COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 04.09.2024 N= 18706

OBIIAS XAPAKTEPUCTHKA JEKAPCTBEHHOFOTIPERHAPATA 1001

1. HAUMEHOBAHMUE JEKAPCTBEHHOI' O IIPEITIAPATA
[Tan6Gouuknn6 dapmacunTes, 75 Mr, Karcybl
[Tan6ouuknn6d dapmacunres, 100 Mr, KarcyIbl

[MTan6orukm6 dapmacunTtes, 125 Mr, Kancysst

2. KAUECTBEHHbBIN U KOJIMYECTBEHHBIN COCTAB
JelicTBytoIII€€ BEIIECTBO: MATOOIMKINO.

[ManGoumknub Papmacunres, 75 Mr, KacyJbl

Kaxxnas xancyna conep kUt /5 Mr nanoouukinoa.

BcrnomorarenbHbie BEIIECTBa, HAIMYNAE KOTOPBIX HAJ0 YYMTHIBATH B COCTABE JIEKAPCTBEHHOTO
npernapara: Jlakto3a 0e3BojHast, kpacutesb myHuobii (ITorco 4R-Rouge Cochenille A) (E124),
KpacuTelb coHevHbIi 3akar xentoiid (FCF-FD&C xenteiit 6) (E110) (cMm. paznen 4.4).

[Man6oumknud @apmacunres, 100 Mr, KancyJsl

Kaxxnas xancyna cogepxut 100 mr nanborukinoda.
BcnoMorarenbHbie BElIeCTBa, HAJMYME KOTOPBIX HAJIO YYUTHIBATH B COCTaBE JICKAPCTBEHHOT'O
nperapara: 1akro3a 6e3BoHas (cM. pa3aen 4.4).

[Man6oumknud @apmacunres, 125 mr, Kancyisl

Kaxnas xancyna cogepxut 125 mr nanGouuknuoa.

BcnomoraTenbHble BeleCTBa, HAJMYME KOTOPBIX HAJ0 YYHUTHIBATH B COCTABE JIEKAPCTBEHHOI'O
npenapara: JJakTo3a 0e3BOjHas, KpacuTellb coyHeuHbli 3akat xenTbiii (FCF-FD&C xentsiii 6)
(E110) (cm. paznen 4.4).

ITomupIit MEPCUCHb BCIIOMOI'aTCIIBHLIX BCIICCTB IIPUBEACH B pa3JICjIC 6.1.

3. JEKAPCTBEHHAS ®OPMA
Kancynbl.

[ManGormknub PapmacuaTes, 75 MI, KaCyJibl

TBepable )keTaTHHOBBIE Karlcyibl pazmepa Ne 1, umeromue 6e10ro 1Beta KOpIyc U OpaHKeBOro
1BeTa Kpblieuky. ConepKuMoe Karcyibl CBETI0-KEITOr0 WU JKEJITOrO [[BETA MOPOIIOK.

[ManOcommknmnd Papmacuures, 100 Mr, Karcyisl

TBepaple KenaTHHOBBIE Kamcynsl pasmepa Ne 0, mMMeronMe KOPUYHEBOTO IIBETa KOPIYC H
KOPUYHEBOTO IBeTa Kpbiiedky. Comep:KuMoe Karcyibl CBETJIO-KENTOrO HIIM JKENTOTrO IIBEeTa
HOPOIIOK.

IMan6ouuknud @apmacunres, 125 mr, KancyJsl
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[BCTAa KPLIIICYKY. COI[ep)KI/IMOG KarcCyJibl CBETIIO-KCIITOT'O UJIHU KCJIITOI'0 IIBETA IOPOIIOK.

4. KIMHUYECKHUE JAHHBIE
4.1. Iloxka3aHusl K NPUMEHEHUIO
[Tpenapart [Tanbonukimb @apmacuHTe3 MOKa3aH B3POCIBIM IMallMEHTaM B Bo3pacte ot 18 jer s
JCYCHHUsI MECTHOPACIPOCTPAHEHHOTO MM METAaCTaTUYECKOIO paka MOJIOYHOW  IKeJe3bl
MOJIOKUTEIBHOTO 1O TropMOHaNbHBIM penentopam (HR+), oTpunarensHoro mo peuentopy
SMUepMaNTBHOTO hakTopa pocta uenoBeka 2-ro Tuna (HER2-) B komOunammu c:

—  MHrHOUTOpPOM apomarasbl B KayecTBe 1-il TMHUYU Tepanuu Win

—  (ynBeCTpaHTOM Yy MAIUEHTOB C IPOrPECCUPOBAHUEM 3a00JICBaHHS MTOCTIE YHAOKPHHHOM

TeparnuH.

4.2. Pe:xuM 103UPOBAHMSI M CIIOCO0 MPUMeEHEHHUsI
Jleuenue npemnaparom Ilanbomuknnd dapMacuHTe3 HEOOXOIUMO HAYMHATH U MPOBOJHUTH O]
HAOJIIO/ICHUEM Bpada, UMEIONICTO OIBIT B MPHUMEHEHUU MPOTHBOOITYXOJIEBBIX JICKAPCTBEHHBIX
MpernapaToB.

Pexxum 103upoBaHus

Pexomennyemas cxema npuema: 125 Mr oJuH pa3 B CyTKU B TeueHue 21 AHs ¢ MOCIeAYIOLUM
nepepbiBoM Ha 7 mHel (cxema 3/1) (TakuM 00pa30M MOTHBIA UK COCTABISET 28 qHE).
WNuruburop apomarasbl B COYETAHUU C NAIOOLUKIMOOM CleyeT NMPUMEHATh B COOTBETCTBUHU C
PEKUMOM  JIO3MPOBAHUS, YKA3aHHbBIM B HMHCTPYKUIUH IO MEAMIUHCKOMY MPUMEHEHUIO
KOHKPETHOTO TIpernapara.

@ynaBecTpaHT B COYETAaHMU C NAIOOUMKIMOOM cienyer npuMeHats B go3e 500 wr,
BHYTpUMBIIIEYHO B 1, 15, 29 nenp u nanee 1 pa3s B mecsw.

[lepen HauasioM W BO BpemMss KOMOMHUpPOBaHHOM Tepanuu mnpenaparoMm [lanGouuxin6
®apMacuHTe3 U UHIHMOUTOPOM apomaras3bl/QynBeCTpaHTOM JKEHIIMHAM B Ipe- WIU
nepuMeHonay3e  HeoOXOAMMO  Ha3HAa4yaTh  aroHHUCTHl  JIIOTEHHU3UPYIOIIETO  TOPMOH-
BbICBOOOKqatomiero ¢pakropa (JIFPT') B cooTBETCTBUY C TOKATBHOM KIMHHYECKON IPAKTHKOM (CM.
paznen 4.4).

MyxunHaMm, MOJyYarollMM KOMOMHHMpPOBaHHYK Tepamnuio mnpenapatoMm [lanOomnukian0
®dapmMacuHTE3 W WHTHOMTOPOM apoMarasbl, PEKOMEHayeTcss Ha3zHadaTh aroHucTtsl JII'PIT B
COOTBETCTBUH C JIOKATbHOM KIMHUYECKOW MPAKTUKOM.

Tepanuio MpoIOHKAIOT 0 TEX IMOp, MOKa HAOIIOAAETCS MOJOKUTENbHBIH 3((EKT OT JeueHHs.
[lpn pa3BUTHU PBOTHI WM TPOIYCKE O3Bl HE CJIEIyeT MPUHUMATH JOTIOTHHUTENBHYIO 03y

npernapara, a IpUHATh CJIEeIYIOIIYIO 103y B OOBIYHOE JIJIsl HEE€ BpeMsl.
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Monmudukarmus go3el npenapara Ilanbomukmud dapmacwHTE3 PEKOMEHAYETCS C  Y4ETOM
WHMBUIYaIbHON 0€30MaCHOCTH U IEPEHOCHMOCTH.

JleyeHne HEKOTOPBIX HEXENATEIbHBIX PEAKIIUA MOXKET MOTPEeOOBaTh BPEMEHHOTO MPEKPAIICHHS
npueMa mpernapara/nepeHoca npueMa Ha 0oJiee TMO3THUN CPOK W/WJIM CHIDKEHHS J03bI JIMOO
MOJTHOM OTMEHBI Tperapara B COOTBETCTBHM C Tpa)MKOM CHIDKEHHUS J[03bI, TPUBEICHHBIM B
tabnunax 1, 2 u 3 (cm. paznenst 4.4 u 4.8).

Tabmuma 1. Pekomenmyembie monudukanuu ao03el npenapara [lanGonuknnbé dapmacuHTes B

CJIydac pa3sBUTHUA HECXKCIATCIIBHBIX peaKuHﬁ

YpoBeHb J03UPOBAHUS Ho3za

Pexomennyemas nosa 125 Mr B cyTKH
IlepBoe CHMKEHUE N03BI 100 Mr B CyTKH
Bropoe cHmxenue 10361 75 mr B cyTKu*

* Eciu TpeOyeTcs CHIDKEHHE JI03bI HUXKE 75 MT B CYTKH, CIIEyeT OTMEHUTH MPUEM MIpernapara.

Tabmuna 2. Moaudukanus no3el npenapara I[lanbomukimmb PapmacuHTE3 NPH Pa3BUTHU
reMaToJI0rM4ecKoil TOKCUYHOCTH?

[TpoBeieHMe MOHUTOPHMHIA PE3YJILTATOB OOLIEr0 aHajlu3a KpPOBM HEOOXOJUMO IEpe]] HauyaioM
tepanuu npenapatoM [lanGounknud dapmacuHTe3 U BHaYale KaXJOro LUKJIA, a Takxke Ha 15-i
JIEHb MEPBbIX JBYX LIUKJIOB U MO KIIMHUYECKUM IOKA3aHUIM.

s manueHToB, y KOTOPBIX MaKCHUMAaJbHBIM YPOBEHb HEUTpONEHHMH BbIpakaeTcss B 1 wim 2
CTETIEHH TSKECTH B MEpBbIe 6 IIMKIIOB, POBEICHIE MOHUTOPUHTA PE3YIbTaTOB OOIIEro aHaIn3a
KPOBU ISl MOCJEIYIOUIUX IMKIOB HEOOXOIMMO KaxkJple 3 Mecsla, /10 Hadala MKJIAa U 110

KIMHUYCCKHUM ITOKa3aHUsAM.

CremneHp TSHKECTH 110 Monudukanus 10361

CTCAE

1-s wm 2-51 cTeneHs” Koppexkius 10361 ipenapaTa He TpeOyeTcs.
3 cremnenp? 1-# neHb HUKIIA:

ClIeTyeT MPUOCTAHOBUTH ITPHUEM IIperapaTa 10 BOCCTAHOBIIEHUS CTETICHN
TSOKECTH < 2 U MOBTOPUTH OOIIUI aHaIM3 KPOBU B TeUeHHE | Heaenu.
[Ipu CHIWKEHUH CTETICHH TSKECTH 0 < 2, HA4YaTh CICAYIONIHHA IIHUKII 8
npesicreli 0o3e.

15-ii neHp NepBHIX ABYX IUKJIOB!

e Ecmm nHa 15 nmeHp cremeHp TSXECTH — 3, MPOAOIDKANTE MpPUEM
npermapata llamGonmknu® @dapmacuHTe3 B TeKymied 103e 10
3aBEpILICHHS LIUKJIA ¥ TOBTOPUTE OOLINI aHATU3 KPOBH Ha 22 JEHb.

e Ecnm na 22 neHb cTeneHb TSOKECTH — 4, CM. pasnen «4-si CTETICHbY
HWXKE
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BATENBHOCTE Of

N
{3

CrnenyeT OLEHUTH HEO6XOHI/IMOCTI> clrllzlﬁceﬁm JO3BI nnn I[J'II/ITGJ‘I'LI—TOM
(Gonee 1 Hemeny) CHUKEHUH CTETICHH TSHKECTH C 3 CTETIEHH HEUTPOTICHUH
WM TIOBTOPHBIX MOBBIIIEHUSAX CTENEHU TSKECTH HEUTpONEHUH A0 3 B
MIEPBBIN AEHD MOCIENYIOIINX [IUKIIOB TEPAIHH.

