI3BAHHON Teparuei.
['MnokanbryemMust He TPUBOAMUIIA K IPUOCTAHOBKE JICUEHUS], CHUKEHUIO J03bl IIPENapaToB WU K
UX OTMEHE.

PD

B xone ximunnueckoro uccienoBanus ®aszwr I (McciaenoBanme 309) rumokanpnyemMust Oblia
3aperucTpupoBana y 3,9 % manueHToB, MOJIy9aBIINX JICHBATUHUO + mmeMOpom3yMal, a peakiuu
3-ii ctenenu TspkecTH Habmoanuck y 1,0 % manuenToB. Menuana BpeMeHU 10 Hayalla peakiuu
cocraBimsiia 148,0 nueit. Momudukanuu 10361 npousonuin y 0,2 % manueHToB (TpepbIBaHKe
JIO3bI).

Obpa3zosanue hucmyn u eacmpounmecmunanrvras nepgpopayus (cm. pazoen 4.4.)

JIPIIDK

B xome ocHoBHOoro knumHudeckoro wuccienoBanus ®azer [l SELECT  cnywam
racTpOMHTECTUHANBHONW mepdopanun u obpasoBanus Quctyn 3adukcupoBansl y 1,9 %
MAIMEHTOB U3 rPyNIbl JeHBaTuHuba u 'y 0,8 % manueHToB U3 rpymnsl miamnedo.

I'yqp

B xone xmuauueckoro uccienoBanuss @aspl III REFLECT cinyuan racTpouHTECTHHANIbHON
nepdoparuu 1 oOpazoBaHus Quctyn 3apukcupoBanbl y 1,9 % manumeHTOB U3 TpYIIbI
JICHBaTUHUOA.

lIKP

B xone knmuHMueckoro uccnenosanus 205 ciyuau nepgopatuBHoro anneHaunura (3-if creneHu
TSKECTH ) 3aUKCUPOBaHbI y 1,6 % NalleHToB B rpyIe JeHBaTUHUO + 3BEpOIMMYC ¥ HU 'y OJJHOTO
U3 NAlMEHTOB B IPyIIax MOHOTEPAINNH JICHBATUHUOOM WIIN 3BEPOITUMYCOM.

PO

B xome wmuHmueckoro wucciempoBanus Dazer Il (MccnemoBanue 309) cioyuam
racTpOMHTECTUHANBHON mepdopanuun U oOpasoBanus ¢Quctyn 3apukcupoBansl y 2,5 %
NAIMEHTOB, MMOJIy4aBIINX JEHBAaTUHUO + nemOponu3ymal (Bce 3-ii cteneHu TskecTr). Mennana
BpPEMEHHU /10 Hauana peakuuu cocranisia 117,0 qaeit. Moaudukanuu no3s1 npousouutu y 1,0 %
MAIMEHTOB (OTMEHA JICYEHUS).

Obpaszosanue ucmyn, OMIUYHBLIX OM 2ACMPOUHMECMUHATILHBIX (CM. pazoen 4.4.)

[Tpu Tepanuu JTEHBATUHUOOM COOOIIATIOCH O CIydasx o0pa3oBaHUs (HUCTYH, BKIIOYAs CIy4yau C
JeTanbHbIM HcxoaoM. Habmiomanuch ciydan obpa3zoBaHusi (UCTyNl B OpraHax, OTIMYHBIX OT
JKENy/IKa WIM KUIIEYHUKA IPU TIPUMEHEHUH 0 Pa3IMYHBIM Moka3aHusaM. O MOJA00HBIX CIIydasx
COO0IIAIOCH B pa3InyHOE BpeMsi: OT 2 HeleNb 70 Ooee 1 rofia oT Havasa Tepanuu JICHBaTHHUOOM
(MeMaHa coCcTaBHJIa OKOJIO 3 MECSIICB).
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(MOCNEQOBATENEHOCTE 0003)

Yonunenue unmepsana QT (cm. pazoen 4.4.)

JPLIDK

B xome ocHoBHOro kimuuuyeckoro wuccieaoBanuss ®aszel III SELECT cnyuau ymivHeHus
untepBana QT/QTc 3adukcupoBansl y 8,8 % ManueHTOB W3 TPYIILI JeHBaTuHUOA Uy 1,5 %
MAalMEeHTOB U3 TPyMIbl mianedo. Yactora BcTpeyaeMoCcTH yaiinHeHus natepBaia QT Gonee yem
Ha 500 Mc cocraBuia 2 % B rpyrmiie JeHBaTUHUOA U HU OJHOIO B TpyIIie mianedo.

I[P

B xone xnunmueckoro uccienoanuss ®aszel I[II REFLECT cnydan yniaMHEHMsI MHTEpBalia
QT/QTc 3adukcupoBansl y 6,9 % nanueHTOB W3 rpymnbl JeHBaTuHUOA. Cioydan yagMHEHUS
unrepBaia QTcF no 3nadenus 6onee 500 mc coctaBunu 2,4 %.

IIKP

B xone knmuanveckoro uccnenoBanus 205 cnydan yanuHaenus uarepBaia QTc 6osee uem Ha 60
Mc 3aukcupoBanbl y 11 % manueHToB B rpyIie JeHBATUHUO + 3Beposiumyc. Citydan yaanHEeHUs
uatepBania QTc no 3mauenus 6onee 500 mc 3aduKcHpoBaHBI y 6 % MalMEHTOB B TPYyIIE
JeHBaTUHUO + Beposiumyc. CiryuaeB yuiuHeHus: uatepBaia QTc no 3HaueHus 6onee 500 Mc wim
Oosee yem Ha 60 Mc B IpyIiIe MOHOTEPANUH 3BEPOIMMYCOM HE 3a(UKCHPOBAHO.

PO

B xome wimnuyeckoro wuccnemoBanus Pazpr Il (MccnemoBanue 309) ciydan yamuHeHUS
untepBana QT 3adukcupoBansl y 3,9 % nanueHToB, MOIy4aBIIMX JEHBATUHUO + IeMOponmn3ymad
(Bimouast 0,5 % cnyuyaeB 3-if cTemeHu TsDKecTH). MenuaHa BpeMEHM JI0 Hayaja peakluu
cocraBisiia 115,5 nueit. Mogudukanuu 10361 mpousonu y 0,7 % mnanueHToB (IpepbIBaHUE 03B
y 0,2 % u cHmxenue 1o3bl y 0,5 %).

Tosviwenue yposus TTI 6 kposu (cm. pazoen 4.4. Hapywenue cynpeccuu yposusa TTI  kposu /
OUCHYHKYUA WUMOBUOHOIU Jicee3bl)

HAPH DK

B xone ocuoBHoro kimmHuueckoro uccienoanust ®assl [II SELECT yposenp TTI' Ha sTame
BKIIIOUEHUS B UccienoBaHue coctaisit 0,5 M ex./n unu MeHee y 88 % manueHToB. Y MalueHToB
¢ HopManbHbIM ypoBHeM TTI B 57 % ciydaeB HaOMIOJANOCh €ro TMOBBLIIMICHHE Y TAIMEHTOB,
MOJTy4aBUINX JIEHBATHHHUO, TpOoTUB 14 % ciydaes B rpymrne miamebo.

I'TiP

B xone xknmuanueckoro uccienosanust ®assl [II REFLECT yposens TTI" Ha sTane BkitodeHus B
uccieioBaHue OblT HUKE BEPXHEro npejena HopMbl y 89,6 % nanuenTos. [IoBeleHne ypoBHS
TTT BbIlIe BEpXHETO Mpejiena HOpMbI Ha0JI101a710Ch TOCie Havyala Tepanuu y 69,6 % nanueHTos,
NPUHUMABILIUX JEHBATUHUO.

LIKP

B xome wmnmnueckoro uccnemoBanusi ®azer [II CLEAR runotupeos passwics y 47,2 %
NalMeHTOB B IpyIMIle, NojyvaBiieil jeHBaTuHUO + nmemOposnzymal, u y 26,5 % nainueHToB B
rpynne, noyiydaBlieli CyHUTHHUO. B 1ernoM OONBIIMHCTBO CiydyaeB TUIIOTHUPEO3a B TpYIIIE,
nojy4aBiieil JieHBaTUHUO + memOponnzymal, 6buto 1 nnm 2 crenenu TspkecT. ['unortupeos 3
CTENEeHHU TSKECTH ObLIT 3aperucTpupoBat y 1,4 % nmanueHToB B TpyIlie, MoxyvyaBiliel JIEHBATUHUO
+ meMOponu3ymad, MO CpPaBHEHHIO C OTCYTCTBHEM B TpYIIE, MOJydYaBlIed CYHUTHHUO. Y
NAlUeHTOB ¢ HOpMalbHBIM ypoBHeM TTI' Ha sTame BKIIIOYEHHS B HCCIIEIOBaHHE IMOBBIIIEHUE
ypoBust TTI" nabmomanoce y 85,0 % manueHToB, MOMy4yaBIIUX JEHBaTHHUO + nemMOpoian3ymao,
[0 CpaBHEHHIO ¢ 65,6 % mMalnMeHTOB, MOJYyYaBIIMX CYHUTHHHUO. Y NaIlMEHTOB, MOJIyYaBIIUX
JeHBaTUHUO + mnemOponu3ymald, ciyyad THUIOTHpeo3a MPHUBETM K MOAM(HUKALNU 03B
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y | manuenra.

B xone knmmHuueckoro uccnegoanus 205 runotupeos3 ObLT 3aperucTpupoBad y 24 % mainueHToB
B TpyIIe JEHBATHHUO + 3Beponumyc U y 2 % MalHMeHTOB, MONTYYaBIIUX 3BEPOJIUMYC B
MOHOTepanuu. Bce ciydan rurnotupeosa B TpyMIe JICHBATUHUO + 3BEpOIUMYC ObLTH 1-ii uiu 2-i
CTETICHH TsDKECTU. Y ManueHToB ¢ HopManbHbIM ypoBHeM TTI B 60,5 % cirydaeB Habm012710CH
€ro MOBBILIEHUE B TPYIIE JEHBATHHUO + 3BEPOJIMMYC HMPOTHUB HU OAHOTO ciy4as B TpyIIe
MOHOTEPAIUU IBEPOTUMYCOM.

PO

B xome xmuamyeckoro wuccnenoBanus Pazer I (HMccnemoBanme 309) rumoTtupeos ObLT
3aperucTpupoBaH y 68,2 % manueHToB, MOJy4aBIIUuX JCHBATHHUO + IeMOponu3ymab, peakiuu 3
CTeNeHH TshkecTH Habmonanuch y 1,2 % manmentoB. Meauana BpeMeHH 10 Hadaja peakiuu
coctaBisiio 77,9 nueit. Monudukanuu 10361 Ipou3onuin y 3,4 % nanueHToB (pepbIBaHUE 0361
y 2,7 %, camxenune 10361 y 0,7 % u otmena nedyenus y 0,2 %).

Juapes (cm. pazoen 4.4.)

JPIIDK

B xome ocHoBHoro knuHudeckoro wuccieaosanuss ®aszel I SELECT caywam nuapen
3aUKCUPOBaHbl y 67,4 % TalMeHTOB W3 TPYIILI JIeHBaTHHUOA (BKIoYas 9,2 % cmydaeB 3-i
CTEMEeHH TSKECTU U BbIlIe) U y 16,8 % marueHToB u3 rpymisl mianedo (HU OAHOTO ciyyas 3-i
CTCTICHH TSHKECTH M BBIIIIE).

1P
B xone xknunuueckoro uccnenoanus Paszel III REFLECT cnyyan auapen 3aduKCUpOBaHbBI Y
38,7 % manueHToB U3 TPYMIIBI ICHBATUHUOA.

LIKP

B xone xnmmuHnyeckoro uccneaoanus 205 ciyyau auapeu 3apukcupoBansl y 80,6 % manneHToB
B IpymiIie JeHBaTUHUO + 3Beponumyc (Bkitouas 21,0 % ciydaeB 3-ii CTeNeHU TAKECTH U BBILIE) U
y 34,0 % nanueHToB B IpyIie MOHOTEpanuu 3BeposiuMycoM (Bkmouas 2,0 % ciydaeB 3-i
CTENEeHM TSHKECTH M BhIlIE). MeauaHa BpeMeHHU 10 MEepPBOro MpOsIBICHUS Tuapeu Jto0oi, 11udo
BbIIIE 3-i1 CTEeNEHN TSHKECTH B TpyIIe JIGHBaTUHUO + 3BeponuMyc, coctaBisuia 4,1 u 8,1 Henens
COOTBETCTBEHHO. Jluapest Obla Hambosee 4acTOM NPUUYMHON CHUKEHHs 03Bl MPEnaparos,
IPHUOCTAHOBKH JICUEHHs U ObUIa yCTOWYMBOM, HECMOTPSI HA CHUYKEHHE J03bl. Y OJHOTO MallueHTa
Jauapes pHuBesa K OTMEHE JICUEHUS.

PO

B xome wmmnnyeckoro wuccnenaoanus @aszer Il (MccnemoBanme 309) numapes Obina
3apeructpupoBana y 54,2 % manueHToB, MOJTYYaBIIUX JIEHBATHHUO + meMOponn3ymab (BKITroUast
7,6 % ciydaeB 3 CTENEHU TSKECTHU U BBIILIE).

Jpyrue ocobble rpynibl NalkueHTOB

THayuenmor noscunozo eo3pacma

HAPLHDK

[TarmenTsl B Bo3pacTe 75 JeT W cTapiie MMenu Oojee BBICOKYIO BEPOSITHOCTh Pa3BUTHUS
apTepHaJIbHON TMIEPTEH3UN 3-11 WK 4-1 CTENEHU TSHKECTH, IPOTENHYPUH, CHUKEHUS allleTUTa
U JIeTUApaTaliH.

r'qp
[TaruenTsl B BO3pacTe 75 JeT W cTapuie MMenud Oojiee BBICOKYIO BEpPOSITHOCTH Pa3BUTHUS
apTepUaJIbHON TUIEPTEH3UH, NPOTEUHYPHUH, CHUKEHMS alleTUTa, acTeHWM, IETHIpaTaliy,
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Oosee yeM B JiBa pa3a yale y maiueHToB B Bo3pacte >75 net (17,2 %), yem y manueHToB MIIaiie
75 net (7,1 %). Ileuenounas >HIIeQasionaTus, Kak MpaBuio, ObUIa CBA3aHa ¢ HEOIArONPUSITHHIMU
XapaKTEepUCTHKaMH 3a00JI€BaHUsI Ha dTare BKIIOYECHHS B MCCIEIOBAHHWE WM C MPUMEHEHHEM
COIMYTCTBYIOIIMX  JIGKAPCTBEHHBIX CpeACTB. HexenarenbHble SBJICHUSA, CBA3aHHBIE C
TpoMO0IMOOIHEH apTepuid, TaK)Ke HAOIIOAIMCH Yallle y JAHHOW TPYIIIBI MAI[MEHTOB.

1IKP
[TaruenTsl B Bo3pacte 75 neT u crapuie uMenu Ooisiee BhICOKYIO (= 10 % pasHuia) yactory
pPa3BUTHS TPOTEUHYPHUH, YEM MALIMEHTHI B BO3pacTe <65 JieT.

Lion

AP K

Y manueHToB XKEHCKOTO M0JIa Ha0JIF01aJI0Ch TIOBHIIICHNE YaCTOTHI BOSHUKHOBEHUS apTepUATBHON
TUTIEPTEH3UN (BKIIOYAst ciydad 3-M U 4-M CTETeHH TSDKECTH), TPOTEUHYpHH U cuHapoma JIID,
TOTJ]a KaK y MalMeHTOB MY>KCKOTO TI0JIa OTMEUYaIoCh MOBBIIICHHE YaCTOTHl CHIKEHUS (ppakiuu
BBIOpOCA, a TaK)Ke CIIydaeB raCTPOMHTECTHHAIILHOU nepdopanuu 1 00pazoBaHus GUCTYII.

rup

VY nanMeHToB JKEHCKOIo IoJja Yaule HaOnroAanach TMIEPTEH3Ms], YTOMIIIEMOCTh U Y/UIMHEHUE
untepBana QT na OKI'. YV myxunH Habm1012710CH TOBBILIEHHE YacTOTHI Aucdonuu (26,5 %), mo
CpaBHEHMIO ¢ keHIIMHaMU (12,3 %), cHU)KEHUS Beca M CHUXKEHMSI KOJIMYECTBA TPOMOOLIUTOB.
[TeueHouHast HEJOCTATOYHOCTh HAOIOAATIACh TOJIBKO Y MALIMEHTOB MYKCKOTO MOoJja.

1IKP
YactoTa BO3HUKHOBEHMSI IMapen y MY>KUMH Obu1a Bblle (pasHuna > 10%), yeM y *KeHIIHH.

Pacosas npunaonesxcnocmo

J[PLIK

B cpaBHeHMM C manMeHTaMu €BPONEOMIHON pachl MAMEHTHl a3MATCKOTO MPOUCXOKICHUS C
JPHIXK wumenu Oonee BBICOKYIO YacTOTY BO3HHUKHOBEHHUS MEpPUPEPUUECKUX OTEKOB,
apTepHalIbHON TMIIepTeH3UH, yTOMIIIeMOCTH, cuHipoMa JITI3, mporennypuu, TpoMOOLUTONIEHNUH,
a Taxke moBeimieHUs ypoBHs TTI. SAnoHubl umenu Ooniee BBHICOKYIO YacTOTY apTepuaibHON
runepTeH3un 3 wuiam 4 CTENEHW TSHKECTH, CHIDKEHHS —alllleTUTa, YTOMIISIEMOCTH U
TPOMOOIIMTONIEHUH 10 CPABHEHUIO C IPYTUMU MAIlMEHTaMHU.

e

B cpaBHEHUM ¢ manMeHTaMu €BPONIEOUIHON pachl MAMEHThI a3UAaTCKOTO npoucxoxaeHus ¢ I'I[P
uMenu 0oJiee BBICOKYIO YacTOTY BO3HMKHOBEHHMsI MpOTeMHYpuu u cuuapoma JIIID, torma kak
MAlMEeHTHl €BPOIMEOUTHON pachl MMENU OOJIBIIYI0 YacTOTY BO3HUKHOBEHUS YTOMJISIEMOCTH,
MEYCHOYHOH 2HIIe(PATOMAaTUN U OCTPOTO MTOBPEKACHUS TOYEK.

IIKP

[TaniueHTHl a3MaTCKOTO TPOUCXOXKICHUS UMEIH Oosiee BHICOKYIO (> 10 % pasHuIa) 4acToTy
BO3HUKHOBeHHUs cuHapoma JIIID, mpoTenHypuu U THIIOTUPEo3a (BKIIFOUYasl MOBBIIICHUE YPOBHS
TOPMOHOB IIUTOBUIHOH JKeJIe3bI B KPOBH), YEM TAIIMEHTHI €BPOTICONTHON Packl, B TO BpeMs Kak
MAIMEHTHl U3 €BPOIEOHIHOM pachkl Yalle CTpajalid yTOMISIEMOCTBIO, TOLTHOTOM, apTpairue,
PBOTOM M aCTEHHEH.

