NNPUJIOKEHHUE |

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Herzuma 150 mg npax 3a KOHIIEHTpaT 3a UH(Y3UOHEH Pa3TBOP
Herzuma 420 mg npax 3a KOHIIEHTpaT 3a HH(Y3NOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Herzuma 150 mg npax 3a KOHIIEHTpAT 3a UHPY3UOHEH PA3TBOD

Enun dbnakon ceabppika 150 mg Tpacty3ymad (trastuzumab), xymaamsupano [gG1 MoOHOKITOHATTHO
AHTHUTSIIO, TIOJTyYECHO OT KJICThYHA CYCIIEH3MOHHA KYJITYpa OT KJIETKU HA 003aiHNIM (SHYHUK OT
KHTaCKU XaMCTep) U MPEYNCTEHO upe3 ahUHUTETHA 1 HOHOOOMEHHA XpoMaTorpadus, BKIIOUYUTETHO
W 4Ype3 MPOoIEeaypH 3a Crielin(UIHO HHAKTUBUPAHE M OTCTPAHSIBAHE HA BUPYCH.

Herzuma 420 mg npax 3a KOHIIEHTpAT 3a NHPY3UOHEH PA3TBOD

Enmun ¢makon ceappika 420 mg Tpacty3ymad (trastuzumab), xymaausupano [gG1l MOHOKIIOHATHO
AHTHUTAJIO, TIOJTYYEHO OT KJIeThYHA CYCIIEH3MOHHA KyJNTypa OT KJIETKH Ha 603alHUIM (IHYHUK OT
KHTalCKU XaMCTep) ¥ MPSUYUCTSHO Upe3 apUHUTETHA U HOHOOOMEHHA XpoMatorpadusi, BKIFOUUTEITHO
U Upe3 MpoIeypH 3a CelU(pUIHO HHAKTUBUPAHE U OTCTPAHSABAHE HA BUPYCH.

[purotenust paztBop Herzuma chabpxa 21 mg/ml Tpactyzyma0.

3a IBIHUA CIIUCHK HA TOMOIIHUTE BEIECTBA BIKTE To4Ka 6.1.

3. JIEKAPCTBEHA ®OPMA
[Ipax 3a KOHIIEHTpPAT 33 UHPY3HOHEH Pa3TBOP

bsut 1o 6:1emoX BT THOGUITU3HPaH TIpax

4. KIIMHUYHU JAHHHU
4.1 TepaneBTUYHHU NOKA3aAHUS

Pax Ha myteyHara skjie3a

Memacma3zupan pak Ha mieyHama Jciesa

Herzuma e moxasas 3a nedeHune Ha Bb3pacTHH nanuenT ¢ HER2-monoxuTenen Meracta3upan pak Ha
mitevHarta xieza (MPMIK):

- KaTo MOHOTEpamwus 3a JICUCHNEe Ha Te3U MAIUEHTH, KOUTO ca OWIIHN JIKYBaHH C HE TTO-MaJIKO OT
JIBE XUMUOTEPAIICBTUYHH CXEMH 10 ITOBOJ MeTacTa3upaioro 3abonsBane. [Ipeaxoxaamara
XUMHOTEpaIus TPSOBa J1a € BKIII0YBaja MOHE aHTPAIMKIINH U TaKCaH, OCBEH aKO MallUEeHTUTE He
ca OWITH TIOIXOJIAIIH 32 TTO00HO JeueHue. [larneHTuTe, MOI0KUTETHH 32 XOPMOHATHI
petienitopu, TpsiOBa J1a ca MPOBEIH HEYCIIEITHO U XOPMOHAIHO JICUCHIE, OCBEH aKO MAI[UCHTUTE
ca OMJIM HEIMOIXOIAIIHN 3a IT000HO JE€UYEHHE.

- B KOM6I/IH3HI/I${ C IIAKJIMTAKCEJI 3a JICHCHUC HA TC3U IMAaIUCHTH, KOUTO HC Ca ouu JICKYBAaHHU C
XUMHUOTEpAIiuAa 3a METaCTasupaio 3a00/aBaHe U IIPU KOUTO HE € MOAXOAAIIO MPUJIaraneTo Ha
AHTPAIUKIINH.



- B KOM6I/IHaLII/I$I C JOLCTaKCECI 3a JICHCHUEC HAa TC3U IMMAallUCHTHU, KOUTO HC Ca oumu JICKYBAHHU C
XUMHUOTEpAIiUA 3a METaCTasnupaio 3a00IIBaHe.

- B KOMOHMHAIMSI ¢ apoMaTa3eH HHXHOUTOD 3a JIeYeHUE Ha MAIMeHTH B IOCTMEHOIay3a,
MOJIOKUTENIHH 32 XOPMOHAIHU penentopy, ¢ MPMOK, HenekyBanu npean ToBa ¢ TpacTy3ymao.

Pax na maeunama orcnesza 6 pamen cmaoutl

Herzuma e noka3as 3a JieueHue Ha Bb3pacTHU naiuenTd ¢ HER2 nonoxuTeneH pak Ha MiieyHaTa
Ke3a B paneH craauii (PPMX):

- clIe]] OTiepalys, XUMHOTepanus (HEOaF0OBAaHTHA MM a/I0OBAHTHA) ¥ JIbuesiedeHre (aKo €
TPHIIOKKAMO) (BXK. TouKa 5.1).

- CJIe/l aJIFOBAHTHA XUMHUOTEPAITHSI C TOKCOPYOUITHH U nukiaohochamui, B KOMOUHAIINS C
MAKJIMTaKCeN WM JOIETAKCell, B KOMOWHAIINS C aF0BAHTHA XMMHUOTEPAITHS, ChCTOAIIA CE OT
JIoLIeTaKceN U KapOoTIaTHH, B KOMOUHAIUS ¢ HEO0aJI0OBAHTHA XUMHOTEPAIIUS, IIOCIEBaHa OT
ajroBaHTHA Tepanus ¢ Herzuma, 3a mokanHo HanpeaHano (BKIIOYUTEIHO BB3MAIUTEIIHO)
3a001sBaHEe WIIM TYMOPH > 2 cm B quaMeThp (BXK. ToUkd 4.4 u 5.1).

Herzuma tpsibBa na ce mpuiiara camMo Ipu NanydeHTy ¢ MeTacTa3upal pak Ha MJIeYHAaTa JKiIe3a WU paK
Ha MJICYHATa *Jie3a B paHEH CTaAui, yuiTo TyMop € ¢ npekoMepHa excrpecus Ha HER2 wnu ¢ renna

ammmndukanus Ha HER2, onpenenena upes ToueH u Baymaupad Meto (BX. Touku 4.4 u 5.1).

Memacma3zupan pak Ha cmomaxa

Herzuma B koMOuHaIMs ¢ KanenuTaOuH win S-Qayopoypaliyi ¥ HUCIUIATHH € MOKa3aH 3a JICYCHUE Ha
BBb3pacTHH naruentu ¢ HER2-nonoxwurenen Meracra3upan aJjcHOKapIIMHOM Ha CTOMaxa WM Ha
MSCTOTO Ha CBBP3BaHE HA CTOMaXa ¢ XPaHOIPOBO/Ia, KOUTO HE ca MOJTy4aBald MPeIr TOBa
MIPOTUBOPAKOBO JIEUEHHE 3a TAXHOTO METacTa3upaio 3a00sIBaHe.

Herzuma tpsi0Ba ga ce mpuiara caMo Impu MaueHTH ¢ MeTacTazupan pak Ha cromaxa (MPC), umiito
TYMOpH ca ¢ mpekoMepHa excripecus Ha HER2, nedbwunupana ciopen pesynrara ot ICH2+ u
notBbpaeHa ot pesyiarara ot SISH unu FISH, unu ot ICH3+ pesynrar. Tps6Ba na ce u3nomnsBat
TOYHHU U BATUJMPAHU METOU (BXK. TOUkH 4.4 1 5.1).

4.2 Jlo3upoBKa U HAYMH HA MPUJIOKEHHE

Uzcnenpanero 3a HER2 npenu 3amouBane Ha JedeHue € 3abJKUTETHO (BX. Touku 4.4 1 5.1).
Jlegennero ¢ Herzuma Tps0OBa 1a ce 3ammodHe caMo OT JIeKap ¢ ONHT B IMPUJIaraHeToO Ha IIUTOTOKCUIHA
xuMuoTtepanus (Bx. Touka 4.4) u TpaOBa a ce mpuijiara caMo 0T MEIUIIMHCKH CIICIIHAIHCT.

C meun 1a ce M30eTHAT IPEIIKH TP JICUCHUETO € BAXKHO Ja Ce TPOBEPAT ETHKETHTE Ha (hi1akoHa, 3a J1a e
CUTYPHO, Y€ JIEKapCTBEHUAT MPOAYKT, KOWTO Cce MPUTOTBS U npuiiara, € Herzuma (Tpacty3yma0), a He
APYT NPOJYKT, ChABPIKALIL TpacTy3ymad (Hamp. TpacTy3yMad eMTaH3MH WK TPacTy3ymad
JIEPYKCTEKaH).

EO3I/I[20BK3

Memacmaszupan pax na maeunama diciesa

Tpuceomuyna cxema

IpenopbunTeHaTa HaYaJIHA HaTOBapBaia 103a ¢ 8 mg/kg tenecuo terno. [IpenoprunTeaHaTa
MOJIBpIKAIIA 1033 TP MPHIaraHe Ha HTEPBAJ OT TPH CeAMUIM ¢ 6 mg/kg TeeCHO TEeryo, KaTo TS ce
3armoyBa TPH CEIMHUIIM CIIE/l HATOBapBaIaTa J03a.



Ceomuuna cxema

[IpenoprunTenHara HavyaaHa HaTOBapBalia 103a Herzuma e 4 mg/kg TenecHo Terio.
[IpenopruntenHara ceaMUYIHa MOAIbpKaIIa no3a Herzuma e 2 mg/kg TenecHo Terio, karo ce
3aMovyHe eIHa CeIMUIIA CIIe]T HATOBapBallaTa 103a.

Ipunazane 6 kombunayus c nakiumaxcen Uiy 0oyemaxcei

B ocnoaute m3nuranus (H0648g, M77001), makiuTakces WK TOIETAKCEN ca OMIIM MIPUIaraiy B
JICHsI Clie/l TbpBara Jio3a Tpacty3ymab (3a gozupane Bk. KpaTkara XxapakTepucTHKa Ha IMPOAYKTa
(KXIT) Ha maknuTakces WK JIOIEeTAaKCeN) U HEMOCPEIACTBEHO Clie/ MOCIESABAIUTE I03HM TpacTy3ymao,
IIpH MTOJIOKEHUE, Ye MPpeAXokKaaaTa 1o3a Tpacty3ymad ce e moHecna qoope.

Ipunaeane 6 kombunayus c apomamases UHXUOUMop

ITo Bpeme Ha ocHoBHOTO m3nUTBaHe (BO16216), TpacTy3ymMad u aHACTPO30JI ca MpUIaraHy oT JIeH
1-Bu. Hsima orpanuyeHumst 10 OTHOIICHUE HA OTHOCUTEIHOTO BpEME Ha MPHJIOKEHUE HA TPACTy3yMal u

aHacTpo3o: (3a gozupane Bk. KXI1 Ha aHacTpO30J1 WITH HA JPYTUTE ApOMATa3HU UHXUOUTOPH).

Pax na maeunama orcnesza 6 pamen cmaoutl

Tpuceomuyna u ceOMuyHa cxema Ha npuiazame

Karo cxema Ha npusarase npes3 Tpu CeIMUIM MPENOpPbUUTENHATa HayallHa HaToBapBalia 103a
Herzuma e 8 mg/kg tenecno terno. [Ipenoppuntennara noaappskaima 1o3a Ha Herzuma, npunaran
IIpe3 UHTEPBAJI OT TPU CEIMHIH, € 6 mg/Kg TenecHO Terno, KaTo T4 Ce 3al10YBa TPHU CEAMUIIU CIIEH
HaTOBapBaIlara J103a.

KaTo cxema Ha nmpuiarase Bcska ceMuIla (HadaiHa HaToBapBaiia 103a 4 mg/kg, mocienBana ot
2 mg/kg Bcsika ceIMHIIa) STHOBPEMEHHO C TIAKITUTAKCEIN CJIE]] XUMUOTEPAIHSI C JIOKCOPYOUITMH U
nuKinogochamu.

Bwxre Touka 5.1 3a mo3upaHe npu KOMOWHHApaHA XUMHAOTEPAITHS.

Memacma3zupan pak na cmomaxa

Tpuceomuuna cxema
[IpenoppuntennaTa HauyanHa HaToBapBalia f1o3a € 8§ mg/kg TenecHo Terno. [Ipenoprunrennara
HoJIbpPIKAalla 032 P NpHIarade Ha HHTepBaJl OT Tpu ceaMunu € 6 mg/kg TenecHo Terio, Kato Ts ce

3arovBa Tpyu CCAMUIM CJIC HaTOBapBallaTa 1034a.

Pax na maeunama orcneza u pak na cmomaxa

HpOabﬂJICMmeﬂHOCWl Ha jieyeHue

[Tanmenture ¢ MPMXX u MPC Tpsi6Ba na ce nexyBaT ¢ Herzuma 1o mporpecus Ha 3a00JIIBaHETO.
[Marmenture ¢ PPMXK Tpsi6Ba na ce nexyBaT ¢ Herzuma B npoabinkeHue Ha | TouHA HIIH 1O
peunauBHpaHe Ha 3a00JIIBaHETO, KOETO HACTHIIM IIBPBO; yIbJDKaBaHe Ha JieueHHeTo mpu PPMOK
ITOBEYE OT €/IHa TOJMHA He ce MpemopbuBa (BK. Touka 5.1).

Hamanseane na oozama

ITo Bpeme Ha KTMHUYHKTE U3NUTBaHUs ¢ Herzuma He e u3BbpIIBaHO HaMalisiBaHE Ha J03aTa.
[NaruenTure Morar Jia MpoIbJIKAT JICUSHUETO MPE3 NePUOIUTEe Ha 00paTuMa, MHyIIMPaHa OT
XUMHOTEpAusTa MUEIOCYTIPECHS, HO ITPE3 TOBA BpeMe Te TpsiOBa Ja ce HaOIroaaBaT BHUMATEIHO 32
YCIIO)KHEHHS OT BHJIa Ha HEYTPOIEHUs. 3a HHPOPMAIIHsS OTHOCHO HAMAJIIBAHETO Ha J103aTa WUIIH



oTiarane Ha npuioxkeHueto, BikTe KXII Ha maknuTakces, goeTakcels Wik Ha apoMaTa3Hus
WHXHOUTOP.

AKO MPOLICHTHT Ha JeBoKaMepHaTta gpakuus Ha uzriackane (JIKOW) cnanne > 10 mynkra cipsiMo
u3xoaHoto HuBo U no mox 50%, neuennero TpsaOBa ga ce MpeyCcTaHOBH U TPsiOBa J1a ce TIOBTOPH
orerkara Ha JIKOUW npubmmsutenHo cien okoio 3 ceamuiti. Axo JIKOU He ce momobpu, mmm ce e
BJIOIIIJIA TIOBEYE, WM aKO Ce pa3BHe CUMIITOMAaTHYHA 3aCTOMHA chpeuHa HegoctaTbuHocT (3CH),
TpsAOBa CeprHO3HO J1a ce TIOMUCIIH 3a IpeycTaHoBsiBaHe Ha Herzuma, ocBeH ako He ce MpeLeHH, ue
MIOJI3UTE 32 OTAEIHUS MMALUEeHT HaAXBBbPIAT pUcKoBeTe. Benuky Te3u manueHTH TpsaoBa Ja ce Hacoyar
3a OIIEHKa OT KapJHOJIor U Jia ce MpOoCIesaBaT.

Ilponycnamu do3u

AKO NalMeHThT € NpomycHal 103a Herzuma B paMkuTe Ha €llHA CeIMUIIA WK [T0-MajIKo, 0OnJaifHaTa
noasprkaiia 1o3a Herzuma (nipu ceamuyno neuenne: 2 mg/kg; nmpu cxema Ha JICUCHUE TPe3 TPH
ceamurty: 6 mg/kg) TpsOBa Ha ce MPIIIOKHU BH3MOKHO Hal-CKOpo. [1areHTsT, KOHTO € MpOoITycHAT
J103aTa, He TpsiOBa Jla N34aKBa cJe/[Ballus IUIaHupaH MHUKEIL. CleBamuTe moAIbpKally 034 TpsOBa
Jla ce MPUJIOKAT ChOTBETHO 7 MHU WK 21 THU MO-KbCHO B 3aBUCHMOCT OT TOBA JaJIU CE H3I0JI3BA
CeMUYHA WA TPUCEIMHUYHA CXEMa.

AKO ManyeHThT € MpoIycHal Jo3a Herzuma B paMKkuTe Ha oBeye OT €HA CEMHLIA, TPIOBa Ja ce
MPUJIOKY TIOBTOPHA HaToBapBala fo3a Herzuma 3a npubnusurenno 90 MUHYTH (TIpH CEIMUYHO
nedenune: 4 mg/kg; mpu cxema Ha JiedeHue mpe3 Tpu cenMuIi: 8§ mg/kg) KOIKOTO € Bh3MOXKHO TI0-
ckopo. Creaanure moaabpkaiy 1031 Herzuma (nipu ceqmuyHo Jiewenue: 2 mg/kg; npu cxema Ha
JIeYeHHE TIpe3 TP CEAMUILM ChOTBETHO: 6 mg/kg) TpAOBa a ce MpuiIokKaT CbOTBETHO 7 IHU HIIH

21 nHY O-KBCHO B 3aBUCHUMOCT OT TOBa Jalli CE M3IIOJI3Ba CEIMIYHA YT TPUCEIMUYHA CXEeMa.

CHCLII/I&.HHI/I nomyJjJanuu

He ca npoBexnanu HacoueHH (apMakOKUHETUYHH IIPOYUYBAHUS B CTapyecKa Bb3PacT, KAKTO U MPH
TakuBa ¢ ObOpeyHO MM YepHOAPOOHO yBpexkaaHe. [Ipu monmynanuoHeH GapMaKOKHHETHUYCH aHATN3 €
YCTaHOBEHO, Y€ Bb3pacTTa U ObOPEeyHOTO yBpeKAaHe HE MOBIUABAT OTACJISTHETO Ha TPacTy3yMao.
Ieouampuuna nonynayus

Hsma croTBETHO IIPUIIOKCHUE HA Herzuma B neauaTpuyHarTa mnoIyiaanus.

Hauun Ha IpHIIOKCHHS

Herzuma e camo 3a uaTpaBeHo3Ho npuiokeHrue. HatoBapaaara 103a TpsOBa Ja ce npujara 1nozj
¢dopmara Ha 90-MuHyTHa UHTpaBeHO3HA UHPY3uUs. Toli He TpsAOBa Aa ce mpuiara KaTo HHTPaBeHO3HA
HHXeKuus nin 6omyc. Herzuma nntpaBeno3Ha nHQy3us TpsOBa aa ce mpuiara 0T MEIULIMHCKA
CIIELMAJIUCT C TOTOBHOCT 3a JIUeHHE Ha aHa(uiIaKcus, KaTo TpsiOBa 1a ObJie OCUTYPEH KUT 3a CIEIIHA
nomo. [Tanuenture TpssOBa a ce HabIt0JaBaT Hal-MaJKo IIECT Yaca ClIe/l HauaJloTo Ha IIbpBaTa
nH}Y3Hs U Ba Yaca Clie/l Ha4yaJIoTO Ha MMOCIIeIBalINTe HHPY3UU 32 CHMITOMH KaTO TPECKa U CTyACHH
TPBIIKH WIH JPYTH CUMIITOMH, CBbp3aHu ¢ MHPy3uaTa (Bx. ToukH 4.4 u 4.8). [IpekscBaneTo mim
3a0aBSHETO HA CKOPOCTTA HA BIMBAHE MOJKE /1a TOMOTHE 32 KOHTPOJIUPAHETO HA TAKMBA CUMIITOMHU.
Wndysusara Moxe J1a ce MOAHOBH CJIe OT3BY4YaBaHE HA CHMITOMHUTE.

AKo HauyaJHaTa HaTOBapBallla /103a ce MoHACs J00pe, MOCIeABAIIUTE 03K MOXKE 1a Ce IpUiIarar 3a
30 MUHYTH.

3a yka3zaHMs OTHOCHO pa3TBAapsIHETO Ha MHTPAaBEHO3HATa JekapcTBeHa Gopma Ha Herzuma mpean
MPUJIOKEHUE BUKTE TOUKa 6.6.

4.3 TIlpoTuBOmMOKA3aHUS



. CBpPBXYYBCTBUTEIIHOCT KbM TPACTy3yMa0d, MUIIK IPOTSHHU WIX KbM HIKOE OT MMOMOIIIHUTE
BelllecTBa, n30poeHu B Touka 6.1.

. Texka TUCIHES B IOKOM, TIOPaJid YCIOKHEHUS TIPU HAPEHAIIO 3JI0KAYeCTBEHO 3a00J11BaHe
WM TIAIIUCHTH, H3UCKBAIIIH JOIIBIHUTEITHO JICUCHUE C KHCIOPO/T.

4.4 Choeuua/;iHu mpexynpexaeHus U MpeanasHu MepKU MPH ynoTpeda

IIpocaeaumoct

3a f1a ce mogo0pu MPOCIEANMOCTTa Ha OMOJIOTNYHUTE JICKAPCTBEHHU NPOAYKTH, THPrOBCKOTO UME U
NapTUAHUAT HOMEp Ha MpuUiaranus NpogyKT TpsOBa Aa ObAAT SICHO 3allMCaHu.

Macnensanero 3a HER2 TpsiOBa na ce m3BBHpINBA B CIICIHATTA3UPAHH J1a00paTOPHH, KOUTO MOTaT Ja
OCHTYPSAT aJICKBATHO BaJHIHpaHe HAa METOJMTE 3a U3cieaBane (BK. Touka 5.1).

ITonacTosieM HAMa JaHHU OT KIMHUYIHU U3IMATBAHAS 32 IIOBTOPHO JICUCHUE TIPH MMAIIMECHTH C
MpeaIecTBaIla eKCrno3uiys Ha Herzuma B aaroBanTHa cpena.

Copreuna qucyHKIUS

Obwu cvobpasicenus

[TanmenTrTe, TekyBaHu ¢ Herzuma, ca n3mo’keHH Ha TIOBHUIIICH PUCK OT paspuTue Ha 3CH
(Hroitopkcka kapauosiorndyna aconuaius - New York Heart Association [NYHA] Kuac II - IV) wiun
acUMITOMHa chpaevHa aucyHkims. Te3n chOUTHS ca HAOMIOJaBaHU MIPH MAIUEHTH, TIOTyYaBaIln
Tepamus ¢ TpacTy3ymMald caMOCTOATETHO MIIM B KOMOWHAIHS C TIAKITMTAKCEN UITH JIOIIETaKCel, 0COOEHO
CJIeJ] aHTPALMKIINH (IOKCOPYOUIIMH W SUPYOUITHH )-ChAbPIKaIla XUMHOTepanus. Te Moxe Ja ca
YMEPEHH JI0 TEKKH U Ca CBhP3aHU ChC CMBPTHH CiTyuau (Bk. Touka 4.8). OcBeH TOBa € HEOOXOAUMO
MTOBUINIEHO BHUMaHUE MPH JICYCHUE HA MAIEHTH C MIOBUIIICH ChPACUEH PUCK, HAIIP. XUIIEPTOHUS,
JIOKyMEHTHpaHa ucxemuana oosect Ha cbpriero, 3CH, JIKOU < 55%, ctapuecka Bb3pacT.

Benuku kanaunaTku 3a nedenne ¢ Herzuma, HO 0coO€HO Te3U ¢ MPEIX 0K AAII0 JICUYCHHUE C
aaTpamuknaEn 1 nukiIodochamun (AC), TpsaOBa xa ObIAT MOUTOKEHN HAa OCHOBEH CHPJICUEH TpeTye,
BKJTFOYBAIIl aHAMHe3a 1 (pr3ukaineH craryc, enekrpokapaunorpama (EKI), exokapamorpama n/umm
panuonykinuana Bentpukysnorpagus ¢ EKI cuaxponunzanus B exkBumopuyM (MUGA ckanupane),

WJIH AIpEeHO-MarHUTEH pe3oHaHc. MOHUTOpUpPaHETO MOJKE J1a TIOMOTHE 32 HICHTH(HUIpaHe Ha
MMalUeHTUTE, KOUTO pa3BUBAT ChpjacdHa AuCPyHKIMsA. OTeHKaTa Ha ChpJeYHaTa (PYHKIHS, U3BBPINCHA
Ha M3XO0JHO HHUBO, TPsIOBA J]a ce MOBTaps HAa BCEKH 3 Mecela 1Mo BpeMe Ha JICYSHUETO U Ha BCEKU

6 Mecera cie IpeyCTaHOBSIBAHE HA JICUEHUETO J10 24 Mecela OT IMOCIEAHOTO MPHUIIOKEHHE Ha
Herzuma. [Ipenn na ce B3eMe pemienue 3a JedeHune ¢ Herzuma, TpsOBa a ce HanmpaBu BHUMATEITHA
OILIEHKA Ha ChOTHOIIEHUETO PUCK-II0JI3a.

Tpacty3ymab Moe a epcucTupa B KpbBOOOPALIEHNETO 10 7 Mecena cile/l CIMPaHeTO Ha JIEYCHUEeTo
¢ Herzuma Bb3 0cHOBa Ha MOITyTA[OHEH (apMaKOKWHETHYEH aHAJIN3 Ha BCUYKU HAJIMYHU JaHHU

(Bk. Touka 5.2). [laneHTH, KOUTO MOTyyaBaT aHTPALMKINHY ciell cnupaHeTo Ha Herzuma, BeposTHO
ca U3JI0KEHU Ha MOBUILEH PUCK OT chpaeuHa AuchyHkuus. [To Bb3MOXKHOCT, IeKkapuTe TpaOBa Ja
n30ATBaT Tepanus Ha 0a3zaTa Ha aHTPAMKIMHM 10 7 Mecella cie cnupaHeTo Ha Herzuma. Ako ce
W3I0J3BAT aHTPALMKIMHH, ChpAeYHaTa QYHKIMS Ha ManreHTa TpsiOBa 1a ce MOHUTOPHPa BHUMATEIHO.

Tpsi6Ba na ce oOMHCIIN peJOBHA KapAWOJIOTHYHA OIIEHKA MPH MAUEHTH ChC ChPACYHOCHI0BH
HpO6H€MI/I CJIC CKpMHMHT'a Ha U3XOJJHO HUBO. HpI/I BCHUYKHU ITaTUCHTU TpSI6Ba Jia C€ IpociIcasaBa
chbpaevHaTa (QyHKIHMSA 110 BpeMe Ha JedeHneTo (Hamp. npe3 12 cenmunm). [IpocnensBanero Moxe na
MIOMOTHE J1a C€ WACHTU(HUIUPAT NAUESHTHTE, KOUTO pa3BUBAT ChpaeuHa aucyHkums. [Tpu
MAaIUMEHTUTE, KOUTO pa3BUAT aCUMIITOMHA CbpACYHA ):[I/IC(I)YHKHI/IH, IMO-4€CTO MOHHUTOPHUPAHE (HaHp.
npe3 6 - 8 ceqmMuLn), MOke Aa ObAe OT MoN3a. AKO TALIMEHTUTE UMAT HEMIPEKbCHATO HaMaJIeHHE Ha
JeBOKaMepHaTa (pyHKLHS, HO OCTaBaT aCUMITOMHH, JIEKapsAT TpsiOBa 1a IOMHCIIH 33 IPEKbCBAaHE Ha
TepanusTa, ako He ¢ HaOIojaBaHa KIMHUYHA 110J13a OT JieueHneTo ¢ Herzuma.



besonacHoctTa pu npoabIKaBaHe UM MOJHOBSABAHE Ha JeueHueTo ¢ Herzuma npu nanueHTH, KOUTO
HUMart Chbp/IeYHa TUCPYHKIUS, HE € TIPOyUBaHa MPOCIIEKTUBHO. AKO polieHTHT Ha JIKDU ce monmxku
¢ > 10 myHkTa B cpaBHEeHUE ¢ u3x0aHOTO HUBO U oz 50%, neueHunero TpsOBa Ja ce MpeyCTaHOBU H
TpsiOBa Ja ce U3BBPIIHN MOBTOpHA oreHKa Ha JIKDUW mpubnusurenHo cien okoio 3 ceAMUId. AKO
JIK®U He ce yBenmn4H WIIM aKO Ce€ TIOHIKH OIIle, MUK ce pa3Bue cumntomarndna 3CH, Tps6Ba MHOTO
CEPHO3HO Jia ce MOMHUCIIH 3a IpekpaTsaBaHe Ha Herzuma, ocBeH ako HE ce MpereH , Y TOJBUTE 3a
OTJICITHUS TAIIMCHT HaIXBBPIISIT PUCKOBeTe. BCuuky Te3n manueHT TpsoBa Ja ce U3parsr 3a
KOHCYJITAlLlMS C KapUOJIOT U Ja C€ MPOCIesBar.

Ako 1o Bpeme Ha Tepanusi ¢ Herzuma ce pa3Bue cuMnToMaTHyHa ChpACYHA HEAOCTATHYHOCT, TS
TpsiOBa Ja ce JIeKyBa ChC CTaHJIAPTHUTE JiekapcTBeHu npoaykrtu 3a 3CH. [ToBeueTo naruenTy,
pazswim 3CH unu acuMnToMHa chpjieuHa AUCHYHKINS B OCHOBHUTE KIMHUYHY U3MTUTBAHUS, Ca ce
oI00PMITN ChC CTAaHIAPTHOTO JiedeHue 3a 3CH, chCTOSAIIO ce OT MHXHOUTOP Ha
aHTUOTEeH3WH-KOHBepTupamus eH3uM (ACE mHXuOUTOp) WM aHTHOTEH3WH-PEIENITOPEH OJIOKED
(APB) u 6eta-6okep. [ToBeueTo mareHTH Che ChPACYHN CUMITOMH U JaHHH 3a KJIMHUYHA 110132 OT
JIEYCHUETO C TPACTYy3yMald ca MPOIBIDKUIN TepanuaTa 0e3 JOMbIHUTEHA KIMHUIHU ChPJCTHA
CHOMTHS.

Memacmaszupan pax Ha maeunama diciesa

Herzuma n anTpanukinHay He TpsAOBa 1a ce AaBaT eAHOBPEMEHHO B KoMOuHanus mpu MPMXK.
ITatmment ¢ MPMIK, xouTo nipeau ToBa ca MoJiy4aBajld aHTPALMKIMHU, Ca U3JIOXKEHHU ChIIO HA PUCK
OT ChpJieuHa AUChHYHKIHS MPpH JieueHne ¢ Herzuma, BBIIPeKH 4e pUCKBT € TO-MaTbK OTKOIKOTO TpH

eHOBpEeMEeHHa yroTpeba Ha Herzuma u aHTpanuKInHM.

Pak na mreunama scneza 6 panen cmaouti

IIpu marmmenTtn ¢ PPMK, cppaednara omeHnka, KaTo HalpaBeHaTa Ha U3X0JHO HUBO, TPsiOBa na Obe
MOBTOpPEHa Mpe3 3 Mecella, Mo BpeMe Ha JICUSHUETO U mpe3 6 Mecela clie]] IpeKpaTsaBaHe Ha
JIEYEHUETO, A0 24 Mecela OT MOCIeTHOTO mpuiiokeHnre Ha Herzuma. Ilpu nmanuenTu, nosydaBamu
XUMHOTEpaIusl, ChIbpKalla aHTPaIUKIIUH, C€ MPENopPbYBa JOIMMbJIHUTEIIHO MOHUTOPUPAHE U TO
TpsiOBa J1a ce U3BBPIIBA KETOIHO 0 5 TOJAWHH OT MOCISAHOTO NMPIIoXKeHue Ha Herzuma umu
[I0-IBJIT0, aKO ce HAOII0AaBa MOCTOSIHHO HaMmaiaBaHe Ha JIKDU.

[ManmenTuTe ¢ anaMHe3a 3a MuokapaeH uapapkr (MU), creHokapaus, U3UCKBaIIa METUKAMEHTO3HO
nedeHune, anamHesa 3a min cblectsyBaiia 3CH (NYHA Kinac II - IV), JIKOU < 55%, npyra
KapAMOMHOIIATH, ChpJSYHA apUTMUS, H3UCKBAIlla MEANKAMEHTO3HO JIEUEHHE, KITMHUYHO 3HaYNMO
CHPZIEYHO KJIAIHO 3a00JIsIBaHe, JIOIO KOHTPOJIMPaHa XUIIEPTOHUS (OAXOIIIA € XUIIEPTOHUS,
KOHTPOJIMPaHa ChC CTAaHIAPTHO JIEYEHUE) M XeMOJIMHAMUYHO e()eKTUBEH NIEpUKapACH H3JIUB, ca
M3KJIIOUEHHN OT OCHOBHUTE KIIMHUYHM U3NMTBAHUS 32 aJIOBAHTHO U HEOAAIOBAHTHO JieueHne Ha PPMOK
¢ TpacTy3yma0l U Iopaay TOBa HE MOJKE JIa Ce NPenopbya JIeUeHHE IPU T€3H NalUeHTH.

Aoweanmmo neuenue

Herzuma n anTpanukinHu HE TPSOBA 1a ce JaBaT ¢THOBPEMEHHO B KOMOWHAIIHSI IPY aAIOBAHTHO
JICUCHHE.

[Ipu narmmenTn ¢ PPMX e HaOnrogaBaHo yBeTWUIeHHE Ha Y€CTOTAaTa HA CAMITOMHHATE U
ACHMIITOMHHTE ChPACYHHU CHOUTHSA, KOTATO TPACTy3yMald € MpujiaraH clieli XMMHOTEpaIus,
ChIbpIKallla aHTPAIUKIIMHY, B CPABHEHHE C TIPUIIOKESHHUE C HEChIBPIKAINTE aHTPAIIUKIMHNA CXEMHU Ha
JIeYeHUe C JoLeTaKceN U KapOoIIaTHH, KaTo TO € OMIIO MO-U3pa3eHo, KOTaTo TpacTy3yMal e Mpriiaran
€THOBPEMEHHO C TAaKCaHH B CpAaBHEHHUE C IPUIIATaHETO MY cliell TakcaHu. He3aBrcumo ot
H3M0JI3BaHaTa CXEMa Ha JICUCHHUEC, ITIOBCUCTO CUMIITOMHU CbpACYHHU C'I)6I/ITI/I$I CC MOABABAT IIPE3
mepBuTe 18 Mecena. B emHo oT mpoBeneHnTe 3 OCHOBHU KJIMHUYHU MTPOYYBAHUS, IIPU KOETO € HATUIIE
Menuana Ha npociensBane 5,5 ronuan (BCIRG006), e Habm0o1aBaHO MIPOIBIDKATETHO YBEIHUECHNE Ha



KyMyJIaTUBHATa Y€CTOTa Ha CUMNTOMHU chpaeudu i LVEF chOuTHs npy mauueHTy, molyvyaBain
TpacTy3ymMad eJHOBPEMEHHO C TaKCaH CJIeX Tepamnus ¢ aHTPalMKINHH, 10 2,37% B cpaBHEHHE C
npuOn3uTenHo 1% B IBETE TPy ChC CPAaBHUTEIHOTO JIEKAPCTBO (aHTPALMKINH IITIOC
nukinogochamMu, MOCIeBAHO OT TAKCaH U TaKCaH, KapOOIUTaTHH U TpacTy3ymao).

