IMPHUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



vTosn JISKapCTBEH MPOAYKT TOJUICKU Ha JOMIBIHUTEIHO Ha0IIoIeHre. ToBa 111e 1mo3Boiu Obp30TO
YCTaHOBSIBaHE Ha HOBa MH(OpMAaIUs OTHOCHO Oe30macHOCTTa. OT METUITMHCKUTE CIICIIHATTUCTH CE
M3KCKBA J]a ChOOIIABAT BCSIKA MTOA03MpaHa HeKeJlaHa peakiys. 3a HaunHa Ha ChOoOIaBaHe Ha
HEXXEJTaHW PEaKINK BIDKTE TOUKa 4.8.

1. HUME HA JIEKAPCTBEHUSA IMTPOAYKT
Zercepac 60 mg npax 3a KOHIEHTpAT 32 HHPY3UOHEH Pa3TBOP

Zercepac 150 mg npax 3a KOHIIEHTpAT 32 HH(QY3HOHEH Pa3TBOP
Zercepac 420 mg npax 3a KOHLIEHTPAT 3a HH(PY3HUOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Zercepac 60 mg npax 3a KOHIICHTpAaT 3a I/IH(bV3I/IOHeH Pa3TBoOp

Enun gnakon cpappka 60 mg Tpacty3ymad (trastuzumab), xymanuzupano [gGl MoHOKIIOHATHO
AQHTHUTSUIO, IOJTYYEHO OT KJIEThUHA CyCIIEH3MOHHA KYJITYpa OT KJIETKH Ha 003aliHULM (IHYHUK OT
KUTANHCKH XaMCTep) U MPEYNCTEHO upe3 apuHuTeTHA N HOHOOOMEHHa XpoMaTorpadus, BKIFOUUTEITHO
U 4pe3 MPOoLeaypH 3a Crieu(UIHO HHAKTUBUPAHE M OTCTPAHSIBAHE HA BUPYCH.

Zercepac 150 mg mpax 3a KOHIIEHTPAT 33 WHGY3UOHEH PAa3TBOP

Enun gnakon ceappka 150 mg tpacty3ymab (trastuzumab), xymaHnusupano IgG1l MOHOKIOHAITHO
AHTHUTSUIO, IOJTYYEHO OT KJIEThUHA CyCIIEeH3MOHHA KYJITYpa OT KJIETKH Ha 003aiHHULM (IHYHUK OT
KUTAHCKH XaMCTep) U MPEYNCTEHO upe3 apuHUTeTHA N HOHOOOMEHHa XpoMaTorpadus, BKIFOUUTEITHO
Y upe3 MpoLeaypH 3a CIIeUU(PUYHO HHAKTUBUPAHE U OTCTPAaHsBAaHE HA BUPYCH.

Zercepac 420 mg npax 3a KOHIIEHTPAT 3a MHGY3UOHEH Pa3TBOD

Enun gnakon ceapprka 420 mg tpacty3ymab (trastuzumab), xymaHusupano [gG1l MOHOKIOHAITHO
AHTUTSIO, OIYYCHO OT KJICThYHA CYCIEH3MOHHA KYJITYpa OT KJISTKH Ha 003alHUIM (SITYHUK OT
KUTAHCKH XaMCTep) U MPEYNCTEHO upe3 apuHUTeTHA N HOHOOOMEHHa XpoMaTorpadus, BKIFOUUTEIHO
Y upe3 MpoLeaypH 3a CIIeUU(PUIHO HHAKTUBUPAHE U OTCTPAaHsBAaHE HA BUPYCH.

[IpuroTBenusT pa3TBop Zercepac chabpxa 21 mg/ml Tpacty3ymao.

[ToMOIIHO BEIIECTBO ¢ U3BECTHO ACHCTBUE

Bceekn dmakon 60 mg cpappixka 0,24 mg mosmcopodar 20.
Bceekn dmakon 150 mg cpabpika 0,6 mg mommcopodar 20.
Bceeku ¢uaxon 420 mg ceabspxa 1,7 mg nonucopdat 20.

3a IBJIHUA CIIUCHK Ha MTOMOILHUTE BEIECTBA BHKTE TOYKa 6.1.

3. JIJEKAPCTBEHA ®OPMA
[Ipax 3a KOHIEHTpAT 32 HHPY3UOHEH Pa3TBOP

bsin 1o 61eoKbAT THOGUITU3UPAH Mpax.



4. K/IMHUYHU JAHHU
4.1 TepaneBTHYHHU MOKA3AHUS

Pak Ha MiieyHaTa sxJjiesa

Memacma3upaﬂ PAaK HA mjaevHama aicie3a

Zercepac ¢ IoKa3aH 3a JICueHHE Ha Bb3pacTHH nanueHTd ¢ HER2-monoxuTeneH Metacta3upai pak Ha
muteyHata xieza (MPMXK):

- KaTo MOHOTEpaIus 3a JeUeHrEe Ha Te3W MAIlUEeHTH, KOUTO ca OMITH JICKYBaHH C HE TTO-MaJIKO OT
JIBE€ XUMUOTEPAICBTUYHH CXEMH 10 ITOBOJI METacTa3upasioTo 3abonsBane. [Ipeaxoxaamara
XUMHOTEpaIus TpsOBa J1a € BKIIFOYBaja MOHE aHTPAIMKINH U TaKCaH, OCBEH aKO MAIMEHTUTE HE
ca OwII TTOIXOISAIIH 32 TTOA00HO JedeHue. [larnenTrTe, MOI0KUTETHY 33 XOPMOHATHI
pernienropu, TpsiOBa 11a ca MPOBEIN HEYCIIEITHO U XOPMOHATHO JICUSHNE, OCBEH aKO MAIUCHTUTE
ca OMIM HEMOAXOIAIIHN 3a OT00HO JICUCHHE.

- B KOM6I/IHaIlI/I$I C ITaKJIMTAKCECJI 3a JICHCHUEC Ha TC3HU ITAIlTMCHTH, KOUTO HEC Ca ouu JICKYBaHH C
XUMHUOTCpAIiuA 3a METaCTasupaio 3a00JI9BaHe U IIpU KOUTO HE € MOAXOAAIIO MPUITIOKCHUCTO Ha

AQHTPALMKIIIH.

- B KOM6I/IHaI_II/IH C JO0LCTAaKCEI 3a JICHCHUEC HAa TC3U MMAIUCHTHU, KOUTO HE Ca ounu JICKYBAHHU C
XUMHUOTECpAIiuA 3a METacTasupaio 3a00JsBaHe.

- B KOMOMHAIIMS C apOMaTa3eH MHXHOUTOP 3a JIeUYeHHE Ha IMallMeHTH B TIOCTMEHOMAy3a,
MOJIOXKUTENHY 32 XOPMOHAJIHU penentopu, ¢ MPMOK, HenekyBaHu rpeau ToBa ¢ TpacTy3ymao.

Pax na maeunama orcneza 6 panen cmaouil

Zercepac € MoKa3aH 3a JIeYeHre Ha Bb3pacTHH naruentu ¢ HER2 nonoxutenen pak Ha Mie4HaTa
kie3a B paneH craauit (PPMIK):

- CJIe]] OTiepanysi, XuMuoTepanus (HeoaroBaHTHA WK JIF0BAaHTHA) U TbUeIICUeHIE (aKo ¢
MIPUIIOKUMO) (BXK. Touka 5.1).

- CJIC aIF0OBAHTHA XUMHUOTECPAIIU C ,Z[OKCOpy6I/ILII/IH n LII/IKJ'IO(i)OC(l)aMI/IZ[, B KOM6I/IHaLII/I$I C
MaKJIMTAaKCEI WK JOUCTAKCEII.

- B KOMOMHALIMS C aJI0OBaHTHA XUMHUOTEPAIHs, ChCTOSINA CE OT JIOLETaKceN U KapOOoIIaTHH.
- B KOMOMHAIIMS C HE0IIOBAaHTHA XUMHUOTEpAIHus, IOCIeIBaHa OT alfOBAaHTHA TEPAIHsI ChC
Zercepac, 3a JJOKaJTHO aBaHCHPAJO (BKIIOUUTENIHO BB3MAJIUTETHO) 3a00IsIBaHe WIH TYMOPHU
>2 cm B quaMeThp (BK. Touku 4.4 u 5.1).
Zercepac TpsiOBa Jia ce mpuiiara camo IpH MalMeHTH ¢ MaTacTa3upai WK pak Ha MIIeYHATA JKJie3a B
paHeH CTaJiuid, YNHUTO TyMOp € Che cBpbxekcnpecus Ha HER2 nmu ¢ renna ammmmdukanus Ha HER2,

orpezieNieHa uype3 TOYEH M BaTuaupaH MeTo I (BX. Touku 4.4 u 5.1).

Memacmaszupan pak Ha cmomaxa

Zercepac B KOMOMHANNA C KaNEIUTa0MH WK S-QIIyopoypaiiil ¥ MUCIDIATHH € TI0Ka3aH 3a JISYeHHe Ha
BB3pacTHU naruentu ¢ HER2-monoxxurenen Metacrasupan afieHOKapIIMHOM Ha CTOMaxa WM Ha
MACTOTO Ha CBHP3BaHE HA CTOMaxa ¢ XpaHOMPOBO/A, KOUTO HE Ca MOJIyYaBaIM MPEeaAU TOBA
MPOTHUBOPAKOBO JICUECHHUE 32 TAXHOTO METACTAa3UPaIO 3a00sIBaHE.



Zercepac TpsiOBa Aa ce Ipuiiara camo IpH HaIueHTH ¢ MeTacTazupai pak Ha cromaxa (MPC), gmiito
TyMOpH ca cbe cBpbxekcnpecus Ha HER2, nedunupana criopes pesynrata ot ICH2+ u moTebpzcHa
ot pesynrara ot SISH unu FISH, wnu ot ICH3+ pesynrat. Tps0Ba na ce u3mon3BaT TOUYHH U
BaNUAUPAHU METOIH (BXK. Touku 4.4 1 5.1).

4.2 Jlo3MpoBKa M HAYMH HA MPUJIOKEHHE

Wzcneasanero 3a HER2 npean 3amouBane Ha fieueHne € 3aIBIDKUTENTHO (BXK. Touku 4.4 u 5.1).
Jleuenueto cbe Zercepac TpsAOBa Ja ce 3all04HE CaMO OT JIEKap C OIUT B PHJIOKEHUETO Ha
LUTOTOKCHUYHA XUMHOTEpanus (Bxk. Touka 4.4) u TpsOBa ja ce mpuiiara caMo 0T MeIULMHCKU
CHEIMAIUCT.

Zercepac 3a UHTPAaBCHO3HO NMPUJTIOKCHUEC HC € MPCAHA3HAYCH 3a IMOAKOKHO MMPUITIOKCHUC U Tpﬂ6Ba Ja
CC IMpujara caMo 4pe3 MHTPAaBCHO3HA I/IH(i)YBI/IfI.

C nen 1a ce 30€rHAT TPEUIKH MTPH JICYCHUETO € BAXKHO Ja CE MIPOBEPAT ETUKETHTE Ha (JIaKOHA, 32 2
€ CHT'YPHO, Y€ JICKAPCTBEHUSAT MPOYKT, KOWTO Ce MPUTOTBS U MpHiiara, ¢ Zercepac (Tpacty3yma0), a
HE JIPYT HPOIYKT, ChABPIKAII TPACTy3yMad (HaIp. TpacTy3yMad eMTaH3WH MM TPacTy3ymMao
JIEPYKCTEKaH).

AOBI/I[ZOBKa

Memacma3upaﬂ PAaK HA mjaevHama aicie3a

Tpuceomuuna cxema

HpenoquI/ITenHaTa Ha4daJIHa HaTOBapBallia 103a € 8 rng/ kg TCIJIICCHO TECTJIO. HpenoquHTeﬂHaTa
nogabpIKala 103a npyu NpruiIoKCHUEC Ha UHTCPBAJI OT TPpU CCAMUILIU € 6 l’l’lg/kg TCJICCHO TETIJ10, KaTO T
C€ 3aro4Ba Tpu CEAMHIM CJIE HaTOBapBalllaTa J103a.

Ceomuuna cxema

[penopbunTenHaTa Havya Ha HaTOBapBala J03a Zercepac e 4 mg/kg TenecHo Terdo.
[IpenoppunTenHaTa ceAMUYHA MOATbPIKAIIA 1032 Zercepac € 2 mg/kg TenecHo Tero, KaTo ce
3aroyvHe ejHa CeAMMIIA CJIe]] HaToBapBalara J03a.

Tlpunoocenue 6 KomMbUHayus ¢ NAKIUMAKcen Uil 00Yyemarkcen

B ocnoBuute m3nutBanmst (H0648g, M77001), maknurakcen Wiy A0IeTaKkcel ca OUiIu Ipularany B
JISHS CIIe/T ITbpBaTa J03a TpacTy3yMab (3a mozupane Bx. KpaTkara xapakTepuCTHKa Ha TIPOIYKTa
(KXII) Ha maknuTakcemn Wil IOIEeTaKce) U HETIOCPECTBEHO CIIE IMTOCIIEABAIIUTE 03U TPacTy3ymao,
NPY TIOJIOJKEHHE, Ye MpeIX0oKaalara 103a TpacTy3ymad ce e monecia goope.

Tlpunosicenue 6 kombunayus ¢ apomamaser UHXUOUMop

[To Bpeme Ha ocHOBHOTO M3nuTBane (BO16216), TpacTy3ymab 1 aHACTPO30J1 ca TIpUIIaraHu oT JcH |-
BH. HsiMa orpanudeHus o OTHOIIIEHHE Ha OTHOCHTEITHOTO BpeMe Ha MPWIIOKEHHE Ha TpacTy3ymad u

aHacTpo301 (3a go3zupane Bx. KXII Ha aHacTpo3011 niy Ha ApyruTe apoMaTasHu HHXHOUTOPH).

Pax na maeunama sricnesa 6 PAHEH cmaoutl

TpucedMulma U ceOMUYHA cxema Ha npujlodicerHue

Karo cxema Ha mpuioxeHue Mpe3 TpU CEAMULIM IPENOpPhYNTENHATa HaYaJIHa HATOBAapBaIlla 032
Zercepac e 8 mg/kg tenecHo terno. [lpenoprunTenyara moaappikaia g03a Ha Zercepac, npuiaral
Ipe3 UHTEPBAJI OT TPH CEAMUIH, € 6 mg/kg TenecHo Teryo, KaTo Ts ce 3a104Ba TPH CEIMMUITH CIIC
HaTOBapBalllara J103a.



Karo cxema Ha mpuiioyKeHHE BCsKa ceaMuIla (HaualHa HaToBapBaiia g03a 4 mg/kg, mociensaHa ot
2 mg/kg BcsKa ceMUIIA) ChITBTCTBAIIO C MAKIUTAKCEN CIIe]] XUMUOTEPAIHs C JJOKCOPYOHUIINH 1
rukiaodochamu.

Bwxte Touka 5.1 3a go3upane mpu KOMOMHUpaHA XUMHOTEPATIHSL.

Memacma3zupan pak na cmomaxa

Tpuceomuuna cxema
[IpenopbunTennara HaYaaIHa HaTOBapBaIia jg03a ¢ 8 mg/kg TenecHo Terio. [IpenoppunTennara
MOJTBPIKAIIA J]03a TIPHU MPHIIOKECHNE Ha HHTEPBAI OT TPU CEAMHUITU € 6 mg/kg TelecHO Terno, Karo Ts

CC 3aIo4Ba Tpu CCAMUIM CJIC HaTOBapBallaTa 103a.

Pak Ha MuieuHaTa jKJie3a M paK Ha cToMaxa

Ipoovrscumennocm na neuenue
ITammmenture ¢ MPMIK 1 MPC TpsiOBa 1a ce JeKyBaT ChC Zercepac 0 Mporpecus Ha 3a00IIBaHETO.

[Namuenture ¢ PPMX TpsabBa na ce nexyBaT cbC Zercepac B MIPOABIKEHHE HA | ToAWHA WM A0
penaMBrUpane Ha 3a00IsIBAaHETO, KOETO HACTHITH TBPBO; yABDKaBaHe Ha eueHneTo npu PPMIK
NOBeYEe OT €/1Ha FOJJMHA HE Ce MpernopbyBa (BXK. Touka 5.1).

Hamanseane na oozama

ITo BpeMe Ha KIMHUYHUTE U3MUTBAHUS ChC Zercepac He € U3BbPIIBAHO HaMaJsBaHE Ha J03aTa.
[TanuenTHTE MOTAT 1A MPOIBIDKAT JICUSHUETO TIPEe3 MEPUOANTE Ha 0OpaTHMa, HHIyIIHpaHa OT
XUMHOTEPAITUATa MUETIOCYIIPECHs], HO TIPe3 TOBa BpeMe Te TpsiOBa Jia ce HaOIoJaBaT BHUMATEITHO 32
YCIIO)KHEHUS OT BUIa HA HEYTPOTIeHH. 32 WHPOpPMAIIHs OTHOCHO HAMAIIIBAHETO Ha J103aTa WiIN
oTiiaraHe Ha npuioxxeHueTo, prokte KXI1 Ha makiaurakcen, momerakces Wil Ha apOMaTa3HHs
UHXUOUTOP.

AKO TIpOIIEHTHT Ha JIeBokaMepHata ¢pakius Ha u3niacksane (JIKOU) ciagne > 10 myHKTa CipsiMo
u3xoaHoTo HUBO U 110 moj 50%, nedeHunero TpsaOBa Ja ce MpeyCTaHOBH U TPIOBa Jia ce TIOBTOPH
onenkara Ha JIKOU npubmusutenno ciuen oxoino 3 ceamuiy. Axo JIKOU He ce mogobpu, wnu ce e
BJIOIIMJIA IOBEYE, MJIH aKO C€ pa3BUe CUMITOMAaTHYHA 3acTOWHA chpAeyHa HepoctarbyHOCT (3CH),
TpsiOBa CEpHO3HO J1a ce IOMUCIH 3a IPEyCTaHOBsIBaHE Ha Zercepac, OCBEH aKo He Ce MPELEHH, de
MIOJI3UTE 32 OT/ACTHUS MAUCHT HAJXBBPIST PUCKOBeTe. BCcHUKY Te3u ManueHTH TpaoBa Jja ce Hacoyar
3a OLIEHKA OT KapAUOJIOT U J1a CE MPOCIeIsBaT.

Iponycnamu 0o3u

AKO TaIMeHTHT € MPOIYCHA J103a Zercepac B paMKUTE Ha e/THA CeIMHUIIA WITH TT0-MaJiko, oOnJaifHaTa
noJabpKaiia qo3a Zercepac (pu ceAIMUYHO Jedenne: 2 mg/kg; mpu cxema Ha JIe4eHHUEe Mpe3 TPH
ceamuny: 6 mg/kg) TpsOBa J1a ce MPUIIOKU Bh3MOXKHO Haii-ckopo. Jla He ce n34yakpa clieBaus
IUIaHUpaH LuKbJ. ClefBamuTe NoAabpsKaIlU 103K TPAOBa Jja ce MPUIIOKAT CbOTBETHO 7 JHU WM

21 1HU M0-KBCHO B 3aBUCUMOCT OT TOBA JAJIM CE U3M0J3Ba CEAMUYHA WIIN TPHUCEAMUYHA CXEMA.

AKO MaleHThT € MPOIyCHAN J103a Zercepac B paMKHTE Ha TIOBEYE OT eJ{Ha CEIMUIIA, TPsIOBa aa ce
MIPUIIOKW TIOBTOPHA HATOBapBaIa /103a 3a npuoau3utenHo 90 MuHyTH (TIPU CEAMUYHO JICYCHHUE!

4 mg/kg; mpu cxema Ha JedeHue mpe3 Tpu ceamunu: 8 mg/kg) KOJIKOTO € Bb3MOKHO MO-CKOPO.
CrenamuTe MogABpXKAIIU 034 (TIPH CeAMUYHO JedeHue: 2 mg/kg; npu cxema Ha JIedeHUE Mpe3 TPH
CeMHIIM ChOTBETHO: 6 mg/kg) TpsOBa /1a ce MPHUII0KAT CHOTBETHO 7 THU WK 21 THU MO-KBHCHO B
3aBHCUMOCT OT TOBa JIAJIA CE U3IOJ3BA CEIMHUYHA WITH TPHCEIMUYHA CXEMA.



Cneyuannu nonyiayuu

He ca npoBexaanu crielaniy papMaKOKUHETHIHU TPOYUBAHHS B CTAPUECKa Bb3PAcT, KAKTO U MPU
TakuBa ¢ ObOPEUHO WK YepHOAPOOHO yBpekaane. [Ipu momysannoneH GpapMakOKHHETHUCH aHAIN3 €
YCTaHOBEHO, Ye Bbh3pacTTa U ObOPEUHOTO YBPESKIAHE HE TOBIUSIBAT (papMAaKOKMHETHKATA HA
TpacTy3ymao.

Ileouampuuna nonynayus

Hsama croTBeTHO MPUIOKCHUC HA Zercepac B I€AUaTprU4HaTa MnoIyJjianus.

HauuH Ha npuiioxxeHue

Zercepac e camMo0 3a HHTPaBeHO3HO NpuiiokeHne. HatoBapsamiara 1o3a TpsOBa a ce mpuiiara moj
¢dopmata Ha 90-MHHYTHA MHTpaBeHO3HA HH(Y3us. Jla He ce mpuiara KaTo HHTPABEHO3HA MHKEKINS
i 6oyc. Zercepac MHTpaBeHO3HA HH(PY3HS TpsOBa 1a ce mpujiara OT MEIUIIMHCKH CTICTIHAIIACT C
TOTOBHOCT 3a JieueHHe Ha aHaduIakcus, KaTo Tps0Ba 1a Ob1e OCUrypeHo o0opyIBaHe 3a CIELIHA
nomout. [TanuenTture TpsiOBa na ce HaOMIOaBaT Hall-MaJIKO LIECT Yaca CJIe Ha4yaJloToO Ha IIbpBaTa
UHQY3Us 1 J[Ba Yaca Clie/l Ha4aJloTo Ha MOCIeIBAINTe HH(PY3UU 32 CHMIITOMH KaTO TPECKa U CTYJIeHH
TPBIKU WM APYTH CUMIITOMH, CBBp3aHu ¢ nHQy3usaTa (Bxk. Touku 4.4 u 4.8). [IpekbcBanero nin
3a0aBsHETO Ha CKOPOCTTA Ha BIMBAHE MOXeE Ja IOMOTHE 32 KOHTPOJIIMPAHETO HA TAKHBA CUMIITOMH.
Wnudy3usara Moxe 1a ce MOJHOBH CJell OT3By4YaBaHE HA CHMIITOMHUTE.

AKo0 HavaJHaTa HATOBapBallla J03a ce MoHacs J00pe, MOCIeABAIIUTE JO3U MOXKE JIa ce IpUIIarat 3a
30 MuUHYTH.

3a yKka3aHus OTHOCHO PEKOHCTHTYHPAHETO Ha MHTPaBEHO3HATA JieKapcTBeHa ¢opma Ha Zercepac
MIpeIu NPUI0KEHNE BIKTE TOUKA 6.6.

4.3 TIporuBomoKa3aHust

o CBpPBXUYBCTBHTEITHOCT KBM TPACTy3yMa0, MUY MMPOTEUHH WM KbM HIKOE OT TIOMOIITHUTE
BeIleCTBa, N30pOeHU B Touka 6.1.
o Texka TUCTHES B MIOKOW, MOPAJH YCIOKHEHUS MIPU aBAHCUPANIO 3]I0KAYECTBEHO 3a00JIBaHEe

WK MMaluCHTH, U3UCKBAIIN AOITBJIHUTCIIHO JICUCHUE C KUCJIIOPOM.
4.4 CuoeuuaJHu npeaynpe:xIeHusi U NpeANa3Hu MePKHU IPH ynorpeda

IIpocnenumoct

3a fa ce moIo0py MPOCIETUMOCTTa Ha OHOJIOTHYHUTE JICKAPCTBEHH MPOYKTH, UMETO U MAPTHIHUAT
HOMEp Ha MPIJIOKEHUS MPOIYKT TPSIOBaA SICHO J1a CE 3aIMCBaT.

Wzcneapanero 3a HER2 TpsiOBa na ce u3BbpIIBa B CHICIIMATU3UPAHU JTA00OPATOPHH, KOUTO MOTAT Ja
OCHUTYPST aJIcKBATHO BaJIMIUPAHE Ha METOINUTE 32 U3CIIeABaHe (BXK. TOUKa 5.1).

IlonacrosimeM HIMa JaHHU OT KIIMHWUYHU U3IMMUTBAHUA 3a ITIOBTOPHO JICUCHUC TIPU TAIIUCHTH C
npeamecTBania €KCro3uus Ha Zercepac B aJIt0OBaHTHa Cpe€aa.

Cuprieyna qucyHKIUA

Obwu cvobpasicernus

ITanmentute, NeKyBaHU ChbC Zercepac, ca U3J0KeHU Ha MOBUILIEH PUCK OT pa3Butue Ha 3CH
(Hroiiopkcka kapauonornana acormarnus - New York Heart Association [NYHA] Kirac [I-1V) wn
ACHUMIITOMHA chpaeuHa AuchyHkuus. Te3u chOUTHSA ca HAOI0JaBaHH MPH MMALMSHTH, 0 IyJYaBalln
Tepamnus ¢ TPacTy3yMabd caMOCTOSITETHO WIIM B KOMOWHAIIMS ¢ TIAKITUTAKCEN WU JIOIIeTaKcell, 0COOCHO
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CJIeT aHTPAITUKINH (IOKCOPYOUITIH WIIN STUPYOHITHH )-ChIbprKaIa XUMHUOTepanus. Te MoXxe Ja ca
YMEPEHH JI0 TEKKH U ca CBBP3aHU ChC CIyYaH ¢ JIeTalieH U3Xo1 (Bk. Touka 4.8). OCBeH ToBa €
HE0O0XOIUMO MOBHILECHO BHUMAaHKE TIPH JIeUeHHE Ha MAMEHTH C ITOBHUIICH ChPAEYEH PUCK, HATIP.
XHUIEPTOHMUS, TOKYMEHTUpaHa ncxeMuuHa 6osect Ha cepuero, 3CH, JIKOU <55%, crapuecka
BB3pAacCT.

Benuky kaHAMOATKY 32 JIeYeHUE Che Zercepac, HO 0COOCHO Te3H C MPEAX0KAalla eKCIO3UIHs Ha
aHTpanukianan 1 ukinopochamun (AC), TpaOBa na ObAaT MOIIOKEHH Ha OIIEHKA Ha Chp/eYHaTa
(hyHKIIMS HAa M3XO/IHO HUBO, BKIIIOYBAIIlA aHaMHe3a U (pU3MKalieH cTatyc, enekrpokapauorpama (EKT),
exoKapArorpaMa 1/ Wiy paguoHykinaHa BeHTpuKyaorpadus ¢ EKI cuaxpoHu3auus B eKBUIMOpUYM
(MUGA ckanupane), Wiu sApEHO-MarHUTeH pe3oHaHc. MOHUTOpUPaHETO MOXKe Ja IOMOTHE 32
ueHTH(GHUIIUpaHE Ha MAIUCHTUTE, KOUTO pa3BUBaT chpacuHa AuchyHkmnus. OleHKara Ha ChpIeYHaTa
(yHKUHMS, M3BBPILICHA Ha U3XOAHO HUBO, TPsIOBa Ja ce MOBTaps Ha BCEKU 3 Mecela Mo BpeMe Ha
JICYEHUETO U Ha BCEKH 6 Mecela ciell MPEeyCTAaHOBSIBAaHE Ha JIEUEHUETO 10 24 Mecela OT MOCIEAHOTO
npuiiokeHue Ha Zercepac. [Ipean na ce B3eme pelieHne 3a JeueHue cbe Zercepac, TpsioBa 1a ce
HalpaBy BHUMATEHA O[CHKa Ha ChOTHOIICHUETO PHUCK/TION3A.

Tpacty3ymab Moxe J1a epcucTHpa B KpbBOOOPAIIEHUETO 10 7 Mecela Clie]l CIIUPAHeTO Ha JICUCHUETO
chbc Zercepac Bb3 OCHOBA Ha MOIMYJIAIMOHEH (apMaKOKWHETHYEH aHaIH3 Ha BCHYKH HAINYHU TaHHH
(Bx. Touka 5.2). [laneHTH, KOUTO MOJTyYaBaT aHTPALUKIMHY CIIe]] CIIUPAHETO Ha Zercepac, BEPOsSTHO
ca M3JI0KEHU Ha MOBHUIIIEH PUCK OT chpaeyHa AucyHkuus. [1o Bb3MOKHOCT, nekapute TpsiOBa 1a
n30srBaT Tepanus Ha 0a3zaTa Ha aHTPAIMKIMHY 0 7 Mecela clie]l CIupaHeTo Ha Zercepac. AKo ce
M3M0J3BaT aHTPALMKINHHY, ChpleuHaTa (yHKLHUS Ha TalKeHTa TpsiOBa 1a ce mpociensBa BHUMATEIHO.

TpsOBa 1a ce 0OMHUCIN pelOBHA KapJHOJIOTUYHA OL[EHKA MPU MAlMEHTH ChC ChPJACYHOCHIO0BU
HpO6JICMI/I CJICO CKpUHUHI'a Ha U3XOJHO HUBO. HpI/I BCHUYKHU ITAITUCHTU Tpﬂ6Ba Ja c¢ mmpocicaiaBa
chpaedHaTa PyHKIHS IO BpeMe Ha JiedeHneTo (Hamp. nmpe3 12 cenmuim). [IpocnensBanero moxe na
MIOMOTHE J]a c€ MACHTU(HUIMPAT MALUEHTUTE, KOUTO Pa3BUBAT chpaeuHa quchyHkuus. [Ipu
MAIUCHTUTE, KOUTO Pa3BUSAT ACUMIITOMHA ChpJIeUHa TUC(YHKIHSI, T0-4€CTO MPOCeIsIBaHe (HaIp.
nipe3 6 - 8§ ceqmuIy), Moxe Ja Obe OT moiiza. AKO MAIMeHTHUTE NMAaT HeMPEeKhCHATO HaMaJIeHHe Ha
JeBOKaMepHaTa (pyHKLUS, HO OCTaBaT aCUMITOMHH, JIEKApST TPSOBa 1a IOMUCIH 32 IPEKbCBAHE HA
TepanusTa, ako He € HabJIroJaBaHa KIMHUYHA [0JI3a OT JIEYEHUETO ChC Zercepac.

besomacHocTTa MTpH PO KaBaHE WK [TOTHOBSIBAHE Ha JICYEHHETO ChC Zercepac Mpy MarueHTH,
KOUTO UMaT ChpJicuHa TUCHYHKIUS, HE € MPOyYBaHa MPOCHEKTUBHO. AKo mporieHTHT Ha JIKDOU ce
noHWXkH ¢ >10 myHKTa B cpaBHeHHUE ¢ U3xoaHoTo HUBO U mon 50%, neyenuero TpsiOBa n1a ce
MPEYCTAaHOBH M TPsIOBA J]a ce U3BBHPIIHN OBTOpHA oreHKa Ha JIKDOU npubnusutenHo cien okoio 3
ceamuny. Axo JIKOU He ce yBenwdu win ako ce MOHIKH OIIe, WK ce pa3Bue cumnToMatnana 3CH,
TpsiOBa MHOT'O CEPHO3HO JIa C€ MIOMHKCITH 3a MMPEKpaTsBaHe Ha Zercepac, OCBEH aKo HE Ce TPEICHH, e
TIOJI3UTE 32 OTACIHUS MAlUSHT HAJIXBHPIIAT pUCKOBETe. Benuky Te3u manueHTH TpsOBa 1a ce
U3MPATAT 32 KOHCYJITALUS ¢ KapUOJIOT U Ja ce MPOCIeAsBaT.

