COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 22.03.2024 N2 5673

S

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOGFO TIPERAPATA 1001

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITIPEITAPATA
Kpuzoruano6-ITpomomen, 200 mr, kancysl.

Kpuzoruaunob-ITpomomen, 250 mr, kancysl.

2. KAUECTBEHHBIN U KOJTUYECTBEHHBIN COCTAB
JlelicTByro111e€ BEIIECTBO: KPU3OTHHHO.

Kpuzornuuo-IIpomomesn, 200 mMr, KancyJisl

Kaxnas xancyna cogepxut 200 Mr kpuzoTunuoa.

Kpuzoruuuo-IIpomomen, 250 Mr, KancyJibl

Kaxxnas xancyna cogepxut 250 Mr Kpu3oTHHHOA.

ITomubIi MEPCUCHb BCIIOMOT'ATCIIbHBIX BCHICCTB ITPHUBCIACH B Pa3aciic 6.1.

3. JEKAPCTBEHHASA ®OPMA
Kamncyisr.

Kpuzornuuo-IIpomomes, 200 Mr, KancyJisl

TBepable sxenatuHoBble Karcyiabl Ne 0, kopmyc Oenoro mBera, KpbllIKa O€JIOro IBeTa,
HETpO3pavyHble, MIINHAPHIECKON (HOPMBI ¢ ToTychepnieckuMu KoHaMu. CoaepKIUMOe KarcyJt
- IOPOIIOK MJIM CMECh I'PaHyJI U TOPOIIKa OEI0ro MM ClIeTKa XKeIToBaToro 1gera. Jlomyckaercs
HaJINYMe KOHIIIOMEpPaToB (KOMOUYKOB).

Kpuzornuuo-IIpomomen, 250 Mr, KancyJisl

Teepupie sxenmatuHOBBIE Karcyiasl Ne 00, kopmyc Oenoro mBera, KpbIIKa O€JIOro IBeTa,
HENPO3pavHble, IUITUHAPUICCKON (HopMbI ¢ momychepudeckumu kKoHaMu. CoepkuMoe KarcyJ
- IOPOIIOK HJIK CMECh TPaHyJl U MOPOIIKa OEJI0ro Wi CIIeTKa )KeIToBaToro sera. Jlomyckaercs

HAJIMYNUEC KOHTJIOMEPATOB (KOMO‘-IKOB).

4. KIMHUYECKHUE JAHHBIE
4.1. IlokazaHusl K IPUMEHEHHUIO
[Tpenapat Kpuzotunuo-Ilpomomen nokasaH K MpUMEHEHHIO Y B3pOCIbIX B Bo3pacTe oT 18 ser B
BUJIE MOHOTEpAIUU:
e B KauyeCcTBe Tepanuu nepBoit muanK y namuentoB ¢ ALK (anaplastic lymphoma kinase) —
MO3UTHUBHBIM PACIIPOCTPAHEHHBIM HEMEIKOKIETOYHBIM pakoM jerkoro (HMPJI).
e Ui TPUMEHEHUS y TAIMEHTOB, I[IOJyYaBIIMX paHee JICYeHHE TI0 TOBOIY
ALK-no3utuBHOro pacnpocrpanessoro HMPJIL.

e IS mpuMeHeHus y nanueHToB ¢ ROS1-no3utuBHbIM pacnpoctpanenHbiM HMPJIL.
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4.2. Pexxum 103MpOBaHus U C1IOCO0 NPUMEHEeHUs!

Jleuenne npenapatoM KpuzorunuO-Ilpomomen m0KHO HAYMHATBCS M OCYIIECTBIATHCS TIOA
HaOJIIOZIGHUEM Bpaya, MMEIOLIEr0 ONBIT NPUMEHEHUS MPOTUBOOIYXOJIEBBIX JIEKAPCTBEHHBIX
IpernaparosB.

Anamms skcrnpeccnn ALK n ROS1

Jnis orbopa manmueHTOB Ha JedeHue mnpemnaparoM KpuzorumauO-IIlpomomen HeoOXoammo
WCIIOJIb30BaTh TOYHBIA BaJIMAMPOBAHHBIA MeTON OleHKH skcrpeccun reHa ALK wmimu ROSI
(nHGOpMaIMSA O METOJaxX, MPUMEHIBIIUXCSI B KIMHUYECKHX HCCIEIOBAHUAX, MPEJICTaBICHA B
paznene 5.1).

Onpenenenne no3utuBHoro craryca ALK wimu ROS1 HMPJI noikHO mpoBOAUTHECS 10 Haydaja
Tepanuu  Kpu30oTHHUOOM. OIleHKa [IOJDKHA TPOBOAMTHCS Ja0OpaTOPUSIMH, HMEIOIIUMU
COOTBETCTBYIOIIUA OMBIT UCTIOIB30BAHUS CIIEIUATIBHBIX TEXHOIOTUH (cM. pazaen 4.4).

PexxuM 103upoBaHusd

Pexomennyemsblil pexxum no3upoBanus npenapara Kpuzorunu6-Ilpomomen: 250 mr 2 pasza B
cyTkH (cyTouHas g03a 500 Mr) B HEIIPEPHIBHOM PEKUME.
IIponyck 0o3vl
B cnyuae nponycka npuema 1036l KpU30TUHUOA €€ CIIEeyeT NPUHATH Cpa3y, Kak TOJbKO MallMeHT
BCIIOMHWJI O HEH, 3a UCKIIOYEHHEM CIIydaeB, KOrja A0 MOMEHTAa IpHeMa CIEAYOIel 103bl
ocTajoch MeHee 6 yacoB. B aToM citydae He ciaenyeT IpuHUMATh NIPOIyLIeHHY0 103y. He cienyer
NPUHUMATH 2 J103bI cpa3y, 4T0Obl KOMIEHCUPOBATh NMPOIMYIIEHHYO 103y .
Koppexyus 0o3v
B 3aBucumocTy OT MHIMBUIYaJbHOW NMEPEHOCUMOCTH U OE30MACHOCTH MOXKET MOTPeOOBaThCS
BpEMEHHasi OTMEHa MpenapaTa /Wi CHIKEHUE 103bl Kpu3oTuHHOa. Y 1722 nanuentos ¢ ALK
win ROS1-no3utuBasiM HMPJI, nony4aBmmx KpU30THHUO B KIMHUYECKHX MCCIIEOBAHUSX,
CaMbIMHU YaCThIMH HEXENATeIbHBIMU peakiusiMu (> 3%), MpUBOIUBIIUMH K BPEMEHHOW OTMEHE
npemnapara, OblJIM HEUTPOIIEHNUS, OBBIIIEHHE aKTUBHOCTH TpaHCAMHMHA3, pPBOTA U TOLIHOTA.
CaMbIMH YaCTHIMH HEKENATCIbHBIMU peakuusiMu (> 3%), NPUBOAMBIIUMU K CHUIKECHHIO
JIO3UPOBKHM Mpernapara, ObUIM TOBBIIIEHWE aKTUBHOCTU TpaHCaMHHA3 U HeiTponenus. Ilpu
HEOOXOJMMOCTH CHIKEHHS J03bl JUIsl MAI[UEeHTOB, MOJyYaloluX JIeYeHHe KPU30TUHUOOM B J103€
250 mr nepopaiibHO 2 pa3a B CyTKH, 03y KPU3O0THHHOA CIIeyeT YMEHBIIUTh, KaK YKa3aHO HIDKE:
e [epBoe CHMXKEHHUe 103bl: npenapat Kpuzorunud-Ilpomomen 200 Mr nepopaibHO 2 pasa B
CYTKH;
e BTOpOE€ CHMXeHHe J03bl: npenapatr Kpuzotuau6-IIpomomen 250 mr nepopansHo 1 pa3 B

CYTKH;
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no3e 250 mr nepopanbHO 1 pa3 B CyTKH.
Pexomenpanuy no CHMKEHUIO O3Bl MIPU PA3BUTHHM T'E€MATOJIOTHMYECKON U HEreMaTOJIOrMYECKOU
TOKCHUYHOCTH TpuBeneHbl B Tabmumax | w 2. g DanuMeHToB, MOJY4YaloIIUX JIEYECHUE
KpU30THHHOOM B J103¢e MeHee 250 mMr 2 pasa B CyTKH, CJIEAYeT PYKOBOACTBOBATHCS
PEKOMEHJIAIUSAMHM 110 CHIDKCHHMIO JI03bI, MPEACTaBICHHBIMH B Tabiume | wu Tabmume 2
COOTBETCTBCHHO.
Tabmuuma 1. Koppeknust no3sl  mpemapara KpusorunuO-Ilpomomen mpu  pa3BuTHH

reMaToJIOTHYECKOM TOKCI/ILIHOCTI/Ia’b

CreneHb BHIPAKEHHOCTH Pesxxum no3upoBanus npenapara Kpuzorunuo-Ilpomomen

nmo CTCAE®
3-51 CTENeHb BpemeHHO OTMEHUTH Npernapar 10 pa3pelieHus CUMITOMOB 10
ypoBHsI < 2-Oif CTENICHHU, 3aTeM BO30OHOBHUTH TEpAIHIO B
HCXOTHOM PEKHUME JIO3UPOBAHHMS.
4-5 cTenieHb BpemMeHHO OTMEHHUTH Mpenapar A0 pa3pelieHuss CMMITOMOB J10

ypoBHS < 2-OH CTCTICHH, 3aTeM BO30OHOBHUTH TEpANUIO0 B

cienyrolel 6oaee HU3KOM noszed €,

*3a ucxirroueHueM TuMQorneHnn (B caydae, eclid OHa He CONPOBOXKIAETCS KITMHUYECKIMHE MIPOSBICHUSMH,
HarpuMep, OMMOPTYHHUCTHYECKUMH UHDEKIHSIMHE).

B oTHOIIEHNH NAlUEHTOB C HEWTPOIeH el U NelikoneHuel cM. Takxke pasziens! 4.4 u 4.8.

¢ O0mue TEepPMUHOJIOTHYECKHE KPUTEPUH HEXENATENbHBIX SBICHHH HalmoHalbHOrO WHCTHUTYTa paka
(National Cancer Institute - NCI) CIIIA (Common Terminology Criteria for Adverse Events).

d [Ipy pa3sBUTHH pelUIMBA HEKENATENLHOrO SBJIEHHs CJEAyeT BPEMEHHO OTMEHMTh IIperapar Jo
paspernieHus: CHMIITOMOB JI0 YPOBHS < 2-Ol CTENeHH, 3aTeM BO30OHOBUTH TEPAITHIO TIpenapaToM B 1o03e 250
Mmr 1 pa3 B cyTku. PenmmuBupytoniye HexxenarenpHble IBICHUS 4-01 CTENEHH TSHKECTH TPEOYIOT TOTHOMN
otMeHHI nipeniapaTta Kpuzotuau6-IIpomomes.

¢ [TarueHTaM, KOTOPBIC MOJYYAIOT Ipernapar B 1o3e 250 mr 1 pa3 B CyTKH, WIM KOTOPBIM J103a Iperapara

ObL1a cHkeHa 70 250 Mr 1 pa3 B CyTKH, JICUCHHE CIICIyeT OTMEHUTh B X0JI¢ 00CIIC0BaHUS.

Tabmuna 2. Koppekuus no3sl  mpenapara KpusorunuO-Ilpomomen npu  pa3BuTHH

HEreMaToJIOTUYECKON TOKCUYHOCTH

Crenenb BoipaxkenHoctu no CTCAE? Pexum 103upoBaHus npenapara

Kpuzorunuo-Ilpomomen

IToBeIIIEHHE AKTHUBHOCTH BpeMeHHO OTMCHUTH mnmpemnapar J0

anmanuHamuHoTpancdepassl  (AJIT)  wam | paspelieHns CUMITOMOB 10 ypoBHS < 1-oi
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acnapraramuHoTpancgepassl (ACT) no 3-eit
unu  4-oif  CTENeHW, acCOLUMUPOBAHHOE C

ITOBBIIIICHUEM KOHICHTpAIUn O6H.I€l"0

owmpyouHa 1o < 1-o#i cteneHu

crenei Wi MCAOIHOLG, SATOM BOSOOHORATS

Tepanuio B jo3e 250 mMr 1 pa3 B CyTkw,

KOTOPYI0, IPU KIIMHUYECKOU MEPEHOCUMOCTH,

MO>KHO MOBBICHTB 10 200 Mr 2 pa3a B cyTku® .

IToBeienue aktusaocty AJIT wiu ACT no 2-

of, 3-eii wim  4-0M  CTENEeHH, C

COITYTCTBYIOIIUM [MOBBIIIIEHUEM
KOHIICHTpAlUU o0I11ero OunupyonHa 10 2-oi,
3-cii mnm 4-oif cremeHu (IpU OTCYTCTBUHU

X0JIeCTa3a Wir reMoJin3a)

IToHOCTBIO OTMEHUTH IIPUEM IIpEerapara.

I/IHTCp CTHUIHMaJIbHAasA 00JIe3Hb JICTKUX

(UBJT)/iHeBMOHUT J1F000M CTEIEHU

BpemenHo  oTMeHuTh ~ mpemapar — Ipu

MOJI03PEHUM Ha HNBbJl/tHeBMOHUT "

IIOJIHOCTBIO OTMEHUTh IIPUEM IIpenapara Ipu

mocraHoBke jgumarnoza VbBJl/mueBmonura,

CBA3aHHOIO C J'Ie‘leHI/IeMd.

VY nnuaenue uaTepBasia QTC 3-eif creneHu

Bpemenno OTMEHUTh npemnapar 10

paspcuicHusd CHMIITOMOB a0 YPOBHA

<1-o#i creneHy, NOpPOBEPUTb U, B CiIyyae

HCO6XOI[I/IMOCTI/I, IIPOBCCTU KOPPCKIUIO

YPOBHA 3JICKTPOJUTOB, 3aTEM BO300HOBUTD

TEpaIuio B CIEAYIOINIEH OoJiee HU3KOM noze™ ¢,

VY nnuHenue untepsaia QTC 4-0if crenenu

[TonHOCTEIO OTMEHUTH MMpueM npcerapara.

Bpanukapmus 2-oii, 3-eii crenenn™®

C CUMIITOMaMH, KOTOpPBIC MOI'YT HOCHUTH

TSOKEIIBIN XapaKkTep, OBITh KIMHHUYCCKH

3HAaYUMMBbIMHU U Tpe6OBaTL MCIHUIIMHCKOT'O

BMEIIAaTCIILCTBA

Bpemenno OTMEHUTH npenapar IIo

pa3penleHI/I51 CHUMIITOMOB 0 ypOBH?I
< 1-0if cTeNeHN WU JO YaCTOTHI CEPJIEUHBIX
cokpamenuit (UCC) > 60 yn/muH.

[TpoBectn aHau3 OJTHOBPEMEHHO
HpI/IHI/IMaeMBIX J'IeKapCTBeHHI)IX Cpe)ICTB Ha
NPEMET BBISIBIICHUS MPENapaToB, CIIOCOOHBIX
BBI3LIBATD

Opaaukapauio, a TaKXKe

TUIMOTCH3UBHBIX JICKAPCTBCHHBIX CPEICTB.
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IIPUHUMAEMOI'0 JIEKAPCTBEHHOI'O CPE/ICTBA,
OKa3bIBAIOLIET0 COOTBETCTBYIOIIEE JEHCTBUE
U IPEKpalIeHUH ero MpuemMa Ui KOppeKUUuu
JI03bI, BO3OOHOBUTH TEPAIUIO B MPEABLAYIICH
J103€ TOCJI€ pa3pelieHHus CHUMIITOMOB [0
ypoBass < l-oif cremenn wm YCC >

60 yn/muH.

Ecnu cpeay OJHOBpPEMEHHO NPHUHUMAEMBIX

JIEKAPCTBEHHBIX  CPEACTB  HE  BBISABIICH
npenapar, OKa3bIBAIOIIMI COOTBETCTBYIOLEE
JIECTBHE, UJIU €T0 IIPUEM HE MPEKPaLlEeH, WIH
He ObUIa TpoBelIeHa KOPPEKIHs €ro J03bl,
BO30OHOBUTH TEpamui0 B MeHbIIEH 103¢e°
MOCJIE pa3pelIeHUs] CUMIITOMOB J0 YPOBHS

< 1-oii crenienn i YCC > 60 yu/mMuH.

bpanukapaus 4-oi crerern® &

Vr POKAOIINC KHU3HU OCJIOXKHCHHUA,

Tpe6y}oume OKa3aHHus HEOTJIOKHOM

MEIUIMHCKON ITOMOIIH.

[TonHOCTBIO OTMEHMTH NIPUEM IIpernapara,
€CIIM CPEeIu OJHOBPEMEHHO IIPUHUMAEMBIX
JIEKapCTBEHHBIX  CPEACTB  HE  BBIABJICH
Ipenapar, OKa3bIBalOUIMI COOTBETCTBYIOIIEE
JNIEUCTBHE.
ITpu BBISIBJICHUH OJIHOBPEMEHHO
IIPUHUMAEMOI'0  JIEKAPCTBEHHOI'O CPENCTBA,
OKa3bIBAIOLIET0 COOTBETCTBYIOIIEE JEHCTBHE
U IPEKpalIeHUH €ro NpuemMa Ui KOppeKLun
J103bI, BO30OHOBUTH Tepamnuio B go03e 250 Mr
1pa3 B cyTku® C TpOBEICHHEM YacTOrO
MOHMTOPHHTA IOCJIE pa3peleHus] CHMITOMOB

no ypoBHs <1-oii crenenn wumn YCC >

60 ya/mMuH.

PaccrpoiicTBa 3penus 4-oif crenenu (moTeps

3peHus)

[IpexpatuTh mpHueM IMpemnapaTa Ha BpeMs

OLICHKH TSKECTU HAapyLICHUH 3pEHMUSL.
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Criteria for Adverse Events).

® PeruauBHUpYIOIIKE HEXKeNaTebHbIE IBJICHHS > 3-¢ii CTENEeH! TAKECTH TPEOYIOT MOIHOM OTMEHBI IpHeMa
npenapaTa Kpmsoruano-IIpomomern (cMm. pazaenst 4.4 u 4.8).

¢ [NarmeHTaM, KOTOpPBIC MONYYAIOT Npenapar B 1o3e 250 mMr 1 pa3 B CyTKH, HIIH KOTOPBIM J103a Mpenapara
Opl1a cHmkeHa 70 250 Mr 1 pa3 B CyTKH, JIeYeHHE CIIeTyeT OTMEHUTH B X0I€ 00CIIEIOBaHHSI.

4 Cwm. paznensi 4.4 u 4.8.

¢ YacToTa cepaeuHbIX cokparieHuii menee 60 yaapoB B MUHYTY (y/MHH).

fTlonuas oTMeHa npenapara npy pelyuIuBe.

Oco0nIe I'pYHOIIbI TAIKMECHTOB

Tayuenmoi ¢ napywieHuem yHKyuu neveHu

Kpu3otnHuO B 3HAUUTETHHON CTENIEHN METa00IM3upyeTcs B ieueH. Cienyer ¢ 0CTOPOKHOCTHIO
IIPOBOJUTH TEPAHIO KPH30TUHHOOM y MTAIMEHTOB C HAPYHICHHEM (DYHKIMH TIEYeHH (CM. TaOIHILy
2 v paznensl 4.4,4.8 u 5.2).

Ha ocnoBanun wiaccuduxkamuu NCI CHIA He pexoMeHayeTcs NPOBOAMTH KOPPEKILHIO
HAYaIbHOM 70361 KpU30TUHUOA JIJIs TAIIMEHTOB C JIETKOH CTETIEHBI0 HAPYIICHUST (PYHKIIUH MTEYCHU
(c ypoBueM ACT, mnpeBblmaronuM BepxHIOW Tpanully HopMmbl (BI'H), u ypoBHem oOmiero
6unmupyouna < BI'H nu6o ¢ mo6eiM ypoBHeM ACT u ypoBHeM oOuiero Omnnpy6una > BI'H, Ho
<1,5 x BI'H). lng nanueHToB cO CpeHel cTeneHbl0 HapyleHus: GyHKIUU MeueHu (¢ J0bM
YpOBHEM ACT u YpOBHEM o0miero
ommupyouna >15xBI'H um <3 x B'H) pexkomenmyemas HaudaibHas [103a KpPU30THHHOA
coctasiiseT 200 Mr 2 pa3a B CyTKH. [[j1 MallueHTOB ¢ TSXKeNoW CTeNeHbI0 HapyIeHHUs (GYHKIUU
neuenu (c mo0sM ypoBHeM ACT u ypoBHeM obuiero 6unupyouna > 3 x BI'H) pekomennyemas
HavajgbpHas J03a Kpu3oTuHHOA coctasiser 250 mr 1 pa3 B cytku (cM. pazzaen 5.2). Koppekuus
1036l Kpu30THHHUOA 1o kinaccupuxanuu Yaina-Ileto y manueHToB ¢ HapylleHHeM (QyHKINUU
MEYEHH HE U3yyanach.

Tayuenmoi ¢ napywenuem hynkyuu novex

Y mnmauMeHToB € TOYEYHON HEJOCTAaTOYHOCThIO Jerkod (60 < kiuMpeHC KpeaTHHHHA
[KK] <90 mn/mur) u cpemnerr (30 < KK <60 mi/mMuH) cTeneHH TsKECTH HE TpedyeTcs
KOPPEKIMH HayaJIbHOM /103bl MpenapaTa. ITO CBA3aHO C TE€M, YTO IO JAHHBIM MOMYJISIIMOHHOTO
(apMaKOKMHETHYECKOTO aHalM3a KIMHUYECKM 3HAauMMble M3MEHEHUs B  BO3JCHCTBUU
KPU30THHNOA B PaBHOBECHOM COCTOSHHH Yy JTAaHHBIX IMAIMEHTOB OTCYTCTBYIOT. Y TAIlMEHTOB C
noyeyHo HemoctaToyHOCThio Tspkenmoi cremeHn (KK < 30 Mi/MHH) MOKET TMOBBIIIATHCS
KOHIIGHTpalusi KPU30THHUOA B IJIa3Me€ KPOBH. Y MAIMEHTOB C MOYEYHOW HEJAOCTATOYHOCTHIO
TSDKEJION CTeNeHM, He TpeOyIolel NmpoBeleH!s] NepUTOHEAIbHOTO HAIN3a WM TeMONaNN3a,

6
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HAYaJbHYI0 7103y KPH30THHHOA CielyeT yMeHbIIHMTh (250 By rpn B pds T A, B

3aBHCUMOCTH OT MHIUBUIYaTbHON 0€301MacCHOCTH U MIEPEHOCUMOCTH J103a IperapaTa MOXKeT ObITh
yBenuueHa 10 200 mr 2 pa3za B CyTKM CIIyCTsI MUHUMYM 4 Hezenu jedeHus (cMm. pasaensl 4.4 u
5.2).

Tayuenmuor nodxcunozo eospacma

He tpeOyercst koppekunu HavanbHOM 1036l penapara (cM. pasaenst 5.1 u 5.2).
eTu

bezonacHocth u 3 dextuBHOCTD Tpenapara Kpuzotunuo-IIpomomen y aereit B Bo3pacte ot 0 10

18 sieT Ha 1aHHBII MOMEHT HE YCTaHOBJIEHBI. JJaHHBIE OTCYTCTBYIOT.

Cnoco0 nnpuMeHeHus

BnyTps.

Karmcynbl crnegyer mporiareiBaTh IIETMKOM W 3allMBaTh BOJOW; UX HE CIEAYyeT pa3iiaMbIBaTh,
PacTBOPSATH WJIM OTKPBIBaTh. Karncyibl MOKHO TIPUHAMAThH BHE 3aBUCHMOCTH OT IpPUEMa ITHIIH.
Crnenyer u3berath ymnoTpeOJieHHE TPeHnpyTOB HIM TPEHIPPYTOBOrO COKa, MOCKOJBKY €ro
ynoTpebaeHrne MOKET MOBBIIIATh KOHIIGHTPAIMIO KPU30TUHHOA B IJIa3Me KPOBU; KPOME TOTO,
cienyert u3beraTh MpUeM MpernapaToB, CoAEPKaLINX 3BepO00i MPOABIPSIBICHHBIHN, TOCKOJIbKY OHU

MOTYT CHHUKaTh KOHIIEHTPALIUIO KPU30THHUOA B IJ1a3Me KPoBH (CM. pazfen 4.5).

4.3. IIlpoTuBONOKA3aHUS
['unepuyBCTBUTENBHOCT, K KPHU3OTHMHUOY HIM K JIOOOMY M3 BCIIOMOTAaTeNbHBIX BEIECTB,

MEPEYUCIICHHBIX B pazzaene 6.1.

4.4. OcoOble ykazaHMsl 1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEeHUH

Onenka ALK 1 ROSI1 craryca

ITpu ouenke ALK nnn ROS1-craTyca y nanueHTa Ba)kxHO BEIOMPATh XOPOILIO BAIUUPOBAHHYIO U
HaJeKHYI0  METOAMKY, KOTOpass IO3BOJIMT  M30€XaTh  JIO)KHOOTPHUIATENbHBIX  WJIU

JIOKHOITOJIOKUTECIIbHBIX PE3YJILTATOB.

