HPUJIOXKEHHE |

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

KANJINTI 150 mg mpax 3a KOoHIIEHTpaT 3a HHGY3UOHEH pa3TBOP
KANJINTI 420 mg npax 3a KOHIIEHTPAT 332 HHPY3HMOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

KANJINTI 150 mg npax 3a KOHIIEHTpAaT 32 HHGY3HOHEH PA3TBOD

Enun dnakon chabpka 150 mg tpactysymab (trastuzumab), xymanusupano 1gG1 MOHOKIOHATHO
AHTHUTSIIO, TIOJYYESHO OT KJIEThYHA CYCIIEH3MOHHA KYJITypa OT KJIETKH Ha 003alHUIM (IHYHUK OT
KHTAWCKU XaMCTep) U MPEUYUCTECHO upe3 ahUHUTETHA U HOHOOOMEHHA XpoMaTorpadus, BKIIOUNTEITHO
U upe3 NpolleypH 32 CrielU(pUIHO HHAKTHBUPAHE U OTCTPaHsIBAaHE HA BUPYCH.

KANJINTI 420 mg mpax 3a KOHIIEHTpAT 32 HHPY3HOHEH PA3TBOD

Enun ¢nakon chabpika 420 mg tpacty3ymab (trastuzumab), xymanusupano 1gG1 MOHOKIIOHATHO
AHTHUTSIIO, TIOTYYESHO OT KJIEThYHA CYCIIEH3MOHHA KYJITypa OT KJISTKH Ha 003alHUIM (IHYHUK OT
KHTAWCKU XaMCTep) U MPEUYUCTECHO upe3 ahUHUTETHA U HOHOOOMEHHA XpoMaTorpadus, BKIIOUUTEITHO
U upe3 NpoIeypH 32 Crieln(pUIHO HHAKTUBHPAHE M OTCTPaHsIBaHE Ha BUPYCH.

Ipurorsenusr pasteop KANJINTI ceabpixa 21 mg/ml tpactyzyma6.

3a IIBJIHMS CIIMCHK Ha ITIOMOIHUTE BEIECTBA BIKTE ToUuKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Ilpax 3a KOHLEHTPAT 3a HH(PY3UOHEH Pa3TBOP

Bsut no 6nenoxbAT Ao uIM3upaH npax

4, KJINMHUYHHU JAHHHU
4.1 TepaneBTHUYHHU MOKA3AHUS

Pak Ha MiiegyHara xJje3a

Memacma3supan pax na mieunama dciesa

KANJINTI e moka3zan 3a jedeHue Ha Bb3pacTHU nanuenTn ¢ HER2-monoxurenen meracrazupai pak
Ha MiieuHara xie3a (MPMIK):

- KaTO MOHOTEPAIUS 32 JICUCHHE Ha TE3H MAI[UCHTH, KOUTO ca OWJIU JISKyBaHH C HE IMO-MaJIKO OT
JIBE XIMUOTEPANIEBTHYHH CXEMH IO MOBOJI METAcTa3upanoTo 3adonsBane. [Ipeaxoxaamiara
XUMHOTEpAIus TpsAOBa 1a ¢ BKIIIOUBaja MOHE aHTPALIMKINH U TaKCaH, OCBEH aKO MAllUEHTUTE HE
ca OmiM moaXOIAIIHN 3a T0J00HO JeueHue. [lareHTrTe, MOI0KUTEITHU 32 XOPMOHAITHU
petienTopy, TpsiOBa 1a ca MPOBEIH HEYCICITHO U XOPMOHAHO JICYCHUE, OCBEH aKo MallUeHTUTE
ca OMJIM HEMOIXOIAIIH 3a IT0J00HO JCUEHHE.



- B KOM6I/IHaI_[I/I$l C IMaKJIMTAKCECJI 3a JICUCHUEC Ha TC3U IIAallTMCHTH, KOUTO HE Ca oumu JICKYBAaHHU C
XUMHUOTCPAIIUA 3a MCTACTA3HUPAJIO 3a00JI9BaHe U IIPpU KOUTO HE € MOAXOAAIIO MPUIAraHeTO Ha
AHTPAUKIINH.

- B KOM6I/IHaI_II/I$I C JOLCTAaKCEI 3a JICHCHUE HAa TE3U MMAITUCHTH, KOUTO HE Ca ounn JICKYBaHHU C
XUMHOTEpAITUA 3a METAaCTasupaio 3a00JIIBaHe.

= B KOMGI/IHaHI/Iﬂ C apoMaTa3cH I/IHXI/I6I/ITOp 3a JICUCHUC Ha MAallUCHTH B IOCTMCHOIIAYy34a,
MTOJIOKHUTEITHA 32 XOPMOHAIHH perenTopu, ¢ MPMIK, HenmekyBaHM TIpein TOBa C TPACTy3yMao.

Pax na maeunama orcnesza 6 pamen cmaoutl

KANJINTI e mokasan 3a iedeHue Ha Bb3pacTHH nanueHTd ¢ HER2 monoxkurenen pak Ha MiedYHaTa
’kie3a B paneH craguit (PPMX):

- clie]] onepanys, XUMHOTepanus (HeoaJFoBaHTHA HJIM aI0OBAHTHA) U JIbueliedeHue (aKko e
OpuiIokuMO) (BK. Touka 5.1).

- cJIeNT aaIOBaHTHA XUMHUOTEPAITUS C JOKCOPYOHUITHH U IuKiIo(ochamut, B KOMOMHAITHS C
MAKJIATAKCeI W AOICTAKCEell.

- B KOMOHMHAIIH € alI0BAaHTHA XUMHOTEpAIus, ChCTOSIIIA CE OT JOLETaKceN U KapOOIIaTHH.

- B KOMOHMHAIUS C HEOA[IOBAHTHA XUMHOTEPAIIs, OCIe/[BaHa OT a/[F0BAHTHA TEPAITHS C
KANJINTI, 3a nokaixHo HanpeaHano (BKIFOYUATEIHO BH3MAIUTENHO) 3200 IsIBaHE UITH
TYMOpH > 2 CM B quaMeThp (BXK. TOUKd 4.4 u 5.1).

KANJINTI TpsiOBa na ce mpuiara caMo NMpH MalMeHTH ¢ MaTacTa3upal WK paHeH pak Ha MJIe4yHaTa

XKJIe3a, YUHTO TYMOp € ¢ mpekomepHa excnpecust Ha HER2 nnu ¢ renna ammmgukanus Ha HER?2,

oTpeJiesicHa Ype3 TOUCH U BAIMIUpaH MeTo I (BX. Touku 4.4 u 5.1).

Memacmaszupan pax Ha cmomaxa

KANJINTI B komOuHanus ¢ kKanmenuTaduH Win S-GIyopoypanui ¥ MUCIUIATHH € TIOKa3aH 3a JICUCHUE
Ha Bb3pacTHU naiueHTn ¢ HER2-nonoxurenen meracrazupai aicHOKapIIMHOM Ha CTOMaxa Wil Ha
MSICTOTO Ha CBBhpP3BaHE Ha CTOMAaxa C XpaHOIPOBO/Ia, KOUTO HE ca MOy4YaBalld Pef TOBa
MIPOTUBOPAKOBO JICUCHHE 3a TIXHOTO METacTa3upajo 3abosiBaHe.

KANJINTI Tps6Ba na ce npuiara camo Ipy MaleHTH ¢ MeTacTasupai pak Ha cromaxa (MPC), umiito
TYMOpH ca ¢ npekomepHa ekcripecust Ha HER2, nedunupana cnopen pesynrara ot ICH2+ u
noTBbpAeHa oT pesyinrata or SISH nnu FISH, unu ot ICH3+ pesynTar. TpsibBa 1a ce u3non3sar
TOYHH Y BaJIUIUPAHU METOAHU (BXK. Touku 4.4 u 5.1).

4.2  J1o3UpoBKa U HAYMH HA MPUJIOKEHHE

Wzcnenpanero 3a HER2 npeau 3amouBane Ha nedeHUe € 3aIbJKUTETHO (BXK. Touku 4.4 u 5.1).
Jleaennero ¢ KANJINTI TpsibBa ma ce 3amouHe caMo OT JieKap ¢ ONHUT B IIPUIIAraHEeTo Ha
UTOTOKCHYHA XUMHOTepanus (BX. Touka 4.4) u TpsOBa Jja ce mpusara camo OT MeIUITUHCKU
CIECLUAITUCT.

KANJINTI 3a mHTpaBEeHO3HO IPHIIOKEHHUE HE € TIpeIHA3HAYEH 3 MTOIKOKHO TIPHUIIOKEHNE U TpsiOBa
Jla ce mpujIara camo 4pe3 HHTpaBeHO3HA HH(Y3US.

C men ma ce n30erHaT rpemky Mpy JICUSHUETO € BAKHO J1a Ce TIPOBEPST CTUKETUTE Ha ()JIaKOHa, 33 1a
€ CUTYpHO, Y€ JIeKapCTBEHHAT MPOIYKT, KOiTO ce mpurotss u npuiara, € KANJINTI (tpactyzyma0), a
HE JPYT IPOIYKT, ChABPIKAI TpacTy3ymad (Hamp. TpacTy3ymMad eMTaH3HH WM TPacTy3ymad
TEPYKCTEKaH).



ﬂO3I/I[20BKa

Memacmasupan pax Ha maeuHama dicnesa

Tpuceomuuna cxema

IpenopbunTenHaTa HavYaJIHa HaToBapBaia 103a € 8 mg/kg tenecuo tero. [IpenoprunTenHaTa
HOIbpIKAIIa 1032 IPY MPUJIaraHe Ha HHTepBaJl OT TPH ceaMuiy € 6 Mg/Kg TenecHo Tero, KaTo T ce
3armoy4Ba TPH CEAMHIIN CIIE]] HaTOBapBaIlarTa 103a.

Ceomuuna cxema

[penoppunrennara HauanHa HatoBapsaia q03a KANJINTI e 4 mg/kg tenecHo Terio.
IpemoppunrennaTa cenmuuna nmoaabpskaima go3a KANJINTI e 2 mg/kg TenecHo Terio, kato ce
3alovyHe eHa CeMHUILIA CcJie]l HaToBapBalara J103a.

Tpunazane 6 komOuHAYUS C RAKTUMAKCEN UTU OOYEMAaKCel

B ocuosuunte npoyusanus (H0648g, M77001), maknurakcesn vin JOIETAKCEIT ca OVIIH MTpUIaraHy B
JIeHs Clle/l TbpBaTta J03a TpacTy3ymal (3a gozupane BK. KpaTkara XapakTepucThka Ha MPOAYKTa
(KXIT) Ha makmuTakces WK AOIEeTaKCcel) M HEIOCPEACTBEHO CIIE]T ITOCIIEABAIINTE TO3U TPACcTy3yMao,
MIpH MOJIOKEHUE, Ue MpeaxokaamiaTa 103a TpacTy3yMal ce e moHecia qoope.

Ilpunaecane 6 kombunayus ¢ apomamaser UHXUOUMOpP

ITo BpeMe Ha mmmoTHOTO IpoyuBane (BO16216), TpacTy3ymMab 1 aHaCTpO30JI ca MPUIaraHy OT JA€H
1-Bu. Hama orpaHudeHus 1o OTHOIICHHE Ha OTHOCUTEIHOTO BpEeMe Ha IIPUJIOKESHHE Ha TpacTy3ymad u
aHacTpo3od (3a go3upane Bxk. KXII Ha aHACTPO30J1 MM HA APYTUTE apOMaTa3HU HHXUOUTOPH ).

Panen pak na maeunama sicnesa

Tpuceomuyna u ceOMuyHa cxema Ha npuLazane

Kato cxema Ha npuiarane mpe3 Tpu CeIMUIY TPETOPHUNTEIHATA HaYalHa HaTOBapBalla 103a
KANJINTI e 8 mg/kg Temecuo terio. [Ipemoppunrennara moaaspikaimia go3a KANJINTI, nmpunarana
npe3 UHTEPBAJ OT TPU CeaMHUIH, ¢ 6 MQ/KQg TemecHo Termo, KaTo TS ce 3armoYBa TPU CEAMHUIIN CIIC]T
HaTOBapBallara J103a.

Kato cxema Ha nmpuiiaraie Besika ceJMuIla (HadaiHa HaToBapBaiia 103a ot 4 mg/kg, mocnensana ot
2 mg/Kg Bcsika ceMuIIa) €THOBPEMEHHO C TIAKIMTAKCE CIIE/l XAMUOTEPAIUs C JIOKCOPYOUIHH 1
nukIIohochamu.

Bmxre Touka 5.1 3a AO3UPAHC MpU KOM6I/IHI/IpaHa XUMHUOTCPAIIns.

Memacma3zupan pak na cmomaxa

Tpuceomuyna cxema

IpenopbunTeHaTa HavYaIHa HaToBapBaia 103a € 8 mg/kg renecuo terso. [IpenoppunTtenHaTa
HO/IbpIKAIIA 1032 PH [IPUJIaraHe Ha HHTEpBaJl OT TPH ceamuiy ¢ 6 mg/Kg TenecHo Tero, KaTo Ts ce
3aroyBa TPU CEIMHIM ClIe/l HaTOBapBallaTa 103a.

Pax na maeunama orcneza u pak na cmomaxa

IIpoovadicumennocm Ha nevenue

ITammenture ¢ MPMXX 1 MPC TpsioBa na ce nekyat ¢ KANJINTI mo mporpecus Ha 3a00sBaHeTO.
[Namuenture ¢ PPMX Tpsi6Ba na ce nexyBat ¢ KANJINTI B mpogbkenne Ha 1 roguHa uim 10
peLuIBHpaHe Ha 3a00JIIBAaHETO, KOETO HACTBIIM ITbPBO; yAbDKaBaHe Ha jiedeHneTo npu PPMIK
IIOBEYE OT €[Ha TOAMHA He Ce TpernopbhuBa (BK. Touka 5.1).



Hamanssane na oozama

ITo BpeMe Ha KITMHUYHUTE MPOYYBAHUS HE € U3BBPIIIBAHO HAMaJsIBAaHE HA J103aTa HA TPACTy3yMao.
[TaruenTHTe MOTaT Ja MPOIBIIKAT JICUSHUETO MPe3 NePUOIUTE Ha 00paTUMa, MHIYLUPaHa OT
XUMHOTEpanusTa MUEIOCYTIPECHS, HO ITPE3 TOBAa BpeMe Te TpsiOBa Ja ce HaOIr01aBaT BHUMATEITHO 32
YCIIO)KHEHUS OT BU/Ia Ha HEYTPOIIeHUs. 3a MHPOpPMaIHsI OTHOCHO HAMAaJIsIBAHETO Ha J103aTa WIIH
oTJiaraHe Ha mpriokeHuero, Brkte KXII Ha maknurakcen, JOETaKCeN WIH Ha apOMaTa3HUs
UHXUOUTOD.

AKO TIpOTICHTHT Ha JIeBokaMepHaTta (pakuus Ha n3TiackBane (JIKOW) cagae > 10 myHKTa CripsMo
n3xoaHOoTO HUBO M 10 moxt 50%, nedenneTo TpAOBa 1a ce MpeyCTaHOBU U TPSOBa J1a CE€ TOBTOPH
onenkara Ha JIKOU npubnusutento cien okono 3 ceamuim. Axo JIKOU e ce mogodpu, wiu ce e
BJIONIIJIA TIOBEYE, WIIM aKO CE Pa3BUE CUMIITOMAaTHYHA 3aCTOWHA chpaeuHa HefgoctaTbuHocT (3CH),
TpsIOBa CEpPHO3HO aa ce moMuciu 3a npeycranoBsBane Ha KANJINTI, ocsen ako He ce mperneHu, ue
IMMOJIBUTE 3a OTACIIHUA MAIUCHT HAAXBBPJIAT PUCKOBETEC. Bcuuku Te3u NannueHTU TpﬂGBa Ja ce€ Haco4dat
3a OIICHKA OT KapIUOJIOT | Jia Ce MPOCIesIBaT.

Iponycuamu 0o3u

Axo nanueHtsT e nporycHan no3a KANJINTI B pamkute Ha eHa ceaMuUIia WIH MO-MaJKo,
obuyaiiHaTta morbprkaiia 03a (pu ceIMUYHO Jedenue: 2 Mg/Kg; mpu cxema Ha JICYSHHE Tpe3 TPH
cenmunm: 6 Mg/Kg) TpsOBa 1a ce MPHUIOKK BB3MOXKHO Hail-ckopo. Jla He ce n3yaKkBa CjieIBallus
IaHupaH MUKbI. ClenBamuTe IoIIbpKaIIK 1031 TPsIOBa 1a ce MPUII0KAaT CHbOTBETHO 7 THU WU
21 nmHY TO-KBCHO B 3aBUCUMOCT OT TOBA JIajli C€ M3I0JI3Ba CEAAMUYHA WM TPUCEIMHUYHA CXeMa.

Axo nammenTsT e nporycHan go3a KANJINTI B pamkute Ha moBede oT eHa ceAMHIIa, TpsiOBa 1a ce
NpUIIoku moBTOpHA HaTtoBapBamia Ao3a KANJINTI 3a npubnusutensno 90 MuHyTH (IpH CEAMUYHO
neuenre: 4 mg/kg; mpu cxema Ha JedeHne Tpe3 Tpu ceaMuim: 8 My/Kg) KOIKOTO € BB3MOXKHO I10-
ckopo. Crrexpamniure moaabpskamun 1031 KANJINTI (pu ceamuuno neuenne: 2 mg/kg; npu cxema Ha
JIeYeHHE TIpe3 TPU CEAMUIIM ChOTBETHO: 6 MQ/KQ) TpsiOBa 1a ce MPUI0KAT CHOTBETHO 7 THU HJIH

21 mHYM MO-KBCHO B 3aBUCHMOCT OT TOBA JaJlM C€ M3I0JI3Ba CEAMUYHA MIIH TPUCEIMHUYHA CXeMa.

Cneyuannu nonyaiayuu

He ca npoBexnanu HacoueHU (papMaKOKMHETUYHH MIPOYYBAHUS B CTapyecKa Bb3PacT, KAKTO U MPH
TakuBa ¢ ObOpeyHO MM yepHOAPoOHO yBpesxkaane. [Ipu nonmynanuonen GapMakOKMHETHUEH aHAIIU3 €
YCTaHOBEHO, Y€ Bh3pacTTa H ObOPEeYHOTO YBpEKAaHE HE MOBIHUIBAT OTJEISIHETO HA TPAcTy3ymao.

Ileouampuuna nonynayus
Hsama croTBeTHA ynoTpeba Ha TpacTy3yMad B eqHaTpHUIHATA ITOMYIIaIHs.

Hauun Ha npuiioxeHue

KANJINTI e camo 3a unTpaBeHo3Ha ynoTpeba. HaToBapsariara j03a TpsiOBa Jia ce npuiiara moj
¢dopmara Ha 90-MuHyTHa UHTpaBeHO3HA HHPY3us. [la He ce mpuiara KaTo HHTPABEHO3HA MHYKEKLIUS
i 6onyc. KANJINTI uaTpaBeno3na nady3us TpsOBa aa ce mpuiiara OT METUITMHCKH CITEIHAIUCT C
TOTOBHOCT 3a JICUeHHEe Ha aHaMIIAKCHs, KaTo TpsIOBa Ja ObJe OCUTYPEH KUT 3a CITEITHA ITOMOTII.
[NanmenTure TpsOBa na ce HaOMIOJABAT HAM-MAJIKO LIECT Yaca CJie] Ha4aJloTO Ha TbpBaTa HHPY3HUS U
JIBa yaca clie/l Ha4aJloTO Ha MocieBalluTe HHPY3HUHU 32 CHMIITOMH KaTO TPECKa U CTYJICHH TPBIIKH
W APYTH CUMIITOMH, CBBp3aHH ¢ HHPy3uaTa (Bx. Touku 4.4 u 4.8). IIpexbcBaneTo wim 3a0aBsHETO
Ha CKOPOCTTa Ha BIMBAHE MOXeE J1a IOMOTHE 332 KOHTPOJIMPAHETO HA TakuBa cumnromu. Mudy3usra
MOXe Jia € MOJIHOBH CJIe/l OT3ByYaBaHe Ha CUMIITOMUTE.

AKo HavaJHaTa HATOBapBallla JI03a ce MoHacs JoOpe, MOCIeABANINTE T03K MOXKe Jia ce mpuiarat 3a 30
MUHYTH.

3a yka3aHus OTHOCHO PEKOHCTUTYHPAHETO Ha HHTpaBeHO3HaTa JiekapcTBeHa Gopma Ha KANJIINTI
npean IPUIOKEHHE BIKTE Touka 6.6.



4.3 IlpoTuBOmOKAa3aHUSs

. CBpBX4yBCTBUTEITHOCT KbM TPacTy3yMal, MUIIM MPOTEHMHU WM KbM HIKOE OT TOMOIIHUTE
BeIeCTBa, U30pOcHU B TOUKa 6.1.
. Texxka TUCTIHES B TIOKOU, IIOPAIU YCIOKHEHHUS TIPU HAIPEAHAIIO 3JI0KAUYECTBEHO 3200 IsIBaHEe

WM NAlUEeHTH, U3UCKBAIIM JOIIBJIHUTEIHO JIEYEHUE C KUCIOPO/.
4.4  ChneuuajHM mpeaynpeskaeHUs: U MpeAna3sHy MepKH NpU ynoTpeda

IIpocnenumoct

3a 1a ce mogo0OpH MPOCIEAUMOCTTa Ha OMOJIOTUIHUTE JIEKAPCTBEHH MTPOAYKTH, THPrOBCKOTO UME H
NapTUIHUAT HOMEP Ha NpUiIaranus MpoAyKT TpsOBa na ObAaT ACHO 3alCaHU.

Wscnenpanero 3a HER2 TpsiOBa a ce u3BbpIlBa B CHCHHUATU3UPAHU JIA0OPATOPUU, KOUTO MOTAT Ja
OCHUTYPSAT aJIcKBATHO BaJMIUPaHe HA METOAMTE 3a U3cieBane (BxkK. Touka 5.1).

ITonacrosiem HAMA JaHHU OT KIMHUYIHYU TPOYYBAHUS 32 TIOBTOPHO JICUCHUE TIPH IMAIIUECHTH C
IpeAlecTBalla eKCIO3UIH Ha TPacTy3yMad B aJfoBaHTHA cpefa.

Cepaeuna nuchyHKIUI

Obwu cvobpasicernus

ITammenture, nexyBanu ¢ KANJINTI, ca nznoxxeHn Ha moBUIIEH pUCK OT pasBuTue Ha 3CH
(Hrotiopkcka kapauonoruuna acouuarnus - New York Heart Association [NYHA] knac II-1V) wiu
acUMIITOMHa chpevHa aucyHkius. Tesn chOnTHS ca HAOII0JaBaH! MTPY MAIIUEHTH, TIOTyYaBalln
Tepamnus ¢ TpacTy3ymMad caMOCTOSITETHO MIJIM B KOMOWHAIIHS ¢ TAKIIUTAKCEN WITH TOIETaKcel, 0COOeHO
CJIE]] aHTPAIMKIINH (JIOKCOPYOUIIMH I eUPYOUITHH )-ChAbPIKaIla XUMHOTepanus. Te Moxe Ja ca
YMEPEHHU JI0 TEXKU U Ca CBBP3aHU ChC CMBPTHHU CiIydan (Bxk. Touka 4.8). OCBeH TOBa € HE0OXOMMO
MOBUIIICHO BHUMAHKE ITPH JICUCHUE HA MAIIMEHTH C MOBHUILIEH ChPACUYCH PUCK, HAITP. XUITIEPTOHUS,
JMIOKyMEHTHpaHa ucxemuana 6omect Ha cbpiieto, 3CH, JIKOU < 55%, crapuecka Bb3pacT.

Benukn kanaunatky 3a stedenne ¢ KANJINTI, Ho ocoGeHo Te3u ¢ mpeaxoxkaamio JedeHne ¢
anTpanukInHn 1 nukinodochamun (AC), TpsOBa ga OBAAT MOATIOKESHN HA OCHOBEH ChPACUCH
nperyen, BKIIOYBAl] aHaMHe3a U (PU3nKajeH craTyc, enekrpokapauorpama (EKI), exokapauorpama
u/unu paguonykiuaHa BeHTpukynorpadus ¢ EKD cuaxponuzanus B exkBumopuym (MUGA
CKaHHpaHe), WM SIPEHO-MarHUTeH pe3oHaHCc. MOHUTOPUPAHETO MOXKE J]a TOMOTHE 32
uaeHTHQUIpaHe Ha MAIMEHTHTE, KOUTO pa3BUBAT ChpjacyHa aucyHkius. OneHkaTa Ha chpeyHaTa
($yHKUUS, U3BBPIICHA Ha U3XO0JHO HUBO, TPsIOBa /1a ce TIOBTapsl Ha BCEKH 3 Mecela 1o BpeMe Ha
JIeYeHHETO M Ha BCEKH 6 Mecela ciel] IPpeyCTaHOBsABaHE Ha JICYCHNUETO 710 24 Mecena OT MOCJIETHOTO
npunoxenne Ha KANJINTI. [Ipenu na ce B3eme pemenue 3a euenne ¢ KANJINTI, tpsOBa na ce
HalpaBy BHUMATEJIHA OLICHKA Ha ChOTHOILIEHUETO PUCK-TION3A.

Tpacty3ymMab Moxe Jja IepCUCTHPA B KPBBOOOPAIICHUETO JI0 7 Mecelia Clie/l CITUPAHETO Ha JICYCHUETO
¢ KANJINTI B3 ocHOBa Ha nomynanuoHeH GpapMakOKMHETHUEH aHAIN3 Ha BCUYKH HAJIMYHU JaHHU
(Bk. Touka 5.2). [lanimenTH, KOWTO TTONTyYaBaT aHTpanuKIuHU cien cnupaneTo Ha KANJINTI,
BEPOSITHO Ca M3JI0KEHU Ha MOBHUIIIEH PUCK OT chpieuHa AuchyHKus. [10 Bb3MOKHOCT, JIEKapHuTe
TpsOBa na n30sATBaT Tepanus Ha 0a3zaTa Ha aHTPALMKIMHM 0 7 Mecela Cliel CIUPaHeTo Ha
KANJINTI. Axo ce n3mon3BaT aHTPaLMKINHU, ChpAeYHaTa (GYHKIHUS Ha MalienTa TpsioBa a ce
MOHHUTOPHPA BHUMATEIHO.

TpsiOBa 1a ce OOMHCITH peIOBHA KapIUOJOTHYHA OLIEHKA IPY NAIIMEHTH ChC ChbPACYHOCHIOBU
npoOIeMu ciell CKpUHUHTA Ha U3X0JIHO HUBO. [Ipy BCHYKH MAIlMEHTH TPAOBA Ja ce MPOCIICAsIBa
chpaeyHaTa QYHKITHS TI0 BpeMe Ha JieueHueTo (Hamp. mpe3 12 cemqmurm). [IpocmensBaneTo Moxe aa
MIOMOTHE JIa C€ UACHTU(QHUINPAT MAeHTUTE, KOUTO pa3BUBaT chpAeyHa auchyHkuus. [Tpu



NalUEHTUTE, KOUTO Pa3BHUT aCUMITOMHA ChPACYHA TUCHYHKIHS, IO-4€CTO MOHUTOPUpaHe (Harp.
npe3 6 — 8 cenmuiy), Moke 1a ObJe OT MONI3a. AKO MAMEHTHTE UMAT HENPEKbCHATO HaMaJICHHUE Ha
JieBOKaMepHaTa QyHKIHUs, HO OCTaBaT aCHMITOMHH, JICKapsT TPpsiOBa J1a IOMUCIIH 3a TIPEKbhCBaHE Ha
TepanusATa, ako He € HaOJIro1aBaHa KIMHUYHA 1oii3a oT JieueHuero ¢ KANJINTI.

bezonmacHocTTa MpH MpoAbIKaBaHe WM TIOJHOBSIBAHE HA JICYEHUETO C TPACTy3yMal MpH MarueHTH,
KOUTO UMaT ChpJieuHa AUCHYHKIH, HE € TPOyYBaHa MPOCIEKTHBHO. AKO mporeHTsT Ha JIKDU ce
noHwxH ¢ > 10 myHkTa B cpaBHEHHE ¢ U3X0HOTO HUBO M mox 50%, neueHneTo TpsaOBa jaa ce
MIPEYCTaHOBH M TPsIOBa Ja Ce M3BBHPINU MOBTOpHA oneHKa Ha JIKDOU mpubimm3uTeHO ciiesl 0OKOJIo

3 ceamunn. Axo JIKOU He ce yBearuu WK aKo Ce TIOHWKH OIIIE, HJIH CE Pa3BUEe CUMIITOMATHYHA
3CH, Tps6Ba MHOTO cepro3HO a ce momuchu 3a npekparsisane Ha KANJINTI, oceen ako He ce
TIPELICHU, Ye MOJI3UTE 32 OTJCITHUS MAllMeHT HaIXBBPJIAT PUCKOBeTe. BcHuky Te3u manueHTH TpsaoBa
Jla Ce U3MPATAT 3a KOHCYJTALMS C KapIAHOJIOT U J1a CE NPOCIEIsBaT.

Axo no Bpeme Ha Tepanusa ¢ KANJINTI ce pa3Bue cumnromatinuHa chbpAeyHa HEIOCTATBYHOCT, TS
TpsOBa 1a ce JeKyBa ChC CTAHTAPTHHUTE JeKapcTBeHU npoaykTH 3a 3CH. [loBeueTo manueHTH,
passwm 3CH mnu acumntoMHa chpeuHa qUCHYHKINS B OCHOBHUTE KIIMHUYHU MPOYYBAHHUS, Ca CE
noJ00pUIIN ChC CTaHIAPTHOTO JieueHue 3a 3CH, cheTOsIIO ce OT MHXUOUTOp Ha
aHruoTeH3NHKOHBepTHpaITusa eH3uM (ACE naxudnuTop) nim aHrnoTeH3uH-penentoper o1okep (APB)
u Getabnokep. [ToBeueTo ManyeHTH CbC ChPACYHNA CUMIITOMH U JIAHHH 32 KIMHUYHA [0J13a OT
JICYSHHUETO C TPACTY3yMad ca MPOIBIDKUIN TepanusiTa 0e3 JOMbIHUTEIHN KIMHIYHA ChbpACYHH
crOUTHS.

Memacma3supan pak na maeunama sxcne3a

KANJINTI n anTpanukiInHu He TpsAOBa 1a ce AaBaT eIHOBPEMEHHO B komOnHanms mpu MPMXK.
[Marmentn ¢ MPMK, xouto npeau ToBa ca MoxydaBajiy aHTPALMKINHY, ca U3J0XKEHH ChILO HAa PUCK
ot cepaeuna qucynkuus npu edenue ¢ KANJINTI, Bpnpekn e puckbT € mo-MajlbK OTKOJIKOTO MpH

ennospemenna ynorpedba Ha KANJINTI n anTpanmxmmam.

