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OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA “0 12

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA
Urtyncu, 75 mr, Kancyisl

Utyncu, 100 mr, karncyiib
Uryncu, 125 mr, kancysisl

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBIN COCTAB
Heticmsyrowee éeujecmeo: MATOOIUKIAO

HUryncu, 75 Mr, Kancyibl

Opnna xancyna cogepxut 75,000 mr nanbormukimnoa.

BcnomoratenbHbie BelecTBa, HaJTUYUE KOTOPBIX HAJAO YYUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npenapara: JIakto3a, HaTpui (cM. pazzaen 4.4).

HUryncu, 100 Mr, Kancyabl

Opnna xancyna cogepxut 100,000 Mr nanbouuximoa.

BcnomoraTenbHbIe BelecTBa, HAaJIMYKWe KOTOPBIX HAJO0 YUUTHIBATh B COCTABE JIEKAPCTBEHHOTO
npenapara: JlakTo3a, HaTpuid (cM. pazzen 4.4).

Hryincu, 125 Mr, KancyJisl

Onna xarcyna cogepxut 125,000 mr nanoorukimoa.

BcenoMorarenbHble BellecTBa, HaMYME KOTOPBIX HA/l0 YYUTHIBATh B COCTaBE JIEKAPCTBEHHOI'O
npernapara: J1JakTo3a, HaTpuil (cM. pazzen 4.4).

[TonHbIM IepeyeHb BCIOMOTaTEIbHBIX BEMIECTB MPUBENIEH B pa3ene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Kancyner

HUryncu, 75 Mr, Kancyiabl

TBepble KeNaTHHOBBIE KaIcyJibl pa3MepoM Ne 2 ¢ KpbIIIEUKON U KOPITYCOM CBETJIO-OPaHKEBOT0
nBera u ¢ Haanucamu Oemoro usera: «PBC 75» na kopmyce u «Pfizer» Ha kpblmeuke.
CopnepxuMoe Karcyiabl — OT OYTH OEJI0ro J0 JKENITOro 1BETa MOPOIIOK.
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Hryscu, 100 mr, Karcyibt (MOCHELOBATENBHOCTE 0013)

TBepaple *KenaTuHOBBIE Karcysbl pazMepoM Ne 1 ¢ KOpIycoMm CBETIO-OpPaH)KEBOIO LIBETA C
Haanucelo Oernoro nBera «PBC 100» u KphImIeYKoN CBETIIO-KPACHO-KOPUYHEBOTO IIBETA C
Haamucelo 6ernoro nBera «Pfizer». ComeprkuMoe Karcyiibl — OT MOYTH O€JI0To 0 HKEITOro IBeTa
MOPOIIIOK.

Utyncu, 125 mr, Kancynbl

TBepable xenaTUHOBBIE Karcyibl pazMepoM Ne 0 ¢ KpBIIIEYKOH M KOPITYCOM CBETJIO-KpPacHO-
KOPUYHEBOTO IBEeTAa M ¢ HamgmucsMmu Oenoro npera: «PBC 125» nHa kopmyce m «Pfizer» Ha
Kpbinieuke. CoepKUMOE KarcyJibl — OT TOYTH O€JI0T0 J10 JKEJITOTO I[BETA MOPOIIOK.

4. KIMHUYECKHUE JAHHBIE
4.1. lloka3zanusi K NPUMEHEHUI0

[Ipenapat Utyncu nokasad kK MPUMEHEHHUIO y B3POCIBIX [ JICUEHUSI MECTHOPACTIPOCTPAHEHHOTO
WIA METAaCTaTUYeCKOro paka MOJOYHOM JKENe3bl TIOJIOKUTEIBHOTO MO0 TOPMOHAJIBHBIM
perentopam (HR+), oTpuniatenbHOro mo penenTopy snuaepMaibHoro (akTopa pocTa 4eloBeKa
2-ro tTuna (HER2-) B koMmOuHamu c:

— UHTHOUTOpPOM apomarasbl

— (yIBECTPAaHTOM y MALMEHTOB C MPOTPECCUPOBAHUEM 3a00JICBaHUS TOCIE YHIAOKPHHHOM

tepanuu (cM. pazaen 5.1).

VY JKEHIIMH B MEPHO/I IPe- WK MEPUMEHOIIAY3bl K MY>KYHH YHIOKPUHHYIO TEPAITHIO HE0OX0AUMO
KOMOMHHMPOBATh C HAa3HAUEHHUEM aroHUCTAa JIIOTEHHU3HUPYIOIIETO TOPMOHA PUIM3UHT-TOPMOHA
(JITPT).

4.2. PexxuMm 103MpOBaHNs U CNIOCO0 NPUMEHEHUS

JleueHue npemnapaTrom I/ITy.]'ICI/I H606XO,I[I/IMO HAaYMHATh U INPOBOAUTH MO Ha6J'IIOZ[eHI/IeM Bpaua,
HMCIOUICTO OIIBIT B MIPUMCHCHUHN ITPOTUBOOITYXOJICBBIX JICKAPCTBCHHBIX ITPEIIApaToOB.

Pexxum 1o3upoBanus

Pexomenayemas cxema npuema: 125 Mr oquH pa3 B CyTKM B TedeHUe 21 HS ¢ MOCIEAYIOUM
nepepsIBoM Ha 7 aHel (cxema 3/1) (Takum o0Opa3oM NMOJHBIN HUKII cocTaBisieT 28 nHel). Tepanuto
IPOJOJDKAIOT 10 T€X MOp, MOKa HaOJI0JaeTcss MOJOXKHUTEIbHBIN 3(pdeKkT oT nedeHus uam 1o
Pa3BUTHSI HEMEPEHOCUMON TOKCUYHOCTH.

Wuruburtop apomarasbl B COUETAaHUU C MATOOUUKINOOM CIE€IyeT MPUMEHSTh B COOTBETCTBUU C
pPEKMMOM  JO3UPOBaHUSA, YKa3aHHBIM B MHCTPYKIMM @10 MEIULHUHCKOMY IPHUMEHEHUIO
KOHKpETHOro mpemnapaTa (00Ieil XxapakTepucTUKe JIEKapCTBEHHOTO IMpemnapara). Y KEeHIIUH B
nepuoJl Tpe- W TEepUMEHONay3bl M MYXXYMH Ha3HayeHHe KOMOMHanuMu mnanbonuknuba u
MHTHOUTOpa apomarasbl BCErjia HE0OOX0IMMO coueTaTth ¢ mpumeHeHueM aronucra JII'PIT (cwm.
paznen 4.4).
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@DynBeCTpaHT B COUYETAHUU C MATOOIMKINOOM CIACAYET %ﬁﬁeﬁ&%pe&%ﬁé}ﬁvﬂm 'Iro!ze 500

MT, BHYTpUMBIIIEYHO B 1, 15, 29 nens u nanee 1 pa3 B mecsu. /g nomyyeHust Oosnee 1eTanbHON
uH(pOpMaLlMK CM. MHCTPYKLHIO MO MEIUIMHCKOMY NPUMEHEHHIO JIEKAPCTBEHHOI'O Ipenapara
dynBecTpanTa (0OIIyI0 XapaKTEPUCTUKY JIEKapCTBEHHOro mpemnapara). [lepen HauaaoM u BO
BpeMsi KOMOMHUPOBAHHOM Tepamnuu rnpenapatoMm Urtyncu u QynBecTpaHTOM >KEHIIMHAM B TIpe-
WM TIepUMEHoNay3e HeoOXxoauMo HazHauaTh aroHuctel JIIPI' B cooTBeTCTBUM C JOKaIbHOU
KJIMHUYECKOU MPAKTUKOM.

Cnenyer npuHuMath npernapaT WTyincu nmpuMepHO B OJHO M TO K€ BpeMs Kaxablid neHb. [lpu
Pa3BUTHHU PBOTHI UJIU MPOITYCKE J103bl HE CIEAYET MPUHUMATD JIONOJHUTEIBHYIO 103y IIpenapara
B TOT € JIeHb, a IPUHATH CISAYIOLIYIO 103y B OOBIYHOE I HEee BPEMs.

Koppexyus 0o3vl
Koppexitust 10361 Tipernapara MUTyiacu peKOMEHIYETCS ¢ y4eTOM WHAWBUAYaIbHOH 0€30MacHOCTH
U TIEPCHOCHUMOCTH.

JledeHne HEKOTOPBIX HEXKEIATEIbHBIX PEaKIUi MOXKET OTPeOOBaTh BPEMEHHOTO MPEKPAIICHUS
npremMa mpernapara/mepeHoca npuemMa Ha 0Oosiee MO3AHUN CPOK W/MJIM CHIDKCHHS JI03bI JINOO
MOJTHOM OTMEHBI TperapaTa B COOTBETCTBHHM C T'pa(UKOM CHFDKEHHUS J103bI, TIPUBEJICHHBIM B
tabmumax 1, 2 u 3 (cm. pasaensi 4.4 u 4.8).

Tadauna 1. PexoMenaanuu mo Koppekuuu A03bl npenapara UryJcu B ciaydae pazBuTus
HeXKeJIaTeJbHbIX peaKkuuil

YpoBeHb 103bl Jo3a

PexoMennyemas no3a 125 Mr B CYyTKH
[IepBoe cHUXKEHUE O3] 100 Mr B cyTKH
Bropoe cHmkeHue 10361 75 Mr B CyTKH™

* Ecim TpeOyeTcst CHUKEHHE JJO03bI HIKE 75 MI' B CYTKH, ClIeyeT OTMEHUTDh IPUeM Ipenapara.

[TpoBeneHMEe MOHUTOPHHIA PE3yJITATOB OOLIET0 aHaIu3a KpPOBH HEOOXOJUMO IEpe]] HadyalaoM
Tepanuu npenaparom WTyicu n BHauane KaxJoro IUKiIa, a Takke Ha 15-i JeHb NepBbIX JBYX
LUKJIOB U MO KIIMHUYECKUM TTOKa3aHUSIM.

s manueHToB, y KOTOPBIX MaKCHUMajbHBIM YPOBEHb HEUTpPONEHHMH BbIpakaeTcss B 1 wim 2
CTETIEHH TSKECTH B TEpBbIe 6 IIMKIIOB, POBEICHHE MOHUTOPUHTA PE3yJIbTaTOB OOIIEro aHajau3a
KpPOBH JUIsl MOCIEAYIOIMX LUKIOB HEOOXOAUMO KaxKable 3 Mecsla, /0 Hayajla IHUKJIa U IO
KIIMHUYECKUM ITOKa3aHMSIM.

Haznauenue npenapara Mtyncu pekoMeHayeTcs npu adCoMOTHOM yKcie Heiitpoduios (AYH) >
1000/mm° 1 uncie TpomGonuTos > 50000/Mm>.
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Tab6auna 2. Koppexkuusi 10361 U NpUMeHEHHE %%E&:%MH;' :'ﬁ{lB}iPllll“HH

reMaToJIOTH4eCKOil TOKCHYHOCTH?

Crenenb TskecTd 10 | Koppekuus 10361

CTCAE
1-s1 it 2-51 cTeneHb Koppeknus 10361 penapaTa He TpeOyeTcsl.
3 crerneHp? 1-i1 1eHp UKIIA:

cleayeT MPUOCTAHOBUTH IMPUEM TIperapara 10 BOCCTAHOBJICHUS
CTETNICHH TSOKECTH < 2 W TOBTOPUTH OOINMK aHaIU3 KPOBHU B
teuenre 1 Hemenu. IIpu CHUKEHMM CTENEHU TSXKECTH JI0 < 2,
HA4aTh CIEIYIOIIMN LUK 8 npedicHeli 0o3e.

15-11 1eHb NEPBBIX JIBYX IIUKJIOB:

e Eciu Ha 15 neHb cTeneHpb TSHKECTH — 3, IPOJI0JDKANTe
npuem Utyicu B mexkyweti 0o3e 10 3aBepIlICHUS UK U
MOBTOPHUTE OOIIMIA aHAJIU3 KPOBHU Ha 22 JICHb.

e Ecnu Ha 22 neHb creneHp TsHKeCTH — 4, cM. paszaen «4-s
CTEIICHbY HIDKE.

Crnemyer OLEHUTh HEOOXOAWMOCTh CHIDKCHHS JO3bl IIPH
JuinTesibHOM (Oosee 1 Henenu) CHUXKEHUM CTENEHHU TSHKECTH ¢ 3
CTETIEHH HEWTPONECHWH WJIM TMOBTOPHBIX TOBBIIICHUAX CTEICHH
TSKECTU HEMTPOIIEHHH J10 3 B IIE€PBbII ACHB [TOCIEAYIOIINX [IUKJIOB
TEpaIuu.

3-1 ctenenr AUH® (500 — | B mo6oe Bpems:

< 1000 mm*) + muxopaznka | Heo6XoaumMo oTMeHMTh Tpenmapart MTylacu [0 paspelieHus
> 38,5°C w/wm nHexuus | CUMITOMATHKH 10 YPOBHS < 2.

B0300HOBUTH Tepamnuio co cienyromien 0ojiee HU3KO0M J1035l.

4-s cTeneHp” B nto60e Bpems:

HeoOxomumo otrMmenuts mnpenapar Wtyncu 1o paspemieHus
CHUMIITOMATUKHU J0 YPOBHS < 2.

B0300HOBUTH Tepamnuio co cienyromien 0ojiee HU3KO0M J1035l.
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Crenenp TspKecTr ykazana B coorBeTcTBu ¢ CTCAE 4.0. (NOCNEOOBATENEHOCTE 0013)

AUYH — a6comotaoe uncio HeiiTpodmino; CTCAE - O0mue kpuTepuu TEPMUHOIOTHH T 0003HAYCHIS
HexxenatenbHbIX sBiaeHnid (Common Terminology Criteria for Adverse Events); HI'H = amxnsas rpanuna
HOPMBI.
a Tabmuma oTHOCHUTCS KO BCEM IeMaTOJIOTHYECKUM PEAKIMSIM 32 HCKJIIOYEHHEM JTMM(POTICHNH (ecin
OHa HE CONMPOBOXKIACTCS KIMHUYECKIMHU MPOSBICHHSAMH, HANpPHMEp  OIIOPTYHUCTUYCCKHIMH
UHQEKIHUAMH).

0 AUH: 1 cremens: AUH—- < HI'H — 1500/mm%; 2 cremens: AUH — 1000 — < 1500/mm;
3 crenens: AUH — 500 — < 1000 mm?; 4 crenens: AUH < 500/mm>.

Ta6auna 3. Koppexkuus n03p1 W npuMeHeHwe npenapara MHryjdcu npm pa3sBuTHH
HEreMaToJI0rH4eCKOi TOKCHYHOCTH

Crenensb Tssxkectd o CTCAE Koppexumusi 103b1
1-st unu 2-s1 CTETICHb Koppekuust 10361 penapaTta He TpeOyeTcsl.
Heremaronoruueckue Tokcuueckue | [IpekpaTuTh mpuem mpenapara A0 YIy4IICHUS

SBICHUS > 3-i1  crTemeHW (e€Cau  OHU | COCTOSIHUS JO:

COXPaHsAITCS, HECMOTPs Ha IpoBeAeHHoe | < 1-ii cTeneHu;

JICYEHUE) < 2-ii cTeneHu (eciu sBJICHUS HE MPEICTaBISAIOT
pucKa A1 6€30MacHOCTH MalUeHTA).
Bo0300HOBUTH JieueHue ¢ 0oJjiee HU3KOM /103bl.
Crenenb TsKecTH yKazaHa B coorBeTcTBuU ¢ CTCAE 4.0.

CTCAE = OOmme TEepMHUHOJIOTHYECKNE KPUTEPUU I HeXelaTeNbHbIX sBiueHnd (Common
Terminology Criteria for Adverse Events).

Cnenyer MOJHOCTBIO MPEKpaTUTh NpuUeM Mpenapara HMrTyncu y NDAalMEHTOB € TSDKEIbIM
MHTEPCTUIIUANBHBIM 3a0oneBanueM Jyerkux (M3JI) uiam MHEeBMOHUTOM TSDKENOW CTENEHH (CM.
pasnen 4.4).

Oco0Bble TPVIIILI TAIKEHTOB

THayuenmor nodcunozo 6o3pacma
Jlnis manueHToB B Bo3pacTe 65 JeT U cTaplie KOppeKIus 1036l He TpedyeTcs (cM. pa3zaen 5.2).

Hapywenue ¢ynxyuu neuenu

JlJis manMeHToB ¢ JISTKUM WM YMEpEeHHBIM HapylieHneM (yHKIHMH nedeHu (kimacckl A U B o
knaccupukanun Yaina-I1sr0) koppekuus 1036l He TpedyeTcs. PekoMenayemas 103a npenapara
Wtyncu y maneHToB C TSKENbIM HapylieHueM QyHkuuu nedenu (kinacc C mo kiaccupukanuu
Yaitna-I1p10) cocTaBiser 75 Mr oiMH pa3 B cyTku 1o cxeme 3/1 (cm. paznenst 4.4 u 5.2).

Hapywenue ¢pynxyuu nouex

[TaruenTam ¢ HapyeHHneM (GYHKLINHU TOYEK JIETKOW, YMEPEHHOMN UITH TSKEJOHN cTeneHu (KIUpeHe
KpeaTuHUHA > 15 MiI/MUH) KOppeKLus 1035l He TpeOyeTcs. JIoCTYMHBIX JaHHBIX 10 TPUMEHEHHUIO
mpenapaTta y NHalleHTOB, KOTOPhIM TpeOyeTcs MpOBEACHHE IeMOoJnain3a, HEeAOCTATOYHO st
NPEOCTaBICHUS] KaKUX-TH00 peKOMEHJAlui MO J03WPOBAHMIO INpernapara y JaHHOM TPYIIIbI
ManrueHToB (cM. pazaensl 4.4 u 5.2).

eTH
BbezonacHocts 1 3¢ pexTuBHOCT NMpenapaTa Mrtyncu y neteit 1 NoApoCcTKOB B Bo3pacte 18 net u
MJIa/IIlIe HE YCTAHOBJICHBI. /laHHBIE OTCYTCTBYIOT.
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Crioco6 TpUMEHEHHAS (MOCNEQCBATENEHOC ]::. 0013)

[Ipemapar Utyscu cienyer NpUHUMATh BHYTPh BMECTE C MUUIIEH, JKEJIATEIbHO BO BpEMs
MOJIHOIIEHHOTO TMpHeMa MHUIIH, YTOObl OOECIEeYUTh COOTBETCTBYIOIIUN YpPOBEHb SKCIIO3ULIUU
nanoonukianba (cMm. pasgen 5.2). [NanGouuknud He ciemyeT MpUHUMATh C TperndpyTroM wim
rpeindpyToBeiM cokoM (cMm. pazgen 4.5). Kamcynsl crnemyer mporiarbiBaTh IETUKOM (HE
pa3KeBbIBasl, HE pa3jaMblBas U HE OTKpbIBas MX Iepe] nporiaTeiBaHueM). Henb3s npuHuMaTh
KalcCyJbl, €CIIM OHU pa3IOMaHbl, UMEIOT TPEIIMHBbl WJIM HX LEJIOCTHOCTh HapylI€HAa WHBIM
00pazoM.