AKo0 10 BpeMe Ha Tepanus cbC Zercepac ce pa3Bie CUMIITOMaTHYHA Chp/IedYHa HEJOCTATHYHOCT, TS
TpsOBa J1a ce JIEKyBa CbC CTaHAAPTHUTE JeKapcTBeHH npoaykTH 3a 3CH. IloBeueTo nauuenTy,
pazsmn 3CH nm acuMIITOMHA ChpAEYHA JUCHYHKINSA B OCHOBHUTE KIMHUYHU W3IHUTBAHMUS, ca Ce
MOIO0PIITH ChC CTAHAAPTHOTO JiedeHue 3a 3CH, ChCTOSAIIO ce 0T MHXUOUTOP Ha aHTHOTCH3MH-
kousepTupanyst eH3uM (ACE nHXubuTOp) MM aHrHOTeH3uH-penenTopeH 01okep (APB) u Gera-
onokep. [loBeueTo manueHTH CbC CHPAEYHN CUMITOMH U JIAHHHU 34 KIIMHUYHA 107132 OT JICUYCHHUETO C
TpacTy3ymab ca IpOIbIDKIIIH TepanusiTa 0e3 OMbJIHUTEIHN KIMHUYHU ChPJICUYHH CHOUTHSI.

Memacmaszupan pak na mieynama dmcnesa

Zercepac v aHTPAITMKIMHU HEe TPSAOBa Ja ce MpuiiaraT eIHOBPEMEHHO B KomOmHamwmst mpu MPMIK.

[Mamuentn ¢ MPMK, xouTo npeau ToBa ca NMOTy4YaBalld aHTPAIMKIMHH, Ca U3T0XKCHH ChINO HAa PHCK
OT ChpJIeYHa TUCHYHKITUS MTPU JICUCHUE ChC Zercepac, BhIIPEKH Ue PUCKBT € O-MaTbK OTKOJIKOTO IPU
€THOBPEMCHHA yIoTpeda Ha Zercepac U aHTPAIUKINHHY.
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Pax na mneunama orcneza 6 panen cmaouil

ITpu manmenTn ¢ PPMXK, chpreunara orieHka, KaTo HarpaBeHaTa Ha U3XOAHO HHUBO, TPsIOBaA J1a Obe
MMOBTOpEHA TIpe3 3 Mecena, 10 BpeMe Ha JICUSHUETO | Ipe3 6 Mecera clie] MpeKpaTsBaHe Ha
JIEYCHHUETO, 10 24 Mecelia OT TOCIICTHOTO MPIIOKEeHHE Ha Zercepac. [Ipu manuenTy, morydaBariu
XUMHOTEPAITNs, ChIbPIKaIlla AHTPAIUKIINH, CE IPEMOPhYUBa JOITBJIIHUTEIIHO MPOCIEIsIBaHEe U TO TPsOBa
Jla ce U3BBPIIBA €KETOAHO JIO S TOJAUHU OT MOCIEHOTO NMPUIIOKEHUE Ha Zercepac Uiu Mo-IbJITro, ako
ce HaOrogaBa mocTosTHHO HamasiBane Ha JIKDOU.

[TanuenTure ¢ anamHe3a 3a MuokapzeH napapkt (MU), creHOKapIus, U3UCKBAIIa METUKAMEHTO3HO
nedeHune, anamuesa 3a win chinectByBama 3CH (NYHA Kirac 11 -1V), JIKOU < 55%, npyra
KapAMOMHUOTIATHS, ChpJIeYHA apUTMUS, N3UCKBAIla MEIUKAMEHTO3HO JICUCHHE, KITMHUIHO 3HAYHMO
CBHPJICYHO KIIAITHO 3a00JIsBaHe, JIOMIO KOHTPOJIMPAHa XUIIEPTOHUS (ITOIXOISIIA € XUTICPTOHHUS,
KOHTpOJIMpaHa CbC CTAaHAApPTHO nequI/Ie) U XEMOAHMHAMHUYHO e(i)eKTI/IBeH IEpuKapaACH U3JIMB, Ca
HU3KIIIOYECHHU OT OCHOBHUTEC KJIMHUYHU U3IIUTBAHUA 3a aAIOBAHTHO U HEOAJOBAHTHO JICHCHNEC HA PPMK
C TpacTy3yMab ¥ Opaji TOBa HE MOXKeE J]a C€ MPEerophya JeUeHUe TP TE3H MAIEeHTH.

AJIIOBaHTHO JIEUEHUE

Zercepac " aHTPALIUKIIMHU HEC TpSI6Ba Aa C¢ nmpujaaraT CIHOBPEMCHHO B KOM6I/IHaLII/I$I IIpu aArOBAHTHO
JICUCHHUC.

IIpu manmenTn ¢ PPMX e nHabmroaBaHO yBeTMYECHME HA YECTOTATa HA CHMIITOMHUTE U
ACUMITOMHHUTE ChPJEYHN CHOUTHS, KOTaTO TPacTy3ymMal e MpHIaraH Ciie] XUMHUOTEpaIus,
CBHABPIKAIA aHTPAUUKINHN, B CPABHEHHUE C MPHUIIOKEHHE C HECHIbP)KAIUTE aHTPAIIMKIMHA CXEMH Ha
JICYCHHUE C JIOLETAKCEeN U KapOOIUIaTHH, KaTo TO € OWJIO M0-U3pa3eHo, KOraTo TpacTy3ymal e mpuiiaran
€THOBPEMEHHO C TAKCAHU B CPABHEHUE C MPUIIOKEHUETO My clie]] Takcanu. HezaBucumo ot
M3II0JI3BAHATA CXE€Ma Ha JIeueHHe, TOBEUYETO CHUMITOMHH ChPACYHH CHOUTHS Ce MOSBSIBAT MPE3
nbspBuTe 18 Mecena. B enHo ot mpoBeneHUTe 3 OCHOBHU KJIMHUYHU MIPOYYBAHUS, IPU KOETO € HATIULE
Meanana Ha npocnensBane 5,5 roquau (BCIRGO006), e HabmogaBaHO MPOIBIDKATEIHO YBEIMYSHIE Ha
KyMyJIaTUBHATa 4Y€CTOTa HAa CUMIITOMHHU chpAeuHu uiu LVEF cb0uTHs npu naumeHTy, noigydyaBain
TpacTy3ymal eTHOBPEMEHHO C TaKCaH CIIe/l Tepamnus ¢ aHTapIUKINHHY, 10 2,37 % B cpaBHEHHE C
npubm3uTenHo 1 % B aBeTE rpymnu ChC CPAaBHUTEITHOTO JIEKAPCTBO (aHTPALUKIINH TLTIOC
ukiaodochamua, ociIeIBaHO OT TaKCaH M TaKCaH, KapOOIJIaTHH U TpacTy3ymao).

PuckoBute dakTopH 3a CHpIEYHO CHOUTHE, YCTAHOBEHU MPY Y€THPH TOJIEMH KIIMHIUYHU POYIBAHHS
3a aJI0BaHTHO JIeUYeHHe, BKIIOYBAT HallpeqHana Bb3pact (> 50 rogunn), Hucka JIKOU (<55%) Ha
W3XOJHO HUBO, IPEIU WK CJIE] 3all0YBaHE Ha JICUCHHUE C MaKIuTaKceN, moHmwkenne Ha JIKOU ¢ 10-15
MyHKTA ¥ TPEIIIeCTBAIla WA eAHOBPEMEHHA YIToTpeOa Ha aHTUXHUIIEPTEH3UBHHU JIEKAPCTBEHU
npoaykru. [lpy manueHTy, morydaBaniy TpacTy3ymMal cliefl 3aBbpIIBaHe Ha a[IOBaHTHATA
XUMHOTEPAIus, PUCKBT OT ChpJIcUHA AUCHYHKIUS € CBhP3aH ¢ M0-BUCOKA KyMyJIATUBHA J103a
aHTPAIMKIINH, TPUIOKEHA ITPEIX 3all0UBaHE Ha JICUSHUETO C TPacTy3ymMal U ¢ HHACKC Ha TeJecHa
maca (BMI) >25 kg/m?.

HeoanroBaHTHO-aIFOBAHTHO JCYCHHUE

[Tpu manmenTn ¢ PPMX, monxosmim 3a HeoaJroBaHTHO-aIFOBAHTHO JIeUeHue, Zercepac TpsaOBa 1a ce
MpIJIara ¢ THOBPEMEHHO C aHTPAITUKIIMHU caMo TIPH OOTHY, KOUTO HE ca JIEKYBaHU C XUMHOTEPAIHs, 1
CaMO ChC CXEMU Ha JICUCHUE C AaHTPALUKIMHU B HUCKU JJO3U, T.€. MAKCUMAJIHU KyMYJIaTUBHU JTO3U Ha
nokcopy6urmu 180 mg/m? unu enupy6urmu 360 mg/m?.

AXO manueHTuTe ca JICKYBaHH €THOBPEMCHHO C ITBJICH KYPC Ha HUCKHU 03U aHTPalUKIWHU U
Zercepac IIpy HCOAAOBAHTHU YCJIOBUS, HC TpSI6Ba Ja CcC npujiara J0bJIHUTCIIHA HUTOTOKCUYHA
XUMHUOTECpanus Cica oncpanudara. HpI/I APYyru curyalnuu, pCeHUCTO OTHOCHO H606XO,Z[I/IMOCTT3. OoT
JOI'BJIHUTEIIHA HUTOTOKCHUYHA XUMHUOTEPAIIUA CE OIPEAECIA Bb3 OCHOBA HA MHANBUAYaJTHA q)aKTOpI/I.



OnuThT NpU eTHOBPEMEHHO MPUIIOKEHHE HA TPACTY3yMad B CXEMH C HUCKH JIO3U aHTPAIMKINH
MTOHACTOSIIEM € OTPaHUYCH 10 aBe KIMHUIHYN m3nuTBanus (MO16432 u BO22227).

B ocnoBroTo m3nutBane MO16432, Tpacty3ymab e npuiarad eJHOBPEMEHHO C HEOaJI0BAHTHA
XHMHOTEPAIHs, ChABPKAILA TPU LUKBIIA C JOKCOPYOUIMH (KyMysaTuBHa 103a 180 mg/m?).

YecroTara Ha CHMIITOMAaTUYHA ChpjeuHa qucyHkms € 1,7% B rpynara Ha TpacTy3ymao.

B ocHoBHOTO M3nmTBane BO22227, Tpacty3yMal e mpruiaran eIHOBPEMEHHO C HEOaTIOBaHTHA
XUMHUOTEPAITHs, KOATO ChIbPKa YETUPH LIMKbJIA C eNUPYOULUH (KyMyaaTuBHa 103a 300 mg/m?); npu
MeJIiaHa Ha MpocieIsiBane, Haaxpbpisma 70 Mecera, 4ecToTara Ha 3acToiHa Chp/IcYHa
HepoctaThyHOCT € 0,3% B paMoTO Ha TpacTy3ymMald 3a HHTPABEHO3HO MPHIIOKEHHUE.

KnuHUYHUAT ONUT € OrpaHuYeH NMPU NAUEHTH Hal 65-TOUIIHA Bb3PACT.

Peaknun, cebpp3anu ¢ uadysusra (Infusion-related reactions, IRRS) ¥ CBpBbXUYBCTBUTEIHOCT

Nma crobmenns 3a ceprno3nu IRRs kM uH(pY3HATA ¢ TpacTy3yMald, BKIIOYUTEITHO TUCITHES,
XUIOTOHHS, XPHUITOBE, XUTIEPTOHHUS, OPOHXOCIA3bM, HAJIKAMEPHA TAXUAPUTMHUS, HAMAJICHa CaTypalus
Ha KUCJIOPO/a, aHa(HIIaKCHsl, pECIIMPATOPEH TUCTPEC, YPTUKAPHS U aHTHOEIeM (BXK. ToUKa 4.8).
Moske fa ce U3noa3Ba mpeMeAnKaIlys 3a HaMaJIsiBaHe Ha pUCKa OT Te3u crouThs. [loBeueTo ot Te3u
chOUTHS BH3HUKBAT IO BpEME WIIH JI0 2,5 Yaca ciej Ha4yanoTo Ha mbpBara nHGy3us. [Ipu BE3HUKBaHE
Ha peakuus KbM HH(]y3uarTa, nHQy3usaTa TPAOBA J1a ce MPEYCTAHOBH WIIH J1a ce 3a0aBU CKOPOCTTa Ha
BIIMBaHE U NMAIMEHTHT TPsAOBa Ja ce HaOroAaBa JI0 OT3By4YaBaHe Ha CUMIITOMHTE (BXK. Touka 4.2).
Te3u cumMnToMu MOXKeE Ia Ce JICKyBaT C aHaIII'eTI/IK/aHTI/IHI/IpeTI/IK, KaTO HaIlp. MCECPpUANH U
napane€ramMoli, Wi aHTUXUCTaMUH, KaTO HaIIp. Z[I/I(i)eHXI/I,ZIpaMI/IH. HpI/I IIOBEYECTO OT INAIIMCHTUTC
CUMITOMHUTE OT3BY4YaBarT U cJe/l ToBa MHPY3UUTE C TpacTy3yMab mpoabnkaBat. Cepro3HUTE peaKkiiun
ca JIEKyBaHH YCIEIIHO ¢ TIOJTbPIKallla Teparvs, Harp. KHUCIOpo/l, 0eTa-arOHUCTH U KOPTUKOCTEPOHTH.
B penxu cmydan Te3u peakiiuy ca CBbp3aHU ¢ KIMHAYEH XO/I, 3aBbPIIBAIIL C JIETAICH H3XO/.
[lanuenTHTe, MONYYIIN TUCITHES TIPH ITOKOH IMOPaH YCIOKHEHUS OT aBAaHCHPAIIO 3II0KaYECTBEHO
3a00IIIBaHe U CHITHTCTBAIIN 3a00IIIBaHUS, MOXKE J]a Ca U3JI0KEHH Ha TIOBUIIICH PUCK OT JIETAJICH U3XO0J
Ha peaknus KbM HHQy3usta. [lopagu ToBa, Te31 MAlMEHTH HE TPSAOBA Ja ce JEKyBaT ChC Zercepac
(Bk. Touka 4.3).

Cwo0111aBa ce ChIIO0 32 HAYAJIHO MOI00PEHHE, TIOCIICIBAHO OT KIIMHUYHO BJIONIABAHE U KbCHU PEaKIIUU
¢ OBp30 KIMHUYHO BiomaBaHe. Ciiydau ¢ JeTaJeH U3X0/l Ca Bb3HUKBAJIU J0 YaCOBE U JI0 €/IHA
cenMuIia ciesl nHQpy3uaTa. B MHOTO penku ciiyyau NalMeHTUTE ca TOTyYaBaid HAYalHH CUMITTOMH,
CBBp3aHH ¢ HHDY3UITA U OeIIOPOOHN CHMIITOMH TIOBEYE OT IIECT Yaca CJe]] Ha4aJoTo Ha HH(Y3uaTa
¢ Tpacty3yMa0. [larentuTe TpsOBa a ce MPEayNPeasT 3a Bb3MOKHOCTTA 3a TAKOBA KbCHO HAYAJIO U
TpsiOBa Jla ce MHCTPYKTHPAT Jia CE CBhPIKAT BelHAra C JICKYBAIUS CH JIeKap MPU Bb3HUKBaHE HA TE3U
CHUMITTOMH.

Bbenoapobuu cubouTHs

Texxn 6emoapoOHN CHOUTHS Ce ChOOIIaBaT MpH yrnoTpedara Ha TPacTy3ymMad B IIOCTMaPKETHHTOBH
ycioBus (BK. Touka 4.8). [ToHsikora Te3u cw0uTHs ca Onu jgetaaHd. OCBEH ToBa ce ChoOIIaBarT
Clly4ad Ha MHTEPCTUIMAIHA O0e0[poOHa 00IecT, BKIFUUTEITHO O0enoApoOHN HHPUITPATH, CHHAPOM
Ha OCTBP PECIUPATOPEH JAUCTPEC, MTHEBMOHUS, THEBMOHHT, TUIEBPAJICH H3JIUB, PECITUPATOPEH TUCTPEC,
ocThp 0eoAPOOEH OTOK U TUXaTellHa HeJIOCTAThYHOCT. PHCKOBUTE (DaKTOPH, CBBP3aHH C
WHTEPCTHUIMATTHA OetoApoOHa 00JIeCT, BKIIFOUBAT MPEANISCTBAIIO WU €THOBPEMEHHO JICUCHHE C
JIPYTH aHTHHEOIUIACTUYHHU CPEJICTBA, 32 KOUTO € U3BECTHO, Ye Ca CBhP3aHU C TOBA 3a00JIsIBaHe, HATIP.
TaKCaH!, FeMI[UTA0MH, BUHOPEIOUH | JbueTepanus. Te3n CbOUTHS MOXKE Jia Bb3HUKHAT KaTo 4acT OT
peaxius, CBbp3aHa ¢ HH(QY3UsITa, WIK Ja UMaT KbCHO Hadano. [lanuenTuTe, moayYria JUCIHES IPU
TTOKOM MOpajyl YCIIOKHEHUS OT aBaHCHPAJIO 3II0KaYeCTBEHO 3a00JIIBaHe U CHITHTCTBAIIM 3200IIBaHMUSA,
MOJKE Jla ca U3JI0KESHH Ha TIOBUIIICH PHUCK OT OenoapoOHu chouTHs. [lopaam ToBa Te3n MalMeHTH He
TpsiOBa Jia ce JieKyBat cbe Zercepac (Bxk. Touka 4.3). TpssOBa na ce BHUMaBa 3a MHEBMOHHUTH, 0COOCHO
IIpY MAIMEHTH, JICKYBaHU €THOBPEMEHHO C TAKCaHHU.
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IloMomiHY BelecTBa ¢ U3BECTHO JEHCTBUE

Hampuui

Zercepac chabpika mo-Maiko ot 1 mmol Hatpuit (23 mg) Ha 1034, T.€. MPAKTUYECKH HE ChIbPIKA
HaTpUi.

Honucopbam 20

Zercepac coabpika 0,24 mg noaucopoat 20 BbB Beekn (hiakoH 60 mg, KOUTO ca €eKBUBAJICHTHU Ha

0,08 mg/ml (cnen pexoncrutyupane ¢ 3,0 ml ctepuiiHa Bozia 3a HHKEKLIUH).

Zercepac coabpka 0,6 mg nonucop6ar 20 BbB Bceku ¢uiakoH 150 mg, KOUTO ca €eKBUBAJICHTHH Ha
0,083 mg/ml (cnen pexorcTUTyHpane ¢ 7,2 ml crepriiHa BoJa 3a HHKEKIIH).

Zercepac cpabpka 1,7 mg nmonucop6ar 20 BbB Bceku ¢uiakoH 420 mg, KOUTO ca €KBUBAJICHTHU Ha
0,085 mg/ml (cnen pexorcrutyupane ¢ 20,0 ml cTepuiHa Bojia 3a HHXXEKIIUH ).

[TonucopbaTtute Morar fa NIPUUMHAT aIEPTUYHN PEAKIINU.

4.5 B3aumopeiicTBHe C IPYIrd JeKAPCTBEHU NMPOAYKTH U APYru (popmMu HA B3auMojelicTBUE
He ca npoBexanu oduiinamHy MpoydYBaHus 3a JeKapCcTBeHU B3anMo ieiicTBus. He ca HabnronaBanu
KJIMHAYHO 3HaYMMU B3aUMOJEHCTBHS MEXAY Zercepac U eAHOBPEMEHHO NIPUIIaraHUTe JIEKapCTBEHU

MNPOAYKTH, U3IIOJI3BAHU B KIIMHUYHUTC U3IIUTBAHUA.

Ed)eI(T Ha TpacTy3yMad BbpXy (hapMaKOKMHETHKATA Ha IPYTH aHTUHCOIUIACTUYHHU CPEICTBA

®apMaKOKHHETUYHUTE JaHHU OT KIMHUYHUTE npoyuBanug BO15935 u M77004 npu xenu ¢ HER2-
HOJIOXKUTEJIEH MeTacTa3upai pak Ha MJIeuHaTa >kKjIe3a Mperoiarar, ye eKCIO3UIHATa Ha aKIUTaKCel
Y TOKCOpYOUIMH (M TEXHHUTE IIaBHU METab0IUTH 6-0. XuapoKcui-nakiaurakcen, POH, n
nokcopyounmuon, DOL) He ce mpoMeHs IpH HANW4Ke Ha TpacTy3ymad (HatoBapBaia no3a 8 mg/kg
w4 mg/kg i.v., mocaenBaHo ¢hoTBETHO OT 6 mg/kg BemHBK Ha 3 CeIMUIM 1.v. WK 2 mg/kg BeIHBIK
CEeIMUYHO 1.V.).

TpacTy3ymab obaue MOKe Aa OBUIIX OOIIATa EKCIIO3UIHS Ha €1H OT META0OJINTHTE Ha
nokcopyouruH (7-ne30kcu-13 muxunpo-mgokcopyourtnaon, D7D). buoaktusnocTTa Ha D7D 1
KIMHAYHOTO 3HAYCHUE HA TIOBUILIEHHETO HAa TO3M META0OJIHT HE € SICHO.

Hannaute ot knmuHIYHOTO npoy4uBane JP16003, mpoy4uBane Ha TpacTy3ymad c eqHo pamo (4 mg/kg i.v
HaToBapBama 103a u 2 mg/kg i.v. ceqMuuHO) U gouerakcen (60 mg/m? i.v.) Py )KEHU OT ATIOHCKU
npousxo ¢ HER2- nonoxxutenen MPMK, npeanonarar, 4ye €JHOBPEMEHHOTO NPUIIOKEHNE Ha
TpacTy3ymal HAMa epeKT BbpXy (papMaKOKMHETHKATa HA AMHUYHA 1032 JoueTakcen. KimmHuaHoTo
npoyuBane JP19959 e moanpoyusane Ha BO18255 (ToGA), mpoBeneHO IpH MAIUEHTH OT AMOHCKH
MPOU3XO/] - MBKE U J)KEHHU C aBaHCHPAJI paK Ha CTOMaxa, 3a u3ciieZjBaHe Ha (papMaKOKHHETHKATa Ha
KanenuTaObuH U NUCIUIATHH NIPY NPUIIOKEHHUE ChC WIIH 0e3 TpacTy3ymal. Pesynratute ot ToBa
MOJITPOyYBaHe MPEAToIarar, Y€ eKCIo3uIMATa Ha OnoakTHBHITE MeTabonmTH (Hamp. 5-FU) Ha
KarnenuTaOuH He ce TIOBJIHSBA OT eIHOBPEMEHHATa yroTpeda Ha MUCIUIATHH WM Ha IUCTUIATHH TUTIOC
TpacTy3ymal. CaMusT KanenutabuH obaye NoKa3Ba Mo-BUCOKM KOHLIEHTPALUH U TO-IPOABIKUTEIICH
MOJYKHBOT, KOraTo ce KOMOMHUpa ¢ TpacTy3yma0. JlaHHuTe npeamnonarar cblio, 4e
(hapMakOKMHETHKATA Ha [TUCIUIATHH HE ce TIOBJIHsBA OT €JHOBPEMEHHATa yIoTpeba Ha KareruTabuH
WIN Ha KaneuuTaOuH IJII0C TPacTy3yMao.

®dapMakoKUHETHUHUTE JaHHK OT rpoyuBane H4613g/GO01305 npu manueHTH ¢ MeTacTa3upall Win

JIOKaJHO aBaHcupan HeornepabuneH HER2- momoxuTeleH pak mokassar, e TpacTy3yMal He ITOBIUsIBA
(hapMakOKMHETHKATa Ha KapOOTUTATHH.
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Egexm na anmuneonnacmuunume cpedcmea bpxy (hapmaxoKuHemuKama Ha mpacmysymao

[Ipu cpaBHEeHNE HA CUMYJIMPAaHU CEPYMHU KOHLIEHTPALUH cie]l MOHOTepanus ¢ TpacTy3ymad (4 mg/kg
HaToBapBalia 103a/2 mg/kg i.v. BeIHbXK CEAMUYHO) U HAOMIOAaBaHU CEPYMHU KOHIEHTPALUH IIPH
*eHH oT smoHcku pousxon ¢ HER2- monmoxkurenes MPMIXK (kinuamaHO nipoyuBane JP16003) He ca
YCTaHOBEHH JJaHHH 32 (papMaKOKHHETHYeH e()eKT Ha eTHOBPEMEHHO MPWJIAraH JOLETAKCEeN BbPXY
(apMaKOKHHETHKATa Ha TPacTy3yMao.

CpaBHeHneTo Ha (hapMaKOKHHETUYHHATE PE3YITaTH OT ABE KIMHUYHU NpoyuBaHus (asa II (BO15935
n M77004) u enno kmuHUYHO npoyuBane ¢asa [1I (H0648g), mpu koeto nauueHTHTE ca Ounu
JIEKyBaHU €JHOBPEMEHHO € TpacTy3yMad U MakJIMTaKCell, U ABE KIMHUYHU npoyuBaHus ¢asza I, mpu
KOHUTO TpacTy3ymab e npuiaran kato MmoHoTtepanus (W016229 u MO16982) npu >xenn ¢ HER2-
nonoxwureneH MPMIK nokassa, ue HHIUBUIYaIHUTE U CPEIHUTE MUHUMAIIHU CEPYMHU
KOHIIGHTPALMK Ha TPAacTy3yMad Bapupar BbTPE B KJIMHUYHUTE IPOYUBAHUSI U MEKAY TAX, HO HAMa
KaTeropuueH e(eKT OT eJHOBPEMEHHOTO MPIIIOKECHUE Ha TTIAKITUTAKCEN BbPXY apMaKOKWHETHKATa Ha
Tpacty3ymab. CpaBHsBaHETO Ha (PapMaKOKHMHETHYHHUTE TAHHHU Ha TPACTy3ymMad OT MpOy4BaHE
M77004, npu xoeto xenu ¢ HER2-nonoxxurener MPMX ca Ounu siekyBaHu eTHOBPEMEHHO C
TpacTy3yma0, MakiIuTakcell v JOKCOPYOHIIHH, ¢ papMaKOKHHETHYHHUTE JJAHHW Ha TpacTy3yMal B
MPOYYBaHUS, IPH KOUTO TPACTy3ymald e mpuiaral kato moHotepanus (H0649¢) nim B komMOuHaIus ¢
AQHTPALMKIIMHY IUTIOC nuKIopochamun uim nakiurakcen (npoyusane H0648g), npennonara nurnca Ha
e(eKT Ha TOKCOPYOUIIMH U MAKIUTAKCEN BbPXY (papMakoKMHETHKATa Ha TPacTy3ymao.

®dapmakoknHeTHIHUTE MaHHH OT npoyuBane H4613g/GO01305 mokasBar, 4e kapOOIUIaTHH HE
NoBJNHsIBa (PapMaKOKMHETHKATa Ha TPACTy3yMao.

EnHoBpeMEHHOTO MPUIIOKEHHE Ha aHACTPO30J1 M3TJIeXK 1A He TIOBIHsBA (hapMaKOKHMHETHKATa Ha
Tpacty3ymao.

4.6 ®DepTHaUTET, O)PEMEHHOCT U KbpPMeHe

KeHu ¢ aeTepoAcH MOTCHIAT

JKenwure ¢ gereposieH MOTEHIHAN TPIOBa OBJIAT MOCHBETBAHH J]a U3IONI3BAT e(DEKTHBHA KOHTPALICTIIIHS
0 BpEME Ha JICUCHHE ChC Zercepac v B MPOABIKEHUE Ha 7 Mecela Clie/l 3aBbPIIBaHe Ha JICUCHUETO
(Bx. TOuka 5.2).

Bbpemennoct

[IpoBenenu ca mpoy4YBaHUS BbPXY PENPOJYKTUBHOCTTA TIPH JIBITOOMAIIATH MaKAIIU, C 03U JIO

25 IBTH MO-BUCOKH OT CEAMHYHATA MOAIbPrKaIlA 103a Ipu Xopa oT 2 mg/kg Tpacty3ymad 3a
MHTPaBEHO3HO MPUJIOKEHHE U HSIMa JJaHHU 32 yBpekJaHe Ha (epTuinTeTa uin deTyca.
Hab6mogaBaHo € mpeMrHaBaHe Mpe3 IUIarieHTaTa Ha Tpacty3yMad B Hagaimaus (20 - 50 geH ot
recranusra) u kecHus (120 - 150 gen ot recranusaTa) nepuo ot GeTalHoTo pasputue. He e u3BectHO
Jany TpacTy3ymMal MoXKe 12 YBpeIu penpoayKTUBHATA clIOCOOHOCT. Thii KaTO MPOyYBaHHUATA BHPXY
PENPOLYKIMATA IPU )KUBOTHU HE BUHATM UMAT IIPOTHOCTHYHA CTOMHOCT 32 ONPEIEIISIHE HA OTTOBOPA
TpY X0pa, TpacTy3ymald TpsOBa Jia ce u30srea 1o BpeMe Ha OpeMEHHOCT, OCBEH aKO IMOTEHIMaIHATa
1oJj3a 3a MaiikaTta HaaXBbPJsl MOTEHIMAIHUS PUCK 3a deTyca.