3-1 crenens AYH® (500 — B mo6oe Bpems:

< 1000 mm®) + muxopajika HeoO6xomumo otmenuts mnpemapar [lanGonuknu® Papmacuares 10

= 38,5°C w/nimi MBQEKUUS | pasnerenus cHMITOMATHKE /10 ypoBHs < 2.

B0306HOBHUTE TEPAIHIO CO CIEAYIONIEN 50JIee HU3KOM J03bL.

4-51 cTeneHp” B mo6oe Bpems:

HeobxomuMo oTMeHMTh npenapar Ilan6ouuknu6 ®dapmacuHTes 10

paspenieHns: CHMITOMATHKH JI0 YPOBHS < 2.

B0300HOBUTH Tepanuio co CIeAyIONIeH 00Iee HU3KOM T03bI.

Crenenb TskecTd ykazana B cootsercTsud ¢ CTCAE 4.0 (I crenens: AUH <HTH — 1500/Mm3; 2 crenens: AUH —
1000 — <1500/mm3; 3 crenens: AUH — 500 — < 1000/Mm3; 4 crenens: AUH — <500/mm%). AUH — aGcomoTHOE YHCII0
neiitpodunos; CTCAE — OO6rine KpuTepuy TEPMHHOJIOTHHU Il 0003HAUEHHS HEXENaTeabHbIX sABeHuid (Common
Terminology Criteria for Adverse Events — CTCAE); HI'H = umxHsist rpaHHIia HOPMBL.

a Tabnuia OTHOCHTCS KO BCEM I'€MaTOJOIMYECKUM PEaKLUsM 3a UCKIIOUeHHeM JHUMQONeHHH (eciid OHa He
COINPOBOXKAAETCS KIIMHUYECKUMH MPOSIBICHUSIMH, HAIIPUMED ONIOPTYHHUCTHYECKMMHU HHPEKIUSIMH).

6 AYH: 1 crenmens: AUH — <HI'H — 1500/mMm3; 2 cremens: AUH —1000 — <1500/mM5; 3 crenmens: AUH — 500 — <
1000 mm3; 4 ctenens: AUH — <500/mm3,

Tabmuna 3. Monpudukanus no3sl npemnapara llanGouuknu6 dapmacuHTe3 MpPH Pa3BUTUU

HETreMaTOJIOTUYECKOU TOKCUYHOCTH

Crenens Tsoxectu o CTCAE Monudukarus 103sl
1-1 wunt 2-9 creneHn Koppekuust 10361 IpemnapaTa He TpeOyeTcs.
Heremaronoruueckue tokcuueckue | [IpekpatuTh npuem mpenapara 10 yiaydlieHUs

sBICHUS > 3-ii cTemeHW (ecaM OHM | COCTOSIHHUS JIO:

COXPAHSIOTCs, HECMOTpPs Ha IpoBeneHHoe | < 1-if creneHu;

JIeYEeHUe) < 2-#1 crenienH (eciu SIBICHHSI HE TIPEICTABIISIOT
pucka aJis 6€30MacCHOCTH MalleHTA).

Bo0300HOBHUTH JIeueHHE ¢ 00ee HU3KOM JO3bI.

Crenens TspkecTH yka3aHa B cootBeTcTBHM ¢ CTCAE 4.0.
CTCAE = O61ne TepMHHOJIOTHYECKHE KPUTEPHUH JUTs HeXxenatenbHbIX sBienuit (Common Terminology Criteria
for Adverse Events).

MOI[I/Id)I/IKaI_II/IH JA03bI TP COBMCCTHOM IMPUMEHCHHUH C MOIIIHBIMHU I/IHFI/I6I/ITOD3MI/I I/I30d)CDMeHTa
CYP3A

Crnenyer m30eraTb COBMECTHOTO TPUMEHEHHUsS MAJOOMMKINOa C MOITHBIMH WHTHOWTOpaMU

uzodpepmertra CYP3A u paccMOTpeTh BO3MOKHOCTh COBMECTHOTO IPUMEHEHHS C ITperapaTaMu ¢
MHUHHMAaJIbHON WM OTCYTCTBYIOIEH MHTHOMPYIOLIEH aKTUBHOCTHIO B OTHOIIEHUH M30(epMeHTa
CYP3A.

Ecin HeBO3MOXXHO U30€XaTh COBMECTHOTO MPUMEHEHMs] Nan0ouukinbéa ¢ MOUIHBIMU
uHruouropamu n3opepmenta CYP3A, cienyer CHU3UTH 103y NanOOUUKINOa 10 75 MI O/IMH pa3
B cytku. Ecnu npumenenue momnoro umuHruburopa msodepmenta CYP3A mpekparieHo, mo

UCTCUYCHUHU 3-5 MepuoJIoB MOTyBhIBeAcHHs HHruouTopa nm3opepmenra CYP3A no3y mpenapara

4
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npuemMa MoIHoro uHruouropa nzodpepmenta CYP3A).

Moaudukarys 10361 B 3aBUCUIMOCTH OT BO3pacTa, I0JIa MJIM MAaCcChl Tella MalueHTa He Tpedyercs
(cm. pazmen 5.2).

Crnenyer NOJIHOCTBIO MPEKPATUTH NpueM mpenapara [lanbonukinnd dapmacuHTe3 y NAlMEHTOB €
MHTEPCTULMAIBHBIM 3a0oseBanueM Jierkux (M3J1) wim MHEeBMOHHTOM TSDKENOW CTENEeHU (CM.
paznen 4.4).

Oco0nlie I'pYHOIIbI TAMEHTOB

Ilayuenmul nodcunoco eospacma
Jyist marieHToB B Bo3pacTe 65 JeT U cTapiie KOPPEeKIus 1036l He TpedyeTcs (cM. pasnen 5.2).
THayuenmoi ¢ HapyweHuem yHKyuu novex
[TarueHTaM ¢ TOYEYHON HEJJOCTATOYHOCTBIO JIETKON, yMEPEHHOM HITH TSHXKEION CTENeHH (KIHPEHC
KpeaTHHHHA > 15 MII/MUH) KOppeKIus A03bl He TpeOyeTcs. JJOCTYIMHBIX JaHHBIX M0 IPUMEHEHHUIO
mperapara y TMalueHTOB, KOTOPBIM TpeOyeTcs MPOBEACHHE IeMOJuain3a, HEAOCTATOYHO JIIs
MPEIOCTABIICHUST KAKUX-THOO0 PEKOMEHIAIMKA 10 JAO3MPOBAHUIO Iperapara y JaHHOW TPYIIITBI
ManyueHToB (cM. pa3aeinsl 4.4 u 5.2).
Tlayuenmsi ¢ Hapywenuem gyukyuu nevexu
JIJIs TaliieHTOB ¢ JISTKUM HJIM YMEPEHHBIM HapylieHueM (QYHKIMH MedeHH (Kiaccel A U B mo
kinaccuukanuu Yaitna-I1st0) koppekius 10361 He Tpedyercs. PekomenayeMas no3a mpermnapara
[TanGonukmnbd dapmacuHTe3 y MAIMEHTOB C TsDKEIBIM HapyiieHueM QyHKuuu nedenu (kinace C
no knaccudukanun Yaina-ITeto) cocraBnser 75 Mr oauH pa3 B cyTku mo cxeme 3/1 (cM. pazgen
5.2).

eTH
bezonacHocts 1 3 dexTrBHOCTS penapata [Tanbonuknud dapmacunrtes y AeTel U MOJAPOCTKOB
B BO3pacte J0 18 JIeT He yCTaHOBIICHBI.

Criocob nnpuMeHeHus

[Tpenapar IlanGouuknu®d dapmacunHTe3 cieqyeT NPUHMMATh BHYTPb BMECTE C IHILEH,
NpUOJIM3UTENBHO B OJTHO U TO YK€ BPEMS KaXKIbIi 1€Hb.
Kancyssl ciaenyer nporyiaTeiBaTh LEIUKOM (HE pa3KeBbIBas, HE pa3iamMblBasi U HE OTKPBIBAs MX
nepe nporiaTeiBaHueM). Henb3st MprHHUMATh Karcyiibl, €CITM OHU Pa3IOMaHbl, UMEIOT TPEIIUHBI
WM UX T[eJIOCTHOCTH HAPYIICHA HHBIM 00pa3oM.
4.3. IlpoTuBONOKA3aHUS

® THUINEPYYBCTBUTEIHHOCTH K MATOONUKINOY WITH K JIFOOOMY U3 BCTIOMOTATEIHHBIX BEIIECTB,

IIEPEUNCIICHHBIX B pazzene 6.1.

JKEHIMHEI B Ipe- WK IEPUMEHOIAY3¢
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apoMaTa3bl  JKGHIIMHAM B Tpe- WM [EpPUMEHONay3e  00s3aTelbHO  IMPOBEICHUE
abmsauuu/moaaBieHuss (PyHKIUKA SUYHUKOB C momormipio aronucra JII'PT, uto oOycnoBiieHO
MEXaHU3MOM JIEHCTBUSI HHTMOUTOPOB apomarassbl. [Ipumenenne nandbonukianba B KoMOMHAIIUY C
GbynBecTpaHTOM Y JKEHIIMH B Ipe- WM MEPUMEHOIay3e U3y4aJoch TOJIBKO MPU OJTHOBPEMEHHOM
HaszHayeHuu aronucra JII'PT'.

BucuepaiabHBIIL KpHU3

D¢ heKTUBHOCT M 0€30MaCHOCTh MANIOOIUKINOA Y TAIMEHTOB C BHUCIEPAIbHBIM KPHU30M HE
U3y4anach.

Heurponenus

B knuHMYECKHX HCCIIEIOBAaHUAX MaIOONUKIMOa HAOIIOJANNCh CIIy4al CHIDKCHHS KOJIMYECTBA
HEUTPO(HUIIOB.

VY nanueHTOB NPUHUMAKOIIUX MaI0onuKInOd B KoMOuHanuu ¢ teTpo3oioMm (Paloma-1, Paloma-2)
win pyneecrpantom (Paloma-3) ormedanu cHbKeHHE Yrcaa HEHTPOYUIOB 3 CTEIIEHH TSKECTH U
4 crenenu Tsoxecty B 56,1 % u 10,6 %, COOTBETCTBEHHO.

Menuana BpeMeHHU 0 MEPBOTO Ciydas HEHTPONEHUU JI00O0W CTENEeHU TSKECTH cocTaBuiia 15
nuerr (12-700 nHeli), a MenMaHa MPOJOJKUTEIBHOCTH HEHUTPONGHHWH 3-H CTEIECHH TSHKECTH
cocTtaBuia 7 JHEH BO BCEX TPEX PaHIOMU3HPOBAHHBIX KIMHUYECKUX UCCIICTOBAHUSX.
Heo6xoauMo npoBesieHue MOHUTOPHHTA PE3yJIbTAaTOB OOIIETO aHaJM3a KPOBH TEpej HadalioM
Tepanuu npernapatoM [lanboruknnd dapmacuHTe3 U B Hadaje KaXKJIOTo IMKJIa, a Takxke Ha 15
JIEHb TIEPBHIX JBYX IIUKJIOB U MO KIMHUYECKUM MOKa3aHHUIM.

