IMPNJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Ogivri 150 mg npax 3a KOHLEHTpAT 32 HH(PY3UOHEH Pa3TBOP
Ogivri 420 mg mpax 3a KOHIIEHTpAT 3a HHGY3UOHEH pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Ogivri 150 mg mpax 3a KOHIIEHTpAT 3a HHQY3HOHEH PAa3TBOD

Enun daakon chaspika 150 mg Tpacty3ymad (trastuzumab), xymanuzupano 1gG1 MOHOKIIOHATHO
AHTUTSIIO, TIOYYEHO OT KIIEThYHA CyCIICH3MOHHA KYATypa OT KJIETKU Ha 003aifHUIN (SIHYHUK OT
KHTaHCKH XaMCTEp) ¥ MPSUUCTCHO Ype3 apUHUTETHA U HOHOOOMEHHA XpoMaTorpadus, BKIFOUUTEITHO
U upe3 MpoIeypH 3a CIIeU(PUIHO HHAKTUBUPAHE U OTCTPAHsBAaHE HA BUPYCH.

Ogivri 420 mg mpax 3a KOHIIEHTpAT 3a MHQY3HOHEH PAa3TBOD

Enun daakon chaspika 420 mg TpacTy3ymad (trastuzumab), xymanuzupano IgG1 MOHOKIIOHAIHO
AHTUTSIIO, TIOYYEHO OT KIIEThYHA CyCIICH3MOHHA KYATypa OT KJIETKY Ha 003aifHHUIN (SIHYHUK OT
KHTaHCKU XaMCTep) ¥ MPSUUCTSHO Ype3 aUHUTESTHA U HOHOOOMEHHA XpoMaTorpadus, BKIFOUUTEITHO
U upe3 MpoIeypH 3a CIIeUPUIHO HHAKTUBUPAHE U OTCTPAHsBAaHE HA BUPYCH.

[Ipuroteenust pazreop Ogivri cbabpxa 21 mg/ml Tpactyzyma0.

TTomMoIIHO BEIECTBO ¢ M3BECTHO AECUCTBHE

Bceeku ¢uakon 150 mg cpabpxa 115,2 mg copouron (E420).
Bceekn dnakon 420 mg cpabpika 322,6 mg copburon (E420).

3a IIBJIHUS CHOUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXKTC TOYKaA 6.1.

3. JEKAPCTBEHA ®OPMA
[Ipax 3a koHIEHTpAT 32 HH(Y3HOHEH Pa3TBOP (TIpax 3a KOHIICHTPAT)

Bsin no GrnemoxbaT MnodunrM3npaH npax.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHHU MOKA3ZAHUS

Pak Ha MiieyHaTa sxJjiesa

Memacma3upaﬂ PAaK HA mjaevHama aicie3a

Ogivri e mokasad 3a JieueHHe Ha Bb3pacTHH manueHTn ¢ HER2-monoxkureneH Metactasupal pak Ha
muteynata xiesza (MPMXK):

- KaTO MOHOTEPAIHS 3a JICUCHHE Ha TE€3H MAlUCHTH, KOMTO ca OMIIM JIEKYBAaHH C HE ITO-MaJIKO OT
JIBE XUMHUOTEPATIEBTUIHU CXEMH I10 TIOBOJT METacTazupayioTo 3abomnsBane. IIpenxoxnaniara
XUMHOTEpAIns TPSOBa J1a € BKIIFOYBAJIa IOHE aHTPALMKIINH M TAKCaH, OCBEH aKO MallHeHTUTE HEe
ca OWyTH MOAXO/IAIIH 3a TToJ00HO JeueHue. [larueHTuTe, MOJOKUTETHA 32 XOPMOHAITHU
perientopu, TpsAOBa Jia ca MPOBEJIM HEYCIICIITHO M XOPMOHAIHO JICYCHHUE, OCBEH aKO MAIlHCHTUTE



ca OMIIM HEMOAXOISIIHM 3a ITO00HO JIEUEHHE.
- B KOMOMHAITUS C MMAaKJIUTAKCEll 3a JICUCHHE Ha TE€3H MAIUCHTH, KOUTO HE ca OWIH JICKYBaHH C
XUMHOTEPAITUS 32 METACTa3upalio 3a00JIIBaHe U IMPH KOUTO HE € MOAXO/IAII0 MPUIIaraHeTo Ha

AHTPAUKIINH.

- B KOM6I/IHaL[I/I$I C JOLCTAKCECI 3a JICUCHUEC HA TC3U MAallMCHTHU, KOUTO HE Ca ounu JICKYBaHH C
XUMHUOTEpaAIus 3a Me€TracTasupajio 3a00J1sBaHeE.

- B KOMOMHALMS ¢ apOMaTa3eH MHXUOUTOP 3a JICUCHUE HA MAIEHTH B IOCTMEHOIAaY3a,
MOJIOKHUTENIHY 38 XOPMOHAJIHU penentop, ¢ MPMIK, HenekyBaHU mpeu TOBa C TpacTy3ymao.

Pax na maeunama sicnesa 6 PAHEH cmaoutl

Ogivri e TToKa3aH 3a Je4eHne Ha Bh3pacTHH naruenTu ¢ HER2 monoxuTenen pak Ha MedHATa XKJIe3a
B paHeH ctaauii (PPMIXK):

- CJIeN oTepanysl, XuMHUOTepanus (HeoaaloBaHTHA WIIA aAI0BAHTHA) U JIbUCIICUeHHUE (aKO €
MIPIIIOKUMO) (BXK. TOUKa 5.1).

- Cclie]l aIfOBaHTHA XUMHUOTEPAIHS C JOKCOPYOUIIMH 1 1ukiIodochamui, B KOMOWHAIHS C
MMaKJINTAKCEI WM TOLETAKCE.

- B KOMOHMHALMS C aI0OBaHTHA XUMHOTEPAIHs, ChCTOSIIA CE OT JOLETaKced U KapOOIUIaTHH.

- B KOMOHWHAIIUS ¢ HEOQIIOBaHTHA XUMHOTEPAIIHs, OCIIe/IBaHa OT a/ifoBaHTHA Teparusi ¢ Ogivri,
3a JIOKAJIHO HamnpenHaIo (BKIIOUYUTEIHO BB3MAIUTENHO) 3200 sIBaHE MM TyMOPH > 2 cm B
muameThbp (Bx. Touku 4.4 u 5.1).

Ogivri TpsOBa Ja ce mpuiiara camo Ipu NanueHTH ¢ Meractazupai win PPMIK, guiito Tymop e cbe

cepbxekcnpecus Ha HER2 wnu ¢ renna ammumndukanms ata HER2, onpenenena upes ToueH u BamuanpaH

MeToq (BXK. Touku 4.4 u 5.1).

MCTaCTaBI/IDaII PaK Ha cToMaxa

Ogivri B KOMOUHAIMS ¢ KalleIUTa0uH WK 5-QIyopoypaliii 1 IUCILIATHH € TI0Ka3aH 3a JeUeHUE Ha
BB3pacTHU naruentu ¢ HER2-nonoxkurenen Metactazupan aficHOKapIIMHOM Ha CTOMaxa W Ha
MSICTOTO Ha CBBP3BaHE HA CTOMaxa ¢ XPaHOIPOBO/a, KOUTO HE ca MOTydaBajly MpeIu TOBa
MPOTHBOPAKOBO JICYEHHUE 32 TIXHOTO METACTA3MPAIIO 3a00JISIBAHE.

Ogivri TpsOBa J1a ce mpuiiara caMmo Ipu NaIMeHTH ¢ MeTacTa3upai pak Ha cromaxa (MPC), uuiito
TyMOpH ca cbe cBpbxekcnpecus Ha HER2, nedunupana criopen pesynrara ot ICH2+ n notBbpiena
ot pesyarara ot SISH wiu FISH, wiu ot ICH3+ pesynrart. TpsiOBa aa ce U3M013BaT TOYHH U
BaJMIMPaHu METOIH (BXK. Touku 4.4 u 5.1).

4.2 Jlo3UpOBKA M HAYUH HA MPUJIOKEHHNE

Uzcneapanero 3a HER2 npenn 3amouBane Ha JieUeHUE € 3aIBIDKUTEITHO (BK. Touku 4.4 u 5.1).
JleuenneTo ¢ TpacTy3ymad TpsiOBa Jia ce 3all0YHE CaMo OT JIeKap C OIUT B PUJIAraHETO Ha
MUTOTOKCUYHA XUMHUOTepanus (Bk. Touka 4.4) u TpssOBa J1a ce mpuiiara caMmo OT MEANIIMHCKH

CIICIUAJIUCT.

Ogivri 3a HHTPAaBEHO3HO MIPUWIOKEHUE HE € NPeHA3HAUYeH 3a [OJJKOKHO NPUIOKEHHE U TpsOBa J1a ce
npuiIara caMo 4pe3 HHTpaBeHO3Ha HH(Y3HS.

AKO ce U3UCKBa aITEpPHATHBEH ITBT HA MPUIIOKEHHE, TPAOBA J1a Ce M3IOJI3BAT APYTHU JIEKAPCTBEHH



MPOAYKTH, ChIBPIKAIIY TPAaCcTy3yMal 1 Mpeasaranii TakaBa Bb3MOXKHOCT.
C nen 1a ce u30eTHAT TPEIIKY TPH JICUCHUETO € BaXKHO JIa CE MPOBEPAT CTUKETUTE HA (DJIaKOHA, 3a J1a ©

CUTYPHO, Y€ JICKAPCTBEHUSAT MTPOYKT, KOWTO Ce MPUTOTBS U npuiiara, ¢ Ogivri (Tpacty3ymal), a He ApyT
MPOIYKT, ChIBPIKAIT TPAcTy3yMal (HaIp. TpacTy3yMabd eMTaH3WH WU TPacTy3yMad MEepyKCTEKaH).

AOBI/I[ZOBKa

Memacma3zupan pax ha maewHama Jciesa

Tpuceomuyna cxema

[IpenopbunTenHaTa HavaHa HaToBapBama no3a ¢ 8§ mg/kg tenxecHo Tero. [IpenoprunTennaTa
MOJTBpIKAIIA 1033 TIPU MPHIaraHe Ha MHTEPBAJI OT TPH CeAMUIH ¢ 6 mg/kg TenecHo Terso, Kato T ce
3armoyBa TPY CEJAMHUIIM CJIC]] HaTOBapBaIiara J103a.

Ceomuuna cxema

[IpenopbunTenHara HaYaaIHa HATOBapBaIlia J03a TpacTy3yMab e 4 mg/kg TenecHo Termo.
[IpenopbunTenHaTa ceAMUYHA MTOAIBbPIKAIIA 1032 TPpAacTy3yMal e 2 mg/kg TellecHO Terjio, KaTo ce
3aroyYHe ejHa CeAMMIIA CJIe/] HaTOBapBalara j103a.

HpuﬂaeaHe 6 KOM6HHGT4M}1 C nakiaiumakceya uiu douemakceﬂ

B ocnoBuute mznutBanms (H0648g, M77001), makimurakcen Uiy AoIeTakces ca OWiu mpujlarany B
JISHS CIIe/T ITbpBaTa J03a TpacTy3yMab (3a mo3upane Bx. KpaTkara xapakTepucTHKa Ha TIPOIyKTa
(KXII) Ha maknuTakcemn Wil OIEeTaKcel) U HeTIOCPECTBEHO CIIE MTOCIISABAIIUTE 03U TPacTy3ymao,
NPY TIOJIOJKEHHE, Ye MpeIXoKaalara 03a TpacTy3ymad ce e monecia goope.

Ipunazane 6 kombunayus c apomamasen UHXUOUMOp

Io Bpeme Ha nunotHOTO M3nUTBaHe (BO16216), TpacTy3ymMad 1 aHacTpO30I1 ca MpujlaraHy ot JeH 1-
BU. HsiMa orpaHuueHus 10 OTHOLIEHHE Ha BPEMETO Ha MPHIIOKEHHE Ha TpacTy3yMad 1 aHacTpo307 (3a
nosupane Bx. KXII Ha aHacTpo3011 UM HA IPyTUTe apoMaTa3Hid HHXUOUTOPH).

Panen pax na maeunama sicnesa

Tpuceomuyna u ceOMuyHa cxema Ha npuIazaHe

Karo cxema Ha mpunarase mpe3 TpY CEIMHIIY NPEMOpbhUNTEIIHATA HaYaTHa HATOBAPBAIIA /1032
Tpacty3ymab ¢ 8 mg/kg TenecHo Tero. [IpenopbunTentara noaabpikalia 103a Ha TpacTy3yMao,
MpUJIaTaH Mpe3 UHTEPBAJ OT TPU CeIMUITH, ¢ 6 mg/kg TelecHO Tero, KaTo TS Ce 3armo4Ba TPH
CEJIMMIIY CJIC]] HATOBapBaIiara J03a.

Karo cxema Ha mpunarane Bcsika ceMuIla (Ha4aiaHa HaToBapsaina j1o3a ot 4 mg/kg, nocneasana ot
2 mg/kg Bcska ceqMuIla) eTHOBPEMEHHO C MAKIUTAKCEN CIIe] XUMHOTEPAIUs ¢ JOKCOPYOUIIMH U
muKiIodochamu.

Bmxre Touka 5.1 3a mo3upane nmpu KOMOMHHMpaHa XUMHOTEPAITHs.

Memacmaszupan pak na cmomaxa

Tpuceomuyna cxema

[IpenoppunTennara HayaaHa HaTOBapBaIia jg03a ¢ 8 mg/kg TenecHo Terio. [IpenoppunTennara
NOoJIBpIKAIIA /1033 TP TPHIaraHe Ha HHTEPBAJl OT TPH ceMUIM € 6 mg/kg TenecHo Teryo, KaTo Ts ce
3amo4yBa TPHU CEIMMUIIM CIE HaTOBapBaliaTa 103a.

Pak Ha mitedHaTa Kjie3a M pak Ha cToMaxa

IIpoovnocumennocm Ha nevenue
[amuenture c MPM2K 1 MPC tpsibBa na ce nekyBart ¢ TpacTy3ymal A0 mporpecus Ha 3a00JIBaHETO.
ITammmentute ¢ PPMIK TpsiOBa ma ce nekyBaT ¢ TpacTy3ymad B MPOIbIDKCHHE HA | TOMMHA WU 10



peruauBrUpade Ha 3a001IBaHETO, KOSTO HACTHITN ITBPBO; YABDKaBaHe Ha JiedeHueTo mpu PPMIK
MoBeYE OT €Ha TOIMHA HE Ce TperopbuBa (BX. Touka 5.1).

Hamansasane na oozama

ITo Bpeme Ha KIMHUYHATE U3MMATBAHMS ¢ TPACTY3yMal HE € M3BBPIIBAHO HaMaJIsIBaHE Ha J03aTa.
ITanmenTHTE MOTAT 1@ MPOABIIKAT JICICHUETO TIPe3 IIEPHOIUTE Ha 00paTrMa, MHAyIIHpaHa OT
XUMHOTEPAINATa MHETIOCYTIPECHS, HO MPE3 TOBA BpeMe Te TPsOBa Jia ce HabIoJaBaT BHUMATEITHO 32
YCJIOXKHEHUS OT BHJIa HAa HEYTPOTICHUS. 3a HHGOPMAIHSI OTHOCHO HaMaJIsTBAHETO HA J103aTa WIIH
oTyiaraHe Ha npuioxenuero, Bukte KXII Ha naknuTakcesn, T01UeTakcel WK Ha apoMaTa3Hus
UHXHOUTOP.

AKO TIpOIIeHTHT Ha JeBoKaMepHata ¢pakmus Ha uzTnacksane (JIKOUW) cmagne > 10 myHkTa cipsamo
n3xoaHoto HuBO U o mox 50%, neuennero TpsaOBa ga ce MpeyCTaHOBH U TPsiOBa J1a ce IOBTOPH
onenkara Ha JIKOU npubmusutenno cnen oxono 3 ceaqmunm. Axo JIKOU He ce mogobpu, wmu ce e
BJIOLIMJIA TIOBEYE, WM aKO CE pa3BUe CUMIITOMATHYHA 3aCTOMHA chpiedHa HenoctaTbuHocT (3CH),
TpsiOBa CEPHO3HO JIa Ce TIOMUCITH 3a MPEyCTaHOBSABAHE HAa TPACTy3yMal, OCBEH aKo HE ce MPEIeHH, e
MOJI3UTE 32 OTACTHUS MALUCHT HAJXBBPIIAT PUCKOBeTe. BCcHUKy Te3u manuenTH TpabBa Ja ce Hacoyatr
3a OIIEHKa OT KapJHOoJjor U Ja ce MpOoCeasBarT.

Ilponycnamu do3zu

AKO NalMeHTHT € MPOIYCHAI 1032 TPAacTy3yMad B paMKHTE Ha €HA CEJIMUIIA HIIH TI0-MaJIKo,
oOuuaiiHara moaappikaiia 1o03a (mpu ceAMUIHO JeueHne: 2 mg/kg; npu cxema Ha JedeHne npe3 TPy
cexqmuiy: 6 mg/kg) TpsOBa 1a ce MPHUIIOKU BH3MOXKHO Hail-cKopo. Jla He ce M3JaKBa ClIeABaIus
IIaHupaH OUKbI. ClieBaIuTe MOIIbPKAIIN JT03H TPsIOBA Ja Ce MPUIIOKAT CHOTBETHO 7 THU HIIH
21 1HYU MO-KBCHO B 3aBHCUMOCT OT TOBA JIAJIM CE U3MOJ3Ba CEMUYHA WIIK TPHCEAMUYHA CXEMa.

AKO NaMEeHTHT € MPOIYCHAI J03a TPAacTy3yMad B paMKHTE Ha ITOBEYE OT €Ha CEIMHIIA, TPAOBa /1a ce
HPUJIOKH OBTOPHA HaTOBapBalla TpacTy3ymal 103a 3a npudam3uteaso 90 MuHyTH (IIpU CeAMUYHO
neuenue: 4 mg/kg; mpu cxema Ha JeueHHe npe3 Tpu ceAMUIn: 8§ mg/kg) KOJIKOTO € Bb3MOXKHO I10-
ckopo. CrieBaImunTe MOAIbPIKAIIN 03K TPacTy3yMao (rpu ceamuyHo jeueHue: 2 mg/kg; mpu cxema
Ha JIeYeHHE TIPe3 TPH CEAMHUIIM ChOTBETHO: 6 mg/kg) TpsOBa Ma ce mpuitoKaT ChOTBETHO 7 THU WITH

21 JHUW MO-KBCHO B 3aBHCHMOCT OT TOBa AaJH CE€ U3I0J3Ba CEIMUYHA WIH TPUCEIMHUYHA CXEMa.

Cneyuannu nonyrayuu

He ca npoBexnann HacoueHU (papMaKOKHHETUYHHU MPOYYBAHHS NPU MALMEHTH B CTap4YecKa Bb3pacT,
KaKTO U IIPH TakuBa ¢ O0b0peuHo uiu yepHoapoOHO yBpexkaane. [Ipu nomynannoneH
(hapMaKOKMHETHYEH aHAIIN3 € YCTAHOBEHO, Ye Bh3PacTTa U ObOPEUHOTO yBpEXKAaHEe HE IMOBIHASABAT
(hapMaKOKMHETHKATa HAa TPACTy3ymao.

Ileouampuuna nonyrayus
Hsma cpoTBeTHO IpHJIOXKEeHHEe Ha TpacTy3yMal B ennaTpUIHATa TOITyJIAIHS.

Hauue Ha npuiioxxkeHue

Haropapsaiiara 103a Tpacty3yMab TpsiOBa 1a ce mpuiara noj gpopmara Ha 90-MuHyTHa
MHTpaBeHO3Ha uHQy3us. [la He ce npulara KaTo MHTPAaBEHO3HA MHXKEKIM Wi Ooiyc. TpacTy3ymao
MHTpaBeHO3Ha WHQY3Us TPsIOBa Aa ce mpuiara OT MEIUIMHCKU CTIEIUATIICT C TOTOBHOCT 3a JICUCHHE
Ha aHaduIaKcus, KaTo TpsOBa na Obae ocurypeH Habop 3a cremHa nmomor. [larenture TpsidBa aa ce
Ha0JII01aBaT Hali-MaJKo LIECT Yaca CJIe/l Ha4aJo0To Ha ITbpBaTa MHQY3HUs U Ba Yaca Cliel Ha4yaJoTo Ha
nocieaBaluTe HHQY3uH 3a CAMIITOMH KaTo TPecKa M CTYACHU TPBIIKK WU IPYyTU CUMITOMH,
cBbp3aHy ¢ MHDY3usTa (BK. Touku 4.4 1 4.8). IIpexbcBaneTo uian 3a0aBsiHETO Ha CKOPOCTTa Ha
BJIMBaHE MOJXKE JIa TIOMOTHE 32 KOHTPOJIMPAHETO Ha TakuBa cuMnTomu. MHDYy3usTa MOXKE 1a ce
MIOJTHOBH CJIe]l OT3By4YaBaHe Ha CHMIITOMHUTE.

AKo0 HavaJHaTa HaTOBapBallla J03a ce MoHacs Jo0pe, MoCIeBaIUTe 1031 MOXKE J1a ce mpuiarar 3a 30
MUHYTH.



3a yKa3aHHs OTHOCHO PEKOHCTUTYHMPAHETO Ha JCKAPCTBEHUS MPOIYKT MPESAN MPHUIOKEHHE BUKTE
TOuKa 6.6.

4.3 IIpoTuBOMOKA3AHUA

° CBp’bX‘IYBCTBI/ITeJIHOCT KBbM aKTUBHOTO BECUICCTBO, MUIIHN IMTPOTCUHU UJIN KbM HAKOE OT
IIOMOIIHHUTEC BCIICCTBA, I/I36POCHI/I B TOouka 6.1.
° Texka JUCITHES B HOKOﬁ, nopaaun yCJIOKHCHUA MPU HAIPCAHAJIO 3JI0OKAYCCTBCHO 3a60J’IHBaHe,

WU MaUC€HTHU, U3NCKBAlU JOIIBJIHUTCIIHO JICHCHUE C KUCIIOPO.
4.4 ChnenuajaHu npeaynpesxaeHus: U NpeANa3sHl MepKH IPH ynorpeda

IIpocnenumoct

3a fa ce moIo0py MPOCIETUMOCTTa Ha OHMOJIOTMYHUTE JICKAPCTBEHH MPOYKTH, UMETO U MTAPTHTHUAT
HOMEp Ha MPIIOKEHUS MPOIYKT TPsIOBA ACHO J]a C€ 3allMCcBaT B KApPTOHA HA MalleHTa.

Wzcneapanero 3a HER2 TpsioBa na ce n3BbpIIBa B CHICIIMATU3UPAHH JIA00PATOPHH, KOUTO MOTAT Ja
OCHUTYPST aIcKBATHO BaIMAUPAaHE Ha METOIUTE 32 U3CIIeABaHe (BXK. TOUKa 5.1).

HOHaCTOHH_IeM HAMa JaHHU OT KIIMHUYHHU U3NUTBAHHUSA 3a IIOBTOPHO JICYCHUC ITPU MAIUCHTH C
npeamecTBalla CKCIo3ulus Ha TpaCTYSYMa6 B a/IF0OBAaHTHA Cpcaa.

Cuprieyna nucyHKIUA

Obwu cvobpadicenus

[NanuenTure, 1eKyBaHU ¢ TpacTy3yMal, ca N3JI0KEHH Ha MOBHILIEH pHUCK oT pa3Butre Ha 3CH
(Hroiiopkcka kapauonornana acormarns - New York Heart Association [NYHA] Kimac 1I-1V) wn
aCHMIITOMHA ChpieuHa AUCYHKIMA. Te3nu chOuTHA ca HabII0aBaH! MIPH TALEHTH, OTyYaBalH
Tepamnus ¢ TpacTy3yMad CaMOCTOSTEIHO MM B KOMOMHAIMS C TIAKJIMTAKCEN WK JA0IETaKCell, 0COOEHO
CclIe] aHTPALMKINH (JOKCOPYOUIIMH WIN eNUPyOULINH)-ChABPKAIA XUMHUOTepamus. Te Moxke fa ca
YMEPEHH JIO TeXKKH U ca CBbP3aHH ChC CMBPTHH citydad (Bxk. Touka 4.8). OcBeH ToBa € HEOOXOMMO
MOBHIIIEHO BHUMaHUE TIPH JICYEHNE HA MAIMEHTH C TIOBUIIEH ChpPJeUeH PUCK, HAMp. XUIEPTOHHUS,
JOKyMEHTUpaHa ucxeMuyHa 6onect Ha cepueto, 3CH, JIKOU < 55 %, nanpennana Bb3pact.

Bcuuky kaHARAATH 32 JISUSHUE ¢ TPAcTy3yMal, HO 0COOCHO TE3M C MPEAX0KIAIIO JEUECHHE C
aHTpauukiInay 1 nuknodocpamun (AC), TpsOBa qa ObaT NOATOKEHN HA OCHOBEH ChpACUEH
nperies, BKIIoYBAI aHaMHe3a U pU3HKajieH cTaryc, eaekTpokapauorpama (EKI), exokapanorpama
u/unu panguonykimanaa Bearpukynorpadus ¢ EKTD cuaxponuzanus B exkBumopuyM (MUGA), nin
SIIPEHO-MarHUTEH pe3oHaHc. MOHUTOPUPAHETO MOKE Jja IOMOTHE 3a WACHTH(GULIpaHe Ha
NalUeHTHUTE, KOUTO Pa3BUBAT ChpAeuHa Auc@yHKus. OneHkaTa Ha chpaeyHaTa QyHKIUs,
W3BBPIICHA Ha U3XOIHO HUBO, TPSIOBA Jla ce TIOBTAps Ha BCEKH 3 Mecella 110 BpeMe Ha JICYUeHHETO U Ha
BCEKH 6 Mecela cie]] IPeyCTaHOBsABaHEe Ha JICUCHUETO 710 24 Mecena OT MOCJIEAHOTO NPUI0KEHHE Ha
Tpacty3yma0. [Ipeau na ce B3eme pelieHue 3a JIedeHue ¢ TpacTy3yMmad, TpsiOBa 1a ce HanpaBH
BHHMMATeJIHA OIIEHKA Ha ChbOTHOIIEHHUETO 10JI3a/pUCK

Tpacty3ymabd Moke J1a IepCUCTHPa B KPHBOOOPAIIIEHUETO 0 7 Mecela Clie]l CITUPAaHeTO Ha JICYCHUETO
¢ Ogivri Bb3 OCHOBA Ha IOITyJIAllIOHEH (papMaKOKWHETHYCH aHAIN3 Ha BCHYKH HATWYHU JaHHH (BX.
Touka 5.2). [larimeHTH, KOUTO TOTyYaBaT aHTPAIMKINHY CIIE/I CIIUPAHETO Ha TPACTy3yMal, BEPOSTHO
ca M3JI0KeHHU HA MOBHIIIEH PUCK OT chpreuHa aucyHkus. [1o Bb3MOXKHOCT, JekapuTe TpsOBa 1a
M30sTBAT Tepanus Ha 0azaTa Ha aHTPAMKINHA 70 7 Mecela ciell CIHpPaHeTo Ha TpacTy3ymad. AKo ce
W3M0J3BaT aHTPAIMKINHH, ChpJieuHaTa QYHKIHUS Ha MaldenTa Tps0Ba 1a ce MOHUTOpUpa
BHHUMATECIIHO.



TpsOBa Ja ce 0OMHUCIN peIOBHA KAPIHOJIOTUYHA OI[EHKA MIPU TAIMEHTH ChC ChPJCUHOCHIOBH
npo0JIeMH clie]l CKpUHUHTA Ha U3X0JHO HUBO. [Ipy BCHYKY MalieHTH TPsOBa Jia ce Mpocie/sBa
ChpJieuHaTa PYHKIHUS IO BpeMe Ha JiedeHueTo (Hamp. npe3 12 cenmuim). [Ipocieassanero Moxe na
MOMOTHE J]a C€ UICHTU(UIMPAT MAMEHTUTE, KOUTO pa3BUBAT ChpjcuHa nuchyHkiws. [Tpu
NAIMEHTHTE, KOUTO Pa3BUAT aCUMIITOMHA ChpjeYHa AUCPYHKIINS, T0-9€CTO MOHUTOpUpaHe (Harp.
mpe3 6 - 8 cemMuUIIn), MoXe Ja 0Bbe OT Moa3a. AKO MAIMEHTUTE UMAT HeMIPEKbCHATO HaMaJIeHHUE Ha
JeBOKaMepHaTa (DyHKIIMS, HO OCTaBaT aCUMIITOMHHU, JICKApST TPsiOBa Ja MOMUCIH 3a MPEKbhCBaHE HA
TepamnusTa, ako He € Hablo/1aBaHa KITMHUYHA T10J13a OT JICYSHHUETO C TPACTY3yMal.

BezomacHocTTa Npy poIbIDKABaHE WITH ITOAHOBSBAHE HA JISYSHUETO C TPAcTy3ymMal NpHU NaIMeHTH,
KOUTO UMaT ChpJieuHa TUCHYHKIUS, HE € MPOyYBaHa MPOCIEKTUBHO. AKo mporeHTsT Ha JIKDOU ce
MOHIKH ¢ > 10 myHKTa B cpaBHEHUE ¢ M3X0aH0TO HUBO U mox 50 %, neuenueTo TpsOBa na ce
MPEYCTaHOBHU M TPSOBA J]a ce U3BHPIIHU MOBTOpHA olleHKa Ha JIKDOU nmpubnusutenHo cie 0KoiIo

3 cenmuuu. Axo JIKOU He ce yBeau4H WU aKo c€ MOHMXH OLIE, UM CE pa3BUE CUMITOMAaTUYHA
3CH, Tps0Ba MHOTO CEPHO3HO JIa CE€ MOMKCIIH 3a MPEKPaTsIBaHEe Ha TPacTy3ymMal, OCBEH aKo HE Ce
MIPELICHH, Ue TOJI3UTE 32 OTJCITHUS NMAIlMCHT HAAXBBPJISIT PUCKOBETE. BCHUKM Te3n MalMeHTy TpsaoBa
Jla Ce U3MPATSIT 32 KOHCYJTAILUS C KapIUOJIOT U J]a C€ IPOCIIE IIBaT.