B moctMapkeTHHIOBH YCJIOBHS UMa ChOOIICHNUS 32 HAPYIIEHO (eTaTHo ObOPEeYHO pa3BUTHE H/UIH
(YHKIIMOHAIHO HApYILICHNE BbB BPB3Ka C OJMTOXUAPAMHHOH, HIKOH OT KOMTO Ca CBBP3aHU C JICTaTHa
OenospoOHa XUIOIUIa3Ks Ha TUI0/a, IPU OPEMEHHU KEHH, TT0JTy4aBain TpacTy3yMmal. JKenure, KOUTo
3a0peMeHesT, TpsAOBa J1a ce HGOPMHUPAT 32 Bh3MOXKHOCTTA OT YBpPEKIaHe Ha I1oAa. AKo OpeMeHHa
JKEHa ce JIeKyBa CbC Zercepac, M aKo MalieHTKaTa 3adpeMeHee, J0KaTo norydana Zercepac wid J10
7 Mecenia ciieqt oCJIeAHATA 71032 Zercepac, JKENaTellHO € Jla ¢e MPOBEXK/1a BHUMATETHO HAOIIOACHUE OT
MYJITHIUCIUILTMHAPCH CKHIT.
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Kspmene

[IpoyuBane, mpoBeAECHO MPHU ABJITOOMAIIATH MAKAIH C 103K 0 25 MbTH MO-BUCOKH OT CEAMUYHATA
noJIbprKaIia o3a npu xopa ot 2 mg/kg TpacTy3ymad 3a HHTpaBEHO3HO IpUIIokeHue oT aeH 120 mo
neH 150 Ha OpeMeHHOCTTa, [TOKa3Ba, Y€ TPacTy3yMald ce CeKpeTHpa B B KbpMara Clie]] paxkIaHe.
Excno3umusta Ha TpacTy3ymad in utero ¥ HATMIHETO Ha TpacTy3yMad B cepyMa Ha HOBOPOJCHHU
MaiiMyHH HE € ChIIPOBOJICHO C HEeXellaHH e(peKTH BbPXY pacTeka WK pa3BUTHETO OT PaXKJAHETO A0
HaBBbpIIBaHE Ha |-MecedHa Bb3pacT. He e u3BecTHO mamm Tpacty3ymal ce cekpeTupa B KbpMaTa. T'bif
karo doBemkn IgG1 ce cexpeTrpa B KbpMaTa, a MOTEHIUATHT 32 yBpeXK/IaHe Ha KbPMaueTo HE €
M3BECTEH, JKEHUTE HE TPSOBa 1a KbPMST [0 BpeMe Ha JICUEHHE ChC Zercepac U B IPOJbDKEHHE Ha

7 Mecena cies IpUIOKEHHE Ha OCIeHAaTa 103a.

DepTUIuTeT

JlumcBar JaHHW OTHOCHO (pepTHIINTETA.

4.7 EdexTn BbpXy crioco0HOCTTA 32 WorpaHe u padoTa ¢ MAIINHA

Zercepac MOBJIMsIBa B MajIKa CTEIIEH CIIOCOOHOCTTa 3a modupaHe 1 paboTa ¢ MamuHK (BXK. Touka 4.8).
[lo BpeMe Ha J1€4EeHUETO ChC Zercepac MOXKe /1a Bb3HUKHAT 3aMaiiBaHe U CHHIMBOCT (BXK. ToUKa 4.8).
[TanueHTH, KOUTO UMAT CUMIITOMH, CBHP3aHU ¢ HHPY3uTa (BX. Touka 4.4), TpsiOBa J1a ce ChBETBAT Ja
ce BB3ABPIKAT OT IIo¢UpaHe Wik paboTa ¢ MaIlIMHU J0 OT3BYYaBaHE HA CUMIITOMMTE.

4.8 HexenaHu JeKapCTBEHH PeaKINHU

0O0600mmenre Ha npoduiia Ha 6€30HaCHOCT

Cpen Hali-CepHO3HHUTE W/WITH YSCTH HEXKEJIaH! pPeaklluy, ChOoOIaBaH! MIPH yIoTpedara Ha
TpacTy3ymab Jiocera, ca Cbp/edHa JUCHYHKIUS, PEaKIluK, CBbP3aHH ¢ HHDY3UITA,
XEMaTOTOKCHYHOCT (OCOOCHO HEYTpOIeHWs ), MHPEKIMH U 0eT0IpOOHH HEXKETaHH PEaKITUH.

TabauyeH CIMCHK HA HEXKEITaHUTE PCAKIIUN

B T03u TOYKA ca M3MONI3BaHH CISTHUTE KATETOPUH 3a YecToTa: MHOTO uecTH (>1/10), wectu ( >1/100
1o <1/10), nedectr (>1/1000 no <1/100), penxu (=1/10 000 go <1/1 000), muoTO peaxu (<1/10 000),
HEW3BECTHA YeCTOTa (OT HATHMIHUTE TAaHHU HE MOKe Ja ObJe HampaBeHa oreHka). [Ipu Besko
rpynupaHe B 3aBUCUMOCT OT YECTOTaTa, HeXKEJIaHUTE PEeaKIUU ca M30POCHU B HU3XOIAI] P/ IO
OTHOIIICHUE Ha TAXHATA CEPUO3HOCT.

B Tabnmua 1 ca npeacraBeHr HeXellaHU PeakLUH, CbOOIIEHN BB Bpb3Ka ¢ ynorpedara Ha
TpacTy3yMmal 3a HHTPaBEHO3HO NPWJIOKEHHE CAMOCTOSITEIHO WM B KOMOMHAIMSI C XUMHOTEpAIus 110
BpeMe Ha OCHOBHHUTE KJIMHUYHHI M3MHUTBAHUS U PH MTOCTMAPKETHHTOBH YCIOBHS.

Bcenuku BKITIFOUSHH TEPMHUHU CE OCHOBaBaT Ha HAH-BUCOKHS MPOIEHT, HAOIIOAaBaH M0 BpeMe Ha
OCHOBHUTE KJIMHUYHH u3nuTBanus. OcBeH TOBa, TCPMUHUTE, CT)OGIIICHI/I IIpU MOCTMAPKETUHI OBU
yCJIOBHSI, ca BKIIOYeHH B Tadmuma 1.

Tabmuua 1 Hexenanu edekty, choOLMEHN IPpU MHTPABEHO3HA MOHOTEPAIHS C TPACTY3yMad WM B
KOMOWHAIINS ¢ XUMUOTEpaNusi B OCHOBHUTE KIMHWYHY m3nuTBaHus (N = 8386) u B mocTMapKeTHHTa

CucremMo-opranes Kjiac Hexenana peakuusi YectoTa
Wndexnum u nndecranuu Wndexnus MHoro yectH
Hazodapunrut MHoro yectu
HeyTtponeHnuueH cencuc Yectu
Huctur Yectn
['pun Yectu
Cuny3ut Yectn
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CucremMo-opranes Kjiac

Hexenana peakuusi

YecToTa

Koxxna nadexmms Yectn

Punut Yectu

Wudeknns Ha rOpHUTE TUXATEITHNA THTHIIA Yectn

Wudekuns Ha TMKOYHUTE THTUIIA Yectn

@PapuHruT Yectu
Heommazmu — [Iporpecus Ha 3mMOKavYeCcTBEHa HEOTIa3Ma C HemsBecTHa
T0OpOKAYECTBEHH, 9eCTOTa
37I0KaYeCTBEHU U [Iporpecus Ha HeomnazMa C HeusBecTHa
HeoTpeaeneHn (BKI. KUCTU U YyecToTa

TTOJTHIIH)

Hapymienus Ha KpbBTa U

DebpuiHa HEYTPOICHHUS

MpHoro uectu

nuMdHaTa cucrema Anemus MHoro yectH
HeyTtponenust MHoro yectu
Hawmanen 6poit 6emu KpbBHU MHoro gecTu
KJICTKH/JICBKOTICHUS
TpomboruToneHust MpHoro uectu
XumonpoTpoMOUHEMHS C HeusBecTHA
YecToTa
HNmyHHa TpOMOOIIUTOTICHHS C HemsBecTHa
YECTOTA
Hapymenus nHa nmyHHarta CBpPBX4YBCTBUTEIHOCT UecTtn
cucrema " AHauIaKTHYHA PEAKITUL Penku
" AHaHIaKTHYEH 10K Penku

Hapymenns Ha MeTabonn3ma
1 XpaHEHETO

Hawmaneno terno/3ary6a Ha Tersio

MpHoro uectu

AHopekcus

MpHoro uectu

CuHIIpOM Ha TyMOpPEH pa3na

C HeusBeCTHA

YecToTa
Xunepkanuemus C HeusBecTHA
YECTOTa
ITcuxuunu HapyIeHUs bescbHuE MHoro yectu
TpeBoKHOCT Yectu
Henpecust Yectu
Hapymenns Ha HepBHaTa "Tpemop MHoro yectn
cucrema 3amaiiBane MHoro yectu
['maBoGonme MHoro yectn
ITapecte3un MHoro yecTu
Hucreysus MHoro yectu
[epudepna HeBponatus Yectu
XuneproHust Yectu
CpHIHMBOCT Uectn
Hapyienus Ha ounre KOHIOHKTHUBUT MHoro yecTu

3acuineHo ChI300TAEIIHE

MpHoro uectu

Cyxorta B ounte UecTtn
OTok Ha manwiaTa C HemsBecTHa
YecToTa
KpbBOM3uB B peTnHaTa C HeusBecTHA
4YeCcToTa
Hapyuienust Ha yxoTo u I'myxorta Heuectu

JabupUHTA

CbpaeyHu HapyLIeHUS

lI_IOHI/I)KCHO KPBBHO HAJIATAHC

MpHoro uectu

ll_IOBI/IH_IeHO KPBbBHO HAJISITAHEC

MpHoro uectu

! HepaBHOMEpHa ChpieyHa JISHHOCT

MpHoro uectu

'Cupaeuno Mbxnene

MpHoro gectu

Hawmanena dpakuus Ha u3tinackBane™®

MpHoro gectu
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CucremMo-opranes Kjiac

Hexenana peakuusi

YecToTa

"ICppaedna HeJOCTATHYHOCT (3aCTOHHA) Yectn
“"HagxamepHa TaxuapuTMHs Yectu
Kapauomuonarus Yectu
Tlanmuramuu Yectu
[lepukapanaieH U3NHB Heuectn
Kapnuorenen mox C HemsBecTHA
YecToTa
Hanwuen ranonuparni purbsm C HeusBecTHa
4YeCcToTa
Cb10BY HApYIICHUS T"opeiu BbJIHU MHoro yecTu
Xunorouus Yectn
Bazogunaranusg Yectu
Pecniuparophuu, rppaau n “Jlucnaes MHoro yectH
MeINaCTUHAHN HapyIIeHUs Kanumna MHoro yectn
Enucrakcuc MBHoro yectu
Punopest MHoro yecTu
“TIHeBMOHHMS YecTn
Actma UecTtn
Hapymenne Ha 6ennte 1pobose Yectn
‘TlneBpajicH U3JIMB Yectu
“Xpunose Heuecru
[THeBMOHHUT Heuectu
“Benoapobua Gpubposa C HeusBecTHa
YecToTa
"PecriupaTtopeH aucTpec C HemsBecTHa
4YeCcToTa
*JluxaTeaHa HEIOCTATHYHOCT C HeusBecTHa
YecToTa
" BenoapobOHa uH(UITpAIHs C HeusBecTHA
4YeCcToTa
*Octop 6emoapodeH 0TOK C HemsBecTHA
YecToTa
“OcThp pecnMpaTopeH TUCTPEC CHHIPOM C HeusBecTHa
4eCcToTa
“Bpouxocmnazsm C Hem3BecTHA
YecToTa
“Xumnokcus C HeusBecTHA
4eCcToTa
"HamasieHa catypaiys Ha KUCI0poa C HemsBecTHa
YecToTa
JlapunreaneH oTok C HeusBecTHA
4YeCcToTa
OptormHes C HemsBecTHA
YecToTa
Benmonpoben oTok C HeusBecTHA
4YeCcToTa
HuTepcTunumanaa 6enoapodHa 601ect C HemsBecTHA
YecToTa
CroManrHo-4peBHI Huapus MHoro yectu
HapyIICHHS [oBprwIIane MHoro yectu
lanene MHoro yectu

TlonyBsane Ha ycTHUTE

MpHoro gectu

Kopemna 6oska

MpHoro gectu

Jucnerncus

MpHoro uectu
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CucremMo-opranes Kjiac

Hexenana peakuusi

YecToTa

3amex MHoro yectn
Cromartur MHoro yectn
Xemopouau UecTtn
Cyxota B ycTarta Yectu
XemnatoOwnuapHu HapylieHUs: | XemaTouenayJapHO YBPEeKIaHe UecTtn
XenaTur Yectu
BonesneHOCT Ha YepHUS Apo0 Yectu
Kreiarenuia Penkn

Hapymenus Ha koxxaTa u
MOJIKO’KHATa ThKaH

Epurema MHoro yectH
O06puB MHoro yectu
Tlonysane Ha nuneTo MHoro yectu
Adjomerust MHoro yectn

Hapyumienne Ha HOKTUTE

MpHoro uectu

CI/IH,Z[I)OM Ha naJIMapHO-IUIaHTapHa

MpHoro uectu

EPUTPOINIECTEIHS
AxHe Uectn
CyxoTa Ha Ko)karta Yectu
Exxumo3a UecTtn
Xunepxuposa Yectu
Makyo-namyiapeH oOpuB Yectn
Copbex Yectn
UynauBOCT HA HOKTUTE UecTtn
Hepmatut UecTtn
Yprukapus HeuecTtu
AHrHOEEM C HemsBecTHa
YecToTa
Hapymenns na MmyckynHo- Aptpanrus MHoro yectH
CKeJIeTHaTa CHCTEMA H "MycKyJiHa CKOBaHOCT MHoro yectn
ChEeTMHUTEITHATA ThKaH Muanrus MHoro uectu
ApTtput Yectn
Bonka B repba Yectu
Bbonka B kocTute UecTtn
MycKyJIHM cia3Mu Yectu
Boska B musita Yectu
Bonka B kpaiHUIIUTE Yectu
Hapymenus na 660penure u BbrOpeuno HapyuieHue Yectu
MMUKOYHUTE ITHTHUIIA MemOpaHo3€eH TIoMepyIoHEPPUT C HeusBecTHa
YecToTa
I'momepynonedpomnarus C HemsBecTHa
YecToTa
BbrOpeuna HepocTaThUHOCT C HeusBecTHa
YecToTa
ChbCTOSTHUSA, CBBP3aHU C OnuroxuapaMHAOH C HemsBecTHA
OpEeMEeHHOCTTa, POJOBUS U YecToTa

MOCJIEPOJOBUS IEPHOJT

brbpeuna xumnorniasus

C HeusBeCTHA

YECTOTA
Benonpo6na xumoruiazus C HeusBecTHA
YecToTa
Hapymienus Ha Bb3nanenue Ha rppaaTa/MacTUT Yecrtu

BB3INPOU3BOAUTCIIHATA
CHUCTCMA U I'bpaaTa
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CucremMo-opranes Kjiac Hexenana peakuusi YectoTa

OO6mm HapymeHus 1 eheKTH AcTteHus MHoro gectn

Ha MSICTOTO Ha TPUIIOKEHHE Bousika B repauTe MHoro yectn
CryaeHu TpbIKU MHoro yectu
YMopa MHoro yectu
['punonogoOHU CHMITOMHI MHoro yectH
Peakrus, cBbp3ana ¢ HHQy3wusITA MHoro yecTu
Boaka MHoro yectu
[upexcus MHoro yectH
Br3nanenue Ha MraBuImMTe MHoro yectH
[Tepudepen oTok MHoro gectn
Hepasnonoxenue Yectu
OTtok Uectn

HapansBanus, oTpaBsHus U KonTty3us Yectn

YCIIOKHEHHUS1, BB3HUKHAIIN B

pe3ynTaT Ha HHTEPBEHINH

+ O603HauaBa HeXXAIAHW PEAKIMH, CHOOITICHN BHB BPB3Ka C JICTaJICH U3XO/I.

1 O0o03HauaBa HEXKAJAHH PEAKIIMH, KOUTO CE€ ChOOIAaBaT MPEIUMHO BbB BPh3Ka C PEaKIHUTE,
cBBbp3aHu ¢ nHDY3UsITa. HIMa OT/IeHN POIIECHTH 32 THX.

* HaGmrogaBaHo 1mpy KOMOWHHPAHA TEPATIHS CJIe] aHTPAITUKINHA U B KOMOMHAITUS C TaKCaHH.

Onucanue Ha I/I36DaHI/I HCXCTaHU pCaKIInu

Covpoeuna ouchynkyus

3acToiinara cepaedHa HemocTaTbuHOCT (NYHA Kitac II-1V) e gecra He)xenaHa peaxius, CBbp3aHa C
ymoTpebaTa Ha TpacTy3yma0, KaTo € Onja CBbp3aHa ¢ JeTaJIeH n3xoa (BxK. Touka 4.4). [Ipu marmueHTy,
JIEKyBaHU C TPACTy3yMal, ca HaOJIF0faBaH! PU3HAII ¥ CHMIITOMH Ha ChpJieYHa TUCHYHKIUS, KaTO
HArp. JUCITHEs, OPTOIHES, 3aCHIICHA KaluUIa, 0eJI0Apo0eH 0TOK, S3 TaJol WM HaMalleHa KaMepHa
(dpakius Ha U3TIackBaHe (BXK. Touka 4.4).

B 3 ocHOBHM KJIIMHUYHU U3MUTBAHUS C aIFOBAHTHO MPHIIOKEHUE HA TPACTy3yMal, MpUiiara B
KOMOMHAIIMS C XUMHOTEPAIIWs, YeCTOTaTa Ha ChpeuHa TUCHYHKIMS cTeneH 3/4 (Mo-CrennuaiHo
CUMITOMATHYHA 3aCTOWHA ChP/ICYHA HEAOCTATHYHOCT) € TOJ00HA IIPH MaIUEHTH, Ha KOUTO €
MpUJIaraHa caMo XUMHUOTepanysi (T.e. He ca MoyJaBad TpacTy3yMal), u mpu O0JIHU, Ha KOUTO €
IpUJIaraH TpacTy3yMao mociemoBatento cien takcas (0,3-0,4 %). Yecrorarta € Hali-BHCOKa IIpU
MAIMeHTH, Ha KOUTO € MpuIarad TpacTy3ymad enHoBpeMeHHo ¢ TakcaH (2,0 %). [Ipu HeoamroBaHTHO
JIeYEeHHUE OMUTHT C €IHOBPEMEHHO NPUIIOKEHHUE Ha TpacTy3yMald U cxema ¢ HUCKa /1032 aHTPAIUKIIAH €
orpaHuyeH (Bx. Touka 4.4).

Koraro tpacty3yma6 e npuaraH cien 3aBbpIIBaHe Ha aJf0BAaHTHA XUMHOTEPAIus, ChpevYHa
HegocraTbuHocT Kitac I1I-1V mo NYHA e nHabmonaBana npu 0,6% OT manueHTHTe B paMoOTO C eHa
roJIMHA HAa MPWIOKEHHE CIIe MeIuaHa Ha pociensBade 12 mecema. B mpoyusane BO16348, cnen
MeaHnaHa Ha npociensBane 8 roauau, yectorara Ha Texxka 3CH (NYHA Kunac III u IV) B rpynata Ha
nedeHue ¢ Tpacty3ymab 3a 1 roguna e 0,8%, a yecToTaTa Ha Jieka CHMITOMATHYHA U
acCHMIITOMaTHYHA JIeBOKamepHa AuchyHKuus e 4,6%.

O6partumoctTa Ha Texxkara 3CH (ompeneneHa kato mopeauiia OT Hali-Malko JIB€ TIOCTIeT0BaTeITHU
crortHoctr Ha JIKOU >50 % cnen crbutneTo) e oueBuana npu 71,4% OT manueHTuTe, ISKyBaHH C
TpacTy3ymal. Y cTaHOBEHA € 0OpaTUMOCT Ha JIeKaTa CHMITOMATHYHA ¥ aCHMITOMATHYHA
neBokamepHa nucynkius npu 79,5% ot nauuenrtute. [pubnusurenno 17% ot cebutusaTa, CBHp3aHu
ChC ChpAeYHA AUC(YHKINS ca HACTHIIIN CJIe]l 3aBbPIIBAaHE HA JIEUESHHETO C TPACTy3yMao.

B ocHOBHHTE KIMHUYHH U3NUTBAHUS C TPACTy3yMad 3a HHTPaBEHO3HO MPHUIIOKEHUE MTPH
MeTacTaTU4YHO 3a00JIsIBaHE 4ECTOTaTa Ha ChpAeUYHa AUCHYHKLUS Bapupa Mexay 9% u 12%, koraro ce
KOMOWHHpA ¢ IaKJIuTaKkces, B cpaBHeHue ¢ 1% — 4% mpu caMOCTOSITENHO MPUIIOKEHUE Ha
naxsurakcen. I[Ipu Monotepanus yectotara € 6 % — 9 %. Haii-BucokaTa yectora Ha ChbpAEUHA
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nuchyHKIMS € HaOIogaBaHa Mpy MAIMeHTH, TTOTyYaBally TpacTy3yMad e JTHOBPEMEHHO ¢
aHTpanukiua/mukiIopochamus (27 %), u e Onia 3HAaYUMO MO-BUCOKA, OTKOJKOTO ITPH CAMOCTOSITEITHO
NpUIOKEeHUE Ha aHTpauukiIuH/mukiIopochamun (7 % — 10 %). Ilpu eqHo nmocnenBamio KIMHAYHO
M3MUTBaHE C MPOCIIEKTUBHO HAOJIIOJCHUE HA ChplieuHaTa QyHKLMS, YeCToTaTaTa Ha CHMIITOMaTHYHA
3CH e 2,2 % npu nanueHTuTe, IodydyaBally TpacTy3yMad u goueTakcen, B cpaBHeHue ¢ 0 % mpu
MAIMEeHTHTE, TOJTy9aBallly JoueTakcen camocrosrenHo. [loBeyero ot mammentute (79 %), kouto ca
pa3BwIM chpledHa TUCPYHKIHS B TE3H KIMHUYHU U3MUTBAHUSA, Ca OIYYHIN NOAOOpEHHE Clie
cTa"napTHo jgeuenue 3a 3CH.

Peakuuu KoM qu)Vauﬂma, CL/Z@DZOI’!OOO6HU peakyuu U peakyuu Ha cC6pvxXuyeCcCnmeumeslHocni

W3uucneno e, ue npubmmsurenso 40 % OT manueHTHTe, IeKyBaHHU C TPACcTy3yMao, IIe MmorydaT
peaxuu, CBbp3aHu ¢ HHQPY3UATa, IO HiAKakBa ¢popma. [loBeueTo OT peakuuuTe, CBbP3aHH C
uH]Yy3uATa, odayde ca JIEKH 10 yMEepeHu o uHTeH3uTeT (crenenysama cuctema Ha NCI-CTC) u umar
TEHCHIINS 32 Bb3HUKBAaHE PaHO 10 BpeMe Ha JIEUEHHETO, T.€. IT0 BpeMe Ha WHY3UH eHa, TBE U TPH,
KaTOo 4eCTOTaTa HaMaJsBa IpH MocleIBaluTe nHPy3uu. Peakiuure BKIIIOYBAT CTYACHU TPBIIKY,
(hebpunuTeT, TUCITHES, XUIIOTOHUS, XPUIIOBE, OPOHXOCHAa3bM, TAXUKAPAUs, HaMaJleHa KUCIOPOJHA
caTypalus, peCIupaTopeH JucTpec, o0puB, TajieHe, IOBPBINaHe U I1aBo0one (BXK. ToUka 4.4).
UecroraTa Ha peakIuUTe, CBbP3aHU C HHPY3HATA, OT BCHUKU CTETICHH Bapupa MKy KIMHIYHHUTE
NPOYYBaHUS B 3aBUCUMOCT OT NIOKAa3aHUETO, METOAOJIOTHTA Ha ChbOMpaHe Ha JAaHHUTE U OT TOBA AAJH
TpacTy3ymal € mpuiarad eTHOBPEMEHHO C XMMUOTEPAIHsI WIM KaTO MOHOTEpAIHS.

Texxkn aHaUIaKTHYHI PEaKLUH, N3UCKBAIIY He3a0aBHA HaMeca, MOXKe JJa Bb3HUKHAT OOMKHOBEHO
10 BpeMe Ha IbpBaTa WM Bropara HH(y3us Ha TpacTy3yMad (BxK. Touka 4.4), KaTto ca OMIIM CBBP3aHU
C JIETaJIEH U3XON.

B H30JIMpaHU Cllydau Cca Ha6J'IIOI[aBaHI/I aHaq)I/IJ'IaKTOI/II[HI/I peaKknuuu.

Xemamomoxcuunocm

®debOpuitHa HEYTPOTICHHS, JICBKOTICHUS, aHEMUS1, TPOMOOIIUTOIICHUS M HEYTPOTICHUS Bh3HUKBAT MHOTO
yecTo. YecToTara Ha Bb3HUKBAHE HA XUIIOTIPOTPOMOMHEMHUS HE € U3BECTHA. PHUCKBT OT HEYTPOTIECHUS
MOJKE /1a € JIEKO TIOBUIIIeH, KOTaTo TPacTy3yMal ce Mpuiiara ¢ I0IeTaKcel CIed TEParus ¢
AHTPAIUKIUHY.

benoopobnu cobumus

Texxku OenoapoOHU HeXKeNaHu PeakLUl Bh3HUKBAT BBB Bpb3Ka C yHoTpedaTa Ha TpacTy3yma0, KaTo
ca OWJIM CBBP3aHU C JieTalleH u3xoJl. Te BKII0YBAT, HO HE c€ OrpaHHYaBar ¢ 0enopoOHN HHPUITPATH,
CUH/IPOM Ha OCTBP PECIUPATOPEH TUCTPEC, THEBMOHMSI, THEBMOHUT, MJIEBPAJIEH U3JIUB,
pecnupaTopeH AUCTPEC, OCThp OenoApoOeH OTOK U IUXaTellHa HEA0CTAThYHOCT (BXK. TouKa 4.4).

[MompoOHOCTH 32 MEPKHTE 32 MUHUMHU3UPaHe Ha PUCKA, ChOTBETCTRBANM Ha [1nanHa 3a ynpasieHue Ha
pucka B EC, ca npencrasenu B (Touka 4.4) IlpenynpesxaeHus v npeAna3Hud MEpPKH.

Hmynocennocm

B npoyuBaneTo npu HeoaqrOBaHTHO-at0BaHTHO JeueHne Ha PPMIK (BO22227), mpu mennana Ha
npocrnensBane, Hanxpupisima 70 mecena, 10,1% (30/296) ot nanueHTuTe, IEKyBaHH C TPAcTy3yMad
MHTPaBEHO3HO, Ca Pa3BUIIM aHTUTENA CIIPAMO TpacTy3ymald. HeyTpanusupamy aHTuTena, HacoueH!
cpelly TpacTy3yma0, ce OTKpHUBaT B IPOOUTE Ciie]] U3XOAHOTO HUBO IpH 2 0T 30 manueHTH B paMoTo €
TpacTy3ymMald HHTPABEHO3HO.

KnuanynoTo 3HaUYCHME HA TE€3W aHTUTENA HE € M3BeCTHO. HannuneTo Ha AHTHUTCJIAa, HACOYCHU CPCILY

TpacTy3yma0, He MoBIUsABa (papMaKOKWHETHKATA, ePUKACHOCTTA (ONpeAesieHa OT MaTOJIOTMIHHUS
meJieH otroBop [pCR] u npexussiemoctTa 6e3 crOute [EFS]), n 6ezonmacHoCTTa, OMpeenena ot
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MmosiBaTa Ha peakIuy, cBbp3anu ¢ npmwioxkeaueTo (PCII) Ha TpacTy3yMal 3a HHTPaBEHO3HO
NPUIIOKEHHE.

Hsma nanHu 32 IMYHOTEHHOCT Ha TPAcTy3yMal MpH pak Ha cTOMaxa.

Cpo0111aBaHe Ha MOA03UPAHN HEXKETAHHN PEAKITHH

Cp0o011aBaHETO HA MOI03UPAHN HEIKEIAHN PEaKIIMU CIIe] pa3pellaBaHe 3a yrnorpeda Ha JIeKapCTBEHHUS
MPOAYKT € BaskHO. TOBa IM03BOJIABA Ja MPOIB/KHM HAOIIOICHUETO Ha ChOTHOIICHUETO 0JI3a/PUCK 32
JIeKapCcTBEHUS NPOoAyKT. OT MEIUIIMHCKUTE CIICIUAIMCTH CE U3MCKBA J]a ChOOIIaBaT BCAKA
MOTO3UPaHa HEXKEIaHa PeaKins Ype3 HAITMOHAIHA CUCTEMa 3a ChOOIaBaHe, IIOCOYCHA B

Ilpunoxenue V.

4.9 Ilpeno3upane

Hsima ot ¢ mpeno3upane npu Xopa 1o BpeMe Ha KIMHUYHATE m3nuTBaHus. [1o Bpeme Ha
KIIMHUYHUTE U3UTBAHUS HE ca MIPHUJIaraHu CaMOCTOSTEIHO SUHUYHU JI03U Zercepac MO-BUCOKH OT
10 mg/kg. B KIMHMYHO M3MHUTBaHE MPH MAIMEHTH C METAcTa3upall pak Ha CTOMaxa e poy4eHa cxema
Ha TPUJIOKEHNE Ha moaabpxaiia g03a 10 mg/kg Ha Tpu cenmuity (q3w) ciiea HaTOBapBalia 103a OT 8
mg/kg. Jlo3u 10 TOBa HUBO Cca Ce MOHACSITH T00pe.

5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHHU CBOWCTBA

®apMakoTepaneBTHYHA TPyIa: AHTHHEOIUIACTUYHY CPEACTBA, MOHOKIOHAHHU aHTtuTena, ATC kox:
LO1FDO1.

Zercepac e buononobeH nekapcTBeH npoaykT. IlogpoOHa nHpopmMarus € focThIIHA Ha yeOcaiiTa Ha
EBponeiickaTa areHums 1o Jiekapcrpara https://www.ema.europa.cu.

Tpacty3ymad ¢ pekoMOnHaHTHO XyMaHu3upaHo [gG1 MOHOKIIOHATHO aHTHUTSJIO CPEITy perenTop 2 Ha
yoBewkus enuaepmaiiet pacrexxeH gaxkrop (HER2). [Ipekomepnara excnipecus Ha HER2 ce
Habmonasa mpu 20 %-30 % ot cirydanTe Ha MBPBUYEH pak Ha MiedHaTa xiesa. [IpoyuBanusTa Ha
gectorara Ha HER2-mo3uTHBHOCT 1TpH pak Ha cromMaxa ¢ momoinra Ha umyHoxucroxumus (IHC) u
¢dryopecuentna xubpuauzauus in situ (FISH) ninu ¢ xpomorenna xubpuanzanus in situ (CISH) ca
nokazanu, ye HER2 no3uTtuBHOCTTA Bapupa B IHUPOKH rpaHuiy ot 6,8 % 10 34,0 % 3a IHC u 7,1 %
1o 42,6 % 3a FISH. [IpoyuBanusTa mokasBar, ue MaIMeHTH ¢ paKk Ha MJICYHATA JKJIe3a ChC
cBpbxekcipecus Ha HER2 ca cbc ckbceH nepuoj Ha NPeKUBSIEMOCT 0€3 CUMIITOMU Ha 00JecTTa B
cpaBHEeHHME C manueHTure Oe3 npekomepHa excrpecus Ha HER2. Exctpanenynapnara obnact Ha
peuenropa (ECD, p105) Moxe a ce 0TeNu B KPbBOOOPAIIIEHUETO | JIa C& U3MEPH B CEPYMHH MPOOH.