PuckoBure aktopu 3a ChbpACYHO CHOUTHE, YCTAHOBEHHU TIPU YSTUPH TOJIEMH KITMHHYHH TPOYYBAHUS
3a aJIF0BaHTHO JICUeHHE, BKIIIOYBAT HanpeaHana pb3pact (> 50 rogunan), Hucka JIKOU (< 55%) va
W3XOIHO HUBO, TIPE/IX WIIH CJIe]] 3al0YBaHe Ha JieueHHe ¢ MakiauTakce, monmxkenue Ha JIKOU ¢

10 - 15 mynkTa ¥ mpenmecTraIia Wik eTHOBpEMEHHA yoTpeda Ha aHTUXHUIIEPTCH3UBHHY JICKAPCTBEHU
npoaykTy. [Ipu nanuenTy, noxy4aBaliy TpacTy3yMal ciiesi 3aBbplIBaHe Ha aJFOBaHTHATA
XUMHUOTEPAIHsl, PUCKBT OT ChPJAEYHA TUCPYHKIHSI € CBP3aH C M0-BUCOKA KyMyJIaTHBHA 1032
AHTPALMKJIMH, PHJIOKEHA TPE/IM 3aM0YBaHe Ha JICYSHHETO ¢ TpacTy3yMad U ¢ MHJICKC Ha TejecHa
maca (BMI) > 25 kg/m?.

Heoaorweanmmuo-adweanmuo ieyenue

[Ipu marmentu ¢ PPMIK, monxozsmu 3a HeoaAr0BaHTHO-a/{IOBaHTHO JieueHue, Herzuma tpsioBa 1a ce
npuiara eAHOBPEMEHHO € aHTPALUKIMHU caMO TIpU OOJIHH, KOUTO HE ca JIEKYBaHH ¢ XUMHOTepanus, 1
€aMoO CbC CXEMH Ha JIEYEHHE C aHTPALUKINHYI B HUCKH JI03H, T.€. MAKCUMAJIHU KyMYyJIaTUBHU 03U Ha
noxcopy6umua 180 mg/m? wu emmupyGurma 360 mg/m?,

AKO TIallMeHTHUTE ca JIEKYBaHU €THOBPEMEHHO C ITBJICH KypC Ha HUCKH JI03H aHTpaluKInan 1 Herzuma
IIpH HEOA TIOBAaHTHH YCIIOBUS, HE TPAOBA /1a Ce MpHiIara JOIMbIHATENHA ITATOTOKCHYHA XUMHOTEPAITHS
cien onepanusata. [Ipu apyru cuTyaiuu, pemeHueTo OTHOCHO HEOOX0IUMOCTTa OT TOMbIHUTEIHA
[UTOTOKCUYHA XUMHUOTEPAITHS CE€ ONPE/IeNsd B3 OCHOBA HA WHAMBHTyalTHH (PaKTOPH.

OnuThT NpU €THOBPEMEHHO MPHIIOKEHNE HA TPACTY3yMad B CXEMH C HUCKH JI03M aHTPAIMKINH
MOHACTOSIIEM € OTPaHHYCH J10 JABe KIMHUYHU n3nutBanus (MO16432 u BO22227).

B ocunoBHOTO m3mutBane MO16432, Tpacty3ymal e mpuiaral eHOBPEMEHHO C HEOAJIOBAaHTHA
XMMHOTEpAIus, ChIbPKAIIA TPU IHKBJIA ¢ TOKCOPYOHIMH (KyMyTaTuBHa g03a 180 mg/m?).

UYecroTara Ha CHMIITOMaTHYHA ChpAedHa nuchyHKIws e 1,7% B rpymaTa Ha TpacTy3yMao.

B ocHoBHOTO m3nuTBane BO22227, TpacTy3yMal e mpmiiarai efHOBPEMEHHO C HEeOaIF0BAHTHA XMMHOTEPAIIHS,

KOSTO ChABPKa YETUPH IUKBJIA ¢ eNUPyOUIMH (KyMysatnusHa 103a 300 mg/m?); mpu Menuana Ha NpOoCIe/IsBaHe,
HaaxBwpIsma 70 Mecela, 4eCTOTaTa Ha ChpAeYHa HEJOCTAaThYHOCT/3aCTOHHA ChpAeYHa HegocTaTbaHoCT ¢ 0,3%
B rpynara Ha TPacTy3yMa0 3a HHTPaBEHO3HO IIPIIIOKCHHUE.

KnuHUYHUAT ONUT € OrpaHuyeH NP NallMeHTH HaJ 65-TOQuIlIHa Bb3pacT.

Peakinu CBBP3aHHU C I/IHd)V3I/I$[Ta " CBPBXYYBCTBHUTCIHOCT

Nma choOIIeHns 3a Cepro3HU peakiuu, cBbp3anu ¢ napysusta (Infusion-related reactions, IRR) kem
uHpysusara ¢ Herzuma, BKIIFOUYNUTEIHO AUCITHES, XUTIOTOHHUS, XPUIIOBE, XUIIEPTOHHUS, OPOHXOCA3bM,
HaJKaMepHa TaXUapUTMHs, HaMaJeHa caTypalus Ha KHCIOPOa, aHa(uIakcHs, pecliupaTopeH
JMCTpEC, YPTHKAPHS M aHTHOeeM (BXK. Touka 4.8). Moxe /1a ce H31oi3Ba mpeMeJUKaIus 3a
HaMaJIsIBaHE Ha PUCKA OT Te3H chOMUTH. [loBeueTo OT Te3u ChbOMTHS BB3HUKBAT IO BPEME WIIH 10

2,5 yaca cnen HayanoTo Ha mbpBaTa HHQPY3us. [Ipu Bp3HUKBaHE HA peaklus KbM HHPY3UsTA,
nH(py3uiTa TPAOBA J1a ce MPEyCTAHOBH HJIM Ja ce 3a0aBH CKOPOCTTA Ha BIIMBAHE M MALMCHTHT TPIOBa
Ia ce HaOJIroaBa 0 OT3ByYaBaHe HA CHMIITOMUTE (BXX. Touka 4.2). Te3n cCuMIITOMH MOYXe J1a ce
JICKyBAT C aHAITCTUK/QHTHITUPETUK, KATO HAIP. METIEPUIMH WX TapaleTaMoll, Wi aHTUXUCTaMHUH,
KaTo Hanp. AupeHxuapamMut. [Ipy moBedeTo OT NaMEeHTUTE CUMITOMHUTE OT3BY4YaBaT M CIIe]] TOBA
nHpy3unTe ¢ TpacTy3ymad npoabinkaBar. Cepro3HUTE peaklny ca JEKyBaHHU YCIISITHO ¢
MOJTbprKaIlla TepaItus, Halp. KHCIOPO, OeTa-arOHUCTH U KOPTHKOCTeponan. B peakn ciydan te3u
peaKIiK ca CBbP3aHH C KIMHUYEH XO/1, 3aBbPIIBAIIl C JITaJICH U3X0/. [laneHTuTe, moaydmim
JIMCITHES! TTPU TTIOKOH MOPaH YCIOKHEHHS OT HAIPEIHAJIO 3JI0Ka4eCTBEHO 3a00J1sBaHe U CHITbTCTBAIIN




3a00JIIBaHUs, MOXKE JIa Ca M3JI0KECHU Ha MOBUIIICH PHUCK OT JIETAJICH U3XO0J] Ha PeaKIus KbM HHY3UITA.
IMopanu ToBa, Te3u MaMEHTH He TPIOBa 1a ce Nekysat ¢ Herzuma (Bxk. Touka 4.3).

CrolmaBa ce chIIo 3a HA4YaIHO MOJO0OpEeHHe, MOCIeIBaHO OT KIMHUYHO BIOIIABAaHE U KbCHHU PEaKIUU
¢ 0BbP30 KIMHUYHO BiomaBane. CMBPTHH CIIydaH ca Bb3HUKBAJIM A0 YaCOBE U J0 €IHA CEAMULA CIIEH
nHby3uaTa. B MHOrO penku ciyyau nanydeHTUTE ca IoJTydyaBald Ha4adlHU CUMIITOMH, CBBP3aHH C
nH(y3usTa 1 6e0IPOOHN CHMIITOMH TIOBEYE OT LIECT Yaca Ciie] HadyalnoTo Ha UH(py3usaTa c
TpacTy3yma0. [lanmenTture TpsiOBa 1a ce mpeaynpensT 3a Bb3MOKHOCTTA 32 TAKOBAa KbCHO HA4YaJlo U
TpsA0Ba Jja ce MHCTPYKTHUPAT /1a CE€ CBBPI)KAT BeJHara ¢ JIGKyBallsl CH JIeKap IIpU Bb3HUKBAHE HA TE3U
CHUMIITOMMU.

Benonpobuu crOouTHA

Texku OenonpoObHN cHOUTHS ce chOOIIABaT MpHU yrnorpedara Ha TPAacTy3yMad B IOCTMAPKETHHTOBH
ycnoBus (BxK. Touka 4.8). [lonsikora Te3u crOuTus ca Omnn etanan. OCBEH TOBa ce ChOOIaBaT
CITy4JaW Ha MHTEPCTUITHAHA OeTopoOHa 00IecT, BKIIFOUUTETHO OSI0apoOHN HHPMITPATH, CHHIPOM
Ha OCTBP PeCHUpaTOpeH ITUCTPEC, THEBMOHUS, THEBMOHHT, IUIEBPAJICH W3JIHB, PECIIMPATOPEH JHUCTpEC,
ocTbp OenopobeH OTOK U TuXaTellHa HEeIOCTaThYHOCT. PHCKOBUTE (DaKTOPH, CBHP3aHU C
MHTEPCTHIMATHA OeoApoOHa OOIecT, BKIIIOYBAT MPEALISCTBAIIO WM €HOBPEMEHHO JICYEHHE C
JpYTH aHTHHEOIIACTUYHH CPEJICTBA, 32 KOUTO € U3BECTHO, Y€ Ca CBBP3aHH C TOBa 3a00JIsIBaHE, HATIP.
TaKCaHu, FTeMIUTaOuH, BUHOPEJIOUH U IbueTepanus. Te3u chOUTHs MOKe J1a BB3HUKHAT KaTO 4acT OT
peakiys, cBbp3aHa ¢ HH(Yy3usITa, WM Ja UMaT KbCHO Havauo. [lanueHTure, moayqmiv JUCIHES IPH
MIOKOH TIOPa/iN YCIIOXKHEHHUS OT HAITPEAHAIIO 37I0KaUYeCTBEHO 3a00JIIBaHE M ChITBTCTBAILM 3a00JIIBaHNS,
MOJKE J1a ca M3JI0KEHU Ha MOBUIIIEH PUCK OT OenoapoOHu crouThs. [lopanu ToBa Te3u manueHTH He
TpsiOBa aa ce siekyBaT ¢ Herzuma (Bx. Touka 4.3). TpsaOBa ia ce BHIMAaBa 32 THEBMOHUTH, OCOOEHO
IPH MAIMEHTH, JIEKyBaHH €THOBPEMEHHO C TAKCAHH.

CpabpkaHue Ha HATPpUH

Herzuma cpaspixa mo-manko ot 1 mmol marpwuii (23 mg) Ha 1m03a, ToBa 1€ pede MPaKTHUECKH HE
ChABpKa HATPUH.

45 BzaumopeiicTBHE ¢ IPYTH JeKAPCTBEHH MPOAYKTH U APYru (opMH HA B3aUMoIeiicTBHE
He ca npoBexnanu opumamHu NpoydBaHus 3a B3aUMOJICHCTBUS ¢ JIeKapcTBEeHH MpoaykT. He ca
HaOJIr01aBaH! KIMHUYHO 3HAYMMU B3aMMOJACHCTBUS Mexay Herzuma u eIHOBpEMEHHO NpUIaraHuTe

JICKAPCTBCHU IMPOAYKTH, U3II0JI3BAHNU B KIIMHUYHUTC U3IIUTBAHUA.

Ed)eKT Ha TDaCTVBVMa6 BBPXY d)aDMaKOKI/IHCTI/IKaTa Ha JPpYIru aHTHHCOIINIACTHYHHU CPECACTBA

DapMaKOKMHETUYHHUTE JaHHU OT KIMHUYHUTE rpoyuBanus BO15935 u M77004 nipu xeHu ¢
HER2-nonoxuteneH MeTacta3upal pak Ha rbpjaTa Mpernoiarat, ye eKCIo3UIUATa Ha aKIUTaKcel 1
JIOKCOPYOHIMH (M TEXHUTE [NIABHU METa0OJIUTH 6-0 Xuapokcwi-naknutakceda, POH, u
nokcopy6unuaoa, DOL) He ce mpoMeHs IIPH HAJIWYKE Ha TpacTy3yMab (HaTtoBapsamia qo3a 8 mg/kg
i 4 mg/kg HHTpaBEeHO3HO, MOCIENBAaHO CHOTBETHO OT 6 mg/kg BeIHBK Ha 3 ceIMUIIM UHTPABEHO3HO
nim 2 mg/kg BeTHBK CeIMUIHO MHTPABEHO3HO). TpacTy3yMad ob6aue Moxke Ja MOBUIIH o0Iara
EKCITO3HITHSI Ha STUH OT META0OJUTUTE Ha TOKCOPYOHITHH (7-1e30KCH-13 TUXUAPO-T0KCOPYOHITHHOH,
D7D). buoaxktuBHocTTa Ha D7D M KIMHUYHOTO 3HAUYEHME HA MOBUIIEHUETO Ha TO3U META0OJIHT HE €
SICHO.

HMannure ot npoyusane JP16003 Ha Tpacty3ymab ¢ eamno pamo (HatoBapBaria jgo3a 4 mg/kg
MHTPAaBEHO3HO M 2 mg/kg MHTPaBEHO3HO CEIMMYHO) H JoneTakcen (60 Mg/m? HHTPaBEeHO3HO) pH
’keHu oT snoHcku npousxo ¢ HER2- nonoxurenen MPMIK, npennonarat, ye eIHOBPEMEHHOTO
MIPIJIO’KEHNE Ha TPacTy3yMad HsAMa eeKT BbpXY (apMaKOKWHETHKATa Ha eIMHUYHA 1032 JOIETaKCell.
Knuanunoro npoyusane JP19959 e noanpoyusane Ha BO18255 (ToGA), mpoBeaeHo Nnpu ManyueHTH
OT SITTOHCKH MTPOU3XO]T - MB)KE U JKEHU C aBaHCUPAJl paK Ha CTOMaxa, 3a M3CIlie/IBaHe Ha
(hapMakOKMHETHKATa Ha KaleIMTaOWH 1 ITUCIUTATHH TIPH TPHUIIOKEHUE ChC W 0€3 TpacTy3yMao.



PesynraruTe OT TOBA MOAMPOYYBAHE MPE/IIOIAraT, Y€ €KCIIO3UIUATA HA OMOAKTUBHUTE META00IUTH
(mamp. 5-FU) Ha kanenuTaOWH He ce TIOBIIMABA OT €AHOBPEMEHHATa ynorpe0da Ha MUCIUIATHH WU Ha
LUCIUIATUH IUTIOC TpacTy3ymMad. CaMusT KanenuTaduH 00ade mokas3pa Mo-BUCOKH KOHIICHTPAIIUH H T10-
MIPOIBIDKUTENICH MOJY)KUBOT, KOTAaTO ce KOMOWHUpa ¢ TpacTy3yma0. JlaHHUTE mpeanoarat Chilo, 4e
(hapMaKOKMHETHKATA HA IUCIUTATHH HE CE TIOBJIUABA OT SJHOBPEMEHHATA yOTpeda Ha KanenuTaOuH
WU Ha KaneIUTaOuH IUTI0C TPacTy3yMao.

dapMakOKMHETHUHUTE AaHHU OT npoyusBane H4613g/GO01305 npu nmanueHTH ¢ MeTacTasupail Win
JIOKaJTHO HampeaHan Heonepadmwien HER2-mmomoskurenen pak mokaspar, 4e TpacTy3ymad He TOBIIHSIBA

(hapMakokmHETHKATa Ha KapOOTUIATHH.

Edexr Ha aHTHHEOIUIACTUYHHUTE CPEACTBA BEPXY (PapMaKOKMHETHUKATA HA TPACTy3yMad

ITpu cpaBHEHUE HA CUMYJIMPAaHU CEPYMHH KOHIICHTPAIIMH ClIe/l MOHOTEpamnus ¢ Tpacty3ymab (4 mg/kg
HaTOBapBalia 703a/2 mg/kg HHTPaBEHO3HO BEIHBK CEAMUYHO) M HAOIIOJaBaH! CEPYMHHU
KOHIICHTpAITUH TIPH XKEHH OT AMOHCKH TTponsxoa ¢ HER2-momoxkurenes MPMX (knwHIYHO
npoyuBane JP16003) He ca ycTaHOBEHHM JIaHHH 32 (apMaKOKUHETHYCH eEeKT Ha eJHOBPEMEHHO
npuiiara AOLeTakcell BbpXy (papMakoKMHETHKATa Ha TpacTy3ymao.

CpaBHeHmeTo Ha (papMaKOKMHETUYHUTE PE3YJITATH OT JIBE KIIMHUYHU NpoyuBanus ¢asa |

(BO15935 u M77004) u eqno kauHuyuHO npoyusane ¢asza I11 (H0648g), npu koeTo marueHTuTe ca
OWJIM JIeKyBaHH €IHOBPEMEHHO C TPACTy3yMal M NaKJIMTaKcel, U 1Be KIMHUYHM npoyusanus ¢asa ll,
TIPH KOUTO TPacTy3yMal e mpuiaraH karo MoHorepanus (W016229 w MO16982) mipu >xeHu ¢
HER2-nonoxurenes MPMIK nokasBa, ue HHAMBUAYITHUTE U CPETHUTE MUHUMAJIHN CEPYMHH
KOHIIEHTPALMK Ha TPacTy3yMad Bapupar BbTpE B KIMHUYHUTE MPOYUBAHUSI U MEKAY TAX, HO HAMA
KaTeropuyeH e(eKT OT €AHOBPEMEHHOTO NIPUIIOKEHUE Ha MAKIUTAKCE) BbPXY (papMaKOKMHETHKATa Ha
Tpacty3ymal. CpaBHsBaHETO Ha (hapMaKOKHHETUYHHTE JaHHU HA TpacTy3yMmad oT npoyuBane M77004,
ripu koeto xenu ¢ HER2-nonoxurenes MPMIK ca 6w jiekyBaHu €THOBPEMEHHO C TpacTy3ymao,
MaKJIATaKCceN U JOKCOPYOHLIMH, ¢ papMaKOKWHETUYHUTE JaHHHU Ha TpacTy3ymMal B IPOyUYBaHUS, IPU
KOWTO TpacTy3ymab e mpriarad kato monoteparnus (H0649g) wim B KoMOWHAITHS C aHTPAIUKIHHA
ioc ukinodochamua nnm naknurakcen (npoyusane H0648g), npeanonara nunca Ha eexT Ha
JOKCOPYOHMIMH M NaKJIMTaKces BbPXY (papMaKOKHMHETHKATa Ha TPacTy3yMao.

dapMakoKHHETHYHNTE AaHHK OT rpoyuBane H46139/GO01305 moka3Bar, e KapOOILUIaTHH HE
noBiusiBa (hapMaKOKMHETHKATA HAa TPACTy3yMao.

EIIHOBpeMeHHOTO IMMPUJIOKECHUE Ha aHACTPO30JI U3TJICKAa HE ITOBJIMABA q)apMaKOKI/IHeTI/IKaTa Ha
TpacTy3ymao.

46 ®@epTHANTET, OPEMEHHOCT U KbpMeHe

Kenu ¢ nereponen norennuai/Konrpanenms

JKenure ¢ nerepojieH MOTSHIMAN TPsiOBa OBIAT CHBETBAHU J1a U3MOI3BAT e(HEKTUBHA KOHTPAIICTIIIHS
o BpeMe Ha JeueHne ¢ Herzuma u B mpoabiKkeHre Ha 7 Mecelia ciie]l 3aBbpIIBaHe Ha JICUCHUETO
(Bk. TOuka 5.2).

bpemenHoct

[IpoBeneHu ca MpOy4YBaHUS BbPXY PEMPOIYKTUBHOCTTA TIPH IBITOONAMNATH MAKaIlH, C JIO3H JI0

25 bTH TIO-BUCOKH OT CEMHYHATA MO IbpKaIla 103a 3a xopa 2 mg/kg Tpacty3ymad 3a
HWHTPABEHO3HO MPUIIOKEHHE U HAMA JIAHHU 3a yBpexkaaHe Ha (peprunutera unn dheryca. HabmaronaBaHo
€ IpeMHHaBaHE Tpe3 IUIalieHTaTa Ha TpacTy3ymad B HadaHus (20 - 50 1eH oT recranusaTa) U KbCHHS
(120 - 150 nen ot recramusita) nepuo oT heTanHoTo pa3uthe. He € H3BECTHO Ak TpacTy3ymad
MOKE J]a MTOBIHUsIE PEIPOAYKTHBHATA ClTOCOOHOCT. Thi KaTO MPOyUYBaHHUATA BHPXY PEIPOAYKIHATA
MPY )KUBOTHU HE BUHATH UMAT MPOTHOCTHYHA CTOMHOCT 32 OTNpeesIHEe Ha OTrOBOpa MPH X0pa,
TpacTy3ymad Tps0Ba Jia ce U304rBa 1o BpeMe Ha OpEMEHHOCT, OCBEH aKO MOTeHIIMAIHATA T10J13a 32
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MaiKaTa HaAXBBPJIA NOTCHIIMAJTHUA PUCK 3a IJ104.

ITo Bpeme Ha MOCTMapKETUHTOBATa yIOTpeba nMa CHLOOIIEHNUS 32 HApyIIEeHO GeTarHo OHOpEeUHO
pasBuTHe 1/niK (YHKIMOHAIHO HApYyIICHNE BB BPB3Ka C OJIMTOXUAPAMHHOH, HSIKOU OT KOUTO ca
CBBP3aHH C JIeTaTHa 0eJI0ApoOHa XHUITOIIa3Hs Ha TUI0/1a, IPY OPEMEHHU JKEHH, MOJTyYaBalid
TpacTty3ymad. XKenute, kouTo 3a0peMeHesT, TpsAOBa Aa ce HHOOPMHUPAT 32 BB3MOKHOCTTA OT
yBpeXaaHe Ha mioja. Ako OpeMeHHa KeHa ce JiekyBa ¢ Herzuma, unu ako manueHTkaTa 3a0peMeHee,
JoKaTo noiydaBa Herzuma wmu o 7 mecena cien mocieanaTa go3a Herzuma, sxenaTtenHo e 1a ce
MPOBEXK/1a BHUMATEIIHO HAOIIOJICHHE OT MYJITHIUCIIMIUTMHAPEH SKHII.

Kopmene

IIpoyuBane, nmpoBeaeHo npu Maiimyan Cynomolgus ¢ mo3u 10 25 rbTH TO-BHCOKH OT CEAMUYHATA
oITbpaKaIla J103a 3a xopa 2 mg/kg Tpacty3ymMad 3a MHTPaBEHO3HO MPIIIOKEHHUE OT JicH 120 1o neH
150 Ha OpeMeHHOCTTA, TIOKa3Ba, 4e TpacTy3ymMad ce ceKpeTHpa B KbpMaTa clie/l paKIaHe.
Excro3uista Ha TpacTy3ymab in Utero u HaTM4MeTo Ha TpacTy3ymald B cepyma Ha HOBOPOJCHU
MalMyHHU HE € ChIIPOBOJICHO C HEXEJIaHU €PEKTH BbPXY pacTeika WK Pa3BUTHETO OT PAKIAHETO 110
HaBbpIIBaHE Ha 1-MeceuHa Bb3pacT. He e u3BecTHO manu Tpacty3ymald ce cekpeTupa B KkbpMaTa. Thid
kato yoBemiku [gG1 ce cekpeTupa B KbpMara, a MOTEHIIMAIBT 32 YBPEXKIaHE HA KbPMaUyeTo HE €
HU3BCCTCH, JKCHUTC HC Tp516Ba Ja KbpMAT 11O BPpEME HaA JICUCHHUE C Herzuma un B MPOABIIKCHUE Ha

7 Mecella cie npujaraie Ha MocJe/HaTa J103a.

DepTuauTer

JlurcBat JaHHU OTHOCHO (pepTHiIHTeTA.

4.7 EdexTu BbpXy cioco0HOCTTA 3a modupaHe U padoTa ¢ MAIIUHA

Herzuma moBiwusiBa B Majka CTeleH CIIocOOHOCTTA 3a modupaHe win padboTa ¢ MauHK (BXK. TOYKA
4.8). To Bpeme Ha sieueHneTo ¢ Herzuma moxe /1a Bb3HHUKHAT 3aMaiiBaHe U ChHIMBOCT (BXK. Touka 4.8).
[NanmeHTH, KOUTO UMAT CUMIITOMH, CBBbP3aHH ¢ HH(Y3HATa (BXK. ToUKa 4.4), TpsiOBa 1a ce ChbBETBAT Ja
ce BB3IbpiKaT OT modupane win padboTa C MAIIMHK O OT3ByYaBaHE HA CUMIITOMHUTE.

4.8 Hexenanm JiekapcTBeHU peaKIHH

O0600611eH1Ee Ha Tpodria Ha OE30aCHOCT

Cpen Hali-ceprO3HUTE W/WITU YECTH HEXeNIaHU PeakIuy, ChOOIIaBaHu MpH yIoTpedara Ha
TpacTy3ymab Jocera, ca ChpeuHa TUCHYHKIHS, PEaKI[UK, CBbP3aHH C HHPY3HUATA, XeMATOTOKCHYHOCT
(ocobeno HeyTponeHus ), HHPEKIH 1 60 IpOoOHN HEXKEITaHT PEaKIInH.

TabnuyeH COUChK HA HEKEITAHUTE PECAKIINN

B T031 paznen ca U3N0I3BaHU CIICAHUTE KaTETOPHH 3a YEeCTOTa: MHOTO uectu (> 1/10), yectu

(> 1/100 mo < 1/10), Heuectu (= 1/1000 mo < 1/100), pexxu (= 1/10 000 mo < 1/1 000), MmHOTO peaKu
(< 1/10 000), ¢ HensBecTHA YecTOTa (OT HATMYHUTE TAHHU HE MOXe Jia ObJic HampaBeHa olieHka). [Ipu
BCSIKO TPYNUPAHE B 3aBUCUMOCT OT YECTOTATa, HEIKEIAHUTE PEaKI[UU ¢a U30POCHH B HU3XOIAIIL PeJl 110
OTHOIIICHUE HA TSIXHATA CEPUO3HOCT.

B Tabnuma 1 ca npencTaBeHn HEXENaHU PeakIlnd, ChOOIICHN BBB Bpb3Ka ¢ yrmoTpedara Ha
TpacTy3ymMald 3a HHTPABCHO3HO MPHUIIOKEHUE CAMOCTOSTEIIHO MM B KOMOUHAIIHMS ¢ XUMUOTEPAIHs 10
BpEeMe Ha MIJIOTHUTE KIIMHUYHHU U3MTUTBAHUS ¥ ITPU TOCTMAPKETHHIOBaTa yrnoTpeoa.

Bcwdaky BKITIOUEHN TEPMHUHM €€ OCHOBABAT HA HAali-BUCOKHS MPOIICHT, HAOJFOIaBaH 1O BpeMe Ha

MWIOTHUTE KJIMHUYHYU H3nuTBaHusA. OCBEH TOBa, TEPMHUHUTE, ChOOIIEHH MTPH OCTMAPKETUHTOBAaTa
ynotpeba, ca BkiItoueHu B Tabnwuma 1.
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Tabéamna 1 Hexenanu peaknuu, cbo0IeHH NPH yNOTpeda HA TPAcTy3yMad 3a HHTPABEHO3HO
NMPUJI0KEHHE CAMOCTOATEIHO UJIH B KOMOMHAIMA ¢ XMMHOTEPANHA 110 BpeMe HA MAJIOTHUTE
kiaunndHy u3nureanus (N = 8386) u npu noctmapkeTuHroBara ynorpeba

Cucremo-opranet kiac | Hexesana peaknus YecToTa
Wndexunn n uadecrarmm | Madexmms MHoro yectu
Hazodapuarur MHoro0 dectn
HeyTtponenuueH cerncuc Yectu
[Muctur Yectn
['pun Uectn
Cuny3ut Uectn
Koxxna undexius Yectu
Punur Yectu
Wudexuus Ha ropauTe quxatesinu npruma | Yectn
Wudeknns Ha MMKOYHUTE THTUIIA Yectu
DapuHrUT Yectu
Heormmazmu — [Iporpecus Ha 3JI0KaUYeCTBEHA HEOIIa3Ma C HeW3BeCTHA YeCTOTa
JNO0OPOKaYeCTBEHH, [Iporpecus Ha HeoriazMa C HewW3BeCTHA YeCTOTa
3JI0KaYECTBEHU U
HEONpeIEICHU
(BKJI. KHCTH M TIOJIUIIN)
Hapymenus Ha kppBTa | @eOpuiiHa HEYTPONICHUS MHoro yectu
nuMbHaTa CHCTEMa AHemust MHoro uectu
HeyTtponenus MHoro gyectu
Hawmasen Opoii 6emu KpbBHU MHoro dectu
KJICTKU/JICBKOTICHUSI
TpoMOoIMTONIEHUS MaHoro yectu
XumonpoTpoMOnHEMHUS C HeW3BeCTHA YeCTOTa
HiMyHHA TpOMOOIIMTONCHHUS C Hem3BecTHa yecToTa
Hapymienus Ha umynHata | CBpBbXUYBCTBUTEIHOCT Yectn
cucrema "AnapuIaKTUYHA PEAKIMS Penku
"AnaduUIAKTHYEH IOK Penxu
Hapymrenns na Hamaneno teriio/3ary6a Ha Terjio MHoro dectn
MeTtabonu3ma u AHOpekcus MHoro dectu
XPaHEHETO CuHIPOM HA TYMOPEH JIM3UC C HewW3BeCTHA YeCTOTa
XunepkaaueMus C Heu3BeCTHA YECTOTa
[Tcuxuunu HapyeHus bescpaue MHoro uectu
TpeBoxKHOCT Yectu
Henpecust Yectu
Hapymenus Ha nepHata | “Tpemop MHoro yectu
cucrema 3amaiiBaHe MHoro uectu
['maBoOonme MHoro gectn
[Tapecte3uu MHoro uectu
Hucreysus MHoro uectu
[epudepHa HeBponaTus Yectu
XunepToHus Uectn
ChHIHBOCT Yectn
Hapymenus Ha ounte KOHIOHKTUBHT MHoro uectu
3acuiIeHO ChI300TACISIHE MHoro yectu
CyxoTa B 04uTe Uectn
OTtok Ha manuiara C Heu3BeCTHA YECTOTa
KpbBouznus B peTuHata C Hem3BecTHa YecToTa
Hapymenus Ha yxoTo u I'myxota Heuectu
Ja0MpHUHTA
CobpaeuHu HapylLIeHus Monmxeno kpbBHO HansAraHe MHoro uectu
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Cucremo-opraseH KJjac

Hexenana peakuus

YecrToTa

1I_IOBI/IIJ_ICHO KPBBHO HAJIATAHC

MHoro uectu

'HepaBHoMepHa chpaeyHa AeifHOCT

MHoro gectn

'Copaeuno mpx/eHe

MHoro yectn

HamaneHna ¢pakiys Ha u3TiiackBane™

MpHoro uectu

"ChpieyHa HEIOCTATHYHOCT (3aCTOiHA) Yectu
*"HankamepHa TaXHapHTMHUS Yectu
Kapanomuonarus Yectu
1Haﬂnmau1/1p1 Yectn
IlepukapaualieH U3IuB Heuectn

Kap,[[I/IOFeHGH IIOK

C HeHn3BeCTHA YECTOTA

Hannuen ranonupari puTbM

C Hen3BeCTHA YeCcToTa

CbI0BY HApYIICHUS

["opely BbJIHU

MHoro yectn

“Xunoronus Yectu
Bazonunaramus Yectn
Pecniupatopuu, TpbaHu 1 | *JluciHes MHoro yectu
MeINacTUHAIHA Kammuma MHoro gyectu
HapyleHus Enucrakcuc MHoro yectu
Punopes MHoro yectu
"TIneBMOHMS Yectr
Actma Yectn
Hapymenune Ha 6emute npobose Uectn
“TIneBpaiieH U3JIUB Yectu
*Xpunose Heuectn
[THEBMOHUT Heuectu
“Benoapobra pubposa C HeM3BECTHA YeCTOTa

"PecnmpaTtopeH QMCTPeC

C Heu3BECTHA YECTOTa

*JluxareaHa HEJOCTATHYHOCT

C Hen3BeCTHA YeCcTOoTa

"Benoapobua uHGUIATpaLKs

C HeHn3BeCTHA YECTOTA

“OcTbp 6e10Ap0OEH OTOK

C Hen3BeCTHA YeCcToTa

"OcThp pecupaTopeH JUCTPEC CHHAPOM

C Hen3BeCTHA YeCcToTa

"BpoHX0OCIa3zbsM

C Heu3BECTHA YECTOTa

*Xurnokcus

C Hen3BeCTHA YeCcTOTa

"Hamasiena carypaiys Ha KHCIOPOJIa

C HeHn3BeCTHA YECTOTA

HapHHreaneH OTOK

C Hen3BeCTHA YeCcToTa

OpTomnHes

C Heu3BECTHA YECTOTa

bemoapoben oTox

C Heu3BECTHA YECTOTa

WaTtepcrunmanna 6enoapobHa dosect

C Hen3BeCTHA YeCcTOoTa

CroManrHo-4peBHI Huapus MHoro yectu
HapyLIEHUs [ToBpbiaHe MHoro uectu
lanene MHoro yectu
1H0I[yBaHe HA YCTHUTE MHoro yectu
KopemHa 6onka MHoro yectu
Jucnencus MHoro uectu
3anex MHoro uectu
Cromarur MHoro gectu
Xemopouau Yectn
Cyxorta B ycTara Yectn
XenaToOumuapHu XenarouenyJaapHO YBpEKIaHe Yectn
HapylIEeHUS XenaTur Yectu
BonesneHocT Ha uepHHsI 1pod Yectu
Kenrenuna Penxu
Hapymienus Ha koxatau | Epurema MHoro yectu
MOAKOKHATA ThKaH O6puB MHoro gyectn

Monysane Ha mueTo

MHoro yectn
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Cucremo-opraseH KJjac

Hexenana peakuus

YecrToTa

Anonenus

MHoro uectu

Hapymienue Ha HOKTUTE

MHoro gectn

CuHIpOM Ha TAIMapHO-TUIaHTapHa

MHoro gectn

EPUTPOAU3ECTESUS

Axne Yectu

Cyxota Ha KoxaTa Yectun

Exxumosa Yectu

Xunepxuaposa Yectu

Makyno-nanysiapes o0puB Yectu

Copbex Uectn

UymiMBOCT HA HOKTUTE Yectu

Jepmatur Yectu

Yprukapus Heuectu

AHruoenem C HewW3BeCTHA YeCTOTa
Hapyuienus Ha ApTtpanrus MHoro uectu
MYCKYJIHO-CKEJIeTHaTa "MyckynHa ckoBaHOCT MHoro yectu
cucreMma u Muainrus MHoro yectu
CbCIMHUTCIIHATA ThKaH AprI/IT Yectu

Boinka B repba Yectu

Bonka B kocTute Yectun

MycKyJIHU cria3Mu Yectu

Bosika B mmsita Yectu

bonka B kpaliHULIATE Yectu
Hapyuienus Ha Bbr0OpedHo HapyIeHHe Yectu

OBOpEIMTe U MUKOYHUTE

MeMOpaHO3€eH MIOMEPYJIOHEPPHT

C Hen3BeCTHA YeCcToTa

IIBTULLA I'momepynonedponarus C Hem3BecTHa YecToTa
bpOpeuHa HeroCcTaThYHOCT C HeW3BeCTHA YeCcTOTa
ChCTOSIHUS, CBBP3aHU C OnuroxuapaMHUOH C HensBecTHa 4ecToTa

OpEMEHHOCTTa, POJIOBUS U
MOCIIEPOOBUS TIEPUOT

brOpeuna xumoruiazus

C Hen3BeCTHA YeCcToTa

Bemonpobra xumomiasus

C Heu3BECTHA YECTOTa

Hapyuienns Ha
BB3IPOU3BOIUTEIHATA
CHCTEMaA U I'bpJaTa

Br3nanenue Ha repraTa/MacTHT

Yectn

OO0mm HapyIIeHUS U
e()eKTH Ha MACTOTO Ha
MIPIIOKEHUE

AcTenus

MHoro yectn

Bonka B rppaHus KOl

MpHuoro uectu

CTyneHu TpBIKHA

Mpmuoro uectu

YMopa

MpHoro uectu

['purono100HN CHMIITOMH

MHoro uectu

Peaknusi, cBbpp3ana ¢ nHGY3UATA

MHoro yectn

Bonka

Mpmuoro uectu

IMupekcus

MpHoro uectu

Bnb3nanenue Ha JIMTaBUIIUTC

MHoro uectu

[TepudepeH oTok

MHoro uectu

Hepasnosioxenue Yectu
Otox UecTtn
HapansiBanus, otpassaus | Konrysus Yectu

U YCIIOXKHEHHUS,
BB3HUKHAJH B PE3yNTaT
Ha UHTEPBEHINH

* O6o3HauaBa HEXeTaH! peakuuu, C’I)O6H1€HI/I BBB BPBb3Ka C JICTAJICH U3XOM.