JIIsT arMeHToB, y KOTOPBIX MaKCHMAJbHBIM YPOBCHb HEHTPOTICHWH BhIpakaercs B 1 wimm 2
CTEMNEHU TSHKECTU B TIEPBBIE 6 IIUKIIOB, MPOBEACHUE MOHUTOPUHTA PE3YIHTATOB OOIIEro aHan3a
KPOBH ISl TIOCIEAYIOUIUX IUKIOB HEOOXOAUMO KaxKAble 3 Mecdlla, 0 Hayala IHUKIa U HO
KITMHUYECKUM TOKa3aHUSIM.

Jlnst manueHToB, y KOTOPBIX pa3BHBAETCS 3-s WM 4-s1 CTENEHb HEHTPOICHUH, PEKOMEHIYETCS
MpeKparieHue npueMa mnpernapara, CHIKEHHUE J03bl WIM TIEPEeHOC NpHeMa B HAYaJIbHOM ITUKIIE
Tepanui. Heo6X0auMo oCyIecTBIATE COOTBETCTBYIOLINI MOHUTOPHUHT (cM. pasaensl 4.2 u 4.8).

HHTepcTuinajlbHbIC 3a00JIeBaHUs JICTKUX/TTHEBMOHUT

Tsokenple, yrpokaromue KU3HH WiM ¢aTtanbHble ciaydyan W3JI w/mim NHEBMOHUTa MOTYT
BO3HUKHYTh y TAIIMEHTOB, IMOJyYAIOIIUX JICYCHHE WHTHOUTOPAMH NUKIMH-3aBUCHMBIX KHHA3
(CDK) 4 u 6, Bxiitouast npenapat [lanGounknud ®apmacuHTe3 B KOMOWHAIIMM C HJIOKPUHHON
Tepanuen.

B knmmamdeckux uccnenoBanmsx y 1,4 % mamueHTOB, MOMyYaBIIUX MATIOOIUKINOOM, ObUIH

otmeueHbl cinydan M3JI/maeBMonnTa m06o# crenenn tspkectd, y 0,1 % manueHToB 3-i cTeneHu
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Jononuurensuple  cinydan M3JI/mHeBMOHMTA ¢ JIeTalbHBIM HMCXOJOM HaOJIOJAINCh B
IOCTPETUCTPALIMOHHOM IIepHoje (cM. pasnen 4.8).

[TarueHTH! JOMKHBI HAXOUTHCS 101 HAOIIOACHUEM Ha MPEAMET Pa3BUTHSI JIESTOYHBIX CHUMITOMOB,
yKasbiBarolux Ha Hamuuue WM3JI/mHeBMoHMTA (HampuMep, TUIIOKCUH, KAallUIsl, OJIBIIIKH).
[TanmenTam, y KOTOPBIX BIIEPBBIC HAOIIOJAIOTCS WK YXYALIAIOTCSA PeCIUPATOPHBIE CUMIITOMBI, U
y KOTOpBIX Tmono3peBaeTcs pasButue M3JI/mHeBMOHMTA, CclenyeT He3aMeIUTENbHO
PUOCTAHOBUTH MpuMeHeHHe mpenapata [lanGouukmmubd dapmacuHTe3 U OLEHUTH COCTOSHHUE.
Cremyet moJIHOCTBIO OTMEHHTH Ipenapar [lanbonuknub dapmacunTe3 y nanueHtos ¢ U3J1 umu
MTHEBMOHUTOM TSDKEJION cTerneHu (cM. pazzaen 4.2).

Nudexuun

[Tockonpky mpemnapat [lanGoruknnd @apmacuHTe3 007a7aeT CIOCOOHOCTBHIO MOJABISATH
(GYHKIIMM KOCTHOTO MO3ra, OH MOET OBITh MPUYMHOW MPEApPaCHONIOKEHHOCTH MAIMEHTOB K
UHPEKIUAM.

Cryyan nHpEKIUN TF000H CTEIICHH TSKECTH B OOJIBIICH CTEIeHN OBUTH OTMEUCHBI Y TIAIIMCHTOB,
MOJyYaBIINX MaTOOLUUKINO B KOMOWMHAIMHU C JeTpo3oiioM i QynBectpantoMm (54,7 %) mo
CPaBHEHHMIO C MallMEHTaMH, MTOJIy4aBIIUMU TOJIBKO JIEeTpo30 uin gynsectpant (36,9 %). Y 4,5%
u 0,7 % mauueHToB, MOy4yaBIIMX MaIOONMUKINO B JIF000H U3 ABYX KOMOWHAIIHMA, ©MEIH MECTO
uHpexkuu 3-i win 4-0i CTENEeHH TSKECTH COOTBETCTBEHHO, MO CPAaBHEHUIO C TAllMEHTaAMH,
MOJYYaBIIUMH TOJBKO JIETP030i uiaH (ynBectpaHT (2,5 % u 0 %, COOTBETCTBEHHO).

[Ipy BO3HMKHOBEHMHM TPU3HAKOB WJIM CHMITOMOB MH(EKIUU CleyeT Ha3HAYUTh
COOTBETCTBYIOIIYIO JIEKAPCTBEHHYIO Tepanuio (cM. pazaen 4.8).

Bpauu nomxHbI ponH(OpMUPOBaTh NAIIMEHTOB O HEOOXOAUMOCTH CPOYHO COOOIIATh O JIFOOBIX
AIU30/1aX JIMXOPAIKH.

Hapyiienue d)VHKHI/II/I ONCYCHU

[Ipenapar IlanGonuknubd dapmacuHTe3 CleyeT TPUMEHSITh ¢ OCTOPOKHOCTHIO Y TAIMEHTOB C
YMEPEHHBIM M TSKENbIM HapylleHHeM (YHKIMM TE€Y€HHU, IMPU 3TOM MPOBOAS TIIATEIbHBIN
MOHHTOPHHT Ha MPEJAMET BOZHUKHOBEHUS IPU3HAKOB TOKCUYHOCTH (CM. pazaensl 4.2 u 5.2).

Hapymienue d)VHKUI/II/I ITOYCK

[Ipenapar IlanGoruknmubd dapmacuHTe3 ClIeyeT TPUMEHSITh C OCTOPOKHOCTHIO Y TIAIUEHTOB C
TSOKEJIBIM HapylleHneM (yHKUHU IMOYeK, NMPU ATOM MPOBOJIS TIIATEIbHBIH MOHHTOPUHI Ha
peIMeT BO3SHUKHOBEHUS MPU3HAKOB TOKCUYHOCTH (CM. pasnensl 4.2 u 5.2).

CoBMecTHAas Tepaliis MHrHOUTOpaMy Wik uHaykropamu nzodpepmenra CYP3A4

Cunpubie unruouTopsl n3opepmenta CYP3 A4 MoryT npuBecTH K HOBBILIIEHHIO TOKCUYHOCTH (CM.

pazmen 4.5). Heob6xomumo wu3beraTb COBMECTHOTO TPUMEHEHHUSI CHJIBHBIX HMHTHOUTOPOB
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NPUMEHEHHUS CJIEyeT paccMaTpuBaTh TOJIBKO IMOCJE TIIATEIbHONM OIEHKH MOTEHIMAIbHOU
MOJIb3bl U PUCKOB. Ecnmu Henb3st n30exarh COBMECTHOTO HA3HAYCHHS CHIBHBIX WHTHOUTOPOB
nzodepmenta CYP3A, no3y npenapara Ilanbonuknnd dapmacunres ciaeayeT CHU3UTh 10 75 MT
OJIMH pa3 B cyTku. Korna npumMeHeHne CUIbHOIO MHTUOUTOpA MPEeKpallleHo, ClIeyeT MOBBICUTD
no3y mnpenapata [lanbomukmm6 PapmacuuTe3 (0 UCTEYCHUU 3—5 TEPUOAOB IMOYBBIBEICHUS
WHTHOUTOpPA) 10 J03bI, KOTOPYIO MAIIMEHT IPUHUMAI JI0 Hadaja Tepariy CUIbHBIM HHTHOUTOPOM
nzodepmenta CYP3A (cm. pazzuen 4.5).

[Ipu coBMecTHOM Ha3HaueHHM WHAYKTOpoB u3odepmenta CYP3A wmoxer ocnabeBaTh
BO3/ICUCTBUE NANOOIMKINOA M, CIEI0BaTEIbHO, MOXET BO3HHMKATh PHUCK HEIOCTaTOYHOU
s dexkruBHOCTH. M3 3TOTO CliemyeT, 4TO HEOOXOAMMO H30eraTh COBMECTHOTO IPUMEHEHUS
nanOonukiInba u cCUIbHBIX HHAYKTOPOB n3odepmenta CYP3A4. [Ipu coBMeCTHOM MPUMEHEHUU
nanOonukiInbda 1 yMepeHHbIX HHIYKTOpoB u3odepmenta CYP3A koppekiust 1036l HE TpeOyeTcst
(cm. pazzen 4.5).

PenponykruBHas GyHKIMA

JKeHIMHBI, CIIOCOOHBIE K JIETOPOXKICHUIO, KOTOPBIC TIOIYYArOT 3TOT MpenapaT WM UX HapTHEPHI
MYXCKOTO TI0JIa JIOJDKHBI HCIIOJB30BaTh BBICOKOA((EKTHBHBIC METOJbI KOHTpAICTIUU (CM.
pasnen 4.6).

BcnomorarennHble BellecTBa

[Tpenapat [ManGorukand @apmacuHTe3 COASPKUT JakTo3y. [lanenTam ¢ peako BcTpedaromencs
HACJICICTBEHHOW HEMEPEHOCUMOCTHIO TaaKTO3bl, Ae(PUIIMTOM JIaKTa3bl JOMAPEH WU TIIOKO030-
raJlakTO3HOM MalibabcopOLuel He clieayeT MpUHUMAaTh 3TOT Mpenapar.

Ipenapam [lanboyuxnub6 @apmacunmes, 75 me, Kancyivl

[Ipemapar cofep:KUT B cBoeM cocTaBe kpacutenb myHIoBsiil (ITorco 4R-Rouge Cochenille A)
(E124) u kpacurens comHeunbiii 3akat xentbiit (FCF-FD&C xentoiii 6) (E110), MOKET BBI3bIBATH
AIJIEPTUYECKHIE PEAKIINH.

Ipenapam [lanboyuxnub6 @apmacunmes, 125 me, kancynvl

[Tpenapat coaepKHUT B CBOEM COCTaBE KPACUTEIb CoNTHeuHbIN 3aKat skenthiid (FCF-FD&C sxenthbrii
6) (E110), MOKeT BBI3BIBATh AJJICPIHUYCCKUE PEAKIIHH.

4.5. B3aumopeiicTBHe ¢ JIPYrHMH JIEKAPCTBEHHBIMH TNpenapaTaMM H JApyrue BHABI
B3aMMO/1eiicTBUS

[TanGorukau6 riaaBHBIM oOpasoM Merabonusupyercss uzopepmenrom CYP3A u depmentom
cynbdorpancdepazoit SULT2A1. In vivo manGorukiaub npencraBiser coO0il 3aBUCUMBINH OT
BpeMeHH uHruourop nzopepmenta CYP3A.