AKoO 110 BpeMe Ha Tepanusi ¢ TpacTy3yMad ce pa3Bre CHMIITOMAaTHYHA Chp/IeYHa HEJJOCTATBYHOCT, TS
TpsiOBa J1a ce JIEKyBa CbC CTaHAAPTHUTE JeKapcTBeHH npoaykTH 3a 3CH. IloBeuero nauueHTy,
passuiu 3CH unu acumMntToMHa chpaeyHa AUCHYHKINS B OCHOBHUTE KIMHUYHH W3MTUTBAaHUS, Ca ce
MoA00PIIIN ChC CTAaHAAPTHOTO JieueHue 3a 3CH, ChCTOSIIO ¢ 0T UHXUOUTOP Ha aHTHOTCH3UH-
koHBepTupamus ea3uM (ACE naxuburtop) mim anrunoreH3nH-penentoper omokep (APB) u 6eta-
6nokep. [ToBedeTo manueHTn chC ChbpACYHH CHMITOMH 1 IAaHHU 33 KIMHUYHA T10J13a OT JICYEHHUETO C
TpacTy3ymal ca IpoIBIDKIIH TepanusiTa 0e3 TOMbJIHUTEIHNA KIMHUYHU ChPJCUHHA CHOUTHS.

Memacma3upaﬂ PAaK HA maevHama aicie3a

TpacTy3ymad u aHTpalUKIMHU HE TpsOBa J1a Ce IaBaT eIHOBPEMEHHO B KoMOWHaIus mpu MPMOK.
[Mamuentn ¢ MPMOK, xouTo mpenu ToBa ca MOJy4aBaid aHTPAIIUKIMHHY, Ca M3JI0KECHU CBIO HA PUCK
OT ChpJieuHa TUCHYHKIHSI TIPH JICYSHUE C TPACTYy3yMad, BBIPEKH Y€ PUCKBT € IO0-MaTbK OTKOIKOTO TIPU

€IHOBPEMEHHA yIoTpeda Ha TPacTy3yMal u aHTPAIUKIHHH.

Panen pax na maeunama sicnesa

ITpu manmentn ¢ PPMXK, chpreunara orieHka, KaTo HarpaBeHaTa Ha U3XOAHO HHUBO, TPSIOBA J1a ObAe
MOBTOpEHA Mpe3 3 Mecella, 0 BpeMe Ha JICUCHUETO U Ipe3 6 Mecella clie]] IpeKpaTsBaHe Ha
JIEYCHHUETO, 10 24 Mecelia OT MOCIICTHOTO MPIIIOKEHIE Ha TpacTy3yMal. [lpu manuenTy, moayJdaBanti
XHAMHOTEpAIMs, ChbAbpHKaILla aHTPALUKIINH, CE NPENOPBhYBA JONBJIHUTEITHO MOHUTOPUPAHE U TO
TpsI0Ba J]a ce U3BBHPIIBA SKETOHO J0 S TOAMHH OT MOCISIHOTO MPUIOKECHNE Ha TPacTy3yMal MK T0-
JIBJICO, aKO ce HaOJr0gaBa NOCTOSIHHO HaMasBaHe Ha JIKDU.

[NanuenTure c anamuesa 3a MuokapaeH uapapkr (MU), crenokapauns, U3UCKBaIIa METUKAMEHTO3HO
nedenune, anamHesa 3a i cbiectByBamia 3CH (NYHA Kuac I - 1V), JIKOU < 55 %, apyra
KapaymoMuomnarus, CbpAc4yHa apuTMus, U3MCKBallla MEIUKaMCHTO3HO JICUCHUEC, KIIMHUYHO 3HAYNMO
CBHPACYHO KJIAIHO 3a00JIs1BaHe, JIOUIO KOHTPOJIMpPaHa XUIIEPTOHUS (ITOIXOASIIA € XUIIEPTOHHUS,
KOHTPOJIMPAaHA ChC CTAHIAPTHO JICYCHUE) U XeMOJANHAMUYHO €()EKTUBEH NePUKApICH U3JIUB, Ca
HU3KIIIOYECHHU OT OCHOBHUTEC KJIMHUYHU U3IIUTBAHUA 3a aAIOBAHTHO U HEOAAOBAHTHO JICHCHHEC HaA PPMXK
¢ TpacTy3yMal U [opajiu TOBa HE MOXKE /1a CE MPENopbya JICUSHUE MIPH Te3H MALUEHTH.

Aoweanmmno nevuenue

TpaCTySyMa6 " aHTPalUKJINHA HE TpSI6Ba Ja c€ IaBaT CIHOBPEMCHHO B KOMGI/IHaLII/IFI IIpy aAOBAHTHO
JICUYCHUC.



IIpu maruenTu ¢ PPMIXK e mabmomaBaHo yBenmndeHHE HA 9€CTOTaTa HA CHMIITOMHUTE H
ACUMITOMHHUTE ChPJEYHN CHOUTHSI, KOTaTO TPacTy3ymMal e MpHJIaraH CiIe] XUMHUOTEpaIus,
ChIbpKAIlla AaHTPALUKIIMHYU, B CPABHEHUE C MIPUIIOKECHHUE C HEChIbPKAIIUTE aHTPAIIUKINHU CXEMHU Ha
JIeYeHHE C JOLETAKCEeN U KapOOIIaTHH, KaTo To € OMIIO Mo-U3pa3eHo, KoraTo TpacTy3ymal e mpujiarad
€IHOBPEMEHHO C TAKCaHU B CPaBHEHHE C TIPUJIAraHEeTO My Clie]] TakcaHu. HesaBucumo ot
M3II0JI3BaHATA CXEeMa Ha JieueHHe, MOBEUYEeTO CHMITOMHH ChPACYHH CHOUTHS Ce MOSIBSIBAT MPE3
nbppBUTE 18 Mecena. B enHo oT mpoBeneHuTe 3 OCHOBHU KIMHUYHM MIPOYYBaHUs, IPH KOETO € HAJINLIE
Meauana Ha npocienssane 5,5 ronuau (BCIRG006), e HabmrogaBaHO MPOIBIDKUTETHO YBETUICHUE Ha
KyMyJIaTUBHATa 9Y€CTOTa HAa CUMIITOMHHU chpAedHN wiu LVEF cb0uTHs npyu nmanmeHTy, noiaydaBaim
TpacTy3ymMal eTHOBPEMEHHO C TaKCaH Clie/l Tepanus ¢ aHTPALUKINHY, 10 2,37 % B cpaBHEHHE C
npubau3uTenHo 1 % B ABeTe rpynu CbC CPABHUTEIHOTO JICKAPCTBO (aHTPALIMKINH TUTIOC
nukiohochaMus, MOCIeIBaHO OT TAKCaH M TaKCcaH, KapOOIUIaTHH U TpacTy3ymao).

PuckoBute dakTopu 3a ChpIEYHO CHOUTHE, YCTAHOBEHU MPY Y€TUPH TOJIEMH KIIMHIUYHU POYIBAHHS
3a aJF0BaHTHO JIEYeHHE, BKIIOYBAT HaNpeaHana Bp3pact (> 50 rogunam), aucka JIKOU (< 55 %) Ha
W3XOJHO HUBO, PEIU WK CJIE] 3all0YBaHe Ha JICUECHUE C MaKIuTaKceN, moHmwkenne Ha JIKOU ¢ 10-15
MMyHKTa ¥ TPEIIIeCTBAIA WA eJHOBPEMEHHA YITOTpeOa Ha aHTUXHUITEPTCH3UBHHU JICKApPCTBEHU
MPOAYKTH.

[Tpu marueHTH, MOJIyYaBally TPAcTy3yMal ciell 3aBbpIIBaHe Ha alf0BAaHTHATA XUMUOTEPAIHS,
PUCKBT OT ChpJIeYHa AUCHYHKIUS € CBhP3aH C M0-BUCOKA KyMYyJIaTUBHA /1032 aHTPAIMKIIVH,
MIPHUJIOKEHA TPEIN 3all0uBaHe Ha JISYEHUETO C TpacTy3ymad U ¢ MHAEKC Ha TenecHa Maca (BMI)

> 25 kg/m>.

Heoaoweanmno-aooeanmuo reyenue

IIpu maruenTu ¢ PPMIK, noaxosmy 3a HeoaroBaHTHO-aAI0BAHTHO JICUCHUE, TPACTy3yMab TpsOBa
Jla ce Mpujiara ¢JIHOBPEMEHHO ¢ aHTPAIUKJIMHU CaMo TIpH OOJIHU, KOUTO HE ca JISKYBaHH C
XUMUOTEPAIUs, U CAMO ChC CXEMH Ha JICYCHHUE C aHTPALMKINHYI C HUCKH 103U, T.€. MAKCUMAIHU
KyMyJIaTHBHH JI03H Ha JokcopyOunun 180 mg/m? unu enupy6unmn 360 mg/m>.

AKO MalMeHTUTE Ca JICKYBaHU €THOBPEMEHHO C IIBJICH KYPC HAa HUCKU 103U aHTPALUKIUHU U
TpacTy3ymMal Ipy HEOaAIOBAaHTHH yCIIOBHS, HE TPsOBA J1a ce Mpuiiara JOMbJIHUTEIHA IIATOTOKCHYHA
XUMHUOTEpAITus ciej| onepanusta. [Ipy Apyru cUTyanuu, penieHneTo OTHOCHO HE00X0IMMOCTTa OT
JIOITBTHUTEITHA IIATOTOKCHYHA XUMHOTEPAIIUS CE ONPEeIis Bh3 OCHOBA Ha WHAUBHIYaTHH (DaKTOPH.

OmuTHT IpU STHOBPEMEHHO IIPIIIOKEHIE HAa TPACTY3yMad B CXEMH ¢ HUCKH JTO3W aHTPAITMKIIHH
MOHACTOAILIEM € OTPAHUYEH 0 KIMHUYHO n3nuTBane MO16432.

B ocHoBHOTO m3nurBane MO16432, Tpacty3ymab e mpuiiarad €THOBPEMEHHO ¢ HEO0aIIOBaHTHA
XUMHUOTEPAIHs, ChIbPIKAILA TPU LUKBIA C JOKCOPYOHIMH (KyMysaTuBHa 103a 180 mg/m?).

UecroraTa Ha cCUMIITOMaTHYHA ChpaeyHa auchyHKus e 1,7% B rpymnaTa Ha TpacTy3ymao.
KnvHUYHUAT ONUT € OrpaHUYeH NMPU NAUEHTH Haa 65-TOUIIHA Bb3PACT.
Peaknun, ceup3ann ¢ nHpy3usaTa (IRRS) M CBpbX4UYBCTBUTEITHOCT

Nma crobmenus 3a ceprozau IRRs keM uH(Y3MsITa € TpacTy3yMa0, BKIIOUUTEITHO TUCIIHES,
XUIIOTOHMS, XPUIIOBE, XUIIEPTOHUSI, OPOHXOCNA3bM, HaJIKaMEPHA TaXUAaPUTMHUs, HAMaleHa
KHCJIOpOJIHA caTypauus, aHa(uiIakcus, peciupaTopeH AUCTPEC, yPTUKAPHsI U aHTHOeIeM (BXK. TOUKa
4.8). Moxe a ce u3Moi3Ba NpeMeauKalus 3a HaMallsiBaHe Ha prcKa oT Te3u cboutus. [loseueto ot
TEe3H CHbOMTHUS BH3HUKBAT IO BpEMe WIIH 10 2,5 yaca cie HadajuoTo Ha mbpBata nHOy3us. [Ipu
BB3HMKBAHE Ha peaknus KbM HH(]py3uaTa, nH}py3uara TpsOBa /1a ce MpeyCTaHOBU WK J1a ce 3a0aBu
CKOpOCTTa Ha BIMBAHE M MAIIMEHTHT TPsiOBa 1a ce HaOo1aBa O OT3By4YaBaHE HA CUMIITOMHUTE (BXK.
Touka 4.2). Te3u cCMMITOMU MOXKE J1a Ce JIeKyBaT C aHAITETHK/aHTUIIUPETHK, KaTo Harp. MENEepUIUH
WJIW MapancTamMoti, Ui aHTUXUCTaAaMUH, KaTO Hallp. III/I(i)eHXI/IZIpaMI/IH. HpI/I IIOBEYCTO OT INAIIUCHTUTC



CHMIITOMHTE OT3BY4YaBaT U Clie/l ToBa HH(Yy3HuuTe ¢ Tpacty3ymad npoabinkaBar. CepHO3HUTE PEaKIn
ca JISKyBaHH YCIICIIHO C MMOJIbPIKaIlla Tepartis, Harp. KUCIOPOo, OeTa-arOHUCTH U KOPTUKOCTEPOUTH.
B penku ciydau Te3u peakiMu ca CBbp3aHH C KIMHUYCH XOI, 3aBbPILBAII] C JICTATCH U3XOI.
[ManmenTrTe, MOXYYUIN JUCIHES TIPH TIOKOW IOPaIy YCIOKHEHUS OT HAIIPEIHAIIO 3JI0KAYECTBCHO
3a00JIsIBaHE M CHITBTCTBAIIM 3200 IIBAaHMUS, MOJKE JIa Ca U3JI0)KEHH Ha MOBHUIICH PHUCK OT JICTAJICH M3XO0]
Ha peakiys KbM nHdy3usaTa. [lopaau ToBa, Te3M MALMEHTH HE TPsOBA Ja ce JIEKyBaT C TpacTy3ymab
(Bx. Touka 4.3).

Cpo01m1aBa ce ChITo 3a HAYaTHO MOI00pEeHHE, TTOCIIEABAHO OT KIMHUYHO BIIONIABaHE U KbCHU PEAKITAN
¢ OBp30 KIIMHUYHO BIiOMaBaHe. CMBPTHH CITyYaH Ca Bb3HUKBAIH JIO YaCOBE U JI0 €HA CEJAMMIIA CJIC]
uH}y3usATa. B MHOTO peiku ciiydyan MalueHTUTe ca Moy4aBair Ha4allHi CUMITTOMH, CBBP3aHH C
uHQy3usaTa 1 6e10APOOHN CUMIITOMH MTOBEYE OT HIECT Yaca CIie/l Ha4alloTo Ha MH(Y3HATA C
Tpacty3yma0. [lanmenTure TpsiOBa Aa ce MpeAympeasaT 3a Bb3MOXKHOCTTA 32 TAKOBA KCHO HAYaIo 1
Tpsi0Ba J]a ce MHCTPYKTHPAT J]a CE CBHPKAT BelHATA C JIEKYBaIllHs CH JIKap MPU Bb3HUKBAHE HA TE3U
CUMIITOMU.

Benoapobuu cronTus

Texxn 6emoapoOHN CHOUTHS Ce ChOOIIaBaT MpH yrmoTpedara Ha TPacTy3ymMad B IMOCTMaPKETHHTOBH
ycioBus (Bk. Touka 4.8). [ToHskora Te3u crouTus ca Onnm geranau. OCBEH TOBa ce ChoOIIaBat
Cly4ad Ha MHTEPCTUIMAIHA 0eT0[poOHa 00JIeCT, BKIFUYUTEITHO O0e10Jp0OHN HHPUITPATH, CHHIPOM
Ha OCTBP PECIUPATOPEH IUCTPEC, THEBMOHMS, THEBMOHUT, IJIEBPAJICH U3JIMB, PECITUPATOPEH TUCTPEC,
ocTBp 0eoIpoOeH OTOK U AMXATENHA HEJIOCTAThUYHOCT. PrcKoBUTE (haKTOpH, CBBP3aHU C
WHTEepPCTUIMATTHA OetoapoOHa 00JIeCT, BKIIFOUBAT MPEIISCTRAIIO WU STHOBPEMEHHO JICUSHHE C
JIPYTH aHTHHEOIUIACTHYHHU CPEJICTBA, 32 KOMTO € U3BECTHO, Y€ Ca CBbP3aHU C TOBa 3a00JIsIBaHe, HArp.
TaKCaHU, FeMIIUTA0NH, BUHOPEIOUH | JibueTepanus. Te3u CbOUTHS MOXKE Jia Bb3HUKHAT KaTO 4acT OT
peakuus, cBbp3aHa ¢ nH(Y3UATa, WIK J]a UMaT KbCHO Hadano. [lanneHTuTe, moTyYriiu TUCITHES TPU
TIOKOM MTOPa/IA YCIOKHEHMSI OT HAIIPEIHAIO 3JI0KaYeCTBEHO 3a00JIsIBAHE U CHIThTCTBAIIU
3a00JIIBaHMUs, MOXKE JIa Ca U3JI0KEHHU Ha TIOBHIIICH PUCK OT OenoapooHu chouTHs. [lopaau ToBa Te3u
NalMeHTH He TpAOBa Ja ce JIEKyBaT ¢ TpacTy3ymad (Bxk. Touka 4.3). TpsiOBa na ce BHIMaBa 3a
MTHEBMOHHUTH, OCOOSHO TPY MAIMEHTH, JIEKyBaHH €THOBPEMEHHO C TAKCaHHU.

ITomontHm BemecTBa

Cvovpoicanue Ha copbumon

Ogivri 150 mg ceabpxka 115,2 mg copOUTON BHB BCEKH (PI1akoH.

Ogivri 420 mg cpabpxa 322,6 mg copOUTON BBB BCEKH (HIaKOH

To3su ekapcTBEH MPOAYKT He TPsiOBa /1a ce Mpuiiara Npy MalueHTy ¢ HacaeICTBeHa HEMOHOCUMOCT
KbM (ppykToza (HHD), ocBen npu kaTeropuaHa HE0OOXOIUMOCT.

Tps6Ba na Obae cHeTa OAPOOHA aHaMHe3a 1Mo oTHoweHne Ha cumntToMuTe Ha HH® npu Bcekn
NalMEeHT, IPeAn IPUIIOKEHUETO Ha TO3H JIEKapCTBEH MPOAYKT.

Hampuu
ToBa nekapcTBO ChABPKA Mo-Mayko oT 1 mmol Hatpwuii (23 mg) Ha 1030Ba €MUHUIIA, T.C. MOXKE J1a Ce
Kake, 4e MPaKTHIECKH He ChAbpKa HATPHUH.

4.5 BsamMmopeiicTBHe ¢ IPYIH JeKAPCTBEHH MPOAYKTH M APYTrH (JOPMH Ha B3auMoelicTBHe
He ca nposexnanu npoyuBaHus 3a B3auMoseiicreusita. He ca HabnogaBaHu KIMHUYHO 3HAYMMU
B3aUMOJICHCTBUS MEXIy TPacTy3yMad U eTHOBPEMEHHO MpHUJIaraHuTe JICKapCTBEHU NMPOIYKTH,

H3I10JI3BAHU B KIIMHUYHUTC U3IIUTBAHUAA.

E(i)CKT Ha TDaCTV3VMa6 BBPXY d)aDMaKOKI/IHeTI/IKaTa Ha JPpYIr'd aHTHHCOIINIACTHYHH CPEACTBA

®dapMaKOKMHETUIHUTE MaHHU OT KIMHIYHUTE TTpoyuBanms BO15935 u M77004 npu »xenu ¢ HER2-
TIOJIOXKHTENICH METacTa3upal pak Ha rbpjaTa MPe/Ioarar, ye eKCIo3uIUATa Ha MAKJIHTaKCe 1



JIOKCOPYOUITHH (M TEXHUTE IIaBHU MeTabonmuTh 6-0 Xuapokcui-makiauTakcen, POH, u
nokcopyourmaoi, DOL) He ce mpoMeHs IIpy HaJTndue Ha TpacTy3yMmad (HaToBapBaiia 103a OT

8 mg/kg nnm 4 mg/kg nHTpaBEHO3HO, TIOCIEIBAHO CHOTBETHO OT 6 mg/kg BeTHBK Ha 3 CEIMUITI UITH
2 mg/kg BeTHBK CEAMUYHO UHTPABEHO3HO).

Tpacty3ymab obaue MOXKe J1a IOBUIIIH 00IIaTa SKCIO3UIIHS HA €IMH OT METa0OJIUTUTE Ha
nmokcopyouruH (7-ne3okcu-13 muxunpo-mokcopyourtnaon, D7D). buoaktusHocTTa Ha D7D 1
KIIMHUYHOTO 3HAYCHUE HA TIOBUIIICHUETO HAa TO3W METa0OJIUT HE € SICHO.

Jannute ot knmuHIYHOTO npoy4uBane JP16003, mpoy4dsane ¢ eqHO pamo Ha TpacTy3ymal (4 mg/kg
MHTPABEHO3HO HATOBAPBAIIA 1033 U 2 mg/kg HHTPABEHO3HO CEAMUYHO) U jorerakcen (60 mg/m’
WHTPABEHO3HO) MIPH JKEHH OT SIOHCKH npousxo ¢ HER2- monoxurenen MPMOK, ipenmomnarar, de
€HOBPEMECHHOTO NPUJIOKECHUE Ha TpacTy3ymal HsiMa epeKT BrpXy (papMaKkOKWHETHKATa HA CIUHUYHA
no3a norerakcen. Knmuamanoro npoyusane JP19959 e moampoyuasane Ha BO18255 (ToGA),
MIPOBEJICHO TPY MAIMEHTH OT SIIOHCKHU MPOU3XO0JI - MBXKE M )KCHH ¢ HanpeaHan pak Ha cromaxa (HPC),
3a U3clieIBaHe Ha (papMaKOKWHETHKATA HA KaNeIUTa0NH U IUCIUIATHH MTPH MPIIIOKEHUE ChC WU 03
TpacTy3ymal. Pesynrarure oT TOBa moanpoyyYBaHe MpeIIoiarar, 4e eKCIo3UIHuATa Ha OMOaKTHBHUTE
MeTabonutu (Hanp. 5-FU) Ha kaneunTaOuH He ce MOBIUSABA OT JHOBPEMEHHATa yIoTpeba Ha
LMCIUTATHH WY Ha MUCIUIATHH IDTIOC TpacTy3ymMab. CamusT kanenutabuH obade MoKa3Ba MO-BUCOKU
KOHIIEHTPAIUH U TIO-MTPOABIKATENEH TIOMYKUBOT, KOTAaTO c€ KOMOMHUpA ¢ TpacTy3ymal. JlanHuTte
OpeAroarat chlo, 4e papMaKOKHHETHKATA Ha [UCIUIATHH HE Ce IMOBIUABA OT CHOBPEMEHHATA
ynorpeba Ha KarenuTabWH WM Ha KanenuTaOWH TUTI0C TPacTy3ymao.

®apmakoknHeTHYHUTE MaHHH OT rpoy4uBane H4613g/GO01305 npu manueHTH ¢ MeTacTa3upal Win
JoKaJHO HampeaHan Heonepabuinen HER2- nonoxuTenen pak mokasear, ue TpacTy3ymad He

ToBIUsABa (hapMaKOKMHETHKATa Ha KapOOIUTaTHH.

E(i)CKT Ha aHTUHCOIINIACTHYHHUTC CPEACTBA BHPXY (baDMaKOKI/IHCTI/IKaTa Ha TDaCTV3VMa6

[Ipu cpaBHEHME HA CUMYJIMPAHH CEPYMHH KOHIICHTPAIIUH CJIe] MOHOTEpaIus ¢ TpacTy3ymab (4 mg/kg
HATOBapBalia 103a/2 mg/kg MHTPaBEHO3HO BEIHBK CEAMUYHO) ¥ HAOJIIOITaBAHU CEPYMHHU
KOHIICHTPAIINH MIPH XKEHH OT AMOHCKH npousxon ¢ HER2-monoxurener MPMX (knmnHUYHO
npoyuBane JP16003) He ca ycTaHOBEHH JaHHM 32 papMaKOKHHETHICH e(DEKT Ha THOBPEMEHHO
NpUJIaraH JoIeTakcell BbpXy papMakoKMHETHKaTa Ha TpacTy3ymao.

CpaBHEHHETO Ha (hapMAKOKHHETHIHUTE PE3YIITATH OT JIBE KIIMHWYHU IpoyuBaHus ¢aza Il (BO15935
u M77004) u eqro xkiumHIYHO ipoyuBane (aza I1I (H0648g), mpu koeTo marmeHTuTe ca oOmmm
JICKyBaHU €THOBPEMEHHO C TPACTy3yMal ¥ MaKIUTaKCel, U JBE KIMHUYHH MTpoyuBanus ¢asza Il, mpu
KOWTO TpacTy3ymab e mpriarad kato monoteparnus (W016229 u MO16982) npu sxernn ¢ HER2-
nonoxutesneH MPM2K noka3Ba, 4ye UHAMBUYATHUTE U CPETHUTE MUHUMAIIHU CEPYMHHU
KOHIICHTPAIIMK Ha TPACTy3yMald BapUpaT B KIIMHUYHHUTE POYUYBAHUS U MEXK]Y TAX, HO HAMa
KaTeropuueH epeKT OT eJTHOBPEMEHHOTO MPHUIIOKEHUE Ha TTAKIIUTAKCE BEPXY (apMaKOKWHETHKATa Ha
TpacTty3yma0. CpaBHSIBaHETO Ha (hapMaKOKMHETHUHUTE JaHHH 3a TPAcTy3ymMad OT MpOydBaHe
M77004, mpu koeto xenu ¢ HER2-nonoxurenes MPMX ca 6unm jiekyBaHu eTHOBpEMEHHO C
TpacTy3yma0, MaKkIMTaKCceNl U TOKCOpyOuIuH, ¢ hapMakKOKHHETUYHUTE JTAHHU 32 TPacTy3ymad B
NPOYYBaHUS, IPU KOUTO TPACTy3ymald e mpwiaran kato MoHoTepanus (H0649g) nim B koMOMHAIUS C
AHTPAIMKINHY IUTFOC nukiIodochamua nim nakaurakcen (npoyusane H0648g), npeamnosnara aumca Ha
e(heKT Ha TOKCOPYOUIMH U MaKIUTaKCeT BEPXY papMaKOKMHETHKATa Ha TpacTy3ymao.

dapmakokuHeTHYHUTE JaHHU OT npoyuBane H4613g/GO01305 nokasar, ye kapOomiaTuH He
HoBusABa (hapMaKOKMHETHKATa Ha TPAcTy3yMao.

EnHOBpeMEHHOTO MPUIIOKESHHE HA aHACTPO30JT U3TIICHK 1A HE MOBIHsBA (DapMaKOKMHETUKATa Ha
TpacTy3ymao.
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4.6 @epTUINTET, OPEMEHHOCT U KbpMeHe

Kenwu ¢ gereposieH noTeHIIAaI

JXKenwure ¢ neTeposieH MOTEHIMAN TpsiOBa ObJaT CHbBETBAHHU Ja U3IMOJI3BAT e()EKTHBHA KOHTPALCTILIHS
110 BpEMe Ha JICUCHUE C TPACTy3yMal H B MPOABIDKEHHE Ha 7 Mecela Ciie/l 3aBbpIIBaHE Ha JICYUCHUETO
(BX. Touka 5.2).

Bbpemennoct

[IpoBenenu ca npoydYBaHUS BbPXY PENPOIYKIUATA P JIBJITOOAIIATH MaKallH 031 10 25 MBTH M0-
BHCOKH OT CEJIMHMYHATA MOIbPrKaIla J103a 3a Xopa oT 2 mg/kg Tpacty3ymab 3a HHTPaBEHO3HO
MIPUJIOKEHUE U HsMA JTAHHU 32 YBpekAaHe Ha GeprmmreTa win peryca. Habmogasano e
MIpeMUHaBaHe pe3 IUTalleHTaTa Ha TpacTy3yMao B HadamHus (20 - 50 geH ot recranusTa) U KbCHUS
(120 - 150 meH ot recramusTa) nepuo ot GpeTaaHoTo pa3BuTue. He e M3BeCTHO nanu TpacTy3ymad
MOJKe J1a TIPeIU3BUKa YBPEkKIaHe Ha IUT0JIa TIPY IpuiiaraHe Ha OpEMEeHHH KESHH WX Al OW MOTBII J1a
YBpEIU perpoAyKTUBHATA CIIOCOOHOCT. T'hil KATO MPOYYBAHUATA BHPXY PENPOIYKIHITA IPU KUBOTHU
HE BUHArd MMaT NPOrHOCTHYHA CTOMHOCT 3a ONpeeiisHe Ha OTTOBOpA IPH X0pa, TpacTy3yMald TpsiOBa
Jla ce n30srBa 1Mo BpeMe Ha OpeMEHHOCT, OCBEH aKo MOTEHI[HAIHATA 110132 32 MalKaTa HaJIXBbPIIs
MIOTEHITUAITHUS PUCK 3 TUIOAA.

ITo BpeMe Ha MOCTMapKETHHIOBaTa yIIOTpeOa MMa ChOOIICHHS 3a HAPYIICHO (eTaaTHO ObOPEeYHO
pa3BUTHE W/WIN (YHKIMOHAIHO HApyIICHHE BbB BPb3Ka C OJIMTOXHIPAMHUOH, HIKOM OT KOUTO ca
CBBP3aHHU C JieTaHa 0eI0Ipo0Ha XHUITOIUIA3Hsl Ha TUI0/Ia, TIPH OPEMEHHH KEHH, TI0JTy4aBain
Tpacty3ymab. JKenure, KOUTO 3a0peMeHesIT, TpAOBa 1a ce HHOPMHUPAT 32 BB3MOKHOCTTA OT
yBpeXIaHe Ha 1io1a. AKO OpeMeHHa JKeHa Ce JIEKyBa ¢ TpacTy3yMal, il ako MalueHTKaTa
3abpeMeHee, JI0KaTo MojIyyaBa TpacTy3ymMal min 10 7 Mecelia Ciiejl MoCiIeiHaTa 103a TpacTy3ymao,
JKEJIATeITHO € JIa ce MPOBEK/1a BHUMATEITHO HAOIIOICHUE OT MYJITHAMCIMIUIMHAPEH SKHUII.