1 O6o3HauaBa HeXxeETaHU PEAKIIMH, KOUTO CE ChOOMIABAT MPEAMMHO BHB BPb3Ka C PEAKIIMUTE, CBHP3aHHU C
nH}y3usaTa. HiMa oTaenHu npoueHTH 3a TiX.
* HabmronaBano ipy KOMOMHMpPaHa Tepanus CiIell aHTPALMKINHA 1 B KOMOMHANNS C TAKCAHH.
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Onucanue Ha I/I36D3.HI/I HCXCJIaHU pCaKIIMH

Coupoeuna oucyukyus

3acroiinara cepaeuna HeaoctarbuHOCT (NYHA Kitac I - 1V) e decTa HexxenaHa peakius, CBbp3aHa ¢
ymotpebaTa Ha Herzuma, kato ¢ Ouia cBbp3aHa ¢ JeTaleH u3xo (BxK. Touka 4.4). [Ipu manueHTH,
JISKyBaHM ¢ TPACcTy3yMal, ca HaOJIF0JaBaHy MPU3HAIIM U CUMIITOMHU Ha ChpleYHa AUCHYHKINSA, KaTO
HaImp. AUCITHEs, OPTOIHES, 3aCUJICHA KalluTuIla, 0eoApo0eH 0TOK, S3 rajion Wil HaMaleHa KaMepHa
(pakuus Ha U3TIacKBaHe (BK. Touka 4.4).

B 3 ocHOBHM KIMHUYHY U3MUTBAHUS C aAIOBAHTHO MPUIIOKEHNE HA TPACTy3yMal, Ipuiiarad B
KOMOMHAIINS ¢ XHMHOTEPAIns, YeCTOTaTa Ha ChpeuHa AUcyHKuus creneH 3/4 (mo-crnenuaiHo
CHUMIITOMaTHYHA 3aCTOIHA Chp/EYHA HEJOCTATHYHOCT) € M0100Ha [IPY IALUEHTH, HA KOUTO €
npuiaraHa caMo XMMuoTepanus (T.€. He ca MoIy4aBaiy TpacTy3yMal), U Ipu OOJHH, Ha KOUTO €
mpuiarat Tpacty3ymab nocienosatento cien takcad (0,3 - 0,4%). UectoTara e Hail-BUCOKa U
MAIMeHTH, Ha KOUTO € TIpUJIarad TpacTy3ymad enHoBpeMeHHO ¢ TakcaH (2,0%). Ilpn HeoaaroBaHTHO
JIYEHUE OMUTHT C €THOBPEMEHHO MPUIIOKEHHE Ha TpacTy3ymMal U cxema ¢ HUCKa /1032 aHTPAIMKINH €
orpanuueH (Bx. Touka 4.4).

Korato TpacTy3yma0 e mpuiaras cjeja 3aBbpIlBaHe Ha aJI0BaHTHA XUMHOTEPAIusl, ChbpJcUHA
HepocrarbyHocT Kitac 111-1V no NYHA e na6monasana ripu 0,6% OT maIijeHTUTE B paMOTO C €/1HA
roJlvHa Ha MPUJIOKEHUE CJe MeauaHa Ha npociuenssane 12 meceua. B npoyuBane BO16348, cien
MeauaHa Ha mpociensBane 8 roauau, yectorara Ha Texkka 3CH (NYHA Koac 111 m IV) B rpymara Ha
JiedeHue ¢ Tpacty3ymab 3a 1 roauna e 0,8%, a yecToraTa Ha Jieka CHMITOMATHYHA ¥ aCHMITOMATHYHA
neBokamepHa guchyHkuus e 4,6%.

Oo6parumoctTa Ha Texkkara 3CH (ompenenena kato mopeauia OT Hali-MaJIKO JIBE MTOCIICTIOBATEITHA
croitnoctu Ha JIKOU > 50% cnen cxbutnero) e oueBuana npu 71,4% OT manueHTure, JeKyBaHH C
TpacTty3ymal. Y cTaHOBEHA € 0OpaTUMOCT Ha JIeKaTa CUMITOMATHYHA M aCUMITOMAaTHYHA
JeBOKaMepHa AucPyHKIus pu 79,5% ot manuenture. [lpubnusurento 17% ot crbutusara, CBEp3aHu
ChbC Chp/eYHAa AUCPYHKIUS ca HACTBIIWIN CIIe] 3aBbpIIBaHE Ha JICYEHHETO ¢ TpacTy3ymao.

B ocHOBHHUTE KIMHWYHU U3MUTBAHUS C TPacTy3yMal 3a HHTPAaBEHO3HO MIPUIIOKEHHUE MIPU
MEeTacTaTUIHO 3a00JIIBaHE YeCTOTaTa Ha ChpaedHa nucyHKIus Bapupa Mexay 9% u 12%, xoraro ce
KOMOMHHpa ¢ MaKJIUTaKceNl, B cpaBHeHUE ¢ 1% - 4% npu caMOCTOSTENHO MPUIIOKEHHE Ha
naknurakcell. [Ipu MoHoTepamnus yectorata € 6% - 9%. Haii-Bucokara yecToTa Ha ChpJcYHa
mucyHKIMS € HaOfo1aBaHa MMpH NAIUEHTH, IOJTyYaBaly TPacTy3yMal eJHOBPEMEHHO C
aHTpanukiInH/nuKIopochamus (27%), 1 e 6rina 3HaYUMO TI0-BHCOKA, OTKOJIKOTO TIPH CAMOCTOSITEITHO
NPUIOKEHHE Ha aHTpauuKIuH/nukiIopochamun (7% - 10%). [lpu exno mocienBamio KIMHUIHO
W3MUTBAHE C IPOCIIEKTUBHO HAOIIOACHUE HA ChpAeyHaTa (QYHKIMS, YeCTOTaTa Ha CUMIITOMaTHYHA
3CH ¢ 2,2% npu naiyeHTuTe, MojyyaBallii TpacTy3yMad u Jouerakce, B cpaBHeHue ¢ 0% mnpu
MalnUeHTHTe, MOTyYaBally JoeTakces camoctosTenHo. [loBeuero ot manuentute (79%), kouTo ca
pasBWIM chpAeyHa IUCHYHKINS B Te3U KIMHUYHHI U3IIUTBAHUS, Ca IIOJIyYHIIN TOA00OpEHuE ciel
crannapTHo jedeHue 3a 3CH.

Peakuuu xom ungyzuama, anep2onodobHu peakyuy U peakuu Ha C8PbXYYECMEUMETIHOCH

Nzuucneno e, ye npubimsurenno 40% OT malueHTUTe, JISKYBaHU C TPACTy3yMao, IIe MoIyqar
peaxium, CBbp3aHu ¢ HHPY3HTa, 101 HAKakBa ¢popma. [loBedeTo oT peakuure, CBbp3aHH C
nH(py3uATa, 00aUe ca JIeKH 10 yMepeHu o nHTeH3uTeT (creneHypama cucreMa Ha NCI-CTC) n umar
TCHACHIIUA 3a Bb3HUKBAHC paHO IO BPEME HaA JICHCHUCTO, T.C. 110 BpEMEC Ha I/IH(i)y?;I/II/I €Ha, IBC U TpH,
KaTo YecToTaTa HaMaJsaBa MpH MocleaBamuTe nHpy3uu. Peaknnnte BKIFOYBAT CTYJCHH TPBITKH,
(hebpuHTeT, TUCTTHES, XUITOTOHUS, XPUIIOBE, OPOHXOCTIa3bM, TAXUKAPAWs, HAMaJleHa KHCIOPOTHA
caryparys, pecliupaTopeH qUCTpec, 00puB, rajicHe, MOBPBIaHe U ri1aBoboswe (BK. Touka 4.4).
UecroTara Ha peakIUUTe, CBbP3aHU C HH(Y3UATA, OT BCHUKU CTCIICHU Bapupa MEX 1y KIMHUIHUTE
MIPOYYBaHUS B 3aBUCUMOCT OT TIOKa3aHUETO, METOIOJIOTHATA HA ChbOMpaHe Ha JaHHHUTE U OT TOBA JIaJIH
TpacTy3ymal € mpujiaral ¢ IHOBPEMEHHO ¢ XMMUOTEpAIus Wik KaTO MOHOTEPAIIHUS.
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Texku aHapUIAKTUYHY PEAKIMHU, U3MCKBAIIN He3a0aBHAa HaMeca, MOKE J1a BB3HUKHAT OOMKHOBEHO IO
BpeMe Ha ITbpBaTa WK BTopara HH(py3usa Ha TpacTy3ymad (Bk. Touka 4.4), kaTo ca OuIM CBBP3aHU C
JeTaneH u3Xo/l.

B m3ommpanu ciaydan ca HaOr0aBaHN aHA(DIITAKTOUTHN PEaKITUH.

Xemamomoxcuunocm

@erHnHa HCYTPOIICHUS, JICBKOIICHUA, aHCMUA, TpOM6OHI/ITOH€HI/I$I 1 HCYTPOIICHUA Bb3HUKBAT MHOI'O
yecTo. YecToTaTta Ha BH3HMKBAaHE Ha XI/IHOHpOTpOM6I/IH€MI/I$I HE ¢ U3BecTHAa. PUCKBT OT HCYTPOIICHU
MOXKE ga € JICKO ITIOBHUIICH, KOIraTo TpaCTy3yMa6 CC Mpujiara ¢ JOLUCTAaKCeII CJIeA TCparus €
AHTPALUKINHUA.

Benoopobrnu cvoumus

Texku 6eoIpOoOHHN HEeXeJIaHU PeaKIlii Bb3HUKBAT BB BPh3Ka C yrnoTpedara Ha TpacTy3ymal, KaTo
ca OWIM CBBP3aHH C JICTAICH U3X0J. Te BKIFOYBAT, HO HE CE€ OTPaHMUYaBaT ¢ 0EI0pOOHU UHPUITPATH,
CHUHJIPOM Ha OCTBpP PEeCHHPATOPEH TUCTPEC, THEBMOHMS, THEBMOHUT, IJIEBPaJIcH U3ITUB,
peCIUpaTopeH AUCTPEC, OCTHP OEI0IPOOEH OTOK U TUXATeTHA HEOCTATHYHOCT (BXK. Touka 4.4).

[MoxpoGHOCTH 32 MEPKUTE 32 MUHUIMHU3HPaHe HA PUCKa, ChOTBeTCTBalIM Ha [itaHa 3a ympaBiieHue Ha
pucka B EC, ca mpencraBenn B (Touka 4.4) [IpeaynpexneHus 1 pearna3Hl MEpKH.

HUmyHOTreHHOCT

B npoyuBaneTo mpu HeoaI0BaHTHO-aA0BaHTHO JieueHrne Ha PPMIK (BO22227), npu meauaHa Ha
npocnenasBane, Haaxpupisa 70 mecena, 10,1% (30/296) ot nanueHTUTE, JIEKYBaHU C TPacTy3ymad
WHTPaBEHO3HO, Ca Pa3BUJIM aHTUTENA CIIPSAMO TpacTy3ymad. Heyrpanusupamy aHTuTena, HacCOYeHH
cpery TpacTy3ymab, ce OTKpHUBAT B MPOOUTE CJIe U3XOAHOTO HUBO MpH 2 OT 30 manueHTu B paMoTo C
TPacTy3ymMad HHTPABEHO3HO.

KnuananoTo 3HadeHne Ha Te3W aHTHTENA He € n3BecTHO. HanmmumeTo Ha aHTHTENa, HACOYEHH CPEeIry
TpacTy3ymal, He OBIHUsIBa (hapMaKOKUHETHKATa, ehUKACHOCTTA (OMpeAeicHa OT MaTOJOTHUHUS
eiieH otroBop [pCR] u mpexussiemoctta 0e3 chOutue [EFS]), u 6e3onacHoCTTa, ONpeneneHa ot
osiBaTa Ha peakKIiuy, cBbp3anu ¢ mpmioxenrnero (PCIT) Ha TpacTy3ymMad 3a HHTPaBEHO3HO
MIPUIIOKEHUE.

Hsma nannu 3a ”MMYHOTEHHOCT Ha TpacTy3yMal IpY pak Ha cToMaxa.

C’BO6]J_I3.B3HG Ha 1003 pPaHu HCXCJIaHU PCAKIINHN

Cro0IaBaneTo Ha MOJI03MPAHN HEeXKEIIAaHHW PEaKIUK CIIe]] pa3peliaBaHe 3a yrnorpeda Ha JISKapCTBeHUS
MPOIYKT € BayKHO. TOoBa M0O3BOJISIBA 1a TIPOABIKUA HAOIIOICHUETO HAa ChOTHOLICHHETO T0JI3a/pUCK 32
JeKapCTBEHUS MPOAYKT. OT MEAMITUHCKHUTE CIIEIIMATMCTH C€ M3MCKBA Ja ChOOIIIABAT BCIAKA
MOJI03MPaHa HEeXellaHa Peakius ype3 HallMOHANHA CHCTeMa 3a ChoOIaBaHe, mocoueHa B [IpuiokeHune
V.

4.9 Ilpeno3mpane

Hsama onut ¢ npenosupane npu xopa 1o BpeMe Ha KIIMHUYHUTE u3nuteanus. [1o Bpeme Ha
KITMHAYHUATE U3MTUTBAHUS HE ca MPUJIATaHd CAaMOCTOSITEIHO SAMHUYHU 1031 Herzuma mo-Bucoku ot
10 mg/kg. B xiMHMYHO W3MUTBAHE TIPH MMAIMCHTH ¢ METacTa3upall pak Ha CTOMaxa € MmpoydeHa cxema
Ha TpuiaraHe Ha nojabpikaiia qo3a 10 mg/kg va tpu ceamunm (q3w) cien HaToBapBaila J103a

8 mg/kg. lo3u 10 TOBa HUBO ca ce OHACSIIH J00pe.
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5.  ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmakoguHAMHMYHM CBOMicTBA

®dapMmakoTepaneBTHYHA rpyna: AHTHHEONJIACTUYHH CPECTBA, MOHOKIOHAIHM aHTuTena, ATC xox:
LO1FDO1.

Herzuma e 6uonorn4no nompo6eH iekapcTBeH mpoaykt. [loapoOHa nHpOpMAaIUs € peIocTaBeHa Ha
yebcaiita Ha EBporreiickara arenmus 1mo ekapcTsara http://www.ema.europa.eu.

Tpacty3ymab e pekoMOMHaHTHO XyMaHu3upaHo [gG1 MOHOKIIOHATIHO aHTHUTSJIO CpEIly peenTop 2 Ha
yoBemkus enunepmainet pacrexet paxrop (HER2). [Ipexomepnara ekcripecust Ha HER2 ce
Habmonasa pu 20% - 30% ot ciryyanTe Ha MHPBUYCH pak Ha MiIeUHaTa kJie3a. [I[poyuBanusTa Ha
yecrorata Ha HER2-TI03uTHBHOCT IipH pak Ha cTomMaxa ¢ nomouira Ha umyHoxuctoxumus (IHC) u
¢aryopecuentHa xubpuausarus in situ (FISH) nm ¢ xpomorenna xubpuan3zanus in situ (CISH) ca
nokazann, ¥e HER2 mozutuBHOCTTA Bapupa B mmpoku rpanuii ot 6,8% mo 34,0% 3a IHC u 7,1% no
42,6% 3a FISH. [IpoyuBanusTa mokasBat, 4e MaIEHTH ¢ paKk Ha MJIEUHATA JKJIe3a ¢ MPEKOMEpHA
excripecus Ha HER2 ca cbe ckbeeH nmepuoa Ha mpexuBieMocT 0e3 CHMITOMH Ha OoJiecTTa B
CpaBHEHHE C MAMEHTHTE Oe3 mpexkoMepHa ekcripecus Ha HER2. ExctpanenynapaaTa obiact Ha
pettenitopa (ECD, p105) Mmoxe 1a ce oTAenu B KpbBOOOPAIICHUETO U J1a C€ U3MEPHU B CEPYMHHU IIPOOH.

Mexauus3sM Ha JeHWCTBUE

Tpacty3ymMab ce CBbp3Ba CIEU(pUIHO ¢ BUCOK aQUHHUTET ChC cyomomeiin [V, rokcTameMOpaHeH
peruoH Ha excTpauenynapaus fomeiiH Ha HER2. Ceyp3Banero Ha TpacTy3ymadb ¢ HER2 nnxnubupa
nurasji-uezaBucumute curnanu Ha HER2 u npenoTBpatsaBa npoTeOIUTHYHOTO pasiielBaHe Ha
EKCTpalleTyIapHUs My JIOMEHH, akTUBUpal] MexaHn3bM Ha HER2. YcraHoBeHO €, KakTo Mpu aHaIH3u
in vitro, Taka v P JKUBOTHH, Y€ TPACTy3yMad MOTUCKA MpostudeparisaTa Ha YOBSIIKH TyMOPHH
KIIETKH, KOUTO mpekoMepHo ekcrpecupat HER2. OcBeH ToBa, TpacTy3ymal € MOIIIEH MeInaTop Ha
AHTHTSIIO-3aBUCHMAaTa KIETHYHO Meanupana nurotokcnanoct (ADCC). YcranoseHo e, ge in Vitro
Tpacty3ymad-meauupanara ADCC npedepenuuanto ce ocbiectsBa Bbpxy HER2
CBPBXEKCIPECUPAIIN PAKOBH KIIETKU B CPaBHEHHUE C PAKOBH KIIETKH, KOUTO HE EKCIPECUpar

HER2 mpexomepHo.

Jlnargoctunpasde Ha cBpbxekcnpecust Ha HER2 winn ammmnduxarust Ha resa sva HER2

Jluacnocmuyupane na npekomeprwama HER2 excnpecus uau HER2 2enna amnauduxkayus npu paxk Ha
MIACYHAMA JICNIe3a

Herzuma tps6Ba m1a ce U3Mmoia3Ba caMo MpH MalueHTH ¢ TyMopu ¢ mpekomepraa HER2 ekcnipecus nmm ¢
renHa ammummdukanus Ha HER2, onpeznenena upes ToueH U Baquaupan TecT. JuarHocTumpaHeTo Ha
npekomepHata HER2 excnipecust Tps6Ba na ce u3Bbpiuu ¢ umyHoxuctoxumudeH (IHC) metox Ha
OTICHKA BHPXY (UKCHpaHU TYMOPHH OokdeTa (BX. Touka 4.4). ['enHara ammmndukarus Ha HER2
Tpsi0Ba J1a ce yctaHoBH upe3 (uryopectieHTHa Xubpuau3aius in situ (FISH) win xpomorenHa
xubpuau3anyst in situ (CISH) Ha ¢pukcupanu TymopHH 010K4eTa. [larmeHTUTE Ca MOAX0sIIH 3a
neuenne ¢ Herzuma, camo ako nokaxar cuiHa cBpbxekcnpecus Ha HER2, onmcana kato ouenka

3+ no IHC, wim nipu nonoxwurened pesyarat ot FISH nim CISH.

3a ;1a ce mosryyaT TOYHU U BB3IPOU3BOIUMU PE3YIITATH, U3CIIEIBAHETO TPsiOBa Ja Ce MPOBEXK/IA B
cHenHaIi3upana JJabopaTopus, KOSTO MOXE Jla OCUTYPH BaJHIMpaHe HAa METO/Ia Ha U3CIIe/IBaHe.

[IpernopruBa ce cieqHara ToukoBa cucreMa 3a orneHka Ha IHC onBersiBaHe, KakTo € IOCOYEHO B
Tabnumna 2:
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Ta6umuna 2 IlpenopbynTeTHA TOYKOBA cucTeMa 3a oneHka Ha IHC onsersiBaHe npu pak Ha
MJIEYHATA KJIe3a

OuneHka Ha IpeKOMepHaTa

CroiiHoCT OupersiBane
1 excnpecusi Ha HER2

He ce nabmonaBa orseTsiBaHe Wi MEMOPAHHO

0 OTpuriatenna
ousetsiBane npu < 10% OT TyMOpHUTE KJIETKH. pHl
Cnabo/enBa 3a0el1eXUMO OLBETABAHE Ha
MeMOpaHuTe ce Ha0mrogasa rnpu > 10% ot

1+ p p OTtpurarensa

TYMOPHHTE KJIETKU. YaCTHYHO € OIBETCHA CaMO
MeMOpaHaTa Ha KIICTKHTE.

Hab6nronasa ce cnabo 10 yMepeHo IbIHO
2+ ouBeTsBaHe Ha MeMOpaHarta npu > 10% ot JBycMmucnena
TYMOPHHTE KJICTKH.

HaOmronaBa ce CHIIHO ITBJIHO OLIBETSIBAHE Ha

3+
MeMmOpanaTa npu > 10% oT TYMOpHHUTE KIIETKH.

ITomoxxutenna

Oo6ukHoBeHo FISH ce cunTa moyokuTenHa, ako ChOTHOIIIEHUETO Ha Opost Ha reHHuTe Komust HER2 B
€/IHa TYMOpHA KJIeTKa KbM OpOsl Ha KOIHATA B XpOMO30Ma 17 € o-TOJISIMO WIT PaBHO Ha 2 WIIH, aKO
rMa noBeye ot 4 konus Ha reH HER2 B enHa TymMOpHa KJeTKa, aKo HE ce puiiara KOHTpoJa ¢
xpomo3zoma 17.

Oo6uknoseno CISH ce cunta nonoxutenHa, ako B HaJ 50% OT TYMOpPHHUTE KJIETKH UMa MOBEYE OT
5 xommmst Ha reH HER?2 B enHO siapo0.

3a MbJIHM yKa3aHUs BbpPXY MPOBEKIAHETO HAa TECTA U MHTEpIIpETalMATa Ha pe3yaTaTuTe, MOJ,
HarmpaseTe crpaBka ¢ JuctoBkuTe Ha Bamuaupanure FISH u CISH tectoe. Oduunannute npenopbku
3a n3cnensane Ha HER2 cbmo Moske na ce u3nomn3sar.

[Ipu Bceku apyr MeTo, KOMTO MOXKE J1a ce M3M0JI3Ba 3a olleHKa Ha npoTernHa HER2 unu rennara
EKCIIpECHs, aHATM3UTE TPSOBA Ja e U3BBPIIBAT CaMO B JIAOOPATOPHUH, OCUTYPSIBAIIH aIeKBAaTHO
CHBPEMEHHO MPOBEXKIaHE HA BATHAUPAHU MeTOIU. TakuBa MeTou TPsOBaA J1a ca OMpeEeIICHO TOUYHU U
JOCTaThYHO aKypaTHH, 3a Aa MOTaT Jia TIoKakaT npekoMepHaTa excrnpecus Ha HER2 u tpsiba na
MOJKe JIa C€ HalpaBy pasiiKa MeKIy yMepeHa (ChOTBETCTBaIIA Ha 2+) U CHITHO U3pa3eHa
(cpoTBeTcTBamIa Ha 3+) mpekomepHa excnpecust Ha HER2.

Huaznocmuuupane nHa npekomepuama HER?2 excnpecus unu HER2 2enna amnauduxauus npu pax Ha
cmomaxa

Camo TOYeH U BalnuaupaH TecT TpsOBa Aa ce U3I0J3Ba 3a OTKPUBAHE Ha IPEKOMepHaTa

HER2 excnpecus nimn HER2 renna ammmndukanus. IHC ce mpenmoppuBa KaTo MEPBU HAYMH Ha
TeCTBaHe, a B CIy4au, IpHU KOUTo € HeoOxoauM u ctatyc Ha HER2 renna ammmudukanus, TpsaoBa na
ce U3II0JI3Ba MJIH TIOJICHIICHA che cpedpo in Situ xubpuausaus (SISH), nim FISH meton. [Ipenopbua
ce obaue npu SISH MeTona na nMa BE3MOKHOCT 32 yCIIOpeIHa OIICHKa Ha XUCTOJIOTHATA U
MopdosorusaTa Ha TyMopa. 3a a ce OCUTypH BalMIUpaHe Ha TECTOBETE U MOJIydaBaHEe HA TOUYHU U
BB3MPOU3BOJNMU pe3ynTarty, nuzcnensanero Ha HER2 Tps6Ba aa ce n3pbpum B tabopatopus ¢ o0yueH
nepcoHai. [IbIHN yKa3aHUsI OTHOCHO IIPOBEXKIAHE HA TECTa U MHTEPIIPETALMS Ha pe3yiTaTHTe TpsiOBa
Jla ce B3eMarT OT JIMCTOBKAaTa Ha NPOLyKTOBaTa MH(OpMALKs, IPEIOCTaBsIHA C U3II0JI3BAHUTE

HER2 Tecroge.

B mnutBanero ToGA (BO18255), marmuentn ¢ IHC3+ uimu FISH momoskurenay TyMOpH ca
onpenenenn karo HER2-monoxurenan u 3aToBa ca BKIIOYEHN B M3MUTBaHETO. Bb3 ocHOBa Ha
pe3yATaTUTe OT KIMHUYHOTO U3MHUTBaHE, MOJIE3HUTE e(DEKTH ce OrpaHUYaBart 10 MAlMEHTH C
M0-BUCOKO HUBO Ha cBpbXxekcnpecus Ha HER2 nporeuna, onpexnenen ¢ 3+ touku npu IHC unu 2+
touku nipu IHC u nonoxurenen FISH pesynrar.
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B enHo npoyuBaHe che cpaBHsABaHe Ha MeToauTe (IpoyuBaHe D008548) e HaOo1aBaHa BUCOKA
cTerneH Ha croTBeTcTBUE (> 95%) mpu SISH u FISH meronuTte 3a otkpuBane Ha HER2 renna
amMIuIM(pUKaLys Ipy TalMeHTH C paK Ha CTOMaxa.

IIpekomepnara ekcrpecust Ha HER2 tpsibBa na ce oTkpue upes u3cieBaHe ¢ UMyHOXUCTOXUMHYCH
meron (IHC) na dpukcupanu tymopau 61okvera; HER2 rennara ammmmdukarus tpsOBa 1a ce oTKpre

¢ momoIira Ha in Situ xubpuansarwst, usnonssaiiku SISH unu FISH Ha ¢ukcupanu TyMOpHH OJI0KUETA.

IIpenopbuBa ce ciaeaHaTa TOUKOBA CHCTEMa 3a OlleHKa Ha HauuHuTe Ha oneTsBane no IHC, kakTo e
nocoyeno B Tabnuna 3:

Tab6smua 3 IIpennoppYnTeIHA TOYKOBA CHCTEMA 32 OLlCHKA HA HAYMHHUTe Ha onBersaBane nmo ICH

MpH PaK HA CTOMAXa

Ounenka Ha
N Xupyprudecka npooda IIpo6a oT 6uoncusiTa
Croitnocr HAYMH HA OLIBETSIBAHE HAYMH Ha OLBETSIBAHE CBpLXCKCIpEcHITA
na HER2
Jlumca Ha peakTUBHOCT Wiy | Jlumca Ha peakTHBHOCT WJIM Ha
Ha MeMOpaHHa PEaKTUBHOCT | MEMOpaHHA PEaKTHUBHOCT BHB
0 o Orpunarenna
pu < 10% ot TyMopHHUTE BCUYKH TYMOPHH KJIETKH.
KJICTKH.
Cnaba/enBa nonoBuma KrnacTtep oT TyMOpHU KJI€TKH
MeMOpaHHa PEeaKTUBHOCT cbe cnaba/ eaBa JOJIOBUMA
pu > 10% ot TymopHuTE MeMOpaHHa PeakTUBHOCT
1+ p yMop p p ’ OTtpunarenHa
KJIETKH; KJICTKUTE ca HE3aBHCHUMO OT IPOLICHTA Ha
PEaKTHBHH CaMO B 4acT OT OLIBETEHU TYMOPHH KJIETKH.
MeMOpaHaTa CH.
Cnaba 10 yMepeHa IbJiHa, Kractep oT TyMOpHU KJIE€TKH
0a3zonaTepanHa HiH cbe cnaba 10 yMepeHa ITbJIHa,
JaTepaiHa MeMOpaHHa 0a3zomnatepaiHa WM JaTepaiHa
2+ o JBycMucnena
peaktuBHOCT ipu > 10% oT | MeMOpaHHa pEeaKTUBHOCT,
TYMOPHUTE KJIETKH. HE3aBHCHUMO OT IPOLICHTA Ha
OLIBETCHU TYMOPHH KJIETKH.
Cwna meiTHa Oa3onatepanHa | Kimactep oT TYMOpPHH KIIETKH
WM JaTepaiiHa MeMOpaHHa | ChC CHIJIHA ITBJIHA
aKTUBHOCT ipu > 10% ot 0asomarepanHa WM JaTepaiHa
3+ [Tonoxurenna
TYMOPHHTE KJICTKH. MeMOpaHHa aKTUBHOCT,
HE3aBHCHUMO OT IIPOLICHTA Ha
OLIBETEHU TYMOPHH KJIETKH.

ITo npuammm, SISH nn FISH ce cunTat 3a moJIOKHUTETHN, aKO CHOTHOIIICHUETO Ha OpOos Ha TCHHUTE
kornust Ha HER2 Ha eHa TyMopHa KieTka KbM Opost Ha KOTHsITa Ha XpoMo3oMa 17 e 1mo-rofism wiu

paBeH Ha 2.

Knonanana CSIQI/IKaCHOCT u 0e30MacHOCT

Memacma3supan pak Ha mieuHama dciesa

Tpacty3ymMa0 e u3MoJi3BaH B KIMHUYHYU U3MUTBAHUS KaTO MOHOTEpanus npu naruenta ¢ MPMX cbe
cBpbxekcnpecus Ha HER2, kouTo ca nexyBaHU HEYCIEUIHO C €JHA WJIK ITOBEYE CXEMHU Ha
XUMHOTEPAIus 32 METacTa3upasoTo 3a00isBaHe (TpacTy3ymMad CaMOCTOSATEINHO).

Tpacty3yma0 e n3nos3BaH ChII0 U B KOMOMHAIHS C MAKIUTAKCEI WM JIOLETAKCeN 3a JICUCHHE Ha
MAIMEHTH, KOUTO HE ca JICKyBaHH 32 MEeTacTa3upanoTo 3aboisBaue. [laipeHTuTe, KOUTO MpeIH TOBa
ca MoJyJaBaly aJl0BaHTHA XMMHOTepanus Ha 6a3ara Ha aHTPALMKIIMHH, Ca JIEKYBaHHU C MAKIUTAKCE
(175 mg/m? B uEY3Us C IPOABIKUTEIHOCT 3 4aca) ChC MM 6e3 TpacTy3ymab. B mumoTHoTO
KJIMHAYHO M3MUTBaHe Ha fouerakcen (100 mg/m? B uudy3us ¢ NpobIKUTENHOCT 1 yac) che uimm 6e3
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TpaCTYSy'Ma6, 60% ot MaOUCHTUTC Ca NMOJTydaBaJId MPEaAN TOBA aAIOBAHTHA XUMHUOTCPAIIUA HaA Oa3ara
Ha aHTPAlIUKIINHHA. HaLII/IeHTI/ITC Ca JICKYBAaHHU C TpaCTy3yMa6 [0 Mporpecus Ha 3a00JIIBaHETO.

EdwukacHocTTa Ha TpacTy3yMad B KOMOWHAIMS C TIAKJIUTAKCEN MIPY MAIUSHTH, KOUTO HE ca
MOJTyYaBajIy MPE/M TOBA alI0BAaHTHA XUMHUOTEpAIus Ha 0a3ata Ha aHTPAIUKIMHY, HE € TIPOyYBaHa.
Tpacty3ymab mrroc moreTakcen odade e eyukaceH mpu OOTHUTE, HE3aBUCUMO JTajTH ca IOTydaBain
Impe€au ToBa aAl0OBaHTHA XUMHOTEpAIlrd Ha Oasara Ha AHTPAalUKINHHA.

IIpu tecra 3a cBpbxekcnpecus Ha HER2, u3nosns3san 3a olieHka Ha IPUTOHOCTTA HAa MAIMEHTHUTE 3a
ydacTHe B MWJIOTHUTE KIMHIYHU U3MUTBAHUS C TPACTy3yMab MOHOTEpaIus 1 TpacTy3yMal IUTiocC
MaKJIUTaKCEeN, € U3IO0JI3BaHO HMYHOXHUCTOXUMUYHO olBeTsiBaHe 32 HER2 Ha ¢pukcupan marepuan ot
TYMOpPH Ha MJIEYHATA )KJIe3a ¢ MUIIM MOHOKIOHaNHM aHTuTena CB11 u 4D5. Te3u Tpkanu ca
(ukcupanu BB popManuH uiu GUKcHpaI pa3TBop Ha Bouin. To3u u3ciiemoBaTeICKH METOT,
MIPWIOKEH B KIMHUYHOTO U3MUTBaHE, € U3BBPIIBAH B LIEHTpaJIHa JabopaTopus, U3MOI3BAIla CKajla OT
0 mo 3+. [Taruenture ¢ onBeTsABaHe 2+ WK 3+ ca BKIIIOYBAHM, a Te3H ¢ ouBeTrsBaHe O wim 1+ ca
M3KI0YBAHU OT KIIMHUYHUTE u3nuTBanusa. Hag 70% ot mauueHTuTe, BKIIOYEHU B KIMHUYHUTE
W3IUTBAHUS, Ca MMM CBpbXeKcnpecus 3+. JlaHHHUTe moKa3BaT, ye 6maronpusTHUTe eekTu ca
MoBeYe MpY NalMEeHTUTE C O-BUCOKO HUBO Ha cBpbxekcrnpecus Ha HER2 (3+).

OCHOBHHUSAT TECT-METO/, U3I0JI3BaH 3a onpezesHe Ha HannyrueTo Ha HER2 B MUIOTHOTO KIMHUYHO
M3MUTBaHE Ha JIOLETAKCell, ChC WK 0e3 TpacTy3ymad, € IMyHOXHCTOXUMUYEH. [10-Malika 4acTt ot
0OJIHHTE ca TeCTBaHM C MeToJa Ha duryopeciieHTHa in-situ xuopuamsanus (FISH). B ToBa knmuHUYHO
m3nuTBaHe, 87% OT BKIIOYEHHTE MallieHTH ca nManu 3adongBane IHC3+, a 95% ca umanu
3a6omasane IHC3+ u/unu FISH-nomoxurenso.