Panen PAK Ha MaedHama asxcie3sa

IIpu marmuenTn ¢ PPMOK, cppiednara omeHnka, KaTo HalpaBeHaTa Ha M3XOHO HUBO, TpsiOBa 1a Ob1e
MOBTOPEHA TIpe3 3 Mecela, o BpeMe Ha JICUSHUETO U Mpe3 6 Mecella ciie]] IpeKpaTsBaHe Ha
JedeHueTo, 1o 24 mecena ot nociearoto npuinoxenne Ha KANJINTI. IIpu manmenTn, nomyyaBamm
XUMHOTEPAIus, ChAbPKaIla aHTPALUKIINH, CE MPENOPhUBA AOIBIHUTEIHO MOHUTOPUPAHE U TO
TpsiOBa Jja ce M3BBPIIBA €KErOAHO A0 5 ToANHHU 0T nocaenHoTo npuinoxenrne Ha KANJINTI niu
[IO-I'JIT0, aKO C€ HaOJII01aBa MOCTOSIHHO HamaiaBaHne Ha JIKDU.

[NanmenTure ¢ anamHe3a 3a MuokapaeH uapapkt (MU), creHokapaus, U3UCKBaIIa METUKaMEHTO3HO
JeyeHue, anamuesa 3a uin cpiectByBania 3CH (NYHA xnac 11-1V), JIKOU < 55%, npyra
KapAHOMHONATHsI, ChbpJEYHAa apUTMUSI, U3UCKBAIA MEIUKAMEHTO3HO JIEYEHNE, KIINHUYHO 3HAYNMO
CHPIEYHO KIJIAITHO 3a00JIsBaHe, JOMIO KOHTPOJIUpPaHa XUTIEPTOHHS (TIOJXO/SIIA € XUIIEPTOHHS,
KOHTPOJIMPaHa ChC CTAHJAPTHO JICUCHHE) U XeMOJUHAMUYHO €(pEKTHBEH IePUKapICH U3IUB, Ca
U3KJIFOYEHHU OT OCHOBHUTE KIMHUYHHY IIPOYYBAHUS 33 aJIOBAHTHO U HEOAJIOBAHTHO JICUCHUE HA
PPMIX c tpacty3ymal u mopaay ToBa HE MOXKE 1a C€ TIpenopbhya JISYeHNE pH Te3H MallueHTH.

Aorweanmmno nevenue

KANJINTI n anTpanukiInHu He TPSAOBa 1a ce AaBaT CIHOBPEMEHHO B KOMOWHAIINS ITPH aIFOBAHTHO
JICUCHUE.

IIpu marmuenTn ¢ PPMX e HabmrogaBaHo yBenTndIeHHE Ha Y€CTOTAaTa HA CAMITOMHHTE U
ACHMIITOMHHTE ChPJICUYHN CHOUTHS, KOTaTo TpacTy3yMal e MmpuiaraH ciiesi XHMHUOTEPaIHs,
ChIbpIKAIa aHTPAIIUKIIMHY, B CPABHEHHE C TIPUIOKCHHUE C HEChIBPIKAIIUTE aHTPAIIUKIMHA CXEMHU Ha
JICYCHHE C JOIEeTaKCeNl U KapOOoIIaTHH, KaTo TO € OMIJIO TTO-M3pa3eHo0, KOraTo TpacTy3yMal € mpujiaran



€JIHOBPEMEHHO C TaKCaHW B CPaBHEHUE C MPUIIATAHETO MY Clie/l TakcaHu. HezaBucumo ot
W3II0JI3BAHATA CXEMa Ha JIeUueHHe, TOBEUETO CUMITTOMHY ChPJICYHU CHOUTHSI Ce TIOSBSIBAT ITpe3
nspBuTe 18 Mecema. B enHo ot mpoBeneHnTe 3 OCHOBHU KJIMHUYHU MTPOYIBAHUS, TIPU KOCTO € HATTUIIE
MeanaHa Ha npociensasane 5,5 roguau (BCIRG 006), € HaOmo1aBaHO MPOABIHKUTEIHO YBEIHUCHUES
Ha KyMyJIaTUBHATa YecTOTa Ha CUMIITOMHH chpedrd wim LVEF cpOnTtus npu manueHTH,
MOJTy4YaBaJIA TPAcTy3yMad eTHOBPEMEHHO C TaKCaH CIIe]] Teparus ¢ aHTPAIUKINHA, 10 2,37% B
cpaBHEHUE C MPUOMM3UTENHO 1% B ABETE TPYIH CHC CPABHUTEITHOTO JIEKAPCTBO (AHTPAIMKIIMH TITIOC
rKIIodochamMu, OCIeABAHO OT TAKCAH U TaKCaH, KapOOIUIATHH U TPacTy3ymao).

PuckoBuTe QakTopu 3a ChpEYHO CHOUTHE, YCTAHOBEHH MPH YETUPH TOIEMHU KIMHUYHH MPOYIBAHUS
3a a/IF0BaHTHO JieueHHe, BKIIIOYBAT HampenHana b3pact (> 50 ronunn), Hucka JIKOU (< 55%) Ha
M3XO0JHO HUBO, IPEU UIIH CIIEN 3a[I0YBAaHE Ha JIEUEHUE C MaKIUTaKcel, MoHmwkeHue Ha JIKOU ¢
10-15 nyHKTa 1 mpeecTBalia Wik €JHOBPEMEHHA YIoTpeOda Ha aHTUXUIIEPTEH3UBHU JIEKapCTBEHU
nponykTd. [Ipyu manueHTH, NoTydaBally TpacTy3yMad ciie 3aBbplIBaHe Ha aJfOBaHTHATA
XUMUOTEPAIUsL, PUCKBT OT ChPAEYHA TUCPYHKIMS € CBBP3aH C 0-BHCOKa KyMyJIaTHBHA 1032
AHTPALUKIVH, IPUIOKEHA IIPEU 3all04BaHe Ha JICUEHUETO ¢ TpacTy3yMal U ¢ MHICKC Ha TelecHa
maca (BMI) > 25 kg/m?.

Heoaowsanumno-aorweanmno neyernue

Ipu manuentu ¢ PPMK, nonxopsiy 3a HeoaaroBaHTHO-aaoBaHTHO JieueHue, KANJINTI tpsoBa ga
Cce Mpuiara eJHOBPEMEHHO C aHTPAIMKINHHA CaMO MTpH OOJHH, KOUTO HE ca JICKYBaHH C
XUMHUOTEPAITHs, ¥ CaMO ChC CXEMH Ha JICUCHHE C aHTPAIUKIMHA B HUCKH JTO3H, T.€. MAKCUMAJTHH
KyMyJIaTHBHH 031 Ha JoKcopy6umuH 180 mg/m? uwmm emmpy6umus 360 mg/m?,

AKO TTallMeHTHUTE ca JIEKYBaHH €THOBPEMEHHO C IIBJICH KypC Ha HUCKH JTO3W aHTPAIMKIMHA U
KANJINTI mpu HeoaroBaHTHH YCIIOBHS, HE TpsiOBa 11a ce TpuiIara JOMbIHUTEIHA IUTOTOKCHYHA
XUMHOTEpanus clie onepamusata. [lpu Apyru cutyaiyu, peuieHueTo OTHOCHO HEOOXO0AMMOCTTA OT
JIOITBJIHUTEITHA IIATOTOKCHYHA XUMHUOTEPAITUS CE ONPEIelis Bh3 OCHOBA HAa UHAWBHyaTHH (DaKTOPH.

OnuThT NpU €THOBPEMEHHO MPHIIOKEHNE HA TPACTY3yMad B CXEMH C HUCKH JI03U aHTPAIMKIUH
MOHACTOSIILIEM € OTPaHUYeH A0 JIBe KIMHUYHM npoyusanust (MO16432 u BO22227).

B ocHoBHOTO nipoyuBane MO16432, tpacTy3ymMab e mpujarad eIHOBPEMEHHO C HEOaIOBAHTHA
XMMHOTEpAIHs, ChABPKAIA TPU IHKBJIA ¢ JOKCOPYOHIIMH (KyMyIaTHBHA 103a 180 mg/m?).

YecToTara Ha CHMITOMAaTHYHA ChpedHa quchyHKIus ¢ 1,7% B rpymara Ha TpacTy3ymao.

B ocnoBHoTO npoyuBane BO22227, tpacTy3ymal e npuiaral eTHOBPEMEHHO C HE0a/II0BaHTHA
XMMHOTEPANHs, KOATO ChABPIKA YETHPH LIUKbIIA ¢ eMUPYOHIMH (KyMynaTuBHa 103a 300 mg/m?); mpu
MeJIuaHa Ha npociieisiBaHe, Haaxpbpisima 70 mecela, yectotara Ha ChbpAeYHA
HEIOCTaThYHOCT/3aCTOMHA ChpAeUHa HegocTaTbuHoCT € 0,3% B rpymnara Ha TpacTy3ymal 3a
MHTPAaBEHO3HO NPHIIOKEHUE.

KnuHUYHUAT OMHT € OTpaHUYEH MIPU MAIlUCHTH Hal 65-TOUIIHA Bb3pacT.

Peakimu, ceep3anu ¢ nuadysusra (Infusion-related reactions, IRRS) ¥ CBpbXYYBCTBHTETHOCT

Nwma cpobmienus 3a ceprio3nn IRRs kbM uHbpy3usTa ¢ TpacTy3yMad, BKIFOYUTEITHO AUCITHES,
XHUIOTOHUS, XPUIIOBE, XUTIEPTOHUS, OPOHXOCIIA3bM, HaJ[KaMEPHA TaXUAPUTMUSI, HAMAaJIeHa caTypamus
Ha KHCJIOpO/1a, aHa(pUIaKCHs, PECIIMPATOPEH IUCTPEC, YPTUKAPHUS U aHTHOeAeM (BX. Touka 4.8).
Mosxe ia ce u3M1013Ba peMeANKaIlHs 32 HaMaJIIBaHe Ha PUCKa OT Te3u chouTus. [loBeueTo ot Te3u
CcHOWTHS BB3HUKBAT 110 BpeMe WK JI0 2,5 yaca ciell HadanoTo Ha mbpBata nHGy3us. [Ipu Bb3HHKBaHE
Ha peakiusa KbM HH(y3uaTa, HHGY3uITa TpSAOBA 1a ce IPEYCTAaHOBH WIIH Ja ce 3a0aBU CKOPOCTTa HA
BJIMBaHE M TMAMEHTHT TPAOBa Ja ce HaOII0AaBa 10 OT3ByYaBaHe Ha CUMIITOMHUTE (BK. Touka 4.2).
Te3u cUMITTOMH MO JIa CE JIEKyBaT C aHAJITCTUK/aHTUITUPETUK, KATO HAIP. METICPUIUH WU
napareTamor, WM aHTHXHUCTaMHH, KaTo Hanp. nudenxuapamuH. [Ipu moBedeTo oT manneHTuTe



CUMITOMUTE OT3BYUYaBaT U CJE]l TOBA HH(Y3UHUTE C TpacTy3yMad nmpoabikaBar. Cepuo3HUTE PeaKIiuu
ca JIEKYBaHH YCIIEIIHO C MOAIbPIKAIla Tepanus, Harp. KUCIOPO, OeTa-arOHUCTH U KOPTHKOCTEPOUIH.
B penku cinydau Te3u peakiiuy ca CBbp3aHU ¢ KJIMHUYEH X0/, 3aBbPIIBAII C JICTAICH U3XO/.
[ManuenTHTe, MONYYHIN TUCITHES IIPY ITOKOH MOPaJH YCIOKHEHHUS OT HAMIPEIHAIO 3JI0KAYECTBEHO
3a00JIsIBAHE W CHITBTCTBAIIN 3a00IABAHMSI, MOXKE Ja Ca U3JI0KEHHU Ha TIOBUIIIECH PUCK OT JIETAJICH U3XO0]]
Ha peakmusa KeM uH(y3usaTa. [lopamu ToBa, Te3wn manueHTH He TpssOBa na ce mekyBat ¢ KANJINTI

(Bk. Touka 4.3).

Cro011aBa ce ChIo 32 HAYaTHO OJ00PEHNE, MTOCIEABAHO OT KIMHIYHO BIIOMIaBaHe U KbCHU PEaKIInu
¢ Obp30 KITMHIYHO BiomaBaHe. CMBPTHH CITydau ca Bb3HHUKBAJIM JI0 YaCOBE U /IO €IHA CeIMUIIa CIe]
uH}y3usATa. B MHOTO peliku cily4yan NalMeHTUTe ca MOoJy4YyaBaid Ha4alHH CUMITOMU, CBbP3aHH C
nH}Y3UATa U 00 JPOOHN CUMIITOMH MOBEYE OT IIECT Yaca Clie]] Ha4aloTo Ha nH(y3usITa C
TpacTy3ymal. [lanmenTuTre TpsaOBa 1a ce mpeaynpesT 3a Bh3MOKHOCTTA 332 TAKOBA KbCHO HAYAIO U
TpsiOBa J]a ce MHCTPYKTHUPAT Jia CE CBBbPKAT BeJHAra C JISKYBAIUs CH JICKap MPH Bhb3HUKBAHE HA TE3H
CHUMIITOMH.

BenoapoOuu crouTns

Texxu 6emoapoOHN CHOUTHS ce ChOOIAaBaT MPH yImoTpedaTa Ha TPACTy3yMad B MMOCTMAPKETHHTOBH
ycnoBus (BK. Touka 4.8). [loHsakora Te3u croutns ca 6w netaian. OCBEH TOBa ce Ch0oOIaBar
Cllyyal Ha MHTepCTHLHATHa OenoqpoOHa 00JIecT, BKIIOYUTENHO 0eI10ApOOHH HHPUIATPATH, CHHAPOM
Ha OCTBP PECIUPATOPEH TUCTPEC, THEBMOHHMS, THEBMOHUT, IJICBPAJICH U3JIUB, PECIIMPATOPEH AUCTPEC,
oCcTBp 0emoIpoOeH OTOK M IUXaTellHa HeAOCTaThYHOCT. PHCKOBUTE (hakTOpH, CBBEP3aHHU C
UHTEpCTUIHATHA OenopoOHa 0oJecT, BKITIOYBAT MPEAIIECTBAIIO WIH €THOBPEMEHHO JICYEHHUE C
JPYTH aHTHHEOTIACTHYHU CPECTBA, 32 KOUTO € U3BECTHO, Y€ Ca CBBP3aHU C TOBa 3a00IsBaHe, HaIIp.
TaKCaHW, TeMIIUTa0NH, BUHOPEIOWH U JTbueTepants. Te3n CbONTHS MOXKe Ia Bh3HUKHAT KaTO 4acT OT
peaKkinus, CBbp3aHa C I/IH(l)y3I/I$ITa, nin 1a uMaTt KbCHO Ha4allio. HaHI/IeHTI/ITe, TMMOJIYYNJIN JUCHTHEA IIPU
MMOKOM nopaau yCJIOXHEHUSA OT HAIIPESAHAIIO 3JIOKAYC€CTBCHO 3a0o0J1sIBaHe U CBhIIBTCTBAIIU
3a00JIsIBaHUS, MOJKE J1a ca M3JI0KEHH Ha MOBUIIEH PUCK OT Oestoipobnu croutus. [lopaau ToBa Te3u
narueHTy He TpssoBa aa ce mexkyBat ¢ KANJINTI (Bx. Touka 4.3). TpsiOBa na ce BHUMaBa 3a
ITHCBMOHUTH, OCO6CHO IIpu MagueHTH, JICKYBAaHU €AHOBPEMEHHO C TaKCaHU.

Hatpuit

To3u nekapcTBeH MPOAYKT ChABbpPXKa mo-Masko ot 1 mmol varpwuii (23 mg) Ha 103a, T.€. IPaKTUYECKU
HE ChAbPKa HaTpUIl.

4.5 BzaumopeiicTBHe ¢ IPYrd JIeKAPpCTBEHH MPOAYKTH U APYru (popMH HA B3auMoJelicTBHE
He ca npoBexnanu opuunainy mpoy4yBaHus 3a JIEKapCTBEHU B3auMoaeicTBus. He ca HaOmronaBanu
KJIMHUYHO 3HAaYMMH B3aHMMOJEHCTBUS MEXAY TpacTy3yMal 1 eAHOBPEMEHHO MIPUIaraHuTe

JICKapCTBCHU NPOAYKTHU, U3IIOJI3BAHU B KIIMHUYHUTE IIPOYYBaHUA.

Edexr Ha TpacTy3yMabd BepXy (hapMaKOKMHETHKATA Ha JIPYTH aHTHHEOIUIACTHYHH CPEJICTBA

PapMaKOKMHETUYHUTE JaHHU OT KIMHUUHUTE rpoyuBanus BO15935 u M77004 nipu xxenu ¢
HER2-nonoxwuteneH MeTactazupan pak Ha rbpjaTa Mpearoiarar, ye eKCIo3ULUATa Ha MaKIUTaKcel
U TOKCOPYOUIIMH (M TEXHUTE IJIaBHU MeTa0O0IUTH 6-0. XuapoKcuiI-nakiaurakcen, POH, n
nmokcopyoummaoi, DOL) He ce mpoMeHs Ipy HaTM4YHe Ha TPacTy3yMal (HaToBapBalia J03a OT

8 mg/kg umu 4 mg/Kg HHTPaBEHO30HO, MOCIEBAHO CHOTBETHO OT 6 MQ/KY BeTHBK HA 3 CEIMUIIN HITH
2 mg/kg BeZIHBK CEMMUYHO HHTPABEHO3HO). TpacTy3ymad obaue MOke J1a IIOBHUINHU 001IaTa
SKCITO3HIIHS Ha STUH OT META0OJUTUTE Ha TOKCOPYOHIIHH (7-1e30KCH-13 THXUAPO-T0KCOPYOUITNHOH,
D7D). buoaktusHocTTa Ha D7D M KIMHAYHOTO 3HAYCHHE HA TIOBUIICHHETO HA TO3U METa0OJHT HE €
SICHO.



Tannute ot KnuHUYHOTO TpoyuBane JP16003, mpoyuBane Ha TpacTy3ymab ¢ eaHo pamo (4 mg/kg
HWHTPABEHO3HO HAaTOBapBaiia 103a 1 2 Mg/Kg MHTPaBEHO3HO CEJAMUYHO) U JIOIETAKCE

(60 mg/mZMHTpaBeH03Ho) TIPH JKE€HU OT SImoHCKH npon3xo]i ¢ HER2- monoxutenen MPMIK,
MIPEeIoJaraT, 4e eJHOBPEMEHHOTO MPHIIOKEHHIE Ha TPACTY3yMald HAMa €PEeKT BbPXY
(hapmMakoOKMHETHKATA HAa eAMHUYHA J103a Jorerakcen. Kinmuamanoro npoyusane JP19959 e
noanpoyuBane Ha BO18255 (ToGA), mpoBemeHo Mpy MAIUEHTH OT SITOHCKU TTPOU3XO0J - MBXE U
JKEHU C aBaHCHPAJ paK Ha CTOMaxa, 3a M3CjIeIBaHe Ha (papMaKOKMHETHKATA Ha KaNleIUTaOWH U
[UCIUIATHH MPU MPHUIIOKEHUE ChC WK 0e3 TpacTy3ymal. Pesynrarure ot TOBa monpoyyBaHe
MIPEIoarat, 4e eKCIO3uIMATa Ha OHOaKTUBHUTE MeTabouTH (Harp. 5-FU) Ha kamenutaOuH He ce
MOBJIFSIBA OT STHOBPEMEHHATA yIOTpeda Ha IMUCIUIATHH WX Ha IUCIUIATHH IUTIOC TPAacTy3yMao.
Camust kaneuntabuH obave OKa3Ba MO-BHCOKU KOHIICHTPAIMH U MO-IIPOABIDKUTENEH MOTY>KHUBOT,
KOraro ce kKoMOuHupa ¢ Tpactyzyma0. JlaHHuTe mpeanonarat cbuio, 4e (hapMakOKMHETHKATa Ha
[IUCIIATHH HE Ce MMOBJIHABA OT eJHOBPEMEHHATA YyIOTpeba Ha KalelnTa0NH WK Ha KalelnTa0uH
TUTIOC TpacTy3ymao.

dapMakoKHHETHIHUTE JaHHH OT TipoyuBane H4613g/GO01305 mpu manueHTy ¢ MeTacTa3zupai il
JOKATHO HampenHan HeorepabmieHn HER2- monokuTeneH pak mokasBar, e TpacTy3yMal He

NOBJHsABA (hapMaKOKHMHETHKATa Ha KapOOILIaTHH.

Ed)eKm HA aHnmureonjiacmudrHume cpedcmea 8bpXy d)apMaKOKuHemuKama HA mpacmv3wua6

IIpu cpaBHEHUE HA CUMYJTUPAHH CEPYMHHU KOHIICHTPAIMH CJIe] MOHOTepamnus ¢ TpacTy3ymab (4 mg/kg
HaToBapBaina 103a/2 mg/kg BeIHBK CEIMIUYHO HHTPABEHO3HO) U HAOIIOMaBaHH CEPYMHHU
KOHIICHTPAIINH IIPH KEHH OT SToHCKU Tpon3xoa ¢ HER2- monmoxxurenes MPMX (ximmHIIHO
npoyusane JP16003) He ca ycTaHOBEHH JaHHU 3a (papMaKOKMHETHUEH e(DEeKT Ha eTHOBPEMEHHO
MIpUJIaraH JoIeTakcel BbpXY papMaKOKHHETHKATa Ha TPacTy3yMmao.

CpaBHeHHeTO Ha (papMaKOKMHETUYHUTE PE3YNTaTH OT ABE KIMHUYHU npoyuBanus ¢asa II (BO15935
u M77004) u enHo kiuauaHO npoyusane ¢aza 11 (H0648g), nmpu koeTo manueHTuTe ca Ouiu
JIEKyBaHH €AHOBPEMEHHO C TPAacTy3yMald M MaKJIMTaKCeN, U ABe KIMHUYHU TpoyuBaHus (aza II, mpu
KOHUTO TpacTy3yMab e nmpuiarad kato MmoHotepanust (W016229 u MO16982) npu >xeHu ¢
HER2-nonoxurenes MPMIK nokasa, ye MHAMBUAYAIHUTE U CPEJHUTE MUHUMAJIHNA CEPYMHH
KOHLIEHTpAllUU Ha TPacTy3yMald Bapupar BbTPE B KIMHUYHHUTE IPOYUBAHUS U MEXKIY TAX, HO HAMA
KaTreropuyeH e(peKT OT eAHOBPEMEHHOTO NPUJIOKEHHE Ha MaKIUTaKCeNl BPXY (DapMaKOKHMHETHKATa
Ha Tpacty3yma0. CpaBHsiBaHETO Ha ()apMAaKOKMHETUYHHUTE JIAHHU HA TPACTy3yMald OT MPOy4BaHE
M77004, mpu koeto xern ¢ HER2-nonoxurener MPMX ca Ouin JlekyBaHM €THOBPEMEHHO C
TpacTy3ymal, MaKIUTaKCeN U TOKCOPYOUINH, ¢ papMaKOKHHETHYHUTE JaHHH Ha TpacTy3ymal B
NpOYYBaHUs, IPU KOUTO TpacTy3yMad e mpuiarad karo Monotepamnusi (H0649¢g) nin B komOuHamms ¢
AHTPALMKIMHY IUTIOC HuKiIodochamMu uin naknurakcen (mpoyusane H0648g), mpeamonara numnca Ha
edeKT Ha TOKCOpYOUIIMH U MAaKIUTaKCeN BbpXY (hapMaKOKMHETHKATa Ha TPAacTy3yMal.

dapMakOKMHETHYHUTE JaHHU OoT mpoyuBane H4613g/GO01305 nokasBaT, 4e kapOOIIIaTHH HE
NoBJMsABa (hapMaKOKMHETHKATa Ha TPacTy3yMao.

EMHOBpEMEHHOTO MPUIIOKEHUE Ha aHACTPO30J1 U3IJISK 1A HE MOBIHsABA (papMaKOKMHETHKATA Ha
TpacTy3ymao.

4.6 @epTnanTer, GPeMEHHOCT U KbpMeHe

JKenu ¢ sieTepoJieH NOTEHINAI/KOHTPALEIIIIIS

JKenute ¢ nerepojicH MoTEeHIUAN TPIOBa ObJAT CHhBETBAHHM Ja M3MOI3BAT €(DEKTHBHA KOHTPAICTIIIHS
o Bpeme Ha siederne ¢ KANJINTI u B mpogbmkenue Ha 7 Mecena ciie/i 3aBbpIliBaHe Ha JCUSHUETO
(Bx. Touka 5.2).
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Bbpemennoct

[IpoBenenu ca mpoyyBaHUs BbPXY PENPOAYKTUBHOCTTA MPH IBITOONAIIATA MaKalH, C 03 JI0

25 TBbTH NO-BUCOKHU OT CEIMHUYHATA TOTbpIKaIIa 103a 3a xopa oT 2 mg/kg Tpactyzymad 3a
MHTPABEHO3HO IIPUIIOKEHUE U HAMA JaHHHM 3a yBpeklaHe Ha GpepTumTera mwim deryca.
HabmomaBaHo e mpeMuHaBaHe Ipe3 IUIaleHTaTa Ha TpacTy3ymad B Hadanuus (20 - 50 meH ot
recranuata) U kbcHust (120 - 150 aen ot recranusTa) nepuo ot ¢petaHoTo pa3Butue. He e u3BecTHo
JIaJi TpacTy3yMad MOKe J1a MpeAn3BUKa yBpEeKAaHe Ha IUI0/a IIPH IIpUIIaraHe Ha OpeMeHHH KeHH
WK J1any OW MOT'BJI Ia YBPENIU PENpOyKTUBHATA CIIOCOOHOCT. Thil KATO POYYBaHUSITA BBPXY
PEeNpOaYKIHUATA PH )KUBOTHH HE BUHATY MMAT MPOTHOCTUYHA CTOWHOCT 32 ONpeeNsiHe Ha OTTOBOPa
npu xopa, KANJINTI Tpsi6Ba na ce n30srsa mo BpemMme Ha OpEMEHHOCT, OCBEH aKO NOTCHLIHAIHATA
10132 32 MalKaTa HaJXBbPJIsl IOTEHIMATHHS PUCK 32 IO/,

[To BpeMe Ha MOCTMapKETHHIOBATa YIIOTpeOa MMa ChOOIIECHHS 32 HAPYIICHO eTarHo ObOpeTHo
pa3BuTHE H/WIH QYHKIMOHAIHO HAPYIICHUE BbB BPBH3Ka C OJIMTOXUAPAMHUOH, HIKOH OT KOUTO ca
CBBP3aHH C JIeTaaHa 0eJI0ApoOHa XUIOILTa3Hs Ha TUI0/1a, TPH OPEMEHHH KEeHH, ITOTyYaBali
Tpacty3ymal. JKeHute, KOUTO 3a0peMeHesT, TpsiOBa Aa ce HHPOPMHPAT 32 Bb3MOKHOCTTA OT
yBpeKIaHe Ha Tioga. Axo OpemerHa sxkeHa ce ekyBa ¢ KANJINTI, nom ako manueHTkaTa
3abpemenee, nokaro noimydaBa KANJINTI umu no 7 mecena cien mociemnara go3a KANJINTI,
JKEJIaTCJIHO € Ja CC IMPOBE)KAa BHUMATCIIHO Ha6JIIOI[eHI/IC OT MYJTHAUCHUIUIMHAPECH CKUII.

Kspmene

[IpoyuBane, npoBeAE€HO NPHU ABJITOONAIIATH MaKaIH € 103K 10 25 MbTH MO-BUCOKH OT CEIMUYHATA
oJTbpKaIia 103a 3a xopa ot 2 mg/Kg Tpacty3ymab 3a HHTpaBEHO3HO IPUIIOKEHHE OT aeH 120 1o
neH 150 Ha 6peMeHHOCTTa, TOKAa3Ba, Y€ TPACTy3yMab ce CeKpeTupa B KbpMara Clie]] pakJiaHe.
Excnio3unmsra Ha TpacTy3ymab in Utero u HamuueTo Ha TpacTy3ymad B cepyMa Ha HOBOPOJCHHU
MaiiMyHH HE € ChIPOBOACHO C HEeXEJaH! e(EeKTH BbPXY pacTexa MM Pa3sBUTUETO OT PaKIaHETO 10
HaBbpIIBaHe Ha |1-MeceuHa Bb3pacT. He e m3BecTHO manu TpacTy3ymal ce cekpeTrpa B KbpMaTa. Tbid
kato yoBemku [gG1 ce cekpeTrpa B KbpMara, a IOTCHIMAIBT 33 YBPEKAaHE Ha KbpMAUETO HE €
M3BECTEH, KeHNUTE He TpsiOBa 1a KppMT 1o BpeMme Ha sieueHue ¢ KANJINTI u B npoabimkenue Ha

7 Mecena cieq pujlaraHe Ha IocjenHara 103a.

DepTunurer

JluricBaT JaHHU OTHOCHO (pepThiHTeTA.

4.7 EdexTu BHpPXY cioco0HOCTTA 32 modupaHe U padoTa ¢ MAIIUHH

Tpacty3ymab moBnusiBa B Majika CTEIICH CIIOCOOHOCTTA 3a mopupaHe U paboTa ¢ MalIuHA (BXK.
touka 4.8). ITo Bpeme Ha neuenuero ¢ KANJINTI Moxe 1a Bb3HUKHAT 3aMaiiBaHe M ChHIMBOCT (BIK.
touka 4.8). [TarueHTr, KOUTO UMAT CHMIITOMH, CBbp3aHH ¢ HH}y3usTa (BK. Touka 4.4), TpsiOBa j1a ce
CHBETBAT JIa C€ BB3IbPXKAT OT ModupaHe WK padoTa ¢ MAIIHHY JI0 OT3BYYaBaHE HA CHMIITOMHUTE.

4.8 Hexenanu JiekapcTBeHU peaKIMH

O0600menue Ha npodriia Ha OE30IMaCHOCT

Cpen Hali-CepHO3HUTE W/WUJIH YeCTH HEXENaHU Peakiluy, ChoOIaBaH! NP yroTpedaTa Ha
TpacTy3ymab jocera, ca ChpaeyHa JUCPYHKITHS, peaKI|K, CBbP3aHu ¢ HHDY3UATA,
XEMaTOTOKCUYHOCT (0OCOOCHO HeyTponeH s ), MH(EeKIK 1 0eI0ApOOHN HEKEITAHU PEAKIIUY.