4.3. [IpoTuBONOKA3aAHUS

['mnepuyBCTBUTEIBHOCT K MATOOUUKINOY WJIM K JIIOOOMY M3 BCIIOMOTATENbHBIX BEIIECTB,
IIEPEYUCIICHHBIX B pa3zaene 6.1.

[TpuMmeHeHne mpenapaToB, CoepKaux 3BepoOOH MIPOABIPABICHHBIN (cM. paszaen 4.5).

44. OcoOble ykazaHusi M Mepbl  MPEIOCTOPOKHOCTH  NPH  NPUMEHEHHUH

2KeHIMHBI B Ipe- WK NepUMeHonay3e

[Tpu Ha3HaueHuw npenapara Mtyncu B coueTaHuy ¢ MHTHOUTOPOM apoMaTa3bl JKEHIIIMHAM B TIpe-
WIK TIepUMEHOIay3e 00s3aTeIbHO MpPOBeAeHUE aONMsSuu/moaaBneHuss (pyHKIUNU SUYHUKOB C
nomortipio aronrcra JI'PT, uro 00yciioBIeHO MEXaHHU3MOM JICUCTBUS HHTUOMTOPOB apOMaTasbl.
[Ipumenenue mnanbomnuknuba B KOMOMHAIMU C (QYJIBECTPAHTOM Yy SJKEHUIIMH B Tpe- WIH
MEPUMEHONAY3€ U3y4aIOCh TOJIBKO MPU OJTHOBPEMEHHOM Ha3zHaueHuH aronucra JII'PT'.

BucniepanbHblil Kpu3
OddexTuBHOCTh U 0€30MaCHOCTh MANOOUMKINOA y MAIMEHTOB C BHUCIEPAIbHBIM KPH30M HE
u3yyanach (cM. pazaen 5.1).

I'emaTosiorndeckne HapyIIeHUs

JIns manMeHToB, y KOTOPBIX Pa3BUBACTCS HEUTPOINEHUs 3-s1 uiau 4-s CTENEHH, PEKOMEHIYETCs
BpEMEHHOE MpeKpalieHue npruemMa rnperapara, CHIKEHHE JT03bI Ipernapara Wik OTCpOYKa B Hayaie
nukia repanu. Heo0xoammo nmpoBeeHe COOTBETCTBYIOIETO MOHUTOPHHTA (CM. pa3nensl 4.2 u
4.8).

HuTepcTuninanbHble 3a0071eBaHus JIETKUX/TTHEBMOHUT

Tspkenble, yrpokaroliyde >XH3HM WM JeraibHble ciydan M3JI w/uiam NHEBMOHHMTAa MOTYT
BO3HUKHYTh Yy MAallMEHTOB, MOJy4aloUIMX JieueHue mnpenaparom Hryiacu B komMOuHanuu c
SHJOKPUHHON Tepanuen.

B xnmunngeckux uccnenopanusx (PALOMA-1, PALOMA-2, PALOMA-3) y 1,4 % mnanueHToB,
MOJTy4aBIIUX JeueHue npenaparom Utyicu, Obuin otMeueHsl cinydan W3J1/mueBMoHuTa m000i
crenenu Tsxectd, y 0,1 % naruenTtoB 3-it crenenu TsxecTu. Ciydan 4-i CTENEHU TSXKECTU WK
JeTanbHble He ObulM 3apeructpupoBaHbl. JlomomHutensHble ciaydan W3Jl/mHeBMoHuTa C
JeTaIbHBIM UCX0J0M HAOJIOJAJIMCH B IIOCTPETUCTPALIMOHHOM Tepuoje (cM. paszen 4.8).
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yKaspiBaomux Ha Hamuuue W3JI/mHeBMOHUTA (HampuMep, TUIOKCUHM, Kaluis, OJIBIIIKH).
[TanreHnTam, y KOTOPBIX BIIEPBbIE HAOJIIOJAIOTCS WIIN YXYAIIAIOTCS PECIUPATOPHBIE CUMITOMBI, U
y KOTOpBIX Tmono3peBaercs pasButue M3JI/mHeBMOHMTA, CleqyeT HE3aMEeIJIUTENBHO
IIPUOCTAaHOBUTH IIpUMEHEHHE npenapara Wrtyicn u oueHuTh coctosgHue. CienyeTr MOIHOCTBIO
OTMEHUTH npenapat Utyicu y naiueHToB ¢ TsokenbiM M3J1 uiym mnHEBMOHUTOM TSKENON CTENEHU
(cm. paznen 4.2).

Nudexnum

INockonbky npenapat Utyscu o6sangaeT cCriocoOHOCThIO MOAABIATH (QYHKIIMH KOCTHOTO MO3ra, OH
MOYET OBITh IPUUNHON IPEAPACIIONOKEHHOCTH NMAIUEHTOB K MH(EKLIUAM.

B paHIoMHU3MpPOBAaHHBIX KIMHUYECKUX HCCICIOBAHUAX COOOIIANOCH O 00Jiee BHICOKOH YacToTe
UHQEKIMA y TMaueHToB, MONy4YaBIIMX mpenapar MTyicu, Mo CpaBHEHHIO C HalMEHTaMH,
MIOJTy4YaBIIMMHU JICYCHUE B COOTBETCTBYIOIICH rpynie cpaBHeHus. MHbekuuu 3-ii u 4-i creneHu
TSOKECTH OBLIN 3aperucTpupoBansl y 5,6% u 0,9 % nmauneHToB, mpuHUMAaBIINX npenapat Utyncu
B 1000 KOMOMHAIIMH, COOTBETCTBEHHO (CM. pazzen 4.8).

[TareHThl JOJDKHBI HAXOAMTHCS TO0J HAONIOJCHHEM Ha MPEIMET MPH3HAKOB U CHUMIITOMOB
WH()EKIIMA U TIPOBECHHS COOTBETCTBYIONICH JIEKApCTBEHHOU Teparuu (cM. pasaei 4.2).

Bpaun nomkHbI TporH()OPMHUPOBATH MAIIUEHTOB O HEOOXOAMMOCTH CPOYHO COOOMIATh O JIFOOBIX
AMU30/aX JIUXOPAJKH.

Beno3nas Tpom603M60ust

Y nanueHToB, NOJNy4YaBIIMX mpemnapar WTyicH, perucTpupoBaUCh Ciaydad BEHO3HOU
TpoMOoaMOomuK (cM. pasnen 4.8). IlanumeHTbl JOKHBI HAaXOAWUTHCS MOJ HaONIOJEHHEM Ha
IpeIMeT pa3BUTHUS NMPU3HAKOB U CHUMIITOMOB TpoMO003a INIyOOKHX BEH U JIETOYHOW 3MOOJIUU U
IIPOBEICHNS COOTBETCTBYIOIIEH JIEKAPCTBEHHOU TE€paIuu.

Hapymenue GyHKIMY NeueHH

[Tpemapat UTyscu cieayet MpUMEHSTh ¢ OCTOPOKHOCTBIO Y TIAITICHTOB C YMEPEHHBIM U TSIKEJIBIM
HapylieHneM (PyHKIUM TE€YEeHU, TPU STOM MPOBOAS TIIATENbHBIH MOHHUTOPUHT Ha MpeIMeT
BO3HUKHOBEHUSI MPU3HAKOB TOKCUYHOCTH (CM. pa3iensl 4.2 u 5.2).

Hapymenue @yHkumy nouek

ITpenapat U Tyscu ciexyeT NpUMEHATh C OCTOPOKHOCTBIO y NALUEHTOB C YMEPEHHBIM U TSKEIIBIM
HapylnieHneM (QYHKIUU [0YeK, IPU ATOM MPOBOJS TIIATEIbHBIH MOHUTOPUHI Ha MpeIMET
BO3HMKHOBEHUS MPU3HAKOB TOKCUYHOCTH (CM. pa3zensl 4.2 u 5.2).

CoBMecTHas Tepanusi MHTUOUTOpaMH MU HHAYKTopamu n3odpepmenta CYP3A4

Cunpubie uHruo6UTOPHI N30¢epmenta CYP3 A4 MoryT npuBeCTH K MOBBIIEHUIO TOKCUYHOCTH (CM.
paznen 4.5). HeoOxomumo wu30eraTb COBMECTHOTO TPUMEHEHHS CHIIBHBIX HMHTHOMTOPOB
m3opepmenta CYP3A Bo BpeMs Tepanuu mnalOONUKINOOM. B0O3MOXHOCTE COBMECTHOTO
MPUMEHEHHUS CIEyeT paccMaTpuBaTh TOJIBKO IOCJE TINATEIbHOM OLEHKH MOTEHIMAIbHOU
MoJIb3bl M PUCKOB. Ecnu Henmb3s m30ekaTh COBMECTHOTO HAa3HAYEHHS CHUIIBHBIX MHTHOHUTOPOB
uzopepmenta CYP3A, no3y npemapata Utyncu ciemayeT CHH3UTH 0 75 MT OJUH pa3 B CYTKH.
Korga nmpumeHeHne CHUIBHOTO WHTHOWTOpa MPEKpaIleHo, CIeAyeT MOBBICUTH 03y Ipemapara
Wtyncu (1o uctedeHnu 3—5 nepruoaoB MOTYBBIBEICHUS HHTHOUTOPA) 10 A03bI, KOTOPYIO IMAIUEHT
MIpUHUMAJ 10 HavaJia Tepanuu CUIbHBIM HHruouTopom nzodepmenta CYP3A (cm. paznen 4.5).
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OKCHO3ULUS TaNOOIMKINOa U, CIeI0OBaTeIbHO, MOXKET BO3HHMKATH PHUCK HEIOCTATOYHOU
s dextuBHOCTH. U3 3TOrO cnemyer, 4ro HeoOXOauMO H30eratb COBMECTHOTO MPHUMEHEHHUS
nanoonuKiIn0a U CHIIbHBIX HHIYKTOPOB n3opepmenta CYP3A4. Ilpu coBMECTHOM MPUMEHEHHH
najgoonuKInba U yMEpeHHBIX HHIYKTOpoB n3odepmernta CYP3A koppekmus 10361 HEe TpeOyeTcs
(cm. pazzen 4.5).

PenponyktuBHas GyHKIUS

JKeHIIMHBI C COXpPaHEHHBIM PENPOJAYKTUBHBIM MOTEHIIMAJIOM, KOTOpBIC IMOJYYaroT Iperapar
WUtyncu wim WUX TapTHEPHl MYKCKOTO I0JIa JOJDKHBI HCIOJB30BaTh HAIC)KHBIE METObI
KOHTparenuu (cM. pazzaen 4.6).

BcnomorareasHble BEIECTBA

Jlakmo3sa

[Tpenapar Utyncu comepxut nakTo3y. llammentam ¢ peako BeTpedaromiencss HacleACTBEHHON
HEMEPEHOCUMOCTBIO ~ TaJIaKTO3bl,  JACPHUIIMTOM  JIAKTa3bl WM  TJIFOKO30-TaJIaKTO3HOM
ManbaOCcopOIMel He cielyeT MPUHUMATh 3TOT Mpernapar.

Hampuii
B oxnoii karcyse 3Toro JiekapCTBEHHOTO Mpernapara coaepKuTcs menee 1 mmoub (23 mr) Hatpus,
T. €. OH MPAKTUYECKU HE COACPIKUT HATPHUSL.

4.5. B3aumopeiicTBHe ¢ APYrMMH JeKAPCTBEHHbIMH NpenapaTaMM W [pyrue BHAbI
B3aNMOJeliCTBUSA

[TanGorukau6 raaBHBIM oOpa3zoM Merabomusupyercs uzopepmenrom CYP3A u depmentom
cynbdorpanchepazoit  SULT2A1. In vivo mnanOonukin® mpeaAcTaBisieT co0O0M Cladblid,

3aBHCUMBIN OT BpeMeHH HHruouTop nzopepmenta CYP3A.

[IpenapaThl, KOTOPbIE MOTYT BIMATH Ha d)aDMaKOKI/IHCTI/IKV nan60u1zn<n1/16a

Hneubumopwr usogpepmenma CYP3A

CoBMecTHBIN NpUeM MHOTOKpaTHBIX 703 200 MI UTpakoHa30J1a ¢ pa30BOil J0301 MaadoonuKINOa
125 Mr npuBonmiaM K yBenuyeHHI0 cucTeMHOW »skcno3uiu (AUCif) M MakCUMalbHOU
KoHIeHTpauu (Cmax) mandouuxinnbda Ha 87 % u 34 %, COOTBETCTBEHHO, 110 CPABHEHHUIO C Pa30BOM
J1030H OJJHOTO mandonukinba 125 mr.

Crenyer n30eratb COBMECTHOT'O ITpHe€Ma CHIIbHBIX HHTuOUTOpoB n3odepmenta CYP3A, Bkitoyas,
MTOMHMO MPOYHX: KJIAPUTPOMMUIIMH, WHUHABUP, UTPaKOHA301, KETOKOHA3011,
JIONMHABUP/PUTOHABUD, He(a30/l0H, Hel(UHABUP, MO3aKOHA30J, CAKBHHABUD, TeEJANPEBUD,
TEJIUTPOMUIIMH, BOPUKOHA30JI U TperdndpyT win rpeindpyToBslii cok (cM. pa3aensl 4.2 u 4.4).

[Tpu npumeHeHnu ciaadbix U ymMepeHHbIX HHTUOUTOpoB CYP3A Koppekuust 1035l HE TpedyeTcs.

Hnoyxkmopwt uzogpepmenma CYP3A

COBMECTHBII TPUEM MHOTOKpATHBIX 103 600 M prudaMnumnmHa ¢ pa3oBoi 10301 MaloOIHKIHOa
125 mr npuBoaui Kk CHUKEHNI0 AUCinf U Ciax nastoonukiaoa Ha 85% u 70%, cOOTBETCTBEHHO,
0 CPaBHEHUIO C Pa30BOi /1030 oHOrO nManborukmnba 125 mr.
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CYP3A, Bxitoyasi, mOMUMO MPOYHX, KapOama3enuH, H3alyTaMul, GEHUTONH, pUPaAMIUIUH
mpenaparsl Ha OCHOBE 3Bep000st MPOABIPSBICHHOTO (cM. pasnen 4.3 u 4.4).

CoBMECTHBIM TpHEM MHOTOKpaTHBIX 103 400 Mr monadunHmiIa (yMEPEHHOTO WHIYKTOpa
uzopepmernra CYP3A) ¢ pazoBoii mozoit manmborukauOa 125 mr cHmkaeT AUCint B Cax
nanoouuknnba Ha 32 % u 11 %, COOTBETCTBEHHO, IO CPAaBHEHHUIO C PAa30BOW J1030H OJHOTO
nanbonukianba 125 wmr. Ilpm nmpuMeHeHHH yMepeHHBIX WHAYKTOopoB u3zodpepmenta CYP3A
KOPPEKIIUs 103kl He Tpedyercs (cM. pasaen 4.4).

Bnusinue npenapatoB, CHHXKAIOIIUX KMCIOTHOCTD JKEIY/IOYHOTO COKa
CoBMeCTHBIN MTPHEM MHOTOKPATHBIX /103 HHrnOUTOpa nporoHHoi nommsl (MUIIIT) pabenpasona ¢
pa3oBoi 10301 manoonukianoa 125 Mr nmocie npuemMa nmuiny (pyueM MU YMEPEHHON )KUPHOCTH )
cHKAI Cax manmoonukinoa va 41 %, u orpanumdenno Bivsut Ha AUCyr (cHIkeHne Ha 13%) mo
CPaBHEHHUIO C IPUEMOM Pa30BOM 03Bl OJTHOTO Mandorukanda 125 mr.

CoBMecTHbIl TipreM MHOTOKpaTHbIX 103 MIIIT pabenpazona ¢ pazoBoil 1030# manborukinbda
125 mr maromak cHmwkal AUCinf 1 Chax namoonukianba xHa 62 % u 80 %, COOTBETCTBEHHO.
CrnenoBarenbHo, npenapat WTynacu cieayeT nmpuHUMATh BO BpeMsl €/bl, MPEIIOYTUTENHLHO BO
BpeMs MOJTHOLIEHHOTO MpreMa nuiy (cM. pazaen 4.2 u 5.2).

[IpunuMas BO BHUMaHHE MEHEE BBIPAKEHHOE BIMSAHUE aHTaroHUCTOB H2-perenTopoB 1 MECTHBIX
anTanuaoB Ha pH >xemynouHoro coka mo cpaBHenuto ¢ UIII, mpenmonaraercs OTCyTCTBHE
KJIMHUYECKH 3HAYMMOTO BIIMSIHUSI aHTaroHMCToB H2-perentopoB Wiy MECTHBIX aHTAIUIOB HA
AKCTIO3UIUIO MAIOOIMKINOA IMPU IPUEME €T0 C TTUIICH.

Baugnaue npenapara Mryacu Ha papMaKOKHHETHKY APYTHUX JIEKAPCTBEHHEIX IIPENApaTOB
[TanGouuknub mpu eXxeTHEBHOM MpUeMe B J103€ 125 MT 1 TOCTH)KEHUH paBHOBECHOTO COCTOSTHUS
oOnamaer cnalOblM, 3aBUCUMBIM OT BPEMEHH, WHTHOUPYIOIIMM JEHCTBHEM B OTHOIICHUU
uzopepmenta CYP3A. CoBmecTHBI mpueM MHjaasojamMa C MHOTOKPaTHBIMH J103aMU
nanoonukanbda mpuoauI K noBbimeHuto 3HaueHUH AUCinr i Cmax Mu1a301aMa Ha 61 % u 37 %,
COOTBETCTBEHHO, 110 CPABHEHUIO C MPUEMOM OJIHOTO MHJ1a30J1aMa.