Ceomuuna cxema Ha npuiacane npu memacmasupajl pak Ha mjiedHama aiciesd

B Tabnuna 4 ca 000011eHn pe3ynTaTuTe, 0Tpa3sBalld e(pUKACHOCTTA MIPU MPOYYBAaHUS C MOHOTEPATIHS
Y KOMOMHHUPAHO JICYCHHUE:
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Taoauna 4 Pe3yaraTtu 3a epMKacHOCT OT MPOYYBAHMSITA C MOHOTepaNusi 1 KOMOMHMPaHA

Tepanus
ITokasares MoHoTepanus Kom6unupana Tepanusi
Tpacrysyma6' | Tpacrysymad | Ilakaurakcen’ | Tpacrysymad | Houmerakcer’
TLTIOC TIIOC
NAKJIUTAKCeT JoueTaKces
N=172 N =68 N =77 N =92 N =94

CreneH Ha
nosJusiBane (95% 18% 49% 17% 61% 34%
JOBEPHUTEJIEH (13- 25) (36 - 61) (9-27) (50-71) (25 - 45)
HHTEPBAJI)
Mennana Ha
NPOIBJKUTETHO
CTTA HA 0TTOBOPA 9,1 8,3 4,6 11,7 57
(mecenn) (95% (5,6-10,3) (7,3 -8,8) (3,7-74) (9,3-15,0) (4,6 -7,6)
J0BepUTEJIeH
HHTEpPBaJI)
Mepuana na TTP
(mMecenm) 3,2 7,1 3,0 11,7 6,1
(95% noBeputeseH (2,6 - 3,5) (6,2 -12,0) (2,0-4,4) (9,2-13)55) (5,4-7.2)
HHTEpPBaJI)
Menuana Ha
?;::Z‘;‘I‘lfl’)‘e““”“a 16,4 24,8 17,9 31,2 22,74
(95% noBepuTeteH (12,3-n.bh.) (18,6 - 33,7) (11,2 - 23,8) (27,3 - 40,8) (19,1 - 30,8)
HHTEPBAaJ)

TTP = Bpeme 1o mporpecust; “He” 03HAYaBa, 4e HE € OMII0 BE3MOXKHO Ja C€ ONPEACIH WK OIIe HE € TOCTUTHAT

TO3U MOMCHT.

1. ITpoyuBane H0649g: IHC3+ cyOmomymanus maiueHTu
2. ITpoyuBane H0648g: IHC3+ cyOmomymanus maiueHTu

3. [TpoyuBane M77001: ITenen HaOop m3cieABaHNS (HAMEPEHHE 3a JICUCHNE), PE3YNITaTH OT 24 Mecera.

Kombunupano neuenue c mpacmyzymab u anacmposon

[Ipoy4uBaHO € MPUIIOKEHUETO Ha TPACTy3yMad B KOMOMHAIIMA C aHACTPO30JI 3a JeUeHHe OT MbpBa

nuHus Ha MPMOK npu manueHTy B mocTMeHoIay3a ¢ mpekoMepHa excripecus Ha HER2,
TIOJIOXKHUTEITHA 32 XOPMOHATHH PEIEeNTOpH (Harp. ecTporeHnn perentopu [ER] n/mmu
nporecteponoBu penentopu [PR]). [IpexxussiemoctTa 63 porpecus Ha 3a00IIBAHETO € JBOIHO I10-
rojsiMa B paMOTO C TPacTy3yMal ILIFOC aHACTPO30JI B CpaBHEHUE ¢ aHACTPo30 (4,8 Mecena crupsmMo
2,4 mecena). [1o oTHOIIEHNE HA APYTUTE MMOKA3aTEIH TOIOOPEHHSTa, HAOIFOJaBaH! TIPU

KOMOMHaIusATa, ca: 3a oomr orroop (16,5% crpsimo 6,7%); cTenen Ha KIMHUYHA TIoi3a (42,7%

crpsmo 27,9%); Bpeme o iporpecus (4,8 mecena cripsimo 2,4 Meceria). He 61 Moria fa ce yCTaHOBU
paszivKa MEeXIy paMeHaTa 110 OTHOIIIEHHE Ha BPEMETO JI0 OTTOBOP U MPOJBIDKUTEITHOCTTA Ha OTTOBOpA.
MenunanaTa Ha 0011aTa IPEKUBSIEMOCT € YABDKEHA ¢ 4,6 Mecera IIpH MalueHTUTE B PaMOTO €
KOMOWHHMPAHOTO JicueHue. Pa3ukaTa He € CTaTHCTUYeCKH 3HauMMa, 00ade rmopeve OT MOJIOBUHATA
MAIUEHTH OT PAMOTO ChC CAMOCTOSITEITHO TIPUIIOKEHUE HA aHACTPO30JI, CJIC]] POTPecus Ha
3a00JIIBaHETO Ca MPEMHUHAIN KbM CXeMa Ha JIeYeHUe, ChbpiKalla Tpacty3ymao.

TpucedMutma cxema Ha npuiazcane npu memacmasupail paxKk Ha Miaednama Jucie3a

B Ta6nwma 5 ca 06001eHn pe3yaTaTuTe, OTpa3saBany ehUKacHOCTTa IIPH HECPABHUTEITHA
MPOYYBAHUS C MOHOTEPAITNS M KOMOMHHUPAHO JICUCHHE:
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Tab6umuna 5 Pe3yaratu 3a epuKacHOCT OT HeCPABHUTEJIHHN MPOYYBAHUS ¢ MOHOTEPANUS U

KOMOMHMPAHA Tepanus

ITokasares MoHoTepanus Kom0nHupana Tepanusi
Tpacrysymaé® | Tpacrysymad? | Tpacrysymad Tpacry3yma6
TLTIOC I0C
N =105 N=72 naKJIuTaKces’ nouerakce’

N =232 N =110

CreneH Ha

NMOBJIMSIBAHE 24% 27% 59% 73%

(95% noBepuTesieH (15 - 35) (14 - 43) (41-76) (63 -81)

HHTEPBAJI)

Mennana Ha

NPOABIKUATETHOCTTA 10,1 7,9 10,5 13,4

Ha 0TroBoOpa (2,8 - 35,6) (2,1-18,8) (1,8-21) (2,1-551)

(Mecenu) (rpaHuLK)

Menunana na TTP

(mecenu) 34 7,7 12,2 13,6

(95% noBepuresien (2,8-4,1) (4,2-8,3) (6,2-n.b.) (11-16)

HHTEPBAaJ)

Menuana Ha

?pe)KI/IB;leMOCTTa 473

Mecenu HE HE HE '

(95% noBepuresien (32 - ne)

HHTEpPBaJI)

TTP = BpemMe [0 mporpecus; “He” 03HaUaBa, 4e He € OMII0 BE3MOXKHO Jla C€ OIPEJIeIH MM OIEe HE € JOCTUTHAT

TO3U MOMCHT.

1. ITpoyusane WO16229: narosapsaiia go3a 8 mg/kg, mocieasana oT TpuceaMuuHa cxema ot 6 mg/kg
2. [Tpoyusane MO16982: naroBapsamia 103a 6 mg/kg ceamuyno X 3 mbTH, nocaeaBada ot 6 mg/kg

TpUceaAMHNYIHA CXEMa

3. ITpoyusane BO15935
4, IIpoyusane MO16419

Mecma na npozpecus

YecToTaTa Ha IPOTPECHsI B YePHHUS APOO € 3HAUUMO MO-MaJKa MPH MAIUCHTH, JICKYBaHH C
KOMOMHAITUS OT TPacTy3ymMal U MaKJIMTaKCe, B CpaBHEHUE caMo ¢ nakiauTakcen (21,8% cperry

45,7%; p = 0,004). [ToBeue mauueHTH, JEKYBaHHU C TPACTy3yMal U MaKJIUTAKCEI, ca UMaJIH MPOTPecHst
B LICHTpaJIHaTa HEPBHA CUCTEMa, B CPaBHEHHE C JIEKyBaHUTE caMo ¢ naknutakcen (12,6% cpeuty 6,5%;
p =0,377).

Pax na maeunama scnesza 6 panen cmaoulil (8 ycioeuama Ha a0i08AHMHO JieyeHue)

Pannust paK Ha MJICHYHAaTa JKJIC3a CC OIMMpPEACId KaTO HEMETAaCTasupal NbpPpBUYCH WHBAa3MBCH KapIIMHOM
Ha MJICYHAaTa XJic3a.

B YCJIOBHATA HAa AAFOBAHTHO JICUCHUC, TpaCTy3yM36 € U3CJICABAH B 4 ToJIeMH, MHOTOILICHTPOBH,
PaHIOMU3UPAHN KIIMHUYHU U3IIUTBAHUA:

- IIpoyusanero BO16348 € nnanupaHo ¢ 11 1a CpaBHU TPUCEAMUYEH TEPANIEBTUYEH KypC C
TpacTy3ymal B IIPOABIDKCHUE HA €/lHA U IBE€ TOAMHH, B CPaBHEHHUE C HAOJIIOJCHUE NIPH
narrentd ¢ HER2 nonoxurenen PPMIK cren xupyprus, XumuoTepamus 1 JpueTepanus (ako e
npuiaoxumMo). OCBEH TOBa € M3BHPILEHO CPAaBHEHHE Ha JIBE TOJMHU JISYCHHUE C TpacTy3ymao,
CHPSIMO €]lHa TOJIMHA JIeueHHe ¢ TpacTy3ymal. Ha manuentute, onpeneneHu 3a JeueHue ¢
TpacTy3yma0, e Ouia JajieHa MbpBOHAaYaIHO HaToBapBaiia 1o3a 8 mg/kg, mocieaBana ot
6 mg/kg npe3 Tpu ceaMUIIM B IPOABIDKCHUE HA €HA WM JIBE TOJIUHU.

- IIpoyuBanusara NSABP B-31 u NCCTG N9831, konTo BKIIOUBAT OOII aHAN3, ca TIAHUPAHU
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3a U3CIIe/IBaHe HAa KIIMHUYHATA T10J13a OT KOMOWHUpaHe Ha JICUEHUE C TPaCcTy3yMal ¢
naknutakcen cael AC xumuotepanus; npoyuBaHeto NCCTG N9831 nonbJIHUTEIHO U3CIEABA
u go6aBsHeTO Ha TpacTy3ymab cien AC—P xumuorepanus npu manuentu ¢ HER2-
nonoxurenedH PPMXK cien onepanus.

- IIpoyuBanero BCIRG 006 e mianupaHo ¢ men u3cieaBaHe Ha KOMOMHUpaHe Ha JICUCHUETO C
TpacTy3ymab ¢ gorerakcen ciex AC XuMHOTepanus Wik B KOMOMHAIIUS C IOTIETaKCel |
kapOorutatus npu nauuerntu ¢ HER2-nonoxurenen PPMXK crnex oneparust.

PannamsT pak Ha Myednara xie3a B u3nutBaneto HERA e orpanmwden no onepaOuiieH, MbpBUYCH
VMHBAa3MBCH a/ICHOKAPIIMHOM Ha MJICYHATA JKJIe3a C MMOJIOKUTETHUA aKCUIIAPHH JTUM(PHU Bh3IU WU
OTPUIIATEITHH aKCUJIApHU JTUMGHHU BB3IIH, aKO TYMOPBT € Hali-Manko 1 CM B AuaMeTsp.

[Tpu o6mus ananu3 Ha npoyuBanusita NSABP B-31 u NCCTG N9831, PPMX e orpanudeH 10 XeHH
C orepaluIIeH pak Ha MIIEYHATa JKJIe3a C BUCOK PHCK, onpezaeneH kato HER2-nonoxurenex ¢
TTOJIOXKHUTEITHA aKCriIapHu TuMdHN Bb3H niid HER2-mookuTeneH ¢ oTpunareTHi TUM(OHA Bb3JIH ¢
XapaKTepPUCTUKU Ha BUCOK PUCK (pa3Mep Ha Tymopa > 1 cm u ER HeraTtuBHH wim pazmep Ha

TyMopa > 2 cm, HE3aBHCUMO OT XOPMOHAITHHSI CTaTyc).

[Ipu mpoyusane BCIRG 006, HER2-nmonoxxurenausat PPMX e orpannden 1o manienTy ¢
MOJIOKHUTEHU aKCUJIAPHU JIUMGHH BB3JIH I BUCOKO PUCKOBH NAalMEHTH C OTPHLATETHN aKCHIIAPHU
auMGHYU BB3IH (olpeneneHn kaTo otpunarentiu (pNO) mo oTHOLIEHHE Ha 3acATaHeTO Ha IMM(HUTE
BB3JIM) U IIOHE 1 OT ciaegHuTe QakTopu: pazMep Ha TyMOpa Hal 2 cm, HEraTUBEH 33 €CTPOT€HOBHU U
MIPOTECTEPOHOBHU PEIENITOPH, XUCTOJIOTUYHA WITH HyKJleapHa cTereH 2 - 3 Wi Bb3pact < 35 roJuHu.

Pesynrarute 3a epukacHocT oT m3nuTBaHeTo BO16348 cnen mennana Ha mpocnensBane 12 Mecena™ u
8 romunu** ca 060611eHu B Tabnuma 6:

Taoauua 6 Pesyararu 3a epukacnoct ot npoyusane BO16348

Mennana Ha npocJjeasiBane Menunana Ha mpocJiesiBaHe
12 mecena* 8 rogunu**
[okazaren Habmonenne Tpacty3yma0 Hab6monenue Tpacry3ymad
N =1693 1 roguua N = 1697*** 1 roguna
N=1693 N =1 702***
[IpexxuBsiemocT 6e3
3abonsiBaHe
- Bp. manmenTH cbe 219 (12,9%) 127 (7,5%) 570 (33,6%) 471 (27,7%)
cpOuTHE
- bp. marentun Ge3 1474 (87,1%) 1 566 (92,5%) 1127 (66,4%) 1231 (72,3%)
cp0uTHe

P-cToitHOCT cripsiMO < 0,0001 < 0,0001
HaOIr0eHNE

Koedwumnuent Ha 0,54 0,76
PHUCK CIIPSMO
HaOII0AcHHE

[MpexuBsemoct 6e3
peLHanB

- Bp. naumentn cbe | 208 (12,3%) 113 (6,7%) 506 (29,8%) 399 (23,4%)

cnouTne

- Bp. manmenTu 6e3 1485 (87,7%) 1 580 (93,3%) 1191 (70,2%) 1 303 (76,6%)
cpouTHE

P-croiinocT cripssMmo <0,0001 <0,0001
HaOJII0ICHHE

Koedunuent na 0,51 0,73
PHCK CIPSIMO
HaOII0AcHIE
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KscHa
MIPEKUBIEMOCT 0e3
3a0o0isIBane

- Bp. nmanuenTH che 184 (10,9%) 99 (5,8%) 488 (28,8%) 399 (23,4%)
cp0uTHE

- bp. naumenTu 63 1508 (89,1%) 1594 (94,6%) 1209 (71,2%) 1 303 (76,6%)
cpouTHE

P-cToitHOCT cripsiMO < 0,0001 < 0,0001
HaOIr0eHNE

Koedwumnuent Ha 0,50 0,76
PHUCK CIIPSAMO
HaOJII0IeHHE

O6ma
HPEKUBSIEMOCT
(cMBpT)

- Bp. manmenTH cbe 40 (2,4%) 31 (1,8%) 350 (20,6%) 278 (16,3%)
cp0uTHE

- Bp. naumentn 6e3 | 1653 (97,6%) | 1662 (98,2%) | 1347 (79,4%) 1 424 (83,7%)

cnouTne

P-croitHOCT cripsiMo 0,24 0,0005
HaOJIIOICHUE

Koedumment Ha 0,75 0,76
PHUCK CIIPSMO
HAOJI0ICHHE

*CpBMeCTHaTa IbPBUYHA KpaifHa Touka npexusemMoct 6e3 3adonsBane (DFS) 1 ronuna cripsimo HaOmonenue
OTroBapsi Ha IIPEJBapUTEIIHO OIIPEeIeHaTa CTaTUCTUYECKa rpaHnIa

**KpaeH aHaim3 (BKIFOUUTEIHO IPEeMHHaBaHe Ha 52% OT ManyeHTUTe OT paMOTO Ha HaOIIOeHNE Ha
TpacTy3ymal)

***Hanume e HEChOTBETCTBHE B OOIIMS pa3Mep Ha M3BaJIKaTa MOPaAHN MKW OpOU MalueHTH,
paHZOMHU3MpPAHH Clie]] KpaifHaTa JaTa 3a aHaju3a Ha IIPOCIIeABaHeTO ¢ MeauaHa 12 Mecena

PesynraruTe 3a epuKacHOCT OT MEXIMHHUS aHAIU3 HA ePUKacHOCTTa IIpecuyar NpeABapUTEIHO
ofpe/eNieHaTa B MPOTOKOJIA CTATHCTHYECKA MPAaHMIIA 32 CPABHEHHE HA MPUIIOKEHUETO HA TpacTy3ymad
B IIpoAb/DKeHNe Ha | ronuHa cripsimMo Habmogenue. Cien MearaHa Ha mpocieasBane 12 mecena,
koedunueHTsT Ha puck (HR) 3a mpexxusiemoctta 6e3 3abonsaBane (DFS) e 0,54 (95% ClI 0,44, 0,67),
KOETO 03HauaBa abCOJIIOTHA MOJI3a MO OTHONICHHUE HA CTETICHTa Ha 2-TO/IUIIIHA MPESKUBSIEMOCT 0e3
6oxect ot 7,6 mpouenTa (85,8% crpsimo 78,2%) B mon3a Ha paMOTO € TpacTyzymao.

W3BbpiieH e kpaeH aHau3 Clie]] Mpocie/IsBaHe ¢ MeauaHa § roJIMHU, KOWTO MOKa3Ba, ue JICYCHUETO C
TpacTy3ymal B IpoabDKeHHe Ha | ToaMHA € CBBhp3aHo ¢ 24% penyKIus Ha pUcKa B CPaBHEHHE CaMO C
nabmonenne (HR=0,76, 95% CI 0,67, 0,86). Toa o3HauaBa abCOJIOTHA IT0JI3a IO OTHOIIICHUE HA
4YecToTaTa Ha 8-TOJIMIIHA IPEKUBIEMOCT 0e3 3a00iisiBane oT 6,4 MpoleHTa B 110J13a Ha 1-TOAUITHOTO
JIEYECHHUE C TPACTy3yMao.

[Ipu T03u KpaeH aHaU3, YIBHKABAHETO Ha JICYCHUETO C TPACTY3yMal 3a IMepHoJ] OT JIBE TOAMHHU, HE
MOKa3Ba JOIMBJIHUTEHA 0132 crpsiMo JiedeHueto 3a 1 roguna [HR 3a DFS B nonmynanusita ¢
namepenne 3a neuenne (ITT) 2 rogunan cupsmo 1 romura = 0,99 (95% CI: 0,87, 1,13),

p-croitroct = 0,90 u HR 3a o6ma npexkussiemoct (OS) = 0,98 (0,83, 1,15); p-croitroct = 0,78].
Yecrorara Ha aCHMNTOMATHYHA ChP/IcYHA TUCPYHKIIHS € YBEIHUYCHA B PAMOTO C 2-T'OJIUIIHO JICUCHUS
(8,1% cmpsimo 4,6% mipu pamoTo ¢ 1-rogumHo JedeHue). B paMoTo ¢ 2-TOAWIITHO JIeYeHre, ITOBEYe
MAIEeHTH Ca MMAJIM TTOHE €IHA HeXeJlana peakius oT creneH 3 win 4 (20,4%), B CpaBHEHHE ¢ paMOTO
¢ l-ropumrno neuenwne (16,3%).

[Ipu npoyuBarmsta NSABP B-31 1 NCCTG N9831, TpacTy3yma0 e mpuiiaran B KOMOWHAIINS ¢
nakiurakcen cien AC XuMHOTepaItis:

JlokcopyonnuH 1 nukiIodpochaMu ca MpuiaraHd eTHOBPEMEHHO, KaKTO CIIEeIBa:
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- HWHTpPaBEHO3HA MHXEKIUS TOKcopyOuia 60 mg/mz, MpuiiaraHa mpes3 3 CeaMUIIA 3a
4 1uKbBiIa.

- MHTpaBeHO3HO HuKnodochamua 600 mg/m? B npoxbKeHre Ha 30 MUHYTH, TIPHJIaraH mpe3
3 cenMuIM 3a 4 UKbIA.

Ilaknurakcen B KOM6I/IH3,]_[I/I$I C TpaCTy3yMa6 € IpuJjiarad KakTo CJcCJBa:

- NaKIMTaKceN MHTPAaBEeHO3HO - 80 Mg/M? KaTo HempeKbCHATA HHTPABEHO3HA HH Y31,
TpuUjiaraHa BCsKa CeIMUIIA B MPOIbIDKCHHE Ha 12 ceamuIiu,
WA
- NaKJIMTaKCceN MHTPABEHO3HO - 175 mg/m? KaTo HenmpeKbCHATA MHTPAaBEHO3HA HHDY3Hs,
npuiiarasa npes 3 ceAMUIN 3a 4 HUKbIa (IeH 1 OT BCeKH LIUKBI).

Pesynratute 3a edukacHOCT oT 00mus aHanw3 Ha m3nuTtBanuaTa NSABP B-31 u NCCTG N9831 mo
BpeMe Ha okoH4YaTenHus aHanu3 Ha DFS*, ca 0000menn B Tabnuma 7. Meaunanara Ha
MPOIBIKUTETHOCT Ha IIpocieasiBaHeTo e 1,8 roaunu 3a nanuenTure B pamoto ¢ AC—P u 2,0 ronunu
3a nmanuenture B pamoto ¢ AC—PH.

Tabéamnna 7 O0001eHne HA Pe3yJITATHTE 32 e(PUKACHOCT OT 00IIMS AHAJIU3 HA H3NMHMTBAHUSA
NSABP B-31 u NCCTG N9831 no Bpeme Ha OKOHYaTeJHHs aHaau3 Ha DFS*

KoepuumneHt Ha puck
AC—P AC—PH eperity
IToka3zareu _ _ AC—P
(n=1.679) (n=1.672) (95% CI)
p-cToitHOCT
[MpexuBsieMocT 0e3 3a00JIBaHE 261 (15,5) 133 (8,0) 0,48 (0,39; 0,59)
bp. marmentu cwe crbutne (%) p <0,0001
KbcHn peruansu 193 (11,5) 96 (5,7) 0,47 (0,37; 0,60)
bp. manueHTH cbe chOUTHE p <0,0001
CwumbpT (OS cnbdutHe): 92 (5,5) 62 (3,7) 0,67 (0,48; 0,92)
Bp. nauueHTu che choutue (%) p=0,014"

A: nokcopy6uin; C: unknodocdamu; P: naknurakcen; H: Tpacry3zymad
* Ilpu MenuaHa Ha IPOABIDKUTEITHOCT HA TIpociensBane 1,8 ronuHu 3a manuenTture B rpynata ¢ AC—P u
2,0 ronunu 3a nanueHtute B rpynara ¢ AC—PH

** p-croitHocTTa 32 OS He mpecuya npeIBapuUTeHO ONpe/eieHaTa CTAaTUCTUYEeCKa TPaHHIla 3a CPaBHEHUE HA
AC—PH cnpsmo AC—P

ITo oTHOMmICHME Ha MBpPBUYHATA KpaiiHa Touka (DFS), no6aBsHeTo Ha TpacTy3ymad KbM
XUMHUOTEpAIuUATa C TaKIUTaKceI Boau 10 52% HaMmalsBaHe Ha PUCKa OT PEIUANB Ha 3a00JIsBaHETO.
KoeduumeHTsT Ha prick n3passiBa abCOMOTHA MOJ3a [0 OTHOILLIEHNE Ha YECTOTa Ha MPEXHUBSIEMOCT 0e3
3abosiBane ot 3 rogunu ¢ 11,8 npouentau Touku (87,2% cpemy 75,4%) B mon3a Ha paMoTO €
AC—PH (tpactyzyma0).

KbM MOMEHTa Ha akTyalTU3upaHe Ha JAHHUTE 32 OE30MACHOCT e/l MeIHaHa Ha IPOCTeIIBaHe

3,5 - 3,8 ronunn, ananmmu3bT Ha DFS moTBBpkIaBa 0THOBO BeTMYMHATA HA T0J13aTa, TOKa3aHa uype3
okoHuarenHus aHanmm3 Ha DFS. Benpeku npeMuHaBaHEToO Ha TPpacTy3yMad B KOHTPOJIHATA TPyIIa,
J00aBSHETO Ha TpacTy3ymMald KbM XMUMUOTEPAIHUATA C MAKITUTAKCEN BOJIU 10 52% HaMaJcHUEe Ha pUCKa
OT peruauBUpane Ha 3aboisiBaHeTo. Jlo0aBSHETO Ha TpacTy3ymMad KbM XUMUOTEPAITAATa C
MaKJIMTaKCceN BOJU ChIIO U 10 37% HaMaleHne Ha PUCKa OT CMBPT.

[IpenBapurenHo miaHupaHUAT KpaeH aHanu3 Ha OS oT oOuust aHanu3 Ha npoyusanust NSABP B-31 u
NCCTG N9831 e u3BnpIiieH, kKorato ca HacThIWIN 707 CMBPTHH CITydas (MeIuaHa Ha MPOCIIeIIBaHEe
8,3 ronunu B rpynara ¢ AC—PH). Jleuenuero ¢ AC—PH e 10Besio 10 CTaTUCTUYECKU 3HAYMMO
nonobpenue Ha OS B cpaBHenue ¢ AC—P (crparudpunupan HR = 0,64; 95% CI [0,55, 0,74];
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JorapuTMUYHO-TpaHcdopmupana p-croitHocT < 0,0001). Ha 8-ta roguHa, crerneHTa Ha MPEeKUBIEMOCT
ce oueHsBa Ha 86,9% B rpynata c AC—PH u 79,4% B rpynara ¢ AC—P, abcomorna nomnsa 7,4%
(95% CI 4,9%, 10,0%).

Kpaiinute pesynratu Ha OS ot o6uust aHanu3 Ha npoyuBaHust NSABP B-31 u NCCTG N9831 ca
0000menn B Tabimma 8 mo-g0my:

Tab6amnna 8§ Kpaen anann3 Ha o011aTa npe:kMBAEMOCT OT 001N aHATU3 Ha u3nuTBanus NSABP
B-31 u NCCTG N9831

p-cToiiHoCT Koeguuuent
AC—P AC—PH HA PUCK cpeiny
Howasarex (N=2032) | (N=2031) | {ROUY AC—P
(95% CI)
CwmbpT (OS crbutHe): 418 (20,6%) | 289 (14,2%) < 0,0001 0,64
bp. manuenTn cbe croutne (%) (0,55; 0,74)

A: nokcopyourms; C: muxmnodpochamu; P: makmurakcen; H: tpactyzymad

WzebpiieH e cwino ananu3 Ha DFS npu kpaiinus ananu3 #Ha OS ot oOII¥sI aHAIH3 HAa IPOYYBaHUS
NSABP B-31 u NCCTG N9831. Akryanusupanure pe3yaTata oT aHanuza Ha DFS (ctpatudunupan
HR =0,61; 95% CI [0,54; 0,69]) mokassat cxojHa moi3a 1o oTHomrenre Ha DFS cripsmo
OKOHYATeTHUS IbpBHUeH aHanmm3 Ha DFS, Benpexu, ue 24,8% ot nanuentute B rpynara ¢ AC—P ca
MIPEeMHUHAIH KbM JICUCHHE ¢ TpacTy3yMab. Ha 8-mara rojuna, crereHnTa Ha mpeuBsaeMocT 03
3abossiBane ce oreHsBa Ha 77,2% (95% CI: 75,4; 79,1) B rpynara ¢ AC—PH, aGcomoTHa mojsa
11,8% B cpaBHeHue ¢ rpymnara ¢c AC—P.

B npoyusaneto BCIRG 006 TpacTy3ymab e npuiarad B KoOMOMHAIMA ¢ foueTakcen cieq AC
xumuorepanus (AC—DH) wiu B koMGuHaIms ¢ gonerakcen u kapbomtatud (DCarbH).

Jomerakcen e mpuiaraH KakTo Cie/Ba;
- Jouerakcen HHTpaBeHo3HO - 100 mg/m? oy popMara Ha HHTpaBeHO3Ha MHAY3Hs 3a | yac,
mpuiIarafa mpes 3 ceAMUITH 3a 4 UKbIa (B ICH 2 OT IBPBUS IIUKBII C JOIETAKCE, CIIET TOBA
B JIcH | Ha BCEKH IMOCIEABAII ITUKBJI)
WA
- JIolleTaKces MHTPABEHO3HO - 75 Mg/m? oy popMara Ha MHTpaBeHO3Ha nH Y3Ms 3a | yac,
mpujaraHa npes3 3 ceMHIM 3a 6 MUKbIA (B IeH 2 OT MUK 1, ciie ToBa B ieH | Ha BCEKU
IIAKBT)

KOETO ce TIOCIIe/IBa OT:
- kapOorutatud - ipu Tapretia AUC = 6 mg/ml/min, npuiarad Kato HHTpaBeHO3Ha HHY3HS
B nIporbikeHne Ha 30 - 60 MUHYTH, IOBTapsIHA TIpe3 3 CeIMUITH 3a OO0 IISCT ITUKEIa

Tpacty3yMab e mpuiaral exxeceIMUYHO C XUMUOTEPAIHS U CIIe] TOBa Mpe3 3 CeAMHUIIU B
MIPOIBIDKEHNE Ha 0010 52 CeIMUIIH.

Pesynrarute ot epuxacuocrra npu BCIRG 006 ca 0600menu B Tabnaumum 9 u 10. Menuanara Ha
NPOIBIDKUTETHOCT Ha IpociensiBaHeTo € 2,9 rogunu B rpynara ¢ AC—D u 3,0 ronvHu BbB BCSIKA OT

rpymute ¢ AC—DH u DCarbH.

Tab6umua 9 Ilpersen na anannsute Ha epukacHoctra npu BCIRG 006 AC—D cpemry AC—DH

Koedpuument na
AC—D AC—DH PHCK cpety
Iloxa3zaren AC—D
N =1.07 N =1.074
( 073) ( 074) (95% ClI)
p-cToitHOCT
[pexxusemoct 0e3 3a00sIBaHe 195 134 0,61 (0,49; 0,77)
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bp. manueHTu cbe chOUTHE p <0,0001
KncHu perunusu 144 95 0,59 (0,46; 0,77)
Bp. narmmenTn cbe crOuTHE p <0,0001
O611a PeXUBSIEMOCT (CMBPT) 80 49 0,58 (0,40; 0,83)
bp. manueHTu cbe chOUTHE p = 0,0024

AC—D = gokcopyOunumH mitoc mukinogochamun, mociensano ot gornerakcen, AC—DH = mokcopyourua
Iroc nuKiIodochaMu, TOCIeIBaHO OT IOIETAKCEN LTI TpacTy3ymad; Cl = moBepuTeNicH HHTEPBaT

Tabauua 10 Ilpersaen na ananausurte Ha epukacuocrTa npu BCIRG 006 AC—D cpemry DCarbH

Koepuunent nHa
AC—D DCarbH pHCKa cpeury
IMoxa3aTen (N =1.073) (N =1.074) AC—D
(95% CI)
[MpexuBsiemocT 0e3 3a00JBaHE 195 145 0,67 (0,54; 0,83)
Bp. marmmenTn cbe crOuTHE p = 0,0003
KbcHr peruansu 144 103 0,65 (0,50; 0,84)
bp. nauueHTu cbc crOUTHE p = 0,0008
Cwumbpt (OS cnbdutHe) 80 56 0,66 (0,47; 0,93)
Bp. marmmenTn cbe crOuTHE p =0,0182

AC—D = nokcopybunut ruioc nukinodocdamun, nocieasano ot pouerakcen; DCarbH = nonerakcen,

kapOorutaTuH 1 Tpacty3ymad; Cl = noBepuTeseH HHTEpBa

B xmmmananOTO NipoyuBane BCIRG 006 3a mppBuuHaTa KpaiiHa Touka, DFS, koedurmenTsT Ha puck
r3pa3sBa abCONFOTHA TIOJ13a TI0 OTHOIIIEHUE Ha M3YHCIIeHaTa 3-TOqHUIITHA TPEXXUBSIEMOCT 0e3
3abosnsiBaHe OT 5,8 mpoleHTHH yHKTa (86,7% cpeury 80,9%) B mon3a Ha pamoto ¢ AC—DH
(Herzuma) u 4,6 npouentHu myHkTa (85,5% cpemnry 80,9%) B mon3a Ha pamoto ¢ DCarbH (Herzuma)

B cpaBHeHue ¢ AC—D.

B xnmmangynoTO poyuBane BCIRG 006, 213/1075 nauuentu B pamoto ¢ DCarbH (TCH),
221/1074 nanuentu B pamotro ¢ AC—DH (AC—TH) u 217/1073 B pamoto ¢ AC—D (AC—T) ca

umanu QyHkiuonanex cratyc no Karnofsky < 90 (80 wim 90). He e 3abensizana mos3a 1o OTHOIICHUE
Ha npexuBsieMoctTa 0e3 3abonsBane (DFS) B Ta3u noarpyna manuenty (koeduuuent Ha puck = 1,16,
95% ClI [0,73, 1,83] 3a DCarbH (TCH) cpeuty AC—D (AC—T); koedunuent Ha puck = 0,97; 95% ClI
[0,60, 1,55] 3a AC—DH (AC—TH) cpemy AC—D).

OcgeH TOBa € MpoBeJieH post-hoc excruioparopeH aHamu3 Ha Habopa naHHu oT oouus ananu3 (OA) Ha

npoyuBauus NSABP B-31/NCCTG N9831* u BCIRG006, komOuuupamnt croutust Ha DFS u
CUMIITOMATHYHU CHPJICIHU ChOUTHS, 00001eHu B Tabmuma 11:

Ta6auna 11 Pe3yaraTu ot post hoc ekcnuiopaTopen aHau3 OT OOUIUS AHAIN3 HA KIIMHUYHH
npoyusanust NSABP B-31/NCCTG N9831" u BCIRG006, komounupam choutus na DFS u
CHMIITOMATHYHH CbPAEeYHH CHOMTHS

AC—PH AC—DH DCarbH
(cpemy AC—P) (cpemy AC—D) (cpemy AC—D)
Toxasarex (NSABP B-31 n (BCIRG 006) (BCIRG 006)
NCCTG N9831)*
IIepBUYeH aHAN3 HA 0,48 0,61 0,67
eduKacHOCTTa (0,39; 0,59) (0,49; 0,77) (0,54; 0,83)
DFS -xoepunueHT Ha prCK p <0,0001 p <0,0001 p =0,0003
(95% CI)
p-cToMHOCT
AHanu3 Ha epUKaCHOCTTA 0,61 0,72 0,77
MPU IBJITOCPOYHO (0,54; 0,69) (0,61; 0,85) (0,65; 0,90)
npocrnensBaHe™* p <0,0001 p <0,0001 p =0,0011
DFS - koehuuueHT: Ha PUCK
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(95% CI)
P-CTOMHOCT

Post-hoc excrmopatopen 0,67 0,77 0,77
axamm3 ¢ DFS u cuMnToMHn (0,60; 0,75) (0,66; 0,90) (0,66; 0,90)
ChPJICUYHU CHOUTHS
Hdwarocpodno
npocneasBane®* -
KOS(UITMCHTH Ha PUCK
(95% CI)

A: nokcopyourus; C: muxinodpochamun; P: makmurakcen; D: gonerakcen; Carb: kapOomnaTus;

H: tpacty3ymab Cl = moBepuresneHn uHTEpBal

* T1o Bpeme Ha okoH4aTenHus ananu3 Ha DFS. Mennanata Ha IpOABIDKUTETHOCT Ha TIPOCIIEsIBaHE €

1,8 rogunu B pamoro ¢ AC—P u 2,0 roqunu B pamoro ¢ AC—PH

** Meananata Ha IPOABDKUTEITHOCTTA HA IBITOCPOYHO IPOCIIEAIBaHE 32 OOIIHS aHAIN3 Ha KIMHIIHUTE
npoyuBanus e 8,3 rogunu (naTepsai: 0,1 no 12,1) 3a pamoro AC—PH u 7,9 ronunu (narepsan: 0,0 go 12,2)
3a pamoto AC—P. Menuanara Ha IpObDKUTEIHOCTTA Ha IBITOCPOYHO IPOCIIEASIBaHE 3a POYYBAHETO
BCIRG 006 € 10,3 roguau kakto B pamoto AC—D (untepsai: 0,0 10 12,6), Taka u B pamoto DCarbH
(uaTepan: 0,0 mo 13,1), u e 10,4 roquau (waTepBan: 0,0 1o 12,7) B pamoro AC—DH.