TabnanveH cCIUChK Ha HEXKEITAHUTE PEAKIINH

B To31 pa3en ca u3noa3BaHu CICAHNUTE KaTETOPHH 3a YecToTa: MHOTO uecTH (> 1/10), yectu (> 1/100
1o < 1/10), weuectu (> 1/1 000 mo < 1/100), peaxu (> 1/10 000 o < 1/1 000), MmHOTO penKu
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(< 1/10 000), c Hen3BecTHA YecTOTA (OT HATMYHUTE JAHHHU HE MOXKE Ja ObJie HampaBeHa oleHka). [Ipu
BCSIKO TPYNUpPAHEe B 3aBUCHMOCT OT YECTOTaTa, HEeXKEJIAHUTE PEaKIMU ca N30pOSHH B HU3XOIAIL pell 110
OTHOIICHUE HA TAXHATA CEPUO3HOCT.

B Tabnuua 1 ca npencTaBeHn HeXeJaH! pPeakLiy, ChOOIIEHH BbB BPb3Ka C ynoTpedaTa Ha
TpacTy3ymal 3a HHTPABEHO3HO IPUIOKEHUE CAMOCTOSITEIIHO WIIM B KOMOMHAIMA C XUMUOTEPAIIUS 110
BpeMe Ha OCHOBHHTE KJIMHUYHH NMPOYYBAHUS U IPU IIOCTMApKETHHTOBaTa yHoTpeoa.

Bcuuky BKIFOUCHH TEPMHHHU C€ OCHOBABAT Ha Hal-BHCOKHUS MPOIIEHT, HAOJI01aBaH 10 BpeMe Ha
OCHOBHHMTC KJIIMHUYHU IPOYUBAHUA. OCBEH TOBa, TCPMHUHHUTE, C’I)O6HICHI/I IIpU MOCTMAPKETUHI OBATa
ynorpeba, ca BkitoueHu B Tabmnuma 1.

Taoauna 1 Hexenanu peakuuu, cbo01IeHN MPU YIIoTpeda Ha TPpacTy3yMad 3a MHTPABEHO3HO
NPUJIOKeHHe CAMOCTOATEIHO UM B KOMOMHALIMSA ¢ XMMHOTEepANus 110 BpeMe HAa OCHOBHHTE
kanHngHE npoyuBanus (N = 8 386) n npu mocTMapKkeTHHroBaTa ynorpeda

CucremMo-opraHeH KJjiac He:xesnana peakuust YecToTa
Wndexunn n nadpecranmun Wndexuus MHoro yectu
Hazodapunrur MHoro yectu
HeyTtponenuueH cencuc UYectu
Iuctur Yectn
['pun Yectu
Cunysut Yectn
Koxna nadexnus Yectun
Punut Yectu
WNupexmus Ha TopHUTE quxaTeHn | Yectu
I'BTHUIIA
Wndekuns Ha nukoynute mbTHiia | Yectn
DapuHruT Yectn
Heomnasmu — nobpokauectBenu, | Ilporpecus Ha 31m0KauecTBeHa C Hen3BecTHa yecToTa
37I0Ka4YeCTBEHH W HEOTIPEIEJICHH | HeoriazmMa
(BKJI. KHCTH M TIOJIMIIH ) [Iporpecus Ha Heorazma C Hem3BecTHa yecToTa
Hapymenus Ha kpbpBTa U DebpuiHa HEYTPOTICHHUS MHoro yectu
nuMHaTa cucrema Anemus MHoro yectn
HeyTponenus MHoro yectu
Hamanen 6poii 6enu KpbBHU MHoro yectu
KJICTKH/JICBKOTICHHUS
TpomboruToneHus Muoro yectu
XuUnonpoTpoMOUHEMHUs C HensBecTHa yecToTa
HmyHHA TpOMOOIITONICHHS C Hem3BecTHa YecToTa
Hapymenus Ha umMmyHHaTa CBpBXYYBCTBUTEIIHOCT Yectu
cucreMa "AnaduiakTuyHa peakiys Penxu
"AnaduakTuYeH MoK Penxu
Hapymenns na merabonmsma u Hamaneno termo/3ary6a Ha rersio | MHoro yectu
XPAHEHETO AHopexkcust MHoro yectu
CHHApPOM Ha TYMOpEH JIM3UC C Hem3BecTHa yecToTa
XunepkajiueMust C Heu3BecTHa yecToTa
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Cucremo-opranet Kjiac Hexenana peakuus YecroTa
[Tcuxuunu HapyeHUs bescbHue MHoro dyectu
TpeBo)KHOCT Yectu
Henpecus Yectu
Hapymenns na HepBHaTa lTpeMop Muoro yectu
cucrema 3amaiiBane Muoro yectu
['maBoOosne MHoro yectu
ITapecte3un MHoro dyectu
Hucreysus Muoro dyectu
[epudepna HeBpomaTus Yectn
XuneproHus Yectu
ChHIUBOCT Uectn
Hapymenus Ha ounte KoHIOHKTHBUT MHoro dyectu

3aCHIIEHO CHI300TACIISIHE

Mpmuoro uectu

Cyxora B ounte

Yectun

OTOK Ha manujara

C HEeM3BECTHA YeCTOTa

KpbBou3iuB B peTrHaTa

C HEeM3BECTHA YeCTOTa

Hapymenus Ha yxoTo u
nabupuHTa

I'myxota

Heuectn

CopreyHy HapyIIeHUs

MonukeHo KpbBHO HanATaHe

Mpmuoro uectu

1I—[OBI/II_I_ICHO KPBbBHO HAJISITAHC

MHoro uectu

'HepaBHoMmepHa chpieuna
JIEWHOCT

MHoro gectn

1C1)pz[eqH0 MBXKJIEHE

Mpmuoro uectu

Hamanena ¢pakiust Ha
U3TIIacKBaHe*

MHoro uectu

*Cobpaedna HEJOCTATBYHOCT Yectn
(3acroiina)

*'HanxamepHa TaxuapuT™us Yectn
Kapanomuonatus Yectu
1HanrmTaum/1 Yectu
[lepukapaunajieH U3auB Heuectu

Kapanorenen mox

C Hen3BeCTHA YeCTOTa

Hanuden rajonuvpamn puTbM

C HeHn3BeCTHA YECTOTA

CboBU HapyLICHUS

l"opeiy BbJIHU

MHoro uectu

X unoronus Yectu
Bazonunmaranus Yectu
PecniupaTopHu, rpbaHY U *Jlucnnes MHoro yectu
MeINaCTUHAIIHN HapyIIeHUs Kanmuma MHoro yectu
Enucrakcuc MHoro yectu
Punopest MHoro yectu
‘TIneBMOHHS Yectu
Actma Yectu
Hapymenune Ha 6enute npobose Yectn
“TIneBpaneH U3IuB Yectu
“Xpunose Heuectn
ITHeBMOHUT Heuectu

“Benoapobua hpubposa

C HeHn3BeCTHA YECTOTA

"PecnupaTopeH AUCTpeC

C HeM3BECTHA YeCToTa

*JluxaTenHa HeI0OCTATBYHOCT

C Heu3BECTHA YECTOTA

"Benoapobua nadunTpaims

C Hen3BeCTHA YecToTa

"Octhp GenoapobeH 0ToK

C HeHn3BeCTHA YECTOTA

*OCThp pecnupaTopeH IUCTPEC
CHHJIPOM

C HeHn3BeCTHA YECTOTA

"BpoHXOCIa3zbM

C Heu3BECTHA YECTOTA
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Cucremo-opranet Kjiac

Hexenana peakuus

YecToTa

*Xunokcus C Heu3BECTHA YeCTOTa
"Hamanena caTypanus Ha C HeM3BECTHA YECTOTA
KHCJIOPOJa

Jlapunreanen oTok C HeM3BECTHA YeCTOTa
OpronHest C Heu3BecTHa yecToTa

Benoapoben oTok

C HEeM3BECTHA YeCTOTa

HHTepcTunmaina 6emoapooHa
OomecT

C HeHn3BeCTHA YECTOTA

CromanrHo-4peBHU HapyLIEHUS

Hunapus Muoro yectu
[ToBpbiiane MHoro yectu
lanene MHoro yectu

TMonysane Ha ycTHuTE

Mpmuoro uectu

Kopewmna 6oika

Mpmuoro uectu

Hucnencus MHoro decTtu
3anek MHoro yecTu
CromaTuTt MHuoro gecTn
Xemopouau Yectu
Cyxorta B ycTata Yectn
XemnaToOWIMapHU HApyIIEHUS XenarouenayJaapHO YBpEKIaHe YecTtn
XemaTur Yectn
BonesHeHOCT Ha YepHHs 1pod Yectu
JKpnreauna Penxu

Hapymenus Ha koxara u
MOJKOYKHATA ThKaH

Epurema MHoro gyectu
O6puB MHoro yectu
Tonysane Ha muero MHoro dyectu
Asonenus Mpmuoro uectu

Hapymienue Ha HOKTUTE

Mpmuoro uectu

CuHApoM Ha maJMapHO-TIaHTapHa

Mpmuoro uectu

CPUTPOIU3ECTEIUS
AkHe Yectu
Cyxora Ha Ko)Kara Yectn
Exxumo3sa Yectu
Xunepxuaposa Yectn
Makyio-marrynapeH oOpuB Yectu
Copbex Yectn
UynjauBOCT HA HOKTHUTE Yectu
Hepmartur Yectu
Yprukapus Heuectu
AHruoeneMm C Heu3BeCTHA YECTOTa
Hapyuienns Ha Aptpanrus MHoro yectu
MYCKYJIHOCKEJIETHATA CHCTeMa U | "MycKy/IHa CKOBAHOCT MHoro yectu
CheIMHUTETHATA ThKaH Muanrus MHoro yectu
Aptpur Yectn
Bonka B repOa Yectu
bosika B kocTute Yectu
MycCKyJHH clla3sMu Yectu
bosika B musita Yectu
boika B kpaitHUIIUTE Yectun
Hapymenus Ha 060peruTe u br0OpednHo HapymieHne Yectn

IIUKOYHUTC ITBbTUIIA

MeMOpaHO3eH TIIoMepyJIOHeDPHT

C HeM3BECTHA YECTOTA

I'momepynonedponatus

C Hen3BeCTHA YecToTa

B136peqHa HCOOCTAThYHOCT

C HeHn3BeCTHA YECTOTA
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Cucremo-opranet Kjiac

Hexenana peakuus

YecToTa

ChCTOSIHUSA, CBBP3aHU C
OpEeMEHHOCTTa, POJIOBHUS U
MOCJIEPOIOBUS TIEPHOJT

OJ'II/IFOXI/I,Z[paMHI/IOH

C HeM3BECTHA YeCTOoTa

br0Opedna xunomiasus

C Heu3BECTHA YECTOTa

benoapobua xumommazus

C Heu3BECTHA YECTOTA

Hapymenns Ha
BB3IPOU3BOJUTEIIHATA CUCTEMA U
rbpjaara

Brananenue Ha repaTa/MacTHT

Yectu

OO6mm HapymeHus U eheKTH Ha
MSCTOTO Ha IMMPUIOKCHUC

ActeHus

MHoro gectu

boiika B repaute

Mpmuoro uectu

CryneHu TpbIKU Muoro yectu

YMmopa MHoro yectu

['purono100HM CHMIITOMH MHoro dyectu

Peaknusi, cBbpp3ana ¢ nHGYy3UATA MHoro yectu

bonka Mpmuoro uectu

ITupekcus MHoro gyectu

Bwb3nanenne Ha aur ABHUIIUTC MHoro gectu

[Tepudepen oTok MHor0 Yectn

HepasnosioxeHue Yectu
OTtok Yectu
HapansaBanus, oTpaBsHus 1 Konty3sus Yectu

YCIIO)KHEHUS!, BB3HUKHAIN B
pe3yATaT Ha HHTEPBEHITUH

+ O003HayaBa HeXalaHU PEAKIM1, ChOOIIEHH BBB BPb3Ka C JIETaIeH U3XOJ.

1 O603HauaBa HexkaNaHU PEaKIUH, KOUTO Ce CHhOOIIABaT MPEJAMMHO BbB BPb3Ka C PEAKIUUTE, CBBP3aHH C
uHpy3usita. Hima oTienHu mpoueHTy 3a Tsx.

* HaOmonaBaHo pu KOMOWHHMpaHa Tepanus cJie]l aHTPALMKIMHU 1 B KOMOUHAIHS C TAKCaHU.

Onwucanue Ha I/I36DaHI/I HCXCJIaHW pCaKIINH

Covpoeuna ouceynkyus

3acroitaa cepaedna HegoctaTbuHOCT (NYHA kiac Il - IV) e gecta HexenaHa peakiusi, CBbp3aHa ¢
ynorpebaTa Ha TpacTy3yMa0, KaTto e Ouiia CBbp3aHa ¢ JeTajieH u3xol (Bx. Touka 4.4). [Ipu nanueHTH,
JIeKyBaHU C TpacTy3yMa0, ca HaOII0JaBaHK PU3HAIM U CUMIITOMH Ha ChpJeYHa TUC(YHKIMS, KaTo
HaTp. AUCITHES, OPTOIHES, 3aCHJIEHA KaIlIUIla, 6e0Ipo0eH 0TOK, S3 raion Wil HaMaleHa KaMepHa
Gbpakius Ha U3TIacKBaHe (BXK. Touka 4.4).

B 3 0CHOBHM KJIMHUYHU MPOYYBAHHS C 3JFOBAHTHO MPUIIOKEHHUE HA TPACTY3yMa0, MpUjaraH B
KOMOMHAIUS C XUMHOTEPAITUsl, YeCTOTaTa Ha ChpJeyHa qUCyHKIUs cTeneH 3/4 (Mo-CrenuaiHo
CUMITOMAaTHYHA 3aCTOMHA ChpJIEYHA HEJIOCTATHYHOCT) € MM0I00HA IPU MAIMECHTH, Ha KOUTO €
npuiIaraHa caMo XUMuoTepanus (T.€. He ca MoJTydaBalld TpacTy3ymad), U MpH MaIMeHTH, Ha KOUTO €
mpujiarad Tpactysymad mociemosatento cien takcas (0,3-0,4%). Uecrorara ¢ Hali-BUCOKA MTPH
NalKeHTH, Ha KOUTO € MpUJiaral TpacTy3ymad eqHOBpeMeHHO ¢ TakcaH (2,0%). Ilpu HeoaqroBaHTHO
JICYCHUE OMUTHT C STHOBPEMEHHO MPUIIOKECHUE Ha TpacTy3ymMal U cxema ¢ HUCKa J103a aHTPAIUKIIUH €
orpannyeH (BK. Touka 4.4).

Koraro tpacty3yma0 e npuiarat ciej 3aBbpIlIBaHE HA aI0BAHTHA XUMHOTEPAIHs, ChpJcYHa
HepocTarsyHOCT Kitac |11-1V mo NYHA e nabmogasana npu 0,6% OT manmeHTUTE B paMOTO C €1Ha
roJIMHA Ha IPWIOKEHHE CJIea Mearuana Ha npociensBane 12 mecema. B mpoyusane BO16348, cien
MenuaHa Ha nmpociensBaHe 8§ rogunu, yecrorata Ha Texxka 3CH (NYHA xunac 11l u IV) B rpynara na
nedeHue ¢ Tpacty3ymab 3a 1 roguHa e 0,8%, a yecToTaTa Ha Jieka CHMITOMAaTHYHA H
acUMIITOMaTHYHa JieBoKamepHa nmuchyHkus e 4,6%.

O6paTI/IMOCTTa Ha Texxkata 3CH (OHpC,E[CJ'ICHa KaTo nopeauna ot Hali-MaJIko JABEC IIOCJICO0BATCIIHA

crortHoctr Ha JIKOU > 50% cnen cpOuTHeTo) e oueBuaHa npu 71,4% oT maryieHTuTe, JeKyBaHU C
TpacTy3ymal. Y cTaHOBEHA € 00paTUMOCT Ha JiekaTa CUMIITOMAaTHYHA U aCUMIITOMAaTHYHA
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neBokaMmepHa nuchyHkuus npu 79,5% ot nmanuenture. [Ipudmusurtenno 17% oT chOUTHATA, CBEP3aHU
ChC ChpJeYHA AUCHYHKIUS Ca HACTBITMIIM CJe]l 3aBhPIIBAHE HA JICYSHHETO C TPacTy3ymao.

B ocHOBHHTE KTUHUYHM TPOYYBaHUs C TPACcTy3yMad 3a MHTPABEHO3HO MPHUIIOKEHHUE MIPH
METacTaTUYHO 3200JIIBaHE YeCTOTaTa Ha Chp/euHa nuchyHKIHS Bapupa Mexay 9% u 12%, koraro ce
KOMOWHHMpa ¢ TIAKJIATaKceN, B cpaBHEeHNE ¢ 1% — 4% mpu caMOCTOSTENTHO MPIIIOKEHUE Ha
naxnmTakcen. [Ipu MmoHoTepanus yectotara € 6% — 9%. Haii-Bucokara uectora Ha Chp/ie4Ha
nucyHKIMsS € HaOJroJaBaHa Py MallMeHTH, [TOIy4YaBalld TPacTy3yMal eJHOBPEMEHHO C
aHTparuKInH/ukIogochamun (27%), u e Onina 3HaYMMO TIO-BUCOKA, OTKOJIKOTO TIPU CAMOCTOSITEITHO
MPUIOKEHHE Ha aHTpatukiInH/ukiIodochamu (7% — 10%). [pu exHo mocaeaBanio KIHHUIHO
NpOyYBaHe ¢ MPOCIEKTUBHO HAOMIOACHUE HA ChpJeuHaTa GyHKIUS, YeCTOTaTaTa Ha CHMITOMATUYHA
3CH e 2,2% npu nanueHTuTe, noayJyaBalid TpacTy3ymMad u gouerakcen, B cpaBHeHue ¢ 0% mpu
MAIMEHTHTE, MTOJTyYaBallly JoleTakcen camocrostenHo. [loBeueto ot mamuentute (79%), kouto ca
pa3BwIM chpaedHa JUCQYHKIMS B T€3U KIMHUYHU MPOYYBAHMS, Ca TIOIYYMIH IOJOOpEHHE e
crangaptHo Jedyenue 3a 3CH.

Peaxyuu kom uchv3wzma, cwepzonodo@-m peakyuu u peaKkyuu Ha cepvxuyecmeumeyiHocn

Wzuucneno e, ue npubmmsurenao 40% OT manueHTUTe, JIEKyBaH! C TpacTy3ymao, e moxydar
peaxuuu, CBbp3aHu ¢ HHPY3HUATa, To7 HAKakBa ¢popma. [loBedeTo oT peakunTe, CBbP3aHH C
uHQYy3uATa, 00aye ca JIEKH 10 yMepeHH 1o nHTeH3utet (crenenyBama cucrema Ha NCI-CTC) u umar
TEHJICHLIXS 32 Bb3HUKBAHE PaHO 110 BpeMe Ha JICYCHUETO, T.€. TI0 BpeMe Ha HH(Y3HUHU elHa, IBE U TPH,
KaTO 4eCTOTaTa HaMaJlsiBa IpH nociensamuTe nHpy3uu. Peakunre BKIIOYBAT CTYACHU TPBIIKY,
(hebpunHTeT, TUCITHES, XUITOTOHUS, XPUIIOBE, OPOHXOCIIa3bM, TAXUKAPANS, HAMaJleHa KHCIOPOTHA
caTypauysi, peCliupaTopeH AUCTpec, 0OpuB, rajieHe, MOBpbIaHe U riaBodonue (BxK. Touka 4.4).
UYecTtoTaTa Ha peakLUUTE, CBbP3aHU C HH(Y3UATA, OT BCHUKU CTEIICHU Bapupa MEXIy KIMHUYHUTE
MIPOYYBaHUS B 3aBUCHMOCT OT IMIOKa3aHUETO, METOOJIOTHITAa Ha ChOMpaHe Ha JAHHUTE U OT TOBA JIANH
TpacTy3ymal e mpuiiaral eTHOBPEMEHHO C XMMHOTEPaNHs UM KaTO MOHOTEpanusl.

Texxxn aHaMUITaKTHIHI PEaKIiy, N3MCKBAIlX He3abaBHAa HamMmeca, MOXKE J1a Bb3HUKHAT OOMKHOBEHO
10 BpeMe Ha ITbpBaTa Wi Bropara HH(Y3us Ha TpacTy3yMad (Bk. Touka 4.4), KaTo ca Wi CBbp3aHU

C JICTAJICH U3XO1. B H30JIMpaHu Cliydau ca Ha6J'HOI[aBaHI/I aHaq)I/IJ'IaKTOI/I,Z[HI/I peaKkuuu.

Xemamomoxcuunocm

®ebpuiHa HeyTPOIICHHS, JIEBKOTICHH I, aHEMUSI, TPOMOOLIMTONICHNS. M HEYTPOIICHHUS] BB3HUKBAT MHOTO
yecto. YectoTaTta Ha BE3HUKBAHE HA XUTIOIPOTPOMOMHEMHS HE € N3BeCTHA. PUCKBT OT HEYyTpOTIeHHS
MOXe€ JIa € JIEKO [IOBUIIEH, KOraTo TpacTy3yMal ce Ipujiara ¢ JOLETaKCcell Cle/l TepaIus C
AHTPALMKIVHHU.

benoopobnu cvboumus

Texku OerropoOHN HEeXellaH! peaKIlii Bb3HUKBAT BB BPh3Ka ¢ yrnorpedara Ha TpacTy3ymal, KaTo
ca OWIH CBBP3aHM C JIETAJEeH U3X07. Te BKII0UBAT, HO HE C€ OTpaHnYaBat ¢ 0eIoapoOHN HHPUITPATH,
CUHAPOM Ha OCTHP pECIIUPATOPCH AUCTPECC, THEBMOHUSA, TIHEBMOHMUT, IJICBPAJICH U3JIMB,
peCUpaToOpeH AUCTPEC, OCTHP OEIOIPOOEH OTOK U TUXATETHA HEIOCTATHYHOCT (BXK. Touka 4.4).

[TonpoGHOCTH 32 MEPKUTE 32 MUHMMHU3MpaHe Ha pUCKa, ChOTBETCTBAIIM Ha [1naHa 3a ynpaBineHue Ha
pucka B EC, ca npencraBenu B (Bx. Touka 4.4) [IpenynpexaeHus u npeana3sHa MEpKu.

Hmynoeennocm

B npoy4BaneTo mpu HE0aIIOBaHTHO-aAF0BaHTHO JieueHne Ha PPMOK (BO22227), npu MmennaHa Ha
npociensBade, HagxBopisma 70 mecera, 10,1% (30/296) oT marmeHTHTE, JEKYBAaHH C TPACTy3yMad
WHTPaBEHO3HO, Ca Pa3BWJIM aHTHUTENa CIIPsIMO TpacTy3yMab. HeyTpanusupaiiu anTuTena, HaCO4eH!
cpelly TpacTy3yma0, ce OTKpHUBaT B POOUTe ciie] U3X0AHOTO HUBO mpH 2 oT 30 manueHTH B paMoTo ¢
TpacTy3yMad WHTPABEHO3HO.
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KIMHUYHOTO 3HAYCHUE HA Te3W aHTUTEIA He € U3BeCTHO. HannuneTo Ha aHTHUTENa, HACOUYCHH CPEeLly
TpacTy3ymal, He IOBIIUsABA (hapMaKOKUHETHKATa, ehUKACHOCTTA (OMpeaeacHa OT MATOJOTHUHHUS
mbiicH otroBop [pCR] u nmpexussiemoctta 6e3 choutne [EFS]), n 6e3omacHocTTa, ONpeienieHa ot
MosIBaTa Ha peakinu, cBbp3anu ¢ npuinoxkerueto (PCIIT) Ha TpacTy3ymab 3a HHTPABEHO3HO
NPUIIOKEHHE.

HsMa naHHUM 32 IMYHOTEHHOCT Ha TPacTy3yMal MpH pak Ha cToMaxa.

Cpo0II1aBaHe Ha IIOM03UPAHU HEXKEIAHN PEAKIINU

Cro0I11aBaHeTo Ha TIO/I03MPAHU HEeXKEIIAaHU PEaKIMK CIIe/ pa3peniaBate 3a ynorpeda Ha JIeKapCTBEHUS
MPOIYKT € BakKHO. ToBa MO3BOJIABA 1A IPOIBIKH HAOIIOIEHHETO Ha CHOTHOIIICHUETO T0J13a/PUCK 3a
JIeKapCTBEHUsS NPOAYKT. OT MEIUIIMHCKUTE CIICIIUAIMCTH CE U3MCKBA Ja ChOOIIIaBaT BCAKA
MoJT03UpaHa HeXKeNNaHa peaKiys Ype3 HAIllMOHAIHA CUCTeMa 32 ChOOIaBaHe, MOCOYEHA B

[punoxenue V.

4.9 Ilpepo3upane

Hsma onut ¢ npenosupane npu xopa 1o BpeMe Ha KIIMHAYHUTE npoy4dBanus. [1o Bpeme Ha
KIIMHUYHUTE MMPOYYBAHMUS HE Ca MPUJIAraHu CaMOCTOSATEIIHO €THOKPATHH JIO3H TpacTy3ymal 1mo-
Bucoku oT 10 mg/kg. B kmuHMYHO MpoydYBaHe MpH MAMEHTH ¢ METAacCTa3upall PaKk Ha CTOMaxa
MpoydeHa cxeMma Ha Ipuiiaraie Ha nojabpikama fgo3a 10 mg/kg Ha Tpu ceqmunu (q3w) cien
HaToBapBaiia go3a ot 8 mg/kg. Jlo3u 10 ToBa HUBO ca ce MmoHacsu| 100pe.

5. ®APMAKOJIOTUYHU CBOMCTBA

51 dapmakoaMHAMHYHHU CBOHCTBA

®dapMakoTepaneBTHYHA rpyna: AHTHHEONIACTUYHN U UMYHOMOYJIMPAIIH CPEJICTBA,
AQHTUHEOIUIACTUYHHU CPE/ICTBA, MOHOKIJIOHAIHM aHTUTEJa U KOHIOTaTH aHTHUTs10-NIekapeTBo, ATC xox:

LO1FDO1.

KANJINTI e 6uosnornyno nojaobeH gekapcrseH npoaykt. [logpobua nudopmMalius € nperocTaBeHa Ha
yebOcaiita Ha EBporneiickara arenius mo aekapcrsara http://www.ema.europa.eu.

Tpacty3ymal ¢ pekoMOMHAHTHO XyMaHu3upaHo |gG1 MOHOKIIOHATIHO aHTUTSIIO CPENLy pelenTop 2 Ha
qoBeIKus enuaepmaieH pactexer ¢pakrop (HER2). Ilpexomepnata excnpecust Ha HER2 ce
HaOmonasa mpu 20% - 30% ot ciryuanTe Ha IbPBUUYCH Pak Ha MJleyHara xie3a. [IpoyuBanusra Ha
yecrorata Ha HER2-no3uTHBHOCT nipy pak Ha cToMaxa ¢ momouira Ha umyHoxuctoxumus (IHC) u
¢uryopecuentHa xubpuausarus in situ (FISH) mwim ¢ xpomorenna xubpuanzanus in situ (CISH) ca
nokasanu, ue HER2 nosutuBHOCTTa Bapupa B mupoku rpanunu ot 6,8% no 34,0% 3a IHC u 7,1% no
42,6% 3a FISH. IlpoyuBaHusiTa MoKa3BaT, 4e MalMEHTH C PaK HAa MJICYHATA JKJIe3a C MPEKOMEpHa
excrpecus Ha HER2 ca c¢be ckbeeH mepros Ha MpeXUBIEMOCT 0€3 CHMITOMH Ha 0oJiecTTa B
CpaBHEHHME C nanueHTuTe 0e3 npexomepHa exkcrpecust Ha HER2. Excrpaunenynapnata obnact Ha
penenropa (ECD, p105) moske aa ce OTAeu B KpbBOOOPAIICHUETO U Ja CE U3MEPU B CEPYMHH ITPOOH.

MexaHu3bM Ha JIEUCTBUE

Tpactyzymab ce cBbp3Ba CCHUPUIHO C BUCOK adUHUTET Che cyOmomeiin IV, rokctaMmeMOpaHeH
peruoH Ha excTpauenyitapaus gomeliH Ha HER2. Cepp3Banero Ha TpacTy3ymad ¢ HER2 unxubupa
JWTaH-He3aBucUMuUTe curHann Ha HER2 u npenoTBpaTsiBa mpOTEOTUTUIHOTO pas3iienBaHe Ha
eKCTpalleNyIapHus My JIOMEWH, akTHBHpalll Mexann3bM Ha HER2. YcTraHoBeHO e, KakTo MpH aHaIH3H
in vitro, Taka u M )KUBOTHH, Y€ TPACTY3yMald MOTHCKA MposnQepanusTa Ha YOBEIIKH TYMOPHU
KJIETKH, KOUTO TpeKkoMepHo ekcnpecupar HER2. OcBen ToBa, TpacTy3yMad e MOILeH MeAnaTop Ha
AHTHUTAIIO-3aBUCHMAaTa KIETHYHO Meanupana nurotokcuanoct (ADCC). YcranoseHo e, 4e in Vitro
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Tpactyzymad-meauupanara ADCC npedepenuunanto ce ocbinectssiBa Bbpxy HER?2
CBPBXEKCIIPECHPAIIN PAKOBH KJIETKU B CPAaBHEHHE C PAKOBH KJIETKH, KOUTO He ekcnpecupar HER?2
IIPEKOMEPHO.

JlnargocTunupase Ha cBpbxekcnpecus Ha HER2 wnm ammmndukanus Ha resa ua HER?2

Juaenocmuyupane na npexomepnama HER?2 excnpecus unu HER2 cenna amnaugpuxayus npu pax na
MIeYHama xcne3a

KANJINTI tps6Ba ma ce n3mon3Ba caMo MpH MAIMeHTH ¢ TyMopH ¢ ipekomepHa HER2 excripecus
WK ¢ TeHHa aMmIindukaius Ha HER2, onpenesiena upe3 ToueH U BaMaIupaH TECT.
Huarnoctunmpanero Ha npekomepHata HER2 ekcripecus TpsiOBa 1a ce M3BBPILU C
umyHoxucroxumudeH (IHC) meTox Ha olieHKa BEpXY (MKCUpaHU TyMOpHH OJ0K4YeTa (BXK. TouKa 4.4).
I'ennara ammmdukaius Ha HER2 tps6Ba na ce ycranoBu upe3 GiryopeciieHTHa XHOpruan3aIus in
situ (FISH) wiu xpomorenna xubpunuzanus in situ (CISH) Ha ¢pukcupanu TyMOpHH Oi0KYeTa.
[Maruenture ca moxxosmu 3a euenne ¢ KANJINTI, camo ako mokakaT cuiiHa CBpBXEKCIIpecus Ha
HER?2, onmucana xato ornenka 3+ mo IHC, nimn npu mostoxutenieH pesynrat ot FISH nmu CISH.