['enaToTOKCUYHOCTh

vy IMalMCHTOB, IoJIydyaBIINX KpI/ISOTI/IHI/I6 B KIMHHUYCCKUX HUCCICOOBAaHUAX, ObLIH
3apCTUCTPUPOBAHBI ClIydan pPa3BUTHUA J'IeKapCTBeHHO-I/IH)IYHI/IpOBaHHOﬁ I'CmaTOTOKCUYHOCTH, B
TOM YHUCJIC C JICTAJIBbHBIM HNCXOA0M (CM. pa3acit 48) B XO0J¢€ TCparuunu KpI/I3OTI/IHI/I6OM HCO6XOIII/IM

MOHUTOPHHT 3HaYeHUH (YHKIMOHATIBHBIX MO0 neueHu, B ToM uncie aktuBHoctd AJIT, ACT u

7
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2 Mecs1IeB JIeUeHus, a 3aTeM — 1 pa3 B MecsIl U NpU HAJTMYUH COOTBETCTBYIOIIUX KIMHUYECKUX
[IOKa3aHUM, a TAK)K€ Yallle — IpU MOBBIIIEHUN NEPEUNCICHHBIX IIOKa3aTesel 10 ypOBHS 2-OH,
3-eil nunu 4-oii crenenu TsokecTH. MHPOpManus o TakTuKe JIeYeHUs MMALMEHTOB C MOBBILIEHUEM

AKTUBHOCTH TpaHCaMHWHA3 IIPCACTaBJICHA B pasaciic 4.2,

HuarepcTuimmansias 00J1e3Hb JIETKUX/THEBMOHUT

VY nanueHToB, NPUHUMAIOLINX KPU30THUHUO, MOXKET pa3BUBAThCS TsDKENAs, yrposKarolas KU3HU
win netanbHass MbJI/mueBMoHnT. Heo0XoaMMo KOHTPONIMPOBAaTH COCTOSIHME MALMEHTOB C
JETOYHBIMH CHMIITOMaMH, XapaktepubiMu s MbJI/maeBmonuta. Ilpu mnomo3penun Ha
WBJI/THEBMOHUT cCleyeT NPUOCTAHOBUTH MpueM KpuzoTuHuOa. Ilpu nuddepennmansHoOi
nuarHoctuke nanueHToB ¢ WBJI-mogoOHBIMM  COCTOSIHMSIMH, TakKUMM Kak ITHEBMOHMT,
paJualoOHHbII MHEBMOHMT, AIJIEPrMYECKUl IHEBMOHUT, WHTEPCTULHUAIbHBIA ITHEBMOHMT,
JerouHbi  (uOpo3, ocTpeiii pecnuparopHbi  guctpecc-cuHapoMm (OPJC), ambBeonurt,
UHQUIBTPAIUS JETKAX, THEBMOHHUS, OTEK JIETKUX, XPOHUYECKasi 00CTPYKTUBHAs 00JIE3Hb JIETKUX,
IUIEBPAJIbHBIN BBINOT, ACHUPALIOHHAs] THEBMOHUS, OPOHXUT, O0JIUTEpUPYIOIIUNA OPOHXUOIUT U
OpOHX03KTa3, HEOOXOAMMO YUUTHIBATh BOZMOKHOCTh PAa3BUTHS JIEKAPCTBEHHO-MHTyLIUPOBAHHBIX
WbJl/maeBMonnTa. Crnemyer HCKIIOYHTH  JIPYrHE€  BO3MOXKHBIE  TPUYMHBI  PA3BUTHUS
WbJI/mHeBMOHNTA, W TPU TIOCTAHOBKE IMALMEHTY IWArHo3a JIEKapCTBEHHO-WHIYIIMPOBAHHOTO

WbJI/maeBMOHNTA TTpHEeM KPU3OTHHHOA NOJKEH OBITh MOJIHOCThIO OTMEHEH (CM. pa3aeinsl 4.2 u

4.8).

VYinuuenne narepsaiaa QT

B xone KIMHUYECKHMX HMCCIEOBAaHUN y MAlMEHTOB, MOJYYaBIIMX KPU30THHHUO, HAOIIOAAIOCH
ynnuHenue uarepsaia QTc (cM. paszaenst 4.8 u 5.2), KOTOpoe MOKET MPUBOIUTH K MOBBIIIEHUIO
pUCKa pPAa3BUTHUS >KEITYIOYKOBBIX TaXMApUTMHUI (Hampumep, MNOIUMOPGHON KeITyd0UKOBOM
TaXUKapJuu O TUIYy «mupy3™» (torsade de pointes)) wim BHe3amHo# cmepTH. [lepen Hadasom
TEpanuy cielyeT TIIATEeNbHO B3BECUTh MOJIb3Yy U NOTEHIMAIbHBIE PUCKH NTPHEMa KPU30THHHOA Y
NalMEeHTOB ¢ OpaguKapIueil, ¢ yka3aHUsIMH B aHAMHE3€ Ha STH30/1bl YJUIMHEHHs nHTepBaia QTc,
MIPEIPacIIONOKEHHBIX K JaHHOMY COCTOSTHUIO, IPUHUMAIOIUX aHTHAPUTMUYECKUE CPEACTBA UITU
JpyrHe JIEKapCTBEHHBIE CPEACTBa, KOTOpble yAnuHsA0T uHTepBan QT, a Takxke y HalMeHToB ¢
COOTBETCTBYIOIIUM 3a00JIeBaHUEM Cep/lla W/WIHM SJIEKTPOJIUTHBIMU HAPYLICHUSMHU. Y TaKHX
NAIMEeHTOB CJIEAYeT C OCTOPOXXKHOCTBbIO MPHUMEHSATh KPU3OTHHUO, a Takke HEOOXO0JUMO
NepUOANYECKH TPOBOJUTH MOHMTOPHUHI ToKazaTened anekTpokapauorpammel  (OKI),

KOHIEHTPALUU 3JIEKTPOJIUTOB U (GyHKIMU noyek. [Ipu npumenenun kpusorunnba custue OKI' u
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ompeiesieHue KOHIICHTPAIMKM JJICKTPOJIUTOB B KPOBHU ':H{'gf;bm: Eﬁa};%ﬂ ";:/I'gu]_}ﬁ‘/lg,: ';Qﬂmﬂ)

ClIelyeT NIPOBOJUTH HEMOCPEICTBEHHO IIEpe]] NMPUEMOM IMEPBOM 03Bl Ipernapara, a TaKxKe
NEPUOINYECKH, B OCOOCHHO B Hayaje JICYEHUs NMPHU PA3BUTHH PBOTHI, JHApeH, 00C3BOKUBAHUS
Wi HapymeHuss ¢GyHKuuu noyek. Ilpu HeoOxoauMocTH NPOBOIAT KOPPEKLHIO YPOBHEH
anekTposuToB. [Ipu ynnmunennn uaTepasia QTc Ha 60 Mc wim 60Jee OT UCXOAHOTO YPOBHS, HO
npu QTc <500 mc, cienyer MPUOCTAHOBUTH NMPUEM KPU30THHHOA M MPOKOHCYIHBTUPOBATHCS Y
kapauosnora. Ecmu wmaTepBan QTc cocraBmser 500 Mmc wmnu Oonee, HeoOXomMMa CpodHAast
KOHCYyNbTalMsl Kapauosora. Mudopmanus o TakTHKEe JI€UEHHUs MAalUEeHTOB C YAJIUHEHUEM

unrepBana QT npeacrapiena B pasnene 4.2, 4.8 u 5.2.

bpaaukapnus

B xone xnuHuMyeckux uccienoBaHuil y 13 % nanueHToB, NMPUHUMABLIMX KPU30TUHHO, ObLIM
3aperuCTPUPOBAHbI Cilydyan OpaJuKapIuu MO JIF0ObIM NMpUYMHAM. Y NallMEeHTOB, IPUHUMAIOIINX
KPU30THHHO, MOKET pa3BUBAThCA OpaguKkapaus ¢ KIMHUYECKUMH MPOSBICHUSIMH (HaIlpUMep,
00MOpPOK, TOJOBOKpPY)XEHHUE, apTepHajbHas THIOTeH3us). [lonHoe BiHMsHWE KpU30THHHOA Ha
YaCTOTy CEpJEYHBIX COKpAILEHHIH MOKET MPOSBUTHCS TOJIBKO CIIyCTsS HECKOJBbKO HEAEb Mociie
Hauana yiedeHus. CreayeT, HaCKOJIbKO 3TO BO3MOXKHO, W30eraTh NMPUMEHEHHUs] KpU30THHHOA B
COUYETaHUHU C IPYTUMHU JIE€KaPCTBEHHBIMU CPEICTBAMU, BbI3bIBAIOLIMMU OpaJuKap U0 (Halpumep,
Oera-0J10KaTOpaMu, HEAUTUIPONIMPUANHOBBIMU OJIOKaTOpaMu KalbIIMEBBIX KaHAJIOB, TAKUMH KaK
BepanaMuil U JUITHA3eM, KIOHUJUH, TUTOKCHH) B CBA3HM C IOBBILICHHBIM PUCKOM Ppa3BUTHUS
OpaauKapaAuU ¢ KIMHUYECKUMHU MpPOSBICHUSAMHU. PeKOMEHIyeTcsl peryisipHO KOHTPOJIMPOBATh
4acTOTy CeplIeYHBbIX COKpAalleHWd U apTepualibHOEe JaBjieHue. B ciywasx pa3Butus
OeccuMIITOMHON OpaauKapIuu KOPPEKIUHU N103bl Ipernapara He Tpedyercs. PekoMmeHnanuu 1o
JICYSHMIO MALMEHTOB C OpajuKapuel ¢ KIMHUYECKUMU MPOSIBICHUSIMU ONHMCAHBbI B pazjenax 4.2

n4.8.

Cepieunast HeJOCTATOYHOCTD

B xozme mpoBeneHus KIMHUYECKMX HCCIEAOBAaHUM M TOCTPErMCTPALMOHHOIO MOHUTOPUHIA
COO0INANIOCh O TSKENBIX, YIPOXKAIOIIUX >KU3HU WIM TPUBOISAIIMX K JIETAIBHOMY HUCXOAY
HEXEJNaTeIIbHBIX PEaKIUIX, CBI3aHHBIX C CEPACYHON HEIOCTATOYHOCTH (CM. pa3zaen 4.8).

HaHI/IeHTOB, MOJIyHaroImunXx KpI/ISOTI/IHI/I6, HUMECIOITUX Imbo He HMCIOOUX COIMYTCTBYIOIIUC
HApYIIEHUsT CO CTOPOHBI CEpAlla, HEOOXOAMMO HaONIONaTh ISl BBISBICHHUS NPU3HAKOB U
CUMIITOMOB CEPICUHOM HETOCTATOYHOCTH (OJIBIIIKA, OTEKU, OBICTPBIN HAOOp Beca U3-3a 3aJePKKU

KUAKOCTU B opranusme). [Ipu pa3BUTHH JaHHBIX CHUMIITOMOB HEOOXOAMMO PacCCMOTPETH BOIIPOC
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npemnapara.

HeliTponenus u JeliKoneHus

B xnmHWYecKHUX HcciaenoBaHMAX Kpu30THHUOaA y manueHToB ¢ ALK wmimm ROS1-mo3utuBHBIM
HMPJI oueHb yacTto perucTpUpOBAIUCH Ciydan HEHTponeHuu 3-eil mim 4-oi crenenu (12 %).
Yacto oTmevanuch ciaydau JeikoneHuu 3-eii miam 4-oit crenenu (3 %) (cm. pazgen 4.8).
®ebOpunbHasi HeliTporieHus: BeTpeyanack MeHee 4eM y 0,5 % manueHToB B XOJe KIMHUYECKHX
MCCIIeI0BaHM Kpu3oTHHNOA. OOIMiA aHAIU3 KPOBH C ONPEICICHUEM JICHKOITUTApHOU (HOpMYJIIBI
cieayeT MPOBOJAUTH MO KIMHUYECKUM IMOKa3aHUSIM U Yallle B CIy4yae OTKJIOHEHUM 3-eil unu 4-oi

CTETICHU, MTOBBIIICHUS TEMIIEPATYPhl WM Pa3BUTUS HH(PEKIIMOHHOTO mpouecca (cM. pazzaen 4.2).

Hepd)opaum[ KCIYAOYHO-KHUITICYHOI'O TPAKTAa

B KIMHMYECKMX HCCIENOBAHUSAX KPU3OTHHHUOA pPErHCTPUPOBAINCH Cllydau mepdopanun
xenyaouHo-kumeyHoro Tpakta (OKKT). B xome mocTperucTpalliOHHOrO HpPUMEHEHUs
Kpu30THHMOA ObLIH 3apeructpupoBansbl ciyyaun nepdopanuu XKKT ¢ neranbHbIM UCX00M (CM.
paznen 4.8).

Cnenyer ¢ OCTOPOKHOCTBIO NPUMEHATh KPU30TUHUO Yy MALIMEHTOB C YCTAHOBJIEHHBIM PUCKOM
nepdopauun XKKT (Hanpumep, y MalMeHTOB C AMBEPTUKYJIUTOM B aHAMHE3€, METAacTa3aMu B
KKT, oqHOBpeMEHHBIM IPUEMOM JIEKapCTBEHHBIX CPEICTB C M3BECTHBIM PUCKOM Hepdopaiuu
XKT).

[Tpu pazsutun nepdopanuu KKT HeoOXoaumo HpekpaTtuTh NpHeM KpuzoTuHuOa. Cremyer
uH(pOpMUpOBaTh NalMeHTa o nepsbix cumnTomax nepgopanuu XKKT u pekomennoBats CpouHo

O6paTI/ITI>C$I 3a MEIUIIMHCKOM ITOMOIIBIO B CJIydac UX BOBHUKHOBCHUS.

Bo3saeiicTBie Ha MOYKHU

B kiMHMYeCKMX WCCIENOBAHUSX Y TMAIlMEHTOB, MOJYYAIONIUX TEPANMUI0 KPU3OTHHUOOM,
HAOIO/IATIOCh TIOBBIIIEHHWE KOHIIEHTPAllMM KpEeaTHHWHA B KPOBH U CHUXKEHHE KIIMpPEHca
KpeaTHHHA. [loyedyHas HEZOCTATOYHOCT, M OCTpas TMOYeuHas HeIOCTaTOYHOCTh ObLIH
3apETUCTPUPOBAHBI Y TAIMEHTOB, TOJYYAOIINX TEPAUI0 KPU3OTHHUOOM, MPU TMPOBEICHUN
KJIIMHUYECKUX UCCIIEIOBAHUI U B TTOCTPETUCTPAIMOHHBINA Tiepro 1. Takxe HaOII01amuch Cirydan
JETaNbHOTO MCX0JIa, Clydau, TpeOyIolue MPOBEACHHS TeMOIMAIN3a U CIy4Yau TUIEpKaAIueMUn
4-oi1 crenienu. [lepen HawamoMm Tepamuu U BO BpeMsl TE€paMH KPU3OTHHHOOM PEKOMEHIYETCS
MPOBECTH MOHHUTOPUHT (PyHKIMU mouek. Oco0oe BHUMaHWE CIEAyeT YJETUTh MaIllMeHTaM,

UMEIOUTM (aKTOphl PUCKA WK ¢ HapylleHneM (QyHKIUH MOYeK B aHaMHe3e (cM. pazjien 4.8).
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(NOCNEQCBATENEHOCTE 0001)

IToyeyHas HETOCTATOYHOCTD

VY nmanueHToB ¢ MOYEYHOW HEIOCTATOYHOCTBIO TSXKEJION CTENEHH, HE TpeOyrollel MpoBEAECHUs
IIEPUTOHEAIBHOTO [MaM3a WM TEMOJUAIN3a, CIENYeT IPOBOAUTH KOPPEKLHUIO J03bI

Kpu3oTuHHOA (cM. pazaensl 4.2 u 5.2).

Hapyienus 3penus

B xnumHWYecKkux ucciaenoBaHMsaX Kpu3oTuHHOa y marueHTtoB ¢ ALK wimm ROS1-mo3utuBHBIM
HMPJI (n=1722) cnyuyam nedexkrta mossi 3peHUs 4-0i CTENEHW C ToTeped 3peHHus ObUIn
3apeructpupoBansl 'y 4 (0,2 %) mnamueHtoB. ATpodus 3pUTENBHOTO HEpBAa M TOPAKEHHE
3pUTENHHOTO HepBa OB OTMEUEHBI B KQUECTBE MOTCHIMAIBHBIX PUYKH MTOTEPU 3PECHUSI.

VY nainueHToB C TsDKEJIOW MoTepeil 3peHus, pa3BUBILICHCS BIepBble (MakcHUMajbHas OCTPOTa
3peHus ¢ Koppeknue meHee 6/60 Ha oaMH WK 00a Tia3za), HEOOXOIUMO MPEKPATUTh TEPAITHIO
Kpu30TUHUOOM (cM. pazzen 4.2). Heo6xomumo npoBecTd oranbMoornyeckoe oocieoBaHme,
BKJTIOYAIOIIEe MMPOBEPKY MAKCUMAIBHOM OCTPOTHI 3pE€HUS C Koppekuuel, poTorpadum ceryarku,
oOcrenoBaHue MOJIeH 3peHHs], MpoBeAeHHEe onTHueckoil korepeHTHOM Tomorpaduu (OKT) u
Ipyrue Hajjiexaline MeToJbl oO0cieloBaHus, HEOOXOIMMbIE B CiIydae BIIEPBbIE pPa3BUBIICHCS
TSOKETIOW moTepu  3peHus. Hemocratouno wuHboOpMamuu sl XapakTEPUCTHKH — PHUCKa
BO300HOBJIICHHS TEpaluy KPU3O0TMHHOOM Yy MAIMEHTOB C TsDKENoW motepei 3peHus. llpum
OPUHITUA PEIIeHUS O BO30OHOBICHUHM Tepamuud KPU3OTHHUOOM CIEAyeT y4YUTHIBAThH
MOTEHIMAIBHYIO TOJIb3Y U1l MallUeHTa.

Ecnu creneHp TsSKeCTH HapylIEHUS 3pEHHUS] COXPAHSETCS WM YCHIIMBAETCS, PEKOMEHAYETCS

MpoBeCTH oTaibMooruyeckoe odcaeaoBanue (cM. pasuen 4.8).

dorocencndunmzanusa

CooOmianocs 0 pa3BUTUU (POTOCEHCHOMIM3ALUK Y MAlMEHTOB, MOJYYaBIIMX KPU30THHHUO (CM.
paszen 4.8). [lanentam ciegyer peKoMeH10BaTh N30eraTh AIUTEIbHOI0 BO3ICHCTBUS COJTHIIA BO
BpeMs npuMeHeHus npenapaTta Kpuzorunuo-IIpomomen u npeanpuHuMaTh 3alIUTHBIE MEpPBI IPU
npeObIBAaHUM Ha OTKPHITOM BO3AyXe (HampuMmep, HaJeBaTh 3alIUTHYI OJESXKIY W/HUIU

HCIIOJB30BaTh COJHIC3AIIUTHBIC Cpe,ZICTBa).

BaauMoaelicTBue ¢ ApYTUMU J€KapCTBEHHLIMU IIpenapaTaMu

Cnenyer uszberaTb OJHOBPEMEHHOI'O NPUMEHEHHS] KPU3OTHMHHOA C CUJIBHBIMH HHTHOMTOpAMU

CYP3A4 u cunbHbiME Wi yMepeHHbIMU HHAYKTOpaMu CYP3A4 (cm. pasznen 4.5).
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Crnenyet nzberaTb OJJHOBPEMEHHOTO TPUMEHEHH S KpH3o‘le'};{/i%;| %%@f&?ﬁ%&%ﬂ ‘CI‘I};SIKI/IM

TepaneBTUYECKUM Juana3oHoM (cM. paszen 4.5). He ciegyer npumeHSATh KpU3O0TUHUO B
KOMOWHAIIMHY C APYTUMH JIEKAPCTBEHHBIMU TperapaTaMu, ClIOCOOHBIMU BBI3BIBATH OpauKapAMIo,
yaauHATE uHTepBan QT, u/wim aHTHApUTMUUYECKUMHU CPEACTBAMU (CM. IOJpa3eiibl «Y JUIMHEHUE

unrepBana QT», «bpagukapaus» pazaena 4.4 u pazaen 4.5).

BzauMoeicTBue ¢ mUNied 1 HaOUTKaMU

Cnenyer uzberath ynorpeOieHusi rpeindpyra uiu rpeindpyToBoro coka B XOJIe Tepanuu

KpU30TUHHOOM (cM. pasnensl 4.2 u 4.5).

I'mcTonorndyeckue TUNLI, OTINYHEIC OT AJACHOKAPIIMHOMBI

Hmeetcs orpanndeHHas nHGopMaIus o npuMeHeHny npemnapara y nanueroB ¢ ALK nan ROS1-
no3uTuBHEIM HMPJI rucromornyeckoro THMA, OTIMYHOTO OT aJCHOKAPIIMHOMBI, BKIIOYas

miockokieTounyto kapuunomy (I1IKK) (cm. pazngen 5.1).

4.5. B3auMmopeiicTBHMe ¢ JAPYrHMH JIEKAPCTBEHHbIMM IpenapaTaMu W JApyrue BH/bI
B3auMOAeliCTBUA

dapMakKOKMHETHYECKIE B3aMMOJICHCTBUSA

Jlexapcmeennvie npenapamel, cnocoOHvle NOBbIUAMb KOHYEHMPAYUIo KpUsomuHuba 8 niasme
Kposu

Oxunaercss TMOBBIIIEHWE KOHIEHTpAlMM KpPU30THHHOA B IJIa3ME€ KPOBH IPU COBMECTHOM
OpUMEHeHUH Kpu3oTuHMOa ¢ cuibHbiMH uHruouropamu CYP3A. KomOuHHMpOBaHHBII
OJTHOKpATHBII TepopaibHbIil mpueM KpuzoTHHHMOa B go3e 150 Mr Ha ¢oHe mnpuMeHeHHs
KeToKkoHa3osa (cuibHoro uHrudburopa CYP3A) B nosze 200 Mr 2 pasa B CYyTKM IPHUBOJIWI K
YBEJIMUYEHHUIO CUCTEMHOT'0 BO3/IeHCTBUS KpU30TUHMOA. [Ipy 3TOM 3HaYeHU MJI01AaAN 1101 KpUBOH
«KOHIIEHTpalusA-BpeMs» oT HyJs 10 6eckoHedHOCTH (AUCinf) M1 MakCMMabHOI HabIro1aeMoi
koHIeHTpauun B 1asme (Cmax) KpU30THHHOA Bo3pacTaiu npubimsutensHo B 3,2 u 1,4 pasa,
COOTBETCTBEHHO, 10 CPABHEHHIO C MOHOTEpaNnyel Kpu30THHHOOM.

CoBMecTHOE MpUMEHEHHUE MOBTOPHBIX 103 Kpu30THHUOa (250 Mr 1 pa3 B CyTKH) U MOBTOPHBIX /103
uTpakoHazona (200 mr 1 pa3 B cytku) — cuibHoro uHruoburopa CYP3A, npuommno x
noBbIeHNI0 AUCty U Cmax KpU30THHHOA B pABHOBECHOM COCTOSIHMM MPUOIU3UTENHHO B 1,6 paza
u 1,3 pa3a, COOTBETCTBEHHO, 110 CPABHEHUIO C MOHOTEpANUeld KPU30THHUOOM.

[ToaTomy cnenyer wu3zberarb KOMOWMHUpPOBaHUS KPU30THHMOA C CHUJIBHBIMU HHTHOMTOpaMU

mzopepmenta CYP3A (Bkirouass MOMHMO TpOYMX aTa3aHaBUp, PUTOHABUP, KOOMIIKCTAT,

12
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SPUTPOMHULIMH) 3a HCKIIOYEHHEM CIIyyaeB, KOIJa IOTEHLUAlbHAs I0Jb3a JJIs IaLUEHTOB
IpeBbIIIaeT PUCK. B Takux ciaydasx HE0OXOJUMO TIIATEIbHO CIEIUTh 32 BO3HUKHOBEHHEM Yy
NAIMEHTOB HEXKEJIATENbHbIX PEAKLUH, CBA3aHHBIX C KpU30TUHUOOM (cM. pazzen 4.4).
®dusnonoruyecky 060CHOBaHHbIE (PapMAKOKMHETUYECKHE MOJIEIN TPOrHO3UPOBANIN MTOBBIIIEHUE
AUC kpuzoTnHHOa B pPAaBHOBECHOM COCTOSHMM Ha 17 % mocie Jie4eHus: yMEpEeHHBIMH
unruoutopamu CYP3A, Ttakumu kak jgwithasem win  Bepanamui. (CrenoBaTenbHO,
peKoMeHayeTcs CcoOJI0IaTh OCTOPOKHOCTh IIPU COBMECTHOM IPUMEHEHUM KpHU30THHHOA U
yMepeHHBIX HHruouTOpoB CYP3A.

['peiindpyT wim rpeindpyToBblii COK TakKe MOTYT MOBBIIIATH KOHIICHTPAIIUIO KPU30THHHOA B
I1a3Me KPOBH, MIOATOMY CIIeAyeT n30eraTth KX COBMECTHOTO rpremMa (cM. pasaeinst 4.2 u 4.4).
Jlexapcmeennvie npenapamsi, CHOCOOHbIE CHUNCAMb KOHYEHMPAyuto KpuzomunHuba 6 niasme
Kposu

CoBMecTHOE IPUMEHEHHE MTOBTOPHBIX 103 KpU30THHUOA (250 Mr 2 pa3a B CyTKH) U TIOBTOPHBIX
no3 pudammunuaa (600 mr 1 pa3 B cyTtku), cwibHOro uHAykropa CYP3A4, mpuBoawio k
cHWKEeHUIO AUCty M Cmax KpU30THHHOA B paBHOBECHOM cocTossHUM Ha 84 % u 79 %,
COOTBETCTBEHHO, II0 CpPaBHEHUIO C MoHoTepanueill kpuzotuHuOoMm. Crenyer uzberath
COBMECTHOIO IpUMEHEHMs] CHIbHbIX MHIAyKTOpoB CYP3A, Bxiodas NOMHMO HPOYMX
kapOamazenuH, (heHobapouran, GeHuTonH, pudaMIUIUH U MPenapaThl, COASpIKAIINE 3BepoOOit
MIPOJIBIPSIBIICHHBIN (CM. paszzen 4.4).

Brusiaue ywmepennsix uHIykTOpoB CYP3A, BKIIOYas NOMHUMO Npouyux 3(aBUpeH3 WU
pupabyTuH, OJHO3HAYHO HE YCTAHOBJEHO, IIO3TOMY HX COBMECTHOTO TPUMEHEHHUS C
KpU30TUHHOOM Takke cieayeT uzberats (cMm. pazaen 4.4).