HDeHaDaTBI, KOTOPBIC MOTYT MOBINIATh KOHIICHTPAITUIO nan60um<n1/16a
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JlaHHBIC WCCIICIOBAaHMS MEKJICKAPCTBCHHBIX B3aWMOJCUCTBUN Y 370pPOBBIX JTOOPOBOJIBIICB
CBUJIETEJILCTBYIOT, YTO COBMECTHBIN NMPUEM MHOTOKpaTHBIX 703 200 MI UTpakoHa30J1a ¢ pa30BOM
710300 manoonukianoa 125 Mr npuBOIWIN K YBEIMYCHHIO IUIOIIAA O KPUBOH 3aBUCHUMOCTH
KOHIeHTpauu B IutasMe KpoBu oT BpeMeHn (AUCinf) u mmkoBo#t kouieHTpamuu (Cmax)
nanoonuknrba npubnam3uTensHo Ha 87 % u 34 %, COOTBETCTBEHHO, MO CPABHEHUIO C Pa30BOU
110301 manbonukinba 125 Mr B BUjie MOHOTEpAIIHU.

Crnenyer nzberaTb COBMECTHOT'O TIpUE€Ma MOIIIHBIX HHTHOUTOPOB n3odepmenta CYP3A, Bkitrouas,
NOMHMO MpPOYMX: aMIIPEHaBHUp, aTa3aHaBUp, OOLENPEeBHp, KIAPUTPOMUIIMH, KOHHUBANTAaH,
NENaBUPANH, IWITHA3eM, JSPUTPOMUIIMH, (QOcaMIpeHaBHp, WHAWHABHP, HUTPAKOHA30,
KETOKOHA30JI, JIONMWHABUD, MuOedpaani, MUKOHA30J, Heha3o0H, HeJIPUHABUD, MO3aKOHA30M,
PUTOHABUp, CAKBUHABUD, TENANpPEBHUp, TEIUTPOMHUIIMH, BOPUKOHA30]1 M Tperndpyr wiu
rperndpyToBbIii COK.

HDCHaDaTBI, KOTOPBIC MOTYT CHMXXATh KOHIICHTpaliun HaH6OHI/IKJII/I6a B 1J1a3M€ KpOBHU

Hnoyxmopwt uzogpepmenma CYP3A

JlanHble UCCIIEIOBaHMS MEXKJIEKAPCTBEHHBIX B3aMMOJCUCTBUN Y 3IO0POBBIX JOOPOBOJIBIIEB
CBUJIETENHCTBYIOT, YTO COBMECTHBIN IPUEM MHOTOKpATHBIX 103 600 Mr pudammnuirHa (MOUTHBINH
unayktop CYP3A) ¢ pa3oBoii 1o30i nanbonukanba 125 mr npuBoani k cHmkeHnto AUCins u
Cmax manoonukinnba Ha 85 % u 70 %, COOTBETCTBEHHO, MO CPAaBHEHHUIO C Pa30BOU 1030H
nanbonukianba 125 Mr B Buae MoHOoTepanuu. JlaHHble HCCIEeOBaHUS B3aUMOJEHCTBHUS,
IPOBEIEHHOIO Ha 3JI0POBBIX JT0OPOBOJIBIAX, MOKAa3bIBAIOT, YTO MHOTOKpaTHbIA mpuem 400 mr
mogaduamuia (ymepeHsHoro naruouropa CYP3A) 01HOBpEMEHHO ¢ OHOKPATHBIM MprUeMoM 125
mr naxoonukianoa camkaeT AUCint 1 Cmax manoonukanoa Ha 32 % u 11 %, cOOTBETCTBEHHO, T10
CPaBHEHMIO C OJTHOKPATHBIM NpueMoM 125 mr nanbonuknuoa.

Crenyer n30eratb COBMECTHOTO ITpHeMa NaoOUKIN0a C MOLTHBIMU HHYKTOpaMH H30(epMeHTa
CYP3A, Bxirovas, MOMHMO TpPOYMX, KapOamasenuH, dH3amyramui, (endamar, HEBUPAIWH,
¢denobapOuTan, GeHUTONH, TPUMUJIOH, pUpadyTHH, pudaMIUIIH, pUPaneHTHH U IIpernapaTsl Ha
OCHOBe 3Bep000st TPOABIPSIBICHHOTO.

CoBmecTHBI TpueM yMmepeHHbIX HHIYKTOopoB CYP3A (MomaduHMI) MOXET CHHU3UTH
coJiepKaHre MaI0OMKIINOA B TUTa3Me KPOBH Y 3/TOPOBBIX TOOPOBOIBIIEB. Y MEpEHHBIE HHIYKTOPHI
CYP3A (mampumep, 0o3eHTaH, 3(aBUpeH3, ITPaBUPUH, MOAAGUHWI W HAPIMUIHH) MOXKHO
OPUMEHATh OJHOBPEMEHHO C MaJOOIMKIMOOM TOJIBKO KOTJa 3TOr0 HEBO3MOXKHO H30eXarhb.
Koppexiuu 10361 He TpedyeTcs.

Bausane nopeénaparoB, CHMKAOIMNWX KMCIOTHOCTD KEJIYAOYHOT'O COKa

JlaHHBIE WCCIIENOBAaHMS MEXJICKAPCTBEHHBIX B3aMMOJIEUCTBHI Yy 370pPOBBIX JTOOPOBOJIBIIEB
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MHOTOKpPaTHBIMH J103aMH UHruouropa npotonHod mommsl (MIIIT) pabenpasona mocne npuema
nun cHKall Cmax nmaoorukinoa Ha 41 %, u He3HaunteabHo BIMsT Ha AUCinf (CHIKEHHE Ha
13 %) o cpaBHEHUIO C MPUEMOM Pa30BO 103kl MATOOIMKINOA.

JlanHble UCCIIEIOBaHMS MEXKJIEKapCTBEHHBIX B3aWMOJCUCTBUN Yy 370pPOBBIX JI0OpPOBOJIBLIEB
CBUJICTEILCTBYIOT, YTO COBMECTHBI MpUEM pa3oBOM 103bl nanbommkimmba 125 wmr c
mHorokpatabivu 1o3amu UIIIT padenpazona Haromak cHmxan AUCint 1 Cmax manbonukimmba Ha
62 % u 80 %, COOTBETCTBEHHO, IO CPABHEHHIO C PUEMOM Pa30BOM /1036l MATOONMKINOA B BUJIE
MOHOTEPAIHUH.

[TpuHMMast BO BHUMaHHE MEHEE BBIPAXKCHHOE BIIUSHUE aHTarOHUCTOB H2-perenTopoB U MECTHBIX
aHtaiuaoB Ha pH xenynounoro coka mo cpaBHenuto ¢ UIIII, mpeanosaraercss oTcyTrcTBHE
KIIMHUYECKH 3HAYUMOTO BIUSHUS aHTaroHUCTOB H2-penenTopoB WM MECTHBIX aHTAIUJOB Ha
BO3/ICIICTBUE MaTOOIUKINOA IPU UX IPUEME C MUIIEH.

Bausaue HaJI6OIII/IKJII/I6a Ha APpYTHUC JICKAPCTBCHHBIC MMPCIIapaThl

[TanGonukuO pH eKETHEBHOM TprUeMe B 103¢ 125 MT ¥ TOCTH)KEHUN PaBHOBECHOT'O COCTOSTHUS
y uenoBeka o0siaaeT caabbiM HHTHOUPYIOIINM JIeHcTBUEM B oTHoIIeHuU uzopepmenta CYP3A,
3aBHCSIIMM OT BpeMEHU. B mccieqoBaHUM MEXKIIEKApCTBEHHBIX B3aUMOJECHCTBUN Yy 37J0POBBIX
TOOPOBOJIBIICB COBMECTHBIH IMPHEM MHAa30jlaMa C MHOTOKPAaTHBIMU JI03aMU IMaJ0OIUKINOa
nipuBo v K TOBBIMeHUIO 3HaUeHUH AUCinf 1 Cmax ME1a3omama Ha 61 % u 37 %, cOOTBETCTBEHHO,
M0 CPaBHEHUIO C MPUEMOM MHUJa30JIaMa B BUJE MOHOTEpAHH.

Jlo3a npenapaToB ¢ y3KUM TEpareBTUYECKUM HHJIEKCOM (Harpumep, aneHTaHu, IUKIOCTIOPHH,
JUTHJIPOIPTOTAMUH, 3PTOTAMUH, 3BEpPOIUMYC, (EHTAHWI, MUMO3W, XUHHJIWH, CHPOIUMYC WU
TaKpOJIUMYC) JOKHA OBITh YMEHBIIEHA, TMOCKOJBKY MAJIOOIUKINO MOXKET TMOBBIIMIATE UX
BO3JICHCTBHE.

In vitro nanGorukiub He oka3pIBaeT MHIHOUpYyoLIero aeicteus Ha u3opepmenTe CYPLA2, 2A6,
2B6, 2C8, 2C9, 2C19 u 2D6 u e sBusercs naaykropoM m3odepmentos CYPLA2, 2B6, 2C8 u
3A4 ipu KOHIIEHTPAIUSX, HCITOJIB3YEMbIX B KITMHUYECKON TIPAKTHKE.

Jlempo3on: B KIMHUYECKUX HUCCIEAOBAHUAX Y TMAIMEHTOB C PaKOM MOJIOYHOH JKeJe3bl OBbLIO
MOKAa3aHO, YTO MIPU COBMECTHOM MPUMEHEHUU MaTOOLUKINOa U JeTPO30Jia MEKIICKAPCTBEHHbBIE
KIIMHUYECKH 3HAYMMBIC B3aUMOJICHCTBUS MEXKTy STUMH TIperapaTaMi OTCYTCTBYIOT.
Dyneecmpanm: B KIIMHAYECKUX MCCIIEIOBAHUSX Y MAIMEHTOB C PAKOM MOJIOYHOM JKeJIe3bl, ObLIO
MOKa3aHO, YTO TPU COBMECTHOM TMpUMEHEHHH manborukianba u  QynBecTpaHTa
MEXIJIEKAPCTBEHHBbIC KIMHUYECKH 3HAYMMbIe B3aWMOJCUCTBUS MEXIY OSTUMHU MpenapaTaMu

OTCYTCTBYIOT.

FoaepeﬂuH: B KIIMHUYCCKHUX HMCCICIAOBAHUAX Y MAOUCHTOB C pPakKOM MOJIOYHOM KEJIC3hbI, OBLIO
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KIIMHUYECKH 3HAYMMBIC B3aUMOJICHCTBUS MEX]Ty STUMHU IIperapaTtaMu OTCYTCTBYIOT.
Tamokcugpen: naHHBIE HCCICIOBAHUS MEXKICKAPCTBEHHBIX B3aUMOACUCTBHIA Y 310POBBIX
JOOPOBOJIBIICB MY)KCKOTO TI0JIa TOKAa3ajiH, YTO MPU COBMECTHOM NPUMEHEHHH Pa30BOH J103BI
nanOonuKiInda ¢ MHOTOKPATHBIMH J103aMU TaMOKCU(EeHa U IpU MPUMEHEHUH MaTOOUuKInOa B
BUJIC MOHOTEPAIUU CTETICHH JICKAPCTBEHHOTO BO3ICHCTBHUS NATOOIMKINOA ObUIH COTTOCTAaBUMBI.
Hccneoosanus 6enxkos-nepernocuuxos in Vitro

Hccnenosanus in VItro CBUIETEIBCTBYIOT, YTO MATOOIMHUKINO 0OsiagaeT €iabo BBIPAKECHHOM
CIOCOOHOCTHIO HHTUOUPOBATH AKTHBHOCTH OEJIKOB-TIEPEHOCYHKOB JICKAPCTBEHHBIX BENIeCTB — P-
rimukorporenHa (P-gp), Oenka pe3ucTeHTHOCTH paka MojouHoi xene3bl (BCRP), nmepeHocunka
oprannveckux aHuoHOB (OAT)1, OAT3, mepenocumka opranumueckux katuoHoB (OCT)2,
HoJHIenTHAa-iepeHocunka opranuueckux anuonoB (OATP)1B1, OATPIB3 wu Genka-
nepeHocurka coiyieit kemuHbix Kucaotr (BSEP) mpu KoHIEHTparusx, NpUMEHSIEMBIX B
KJIMHAYECKON mpakTuke. In Vitro, majgdouukim6 obmagaer crocooHocThio nHrubupoBars OCT1
IPH KOHIICHTPAIMSIX, IPUMEHSEMbIX B KJIMHUYCCKOW MPAKTUKE TaK K€ KaK M CIOCOOHOCTHIO
uHruobuposats P-gp u BCRP B jkenynouHO-KUIIEYHOM TPaKTe B IPEANoIaraeMoil KITMHNYEeCKON
J03¢€.