3a fa ce moayyaT TOUYHHU M BB3IPOU3BOIUMHU PE3YyJITaTH, U3CICIBAHETO TPSOBA J1a CEe MPOBEXK/Ia B
CHeTMaTN3NpaHa JJabopaTopus, KOSTO MOXeE JIa OCUTYPH BaJHINpaHe HAa METO/Ia Ha N3CIIe/IBaHe.

[IpenopwuBa ce cieqHaTa ToukoBa cucreMa 3a oreHka Ha IHC onBersiBaHe, KakTo € TIOCOYEHO B
Tabmuna 2:

Taéauua 2 IlpenopbyuTeIHa TOYKOBA cucTeMa 3a oneHka Ha IHC ouBeTrsaBaHe npu paxk Ha
MJIEYHATA KJIe3a

CroiiHocT OugersiBaHe OueHka HA IpeKOMepHaTa
excnpecusi Ha HER?2
0 He ce HabmoiaBa onseTsiBaHe WM MEMOPAHHO Ortpunarenna
ongetsiade pu < 10% OT TYMOpPHHUTE KIIETKH.
1+ Cmabo/enBa 3a0eeKUMO OIBETSBAHE HA Otpurarenxa

MeMmOpanute ce Habronasa mpu > 10% ot
TYMOpPHUTE KJICTKH. YaCTHYHO € OLBETeHa CaMo
MeMOpaHaTa Ha KJICTKHTE.

2+ Hab6mronasa ce cmabo 10 yMepeHo ITBJIHO OnBeTsABaHe | /[Bycmuciena
Ha MeMOpaHaTa nipu > 10% OT TYMOPHHTE KIIETKH.
3+ HabnronaBa ce CHITHO TBJIHO OLIBETSIBAHE HA [Tonoxwurenna

MemOpanara ripu > 10% oT TYMOpHUTE KIIETKH.

Oo6uknoseno FISH ce cunrta nonoxxuTenHa, ako CbOTHOILIEHHETO Ha Opos Ha renHuTe Konust HER2 B
e/lHa TYMOpHa KJIeTKa KbM Oposi Ha KOIHsATa B XpoMo30oMa 17 e To-roysiMo HiIH PaBHO Ha 2 WM, aKO
nMa moBede oT 4 korus Ha TeH HER2 B eqna TymMopHa KIiIeTKa, ako HE ce TIpuiiara KOHTPOJIa ¢
xpomo3oma 17.

Oo6uknoseno CISH ce cunta nonoxxutenHa, ako B HaJ 50% oT TYMOpHUTE KJIETKH UMa IIOBEYE OT 5
komust Ha TeH HER2 B eqHoO simpo.

3a IbJIHM YKa3aHUS BbPXY NPOBEKAAHETO HA TECTa U MHTEPIPETalysiTa Ha pe3yaTaTuTe, Mo,
HampaseTe crpaBka ¢ suctoBkute Ha Banuaupanute FISH u CISH tectoBe. Odunmananre
npenopbky 3a u3cneasade Ha HER2 chio Moxe fa ce u3nomn3Bar.

IIpu Bcexu IpyT METOJI, KOWUTO MOXKE Ja ce U3I0J3Ba 3a olleHka Ha mporerHa HER?2 unu rennara
eKCTpecHs, aHAIM3UTE TPSIOBa Jla ce U3BBPIIBAT CaMO B JTAOOPATOPUH, OCUTYPSBAIIIN aIeKBaTHO
CHBPEMEHHO NPOBEXIaHe HA BaTMIUPaHH METOAN. TakuBa METOIM TPAOBa Ja ca ONpeAeIeHO TOYHH U
JOCTaThYHO aKypaTHH, 3a Aa MOTaT Ja MoKakaT npekoMepHarta excrpecus Ha HER2 u tps6Ba na
MOXe€ J]a C€ HaIPaBH pa3jInKa MEeXAy yMepeHa (ChOTBETCTBAINA Ha 2+) U CHIIHO U3pa3eHa
(cpoTBeTcTBalIa Ha 3+) npekoMepHa excrpecus Ha HER2.
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Juaenocmuyupane na npexomepnama HER?2 excnpecust unu HER2 eenna amniuguxayus npu pax na
cmomaxa

Camo TOYeH  BaluIupaH TecT TPsOBa Aa ce U3M0J3Ba 3a OTKpUBaHe Ha nmpekomepHata HER2
excripecus win HER2 rerna ammmdukanus. IHC ce npenopbuBa kaTo MbpBH HAYHH Ha TECTBAHE, a B
CiIy4au, mpu KOUTo ¢ Heobxoanm u ctatyc Ha HER2 renna amrmudukarnms, TpsOBa 1a ce N3Moa3Ba
WK TIOJICHIIEHA ChC cpedpo in Situ xubpuausanus (SISH), win FISH metox. Ilpenopsusa ce obaue
npu SISH merona na nMa Bb3MOKHOCT 3a yCIIOpeHa OIIeHKa Ha XUCTOIOTUATa U MOP(OJIOTHsITa Ha
TyMmopa. 3a Jia ce OCUI'ypH BaJIMAUPAaHE HA TECTOBETE U IIOJIyYyaBaHe Ha TOYHU U BB3IIPOU3BOJIUMHU
pesynrarn, nzcnensanero Ha HER2 Tps6Ba na ce n3pbpInm B 1abopaTopus ¢ 00y4eH ITepCoHal.
[IpnHM yKa3aHUS OTHOCHO MPOBEX/IaHEe Ha TECTa U MHTEpIpEeTalysl Ha pe3yiTaTuTe TpsOBa Ja ce
B3eMarT OT JIMCTOBKAaTa Ha MPOAyKToBaTa nHpopMaLus, npeaocrasna ¢ usnoiasBanute HER2 Tecrose.

B npoyusanero ToGA (BO18255), maunentu ¢ IHC3+ nnu FISH nonoxxutennu Tymopu ca
onpeaenenn karo HER2-nonoxurennu 1 3aToBa ca BKIIOYEHU B IPOy4YBaHETO. B3 ocHOBa Ha
pe3yiTaTUTe OT KIMHUYHOTO IPOYYBaHe, NOJIE3HUTE e(heKTH ce OrpaHUdaBaT 10 MALUEHTH C
MOBHCOKO HUBO Ha cBpbxekcnpecus Ha HER2 nporenna, onpenenen ¢ 3+ Touku npu IHC nmm 2+
touku npu IHC u monoxutenen FISH pesynrar.

B enHo npoyuBane che cpaBHABaHE Ha MeToauTe (mpoyuBane D008548) e nabironaBana BICOKa
creneH Ha chorBeTcTBUE (> 95%) pu SISH u FISH metonute 3a orkpuBane Ha HER2 renna
aMIu(UKanys Py NAIeHTH C paK Ha CToMaxa.

IIpexomepnata excnpecust Ha HER2 TpsibBa na ce oTkpue upe3 u3cieBaHe ¢ UMyHOXHUCTOXUMUYICH
meron (IHC) na ¢uxcupanu rymopuu 0nokuera; HER2 rennara ammindukanus TpsaoBa fa ce OTKpue

¢ momoInra Ha in situ xubpuauzarus, usnosisaiiku SISH wunu FISH Ha ¢ukcupann TyMOpHH OJ0KYeTa.

[IpenopbuBa ce cieqHaTa TOYKOBA CHCTEMA 3a OllCHKA Ha HAauMHUTE Ha orBeTsBane o IHC, kakro e
[I0COYEHO B Tabmua 3.

Taﬁ.lmua 3 HpenoqunTeﬂHa TOYKOBA CHCTEMaA 34 OIICHKA HA HAYNHHUTE HA OLIBETABAHE 110 ICH

NP PaK HA CTOMaxa

CroiiHocTt | Xupypruuecka npodoa — | IIpo6a ot 6uoncusita — Hauud | OueHka Ha
HAYUH Ha Ol[BeTSIBaHe Ha OLBETSIBaHE CBpPBbXeKCIpecusiTa HA
HER?2
0 Jlurca Ha peaKTUBHOCT Jlumica Ha peakTUBHOCT Wi Ha | OTpunaTenHa
Wi Ha MeMOpaHHa MeMOpaHHa PEaKTUBHOCT BHB
peaxtuBHOCT mpu < 10% BCHYKH TYMOPHH KJIETKH.
OT TYMOPHHUTE KJICTKH.
1+ Crnaba/enBa q10I0BUMA Kiracrep oT TyMOpHU KIETKH OTtpumarensa
MeMOpaHHa PEaKTUBHOCT | ChC ciada/eaBa JoJI0BUMa
npu > 10% ot TymMopHUTE | MeMOpaHHa PEaKTUBHOCT,
KJIETKH; KJIETKUTE ca HE3aBUCHMO OT IPOLIEHTa Ha
PEaKTHUBHH CaMO B YacT OT | OIBETEHH TYMOPHH KJIETKH.
MeMOpaHaTa CH.
2+ Cnaba 1o ymepeHa mbiiHa, | Kiacrep oT TyMOpHU KIIETKH HBycmuciena
0azorarepaiiHa wiu che ciaba 10 yMepeHa ITbiiHa,
naTepanHa MemMOpaHHa 0a3osiaTepaliHa WIH JIaTepaiHa
peaxtuBHOCT 1ipu > 10% MeMOpaHHa PeaKTUBHOCT,
OT TYMOPHHUTE KIIETKH. HE3aBUCHMO OT IPOLIEHTa Ha
OLIBETEHU TYMOPHH KJIETKU.
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Croiinoct | Xupyprudecka npoda — | IIpo6a ot Ouoncusita — HaunH | Onenka Ha
HA4YMH HA OLIBETSIBAHE Ha OlBETsIBAHE CBPbXEKCIpecusiTa HA
HER2
3+ CunHza nbeiHa KrnacTep ot TyMOpHU KJIE€TKH [Honoxxurenna
0azonaTepaiiHa Win ChC CHJIHA ITBJIHA
naTtepajHa MeMOpaHHa 0asosaTepaliHa WIH JIaTepaiHa
akTuBHOCT TIipu > 10% ot | MemOpaHHa aKTUBHOCT,
TYMOPHHTE KIETKHU. HE3aBHCUMO OT IPOLIEHTa Ha
OLIBETEHU TYMOPHH KJIETKH.

ITo npuammm, SISH ninu FISH ce cunTaT 3a moJI0KUTETHH, aKO CHOTHOIIIEHUETO Ha Opost Ha TCHHUTE
xonust Ha HER2 Ha enHa TyMopHa KileTka KbM Opos Ha KONMATa Ha XpoMo3oMa 17 € mo-rojsiM Ui
paBeH Ha 2.

Kinnnnuna edukacHocT 1 6€300aCHOCT

Memacmas’upaﬂ PAK Ha Mjaedynama aciesa

Tpacty3yMa0 e U3MoN3BaH B KIMHUYHU MPOYYBaHMsI KaTO MOHOTepanus mpu naueatu ¢ MPMIK cbe
cBpbxekcnpecuss Ha HER2, kouTo ca iekyBaHU HEYCIICIIHO C €JHa UJIM TIOBEYE CXEMH Ha
XUMHUOTEPAITHs 33 METaCTa3upajIoTo 3a00JsIBaHe (TpacTy3yMad caMOCTOSTEIIHO).

Tpacty3yMal e U3MOJI3BaH ChIIO U B KOMOMHALMS C TIAKIUTAKCEN WIN JTOLETaKCeN 3a JeUeHNe Ha
HaIMEeHTH, KOUTO HE ca JIEKyBaHH 3a MEeTacTa3upajoTo 3abomnsBane. [lanueHTuTe, KOUTO Mpeu TOBa
ca MoJTy4yaBajii aAI0BaHTHA XUMHOTEepanus Ha 0a3ara Ha aHTPALMKIMHY, Ca JISKYBaHHU C TaKJINTaKceN
(175 mg/m? B uHdy3Ms ¢ NPOIBIKUTENHOCT 3 Yaca) Che HiIH Oe3 TpacTy3ymal. B mumoTHoTO
KIMHUYHO MpoyuBaHe Ha pouerakcen (100 mg/m? B nH(Y3Hs ¢ IPOABIKATEIHOCT 1 4ac) che Wi 6e3
TpacTy3ymao, 60% OT manueHTHTe ca ModyvYaBaiy pen TOBa aJl0BaHTHA XUMHOTEpaITus Ha 0azaTta
Ha aHTpalMKINHHM. [lalneHTuTe ca JeKyBaHu ¢ TpacTy3yMab J0 mporpecus Ha 3a00JIsIBaHETO.

EdwukacHoctra Ha TpacTy3ymMad B KOMOMHAIMS C TTAKIIMTAKCEN ITPH MAIUEHTH, KOUTO HE ca
NOJTy4aBaly Nper TOBa aJI0BaHTHA XMMHUOTEpamnus Ha 0a3aTa Ha aHTPALMKIIMHHY, HE € TPOyYBaHa.
TpacTy3ymal IUIIOC JoeTakcen obaue € euKaceH npu OOJIHUTE, HE3aBHCUMO JaJIH ca [0Jy4YaBajy
Ipeay TOBa aJl0BaHTHA XUMHOTEpaIlus Ha 0a3aTa Ha aHTPALMKINHH.

IIpu Tecta 3a cBpbxekcnpecust Ha HER2, nu3non3pan 3a OlieHKa HAa IPUTOJHOCTTA HA MAIlUEHTHUTE 3a
ydacTHe B OCHOBHUTE KIIMHUYHH MTPOYYBAHUS C TPACTy3yMaOd MOHOTEpAIHS U TPACTy3yMab ILITIOC
MaKJIUTAKCeNl, € M3MOJI3BaHO UMYHOXHCTOXUMHUIHO olBeTsBaHe 3a HER?2 na pukcupan marepuan ot
TYMOpPH Ha MJIEYHATA kKJIe3a ¢ MUK MOHOKJIoHaIHM aHTuTena CB11 u 4D5. Te3u Tpkanu ca
(hukcupanu BBB (hopMavH WK GpuKcupai pa3rsop Ha Bouin. To3u nscnenoBaTencku MeTo,
MIPHUJIOKEH B KIIMHUYHOTO TIPOYYBaHe, € M3BBPIIBAH B IEHTpaHa Jab0opaTopus, M3MOI3BaIa CKajla OT
0 mo 3+. ITanmenTure ¢ onBeTIBaHe 2+ WM 3+ ca BKIIOYBAHU, a Te3u ¢ onseTaBane 0 mwim 1+ ca
W3KIIIOYBAHU OT KIMHWYHATE M3nuTBanus. Hax 70% ot manueHTuTe, BKIIOUEHH B KIMHUYHUATE
W3IIMTBaHUS, Ca UMaII CBpBXeKcrpecus 3+. JJaHHUTe moka3Bar, uye OJaronpusiTHUTE eeKTH ca
MOBEYE MPH MAITUSHTUTE C MTO-BUCOKO HUBO Ha cBpBXxekcmnpecus Ha HER2 (3+).

OCHOBHUSAT TeCT-METO/, U3IIOJI3BaH 3a ompezesssHe Ha HanmnyreTo Ha HER2 B MMIOTHOTO KITMHUYHO
MpOy4YBaHe Ha JOIETaKCelN, ChC WK O6e3 TpacTy3ymad, e UMyHOXHCcTOXuMUYeH. [lo-manka gact ot
OOJIHUTE ca TECTBaHU C MeToJIa Ha (uryopeciieHTHa in-situ xubpuausanus (FISH). B ToBa knmuan4HO
npoyuBane, 87% 0T BKJIIOUECHUTE MAIlMeHTH ca uMaiu 3abonssane IHC3+, a 95% ca umanu
3abonsaBane IHC3+ w/unmm FISH-monokuTenHo.

Ceomuuna cxema na npujiaeane npu memacmasupadjl pak Ha mjiedHama asiesa

B tabnuna 4 ca 00001eHH Pe3yITATUTE, OTPA3SIBAIIM e(HUKACHOCTTA MTPU MPOYUBAHHS C MOHOTEPATTHS
1 KOMOMHHUPAHO JICUCHUE.
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Tadauua 4 Pesyaratu 3a epuKacCHOCT OT IPOYYBAHUSIITA C MOHOTEPANIMA H KOMOMHUPaHa

Tepanust

IMoka3ares MoHoTepanusi KomOunupana repanus
Tpacrysyma6® | Tpacrysymad | Iakaurakcen’| Tpacrysymad | doumerakcer®
N=172 TLTIOC N=77 TLTIOC N =94
NaKJIHTAKCe]’ Jonerakcen®
N =68 N =92

CremeH Ha 18% 49% 17% 61% 34%
N p— (13 -25) (36 —61) 9-27) (50 - 71) (25 - 45)
(95% CI)
MenuaHna Ha 9,1 8,3 4,6 11,7 5,7
MPOABJKUTE (5,6 —10,3) (7,3-8,8) (3,7-7,4) (9,3-15,0) (4,6 -7,6)
HOCTTA HA
0TroBOpa
(Meceln)
(95% CI)
Meanana Ha 3,2 7,1 3,0 11,7 6,1
TTP (Mecenn) (2,6 -3,5) (6,2-12,0) (2,0-4,4) (9,2-135) (5.4-72)
(95% CI)
Meanana Ha 16,4 24,8 17,9 31,2 22,74
NPEKUBSIEMOCT (12,3 — ne) (18,6 — 33,7) (11,2 -23,8) (27,3 - 40,8) (19,1 - 30,8)
Ta (MecelHn)
(95% CI)

TTP = Bpeme 1o mporpecust; “He” 03HayaBa, 4e He € OMII0 BE3MOXKHO [ja Ce OIPEeIH WM OLIe He € JOCTHIHAT

TO3U MOMCHT.

1. IIpoyusane H0649g: IHC3+ cyOnonynanus nanueHTH
2. IlpoyuBane H0648g: IHC3+ cyOmomynanus nmanueHTu

3. [IpoyuBane M77001: TIsnen Habop 3a aHaM3 (HAMEPEHUE 3a JICUCHHE), PE3YITaTH OT 24 Mecela.

Kombunupano neuenue c mpacmy3ymad u anacmposoi

[IpoyuBaHo € NpUIIOKEHUETO Ha TPACTy3yMad B KOMOMHALIUS C aHACTPO30JI 3a JI€UEHHE OT IIbpPBa
nuHus Ha MPMOX npu nanueHTy B nocTMeHonaysa ¢ npekoMmepHa excrpecust Ha HER2,
MTOJIOKUTENTHHU 32 XOPMOHAJHH PeIenTopy (Harp. ectporeHHu perentopu (ER) w/mmm
nporecrepoHoBu perentopu (PR)). [IpexxuBsiemoctTa 6€3 nporpecus Ha 3a00JIIBAHETO € JIBOHHO T10-
rojsiMa B paMoTO C TPacTy3ymal IIIIOC aHaCTPO30J1 B CpaBHEHHE C aHAcTpo301 (4,8 Mecena cpsmMo
2,4 mecena). [1o oTHOIIIEHHE HA APYTUTE MMOKA3aTEH TOI00PEHHTA, HAOIFOJaBaH! TIPU
KOMOMHaIUsTa, ca: 3a 001y otroBop (16,5% cnpsimo 6,7%); cTernieH Ha KiMHUYHA 10132 (42,7%
cpsimo 27,9%); Bpeme o nporpecus (4,8 mecena crnpsmo 2,4 mecena). He 6u morna 1a ce ycraHoBU
pasiiuKa MeXIy paMeHara I10 OTHOIIEHHE Ha BPEMETO A0 OTTOBOP U MPOABIKUTEIHOCTTA Ha
oTroBopa. Menmanara Ha o0maTa MPeKUBIEMOCT € YIbJDKEHA ¢ 4,6 Mecera Mpu MaIueHTUTE B
pamMoTo ¢ KOMOMHHPAHOTO JieueHue. Pasnukara He € cTaTUCTUUECKH 3HaYMMa, 00ade oBeve OT
MOJIOBMHATA MALMEHTH OT PAMOTO ChC CAMOCTOSITEIIHO PUIIOKECHUE HAa aHACTPO30J1, CJIEA IPOrpecust
Ha 3200JIIBaHETO ca MPEMUHAIIM KbM CXeMa Ha JISUeHHE, ChIbpiKallla TpacTy3yMao.
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Tpuceomuyna cxema Ha hpunazane npu Memacmasupan pak Ha MIe4Hama dKciesd
B tabnuna 5 ca 00001meHn pe3ynraTuTe, oTpas3siBalid e(hUKACHOCTTa IPH HECPABHUTEIHH
MIPOYYBaHUS C MOHOTEPAIUSA M KOMOMHHUPAHO JICYCHHE:

Tadauua S Pe3yaratu 3a epukacHOCT 0T HeCPABHUTEJIHU IPOYYBAHUS ¢ MOHOTEPANUS U
KOMOMHMpaHAa Tepanus

Ioxa3zaTes MoHoTepnust Kom0nnaupana repanus
Tpacry3symad' | Tpacrysymad? | Tpacrysymaé | Tpacrysymad miroc
N =105 N=72 ILIIOC nomerakcen”
NaKJIATAKCe N =110
N =32

CreneHn Ha 24% 27% 59% 73%
MOBJIUSIBAHE (15-35) (14 - 43) (41-76) (63 - 81)
(95% CI)
Meaunana Ha 10,1 79 10,5 13,4
NMPOABJKUTETHOCTTA (2,8 - 35,6) (2,1-18,8) (1,8-21) (2,1-551)
HA 0TrOBOpa
(Meceun) (rpaHuum)
Menunana Ha TTP 3,4 1,7 12,2 13,6
(mecenn) (95% CI) (2,8-4,1) (4,2-8,3) (6,2 - He) (11 -16)
Menunana Ha HE HE HE 47,3
NPeKUBSIEMOCTTA (32 - me)
(mecenn) (95% CI)

TTP = Bpeme 10 mporpecus; “He” 03HAYaBa, 4ye HE ¢ OMIIO BH3MOXKHO Ja Ce ONPECITH WK OIIE HE € TOCTUTHAT
TO3U MOMEHT.

!, Ilpoyusane WO16229: naTosapsama g03a oT 8 mg/kg, mocineasana oT TpuceAMHYHa cxeMa oT 6 mg/kg

2, TIpoyusane MO16982: natosapraia no3a ot 6 mg/kg ceamuuno X 3, mocieBana ot 6 mg/kg TpuceMUUIHa
cxema

8, Ipoyusane BO15935

4, Tlpoyusane MO16419

Mecma na npoepecus

YecroTaTta Ha MIpOrpecus B UepHHUS APoO € 3HAUMMO T0-MaJIKa P TalueHTH, JIEKyBaHH C
KOMOHWHAITUS OT TPacTy3yMad M MaKINTaKCeN, B CpaBHEHHE caMo ¢ mmakymTtakcen (21,8% cpernty
45,7%; p = 0,004). [ToBeve nanueHTH, JEKYBaHHU C TPACTY3yMad W MaKIUTaKCeN, Ca UMaJIH POTPECHUst
B [IEHTpaJIHATa HEPBHA CHCTEMA, B CPAaBHEHUE C JIEKyBaHHUTE caMmo ¢ makiauTakcen (12,6% cpernry
6,5%; p = 0,377).

Panen pak na maeunama xcnesa (8 yciosusama Ha aoio8anmmo jedenue)

Papnust PpaK Ha MJICHHATa JKJIC3a CC OIMMPEACId KaTO HEMETAaCTazupal NbpBUYCH MHBA3WUBCH KapIIMUHOM
Ha MJICYHAaTa >KJIC3a.

B ycnoBusTa Ha aaioBaHTHO JICUCHUE, TPACTy3yMald € U3ClIeIBaH B 4 TOJIEMH, MHOTOIIECHTPOBH,

PaHAOMU3UPAHN KIMHUYHH MPOYYBAHUS:

- IIpoyuBaneTo BO16348 e mnanupaso ¢ 1en Ja cpaBHU TPUCEIMUYEH TEPIIEBTHUEH KypC C
TpacTy3ymal B IpOJBIDKEHNE HA eIHA U JIBE TOANHH, B CPAaBHEHHE C HAOIIOIEHNE TIPH
nanuentu ¢ HER2 nonoxurenen PPMIK crnen xupyprusi, XuMuOTepamnus 1 JbueTepanus (ako e
npuinoxumo). OCBEH TOBa € U3BBPLICHO CPaBHEHHE Ha JIBE FOAMHU JIUEHHE C TpacTy3ymao,
CHpsIMO e/IHa TOJMHA JIeYeHHUe ¢ TpacTy3yMad. Ha maunenture, onpeneneHu 3a JieueHue ¢
TpacTy3yma0, ¢ Omya JameHa IbpBOHAYAIHO HAaTOBapBaia g03a oT 8 mg/kg, mocieaBaHa ot
6 mg/kg mpe3 Tpu ceAMHLIM B IPOABIDKEHNE HA €IHA WM ABE TOANHHU.
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- [Mpoyusanusita NSABP B-31 1 NCCTG N9831, kouto BKIIOUBAT O0II aHANU3, Ca TUIAHUPAHU
3a U3CJIeIBaHe Ha KIMHUYHATA M0JI3a OT KOMOMHHUPAHE Ha JICYEHHUE C TpacTy3yMad u
nakiuraxcen cien AC xumuorepanus; npoyuBaHero NCCTG N9831 nombIHUTEIHO H3CIEaBA
u nobaBsiHeTo Ha TpacTy3ymab cien AC—P xumuorepanus npu nauuentu ¢ HER2-
nonoxuteneH PPMXK cien onepauus.

- [Ipoyusarnero BCIRG 006 e ruranupaHo ¢ 11e u3ciaeaBaHe Ha KOMOMHAPaHO JICYCHHE C
Tpacty3ymad u mouerakcen cien AC xuMuorepanus Wik B KOMOMHALUS C TOIETAKCeN U
kapOoriatus npu naunentu ¢ HER2-nonoxurenen PPMX crex oneparust.

PannusT pak Ha MiedHata xje3a B npoyuBaneto HERA e orpanuuen no onepaOuieH, mbpBUYEH
MHBA3MBEH a/ICHOKapPIIMHOM Ha MJIEYHATA XKJIe3a C TOJI0KUTETHN aKCUIIAPHU TUM(HU BB3ITU HITH
OTPHULIATEIIHH aKCHJIApHHU JTUM(HHU BB3IH, aKO TYMOPBT € Hali-Manko 1 cm B TuamMeTsp.

[pu o6mus ananus Ha npoyusanusita NSABP B-31 u NCCTG N9831, PPMX e orpanudeH 10 xeHH
C olepaluIIeH pak Ha MIIeYHATa JKJie3a C BUCOK PHCK, onpeaeneH kato HER2-monmoxurenex ¢
MTOJIOKUTEITHN aKCHIapHu TuM(HA BB3H Wi HER2-mooxkuTenen ¢ oTpunaTe oy TUM(QHA BB3JIH ¢
XapaKTePUCTUKK Ha BUCOK PHUCK (pa3mep Ha Tymopa > 1 cm u ER HeratuBHuU wiin pa3mep Ha

TyMopa > 2 cm, He3aBHCUMO OT XOPMOHAITHHSI CTaTycC).

IIpu npoyusane BCIRG 006, HER2-monoxxurenauar PPMX e orpannyen 1o manueHTy ¢
TIOJIOKUTENTHN aKCUIIAPHU JIUM(HHU BB3JIM HIIM BUCOKO PUCKOBH MAIIUEHTH C OTPULATEIIHN aKCHIapHH
nuMQHU BB3H (olpeneneHn KaTo otpunarentu (pNO) o oTHOILIEHHE Ha 3acATaHeTo Ha TUM(QHUTE
BB3MU U IIOHE 1 OT cnenHuTe hakTopu: pa3Mep Ha TyMopa Haj 2 cim, HETaTUBEH 3a €CTPOI€HOBH U
MPOreCTEPOHOBH PEIENITOPH, XUCTOJIOTHYHA WM HyKJieapHa cTereH 2-3 uin Bb3pacT < 35 rouHH).

Pesynratute 3a edukacHoCT oT mpoyuBaneTo BO16348 ciien meauana Ha mpocneassane 12 mecerna™®
u 8 roguHu** ca 00001IeHN B TabnHIa 6:

Ta6anna 6 Pesyaratn 3a epukxacHoct oT npoyusane BO16348

Meauana Ha nmpocjaeasaBaHe

Menuana Ha nmpocjeasaBaHe

HaOJIroIeHuE

12 mecena* 8 rommHI**
IMoka3zaTen Hao6monenue | Tpacrysymaé | Hadomonenue | Tpactyzymad
N =1693 1 rognna N =1 697*** 1 rogmna

N =1693 N =1 702***
[IpexxuBsemoct Oe3 3abosBane
(DFS)
- bp. manuenTu cve crduTHE 219 (12,9%) 127 (7,5%) 570 (33,6%) 471 (27,7%)
- bp. nauuentu 6e3 crOUTHE 1474 (87,1%) 1566 (92,5%) | 1127 (66,4%) 1231 (72,3%)
P-croitroCT cripsimo
Habmozenme <0,0001 <0,0001
Koeduuuent na puck (HR) 0,54 0,76
CHpsMO HaOJIIOIEHUE
[IpexuBseMocT 6e3 peruanuB
- Bp. maruenTy che ChOMTHE 208 (12,3%) 113 (6,7%) 506 (29,8%) 399 (23,4%)
- Bp. nanmenTu 6e3 crOuTHE 1485 (87,7%) 1580 (93,3%) | 1191 (70,2%) 1303 (76,6%)
P-croitroCT cripsimo
HaOIIro e H1E < (0,0001 < 0,0001
Koeduuuent Ha puck cnpsimo 0,51 0,73
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Meauana Ha IpocJieisiBaHe Menuana Ha npocJieAsiBaHe
12 mecena* 8 rommHI**

IMoka3ares Haomonenune | Tpacrysymaé | Hadomonenue | Tpacryzymad

N =1693 1 roauna N =1 697*** 1 roaguna

N =1693 N =1 702***

KbcHa nmpexxuBsiemocT 6e3
3a0oJsBaHe
- bp. marnuenTH cbe crOUTHE 184 (10,9%) 99 (5,8%) 488 (28,8%) 399 (23,4%)
- bp. manmenTn 6e3 crOUTHE 1508 (89,1%) 1594 (94,6%) | 1209 (71,2%) 1303 (76,6%)
P-croitHocT cripsimo
HabmoIeHne <0,0001 < 0,0001
Koedwumuent Ha puck cupsmo 0,50 0,76
HaOJII0ICHHE
O6ma npexuBsemoct (OS)
(cmBpT)
- bp. manenTH che cHOMTHE 40 (2,4%) 31 (1,8%) 350 (20,6%) 278 (16,3%)
- Bp. manmenTn 6e3 crOUTHE 1653 (97,6%) 1662 (98,2%) | 1347 (79,4%) 1424 (83,7%)
P-cToiiHOCT cripsiMo
HaOoeHe 0,24 0,0005
Koedwunuent Ha puck cupsmo 0,75 0,76
HaOII0IeHIE

*CpBMeCTHATA TFPBUYHA KpaifHa To4Ka npexxuBsieMocT 0e3 3abomsaBane (DFS) 1 ronuna cripsimo HabmoaeHme
OTroBaps Ha MPEeIBApUTEIHO ONpeieNieHaTa CTATUCTHYECKa IPaHUIa

**KpaeH aHanm3 (BKIIOUUTEIHO PEeMHHAaBaHe Ha 52% OT MalMeHTUTe OT paMOTO Ha HAOJIO/ICHNE Ha
TpacTy3ymao)

***Hanuue e HeChbOTBETCTBUE B OOIIMS pa3Mep Ha M3BaKaTa IIopajn MaIKus Opoil MalMeHTH, paHIOMU3UPaHU
clieq KpailHaTa JIaTa 3a aHaJl|3a Ha MpociesBaHeTo ¢ MeauaHa 12 mecena

Pesynrarute 3a epUKACHOCT OT MEXKIUHHHUS aHAIN3 HA €(PUKACHOCTTA MPECUIAT MPEABAPUTEITHO
omnpejecHara B IPOTOKOJIa CTATUCTHYECKA IPaHKIIa 32 CPABHEHUE Ha MTPHIOKEHUETO Ha TPacTy3ymMad
B IIpoIbJDKeHUE Ha | ronuHa cpsimo HaOmoAenue. Cien Meanana Ha mpocieasBane 12 mecena, HR
3a DFS e 0,54 (95% CI: 0,44, 0,67), koeTo 03HauaBa abCONIFOTHA ITOJI3a I10 OTHOIIICHHE Ha CTENEHTa Ha
2-ToMIIIHA MPEKUBSIEMOCT 0e3 Oosect ot 7,6 npouenTa (85,8% crpsimo 78,2%) B mosi3a Ha paMOTO C
Tpacty3ymao.