Cosmecmmuoe npumeHnenue ¢ 1eKapcmeeHHbIMU npenapamamu, nosviuiarowumu pH sxcenyoounozo
coka

PactBopuMOCTh KpH30THHMOA B BOAHBIX PACTBOPHUTENSAX 3aBUCUT OT 3HaueHUs pH: mpu HU3KHX
(xucinpix) 3HaueHussx pH pactBopumocTs ero Bo3zpactaeT. OJHOKPATHBIN IpUeM KPpU30THUHHOA B
no3e 250 mr nocne npumenenus 40 mMr a3omenpasona 1 pa3 B CyTKH B T€4EHHE 5 THEH IPUBOJUII
K CHIDKEHHIO 00111ero Bo3aeicTBus Kpu3oTHHNOA (AUCinf) mpubmusutensho Ha 10 %, npu 3ToM
HKOBBIN YpOBEeHb BO3IEUCTBHS (Cmax) He n3MeHsIcs. CTeneHb H3MEHEHHs 00IIEeT0 BO3ICHCTBHS
npenaparta He Oblia KIMHMYECKH 3HauyuMou. TakuM oOpa3oMm, NMpU COBMECTHOM NPUMEHEHUU
KPU30TUHHUOA C JIEKApPCTBEHHBIMU INpenapaTaMy, BbI3bIBAIOIIMME MOBbIIeHHe pH kemy ouHOoro
COKa (TaKUMH KaK MHTMOUTOPHI IPOTOHHOM MOMITBI, 6J10KaTOpbl H2-rHcTaMUHOBBIX PEeLeNTOPOB

WIM aHTalU/Ibl) He TpeOyeTcs KOPPEeKIIMHU HauaIbHOM J103bl KpU3OTHHHOA.
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CMNEPTHOMY OTYETY

Jlexapcmeennvie npenapamsi, KOHYEHMPAYus KOMOPwIX 8 NAAIME KPOBU MOAHCEN USMEHAMbCS NOO
delicmsuem Kpu3omuHuoa

[Toce mpuema kpu3oTuHMOA B 103¢ 250 MI 2 pa3a B CyTKH MallUCHTaMH CO 3JI0Ka4Y€CTBEHHBIMU
HOBoOOpa3zoBaHusiMu B TeueHue 28 nuerd, AUCinf Mugaszosnama (mpy ero nepopaibHOM MPHUEME)
Obuta B 3,7 pa3 BhIlIE, YeM IIPH MOHOTEpANK MH1a30J1aMOM. [laHHBIH (hakT MOXKET yKa3bIBaTh Ha
TO, YTO KPU30THHHUO sBisieTcss yMepeHHbIM mHTuOoutopom CYP3A. Takum oOpasom, ciemyer
n3berathb COBMECTHOTO  TNpPUMEHEHHs  Kpu3otmHMOa ¢ cybcrparamu  CYP3A,
XapaKTepU3YIOUIMMUCS y3KUM TEpaneBTUUYECKUM JHMAla30HOM, BKIOYas MOMHUMO MPOYHX
aneHTaHu, U3anpuI, TUKIOCIOPHH, TPOU3BOAHBIEC CIIOPBIHBY, (DEHTAHWI, TUMO3U/1, XUHUIHH,
CHUpOJIUMYC U Takposiumyc (cM. pasnen 4.4). Ecau coBMecTHOE NMPUMEHEHHE 3THX MPEernapaToB
HE00XO0IUMO, CJIEyeT OCYUIECTBIATh TIIATEIbHBIA KOHTPOJIb KIMHUYECKUX MTOKa3aTEeNeH.
HWccnenosanus in Vitro mokasaiu, yTo Kpu3oTUHUO siBiseTcs uaruouropom CYP2B6. ITostomy
MOTEHIMATIHHO KPU3O0THHUO MOXKET TMOBBIIIATh KOHIICHTPALUH B IUIa3ME KPOBHU JIGKAPCTBEHHBIX
npemnapaTtoB, MeTabomm3upyemeix CYP2B6 (Hampumep, OynponuoH, d3¢haBupeHs3).

B wuccienoBaHMsx Ha TremaTolMTax deloBeka IN VItr0 ObUIO MPOJEMOHCTPUPOBAHO, YTO
KPU3O0THHHO MOKET BbI3bIBATh MHIYKIUIO (DEPMEHTOB, PETYIUPYEMBIX IperHaH-X-perenTopomM
(PXR) 1 xOHCTHTYTUBHBIM perenitopoM anapocrana (Hanpumep, CYP3A4, CYP2B6, CYP2CS8,
CYP2C9, UGTI1AIl). Onnako B wucciemoBaHusx IN VIVO TP COBMECTHOM IPHUMEHCHUH
Kpu3oTHHHOA ¢ MapkepHbIM cyocTpatoM CYP3A — Muia3onaMoM — MHIYKIIUU HE HA0JII01aJ10Ch.
Crnenyer coOmofaTh OCTOPOXKHOCTb TIPM  COBMECTHOM IPUMEHEHHHM KpH30THHMOA ¢
JIEKapCTBEHHBIMHU IIpenapaTtaMu, KOTOpbIE MPEUMYIIECTBEHHO METa00NU3UPYIOTCS 3TUMU
¢depmentamu. Crenyer OTMETUTh, YTO TNPU COBMECTHOM IPUMEHEHHH MOXET CHUKAaThCS
3P PEKTUBHOCTH NEPOPATBHBIX KOHTPALIETITUBOB.

UccnenoBanus in VIitro Takke MPOJEMOHCTPHPOBAIM, YTO KPU3OTHHUO SIBISETCS CIa0bIM
UHrHOUTOpOM (GepMeHTOB ypuauH-audocdar-rmokyponodmwirpancepassl (YAD-I'T)IA]1 u
YAD-I'T2B7. CnenoBarenbHo, IpU COBMECTHOM NMPUMEHEHUHM KPU30TMHHO MOYKET IMOBBIIIATH
KOHIIGHTPAllMN JIEKApCTBEHHBIX MpEenapaToB, MPEUMYIIECTBEHHO MeTabonusupyembix Y JD-
['TIA1 (mampumep, panrerpaBupa, upuHorekana) win YAD-I'T2B7 (manpumep, mopduna,
HAJIOKCOHA), B IJIa3Me KPOBHU.

[To naHHBIM WcceAoBaHHUN IN VItrO MPOrHO3UPYETCsl, YTO KPU3OTUHHO OyaeT MHrHOHMpPOBATH
UHTECTUHAIBHBIN P-rimkonporenH. Takum oOpa3oM, COBMECTHOE NPUMEHEHHE KPU30THHUOA ¢
JIeKapCTBEHHBIMM IIpenapaTaMu, KOTOpBIE SIBIAIOTCS cyocTpatamu P-rnmukonporenHa (Harpumep,
JUTOKCUHOM, Ja0urarpaHoM, KOJIXMIIMHOM, I[paBacTaTUHOM) MOKET TMOBBINATh  HX

TepaneBTHYecKui 3¢ (deKT M BbI3bIBaTh pa3BUTHE HEXKENaTeNbHbIX peakiuil. Pekomenayercs
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IPOBOMTH TIIATEIFHOE KIMHUYECKOE HAOIIOICHHE npn'gg;n;[cl%gd%'bm&'ﬁﬁ Iﬁh'éoi-ﬂﬁlxl@

C JIaHHBIMM JIEKAPCTBEHHBIMU IIPETIapaTaMH.
Kpuzorunu6 siensiercs uaruoutopom OCT1 u OCT2 in vitro. B cBsi3u ¢ 3TUM 1pH COBMECTHOM
MPUMEHEHUN KPU30TUHUO MOTEHIMATIbHO MOKET MOBBIIIATh KOHIIEHTPAIMIO B IUIa3Me€ KPOBU
JIEKapCTBEHHBIX TpernaparoB, sBiswomuxcs cyocrtparamu OCT1 wmm OCT2  (mampumep,

MeTdopMuHa, MPOKaANHAMHU/IA).

DdapMakoJMHAMHYCCKHIE B3aUMOIACHCTBUS

B kimHMYeckux ucclieoBaHMUSIX KPU30THMHHOA ObUIO OTMeueHOo yainHeHue uHtepBaia QT. B
CBS3M C O3THUM CJEIyeT TIIATEJIbHO OIICHMBATh HEOOXOJMMOCTh COBMECTHOTO NPHMEHEHUS
KPU30THHHOA C JIEKAPCTBEHHBIMU MpEnapaTaMu, Uik KOTOPBIX XapaKTEePHO YAJIMHEHUE HHTEpBalia
QT wnmm c JekapCTBEHHBIMH TIperaparaMu, KOTOpPble CHOCOOHBI BBHI3bIBAaTh PAa3BUTHE
HOTUMOPQHOM KTy JOYKOBOM TaXUKapIUU 0 THITY «ITUPy T» (torsades de pointes) (Hampumep,
kiacca [A [xunuauH, auszonupamup] wind kimacca Il [mampumep, ammonmapoH, coOTamoll,
noderuiua, NOyTHINL |, METaIOHOM, IH3AIPHUIOM, MOKCH(IIOKCAIIMHOM, aHTHUIICHXOTHYECKUMHU
npernapatamMu ¥ T.1.). IIlpy coBMECTHOM NpPUMEHEHUHU [aHHBIX JIEKAPCTBEHHBIX MpPErnapaTroB
HE0OXOAMMO MPOBOANTh MOHUTOPHUHT HHTEepBaia QT (cm. paznenst 4.2 u 4.4).

B xo0/1¢ KIMHUYECKUX UCCIICIOBAHMI ObLTH BBISBJICHBI CITydan OparKapInuu, IO3TOMY CIIEIYeT C
OCTOPOXHOCTBIO TPHUMEHATH KPU3OTHHHO B KOMOWHAIIMM C JIPYTUMH [penaparamu,
BBI3BIBAIOIIMMH  OpaaukapAuio  (Hampumep,  HEAUTHIAPONUPUIUHOBBIMU  OIIOKATOpaMu
KaJTbI[MEBbIX KAHAJIOB, TAKMMH KaK BepamaMui U IuiThazeM, B-Ojokaropamu, KIOHUIUHOM,
ryanamnuHOM,  JIUTOKCHHOM,  Me(JIOXHHOM,  aHTUXOJIMHICTEPAa3HBIMH  CPEJICTBAMHU,

MUJIOKAPIIUHOM), B CBSI3U C PUCKOM pa3BUTHSI BEIpaXKEHHOM Opanukapauu (cM. pasaensl 4.2 u 4.4).

4.6. ®epTHIBHOCTb, 0€PEMEHHOCTD U JAKTALMS

)KGHHII/IHBI C ACTOPOAHBIM ITOTCHIIMAJIOM (KOHTD&IIGHIII/ISI Y MY>KYUH U )KGHHII/IH)

)KGHHII/IHaM C JACTOPOAHBIM TOTCHHHAJIOM PCKOMCHAYCTCA  HMCKIIOYHUTHL BO3MOKHOCTH
OepeMeHHOCTH BO BpeMs npuema npenapara Kpuzoruaud-Ilpomomer.

Crnenyert ucnonb30Bath 3 PEeKTUBHBIE METO bl KOHTPAIIETIIMH BO BPEMsI JICUEHUS U B TE€UCHHE, 110
Kpaiineir mepe, 90 qHel mocie 3aBepiieHus JSUCHHS JaHHBIM MpenapaToM (CM. paszzaen 4.5).
bepemeHHOCTD

KpuzoTnHnO MOXET OKas3bIBaTh BpPEIHOE BO3ACHCTBHE Ha IUIOJ MPH MPUMEHEHUHU B TEPHOJ
OepemenHocTu. lccrnenoBanusi Ha JKUBOTHBIX MPOJEMOHCTPUPOBATHM HAIUYHE y JIAHHOTO

npernapara penpoayKTUBHON TOKCUYHOCTHU (cM. pa3zaen 5.3).
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Kpuzoruauob-IIpoMmomen He ciemyer NPUMEHSTH BO BpeMs OEpPEeMEHHOCTH, €CIU TOJBKO
KIIMHUYECKOE COCTOSIHUE KEHIIIMHBI HE TPEOyeT Tepanuu Kpu30THHNOOM. bepeMeHHbIe JKEHIITMHBI
WM TAIUEHTKH, 3a0epeMEeHEeBIINe BO BpeMs Tepanuyd KPU30THUHHOOM, MAIlMEHTHI-MY>KUYHHBI,
MOJTyYaroue JICUEHNE U SBIISIIONTUECS TOJIOBBIMU NApTHEpaMU OCPEMEHHBIX JKCHIIWH, JTODKHBI
OBITH OCBEJIOMJICHBI O TIOTEHIIMAIBHBIX PUCKAX HEONArOMPHITHOTO BO3JEHCTBUS IpermapaTa Ha
IO/,

JlakTamus

HewnsBecTHo, BeIIEAETCS U KPU3OTUHHUO 1 €0 METa0OIHMTHI B )KEHCKOE TpyTHOE MOJIOKO. 3-3a
MOTEHIIMAIBHOTO pUCKA JUIsl MJIQJICHIA JKCHIIMHAM CJIEAYET PEKOMEHIOBAaTh BO3JEPIKATHCS OT
rPYJIHOTO BCKapMJIMBaHUs BO BpeMs JieueHus npenaparoM KpuszorunuO-IIpomomen (cm. pazgen
5.3).

DepTUabHOCTH

Ha ocHOoBaHMM TaHHBIX 1O OE30MACHOCTH, MOJTYYSHHBIX B TOKIMHUYECKUX MCCIIEAOBAHUIX, OBLI
C/IeJIaH BBIBOJI O BO3MOXXHOCTH HapyIICHHUS MY>KCKOW M )KEHCKOH (hepTHIIBHOCTH Ha (JOHE preMa
kpuzoTuHHOa (cMm. pasgen 5.3). [lo Hayama JedeHUs W MYKYMHBL, U JKEHIIMHBI JOJKHBI

IMPOKOHCYJIbTUPOBATHCA Y Bpayda I10 BOIIPOCY COXPaHCHUA q)epTI/IJ'IBHOCTI/I.

4.7. Bausinue Ha CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMHU CpeJCTBAaMH M padorath ¢
MeXaHHU3MaMH

[Tpenapatr KpusotunuO-IIpomomen okasbpiBaeT ciaboe BIMSHUE HAa CIHOCOOHOCTH YINpPaBIATh
TPaHCIIOPTHBIMU CpEICTBaMU M paboTaTh ¢ MeXaHuW3MaMu. llpu yrnpaBieHUH TpaHCHOPTHBIMU
CpeAcTBaMU M paboTe ¢ MeXaHU3MaMM CIEeQyeT COOJI0JaTh OCTOPOKHOCTb, IOCKOJIBKY Y
nanveHToB Ha (oHe mnpuema mpenapara KpuzotuHuO-IIpomMomen BO3MOXHO pa3BUTHE
OpaauKapaAuU C KIMHUYECKUMHU MPOSBICHUAMU (HapUMep, B BUJIe 0OMOPOKa, TOJIOBOKPYKEHHS,

apTepHalIbHON TMIIOTEH3UH ), HAPYILIEHUS 3PEHUSI WM MTOBBIIIEHHOW YTOMIIIEMOCTH (CM. pa3/esibl

42,44u428).

4.8. HexxesnaTesibHbIEC peaKIUU

Pesrome mpodmisg 6e301macHOCTH

Hwxke mnpuBomsTcs [OaHHbIE 1O BO3JICHUCTBHIO Kpu30TMHHMOA y 1669 manmeHToB C
pacnpoctpaneHHbIM ALK-nozutuBHbiM HMPJI, koropble mnpuHuMann yuyacTHe B ABYX
pPaHIOMU3HUPOBAHHBIX HCCIenoBaHusAX 3-eil das3el (uccnemoBanus 1007 u 1014) um aByx
HECPaBHUTEJbHBIX KIMHUYECKUX uccienoBaHusx (uccienoBanus 1001 u 1005), a takke y

53 marmentoB ¢ ROS1-no3utuBHBEIM pacnpoctpaneHHBIM HMPJI, koTOpble NpHHSIM ydacTue B
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HECPABHUTEIBHOM KJIMHUYECKOM HCCIIEA0OBaHUM 1001';“%%1%§E§6@E'%EJ :iIgI;II;IIéIﬁTOB

cocraBisuio 1722 nauuenra (cM. pazzen 5.1). JlaHHble HallMEHTHI IOCTOSHHO TOJIy4ajIy Ipenapar
B HavyanbHOM J103¢ 250 Mr BHYTph 2 pa3a B cyTku. B wuccnenoBanum 1014 wmenuana
MIPOJIOJDKUTEIILHOCTH JICUCHHUST Y MAIlMEeHTOB B Tpynme Kpu3oTuHHOa (n = 171) cocraBuna 47
Helenb U 23 Helenu — y MAlMEeHTOB, MepelieIINX ¢ XUMUOTEpallud Ha MpUeM KpU30THUHHOA
(n =109). B uccnenopanuu 1007 Meauana npoaoJKUTEIbHOCTH JICUCHHS Y TTAIIMEHTOB B TPYIIIC
kpu3otuHuba (n = 172) cocraBuna 48 uenensb. s nanuentoB ¢ ALK-nosutuBasiv HMPJI B
ucciaenoBanuu 1001 (n=154) u 1005 (n=1063) mMeauaHa NPOJOKUTEIBHOCTH JICUCHHUS
cocraBuiia 57 u 45 Heaenb, coorBercTBeHHO. s mamuenToB ¢ ROS1-nosutuasiMm HMPJI B
uccaenoanuu 1001 (N = 53) meauana npooJKUTEILHOCTH JieueHus coctaBuia 101 nenemnto.
Haunbonee ceppe3HbIMU HEXKENATEIbHBIMU PEAKIIUSAMU, 3aPETUCTPUPOBAHHBIMU Y 1722 nanueHToB
¢ pacnpoctpaneHHbiM ALK wmm ROS1-nosutuBHeiM HMPJI, ObIIM TemnaToTOKCHUYHOCTB,
WbJI/mueBMonUT, HeWTpornienus u yuHenue uarepBana QT (cm. paznen 4.4). CambIMu 4aCTBIMU
HeKeNnaTelnbHbIMU peakiusamu (> 25 %) y nmanuentoB ¢ ALK mimm ROS1-no3utuasiM HMPJI
ABJISJIUCH: HApyIIEHHUE 3pEHUs], TOLUIHOTA, AUapesi, pBOTa, OTEKHU, 3a110p, MOBBILIEHHE AKTUBHOCTU
TpaHCaMUHA3, YTOMJISIEMOCTh, CHIXKEHUE alleTUTa, TOJIOBOKPYKEHUE U HEHpOonaTHsl.

CaMbIMH 4YaCTBIMU HEXENATENbHBIMU peakuusMu (¢ yactotol > 3 % mpu 1r000H TpUYUHHOU
00yCJIOBJICHHOCTH), MPUBOAMBIIUME K BPEMEHHOMY NPEKPAICHUIO MpHEMa Ipernapara, Obuin
HeiitponeHust (11 %), nmoBellIeHWEe aKTUBHOCTH TpaHcamuHa3z (7 %), pBota (5 %) u TOLIHOTA
(4 %). Haumbosee 4acThIMH HEXKENATSIbHBIMU peakimsMu (¢ yactorod >3 % mnpu 000
OPUYMHHOM OOYCJIOBJIEHHOCTH), NPUBOJIMBIIMMHU K CHIDKEHHMIO JI03bl IIpenapara, ObUIn
MOBBILIEHHE aKTUBHOCTU TpaHcamuHa3 (4 %) u Helitponenus (3 %). HexenarenbHble sBlIeHUs
pu Jr000H MPUYMHHON 00YCIOBIEHHOCTH, IPUBOAUBIINE K IOJHONM OTMEHE Ipernapara, ObLIu
ormeueHsbl y 302 (18 %) marmeHToB, U3 KOTOPBIX CAMBIMU YaCTHIMU HEXENaTeTbHBIMU SIBICHUSIMU
(> 1 %) ot UBJI (1 %) 1 moBbInieHHe akTUBHOCTH TpaHcamuHas (1 %).

TabnmuHoe PE3IOME HEXKENATCIIbHBIX PeaKIINl

B tabnuue 3 npuBeneHbl HeXeNaTeabHbIe PEAKINK, 3aperuCTpUpOBaHHble y 1722 manueHToB ¢
pactipoctpaHeHHbIM ALK nnn ROS1-nozutusaeiM HMPJI, nmonmyyaBmux Kpu3oTHHUO B ABYX
pPaHIOMU3HUPOBAHHBIX HccienoBaHusx 3-eit ¢asel (1007 u 1014) u nByX HecpaBHUTEIbHBIX
KIMHUYeCcKuX uccneaopanusx (uccnegoanust 1001 u 1005) (cMm. pasnen 5.1).

HexxenaTtenbHble peakiuy, MpUBEIEHHbIE B Tabauie 3, CUCTEeMAaTU3HPOBAHBI MO CHCTEMHO-
OpraHHBIM KJIacCaM U YacTOTE PA3BHUTHS, UCIIONB3YS CIEAYIOIINI MOIX0/a: o4eHb yacTo (> 1/10),
gacto (> 1/100, o < 1/10), Hewacto (> 1/1000, Ho < 1/100) penko (> 1/10000, Ho < 1/1000),

oueHb peako (< 1/10000), gactora HensBecTHa (HAa OCHOBAHWU MMEIOIIMXCS JTAHHBIX OICHHUTH
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HEBO3MOKHO). HexkenarenpHble peakliuy B Ipeaenax Kai&g%:ﬁlgt%%ﬁ)dﬁﬁ%%ﬂ%zﬁbﬂ;% bres

B TIOpsiIKe yOBIBaHUS MX CEPHE3HOCTH.
Tabmuua 3. HexenarenbHble peakid, O KOTOPHIX COOOINATOCh B XOJ€ KIMHHYECKUX

HCCIIeI0BaHMM KpU30THHUOA (n=1722)

CucremHo- OueHb YacTO Yacro Heuacrto
OPraHHbIN KJacc
Hapymenwust co Heitrponenus® (22 %)
CTOPOHBI KPOBH U Anemus® (15 %)
auMQpaTHIecKoi Jleiikonerus® (15 %)
CHCTEMBI
Hapymenus CHuxeHue annerura ['unodocdaremus
MeTabonu3zmMa u (30 %) (6 %)
MUTAHUS
Hapyienust co Heitponarus® (25 %)
croponbl HepBHOU | Jucressus (21 %)
CHCTEMBI
Hapymenus co Hapymenue 3penus®
CTOPOHBI OpraHa (63 %)
3peHHS
Hapymenus co T'onoBokpyxenue' Cepueunas
CTOPOHBI Cep/La (26 %) HEJI0CTATOYHOCTH'
Bpamukapaus? (13 %) (1 %)
VY nnvHenue
unrepsana QT (4 %)
O6Mmopoxk (3 %)
Hapyenus co WNHuTepcTuimanbHas
CTOPOHEI 6ONe3Hb  JIETKHX'
JIBIXaTEIbHOM (3%)
CHCTEMBI, OPTaHOB
IPYJTHOU KJICTKH U
CpeOCTeHHUS
XKenymnouno- Psota (51 %) D3oparnt (2 %) | ITepdoparmst
KHIIIEYHbIE JHuapes (54 %) Hucnericust (8 %) KEITYJTOUHO-
HapyLIECHUS TomroTa (57 %) KMIIEYHOTO  TpakTa
3anop (43 %) (<1%)
Bous B xusore! (21 %)
Hapymenus co IToBbI1IEHNE IToBb11IEHNE [Teuenounas
CTOPOHBI TICUCHH U | AKTUBHOCTH AKTUBHOCTHU HEJI0OCTaTOYHOCTb
KeTUeBBIBOAAIUX | TpancamuHas™ (32 %) | mienouHoi (<1%)
nmyTen docdarazel B KpoBU
(7 %)
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CHucreMHoO- OueHb YaCTO Jaero=-“EA T EN B Heyaero |

OpPraHHbIi KJace

Hapymenus co Coinib (13 %) doroceHcuOnIM3aIusI
CTOPOHBI KOXKH H (<1%)
TOJTIKOYKHBIX
TKaHEu
Hapymenwus co Kucra mouku” (3 %) | Ocrpas roveyHast
CTOPOHBI TIOYEK H [ToBbrIeHNE HEI0CTaTOYHOCTh
MOYEBBIBOIAIINX KOHIIEHTPAIIUN (<1%)
nyTen KpeaTuHHUHA B | [loueunas

kposu® (8 %) HEI0CTaTOYHOCTh

(<1 %)

O6mrue napymenus | Orek® (47 %)
U peakiuu B Mecte | Ytomisiemocts (30 %)

BBEJICHUS
JlaGopartopHbie 1 CHmxenue [ToBbiIcHNE
WHCTPYMEHTAJIbHBIC KOHIICHTpALUU KOHIICHTPALIUH
TaHHbBIE TECTOCTEepPOHA B | KpeaTuH(HOCPOKIHA3ZBI

kposu’ (2 %) B kpoBH (< 1%)*

TepMmuHBI U1 SIBICHUH, NMEIOINX OAWHAKOBBIH MEXaHW3M Pa3BUTHUS WIH NPEICTABIAIOMNX COO0OH OTHO U TO ke
COCTOSIHME WMJIH 3a00JeBaHKe, ObIIM CIPYIIHPOBAHBI BMECTE M 3apETHCTPHPOBAHbI B TaOmune 3 B paMKax OJZHOU
He)KeNaTeNbHON JIEKapCTBEHHON peakiuu. TepMHHBI, 3aperHCTPHUPOBAHHBIE B XOJE HCCIICAOBAHUS JIO ATk
3aBepLIeHus cOopa JaHHBIX U UMEIOIIHE OTHOLICHNE K COOTBETCTBYIOIEH He)KeIaTeIbHOM JIEKapCTBEHHON PeaKLiH,
yKa3aHbl B CKOOKaXx, KakK MPEeCTaBICHO HUXKE.

* KpeatnnpochoknHaza He ObUIa CTaHZAPTHBIM J1a0OPAaTOPHBIM TECTOM B KIMHMYECKHUX MCCIIEIOBAHHMAX
KpU30THHHOA.

® HeitrponieHus ((peOpriIbHas HEHTPOTICHHS, HSUTPOTICHNUS, CHIDKEHHUE YHcia HEHTPOHIIOB).

P AHeMust (aHEMHUSI, CHHKEHHME YPOBHS reMOTJIO0MHA, THIIOXPOMHAs aHEMHSA).

¢ JletikonieHus (JICHKOMEHNsI, CHIDKCHHE KOJIMIeCTBA JICHKOILIUTOB).

¢ Heitponatus (OIIylUEHHE X*KEHHS, W3ECTE3Us, OLIYIIEHME TMOJ3aHMS MypalleK, HapylleHHe TOXOKH,
THIIepEeCTe3Hsl, TMIIECTE3Us], THIIOTOHUS, MOTOpHAss NUCOYHKIMS, aTpodusi MBI, CIa00CTh MBI, HEBPAJTHsl,
HEBPHT, nepudeprueckas HelponaTus, HEHPOTOKCUYHOCTb, IApeCTe3us], nepudepryeckas MOTOpHAs HEHpOIaTHs,
nepudeprieckasi CCHCOMOTOpHasI HelipornaTus, nepudeprdeckas CeHCOPHas HeHPONaTHs, Napaand MajJo0epoBoro
HepBa, OJINHEHPOTIATHSI, CEHCOPHOE PacCTPOHCTBO, OLIYICHNE HOKEHUS KOXKH).