Paxk na maeunama orcnesa 6 panen cmaouii (8 ycaosusma Ha Heoaolo8anmuo-a008anmHo jeyenue)

I[ocera HAMa JaHHHW, KOUTO Aa CpaBHABAT C(I)I/IKaCHOCTTa Ha TpaCTyBYMa6, MPUIIOKCH KAaTO a/Il0OBAHTHA
XUMHUOTEpPAIIuA, ¢ Ta3u IIpu HCOB.I[IOBaHTHO/aZ[IOBaHTHO TIPUITIOKCHHUC.

B ycnoBusiTa Ha HEO0aAIOBAaHTHO-aIIOBAHTHO JIEUE€HNE, MHOTOLIEHTPOBOTO, PAaHAOMHU3UPAHO NPOYUBAHE
MO16432, uma 3a 1en fa npoy4H KIMHAYHATA ePUKACHOCT Ha €AHOBPEMEHHOTO MPHUIIOKEHUE Ha
TpacTy3ymMal ¢ HE0aJI0OBaHTHA XUMHOTEPAITHs, BKIFOUBAIA KAKTO aHTPAIIUKIINH, TaKa M TaKCaH,
MOCJeIBaHO OT TPAacTy3yMal aaioBaHTHO, A0 00IIa MPOABIDKUTEIHOCT Ha JIeYeHHeTo oT 1 roguna. B
MPOYYBAHETO ca HAOUPAHH MAIMEHTH C HOBOJMATHOCTUIMPAH JOKAIHO HanpeaHan (ctaauit 111) wmu
pb3nanureneH PPMXK. [Tauuentu ¢ HER2+ Tymopu ca panjoMu3upanu a nojaydaBaT Heoa l0BaHTHA
XUMHOTEPAIus eTHOBPEMEHHO C TpacTy3ymMald HEe0al0BaHTHO-aIIOBAHTHO MJIM CaMO HE0aII0OBaHTHA
XUMHOTEpaIusl.

B npoyusaneTo MO16432, Tpacty3ymab (8 mg/kg HatoBapsaiiia 103a, mociaeasana ot 6 mg/kg
MOAABPIKAIA J03a HAa 3 CEIMUIIN) € TIPUIIOKEH €THOBPEMEHHO ¢ 10 IUKbIa HEOaIOBAaHTHA
XUMHOTEPATHs

KaKTo cjicaBa.

» Jlokcopy6umua 60 mg/m? u maxaurakcen 150 mg/m?, mpriiokeHn Ha 3 CeIMHIH 3a
3 IUKbIa,

KOETO € MOCICABAHO OT
e Tlakmurakcen 175 mg/ m?, mpuiarad Ha 3 ceAMUIN 3a 4 LUKBbIA,
KOETO € MOCIEABAHO OT
e CMF Hna nen 1 u 8 Ha 4 cenmuI 3a 3 MUKBIA
KOETO, CIIe]] OTIepaItus, € MoCciIeIBaHO OT
*  JIOMBJIHUTEIHY IUKJIN C TPAcTy3yMal aAroBaHTHO ([1a ce€ JOBBPIIHU | TOAMHA JICUSHIE)

Pesynrarute 3a epuxacuoct npu npoyusaneto MO16432 ca 0606menu B Tabnuna 12. Cpeanara
MPOABIKUTEIHOCT HA MPOCTICBAHE B TpyMara ¢ TpacTy3ymao e 3,8 roauHu.

28



Tab6amnna 12 PesynraTu 3a epuxacHoct ot MO16432

XumuoTepanus + Camo
IToxasaren TpacTy3ymad XUMHOTEpanus
(n=115) (n=116)
[IpexxuBsiemoct 6e3 crOuTHE Koedwumnuent Ha
pHcKa
(95% ClI)
Bpoii marueHTH che chOUTHE 46 59 0,65 (0,44, 0,96)
p =0,0275
OO011 MaToNIOTUYEH IThJICH 40% 20,7% p =0,0014
otroBop* (95% CI) (31,0; 49,6) (13,7;29,2)
O01a npeXuBIIEMOCT Koedwumnuent Ha
pucka
(95% ClI)
Bpoii marueHTH che chOUTHE 22 33 0,59 (0,35; 1,02)
p = 0,0555

* OIIPCACIICH KaTo JIMIICA HAa MHBA3UBCH PAK KAKTO B I'bpJaTa, TaKa U B aKCUJIAPHUTE HI/IMd)HI/I BB3JIK

Wzuncnena e abcomoTHa noi3a oT 13 mpoLeHTHH MyHKTa B 10J13a Ha TpymaTa ¢ TpacTy3ymad 3a
3-ToAuIIIeH EepHOA Ha pexuBsieMocT 0e3 cedutue (65% cpeuty 52%).

Memacma3zupan pak na cmomaxa

Tpacty3ymMad ¢ m3nUTBaH B €AHO paHmoMu3upano, oTkputo (aza Il m3nursane ToGA (BO18255) B
KOMOHMHAIIUS C XUMHUOTEPAIIUS C CPAaBHEHHUE C XUMHUOTEpaIus, IpujaraHa CaMOCTOSATEIIHO.

[Ipunarana e cnegHaTa XUMHOTEPAITHS:

- kamenura6un - 1000 mg/m? nepopaiHo ABa IbTH JHEBHO B IIPOAbKEHNE HA 14 1HU Mpe3
3 ceqmu 3a 6 IUKbBJIA (BedepTa Ha JIeH | 10 CyTpUHTA Ha JeH 15 OT BCEKH IUKBII);

nimn

- WHTpaBeHO3HO S-myopoyparmi - 800 mg/m2 JTHEBHO KaTO HEMPEKbCHATA HHTPABECHO3HA
nHQY3US B IPOIBIDKCHNE Ha 5 THU, Tipe3 3 ceAMHIH 3a 6 nukbia (1eH 1 10 AeH 5 oT BcekH

IIUKBIT).

Bcska ot kouTo ce nmpuiara C:

- ucmatul - 80 mg/m2 mpe3 3 cenMuI| 3a 6 IUKbBJIA Ha IeH | OT BCEKU IMKBJI.

Pesynrarute 3a eukacHOCT OT KITMHUYHOTO NpoyuBaHe BO18225 ca 0606menu B Tabmuma 13:

Ta6auna 13 Pe3yaraTtu 3a epukacnoct or BO18225

Iloxa3aren N 5290 NFE;SI 4 HR (95% CI) CroiiHocT Ha p
001112 TPEXKUBIEMOCT, B MECEIH 111 13,8 0,74 (0,60 - 0,91) 0,0046
(MenmaHa)
IpexuBsieMocT 6€3 IPOTPECHS, B 55 6,7 0,71 (0,59 - 0,85) 0,0002
Meceny (Meanana)
Bpeme o mporpecus Ha 5,6 7,1 0,70 (0,58 - 0,85) 0,0003
3a00JIIBaHETO, B MECELU
(Menmana)
O0111a yecToTa Ha MOBJIUsBaHE, % 34,5% 47,3% 1,70° (1,22; 2,38) 0,0017
[IponbmKkUTETHOCT Ha 4,8 6,9 0,54 (0,40-0,73) < 0,0001
MTOBJIMSIBAHE, B MECEITH (MeTHaHa)

FP+H: ®myoponupuMuIuH/IUCIUIATHH + TpacTy3ymMad
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FP: ®dnyoponupuMuIuH/IUCIUIATHH
@ CrotHomeHue Ha nancosere (Odds ratio)

[TanmenTuTe, HabUpaHy 3a yyacTre B KIMHUYHOTO M3IMUTBAHE, Ca HEJICKYBaHU MIPeIy TOBA 32
HER2-nonoxwuresneH HeonepaOUiICH JOKATHO HAPEAHAT WU PEIUIUBUPAIL] U/UIIH METacTa3upal
aJICHOKaplIMHOM Ha CTOMaxa MJIM Ha MCTOTO Ha CBBP3BaHE HAa CTOMaxa ¢ XpaHOIIpOBOAA,
HETIOAJIeKAIY Ha U3JIeKyBaHe. [IppBuyHaTa KpaiiHa TOUKa € 0011aTa NpesKUBsIeMOCT, KOATO €
oTIpesieNieHa KaTo BPEMETO OT JaTaTa Ha paHJOMM3HpaHe JI0 JaTaTa Ha CMBPT MO BCAKAKBU MPUYHHU.
[o Bpeme Ha ananm3a o0mmo 349 pangoMHU3UpaHy NanueHTy ca noynHanu: 182 6omnu (62,8%) B
KOHTPOJIHOTO pamo u 167 nauuentu (56,8%) B pamoTo 3a jedyenue. [loBeueTo OT CMBPTHUTE CITydan
ce TbJDKAT Ha CHOUTHS, CBBP3aHH C OCHOBHOTO paKOBO 3a00JIsIBaHE.

Post-hoc ananu3uTe Ha MOATPYNHUTE OKA3BAT, Ye MPHUIIEITBAHETO B TYMOPH C ITO-BHCOKH HHUBA Ha
HER2 mpotenn (IHC 2+/FISH+ u IHC 3+/ne3aBucumo ot FISH craryca) naBa mo-modpu pe3yaraTi
oT JeueHnero. Meamnanarta Ha o0Ia MpeKUBIEMOCT B IpyTara ¢ Bucoka ekcrpecus Ha HER2 e

11,8 mecena B cpaBuenue ¢ 16 mecera, HR 0,65 (95% CI 0,51 - 0,83), a Meananata Ha PEKUBIEMOCT
0e3 mporpecus e 5,5 Mecena B cpaBaenue ¢ 7,6 mecena, HR 0,64 (95% C1 0,51 - 0,79) 3a FP B
cpaBHeHne ¢bC choTBeTHO FP+H. 3a obmiara npexussiemoct, HR e 0,75 (95% C1 0,51 - 1,11) 8 THC
2+/FISH+ rpymnara u HR ¢ 0,58 (95% CI 0,41 - 0,81) 8 IHC 3+/FISH+ rpynara.

B m3BBpIICHUS €KCIUIOPATOPEH MOATPYIIOB aHATH3 IO BpeMe Ha u3nutBaHeTo ToGA (BO18255),
HsIMa 3HAYMMU TI0JI3U 110 OTHOIIIEHUE Ha 00IaTa MPEXUBICMOCT ¢ J0OaBIHETO Ha TpacTy3ymad npu
narnuent ¢ ECOG PS 2 na uzxoaao #uBo [HR 0,96 (95% CI1 0,51 - 1,79)] ¢ Heusmepumu

[HR 1,78 (95% CI 0,87 - 3,66)] u nokanxo HanpexHanu 3abonassanus [HR 1,20 (95% CI 0,29 - 4,97)].

IlennaTpuyHa momyJaamus

EBpomneiickara areHIus 1o JekapcTBaTa 0CBOOOKIaBa OT 3a{bJDKEHHETO 3a IPEIOCTaBIHE Ha
pe3yATaTUTE OT MPOYUBAHUATA C TPACTY3yMad BbB BCHUKH MOATPYIH HA TIEAUaTPUYHATA MOITYJIALHS
3a paK Ha MJIeYHaTa XJie3a U cToMaxa (Bxk. Touka 4.2 3a nH(hopMaIus 0THOCHO ynorpeda B
TIeTUATPHSITA).

5.2 @apmMakoKHHETHYHHU CBOHCTBA

dapmakoKMHETHKATA HA TpacTy3yMal € OlleHsBaHa NIPU MOMYJIalMOHEH (hapMaKOKHHETHYEH MOJIEI
aHaJIu3, KaTo ca M3M0Ja3BaHu cOOpHU JaHHu OT 1 582 nuia, BKIOYUTETHO NAIIMEHTH C

HER2 nonoxwurenes MPM2K, PPMIK, HPC wnu npyru BuznoBe TyMOpH, U 31paBu 100pOBOJILIH, B

18 xmmanuan m3nuTBanus ¢asa I, 11 u 111, momygaBamu Tpacty3ymad HHTpaBeHO3HO. [IpoduasT
KOHIIEHTpaIHA-BpeMe Ha TpacTy3yMad ce OMMCBa C ABYKOMIIAPTUMEHTEH MOJIEI C MapajieHo
JIMHEWHO W HEIMHEWHO eMMHHUPAHEe OT IEHTPAIHUS KoMIapTUMeHT. [lopanu ToBa, He MOXe /1a ce
M3BeJle TIOCTOSTHHA CTOMHOCT Ha MOTY’KMBOT Ha TpacTy3yMab. T1» HaMansiBa ¢ HaMallsiBaHe Ha
KOHIIEHTpAIMHUTE B paMKUTE Ha J030BHUA WHTepBai (Bx. Tabnuma 16). [launenture c MPMIXK u
PPMX umar nono6ouu ®K mnokaszarenu (Hanp. knupbHe [CL], 00eM Ha eHTpaIHUS KOMIAPTHMEHT
[Vc]) 1 mporHo3upaHu eKCIO3UIMY B cTAlMOHAPHO ChCTOSHHUE (Cmin, Cmax 1 AUC) criopen
nomynanusta. JluneitausT kmupbHe € 0,136 1/men mpu MPMK, 0,112 1/nen npu PPMX u 0,176 1/nen
npu HPC. CroitHocTHTE HAa HETMHEHHUTE STUMUHAIIMOHHHM MTOKa3aTenu ca 8,81 mg/neH 3a
MaKCHMaJTHaTa CKOpPOCT Ha enuMuHApane (Vmax) 1 8,92 pg/ml 3a koncrantata Ha Michaelis-Menten
(Km) mipu marrenTrre ¢ MPMIK, PPMX u HPC. O6eMbT Ha IIeHTpaIHUsS KOMIIAPTUMEHT € 2,62 | mpu
narerTure ¢ MPMIXK u PPMIK u 3,63 1 npu manuenture ¢ HPC. I1pu oxoHYaTeIHUS TOMYIaI[HOHEH
®K mopen, ocBeH BUIa Ha ITBPBUYHUSA TYMOP, KaTO CTATUCTUYECKH 3HAYMMHU KOBAPHUATH, TTOBIHSIBAIIU
eKCITO3UIMATA Ha TpacTy3ymMal ca HAeHTH(UIIMPAHN TEIECHO TETII0, CEpyMHA actapTaT
aMHHOTpaHc(epasa u anOyMuH. BennunHaTa Ha edexTa Ha Te3W KOBapHAaTH BHPXY CKCIIO3UIIHATA Ha
TpacTy3yma0, obade, MoKka3Ba, 4ye € Majko BEPOSITHO TE J1a UMAT KIMHUYHO 3HAYNM €(EeKT BBPXY
KOHIISHTpAIMHUTE Ha TpacTy3ymao.
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CroliHoCTHTE Ha OMyJIalnOHHO porHo3upanaTa OK ekcrno3uuus (Meanana ¢ 5-tu — 95-tu
nepceHTWwIN) u croiiHocTuTe Ha PK mokaszarenu nmpu KIMHUYHO 3HAYUMU KOHIEHTPAUH (Cmax # Crin),
nipu narmerTu ¢ MPMOK, PPMXK n HPC, nekyBanu ¢ og00peHnTe CXeMHU Ha NMpHIaraHe BEJHbBK
ceaqmuyuHo (q1w) ¥ BeiHBXK Ha Tpu ceaMui (q3w), ca nokazanu B Tabmuna 14 (Luksn 1),

Tabnuma 15 (crarmonapuo cberostaue) u Tabmuia 16 (K mokazarenn) mo-mony.

Tabéamua 14 CtoiiHocTH Ha MONYyJ1allMOHHO MporHo3upanaTta ®K excno3nnusa B Hukba
1 (Mmeanana ¢ 5-Ta — 95-TH MepCeHTHIIN) 32 CXeMHTE HA MPHUJIaraHe Ha TPacTy3ymao 3a
HHTPaBEeHO3HO NpuJoxkeHue npu nanuentu ¢ MPMK, PPMK u HPC

Cxema Bua Ha N Chin Crax AUC-21 1
IbPBHYHUS (ug/ml) (pg/ml) (ng.nen/ml)
TYMOp
8mg/kg + MPMX 805 28,7 182 1376
6mg/kg q3w (29-46,3) (134 - 280) (728 - 1 998)
PPMIXK 390 30,9 176 1390
(18,7 - 45,5) (127 - 227) (1039 -1 895)
HPC 274 23,1 132 1109
(6,1-50,3) (84,2 - 225) (588 - 1 938)
4mg/kg + MPMX 805 37,4 76,5 1073
2mg/kg qw (8,7 -58,9) (49,4 - 114) (597 - 1 584)
PPMX 390 38,9 76,0 1074
(25,3 -58,8) (54,7 - 104) (783 - 1 502)

Tabauna 15 CroiiHocTH HAa MONMYJIalMOHHO NMporHo3upanara ®K excno3unus B CTAIHOHAPHO
cheTOsiHME (MeIMaHa ¢ 5-TH - 95-TH mepceHTH/IN) 3a CXeMHTe HA MPUJIaraHe Ha TPacTy3ymao 3a
HHTPABEeHO3HO Npujiokenue npu napuentu ¢ MPMIK, PPMXK u HPC

Cxema Buja na N Chinss* Craxss* AUCss 0-21 1um Bpeme no
NBbPBUYHH (ng/ml) (ng/ml) (ng.nen/ml) CTAlMOHAP
sl TYMOp HO
CbCTOSIHME™ *
* (cexMuUIIA)
8mg/kg + MPMK 805 44,2 179 1.736 12
6mg/kg (1,8 - 85,4) (123 - 266) (618 - 2.756)
g3w PPMX 390 53,8 184 1.927 15
(28,7-858) | (134-247) | (1.332-2.771)
HPC 274 32,9 131 1.338 9
(6,1-88,9) (72,5 - 251) (557 - 2.875)
4mg/kg + MPMK 805 63,1 107 1.710 12
2mg/kg qw (11,7-107) | (54,2-164) (581 - 2.715)
PPMXK 390 72,6 115 1.893 14
(46 - 109) (82,6 - 160) | (1.309 - 2.734)

*Chminss — Cmin B CTALIMOHAPHO CHCTOSHHUE
**Crnaxss = Cmax B CTAI[MOHAPHO CHCTOSIHUE
*#¥ppeme 10 90% OT CTAIMOHAPHOTO CHCTOSHHE
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Tab6amnna 16 CroiiHocTH Ha ONMyJIallMOHHO MporHo3upanuTe @K noka3atenn B cTaimOHApHO
CBHCTOSIHME 32 CXeMHUTe Ha NPUJIaraHe Ha TpacTy3ymad 3a HHTPABEHO3HO NPUJIOKEHHe NPH
nanuenTa ¢ MPMIK, PPMK u HPC

Buja na ::lﬁglLH::IéamH Jmnanazon Ha t1/2 ot
Cxema IbPBUYHHS N 10 Co mass Cmax.ss 10 Crinsss
TymMop (I/H:}'l")'ss (aHn)

8mglkg + MPMXK 805 0,183 - 0,302 15,1 - 23,3
6mg/kg q3w PPMIK 390 0,158 - 0,253 17,5- 26,6
HPC 274 0,189 - 0,337 12,6 - 20,6
4mg/kg + MPMIK 805 0,213 - 0,259 17,2 -20,4
2mglkg qw PPMIK 390 0,184 - 0,221 10,7-232

H3uncrBane ot Tpacty3ymad

[leprogbT Ha U3UKCTBaHE OT TPacTy3ymMald € U3CIeABaH CiIell MHTPABEHO3HO MPHIIOKEHNE BEIHBK
CEMUYHO WM BEIHBX Ha 3 ceAMUIM KaTo € n3non3sad nonynanuoneH ®K monen. Pesynrature ot
TE3W CUMYJIAINH IMOKa3BaT, 4e¢ Hal-Majako 95% OT manueHTuTe I1e JOCTUTHAT

koHueHTpamu < 1 pg/ml (mpubnuzurtenHo 3% oT nomynanuoHHO nporHo3upaHara Cpinss, AWM OKOJIO
97% w3uncTBane) 10 7 Mecena.

Iupxyaupamny ornenes HER2 ECD

ExcrioparopHuTe aHaIM3u Ha KOBapHaTH ¢ WH(GOpMAIHs caMo 3a MOATPyTIa MalieHTH [T0Ka3Bart, ue
MAIUEHTUTE C MO-BUCOKO HUBO Ha otneisHe Ha HER2-ECD umar no-65p3 HelnHEeeH KIUPBHHC
(mo-uucka Km) (p < 0,001). ChbiiecTByBa 3aBUCHMOCT MEXY OTIENICHHS aHTUTeH U HuBata Ha ACAT
(SGOT/AST); yact OT BIMSHHAETO HA OTHEIEHNS aHTUTEH BHPXY KIMPHHCA MOKE J1a Ce OOSICHU C
uuBata Ha ACAT (SGOT/AST).

Ha6monaBanute HuBa Ha otnenenns HER2-ECD na u3xonHo HuBO nipu nanuenTt ¢ MPC ca
cpaBHUMU C Te3u npu nanuenta ¢ MPMXX u PPMX u He € HaGmrogaBaHO BUAUMO BBE3ICHCTBUE BHPXY
KJIMPBHCA Ha TPACTy3yMao.

5.3 IIpenkJuHUYHHN JAHHHU 32 0€30MACHOCT

Hsma nanHu 3a 0cTpa TOKCUYHOCT MJIM TOKCUYHOCT NMPU MHOTOKPAaTHO MpHIIaraHe Mo BpeMe Ha
MPOYYBAHUSATA, IPOABIDKIIN 10 6 Mecela, KaKTO U 3a PENpOLyKTUBHA TOKCUYHOCT IIPU NPOYYBAHUS
M0 OTHOIIICHUE Ha TEPATOJIOTHS, )KEHCKA (DepTHUITHOCT WITH KbCHA T'eCTallHOHHA
TOKCHYHOCT/TIpEMUHaBaHe Npe3 mianeHTara. Herzuma e e renotokcuueH. [IpoyuBanusita BbpXy
Tpexasno3a, OCHOBHO MOMOIIIHO BEUIECTBO, CBIIO HE Ca MOKA3alIH JaHHU 32 TOKCUYHOCT.

He ca u3BbpiBanu ABATOCPOYHHU EKCIIEPUMEHTAHY MPOYYBAHUS MIPH KUBOTHU 3a ONPECIISTHE HA
KapIUHOTeHHUS ToTeHIMal Ha Herzuma uiu 3a onpesensiHe Ha HEroBUs €eKT BbPXY (epTUInTeTa
MIPY UHAWBUINA OT MBXKKH TTOJ.

6. ODAPMAIEBTNYHU JAHHH

6.1 Chnucbk Ha IOMOIIHHUTE BelIeCTBA

L-XHUCTHANHOB XUAPOXIIOPHUT

L-xuctuana

0,0-Tpexano3a TUXHIPaT
roscopoar 20
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6.2 HecbBMecTUMOCTH

To3u nexapcTBeH NMPOIYKT HE TPSIOBa 1a C€ CMECBA MIIM pa3peX/ia ¢ APYTH JeKapCTBEHU MPOAYKTH, C
U3KIIIOUEHHUE Ha TIOCOUEHUTE B TouKa 6.6.

Tosu nexapcTBeH NPOMYKT He TPsiOBa Jia ce pa3perkia ¢ pa3TBOPH Ha TIIFOK03a, ThI KaTo TOBa
IPUYHHSABA arperupane Ha MPOTEHHA.

6.3 Cpok Ha roaHoCT

HeortBopeH duiakon

6 romuHu

AcenTHYHO PEKOHCTUTYUPAHE U pa3spekaaHe

Crnen acenTUYHO PEKOHCTUTYHpPaHE ChC CTEPHIIHA BOJIA 32 MH)KEKLIMH U € JOKa3aHa XMMHUYecKaTa 1
¢u3nueckaTa CTaOMITHOCT HA MOJyYeHHUs Pa3TBOP B MpoAbKeHue Ha 7 guu npu 2°C — 8°C.

Cren acenTUYHO pa3pekiaHe B CAKOBE OT MOJUBHUHUIXJIOPUI, TIOJIMETHIICH WITH TTOJTUIPOITUIICH,
ChABPIKAIIN HHKEKIIHOHEH pa3TBop Ha HaTpueB xuopun 9 mg/ml (0,9%), e nokazana xumu4eckara u
¢usnueckara crabunHocT Ha Herzuma no 30 xuu npu 2°C — 8°C, u 24 yaca npu Temneparypa He 1o-
Bucoka ot 30°C.

OT MUKpOOHONIOrMYHA TIeIHA TOYKa, IPUTOTBEHUAT pa3TBop U Herzuma undysnoneH pa3rsop TpsaodBa
Jla ce U3M0JI3BaT He3a0aBHO. AKO HE ce M3II0JI3Ba He3a0aBHO, BPEMETO U YCIIOBHATA Ha ChbXPAaHEHUE
mpenu yrnorpeda ca OTTOBOPHOCT Ha MOTpeOHTENst 1 OOMKHOBEHO HE TPsOBa 1a HAAXBbPIIAT 24 Jaca
npu 2°C o 8°C ocBeH ako PeKOHCTUTYUPAHETO U PAa3pEeKAAHETO HE Ca U3BBPLICHH MPH
KOHTPOJIMPAaHU M BAIWAUPAHU aCENTHYHH yCIOBHSI.

6.4 CneuuajJHu ycJa0BHS HA ChXpaHeHHe

Ja ce cpxpansBa B xmammrHAK (2°C — 8°C).

[a He ce 3ampassiBa MPUTOTBEHUAT Pa3TBOP.

3a ycmoBHATa HA ChXPAHEHHE CIIEH pa3TBapsHE Ha JIEKAPCTBEH MPOAYKT BIDKTE TOUKH 6.3 1 6.6.

6.5 Buau chabpiKaHue HA ONAKOBKaTAa

Herzuma 150 mg npax 3a KOHIIEHTpaT 3a NHPY3UOHEH Pa3TBOD

®akon 20 ml oT Mpo3pavHO CTHKIO THI | ChC 3ammymranka oT OyTHIOBA TyMa, C TIOKPUTHE OT
¢dyporek, ceabpikai 150 mg Tpacty3ymad.

Besxka KapTOHCHA OIIaKOBKa CbAbpPiKA CAUH (bHaKOH.

Herzuma 420 mg npax 3a KOHIIEHTpAT 3a NHPY3UOHEH Pa3TBOD

®makon 50 ml oT mpo3padHO CTHKIIO THI | ChC 3amymranka oT OyTHIIOBA TyMa, Chabprkamt 420 mg
TpacTy3ymao.

Bcsika kapTOHEHa OITAKOBKA ChIBpIKa €IUH (IIAKOH.
6.6 CneuuaJHu npeanasHu MepKH NPH U3XBHPJIsiHE U padoTa

TpsiOBa n1a ce U3IMoII3Ba MOIXOIAIIA ACEITHYHA TEXHUKA TPH MPOIIETyPUTE HA PEKOHCTUTYHUPAHE U
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paspexnane. Heobxoanmo e 1a ce moAXo 1 BHUMATEIHO 32 OCUTYpSIBaHE HA CTEPUITHOCT Ha
MIPUTOTBEHUTE Pa3TBOPU. T'bi KAaTO JIEKAPCTBEHUAT NPOLYKT HE ChABPIKa aHTUMUKPOOHH
KOHCEpPBaHTH WM 0aKTEpHOCTAaTUYHH CPENICTBA, TPSIOBA J]a ce Cra3Ba aceNTUYHA TEXHUKA.

AcenTruHO IPUTOTBSIHE, pad0Ta U CEXPAHEHHUE

TpsiOBa 1a ce OCUTYPAT aceNTHYHH YCIOBUS Ha paboTa, KOTaTo ce MPUroTBs HHPY3UsTA.
[IpuroTssiHeTo TpsdBa:

o Jla c€ U3BBPIIBA NPU aCEIITUYHH YCIOBUS OT O0YYCH MEPCOHAN B CHOTBETCTBHE C MPABUIIATa Ha
no0paTa MpakTHKa, 0COOCHO MO OTHOIICHUE HAa ACCITUYHOTO MPUTOTBAHE HA MAPSHTEPATHH
MPOIYKTH;

. Jla Ce M3BBPINBA B JIAMHUHAPEH OOKC MITH B OOKC 32 OMOJIOTHYHA 0€30TIacHOCT, KaTo Ce IpujIarar
oOuuaiiHUTe Mpeana3Hu MepKH 3a Oe30macHa paboTa ¢ HHTPaBEHO3HHU CPEJICTBA;

. Ja ObJie MOCIIEeIBAHO OT MOJXOMASIIO ChXpaHEHUE Ha MPUTOTBEHHS Pa3TBOP 3a HHTPABEHO3HA

UHQY3Us, 32 Ja Ce OCHTYPH NOJIbpKaHE HA aCEITHYHHUTE YCIOBHSL.

Herzuma 150 mg npax 3a konyenmpam 3a ungy3uoner pameop

Bceeku ¢nakon Herzuma ce pasztaps cbe 7,2 ml cTepiiiHa Boa 3a MHKSKIMH (HE € MPUIIOKCHA).
HW3mona3BaHeTo Ha IPYTH pa3TBOPUTEINH 32 PEKOHCTUTYHpPAHE CiIe/iBa [a Ce U30srBa.

Taka ce mony4asa 7,4 ml pa3TBOp 3a €JHOKPATHO NPUIOKEHHE, ChIbprKkall npudausureaso 21 mg/mi
Tpacty3ymab, npu pH npubmusurenso 6,0. Jombiaurenen ooemM oT 4% aaBa Bb3MOXKHOCT OT BCEKH
¢akoH /1a ce U3TErNM OTpa3eHaTa Ha eTHKeTa 03a ot 150 mg.

Herzuma 420 mg npax 3a konyenmpam 3a uH@GY3UOHEH DA3ZMEOD

Bceku dhnakon Herzuma ce pastaps ¢ 20 ml crepriiHa Bosia 32 MHKEKIUH (HE € MPUII0KEHA).
W3non3BaHeTo Ha ApyTH Pa3TBOPUTEIH 3a PEKOHCTUTYHPAHE CIIeBa /1a ce U304raa.

Taka ce momy4asa 21 ml pa3TBop 3a eIHOKPATHO MPUIIOKEHUE, ChABpPXKAI Ipromu3uTenHo 21 mg/ml
Tpacty3yma0, npu pH npubnusurento 6,0. HonbiaauTteneH o0em oT 4% naBa Bb3MOXKHOCT OT BCEKH
(hmakoH ma ce U3TErNIM OTOCIIA3aHaTa Ha eTHKeTa 1o3a ot 420 mg.

ITo Bpeme Ha peKOHCTUTYHpaHe, TpsiOBa a ce bopaBu BHUMaTeHO ¢ Herzuma. [IpekomepHoTO
oOpa3yBaHe Ha IIHA 10 BpeMe Ha pa3TBapsiHE WIN Pa3KIAIAaHeTO Ha IOIyYeHHs Pa3TBOP MOXKeE J1a
Hpean3BUKa IPoOJIEMH, CBBP3aHU ¢ KOJIHMYecTBOTO Herzuma, koeTo Moxe na ObJ1e H3TETJICHO OT
¢nakona.

[IpurorBenuaT pa3TBOp HE TPAOBa /1a ce 3aMpassBa.

HMHcTpyKiMm 3a acENTUYHO PEKOHCTUTYHUPAHE

1) Kato usmon3Bare crepuiiHa CIPUHIIOBKA, 0aBHO MHKEKTUPANTE MOAXOASAIINS 00eM (KaKTo €
0TOEIA3aHO TI0-TOPE) CTEPHITHA BOJIA 32 HHIKEKITUHU BBB (PIIakoHA, ChIbPIKAII JTHODUITH3HPAH
Herzuma, HacouBaifku cTpysTa B THODHUIHN3ATA.

2)  Jleko 3aBbpTeTe drakoHa, 3a 1a moanoMortere pasreapsnero. HE PASKJIAIIIAWTE!

[Ipu pazTBapsHe HAa MPOAYKTA HATMYMETO HA MAJIKO IIHA HE € HeoOnyaiiHo. OctaBeTe (1akoHa 3a
okosio 5 MuHyTH. PazrBopenust Herzuma e Ge3uBeTeH 10 61€70KBIT IPO3paueH pa3TBOP U 1O

MPUHIIAIL B HET'O HE TpH6Ba Ja UMa BUAUMHA 4aCTHUIIU.

YkazaHus 32 aCeNTUYHO pa3pekaaHe Ha IPUTOTBEHUS Pa3TBOP

Onpenenere KOJTUIECTBOTO HEOOXOIUM Pa3TBOD:
*  BB3 OCHOBA Ha HaTOBapBaIlla 103a TPacTy3yMad oT 4 mg/kg TeIecHO TEeTI0 WiTu
noce/Bala ceMUYHA J103a TpacTy3ymab ot 2 mg/kg TenecHo Terio:
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O06em (ml) = Tenecno Terio (kg) X n103a (4 mg/kg natoBapsaiia win 2 mg/kg nomrbpxaIia)
21 (mg/ml, KOHIEHTPAIUS HA Pa3peICHUs PA3TBOP)

*  BB3 OCHOBa Ha HAaTOBapBallla Jj03a TpacTy3yMab oT 8 mg/kg TenecHo Terao uim
nocieaBama 3-ceAMUYHA 103a TpacTy3ymad ot 6 mg/kg TenecHo Terio:

O6em (ml) = Teaecno Tero (Kg) X n103a (8 mg/kg natoBapsaria win 6 Mg/Kg moyrbpxkaria)
21 (mg/ml, KOHLEHTpaIKs Ha Pa3peACHHs Pa3TBOP)

[MoaxoAsIoTo KOTMYECTBO Pa3TBOP TPSAOBA Ja Ce U3TETIH OT (IaKOHA Ype3 M3IMOJI3BaHEe HA CTEPUITHA
WTJIa ¥ CIPUHIIOBKA, U Jla ce MprbaBH KbM HH(Y3HOHHHUS cak, chabpxai 250 ml pastBop Ha HaTpreB
xmopun 9 mg/ml (0,9 %). /la He ce M3MOM3Ba ¢ TIIOK03a-ChBPKAIIN pa3TBOpH (BXK. Touka 6.2). CakbT
TpsOBa JIEKO J1a ce 00BPHE, 3a JIa CE pa3MECH pa3TBOPHT, KaTo ce U30sATBa 00pa3yBaHETO HA IITHA.

[Ipeau ynotpe0ba, JeKkapcTBEHUTE NPOLYKTH 32 MMapEHTEPAIHO NPUIIOKEHHE TPsAOBa Aa ce
MHCTIEKTUPAT BU3YaJIHO 3a TBHPIY YaCTULIM U IPOMSIHA Ha L[BETA.

He ca Ha6HIOZ[aBaHI/I HECbBMECTUMOCTU MCIKIY Herzuma u cakoBeTe OT MOJIMBUHHUIIXJIOPU,
TTOJIMCTUIJICH WJIN ITOJIMITPOITUIICH.

Herzuma e npeqHa3HaueH caMmo 3a eIHOKpaTHa yrnoTpeda, Thil KaTo MPOAYKTHT HE ChIIbpiKa
KOHCCPBAHTH. Hewnsnon3sanusr JICKAPCTBCH MPOAYKT WJIN OTHAABUYHUTC MATCpUATIN OT HET'O TpH6Ba Ja
CC€ U3XBBPJIAT B CbOTBETCTBUEC C MECTHUTE N3WCKBAHUA.

7. NMPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Celltrion Healthcare Hungary Kift.

Vaci t 1-3. WestEnd Office Building B torony

1062 Budapest

VYHrapus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/17/1257/001

EU/1/17/1257/002

9. JATA HA TBPBO PA3PEINABAHE/IIOJHOBSIBAHE HA PA3ZPEIIEHUETO 3A
YIOTPEBA

Jlara Ha mepBo paspeniaBane: 9 peppyapu 2018 r.