Kspmene

[IpoyuBane, mpoBeaeHo npu Maiimynn Cynomolgus ¢ 103u 10 25 IbTH MO-BUCOKU OT CEAMUYHATA
MOIBbPIKaIIa J103a 3a Xopa oT 2 mg/kg TpacTy3yMal 3a HHTPaBEHO3HO MPHJIOKEHHUE OT JeH 120 10
neH 150 Ha OpemMeHHOCTTa, TIOKa3Ba, 4e TpacTy3ymMab ce ceKpeTrupa B KbpMara Ciel pakIaHe.
Excnosunusra Ha TpacTy3yMab in utero 1 HAIMYUETO HA TpacTy3yMad B cepyMa Ha HOBOPOJCHU
MaiiMyHH HE € ChIIPOBOJICHO C HEeXellaHU e(peKTH BbPXY pacTeka WK Pa3BUTHETO OT PaXKJaHETO A0
HaBbpIIBaHE Ha |-MecedHa Bb3pacT. He e m3BecTHO mamu TpacTy3ymal ce eKckpeTupa B Kbpmara. Toit
kato yoBemku IgG1 ce ekckpeTrpa B KbpMaTa, a MOTEHIMATHT 32 YBpeKJaHe Ha KbPMadeTo He €
M3BECTEH, JKEHUTE HE TPsOBa 1a KbPMST 110 BpeMe Ha JICUCHHUE C TPAcTy3yMad U B MIPOABIDKCHHUE Ha

7 Mecena cien npusaraHe Ha IocjenHaTa 103a.

Peprunurer

JluricBaT JaHHU OTHOCHO (pepTUIIMTETA.

4.7 EdexTn BbpXy crioco0HOCTTA 32 WorpaHe U padoTa ¢ MAIINHA

Ogivri noBIHsBa B MaJIKa CTETIEH CIIOCOOHOCTTA 3a modupaHe U padota ¢ MalInHA (BX. ToukKa 4.8).
[o Bpeme Ha neyenueto ¢ Ogivri MOXe Ja Bb3HUKHAT 3aMaiiBaHe U ChHIMBOCT (BXK. Touka 4.8).00aue
MAIMEHTH, KOUTO UMAT CHMIITOMH, CBBbp3aHu ¢ HH(DY3usTa (BXK. Touka 4.4), TpsiOBa Jia ce ChBETBAT J1a
ce BB3J[bpPKaT OT Mo HupaHe WK padoTa ¢ MallIMHU JI0 OT3BYYaBaHE HA CHMIITOMHTE.

4.8 HexesaHu JIeKAPCTBEHHN PeaKIuH

O0600611eHMEe Ha poduiia Ha OE30IIaCHOCT
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Cpen Hali-ceprO3HNTE W/WIHM YECTH HEXKEJIaHW PEaKIlni, ChOOIIaBaHu MpH yroTpedara Ha
TpacTy3ymab (JiekapcTBeHa popMa 3a HHTPABEHO3HO MPHIIOKEHUE M 3 TIOJIKOKHO MTPHIIOKEHUE)
Jlocera, ca Chp/ieuHa TUCPYHKIIHS, PeaKIUU, CBbP3aHU C HH(Y3UATA, XeMaTOTOKCHYHOCT (0COOEHO
HEYTPOIICHNs ), HH(EKIUU U 0en0pOoOHN HEXKEITaHN PEaKIIHH.

TabauyeH CIKUCHK HA HEXKCIAHUTE PCAKIINN

B To3u paznen ca n3nona3BaHM CIEAHUTE KATErOPUH 3a 4eCTOTa: MHOTO uecTd (> 1/10), yectu (> 1/100
no < 1/10), meuectu (> 1/1 000 go < 1/100), penxu (> 1/10 000 go < 1/1 000), MHOTO peaKH

(< 1/10 000), ¢ Hen3BecTHa YyecTOTa (OT HATMYHUTE JaHHHM HE MOXe Jia Obje HanpaBeHa oneHka). [Ipu
BCSIKO IPYNHpPaHe B 3aBUCUMOCT OT YECTOTaTa, He)KEJAHUTE PEaKUH ca N30POSHH B HU3XO I Pe [0
OTHOLICHUE HA TAXHATA CEPUO3HOCT.

B Tabunuia 1 ca npenctaBeHH HEeXeJIaHU peakiliy, ChOOIICHN BbB Bpb3Ka ¢ yrnoTpebara Ha
TpacTy3ymal 3a HHTPaBEHO3HO MPUIIOKEHHUE CAMOCTOSATETHO WITH B KOMOMHAIIHS C XUMHUOTEPAITHS 10
BPEME Ha OCHOBHUTC KIIMHUYHU U3IMUTBAHUA U ITPU ITOCTMAPKETUHIOBaTa yHOTpeGa.

Benuky BKITIOYEHH TEPMUHH C€ OCHOBAaBAT Ha Hail-BUCOKHMS MPOLIEHT, HAOII0JaBaH 10 BpeMe Ha
OCHOBHHUTE KIMHUYHM U3NUTBaHMUs. OCBEH TOBAa, TCPMUHUTE, CHOOIICHN NPH TOCTMapKETHHIOBATa
ynotpe0a, ca BkiItoueHu B Tabnuma 1.

Tabmuua 1 Hexenanu peakiuu, choOIIEHH IIPH TPAcTy3yMad 3a HHTPABEHO3HO MPHIIOKEHUE KaTo
MOHOTEpAITUS WK B KOMOMHAIMSI ¢ XUMHOTEPAIHs, 10 BpeMe Ha OCHOBHUTE KIIMHHYHH U3MUTBAHUSI
(N = 8 386) u B mOCTMapKETHHTOBHSI IEPHOJ]

CucremMo-opraneH Kjiac Hexenana peakuus YecrtoTa
WNndexnum u nndecranuu Undexnus MHoro yectn
Hazodapurarur MHoro gecTu
HeyTtponenuuen cencuc Uectn
IMuctur Yectu
I'pun Yectn
Cuny3uT Yectu
Koxxna nndexuuns Yectn
Punut Yectu
Wndexnus Ha TOpHATE TUXATEITHHA Yectu
IHTHINA
Wndexnust Ha MMKOYHUTE TBTHILA Yectu
DapuHrUT Yectu
Heomnmazmu — IIporpecus Ha 3m0Ka4YecTBEHA C HeusBecTHa
IO0OpOKaYeCTBEHH, HeoriazmMa YecToTa
3TIOKAICCTBCHU 1 [Mporpecus Ha HeomIa3Ma C Hem3BecTHA
HeompeaeneH! (BKIJI. KUCTU U 9ECTOTA
TTOJTUTIN )
Hapymienus Ha KpbBTa U ®DeOpritHa HEYTPOTICHUS MHoro yectn
mMpHaTa cucteMa Anemus MeHoro yectn
HeyTtponenus MHoro yectu
Hawmaren 6poit 6emu KpbBHU MHoro gecTu
KJICTKH/JICBKOTICHUS
TpomMOomuTOTICHNS MHoro yectu
XunonpoTpoMOUHEMHS C HeusBecTHa
YecToTa
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CI/ICTeMO-OpFaHeH KJ1ac

Hexenana pPeaKkuus

YecToTa

HmyHnHa TpomMOonMTOIEHHS

C HeusBecTHA

4eCcToTa
Hapymienus Ha UMyHHaTa CBpPBXUYBCTBUTEITHOCT Yectu
cretema " AHaQUIaKTHYHA peaKius Penxu
" AHaMIaKTHYEH 10K Penku

Hapymenus Ha Metabonusma u
XpaHEHETO

Hamaneno terno/3ary6a Ha Terio

MpHoro uectu

AHopekcus

MpHoro gectu

CHHIpOM Ha TYMOPEH JIN3HC

C HeusBecTHA

YEeCToTa
XumnepkaiueMmust C HeusBecTHA
YEeCToTa
ITcuxuunu HapyuIeHUs bescbHme MHoro yectu
TpeBoKHOCT Yectn
Henpecust Yecrtu
Hapymenus na HepBHaTa " Tpemop MHoro yectu
cucTeMa 3amaiiBane MHoro yectn
I'maBoGonme MHoro yectu
ITapecTezun MHoro yectu
Hucreysus MHoro yectu
[lepudepna HeBpomaTus Yectu
XunepToHus Yectn
CBHIUBOCT Uectn
Hapyienus Ha ounre KontoHKTUBUT MHoro yectu

3acHIeHO CHI300TAEIIHE

MpHoro uectu

Cyxorta B ounTe

Yectu

OToK Ha manuiIaTa

C HeusBecTHA
4ecToTa

KpbBOu3nus B peTrHaTa

C HeusBecTHA
4ecToTa

Hapyuienust Ha yxoTo u
nabupuHTa

TI'nmyxora

Heuectn

Cobpaednn HapyIIeHUs

1
Ilonmxeno KPBBHO HAJISITaHC

MpHoro gectu

' TloBHIIEHO KPHBHO HAIATAHE

MpHoro uectu

' HepaBHOMepHA ChpedHa ASHHOCT

MpHoro uectu

1
CbpaeduHO MBXKICHE

MpHoro gectu

Hawmarnena dbpaknust Ha n3TiackBaHe™

MpHoro gectu

" Cepredna HelocTaThuHOCT (3acToitna) | decTu
o Hanxamepna Taxnaputmus Yecrn
Kapanomuonarus Yecrtu
' Tlanmuranuu Yectu
[lepuxapauanieH U3nus Heuectn

KapaunoreneH mok

C HeusBeCTHA
4ecToTa

Hannuen rajomnuvpamni puTbM

C HeusBecTHA

13




CI/ICTeMO-OpFaHeH KJ1ac

Hexenana pPeaKkuus

YecToTa

qyeCcToTa

Cb10BY HApYIICHUS

Topetu BbJIHU

MpHoro gectu

! Xumoronns Yectn
Bazonunaranms Yectn
Pecniuparophu, rppaau 1 " ucnHes MHoro yectu
MEMACTUHAIHY HapyIICHUS Kammuma MHOr'o YecTH
Enucrakcuc MHoro gectu
Punopes MHoro yectn
" [THeBMOHHMS Yectu
ActMma Yectn
Hapymienne Ha 6enure apodoBe Yectu
" [IneBpaseH N3nuB Yectu
*1 Xpunose Heuectn
ITneBMOHHT Heuectn

" Benoxpo6ua pubposa

C HeusBeCTHA
4ecToTa

" PecniupaTopeH JAUCTpec

C HeusBecCTHA
4ecToTa

" JluxaTeltHA HEIOCTATHYHOCT

C HeusBecTHA
4ecToTa

" Benoxpo6Ha MHOUITPALHS

C HeusBecTHA
4ecToTa

" OcTop 6enoapodeH 0ToK

C HeusBecTHA
4ecToTa

" OcThp pecupaTOpeH AUCTPEC
CUHJIPOM

C HeusBeCTHA
4ecToTa

N
Bbpouxocnazsm

C HeusBecTHA
4ecToTa

n
XHIIOKCHUS

C HeusBecTHA
4ecToTa

" Hamanena catyparus Ha KUCIOpO/a

C HeusBecTHA
4ecToTa

JlapuHreanen oTok

C HeusBecTHA
4ecToTa

OpTormnHes

C HeusBecTHA
4ecToTa

bemoapoben oTox

C HeusBeCTHA
4ecToTa

Hutepcturmanga 6eiaoapodHa 60aecT

C HeusBeCTHA

CroManrHo-4peBHI
HapyIIeHHS

YecToTa
Huapus MHoro yectn
TloBpbiiane MHoro yectu
T"anene MHoro gyectn

' TlonyBane Ha ycTHHTE

MpHoro uectu

Kopewmna 6onka

MpHoro uectu
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CI/ICTeMO-OpFaHeH KJ1ac

Hexenana pPeaKkuus

YecToTa

Jucnencus MHoro yectu
3amex MHoro yectn
CromMatur MHoro yectu
Xemopouu Yecrtu
Cyxota B ycTara Yectn
XermaroOmIMapHu HapyImeHns | XenaTouenyJIapHoO YBPEeKIaHe Yecrtu
Xematur Uectn
BonesneHocT Ha uepHUS 1pod Yecrtu
Krvarenunia Penxu
Hapymenus Ha xoxaTa u Epurema MHoro yectn
HOAKOKHATa ThKaH O6pus MsHoro yectu

' TlogyBane Ha nHIETO

MpHoro uectu

Asonenus

MpHoro uectu

Hapyiienne Ha HOKTHTE

MpHoro gectu

CuHIpoM Ha MaIMapHO-TUIAaHTapHA

MpHoro gectu

epPUTPOIU3ECTEIUS
Axne Uectn
CyxoTa Ha KoXxaTa Yectu
Exxumosza Uectn
Xunepxuaposa Yecrtu
Makyno-naryiapeH 00puB Yectu
Cupbex Yectn
YyniamBOCT HA HOKTUTE Yecrtu
Hepmatut Uectn
Yprukapus Heuectu
AHrnoenem C HeusBecTHA
YecToTa
Hapymenns na MmyckynHo- Aptpanrus MHoro yectn

CKCJICTHAaTa CUCTEMA U
ChCIAUMHUTCIIHATA ThbKaH

! MyckyiHa CKOBaHOCT

MpHoro gectu

Mpuanrus MHoro uectn

ApTtput Yectn

Bonka B repba Yectn

bonka B koctuTe Yectn

MyckynHH cria3MH Yectn

bonka B musta Yectn

bonxka B kpaliHuIUTE Yectn
Hapymienus Ha 660peruTe u bs0peynHo HapylieHHE Yectu

INHUKOYHUTC IIbTUIIIA

MemOpaHo3€eH TIoMepyToHepPUT

C HeusBecTHA
4ecToTa

I'momepynonedponarus

C HeusBecTHA
4ecToTa

bs 6peqHa HCOOCTAaTBhbYHOCT

C HeusBecTHA
4ecToTa
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CI/lCTeMO-OpFaHeH KJ1ac Hexenana pPeaKkuus YecToTa

ChCTOSIHUSA, CBBP3aHU C OnuroxuapaMHUOH C HeusBecTHa

OpEeMEHHOCTTa, POJOBUS U YecToTa

HOCICPOIOBHA IIEPHOA BrOpeuna xumnomnuasus C HeusBecTHa

yecToTa
bemoapobna xumnormiasust C HemsBecTHA
yecToTa

Hapymienus Ha Bb3nanenue Ha repaaTa/MacTUT Yecrtu

BB3MPOU3BOUTEITHATA

CUCTEMa U I'bpjJaTa

OO6mm HapymeHus 1 eheKTH Actenust MHoro gecTtn

Ha MACTOTO Ha MPUIIOKCHAC Boska B repauTe MHoro yecTu
CryneHu TpBIKU MHoro yectn
Ymopa MHoro yectu
I'purmonogo0HN CUMITOMHA MHoro yectu
Peakuust, cBbp3aHa ¢ uH}y3UATa MHoro yectu
Bonka MHoro yectu
TIupexcus MHoro yectu
Br3nanenue Ha TUTaBUIATE MHoro yectu
ITepudepen ook MHoro yectu
Hepasnonoxenue Uectn
OTok Yectn

HapansBanus, oTpaBsHUs U KonTy3us Yectn

YCIIO)KHEHUSI, BB3HUKHAJIA B
pe3yaTar Ha UHTEPBEHIINN

* O6o3HauaBa HEXEIIAHHM PEAKIMH, ChOOIIEHH BbB BPb3Ka C JIETAIEH H3XOI.

! O603Ha9aBa HeXKEIaHU PEAKIUM, KOUTO CE ChOOIIABAT NPEAUMHO BB BPb3Ka C PEAKIUH, CBBP3aHU C
uH}y3usara. HiMa KOHKPETHH NPOLICHTH 32 TSIX.

* HabnromaBaHO IpY KOMOMHHpPaHA Teparus CJIe]] AaHTPAIUKINHN U B KOMOUHAIIUS C TAKCAHH.

Onrcanve Ha N30paHN HEXKETAHU PEaAKITHH

Cvpoeuna oucynryus

3acroiinara cepaeuna HegoctarbuHOCT (NYHA Kiac II-1V) e uecta Hexenana peakiuusi, CBbp3aHa ¢
ynoTpebara Ha TpacTy3yma0, KaTo ¢ Onja cCBbp3aHa ¢ JieTajeH u3xo (Bx. Touka 4.4). [Ipu naunenruy,
JIEKyBaHU ¢ TpacTy3yMa0, ca HaOIr0JaBaHy MPU3HALM U CHMIITOMH Ha Chp/iedHa AUCQYHKINS, KaTo
HaIp. TUCIIHEes, OPTOIHEs, 3aCHJICHA KallIuia, 6ernoxpo0eH oToK, S3 rajon nin HamajeHa KaMepHa
(pakuus Ha U3TIACKBaHE (BX. Touka 4.4).

B 3 ocHOBHM KJIMHUYHU M3MUATBAHMS C aJIOBAaHTHO NMPUIIOKEHUE HA TPACTy3yMal, Mpujara B
KOMOMHAIIMSA ¢ XUMHOTEPAITKs, YeCTOTaTa Ha ChpAcuHa TUCHYHKIMS cTeneH 3/4 (1o-CcrennaiHo
CHMITOMAaTHYHA 3aCTOHHA ChPJCYHA HEAOCTATHYHOCT) € T000Ha IIPH MAMEeHTH, Ha KOUTO €
npuiIaraHa camo XUMUoTepanus (T.e. He ca Mody4aBajll TpacTy3yMal), U pu OOJHH, Ha KOUTO €
npuiIarad Tpacty3ymab nmocienosatenHo ciea takcad (0,3 - 0,4%). UectoTara e Hail-BUCOKa IIPU
MAIEeHTH, Ha KOUTO € TIpUIarad TpacTy3ymad eqHOBpeMeHHO ¢ TakcaH (2,0%). [Ipu HeoaaioBaHTHO
JIeUCHHE OMUTHT C €IHOBPEMEHHO TIPUIIOKEHHE Ha TPACTy3yMal U cXema ¢ HUCKA /1033 aHTPAIUKIINH €
orpanuueH (Bx. Touka 4.4).

Koraro TpacTy3ymMab e npunaral HHTPaBEHO3HO CJIe]] 3aBbPIIBaHE Ha af0BAHTHA XUMHUOTEPATIHSL,
cbpaeuna HegoctarsuHocT Kitac III-IV mo NYHA e nabmronaBana npu 0,6% OT manyeHTUTe B paMOTO
C €/1Ha TOIMHA Ha MPWJIOKEHUE cIIe/ pocieaaBaHe ¢ Meanana 12 mecena. B npoyusane BO16348,
clen mpociieAsBaHe ¢ MenuaHa 8 roannu, yectorata Ha Texkka 3CH (NYHA Kuac Il u IV) B rpynata
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Ha JledeHne ¢ Tpacty3ymad 3a 1 roguna e 0,8%, a gectorata Ha JeKa CHMIITOMAaTHYHA U
acCUMITOMaTHYHA JieBOKamepHa auchyHKIus e 4,6%.

Oo6patumoctra Ha Texxkara 3CH (ompesenena katro mopeauiia OT Hal-MaKo JIBE TOCICIOBATCITHI
crorinoctr Ha JIKOU > 50 % crnen cpOuTHeTo) e oueBnana npu 71,4% ot manueHTuTe, JeKyBaHH C
TpacTy3ymab. YcTaHOBEHa € 00paTUMOCT Ha JieKaTta CHMITOMATHYHA ¥ aCUMITTOMAaTHYHA
neBokamepHa nuchyskiys mpu 79,5% ot manuenture. [Ipudnmsurenno 17% ot ceOuTHATA, CBBP3aHU
ChC Chp/IeYHA TUCHYHKIUS Ca HACTBITWIN CIIe] 3aBbpIIIBaHe Ha JICYEHHETO C TpacTy3ymao.

B ocHOBHHTE KIIMHUYHH U3MUTBAHUS C TPAcTy3yMad 3a HHTPaBEHO3HO MPUIIOKEHHUE MIPH
MeTacTaTHYHO 3a00JsIBaHe, YeCTOTaTa Ha ChpledHa qucyHKus Bapupa mexxay 9% u 12%, korato ce
KOMOWHHMpA ¢ TIaKIUTaKceNn, B cpaBHenue ¢ 1% — 4% npu caMoCTOATEHO NPUIIOKEHHE Ha
naknuTakcell. [Ipu MmoHoTepanus yectoTtara € 6% — 9%. Hali-Bucokara 4ectoTa Ha ChpaeyHa
mucyHKIMA € HaOMoAaBaHa IpY NalMeHTH, MOJIyYaBalli TPacTy3yMal eTHOBPEMEHHO C
aHTpanukiIuH/mukiIopochamun (27%), U e Ouna 3HaYUMO T0-BHCOKA, OTKOJIKOTO TP CaMOCTOSITEITHO
MIPUJIOKEHUE Ha aHTpalKinH/nukiodochamun (7% - 10%). [Tpu eaHo nocneasaiio KIMHAIHO
M3MUTBaHE C IPOCIIEKTUBHO HAOJIIOJCHUE HA ChplieuHaTa (yHKLMS, YeCTOTaTa Ha CUMIITOMaTHYHa
3CH e 2,2% npu nmanueHTuTe, MoJIyv4aBaliyd TpacTy3yMal u JgoreTakcen, B cpaBaeHue ¢ 0% npu
MaIMEeHTUTE, TOTyJaBally JoIeTakces caMocTosaTenHo. [loBedero ot manmentute (79%), KOUTo ca
PasBUIM ChpAeyHa JUC(YHKIMA B T€3H KIMHUYHU M3MUTBAHMSA, Ca OIYYHIM NOAOOpEHHE e
crangaptHo JeyeHue 3a 3CH.

Peaxyuu xom unghysuama, anepeonodobmu peaxyuu u peakyuu Ha cPvLXUYECMEUMENHOCH
Wzuncneno e, ue npubnuzutenHo 40% oT nauueHTUTe, JIEKyBaHH C TPacTy3yMa0, [ie Moaydar
peaxiyu, CBbp3aHu ¢ HHPY3UATA, O HsAKakBa ¢popma. [ToBeueTo OT peakuuTe, CBbP3aHH C
uHQYy3uATa, 06aue ca Jieku 10 ymepeHu o uaten3ureT (1o kpurepunrte Ha NCI-CTC) u umar
TEHJEHIIMA 32 Bb3HUKBAHE PaHO 110 BpeMe Ha JICUCHUETO, T.€. 110 BpeMe Ha MH(Y3UH €HA, 1BE U TPH,
KaTO 4eCTOTaTa HaMalsBa IpH rocienBamuTe nHpy3uu. Peaknunre BKIIOYBAT CTYACHU TPBIIKY,
(hebpunuTeT, TUCITHES, XUIIOTOHUS, XPUTIOBE, OPOHXOCIAa3bM, TaXUKAPAUs, HAMaJleHa KUCIIOPOIHA
caTypalusi, pecliipaTopeH IUcTpec, 00puB, TajgeHe, MOBPBINaHe U riiaBodonne (BxX. Touka4.4).
YecToTaTa Ha peakLMUTE, CBbP3aHU C HH(Y3UATA, OT BCHUKH CTEIICHU Bapupa MEXy KIMHUIHNTE
NPOYYBaHUS B 3aBUCUMOCT OT NIOKAa3aHUETO, METOIOJIOTHITA Ha ChOMpaHe Ha JaHHUTE U OT TOBA AaJH
TpacTy3ymal e nmpuiarad eJHOBPEMEHHO C XMMUOTEPAIHsl WIIM KaTO MOHOTEPATIHS.

Texxkn anadUIaKTHYHHN PEaKIrH, U3MCKBAIIM He3a0aBHA HaMeca, MOXKe J]a Bb3HUKHAT OOMKHOBEHO
10 BpeMe Ha ITbpBaTa WiIu Bropara HH(y3us Ha TpacTy3yMad (Bx. Touka 4.4), KaTo ca OWIIM CBBP3aHU
C JIETAJICH U3XOJ.

B H30JIMpaHu Cllydau ca Ha6J'I}OHaBaHI/I aHa(bI/IJ'IaKTOI/II[HI/I pCaKknuuu.

Xemamonoeuyna moxcuyHocm

debpuitHa HEYTPOTICHHS, JICBKOTICHUS, aHEMUS, TPOMOOIIUTONICHHS M HEYTPOTICHUS] BE3HUKBAT MHOTO
yecto. HecToTaTa Ha BH3HUKBAHE HA XUITOMPOTPOMONHEMHUS HE € M3BECTHA. PUCKBT OT HEYTPOTICHHUS
MOYe JIa € JIEKO MTOBHIIICH, KOTaTo TPAacTy3yMal ce Mpuiiara ¢ JOIEeTaKkceN CIIe Tepamnus ¢
AHTPAIUKITHHY.

benoopobdnu cvoumus

Texkn 6enoapoOHN HEXKETTaH! PEeaKINK Bb3HUKBAT BBB BPB3Ka ¢ yrmoTpedara Ha TpacTy3ymMal, KaTo
ca OWJIM CBBP3aHM C JICTAICH U3X0l. Te BKIIIOYBAT, HO HE CE OrpaHUyaBaT ¢ 0eJI0IPOOHHN HH(UITPATH,
CUHJIPOM Ha OCTBP PECIUPATOPEH TUCTPEC, THSBMOHUSI, THEBMOHUT, IJICBPAJICH U3JIUB,
peCIupaTopeH TUCTPEC, OCTHP OCIOAPOOCH OTOK M AMXATEITHA HEIOCTATHYHOCT (BXK. TOoUKa 4.4).

[HonpobHocTH 32 MEpKHTE 32 MUHUMHU3UPAHE HA pUCKa, CbOTBEeTCTBaUIM Ha [11ana 3a ynpasieHue Ha
pucka B EC, ca npeacraBenu B (Touka 4.4) [IpenynpexneHus u mpeana3Hu MepKH.
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HmyHorenHoct

B ycnoBusita Ha npoyuBane (BO22227) npu HeoaqroBaHTHO-a1l0BaHTHO JieueHne Ha PPMOK, mpu
MenuaHa Ha rpociiesBane nmoseue ot 70 mecera, 10,1% (30/296) ot nanueHTHTE, JIEKYBaHH C
TpacTy3ymMad HHTPaBEHO3HO, Ca Pa3BIIIM aHTHTENA CIPSIMO TPAcTy3yMao.

HeyTtpanusupaiy anTuTeNa Cpelly TpacTy3ymad ce OTKPHBAT B IPOOUTE CJIe U3XOJHOTO HUBO MPH 2
ot 30 manueHTy B paMOTO Ha TpacTy3yMald HHTPaBEHO3HO.

KimmHn4HOTO 3HAUYCHME Ha TE3U aHTHTENA He € U3BECTHO. HannuneTo Ha aHTUTENa Cperry
TpacTy3ymab He e MOBIUUI0 (hapMaKOKUHETHKaTa, eprkacHOCTTa (ONpeieieHa OT MaTOIOTHIHUS
bJieH otroBop [pCR] u npexussiemoctTa 6e3 chOutue [EPS]) n 6e3onmacHocTTa, onpeienicHa oT
rosiBaTa Ha peakiuu, CBbp3anu ¢ npuiokenueTo (PCII) Ha TpacTy3ymMa0 3a HHTPaBEHO3HO
NPUIIOKEHHE.

Hsama manHM 32 MMYHOTEHHOCT Ha TPpacTy3yMal IpH pak Ha cTOMaxa.

HDCMI/IHaBaHe OT JICYCHHUEC C TDaCTV3VMa6 3a MHTPABCHO3HO IMPUIO0KCHHEC Ha TDaCTV3VMa6 3a
OOJKOXHO INPHUIIOKCHUC 1 O6DaTHO

[IpoyuBanero MO22982 u3cieasa NpeMUHABAHETO OT TPACTY3yMal, ChCTaB 32 HHTPABEHO3HO
MIPUJIOKEHHE, Ha TpacTy3yMal, ChCTaB 3a MOJKOKHO MPHIIOKEHNE, C OCHOBHA IIETI J1a CE OICHH
MPEINOYUTAHUETO HA TAIIMEHTa KbM WHTPABEHO3HUS VI MTOAKOKHUS HAYMH HA PUIIOKEHHE Ha
TpacTy3ymal. B ToBa u3nuTBaHe ca u3cienBaHu 2 KOXOPTH (eHa, C U3M0JI3BaHE HA ChCTAB 3
MOJIKOKHO TPUIIOKEHHE BBB (DJIaKOH, U IpyTra, ¢ U3MO0JI3BaHEe Ha ChCTaB 3a MOJKOXKHO MPUIIOKEHHE B
cHCTeMa 3a MpUIaraHe), KaTo € U3IM0I3BaH KPhCTOCAH JU3alH ¢ 2 paMeHa, Ipu KOWTo 488 manueHTu
ca paHJOMU3MPAHH HA €JTHA OT JIBe CXEMH Ha MpHUJIaraHe Ha TpacTy3ymMal Ha TP CEIMUIIM C Pa3InIHA
MOCIIEIOBATEIHOCT (MHTPABEHO3HO [IUKIH 1 - 4]— MOIKOXKHO [UKIHN 5 - 8], Wil IOJIKOKHO

[tuknw 1 - 4]— uHTpaBeHo3HO [1WKiH 5 - 8]). [lanmenTrTe He ca OWIIH JIEKYBaHH TIPEJIN TOBA C
Tpacty3ymab uHTpaBeH03HO (20,3%) uiu ca OniH ¢ mpe/ecTBalia eKCIO3UIUs Ha TpacTy3yMad
nHTpaBeHo3HO (79,7%). 3a mocneoBaTeTHOCTTa HHTPABEHO3HO — TIOJIKOKHO (KOMOWHUPAHO 32
KOXOPTH Ha ChCTaB 3a IMOJIKOKHO MPUIOKEHUE BHB (IIAKOH M ChCTAB 32 MOJIKOKHO NPUIIOKEHHE B
CHCTEMa 3a MpUjIaraHe), YecToTaTa Ha HeXeJlaHU peakiiui (BCUYKU CTETIEHH) IIpeid IPEMHUHABAaHETO
(ko 1 - 4) u cnen npeMuHaBaHeTo (MUK 5 - 8), € choTBeTHO 53,8% crpsimo 56,4%; 3a
IOCTIEIOBATEIIHOCTTA OJAKOXHO — MHTPABEHO3HO (KOMOMHHMPAHO 38 KOXOPTH € (JIAKOH 33 TOAKOXKHO
MIPUIIOKEHHUE U 33 TIOJKOKHO MPUIIOKEHHE B CHCTEMA 3a MPHJIaraHe BeJHbX THEBHO), YeCTOTaTa Ha
HEXEJTaHH peakinu (BCUYKU CTENICHH) MPEIH U CIie MPEMUHABAHETO € ChOTBETHO 65,4% cripsiMo
48,7%.

