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CC/INY Hee
onpenenanTca GakTopbl
HebnaronpuATHOro NPOrHO3a;

HaCTao BPEMS PAaCCMOTPETb Ha3HayeHue 3eHnncTuK! 4

-

*XapakTepuctnkmn 3aboneBaHns, 0ObIYHO aCCOLMMPYIOLLMECS C MeHee 6/1aronpusaTHbIM NporHo3om. B nccneposadn MONARCH 2 B
KayecTBe (PaKTOPOB HEGNArONPUATHOrO MPOrHO3a aHa/IM3MPOBaIN NEPBUYHYIO FOPMOHOPE3NCTEHTHOCTL U MeTacTa3bl BO BHYTPEHHME
opraHbl. B nccnegosann MONARCH 3 chakTopamu He61aronpusaTHOro NPOrHO3a ABASIMCh METACTasbl B NEYEHb U MHTEpPBan 6e3
neveHns meHee 36 mecaueB. [NpoBeaeH aKcnepuMeHTaabHbIi aHans BbKMBAEMOCTM 6€3 MpOorpeccMpoBaHna B MOArpynnax nauMeHToB
C MeTacTasamu B NeYeHb 1 nHTepBaiom 63 neveHns meHee 36 mecqaueB. [aHHble nccnefoBaHnii NpeacTaBneHbl Ha CTpaHnuax 5, 6 1 19.

3eHNNCTUK NoKasaH A/ IeYEHUS NOMOXUTENBHOIO MO FOPMOHasbHbIM pelentopam (IFP+) n otTpuuartensHoro no peuentopy
anuaepManbHoro dhaktopa pocrta YenoBeka 2-ro tuna (HER2-) pacnpocTtpaHeHHOro UM MeTacTaTUYeCKOro paka MOJIOYHOM Xenesbl:

B KOMOMHALMWN C MHTMOUTOPOM apoMaTasbl B Ka4eCTBE NepPBOM NMMHUN SHOOKPUHHOM Tepanunu;
B KOMOVHaLMK C (hy/IBECTPAHTOM, HA3HAYaeMbIM B KaYeCTBE NepBON WY BTOPOW IMHUN SHAOKPUHHOW Tepanuu;
- B KayecTBe MOHOTEPANUN Y MaLMEHTOB C NPOrpeccnpoBaHnem 3a6oneBaHms Nocne 3HAOKPUHHON Tepanunmu 1 OAHOK AN ABYX NNHUIA
npeaLecTBYIOLLEN XMMMOTEPANUM MO NOBOAY METAaCTaTUYEeCKOW CTaamm 3a601eBaHN4.
Y XEeHLWH B nNpe- uiv nepuMeHonayse Tepanmnio HE0O6X0ANMMO KOMONHMPOBATL C HA3HAYEHNEM aroHUCTa
IOTENHU3MPYIOLLEFO FOPMOHA — PUAMSKHI- FOpMOoHa (JTTPI).

"3eHnncTnk™ (MpedplayLiee TOprosoe HavimeHoBaHue — BEP3EHIO™)



LN XEHLLMH C NOMOXMUTEIBHBIM MO FOPMOHaNbHLIM pelenTtopam (IP+)
N OTpULIaTENBHBIM MO PELENTOPY 3NMAEPMAnbHOro hakTopa pocTa
yenoBeka 2-ro Tuna (HER2-) metactatmyecknm pakom MOSTIOYHOM XKeNesbl

AOBIOBAHTHAA

eunanBe vepes
FOPMOHOTEPANMNA | PELMA P

roabl

BospacTt: 58 ner
MaTtb Tpoux geTen
Het cumntomoB 3a60/1eBaHUA

HeT npn3HakoB ANCHPYHKLMM OPraHoB

lNepBU4YHaAA FrOPMOHOPE3UCTEHTHOCTL!: peLnanB Ha POHe
a[bIOBAHTHOM MOPMOHOTEPannK Yepes 22 Mecqaua

MeTtacTasbl BO BHYTPEeHHWNe opraHbl: Iierkoe

XapakTepucTnkmn 3aboneBaHns, 0ObIYHO aCCOLNMPYIOLLNECS C MeEHeEe 6/1aronpUATHbLIM
NPOrHo3oMm. daHHble nccaenoBaHua NpeacTaB/IEHbl Ha CTpaHmuax 5 1 6.

*TunoteTnyecknii Npotunab NaumeHTa.

lepBMUYHaAA FOPMOHOPE3UCTEHTHOCTL ONpeaensanach Kak
peunanB B NepBble 2 rofa agbloBaHTHOW roOpMOHOTEPanum unm
nporpeccnpoBaHne 3a601eBaHNA B NepBble 6 Mecaues 1-i nnHum
ropMOHOTEPanuUK NO NOBOAY METACTATUYECKOrO paka MOMOYHOM
xenesbl.?

3EeHANCTUK + chynBeCTpaHT

Jna KEeHLWMH C NONOXNUTENBHBIM MO TOPMOHasIbHbIM peuenTtopam (IP+) n oTpuuatensHbIM Mo peLenTopy
anmMaepmManbHOro haktopa pocTa Yyenoeeka 2-ro tmna (HER2-) metacTatmyecknm pakom MOIOYHOM XKeNesbl

3EHANCTUK B KOMOMHALN C QYNBECTPAHTOM Y MaLMEHTOB
C peunamBOM UM NPOrpeccupoBaHnemM 3aboneBaHma Ha pOHe
ropmoHoTepanun B nccnegosarnn MONARCH 22

Y 50,4% XeHWwuH peumams 6bin AMarHoOCTUPOBaH B nepuop NpoBeaeHnsa agbloBaHTHON FOPMOHOTEpanmn?

59,9% nauneHToB Mosy4any XMMnoTepanuio B HeoagbloBaHTHOM UM aAblOBaHTHOM peXxume?

NcxoaHble hakTopbl HEGM1AronpUATHOrO NPOrHo3a™”5*:

*XapakTepucTnkun 3aboneBaHng, 00bIYHO acCoUMMpyloLMecs ¢ MeHee 61aronpuaTHLIM NporHo3oM. B nccnegosann MONARCH 2 B kauectBe
hakTopoB HEGNAroNpUATHOro NPOrHo3a OblNM NpoaHanM3rMpoBaHbl NepBnUYHas FOPMOHOPE3UCTEHTHOCTL U MeTacTa3bl BO BHYTPEHHWE OpraHbl.

Y 56% nauveHTOB GbINIM ANAarHOCTMPOBaHbl MeTacTasbl BO BHYTPEHHUE opraHbl (n=373/669)"2

Y 25% nauveHTOB oTMeYanacb nepBuYHasi FOPMOHOPE3UCTEHTHOCTb (N=169/669)"?

— [lepBWYHas rOPMOHOPE3NCTEHTHOCTb ONpeaenanack Kak peunans B Nepsbie 2 rofa aabloBaHTHOM
rOPMOHOTEPANUN UK NPOrpeccnpoBaHme 3a6oneBaHrs B nepsble 6 Mecsaues 1-i NMHUK

FOPMOHOTEpPanMmM No NoBoay MeTacTaTMYeCKoro paka MO/TIOYHON Xenesbl?

MONARCH 2: paHgomMu3npoBaHHOe ABOWMHOE cnienoe nnauebo-KoHTponvpyemoe uccnegoBanue lll hasbi?

3eHnnUCTuK + cpynsecTpaHT
(n=446)"2
XeHwmHbl ¢ TP+, HER2- MeTacTaTMyeckum 3ennmctuk 150 mr', BHYTPb, 2 pasa B cyTky,
=669) ’ HenpepbIBHO A0 MPOrpPeccMpoBaHNs
PMX (N= )" 3a60neBaHna Un Henpuemnemonm
- [lonyckanock BK/OYEHWE B UCCNefoBaHne

TOKCUYHOCTH
+
, 24 _
RREHILEHEISIPE M UTIE BIUMELONSYEC ®yneecTpaHT 500 Mr, B/M MHbeKLMeiA"

- He 6onee 1 pexunma npepliectaytoLlen
ropMOHOTepanun No NOBOAY MeTacTaTU4eCcKow
cTaguv 3a6oneBaHna®

Mnaue6o + pynBecTpaHT
(n=223)2

= Mnaue6o, BHYTPb, 2 pa3a B CyTKM,
OtcyTcTBUE NpeaLwecTByOLLEA XuMMoTepanum no HeNpepbIBHO 10 NPOrPeCcCMpPOBaHIS

noBo/y MeTacTaTU4eCKoii CTaann 3a60n1eBaHns? 3a60M1eBaHNS UK HeNpUeMIeMoii
TOKCUYHOCTU

PAHOOMU3ALINA 2:1

¥
dynsecTtpaHT 500 Mmr, B/M uHbekumnei’

OCHOBHOW KPUTEPUIA?

BbpkuBaemocTtb 63
nporpeccupoBaHus (BbBIT)

KMIOYEBBIE BTOPOCTEMEHHbIE
KPUTEPUWN?
O6was BbbkmBaemMocTb (OB),
yacToTa 06bekTuBHoro orseta (HOO0),
ANUTEeNbHOCTb pemuccun (AP)

B nccneposaHne MONARCH 2 Bk/to4anu XeHLWWH B Mpe- 1 NepuMeHornayse, KOoTopble Nnojyyany arOHUCT rOHaaoTPONUH-PUTMSUHT FOPMOHaA.?

7% nauveHToB Gblv B CTaTyce npe- Uan nepuMeHonayssb.?

S)KeHLLMHBI, BK/IOYEHHbBIE B UCCNIeA0BaHWE, He NonyYany paHee UHrnountopel CDK4 1 6.2

1o BHECEHWs NONpPaBKM K MPOTOKO/Y C U3MEHEeHNeM Hada/ibHoi A03bl Ha 150 wmr, 121 nauneHTka ns 446 6onbHbIX ITT-nonynaummn (27%) nonydana

npenapar B HadanbHoli o3e 200 mr. MeanaHa nepuoda nonyderuns gossl 200 mr coctasuna 34 aHs.?

B 1,15 1 29 AHW B TeUeHne NepBoro Mecsilla, 3aTem Kaxasle 28 aHel. Kaxabli Lk coctaBnsn 28 aHe.?

'P — ropmoHanbHble peuentopbl; PMX — pak MonoyHoii xenesbl; CDK4 1 6 — UMKIWH-3aBUCUMbIE KMHa3bl 4 1 6; B/M — BHYTPUMBILWLEYHO; ITT —

«intent-to-treat» nonynauna.
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NS XXEHLLMH C NONOXUTENBHBIM MO FOPMOHaAbHbIM peuentopam (ITP+) n oTpnuaTensbHbIM MO peLenTopy
anuaepManbHOro hakTopa pocTta Yyenoseka 2-ro tmna (HER2-) metactatnyeckMm pakom MOTOYHOM XKenespl
N peunamBoM UAK MPOrpeccMpoBaHMEM Ha hOHE FOpMOHOTEPaNUn

MepanaHa BblXkrBaeMocTu 6e3 nporpeccnpoBanHina (BbIT)
B nccnenosaHum MONARCH 2 cocTtaswmna bonee 16 mecaues'™

W BbM B ITT-NONYNALMN2

100 == 3eHNCTUK + (PyNBECTPaHT (N=446)

—— [nauye6o + coynBecTpaHT (N=223)
OP=0,536 (95% [W: 0,445-0,645), p<0,001
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BPEMSI (MEC.)