Jara Ha nocnenHo nogHoBsiBaHe: 9 nekemBpu 2022 r

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

IToapoOHa nHGOpPMAITHS 332 TO3W JIEKAPCTBEH MPOAYKT € IIpeIocTaBeHa Ha yeOcalita Ha EBponeiickara
areHIys o Jiekapcreata http://www.ema.europa.eu.
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HPUJIOKEHHE |1
INPOU3BOAUTEJ HA BUOJIOTTYHO AKTUBHOTO
BEHIECTBO U IPOU3BOJUTEJL, OTTOBOPEHHU 3A
OCBOBOXKJIABAHE HA ITAPTUIN

YCJIOBUSA NN OTPAHUYEHUSA 3A JIOCTABKA N
YIIOTPEBA

APYI'N YCJIOBUS 1 UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJIOBUA NN OTPAHUYEHUS 3A BE3OITACHA U
E®EKTUBHA YIIOTPEGA HA JIEKAPCTBEHUS TIPOAYKT
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A.  MPOU3BOAUTEJ HA BUOJOI'NYHO AKTUBHOTO BELHIECTBO U
MNPOU3BOAUTEJL, OTTOBOPEHHU 3A OCBOBO/KIJABAHE HA ITAPTUIN

Hme u aJIp€C Ha IMPOU3BOAUTEIIA HA OMOJIOrHYHO aKTUBHOTO BCIICCTBO

CELLTRION INC.

20 Academy-ro 51 beon-gil
Yeonsu-gu

22014 Incheon
PEITYBJIMKA KOPES

HMe u agpec Ha IPOU3BOAUTEINTE, OTTOBOPHU 34 OCBO60)K,I[aBaHC Ha NapTHAUTC

Millmount Healthcare Ltd.

Block 7

City North Business Campus
Stamullen, Co. Meath K32 YD60
UPJTAHIUA

Nuvisan GmbH
Wegenerstra3e 13,
89231 Neu Ulm,
I'epmanus

Nuvisan France SARL
2400, Route des Colles,
06410, Biot,

Opannus

Kymos S.L.

Ronda Can Fatj6 7B

(Parque Tecnoldgico del Vallés)
Cerdanyola del Valles, 08290 bapcenoHna,
Hcnanus

Midas Pharma GmbH
Rheinstr. 49,

55218 WnrenxaiiMm,
I'epmanus

IleuaTHaTa 1UCTOBKA Ha JICKaApCTBCHUA MPOAYKT TpH6Ba Ja CbAbpiKa UMCTO U aJpeCa Ha
IIPOU3BOAUTEIIA, OTTOBOPECH 3a OCBOGO)I(Z[aBaHeTO Ha CbOTBCTHATA INapTuaa.

b. YCJIOBUSA NWJIN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHUAT MIPOIYKT CE OTITYCKa IO OTPAaHUICHO JICKapCcKo mpeanucanue (Bx. [Ipmroxenue
Kparka xapakTepucTiKa Ha MPOIyKTa, Touka 4.2).

B. JPYI'M YCJIOBUS U N3UCKBAHMUS HA PASPELHLIEHUETO 3A YIIOTPEBA

. IlepuoanyHu aKTyaJau3upaHu J0KJIaau 3a 0esonacHoct (ITAJIB)

N3uckBanusTa 3a nojgaane Ha [TAJIb 3a TO3M JIEKapCTBEH MPOAYKT ca IOCOUYEHH B CITUCHKA C
pedepentaute natu Ha EBpomnetickus cbio3 (EURD cruchk), npensuacH B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCHUKH CIIEBAIIN aKTyalN3alluH, TyOJUKYBaHA HA €BPOTICHCKIIS
yebmopTal 3a JiekapcTaa.
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r. YCJI0BUsa UWJIHN OT'PAHUYEHUS 3A BE3OITACHA U E@EKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUSA ITPOAYKT

. IInan 3a ynpasiaenue Ha pucka (ITYP)

[IPY TpsibBa na M3BHPIIBA U3UCKBAHUTE JICHHOCTH U JCHCTBUS, CBBP3aHU C MPOCTeIsIBaHe Ha
JIeKapcTBEeHaTa 0e30macHoCT, TocoueHH B omobpenus [IYP, nmpencrasen B Moayn 1.8.2 Ha
Pazpemenuero 3a yrnorpeda, KaKTo U IpU BCUYKH CIEABAIIN ChITIACYBaHU aKTyanu3anuu Ha [IYP.

Axtyamusupan [1YP TpsiOBa na ce mogasa:

e 110 UCKaHe Ha EBporeiickara areHius 1o JieKkapcTBara;

e BUHArW, KOTaToO C€ M3MEHsI CHCTeMaTa 3a yIpaBJIeHHe Ha PHCKa, 0COOCHO B pe3ysTaT Ha
MoJTy9aBaHe Ha HOBA MH(OpMAITHs, KOSTO MOXKE J1a JOBEIe 0 3HAYUMH ITPOMEHH B
CHOTHOILCHUETO TOJI3a/PHUCK, UK CJIe]l IOCTUTaHe Ha BayKeH eTarl (BbB Bpb3Ka C
MpoCIIeiBaHe Ha JIeKapCTBEeHaTa 0e30MMacHOCT WK CBEX/IaHE Ha PHCKA JI0 MUHUMYM).
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HPUJIOKEHHUE 111

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BbPXY OITAKOBKATA
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JAHHHU, KOUTO TPSABBA JA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Herzuma 150 mg npax 3a KOHIIEHTpaT 3a UH(Y3UOHEH Pa3TBOP
TpacTy3ymad

2. OBSIBABAHE HA AKTUBHOTO(MTE) BEHHIECTBO(A)

Enun ceappxka 150 mg tpacty3ymab. Cnen pastBapsiae 1 ml koHIIEHTpaT chabpka 21 mg
TpacTy3ymao.

3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

ITomomnau BemecTBa: L-xuctuauuoB xunpoxiaopun; L-xuctunun; momucopbar 20; o,a-Tpexanosa
TUXUJPAT.

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

[Ipax 3a koHLEHTpAT 32 HH(QY3UOHEH Pa3TBOP
1 ¢naxon

| 5. HAYUH HA ITPUWJIOKEHUE U ITbT(MIIIA) HA BbBEX/JIAHE

3a HHTPABEHO3HO MPHIIOKECHUE CAMO CJICH Pa3TBAPSIHE U pa3pekIaHe
[peau ymotpeda nmpovereTe IUCTOBKATA

6. CIHHEHUAJIHO NPEAYHPEXJIEHUE, YE JEKAPCTBEHUAT NIPOAYKT TPABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOT'JIEJA U JOCEI'A HA JELIA

[a ce cpxpaHsiBa Ha MICTO, HEAOCTHITHO 3a JIela

| 7. APYTI'U CHEINMAJIHU ITPEAYIPEXKIAEHUSA, AKO E HEOBXOJUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'oneu no:

| 9. CHHEHHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce chxpanssa B xnaauaauk (2°C — 8°C).
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10.

CHHELHUAJIHU ITPEJAITIA3HA MEPKMU IIPU U3XBBPJISSHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH UJIN OTITIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA IIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Celltrion Healthcare Hungary Kft.

Vaci Ut 1-3. WestEnd Office Building B torony
1062 Budapest

VYHrapus

12.

HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/17/1257/001

13.

HNAPTUJAEH HOMEP

ITapt. Neo

14.

HAYUH HA OTITYCKAHE

JlexkapCTBEHUSAT MPOIYKT C€ OTITyCKa II0 JIEKAPCKO MPEIITUCAHHE.

| 15,

YKA3AHUA 3A YIIOTPEBA

| 16.

WH®OPMAIIMS HA BPAMJIOBA A3BYKA

Herzuma 150 mg

| 17.

YHUKAJIEH UWAEHTUOUKATOP - IBYU3MEPEH BAPKO/{

JByn3MepeH 0apKoJi C BKIIFOUEH YHUKAJICH UACHTU()UKATOD

| 18.

YHUKAJIEH UWIEHTUOUKATOP - JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMMYM JAHHU, KOUTO TPABBA JIA CbABPXKAT MAJIKUTE EJUHUYHU
II'bPBUYHU OITAKOBKH

ETUKET HA ®JIAKOHA

1. HUME HA JIEKAPCTBEHUS NTPOAYKT U IbT(MIIA) HA BBBEXK/IAHE

Herzuma 150 mg mpax 3a KoHIIEHTpAT 32 HH(OY3UOHEH Pa3TBOP
TpacTy3ymad
CaMo 32 MHTPaBEHO3HO MPUIIOKECHUE

| 2. HAYHMH HA TIPUJIOKEHUE

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. INAPTUJAEH HOMEP

Lot

| 5. CBHABPKAHUE KATO MACA, OBEM WU EJUHUIIN

6. JIPYTO
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JAHHH, KOUTO TPABBA JIA CbIbPKA BTOPUYHATA OIIAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Herzuma 420 mg npax 3a KOHIICHTpAT 32 UH(Y3UOHEH Pa3TBOP
TpacTy3ymad

2. OBSIBABAHE HA AKTUBHOTO(MTE) BEIHECTBO(A)

Exun ceappika 420 mg tpactyzymab. Cuen paztBapsiHe 1 ml KoHIeHTpaT cpabpxka 21 mg
TpacTy3ymao.

3. CIIUCBK HA IOMOIIIHUTE BEHIECTBA

ITomommam BemecTBa: L-xuctuanHoB xunpoxiaopun; L-xuctunus; mommcopoar 20; o,a-Tpexaiosa
JUXuapar.

| 4. JJEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

[pax 3a koHLEHTpAT 32 HHQY3UOHEH Pa3TBOP
1 ¢pnakon

| 5. HAYHNH HA ITPUWJIOKEHUE U ITbT(MIITA) HA BbBEK/IAHE

3a MHTPABEHO3HO MPUJIOKEHUE CaMo CJIell Pa3TBapsAHE U pa3pekaaHe
[Ipenu ynorpeba nmpodereTe IMCTOBKATA

6. CIHHEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEAZA U TOCEI'A HA TELIA

I[a CC€ CbXpaHsBa Ha MACTO, HEJOCTBIIHO 3a JICIa

| 7. JAPYI'U CHEHNUAJIHU NPEAYIPEXJIEHUS, AKO E HEOBXOJIUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA I'OJJHOCT

T'onen no:

| 9. CIIEHMAJIHU YCJIOBUS HA CbXPAHEHUE

Ja ce cvxpansiBa B xinaamiHuk (2°C — 8°C).
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10.

CIHHELHHUAJIHU ITPEJAITA3HA MEPKMU ITPU U3XBBPJISSHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

HUME U AIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Celltrion Healthcare Hungary Kft.

Véci ut 1-3. WestEnd Office Building B torony
1062 Budapest

VYHrapus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/17/1257/002

13.

IMAPTUJAEH HOMEP

ITapt. Ne

14.

HAYHMH HA OTHYCKAHE

JlexapcTBEHUAT NPOLYKT €€ OTIIyCKa IO JIEKAPCKO IPEAIUCAHUE.

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HH®OPMAIIMSA HA BPAJIOBA A3BYKA

Herzuma 420 mg

| 17.

YHUKAJIEH HIEHTUH®UKATOP - JIBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoz ¢ BKIIOYEH YHUKaAJICH HACHTH()HUKATOP

| 18,

YHUKAJIEH HIEHTU®UKATOP - JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMMYM JAHHU, KOUTO TPABBA JIA CbABPXKAT MAJIKUTE EAUHUYHU
II'bPBUYHU OITAKOBKH

ETUKET HA ®JIAKOHA

1. HUME HA JIEKAPCTBEHUS TPOAYKT U IbT(MIIA) HA BBBEXK/IAHE

Herzuma 420 mg npax 3a KOHIICHTPAT 3a HH(Y3UOHEH Pa3TBOP
TpacTy3ymad
CaMo 32 MHTPAaBEHO3HO MPUIIOKECHUE

| 2. HAYHMH HA TIPUJIOKEHUE

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. INAPTUJAEH HOMEP

Lot

| 5. CBHABPKAHUE KATO MACA, OBEM WU EJUHUIIN

6. JIPYTO

46



b. IUCTOBKA
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JIncroBka: nndopmanus 3a norpeduTes1
Herzuma 150 mg npax 3a KoHIeHTPAT 32 HH(Y3NOHEH PAa3TBOP

Tpacty3ymao (trastuzumab)

IIpouyereTe BHUMATEIHO USJIATA TUCTOBKA, IIPEIH 1A 3alI0YHETe 1A H3I0J3BaTe TOBA J1eKapCTBO,
Thil KaTO T CbAbP2Ka BaskHa 3a Bac undopmanus.

. 3anazere Ta3u JUCTOBKA. MoOXe J1a c€ HAJIOXKHU J1a 51 IPOYETETE OTHOBO.
. AKO MaTe HSIKaKBH JIOIBIIHUTEIHN BBIIPOCH, IONTUTaiTe Bamms iexkap wim gpapmanesT.
. AKO MoNTyynTe HIKaKBH HEXXEIaHU peaklnu, yBenomere Bamus nekap, papMaieBT win

MCIOUIIMHCKA CeCTpa. ToBa BKII0YBa U BCUUKU Bb3MOXKHHU HEXKCIIaHU pceaKknnu, HEOIM1MCaH! B
Ta3u JIUCTOBKA. BrkTe Touka 4.

Kakso ChAbPiKA Ta3H JUCTOBKA:

Kakso npencrasisisa Herzuma u 3a KakBo ce U3I0JI3Ba
Kaxkso Tps0Ba na 3naere, npeau aa Bu ce npuioxu Herzuma
Kax ce npunara Herzuma

Bb3MoxxHM HEXeNlaHU peakuuu

Kaxk na cexpansBate Herzuma

ChapprkaHre Ha OMIAKOBKATa U JIOMBIHUTETHA HHQOpMAIUs

oML E

1. Kakpo npeacrasiasisa Herzuma u 3a kKakBo ce U310/13Ba

Herzuma cpapprka akTHBHOTO BEIIECTBO TPACTY3yMad, KOETO € MOHOKJIOHAIHO aHTHUTSIIIO.
MOHOKIIOHATHUTE aHTUTENA ce MPUKPENBAT KbM clieupUIHN OeNThIM WK aHTUreHu. TpacTy3ymad
¢ pa3paboTeH Taka, 4e /1a Ce CBbP3Ba CEJICKTUBHO C aHTUTEH, HApeUeH PEeLenTOp Ha YOBEIIKH
enuaepmaieH pactexxer gakrop 2 (HER2). HER2 ce Hamupa B rojieMu KOJUUECTBA BBPXY
MIOBBPXHOCTTA Ha HAKOU PAKOBHU KJIETKH, KbJIETO CTUMYJIMpa TexHus pactex. Koraro Herzuma ce
cebpke ¢ HER2, Toif criupa pacrteka Ha MOAOOHH KIETKU M ITPEIU3BUKBA CMBPTTA UM.

Bamusr JICKap MOXKE€ Ja Npeanuuic Herzuma 3a nedenue Ha PpaK Ha MJICYHATAa XJIC3a UJIM CTOMaxa,
Korarto:

® Bue nmare paK Ha MJICYHAaTa KJIC3a B PAHCH CTaI[I/Iﬁ C BUCOKO HMBO Ha MPOTCWH, HAPCUCH
HER?2.
* Bue umare METacCTasupall paK Ha MJICHUHATA KJIC3a (paK Ha MJICYHAaTa XXJIc3a, KOUTO ce ¢

pasnpoCTpaHuiI H3BHH IbPBOHAYAHAS TYMOpP) ¢ BUCOKH HUBAa Ha HER2. Herzuma mosxe na ce
OpeAnuIIe B KOMOMHAIMS ¢ XUMHOTEPAIIeBTHYHHTE JISKAPCTBA MAKIUTAKCE HITH JOLETaKCeT
KaTo IbPBO JIEYEHHE HA METACTa3upaj pak Ha MJICYHATA JKJI€3a UIIH J1a CE MpeIIHUIIe
CaMOCTOSITEITHO, aKO JPYTUTE BUIOBE JICYEHUE Ca C€ OKa3allu HeycnelmHu. Toil ce mpuiara
CBHIIIO ¥ B KOMOWHAIHS C JIEKApCTBa, HAPEUEHN HHXUOUTOPU Ha apoMaTasaTa, IpH MalueHTH C
Brcoku HUBa HAa HER2 u MetacTasupan pak Ha MJIe4HaTa JKJie3a C MOJIOKUTEIHH XOPMOHAIIHU
peuenTopu (pak, KOHTO € 4yBCTBUTENICH HA HAJTMYMETO Ha KEHCKU TOJIOBH XOPMOHH).

. Bue nmate Meractasupan pak Ha ctomaxa ¢ Bucoko HuBo Ha HER2, xoraTo ce mpunara B
KOMOMHALUS ¢ APYTHUTE JIEKAPCTBa 33 PaK — KalleUTaOUH UK S-(hIyopoypaiui U [UCIUIATHH.

2. KakBo TpsioBa 1a 3HaeTe, npeau A1a Bu ce mpuiaoxku Herzuma

He u3noJ3ssaiiTe Herzuma, ako:

. aKo CTe aJIEPTUYHH KbM TPAcTy3yMad, KbM MHUIIHU MPOTEUHH WU KbM HAKOS OT OCTAHAIINTE
CHCTAaBKU Ha TOBA JIEKApCTBO (M30pOeHH B TOUKa 6).

. aKo MMaTe CEpHO3HH MPOOJIEeMH C JUIIAHETO B TIOKOHM MOpaay paK Wi ako ce Hy)XKIaeTe OT
KHCJIOPOJIOJIEUCHHUE.
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[penynpesxkaeHus: U MpeIna3sHu MEPKH
BamusT nexap mie HaOJr01aBa BHUMATEIHO JIedeHHeTo Bu.
ITpoBepka Ha cbpaeYHATA PYHKIIUA

Jleyenneto ¢ Herzuma caMOCTOSATETHO HITH C TaKCaH, MOJKE JIa 3aCETHE ChPLETO, 0COOCHO aKo HAKOTa
CTe M3IOJI3BAIN aHTPAIMKIMH (TaKCaH!W W aHTPAIMKIIMHY ca J[Ba IPYTH BHJIA JIEKapCTBa, U3IOJI3BAHU
3a JieueHue Ha pak). EQekrure Morar ja ObaT OT yMEPEHO TEXKKHU JI0 TEKKH U MOTAT Jla IPUYHHST
cMBPT. 3aToBa QPYyHKIMATA HA ChpLETO Bu 1me Ob1e npoBepsBaHa Mpeau, o BpeMe Ha

(Bcexu 3 mecena) u cien (1Be A0 MeT ToJuHHK) JiedeHneTo ¢ Herzuma. Axo ce mosBST pU3HAIK Ha
ChpJiedHa HEOCTAThYHOCT (HEOCTAThYHO M3IIOMIIBaHE Ha KPBB OT chpieTo) Bammara cepaedna
(YHKIHST MOXKE J1a ce IpOoBepsiBa M0-4ecTo (Ha BCEKH 6 10 8 cenMUIIN), MOXKe Ja MOJy4YHTe JIeueHHe 3a
ChpJIeYHa HEIOCTAThYHOCT UIIM MOJKE Ja CE€ HaJIOKU Ja crpere jeueHuero ¢ Herzuma.

I'oBopere ¢ Bamus nexap, papmarneBT nimm MeAMIIMHCKA cecTpa, penu aa Bu ce mpunoxxu Herzuma,
aKo:

. CTe UMaJH ChpJIe9YHa HEIOCTATHYHOCT, HICXEMUYHA OOJIECT Ha CHPILETO, KIAMHO 3a00IsIBaHe Ha
CHPIETO (IIyM Ha CHPIETO), TOBHUILIEHO KPHBHO HAJSTAaHE, IPUEMANIH CTE WM B MOMEHTA
MpUeMaTe JIEKapCTBO 3a BUCOKO KPBbBHO HAJIATAHE.

. HSKOT'a CTE JICKYBaHH WJIM B MOMEHTA M3I10J13BaTe JICKAPCTBO, HAPEUCHO TOKCOPYOUIIMH MK
enupyOuIuH (JeKapcTBa, M3MOI3BaHU 3a JIeYeHUE Ha pak). Te3u nekapcTa (Win ApyTH
AHTPALMKIIMHH ), MOXeE J]a YBPEAAT ChPJCUHUS MYCKYJI U Jla MOBHUIAT PUCKA OT MOsIBA HA
mpo0JIeMH ChC CHPIIETO IIPpH yIoTpeda Ha TpacTy3ymao.

. CTpazaTe OT 3a7yX, 0OCOOCHO aKO B MOMEHTa M3I0JI3BaTe TakcaH. TpacTy3ymad Moxe 1a
NpeAN3BHUKA 3aTPyIHEHNE B TUIIAHETO, 0OCOOEHO KOTaTo ce JlaBa 3a MbPBH IIbT. ToBa MOXKe Ja
ObJie I0-CEepHO3HO, aKO Beue UMaTe 3aayX. MHOTO psKo, ciell MpUIoKEeHHE Ha TpacTy3ymao,
ca HaOJroaBaHM CIIydad HA CMBPT NPH MALMEHTH C TEXKKO 3aTPyJHEHUE B JUIIAHETO pean
JIeYEHHETO.

. Hskora Bu e mpunaraHo aApyro JieueHue 3a pax.

Axo nonryyaBate Herzuma ¢ 1pyro jekapcTBO 3a JIe4eHHE Ha paK, KaTo MaKJINTAKCEl, JOIeTaKCe,

apoMaTa3eH HHXUOUTOP, KanenuTabuH, S-(Iyopoypanni WM IUCIUIaTHH, TPsOBa 1a poyeTeTe

JMCTOBKHUTE M HA TE€3U MPOIYKTH.

Jena v roHOmIM

[Tpunoxenuero Ha Herzuma npu nuna Ha Be3pact nox 18 roanHu He ce mpernopbyBa.

Apyru gexkapcrea u Herzuma

WNndopmupaiite Bamms nexap, ¢papMareBT Wi METUITMHCKA CECTPa, aKo MPHeMaTe, HaCKOpOo CTe
HIPUEMAIH UJIU € Bb3MOXKHO Ja IpUeMare APYTH JIEKapCTBa.

Moske na ca Hy»XHH J0 7 Mecella, 3a 1a ce enumuHupa Herzuma ot oprannsma Bu. [lopanu ToBa
TpsOBa Aa Kaxxete Ha Bamms nexap, GpapMaieBT, WM MEIUIIMHCKA CECTPa, 9€ CTE CE JICKYBAIIH C
Herzuma, ako 3ano4HeTe JieueHHE € IPYTO JEKAPCTBO Mpe3 7-Te Mecela Cliell CIIMPaHe Ha JICUEHUETO.

bpemenHocT

. AKo cTe OpeMeHHa, cMsATaTe Ye MOXKe Ja cTe OpeMEeHHa WK TUIaHupaTe OPEeMEeHHOCT,
MMOCHBETBalTE ce ¢ Bamms nexap, papManeBT Wil METUITHCKA CecTpa Ipeau yrnorpedarta Ha
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TOBA JICKapCTBO.

* Bue TpSI6Ba Ja U3I10J13BaTe C(I)eKTI/IBHI/I MCTOJU 3a MpEAIa3BaHe OT 3a6peMeH$[BaHe 10 BpEMC Ha
neuenuero ¢ Herzuma u Haii-mainko 7 Meccla CJIC 3aBbpIIBAHE HA JICHCHUCTO.
® Bammusar JICKap e Bu 00sicuu PHUCKOBETE U IMOJI3UTE OT NPOBCIKIAHE HA JICUCHUC C Herzuma o

BpeMe Ha OpeMeHHOCT. B peaiku ciydau npu OpeMEeHHH KEeHHU, KOUTO ce JiekyBart ¢ Herzuma, e
Ha0IIOaBaHO HaMaJIeHHE Ha KOJIMYECTBOTO (AaMHUOTHYHA) TEUHOCT, KOSITO 3a00HMKaIsI
pa3BUBAIIMS ce IUIOJ] B MaTKara. ToBa ChbCTOSIHUE MOKE J]a ObJIe BPETHO 32 IUI0Jia U € CBBP3aHO
C HEMIBJIHO pa3BHUTHE Ha OeJUTe IPOOOBE, KOSTO BOJIU IO CMBPT Ha ILIOJA.

KbpMmene

He xppmMere no BpeMe Ha nedeHneTo ¢ Herzuma u 10 7 Mecena ciiesi mpuiiaraHeTo Ha ImociieiHara
nmo3a Herzuma, Tl kato Herzuma mMoske fga mpeMuHe B 6e6€To upe3 KbpMara.

[NockBerBaiiTe ce ¢ Bamms nekap wim dapManeBT npean yrnorpedaTa Ha KOETO | Ja € JIEKapCTBO.
lodupane u padoTa ¢ MAIIMHU

Herzuma moxe 1a okake BIMSHUE BBPXY CIIOCOOHOCTTA J1a Iodupare Wik padoTUTE C MAIIMHA. AKO
0 BPEMe Ha JICUCHUETO Ce TMOSBSIT CUMIITOMHU KaTo 3aMaliBaHe, ChbHJIMBOCT, CTYJICHH TPBIIKH WIIN
MOBHIIIEHA TeMIIeparypa, He Tps0Ba na modupare uian padbOTUTE C MAIIMHK JIO OT3ByYaBaHe Ha
CHUMITTOMHUTE.

Harpuii

Herzuma cwaspixa mo-manko ot 1 mmol marpuii (23 mg) Ha 1o3a, T.e. TOBA IIE peye MPaKTHIECKH He
ChABpKa HaTpUHl.

3. Kak ce npuiara Herzuma

[Ipenu 3anouyBane Ha edeHneTo, Bammar nekap e onpeaenu konmuectBoto Ha HER2 B Tymopa Bu.
Camo naruenT ¢ rossiMo konudectBo HER?2 mie Obaar nekyBanu ¢ Herzuma. Herzuma tpsioBa na ce
MIpHIIara camo OT JIeKap WM MEIUIIMHCKA cecTpa. BammsaT nekap me Bu npenmurie mo3a U cxema Ha
JIeueHue, KOUTO ca rnoaxomsamu 3a Bac. Jlozara Ha Herzuma 3aBucu ot TenecHoto Bu terio.

Herzuma ce mpunara o ¢opmara Ha HHTpaBeHO3HA HHPY3HA (“KanmkoBO™) TMPEKTHO BHB BeHHUTE Bu.
[IppBara mo3a ot Bamiero nedenune ce npuiara B mpoabbkeHue Ha 90 MUHYTH, KaTo, JOKaTo ce
npunara, Bue nie 0b1eTe HaOMOAaBaH! OT MEAULIUHCKH CIICHUAIUCT, aKO TOIYYUTE HEXKETaH!
peakuu. AKO ITbpBaTa J103a ce moHece 1o0pe, CIeaBaIIuTe 031 MOXKe J1a ce mpuiarar 3a 30 MUHYTH
(BmxTe Touka 2 “llpexymnpexaeHus U npearna3au Mepku’’). bposTt Ha nHY3UUTE, KOUTO IIIe TOTYUIHUTe,
IIIe 3aBHCH OT TOBA KaK OTroBapsTe Ha JiedueHrneTo. Bammsr iekap me o0chau ToBa ¢ Bac.

C men 1a ce u30erHaT rpemiky MpH JICYSHUETO € BayKHO J]a Ce MPOBEPAT €THKETUTE Ha (IIaKoHa, 3a 1a €
CHUTYPHO, Y€ JIEKapCTBOTO, KOETO C€ MPHUTOTBA U Npuniara, € Herzuma (tpacty3ymab), a He apyr
MPOAYKT, ChIBPIKAI TpacTy3yMad (Harp. TpacTy3yMad eMTaH3WH HIIH TPACTy3yMal JepyKCTEKaH).

[Ipu pak Ha MITedHATA XKJI€3a B PAHCH CTAIUH, METacTa3upall paK Ha MIICTHATA JKJI€3a U METacTa3upal
pak Ha cromaxa, Herzuma ce npuara npe3 3 ceamuiid. Herzuma mMoxe ChIIo J1a Ce MPUIIOKHU BEAHBK
CEeIMUYHO IIPHU METACTa3Upall paKk Ha MIICUHATA KJIe3a.

Ako cte cnipesn ynorpedara Ha Herzuma
He cnimpaiite ynorpebara Ha TOBa JiekapcTBO, 0e3 aa roBopure ¢ Bammus nexap. Becuuku nos3u tpsaosa
Jla ce mpujiaraT B TOYHOTO OIPEAEICHOTO BpeMe BCsIKA CEAMUIIA, WIIM Ha BCEKH TPU CEIMHLIN

(B 3aBUcuMOCT OT Barrara cxema Ha nmpuiiokeHue). ToBa 11e ToMOTHe JIEKapCTBOTO Ja JIeHCTBa
BB3MOXKHO Hali-100pe.
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Moxe na ca HeoOXoIuMH 10 7 Mecela, 3a aa ce orcTpanu Herzuma ot opranusma Bu. [lopaau ToBa,
Bammsat nexap Moxe Aa NpoIbJDKU 1a IpoBepsiBa cbpAedyHaTa Bu ¢yHKuus, 10opH U cien Kato
MIPUKJIIOYUTE JICUEHUETO.

AKO MMate HSKaKBH JOITBIHUTEHU BBIIPOCH, CBBP3aHHU C YIIoTpedaTa Ha TOBA JICKAPCTBO, MOMUTANTE
Bammms nexap, apmaneBT nim MEAUIIMHCKA CECTpa.

4, BB3MOKHU HesKeJIaHU peakiun

KakTo BCcH4KM JieKapcTBa, TOBA JICKAPCTBO MOXKE JIa IPEIU3BUKA HEXKEJIaHU PEaKI[UK, BhIIPEKH Ye HE
BCEKH T'Y osyyaBa. HsIkou OT TAX Morat Ja ObJaT CepHO3HH U Ja IOBeIAT 10 MpueMaHneTo Bu B
OoJsHHIIA.

[To Bpeme Ha nHOY3uUsA ¢ HErzuma Moske aa ce MosABAT CTYJCHH TPBHITKY, BUCOKA TEMIIepaTypa U APyru
TPHITONIO00HN CHMIITOMH. Te ca MHOTO decTH (MOKe 11a 3acerHaT nmoseue ot 1 Ha 10 mymm). Apyru
CHMIITOMH, CBbp3aHH ¢ MH(]Y3UsTa, ca: TajeHe, MoBpbhiane, 00JIKa, MOBHUIIIEHO MYCKYIIHO
HanpeKeHHe U TperepeHe, rnaBodonue, 3aMaiiBane, 3aTpyJHEHO AUIIaHE, BUCOKO MM HUCKO KPHBHO
HaJsraHe, HAPYIICHUS Ha ChPJIEYHUS PUTHM (ChpLeONeHe, TPENTeHe Ha ChPIIETO WM HEMPaBHIIeH
ChpJIeYeH PUTHM), IOJyBaHE Ha JIMIIETO U YCTHUTE, OOPUB M UyBCTBO Ha yMopa. Hsikou ot Te3n
CHUMIITOMH MO3e J1a ObJIaT CepHO3HH, a UMa U TIOYMHAIY MAUEeHTH (BUXKTE TOUKa 2.
“IIpemynpexaeHus U Tpeana3Hul MEpKu””).

Te3u peaknuu ce HaOIIOJaBaT MPEAUMHO TIPH ITbpBaTa MHTPaBEHO3HA HH(Y3Us (BIMBAHE BHB BeHATa
Bu) u npe3 mppBuTE YacoBe ciell HayanoTo Ha nHpy3uara. Te 0OMKHOBEHO ca BpeMeHHH. Bue mie
Opaere o HaOJIIOEeHNE Ha MEIUIIMHCKY CIICLMAINCT 110 BpeMe Ha MH(Y3UATa U IIOHE LIECT yaca
CJIe[l Ha4aJIoTO Ha MbpBaTa WH(Y3UI U JBa Yaca Clie] Ha4aJloTO Ha APyruTe HHYY3uu. AKO TIOIyYUTe
peakuusi, TOW/Ts e 3a0aBU WK cpe HHPY3UATa U MOXKe J]a IPUIIOKH JISUeHHe, 32 1a
MPOTHUBOJEICTBA HAa HEXKENIaHUTE peakuu. MHDy3usITa MOXKE Aa TPOIBIDKY Clle NOJ00peHne Ha
CHUMIITOMUTE.

IloHsikOra CHMIITOMHUTE 3aI104BAaT MO-KbCHO OT IIIECT Yaca CjeJl HayaJloTo Ha I/IH(i)y3I/I5[Ta. Axo toBa Bu
C€ ClIyuu, He3a0aBHO ce CBBPIKETE C Bamms JICKap. [ToHsIKOTa CHMIITOMUTE MOXKE Ja ce HOI[06p5{T "
CJICO TOBA Ja CC BJIOIIAT ITO-KBCHO.

Cepuo3Hu He:KeJIaHU PeaKkunu

Jpyru HEXXemaHu peakIuy MOKe Jla € Pa3BHAT 110 BpeMe Ha JiedeHneTo ¢ Herzuma, a e camo BBB
Bpb3Ka ¢ nH(y3usTa. Kaxkere BeqHara Ha jJeKap Wid MeIUIIHHCKA CECTPA, aK0 3a0e/Ie:KNuTe HIKOH
OT CJIe[THUTE HeKeJIaHU PeaKIum:

* [IpobGnemu ChC CHPIIETO MOTAT Ja Bh3HUKHAT MOHSKOI'a [0 BpEME Ha JICUCHHE, a B HIKOU CIIy4au U
CJIe]] CIIUPAHETO MY, H MOTaT Jia ObAaT cepro3Hu. Te BKIYBAT OTCIa0BaHe Ha ChPICYHUS
MYCKYJI, KOETO € B3MOKHO Ja IOBeJIe 0 ChpjieuHa HeJJOCTaThYHOCT, Bh3IaJieHHe Ha OOBUBKAaTa
Ha CBHPIIETO, M pUTHMHU HapyIIeHus. ToBa MOXe Ja TOBEJE 10 CUMIITOMH KaTo 3aIyX
(BKIIIOUMTEITHO MIPE3 HOIIITA), KAIUIKIIA, 3aJphKKa Ha TCYHOCTH (OTHYAHE) B KpaKaTa WIIH PBIIETE,
MAMUATAIUY (ChpPLICOMEHE MM HEPABHOMEPEH ChPJICYCH PUTHM) (BHKTE Touka 2. “TIpoBepka Ha
cbpacyHata GyHKIms") .

Bamusr JICKap 1Ie mpociaeasaBa p€aoBHO CbPIETO Bu no BpEME Ha U CJIC/ JICUCHUCTO, HO Bue Tpﬂ6Ba
Ja YBEOAOMUTC He3a0aBHO JICKaps, ako 3a0€NeKUTE HAKOH OT TOPHUTC CUMIITOMHU.

e CuHApPOM Ha TYMOPEH JIN3UC (CHBKYITHOCT OT METa0OJUTHH YCIIO)KHEHUS, Bh3HUKBAIIU CJIC]T
JICUCHHE HA PaKa U XapaKTepU3UPAIIX Ce C BUCOKHM HUBA Ha KAl U Gocdatu, U HUCKH HUBA HA
Kamuii B KpbBTa). CHMITOMHUTE MOXE J1a BKIIFOUBAT MpodiieMu ¢ 6b0penuTe (c1abocT, HETOCTHUT
Ha BB3IyX, yMOpa U 00BbPKAHOCT), MPOOIEMHU ChC CHPIETO (ChpIIeONEHE MIIH YCKOPEHA UITH
3abaBeHa ChpJIeuHa JISHHOCT), MbPUOBE, MOBPBINAHE WK AUAPHUs, U U3TPHIIBAHE HA YCTATA,
JUIAHWTE WJIH CThIIANaTa.
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AKO MOJTy4YHTe HAKOH OT TOPHUTE CUMIITOMH, KOraTo jiedeHnetro Bu ¢ Herzuma e npuxmounio,
TpsiOBa Ja ce BUANUTE c Bamus ekap u 1a My KaxkeTe, ue Ipey ToBa cTe JiekyBaHu ¢ Herzuma.