W3BbpliieH € KpacH aHajM3 ciiej] MPOCeAsBaHe ¢ MeIMaHa 8 TOANHU, KOMTO MMOKa3Ba, 4e JICYCHUETO C
TpacTy3ymal B IIPOABIDKCHNE Ha | ToAMHA € CBBp3aHo ¢ 24% penyKIHs Ha pUCKa B CpaBHEHUE CaMO C
naomonaenne (HR = 0,76, 95% CI: 0,67, 0,86). ToBa o3HayaBa aOCOIIOTHA 110J13a IT0 OTHOIIICHHE Ha
YyecToTaTa Ha 8-ToJIMIITHA PEKUBIAEMOCT Oe3 3a0omsiBaHe OT 6,4 MPOIIEHTA B M0JI3a Ha | -TOUITHOTO
JIeYeHUE C TPacTy3ymao.

ITpu TO3U KpacH aHATN3, YIBIKABAHETO HA JICYCHUETO C TPacTy3yMad 3a MepHo/ OT JBE TOJAWHH He
MOKa3Ba JOIBJIHATETHA TT0J13a crpsiMo Jeuenneto 3a 1 roguaa [HR 3a DFS B momymnamusita ¢
namepenue 3a jgeuenne (ITT) 2 rogunau cnpsimo 1 roguna = 0,99 (95% CI: 0,87, 1,13),

p-croitroct = 0,90 u HR 3a o61mma npexussemoct (OS) = 0,98 (0,83, 1,15); p-croitnoct = 0,78].
YecToTaTa Ha aCHMITOMATUYHA ChpJieuHa TUCHYHKIMS € YBEIMYEHA B PAMOTO € 2-TOJIUIIHO JICUCHUE
(8,1% crpsimo 4,6% mipu paMoTo ¢ 1-roauIHo edenne). B paMoTo ¢ 2-TOQUIITHO JIEUYEHHE, TIOBEYE
MAIKUEHTH ca UMAJTH MTOHE eTHO HEeKeNaHo chouThe oT creneH 3 win 4 (20,4%), B cpaBHEHHE C paMOTO
¢ 1-rogumao neuenue (16,3%).
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[pu npoyuBanusita NSABP B-31 u NCCTG N9831, Tpacty3ymab e npuiarad B KOMOWHaNus ¢
naxsuTakcen ciaeq AC XUMUOTEpamnust:

JlokcopyOunuH u nukiiodpochaMu] ca npugaraHu eTHOBPEMEHHO, KaKTO CIIE/Ba;
- MHTPABEHO3HA HHKEKIUS TOKcopyourmn 60 mg/m?, npunarana npes 3 ceMUIH 3a 4 [UKbIIA.

- MHTpaBeHo3HO muKodocdamun 600 mg/m? s npoxbmkenne Ha 30 MUHYTH, MPUJIAraH TIpes
3 cenMuny 3a 4 UKBIIA.

[MakmuTakcen B KOMOMHAIMS ¢ TPACTy3yMal € MpHiaral KakTo CJIe/iBa:

- NaKIHTaKCe]l HHTPaBeHO3HO — 80 MY/M? KaTo HenpeKbCHATA HHTPABEHO3HA HH(Y3HS,
MpujaraHa BCsiKa ceMUIIa B MPOIBbIDKEHNE Ha 12 ceqmunu,

17001

- NaKIHTaKCe]l HHTPAaBEeHO3HO — 175 Mg/m? kaTo HenpekbCHATA HHTPABEHO3HA HH(Y3HS,
npuiarasa npes 3 ceaqmuny 3a 4 nukbia (1eH | OT BCeKH MUKBI).

Pesynratute 3a edmkacHoCT oT 00mus aHanu3 Ha mpoyusanusaTa NSABP B-31 u NCCTG N9831 mo
BpeMe Ha OKOHUaTenHus aHanu3 Ha DFS”, ca 0606menn B Tabmuna 7. Menuanara Ha
MPOIBIKUTETHOCT Ha IpociensBaneTo € 1,8 roaunn 3a manuentute B pamotro ¢ AC—P u 2,0 ronunu
3a nanueHTure B pamoro ¢ AC—PH.

Tabauna 7 O60011eHne HA pe3yaTaTuTe 32 ePUKACHOCT OT 00 AHAJIU3 HA IPOYYBAHUATA
NSABP B-31 u NCCTG N9831 no Bpeme Ha OKOHYaTeJHUA aHaau3 Ha DFS*

IMToxa3aren AC—P AC—PH KoeduumneHTt Ha pUCK cpelny
(n=1679) (n=1672) AC—P
(95% CI) p-croiinoct

[IpexxuBsemoct 6e3 3abonsaBane

Bp. manmenTn cbe crouTHe (%) 261 (15,5) 133 (8,0) 0,48 (0,39; 0,59)
p < 0,0001

Kbcuu peruausu

Bp. manueHTH cbe CHOUTHE 193 (11,5) 96 (5,7) 0,47 (0,37; 0,60)
p < 0,0001

CwmppT (OS crbutne):

bp. nanuentu cbe croutne (%) 92 (5,5) 62 (3,7) 0,67 (0,48; 0,92)
p=0,014"

A: noxcopyounun; C: ruknodocdamu; P: maknurakcer; H: Tpactyzymad

* [Ipu MennaHa Ha MPOJBIDKUTEIIHOCT HA TpociieisBane 1,8 roaunu 3a nmanuentute B rpynata ¢ AC—P u
2,0 ronmuu 3a nanuentute B rpynara ¢ AC—PH

**p-cToitHOCTTa 32 OS He Mpecuua MPeIBAPUTEITHO ONpeIeiiCHATa CTATHCTUYCCKA TPAHHUIIA 32 CPABHCHUC Ha
AC—PH cnpsmo AC—P

ITo oTHOmEeHNe Ha MBpBUYHATA KpaitHa Touka (DFS), no6aBsHeTo Ha TpacTy3ymad KbM
XUMHOTEpaIusaTa ¢ NaKiIuTaKkce BOAH 10 52% HamansgBaHe Ha pUCKa OT PELUANB Ha 3a00JsIBaHETO.
KoeduumeHThT Ha pucK u3pa3siBa aOCOIOTHA 0JI3a IO OTHOLICHUE HA YECTOTa Ha MPEXUBIEMOCT 0e3
3abomnsaBane ot 3 roguau ¢ 11,8 nporentan Touku (87,2% cpenty 75,4%) B moii3a Ha paMoOTO C
AC—PH (tpacty3yma0).

KbM MOMEHTa Ha aKTyalu3upaHe Ha JAHHUTE 32 0€30MaCHOCT Clie]l MeIHaHa Ha mpociensaBane 3,5 -
3,8 rogunam, anamu3sT Ha DFS MOTBBpIKIaBa OTHOBO BEIMYMHATA Ha TI0J13aTa, JOKa3aHa dpe3
okoHuarenHus ananu3 Ha DFS. Bbernpeku npeMuHaBaHEeTO Ha TpacTy3ymMal B KOHTPOJIHATA TPYIIA,
Jo0aBSHETO Ha TpacTy3ymMad KbM XUMHUOTEPAIHATA C MMAaKJIUTaKCell BOIU 10 52% HaMaJeHHne Ha pUCKa
OT peruauBupane Ha 3abosiBaneTo. Jlo0aBsSHETO Ha TpacTy3yMad KbM XUMHUOTEPATHSTA C
MaKJIUTaKCe BOIH CBIO U 10 37% HaMaleHue Ha prcKa OT CMBPT.
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[IpenBaputenHo mIaHUpaHUAT KpaeH aHanu3 Ha OS oT o0uust aHanu3 Ha npoyuBanust NSABP B-31 u
NCCTG N9831 e uzBwpiieH, korato ca HacTewm 707 cMBPTHU ciTydasi (MeaHa Ha MPOCIIe/IIBaHe
8,3 ronunu B rpynata ¢ AC—PH). Jleuenuero ¢ AC—PH e 10Besno 10 CTaTUCTHUECKU 3HAYMMO
nonobpenue Ha OS B cpaBHeHue ¢ AC—P (crpatudunupan HR = 0,64; 95% CI [0,55, 0,74];
JorapuTMHUYHO-TpaHchopmupana p-croitHocT < 0,0001). Ha 8-ta ronnHa, creneHTa Ha MPEXKUBSIEMOCT
ce oneHsBa Ha 86,9% B rpynara ¢ AC—PH u 79,4% B rpynara c AC—P, aGcomotHa nmomsa 7,4%
(95% ClI: 4,9%, 10,0%).

Kpaiiaure pesynrati Ha OS ot 00mus ananu3 Ha npoyuBanust NSABP B-31 u NCCTG N9831 ca
000011eHn B Tabmia 8 mo-10iy:

Ta6anna 8 Kpaen ananu3 Ha o01aTa NpPe:KNBSEMOCT OT O0LIMS AHAJIHN3 HA IPOYYBAHUSATA
NSABP B-31 u NCCTG N9831

IMoka3aren AC—P AC—PH p-croithoct | Koeduuuenr
(N=2032) (N=2031) cpemy HA PUCK cpelry
AC—P AC—P
(95% CI)
Cwmspt (OS crbutne):
bp. nammentu cve croutue (%) | 418 (20,6%) 289 (14,2%) < 0,0001 0,64
(0,55, 0,74)

A: noxcopyounun; C: iuknodocdamu; P: makmurakcer; H: Tpactyzymad

M3BwpireH e cpimo ananus Ha DFS npu kpaiiaus ananm3 Ha OS oT o0y aHaIM3 Ha MPOYYBaHUS
NSABP B-31 u NCCTG N9831. Aktyanu3upanure pe3yiaratu ot aHanusa Ha DFS (ctparudunupan
HR = 0,61; 95% CI [0,54; 0,69]) moka3Bar cxoHa noja3a 1o otHomeHue Ha DFS cripsmo
OKOHYaTeNHHs NbpBUUeH aHanu3 Ha DFS, Bprnpekn, ue 24,8% ot nanuentute B rpynara ¢ AC—P ca
MIpEeMUHANN KbM JIedeHne ¢ Tpacty3ymad. Ha 8-mara roanna, creneHTa Ha IpeXuBsIeMOCT 0e3
3aboJssiBaHe ce oreHsBa Ha 77,2% (95% CI: 75,4; 79,1) B rpynata ¢ AC—PH, abcontoTHa nossa
11,8% B cpaBHeHue c rpynata ¢ AC—P.

B mpoyusanero BCIRG 006 Tpacty3ymab e npuiarad B KoMOuHanus ¢ porerakcen ciex AC
xumuotepanusi (AC—DH) wiu B komOuHamus ¢ fgouerakcen u kapoormiatun (DCarbH).

HOHCT&KCCH € IIpuJjiarad KakTo cJjcJBa:

- JoneTakces HHTpaBeHo3Ho — 100 mg/m? mox hopmara Ha MHTpaBeHO3Ha MH(Y3Hs 3a 1 yac,
IpuiIarasa npes 3 ceAMMIM 3a 4 LuKbIIa (B A€H 2 OT IbPBUS LMKBJ C IOLETaKCe, CIe]] TOBA B
neH | Ha BCeKU MOCTIEABAI IIUKBIT)

WIN

- JIoLleTaKCell HHTPABEHO3HO — 75 M@/m? mox opmata Ha HHTpaBeHO3HA HH(Y3Ms 3a | gac,
mpujiarata mnpes3 3 ceMuInHy 3a 6 TUKbIa (B IeH 2 OT MUK 1, cien ToBa B ieH | Ha BCeku
LUKBJT)

KOETO C€ I0CIIENBa OT:

- kapOoruiatus — npu tapretaa AUC = 6 mg/ml/min, nmpuiarad kato MHTpaBeHO3HA HH(Y3USI B
npoabnkenue Ha 30-60 MuHYTH, OBTapsiHa Mpe3 3 ceMUIM 3a 00IIO MIECT IUKbIa

Tpacty3ymab e mpuiiaran eXXeceJMU4YHO C XMMHOTEPAIHs U CIIe/ TOBa Npe3 3 CeAMUIIN B
MPOABIDKEHNE Ha 00110 52 ceIMUIIH.

Pesynrarute ot epuxacnocrra mpu BCIRG 006 ca 0606menn B Tabnwnmum 9 u 10. Menuanara Ha

MPOIBIDKATETHOCT Ha TpociensBaneto ¢ 2,9 rogunan B rpymnara ¢ AC—D u 3,0 romnHu BBB BCSKa OT
rpymute ¢ AC—DH u DCarbH.
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Ta6anuna 9 Ilpersien Ha ananusnte Ha epukacHocTTa pu BCIRG 006 AC—D cpemy AC—DH

IMoka3zaTen AC—D AC—DH | KoeduiueHT Ha pUCK Cpelry
(n=1073) (n=1074) AC—D
(95% CI)
p-cToiiHOCT
[IpexxuBsemoct 6e3 3abonsaBane
bp. manueHTH cbe CHOUTHE 195 134 0,61 (0,49; 0,77)
p <0,0001
Kbcuu penuausu
Bp. manmenTn cbe cHOUTHE 144 95 0,59 (0,46; 0,77)
p <0,0001
CwmppT (OS crbuTHE)
Bp. manueHTH cbe crOUTHE 80 49 0,58 (0,40; 0,83)
p = 0,0024

AC—D = nokcopy0ounuH mitoc nukiaodochamun, mociaensano ot gorerakcenr; AC—DH = nokcopyOurun
ItoC IUKI0(ochaMu, mocIeIBaHO OT A0LETaKCeN IToc TpacTy3ymad; Cl = qoBepuTeneH HHTEpBal

Ta6anna 10 [pernen na anaausurte Ha epukacHocTTa pu BCIRG 006 AC—D cpemy DCarbH

IMToxa3aren AC—-D DCarbH KoeduumnenT Ha pucka cpeury
(N=1073) (N=1074) AC—D

(95% CI)

[IpexxuBsemoct 6e3 3abonsaBane

bp. manueHTr cbe CHOUTHE 195 145 0,67 (0,54; 0,83)
p = 0,0003

KbcHu peruausu

Bp. manpeHTH cbe CHOUTHE 144 103 0,65 (0,50; 0,84)
p = 0,0008

Cwmbpt (OS crbutue)

Bp. marpieHTH Che CHOMTHE 80 56 0,66 (0,47; 0,93)
p =0,0182

AC—D = nokcopy6bunus mioc nukiaodochamun, mociaeasano ot gorerakcer, DCarbH = momerakcen,

KapOoruiaTuH 1 Tpacty3ymad; Cl = noBepureneH nHTepBai

B ximanaHOTO NipoyuBane BCIRG 006 3a mepBu4HaTa kpaiiHa Touka, DFS, koepuIueHTshT Ha pUCK
n3pa3sBa abCONIOTHA TI0J13a 110 OTHOIIEHHE Ha M3YHCIIeHATa 3-TOAMIITHA MTPEKUBIEMOCT 0e3
3abossiBaHe OT 5,8 mporieHTHH yHKTa (86,7% cpernty 80,9%) B nonsa va pamoto ¢ AC—DH
(tpacty3ymab) u 4,6 npouenTHH myHKTa (85,5% cpeuty 80,9%) B mon3a Ha pamorto ¢ DCarbH
(Tpacty3ymab) B cpaBHenne ¢ AC—D.

B kmuanunoto npoyusane BCIRG 006, 213/1 075 manuentu B pamorto ¢ DCarbH (TCH),
221/1 074 nanuentu B pamoro ¢ AC—DH (AC—TH) u 217/1 073 B pamoto ¢ AC—D (AC—T) ca

umanu pyHkuuonaien cratyc mo Karnofsky < 90 (80 unu 90). He e 3abensi3ana nmosisa 1o OTHOIIEHUE
Ha npexuBsieMoctTa 0e3 3abomsaBane (DFS) B Ta3u noarpyna nanuenty (koeguuuent Ha puck = 1,16,
95% CI[0,73, 1,83] 3a DCarbH (TCH) cpeury AC—D (AC—T); koeduiuent Ha puck 0,97; 95% CI
[0,60, 1,55] 3a AC—DH (AC—TH) cpemry AC—D).

27



OcBeH TOBa € IpoBeJieH POSt-NOC ekcIopaTopeH aHaau3 Ha Habopa JaHHU oT obums ananmu3 (OA) Ha
kauHruEY npoyusanus NSABP B-31/NCCTG N9831" u BCIRG 006, kom6unupany choutus na DFS
Y CUMIITOMATHYHU CHPJICYHU CHOUTHS, 00001eHu B Tabmuma 11:

Ta6auna 11 Pe3yaraTu ot post-hoC ekcnuioparopeH aHaIU3 OT OOIIMA AHAJIM3 HA KIUHUYHU
npoyusanust NSABP B-31/NCCTG N9831" u BCIRG 006, komOunupam cboutus na DFS un

CUMIITOMATUYIHU CHPACYHHU CcLOUTHS

AC—PH AC—DH DCarbH
(cpemry AC—P) (cpemry AC—D) | (cpemry AC—D)
(NSABP B-31 n (BCIRG 006) (BCIRG 006)
NCCTG N9831)"
[IspBHYeH aHaTN3 HAa e(DUKACHOCTTA
DFS KoeduiieHtr Ha puck 0,48 0,61 0,67
(95% CI) (0,39; 0,59) (0,49; 0,77) (0,54; 0,83)
p-cTOMHOCT p <0,0001 p <0,0001 p = 0,0003
AHanmn3 Ha e(h)UKACHOCTTA IIPH
IBITOCPOYHO MpociensBane™® ™
DFS Koedunuentn Ha puck 0,61 0,72 0,77
(95% CI) (0,54; 0,69) (0,61; 0,85) (0,65; 0,90)
p-CTOHHOCT p <0,0001 p <0,0001 p =0,0011
Post-hoc excrimoparopen aHamms ¢
DFS u cumntoMHu chpaedHu
CHOUTHUS
JBirocpodno npocienspane™*
Koedunuentu Ha puck 0,67 0,77 0,77
(95% CI) (0,60; 0,75) (0,66; 0,90) (0,66; 0,90)

A: noxcopyounmn; C: muxiodocdamun; P: makmurakcen; D: gornerakcer; Carb: kapbomnarus; H: Tpacty3ymab

CI = noBepureneH nHTepBal

* [To Bpeme Ha okoHYaTenHUs aHanu3 Ha DFS. Mennanata Ha IPOABIDKUTETTHOCT HA TIPOCIIEIIBAHE €
1,8 rogunu B pamoto ¢ AC—P u 2,0 rogunu B pamoto ¢ AC—PH
**MennaHnaTta Ha IPOBIDKUTEIHOCTTA HA JIBJITOCPOYHO MPOCIE/sIBaHE 33 OOIIHSI aHAIU3 HA KIMHUYHUTE
npoyuBanus e 8,3 roaunu (uatepsai: 0,1 go 12,1) 3a pamoro AC—PH u 7,9 rogunu (uatepnan: 0,0 no 12,2) 3a
pamoto AC—P. Menuanara Ha IpOABIKUTETHOCTTA Ha ABITOCPOUYHO IpocieasBaHe 3a npoyuBaHero BCIRG
006 ¢ 10,3 romunau kakto B pamoto AC—D (untepsain: 0,0 10 12,6), Taka u B pamoto DCarbH (unteprai: 0,0
no 13,1), u e 10,4 rogunu (uatepsai: 0,0 no 12,7) B pamoro AC—DH.

Panen pak na maeunama sicnesa (6 ycarosusama Ha He0ad8aHMHO-A0EAHINHO ﬂeueuue)

I[ocera HAMa JaHHU, KOUTO da CpaBHABAT e(l)I/IKaCHOCTTa Ha TpaCTy3yMa6, IMPUJIOKCH KaTO a/It0OBAHTHA
XUMHUOTEpaAIiu:A, ¢ Ta3u Ipnu HeO&Z[IOBaHTHO/aI[}OBaHTHO IIPUIIOKCHUC.

B ycnoBusiTa Ha HEOaAFOBAaHTHO-a/IFOBAHTHO JIEUEHUE, MHOTOLIEHTPOBOTO, PAaHAOMHU3UPAHO NIPOYYBAHE
MO16432, uma 3a 1en J1a Tpoy4H KIMHUYHATA e(UKAaCHOCT Ha €THOBPEMEHHOTO MPHIIOKEHUE Ha
TpacTy3ymMal C He0a[I0OBaHTHA XUMHOTEPAITHs, BKIIOYBAIA KAaKTO aHTPAIIMKIINH, Taka ¥ TaKCaH,
MOCJIEZIBAHO OT TPACTy3yMald aJioBaHTHO, 0 00IIa NPOIBbIKUTEIHOCT Ha JiedeHneTo ot | roguHa. B
NPOYYBaHETO ca HAOMpaHH MAMEHTH C HOBOAMArHOCTULMPAH JIOKanHo HanpenHan (cranuii 111) umu
Be3nasiureieH PPMIXK. [lammmentn ¢ HER2+ Tymopu ca parmoMusnpanu aa rmojrydaBaT HeoaloBaHTHA
XUMHUOTEPAIus SAHOBPEMEHHO C TpacTy3yMad HeOoaI0BaHTHO-aJI0BAHTHO WJIM CaMO HEOa/II0BaHTHA

XUMHUOTCPAIIns.
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B npoyuBanero MO16432, Tpacty3ymab (8 mg/kg HaroBapBalua 103a, nocieasana ot 6 mg/kg
HOAIbpIKAIIa 1032 Ha 3 CEIMHMIIN) € IPUIIOKEH eTHOBPEeMEHHO ¢ 10 IMKbJIa Heoa[IOBaHTHA
XUMHUOTEPAIHsI KAKTO CIIe/Ba:

- Hoxcopyoumma 60 mg/m2 " nakymrakcen 150 mg/mz, NPUIOKEHHU Ha 3 CeAMULIM 32 3 HUKBIA,

KOETO € MMOCIIEABAHO OT
- IMaxnurakcen 175 mg/mz, MpuiIarad Ha 3 ceaMuIM 3a 4 UKbIIa,

KOETO € MMOCIIEABAHO OT
- CMF na neu 1 u 8 Ha 4 cenmuIii 3a 3 [IUKbBIA

KOETO, CJIEZ OTIEpaLysl, € IIOCAEABAHO OT
- JIOTBIHUTENHU IIUKJIM € TPAacTy3yMab aJl0BaHTHO (J1a ce JOBbpIIK | roguHa JeueHue)

Pesynratute 3a edukacHocT pu npoyuBaneTo MO16432 ca 0600menn B Tabnuma 12. Cpemnara
MPOIBIDKATETHOCT Ha TIPOCIIEIIBaHE B TpyIaTa ¢ TpacTy3ymad e 3,8 TomuHu.

Taoauua 12 Pe3yarartu 3a epukacHoct or MO16432

IMoxa3aren Xumuorepanusi + | CaMo xumuorepanus
TpacTy3ymao (n=116)
(n=115)
IIpexuBseMocT 6e3 crOuTHE Koedumment Ha
pUCK
(95% CI)
Bpoii marmeHTH chC CHOUTHE 46 59 0,65 (0,44, 0,96)
p =0,0275
OO0111 TaTOJIOTNYEH IThJIEH 40% 20,7% P =0,0014
otroBop* (95% CI) (31,0, 49,6) (13,7, 29,2)
O01a npeXuBsIEMOCT Koedwumnuent Ha
pHUCK
(95% CI)
Bpoii naruenTu cbe chouTHE 22 33 0,59 (0,35, 1,02)
p = 0,0555

* OIIPEACIICH KaTO JINIICA HA MHBA3WBEH PAK KaKTO B I'bpAaTa, Taka U B aKCUIIAPHUTE JII/IM(I)HI/I BB3JIU

Uzuncnena e abcomoTHA 1o13a OT 13 MpOLEHTHY MMyHKTA B 110J13a Ha TpyIaTa ¢ TpacTy3ymao 3a
3-ToAMIIIEH IEPHOA Ha IpexuBseMocT 0e3 ceourtue (65% cpeuty 52%).

Memacma3zupan pak na cmomaxa

TpacTy3ymab e N3MMUTBaH B €HO paHIoMH3HpaHo, oTKpuTo ¢aza Il npoyusane ToGA (BO18255) B
KOMOMHAITUS C XUMHOTEPAIUs C CpaBHEHHE C XUMHUOTEPAIIUs, PUIIaraHa caMOCTOSITEITHO.

HpI/InaraHa € cJIeHaTa XUMUOTEPpaIIuA:

- kanenutabus — 1 000 mg/m? mepopaiHo Ba MbTH AHEBHO B IIPOABIKEHNE HA 14 THU mpe3
3 ceqmuIm 3a 6 IMKbBIA (BedepTa Ha JIeH | 10 CyTpUHTa Ha JIeH 15 OT BCEKH LUKBI);

WITH

- MHTPaBEHO3HO 5-(myopoyparmt — 800 mg/m? THeBHO KaTo HempeKbCHATa HHTPABEHO3HA
UHQY3Us B IPOABDKECHNUE HA 5 IHU, Ipe3 3 ceAMHUIH 3a 6 HuKbaa (IeH | 10 IeH 5 OT BceKu
IIAKBIT).
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Bcesika ot xouTo ce mpuiara c:
- mucruiatug — 80 mg/m2 npe3 3 ceIMUIM 3a 6 IMKBJIA Ha JIeH | OT BCEKU LIMKBJI.
Pesynrarute 3a epukacHOCT OT KIMHUYHOTO NpoyuBaHe BO18225 ca 0606menn B Tabmuia 13:

Taéauua 13 PesyaraTu 3a epuxacHoct ot BO18225

IMokazaren FP FP+H HR (95% CI) CroiiHocT Ha p
N=290 | N=294

O01ma npexXUBSIEMOCT, B MECEIIH 111 13,8 0,74 (0,60 - 0,91) 0,0046
(Menmana)
IpexuBseMocT O€3 IPOrPECHs], B 55 6,7 0,71 (0,59 - 0,85) 0,0002
Mecenu (Meanana)
Bpewme 10 nporpecust Ha 5,6 7,1 0,70 (0,58 - 0,85) 0,0003
3a00JISIBAHETO, B MECEIIH
(Menmana)
OO0r11a yecToTa Ha MOBIUsIBaHE, % 34,5% 47,3% 1,70% (1,22; 2,38) 0,0017
[IpoabKUTETHOCT HA 4.8 6,9 0,54 (0,40 - 0,73) < 0,0001
MOBJIMSBAHE, B MECeIH (MeIHaHa)

FP+H: ®yoponmpuMuInH/UCIUTATHH + TPacTy3ymMad
FP: ®nyoponupuMuanH/IMCIUIaTHH
2 BepoATHOCTHO CHOTHOILICHHE

[TanuenTure, HaOUpaHU 3a y4acTre B KIMHUYHOTO IIPOYYBaHE, ca HeJleKyBaHU npean Toa 32 HER2-
MIOJIOKUTENICH HeOepaOKICH JJOKAIHO HAIIPpeIHAI HIIM PEUUAMBUPALI U/UITH METacTa3Hpal
aJICHOKapIMHOM Ha CTOMaxa WJIM Ha MICTOTO Ha CBbP3BaHE Ha CTOMaxa ¢ XPaHOIPOBOIa,
HETOoJyIeXKAaIlY Ha u3iekyBaHe. [IbpBUYHaTa KpaiiHa TOUKa € 00IaTa NpeKUBSIEMOCT, KOSITO €
oIpeieNieHa KaTo BPEMETO OT JaTaTa Ha PaHJOMU3HPAHE JI0 JaTaTta Ha CMBPT MO BCAKAKBYU MPUYMHHU.
ITo Bpeme Ha aHanmu3a 00110 349 paHIOMU3UpPAHHU TAMEHTH ca mounHanu: 182 nanuentu (62,8%) B
KOHTPOJHOTO pamo u 167 maruentu (56,8%) B pamoTo 3a eyenue. [ToBe4eTO OT CMBPTHHUTE CITydan
Ce IbJDKAT Ha ChbOUTHS, CBhP3aHH C OCHOBHOTO PaKOBO 3a00JIsBaHE.

Post-hoc moarpynosu ananusu mokasear, 4e IPHUIIEIBAHETO B TYMOPH C 10-BUCOKH HiBa Ha HER2
nporeud (IHC 2+/FISH+ u IHC 3+/ne3aBucumo ot FISH cratyca) naBa no-nobpu pesynratu ot
nedeHueTo. Meauanara Ha o01a MpexXxuBIeMOCT B TpyTnara ¢ Biucoka ekcripecus Ha HER2 e

11,8 mecena B cpaBuenue ¢ 16 mecena, HR 0,65 (95% CI: 0,51 - 0,83), a meauanara Ha
HpeKUBSIEMOCT 0e3 mporpecusi € 5,5 mecena B cpaBHenue ¢ 7,6 mecena, HR 0,64 (95% CI: 0,51 - 0,79)
3a FP B cpaBHenue cbe choTBeTHO FP+H. 3a o6mara mpexussemoct, HR ¢ 0,75 (95% CI: 0,51 - 1,11)
B IHC 2+/FISH+ rpynara u HR e 0,58 (95% CI: 0,41 - 0,81) 8 IHC 3+/FISH+ rpymnara.