YMNC/10 NAUMEHTOB B IM'PYTIINE PUCKA
3eHNUCTUK + chynBecTpaHT
446 367 314 281 234 171 101 65 32 2 0

Mnaue6o + chynBecTpaHT
223 165 123 103 80 61 32 13 4 1 0

» [TpoLeHT cobbITU Ha Bpems NpoBeAeHns aHanm3a coctaBui 49,8% (n=222) n 70,4% (n=157) B rpynnax
3eHANCTUK + hynBECTpaHT U Nnauebo + dynBecTpaHT, COOTBETCTBEHHO?

AN — poBeputensHblin HTepsan; OP - OTHOCUTENbHbIN PUCK.

3EeHANCTUK + chynBeCTpaHT

JINs XEHLMH C MONOXMUTENBHBIM MO FOPMOHanbHbIM pelentopam (TP+) n oTpuuatensHbIM NO peLenTopy aNnaAepMansHOro haktopa pocTa YenoBeKa
2-ro Tmna (HER2-) meTacTatmyecknm pakoM MOMOYHOM Xenes3bl 1 PeunavBoM Uy NporpeccMpoBaHneM Ha (hOHe FOPMOHOTEPaNUN

B nccneposaHnn MONARCH 2 nokasatenv BBl y »eHLH C pakTopami
HebMaronpUATHOrO NPOrHO3a COOTBETCTBOBANM TaKOBbIM B OOLLE
NONynALUMA UCCneaoBaHna'” *

*XapakTepucTnkun 3aboneBaHnsg, 00bI4YHO accoummpytowmecs ¢ MeHee 6naronpuaTHbIM NporHo3oM. B nccnegosannn MONARCH 2 B kavectBe
hakTOpOB HEGNAronNPUSATHOrO NPOrHo3a Oblv NPOaHanM3nMpPoBaHbl NePBUYHAS FOPMOHOPE3UCTEHTHOCTD 1 MeTacTasbl BO BHYTPEHHME OpraHbl.

B BBM: AHA/IN3 B OBLLEW NOMNYNAUMK U B MOArPYMMAX?

MpoaHanusmpoBaHHble N
noarpynnbi

Bcs nonynsuusa 0,553 (0,449-0,681)

OP (95% Q1)

FopMoHo- MNepBuyHasn 0,454 (0,306-0,674)
PEe3UCTEHTHOCTb BropuuHas 0,591 (0,464-0,754)

CraTyc peuenTopoB OTpuruaTtentHbiit 0,509 (0,325-0,797)

LIS il ONOXMUTENbHBI 0,586 (0,463-0,743)
BucuepanbHble

OpraHbi el 0,481(0,369-0,627)

METacTasupoBahns 145,10 kocTy 0,543 (0,355-0,833)
Opyrue’ 0,837 (0,501-1,398)

NsmepsieMble EcTb 482 + 0,523 (0,412-0,664)

napameTpbl S DN

3a6oneBaHusa Het 184 | 0,622 (0,413-0,936)

BospactHas rpynna, <65 424 ‘, 0,523 (0,402-0,681)

roael >65 245 X ¢ 0,62 (0,447-0,86)

leorpacbuueckuii CeBepHasa Amepuka 178 L 4 ! 0,486 (0,325-0,726)

|—‘—|

pervoH Espona 279 . 0,617 (0,449-0,848)
Asns 212 . 0,52 (0,362-0747)

Paca EsponeonaHas 373 '—:-0—' 0,62 (0,474-0,81)
MoHronovgHas 214 ‘I 0,515 (0,359-0,74)
[Opyras 42 * T 0,305 (0,116-0,804)

T

O6Lee cocTosiHNe 0 400 & 0,489 (0,373-0,641)

no wkane ECOG 1 263 i ¢ 0,657 (0,478-0,904)
Mpe- nnn ¢

MeHonay3sanbHblii nepyMeHonay3a 14 | 0,415 (0,246-0,698)

craryc MocTMeronay3a 551 ,‘ 0,58 (0,463-0,726)

1 &
Yucno opraHos 23 200 ST v 0,752 (0,525-1,078)
METACTasMpoBaHNA 202 : 0,414 (0,286-0,599)
I—‘—l
1 264 | : : 1 : : | 0,539 (0,383-0,759)
0,00 0,20 0,40 0,60 0,80 1,00 1,40

MNPEUMYLLEECTBO 3EH/TUCTUK + MPEUMYLLIECTBO MJIALIEBO +
®YNBECTPAHT ®YNBECTPAHT

[ ©axrops crpatndmkaLm

[NpenBapuTenbHO 3annaHMpoBaHHbIi aHanns BBl B nogrpynnax NpoBOAWIN C MCNONb30BaHMEM CneaytoLmnx hakTopoB
cTpatMuKaummn: opraHbl MeTacTasvpoBaHNg, FTOPMOHOPE3NCTEHTHOCTL M ApYrne NoTeHUManbHO NPOrHOCTUYeCKne hakTopbl, Takne Kak
n3mepsemble napameTpbl 3a060/1eBaHNg [0 IEHEHUS, YNC/I0 OPraHOB METAacTa3npPOBaHNS, BO3PACT, PErMOH, paca, CTaTyC peLenTopoBs
nporecTepoHa 1 ncxogHoe obLee coctoaHne no wkane ECOG. PacueTHble 3HaueHus OP n 1M B noarpynnax npeasaputensHo
3annaHNMpPOBaHHOIO aHan3a 1 No MeHonay3anbHOMY CTaTyCy NPeACTaBNeHbl B BuAe rpaduka «popecT-naoT». AHanms npoBoanav

6e3 KOPPEKTUPOBKM Ha MHOMO(haKTOPHOCTb; CCNIeAoBaHme He 06/1aaano 4OCTaTOYHOM CTAaTUCTUYECKON MOLLHOCTBIO /19 OLIEHKM

3d)CbeKTl/lBHOCTVI 3eHNNCTMK B KOMOUHaLMK C d)y/'lBeCTpaHTOM Mexnay I_IO,CU'[:)}/I'II'I(':]MI/I.2

eXXxefHEeBHO
*Bk/IIO4aeT MOMOYHYIO Xenesy, IMMgaTnyeckme yanbl, KOXy, MArkne TKaHu, -

LIHC (He Bk/toYaeT MeTacTasbl B rofI0BHOK MO3r).'® ™
ECOG — BocTouHasa koonepaTnBHas OHKOMOrnyeckas rpynna; eHAUC| I |UK
AN — poBeputensHblii HTepsan; OP — OTHOCUTENbHbIA PUCK. a@eMa |_L|/| Kﬂ |/|6

2 pasa B CyTKM



MpeaBapuTeNbHO 3anaHnpoBaHHbIi aHanus BB B noarpynnax npoBoAWIN C UCMNONb30BaHNEM CNeayoLLmMX
hakTOpPOB CTpaTUdMKaLMW: OPraHbl MeTacTasnpoBaHna, B TOM YMC/Ie BUCLIepasbHble MeTacTashbl, 1
FOPMOHOPE3UCTEHTHOCTb, BK/OYadA NMEPBUYHYIO TOPMOHOPE3UCTEHTHOCT. AHANN3 NPOBOANNN 63 KOPPEKTUPOBKM
Ha MHOTrOhaKTOPHOCTb; MCCNIeAoBaHNe He 06/1a4a10 A0CTAaTOUYHOM CTAaTUCTUUYECKOM MOLLHOCTLIO A9 OLIeHKM

3 HEKTUBHOCTU 3EHANCTUK B KOMOUHALMW C (hyIBECTPAHTOM Mexdy noarpynnamu.'

B BB Y MAUMEHTOB C NMEPBUYHOW H BB Y NMNAUMEHTOB C BUCLIEPAJIbHBIMUA

FOPMOHOPE3NCTEHTHOCTbIO™ METACTA3AMU™
== 3eHNNUCTUK + hynBecTpaHT (n=111) == 3eHNUCTUK + hynBecTpaHT (N=245)
100 — Mnaue6o + chynsecTpaHT (N=58) 100 — Mnaue6o + dyneecTpaHT (n=128)

g OP=0,454 (95% [1/1: 0,306-0,674) < OP=0,481(95% [1: 0,369-0,627)
xR
g $
Z 2 14,7
I s0 g 80 '
o o MecALa
S <
Q MepnviaHa BB 8 rpynne 8 Megwana BBl 8 rpynne
E 60 3eHNNCTUK + dynBecTpaHT e 60 3eHNNCTUK + dynBecTpaHT
o) 95% [Vt 124-241) 5 (95% Wt 13-174)
o o
C [
H 40 7,9 MecsLa 8 0 6,5 mecsua
10 Megviara BB 8 rpyrine 13} Megviara BB
= Mraue6o + hyneectparT 2 BrpyNne
8 (95% [Vt 5,7-114) 8 Mnave6o + dyneecTpanT
= 95% V1. 56-87)
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0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30

BPEMS{ (MEC.) BPEM4 (MEC.)

YNC10 MAUMEHTOB B I'PYTIMNE PUCKA

3eHNUCTUK + hynBecTpaHT

4YNC10 MAUMEHTOB B I'PYTIME PUCKA

3eHNUCTUK + hynBecTpaHT

m 88 75 64 55 39 28 20 12 0 0 245 198 169 152 123 91 58 35 18 2 0
Mnaue6o + chynBecTpaHT Mnaue6o + coynsecTpaHT

58 39 30 25 16 10 4 3 1 0 0 128 88 59 47 36 27 10 5 1 0 0
. ﬂepBMHHaﬂ TOPMOHOPE3NCTEHTHOCTb onpeaendanacb . BI/ICLI,eparIbele MeTacTasbl onpeaendnncb Kak

HanMune He MeHee 0HOro o4yara BO BHYTPEHHEM
rOPMOHOTEPANUM UK NporpeccupoBaHne opraHe Wan nopaxeHune Cepo3HbIX NOMOCTeR, MOr/n
3a60neBaHng B nepsble 6 Mecaues 1-i MnHum BK/1IOUATb MeTacTasbl B IErkOe, NeyeHb, BOBEYEHME
rOPMOHOTEPANMM Mo MOBOAY METACTaTUYECKOro paka N1eBPasbHOM NOMOCTN UK BPIOLWUHLI

MOJIOYHOM Xenesbl?

Kak peuuanB B NepBble 2 rofa aabloBaHTHOM

AW — noBeputensbHbli nHTepBan; OP — OTHOCUTENbHbI PUCK.

3EeHANCTUK + chynBeCTpaHT

[NS XXEHLLMH C NONOXNUTENBHBIM MO FOPMOHabHbIM peLentopam (IP+) 1 oTpuuatenbHbIM MO peLenTopy anMaepManbHOro hakrtopa pocra
yenoeka 2-ro Tvna (HER2-) metactatmyeckM pakoM MOSTIOYHOM Xenes3bl 1 peunanBom Uan NporpeccMpoBaHnem 3aboneBaHns Ha poHe
rOpMOHOTEpPanuu

KNUHNYECKM 1 CTAaTUCTUYECKN 3HAUVMOe yBeNndYeHe MeanaHbl
0buen BbixmBaemocTn (OB) Ha 94 mecAua B rpynne 3eHNMCTuK
B KOMOVHaLMKM C GpynBeCTPaHTOM?

B BTOPOCTEMEHHbIA KPUTEPUIA: OB B ITT-NONYNaunmn?