HauueHmbz C Haauyuem apmepuaﬂbHoﬂ cunepmen3uu Ha smane 6KJINYEeHUA 6 uccnedosanue

APIDK
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MY OTUETY

uccleioBaHue, Obuta OOHapykeHa Oosiee BHICOKask YacToTa apTepUaIbHON TUIIEPTEH3UH 3-1 Win
4-11 cTeneH! TSKECTH, MPOTEUHYPUH, TUapeu U IeTHpaTalti, a Takke 0oJiee cepbe3Hble Cllydyan
JeTuApaTallii,  apTepHajbHOM  TUNOTEH3UH, TpOMOOSMOOJIMHM  JIETOYHOH  apTepuH,
3JI0KaY€CTBEHHOTO IUIEBPAJIBHOIO BBINOTA, (GPUOPMILIALMY PEACEpAUi U CUMIITOMOB CO CTOPOHBI
KKT (Oosneit B )KMBOTE, TUAPEU U PBOTHI).

1IKP
[TanueHTs! ¢ HATMYKMEM apTEPUATILHOM THIIEPTEH3UH Ha TAIe BKIIOUEHUS B UCCIIEA0BaHNE UMEIU
0oJiee BHICOKYIO YaCTOTY BO3SHUKHOBEHHS IPOTEUHYPHUH.

THayuenmoi ¢ HapywieHuem QYHKYuu neveHu

HAPIDK

[Matmmentsr ¢ JAPHDK c¢ napymenueM (yHKIMM TEYEHH HMeENH Ooyiee BBICOKYIO YacTOTY
apTepualibHOM TUNepTeH3un U cuuapoma JII1D, a Takxke O6oJee BRICOKYIO YaCTOTY apTepUaIbHON
TUIEpTEeH3UN 3-U M 4-i CTeneHu TSKECTH, aCTEHUH, YTOMIISIEMOCTH U TUIIOKAJIbIUEMHHM, B
CPaBHEHMH C MAI[UEHTaMU C HOPMAJIbHON (YHKIIHEH MeYeHH.

rupe

[Matimentsl ¢ '[P u ucxognsiM mokaszatenem 6 OamioB no mkaine Yainna-Ilsto (oxono 20 %
nanueHToB B uccienoBanud REFLECT) umenu Oosiee BBICOKYIO YaCTOTY CHIDKEHHUS allleTHTA,
YTOMJISIEMOCTH, IPOTEUHYPHUH, IEICHOYHON dHIIe(ATOMATUN 1 TIEYCHOYHON HEJJOCTATOYHOCTH TI0
CPaBHEHHMIO C TEMH, Y KOTO HCXOJIHBI TMOKa3arenb cocTaBuil 5 ©OamioB. Cayyaun
renmaTOTOKCUYHOCTH U KPOBOTECUCHHI TAaK)Ke HAOIIOJAIMCH Yallle Y TAKUX MMaIieHTOB.

THayuenmoi ¢ Hapywenuem hyHKyuu novex

APIDK

VY manueHToB ¢ HapymeHHeM (YHKIHW I[OYEK Ha JTale BKIIOYEHHUS B HCCICIOBAHHE 4Yalle
OOHapyKUBAJINCh apTepHaibHas TUnepTeH3us 3-i uiau 4-il CTeNeHu TSHKECTH, NMPOTEUHYpPHUS,
YTOMJISIEMOCTh, CTOMATHUT, TNepudepudyeckrue OTEeKH, TPOMOOLUTONEHUS, JAeruapaTalus,
yanuHenue uatepsana QT, runotupeos, runoHarprueMust, nosbiiieHne yposHs TTI n nHeBMoHus
B CpPaBHEHMHM C MalueHTamu 0e3 HapyueHus GyHKuuu nouek. Kpome Toro, y 3TuxX manueHTOB
Yale BCTPEYAINCh PEAKIIMKA CO CTOPOHBI IIOYEK, a TAKKE OTMEYAJIach TEHJAEHIUS K ITOBBIILIEHUIO
4acTOThI HAPYIIEHUH CO CTOPOHBI TEYECHHU.

rnge

VY manueHToB ¢ HapylieHHeM (QYHKIMM TOYeK Ha JTare BKIIOYEHHUS B HCCIIECOBaHHE Yalle
06H21py>KI/IBaIII/ICI> YTOMIIIEMOCTh, THIIOTUPEO3, ACruaparanusa, Auapesd, CHUIKCHHE aIlllCTHTa,
MPOTEUHYPHS U TIeUeHOUHas dHIIedanonaTus. Kpome Toro, y 3TuX ManeHTOB Yale BCTPEYAIUCh
pPEeaKIMU CO CTOPOHBI TIOYEK U TPOMOOIMOOIINU apTePUid.

Ilayuenmuol ¢ maccoti mena menee 60 ke

APIDK

[TaruenTs! ¢ HU3KOM Maccoii Tena (MeHee 60 Kr), umenu 0oJiee BBICOKYIO YaCTOTY BOSHUKHOBEHUS
cugapoma JIIID, mnporemHypuu, runoxkaipiueMuu 3-i niau 4-il CTENEHU TSKECTH U
TUIIOHATPUEMHUH, a TaK)Ke CKIOHHOCTh K 00Jiee BHICOKOW BEPOSATHOCTHU CHIDKEHUS ammneTura 3-i
WIH 4-11 CTENEHN TSKECTH.

Coo0111eH1e 0 10103PEBAEMBIX HEXKENATEIbHBIX PEAKIIHIX.

Baxno coo0marh 0 MOJ03peBaeMbIX HEXKeNaTeNbHbIX peakUusX I0CJIe PEerucTpaluu
JIEKapCTBEHHOTO Iperapara ¢ Lelibl0 00ecTeyeHns HePEephIBHOIO MOHUTOPUHTAa COOTHOILICHUS
«I10J1b3a — PHUCK» JIEKAPCTBEHHOIo Mpemnapara. MeIuIMHCKUM pabOTHUKAM PpPEKOMEHAYETCs
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4YCpe3 HAIMOHAJIIBHBIC CUCTCMEIL COO6H.I€HI/ISI 0 HCXKCJIATCIIbHBIX PCAKIUAX TOCYyAapCTB — YJICHOB
EBpaBHﬁCKOFO 9KOHOMHUYECCKOI'o COr03a.

Poccniickas @enepanus

®DenepanbHas ciry:x0a 1o Haa30py B cepe 3ApaBOOXpaHEHUS

Anpec: 109012, r. MockBa, CnaBsiHcKasi 1iiomaib, a. 4, ctp. 1

Tenedon: +7 (800) 550-99-03

DnexkTponHas moyra: pharm@roszdravnadzor.gov.ru

Caiit B UH(POPMALMOHHO-TEIEKOMMYHUKAITUOHHON ceTH «HTepHeTY:!
http://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

CumMnromsl

Coo0manocs 0 TEpPeI03upPOBKE JICHBATUHUOA, BKIIIOYas pa3oBbld mpueM 144 wmr, 4ro B 6 pas
NPEBBIIAET PEKOMEHIYEMYI0 CYTOYHYIO J03y. OTH Cllydau CONPOBOKIAIUCh BO3HMKHOBECHHEM
HE’)KEeJIaTeJIbHBIX PEeAKIMH, COTIAaCyIOIMXCs C M3Y4EHHBIM NpoduieM 0e30nacHOCTH JIeHBaTHMHHOA
(HanpuMep, BO3HUKHOBEHHE IMOYEYHOM MM CEpAeYHOM HENOCTAaTOYHOCTH), JHOO0 MPOTEKAIU IpU
OTCYTCTBMM COOOLIEHMH O HEXeJaTeNbHbIX peakiusx. JletanpHblil ciydait B pesynbTare
HOJIMOPTraHHOW HEJOCTATOYHOCTH MPOU30ILIEN Y MAlEeHTa, KOTOPBIN MOIY4YH BHYTPb OAHOKPATHYIO
no3y JienBatuHnOa 120 mr.

Jleuenue

Crneuuduueckuif aHTHOOT Tpu mepeno3upoBke mpemapatom JlenBatuauO-AMEJIAPT
orcyTrcTByeT. OKUIAaeTCs, 4YTO B PE3YJbTAaTE BHICOKOM CTENEHH CBA3BIBAHUS C O€IKaMU IJIa3Mbl
JICHBAaTHHHUO HE MOJABEpXeH nuanu3y. B ciydae momo3peBaeMoi Mepeo3UpOBKA HEOOXOIMMO
npekpatute npuem npenapara JlenBatunuO-AMEJIAPT wu, npu HeoOxoaumocTd, Hadarh
COOTBETCTBYIOIIYIO MOJIEPKUBAOLIYIO TEPAIHIO.

5. DPAPMAKOJIOTMYECKUE CBOHCTBA
5.1. ®apmakoaMHaAMHYecKHe CBOiicTBA

®apMakoTepaneBTUYECKas IpyIa: IPOTUBOOIYXOJIEBbIE CPEACTBA; MHTUOUTOPHI IPOTEUHKUHA3;
Jpyrue UHrMOUTOPBI MPOTEUHKUHA3S.

Koxg ATX: LO1EXO08S.

JleHBaTHHUO SIBISIETCS MYJIbTHKHHA3HBIM MHTHOWTOPOM, KOTOPBIH MMOKa3al aHTHAHTHOTCHHYIO
aKTHBHOCTH IN Vitro u in vivo, a Takxke IpsiMoe TOPMOKEHHE POCTa OIYXOJIH B MOJEIISX iN VItro.

MexaHu3M JeHCTBUS

JleHBaTUHUO  SBISICTCSI MHTUOWTOPOM  THPO3WHKWHA3HBIX  PELENTOPOB, HU30MpaTEIHHO
MOJABJIAIONINM KHHA3HYIO aKTUBHOCTh perenTopoB (akrtopa pocra sujorenus cocynoB (VEGF)
- VEGFR1 (FLT1), VEGFR2 (KDR) u VEGFR3 (FLT4). Takxe JeHBaTHHHO OKa3bIBacT
UHTUOMpYIOllee BO3JEHCTBHE HA JPYrHe TUPO3WHKWHA3HBIE PELENTOpHI, 33JeiCTBOBaHHbIE B
NPOAHTHOTCHHBIX W OHKOTEHHBIX MEXaHW3MaX, BKIOYas perenTopsl (akropa pocra
¢udpobdnactoB (FGFR1, 2, 3 u 4), ansda-penentop rpomdorurapHoro pakropa pocra (PDGFRa),
a Takke TuposuHknHasHeie perentops! KIT u RET.

Kpome Toro, neHBaTHHUO 1MoKa3an u30UpaTeabHyO MPSIMYI0 aHTHIIPOJIU(PEpaTUBHYIO aKTUBHOCTh
B TENaTOEIUTIOSPHBIX KIETOYHBIX JIMHUSAX, 3aBHcsmylo oT aktuBupoBanus FGFR
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MY OTUETY

JIEHBATUHUOOM.

KomOunanust neHBaTMHHOA C 3BEPOJIMMYCOM II0Ka3ajia TMOBBIIICHHYI0 AHTUAHTHOTCHHYIO U
MIPOTUBOOITYXOJIEBYI0 aKTUBHOCTh B CPaBHEHUMM C MOHOTEpAIMEN aHHBIMHU MpernaparaMu, 4TO
MOJTBEPXKJICHO CHIDKEHUEM Mposudepanuu 3HIOTENUANIbHBIX KIETOK YeNOBEKa, CHIKEHHEM
(GbopMUPOBaHUS COCYIUCTOW ceTu omyxoyin u cHmwkeHneM VEGF-omocpenoBanHoil mepemgaun
CHTHAJIOB B CHTHAJIbHBIX CHCTEMaX OIMyXOJIEBBIX KJIETOK IN VItro, a Takxe yMEHbIIIEHHEM o0beMa
OINyXOJIM B KCEHOTPAHCIUIAHTATHOM MOJENHN YEJIOBEUYECKOTO PAKaA MOYKH Y MBILLIEH.

B CHHreHHBIX OIYXOJIEBBIX MOJCISIX y MBIIICH JICHBATUHUO YMEHBIIAT KOJIMYECTBO
ACCOLIMMPOBAHHBIX C OMYyXOJbI0O MakpodaroB, YBEIHYWBAI KOJUYECTBO AKTHBUPOBAHHBIX
IUTOTOKCUYECKUX T-KJIETOK H JEMOHCTPUpPOBaN 0Oo0jiee BBICOKYIO ITPOTHBOOITYXOJICBYIO
aKTUBHOCTh B COYETAaHUM C MOHOKJIOH&JIbHBIMU aHTU-PD-1 aHTHUTENnamMu 1O CpaBHEHHUIO C
MOHOTEpAIUEH TaHHBIMHU TIpeTrapaTaMH.

B3aumocBsI3b TOSIBIICHHS apTepUATbHONW THIEPTCH3UU Ha (OHE JICUCHUS JICHBATUHUOOM C
OCOOCHHOCTSIMU €ro MeXaHW3Ma JEHCTBUS OTIENbHO HE H3ydyanach, HO MPEAMNOJIOKUTEIBHO
pa3BUTHE TUIIEPTCH3WH CBSA3aHO C MHTHOMpPOBaHWEM perentopa (akropa pocTa IHIOTEIHUS
cocynoB (VEGFR) Broporo tuma, VEGFR2, kierok sHaoTenus cocynoB. AHAIOTUYHO, HE
u3ydyanach B3aMMOCBSI3b OCOOCHHOCTEH MEXaHW3Ma JEHCTBUSI JICHBAaTUHHMOA C pPa3BUTHEM
NPOTEUHYPUH, TMPEANONIOKUTEIFHO €€ BO3HUKHOBEHHE OOYCIOBICHO HWHTHOMPOBAHUEM
penentopoB VEGFR 1 u VEGFR 2 B nomonutax moue4Horo Kiyoouka.

MexaHu3m HeﬁCTBHH JICHBaTMHHOA Ha THIIOTHUPCO3 ITOJIHOCTHIO HC BBISAICHCH.

Ouenka unrepsana QT

OpnHoKpaTHOE PUMEHEHHE JIEHBaTUHNOA B /103€ 32 MI' HE IPUBOJAWIO K YIJIMHEHUIO HHTEpBaja
QTc cornacHo pe3ynbraTam, MOJIYYEHHBIM B paMKaxX MCUEPIIBIBAIOIIETO UCCIECI0BAaHMS BIUSIHUS
Ha uHTepBai QT y 3710pOBBIX yYaCTHUKOB.

Knnanyeckast 3¢ (heKTUBHOCTh ¥ O€301MaCHOCTb

Hughgepenyuposannvlii pak wumosuoHol dxicenesvi, pedhpakmepHulil K paouoaKxmueHOMy U0OY
(IPLLLK)

HccnenoBanne SELECT — MHOroueHTpoBO€ paHAOMHU3UPOBAHHOE JIBOMHOe-cienoe Iianedo
KOHTPOJIUPYEMOE  HCCJEIOBaHUE, MpOBeJeHHOe ¢  yyacTueM 392  manueHToB €
(G hepeHIIMPOBAHHBIM PAKOM LIIUTOBUAHOM kene3bl, pepakTepHbIM K paliOaKTUBHOMY HOJy,
C PEHTTE€HOJIOTUYECKUMU MTPU3HAKAMHU MPOrpeccupoBaHus 3a00sieBaHNs B TedeHue 13 MecsieB 10
BKJIIOUEHUSI B MCCIENOBaHUE. YCTOMYMBOCTh K PaJHMOAKTHUBHOMY HOAY OIpenessuiach Kak 1
u3MepuMoe Tnopaxenue (unu Oonee) OO0 Oe3 TOTJIOMICHHS HoAa TPH CKAaHUPOBAHUHM C
pPaMoaKTUBHBIMU HU30TONIAMH H0/a, 1100 C MOTJIOIeHHEM HoJ1a M TPOrPecCCUPOBAHUEM B TEUCHHE
12 MmecsiueB Tepanuu paguloaKTHUBHBIMU H30TONAMHU HOAA, JUOO C COBOKYITHON aKTUBHOCTHIO
pazroaKTUBHBIX U30TONOB Hoxa > 600 mKu v 22 I'Bk ipu BBeieHNY NTOCIIEAHEN 1036l HE MEHEE
yeM 3a 6 MecsleB /10 BKIIOUYEHHUS B uccieqoBanue. Paniomuszanus Oblia cTpatuduuupoBaHa mno
reorpaguueckomy pernony (EBpomna, CeBepHas AMepuka u Apyrue CTpaHsl), MpealiecTBYOIEH
VEGF/VEGFR-TapreTHo#i Tepanuu (Ma@eHThl MOTIH MpoxoauTh 0 min 1 mpeaniecTByOIyo
VEGF/VEGFR-TapretHyto Tepanuio) u Bo3pacty (< 65 set nim > 65 ner).

OCHOBHBIMH ~ KOHEYHBIMHM  TOKa3aTeqsiMd AS(P(EeKTUBHOCTH ObUIM  BBDKMBAEMOCTh  0€3
nporpeccupoBanust (BBII), ompenensemMas ¢ TOMOIIBIO  3aCiEIUICHHOM HE3aBUCUMOM
PEHTI€HOJOTUYECKON OLIEHKH C HCIIOJIb30BAHNEM KPUTEPHUEB OLICHKU OTBETA COJIMIHBIX O yXO0JIei
(RECIST) 1.1. Bropuunble KOHEYHBIE TOKa3aTelau 3(P(GEKTUBHOCTH BKIIOYAIA YaCTOTY
o0wvextuBHOrO oTBera (HOO) 1 00uryto BeikHBaemMocTh (OB).
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nporpeccupoBanus 3aboneBanus. COOTBETCTBYIOIIHE KPHUTEPUSM YUaCTHS MAIlMEHTHl C
n3MepuMbiM 3a0osieBanreM B cooTBeTcTBUM ¢ RECIST 1.1 Obutn paHIoOMH3UpPOBaHBI B
cooTHomeHuH 2:1 nmubo B Tpymnmy, NOJyYaBIIyIO JIGHBATHHUO B 03¢ 24 MI' OJMH Pa3 B CYTKH
(n=261), mubo B rTpymnmy, noiydaBmyto Iianedo (n=131). Hcxoansie nemorpaduueckue
XapaKTEePUCTHKN U XapaKTEPUCTUKHU 3a00JieBaHHUA ObUIM XOpOIIO cOaTaHCHUpPOBAHBI Ui 00enXx
TpyII Je4eHus. MenauaHa COBOKYITHOM aKTUBHOCTH PaJHMOAKTUBHBIX HM30TOINOB Homa (RAI),
BBEJICHHBIX B OPTaHM3M JI0 BKIIIOUEHHS B HcclieqoBanue, cocrapisiia 350 mKu (12,95 I'bk). U3
392 paHnOMU3UpPOBAHHBIX nauUMeHTOB 23,7 % mnpoxomwnu | Kypc HpeAlecTByrOIen
VEGF/VEGFR-tapretroii Tepanuu. [1o gaHHBIM THCTOJIOrMYECKOro uccienoBanus y 66,1 %
MAalMEeHTOB OBbLT MOATBEPIKACH IMArHO3 MaWUTIIPHOTO paka NUTOBUIHOM kene3bl, a'y 33,9 % —
GOJTMKYISIPHOTO paka IUTOBUAHON kKene3bl, B ToM yucie [toprie-kiaerounoro (14,8 %) u
cBemiokieToyHoro (3,8 %). Metactassl mpucyTcTBOBaNK y 99 % nanueHToB: B Jerkux y 89,3 %,
B tuMparnueckux ysznax y 51,5 %, B koctax y 38,8 %, B meuenn y 18,1 %, B rooBHOM MO3re Y
4,1 %.