Ho3a mpemnapatoB cyoctpatoB uzodpepmenta CYP3A ¢ y3kuM TepaneBTHUECKUM HHJIEKCOM
(mampumep, andeHTaHWI, UUKIOCTIOPHH, AWTHAPOIPTOTAMHH, OJPrOTaMUH, HBEPOIHMYC,
(deHTaHWI, TUMO3UJI, XHHHUIUH, CHPOJIMMYC M TaKpOJIMMYC) JIOJDKHA OBITh YMEHBIICHA TpU
COBMECTHOM TMpPHMEHEHHUU ¢ TMpemapatoM HMrtyncu, mockonbky mnpemapat WTyncu Moxker
MOBEIIIATE UX BO3JIEHCTBHE.

ﬂemp030ﬂ.' JAaHHBIC B OTHOIICHUU MEXIICKAPCTBCHHOI'O BSaHMOﬂeﬁCTBHﬂ, IIOJIYUYEHHBIC B X04€
KIMHHUYCCKHUX I/ICCJ'IGJIOBaHI/Iﬁ Yy HNanuceHTOB C pakKoOM MOJIOYHOM JKCJIC3bI, IMOKAa3aJIkh, 4YTO IIPpU
COBMCCTHOM TIIPUMCHCHUU nan60um<m/16a n JICTPO30J1a MECKIICKAPCTBEHHBIC KIMHHUYCCKU
3HAYUMBIC BSaHMOHeﬁCTBHH MCKAY 9TUMU NIpCriapaTtaMu OTCYTCTBYIOT.

@yneecmpanm: B KINHUYECKUX HCCIETOBAHUAX Y MALMEHTOB C PAKOM MOJIOUYHOM Kele3bl ObLIO
MOKa3aHO, YTO TIPU COBMECTHOM TIpUMEHEHHH mnajnbonukianba u  QynBecTpaHTa
MEXKJIEKAPCTBEHHBIE KIMHUYECKH 3HAYMMbIE B3aUMOJEHCTBHSA MEXIy OSTHUMH IpenapaTaMu
OTCYTCTBYIOT.
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TOOPOBOJIBIICB MYKCKOTO T0JIa MMOKa3ald, YTO MPH COBMECTHOM NPHUMEHEHUU PAa30BOU JI0O3BI
najOonuKIMOa ¢ MHOTOKPATHBIMH J03aMH TaMOKCH(peHAa W TpU HPUMEHECHHUH OIHOTO
MaIOOLUKINGOA, CTENEHN SKCIIO3HIINH aT00HUKIN0a OBIIIN COIIOCTABHUMBEL.

Opanvhvle KOHMpayenmuevl: WCCIENOBAHUS MEXKIEKAPCTBEHHBIX B3aUMOACUCTBUN MEXIY
nanOonUKIMOOM U OpajIbHBIMU KOHTpALENTHBAMH HE IPOBOIMINCH (CM. pa3zen 4.6).

Hccnenoanus 0eIKOB-IIEPEHOCYUKOB in Vitro

Ha ocHOBaHMM NaHHBIX MCCIEIOBAHUN in Vitro MPEIonaraeTcs, YTo NaIOOUUKINO HHIHOupyeT
TPAHCIOPT, ONOCPEIOBAaHHBIN KuIIeyHbIM P-rinkonporennom (P-gp) u Genkom pe3ncTeHTHOCTH
paka monouHoii xxene3sl (BCRP). [Toaromy coBMecTHBIH nmprueM nanoouukinba ¢ mpenapaTamu,
SABJISTFOIITUMUCS cyOcTpaTtamu P-gp (Hampumep, TUTOKCHUH, gaburarpaH, KoiaxuiuH) uiu BCRP
(HampuMep, MpaBacTaTHH, PO3yBacTaTHH, (pIyBacTaTHWH, Cyib(acaiaasuH), MOXKET YCHIUTh HX
TepaneBTUYecKuil 3PPEeKT U HeKeTaTeNbHbIE PEaKIUH.

[To maHHBIM MCCIENOBaHUN in Vitro, ManOOUMKING MOKET WHTMOMPOBATH 3aXBaT IMEPEHOCUNKA
oprannueckux katuoHoB (OCT)1 u 3areM MOXKET yBeIMYMBATH BO3JIECHCTBUE JIEKAPCTBEHHBIX
CPEACTB, ABJIAIONIINXCS CyOCTpaTaMu 3TOTO MEPEHOCYNKa (HanpuMmep, MeThopMuHa).

Cmamunbl: COBMECTHOE TMPUMEHEHHE Mal0OUUKINOa M CTAaTUHOB, KOTOPBIE SBIISIOTCS
cyocrparamu uzopepmernra CYP3A4 u/umm BCRP, MoXeT mpuBOAWTH K TOBBIIMICHUIO PUCKA
pa3BuTHs pabJOMHUOJIM3a B CBSI3M C IMOBBIINICHUEM KOHICHTPAIIMUA CTATUHOB B ILJIa3ME KPOBH.
Coobmanocs 0 ciydasx paOJOMHONHN3a, BKIIOYAsl CIy4YaW C JIETAIBHBIM HCXOAOM, IOCIe
COBMECTHOT'O TIPUMECHEHEHS Maj00IMUKINOa C CHMBACTATUHOM WJIM aTOPBACTATHHOM.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JIAKTALMS

JKeHIMHBL ¢ COXPaHEHHBIM PENPOAYKTBHBIM TMOTEHIMAIOM (KOHTpAIeNIHs y MYXYUH U
JKeHIMHBI ¢ cOXpaHEHHBIM PENPOAYKTHUBHBIM MOTEHIINATIOM, TPUHUMAIOIIUE ATOT Mpenapart, Win
HNX TApTHCPbBI OJOJDKHBI HMCIIOJIB30BAaTh HAACKHBIC METOJAblI KOHTpAUCHIUA (HaHpI/IMep,
KOHTPALICTIIUIO ABYMsI OapbepHBIMU METOJJaMH ) BO BpEeMsI JICUCHHUS IIPernapaToM, i Kak MUHUMYM
B TeueHue 3 Henenb WM 14 Hedenb mocie 3aBepUICHUs] TepanuM Ui KEHIIUH U MYKYUH
COOTBETCTBEHHO (cM. pa3zen 4.5).

bepemeHHOCTD
JlanHblE TIO TPUMEHEHHIO TadOoouuKIMOa y OEpEeMEHHBIX JKCHIIWH OTCYTCTBYIOT WJIH

orpaHHueHbl. JJaHHbIC, MOTyYeHHbIE Ha YKUBOTHBIX, BEIIBUIIM PETIPOTYKTUBHYIO TOKCHUYHOCTH (CM.
paznen 5.3). [NanGonukimub He pEeKOMEHIyeTCsl TPUMEHSITh Y OEPEMEHHBIX )KSHIIMH U Y JKSHIIUH
C COXpaHEHHBIM PEMPOAYKTUBHBIM TOTEHIIMAIOM, HE HWCIONB3YIOMNUX HAIEKHBIE METOMIbI
KOHTPALICTIIHH.

JlakTarms
HccnenoBanust 1O OIGHKE BIUSHUS MalOONUKINOA Ha BBIPAOOTKY TPYAHOTO MOJIOKA,

IPUCYTCTBUE IMpernapaTa B TPyJHOM MOJIOKE HWJIM €ro BO3JEHCTBHME Ha JleTeil Ha TIpyAHOM
BCKapMJIMBaHUHU y YeJIOBEKa WM KUBOTHBIX HE MPOBOIMIIHUCE.

CnocoOHocTh Tanbouukinba MPOHUKATh B IKEHCKOE TPYJHOE MOJOKO HE YCTaHOBJICHA.
[TarueHTKH, MPUHUMAIOIIHE MaT00IUKINO, HE TOJKHBI KOPMHUTH TPYABIO.
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PepTUIIEHOCTD

Brnusinus Ha MEeHCTpyanbHBIN LUK (Y CAMOK KPBIC) HIIM cIapuBaHue U (epTHILHOCTD (Y CaMIIOB
WIA CaMOK) B JOKJIMHHYECKUX HCCIICIOBAaHUAX He HaOmonanock. KiuHWYecKHWe NaHHBIE O
BJIMSHUM Ha PENpOIYKTHBHYIO (DYHKIHUIO Yy JIOAeHd OTCYyTCTBYIOT. Ha OCHOBaHMU pe3ynbTaToB
U3YUYEHUS MYXKCKOW PENpOAYKTUBHOM CHUCTEMBI (JIere€Hepalusi CEMEHHBIX KaHaIbIEB B
CEMEHHHUKAX, SMUIUAUMAIbHAs TUIOCHEPMHMS, CHHM)KEHHE IOJBUKHOCTH CIEPMAaTO30MUJIOB U
MJIOTHOCTU CIIEPMbI M YMEHBILIEHUE CEKpeTa MPEACTATeNIbHOM >KeJe3bl) B JOKIMHUYECKHUX
MCCJIEIOBAHMSIX YCTAHOBJICHO, UTO Teparus MaaOouUKINOOM MOXKET Hapylarh GepTUIbHOCTD Y
My>X4uH (cM. pazzen 5.3). MyxxunHaM nepejl HadajioMm JiedeHus npernapatom Utyicu cienyer
PaccMOTPETh BO3MOKHOCTh KOHCEPBALIMM CIIEPMBI.

4.7. BausiHue HA CIOCOOHOCThH YIPaBJIATh TPAHCHIOPTHBIMH CpPpE€ACTBaAMHU H paﬁoTaTb C
MeEXaHu3MaMH

[Tpenapar Wtyncu okxa3blBaeT HE3HAYMTENbHOE BIMSHUE HAa CIOCOOHOCTh YHPABIATH
TPAHCHIOPTHBIMH CPEJACTBaMU M paboTaTh ¢ MexaHu3MaMu. Tem He MeHee, mpemnapar Wtyncu
MOYKET BBI3bIBATh MOBBIIIEHHYIO YTOMJISIEMOCTb, B CBA3M C 3TUM IAIL[MEHTaM ClIeAyeT cOOI0aaTh
OCTOPOXKHOCTH TPH YIPABJICHUU aBTOTPAHCIIOPTHBIMHU CPEICTBAMH U PabOTE C MEXaHU3MaMH.

4.8. HexkennaTeibHbIE peakunu

Pesrome nmpoduiist 0e3onacHOCTH

O6muii npoduns OezonacHOCTH npenapara WTyiacu ocHOBaH Ha OOBENMHEHHBIX NAaHHBIX 872
MAlMEeHTOB, MOJYYaBIIUX MATOOIUKINO B KOMOMHAIIMU C PHIOKpUHHON Tepanued (N = 527 B
KOMOHMHAIMHU ¢ 1eTpo3osioM u N = 345 B KOMOMHAIINU C PYTBECTPAHTOM) B PaHJOMHU3UPOBAHHBIX
KJIIMHUYECKHUX HCCJICIOBAHUIX HR-n1os10:xuTeI5H0r0 HER2-oTpumnarensaoro
pacupoCTPaHEHHOTO WJIM METACTATUYECKOTO paKa MOJIOYHOM JKeTe3bl.

Haubonee yacteiMu (= 20 %) HexenaTenbHBIMU JIEKAPCTBEHHBIMHU pEAKIUSAMU JHO00H cTeneHu
TSOKECTH y TAIMEeHTOB, IOJYYaBIIMX MaJIOONHUKINO B PaHIOMH3HPOBAHHBIX KIMHUYECKUX
UCCIIEIOBaHMSX, ObUTM HEHTpOIIeH!s, IeHKoneHus, *H(EKLINH, yTOMIIIEMOCTh, TOIIHOTA, AaHEMHUS,
CTOMAaTUT, JAuapes, ajomneuuss U TpomOomuroneHus. Haubonee wyacteiMu (= 2 %)
HEXKENNaTeNbHBIMUA peakUsIMU > 3 CTENEeHU TSKECTH Ha (OHE Tepanuu NaaOOoIUKINOOM ObLIH
HEUTpOIIeHNsI, JEeWKONeHNs, WH()EKIHNH, aHeMHs, YBEJIWYCHHE aclapTaTaMHHOTpaHCQepasbl
(ACT), noBbllIeHHas yTOMJISIEMOCTb U YBEIMUeHHE alaHuHaMuHoTpaHchepassl (AJIT).

B pannoMuszupoBaHHBIX KIMHHUYECKUMX WCCIIEIOBAaHUAX CHW)KEHME WIM KOPPEKLMS J103bI
mpernapata BCJIEJICTBUE pA3BUTHUS HEXKENATeNbHBIX peakuuid J00OW CTENeHH TSHKECTU
notpeboBainock 38,4 % MmanueHToB, MoyyaBIux rnpenapat Uryncu B moboit komOuHauu.

ITonnas oTmeHa TCpaluru, CBA3aHHAA C Pa3BUTUCM HCIKCIIATCIIbHBIX peaxunﬁ, HOTpe6OBaJ'IaCB y

5,2% nanueHToB, MOJy4yaBIIUX MaJOOUUKINO B J1I000H KOMOMHAIIMKM B PaHIOMHM3UPOBAHHBIX
KIIMHUYECKUX UCCIIEJOBAHMSIX.

11



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 25.02 2026 N= 3554

TabnuuHOe pe3roMe HeXKEeIATSILHBIX PEaKITHi (NOCNEOCQBATENBHOCTL 0013)

B Tabnune 4 npencraBieHbl HEXENATEIbHBIC PEAKIMM Ha OCHOBAHMH OOBCIMHEHHBIX TaHHBIX,
MOJyYeHHBIX B 3  paHJAOMU3UPOBAHHBIX  KJIMHMYECKHUX  HUCCleoBaHMsIX. Meanana
MPOJODKUTEILHOCTH JICUCHUS MATOOIUKINOOM COTTIACHO OObETUHEHHBIM JAHHBIM HAa MOMEHT
npoBeieHus GUHATBLHOTO aHainu3a oomel BekuBaemMoctd (OB) coctaBuna 14,8 mecsna.

B Tabnuie 5 npeacraBieHbl OTKIOHEHHS 1a00paTOPHBIX MMOKa3aTeNel 0T HOPMbI Ha OCHOBAaHHH
00BEIMHEHHBIX JIaHHBIX, IOJYYEHHBIX B 3 PaHIOMU3UPOBAHHBIX KIMHUYECKUX UCCIIET0BaHMSIX.

HexenarenbHble peakiUM paclpeieiieHbl 10 CUCTEMHO-OPTaHHBIM KJIaccaM M YacToTe.
Kareropuu 4acToThl ONpeaeNsiFoTCs CIEAYOMUM 00pa3oM: o4eHb 4acto (> 1/10); gacto (=1/100,
HO <1/10); mewacro (= 1/1000, o < 1/100); penxo (>1/10000, mHo < 1/1000); oueHsb penko
(< 1/10000)

B Ka)KHOfI KaTCropmuu 4aCTOThl HEKCIATCIbHBIC PCAKIHWH IMPCACTABJIICHLI B MMOPAAKE CHUKCHUA
crerneHu cepbe3HocTu. llpeamourutensubie Tepmubbl (I1T) mepeunciieHsl ¢ UCMONIB30BaHUEM
cioBaps MedDRA, 17.1.

Tadauua 4. HexkenarejibHble peakiui HA OCHOBAHUM 00beINHEHHBIX JaAHHBIX, 0JTy4eHHbIX
B 3 pPaHJIOMHU3HPOBAHHBIX KJIMHUYECKHX HcciaeaoBanusx (N=872), a Takixke Ha OCHOBAHMU
ONbITA MPUMEHEHHS M0CJIe PerucTPaluy npenapara

12
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Yacrora cTerneHu cTeneHb THKECTH
IIpennoururenbuslii TepmuH (IIT) | TaxecTH | TsZKecTHN n (%)
n (%) (%)
HNHpexknunoHHbIe U TapasuTapHbIe
3a00/1eBaHUSA
Ouenv wacmo
WNndexun® 516 (59,2) 49 (5,6) 8(0,9)
Hapyienusi co cTOPOHBI CHCTEMbI KPOBH
U JIUM(PATHYECKO CHCTEMBI
Ouenv wacmo
Heiitponenus® 716 (82,1) | 500 (57,3) 97 (11,1)
Jlevikonenus® 424 (48,6) | 254 (29,1) 7(0,8)
AHemus" 258 (29,6) 45 (5,2) 2(0,2)
TpomboruTonenus™ 194 (22.2) 16 (1,8) 4(0,5)
Yacmo
®deOpuiibHAs HEUTPONIEHUS 12 (1,4) 10 (1,1) 2(0,2)
Hapyienust co cTOpoHbI Oprana 3peHust
Yacmo
HeueTtkocTs 3peHust 48 (5,5) 1(0,1) 0 (0,0)
VYBenuueHHOEe ClIe30TeUCHUE 59 (6,8) 0 (0,0) 0 (0,0)
CyxocTb rna3 36 (4,1) 0 (0,0) 0 (0,0)
Hapymenusi co cTopoHbI COCYy10B
YHacmo
Benosnast TpoM603M0O0sTHs " 28 (3,2) 11 (1,3) 7 (0,8)
Hapymenust co cTopoHbl 00MeHa BellecTB
U MU TAHUSA
QOuenwv yacmo
[ToHMKXEHHBIN anmeTuT 152 (17,4) 8 (0,9) 0 (0,0)
HapyueHnusi co CTOpOHbI HEPBHOM
CUCTEMBI
YHacmo
Jlucres3ust 79 (9,1) 0 (0,0) 0 (0,0
HapyuieHnusi co CTOPOHBI AbIXaTeJIbHOM
CHCTEMbI, OPTaHOB I'PYAHON KJIETKH U
CpeoCTeHus!
Yacmo
HocoBoe kpoBoTeueHue 77 (8,8) 0(0,0) 0 (0,0)
N3Jl/maeBMonut’ 12 (1,4) 1(0,1) 0 (0,0)
Hapyuienusi co cTOpoHbI 2KeJTy1049HO-
KHIIEYHOT0 TPAKTAa
QOuenv uacmo
Cromarut® 264 (30,3) 8(0,9) 0 (0,0)
TomrHOTA 314 (36,0) 5(0,6) 0 (0,0)
Huapes 238 (27,3) 9 (1,0) 0 (0,0)
PBota 165 (18,9) 6 (0,7) 0 (0,0

HapyumeHnust co CTOPOHBI KOKH
M MOJAKOKHBIX TKaHel
Ovuenwv wacmo
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Chimp™ 158 (18 =" 78~ T o0 0.0y o]
Anomnernus 234 (26,8) N/A N/A
CyXx0oCTh KOXXHBIX TOKPOBOB 93 (10,7) 0(0,0) 0 (0,0)
Yacmo
CuHApOM J1aIOHHO-TIOJOIIBEHHOM 16 (1,8) 0(0,0) 0 (0,0)
SPUTPOIU3ECTEIUN
Heuacmo
KosxHas kpacHas BoJluaHKa 1(0,1) 0(0,0) 0 (0,0)
MynbsTrdopMHas spuTeMa 1(0,1) 0 (0,0) 0 (0,0)

OO01mme HApYILLIEHUS U PeaKIUU B MecTe
BBe/IeHHs Npenapara
QOuenwv yacmo

[loBpIlIEHHAS] YTOMJIIEMOCTD 362 (41,5) 23 (2,6) 2(0,2)
O6mas cnabocthb 118 (13.5) 14 (1,6) 1(0,1)
[M'uneprepmus 115(13,2) 1(0,1) 0 (0,0)

JlabopaTopHbIe MoKa3aTeJn
Ouenv yacmo

VBenuuenue AJIT 92 (10,6) 18 (2,1) 1(0,1)
Yeenuuenue ACT 99 (11,4) 25(2,9) 0 (0,0)
YHacmo
[ToBbIIeHNE KpeaTHHUHA B TUIA3ME
KpOBU 57 (6,5) 3(0,3) 2(0,2)

AJIT — ananuHaMuHOTpaHCPepasa

ACT — acnapraramuHOoTpaHcepasza

N3JI — uaTepcTHanbHOE 3200IeBaHIE JIETKAX
O000I1IeHHBIC TEPMUHBI;

Tepmun «uH(pexkuun» Bkarouaer Bce IIT, KoTOpble SBIAIOTCSA YACTBIO CHCTEMHO-
opranHoro knacca « THGeKI 1 NHBa3UI».