IIpenn npemunasaneto (TukiIu 1-4), yectoTaTa Ha CEPUO3HU HEXKEIIAHU CHOUTHS, HEXKEITAHU CHOUTHS
CTeTleH 3 W MpeKpaTsBaHe Ha JIeUSHHETO TIOPaIu HeKeNaHu chOuTHs € HucKa (< 5%) u mojo0Ha Ha
YecToTaTa Ciie]l IpeMuHaBaHeTo (UK 5 - 8). He ca cbo01IeHN HexXellaH! ChOUTHS CTETeH 4 WiH
CTEMeH 5.

C’I)06I]_IaBaHe Ha IOJ03WpPaHu HEXKCIaHU PCAKIINH

C’LO6H_IaBaHCTO Ha IOAO03UpPAaHN HCIKCIIAHU PCAaKIIUU CIICA pa3pCllaBaHC 3a yHOTp€6a Ha JICKapCTBCHUSA
IMPOAYKT € BaKHO. ToBa mo3BossiBa Ja IpOoabJIKA Ha6J'IIOI[eHI/IeTO Ha CbOTHOIICHUECTO non3a/p1x1c1< 3a
JICKApCTBCHUSA NPOAYKT. Or MCIUIIMHCKUTC CIICHUAJINCTH CC U3MCKBA Ja C’BO6].LIaBaT BCsKa
IIoJ03KMpaHa HEXKEIaHa peaKrd 4YpE3 HAllMOHAJIHA CUCTEMA 3a CT)O6H.IaBaHC, II0CO4YCHA B

Ilpunoxenue V.

4.9 Ilpeno3upane

Hsima ot ¢ mpeno3upane npu Xxopa 1o BpeMe Ha KIMHUYHATE m3nuTBaHus. [lo Bpeme Ha
KIIMHUYHUTE U3UTBAHUS HE ca MPUJIaraHu CaMOCTOSTEITHO SIUHIYHH JI03U TPacTy3ymald, MO-BUCOKH
ot 10 mg/kg. B KIMHUYHO U3MUTBAHE MTPH MAIMCHTH C METACTa3UPajl pak Ha cToMaxa € MpoydeHa
CcXeMa Ha Mpuiarade Ha noaabpikaiia g03a 10 mg/kg Ha tpu ceamunu (q3w) ciieq HaToBapBalla 103a
ot 8 mg/kg. Jlo3u 10 TOBa HUBO ca ce MOHACSUTH J00pe.
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5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHU CBOWCTBA

®apMakoTepaneBTHYHA TpyIa: AHTHHEOIIACTUYHH CPEACTBA, MOHOKIOHANHYU aHTuTena, ATC kox:
LO1FDO1.

Ogivri e OMOIOrHYHO MOI00EH JIeKapcTBeH NpoAyKT. [logpoOHa nHpopmanus e npegocTaBeHa Ha
yeOcaiita Ha EBporneiickara areHuus mno jekapcrsara http:/www.ema.europa.eu.

Tpacty3ymab e pekoMOMHaHTHO XyMaHH3upaHo [gG1 MOHOKIIOHATHO aHTHUTSIIO CPELy PELenTop 2
Ha YoBelIKus enuaepmaiet pacrexxeH paxkrop (HER2). Ceppxekcnpecus Ha HER2 ce Habmronasa
mipu 20% - 30% oT cnyuyanTe Ha MHPBUYEH PaK HA MIIEYHATA XkJie3a. [[poyuBanusaTa Ha yecToTara Ha
HER2-1103uTHBHOCT TIpH pak Ha cTomaxa ¢ momornra Ha nmyHoxucroxumus (IHC) u ¢yopecienTHa
xubpuauzauus in situ (FISH) nnu ¢ xpomorenna xubpuanzanus in situ (CISH) ca nmokaszanu, ye
HER2-no3utnBHOCTTa Bapupa B MIMPOKH rpanuiy ot 6,8% mo 34,0% 3a IHC u 7,1% mo 42,6% 3a
FISH. Ilpoy4BanusTa moka3BaT, 4e MallMEHTH C PaK Ha MIIEYHATA )KJIe3a ChC CBPBXEKCIIPECcHs Ha
HER?2 ca c¢bc ckbCeH epHoA Ha MPEXUBIEMOCT 0€3 CUMIITOMHU Ha O0JIECTTa B CPaBHEHHE C
nauueHTute 6e3 cepbxekcnpecus Ha HER2. Excrpanenynapuust gnomeiin Ha peuenropa (ECD, p105)
MOJKE /1a C€ OTACTH B KPbBOOOPAIIIEHUETO U a C€ U3MEPHU B CEPyMHH MTPOOH.

MexaHU3bM Ha IEWCTBUE

Tpacty3yma0 ce cBbp3Ba crielu(UIHO C BUCOK aUHUTET Che cyOnomeiin 1V, rokctamemMOpaneH
peruoH Ha excrpanenynapaus nomeis Ha HER2. Cepp3BaneTo Ha Tpacty3ymadb ¢ HER2 naxubupa
nura"a-Hezasucumute curdanu Ha HER2 u nmpenoTBpatsiBa npoTEOIUTUYHOTO pa3lienBaHe Ha
eKCTpauelyJapHus My JOMEWH, akTuBupaiy Mexanu3bm Ha HER2. YcTanoBeHo e, KakTo mpu
aHaJU3M in Vitro, Taka W IPU JKUBOTHH, Y€ TpacTy3yMad MOTHCKA Mposindepanusara Ha YOBEIIKH
TYMOPHH KJIETKH, KouTo cBpbxekcipecupatr HER2. Ocsen ToBa, TpacTy3ymal ¢ MOIIIEH MEAMATOp Ha
AHTUTSII0-3aBHCHUMATA KJIETHYHO MeauupaHa muToTokcnaHocT (ADCC). YcraHoBeHO €, ue in vitro
Tpacty3ymad-menuupanata ADCC npedepenunaito ce ocbiiecTsiza Bbpxy HER2
CBPBXEKCITPECH ALY PAKOBH KJIETKH B CPABHEHNE C PAKOBH KJIETKH, KOUTO He ekcripecupar HER2
MIPEKOMEPHO.

Jlnarnoctunmpane Ha cBpbxekcnpecus Ha HER2 wm ammmndukanms Ha reHa Ha HER2

Juaenocmuyupane na cepvxexcnpecus ha HER2 unu HER?2 eenna amniaughuxayus npu pax Ha
MIEUHAMA HCne3d

Tpacty3ymab TpsOBa a ce M3M0JI3Ba caMo MPH MALMEHTH C TyMOpPHU Che cBpbxekcnpecus Ha HER2
i ¢ rerHa amruingukanus Ha HER2, onpezaenena upes ToueH U BaquIupaH TECT.
JlnarnoctuiiupaneTo Ha cBpbxekcnpecusta Ha HER2 TpsOBa na ce U3BbPIIM ¢ IMyHOXHUCTOXHUMUYCH
(IHC) meTon Ha o1leHKa BBPXY (PUKCHpaHu TyMOpHH OyiokdeTa (Bk. Touka 4.4). ['erHara
ammmudukanus Ha HER2 tpsiOBa na ce ycranou upes duryopecuentHa xubpuausauus in situ (FISH)
wim xpoMmoreHnHa xubpuauzanus in situ (CISH) Ha ¢pukcupann TymopHu Onokdera. [lanuenTure ca
MOJIXOJISIIIIN 32 JISYEHHE ¢ TPAcTy3yMab, camo ako MoKakaT CHiTHa cBpbxekcnpecus Ha HER2,
onucaHa kato oneHka 3+ no IHC, unu npu nonosxxurenen pesyarar ot FISH nnu CISH.

3a Ja C€ MoJIiydaT TOUHHU U BB3IIPOU3BOAUMU PE3YIITATH, U3CIICABAHETO Tp$I6Ba Jla C€ IIPOBECXK/Ia B
cricnuajan3vpana na6opaT0pI/I$[, KOATO MOKC a OCUT'YpPHU BaJIMAUPAHC HAa MCTOZla Ha U3CJICIBAHC.

[IpenopbuBa ce ciemHaTa ToukoBa crcteMa 3a olieHka Ha IHC onBersiBaHe, KaKTO € TOCOYCHO B
Tabmuma 2:

Tabmura 2 [IpenoppunTensa ToukoBa cuctema 3a orneHka Ha I[HC onpeTsBaHe rnpu pak Ha MJe4YHATA
JKIIe3a
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CroiiHocT OugersiBaHe OneHkKa Ha CBpbXeKCIpPecus
Ha HER2

0 He ce naGmromaBa onBeTsiBaHe WM MEMOPaHHO Ortpurarenna
ongetsBane mpu < 10% OT TyMOpHHTE KIETKH.

1+ Cnabo/enBa 3a0€eIeXNMO OLIBETSIBAHE HA Otpuratenna
MeMOpaHuTe ce Habiromasa mpu > 10% ot
TYMOPHHTE KJICTKH. HaCTUYHO € OIBETEHA CaMO
MeMOpaHaTa Ha KICTKUTE.

2+ Hab6momasa ce ci1abo 10 yMepeHO ITbITHO JBycmucieHa
ouBeTsiBaHe Ha MeMOpanata nipu > 10% ot
TYMOPHHTE KICTKH.

3+ HabumroaBa ce cHiIHO ITBITHO OLIBETSIBaHE Ha [Tonoxwurenna
meMmOpanaTa pu > 10% OT TyMOPHHUTE KIICTKH.

Oo6ukHOBeHO FISH ce cunTa monoxurenHa, ako ChOTHONICHUETO Ha OpOs Ha TCHHUTE KOIIUS Ha
HER?2 B eqHa TymMOpHa KJIeTKa KbM Oposi Ha KOTHUATA B XpOMO30Ma 17 € To-TroJIsIMO HIJIH PaBHO Ha 2
WM, ako uMa rmosede ot 4 kormst Ha HER2 reH B emHa TymMOpHa KJIeTKa, ako He ce Tpriara KOHTpoa
¢ xpomo3zoma 17.

Oobuknoseno CISH ce cunta nojoxurenna, ako B Hax 50% OT TYMOpPHHTE KJIETKH UMa MOBeYe OT 5
konusa Ha HER2 ren B enHo sinpo.

3a IBJIHM yKa3aHUs BbPXY NMPOBEKIAHETO HAa TECTA U MHTEPIIPETALMATA HA pE3yATaTUTE, MOJIS,
HarpaseTe crpaBka ¢ JucToBkuTe Ha Bamuaupanute FISH u CISH tectoBe. Odunnannute
npenopbky 3a u3cinensane Ha HER2 cpimo Moxke fa ce n3mom3Bar.

IIpu Bcexu npyr MeToJ1, KOWTO MOKE Ja C€ M3I0J3Ba 3a olleHKa Ha npotenHa HER?2 wunu rennara
eKCIIpecHs, aHAJTM3NTE TPSAOBA Jla Ce M3BBPIIBAT CAMO B JIA0OPATOPHH, OCUTYPSIBAIN aI€KBATHO
CBHBPEMEHHO MPOBEX/IaHEe Ha BaTMANPAHU METOIU. TaknBa MeTOAM TPsiOBa Ja ca OINpeneIeH0 TOYHU
M IOCTaThYHO aKypaTHH, 3a Ja MOTaT Ja mokaxar cBpbxekcnpecust Ha HER2 u tpsiOBa na moxe na ce
HalpaBH pa3iiika MeXIy yMepeHa (ChOTBETCTBAIlA HA 2+) U CHIIHO M3pa3eHa (ChOTBETCTBaIla Ha 3+)
cBpbxekcnpecus Ha HER2.

Juacnocmuyupane na npexomeprama HER?2 excnpecus unu HER?2 eenna amnaugurayusi npu pax Ha
cmomaxa

Camo TOYEH M BaJHIUpaH TeCT TPsAOBa Ja ce U3IOJI3Ba 32 OTKpUBaHe Ha npekomepHara HER2
excnpecust unn HER2 renna ammmdukanus. IHC ce npenopbuBa KaTo mMbpBU HAYMH Ha TECTBAHE, a
B ClTy4yau, TIpy KOUTO € HeoOxoaum u ctatyc Ha HER2 renna ammmndukanyst, TpsOBa aa ce n3on3Ba
WJIH TIOJICHIICHA Che cpedpo in situ xubpuausarys (SISH), wiu FISH meron. [penophusa ce obaue
npu SISH merona a nMa Bb3MOXKHOCT 3a YCIIOPEAHA OLICHKA Ha XMCTOJIOrusATa U Mopdosiorusira Ha
Tymopa. 3a Jja ce OCUT'YpH BINAMPAHE Ha TECTOBETE U MOIydaBaHE HA TOYHH U Bb3MPOU3BOIUMHU
pe3yntaru, uzcnensanero Ha HER2 TpsiOBa na ce n3pbpiim B 1abopaTopus ¢ 00y4eH nepcoHall.
[TemHY yKa3aHUs OTHOCHO MPOBEXKAAHE HA TECTa U MHTEPIPETALIUS Ha pe3yNITaTuTe TpAOBa Ja ce
B3e€MaT OT JINCTOBKATa HA MPOJAYKTOBaTa HH(popMauus, mpeaoctassya ¢ unonzpanure HER2
TECTOBE.

B m3mutBaneTro ToGA (BO18255), matmment ¢ IHC3+ unu FISH monoxurenan Tymopu ca
onpenenenu kato HER2-nonoxxutenHu u 3aToBa ca BKJIIOYEHU B U3NIUTBAHETO. B3 0CHOBa Ha
PE3YITATUTE OT KIIMHUYHOTO U3NIUTBAHEC, ITOJIC3HUTC C(beKTI/I CC OorpaHnvaBart a0 MalyueHTH C I10-
BHCOKO HMBO Ha cBpbxekcnpecus Ha HER2 nportenna, onpenenen ¢ 3+ touxu npu IHC wnmm 2+ Touxu
npu IHC u monoxwurenen FISH pesynrar.

B exHo mpoyuBaHe che cpaBHsBaHe Ha MeToauTe (poyuBaHe D008548) e HaOmroiaBaHa BUCOKA
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crenieH Ha cboTBeTcTBHE (> 95%) pu SISH u FISH metoante 3a orkpuBane Ha HER2 renna
aMITU(UKAIHS TIPY TIAIEHTH ¢ pak Ha cromaxa. CBprexekcnpecusta Ha HER2 tps6Ba na ce oTkpue
ype3 u3cneasane ¢ umyHoxuctoxumuueH meron (IHC) Ha dukcupanu tymopHu 6moxuera; HER2
reHHaTa aMIUTUUKanus TpsiOBa 1a ce OTKpHE C MOMOILTA HA i1 Sifu XUOpUAN3aLHsl, U3MOI3BANKH
SISH wnu FISH Ha dukcupanu TyMOpHH OJI0KYETa.

IIpemopruBa ce ciiemHaTa TOYKOBA CUCTEMA 3a OICHKA Ha HauMHUTE Ha onBeTsBane o IHC, kakTo e
nocoveno B Tabnuma 3:

Ta6mmma 3 IlpernoppunTelHa TOYKOBA CHCTEMA 3a OIeHKAa Ha HAYMHUTE Ha orBeTsiBane 1mo ICH npu
pak Ha cTomaxa

CroiiHocT | XHpypruuecka mpooda — IIpo6a oT 6GmoncusTa Ouenka Ha
HAYWH HA OI[BETSBaHE HAYWH HA OI[BETSBaHE CBPBXEKCIpPecuaTa
Ha HER2
Jlunca Ha peakTUBHOCT WJIH Jlunca Ha peakTUBHOCT WJIH Ha
0 Ha MeMOpaHHa PeaKTHUBHOCT | MeMOpaHHa PEaKTHBHOCT BHB Otpunatenna
npu BCHUYKH TYMOPHH KJIETKH.
< 10% OT TyMOpHHTE KIETKH.
Cnaba/enBa 10j10BHMA Kirecrep OT TYMOpHM KJIETKH
1+ MeMOpaHHa PEaKTUBHOCT TIPH | ChC ciaaba/enBa J0I0BUMA Ortpurniatensa
> 10% OT TyMOpHUTE KJIETKH; |MeMOpaHHA pEaKTHBHOCT,
KJIETKUTE Ca PEaKTUBHU CaMO | HE3aBUCUMO OT TPOIEHTA Ha
B 9acT OT MeMOpaHara CH. OIIBETEHU TYMOPHH KJIETKH.
Cnaba 1o ymepeHa IrbJiHa, KibcTep oT TYMOpHU KJIETKH
2+ OazoyarepanHa Win ChC cltaba 10 yMepeHa IbJIHA, JBycmucieHa
JaTepaiHa MeMOpaHHa 0azoyiaTepaHa WM JIaTepaiHa
peaktuBHOCT nipu > 10% ot MeMOpaHHa PeaKTUBHOCT,
TYMOPHHTE KIICTKH. HE3aBHCHMO OT IMPOIICHTA Ha
OIIBETEHU TYMOPHH KJIETKH.
Cunna meitHa 6a3onarepania | KirbeTep OT TyMOPHHU KIETKH
3+ WJIU JIaTepaJlHa MeMOpaHHa ChC CHJIHA IThJTHA ITonoxurenHa
aktuBHOCT Tipn > 10% ot 0azonaTepaiHa WM JIaTepaaHa
TYMOPHHTE KIICTKH. MeMOpaHHa aKTHBHOCT,
HE3aBUCHMO OT IPOLICHTA Ha
OIIBETEHU TYMOPHH KJIETKH.

ITo mpuammm SISH wimu FISH ce cumrar 3a monoXuTenHn, ako ChOTHOIICHUETO Ha Oposi Ha TCHHUTE
ko Ha HER2 Ha exna TymMopHa KiieTka KbM Oposi Ha KOTIHATa HAa XpoMo3oMa 17 € mo-Trosism uilu

paBeH Ha 2.

Kinnanuna edukacHocT 1 0€300aCHOCT

Memacma3upaﬂ PAaK HA mjaevHama aicie3a

TpacTty3yma0 e u3moii3BaH B KIMHUYHA U3MUTBAHUS KaTO MOHOTEpanus npu narmeHTn ¢ MPMIXK cbe
cBpbxekcnpecust Ha HER2, kouTo ca jexkyBaHU HEYCHELIHO C €JHA WIH [TIOBEYE CXEMU Ha

XUMHOTEPAITUs 32 METaCTa3upaoTo 3a00sgBaHe (TpacTy3ymMad caMOCTOSITEIHO).

TpacTy3yma0 € U3MoI3BaH ChIIO ¥ B KOMOMHAIIMS C MAKJIUTAKCEN WIH JOLETAKCEN 3a JICUCHUE Ha
MAIMCHTH, KOUTO HE Ca JISKyBaHHU C XMMUOTEpaIus 3a MeTacTazupainoTo 3adomnsBane. [lanuenrure,
KOHMTO IIpE€aN TOBA Ca IoJiydaBaJid altOBAaHTHA XUMUOTEPAIIUA Ha Oasara Ha AHTPAIUKIINHA, Ca
nexyBaHu ¢ makmuTakcen (175 mg/m® B nHdY3US ¢ IPOXBIKUTEIHOCT 3 4aca) Che MM 6e3
TpacTy3ymal. B MIIOTHOTO KIMHUYHO M3muTBaHe Ha gorerakcen (100 mg/m? B undys3us ¢
MPOABIDKUTEITHOCT 1 Yac) che miu 0e3 Tpacty3ymal, 60% OT malueHTHTe ca MoJydaBaiy MpeInd TOBa
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aJIFOBaHTHA XMMHUOTEpanus Ha 0a3aTa Ha aHTPAIMKIUHU. [lalueHTuTe ca JeKyBaHu ¢ TpacTy3yMad a0
mporpecus Ha 3a00IIBaHETO.

EdwukacHocTTa Ha TpacTy3ymMal B KOMOWHAIIMS C TAKIIMTAKCEN MPH MAIUEHTH, KOUTO HE ca
MOJTy9aBajy MPEIH TOBA alOBaHTHA XUMHOTEPAIUs Ha 0a3aTa Ha aHTPAIUKJIMHY, HE € TIPOyYBaHa.
Tpacty3yma0 mitoc gorerakces obaue ¢ eukaceH npy OOJIHHUTE, HE3aBUCHMO JaJIH Ca HOoIydYaBain
MIpe/Ii TOBa a/IF0BaHTHA XUMHUOTEpanus Ha 0a3ata Ha aHTPAIlUKINHH.

IIpu Tecta 3a cBpbxekcnpecus Ha HER2, m3mo3Ban 3a orieHKa Ha TIPUTOTHOCTTA HA MAIMEHTUTE 32
y4acTUe B OCHOBHHUTE KIIMHUYHH U3IUTBAHUS C TPACTy3ymMad MOHOTEpaNus U TPAcTy3yMal ILTIOC
MAKIIUTAKCEI, € U3MI0JI3BAaHO MMYHOXUCTOXMMHYHO orBeTsiBane 32 HER2 Ha ¢ukcupan maTepuai ot
TYMODPH Ha MJIEYHATAa ’kKJie3a ¢ MAIIN MOHOKJIOHamHN anTuTena CB11 u 4D5. Te3u Thkanu ca
(hukcupanu BsB (hopManuH win (pUKcHpail pa3TBop Ha Bouin. To3u uzcnemoBaTencku MeToI,
MIPHUJIOKEH B KIIMHUYHOTO W3MUTBaHE, € U3BBPIIBAH B [ICHTPaHA 1a00paTopusl, H3MOI3BAIIa CKajla OT
0 no 3+. [NanuenTure ¢ onuBeTsBaHe 2+ wiM 3+ ca BKIIIOYBAaHU, a Te3u ¢ onsersaBade 0 wiu 1+ ca
M3KIIOYBAHU OT KIMHUYHNTE m3nuTBaHusA. Ham 70% ot manueHTHTe, BKIIOUYCHH B KITUHUYHUTE
W3IIMTBAHUS, Ca UMAIId CBphXeKcrpecus 3+. JlanHuTe mokaspar, ue 6maronpusTHUTe eheKkTu ca
MoBeue MU MallMeHTUTE ¢ TI0-BUCOKO HUBO Ha cBpbxekcnpecus Ha HER2 (3+).

OCHOBHUSAT TECT-METOJI, U3IOJI3BaH 32 onpe/enssHe Ha HannuueTo Ha HER2 B munoTHOTO KITMHUYHO
M3IIMTBAHE Ha JOIETAKCEll, ChC WK O0e3 TpacTy3ymad, € uMyHoXxucToxumuieH. [lo-manka gacr ot
OOJIHUTE ca TECTBaHU C MeTOJa Ha (uryopectieHTHa in-situ xubpunuzanus (FISH). B ToBa kimHIYHO
m3nuTBaHe 87% OT BKIIOYEHNTE NAalMEHTH ca uMaiy 3a0oiasane IHC3+, a 95% ca umanu
3a0oaaBane IHC3+ n/mnu FISH-mmonoxxurtenHo.

Ceomuyna cxema Ha npuiazamne npu Memacmasupai paxk Ha MIeyHama dHcie3d

B Tabnuua 4 ca 00001eHn pe3yNTaTuTe, 0Tpas3siBalli e(hUKACHOCTTA IIPH MPOYIBAHUS C
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MOHOTEpaIus 1 KOMOMHHUPAHO JICUCHHE:

Tabmuua 4 PesynraTtu 3a epuKacHOCT OT MPOYUBAHUATA C MOHOTEpANHsl 1 KOMOMHUpaHa Tepanus

Iloxa3aren Momno- KomOnnnpana tepanus
Tepanusi
Tpacrysyma6' | TpacTy3ymaé |Iakamrakcea’ |Tpacty3ymab |Toneraxcer’
TLTIOC TLTIOC
N=172 |makamrakcer’ N=77 pouerakcer’ | N =94
N=68 N=92
CreneH Ha 1% 49% 17% 61% 34%
MOBJIMSIBAHE (13 -25) (36-61) 9-27) (50-71) (25 - 45)
95%
JIOBepUTEJIeH
HHTEPBAJ)
Meauana Ha 9,1 8,3 4.6 11,7 5,7
MPOABJKHTEN- (5,6 -10,3) (7,3 - 8,8) (3,7-7,4) (9,3 -15,0) (4,6 -7,6)
HOCTTa HA
0TroBOpa
(mMeceru)
95%
JOBepUTeJIeH
HHTEpPBAJ)
Meauana na TTP 32 7,1 3,0 11,7 6,1
(mMecenn) (2,6 -3,5) (6,2 -12,0) (2,0-4,4) (9,2-13)5) 5,4-172)
95%
JIOBepUTEJIeH
HHTEPBAJ)
Menuana Ha 16,4 24,8 17,9 31,2 22,74
npexussiemoctTa | (12,3 - ne) (18,6 - 33,7) (11,2-23,8) | (27,3-40,8) | (19,1-30,8)
(Meceun)
95%
JIOBepUTEJIeH
HHTEPBAJ)

TTP = Bpeme 10 nporpecus; “ne’” o3Ha4yaBa, 4ye He € OMII0 Bb3MOXKHO JIa C€ OIPEIEITH UITH OIlle He € JOCTUTHAT

TO3W MOMCHT.

1. [IpoyuBane H0649g: IHC3+ cybmomnynanus manueHTn

2. IIpoyuBane H0648g: IHC3+ cybmomynanus manueHTn

3. [Mpoyusane M77001: L{sutata ananm3upana nomyJamys (C HaMepeHHe 3a JIeYeHKe), pe3yaTaT ot 24
Mecelna.

Kombunupano nevenue ¢ mpacmyzymad u anacmpo3on
[IpoyuBaHo € IpUIIOKEHHETO HAa TPAcTy3yMald B KOMOWHALKS C aHACTPO30J1 32 JICUCHHE OT IIbPBa
nuaug Ha MPMOK nipu manreHTH B TIOCTMEHOIIAay3a, ChC CBphXekcnpecus Ha HER2, momoxurenan 3a
XOPMOHAJIHHM perentopu (Hamp. ectporensu perentopu (ER) u/unu nporectepoHOBH peLienTopu
(PR)). IIpexxuBsiemoctTa Oe3 mporpecus Ha 3a00JsIBAHETO € JBOWHO MO-TOJIsIMa B paMOTO C
TpacTy3yMa0 IIIIOC aHACTPO30J1 B CpaBHEHHE C aHAcTpo30il (4,8 Mecena cupsimo 2,4 mecena). [1o
OTHOIIICHNE Ha JIPYTHTE MOKa3aTelH MoJ00peHnsTa, HaOIr01aBaHy MIPYU KOMOMHAIMSITA, ca: 32 001
otroBop (16,5% crpsimo 6,7%); cTeneH Ha KIMHUYHA TTo3a (42,7% capsmo 27,9%); Bpeme 110
nporpecus (4,8 mecena cipsimo 2,4 Mecenia). He Moxe 1a ce ycTaHOBHU pa3iyKa MEKAY paMeHaTa 1o
OTHOIIICHNE Ha BPEMETO JI0 OTTOBOP M MPOIBIDKUTEIIHOCTTA HA OTTOBOpa. Mennanara Ha o0mara
NPEKHUBIEMOCT € yIIbJDKEHa ¢ 4,6 Mecella MPH MAIMEHTUTE B PAMOTO ¢ KOMOUHHUPAHOTO JICUCHHE.
Pasnukara He € cTaTUCTUUECKH 3HaYMMa, 00ade oBeYe OT MOJIOBHHATA MALIMEHTH OT PAMOTO ChC
CaMOCTOSITETIHO MPUJIOKEHNUE HAa aHACTPO30J1, CJIE/ MPOrpecusi Ha 3a00JsIBaHETO ca MPEeMUHAIN KbM
cXeMa Ha JIeueHHe, ChbpIKallla TpacTy3yMao.
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Tpuceomuuna cxema nHa npuiraeane NPU MEMAcmasupal pak Ha MAeYHAmMa Hcae3d
B Tabnuua 5 ca 0600meHn pe3ynraTure, OTpas3siBalii ehpUKaCHOCTTa IPH HECPABHUTEIIHU
NPOYYBaHUS C MOHOTEPAIUs 1 KOMOMHHUPAHO JICUCHHE:

Ta6m/1ua 5 Pe3yJ’ITaTI/I 3a e(i)I/IKaCHOCT OT HCCPABHUTCIIHU IMMPOYUYBAHUA C MOHOTCpPAIIUA U

KOMOHMHHpaHa Teparus

Iloxa3aren MoHoTepnus KomOnnunpana repanusi
Tpacry3yma6' |Tpacrysymaé® | Tpacrysymad Tpactyzymad miroc
TLTIOC nonerakces’
N=105 N=172 naKJIuTaKces N=110
N=32

CreneH Ha 24% 27% 59% 73%

MOBJIUSIBAHE (15 -35) (14 - 43) (41-76) (63 -81)

(95% noBepuTesieH

HHTEPBAJ)

Menunana Ha 10,1 7,9 10,5 13,4

npoabJkuTeIHOCTTA | (2,8 - 35,6) (2,1-18,8) (1,8-21) (2,1-55,1)

HA 0TroBopa

(Mecenu) (rpaHuIU)

Meauana na TTP 3.4 7,7 12,2 13,6

(mMecenn) (2,8-4,1) (4,2-83) (6,2 - HE) (11-16)

(95% noBepuTesieH

HHTEPBAJ)

Menunana Ha ne ne ne 473

MPeKUBIEMOCTTA (32—ne)

(Mecenn)

(95% noBepuTesieH

HHTEPBAJ)

TTP = Bpeme m0 nporpecusi; “ne” o3Hayapa, 4e HE € OMIO BB3MOXKHO JIa CE OTPEJICIIN HITH OIIe HE € JOCTUTHAT

TO3HU MOMCHT.

L. [IpoyuBane WO16229: natoBapsaina n03a ot 8 mg/kg, nociensana oT TpuceqMu4Ha cxema ot 6 mg/kg

2. IIpoyusane MO16982: HaroBapBama go3a ot 6 mg/kg cenmuaHo X 3, mocieasana ot 6 mg/kg
TPHUCEIMHUIHA CXeMa

3. IIpoyusane BO15935

4. IIpoyusane MO16419

Mecma na npocpecus

YecToTaTa Ha mporpecus B YepHUs APOO € 3HAYNMO TT0-MajIKa [P MAIUeHTH, JIEKyBaHH C
KOMOMHAILUs OT TpacTy3yMal u MaKIUTaKcesl, B CpaBHEHUE caMo ¢ makiuTakcen (21,8% cperry
45,7%; p = 0,004). IToBede nauneHTH, JEKyBaHHU C TPACTY3yMald U MAaKIUTAKCEN, Ca UMaJIH [IPOTpecus
B [IEHTpaJIHAaTa HEPBHA CHCTEMa, B CPaBHEHHE C JIEKyBaHHUTe camo ¢ maximTakcen (12,6% cpeury
6,5%; p=0,377).