MexaHU3bM Ha IEWCTBUE

Tpacty3ymab ce cBbp3Ba crieliu(UIHO C BUCOK aUHHUTET Che cyOmomeiin IV, rokcTamemMOpaHeH
peruoH Ha exctpanenyiapuus gomeiiH Ha HER2. Cepp3Banero Ha TpacTy3ymab ¢ HER2 unxubupa
muraH-He3apucumute curaanu Ha HER2 u nmpenoTBpatsiBa mpoTEOIMTHYHOTO pa3lieBaHE HA
eKCTpaleIyJapHus My JOMEWH, akTHBUpan] Mexann3bMm Ha HER2. Y cTanoBeHO e, KakTo MpH aHAJIN3H
in vitro, Taka v IPH KUBOTHH, Y€ TPacTy3yMad MoTHCKa mpoudepanusTa Ha YOBSIIKH TyMOPHHU
KJIETKH, KouTo npekomepHo excipecupaT HER2. OcBen ToBa, TpacTy3ymad € MOILeH MeHaTop Ha
aHTUTSII0-3aBUCUMAaTa KIeThUHO MenuupaHa MUToTokcuIHocT (ADCC). YcraHoBeHO €, 4e in vitro
Tpacty3ymad-menuupanata ADCC npedepennmaino ce ocbiiecTsisa Bbpxy HER2
CBPBXEKCIIPECUPAILN PAKOBU KJIETKH B CPABHEHHUE C PaKOBH KJIETKH, KOUTO He ekcnpecupar HER2
MIPEKOMEPHO.
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https://www.ema.europa.eu/documents/template-form/appendix-v-adverse-drug-reaction-reporting-details_en.doc
https://www.ema.europa.eu/

Jlnarnoctunmpane Ha cBpbxekcnpecus Ha HER2 wm ammmdukanms Ha reHa Ha HER2

Juaenocmuyupane na npexomeprama HER?2 excnpecus unu HER?2 eenna amnaugurayusi npu pax Ha
MAeYHama Jcne3a

Zercepac TpsOBa J1a ce U3I0JI3Ba caMo MPH MalMeHTH ¢ TyMopu ¢ mpekomepHa HER2 ekcripecust umu
¢ reaHa ammuudukaus Ha HER2, onpenenena upe3 ToueH 1 BaIuAUpaH TeCT. [[narHoCTUITMPAHETO
Ha npexoMepHaTa HER2 ekcripecus tpsioBa na ce u3Bbpiuu ¢ umynoxucroxumuder (IHC) meton na
OIICHKA BbPXY (PUKCHUpaHU TyMOpHH OyiokdeTa (Bk. Touka 4.4). 'ennarta ammundukanus Ha HER2
TpsiOBa Jia ce ycTaHoBH 4pe3 QuyopectieHTHa xubpuansaiyst in situ (FISH) wim xpomorenna
xubpuauzauus in situ (CISH) Ha ¢pukcupann Tymopnu Oiokyera. [lanuenTure ca HOAXOASIIN 32
JeYeHue cbe Zercepac, caMo ako MmokKaxaT cuiiHa cBpbxekcnpecust Ha HER2, onucana kato onenka 3+
no [HC, unu nipu monoxutenen pesynrar oT FISH mmu CISH.

3a 1a ce moyyyat TOYHU ¥ BB3MPOU3BOAMMH PE3yJITaTH, U3CICIBAHETO TPAOBA Ja Ce MPOBEK/IA B
crielraIn3upana JJabopaTopus, KOsSTO MOXKe Jia OCUTYPHU BaJHIHpPaHEe HAa METO/IA Ha U3CIIC/IBaHE.

IIpenopbuBa ce cieHaTa TOUKOBa cucTeMa 3a orelka Ha [HC orBeTsBaHe, KakTO € TTOCOYCHO B
Tabimna 2:

Tabnuua 2 [Ipenoppuntenna ToukoBa cuctema 3a orenka Ha IHC onpersBaHe npu pak Ha MjeyHaTa
xKiesa

Croiinoct | OuBeTsiBaHe OuneHka Ha MpeKoMepHAaTa
excnpecuss HAa HER2

He ce Ha6J'I}O,I[aBa OIBCTABAHC WU MeM6paHHO

0 OTpuiatenta
onsetsBane npu < 10% oT TYMOpHHTE KJIETKH. pHll
Cnabo/enBa 3a0ee)UMO OLIBETSIBAHE Ha
MeMOpaHuTe ce Habmrogasa rpu > 10% ot

1+ p A P OTtpurarenta

TYMOPHHTE KJIeTKU. YacTHUHO € OlIBeTeHa caMo
MeMOpaHaTa Ha KIICTKHUTE.

Habnronasa ce cnabo 10 yMepeHo IbJIHO

2+ ouBeTsABaHe Ha MeMOpaHaTa ipu > 10% ot JBycMuciena
TYMOPHHTE KJIETKH.

HabmnronaBa ce CHIIHO IIBJIHO OLIBETSIBAaHE HA
MemOpanaTa npu > 10% 0T TYMOPHHUTE KIIETKH.

3+ ITonoxwurenna

Oo6ukHoBeHo FISH ce cunTa moyiokuTeHa, ako ChOTHOLIEHUETO Ha Opost Ha renHuTe kKonus HER2 B
€/IHa TYMOpPHA KJIETKa KbM OpOsi Ha KOMHUATa B XpoMo30oMa 17 e Mo-royisiMo WM paBHO Ha 2 WITH, aKO
nMa noBeue oT 4 xonwst Ha reH HER2 B eqHa TyMOpHa KileTKa, ako HE ce mpuiara KOHTPOJIa ¢
xpomo3zoma 17.

Oobuknoseno CISH ce cunta nojoxurenna, ako B Hax 50 % oT TYMOpHHUTE KJIETKH UMa MIOBEYE OT 5
konus Ha red HER2 B ennHo siipo.

3a IBJIHM yKa3aHUs BbPXY NPOBEKIAHETO HA TECTA M MHTEPIIPETALUATA HA PE3YATATUTE, MOJIS,
HamnpaseTe crpaBka ¢ auctoBkute Ha Banunupanure FISH u CISH tectoBe. Odunnannute
npenopbku 3a usciensane Ha HER2 cwimo Moxe n1a ce u3nos3ear.

[Ipu Bcexu apyr MeTol, KOMTO MOKE J1a ce U3M0I3Ba 3a oueHKa Ha nporenHa HER?2 nnm rennara
eKCIIpecHs, aHaTM3HUTE TPsIOBa J1a ce U3BBPIIBAT CAMO B JIA0OPATOPHH, OCUTYPSIBAIIH aJICKBATHO
CHhBPEMCHHO MPOBEKIaHE Ha BAIMIUPAHU METOH. TakuBa MeTou TpsOBa J1a ca orpeesieHO TOYHU U
JOCTaTHhYHO aKypaTHH, 3a JIa MOTarT Jia MMOKaxar npekoMmepHara ekcrpecus Ha HER2 u TpsioBa na
MOXeE JIa Ce HalpaBH Pa3jIvKa MeX/y yMepeHa (ChOTBETCTBAIla Ha 2+) U CHITHO M3pa3eHa
(cpoTBeTcTBaIa Ha 3+) mpekoMepHa exciipecus Ha HER2.
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Luaenocmuyupane na npexomeprnama HER?2 excnpecus unu HER?2 eenna amniaugurayus npu pax na
cmomaxa

Camo TOYeH M BaJHIUpaH TeCT TPsAOBa Ja ce U3MO0J3Ba 3a OTKpHBaHe Ha npekomepHata HER2
excnpecust wid HER2 renna ammmdukanus. [HC ce npenopbuBa KaTo mbpBY HAYMH HA TECTBAHE, a B
clly4au, IIpu KOUTo € HeoOxoauM u cratyc Ha HER2 renna ammumdukarnyst, TpsiOBa 1a ce U3moi3Ba
WM TIOJICHIICHA Che ¢pebpo in situ xubpuausaiys (SISH), unu FISH meron. Ipenophusa ce obaue
npu SISH meTona na vMa Bb3MOXKHOCT 3a YCIIOPEAHA OLICHKA Ha XMCTOJIOTHUATa U Mopdosiorusita Ha
TyMopa. 3a Jja ce OCUTYPH BaJTUINpaHe Ha TECTOBETE M MOIydaBaHe HAa TOYHH U BH3MPOU3BOJAUMU
pesynraty, uscienaneto Ha HER2 tpsi6Ba na ce u3sbpim B tabopatopus ¢ 00y4deH MepcoHall.
[Iby1HM yKa3aHUA OTHOCHO NPOBEXKAAHE HA TeCTa U MHTEpIpeTalys Ha pe3ynraTure TpsOBa 1a ce
B3eMaT OT JINCTOBKATa Ha MPOAyKToBaTa nH(popMauus, mpegocrassina ¢ unonzsanure HER2 tecrose.

B usnurBaneto ToGA (BO18255), matmentu ¢ IHC3+ unu FISH nonoxwurennu Tymopu ca
onpeaeneHu kato HER2-nonoxurenHu u 3aToBa ca BKIIIOYEHH B U3NIUTBAHETO. Bb3 ocHOBa Ha
pe3yaATaTUTE OT KIMHUYHOTO U3MHUTBAHE, MOJIe3HUTE e(DEeKTH ce OrpaHrYaBar J0 MaHeHTH ¢ To-
BHCOKO HUBO Ha cBpbxekcnpecus Ha HER2 nporenna, onpexnenen ¢ 3+ touxu rnpu [HC win 2+ Touku
npu IHC u nonoxwurenen FISH pesynrar.

B exHo npoyuBaHe ¢he cpaBHsABaHe Ha MeTouTe (poyuBaHe D008548) e HaOmo1aBaHa BUCOKA
cTerneH Ha choTBeTCTBHE (> 95 %) mpu SISH u FISH meronute 3a orkpuBane Ha HER2 renna
aMIUTM(UKaLus P NAaUEHTH C paK Ha cToMaxa.

Cepbxekcnpecus Ha HER2 1psiOBa na ce oTkpue upe3 uscienBaHe ¢ MIMyHOXUCTOXUMHUUYEH METOA
(IHC) na ¢uxcupanu tymopuu 01okueta; HER2 rennara ammmdukanus TpssiOBa 1a ce OTKpHe ¢
TIOMOIIITA Ha in situ xubpuausanus, usnonsaiiku SISH unu FISH Ha dukcupanu TymMopHH OI0KYeTa.

IIpenoppuBa ce cieqHaTa TOYKOBA CUCTEMA 32 OLICHKA Ha HauWHUTE Ha ouseTsBaHe 1o IHC, kakTo e
nocoueHo B Ta0numa 3:

Tabnuua 3 IIpenopbunTenHa TOYKOBA CUCTEMa 32 OLIEHKA Ha HaunHHUTE Ha ouseTsBane no ICH npu
pak Ha cTomaxa

CroiiHocT | XHpypruuecka mpooda — IIpo6a ot Guoncusita — Ouenka Ha

HAYWH HA OI[BETSBaHE HAYWH HA OI[BETSBaHE CBpPBXEKCIpecusiTa
Ha HER2

Jlunca Ha peakTHBHOCT WM Ha | JIuTica Ha peaKTUBHOCT WJIH Ha

0 MeMOpaHHa peaKTHBHOCT ITPH | MeMOpaHHa peaKTHBHOCT BB Ortpurarenna
<10 % OT TYMOpPHUTE KJIETKU. | BCHYKH TYMOPHH KJIETKH.
Cnaba/enBa monoBuMa KrnacTtep oT TyMOpHU KJE€TKH
MeMOpaHHa PEaKTUBHOCT NpH | chC cnaba/enBa J0I0BUMa

1+ > 10 % ot TyMOpHHUTE KJIETKH; | MEMOpaHHA PeaKTUBHOCT, Ortpurarenna
KJIETKHUTE ca PEaKTUBHU CAMO | HE3aBUCHMO OT MPOILICHTA Ha
B 4acT OT MeMOpaHaTa CH. OLIBETCHU TYMOPHH KJIETKH.
Crnaba 1o ymepeHa IIbJIHa, Kiractep oT TyMOpHU KIETKH

0azoyaTepaHa WiIu JIaTepaliHa | ChC cliada 10 yMEepeHa ITbJIHA,
MeMOpaHHa PEaKTUBHOCT NpU | Ga3oyiaTepaiHa WK JaTepaiHa

2 > 10 % oT TyMOpHHTE KJIETKH. | MeMOpaHHa PEaKTHBHOCT, JBycmmcaeHa
HE3aBUCHMO OT IIPOLIEHTA Ha
OLIBETEHU TYMOPHU KJIETKH.
Cunna meiHa Oazonarepanna | Knmacrep ot TymMopHU KieTku
WK JIaTepajiHa MeMOpaHHa ChC CHJIHA ITbJTHA Oa3onarepanHa
aktuBHOCT Tipu > 10 % oT WJIH JlaTepaiHa MeMOpaHHa
3+ [Tonoxxurenna
TYMOPHUTE KJICTKH. aKTUBHOCT, HE3aBUCHMO OT
MPOIICHTA HA OL[BETCHU TyMOPHH
KJIETKH.
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ITo mpuammm, SISH nm FISH ce canrar 3a moIoXKuTeTH!, ako ChbOTHOIICHUETO Ha Opost Ha TCHHUTE
kot Ha HER2 Ha enna TymopHa KJieTka KbM Opos Ha KOIUATA Ha XpoMo30Ma 17 € MMo-TroJIsiM HiTh
paBeH Ha 2.

KinnnunyHa ebukacHOCT ¥ 0€30IacHOCT

Memacma3upaﬂ PAaK HA mjaevHama aicie3a

TpacTty3yma0 e u3moii3BaH B KIMHUYHA U3MUTBAHUSA KaTO MOHOTEpanus npu narmeHTn ¢ MPMIK cbe
cBpbxekcnpecust Ha HER2, kouTo ca 1exyBaHU HEYCHELIHO C €JHA WJIH [TIOBEYE CXEMU Ha
XUMHOTEPAITUS 32 METaCTa3uPaioTo 3a00sgBaHe (TpacTy3yMad caMOCTOSITEITHO).

TpacTy3yMa0 € U3MoI3BaH ChIIO ¥ B KOMOMHAIIUS C MAKIUTAKCEN WIH JOLETAKCEN 3a JICUCHHE Ha
MIAI[MCHTH, KOUTO HE Ca JIEKyBaHH 32 METacTa3upanoTo 3adomnsBaHe. [lanneHTuTe, KOUTO Mpeny TOBa
ca MoJTy4yaBalii aJ[fOBaHTHA XMMHUOTEparus Ha 0a3aTa Ha aHTPAIMKIMHH, Ca JICKYBaHH C MMAKJIUTAKCEI
(175 mg/m? B uHQY3Hs ¢ IPOABIKUTEIHOCT 3 yaca) chC MM 0e3 TpacTy3ymab. B 0CHOBHOTO
KJIMHUYHO M3NMTBaHe Ha gouerakcen (100 mg/m? B uHdy3us ¢ NPOABIDKUTENHOCT 1 yac) che umm 0e3
Tpacty3yma0, 60 % OT marueHTuTe ca MmoJrydaBajin IIPeIy TOBA aII0BaHTHA XMMUOTepanwus Ha 6a3ara
Ha aHTpaIMKIUHA. [lanueHTuTe ca JeKyBaHH ¢ TpacTy3yMal J0 mporpecus Ha 3a00JIsIBAHETO.

Eduxacnoctra Ha TpacTy3ymad B KOMOMHAIMS € TAKJIUTAKCEN PU MaLMEHTH, KOUTO HE ca
[0JIy4aBajy IPeay TOBa aJl0BaHTHA XUMMOTEpanus Ha 0a3aTa Ha aHTPALUMKJIMHY, HE € IPOyyYBaHa.
Tpacty3ymab mioc gorerakcen odade € eukaceH npu OOIHUTE, HE3ABUCUMO AU Ca MOydYaBajn
npeay TOBa aJ[I0BAaHTHA XMMHOTEpanus Ha 6a3ata Ha aHTPALUKINHH.

IIpu Tecta 3a cBpbxekcnpecus Ha HER2, m3mo3Ban 3a orieHKa Ha TIPUTOTHOCTTA HA MAIUEHTUTE 32
y4acTHe B OCHOBHHUTE KIIMHUYHH U3IUTBAHUS C TPACTy3yMad MOHOTEpaNusl U TPacTy3yMal ILTIoC
MAKIUTAKCEl, € U3MOJI3BAaHO MMYHOXUCTOXUMHYHO orBeTsBane 32 HER2 Ha ¢ukcupan maTepuai ot
TYMOpPH Ha MJIeYHaTa ’kJjie3a ¢ MUIIH MOHOKJIOHamHH anTuTena CB11 u 4DS5. Te3u Thkanu ca
(hukcupanu BsB (hopManuH win (uKcHpail pa3TBop Ha Bouin. To3u uzcnemoBaTencku MeToI,
MPUJIOKEH B KIIMHUYHOTO M3MUTBaHE, € U3BBPIIBAH B [IEHTPaHA 1a00paTopysl, H3MOI3BAIIa CKajla OT
0 no 3+. [NanuenTure ¢ onBeTsBaHe 2+ wiM 3+ ca BKIIIOYBaHU, a Te3u ¢ onsersaBade 0 wiu 1+ ca
M3KJIIOYBAHU OT KIMHMYHUTE m3nuTBanusa. Hazx 70 % oT marnueHTuTe, BKIIOYEHU B KIIMHUYHUTE
W3IIMTBAHUS, Ca UMAIIM CBphXeKcnpecus 3+. JlaHHuTe mokaspar, ue 6maronpusTHUTe eheKkTr ca
MoBeYEe MPHU MAIUEHTUTE C MTO-BUCOKO HUBO Ha cBpbXekcnpecus Ha HER2 (3+).

OCHOBHHSAT TECT-METOJI, U3IIOJI3BaH 32 onpe/iesisiHe Ha HannaueTo Ha HER2 B 0CHOBHOTO KITMHUYHO
M3MHATBaHE Ha JIOIETAKCeN, ChC WK 0e3 TpacTy3yMad, € nMyHoxXucToXuMudeH. [lo-manka gact ot
OOJIHUTE ca TECTBaHU C MeToJ1a Ha (uryopectieHTHa in-situ xubpunuzanus (FISH). B ToBa kiimHIYHO
H3MUTBaHEe, 87 % OT BKIIOUCHHTE MallieHTH ca uManu 3a0onsBane IHC3+, a 95 % ca umanu
3a0omsgBane IHC3+ w/mnmu FISH-nonosxureHo.

Ceomuuna cxema Ha NPUIOJCEHUE NpU Memacmasupail pak Ha mieunama JHcjie3a

B Tabxuua 4 ca 06001eHn pe3ynTaTuTe 3a epUKACHOCT P MPOYYBAHHS C MOHOTEPAIUs 1
KOMOWHHPAHO JieUeHHE:
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Tabnuna 4 Pesynratu 3a epUKacHOCT OT MPOYUYBAHUATA C MOHOTEpAHS U KOMOMHUPAHA TEPaITHsI

Ioxa3aTes MoHoTepa KomOnnnpana repanus
st
Tpacg@yM Tpacry3syma6 | Makaurakcen’ | Tpacrysyma | Jouerakcen®
a III0C 0 miroc
naKJuTaKce. aouerakcen’
N=172 N =68 N=177 N=92 N=94
CreneH Ha
;‘9"5‘?,2""”“" 18 % 49 % 17 % 61 % 34 %
JoBepHTEICH (13 -25) (36 -061) (9-27) (50-71) (25 -45)
HHTEpPBaJ)
Meanana Ha
NPOXbJIKUTETHO
CTTA HA 0TTOBOPA 9,1 8,3 4,6 11,7 5,7
(Mecernn) (5,6 - 10,3) (7,3-8,8) (3,7-7,4) (9,3-15,0) (4,6 -7,6)
(95 % noBepuTe
€H HHTEePBaJ)
Mennana na TTP
E;’S‘*f,;)““) 32 7.1 3,0 11,7 6,1
JoBepHTEICH (2,6 —3,5) (6,2—-12,0) (2,0-4,4) (9,2 -13.5) 54-72)
HHTEpPBaJ)
Meanana Ha
NPEKMBAEMOCTTA
(Mecenu) 16,4 24.8 17,9 31,2 22,74
95 % (12,3 — ne) (18,6 —33,7) (11,2 - 23,8) (27,3-40,8) | (19,1 -30,8)
JOBEepHUTEJIEH
HHTEPBAJI)

TTP = Bpeme o nporpecus; “He” 03HaYaBa, Y€ He € OMII0 Bh3MOXKHO JIa C€ OMPE/Ie]I HITH OIIEe HEe €
JIOCTUTHAT TO3W MOMEHT.
1.  Ilpoyusane H0649g: IHC3+ cyOmomymarus mamueHTH
[Ipoyusane H0648g: IHC3+ cybOmorrynanust manueHTH
3. Ipoyusane M77001: [Ipnen nabop u3cinenBanus (HaMepeHUE 3a JICUCHUE), pe3yaTaTd oT 24

McEccCIa.

Kombunupamno neuenue ¢ mpacmysymab u aHacmposon

ITpoy4BaHO € NPUIIOKEHUETO HA TPACTY3yMad B KOMOMHALIMS ¢ aHACTPO30JI 3a JIEUCHUE OT IIbpPBa
nmuaust Ha MPMIK npu manpieHTH B mocTMeHomaysa cbe cBpbxekcnpecus Ha HER2, nonoxurensu 3a
XOPMOHAJIHH pelenTopH (Hamp. ectporennu pernentopu (ER) u/mnm nporecrepoHoBH perientopu

(PR)). ITpexxuBsiemoctTa 63 mporpecus Ha 3a00JSIBAHETO € JBOWHO MO-TOJIsIMa B paMOTO C

TpacTy3yma0 IUII0C aHACTPO30J1 B CpaBHEHHE ¢ aHAacTpo30iI (4,8 Mecerna cripsmo 2,4 mecena). [1o
OTHOIIICHWE HA JPYTUTE MTOKA3aTeIH MON00peHHsITa, HA0IF01aBaH! P KOMOWHAIIHTA, ca: 32 001l
otroBop (16,5 % copsamo 6,7 %); cTeneH Ha KIMHUYHA To3a (42,7 % crpsimo 27,9 %); Bpeme 10
nporpecus (4,8 Mecena cripsamo 2,4 mecena). He Ou Moriia 1a ce yCTaHOBH pa3jivKa MEXIy paMeHaTa
MO OTHOIIICHUE HA BPEMETO JI0 OTTOBOP M MPOIBIDKUTEITHOCTTA Ha OTroBOpa. MenuaHnaTa Ha ooOmara
MPEKUBIEMOCT € yIbJDKEHa ¢ 4,6 Mecella MpY MAIlMEeHTUTE B PAMOTO ¢ KOMOUHHUPAHOTO JICUSHHE.
Paznukara He € craTUCTHYECKH 3HAYMMa, 00ade IMoBeYe OT MMOJOBUHATA NAIMEHTH OT PAMOTO ChC
CaMOCTOSTEITHO MPHIIOKESHNE HA aHACTPO30J1, CIIE/ MPOrpecHs Ha 3a00IABAHETO ca MPEMUHAITU KbM
cXeMa Ha JIeUeHUe, ChIbpIKallla TpacTy3yMao.
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TpucedMuqHa cxXema Ha npuilositcerue npu memacmasupail paxK Ha mjiedHama aicie3a

B Tabnuua 5 ca 0000menn pe3ynraTure, OTpassiBaiii ehpUKaCHOCTTa IPH HECPABHUTEIIHU
NPOYYBaHUS C MOHOTEPAIUs 1 KOMOMHHUPAHO JICUCHHE:

Tabmuiia 5 Pesynraru 3a epuKacHOCT OT HECPABHUTEIIHHU MPOYYBAHHUS C MOHOTEpAIHs U

KOMOMHHpaHa Tepanus

IHoka3zaTes MoHnoTtepnus KomOnnupana tepanus
Tpacrysyma6' | Tpactysyma6? | Tpacrysymad | Tpacrysymad miioc
ILTI0C nounerakcea?
N=105 N=72 nakJuTaKces’ N=110
N=32
Crenen na 24 % 27 % 59 % 73 %
TOB.IHSBAHE (15— 35) (14 - 43) (41 - 76) (63 - 81)
(95% noBepuTesieH
HHTEPBAJ)
Menuana Ha 10,1 7,9 10,5 13,4
HPOABKUTETHOCTTA | (2 8 — 35 6) (2,1-18,8) (1,8-21) (2,1-55,1)
HA 0TTrOBOpa
(Mecenu) (rpaHuIU)
Menuana na TTP 3.4 7,7 12,2 13,6
(mecenu) 2.8-4,1) 42-83) (6,2 - He) (11 - 16)
(95 % nosepuTesieH
HHTEPBAJ)
Menunana na HE HE HE 473
NMpeKUBIEMOCTTA (32 - o)
(Meceun)
(95 % noBepuTesieH
HHTEPBAJ)

TTP = Bpeme a0 mporpecus; “He” 03Ha4YaBa, 4e¢ HE € OMII0 BB3MOXKHO Jla C€ OIPEICITH K OIIe HE €
JIOCTUTHAT TO3W MOMEHT.

1. IIpoyuBane WO16229: nHaroBapBama fo03a ot 8 mg/kg, mocieaBana OT TPHCEAMUYHA CXeMa OT
6 mg/kg
2. IIpoyuBane MO16982: HatoBappaia 103a oT 6 mg/kg ceAMUYHO X 3 MBTH, MTOCJICABAHA OT

6 mg/kg TpucenqMuYHa cxema
3. IIpoyusane BO15935
4, [Ipoyusane MO16419

Mecma na npoepecus

YecroTara Ha Mporpecus B YepHUS AP0O € 3HAYUMO IT0-MajKa IMpHy MalueHTH, JCKyBaHH C
KOMOWMHAIIMS OT TPACTy3yMal M MaKIUTaKcel, B CpaBHEHHE caMmo ¢ makiauTakcen (21,8 % cperry

45,7 %; p = 0,004). [ToBeye manueHTH, JICKYBaHU C TPAcTy3ymMal U MaKJIUTAKCEIl, Ca UMaJIH ITPOrPeCcHUs
B IICHTpaJIHATa HEPBHA CUCTEMa, B CPABHEHHE C JICKyBaHUTE camo ¢ makinuTtakcen (12,6 % cpemry

6,5 %; p=0,377).

Paxk na maeunama scnesa 6 pamern cmaouil (6 YCi06UAMA HA A0I08AHMHO Jeyerue)

Pannausar PaK Ha MJICYHATA KJI€3a CC ONPCACIIA KaTO HEMCTACTa3upaJl IbPBUYCH MHBA3UBCH KapIIMHOM

Ha MJICYHATAa XKJIC3a.

B YCJIOBUATA HA AATOBAHTHO JICYCHUC, TpaCTy3yM36 € U3CJICABAH B 4 ToJICMH, MHOT'OLICHTPOBH,
paHOOMU3UPAHN KIIMHUYHU U3IIUTBAHHUA:
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- [IpoyuBanero BO16348 e muranupaHo ¢ 11eJ1 1a CpaBHU TPUCESIMUUCH TEPIIEBTUYCH KypC €
TpacTy3ymal B MPOABKCHNE HA €/1HA U ABE TOAMHH, B CPaBHEHUE C HAOMIOCHHE TIPH
narmenT ¢ HER2 nonoxwurenen PPMX cien xupyprusi, Xumuotepanus 1 rbuetepanus (ako e
pmIokuMo). OCBEH TOBa € U3BLPIICHO CPAaBHEHUE HA JIBE TOJIWHU JICUCHUE C TPACTy3yMao,
CIpsIMO €HA FOJIMHA JISYeHHe C TpacTy3ymad. Ha marueHTnTe, OnpeneneH 3a JedeHue C
TpacTy3yma0, e Omiia JaJeHa IbPBOHAYAIHO HaToBapBala go3a 8 mg/kg, mocnenBaHa ot
6 mg/kg npe3 TpH CeIMUIIN B MPOBIDKEHIE Ha €IHA WITH JIBE TOJIMHU.

- [IpoyuBanusata NSABP B-31 u NCCTG N9831, xonto BKIIOUBAT OOIII aHAIN3, Ca TNIAHUPAHU
3a U3CJIeiBaHEe Ha KIIMHUYHATA 110J13a OT KOMOMHHUpaHe Ha JIeYeHHE C TPacTy3yMal ¢
naknuTakcen cieq AC xumuorepanus; npoyusaHero NCCTG N9831 goneiaHHTENHO U3CieqBa
u nobaBsiHEeTO Ha TpacTy3ymab cienq AC—P xumuorepanus npu nmanuentu ¢ HER2-
nonoxutenen PPMXK cnen onepanus.

- [Ipoyusanero BCIRG 006 e ninanupano ¢ 1en u3cieiBaHe Ha KOMOMHUPAHE Ha JICUEHUETO C
Tpacty3ymab c nouerakcen ciesy AC XUMUOTepanus WK B KOMOMHAIIHS C TOLETaKcel 1
kapOorutatud npu nanuentd ¢ HER2-nonoxxurenen PPMX cnen onepariust.

PannusAT pak Ha miedyHara xJe3a B u3nutBaneto HERA e orpannden go onepaOuneH, mbpBUYEH
WHBA3MBEH a/ICHOKAPIIMHOM Ha MJIEYHATA XKJIE3a C TOJOKHUTEIHU aKCUIIAPHU JIMM(PHH BB3JIH WU
OTpHLIATEITHU AKCHJIAPHU JTUM(HHU BB3IIH, aKO TyMOPBT € Hali-Maiko 1 cm B 1uameTsp.

ITpu oOuus ananus Ha nmpoyuBanusita NSABP B-31 u NCCTG N9831, PPMIX e orpannden 1o XeHU
¢ onepaOuiIeH pak Ha MJIEYHATa XKJIe3a C BUCOK PUCK, onpeaereH kato HER2-nonoxwurenex ¢
MOJIOKUTEJIHU akcuIapHu JIuMbHH Bb311 mid HER2-nonoxurenes ¢ orpunarensn JuMGHHA B3I C
XapaKTepUCTUKH Ha BUCOK PHUCK (pa3Mep Ha Tymopa > 1 cm u ER HeratuBHu unu pa3mep Ha

TyMoOpa > 2 cm, HE3aBUCHMO OT XOPMOHAJIHUS CTaTyC).