VY nanueHTOB, MOTY4aBIINX JICHBATHHHUO, OBLJIO IPOIEMOHCTPUPOBAHO CTATUCTUYECKH 3HAUNMOE
yBenuuenue BBII mo cpaBHeHuio ¢ mauuMeHTamu, HodydaBIIMMHU Iutane6o. [lonoxkutenbHoe
Biustare Ha BBII B moarpynmax, noixydaBmux 0 wim 1 xype npeamectBytonieir VEGF/VEGFR
TapreTHol Tepanuu, ObUIO cxoaHbIM. Kpome Toro, mnonoxxkutensHoe BiusHMe Ha BBII
HaOJIIOAJIOCh BO BCEX MOATPYNNax, CGHOPMHUPOBAHHBIX [0 TNPUHIWINY PUHAAICKHOCTH
YYaCTHHUKOB K OIIpeJIe]IEeHHON BO3PACTHOM IpyIIie, MOIY, pace U peruoHy.

[Tocne moaTBEpKIEHUS IPOTPECCHPOBAHNUS 3a00IeBaHus ObliIa MPOBEICHA HE3aBUCUMasl OIICHKA,
o pesynbraram Kotopoit 109 (83,2 %) manueHTOB, paHI0MHU3UPOBAHHBIX Ha IJ1ane0o, mepemiu
Ha MPUEM JICHBATHHHOA 1O OTKPBITOMY THITY K MOMEHTY IPOBEJCHHS IEPBHYHOTO aHAIHM3a
3 PEeKTUBHOCTH.

YacroTa 00beKTUBHBIX 0TBETOB (TOHBIN oTBeT [[10] murtoc yactuunsbiii orBet [UO]) M0 JaHHBIM
HE3aBHCHUMOH PpaJMOJIOTHYeCKON oleHKH Obuia 3HauuTensHo (p < 0,0001) Bhime B rpymme,
nosty4aBiieit JeHBaTuHuO (64,8 %), yeM B rpymnmne, nonaydapmied mianebo (1,5 %). Y uersipex
(1,5 %) nanueHTOB, MOMyYaBIIUX JICHBATUHUO, ObLT HocTUTHYT [10, a y 165 (63,2 %) — YO, B TO
BpeMs KaK HU y OJTHOTO TaIlMeHTa, moJrydaBiiero miaiebo, ve o0buto [10,ay 2 (1,5 %) — YO.
MenuanHoe BpeMmsi 10 IEPBOTO CHUKEHUS J103bl cOCTaBWiIo 2,8 Mecsdia. MeananHoe BpeMs 10
Hayayia 00BbEKTUBHOrO oTBeTa coctaBisio 2,0 (AU 95 %: 1,9-3,5) mecsma; omHako cpenu
MAIUEHTOB, Y KOTOPBIX HAOIIOAANICS MOJTHBINA HIIM YaCTUYHBIN OTBET Ha JeHBaTuHuo, y 70,4 % oH
BO3HUK B TeueHue 30 gHeil mocie Havasa npuema 10361 24 mr.

AHanu3 o61eil BBDKMBAaeMOCTH ObIT OCIO0XKHEH TeM, UTO MallMeHTHI, OoIyYaBIIne mianedo, npu
MOJTBEPKIECHHOM TPOTPECCHUPOBAHUHU 3a00JICBaHUS MMEIH BO3MOXXHOCTh TEPEHTH Ha MPHEM
JIEeHBAaTUHUOA 10 OTKPhITOMY TUITy. CTaTUCTUYECKU 3HAUMMON pa3HUIIBI B 00IIeH BBDKUBAEMOCTH
MEXly TpyIIamMu JIEYeHHUs] HA MOMEHT IIepBUYHOro aHanu3a 3¢ dextuBHocTy He Obl10 (OP=0,73;
I 95%: 0,50-1,07; p=0,1032). Menuana oO1ieli BDKHBAGMOCTH He ObLIAa JOCTHTHYTAa HU B
rpymIe, Mojiydarolel JIEHBaTUHNUO, HU B IPYIINE Mepexoaa oT mianedo.

Tabauua 5. Pe3yabtarsl onienku 3¢ dekrnBHocTu y nauuenton ¢ APHIZK

| JlenBaTunn6 N=261 | Irane6o N=131

BoikuBaeMocTs 0e3 nporpeccupoBanus 3adonesanus (BBII) ?

Ywcro ciydaeB MpOTrPecCUPOBAHUS WA CMEPTH 107 (41,0) 113 (86,3)
(%)

Menunannas BBII B mecsiiax (95 % JIN) 18,3 (15,1; H/O) 3,6 (2,2-3,7)
OtHomenue puckos (99 % JIN) P° 0,21 (0,14-0,31)
P-3nauenme ° <0,0001
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IManuentsl, He moxy4apume (0) (MOCAEAOBATENBHOC To 0003
npeamecrBywinyw VEGF/VEGFR-taprernyio 195 (74,7) 104 (79,4)
Tepanuio (%)
Ywucio ciaydyaeB MporpecCUpoOBaHUs WIH

76 88
JeTabHBIX UcX0a0B (%)
Menuannast BBII B mecsax (95 % JAN) 18,7 (16,4; H/O) 3,6 (2,1-5,3)
OtHowmenune puckos (95 % JI) > ¢ 0,20 (0,14-0,27)
IManueHThl, MoJy4yaBmme 1 npeamecTBYOIY 0
VEGF/VEGFR-Taprernyio Tepanuio (%) 66 (25,3) 27(20.,6)
Yucio ciaydyaeB MporpecCUpoOBaHUs WIIH

31 25
JeTabHBIX UcX0a0B (%)
Menuannast BBII B mecsiax (95 % JIN) 15,1 (8,8; H/O) 3,6 (1,9-3,7)
OtHomeHne puckoB (95 % JI) > © 0,22 (0,12-0,41)
YacToTra 00beKTHBHOI'O OTBETA
i(O/OO;IquCTBo MAIUCHTOB ¢ O0BEKTUBHBIM OTBETOM 169 (64.,8) 2 (1.5)
(95 % JIN) [59,0-70,5] [0,0-3,6]
P-3naucHme ° < 0,0001
KonnyecTBO MOJHBIX OTBETOB 4 0
KonnyecTBO 4aCTHYHBIX OTBETOB 165 2
MeMaHHOE BpeMsI 10 0OEKTHBHOTO OTBETA,
vecsmes (95 % JTH) 2,0 (1,9-3,5) 5,6 (1,8-9,4)
[TpoaomKUTENEHOCT OTBETA/ MEC., METUaHa ) )
(95 % JTI1) H/O (16,8; H/O) H/O (H/O; H/O)
O01asi BLLKHBaeMOCTh
KonnyectBo netanbHbIX CX010B (%) 71 (27,2) 47 (35,9)
Menmnana OB B mecsimiax (95 % 1) H/O (22,0; H/O) H/O (20,3; H/O)
OtHomenue puckos (95 % JI) > ¢ 0,73 (0,50-1,07)
P-3nauenue ¢ 0,1032
O — noBeputensHBIN wHTepBan, H/O — He monmaercst omenke; OB — oOmas BepkuBaeMocth; BBIT —
BBEDKHMBAaeMOCTh 0e3 mporpeccupoBanus 3aboneBanms; RPSFT — crpykTypHas paHTr-coXpaHsIomas MOMIETb

Bpemenu 10 Heymauu jeueHus; VEGF/VEGFR — ¢dakrop pocrta sHmoTenus cocymoB/perentop ¢pakropa pocra
9HJIOTEIHSL COCYJIOB.

a: He3aBucumas paauosiornieckas OleHKa.

b: Crparuduxanus o perrony (Espoma, CeBepHas AMepHKa, Apyrue cTpaHbl), BO3pacTHoil rpymme (< 65 ner u >
65 net) u npeiiecTByromiei tapretaoit Tepanuun VEGF/VEGFR (0 u 1).

¢: OneHka ¢ UCIoIb30BaHUEM MOJIENH MPOTIOPIIMOHATBHBIX pUCKOB Kokca.

d: Ouenka ¢ momomnsio MeTona Kammana-Metiepa, 95 % AU — ¢ momompto 0600menHoro merona bpykmeiiepa u
Kpoymu y manueHToB ¢ HaWTydIInM OOIINM OTBETOM: ITOJTHBIH OTBET WJIM YaCTHYHBIN OTBET.

e: bes yuera a¢pdekra nepexona.

Pesynbrarhl onieHKH A3 PEKTHBHOCTH IPEACTABICHBI HA PUCYHKaX 1, 2.

Pucynok 1. Kpusas Kannana-Meiiepa 1/1s1 BBI)KHBa€MOCTH 0€3 IPOrpecCHPOBAHMSA B MCCJIEJOBAHMM

303 (JIPLIIK)
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1.0 Wenwana (mecaues) (35 % AW
—  [lenearinG 18,3 (15,1, H/O)
0.9 === [nauebo  36(22-37)
I
0.8 1 OP (99 % JW). 0,21 (0,14-0,31)
' + Nlorpasrosuiit Tecr; P < 0,0001
1

07
AR
B 06 s
n e
8 05 '
E l L L LILL LU L
% -‘- | g T ™ T
a 04 '
Eﬂﬁ? - -‘|

03 1

|
02 r
’ -
01 -- -* -——
N
+----------—P--+
00

LI LA B LR BN AL IR B B B B L LA B LR |
0 2 4 6 8 10 12 14 16 18 20 2 24 26
Bpemsa (mecausl)

KonuuecTso nauMeHTos, NOABEPIKEHHbIX PUCKY
Newsatvn6 261 225 198 176 159 148 136 92 66 44 24 " 3 0
Mnave6o 13 I 43 29 19 13 1" 5 4 2 2 2 0 0

Pucynok 2. I'padpuk Kanniana-Meiiepa nis oomeit BbikuBaemoctu (JAPLLZK)

1.0 MeguaHa (mecaues) (95 % [W)
— [lensatuanl  HIO (22,0, HIO)
0,94 -- - [Inaueto HIO (20,3, HIO)
0,81
£ 07
I
2
§ 0,61
3 HifftH e = = =
@
o 0,51
G
s}
T 041
=
a
@ 0,34
m
0.2
0,11 HeckoppekTHpoparHOE oTHOWSHWE prckos (85 % AW): 0,73 (0,50-1,07)
Norpawrose tect. P = 0,1032
0,01
IS e e e L e
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28

Bpems (mecaus)

KonU4ecTeo NaUneHToB, NOABEPKEHHDIX PUCKY:
Neusatuunt 261 248 239 230 219 21 203 169 114 78 55 22 10 3 0
Mnauebo 131 126 126 118 108 103 96 78 53 39 23 8 2 1 0

Toueuno-xknemounwiii pax (I1KP)

Tepanus nepeou aunuu y nayuenmos ¢ IIKP (¢ kombunayuu ¢ nembpoauzymabom)
O¢ddexTuBHOCTH IeHBaTUHNOA B KOMOMHAIMU ¢ IeMOponu3ymadbom uzydanachk B MccnenoBanuu
307 (CLEAR), MHOTOLIEHTPOBOM, OTKPBITOM, PaHJOMHU3UPOBAHHOM MCCIEN0BAaHUHU, B KOTOPOM
yuactBoBanu | 069 manuentos ¢ nporpeccupyromum IIKP B ycrmoBusax tepanuu nepBoy JIMHUH.
[TaneHTHl BKIIIOYAIKMCH B MCCIIEIOBaHUE HE3aBUCHMO OT CTaTyca 3Kcnpeccuu peuenrtopa PD-L1
OITYXOJIH.
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[TaneHThl ¢ aKTUBHBIM ayTOMMMYHHBIM 3a60JIeBaHI/IeNJ_|I/rJII/r—|C";1la

TpeOYIOIMNM UMMYHOCYIIPECCUU, HE TIOJIXOMIN U Y9acTUsl B MCCIeNOBAaHUU. Panmomu3zanus
Obl1a crpaTuduIMpoBaHa No reorpaduueckomy peruony. (CeBepHas Amepuka U 3amajgHas
EBponna B cpaBHEHHMHM C «OCTaJIbHBIMH CTPAaHAMH MHPa») MU TMPOTHOCTUYECKHE TPYIIIIbI
MemopuanibHOro oHKojorudeckoro mneHtpa uM. Ciaoyna — Kerrepunra (MSKCC) (rpymmsl
HU3KOTO, TPOMEKYTOYHOTO U BEICOKOTO PHCKA).

[TanreHTh! OBUIM PaHJOMU3HUPOBAHBI I IIpHUeMa JieHBaTHHMOa 20 MI IepopanbHO OJMH pa3 B
CYTKH B KOMOMHanuu ¢ nemopoinszymadom 200 Mr BHyTpUBEHHO Kaxable 3 Hepenu (n = 355),
JeHBaTuHUOA 18 Mr mepopajpHO OJMH Pa3 B CYTKHM B KOMOMHALIMM C 3BEPOJUMYCOM 5 MI
NEepOPAIBHO OJIMH pa3 B CyTKH (n = 357) wnu cynutnHuO6a 50 Mr nepopanbHO OMH pa3 B CYyTKU B
Te4eHue 4 Heslenb, ¢ NOCIeYIOIUM EPHOA0M 0e3 JIeUeHUs POI0JIKUTENBHOCTBIO 2 Hellenu (n
=357). Bce nanuenTsI B rpymie KOMOMHAIIUH JICHBAaTHHHO + TeMOpoau3ymMad Havyaiu MPUHIMATh
JAeHBaTUHUO B o3¢ 20 MI nepopajlbHO OJUH pa3 B CyTKU. MenuaHHOe Bpemsl A0 IE€PBOrO
CHIDKEHUS J103bl JICHBaTHMHHOA coctaBwio 1,9 mecsna. MenuaHHas cpefHss CyTOYHas 1032
JeHBaTuHUOA cocTaBisia 14 mr. JledeHue npomoiKanoch OO MOSIBIEHHMST HEIPUEMIIEMOIO
TOKCHYECKOro 3((eKTa HIN IPOrpecCHpOBaHUs 3a00€BaHMsI 110 OTPEICIICHHUIO UCCIIEI0BATENS U
1o noareepkaeHuo HesaBucumoro paanonorudeckoro HaoOmoaarensHoro komutera (IRC) npu
IIOMOIIN KPUTEPHUEB OLIEHKU OTBeTa conuanbix onmyxonei Bepcuu 1.1 (RECIST 1.1).

Ecnmu manmeHT ObUT KIMHUYECKH CTAOMJIBHBIM U, 110 MHEHHIO HCCIENOBATess, y HEro
HAOIIOMANOCh  yIydlIeHHEe KIMHUYECKMX I[IOKa3aTelie, Ha3HayeHWe JIeHBaTHMHHOA C
nemMOpo3ymMaboM ObLIIO pa3pelieHo BHE MPOTrPEeCCHPOBAHUS 3a00JICBaHUs, OMPEICICHHOTO 110
RECIST. MakcumanbHasi TpOJIOJDKUTEIBHOCTh JICUCHUSI MeMOponn3ymaOboM cocrtapisiia 24
MecsIa; IPH ATOM JIeYeHHE JICHBATUHUOOM MOKHO ObLIO Mpo10iKaTh Oosee 24 mecsien. OneHka
cTaTyca OIyXOJIM IPOBOJMIACH Ha ICXOTHOM YPOBHE, a 3aTeM KaXKIble 8§ HEIElb.

[TonHast xapakTepUCTHKA MOMYJISLMU UCCIeI0BaHUS: MeIMaHHbII Bo3pacT — 62 roja (auana3oH:
ot 29 no 88 mer); 42 % — B Bo3pacte 65 sner u crapuie, 75% — wmyxuunsl; 74 % —
MpeACTaBUTENEH eBpOreonIHOM packl, 21 % — MoHrosouaHoOM packl, 1 % — HErpouIHOM packl
u 2 % — npyrux pac; 18 % u 82 % naunentoB umenu ucxoanbiii KPS (nnaexc Kapuosckoro) ot
70 no 80 u ot 90 mo 100, coorBeTcTBEHHO. Pacnpenenenne nanueHToB 10 KaTEropusM pHCKa
IMDC (MexayHapoIHbIM KOHCOPIIMYM 0a3 JaHHBIX 10 METACTaTUYECKOMY TOUEYHO-KJIETOUHOMY
paky) Obu10 cnenyrouum: 33 % HU3KOro pucka, 56 % npomexyTodHoro pucka u 10 % Beicokoro
pucka. Kareropun pucka MSKCC Opumn cnemyromumu: 27 % Hu3koro pucka, 64 %
IPOMEXKYTOUHOTO pUCKa U 9 % BBICOKOTO pucka. OOBIYHBIMM MECTaMU JIOKAIN3ALUU METACTa30B
y marueHToB ObLIH JieTkue (68 %), mumdbaruueckue y3isl (45 %) u koctu (25 %).

[TepBruYHBIM KpuTepueM OLEHKH 3()(HEeKTUBHOCTH Oblila BBKMBAEMOCTh 0€3 NMPOrpecCUpOBAHUS
(BbII) na ocnoBanuu RECIST 1.1 cormacHo IRC. KiroueBble BTOpHYHBIE KPUTEPUU OLICHKU
3¢ (heKTUBHOCTH BKIIOYaNH oOmIyr0 BbDKHBaeMOCcTh (OB) u uyacToTy OOBEKTHBHOTO OTBETa
(HOO). Ha »srame mpeaBapuTeNbHO 3aJaHHOTO MPOMEXKYTOYHOTO aHAIM3a TPU METUAHHOMN
IPOIOJDKUTEIBHOCTH Tepuojia Tocieayronero Hadmogenus 3a OB, paBHoi 26,6 Mmecsdna,
Tepanusi KoMOMHaIMel JTeHBaTHHNOA ¢ eMOpoIn3yMadoM MoKa3aja CTaTUCTUYECKH 3HAYMMOE
yanyumenue BBII, OB nu YOO no cpaBHeHMIO C Tepanuell CyHUTUHUOOM. Pe3ynbTaThl OLeHKH
spdexktuBHoctn ans  uccnenoBanusi CLEAR mpencraBiensl B Tabnuie 6; pe3yiabTaThl
IIPOBEJEHHOTO COIJIACHO MPOTOKOIY OKOHUaTeNbHOTo aHanu3a OB u nmosTopHoro ananusa BBII,
npeacTaBieHsl Ha pucyHkax 3 u 4. [IporpeccupoBanue 3a00sieBaHUSI KaK HAWITYUITUNA OOITUH
oTBeT Habmomanock y 5,4 % mNaluMeHTOB, NOJIYYaBIIMX JICHBATUHHO B KOMOMHAIMU C
nemoOponuzymaboM, u y 14,0 % mnanumeHTOB, MOMY4aBIIMX CYHUTHHHO. Pesynbrarhl ObLIN
COMOCTaBUMBIMH BO BCEX IPEAYCTAHOBJIEHHBIX MOATPYIIAX M IMPOTHOCTUYECKUX TIpPYIIax
MSKCC, a takxe 1o crarycy skcnpeccun perentopoB PD-L1 omyxonu. PesynbTaThl omneHKH
apdexTuBHOCTH cpeau nporaoctuyeckux rpynin MSKCC npusenens! B Tadnuie 7.