Panen pax na maeunama sicnesa (6 ycaosusama Ha a0BAHMHO Jzequue)

PPMX ce onpeacis KaTo HEMETaCTa3upal IbPpBUYCH MHBA3UBCH KApIIMHOM Ha MJICYHATA KJIC34a.

B YCJI0BUATA HA aATOBAHTHO JICYCHUC, TpaCTy3yMa6 € U3CJICABAH B 4 ToJICMH, MHOTOLICHTPOBH,
PaHAOMU3BUPAHNA KIIMHUYHU U3IMATBAHUSA:

- IIpoyusanero BO16348 e nnanupaHo ¢ 1171 1a CpaBHU TPUCEAMHUYEH TEPANEBTUYEH KypC C
TpacTy3yMal B IPOABIKEHUE Ha €/1Ha U IBE TOAUHH, B CPaBHEHUE C HAOJIIOJEHUE TIPU

24



nanenTy ¢ HER2 nonoxurenen PPMX cren omepartus, yTBbpAeHa XUMHOTEPAITHSI |
npUeTepanus (ako € mpuioxuMo). OCBEH TOBa € U3BBPIICHO CPaBHEHHUE HA JIBE TOIUHU
JICYCHHUE C TPACcTy3ymal, CIIPSAMO €IHa TOMHA JICUeHHUE ¢ TpacTy3yMa0. Ha manuenTure,
OTIpe/ICTICHU 3a JICUCHUE C TPacTy3ymal, e Owia 1ajieHa IbpBOHAYAIHO HATOBApBaIla J103a OT
8 mg/kg, nocnensana ot 6 mg/kg npe3 Tpu CEAMUIU B MPOIBIIKCHHUE Ha €IHA WJIH J1BE T'OAMHH.

- [IpoyuBanusta NSABP B-31 u NCCTG N9831, kouto BKIHOYBAT OOII[ aHAIN3, Ca TIAHUPAaHU
3a M3CIeIBAaHE HA KIIMHUYHATA 110133 OT KOMOWHUpaHe Ha JICUEHUE C TPacTy3yMal ¢
nakiuTakcen cien AC xumuotepanust; npoyuBaHeTro NCCTG N9831 mombIHUTENHO H3CIeaBa
1 100aBsiHETO Ha TpacTy3yMab cien AC—P xumuorepanus npu nanuentd ¢ HER2-
nonoxutenen PPMK cnen oneparus.

- [IpoyuBanero BCIRG 006 e rutanupaHo c e u3ciieiBaHe Ha KOMOMHUpPaHe Ha JICYEHHETO C
Tpacty3ymab ¢ gonerakcen ciea AC XuMUOTepanus WId B KOMOWHAIINS C JOUETaKcel U
kapOorutatud npu nanueHtH ¢ HER2-momoxxurenen PPMXK cnen onepariust.

PPMX B m3nutBanero HERA e orpanuden mo onepaOuiieH, M-PBUYCH HHBA3UBEH aJICHOKAPIIMHOM Ha
MJICUHATA KJIe3a C TMOJOXKHUTEIHH aKCHJIapHU JMMGHU BB3JIA WIK OTPUIATCIHH aKCHIApHU JTUMGHU
BB3JIM, aKO TYMODPBT € Hall-MaJIKo 1 cm B [UaMeThp.

[pu o6mmus ananus Ha npoyuBanusata NSABP B-31 u NCCTG N9831, PPMXK e orpanuuen 10 keHI
C omepabMICH pak Ha MJIeYHATA KJIe3a ¢ BUCOK pUCK, onpeeicH kato HER2-momoxxutenen ¢
TIOJIOKUTEIIHH aKCHIapHU TMMHH Bb31H i HER2-nonoxxuTenen ¢ otpunaTeany TuM(pHA BB3IH €
XapaKTepUCTUKU Ha BUCOK PUCK (pa3mep Ha Tymopa > 1 cm u ER HeratuBHM nnm pasMep Ha Tymopa
> 2 cm, HE3aBUCUMO OT XOPMOHAITHUS CTATyC).

IIpu npoyusane BCIRG 006, HER2-nonoxurenuust PPM2K e orpanudex 1o naudeHTy ¢
MOJIOKHUTEIIHU aKCUIIAPHU JIMM(HU BB3JIM I BUCOKO PUCKOBH MAlIMEHTH C OTPULIATEITHH AKCHUIIAPHU
muMdHU BB3TH (omipesienieHn KaTo orpuniatenay (pNO) o oTHOIICHHE Ha 3acsiTaHeTo Ha TMM(pHUTE
BB3JIM U ITOHE | OT clieiHuTe (hakTopH: pa3Mep Ha TyMopa Haj 2 ¢cm, HeTaTUBEH 3a ECTPOTCHHU H
MIPOTEeCTEPOHOBH PELENTOPH, XUCTOIOTUIHA MM HyKJIeapHa CTeleH 2 - 3 win Bb3pacT < 35 roAuHM).

Pesynrarute 3a eukacHocT ot u3nurBaneTo BO16348 cnex nmpocnensasane ¢ Meauana 12 Mecena* u
8 rogqua** ca 00001eHn B Tadumma 6:
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Ta6mmma 6 Pesynraru 3a epukxacHocT oT poyuBane BO16348

Meauana Ha npociieAsiBaHe

Meauana Ha npociieAsiBaHe

HaOIIOACHIE

12 mecena* 8 roqunu**

IMoka3aTen Ha6awoaenne | Tpacrysymaé | HaGnwaenne | Tpacty3symad

N=1693 1 ronguna N=1697*** 1 ronnna

N=1693 N=1702%%%*

[IpexuBsiemocT 06e3 3a00sIBaHe
- bp. matmmenT cbe crOUTHE 219 (12,9%) 127 (7,5%) 570 (33,6%) 471 (27,7%)
- Bp. nanmenTu 6e3 crOUTHE 1474 (87,1%) 1566 (92,5%) | 1127 (66,4%) 1231 (72,3%)
P-croitnoct crpsimo <0,0001 <0,0001
HAOIIOICHUE
KoeduiineHT Ha pUCK CIIPSIMO 0,54 0,76
HAOIIOICHUE
IIpexuBseMocT 6€3 peuaInuB
- Bp. manmenTu cbe crOUTHE 208 (12,3%) 113 (6,7%) 506 (29,8%) 399 (23,4%)
- Bp. nanmenTu 6e3 crOUTHE 1485 (87,7%) 1580 (93,3%) | 1191 (70,2%) 1303 (76,6%)
P-croitHocT cripsiMmo <0,0001 <0,0001
HAOIIOICHUE
KoeduiineHT Ha pUCK CIIPSIMO 0,51 0,73

KbcHa mpexussiemoct 6e3
3a00s1BaHe

- Bp. manuenTtu cve crOuTHE
- Bp. manuenTu 6e3 crOuTHE

184 (10, %)
1 508 (89,1%)

99 (5,8%)
1 594 (94,6%)

488 (28,8%)
1209 (71,2%)

399 (23,4%)
1 303 (76,6%)

HaOIIOACHIE

P-croitHocT cripsiMmo <0,0001 <0,0001
HaOI0IeHIE

KoeduiineHT Ha pUCK CIIPSIMO 0,50 0,76

HaOII0IeHIE

OO011a mpexuBsieMocT (CMBPT)

- Bp. manmenTu cbe crOuTHE 40 (2,4%) 31 (1,8 %) 350 (20,6%) 278 (16,3%)
- Bp. manenTn 6e3 crOuTHE 1 653 (97,6%) 1662 (98,2%) | 1347 (79,4%) 1424 (83,7%)
P-croitnoct cripsiMmo 0,24 0,0005
HaOII0IeHIE

Koeduuuent Ha pruck cnpsmo 0,75 0,76

* CpBMeCTHATa ITbPBUYHA KpaiiHa TOYKa pekuBsieMocT 0e3 3abonsBane (DFS) 1 roguna cipssMo HaOMIOAeHAE
OTroBapsi Ha MPEJABAPHUTEIIHO OMNpe/IeeHaTa CTaTUCTUIECKa MPaHnIa
** KpaeH aHanu3 (BKIIOYUTEITHO IpEeMIHABaHe Ha 52% OT MalMeHTuTe OT PaMOTO Ha HaOIroieHNe Ha

TpacTy3ymaod)

*** Hamure e HEChOTBETCTBHE B OOIIHSI pa3Mep Ha M3BaAKaTa IMOPAIH MAIIKKs OpOl MAIueHTH,
paHIOMH3UpPaHH CIIe/ KpailHaTa [aTa 3a aHajlu3a Ha IpoCiessBaHeTo ¢ MeanaHa 12 mecena

Pesynrarute 3a epuKacHOCT OT MEXKJIMHHUS aHAIU3 332 €(hUKACHOCT PECUYAT IIPEABAPUTEITHO
ompezeNieHaTa B MPOTOKOJIA CTATHCTUYECKA TPaHuUIa 32 CPAaBHEHHE HA TPUIIOKEHUETO Ha
TpacTy3ymab B poabDKeHne Ha | roanHa ciipsiMo HabironeHue. Cries mpociensiBaHe ¢ MeTiaHa

12 mecena, koedunmentsT Ha puck (HR) 3a mpexxussiemoctra 0e3 3a6onsBane (DFS) e 0,54 (95% CI
0,44, 0,67), koeTo 03Ha4YaBa aOCOJIFOTHA 0132 TI0 OTHOIIIEHUE HA CTEIICHTAa Ha 2-T'OJIUIITHA
npexxuBseMocT 6e3 3abomsBane ot 7,6 mpouenTa (85,8% crpsimo 78,2%) B moa3a Ha paMoTO €

TpacTy3ymao.
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U3BbpliieH e KpaeH aHalu3 clie]l Ipocie/siBaHe ¢ MeAraHa § TOJIMHU, KOUTO IOKa3Ba, Ye JCUSCHHETO C
TpacTy3ymal B IpoabDKeHHe Ha | ToAuHa € cBbp3aHo ¢ 24% peayKIus Ha pUcKa B CPaBHEHHE CaMO
¢ Habmronenue (HR = 0,76, 95% CI1 0,67, 0,86). ToBa o3HauaBa abCOIIFOTHA 10132 110 OTHOIIICHHUE HA
YeCcTOTaTa Ha 8-TOAMIITHA MTPEKUBIEMOCT Oe3 3a00siBaHe OT 6,4 MPOIICHTA B 1M0JI3a HA |-TOAUITHOTO
JICYEHHUE C TPACcTy3ymMao.

[Ipu T0o3u KpacH aHANN3, YIBIDKABAHETO HA JICUSHUETO C TPACTy3yMald 3a MEePUO]] OT JIBE TOJANHH, HE
MOKa3Ba JOITBIHATEITHA T10J13a cripsiMo JiedeHneTo 3a 1 roguaa [HR 3a DFS B momynanusra ¢
Hamepenue 3a jedenne (ITT) 2 roqunu cipsimo 1 roguaa = 0,99 (95% CI: 0,87, 1,13), p-

croiiHoct = (0,90 u HR 3a o6ma npexussiemoct (OS) = 0,98 (0,83, 1,15); p-crotinoct = 0,78].
Yecrorara Ha acCHMNTOMAaTHYHA Chp/ieuHa TUCPYHKIHS € YBEITHYEHA B pAMOTO C 2-TOJUIIHO JICYCHUE
(8,1% cmpsimo 4,6% npu pamoto ¢ 1-rogumiHo nevenue). B pamoTo ¢ 2-roauirHo ieueHue, mopeue
MAIMEHTH Ca MMaJi TIOHE e{Ha HeXellaHa peakius ot crereH 3 wim 4 (20,4%), B cpaBHeHHE C
pamoro ¢ 1-roguniao nevenue (16,3%).

[Ipu npoyuBanusita NSABP B-31 u NCCTG N9831, TpacTy3ymal e npuiiaran B KOMOWHANus C
naknurakcen ciaey AC xuMuoTepamnusi.

JokcopyOuruH u ukiodochamus ca mpujiaraHu ¢THOBPEMEHHO, KaKTO CIIe/Ba:
- MHTPABEHO3HA HHYKEKIUS JOKCOpyOounuH 60 mg/m?, npuaarana npes 3 ceIMULU 3a 4 IUKbIA.
- MHTPaBeHO3HO HuKIopochamun 600 mg/m? B mpoabikenre Ha 30 MUHYTH, IPHIIAraH Ipes3

3 ceqMuIy 3a 4 IMUKBIIA.

ITaknuTakcen B KOMOMHAIMS ¢ TPACTy3yMal € TpujIaraH KakTo ClieBa:

- IaKJIMTaKCel HHTPaBEHO3HO — 80 mg/m? KaTo HENPeKbCHATA MHTPABEHO3HA HHY3HS,
MpUJIaraHa BCsKa CeIMULIA B IPOIBbJDKEHUE Ha 12 ceamuiiu,

HJIH

- MaKJIUTaKCel HHTPABEHO3HO — 175 mg/m? KaTo HENpeKbCHATA MHTPABEHO3HA HHPY3HS,
npuiarasa npes 3 ceamunm 3a 4 nukbia (1eH 1 oT BCeKu MUKBN).

Pesynrarure 3a edrkacHOCT OT 00mIus aHanu3 Ha u3nutBaHusaTa NSABP B-31 u NCCTG N9831 no
BpeMe Ha okoHYatenHus aHanu3 Ha DFS*, ca 0606menu B Tabnuna 7. Menuanara Ha
MPOIBDKUTEIHOCT Ha IpocieasiBaHeTo € 1,8 rogunu 3a nanueHTure B pamoto ¢ AC—P u 2,0 ronunu
3a maruerTuTe B pamoto ¢ AC—PH.

Tabmura 7 O0o0meHne Ha pe3yTaTUTe 32 eUKACHOCT OT oOIIHs aHaMu3 Ha u3nuTBanus NSABP B-
31 u NCCTG N9831 1o BpeMe Ha OKOHYATeIHHs aHanu3 Ha DFS’

IMoka3aTen AC—P AC—PH Koedunuent na
(n=1679) (n=1672) PHCK CIPSIMO
AC—P
(95% CI)

p-CTOIHOCT

IIpexuBsemocT 6€3 3a00JIBaHE

bp. matmenTu cwve crbutne (%) 261 (15.5) 133 (8,0) 0,48 (0,39; 0,59)
p <0.0001

KbcHu penunusu

Bp. manmenT cve crouTHE 193 (11,5) 96 (5,7) 0,47 (0,37; 0,60)
p <0,0001

CwumbpT (OS crburue):

Bp. nanmenTtu cwe cuoutne (%) 92 (5,5) 62 (3,7) 0,67 (0,48; 0,92)
p=0,014"

A: nokcopyounus; C: nukinodocdamu; P: maxnumrakcern; H: tpactysyma0
* [Ipu MeMaHa Ha MPOJBIDKUTEIHOCT Ha TpociesBane 1,8 roaunu 3a nanuenture B rpynata ¢ AC—P u
2,0 romuawM 3a manueHTuTe B rpynara ¢ AC—PH

27



**p-ctoitHocTTa 32 OS He npecuya NpeIBapUTETHO ONpeeieHaTa CTATUCTHYECKa TPAHULA 32 CPABHEHUE Ha
AC—PH cnpsmo AC—P

ITo orHOMMEHNE Ha MEpBUYHATA KpaitHa Touka (DFS), mobapsHeTo Ha TpacTy3yMad KbM
XUMHOTEPAITUATA ¢ MAKIUTAKCEN BOIU 10 52% HaMasBaHe HA PUCKA OT PELUINB Ha 3a00JSBAHETO.
KoedunueHTsT Ha pUCK H3pa3siBa abCONIOTHA [TOJ3a 110 OTHOIIIEHHE Ha YeCTOTa Ha MPEKUBIEMOCT
0e3 3a6omsaBane ot 3 ronunu ¢ 11,8 mponenTan Touku (87,2% cpenry 75,4%) B mon3a Ha paMOTO C
AC—PH (Tpacty3ymab).

KbM MOMEHTa Ha akTyalm3upaHe Ha JaHHUTE 3a O€30MMaCHOCT CIIe] IPOCieasIBaHe ¢ MeInaHa

3,5 - 3,8 ronunu, ananu3bT Ha DFS noTBbpk/1aBa OTHOBO BETMYMHATA HA 0J13aTa, JOKA3aHa upe3
oxoHuaTenHus ananu3 Ha DFS. Benpeku npemuHaBaHeTo Ha TpacTy3ymald B KOHTPOJIHATA TPYIIa,
J00aBSHETO Ha TpacTy3yMald KbM XHUMHOTEpANMITa C MaKJIUTaKCceNl BOAU A0 52% HaMmajieHUEe Ha
pHUCKa OT peluANBUpaHe Ha 3a00/sBaHeTo. JJo0aBsHEeTO Ha TpacTy3yMad KbM XUMHUOTEPAIHsTa C
MAaKJIUTAKCEN BOAU ChLIO U 10 37% HamaleHHe Ha PUCKA OT CMBPT.

[IpenBapuTenHo MIaHUPaHUAT KpaeH aHaiau3 Ha OS oT o0wmus aHanu3 Ha npoyyBanusi NSABP B-31
1 NCCTG N9831 e uspbpineH, korato ca HacTeIwm 707 CMBPTHHU CiIydas (MeInana Ha
npocneassane 8,3 roguau B rpymara ¢ AC—PH). Jledernero ¢ AC—PH e moBesno 10 cTaTUCTHIECKH
3HaunMo nonoopenue Ha OS B cpaBaenue ¢ AC—P (crparupunupan HR = 0,64; 95% CI [0,55,
0,74]; norapurmuuHO-TpaHchopmupana p-croiiHocT < 0,0001). Ha 8-ta roguna, crenenra Ha
NPEKUBIEMOCT ce olleHsBa Ha 86,9% B rpynara c AC—PH u 79,4% B rpynara ¢ AC—P, abconmtoTHa
nonsa 7,4% (95% CI 4,9%, 10,0%).

Kpaitaute pesynratu 3a OS ot o6mimst ananu3 Ha npoyuBanus NSABP B-31 u NCCTG N9831 ca
0000meHu B Tabauna 8 mo-moiy:

Tabmuma 8 Kpaen ananu3 Ha o01maTa MpeKuBIeMOoCT OT oOmTus aHanu3 Ha u3nutBaHus NSABP B-31

u NCCTG N9831
Iloxa3aren AC—P AC—PH p-croiinoct | Koepumumenr
(N=2032) (N=2031) cpemy HA PHUCK
AC—P cpemy
AC—P
(95% CI)
CwmbpT (OS crburue):
Bp. manmenTt cve crOuTHE 418 (20,6%) 289 (14,2%) <0,0001 0,64
(%0) (0,55, 0,74)

A: mokcopyourun; C: muknodochamum; P: maknmurakcen; H: Tpactyzymab

M3BwpireH e cpiio anamm3 Ha DFS npu kpaiians ananu3 Ha OS oT 001mus aHaIu3 Ha IPOYIBAHMS
NSABP B-31 u NCCTG N9831. Axryanm3upanure pe3ynratu ot ananusa Ha DFS (cTtparudumnupan
HR =0,61; 95% CI1[0,54; 0,69]) moka3BaT cxoaHa mosi3a no otHouieHue Ha DFS copsimo
OKOHYaTeNHUs MbpBUUcH aHanu3 Ha DFS, Benpekn ue 24,8% ot nauuenture B rpynara ¢ AC—P ca
NpEeMUHAIM KbM JieueHne ¢ TpacTy3ymab. Ha 8-mara rojiiiHa crenenTa Ha PEXXUBIEMOCT 0e3
3aboisiBane ce oneHsBa Ha 77,2% (95% CI: 75,4; 79,1) B rpynara ¢ AC—PH, aGconroTHa momnza
11,8% B cpaBHeHue c rpynata ¢ AC—P.

B nmpoyusaneto BCIRG 006 Tpacty3ymab e npuiarad B koMOuHausI ¢ pouerakcen cien AC
xumuotepanusi (AC—DH) unu B komOuHalus ¢ qouerakcen u kapoomnatus (DCarbH).

Jouerakcen e mpuiaral KakTo CieBa:

- JoLeTaKcel HHTpaBeHo3Ho — 100 mg/m? nox GopmaTa Ha MHTpaBeHO3Ha HHDY3uUs 3a 1 Hac,
mpuiiarasa npes3 3 ceaMuIm 3a 4 nukbia (B IeH 2 OT TbPBHS MUKBI C AOIETAKCEN, CJIe/ TOBA B
JIeH 1 Ha BCeKH MmocyeBalll IUKbI)

170131
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- JOLIETaKCel HHTPaBEeHO3HO — 75 mg/m? nox (opmaTa Ha MHTpaBeHO3Ha HHDY3us 3a 1 Hac,
MprIarafia npe3 3 ceaMuIy 3a 6 MUK (B ACH 2 OT IUKBI 1, caex ToBa B IcH 1 Ha BCEKH

LIUKB)
KOETO e TMOCJeBa OT:

- kapOorutatud — npu Tapretia AUC = 6 mg/ml/min, npuiaran KaTo HHTpaBeHO3Ha MHDY3HUS B
npoabpkerue Ha 30-60 MUHYTH, TTOBTapsHA Mpe3 3 CEAMMIIM 3a OOIIO IIECT UK

Tpacty3yMa0 e mpujiaral exKeceMHYHO ¢ XUMUOTEPAIUs U CJie]] TOBa Mpe3 3 CeAMMULIU B

MPOIBJKCHHUE Ha 00110 52 CeMUIIH.

Pesynrarute 3a eduxacaoct ot BCIRG 006 ca 0606menu B Tabmuiu 9 u 10. Menuanara Ha
MPOIBIDKUTETHOCT Ha TIpocieasBaneTo € 2,9 rogunu B rpymnara ¢ AC—D u 3,0 romuHu BBB BCSIKA OT

rpynute ¢ AC—DH u DCarbH.

Tabmuna 9 IIpernen Ha ananmzute 3a epukacuoct ot BCIRG 006 AC—D cpenry AC—DH

Iloxka3aren AC—D AC—DH Koepumuent Ha
(n=1073) (n=1074) pHCK cpenry
AC—D
(95% C))
p-CTOMHOCT
[IpexuBsiemocT 06e3 3a00sIBaHe 195 134 0,61 (0,49; 0,77)
Bp. manuenTu cbe crouTHE p <0,0001
KbcHu peniuansu 144 95 0,59 (0,46; 0,77)
Bp. nmanuenTu cbe crouTHE p <0,0001
OO611a mpexXuBIEMOCT (CMBPT) 80 49 0,58 (0,40; 0,83)
Bp. nmanuenTu cbe crOuTHE p =0,0024

AC—D = nokcopy6ounus mitoc nukiaopochamun, nociensano ot gouerakcesr; AC—DH = nokcopyOuriia
Wiroc nmukiIodochaMua, ToCIeIBaHO OT OLETAKCEN TTIC TpacTy3ymad; Cl = moBepuTenicH HHTEPBAT

Ta6mmma 10 [pernen Ha anamusute 3a epukacHocT 0T BCIRG 006 AC—D cpemry DCarbH

IMoka3aTen AC—D DCarbH Koedumuent na
(n=1073) (n=1074) pucka cpeiy
AC—D

95 % CI)
IIpexuBsemocT 6€3 3a00JIBaHE 195 145 0,67 (0,54; 0,83)
Bp. nmanuenTu cbe crOuTHE p =0,0003
KbcHu peniuansu 144 103 0,65 (0,50; 0,84)
Bp. nmanuenTu cbe crouTHE p = 10,0008
Cwumbpt (OS crbutHe) 80 56 0,66 (0,47; 0,93)
Bp. maruenTu cbe crouTHE p=0,0182

AC—D = nokcopyOunuH miroc nukiodochamul, mociaeaBato ot gouerakcen; DCarbH = momerakcern,

kapOorutaTul 1 Tpacty3ymab; Cl = noBepureseH HHTEpBa

B knmuanynoTo npoyuBane BCIRG 006 3a mbpBuuHaTa Kpaitna Touka, DFS, koeduuenTsT Ha puck
u3passiBa abCOJIIOTHA [0J13a [10 OTHOLIEHUE HA M3UUCIIeHaTa 3-ToIUIlHA [IPEeXUBsIeMocT 0e3
3aboinaBane ot 5,8 nmpoueHTHH MyHKTa (86,7% cpemry 80,9%) B mon3a Ha pamoro ¢ AC—DH
(Tpacty3ymab) u 4,6 nponenTHH myHKTa (85,5% cpeury 80,9%) B momnsa Ha pamoto ¢ DCarbH

(Tpacty3ymab) B cpaBHeHune ¢ AC—D.

B knmuanynoTo npoyusane BCIRG 006, 213/1 075 manuentu B pamoto ¢ DCarbH (TCH), 221/1 074
narnueHTn B pamoto ¢ AC—>DH (AC—TH) u 217/1 073 B pamoto ¢ AC—D (AC—T) ca umanu
¢ynkunonanen cratyc no Karnofsky < 90 (80 unu 90). He e 3abensi3ana nonsa no oTHOLIEHUE HA
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npexxuBsieMocTTa 0e3 3aboisiBane (DFS) B Tazu moarpymna namuenTH (koedurueHt Ha puck = 1,16,
95% CI1 10,73, 1,83] 3a DCarbH (TCH) cpenry AC—D (AC—T); xoedumment Ha puck 0,97; 95% CI
[0,60, 1,55] 3a AC—»DH (AC—TH) cpemry AC—D).

OcBeH TOBa € TIPOBEJICH post-hoc eKCIUIOPATOPEH aHau3 Ha Habopa JaHHu OT oomms ananu3 (OA)

Ha KIMHAYHH poyuBanmst NSABP B-31/NCCTG N9831" 1 BCIRG006, koMGHHHpaI ChOHTHS Ha
DFS u cumnromaTiyHu chpiedHn choOuTust, 00001menHu B Tadmuma 11:

Tabmuma 11 Pesynratd oT post hoc €KCIUIOpAaTOPEH aHajau3 OT OOMIXSA aHadu3 Ha KIMHHYHU

npoyusaunsi NSABP B-31/NCCTG N9831" u BCIRG006, koMOHHHpaI ChOHTHS Ha
DFS u cumnroMaTHuHU ChbpACYHH CHOUTHS

AC—>PH AC—>DH DCarbH
(cpeury AC—P) (cpemy AC—D) (cperry AC—HD)
(NSABP B-31n (BCIRG 006) (BCIRG 006)
NCCTG N9831)*
[IspBuueH aHamus 3a
eukacHoOCT 0,48 0,61 0,67
DFS KoeduiueHTn Ha pucKk (0,39; 0,59) (0,49; 0,77) (0,54; 0,83)
(95% CI) p <0,0001 p <0,0001 p = 0,0003
p-CTOMHOCT
AHanmu3 3a e(pUKacHOCT TIpH
JUBJITOCPOYHO
npocrueasBane** 0,61 0,72 0,77
DFS KoeduiueHTn Ha puck (0,54; 0,69) (0,61; 0,85) (0,65; 0,90)
(95% CI) p <0,0001 p <0,0001 p=0,0011
p-CTOMHOCT
Post-hoc excruoparoper
a"anu3 ¢ DFS u cumnromun
ChPICYHU CHOUTHS
Jwnrocpodno 0,67 0,77 0,77
npociensBane™®* (0,60; 0,75) (0,66; 0,90) (0,66; 0,90)
Koeduruentu Ha puck
(95% CI)

A: mokcopyourun; C: muknodochamun; P: maknmurakcen; D: nonerakcen; Carb: xap6orutatun; H: Tpacty3ymad
CI = noBepuTesieH HHTEpPBAI

* Tlo BpeMe Ha okoHYaTenHUs aHanu3 Ha DFS. MennanaTta Ha MPOIBIKUTEIHOCT Ha TIPOCIIE/IIBaHE €

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

** MeauaHarta Ha MPOABIDKUTETHOCTTA Ha BATOCPOYHO MPOCIIeIsiBaHe 32 OOIINS aHAIN3 HA KIIMHUYHUTE
npoyusanus € 8,3 rogunu (naTepsai: 0,1 1o 12,1) 3a pamoro AC—PH u 7,9 ronunu (uarepsan: 0,0 mo 12,2) 3a
pamoro AC—P. MeauaHaTa Ha IpOABIKUTETHOCTTA HAa ABITOCPOUYHO NpociesBaHe 3a npoyuBanero BCIRG
006 e 10,3 romunu kakro B pamoto AC—D (unTepsain: 0,0 no 12,6), taka u B pamoro DCarbH (unrepsan: 0,0
qo 13,1), u e 10,4 rogunu (untepsain: 0,0 no 12,7) B pamotro AC—DH.

Panen pax na maeunama sicnesa (6 ycaosusama Ha He0ad8aAHMHO-A0I08AHINHO ﬂeqenue)

Jocera HIMa TaHHH, KOUTO Jia CPaBHSIBAT €(PUKACHOCTTA Ha TPACTy3yMal, MPHUI0KEH KaTo
aJFOBaHTHA XMMHOTEPAIus, C Ta3u MPU HEOATFOBAHTHO/aIFOBAHTHO MPUIIOKCHUE.

B ycnoBusita Ha He0aJFOBaHTHO-a{FOBAHTHO JICUE€HHE, MHOTOLIEHTPOBOTO, PAHIOMU3UPAHO
npoyuBane MO16432, uMa 3a 111 fa MPOy4ur KIMHUYHATA e(hUKACHOCT Ha €IHOBPEMEHHOTO
NPUIOKEHUE Ha TPAcTy3yMal ¢ HEOaAI0BaHTHA XMMHUOTEPAIHs, BKIIOYBAIA KAKTO aHTPALUKIINH,
TakKa M TaKCaH, MOCIIeIBAaHO OT TpacTy3yMal a/ifoBaHTHO, JI0 00Ia MPOABIDKUTEITHOCT Ha JICYCHUETO
ot 1 ronuHa. B nmpoydBaneTo ca HaOMpaHU MAIIMEHTH C HOBOAMArHOCTUIIMPAH JIOKATHO HAMPeTHAT
(craguii I1I) nnu e3nanutenes PPMX. [Taunentu ¢ HER2+ Tymopu ca pangoMusupanu na
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MOJTy4aBaT HEOATIOBAaHTHA XUMHUOTEPANHs €JHOBPEMEHHO C TPACcTy3yMal HEOaFOBAHTHO-aJI0BAHTHO
WJIM CaMO HEO0a II0BaHTHA XUMHOTEPAITHSI.