Tepmun «HeWTponeHus» Brirodaer cienyromue ITT: HelTponeHus, yMeHblIEHUE
KOJINYECTBA HEUTPODHUIIOB.

Tepmun «ieiikoneHus» BriIoyaeT cueaywoomue IIT: neiikoneHus, CHUXXEHUE
KOHIIEHTPAIMH JIEMKOLIUTOB KPOBH.

Tepmun «anemus» Britouaer cienyromue [IT: anemus, cHukeHue TreMoOrioOHHa,
CHIDKEHHE IeMaTOKpHTa.

A TepMHH «TpOMOOIMTONCHUS» BKIo4yaeT cieaytomme I[IT: TpomOoIUTONEHMS,
CHIDKEHHE KOHIIEHTPALUU TPOMOOIIUTOB.

TepmuH «cromatuT» BKIodaer ciuenyromue [IT: adTo3nbIil cromMaruT, XeHmuT,
TJIOCCUT, TIJIOCCOJVHHMS, SI3BEHHBI CTOMATHT, BOCHAJICHHE CIM3UCTOH OO0OJIOYKU
MOJIOCTH pTa, 00JIb B POTOBOI MOIOCTH, JUCKOM(OPT B POTOTIIOTOYHOM 00J1acTH, O0JIb
B POTOTJIOTOYHOH 001aCTH, CTOMATHUT.

TepMuH «chbimb» BKItO4aeT cuenyrome [IT: cblllb, Makysomamyse3Has ChIIb,
3yIdmias ChIllb, JSpUTEMATO3Has CHINb, TMAIyJie3Has ChIllb, JEPMATUT, YTPEBOil
JIEPMAaTHUT, TOKCUKOAECPMHSL.

Tepmun «M3JI/mTHEBMOHHUTY BKIIIOYAET JIIOOBIE 3apErHCTPUPOBAHHBIE TEPMUHBI,
KOTOpBIC  SIBJIAIOTCS ~ 4YacThl0  CTaHIAapTU3WpoBaHHOro  3ampoca MedDRA
HHaTtepcTunmanbHOe 3a00JIeBaHUE JIETKUX (OTPaHUICHHBIN 3a1pocC).

Tepmun «Benosnas TpombosmOomnus» Brmoyaet cinenyrouue [1T: nerounas sm6onus, smbonus,
TpoMO03 riIyOOKHUX BeH, nepudepuyeckast sMO0IHst, TPOMOO3.
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Taéauma 5. OTK/I0OHEeHMS] Pe3yJbTATOB JId 60paT0pg1;lx %H&GEW ;)T HO DM1L';| Ha

COOTBETCTBYET 3KCI EF'TH H OTYETY

OCHOBAHMHU O0ObEJIMHEHHOT0 Ha0oOpa JAHHBIX, MOJYYEeHHBIX B 3 PaHIOMH3HPOBAHHBIX
KJINHUYecKuXx ucciaegoBanusix (N = 872)

Hryiicn + j1eTpo3oJ1 nin I'pynna cpaBHenns™
dyaBecTpanT

OTKJI0HEHUS Bce 3-q 4-5 Bce 3-q 4-51
J1a0OpPaTOPHBIX CTENEHH | CTeNeHb | CTeleHb | CTeNEeHHM | CTeNeHb | CTeNneHb
nokasarejieii ot TSKECTH | TAMKECTH | TAKECTH | TAMKECTH | TAMKECTH | TAKECTH
HOPMBbI % % % % % %
CHIDKCHHE KOJIUYECTBA 97,4 41,8 1,0 26,2 0,2 0,2
JIEUKOIINTOB
CHMKEHME KOJIMYeCTBa 95,6 57,5 11,7 17,0 0.9 0,6
HEUTPOHUIOB
IloBbI1IEHUE 95,5 1,6 0,3 86,8 0,0 0,0
KpeaTHHHHA B TUIa3Me
KPOBH
Anemus 80,1 5,6 HII 421 2.3 HII
CHMKEHME KOJIMYeCcTBa 65,2 1,8 0,5 13,2 0,2 0,0
TPOMOOIIMTOB
Veenuuenue ACT 55,5 3.9 0,0 433 2,1 0,0
Veenuuenue AJIT 46,1 2,5 0,1 332 0.4 0,0

ACT — acnapraramunotpancdepaza; AJIT — anmanmaamMuHOTpaHCcepasa; N — KOTUIECTBO MAIUEHTOB;
HII — He npumeHuMO.

[Tpumeuanue: pe3ynbTaThl 1a00PaTOPHBIX aHATTM30B OLIEHUBAIOTCS COTIACHO cTerneHsM TsbkecTr 1o NCI
CTCAE Bepcus 4.0.

* Jlerposon win ynBecTpaHT.

Onucanue OT/IeNbHBIX HEKENATeIbHBIX PEaKIii

B nenom, pa3zBuTne HEHTpOINEHHH JIFOOOW CTENEHU TsKecTH Obuto oTMedeHo y 716 (82,1 %)
MAlMEHTOB, TMOJy4YaBIIMX mpenapar WTyncu, He3aBHCUMO OT KOMOWHAIMH, TPH OITOM
HelTponeHus 3-i crenenu Tspkectu Habmoganack y 500 (57,3 %) nmauueHToB, a HEHTPOIEHUS
4-ii crenenu Tsokect -y 97 (11,1 %) nanuentoB (cM. Tabnuity 4).

Menunana BpeMeHHU A0 TMEPBOrO 3MHU30]a HEHUTPONEHHH 00O CTEMEHU TSKECTH COCTaBIISANA
15 nueit (12-700 nueit), a MenIMaHa BPEMEHH JO MEPBOTO AMH30/1a HEUTPOIIEHUH > 3 CTENEeHU
TSYKECTU COCTaBIsIa 7 AHEH B 3 paHJOMU3UPOBAHHBIX KIMHUYECKUX UCCIEIOBAHUSX.

Pa3Butne QeOpunbHOi HelTponeHnn orMevanoch y 0,9 % manueHToB, MOJy4YaBUIMX MpernapaT
Wtyncu B koMOMHanuu ¢ gynsectpanTtoM, 'y 1,7 % NanueHToB, MOTy4aBIINX MaJOOIMUKING B
KOMOWHAIIUH C JIETPO30JIOM.

B pamMkax Bcell KITMHUYECKOH MpOorpaMMbl HCCIeI0OBaHUN O pa3BUTUH (PeOpriIbHOIN HEHTpOTIeHUH
c000111a710Ch TPUMEPHO Y 2 % ManueHToB, MoJydyaBIuX npenapat Utymncu.

COO6H.ICHI/IC 0 TOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX
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BaxHo cooOmare 0 M0J03peBacMbIX HE eHaTeHB&—EII;I(::'%ﬁ%XTEJHS&Q C -Béll"ll;llé’ll[;gnl/ﬂ/l

JIEKapCTBEHHOTO Tperapara ¢ Lelbl0 00EeCHeYeHUs] HEMPEpbIBHOTO MOHUTOPHHIA COOTHOLICHUS
«I0JIb3a - PHUCK» JUIsl JAHHOTO JIEKapCTBEHHOro Ipenapara. MeIuIUHCKUM pPabOTHUKaM
PEKOMEHJIYETCsl COOOIIATh O JIFOOBIX MOJ03PEBAEMbIX HEKEIATEIbHBIX PEAKLUIX JIEKAPCTBEHHOIO
npenapara 4epe3 HallMOHAJIbHbIE CHCTEMbI COOOILEHUS O HEXKEAaTeNIbHbIX PEaKLUsIX FOCyAapCTB —
yIeHOB EBpa3uiickoro 5KOHOMHYECKOIO COH3a.

Poccuiickas ®@enepanus

DenepanbHas ciry:k0a 1o Haa30py B cdepe 3ApaBOOXPAHECHUS.

Anpec: 109012, r. MockBa, CnaBsiHckast miiomazis, 1.4, ctp.l

Tenedon: +7 800 550-99-03

DnekTpoHHas rnovra: pharm@roszdravnadzor.gov.ru

Caiit B UH(POPMAIIMOHHO-TEIIEKOMMYHHUKAITUOHHON ceTu «nTepHeT™:
http://www.roszdravnadzor.gov.ru

Pecny6siuka Kazaxcran

PI'TI na ITXB «HauuoHaJIbHBINA LEHTP SKCHOEPTU3bI JIEKAPCTBEHHBIX CPEJCTB U MEIUIIMHCKUX
w3nenuiiy Komurera MeauumHCKOTO #  (apManeBTHYECKOrOo KOHTPOJs MUHHUCTEpPCTBA
3npaBooxpaneHus Pecyonuku Kazaxcran

Anpec: 010000, r. Actana, paiion baiikonslp, yi. A. Umanosa, 13 (BL] «Hypcayner 2»)
Tenedon: +7 (7172) 235-135

OnexTponHas noyra: farm@dari.kz

Caiit B uHbOpMaIMOHHO-TEIEKOMMYHHUKAIIMOHHOM ceTu «HTepHeT»: https://www.ndda.kz

4.9. Ilepeno3npoBka

B cnydae nepeno3upoBKkH MNanOoOnMKINOa MOTYT BO3HHKHYTh CHMIITOMBI KakK J>KEITyA04HO-
KHUILIEYHON TOKCUYHOCTH (Hampumep, TOIIHOTA, PBOTA) TaK U NeMaTOJOTMYECKOW TOKCHUYHOCTU
(HampuMep, HelTponeHus). MeauIMHCKas MOMOIIb MpHU Mepelo3upoBKe mpernapatom Mrtyicu
JIOJIKHA BKJIFOYATh OOIIYIO MOIEPKUBAIOILYIO TEPAIIUIO.

5. PAPMAKOJIOTHMYECKUE CBOMCTBA
5.1. ®apmakoaMHAMHYECKHE CBOMCTBA

®dapMakoTepaneBTUYECKas TPYIINa: IPOTUBOOMYXOJIEBBIE CPEICTBA; MHTUOUTOPHI IPOTEHHKUHA3;
WHTUOUTOPHI IUKINH-3aBUCUMBIX KnHa3 (CDK).
Kon ATX: LO1EFO1

MexaHu3M AeUCTBUA

[TanOonuknu® mnpeacTaBiseT coOOW NPUHMMAEMBbId TEPOPaTbHO, BBICOKO CEJIEKTUBHBIM,
00paTUMBINf HU3KOMOJIEKYJISIPHBIH MHTHOUTOP HUKJINH-3aBUCUMBIX kMHA3 (CDK) 4 u 6. Luknun
D1 u xunazer CDK4/6 BXOJST B COCTaB MHOXKECTBA CUTHAJIBHBIX ITyTEH, KOTOPHIE aKTUBUPYIOT
nposinepanunio KIeTok.

dapmakoauaamuyeckue d3PHeKTol
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oT 22.U2 2020 43

Nurnbupys CDK4/6, nmanborukimb moaaBisgT nponnﬁle:p;t&llﬁg ﬁeTEl;ﬂ%Elo%ﬁgvx'lnépexon

kietku u3 Gl-¢asel B S-da3y kinerounoro nukia. Mcneitanue nanbonukinbda Ha MaHe I JIMHAN
KJICTOK paKa MOJIOYHOH JKeNe3bl C yCTAaHOBJICHHBIMH MOJICKYJIIPHBIMH MPO(GUISAME ITOKA3a10
BBICOKYIO 3()()eKTUBHOCTH Iperapara MpOTUB JIIOMUHAIBHBIX TUIIOB Paka MOJIOYHOH JKeJe3bl, B
4acTHOCTH TPOTHB ER-1OM0KUTENBHOTO (TOJ0KHUTENBHOTO 10 PELENTOPY ACTPOreHa) paka
MOJIOYHOM JKEJIE3BI.

B wucciemyeMbIX KIETOYHBIX JIMHHUSAX mnoteps O€JIKa peTHHOOJAcTOMBI (Rb) acconmmpopanach C
noTepeil akTMBHOCTH Tanoonukinba. OMHAKO B JOMOJHUTEIEHOM HUCCIICOBAHHH HAa CBEXKHX
o0Opa3lax OIMyXOJM HHUKAKOW CBSI3M MEXIy OJKcrpeccued RBI W OTBETOM OMYyXOJU HE
Ha0JI01a710Ch. AHAIOTUYHBIM 00pa30M He HaOII0AaI0Ch HUKAKOW CBSI3U MPH M3YYEHHH OTBETA
Ha ManOOUUKINO B MOJENSX in Vivo C TONYYeHHBIMU Y TAllMEHTOB KCEHOTPAHCIJIAHTaTaMu
(Mogenmu PDX). JlocTymHbIE KIMHHYECKUE JaHHBIC MPEICTABICHBI B pa3felie, KacarolleMcs
KJIIMHUYeCKOU 3D PEKTUBHOCTH U Oe30macHOCTH (CM. paszaen 5.1).

OnexkTpodusnonorus cepana

Biusgnue mnanbouuxinb6a Ha uHTepBan QT, CKOPpPEKTUPOBAaHHBIM IO YAacTOTE CEPACUHBIX
cokpamenuii  (QTc), oueHuBamIM €  IOMOINBIO  CBSI3aHHBIX 110  BPEMEHHM  CEpPHUH
anektpokapanorpamm (OKI') 1uist olleHKN H3MEHEHUs OT UCXO/IHOTO YPOBHS M COOTBETCTBYIOIIMX
JTAHHBIX 10 (PapMaKOKMHETHKE y 77 NallMEHTOB C PaCIpPOCTPAHEHHBIM PAKOM MOJIOYHOM Kele3bl.
[TanGorukan0 B peKOMEHIOBAaHHOM J103€¢ 125 MI B CyTKH HE BBI3BIBAT KIIMHUYECKH 3HAYUMOTO
yanunenus uarepsaia QTc (rpadux 3/1).

Knunuueckas 3 PexkTuBHOCTH U 6€30MaCHOCTD

Panoomuszuposannoe kiunuueckoe ucciedosarnue 3-i gpazvt PALOMA-2: Umyncu 6 kombunayuu
C 1empo3010M

D¢ heKTUBHOCT MagdoonuKIN0a B KOMOWHAIIUU C JIETPO30JIOM 1O CPABHEHHIO C JIETPO30JIOM B
KOMOHMHAINH ¢ miarnedo Oblia olleHeHa B MeXAYHAPOIHOM MYJIbTHIIEHTPOBOM JBOMHOM CJIETIOM
1anedo KOHTPOIMPYEMOM PaHAOMU3MPOBAHHOM WCCIICJIOBAHHH B TapaUICIbHBIX TpyIIax,
KOTOPOE€ MPOBOJUIIOCH C Y YKEHIIUH C MOJOXKHUTEIBHBIM MO 3CTpOoreHoBbIM perentopam (ER+) u
OTPULIATENIbHBIM 10 PELENTOpy AMHAepMalIbHOTO dakTopa pocra yenoseka 2-ro tuna (HER2-)
MECTHOPACIPOCTPAHEHHBIM PAKOM MOJOYHOW Kele3bl, He MOAXOASIINM AJIsi XUPYPTrHYeCcKOro
JICUCHUS WJIH JTy9eBOU TepaIuu, WM C METACTATUICCKUM PaKOM MOJIOUHOMH JKeJe3bl, KOTOPhIE HE
MOJTy4Yaiy MPEANIECTBYIONIYI0 CUCTEMHYIO TEPAIHUIO 110 TTOBOJY METAaCTaTHYECKOM O0JIe3HH.

666 KEHIIMH B MEHoNay3e OBblIM paHAOMHU3MpPOBaHBI B COOTHOIIEHMH 2 : 1 B rpymnmy
nanoonukianba ¢ JETpo30JOM WM B TPYINIy IU1anedo C JIETPO30JOM C y4YeTOM KpHUTEpHUEB
cTpaTudUKAIMK 1O  JIOKAJU3allMM  METacTa3oB  (BUCLEpalIbHBIE 110 CPaBHEHHUIO C
HEBHUCLIEPAJIbHBIMU), HWHTEPBAIY BpEeMEHH Oe3 MpPU3HAKOB 3a00JeBaHUS OT OKOHYAHHS
(He0)aIbIOBAHTHOM Tepanuu 0 pa3BUTHS peluanBa 3adoneBanus (de novo no cpaBHeHuto ¢ < 12
MecCsIIeB 10 CpaBHEHHIO ¢ > 12 MecsleB) M MO TUIY Mpenblayniei (Heo)aJabloBaHTHON
IIPOTUBOOITYXOJIEBOM TepanuH (C MpealecTBYoel TOpMOHAIBHOM Tepanuei Mo CpaBHEHUIO 0e3
Hee). [lanuenTky ¢ BUCLepalIbHBIM KPU30M U PUCKOM Pa3BUTHUS KU3HEYPOKAIOLIUX OCIIOKHEHUN
(BKJTIOYAst MAIIMEHTOK C 00pa30BaHUEM MACCHBHOI'O HEKOHTPOJIMPYEMOTO BBINOTA (TIEBPAJIbHOTO,
NEepUKapIUAIBHOTO, IEPUTOHEANBHOTO), JIETOYHBIM JIMM(pAHTUTOM U MopaxkeHueMm Ooinee 50 %
MEYEeHN) He MOAXOAUIIH 7Sl yYacTHsI B 9TOM UCCIIEI0BaHUU.
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[TarueHTKY MOJTy4aay Ha3HAYEHHYIO Tepamnuio 10 HDOFDQJE’I/F—DHES% gza%%gaal}mn]_v VI:[ELEC.IHI/IX

CHUMIITOMOB 3a6OJ'IeBaHI/I$I, Pa3sBUTHA HerI/IeMHeMOI/I TOKCUYHOCTH, JICTAJBHOI'O HCXOJa HWIIN
OT3bIBA COTJIACHS, B 3aBUCUMOCTH OT TOT'O, YTO IMMPOUCXOIMIIO NIEpBEIM. [lepexon Mex 1y rpynnamMu
TEparuy He pa3peniaics.