[TepBuunblil anann3 OB He KOppeKTUPOBAJICS s yUeTa MOCIEAYIOIUX BUIOB JICUCHHUSI.
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[ToropHbIli ananu3 OB mnpoBoawiics, Korad vy naﬁlx-rleﬂm—}ls,-‘jﬁdnyqagmlﬁx “JTCHBATHHAO W

neMOpoNIn3yMald Uil CYHUTHHHO, MeTMaHHas TIPOIOJDKUTEIPHOCTD MOCIIEIYIOIIEro HAOMI0IeHUS
3a BBDKHMBAEMOCThIO cocTaBisuia 33,4 mecsina. OtHomenue pucko (OP) cocraBuio 0,72 (95 %
AN 0,55-0,93) npu KosMyecTBe JIETAIBbHBIX MCXOIOB B Ipylie KOMOMHMPOBAHHOW TEpaIHH,
paBHoM 105/355 (30 %), a B rpynne cynutunuba — 122/357 (34 %). IloBropuslii ananu3 OB He
KOPPEKTUPOBAJICS JJIs y4eTa MOCICIYIOIINX BUOB JICUCHUSI.

[Io pe3ynbraTaM MPOBEIEHHOTO COMVIACHO NPOTOKONY OKOHYareiabHoro anammsza OB c
JOTIOTHUTEIILHBIM MEPHOOM IMOCIIEAYIONIEro HAOIOICHUs, COCTABUBIIUM MPHOIU3UTEIBHO 23
Mecsla Mocjie MepBUYHOTO aHanu3a (MeauaHa OO0IIero mepuojia MOCJEIyIOIIEero HaOII0IeHus
cocraBuna 49,4 mecsna), menuana OB nns nenBatHMOA B KOMOMHAIMK ¢ IeMOpoian3yMmadbom
coctaBmina 53,7 mecsama (95 % HAU: 48,7, H/O) u 54,3 mecsana (95 % JAW: 40,9, H/O) nns
cyautunu6ba ¢ OP 0,79 (95 % JAU: 0,63-0,99); menuana BBIT mist neHBaTHHIOA B KOMOMHAIIMH C
nemOponnzymabom cocrasmia 23,9 mecsua (95 % JU: 20,8-27,7) B cpaBHeHuu ¢ 9,2 mecsna
(95 % JAU: 6,0-11,0) mist cyautunauda ¢ OP 0,47 (95 % JAU: 0,38-0,57); YOO ans enBaTrHUOA
B KOMOMHaLuU ¢ nemOponusymabom coctraBuna 71 %, a mist cynutuauba — 37 %. Yactora
MOJTHOTO OTBETA IS JICHBAaTHHHOA B KOMOWHAIIMH ¢ TeMOposim3ymMadoM cocramia 18 % 1o
cpaBHEHHUIO ¢ 5 % [ cyHuTHHKUOA. Menuana juurenabHocTu oTBeTa (JO) cocraBuna 26,7 mecsna
(mmamnazon: 1,64+, 55,92+) nis neHBaTiHNOA B KOMOMHAIMH ¢ IeMOponm3ymadom u 14,7 mecsna
(mmanazon: 1,64+, 54,08+) nns cynutuHu6Oa. [IporeHT manueHToB ¢ COXPaHSIIOUIMMCS OTBETOM
corjacHo oteHke 1o merony Kamnana-Metiepa coctaBun 66 % u 53 % depe3 12 u 18 mecsiieB u
Oojee y MAIMEHTOB, MOJIyY4aBIIMX JIEHBATMHUO B KOMOMHaUuMU ¢ meMOpoiauzymabom, IO
cpaBHeHMIO ¢ 58 % u 46 % y ManueHTOB, MOTYYaBIINX CYHUTHHUO.

OxonuaTenbHbli aHanu3 OB He KoppekTHpoBajCs Ul y4yeTa MOCIEIYIOUUX BUAOB JICUEHUS:
195/357 (54,6 %) manmeHToB B rpymme cyHuTHHHOA U 56/355 (15,8 %) mamueHToB B rpymme
JICHBATHHHUO ITFOC TeMOPOIN3yMab MoTydalii MOCIeAYIOILYo Tepamuio antuTeaamu k PD-1/ PD-
L1. Pa3nuume B BUgax Mocienyrollel Tepanii MOXET OKa3blBaTh UCKaXKarolllee BO3/ICHCTBUE Ha
nokazarens OB.

Ta6auma 6. Pe3yabTaThl onleHKH 3P (PeKTUBHOCTH? B OTHOIIEHUH MOYEYHO-KJIETOYHOI0 pakKa
coraacHo IRC B uccaegopannu 307 (IIKP)

JlenBaTtunuo 20 mr u Cynutnnuné 50 mr
HemOpoan3ymad 200 mr N=357
N=355

BorkuBaemocTs 0e3 nporpeccupoBanus 3adosnesanns (BBII)
KonuyectBo siBnenwit, n (%) 160 (45,1 %) 205 (57,4 %)
ITporpeccupoBanue 3a00eBaHHS 145 (40,8 %) 196 (54,9 %)
JleTanmbHbII HCXO]T 15 (4,2 %) 9 (2,5%)
Menuana BBIT B mecsiiax (95 % JIN) b 23,9 (20,8-27,7) 9,2 (6,0-11,0)
OtHomenne puckos (95 % JIN) & ¢ 0,39 (0,32-0,49)
p-3HaueHue ¢ <0,0001
Oo0mas BekuBaeMocthb (OB)
KonnuecTBo JeTaJibHBIX UCXO0JI0B, N (%) 80 (22,5 %) 101 (28,3 %)
Menuana OB B mecsnax (95 % JIN) H/JT (33,6, H/O) H/]1 (H/O, H/O)
OtHomenue pruckos (95 % JIN) ¢ 0,66 (0,49-0,88)
p-3HaueHUe d 0,0049
YpoBenb o0meii BoizkuBaemoctu (%) (95 % AN) ©
12 mecsueB 91,4 % (87,9-93,9) 80,2 % (75,5-84,1)
18 mecsiteB 87,1 % (83,1-90,3) 74,4 % (69,3-78,8)
24 mecsina 79,2 % (74,1-83,3) 70,4 % (65,0-75,2)
YacTtora 00beKTHBHOI0 0TBETA (IOATBEPKACHHOI0)
YacToTa 00BEKTHBHOTO 0TBeTa, N (%) | 252 (71,0 %) | 129 (36,1 %)
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(95 % IT0) (66,3175 7y 'IEHUERTENEEYD T4g {yH-)
i(o/oo?nqecmo nosHbIX 0TBeTOB (I10), n 57 (16,1 %) 15 (4,2 %)
Irfc();;:;qecmo yacTU4IHBIX 0TBeTOB (HO), 195 (54,9 %) 114 (31,9 %)
p-3HaYCHHE f <0,0001
Bpemsi 10 10CTHIKEHHSI OTBETA
Menuana B Mecsiax (Jquama3oH) | 1,9 (1,41-18,50)¢ | 1,9 (1,61—16,62)h
JJIMTeIbHOCTh 0TBeTAa °
MenuaHna B Mecsinax (Juarma3oH) \ 25,8 (1,6+, 36,8+) | 14,6 (1,6+, 33,14)

Onenka omyxoneii Obi1a ocHoBana Ha RECIST 1.1; qyist YOO BKITIOUEHBI TOJBKO MOJITBEPIKACHHBIE OTBETHI.

[ara 3aBepiienus coopa qanHbIx — 28 aBrycra 2020 r.
JU = nosepurensHelii nHTEpBan; H/O = He monmaercs onenke; H/Jl = He mocTUTHYTO

2 [1o pe3ynpTaTaM MpeaBapUTENFHO 3aJaHHOTO MPOMEKYTOYHOTO aHaJH3a (IEPBUYIHOTO aHAIIN3A)

® Onenka kBapTHneii mpoBoauTCs 0 MeToxy Kanmana-Meitepa.

¢ OTHOIIEHNE PHUCKOB OCHOBAHO HAa MOJEIH IMPONOPIHOHANBHBIX pHcKoB Kokca, BKIIIOUarommeil rpymimy JeUeHus B

KadecTBe (paKkTopa; IJIs aHAJIN3a CBA3CH UCTIoNb3yeTcs MeTo ] D(dpoHa.

d Crparuduuuposano no reorpadguueckoMy peruoHy (peruos 1: 3anaauas Espona u CeepHas AMepHKa; perHoH 2:
ocTalnbHbIe CTpaHbl Mupa) U nporHoctuueckue rpynnsl MSKCC (rpynmsl HU3KOT0, IPOMEXYTOYHOTO U BBICOKOTO
pucka) cornacHo IxRS. J/[BycropoHHee p-3HaueHHe, OCHOBAHHOE Ha CTPATH(UIIMPOBAHHOM JIOTPAHTOBOM KPUTEPHHU.
¢ OO0was BeDKMBAaEeMOCTh U 95 % JDOBEpHUTENBHBII HHTEPBAJl PACCUUTHIBAIOTCS C UCIIOJIb30BAHUEM MHOKUTEIEHOTO

Mmetoza Kamnana-Meiiepa u hopmynsl ['punByaa.

f Homunansnoe p-3Hauyenue. IIpu TpoBefcHHMM OKOHYATeNbHOTo aHanm3a YOO 1o 3apaHee IpeayCMOTPEHHBIM
MepeMEeHHBIM (MeIUaHHast IPOI0JKUTEILHOCTD MIEPUO/Ia MOCTEAYIOIIEro HabmoaeHus 17,3 Mecsia) npu cpaBHEHUH
KOMOWHAIMK JICHBaTHHHO + meMOponm3ymMad W CyHHTHHHOA OBUIO JOCTUTHYTO CTaTUCTHYCCKH 3HAYUMOE
npeBocxoacTBo Mo YOO (otHomienue maHcos: 3,84 (95 % JIU: 2,81-5,26), p-3nauenue: < 0,0001).

9 Ha ocHOBaHMY JaHHBIX MAIMEHTOB ¢ OOBEKTUBHBIM O0TBeTOM coriacHo IRC (n = 252)
" Ha ocHOBaHMM TaHHBIX ALHEHTOB ¢ OOBEKTUBHBIM 0TBeTOM coryacto IRC (n = 129)

Pucynok 3. KpuBbie Kamuiana-Meiiepa aJis1 moka3sareJieii BbIGKMBaeMOCTH 0e3 IPOrpeccupoBaHUsI

3a001eBanun B ucciaenosanuu 307 (IIKP)

1.0+
0,94
0,8+
0.7 o
0,6

0,54

BeikneaemocTs Bea nporpeccuposanms

TR — b o ey

Megmana (mecsaues)
(95 % )
239 (208, 277)
82 (6.0,11.0)

Yposere BB Yposere BBM

Nevearunwb + Nembponuaymab
CYHUTUHUG

- = 23% 18%

A
-Ht++—

oP
uepes 24 mecsAua vepes 36 mecAua (95 % W)
¥ 37% 047

%m_w §

+

(0,38, 0,57)

6 12 18 24 30 36 42 48
Bpema (mecaubl)

KonunuectBo NnaumeHToB, NOoOBEPXEHHBIX PUCKY!

TenBaTuHnG +
MNemGponnaymat

355 276 213 161 128 29 81 49 25

CyHUTUHNG 357 145 85 59 41 30 12

JI + I1 — JlenBatuau6 + [Tem6ponuzymad; C — CyHUTHHHO.
Jata 3aBepmenus coopa nanusix: 31 urons 2022 r.

54

*T1o pe3ynpTaTam moBTOpHOTO aHann3a BBII, BeIoTHEHHOTO BO BpeMsi OKoHYaTessHOoro anann3a OB, mpoBeneHHOro

COTJIACHO TIPOTOKOITY.
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Pucynok 4. Kpussle Kaniana-Meiiepa nJis mok 3aTeneﬁ':M%glmﬁ'ﬁaEM B "l/I-EEhéH(I)‘}S‘Ia 107

307 (ITKP)

BeposTHOCTs EbIXHEAHIA

0.4 e
0.2 M-
0.2
0,1
Meawuana {(Mecaues) YpopoHe OB VYpobode OB ucpes oP
0 NeuweatHnb = {95 % OK) vepes 24 mecaua 36 mecauen (95 % O}
MemEponuaymab 537 (487 H/O ) B80% 66% 79
----  Cynutunnd 54,3 (409. /O ) 70% 60% {0.63. 0.99
T T T T T T T T T T T T
o B 12 hl- 24 =0 =) 42 43 54 (=) BB

Bpewms (mecsub)

KonuuecTeo NauueHToB, NOABePMEeHHbIX PUCKY!

NensaTuHnb + 355 338 ey e} 205 28 245 216 158 117 et 5 a
Membponuaymab

CyrnTuand 357 305 264 242 226 peduz) 1588 145 108 33 3 [x}

JI + I1 — JlenBatunu6 + [Mem6ponuzymad; C — Cynutunn6. H/O = He moanaercs oleHKe.
[ara 3aBepiienust coopa nanubix: 31 mrons 2022 r.

*I1o pe3yabTaTaM OKOHYATEIFHOTO aHaNN3a, IPOBEACHHOTO COIIACHO MIPOTOKOIY.
*OxoHuatenbHbIi aHau3 OB He KOPPEKTHPOBAJICS IS yUeTa MOCICIYIONUX BUIOB JICUCHUS.

B pamkax nccnenoanuss CLEAR He 06110 BO3MOKHOCTH OIICHUTH 3(p(PEKTUBHOCTD B OTAEIHHBIX
HOArpymnmnax.

AHanu3bl B IOArpyMNIax NpoBoauiIuck cpeau nporsoctudeckux rpynn MSKCC. o pesynpratam
IIPOBEJICHHOIO COIVIACHO IPOTOKOJIY OKOHYarenbHoro aHaimza OB jans  mauueHros,
PaHIOMHU3UPOBAHHBIX B TPYIINY, MOIYYaBIIYIO JIEHBATUHUO B KOMOMHALIUY € TIEMOPOIN3yMaOoM,
[0 CPABHEHMIO C MallMEeHTaMH, PaHJAOMU3UPOBAHHBIMU B IPYIIY, MOIYYaBIIyl0 CYHUTUHUO, OP
OB B rpymne Hu3koro pucka coctaBun 0,89 (95 % AU 0,53-1,50), OP OB B rpymme
npoMexyTouHoro pucka cocrasuia 0,81 (95 % AU 0,62—1,06), a B rpymnie Beicokoro pucka OP
OB cocrasun 0,59 (95 % AU 0,31-1,12). [ns nanueHToB, paHIOMM3MPOBAHHBIX B TpYIIY,
MOJIyYaBUIYIO JIEHBATUHUO B KOMOMHAIIMU C IEMOpOIN3yMaboM, 10 CPaBHEHUIO C MallMEHTaMH,
pPaHIOMHU3MPOBAHHBIMU B Tpymmy, nosyuaBiryto cyHutuHu6, OP BBIl B rpymnme Hu3koro,
MIPOMEKYTOUHOTO U BBICOKOTO pucka cocraBui 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.

B tabnuue 7 npuBeneHsl pe3yabTaThl OLEHKU 3PPEKTUBHOCTH CPEAM NMPOTHOCTUYECKUX TPYII
MSKCC, nonmyueHHbI€ B paMKaxX MpeIBapUTEIHHO 33JaHHOTO IEPBUYHOTO aHATTN3a U TIOBTOPHOTO
agammsa OB.

Tabauua 7. Pesyabrarbl ounenku 3¢dexktuBHoctd B ucciaenopannu CLEAR cpeau
nporuocruyeckux rpynn MSKCC

JlenBaTunn6 + IlemOponnzymad Cynntunn6é (N=357) JlenBaTHHNOG +
(N=355) IMem6poauzymaé no
CPaBHEHUIO C
CyHUTHHHGOM
Koui-Bo Kou-Bo Koua-Bo Kou-Bo
NAlMEeHTOB siBJICHU i1 NalHEeHTOB siBJICHU il
BoikuBaeMocTh 0e3 nporpeccupoBanus 3adosieBanusi (BBII) no nannpim IRC? BBII OP (95 % AN)
Beicokast 96 39 97 60 0,36 (0,23-0,54)
IIpomexyTouHast 227 101 228 126 0,44 (0,34-0,58)
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Huskas | 32 20 32 I TWITEL 9=~ TETTEG 80, 08-10:42Y

O6mas BpikuBaeMocthb (OB)? OB OP (95 % AN)

Bricokas® 96 11 97 13 0,86 (0,38-1,92)

[TpomexyTodHast 227 57 228 73 0,66 (0,47-0,94)

Huzkas 32 12 32 15 0,50 (0,23-1,08)

2 MenuaHa MmocjeIyronero HaomoaeHus — 26,5 MecsieB (j1ata 3aBepiieHus coopa nanHeix — 28 asrycra 2020 r.)
® Unrepnperaims OP orpanndeHa HeGOJBIIMM KOJTMYECTBOM sBJIeHuMi (24/193 u 34/193).

Tepanus emopoti iunuu y nayuenmos ¢ IIKP (8 komounayuu ¢ 56epoaumycom)
MHoroueHTpoBoe paHAOMU3UPOBAHHOE OTKpbITOE uccienoBaHue 205 ObUIO MPOBENEHO IS
ompeneneHusi 6e3o0macHOCTH M 3(PPEKTUBHOCTH NPUMEHEHHUs JICHBAaTUHHOA OTAEIHHO MM B
KOMOHMHAIIUU C 3BEPOJIMMYCOM Yy YYaCTHHKOB C HEONEepadesIbHbIM paclpOCTPAaHEHHBIM WU
metacrarndeckuM [TKP. UccnenoBanue cocrosuio u3 yactu (assl onpeseneHus 10361 1b u wactu
da3er 2. Yacte (a3er 1b Brmtouana 11 mamueHTOB, KOTOpBIC MOJydaad KoMmOuHamuio 18 mr
JIeHBaTUHUOA TUTIOC 5 MT 3Bepoiumyca. B yacts (as3sl 2 ObUIO BKIIOYEHO B OOILICH CI0KHOCTH
153 manueHTa ¢ HeomepadeNbHBIM PACIPOCTPaHCHHBIM Wi MeTacTaTudeckuM [IKP mocne 1
npenmectBytomeil antu-VEGF TapretHoii Tepanuu. Y TalMeHTOB JOHKHBI OBUTH, MOMHMO
poYero, IMPHUCYTCTBOBATh CIEAYIOUIME  (PAKTOpPbI: TUCTOJOTHYECKOE MOJATBEPXKICHUE
npeobnanaromero  ceemiokierounoro  [IKP,  pentreHorpaduueckue  J0Ka3areabCTBa
nporpeccupoBanusi 3aboneBaHusi B coorBerctBuu ¢ kpurepusmu RECIST 1.1, omun kypc
npemmectytomeid VEGF-tapretnoit Tepanuu, n ¢yHKimoHanbHbli cratyc 0 mwim 1 mo mkane
BocTounoii 00weannenHoi onkonoruueckoi rpymmsl (ECOG).