B mpoyuBanero MO16432, tpacty3ymad (8 mg/kg naroBapBama mo3a, mocienBaHa oT 6 mg/kg
MOJIbPIKAIIa J03a Ha 3 CEIMHIM) € TPHIOKEH eaHoBpeMeHHO ¢ 10 muKbiia HeoaaroBaHTHA
XUMHUOTEPAITUS KaKTO CIIe]Ba:

- Jlokcopy6urmu 60 mg/m® u makmmrakcen 150 mg/m®, MPUIOKEHH Ha 3 CEIMUIM 3a 3 [UKbIA,

KOETO € ITOCJIEABAHO OT
2
- [MakmuTakcen 175 mg/m”, npunaran Ha 3 ceqMUIH 3a 4 IUKbIIA,

KOETO € ITOCIEABAHO OT
- CMF na nen 1 u 8 Ha 4 ceaqmuIy 3a 3 IUKbBIIA

KOC€TO, CJIea omecpanus, € NoCJICABaHO OT
- JOIIBJIHUTCIIHN ITUKIIN C TpaCTy3YMa6 aJOBAHTHO (z[a CC 3aBbpIIN 1 roguHa HC‘ICHI/IC)

Pesynrarure 3a epukacuoct npu npoyuBanero MO16432 ca 06006mmenu B Tabnuna 12. Meauanata
Ha TIPOIBJDKATEITHOCTTA Ha MPOCIIEIIBaHE B TpyIaTa ¢ TpacTy3ymab e 3,8 roquHu.

Tabmuua 12 Pe3ynrartu 3a epukxacuoct or MO16432

IToxa3zaren Xumuorepanusa + Camo
Tpactyzymad XUMHUOTEpaNnus
(n=115) (n=116)
[pexussiemoct 6e3 cpOuTHE Koeduuunent na
pucka
Bpoii marmenTy cbe crouTHE 46 59 (95% CI)
0,65 (0,44, 0,96)
p =0,0275
OO011] TaTONOTrUYEH IhJICH 40% 20,7% p=0,0014
otroBop™ (95% CI) (31,0, 49,6) (13,7, 29,2)
OO6m1a MPEKUBIAEMOCT Koedwurmment na
pucka
Bpoii maruenTu cbe crOuTHE 22 33 (95% CI)
0,59 (0,35, 1,02)
p =0,0555

* OIPCACIICH KAaTO JIMIICAa HAa MHBA3UBCH PAK KAaKTO B I'bp/JlaTa, TaKa U B aKCUJIAPHUTE J'II/IM(I)HI/I BB3JI1

N3uncnena e abCcoMoTHA Moj3a oT 13 MpOLEHTHH MyHKTA B 1MOJI3a Ha TpynaTa ¢ TpacTy3ymao 3a 3-
TOJTUIIICH TIEPUOJT Ha IPEXKUBIEMOCT 0e3 crouTHe (65% cperry 52%).

Memacmaszupan pak na cmomaxa

Tpacty3yMa0 € U3NUTBaH B €IHO PaHIOMH3UPaHOo, OTKpUTO u3nuTBane dasa Il ToGA (BO18255) B
KOMOWHAINS ¢ XHMUOTEPATHS B CPABHEHUE C XMMUOTEPATIHSI, TIPUJIaraHa caMOCTOSITEITHO.

HpnnaraHa € CJIeAHaTa XUMUOTCPAIIuA:

- kaneruTabud - 1 000 mg/m? nepopajHo JBa IbTH JHEBHO B IPOAbLIDKEHUE Ha 14 nHU 1pe3
3 cenmunm 3a 6 IUKBIA (BeuepTa Ha eH 1 10 CyTpHUHTA Ha ACH 15 OT BCEKH ITUKBI);

170131

- MHTPAaBEHO3HO 5-hiyopoyparm — 800 mg/m” JHEBHO KaTO HEMPEKbCHATA HHTPABEHO3HA
uH(Y3US B IPOIBIDKCHHUE HA 5 JTHU, TIpe3 3 ceaMuIm 3a 6 nukbia (IeH 1 10 JeH 5 OT BCEKU
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ITAKBIT).

Besika ot xouto ce mnmpwiiara C:

- nucniaaTvy — 80 mg/m2 npe3 3 cenMuLy 3a 6 IUKBIA HAa IEH 1 OT BCEKU IIUKBI.

Pesynrarute 3a epukacHOCT OT KIMHUYHOTO npoyuBaHe BO18225 ca 0600mmenu B Tabnuma 13:

Ta0muia 13 Pesynrartu 3a epuxacuoct ot BO18225

IMoka3aTen FP FP+H HR (95% CI) CroiiHocT Ha p
N =290 N =294

OO011a MpeXUBIEMOCT, B MECEITH 11,1 13,8 0,74 (0,60 - 0,91) 0,0046
(Memana)
[IpexxuBsiemocT 6e3 mporpecus, B 5,5 6,7 0,71 (0,59 - 0,85) 0,0002
Mecenu (Meamana)
Bpewme no nporpecus Ha 5,6 7,1 0,70 (0,58 - 0,85) 0,0003
3a00JIIBaHETO, B MECEITH
(Memana)
OOma yecTtoTa Ha MOBIHUSABaHE, % 34,5% 47.3% 1,70%(1,22; 2,38) 0,0017
IIpoaBIHKUTEITHOCT HA 4.8 6.9 0,54 (0,40 -0,73) <0,0001
MTOBJIMSIBAHE, B MECEITH (MeIMaHa)

FP+H: dnyoponupuMuguH/IIUCIUIaTHH + TpacTy3yMad
FP: guryoponupuMuarH/CTIaTHH
2 BepositHocTHO choTHOMeHE (Odds ratio)

[NanuenTure, HAOMpaHU 3a y4acTHE B KIIMHUYHOTO U3NHUTBAHE, ca HeJIEeKyBaHU npenu ToBa 3a HER2-
THIOJIO’KUTEJICH HeonepaOmIeH JJOKATHO HalpeIHaJ WM PelUANBUPALL] H/UITH MeTacTa3upa
aICHOKApIIMHOM Ha CTOMaxa MJIM Ha MACTOTO Ha CBbP3BaHE HA CTOMAaxa ¢ XpaHOIIPOBOJa,

HETo/AJIe Ay Ha u3JieKyBaHe. [IbpBuuHaTa KpaiiHa Touka € o01iaTa npeKUBsIeMOCT, KOATO €
oIpezesieHa KaTo BpPEMETO OT JaTaTa Ha paHIOMU3UpaHe 10 JaTaTa Ha CMBPT MO BCAKAKBU IMPUYHHH.
[To Bpeme Ha aHanmmu3a o010 349 paHOMU3UpPaHU MAMEHTH ca mounHanu: 182 6onuu (62,8%) B
KOHTPOJIHOTO pamo u 167 nauuentu (56,8%) B pamoTo 3a neyenue. [loBeueTo OT CMBPTHUTE CITydan
ce IbJDKAT Ha ChbOMTHUS, CBBP3aHU C OCHOBHOTO PaKOBO 3a00JIsIBAHE.

Post-hoc ananu3uTe Ha TOATPYIUTE TTOKA3BAT, Y€ TOJOKUTEITHUTE PE3YITATH OT JICUCHUETO Ce
orpaHuyaBaT 10 TapreTupane Ha TyMopH ¢ no-Bucoku HuBa Ha HER2 npotenn (IHC 2+/FISH+ u
IHC 3+). MenunanaTa Ha 001112 IpeXXUBIEMOCT B IpymnaTa ¢ Bucoka ekcrpecust Ha HER2 e 11,8
Meceria B cpaBHeHue ¢ 16 mecera, HR 0,65 (95% CI 0,51 - 0,83), a MennaHaTa Ha TIPEXKHUBIEMOCT 03
nporpecus € 5,5 Mecena B cpaBHeHHe ¢ 7,6 mecenia, HR 0,64 (95% CI1 0,51 - 0,79) 3a FP B cpaBHeHHe
c¢be crorBeTHO FP+H. 3a obmara mpexxussemoct, HR e 0,75 (95% CI1 0,51 - 1,11) 8 IHC 2+/FISH+
rpynata u HR ¢ 0,58 (95% CI1 0,41 - 0,81) 8 IHC 3+/FISH+ rpymnara.

B u3BbpIIeHNs €KCIIIIOPaTOPEH NOATPYIOB aHaiIu3 1o BpeMe Ha uznursaHero TOGA (BO18255),
HsIMa 3HAYMMH TI0JI3U 110 OTHOIIIEHHE Ha 00IIaTa MPEeKUBIEMOCT C TOOABSIHETO HA TPACTy3yMal Mmpu
nanmentu ¢ ECOG PS 2 na u3xoano vuso [HR 0,96 (95% CI1 0,51 - 1,79)] c semsmepumu [HR 1,78
(95% CI 0,87 - 3,66)] n nokanHo Hanpeananu 3abomsBanus [HR 1,20 (95% CI1 0,29 - 4,97)].

IlenuaTpuyHa momyaamus

EBpomneiickaTta areHIus 1o JieKapcTBaTa OCBOOOXKIaBa OT 3aAbKEHUETO 3 MPEIOCTaBsIHE Ha
pe3ysTaTuTe OT MPOYYBAHUATA C pe)ePEeHTHHS JICKapCTBEH MPOIYKT, ChbPIKall] TPAacTy3yMal, BbB
BCHYKH MOATPYIH Ha NIEANATPUIHATA TTOITyJIAlKs 33 PaKk Ha MIICYHATA JKJIe3a M CTOMaxa (BXK. TOUKa
4.2 3a nHpOpPMaLU OTHOCHO yIIOTpeOa B MEANATPUSITA).
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5.2 ®apmMakoKMHETHYHH CBOWCTBA

®dapMaKkOKUHETHKATA Ha TPACTy3yMal € OlleHsABaHa MPH MOMyJaIoHeH papMaKOKUHETHYCH MOJICTICH
aHajn3, KaTo ca M3MoJ3BaHu cOOpHM manHu ot 1 582 mura, BratounTenno namueaTn ¢ HER2
nosioskutesiedn MPMOK, PPMK, HPC wiu apyru BU0oBe TYMOPH, U 3paBH 100POBOJILIH, B

18 xnuanuny n3nutBanus ¢asa I, 11 u 111, momyyaBamm Tpacty3ymal uHTpaBeHo3HO. [IpoduabT
KOHIICHTpAI[MsI-BpeMe Ha TPACcTy3yMal ce OMKCBa C IBYKOMIIAPTUMEHTEH MOJICI C IMapaieIHO
JIMHEWHO U HEJIMHENHO eIMMUHUpPAHE OT IIEHTPAIHUS KoMOapTUMEHT. [lopaau HenTMHERHOTO
eNMMUHUPaHe, OOIUAT KIMPHHC Ce HaMaJsiBa C yBeIMYaBaHe Ha KOHIeHTpanusaTa. [lopaau ToBa He
MOJKE JIa C€ M3BEJIC MOCTOSHHA CTOWHOCT Ha MOYXHBOT Ha TpacTy3ymal. Ti, HamansBa ¢ HaMaIsIBaHe

Ha KOHLICHTPALIUUTE B PAMKUTC Ha ONPCACIICH N030B MHTCPBAJI (B)K. Ta6m/1ua 16)

[amuenture ¢ MPM2K 1 PPMXK nmar nogo6nn ®K nokazarenu (manp. ximpsHe (CL), 06eM Ha
MIEHTPATHAS KOMITAPTUMEHT (V) ¥ IPOTHO3UPAHH EKCTIO3UIINH B CTAITMOHAPHO CHCTOSTHHUE (Cinin, Crax
u AUC) criopeanomynatusta. Jluaernusat kiupbHe € 0,136 1/nen npu MPMIK, 0,112 1/aen mpu
PPMXK 1 0,176 1/nen npu HPC. CroiiHOoCTUTE Ha HEIMHEHHNUTE SIIMMUHAIIMOHHH ITOKA3aTENH Ca

8,81 mg/neH 3a MakCHMaHaTa CKOPOCT Ha eTUMUHHUPaHE (Vmax) ¥ 8,92 ug/ml 3a KoHCTaHTaTa Ha
Michaelis-Menten (K) mpu naruentute ¢ MPMIK, PPMX u HPC. O6eMbT Ha TIeHTpaTHUS
KoMImapTuMenT € 2,62 1 mpu nmanmentute ¢ MPMOX u PPMX u 3,63 | mpu mammmenture ¢ HPC. [Ipu
okoH4vaTenHus nomynanuoneH @K Mozen, ocBeH Buia Ha MBPBUYHUS TYMOP, KATO CTATUCTHYCCKH
3HAYMMHU KOBAPHATH, TIOBIHSBAIIM EKCIIO3UIUITA Ha TPACTY3yMa0, ca UACHTU(PHUIUPAHH TEICCHO
TErJ0, CepyMHa acmapTaT aMuHOTpaHcdepasza u andymuH. Benuuunara Ha eekTa Ha TE3H KOBapUaTH
BBPXY €KCIIO3UIIHATA Ha TpacTy3yMab, obade, IOKa3Ba, ue € MAJIKO BEPOSTHO T€ Jia UMAT KIMHUYHO
3HAYMM e(PEKT BbPXY KOHIICHTPAIMUTE Ha TPACTY3yMal.

CroliHocTHTE Ha MOIyJarOHHO NporHo3upanata OK excrnozunms (Meauana ¢ 5-ta — 95-tu
nepceHTun) u croitnoctute Ha K nokaszaTenu npu KIMHAYHO 3HAYMMHU KOHUEHTPAUUH (Crax 1
Chin), ipu marmentd ¢ MPMOK, PPMX u HPC, nekyBanu ¢ omo0peHnTe CXeMH Ha MpHIaraHe BEIHBX
ceamuyHo (qlw) 1 BeHBX Ha Tpu cenmuii (q3w), ca mokazanu B Tabmura 14 (tuksn 1), Tabmura 15
(crarmonapHo chetosiHue) u Tabmuna 16 (PK nokazaTtenu) mo-nomy.

Tabmuua 14 CroliHocTH Ha momynanuoHHo nporuo3upanara K excnoszunms B Lukea 1 (Menuana c
5-TH - 95-TH TIEPCEHTHIIN) 32 CXEMUTE Ha HHTPABEHO3HO MpHJIarane Ha TPacTy3yMad mpu

narenTd ¢ MPMOK, PPMJK u HPC

Cxema Bua Ha N Cin Cooax AUC ;1 um
WLPBHIHUS (ng/ml) (ng/ml) (ng.aen/ml)
TyMoOp
28,7 182 1376
8 mg/kg + MPMX 805 (2,9 - 46,3) (134 - 280) (728 - 1 998)
6 mg/kg q3w 30,9 176 1390
PPMXK 390 (18,7-455) | (127 -227) (1039 - 1 895)
23,1 132 1109
HPC 274 (6,1 - 50,3) (84,2 - 225) (588 - 1 938)
37,4 76.5 1073
4 mg/kg + MPMX 805 (8,7 - 58,9) (49,4 - 114) (597 - 1 584)
2 mg/kg qw 38,9 76.0 1074
PPMX 390 (253-58.8) | (54,7-104) (783 - 1 502)
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Ta6mmma 15 CTOWHOCTH Ha MOIyIalinoHHO rporHo3upadaTa @K excro3uIus B CTallmoOHapHO
CBCTOSTHHE (MeIUaHa C 5-TH — 95-TH EpCEHTHIIN) 32 CXEMHUTE Ha MHTPABEHO3HO
npuiarase Ha Tpacty3ymad npu nauuentu ¢ MPMIK, PPMX u HPC

Cxema Bua Ha N Crnin,ss Crnaxss AUCs 0210 Bpewme o
MbPBHYHUS (ug/ml) (ng/ml) (ng.nen/ml) | crauuoHapHO
Tymop ChCTOSIHHE™ **
(cenmuiia)
44,2 179 1736
8 mg/kg + MPMIK 805 (1,8 -85,4) (123 -266) | (618 -2 756) 12
6 mg/kg 53,8 184 1927
q3w PPMIK 390 (28,7-85,8) | (134—-247) | (1332-2771) 15
32,9 131 1338
HPC 274 (6,1 -88,9) | (72,5-251) | (557-2875) 9
63,1 107 1710
4 mg/kg + MPMK 805 (11,7-107) | (54,2—-164) | (581-2715) 12
2 mg/kg qw 72,6 115 1893
PPMIK 390 (46 - 109) (82,6 - 160) | (1309 -2 734) 14

* Cmin,ss — Cmin B CTAIlMOHAPHO CHCTOSTHUE
** Cax.ss = Cmax B CTAIMOHAPHO CHCTOSTHUE
**% gpeme 110 90% OT CTAIIMOHAPHOTO CHCTOSTHHE

Ta6mmma 16 CToHOCTH Ha momyIannoHHo nporao3upanute K nmokazarenu B cTallioHAPHO
CBHCTOSHUE 32 CXEMHUTE Ha HHTPABEHO3HO MPHUJIaraHe Ha TpacTy3ymMal Ipy NaIMeHTH C
MPMX, PPMX u HPC

CxeMma Bua Ha N O0mx OHUAINMA30H HA I[p[a]]ago}[ Ha t; 0T Cmax’ss
bPBUYHUS CL 0T Crax,ss 10 10

TyMOp Chnin,ss Chnin,ss

(I/nen) (aHu)
8 mg/kg + MPMXK 805 0,183 - 0,302 15,1-233
6 mg/kg q3w PPMXK 390 0,158 - 0,253 17,5-26,6
HPC 274 0,189 - 0,337 12,6 - 20,6
4 mg/kg + MPMX 805 0,213 - 0,259 17,2 - 20,4
2 mg/kg qw PPMK 390 0,184 - 0,221 19,7-232

Ouucmesane Ha mpacmy3ymad

[epronbT HA OTMUBAHE HA TPACTY3yMal € U3CIEBAH CIIE/I MHTPABCHO3HO MPUIIOKCHUE BETHBK
CEJIMMYHO WJIM BEJIHBXK Ha 3 CEMUIIM KaTo € U3noii3BaH nomynanuoHeHn OK monen. Pesynrature ot
TE3W CUMYJAIINH MTOKa3BaT, 4ye Hali-MaJiko 95% OT malnueHTUTe 1ie JOCTUTHAT KOHIICHTPAIUU

<1 pg/ml (mpubmmzurenHo 3% OT MomyIanuoOHHO NPOTHO3UPAHATA Cin,ss, HITH OKOJIO 97%
OYMCTBaHE) 10 7 Mecela.

Luprynupaw omoenren HER2 ECD

ExcrutopatopHuTe aHanu3u Ha KOBapuaTy ¢ HHGOpMAIUs caMo 3a TIOArpyIa MalueHTH TTOKa3BaT, 4e
MAIMEHTUTE C MTO-BHCOKO HMBO Ha otnensiae Ha HER2-ECD nmat mo-0bp3 HenrHeeH KIMphHC (T10-
Hucka Ky,) (p < 0,001). CeirecTByBa 3aBUCHMOCT MEXKY OT/ACICHUs aHTHTeH 1 HuBaTa Ha ACAT

(SGOT/AST); uacT OT BIMSIHUETO Ha OTACNIEHUS aHTHICH BBPXY KIIMPBHCA MOXKE Ja ce O0SICHU C HUBATa
Ha ACAT (SGOT/AST).

Ha6monaBanute HuBa Ha oTaeieHus HER2-ECD na u3xoaHo HuBo npu nauuertd ¢ MPC ca cpaBHUMHE
¢ te3u npu nanuentd ¢ MPMIK u PPMXK u He e HabmroaBaHO BUANMO BB3ACHCTBHE BHPXY KIHPBHCA
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Ha TpacTy3ymao.

5.3 IIpeakJMHUYHU JaHHH 32 0€30MACHOCT

Hsama gannu 3a ocTpa TOKCHYHOCT WJIM TOKCHYHOCT TP MHOTOKPATHO TMpWiIaraHe 1mo BpeMe Ha
MPOYYBaHUATA, IPOIBIDKUIN 10 6 Mecela, KaKTo U 3a PeNPOAYKTHBHA TOKCUIHOCT MPH MPOYIBAHUS
M0 OTHOIICHUE Ha TEPATOJIOTHS, )KEHCKH (EePTUIIUTET WIIN KhCHA TeCTallHOHHA
TOKCHYHOCT/TIpEMHUHABAHE TIpe3 IIalleHTaTa. TpacTy3yMad He € TeHOTOKCHYEH.

He ca u3BbpiIBaHu ABJITOCPOUHU NPOYUBAHUS HPU KUBOTHH 32 ONPEACIISIHE Ha KAPLUUHOTCHHUS
MOTEHITUA Ha TpacTy3ymMal WK 3a onpeerssHe Ha HeroBUs e(PeKT BbpXy (PepTHIIUTeTa IPH MBKE.
6. DAPMAIEBTUYHHU JAHHHAU

6.1 ChnucbkK Ha HIOMOIIHHUTE BEIIECTBA

L-XUCTHIMHOB XUAPOXIOPUT

L-xuctnaua

Cop6uton (E420)

Maxkporon 3350

XiopoBoaopoIHA KHCeTrHa (3a Kopekius Ha pH)

Hatpues xunpoxcun (3a kopekius Ha pH)

6.2 HecbBMECTHMOCTH

To3u nexapcTBeH NPOAYKT He TPsiOBa Jla ce CMecBa WM pa3peskia ¢ APYTd JIEKAPCTBEHH MPOAYKTH, C
HM3KIIIOYEHUE Ha IIOCOYEHHUTE B TOUKA 6.6.

Ja He ce pa3pex/a ¢ IIIOKO3HHU Pa3TBOPH, Thil KATO TOBA MPUUMHSIBA arperaiys Ha MPOTeHHUTE.
6.3 Cpoxk Ha rogHoCT

He orBopeH dutakon
4 roguHu

PekoHCTUTYHpaH | pa3pelieH pa3TBop

Crnien peKOHCTUTYHPaHE ChC CTEPUIIHA BOJIA 32 MHXKEKIIMY € JIOKa3aHa (U3NYHA U XUMUYHA
CTAOMITHOCT Ha MOIYUYEHUS pa3TBOp B poabmkenne Ha 10 gau mpu 2 °C — 8 °C. OctanamoTo
KOJIMYECTBO OT IIPUTOTBEHUS PA3TBOP TPSAOBA Ja e N3XBHPIIH.

Joka3ana e ¢pu3uuHa 1 XUMHYHa cTaOMIIHOCT Ha pazTBopuTe Ogivri 3a MHTpaBeHO3HA HH(Y3HS B
CaKoB€ OT IOJIMBUHWIXJIOPU], NOJIUETHWIEH WK HOJIMIIPOIUIICH, ChAbPKAIlU HATPUEB XJIOPU

9 mg/ml (0,9%) nmxexkunoneH pa3teop 10 90 quu npu remneparypa 2 °C — 8 °C u B npobiDKeHHE Ha
24 qaca nipu TemrepaTypa, He no-srucoka ot 30 °C.

OT MUKpOOHOJIOTHYHA TJIEAHA TOUYKA PEKOHCTUTYUPAHHUAT pa3TBop u Ogivri HHPY3HOHEH pa3TBOP
TpsiOBa Jia ce U3Mo3Bar He3abaBHO. [IpOAYKTHT He € MpelHa3HaueH 32 ChbXPaHCHUE CIIe]
PEKOHCTHTYHPAHE W Pa3pekIaHe, OCBCH aKo TOBA HE € HANPaBEHO TPU KOHTPOJIHMPAHU U BaJIUUPAHH
ACeNTUYHU YCIOBHA. AKO HE Ce U3I0JI3Ba He3a0aBHO, NEPUOIBT Ha U3MOI3BAHE U YCIOBUATA HA
ChXpaHEHHE Ca OTTOBOPHOCT Ha MOTPEOUTEIIS.

PexkoHCcTUTYMpaHUAT pa3TBOp HE TPSAOBA Aa ce 3aMpassiBa.
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6.4 CroenuajJHHU yCJIOBHUSI HA ChbXPaHEHHUE
Ja ce cexpanssa B xmamuiauK (2 °C — 8 °C).

3a yclioBusiTa Ha CbXpaHEHHUE CIIE/T PEKOHCTUTYUPAHE U pa3TBAPSIHE Ha JICKAPCTBEHUS POAYKT BUKTE
TOYKH 6.3 1 6.6.

6.5 Buau cpabpikaHue Ha ONAKOBKATA

Ogivri 150 mg mpax 3a KOHIIEHTPAT 3a MHQY3HOHEH PA3TBOD

15 ml ¢akoH OT MPO3pavHO CTHKIIO THII | Che 3amyIaika oT OyTHIOBA TyMa, JAMHUHUpPAHA ¢
dbuam ot aryopo-cmona, chabprkail 150 mg Tpacty3ymao.

Bcsika omakoBka Chabpika eauH (IIaKOH.

Ogivri 420 mg mpax 3a KOHIIEHTpAT 3a MHQY3HOHEH PAa3TBOD

50 ml ¢1akoH OT IPO3pavHO CTHKIIO THII | Che 3amyiaika OT OyTHIIOBA T'yMa, JaMUHUPaHA C
¢unm ot Garyopo-cMmona, ceabpkail 420 mg TpacTy3ymao.

Bceska onakoBka chabpxKa eAuH (IIAKOH.

6.6 CroenuajJHU NMpeaNa3sHu MePKH NP U3XBBPJIsIHE U padoTa

[lo Bpeme Ha pekoHCTUTYHpaHe, TpsAOBa Aa ce 6opaBu BHUMaTenHO ¢ Ogivri. [IpekomeproTo
oOpa3yBaHe Ha IIsTHa [0 BpeMe Ha PEKOHCTUTYUPAHE WM pa3KJIallaHeTo Ha MOJTYUYECHHUS pa3TBOP MOKE
Jia TIpeIM3BUKa MPOOJIEMH, CBhP3aHU ¢ KomaecTBOTO Ogivri, KOETO MOXKe J1a Ob/ie U3TETJIEHO OT

(hakoHa.

Ogivri 150 mg mpax 3a KOHIIEHTPAT 3a MHQY3HOHEH PA3TBOD

TpsOBa na ce U3NoOa3Ba MOIXOASIIA aCeNTUYHA TeXHUKa. Beeku durakon 150 mg Ogivri ce
peKOHCTUTYHpa ChC 7,2 ml cTepritHa BOAA 32 MHKEKITHH (HE € TIPIIIOXKEeHA). MI3Ion3BaHeTo Ha IpyTH
pPas3TBOPH 3a PEKOHCTUTYUPAHE clieaBa aa ce n3osarea. Taka ce momydasa 7,4 ml pa3TBop 3a
€IHOKpaTHa ynoTpeda, Chabpkall npuoausutenso 21 mg/ml Tpacty3zymad, npu pH npubnusurenHo
6,0. M3nmumrek ot 4% aaBa Bb3MOXKHOCT OT BCEKH (DIIAKOH Jja C€ M3TEITIM OTpa3eHaTa Ha €TUKETa 1032
ot 150 mg.

Ogivri 420 mg mpax 3a KOHIIEHTpAT 3a MHQY3HOHEH PAa3TBOD

Bceku duakon 420 mg Ogivri ce pekoHcTutynpa ¢ 20 ml cTepuiiHa Boaa 3a HHKEKIMH (He ©
npenocTaBeHa). M3mon3BaHeTo Ha JpyTry pa3TBOPUTEIH 32 PSKOHCTUTYHPAHE CIIe/Ba J1a ce H30sTrBa.
Taka ce mosrydaBa 21 ml pa3TBop 3a eqHOKpaTHA yrnoTpeda, ChabpKall mpuodau3uTesHo 21 mg/ml
Tpacty3ymao, npu pH npubnmurento 6,0. M3nunrek ot 4,8% maBa Bb3MOKHOCT OT BCeKH (IIaKOH Ja
ce U3TErIM OTpa3eHaTa Ha eTuKeTa 103a oT 420 mg.

®makon Ogivri KonmgecTBo crepmitHa Boja 3a Kpaiina KoHIIEHTpaIus
WHXKEKIIUS

150 mg ¢naxon + [ 7,2ml = |21 mg/ml

420 mg ¢uakon + [ 20ml = |21 mg/ml
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HHCTpyKIKMY 32 pEKOHCTUTYUPAHE:

1)  Karo u3non3Bare cTepuiiHa CIPUHIIOBKA, 0aBHO WHIKEKTUPANTE MOIXOAAINS 00eM (KaKTo €
oTOeIsI3aH0 TI0-TOPEe) CTePUITHA BOJIA 32 MHKEKITNH BHB ()J1aKOHA, ChIbPKAII IMOPHITU3NPAH
Ogivri, HacOYBaMKHU CTPysTa B THODIIN3ATA.

2)  Jleko 3aBbpTeTe (IaKoHa, 3a 1a HOANOMOrHeTe pekoncTuTynpanero. HE PASKJIAILIAUTE!

[Ipu pekoHCTUTYHpaHE HA MPOAYKTA HANMYHETO Ha MAJIKO IsIHA He € HeoOnyaitHo. OcraBeTe (urakoHa
3a 0k0J10 5 MuHyTH. PasrBopenusar Ogivri e 6e3uBeTeH A0 OJIe10KBAT NPO3paldceH pa3TBOP U Ha
NpaKkTUKa He TPsAOBa Aa ChAbPIKa BUAUMH YaCTULIH.