[TareHTKH OBUTM XOPOIIO COMOCTABUMBI IO UCXOIHBIM JIEMOTpadUIECKUM U TIPOTHOCTUYCCKUM
XapaKkTepUCTHKAM MEXJy TpyNIaMd Tepanuu NaIOOUMKINOa C JeTpo30JoM H Ianedo c
JeTpo3osioM. MeiraHa BO3pacTa MaIMeHTOK, BKIFOUSHHBIX B 3TO MCCJICIOBaHKUE, COCTaBHUIa 62
rona (muanazoH ot 28 mo 89 ser), 48,3 % mnamueHTOK MOJydalld XUMHUOTepanuio, u 56,3 %
TOJTYYHITA SHJOKPUHHYIO TEpaIMio B Ka4ecTBe (HEO)aJbIOBAHTHOTO JICUCHUS TEpe]] TeM, KaK Y
HUX JIMarHOCTUPOBAJIM PACHpPOCTPAHEHHBIM pak MOJOYHOM jxene3bl, a 37,2 % nauueHToK He
NOJy4Yalld CUCTEMHOW Tepamuu B paMKax (HEO0)aIbIOBAaHTHOTO JICYCHHUs. Y OOJBIIUHCTBA
nanueHTok (97,4 %) Ha UICXOAHOM YPOBHE UMENUCH OTJAJICHHbIE MeTacTasbl, 23,6 % ManueHToK
MMEJH TOJIBKO KOCTHBIE MeTacTasbl, 49,2 % - BUCLIepaIbHbIE METACTa3bI.

[lepBruHOIl KOHEYHOM TOUYKOW HcCCeNOBaHUS Oblla BBDKMBAEMOCTh 0€3 MPOTrpecCUpOBaHUS
3aboneBanus (BBII) mo omnenke uccrnenoparesns B COOTBETCTBUM ¢ KpuTepusmu OIEHKH OTBETa
CONUIHBIX ormyXxoJjei Ha Tepanuto (Response Evaluation Criteria in Solid Tumours — RECIST)
Bepcu 1.1. BTOpuuHbIE KOHEYHBIE TOUYKH OIECHKH S()PEKTUBHOCTH BKIIOYAIA YacTOTY
oowvexktuBHOTO 0TBeTa (UOO), wacroty kinmHHUYeckod s dekruBaocTu (UKD), 6e3onmacHOCTh U
n3MeHeHue kauectBa xu3Hu (KXK).

Ha nmaty cpesa manubix 26 ¢epans 2016 r. uccinenoBaHue JOCTUTIIO CBOCH MEPBUIHOMN ETH TIO
ynyumenuto BBII. OtHomenue pucko (OP) coctaBuno 0,576 (95 % noBeputenbHbI HHTEpBAI
(A1): 0,46-0,72) B monp3y KOMOMHAIMK TATOONHUKINOA C JIETPO30JIOM H 3HAYCHHEM
p < 0,000001. OGHOBNIEHHBIH aHAIU3 NEPBUYHBIX U BTOPUYHBIX KOHEYHBIX TOUEK ObUI MPOBEJCH
nocjie TOMOJHUTENbHBIX 15 MecsieB HaOmoaeHus (gara cpe3a naHHbIx: 31 mas 2017 r.). beuio
3apeructpupoBano 405 coOwituii BBII: 245 cobeituii (55,2 %) B rpynmne manborukinda c
netpososiom u 160 — (72,1 %) B rpymnme cpaBHEHHUS.

B Tabnmune 6 mnpenctaBieHbl pe3ynbTaThl 3((EKTUBHOCTH HA OCHOBAaHUHU IEPBUYHOTO U
OOHOBJIEHHOTO aHAJIM30B JaHHLIX U3 ucciaeaoBanusd PALOMA-2 no olieHKe UcclIeqoBaTelIs U 0
HE3aBUCHUMOH OIICHKE.
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Taoéauma 6. PALOMA-2 (BbIOOpKa «mal I/leHTbII:m:l:;l'ggﬂ'—a!l;_l:éiil-ll—bwI:Hg{[égﬁlélr\';»lyg:l—

pe3yabTaThbl 3G (PeKTUBHOCTH HA OCHOBAHUM JAHHBIX, MOJY4YEHHBIX HA 1aThl IEPBUYHOIO
1 00OHOBJIEHHOI'0 Cpe3a IaHHbIX

IlepBuYHbBIN aHAIU3
(naTa cpe3a JaHHBIX

OO0HOBJICHHBIN aHAJIN3
(1aTa cpe3a JaHHBIX

26 ¢peBpaas 2016 1.) 31 mas 2017 1.)
Hryicu ¢ IInanedo Hryacu ¢ IInane6o
JIETPO30JI0M | € JIeTP030JI0M JIETPO30JI0M | € JIETPO30JI0M
(N=444) (N =222) (N =444 (N =222)

BoixuBaeMocTh 0€3 nporpeccupoBaHus 3a001eBaHus (OLEHKA MCCJIeI0BATEIN)

KoanyecTBO cOOBITHIA 194 (43,7) 137 (61,7) 245 (55,2) 160 (72,1)
(%)
Menunana BBIT 24,8 (22,1, 14,5 (12,9, 27,6 (22,4, 14,5 (12,3,
(mecsaubl (95 % HIIO) 17,1) 30,3) 17,1)
AN))

OTHoOlLIIEHUE PUCKOB
(95 % ) n
3HAYCHHUE P)

0,576 (0,463; 0,718),
p < 0,000001

0,563 (0,461; 0,687),
p < 0,000001

BoiknBaeMocTh 6e3 mporpeccHpoBaHus 3a00/1eBaHNs (He3aBHCHMAsI OLIEHKA)

KommaectBo 152 (34,2) 96 (43,2) 193 (43,5) 118 (53,2)
coObrtii (%)
Menuana BBII 30,5 (27,4, 19,3 (16,4, 35,7 (27,7, 19,5 (16,6,
(mecsst (95 % HO) 30,6) 38.9) 26,6)
AN))
OTHOLIEHUE PUCKOB 0,653 (0,505; 0,844), 0,611 (0,485; 0,769),
(95 % AN) u p =0,000532 p=0,000012
3HauEHUE P
(oTHOCTOpOHHEE)
HOO0* (% (95 % JAN)) 46,4 (41,7, 38,3 (31,9; 47,5 (42,8; 38,7 (32,3;
51,2) 45,0) 52,3) 45.5)
YOO* (mamueHTsI ¢ 60,7 (55,2; 49,1 (41,4, 62,4 (57,0; 49,7 (42,0;
U3MEPUMbIMU 65.,9) 56,9) 67,6) 57,4)
oyaraMu
3aboseBanus) (%
(95 % AN))
YKI* (% (95 % [AN)) 85,8 (82,2; 71,2 (64,7; 85,6 (82,0; 71,2 (64,7;
88.9) 77,0) 88.,7) 77,0)
N — xommuectBo marmenToB; JIM — noBeputenpHBI wHTEpBad; HO — HEBO3MOXHO OIICHUTH;

YOO — gacrora ob6bekTHBHOTO OoTBeTa; UKD — wactora nmHmdeckod 3ddextuBrocTH; BBIT —
BBDKMBAEMOCTh 0€3 porpeccupoBaHus 3a00JIeBaHuUsI.

* Pe3ynbTaThl  OIICHKH

BTOPHUYHBIX KOHCYHBIX TOYCK OCHOBAaHbBI Ha

HENOATBEPKACHHBIX 0TBeTax cornacHo kputepusaMm RECIST penaxium 1.1.

MNOATBCPIKACHHBIX U

Kpussie Kamtana — Meiliepa 1 BBII, mocTpoeHHbIE HA OCHOBAaHWM JAHHBIX, ITOJYYEHHBIX Ha
naty oOHOBJIEHHOTO cpe3a AaHHbIX 31 mMas 2017 r., mpezcTaBieHbl Ha pUCyHKe | HUXKe.
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Pucynok 1. Kpusbie Kaniana — Meiiepa |[1s Bbl. I/l_'B'-a' ';" & € ' 'r—'p'e c_'hpo %ﬁnﬂ
y p p TEAeOt T 563 Hporpeccpobal

3a0o0sieBaHus (10 OIEHKe MCCAeA0BaTe/Isi, BbIOOPKA <«IAIMEHTHI ¢ HA3HAYEHHbIM
Jedyenuem») — ucciaegoBanue PALOMA-2 (31 mas 2017 1.)

b 1007 Man6ounknnb + netposon
© Mnaue6o + nerposon
s 90 -
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o< 801
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8T 707
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T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Bpems (mecsu)
KonuuyecTBo nauneHToOB B rpynne pucka

NAN+NET 444 394 359 327 294 262 239 221 204 192 164 146 83 26 5 2 0
nn+NET 222 170 147 129 114 97 80 73 61 55 45 37 26 5 2 2 2

ITAJT — man6oruknud; JIET — nerposon; [1JI — mmame6o.

bruta mpoBeneHa cepus mpea3ariaHipPOBAaHHBIX MOATPYMOBEIX aHann30B BBII Ha ocHOBaHuuU
MPOrHOCTUYECKUX (PAKTOPOB M HCXOJHBIX XapaKTEPUCTUK IS M3y4YeHUS BHYTPEHHEH
coriacoBaHHOCTH d(deKTa eUeHHs. Y MEHbIIIEHUE PUCKa MPOTrPecCUPOBAHUS 3a00JIeBaHUS WU
CMEpPTH B TOJIb3y TPyl NanOOIUKINOa ¢ JIETPO30JOM HaAOIIOAATIOCh BO BCEX MOATPYMMIAX
MAIMEHTOB B COOTBETCTBUU C KPUTEPUSIMU CTPATHU(PHUKAIIUN U UCXOIHBIMH XapaKTEPUCTUKAMH B
pamMKax MepBUIHOTO U OOHOBJICHHOTO aHAJIN30B.

Ha ocHOBaHMM aHHBIX, MOJTY4YEHHBIX Ha AaTy cpe3a JaHHbIX 31 mas 2017 r., cCHWXKeHHE pUCKa
Ha0JII0/1aI0Ch B clleAyromux noarpynnax: (1) manueHTsl ¢ BucuepaabHbiMU MeTacTazamu (OP
0,62 (95% AN: 0,47, 0,81), menuana BwDKHMBaeMocTH ©Oe3 mporpeccupoBanus (MBBIT)
19,3 mecsma o cpaBHeHuio ¢ 12,3 mecsima) win 6e3 BuctepainbHbix MetactazoB (OP 0,50 (95 %
JU: 0,37; 0,67), MBBII 35,9 mecsina mo cpaBHenuto ¢ 17,0 mecsiiiamu), U (2) MaMeHThl TOIBKO C
koctHbIMU MeTactazamu (OP 0,41 (95% JAU: 0,26; 0,63), MBBII 36,2 Mecsma mo cpaBHEHHIO C
11,2 mecsmia) uiam He TOJIBKO ¢ KocTHBIMU MeTacTazamu (OP 0,62 (95 % JAU: 0,50; 0,78), MBBII
24,2 Mecsiua 1o cpaBHeHHIo ¢ 14,5 mecsia). AHaornyHeIM 00pa3oM HaOII0AAIOCh YMEHBIICHNE
pHCKa MPOrpeccCUpoBaHus 3a00JeBaHUs UM CMEPTU B TpyHIe MagOonUKiInba ¢ JeTpo30JI0M Y
512 nmanueHToB, y KOTOPBIX OMYXO0JIb ObliIa MOJOXKHUTEIBbHOM 10 3KcIpeccuu Oenka Rb o qanHbIM
ummyHorucroxumuu (UI'X) (OP 0,543 (95 % AU: 0,433; 0,681), mBBIl 27,4 mecsnia mo
cpaBHeHuio c¢ 13,7 mecsaua). ns 51 mamuenta ¢ orpunarensHbiM pesyinbratom WI'X Ha
sKcnpeccHio 6ernka Rb pasnuune mexy rpynnamu He 6110 ctatuctudecku 3HauuMbIM (OP 0,868
(95 % AU: 0,424; 1,777), mBBII 23,2 no cpaBHenuro ¢ 18,5 mecsia) s rpymnibl naadonukimoa
C JIETPO30JI0M II0 CPAaBHEHHIO C TPYMION M1anedo ¢ JIeTpo30JI0M, COOTBETCTBEHHO.
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JlonomHUTENbHBIE TIoKasaTenan 3¢ dexTusnoctH (YOO ubhdtd e 1 EEh T AON S oA ovinax

MAIMEHTOB C BUCIIEPAIILHBIMHI METacTa3aMu WM 0€3 HUX Ha OCHOBaHHH JAHHBIX, TIOJyUYEHHBIX Ha
JaTy oOHOBJIEHHOTO cpe3a naHHbIX 31 mas 2017 r., mpeacraBieHsl B Tabmaue 7.

Tadauua 7. Pe3yabrarbl 3(PeKTUBHOCTH Y NANUEHTOB ¢ BHCHEPAJILIBIMH M
HEBUCLEPATBLHBIMU MeTacTazaMu B ucciaenoBannu PALOMA-2 (BbiOOpka
«IMALMEHTHI ¢ HA3HAYEeHHBIM JIeYeHHEeM»; 1aTa cpe3a JaHHbIX 31 mas 2017 r.)

BucuepajbHble MeTacTa3bl HeBucuepajabHble
MeTacTa3bl
HUryncn IInane6o HUryncn IInane6o
c € JIETP030JI0M c c
JIETPO30J10M (N=110) JIETPO30JI0M | JI€TPO30JI0M
(N=214) (N =230) (N=112)
YOO (95 % AN) 59,8 46,4 36,1 31,3
(52,9; 66,4) (36,8; 56,1) (29,9;42,7) | (22,8;40,7)
Menunana BJIO [mecsip 5,4 5.3 3,0 5,5
(n1mama3oH 3HaYeHUH)| (2,0; 30,4) (2,6;27,9) (2,1;27,8) (2,6;22,2)

N — komuuectBo maruentoB; [ — nosepurensHbiii uHTepBA, YOO — 4YacToTa OOBEKTUBHOTO
OTBETa Ha OCHOBAaHMU MOATBEP)KIEHHBIX U HEMOATBEPKACHHBIX OTBETOB coriacHo kpurepusm RECIST
penakiuu 1.1; BJIO — Bpems 10 OTBETa OMyXO0JIM Ha JICUCHHE.

Ha momeHT mpoBeneHHss OOHOBJIICHHOTO aHajiu3a MeIuaHa BPEMEHH OT paHIAOMH3alUU 0
MOJTyYeHHS BTOPOH MOCIEAyIonIel Tepanuu coctanisuia 38,8 Mecsia B rpymnie natoonukinoa ¢
aeTpo3o0sioM u 28,8 Mecdia B rpymnmne miamebdo c nerpo3onom, OP 0,73 (95 % AU: 0,58; 0,91).

Pesynpratsl punaneHoro ananuza OB B pamkax uccinenoanus PALOMA-2 npesncraBiieHbl B
tabnuue 8. [lpu menuane nabmonenus (90 mecsueB) ¢unanpHble Mokazatenu OB He ObuH
cratuctuyecku 3HaunMbIMU. Kpubie Kamnana — Metiepa miist OB npencraBieHsl Ha pUcyHKe 2.

Taonmuna 8. MHccaenoanme PALOMA-2 (BbIOOpKa «IalMeHTbl € Ha3HAYEHHHBIM
JIeYeHMeM») — pe3yJabTaThl (pMHAJIBbHOr0 aHaan3za OB

duHaabHas 001asi BbkuBaemoctsb (OB)
(nara cpe3a nannbix: 15 nosops 2021 r.)
HUryncn ITnanedo
€ JIETP030JI0M € JIETP030J10M
(N =444) (N =222)
KonuuecTBo coObITHiT (%) 273 (61,5) 132 (59,5)
KommgecTBo manueHTos,
HaxOoJIALIUXCS TO]T 112 (25,2) 43 (19,4)
HaoOmoteHneM (%)
Menuana OB (mecsist (95 % 53,9 (49,8; 60,8) 51,2 (43,7; 58.,9)
JU1))
0
gﬁ’;"fﬁa‘f{eegﬁgl;? 5% 0,956 (0,777; 1,177), p = 0,6755""

JI — noBepuTENbHBIA HHTEPBAI.

" CTaTHCTHYECKH HE3HAYMMO.

T -3nauenne p (2-CTOPOHHEE) IO pE3yJbTaTaM NPOBEPKH IO JIOrapU(hMUYECKOMY KPHTEPHIO CO
cTpaTu(duUKanuen 1o JIOKaJIU3alud MECTacTa3oB (C BUCIEPAILHBIMU U HEBUCIEPATLHBIME METACTa3aMH)
Ha KaXAYIO TPYNITy PaHIOMH3aL1H.
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Pucynok 2. Kpusbie Kaniana — Meiiepa ays o0u1eii BbIzkuBaeMocTH (BbIOOpPKA
«MAalMEeHThI C HA3HAYEeHHBIM JieueHnem») — uccjaenopanue PALOMA-2

Man6ouunknuob + netposon
——— MNnaue6o + nerposon

BeposiTHOCTb 06Lwwen BbkMBaeMmocTu (%)
(&)
o
|

T T T T T T T T T
0 12 24 36 48 60 72 84 96 108

Bpewms (mecsu)
KonunyecTtBO naumeHTOB B

rpynne pucka
NAN+HNET 444 400 325 280 222 174 145 128 13 0
MN+NET 222 203 168 126 95 72 60 53 4 0

ITAJT — man6onukmu6; JIET — nerposoir; [1J1 — mnane6o.