[TarmenTh! OBUTH CITydaifHBIM 00pa30M paclpeAeNieHbl B OJHY U3 3 TPyMIL: JeHBaTHHHUO 18 mr +
3BEpOJIUMYC 5 Mr, jeHBaTUHUO 24 mr wiu 3Bepoaumyc 10 mr B cootHomenuu 1:1:1. [TanuenTs
OBLTH CTpaTU(UIIMPOBAHEI IO YPOBHIO remoriioouHa (< 13 r/mr wim > 13 /11 At My»X9uH 1 <
11,5 r/pn mwim > 11,5 r/mn nis KEHIIMH) U CKOPPEKTUPOBAHHOMY COJAEP)KAHUIO KallbLUsl B
CBIBOpOTKE KpoBH (> 10 Mr/mn nmm < 10 mr/mn).

[lepBuunbiM  KpuTepueM 3(GQGEKTUBHOCTH, OCHOBAaHHBIM Ha OLIEHKE OTBETa OIyXOJHU
uccnenonarenem, Obu1a BBII rpynmel JeHBaTHHUO + 9BEPONMMYC MO CPAaBHEHHIO C TPYIMIION
IBEpOJIUMYyCa W TPYMINbl JICHBATUHUOA IO CPAaBHEHUIO € TpyHmod sBeponumyca. [pyrue
nokazatenu dpdexruBHoctr Brtoyanu OB u YOO 1o orieHke nccaeaoBarens.

N3 153 paHIOMHU3MPOBAHHO pACHpPEAETICHHBIX MalMeHTOB 73 % COCTaBIISIIM MYXUYUHBI CO
cpennum Bo3pactoMm 61 roa, 37 % — crapuie 65 net, 97 % Obutn eBponeouamMu. MeracTasbl
HNPUCYTCTBOBAIM Y 95 % maileHToB, a Hepe3eKTadenbHOe paclpoCcTpaHeHHOe 3a00JIeBaHIe — Y
5 %. Y Bcex nanuenToB nmencs ucxoaubiii @C ECOG mm6o 0 (55 %), mi6o 1 (45 %), co cxoaHpm
pacnpeieieHueM 3HaUY€HUN ITOro mnokasarens B 3 rpymnmnax jedeHus. Beicokuit puck MSKCC
HaOmogancst 'y 39 % mamnueHToB B TpymNe JICHBaTUHUO + 3Bepoiumyc, y 44 % B rpynme
neHBatuHuOa u 38 % B rpymnme 3BepoiauMmyca. MeanaHHoe BpeMsi OT OCTAHOBKM JHarHosa o
NepBOM /1036l COCTaBWIIO 32 Mecsla B TpyIIe JEHBATUHUO + 3BeponuMyc, 33 Mecdla B TpyIie
JIeHBaTUHNOA 1 26 Mecs1EB B TPYIIIE 3BEPOIUMYCA.

Ouenky onmyxonu npoBoawiu B coorBerctBun ¢ RECIST 1.1.

['pynmna neHBaTHHHUO IIIIOC ABEPOIMMYC MPOAEMOHCTPUPOBAIA CTATUCTHUECKU U KIMHUYECKU
3Haunmoe yiyuiiernue BBII mo cpaBHeHHIo ¢ rpynmoii 3Bepoiaumyca (cM. pucyHok 5). B rpymme
JIeHBaTHHHOA Takke oTMmedanoch ymydiieHne BBII mo cpaBHeHHio ¢ rpymmoi sBepoiumyca.
OO0mias BBDKUBAEMOCTh ObLTa BBINIE B TPYMIE JIGHBATUHUO TUTIOC dBEPOMMYC (CM. TaOiuIry 8);
TeHJCHIINS, Ha0MoaeMas B paMKax MmoBTopHoro ananusza OB mo 3aBepiieHus cbopa JaHHBIX,
MpecTaBlieHa Ha puc. 6 u puc. 7.

JleueOnnlii 3¢pdexkr komOuHaruu mnpenapatoB B oTHoumieHun BBII u UOO Obim Takxke
MOJTBEPKIIEH alOCTEPUOPHBIM  PETPOCIIEKTUBHBIM HE3aBHCHMBIM 0030pOM  pe3yJIbTaToOB
CKaHUPOBAHMUS B CIIENOM pexxuMme. ['pyrina JeHBaTUHUO TUTIOC HBEPOIUMYC IPOIEMOHCTPUPOBAIa
CTATUCTUYECKU U KIMHUYeCcKH 3Haunmoe yiydmernue BBIIT (ornomenue puckor [OP]=0,50, [95
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% JI1: 0,26-0,79], P=0,003) o cpaBHEHHIO C TP

COOTBETCTBYET 3KCINEPTHOMY OTYETY
E

ot 05.11.2025 N= 27552

noii >BePoliiyed: Pesy b oliorashtemo

YOO cooTBeTcTBOBANIM OLEHKaM uccienosateneit: 35,3 % B rpymnme JIEeHBAaTUHUO IUIIOC
9BEPOJIUMYC, C OJHUM MOJTHBIM OTBETOM U 17 YaCTUYHBIMH OTBETAMH; HU Y OJTHOTO MAIIMEHTA HE
BO3HUKAJI0O OOBEKTHBHOTO OTBeTa B Tpymie 3Beponumyca (P-znagenme < 0,0001) B monb3y

IPYNIbI JEHBATUHUO TUTIOC S3BEPOTIUMYC.

Taéauna 8. Pesyabrarbl 3¢ PeKTHBHOCTH
TapreTHoii Tepanuu B ucciaenosanuu 205 INKP

nociae oaHoi mnpeamecrywoumeir VEGF-

JlenBaTuHuo 18 mr JlenBaTuHUO IBepoumMyc
+ OBepoanmyc 5 Mr 24 mr 10 mr
(N =51) (N =52) (N =50)
BrukupaemocThb 6e3 nporpeccuposanusi (BBIT) 2 no onenke ucciienoparens
Mennannas BBII B mecsiax (95 % JI) 14,6 (5,9-20,1) 7,4 (5,6-10,2) 5,5 (3,5-7,1)

Otnonrenue puckos (95 % JIN) P nemBatuau® +
IBEPOJIMMYC 110 CPABHEHHUIO C CYHUTHHHOOM

0,40 (0,24-0,67) - -

P-3Hadenme neHBaTHHHUO + 3BEPOIHMYC TIO
CPaBHEHHIO C 9BEPOJIIMYCOM

01

0005 - -

BerxnBaeMocTh 6e3 nporpeccupoBanus 3adoaeBanus (BBII)? mo anocrepuopHoii peTpocneKTUBHO

He3aBHCHMOI OLleHKe

Menunannas BBII B mecsmax (95 % 1) 12,8 (7,4-17,5) 9,0 (5,6-10,2) 5,6 (3,6-9,3)
OtHomenue puckos (95 % JAN)P nenatunu® + 0,45 (0,26-0,79) i i
IBEPOJIUMYC 110 CPABHEHHUIO C IBEPOIUMYCOM

P-3HaueHue IeHBaTHHUO + 9BEPOIUMYC I10 0.003 i i
CPaBHEHMIO C IBEPOJUMYCOM '

O61mas BBDKHBAEMOCTh®

KoiuecTBO JIeTaabHBIX HCXO00B, N (%) 32 (63) 34 (65) 37 (74)

Menunana OB B Mecsnax (95 % M)

255 (16,4-32,1)

19,1 (13,6-26,2) | 154 (11,8-20,6)

OtHomenue puckos (95 % JIN)P neapatuau® +
3BEPOJUMYC 110 CPABHEHHIO C HBEPOTHMYCOM

0,59 (0,36-0,97) - )

YacroTa 00beKTHBHOI'O OTBETA MO OLIEHKE HccjieaoBareds, n (%)

IMonHbIN OTBET 1(2) 0 0
YacTHUYHBIH OTBET 21 (41) 14 (27) 3 (6)
YacTora 00bEKTUBHOTO OTBETA 22 (43) 14 (27) 3 (6)
CrabuiibHoe 3ab0JieBaHNe 21 (41) 27 (562) 31 (62)
[TpOAOIKUTETBHOCTD OTBETA, MEC., METHAHA 13,0 (3.7: H/O) 7.5 (3.8: H/O) 8,5 (7,5-9.4)

(95 % JIN)

Onenka omyxonu Obi1a ocHoBaHa Ha kputepusx RECIST 1.1. [lata 3aBepmienus coopa qanubix = 13 utonst 2014 r.

IIporieHTHBIE [0 OCHOBaHBI Ha OOIIEM KOJIMYECTBE
COOTBETCTBYIOILEH I'PYIIIIE JIEUYEHUSI.

MNanucCHTOB B MOJTHOM nonyJjsiuuu  JJyid  aHaJin3a B

JU = noBepurensHbIil HTEpBal, H/O = He moamaeTcs omneHke

aTodueuHbIe OIIGHKM OCHOBaHHI Ha Merone Karurana-Metiepa, a 95 % moBepHTeNbHBIE WHTEPBAIBEI OCHOBAaHBI Ha
tdhopmyne ['puHBYIA € HCITONBF30BAaHUEM JIBOHHOTO JIOTApU(PMHUIECKOTO IPeoOpa30BaHMUsL.

®CrpaTuduiupoBaHHOE OTHOIIEHHE PHCKOB OCHOBAHO Ha CTpaTU(MIUPOBAHHOW Monemu perpeccun Kokca,
BKITIOYAIOIICH BapUaHT JICUCHHS B KAUeCTBE KOBaPHATHOTO (DakTopa, ypOBEHb IreMOTIIOONHA H CKOPPEKTHPOBAaHHBIH
YPOBEHb KaJIbIHsI B CBIBOPOTKE KPOBU B KauecTBe cTpat. [IJisi KOPPEKTHUPOBKH CBSI3aHHBIX COOBITUI HCIIOJIB30BAJICS

MeToa DdpoHa.
¢Ilata 3aBepiieHus coopa maHubix = 31 uromst 2015 .

Pucynok 5. I'pagpuxk Kannana-Meiiepa s BbBIKMBaeMOCTH 0e3 INpOrpecCMpoBaHHS
3a00J1eBaHus (10 OLeHKe ucciienoBaTess B uccaenopanuu 205 (IIKP))
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(AOCNEAOOBATENEHOCTL O0N3)

s 1,0 1 aiiiiminli<al il inwinislomie i, el

T (Fiy)

tv pynna A 14,6 (5,9, 20,1)

o Mpynna B 7,4 (5,6, 10,2)

= 0,8 1 fpynnaC 5,5 (3,5, 7,1)

3

@

2

o 0,6 1

Q

c

[]

1]

© (04

)

™=

Q

o

% 021

S Ipynna A no cpaeHenwto ¢ rpynnon C: OP (95 % [k):

s 0,401 (0,239-0,67

§ 001 Norpanroeeii TecT: P = 0,0005 |

a 0 3 6 9 12 15 18 21 24

Bpemsa (Mecsiubl)

KonuuectBO NaunMeHToB, NOABEPHEHHbLIX PUCKY:
— 'pynna A 51 41 27 23 16 10 9 1 0
— I'pynna B 52 41 29 20 11 6 4 1 0
— pynna C 50 29 15 1" b 3 1 0

I'pynna A: nenBatunu6 18 Mr + speposnumyc 5 mr; rpynna B: nenBatnnu6 24 mr; rpynmna C: aseponumyc 10 mr.
OTHoLIIEHNE PUCKOB OCHOBAaHO Ha CTpaTH(UIIMpOBaHHOM Mozenu perpeccuu Kokca, BKIIroUarone BapuaHT Je4eHHs
B KadecTBe (pakTopa, ypoBEHb reMOTIIO0MHA U CKOPPEKTHPOBAHHBIA yPOBEHb KaJIbIINS B CBIBOPOTKE KPOBH B KAUECTBE

CTpar.

JJ1 KOppEeKTUPOBKHU CBS3aHHBIX COOBITHI UCTIONB30BaCS MeTod D(PppoHa.
Menuana BeDKMBaeMOCTH OoCHOBaHa Ha Merone Kamnmana-Meiiepa, a 95 % noBepurenbHbIl HHTEpBajd OCHOBAH Ha
(hopmyne ['puHBYIA € HCIIONBE30BaHUEM JIBOHHOTO JIOTApU(MUIESCKOTO ITpeoOpa3oBaHusl.

Pucynoxk 6. I'padux Kannana-Meiiepa niis odmeil BbkuBaemoctu B ucciaeaosanuu 205 (ITKP)

1.0 MegunaHa (mecsues) (95 % OU)
Mpynna A 25,5 (20,8, 25,5)
= Mpynna B 18,4 (13,3, H/O)
§ 0,8 1 pynna C 17,5 (11,8, H/O)
8
% |
2 0,61
=]
|
&
e 0,41
T
=
=
2
8 0,2 1
[pynna A no cpaeHeHuto ¢ rpynnon C: OP (95 % OW). 0,548 (0,298—-1,009)
00 Norpaxroeeid Tect: P =0,0623
0 3 6 9 12 15 18 21 24
Bpemsa (mecaubl)
KonuyectBOo NaunMeHToOB, NOABEPXEHHbLIX PUCKY:
— MNpynna A 51 48 46 44 34 26 18 9 1
— I'pynna B 52 50 45 42 34 22 14 7 3
— Ipynna C 50 46 42 38 29 20 10 3 1

I'pynma A: neaBatuauO 18 Mr + 3Beponumyc 5 mr; rpymnna B: nerBatuan® 24 mr; rpymma C: 3seponumyc 10 mr.
OTHOIIEHHE PUCKOB OCHOBAHO Ha CTPAaTH()UIIMPOBAHHOHN Moaeny perpeccun Kokca, BKITIO9aroe BapuaHT JICYCHNS
B KauecTBe (pakTopa, ypoBEeHb FeMOTIIO0MHA U CKOPPEKTUPOBAHHBIN YPOBEHB KAJIBIINA B CHIBOPOTKE KPOBH B KAYECTBE

CTpar.

JJ1s KOppPEeKTUPOBKHY CBS3aHHBIX COOBITHH HCTIONB30BaICA MeToA D(dpoHa.

45



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 05.11.2025 N= 27552

Menuana BeKMBaeMOCTH OCHOBaHa Ha Meronae Kamnang-Meiiepa, 'D%;ﬂ%ﬁi"éﬂ;g%ﬂ;egégﬁ' (I;E;II-OII;!E;IH Ha

(l)opMlee FpI/IHBy,Z[a C UCIIOJIb30BaHUEM HBOﬁHOFO J'IOFapI/I(i)MI/IquKOFO Hp€06pa3OBaHI/IH.

Pucynok 7. I'padpux Kanuana-Meiiepa nis o01ieid BBIXKUBA€eMOCTH — NMOBTOPHBII aHAIN3 B
uccjaenosanum 205 (IIKP)

1.01 Meanwana (mecsaues) (95 % OW)
Mpynna A 25,5 (16,4, 32,1)
= Mpynna B 19,1 (13,6, 26,2)
s 0,8 1 Mpynna C 15,4 (11,8, 20,6)
[3+]
o
2
3 0.6 1
m
i
G
o 041
I
|—
[
2
o 0,21
m
pynna A no cpaeHeHuto ¢ rpynnoid C: OP (95 % JW): 0,588 (0,359-0,965)
0,0 -

0 3 6 9 12 16 18 21 24 27 30 33 36 39 42

KonuuecTBO NauneHTOR, NOABEPKEHHLIX PUCKY:

— lpynnaA 51 48 46 44 37 35 32 30 26 17 1" 7 2 0 0
—rIpynnaB 52 50 45 42 37 31 28 23 19 12 7
—T pynnaC 50 46 42 38 30 27 20 17 13 10 9 5 1 0 0

W
W%
-
o

I'pynna A: nenBatunu6 18 Mr + sBeposnumyc 5 mr; rpynna B: nenBatnnu6 24 mr; rpynmna C: sseponumyc 10 mr.
OTHoOLIEHUE PUCKOB OCHOBAHO Ha CTpaTH(UIIMPOBaHHOM Mozienu perpeccuu Kokca, BKIIIoUaroei BapHaHT Je4eHHs
B KauecTBe (pakTopa, ypoBEeHb reMOTIIO0MHA U CKOPPEKTUPOBAHHBIN YPOBEHB KaJbLIUsI B CHIBOPOTKE KPOBH B KAYECTBE

CTparT.
J1J11 KOpPEKTUPOBKHU CBA3aHHBIX COOBITHI HCIOIB30BAJICS METO DPpoHa.

Menunana BeKMBaeMOCTH OoCHOBaHa Ha Meronae Kamnmana-Meiiepa, a 95 % noBepurenbHbIl HHTEpBajl OCHOBAH Ha
tdhopmyne ['puHBYIA € MCITONBE30BAaHUEM JIBOMHOTO JIOTApU(PMHUUECKOTO IPeoOpa30BaHMUs.

Jara 3aBepmenns coopa nanabix: 31 wroms 2015 r.

Tenamoyennonspuvii pax (I'L[P)

bbulo  mpoBeaeHO MHOTOLEHTPOBOE  OTKpbITOoe  KiauHMueckoe uccienoBanue (REFLECT,
uccnenopanue 304) c¢ yuactuemM 954 maumentoB c HeomnepabenbHbiM ['LIP, koTopsie Oblan
PaHIOMU3MPOBaHbBI B ITPYMITy npreMa jJeHBaTuHuOa (12 Mr [ucxoanas macca tena > 60 kr] wim 8 mMr
[ucxonnas macca tena < 60 Kr]) BHyTpb OJUH pa3 B CyTKU WU B rpyminy rnpueMa copadenuda 400 mr
BHYTPB JIBa pa3a B CyTKH.