= 3eHNnCTUK + chynBecTpaHT (n=446)
- [naue6o + hynBecTpaHT (N=223)

CHM>XXEHUE OTHOCUTEJIBHOIO
PUCKA JTIETAJIbHOIO NCXOOA

100
HA 24%3
(95% AV 0,606-0,945) - 7
p=0.0137
80
46 7 .« Pe3ynbTaThl 0OCHOBaHbI Ha AaHHbIX
v/ vecaua

- s 05 & royime npeaBapuTENbHO 3am1aHNPOBaHHOMO

3eHnucTrK+ hynsecTpaHT MPOMEXYTOYHOro aHasinsa n MoryT
(95% AiN: 39,2-52,2) CUMTATbCA OKOHYaTEeNbHbIMK

40 37, 3 Mecqdua

Mepnunaxa OB B rpynne
Mnaue6o + gynBecTpanT
(95% [V: 34,4-43,2)

. OB aBngnacb Ko4eBbIM
BTOPOCTENEHHbIM KpUTepnem
nccneposaHnd MONARCH 223

. rlpOLI,eHT NneTanbHbIX NCXOO0B
Ha BpeM4a npoBegeHnd aHanm3a

OBLLAA BbIXKUBAEMOCTb (%)

20 coctaBun 47,3% (n=21) n 57% (n=127)
B rpynnax 3eHNNCTUK + hyNBeCTpaHT
H : 1N nnauedo + pynBecTpaHT,
0 : i COOTBETCTBEHHO?
0 6 12 18 24 30 36 42 48 54 60
BPEMS (MEC.)

YNC/IO MAUMEHTOB B I'PYTIMNE PUCKA
3eHnuUcTuK + cpyneectpaHT

446 410 384 339 302 265 234 202 101 23 0

Mnaue6o + cynsecTpaHT

223 201 191 170 148 122 99 82 42 < 0

AW — noseputensbHbli nHTepsan; OP — OTHOCUTENbHbI PUCK.
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MpeaBapuTENLHO 3an1aHnpPoBaHHbIv aHanus OB B noarpynnax

ConocTaBuMble pe3ynbTaTbl 00LLel BbikBaemocT (OB) y naumeHToB
C NEPBUYHOVI FOPMOHOPE3UCTEHTHOCTHIO 1 BUCLIEPASbHBIMU MeTacTa3amit®

B NPEABAPUTE/IbHO 3AMN/IAHUPOBAHHbIN AHANIN3: OB Y NMALMEHTOB
C NEPBNYHOWN TOPMOHOPE3UCTEHTHOCTbIO?

— 3eHNUCTUK + chynsecTpaHT (n=112)
—— Tnaue6o + cpynBecTpaHT (N=60)

0,686
100 oP

7,2 MECSILIA YNCJIEHHOIO
oo YBEJIMYEHUS MEAVAHBI OB3

38,7 mecsila 7

Menvara OB & rpynne
60 3eHAnCTUK + hynsecTpaHT

- [lpenBapuntenbHO 3an1aHMpPOBaHHbIN
31,5mec9|ua I_|"|_

5 o e aHanv3 OB B noarpynnax npoBOANAM
A G C MCNOMb30BaHWEM TaKOro
LLI_L hakTopa CcTpatndmrKaumm, Kak
2 FOPMOHOPE3UCTEHTHOCTb, BKIOYas
NEePBUYHYIO FTOPMOHOPE3NCTEHTHOCTb.
AHanvs NpoBoanIN 6€3 KOPPEKTUPOBKU
0 6 12 18 24 30 36 42 48 54 60 Ha MHorocbaKTOpHOCTb; nccnegoBaHne

BPEMAMEC) He 06naaano AOCTaTOUHOM
YCIO MAUMEHTOB B FPYTME PUCKA CTaTVICTl/Il-{eCKOﬂ MOUJ,HOCbeO ,El,!'lﬂ

3eHNUCTHK + chynBecTpaHT

80

OBLLAS BbIXKMBAEMOCTb (%)

m2 11 92 8 73 63 52 42 20 7 0 OLEHKM 3(PPEKTUBHOCTU 3EHINCTUK
MnaueGo + drynsectpant B KOMOMHALMWM C (DY1IBECTPAHTOM MeXay
60 51 44 38 31 25 17 14 5} 1 0

noarpynnamm®

B NPEABAPUTE/IbHO 3AM/IAHUPOBAHHbLIA AHANINS: OB Y NALIMEHTOB C BUCLIEPA/IbHBbIMU
METACTA3AMW®

— 3eHnuUcTUK + cpyneecTpaHT (n=245)
~— Tlnaue6o + cpynBecTpaHT (N=128)

MONARCH 2: HexenatenbHble asneHus (HA)

3eHNNCTUK + chynBectpaHT

Mnaue6o + hynsBecTpaHT

3EeHANCTUK + chynBeCTpaHT

100

80

60

40

OBLLASI BBDKMBAEMOCTDb (%)

20

0,675
op

(95% AM1: 0,511-0,891)

40,3 vecru

Meauana OB & rpynne
BeHAUCTUK + ynsecTpanT

32,2 vecrua

Meauana OB & rpynne
Mnaueto + hynsectpant

8,1 MECALIA YNCJIEHHOIO
YBE/TMMEHUA MEOAWAHbI OB3

0 6 12 18 24 30 36 42 48 54 60
BPEMSI (MEC.)
YNCNO NALUMEHTOB B I'PYTIINE PUCKA

3eHNUCTHK + hynBecTpaHT

245 228 217 184 162 141 124 102 57 13 0

Mnaue6o + thynsecTpaHT

128 m 105 89 75 58 47 37 21 <3 0

AN — poBeputensbHblin nHTepsan; OP - OTHOCUTENbHbBIN PUCK.

8

[NpenBapuTenbHO 3an/1aHNPOBaHHbI
aHanns OB B noarpynnax nposoanamn
C VCMO/Ib30BaHNeM Takoro akropa
CTpatnmKaLnm, Kak opraHbl
MeTacTasnMpoBaHns, BKIOYas
BMUCLEepasibHble MeTacTasbl. AHanm3
NpoOBOANN OE€3 KOPPEKTUPOBKU HA
MHOrO(haKTOPHOCTb; CCneoBaHme
He o6nagano OCTaTouHOM
CTATUCTUYECKOW MOLLHOCTBIO AN1A
OLEHKN 3(DPEKTUBHOCTM 3EHNNCTUK
B KOMOMHaUMK C PyNBECTPaHTOM
Mexay noarpynnamu®

(n=441) (n=223)
HA, OTMEYEHHbIE
Y >10% NALIMEHTOB
B KAXKAOOWU IM'PYTIMNE BCE CTEMNEHU 3CTEMNEHb 4 CTEMNEHb BCE CTEMNEHA 3CTEMNEHb 4 CTEMNEHDb
Onapes 86% 13% 0 25% <1% 0
HeWitponeHus 46% 24% 3% 4% 1% <1%
ToLwHoTa 45% 3% — 23% 1% -
YToMnsemocTb 40% 3% — 27% <1% —
Bonb B XvBOTE 35% 3% - 16% 1% =
AHemns 29% 7% <1% 4% 1% 0
Neiikonexns 28% 9% <1% 2% 0 0
CHuxeHWe annetnta 27% 1% 0 12% <1% 0
PBoTa 26% 1% 0 10% 2% 0
FonoBHas 60/b 20% 1% — 15% <1% -
[uncressns 18% - - 3% - -
Anoneuuns 16% - - 2% - —
TpomGounToneHns 16% 2% 1% 3% 0 <1%
CromaTut 15% 1% 0 10% 0 0
3anop 14% 1% 0 14% <1% 0
Mosbiwerne AT 13% 4% <1% 5% 2% 0
Kawwenb 13% 0 = 1% 0 =
3yn 13% 0 — 6% 0 —
[onoBOKpy>XeHne 13% 1% — 6% 0 -
Mosblwerne ACT 12% 2% 0 7% 3% 0
[NoBbILIEHWE KpeaThHWHa 12% 1% 0 <1% 0 0
ApTtpanrua 12% <1% - 14% <1% -
Mepudepuyeckmne otekm 12% 0 - 7% 0 -
Chbinb 1% 1% 0 5% 0 0
Opbllika 11% 3% <1% 1% 1% 0
Jnxopagka 1% 1% <1% 6% <1% 0
MelleyHasn cnabocTb 1% 1% = 6% 0 =
MpunuBebl 10% 0 — 10% 0 -
CHWXeHWe Macchbl Tena 10% <1% - 2% <1% -
bonb B crinHe 10% 1% - 13% 1% -

"—" — [InA faHHOro ABNEHNS HET cTeneHn TskecTy B OOLLMX TEPMUHOMOMMYECKNX KpUTEPUSaX Ana HexxenatenbHbix asnenuii (CTCAE).

- OTMmeHa nevyeHnqa B cBA3M ¢ HY notpebosanack 15,9% nauneHToB B rpynne 3eHANCTMK B KOMOMHaUMK ¢ oynBectpaHToM 1 3,1%
nauMeHToB B rpynne naaue6o B KOMGUHaUWKN C dryiBeCcTpaHToM?3

- BuccnepoBaHnn MONARCH 2 y 85% nauneHToB Anapes Oblna KynnpoBaHa B pe3ynbTate CUMMATOMAaTUYeCKOro neyeHns u/mnm
peayKummn 1osbi'™®

« 2,9% XeHLWH B rpynne 3eHIUCTUK B KOMOMHaUMK C hyNBECTPaHTOM NpekpaTnav neyeHne B CBA3W C pa3Butmem gmapemn?

- Y 6 nauneHToB (1,3%) B rpynne 3eHNnCTUK B KOMOUHALMN C py/1IBECTPAHTOM OTMeYeHa hebpuibHas HEMTPONeHNs?
Hanbonee yactbiMn cepbesHbiMn HA 6binn TPOME03MO0INYECKME ABEHWS, KOTOPbIE

3apernctpupoBaHbl y 9 (2%) naunmeHToB B rpynne 3eHANCTUK B KOMOMHaUWK ¢ y1BECTPAHTOM exefpHeBHOo
1 1(0,4%) naumeHTa B rpynne MoHoTepanumn y/1BeCTpaHTOM? BEHAuchKTM
AT — anaHnHamuHoTpaHcdepasa; ACT — acnaptataMmMHoTpaHcdepasa.
abemaumkNno

2 pasa B CyTKM



MONARCH 2: oTKnoHeHs OT HOPMbl 1ab0PaTOPHbIX MOKa3aTenen?