B u3BBpLICHUS EKCIIOpATOPEH NOATPYIIOB aHAIN3 110 BpeMe Ha mpoyuBaHeto T0GA (BO18255),
HSIMa 3HaYMMH TIOJI3U 110 OTHOIICHHE Ha 00I1aTa NPEeKUBSIEMOCT ¢ T00ABSHETO Ha TPAcTy3ymad mpu
narienTd ¢ ECOG PS 2 nHa usxoano auso [HR 0,96 (95% CI: 0,51 - 1,79)] ¢ mvensmepumu [HR 1,78
(95% CI: 0,87 - 3,66)] u nokanHo HanpenHamu 3adossianus [HR 1,20 (95% CI: 0,29 - 4,97)].

He)II/IaTDI/IT-IHa TIOITyJIarus

EBponeiickara areHuus 1o JiekapcTBara 0CBOO0XK/AaBa OT 3aIbJDKEHUETO 33 MPEAOCTaBsSIHE Ha
pe3yNTaTuTe OT MPOYYBAHUATA C TPACTY3yMad BB BCUYKH MOATPYITH HA MEAHATPUYHATA MTOITYIAIUs
3a pak Ha MJIEYHATA XKJIe3a U cToMaxa (BXK. Touka 4.2 3a mHpOopMaIlds OTHOCHO YIIoTpeOa B
NeANaTPUATA).
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5.2 ®dapmakoKkHHETHYHH CBOiicTBa

dapMakOKMHETHKATa Ha TpacTy3yMal € OolleHeHa PU aHaIN3 MPU TOMYIalHOHHO
(hapMaKOKHHETUYHO MOJIEITUPaHe, KaTO ca M3MOI3BaHN COOpHH MaHHM OT 1 582 nuIia, BKITFOUHUTEITHO
naruenty ¢ HER2 monoxurener MPMIK, PPMIK, HPC wnmm npyru BuaoBe TyMOpH, U 31paBu
noOpoBouy, B 18 knmuanunu npoyuBanus (aza I, II u 11, morywasamnm Tpacty3ymad HHTpaBEHO3HO.
[IpodunbT KOHLIEHTpaLUA-BpEMe Ha TpacTy3yMal ce OMUCBa ¢ IBYKOMIIAPTUMEHTECH MOJET C
napasesHo JUHEWHO W HeJIMHEHHO eNMMMUHUpaHe OT IeHTpaTHus KoMrapTuMeHT. [lopaau ToBa, He
MOJKE /1a C€ M3BEJIe MOCTOSTHHA CTOWHOCT Ha MOIY>)KUBOT Ha TpacTy3yMal. T1, HamamnsiBa c HaMaJIsIBaHe
Ha KOHILICHTPAIMUTE B PAMKHUTE Ha JI030BUs MHTepBal (Bk. Tabnuma 16). [Mauenture ¢ MPMX u
PPMX umar nogo6nu @K nokazarenu (nanp. knupbHe (CL), 00eM Ha HeHTpaIHUS KOMIAPTHMEHT
(V¢)) ¥ IporHo3upaHy EKCIO3UINH B CTaIHOHAPHO ChCTOAHHE (Crmin, Cmax 1 AUC) criopen
nomynanusta. Jlunerinusat kmpbHC € 0,136 1/nen npu MPMXK, 0,112 1/aen npu PPMX u 0,176 1/nen
npu HPC. CroiiHocTHTE Ha HeTMHEWHUTE eTMMIHALIMOHHN TT0Ka3aTenu ca 8,81 mg/neH 3a
MaKCHMaJTHaTa CKOpPOCT Ha emuMuHUpane (Vmax) B 8,92 ug/ml 3a xoncranrara Ha Michaelis-Menten
(Km) mpu marmmentute ¢ MPMK, PPMXK 1 HPC. O6emMbT Ha IIeHTpaIHKsE KOMIAPTUMEHT € 2,62 | npu
nauuerature ¢ MPMXX u PPMIK u 3,63 | npu nanmenture ¢ HPC. Tlpu okoHYaTeTHUS MOMyIallMOHEH
O®K mopen, ocBeH BUIa Ha ITbPBUYHUS TYMOp, KaTO CTATUCTHYECKN 3HAYMMH KOBAPHUATH, TOBIHASBAIII
eKCITO3UIIMATA Ha TpacTy3yMal ca HISHTH(QHUIMPAHH TEIECHO TErJo, CepyMHa acmapraT
aMuHOTpaHc(epasa u anoyMuH. BennunHaTa Ha edexTa Ha Te3U KOBapHAaTH BHPXY EKCIIO3UIIHATA Ha
TpacTy3yma0, obaue, moKas3Ba, 4e € MaJKO BEPOSTHO T€ Ja UMAT KIMHUYHO 3HAUUM €(peKT BBPXY
KOHIICHTpAIIMHUTE Ha TPACcTy3ymao.

CroifHOCTHTE Ha MONyJIanoHHO porHo3upanata OK ekcrosumus (Meauana ¢ 5-ti — 95-tu
MEPCEHTHIIN) M cToiHOCTHTE Ha DK mMokazareny npu KIMHAYHO 3HAYMMH KOHIEHTPAITUH (Cmax H
Chmin), ipu narenT ¢ MPMOK, PPM2K 1 HPC, nexyBanu ¢ o100peHITE CXeMH Ha MpHUJIaraHe BEJIHBK
ceqmuuHO (q1W) ¥ BeiHBXK Ha Tpu ceaMunu (q3w), ca nokaszanu B Tadbiauua 14 (muksn 1), Tabmuna 15
(cranmonapHo cbcrosiHue) U Tabimna 16 (DK nokazarenu) mo-aomy.

Ta6anua 14 CtoiiHOCTH Ha MONYJIAIIMOHHO MporHo3npanarta @K excno3nums B IMKbJI 1
(MenuaHa ¢ 5-tu — 95-TH epCeHTHIIN) 32 CXeMHUTe HA MPHJIAraHe HA TPACTY3yMad HHTPABEHO3HO

npu nauuentu ¢ MPMZK, PPM’K u HPC

Cxena Bun Ha N Chin Cmax AUCo.21mm
bPBUYHHS TYMOP (ng/ml) (ng/ml) (ng.nen/ml)
- MPMK 805 (2,92i3 ,4?6,3) (1341 E-;2280) (7281—3 16998)
mglkg +

gsr\fl‘vgl kg PPMXK 390 (18,? (1’35,5) (1271 7227) 1 036 2 895)

HPC 274 (6,12lg ’510,3) (84,21 3i2225) (5881—1 29938)

4 malkg + MPM3K 805 (8,733 ’38,9) (49,316-' 5114) (5971? 13584)

Aok PPMK 390 (25,2 Ei’%8,8) (54,;6-' 0104) (7831—0 14502)




Ta6amnna 15 CroiiHOCTH Ha MONYJIAIHOHHO NporHo3upanaTa @K excno3unys B CTAMOHAPHO
chbeTosiHME (MequaHa ¢ 5-i — 95-TH nmepceHTHIIN) 32 CXeMHUTE HA MPUWJIATaHe HA TPacTy3yMao
HHTpPaBeHO3HO npu nauueatu ¢ MPM?K, PPMK u HPC

Cxema Buna na N Crnin,ss* Cmax,ss AUCss 0-210mm Bpeme 1o
MbPBUYHHAS (Hg/ml) (Hg/ml) (ng.nen/ml) | crammonap HoO
TyMOp CHCTOSIHHE
(ceqMuIa)
44,2 179 1736
. MPMIK 1805 |1 8" 'g54) | (123-266) | (618-2 756) 12
ma/kg
, 53.8 184 1927
6mgkg | TTMK | 390 1 og 7 858y | (134-247) | (1332-2771) 15
3w
a pC - 32,9 131 1338 o
(6,1-889) | (725-251) | (557 —2875)
63,1 107 1710
Amokg | MPMK | 805 | (1) 7 07) | (542-164) | (581-2715) 12
2 mg/kg 72,6 115 1893
qw PPMIC 1390 | 46 109) | (82,6-160) | (1309 -2 734) 14

*Chin,ss — Cmin B CTallMOHAPHO CHCTOSHHE
**Crnax,ss = Cmax B CTAIIHOHAPHO CHCTOSTHUE
*** gpeme 10 90% OT CTAIMOHAPHOTO CHCTOSHHE

Taéanua 16 CroiiHocTH Ha MoNyJ1aliuOHHO NporHo3upanute @K nokasatenn B cTAIMOHAPHO
CHCTOSIHME 32 CXeMHUTE HA NMpUjarate Ha TPacTy3ymMad MHTPaBeHO3HO npu nauuentn ¢ MPMK,

PPMXK u HPC
Bua Ha Oglllf 3:2“21301{)1:3 Jluama3oH Ha ti2 0T
Cxema MbPBUYHHS N Cmi;n::ss Craxss 10 Cmin,ss
TyMOp (Ven) (uum)
MPMX 805 0,183 - 0,302 151-233
8 mg/ k%;vf moka | ppm 390 0,158 - 0,253 175266
HPC 274 0,189 - 0,337 12,6 — 20,6
4 mg/kg + 2 mg/kg MPMX 805 0,213 -0,259 172-204
aqw PPMX 390 0,184 — 0,221 19,7-23,2

OTMuBaHe Ha TpacTy3ymad

[lepuoabT Ha OTMUBaHE Ha TPACTy3yMald € M3cJieIBaH ciie]l MHTPaBEHO3HO MPUIIOKEHUE BEAHBXK
CEIMUYHO WJIM BEJHBXK Ha 3 ceIMUIM KaTo € n3nosssad nomyranuoneH @K monen. Pesynrarute ot
TE3W CHUMYJIAIH IMOKa3BaT, 4e¢ Hali-Maako 95% OT manueHTHTe I1e TOCTUTHAT KOHIIEHTPAIHH

< 1 pg/ml (mpubnuzutenHo 3% oT momynauoHHO nporao3upanara Cminss, WA OKOJIO 97% OTMHBaHE)

no 7 Mecerna.

Hupkyaupamg ornenes HER2 ECD

ExcrutoparopHuTe aHanu3u Ha KOBapuaTH ¢ HHPOPMAIIHS caMo 3a MOATPYyTa MAIMeHTH TIOKa3BaT, 4e
MAIMEHTUTE ¢ M0-BUCOKO HUBO Ha otaeissHe Ha HER2-ECD umat nmo-0bp3 HETMHESH KITUPBHHC
(monwucka Ki) (p < 0,001). ChinecTByBa 3aBUCHMOCT MEXKTy OTACACHUSA aHTUTeH 1 HuBata Ha ACAT




(SGOT/AST); yact OT BIMSTHHETO Ha OTJENICHHUS aHTUTEH BBPXY KIMPBHCA MOXKE J1a e OOSICHHU C
nuBara Ha ACAT (SGOT/AST).

Hab6monaBanute 6a3zosu HuBa Ha otaencaus HER2-ECD npu nanmentu ¢ MPC ca cpaBHUMU ¢ Te3u
npu narpieaTd ¢ MPMXK 1 PPMIK u He e HaOnromaBaHO BUIIMMO BB3JISHCTBHE BHPXY KIMPHHCA HA
TpacTy3ymao.

5.3 TlpeakIuHWYHHU JaAHHM 32 0€30MACHOCT

Hsma nanHu 3a 0cTpa TOKCHYHOCT MJIM TOKCUYHOCT IMPU MHOT'OKPATHO MPUIIaraHe 1o BpeMe Ha
MPOYYBaHUATA, TPOABIDKUIM IO 6 Mecela, KaKTo U 3a PENpOAyKTUBHA TOKCUYHOCT MPH MPOYYBAHUS
M0 OTHOIICHUE HA TEPATOJIOTHS, JKEHCKH (DEPTUIIMTET WU KhCHA T€CTAIMOHHA
TOKCHYHOCT/TIpEMHHABaHE Mpe3 IUareHTara. TpacTy3ymMad He € reHoToKcudeH. [IpoyuBanus Ha
Tpexayo3a, OCHOBHO MOMOII[HO BEIIECTBO, ChIIIO HE Ca MOKA3aJlu IaHHU 32 TOKCUYHOCT.

He ca u3pbpiiBany NIpoABIDKUTEITHA eKCTICPUMEHTATHH MPOYYBAaHUS TP JKUBOTHU 32 ONpEIeITHE Ha
KapIMHOI'CHHUS TOTEHIMAI Ha TPACTy3yMal HIIK 3a ONPE/IC/IIHE Ha HErOBUS e()EKT BhPXY
(epTuMTETa IPH MBIKE.

6. DAPMAIIEBTUYHU JAHHU

6.1 Cnucbk Ha NOMOIIHHUTE BelIeCTBA

XUCTUOUH

XUCTUAWHOB XUIPOXIOPHUI MOHOXUIPAT

Tpexano3za nuxumpar

ITommcopbar 20

6.2 HecbBMecTHMOCTH

To3u nexapcTBEH MPOIYKT HE TPSIOBa /1a C€ CMECBa WIIM Pa3pexka C IPYyTH JeKapCTBEHHU MPOTYKTH, C
U3KITIOYCHHE HA TIOCOYEHUTE B TOUKa 6.6.

KANJINTI ue Tpsi6Ba n1a ce pa3pekaa ¢ TIOKO3HU pa3TBOPH, ThI KaTo TOBa MPUYMHSIBA arperupane
Ha MpOTEnHa.

6.3 Cpok Ha rogHocT

HeorBopeH duiakon

3 roauau

AcenTrnaHo PEKOHCTUTYHPAHE U pa3pekaaHe

Crient acenTUYHO PEKOHCTUTYHPAHE ChC CTEPHIIHA BOJIA 32 MHXKEKIMUE JI0Ka3aHa XMMHYecKara u
(u3ndeckaTa CTaOMITHOCT HA MOJTyYeHHs Pa3TBOP B Mpoabnkenne Ha 48 yaca ipu 2°C - 8°C.

Crier aceNTUYHO pa3pexkIaHe B CAKOBE OT MOJMBHHUIXIIOPHI, TOJUETHIICH HITH TIOJUIIPOITHIICH,
ChIBbPIKaIlN HHKEKIIMOHEH pa3TBop Ha HaTtpues xiopun 9 mg/ml (0,9%), e mokaszaHa XuMuUeckaTa U
¢usnyeckata cradbumHocT Ha KANJINTI 1o 30 nuum npu 2°C - 8°C, u BnocnencTeue 3a 24 yaca npu
TemIeparypa He mo-Bucoka ot 30°C.

Ot MukpoOuonoruyHa rieana Touka npurorseHusT pa3reop 1 KANJINTI undysnonen pasrsop

TpsOBa Ja ce M3MoJI3BaT He3a0aBHO. AKO HE ce U3MOI3BaT He3abaBHO, BpEMETO U YCIOBHITA Ha
ChXpaHEHHUE MpeIy ynoTpeda ca OTTOBOPHOCT Ha MOTPeOUTENs], U OOMKHOBEHO HE TpsiOBa na
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HaaxBepaAT 24 vaca pu 2°C — 8°C, ocBeH ako peKOHCTUTYHPAHETO U pa3pekIaHeTo He ca
U3BBPIICHU ITPU KOHTPOJIIMPAHN M BATUIUPAHN ACCTITUYHH YCIIOBHSI.

6.4 CnenuajHu ycJI0BUS Ha CbXpaHeHHUe
Ia ce cexpanssa B xnaamwiauk (2°C - 8°C).
[a He ce 3ampassBa NPUTOTBEHUAT Pa3TBOP.

CLXpaHHBaﬁTe B OpUIrvHAaJIHATAa OIMaKOBKaA, 3a J1a C€ NpcAmna3n OT CBETJIMHA.

3a ycroBHsATa HA ChXpaHEHHE CJiell PEKOHCTUTYHUPaHe Ha JIEKapCTBEHUS MPOIYKT BIKTE TOUKH 6.3 1
6.6.

6.5 Bwuau chbabp)KaHUe HA ONAKOBKATA

KANJINTI 150 mg npax 3a KOHIIEHTpAaT 32 HHGY3HOHEH PA3TBOD

®dmakxon 20 ml oT mpo3padHo CTHKITO THII I ChC 3ammymaika OT OyTHIIOBA TyMa, JJAMHHHAPaHa ¢ (DUIM OT
¢yopo-cMona, u amyMHUHHEBA 00KaTKa C OTUYIBAIIO Ce Karaye, IpeArna3Balio oT Mpax, ChIbpiKalll
150 mg tpacty3ymao.

Bcesika onakoBka Chbpka euH (IakoH.

KANJINTI 420 mg mpax 3a KOHIIEHTpAT 33 HHPY3HOHEH PA3TBOD

®nakon 50 ml ot mpo3pavHo cThKIIO THII | ChC 3amyIanka OT OyTHIOBa I'yMa, JaMUHUpPaHa ¢ UM oT
¢ryopo-cMona, ¥ afyMUHHEBa 00KaTKa ¢ OTYYIBAIIO CE Karaye, MPeAna3Bamo OT Mpax, ChAbpiKalll
420 mg Tpacty3ymad.

Bcesika omakoBka chIbpika e1uH (GIaKoH.

6.6 Cnenuajnu npeanasHu MEPKH NPH U3XBBPJIsiHE U padoTa

Tps6Ba 1a ce U3M0I3Ba MOAXOIA ACCITUYHA TEXHUKA NP NIPOLIETyPUTE HA PEKOHCTUTYUPAHE U
paspexnane. Heobxoaumo e 1a ce moaxo 1 BHUMATEHO 332 OCUTYPsIBAHE Ha CTEPUIIHOCT Ha

HNPUTOTBEHUTE PA3TBOPU. Thi KaTO JIEKAPCTBEHUSAT NPOAYKT HE ChIbPKa aHTUMUKPOOHH
KOHCEPBaHTH WM OaKTEPUOCTATUYHU CPE/ICTBA, TPSOBA Ja Ce Clla3Ba aceNTUYHA TEXHHKA.

AcenTnuHo OpuroTssiHe, padoTa U ChXpaHEeHHe

TpsiOBa 1a ce OCUrypsIT aceNTHYHH YCIOBHS HA paboTa, KOraTo ce MPUroTBs HHQy3HsTa.
[IpurorssiHeTo TpsOBa:

° Jla C€ M3BBPIIBA IPU ACENITUIHH YCIIOBHSI OT 00yUYEH MEPCOHA B ChOTBETCTBHE C TIpaBUIIaTa Ha
no0para npakThKa, 0COOCHO M0 OTHOIICHHE HA ACENITUYHOTO MPUTOTBSHE HA MAPCHTEPATHH
MPOAYKTH;

. Jla Ce U3BBHPINBA B JIAMUHAPEH OOKC WK B OOKC 3a OMOJIOrnyHa 0€301acHOCT, KaTo Ce Ipuiiarat
o0WJaifHNTE TIpeAra3Hl MEPKH 3a Oe30macHa padoTa C HHTPABEHO3HHU CPECTBA;

° nia O'bJIe OCIIEABAHO OT MOAXOAANI0 ChXPAaHEHUE HA IPUTOTBEHUS Pa3TBOP 32 MHTPABEHO3HA

uH(QY3Hs, 3a Ja C€ OCUT'YPH HOAAbPKAHE HA aCENTUYHHUTE YCIIOBHS.
[To BpeMe Ha pekoHCTUTYUpaHETO, TpsiOoBa Aa ce bopaeu BHIUMaTerHO ¢ KANJINTI. ITpexomeproTo
oOpa3yBaHe Ha IsTHA 110 BpeMe Ha PEKOHCTUTYHPAHETO WM Pa3KIIallaHEeTO Ha MOJIYYCHUS pa3TBOP
MOJKe JIa TIpeIn3BUKa Ipodiemu, cBbp3ann ¢ kKoamaectBoTo KANJINTI, koero Moxe ma Obae

U3TErJICHO OT (hJIaKOHa.

PexoHcTuTypaHuAT pa3TBOp HE TPSAOBa Aa ce 3aMpassBa.
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KANJINTI 150 mqQ npax 3a konyenmpam 3a uH@y3uonen pazmeop

Beexu pmakor KANJINTI 150 mg ce pastBaps cbe 7,2 ml crepuinna Boza 3a HHKeKIMHU (HE €
npuioxeHa). M3non3BaHeTo Ha APYTU pa3TBOPUTEINHN TPIOBa a ce u30srsa.

Taka ce momy4asa 7,4 ml pa3TBop 3a eTHOKPATHO MPUIIOKEHHUE, ChbpiKall npudausutenno 21 mg/ml
TpacTy3ymad mpu pH mpubmusurenHo 6,1. Mzmumbk ot 4% naBa B3MOXKHOCT OTOEII3aHaTa Ha

eTrkera J1o3a ot 150 mg na 0b1e u3TerieHa oT Bceku (IIakoH.

KANJINTI 420 mqQ npax 3a koryermpam 3a uH@dy3uonen pazmseop

Bceeku ¢nakon KANJINTI 420 mg ce pasztaps ¢ 20 ml crepuiina Boja 3a MHXeKIUU (HE €
npuiIokeHa). M3mon3BaHeTo Ha APYTH Pa3TBOPUTENHN TPsOBa Aa ce n30sraa.

Taka ce momy4asa 21 ml pa3TBop 3a eIHOKPATHO MPUIIOKEHHUE, ChAbpKall npubmu3uTeano 21 mg/ml
TpacTy3ymad npu PH npubnusurento 6.1. Uznumek ot 5% naBa B3MOKHOCT OTOEIsI3aHATA HA
etukera no3a ot 420 mg ga Obae U3TETIeHa OT BCEKH (DITAKOH.

KANJINTI O6em cTepriTHa Boja 3a KpaiiHa koHIEHTpanus
(hnaxon WHXEKIINU

150 mg dakon + [ 7,2ml = | 21 mg/ml

420 mg dnakon + | 20ml = | 21 mg/ml

I/IHCTDVKIH/II/I 34 ACENTUYHO PEKOHCTUTYUPAHE.

1) KaTo u3non3Bare cTepuiiHa CIIPUHIIOBKA, 0ABHO HHIKEKTHPAWTE MOAXOISIIHI 00eM (KaKkTo e
0TOENA3aHO MIO-TOPe) CTEPHUIIHA BOJA 33 HEKEKIMH BB (PIaKoHa, ChIbPIKAIIl JTHO(PHIN3HpAH
KANJINTI, nacouBaiiku cTpysra B IHOQHIN3ATA.

2) Jleko 3aBBpTeTE (takoHa, 3a aa nmoarnomorHere pekoncruryupanero. HE PASKIIAIIIAUTE!
[Ipu pekoHCTUTYHpaHE Ha MPOAYKTA HAIMYHMETO Ha MAJIKO IsTHA He € HeoOnvaiiHo. OcraBere (uiakoHa
3a okoso 5 munyTtu. Pexoncrurynpanusat KANJINTI e 6e3uBeren 10 0:1e10KbAT Npo3padeH pa3TBOP

" Ha IIPAKTHKA B HETO HC TpH6Ba Jda UMa BUAWUMHU 4aCTHUIIN.

YkazaHus 3a aCENTUYHO pa3peKAaHe Ha MPUTOTBEHUS Pa3TBOP

Omnpezenere KOJINUECTBOTO HEOOXOIUM Pa3TBOP:
. Bb3 OCHOBA Ha HATOBapBallla J03a TpacTy3ymad ot 4 mg/kg TelleCHO TETJIO MM MOCIIe(BaIa
ceIMHUYHa J103a TpacTy3ymad ot 2 mg/kg TenecHo Tero:

O6em (ml) = Teaecno Terao (kg) X no3a (4 mg/kg Haroapsamia win 2 mg/kg mourbpIKania)
21 (mg/ml, KOHIEHTpaLys HA PEKOHCTUTYHPAHUS Pa3TBOP)

. BB3 OCHOBA Ha HATOBapBallla J103a TpacTy3ymad oT 8 mg/kg TenecHo Teryio Wir NocyieaBania
3-ceaMuyHa 103a TpacTy3ymab ot 6 mg/kg TenecHo Tero:

0O6em (M) = Teaecno Terao (kg) X mo3a (8 mg/kg naToBapsaiua win 6 mg/kg momappsKaria)
21 (mg/ml, KOHIIEHTpAIIKA HAa PEKOHCTUTYHUPAHHS Pa3TBOP)

[MoAXOASIIOTO KOJMYECTBO PAa3TBOP TPsIOBA Ja Ce U3TErNIH OT (JIaKOHa Ype3 U3IOJI3BaHe Ha CTEPUITHA
WIJIa U CIIPMHIIOBKA, U Ja ce MpUOaBK KbM HH(Y3HMOHHHUSA CaK, Chabpikanl 250 ml HaTpueB XI0pu

9 mg/ml (0,9%) nmkexnnoneH pa3TBop. Jla He ce U3IoI3Ba ¢ TIHOK03a-ChIBPIKAIIK Pa3TBOPH (BXK.
Touka 6.2). CakbT TpsiOBa JIEKO Ja ce 00BbpHE, 3a J1a Ce Pa3MECH pa3TBOPHT, KaTo ce U30sArBa
00pa3yBaHEeTO Ha ISHA.
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[penu ynotpeba, JekapcTBEHUTE MPOLYKTH 32 MMapeHTEpaHO NPUIIOKEHHE TPsAOBa Aa ce
MHCIIEKTUPAT BU3yallHO 32 BUAMMHU YaCTHLM U IPOMSHA Ha IIBETA.

He ca nabmonasann HecsBmMecTuMocTy Mexay KANJINTI u cakoBe OT MOJMBHHUIXIIOPH,
HOJIMETUIICH WITU TTOJTUITPOTIMIICH.

KANJINTI e npegnasHaueH camo 3a eTHOKpaTHa ynoTpeda, Thil KaTo MPOAYKTHT HE ChIbpKA
KOHCEpBaHTH. Hen3non3BaHUAT TeKapcTBEH MPOAYKT WK OTIAABUYHUTE MaTepHaln OT HEero TpsioBa aa
C€ U3XBBPJIAT B CbOTBETCTBUE C MECTHUTE U3UCKBAHUS.

7. HNPUTEXATEJI HA PASPEHIEHUETO 3A YIHOTPEBA

Amgen Europe B.V.
Minervum 7061
NL-4817 ZK Breda

Hunepnanaus

8. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

EU/1/18/1281/001

EU/1/18/1281/002

9. JATA HA ITbPBO PASPEINABAHE/ITIOJHOBABAHE HA PASBPELHLIEHUETO 3A
YIIOTPEBA

Jlara Ha mepBO pas3pemiaBade: 16 maii 2018
JlaTa Ha TIOCJIEHO MMOTHOBSIBAHE!

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

[MonmpoOHa nH(popMaIus 3a TO3H JIEKAPCTBEH MPOIYKT € IpeAocTaBeHa Ha yeOcaiita Ha EBporetickara
areHuus mo Jiekapcraata http://www.ema.europa.eu.
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http://www.ema.europa.eu/

HNPUJIOKEHHE |1
IMPOU3BOAUTEJI(M) HA BUOJIOI'MYHO AKTUBHOTOMTE)
BEIIECTBO(A) U ITPOU3BOAUTEJI(U), OTTOBOPEH(HHN) 3A
OCBOBOXJIABAHE HA ITAPTHUAN

YCJIOBUA NJIX OTPAHUYEHMUSA 3A TOCTABKA "
YIHOTPEBA

APYI'N YCJIOBUS N UBNCKBAHUSA HA PASPEIIEHUETO 3A
YIHHOTPEBA

YCJIOBUA NJIX OT'PAHUYEHMUSA 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUS TPOAYKT
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A. TMPOU3BOJUTEJ(M) HA BUOJIOTHYHO AKTUBHOTO(UTE) BEILIECTBO(A) U
MMPOU3BOJUTEJI (M), OTTOBOPEH(HU) 3A OCBOBOKJIABAHE HA HAPTU/IN

HMme u anpec Ha npousBoauTens(ure) Ha OUOJOTMYHO aKTUBHOTO(UTE) BenecTo(a)

Patheon Biologics BV
Zuiderweg 72/2

9744 AP Groningen
Hunepnannus

Immunex Rhode Island Corporation
40 Technology Way

West Greenwich

Rhode Island, 02817

CAIIL

HwMme u anpec Ha nponsBoauTensa(ure), OTTOBOPEH(HK) 32 0CBOOOKIaBaHE HA NAPTUINTE

Amgen Europe B.V.
Minervum 7061
NL-4817 ZK Breda
Hunepnaunnus

Amgen NV
Telecomlaan 5-7
1831 Diegem
benrus

ITeuaTHaTa TMCTOBKA Ha JIEKAPCTBEHUS MPOAYKT TPSOBA a ChIABPKA UMETO U aapeca Ha
MIPOU3BOIUTEISI, OTTOBOPEH 32 OCBOOOX/IaBaHETO HA ChOTBETHATA MAPTHIA.

b. YCJ0OBUSA NN OI'PAHUYEHUSA 3A JOCTABKA U YIIOTPEBA

JlekapCTBEHHSAT MPOAYKT CE OTITyCKa M0 OrpaHHYEHO JieKkapcko npennucanue (Bx. [Ipunoxenue |
Kparka xapakTepucTika Ha MpoayKTa, Touka 4.2).

B. JAPYI'U YCJIOBUS U UBUCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJu3upaHu JokJaaau 3a 6ezonacuoct (ITA/IB)

M3uckBanmsTa 3a nogaBane Ha [TAJlb 3a To31 ekapcTBEH MPOAYKT ca MMOCOYEHHU B CIIUCHKA C
pedepentaute natu Ha EBponetickus cpio3 (EURD cniuchk), npensuaes B wi. 1078, ait. 7 ot

Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIE/IBAIM aKTyalu3alHu, MyOIMKyBaHU Ha eBPONEHCKUS
yeOmnopran 3a JiekapcTsa.
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r. YCJI0BUS NWJIN OI'PAHUYEHUS 3A BESOITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUSA TIPOAYKT

. Ilnan 3a ynpaBienue Ha pucka (ITYP)

IMputexatenst Ha paspemeHneTo 3a ynotpeba (ITPY) tpsOBa 1a u3BbpIIBa U3UCKBAHUTE ICHHOCTH U
JEWCTBYS, CBBP3aHH C MPOCIEAsIBaHE Ha JIeKapcTBeHaTa 0€30MacHOCT, HocoYeHu B ogoopenus [1YP,
npezacraBed B Moayi 1.8.2 Ha pa3pelieHreTo 3a ynorpeda, KakTo U IPH BCUYKH CIICABALIH
ChIVIaCYyBaHU akTyanuszanuu Ha [TYP.