Panoomuzuposannoe knunuuecxoe uccieoosanue 3-i gpazet PALOMA-3: Umyncu 6 kombunayuu
¢ ynsecmparnmom

OddexTuBHOCTh nANTOOLMKINOA B KOMOMHALUMU C (YJIBECTPATHOM II0 CPAaBHEHHUIO C
(dynBecTpaHTOM B KOMOMHALMU ¢ IJ1anebo Obljla OlleHEeHa B MEXIyHapOJHOM MHOTOLIEHTPOBOM
JTIBOWHOM CIIETIOM PaHJIOMH3MPOBAHHOM HCCJIEIOBAHUN B MAapaUICNBbHBIX TPYIIax, KOTOPOE
IPOBOJIMIIOCH Y KEHIIMH JIF000r0 MEHOMAay3aJIbHOI0 CTaTyca, ¢ MECTHOPACIPOCTPAaHEHHBIM PAaKOM
MOJIOYHOH KeJIe3bl, MOJIOKUTEITHHBIM 10 TOPMOHANBHBIM perienitopaM (HR+), orpuniarensHbM 1o
peLenTopy MuAepMaiIbHOTO GakTopa pocta yenoeka 2-ro tTuna (HER2-), He noaxoasumm Juist
XUPYPTUYECKOTO JICUCHHUS WJIM JIy4eBOW TEparuy, WM METACTATHYECKHMM PAKOM MOJIOYHOM
KeJe3bl, 00JIe3Hb KOTOPBIX IPOTrpeccupoBalla Mocie NpeecTBYOIed Y HT0KPUHHON Tepaniy B
paMKax (He0)aabIOBaHTHOTO JICUCHHUS WIIN JICUCHUSI METaCTaTUIECKOTO 3a00IeBaHUsI.
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521 xeHIMHA B Mpe-, MEPHU- U TOCTMEHONAy3¢e, [y KOTODOIIgI %(;nl%%o%&ﬁc—mﬁa’ B Té]quHe

12 mecsineB ¢ MOMEHTa 3aBepIIEHUs aJbIOBAHTHOM SHJIOKPMHHON Tepanuu wid 1 mecsua c
MOMEHTa 3aBEPILICHUS MPEAIIECTBYIOICH YHIOKPUHHON Tepanuy Mo MOBOY PACIIPOCTPAHEHHOTO
3a0osieBaHus, OblIa paHAOMH3MpPOBaHA B COOTHOIICHMHM 2 : 1 B rpynmy nambomukimmuba c
¢bynBecTpaHTOM WIH B TPYIIY IUIanebo ¢ QPyIBECTPAaHTOM C YYETOM KPUTEPUEB CTpATH(PUKALUU
M0 JOKYMEHTAIbHO MOATBEPKIACHHON YyBCTBUTEILHOCTH K IPEABIAYIIEH YIHAOKPUHHON TEPATTHH,
CTaTyCy MEHOMAay3bl Ha MOMEHT BKIIOYEHHS B HccieqoBaHue (mpe-/ MepuMeHornay3a Io
CpPaBHEHHUIO C TOCTMEHOIIAY30i) U HAJMYUIO BUCLIEPATBHBIX MeTacTa3oB. JKEHIIMHBI B Mpe- WIH
nepuMmeHonay3se nosydanu aroHucT JII'PI' rozepenun. IlauueHTKH ¢ BUCLEPATbHBIM KPU30M U
PUCKOM pa3BHUTHs >KU3HEYPOXKAIOIIUX OCIOKHEHUH (BKJIIOYAs MAlMEHTOK C 0Opa3oBaHUEM
MacCCHUBHOTO HEKOHTPOJIUPYEMOTO BBHITIOTA (TIIeBpaIbHOTO, MepUKapIUaIbHOTO,
NEPUTOHEAIBHOTO0), JETOYHBIM JUM(DAHTUTOM U NopaskeHueM oosee 50 % nedeHun) He TOaX0AUIH
JUTSL y4acTUsl B ’TOM UCCIIEIOBAaHUH.

[TaneHTKM MOMyYalii Ha3HAUYEHHYIO TEPAIUIO JIO0 IPOrPECCUPOBAHUS 3a00JI€BaHNUs, YXYIIICHUS
CHUMIITOMOB 3a00JieBaHMs, Pa3BUTHs HENPUEMIEMON TOKCHYHOCTH, JIETAIBHOIO HCXOJa WU
OT3bIBa COIJIACHS, B 3aBUCHUMOCTH OT TOT'O, YTO IIPOUCXOAMIIO ITepBbIM. [lepexon Mexay rpynnamMu
Tepanuu He pa3peracs.

[TanmeHTKN OBUIM XOPOILIO COTIOCTABUMBI IO UCXOJHBIM IeMOTrpapuIecKUM U MPOTHOCTUYECKUMHU
XapaKTepUCTHKAM MEX]y TpyNIIaMd TepanuH NajxOonukinda ¢ QynBecTpaHTOM U Iutanedo c
¢dynBecTpanToM. Mennana Bo3pacTa NallMEHTOK, BKIIOUEHHBIX B 3TO MCCJIEJOBAaHHE, COCTaBHIIA
57 ner (mmamaszon ot 29 mo 88 ner). B kaxmoii rpyrie sedeHns 60IbIIMHCTBO MAIIMEHTOK ObLTH
€BpPOICOUIHON pachl, HAXOAWIMCh B TIOCTMEHONAy3e, W Yy HHX ObUIa JOKyMEHTaJIbHO
MOJTBEP>K/IEHHAs! YyBCTBUTEIBHOCTh K IIPEIIECTBYIOLIEH 3HI0KpUHHON Tepanuu. Okoio 20 %
NalMeHTOK HaXOIMWJIKUCh B IIpe- WM lepuMeHonayse. Bee manueHTs! paHee nmosnydaid CHCTEMHYIO
TEPaIuIo, ¥ OOJNBIIMHCTBO MAIMEHTOB B KAKIOW TPYTIIE JICYCHUS TOTYYald IPEIIECTBYONTYTO
XMUMHOTEpANHi0 MO TOBOAY H3HAYAJIBHO JMAarHOCTHPOBAHHOrO 3aboneBaHus. Y Ooiee dem
nosioBuHHB!I (62 %) moka3zatens obmero cocrostHus no mkaie ECOG 6b11 0, y 60 % umenucs
BUCIIepaJIbHbIE MeTacTa3bl, U 60 % monyunian 6osee 1 MpeaecTBYOMEro pesKkuMa HI0KPUHHON
TEpanuy B CBS3H C M3HAYAIBHO TUArHOCTUPOBAHHBIM 3a00JICBAaHUEM.

[TepBruHO# KOHEYHOUN TOUKOW B 3TOM uccienoBanuu Obuta BBII mo onenke uccnegoBarens B
cootBetrcTBuU ¢ kputepusmu RECIST 1.1. Jlononaurensubie ananu3sl BBIT 06111 ipoBeieHb! HA
OCHOBAaHMM HE3aBUCUMOM LIEHTPAJIM30BAHHON PEHTICHOJOTHMYECKOM OLEHKHU. BTopuuHbie
KoHeuHble Touku Bkitoyann YOO, YKD, OB, 6e3omacHocts U BpeMs Ao yxyaumenus (BIAY)
00JIeBOTO CHHApPOMA.

B stom nccnenoBannu Oblia TOCTUTHYTA NMEpPBUYHAS KOHEYHas Touka — yBenuueHue BBII no
OILICHKE HCCIEeN0BaTeNs IPU MPOMEXYTOUHOM aHaIM3€, NMPOBEAECHHOM IpH JocTrkeHuHn 82 %
3araaHupoBaHHbIX coObITU BBII. Pe3ynbraThl nepecekanuck ¢ mpeaBapuTeabHO ONpeIeIeHHON
rpanuneit ddpdexruBHocTH Xaioutrrna — Ilero (a0 = 0,00135), neMOHCTpHUPYST CTAaTUCTHYECKU
3HaunMmoe yBenuueHue BBIl w xnunnyecku 3Haunmbli 3¢ dext Tepanuu. bonee 3pensvie
O0OHOBIICHHBIE JaHHBIE 110 3()(hEKTUBHOCTH MpeEICTaBlIeHbI B Tabnue 9.
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310 coOwrtuii (60 % paHIOMU3UPOBAHHBIX NAIIMEHTOB). Pa3mmuune 6,9 Mecsaia Mexay MeIuaHaMu
OB B rpynne najoouukian0 IuIoc (QynBECTPaHT MO CPABHEHUIO C TPYIMIOH IUIanedo ILTC
GyIBeCTpaHT; HE JOCTHUIJIO CTATHCTUYCCKOW 3HAYMMOCTU TIPH 33JaHHOM 3apaHee 3HAUYCHUHU P
0,0235 (1-croponnwuii). B rpynmne mane6o matoc dynsectpant 15,5 % paHI0OMH3UPOBAHHBIX
NAIMEeHTOB B KaYE€CTBE MOCIEIYIONIEH Tepanuu mociie mporpeccupoBaHst 3a00I€BaHuUs TOTyYalu
najnoouukub u apyrue uHruouTopsr CDK.

Pesynbratel BBII mo ouenke wuccnenosatens u (uHanbHble naHHble OB B uncciegoBaHUH
PALOMA-3 npencrasnensl B tadnuie 9. CoorBercTByromue rpaduku Kammana — Meiiepa
[IOKa3aHbl HA PUCYHKaxX 3 ¥ 4 COOTBETCTBEHHO.

Ta6nmuna 9. Pe3yabTaTrsl oneHku 3¢p¢extuBHocTH — ucciaenopanue PALOMA-3 (mo
OLIEHKe Hccie0BaTe/Isl, BBIOOPKA «IALHEHTHI ¢ HA3HAYEHHbIM JIe4eHUueM»)

OO0OHOB/IEHHBI aHAJN3
(mata cpe3a 0a3bl JaHHBIX 23 OKTAOPA
2015r.)
HUryacu ¢ Ilnaneodo
(¢pyasecTpanTom ¢ pyaBecTpaHTOM
(N=347) (N=174)

BoikuBaeMocTh 0€3 MPOrpeccHpPoOBaAHUSA
(BBII)

KonnuecTBo coObiTHil (%) 200 (57,6) 133 (76,4)

Menuana (mecssl (95 % JIN)) 11,2 (9,5; 12,9) 4,6 (3,5; 5,6)

OtHomenue puckos (95 % /W) u 3HaueHue p 0,497 (0,398; 0,620), p < 0,000001
BTopuuHbie KOHEYHbIE TOYKH
YO0 (% (95 % AN)) 26,2 (21,7;31,2) 13,8 (9,0; 19,8)
YOO (manueHTs! ¢ “3BMEPUMBIMU OYaraMu ) )
sabonesanns) (% (95 % JIH)) 33,7 (28,1; 39.,7) 17,4 (11,5; 24,8)
UKD (% (95 % AN)) 68,0 (62,8; 72,9) 39,7 (32,3;47,3)
®uHaabHas 001as BbLKUBaeMocTh (OB)
(nara cpe3a gannbix 13 anpens 2018 rn)
KonnuecTtBo cobbiTHii (%) 201 (57.,9) 109 (62,6)
Memuana (mecsist (AU 95 %)) 34,9 (28,8; 40,0) 28,0 (23,6; 34,6)
OtHomenue puckos (AU 95 %) u 3nauenue p ' 0,814 (0,644; 1,029)

p=0,0429"

YKD — wacrora ximHHuYeckor 3ddexkruBHocTH; AU — noBeputenbHbI nHTEpBaN; N — KOJIWYECTBO
manueaToB; YOO — yacTtoTa 00BEKTUBHOIO OTBETA.

Pe3ynbrarhl msi BTOPUYHBIX KOHEYHBIX TOYEK OCHOBAHBI HA MOATBEPXKICHHBIX W HETOITBEPIKICHHBIX
otBeTax coriacHo RECIST 1.1.

* CTaTUCTHYECKU HE3HAUUMO.

T 3nayennme p (1-CTOpPOHHEE) IO pe3ylabTaTaM IPOBEPKU 110 JIOrapu(MUUECKOMY KPHMTEPUIO CO
cTpaTudUKanueld M0 HAIWIUIO BUCIEPATHLHBIX METACTa30B W UYBCTBUTEIHLHOCTH K MPEIIIECTBYIOIICH
SHIOKPUHHOU TEPANK Ha KOKIYIO TPYIILY PaHIOMHU3AIIHH.
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3a00s1eBaHus (110 OLIEHKE MCCJIe0BaTe/Isl, BHIOOPKA «IAIMEHTHI ¢ HA3HAYEeHHbIM
JIe4eHueM») — HccJae10BaHue PALOMA-3 (nara cpe3a JaHHBIX
23 oxTsi0ps 2015 1.)
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Bpems (Mecsin)
Ko/sn4ecTBO NalHEHTOB B rpyIie pucKa
NAT+®YJ 347 276 245 215 189 168 137 69 38 12 2 1
mI+oyja 174 112 83 62 51 43 29 15 11 4 1 0

®VYJI — ¢ynsectpant; [TAJ] — manbomukmmo; [1J1 — mrane6o.

YMeHBIICHHE PHUCKAa MPOrPECCUPOBaHUs 3a00JICBaHUS WM CMEPTH B TPYIIE NAIOONHUKIHNOA ¢
dbynBecTpaHTOM HAOIIOATOCh BO BCEX MOATPYIAX MAlMEHTOB B COOTBETCTBUU C KPUTEPUSIMU
cTpaTu(UKAIMA U UCXOAHBIMU XapaKTEPUCTHKAMH. DTO CHUKCHHE OBUIO MOATBEPIKIACHO IS
JKEHIIUH B mpe-/ nmepumenomnayse (OP 0,46 (95% AU: 0,28; 0,75)) u moctmenomayze (OP 0,52
(95% OU: 0,40; 0,66)), y nanuentok ¢ BuctepaibasiMu (OP 0,50 (95% U: 0,38; 0,65)) u
HeBucHepanbHbiMu MeTacTazamu (OP 0,48 (95% AU: 0,33; 0,71)). [IpeumymiecTBO HaOII01a7I0Ch
HE3aBHCHMO OT YHCJIa JIMHWA TPEIIISCTBYIOMEH Tepanuy IO IOBOJY METaCTaTHYECKOTO
3abonesanus: 0 (OP 0,59 (95% JAU: 0,37; 0,93)), 1 (OP 0,46 (95% JAU: 0,32; 0,64)), 2 (OP 0,48
(95% AU: 0,30; 0,76)) wim > 3 muauit (OP 0,59 (95% AU: 0,28; 1,22)).
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CEPTHOMY OTUETY

126 M= 355
12k 333

«MAlHEeHThl ¢ HA3HAYEHHBbIM JieueHueM») — uccienopanue PALOMA-3 (nara

cpe3a nanHubIx 13 anpeas 2018 r.)
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T T T T T T T T T
0 6 12 18 24 30 36 42 48 54
Bpems (mecsin)
KosimyecTBO NalMeHTOB B IpyInie pucKa
DA+ ®YJ 347 321 286 247 209 165 148 126 17 0
II + ®YJI 174 155 135 115 86 68 57 43 7 0

OVIJI — dynsecrpant; [T1AJl — nanboruknu6; [1JI — nnanebo.

JononuurensHble nokazatenu 3¢dexruBHoctn (HOO m BJIO) B moarpynmax MalMeHTOB C
BHCLIEPAJIbHBIMH U HEBUCLEPATbHBIMU METacTa3aMH IpeacTaBieHbl B Tabnuie 10.

Ta6auna 10. Pe3yabTaTsl

3(])(l)eKTI/[BHOCTPI Y HnamMeHToB ¢ BHCHECPAJIBHBIMH WM

HEBHCHEPAIbHBIMM MeTacTazaMu B ucciaenopanun PALOMA-3 (BbiOopka
«IALHEeHThI ¢ HA3HAYEHHBIM JleYeHHeM»)

BucuepajabHbie MeTacTa3bl HeBucuepajbHbie MeTacTa3bl
Hryacu ¢ IInane6o HUryncu Inaue6o
(pyasecrpanTom c (ynsecrpanToMm | pyaBecTpaHTOM
(N =206) dyaBecTpanTom (N =141) (N=69)
(N=105)
YOO (%, (95 % 35,0 13,3 13,5 14,5
J1)) (28,5; 41,9) (7,5;21,4) (8,3;20,2) (7,2; 25,0)
Menunana BJ/10 3,8 54 3,7 3,6
(Mecstupl (3,5; 16,7) (3,5; 16,7) (1,9; 13,7) (3.4;3,7)
(mmamazon
3HAYEHUM))

N — komuuectBo mnarnuentoB; JIWM — nosepurensHbiii uHTepBa; YOO — YacToTa OOBEKTHBHOTO
OTBETa, OCHOBaHHAs Ha TOATBEP)KICHHBIX W HEMOATBEpPXACHHBIX oTBeTax cormacHo RECIST 1.1;
BJ1O — Bpems g0 oTBera.
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CuMITOMEI, COOOIIaeMbIe MaleHTaMH, OLICHUBAJIM C no%ﬁME&HE%y&égﬁekaJ{ecma

*u3Hu (QLQ)-C30 EBpormeiickoit opraHu3aiiuy 1o UCCiIeI0BaHUSIM U JICUEHUIO OHKOJIOTUYECKUX
3aboneBanuii (EORTC) u ero moayns mis paka Mmosiounoit skene3sl (EORTC QLQ-BR23). Beero
335 manueHToK B rpyie nandonukimba ¢ GynBecTtpaHTOM U 166 MAIMEHTOK B TPYIIIE TOJIBKO
dynBecTpaHTa 3alOJHIIM OMPOCHUK HAa UCXOJTHOM YPOBHE M KaKk MHHMMYM Ha | mocneayroiem
BU3HTE.

Bpewms no yxyauienust ObIJI0 ONpEEIeHO KaK BpeMsi MEXIYy UCXOJHBIM 3HAYEHUEM U MEPBBIM
HOsIBJICHUEM pe3yiibTata Ha = 10 Ga/uIoB BbIIIE HCXOJHOIO 3HAYEHHS IO MIKaJC OIIEHKH OOJIH.
JoGaBnenue mnanbouukinba Kk (yJIBECTpaHTy CTATUCTHUUYECKH 3HAYMMO YBEIMYUIIO BpeMs 10

YXyAIIEHUs OOJIEBOTO CHHApPOMAa IO CpPaBHEHUIO C Tutanebo ¢ QynBecTpaHToOM (MeauaHa
8,0 mecsres 1o cpaBHeHuto ¢ 2,8 mecsma; OP 0,64 (95 % JIU: 0,49; 0,85); p <0,001).