OCHOBBIBasICh Ha JaHHBIX, MOJIYUYEHHBIX B UCCICIOBAHMIX IN VILrO TpaHCIOPT, OMOCPEIOBAHHBIMH
P-gp 1 BCRP mManoBepossTHO BIUSET Ha MPOJOJIKHTEIBHOCTh abcopOumy majnbonukinda mpu
npreMe BHYTPb B TEPANIEBTUUECKUX J103aX.

4.6. DepTUIBHOCTD, 0EPEMEHHOCTDH U JAKTALUSA

)KGHHII/IHBI C ACTOPOAHBIM ITOTCHIIMAJIOM (KOHTD&HGHHI/I?[ Y MY)XXYHH U )KCHHII/IH)

[Tan6Gouuknnbd HEe peKOMEHIYETCSl IPUMEHSTh Y O€pEMEHHBIX JKEHIIIUH U Y KCHIIUH JETOPOIHOTO
BO3pacTa, HE UCIOJIb3YIOIINX HAJIEAKHbIE METOIbl KOHTPALICTILINH.

JKeHIMHBI JETOPOHOIO BO3pacTa, MPUHUMAIOIIUE 3TOT Mpenapar, Wid UX HapTHEPHI JOJKHBI
WCIIOJIH30BaTh MAJCKHBIE METOJIbI KOHTPAIICTIIUN BO BpeMs TEpanuu M, MO0 MEHBbIIEH Mepe, B
teuenue 21 gus u 97 qHEl nocrne ee 3aBepIeHus y JKEHIIUH U MY>KUYHH, COOTBETCTBEHHO.
bepemeHnHoCTH

Hamiexamux u CcTporo KOHTPOIHPYEMBIX HCCIEIOBAHUN TPUMEHEHUs Majaborukinba y
OEpEeMEHHBIX JKEHIIWH HE MPOBOAMIOCH. YUYUTHIBAs JaHHBIC, TOJYYCHHBIC HA >KUBOTHBIX W
MEXaHU3M JCHCTBUS MaTOOIMKINOa, IpenmapaT MOXKET OKa3bIBaTh HETaTUBHOE BO3JICHCTBUE HA
TUTIOJ] IPU TIPUMEHEHUHU Y OepeMEHHBIX JKSHIIUH.

JlakTanus

UccnenoBanusi 1Mo OIEHKE BIUSHUSA NAIOOIMKINOAa Ha BBIPAOOTKY MOJIOKA, BBISBICHHIO

MIPUCYTCTBUS MpErapaTa B rpyTHOM MOJIOKE WJIH €r0 BO3JIEHCTBHS Ha BCKapMJINBAEMBIX TPYIHBIM
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MOJIOKOM z[eTeﬁ Y 4€JIOBCKa HE IMTPOBOAUIINCE.

CriocobHoCTh manOonMKINOa TMPOHUKATh B IKEHCKOE TPYJHOE MOJIOKO HE YCTaHOBIICHA.
[TanenTKY, MPUHUMAIOIINE TATOOIUKINO, HE TOJKHBI KOPMHTD TPYIbIO.

DepTUILHOCTE

Knuanueckue qaHHble 0 BO3ACHCTBUY Nan0OLMKINOa Ha PENPOJYKTUBHYIO (DYHKIIHIO Y KEHILIUH
OTCYTCTBYIOT. My)XUMHaM Tiepesl HayalloM JiedyeHus npenapatoM llanborukmmubé dapmacunres
CJIEIyEeT PACCMOTPETh BO3MOKHOCTh KOHCEPBALIMU CIIEPMBI.

4.7. BansiHue HAa CMOCOOHOCTH YNPABJATH TPAHCIOPTHBIMU CPeACTBAMHM M PadoTaTh C
MeXaHH3MaMHU

HccnenoBanus 1o BIMSAHUIO MNaJOOLMKINOA Ha CIOCOOHOCTH YIPABIATh TPAHCHOPTHBIMU
CpelICTBaMU U paboTaTh ¢ MEXaHU3MaMU HE NPOBOAMINCH. OAHAKO MallMeHTaM, KOTOpbIE IpU
npueme npenapara I[lanbouuknu® @apmacuHTe3 HCHBITHIBAIOT YTOMIIIEMOCTb, CIEAYET
HPOSIBJIATE OCTOPOXKHOCTb IPH YIPaBJIEHUM aBTOTPAHCIIOPTHBIMM CpEICTBAMU U paboTe ¢
MEXaHU3MaMH.

4.8. HexenarejbHbIEe peaKuuu

Pesrome mpoduis 0e3onacHOCTH

CaMpIMU 4acCTBIMHM HEXeJaTeJIbHBIMU JICKAPCTBEHHBIMH SBJICHUSIMU JII000N CTETIEHU TAKECTU Y
NAIMEeHTOB, MOJIYYaBIINX MaJOOIUKINO B KIMHUYECKHX HCCIEIOBAHUAX, OBUIM HEUTPONCHHS,
JCUKOTICHHST, THPEKIHH, YTOMIISIEMOCTb, TOITHOTA, aHEMHUsI, CTOMATHUT, aJTONEIHs U Tuapesl.

B knuHuyeckux uccienaoBanusx Paloma-1, Paloma-2 u Paloma-3 cHmwkenne m103b1 mpemaparta
BCJIEJICTBHE PA3BUTHUSl HEXKeJaTeJIbHbIX peakuuil 1ro0o0if cremeHu norpebosanocs 34,4 %
NAIMEHTOB, NOJyYaBIIMX MaT00UKINO B TH000M KOMOMHALINN.

[TonHast oTMEHa Tepanuy, CBsI3aHHAsI C PA3BUTHEM HEXeNaTeIbHBIX PEaKIHi, IoTpedoBaiach y
4,1 % manueHTOoB, MOJYYaBIIMX MATOOUUKINO B 1000 KOMOMHAIIMM B KIMHHYECKHUX
uccienosanusax Paloma-1, Paloma-2 u Paloma-3.

Cambivu yacTbiMH (= 1 %) cepbe3HBIMU HEXKENAaTeIbHBIMU TOOOYHBIMU 3(pPeKTaMul y NalleHTOB,
MOJIy4aBUINX NANOOIMKINO C 1eTpo30J10M, ObUTH MHpekunu (4,6 %) u hedpunpHas HEUTPOIEHUs
(1,3 %).

CampiMu yacThIMHU (> 1 %) cepbe3HbIMU HeXeNnaTeIbHBIMU TOOOYHBIMU AP PEeKTaMU Y TAllUEHTOB,
NOJTy4YaBIINX NATOOIMKINO ¢ GynBecTpaHToM, ObLTH HHeKmH (4,1 %) u Helitponenus (1,2 %).

TabnuuHoe pE3IOME HEXKENATCILHBIX PEaKIMH

Hwxke mnepeunciensl mobounbie 3(GEKTHl M HEXKeTaTeNbHbIC JICKapCTBEHHBIC PEaKIlHH,
OTMCUCHHBIE B XOJ¢ KIMHHYECKUX HCCiIeAoBaHni. YacToTa HEXKemaTelbHbIX pPeaKInii
orpeeNieHa CIeAyImM 00pa3om: odeHb yacto (>1/10), vacro (>1/100, no <1/10), mewacro (>1/1

000, 1o <1/100), peaxo (>1/10 000, o <1/1 000), ogens peako (<1/10 000), yacrora HEH3BECTHA

12



(Ha OCHOBAaHHMH UMCHKOIINUXCS JaHHBIX OLCHUTH

g
1

COOTBETCTBYET 3KCNEPTHOMY OTUYETY
09.2024 N= 18706

BogMoﬁ(ﬂgj{:J EOQBATENEHOCTE 00071)

ot 04

Tabmuna 4. [Tob6ounbie 3pPexTsl U HEXKeNaTeabHbIe JIGKAPCTBEHHBIE PEaKIMH, OTMEUEHHBIE B

HCCICIOBaHUAX

Kitace cucrem opranos

Quenp 4acTo

Yacrto

Heuacto

>1/10 >1/100, no <1/10 >1/1 000, o <1/100
Hngexyuu u uneaszuu Nudexnnn®
Hapywenus co cmoponst | Heitrponenns® DebOputbHas

. | Jlelikonenus® .

Kposu U aumgpamuieckou . | HefTponeHust

TpombonuToneHus
cucmemul AHeMuSA
Hapywenus [ToHnxeHHbII
MemabonusmMa u nNUMaHus | almeTuT

Hapywenus co cmoponsi

op2aHa 3peHus

Heuerkocts 3penus
VYBennueHHoe
CJIE30TECYCHHE

CyxocTs rnas

Hapywenus co cmoponsi

H€p6HOL7 cucmemyl

T'onoBHas 00JIb

Jucres3ust

Hapywenus co cmoponul

N3J1/maeBMoHUT*"

OblXamenbHol Ccucmembl, HocoBoe
0p2aHo8 2pYOHOU KIemKuU KPOBOTCUCHHE
u cpedocmenus
JKenyoouno-kuweunvie Cromatut®

TomHoTa
HapyuwieHus

[Hwnapes

PBota

3amnop
Hapywenua co cmoponwr | Coinip™ Cyxoctb  koxHBIX | Koc)kHass ~ kpacHast
kodcu U nookoscupyx | AOTELA ITOKPOBOB BOJTYAHKA™
mKaHet
Obwue  Hapywenuss u | YTOMISIEMOCTb

ast cabocTh

peaxkyuu 8 Mecme Obmas craboc

I'uneprepmus
66edeHUs
Jlabopamopnvie u Veenuuenue AJIT

VYeenumaenne ACT

UHCMPYMEHMATbHbIE
OaHHble
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COOTEBETCTEBYET JKCNEPTHOMY OTYETY
ot 04.09 202
(NOCNEOCBATENEHOCTE 0001)