[TarmeHTH! AOMKHBI OBUTM MUMETh THCTOJIOTMYECKH WIIM IIUTOJIOTUYECKH TOATBEPKICHHBIN AHAarHO3
HeonepabenbHoro '[P wim kinumHMYecku mnoxarBepkAeHHBIM auarHo3 ['1IP B coorBercTBHM C
KpUTEpUSIMHU AMEPHUKAHCKOM accolMaluy MO HM3Y4YEeHHUIO 3a00JieBaHMN IE€YEeHH, BKIOYAs IUPPO3
mo0oi sTrosoruu, Wi xpoHwdeckuid rematut B wim C. IlammeHnTtsl Morim nMeTs 3a0o0iieBaHuE
cranun B mmm C cornacuo bapcenonckoit knaccudukanuu paka nedenu (Barcelona Clinic Liver
Cancer- BCLC) u napymieHue (pyHKIMM Te4eHU HE BbIlIe Kareropuu A mo mkane Yaitna-IIsto
(ouenka 5 — 6). [TauueHTs UMENH 10 KpaiiHel Mepe | n3MepuMbIi TApreTHBIM ovyar B EUEHU WU BHE
nedyeHu corimacHo MRECIST 1 coOTBETCTBYIOIIYIO YCTAaHOBJIEHHBIM MapaMeTpaM OLIEHKY (YHKIIUH
MEYEeHU, KOCTHOT'O MO3ra, MOYEK, MOJKEITYI0UHOM JKeNe3bl U CBepThIBaHUS KpOBH. [lalineHTsl uMenu
CyMMy O0allJIoB, COOTBETCTBYIONIYIO Kiaccy A mo mkane Yaitng-Ilsto, cTpamanm medyeHOYHO-
KJIeTOYHbIM pakoM Ha craauu C wim B no bapcenoHckoil cucteme cragupoBaHMs NMEYEHOYHO-
kaerounoro paka (BCLC), mns nmedeHHss KOTOpPOTO He HpPEeAyCMOTpEHa ouaroBasl Tepamnus, U He
NOJydaJId TMPEIIIECTBYIOIIEH CHCTEMHOM Tepalmuu IO MOBOJY II€YEHOYHO-KJIETOYHOIO paka.
[TarmeHTH! OBUTH CTPATH(HUIIMPOBAHEI TI0 PETUOHY, HAMYUIO WJIM OTCYTCTBUIO MaKPOCKOMUYECKUX
MPU3HAKOB MHBA3UHU OITyXO0JIM B BOPOTHYIO BeHY (MPVI), mnu pacnpocTpaneHus omyxoiau 3a npezesl
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neuenn (EHS), unm TOro m apyroro, a Takxke 110 (byHKuyf&{:;ﬁ;go:Ng;:aé:TyEy #O_ﬂlﬂn—lﬁ 1893 kane

Bocrounoii o60benunenHol onkonoruyeckoit rpynmnsl (PC ECOG) u macce tena (< 60 kr uinu > 60
Kr). bonpmmHCTBO ManueHToB B 00eux rpymnmnax jedeHus Ha ucxonnom yposne umenn ®C ECOG
paBHsbii 0 (63 %), 5 6amtos no mikane Yakna-ITero (76 %) u Bec > 60 kr (69 %). MeauaHHbIM BO3pacT
coctaBmi 62 ronma, 84 % YYaCTHUKOB COCTaBJSUTM MYXYUHBI, 16 % — >xeHuuuel, 69 % —
MpeACTaBUTEIN MOHTOJIOUIHOM packl, 1 % — HerpouiHo# pacskl U 29 % — eBponeouIHOM pachl.

JlenBaTHKUO MTPOIEMOHCTPUPOBAT HE MEHBITYIO 3((HEKTUBHOCTH 1O CPAaBHEHHIO ¢ copadeHrnOoM
B n103¢ 400 Mr n1Ba pasa B cyTku no nokxasarento OB. Meauana OB cocraBuiia 13,6 Mecsua no
cpaBHeHuto ¢ 12,3 mecsina st copadenunda ¢ OP = 0,92 [95 % AU (0,79-1,06)].

Ha ocnoBanum ouenku uccinenosarens B coorBeTrctBur ¢ mRECIST, Tepanust geHBaTuHHOOM
npuBena K craructuueckd (P < 0,00001) u KIMHUYECKH 3HAYMMOMY YJIYYIICHUIO BTOPUYHBIX
KOHEYHBIX mokasareneit s¢pdexruBHOCTH - BBII 1 HOO - mo cpaBHEeHHIO ¢ copadeHUOOM.
Jleyenue JIeHBaTUHUOOM 3HAYUTENILHO MNPOATWIO BpeMs 1o mporpeccupoanust (B/IIT) mo
cpaBHEHHIO ¢ copadeHndoom ¢ meauanoi BJIIT Gonee yem B aBa pasa BhIie, 4eM y copadenuoda.
PerpocrniekTHBHBII HE3aBUCHUMBIM aHAM3 CHUMKOB MOATBEPIUI OLEHKY BTOPUYHBIX KOHEUHBIX
touek BBII, BAIT u HOO.

JlanHble pe3ynbTaThl OlleHKH 3G (HEeKTUBHOCTH MIpeICTaBIeHbI B Tabmule 9 u Ha pucyHkax 8, 9, 10.

Tadauna 9. Pesyabrarsl oneHkn 3Q(GeKTHBHOCTH NPH INEYEeHOYHO-KJIETOYHOM pakKe B
ucciaenosannu 304

JlenBaTHUO Copagenud
(N=478) (N=476)
O01masi BLILKHBAEMOCTh
KosindyecTBo jeTaabHbIX UCX0J10B, N (%) 351 (73,4) 350 (73,5)
Menuana OB B mecsmax (95 % JIN) @ 13,6 (12,1-14,9) 12,3 (10,4-13,9)
OtHomenue puckos (95 % JIN) > ¢ 0,92 (0,79-1,06)

BorxuBaemocts 0e3 nporpeccupoBanus 3aboseBanus (BBII) mo onenke ncciaexoBaresis
(mRECIST)

KonnuectBo siBienuit, n (%) 349 (73,0 367 (77,1)
[TporpeccupoBanue 3abosaeBanus, n (%) 308 (64,4) 343 (72,1)
JleranpHblit ucxon, n (%) 41 (8,6) 24 (5,0)
Menuana BBIT B mecsiax (95 % JIN) @ 7,4 (6,9-8,8) 3,7 (3,6-4,6)
OtHomenue puckos (95 % JIN) > ¢ 0,66 (0,57-0,77)
P-3Hauenue © ¢ < 0,00001

BorxkuBaemocTthb 0e3 nporpeccupoBanus 3adosesanus (BBII) no pesyabsTaTtam
He3aBucumoro oo3opa (mRECIST)

Menunana BBIT B mecsiax (95 % JIN) @ 7,3 (5,6-7,5) | 3,6 (3,6-3,7)
OtHomenue puckos (95 % JIN) > ¢ 0,64 (0,55-0,75)
P-3nauenue © ¢ < 0,00001

BorxuBaemocTts 0e3 nporpeccupoBanus 3adosnesanus (BBII) no pesyasTaram
He3apucuMoro o63opa (RECIST 1.1)

Mezanana BBIT B mecsinax (95 % JIH) 2 73(5,6-75 |  3,6(3,6-3)9)
OtHomenue puckos (95 % JN) > ¢ 0,65 (0,56-0,77)
P-3nauenue © ¢ < 0,00001

Bpems 10 nporpeccupoBanus 3a60s1eBaHus no onenke ucciaenonaresns (mRECIST)
Y4acTHUKH ¢ IpOTrpeccupoBaHreM 3a00JIeBaHus, 308 (64,4) 343 (72,1)
n (%) °

[{en3ypupoBanHbie y9acTHHKH, n (%) 170 (35,6) 133 (27,9)
Mennana (95 % JIN)? 8,9 (7,4-9,2) 3,7 (3,6-5,4)
OtHomenue puckos (95 % JIN) > ¢ 0,63 (0,53-0,73)
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Bpemsi 10 nporpeccupoBanus 3a00/1eBaHUA 10 Pe3yJibTaTaM He3aBHCUMOI0 0030pa
(mRECIST)

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

BpeMﬂ A0 MmporpeccupoBanus 3360J'IeBaHI/Iﬂ o pesyjabTaTaM HE3ABUCHMOI'0 0630pa
(RECIST 1.1)

Menuana B/IIT B mecsmax (95 % JAN) @ 7,4 (7,3-9,1) | 3,7 (3,6-5,4)
OtHomenue puckos (95 % JIN) > ¢ 0,61 (0,51-0,72)
P-3nauenue © ¢ < 0,00001

YacToTa 00beKTHBHBIX 0TBETOB 110 oneHKe ucciaenoareas (mRECIST)

YacTtoTta 00beKTUBHOTO 0TBEeTa, N (%) 115 (24,1) 44 (9,2)
(95 % JIN) | (20,2-27,9) (6,6-11,8)
[Toanbie oTBeTHI, N (%) 6 (1,3) 2 (0,4)
YacTtuuHble 0TBETHI, N (%) 109 (22,8) 42 (8,8)
Otromenue puckos (95 % JIN) ¢ 3,13 (2,15-4,56)
P-3nauenue &9 < 0,00001

YacTtoTa 00beKTHBHBIX OTBETOB 110 pe3yJbTaTaM He3aBucuMoro 063opa (mRECIST)
YacTtoTta 00bekTUBHOTO 0TBETa, N (%) 194 (40,6) 59 (12,4)
(95 % JTN) (36,2—45,0) (9,4-15,4)
Otromenue puckos (95 % JIN) ¢ 5,01 (3,59-7,01)
P-3nauenue &9 < 0,00001

YacToTa 00beKTHBHBIX 0TBETOB 10 pe3yJbTaTaM He3aBucumoro o63opa (RECIST 1.1)
YacTtoTta 00bekTUBHOTO 0TBETa, N (%) 90 (18,8) 31 (6,5)
(95 % ) ' (15,3-22,3) (4,3-8,7)
Otromienue puckos (95 % JIN) 9 3,34 (2,17-5,14)
P-3nauenue &9 < 0,00001

[Jara 3aBepmenns coopa naHHbIX: 13 HOs0ps 2016 T.

IMpenen He Mmenbuied sddexkruBHoctn st OP neHBatuHuOa 1o cpaBHeHUI0 ¢ copadenndbom cocrasun 1,08.
[TpouieHTHBIE 3HAYEHHs] OCHOBAaHBI Ha OOIIEM KOJIMYECTBE IALMEHTOB B COOTBETCTBYIOIIEH IpyIme JEeYeHUs B
MOIYJISAIUH JJIS TIOJTHOTO aHAJIN3a.

JA — noseputensublil nHTEpBal; ®C ECOG — (QyHKIIMOHANBHBINA cTaTyC MO mKane BocTouHol 00beInHEHHON
OHKoJIoTn4eckoi rpymmsl; OP — otHomenne puckos; OB — o6mas BEIKHBaeMOCTb.

8 Ouenka KBapTuiel mpoBoautces mo merony Kammana-Metiepa, a 95 % I — ¢ momoripio 00001IeHHOT0 MeTo1a
Bpyxmetiepa u Kpoymu.

® OTHONIEHHME PHUCKOB MPEICTABIEHO JUIsl JEHBATMHUOA 110 CPABHEHHIO C COpPaeHMOOM W OCHOBAHO HAa MOJIENH
Kokca, Brurtouaromeii rpyrmy JieueHnst B KadecTse (akTopa.

¢ CrpatudunupoBaHo 1o peruoHy (permoH 1: AswWaTcko-THXOOKEAHCKHWH, peruoH 2: 3amagHbId),
MaKpOCKOIIMYECKHEe NPU3HAKA WHBAa3HMH BOPOTHOM BEHBI, MM PACIPOCTPAHEHHE 3a TPEJeIIbl IEUYeHH, WIH U TO, U
apyroe (aa, ver), ®C ECOG (0, 1) u macca tena (< 60 xr; > 60 Kr).

¢ P-3HaueHue TIPeIHA3HAYEHO IS OLIEHKH MPEBOCXO/ICTBA JIEHBATUHUOA [0 CPABHEHHIO ¢ copadeHnOoM.

¢ B pamKax JJaHHOTO aHaJIu3a JIeTAIbHbIE UCXObl HE CYMTAIIMCH CIY4asMH MPOTPECCUPOBAHUSL.

95 % JIV 6b11 paccuuTaH ¢ MCTIONB30BAHMEM ACHMIITOTHYECKOTO HOPMAILHOTO HPHOITHIKEHHS.

9 OrHOlICHHE BEPOATHOCTEH M P-3HavyeHne (I OICHKH MMPEBOCXOMACTBA) OBUIM PACCYMTAHBI C HCIIOJIb30BAHHEM
Mmetona Kokpana-ManTtens-XeH3emns1, CTpaTHGHUIIMPOBAHHOTO 10 (pakTopam cTpatuuKaiy, yka3anHeM B IXRS.

Pucynok 8. KpuBas Kannana-Meiiepa u aHanu3 o0ueii BbIKMBAaeMOCTH € y4eToM (paKTOpPOB
cTpaTuUKanum, 3aperucTpupoBanubix B IXRS, B nccnenopanun 304 — nmomyJisinust 1Jist OJTHOTO
aHa/Iu3a (Me4YeHOYHO-KJIeTOYHbII paKk)
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(MOCNEOOBATENEHOCTE 0003]

Il oy e Sy = Ly
—— Jlensaruund: 13,6 (12,1-14.9)
05 «-=----- Copathenud: 12,3 (10,4-13,9)
0.8 OP (95 % OW): 0,92 (0,79-1.06)
0,7
0,6

0.5

0.4

BepoaTHoCTb

0,3

0,1

0,0

T T T T T T T T T T T T T T T
0 3 -] 2 12 15 18 x b I 30 33 38 30 42

Bpema (mecAubl)
KonuyecTso naymeHTo., NOABERKEHHbIX PUCKY:
NewsarunnG 478 436 374 297 253 207 178 140 102 67 40 21 8 2 0
440 348 282 230 192 156 116 83 57 33 16 8 4 0

[ara 3aBepiienus coopa qaHHbIX — 13 HOs10pst 2016 rona.

[Tpenen ve Menbleit a3 dexTruBHOCTH 11 OTHOWEHU puckoB (OP: neHBaTHHNO 1O cpaBHEHHIO ¢ copadeHnboM =
1,08).

OueHka MeIMaHHOIO 3HaueHus poBoAuTcs no Merony Kannana-Meiiepa, a 95 % H0BEpUTEIBHOTO UHTEpPBAIa — C
MOMOIIEI0 0000IeHHOTO MeTona bpykmeiiepa u Kpoyam.

OP oreHuBanu ¢ TMOMOINBI0 MOJAENM MPONOPLIHOHAIBHBIX PHUCKOB KoOKca, BKIIOUAIOIICH JI€YEHHE B KadyecTBE
HE3aBUCHMOM IIEPEeMEHHON 1 CTPaTu(UIIPOBAHHOMN 110 (hakTopaM cTpaTudukannm, ykasanaeM B IXRS. Jlns anammsa
CBSI3eH HCITOIB30BAJICS METO DpoHa.

Pucynok 9. Kpusas Kannana-Meiiepa 1 aHAJIM3 BBIKHBAeMOCTH 0e3 MPOrPecCMPOBAHHUSA € y4eTOM
(axTopoB crpaTudukanuu, 3aperucTpupoBaHusix B IXRS, B ucciaenopanuu 304 — nomyasiuus aias
MOJIHOT0 aHA/IN3a (Te4YeHOYHO-KJIEeTOYHbIN paK)

Meawnana (mecsubt) (95 % W)
Jlewsarnrnb: 7 4 8)
""" - Copadenubd: 3,7

8)

6-4.,6)

OP (95 % [N): 0,66 (0,57-0,77)
Jlorpaxroseint Tect
P-3xauenne: < 0,00001

BeposiTHOCTHL

0.0

Bpems (Mecaubl)
KonnyecTBo NauynMeHToB, NOABEPMEHHBIX PUCKY:
NersatnanG 478 345 223 172 106 69 44 28 14 9 4 2 0
Copacperut 476 262 140 94 56 41 33 22

)

[ara 3aBepmenns coopa manHsix — 13 HOs16ps 2016 roxa.

OneHka Me/IMaHHOTO 3HAYEHHsI IpoBoauTCs 110 Metoy Kamnana-Meiiepa, a 95 % /I — ¢ momomipro 00001eHHOTO
Metozaa bpykmeiiepa u Kpoynu.

OTHoLIEHNE PUCKOB OBLIO BBIPAYKEHO KaK OTHOLICHHE JICHBATHHUO : cOpad)eHNO M OLIEHUBAIOCH C TIOMOILBIO MOJIEIIH
NpONOPLUMOHANBHEIX pHuckoB Kokca, BKkiIrouaromeld JedeHHe B KauecTBE HE3aBHUCHUMOM IEepeMEHHOM U
CTpaTu(UIMPOBAHHON MO (akTopam crpaTuduKanny, ykazaHHeiM B IXRS. [lng ananuza cBsizell MCIIOIB30BaJICS
Mmeron DPpoHa.
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P-3nauenue ObUIO IpenHA3HAYEHO IJI OLIEHKH IIPEBOCXOACTBA (négég%%%;%bﬁlbg%b ';: I;(Tpﬁ'(ﬁllzul;%h) u

pacCUMTHIBAJIOCH C  KCHOJB30BAHUEM  JIOTPAHTOBOIO  KPHUTEPHUs, CTPATU(QUIMPOBAHHOIO MO  (haKTOopam
cTpaTudukanuy, yka3aHHeM B IXRS.

+ — [eH3ypUPOBAHHBIC HAOIIOICHUS.

JI1 — noseputensHbiii nHTepBai, OP — oTHOMIeHHE pUCcKOB; IXRS — MHTEepakTHBHAs CHCTEMa OTBETA.

Pucynok 10. KpuBas Kannana-Meiiepa M aHaJu3 BpeMeHHM [0 NPOTrpPecCHPOBAHUS C Yy4eTOM
(akTopoB crpaTudukanuu, 3aperncTpupoBaHHbIxX B IXRS, B ncciaenopanuu 304 — nmonyasioms ais
MOJIHOT0 AaHAJIU3A (TeYeHOYHO-KJIEeTOYHbIH paK)

1,0
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+-- -+
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0,5
8
(2]
o 04
T
g
2 03 i
2 £ IMeavana (mecsupi) (95 % )
= 02 JlenBaruxmnd 2)
= t onathemut .
= [ e Copathernt -5.4)
;‘ 0.1 OP (95 % OW): 0,63 (0,53-0,73)
> Jlorpasroewiin Tect

0,0 P-anavenne: < 0,00001

T T T T T T T T T T T T T T T
1] 3 8 e 12 15 18 pal 24 a4 0 k< 3’ e 42

Bpemn (mecaubi)

Konu4yecTso nauveHTos, NoABEPMEHHBIX PUCKY:
NexsatuHus 478 KRN 218 170 106 69 43 28 14 9 4 2 0 0

Copadenut 476 258 139 94 55 41 33 22 14 9 4 2 2 0

[Hara 3aBepmenns coopa naHHbIX: 13 Hos0ps 2016 .

OueHka MeIMaHHOrO 3HA4YeHUs! MPOBOAUTCS ¢ momoupio Metona Kamnana-Meitepa, a 95 % W — ¢ nomomibio
00006mmenHoro Metona bpykmeiiepa u Kpoymu.

OTHoIIEHNE PUCKOB OBLIO BBIPAYKEHO KaK OTHOIICHHE JICHBATHHUO : cOpad)eHNO M OLIEHUBAIOCH C TIOMOIIBIO MOJIEIIH
NPONOPIMOHANBHBIX pHUCKOoB Kokca, BKiIIOYaromield JiedeHHEe B KauyeCcTBE HE3aBHCHUMOHM IEpEeMEHHOH W
cTpaTrdUIUpOBaHHON 1O (akTopaM cTpaTudukanuu, ykazaHHeIM B IXRS. Jlnsg ananmsa cBsi3eil MCHONB30BaiCS
MeToa DdpoHa.