Pak monounoii orceneszvr y nayuenmos myxcckoeo nona

[TponomKUTENBPHOCTD JIEUEHMS,, OCHOBaHHAs Ha JaHHBIX O IpPUMEHEHUU mnpenapara y 47
MAIMEHTOB MYKCKOT0 T10J1a ¥ aHAIIM3€e JIA00paTOPHBIX KapT 12 manyeHToB, Nody4YaBIINX penapar
Wtyncu, moaTBep:kKaaeT INpenMylIecTBAa IIPUMEHEHHs npernapara Mryincnm B codeTaHun ¢
MHTHOUTOPOM apomartasbl UIU (yJIBECTPAHTOM JUIS JICYCHHs MAlMEHTOB MYXKCKOTO IoJia ¢
PpacIpOCTPaHEHHBIM PAKOM MOJIOYHOM KEJE3bI IT0JI0KUTEIBHBIM 110 TOPMOHAJIBHBIM peLEeNnTopam
(HR+), oTpuiatenbHbIM MO PELENITOPY SMUAEPMAIbLHOTO (pakTopa pocTa 4eloBeKa 2-ro TUMa
(HER2-).

JlaHHbIe, TOTYYEHHBIC B MOCTPETHCTPAIIMOHHOM IIEPHOJIE, YKAa3bIBAIOT HA TO, 4TO MPO(HIIb
Oe3omacHOCTH npenapara MTyncu y My 4UH COOTBETCTBYET TAKOBOMY Y JKEHIIIHH.

eTu
EBporeiickoe areHTCTBO MO JIEKAPCTBEHHBIM CPEICTBAM OTKA3aloCh OT TPeOOBAaHMS IMPEIOCT
aBJIATh Pe3yJbTaThl HCCIIEJOBaHUH Npenapara MTysicu Bo Bcex MOArpyNax ManueHToB JeTCKOro
BO3pacTa JJIsl JICUCHUsI paKa MOJIOYHOH KeJe3bl (CBEJICHUS O MPUMEHEHUH Tpenaparta y aeTen
IIPEJICTaBIICHbI B pazene 4.2).

5.2. ®apmakokuHeTHYECKHUE CBOWCTBA

dapmakoOKMHETHKA Tajnoonukianba Oblla omucaHa Ha MAIMEHTaX C COJIMIHBIMU OMYXOJISIMH,
BKJIIOYAsi PACIIPOCTPAHEHHBIN paK MOJIOYHOM Kele3bl, U Ha 3J0POBBIX TO0OPOBOIBIAX.

AOGcopbuus
3nauenne Cmax nanbonukimba B 1enoM jgocturaercs depe3 6-12 gacoB (Tmax) mocie

nepopanbHoro mnpueMa. CpeaHsist aOcomoTHas OWOMOCTYMHOCTh MNaNOOLUKIMOa Tmocie
nepopagbHOTO MpueMa A03bl 125 mr cocraBisieT 46 %. B nmamazone mo3 ot 25 mr go 225 mr
3HaueHus1 AUC n Cmax B IIEJIOM BO3pacTaroT IPONOPLUUOHAIBHO J03€. PaBHOBECHOE COCTOsSIHME
JOCTUTAJIOCh B TEUYEHHE 8 MHEH I0Cie MOBTOPHBIX NpHEMOB mpemnapara 1 pa3 B cyTku. Ilpu
MOBTOPHBIX MpueMax najadonukinba 1 pa3 B CyTKH NMPOUCXOMUT HAKOIJIGHHE Ipernapara, mpu
3TOM MeauaHa ko3 duireHTa HaKoMIeHus coctaiseT 2,4 (auanason: ot 1,5-4,2).

27



COOTBETCTEYET _:-' KCMNEPTHOMY OTYETY

25 02.2026 Ne 3554

oT Ay ]
-t e L N

Biusnue numm (MOCNEOQCBATENEHOC Tb 0013 i

[Ipu npueme HaTOmIaK NpUOAM3UTENBHO B 13 % mnomynsluu BCacblBAaHUE U SKCIIO3ULIUSA
nanOonukinnba ObUIM OYeHb HU3KUMU. [IpHeM muiM nmoBhIIIAN 3KCHO3UIMIO MaaOoIUKiINda B
ATOM MaJIoil TpyIe MOIYJISALUN, HO HE MU3MEHSJI SKCHO3ULUIO MaI00IMKINGa 10 KIMHUYECKH
3HaYUMOT0 pa3Mepa B OCTaJbHOU yacTu nomyssiuu. [lo cpaBHeHuto ¢ mpueMom nandouukinda
yrpoMm Hatomak, 3HaueHUsI AUCint 1 Cmax manOonukiuba nossimanuck Ha 21 % u 38 % mpu
IIpUEME C MUILEN C BBICOKUM COJIEpKaHUEM Kupa, Ha 12 % u 27 %, npu npruemMe ¢ NUIIeH C HU3KUM
cozepkanueM xupa v Ha 13 % u 24 %, ecau nuiLy ¢ yMEPEHHBIM COAEPKAHUEM KUPaA IPUHUMAIIN
3a 1 yac 10 u yepes 2 yaca nocie npuema naaoonukinda. Kpome Toro, mpruem muiiy CymecTBeHHO
CHW)XKAJl BapuaOelIbHOCTh PE3YJIbTATOB OMPEIEICHHUS JKCIIO3UIUU MaTOOIUKINOa KaK MEKIY
pa3HbIMHM YYaCTHHKaMH, TaK U y OJHOTO U TOTO K€ y4dacTHHKa. Mcxoas u3 3THX pe3ylibTaToB,
naooUKINO CleayeT MPUHUMATh BMECTE ¢ MUIIeH (cM. pasnen 4.2).

Pacnpenenenue

Cas3piBanme nandonukinba ¢ OenkaMu Mmia3Mbl KPOBH YENIOBEKA i1 Vitro COCTABIISIO MPUMEPHO
85 %, BHE 3aBUCHMOCTH OT KOHIICHTpaIuu npemnapata. CpenHee 3HaUeHHE CBOOOTHON (hpakiiuu
(fu) manbouukinba B TIa3Me KPOBH YEJIOBEKA i7 Vivo YBEIMYUBAIOCH MIPU HApYIICHUU (PyHKIUU
MEYCHN. 3HAYUMbIC U3MEHEHUS CPETHEro 3Ha4YeHUs f, mandonukanbda B Iura3Me KpOBH YeIOBEeKa
in vivo Ipu HapylIeHUH (YHKIMH MOYEK OTCYTCTBOBAIU. B yCIOBUSIX in Vitro HaKOIUIEHUE
nanoonuKnda B KIETKax IMEYCHU YEeIOBEKa MPOMCXOIMIO B OCHOBHOM 3a CUET IMAaCCHBHOMN
mubdysun.  [lanGoumknu® He sBIAsSeTcs CyOCTpaTOM MOJHMMENTUIHBIX TEPEHOCUHUKOB
oprannueckux aHnoHoB (OATP)1B1 nnu OATP1B3.

buorpanchopmanus

HccnenoBanus in vitro v in vivo CBUIETENBCTBYIOT, UTO Y YeJIOBEKa NAIOOIMKINO MOABEpraercs
MHTEHCUBHOM 6uoTpacHdopManuu B nedenu. ITocie mpuema BHYTph pa3oBoit 1o3s1 125 mr [*C]-
nanoonukiInba y 4eoBeKa OCHOBHBIC TyTH MEPBHYHOTO METa00IM3Ma MATOOIMKIN0a BKIIOYAIN
OKHCTIEHWE U CyJb()OHHpOBaHWE, a alWIMPOBAHWE U TIIOKYPOHHPOBAHUE SBJISUIUCH
BTOPOCTETICHHBIMU TyTSIMH. [lanOGouukin® ObUT OCHOBHBIM COEAMHEHHEM, SBIISIOIIUMCS
MIPOU3BOHBIM TIpernapaTa v MUPKYJIUPYIONINM B TUTa3Me KPOBHU.

OcHOBHasi 4acTh JICKAPCTBEHHOTO BEHIECTBA BBIBOAUTCS B BHAEe MeTabomuToB. OCHOBHBIM
COEJMHEHUEM JIEKapCTBEHHOTO BEIIEeCTBA, OOHApy)XHWBaeMbIM B Kaje, ObUI KOHBIOTar
nanOonuknnba ¢ cyinb(paMUHOBOM KHCIOTOM, Ha JONI0 KOTOpOro mnpuxonauioch 25,8% ot
NpPUHATON 03Bl Npenapata. MccnenoBanus in vifro ¢ UCIONb30BAaHUEM TI'elIaTOLUTOB YEJIOBEKa,
UTO30JbHOW (pakumu U ¢pakguu SO KIETOK MeueHu U PEeKOMOMHAHTHBIX (HEPMEHTOB
cyabdorpancepas (SULT) nokazanu, uro B Merabonu3me MNanOOLMKINOa B OCHOBHOM
3anerictBoBanbl n3odpepmeHTs CYP3A u SULT2AL.

DIuMHHAIHS
VY nanueHToB C pacnpoCTpaHEHHBIM PAaKOM MOJIOYHOW KeJle3bl T€OMETPUUYECKOE CpeaHee

3HadeHue nepopansHoro knuperca (CL/F) nanbornukiuba coctapisuio 63 j1/4, a CpeTHUNA TePUOT
MOJTyBBIBEJICHUS U3 TUIa3Mbl KpOBU paBHsuIcs 28,8 yacaM. Y 6 310pOBBIX TOOPOBOIBIIEB MY>KCKOTO
10J1a TOC/e OJHOKPATHOTO MEPOpaTbHOTO mpuema medenHoro [“C] manGormkmmuba, MeanaHa
oOmieil BBEJEHHOW paJMOaKTUBHOM M03bI, cocTaBisBiias 92 %, Oblna BeIBeneHa 3a 15 mHei;
OCHOBHBIM NyTE€M 3JMMHHAIMM ObUIO BbIBeAECHHE uepe3 KuiieyHuk (74 % npossl), u 17 % -
noukamu. bonplias dYacTe Tpemapara BBIBOAMIACH B BHAE MeTabonmuToB. BhiBeneHue
najgoonukinba B HEM3MEHEHHOM BHJIE Yepe3 KHUIEYHUK U MOYKaMu cocTaBisiio 2 % u 7 % ot
MPUHSATOM 103bl, COOTBETCTBEHHO.
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2C19, 2D6 u ungykropom u3zodpepmentoB CYP1A2, 2B6, 2C8 u 3A4 B KIMHUYECKU 3HAYUMBIX
KOHIEHTPAIUSX.

Hccnenosanus in vitro IOKa3bIBAIOT, YTO MNAJIOOLHUKIMO o00jamaeT cj1abol CHoCOOHOCTHIO
MHIMOMpPOBAaTh aKTUBHOCTH IEpEeHOCUUMKOB opranuuyeckux aHuoHoB (OAT)1, OAT3, OCT2,
OATP1B1 u OATP1B3, 1 ne4yeHOUHOM OMIIBI, IKCIIOPTHpYIOoIIeH xemunbie Kuciaotel (BSEP), B
KIIMHUYECKH 3HAUMMBIX KOHIICHTPAIUSX.

Bo3spacT, o u Macca Tena

Ha ocHoBaHWU pe3ybTaTOB MOMYJISIIMOHHOTO (papMaKOKHHETUYECKOTo aHam3a y 183 manueHToB
CO 3JI0Ka4eCTBEHHBIM HOBOOOpazoBanueM (50 myxuuH u 133 KeHUIMHBI B Bo3pacTe oT 22 10 89
JeT U ¢ Maccoi Ttena oT 38 go 123 kr), mosoBas MPUHAMJIEKHOCTh HE OKa3bIBaJIa BIMSHUS HA
IKCITO3UIUIO MAIO0IMKINOa, a BIMSHUAE BO3pACTa M MACChI TeJIa Ha SKCIO3UIINIO AIOOHKIIHOA
He ObLIO KIMHUYECKH 3HAYHUMBIM.

Hapymenue GyHKIMY neyeHH

JlanHble nccrnenoBaHus (papMaKOKMHETUKU y TAIMEHTOB C Pa3jIMYHOW CTETECHBIO HApyIICHHS
(bYHKIIUY [TeYeHH TTOKA3bIBAIOT, YTO SKCIO3UIIUS cBOOoAHOTO nandonukinbda (cBodoHas AUCnf)
cHIKanachk Ha 17 % y manueHToB ¢ HapylIeHneM (yHKIUH IIeYSHH JISTKOW CTeneHH (Kiace A 1mo
knaccudukanuu Yainna-I1eto) u ysenuuubanace Ha 34 % u 77 % y NalMeHTOB ¢ HapylIeHUEM
¢yHKIMM medeHn ymepeHHo# (kimacc B mo kmaccudurammu Yannna-I1si0) 1 TSHKEION cTeneHn
(xnacc C no knaccudukanuu Yaiinna-I11pt0), COOTBETCTBEHHO, IO OTHOLIEHHUIO K MAallMEHTaM C
HOpMallbHOW (QyHKIMEH TmedeHn. MakcumanbHas SKCIO3UIMSA CBOOOJHOTO ManOonuKiInbda
(cBoboHAst Cinax) yBeTuuBanach Ha 7 %, 38 % u 72 % npu HapyieHnu pyHKINH TIeUYeHU JeTKOH,
YMEPEHHOU U TSXKEJION CTENEHH, COOTBETCTBEHHO, [0 OTHOLICHHUIO K MAIMEHTaM C HOPMaJIbHOU
¢ynkuueit neueHu. Kpome Toro, Ha OCHOBaHMM  pE3yJbTaTOB  MOIMYJSLHOHHOIO
(apMaKOKMHETHMUECKOTO  aHajlu3a JaHHbIX 183  malueHToB ¢ pacnpoCTpaHEHHBIM
OHKOJIOTMYECKHM 3a00JIeBaHUEM, Cpeu KOTOphIX y 40 malMeHTOB MMENOCh JIETKOe HapylleHHe
GyHKIMM Te4eHH Mo Kiaccupukauuu HanuoHanbHOro HHCTUTYTa OHKOJIOTUM (0OImumi
Oounmupyoun < BepxHelt rpanuisl Hopmbl (BI'H) u ACT > BI'H nnu o6muit Ounupy6us > 1,0-1,5
x BI'H npu mo6om ypoBae ACT), HapylieHre pyHKIIMY NT€YEHH JIETKOM CTENeHH HEe OKa3bIBaJIo
BJIMSIHUA Ha (PapMaKOKMHETHKY MalOonuKInoa.

Hapymenue ¢pyHKIMY noYeK

Jlannsle nccnenoBaHus (papMakOKMHETUKH Y MALIMEHTOB C PA3IMYHBIMU CTEIIEHIMH HapyIICHUS
(YHKLIMHU MOYEK MOKAa3bIBAIOT, 4TO 00mIast skcno3unus nandonukinoa (AUCiyf) yBeauuuBanach
Ha 39 %, 42 % u 31 % npu HapymeHun QYHKIUHM Mouek jerkod (60 mi/MuH < KIUpEHC
kpeatuarHa (KK) < 90 Mn/mun), ymepennoit (30 mur/mus < KK < 60 Ma/MuH) U TSDKEION CTETIEHU
(KK < 30 mur/muH), COOTBETCTBEHHO, 1O OTHOIICHHUIO K MAIIMEHTaM ¢ HOPMaJdbHOU (PyHKIHMEH
noyek (KK >90 mi/mun). CBo60o1Has Cimax yBeMuuBanacek Ha 17 %, 12 % u 15 % npu Hapy1meHuu
(GYHKIIUM MOYEK JIETKOM, YMEPEHHOW M TSDKENOM CTETEeHH, COOTBETCTBEHHO, MO OTHOILIEHHUIO K
nalMeHTaM ¢ HopMalbHOW (yHKIMeld mnouek. Kpome TOro, Ha OCHOBaHHMH pE3yJIbTAaTOB
MOMYJISIIUOHHOTO  (DapMaKOKMHETHMYECKOr0  aHajau3a  JaHHbIX 183  manmeHToB, ¢
pacrpoCTpaHEHHBIM OHKOJIOTHYECKUM 3a00JIeBaHUEM, CPEAN KOTOPBIX y 73 MalMeHTOB UMENIOCh
JierKoe HapylieHrne (QyHKIMH MoYeK U y 29 manueHToB ObUI0 YMEpPEeHHOE HapylleHue (YHKIMU
NOYeK, HapylleHne (QyHKIMU MOYeK JIETKOW M YMEPEHHOH CTENeHH HE OKa3bIBaJO BIUSHHS Ha
(dhapMakOKHMHETHKY MaOonukinoa. MapMakOKMHETHKY MATOOMUKINOa y MAaIlMeHTOB, KOTOPHIM
TpeOOoBasICsS reMOANAIN3, HE UCCIIEIOBAIIH.
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B (dapmakoknHETHYECKOM HMCCIEIOBAHUU Cpeau 370poBBIX N00poBobieB 3HaueHUSI AUCinr 1
Crnax nmanOonukianba 66t coorBeTcTBeHHO Ha 30 % 1 35 % BbIlIe y UCTIBITYEMBIX SAIIOHCKOTO
MPOUCXOKICHHS IO CPABHEHUIO C JAHHBIMHU MUCIBITYEMbIX HEA3UaTCKOTO MPOUCXOXKICHUS TIOCIIe
OJIHOKPATHOTO MEepopaibHOTO npueMa mpemnapata. OIHAKO MJaHHBIA pe3yJbTaT HE ObLI
II0CJIEZI0BATEIBHO BOCIIPOU3BE/IEH B ITOCIEAYIOIUX UCCIEJOBAHUX Y NAIIMEHTOB SIIIOHCKOIO WK
a3MaTCKOr0 TMPOMCXOXKIEHUS C PAKOM MOJIOYHOM Keje3bl MOociae MHOTOKPaTHOrO IpuemMa
npemapata. Mcxons W3 aHanmu3a CBOJHBIX JAHHBIX MO (papMaKOKMHETHKE, O€30MacHOCTH W
3¢ (pekTUBHOCTH B MOMYJSALUUSAX MalMEHTOB a3MaTCKOIO0 U HEa3HaTCKOro IPOUCXOXKICHUS,
KOPPEKIIHS TO3BI B CBS3H C a3MATCKUM MPOUCXOKICHUEM HE TpeOyeTcs.