¢ Hapymenne 3peHnst (AUIUIONNS, HAJIMYKE B 110JIe 3PEHUS PalyKHBIX KPYTOB BOKPYT HCTOUYHHKA CBeTa, (hoTodhobdus,
(ororicus, HEYETKOCTh 3PEHHsI, CHIDKEHHE OCTPOTHI 3pEHHs, HApYIICHHE BOCHPHSITHUS SIPKOCTH CBETA, YXY/ALICHHE
3peHus], 3pUTeIIbHAs IepCeBepalrs, IIABAION[He TOMYTHEHHS CTEKIIOBHIHOTO TeJa).

fTonosokpysenue (HapylieHHe PaBHOBECHS], TOJOBOKPYKEHHE, TIOCTYPATLHOE TOJOBOKPYKEHHE, TIPEI0OMOPOIHOE
COCTOSTHUE).

9 Bpaaukapnaust (Opagukap s, CHHKEHHE YaCTOThI CEPJIEUHbIX COKPAIIEHH, CHHYCOBast OpauKapansi).

" Cepeunas HEIOCTATOUHOCTH (CEpEUHAs HEJOCTATOYHOCTD, 3aCTOWHAS Cep/ledHas HEJ0CTATOYHOCTh, CHUKEHUE
(bpaxuuu BEIOpOCa, HEAOCTATOYHOCTD JICBOTO JKENyA0UYKa, OTEK JIETKHX ). B KITMHUYeCKUX nccaenoBaHusx (n = 1722)

y 19 (1,1 %) nanueHToB, NOTy4YaBIINX JIEYeHNE KPU3OTHHIOOM, OTMEUaIOCh Pa3BUTHE CEPJICUHOI HEI0CTATOYHOCTH
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JeTaabHbIN UCXOL.

' UnTepcTunnanbHas 6one3Hb JErkuX (OCTPBINA PECMPATOPHbII JUCTPECC-CHHAPOM, allbBEOIUT, MHTEPCTHIIHATIbHAS
00JIe3Hb JIETKMX, THEBMOHHUT).

1 Bonb B KuBOTE (YyBCTBO AUCKOM(OPTA B KHUBOTE, 6OIIb B JKUBOTE, OONb B HIDKHEH 4aCTH KHBOTA, OOIb B BEpXHEH
YacTH )KUBOTA, TyBCTBUTEIBHOCTD KHBOTA).

KD30¢arur (s38a Mumesoa).

'Tepdoparmst JKKT (mepdopamms KKT, mepdopaims Kuurednnka, mepopamus TOICTOH KHIIKH).

™ TloBpIICHWE AKTHBHOCTH TpaHCaMHHA3 (TIOBBIMICHWE AKTHBHOCTH alaHMHAMHHOTpaHC(epasbl, MOBBIIICHHE
aKTHBHOCTH acHapTaTaMUHOTpaHC(epas3bl, MOBBIIICHHE AKTHBHOCTH TaMMa-TIIOTaMHITPaHC(epasbl, IMOBBIILICHUE
AKTHBHOCTH ()EPMEHTOB I€UEHM, HapylIeHUE (YHKIHMU MEYEHH, OTKJIOHEHHS OT HOPMBI (DYHKIHMOHAIBHBIX IPOO
MIEYEHH, MOBBIIIEHUE aKTHBHOCTH TPAaHCAMHHA3).

" Kucra nouku (abcuecc MovYKy, HOYEHHas! KUCTa, KPOBOUINIUSHHE B TTOJIOCTh KUCTHI TOYKH, HHQHUIIMPOBAHHE KUCTHI
MTOYKH).

° TloBbImeHNe KOHIEHTPALMH KPEaTHHUHA B KPOBH (TIOBBIIICHNE KOHIIEHTPAIMU KpeaTWHHHA B KPOBH, CHIDKCHHUE
MOYEYHOTO KIMPEHCa KPEeaTHHHIHA).

P Orex (oTek mMIa, TEHEPAIM30BaHHBIA OTEK, JIOKAJIbHAs NPHUIYXJIOCTh, JIOKAIM30BAHHBI OTEK, OTEK,
nepudepuieckuii oTex, NepuOpOUTAIIBHBIA OTEK).

9 CHWxeHHE KOHIIEHTpPAllMM TECTOCTEpOHA B KPOBH (CHW)KEHHE KOHLEHTPAlMM TECTOCTEPOHa B KpOBH,

TUIIOTOHAIU3M, BTOpH‘-IHLIﬁ FI/IHOFOHaI[I/BM).

Onwncanue OTACIBHBIX HEXKEIATSIbHBIX PeaKITUM

I'enamomokcuuynocmo

JlexapCcTBEHHO-MHAYLIUPOBAaHHAs I'e€NaTOTOKCUYHOCTh C JIETAJIbHBIM HCXOJOM HabJrojanach B
0,1 % cmydaeB u3 1722 manueHTOB, MOJyYaBIINX KPU30TUHUO B KIMHUIECKUX HUCCIICIOBAHHMSIX.
OpnnoBpemenHoe nobimieHne akTUBHOCTU AJIT n/unmu ACT > yem B 3 pa3a otHocutensHo BI'H
U ypOBHs o01ero 6unupyOuHa > yeM B 2 pasza oTHocuTeabHO BI'H 6e3 3HaunMoro noBbIlIeHUs
AaKTUBHOCTH 1esI0uHOM (hocdarasbl (< 2 paza otHocuTenbHo BI'H) Habmonanocs MeHee yem y
1 % nanueHToB, IPUHUMABLINX KPU3OTHHHO.

[ToBwimenue akTuBHOCTH AJIT wnu ACT 3-eit unu 4-oit crenenn Habmoganocs y 187 (11 %) u
95 (6 %) mamuentoB, coorBercTBeHHO. 17 (1 %) mamueHTaM MOTPEOOBAIOCH MMOJTHOE
IIPEKPALEHUE TEPANNU B CBSA3U C MOBBIIIEHUEM AKTUBHOCTH TPaHCAMUHAa3, IIPU 3TOM JAHHbIE
ABJICHUS, KaK MpaBUJIO, MOJJABAINCh KOPPEKIMH MpH H3MEHEHHWU J03bl I[Ipernapata B
COOTBETCTBUU ¢ Tabmuiei 2 (cm. pazaen 4.2). B pangomusupoBanHoM uccienoBanun 1014 3-ei
¢a3zbl noseitenne akTuBHOCTH AJIT mn ACT no 3-eii unu 4-oit ctenenn Habmoganoch y 15 %
U 8 % mMalnueHTOB, MOJy4YaBIIUX KPU30TUHUO 1Mo cpaBHeHHIO ¢ 2 % u 1 % mDalueHTos,
MOJIy4aBIIMX XUMHOTEPANHMIO, COOTBETCTBEHHO. B paHmomMm3upoBaHHOM uccienoBanuu 1007

3-eit (hazpr mosbimieHue aktuBHOCTH AJIT mmu ACT 3-eit mimu 4-0ii crerienu Habmoanock y 18 %
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CMNEPTHOMY OTYETY

XUMHUOTEPAIHUIO.

[ToBbIIeHNE aKTUBHOCTH TPAHCAMHHA3 OOBIYHO HAOIIOIATIOCh B TEUEHHUE MEPBBIX JBYX MECSIEB
tepanuu. [1o maHHbIM HcciienoBanuid kpu3oTnHMOa y manueHToB ¢ ALK naun ROS1-nmo3utuBHEIM
HMPJI menunana BpeMEHH /10 TOBBIIICHHUS aKTUBHOCTU TpaHcamuHa3z |-oil wiMm 2-0M CTEneHu
cocrapisia 23 nHsA. MennaHa BpeMEHHU J10 MOBBIILIEHUSI aKTUBHOCTH TpaHCAMMHA3 3-eil uiu 4-oi
CTENEHM cocTaBiisia 43 JHS.

Onu30/1bl NOBBILLIEHUS YPOBHS TpaHCaMMHA3 3-ei i 4-0if cTeneHu, Kak IpaBuiio, KylupoBaIuCh
1I0CJIe BPEMEHHOI0 IIpeKpaleHus Tepanuu. B uccnenoBanusax kpuzotunn6a y nanuentos ¢ ALK
wi ROS1-nosutusasiM HMPJI (n = 1722) cHukeHue 1036l npenapara B CBA3M C OBBIIIEHUEM
AaKTUBHOCTH TpaHCaMHHa3 ObLIO0 Heobdxoaumo y 76 (4 %) namuentos. 17 (1 %) maumentam
notpeboBajach MoJHasi OTMEHA Ipenapara.

Crnenyer KOHTPOJIMPOBATh COCTOSIHME NAIMEHTOB C LIEJBIO BBISBICHHUS INeNaTOTOKCUYHOCTU U
IPUJIEP)KUBATHCS TAKTUKU JICUEHUS NAIIUEHTOB, PEKOMEHJOBaHHOM B pa3nenax 4.2 u 4.4.
Bausnue na sceny0ouHo-kuwieynvltl mpakm

Co cropons! XKKT yaie Bcero perucTpupoBaIich CIEIYIOLNE HeXeaaTeabHble sIBICHU JTI000H
NPUYUHHOMK 00ycCiIoBIeHHOCTH: TomHOTA (57 %), nuapest (54 %), pota (51 %) u 3amopsI (43 %).
BonbIIMHCTBO U3 ATUX SIBIEHUN ObUIM JIETKOM U CpeAHel CTeneHH TskKecTh. MenuaHa BpeMeHU
JI0 pa3BUTHUS TOLIHOTHI U PBOTHI COCTaBMIIA 3 JIHA, U CIIYCTS 3 HEZEJNHU JICYECHHUS 4acTOTa Pa3BUTHUS
JTAaHHBIX HeXeJaTeIbHbIX sBIeHUH yMeHbIanack. [lonnepxuparomas Tepanus J0KHA BKIIOYATh
Ha3Ha4Y€HME IPOTUBOPBOTHBIX JIEKAPCTBEHHBIX CPEJICTB. MennaHa BpEMEHHU 110 Pa3BUTHUS AUApEU
u 3amnopa cocrasisuia 13 u 17 nueit, coorBercTBeHHO. [lonepxuBatoias Tepanus Ipyu pa3BUTUU
JUaped W 3amopa JO0JDKHA BKJIIOYaThb Ha3HAUYE€HHWE CTaHAAPTHBIX NPOTHUBOJUAPEUHBIX U
CJIa0UTENbHBIX JIEKAPCTBEHHBIX CPE/ICTB, COOTBETCTBEHHO.

B kimHMUYeCKuX HCCle0BaHUAX KPU30TUHUOA perucTpupoBanuck ciryyau nepgopauun XKT. B
X0Jle¢ MOCTPETHCTPALIMOHHOTO MNPHUMEHEHHUS KPU30THHHOA OBLIM 3aperucTpUpOBaHbl CIydyau
nepdopanun XKKT ¢ neranbHbiM ucxoaom (cm. paszaen 4.4).

Yonunenue unmepeana QT

B nccnenoBanusax kpuzotunu6a ¢ yyactueM nanueHtoB ¢ ALK mnmn ROS1-no3utuBaeiv HMPJI
uatepBan QTcF (unatepBan QT, ¢ koppekmueit mo ¢opmyne Fridericia) > 500 mc Obut
3apeructpupoBan y 34 (2,1 %) u3 1619 manuentoB, koTopsiM Oblna BbimosHeHa ODKI' kak
MUHUMYM | pa3 mocie OLUEHKH UCXOIHOTO COCTOSIHUS, 1 MAaKCUMaJIbHOE MOBBIILIEHUE NHTEPBAJIa
QTcF > 60 Mc oTHOCHTETHFHO UCXOAHOTO YPOBHS HaOmoaanock y 79 (5,0 %) uz 1585 nanuenTos,
KoTopeIM Oblia BbimoiHeHa OKI' wcxonHo M kak MUHMMYM 1 pa3 mociie OLIEHKH HCXOJHOTO

cocrosiHus. Y uinHeHue unrepBaia QT Ha anexkTpokaparorpaMMme, MeBIIEe J00YI0 MPUUUHHYIO
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27 (1,6 %) u3 1722 naruentos (cM. pazaeinl 4.2, 4.4, 4.5 u 5.2).

B necpaBuurensnom uccnenoanuu IKI (cm. pazzpen 5.2), B kotopom ananu3 IKI' nmpoBoaumncs
BpYUHYIO cienbiM MetoaoM, Y 11 (21 %) mauuentoB yanunenue unrepBaia QTcF no cpaBHeHuto
¢ ucxonubiM coctaBuiio > 30 u <60 mc u y 1 (2 %) nmauuenta yanunenue unrepBaia QTcF mo
CpPaBHEHHMIO C MCXOJIHBIM cocTaBuio > 60 mc. Hu y onHoro manueHTa HE OBLJIO TOCTUTHYTO
MakcuManbHoe 3HaueHue naTtepBaia QTcF > 480 mc. AHann3 OCHOBHO# TEHICHIIMY ITOKA3all, YTO
MakcuMaibHOe cpeanee u3MeHeHue untepasia QTcF mo cpaBHeHHIO ¢ MCXOJHBIM 3HAUEHHUEM
coctaBisuio 12,3 mc (95 % I 5,1; 19,5 mc, cpenHee 3HaueHne, MOTYyYEHHOE TP AUCTIEPCHOHHOM
ananuze [ANOVA] meTonoM HauMeHbIMX KBaapatoB [LS]) u ormevanock yepe3 6 4acoB mocie
npuema npenapara B 1 genp 2 nukia. Bee 3Hauenus Bepxueit rpanuusl 90 % AU nnst cpennero
u3MeHeHus LS no cpaBHeHHIO ¢ UCXOAHBIM 3HadeHneM unrepBaia QTcF B Teuenue Bcero 1 aus
2 nukiia cocrasirsuim < 20 mc.

VY nnunenne natepBaia QT MoXeT MPUBOIUTH K Pa3BUTUIO ADUTMHI U SBISIETCS (PAKTOPOM pHCKa
BHE3aIHOM cMmepTu. Y inMHeHue uHTepBasa QT KIMHMYECKH MOXKET HpPOSBIATHCA B BUIE
OpaauKapauu, TOJOBOKPYKEHUS M CHHKOIE. DIIEKTPOJIUTHBIC HapylleHHs, 00e3BOKMBaHUE U
Opaaukapaus MOTYT CIIOCOOCTBOBATh MOBBILICHUIO PHCKa yTMHEeHHs nHTepBasia QTc, B CBA3M C
4YeM y IALMEHTOB C TOKCUYECKUMU siBIeHUAMH cO cTOpOHBI JKKT pexomenayercs nepuoagudeckui
mouuTopunr JKI" u onpenenenue ypoBHEH 3JIEKTPOIUTOB (CM. pazzaen 4.4).

bpaouxapous

B nccnenoBanusax kpuzotuHn6a ¢ yyactueM nanueHToB ¢ ALK nimn ROS1-no3utuBaeiv HMPJI
CIIy4yau pa3BUTHs Opaaukapauu JIF0OOH NMPUINHHON 00YCIIOBIEHHOCTH OBLIH 3apEeTUCTPUPOBAHBI
y 219 (13 %) u3 1722 manueHToB, MOTYyYaBIIUX KPU3OTHHUO. BOJNBIIMHCTBO NaHHBIX SBIEHUMN
ObLTH JIeTKO# cTeneHn TskecTH. Y 259 (16 %) u3 1666 manueHToB, KOTOPhIM OblTa BBITIOJIHEHA
OLICHKa OCHOBHBIX IIOKa3aTeJiell COCTOSIHMS OpPraHuM3Ma Kak MUHMMYM | pa3 mociie OLIEHKH
HCXOJIHOTO COCTOSIHHS, YaCTOTa ITyJIbCa CHU3MIACh 10 YpoBHs < 50 y1/mMuH.

HeobOxonuMo mpoBOauTh THIATENBHYIO OLIEHKY MPUMEHEHHUS COMYTCTBYIONIUX JIEKAPCTBEHHBIX
CPEICTB, BBI3BIBAIONINX pa3BUTHEe Opaaukapauu. [lo Bompocam JeueHUs MalUeHTOB C
pa3BuBILIEHCS Opaaukapuel ¢ KIMHUYECKUMHU TMPOSBICHUSIMH CIEAyeT MpUIepKUBATHCS
peKoMeH1alui, yka3aHHbIX B nonpaszene «Koppekmus 10o3e» u pasaene «OcobOble yka3aHus U
MepbI MPEJOCTOPOKHOCTH MPU MPUMEHEHUN» (CM. paznensl 4.2, 4.4 u 4.5).

Humepcmuyuanvnas 601e3Hb 1e2KUX/NHEBMOHUM

VY manueHToB, MPUHUMAIOIIUX KPU30TUHUO, MOXKET Pa3BUBATHCA TsDKETasi, yrpoKaroas KU3HU
wiu aeransHas BJI/nueBMonuT. B nccnenoBanusax kpuzoTuHuOa ¢ yuactueM namnueHToB ¢ ALK

win ROS1-nozutuBabiM HMPII (n = 1722) y 50 (3 %) nmanueHToB, MOTy4YaBIIUX KPU3OTHHHO,
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y 18 (1 %) manmentoB — 3-eit uim 4-oii crenenu, u B § (< 1 %) ciaydasx ObLI 3aperucTpupoBaH
netanbHbIi ucxoj. CoriiacHO OIeHKe He3aBucuMoro HabmomarensHoro komutera (IRC) y 20
(1,2%) nammentoB ¢ ALK-mosutuBHeiM HMPJI (n =1669) pasuiace WMBJI/mHeBMOHUT,
Bkitovasg 10 ciyuaeB (<1 %) c neransbHbBIM MCXOIOM. Y BCeX NAIMEHTOB JAHHOE COCTOSIHHME
pa3sBUBAJIOCH B TE€UYCHHWE 3 MECSIEB IMOCiIe Hadaia Tepanuu. HeoOXoaumo KOHTPOIMPOBATH
NAlMEHTOB C JITOYHBIMH CUMITOMamH, XapaktepHod s MBJI/maeBmonuta. Crnemyer
WCKJIIOYATh JIPyTrue BO3MOXKHBIE MpuurHbI pa3Butus MbJI/maeBMonuTa (cMm. pazaenst 4.2 u 4.4).
Bnusanue na 3penue

B ximHMuUeckux uccienoBaHusax Kpu3otuHuOa y mamueHtoB ¢ ALK uimm ROSI1-mo3utuBHBIM
HMPJI (n=1722) cayyau nedekra moys 3peHus 4-oi CTENEHH C TOTEped 3peHus ObUIH
3apeructpupoBanbl 'y 4 (0,2 %) mamueHTOB. ATpodus 3pUTEIBHOTO HEpBAa U IMOPaKEHUE
3pUTEIBHOIO HepBa ObUIM OTMEYEHBl B KaYECTBE MOTEHUUAIBHBIX NPUUUH MOTEPU 3pEHUs (CM.
pasnen 4.4).

Hapymenue 3penust 11000l NpuYMHHON OOYCIOBIEHHOCTU M JIIOOOW CTENEHM TSAKECTH, Halle
BCEr0 B BUJE YXYAUICHUs 3peHHs, (POTONCHM, HEUETKOCTU 3PEHMSI U IJIABAIOLIUX MOMYTHEHUI
CTEKJIOBUJIHOTO Teia, Habmoganocs y 1084 (63 %) w3 1772 namueHTOB, MOIYYaBIIMX
KPU30THHHUO.

N3 1084 mauueHTOB, y KOTOPBIX Pa3BWIIOCh HapylleHUE 3peHus, Y 95 % mnanueHToB JaHHbIE
ABJICHUA ObuIM Jerkoi creneHu Tskectu. 7 (0,4 %) mamueHtam noTpedboBalach BpEMEHHas
orMeHa mpemnapara 1 AByM (0,1 %) manuentam moTpebOBaNOCh CHIDKEHHE J03bI Ipernapara B
CBS3M C pa3BUTHEM HapyuieHus 3peHus. Hu omHomy u3 1722 maumeHtoB He morpedoBaiach
MOJIHAsl OTMEHA KPU30THHUOA 10 MPUUMHE HAPYILIEHUS 3PEHUS.

[To nanubiM OnpocHHKa MO OLEHKE 3pUTeNnbHbIX cUMNTOMOB (VSAQ-ALK) y mnamnueHTos,
NPUHUMABIIUX KpU30THHUO B uccnenoBanuu 1007 u uccnepoBanuu 1014, HapymeHue 3peHus
Ha0JII0/1aJI0Ch Yallle, YeM y MalMeHTOB, MOJIyYaBIIUX XUMHOTepanuio. Hapyiienue 3penus, kak
IIPaBUJIO, Pa3BUBAJIOCH B TE€UEHHE NIEPBOM HE/IETH MpreMa JIEKApCTBEHHOT o npenapata. B rpymnme
NaIMEHTOB, MOJYyYaBIIUX KPU30THHUO B XOJi€ pPaHAOMHU3UPOBAHHBIX HCCIIeAOBaHUM 3-eil (a3bl
1007 u 1014, HapyuieHue 3peHust 0TMeYanoch y 6onbmHCTBa nanueHToB (> 50 %). ITo nanHBIM
onpocHrka VSAQ-ALK »Tu HapylIeHHs] pa3BUBAIMCH C YAaCTOTOM OT 4 10 7 JHEH KaKIyHO
HEJENI0, JUIMIUCh 10 1 MUHYTHI M OKa3bIBAIM HE3HAUWTEIbHOE BIMSHUE WIM HE OKa3bIBAJIHU
HUKAKOT0 BIMSHHUSA Ha MOBCETHEBHYIO aKTUBHOCTH (0-3 OaiioB M3 MaKCUMajlbHO BO3MOXHBIX
10 6amioB).

Taxxke ObUTO TpoBeneHO OQTaTBLMOJIOTHYECKOE ToauccienoBanue 54 mamueHtoB ¢ HMPII,

MPUHUMABIINX KpU30TUHUO B 703 250 Mr 2 paza B cyTKu. B xoje uccienoBaHus BBITOTHSITU
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(70,4 %) u3 54 manMeHTOB OTMEYAJIOCh HEXKENATECIILHOE SIBJICHUE B CHCTEMHO-OPIaHHOM KJjlacce
«Hapy1ienust co cTOpOHBI OpraHa 3peHHs» Jr000i MPUUINHHON 00yCIOBICHHOCTH U CBA3aHHOE C
KypcoM JieueHusi; u3 Hux 30 manueHToB Mpouuid odTaibMoioruueckoe ooOcienoBanue. M3
ykazanHbix 30 maruentoB y 14 (36,8 %) ObuUtn BBISBIICHBI JIOOBIE OTKJIOHEHUS OT HOPMBI CO
CTOpPOHBI Oprana 3peHus, a y 16 (42,1 %) manueHToB OQTATLMOJIOTHYECKUX OTKIOHCHUMN
oOHapysxeHO He Obl10. Hanbosiee 4acTo OTKIOHEHUS BBISABIISUIA MPH TOMOIIY OMOMHKPOCKOTIUU
co meneBor jmamnoi (21,1 %), ocmotpa rnazHoro aHa ¢yHmyc-nuH30il (15,8 %), mpoBepkoit
octpothl 3penus (13,2 %). Y MHOrux mamueHTOB YK€ CYIIECTBOBAIU O(PTATIbMOJIOTHMYECKUE
OTKJIOHEHUS U COITYyTCTBYIOIIUE MATOJIOTHHU JI0 JICUEHHsI, KOTOPbIE MOTJIM Obl BHOCHTH CBOW BKJIa]
B o(pranbMosIOornyecKrue OTKIOHEHHS, BBISIBIICHHBIE B X0/ JAHHOTO MCCIIEIOBAHUS.
Y6enurenbHON MPUUYUHHO-CIIEACTBEHHON B3aMOCBS3H C IPUEMOM KPU30THHHOA YCTAaHOBJICHO HE
0b110. He ObLIO BBISIBICHO HUKAKUX OTKJIOHEHHM CO CTOPOHBI YUCIIA KIIETOK B BOASIHUCTOM Biiare
U TIpH OLIEHKE OMAaJeCUEHIIMH BOISHUCTOW BIIaru mepenHeil kamepsl ria3a. Hapymenus 3penus,
CBSI3aHHBIE C TPUMEHEHHEM KPU30THHUOA, 110 BCE BUANMOCTH, HE OBLITH CBSI3aHBI C N3MEHEHHUSIMU
CKOPPEKTUPOBAHHOMN OCTPOTHI 3pEHUS], CTEKIIOBUAHOTO TeJa, CETYATKU U 3PUTEIHLHOTO HEPBA.

VY namueHTOB C BIEPBBIC PA3BUBLIMMCS HapylIeHHEeM 3peHust 4-oil cremneHu HeoOXOIMMO
IPEKPATUTh TEPANTUIO KPU3OTHHUOOM M IIpoBeCTH opTampMooruyeckoe odcienopanue. B cirydae
COXpaHEHHMS WM yXYJIIEHUS 3pPUTEIbHBIX HApYIICHUH PEKOMEHIYeTCs IpOBEACHUE
0 TaTBEMOJIOTHYECKOT0 00cae10Banus (cM. pasnensl 4.2 u 4.4).

Brusinue na nepsnyio cucmemy

Crnyuau pa3BUTHs HeWpoIaTuu Jito00i MPUYNHHON 00YyCIOBIEHHOCTH (KaK yKa3zaHo B Tabnuue 3)
ObUTH 3apeructpupoBansbl y 435 (25 %) u3 1722 manueHToB, MOJIyYaBIINX KpU30THHUO. B maHHbIX
UCCIIEIOBAaHUSX TAKXKE 4acTO PErMCTPUPOBATIUCH CIIydau TUCTEB3UH, B OCHOBHOM 1-0Oif cTeneHu
TSAKECTH.