IIpu mpoyusane BCIRG 006, HER2-mmonoxurenausit PPMX e orpanmden no marueHTs ¢
TMMOJIOXKUTCIIHNU aKCUJIapHHU HI/IM(bHI/I BB3JIM WJIX BUCOKO PUCKOBHU MAIUCHTU C OTPULIATCIIHU aKCUJIapHU
muMQHHI BB3IH (ompeeneHn kaTo orpunarean (pN(O) o OTHOIIeHNE Ha 3acATaHeTO Ha TMM(HNTE
BB3JIM U ITOHE 1 OT ciienHuTe (HakTOpH: pa3Mep Ha TyMopa Haj 2 cm, HETaTHBEH 3a €CTPOI€HOBH U
NPOrecTepOHOBHU PELETITOPH, XMCTOJIOTMYHA MIIH HyKJleapHa CTereH 2-3 uiu Bb3pacT < 35 ronuHm).

Pesynratute 3a eduxacrocT oT m3nutBaneTo BO16348 cnex Mmeamana Ha npocnensBane 12 mecena™ u
8 ropuHN** ca 0600menu B Tabnuua 6:

Tabmuma 6 Pesynraru 3a epukacHocT ot ipoyuBane BO16348

Menuana Ha nipociieisiBaHe Menuana Ha nipoclie/iiBaHe
12 mecemna* 8 rogmaI™*

[Tokazaren Ha6mronenue | Tpacry3symab | HaOmromenue | Tpacry3ymad

N=1693 1 rogunaa N= 1697*** 1 rogunaa

N=1693 N=1702%**
[IpexuBsemocT 0e3 3a00sIBaHE
- bp. manmenTH cvc crOUTHE 219 (12,9 %) 127 (7,5 %) 570 (33,6 %) 471 (27,7 %)
- Bp. manmenTu 6e3 crOUTHE 1474 (87,1 %) 1566 (92,5 %) | 1127 (66,4 %) 1231(72,3 %)
P-cToiiHoCT cipsiMo HaOrOIeHUE <0,0001 <0,0001
0,54 0,76

Koeduruent Ha puck cnpsamo
HaOJIOICHYE
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[IpexuBseMocT 6€3 peuIuB

- Bp. manmenTH che crOUTHE

- bp. manmenTtu 6e3 crOUTHE
P-croitHOCT cripsiMo HaOMIOACHNE
Koeduruent Ha puck cnpsamo
HaOII0IeHIe

208 (12,3 %)
1 485 (87,7 %)

113 (6,7 %)
1 580 (93,3 %)

<0,0001
0,51

506 (29,8 %)
1 191 (70,2 %)

399 (23,4 %)
1303 (76,6 %)

<0,0001
0,73

KbcHa npexuBseMoct 6e3
3aboIsiBaHe

- bp. manmeHnTH chC CHOUTHE
- bp. manmenTtu 6e3 crOUTHE

184 (10,9 %)
1 508 (89,1 %)

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

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

399 (23,4 %)
1303 (76,6 %)

HaOJIOEHNE

P-cToiiHoCT cipsiMo HaOrOIeHUE <0,0001 <0,0001
KoedurmuenT na puck crpsmo 0,50 0,76

HaOIIoAcHNE

OO6m1a npexuBIeMoCT (CMBPT)

- bp. manmenTn cvc crOUTHE 40 (2,4 %) 31 (1,8 %) 350 (20,6 %) 278 (16,3 %)
- Bp. manmenTn 6e3 crOUTHE 1653 (97,6 %) 1662 (98,2%) | 1347 (79,4 %) 1424 (83,7 %)
P-cToiiHoCT cipsiMo HaOrOIeHUE 0,24 0,0005
KoedurmuenT na puck crpsmo 0,75 0,76

*CpBMeCTHATa TbPBUYHA KpaifHa Touka mpekuBsieMocT 0e3 3abomsasane (DFS) 1 roguna cpsimo
HAOJIOJICHUE OTTOBAps Ha MPEIBAPUTEITHO ONpeIeiicHaTa CTAaTUCTUIECKA TpaHUIla
**KpaeH aHan3 (BKIIOYHTETHO TIpEMUHaBaHe Ha 52 % OT MalMeHTUTE OT PAMOTO Ha HaOJIIOIEHUE Ha

TpacTy3ymao)

*** Hanuue e HeChbOTBETCTBUE B OOIIMSA pa3Mep Ha M3BaJKaTa MOPaad MANKHA OpOi MallueHTH,
paHIOMHU3HpaHU ciell KpaliHaTa JaTa 3a aHajlu3a Ha MPOCIIeAsBaHETO ¢ MenuaHa 12 mecena

Pesynrarure 3a epuKacHOCT OT MEXKIWHHHS aHATN3 Ha €UKACHOCTTA NIPECHYaT MpPEBAPUTETHO
ompejiesieHaTa B MPOTOKOJIA CTATHCTHYECKA TPAaHHIIA 32 CPAaBHEHUE Ha MPHUIIOKEHUETO Ha TpacTy3ymad
B IIpoJbJDKEHHUE Ha 1 roguHa cipsimo HaOmoaenue. Cien MeauaHa Ha npociensBane 12 mecena,
koeummenTsT Ha puck (HR) 3a mpexussemoctra 6e3 3a6omsaBane (DFS) e 0,54 (95 % CI1 0,44, 0,67),
KOETO 03HauaBa adCOJIIOTHA 10132 110 OTHOILICHHUE Ha CTENCHTA Ha 2-TOUIIIHA PESKUBSIEMOCT 0€3
6onect ot 7,6 mpouenrta (85,8 % copsmo 78,2 %) B mo3a Ha paMOTO C TPACTy3yMao.

W3BbpinieH e KpaeH aHaU3 clie]l pociesBaHe ¢ MeAnaHa § TOJMHU, KOWTO IMOKa3Ba, Ye JCUCHHETO C
TpacTy3ymal B IpoAbIKeHNE Ha | ToanHa € CBbp3aHo ¢ 24 % peoyKuus Ha pUCKa B CPaBHEHHE CaMO
¢ Habmoaenne (HR=0,76, 95 % CI 0,67, 0,86). ToBa 03HagaBa abCOIIOTHA T10J13a 110 OTHOIIICHUE Ha
YyecToTaTa Ha 8-roJMIITHA PEKUBIEMOCT 0e3 3abomsBane oT 6,4 MPOIIEHTa B T0JI3a Ha | -TOJUITHOTO

JIeYeHHE C TPACTy3ymao.

[Tpu TO3u KpaeH aHau3, YIbJHKABAHETO HA JICUCHUETO C TPACTy3yMal 3a MEePHO/ OT JIBE TOAUHHM, HE
MOKa3Ba JOIIBJIHUTENHA 0132 crpsaMo JieueHueTo 3a 1 roguna [HR 3a DFS B nonmynanusra ¢
Hamepenue 3a neyenne (ITT) 2 roquan cripsimo 1 roguaa=0,99 (95 % CI: 0,87, 1,13), p-cToliHOCT =
0,90 u HR 3a obma npexxussemoct (OS) = 0,98 (0,83, 1,15); p-crorinoct= 0,78]. YUecToTara Ha
ACHMIITOMaTHYHA ChP/ICYHA TUCPYHKIUS € YBEIHUYCHA B paMOTO ¢ 2-roauirHo jgeueHue (8,1 %
capsmo 4,6 % npu pamoTo ¢ 1-roaumiHo geuenue). B paMoTo ¢ 2-rogumiHo ieueHue, IoBede
MAIlMEeHTH ca MMAaJId TTIOHE e/lHa Hexkeana peakuus cremneH 3 unu 4 (20,4 %), B cpaBHEHHUE C paMOTO C

1-roaumno neuenue (16,3 %).

[Ipu nmpoyusannsata NSABP B-31 u NCCTG N9831, tpacty3ymab e npuinarad B KOMOMHAIINS C
naknurtakcen cien AC XuMuoTepanus:
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JoxcopyOunuH n nuknodochamuz ca mpuiiaraHu eTHOBPEMEHHO, KaKTO CIIeIBa:
- MHTPaBEHO3HA MHKEKLMA J0KCOpyOHmH 60 mg/m?, npuiarana npes 3 ceIMHIH 3a
4 1uKbIAa.
- MHTpaBeHO3HO nukiIogpochamun 600 mg/m2 B npoabrkeHue Ha 30 MUHYTH, IpUIarad npe3
3 ceaMui 3a 4 HUKbIIA.

[Naknaurakcen B KOMOMHALMA C TpacTy3yMal e Mpujiarad KakTo CleBa:
- MaKIUTaKcel HHTPaBeHO3HO - 80 mg/m2 kaTo HeNMpeKbhCHATA HHTPABEHO3HA HHY3HS,
MpHJIaraHa BCsSKa CeIMUIIA B TIPOIBIDKEHNE Ha 12 ceamun,
WIN
- MaKJIUTaKCe] MHTPaBEHO3HO - 175 mg/m2 kaTo HeMpeKbCcHAaTa MHTPaBEHO3HA NHDY3US,
npunarasa npes3 3 ceqmunu 3a 4 nukbia (1eH 1 oT BCeKH LUKBIN).

Pesynrarure 3a epuxacuoct ot oouus aHanu3 Ha uznutBaHusTa NSABP B-31 u NCCTG 9831 no
BpeMe Ha OKOH4YaresHus ananus Ha DFS’, ca 0606menu B Tabnuia 7. Menuanara Ha
MIPOIBIDKUTEITHOCT Ha TIpocieasBaneTo € 1,8 roguau 3a namueHTuTe B pamoto ¢ AC—P u 2,0 ronuan
3a nanueHTuTe B pamoto ¢ AC—PH.

Tabmuia 7 O6o01IeHHE Ha pe3ysITaTUTE 32 €UKACHOCT OT OOIIMs aHanu3 Ha u3nuTeanus NSABP B-
31 u NCCTG N9831 1o Bpeme Ha okoH4aTeHUs aHanu3 Ha DFS”

TTokazaren AC—P AC—PH Koedwurmment na
_ _ PHCK CperTy
(n=1679) (n=1672) AC—P
(95 % CI)

p-CTOMHOCT

[IpexuBsiemocT Oe3 3a00sIBaHE

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

Kbcuu peuuausu

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

Cwmsprt (OS crbuTHe):

Bp. manmenTu cve croutue (%) 92 (5.5) 62 (3,7) 0,67 (0,48; 0,92)

p=0,014"

A: moxcopyowurus; C: nukimodochamun; P: makmurakcen; H: Tpactyzymab

* [lpu MeanaHa Ha MPOIBIDKUTEIHOCT Ha TIpociiesiBaHe 1,8 TOAMHY 3a MAMeHTUTe B rpymnara ¢
AC—P u 2,0 ronunu 3a nauuenture B rpynara c AC—PH

**p-croriHocTTa 32 OS He Mpecruya NpeABapUTEIHO ONpeiesieHaTa CTATHCTUIECKa IPaHula 3a
cpasuenue Ha AC—PH cnpsmo AC—P

[lo oTHOWIEHNE HAa MBpBUYHATa KpaiiHa Touka (DFS), nobaBsHeTo Ha TpacTy3ymald KbM
XUMHUOTEPAIUATA C TTAKITUTaKceT BOaM 110 52 % HaMmallsiBaHE Ha PUCKa OT PEIUANB Ha 3a00JIIBaHETO.
KoedunueHTsT Ha pUCK H3pa3siBa aOCONIOTHA ITOJI3a 110 OTHOIIIEHHE Ha YeCTOTa Ha MPEXKUBAEMOCT 0e3
3aboinsBane ot 3 roqunu ¢ 11,8 nporiertHu Touku (87,2 % cpemty 75,4 %) B moa3a Ha paMoOTO C
AC—PH (Tpacty3yma0).

KbM MOMeHTa Ha aKkTyallM3upaHe Ha JaHHUTE 3a 0€30MacHOCT Clle] MelMaHa Ha pociiesiBaHe

3,5 - 3,8 ronunu, aHanu3bT Ha DFS noTBep:kaBa 0OTHOBO BeIMYMHATA HA MOJ3aTa, T0Ka3aHa upe3
okxoHuaTenHus ananu3 Ha DFS. Benpeku npemMuHaBaHeTO Ha TpacTy3ymMald B KOHTPOJHATA TPYIIa,
J00aBSHETO Ha TPacTy3yMald KbM XHUMHUOTEPAIHATA C MAKIUTAKCeN BOaU A0 52 % HaMalleHue Ha
pHUCKa OT penuanBHpaHe Ha 3a0osBaHeTO. J[00aBsHETO HA TpacTy3yMad KbM XUMHUOTEPAIHSTA C
MaKIUTAKCEN BOIY ChINO U 10 37 % HaManeHne Ha PUCKa OT CMBPT.
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IIpenBapuTenHO TUIAHUPAHUAT KpacH aHam3 Ha OS oT oOmus aHanmu3 Ha npoyuBanus NSABP B-31 u
NCCTG N9831 e uzpbpiien, korato ca HacTbivin 707 ciaydas ¢ JeTaineH u3xo (MeanaHa Ha
npocienssane 8,3 rogunan B rpynara ¢ AC—PH). Jleueanero ¢ AC—PH e noBeno no craructuuecku
3HaguMo nonodpenne Ha OS B cpaBHerne ¢ AC—P (crparndunmpan HR=0,64; 95% CI [0,55, 0,74];
JIorapuTMUYHO-TpaHchopmupana p-croitHocT < 0,0001). Ha 8-ta roauHa, cTerneHTa Ha IPEKUBIEMOCT
ce oneHsBa Ha 86,9% B rpynata ¢ AC—PH u 79,4% B rpynara c AC—P, abcomorHa nomnza 7,4%
(95% CI 4,9%, 10,0%).

Kpaitaute pesynratu Ha OS ot o0wus ananu3 Ha npoyuBanusi NSABP B-31 u NCCTG N9831 ca
00006menu B Tabmuma § mo-moiy:

Tabmuia 8 Kpaen ananu3 Ha o01miaTa MpexxuBIEMOCT OT 00IHs aHanu3 Ha n3nuTBaHus NSABP
B-31 u NCCTG N9831

TTokazaren AC—P AC—PH p-CTOMHOCT KoeduriueHt
(N=2032) (N=2031) cpeury AC—P Ha PUCK
cpemry AC—
P
(95% CI)
Cwmepr (OS crburune):
Bbp. manmenTn cvec crOuTHE 418 (20,6%) 289 (14,2%) <0,0001 0,64
(%) (0,55, 0,74)

A: moxcopyowurus; C: nukimodochamun; P: makmurakcen; H: Tpactyzymab

UzBwpiieH e cpio ananu3 Ha DFS npu kpaitaus ananmms Ha OS oT 001us aHaIu3 Ha IPOYYBAHUS
NSABP B-31 u NCCTG N9831. Axryanmsupanure pe3ynratu oT ananusa Ha DFS (ctpatudunupan
HR=0,61; 95% CI [0,54; 0,69]) moka3Bat cxoHa mmoj3a mo otHomenne Ha DFS cripsimo
OKOHYATeNHUs IbpBUUEH aHanu3 Ha DFS, Berpeku, ue 24,8% ot nauuentute B rpynata ¢ AC—P ca
MIPEeMHUHATHN KbM JIeUeHHUE ¢ TpacTy3yMa0. Ha 8-maTa rojauna, cTerneHnTa Ha MpeKuBIeMOCT 0e3
3aboisBaHe ce oneHsBa Ha 77,2% (95% CI: 75,4; 79,1) B rpynara ¢ AC—PH, aGcoroTHa mojsa
11,8% B cpaBHeHue c rpymnara ¢c AC—P.

B npoyusaneto BCIRG 006 Tpacty3yma6 e npuiaran B KoMOuHaIus ¢ nonerakcen ciaeq AC
xumuotepanus (AC—DH) win B kombunarus ¢ nqouerakcen u kapoormatus (DCarbH).

Jonerakcen e npuiarad KakTo ClIeBa:
- JIoueTakces] MHTpaBeHo3HO - 100 mg/m? nox Gopmara Ha HHTpaBeHO3HA HH(Y3HUS 3a
1 yac, nmpunarana mpe3 3 ceAMuUIH 3a 4 HUKbBIA (B 1€H 2 OT IbPBUS LUKBJI C TOLETaKCe,
clie] TOBa B IeH | Ha BCEKH MOCIeaBAIL IIUKbI)
WA
- JIOLIETaKCes MHTPABEHO3HO - 75 mg/m? moa gopmaTa Ha MHTpaBeHO3HA MH(Y3us 3a 1
yac, Mpriarada npes3 3 ceMuI 3a 6 MUKbIa (B IeH 2 OT UKHI 1, caen ToBa B ieH | Ha
BCEKH ITHUKBIT)
KOETO Ce IMOCJIeBa OT:
- kapOomnaruH — npu TapretHa AUC = 6 mg/ml/min, npunarad KaTo HHTPaBEHO3HA
uHQYy3us B npogbkenne Ha 30-60 MUHYTH, TOBTapsiHA Tpe3 3 CEAMHIN 3a 0010 MIEeCT
UKBJIA

Tpacty3yma0 e mpuiiaraH exxeceJIMHYHO C XUMHUOTEPAIIUs U CIIe/l TOBa Mpe3 3 CeJMUIU B
MPOABIDKEHUE Ha 00110 52 CeIMUIIH.

Pesynrarure 3a eduxacaoctra mpu BCIRG 006 ca 0606mienu B Tabmumm 9 u 10. Menuanara Ha

MPOABIDKUTEIHOCT Ha pocneasBaHeTo € 2,9 roaunu B rpynata ¢ AC—D u 3,0 roquHu BEB BCsKa OT
rpynute ¢ AC—DH u DCarbH.
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Ta6mmma 9 Ilpernen Ha ananmmsute Ha eukacHoctra mpu BCIRG 006 AC—D cpemy AC—DH

TTokazaren AC—D AC—DH Koeduiuenr na
(N=1073) (N=1074) puck cpeny AC—D
(95 % CI)

p-CTOMHOCT

[IpexuBsemocT Oe3 3a00sBaHe

Bp. marmmenT cbec cHOUTHE 195 134 0,61 (0,49; 0,77)
p<0,0001

KbcHu penuansu

Bp. marnmenTH cbc cHOUTHE 144 95 0,59 (0,46; 0,77)
p<0,0001

OO6u1a npexuBIeMoCT (CMBPT)

Bp. manmenTn che crOUTHE 80 49 0,58 (0,40; 0,83)
p=0,0024

AC—D = gokcopyouruH miroc nukiodochamua, nocnensano ot gouerakcen, AC—DH =
JIOKCOPYOHIIMH IUTIOC HuKI0(ochamMui, IocaeaBaHo OT JoleTakce ILIIoc TpacTy3ymad; Cl =
JIOBEpUTEIICH UHTEPBAII

Tabmuia 10 Ipernen Ha ananusure Ha eukacuoctra mpu BCIRG 006 AC—D cpemy DCarbH

ITokazaren AC—D DCarbH Koeduuuent na
_ _ pHCKa cperry
(N=1073) (N=1074) AC—D

(95 % CI)

[IpexuBsemocT Oe3 3a00sBaHe

Bp. manmenTu che crOUTHE 195 145 0,67 (0,54; 0,83)
p =0,0003

KbcHu penuausu

Bp. marmmenTH cbec cHOUTHE 144 103 0,65 (0,50; 0,84)
p =0,0008

CwmbpT (OS crbutue)

Bp. marnmenT cbec cHOUTHE 80 56 0,66 (0,47; 0,93)
p=20,0182

AC—D = gokcopyOuiuH mioc nukiaodochamu, mociaeaBano ot gouerakceia; DCarbH =
JloreTakcen, kapooruiatud u Tpacty3ymao; Cl = moBepureneH HHTEpBaI

B xnmunanunoTo npoyuBane BCIRG 006 3a mbpBuyHaTa KpaiiHa Touka, DFS, koeUIIMeHThT Ha PUCK
n3pa3sBa abCOMIOTHA MIOJI3a 110 OTHOIIIEHUE Ha M3YHCIIeHaTa 3-TOAHIIHA TPEXXUBSIEMOCT 0e3
3abossiBane OT 5,8 mpoueHTHH myHKTa (86,7 % cpemy 80,9 %) B momnsa Ha pamoto ¢ AC—DH
(Tpacty3ymad) u 4,6 nporienTHH yHKTa (85,5 % cperry 80,9 %) B mon3a Ha pamoto ¢ DCarbH
(Tpacty3yma0) B cpaBHeHHe ¢ AC—D.

B knmuanunoTo npoyusane BCIRG 006, 213/1075 nauuentu B pamoto ¢ DCarbH (TCH),
221/1074 nauuentu B pamoto ¢ AC—>DH (AC—TH) u 217/1073 B pamoro ¢ AC—D (AC—T) ca
nmanu GyHknpoHaneH craryc no Karnofsky < 90 (80 mnum 90). He e 3a0enszana momn3sa 1mo OTHOIICHHE
Ha npexxuBsiemoctTa 0e3 3abonsBane (DFS) B Tasu noarpymna nanueHTn (koeguuueHt Ha puck = 1,16,
95 % CI1[0,73, 1,83] 3a DCarbH (TCH) cpemry AC—D (AC—T); koedpuruent Ha puck 0,97; 95 % CI
[0,60, 1,55] 3a AC—»DH (AC—TH) cpemry AC—D).
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OcBeH TOBa € TIpoBeicH post-hoc eKCIUIOpaTOpeH aHalu3 Ha Habopa JaHHu oT oo ananu3 (OA) Ha
kuangHK npoyusanus NSABP B-31/NCCTG N9831" u BCIRG006, kom6uaunpant csoutus na DFS
Y CUMIITOMATUYHY CHPJICYHU ChOUTHS, 00001eH! B Tabmuma 11:

Ta6mmma 11 Pe3ynrtatu ot post hoc eKCIUIOpaTOpPEH aHaIN3 OT OO aHAIN3 HAa KIMHAIHU
npoyusanuss NSABP B-31/NCCTG N9831" u BCIRG006, kom6uaupar cxoutus Ha DFS n
CUMIITOMATHYHH CHPJACYHU CHOUTHS

AC—PH AC—DH DCarbH
(cpemry AC—P) (cpemy AC—D) (cpemwy AC—D)
(NSABP B-31 u (BCIRG 006) (BCIRG 006)
NCCTG N9831)
ITbpBUYEH aHaTU3 HA
euKacHOCTTa 0,48 0,61 0,67
DFS Koedunuentu Ha puck (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
AHanu3 Ha e(hrKacHOCTTa
MPU ABITOCPOUHO
npociesaBate 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 ekcrutopaTtoper
a"amu3 ¢ DFS u cuMnroMuan
ChPJICUYHU CHOUTHS
Jwnrocpodno 0,67 0,77 0,77
npocieasaBaHe (0,60; 0,75) (0,66; 0,90) (0,66; 0,90)
KoedunueHtn Ha puck
(95% CI)

A: nokcopyounun; C: nukiaodochamun; P: maknurakcen; D: qouerakcer; Carb: kapooriatun; H:
TpacTty3ymad

CI = noBepureseH HHTEPBAI

* Tlo Bpeme Ha okoHYaTenHus aHann3 Ha DFS. Mennanara Ha IpOabJDKUTEITHOCT Ha TIPOCIICISIBAHE €
1,8 romquan B pamoro ¢ AC—P u 2,0 roquau B pamoro ¢ AC—PH

" MeauanaTa Ha IPOIBKMTENHOCTTA Ha IITOCPOYHO NPOCIEAIBAHE 3a OOIMS aHAIIU3 Ha
KJIMHAYHUTE MpoyuBanus e 8,3 rogunu (natepsai: 0,1 go 12,1) 3a pamoro AC—PH u 7,9 rogunan
(maTepBair: 0,0 mo 12,2) 3a pamoro AC—P. Meamnanara Ha IpOIBIDKATETHOCTTA HA TBIATOCPOTHO
npocnenssade 3a npoyusaneto BCIRG 006 e 10,3 rogunu kakto B pamoro AC—D (untepsan: 0,0 1o
12,6), Taka u B pamoto DCarbH (unTepain: 0,0 mo 13,1), u e 10,4 rogunu (uarepsan: 0,0 mo 12,7) B
pamoto AC—DH.

Pax na maeunama srcnesa 6 PAHEH cmaoutl (6 yciaosuima HA HE0aoB8aHMHO-A0IEAHMHO ﬂe‘leHue)

Jocera HIMa TaHHH, KOWUTO Jia CpaBHSIBAT ePUKACHOCTTA Ha TPAcTy3yMal, MPUIOKEH KaTo al0BaHTHA
XUMHOTEPAITUs, C Ta3U NPU HEOAFOBAHTHO/AF0BAHTHO TPUIIOKCHHUE.

B ycnoBusiTa Ha HE0aJIOBaHTHO-aIFOBAHTHO JICUE€HHUE, MHOTOLIEHTPOBOTO, PAHAOMU3UPAHO IPOyUBaHE
MO16432, nma 3a 1ien 1a Mpoydu KIMHNYHATA €(hUKACHOCT Ha €THOBPEMEHHOTO IPHIIOKCHHE Ha
TpacTy3ymal ¢ HEOaI0BaHTHA XUMHUOTEPAIIHS, BKIIOUBAILA KaKTO aHTPALMKIINH, TaKa U TaKCaH,
MOCJIEJIBAHO OT TPACTy3yMald afOBaHTHO, JI0 001 MPOIBIDKUTEIHOCT Ha JIedeHUeTo ot 1 roguHa. B
MPOYYBAHETO ca HAOMPAHU MANMEHTH C HOBOJMArHOCTUIMPAH JIOKATHO aBaHcupan (ctaawii 111) nmm
Bp3nanurencH PPMOK. TTaunentn ¢ HER2+ tymopu ca pangoMu3upaHy 1a OIy4aBaT HEOAJOBAaHTHA
XUMUOTEPAIUs €JHOBPEMEHHO € TPacTy3yMad HeoaJl0BaHTHO-aJI0BAHTHO WJIM CaMO HEOaII0BaHTHA
XUMHOTEPAITHSI.
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B npoyusanero MO16432, tpacty3ymab (8 mg/kg HaToBapBaiia f03a, ocjieasana ot 6 mg/kg
MOJThpIKAIIA /1033 Ha 3 CEeIMUIIM) € MIPUIIOKEH eTHOBPeMeHHO ¢ 10 IUKbIa HeoaJl0BaHTHA
XUMHUOTEPAITHUS

KaKTO CJIe/Ba:

e JlokcopyOuuun 60 mg/m?* u naknurakcen 150 mg/m?, npuioxkeHu Ha 3 ceMULM 3a 3 LUKBIIA,

KOETO € TIOCJIC/IBAHO OT
e Tlaxnumrakcen 175 mg/m?, npuiaran Ha 3 ceAMHIM 32 4 [IUKBIA,

KOETO € ITOCIEABAHO OT
e CMF na neu 1 u 8 Ha 4 ceqmur 3a 3 UKBIA

KO€TO, CJICa orcpanus, € mocjacaBaHo OT
®  JTOI'BJIHUTCIHHU IOUKIIA C TpaCTy3YMa6 aJFOBAHTHO (}_Ia CC NOBBPIIHA Ir OJJruHa J'Ie‘-ICHI/IC)

Pesynrarure 3a epukacuoct npu npoyuBanero MO16432 ca 0600menu B Tabnuna 12. Cpeanata
NPOABIDKUTEIHOCT Ha NpOCieAsiBaHe B Tpynara ¢ TpacTy3ymao e 3,8 roanHu.

Tabnuna 12 Pesynraru 3a epukacaoct or MO16432

[Toxazaren Xumuorepanus Camo
+ Tpacty3ymab XUMHUOTEPaITHs
(n=115) (n=116)
[pexussiemoct 6e3 cpOUTHE Koeduuunent na
pucka
(95% CI)
Bpoii manuenTn cbe crOUTHE 46 59 0,65 (0,44, 0,96)
p=0,0275
OO0111 TaTOJIOTHYEH IThJICH 40% 20,7% P=0,0014
orrosop* (95% CI) (31,0, 49,6) (13,7,29,2)
O0m1a mpeXuBIEMOCT Koeduuunent Ha
pHcKa
(95% CI)
Bpoii manuenTH cbe crOUTHE 22 33 0,59 (0,35, 1,02)
p=0,0555

* ompeneseH KaTo JIUIICa HA MHBa3MBEH pak KaKTo B I'bpJaTa, Taka M B aKCUJIAPHUTE JTUM(PHH BH3ITH

N3uncnena e abcooTHA MoJ3a OT 13 MpOLEHTHH MyHKTA B TI0JI3a Ha PaMOTO ¢ TpacTy3ymab 3a 3-
TOJTUIICH TIEPUOJT Ha IPEXKUBIEMOCT 0e3 crouTHe (65% cperty 52%).

Memacma3zupan pak na cmomaxa

Tpacty3yMa0 € U3MUTBaH B €IHO PaHIOMH3UPaHO, OTKpUTO u3nuTBane dasa Il ToGA (BO18255) B
KOMOWHAIINS ¢ XHMUOTEPATHS C CPABHEHUE C XUMHUOTEPAIIs, IPUiaraHa caMOCTOSITEITHO.