AJIT — anannHamMuHOTpaHCPepasa
ACT — acnapraramuHoTpancgepasza
N3JI — uaTepcTUMaTbHOE 3a00JI€BaHUE JIETKUX
* HexxenatenbHbIE peaklni, HASHTH(QUIIMPOBAHHBIE B TOCTPETUCTPAITMOHHOM IIEPHOJE.
O06001IeHHBIE TEPMUHBIL:
* TepMuH «HH(EKIIUN BKITI0YaeT Bce mpeanoututenapabie TepMuHbl (I1T), KoTopblie sSBIIOTCS 9acThio
KJlacca CUCTeMbl opranoB «HMeKkunn 1 MHBa3UNY.
Tepmun «HedTponeHuss» BkiIoudaeT ciaenyromue IIT: HelTponmeHus, yMEHbIIEHHE KOJIUYECTBA
HEUTPOPIITOB.
® Tepmun «ielikoneHus» BKkIoyaeT cienytomue IIT: nelikoneHus, CHMW)KEHHUE KOHIEHTpALUU
JIEUKOITUTOB KPOBH.
" TepmMuH «aHemusi» BKirouaeT cienytomme [IT: aHemus, CHIKEHHE TEMOTTIOOMHA, CHHIKCHHE
TeMaTOKPUTA.
A TepmuH «TpoMOonUTONIEHUS» BKItoyaeT ciueAytomue IIT: TpomOouuTOneHHs, CHHKCHUE
KOHIICHTPAIH TPOMOOITUTOB.
TepmuH «cromatuT» BKIouaeT cieayronme I[IT: adTo3HBI CTOMATHT, XEWIHMT, TJIOCCHUT,
TJIOCCOJMHUS, SI3BEHHBIN CTOMATHUT, BOCIIAIICHHE CITM3UCTON 000JIOUKH ITOJIOCTH PTa, O0JIb B POTOBOI
MOJIOCTH, TUCKOM(OPT B POTOTIIOTOYHOM 007acTH, 00JIb B POTOTIOTOYHON 00JIaCTH, CTOMATHUT.
TepMmuH «cbimby BKIO4YaeT ciemyrommue [1T: cpimb, Makymomamyne3Has ChIb, 3yJSIiasl CHIMb,
3pUTEMATO3HAs ChIIlb, MTAITYJIE3HAS ChIIIb, ACPMATUT, YTPEBOU JE€PMATHUT.
Tepmun «M3JI/mHEBMOHNTY BKITIOUYAET JIOOBIE 3apETHCTPHPOBAHHBIE TEPMHHBI, KOTOPBIE SBISIFOTCS
YacThi0 CTaHAapTH3WpoBaHHOro 3ampoca MedDRA HurepctunmanbHoe 3a00JCBaHUE JIETKUX
(y3Kwit).

w

COO6H.I€HI/IC 0 ITOA03PCBACMBIX HCKCIATCIAbHBIX PCAKIIUAX

Baxxno coo0mare 0 MOJ03peBaeMbIX HEXKENaTeNbHBIX PEaKIUsAX IOClie pPETUCTpalluu
JIEKapCTBEHHOTO Tpernapara ¢ 1eJbi0 00eCIIeUeHHs] HEMPEPHIBHOTO MOHUTOPUHTA COOTHOIICHHS
«IOJIb3a — PHUCK» JIEKAPCTBEHHOTO mpemnapara. MeauIMHCKUM paOOTHUKAM PEKOMEHIYEeTCs
coo0IaTe O JIOOBIX MOI03PEBACMBIX HEXKENATENbHBIX PEAKIUAX JEKapCTBEHHOTO IMpernapara
yepes HallOHATbHBIE CHCTEMBI COOOIIIEHUS O HeXKENAaTeIbHBIX peakiusix — wieHoB EBpasuiickoro
SKOHOMHYECKOTO COI03a:

Poccuiickas ®@eoepayus

Anpec: 109012, r. Mocksa, CrnaBsiHCKasl miiomanp, 1. 4, ctp. 1

®denepanbHas ciryx0a 1Mo Haa3o0py B cdepe 3apaBooxpanenus (PoczapaBHanzop)

Temedon: +7 800 550 99 03

DnexkTponHas moyra: pharm@roszdravnadzor.gov.ru

Wurepuer-caiit: www.roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka

Jleuenue

AHTHI0T namoonukiInda HEU3BECTEH.

MeaunuHckas TOMOIIb MPH mepeao3upoBke npenaparom [anbomuknnd dapMacuHTe3 JOMKHA

BKJIIOYaThb O6IJ_IyIO NOAACPKUBAIOIITYHO TCpAIINLO.
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COOTBETCTBYET 3K(
~ 0704.09.2024 N2 18706
5. DPAPMAKOJIOTMYECKHUE CBOMCTBA (NOCNEOOBATENEHOCTE 0001)

_NNEPTHOMY OTYETY

5.1. ®apmakoaMHAMHYeCKHEe CBOCTBA
dapmakoTepareBTHUECKas TPYIIa: IPOTUBOOITYXO0JIEBbIE CPEJICTBA; MHTUOUTOPHI IPOTEUHKUHA3;
WHTUOUTOPBI IUKIMH-3aBUCUMBIX kKnHAa3 (CDK).

Kon ATX: LO1EFOL.

Mexanuszm geiicTBus

[TanGonukan0 mpencTaBasieT CcOOOH MPUHUMAEMBI NEPOPAIBbHO, BBICOKO CEJIEKTHUBHBIM,
00paTUMBIN HU3KOMOJICKYJISIPHBIA HHIHOUTOP HUKINH-3aBUCHMMBIX kuHA3 (CDK) 4 u 6. [{ukann
D1 u xuna3er CDK4/6 BXOAST B COCTaB MHOYKECTBA CHUTHAJIBHBIX IYTEH, KOTOPhIC aKTUBUPYIOT
nposinepanuio KIeToK.

q)aDMaKOZ[I/IHaMI/I‘-IeCKI/Ie Bd)d)eKTBI

Nurubupys CDK4/6, nanbouuknu® moaaBnseT mpoiaudepanuio KIETOK MyTeM OJIOKHPOBKU
nepexoja kieTku u3 Gl-¢assl B S-dasy kierounoro nukia. Micnpiranue naroorkiInda Ha aHeIn
JUHUA KJIETOK paKa MOJIOYHOW JKENe3bl C YCTAHOBICHHBIMU MOJICKYJSIPHBIMH TMPOQUIIMA
MOKA3aJI0 BBICOKYIO (P (EKTHBHOCTH IpermapaTa MPOTHB JTIOMUHAIBHBIX THUIIOB Paka MOJIOYHOMN
JKeJe3bl, B YaCTHOCTU MpoTHB ER-1mon10%)uUTENsHOrO0 (IOI0KUTEIHHOTO MO PELIEITOPY 3CTPOreHa)
pakKa MOJIOYHOM KeJe3bl.

AHanu3 MexaHw3Ma JCHCTBHS BBISIBWJI, YTO COYETAaHWE MaIOONUKINOa W aHTUICTPOTCHHBIX
CPE/ICTB YCHJIMBACT peakTHBalUio Oenka peruHoOaactombl (RD) mocpenctBom mHrnOuposanus
dochopunupoBanus RD, 4TO MpUBOAUT K MOAABICHUIO Mepeaadn curHaaoB E2F u 3amepxke
npoiudepanuu. YBeanueHue 3aep>Kku nponudepanuu muanii ER-omoXuTenbHBIX KIETOK paka
MOJIOYHOM ’Kene3bl, O0pabOTaHHBIX MaJOONUKIMOOM UM AHTHUACTPOIEHHBIMU CpPEJICTBAMHU,
COMPOBOXKIACTCS YCHJICHUEM CTApCHHS KJIETOK, YTO MPHBOJIUT K JITUTEIHLHOW OJIOKHPOBKE
KJIETOYHOTO IIMKJIa TIOCTe YAaJIeHUs TMpernapaTa u YBEIMUEHUIO pa3Mepa KIETOK, CBI3aHHOMY C
¢denoTunom crapenusi. MccrmemoBanust in Vitr0 Ha KCEHOTPAHCILIAHTAIIMOHHBIX MOJENAX W3
MOJYYEHHBIX OT MAlMEHTOB KIeToK ER-momokutensHOro paka mojo4noit xenessl (HBCx-34)
MOKa3ajgu, 4YTO KOMOMHanus nanrdouukinbéa | JEeTpo30jia JIONOJHUTENBHO YCHJIMBAET
uHruOupoBanue GochopunupoBanuss Rb, nanpHeiiiyro nepenady CUrHAJIOB M J10303aBHCUMBIN
POCT OMYXOJH. DTO MOATBEPKIACT YUacThe 3aJIeP>KKH Mpoiudepainu, CBI3aHHON CO CTapeHUEeM
KIETKA, B Ka4ecTBE OJHOTO W3 MEXaHHW3MOB, OOCCIICUYMBAIONINX IPOTHBOOITYXOJIEBYIO
3 PeKTUBHOCTP KOMOMHUPOBAHHOTO JeHCTBUS NanOonukinba u antaronucrta ER wa momenmsx
ER-monoxuTensHOro paka MOJIOYHOM JKeJe3bl.

Kinuanueckas 3¢ dekTUBHOCTL U 0€3011aCHOCTh

D¢ heKTUBHOCTh Tepanuu MaaOoONUKIMOOM B KOMOMHAIIMK C JIETPO30JIOM IO CPAaBHEHHIO C

JIETPO30JI0M ObljIa OLEHEHa B MEXIYHapOJHOM MYJIbTHIIEHTPOBOM JBOWHOM CJENOM IUianedbo
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 04.09.2024 N= 18706

KOHTPOJIMPYEMOM PaHAOMHU3HPOBAHHOM HCCII :I[OBaHH'i)[-l I%:%EMHEEHS%;I&I¥C?IB|HHM 1o

ropmoHaiibHBIM petienitopaM (HR+) 1 oTpHIaTebHBIM [0 PEENITOPY AMHASPMATBHOTO (hakTopa
pocrta 4enoseka 2-ro tuna (HER2-) MecTHOpacnmpocTpaHEHHBIM WIIM METACTaTHUYSCKHM PaKOM
MOJIOYHOH KeJe3bl, KOTOPhIE HE TOIYYaIH MPEANICCTBYIOIIYI0 CUCTEMHYIO TEPAITHIO 110 TTOBOIY
METaCTaTHYECKOW OOJIC3HH.

O¢ddekTuBHOCTH Tepanuu MagOOIHMKINOOM B KOMOMHAIMH C (DyIBECTPAHTOM IO CPAaBHEHHIO C
Tepanuel (yIBECTPAHTOM B COUYETAHWUM C TIUIanedo ObuUIa OlEHEHA B MEXIYHApOIHOM
MYJIbTHIIEHTPOBOM JIBOMHOM CJICTIOM PaHIOMHU3UPOBAHHOM HCCIICJIOBAaHUU Y IKCHIIWH,
HE3aBUCHMO OT HX MCHONAy3aJlbHOTO CTaTyca, C MECTHOPACIPOCTPAHEHHBIM  WIIU
METACTaTHYECKUM PAKOM MOJIOUHOM >KEJIe3bl, MOJIOKUTEILHBIM 110 TOPMOHAIBHBIM PELENTOpaM
(HR+), oTpunarenbHbpiM M0 PELEHTOPY 3MUACPMAIBHOIO (aKTopa pOCTa YelioOBeKa 2-Tr0 TUIa
(HER2-), 6051€3Hb KOTOPBIX MIPOTPECCHPOBAIIA MOCIIE MPEAISCTBYIONICH SHIOKPUHHON TEPAITHH.

Pak MoJIOYHOM keae3bl Y MAIIMEHTOB MY>KCKOI'0 oJjIa

[TponomKUTENBPHOCTD JIEYEHMsI, OCHOBAaHHAs HAa MJAaHHBIX O NpPUMEHEHUU mpenapara y 47
NAIMEHTOB MY)KCKOro Moja M aHajiu3e JabopaTopHbIX KapT 12 manuMeHToB, MOJIy4aBIIMX
nayoouKINO, MOATBEPXKIACT MPEUMYILEeCTBAa NPUMEHEHHs MajiOoLMKINOa B COYETAaHUM C
UHTUOUTOPOM apoMaTasbl WM (DyJBECTPAHTOM I JIEYEHMs MAIMEHTOB MY)KCKOIo Ioja ¢
pacIpoCTpaHEHHBIM PAKOM MOJIOYHOM K€JI€3bI MOJI0OKHUTEIbHBIM [10 TOPMOHAJIBHBIM pELIENTOPaM
(HR+), oTpunarenbHbpiM M0 PEUENTOPY SMUACPMAIBLHOIO (aKTopa POCTa YelloBeKa 2-TO THUIA
(HER2-).