Kucma nouku

Criyuyau pa3BUTHS CJI0KHOM KUCTBI TOYKH JIFOOO0N MPUYMHHON 00YyCIOBIEHHOCTH HAOI0IaINCh Y
52 (3 %) u3 1722 nanueHToB, MOTyYaBIIMX KPU3OTUHHUO. Y HEKOTOPBIX MAI[MEHTOB HAOIIOIAICH
JIOKaJbHBIE KHCTO3HBIE pAa3pacTaHus, BBIXOJAAILIME 3a TMpeaenbl IMOouYeK. Y MalueHTOB ¢
pa3BUBIICHCS KHUCTOM IIOYKH, CIEAYyeT pPacCMOTPETh HEOOXOAWMOCTh TEPHUOJUIECKOTO
MOHHUTOPHHTA METOJITAMH HCCIICOBAHMS ¢ BU3yATU3aIlUel 1 JabOpaTOPHOTO aHaIM3a MOYH.
Hevumponenus u netikonenus

B uccnenoBanusx ¢ ydactuem manueHToB ¢ ALK miau ROSI1-nosutuBabiM HMPJI (n = 1722)
HelTponeHust 3-eil win 4-oif creneHu Obuta 3apeructpupoBana y 212 (12 %) namueHTOB,

MOJy4yaBIIUX KPU30THMHUO. MeanaHa BpeMEHM A0 pa3BUTHUSI HEHUTPONEHHM JI000N CcTeneHu
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TSDKECTH cocTaBwia 89 nHeil. Pazputue HeUTp@rieHMH é%éé@&f 'éI '%gﬁ%é%hgﬁ' ID!()SI‘IL lnm

N

noJIHOM oTMeHoM npemnapaTta y 3 % u <1 % nanueHToB, COOTBETCTBEHHO. B X0/1€ KIIMHUYECKUX
WCCJICIOBAaHU KPU30TUHMOA (eOpriIbHasl HEUTPOICHUs Obllla 3apETUCTPUPOBAHA MEHEE YeM Yy
0,5 % manmenTos.

B uccnenoanusx ¢ ygacruem nanueHToB ¢ ALK nnn ROS1-nosutuBaeiM HMPIT (n = 1722) y
48 (3 %) nanueHToB, MOJIyYaBIIMX TEPAITUI0 KPU30THHUOOM, HaOJIF01a1ach JICHKOTIEHUS 3-ei nin
4-oi1 crerienu. MenuaHa BpeMEHU JI0 pa3BUTHSI JISHKOTICHUH JTFOO0H CTEIICHU TSKECTH COCTAaBUIIA
85 muewn.

JlelikoneHust COMpOBOK/1ajlaCh CHUKEHUEM J103bI IipernapaTta Mmenee uem y 0,5 % maiueHToB 1 HU
y OJHOTO W3 MAIMCHTOB PAa3BUTHE JCHKONCHHHM HE MOTPEOOBAlO MOJHOW OTMEHBI TEpaIrvu
KPU30THHHOOM.

B uccnenoBanuax nauueHtoB ¢ ALK wim ROSI1-noszutuBHBIM pacnpoctpaneHHbiM HMPJL,
CHIDKEHHUE YHCIIa JISHKOIUTOB U HEUTPODHUIIOB 110 3-€i Wi 4-0M CTEIIEHU OTMEYaAJIOCh C YaCTOTOM
4% u 13 %, COOTBETCTBEHHO.

MOHHUTOPHHT Pa3BEPHYTOrO aHalIW3a KPOBH, BKIIOYAs JICUKOLUTApHYIO (OpMYyITy, CIEAyeT
MPOBOAMTH MO MOKA3aHUSIM, U C OOJBIIEH 4acTOTOM, €CIM OTMEYAeTCs pa3BUTHE OTKIOHEHMH 3-
eil unu 4-oif CTemeHW, JUXOpPAAKW WM HHPEKIUOHHOro mporecca. [lo Bompocy neueHus

MAlMEHTOB C OTKJIOHCHHUSIMHU B T€MATOJOTUUECKHUX Ja0OPATOPHBIX aHANIM3aX CM. pa3zen 4.2.

COO6HI€HI/I€ 0 ITOA03PEBACMBIX HEXKCIATCIBbHBIX PCAKIINAX

BaxHo coo0marh 0 TM0J03pEBAEMBIX HEXKENATeIbHBIX pEAaKLUUsAX IOCIe pPEerucTpalnuu
JIEKapCTBEHHOTO Ipernapara ¢ Ie/Ibl0 00ecTedeHnsl HeIPepbIBHOTO MOHUTOPUHIA COOTHOILICHHS
«10Jb3a — PHUCK» JIEKAPCTBEHHOIO Mpemnapara. MeauIMHCKUM pabOTHUKAaM pPEKOMEHAYEeTCs
co001aTh O JIIOOBIX MOJ03PEBAEMBIX HEXKENATEeNbHBIX PEAKIUSAX JIEKapCTBEHHOrO Ipernapara
yepe3 HALMOHAJIBbHBIE CUCTEMbI COOOIIEHHUS O HEXKENaTeNbHBIX peaklUsiX roCyJapcTB — YICHOB
EBpa3uiickoro 5KOHOMHUYECKOI0 COK03a:

Poccniickas @enepanns

®denepanpHas cnyx0a Mo Haa30py B cdepe 3paBoOOXpaHEHUs

Anpec: 109012, r. MockBa, CriaBstHOBCKas IIOIIAIb, 1. 4, cTp. 1

Tenedon: +7 800 550 99 03

DnekTpoHHas rmovra: pharm@roszdravnadzor.gov.ru

Caitt B MH(OPMaLMOHHO-TEIEKOMMYHUKAMOHHON ceTu «HTepHe™:!

https://www.roszdravnadzor.gov.ru/
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(NOCNEQCBATENEHOCTE 0001)

Pecny6nuka Kazaxcran.

PecnyOimkanckoe TOCYAapCTBEHHOE TPEANPHUITHE Ha TMPaBe XO3SMCTBEHHOT'O BEICHHSA
«HanuoHanbHBI TIEHTP OSKCHEPTU3bI JIEKAPCTBEHHBIX CPEACTB U MEAMIIMHCKUX W3S
Komutera MeaunuHckoro u ¢apManeBTHYecKOro KOHTpoJIs MuHHcTepcTBa 3ApaBOOXpaHEHUs
Pecniy6onuku KazaxcraH.

Anpec: 010000, r. Acrana, yin. Mmanosa, 13, BI[ «Hypcayner»

Tenedon: +7 7172 78 98 28

Dnexrponnas nmoyra: farm@dari.kz

CaiiT B nH(pOpMAIIMOHHO-TEJICKOMMYHHUKAIIMOHHOM ceT «HTepHEeT»: WWW.Ndda.kz

Pecny6iinka benapycs.

PVII «LleHTp 3KCIIEpTU3 U UCIIBITAHUI B 3paBOOXPAHEHUNY .
Anpec: 220037, r. Munck, nep. Toapuiieckui, 2a.
Temedon: +375 17 231 85 14

@axc: + 375 17 252 53 58

OnexkTpoHHas noyra: repl@rceth.by

Caiit B nH()OpPMALIMOHHO-TEIEKOMMYHUKAITMOHHOM cetn «HTepHeT»: WwWw.rceth.by

Pecniybnuka Apmenust.

Hayunsiii LlenTp Oxcneptusbl JlekapctB m MenuuuHckux TexHOIOrM UM. akajgemMuka O.
I"ABPUEJISIHA.

Anpec: 0051, r. Epesan, nip. Komuraca 49/5.

Tenedon: + 374 60 83 00 73

Caiit B mH()OpPMAIIMOHHO-TEIEKOMMYHUKAITMOHHOM ceTn «MIHTepHET»: WWW.pharm.am

Ksipreizckas Pecriybnuka.

JlemaptaMeHT JIEKapCTBEHHBIX CPEACTB M MEIMLMHCKUX U3JIenuil npu MuHuctepcTse
3npaBooxpaneHust Koiproizckoit PecrryOnmku.

Anpec: 720044, r. buiukek, yi. 3-g Jlunus, 25.

Tenedon: 0800 800 26 26

OnektponHas nouta: dlomt@pharm.kg

CaiiT B nH(pOpMAIIMOHHO-TEJIEKOMMYHUKAIMOHHOM ceTn «MHTepHeT»: www.pharm.kg
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4.9. Tlepeno3upoBKa (MOCNEOOBATENEHOCTE 0001)

Jledenue nepe03UPOBKH KPU30THHIUOOM JIOJKHO BKITFOYATH OOIINE IMOICPKUBAIOIINE MEPHI.

AHTU0Ta KPU30THHHOA HE CYIIECTBYET.

5. PAPMAKOJIOTHMYECKUE CBOMCTBA
5.1. ®apmakoauHaAMHYeCcKHe CBOICTBA
dapMakoTeparneBTUYECKas TPYIIa: IPOTUBOOMYXOJIEBBIC CPEICTBA; HHTHONUTOPHI IPOTCHHKIHA3;

WHTUOMTOPBI KWHA3BI aHaTIacTHIeckoi mmdomsl (ALK).

Kon ATX: LO1EDO1

Mexanunsm geiicTBus

Kpu3otunu® sBiSETCS CENEKTUBHBIM HHU3KOMOJIEKYJSIPHBIM ~HHTUOMTOPOM  PELENTOPOB
tupo3unkuHazbl (RTK) ALK 1 ee oHKOTeHHBIX BapHaHTOB (T.e. mpoaykToB ciusaus ALK u ee
OTJICNBHBIX MyTaruii). Kpu3oTHHUO Takke SBISETCS HHTHOMTOPOM pEIenTopoB (hakTopa pocra
remarouutoB (HGFR, c-Met) cemeiictBa RTK, a takske ROS1 (C-r0S) u HaHTCKOrO perenTopa
(Recepteur d’Origine Nantais — RON) cemeiictBa RTK. Kpu3orunu® B 3aBUCHMOR OT
KOHIIEHTpanuu creneHu nHrudupyet aktuBHOcTh ALK, ROS1 u c-Met B OMoXuMHUeCKUX TecTax,
a TaKke HHruoupyet pochoprIupoBaHre U MOIYIUPYET KHHA303aBUCUMBIE (DEHOTHUITHI B paMKax
KJIETOYHBIX aHaIM30B. Kpu3oTwHUO 005a7aeT MOIIHOW H CEJIeKTHBHOH WHTHOMTOPHOU
AKTUBHOCTBIO ¥ MHIYLUPYET arlonTo3 JIMHUH OITyXO0JIEBBIX KIETOK, IKCIPECCUPYIOIUX IPOILYKThI
ciustaust ALK (B ToM 4mciie acCOlMUPOBAaHHBIA C MHUKPOTPYOOUYKAMHU MPOTEHHOMOI00HBIN
sxuHonepM 4 tuna [EML4]-ALK u nykneodpocmun [NPM]-ALK), 6enku cnusaust ROS1, mu6o
JeMOHCTpUpYyIomuX amiuiidukanuo JokycoB reHoB ALK wmu MET. VYV wbemmei ¢
KCEHOTPAHCIUIAHTaTaMU OITyXOJIH, SKIpeccupytomeid npoayktel ciausHus ALK, xkpu3oTuHHO
IPO/IEMOHCTPUPOBAI IPOTHUBOOITYXOJIEBYIO AKTUBHOCTb, BKJTIOYas BBIPa)KEHHBIN
LUTOPEAYKTUBHBIN MPOTHUBOOIYX0JIEBbIH 3(pPeKT.

[TpotuBoonyxoneBsit A3PPeKT KpU30THHHOA J0303aBUCUM U KOPPEIUPYET C BHIPAKEHHOCTHIO
bapMakoIMHAMUYECKOT0 HHIHOUpoBaHus GochopunrpoBanus npoaykroB ciaustaus ALK (B Tom
uncne EML4-ALK u NPM-ALK) B omyxousix in Vivo. Kpu3oTuHHO Takke MpOAeMOHCTPUPOBAI
3HAYUTEIFHOE  TPOTHBOOITYXOJIEBOE  JEHCTBHE B  HCCICNOBAHMAX HA  MBIIIAX  C
KCEHOTPAHCIUTAHTAaTaAMHU OITyXOJIeH, KOTOpbIE OBUIM TIONYYEHBI TPU HWCIOJIH30BAHWUHU TaHEIN
kieTouHblX JHUNA NIH-3T3, co3maHHBIX ¢ LENbIO 3KCIpeccuu KiIrdeBbIX ciausHui ROSI,
oOHapy’KEHHBIX B OIyXO0JIsX yenoBeka. [IpoTuBoomyxoneBoe AelcTBIUE KPU30THHIOA 3aBUCENIO OT
JI03bI U KOPPETUPOBAJIO ¢ ToaaBieHueM pochopunuposanus ROS1 in vivo.

Knuanueckas 3¢ddekTMHBHOCTE 1 0€30ITaCHOCTh
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ALK-nozumusnwiti pacnpocmpanennviti HMPJI| y nauuégi';z'o-'e,-lgt;{'; e %QJBHZ;(?IW];{J? HoR e -

pandomuzuposannoe uccieoosanue 1014 3-eii gpazvi

O} dexTUBHOCTh U 0€30MACHOCTh KPU3OTHHHOA MPH JIeueHUHN MarueHToB ¢ ALK-mo3uTHBHBIM
pacnpoctpaneHHbIM MeTactaTuueckum HMPJI, panee He mosydyaBIIUX CUCTEMHYIO TEPANUIO 1O
MOBOJly  paclpoCTpaHEHHOW cTaguu  3a0oieBaHus, ObUIM  MPOJEMOHCTPUPOBAHBI B
MEXyHapOJAHOM PaHJIOMHU3UPOBAHHOM OTKPBITOM HccienoBanuu 1014.

[Monynauuss anga  nonHoro ananusza Bkiouana 343 mnamuenta ¢ ALK-mo3uTuBHBIM
pacnpoctpaneHHbiM HMPJI, Bepudukanuss KOTOporo mpoBOAMIaCh METOJAOM (PIIyOpeCIeHTHOM
ruopuausanuu  in situ  (FISH) mo mnpoBemenuss pangommsanuu: 172 mnanueHTa ObUIH
PaHIOMHU3HUPOBAaHBI B TPYINy Kpu3oTHHHMOA M 171 mamumeHT ObUT paHIOMHM3HPOBAH B TPYIIIY
XUMHOTEpanuu (meMeTpexces + KapOoIIaTHH WK IUCIIIATHH; 10 6 IIUKIIOB TEPAIu).
Hemorpaduueckre XapakTEepUCTUKM M TapaMeTpbl 3abosneBaHusi oOUIed mHomyssiuu ObUH
cnenyrommmu: 62 % - KEHIIMHBI, MeIaHa Bo3pacTa - 53 rojaa, QyHKIMOHAIBHBIA CTATyC MO
mkane Bocrounolt o0benuHeHHOW oHKojormdeckod rpymmsl (Eastern Cooperative Oncology
Group — ECOG) no neuenust — 0 wim 1 (95 %), 51 % - nuna eBporeonHoi pacel U 46 % -
MOHTOJIOHIHOH packl, 4 % - KypHIbLIUKY B HacTosIee BpeMs, 32 % - Kypuiu B npouuioM u 64 %
- Hukorga He Kypwid. [lapamerpbl 3aboneBaHus OOIIEH MNOMyNAUUUA ObUIM CIETYHOIIMMU:
MeTacTasbl UMEINUCh y 98 % narnuenToB, y 92 % nanueHToB Npy TUCTOJIOTHYECKOM UCCIIEOBAaHUN
ormyxoJyib OblTa KJIAcCH(PHUIMPOBaHA KaK aJeHOKapuuHoMa M y 27 % NalueHTOB HMEJHCh
MeTacTa3bl B TOJIOBHON MO3T.

[TaneHTHl MOITIM  MPOJOJKATh JIeUEHHE KPU3OTMHHOOM W TOC/e IMPOrpecCHpOBaHUs
3a00JIeBaHMs, yCTAHOBJICHHOTO B COOTBETCTBHHM C KpPUTEPUSMH OIEHKH OTBETa COJIMIHBIX
omyxouieit Ha Tepanuio (Response Evaluation Criteria in Solid Tumours - RECIST), no permenuto
UCCIIeIoBaTENsl B TOM CiIydae, €ClIU Tepamus BCe elle MPUHOCUIIA MAIUEHTY KIMHUYECKYIO MOJIb3Y.
65 u3z 89 (73 %) mamueHToB, MOJy4aBIIMX Kpu3oTHHMO, W 11 u3 132 (8,3 %) nauueHTOB,
MOJTYYaBIINX XUMHOTEPAIHIO, IPOJODKUIIN JICUeHUE B TeUEHHE, KAK MUHUMYM, 3 HeJleNb 1ociie
00BEKTHBHO JIMarHOCTHPOBAHHOTO MIPOTPECCUPOBAHUS 3a00JIeBaHMUS. [TanreHTsI,
PaHJIOMU3UPOBAHHBIE B TPYIITY XUMUOTEPAITNH, MOTJIM IEPEUTH HA TIOTyYeHUE KPU30THHIOA TTpH
IPOTpecCUpoOBaHUM 3a00JI€BaHUs, YCTaHOBIEHHOro B cooTBeTcTBUU ¢ Kputepusmu RECIST,
MOJTBEPIKACHHOTO MTPU HE3aBUCHMO# peHTreHonoruueckoi ornenke (IRR). 144 (84 %) mammenrta
B TPYIIIIE IMOyYaBIINX XUMHOTEPAITHIO, BIIOCIIEJACTBUY MEPENUIN Ha ITPHEM KPH30THHHOA.

[To onenke IRR KpHU30THHMO 3HAYMTENBHO MPOJJIEBAT BBDKMBAEMOCTH 0€3 MPOrpeccHpOBaHUS
3a0oneBanus (BBII), uTo sBIsIOCH MEPBUYHOM WENBIO MCCIEIOBAHUSA, IO CPABHEHUIO C
xummorepanuenn. [lpeumymectBo kpuzotuHuOa B orHomeHuu BBII Habmromamoch Bo Bcex

noarpyImmnax IManuEHTOB, BBIACJICHHBIX HAa OCHOBAHHUHW HCXOJHBIX XapPaKTCPHUCTHUK, TAKHUX KakK
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mpems | bmidirtd " HobHakbtih = AnkiHosa,

¢dynkunonanbHbIN craTyc o mkaite ECOG u Hannyne MeTacta3oB B FOJIOBHOM MO3T.

Habumonanock uncnenHoe ynyduieHue oodmei BekuBaemoctu (OB) y nanueHToB, noiaydyaBimx

KpI/I3OTI/IHI/I6, XOTs OTO YIIYUYIICHHUE HE OBLIO CTATUCTHYECKH 3HAUMMBIM. Z[aHHBIC 3(1)(1)CKTI/IBHOCTI/I,

MOJIyYEHHBIE B paHIOMH3UpOBaHHOM HuccienoBanuu 1014 3-eit das3pl 00001IeHBI B TabnuIe 4,

kpuBble Kamuana-Meitepa otHocutensHo BBII m OB orpaxenbl Ha pucyHkax | u 2,

COOTBECTCTBCHHO.

Tabnuna 4. Pesynbrarsl 3¢()EeKTUBHOCTH, MOJyUYEHHBIE B PAaHJAOMU3UPOBAHHOM HCCIIEIOBAHUU

1014 3-e#i ¢azpl (momyssmus I MOJHOTO aHadW3a) y MAaIMeHTOB ¢ paHee HernedeHbiM ALK-

TIO3UTHBHEIM pacrpocTpanenHsiM HMPJT

IMapametp 3¢pdexTBHOCTH Kpuzorunud XumMuoTepanus
(N=172) (N=171)
BorrxkuBaemocthb 0e3 nporpeccupoBanusi (BBII) (mo ouenke IRR)
KonuuectBo coObiThid, n (%) 100 (58 %) 137 (80 %)
Menuana BBII, mecsupl (95 % JIN) 10,9 (8,3; 13,9) 7,02 (6,8; 8,2)
OP (95 % JIN)° 0,45 (0,35; 0,60)

3Ha4yeHue p° < 0,0001
O0mas BeiKHBaeMocTh (OB)¢
KommgecTBo neTanbHbIX UcXoa0B, n (%) 71 (41 %) 81 (47 %)
Menunana OB, mecsist (95 % A1) H/N (45,8; H/T) 47,5 (32,2; H/LT)

OP (95 % JIN)° 0,76 (0,55; 1,05)

3HaueHue p° 0,0489
BepositHOCTB BBDKUBAHUS qepe3 83,5 (77,0; 88,3) 78,4 (71,3; 83,9)
12 mecsiies?, % (95 % JIN)
BepositHOCTh BBIKUBAHUS gepes 71,5 (64,0; 77,7) 66,6 (58,8; 73,2)
18 mecsmen?, % (95 % W)
BepositHOCTB BBDKUBAHUS qepe3 56,6 (48,3; 64,1) 49,1 (40,5; 57,1)
48 mecsies?, % (95 % A1)
Yacrora 00bekTHBHOTO 0TBeTa (10 olleHke IRR)
YactoTa 00bEKTHBHOTO OTBETA, % 74 % (67; 81) 45 %° (37; 53)
(95 % M)

3HaYeHHe p' <0,0001
IIpono/KuTEILHOCTH OTBETA
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Coxkpamenus: /I — noBepurenbubiit uaTepBan, OP — otHomenne puckos (Hazard Ratio (HR)); IRR — nHe3aBucumast
peHTreHoornIeckas orenka; N/n — konmdectBo manuento; H/J] — we mocturayt; BBII — BbDKHBaeMocTs Ge3
nporpeccupoBanust; OB — 00m1as BEDKHUBaeMOCTb.

* BBII, gacToTa 00BEKTUBHOTO OTBETA M JUIMTEIEHOCTH OTBETa OCHOBAHBI HAa JaTe 3aBepIIeHHs cOopa maHHBIX 30
HOs10pst 2013 1.; OB ocHOBaHa Ha J1aTe MocjeHero Bu3uTa nocieauero nanvenrta 30 Hosops 2016 r. u npeacraBiser
MeJIMaHHOe BpeMsl TIOCIIeIYIOIEero HaOII0ICHNs IPUOTU3UTENBHO 46 MecsIeB.

@ Menunana BBII cocraBuina 6,9 mecsities (95 % JIU: 6,6; 8,3) nis nemerpekceaa/muciuiatunsl (OP = 0,49); p < 0,0001
U KPU30THHHOA IO CPaBHEHHIO C IeMerpekcemom/mucruiatuaoMm) u 7,0 mecsmeB (95 % AW: 5,9,8,3) mna
nmeMeTpeKcena/KapooruraTnHa (OP =0,45; p <0,0001 TS KpU30THHNOA o CpaBHEHHIO C
eMeTpeKce1oM/KapOoTIaTHHOM).

® Ha ocHOBaHMH CTpaTH)HIMPOBAHHOTO aHATN3A TIPOTIOPIHMOHANLHBIX prckoB Kokca.

¢ Ha ocHoBaHMM CTPaTH(UIIUPOBAHHOTO JIOT KpUTEepHs (1-cTOPOHHETO).

4 O6HOBIEHO Ha OCHOBAHUM 3aKITIOUMTENIBHOTO aHanu3a OB. PesybraTel anamusa OB He ObUIH CKOPPEKTHPOBAHbI C
YYETOM BO3MOXKHBIX HCKaxkaromumx 3Q(eKToB mepexoga Ha aApyryroo Tepamuio (144 [84 %] mamuwenta B rpymie
XUMHUOTEPAIHH MOJIy4ald B MOCIEIYIOIEM TEPANUIO KPU30THHUOOM).

¢ Yacrora oowexTuBHOrO oTBeta (HOO) cocraBuna 47 % (95 % IAU: 37; 58) mis memerpekcena/mucruiatuHa (p <
0,0001 npu cpaBHeHUH ¢ Kpu3oTHHHOOM) U 44 % (95 % JIU: 32; 55) s nemerpekcena/kapbormnaruna (p < 0,0001
IO CPaBHEHHIO C KPH30THHUOOM).

f Ha OCHOBaHHHU CTpaTuUIUPOBAHHOTO aHamn3a METO/IOM Koxpana-ManTensi-Xensers
(2-cToponnero).

9 Ouenka mo Merony Kamnana-Meiiepa.

Pucynok 1. Kpussie Kanana-Meiiepa 111 BbDKHBaeMOCTH 0e3 IporpeccupoBaHus (10 JaHHBIM
IRR) y mnamuentoB ¢ panee HenedeHbIM ALK-mosutuBHBIM pacnpoctpaneHHsIM HMPII B
3aBUCUMOCTH OT TPYII JIEYCHUS B PAHIOMU3HPOBAHHOM wHccienoBanuu 1014 3-eit daszbl

(momynsAuus Ui MOJIHOTO aHAIN3a)

= 04
- 3
KpU3OTUHKG (n=172)
MepauaHa 10,9 mecsues
304 - = = - Xumuotepanus (n=171)
MepauaHa 7,0 mecsues
i
a
] a
a 304
F 1
k.
40 ¥
+—
.
W
2 >0 4 OrtHoweHwe puckos (HR) = [
g 20 045 Y
95% [V (0,35, 0,60) -y
£ p<0.0001 1y _
2 e g
—-——— = - - - - - - = +
3 0 T T T T T T 1
0 5 10 15 20 25 30 35
KonuyecTeo nauueHTos, B
NoABePXEHHbIX PUCKY peMa (MecALL!)
KPU3OTUHUG 172 120 65 38 19 7 1 0
Xvmuotepanus 171 105 36 12 2 1 0 0

COKpaIlICHI/ISIZ I[I/I = IlOBCpHTeJ'IBHLIfI HUHTEPBAJI; N = KOJIMYECTBO MAUCHTOB; p = 3HAYCHUC D.
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Pucynok 2. Kpussie Kannana-Meiiepa ana bOmieit Bibkmbhemolttr v Haftrenton 6 pamee

HeneueHbIM ALK-nio3utuBHBIM pacnpoctpaHeHHsIM HMPJI B 3aBucumocty oT rpynmn JiedeHust B

paHgoMu3upoBaHHOM uccienoBanuu 1014 3-eit pasbl (MOMyIIALuUs IS TIOJHOTO aHAIN3a)

100 —  Kpu30TMHWG (N=172)
MeaunaHa He AoCTUrHyTa

N Xumuotepanus (n=171)

\ """""" Meawana 47,5 mecaues
80 4

60 4

40

20 - OTtHowewue puckos (HR) =
0,76

95% U (0,55, 1,05)
P=0.0489

BepoATHOCTL BEDKMBaeMOCTH (%)

0 L] 1 1 L] I L 1 I 1 L 1 L I 1

0 5 10 15 20 25 30 35 40 45 50 55 60 65 70
KonumuecTso Bpems (mecsubl)
NauMeHToB,
NOABEPXEHHBIX PHCKY 172 157 144 128 111 98 89 79 65 51 36 20 8 1 0
171 150 131 118 100 89 82 73 63 46 31 21 11 1 0

KPU30TUHNG

COKpaH.[eHI/IﬂZ Z[I/I = ,IlOBepHTeJ'IBHBIfI HWHTCPBAJI; N = KOJIMYCCTBO MMAOUCHTOB; p = 3HAYCHUC D.