P-3sHaueHne npenHa3Ha4eHO MJsi OLIEHKM NPEBOCXOJCTBA JICHBATHHMOA 10 CpaBHEHUIO ¢ copadeHnOoM u
paccUMTHIBAJIOCh C  HWCIIOJB30BAHHEM JIOTPAHTOBOTO  KpHUTEpHs, CTpaTHGUUIMpPOBaHHOTO 1O  (akTopam
crpatudukanyu, ykazanHeiM B [XRS.

A — noseputensHblii uHTEpBal; OP — oTHOmeEHHE pucKoB; IXRS — wuHTepakTHBHas cucTeMa TOJOCOBOTO
OTBETa/0TBETA Yepe3 HHTCPHET.

Pax snoomempus (P3)

O} PexTuBHOCTD JIEHBATHHNOA B KOMOMHAIIMH C TEMOPOIN3yMadoM H3ydanach B UCCIEI0BAaHUU
309, paHIOMM3UPOBAHHOM MHOTOLEHTPOBOM OTKPBITOM KOHTPOJIMPYEMOM HCCIIEN0BAaHUM,
MPOBECHHOM y 827 MaIMeHTOB C pacipocTpaHeHHBIM PO, KOTOphIe paHee moayJdand Mo KpaHen
Mepe OJIMH MPeIIECTBYIOMUN peXKUM XUMUOTEPAIIMU Ha OCHOBE MPENapaToB IJIaTUHBI B JTFOOBIX
YCIIOBUSIX, BKJIIOYas HEOQJbIOBAHTHYIO M aJbIOBAaHTHYIO Tepanuio. B uccienoBanue He
BKJIIOYAJIMCh MAllMEHThl C CAapKOMOM MaTkH (BKJIIOYash KapIUHOCAPKOMY) HWJIM TAlUEHTHI C
AKTHBHBIM ayTOMMMYHHBIM 3a00J€BaHUEM HIIH 3a00JI€BaHUEM, TPEOYIOIIMM UMMYHOCYIIPECCUU.
[TareHTHI ¢ pakoM SHAOMETPHSI ¢ OTCYTCTBHEM Ipu3HakoB MSI Bricokoit crenenu (MSI-H) nmu
HapymeHus cuctembl penapauun JIHK (dAMMR) Obumn crpatuduumpoBansl mo o0memy
cocrosnuto o ECOG, reorpapuueckoMy perioHy ¥ HATMUUIO Ty4eBON TEpariuy 00JI1acTH Majioro
Taza B aHamHe3e. [lanuenTsl ObUIM panaoMusupoBanbl (1:1) B ogHY U3 ClEIyIOIIMX TPYII
JICUYEHUS:

* JlenBatnan6 20 MT mepopaabHO OJWH pa3 B JIeHb B KOMOMHAIIMU C MeMOpOIn3yMadoM B J103€
200 Mr BHyTPUBEHHO Ka)KJIble 3 HEJIENH.
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* Tepamnus mo BEIOOPY Bpaua, KOTOpas BKIIOYAI WU noﬂgb—ﬁy&f-ﬂ%‘ﬁ _'6'6M1'_7/‘Mt Eé}iém,lé J }} é -

WJIH TIAKJIATaKcen S0MI/M2 KaskTylo HeJleno, 3 HeJlelld MpHeM/0IHa Helelsl IepephIB.

Jleuenne neHBaTUHHMOOM U meMOpoau3ymMaOoM MPOJOJKAIOCH [0 HPOrPEecCUpOBaHUS
3a0oseBanus, onpeaeneHHoro no RECIST 1.1 no pe3ynbraraM HE3aBUCUMOM LIEHTPAIN30BaHHON
3acnerienHoit  omeHkn (BICR), HempuemsieMod TOKCHYHOCTH, WM TIPH  JOCTHIKEHUU
JUIMTETIBbHOCTU Tepanuu neMmOponusymadbom 24 wmecsna. BeeneHue ucciegyemoro mnpemnapara
paspemaiochk Mmocjae mporpeccupoBanus 3aboneBanus, ompeaenenHoro no RECIST 1.1, ecnnm
UCCJIEI0BATENb CUUTAN, YTO MALMEHT MOIY4YaeT KIMHUYECKYIO MOJIb3Y U JIEUEHUE MEPEHOCUMO.
OreHKa COCTOSTHUS OIyXO0JIA MPOBOAMIIACH KaX/Ible 8 HElIeb.

OcHoBHBIMU MTOKa3aTensiMu 3 GekTuBHOCTH ObLTH 001Iast BEKHBaeMOCTh (OB) 1 BEDKMBaEMOCTh
6e3 mporpeccupoBanusi (BBII) mo omenke BICR B coorBerctBum ¢ RECIST 1.1,
MOIU(DUIIMPOBAHHON JIsI OIEHKH MakcuMyM 10 TapreTHhIX 04YaroB, 0 5 TapreTHBIX OYaroB B
oJlHOM opraHne. JlonoaHuTenbHbIe nokazarean 3pHEeKTUBHOCTH BKIIFOUYAIH YACTOTY OOBEKTUBHOTO
otBeta (HOO) u nnurenbHOCTh oTBeTa 1o oneHke BICR.

Cpenu 697 maimeHTOB ¢ paKOM SHJOMETPHS ¢ OTCYTCTBUEM Ipu3HaKoB MSI BbICOKOIl cTeneHu
(MSI-H) wnmmu mapymenus cucrembl penaparuu JHK (AMMR), 346 mnaiueHTOB ObLau
PaHJIOMU3HUPOBAHbBI B IPYMNIy KOMOMHALIUY JICHBATUHUO + neMOponn3ymad u 351 manueHT ObLT
PaHIOMHU3HPOBAH B IPYIITY JOKcopyOuimHa (n=254) wim makiurakcena (n=97) o BeiO0Opy Bpaua.
Hcxonnple XapaKTepUCTHKU NAIlMEHTOB OBLUIM CIEAYIOIIMMHU: MeauaHa Bo3pacta 65 ner
(mnanazoH ot 30 1o 86), 52% Obutn 65 et unu crapue; 62% - eBporeonIHoM, 22% - a3uaTcKon
u 3% - nerpounnoit pacer; OC mo ECOG 0 (60%) u 1 (40%). ['ucronoruueckue MOATHIIBI
BKITIOYAIH JHJOMETPHOUIHYIO0 aneHokapuuHomy (55%), cepo3nyro ameHokapuuHomy (30%),
CBETJIOKJIETOUHYIO afieHOKapiuHoMy (7%), cmemanusii noatun (4%) u apyrue (3%). Bee u3
TUX 697 ManMeHTOB MOJyYalyd MPEIIIECTBYIONIYI0 CUCTEMHYIO Tepamnuto no nosoxy PJI: 67%
onny, 30% nBe u 3% Tpu unu Oosiee CUCTEMHBIX Tepanuil. TpuauaTh ceMb MPOIEHTOB MAIIUEHTOB
MOJTYYaJTH TOJIBKO HEOQIBIOBAHTHYIO WJIH bIOBAHTHYIO TEPAITHIO.

[Toxazarenu s exTruBHOCTH puBeeHbl B Tabnuie 10 u Ha pucyHkax 11 u 12 cooTBeTCTBEHHO.

Tab6auna 10. Pe3yasTatsl 10 3p(PeKTHBHOCTH N0 PaKy IHAOMETpHsS B HccaenoBanun 309

Pak snomerpus
(6e3 MSI-H nin dAMMR)

Koneunast Touka

JlenBaTnHUO
nemMopoJn3ymaoom
N=346

JoxcopyOnumH nimn
NAKJIUTAKCeJI
N=351

OB

KonnuecTtBo (%) manneHToB ¢ siBIeHneM

165 (48%)

203 (58%)

Menaunana B Mecsnax (95% JAN)

17,4 (14,2, 19,9)

12,0 (10,8, 13,3)

OtHomenue puckos * (9511)

0,68 (0,56, 0,34)

P-3Ha4CHHUC 0

0,0001

BbII®

KonnuecTtBo (%) manneHToB ¢ siBIeHneM

247 (71%)

238 (68%)

Menuana B mecsinax (95% JAN)

6,6 (5,6, 7,4)

3,8 (3,6, 5,0)

OtHomenue puckos * (95/11)

0,60 (0,50, 0,72)

p-3Havenue ° <0,0001

YacToTra 00beKTHBHOI'0 OTBETA

YOO *® (95% JAN) 30% (26, 36) 15% (12,19)
IToyHEBI OTBET 5% 3%
YacTUYHBINA OTBET 25% 13%
p-3HaueHue " <0,0001

JIUTEeJILHOCTD OTBETA N=105 | N=53
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s #

MenuaHna B MecsiIiax (JIuamna3oH) ‘

9.2 (L6423, 7Hy "o ENE 50 7 545k

a Ha ocHOBaHMU cTpaTU(UIIMPOBAHHON perpeccnoHHoi Moenu Kokca
6 Ha ocHOBaHUM CTpaTU(GUIUPOBAHHOTO JIOTPAHTOBOTO KPUTEPHS
B CortacHO HE3aBUCHMOMY PaIHOIOTHIECKOMY 0030py

r Ha ocHoBanmu mMerona MuertnneHa u HypmuHeHa, ctpatudunrpoBanHoro mo ¢GysknuoHansHOMY cratycy ECOG,
reorpaguueckoMy perHoHy U HAJIMYHMIO JIYUeBOH Tepanuy o0JIacTH MaJIoro Ta3a B aHAMHe3e

Pucynok 11. KpuBas Kannana-Meiiepa nis o6uieii BbkuBaeMocTu B uccjiegosanuu 309 (6e3 MSI-

H vau dMMR)

1.04
0.9+

0.81
0.7 4
0.6
0.5+
0.4
0.31
0.24
0.1
0.0+

BEPOHTHOCT]: BBI}KHBAHHSHA

JIeBEATHHHAG + NeMOpo.1H3YMAad
Joxcopy0NIEH ILTH DAKITATAKCET

0 3 6 9

r—T—Tr—Tr—T—T—T7
12 15 18
Bpema (MecanbI)
Komn-Bo naniHeHToB B IPpyIIe PHCKA:

346 322 285
351 319 262

232
201

160 109 62 28
120 70 33 11

JlenBaTHHO + HemOpoan3ymMad
JORCOPYOHIMH HJIH NAKIHTAKCE

2 24 27

Pucynok 12. KpuBas Kannana-Meiiepa 1J1st BbIAKHBaeMOCTH 0e3 NPOrpeccHpoOBaHUs B HCCIe0BAHUM

309 (6e3 MSI-H uiiu dMMR)

1.04
0.9 - \
0.8 -
0.7 1
0.6 -
0.5+
0.4
0.31
0.2 4
0.1 o .
0.0 4

BhizkHBaemMocTh Ge3 nporpeccHpoBaHus

JlemeaTEERG + meMOpoEIyYMad
HokcopyOHNEH HIH DAKTATAKCE

L]
15

Bpemsa (MecAIbI)
Kon-Bo nanHenToB B IPYIIIe PHCKA:

JleHBaTHHHO + IlemMOpoan3yMad 346
JoxkcopyOHIHH HIH MaKIATAKCcen 351

264
117

165
83

112 60 39 30 12
37 15 8 3 1

5.2. ®apmakoKuMHeTHYECKHE CBOHCTBA
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dapMaKOKMHETHYECKUE TIapaMeTphbl JICHBATHHHOA I/ISV‘I-II;JJI"I:II/I %Bpo%&tggt—)c;cﬁm JIIOI[GI/I

MY OTYETY

B3POCJIBIX JIIOI[GI\/JI C IIEYCHOYHOM HEOOCTAaTOYHOCTEIO, MOYCYHOMN HEAOCTATOYHOCTHIO H
COJIMAHBIMHU OITYXOJISIMU.

AOGcopOuus
JlenBaTHUO OBICTPO BCACBIBAETCS TOCIE MEPOPAIBLHOTO TMpPHEMa: BpEeMs JIOCTHKEHUS

MaKCHMaJbHOW KOHLIEHTPALMU B IJ1a3Me KpoBH (Imax) coctaBisier mpumepHo 1 — 4 yaca mociie
npuema. [Ipuem nuim He oka3bIBaeT BIMSHUSA Ha CTENIEHb BCACBIBAHMSI, HO 3aMEISIET CKOPOCTb
storo mpotuecca. [Ipu npueme mpemnapara ¢ nuiiel 370pOBBIMU JOOPOBOJIbLIAMU JTOCTHKEHUE
MaKCHMaJlbHBIX KOHIIEHTpALUi [IpernapaTa B IJ1a3Me KPOBH 3aMeJISIOCh Ha 2 Jaca.

AOcomroTHas 6I/IOIIOCTy1'IHOCTB JICHBaTHHHOA B OpraHu3MeE 4e€JIO0BC€Ka HE OIIpCACICHa, OJHaKo,

JIAaHHBIE HCCIIEOBAaHUs OajlaHCa Macc IMO3BOJIAIOT MPEAINOJIOKHUTh, YTO OHA COCTAaBIIET OKOJIO
85%.

Pacnpenenenue

B ycioBusx in Vitro seHBaTHHUO TPOIEMOHCTPHUPOBAN BBICOKYIO CTEIIEHb CBSI3bIBAHUS C OCTIKaMH
I1a3Mbl KPOBH YeJIOBEKa, KOTOpasi BappupoBanachk oT 98 10 99 % (0,3 — 30 mMkr/min me3unarta).
[Ipenapar cBsA3BIBaJICS MPEUMYIIECTBEHHO C albOYMMHOM M B HE3HAYUTEIHHOM CTENEHU — C
anbQa-1-KuCipIM TITUKONPOTEMHOM U ramma-rinooynuHoM. [lomobHoe cBsi3piBaHue ¢ OenkaMu
miasmbl (0T 97 % 1o 99 %) 6e3 3aBUCUMOCTH OT KOHIEHTpanui JienBatuHuOa (ot 0,2 10
1,2 Mxr/Ma) HaOMOAAIOCh B IUIA3ME OT IIEUCHOYHOM HEJOCTaTOYHOCTH, ITOYCYHOM
HEJI0OCTATOYHOCTH U 3I0POBBIX CyOBEKTOB.

CooTHOIIICHHE KOHIIEHTPAIIUH JIEHBATHHUOA IN VItr0 B KpOBHU U B IU1a3Me BapbUpoBaioch ot 0,589
10 0,608 (0,1 — 10 Mxr/mut Me3umaTa).

HWccnenosanus in VIitro mokasaiu, 4To JEHBATHHUO SBISIETCS CyOCTpaToM P-TiMKompoTerHa U
OenKa pe3uCTEeHTHOCTH paka MosouHou sxene3sl (BCRP) m He sBisiercss cyOcTpatom OGenkoB-
MEPEHOCUMKOB OpraHuveckux aHuoHoB M katnoHoB (OATI, OAT3, OATPIBI, OATPIB3,
OCT1, OCT2, MATEL, MATE2-K) nnu Genka-niepeHocuuKa coiei sxemaHbix kuciot (BSEP).
B nuro3ose neueHu yenoBeka JI€HBaTUHUO HE HHIMOMPOBA aKTUBHOCTD AJIbJIETUAOKCUAA3HI.

VY nmanueHToB cpeaHuil Kaxymuiics oobem pactpenenenus (Vz / F) nepBoit 10361 BAppUpOBAJICS
ot 50,5 10 92 1 u B 1ena0M ObUT MOCTOSHHBIM JJIS TPYMI 103 OT 3,2 Mr 710 32 Mr. AHaJIOTHYHBINA
CpPEeIHHI KaXyluics o0beM pactpeeneHus B yctonuuBoM coctosinuu (Vz / Fss) Takke B rienom
OBILJT TOCTOSHHBIM M cocTaBisI oT 43,2 m no 121 1.

buotpancdopmarus

Nzodepment CYP3A4 sBnsercs mpeobOnanatomeit (> 80 %) mzodopmoit nmroxpoma P450,
ydactBytomieid B P450-onocpeoBaHHOM MeTabon3Me JieHBaTHHUOA iN Vitro. In Vivo HHIyKTOpBEI
u uaruoutopsl usopepmenta CYP3A4 okaspiBaii MUHUMAJIbHOE BO3JECHCTBUE HA SKCIO3HUIINIO
JeHBatuHUOa (cM. pazzen 4.5).

B mukpocomax KIIETOK TI€UE€HHM 4YelOoBeKa Oblla OOHapyXeHa JAeMETHUIMpOBaHHas ¢dopma
nenBatuHuOa (M2), Kkoropas mpeicTaBiIseT co00il OCHOBHOW MeTaboNIMT mpenapaTta.
Metabonutel M2’ 1 M3’ (0OHapyXeHHbIE B KaJIOBBIX Maccax 4esloBeka) oOpa3yroTcs u3z M2 u
JIEHBaTUHNOA, COOTBETCTBEHHO, IIPU YYaCTUH aJIbJIETUJOKCHIA3BI.

[To maHHBIM pagOXpOMATOTPAPUIECKOTO MCCIIEIOBaHMS 00Pa3IoB IIa3Mbl KPOBH, COOpPaHHBIX
3a mepuoA 10 24 4acoB moclie nMpueMa JeHBAaTHHHOA, HeM3MEHEHHBIN JICHBATUHUO TeHepHUpOBAl
97 % paanoaKTUBHOCTH, TOT/Ia Kak MeTadomutT M2 — mutib 2,5 %. AHanu3 TUIomaan moj KpuBon
«xonueHnTpanus-speMs» AUC(o-inf) TOKa3aJ, 4TO PaJUOAKTHBHOCTh JIEHBATUHUOA COCTaBIIsUIA
60 % u 64 % oT o0IIel PaTMOAKTUBHOCTH TIIa3MBbI U IISJIbHON KPOBH, COOTBETCTBEHHO.

HccnenoBanus 0anaHca MacChl M 9KCKpELUH JIEGHBAaTUHNOA ITOKA3aJI1, YTO penapaT MoBepraercs
aKTHBHOMY MeTa00JI3My B OpraHu3Me uenoBeka. OCHOBHbIE YCTAHOBJICHHbBIE ITyTH MeTabonn3ma
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MY OTUETY

nemerunupoBanue npu ydactun uzopepmenta CYP3A4, xoHbioranuio ¢ TIYyTaTHOHOM C
ynanesueM O-apuiibHOM rpymisl (XI10p()EHNIBHOr0 0CTaTKa) 1 KOMOMHALIMY 3TUX MEXaHU3MOB C
JManbHeleln ouorpanchopMarueit (BKIOYAs TIIOKYPOHHPOBAHUE, THAPOJU3 TIIYyTATHOHOBOU
IPYIIIbL, pa3pylIEHUE HUCTENHOBOIO OCTATKA, a TAKKE BHYTPUMOJIEKYJIIPHYIO IEPErPYIIIUPOBKY
KOHBIOIaTOB LIMCTEMHWINIMIMHA U LUCTENHA C MOCIeAyolel nuMepusanueii). Jlanuple nytu
Mertaboim3Ma in VIVO COormacyroTcesi ¢ pe3ybTaTaMH MUCCICAOBaHUiA IN VItro ¢ UCIoib30BaHUEM
OroMaTepHasoB YeIOBEKa.