Omnpefenere KOJINIECTBOTO HEOOXOAUM PAa3TBOP:
° B3 OCHOBA Ha HATOBapBallia J03a TpacTy3ymad 4 mg/kg TenecHo Terno wiu
nocJe/Baiia ceIMUIHA J103a TpacTy3ymad 2 mg/kg TenecHo Tero:

06em (ml) = Teaecno Terao (kg) x mo3a (4 mg/kg HaToBapBara win 2 mg/kg moTbpxania)
21 (mg/ml, KOHIIEHTpALIKS Ha pa3peIeHus pa3TBop)

° Bb3 OCHOBA Ha HAaTOBApBallla 103a TpacTy3ymad 8 mg/Kg TelIeCHO Tero Win
mocleiBamia 3-ceMUYHA 71033 TpacTy3ymad 6 mg/kg TenecHo Tero:

06em (ml) = Teaecno Terao (kg) x mo3a (8 mg/kg HaToBapBara win 6 mg/kg momrbpxania)
21 (mg/ml, KOHIIEHTpALIKS Ha pa3peIeHuUs pa3TBop)

[MomxoAsmI0TO KOTUYECTBO Pa3TBOP TPAOBA Jla ce M3TETH OT (DiIakoHa Ype3 U3ION3BaHEe Ha CTEPUITHA
Urjia ¥ CIPUHIIOBKA, U Jia ce mprbaBu B MH(PY3HOHEH cak, chabpxaill 250 ml HaTpueB XJ1opu

9 mg/ml (0,9%) uHdpy3noHeH pa3TBop. Jla He ce U3Mo3Ba ¢ TIHOK03a-ChIbPKAIIN Pa3TBOPH (BK.
Touka 6.2). CakbT TpsOBa JIEKO Jia ce 00BPHE, 32 Ja Ce pa3MecH Pa3TBOPHT, KaTo ce n30srBa
oOpa3syBaHeTo Ha msiHa. Clie KaTo ce NPUroTBU, MH(y3usaTa TpsAOBa 1a ce MPHIOKU He3a0aBHO. AKO €
paspezieHa acenTHYHO, MOKe J1a ce chxpaHsaBa 10 90 quu npu temmeparypa 2 °C —8 °C u B
MIPOIBIDKEHNE Ha 24 gaca Mpu TeMneparypa, He mo-pucoka ot 30 °C.

[Ipenn ynotpeba nexapcTBEHUTE MPOIYKTH 33 MApPEHTEPATHO MPUIOKESHHUE TPAOBA 1a C€ MHCIIEKTUPAT
BU3YAJIHO 32 BUJIMMH YaCTHUIIHM U TIPOMSHA Ha I[BETA.

Ogivri e mpeTHa3HAYCH caMo 3a €HOKpAaTHA yHoTpeda, Thil KaTo MPOAYKTHT HE ChIbPKa
KOHCEPBaHTH.

He ca HabnronaBaHu HECHbBMECTUMOCTH Mex Ay Ogivri U cCakOBETe OT MOJUBUHUIXJIOPHU/, TOJTHETHIICH
WIJTH TTOJTUIPOTIHIICH.

Hewnsnon3panusr JICKAPCTBCH MPOAYKT WIN OTHAABYHUTC MAaTCPUAJIU OT HETO TpH6Ba Aa CC U3XBBPJIAT
B CbOTBECTCTBUEC C MCCTHUTC U3UCKBaAHMU.

7. HHPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Biosimilar Collaborations Ireland Limited
Unit 35/36

Grange Parade,

Baldoyle Industrial Estate,

Dublin 13

DUBLIN

Wpnanaus

D13 R20R
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8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/18/1341/001

EU/1/18/1341/002

9. JATA HA I'bPBO PA3PEIIABAHE/IIOJJTHOBSIBAHE HA PASPELLIEHUETO 3A

YIIOTPEBA
[Jata Ha mepBO pazpemanane: 12 nqexkemBpu 2018 T.
Hata Ha nocneano noaHoBsBane: 04 aBryct 2023 ¢

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[TonpoOHa uHOpMaIKs 3a TO3M JICKAPCTBEH MPOAYKT € IMPEeI0CTaBeHa Ha yeOcalita Ha EBponeiickara
areHIus 1o JeKapcTeaTta http:/ www.ema.europa.eu
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HPUJIOKEHHUE 11

MPOU3BOIUTEJ () HA BHOJIOTMYHO
AKTUBHOTO(MTE) BELIECTBO(A) U
MPOU3BOUTEJI(A), OTTOBOPEH(HH) 3A
OCBOBOKJABAHE HA IAPTUIU

YCJIOBUA NN OTPAHUYEHUS 3A TOCTABKA "
YIIOTPEBA

JAPYI'N YCJIIOBUA U UBUCKBAHUA HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJIOBUA NN OTPAHUYEHUS 3A BE3SOITACHA U

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUS
MPOJIYKT
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A. TTPOU3BOIUTEJIM) HA BUOJIOT'MYHO AKTUBHOTOMTE) BEHIECTBO(A) U
MMPOU3BOJUTEJI(H), OTTOBOPEH(HH) 3A OCBOBOKJIABAHE HAITAPTHU U

HMme u aapec Ha npousBomTensg(uTe) Ha OMOJIOTMYHO aKTUBHOTO(HUTE) BenecTBo(a)

Biocon Biologics Limited

Block No. B1, B2, B3, Q13 of QI and W20 &

Unit S18, 1st Floor, Block B4

Special Economic Zone Plot Nos. 2,3,4 & 5
Phase-IV-Bommasandra-Jigani Link Road-Bommasandra Post
Bengaluru - 560 099

UHOUA

Hme n agpecC Ha HDOI/IBBOI[I/ITCJ'IH(I/ITC), OTFOBODCH(HI/I) 3a OCB060)KZ[aBaHe Ha MapTHuauTe

Biosimilar Collaborations Ireland Limited

Block B, The Crescent Building, Santry Demesne
Dublin

D09 C6X8

Upnanaus

IleuaTHaTa 1MCTOBKA Ha JICKApCTBCHUS NPOAYKT Tp}I6Ba Aa CbAbpiKa UMCTO U aJpeCa Ha
MMPpOU3BOAUTCIIA, OTTOBOPCH 34 OCBO60)K,Z[aBaH€T0 Ha CbOTBCTHATA MMApTHUAA.

b. YCJI0OBUMA NN OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHUAT MIPOLYKT C€ OTIIyCKa 10 OrPaHUUEHO JIeKapcKo npeanucanue (Bx. [Ipunoxenne I:
Kpatka xapakTepucTika Ha IpoAyKTa, Touka 4.2).

B. JPYI'M YCJIOBUS N N3UCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA

o Ilepuoguynu akTyaJausupanu aokjaaau 3a 6ezonacHoct (ITAJIB)

WzuckBanusta 3a monaBane Ha [TAJ[B 3a T03u JiekapCTBEH MPOYKT ca IIOCOYSHH B CITUCHKA C
pedepenTauTe natu Ha EBponetickus cpro3 (EURD criuchk), mpensuaeH B wi. 1078, an. 7 oT
HupektuBa 2001/83/EO, 1 BbB BCHUUKH CJICIBAIIM aKTyaJIn3alliu, yOJUKyBaHH Ha
€BPOIIEHCKYS yeOropTal 3a JIeKapCcTBa.

r. YCJI0BUA NI OI'PAHUYEHUA 3A BE3OITACHA U E®OEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA ITPOAYKT

. Il1an 3a ynpasiaenue Ha pucka (ITYP)

[Ipurexarensat Ha pa3pemeHuero 3a ynorpeda (IIPY) TpsOBa na n3BbpiIBa U3UCKBAaHUTE JEHHOCTH
U JICUCTBUS, CBBP3aHU C MPOCIICABaHE HA JIeKapCTBEHATa OE30MMacHOCT, TOCOUYEHH B 0I00pEHUs
ITYP, npencraBen B Moy 1.8.2 Ha pa3pelieHrueTo 3a yrnoTpeda, KakTo ¥ BbB BCUUKH CJICIBAIIH
onobpenu akryanusanuu Ha [TYP.

Axryamusupan [TYP Tpsa6Ba na ce momana:

o 1o uckaHe Ha EBponelickaTa areHIys 1o JeKapcTBara;

° BHHAIH, KOTAaTO ce M3MEHS CHCTeMaTa 3a yIpaBJieHHe Ha PUCKa, 0COOEHO B Pe3yiTar Ha
MoJTyYaBaHe Ha HOBA MH(OPMAITUS, KOATO MOXKE Ja JTOBE/IE 10 3HAYMMU IIPOMEHU B
CHOTHOIIIEHUETO TOJI3a/PUCK, WK CJIC]] TOCTUTAHE HA BaXKCH eTarl (BbB BPh3Ka C
MIPOCIIeIsIBaHe Ha JIeKapCTBEHaTa 0E30IMaCHOCT WIIH CBEX/IaHe Ha PUCKA JI0 MUHIMYM).
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ITPHUJIOKEHHUE III

JAHHU BBPXY OITAKOBKATA U JINCTOBKA

42



A. JAHHH BBPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Ogivri 150 mg mpax 3a KOHIIEHTpaT 3a HHOY3UOHEH pa3TBOP
TpacTy3ymad

2. OBSABSBAHE HA AKTUBHOTOMTE) BEHIIECTBO(A)

®nakoHBT chABpKa 150 mg TpacTy3ymao.
Cren pastBapsine 1 ml koHIIEHTpaT chabpxa 21 mg TpacTyzymao.

3. CIIUCBK HA IOMOIIHUTE BEINECTBA

L-xuctunnnoB xunpoxiopun, L-xuctunuH, copouton (E420), makporon 3350, ximopoBogopoaHa
KHCEJIMHA U HATPUEB XUIAPOKCHT

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIJHA OITAKOBKA

[Ipax 3a KOHIEHTpAT 32 HH(PY3UOHEH Pa3TBOP
1 dmaxon

‘ 5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXKXKJIAHE

[Ipenu ynoTtpebda npoyereTe JIMCTOBKATA.
3a UHTPABEHO3HO MPHIIOKEHUE CaMO CJIC]] Pa3TBapsiHE U pa3pekIaHe.

6. CIHHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a ACHA.

‘ 7. APYI'U CHEIIUAJIHU NPEAYIIPEXIEHUA, AKO E HEOBXOANMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:

‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

I[a CC€ CbXpaHsaBa B XJIaJUJTHUK.
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10. CIHENUAJIHU INPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME U AJJPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Biosimilar Collaborations Ireland Limited
Unit 35/36

Grange Parade,

Baldoyle Industrial Estate,

Dublin 13

DUBLIN

Wpnannus

D13 R20R

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/18/1341/001

13. HAPTHUJIEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

[Ipueto e ocHOBaHMeE J1a He ce BKItoUM HH(opMarms Ha bpaiinosa a3zoyka.

‘ 17. YHUKAJIEH WIEHTUHO®UKATOP — JIBYU3MEPEH BAPKO/|

JBynsMepeH 6apKoJI ¢ BKIIIOUYCH YHUKAICH HICHTU(DUKATOD

‘ 18. VYHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

ETUKET HA ®JJAKOH

1. NME HA JIJEKAPCTBEHUA IMTPOAYKT U TbT(MLIIA) HA BBBEXKJIAHE

Ogivri 150 mg mpax 3a KOHIIEHTpaT
TpacTy3ymad
Camo 3a i.v. mpuiIoKeHue

‘ 2. HAYYH HA ITPNJIOKEHHNE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

EXP

4. ITAPTUJIEH HOMEP

Lot

‘ 5. CBABPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

6. JIPYTO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Ogivri 420 mg mpax 3a KOHIICHTpaT 3a HHOY3UOHEH pa3TBOP
TpacTy3ymad

2. OBSABSBAHE HA AKTUBHOTOMTE) BEHIIECTBO(A)

®nakoHBT chABpKa 420 mg TpacTy3ymao.
Cren pastBapsine 1 ml koHIIEHTpaT chabpxa 21 mg TpacTyzymao.

3. CIIUCBK HA IOMOIIHUTE BEINECTBA

L-xuctunnnoB xunpoxiopun, L-xuctunuH, copouton (E420), makporon 3350, ximopoBogopoaHa
KHCEJIMHA U HATPUEB XUIPOKCH]T

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

[Ipax 3a KOHIEHTpAT 32 HH(PY3UOHEH Pa3TBOP
1 dmaxon

‘ 5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXKXKJIAHE

[Ipenu ynoTtpebda npoyereTe JIMCTOBKATA.
3a UHTPABEHO3HO MPHIIOKEHUE CaMO CJIC]] Pa3TBapsiHE U pa3pekIaHe.

6. CIHHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a ACHA.

‘ 7. APYI'U CHEIIUAJIHU NPEAYIIPEXIEHUA, AKO E HEOBXOANMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

I[a CC€ CbXpaHsaBa B XJIaJUJTHUK.
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10. CIHENUAJIHU INPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME U AJJPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Biosimilar Collaborations Ireland Limited
Unit 35/36

Grange Parade,

Baldoyle Industrial Estate,

Dublin 13

DUBLIN

Wpnannus

D13 R20R

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/18/1341/002

13. HAPTHUJIEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

[Ipueto e ocHOBaHMeE J1a He ce BKItoUM HH(opMarms Ha bpaiinosa a3zoyka.

‘ 17. YHUKAJIEH WIEHTUHO®UKATOP — JIBYU3MEPEH BAPKO/|

JBynsmMepeH 6apKoJI ¢ BKIIFOUYCH YHUKAICH HICHTU(DUKATOD

‘ 18. VYHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

ETUKET HA ®JJAKOH

1. NME HA JIJEKAPCTBEHUSA IMTPOAYKT U ITbT(MIIA) HA BBBEXK/JIAHE

Ogivri 420 mg mpax 3a KOHIIEHTpaT
TpacTy3ymad
Camo 3a i.v. mpuiIoKeHue

‘ 2. HAYYH HA ITPNJIOKEHHNE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

EXP

4. ITAPTUJIEH HOMEP

Lot

‘ 5. CBABPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

6. JIPYTO
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Bb. IHUCTOBKA
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JlucroBka: undopmanus 3a norpeduTeNs

Ogivri 150 mg npax 3a KOHIEHTPAT 3a HH(Y3UOHEH PA3TBOP
Ogivri 420 mg npax 3a KOHIEHTPAT 3a HH(Y3UOHEH PA3TBOP
TpacTy3ymao (trastuzumab)

IIpoyeTeTe BHUMATEIHO LAJIATa JUCTOBKA, MPEIH a 3all04YHeTe 1a U3M0J13BaTe TOBA

JIEKapCTBO, Thil KATO TS ChABbP:Ka BaxkHa 32 Bac nundopmanus.

- 3amasere Ta3u JUCTOBKA. Moke 1a ce HaJO0XkH J1a sl MPOYETETE OTHOBO.

- AKO UMaTe HAKaKBH JIOMBIHUTEIHHA BBIIPOCH, ITonuTaiiTe Bamus jiekap, papmarieBt nim
MEAMIIMHCKA CECTpa.

- AKO TOITyunTe HAKAaKBU HEXEJIaHU peaklyHy, yBeaomere Bamms nekap, hapmanest win
MCIOUIIMHCKA CECTpa. ToBa BKIII0UBa M BCUYKH BH3MOKHU HEXKEJIaHU p€aKkurun, HEOIMUCaHU B
Ta3u JIMCTOBKA. BikTe TouKa 4.

Kakso ChbAbpPiKa Ta3u JIUCTOBKA

Kakso npencrasnsBa Ogivri 1 3a KakBO ce W3I0J3Ba

Kakgo Tps6Ba na 3Haere, npeau na Bu ce npunoxu Ogivri
Kak ce npunara Ogivri

BB3M0XHU HEKETaHU pPEaKLUU

Kax na cexpansiBare Ogivri

CpbabpkaHye Ha ONIAaKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

SR

1. Kakso npeacraBiassa Ogivri u 3a KakBo ce U3M0JI3Ba

Ogivri chabpKa aKTUBHOTO BEIIECTBO TPAcTy3ymMad, KOETO € MOHOKJIOHATHO aHTUTSLIO.
MOHOKJIOHATHUTE aHTHUTENA Ce MPUKPENBAT KbM crierinpruaHN OeNThIN Uil aHTUTreHu. Tpactyzymad
€ pa3paboTeH Taka, 4e Ja ce CBbp3Ba U30MPATENHO C aHTUI'eH, HApe4eH PEeLenTop Ha YOBEIIKH
enuaepmalieH pactexxeH ¢akrop 2 (HER2). HER2 ce namupa B rojieMu KOJIM4eCTBa BHPXY
MOBBPXHOCTTA HAa HAKOW PaKOBU KJIIETKH, KbJIETO CTUMYJIMpa TeXHus pactex. Koraro Ogivri ce
cBbpke ¢ HER2, Toif criupa pactexa Ha Te3H KJIETKU U MPEAU3BUKBA CMBPTTA M.

BammusT nexkap moxe ga npeanumie Ogivri 3a TIe4eHne Ha pak Ha MIIEYHATA JKjle3a MM CTOMaxa,
KOTaTo:

o Bue nmate paHeH craamii Ha pak Ha MJIEYHATA JKJIe3a C BUCOKM HHMBA HAa TPOTEHH, HApEUeH
HER2.
o Bue nmate meracTaszupan pak Ha MJICYHATA KJje3a (paK Ha MiIeUHATa XkJie3a, KOUTO ce e

pasmpOoCTpaHUII U3BBH IIbPBOHAYATHIS TYMOD) ¢ BuCOKH HUBAa HAa HER2. Ogivri Mmoxe ma ce
MIpeIUIIe B KOMOWHAITUS C XUMHOTEPANIeBTHYHUTE JIEKapCTBA MAKIUTAKCEI WITH JTOIIeTaKCel
KaTo ITPBO JICUSHUE HA METAacTa3upall pak Ha MIIeUHATa JKJIe3a WIH Ja Ce TPEATHIIe
CaMOCTOSTEITHO, aKO JPYTUTE BUIOBE JICUCHHE Ca CE OKa3aM HeycIelHu., Tol ce mpuiara
CBIIIO ¥ B KOMOHMHAIIUS C JIEKapPCTBA, HAPEUSHN HHXUOUTOPY Ha apoMaTasaTa, IpH MalueHTH C
Brucoku HuBa HAa HER2 1 MeTacTazupan pak Ha MiIedHATa KJIe3a C IMOJOKUTEITHA XOPMOHATHH
perientopu (pak, KOMTO € YyBCTBUTENICH Ha HAJTMYMETO HA KEHCKHU TIOJIOBU XOPMOHH).

o Bue nmate meracTa3zupan pak Ha ctomaxa ¢ Bucoko HuBo Ha HER2; Torasa ce mpuinara B
KOMOHMHAIMS C IPYTHUTE JIEKapCTBa 32 pak — KarneuuTabuH win 5-GIyopoypamni U IUCIIIaTHH.
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2. KakBo TpsioBa 1a 3HaeTe, npeau 1a Bu ce npuioxu Ogivri

He uznoussaiite Ogivri:

- aKO CT€ AJICPTUYHH KbM TPACTy3yMald, KbM MHIIU MPOTCHHHU WK KbM HKOS OT OCTaHAIHUTE
ChCTaBKH Ha TOBA JICKapCTBO (M30pOCHH B TOUKA 6).

- aKo MMaTe CEepHUO3HH MPOOIEMH C TUIIAHETO B MTOKOW MOPaaX PaK WM aKO Ce HY)KJAeTe OT
KHCJIOPOJI0JICUCHHE.

IlpenynpesxaeHust U Mpeana3sHu MePKH
Bammusr nekap e HaOmogaBa BHUMATENHO JeYeHneTo Bu.

IIpoBepka Ha chbpaeYHaTa (PYHKIUS

JleaenueTo ¢ Ogivri cCaMOCTOATETHO WK C TaKCaH, MOXeE J1a 3aCeTHE ChPIIETO, 0COOSHO aKo HAKOTa
CTe M3MOI3BAIH aHTPAUKIINH (TaKCaHU W aHTPAIIUKIIMHY ca JIBa APYTH BUJIA JIEKapCTBA, U3IIOI3BAHI
3a JieueHue Ha pak). Epextute Morat 1a ObaaT OT yMEPEHO TSHKKH JI0 TSKKH M MOTAT J1a IPUIHHST
cMBPT. 3aTOBa (BPYHKIMATA HA ChPIETO Bu 11e Obje MpoBepsiBaHa Mpeau, 1o BpeMe Ha (BcekH 3
Mecera) u cief (ABe 10 MmeT roauHu) JedeHueTo ¢ Ogivri. AKO ce TOSBAT MPU3HALM Ha ChPeYHA
HEJ0CTAaThYHOCT (HEAOCTATHYHO U3IIOMIIBAHE Ha KPBB OT ChPIIETO), BamaTa chpaedna GhyHKIus
MOJKE JIa C€ TIPOBEPsIBa MO-4eCTO (Ha BCEKH 6 70 8§ cenMUIIN), MOKE Ja MOIYYUTE JICUCHUE 32
ChpJIeYHa HEIOCTATHYHOCT WIJIH MOJKE JIa C€ HAJIOKU J1a crpeTe JeueHneTo ¢ Ogivri.

I'oBopere ¢ Bammst siekap, ¢papmalneBT Wil MEAUIIMHCKA cecTpa, penu na Bu ce npunoxu Ogivri,
aKo:

. CTE MMaJi ChpJIeYHa HETOCTATHYHOCT, ICXEMUYHA OOJIECT Ha CHPIIETO, KIIAITHO 3a00JsIBaHe
Ha CHPIETO (IIYM Ha CHPIIETO), OBUIIICHO KPHBHO HAJISITAHE, IIPUEMAIIU CTE WIM B MOMEHTA
IIpUEMATE JIEKAPCTBO 32 BUCOKO KPbBHO HAJISTAHE.

o HSKOTa CTE JICKYBaHU WJIM B MOMEHTA U3I0JI3BATE JEKapCTBO, HAPEUSHO JOKCOPYOHIINH
WK enupyOuLIuH (JIeKapcTBa, M3TOJI3BaHHM 32 JIeUeHUe Ha pak). Tes3u ekapcTBa (Min
JIpYTH aHTPALUUKINHN), MOXKE JIa YBPEIAT ChbpACYHHS MyCKYJI U J1a TIOBUIIAT PUCKA OT
MosIBa Ha TIPOOIIEMH ChC CHPIIETO MpH yrorpeda Ha Ogivri.

. cTpajaTe OT 3aIyX, 0COOEHO ako B MOMEHTA M3Mo3Bare TakcaH. Ogivri Moxe na
Ipean3BUKa 3aTPYJHEHO JUIIaHe, 0COOEHO KOraTo ce JaBa 3a IbpBU IIbT. ToBa MOXe Ja
ObJe M0-CEpHO3HO, aKO Beue umare 3aayX. MHoro psixo, cies npuioxenue Ha Ogivri, ca
HaOJII0aBaHM CIIy4ad Ha CMBPT TP NAMEHTH C TEKKO 3aTPYAHEHHE B AUIIAHETO IPEIN
JIEUCHHETO.

L Hskora Bu e npwiaraHo Jpyro JICYCHHUEC 3a pakK.

Axo momyuaBare Ogivri ¢ APyTO JICKApPCTBO 32 JICYCHHUE HA PaK, KaTO IMaKIMTAKCEN, JOIEeTaKCell,
apoMaTa3eH HHXHUOUTOP, KarenuuTabuH, 5S-¢ryopoypanni Wik NUCIUIATHH, TPSAOBA Ja MpoYeTeTe
JUCTOBKHUTE U HA TE3U MPOTYyKTH.

Jleua u roHomu
[Ipunoxenunero Ha Ogivri npu 1ML Ha BB3pacT 1oJ 18 ToAnHN HE ce MPenopbyBa.

Jpyru aexapctBa u Ogivri
Undopmupaiite Bamms nekap, papManeBT Win MEJUIMHCKA CECTPa, aKO prUeMaTe, HACKOPO CTe
MIpUeMaJH Wik € Bb3MOXKHO J]a pueMare APYrH JIEKapCcTBa.

Mosxe fa ca Hy>KHH 10 7 Mecela, 3a Aa ce orctpanu Ogivri ot opranusma Bu. Ilopaau ToBa TpsiOBa na

KaxkeTe Ha Bams nekap, GpapManesT, WM METUIIMHCKA CeCTpa, 4e cTe ce aekyBanu ¢ Ogivri, ako
3al0YHETe JICYCHHE C IPYTO JICKAPCTBO Mpe3 7-Te Mecelia Ciiejl CIIUpaHe Ha JICYCHHUETO.
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BpeMeHHoCT U KbpMeHe

AKo cTe OpeMeHHa WU KbPMHTE, CMATATE, Y€ MOKE J1a CTE OpeMeHHa WM IJIaHupaTe OpeMEeHHOCT,
MOCHBETBalTE ce ¢ Bamms iekap, GpapManeBT Wil MEIUIIMHCKA CECTpa Ipeau yrnoTpedaTa Ha TOBa
JIEKapCTBO.

BpemenHocT

Bue Tpsi0Ba n1a n3nonzsare eeKTUBHU METOIM 3a TIpe/INIa3BaHe OT 3a0pEMEHSIBaHE M0 BpeMe Ha
nederne ¢ Ogivri U Hali-MaKo 7 Mecelia cJie]] 3aBbpIIBaHe Ha JICICHUETO.

BamusT nekap me Bu 00sicHH pricKOBETE U MOJIBUTE OT MPOBEXkIaHe Ha jiedeHue ¢ Ogivri 1o BpeMe Ha
OpemMenHoCT. B peaku cimyuyau npu OpeMEeHHH JKEHU, KOUTO CE JIGKYBaT C TpacTy3ymao, €
Ha0JIF0JaBaHO HaMaJIeHHWE Ha KOJIMYECTBOTO (AMHUOTHYHA) TEUHOCT, KOSITO 3a00MKaIs pa3BUBAITUS CE
IO/ B MaTkaTa. ToBa ChCTOSIHUE MOXeE J1a O'bJIe BPEIHO 32 IUI0JIa ¥ € CBhP3aHO C HEIThJIHO Pa3BUTHE
Ha Oenute ApoOOBE, KOETO BOJU 10 CMBPT Ha TUIOJA.

Kspmene

He xppmete 1o Bpeme Ha jgedenne ¢ Ogivri 1 10 7 Mecena cie MprUiIaraHeTo Ha IMociIeIHaTa 103a
Ogivri, ThH KaTO TOBa JICKAPCTBO MOKE J1a TIpeMuHe B 6e6eTo upe3 kppmaTta. [lochBeTBaliTe ce ¢
Bammus nekap wim gpapManeBT npean ynotpedara Ha KOETO U Ja € JIEKapCTBO.

Iodupane u paéoTa ¢ MAIIMHH

Ogivri MOXe Jja OKa)ke BIUSIHKAE BbPXY clocoOHOCTTa By na modupate nnn padboTute ¢ MaliuHH.
AKO 110 BpeMe Ha JICUYEHHETO Ce MOSBAT CUMITOMH KaTO 3aMaiBaHe, ChHIMBOCT, CTYI€HH TPBIKHU WIH
MIOBHUIIIEHA TeMIIeparypa, He Tps0OBa jia modupare wix padbOTUTE C MAIIMHY JI0 OT3ByYaBaHe Ha
CHUMIITOMHUTE.

Ogivri cbabpska copouron (E420) u naTpuii
Ogivri 150 mg npax 3a KOHIICHTPAT 32 MH(PY3MOHEH Pa3TBOP
ToBa nekapcTBo chabpika 115,2 mg copOuTon BbB BcekH (IaKkoH.

Ogivri 420 mg mpax 3a KOHIIEHTPAT 3a MHQY3HOHEH PA3TBOD
Toga slekapcTBO ChABPKA 322,6 mg cCOpOUTON BHB BCEKH (PIIAKOH.

CopOuTOaBT € U3TOYHMK Ha (PpyKTO3a. AKOo BHe nmaTe HacIeCTBEHa HEIOHOCUMOCT KbM (DPYKTO3a
(HH®), psiaxo reHeTnyHO 3a00/sBane, He TpsAOBa 1a Bu ce mpuiara Toea jekapctso. [lanueHTure ¢
HH® ne morar na pasrpaxkaar Gpykro3ara, KOSTO MOXKE J1a TPUYUHY CEPHO3HU HEKETAHU PEAKIIHH.
TpsbBa na napopmupare Bamms nexap npenu na Bu Obae nprioskeHO TOBa JEKapCTBO, ako Bue
nmare HH® unu ako Bede He MOXKeE Jla MpUeMaTe CIIaJIKi XpaHU WM HaMUTKHU, 3a110To0 Bu
MpUIIOIIaBa, NOBPBIIATE WM MOTy4YaBaTe HEMPHUSATHU YCELIAHUS KaTo MOJyBaHE Ha CTOMaxa, KOPEMHU
CIIa3MU WU AUAPUS.

ToBa j1eKapcTBO ChABPIKA MO-MaNKo 0T 1 mmol Hatpuii (23 mg) Ha 1030Ba CIUHUIIA, T.€. MOXKE JIa CE
Kake, 9e MPaKTUIECKH He ChIIbpKa HATPHIA.

3. Kak ce npuiara Ogivri

[Ipenu 3amouBaHe Ha JeueHneTo, BamusaT nekap 1ie onpenenu konndectsoto Ha HER2 B Tymopa Bu.
Camo manueHTH ¢ roisimo konndectBo HER2 me 6v1at nexyBanu ¢ Ogivri. Ogivri TpsiOBa 1a ce
Mpuiiara camo OT JIeKap WM MEIULHUHCKA cecTpa. BamusT nekap mie Bu npennuiie no3a u cxema Ha
JiedeHue, KouTo ca noaxonsmu 3a Bac. Jlozata va Ogivri 3aBUcCH OT TelecHOTO Bu tero.

[IspBaTa no3a ot Bamero nedenue ce nmpuiara B Npoab/bkeHHe Ha 90 MUHYTH, KaTo, JOKATO ce
npuiara, Bue me 60bpaeTe HaOM0gaBaH! OT MEAULMHCKH CHEIHUANNCT, B CIIy4Yai e MOIyduTe
HEXeJIaHU peakiy. AKO ITbpBaTa 7j03a ce oHece 100pe, ClIeABAIUTE 103U MOKe J]a Ce MpuiIarar 3a
30 munayTH (BIXKTe pasgen 2 “Ilpexynpexnenus v npeanasHu Mepku”). bpoar Ha nH(Y3UHTE, KOUTO
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1T TIOJTYYHUTE, 1€ 3aBUCH OT TOBA KaK OTTOBapsTE Ha JICYCHUETO. BammusT jiekap 1e o0CHIu TOBa C
Bac.

Ogivri ce mpuiara mox popMaTta Ha HHTpaBeHO3HA MH(Y3Hs (KalIKOBO BIUBAaHE) TUPEKTHO BbB BEHA.
Tasn unTpaBeHo3Ha Gopma He e IpeAHa3HaYeHa 3a ITOIKOXKHO ITPUIIOKEHNE U TPpIOBa 1a ce mpuiiara
caMo 4pe3 HHTPABEHO3HA NH(Y3HS.