VY nanueHToB, paHee MOJy4YaBUIMX JIEUEHUE 110 TIOBOJY METAcTa30B B FOJIOBHOM MO3r, HAaJIU4KE
KOTOPBIX OBLIO MOATBEPXKACHO Ha UCXOJAHOM YPOBHE, MeIMaHa BPEMEHHU J0 MPOTPECCUPOBAHUS
WHTpaKpaHualnbHbIX omyxoneBblx ouaroB (IC-TTP) cocraBmsna 15,7 wmecsneB B Tpymme
kpu3oTuHUOa (n = 39) u 12,5 Mecsies B rpymnme xumuotepanuu (n = 40) (OP = 0,45 [95 % JU:
0,19; 1,07]; 1-croponnee 3nauenue p = 0,0315). ¥ marueHToB 6€3 METaCTa30B B TOJIOBHON MO3T
Ha ucxogHoM ypoBHe MenuaHa IC-TTP pocturnyra He Oblla Kak B Tpynmne KpU30THHHOA
(n=132), tak u B rpymme xumuortepanuu (n=131) (OP=0,69 [95% JU: 0,33; 1,45];
1-croponnee 3nauenue p = 0,1617).

OneHka CUMITOMOB, COOOIIAEMBIX MAIIMEHTAMH, a TaK)Ke IV100abHask OLIEHKAa KauecTBa KU3HU
pou3BoAMIIOCk ¢ momotisto onpocHuka EORTC QLQ-C30 u ero moaynsi, cienuuueckoro Ass
paka nerkoro (EORTC QLQ-LCI13). Bcero 166 mnamueHToB B TpyIle KpU3OTHHHOA U
163 manmenTa B rpynne xumuorepanuu 3anoiaamwin onpocHukd EORTC QLQ-C30 u LC-13 Ha
HCXOJIHOM ypOBHE W, MO KpaiHell mepe, 1 pa3 BO BpeMs NOCIEIyHOIIMX BHU3UTOB. B rpyrmrme
KpU30THUHHOA HAOJI0/1a7I0Ch 3HAUUTETHFHO 00JIee BBIPAKEHHOE YITyUIIIeHUE TII00aTbHOTO Ka4eCTBa
JKU3HU 10 CPaBHEHHIO C TPYNIONW XUMHUOTepanuu (00Ias pa3HHIla OT UCXOJHBIX MOKa3aTelel

cocrasuia 13,8; p < 0,0001).
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Bpemst no yxyamenusi cocrosiaust (TTD) om )ez[enﬂnéglﬁ:' :I;a](EHé% i&J@M%ﬁEE‘ Sdetd ma

> 10 GanIoB OT MCXOJHOTO YPOBHS TaKMX CHMIITOMOB, KaK 0OJb B OOJIACTH TPYJHOM KIICTKH,
Kalleab Wi ofplmka coryiacHo onpocHuKy EORTC QLQ-LC13.

KpuzoTunu® ymydmian CUMITOMBI, CYIIECTBEHHO YBEIUYUBAs BPEeMs J0 YXYIIICHUS COCTOSHUS
(TTD) no cpaBHeHMIO ¢ XUMHOTepanuel (Meauana: 2,1 mecsna npotus 0,5 Mecs1a; OTHOIICHUE
puckoB 0,59; 95 % AU: 0,45; 0,77; nor-paHroBoe 2-CTOPOHHEE 3HAUYECHHE P C MOMPABKOM MO
metoay Xokoepra = 0,0005).

ALK-nozumusnwviti pacnpocmpanennviti HMPJI, y nayuenmos paumee noayuasuiux nedeHue —
paroomuzuposanuoe ucciedosarue 1007 3-eti gpasvi

O¢ddexkTuBHOCTE W 0€30MACHOCTh NPUMEHEHUS KPU3OTUHHOA B JICUCHUHM IALUEHTOB C
ALK-no3utuBabIM MetactatnueckuM HMPJI, panee mosayyaBHIMX CHCTEMHYIO TEPANHIO IO
MOBOJly  pAaclpOCTpaHEeHHOW cTaguu  3a0oseBaHus, ObUIM  TPOAEMOHCTPUPOBAHBI B
MEXIyHApOJAHOM PaHIOMHU3UPOBAHHOM OTKPBITOM HccienoBanuu 1007.

[Monynsauuss mosHOro  aHanu3za  BkIouana 347  manmeHtoB ¢ ALK-mo3uTHBHBIM
pactipoctpanennbiM  HMPJI, Bepudukanus xkoroporo mnposommiace wmetogom FISH no
MPOBEJCHUS paHAoMuU3auuu. 173 manueHTa ObUIM PaHAOMU3ZUPOBAHBI B TPYIIY KPU3OTHHHOA U
174 mauuenTta ObLTM PaHIOMHU3UPOBAHBI B TPYIIY MOJYyYaBIIUX XUMHUOTEpANHIo (EMeTpeKce]
wii jouerakcen). Jlemorpaguueckue XapaKTEpUCTHKH M IapaMmeTpbl 3aboseBaHusi oOmien
HOMyJISAUK  ObLTM  chenyromumu: 56 % - JKeHIMHBI, MeawaHa Bo3pacta — 50  jer,
byHkIHoHaIBHBIH cTaTyc o mkane ECOG Ha ucxoanom yposae — 0 (39 %) num 1 (52 %), 52 % —
JMIa eBporneonHol pacskl U 45 % — MoHrojgouaHoM packl, 4 % — KypHIBLIMKH B HAcTOSIIEe
Bpems, 33 % — xkypunu B npouuioM U 63 % — HuKorga He KypuiH, y 93 % nanueHToB UMENNCh
MeTtactasel Uy 93 % DanueHToB MNpU TUCTOJIOTMYECKOM HCCIIEI0OBAaHUU OMYXOJb Oblia
KJaccu(UIMpOBaHa KaK aJeHOKapLUHOMA.

[TareHTHI MOTJIM MTPOJOIKATh TEPATNIO KPU30TUHUOOM ITOCIIe TPOrpeccupoBaHus 3a00eBaHMs,
ycTaHOBJIeHHOTO B cooTBeTcTBUM ¢ KpuTepusimu RECIST, mo pemenuto uccinenoBaTesss B TOM
cllydae, €CJIM 3TO JIEUEHUE BCE €lle UMEJIO KIMHUYECKYIo mosb3y. 58 u3 84 (69 %) nanueHToB,
nonydaBmux KpuzoTuHuO, u 17 u3 119 (14 %) mauueHTOB, MOMydYaBIIUX XUMUOTEPAIHUIO,
OPOJOJDKUIIM  JIGYeHWe B TEYEHHe, Kak MHUHMMYM, 3 HeJelb 1Hocie OOBEeKTHBHO
JUArHOCTUPOBAHHOTO TMporpeccupoBaHusi 3aboneBaHus. [lanueHThl, paHIOMU3UPOBAHHBIE B
rpynny XMMHOTEPANUU, MOTJIM MEepPeHTH Ha MOJy4YeHHE KPU30TMHUOA MpPHU MPOrpecCUpOBaHUU
3a00JeBaHNs, YCTAaHOBIEHHOTO B cOOTBeTCTBUU ¢ KpuTepusimu RECIST, noarBepk1eHHOTO pu
HEe3aBUCUMOM peHTrenonoruveckoil ouenke (IRR).

[To ouenke IRR, kpr30TMHUO 3HAYNTENBHO MPOAJIEBAT BBDKMBAEMOCTh 0€3 MPOrpeccUpOBaHUS

(BBII), uTo ABNISAIOCH IEPBUYHOM 1IENIbIO UCCIIEI0BAHUS, 10 CPABHEHUIO C XMMHOTEpPAIIHEH.
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BB | Hagmidnidtocy” lso | Be&™ fre i pyinax,

BBIJICJIICHHBIX HAa OCHOBAHHNHU UCXOJHBIX XaPAKTCPUCTUK ITAITUCHTOB, TAKUX KaK BO3pacCT, I10JI, paca,

CTAaTyC KypWjbliuKa, BPpEMA C MOMCHTA INOCTAHOBKH AMWArHO3a, q)yHKHHOHaHBHBIﬁ CTaTrycC 1o

mkaie ECOQG, Hanuuume Meracta3oB B TOJIOBHOM MO3r M MPEAIIECTBYIONIAs Tepanus

WHTUOMTOpaMU TUPO3UHKHHA3KI perientopa snuaepmaibHoro gakropa pocta (EGFR TKI).

Jannsie a3¢dexTruBHOCTH, TONyUeHHBIe B uccienoBannu 1007, 06001meHsr B TabIUIE 5, KPUBBIC

Kannana-Metiepa quist BBII u OB otpakensl Ha pucyHkax 3 u 4, COOTBETCTBEHHO.

Tabmuna 5. Pesynbrarel 3¢(eKTUBHOCTH, MOJyUYEHHBIE B PAaHJAOMU3UPOBAHHOM HCCIIEIOBAHUU

1007  3-eii  asel  (momyssAumus  JUIS  [IOJHOTO — aHajM3a) y  [alueHTOB ¢
ALK-no3utuBHbIM pactipoctpanennbiM HMPJL, panee nmonyyaBmux jgeueHue™
Mapamerp >pdexrupmocts Kpuzornnuod XuMuorepanus
(N=173) (N=174)
BoriknBaeMocTh 0e3 nporpeccuposanust (BBII) (o onenke IRR)
Konuyectso ciyuaes, N (%) 100 (58 %) 127 (73 %)
Tum cobeitust, n (%)
[IporpeccupoBanue 3a00eBaHMS 84 (49 %) 119 (68 %)
JleranpHbli ucxo1 0€3 00BEKTHBHOTO 16 (9 %) 8 (5 %)
MPOrPEeCCUPOBAHUS
Menuana BBII, mecsipt (95 % JIN) 7,7 (6,0; 8,8) 3,04 (2,6; 4,3)
OP (95 % JIN)° 0,49 (0,37; 0,64)
p-3HaueHme’ <0,0001
OO0mas BeiKHBaeMocTh (OB)C
KonnyecTBo neTaabHbIX HCX010B, N (%) 116 (67 %) 126 (72 %)
Menuana OB, mecsier (95 % 1) 21,7 (18,9; 30,5) 21,9 (16,8; 26,0)
OP (95 % JIN)° 0,85 (0,66; 1,10)
p-3HaueHue’ 0,1145

BepO}ITHOCTB BbBDKUBAHUSA 4CPE3

6 mecsnes®, % (95 % )

86,6 (80,5; 90,9)

83,8 (77,4; 88,5)

BepositHocTh BeDKMBaHUs yepe3 1 ron’, %

(95 % JIN)

70,4 (62,9; 76,7)

66,7 (59,1; 73,2)

YacroTa 00beKTHBHOTO 0TBeTa (10 onenke IRR)

Yacrora 00BEKTUBHOIO OTBETA, %

(95 % JIN)

65 % (58; 72)

20 %' (14; 26)

p-3HaucHne?

<0,0001
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OT 2L Vo 20

JCNEODBATENBHOCTE U0UT)

HpOI[O.TI)KI/ITeJILHOCTB 0TBETA

Menauana®, mecstsl (95 % 1) 7,4(6,1;9,7) 5,6 (3,4; 8,3)

Coxpamenns: JIU — noBepurensHeiii uaTEepBai; OP — otHOmMEeHne puckoB (Hazard Ratio (HR)); IRR — HezaBucumas
pEHTreHOJIOTHYeCKast OmeHKa; N/n — kommdecTBo manueHToB; YOO — dwactora obbekTuBHOTO OTBeTa; BBII —
BBDKHMBaeMOCTh 0e3 nporpeccupoBanus; OB — 001mas BEDKHBaeMOCTb.

* BBII, yactoTa 00LEKTHBHOTO OTBETA M JUIUTENBHOCTL OTBETA OCHOBaHBI Ha JiaTe 3aBeplieHHs c6opa JaHHbIX 30
Mmapra 2012 r.; OB ocHOBaHa Ha JaTe 3aBepiineHus coopa gaHHbIX 31 aBrycra 2015 r.

2 Menuana BBII coctaBuna 4,2 mecsiua (95 % AU: 2,8; 5,7) ansa nemerpexcena (OP = 0,59; p = 0,0004 npu cpaBHEeHUN
Kpu30THHHOA C rmemeTpekcenom) u 2,6 mecsma (95 % [U: 1,6; 4,0) mnsa mouetakcena (OP =0,30; p <0,0001 mpu
CpaBHEHHNH KPH30THHHOA C JOIETAKCETIOM).

® Ha ocHOBaHMHM CTPaTH(UIHMPOBAHHOTO aHAIK3A IIPONOPIUOHANBLHEIX pUckoB Kokca.

¢ Ha ocHOBaHMH cTpaTH(UIIMPOBAHHOTO JIOT-PAHIOBOTO KpuTepus (1-CTOpOoHHETO).

4 OGHOBJIEHO Ha OCHOBAHMH 3aKJIIOYUTEILHOrO aHanu3a OB. B 3akimrounTesbHbIA aHaIn3 OOIIEH BBEDKMBAEMOCTH
(OB) He BHOCHIIaCh IONPaBKa Ha MOTEHIUAIBHO BIMAIOMIMNI (hakTop nepekpecTHoro auzaitna (154 [89 %] nauuenra
BIIOCJICJICTBUY MOTyYalld TEPAMUIO0 KPU3OTHHHOOM).

¢ Ouenka no Mmerony Kamnana-Meliepa.

f Yactora o6bextusHOro orsera (UOO) cocrasuna 29 % (95 % JU: 21; 39) ansa nemerpekcena (p < 0,0001 npu
CpaBHEHHUH ¢ Kpr30THHHOOM) 1 7% (95 % JIU: 2; 16) aust nouetakcena (p < 0,0001 mpu cpaBHEHNH ¢ KpU3OTHHHOOM).

¢ Ha ocHOBaHMM CTpaTUQHUIUPOBAHHOTO aHaIH3a MeTogoM Koxpana-Manrens-Xen3ens (2-CTOpOHHET0).

Pucynok 3. Kpussie Kamiana-Meiiepa /uist BBDKHBaeMOCTH 0€3 MporpeccupoBanus (110 JaHHBIM
IRR) y nmamueHToB, paHee TNOJydYaBIIMX JedeHue 1o mnoBoay ALK-mo3utuBHOTO
pacnpoctpaneHHoro HMPJI B 3aBucumocTH OT Tpynn JIEYEHHS B PaHAOMU3HPOBAHHOM

uccnenoBanuu 1007 3-eii azbl (momyisus A71s MOJHOTO aHATN3a)

80 -

— KpU3OTMHUG (N=173)
MenuaHna 7,7 MecAUEB

60 -

Xumuotepanus (n=174)
— MeauaHa 3,0 mecsaua

40

204

OtHowenwe puckos (HR) =
0,49

95% W (0,37; 0,64)
p<0,0001

BepoAaTHOCTb BbiXWBaHWA Ge3 nporpeccupoBaHuna (%)

0 I I I T I
0 5 10 15 20 25
Bpems (mecaubl)
Konu4ecTso nauMeHTos,
NOABEPXEHHbBIX PUCKY 173 93 38 11 2 0
KPU30TUHWE
XumuoTepanus 174 49 15 4 1 0

COKpaIlICHI/ISIZ I[I/I = IlOBCpHTeJ'IBHLIfI HWHTEPBAJI; N = KOJIMYCCTBO MAUCHTOB; p = 3HAYCHUEC D.
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Pucynox 4. Kpurwsie Kammana-Meiiepa miis | oOueit (it saentoer Eﬁhﬂﬁﬁeﬁ?&? E'}lz'ﬁHee

[0JIy4aBIIUX JiedeHue 1o nosoay ALK-no3utusHoro pacnpoctpanenHoro HMPIJI B 3aBucumoctu
OT TPYyNI JICYEHUSI B PaHIOMH3MpPOBaHHOM wuccienoBanuu 1007 3-eit ¢daspl (momymsuus Uit

IIOJIHOI'O aHanH3a)

100
80

_ 60

8

=

E — Kpu3otunub (n=173)

E 40 MeawaHa 21,7 mecsaua

§ XumwoTtepanua (n=174)

g ---------- Mepauana 21,9 mecaues

r ettt

= 20+  OrtHoweHwue puckoe (HR) = 0,85

E 95% QW (0.66; 1,10)

s p=0,1145

a

0 I I | ! I ! 1
0 10 20 30 40 50 60 70
Bpnems (mecaubi)

KonuyecTBo NauneHToB,
NOABEPKEHHBIX PUCKY 173 125 88 66 53 27 6 0
KpuaoTuHné 174 124 85 63 45 29 4

XvMuoTepanus
Coxkpamtenus: IV = noBepUTeIbHBIN HHTEPBAN; N = KOJIMYECTBO MAI[EHTOB; P = 3HaYCHHUE P.

B pannomusupoBanHoe wuccienoBanue 1007 3-eii ¢as3pl ObLIM BKIIOYECHBI 52 IalMCHTA,
MOJTyYaBIIUX KPU30TUHUO, U 57 MalUEHTOB, MOJyYaBIIUX XUMHUOTEPANHIO, paHEee MOTyYaBIINX
WJIU HE TIOJTy4YaBIIIMX JICYCHHUE T10 MOBOY OECCUMITOMHBIX METaCTa30B B TOJIOBHOM MO3T. YacToTa
KOHTPOJISI HHTPAaKpaHUaJIbHOro omyxosesoro mpouecca (Intracranial Disease Control Rate - 1C-
DCR) uepe3 12 nenenb cocraBuna 65 % u 46 % y manueHToB, MOMTy4aBUIMX KPU3OTUHHO U
XUMHUOTEPANUIO, COOTBETCTBEHHO.

OneHka CUMITOMOB, COOOIIIAEMBIX MAlIUEHTAMH, a TaK)Ke IV100abHask OLIEHKAa KauecTBa KU3HU
MPOU3BOMIINCH C ToMoIbio ocHOBHOTO ompocHuka EORTC QLQ-C30 u ero momys,
cneruduyeckoro ansa paka yerkoro (EORTC QLQ-LC13) B nauane uccrnenoanus (1 neHs
| uukna) u B 1 AeHb KaXXA0TO MOCIAEAYIOIIETO [IUKJIA TEPANHH.

B nenom, 162 manumenTta B rpymnmne Kpu3oTuHuOa u 151 manmeHT B Tpynne XUMHOTEpAruu
sanoHWIM onpocHUkn EORTC QLQ-C30 u LC-13 Ha ncxogHoM ypoOBHE H, 1O KpalHel mepe,
1 pa3 Bo BpeMs MOCHEAYIOMINUX BUSUTOB.

Y nanueHToB, coOOIaBIIMX 0 60IH B 00JaCTH TPYTHOM KIIETKH, OJBIIIKE UITH KaIlliie, KpU30THHHO
yIIy4Iiajl CAHMIITOMBI, CYIIIECTBEHHO YBEIMUMBAs BPEMs 10 YXYIIICHUS COCTOsIHUS (Menuana: 4,5
Mecsia npotus 1,4 mecsia), mo cpaBHeHuto ¢ xumuorepanue (OP 0,50; 95 % AU: 0,37; 0,66;

JIOT-paHroBO€ 2-CTOPOHHEE 3HAUEHHE P ¢ MOMpaBkoii o Meroay Xokoepra < 0,0001).
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Kpuzotnan6 mpoaeMoHCTpUpOBaI CYIIECTBEHHDP Ooiee ﬁfaﬁﬁgg@yﬁ%mtﬁé'o}_ﬁbén%ﬂmo

MCXOJHOI'0 YPOBHSI IO CPAaBHEHHUIO C XMMHOTEpaNel B OTHOLIEHUH aJIONEUH (LUK ¢o 2 1o 15;
p <0,05), xanuts (uukibsl co 2 mo 20; p <0,0001), oxpiuku (uukisl co 2 mo 20; p <0,0001),
KpoBoxapkaHus (Iukiael co 2 mo 20; p <0,05), 6onmu B pyke wim 1miede (IMuUkibl co 2 mo 20;
p <0,0001), 601 B obnactu rpyaHOM KieTkH (Iukibl co 2 o 20; p<0,0001) u 6omu B npyrux
gactax tena (mukiasl co 2 mo 20; p <0,05). KpuzoTuHHO NpUBOAMI K CYIIECTBEHHO MEHEe
BBIPQKECHHOMY YXYJLIECHUIO COCTOSIHHUS OTHOCHUTEIBHO MCXOJHOTO YpPOBHS B OTHOILIEHUU
nepudepudeckoit Heripornatuu (1KLL ¢ 6 1o 20; p < 0,05), nucharuu (mukiasi ¢ Smo 11; p < 0,05)
1 ctomaTtuTa (MUKIBI co 2 1o 20; p < 0,05) 1o CpaBHEHUIO ¢ XUMHUOTEPAITHCH.

[Tprem KpuU30THHUOA TPUBOIMII K YIYUIIEHHUIO ITTO0AIBEHOTO Ka4eCTBa )KU3HH, IPH 3TOM B IPYIIIE
NOJYYaBIIMX KPU30THHHO HaOMoganoch Oosiee BBIPAXKEHHOE HM3MEHEHHE OTHOCHTEIBHO
MCXOJHOTO YPOBHSI IO CPABHEHUIO C TPYIINON MOTy4YaBIIMX XUMUOTEpanuio (IUKIbI co 2 1o 20;
p <0,05).

Hecpasnumenvnvie uccnedosanusi ALK-nosumuenozo pacnpocmpanennozo HMPJI

[Ipumenenne kpuzotuHuOa B JsedeHun ALK-mosutuBHOTO pacmnpocrpanenHoro HMPJI
M3y4aloch B 2 MyJIbTHHAIIMOHAIBHBIX HECPABHUTEIbHBIX HCCIeA0BaHUAX (uccienoBanus 1001 u
1005). M3 BKIIIOUEHHBIX B 3TH UCCIIEOBAHUS MALIMEHTOB, MAI[MEHTHI, ONMCAHHBIC HUXKE, paHEee
NOJIyYaal CUCTEMHOE JICYEHHE O MOBOAY MECTHO-PACIPOCTPAHEHHOI'O MJIM METAaCTaTUUECKOTO
3aboneBanusd. [lepBudyHOI KOHEUHOH TOUKOM 3(PPEKTUBHOCTH B 000X MCCIECTOBAHUAX SIBIISLIACH
YOO B cootBerctBum ¢ kputepusimu RECIST.

Beero 149 mnanuentoB ¢ ALK-mosutuBHbIM pacnpoctpaHeHHslM HMPJL, B Tom umcie
125 nanueHToB, paHee MoaydaBIIuX JiedeHue 1o moBoay ALK-mo3uTuBHOTO pacrpocTpaHeHHOTO
HMPIJI, 6pmo BrimtoueHo B uccnegoBanue 1001 Ha MOMEHT OKOHYaHUsI cOOpa MaHHBIX IS
npoBeseHuss aHanuza BBII m YOO. Jlemorpaduueckue XapakTEpUCTUKH M HapaMeTphbl
3a0oneBanus Obutn  ciexyrommumu: 50 % - OKeHIIMHBI, MenuaHa Bo3pacta - 51 rof,
dyHKIIMOHATRHBIN cTaTyc 1o mkaine ECOG Ha ucxomaom yposae - 0 (32 %) wm 1 (55 %), 61 %
- muua eBponeougHo pacsl U 30 % - MoHrojgoujgHoW pacel, MmeHee 1 % - KypuUJIBIIMKH B
HACTOALIMI MOMEHT, 27 % KypuIH B poLUIOM U 72 % HUKOrAa He Kypwid, y 94 % nanueHToB
UMENUCh MeTacTasbl U 'y 98 % MmanueHToB NMpH THCTOJIOTMYECKOM MCCIeIOBaHUM OMYyXOJb Oblia
KJIacCU(UIIMPOBaHa KaK aJeHOKapIHOMa. MearaHa NpoJ0JKUTEIbHOCTH JIEYEHUSI COCTaBUIIa
42 Henenu.

Bcero 934 nauuenta ¢ ALK-no3utuBHBIM pacnpoctpaneHHbiM HMPJI nonyvanu kpu30THHHO B
uccnenoBanuu 1005 Ha MOMEHT OKOHYaHUs cOopa JaHHBIX [is poBeaeHus aHanuza BBIT u HOO.
Jemorpaduueckre xapakTepUCTHKU W MapaMmeTpsl 3abosieBaHust ObuiM ciepyromumu: 57 % -

JKEHIIWHBI, MeIaHa Bo3pacTa - 53 rona, GpyHKUHOHaNbHBIN craTyc no mkaie ECOG Ha ucxogHom
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yposHe - 0/1 (82 %) wm 2/3 (18 %), 52 % - nnlia eBporieOnmHbH-pach: h 44 ! “irdirOnotmoit

pacbl, 4 % KypuJIbIIUKUA B HAcTOSIIUNA MOMEHT, 30 % Kypuiau B npouuioM U 66 % HUKOrga He
Kypuiu, y 92 % nauueHToB uMenuch MeTactassl Uy 94 % - Ipu rUCTOJI0rMYECKOM UCCIIEI0BAHUU
OIyX0Jb Obula KiIACCHUIMPOBAHA KakK aJCHOKapIUHOMA. MeanaHa MpPOJOIKUTEIBHOCTH
aedeHus: cocraBmia 23 Henmenu. [larMeHTHI MOTIIM NMPOJOIDKATh Ha3HAYEHHOE JICYECHHE IOCIIe
nporpeccupoBaHus 3a0oneBaHusi, ycraHoBiaeHHoro no kputepusim RECIST, mo ycmotpenuro
uccienosarens. 77 w3z 106 manmentoB (73 %) MPOMOIDKWIM JIEYCHHE KPHU30THUHHOOM Kak
MHHAMYM B Te4eHHE 3 HeJeNnb Mocie OOBEKTUBHO JHATHOCTUPOBAHHOTO MPOTPECCHPOBAHUS
3a0o0seBaHusl.