5.3 /lanHble JOKJIMHUYECKOI 0e30MaCHOCTH

Pe3ynbTaThl H3y4eHUs OCHOBHBIX OpPraHOB-MHILEHEH MOciIe OJHOKPATHOIO U (MJIM) HOBTOPHOTO
npreMa TpenapaTa BKJIIOYAIM BIUSHHE Ha OpraHbl reMo- W JuMdomno’3a W OpraHsl
PENpOIYKTUBHOM CHUCTEMBI CaMIIOB y KpbIC M CO0aK, a TakkKe BIMSHME Ha KOCTHYIO TKaHb U
AaKTUBHO pacTyIIue pe3libl TOJIbKO Y KpbIC. JlaHHbBIE MPOSIBIEHUSI CUCTEMHOM TOKCUYHOCTH, KaK
[PaBUJIO, HAONIOJAINCH NMPU KIWMHUYECKH 3HAUYMMBIX YPOBHSAX SKCIO3UIMHM Ha OCHOBAaHUM
snayennii AUC. Bputo ycranoBieHO, 4TO 3((}eKThl Ha TeMOIMM(OMOITHUECKYIO CHUCTEMY,
PENpOIYKTUBHYIO CUCTEMY CaMIIOB U PE3Ibl ABISIOTCS YaCTUYHO MM MOJHOCTHIO OOPaTUMBIMHU,
TOT/Ia KaK SIBJIEHUS CO CTOPOHBI KOCTHOW TKaHU Tocie |2-HemenbpHOro nepuoaa 0e3 mpuema
npenaparta He Obutn oOpaTuMbIMH. Kpome TOro, BIMsHHME Ha CEpIACUHO-COCYIUCTYIO CHCTEMY
(ywnnenue unHtepBaia QTc, CHM)KEHHME YacTOThI CEpIEYHBIX COKpAIICHUW U yBEIUYEHHE
uHTepBasia RR W cucrommyeckoro aprepualbHOro JaBiieHHs) ObLJIO OTMEYEHO IIpH
TEJIEeMETPUUECKHUX HCCIIEIOBAaHUAX Y cOOaK MpU YPOBHE KCIO3UIINH, B > 4 pa3a MPEBbIIIAIONIEM
KIIMHUYECKYIO DKCIIO3ULIUIO Y YEI0BEKa Ha OCHOBAaHUU 3HAYEHUH Cmax.

KanneporenHocrts

N3ydenne nanbonukirnba Ha KaHIIEPOT€HHOCTh TPOBOAMIIOCH B X0/1€ 6-MECSYHOT0 UCCIIEI0BaHuUs
Ha TPAHCTE€HHBIX MBIIIAX U 2-JETHEr0 MCCle0BaHMUs Ha Kpblcax. [lanbonuknmnb He oka3bIBai
KaHILIEPOT€HHOr0 JEHCTBUS Ha TPAHCTE€HHBIX MbIIIEH Npu mpueme B Jo3ax g0 60 Mr/kr/cyt
(YpoBeHb, HEe TPUBOIAIINMA K pa3BUTHIO HaOmo1aeMbIx 3G dekToB [No Observed Effect Level —
NOEL], spastomuxcs npuOau3uteabHo B 11 pa3 Bblllle 3KCMO3MLIMKA TMPU  KIMHUYECKOM
npuMeHeHun y denoBeka nmo gaHHbIM AUC). J[aHHble 0 HOBOOOpPA30BaHMAX, CBSI3aHHBIX C
IPUMEHEHHEM Nal0oUMKINGa, y KpbIC BKJIIOYAIM MOBBIILIEHHYIO YacTOTy BO3HUKHOBEHUS
OIyXO0JIel MUKPOTJIMM B LIEHTPalIbHOM HEpBHOI cucteme y camuoB npu fo3e 30 MI/Kr/cyT; y
CaMOK TPHU BCEX J103aX BIUIOTH /10 200 MI/Kr/cyT HOBOOOpa30BaHUIA 3apETHUCTPUPOBAHO HE OBLIO.
NOEL nans kaHueporeHHsIX 3¢ (eKToB, CBSI3aHHBIX C MPUMEHEHHEM Maji0OLMKINOa, COCTaBUII
10 mr/kr/cyT (mpuOAM3UTENBHO B 2 pa3a BbIIIE YPOBHS OSKCIO3UIMKA MPU KIMHUYECKOM
NpUMEHEeHUU y 4enoBeka Ha ocHoBaHuu 3HaueHuss AUC) u 200 mr/kr/cyT (mpuOIM3UTENEHO B
4 paza BbIlIE SKCIO3UINU TPU KIMHUYECKOM NMPUMEHEHUH y YeJIOBEeKa Ha OCHOBAHWHU 3HAYEHUS
AUC) y caMIOB M CaMOK COOTBETCTBEHHO. 3HAYMMOCTbh TOJYYEHHBIX JaHHBIX O
HOBOOOPA30BaHUAX Y CAMIIOB KpBIC /ISl YEIOBEKA HEU3BECTHA.

I'éeHOTOKCHMYHOCTB

[TanGorukan0 He MPOSIBISI MyTareHHbIX CBOMCTB B aHaIM3€ Ha 0OpaTHbIe MyTalluu y OakTepuit
(TecTe DiiMca) M HE BBI3BIBAI CTPYKTYPHBIE XPOMOCOMHBIE a0eppalliil B aHAIU3E in Vifro Ha
XpOMOCOMHBIE abeppalyy B TUM(OIMTAX YeTOBEKa.
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[TanGouuknnbd MHAYIMPOBAT 00pa30BaHUE MUKPOSJIED, ngl:;)e-)llllr'ﬂ% EaHg@;lll-Hl{-!);O' MEX al:-:II]I;‘gll\I/Ia B

KJIETKaX SWYHMKA KUTAMCKOIO XOMSYKa i1 Vitro U B KOCTHOM MO3I€ CaMIIOB KpPbIC B J03ax
> 100 mr/kr/cyT. Dcno3unus npenapara y >KUBOTHBIX HAa YPOBHE, HE NMPUBOJALAIIEM K Pa3BUTHUIO
HabmromaeMbIx 3((eKToB, 115 aHEYreHHOCTH NMPUMEPHO B 7 pa3 MpPEBbIIIANa SKCHO3HUIHUIO MIPH
KJIIMHUYECKOM IPUMEHEHUH y YelloBeKa Ha ocHoBaHUM 3HaueHus AUC.

HeGnaronpusaTHoe BAUSHUE HA PENPOLYKTUBHYIO (DYHKIIUIO

[TanGorukan0 He BAMS HA CHapUBaHHE WM (EPTHIBHOCTH CAaMOK KpbIC B JIIOOOH 103€ 110
300 mr/kr/cyT (npuOAM3UTENBHO B 3 pa3a BbIIE YPOBHS SKCIO3ULMM IPU KIMHUYECKOM
IPUMEHEHUN Y ueloBeka Ha ocHoBaHMM 3HaueHUd AUC), B HcciegoBaHUAX TOKCUYHOCTH
HUKaKUX HeXenaTelbHbIX 3()(EKTOB B KEHCKHX PENPOAYKTUBHBIX TKaHSIX IPH IOBTOPHOM
npueme npemnapara B 103e 10 300 Mr/Kr/cyT y Kpbic U 3 MI/Kr/cyT y cobak (mpumepHo B 5 u 3 pasa
BbILIE YPOBHS 3Kcno3uiny y yenobeka (AUC) cooTBETCTBEHHO) HE HAOI0AAIO0Ch.

Ha ocHOBaHMHM JaHHBIX JOKJIMHHUYECKUX HMCCICAOBAaHMN Ha KpbIcaX M cOOaKaxX CYMTACTCS, YTO
NaIOOMKINO MOTEHIIMATBHO MOXKET HAHECTH BPEJ] peNPOAYKTUBHON (GYHKIMU U (PEPTHIILHOCTH
MyX4HiH. VI3MEHEHUs] B CEMEHHUKAX, MPUAATKaX SWYKa, IPEACTATEIbHON Kele3e U CEMEHHBIX
My3bIpbKax, CBI3aHHBIC C TPUMEHEHHEM MMaT00NMKIN0a, BKIIOYAIN YMEHBIIEHUE MaCChl OPraHOB,
aTpoUI0 ¥ JIereHepanuio, TUIOCIEPMHUIO, CKOIUIEHHE KJIETOYHOrO JETPUTa B IPOCBETE
KaHAJIbLIEB, CHUKCHUE TOJBWKHOCTH CIEPMATO30MI0B M TUIOTHOCTH CIEPMBI, H yMEHBIICHUE
CeKpeLuu. DT pe3yIbTaThl HAOIIOJAINCH Y KPBIC U/WIIN Y cOOAK MPH YPOBHAX ICMO3ULUH = 9 pa3
NPEBBIMIAIONIAX WIA CyOTEeparneBTUYECKUX M0 CPAaBHEHHIO C YPOBHEM OKCIO3HMIWHU IPH
KJIMHUYECKOM IPUMEHEHUM Yy dejoBeka Ha ocHoBaHMM 3HaueHHM AUC cOOTBETCTBEHHO.
YactuuHasi oOpaTHMOCTh BO3ZCHCTBUS HAa OpPTaHbl PENPOAYKTUBHOW CHCTEMBI CaMIIOB ObLIa
OTMEUYeHa y KpbIc M cobak mocne 4- u 12-HemenmpbHOro mnepuoia Oe3 mpuema Iperapara
COOTBETCTBEHHO. HecMOTpst Ha M3MeHeHus1, 00HApyKEHHBIE B PENPOTYKTUBHBIX OPTaHaX caMI[OB,
HE HaOJIOJaNoch BIMSHUE Ha CHapuBaHUEe WIM (EpTHIBLHOCTh CaMIIOB KPBIC INPH YpPOBHE
AKCTIO3UIINH, KOTOPBIH B 13 pa3 npeBsIlian ypoBeHb IKCIIO3UITUH TPU KIMHUYECKOM MTPUMEHEHHN
y yelioBeka Ha ocHoBaHuU 3HaueHuit AUC.

OMOpuoderanbHas TOKCHYHOCTh

[TanOonuknu0 npenacrasisier co00il 0OpaTUMBI MHTMOUTOP HUKIMH3aBUCUMBIX KHMHA3 4 U 0,
KOTOpbIE€ NMPUHUMAIOT Y4acTUE B PEryJsilUM KJIETOYHOro nukia. [loatoMy cymiectByer puck
BPEIHOT0 BO3JEHCTBUS NaI0ONMKINOa Ha TUIO/ B Cllyyae IPUMEHEHHUs BO BpeMsi OepeMEHHOCTH.
[TanOonuknu® npoaeMOHCTpUpPOBal (ETOTOKCUYHOCTh B HCCIEAOBAHUAX Ha OEpeMEeHHBIX
JKUBOTHBIX. Y KpbIC HaOJI0JjaJ1ach MOBBIIIEHHAs YaCTOTa BOSHUKHOBEHUS CKEJIETHBIX aHOMaJIUi
(TOBBINIEHHAsT 4YacTOTa pa3BUTHsA pedpa Ha CeAbMOM IIEHHOM TIO3BOHKE) TMpHU J03€
> 100 mr/kr/cyt. Ilpn mpumenennu n03b1 300 MT/Kr/CcyT, TOKCHYHOW myis Matepu (B 3 pasa
MPEBBIIIAET YPOBEHb 3KCHO3ULMU MPHU KIMHUYECKOM NMPUMEHEHUHM Yy YeJIOBeKa Ha OCHOBAaHUU
3HaueHnii AUC), y kpbic HaOJII0JaIOCh CHUKEHHE Macchl Tejla IUIOAOB, a Y KPOJUKOB IMPHU
MPUMEHEHUU J103bI 20 MI/KT/CyT, TOKCUYHOW JIsl MaTepu, HAOM0Janach MOBBIIIEHHAsS YacTOTa
BO3HUKHOBEHHUSI CKEJIETHBIX aHOMAJIHH, BKJIIOYasi MAJICHbKHE (hajlaHTH Ha TIEPETHUX KOHEYHOCTSIX
(B 4 paza mpeBbIIIaeT YPOBEHb IKCIO3UIMHU TMPH KIWHUYECKOM MPUMEHEHUHW Y YeloBeKa Ha
ocHoBanuu 3HaueHnii AUC). ®@axkTudeckd, HCCAEAOBAaHUS BO3JACHCTBUSA Ha IUIOA W
MIPOHUKHOBEHUS TIperapara yepes MaleHTapHbli Oapbep He MPOBOIMIUCE.
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6. PAPMAIEBTUUECKHUE CBOMCTBA (MOCHELOBATENBHOCTE 0013)

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

CoJIep)KMMOe KarCyJibl

IEJUTI0JI032 MUKPOKPUCTAJUTNYECKast
JTAKTO3bI MOHOTUIPAT
KapOOKCHMETHIIKpaxMai HaTpus
KPEMHUS THOKCH]] KOJUTOUTHBIN
Mar"us creapar

O06010YKa KarcyJibl

Kopnyc xancynwi

JKenaThuH

KpacuTesb ele3a okcua kpacHsii (E172)
KpacuTelb xene3za okcua xkentoiil (E172)
tutana quokeun (E171)

Kpvriueura xancynot

JKEJIaTuH

KpacuTellb xkeie3a okcu kpacHblil (E172)
KpacuTeJb xKee3a okcu sxentoiil (E172)
tutana quokcun (E171).

CocraB uepHUI

nresuiak raazypb ~45 % (cogepxut 20 % cIoKHBIX 23UPOB) B 3TAHOIIE,
TUTaHA IUOKCUJ,

ammuaka pactsop 28 %,

MPOMUJIEHIJIMKOJIb,

OyTaHou,

CUMETHKOH.

6.2. HecoemecTuMoCTh

He npumennmo.

6.3. Cpok rognocTu (CpOK XpaHeHus )

3 rona.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH IPH XPAHEHUH

Xpanutb npu Temneparype Huxe 30°C.

6.5. Xapakrep ¥ coaepkaHue NePBUYHON YIIAKOBKHU

[Tpu ynakoBke Ha npou3BojcTBeHHON Tutomanke [aitzep Mantodoakuypunr Joitunena ['MOX,
I'epmanus:

[To 21 xancyne B [I9BII ¢nakoHe ¢ MOAMIPONMIEHOBOM KPBIMIKOW, MperoXpaHsIome oT
BCKPBITHS IETbMHU. [ OpJIBIIIKO (hiIakOHA 3ar1e4aTaHo 3alIUTHBIM AUCKOM M3 (POJIBIH.

ITo 1 pmakoHy ¢ HHCTPYKITUEH IO MPUMEHEHHUIO (JIMCTKOM-BKJIAJIBIIIEM) B KAPTOHHOM MayKe.
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Ilo 7 kancyn B 6rmmctepe u3 [IBX/TIXTOD/TIBX mieHKH T

3 6nucTepa BMeCTe ¢ MHCTPYKIMEH 0 IPUMEHEHHUIO (JINCTKOM-BKJIA/IBIIIEM) B KAPTOHHOM MayKe
C KOHTPOJIEM IIEPBOTO BCKPBITHS.

[Tpu ynakoBke Ha npou3BoacTBeHHOH miomanke OAO «®Dapmcrannapt-Y paBUTA», Poccus:
ITo 7 xancyn B 6muctepe u3 [IBX/TIB/AX/IIBX mieHKH U aTFOMUHUEBOM (POJIBIH.

3 6nucTepa BMeCTe ¢ MHCTPYKIMEH 0 IPUMEHEHHUIO (JIMCTKOM-BKJIA/IBIIIEM) B KAPTOHHOM IMayKe
C KOHTPOJIEM IEPBOTO BCKPBITHS.

6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH TPH YHUYTOKEHHMH HMCIOJIb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpemnaparta WIH OTXO0A0B, TMOJYYEHHBIX [0CJie TpPHUMeHEHUs
JIEKAPCTBEHHOI'0 MpenapaTra u Apyrue MaHUIMyJISIUM C PenapaTomM

Bech ocTaBmmiics 1ekapCTBEHHBIN MperapaT U OTXOAbI CIEAYET YHHUTOXHUTh B YCTAHOBIICHHOM
MOPsIZIKE.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YJIOCTOBEPEHMUSA

Coenunennblie llITatel AMepuku

Baiier Xomaunar3 Dn01nCu

66 Xancon Bynbap Uct, Helo-Hopk, mrat Hero-Hopk 10001-2192
Ten.: +1 (212) 733-2323

7.1. [IpeacTraBuTe/Ib AepPKATENsA PETHCTPANMOHHOTO YI0CTOBEPEHMS

[Iperen3un moTpeOUTENICH HAIPABIATH 11O aJIPECy:

Poccuiickas ®@egepanus

00O «Ildaitzep MaHOBaIUN

Anpec: 123112, r. Mocksa, [Ipecnenckas Hao6., A. 10, B «bamns na Habepexuoii» (brok C)
Tenedon: +7 (495) 287-50-00

®akc: +7 (495) 287-53-00

On.nouta: Russia@pfizer.com

Pecny6siuka Kazaxcran

ToBapuIecTBO ¢ OrpaHUYeHHOM 0TBeTCTBEHHOCTHIO «Ildaiizep Kazaxcran»

Anpec: Pecy6nuka Kazaxcran, r. Anmatsl, 050000, Meneyckuii paiion, npocrnekt Hypcynrana
Hazap6aesa, a1. 100/4

Tenedon: +7 (727) 250 09 16

®akc: +7 (727) 250 42 09

On.nouta: PfizerKazakhstan@pfizer.com

8. HOMEP PETMCTPALIMOHHOTI'O YIOCTOBEPEHHUS
JITT-Ne(000570)-(PT-RU)

9. IATA TEPBUYHOM PETUCTPAIIUU (ITOATBEPKIEHUE PETUCTPAIIUMN,
INEPEPETUCTPAIIN)

[ara nepsoii peructpauuu: 14.02.2022
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10. IATA IEPECMOTPA TEKCTA

OOmasi XxapakTepuCTHKA JICKApCTBEHHOTO Ipernapara Mrtyicu noctynHa Ha MHPOPMAIMOHHOM
noprane EBpa3uiickoro 3KOHOMHUYECKOTO COr03a B MH(GOPMAIMOHHO-KOMMYHUKAIIMOHHON CETH
«uaTeprer» https://eec.eacunion.org.

IIpumeuanwue.

ToproBble HanMeHOBaHUs npenapara B ctpaHax EADC:
Uryncu — Poccuiickas @enepanus
Aiibpanc — Pecniy6nuka Kazaxcran.
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