OTK/TOHEHWA OT

HOPMbl JIABOPATOPHbIX i

MOKASATE/IEW, OTMEYEHHbIE (n=441)

Y 210% MALIMEHTOB

B KAX/IOW FPYMME BCE CTEMEHW 2CTEMEHb 3 CTEMEHb 4 CTEMEHb  BCE CTEMEHW 2CTEMEHb 3 CTEMEHb 4 CTEMEHb
[oBbILEHWe KpeaTnHuHa* 98% 44% 1% 0
CHwXeHne ypoBHA NerNKoLUMTOB 90% 43% 23% 1%
CHUXEHMUE YPOBHSA HeNTPOMUIOoB 87% 38% 29% 4%
Aremus 84% 48% 3% 0
CHwXeHne ypoBHA NMMAOLNTOB 63% 25% 12% 1%
CHwxeHWe ypoBHSA TPOMOOLMTOB 53% 7% 1% <1%
Mosbliwerne A/TT 41% 8% 4% 1%
Mosbiwerne ACT 37% 4% 4% 0
IvnoHaTpremma 35% 0 4% 0
MMnokannemus 34% 0 7% <1%
Ivnepkanbumemms 30% 1% <1% <1%
MMnokansumemms 24% 4% 1% 1%
T e 18 5% 1 0
[vnoans6yMnHemna 14% 3% 0 0
[Mnepkanvemmns 7% 1% 1% <1%

lNoBbIEeHME YPOBHS CbIBOPOTOYHOIO KpeaTuHuHa B nccnegosanmm MONARCH 2:

- OTMeyYarnocb Ha paHHUX CPOKaX (B TeYEHME NepBOro Mecsla nocse Hadana nedeHus)
« YpoBeHb CbIBOPOTOYHOIO KpeaTUHUHA OCTaBasiCs NOBbIWEHHbIM, HO CTaGUNbHbLIM'
« Hocuno o6paTtumbiil xapakTep nocsie oTMeHbl ieveHuns’

+ Bbl/10 NoKazaHo, YTO 3eHNNCTUK NOBLILLAET YPOBEHb KpeaTrHMHa B CbIBOPOTKE KPOBW 3@ CHET NoAaBNEeHUA
nepeHoCUYMKOB TYOYNAPHOM cekpeLumm novek 6e3 BANAHNA Ha KNy60UKOBYIO OyHKLNIO'

- B rpynne 3eHAnCTnK B KOMOMHaLNK C PYyNBECTPAHTOM B CBA3M C MOBLILUEHNEM YPOBHSA CbIBOPOTOYHOIO
KpeaTnHuHa peaykumnsa ao3bl notpedosanack 0,5% (N=2) nauMeHToB 1 BpeMeHHad oTMeHa nedeHua — 1,4% (n=6)

naumnmeHTos'™

[NoBbiLLEHME KPEATUHMHA B CbIBOPOTKE KPOBW MO OTHOLLEHWIO K UCXOLHOMY
YPOBHIO HE COMPOBOXAANOCh HapyLLeHUeM QyHKLMM nodek'

*B CTCAE Bepcus 4.0 noBbileHne kpeaTnuHuHa 1 cTeneHn onpegensetca Kak ysenvyexne ot 1 40 1,5 No cpaBHEHMIO C MCXOAHbBIM ypoBHeEM mnv Ao 1,5 o1 BIMH.?

*MNokazsaHo, YTo abemaumKInG NoBbILLAET YPOBEHb KPeaTHHIHA B CbIBOPOTKE KPOBW 3a CHET NOAAB/IEHNA CEKPeLMN KpeaThHNHa NoYeYHbIMU KaHanbLamm
(KOHKYPEHTHBIA MHrM6uTop OCT2 [NepeHoCcUYmK opraHmyeckmx KaTnoHoB 2], MATET n MATE2-K [6enK1 MHOXECTBEHHOM Pe3UCTEHTHOCTU 1 BbiIBEAeHUSA TOKCUHOB 11 2-K))
6€3 BAMSHUSA Ha K/TyGOUKOBYIO (DYHKLIMIO.?

tHa n3meHeHnsa yHKLMM NoYeK yKa3biBatloT Takine Mapkepbl, Kak a30T MoyeBuHbl kposw (BUN), unctatnH C, pacyeTHaa CKOpOCTb KNyOo4KoBOM hrnbTpaLmmn Ha OCHOBe
uncratnHa C!

BI'H — BepxHAs rpaHnLa HopMbI.
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LNgA XeHWMH C NOMOXUTENBHBIM MO TOPMOHa/IbHbIM pelenTtopam (IMP+)
1N OTpULATENBHBIM MO PELENTOPY 3NMAEPMabHOro MakTopa pocTa
yesoBeka 2-ro tmna (HER2-) metactatnyecknm pakoM MOJTOYHON Xe/le3bl

DOBaH peLnanB
UaHuA

OKOHYAHMUE

AOBIOBAHTHAMA MHTEPBAN peunave
FTOPMOHOTEPAMNA  [alERalslopizey yepes

Bo3zpacT: 62 roga

BalbylKa YeTblpex BHYKOB

Peunpgue B nepsbie 3 roga noc/1e OKOHYaHWa agbloBaHTHOM rOpMOHOTEpPAarinm
chuepaanble MeTacTa3bl: NeyvYeHb

Xapakrepnctmkm 3aboneBaHns, 0OblYHO acCouMmpyoLLnecd ¢ MeHee
61aronpuATHBIM NPOrHo30oM. [laHHble nccnegoBaHns NpeacTaBeHbl
Ha cTpanuLe 19.

*TunoteTnyecknii Npotnab NaumeHTa

GUTOPbLI apoMaTasbl

N XXeHWwmrH € NONOXUTENBHBIM MO TOPMOHabHbIM peuentopam (IP+) 1 oTpuuaTeibHbIM Mo peLenTopy annaepmManbHoro
hakTopa pocTta YenoBeka 2-ro tvna (HER2-) metactatMyecknm pakoM MOTOYHON Xenesbl

3EeHNNCTVK B KOMOMHALIMW C MHIMOWTOPaMK apOMaTa3bl B KadecTBe
1-1 nuHWKM Tepanumn B ccnenoaHnm MONARCH 312

- ¥ 53% nauneHToB Gbl/iv AMArHOCTMPOBaHbI BUCLIepasibHble MeTacTasbl®
— @aKTopbl HEGNAroNpPUATHOro NPOrHoO3a: y 16% naumMeHToB OTMeYasiucb MeTacTasbl B neveHbs*
« 47% nauneHToB NnonyYann NpeaLlecTBYOLLYIO (He0)aAbloBaHTHYIO FOPMOHOTEPanmio®

— ®akTopbl HEGMAroNPUATHOrO NPOorHo3a: y 15% nauneHToB MHTepBan 6e3 ledYeHns cocTaBnsan <36 mecalesdo2*

*XapakTepucTnkn 3aboneBaHnd, 00bIYHO aCCOUMMPYIOLLMECHA C MeHee 61aronpuaTHeiM NporHo3om. B nccnegosanny MONARCH 3 B kauectBe
hakTopOoB HEGNAroNPUATHOrO NPOrHO3a OblV NPOaHaNV3MPOBaHbl METacTasbl B NeYeHb U MHTepBan 6e3 neyerns meHee 36 mecaues. [ns Takmux
nauveHToB NPOBeAeH 3KCNEPUMEHTa bHbBIN aHaIn3 BbIXXMBAEMOCTN 6e3 NporpeccupoBaHns B noarpynnax.t™

*MpoueHThl NoKasaHbl MO OTHOLEHNIO K Ynciy naumeHTos B ITT-nonynsaumn. Cpeay naumeHToB, NoyYaBLUMX NPpeaLlecTBYIOLLYIO (He0)aabloBaHTHYIO
ropmoHoTtepanuio (n=230), y 33% nHtepsan 6e3 nedeHnsa coctaBnsan <36 mecsues.t*

MONARCH 3: paHgomusvpoBaHHOe ABOIHOE crenoe nnaue6o-KoHTponupyemoe nccneposarue lll pasbi®

3eHNUCTUK + VIHFM6VITOpr apomaTtasbl
(n=328)'%
3eHnuctuk 150 mr, BHYTpb
2 pa3a B CYTKM, HENpepbIBHO OCHOBHOW KPUTEPUI®
[0 NpOrpeccrpoBaHmis 3a6onesaHns BbIXMBaeMOCTb 6e3

i HenpmeMneTow TOKCUYHOCTH nporpeccupoBaHns (BEI'I)

NeTtposon 2,5 Mr kaxablit AeHb (80%)
Ny aHactpo3on 1 Mr kaxablin AeHb (20%) KJ/TIO4EBBIE BTOPOCTEMNEHHbIE

KPUTEPUWN®

XeHwwuHbl ¢ FP+, HER2- MeTacTaTnyeckmm

PMX (N=493)'®

« 47% nony4anv npeaLwecTByOLLYIO
(Heo)aabIOBaHTHYO rOpMOHOTEpanuio®

« 39% nonyyanu xMMmMoTepanuio B aabloBaHTHOM
pexunme®

Mnaue60o + MHrMéMTOopbLI apomaTasbl O61Las BLIKMBAEMOCTS (OB)
(n=165)"% ’

yacToTa 06bekTMBHOro oreeta (HOO),
Mnaue6o, BHYTPb,

2 pasa B CyTKM, HENPepbLIBHO AnvTensHocTb pemuccum (AP)
[0 NPOrpeccupoBaHnsa 3a60neBaHns
WK HENPUEMNEMOI TOKCUYHOCTH
o
Netposon 2,5 Mr kaxaelit aeHb (80%)
W1 aHacTpo3os 1 Mr kaxablii geHb (20%)

PAHOOMU3ALINA 2:1

HauneHTbl ¢ NpedLwecTByoLWen (HEO)aAbIOBAHTHON rOPMOHOTEPaNMeR AOMKHBI OblN 3aBEPLUNTE IEHEHNE He MeHee YeMm 3a 12 mecaues Ao
paHoomm3aumnm.®

SKax bl LKA cocTaBnan 28 aHensd

PMXX — pak MOMO4YHOM xenesebl.

e)XxeAHeBHO

3eHAUCMUK"

adbemMauUmKIno

2 pasa B CyTKM




K+ VIHI'VI6VITOpr apomMaTtas3bl

LNa XEeHLWMH C NONOXNTENbHBIM MO TOPMOHa/bHbIM peLenTtopam (IP+) 1 oTpuuaTenbHbIM MO peuenTopy .

aNMaepManbHOro aktopa pocTa YenoBeka 2-ro tmna (HER2-) metactaTtnyeckmM pakom MOIOYHOW Xees3bl MONARCH 3 HEXENATESIbHbIE ABJTEHNA (Hﬂ) 1 OTKJTIOHEHWNA OT HOprl
2 e SRS ARG NabopaToOPHbIX MOKa3zaTenein®

MepguaHa BbIXk1BaeMocCTu 6e3 nporpeccpoBanma (BbI) B nccnegoBaHum

1,8
MONARCH 3 COCTaBW1a 6Oﬂee 28 MeCAH LLeB 3eHUCTUK + MHFrMBuTopbl apoMaTtasbl (N=327) Mnaue60o + nHrnbuTopsl apomatassbl (N=161)

HHA, OTMEYEHHDIE ¥ >15%
MALMEHTOB B KAXOOW rPYIME BCECTEMEHW 2CTEMEHb 3 CTEMEHb 4CTEMEHb BCECTEMEHW 2CTEMEHb 3 CTEMEHb 4 CTEMEHb