Jannbie a3¢ppexTuBHOCTH, oTy4deHHbIe B uccaenoBanuax 1001 u 1005, npuBenens! B Tadbmuie 6.
Tabmuua 6. Pesynbratel s¢dextuBHOCTH JieueHUs ALK-MO3UTHBHOTO pacmpocTpaHEHHOTO

HMPJI, nccnegosanus 1001 u 1005

ITapametp 3¢ dexTUBHOCTH Hccnenoanue 1001 | HUccaenoanme 1005
N=1252 N=7652
YacroTa 066eKTHBHOTO 0TBeTa’ [% (95 % JIH)] 60 (51; 69) 48 (44; 51)
Bpewmst 10 oTBeTa OMyX0JIH [MeanaHa 7,9 (2,1; 39,6) 6,1 (3; 49)
(mnama3on)], HeaeIH
JlnurenbHoCTh oTBeTa [Meauana (95 % 1)), 48,1 (35,7; 64,1) 47,3 (36; 54)
He e
BboKHBaEMOCTH 0€3 MPOrpeCcCHPOBaHMS” 9,2 (7,3;12,7) 7,8 (6,9; 9,5)d
[Meauana (95 % JAN)], mecsiibt
N=154¢ N=905¢
KosmdecTBo JeTanbHbIX UCX010B, N (%) 83 (54 %) 504 (56 %)
OO61mas BebkuBaeMocTh® [Menuana % (95 % 28,9 (21,1; 40,1) 21,5 (19,3; 23,6)

JIN)], mecsiin

Cokpamennsi: I — moBepurenbHbiii uHTEpBam; N/N — kommdecTBo manueHtoB; BBII — BeoKHBaeMocTh 6e3
MIPOTPECCUPOBAHHUS.

@ Nater okonvanus coopa manHbx: 01 mrons 2011 r. (uccnemoarme 1001) u 15 despans 2012 r. (ucciemoBaHue
1005).

® Ouenka OTBETa Ha TepanuiO He MPOBOAMIACH Yy TPEX NAalMEHTOB B uccienoBanuu 1001 u y 42 nanueHToB B
uccnenoBanuu 1005.

¢ OueHka nmpoBoauiack o Merony Karmrana-Meiiepa.

d JTanubie BBIT uccnenosanus 1005 Bkmouanu 807 manueHToB (ycTaHOBIEHHBIX MeTooMm FISH) B monynsuuu s
OIICHKH 0€30MacHOCTH (J1aTa OKOHYaHusI cOopa JaHHbIX 15 despans 2012 1.).

¢ Nata okoHuaHus cbopa manHbIX 30 HOsOps 2013 .
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ROS1-nozumusnsiii pacnpocmpanennwviii HMPJI

[Ipumenenue kpuzoTMHHOAZ B BHAE MOHOTEpANUMU YISl JICUCHHS PACHPOCTPAHEHHOTO
ROS1-nozutuBHoro HMPJI u3yudanock B MHOTOLIEHTPOBOM MEXIyHAPOJHOM HCCIIEIOBAHUU
1001 ¢ omgnoit rpynmoi. B o01ieit ciokHOCTH B MCCIIEIOBAHUE HA MOMEHT OKOHYaHUs cOopa
JMaHHBIX ObUM BKIIOYeHB! 53 manueHTa ¢ ROS1-mo3utuBHBIM pacnpoctpanennsiv HMPJIIL, B
YUCJIO KOTOpBIX Bxoawiu 46 paHee MOJy4aBIIMX JiedeHHe HanueHToB ¢ ROSI-nmo3uTuBHBIM
pactpoctpaneHHbiIM HMPJI u orpanndennoe konnyecTBO narueHToB (N = 7), He moydaBIIuX
paHee cUCTeMHOU Tepanuu. [lepBUYHON KOHEYHOW TOYKOH oreHkH dddexruBHOoCcTH ObITa HOO
cornacHo kputepusim RECIST. BTopuuHble KOHEYHbIE TOUKM BKJIIOYAIM BpEMs J0 OTBETa
omyxonu (BIOO), nmutensrocTs orBera (0), BBII u OB. IlanuenTs! noayyanu Kpu30TUHUO B
no3e 250 Mr nepopajibHO 2 pasa B CyTKH.

Hemorpaduueckre xapakTepUCTUKU ObLTU CleayromuMu: 57 % XKeHIIWHBI, MeIMaHa BO3pacTa —
55 ner; pynxnuonansHbIi craTyc no mkaite ECOG na ucxogaom yposHe — 0 uu 1 (98 %) mm 2
(2 %); 57 % — nmuua eBponieoniHOM packl, 40 % — MOHTOJIOUAHOM packl; 25 % KypHIIU B IIPOIILIOM,
75 % nuxoraa He Kypuid. [lapamerpsl 3a0oneBanus Obuld crieaymuMu: y 94 % manueHToB
UMENHUCh MeTacTasbl, y 96 % ManueHTOB MpU TMCTOJOTHYECKOM HMCCIEIOBAaHUU OMYXOJb ObLia
KJIaCCU(UITUPOBaHa KaK aJICHOKapIHOMa, U 13 % MmanueHToB He MOJydYald paHee CUCTEMHOU
TEpaIuy 10 MOBOY METACTAaTHYECKOTO 3a00ICBAHNSI.

B uccnenosanne 1001 BkiItOyanu TOJBKO MAMEHTOB C pacnpocTpaHeHHbBIM ROS1-no3utuBHBIM
HMPIJI. V 6onpmmncTBa mannenToB ROS1-no3utusHbd HMPJI Ob11 BepudumpoBan MeToaoM
duyopecuenTHoit rubpuausanuu in Situ (FISH). Menuana mnpoao/nKUTEIBHOCTH JICUCHUS
coctaBisuia 22,4 mecsima (95 % JAW: 15,0; 35,9). beuio 3apeructpupoBaHo 6 MOJHBIX OTBETOB U
32 gacTHYHBIX OTBETa, 4TO cooTBeTcTBOBANO YOO 72 % (95 % JIU: 58 %, 83 %). Memuana JJO
nocturHyTa k 24,7 mecsauam (95 % JAU: 15,2; 45,3). O0beKTUBHBII OTBET omyxoiu coctaBui 50 %
B Te€YEHME NepBbIX § Hezaenb jedeHus. Meauana BBII Ha MomeHT 3aBepiieHus cOopa JaHHBIX
coctasisuia 19,3 mecsma (95 % AU: 15,2; 39,1). Ha momeHT okoHYaHHS cOOpa JaHHBIX MeIraHa
OB 6bu1a 51,4 mecsmia (95 % JAW: 29,3; H/JT).

Hannsle 10  3(pGEeKTUBHOCTH, TMONy4YeHHble y manueHToB ¢ ROSI1-mo3uTHBHBIM
pacnpoctpaneHHbIM HMPJI B uccnenoBanuu 1001, npuBeaens! B Tabmuie 7.

Tabmuma 7. PesynabTaThl orieHkH 3P dekTuBHOCTH JiedeHus y manueHToB ¢ ROS1- mo3uTuBHBEIM

pacunpoctpaneHHbiM HMPJI B uccinenoanuu 1001

Hccaenosanme 1001
N =532

Ilapamerp 3¢ pexTHBHOCTH

Yacrota 06beKkTHBHBIX 0TBETOB (% (95 % JIH)) 72 (58; 83)
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Bpewms 1o orBeTa onyxonu [MeanaHa (auarnas3oH)], HGI[GHEI: CNEOC E"'."TEJ?};H"(—VE)T:' oouT)
JlnntensHOCTH OTBeTa” (Memana (95 % JIH)), Mecsibl 24,7 (15,2; 45,3)
BroKHBaeMOCTh 03 mporpeccupoBanusa® (Meguana (95 % 19,3 (15,2; 39,1)
JIN)), mecsib
OBP [Memuana (95 % JIU)], Mecsps! 51,4 (29,3; H/)

Coxkpamenusi: I — noBeputensHblid nHTepBai, N — KonndectBo mauuentos, H/J — e nocturayro; OB — obrmast
BbDKMBaeMocTh. OB ocHOBaHa Ha MeJMaHe NPOJODKUTEILHOCTH HaOIoIeH s 10 63 MecsLeB.
2 Jlata okoH4yaHus coopa nanHbx 30 urons 2018 r.

b Onenxa nposoaumack mo Merony Kannana-Meiiepa.

I'ncronornyeckre TUNLI, OTIUYHEIC OT aACHOKAPIIMHOMBI

B pangomusupoBannsie ucciaeaopanus 1014 u 1007 3-eit ¢daspl ObL1 BKITIOUYEH 21 anueHT, paHee
HE TMOJyYaBIIMKA JieyeHHWe, W 12 [anueHToB, paHee MOJIYYaBUIMX JIEYEHHE 110 IOBOIY
ALK-no3utuBHoro pacnpocrpanenHoro HMPJI HeaneHOKapLIMHOMHOIO T'HCTOJIOTHYECKOIO
TUIIA, COOTBETCTBEHHO. JlaHHbIE MOATPYMIbl MAUEHTOB ObUIM CIMIIKOM MaJOYHUCIIEHHBI IS
TOT0, YTOOBI MOXKHO OBUIO ClieNaTh JOCTOBEpHbIE BBIBOJBI. CleayeT OTMETHUTh, YTO B TPYIILY
Kpu3oTHHHOa B rccnenoBannu 1007 He ObLUIO BKIIFOUEHO HU OJJHOTO MALMEHTA C TUIOCKOKJIETOYHOU
kapuuaomoit (ITKK) u marmentst ¢ [IKK He Obutn BKITIOUeHBI B riccnenoBanue 1014, mockombky
B KaueCTBE Mpernapara CpaBHEHUS B JAHHOM HCCIIEIOBAaHUH UCIIOJIb30BAJICS IEMETPEKCE.
JlanHple TONMyYeHBl HAa OCHOBAaHUHU TOJJAIOIIMXCS OLIEHKE OTBETOB y 45 MalleHTOB, paHee
nosly4aBlux JiedeHue no nosoxy HMPJI HeaneHOKapLIMHOMHOIO THMCTOJIOTMYECKOTO THIIA
(Bxirouast 22 nanuenta ¢ [IKK) B uccnenosanuu 1005. Yactuunslii otBet Habmonancsa y 20 u3
45 maIeHToB ¢ HeaJeHOKaplIUHOMHBIM ructojorudeckum TunoM HMPJI mpu HOO 44 % uy 9 u3
22 mamuentoB ¢ IIKK HMPJI npu YOO 41 %, 3nauenus xoropelx Obun MeHbiie YOO,
noytydeHHbIX B uccaenaoBanuu 1005 (54 %) mist Bcex MaiueHToB.

[ToBTOpPHOE JeUeHNE KPU3OTUHIOOM

I[aHHBIe 1o Oe30MMacHOCTH U 3(1)(I)CKTI/IBHOCTI/I TIOBTOPHOT'O JICUCHU KpI/ISOTI/IHI/I6OM IIalfMCHTOB,
MoJIy4yaBIINX KpI/I3OTI/IHI/I6 B IPCABIAYIIUX JIMHUAX TEpallin, OTCYTCTBYIOT.

[TanmeHThl TOKWJIOT0 BO3pacTa

N3 171 mnaumenta ¢ ALK-nosutuBaeiM HMPJI, nomydaBmero Kpu3oTuHHO B
pannomusupoBaHHoM uccienoBanuu 1014 3-eii dassl, 22 (13 %) O6b111 B Bo3pacte 65 et wiu
crapiue. U3 109 nanmentos ¢ ALK-no3utuBHsiM HMPJL, nonydaBimmx Kpu3oTHHUO B pe3yibTaTe
nepexo/a B JaHHYIO IPYMITy U3 IPYMIbl XUMHOTepanuu, 26 nanueHtos (24 %) Obuid B Bo3pacTte
65 net unu crapie. M3 172 nanuento ¢ ALK-no3utuBasiM HMPJL, nonyyaBmmx Kpu30THHUO B
pangomu3upoBanHoM uccienoBanuu 1007 3-eit daswl, 27 (16 %) Obutn B Bo3pacTe 65 netr uiu

crapme. M3 154 u 1063 namuentoB ¢ ALK-nosutuBaeiM HMPJI B HecpaBHUTENBHBIX
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uccnenosammsax 1001 u 1005, 22 (14 %) u 178 (16 %) 6htim | 5 3oipacte’ 65 e bt CHdpue,

COOTBETCTBEHHO. YacTOTa pa3BUTHsI HEXKENATENbHBIX peakuil y nauueHToB ¢ ALK-1o3uTHBHBIM
HMPJI, B memom, Oblma cxoked cpeau NaluWeHToB < 651er W mamueHToB > 65 ner 3a
HCKIIFOYCHHEM OTEKOB M 3aropa, KOTOPbIe PerUCTPUPOBATIUCH B HccienoBanuu 1014 ¢ Gonpeit
yacTtoTroil (pasuuma > 15 %) y mamueHToB B Bo3pacTe > 65 jeT, MOoay4aBIIMX KPU30THHHUO.
Bo3spacT manueHToB B Tpymnie KPU30THHHOA B PAHIOMHU3UPOBAHHBIX MCCIEAOBAHUAX 3-€i (a3bl
1007 u 1014, a Taxxke HecpaBHUTENIbHOM uccienoBanuu 1005 He npesbiman 85 ser. U3
154 manueHTOB, MPUHUMABIINX y4acTHE B HECpaBHUTEILHOM HccienoBanuu 1001, 1 mamueHt ¢
ALK-nosutuBaeiM HMPJI 6p1 B Bo3pacte > 85mer (cm. Takke pasmen 4.2 u 5.2). B
HecpaBHUTEIbHOM HccnenoBanuu 1001 u3 53 manuentos ¢ ROS1-no3utusasiM HMPJI 15 (28 %)
NalueHToB ObUIM B Bo3pacte 65 ner wim crapiie. ROSI-mo3uTHBHBIE MAallMEHTHI B BO3pacTe

crapiue 85 net B uccienaopanuu 1001 orcyrcrBoBanu.

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

AGcopbuus

[Tocne OMHOKPATHOTO NEPOPATBLHOTO MpUEMa KPU3OTHHHMOA HATOIIAK BpeMs JOCTHIKEHHS
MaKCHMaJIbHOW KOHIIGHTPAIMH COCTABIISICT OT 4 10 6 yacoB. [Ipu mpueme kpuzotuHmda 2 pasa B
CYTKM paBHOBECHasi KOHIEHTpauusi JocTuraercs B TedeHue 15 pHel. AOcomroTHas
OMOJOCTYTHOCTh KPU3OTHHHOA MpPU OJHOKPATHOM MEpOpalbHOM mpuemMe B go3e 250 mr
cocrasnsieT 43 %.

V 310p0BBIX 10OPOBOJIBIEB MPU OJTHOKPATHOM MEPOPATHLHOM MTpUEMe KpU30THHHOA B 103€ 250 MT
IpHeM TMUIIM C BBICOKUM cojaepkanueM kupoB cHWkaeT 3Had4eHUS AUCine 7 Chax
npubnau3uTenbHo Ha 14 %. Takum 06pazom, KpU3OTHHHO MOXKHO MPUHUMAThH BHE 3aBUCHMOCTH OT
nprema numy (cM. pasznaen 4.2).

Pacnpenenenne

Cpennee reomerprueckoe oobema pacnpeaeincaus (Vss) KpuzoTuauoOa coctaBmiio 1772 1 mocie
BHYTPUBEHHOTO BBeJeHHS B 103¢ 50 MTI, 4TO yKa3blBaeT Ha IKCTEHCHUBHOE pacIpe/esieHue
npernapara B TKaHsX.

CBsi3pIBaHUE KPU30THHIOA ¢ OeJIKaMu I1a3Mbl KPOBH iN VItr0 B HE3aBUCUMOCTH OT KOHIICHTPAIMH
coctasmseT 91 %.

PesynbraTel uccnemoBanuii IN VitrO0 TO3BOJISIOT TpENONararb, 4TO0 KPU30THHUO SIBIISCTCS
cyocrparom P-rimkonporenna (P-gp).

buorpancdopmarms

B wuccrnenoBanusx in VItro ObUTO MOKa3aHO, YTO META0OJIMUYCCKHI KIMPEHC KPU3OTHHHOA

ocymiecTBisieTcss  npenMymiectBeHHO u3opepmentamu  CYP3A4/5. OcCHOBHBIMH  ITyTSMH

40



COOTBETCTEBYET ZKCNEPTHOMY OTUETY

oT 2203 2024 M= 5673
iniae OB L HOCTE 0001
MeTadoIm3Ma y deJIOBEKa SBJIAIOTCS OKHCI[CHHE ﬂ%ﬁpﬂ}ﬁgﬁﬁ%m—r%'ﬁlﬁa'— -E(d -lnallllaMa
KpI/ISOTI/IHI/I6a Hu O-pealkuIpoBaHue C nocieAyIOIuM KOHBIOTHPOBAHUEM

O-ieanKuIMpPOBaHHBIX METAOOIUTOB BO 2-0H (ase.

B uccrnenoBanusx in Vitro Ha MUKpOCOMax IMEUeHH YeloBeKa ObUIO MOKa3aHO, YTO KPU3OTHHUO
UHruOMpyeT akTuBHOCTH H3opepmenToB CYP2B6 u CYP3A B crenenu, 3aBUCMMOM OT BpeMEHH
(cM. pazzen 4.5). Pe3ynbTathl UcciaenoBaHuiA IN VItr0 CBUACTENBCTBYIOT O TOM, YTO KIIMHHUECKU
3HaYMMOE JICKAPCTBEHHOE B3aMMOJICHCTBHE B pe3yJbTaTe€ ONOCPEIOBAHHOTO KPH3OTHHHOOM
UHTHOMPOBAaHUA  METa0ONM3Ma  JIEKAPCTBEHHBIX  CPENCTB, SBISIOLIMXCS  CyOcCTpaTtaMu
nzodepmentoB CYP1A2, CYP2CS8, CYP2C9, CYP2C19 unu CYP2D6, manoBeposiTHO.
HccnenoBanus in Vitro mpoaeMOHCTPUPOBANIHN, YTO KPU3OTUHHO SBIISETCS CIa0BIM HHTHOUTOPOM
YAPITIAL u YAPI'T2B7 (cMm. pasaen 4.5). OnHako B vcciaeqoBaHusAX iN Vitro 6110 1oKa3aHo,
YTO KJIMHUYECKH 3HAYMMOE JIEKApPCTBEHHOE B3aUMOJCHCTBHE B pe3yjIbTaTe OMOCPEIOBAHHOTO
KPU3OTUHHOOM HHTHOMpOBaHMS MeTabonu3Ma JICKAPCTBEHHBIX  CPEICTB,  SIBISFOIIMXCS
cyocrparamu dpepmentoB YIDPIT1A4, YIDPITIA6 umu VDI TIA9, manoBeposiTHO.
HccnenoBanus in Vitr0 Ha remaronmrax 4eNOBeKa IOKA3alH, YTO KIMHUYECKH 3HAYUMOC
JIEKapCTBEHHOE B3aMMOJCHCTBHE B pE3yJIbTaTe OMOCPEIOBAHHOW KPU30TUHUOOM WHAYKIUU
MeTabonM3Ma JIEKapCTBEHHBIX CPEACTB, ABsomuxcs cyocrpatamu CYP1A2, manoBeposiTHO.
DJIMMHUHALHS

[Tpu oTHOKpAaTHOM IpHeMe KPU30THHUOA TEPMHUHAIBHBIN MTEPHO/I MTOTYBBIBEICHUSI KPU30TUHNOA
y MalMEeHTOB U3 TIa3Mbl KPOBH COCTaBIIsI 42 yaca.

[Ipu ogHOkpaTHOM mpueMe 250 M KpHU30TUHHOA, MEUEHOTO PATUOAKTUBHBIM HM30TOIOM,
310poBbIMH 100poBosibLaMu 63 % u 22 % npUHSATON 03Bl BBIBOAMIIOCH Y€pe3 KHUIIEYHUK U
MOYKH, COOTBETCTBEHHO. [Ipu 3TOM npubnuzurtensHo 53 % u 2,3 % npuHATON 10361 TPUXOIUIIOCH
Ha JIOJI0 HEM3MEHEHHOro KpH30TMHHOA TpH BBIBEJCHHM Yepe3 KUIIEYHUK U TOYKH,
COOTBETCTBEHHO.

CoBMecTHOE OPpUMCHCHHUE C JICKAPCTBCHHBIMH CPCACTBAMHU, ABIAOINIMMUCA CV6CTDaTaMI/I

NEPECHOCUYUKOB

Kpuzotunu® sBisercs uHruOutopom P-gp in vitro. B cBsi3u ¢ 3TUM KpH30THHHO CriocoOeH
NOBBIIATh KOHLEHTPALIMH COBECTHO IPUHHMMAEMBIX JIEKAPCTBEHHBIX CPEICTB, SBIISIOIIAXCS
cybcrpatamu P-gp, B mma3zme kpoBu (cm. pasuen 4.5).

Kpuszotunu6 ssisiercst uaruouropom OCT1 u OCT2 in vitro. Takum oOpa3om, KpU30THHUO
CHOCOOEH TOBBIIATh KOHUEHTPAIMM COBMECTHO TNPUHMMAEMBIX JIEKAPCTBEHHBIX CPEJCTB,
spisttomuxcst cyoctpatamu OCT1 nin OCT2, B mma3me KpoBH (cM. paszzaen 4.5).

B KIMHUYECKH 3HAYMMBIX KOHIIEHTPAIUSX IN VItro Kpu30THHUO HE MHTMOMPOBAIT 3aXBAT KIETKAMH

MEYCHN YelloBeKa OeIKOB-NEPEHOCUMKOB OpPraHWYECKHMX aHMOHOB (organic anion transporting
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polypeptide — OATP) (OATP)1BL wm OA[IP1B3 Wikl 3dksdr b rdakin Grotex” B&hicon-

nepeHocynkoB opranndeckux anHnoHoB (OAT)1 unu OAT3. [TosToMy MaaoBEepOsATHO, 4TO OYIyT
IIPOUCXOAUTh  MEKJIEKAapCTBEHHbIE  B3aUMOJICHCTBUS B  PE3YyJIbTaTe€  ONOCPEAOBAHHOTO
KPU30TUHUOOM HHTMOMpOBAaHUS 3axBaTa B II€UEHM MM IOYKaxX IIPENapaToB, SBIISIOLIUXCS
cyOcTpaTaMu AJs 3TUX OEIIKOB-IIEPEHOCUUKOB.

Bimsnaue na IIPOTCUHBI APYIUX NCPEHOCUYUKOB

B xiImHMYECKH 3HAYMMBIX KOHIICHTPALUIX KPH30THHUO He siBisiercst uaruouropom BSEP in vitro.

IleyeHOYHAS HEAOCTATOYHOCTD

KpHu30TuHNO B 3HAUNTEIILHON CTENEHU META00JIN3UPYETCS IEYEHBIO.

[TarmenTs! ¢ nerkoii (¢ ypoBuemM ACT > BI'H u ypoBaem obmiero 6mmupyouna < BI'H, mu6o
mo66M ypoBHeM ACT u ypoBHem obmiero omnupyouna > BI'H, no < 1,5 x BI'H), cpenneii (c
mo6biM ypoBHeM ACT u ypoBHeM oOriero 6unupyouna > 1,5 X BI'H u < 3 x BI'H) unu spxenoit
(c moObiM ypoBHeM ACT u ypoBHeM obuiero Omnupyobuna > 3 x BI'H) crenensio HapyiieHus
(GYHKINY TIEYSHH U TAIMEeHTHI ¢ HopManbHOI (¢ ypoBHsAMU ACT u obmero 6mnmupyouna < BI'H)
(GyHKIMEH e4eHH, KOTOPbIE BHICTYIIAIN B KAUECTBE MOJ0OPAHHBIX KOHTPOJIbHBIX AlIUEHTOB JUIS
HAIMEHTOB C HapylleHHeM (YHKLHU [€YEeHHU JIETKON WM CpefHel CTeNeHHU, OblIM BKIIOYEHBI B
OTKpBITOE HE PAHJOMU3MPOBAHHOE KIMHUYECKOE HccienoBaHue (uccienoanue 1012) Ha
ocHoBaHuu Kiaccugpukanun NCI.

[Tocne mpuema kpuzoTrHHOA B 03¢ 250 Mr 2 pa3a B CyTKH y NMAIlMEHTOB C JIETKOH CTETEHBIO
HapyweHust ¢yHkuun nedeHn (N = 10) HaOmonanoch CXOIHOE CHCTEMHOE BO3JeicTBUE
KPU30THHNOA B pABHOBECHOM COCTOSIHMH, [T0 CPABHEHHUIO C MAIMEHTaMH C HOpMaJIbHOH (QyHKIMEN
neyeHd (N = 8), ¢ COOTHOIIEHUSIMH CPEIHETEOMETPUUECKUX 3HAYEHWM IJIOAAM IOJ KpUBOH
3aBUCHMOCTH KOHIIeHTparuu B ruiazMe KpoBu OT BpeMeHH (AUCgaily) U Cmax B PaBHOBECHOM
cocrossHuu 91,1 % u 91,2 %, coorBercTBeHHO. He pekoMmeHayeTcs NpOBOAUTH KOPPEKLMIO
HayaIbHOM 03B! 17151 MAIIUEHTOB C JIETKOM CTEeTEeHbI0 HapylIeHNUs (PYHKIIMU TeUeHH.