Axryammsupan [1YP Tpsa6Ba na ce nmonasa:

e 110 uckaHe Ha EBpomneiickaTa areHIus 1o JIeKapcTBara;

e BHHArMW, KOraTo ce U3MEHS CHCTeMaTa 3a yIpaBJeHne Ha pUCKa, 0COOEHO B Pe3yiTaTr Ha
MoJIy4yaBaHC Ha HOBa HH(bOpMaHHH, KOATO MOKE Ja JOBE€AC A0 3HAYMMU IIPOMCHHU B
CHOTHOIIICHUETO I0JI33/PUCK, WITH CIIE] JOCTUTaHEe Ha BayKeH eTall (BbB BPh3Ka C
npocIiesiBaHe Ha JIeKapcTBeHaTa 6€30IacHOCT WIIH CBEKIaHe Ha PUCKA JI0 MUHEMYM).
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MHNPUJIOKEHHUE 111

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

| 1. NME HA JIEKAPCTBEHUSA ITPOAYKT

KANJINTI 150 mg npax 3a KOHIIEHTPAT 338 HHPY3HMOHEH Pa3TBOP
TpacTy3ymad

(2. OBSIBIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

®makoHBT chaABpPKa 150 mg TpacTy3ymao.
Cnen pastBapsine 1 ml koH1eHTpaT chabpka 21 mg Tpactyzymao.

(3.  CHUCBHK HA IOMOIIHUTE BEIECTBA

[TomonrHm BelecTBa: XUCTUINH, XUCTUAMHOB XUIPOXIOPUI MOHOXHIPAT, TPEXaao3a JUXUAPAT,
nosicopoOart 20.

| 4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

[pax 3a koHLEHTpAT 3a HHQY3UOHEH Pa3TBOP
1 dpnaxon

| 5. HAYUH HA TIPUJIO)KEHUE U ITbT(MIIA) HA BLBEKJIAHE

3a UHTPaBEHO3HO NMPHUJIOKEHUE CJIE]] pa3TBapsiHE U pa3pekaaHe.
[Ipenu ynorpeba npodereTe IMCTOBKATA.

6. CIHENUAJIHO NPEAYHPEXJIEHUE, YE JEKAPCTBEHUAT NPOAYKT TPABBA
A CE CbXPAHSBA HA MSICTO JAJIEYE OT HOIJIEJA M JOCET'A HA JIEITA

I[a CC CbXpPaHsBa Ha MACTO, HCAOCTHIIHO 3a JACHaA.

| 7. JAPYI'N CHEHUAJIHHU NPEAYHOPEXJIEHUS, AKO E HEOBXOJINMO

| 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:

| 9. CIHEHMUAJIHHU YCJIOBHUSA HA CbXPAHEHUE

Ja ce cpxpansaBa B ximaauiHUK. ChXpaHsIBaiTe B OpUTHHAIHATA OMAKOBKA, 32 J1a Ce Mpena3u OT
CBETJIMHA.
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10. CHELUWAJIHM NPEANNA3ZHU MEPKHU IIPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPHUAJIN OT

TAX, AKO CE U3BUCKBAT TAKHBA

11. HWME U AJJPEC HA IPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Amgen Europe B.V.
Minervum 7061,
NL-4817 ZK Breda,
Hunepnannus

12. HOMEP(A) HA PAPEHIEHHUETO 3A YIIOTPEBA

EU/1/18/1281/001

13. TAPTHUIAEH HOMEP

[Tapt.Ne

14. HAYMH HA OTIITYCKAHE

15. YKA3AHUA 3A YIIOTPEBA

16. HMH®OPMAIIMS HA BPAIMJIOBA A3BYKA

[Ipuero € ocHOBaHUE J1a HE ce BKJIOUM HHGopMaIus Ha bpaitioBa a30yka.

17. YHUMKAJIEH WAEHTU®UKATOP — IBYU3MEPEH BAPKO/I

JByn3mepeH 0apkoJ ¢ BKIIOYEH YHUKaAJICH UACHTH()HUKATOP.

18. YHMKAJIEH WAEHTUH®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHMMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT MAJIKUTE EJUHUYHHN
II'bPBUYHU OITAKOBKH

ETUKET HA ®JJAKOHA

| 1. MME HA JIEKAPCTBEHUS TPOAYKT

KANJINTI 150 mg mpax 3a KOHIIEHTpaT 3a HHPY3NOHEH pa3TBOP
TpacTy3ymad

2. OBJIBSIBAHE HA AKTUBHOTOMTE) BEINECTBO(A)

®makoHBT chaBpPKa 150 Mg TpacTy3ymao.
Cren pastBapsiae 1 ml koumenTpat chabpxa 21 mg tpactysyma.

3. CIIMCBK HA IOMOIIIHUTE BEINIECTBA

XUCTUIVH, XUCTUIMHOB XUAPOXJIOPU] MOHOXHUAPAT, Tpexayio3a auxuapar, noaucopoar 20.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJHA OITAKOBKA

[Ipax 3a KOHIIEHTPAT 32 HH(PY3UOHEH Pa3TBOP

5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BBBEK/IAHE

V.
3a HHTPAaBEHO3HO MPUIIOKEHHE.
[Ipeny ynorpeba nmpoveTere JTUCTOBKATA.

6. CIIEHUAJIHO ITPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJIEJA U JOCET' A HA JIEITA

Ja ce cpxpansBa Ha MACTO, HEJOCTHITHO 3a JICTIA.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHUA, AKO E HEOBXOJNMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'ogen no:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cpxpansaBa B xmaauiaHUK. ChXpaHsBaiiTe B OpUTMHAIHATA OMAKOBKA, 32 J1a Ce Mpena3u oT
CBETJIMHA.
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10.

CIIEHMAJIHU ITPEAITAZHU MEPKHU ITPU U3XBBPJISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTITAABYHU MATEPHUAJIA OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

NME N AAPEC HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Amgen Europe B.V.
Minervum 7061,
NL-4817 ZK Breda,
Hunepnanaus

12.

HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/18/1281/001

13.

IHAPTUJAEH HOMEP

[Tapt.Ne

| 14,

HAYUH HA OTITYCKAHE

| 15,

YKA3AHUA 3A YIIOTPEBA

| 16.

HH®OPMAIIMS HA BPAMJIOBA A3BBYKA

YHUKAJIEH HAEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

YHUKAJIEH HIEHTUO®UKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CbABbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

KANJINTI 420 mg mpax 3a KOHIIEHTpaT 3a HHGY3NOHEH pa3TBOP
TpacTy3ymad

2. OBSIBSIBAHE HA AKTUBHOTOMMTE) BEINECTBO(A)

®dakoHBT chabpka 420 Mg TpacTy3ymao.
Cren pastBapsiae 1 ml konmenTpat chabpxa 21 mg tpactysyma.

3. CIIMCBK HA IOMOIIIHUTE BEINECTBA

[ToMoirHY BemiecTBa: XUCTUANH, XUCTHIUHOB XUAPOXJIOPH MOHOXUIPAT, TpeXano3a JTUXUapar,
nonucopodar 20.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

[Ipax 3a koHLEHTpAT 32 HH(Y3UOHEH Pa3TBOP
1 ¢pnakon

| 5.  HAYMH HA MMPUJIOKEHUE U MBT(MIIA) HA BbBEKJIAHE

3a UHTPaBEHO3HO NMPHUJIOKEHHUE CJIE]] pa3TBapsiHE U pa3pekaaHe.
[Ipenu ynorpeba npodereTe IMCTOBKATA.

6. CIIEIMAJIHO INPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HOTJIEJA U JOCET' A HA JIEITA

Ila ce chXpaHsBa Ha MSCTO, HEOCTHITHO 32 JICIa.

‘ 7. APYI'N CHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXO/JINUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHMUME

I[a CC CbXpPaHsBa B XJIAAUJTHHUK. C’BXpaHﬂBaﬁTe B OpUI'MHAJIHATA OIIAKOBKa, 3a 1a CC NpCAa3nu OT
CBCTJIMHA.
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10.

CIIEHMAJIHU ITPEAITAZHU MEPKHU ITPU U3XBBPJISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTITAABYHU MATEPHUAJIA OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

NME N AAPEC HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Amgen Europe B.V.
Minervum 7061,
NL-4817 ZK Breda,
Hunepnanaus

12.

HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/18/1281/002

13.

IHAPTUJAEH HOMEP

[Tapt.Ne

| 14,

HAYUH HA OTITYCKAHE

| 15,

YKA3AHUA 3A YIIOTPEBA

| 16.

HH®OPMAIIMS HA BPAMJIOBA A3BBYKA

[Ipuero € ocHOBaHUE J1a HE ce BKJIOUM HHGopMaIlus Ha bpaitioa a30yka.

| 17.

YHUKAJIEH HIEHTHO®UKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoJ ¢ BKIIIOYECH YHUKAIICH UACHTH()HKATOP.

| 18.

YHUKAJIEH HIEHTUO®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN

a7



MUHUMYM JAHHHU, KOUTO TPABBA JA CbABPKAT MAJIKUTE EAMHUYHU
II'bPBUYHU OITAKOBKH

ETUKET HA ®JIAKOHA

1. NME HA JIEKAPCTBEHUSA ITPOAYKT

KANJINTI 420 mg npax 3a KOHIEHTpAT 32 HHPY3UOHEH Pa3TBOP
TpacTy3ymad

2. OBSIBSIBAHE HA AKTUBHOTOMMTE) BEINECTBO(A)

®makoHbT chabpxka 420 mg TpacTy3ymao.
Cren pastapsae 1 ml kormenTpat chabpxa 21 mg tpactysymab.

3. CIIMCBK HA IOMOIIIHUTE BEINECTBA

XHUCTUANH, XUCTUIMHOB XUAPOXJIOPU MOHOXHUAPAT, Tpexajio3a auxuapar, noaucopoar 20.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

[pax 3a kKoHIIEHTpAT 32 MH(QY3UOHEH Pa3TBOP

5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BBBEK/IAHE

3a WHTPABEHO3HO MPHUIIOKEHHE.
IIpenu ynorpeba npoyerere IUCTOBKATA.

6. CIIEHUAJIHO ITPEAYHPEXJIEHUE, UE JIEKAPCTBEHUSAT INPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT IOTJIEJA U JOCET' A HA JIEITA

I[a CC CbXpPaHsBa Ha MACTO, HECJOCTBHIIHO 34 ACIaA.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHNS, AKO E HEOBXOJINUMO

‘ 8. JATA HA TI3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHMUME

I[a CC CbXpPaHsBa B XJIAAUJTHHUK. C’BXpaHﬂBaﬁTe B OpUI'MHAJIHATA OIIAKOBKa, 3a 1a CC€ NpCaAmna3nu OT
CBCTJIMHA.

10. CHELOHWAJIHU ITPEANIASHU MEPKHU MPU U3XBBHPJISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NMPOAYKTHU NJIN OTITAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJPEC HA IIPUTEXKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Amgen Europe B.V.
Minervum 7061,
NL-4817 ZK Breda,
Hunepnanaus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/18/1281/002

13. ITAPTUJIEH HOMEP

[Tapt.Ne

‘ 14. HAYUH HA OTITYCKAHE

| 15. YKA3AHUSI 3A YIIOTPEBA

‘ 16. WHD®OPMAIUSA HA BPAIMJIOBA A3BYKA

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/I

‘ 18. YHUKAJIEH WAEHTUO®UKATOP — JJAHHU 3A YETEHE OT XOPA
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b. JUCTOBKA

50



JlucroBka: uHopmauus 3a norpeduTeIst

KANJINTI 150 mg mpax 3a koHIeHTPAT 32 HH(Y3HOHEH Pa3TBOP
KANJINTI 420 mg mpax 3a KOHIeHTPAT 32 HH(PY3HOHEH Pa3TBOP
Tpacty3ymab (trastuzumab)

IIpoyeTeTe BHMMATEIHO LSJIATA JUCTOBKA, NIPeIH 1A 3all0YHeTe 1a U3M0J3BaTe TOBA

JIEKAPCTBO, Thil KATO TA ChAbPKa Ba:kHa 3a Bac undopmanus.

- 3ana3zere Ta3u IUCTOBKA. MoOXe /1a ce HAIOXKH J1a 51 TPOYETETE OTHORBO.

- AKO UMare HAKaKBH JIONBIHUTEIIHUA BBIPOCH, IonuTaiiTe Bamus nexap wiv GapmarieBT.

- AKO TIONTyuHnTe HIKAKBU HEXEIIaHU peaklluy, yBeaomeTe Bamus nekap, papmarnent wim
MEAHIMHCKa cecTpa. ToBa BKIIIOYBA M BCHYKH BB3MOKHU HEXKEIaHU PEaKINY, HEONMCAHN B
Ta3u JIUCTOBKA. Bikre Touka 4.

Kakso CbhbABbpPiKa Ta3u JIMCTOBKaA

Kakso nmpencrasnsasa KANJINTI u 3a kakBo ce uznonssa
KaxBo Tpss6Ba nma 3Haete, npeau xa Bu ce nmpmmoxu KANJINTI
Kax ce mpunara KANJINTI

BBb3MOKHH HEXENAHU PEAKIIUU

Kak na cexpanssate KANJINTI

ChappikaHre Ha OMIAKOBKATa U JOMBIIHUTETHA HH)OpMAIIUs

oML E

1. Kaxso npencrasassa KANJINTI u 3a kakBo ce u3noj3Ba

KANJINTI cbappka akTHBHOTO BELIECTBO TPACTY3yMabd, KOETO € MOHOKJIOHAJIHO aHTHUTSIO.
MOHOKIIOHATHUTE aHTUTENA ce MPUKPENBAT KbM clieuprIan OenThlM WK anTUreHu. Tpacty3ymad
e pa3paboTeH Taka, 4e /1a C€ CBbP3Ba CEJIEKTUBHO C aHTUT'eH, HapeUeH PEIeNTOp Ha YOBEIIKH
eraepmaier pacrexxed pakrop 2 (HER2). HER2 ce namupa B rosieMu KOJIHYIECTBA BBPXY
NOBBPXHOCTTA Ha HSKOW PaKOBH KJIETKHU, KbJIETO CTUMYJIMpa TeXHUs pacTex. KoraTo Tpacty3ymab ce
cebppke ¢ HER2, Toii cnimpa pacrexa Ha moJOOHM KIETKU M IPEAU3BUKBA CMBPTTA UM.

Bamust nexap moxxe aa npennuine KANJINTI 3a neuenne Ha pak Ha MiiedHaTa Kje3a MM cTOMaxa,
KOTaTo:

° Bue nmate PaHCH CTaZII/Iﬁ Ha paK Ha MJICYHAaTa KJI€3a C BUCOKO HUBO Ha ITPOTCHUH, HAPCUCH
HER2.
° Bue umate METacTa3dupal paK Ha MJICHYHATA KJIC3a (paK Ha MJICYHAaTa XXJIC3a, KOMWTO ce €

pasnpoCcTpaHWI U3BBH TbPBOHAYAHUS TyMOp) ¢ Bucoku HuBa Ha HER2. KANJINTI moxe na
ce MpeAnuIIe B KOMOMHAINSA ¢ XUMHOTEPANEBTUIHNTE JIEKAPCTBA MAKIUTAKCEI WIIH JOIETaKcel
KaTo I'bPBO JICUEHUE Ha METacTa3upal pak Ha MJIeYHATa >KiIe3a UM J1a c€ IPeIuILIe
CaMOCTOSITEIHO, aKO JPYTUTE BUIOBE JICUEHUE ca ce OKa3aiu HeycnemHu. Toil ce mpuiara
CBINIO ¥ B KOMOWHAITHUS C JIEKapCTBa, HAPEUCHN HHXUOUTOPH Ha apoMaTas3aTa, IpH MaIFeHTH C
BrucokHW HUBa Ha HER?2 u meracTaszupan pak Ha MiiedHaTa kJjie3a ¢ MOJOKUTEIHH XOPMOHATHU
peuenTopu (pak, KOHTO € 4yBCTBUTENCH HA HATMYMETO Ha KESHCKHU ITOJIOBH XOPMOHN).

. Bue nmare meTactazmpan pak Ha cToMaxa ¢ Bucoko HuBo Ha HER2, xorato ce mpumara B
KOMOMHANUS ¢ IpyTUTe JICKapCcTBa 32 paK — KaneluTaOuH WK 5-(GIyopoypaiil U UCIUIATHH.

51



2. Kaxso Tps6Ba n1a 3Haere, npeau aa Bu ce npuioxun KANJINTI

He u3noa3saiite KANJINTI, ako:

. CTe aJIepTUYHH KbM TpacTy3yMal, KbM MHIIH MPOTEUHH WM KbM HSIKOSI OT OCTaHAIHUTE
ChCTaBKH Ha TOBA JICKApCTBO (M30pOCHHU B TOUKA B).

. MMaTe CEpHO3HM MPOOIEMH C TUIIAHETO B IOKOW ITOpay paKa Wi ako ce Hy)KIaeTe OT
KHCIIOPOJI0JICUCHHE.

IpexynpexaeHus u MpeanasHu MEPKH
BamusT nekap 1ie Ha0Jt01aBa BHUMATEIHO JIedeHHeTo Bu.

IIpoBepka Ha cbpeyHaTa pyHKIMA

Jlewernero ¢ KANJINTI camocrosTenHO mimn ¢ TakcaH, MOXKe Jla 3aCETHE ChPIIETO, 0COOEHO aKo
HsKOT'a CTC U3II0JI3BaJIU aHTpaIII/IK.HI/IH (TaKC&HI/I nu aHTpaIII/IKHI/IHI/I ca IBa ,upyrH BUIa HeKapCTBa,
W3IIONI3BAHH 32 JIeueHHe Ha pak). Edexture Morat na Ob1aT OT yMEPEHO TEKKHU A0 TSKKH U MOTat Ja
MPUYHHAT CMBPT. 3aTOBa PYHKITUATA Ha ChpIieTo Bu mie Ob1e mpoBepsiBaHa Mpeu, 1o BpeMe Ha
(Bcexu 3 mecena) u cien (ae mo net roauan) gedeHnero ¢ KANJINTI. Ako ce mosiBAT mpu3HAIM Ha
ChpJlIeYHa HEIOCTAThYHOCT (HEJOCTATHYHO M3IIOMIIBAHE HA KPBB OT CHPIETO) BamaTa cepacuna
(hyHKIHSI MOYXE J1a ce TIPOBEPsIBa IMO-4ecTo (Ha BCEKH 6 70 8 CEIMMUIIN), MOKE Ja IMOIYUYUTE JICUCHHUE 3a
ChpJieuHa HEJOCTaTHYHOCT MIJIM MOXKE J1a ce Hajnoxu fa crpere jedeHnero ¢ KANJINTI.

T'oBopete ¢ Bamms nekap, ¢papmaneBT uin MeAULIUHCKa cecTpa npean aa Bu ce npumoxxu KANJINTI,
aKo:

. CTE UMaJH ChpJIeYHA HEIOCTAThYHOCT, UCXEMUYHA OOJIECT Ha CHPIIETO, KIATHO 3a00IsIBaHe Ha
CchpueTO (IIyM Ha CHPIETO), MOBUIIEHO KPHBHO HAJIAraHEe, IPUEMAIH CTe WM B MOMEHTA
preMaTte JIEKapCTBO 3a BUCOKO KPBbBHO HaJIsTaHe.

. HSKOT'a CTE JICKyBaHH MM B MOMEHTA U3I0JI3BaTe JICKAPCTBO, HAPEUCHO TOKCOPYOUIIMH WITH
enupyOuIInH (JIeKapCTBa, M3MOI3BaHU 3a JICYCHUE Ha pak). Te3u nekapcTa (Win Apyru
AHTPALMKINHK), MOXE J1a YBPEIAT ChPACUHMI MYCKYJI U JIa TIOBUIIIAT PUCKA OT MOsIBa Ha
mpo0JieMu ¢he chpiieTo npu yrnorpeda Ha KANJINTI.

. CTpajare oT 3aJ1yX, oco0eHO ako B MoMeHTa usnoin3pare Takcad. KANJINTI moxe na
MpeM3BUKA 3aTPyIHCHHUE B TUIIAHETO, 0COOEHO KOTraTo ce JlaBa 3a MbpBH MbT. ToBa MOXKe Ja
ObJIe 1T0-CEPHO3HO, aKO BEUe UMaTe 3ayX. MHOTO PAAKO, ClIe/] MPUIIOKEHHE Ha TPacTy3ymao,
ca Ha0JIF0/IaBaHU CITyYyad Ha CMBPT MPHU MAIMEHTH ¢ TEKKO 3aTPYAHCHUE B IUIIAHETO PN
JIEYEHUETO.

. Hskora Bu e mpuarao apyro jeueHue 3a pax.

Axo nonyyaBate KANJINTI ¢ apyro siekapcTBo 3a JieueHHe Ha pak, KaTo MaKJIMTaKCeN, AOIeTaKcell,
apoMara3eH HHXHOHUTOP, KarnenuTaduH, 5-(Gayopoypaliil Win HUCIIATHH, TPIOBa Ja IpoYeTeTe
JIMCTOBKHTE W HA TE3W MPOJIYKTH.

Jlena ¥ rOHOIIIH
[Ipunoxxenuero Ha KANJINTI mpu nwima Ha BB3pacT nof 18 roguHu He ce MpernopbhYBa.

Jdpyru aexapcerBa u KANJINTI
Wnudopmupaiite Bamms iexap, ¢papMarieBT Wi METUIIMHCKA CECTPa, aKo MpHeMaTe, HACKOpOo CTe
IIPUEMAJIN UJIH € Bb3MOXKHO /12 IPUEMETE IPYTU JIEKapCTBa.

Mosxe na ca HyHH 10 7 Mecera, 3a fa ce uzuncta KANJINTI ot opranuzma Bu. [lopanu ToBa
TpsiOBa Ja KaxkeTe Ha Barwust jaekap, hapMalieBT HIIM MEIUIIMHCKA CECTPa, Y€ CTE Ce JIEKYBaJIH C
KANJINTI, ako 3ano4neTe JeueHne ¢ ApYyro JeKapcTBO Mpe3 7-Te Mecela cliell CIUpaHe Ha
JIEYEHUETO.
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BpemenHocT

. AKko cTe OpeMeHHa, cMATaTe Y€ MOXKe /1a cTe OpeMeHHa Wi IIaHupaTe OpeMeHHOCT,
nochbBeTBalTE ce ¢ Bamus nekap, GpapmaieBT Wi MeIUIMHCKA CECTpa Ipeu ynorpedara Ha
TOBA JIEKapCTBO.

. Bue Tps6Ba na nznon3pare e)eKTUBHU METOMH 3a TIpe/a3BaHe OT 3a0peMeHsIBaHe 10 BpeMe Ha
nederre ¢ KANJINTI u maii-manko 7 Mecena ciief] 3aBbpIIIBaHE HA JICUCHHUETO.
. Bammsar nexap me Bu 00sicHE prckoBeTe 1 moiute oT nmpoBexaane Ha gedeHne ¢ KANJINTI

0 BpeMe Ha OpeMeHHOCT. B peiku ciayyau nmpu OpeMeHHH KEHHU, KOUTO Ce JIEKYBaT C
TpacTy3yma0, ¢ HaOI0jaBaHO HaMaJIeHHe Ha KOJIMYECTBOTO (AaMHUOTHYHA) TEIHOCT, KOSITO
3a00uKaJIsl pa3BUBAIIUs CE TUIOJ B MaTKaTa. ToBa ChCTOSTHUE MOXKe J1a ObJie BPEIHO 32 TIIoJa U
€ CBBP3aHO C HEII'bJIHO Pa3BUTHE Ha OenuTe ApoOOBe, KOETO BOIHU JO CMBPT Ha IUIOJA.

Kbpmene
He xbpmere o Bpeme Ha neuenue ¢ KANJINTI u o 7 mecena cien nmpuiaraneTo Ha HociaeaHaTa
no3a, Teil karo KANJINTI moxe na npemune B 6e6eTo upe3 KbpMara.

ITocwBeTBatiTe ce ¢ Bamms ekap niu gpapMareBT npeau yrmoTpedaTa Ha KOETO U J1a € JICKapCTBO.

Iodupane u padoTa ¢ MAIIUHU

KANJINTI mMoxe na okaxe BIHSIHIE BBPXY CIIOCOOHOCTTA 1a modupaTe Wik paboTUTe ¢ MalTHHU.
AKO 110 BpeMe Ha JICYCHHUETO CE MOSBIT CUMIITOMHU KaTO 3aMaiiBaHe, ChHINBOCT, CTYICHU TPBIIKHU WU
MOBHIIIEHA TEMIIEpaTypa, He TpsOBa J1a ImodupaTe Wik pabOTUTE ¢ MAIIMHU JI0 OT3ByYaBaHe Ha
CUMIITOMUTE.

Harpuit
ToBa IeKapcTBO ChABPIKa MO-Manko ot 1 mmol natpuii (23 mg) Ha 103a, T.e. IPAKTHYECKH HE
ChAbpKa HATPUIL.

3. Kak ce mpniaara KANJINTI

IIpenn 3amouBane Ha jiedueHUETO, BammsT nekap 1me onpeenu komndectBoro Ha HER2 B Tymopa Bu.
Camo nmanmenT ¢ ronsamo konudectBo HER2 me 6paat nexyBanu ¢ KANJINTI. KANJINTI tps6sa
Jla ce pujiara camo OT JIeKap WM MeIUIIMHCKa cecTpa. Bammsar nekap e Bu npeanuiie no3a u
cxeMa Ha JieucHue, KouTo ca moaxoamu 3a Bac. Jlozata na KANJINTI 3aBucu ot tenecHoTo Bu
TETJIO.

BaxHo e 1a ce mpoBepsAT ETUKETUTE Ha MPOAYKTA, 3a JIa Ce rapaHTHpa, Ue ce Mpriiara nmpaBuiIHaTa
nekapcTBeHa ¢hopma, KosaTo ¢ npeanucada. arpaBenosnara hopma Ha KANJINTI He e
MpeaHa3HaveHa 3a MOAKOKHO MPHIOKEHHE U TpA0Ba /1a ce Mpujiara caMo 4pe3 HHTPaBEHO3Ha
uHQYy3us.

KANJINTI nekapcTBeHa gopMa 3a HHTpaBEeHO3HO NPUIIOKEHHE ce Tpuiiara noj ¢popmara Ha
MHTpaBeHO3Ha HHPY3us (“KanKkoBo’’) AMpPEeKTHO BB BeHuTe Bu. [IbpBaTta no3a ot Bamero neuenue ce
npuiiara B IpoabipkeHre Ha 90 MUHYTH, KaTo, JOKATO ce npwiara, Bue me Obaere HabmoaaBaHu OT
MEJWIMHCKY CHETHAJIICT, B CIydail e OJy4YnTe HeXKEeTIaH! peakiiui. AKO bpBarta J03a ce ToHeCe
no0pe, cieaBamyTe 1034 MOXe Jia ce npuiarat 3a 30 munyTH (BrkTe Touka 2 “IIpexynpexaenus u
npeanasiu Mepku”). bposaTt Ha nH(y3uKUTE, KOUTO 1IE MTOYUYHTE, LIe 3aBUCH OT TOBA KaK OTIOBapsTe
Ha JiedeHueTo. Bammsr nekap me o6¢hau ToBa ¢ Bac.

C 1en na ce n30erHaT rpeliky Npy JICYEHUETO € BayKHO J1a Ce MPOBEPST ETUKETUTE Ha (rakoHa, 3a Aa
€ CUTYpPHO, U€ JIEKapCTBOTO, kKoeTo ce mpuroTss u npuiara, ¢ KANJINTI (tpacty3zyma0), a He npyr
NPOJIYKT, ChIBPIKAII TpacTy3yMad (Harp. TpacTy3yMad eMTaH3WH HIIH TPACTy3yMald JepyKCTEKaH).

Ipu paHeH cTaauil Ha pak Ha MIICUHATA JKJIe3a, METACTa3upall paK Ha MIICUHATA XKIie3a U
Metactazupan pak Ha ctomaxa, KANJINTI ce mpunara mpe3 3 cemvunin. KANJINTI mosxe crimmo ga ce

mpujiara BEAHBX CCIMUYHO IIPpHU ME€TacTa3zrupall paKk Ha MJICHYHATa KJIC3a.
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Ako cte cnpesu ynorpedara Ha KANJINTI

He criupaiite ynorpebara Ha ToBa JiekapcTBo, 0e3 aa roBopure ¢ Bamms nekap. Beuuku no3u tpssoBa
Jia ce TpujiaraT B TOYHO ONPENENICHOTO BpeMe BCKa CeIMUIIA, MM HA BCEKU TPU CEIMHULH (B
3aBHCUMOCT OT BaimaTa cxema Ha npuiioxenue). ToBa 1ie moOMOrHe JeKapcTBOTO J1a JieiicTBa
BB3MOKHO Hai-o0pe.

Mosxe na ca HeoOxoauMu 10 7 Mecena, 3a 1a ce n3uuctd KANJINTI ot opranusma Bu. [Topaau ToBa,
Bammsar nexap Moxe Aa IpoIbJDKY 1a IpoBepsiBa cbpaedHaTa Bu ¢yHkuus, nopu u cien Kato
IIPUKITIOYUTE JICUCHUCTO.

AKO UMate HSKaKBH JOMBIHUTEIHA BBIIPOCH, CBbP3aHHU C yIoTpedaTa Ha TOBA JIEKapCTBO, MOMUTANTE
Bamus nekap, papmaneBT nim MEIUIIMHCKA CECTPA.

4, Bb3MokHM HeKeTaHU peakIuu

Kaxto Bcuuku nexapera, KANJINTI moxe na npenn3Brka HeKeJlaHU peaklui, BBIIPEKU Ue HE BCEKH
ru noiyvasa. Hakou oT Tsx morar na 6baaT cepro3HU U J1a 10BeJaT A0 nprueMaHero Bu B OonHuLa.