[Ipunarana e cnegHaTa XUMHOTEPAITHSL:

- kanenuTabud - 1000 mg/m? nepopajiHo 1Ba IBTH JHEBHO B MPOABDKEHNE Ha 14 1HM npe3
3 ceamunu 3a 6 UKbIA (BeuepTa Ha JieH | 1o CyTpUHTA Ha JIeH 15 OT BCEKH IUKBI);
WA
- MHTpaBeHO3HO 5-(uryopoypaumi - 800 mg/m? THEBHO KaTO HENMPEKbCHATA HHTPABEHO3HA
nH(Y3Us B IPOIBIDKEHNE HA 5 THH, TIpe3 3 ceMuIHM 3a 6 uKbia (1eH 1 1o JeH 5 OT BCeKn
IIUKBII).
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Bcska oT xouTo ce nmpuiiara c:
- nucmiatus - 80 mg/m? npe3 3 ceaMuIM 3a 6 UKBIA Ha I€H 1 OT BCEKU LUKBII.
Pesynratute 3a epUKaCHOCT OT KIMHUYHOTO npoyuBaHe BO18225 ca 06001menu B Taduuma 13:

Tabmuua 13 Pesynraru 3a epuxacuoct ot BO18225

IMTokazaren FP FP+H HR (95 % CI) CToiiHOCT Ha P
N =290 N =294
OO011a peXUBIEMOCT, B MECEITH 11,1 13,8 0,74 0,0046
(Menmana) (0,60 - 0,91)
[IpexuBsemMocT 6e3 mporpecusi, B 5,5 6,7 0,71 0,0002
Mecenn (MeauaHa) (0,59 - 0,85)
Bpeme o nporpecus Ha 5,6 7,1 0,70 0,0003
3a00/I1BaHETO, B MECEI1 (0,58 - 0,85)
(Menmana)
OO1a yecToTa Ha NOBIUIBaHE, % 34,5% 47.3% 1,70* (1,22; 0,0017
2,38)
[IpoabmKUTETHOCT HA 4.8 6,9 0,54 <0,0001
MIOBJIMSIBaHE, B MeceId (MeInana) (0,40 - 0,73)

FP+H: ®nyoponupuMuans/IucIUIaTHH + TpacTy3yMad
FP: ®ayoponupuMuinH/UCILIaTHH
2 BepositHocTHO choTHOMIeHHE (Odds ratio)

[TanuenTure, HaOUpaHU 3a yyacTHe B KIMHHYHOTO M3MHUTBAHE, ca HelIeKyBaHu npeau Toa 32 HER2-
MIOJIOXKHTENICH HEOTePaOHIICH JIOKATHO aBaHCUPAT WM PEIUANBUPAIIL W/UITH METacTa3upat
aJICHOKapIIMHOM Ha CTOMaxa MJIM Ha MSICTOTO Ha CBbpP3BaHE Ha CTOMaxa C XpaHOIPOBO/a,
HETOoJUIeXkKAIY Ha u3liekyBaHe. [IbpBruHaTa KpaliHa ToUKa € 00I1aTa IpeKUBIEMOCT, KOSATO ©
ompeiesieHa KaTo BpeMEeTO OT JIaTaTa Ha PaHIOMHU3HUpaHE 10 AaTaTa Ha CMBPT IO BCIKAKBU MPUYHHH.
ITo BpeMe Ha aHanm3a 00110 349 paHIOMH3UPaHHU HAIMEHTH ca nounHanu: 182 6onuu (62,8 %) B
KOHTPOJIHOTO pamo u 167 nmaruentu (56,8 %) B pamoTo 3a sieueHue. [lopeueTo ot cirydante ¢ neTaneH
U3XOJ[ CE IBbJDKAT HAa ChOUTHS, CBBP3aHU C OCHOBHOTO PaKOBO 3a00JIsIBaHe.

Post-hoc ananu3ure Ha TOATPYIHTE MMOKA3BAT, Y€ MPUIIETBAHETO B TYMOPH C [TO-BUCOKH HHMBA Ha
HER2 npoteunn (IHC 2+/FISH+ u IHC 3+/ne3aBucumo ot FISH cratyca) naBa no-no0pu pesynraru
oT JiedeHreTo. Menuanara Ha o01a MpeXUBSIEMOCT B rpynara ¢ Bucoka excrpecus Ha HER2 e

11,8 mecemna B cpaBaenue ¢ 16 mecena, HR 0,65 (95 % CI1 0,51 - 0,83), a MequanaTa Ha
MpeXUBsIEMOCT Oe3 mporpecus € 5,5 mecerna B cpaBaenue ¢ 7,6 mecena, HR 0,64 (95 % C1 0,51 - 0,79)
3a FP B cpaBHenue cbe cpotBeTHO FP+H. 3a o0mara npexussiemoct, HR e 0,75 (95 % CI1 0,51 - 1,11)
B [HC 2+/FISH+ rpynara u HR ¢ 0,58 (95 % CI 0,41 - 0,81) B IHC 3+/FISH+ rpynara.

B u3BbpIICHNS EKCIIIIOPaTOPEH NOATPYIOB aHaiu3 Mo BpeMe Ha uznutBaneto ToGA (BO18255),
HSIMa 3HaYMMH [OJI3H TI0 OTHOLIEHHE Ha 00IaTa MpexXuBsieMOoCT ¢ 100aBsIHETO Ha TpacTy3ymal mpu
nauentu ¢ ECOG PS 2 na uzxogao #uBo [HR 0,96 (95 % CI1 0,51 - 1,79)] c mensmepumu [HR 1,78
(95 % CI1 0,87 - 3,66)] u mokanHo aBancupainu 3abomsiBanus [HR 1,20 (95 % CI1 0,29 - 4,97)].

IlenuaTpuyHa momyaamus

EBpomneiickaTta areHIus 1o JieKapcTBaTa OCBOOOXKIaBa OT 3aAbKEHUETO 3 MPEIOCTaBsIHE Ha
pe3ysTaTUuTe OT MPOYYBAHUATA C TPACTY3yMad BbB BCHUKH MOATPYNHN HA MeAUATPHIHATA TOIYJIAIHS
3a paK Ha MJIeYHaTa jkjIe3a U croMaxa (BXK. Touka 4.2 3a uHpopManus OTHOCHO ynoTpeda B
neInaTpusITa).
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5.2 ®apmMakoKMHETHYHH CBOWCTBA

®dapMaKkOKMHETHKATA Ha TPACTy3yMal € OllCHsBaHa IPU aHATN3 Ha MMOMYJIallHOHCH
(hapMaKOKHMHETHYECH MOJIEN, KaTo Cca U3IMO0J3BaHU COOPHU JaHHU OT 1 582 y4acTHUIIH, BKIFOUHUTEITHO
nanenty ¢ HER2 monoxurener MPMIK, PPMX, HPC wnm npyru BUoBe TYMOPH, U 31paBH
no0poBouiy, B 18 knuuuunu usnuteanus $asa I, 11 u 111, monydaBamu TpacTy3ymMad HHTpaBEHO3HO.
[IpodunbT KOHIIEHTpAIHSI-BpEME Ha TPACTy3yMal ce OIUCBA C IBYKOMITAPTUMEHTEH MOJIEII C
TapayiesTHO JTWHEHHO W HeJIMHEHHO eTMMUHUPAHE OT ICHTPaTHUI KoMIapTuMeHT. [lopanu ToBa, He
MOJKE /1a C€ M3BE/E MMOCTOSHHA CTOWHOCT Ha MOIYKHUBOT Ha TpacTy3ymal. Ti, HamansBa ¢ HaMassiBaHe
Ha KOHIICHTPAIMUTE B PAMKHUTE Ha J030BUs MHTEpBaI (BX. Tabnuma 16). [Tanuenture c MPMXK u
PPMX umar nogo6uu ®K nokaszarenu (aamnp. knupbsHC (CL), 06eM Ha neHTpamHusl KOMIIAPTUMEHT
(V¢)) 1 momymannoHHO MPOTHO3UPAHH EKCIIO3UITUHN B CTAIIMOHAPHO CHCTOSHUE (Cin, Cmax 1 AUC).
Jluneitnusar xknupsHC € 0,136 1/nen mpu MPM2K, 0,112 I/nen npu PPM2K u 0,176 1/zen npu HPC.
CTOiHOCTUTE HA HETMHEHHUTE SIIMMUHAIIMOHHY ITOKa3aTenu ca 8,81 mg/neH 3a MakcuMamHaTa
cKOpocT Ha enuMuHupane (Vmax) 1 8,92 mcg/ml 3a koHctanTara Ha Michaelis-Menten (K) npu
narmentute ¢ MPMOK, PPMXX 1 HPC. O6eMbT Ha IEHTpATHAS KOMITAPTAMEHT € 2,62 | ipu
nauueHTure ¢ MPMXX u PPMXX u 3,63 | npu nanuenture ¢ HPC. Ilpu okoH4aTenHus nomyaaluoHeH
O®K mojen, 0cBeH BUa Ha TbPBUYHUSA TYMOp, KaTO CTATUCTUYECKH 3HAYUMH KOBapHATH, TIOBIUSIBAIIN
EKCIIO3UIUATA Ha TPACTY3yMal ca HIeHTU(UIIMPAHU TEIECHO TETJI0, CepyMHa acrapTar
amuHOoTpaHc(hepasa u andymuH. ['oieMruHaTa Ha e)eKTa Ha TE3U KOBapUATH BbPXY €KCIIO3UIIUATA Ha
Tpacty3yma0, obade, MOKa3Ba, 4e € MaJIKO BEPOSATHO Te J]a UMAT KJIMHUYHO 3HAYNM e()eKT BBPXY
KOHIICHTpAITUUTE Ha TpacTy3yMao.

CroliHocTHTE Ha MOIyJaKOHHO NporHo3upanata OK excrnozunus (Meauana ¢ 5-tv — 95-tu
nepceHTn) U croitHocTuTe Ha OK mokazaTeny npu KIMHUYHO 3HAYUMHU KOHICHTPAUH (Crnax 1
Chnin), ipu marieraTe ¢ MPMOK, PPMIK u HPC, nekyBanm ¢ 0100peHHTE CXEMH Ha MPHUIIOKEHNE
BEAHBXK cenMUYHO (qlw) 1 BenHbK Ha Tpu ceamuiu (q3w), ca nokazanu B Tabmuna 14 (Huksn 1),
Tabmuua 15 (cranmonapso cectosiHue) u Tadbmuna 16 (PK mokazatenu) no-momy.

Tabmuua 14 CroliHocTH Ha nmomynanuoHHo nporuosupanara K excnosunus B Lukea 1 (Menuana c
5-T — 95-TH MepCEeHTHIIN) 33 CXEMHTE Ha MPHJIOKEHNE Ha TPACTy3yMad WHTPABEHO3HO MPH MAllMEHTH

¢ MPM2X, PPMX u HPC

BI/I,Z[ Ha Chin Crnax AUCO-21}1HH
Cxema N
'BPBUYHUS TYMOD (mcg/ml) (mcg/ml) (mcg.nen/ml)
28,7 182 1376
MPMK 805 | 09-463) | (134-280) | (728-1998)
8mg/kg + 30,9 176 1390
6mg/kg q3w PPMIK 3901 187 455) | (127-227) | (1039 - 1895)
23.1 132 1109
HPC 274 | (61-503) | (342-225) | (588—1938)
374 76.5 1073
4mglkg + MPMX 805 | (87-589) | (49.4-114) | (597 1584)
2mg/kg qw 38,9 76.0 1074
PPMIK 3901 253-588) | (547-104) | (783-1502)
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Ta6mmma 15 CTOWHOCTH Ha MTOIyIalinoHHO rporHo3upadaTa @K excro3uIus B CTallmoOHaApHO

CBCTOSTHHE (MeIuaHa C 5-TH — 95-TH IEPCEHTHIIN) 32 CXEMHUTE Ha PUIIOKEHHUE Ha TPAacTy3yMao
MHTpaBeHOo3HO npu nanuentu ¢ MPMOK, PPM2K u HPC

Bpewme no
C N min,ss max,ss
xema HLIT);EI;EM (meg/ml) (meg/ml) (ng-I)leH/ ml CLci?kiIane
(cenmuria)
442 179 1736
MPMX 805 (1,8 —85,4) (123 -266) | (618 -2756) 12
8mg/kg + 53.8 184 1927
6mgke 3w | TTMK 390 | 28.7-85.8) | (134-247) | (1332-2771) 15
32,9 131 1338
HPC 274 (6,1-889) | (72,5-251) | (557-2875) ?
63,1 107 1710
R 8051 (17-107) | (s42-164) | s81-2715) | 12
2mg/kg qw 72,6 115 1893
PPMXK 390 (46 - 109) (82,6 - 160) | (1309 -2734) 14

*Cmin,ss — Chmin B CTallMOHAPHO CHCTOSAHUC
**Crnax,ss = Cmax B CTAITHIOHAPHO CHCTOSHHE
*#* gpeme 10 90% OT CTAIMOHAPHOTO CHCTOSIHHE

Tabmuia 16 CTofHOCTH Ha MOMyJalMoHHO mporHo3upanute ®K mokaszarenu B cTaliMOHAPHO
CBhCTOSHUE 32 CXEMHTE Ha MPHUIIOKECHUE Ha TPACTy3yMad MHTPABCHO3HO MpH manueHTr ¢ MPMIK,
PPMXK u HPC

Bug na O6CmL;[Haréa30H Jnana3on Ha t2 OT
Cxema ITBPBUYHUS N Ha 10 gTA ma.ss Crnax,ss 10 Canin,ss
TyMOD a /ﬂeHj (mHR)
MPMIK 805 0,183 -0,302 15,1 -23,3
8mg/kg +

6mg/kg 3w PPMIK 390 0,158 — 0,253 17,5-26,6
HPC 274 0,189 - 0,337 12,6 — 20,6
4mg/kg + MPMIK 805 0,213 -0,259 17,2 -20,4
2mg/kg qw PPMXK 390 0,184 — 0,221 19,7 -23,2

Ouucmeane Ha mpacmy3ymao

[leproabT Ha OYMCTBAHE HA TPACTY3yMald € M3CIeBaH cJe]] HHTPABEHO3HO MPHUIIOKEHHE BEIHBK
CeIMUYHO WJIM BeIHBXK Ha 3 CeIMUIIM KaTo € u3nomi3Bal nomynanuoneH ®K monen. Pesynrature ot
T€3U CUMYJIalluu I10Ka3BaT, 4e Hai-Maiko 95% OT nanueHTHTe 111e JOCTUTHAT KOHLIEHTpaluu

<1 mcg/ml (mpubnmzurenno 3% ot NoMyIanuOHHO MPOTHO3UPAHATA Crninss, HITH 0KOJIO0 97%
OYMCTBaHE) 10 7 Mecela.
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Iupkymupanr ornenes HER2 ECD

ExcrutopatopHuTe aHaIu3u Ha KOBapyUaTH ¢ MH(GOpMAaLus caMo 3a MOArpyNa NalueHTH TOKa3BaT, 4e
NalMeHTHUTE ¢ 0-BHCOKO HUBO Ha otaensiHe Ha HER2-ECD umar nmo-0bp3 HelnMHeeH KIupbHE (T10-
Hucka Ky) (p < 0,001). CpiiecTByBa 3aBUCHMOCT MEXKAY OTIENCHUS aHTUTeH U HuBaTa Ha ACAT

(SGOT/AST); yacT OT BIMSHHETO Ha OTACIICHHS aHTUT'CH BbPXY KIHUPBhHCA MOXKE Ja Cce O0SICHH C HUBATa
Ha ACAT (SGOT/AST).

Hab6mronaBanute 6a3zoBu HuBa Ha oTaeneHust HER2-ECD npu nanmentn ¢ MPC ca cpaBHUMU C Te3U
npu naiuentd ¢ MPMOK u PPMXK u He ¢ Ha0m01aBaHo BUANMO Bh3IACHCTBHE BbPXY KIMPbHCA HAa

TpacTy3ymao.
5.3 IlpeakJMHUYHU AAHHH 32 0€30MACHOCT

Hsama JaHHU 34 OCTPAa TOKCUIHOCT UJIM TOKCHUYHOCT IIPU MHOT'OKPATHO MPUIJIOKCHUEC T10 BPEMEC Ha
OpOoydYBaHUATA, IPOABILKUINA 10 6 MEcCCla, KaKTO U 3a PCIIPOAYKTHBHA TOKCUYIHOCT IIPU NPOYUBaAHUSA
10 OTHOIICHUEC Ha TEPATOJIOTHA, KCHCKHUA Q)epTPIJII/ITeT HJIM KbCHA I€CTallMOHHA

TOKCUYHOCT/ OpeMHHABaHC NPE3 IJIallCHTAaTa. Zercepac HC € TCHOTOKCHYCH. Hpoy‘{BaHHﬁTa BBpPXY
TpEXaj103a, OCHOBHO IMIOMOIITHO BCIICCTBO, CHIIO HC Ca MOKa3aJu JaHHU 34 TOKCUYHOCT.

He ca HSB’prIBaHI/I HpOI[’bJ'I)KI/ITeJ'IHI/I eKCHepI/IMeHTaHHI/I HpOy‘IBaHI/DI HpI/I JKNBOTHH 3a onpez[eJmHe Ha
KaHIIEPOT€HHHS TIOTEHINAI Ha Zercepac Wik 3a Onpe/elisiHe Ha HeroBus eeKT BbpXy GepTuinrera
IIPA MBXKE.

6. DAPMAIIEBTUYHU JAHHU

6.1 Chnucbk Ha IOMOLIHHUTE BelIECTBA

L-XUCTUAMHOB XUAPOXIOPU]T MOHOXUAPAT

L-xuctuaun

o,0-Tpexano3a TUXuapaT

[Tommcopbar 20 (E432)

6.2 HecbBMECTHMOCTH

To3u JlekapcTBEH MPOAYKT He TPsIOBa J1a ce CMecBa HITH pa3pexkia ¢ APYTH JICKapCTBEHU MPOIYKTH, C
M3KJIIOUEHUE Ha IIOCOUYEHUTE B TOUKaA 6.6.

Jla He ce pa3pex/ia ¢ TIIOKO3HH Pa3TBOPH, Thil KATO TOBA MPHUYUHSIBA arperupaHe Ha MPOTCHHA.
6.3 Cpox Ha roaHOCT

HeortBopeHn ¢uakoH
4 ronquHA

CJ'ICI[ PECKOHCTUTYHPAHE U PA3PCKAAHC

Crnen peKOHCTUTYHpPaHE TP aCENTHYHH YCIOBHUS ChC CTEPHIIHA BOJIA 33 MHXKEKIINH € JI0OKa3aHa
XUMHYECKaTa U (pr3rueckaTa CTaOMITHOCT Ha MOJIyYEeHUS pa3TBOP B MPOABIDKCHUE Ha 48 Yaca mpu
2°C—-8°C.

Crnen pa3pexiaHe IpH aCENTHYHH YCIOBHS B CAKOBE OT MOJIMETHIICH WM HOJUIPOIMICH, ChIbPKaIH
WHXKEKIIMOHEH Pa3TBop Ha HatpueB xuopun 9 mg/ml (0,9 %), e nokazaHa XUMUYecKaTa U Gpu3ndeckara
crabunHocT Ha Zercepac 10 84 muu nipu 2°C — 8°C, 7 aam nipu 23°C — 27°C u 24 gaca npu
temneparypa ot 30°C.
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OT MHUKpPOOHOJIOTHYHA TJICIHA TOYKa IMPUTOTBEHIAT pa3TBOpP U Zercepac HHPY3NOHEH pa3TBOpP TPsOBa
Jla ce M3MOJI3BaT He3abaBHO. AKO HE Ce U3MOJ3BaT He3a0aBHO, BpEMETO U YCIIOBHITA Ha ChXPaHEHUE
npeau ynorpeda ca OTTOBOPHOCT Ha MOTPEOUTENSI OCBEH aKO PEKOHCTUTYHPAHETO HE € U3BBPIICHO
P KOHTPOJIUPAHU U BAIUANPAHU ACCTITUYHU YCIOBHSL.

Jla He ce 3ampa3siBa IPUTOTBEHUAT Pa3TBOP.

6.4 Chnenuananm yca0oBHs HA CbXpaHeHHe

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

3a yclioBUsATa Ha CbXpaHEHHE Ha IPUTOTBEHUS U pa3peeHus IEKapCTBEH MIPOAYKT BHKTE TOUKH 6.3.

6.5 Buau chabp:kaHue HA ONAKOBKATA

Zercepac 60 mg npax 3a KOHIICHTpAaT 3a I/IH(bV3I/IOHeH Pa3TBOp

Enun ¢nakon 10 ml ot mpo3payno cTbkio Tyl I cbe 3amymanka or 6poMoOyTHIIOBA TyMa, ChIbPIKaIll
60 mg TpazcTy3ymad

Bcsika omakoBka Chabpika equH (IIaKOH.

Zercepac 150 mg mpax 3a KOHIIEHTPAT 33 WH(GY3NOHEH Pa3TBOP

Enun ¢naxon 20 ml ot mpo3payuHo cThkII0 THN | che 3amymanka oT OpoMoOyTHIIOBA T'yMa, ChIbPKaIll
150 mg Tpaszcty3ymad.

Besika onakoBka ChAbpiKa CAUH q)HaKOH.

Zercepac 420 mg npax 3a KOHIIEHTPAT 3a MHGY3UOHEH Pa3TBOD

Enun ¢uakon 50 ml oT mpo3payHo CTHKIIO THT | ¢he 3amymanka oT OpoMOOYTHIIOBA TyMa, ChIbPIKAIIl
420 mg Tpa3cTy3ymao.

Besika onakoBka ChAbpiKa CAUH (bHaKOH.

6.6 CrnenuajaHu nNpeanasHu MepKHU NP U3XBbPJIsiHEe H padoTa
Zercepac ce 10CTaBsl B CTEPUIIHHU, allUPOTeHHU ()JIAKOHU 3a €JHOKpaTHA yIoTpeba, 6€3 KOHCEPBaHTH.

Twit KaTO JIEKAPCTBEHHSAT MPOIYKT HE ChAbPKAa AHTUMHUKPOOHN KOHCEPBAHTH MM OaKTEPHOCTATHIHU
cpencTBa, TpAOBa Ja ce cra3Ba MOJXO/IsIIa aCENTHYHA TEXHUKA TIPH NPOLIETyPHTE Ha
PEKOHCTUTYHpaHE U pa3pexaane. HeoOxomumo e 1a ce moaxoay BHUMATEIHO 32 OCUTYpsIBaHE Ha
CTEPIJIHOCT Ha MIPUTOTBEHHUTE PA3TBOPH.

[puroresHe, paboTa U ChbXpaHEHUE MPU ACCNTHYHH YCIOBUS:

[purotesiHeTo Ha HH(Y3MsITa TPSIOBA!

® J1a ce U3BBPIIBA OT O0YUCH IepCcoHall B ChOTBETCTBHUE C MpaBUiIaTa Ha J00paTa MpakTHKa,
0COOCHO 110 OTHOIIICHHUE Ha TIPUTOTBSHE MPU ACCTITUYHN YCIIOBHS HA TTAPESHTCPAITHU POTYKTH;

e Ja ce M3BBPINBA B JaMUHAPEeH OOKC MiIH B OOKC 32 OMOJIOrmYHa Oe30TIacHOCT, KaTo ce Impujiarar
o0WYaifHUTE TpeANa3HA MEPKH 3a Oe30macHa paboTa ¢ HHTPABEHO3HU CPEJICTBA;

e J1a OBbJIe IOCJIEBAHO OT MOIXOSII0 ChXPAaHEHHE HA PUTOTBEHUS Pa3TBOP 32 UHTPABEHO3HA
nH(y3us, 32 J1a C€ OCUTYPH MOAIbPIKAHE HAa aCEIITUYHHUTE YCIOBHSL.
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I/IHCTQYKQI/II/I 3a PCKOHCTUTYUPAHEC IPHU aCCTITUYHN YCIIOBUA:

1) Karo u3nomn3Bate crepriiHa CIIPUHIIOBKA, 0ABHO MHXKEKTUPANUTE MOAXOAAIINSI 00eM (KaKTo €
MOKAa3aHO IMO-J[0JTy) CTEPHITHA BOJIA 3a MHXKEKIIUHU (HE CE TOCTaBs) BbB (hJIaKOHA, ChAbPIKaII]
nuodumusupan Zercepac, HaCOUBaMKH cTpysATa B JuoduausaTa. M3moi3BaHeTo Ha Apyru
Pa3TBOPUTENH 32 PEKOHCTUTYHpaHe TPsIOBa 11a ce n30sTBa.

2) Jleko 3aBbpTeTe (hi1akoHa, 3a Ja noAnoMoraTe pekoncruryupanero. HE PASKJTAIIIAWTE!
[Ipu pexoHCcTUTYHpaHE HA IPOAYKTa 00pa3yBaHETO Ha MAJIKO IITHA He € HeoOu4aiiHo. OcTaBerte
(hnaxona 3a okoJi0 5 MUHYTH. Pa3TBOpeHUAT Zercepac € Oe31BETEH 10 OJISAOKBIT MPO3PAYCH Pa3TBOP

U 110 IPUHIIUIT B HETO HE TpSI6Ba Ja UMa BUIUMH YaCTHIIU.

Zercepac 60 mg npax 3a KOHIICHTpAaT 3a I/IH(bV3I/IOHeH Pa3TBoOp

[Ipu pexoHCcTUTYHpaHETO BBB (pitakoHa Ha 60 mg npax ¢ 3,0 ml crepuiiHa Boja 3a HHKECKIUH CE
nosydaBaT 3,1 ml pa3TBOp 3a €THOKPATHO MPUIOKEHUE, ChABPKaI] mpudau3uTenHo 21 mg/ml
Tpacty3yma0, mpu pH npubnuzurenno 6,0. Jombpaautened o6em ot § % naBa Bb3MOXKHOCT OT BCEKU
(h1aKoH Ja ce U3TEIJIM OTpa3eHaTa Ha eTukeTa 103a 60 mg.

Zercepac 150 mg npax 3a KOHIIEHTPAT 3a NHPY3UOHEH Pa3TBOD

[Ipu pekoHcTUTYHpaHeTo BB ¢uiakona Ha 150 mg mpax ¢ 7,2 ml cTepuiiHa Boaa 3a MHXEKIUH ce
noiyvasat 7,5 ml pa3TBOp 3a €AHOKPATHO NPUIIOKEHHE, ChABPXKAaL] MprOIu3uTenHo 21 mg/ml
Tpacty3yma0, npu pH npubnusurenso 6,0. JombaauteneH o6em ot 5 % 1aBa Bb3MOXKHOCT OT BCEKU
(1aKoH Aa ce U3TErIM OTpa3eHaTa Ha eTHKeTa f03a 150 mg.

Zercepac 420 mg npax 3a KOHIEHTPAT 3a MH(Y3HOHEH pa3TBOP

[Ipu pekoHcTUTYHpaHeTo BB ¢uiakona Ha 420 mg npax ¢ 20,0 ml crepunHa BoAa 3a HHKEKIHH Ce
noiyvasat 20,6 ml pa3TBoOp 3a eTHOKPATHO MPUIIOKEHHUE, ChAbPIKaIl Npuoau3uTenHo 21 mg/ml
Tpacty3ymab, mpu pH npubnauzurenno 6,0. JlomsiaurencH odoeM oT 3 % gaBa BH3MOKHOCT OT BCEKH
(h1aKoOH 1a ce U3TErIM OTpa3eHaTa Ha eThKeTa j03a 420 mg.

ITo Bpeme Ha peKOHCTUTYHpaHe, TPSAOBa 1a ce paboTH BHUMATEIHO cbe Zercepac. [IpekomepHOTO
oOpa3yBaHe Ha IsTHa [0 BpeMe Ha PEKOHCTUTYUPAHE WK pa3KialiaHe Ha PeKOHCTUTYUPAHHsI Pa3TBOp
MOJe Jja MpeJu3BHKa MPOOIeMH, CBBP3aHU C KOJIMUECTBOTO Zercepac, KOeTo MoXe Jja ObJie U3TETICHO
ot (rmakoHa.

Ykazanwus 3a pa3pexkaaHe Ipy aCeNTUYHY YCIIOBUS HAa IPUTOTBEHUS Pa3TBOP

Ormpenernere KOJIHIECTBOTO HEOOXOIMM Pa3TBOP:

° B3 OCHOBA Ha HATOBapBaIlia J03a TpacTy3yMmad oT 4 mg/kg TenecHo Terno win
mocJieBalia CeIMUYHA 103a TpacTy3yMad oT 2 mg/kg TejaecHo Tero:

06eMm (ml) = Teaecno Terao (kg) x no3a (4 mg/kg HaToBapBaria win 2 mg/kg moTppKaIia)
21 (mg/ml, KOHIICHTpaLMs Ha pa3peaCHUs Pa3TBOP)

° Bb3 OCHOBA Ha HATOBapBallla J03a TPacTy3yMabd oT 8 mg/kg TeIeCHO TEryio Win
moclieiBamia 3-CeMUYHA 71033 TpacTy3ymad oT 6 mg/kg TenecHo Terio:

0O6em (ml) = Teaecno Tero (kg) x no3a (8 mg/kg HaToBapBaiia win 6 mg/kg momappxaiia)
21 (mg/ml, koHLIEHTpauus Ha pa3peleHHus Pa3TBOP)

TToAXO0ISIIIOTO KOJIMYECTBO PAa3TBOP TPsAOBA J1a Ce U3TETIIH OT (IaKOHA Ype3 U3IMOI3BaHe HA CTEPHITHA
UTJIa ¥ CIIPUHIIOBKA, U Jia ce nprbaBu KbM HHQY3HOHHHS cak, chabpxant 250 ml ot 9 mg/ml (0,9) %
pasTBOp Ha HATPHUERB XJOPHUJ. J[a He ce U3MO3Ba ¢ TIIFOK03a-ChIbPIKAIIN PA3TBOPH (BXK. TOUKa 6.2).

36



CaxbT TpsIOBa JIeKO /1a ce 00BPHE, 3a J1a CE pa3MECH pa3TBOPHT, KaTo ce U30sATBa 00pa3yBaHETO HA
TsTHA.

HpCZ[I/I yrIOTpe6a JICKAPCTBCHUTC IMMPOAYKTHU 3a NAPCHTCPATHO IIPUIIOKCHUC Tp)l6Ba Ja CC UHCIICKTUpAaT
BU3YAJIHO 3a TBBPAX YaCTHUIU U ITPOMsAHA HA IBETA.

He ca Ha6J'IIO}_IaBaHI/I HECHbBMCCTUMOCTU MCIKIY Zercepac 1 CAKOBETEC OT MMOJIUMECTUIICH WU
IMOJIUIIPOITUIICH.

Heunsnon3BaHuAT JeKapCTBEH MPOIYKT WX OTHAIbUHUTE MATEPUAITH OT HETO TPsIOBa J1a Ce U3XBBHPIIST
B CbOTBETCTBHE C MECTHUTE U3HCKBAHUS.

7. NMPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center,

Moll de Barcelona, s/n,

Edifici Est 6° planta,

08039 Barcelona, Mcnanus

8. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

Zercepac 60 mg mpax 3a KOHIIEHTPAT 32 MH(PY3MOHEH Pa3TBOP

EU/1/20/1456/002

Zercepac 150 mg mpax 3a KOHIIEHTpAT 33 HH(GY3UOHEH Pa3TBOP

EU/1/20/1456/001

Zercepac 420 mg npax 3a KOHIIEHTPAT 3a MHGY3UOHEH Pa3TBOD

EU/1/20/1456/003

9. JATA HA ITBPBO PASPEIIABAHE/ITIOJHOBSIBAHE HA PASPEHIEHUETO 3A
YIHOTPEBA

[ata Ha mepBO pazpemasane: 27 romnu 2020 r.
Hata Ha nocneano noaHoBsBane: 4 ampui 2025 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

ITonpoOHa uHOpMaIKs 3a TO3M JICKAPCTBEH MPOAYKT € IMPEeI0CTaBeHa Ha yeOcalita Ha EBponeiickaTta
areHIus 1o JieKapcTBaTa https://www.ema.europa.eu
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IMPNJIOKEHHUE I1

MHPOU3BOJUTEJIN HA BUOJIOI'MYHO AKTUBHOTO
BEIIECTBO U ITPOU3BOJUTEJL, OTTOBOPEH 3A
OCBOBOXKJIABAHE HA ITAPTHUIU

YCJI0BUSA UK OT'PAHUYEHUA 3A JOCTABKA U
YIIOTPEBA

APYI'U YCJIOBUSA N UBUCKBAHUSA HA
PA3SBPEHIEHHUETO 3A YIIOTPEBA

YCJIIOBUA NJIN OT'PAHUYEHUS 3A BE3OITACHA "

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUMA
IHPOAYKT

38



A. NPOU3BOIUTEJIN HA BUOJIOI'MYHO AKTUBHOTO BEIIECTBO 1
MMPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOX/JIABAHE HA ITAPTUIHN

Hme n aapeC HAa MPOU3BOAMTCINTE HA OMOJIOTUYHO AKTUBHOTO BC€IICCTBO

Shanghai Henlius Biologics Co., Ltd. (Songjiang 1 site)
Building No.1, No. 182, Wenjun Road, Songjiang, Shanghai,
Kurait

Shanghai Henlius Biopharmaceutical Co., Ltd.
Building D, 1289 Yishan Road

Shanghai

Kurait

Intas Pharmaceuticals Limited
(Biopharma Division)

Plot No. 423/P/A

Sarkhej - Bavla Highway,

Moraiya (Village), Sanand (Taluka),
Ahmedabad - 382213, Gujarat, India

Hme u agpec Ha TPOM3BOIUTENS, OTTOBOPEH 32 OCBOOOXKIaBaHE HA MAPTHINTE

Accord Healthcare Polska Sp. z.0.0
ul Lutomierska 50, 95-200 Pabianice
Tlomma

b. YCJIOBUSA NWIN OI'PAHUYEHUA 3A JTOCTABKA U YIIOTPEBA

JlexapCTBEHUSAT MPOAYKT CE€ OTITyCKa [0 OTPaHUYEHO JIeKapcko npeanucanue (Bx. [Ipunoxenue I:
Kpatka xapakTeprcTika Ha MpOAYKTa, TOUKa 4.2).

B. JPYI'U YCJIOBUS U UBNUCKBAHUS HA PASPEIHLIEHUETO 3A YIIOTPEBA
o IlepuoguyHu aKTyaJJU3MpPaHH T0KjIaau 3a 0e3onacHoct (IIAIB)

WzuckBanusta 3a nonasane Ha [TAJ[b 3a T03u JiekapCTBEH MPOAYKT ca IIOCOYSHH B CITUCHKA C
pedepenTauTe natu Ha EBponetickus cpro3 (EURD criuchk), mpensuaeH B wi. 1078, an. 7 oT
HupexktuBa 2001/83/EO u BbB BCHYKH CJICABAIIY aKTyalIH3aluY, ITyOJIMKYBaHU Ha
€BPOIIEHCKHUS yeOnopTal 3a JIeKapCcTBa.

I'.  YCJI0OBUSA UWJIN OTPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUA TPOAYKT

. IL1an 3a ynpasiaenue Ha pucka (ITYP)

[Ipurexarensat Ha pa3pemeHuero 3a ynorpeda (IIPY) TpsOBa na n3BbpiiBa M3UCKBAaHUTE JEHHOCTH U
JEeMCTBUS, CBbP3aHU C TIPOCiIesIBaHe Ha JeKapcTBeHaTa 0e301acHOCT, mocoueHu B o100penus [1YP,
npeactaBed B Moxyn 1.8.2 Ha pa3penreHneTo 3a yrnorpeda, KakTo ¥ BB BCUUKH CJICIBAIIH OJT00PCHH
akTyanuzauuu Ha [TYP.

Axryamnsupas [IYP TpsiOBa na ce mogasa:
e 110 MckaHe Ha EBporieiickara areHius 1o JieKapcTBaTa;
e BHHAru, KOraTo ce U3MEHS CUCTeMaTa 3a YIpaBJeHHE Ha pUCKa, 0COOEHO B pe3yTaT Ha
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MmoJTy9JaBaHe Ha HOBAa MH(OpMAITHs, KOSTO MOXKE J1a JOBEIE 10 3HAYMMH ITPOMCHH B
CBHOTHOIICHUETO MOJI3a/PUCK, UK CJIE/] TOCTUTAHE Ha BayKEH eTaIl (BbB BPh3Ka C
MpocyeIsBaHe Ha JIeKapCcTBeHATa 0€30MacHOCT MIJIM CBEXIaHE Ha PUCKA 10 MUHUMYM).
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ITPHUJIOKEHHUE III

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Zercepac 60 mg npax 3a KOHIIGHTPAT 32 HHPY3UOHEH Pa3TBOP

TpacTy3ymad

‘ 2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Enun gnakon ceappka 60 mg tpacty3ymad. Crex pasrBapsne 1 ml konueHTpar cpappka 21 mg
TpacTy3ymao.

‘ 3. CIIMCBK HA IOMOIIHUTE BEINECTBA

CaI110 Taka Chabpika L-XUCTHIMHOB XUAPOXJIOPUI MOHOXHUAPAT, L-xuctuauy, noiucopoar 20, o,o-
Tpexano3a JUXUapar.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

[Ipax 3a koHIIEHTpaT 32 HH(Y3UOHEH Pa3TBOP
1 dmaxon

‘ 5. HAYUH HA ITPUJIOKEHUME U ITT(MIIIA) HA BBBEKJAHE

3a UHTPaBEHO3HO MPHIIOKEHUE CaMO CJIC]] Pa3TBapsiHE U pa3pekIaHe
[Ipenu ynotpeda npoyereTe JIMCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITIHO 3a ACLa

‘ 7. APYI'U CHEIIUAJIHU NPEAYIIPEXJIEHUSA, AKO E HEOBXOAUMO

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

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

I[a CC CbXpaHsBa B XJIaJUJTHUK.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.
World Trade Center,

Moll de Barcelona, s/n,
Edifici Est 6* planta,

08039 Barcelona, Ucmanus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/20/1456/002

13.

NAPTUJAEH HOMEP

ITaptuna:

| 14.

HAYYH HA OTITYCKAHE

| 15.

YKA3AHMUSA 3A YIIOTPEBA

| 16.

WH®OPMAIINSA HA BPAMJIOBA A3BYKA

[puero e ocHOBaHMeE /1a HE ce BKIIIOYM HH(pOpManus Ha bpaiinosa a30yka.

| 17.

YHUKAJIEH HAEHTUOUKATOP — JIBYU3MEPEH BAPKO/I

</IBynsmepeH 0apKoA ¢ BKIIOYCH YHUKAIECH HACHTU(HUKATOP>

| 18.

YHUKAJIEH UAEHTUOUKATOP — JJIAHHHU 3A YETEHE OT XOPA

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

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT U II'BT(MIIIA) HA BBBEKJIAHE

Zercepac 60 mg mpax 3a KOHIICHTpAT
TpacTy3ymad

1L.v. MPUIIOKCHUC CJIC PA3TBAPAHC U pa3pCIKAAHC

‘ 2. HAYYH HA ITPNJIOKEHHNE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

‘ 5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIN

| 6. JIPYTO

Accord

45



JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Zercepac 150 mg npax 3a KOHIEHTPAT 32 HHPY3HOHEH Pa3TBOP

TpacTy3ymad

‘ 2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Enun gnakon ceappka 150 mg tpacty3zymab. Crnen pastapsire | ml koHueHTpaT cbabpxa 21 mg
TpacTy3ymao.

‘ 3. CIIMCBK HA IOMOIIHUTE BEINECTBA

CrI1o Taka chabpika L-XHUCTHIWHOB XUAPOXJIOPHA MOHOXUApAT, L-xuctuauH, monucopodat 20, o,o-
Tpexano3a AUXuapart.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

[Ipax 3a koHIIEHTpaT 32 HH(Y3UOHEH Pa3TBOP
1 dmaxon

‘ 5. HAYUH HA ITPUJIOKEHUME U ITT(MIIA) HA BBBEKJIAHE

3a UHTPaBEHO3HO MPHIIOKEHUE CaMO CJIC]] Pa3TBapsiHE U pa3pekIaHe
[Ipenu ynoTtpeda npoyereTe IMCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITIHO 3a ACLa

‘ 7. APYI'U CHEIIUAJIHU NPEAYIIPEXJIEHUSA, AKO E HEOBXOAUMO

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

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

I[a CC CbXpaHsBa B XJIaJUJTHUK.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.
World Trade Center,

Moll de Barcelona, s/n,
Edifici Est 6* planta,

08039 Barcelona, Ucmanus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/20/1456/001

13.

NAPTUJIEH HOMEP

ITaptuna:

| 14.

HAYYH HA OTITYCKAHE

| 15.

YKA3AHMUSA 3A YIIOTPEBA

| 16.

WH®OPMAIINSA HA BPAMJIOBA A3BYKA

[puero e ocHOBaHMeE /1a HE ce BKIIIOYM HH(pOpManus Ha bpaiinosa a30yka.

| 17.

YHUKAJIEH HAEHTUOUKATOP — JIBYU3MEPEH BAPKO/I

</IBynsmepeH 0apKoA ¢ BKIIOYCH YHUKAIECH HACHTU(HUKATOP>

| 18.

YHUKAJIEH UAEHTUOUKATOP — JJIAHHHU 3A YETEHE OT XOPA

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

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT U II'BT(MIIIA) HA BBBEKJIAHE

Zercepac 150 mg mpax 3a KOHIIEHTpaT
TpacTy3ymad

1L.v. MPUIIOKCHUC CJIC PA3TBAPSAHC U pa3pCKAAHC

‘ 2. HAYYH HA ITPNJIOKEHHNE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

‘ 5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIN

| 6. JIPYTO

Accord
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Zercepac 420 mg npax 3a KOHIICHTpAT 32 HH(Y3HOHEH Pa3TBOP

TpacTy3ymad

‘ 2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Enun gnakon ceappika 420 mg tpacty3ymad. Cien pastBapsiae | ml KoHueHTpaT cbabpxa 21 mg
TpacTy3ymao.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEIIECTBA

Chb1mo Taka cpabpxKa L-XUCTUANHOB XUAPOXJIOPUA MOHOXHUAPAT, L-xuctuauH, nonucopbat 20, a,o-
Tpexano3a AUXUIPAT.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

[pax 3a KOHIIEHTpAT 32 UHPY3UOHEH Pa3TBOP
1 dmaxon

‘ 5. HAYYH HA ITPUJIOKEHUE N ITbT(MIIA) HA BBBEXKJIAHE

3a UHTPAaBEHO3HO MPIJIOKEHHE CaMO CJIeNl Pa3TBapsSHE U pa3pekaaHe
[Ipenu ynoTtpeba npoyerere JINCTOBKATA.

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJVIEJJA 1 IOCEI'A HA IELTA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACLa

‘ 7. JAPYI'U CHEHNUAJIHM ITPEAYIIPEXXJEHU A, AKO E HEOBXOJUMO

‘ 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.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11.

NME "N AJIPEC HA ITPUTEXATEJISA HA PASPEHHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.
World Trade Center,

Moll de Barcelona, s/n,
Edifici Est 6* planta,

08039 Barcelona, Ucmanus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/20/1456/003

13.

NAPTUJIEH HOMEP

ITapTuna:

| 14.

HAYYH HA OTITYCKAHE

| 15.

YKA3AHMA 3A YIIOTPEBA

| 16.

HH®OPMAIIMS HA BPAJIOBA A3BYKA

[Ipuero € ocHOBaHUE 1a HE ce BKIOYM nH(popMalus Ha bpaiiiosa a30yka.

| 17.

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/

<JlBym3mepeH 0apKoJ ¢ BKIIOYCH YHUKAJICH HACHTH()HKATOP>

| 18.

YHUKAJIEH TAEHTU®UKATOP — JTAHHU 3A YETEHE OT XOPA

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

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT U II'BT(MIIIA) HA BBBEKJIAHE

Zercepac 420 mg mpax 3a KOHIIGHTpaT
TpacTy3ymad

1L.v. MPUIIOKCHUC CJIC PA3TBAPAHC U pa3pCIKAAHC

‘ 2. HAYYH HA ITPNJIOKEHHNE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

‘ 5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIN

| 6. JIPYTO

Accord
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Bb. IUCTOBKA
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JlucroBka: undopmanus 3a norpeduTeNs

Zercepac 60 mg nmpax 3a KOHIEHTPAT 32 HH(PY3HMOHEH Pa3TBoOP
Zercepac 150 mg npax 3a KOHIEHTPAT 32 HH(Y3NOHEH Pa3TBOP
Zercepac 420 mg npax 3a KOHIEHTPAT 32 HH(Y3HOHEH Pa3TBOP

TpacTy3ymao (trastuzumab)

V' Tosu nexapcTBeH NPOIyKT MOUIEKH Ha JIOMBIHUTEIHO HaOmoaeHne. ToBa e no3Boau 6bp30To
YCTaHOBSIBaHE HAa HOBa MH(OpMAITUsl OTHOCHO Oe30macHOCTTa. MOXKeTe Aa Ja/ieTe CBOsI PUHOC KaTo
ChOOINUTE BCSIKA HEXKETaHA PEaKIIUs, KOSITO CTE MOMYYHIIH. 32 HAaUWHA Ha ChOOIaBaHEe HAa HEXEIIaH!
peaKIiy BIKTE Kpas Ha Touka 4.

ITpouyeTeTe BHUMATEIHO LSLJIATA JIUCTOBKA, NMPEIH 1A 3aM04YHeTe 1A U3M0JI3BaTe TOBA

JIEKapCTBO, Thil KaTO THA ChABLP:Ka BaxkHa 3a Bac undgopmanus.

- 3anazere Ta3u JUCTOBKA. MOXe /1a c€ HAIOXH J1a s MPOYETETE OTHOBO.

- AKO uMaTe HIKaKBH JIOIBIHUTEIHHA BBIIPOCH, ITonuTaiiTe Bamus nekap wiu gapmarieBT.

- AKO NOJIyuuTe HAKAKBU HEXKEJIaHU peaklinu, yBeaoMeTe Bamus jiekap, GpapmarieBt nim
METUITMHCKA cecTpa. ToBa BKIIIOUBA M BCHUKH BH3MOXKHH HEXKEJIaHU PEaKIINH, HEOTMCaH! B
Ta3u JUCTOBKA. BinkTe Touka 4.

KakBo chabp:ka Ta3u JUCTOBKA

KaxBo npencrasnsiBa Zercepac u 3a KakKBO €€ M3I0I3Ba
Kakso Tpsi0Ba na 3Haere, npeau na Bu ce npunoxu Zercepac
Kak ce mpunara Zercepac

BB3M0XHU HEKEaHU PEAKIIUU

Kaxk na cexpansiBate Zercepac

ChabpxaHue Ha ONAaKOBKATa M AOIBIHUTENIHA HH(OPMALUS

AR

1. Kakso npeacrasiasia Zercepac M 3a KaKBO ce U3110JI13Ba

Zercepac chAbpKa aKTUBHOTO BEILIECTBO TPacTy3yMad, KOETO € MOHOKIIOHAITHO aHTHTSUIO.
MOHOKJIOHAIHUTE aHTUTENA C€ IPUKPENBAT KbM criequ(UIHN OenThIM WK aHTUreHu. Tpacty3ymad
€ pa3paboTeH Taka, 4e Ja ce CBbP3Ba CEJICKTHUBHO C aHTUTEH, HApPEUYEH PELENnTop Ha YOBEUIKU
enuaepmaiieH pactexer ¢pakrop 2 (HER2). HER2 ce namupa B rosieMu KOJIM4eCTBa BbPXY
MOBBPXHOCTTA HA HAKOU PAKOBH KJIETKH, KbJIETO CTUMYJIMpa TeXHUs pacTexx. Koraro Zercepac ce
cebppke ¢ HER2, Toit crimpa pacrexa Ha IOJOOHH KJIIETKU U PEAU3BUKBA CMBPTTA UM.

Bammst exkap Moske 1a npeanume Zercepac 3a JIedeHne Ha pak Ha MIIeYHATa jKJie3a WK CToMaxa,
KOTaTo:

. Bue umate paneH craauii Ha pak Ha MJIEYHATA KJI€3a C BUCOKO HUBO HA IPOTEHH, HAPEUCH
HER2.
o Bue nmate MeTactazupan pak Ha MJeyHaTa jkiie3a (pak Ha MIIEHHaTa XkJie3a, KOMTo ce e

Pa3poCTpaHUI U3BBH ITbPBOHAYAIHUS TYMOD) ¢ BucOoku HuBa Ha HER2. Zercepac Moxe na ce
MIpeAIUIIe B KOMOMHAINS C XUMHOTEPANIeBTHIHUTE JIEKapPCTBA MAKINTAKCEN WITH TOIIETaKCcel
KaTo II'PBO JICUCHUE Ha METacTa3upaj pak Ha MJICUHATA XKJIe3a WIH JIa CE MPE/IUIIIE
CaMOCTOSTEITHO, aKO JPYTUTE BUIOBE JICUCHUE Ca CE OKa3aiu HeycrenHu. Toil ce mpuiara
CBHIIIO ¥ B KOMOHMHAITUS C JIEKapCTBa, HAPEUCHN MHXUOUTOPH Ha apoMaTa3aTa, IIpH MaIUeHTH C
Brcoku HEBa Ha HER2 n MeTacTasmpan pak Ha MIe9HATA XKJI€3a C TIOJI0KUTEITHH XOPMOHAITHHI
penentopu (pak, KOHTO € UyBCTBUTEJICH HA HATMYMETO Ha JKEHCKHU TIOJIOBU XOPMOHH).

. Bue umate metactasupan pak Ha ctomaxa ¢ Bucoko HuBo Ha HER2, koraTo ce mpunara B
KOMOMHAIWS C IPYTUTE JIEKapCTBa 3a paK — KarnenuTabuH win S-(Iyopoypamui | [UCTUIATHH.
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2.  Kakso TpsioBa 1a 3HaeTe, npeau Bu ce npuiioxku Zercepac

He u3znousBaiite Zercepac, ako

o CTe aJIepruYHM KbM TPacTy3yMal, KbM MUIIH IIPOTEHHH WIN KbM HAKOS OT OCTAHAINTE
CHCTaBKH Ha TOBA JICKApCTBO (M30pOeHU B T.6).

o UMaTe CEpHO3HHU MPOOJIEMH C TUIIAHETO B IOKOH MOpaay paK Wi ako ce Hy)KIaeTe OT
KUCIJIOPOZIOJIEUEHUE.

IpenynpesxaeHust U MpeanasHu MePKH
Bammsr nekap me Ha0m01aBa BHUMATEITHO JIEUeHUEeTo B,
IIpoBepka Ha cbpaevyHaTa pyHKIHSA

JleuenneTo che Zercepac CaMOCTOSITEITHO WM C TAKCaH, MOXKE J1a 3aCeTHE ChPIETO, 0COOEHO aKo
HSIKOTA CTE M3MOJI3BATIM aHTPALMKIIVH (TAKCAaHW W aHTPAIMKJIMHY ca 1Ba IPYTU BUJA JICKapCTBa,
W3MOJI3BaHHM 32 JIeUeHHE Ha pak). EQekTute MoraT 1a 0bJaT OT yMEPEHO TEKKHU 10 TEKKHU U MOTaT Ja
NPUYHHAT CMBPT. 3aToBa QYHKIUATA HA ChpleTO Bu 111e Ob1€ poBepsiBaHa Npe/iu, 1Mo Bpeme Ha
(Bceku 3 Mmecerna) u ciex (1Be 0 MeT TOAUHH) JICYCHUETO ChC Zercepac. AKO ce TIOSIBST IIpU3HAIY Ha
Chp/ICYHA HEJIOCTATHYHOCT (HEJAOCTATHYHO M3MOMIIBAHE HA KPBB OT ChPIETO), Bariarta chpaeuna
(hyHKIHS MOXe /1a ce IPoBepsiBa Mo-4ecTo (Ha BCEKH 6 10 8 ceIMUIIN), MOXKE Ja ITONYUYHUTE JISUeHHUE 32
ChpACYHA HEJJOCTATHYHOCT WITM MOJKE JIa c€ HaJIOXKH Ja CIPETE JICYCHUETO ChC Zercepac.

I'oBopete ¢ Bamms nekap, ¢papmareBT Hiin MeJUIMHCKA cecTpa npeau 1a Bu ce mpunoxu Zercepac,
aKo:
e CTe UMaJlu ChbP/EYHA HEOCTATBYHOCT, UCXEMUYHA OOJIECT Ha ChPLETO, KJIAIHO 3a00JIsBaHe
Ha CHPIETO (IIYM Ha CHPIIETO), OBUIIICHO KPHBHO HAJISITaHE, IIPUEMAIIU CTE WIM B MOMEHTA
npueMare JISKapCTBO 32 BUCOKO KPBBHO HaJATaHe.
® HJKOTra CTe JICKYBaHM WJIM B MOMEHTA U3I0JI3BaTe JIEKapCTBO, HAPEUEHO JOKCOPYOUIIH WIIN
enupyONIIVH (JIeKapcTBa, U3MOI3BaHH 3a JIEUeHHEe Ha pak). Te3n nekapcTBa (Wi JpyTH
AHTPALMKINHN), MOXE J]a YBPEAAT ChPIEYHHUS MYyCKYJI U J1a TIOBUILIAT PHCKA OT MOsBa Ha
npo0JieMH ChC CHPLETO NpU yHoTpeda Ha Zercepac.
e CcTpajare OT 3ayX, 0COOCHO aKO B MOMEHTa M3I0JI3BaTe TaKCaH. Zercepac Moxe Ja
Npen3BUKa 3aTPyIHEHHE B JUIIaHETO, 0COOEHO KOTaTo Ce /1aBa 3a IIbPBH ITBT. TOBa MOXKe 1a
OB/1e TTO-CeprO3HO, aKO Beue nMare 3aayX. MHOTo psaKo, ciIe IpuiIokeHne Ha Zercepac, ca
HaOJIoaBaHM CIIy4Yau C JIETAJICH U3X0 MPU MALMEHTH C TEKKO 3aTPYAHEHHUE B AUIIAHETO
Npeay JEYSHUETO.
e HsKora Bu e mpuaraHo Ipyro JieueHue 3a pax.

Axo nonyuaBate Zercepac ¢ Ipyro JIEKapcTBO 3a JICUCHUE Ha PAK, KaTO MaKJIUTAKCEell, JOLETaKCell,
apoMaTa3cH MHXHOUTOP, KarmeuuTaObuH, S-¢hyopoypanui Wik HUCIUIATHH, TPSAOBA 1a MPOYeTeTe
JIUCTOBKUTE U Ha TE€3HU MPOIAYKTH.

Jlena v 1oHOIIM

IIpunoskenuero Ha Zercepac MpH JIKMLa Ha Bb3pacT 1oJ 18 ToguHu He ce MpenopbyBa.

JApyru nexapcrBa u Zercepac

Tps6Ba ga kaxere Ha Bammus nexap, GpapmManeBT WiIM MEIUIMHCKA CECTPa, aKO MpHeMaTe, HaCKOpo CTe
TIpUeMaJH Wi € Bb3MOXKHO J]a IpueMare APYyrH JIeKapcTra.

Moxke Ja Ca HYy>KHHU 10 7 Mecela, 3a f1a CC CIMMHUHUPa Zercepac OT OpraHu3ma Bu. Hopazu/l TOBa

Tpsi0Ba a Kaxxere Ha Bammms nexap, papmareBT, WM MEAUIIMHCKA CECTPa, Y€ CTE Ce JICKYBAJIU ChC
Zercepac, ako 3all04HETe JICUEHHUE C IPYro JIEKapCTBO Mpe3 7-Te Mecela Cilel] CIUpaHe Ha JICUEHUETO.

54



BpeMeHHoCT U KbpMeHe

e AKO cTe OpeMeHHa, CMATATE Y€ MOXKE J1a CTe OpeMeHHa WM IUIaHupaTe OpeMEHHOCT,
nochBeTBaiTe ce ¢ Bamms nexap, papmaneBT win MeTUIIMHCKA CECTpa Ipelid ynoTpedara Ha
TOBA JIEKAPCTBO.

e Bue Tps6Ba ga nznon3sate epeKTUBHN METOIM 3a MPEANA3BaHe OT 3a0peMEHBaHE 10 Bpeme
Ha JIeueHHe Che Zercepac U Hail-Masiko 7 Mecela ciiell 3aBbpIIBaHe Ha JCUSHHUETO.

e  Bammsr nekap e Bu 00sicHu prCcKOBETe 1 MOJI3UTE OT MPOBEXKIAHE Ha JICUCHUE ChC Zercepac
1o BpeMe Ha OpeMeHHOCT. B peiku cirydau npu OpeMEeHHH KeHU, KOUTO Ce JIEKYBAT ChC
Zercepac, € HaOJII0AaBaHO HaMaJIeHHE Ha KOJTMYECTBOTO (aMHUOTUYHA) TEUHOCT, KOSITO
3a00MKas pa3BUBALIMS CE IUIOA B MaTkarta. ToBa ChbCTOSHIE MOXe Jja ObJie BpeIHO 3a IJIoaa
U € CBBP3aHO C HEIBJIHO pa3BUTHE Ha OenuTe IpoOoBe, KOETO BOAU 10 CMBPT Ha IUIOAA.

He xppMmeTe o Bpeme Ha JieueHHe cbe Zercepac U 0 7 Mecela ciel MPHIOKEHUETO Ha TOCIeHaTa
no3a Zercepac, Thi KaTo Zercepac MOXe J1a IpeMHuHe B 0e0eTo upe3 KbpmMara.

IToceBeTBaiite ce ¢ Barmust jgexap wim papMmaiieBT npeau ynorpedata Ha KOSTO U Jia € JISKapCTBO.
Ilo¢pupane u padoTa ¢ MAILIMHH

Zercepac MOXKE J1a OKaXXe BIMSHUE BbPXY CIIOCOOHOCTTA Ja modupaTe Wi paboTuTe ¢ MallliHA. AKO
10 BpEME Ha JICUECHHETO C€ MOSABSIT CUMIITOMH KaTO 3aMaliBaHe, ChHIMBOCT, CTYICHU TPBIIKH WIH
MOBHUIIIEHA TeMIIepaTypa, He TpsaOBa aa modupare wix paboTUTE C MAIMHU IO OT3ByYaBaHe Ha
CHUMIITOMMUTE.

Harpuii

Zercepac cpAbpKa Mmo-Maiko ot 1 mmol HaTpuii Ha 1032, T.€. MPaKTUYECKH He ChIIbpKa HATPHA.

IHonucopobar 20

Zercepac cpabpka 0,24 mg nomcopbat 20 BbB Beekn (hiakoH 60 mg, KOUTO ca eKBUBAJICHTHH Ha
0,08 mg/ml (cnen paspexnane cbe 3,0 ml cTepuiiHa BoJIa 3 MHIKEKIIUN).

Zercepac cpabpka 0,6 mg mommcop6ar 20 BB Bceku ¢uiakoH 150 mg, KOUTO ca eKBUBAJICHTHH Ha
0,083 mg/ml (cnen paspexaane cbe 7,2 ml cTepuiTHa BoIa 32 MHKCKIIHH).

Zercepac cpabpka 1,7 mg mommcop6ar 20 BB Bceku QurakoH 420 mg, KOUTO ca €eKBUBAJICHTHH Ha
0,085 mg/ml (creq paspexaane cse 20,0 ml crepriiHa Bojia 3a MHXKEKIINHN).

[HonmcopbaTuTte MOXe J1a TPUYHUHAT AIEPTUYHA peakimu. TpsaoBa na kaxere Ha Bamms nekap, ako
“MaTe YCTAaHOBEHH aJIepTHH.

3. Kak ce npunara Zercepac

IIpenu 3amouBane Ha JeUeHUETO, BammsaT nekap uie onpeaenu konudectsoto Ha HER2 B Tymopa Bu.
Cawmo nanuenTy ¢ rossiMo konudectBo HER?2 e Obaat nmekyBanu che Zercepac. Zercepac TpsoBa aa
ce TIpriIara caMmo OT JIeKap WJI METUITMHCKA cecTpa. Bammsr nexap me Bu npeanmie mo3a 1 cxema
Ha JIeUeHHe, KOUTO ca moaxo iy 3a Bac. Jlo3ara Ha Zercepac 3aBUCH OT TelleCHOTO Bu tero.

Zercepac JiekapcTBeHa (hopMa 3a HHTPABCHO3HO MPUIIOKEHUE CE Tpuiiara moj ¢oopmara Ha
WHTpaBeHO3HA MHOY3UA (,,KallkoBO™’) TMPEKTHO BHB BeHnuTe Bu. [InpBaTa mo3a ot Bammero neuenue ce
mpuIara B IpoabiDKeHne Ha 90 MUHYTH U JOKaTo ce npuiiara, Bue me Obmere HabIt01aBaH OT
MEUIIMHCKH CICIIHAIIUCT, aKO MMOJTyYUTe HeXKEIaHU peakini. AKO ITbpBaTa J103a ce MoHece A00pe,
cleBalIuTe 03U MOXKe J1a ce mpuiarar 3a 30 MuHyTH (BrkTe Touka 2 , [IpenynpexneHus u
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Mpearna3Hu Mepku’”’). bposaT Ha HHQY3UUTE, KOUTO III€ MOIYIHTE, e 3aBUCH OT TOBA KaK OTTOBApSTE
Ha JIedeHneTo. BammsT mekap me oochau ToBa ¢ Bac.

C nen 1a ce n30erHaT rpemIky IPH JICYSHUETO € BAXKHO Ja Ce POBEPAT STUKETHTE Ha (priakoHa, 3a 1a
€ CUTYPHO, 4e JISKapCTBOTO, KOETO C€ MPUTOTBS U IpHiIara, ¢ Zercepac (Tpactysymad), a He IpyT
MIPOIYKT, ChIBPIKAIT TPACcTy3yMal (HaIp. TpacTy3ymMad eMTaH3WH WU TPacTy3yMab MepyKCTEKaH).

IIpu paneH cTanuil Ha pak Ha MJIEHHATA JKJIe3a, METacTa3upall pak Ha MJIedHaTa XkJie3a U’
MeTacTa3upall pak Ha cToMaxa, Zercepac ce Ipuiiara npe3 3 ceqMHuLu. Zercepac MOXXe ChILO J1a ce
NPUIOXKU BEIHBK CEAMUYHO NIPH METACTa3upall paKk Ha MIIeYHATa *KJe3a.

AKo cTe cripesid ynorpedara Ha Zercepac

He cnimpatite ynorpebaTa Ha ToBa JieKapcTBO, 6€3 1a roBopuTe ¢ Bammwst nexap. Beuuku mo3u TpsioBa
Jla ce TpUjIaratT B TOYHOTO OMPENEIICHOTO BpeMe BCSKA CEMUIIA, MIIM HAa BCEKH TPU CEAMHUIIH (B
3aBUCUMOCT OT BamaTta cxema Ha nmpriioskerre). Toa 1e ToMorHe JISKapCTBOTO Ja IeCTBa
BB3MOXKHO Hail-700pe.