Jpyra MHOTO 4ecTH He:KeJaHH peaknuu (Moske 1a 3acerHat noseue ot 1 Ha 10 aymm):

. UH(EKIIU

. JTHapHs

. 3aIeK

. KHCEJMHU (JIMCTIeTICHS)

. yMmopa

. KOXHHU OOpHBH

. 0oJIKa B TPBIHUS KOII®  KOpeMHa 00i1Ka

. cTaBHa OoJKa

. HHUCBHK OpOH YepBEeHH KPBbBHU KIETKU U 0TI KPBBHU KJIETKH (KOMTO IoMarat B Oopbata cperry
HH(EKITUHN), TIOHSAKOTa C TIOBUIIICHA TEMIIEpaTypa

. MYCKyJTHa 0OJIKa

. KOHIOHKTUBUT

. CHI3AIIN OUYH

. KBbPBEHE OT HOCA

. xpema

. Kocomaj

. TpernepeHe

. TOpelIy BhJIHU

. 3aMasHOCT

. HapylleHne Ha HOKTUTE

. 3ary0a Ha TerJio

. 3ary0a Ha aneTuT

. Hapy1lleH CbH (0e3chbHue)

. NpOMSIHA Ha BKYyCa

. HHUCBHK OpOi TPOMOOIIUTH

. CHHUHH

. M3TPBIBAHE WM MPaByYKaHEe HA IPBCTUTE Ha PBLETE U KPAKaTa, KOETO IIOHIKOra MOXKE /I 3aCeTHe
eI KpanHUuK

. 3ayepBsiBaHe, OAYyBaHEe W SI3BH B ycTaTa /WU I'BPIIOTO

. Oonka, moxyBaHe, 3aUuepBABaHE WM U3TPBIIBAHE HA PBLETE W/WIM KpaKaTa

. 3ayx

. riaBo0osHe

. KallIuma

. HOBPBIIAHE

. rajicHe
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Jpyru yecTu He:KeJIaHU peakuuu (Moxxe n1a 3acernat 1o 1 va 10 gymm):

. AJIEPTUYHH PEaKIIUU . CyXOTa B ycTara M cyxa Koxa
. MH(EKINUU Ha TBPIOTO . CYXH 04U
. MH(EKIMY HA THKOYHUS MEXyp U KOoKaTa  * U3MOTSABAHE
. BB3MAJICHHE HA I'bpaTa . YyBCTBO 3a CIa00CT M HEPA3IOJIOKEHOCT
. BB3NAJICHUE HAa YePHHUS IPO0 . TPEBOKHOCT
. OBOpeUHH yBpeKIAHUS . Jenpecus
. HOBHIIECH MYCKYJICH TOHYC WU . actma

HalpeKeHHe (XUIMEePTOHN) . uH(eKnus Ha Oenure 1poboBe
. 0onka B KpakaTta W/WiId phlieTe . 0eoapoOHH HapyLICHUS
. ChpOsIT 0OpHB . 0oka B rbpOa
. CHHJIMBOCT (COMHOJICHTHOCT) . 0oJKa BBB Bpara
. XEMOPOUIH . 0oJiKa B KOCTUTE
. ChpOeK . aKHe

. CITa3MH Ha JIOJIHUTE KpalHUIN

Jpyru HedecTH HeskeJJaHH peaknmu (Moxe na 3acerHart 1o 1 Ha 100 gymm):

. TrIyxoTa

. HaJUTHAT OOpPUB

. XpHUIOBE

. BB3MAJICHNC WM CPACTBAHUA B OeuTe IPoOOBE

Jlpyru penxu HexkelaHu peakuun (Moxxe aa 3acerrar a0 1 va 1 000 gymm):

. KBITCHUIIA
. aHa(UIAKTUYHU peaKuu

JIpyru HeKeJIaHU pPeakiui ¢ HeM3BeCTHA YecToTa (0T HATMYHUTE JaHHU HEe MOXe 1a Obie
HaIpaBeHa OlIEHKa Ha YecToTaTa):

. HapyIIeHO KPbBOCHhCUPBAHE

. BHCOKH HHBA HA KaJIN

. OTOK HMJIM KbPBEHE B 33JJHATa YacT Ha OYUTE

. IIOK

. HEPUTMHUYHA ChPJE€UYHA JEHHOCT

. JIUXaTeJIeH AUCTPeEC

. JUXaTeIHa HeJOCTaThYHOCT

. OCTpO HaTpyIBaHe Ha TEYHOCT B OeauTe npodoBe

. OCTpPO CTECHSBaHE HA TUXATEITHUTE IbTHILA

. aOHOPMHO HHMCKHM HHBA Ha KUCJIOPOJ B KPBBTa

. 3aTpyAHEHHE B IUIIAHETO, KOTAaTO CE JIEXKH Ha HUCKO

. YepHOIPOOHO YBpEXKIaHE

. OTOK Ha JIMIETO, YCTHUTE U I'bPIIOTO

. 0B0OpeyHa HeJJOCTaThYHOCT

. aOHOPMHO HHCKH HMBa Ha TEYHOCT OKOJI0 Oebero B yTpobara
. HEJOCTaThYHO Pa3BUTHE Ha OenuTe ApoOoBe Ha Oe0eTo B yTpobara
. HEIOCTaThYHO pa3BUTHE Ha OBOpennTe Ha OebeTo B yTpodaTa

Hsxou oT HexxenmaHuTe pCaKnny, KOUTO MMOJIydaBaTe, MOKE Ja C€ IbJIZKAaT U HAa OCHOBHOTO
3a00IIIBaHe - Ppax. Axo ce JICKYBATe C Herzuma B KOM6I/IHaHI/IH C XUMHOTECpaAIunA, HAIKOU OT TAX MOXKC
Ja C€ OBJIKAT ChIO U HA XUMHUOTEpanudaTa.

Axo NOJIYYUTEC HAKAKBU HCKCIIAHU JICKAPCTBCHU PCAKLINH, YBCIOMETC Bamus JICKap, Q)apMaueBT N
MCIOWIIMHCKA CECTpa.
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Cpo011aBaHe HA HeKeJIAHU peaKIuu

AKO TMOJIYYUTE HAKAKBU HCXKCIJIAHU JICKAPCTBECHU PCAKIUH, YBCIOMETC Bamus JICKap, Q)apMaueBT 1501050
MEIUIIMHCKA cecTpa. ToBa BKJIIOYBA BCHYKH BBH3MOXKHU HEOIUCAaHUM B Ta3W JUCTOBKA HEXEIaHU
peakiuu. MoxeTte ChIIO 1a ChOOIINTE HEeXENaH! PEaKINK AUPEKTHO Ype3 HAI[MOHAIHATA CUCTEMa 33
choOmaBane, mocodeHa B [Ipunoxkenne V. Karo cpo0maBare HexXeIaHW PEeaKIud, MOXKETE Ja TaacTe
CBOsI IPUHOC 3a MOJTyYaBaHe Ha MOBe4e HH(GOPMAIUSI OTHOCHO 0€30MacHOCTTa Ha TOBA JICKAPCTBO.

5. Kak na cexpansasare Herzuma

[a ce cbxpaHsiBa Ha MSCTO, HEAOCTHITHO 3a JELA.

He u3non3Baiite TOBa JIGKAPCTBO CJIE] CPOKA HA TOJHOCT, OTOEIsI3aH BbPXY KapTOHEHATA OMAaKOBKA U
eTHKeTa Ha (IakoHa, ChOTBETHO cien ,,l'oneH 10” u ,,EXP”. CpoKbT Ha TOHOCT OTTOBAps HA
MHOCJIETHHUS J€H OT ITOCOUYEHHUS Mecell.

Ha ce cpxpansiBa B xnagmiHuk (2°C - 8°C).

Nudy3nonnusT pazrBop TpsiOBa qa ce U3M0I3Ba He3a0aBHO ciel pa3pexnanero My. He usnoinsBaiite
Herzuma, ako 3abenexxnuTe TBbPAN YaCTUIM WU MPOMSIHA Ha 1IBETA MPEIH MPHIOKEHUETO MY.

He u3xBbpiidiiTe lekapcTBaTa B KaHAIM3AMATA WIIM B KOHTEHHEPA 3a JOMAIIHN OTHAIbIH.
[Tonmraiite Bamms dapmaiieBT Kak Ja U3XBBPIATE JEKapCcTBaTa, KOUTO Be4e He u3Moin3pare. Te3n
MEpPKH L€ CIIOMOTHAT 3a OIla3BaHe HA OKOJIHATA CPEeAa.

6. Chabp:kaHue HA ONIAKOBKATA M JONBJIHUTEIHA HH(pOpManus
Kakgo cpabpxa Herzuma

. AKTHBHOTO BEILIECTBO € TpacTy3ymad. Beekn daakon ceappxka 150 mg Tpacty3ymad, KOHTO €
pa3tBopeH B 7,2 ml Boga 3a nHxkeKun. [lomydeHusT pa3TBOp ChabpkKa MPUOIHUIUTEITHO
21 mg/ml TpacTy3zymao.

. Jlpyrute chCTaBKH ca L-XUCTHAMHOB XUIPOXIOPH; L-XUCTHANH; 0,0-TpeXxano3a AUXUIparT;
nosicopOar 20.

Kak m3rine:xxna Herzuma u KakBo ChIbPiKa 0NMAKOBKAaTa

Herzuma e mpax 3a KOHILIEHTpAT 3a pa3TBOP 32 HHTPaBEHO3HA WHQY3HUsI, KOHTO ce Ipeasara B
CTBKJICHU (JIAKOHU C TYMEHa 3amyliajika, cbabppkat 150 mg Tpacty3ymab. [lpaxbsT npencrasissa
nromIn3upanu 6enu 1o 61e10 KbATH HeneTd. Beska kapToHeHa onakoBKa cbhabpika 1 ¢uiakoH ¢
mpax.

IIpuresxaTten Ha pa3pelIeHHETO 32 YNOTpeda

Celltrion Healthcare Hungary Kift.

Vaci Ut 1-3. WestEnd Office Building B torony
1062 Budapest

VYHrapus

IIpousBoaure
Millmount Healthcare Ltd.

Block 7
City North Business Campus
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Stamullen, Co. Meath K32 YD60
Hpnangus

Nuvisan GmbH
Wegenerstra3e 13,
89231 Neu Ulm,
I'epmanus

Nuvisan France SARL
2400, Route des Colles,
06410, Biot,

Opannus

Kymos S.L.
Ronda Can Fatj6 7B
(Parque Tecnolbgico del Vallés)

Cerdanyola del Valles, 08290 bapcenona,

Hcnanus

Midas Pharma GmbH
Rheinstr. 49,

55218 UnremxaimM,
I'epmanus

3a mombIHUTENHA HHGOPMAIIH OTHOCHO TOBA JISKAPCTBO, MOJIS, CBBPKETE CE C JTOKAITHUS
MIpeICTaBUTEN Ha MIPUTEXKATENS Ha Pa3pelIeHneTo 3a ynorpeoda:

Belgié/Belgique/Belgien
Celltrion Healthcare Belgium BVBA
Tél/Tel: + 32 1528 7418
BEinfo@celltrionhc.com

Bbbarapus
Celltrion Healthcare Hungary Kift.
Ten.: +36 1 231 0493

Ceska republika
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Danmark

Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493
contact_fi@celltrionhc.com

Deutschland

Celltrion Healthcare Deutschland GmbH
Tel: +49 (0)30 346494150
infoDE@celltrionhc.com

Eesti

Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493
contact_fi@celltrionhc.com

Espafia

Lietuva
Celltrion Healthcare Hungary Kft.
Tel.: +36 1 231 0493

Luxembourg/Luxemburg

Celltrion Healthcare Belgium BVBA
Tél/Tel: + 32 1528 7418
BEinfo@celltrionhc.com
Magyarorszag

Celltrion Healthcare Hungary Kft.
Tel.: +36 1 231 0493

Malta
Mint Health Ltd.
Tel: +356 2093 9800

Nederland

Celltrion Healthcare Netherlands B.V.
Tel: + 31 20 888 7300
NLinfo@celltrionhc.com

Norge

Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493
contact_fi@celltrionhc.com

Osterreich
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Kern Pharma, S.L.
Tel: +34 93 700 2525

EALGoa
BIANEZ= A.E.
TnA: +30 210 8009111 - 120

France
Celltrion Healthcare France SAS
Tél.: +33 (0)1 71 25 27 00

Hrvatska
Oktal Pharma d.o.0.
Tel: +385 1 6595 777

Ireland

Celltrion Healthcare Ireland Limited
Tel: +353 1 223 4026

enquiry ie@celltrionhc.com

island

Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

contact fi@celltrionhc.com

Italia

Celltrion Healthcare Italy S.R.L.

Tel: +39 0247 927040
celltrionhealthcare _italy@Ilegalmail.it

Kvnpog
C.A. Papaellinas Ltd
TnA: +357 22741741

Latvija
Celltrion Healthcare Hungary Kft.
Talr.: +36 1 231 0493

Astro-Pharma GmbH
Tel: +43 1 97 99 860

Polska
Celltrion Healthcare Hungary Kft.
Tel.: +36 1 231 0493

Portugal

PharmaKERN Portugal - Produtos Farmacéuticos,
Sociedade Unipessoal, Lda.

Tel: +351 214 200 290

Roméania
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Slovenija
OPH Oktal Pharma d.o.o.
Tel.: +386 1 519 29 22

Slovenska republika
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Suomi/Finland

Celltrion Healthcare Finland Oy.
Puh/Tel: +358 29 170 7755
contact_fi@celltrionhc.com

Sverige

Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493
contact_fi@celltrionhc.com

United Kingdom(Northern Ireland)
Celltrion Healthcare Ireland Limited
Tel: +353 1 223 4026

enquiry ie@celltrionhc.com

Jarta Ha nocJieqHO mpepasriiexaane Ha JucToBkara <{MM /I'TT'T}>

JApyru u3rouyHunu Ha nHGopManus

IToapo6Ha nHOpMAaITKs 32 TOBA JICKAPCTBO € IpeIocTaBeHa Ha yeOcaiita Ha EBpomneiickaTa areHmus

o JjiekapcTBata http://www.ema.europa.eu.
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Ta3u nuctoBka e HannyHa Ha Bcuuku e3unn Ha EC/EUII Ha yeGcaiita Ha EBponeiickata areHIus 1o
JIeKapcTBaTa.

ITocouenara mo-a0Jy HH(l)OpMaIII/Iﬂ € MpeIHasHaYCHa CaMO0 3a MEIUIIHHCKHA CIICIIUATIUCTH:

C wen na ce u30erHaT rpeliky MpH JICYSHHETO € BayKHO J1a Ce MPOBEPST STUKESTHTE Ha (IaKOHa, 33 JIa € CUTYPHO,
4e JIGKapCTBOTO, KOSTO CE IPUrOTBs M mpriara, ¢ Herzuma (tpacry3yma6), a He ApyT OPOAYKT, ChIBPIKALL
TpacTy3yMmab (Hamp. TpacTy3ymMald eMTaH3WH WIIH TPacTy3yMabd AepyKCTEKaH).

BuHaru chxpaHsBaiiTe TOBa JIEKApPCTBO B 3aTBOPEHA OPUTHHAIIHA OTIAKOBKA TIPH TeMIIeparypa
2°C - 8°C B XJIaIUJIHUK.

TpsbBa na ce U3MOI3Ba MOIXO/AIIA ACSNITUYHA TEXHUKA IPU TPOIICTypUTE Ha PEKOHCTUTYUPAHE U
paspexaane. HeoOxoanmMo e 1a ce mogxoau BHUMATEITHO 32 OCUTYpsIBaHE Ha CTEPUITHOCT Ha
MIPUTOTBEHUTE Pa3TBOPHU. T'hi KaTO JEKAPCTBEHUSAT MIPOIYKT HE ChIBbPKA aHTUMUKPOOHH
KOHCEPBaHTH WM 0aKTEPUOCTATUYHU CPEJICTBA, TPIOBA /1a Ce Cla3Ba aceNTUIHA TEXHUKA.

dnakon Herzuma, pa3tBopeH acenTUYHO B CTEPHIIHA BOJA 38 MHKCKIUH (HE € MIPUIOKEHA), €
XUMHYCECKU ¥ (pu3HuecKu cTabuIIeH B IpoabbkeHue Ha 7 quu npu 2°C - 8°C ciieq npuroTBsiHe U HE
TpsOBa Ja ce 3aMpassiBa.

Cren acenTUYHO pa3pexkiaHe B CAKOBE OT MOJUBHHIIIXJIOPHUI, TIOJIMETHIICH WITU TTOJTUIPOITHIICH,
ChABPIKAIIN HHKEKIIMOHEH pa3TBOp Ha Hatpues xuopua 9 mg/ml (0,9 %), e noka3ana xuMuueckaTa u
(msnueckara crabunHoct Ha Herzuma no 30 gau ipu 2°C — 8°C, u 24 yaca npu Temneparypa He
noBucoka ot 30 °C.

OT MUKPOOMOJIOTUYHA TJICJHA TOYKa, IPUTOTBEHUST pa3TBop u Herzuma nH(y3uoHeH pa3TBop TpsOBa
Jla ce U3M0JI3BaT He3a0aBHO. AKO HE ce M3II0JI3Ba He3a0aBHO, BPEMETO U YCIOBHATA HA ChbXPAaHEHUE
Ipenu yrnoTrpeda ca OTTOBOPHOCT Ha MOTPeOHTENs 1 OOMKHOBEHO HE TPsAOBa 1a HAAXBBPIAT 24 Jaca
npu 2°C o 8°C oCBeH ak0 PEKOHCTUTYUPAHETO U Pa3peKAaHETO HE Ca U3BBPUICHU MPH
KOHTPOJIMPAaHU U BAIWAUPAHN aCENTHYHH yCIIOBUSI.

Acenrtuyno IIPUTOTBAHE, pa60Ta 1 CbXpPaHCHUC!

TpsiOBa 1a ce OCUTYPAT ACENTUIHH YCIIOBHSI Ha paboTa, KOTaTo Ce MPUTOTBSI HHPY3UATA.
[IpurorssiHeTo TpsOBa:

. Jla ce U3BBPIIBA NPY aCENITUYHH YCIOBHS OT 00y4eH MepcoHall B CbOTBETCTBHE C IpaBUiIaTa Ha
noOpaTa npakTHKa, 0cOOEHO 10 OTHOLICHHE Ha ACENTUYHOTO MPUTOTBSIHE Ha MAapeHTEpaTHH
MPOAYKTH;

. Jla ce U3BHPILIBA B JaMUHApeH OOKC WM B OOKC 3a OMoJornyHa 6€30MacHOCT, KaTo ce mpujarat
oOnuaiiHuTe Mpeana3Hu MepKH 3a Oe301acHa paboTa ¢ HHTPaBEHO3HU CPENCTBA;

. na 0bae MocaeIBaHo OT MOAXOASAIIO ChbXpaHEHUE Ha IPUTOTBEHUS PAa3TBOP 33 MHTPABECHO3HA

nH(}Y3H, 32 1a c€ OCUTYPH MOIbpKaHe Ha aCEITUYHNATE YCIOBHS.

Bcexu ¢nakon Herzuma ce pa3tBaps B 7,2 ml crepuinHa BoAa 3a HHKEKIIUU (HE € IPUIIOKEHA).
W3non3BaHeTo Ha Ipyry pa3TBOPHUTENHN 332 PEKOHCTUTYyHpaHe TpsiOBa aa ce n30srea. Taka ce mosydaBa
7,4 ml pa3TBOp 32 €THOKPATHO MPUIIOKEHHUE, ChIbpIKaIl NpuoIM3uTenHo 21 mg/ml Tpacty3ymad.
Honbnautened ob6em oT 4% NaBa BE3MOKHOCT OT BCEKH (PJIAKOH /1a Ce U3TETNIM OTpa3eHaTa Ha
eTukeTa g03a ot 150 mg.

ITo BpeMe Ha peKOHCTUTYHpaHe, TPSAOBA Ja ce BHUMaBa NPy M3Moyi3BaneTo Ha Herzuma.
ITpexoMepHOTO 0Opa3yBaHe Ha IsTHA 110 BpEMe Ha pa3TBapsHe WK PasKIal[aHeTo Ha Pa3TBOPECHUSI
Herzuma, moxe /1a mpeiu3BuKa npooieMu, CBbp3aHu ¢ KoJinuecTBoTO Herzuma, Kkoeto Moske 1a Obie
H3TETJICHO OT (DIaKoHa.

WHCTpYKIIMK 32 aCENTUYHO PEKOHCTUTYHPAHE
1) Kato u3mnos3Bare cTepuiiHa CpUHIIOBKA, 0aBHO HHXKeKTHUpaiiTe 7,2 ml ctepuina Boja 3a
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UHKEKIUY BBB (IIaKoHa, ChabpxkKaI auodunusupad Herzuma, HacoYBaiiku CTpysTa B
modunr3aTa.
2)  Jlexo 3aBwpreTe (hirakoHa, 3a aa moamoMorHere pasteapstero. HE PASKITAIIIAWTE!

[Ipu pa3TBapsiHe Ha MPOYKTa HATMYHETO Ha MAJIKO TsSHA He € HeoOmuaitHo. OcTaBeTe (uiakoHa 3a
okoJio 5 MuHyTH. PaztBopenusT Herzuma e 6e311BeTeH 10 01€T0KBIT Ipo3padcH pa3TBOp U 10

IIPUHIAII B HETO HE Tp$[6Ba Ja UMa BUAUMH 4YaCTHUIIU.

YKkazaHus 32 aCeNTUYHO pa3pekJaaHe Ha IPUTOTBEHUS Pa3TBOP

Onpenernere KOJIUISCTBOTO HEOOXOIUM Pa3TBOD:
*  BB3 OCHOBA Ha HATOBapBaIla 7032 TpacTy3yMad oT 4 mg/kg TenecHo Terao Wil MmocaeBaiia
CeIMHUYHA J103a TpacTy3yMad oT 2 mg/kg TeIecHO TerJo:

0O6em (Ml) = Teaecno Tero (kg) X mo3a (4 mg/kg HaToBapsaiua iy 2 My/Kg momabpskaria)
21 (mg/ml, KoHIIEHTpaIis Ha pa3peaeHHs Pa3TBOP)

*  BBb3 OCHOBa Ha HATOBApBalla JI03a TPacTy3ymad oT 8 My/kg TemecHo Terio Wiv nocjiensaiia
3-cemMuuHa 1032 TpacTy3ymad ot 6 mg/kg TeaecHO Terio:

O06em (ml) = Tenecno Terso (kg) X no3a (8 mg/kg naroBapsaiia miu 6 mg/kg momrspxKania)
21 (mg/ml, KoOHIIEHTpaIUs Ha pa3peaeHs pa3TBOP)

[ToXOISIIIOTO KOJMYECTBO Pa3TBOP TPsiOBA Jla Ce U3TEIINHU OT (pJIaKOHA Ype3 M3MOJ3BaHe Ha CTEPUITHA
UIJIa U CIIPUHIIOBKA, U J1a Ce PUOaBH KbM MH(Y3HOHEH CaK OT TOJMBUHUIXJIOPH/, TIOJUETHIIEH HITH
moJumponuieH, chappskar 250 ml pastBop Ha Harpues xmopux 9 mg/ml (0,9 %). Ia He ce u3monssa
C TJIFOKO3a-ChIbpiKamiu pa3tBopu. CakbT TpsiOBa JIEKO J1a ce 00BPHE, 3a [1a Ce pa3MeCH pasTBOPHT,
KaTo ce u30srBa 00pasyBaHeTo Ha nsiHa. [Ipean npuiarane napeHTepaaTHUTe Pa3TBOPH TPsiOBa 1a ce
nperjiear BU3yailHo 3a HaIMYKMe Ha TBP/IM YaCTHIM U IPOMSHA Ha IBETA.
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JluctoBka: uH(popManua 32 MOTPeOUTEISI

Herzuma 420 mg npax 3a KOHIeHTPAT 32 HH(}Y3NOHEH Pa3TBOP
TpacTy3ymab (trastuzumab)

[IpoyeTeTe BHUMATETHO LSJIATA JUCTOBKA, MPEIH 1A 3aM0YHETE 1A M3MO0J3BaTe TOBA JeKAPCTBO,
Thil KaTo TH ChABbPKA BaxkHa 3a Bac undopmanus.

. 3amazere Ta3u IUCTOBKAa. MoJKe /1a ce HaJIO0XH Ja sl IPOYEeTeTe OTHORO.
. AKO UMare HSKaKBH JIOMBIHUTEIHA BBIIPOCH, TTonuTaiiTe Bamus ekap wiu gapMaresT.
. AKO TIONTyuHTe HAKaKBH HEXEJIaHU peakilny, yBeaomeTe Bamus ekap, papmarest nim

MEIUITMHCKA cecTpa. ToBa BKIFOUBA U BCHYKH BE3MOKHU HEXKEIIAHU PEAKIIUU, HEOTIMCAHH B
Ta3u JINCTOBKA. BukTte Touka 4.

Kakgo ChbABbpPiKa Ta3u JIMCTOBKA:

KakBo npencrasisiBa Herzuma u 3a KakBo ce U31M0JI3Ba
Kakso TpsiOBa ma 3Haete, npeau aa Bu ce mpuioxu Herzuma
Kax ce npunara Herzuma

BBb3MOXHH HEXEIaHU peaKIuu

Kak na cexpanssare Herzuma

C’b):[’bp)i(aHI/Ie Ha OIIaKOBKaTa W JOIIbJIHUTCIIHA I/IH(i)OpMaIH/IH

AN

1. KaxBo npencraBasiBa Herzuma u 3a kakBo ce U3M0JI3Ba

Herzuma cpabpika akTUBHOTO BEIIECTBO TPAcTy3yMad, KOETO € MOHOKJIOHAJIHO aHTHUTSJIO.
MOHOKJIOHAIHUTE aHTUTENa ce IPUKPENBAT KbM clienuduyan 0entbum win antureHu. Tpacty3symad
€ pa3paboTeH Taka, 4e /1a CE CBbP3Ba CEJIEKTUBHO C AHTUTEH, HAPEUEH PELENITOP Ha YOBELIKU
enuaepmaiie pacrexeH dakrop 2 (HER2). HER2 ce namupa B rojieMu KoJimuecTBa BbpXy
MIOBBPXHOCTTA Ha HAKOU PAKOBHU KJIETKH, KBJETO CTUMYJINpa TexHus pactex. Koraro Herzuma ce
cebpke ¢ HER2, Toif cninpa pacrexa Ha 1OJJOOHM KIIETKH U MIPEAU3BUKBA CMBPTTA HM.

Bammsr JICKAp MOKE 1a NpCANHrIIC Herzuma 3a neuyenue Ha PpaK Ha MJICHYHATA KJIC3a UJIM CTOMaxa,
Korarto.

. Bue nmate pak Ha MileyHaTa jkjie3a B paHEH CTaJuid C BUCOKO HUBO Ha IPOTEHH, HAPEUCH
HER?2.
. Bue umate MeTactaszupan pak Ha Mie4yHaTa jkie3a (pak Ha MJIe4HaTa XkJie3a, KOiTo ce e

PpasmpoCTpaHuI U3BbH IbPBOHAYANHUSA TyMOp) ¢ BUcoku HUBa HAa HER2. Herzuma moxe na ce
MpeanuiIe B KOMOMHALMS ¢ XUMHOTEPAeBTHYHUTE JIEKAPCTBA MAKIUTAKCEN MK TOLETaKcel
KaTo ITBPBO JIEYEHNE HAa METAcTa3upall pak Ha MIIEYHATA JKJIE3a WU 1A CE MPEAIINIIE
CaMOCTOSTEIIHO, aKO APYTUTE BUJIOBE JICUEHUE Ca CE OKA3AIN HEeyCIelHN. Tol ce mpuiiara
CBIIO ¥ B KOMOMHAIU C JIEKapCTBa, HApEeYeH! HHXUOUTOPH HA apoMaTtasara, Y MalueHTH C
pucoku HuBa Ha HER2 u MeTacTazupain pak Ha MiledyHaTa KJie3a C MOJIOKUTETHH XOPMOHAJIHU
penenrtopu (pak, KOMTO € YyBCTBUTENIEH HAa HATMYMETO HA KEHCKU TIOJIOBH XOPMOHH).

. Bue nmate Metactasupan pak Ha ctoMaxa ¢ Bucoko HuBo Ha HER2, koraTo ce npunara B
KOMOUWHANus ¢ APyTUTE JIEKapCTBa 3a PaK — KaneuTaOuH Wik S-(Gayopoypaliiil 1 HUCTIIaTHH.

2. Kaxkso Tps6Ba n1a 3naerte, npeau Aa Bu ce npuiio:xu Herzuma

He u3moJa3saiite Herzuma, ako:

. aKo CTe ANEPTUYHU KbM TPAcTy3yMad, KbM MUIIU MPOTSHHHU WM KbM HAKOS OT OCTAHAITUTE
CHCTaBKHU Ha TOBA JIEKApCTBO (M30pOeHH B TOUKA 6).
. aKo UMaTe CEpHO3HU MPOOJIEMH C TUIIAHETO B TIOKOH MOpaIy paK Wik ako ce HyXKJaeTe OT
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KHCJIOPOJIOJICUCHHE.

IIpenynpesxaeHust U NpeanasHu MepKH

Bammst nekap me HaOr0oaBa BHUIMATEJHO JIeIeHUETo Bu.
IIpoBepka Ha cbpaeyHaTa GyHKIMSA

JleuenneTo ¢ Herzuma caMOCTOSITEITHO HITH C TAKCaH, MOXKE JIa 3aCEerHE ChPIIETO, 0COOCHO aKO HAKOTa
CTC M3IOJI3BAJIN aHTPaAlUKINH (TaKcaHI/I " aHTpalluKJIWHU Ca IBa APYT'U BHUa JICKApCTBA, U3M10JI3BaHU
3a JeueHue Ha pak). EQekTure moraT 1a ObJaT OT yMEPEHO TEXKKH JIO TSKKH U MOTAT JIa IPUYUHST
CMBPT. 3aTOBa (QYHKIHSITA Ha CHPIETO Bu e Ob/1e mpoBepsiBaHa MPe/IH, 10 BpeMe Ha

(Bcexu 3 Mecera) u ciel (IBe J0 MET FOIUHK) JeueHreTo ¢ Herzuma. Axo ce mosBST MpHU3HAIM Ha
ChpJieuHa HEJOCTaThUHOCT (HEJ0CTaThUHO M3NIOMIIBaHE HA KPBB OT ChpleTo) Bammara cepaeuna
(byHKIHS MOXKE J1a ce TIPOBEpsiBa MO-4eCTo (Ha BCEKH 6 710 8 CeaMUIIN), MOXKE Ja TOIYUIHUTE JICUCHHE 3a
ChpJICYHA HEJIOCTATHYHOCT MJIM MOXE Jla CE HAJIOXKH Jia cripeTe JieueHuero ¢ Herzuma.

l'oBopete ¢ Bamms nekap, ¢papmaneBT WM MEAULIUHCKA cecTpa, Ipeau 1a Bu ce npunoxu Herzuma,
aKo:

J CTEe UMaJIM ChpJICYHA HEJIOCTATHYHOCT, HCXEMUYHA 0OJIECT Ha ChPIIETO, KJIATHO 3200 IsIBaHE Ha
ChpueTo (IIyM Ha CHPIIETO), MOBUIIIEHO KPHBHO HAIATaHE, IPUEMANH CTE UM B MOMEHTA
TIpreMaTe JIEKapCTBO 32 BUCOKO KPBBHO HAJIATAHE.

. HSIKOTa CTe JIEKyBaHH UJIM B MOMEHTA U3I0JI3BATE JIEKAPCTBO, HAPEUCHO TOKCOPYOUIIMH WITH
enupyOuIuH (JeKapcTBa, H3MOJI3BaHH 32 JIeYeHHE Ha pak). Te3u ekapcTa (Wid ApyTH
AHTPALMKIINHA), MOXKE J]a YBPEIAT ChPACUHIS MYCKYJI U JIa TIOBUIIIAT PHCKA OT MOsIBa HA
poOJIEMH ChC CHPIIETO NP YIOTpeda Ha TpacTy3ymao.

. CTpajare oT 3aayX, 0COOEHO akO B MOMEHTa U3I0JI3BaTe TakcaH. 1TpacTy3ymad Moxe Ja
Mpeau3BUKa 3aTpyAHEHHE B IUIIAHETO, 0COOEHO KOTaTo ce 1aBa 3a II'bpBHU IIBT. ToBa MOXe /1a
Obe MO-CEeprO3HO, aKo Beue UMaTe 3aayX. MHOTO psKo, ciiel MpUIoKeHHe Ha TpacTy3ymao,
ca HaOJIFOIaBaHU CITydad Ha CMBPT MPH MAIUEHTH C TEXKO 3aTPYAHECHHE B IUIIAHETO MPEeIn
JIEYEHUETO.

. Hskora Bu e mpuiaraHo Apyro nedeHue 3a pax.

Axko noxydaBare Herzuma c apyro jgekapcTBO 3a JIeUeHUE Ha PaK, KaTo MaKkJINTaKCcelN, JoeTaKcell,

apoMara3eH HHXHOUTOP, KarenuTaOuH, S-Quryopoypaliui Win UCIUIATHH, TpsiOBa Aa mpoveTere

JUCTOBKHUTE M HA TE3U MPOTYyKTH.

Jena u oHOIIN

[Tpunoxxenuero Ha Herzuma mpu numa Ha B3pacT noj 18 roguHu He ce MpernopbhyBa.

Apyru jgexkapcrsa u Herzuma

Wudopmupaiite Bamms nekap, papmaneBT Wil MEAUIUHCKA CECTPa, aKO IIPUeMaTe, HAaCKOpo cTe
MprUeMalli WIK € Bb3MOKHO J1a TIpUeMaTe JpyTrH JIeKapcTBa.

Mosxe na ca Hy>)KHHU 0 7 MeceIia, 3a a ce emumuanpa Herzuma ot oprannsma Bu. [Topaau ToBa
TpsiOBa 1a Kaxkete Ha Bamms nekap, ¢papmaneBT, WM MEAUIMHCKA CECTPA, Ye CTE Ce JIEKYBaJIH C
Herzuma, ako 3amo4Here JIe4e€HHe C IPYTo JEKapCTBO Npe3 7-Te MeCcela ClIel CIIMpaHe Ha JIEYEHUETO.

BpemenHnoct

. AKo cTe OpeMeHHa, CMATaTe Y€ MOXKe Jla CTe OpeMeHHa WIH TIaHupaTe OpeMEHHOCT,

60



nochBeTBalTe ce ¢ Bamms nexap, GpapmaneBT Win MeIUIMHCKA CeCTpa Mpeny ynoTpedara Ha
TOBA JIEKapCTBO.

. Bue Tps6Ba ia u3non3eare epeKTUBHI METOHM 32 Tpena3BaHe oT 3a0peMeHsIBaHe 10 BpeMe Ha
nedenueto ¢ Herzuma u Haii-manko 7 Mecenia ciies] 3aBbpIIIBaHE HA JICYCHUETO.
. BamusT nexap mie Bu 00sicHH prcKOBeTe H MOJI3UTE OT MPOBEXaHe Ha JiedeHne ¢ Herzuma mo

BpeMe Ha OpeMeHHOCT. B penkn cirydan npu OpeMeHHHM jKeHH, KOUTO ce JIeKyBaT ¢ Herzuma, e
Ha0JIf0/IaBaHO HaMaJleHHE Ha KOJIMYECTBOTO (AMHUOTHYHA) TEYHOCT, KOSTO 3200MKaIIs
pa3BuBaIIys ce IO B MaTKaTa. ToBa ChbCTOSIHUE MOKe Jja ObJie BPEIHO 32 IUI0Ja U € CBBP3aHO
C HEITBJIHO pa3BUTHE Ha OennTe ApoOoBeE, KOSTO BOJIM JI0 CMBPT Ha IUIOAA.