W BBMN B ITT-Nonyngaunmne

=== 3eH/INCTUK + UHTNOUTOPbI [vnapes 81% 27% 10% 0 30% 7% 1% 0
100 apomarasbl (n=328) B
Helitponerusa 41% 16% 20% 2% 2% 1% 1% 1%
= ) — [lnauye6o + MHrnuTopbI
e MecaLa apomarassl (n=165) YTOMASIEMOCTS 40% 17% 2% - 32% 12% 0 -
=®
— O, 5
§ 80 OP=0,54 (95% [i: 0,418-0,698) NHpekummn 1 nHsasnm* 39% 28% 4% 1% 29% 21% 3% 1%
< p=0,000002
8 Megwmana BBl 8 rpynne TowHoTa 39% 1% 1% - 20% 1% 1% -
a 3eHNNCTUK + UHTMOUTOPbI apoMaTasbl
5 (95% [t: 23,5-H1) Bosb B XnBoTE 29% 6% 1% - 12% 3% 1% -
E 60 AHemus 28% 14% 6% 0 5% 1% 1% 0
-
8 PBoTa 28% 8% 1% 0 12% 2% 2% 0
5 """ 14 8 Anoneuns 27% 2% — — 1% 0 — —
L
f 40 ? MecCALla CHMXeHne anneTuta 25% 8% 1% 0 9% 1% 1% 0
s MepwaHa BBl 8 rpynne
8 [naue6o + MHroMTOPbl apoMaTasbl Jlenkonerus 21% 10% 7% <1% 3% 1% 0 1%
= (95% [V1:11,2192)
g : [oBblWEHNe KpeaTuHVHa KPoBK 19% 7% 2% 0 4% 1% 0 0
g 20 3anop 16% 4% 19 0 12% 3% 0 0
X
g MosbiweHne AT 16% 4% 6% <1% 7% 1% 2% 0
[onosHasa 60b 16% 2% 1% - 15% 3% 0 -
0
0 4 8 12 16 20 24 28 32 36 "—" — [1ns faHHOr O BNEHUS HET cTenenmn TsxecT B OOLLMX TEPMUHOMNOTMYECKNX KPUTEPHAX ANA HexenaTenbHbix aBnenuin (CTCAE).
BPEMY (MEC.)
- OTMeHa neyeHnda B cBA3K ¢ HA notpeboBanack 19,6% naunMeHToB B rpynne 3eHUCTUK B KOMOMHAL MK
YUCIO MALIMEHTOB B IPYTME PUCKA C MHrMBMTOPaMM apomMaTasbl U 2,5% nauneHToB B rpynne naaueto B KOMOGUHaUMKN C MHIMGUTOPaMmM apoMaTtasbl®
+ 2,3% XEHLMH B rpynne 3eHINCTUK B KOMOMHaLUMK C UHFMOMTOPaMu apomaTtasbl MpekpaTuan neyeHmne B CBA3n
3€eHMUCTUK + UHIIMBUTOPbI apoMaTasbl C pasBuTMeM anapen®
328 272 236 208 181 164 106 40 0 0 - Y 1nauneHTa (<1%) B rpynne 3eHNNCTNK B KOMOMHAaLMK C MHTMOUTOpamMy apomaTasbl OTMeYeHa hebpuibHada
HenTponeHna®
Mnaue60o + MHrM6UTOPbLI apoMaTasbl + BeHosHble TPOMO03MOONNYECKME ABNEHUA 3aperncTpupoBansl y 4,9% naumMeHTos B rpynne 3eHANCTUK
165 126 105 84 66 53 42 7 0 0 B KOMOGMHAaUNK C MHIMBUTOPaMmK apomMaTtasbl U 0,6% NauMeHToB B rpynne MoOHoTepanum MHriméutopamMm apomaTasbl®

- [poueHT cobbiTuii Ha Bpema NpoBeaeHns aHannaa coctasun 42,1% (n=138) n 65,5% (n=108) B rpynnax 3eHANCTUK + MNoBbileHVe KpeaTVHIHa B CbIBOPOTKE KPOBU MO OTHOLEHWMIO K UCXO[HOMY

NHIMGUTOPbLI apoMaTasbl U nnaueto + MHrMGUTOPbLI apoMaTasbl, COOTBETCTBEHHO® YPOBHIO He CONPOBOXKAANOCh HapylleHem QyHKUMK nodek'
- Ha MOMeHT npoBeaeHna NpoMeXyTouHOro aHanmsa BBl gaHHbIx N9 aHanm3a o6uen BbXXKMBaeMoCTH ObIM0
HeooCTaToYHO (93 cobbiTus B 2 rpynnax)®

W — poBepwutenbHblil nHTepsan; OP — oTHoCUTenbHbIM puck; HA — He AoCTUrHyTa.
A & P P P A . Y *BkntoyaeT Mobble MHPEKLMN 1 MHBA3UK OPraHoB 1 cucTem.®

"Ha nameHeHnsa hyHKLUMN NOYEK yKa3bIBalOT TakMe MapKepsbl, Kak a30T MoYeBUHbI Kposu (BUN),
umcTatH C, pacyeTHasi CKOPOCTb KTyGOUKOBOW (PUILTpaLUMmM Ha ocHoBe unuctatiHa C.!

e)XxeAHeBHO

3eHAUCMUK"

14 abemaumkNno
2 pasa B CyTku



K + VIHFVI6VITOpr apomMaTtas3bl

B nccnegosaHmax MONARCH 2 1 MONARCH 3
3aperncTpupoOBaHa Arapea NPemmyLecTBEHHO
NEerkown ctenenu, Kotopas Obila KOHTPONMPYeMOn**

Mnaue6o + MHrM6UTOPLI apomatasbl (N=161)

OTKJ/TOHEHUSA OT HOPMBbI 3EeHNUCTUK + MHIMBUTOpPLI apomaTtasbl (N=327)

JNABOPATOPHbIX NMOKASATE/IEWN,
OTMEYEHHbIE Y >10% NMALUMEHTOB
B KAXAOW rPYIMME

B 6onblunHcTBE Ccny4aeB nauneHTam, nosiydaslinm 3eHI'IVICTI/IK, He I'IOT[DeGOBaJ'IaCb MO,EI,I/ICbI/IKaLI,VIﬂ AO03bl NPy PasBUTUN ANapen:
. 70% nauneHTtoB B nccnegosann MONARCH 22

BCECTEMEHM 2CTEMEHb 3 CTEMEHb 4 CTEMEHb  BCE CTEMEHU 2CTENEHb 3 CTEMEHb 4 CTEMEHb . 76% naumeHToB B nccneaosaHun MONARCH 38

[NoBbIlEHME KpeaTnHMHat 98% 53% 2% 0 84% 5% 0 0
OT1meHa Tepanmn 3EeHINCTUK B pe3ynbrate anapen I'IOTDGGOBa}'IaCbZ
CHUXeHME YPOBHS NenkoLmToB 82% 43% 13% 0 27% 7% 1% 0 . 2.9% nauWenTos B uccnenosanun MONARCH 22
AHemus 82% 39% 2% 0 28% 9% 0 0 « 2,3% naumeHToB B uccnegosaHm MONARCH 38
CHWXEHNE YPOBHSA HEMTPOGWIOB 80% 38% 19% 3% 21% 3% 3% 0
CHUXEHME YPOBHSA MMMAOLMTOB 53% 20% 7% 1% 26% 10% 2% 0 B nccnepgosaHnm MONARCH 2 B pe3ynbrate CMUMATOMATUYECKOrO NeYeHns n/mnm
[0) 18
T 189% 0% - o - o o ; peaykumn aosbl paspewmnnocb 85% cnydaeB gnapem.
Mosbiwerre ACT 37% 4% 4% 0 23% 4% 1% 0 Oduapeq aBnanacb Hanbonee 4yacTbIM HeXenatesbHbIM ABNEHNEM, KOTOPOE MOI/10
CHIPKEHIE YPOBHS TPOMBOLITOD 6% 2% I o o 5 o 5 pasBUTLCA B Nt060e BpeMS B nepuog neveHud. B MccnenoBaHnax MONVARCH 2n
MONARCH 3 yactoTta pa3sutnsa gnapen 6bisia MakCMManbHOM B NePBbIN MECAL, NeYeHNS
Mmnepkaneumemmna 31% 0 0 1% 32% 1% 0 0 1 CHUXANacb Ha NOCAEeAYIOLNX LI,VIKI'IaX.1
ATl eI e 0 0 Sl e 0 0 0 B YACTOTA PA3BUTUS OANAPEU 2 U 3 CTEMEHW B UCC/IEAOBAHUM MONARCH 22°
MMnoHaTpremmns 29% 0 5% <1% 24% 0 0 0
rnokanbuneMns 23% 3% <1% <1% 18% 2% 0 1% 28 — 3eHnuCTUK + (hyNIBECTPaHT, 2 CTeneHb
— Tnaue6o + chynBecTpaHT, 2 cTeneHb
[NoBbIWEHME LenoyHom ochaTasbl 17% 3% <1% 0 14% 2% 1% 0 ---- 3eHANCTUK + hynBeCTpaHT, 3 CTeneHb

ZZEEEE e Mnaue6o + coynsecTpaHT, 3 cTeEneHb
lNMoBbIWEeHNEe YPOBHS CbIBOPOTOYHOro KpeaTuHnHa B uccnegosaHmm MONARCH 3:

- OTMeYanocb Ha paHHUX CPOKaX (B TeUeHMne NepBoro Mecsua nocse Havyana nevyeHus)’ s 20
o
- YpoBeHb CbIBOPOTOYHOIO KpeaTUHMHA OCTaBasICA NOBbIWEHHbIM, HO CTabubHbIM' s
- Hocnno o6patnmbiii XxapakTep nocsie oTMeHbI eyeHus’ g "
w
- BbIN0 MokasaHo, 4TO 3eHNNCTNK NOBbILWAET YPOBEHb KPpeaTnHMHA B CbIBOPOTKE KPOBW 3@ CYET 5
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e)XXeJHEeBHO

*PekoMeHgaumm no moaucukaLumm gosbl B CBA3U C pa3BUTUEM Anapeun 3 ™
cM. B MIHCTpYKUUM MO MeAULIMHCKOMY NPUMEHEHMIO JIEKapPCTBEHHOIO EHAUC| I lUK
npenapara 3eHnuctuk™ N° JIM-005715-01102020. adbemMauUmKIno

2 pasa B CyTku



EovHCTBEHHbIN HMbuTop CDK4 1 6 ana exxegHeBHOro MPUMEHEHUS!

Hay'-IHbIM ob6ocHoBaHUEeM ans HenpepbiBHONoO npuMeHeHund Cnyxart AaHHble

OOKMNHUYECKUX nccnegoBaHumn, KOTOpPbIle NOKa3a/in, YTo HenpepbiBHOE eXeagHeBHOE

NpMMeHeHne 3eHIMCTUK NPUBOAUIO K YMEHbLLUEHUIO pa3mMepa Onyxo/iv B Mogensax
KCEHOTpPaHCMN/IaHTaTa paka MO/TIOYHOWM Xene3bl?'!

3EHIMCTUK PEKOMEHOOBAH K MPUMEHEHUIO™

Tabnetka 150 wmr, Ta6bnetka 200 wr,
BHYTpPb, 2 pa3a B CYyTKU BHYTpPb, 2 pa3a B CYyTKU

B koM6uHauun ¢ hynBecTpaHTOM
a Py P B kayecTtBe MoHOoTEepanuut

WM MHrM6bMTOopamMmn apomMartasbl** :

3eHNNCTUK creayeT NPUMEeHATb MO HeMpPEepPLIBHOW CxeMe [0 NporpeccrpoBaHnsa 3a60/1eBaHus
MU HENPUEMIEMOM TOKCUYHOCTU.

3EH/IMCTUK BbINYCKAETCHA B BJTMCTEPAX, COOEPXALLIMX TABJIETKWM B O3E™"
- 150 i C'_.'D
50 mr 100 mr 150 mr 200 mr
Ha pucyHke Tabnetkn NpeacTtaB/ieHbl He B HaTypasibHytO BENNUWHY.