[To Bpeme Ha undyszus va KANJINTI moxxe ia ce mosBAT CTylIeHH TPBIIKH, BUCOKA TEMIIEpaTypa u
JpYyTU TPUNONOA00HN CUMIITOMH. Te ca MHOTO yecTH (MOke Aa 3acerHar noseue ot 1 Ha 10 mymm).
Jpyru cumnromy, cBbp3aHu ¢ HHQY3UATa, ca: raJeHe, MOBpbIllaHe, 00JIKa, TOBUIIEHO MYCKYJIHO
HaIpeXXeHHne U TpenepeHe, riaBodonre, 3amaiiBane, 3aTpyJHEHO IUIIaHE, BUCOKO MM HUCKO KPBBHO
HaJIsiTaHe, HapyIeHUsl Ha ChbPACYHUS PUTHM (ChplieOHeHe, TpelTeHe Ha ChPLETO WK HEeIIPaBUICH
CBPACUYEH PUTHM), IOJyBaHE Ha JIMLETO U YCTHUTE, OOPUB U 4yBCTBO Ha yMopa. Hsikou ot te3n
CHUMIITOMH MOJKe J1a OBbJIaT CEpUO3HH, & UMa U TIOYWHAIN MAIMEeHTH (BIXKTE TOUKa 2.
“IIpenynpexxaeHus ¥ Ipeana3Hu MEpKu”).

Te3u peakiuu ce HAOIIOaBaT MPEIUMHO MIPH ITbPBaTa MHTPaBEHO3HA NH(Y3Ms (BIMBaHE BB BeHATa
Bu) 1 nipe3 mepBUTE YacoBe ciell HayanoTo Ha nHopy3usaTa. Te 00MKHOBEHO ca BpeMeHHH. Bue mie
Obaere mox HaOMIOJEeHNE Ha METUIIMHCKY CIICLUAIMCT 10 BpeMe Ha HH(Y3HATa U TIOHE LIECT yaca
CJIeJI HA4aJIOTO Ha IIbpBaTa MH(QY3H U J1Ba Yaca Ciel] HaYajloTo Ha APYruTe HHQY3UHU. AKO IOIyduTe
peaxiys, Toi 1ie 3a0aBy MK cripe HHPY3HUATa U MOXKE Ja IPHIIIOKH JIEUSHHE, 32 1a IPOTHBOIECTRA
Ha HeXXenaHuTe peakuun. Ma}y3usTa Moxe 1a IPOIBIDKH ClIe MOJ00peHe Ha CHMITTOMUTE.

IToHsKOTa CHMIITOMHTE 3aIIOYBAT MO-KHCHO OT IIECT Yaca CJie]] Ha4ajioTo Ha nH}py3usaTa. Ako ToBa Bu
ce ciIy4u, He3a0aBHO ce cBbpiKeTe ¢ Bamms nekap. [loHsikora cMMITOMHTE MOJKE J1a c€ TTOA00PAT U
cJell TOBa a C€ BIOLIAT MO-KbCHO.

CepHO3HM HeKeJTaH! peaKuu

Jpyru HexxenaHu peakuy MOXKE /1a Ce Pa3BHAT 110 BpeMe Ha JICUSHHETO C TpacTy3ymal, He caMo BbB
BpB3Ka ¢ nHpy3uaTa. KajkeTe BeqHara Ha Jiekap Win MeIHIMHCKA cecTPa, aKo 3adeie;knTe
HSIKOM OT CJIeTHUTE HeKeJaHN peaKkuu:

o [Nonsikora MOXe Jla BB3HUKHAT MIPOOJIEMH OT CTPaHa Ha ChPIIETO, KOUTO HACTHIIBAT 110 BPpeMe Ha
JICUCHHUETO, & TIOHAKOTa CJIe] CIIMPaHe Ha JICYCHUETO U Te MOXe J1a ca cepruo3HU. Te BKIIIoYBAT
oTcaadBaHe Ha ChPIACYHUS MYCKYJ ¢ Bb3MOXKHOCT OT IOSIBA HA ChPZCUHA HEJOCTAThYHOCT,
BB3IIAJICHUC Ha 06BI/IBKaTa Ha ChPUCTO U HAPYUICHHUA HA CbPACYHUA PUTHM. Tosa moxe Ja
JIOBEJIC IO CHMIITOMH KaTO 3a/1yX (BKJIFOYHUTEIHO MPE3 HOIITA), KAILIUIA, 3aJphKKa Ha
TEYHOCTH (OTHYAHE) B KPaKaTa WK PhIETES, MATTUTANNY (ChpIICOHCHE UK HEPABHOMEPEH
chpIedeH puThM) (BIKTE Touka 2. “IIpoBepka Ha chpaedHaTa QyHKITHA ).
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Bammusar JICKap 1Ie mpociaeasaBa p€aoBHO CbpLECTO Bu o BpEME Ha U CJIc[ JICYCHUCTO, HO Bue TpH6Ba
Ja YBEAOMUTC He3a0aBHO JICKapsd, ako 3a0€NIEeKHUTE HIKOU OT TOPHUTC CUMIITOMHU.

. CHHIPOM Ha TYMOPEH JIN3KC (ChbBKYITHOCT OT METa0OJUTHH YCIIOKHEHHS, B3HUKBAIIU CIIE]]
JICYCHUE HA PaKa M XapaKTEepHU3HUPAIIX CE C BUCOKU HUBA HA KWW U QochaTH, 1 HUICKH HUBA HA
KaJIuii B KpbBTa). CHMIOTOMHUTE MOKE Ja BKIIIOYBAT pobiemu ¢ OsOperure (cnadocr,
HEJOCTHT Ha BB3IAYX, YMOpa U 00BPKAHOCT), TPOOIEMH ChC CHPIETO (ChPIICONCHE HITH
yCKOpEeHa WK 3a0aBeHa ChpeyHa JSHHOCT), I'bPUOBE, TOBPBIAHE HIIK AUAPHS, U U3TPHIIBAHE
Ha ycTaTa, JJIAHUTE WK CThIaNaTa.

AKO TIOJy4HTe HAKOM OT ropHUTE cuMITOMH, Korato siedenrero Bu ¢ KANJINTI e mpuxrounio,
TpsOBa 1a ce BUaUTe ¢ Bamms nekap u 1a My KaxkeTe, ue npeau ToBa cre nekyBaHu ¢ KANJINTI.

Jpyru HexeJlaHU peakIun

MHoOro YecTH HexeJaHu peakuuu (MOXe Ja 3acernar nmoseue ot 1 Ha 10 gymm):
. HHDEKITIN

. JAapus

. 3ameK

. KUCEITMHU (JTUCTICTICHS )

. yMopa

. KO>KHU 0OpHBH

. 0oJKa B TBpANTE

. KopeMHa 00J1Ka

. cTaBHa 0oOJKa

. HUCBHK OpOl YepBeHU KPBBHU KJIETKH U OeIH KPhBHH KJIETKU (KOUTO rmomarat B Oopbara cpeury
WH(EKITH ), TTIOHAKOTa ¢ ITOBUIIIEHA TEMIIepaTypa

. MYCKyJIHa 0oJKa

® KOHKOHKTHUBUT

. CBJI3SIIU OYH

. KbPBEHE OT HOCa

. xpema

. KOCOTIaJ|

. TpernepeHe

° ropeuiy BbJIHU

. 3aMastHOCT

. HapyIICHUE HA HOKTUTE

. 3ary0a Ha Teriio

. 3ary0a Ha ameTuT

. 0e3cbHUE (MHCOMHHS)

. MPOMSIHA Ha BKyCa

. HUCBHK Opoit TpoMOoIUTH

. CUHUHHU

. W3TPBIIBAHE WK MPAaBYyYKaHE Ha MPHCTUTE HA PHIETE U KpaKaTa, KOETO MOHIKOra MOXe Jia
3acerHe Lenusi KpaiHuK

® 3a4€pBiABaHC, MOAYBAaHC UJIU A3BU B yCTaTa I/I/I/IHI/I I'bpJIOTO

. OoJika, MoiyBaHe, 3a4epBABAHE WM U3TPHIIBAHE HA PHIIETE U/UIIK KpaKaTa

. 3a1yX

. riaBo0oime

. KalllTHIa

. MOBPBIIAHEe

. rajicHe
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YecTn HexeslaHu peaknun (Moxxe 1a 3acerHat 1o 1 va 10 gymm):

AIEePTrUYHH PEaKUuu .
WH(EKIUN Ha TBPIOTO .
WH(EKINN Ha TUKOYHUS MEXYp U .
KOXKaTa .
BB3MAJICHUE HA I'bpaaTa .
BB3NAJICHHE HA YePHUS APOO .
OBOpeUHH yBpEeXKIaHUS .
MOBHIIEH MYCKYJIEH TOHYC HJIN .
HampexeHne (XUIepTOHNSA) .
OoJika B KpakaTa W/WIU phLETe .
cbpOsLI 00puB .
CHHJIMBOCT (COMHOJICHTHOCT) .
XEMOPOUIH .
cbpoOex .

CyXOTa B ycTara U cyxa Koxa
CYXH OYHU

U3IIOTSIBaHE

qyBCTBO 32 CIa00CT M HEPA3IOI0KEHOCT
TPEBOXKHOCT

Jerpecust

acTMa

nHpeKIusg Ha 6enuTe TpodoBe
OenoIpoOHN HAPYIICHUS

Oonka B repOa

0oJKa BBB BpaTa

KOCTHA 00JIKa

aKHe

CHa3MH{ Ha JOJHUTE KparHUIH

Heuectn Hexkenanu peakuuu (Moxe jia 3acersar no 1 Ha 100 qymm):

[JIyXO0Ta

HaJUTHAT OOpUB

XPHITOBE

BB3NAJICHUE WU cpacTBaHMA B Oenute 1podose

Peaxu Hexenanu peakuuu (Mosxe fa 3acerrat mo0 1 ma 1 000 xymm):

JKBITCHHIIA
aHaQWIAKTUIHH PEaKIIH

Hexenanu pP€aKli ¢ HEU3BECTHA YE€CTOTa (OT HaAJIMYHUTC JaHHU HC MOXKC Ja 6’[)[16 HalripaBcHa
OII€HKa Ha ‘leCTOTaTa):

HapyIIEHO KPBBOCHCHPBAHE
BHCOKH HHMBA Ha KaJIMi

OTOK WJIM KbPBCHE B 33]JHATA YaCT HAa OYUTE

LIOK

MIPOMEHEH ChPJCUYECH PUTHM

JIUXATENICH AUCTPEC

UXaTeIHA HEJOCTAThYHOCT

OCTpO HATpyTBaHE HA TEYHOCT B OenmTe ApoOoBe
OCTPO CTECHSIBAHE HA IUXATEITHUTE IBTUIIA
a0HOPMHO HHCKH HUBa Ha KHCIIOPOJ] B KPHBTa
3aTPyJHEHO JUIIaHe MPH JIETHAIIO MOJI0KEHNE
YepHOIPOOHO YBpEXKIaHEe

OTOK Ha JIUIETO, YCTHUTE U T'bPIOTO

O0BOpeyHa HEAOCTATHYHOCT

a0HOPMHO HHICKH HUBA Ha TCYHOCT OKOJIO 0e0eTo B yTpobara
HEJ0CTaThYHO Pa3BUTHE Ha OenuTe IpoOdoBe Ha Oe0eTo B yTpobara
HEIOCTaThYHO pa3BUTHE Ha OBOpennTe Ha OedeTo B yTpobdaTa

Hsikon oT HexkeNaHUTE peakiiu, KOUTO MoJTydaBare, MOXKe J1a ce AbJDKAT Ha OCHOBHOTO BH pakoBo
3abomsiBane. Ako nomyyaBare KANJINTI B komOnHaums ¢ XumMuoTepanusi, HIKOU OT TAX MOKE J1a ce
JBJDKAT CBILO M HA XUMHOTEPAIHATA.

Axo MOJIY4YUTE HAKAKBH HCXKCIJIaHU JICKAPCTBCHU PCAKIINU, YBEIOMETEC Bammus JICKap, Q)apMaueBT nimn
MCIOUIINHCKA CECTpa.

Cho0maBaHe Ha HeKeJIAHHU peaKInu
AKO MoNTy4YHTe HAKaKBH HEXXENaHU JICKApCTBEHU peakiny, yBenoMmere Bamms nekap, papMaleBT uiu
MEUIUHCKA cecTpa. ToBa BKIIIOYBA BCHYKU BE3MOXKHU HEOIHCAHM B Ta3M JIMCTOBKA HEKEIaHU

peakiu. Mo)keTe ChINo Aa ChOOIMTE HEXKEIaHN Peakuy AUPEKTHO Ype3 HAIlMOHAIHATA CHCTEMA 32
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choOImaBane, mocovyena B [lpunoskenue V. Kato cho0I1aBaTe He)KEaHU PEaKIUU, MOXKETE Ja JaIeTe
CBOsI PUHOC 32 TOJTyYaBaHe Ha IMoBeve WHGOPMAIIHs OTHOCHO O€301acHOCTTa Ha TOBA JIEKapCTBO.

5. Kak na cexpansBate KANJINTI
KANJINTI me ce chxpansiBa OT MEAUITMHCKUATE CIICITUAMCTY B OOJTHUIIATA WIIH KIIMHAKATA.
Jla ce cpxpaHsIBa Ha MACTO, HEAOCTHITHO 3a JICTIa.

He u3non3paiite ToBa JICKApCTBO CJIEA CpOKa HAa rOAHOCT, oTOensI3an BBHPXY KapTOHCHATA OIIaKOBKaA U
CTHUKCTa Ha (bHaKOHa CIICa ,,FOZLCH I[O”. CpOK"bT Ha TOAHOCT OTTOBaps HAa NOCJICAHUA ICH OT
IOCOYCHUA MCCCII.

[Ha ce cpxpansBa B xnaauiauk (2°C - 8°C). [la He ce 3ampa3siBa IPUTOTBEHUST Pa3TBOP.
CoxpaHsiBaiiTe B OpUI'MHAIHATa ONIAKOBKA, 32 /1a CE MPEANa3u OT CBETJINHA.

WHdy3noHHUAT pa3TBOp TpsOBaA Aa ce U3MO0J3Ba HE3a0aBHO ciie]l pa3pexaaHeTo My. AKO He ce
M3I0J13Ba HEe3a0aBHO, BPEMETO U yCIOBHUATA HA ChbXPaHEHHE IPenu yIoTpeda ca OTTOBOPHOCT Ha
noTpeduTesisi 1 0OOMKHOBEHO He TpsiOBa Na HaaxBbpAT 24 yaca nipu 2°C — §°C. He u3non3paiite
KANJINTI, ako 3abenexxute BUIAMHU YaCTHIIN WU IIPOMSHA Ha I[BETA TPEIH IPHIOKECHUETO MY.

He n3xBbpisiiTe IekapcTBaTa B KaHAIM3AMATA WM B KOHTEHHEPA 3a JOMAIIHU OTHAIbIH.
[lonmraiite Bamms dapmaieBT Kak Ja U3XBBPIATE JIEKapCTBaTa, KOUTO Bedye He u3Moin3Bare. Te3n
MEPKH 1€ CIIOMOTHAT 3a Olla3BaHe Ha OKOJIHATa Cpefa.

6. CT)I['prCaHHe Ha OMAKOBKAaTa U JOIIbJHHUTEC/IHA HH(l)OpMaIIPIﬂ

Kaxkgo csabsp:ka KANJINTI

o AKTHBHOTO BEILECTBO € TpacTy3ymad. Beeku duakon cpabpika:
- 150 mg Tpacty3ymal, KoiTo TpsiOBa aa ce pa3TBopu B 7,2 ml B/ 3a MHIKEKIIUH, HITH
- 420 mg TpacTty3yma0, KoiTo TpsaOBa na ce pa3tBopu B 20 ml BoAa 3a MHKECKIIHH.

o [Mony4eHusT pa3TBop chabpika npubmmsutenHo 21 mg/ml Tpactyzymad.

o Jlpyrure CbCTaBKH ca: XUCTUAMH, XUCTHANHOB XUIPOXJIOPUI MOHOXHIPAT, TPEXano3a
nuxunpar, monucopoar 20.

Kaxk m3rie:xxna KANJINTI u kakBo chaBbp:Ka onakoBKaTa

KANJINTI e mpax 3a KOHIIEHTpAT 3a pa3TBOp, KOWTO Cce Impeasiara B CThKICH ()IaKOH ¢ TyMeHa
3armymranka, Kouto ceabpka 150 mg wmm 420 mg tpacty3ymad. [IpaxsT mpencrasisBa 6emu 1o 01emo
XKBITH TienieTd. Beska onakoBka chabpxa 1 (iakoH ¢ npax.

IIpurtexares Ha pa3pelieHNETO 32 ynoTpeda M NPOU3BOAUTEI
Amgen Europe B.V.
Minervum 7061

NL-4817 ZK Breda
Hunepnanaus

IMpuTeskaTen HA pa3pelIeHHETO 32 YIIOTpeda
Amgen Europe B.V.

Minervum 7061

NL-4817 ZK Breda

Hunepnanaus

57


http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc
http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

ITpousBogure.x
Amgen NV
Telecomlaan 5-7
1831 Diegem
benrus

3a nomBIHMTENHA HHPOPMAHA OTHOCHO TO3H JIEKapCTBO, MOJIS, CBBPIKETE CE C JIOKATHHS
NpeACTaBUTEN Ha MIPUTEKATENS] Ha pa3pelIeHUETo 3a ynoTpeoda:

Belgié/Belgique/Belgien
s.a. Amgen n.v.
Tel/Tél: +32 (0)2 7752711

bbarapus
Ammxed brarapust EOO]]
Temn.: +359 (0)2 424 7440

Ceska republika
Amgen s.r.0.
Tel: +420 221 773 500

Danmark
Amgen, filial af Amgen AB, Sverige
TIf: +45 39617500

Deutschland
Amgen GmbH
Tel.: +49 89 1490960

Eesti
Amgen Switzerland AG Vilniaus filialas
Tel: +372 586 09553

EA\LGoa
Amgen EAlég ©appoxevtikd E.TLE.
TnA.: +30 210 3447000

Espana
Amgen S.A.
Tel: +34 93 600 18 60

France
Amgen S.A.S.
Tél: +33 (0)9 69 363 363

Hrvatska
Amgen d.o.o.
Tel: +385 (0)1 562 57 20

Ireland
Amgen Ireland Limited
Tel: +353 1 8527400
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Lietuva
Amgen Switzerland AG Vilniaus filialas
Tel: +370 5 219 7474

Luxembourg/Luxemburg
s.a. Amgen
Belgique/Belgien

Tel/Tél: +32 (0)2 7752711

Magyarorszag
Amgen Kft.
Tel.: +36 1 3544 700

Malta
Amgen S.r.l.
Tel: +39 02 6241121

Nederland
Amgen B.V.
Tel: +31 (0)76 5732500

Norge
Amgen AB
Tel: +47 23308000

Osterreich
Amgen GmbH
Tel: +43 (0)1 50 217

Polska
Amgen Biotechnologia Sp. z 0.0.
Tel.: +48 22 581 3000

Portugal
Amgen Biofarmacéutica, Lda.
Tel: +351 21 4220606

Roméania
Amgen Romania SRL
Tel: +4021 527 3000

Slovenija
AMGEN zdravila d.o.o.
Tel: +386 (0)1 585 1767



island Slovenska republika

Vistor hf. Amgen Slovakia s.r.o.

Simi: +354 535 7000 Tel: +421 2 321 114 49

Italia Suomi/Finland

Amgen S.r.l. Amgen AB, sivuliike Suomessa/Amgen AB, filial
Tel: +39 02 6241121 i Finland

Puh/Tel: +358 (0)9 54900500

Konpog Sverige

C.A. Papaellinas Ltd Amgen AB

Tn\.: +357 22741 741 Tel: +46 (0)8 6951100

Latvija United Kingdom (Northern Ireland)
Amgen Switzerland AG Rigas filiale Amgen Limited

Tel: +371 257 25888 Tel: +44 (0)1223 420305

JaTa Ha mocjeAHO npepa3riexaaHe Ha JIUCTOBKATA
JApyru u3TouyHUIM HA HHPoOpPMaUA

IToapo6Ha wHpOpMAITHS 32 TOBA JICKApPCTBO € IIpeIocTaBeHa Ha yeOcaiita Ha EBpomneiickara areHus
110 JiekapcTBaTa http://www.ema.europa.eu.

Ta3u nmucToBka e HanmyHa Ha Bcuuku e3unii Ha EC/ENIT Ha yeOcaiita Ha EBpomneiickara areHIus 1o
JIeKapcTBaTa.

ITocoyenara mo-a0J1y l/IH(l)OpMalII/Iﬂ € NMpeaAHasHayeHa camMo 3a MEAUIIUHCKU CIICHMUATUCTH:

C nen na ce n30erHaT rpeky Npu JICYEHUETO € BayKHO J1a Ce MPOBEPST ETUKETUTE Ha (rakoHa, 3a Aa
€ CUTYPHO, Y€ JIEKapCcTBOTO, KoeTo ce npurotss u npuiara, ¢ KANJINTI (tpacty3yma0), a He apyr
HPOILYKT, ChIBPIKAIL TpAacTy3yMad (Hamp. TpacTy3yMad eMTaH3UH UJIM TPACTy3yMal NepyKCTEKaH).

Bunaru chxpaHsBaiiTe ToBa JEKapCTBO B 3aTBOPEHA OPUTHHAIHA OIIAKOBKA IPH TEMIIepaTypa
2°C - 8°C B XJIaqWJIHUK.

TpsabBa na ce U3MoI3Ba MOAXOAAIIA ACENTHYHA TEXHUKA TPU MPOLETyPUTE HA PEKOHCTUTYHPAHE U
pazpexaane. HeoOxonnMo e aa ce moaxoad BHUMATEITHO 3a OCUTYPsIBaHE Ha CTEPUITHOCT Ha
MIPUTOTBEHUTE Pa3TBOPH. T'hil KAaTO JIEKAPCTBEHUST MPOAYKT HE ChAbP)Ka AaHTUMHUKPOOHU
KOHCEpPBaHTH WJIM 0aKTEPHOCTATUYHH CPEJICTBA, TPSIOBA Ja ce Clia3Ba aceNTHYHA TEXHHUKA.

®nakon KANJINTI, pa3TBopeH acenTHYHO B CTEpHUIHA BOJAA 32 MHXKEKINH (HE € IPHUIIOKEHA), €
XUMUYECKU 1 (PU3NUecKH cTaObuiIeH B pojibinkeHue Ha 48 daca nipu 2°C - 8°C cies mpUroTBSIHE U HE
TpsiOBa Ja ce 3aMpassiBa.

Cren acenTUYHO pa3pexkIaHe B CAKOBE OT MOJUBHHUIXJIOPHUI, TIOJIUETHIICH HITH MOJTUIIPOITHIICH,
ChIBPIKAIIN HHKEKIIHOHEH pa3TBop Ha HaTpueB xinopua 9 mg/ml (0,9%), e mokazaHa xumudeckaTa u
dmuaeckata crabmiaHocT Ha KANJINTI 10 30 aam mpu 2°C - 8°C, u 24 vaca mipu Temreparypa He
no-Brucoka ot 30°C.
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Ot MukpobuonoruyHa riaeana Touka npurorseHuT pa3reop 1 KANJINTI undysnonen pasrsop
TpsIOBa Ja ce U3MOI3BaT He3abaBHO. AKO HE ce M3MOJ3BAT He3a0aBHO, BPEMETO H YCIIOBHSTA Ha
ChXpaHEHWe TPeIr yroTpeda ca OTTOBOPHOCT HA MTOTPEOUTENsI, © OOMKHOBEHO HE TPsIOBa 11a
HaaxBBPIAT 24 yaca mipu 2°C - 8°C, ocBeH aKko pa3TBapsSHETO U PEKOHCTUTYHPAHETO HE ca
W3BBPLICHHU NPH KOHTPOJIMPAHU U BAIUAUPAHU aCENTHYHH YCIOBUSL.

AcenTryHOo NpUTOTBSIHE, pa00Ta U ChXPAHEHUE

TpsaOBa 1a ce OCUTYpAT aCENTUYHM yCIOBHS HAa paboTa, KOTaTo ce MPUroTBs HH(y3UATA.
[IpurorssiHeTo TpsOBa:

° Jia C€ U3BBpUIBA IIPU aCECNITUYHHN YCIIOBHUA OT O6yqu TIEpCoOHA B CbOTBETCTBUEC C IIpaBUJiaTa Ha
nmo0para mpakThKa, 0COOCHO 10 OTHOIIIEHHE Ha aCENTHYHOTO IPUTOTBSHE HA TAPEHTEPaTHH
MPOYKTH;

o Jla ce U3BBPINBA B JIAMUHAPEH OOKC WK B OOKC 3a OMOIOrnyHa 0€30MacHOCT, KaTo ce mpujlarat
oOMUaiiHUTE TpeIa3sHu MepKH 3a Oe3omacHa paboTa ¢ HHTPaBEHO3HHU CPEJICTBA;

o Ja ObJie MOCIeIBAHO OT MOJXOASIIO ChXpaHEHUE Ha MPUTOTBEHHS PAa3TBOP 32 HHTPABEHO3HA

nH(Y3U, 32 1a C€ OCUTYPH MOAIbPKAaHE HA ACEITUYHNUTE YCIOBHS.

KANJINTI 150 mqg npax 3a koruenmpam 3a uH@dy3uoHeH pasmeop

Bceeku ¢naxon 150 mg KANJINTI ce pasraps B 7,2 ml crepuiina Boja 3a MHKEKIHHU (HE €
npuiokeHa). M3mon3BaHeTo Ha APYrH pa3TBOPUTEH TpsiOBa fa ce u3bsarea. Taka ce moiyuasa 7,4 ml
Pa3TBOP 3a €IHOKPATHO MPUIOKEHHE, ChAbpsKaI Ipuoamsurentno 21 mg/ml rpacrysyma6. M3munrsk
oT 4% maBa BE3MOXKHOCT OT BCEKH (hJIaKOH JIa c€ M3TETJIM OTpa3eHaTa Ha eTuKeTa 1o3a ot 150 mg.

KANJINTI 420 mqQ npax 3a koryermpam 3a uH@dy3uonen pazmseop

Bceeku ¢pnaxon 420 mg KANJINTI ce pazreaps B 20 ml crepuina Bosa 3a HHXKEKIUH (HE €
npuinoxeHa). Mznons3BaHero Ha Apyru pa3TBopUTeNU TpsaOBa aa ce u30srea. Taka ce momyvasa 21 ml
pa3TBOP 3a CJHOKPATHO NPHIIOKEHHUE, ChIbpKall mpubnusurenno 21 mg/ml tpacty3ymad. M3nunrsk
oT 5% aaBa BB3MOXKHOCT OT BCEKHU (PJIAKOH Jla Ce M3TErJIN OTpa3eHaTa Ha eTUKeTa 103a oT 420 mg.

KANJINTI ObemM crepriiHa BoJa 3a Kpaitna koHieHTpanus
(hmaxon WHXEKITHH

150 mg dakon + | 7,2ml = | 21 mg/ml

420 mg ¢nakon + | 20ml = | 21 mg/ml

HMHCcTpyKIIUM 32 aCENTUYHO PEKOHCTUTYHUPAHE

ITo BpemMe Ha pEKOHCTUTYHpAHETO, TPSAOBa a ce BHUMaBa rpu u3nomsBaneTo Ha KANJINTI.
[IpekomepHOTO 00Opa3zyBaHe Ha MsIHA TI0 BpeMe Ha PpEKOHCTUTYHPaHE MU pa3KiIallaHeTo Ha
PEKOHCTUTYHPAHUS Pa3TBOP, MOXKE Ja MIpeIn3BHKa MpooiieMu, cBbp3anu ¢ kommuectBoTo KANJINTI,
KOETO MOXe J1a ObJIe U3TETIICHO OT (pyrakoHa.

1) Karo u3non3sare crepuiiHa CIIPUHIIOBKA, 0aBHO MH)KEKTHPANUTE MOAXOAAIINS 00eM (KakTo e
0TOEIISI3aHO 10-TOpe) CTEPUITHA BOJIA 32 HHKEKIMU BbB ()JIaKOHA, ChBPIKALL JTHOQUITH3HPaH
KANJINTI, HacouBaiiku ctpysra B THo(duIn3ata.

2) Jleko 3aBBpTeTE (takoHa, 3a qa nmoarnomorHere pekoncruryupanero. HE PASKIIAIIIAUTE!

[Ipu pexoHCTUTYHpaHE HA MPOILYKTa HAJTHMYMUETO Ha MAJIKO IsHA He € HeoOnuaitHo. OctaBere ¢rakoHa

3a okoino 5 muHyTH. PekoHcTuTynpanustT KANJINTI e 6e3nBerer 10 611e10KBAT IPO3paveH Pa3TBOP
¥ Ha MIPAaKTHKa B HETO He TPsAOBa /1a NMa BUIMMHU YacTHIIN.
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YkazaHus 3a aCCITUYHO pa3peKaaHe Ha IPUTOTBEHUS Pa3TBOP

Ormpenpenere KOJIMYECTBOTO HEOOXOIUM Pa3TBOP:

. Bb3 OCHOBA Ha HATOBapBaIla J103a Tpacty3ymat ot 4 mg/kg TenecHo Terio wiM moceaBania
ceMUYHA JT03a TpacTy3yMad ot 2 mg/Kg TenecHo Tero:

0O6em (Ml) = Teaecno Terao (kg) X mo3a (4 mg/kq HatoBapeama win 2 My/KQ nourspsxaiiia)
21 (mg/ml, koHIEeHTpaIKs HA PEKOHCTHTYMPAHUSA PA3TBOP)

. Bb3 OCHOBA Ha HATOBApBallla J03a TpacTy3ymad ot 8 mg/Kg TeecHO TEro Wik MociieBalia
3-cemMuuHa 103a TpacTy3ymad ot 6 mg/kg temecHo Tero:

O6em (ml) = Tenecno Terso (kg) X mo3a (8 mg/kg Hatosapsaria wiu 6 ma/kg moaTbprKkaria)
21 (mg/ml, koHUIEeHTpaIKs Ha PEKOHCTUTYUPAHUS Pa3TBOP)

IMoAXO0AAIIOTO KOJMYECTBO PA3TBOP TPsIOBaA Ja e U3TErNIH OT (pJIaKOHa Ype3 U3IOJI3BaHe Ha CTEPUIIHA
UIJIa ¥ CIIPUHIIOBKA, U Jla ce IpUOaBK KbM HH()Y3HOHEH CaK OT MOJUBHHUIXIOPHUI, TOTHETHIICH HITH
TOJIMITPOIIIEH, chabpikail 250 ml marpues xaopun 9 mg/ml (0,9%) umkekunonen pastsop. Ja He ce
M3II0J13Ba C TIIOKO03a-ChIbpKaIy pa3TBopr. CakbT TpssOBa JIEKO Ja ce 00bpHE, 3a J1a ce pa3sMecH
pa3TBOPBT, KaTO ce u30sirBa 00pasyBaHeTo Ha IistHa. [Ipeiu mpuarate mapeHTepaIHUTe Pa3TBOPU
TpsOBa J1a ce MperJie/laT BU3yaiHo 3a HaJIMYKie Ha BUANMU YaCTUIM M TIPOMSIHA Ha [(BETA.
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