Kbpmene

He xppmere no Bpeme Ha jgeueHueTo ¢ Herzuma u 1o 7 mMecena cief pujiaraHeTo Ha MocjaegHara
no3a Herzuma, Toit kaTro Herzuma mosxe 1a npemune B 6e0eTo upe3 KbpMara.

ITochBeTBaliTe ce ¢ Bamms rekap wim GapMareBT mpeau yrmoTpedaTa Ha KOETO U J1a € JICKapCTBO.
Hlodupane u padora ¢ MAIIMHU

Herzuma moske a okaxke BIMSHUE BHPXY CIOCOOHOCTTA Jia modupaTe WK padOTHTE ¢ MAIIUHHA. AKO
10 BpeMe Ha JICYEHHETO C€ MOSIBIT CUMIITOMHU KaTo 3aMaiiBaHe, ChbHIMBOCT, CTYI€HH TPBIIKU WIH
MOBHIIEHA TEMIeparypa, He TpsiOBa na modupare uian padbOTUTE C MAIIMHK 10 OT3ByYaBaHe Ha
CHUMIITOMHUTE.

Harpuii

Herzuma cwaspixa mo-manko ot 1 mmol watpwuii (23 mg) Ha 103a, TOBa IIe peyue MPaKTUUSCKH He
ChABbpKa HATPUH.

3. Kak ce mpusara Herzuma

[Ipeau 3amouBaHe Ha JeYCHUETO, Bammsar ekap e onpeaent konnuectBoto Ha HER2 B Tymopa Bu.
Camo marueHTH ¢ roisiMo konmdectBo HER?2 mie 6bnar nexyBanu ¢ Herzuma. Herzuma tpsioBa na ce
mpuiara camo OT JieKap WM MEeAUIUHCKa cecTpa. Bamust nekap me Bu npeanuine no3a u cxema Ha
JIYCHHUE, KOUTO ca moaxoasuu 3a Bac. Jlozata Ha Herzuma 3aBucu ot TenecHoTo Bu Termo.

Herzuma ce npuiara oz ¢opmara Ha HHTpaBeHO3Ha HHPY3HUs (“KamKkoBO”) AUPEKTHO BHB BeHUTE Bu.
[IspBara no3a ot Bamiero neyenue ce npuiara B mpoabbkeHue Ha 90 MUHYTH, KaTo, TOKaTo ce
npuiara, Bue me 0b1eTe HaOM0gaBaHu OT MEAULUHCKY CIELUAIUCT, aKO HOIY4HUTe HEXKEITaH!
peaknuu. AKO IThpBaTa J103a ce TIoHece Mo0pe, CIeABaIIITe 103U MOXKE Jla ce mpuyarar 3a 30 MUHYTH
(BmxTe Touka 2 “IlpenynpexaeHus u npeana3sHd Mepku’”). Bpost Ha nHY3UUTE, KOUTO 1IE TONTYYUTE,
1IIe 3aBUCH OT TOBA KaK OTroBapsTe Ha jJedeHueTo. Bamuar iekap me oocham ToBa ¢ Bac.

C 1en a ce n30erHaT rpeliky Npy JICYEHUETO € BAKHO J1a e MPOBEPST ETUKETUTE Ha (IIaKOHA, 3a Jia €
CUTYPHO, Y€ JIeKapCTBOTO, KOETO ce MPUroTBs M Mpuiara, ¢ Herzuma (Tpacty3yma0), a He Ipyr
MPOAYKT, ChABPIKAI TPAcTy3yMad (Hamp. TpacTy3yMad eMTaH3MH HIIH TPACTy3yMal NepyKCTEKaH).

[Ipu pak Ha MieuHaTa *Jie€3a B paHEH CTaJlui, MeTacTa3upal paK Ha MJedHaTa JKje3a U MeTacTazupal

paK Ha cTOMaxa, Herzuma ce npujara 1npe3 3 cepmui. Herzuma Moxke cbIio 1a ce MPUITOKH BECAHBIK
CCIMUYHO ITpHU ME€TacTazrupall paKk Ha MJICHHATa KJIC3a.
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AKo cTe cipesiu ynorpedéara Ha Herzuma

He criupaiite ynotpebara Ha ToBa JiekapcTBo, 0e3 1a roBopute ¢ Bamms nekap. Becuuku 1o3u TpsOBa
Jla ce mpujaraT B TOYHOTO OIPEEIEHOTO BpeMe BCAKA CEAMULIA, MM Ha BCEKU TPU CEAMULIU

(B 3aBucuMOCT OT Bamiarta cxema Ha npuiiokeHne). ToBa 1iie MoOMOTHE JIEKapCTBOTO J1a IeHCTBa
BB3MOKHO Haii-moope.

Moske 1a ca HeoOX0IUMH 10 7 Mecela, 3a Jia ce orctpanu Herzuma ot opranmsma Bu. [Topaau ToBa,
Bammsar nexap Moske Ja MpoaBIDKH JIa IpoBepsiBa chpaeuHaTa Bu hyHKINS, JOpH U CIIe]] KaTo
TIPUKITIOYUTE JICUCHUETO.

AKO MMate HSKaKBH JOITBIHUTEIHU BBIIPOCH, CBBP3aHHU C YIIoTpedaTa Ha TOBA JICKAPCTBO, MOMUTANTE
Bamms nexap, apmarneBT nim MEIUIIMHCKA CECTpa.

4, BB3MOKHE HeKeJTaHU peakiun

Kakro Bcuuku jiekapcTBa, TOBA JIEKAPCTBO MOKE JIa MPEIU3BUKA HEKETAHH PEaKIliy, BIIPEKU e He
BCEKH T'd Ioy4yasa. HAKOM OT TAX Morar fa ObIaT CEpHO3HH U Ja JOBeIaT J0 IprueMaHeTo Bu B
OoJIHUILIA.

[To Bpeme Ha uHbY3us ¢ Herzuma Mosxe Aa ce MOsABAT CTYJCHH TPBHIIKU, BUCOKA TEMIIepaTypa U APyru
TPHITONIOT00HN CHMIITOMH. Te ca MHOTO decTH (MOKe 11a 3acerHaT nmoseue ot 1 Ha 10 mymm). Apyru
CHIMIITOMH, CBbp3aHH ¢ MH(]Y3UsTa, ca: TajJicHe, MOBpbhIIaHe, 00JIKa, MOBHIICHO MYCKYIIHO
HanpeKeHHe U TperepeHe, rnaBodonre, 3aMaiiBaie, 3aTpyJHEHO JHUIIaHEe, BUCOKO MM HUCKO KPBBHO
HaJsTaHe, HApYIICHUS Ha ChPJIEYHUS PUTHM (ChpleOreHe, TpeNTeHe Ha ChPIIETO WITH HelPaBIIeH
CBpJ/ICYeH PUTHM), IOJyBaHE Ha JIMIIETO U YCTHUTE, OOPUB M UyBCTBO Ha yMopa. Hsixou ot Te3n
CHMIITOMH MO>e J1a ObJIaT CEpUO3HHM, a UMa U MIOYMHAIN MAIMEeHTH (BIXKTE TOUYKa 2.
“IlpenynpexxaeHus U IpeanasHi MEpKU ).

Tesu peakuun ce HaOMIOAABAT MPESIUMHO MIPH IbpBATa UHTPaBeHO3Ha MH(]Y3uUs (BJIMBaHE BHB BEHATa
Bwu) 1 npe3 mppBUTE YacoBe ciieq HaYaIoTo Ha nH(py3usATa. Te OOMKHOBEHO ca BpeMeHHU. Bue e
ObjeTe Mo HAOMIOICHE Ha METUIIMHCKY CTICIIMAJIMCT 10 BpeMe Ha MH(Y3UATA U TIOHE IIeCT yaca
CJIe]] HAYaJIOTO Ha IMbpBaTa UHGpY3Hs U JBa Jaca CJeJl Ha4ajaoTo Ha APYTUTe HHPY3UH. AKO TOIYIUTE
peaxiusi, TOH/Ts e 3a0aBu WK CIpe UHPY3UITA U MOXKE JIa TIPUIIOKH JICUCHHUE, 32 Ja
MPOTHBOJICHCTBA Ha HEXENaHUTEe peakiuu. MHDy3usITa MOXKE 12 MPOIBIDKU ClIe/ TOJ00peHHe Ha
CHUMIITOMMUTEC.

IloHsiKOTa CHUMIITOMHUTE 3aII0YBAaT MO-KbCHO OT IIIECT Yaca CjeJl HauaJloToO Ha I/IH(l)y31/I$ITa. Axo toBa Bu
Cce CJIy4H, He3a0aBHO ce CBBPIKETEC C Bamms JICKap. [ToHsIKOTa CHMIITOMHTE MOXKE Ja Cce HO,Z[O6p$IT n
CJIC TOBaA da C€ BJIOIIAT IO-KBCHO.

Cepuo3HM HeKeJIAHU peaKunu

HpyTy HeXxenaHn peakuy MOJKe /1a Ce pa3BUAT 10 BpeMe Ha JiedeHneTo ¢ Herzuma, a He camo BBB
Bpb3Ka ¢ nHpy3uaTa. Kaxkere Beqnara Ha JieKkap WM MeJUIIMHCKA CecTPa, aKo 3a0e/1e;KnTe HAKOH
OT CJIeHUTE HeXKeJTaH! PeaKIuu:

* [IpobGnemu chbC CHPIIETO MOTAT Ja BH3HUKHAT MTOHSIKOTA 110 BpEME Ha JICUCHHE, a B HAKOU CIy4Yau U
CJIe]] CIIUPAHETO MY, M MOTaT J1a ObJar cepro3Hu. Te BKIIYBAT OTCIa0BaHe Ha ChPACYHHS
MYCKYJI, KOETO € Bb3MOIXKHO JIa JTOBEJIE IO Chp/IeYHA HEJAOCTATHYHOCT, Bh3IIaJIeHHEe Ha OOBHBKATA
Ha ChPIETO, U pUTHbMHU HapyiieHus. ToBa MOXKe J1a JIOBeJIe 10 CUMIITOMHU KaTo 3ayX
(BKJIFOUMTENTHO MPEe3 HOIITA), KAIUTUIA, 3aIPhXKKa HAa TEYHOCTH (OTHYaHE) B KpaKaTa UK PhIETe,
naanuTanuy (ChbprieOreHe Wik HepaBHOMEPEH ChpJicueH pUThbM) (BHKTE TOUKa 2. “IIpoBepka Ha
cbpaeyHata GyHkims”) ..

Bamwmst nekap 1me npociessiBa peIoBHO ChpiieTo By o BpeMe Ha U ciiefl ICUeHHEeTo, Ho Bue TpsoBa
Jla yBeIOMUTE He3a0aBHO JIeKapsi, aKO 3a0€IeKUTE HAKOU OT TOPHUTE CUMIITOMH.
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e CuHIPOM Ha TYMOPEH JIN3UC (CHBKYIHOCT OT METAOOJIUTHH YCIIOKHEHUSI, BB3HUKBAIIH CIIE]T
JICUCHHE HA PaKa ¥ XapaKTepU3UPAIlX ce C BUCOKH HUBA Ha KaJWid U Gocdaru, 1 HICKH HUBA HA
Kauui B KpbBTa). CHMITOMHTE MOJKE J1a BKJIIOYBAT pobieMu ¢ Ob0penute (c1adocT, HeJOCTHT
Ha BB3JlyX, YMOpa U 00BbPKaHOCT), MPOOJIEMH ChC ChPIETO (ChpIieOHEHE TN YCKOPeHA HITH
3a0aBeHa ChpAEYHA IEHHOCT), 'bPYOBE, HOBPBINAHE WM AUApHs, U U3TPHIIBAHE HA yCTaTa,
JUTAaHUTE WIH CThIIaJaTa.

AKO TIOJIy4uTE HAKOM OT TOPHUTE CUMIITOMH, KoraTto Jieuenuero Bu ¢ Herzuma e npuxitouuro,
TpsiOBa J1a ce BUAUTE C Bammis iekap u ga My KakeTe, 4e IMpean ToBa CTe JieKyBanu ¢ Herzuma.

JIpyru MHOT0 4ecTH HeKeJaHU peakiun (MOXe J1a 3acerrar noseue ot 1 Ha 10 gymm):

. UH(EKIuu

. apus

. 3arex

. KHCEJMHY (JIUCTIeTICHS)

. ymopa

. KOKHU OOpHBH

. 00JKa B TpBIHMS KOII®  KOpeMHa 0oJka

. cTaBHa OoJKa

. HUCBHK Opoli YepBEeHHU KPBBHU KJIETKH U O€IM KPBBHU KJIETKH (KOMTO TIoMarart B 6opbata cperry
WH(EKITHHN), IOHAKOTa C IIOBHIIIEHA TEMIIEpaTypa

. MyCKyJTHa 00JIKa

. KOHIOHKTHBUT

. CHIIBAIIN OYH

. KbPBEHE OT HOCa

. xpema

. Kocomnaz

. TperepeHe

. TOpeld BhJIHU

. 3aMasHOCT

. HapyIIeHHE Ha HOKTHUTE

. 3ary0a Ha TerJo

. 3ary0a Ha aneTuT

. HapyIIeH ChH (6e3chHue)

. NpOMSIHA Ha BKYycCa

. HHUCBHK OpOH TPOMOOIIMTH

. CHHUHH

. W3TPBIIBaHE WM MpaByYKaHe Ha MMPBHCTUTE HA PHIIETE M KpaKaTa, KOeTO IMOHIKOTa MOXe 1a
3acerHe LeNns KpaiHUK

. 3ayepBsBaHe, NOAyBaHE WIH SI3BU B yCTaTa /WU I'bPIOTO

. 0oJKa, MoIyBaHe, 3aUepBsIBAaHE WIIM U3TPBIIBAHE HA PHIIETE W/HITN KpaKara

. 3a]1yX

. riiaBo0oJHe

. Kalumma

. MOBpBIIaHEe

. rajeHe
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Jlpyru 4ecTu HeskeJJAaHM peakumuu (Moxe Ja 3acerHat 1o 1 Ha 10 gymm):

. AJIEPTUYHH PEaKIIUU . CyXOTa B ycTara M cyxa Koxa
. MH(EKINU Ha TBPIOTO . CyXH 04U
. MH(EKIMY HA THKOYHUS MEXyp U KOoKaTa  * U3IOTSABaHE
. BB3MAJICHHUE HA I'bpaTa . YyBCTBO 3a CJIa00CT M HEPA3IOJIOKEHOCT
. BB3NAJICHUE Ha YEPHHUS APO0 . TPEBOKHOCT
. OBOpeUHH yBpeKIAHUS . Jenpecus
. HOBHIIECH MYCKYJICH TOHYC WU . acTMa

HaInpeKeHUe (XUIMEePTOHN) . uH(eKnus Ha Oenute 1poboBe
. 0onka B KpakaTta W/WiId phleTe . 0enoapoOHH HapyIIeHNUs
. ChpOsIT 0OpHB . 0oka B rbpOa
. CHHJIMBOCT (COMHOJICHTHOCT) . 0oJKa BBB Bpara
. XEMOPOUIH . 0oJIKa B KOCTUTE
. ChpOEK . aKHe

. CITa3MH Ha JIOJIHUTE KpalHUIN

Jpyru HedecTH He)KeJIaHHM peaknuu (Moxe 1a 3acerrat 1o 1 Ha 100 mymm):

. rIyxoTa

. HaJUTHAT OOpPUB

. XpHUIOBE

. BB3MAJICHNC WM CPACTBAHUA B OenuTe IpoOoBe

Jlpyru penxu HexkelaHu peakuun (Moxxe aa 3acerrar a0 1 Ha 1 000 gymm):

. KBITCHUIIA
. aHa(UIAKTUYHU peaKuu

Jpyru HexKeJIaHU PeaKIMi ¢ HeM3BeCTHA YecToTa (0T HATMYHUTE JaHHU HEe MOXKe J1a Obie
HaIpaBeHa OlIEHKa Ha YecToTaTa):

. HapyIIeHO KPbBOCHCUPBAHE

. BHCOKH HMBA Ha KaJIni

. OTOK HMJIM KbPBEHE B 33JJHATa YacT Ha OYUTE

. IIOK

. HEPUTMHUYHA ChPJE€UYHA JEHHOCT

. JIUXaTeJIeH AUCTPeEC

. JUXaTeIHa HelOCTaThYHOCT

. OCTpO HaATpyIBaHe Ha TEYHOCT B OeuTe npobdoBe

. OCTpPO CTECHSIBaHE HA TUXATEITHUTE MMbTHILA

. aOHOPMHO HHMCKHY HHBA Ha KUCIIOPOJ B KPBBTA

. 3aTpyAHEHHE B IUIIAHETO, KOTAaTO CE JIEXKH Ha HUCKO

. YEPHOAPOOHO yBpEXKTaHE

. OTOK Ha JIMIETO, YCTHUTE U I'bPIIOTO

. 0BOpedHa HeAOCTaTHYHOCT

. aOHOPMHO HHCKH HMBa Ha TEYHOCT OKO0JI0 Oebero B yTpobara
. HEJOCTaThYHO Pa3BUTHE Ha OenuTe IpoOdoBe Ha Oe0eTo B yTpobara
. HEeIOCTaThYHO pa3BUTHE Ha OBOpennTe Ha OebeTo B yTpobdaTa

Hsxown oT HexkemaHUTE p€aKkmru, KOUTO MoJIydaBaTe, MOXKE 1a C€ IbJDKAT U HA OCHOBHOTO
3a00igBaHe - pak. Axo ce JICKYBATC C Herzuma B KOM6I/IHa]_II/I$1 C XUMHOTEpaInsd, HIKOH OT TAX MOKE
Ja CC ObJDKAT ChbII0O U HA XUMHUOTCPAIIHATA.

AKO TIOJTyYUTe HAKAKBH HEXEJIaHU JICKAPCTBEHU PeaKIluy, yBeqoMere Baius nekap, papMarieBT uiu
MEJIULIMHCKA CECTPA.
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Cro0lIaBaHe HA HEXKEJIAHU peakiuu

AKO MONy4YnTe HIKAKBH HEXKETAHU JICKAPCTBEHU Peakivu, yBeaomere Bamust nekap, GapManest win
MEAUIMHCKa CECTpa. ToBa Bk/II0YBa BCUYKH BH3MOKHHM HEOITMCAHU B Ta3M JINCTOBKA HEXKEJIaHU
peakiun. MoeTe ChIIO J1a ChOOIIUTE HeKEIAHH PEAKIIMU TUPEKTHO Uupe3 HAIlMOHATHATA CHCTeMa 3a
cboOmIaBane, mocoueHa B [Ipunoxkenne V. Kato cho0iaBaTe HexeNaHN PEaKIUU, MOXKETE J1a TajeTe
CBOSI IPUHOC 32 MOJy4YaBaHe Ha ToBeve HH(OpMAaIHsS OTHOCHO 0€30TIaCHOCTTA Ha TOBA JIEKApPCTBO.

5. Kaxk n1a cbxpansBate Herzuma
Jla ce cbxpaHsBa Ha MSICTO, HEJIOCTBITHO 3a JIeIa.

He n3momn3Baiite ToBa JIEKapCTBO CJIea CPpoKa Ha TOJTHOCT, OTOCIISI3aH BhPXY KapTOHEHATa OITaKOBKa 1
eTHKeTa Ha ()IakoHa, ChOTBETHO ciel ,,l oyeH 10” u ,,EXP”. CpoKkbT Ha rOJTHOCT OTrOBaps Ha
MOCICAHUS JICH OT ITOCOUCHHS MECEII.

Ha ce cpxpansiBa B xaagmiauk (2°C - 8°C).

WNu}y3noHHHUAT pa3TBOpP TPsAOBA Aa c€ M3MOI3Ba He3a0aBHO ciiea pa3pekaaneTo My. He usmomn3Baiite
HerZuma, aKo 3a0elexuTe BUAVMHU 4YaCTUIU WJIM IPOMSAHA Ha IIBETA NPEIU MPUITIOKECHUCTO MY.

He u3xBbpusiiTe iekapcTBaTa B KaHAIM3AIMATA WIM B KOHTEHHEPa 3a JOMAIIHU OTIAIbIIH.
[TormuraiiTe Bamms ¢papmarieBT kKak /1a U3XBHPIIATE JeKapcTBaTa, KOWUTO BeUe HE H3MOJ3BaTe. Te3n
MEpKH IIIe CTIOMOTHAT 3a OIla3BaHe Ha OKOJHATa Cpefa.

6. Chabp:kaHue HA ONIAKOBKATA M JONbJIHUTEIHA HH(pOpManus
KakBo cbabpxa Herzuma

. AKTHBHOTO BEIIECTBO € TpacTy3ymab. Beeku duakon chabpika 420 mg Tpacty3ymald, KOHTO
Tpsi6Ba 1a ce pa3rBopu B 20 ml Boxa 3a nmxkekiun. [lomyueHUIT pa3TBOp Chabpxka
npubausuTenno 21 mg/ml tpactysymad.

. Jpyrure cberaBky ca L-XUCTUAMHOB XUAPOXIOPUI; L-XUCTUIUH; O,0-TpeXano3a JUXUAPaT;
nosicopoOar 20.

Kak H3rJICKIAa Herzuma u kakBo ChbABbpPiKa OIIAKOBKaTa

Herzuma e nipax 3a KOHIIEHTpAT 3a pa3TBOP, 32 HHTPaBeHO3HA HH(Y3Hs KONTO ce mpejiara B
CTBKJICHU ()JIAKOHU ¢ TYMEHa 3amymiaika, cbappxar 420 mg tpacry3ymab. [IpaxbT npencranispa
nuoduIr3upany O0enu 10 OJICIOKBITH MejeTH. Beska kapToHeHa onakoBKa Chbpxka 1 iakoH ¢
mpax.

IIpuTe:kaTes HA pa3pellleHHETO 32 yNOTpeda

Celltrion Healthcare Hungary Kift.

Véci Ut 1-3. WestEnd Office Building B torony
1062 Budapest

YHrapus

IIpoussoaure
Millmount Healthcare Ltd.
Block 7

City North Business Campus
Stamullen, Co. Meath K32 YD60
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Hpnangus

Nuvisan GmbH
Wegenerstralie 13,
89231 Neu Ulm,
I'epmanus

Nuvisan France SARL
2400, Route des Colles,
06410, Biot,

®paHuus

Kymos S.L.
Ronda Can Fatj6 7B
(Parque Tecnoldgico del Vallés)

Cerdanyola del Vallés, 08290 bapcemnona,

Ucnanus

Midas Pharma GmbH
Rheinstr. 49,

55218 WnrenxaiiMm,
I'epmanus

3a JOITBJIHUTCIIHA I/IH(I)OpMaHI/ISI OTHOCHO TOBa JIEKApCTBO, MOJIA, CBBPKETE CE C JIOKATTHUA
NPEACTABUTCII HA IPUTCIKATCIIA Ha Pa3pCIICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien
Celltrion Healthcare Belgium BVBA
Tel/Tel: + 32 1528 7418
BEinfo@celltrionhc.com

Bbarapus
Celltrion Healthcare Hungary Kft.
Ten.: +36 1 231 0493

Ceska republika
Celltrion Healthcare Hungary Kift.
Tel: +36 1 231 0493

Danmark

Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493
contact_fi@celltrionhc.com

Deutschland

Celltrion Healthcare Deutschland GmbH
Tel: +49 (0)30 346494150
infoDE@celltrionhc.com

Eesti

Celltrion Healthcare Hungary Kift.
Tel: +36 1 231 0493
contact_fi@celltrionhc.com

Espafa
Kern Pharma, S.L.
Tel: +34 93 700 2525

Lietuva
Celltrion Healthcare Hungary Kft.
Tel.: +36 1 231 0493

Luxembourg/Luxemburg

Celltrion Healthcare Belgium BVBA
Tél/Tel: + 32 1528 7418
BEinfo@celltrionhc.com
Magyarorszag

Celltrion Healthcare Hungary Kift.
Tel.: +36 1 231 0493

Malta
Mint Health Ltd.
Tel: +356 2093 9800

Nederland

Celltrion Healthcare Netherlands B.V.
Tel: + 31 20 888 7300
NLinfo@celltrionhc.com

Norge

Celltrion Healthcare Hungary Kift.
Tel: +36 1 231 0493
contact_fi@celltrionhc.com

Osterreich

Astro-Pharma GmbH
Tel: +43 1 97 99 860
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E\rada
BIANEE ALE.
TnA: +30 210 8009111 - 120

France
Celltrion Healthcare France SAS
Tél.: +33 (0)1 71 25 27 00

Hrvatska
Oktal Pharma d.o.o.
Tel: +385 1 6595 777

Ireland

Celltrion Healthcare Ireland Limited
Tel: +353 1 223 4026

enquiry ie@celltrionhc.com

island

Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493
contact_fi@celltrionhc.com

Italia

Celltrion Healthcare Italy S.R.L.

Tel: +39 0247 927040
celltrionhealthcare italy@legalmail.it

Kvzpog
C.A. Papaellinas Ltd
TnA: +357 22741741

Latvija
Celltrion Healthcare Hungary Kft.
Talr.: +36 1 231 0493

Polska
Celltrion Healthcare Hungary Kift.
Tel.: +36 1 231 0493

Portugal

PharmaKERN Portugal - Produtos Farmacéuticos,

Sociedade Unipessoal, Lda.
Tel: +351 214 200 290

Romania
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Slovenija
OPH Oktal Pharma d.o.o.
Tel.: +386 1 519 29 22

Slovenska republika
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Suomi/Finland

Celltrion Healthcare Finland Oy.
Puh/Tel: +358 29 170 7755
contact fi@celltrionhc.com

Sverige

Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493
contact_fi@celltrionhc.com

United Kingdom(Northern Ireland)
Celltrion Healthcare Ireland Limited
Tel: +353 1 223 4026

enquiry ie@celltrionhc.com

JaTa Ha moc/eHO npepasriexaaHe Ha JJucToBkara <{MM /ITIT}>

JApyru u3touHunu Ha nuHpopmanua

IMoapo6Ha uHpopMaIis 3a TOBA JIEKAPCTBO € MpeIocTaBeHa Ha yebcaiita Ha EBporefickara areHIust
o JiekapcTBata http://www.ema.europa.eu.
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Ta3u mucToBka e HannyHa Ha Benuku e3unii Ha EC/EUII Ha yeOcaiita Ha EBponeiickara areHIus 1o
JIeKapCcTBara.

IMocoyenara mo-no1y mH(pOPMANKS € MPeTHA3ZHAYEHA CAMO 32 MEIHIMHCKH CTIEIUATNCTH:

C nen ma ce n30erHar rpeiky mpy JICUSHUETO € BAKHO J1a Ce IIPOBEPST CTUKETUTE Ha (IIaKoHa, 3a 11a €
CUTYPHO, Y€ JICKapCTBOTO, KOETO CE MPUTOTBS U Mpwiiara, ¢ Herzuma (tpactysyma6), a He apyr
MPOIYKT, ChABPIKAII TPACTy3yMald (HaIp. TpacTy3ymMad eMTaH3WH WU TPacTy3yMald MepyKCTeKaH).

BuHnaru chxpaHsBaiiTe ToBa JEKapCTBO B 3aTBOPCHA OPUTHHAIHA OITAKOBKA ITPU TEMIepaTypa
2°C - 8°C B xit1aquITHUK.

TpsiOBa a ce U3MoI3Ba MOAXOAMIIA ACCITUYHA TEXHUKA TP MPOLECYPUTE HA PEKOHCTUTYUPAHE U
paspexaane. HeoOxoanmMo e 1a ce moaxoau BHUMATEITHO 32 OCUTYpsIBaHE Ha CTEPUITHOCT Ha
MIPUTOTBEHUTE Pa3TBOPU. Thi KaTO JEKAPCTBEHUAT MIPOIYKT HE ChIBbPKA aHTUMHUKPOOHH
KOHCEPBaHTH WIH 0aKTePUOCTATUIHU CPEJICTBA, TPSAOBA /1a CE ClTa3Ba aceNTUIHA TEXHUKA.

®akon ¢ Herzuma, pa3TBopeH acenTHIHO B CTEPHITHA BOJA 3a MH)KEKITUH (HE € TIPHIIOKEHA), €
XUMHUYECKH 1 (PU3NUECKH CTaOMJICH B poabibkeHne Ha 7 quu nipu 2°C - 8°C ciie mpUrOTBSIHE U HE
TpaOBa Ja ce 3aMpassiBa.

Crer acenTHYHO pa3pekJaHe B CAKOBE OT MOJMBHHIIXIOPHU, TOTHETHIICH HIIH TIOJUIIPOIHIIEH,
ChABPXKAIIN HHKEKIIHOHEH pa3TBop Ha Hatpues xuopua 9 mg/ml (0,9 %), e noka3ana xuMuyeckaTa u
¢usnueckara crabunHocT Ha Herzuma mo 30 guu npu 2°C — 8°C, u 24 yaca npu Temneparypa He
noBucoka ot 30°C.

OT MHKpPOOMOJIOTUYHA TJICJHA TOYKa, IIPUTOTBEHUST pa3TBop u Herzuma nH(y3uoHeH pa3TBop TpsOBa
Jla ce M3I0JI3BaT He3a0aBHO. AKO HE Ce M3M0JI3Ba He3a0aBHO, BPEMETO U YCIIOBHUSATA HAa ChbXPaHEHUE
mpenu yrnorpeda ca OTTOBOPHOCT Ha MOTpeOHTENsl 1 OOMKHOBEHO HE TPsAOBa J1a HAAXBBPIAT 24 daca
mipu 2°C o 8°C ocBeH ako PEKOHCTUTYUPAHETO U Pa3peKAaHETO HE Ca U3BBPLICHU MPH
KOHTPOJIMPAHU U BaJHIUPAHU aCCTITHYHU YCIOBHSL.

AcenTnuHo NpUroTssiHe, padora U CEXpaHEeHHE:

TpsiOBa 1a ce OCUTYPAT aCENTHIHH YCIIOBHSI Ha paboTa, KOTaTo ce MPUTOTBSI HHPY3HUATA.
[IpurorssiHeTo TpPsIOBA:

o Jla ce U3BBPILBA P aCENITHYHH YCIOBHUsI OT 00YYeH MepCcoHal B CbOTBETCTBUE C IIpaBHiIaTa Ha
no0Opara mpakTHKa, 0COOSHO 10 OTHOIICHHUE HA aCCITHYHOTO MPUTOTBSHE HA TTAPCHTEPATHU
HPOAYKTH;

. Jla ce U3BHPILIBA B JaMUHApeH OOKC MU B OOKC 3a OMoJornyHa 6€30MacHOCT, KaTo ce Mmpujarat
oOMYaliHUTE MpeAna3sHu MEepKH 3a Oe30macHa paboTa ¢ MHTPABEHO3HU CPEJICTBA;

o Ia ObJie MOCIIeABAHO OT MOJAXO/SIIO0 ChXPAaHEHHE Ha TIPUTOTBEHHUSI Pa3TBOP 38 HHTPABEHO3HA

nH(}Y3M, 32 ]a c€ OCUTYPH MOAIbpKaHe Ha aCEITHYHNATE YCIOBHS.

Bceku ¢naxon Herzuma ce paszraps B 20 ml crepuina Boja 3a MHKEKIMHK (HE € IPHIIOKEHA).
Wznon3BaHeTo Ha Ipyru pa3TBOPHUTENHN 32 PEKOHCTUTYyHpaHe TpsiOBa aa ce n3dsrea. Taka ce morydaBa
21 ml pa3TBOp 3a €HOKPATHO MPHUIIOKEHUE, ChIbpIKaI Mpuoau3uTeaHo 21 mg/ml Tpacty3zymad.
Honbnautened obem oT 4% naBa BE3MOKHOCT OT BCEKH (PIIAKOH J1a ce U3TErNN OoTOess13aHaTa Ha
eTukeTa g03a ot 420 mg.

[To Bpeme Ha peKOHCTUTYHUpPaHe , TpsiOBa Ja ce 6opaBu BHUMaTenHo ¢ Herzuma. IlpekomepHoTo
oOpasyBaHe Ha IsIHa IO BpeMe Ha pa3TBapsiHE WIM pa3KIallaHeTo Ha pa3TBopeHus: Herzuma, Moxxe na
peau3BHKa IpobaeMu, CBbp3aHu ¢ KonndecTBoTo Herzuma, koeto Moxe 1a Obie H3TETJIEHO OT
(bnakona.

HMucTpyKimMu 3a acENTUYHO PEKOHCTUTYHUPAHE
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1)  Karo u3nomn3Bare cTepuiiHa COPUHIIOBKA, OaBHO MHKekTupaiite 20 ml crepuiHa Boaa 3a
MHKEKIUH BB (QraKoHa, Chabpxall anodunusupad Herzuma, HacouBaiiku cTpysTa B
TropUIN3aTa.

2) JIexo 3aBBpTETE (hIaKoHa, 3a 1a moanoMoruete pasreapanero. HE PASKJIAILIAUTE!

[Ipu pa3TBapsHE Ha MPOAYKTA HATMYHUETO HA MAJIKO TIsTHA He ¢ HeoOnJaitHo. OcTaBeTe ¢urakoHa B
MOKOH 3a 0K0J10 5 MuHyTH. PazrBopenusaT Herzuma e Ge3nBeteH 1o OJIeT0KBIT MPO3paueH pa3TBop U

10 IPpUHIIUIT B HETO HC Tp)l6Ba Ja UMa BUAUMH YaCTHUIIH.

VYka3zaHus 3a aCENTHYHO pa3peKIaHe Ha IPUTOTBEHUS Pa3TBOP

Omnpenenere KOMUISCTBOTO HEOOXOIUM PA3TBOP:
*  BB3 OCHOBA Ha HAaTOBapBaIlla Jj03a TpacTy3ymab oT 4 mg/kg TenecHo Teryio Wik mocieaBaIia
ceIMHUYHA J103a TpacTy3ymad oT 2 mg/kg TenecHo Tero:

O6em (ml) = Tenecno Terao (Kg) X 103a (4 mg/kg HaToBapsaria win 2 mg/kg moyrbpIKaria)
21 (mg/ml, KOHIIEHTpAITKs Ha pa3peacHUs Pa3TBOP)

*  BH3 OCHOBA Ha HATOBapBaIllla J03a TpacTy3ymMad oT 8 mg/kg TemecHo Tero WK MmocjeaBana
3-ceamuuHa J103a Tpacty3ymad ot 6 mg/kg TenecHo Terio:

0O6em (Ml) = Tesecno Tero (kg) X mo3a (8 mg/kg HaToBapBaiua win 6 mg/kg momappsKaria)
21 (mg/ml, KoHIIEHTpaIis Ha pa3peaeHHs Pa3TBOP)

[ToXOAAMIOTO KOJIMYECTBO Pa3TBOP TPsIOBa Jia Ce U3TEIU OT (hJIaKOHA Ype3 M3IOJI3BaHE Ha CTEPUIIHA
WIJIa U CIIPUHIIOBKA, U JIa Ce TIPUOaBH KbM HH(Y3HOHEH CaK OT TIOJMBUHUIXJIOPH/I, TIOJHETUIICH HITH
MOJIUIIPOTTHITEH, Chabprkal 250 ml pastBop Ha Harpues xaopua 9 mg/ml (0,9 %). Ia He ce usmon3pa
C TIIFOK03a-ChabprKalnd pastBopu. CakbT TpsAOBa JIEKO J1a ce 00bpHE, 3a Ja Ce pa3MeCH Pa3TBOPbT,
KaTo ce u30sArea 00pa3yBaHeTo Ha NsHA. [Ipeu npuiarane napeHTepaiHuTe Pa3TBOPH TPsiOBa j1a ce
nperijieaatr BU3yajIHo 3a HaJIMYMEC Ha BUAMMU YaCTUIU U IIPOMsHA HAa IBETA.
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