B cnyyae Heo6X0AMMOCTH peayKLUMmM A03bl, KaXabli YPOBEHb CHIKEHNS A03bl 3eHNUCTUK cocTaBnaeT 50 Mmr.
CnepyeT OTMEHUTL NpMeM NpenapaTa Npu HenepeHocMocT Ao3bl 50 Mr 2 pasa B cyTkn.! PekomeHaaumnm
no MoandmKaLmMm 003bl B KOHKPETHbBIX Clydaax CM. B VIHCTPYKUMK MO MeANLMHCKOMY NpUMEHEHNIO
nekapcTtBeHHoro npenapata 3eHnnctnk™ N° J1M-005715-01102020.

HpeﬂapaT 3eHANCTUK MOXKHO MPVHMAaTb HE3aBNCMMO OT NMpremMa I'II/ILLLVI]

Opyrve pekomeHgaumu

. Cnepnyet nsberatb ynotpebieHnsa NpoayKTOB Ha OCHOBe rpeindpyTa’
« Heo6xoavmo npuHuMaTh npenapat NpYMepPHO B OHO 1 TO Xe BPeMa Kax bl AeHb'

+ [1pn BOSHNKHOBEHWNN PBOTHI y nauneHTa nnn npun nponycke npnema npernapata 3eHINCTUK cnepnyet
NMPUHATL CNeAyroLlwyto 403y B 00bl4yHOE BpeM‘H1

- TabneTky 3eHNNCTMK HEOBXOAMMO NMPOrNaThiBaTh LIENIMKOM (He cneayeT pasKeBbiBaTb, APO6UTb
UK 0enUTb TabneTky)

« Y XXEHLLMH B Npe- nnv neprumeHonayse tepanmnio HEO6Xo0ANMO KOMOMHMPOBATb C HA3HAYEeHWEM aroHUCTa
NIOTENHN3UPYIOLLETO TOPMOHA — PUAN3KHI-ropmoHa (SITPI)!

*PekomeHayemMasn fosa qynsecTpaHta B KoMOMHauUMn ¢ 3eHnncTuk coctasnaet 500 mr B 1-i, 15-7 1 29-i gHW umkna v ganee 1 pa3 B Mecau.?
CnepyeT 03HAKOMUTBLCS C MHCTPYKLMENR NO MEANLMHCKOMY NPUMEHEHMIO (hynBeCcTpaHTa.

TCM. UHCTPYKLWMIO MO MEANLIMHCKOMY MPUMEHEHWIO A5 BEIOPAHHOrO MHIrMOUTOpa apomaTtassbl.

Tpy pasBUTUN HexXenaTe bHbIX PeakLUmnii MOXeT NoTPe60oBaTbCA BpEMEeHHas OTMEHa NIe4eHns.

PekomeHpaLmy Nno MoanguKaumm 403kl B KOHKPETHBIX Cy4Yaax cM. B VIHCTPYKLMM MO MEAMLIMHCKOMY NMPUMEHEHNIO N1eKapCTBEHHOTO
npenapara 3eHnnctnk™ N° J1M-005715-01102020.

e)XXegHeBHO

3eHAUCMUK"

adbemauukIno

2 pasa B CyTK1

[nAa eHLWWH C NONOXKUTENbHBIM MO FOPMOHAJIbHBIM PeLIeNTOPam
(T'P+) n oTprLaTenbHBIM MO PELENTORY 3NUAEPManIbHOrO
PaKTopa pocTa Yenoseka 2-ro Tvna (HER2-) meTacTatnyeckim
PAKOM MOJIOUYHOW »kenesbl, B TOM Yncie ¢ Haanumem
$aKTOpOB HEGNaronpuATHOro NpPorHo3a''+*
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*XapaKTepuctnku 3a6o1eBaHus, 0ObI4HO accCoumMmpyloLLMecs ¢ MeHee 61aronpusaTHbIM
nporHosom. B nccnegosannn MONARCH 2 B kauectBe hakTopoB He6/1aronpuaTHOro NporHosa
aHanu3npoBanu NepPBUYHYIO FOPMOHOPE3NCTEHTHOCTb U MeTacTasbl BO BHYTPEHHWE OpraHsbi.

B nccnepgosanmn MONARCH 3 haktopamu He61aronpruaTHOro NporHo3a aBAsIncCL meTacTtasbl
B neyeHb 1 MHTepBan 6e3 fleyeHns meHee 36 mecsaueB. MNpoBeAeH aKCnepuMeHTanbHbIi aHanms
BbIXXVBaeMOCTN 63 NpOorpeccMpoBaHns B MOArPYNnax nauveHToB C MeTacTa3amu B NeYeHb

N MHTepBanom 6e3 nevyeHnsd meHee 36 Mecsaues.

ITT-nonynauusa Moarpynnel ¢ hakTopamu He6NaronpuMATHOro NPorHosa*

3eHUCTUK + dpyNIBECTPaHT 3annaHWpoBaHHbI aHanus B nogrpynnax’®

MEPBUYHAA TOPMOHOPE3UCTEHTHOCTb (n=169)" METACTA3bI BO BHYTPEHHUE OPIAHbI (n=373)"

Meanara 85N 16,4 mecsua’ Mennana 85N 15,3 mecsua Mennara 86N 14,7 mecaua
(n=446) (95% 1:14,4-19,3) (n=11) (95% OW:12,4-24) (n=245) (95% AW:13-17,4)
no cpasHeHwio ¢ Megnaroit BBl 9,3 mecsaua no cpaBHeHuio ¢ MeavaHoii BBl 7,9 mecaua no cpaBHeHuo ¢ MeanaHoii BBl 6,5 mecsaua
B rpynne MoHoTepanuy (ynBecTpaHTom B rpynne MoHoTepanun hynBecTpaHToM B rpynne MoHoTepanuun ynBeCcTpaHToM
(n=223) (95% [AWN: 7.4-12,7) (n=58) (95% AW 5,7-11,4) (n=128) (95% W 5,6-8,7)
OP=0,553 (95% AW: 0,449-0,681) p<0,0001* OP=0,454 (95% [1/: 0,306-0,674) OP=0,481(95% [11: 0,369-0,627)

MpeasapuTe/bHO 3an1aHUpPOBaHHbI aHanns BB B noarpynnax nposoaumn C NCofib30BaHWeM Crieayolnx GakTopos CTPATUMMKALMMK: OPraHbl METACTasnpoBaHus, B TOM
Yicne BUCUEPasbHble MeTacTasbl, U FOPMOHOPE3UCTEHTHOCTb, BK/KOYAA NEPBUYHYIO FOPMOHOPE3NUCTEHTHOCTL. AHANNS NPOBOANIN 6€3 KOPPEKTUPOBKM HA MHOTO(AKTOPHOCTS;
1ccnefoBaHre He 061aaano A0CTAaTOUHON CTATUCTUYECKOM MOLLHOCTBIO A9 OLEHKN S (MEKTUBHOCTU 3EHUCTHK B KOMGUHALMM C (hyNIBECTPAHTOM MeXAy NOArpynnaMi.”

3eHNCTUK + MHFMBUTOPLI apoMaTasbl SKCnepuMeHTarnbHbIM aHanus B nogrpynnax™*

MHTEPBAJ1 BE3 JIEMEHUA

= 13
METACTAS3DbI B NMEYEHb (n=78) MEHEE 36 MECSILIEB (n=76)*

Meanara BB 28,2 mMecsua’

(n=328) (95% OW: 23,5-H/) Mepnuara BBl 15 mecqaueB MepguaHa BBl 29,5 mMecqdua
no cpaBHeHuio ¢ MeauaHoii BB 14,8 Mecsaua (n=47) (95% AN: 7:4-237) (n=44) (95% AWt 11.6-HL)
B rpynne MoHoTepanuun nHrmbutopamm no cpaBHeHuto ¢ Meaunaroii BBl 7,2 mecsaua no cpaBHeHuto ¢ Meamnaroii BBl 9 mecaues
apomarasbl (n=165) (95% [AW: 11,2-19,2) B rpynne MoHoTepanun nHrmutopamm B rpynne MoOHoTepanuun MHrMéutTopamm
OP=0,54 (95% [W: 0,418-0,698) p<0,0001® apomartasbl (n=31) (95% [W: 2,1-14) apomarasbl (n=32) (95% AW: 3,7-14,2)
OP=0,477 (95% OWV: 0,272-0,837) OP=0,441(95% [: 0,241-0,805)

DKcnepuMeHTanbHbli aHanvs BB nposoavan B noarpynnax nauneHToB C Haimymem 1 OTCYTCTBMEM METACTa30B B NEYEHb, a TakXXe B NOArPYynnax nauneHTos ¢ y4eTom
nHTepBana 6e3 neyeHns meree 36 MecALEB NOC/e OKOHYaHUA aAbIOBAHTHON ropMoHoTepanuun. PacyeTHble 3HaueHns OP 1 IV Ang aHanusa BHYTpU NOArpynn 6biau
CKOPPEKTUPOBaHbI AN B3aNMOAEHCTBISA C NeyeHnem. AHan13 npoBoAnNY 6e3 KOPPEKTUPOBKN Ha MHOrO(aKTOPHOCTb; UCCNeoBaHVe He 061aAano AOCTaTOUHOM
CTaTUCTUYECKON MOLLHOCTBIO ANS OLEHKN 3PPEKTUBHOCTN 3EHANCTUK B KOMOUHALMU C MHTMOMTOPaMm apomaTtasel Mexay noarpynnamu.>

3eHnUCTUK™ — eguMHCTBEHHDIN HrbuTop CDK4 1 6 anga exxegHeBHOrO nprimeHeHus's!

TlpoueHT cobbITUII Ha Bpems NpoBeaeHnsa aHanusa coctasun 49,8% (n=222) n 70,4% (n=157) B rpynnax 3eHANCTUK + dhynBecTpaHT 1 nnauebo + hynBecTpaHT,
COOTBETCTBEHHO.'

TIpoueHT cobbITWin Ha Bpems NnpoBeAeHns aHanmsa coctasun 42,1% (n=138) n 65,5% (n=108) B rpynnax 3eHNNCTUK + UHTMOUTOPLI apoMaTasbl U Nnauebo + UHrMeUTopsbI
apomaTtasbl, COOTBETCTBEHHO.!

SPekoMeHayeTCs NPUMEHATL 3eHNNCTUK B Ao3e 150 Mr, BHYTPb, 2 pasa B CYTKU (B KOMOWHALMY C (hyIBECTPAHTOM MW MHIMOUTOPaMM apomaTasbl) 40 MPOrpeccMpoBaHns
3a60/1eBaHNs UK HeNpuemMaIeMo TOKCUYHOCTH.!

'Mpwu pasBuTUM HeXenaTeNbHbIX Peakumii MOXeT NoTPe6GoBaThCs BpeMEHHas OTMEHa NeyeHus. PekoMeHaaumm no MoanduKaLmm A03bl B KOHKPETHBIX Clydasx CM. B MIHCTpyKUMK
Mo MeAMUMHCKOMY MPUMEHEHWIO ekapcTBEHHOro npenapara 3eHnmctuk™ N° J1M-005715-01102020.
1Y XeHLWWH B npe- nnv neprmMeHonayse Tepanuio Heo6xoaAMMO KOMOMHWPOBATL C Ha3HaYeHWEM aroHUCTa NIOTEUHN3MPYIOWEro ropMOHa — PUAN3UHr-ropmoHa (JIFPT).!