Ipu paHeH cTajuii Ha paK Ha MJIEYHATA JKJIe3a, MeTacTa3upall pak Ha MIICYHATa JKJie3a 1
MeTacTa3upan pak Ha cromaxa, Ogivri ce mpuiara npes 3 ceamuir. Ogivri MOXKe ChIIO J1a Ce
MPUJIOKH BEIHBK CEIMHUYHO MPHU METACTA3UpaIT PAK HA MIIEYHATA HKJIe3a.

C men na ce u30erHat rpemiky py JICYEHUETO € BayKHO J]a Ce MPOBEPU ETUKETHT Ha (IaKoHa, 3a J1a €
CUTYpHO, 4€ JIEKapCTBOTO, KOETO CE MPUTOTBs U mpuiara, ¢ Ogivri (Tpacty3ymal), a He IpyT IPOLYKT,
ChIBPIKALI TPACTY3yMal (Hamp. TpacTy3yMad eMTaH3HH WU TpacTy3yMal IepyKCTEeKaH).

AKko cTe cnpesu ynorpedoara Ha Ogivri

He cnmpaiite ynorpebaTa Ha TOBa JieKapcTBO, Oe3 1a ToBopuTe ¢ Bamms nexap. Benuku no3u TpsoBa
Jla ce MmpujiaraT B TOYHOTO OTPEAETICHOTO BpeMe BCAKa CEMHUIIA, MIIN Ha BCEKH TPU CEAMMIIH (B
3aBHCUMOCT OT BarmaTa cxema Ha npuiiokenue). ToBa 1e moMOTrHe JIEKapCTBOTO Ja IeHCTBa
BB3MOXKHO Hail-700pe.

Moxe na ca HeoOxomumu A0 7 Mecena, 3a aa ce orctpanu Ogivri ot opranusMa Bu. [lopaau ToBa,
BamusT exap Moxe J1a IPOIBbIDKH 1a IPoBepsiBa chpaevHara Bu dyHKIms, 1opH U clie]] KaTo
HPHUKIFOYHTE JICUCHUETO.

AKO MMaTe HSKAKBU JOITBIHUTEIHH BBIIPOCH, CBBP3aHH ¢ yroTpedara Ha TOBa JIEKAPCTBO, MOMHUTANTE
Bamms nexap, papmaneBT Wil MEAULUHCKA CECTPA.

4. Bb3MOXKHHU He:KeaHU peaKkuun

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE [1a NPEAMN3BHUKA HEKECIIAHU PCAKIIUU, BBIIPEKU Y€ HC
BCCKH I' TIOJTy4aBa.

Hskou 0T Te3u HEXXENaHU PeaKIMy MOTaT Jia ObJIaT CEPHO3HHU | J1a JOBEAAT JI0 pueManeTo Bu B
0OoIHHUIIA.

ITo Bpeme Ha uHDY3Hsa Ogivri MOXe J1a ce MOABAT CTYACHH TPHIIKU, BUCOKA TeMIIepaTypa 1 IpyTH
rpUnonogo0Hu CUMIITOMH. Te ca MHOTO yecTH (MoKe Aa 3acerHart nosede ot 1 Ha 10 mgymm).

Hpyru cumnromu, cBbp3aHu ¢ HHQY3HATA, ca: rajieHe, HOBpbIIaHe, 00IKa, HOBUIIEHO MYCKYJHO
HallpeXeHNe U TpenepeHe, IiaBooonue, 3aMaiiBale, 3aTpyJHEHO JUIIaHe, BUCOKO MJIM HUCKO KPBBHO
HaJlsiraHe, HapyILeHNsl Ha ChbPACYHUS PUTHM (ChplLeOneHe, TpenTeHe Ha ChbpLETO WK HeTPaBUiIeH
CBbpACUYCH PUTHM), TOJyBaHE Ha JIUIIETO U YCTHUTE, OOPUB U UyBCTBO HA YMOpa.

Hskou ot Te3u cumntomn Moke 1a ObJaT CEPHO3HH, a UMA ¥ ITOYMHAIN MAI[eHTH (BIKTE TOUKa 2.
“IIpenynpexaeHus 1 Ipeana3Hil MEPKU ).

Te3u peaknuu ce HaOJIIOJaBAT MPEAUMHO TIPH ITbpBaTa HHTPaBEHO3HA WH(Y3Us (BIMBaHE BHB BeHATa
Bu) u npe3 mppBUTE YacoBe cie HauaioTo Ha nH(py3usaTa. Te 0OMKHOBEHO ca BpeMeHHU. Bue e
Obaere nox HaOMIOICHUE HA MEIUIIMHCKU CIICUAIIICT 110 BpeMe Ha MH(Y3HATa U TIOHE LIeCT Jaca
CJIe]] Ha4aIo0ToO Ha IIbpBaTa MH(QY3M U 1Ba Yaca cjie]] Ha4ajloTo Ha APYruTe HHQY3UH. AKO HOITy4nTe
peakius, To 1ie 3a0aBu WK cripe HHQY3UATa U MOKeE JIa PUIIOKH JICUSHNUE, 3a J1a IPOTUBOIciicTBA
Ha HeXelnaHuTe peakuuu. MH)y3usTa Moxe Ja MPOABIIKH CIIE MOI00OpEHIE Ha CUMITTOMUTE.

[ToHsIKOTa CUMIITOMHTE 3aIl0YBaT MO-KHCHO OT IIIECT Yaca CJie Ha4ajoTo Ha uHpy3usTa. Ako ToBa Bu

ce ciy4H, He3abaBHO ce cBhpikeTe ¢ Bammst jekap. [ToHsikora ciMOTOMHTE MOXKE J1a Ce TIOJI00pST U
CJIe]] TOBA 1a CE BJIOLIAT MO-KBCHO.
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Cepn03lm HEKCJIAaHU peaKIuu

I[pyru HCXKCIIAaHU PCAKIIMU MOKEC a CC Pa3BUsT 110 BCAKO BPEMC HAa BPEMC Ha JICUCHUCTO C OglVrl
Kaxkere Begnara Ha JIEKap WM MeIUIIMHCKA ceCTpa, aKo 3a0ej1e:KuTe HAKOH OT CJIeHUTE
HEXKEJTaHU peaKIuu:

[Ipobnemu cbe CHPIIETO MOTAT Jia Bb3HUKHAT IMOHSIKOTa 110 BpeMe Ha JIeUeHHE, a B HIKOU
CJIydYau U Clie/l CIIUPAHETO MY, M Morar Jia ObiaT cepro3Hu. Te BKIIIoUBaT oTciIadBaHe Ha
CBHPJICYHUS MYCKYJI, KOETO € Bb3MOXHO J1a JIOBEJIE /IO ChPJIEYHA HEIOCTATHhYHOCT, Bh3IAJICHUC
Ha OOBUBKATa Ha ChPIIETO, U PUTHMHHU HapyIeHus. ToBa MOXKE Jia IOBEJIE JI0 CHMIITOMH KaTo
3a1yX (BKJIFOYHMTETHO TIpEe3 HOIITA), KAILTUIA, 33]{phXKKa Ha TEYHOCTH (OTUYaHE) B KpaKaTa WiH
PBIETE, MATMTUTAITNH (ChPIIcONCHE ITH HEPAaBHOMEPEH ChPACUYCH PUTHM) (BIKTE TOUKA 2.
“IIpoBepka Ha chpaeuHaTa GpyHKINA ).

Bammsar JICKap LIC npocijieasdaBa pSaJ0BHO CbpLIETO Bu o BpEMC Ha U CJIcA JICHCHULCTO, HO Bue Tp$16Ba
Ja YBCAOMUTC He3a0aBHO JICKaps, ako 3a0€NIeKUTE HIKOU OT TOPHUTC CUMIITOMMU.

CuHAPOM Ha TYMOPEH JIU3UC (CHBKYITHOCT OT META0OIUTHH yCIOXKHEHUS, Bb3HUKBAILH CIIC]T
JIeYeHNe Ha paka U XapaKTEepPHU3UPAIH ce ¢ BUCOKH HMBA Ha KaJIUi U GocdaTH, 1 HUCKU HUBA HA
KaJIUi B KpbBTa). CHMIITOMHUTE MOYXE J1a BKITIOYBAT IpobsieMu ¢ Ob0peruTe (cnabdocr,
HEIOCTUT Ha BB3IyX, yMOpa U 00bPKaHOCT), MPOOJIeMU ChC CHPLETO (ChpLedrueHe win
YCKOpEHa Wi 3a0aBeHa chpedHa IeHHOCT), ThpPUYOBe, MOBPBILAHE WK AUAPUS, U U3TPBIIBAHE
Ha ycTara, JJaHUTE WM CThIIANaTa.

AKO TIOTyYuTE HIKOM OT TOPHUTE CHMIITOMH, KOraTo JiedeHueTo Bu ¢ Ogivri € mpukirtounio, Tpsiosa
Jla ce KOHCyATHpaTe ¢ Bamms nexap u 1a My KakeTe, 4e IpeIn ToBa cTe JekyBanu ¢ Ogivri.

MHOr0 4ecTH HeKeJIaHU peaknuu (MoXke 11a 3acerHat mosede ot 1 Ha 10 mymm):

UHEKIUN

JUapust

3areK

KHCEITMHH (JTUCTICTICHS)

yMopa

KOXKHU 00pHBH

OomKka B repauTe

KOpeMHa (cToMarrHa) Ooika

cTaBHa OOJTKa

HUCBHK OpOY YepPBEHU KPHBHH KICTKH U O€JIM KPhBHH KJIETKH (KOUTO TIomMaraT B 6opbara cperry
WH(EKIHUN), TOHSKOTa ¢ TIOBUIIIEHA TEMIIepaTypa

MYCKYJIHa OOJKa

KOHIOHKTHBUT (CEKPET OT OUUTE ChC CHPOEK U CIIETBaHE Ha KIICMadnuTe)
CBIISIIHA OYH

KbPBEHE OT HOCa

Xpema

Koconas

TpenepeHe

TOpewIy BbJIHU

3aMasHOCT

HapyleHHUs Ha HOKTUTE

3ary0a Ha Terjo

3ary0a Ha aneTHT

0e3chHUE (MHCOMHHS)

MPOMSIHA Ha BKyCa

HUCBHK Opoii TPOMOOIIUTH

CHUHUHH

M3TPBIIBAHE WM MPaBy4YKaHe Ha MPHCTUTE HAa PHIIETE U KpaKaTa, KOETO MOHIKOra MOXe Ja
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3acerHe Lenus KpatHuk

3auepBsABaHe, MMOyBaHE WIH S3BH B yCTATa U/WIIU I'bPIIOTO

0omKa, MoyBaHe, 3auepBIBaHE WM U3TPHIIBAHE HA PHIIETE U/UIIM KpaKaTa
3a1yX

rJ1aBooome

KaIlUTAIA

MOBPBILAHE

rajicHe

YecTH HexxeJIaHU peakunu (Moxke 1a 3acertar m1o 1 Ha 10 gymm):
aJepPru4HU peaKuu

CyXOTa B ycTaTa U cyxa Koxa

MHQEKIUN Ha TBPIIOTO

CyXH 04U

MHQEKIUN Ha MTUKOYHMS MEXYP U KoXKaTa

U3IOTSIBaHE

YyBCTBO 3a cJ1a00CT M HEPaA3MOI0KEHHUE

BB3MAJICHUE Ha I'bplaTa

TPEBOXKHOCT

BB3MAJICHUE HAa YEPHUS APOO

AenpecHs

OBOpeYHH YBpEKIaHHS

MIOBUILICH MYCKYJIEH TOHYC WIH HalpeKeHHe (MyCKYITHa XUIICPTOHHS)
actMa

nH(peknusa Ha Oenute 1podoBe

00JIKa B KpaKaTa W/WiId PhIETe

OemonpoOHY HApYIICHUS

ChpOsIT 00pUB

0oika B repOa

CHHJIMBOCT (COMHOJICHTHOCT)

0oJKa BBB BpaTa

xeMopouaH (ToIyBaHe Ha KPhBOHOCHUTE CHIOBE OKOJIO aHycCa)
KOCTHa 00JIKa

chpoex

aKHe

CITa3MH Ha JOJTHUTE KPalHHUIN

HeuecTu Hexke1aHu peakuuu (Moxe fa 3acersar 10 1 Ha 100 gymm):

o TJIyXoTa

o HaJWTHAT OOpPUB

o XPHIIOBE

o Bh3MAJICHUE UK CpacTBaHus B Oenute IpodoBe

Penxu Hexeanm peakuuu (Moxxe na 3acersar 1o 1 ga 1 000 myrmm):

. XKBJITCHUIA (TIOKBITSIBAHE HA KOXKAaTa U OSUIOTO HA OUHTE)

o aHa(i)I/IHaKTI/IT-IHI/I peaKkuumn (Te>1<1<a BHE3aITHa aJICprudHa p€aknuua CbC CUMIITOMU KaTO O6pI/IB ,
ChpOEK Ha KOXKaTa, 3aTPYJHEHO JUIIAHE WIH 3aMaliBaHe WM IPUMAISIBAHE)

Hexenann peaKkuuu, ¢ HCU3BECTHA YeCTOTa (OT HAJIMYHUTC JaHHU HC MOXKE Ja 6T>I[G HalipaBCHa
OIICHKAa Ha IleCTOTaTa):

L HapylmeHO KPbBOCHCUPBAHC

L BHCOKH HHBa Ha KaJaul

L OTOK WM KbPBCHEC B 3aJHATA YaCT HA OYUTC

L4 IIOK (OHaCHO MOHM>XXAaBaHC HAa KPbBHOTO HAJISATAHC, IPUYUHABAIIO CUMIITOMHA KATO 6’Bp30,

MMOBBPXHOCTHO JHUIIAHE, CTY/ICHA, JICTIKaBa Koxa, Obp3, cl1ad MmyJc, 3aMasHOCT, cI1aboCcT U
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MIPUTIATBK)

HEpUTMHUYHA CHPJCYHA JEHHOCT

JUXaTeJIeH AUCTPEC

JuXaTesHa HeAOCTaTbUYHOCT

OCTPO HaTPyNBaHE HA TEYHOCT B OenuTe 1poboBe

OCTPO CTECHSBAHE Ha AUXATEIHUTE IbTHILA

HEEeCTECTBEHO HUCKHM HUBA Ha KHCIOPOA B KPbBTa

3aTPyAHEHO AMIIAHE B JIETHAJIO MOJI0XKEHHUE

YEPHOAPOOHO YBpEKIaHE

OTOK Ha JIMLETO, YCTHUTE U I'bPIOTO

0BbOpevHa HeAOCTaTBYHOCT

MO-MaJIKO OT HOPMAITHOTO KOJIMYECTBO TEYHOCT OKOJI0 OebeTo B yrpobara
HEJ0CTaThYHO pa3BUTHE Ha Oenute ApoOoBe Ha OedeTo B yTpobaTa
HEJ0CTaThYHO pa3BUTHE Ha OBOperuTe Ha 6e0eTo B yTpobaTa

Hsikon oT HexenaHuTe peakiiy, KOUTO NOoTydaBaTe, MOXe Ja e JbJDKAT U Ha OCHOBHOTO 3a00JsIBaHe
pak Ha MJIe9HaTa *kJie3a. AKko ce jJekyBate ¢ Ogivri B KOMOMHAIS ¢ XUMHUOTEPAITHs, HIKOU OT TAX
MOJKE J1a C€ IBJDKAT ChIIO U Ha XUMHUOTEpaIusTa.

Cpo0maBaHe HA HesKeJIaHU peakIun

AKO TIOJTyYuTe HAKAKBU HEXKEJIaHU JICKAPCTBCHH PEeaKIvy, yBenomMere Bams nekap, hapmaieBT wim
MEIMIMHCKA cecTpa. ToBa BKIIFOYBA BCHYKH BH3MOXKHHM HEOTIMCAHU B Ta3H JIUCTOBKA HEXEIIaHU
peakmuu. MOXKeTe ChITO Ja ChOOINUTE HEeXKEITAaHN PEaKIIy JUPEKTHO Upe3 HaI[MOHATHATA CUCTEMA 3a
crobmiaBane, mocodeHa B [punoxkenne V. Kato cbo0mIaBaTe HeXKeIaHU PEaKITHNH, MOXKETE J1a JaIeTe
CBOS MMPUHOC 32 TIOJy4YaBaHe Ha MOBeYe MH(OPMAIUs OTHOCHO 0€301aCHOCTTAa Ha TOBA JICKAPCTBO.

5. Kak na cexpansiBate Ogivri
Jla ce chxpaHsiBa Ha MSICTO, HEJIOCTHITHO 32 JICTa.

He u3non3Baiite TOBa JIEKapCTBO CJIE] CPOKA HAa TOHOCT, OTOEA3aH BbPXY KapPTOHEHATA OMAKOBKA U
eTukeTa Ha (akoHa cien ,,l'onen 10:“ u “EXP” CpokbT Ha TOMHOCT OTTOBAps Ha MOCIEAHHS JCH OT
IMOCOYEHHS MECEII.

a ce cexpanssa B xmamuiauk (2 °C — 8 °C).

Wudy3nonanTe pa3TBopH TpsOBa Ja ce M3MOA3BaT He3abaBHO cliel pa3pexaane. He nsmomnssaiite
Ogivri, ako 3a0eyIe)KUTe BUAMMU YaCTUIU MU MPOMSIHA Ha [IBETa PEIH MPHUIIOKEHUE.

He u3xBbpisiite nekapcTBaTa B KaHAIU3aLUATa WIK B KOHTEMHEpa 3a JOMAIIHU OTIAbIIH.
[MonmTaiite Bamms papmaneBT kak ga H3XBBPISATE JeKapcTBaTa, KOMUTO Bede He u3rnon3sare. Te3n
MEPKH 1€ CIIOMOTHAT 34 OIla3BaHe Ha OKOJIHATa Cpefa.

6. CL)Imea}me Ha OMMaKOBKAaTa M JOIIbJHUTEC/IHA I/IH(l)OpMaIII/Iﬂ

Kakso ceabpxa Ogivri
- AKTHBHO BEIIIECTBO: TpacTy3ymao.
o Bcexku ¢uakon ceappxa 150 mg Tpacty3yma0, KoiTo TpsOBa ga ce pa3TBopu B 7,2 ml
BOJIA 32 MH)KEKLUH, WIH
o Bcexu ¢makon ceappxa 420 mg Tpacty3ymad, KoiTo TpsiOBa Aa ce pa3reopu B 20 ml
BOJa 3a MHXXCKIIMH, NJIN
- Tlomy4enusT pa3TBop chabpka nmpudmm3uTerHo 21 mg/ml Tpacty3ymao.
- Hpyru ceeraBku: L-xuctuanHoB xuapoxiopun, L-xuctuaus, copdburon (E420 [Bx. Touka 2
“Ogivri ceabpika copouron (E420) u natpuii*‘]), makporon 3350, XJI0pOBOAOPOHA KHCEIMHA U
HATpHEB XUIAPOKCH] (3a Kopekius Ha pH).
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Kak n3raexna Ogivri 1 KakBo CbIbpska OIaKOBKaTAa
Ogivri e mpax 3a KOHIIEHTpAT 32 HHPY3UOHEH Pa3TBOP, KOWTO ce Mpeiara B CThbKICH (JIaKoH C

ryMeHa 3aIymiaika, Koito ceaspxar 150 mg unn 420 mg tpactyzymab. [IpaxbsT npencrasissa Osa

JI0 OJIeToXKbITa THOQUITN3NpaHa Maca. Besika omakoBka chabpika 1 ¢uakoH ¢ mpax.

IpuTexaTten Ha pa3pelIeHHETO 32 YNOTpeda

Biosimilar Collaborations Ireland Limited
Unit 35/36

Grange Parade,

Baldoyle Industrial Estate,

Dublin 13

DUBLIN

Upnanaus

D13 R20R

IIpousBoauren
Biosimilar Collaborations Ireland Limited

Block B, The Crescent Building, Santry Demesne

Dublin
D09 C6X8
Wpnanpus

3a nonbJIHUTETHA HHOPMAIHS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JIOKAITHHS
NpPEICTABUTEN HAa MPUTEKATEIs HA Pa3pelIeHHEeTo 3a yrnorpeda:

Belgié/Belgique/Belgien
Biocon Biologics Belgium BV
Tél/Tel: 0080008250910

bbarapus
Biosimilar Collaborations Ireland Limited
Tem: 0080008250910

Ceska republika
Biocon Biologics Germany GmbH
Tel: 0080008250910

Danmark
Biocon Biologics Finland OY
TIf: 0080008250910

Deutschland
Biocon Biologics Germany GmbH
Tel: 0080008250910

Eesti
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

E\LGoo

Biocon Biologics Greece MONOITPOZQITH
LK.E

TnA.: 0080008250910
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Lietuva
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Luxembourg/Luxemburg
Biocon Biologics France S.A.S
Tél/Tel: 0080008250910

Magyarorszag
Biosimilar Collaborations Ireland Limited
Tel.: 0080008250910

Malta
Biosimilar Collaborations Ireland Limited
Tel.: 0080008250910

Nederland
Biocon Biologics France S.A.S
Tel: 0080008250910

Norge
Biocon Biologics Finland OY
TIf: +47 800 62 671

Osterreich
Biocon Biologics Germany GmbH
Tel: 0080008250910



Espaiia
Biocon Biologics Spain S.L.
Tel: 0080008250910

France
Biocon Biologics France S.A.S
Tel: 0080008250910

Hrvatska
Biocon Biologics Germany GmbH
Tel: 0080008250910

Ireland
Biosimilar Collaborations Ireland Limited
Tel: 1800 777 794

island
Biocon Biologics Finland OY
Simi: +345 8004316

Italia
Biocon Biologics Spain S.L.
Tel: 0080008250910

Kvbmpog
Biosimilar Collaborations Ireland Limited
TnA: 0080008250910

Latvija
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Polska
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Portugal
Biocon Biologics Spain S.L.
Tel: 0080008250910

Romaénia
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Slovenija
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Slovenska republika
Biocon Biologics Germany GmbH
Tel: 0080008250910

Suomi/Finland
Biocon Biologics Finland OY
Puh/Tel: 99980008250910

Sverige
Biocon Biologics Finland OY
Tel: 0080008250910

JlaTa Ha mocJieaHo mpepasriexkaade Ha Jucropkara {MM /I'TTT}

ITonpoOHa nH(pOpMaNHKs 3a TOBA JIEKAPCTBO € MpeoCcTaBeHa Ha yeOcaiiTa Ha EBporetickara areHIus
IO JIeKapcTBara http://www.ema.europa.cu
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Ilocouenara mo-a0.1y I/lH(l)OpMaIll/Ifl € NMpeaAHasHaYeHa caMoO 3a MEAUIIUHCKHU CIICIMUAJIUCTH:

C nen na ce u30erHaT IPeLIKH MIPH JICYCHUETO € BAXKHO Ja CE MIPOBEPAT ETUKETHTE Ha (IIaKOHA, 3a Ja
€ CUT'YPHO, Y€ JIEKapCTBOTO, KOETO Ce MPHUTOTBS U npuiara, € Ogivri (Tpacty3ymab), a He ApyT
MPOIYKT, ChIBPIKAIT TPAcTy3yMal (HaIp. TpacTy3ymMad eMTaH3WH WU TPacTy3yMab MepyKCTEKaH).

Bunaru cexpaHnsBaiiTe ToBa JIEKapCTBO B 3aTBOPEHA OPUTMHAIHA OMIAKOBKA MPHU TEMIIEpATypa

2 °C — 8 °C B xnaguinauk. @naxon Ogivri, peKOHCTUTYUPaH B CTEPUIIHA BOAA 32 MHKEKIUHU (HE €
NpUIIOKEHa), € cTabuiieH B poabinkenne Ha 10 qau nipu 2 °C — 8 °C ciie; MpUTOTBSIHE U HE TPsiOBa
Jla ce 3aMpassBa.

ITo BpeMe Ha MPUrOTBSIHETO, TPsIOBa fa ce OopaBu BHUMaTenHO ¢ Ogivri. [IpekoMepHOTO 00pa3yBaHe
HA ISIHA 110 BpeMe Ha PEKOHCTUTYUPAHE WM PAa3KIIAIaHEeTO Ha moyTyueHus pa3tBop Ogivri Moxe na
MPeIU3BUKA MPOOJIEMH, CBBP3aHU ¢ KomndecTBOTO Ogivri, KOETO MOXe A2 ObJIe U3TETIICHO OT
(hnaxoHa.

Ogivri 150 mg mpax 3a KOHIIEHTpAT 3a HHQY3HOHEH PAa3TBOD

TpsOBa ma ce U3MmoI3Ba MOAXOSIINA aceNTHIHA TexHuKa. Beeku duakon 150 mg Ogivri ce
peKOHCTUTYHpa ChC 7,2 ml cTepritHa BOAA 32 MHKEKITHH (HE € TIPIIIOXKeHa). MI3Imon3BaHeTo Ha IpyTH
pa3TBOpH 3a PEKOHCTUTYHUPAHE ClieBa Jia ce n30sarea. Taka ce momydasa 7,4 ml pa3tBop 3a
€IHOKpaTHa yrnotpeba, ChbpKai mpuomusutenso 21 mg/ml Tpactyzymad. Mamumrek ot 4% nasa
BB3MOKHOCT OT BCEKH (PJIAKOH Ja c€ M3TETIN OTpa3eHaTa Ha eTHKeTa 1032 oT 150 mg.

Ogivri 420 mg mpax 3a KOHIIEHTpAT 3a MHQY3HOHEH PAa3TBOD

TpsibBa ma ce U3M0/I3Ba MOAXOAIIA aCeNTUYHA TeXHUKa. Beekn durakon 420 mg Ogivri ce
pexoHcTHTyHpa ¢ 20 ml crepuiHa Boja 3a MHXKEKINY (HE € MpenocTaBeHa). M3moisBaneTo Ha Apyru
Ppa3TBOpHUTENH 32 PEKOHCTUTYUPAHE Clie/Ba a ce u30sarea. Taka ce momyuasa 21 ml pa3TBop 3a
eJHOKpaTHa yrnoTpeda, ChabpsKalll npuoausuTeaHo 21 mg/ml tpacty3ymao, npu pH npuoOIu3uTeHo
6,0. M3nmumrek ot 4,8% maBa B3MOXKHOCT OT BCEKH (PJIAKOH 1 Ce U3TETJIM OTpa3eHaTa Ha eTUKeTa
no3a ot 420 mg.

®makon Ogivri KonmgecTBo crepmitHa Boa 3a Kpaiina KoHIIEHTpaIus
WHKEKLHUS

150 mg ¢nakon + [ 7,2ml = |21 mg/ml

420 mg ¢uakon + [ 20ml = |21 mg/ml

HHCTpyKIMY 32 pEKOHCTUTYUPAHE:

1)  Karo u3nos3Bare CTepuIIHA CIPUHIIOBKA, OAaBHO MH)KEKTUPANTe MOIXOAAIINA 00eM (KaKTo €
0TOeNA3aHO T0-TOpe) CTEPHITHA BOJIA 33 MHXKEKIIMU BBB ()J1aKOHA, ChIbpIKAaIll JINOQUITH3HpaH
Ogivri, HaCOYBaKKM CTpPysITa B THOPUIN3ATA.

2)  Jleko 3aBbpTeTe (akoHa, 3a Ja MOAMOMOrHeTe pekoHcTuTynpanero. HE PASKJIAIIIAITE!

[pu pekoHCTUTYHpaHe HAa MPOYKTa HATMYMETO Ha MAJIKO IsTHa He € HeoOn4aitHo. OcraBete (iakoHa
3a 0k0J10 5 MuHyTH. PasrBopenusat Ogivri e 6e31BeTeH J0 OJIeI0KBIT MPO3padcH pa3TBOp U HA
NpaKkTUKa He TPSOBA Ja Chbp)Ka BUIUMH YaCTHUIIH.

Ompenernere KOIHIECTBOTO HEOOXOIMM Pa3TBOP:
. Bb3 OCHOBA Ha HAaTOBapBallla J03a TpacTy3yMad 4 mg/kg TeaecHo TEerio uin
moclie/iBalia CeMUYHA 1032 TpacTy3yMab 2 mg/kg TenecHo Terio:

O6em (ml) = Teaecno Terjo (kg) x no3a (4 mg/kg HaToBapsaiia win 2 mg/kg moaarbpxaiia)
21 (mg/ml, KOHIIEHTpaIKs Ha pa3peIeHUs! pa3TBop)

o B3 OCHOBA Ha HATOBapBallia J03a TpacTy3ymad 8 mg/kg TenecHo Terno win
mocjeaBaiia 3-ceIMUYHa J103a TpacTy3ymad 6 mg/kg TeaecHo Tero:
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06em (ml) = Teaecno Terao (kg) x mo3a (8 mg/kg HaToBapBara win 6 mg/kg momTbpxania)
21 (mg/ml, KOHIIEHTpaNKs Ha pa3peIcHUs! pa3TBop)

[MomxoasmioTo KOITUUECTBO Pa3TBOP TPAOBa Ja ce U3TErH OT (PiIaKoHa Ype3 U3MOI3BaHe Ha CTEPUITHA
UIja U CIPHUHLOBKA, U J]a ce NpUOaBu B MH(PY3MOHEH CaK OT IOJIMBUHWIXJIOPU], HOJIUETHICH WIH
nojunponuieH, ceappkai 250 ml Harpues xaopug 9 mg/ml (0,9%) undysnonen pasreop. [a He ce
H3II0JI3BA C TIIIOK03a-ChABPKAIIN Pa3TBOpH (BXK. Touka 6.2). CakbT TpaOBa JieKo Aa ce 00bpHe, 3a 1a
ce pa3MecH pa3TBOPBT, KaTo ce u30sArBa oOpasyBaHeTo Ha msHa. [Ipeau ynorpeba, pa3TBopuTe 3a
HapeHTepaIHo NPUIOKEHHE TPsIOBa 1a ce MHCIIEKTUPAT BU3yaIHO 3a TBbPAY YaCTHLIY U IIPOMsIHA Ha
nseta. Ciief; KaTo ce MpUroTBH, HHPY3UsATa TPAOBa a ce MPUIIOKH He3a0aBHO. AKO € pa3peaeHa
acenTHYHO, MOXe J1a ce chxpaHsaBaHa 10 90 gau npu Temnepatypa 2 °C — 8 °C u B npoabDKeHHe Ha
24 gaca nmpu TemnepaTypa, He no-sucoka ot 30 °C.
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