Moxe na ca HeoOXoauMH 10 7 Mecela, 3a 1a ce oTcTpaHu Zercepac oT opranusma Bu. [Topaau ToBa,
Bamusr siekap Moxe Jja MpoABIDKH Jja IpoBepsiBa chpaeuHara Bu GpyHKIMs, 10pH U ciiex KaTo
NPUKIIIOUUTE JIEYEHUETO.

AKO UMaTe HIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € yIoTpebara Ha TOBA JIEKAPCTBO, ITOMUTAITE
Bamus nekap, ¢papManeBT Wi MEIULIMHCKA CECTpa.

4. Bb3MOKHY HeKeJIaHU peaKkl U

KaxTto Bcuuku nexapcTBa, Zercepac MOXKe J1a MpeIn3BUKa HeXKEJIaH! PEaKIINK, BHIIPEKH Y€ HE BCEKU
T Tory4aBa. HIkou OT TAx Morat Aa ObJIaT CEpHO3HH U J1a AOBEAAT J0 TprueMaHeTo Bu B OosHHUTIA.

CepuHo3HH HeKeJTaH! PeaKIuu

Mo Bpeme Ha MH(DY3HSA ChC Zercepac MOXKe Jia Ce MOSBST CTYICHN TPBIIKH, BHCOKA TEMIIEPaTypa U
JpYyTH TPUTIONONO0HH CUMIITOMH. Te ca MHOTO YecTH (MOXe Aa 3acerHar nosede ot 1 Ha 10 xymm).
Hpyru cumnromu, cBbp3aHu ¢ HHQY3HATA, ca: rajieHe, TOBpbIIaHe, 00IKa, TOBUIIEHO MYCKYITHO
Halpe)XXeHue U TpenepeHe, riaaBodomnme, 3amaliBaie, 3aTpy/JHEHO JUIIaHe, BUCOKO MM HUCKO KPBBHO
HaJsraHe, HapyIIeHUs Ha ChPJICYHHS PUTHM (ChplieOreHe, TPeNTeHe Ha ChPIETO MIIH HeTIPaBUIICH
CBbp/CUYEH PUTHM), TOJyBaHE Ha JIUIIETO U YCTHUTE, OOpUB M UyBCTBO Ha yMopa. Hsxou ot Te3n
CHMITOMH MO’Ke J]a Ob/IaT CepHO3HH M MMa TIOYMHAJIM TAIeHTH (BIKTe Touka 2. , [Ipexynpexnenns
U TIpEeAIa3Hu MEPKH’”).

Te3u peaknuu ce HaOJIIO[aBaT MPEAUMHO IPH IThpPBaTa UHTPAaBEHO3HA NH(Y3Us (BIUBAaHE BHB BeHA) U
Mpe3 IBPBUTE YACOBE CIIET HA9aloTo Ha WHGYy3uATa. Te 0OMKHOBEHO ca BpeMeHHU. Bue 1mie Obaere
o1 HaOJIOZICHUE Ha METUITMHCKH CIISIUAITUCT 110 BpeMe Ha WH(Y3UATa U MTOHE MISCT Yaca Cle
HAYaJIOTO Ha ITbpBaTa MH(Y3UsS U J[Ba Yaca CJie]] HA4aJIOTO Ha JpyTruTe HHPy3unu. AKO MOITydnTe
peaKIus, TOW/Ts e 3a0aBu WK cpe HHPY3HUATA H MOXKE Jla IPUIIOKH JIeYeHHE, 3a J1a
NPOTHUBOJICHCTBA Ha HEXeNaHUTe peakun. MHDy3usITa MOXKe 1a IPOIBIDKH CIIe/T OJ00peHHe Ha
CUMITOMHUTE.

IToHsIKOTa CHMIITOMHTE 3al09YBaT MO-KBCHO OT MIECT Yaca Ciie HadaJioTo Ha nH(y3uara. Ako ToBa Bu
ce ciry4du, He3a0aBHO ce CBbpxkeTe ¢ Bamms nekap. [loHskora cuMnToMuTe MOXKeE a e TIOA00pAT U
CJIEeJ] TOBA Ja CE BJIOLIAT MO-KbCHO.

Jpyru cepro3Hy HEKeJaHU PeakLUy MOJKE J1a CE Pa3BUAT I10 BpEME Ha JIEUEHUETO ChC Zercepac, a He
camo BbB Bpb3Ka ¢ nH(py3usiTa. TpsidBa 1a KaxeTe HA JleKap WM MEIMIUHCKA CeCTPa, aKo
3a0eJie’KUTe HAKOM OT CJICTHUTE HeKeTaHHU PeaKIiuu:
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[Ipobnemu cbe chpLETO MOTaT J1a B3HUKHAT [TOHSAKOTA 110 BpEME Ha JICUeHHE, a B HAKOU CIIy4dau U
clle]l CIMPaHeTo My, U Morar Aa ObIaT cepro3HH. Te BKIIouBaT oTciabBaHe Ha ChpACUHUS
MYCKYJI, KOETO € Bb3MOKHO /1a I0BEJI€ 10 ChbpAE€YHA HEJOCTaTh4YHOCT, Bb3lIaJIeHHE (I1I01yBaHe,
3ayepBsiBaHe, apeHe 1 00JIEe3HEHOCT) Ha 0OBUBKATa HA CHPLETO, U PUTHMHH HapymeHus. ToBa
MOJKE [1a 10BEJIE 0 CUMIITOMHU KaTo 3a7yX (BKJIIOUUTEIHO [IPE3 HOLITA), KALUIUIIA, 3apbXKKa Ha
TEYHOCTH (OTUYAHE) B KpaKaTa WM PhIETE, MaIMUTAINH (ChpIIcOUCHE WITH HEPaBHOMEPEH
ChpAeUeH pUThM) (BUKTE Touka 2. ,,IIpoBepka Ha chpaeuHaTa QyHKIUS”) .

BamusT nexap e npocieasBa penoBHO ChpleTo Bu 1o Bpeme Ha U cies JedeHnero, Ho Bue tpsosa
Jla yBeIOMHTE He3a0aBHO JIeKapsi, ako 3a0eNeKnUTe HIKOU OT TOPHUTE CHMITOMH.

CuHIpOM Ha TYMOPEH pasmnaj (ChbBKYITHOCT OT METAOOJIUTHHU YCIOKHEHHS, Bb3HUKBAIIH CIIC
JICUCHHE Ha paKa U XapaKTepU3UPAIIX Ce ¢ BUCOKH HMBA Ha Kanui u ¢ochaTy, 1 HUICKH HUBA Ha
KaJuil B KpbBTa). CHMITOMUTE MOXKE JIa BKJIFOYBAT Po0JieMu ¢ ObOpenuTe (¢1abocTt, HeTOCTUT
Ha BB3/IyX, yMOpa U 00BbPKAHOCT), POOIEMH ChC CHPIETO (ChpIicOMEeHE WITH YCKOPEHa HUITH
3abaBeHa ChpJIeYHa JICHHOCT), FbPUOBE, MOBPBINAHE WM AUAPHs, B U3TPHIIBAHE HA yCTaTa,
JUIAHUTE WK CThIlajaTa.

AKO MOJTyyuTe HAKOH OT TOPHUTE CUMIITOMH, KOraTo JedyeHneTo Bu cbe Zercepac € NpuKII0unIIo,
Tpsi0Ba Jla ce BUAUTE ¢ Bamms nexap u ga My KakeTe, 4e IIped TOBa CTE JIEKYBaHU ChC Zercepac.

JApyru HexeJlaHU peaKIUH

MHOro 4ecTH HeXKeJIaHU PC€aAaKIMHU: MOKEC Aa 3aCC€THAT IIOBEYEC OT l1nall Ayl

UHQEKIHN
TapHst
3areK
KHUCEIIMHA (IFCTICTICHSI )
yMopa
KOXKHU 00pHBH
0oJnKa B IbpAHTE
KopeMHa 00JIKa
cTaBHa 0oOJTKa
HUCBHK OpOii YepBEeHU KPBBHU KJIETKH U O€TTM KPBBHU KJIETKH (KOMTO TIoMarat B 6opOaTa cpemry
nH(EKIIN), TOHAKOra ¢ MOBUIIEHA TeMIepaTrypa
MyCKyJTHa 0oyKa
KOHFOHKTHBUT
CHIIBAIIHA OUYH
KbPBEHE OT HOCa
Xpema
Kocomnas
TpernepeHe
TOpelly BhJIHU
3aMasHOCT
HapyIlIeHWEe Ha HOKTUTE
3ary0a Ha Tersio
3ary0a Ha aneTuT
HapyIleH chH (0e3ChbHUE)
MpOMsIHA Ha BKyca
HHUCBHK Opoi TPOMOOIIUTH
CHHUHH
W3TPBIIBAHE WM MPaByYKaHE HA MPBCTUTE HA PHIETE U KPaKaTa, KOSTO MOHAKOTa MOXE J1a
3aceTHe LEenus KpaHuK
3ayepBsiBaHe, TIOAYBaHE WU SI3BH B ycTaTa /UK I'BPIIOTO
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0omka, MoyBaHe, 3aUuepBsIBaHE WM U3TPHIIBAHE HA PHIIETE U/WIIK KpaKaTa
3a1yX

raaBo0oIIHe

KallLIuIa

MOBPBIIIAHE

rajcHe

YecTu HexeTaHU peakUM: MOXKe Aa 3acerrar Ao 1 Ha 10 qymm

aJIePTUYHU PEaKIn

WHQEKIMH Ha TBPIIOTO

UH(DEKIMK Ha TTMKOYHUS MEXyp U KOXKarta
BB3MAJICHUE Ha I'bpJaTa

BB3MaJICHHE Ha YePHHS IPO0

OBOpeYHH YBpEKIaHUS

MOBUILICH MYCKYJIEH TOHYC WM HalpeKeHNE (XUTIEPTOHYC)
0oJIKa B KpakaTta H/WIH phleTe

chbpOsII 00pHB

CHHJIUBOCT (COMHOJIEHTHOCT)
XEMOPOUIN

CBhpOexK

CyXOTa B ycTara M cyXa Koxa

CyXHU 041

U3IOTSIBAHE

YyBCTBO 32 cl1ab0CT M HEPA3MOJIOKECHUE
TPEBOKHOCT

JeTIpecHs

actMa

uHDeKIus Ha 6emuTe 1podoBe
0enogpoOHN HapyIIeHHUS

Oonka B rppba

0oKa BBB BpaTa

KOCTHA 0oJIKa

aKHe

CIa3MH Ha JOJHUTE KpaiHUIN

HeuecTn He:kelaHu peakuum: Moxe Aa 3acerHar 1o 1 va 100 gymm

TIIyXoTa
HaJUTHAT OOpUB

XpUIIOBE

BB3MAJICHUE WK CPacTBaHUs B Oenure ApoOoBe

Penxu HexxenaHu peakuum: Moxke Aa 3acerrar fo 1 Ha 1 000 gymwm

. JKBJITEHULIA
) aHa(UIAKTUYHY PEaKIUH

Hexenanun p€aKknyvM ¢ HEU3BECTHA YeCToTa: OT HAJIMYHUTE JaHHU HE MOXE Oa 6’[:,[[6 HallpaBCHa
OIICHKA Ha 4€CTOoTaTa

) HapYILIEHO KPbBOCHCUPBAHE
° BHCOKH HHMBA Ha KaJIMHA
° OTOK WJIM KbPBCHE B 33JIHATA YaCT HA OUNTE
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IIOK
HEPUTMHYHA ChpPICYHA ICHHOCT

JIMXaTeleH AUCTPeC

JMXaTelIHa HeJOCTaThYHOCT

OCTPO HAaTPYyNBaHE HAa TEYHOCT B OenuTe 1podoBe

OCTPO CTECHSIBaHE Ha AUXATEIHUTE ITbTHUILA

aOHOPMHO HHMCKY HHMBa Ha KUCJIOPOJ B KPBHBTA

3aTpy/JHEHHE B IMIIAHETO, KOTATO CE JICXKH Ha HUCKO
YePHOIPOOHO YBpEXKIaHE

OTOK Ha JIUIETO, YCTHUTE U I'bPJIOTO

OBOpedHa HeAOCTaTHYHOCT

aOHOPMHO HHMCKM HHMBa Ha TEYHOCT OKOJI0 6e0eTo B yTpobaTta
HEZ0CTaThYHO pa3BUTHE Ha Oenute ApoOoBe Ha OebeTo B yTpodaTa
HEZ0CTaThYHO pa3BUTHE Ha OLOperuTe Ha 6e0eTo B yTpobarta

Hsixom oT HeXeaHUTe peakluy, KOUTO MoTydaBaTe, MOXKe J1a ce IbJDKAT U Ha OCHOBHOTO 3a00JIsBaHe
— pak. AKo ce JIeKyBaTe ChC Zercepac B KOMOMHAIMS ¢ XUMHOTEPAIHSs, HIKOH OT TSIX MOXKeE J1a ce
IBJDKAT CHINO U HAa XUMHUOTEPAITHTA.

AKO TIOJTyYuTe HAKAKBU HEXKEIIAHU JICKAPCTBEHU Peakivy, yBenpomere Barus nekap, papMaieBT Win
MEIMIIMHCKA CECTpA.

Chol0maBaHe Ha HeJKeJAHH peaKINu

AKO TIOJTyYnTe HAKAKBU HEXKEJIaHU JICKAPCTBCHH PEeaKIvy, yBenomMere Bamist nekap, hapmaieBT wim
MEJIUIMHCKA cecTpa. ToBa BKIIIOUBA BCUYKU BH3MOKHHU HEOMMCAHU B Ta3U JUCTOBKA HEXKEJIaHU
peaknun. MoKeTe ChITO Ja ChOOIINUTE HEXKEITAaHN PEaKIny JUPEKTHO Upe3 HaIlHOHATHATa CUCTEMA 3a
choOIaBane, mocoucHa B [Ipunokenue V. Kato cho0IaBaTe He)KEIaHN PEaKIMU, MOXKETE Ja JaIeTe
CBOS MMPUHOC 32 TIOJy4YaBaHe Ha MOBeYe MH(OPMAIUs OTHOCHO 0€30TaCHOCTTa Ha TOBA JISKAPCTBO.

5. Kak na cexpansiBate Zercepac
Zercepac 1€ ce ChbXpaHABa OT MEIUIUHCKNTE CIICIHAINCTH B OOJIHULIATA MIIH KIIMHHUKATA.

Jla ce chxpaHsiBa Ha MsICTO, HEAOCTBIIHO 32 JIelia.

e He usnosspaiiTe TOBa JIEKApCTBO CJIE]] CPOKA HA TOAHOCT, OTOEIIsA3aH BbPXY KapTOHEHATa
OITaKOBKa U €THKETa Ha ¢utakoHa cief ,,['ogen n10”/,,EXP”. CpokbT Ha TOMHOCT OTTOBAps Ha
MOCTIEAHNS JIEH OT TIOCOYEHHUS MECEIL.

e HeotBopenusar ¢pakon TpsOBa Aa ce chbxpanssa B xnaauwiauk (2°C — 8°C).

e Jla He ce 3amMpassiBa IPUTOTBEHUAT Pa3TBOP.

e  UMH}y3uoHHUAT pa3TBOP TPAOBA Jla ce M3MOI3Ba He3a0aBHO ClIe]] pa3pekJaHeTo My. AKO He
ce M3II0J13Ba He3a0aBHO, BPEMETO U YCIOBHATA HA ChXPaHEHHUE NIPEAH yrnoTpeda ca
OTTOBOPHOCT Ha MOTPEOUTE.

e He mnomsBaiite Zercepac, ako 3a0esieXXuTe TBbPAN YaCTHLM MU IPOMSHA Ha LIBETa MPEIH
MIPHJIOKEHUETO MY.

e He u3xBbpIsiiTe TeKkapcTBaTa B KaHAIM3ALMATA WIK B KOHTEHHEpa 3a JOMAIIHU OTIAIbIIH.
[NonuTaiite Bammst apManeBT kak a U3XBBPISATE JEKapCTBATa, KOUTO Beye HE U3IOJ3BATE.
Te3n MepkH 111e CIIOMOTHAT 3a ONa3BaHEe HA OKOJIHATA Cpeja.

59


https://www.ema.europa.eu/documents/template-form/appendix-v-adverse-drug-reaction-reporting-details_en.doc

6. Cumpmarme Ha OnMaKoBKaTa U J0ONIbJHUTEC/IHA I/lll(l)OpMalII/lﬂ

KaksBo ceabpixa Zercepac

AKTHBHO BEILIECTBO: TpacTy3ymad. Bceku (uiakoH chappika:

. 60 mg TpacTy3yma0, KoiTo TpsOBa fa ce pa3TBopH B 3,0 ml cTepuiiHa BoAa 32 MHXKEKIMH WITH
. 150 mg tpacty3yma0, KoiTo TpsiOBa aa ce pa3TBOpH B 7,2 ml cTepriiHa BoJa 32 MHXKEKIUH WIN
. 420 mg Tpacty3ymab, KoiTo TpsiOBa Aa ce pa3rBopu B 20,0 ml ctepriiHa Boaa 3a MHKEKIIHU.

[Mony4yeHusT pa3TBop Chabpika npubdar3uTenHo 21 mg/ml Tpacty3ymad.
- Jlpyrure chbCcTaBKU ca XUCTHIUHOB XUAPOXIIOPH] MOHOXUAPAT, XUCTHINH, OL,0L-TPEXAI03a
muxuapar, nonucopOat 20 (E432) (Buwxkre Touka 2 ,,ITonmucopOat 20°).

Kak H3rJexKaa Zercepac U KAaKBO CBADBLPIKA OITaKOBKaTa

Zercepac e mpax 3a KOHLEHTPAT 32 HH(Y3HOHEH Pa3TBOP, KOWTO ce MpeAsiara B CTbKJICHH (hIaKOHH C
TryMeHa 3amymiaika, KOuTo cbabpxkar 60 mg wiu 150 mg v 420 mg tpacty3ymad. [Ipaxer
Hpe/ICTaBIsIBA IO IIH3UPAaHH Oen 10 0Jes10 )KbJITH TeneTH. Besika onakoBka cbabpika 1 (hakoH ¢
npax.

IIpuTe:kaTen Ha pa3pelieHHETO 32 yNoTpeda

Accord Healthcare S.L.U.
World Trade Center,

Moll de Barcelona, s/n,
Edifici Est 6 planta,

08039 Barcelona, Mcrnanus

IIpousBoagure

Accord Healthcare Polska Sp. z.0.0
ul Lutomierska 50, 95-200 Pabianice
[omma

3a AombAHUTETHA HH(POPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE C€ C JIOKATHHUS
NpEeJICTaBUTEN Ha MPUTEKATEIIS Ha pa3pelieHIeTo 3a ynorpeoda:

AT/BE/BG/CY/CZ/DE/DK/EE/FI/FR/HR/HU/IE/IS/IT/LT/LV/LU/MT/NL/
NO/PT/PL/RO/SE/SI/SK/ES

Accord Healthcare S.L.U.
Temn: +34 93 301 00 64

EL
Win Medica A.E.
Ten: +30 210 7488 821

JaTa Ha mocienHo npepasriexaade Ha guctoBrata<{/{|/I'TTT}>

[TonpoOHa nHpOpMaIUs 3a TOBA JIEKApCTBO € MpeocTaBeHa Ha yeOcaliTa Ha EBporelickara areHIus mo
JeKapcTBara https://www.ema.europa.eu/.

Ta3u nucToBKa € HanMuyHa Ha Bcuuku e3unn Ha EC/ENII Ha yeOcaiita Ha EBporneiickaTa areHIus 1o
JIeKapCcTBaTa.
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Ilocouenara mo-a0.1y PlH(l)OpMaIll/Iﬂ € NMpeaAHasHaYeHa caMoO 3a MEAUIIUHCKHU CIICIMUAJIUCTH:
Zercepac CC NOCTaBd B CTCPUIIHU, ATUPOTCHHU (l)HaKOHI/I 3a CAHOKpAaTHa yHOTpe6a, oe3 KOHCCPBAHTHU.

C 1en 1a ce M30erHAT TPENIKH MTPH JICYCHUETO € BAXKHO JIa CE MIPOBEPAT ETUKETHTE Ha (IIaKOHA, 32 Ja
€ CUTYPHO, 4 JISKapCTBOTO, KOETO c€ MPUTOTBS U IpHiIara, ¢ Zercepac (Tpactysymad), a He IpyT
MPOAYKT, ChIIbpKAIIl TPAacTy3yMad (Hamp. TpacTy3ymMald eMTaH3MH WK TPacTy3ymMad IepyKCTEKaH).

Bunaru cexpaHsiBaiiTe TOBa JIEKapCTBO B 3aTBOPEHA OpPUTHHAIIHA OMTAKOBKa Mpu Temmeparypa 2°C —
8°C B XIIaiUIHUK.

Tbif KaTo TEKapCTBEHUAT MPOAYKT HE ChABPKAa aHTUMUKPOOHU KOHCEPBAHTH MIIM OAKTEPUOCTaTUIHU
cpelncTBa, TpsiOBa Ja ce cra3Ba MOAXOAAINa aCENTHYHA TEXHIUKA IPH TPOIIEyPUTE Ha
peKoHcTHTYHpaHe U paspexxaane. HeoOxoanmo e na ce moaxoan BHUMATEIIHO 33 OCUTypsiBaHE Ha
CTEPWIHOCT HA IIPUTOTBEHHUTE PA3TBOPH.

®nakon Zercepac, pa3TBOPEH IIPH aCENTUYHH YCIOBHS B CTEPUIIHA BOJA 32 HHXKEKIMU (HE €
NPUIOKEHA), € XUMUYECKH B (PU3NIECKU cTabuiIeH B MpoabikeHue Ha 48 vaca mipu 2°C — 8°C cien
NPUTOTBSIHE U HE TPsIOBa J1a ce 3aMpassiBa.

Cren paspexznaHe Ipy aceTHYHH yCIOBUS B CAKOBE OT MOJIMETHIICH WM HOJIUIPONNIICH, ChAbPKAIU
WHKEKIIMOHEH Pa3TBoOp Ha HatpueB xyopun 9 mg/ml (0,9 %), e nokazaHa xuMudeckaTa u pusndeckara
crabuHocT Ha Zercepac 10 84 nuu npu 2°C — 8°C, 7 pau nipu 23°C — 27°C u 24 yaca npu
TeMIiepaTypa He mo-sucoka ot 30°C.

OT MUKpOOHOJIOTHYHA TJIEHA TOYKA IPUTOTBEHUSAT Pa3TBOp U Zercepac HH(Y3HOHEH Pa3TBOp TPsiOBa
Jla ce M3MoI3BaT He3a0aBHO. AKO HE ce M3M0JI3BaT He3a0aBHO, BPEMETO U YCIOBHUATA HA ChXPAaHEHUE
npeau ynorpeda ca OTTOBOPHOCT Ha MOTPEOUTENS OCBEH aKO pa3TBAPSHETO U PEKOHCTUTYHUPAHETO HE
ca M3BBPILICHU IPH KOHTPOJIUPAHU M BaIUIUPAHH aCEITHYHH yCIIOBUSI.

[puroresHe, paboTa U ChbXpaHEHUE MPU ACCNTHYHH YCIOBUS:

[IpurotsiHeTo Ha HHDY3Us TPAOBa:

e Ja ce U3BBPILBA OT 0OyUEH NEPCOHAT B CHOTBETCTBHE C IIPaBUiIaTa Ha J00paTa MpaKTHKa,
0c00€HO TI0 OTHOIIEHHE Ha MPUTOTBIHETO MPU aCENTHYHH YCJIOBHUS HA MaPEHTEPAIHHU MPOAYKTH;

e Ja ce U3BHPILBA B JaMHHApeH OOKC WK B OOKC 3a OMoJornyHa 0€301acHOCT, KaTo ce mpuiiaraTt
obnuaiiHUTE TpenasHu MepKH 3a Oe3ormacHa paboTa ¢ MHTPaBEHO3HU CPEJICTBA;

e 1a ObJie MOCNeIBaHO OT MOAXOSIO ChbXPaHEHNE Ha IPUTOTBEHUSI Pa3TBOP 338 MHTPABEHO3HA
nH(OY3HS, 32 J]a e OCUTYPH MOJIbPKaHe Ha ACETITUYHUTE YCIIOBUSI.

I/IHCTDVKHI/II/I 3a PCKOHCTUTYHPAHEC IIPH ACCTITHUYHH YCJIIOBHA !

1) KaTo n3nomn3Bare crepriiHa CIIPUHITOBKA, 0aBHO WHXEKTHPANTE MOAXOIAIIHS 00eM (KaKTo €
MIOKa3aHo IMO-A0JTy) CTEPHIIHA BOJIA 32 MH)KEKLUH (HE € 10CTaBeHa) BbB ()IIaKOHA, ChIbPrKalll
nropuIM3npan Zercepac, HACOYBAWKM CTPysATa B JHoQuiIn3ara. M3mon3BaneTo Ha ApyTru
pa3TBOpHUTENH TPsAOBa /1a ce N30sraa.

2) Jexo 3aBBpTeTe Br1akoHa, 3a 1a MOANOMOrHeTe pekoHcTuTyupanero. HE PA3KJIALIJAMTE!

[Ipu pekoHCTUTYHpaHE Ha MPOAYKTA HATMIHETO Ha MAJIKO IsIHA He € HeoOnyaiiHo. OctaBeTe (hrakoHa
3a 0K0JI0 5 MUHYTH. Pa3TBOpeHHAT Zercepac e Oe31BeTeH /10 OJIET0KBIT MPO3paueH Pa3TBOP U IO

IIPUHLMII B HCT'O HE TpSI6Ba Ja UMa BUIUMHA 4YaCTHUIIH.

Zercepac 60 mg mpax 3a KOHIIEHTPAT 32 MH(PY3MOHEH Pa3TBOP

[Ipu pekoHcTUTYHpaHeTo BB ¢uiakoHa Ha 60 mg npax ¢ 3,0 ml crepuiHa BoJa 3a MHKEKLIUH Ce
nojiydaBaT 3,1 ml pa3TBOp 3a €THOKPATHO MPHIIOKEHHUE, ChABPIKAIL MPUOIM3UTEIHO 21 mg/ml
Tpacty3yma0, npu pH npubnuszurento 6,0. Jombiaautenen o0em ot 8 % naBa Bb3MOKHOCT OT BCEKU
(h1akoH 1a ce U3TErNM OTpa3eHara Ha eTukeTa 1o3a 60 mg.
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Zercepac 150 mg mpax 3a KOHIIEHTPAT 33 UH(GY3UOHEH Pa3TBOP

[Ipu pekoHcTUTYHpaHeTo BB ¢uiakona Ha 150 mg npax cbe 7,2 ml crepuiiHa BoAa 3a HHKEKLHUHU CE
nmojiydaBat 7,5 ml pa3TBop 3a €IHOKPATHO MPHIIOKEHUE, ChABPKAI MPUOau3uTeHo 21 mg/ml
Tpacty3yma0, mpu pH npubnusurenno 6,0. JombpaauteneH o6em ot 5 % naBa Bb3MOXKHOCT OT BCEKU
(hakoH J1a ce U3TErNI OTpa3eHara Ha eThKeTa 103a ot 150 mg.

Zercepac 420 mg npax 3a KOHIIEHTPAT 3a HHGY3HOHEH Pa3TBOD

[Ipu pekoHcTUTYHpaHeTO BBB ¢uiakoHa Ha 420 mg npax cbsc 20,0 ml cTepuiHa Boza 3a HHXKEKLUH ce
nosydaBat 20,6 ml pa3TBOp 3a €AHOKPATHO MPHJIOKEHHE, ChIbprKalll Mpuomu3uTeaHo 21 mg/ml
Tpacty3yma0, npu pH npubnamsurenno 6,0. Jombiaautenen o0em ot 3 % naBa Bb3MOKHOCT OT BCEKU
(hakoH 1a ce U3TErI OTpa3eHara Ha eThKeTa 103a ot 420 mg.

ITo Bpeme Ha MPUTOTBSIHETO, TPsIOBA Jja ce BHUMaBa MPH U3IOI3BaHeTo Ha Zercepac. [IpexoMepHOTO
oOpa3yBaHe Ha IIsSTHa [0 BpeMe Ha PEKOHCTUTYUPAHE WK pa3KJIalllaHeTo Ha pa3TBOpeHus Zercepac,
MOXe€ J]a IIpeU3BUKa [IPOOIEMHU, CBP3aHU C KOJIMUECTBOTO Zercepac, KOeTo Moxe Jja ObJie U3TETIeHO
ot (rakoHa.

Vkazanus 3a Pa3peKaade IpHu aCCITUYHHN YCJIOBUA HA MPUTOTBCHUA PA3TBOP

Omnpefenere KOINIECTBOTO HEOOXOAUM Pa3TBOP:
. BB3 OCHOBa Ha HATOBApBAaIlla JI03a TpacTy3ymad oT 4 mg/kg TeJIecHO Terio uiu
MocIieBalla CeIMUYHA 71033 TpacTy3yMad oT 2 mg/kg TenecHo Terio:

0Oo6em (ml) = Teaecno Tero (kg) x no3a (4 mg/kg HaToBapBaiia win 2 mg/kg momabppxaiia)
21 (mg/ml, koHLIEHTpauus Ha pa3peleHHs Pa3TBOP)

. Bb3 OCHOBA Ha HATOBapBalla 103a TpacTy3yMad oT 8 mg/kg TeaecHO Terio uiu
nocienBaiia 3-ceAMUYHA 1032 TpacTy3ymad ot 6 mg/kg TenecHo Terno:

06eMm (ml) = Teaecno Terao (kg) x mo3a (8 mg/kg HaToBapBaria win 6 mg/kg momTppxaiia)
21 (mg/ml, koHLIEHTpauus Ha pa3peleHHus Pa3TBOP)

[MomxoAsmI0TO KOTUYECTBO Pa3TBOP TPSAOBA Jla ce M3TErH OT (biIakoHa Ype3 U3MOI3BaHEe Ha CTEPUITHA
UTJIa ¥ CIIPUHIIOBKA, U JIa e MPHOaBu KbM HH(Y3NOHEH CaK OT MOJUCTUIICH WM MOJUTIPOIIHIICH,
cpabpkant 250 ml ot 9 mg/ml (0,9 %) pastBop Ha HatpueB xnopui. [la He ce M3IM0JI3Ba C IIII0K03a-
chIbpKany pa3rBopu. CakbT TpsiOBa JieKo Ja ce 00bpHE, 32 Jia ce Pa3MecH pa3TBOPHT, KAaTO ce
n30sTBa 00pazyBaHeTo Ha NisHA. [Ipenn npuoxkeHrne napeHTepaTHUTE Pa3TBOPH TPIOBa 1a ce
Mperjie/iaT BU3yajaHO 32 HATMYKHE Ha TBHPAU YaCTUIU U TPOMSHA HA [BETA.
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