[Tocne nmpuema kpuzoTrHHOa B A03e 200 MI 2 pasza B CyTKH y MAIMEHTOB CO CPEAHEN CTENEHbIO
HapymieHust @ynkuuu nedeHu (N = 8) HaOmroganoch 0ojiee BHICOKOE CHCTEMHOE BO3JEHCTBHE
KPU30THHNOA B PABHOBECHOM COCTOSIHUH 110 CPABHEHUIO C MALIMEHTAMU ¢ HOPMaJIbHOHN QyHKIMeH
neueHu (N = 9) ¢ Toli ke 1030ii, ¢ COOTHOIIeHUsIMUA cpeHereomerpudeckux 3HaueHuid AUC daily
U Cmax 150 % wu 144 %, cootBeTcTBeHHO. OJIHAKO CHCTEMHOE BO3JICHCTBHE KPHU3OTHHHOA Y
MAIMEHTOB CO CPeIHEN CTENEHbI0 HapylIeHUs! PYHKIMU e4eHu pu npueme B 1o03e 200 mr 2 pasza
B CYTKH OBIJIO COMOCTaBMMO C TE€M, YTO HAOIIOAANOCh Y MAlMEHTOB ¢ HOPMaJIbHON (yHKuMEH
NIEYEeHU IpH IpreMe B 103e 250 mMr 2 pa3a B CyTKH C COOTHOIIEHHUSMH CPEIHEr€OMETPUUECKUX

3HaueHUH AUCdaily @ Cmax 114 % u 109 %, COOTBETCTBEHHO.
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[TapameTpsl CUCTEMHOTO BO3JEHCTBUSI KPU3OTHHHOA A'[Ebdaﬂ'y }aEx }T %Mém];-b Mot

CTeTeHbIO HapyleHus yHkwn nedeHu (N = 6), momyyaBmmx Kpu3oTuHUO B 103e 250 mr 1 pa3
B CYTKH, COCTaBJISsLIU TpuMepHO 64,7 % u 72,6 %, COOTBETCTBEHHO, OT TAKOBBIX CPEAU NAL[UEHTOB
C HOpMaJIbHOHM (DYHKIIMEH IMeUeHH, MoTydaBIux 103y 250 mr 2 pa3a B CyTKH.

Koppekuust 10361 KpU30TUHNOA PEKOMEHAYETCSl MPU Ha3HAYEHUH KPU3OTHHHOA MaIlMeHTaM CO
CpeIHEe! WIN TSDKEJION CTENeHbI0 HapyIIeHus! PyHKIUH 1edeHu (cM. pasaenst 4.2 u 4.4).

IToyeyHas HETOCTATOYHOCTD

[TaniueHTHI ¢ MOYeuHOM HempocTaTouHOCTHIO Jierkoit (60 < KK < 90 mu/mMuH) U cpenHel creneHu
Tsokectd (30 < KK <60 mur/mMuH) ObUTH BKITIOUEHBI B HECpaBHUTENbHBIE HcciaeaoBanus 1001 u
1005. IIpoBoaunacek oneHka BnusHUs (GyHKIMU modek (ompenensiemon mo ucxogHomy KK) Ha
Ha0JIF01aeMble MUHUMAJIbHBIC KOHIICHTPALMHU KPU30THHIOA B paBHOBECHOM cOCTOSTHHHU (Ctrough,ss)-
B uccnenoanuu 1001, ckoppektupoBanHoe reomerpudeckoe cpeanee Cirough,ss B TIIa3Me KPOBU Y
MAIMEeHTOB C MTOYEYHON HEA0CTaTOYHOCTHIO JIeTKOU (n = 35) u cpenHeit (n = 8) CTENeHU TSHKEeCTH
ob110 Ha 5,1 % u 11 % BbIIIEe, COOTBETCTBEHHO, TAKOBBIX 3HAYEHHUH Y MAaLIMEHTOB C HOPMAJIbHOU
bynkuueit mouek. B uccnenosanuu 1005, ckoppektupoBanHoe reomerpudeckoe cpeanee Cirough,ss
B IJIJa3M€ KPOBU y MAIMEHTOB C MOYEYHON HEJOCTATOYHOCThIO Jierkod (n = 191) u cpenneit
(n = 65) crenenu TsoxecTH ObUT0 HA 9,1 % 1 15 % BbIIIE, COOTBETCTBEHHO, TAKOBBIX 3HAUCHHUHN Y
MAlMeHTOB ¢ HOpMaibHOHW  (yHkmmeld  mouyek. Kpome  TOro,  MOMyJSIIMOHHBIN
(hapMaKOKMHETHYECKUI aHalu3 C UCIOJIb30BaHUEM JaHHbIX uccienoBanuii 1001, 1005 u 1007
nokazan, 4yto KK He oka3piBal KIMHMYECKH 3HAYUMOTO BIUSHUS Ha (DapMaKOKUHETHKY
KpU30THHUOA. B CBs3M ¢ HE3HAUMTENbHBIM MOBBIIIEHUEM BO3/eicTBUs Kpu3oTuHUOa (5-15 %) y
MALEHTOB C MOYEYHON HEIOCTATOYHOCTBIO JIETKOM M CPEIHEM CTENEHHU TAKECTH KOPPEKLUHU
Ha4yaJIbHOM JT03bI HE TpeOyeTcs.

[Tocine omHOKpAaTHOrO MPUMEHEHMs KpU30THHHOa B g03e 250 Mr y HalnMeHTOB € MOYEeYHOU
HenoctatouyHocThio  Tsbkenod  creneHn (KK < 30 m/munH), He TpeOyromel mpoBeneHUs
neputoHeanbHoro auanmia wid remoguanusa, AUCine 1 Cmax KpU30THHHOA MOBBIIAIUCH IO
CPaBHEHMIO CO 3HAUEHUSMU, HAOJIIOIAIOIMMUCS Y MAlIMEHTOB ¢ HOPMAJIbHON (PyHKIMEN MOYeK,
Ha 79 % n 34 %, COOTBETCTBEHHO. Y NAIMEHTOB C IMOYEYHOM HEJOCTATOYHOCTBIO TSXKEION
CTENEeHU, He TpeOyrolel mnpoBeleHUsT MEPUTOHEATbHOIO JHaln3a WIM TIeMOJUaNIN3a,
PEKOMEHTyeTCSl IPOBOUTEH KOPPEKITHIO 1036l KpU30THHUOA (CM. paznensl 4.2 u 4.4).

Bospact

[To pe3ynbraraM HOMYJSILIMOHHOTO (apMaKOKMHETHYECKOTO aHajdu3a JAaHHBIX HCCIIeI0BaHUM
1001, 1005 u 1007 Bo3pacT He OKa3blBaeT BJIMSAHHE Ha (HDapMAKOKMHETHKY KPHU30THHHOA
(cMm. pazmensr 4.2 u 5.1).

Macca Tejia M Hoj
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[To pesynbraraM HOMYJSILIHOHHOTO Q)apMaKOKnHeTqu" bro lardn %ﬂ%ﬂhﬁ% 'hIéJIb'ﬁ('JQQHHﬁ

1001, 1005 u 1007, KJIMHUYECKU 3HAYMMOTO BIMSHUS MACCHI TeJla WK 110J1a Ha (hapMaKOKUHETHKY
KPU30TUHUOA HE BBISBICHO.

OTHHUYECKas IPUHAIICKHOCTD

[To pesynbraraM HOMYJSILIMOHHOTO (PapMaKOKMHETUYECKOTO aHajiu3a MAaHHBIX HCCIIeIOBaHUI
1001, 1005 u 1007 nporuo3upyeMoe 3Ha4eHHE IJIOMAAN 0] KPUBOM «KOHLIEHTpaLUsI-BpeMs» B
paBHoBecHOM cocTosiHuu (AUCss) (95 % 1) y npeacraBuTencit MOHToJIOMIHON packl (n = 523)
66110 Ha 23-37% BbIIIIe, YeM y MpeacTaBuTeNeh aApyrux pac (n = 691).

B wucciaenoBanmsx ¢ ywactuem mamueHToB ¢ ALK-nmosutuBHeiM HMPJI (n=1669) y
MpEICTaBUTENICH MOHTOJIOUIHOM packl (n = 753) perucTpupOBaIUCH CIEAYIOIINE HEeXENaTeIbHbIC
peakiuu ¢ abcomotHON paszauierd > 10 % mo cpaBHEHUIO C TPEICTABUTEISIMH JIPYTHX pac
(n=916): moBBIIEHHE AaKTUBHOCTH TpPaHCAMHUHA3, CHUIKCHUE AalllleTHTa, HEHUTPOIICHHS W
JIEHKOIEHHUS.

HexenatenpHBIX peakiuii ¢ abCOMOTHOM pasHunied > 15 % 3apeructpupoBano He ObLIO.

[TanmeHThl OYKWJIOT0 BO3pacTa

[To maHHO¥ MOATPYIIIE MAMEHTOB KMEETCS OrpaHnYeHHas uHpopmarus (cM. pasaeinst 4.2 u 5.1).
[To pe3ysnpratam MOMYJISIMOHHOTO (HapMAKOKHMHETHYECKOTO aHAJIM3a JaHHBIX HMCCIICOBaHUMN
1001, 1005 u 1007 Bo3pacT HEe OKa3bIBACT BIHSIHKS HAa (DAPMAKOKHHETHUKY KPU30THHUOA.

DnexkTpodU3n0JIOrus cepala

VY nauuentoB ¢ ALK unu ROS1-nosutuBasiM HMPJI, nony4aBmmx kpu3otunu6d B qo3e 250 mr 2
pasa B CyTKH, NPOBOAMIIACH OIEHKA CIOCOOHOCTH KpH30TMHHMOA ymiuHATh uHTepBan QT. s
TOr0, 4TOOBI OLIEHWUTh BIUSHUE KPU30TMHMOA Ha AnuTenbHOCTh MHTepBaia QT mpoBonuiock
TpexkpaTHoe cHsATue OKI' mocne OJHOKpPAaTHOrO MPHUMEHEHHUsl Ipernapara U B PaBHOBECHOM
cocrosHuu. [Ipu aBromatnueckoit oopadorke IKI' y 34 u3 1619 namuenrtos (2,1 %), KOTOpbIM
6buta BemonHeHa JKI' kak muHumyM 1 pa3 mocne ouneHku ucxogHoro cocrosnus, QTcF Obin
>500 mc, u'y 79 u3 1585 manumenToB (5,0 %) xoTopsiM OblIa BhIOIHEHA DK MCXOMHO M Kak
MUHHMYM | pa3 mocie OleHKH UCXOIHOTO COCTOSHUS, ObUT0 BhIsBIIeHO yuymnHeHne QTcF > 60 mc
10 CPaBHEHHIO C UCXO/IHBIM 3HAaUE€HUEM (CM. pazzien 4.4).

V¥ 52 nauuentoB ¢ ALK-no3utusasiM HMPJI, nony4aBmux kpu3oTuHu6 B 1o3e 250 mr 2 pasa B
CyTKH, ObLI0 TIpoBeieHo noauccienoBanue JKI', B kotopom ananmm3 IKI' mpoBoauics cienbim
meroaoM. Y 11 (21 %) manumenToB yymuaenne uatepBajia QTcF mo cpaBHEHHIO ¢ MCXOIHBIM
coctaBmiio > 30 10 <60 mc n 'y 1 (2 %) nanuenta yymHenue uatepBaia QTcF nmo cpaBHenuto ¢
UCXOJIHBIM cocTaBmiio > 60 mc. Hu y ogHOro manueHra He ObLJIO JOCTHUTHYTO MaKCHMAallbHOE
snaueHue uHTepBana QTcF > 480 mc. AHamu3 OCHOBHOW TEHICHIIMH ITOKA3aJl, YTO BCE 3HAUCHUS

BepxHeit rparutlsl 90 % I mist cpenrero u3menenus LS mo cpaBHEHUIO C HCXOIHBIM 3HAYCHUEM
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aHam3a (papMaKOKMHETHKU U (hapMaKOIMHAMUKHA CBUACTEIHCTBOBAINA O HAIMYUHM B3aMMOCBSI3U
MEXIy KOHIIEHTpalueil Kpu3oTuHnOa B tuiasmMe kposu U uHTepBajgoM QTc. Kpome Toro, O6bu10
YCTAHOBJIEHO, YTO C MOBBIIIEHHNEM KOHIEHTPAllMK KPU30TUHUOA B TJIa3Me€ KPOBH CBSI3aHO TaKXkKe
CHMIKEHHE YaCTOThI CEPJEUHBIX COKpalleHnH (cM. pa3zaen 4.4), Ipu 3TOM MaKCUMaJIbHOE Cpe/iHee
cHikenue 17,8 ynapoB B MUHYTY (yJI/MUH) OTMEYAJIOCh CITYCTs 8 4acOB IOCJIE IIPHEMa ITperapara

B | menp 2 nukia.

5.3 /lanHbIe TOKJIHHUYECKOH 0€30MaCHOCTH

B uccnenoBanusx TOKCHYHOCTH MHOTOKPATHBIX /103 Ha KpbIcaxX U co0aKax JJIUTEIbHOCTBIO 110 3
MECSIIeB U3MEHEHHS B OCHOBHBIX OpraHaX-MHUIIEHSX OBUIM CBS3aHBI C JKEJIYJI0YHO-KHIIEUHON
(pBOTa, M3MEHEHNUE (heKaIUid, 3a110p), FeMATONOATUYECKOH (TUIIOKJIETOYHOCTh KPACHOI'O KOCTHOT'O
MO3ra), CepJIe4HO-COCYAUCTON (6JI0KATOp MOHHBIX KaHAJIOB CMEIIAHHOIO JAECHCTBUS, CHUKEHUE
YacTOThl CEPJEYHBIX COKpPAUIEHWH W apTepUAIIbHOIO JABJICHUS, YBEJIWYEHHE KOHEYHOI'O
nuacroyimueckoro gapiaeHus B 1eBoM xkenynouke (K JIXK) u untepsanoB QRS u PR, cumxenue
IPOBOJUMOCTH MHUOKapja) WM PEenpoIyKTHBHOH (AereHepauus CHEpMaTOLMTOB MapeHXUMBbI
SANYEK, HEKPO3 OTIENbHBIX KJIETOK (POJUIMKYJIOB SIMUHUKOB) cucTemMaMu. J[03bl mpemnapara, npu
KOTOpBIX He HaOmomaercs HexenatenbHbIX sBieHUd (No Observed Adverse Effect Level —
NOAEL), mis 3Tux pe3ynbraToB ObutH MO0 CyOTepaneBTUYCCKMMHU, JIMOO MOTIIM JOCTHUTaTh
2,6-KpaTHOTO KJIMHUYECKOrOo YpOBHs BO3JeicTBUs y denoBeka Ha ocHoBaHuum AUC. Cpenu
JpyTUX pe3yjbTaToB ObLIM BIUSHHME HAa (DYHKIUM ME4YEeHU (TIOBBILICHHWE YPOBHS TpaHCAMUHAa3
NEYEeHW) U TO0YeK, a TakKe BO3MOXKHBIA (Qochonunugo3 MHOXKECTBEHHBIX OpraHoB 0e3
KOPpPEINPYOUIEH TOKCUYHOCTH.

KpuzotHnO He 0OHAPYKUIT MyTareHHbBIX CBOKCTB IN Vitro B Tecte DiiMca Ha 00paTHbIC MyTaIlHH
y Oaktepuii. Kpu3oTnHrO He OOHApYX M CBOWCTB aHEYT€HHOCTH IN VItr0 B MHKpPOSIEpPHOM
aHaJM3€ C HCIOJIb30BAHUEM KJIETOK SHUYHMKA KUTAWCKOTO XOMSYKa M B aHaiuse in Vitro
XpPOMOCOMHBIX aleppanuii B aumdouurax yenoBeka. HaOmromanoch HeOOJbIIOE YBETUYEHUE
XPOMOCOMHBIX abeppanuii B TMMGOLUTAX YeI0BEKa MPU [IUTOTOKCUYECKUX KOHIIEHTPALIUSX.
3nayenne NOAEL nist aneyreHHOCTH OblI0 mpuOIM3UTENbHO B 1,8 pasa Bbllle KIMHUYECKOTO
YPOBHS BO3JEHCTBHS y yenoBeka Ha ocHoBaHnn AUC.

HccnenoBaHus KaHIIEPOT€HHOCTH KPU30TUHIOA HE TPOBOIUIIHUCH.

CriernanbpHble UCCIIEAOBAHUS MO OLEHKE BIMSIHUSA KPU30THHUOA Ha (PEePTUIIBHOCTD Y )KUBOTHBIX
HE TPOBOJMINCH, OJHAKO HAa OCHOBAHMU PE3YyJbTaTOB HCCIEIOBAaHUN TOKCHYHOCTHU
MHOTOKPATHBIX J103 Y KPbIC CUUTAETCS, YTO KPU3OTMHHO MOXKET yXyAlIaTh PENpOayKTHBHYIO

byHKuo U (GepTUIBHOCTh Yy uejoBeka. V3MmeHeHus, HaOdroAaBIIMECs B PENpPOAYKTUBHBIX
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OpraHax CaMIIOB, BKJIIOYAJN JICTCHEPAIUIO cnepMaf%;o-qu{;ﬁé'%EgﬂﬁH;ﬁ;l K Bf ':'H)Hc,

NOJyYaBIIMX Mpemnapar B go3e > 50 mr/kr/cyt B Tedenue 28 nueii (mpubamsurensHo B 1,1 pasa
BBIIIIE KITMHIUYECKOTO YPOBHS Bo3eicTBHs y yenoBeka o AUC). MU3menenus, HabarogaBecs B
PENpPOAYKTUBHBIX OpraHax caMoK, BKJIFOYAJIM HEKPO3 OTIIEIbHBIX KIETOK (POJUIUKYJIOB SIMUHUKOB
Y KpBIC, TTOTy4YaBIIuX mpernapat B o3¢ S00 MI/Kr/cyT B TeueHue 3 THEH.

He o6napyxeno TeparoreHHoro 3pdexra y Kpu30THHHOa y OEpEMEHHBIX KPBIC HITH KPOJIUKOB.
Yacrora NOCTUMILIAHTALIMOHHOW THOEIM y KpbIC Obla MOBBIIIEHA MpHU g03ax > S50 Mr/kr/cyT
(otmuume ot AUC mipu peKOMEHIOBaHHOM /IS YesioBeKa J103¢ mpumMepHo B 0,4 pasa), a CHIDKCHUE
Macchl Teja MI0A0B ObLIO MPU3HAHO HEXETaTeNbHBIM 3(PEKTOM Y KPBIC M KPOJIUKOB IIPH 033X
200 u 60 Mr/Kr/cyT COOTBETCTBEHHO (IIpH YpOBHE BO3IEHCTBHA, MpuOIM3MTENsHO B 1,2 pasa
IIPEBBILIAIOIIEM KIIMHUYECKUI YPOBEHb BO3eiicTBUS Yy yenoBeka o AUC).

3ameieHne OCCU(pUKALMU PACTYIIUX JJIMHHBIX KOCTeH HaOII0AaI0Ch Y HEMOJIOBO3PENbIX KPBIC,
noJTydaBIIuX npemapat B 1o3e 150 mr/kr/cyT 1 pa3 B cyTku B TeueHue 28 nHel (mpubIu3uTeabHo
B 3,3 pa3a BhIllIe KJIMHUYECKOTO YPOBHS BO3/AeUCTBUs Y uenoBeka Ha ocHoBaHuu AUC). [pyrue
IPOSIBJIEHUS! TOKCUYHOCTH, KOTOPbIE MOTJIM BbI3BaThb OECHOKOMCTBO JI MAIUEHTOB JETCKOTO
BO3pacTa, y MOJIOABIX )KUBOTHBIX HE OI[CHUBAJIUCH.

PesynbraThl HccienoBaHus (OTOTOKCHYHOCTH N VItr0 mMoKas3ajad, YTO KPU3OTUHHO MOXKET

001agaTh HOTOTOKCUYECKHM MOTECHIIHATIOM.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTeIbHbIX BelleCTB

Kpusornuub-IIpomomen, 200 mMr, Kancyibl

CozepKuMoe KarCyJbl:

[enmrono3a MUKPOKPUCTAIIIMYECKAS
Kanpus ¢pocdar
Kapbokcumerunkpaxman HaTpust
Marnus creapar

KpemHus nuokcuy KoJiouHbIn

Kopryc 1 kpbIIka:

Turana quokcun (E171)

Kematun

Kpusorununb-IIpomomen, 250 mMr, Kancyisl

ComepXuMoe Karcvyibl:
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(NOCNEQCBATENEHOCTE 0001)

[enmron03a MUKPOKpUCTAITHYECKAS

Kanbuus ¢pocdar
KapOoxcumeTunkpaxman HaTpus
Maruus creapat
Kpemuust 1MOKCH KOJIITOUAHBIN

Kopryc 1 KpbIIKa:

Tutana auokcun (E171)

Kematun

6.2. HecoBMecTUMOCTH

He npumennmo.

6.3. Cpok rogHocTu (CpOK XpaHeHHUs1)

3 rona.

6.4. Oco0ble Mepbl NPEIOCTOPOKHOCTH NPH XPAHEHUHU

Xpauuts nipu Temnepatype Hmke 30 °C. XpaHUTh B OpUTHHAIBHON yITaKOBKE (TTaYKe).

6.5. XapakTep u coiep:kaHie NePBUYHON YIAKOBKHU

[To 10 xamcyn B KOHTYpHYIO siueiikoBYI0 ynakoBKy u3 mieHku [I1BX wnmu mnenku [IBX/TIBJX u
(doJIbru aIFOMUHNEBOM EYaTHON JTAKUPOBAHHOM.

ITo 10 nnm 60 xancysn B 6aHKY MOJIMMEPHYIO U3 OJUATUIIEHA BHICOKON IMIIOTHOCTH, YKYTTOPEHHYIO
KPBIIIKON HaBUHYMBAEMOW U3 MOJUIIPONMIEHA C KOHTPOJIEM NIEPBOTO BCKPBITUS CO BCTABKOW M3
CHJIMKareiss Wi B OaHKy MOJMMEPHYI0 M3 IOJUATUICHA HHU3KOTO JABJIECHUS, YKYIOPEHHYIO
KPBIIIKON HaBUHYMBAEMOMN M3 MOJIMATUIICHA HU3KOTO JAaBJIEHUS C KOHTPOJIEM IEPBOIO BCKPHITHS
JUISL JIEKQpPCTBEHHBIX CPEJICTB, UM B OaHKY IMOJIMMEPHYIO U3 MOJMATUIIEHA HU3KOTO JaBJIECHUS,
YKYTIOPEHHYIO KPBIIIKOW HABUHYMBAEMO U3 MOJUATHUIIEHAa HU3KOTO JJaBJIEHUSI C MEMOpaHOH.
Jlonmyckaercst BKJIa/pIBaTh B 0aHKy MaKeT-OCYIIUTENb (CHJIMKAreslb) W/ UM BaTy MEIULUHCKYIO
TUTPOCKOITHYECKYO.

Onny Oanky wimu 1, 6 KOHTYPHBIX SYEHKOBBIX YIIAKOBOK BMECTE C JIMCTKOM-BKJIAJBIIIEM

MMOMCIIAKOT B MTAYKy M3 KapTOHA.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTHM NPHM  YHUYTOXXEHMH  HCIOJb30BAHHOIO
JIEKAPCTBCHHOI'0 npemapara nJIn 0TX0/10B, MOJIYYC€HHBIX mnmocJjie NMPpUMEHECHUSA
JIEKAPCTBEHHOTO MpenapaTa v JAPyrue MAaHUMyJISIIUM C PenapaToM

Bechb ocraBmmiics JekapcTBEHHBIN MpenapaT U OTXOAbI CIeAyeT YHHUTOXKUTh B COOTBETCTBUU C

YCTaHOBJICHHBIMH HAITMOHAJIbHBIM 3aKOHOAATCIILCTBOM Tpe6OBaHI/I$IMI/I.
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7. IEPKATEJ b PETUCTPAIIMOHHOTO|Y TOCTOBEPE G | E/1EHUCTE 0007]

Poccniickas @enepanus

000 «IIPOMOMEJ PYC»

129090, r. MockBa, mpocriekT Mupa, 1om 13, ctpoenue 1, opuc 13
Tenedon: +7 (495) 640-25-28

DnekTpoHHas modra: reception@promomed.pro

7.1. Hpe}ICTaBI/ITeJIL AEpKATECIA PETrTNCTPALUOHHOI0 YIOCTOBEPECHUSI HA TEPPUTOPUH Coro3a

[Iperen3zun HOT]Z)C6PITCJ'ICI>1 HampaBJIATH I10 aApPCCy.

Poccuiickas ®@enepanus u Pecnybianka ApMeHus

000 «ITPOMOME/] PYC»

Anpec: Poccuiickas ®enepauus, 129090, r. MockBa, npocriekt Mupa, nom 13, crpoenue 1,
oduc 13

Tenedon: +7 (495) 640-25-28

Kpyrnocyrounslii Tenedon ropstaeii muann papmakonanzopa: 8-800-777-86-04 (6ecruiaTHO)
DJIeKTpOHHAsS oyTa: reception@promomed.pro, armenia@drugsafety.ru,

document@drugsafety.ru, adversereaction@drugsafety.ru

Keipreisckas PecniyOmirika

0cO0O «IACME 1»

Anpec: Ksipreizckas Pecniy6nuka, 720040, r. bumikexk, yi. Tokroryna, a. 108
Tenedon: + (996) 703-699-466

DnekTponHas nmoura: pv@dasmed.kg, kyrgyzstan@drugsafety.ru, adversereaction@drugsafety.ru

Pecny6nuka benapychb

000 «MEATEXITPOM)»

Anpec: Pecriybnuka benapyce, 220118, r. MuHck, yi. Mamunoctpouteneit, a. 29, mom. 1
Tenedon: + (375) 17-336-04-51, + (375) 17-336-04-20

Onekrponnas nmoura: medtehprom@tuf.by, belarus@drugsafety.ru, document@drugsafety.ru,

adversereaction@drugsafety.ru

Pecny6onmka Kazaxcran

TOO «Decalog» (AEKAJIOT)

Anpec: Pecniyonuka Kazaxcran, 050050, r. Anmatsl, yi. I'nasynosa, 41A-4
Temedon: +7 (701) 731-52-18
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DJIeKTpOHHAS moura: decal g@nur -I E-':l %Zﬁéﬂkﬁf?@%g&&y ru,

adversereaction@drugsafety.ru

8. HOMEP PEIT'UCTPAIMOHHOI'O YAOCTOBEPEHUSA

9. TATA NMEPBUYHOHM PETMCTPAIIMA (IIOJATBEPXKJIEHHS PETHUCTPAIIWH,
INEPEPETUCTPALINN)

Jlara nepBoii peructpanuu:

10. JATA HEPECMOTPA TEKCTA

OOmast xapakTepuCTHKa JieKapcTBeHHOro mnpenapara Kpuzorunu6-IIpomomen nocrymHa Ha
UH(QOpMAIMOHHOM TIOpTasie EBpa3uiicKOro 3KOHOMHYECKOTO COI03a M HMH(POPMAIHOHHO-

KOMMYHHUKaIMOHHOM cetn « HTepHe™ http://eec.eaeunion.org/.
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