DIMMUHALUA
ITocnie noctmwxkenns Cmax, KOHIEHTpAIMs JICHBAaTHHMOA B IIJJa3ME€ KpPOBHU CHHIKAETCS

OmdkcrnoHeHManbHO. [leproy monyBeIBeACHHS JTeHBATHHHOA B (Da3e dIMMHHAIIMA COCTABIISET
MPUMEPHO 28 4acoB.

[locne BBegeHus 6 mnaANUMEHTaM C COJIMJIHBIMU  ONYXOJISIMH  PaJIMOAKTUBHO-MEUYEHHOIO
JIEHBaTUHKMOA, TPUOIM3UTENBHO 2/3 OT BBEICHHOW J103bI BBIBOJIWUJIOCH Y€pe3 KUIICUHUK U 1/4 —
yepe3 noyku. [Ipeobnanarommum MeTaboIUTOM B IKCKpeTax sBisuics metadonut M2 (~5 % ot
JI03bI), BTOPBIM IO 3HAUUMOCTH SIBIISLIICS IEHBATUHUO (~2,5 %).

Jluneitnocts/HennueHOCTh

IIponopyuonansnocme nokazamenei 0o3e npenapama u HaKonJieHue npenapama 6 Op2anusme

VY NanueHTOB C CONUIHBIMHU OIMYXOJISIMU, MOJYYaBIIUX OJHOKPATHBIE U MHOTOKpATHBIEC O3B
JICHBAaTHHNOA OJUH pa3 B CYTKH, IMOKa3aTean CUCTeMHON 3kcno3ummu npenapara (Cmax 1 AUC)
BO3pacTaiy NPsSMO MPONOPIIMOHATIHHO MOBBIIIEHHUIO €T0 10361 OT 3,2 10 32 MI' OJMH pa3 B CyTKH.
JlenBaTuHUO MPOJAEMOHCTPUPOBAT MUHUMAIBHYIO CIIOCOOHOCTh K HAKOIUICHUIO B OpraHU3ME B
PaBHOBECHOM COCTOSIHMH. B yKa3aHHOM Juamna3oHe 103 Me[uaHa WHiekca HakoruieHus (Rac)
BapbupoBaiack oT 0,96 (20 mr) no 1,54 (6,4 mr). ¥ nanuentos ¢ I'LIP ¢ Bbicokum Oamiom 1o
mikane Yaina-ITsio (7 — 8), monyyaBmumx JeHBaTUHUO B 103€ 8§ MI, MEIiaHa MH/IEKCAa HAKOTLIICHUS
coctasuia 1,49.

PapMaKOKMHETUKA Y OTAEIbHBIX TPYII MAIMEHTOB

Tayuenmoi ¢ neueHoyHol HEOOCMAMOYHOCTBIO

®apMaKOKMHETHKA JIEHBaTMHMOA M3yyasiach y 6 MallMeHTOB C JIETKOM U CpedHE CTeNeHbIo
TSOKECTH MEUYEHOYHOU HeoCcTaTouHOCTH (Kiacc A u B mo mkane Yaina-I1s10, COOTBETCTBEHHO),
KOTOpBbIE TMOJydYalau Mpenapar B OJHOKpPATHBIX Jo3ax mo 10 mr. Y 6 mamueHToB ¢ TsHKEJION
MEeYeHOYHOHN HepocTaTtouHoCcThIo (Kinace C no mkane Yaitna-I1s10) mpenapar npumeHsics B 103€
5 wmr. KonTponpHas rpymnma BKIOuYajga 8§ 3I0pPOBBIX JOOPOBOJBIIEB CO CXOTHBIMHU
neMorpaduueckuMy MoKa3aTesIMK, KOTOPBIE MOTydalu IeHBaTUHUO B 03¢ 10 mr.

YpoBeHb JKCIO3WIMH JICHBATUHUOA, HA OCHOBE CKOPPEKTHPOBAHHBIX II0 JI03€ ITOKa3aTelei
AUC(-) u AUC(0-inf) Y HAIMEHTOB C JIETKOM, CpelHEH U TSDKEIOM CTENEHBI0 MEeYEHOUHOU
HEJ0CTAaTOYHOCTH YPOBEHb IKCIO3UINH JEHBAaTUHUOA cocTaBiis npubdausurensHo 119 %, 107 %
u 180 % (COOTBETCTBEHHO) OT YPOBHS €r0 3KCIO3ULUH Yy MAIlMEHTOB ¢ HOPMAIbHOM () yHKIMEH
nedeHu. bputo ycTaHOBJIEHO, YTO CBS3BIBAHHME C OENTKaMH TUIA3Mbl Y TIAIMEHTOB C MEYEHOYHOH
HEI0CTaTOYHOCTHIO M 3/I0POBBIX JOOPOBOJIBIIEB OBIJIO CXOAHBIM, 3aBUCUMOCTH OT KOHIICHTPALIUU
He HaOmogaIock (cM. pazaen 4.2.).

Hannbix no nauuentam ¢ I'LP u cpeaHelt cteneHpo ne4eHOUHOM HeA0CTaTOYHOCTH (Kitace B o
mkane Yanna-Ilpro, 3 mamwedTa, MOMyYaBIIUX JIGHBATHHUO B OCHOBHOM HCCIJICIOBAHUH )
HeaocTaToyHo. Jlanwele no mamueHtaM ¢ [P w  Tsxkenmol CTENEHbIO TMEYEHOYHOU
HepoctaToyHocTu (kinacc C mo mkane Yaina-ITeio) oTcyTcTBYyIOT. JIeHBaTHHHMO B OCHOBHOM
BBIBOJIUTCS TICUEHBIO, U DKCTIO3UIIMS B 3TUX TPYIIaX MalMEHTOB MOXKET OBITh YBEITUYCHA.

Menuana nepuoja MoJyBbIBEICHUS MPENapaTa uMeina CONOCTaBUMbIE 3HAYEHHUS Y MAIlIUEHTOB C
JIETKOM, YMEPEHHOU U TSHKEIION CTETIEHbI0 EYEHOYHOW HEJOCTATOYHOCTH U BAPbUPOBAIIACH OT 26
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BBIBE/ICHHOH MOYKaMu, Obllla HU3KOW BO BCEX KOTOpTax manueHToB (MeHee 2,16 %).

Tayuenmoi ¢ noueunol HedOCMamouHOCMuIo

dapMaKOKMHETHKA JICHBAaTUHHOA M3ydajach y 6 IMAIMEHTOB C JIETKOHM, CpEeIHEHW W TSKEIOu
CTEINEHbIO MOYEYHON HEOCTATOYHOCTH, KOTOPBIE MOJIyYalld MpernapaT B OJJHOKPATHBIX J103aX 110
24 wmr. I'pynma cpaBHEHUs BKIOYaJa 8§ 3I0pOBBIX JOOpPOBOJIBIEB CO  CXOIAHBIMHU
nemorpaduueckuMu rmokasareinsiMu. VMcciaenoBanus JCHBATHHUOA y TAIUEHTOB ¢ XPOHHYECKUMU
3a00JIeBaHUSMHU MTOYEK B TEPMUHAILHOM CTAANK HE TPOBOIUIIUCH.

YpoBeHb 3Kcno3unuy JeHBaTuHNOa Ha ocHOBe noka3aTtesss AUC o-inf) 1715 MALIUEHTOB C JIETKOM,
CpeIHEeN WM TSHKEJIOW CTEMEeHbI0 MOYeYHOM HemocTaTouHOCTH coctaBuia 101 %, 90 % u 122 %,
COOTBETCTBEHHO, IO CPABHEHUIO C MMAIIMEHTAMH ¢ HOpMaJIbHOU (DYHKITUEH MOYCK.

be0  ycTaHOBIIEHO, 4YTO CBs3BIBAaHWE C O€JKaMHM IUIa3Mbl Yy TMMAIIMCHTOB C IMOYCYHOU
HEJI0OCTATOYHOCTBIO U 3/I0POBBIX JOOPOBOJIBLIEB OBUIO CXO/IHBIM, 3aBUCUMOCTH OT KOHIICHTPAILlUU
He HaOmoaaIock (cM. pazaen 4.2).

Bausnue eo3pacma, nona, maccel mena u pacogou npuHAOIeHCHOCmU

[To pe3ynpraTam MOMYIAIMOHHOTO (apMaKOKHHETHYECKOTO aHAIN3a Y MAMEHTOB, MTOIyYaBIIAX
JeHBaTHHUO B J03ax 70 24 Mr OauH pa3 B CyTKH, BO3pacT, IOJI, Macca Tejla M pacoBas
IPUHAJJIEKHOCTD (SIIOHLBI IO CPABHEHUIO C JIPYTUMH, €BPONEOUIbI 10 CPABHEHUIO C APYTHUMU)
HE OKa3aJIi 3HAYUTEJILHOTO BIMSIHUS Ha KIIMPEHC JJeHBaTUHUOA (cM. paszzaen 4.2).

eTu
HccnenoBanus IeHBaTUHUOA y JI€TEH HE TPOBOMIINCE.

5.3. /lanHbI€ JOKJIHHUYECKOH 0€301MacCHOCTH

B wuccnenoBaHMAX TOKCMYHOCTM MHOTOKPATHBIX 103 (10 39 Hexenb) JIEHBATUHUO BbI3bIBAI
TOKCUKOJIOTMYECKHE M3MEHEHHUs B Ppa3IUYHBIX OpraHax W TKaHiAX, OOYCIIOBJIECHHBIE
npejnoiaraeMbiM (apMaKoJIOTHYECKUM JEWCTBUEM JICHBAaTUHUOA, SIBISIFOIIETOCS WHTMOUTOPOM
tupo3uHKuHa3bel peuentopoB VEGF, a Taxke MHruOMpoBaHHWEM aHTHOTE€HE3a, B TOM YHCIIE
TUIOLEIUTIONSAPHOCTRIO IMYEK, aTpe3uel (OoTMKYIIOB B SMYHUKAX, U MOpPAaXEHHEM apTepuit
(apTepuanbHbIM (PUOPUHOUHBIM HEKPO30M, METUAIBHON JIereHepalueil Win KpOBOU3IHSHUEM )
y KpbIC, CO0AK, U IBAHCKMX MaKaKOB.

B xon1e 4-HeenbHOrO Mepruoaa BOCCTAHOBIICGHUS Y BCEX BHJIOB JKMBOTHBIX, YYaCTBOBABIIUX B
MCCJIeTIOBaHNH, HAOII0Jaach 00paTUMOCTh TOKCUKOJIOTHYECKUX H3MeHEeHHH. OpraHbl-MUIICHH Y
MOJIOJIBIX KPBIC, KOTOPBIM BBOJIWIH JICHBATHHUO B 103aXx 10 10 Mr/Kr, ObUTH TEMH K€, 4TO U Y
B3pOCIBIX KpbIc. OJTHAKO CMEPTHOCTh Y MOJIOJIBIX KPBIC, MOYYaBIIMX Mpenapar B go3e 10 mr/kr,
HACTyTaJIa paHbIIIe, YeM Y B3POCIIBIX KPBIC, TOJYYaBIINX TAKYIO K€ 103y. TaKkke y MOJIOJBIX KPBIC
HaOI0TATHCh 3a/Iep)KKa pOCTa U BTOPUYHAS 3a/IepiKKa (PU3NIECKOTO Pa3BUTHS.

I €eHOTOKCUYHOCTD

JlenBaTHHUO HE MPOSIBIISLT MyTareHHOTO JAEUCTBUA B TECTe DHMca U aHAJIM3€E C UCIOJIb30BaHUEM
KJIETOK JIMM(OMBI MBIIIEH, MPOBOAUMBIX IN VItro, a Takke HE MPOSBISLUT KJIACTOTEHHOM
AKTHBHOCTH B MUKPOSIIEPHOM TECTE, MPOBOIMUMOM iN VIVO Ha KPbICaX.

KanneporeHHocTh
HccnenoBanuii KaHIIEpOT€HHOCTH JICHBATHHUOA HE MTPOBOIMIOCH.

PenpoaykTuBHas TOKCUYHOCTh U 3M6DI/IOTOKCI/I‘-IHOCTB
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Js1 o1ieHKM BIHMSTHUS IEHBaTUHNOA HAa EePTHIIBHOCTh cnégpran;{fb‘&'

He npoBOoAMIOCh. OAHAKO B MCCIEAOBAHUSAX TOKCUMYHOCTH MHOTOKPATHBIX /103, TPOBOJUMBIX HA
JKUBOTHBIX, HAOJIIOJATNCh U3MEHEHUS B AMYKaX U SIMUHUKAX IpU 00beMax MOTpeOIeHUs HIKE
0XXHMJIaeMbIX B paMKax KIMHUYeCKUX wucnbiTanuii (Ha ocHoBe AUC) u mnpuMeHEHUU B
MaKCHMaJIbHOU PEKOMEHIyeMOH /103€ i YeJIOBEKa.

BBenenne neHBaTHHHOAa BO BpeMs OpraHoreHe3a MPUBOAWIO K 3MOPHOJETANLHOCTH U
TEPATOreHHOCTH KaK y KPbIC, TAK M Y KPOJIMKOB MIPH 00beMax MOTpeOIeHUs HIKE, YeEM B paMKax
KJIIMHUYeCKUX ucnbpiTanuii (Ha ocHoBe AUC wiin Tuiomaan nmoBepXHOCTH Tella COOTBETCTBEHHO),
OpU TNPUMEHEHUU B MAaKCUMAJIbHOM PEKOMEHJyeMOW J103€ JUIsl 4esoBeKa. Y KpBIC MOPOKU
pa3BUTHS KOCTHO-MBIIIEYHON CHCTEMBI 1uioja Habmonanuck mpu jgo3ax 0,1 Mr/kr u Beime, a
MakcHUMajbHas 71032, HE BbI3bIBaIOUIas OOHAPYKMBAEMOTO BPEAHOIO BO3IACHCTBHS Ha ILJIOJ
(NOAEL), y kpbIc He omnpeensiack. Y KpPOJUKOB aHOMAaJIUHU Pa3BUTHUSA IJI0JIa OTMEYAJINUCH MPU
no3ax 0,1 u 0,5 Mr/kr. B uccnenoBaHun Ha KpOJIMKaX MaKCHMallbHas 103a, HE BBI3bIBAIOIIAS
00Hapy»XKMBAEMOTO BPETHOTO BO3JCHCTBHS Ha TuioA, cocraBisuia 0,03 Mr/kr. DTu HaHHBIE
YKa3bIBAlOT HAa TO, YTO JICHBATMHHO O0O0JIaJaeT TEpaTOT€HHbIM MOTEHIIUAJIOM, BEpPOSTHO,
CBSI3aHHBIM C TE€M, YTO JICHBATUHUO MPOSIBIISIET (hapMaKOJIOTUYECKYIO aKTUBHOCTD, XapaKTEPHYIO
JUISL aHTUAHTHOT€HHOT'O CPEJICTBA.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. IlepeyeHb BCIOMoOraTebHbIX BelIeCTB

Conepx’umMoe KarcyJibl

Kanpuusa  xapOoHaT,  MaHHUTOJN,  LEJUIIOJO03a  MHMKPOKpPUCTAJUIMYECKas,  TMIIPOJ03a
HU3KO3aMellleHHas!, TAJIbK.

O060I104Ka KaICyIbl

I'unpomennosa (E464), Turana auokeun (E171).

6.2. HecoBMeCcTHMOCTDH

He npumennmo.

6.3. CpoK roaHocTH (CpoOK XpaHeHus )

3 roxa.

6.4. Oco0ble Mepbl MPEIOCTOPOKHOCTH NMPH XPAHEHUH

XpaHuTb 1pu Temieparype He Boime 25 °C.

6.5. XapakTep u cofep:KaHHe YIAKOBKH

[To 30 kamcyn B 0aHKY M3 MOJHATUICHA BBICOKOW INTIOTHOCTH C 3aBUHYMBAIONUMUCS KPBIIIKAMHU
U3 TOJMIIPOITMIIEHA C OCYIIUTENIEM U KOHTPOJIEM MIEPBOTI0 BCKPBITHS.

[To 1 GaHKe BMECTE € JIMCTKOM-BKIIAIBIIIEM ITOMEIIAIOT B MaYKy U3 KapTOHA.

6.6. OcoOble  Mepbl  NPEIOCTOPOKHOCTH TNPH  YHHYTOKEHHWH  HMCHOJIH30BAHHOTO

JICKAPCTBEHHOI0  Npenapara WJIM  OTX0A0B, TMOJYYEHHBIX IOCJIe NPHMEHEHHus!
JIEKApPCTBEHHOI'0 Npenapara u Apyrue MaHUIyJsIUH C PenapaToM
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Jlutiam, oGecneynBarOmMUM yXOa 3a TAIllMeHTAMU, He(ngll_'leI[MDIIEcﬁlk H(;I;C-E/Hbl-;l-Tb6BI

n30eKaTh MOBTOPSIONIETOCS BO3ACHCTBHS HA HUX COJIEPKUMOTO Karcy.
Bech ocraBmmiics JiekapCTBEHHBIN Mpenapar U OTXO/bI CIEAYeT YHUUTOKUTh B YCTAHOBICHHOM
MOPsIZIKE.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHU A

Poccuiickas @enepanus

000 «<-AMEJIAPT»

109316, r. MockBa, Boarorpajackuii mpocnekT, a. 42, k. 24, stax 2, koM. 11.1
Ten.: +7(495)-741-46-65

®daxkc: +7(495)-741-46-65

Anpec anekTponHoit moutsl: info@amedart.ru

7.1. IlpencraBuTe b AepKaTesisi perucTPAlHOHHOIO YAOCTOBEPEeHH s

[IpeTeH3UM NOTPSOUTENICH HAIPABIATE 110 aJIPECY:

Poccuiickas ®@enepanus

000 «<-AMEJIAPT»

109316, r. MockBa, Bonrorpaackuii mpocrekT, 1. 42, k. 24, stax 2, kom. 11.1
Temn.: +7(495)-741-46-65

®daxkc: +7(495)-741-46-65

Anpec snekTponHo# mouthl: info@amedart.ru

8. HOMEP PETUCTPAIIUOHHOI'O YIOCTOBEPEHUS

9. IATA TEPBUYHOH PETMCTPAIIMM (IIOJATBEPXIEHUWSI PETHCTPAILINU,
INEPEPETUCTPALINN)

JlaTa niepBoii perucTpanuu:

10. JATA HEPECMOTPA TEKCTA

OO6mas xapakTepucTuka JiekapctBeHHoro mnpenapara JlenBarunn0-AMEJIAPT noctynmna Ha
UHPOPMALIMOHHOM TopTaie EBpasuilckoro SKOHOMHYECKOTO COK3a B HH(POPMALMOHHO-
KOMMYHUKaIMOHHOM cetn «HTepHeT» http://eec.eaeunion.org/.

57


mailto:info@amedart.ru
mailto:info@amedart.ru
http://eec.eaeunion.org/