JlaHHbIe, TOJy4YEeHHBbIE B TOCTPErMCTPALMOHHOM MEpUOJIe, YKA3bIBalOT Ha TO, YTO HPOQMIIb
0€30MacHOCTH MaTOOUKINOa Y MY KYHUH COOTBETCTBYET TAKOBOMY Y KEHIIIMH.

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

dapmakoKMHETHKa MajaOonukiInba Obula OMMCaHA HAa MAallMEHTaX C COJMIHBIMH ONMYXOJSIMHU,
BKJII0Yasl PaCIpOCTPAHEHHBIH paK MOJIOUHOM *keJe3bl, U Ha 3JJ0POBBIX 100pPOBOJIBIIAX.
AbGcopbuus

3HavyeHrne MakcuMalibHOU KOHIIEHTpaH (Cmax) TAIOOIIMKIMOA B IIETIOM JOCTUTaeTCst uepe3 6—12
qacoB (Tmax) mocnme mepopanbHoro mnpuema. CpeaHsas aOcodioTHas OHOJOCTYITHOCTh
nanoonuKiInoa rmocie nepopaibHOro nmpuemMa o3sl 125 mr cocrasisier 46 %. B quanazone 103 ot
25 Mr 10 225 Mr 3HaYeHHs TUIoIau o KpuBoil «koHueHTpanus-pemMs» (AUC) u Cmax B 11e710M
BO3pacTalOT MPONOPIHMOHAIBHO J03€. PaBHOBECHOE COCTOSTHME JOCTUTajOCh B TeUeHHE 8 JHEH
1ocJje MOBTOPHBIX MIPUEMOB Ipenapara OJiuH pa3 B CyTKH. [Ipy MOBTOPHBIX MpHeMax OIMH pa3 B
CYTKHU NPOUCXOJUT HAKOIUIEHUE NMAIOOUMKINOA, IPH 3TOM CpeaHHH K03(pPULIMEeHT HaKOIIIIeHUs
cocraisieT 2,4 (muamnaszon: ot 1,5-4,2).

Bnusuue nuwu
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COOTBETCTEBYET 3KCNEPTHOMY OTYETY
~ o10409.2024 N2 18706
[Ipu mpueMe HaTOIAK NPUOIU3HTENLHO B |3 % ﬂ&fﬁhﬂﬂ[ﬁ%"&é&@gﬁﬂf@hTékénHQﬂum

nanoonukinba ObUTM OYeHb HU3KUMH. [IpueM muIy MmoBBIMIAT SKCHO3HMLHUIO MaadonuKiInda B
MaJIOi Tpynne MNOMyJISAIHMHA, HO HE HW3MEHSUI SKCIO3HMIMI0 MajlOOmMKINOa 10 KIMHHUYECKH
3HAYMMOT'0 pa3Mepa B OCTAILHON YacTu nomyssiuui. [lo cpaBHeHHIO ¢ mpreMoM nandouukinoa
yrpoMm HaTtomak, 3HaueHuss AUCinf 1 Cmax manbornukianbda nosbimanuck Ha 21 % u 38 % npu
IIPUEME C MUILEN C BBICOKMM COEpXKaHUEM >kupa, Ha 12 % u 27 %. npu npueme ¢ nuiLel ¢ HU3KUM
coziepkaHueM xupa v Ha 13 % u 24 %, eciau nuiy ¢ yMEpEeHHBIM COAEPKaHUEM KHUPa IPUHUMAIIN
3a | gac 10 u yepes 2 yaca nociie nprueMa nanoonukianoda. Kpome Toro, nmprem nuim cynecTBEHHO
CHIKaJl BapualbeIbHOCTh PE3yJbTATOB OMPEACTICHUS IKCIO3UIMU MATOOIMKINOA KaK MEXITy
pasHBIMU YYaCTHUKAMH, TaK U y OJHOTO M TOTO )K€ y4acTHHKA. VICXOnas W3 3THX Pe3ylbTaToB,
NaIOOUKINO ClIeAyeT MPUHUMATh BMECTE C TIHILEH.

Pacupenenenue

Casi3pIBaHue MAI0OUKINOA ¢ OeJIKaMH TU1a3Mbl KPOBH YeJIOBeKa iN Vitr0 cocTaBIsio MPUMEPHO
85 %, ipu 3TOM B narnazoHe konneHTpamuii S00—5000 Hr/MII 3aBUCUMOCTH OT KOHIIEHTPAIIUU HE
HaOmronanocs. CpenHee 3HaueHue cBoOoaHoM (pakiuu (fu) mambornukinba B IuiasmMe KpoBH
YeoBeKa IN VIVO yBEIMYMBAJIOCH MPH HAPYIICHHH (YHKIUH MEYCHU. 3HAYMMbIC W3MCHEHHUSI
cpennero 3HaveHus fu mamborwkinOa B Mia3mMe KpPOBH dYejaoBeKa IN VIVO MpH HapyIICHUH
(GYHKIMU TOYEK OTCYTCTBOBAM. ['eomMeTpruecKoe cpeiHee KaKymerocst o00bema pacrpeaeeHus
(V2/F) cocrasisuto 2583 11 (25 %).

BI/IOTDaHC(bODMaHI/IH

HWccnenoBanus iN VIitro u in Vivo CBHIETENBCTBYIOT, YTO y YEIOBEKa MATOOIMKINO TOIBEPTracTCst
MHTEHCHBHOMY METa00IMYeCKOMY MPEBPAIICHUIO B iedeHu. [loce mpuema BHYTph pa30BOii 1036l
125 wmr [*C]-manGormknnba y uemoBeka OCHOBHBIE MyTH IIEPBHYHOTO MeTaboIm3Ma
nanbonukianda BKIOYAIM  OKUCIEHHWE M Cylb(OHMpOBaHHME, a alUWIMPOBAHUE U
[JIIOKYPOHHPOBAHUE  CIYKWJIM MHHOPHBIMH  TyTsiMH. [lanGouukian® ObUT  OCHOBHBIM
UPKYJIUPYIONIMM B TUIa3Me KPOBU COETMHEHUEM, CBSI3aHHBIM C MIPEMapaToM.

OCHOBHBIM LUPKYJIUPYIOLIUM METa00IUTOM ObLI KOHBIOTAT ManOonHUKINOa ¢ INIIOKYPOHOBOM
KHCJIOTOM, XOTsI OH cocTaBysiia Bcero 1,5 % OT BBEAEHHOH J03bI B BBIJIEIEHUSX OpraHU3Ma.
BonpmmHcTBO MaTepuana ObUTO BBIBEIEHO Kak METaOOMUTHI. B Kajie OCHOBHBIM KOMIIOHEHTOM,
CBSI3aHHBIM C IperapaToM, OblJ1 KOHBIOTAT NaI00MKIN0a ¢ CyIb(haMUHOBON KUCIOTOM, KOTOPBIH
cocTaBisu 25,8 % oT BBeAeHHOM 103bl. ccnenoBanus in Vitro ¢ UCIIONb30BaHUEM TEIMATOLIUTOB
4eJI0BEKa, LINTO30IbHOM (pakiuu u ppakiun S9 KIETOK NeueHH U peKOMOMHAHTHBIX ()epPMEHTOB
cynbdorpancdepas (SULT) mnokazamu, uto B Meraboim3Me MNaIOONUKINOa B OCHOBHOM

yuactBytoT nzopepment CYP3A u SULT2AL.

DIMMHHAINS
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V NanueHTOB ¢ PAacHpOCTPAaHEHHBIM PaKOM MomouHOH- xd ettt E%égﬁ%ﬂﬁét:;&é'-l 'c'p'éi[Hee

3HayeHue mnepopanbHoro kiamperca (CL/F) manGorukmmba coctaBisuio 63,08 i1/4, a cpenHuit
NepUO/T MTOJTYBBIBEICHUS U3 TNIa3Mbl KPOBU paBHsICS 28,8 yacam. Y 6 3710pOBBIX JOOPOBOJIBLIEB
MY>KCKOTO TI0JIa IOCJIE OJJHOKPATHOTO IIepOpabHOro mpreMa MedeHnoro [*C] manGormkamba,
MeauaHa o01el BBEACHHOW paIuoaKTUBHON J103bI, cocTaBisiBmas 91,6 %, Obuta BeiBeneHa 3a 15
JTHEH; OCHOBHBIM ITyTeM SJIMMHUHAIMK ObUIO BhIBeACHHE uepe3 kumeynuk (74,1 % nossl), u 17,5
% - moukamu. bonbimas yacth mpemapara BBEIBOAWIACH B BUAC METaOONHWTOB. BhiBeneHue
najgoonuKIMOa B HEN3MEHEHHOM BHJIEC Yepe3 KUIIEYHHUK U TTOYKaMu cocTaBiisiio 2,3 % u 6,9 % ot
MIPUHSATOM J103bI, COOTBETCTBEHHO.

IToyeyHas HETOCTATOYHOCTD

Jannbie uccnenoBanus (papMaKOKMHETUKU y IMANIMEHTOB C Pa3IMYHBIMU CTCTICHSIMH HapyIICHUS
(GYHKIMH TTOYEK MMOKa3bIBAIOT, 4TO 00IIas skcno3uius nandorukianda (AUCinf) yBennunBaiach
Ha 39 %, 42 % u 31 % npu HapymeHun Qynkuuu nouek jgerkoi (60 ma/mun < KK <90 mn/mun),
ymepernoit (30 mu/mun < KK < 60 mu/muH) m Tspxenoit crenenn (KK < 30 mu/mun),
COOTBETCTBEHHO, 10 OTHOIIEHHWIO K MAaIMeHTaM ¢ HopManbHOH ¢yHkumen mouek (KK > 90
mir/muH). [TukoBas skcnozunus nandounkinnda (Cmax) yBenuuubanack Ha 17 %, 12 % u 15 % npu
HapylIeHUH (YHKIUU MOYEK JIETKOW, yMEPEHHOW U TSDKEJIOW CTEeNeHH, COOTBETCTBEHHO, IO
OTHOIICHWIO K TMAaIeHTaM ¢ HOpPMaJbHOH (QyHKIMed mouyek. Kpome TOro, ma ocHOBaHWHU
pe3yabTaTOB MOMYJSAIMOHHOTO (PApMAKOKMHETUYECKOTO aHaliv3a JaHHBIX 183 manueHToB, C
pacmipocTpaHEHHBIM OHKOJIOTMUECKUM 3a00JI€BaHUEM, CPEAU KOTOPHIX Y 73 MAllMeHTOB UMENOCh
Jierkoe HapyiieHue QyHKIMH MoYeK U y 29 manueHToB ObUIO yMEepeHHOe HapylieHHe (yHKIUN
MOYeK, HapyIIeHHe (YHKIMH IMOYCK JETKOH W YMEPEHHOW CTEICHW HE OKA3bIBAJIO BIUSHUS Ha
(dbapMaKOKMHETUKY Manoonukinoa. GapMakOKHHETHKY MaJOONUKINOa y MallMeHTOB, KOTOPHIM
TpeOoBasCs reMoANaIN3, He UCCIIEeJOBAIIH.