BBl — BbIkMBaeMocTb 6e3 nporpeccupoBanns; H — He gocturHyta; OP — oTHOCUTENbHBIR pUcK; [V — noBepUTeNbHbIN nHTepBan.

Cnuncok nutepaTtypsbl: 1. VIHCTPyKUMS NO MEAVLIMHCKOMY NPUMEHEHMIO NNeKapCcTBEHHOro npenapata 3eHnnctuk™ N° J1M-005715. 2. Sledge GW Jr, Toi M, Neven P, et al. MONARCH 2: abemaciclib in combination
with fulvestrant in women with HR+/HER2-advanced breast cancer who had progressed while receiving endocrine therapy. J Clin Oncol. 2017;35:2875-2884. 3. Sledge GW Jr, Toi M, Neven P, et al. The effect

of abemaciclib plus fulvestrant on overall survival in hormone receptor—positive, ERBB2-negative breast cancer that progressed on endocrine therapy—MONARCH 2 a randomized clinical trial. JAMA Oncol.
Published online September 29, 2019 doi:10.1001/jamaoncol.2019.4782. 4. Imkampe A, Bendall S, Bates T. The significance of the site of recurrence to subsequent breast cancer survival. Eur J Surg Oncol.
2007;33:420-423. 5. Largillier R, Ferrero JM, Doyen J, et al. Prognostic factors in 1038 women with metastatic breast cancer. Ann Oncol. 2008;19:2012-2019. 6. Solomayer EF, Diel 1J, Meyberg GC, Gollan C,
Bastert G. Metastatic breast cancer: clinical course, prognosis and therapy related to the first site of metastasis. Breast Cancer Res Treat. 2000;59:271-278. 7. Cardoso F, Costa A, Senkus E, et al. 3rd ESO-ESMO
international consensus guidelines for advanced breast cancer (ABC 3). Breast. 2017;31:244-259. 8. Johnston S, Martin M, Di Leo, et al. MONARCH 3 final PFS: a randomized study of abemaciclib

as initial therapy for advanced breast cancer. NPJ Breast Cancer (2019) 17;5:5. doi: 10.1038/541523-018-0097-z. PMID: 30675515; PMCID: PMC6336880. 9. Gerratana L, Fanotto V, Bonotto M, et al. Pattern of
metastasis and outcome in patients with breast cancer. Clin Exp Metastasis. 2015;32:125-133. 10. Vogel CL, Azevedo S, Hilsenbeck S, East DR, Ayub J. Survival after first recurrence of breast cancer: the Miami
experience. Cancer. 1992;70:129-135. 11. Chang J, Clark GM, Allred DC, Mohsin S, Chamness G, Elledge RM. Survival of patients with metastatic breast carcinoma: importance of prognostic markers of the primary
tumor. Cancer. 2003;97:545-553. 12. Yamamoto N, Watanabe T, Katsumata N, et al. Construction and validation of a practical prognostic index for patients with metastatic breast cancer. J Clin Oncol. 1998;16:2401-
2408. 13. Data on file. Lilly USA, LLC. ONC20180108a. 14. Data on file. Lilly USA, LLC. ONC20180328a. 15. Data on file. Lilly USA, LLC. ONC20180103a. 16. Data on file. Lilly USA, LLC. ONC20170608a. 17. Data on
file. Lilly USA, LLC. ONC20171128a. 18. Data on file. Lilly USA, LLC. ONC20170921a. 19. Data on file. Lilly USA, LLC. ONC20170725a. 20. Data on file. Lilly USA, LLC. ONC20170612a. 21. Neil O’Brien, Dylan Conklin,
et al. Preclinical activity of abemaciclib alone or in combination with anti-mitotic and targeted therapies in breast cancer. Mol Cancer Ther. 2018; Published Online First February 26, 2018 doi: 10.1158/1535-7163.
MCT-17-0290.



PerucrpauunoHHbiii Homep: /1M-005715

ToproBoe HasBaHue npenapara: 3eHNUCTUK"

MeXxpayHapopHoe HenaTteHToBaHHOe HasBaHue (MHH): abemaunknno

MNokasaHua K NpUMEeHeHNo

3eHNNCTUKTM nokasaH Ans NeYeHUs NONOXUTENBHOrO MO FOPMOHA/bHBIM PeLenTo-
pam (HR+) n oTprLLaTensHOro No peuenTopy anvaepManbHoro aktopa pocTta Yeno-
Beka 2-ro Tuna (HER2-) pacnpocTpaHeHHOro nan MeTacTaTMyeckoro paka MOI04HOWN
xenesbl:

- B KOMOMHaLMK C NePBOW NNHUEN SHAOKPUHHONW Tepanumn MHFMOMTOPOM apomaTasbl;
- B KOMOVHaUuW ¢ hynBEeCTpaHTOM, Ha3Ha4aeMbIM B KayecTBe NepBoii UN BTOPOI
NIVHUW SHOOKPUHHOV Tepanuu;

- B KaYeCTBEe MOHOTEPANnuK y NaLMeHTOB C NPOrpeccpoBaHMeM 3a60/1eBaHNA Nocne
SHOOKPUHHOW Tepanuun 1 O4HOW WAW ABYX JIMHUA NPeALeCcTBYIOLWEN XMMMoTeEpPanumu
no NoBOAY MeTacTaTMYeCcKon cTaamnmn 3a6oneBaHus.

Y XEeHLWH B Npe- uav nepuMeHonayse Tepanmnio Heo6X0AMMO KOMOMHNPOBaTL C Ha-
3HaYEeHWEM aroHuUcTa NIOTENHU3MPYIOLLErO FOPMOHA PUAN3UHI-ropMoHa (JTTPT).
MpoTuBonokasaHus

[oBbILWEHHaA YyBCTBUTENBHOCTL K abeMaLnKaInby nam no6omy ApyroMy KOMMOHEH-
Ty, BXOASALIEMY B COCTaB npenapara; 6epeMeHHOCTb ¥ Nepvog rpyAHOro BCKapMau-
BaHUs.

[eTckuii BO3pacT, noveyHas HeaoCTaTOYHOCTb TSXKENON CTeneHu, TepMuHanbHas
CTafuns NoYeYHOW HeJOCTaTOUYHOCTH, NALMEHTbI, HAXOASALMECS Ha reMoananuae (3g-
(HEKTUBHOCTb M 6€30MaCHOCTb HE YCTaHOB/EHDI).

Cnoco6 NpMMeHeHUs 1 [Oo3bl

PekomeHpayemble A03bl U PEXUM [O3MPOBAHUS

B coctaBe KOMOUHMPOBAHHOW Tepanuu ¢ PyNBECTPAHTOM WAV MHIMOUTOPOM apoma-
Tasbl pekoMeHayemas Ao3a npenapata 3eHNncTnkTM coctasnaseT 150 Mr BHYTpb 2
pasa B AeHb.

« Cnepyet o6patnTbCs K MHCTPYKLMW MO MEAWLMHCKOMY MPUMEHEHWIO MHIMOWTOPA
apomatasbl AN NoNyYeHUs MHhopMaLmn O pEKOMeHAyeMOl f403e npenapara.

- PekomeHayemasn nosa dynsectpaHta coctasnsetr 500 mr B 1-id, 15-i n 29-ii gHK
uvkna v ganee 1 pas B Mecsl. Cnegyer 03HaKOMUTLCH C MHCTPYKLUMEN MO MEANLMH-
CKOMY MpUMEHEeHWIO (hynBecTpaHTa. py KOMOMHMPOBAHHOW Tepanuu npenapaTom
3eHAMCTUKTM u dynBecTpaHTOM B COOTBETCTBUM C CYLLECTBYIOWMMY CTaHAapTaMu
KNMHWYECKOV NPaKTUKK XEeHLLMHAM B Nepw- U NpeMeHonay3e cneayet NponTv Kypc
NeYyeHnss arOHUCTOM FOHaAOTPOMUH-PUANIKHT FOPMOHa (THPT).

[Npy npoBeaeHUy MOHOTEPaNUK peKoMeHayeMas fo3a npenaparta 3eHIMCTUKTM co-
crasnsiet 200 Mr BHyTpb 2 pa3a B AeHb.

Tepanuio cnegyet NPoAo/KaTh A0 NPOrpeccMpoBaHns 3a601E€BaHNSA UIN Pa3BUTUS
HenepeHOCHMON TOKCUYHOCTU.

[Mpenapat 3eHANCTUKTM MOXHO NpUHMMaTbL He3aBUCMMO OT Npuema nun. Heobxo-
AMMO NPUHUMAaTb Ha3HaYeHHbIe A403bl NpenapaTta 3eHANCTUKTM NpYMEPHO B OAHO U
TO Xe Bpems Kax bl AeHb.

Koppekumnsi pexunma go3nMpoBaHus rnpenapara 3eHAMcTukTM npyu pa3sutun He-
JKesiaresibHbIX PeaKkymi

PekomeHayemasn HadyanbHasa fo3a npenaparta 3eHANCTUKTM npu KOMOUHUPOBAHHOWN
Tepanun ¢ ynBECTPaHTOM WAV MHTMOUTOPOM apomaTtasbl: 150 Mr 2 pasa B AeHb;
nepBoe CHWXeHne Ao3bl - 100 Mr 2 pa3a B AeHb; BTOPOE CHWXeHne Ao3bl - 50 mr 2
pasa B AeHb; TPEeTbe CHUXKEHWNE A03bl - HE MPUMEHUMO.

PekomeHayemasn HayanbHasa Ao3a npenapata 3eHANCTMKTM npu moHoTepanuu: 200
M 2 pa3a B ieHb; NepBoe CHWXeHWe A03bl - 150 Mr 2 pa3a B AeHb; BTOPOE CHMXKEHNE
no3bl - 100 Mr 2 pa3a B AeHb; TpeTbe CHMXeHne A03bl - 50 Mr 2 pa3a B AeHb.
CnepyeT OTMEHUTL MpUeM nNpenapaTta 3eHANCTUKTM npu HenepeHocMMocT Ao3bl 50
M 2 pa3a B AeHb.

PekomeHayeTcs 06patuTbCst K MHCTPYKLMW MO MEeANLUHCKOMY MPUMEHEHWUIO UHMU-
6uTopa apomatasbl Uan ynBecTpaHTa Ans NoAyYeHUst MHPOPMaLMK O KOPPEKLMK
[03bl v APYrov nHhopmMaLuum Nno 6€30MacHOCTU.

Oco6ble ykasaHus

[pu pa3BuTK HENTPoNeHUn 3 UK 4 CTENEHN TAXECTU PEKOMEHAYETCS KOPPEKLMA
[03bl Npenapata 3eHNncTMKTM. MNMaumeHTam cnegyeTt He3aMeanuTenbHO coobLLaTh
060 BCex Cry4vasx NMxopaakn nevailemy spady.

Heobxoavmo cneanTb 3a NpU3HakamMu 1 CUMNTOMaMK Pa3BUTUA UHAEKLUK 1, B Cay-
Yae HeoOXOAMMOCTYW, MPOBECTVN COOTBETCTBYIOLLYIO TEpanuio, Cleayst CyLLecTBYiO-
MM CcTaHAapTaMm neyeHus.