[IeyeHOYHAs HEAOCTATOYHOCTh

JlanHbIe nccrenoBaHus (apMaKOKMHETHKH y TMAIMEHTOB C Pa3IMYHON CTENEHBbIO HApYIICHUS
(GYHKIINHY TEYEHHU MOKA3bIBAIOT, YTO IKCIO3UIHS CBOOOJHOTO nanbonukinoda (cBodoaHass AUCinf)
cHIKanachk Ha 17 % y manueHToB ¢ HapylleHneM (pYHKIIUH ITeYEeHH JIETKON cTeneHu (Kiace A 1o
knaccuukanun Yaina-I1s10) n yBennuusanack Ha 34 % u Ha 77 % y NallMeHTOB ¢ HApYLICHUEM
byHKIIMM nedeHn ymepeHHoH (kiacc B mo kmaccudukanuu Yaitng-I1si0) u Tsbkenol creneHu
(xmacc C mo kmaccudukanuu Yaina-I1p10), COOTBETCTBEHHO, IO OTHOIICHHWIO K TAIMEHTaM C
HOpManbHOU (yHKIMEH nedenu. [TukoBas dKcmo3uimsi cBOOOHOTO mandonukimnoa (cBoOoIHAS
Cmax) yBenuuuBanach Ha 7 %, 38 % u 72 % npu HapyuieHnn QyHKIMH IEYeHHU JIETKOM, yMepeHHOM
U TSDKEJIOM CTeNeHU, COOTBETCTBEHHO, M0 OTHOIICHUIO K MaIleHTaM ¢ HOpMalbHON (yHKIUE

IICYCHU. KpOMe TOro, Ha OCHOBAHHUHU PE3YJIbTATOB IOIMYJIAITHUOHHOTO (bapMaKOKI/IHeTI/I‘IeCKOFO
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KOTOpbIX Y 40 manueHTOB MMEJOCh JIETKOe HapylieHHe (YHKIMU MEYeHU IO Kiaccupukanum
HanmonanbHOro HHCTUTYTa OHKOJIOTUH (00ImIMil OnnpyOuH < BepxHel rpanuisl HopMbl (BI'H)
u acnapraramuHorpancdepaza (ACT) > BI'H wnm o6mumii 6unupyoun > 1,0-1,5 x BI'H npu
ar06om yposae ACT), HapymieHre yHKIMH [TEYEHU JIETKOM CTEIIEHH HE OKa3hIBAJIO BIMSHHUS Ha
(hapMaKOKMHETHKY MAT0OIUKINOA.

JInna mosKuJioro Bo3pacra

He 65110 oTMeueHo paznuunii B 6e3omacHOCTH win 3¢ (HEKTUBHOCTH y MAllMEHTOB B Bo3pacTe 65
JIT U CTapTe MO CPaBHEHHIO ¢ 00Jiee MOJIOIBIMU MalleHTaMHU.

Bospact, mon u Macca Tena

Ha ocaoBannu PE3YIBTATOB MOMYJIALIMOHHOI'O @apMaKOKI/IHGTI/I‘-KwKOFO aHajim3a I10J10Basd
MMPUHAIC)KHOCTh HC OKa3biBaJla BJIMAHHUSA Ha SKCIIO3HIIUIO HaH6OI_[I/IKJ'II/I6a, a TAaKKC BO3pacCT U
MaccCa T€j1a HC OKa3bIBaJIN KIIMHHNYCCKH 3HAYMMOI'O BJINSAHUA.

DnexkTpodU3n0JIOrus cepala

Bmusane manbommkimba Ha wmHTepBan QT, CcKOpperupoBaHHBIH MO YACTOTE CEPACYHBIX
cokpaienuii (QTC), onpeaessiiu ¢ MOMOIIBIO COrNIACOBAHHBIX 10 BPEMEHH 3JIEKTPOKAPIHOTPaMM
(OKI'). IlpoBoamnach OIEHKa H3MEHEHMH OT MCXOAHOTO YPOBHS M COOTBETCTBYIOIIMX
(apMaKOKMHETUYECKUX JaHHBIX y 77 MalHeHTOB C PACIHPOCTPAHEHHBIM PAaKOM MOJOYHOMH
xenesbl. [lanbouuknubd B pekoMeHI0BaHHOM n03e 125 mr onuH pa3 B cyTku (cxema 3/1) He
npojneBan uHTepBai QTC Ha KITMHUYECKH 3HAUUMBbIE BEJTMUUHBI).

eTu

dapmMaKkOKMHETHKA NTaI00IMKIM0a y TAallMeHTOB B Bo3pacTte 18 et u Miajiie He ucciaea0Baiach.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeueHb BcOMoOraTeIbHbIX BelleCTB

[ManOommkmmnd Papmacuures, 75 Mr, KacyJibl

Cooepatcumoe kancyvl

Llemrono3a Mukpokpuctamumyeckas 200
JlakTo3a 6e3BOHAs
Kapbokcumeruiakpaxman HaTpHst
Kpemuust nTMOKCH KOJITTOUAHBIN
Marnus creapat

Teepoas kancyna Nel

Kopnyc kancynol

Turana quokcun (E171)
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Kpbvuueuka kancyivl

Kpacurens nynnossiii (ITorco 4R-Rouge Cochenille A) (E124)

Turana quokcun (E171)

Kpacurens conneunsiii 3akat sxentoiii (FCF-FD&C xentsiii 6) (E110)

Kenatun

Tan6ouukimmno @apmacunrtes, 100 Mr, Karcyibl

Cooepoicumoe kancynvl

[enmrosio3a Mukpokpuctamuimdeckas 200
JlakTo3a 6e3BoHAS
Kapbokcumernikpaxman HaTpHs
Kpemuust iMoKcuI KOJITOUAHBIN
Marnus creapar

Teepoas kancyna NeO

Kopnyc xancynwi

Kenesa okcua kpacubiii (E172)
Turtana auokcun (E171)
Kenatun

Kpvuueurka xancynol

Kenesza okcun kpacusiit (E172)
Turana auokcun (E171)
Kenatuna

[Tan6ouukmmo @apmacuntes, 125 mMr, Karcyibl

Cooeporcumoe kancynol

[enmrono3a Mukpokpucratnndeckas 200
JlakTo3a 6e3BogHAs
Kapb6oxcumerunkpaxman HaTpust
KpeMHust auokcu1 KoJsiou IHbI
Marnus creapar

Teepoas kancyna Ne(O

Kopnyc kancynol

Turana auokcun (E171)
Kenatun

Kpvuueuka xancynol

XuHonuHOBBIN xenThii (E104)
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Turtana guoxcun (E171)

Kpacurens conneunsiit 3akat xentoiii (FC-FD&C xentoiit 6) (E110)
Kenatun

6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok roaHocTH (CpoK XpaHeHus )

3 rona.

6.4. OcoObie Mepbl MPEIOCTOPOKHOCTH NMPU XPAHEHUH

XpaHuTh npu Temneparype He Baiie 25 °C.

6.5. XapakTep u coep:kaHie NEPBUYHON YNIAKOBKHU

HCDBI/I‘-IHEUI YIHAaKOBKa JICKApCTBCHHOI'O ITpCIriapara

I[lo 7 wmnmm 10 Kkancynl NOMEMIAIOT B KOHTYPHYHO SYEMKOBYIO YIAKOBKY W3 IUICHKH
MOJMBUHWJIXJIOPUAHON WM  TOJUBUHWIXJIOPUAHON/TOTUBUHIWINICHXIOPUAHON U (OIBIH
AJTIOMUHHUEBOM NI€YaTHOM JTAaKUPOBAHHOM.

I[lo 21 xamcyne wmim 30 Kamncya BMeCTe C IAaKETOM-OCYIIMTENIeM (CHIIMKarenb) (c
peIyNnpeaUTeNbHON HAAMNChI0 O HEChEJOOHOCTH BIArONOTIOTUTEINS/CUITUKArelis) MOMEIAIoT
B 0aHKy NOJUMEPHYIO U3 TOJUATUIICHA HU3KOTO [AaBJICHHSI C KPBILIKOM HATATHBAaeMOW C
KOHTPOJIEM MEPBOT0 BCKPHITHA. CBOOOHOE MPOCTPAHCTBO 3aMOJHAIOT BaTOM MeauIIMHCKON. Ha
0aHKM HAKJICHBAIOT JTUKETKU M3 OyMard STUKETOYHOM WIIM TMHCYEH, WIM U3 TOJTHUMEPHBIX
MaTepHaloB, CAMOKJIEAILIUECS.

BTopuyHas yrmakoBKa JIEKapCTBEHHOTO Mperapara

[To 3 KOHTYpHBIC TUEHKOBBIC YITAKOBKH BMECTE C JINCTKOM-BKJIQIBIIIIEM MTOMEIIAIOT B TAYKY U3

kapToHa. Ha mauky MoxeT ObITh HaKJIeCHa CAMOKJIESIIAsICS STUKETKA C MAPKUPOBKOM M3 Oymaru.

JIOTIOTHUTEIBHO HA MavKy MOTYT ObITh HAKJICCHBI OJIMH WIIM JIBa MPO3PAYHBIX (PHKCHPYIOIIHX

CTHKEpa U3 MOJIMMEPHBIX MaTepuaioB. [1auku MOMENAOT B TPYIIIIOBYIO Tapy.

[To 1 Ganke BMeCTe C JMCTKOM-BKIJIJIBIIIIEM ITOMEIIAIOT B MaYKy M3 KapToHa. Ha mauky moxker

OBITh HaKJIEEHA CAMOKJICSINASACS STHKETKA C MAPKUPOBKOW U3 Oymaru. JIONOJHUTEIBHO Ha MAYKy

MOTYT OBITh HAKJICCHBI OJIMH WJIM JIBa MPO3PAYHBIX (PUKCHPYIOUIMX CTUKEPA M3 MOJTMMEPHBIX

MatepuaiioB. [lauku MOMENIAIT B TPYIIIOBYIO Tapy.

6.6. Oco6ble Mepbl NPEIOCTOPONKHOCTH TNPH YHUUYTOKEHHH MCIOJb30BAHHOIO
JIEKAPCTBEHHOr0  Tpenapara MJH  OTXO0J0B, MOJYYEHHBIX IO0CJe NpPUMEHEHHUs!
JIEKAPCTBEHHOT0 Mpenapara u Apyrue MaHUIMYJISIAY C MIPenapaToM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. IEPKATEJIb PETUCTPAIHMOHHOI'O YAOCTOBEPEHUSA
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Poccuiickas @enepanus

AO «®apmacunre3-Hopa»
Anpec: 194356, r. Cankt-IlerepOypr, nopora B Kamenky, a.74, nomemr. 1-H
Ten.: +7 (812) 240-45-15

Anpec 31eKTpoHHO#M mouThl: INfo-psn@pharmasyntez.com

7.1. Hpe)l(!TaBI/ITe.TIL AepiraTeist pErMCTPaAaiuOHHOI0 y1oCTOBEPEHUS

IIperen3un HOTDC6I/ITGJICI71 HalpasJIATH 110 aAPECyY.

Poccuiickas ®@eoepayus

AO «Dapmacunre3-Hopa»

Anpec: 197375, r. Cankr-IlerepOypr, yn. JI€Tunka AkaeBa, 1. 8, k. 3, cTp. 1
Ten.: 8-800-100-15-50

Anpec anekTpoHHON ouThl: INfo-psn@pharmasyntez.com

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUA

9. IATA NMEPBUYHOM PETMCTPAIIMUA (IIOJATBEPXKJIEHHUSI PETMCTPAIIUU,
INEPEPETUCTPALINN)

Jlata nepBoii peructpanuu:

10. JATA IIEPECMOTPA TEKCTA

OOGmras xapakTepucTuKa JekapcTBeHHoro npenapara [lanbomuknubd dapmacunTe3 nocTymnHa Ha
WH(OPMAIIMOHHOM TopTaje EBpa3suiickoro HSKOHOMHYECKOTO CO¥03a B HWH(OPMAIMOHHO-

KOMMYHUKaIMOHHOM cetn «HTepHeT» http://eec.eaeunion.org/
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