BeHo3Has Tpomboambonunsa Habnwoganack y 5,3% nauveHToB, NonyyaBLUMX npena-
paT 3eHAUCTMKTM B KOMOWHaUUW C hy1BECTPAHTOM WAV MHIMOUTOPOM apomaTtasbl,
ny 0,8% nauneHToB, NONy4YaBLUMX MNaLebo B KOMOUHaUMKN C (hyNBECTPAHTOM WAn
VHIMOUTOPOM apomMaTasbl. Heo6xoaMMo cnegmntb 3a NpU3HakaMmn M CUMATOMaMun pas-
BUTUSA TPOMOO3a ryOoKNX BEH U TPOMOOIMOONNM NErOYHOW apTepun 1, B ciydae
HEeOoO6XOAMMOCTI, MPOBECTV COOTBETCTBYIOLLYIO Tepanwuio, cneays CywecTBYOLNM
cTaHAapTam neyeHus.

B 3aBrcMMoOCT OT cTenenn nosbileHns ypoBHA AJIT nnn ACT MmoxeT notpeboBaThb-
Cs KoppeKumnsa Ao3bl. MNpu nosbiweHun ypoBHa ACT w/wnn AT >3 x BIH ¢ yBenu-
YEeHMEM KOHLEeHTpaLmn obLero 6unmpybuHa >2 x BI'H npu oTcyTCcTBMM X0necrasa
WAN Pas3BUTUM FenaToTOKCUYHOCTU 4 CTENEHWN TSXKECTU TpebyeTcs nofHas OTMeHa
npenapara.

[napes aBngeTca camoi pacnpoCcTpaHeHHON HexxenatenbHol peakumei. MNpu nep-
BbIX NPW3HaKaX XWAKOro CTyna cnefyet HayaTb NpueM NpoTMBOAMapeliHbIX npena-
paToB, TakUX Kak nonepamua, yBenuyutb notpebneHne XuaKocTn U CooBLnTb O
npobneme nevaiemy Bpavy. [pu passuTumn anapen >2 cTeneHn TIXKECTU PEKOMEH-
OyeTcst KoppeKkLumns Ao3bl.

Coo6LLanock 0 cay4yasx pasBuUTUa MHTEPCTULMANBHON Nero4yHon 60ne3H/MHEBMO-
HWUTa y NauMeHToB, NOMyYaBLUMX NpenapaT 3eHNMCTUKTM. Heobxoanmo cneauts 3a

Matepuan npegHasHaueH A/1A CNeLUUannCcToB 3APaBOOXPaHEHUS.
000 «Jlunnu ®apma»
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CUMNTOMAMU UHTEPCTULMANBHOV NErOYHON 60NEe3HW/MHEBMOHNUTA CO CTOPOHbI Ner-
KUX 1, B C/ly4ae HeOGXOAMMOCTU, MPOBECTU COOTBETCTBYIOLLYIO TEpanwio, Cleays Cy-
LLLeCTBYIOLLMM CTaHAapTaM neyeHns. B 3aB1CMMOCTU OT CTEMNEHU TAXECTN UHTEPCTU-
LUnanbHOM Nero4yHorn 60n1e3HU/MHEBMOHMUTA MOXET NOTPe60BaTLCA KOPPEKLUNS A03bI.
[pu pa3BUTUM MHTEPCTULMANBHOW NEroYHON 601e3HN/MHEBMOHNUTA 3 MW 4 CTENEHN
Tepanuio cnedyet OTMEHUTb.

Cnepyetr w36eratb OAHOBPEMEHHOrO MPUMEHEHUSA WHAYKTOPOB W30(hepMeHTa
CYP3A4 no npuynHe pucka CHuxXeHus ahpekTmBHoCTM abemaumkamoa.

[aHHble 06 ahPeKTMBHOCTM N 6€30MacHOCTM npenapaTta 3eHNUCTUKTM y naunex-
TOB, UIMEIOLLINX BUCLIEPasbHbI KpU3, OTCYTCTBYIOT.

[Npenapat 3eHNnCcTMKTM He cnegyet NpuHUMaTh naunMeHTam, MMeLWnM peakme Ha-
CNeACTBEHHbIE COCTOAHUS HENEePEHOCMMOCTU ranakTo3bl, abCONOTHOro AeduumnTa
naKTasbl UAW FIOKO3HOranakTo3HOW Manbabcopoumm.

Kaxpas Tabnetka 3eHMCTUKTM cogepXxut meHee 1 MMob HaTpua (23 Mr).
Mo6ou4Hoe peicTeue

[Mo6o4yHble ahheKThl, CBSA3aHHbIE C NPUMEHEHWEM npenapaTta 3eHNUCTUKTM B co-
cTaBe KOMOVHWPOBAHHOM Tepanun ¢ PyNBECTPAHTOM WAV MHIMOUMTOPOM apomaTasbl,
WN3NOXEHBI HXEe CO crieaylolLleli YacToTol: o4YeHb Yacto (>1/10), yacto (o1 >1/100 go
<1/10), HeyvacTo (0T >1/1000 go <1/100), peako (ot >1/10000 go <1/1000), oueHb peako
(<110000), ¢ HEM3BECTHOW YaCTOTOW (YacToTa HE MOXET OblTb ONpeaAeneHa Ha OCHO-
BaHWW VMEIOLLINXCS AAHHBIX):

WIHGheKUMOHHbIE 1 Napa3nTapHbIe 3a60/1€BAHMS: OUYEHb YaCTo - MH(PEKLMN.
HapyLueHnsi co CTOPOHbI KPOBU 1 JIMMDATUHECKOM CUCTEMbI: O4YEHb YaCTO - HERTPO-
NeHVs, NeKoneHns, aHemMuns, TPOMOOLIMTONEHWSI; YacTO — CHUXEHWE Yncna NmMgo-
LIMTOB; HeYacTo — hpebpunbHas HEMTPONEHUS.

HapyeHnsi co CTopoHbI OOMEHA BeLYECTB U MUTAHMS: OYEHb YacTo - CHUXEHWE an-
netuta.

HapyLeHnsi co CTOPOHbLI HEPBHOM CUCTEMbI: OYEHb YaCTO - ANCTEB3US, FONOBOKPY-
XeHue.

HapyLueHnsi co CTOPOHbI OPraHa 3pPeHuMs: HacTo - NOBbILLIEHHOE Crie30TeYeHue.
HapyiueHnsi co CTOPOHbI COCYAO0B: YacTo - BEHO3HasA TPOMO0IMOONHS.

HapyueHnsi co CTOPOHbI AbIXATe/IbHOM CUCTEMbI, OPraHOB rPYAHONA K/IETKU U cpe-
[AOCTEHMS: YacTO - UHTEPCTULMANbHAS NerovHas 601e3Hb/MHEBMOHNT.

HapyeHnsi co CTOPOHbI XesyAo4YHO-KULLEYHOro TPAKTA: OYeHb 4acTo - Auapes,
pBOTA, TOLWHOTA.

HapyLueHnsi co CTOPOHbI KOXM M MOAKOXHbIX TKAHEM: OYeHb YacTo - anoneuws, 3ya,
Cblfb; YaCTO - CYXOCTb KOXM.

HapyeHnsi co cTOPOHbI KOCTHO-MbILLEYHOW CUCTEMbI U COEANHUTE/IbHOM TKAHU:
4acTo - MbllleyHasa cnabocTb.

O6Lyne paccTpoiicTBA M HAPYLUEHUS B MECTE BBEAEHMS: OYeHb YacTo - yTOMse-
MOCTb, MUPEKCHS.

Jla6opaTopHbIe U MHCTPYMEHTA/IbHbIE AAHHBIE: O4YEHb YacTo - MOBbILLIEHNE YPOBHS
AT, noBeblweHne ypoHA ACT.

[Mo60o4yHble 3thheKThl, CBA3aHHbIE C MPUMEHEeHNeM npenapaTta 3eHIMCTUKTM B kave-
CTBE MOHOTEPanuu:

Hanbonee pacnpoctpaHeHHbIMW HeXenaTenbHbIMU PeakUmnsaMmn, O KOTOpbIX coobLla-
NOCb C YacToTon >20% Obln: Anapes, yToOMASEeMOCTb, TOLLHOTA, CHUXKEHWe anneTuTa,
60/1b B XMBOTE, HENTPOMNEHWS, PBOTA, MHPEKLMW, aHEMUS, FONoBHasA 60/b U TPOM-
GountoneHus.

Hanbonee yactbiMm HexenaTenbHbIMUM PeakLnsaMmn, O KOTOPbIX COOOLLanoch C Ya-
cToTol >10% ObINu: HapyLLEHWS CO CTOPOHbI XeyA0oYHO-KMULLEYHOr O TpakTa: Avapes,
TOLUHOTa, 60/1b B XMBOTE, PBOTA, 3aMop, CyXOCTb BO PTY, CTOMATHT;

MHEKLUMNOHHbIE 1 Mapa3UTapPHbLIe 3a60/1€BAHUS: HDEKLNN;

o6LYMe PacCTPONCTBA U HAPYLLEHUS B MECTE BBEAEHMS: YTOMIAEMOCTb, MUPEKCHS;
HAPYLLIEHNST CO CTOPOHbLI KPOBU U SINMGOATUHECKOMN CUCTEMbI: HENTPOMNEHWUS, aHeMus,
TPOMGOLMTONEHWS, NERKONEHNSs;

HAPYLLIEHNS CO CTOPOHbI OGMEHA BELYECTB U MUTAHMS: CHUXEHWE anneTtuta, 06e3B0-
XnBaHWe;

HAPYLLIEHNUST CO CTOPOHbI AbIXATE/IbHON CUCTEMbI, OPraHOB rPYAHON KIETKU U Cpe-
AOCTEHUS: Kallenb;

HAPYLLIEHNST CO CTOPOHbLI KOCTHO-MbILLEYHONM CUCTEMbI U COEANHUTE/IbHONM TKAHM:
apTpanrus;

HAPYLLIEHNST CO CTOPOHbI HEPBHOM CUCTEMbI: FONOBHas 6O/b, ANCTEB3WS, rON0BO-
Kpy>XeHue;

HAPYLLIEHNST CO CTOPOHbI KOXU U MOAKOXHbIX TKAOHEHA: anoneuuns;

/1060PATOPHbIE U MHCTPYMEHTA/IbHbIE AQHHbIE: NOBbIWEHVE KOHLEHTPauunM Kpea-
TVHWHA B CbIBOPOTKE KPOBW, CHUXKEHWE MAacChl Tefa, CHUXKEHWE Yncna NekoLunTos,
CHWXEHWe yncna HeNTPOMUIOB, aHEMUS, CHXKEHME Yucna NMMGOLUTOB, CHUXEHWE
yncna TpomMOoLUMTOB, NOBbILLEHNE noka3aTtensa AJIT, nosbiweHve nokasatensa ACT.
®dopma Bbinycka

Tabnetku, NOKPbITbIE MIEHOYHOV 060N0UYKON.

14 Tabnetok B 671mctep 13 MNBX/M3/MXTD 1 antoMMHUEBOW hOMLIN, MOKPLITONR Tep-
mMonakom. o ogHoMy 6AnCTepy B 06/10XKY KapTOHHY!O. [10 0AHOW 0610XKe KapTOH-
HOWM BMECTe C MHCTPYKLMEV N0 MeANLMHCKOMY NPUMEHEHWIO B YNaKOBKY KapTOHHYIO.
YcnoBus xpaHeHus

XpaHuTb nNpv Temnepatype He Bbiwe 300 C, B MecTax, HEAOCTYMHbIX AN AeTEN.
Cpok rogHocT1

36 MecALEeB. He NpUMeHATb No NCTEYEHNM CPOKa FOAHOCTH, YKa3aHHOIO Ha yrnakoBKe.
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