ITPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHUSA ITPOJAYKT
Tpabekrenun Accord 0,25 mg nmpax 3a KOHIEHTPAT 3a HH(Y3UOHEH Pa3TBOP

Tpabekreaun Accord 1 mg mpax 3a KOHIICHTPAT 32 HHPY3HUOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Tpabexkrennn Accord 0,25 mg

Bceeku duakon ¢ mpax ceappika 0,25 mg tpadektenun (trabectedin).
Enun ml ot pekoHcTUTyHpaHus pa3TBop cbabpxa 0,05 mg TpabekreauH.
ITomontHY BEmECTBA ¢ U3BECTHO ACHCTBUE:

Bcekn dmakon ¢ mpax ceabpka 2 mg kamuit u 0,1 g 3axaposa.

3a IBJIHMA CHUCHK Ha IOMOLIHUTE BELIECTBA BIXKTE TOUKa 6.1.
TpabdexTennn Accord 1 mg

Bceku duakoH ¢ mpax ceappika 1 mg tpabexreauH (trabectedin).

Enun ml ot pekoHcTUTyHpanus pa3TBop cbabpxa 0,05 mg tpabekreauH.

ITomomHo(1) BemecTBo(a) ¢ U3BECTHO JAEHCTBUE:

Bceekn dmakon ¢ mpax ceabpka 8§ mg xamuit u 0,4 g 3axaposa.

3a IIBJIHUA COUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXKTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
IIpax 3a KOHIIEHTpAT 32 HH(PY3HMOHEH pa3TBOp (IIpax 3a KOHIICHTPAT)

Bsin no mouTn 65t mpax

4. KIIMHUYHU JAHHUAU

4.1 TepaneBTHYHHU MOKA3AHUS

Tpabextenun Accord e moka3aH 3a JeUeHUe Ha Bh3PACTHU MAIMEHTH C HANPEIHANl CAPKOM Ha MEKUTE
THKaHH, CIIeNl HEYCIIeX Ha JICYCHHE C aHTPAIMKINHU 1 UochamMu, WK IPU KOUTO MPUIIATaHEeTO Ha
TE3W CPEJICTBA HE € MoAXOoAIIo. JlaHHNTe 32 e)UKACHOCT CE OCHOBABAT TJIABHO HA MAI[UCHTH C

JIMIIOCAPKOM U JIEHOMHOCAPKOM.

Tpabektenun Accord B KOMOMHAIUS ¢ NETHIMPaH JIMIIO30MeH gokcopyourind (PLD) e moka3zan 3a
JICUCHHUE HA MAI[UCHTH, YyBCTBUTEIHHN KbM IUIATHHA, C PELUIUBUPAT paK Ha SHYHHKA.

4.2 Jlo3UpOBKA M HAYUH HA NPUJI0KEHHE

TpaGexrenun Accord TpsiOBa J1a ce mpuara 1ol KOHTpOJIa Ha JIeKap ¢ OIHT IIPU NpHUjIaraHe Ha
XUMHOTepanus. Yrnorpedara My TpsOBa aa ObJie OrpaHHYEHA U IPHJIATAaHETO MY JIa CE OCHLIECTBSIBA



OT KBaTU(UIIMPAHN OHKOJIO3H WIIA APYTH MEIUIIMHCKY CTICTIHAIMCTH, CIICITHAIM3UPAHA B
MIPHIATaHETO HA IMIUTOTOKCHYHU CPEJICTBA.

AOBI/I[ZOBKa

I[IpenopbunTENHATA 1032 3a JICYCHHE HAa CAPKOM Ha MEKHMTE ThKaHM € 1,5 mg/m? TejecHa MOBbPXHOCT,
NPUIIOYKEHA KaTO HHTPABCHO3HA HH(Y3US B MPOAbLKEHNE Ha 24 yaca ¢ TPUCEAMUYCH HHTEPBA
MEXTY [UKITUTE.

3a jeyeHUe Ha paK Ha AHYHUKA TPaOEKTEIUH ce Mpujlara Ha BCEKH TPU CEAMMLM KaTo 3-4acoBa
undys3us B 1o3a 1,1 mg/m?, nezabasuo cien PLD 30 mg/m?. 3a 1a ce HaMasIu PUCKBT OT PEAKIIHH,
cBbp3anu ¢ uHPy3usaTa Ha PLD, HayanHaTta 103a ce mpuiiara He mo-0sp30 ot 1 mg/MuHyTa. AKO He ce
HaOronaBa peakus npu uHQY3HATa, cieasamuTe nHQy3un Ha PLD morat na ce npunoxar B
npoabJDKeHUe Ha 1-dacoB nepuoA (Bxk. cbino KpaTka xapaktepuctuka Ha nponykra [KXII] na PLD 3a
KOHKPETEH ChBET 3a IIPUIIOXKEHUE).

Benuky nanuenTu TpsOBa a moiaydyaT KOPTUKOCTEPOUIN HaIlp. HHTPaBeHO3HO 20 mg neKcaMeTa3oH
30 munyTtu npenu PLD (kato komOuHHpaHa Teparusi) win TpabekTeInH (KaTo MOHOTEepanus); He
caMo KaTo npo¢mIakTUKa IPOTUB MOBPBIIAHE, HO U 3aIl0TO U3IJIEeXK]a, e OKa3Ba
XeMaToMPOTEKTUBHO ACUCTBHE. AKO € He00X0IMMO, MOKE J]a C€ MPUJIaraT JOMbJIHUTEIHN
AHTHEMETHUIIN.

HGO6XOL[I/IMI/I Ca CJICAHUTC KPUTCPUU 3a PA3PCIIABAHC HA JICYCHUC C Tpa6€KTeI[I/IH Accord:

- A6comoten 6poit HeyTpopuu (ANC) > 1 500/mm’®

- Bpoii tpomGonuty > 100 000/mm?

- bunupyoun < ropHa rpanuiia Ha Hopmata (ULN)

- Anxanna ¢pocdaraza < 2,5 x ULN (na ce umar npeaBuI YepHOIPOOHUTE H30CH3UMU
S-HykJeoTHaa3a WK rama rimyramuwirpancrnentuaasa (GGT), ako MOBUIIEHUETO MOKE J1a UMa
KOCTEH MPOU3XO]T)

- AnOymuH > 25 g/l

- Ananun amunoTpanchepasa (ALT) u acnaprar amunorpancdepasza (AST) < 2,5 x ULN

- Kpeatuaunos kiaupbHe > 30 ml/min (MoHOTEpanusi), cepyMeH
kpeatuauH < 1,5 mg/dl (£ 132,6 umol/l nim kpeaTHHUHOB KIHPBHC > 60 ml/min (koMOUHUpaHa
Teparnms)

- Kpearun pocdoknnaza (CPK) < 2,5 x ULN

- Xemornobux > 9 g/dl

ChInuTe KPUTEPUH KaTo MO-rope TpsiOBa Aa ObAAT HaJMLE MPEeIn OBTOPHO JeyeHue. B npotuBeH
citydail IeueHHeTo TpsiOBa 1a ObJe OTIOXKEHO A0 3 CEAMHUITH, JOKATO OBAAT IIOKPUTH KPUTEPHHUTE.

JIObITHUTEIIHO MOHUTOPHPAHE HAa XEMaTOJIOTHYHUTE TapaMeTpu OunnpyOuH, ankanHa docdarasa,
amuHotpancgepasu 1 CPK tpsOBa na ce n3BbpiIBa cEIMUYHO MO BpeME Ha IbPBUTE [1BA LIUKbJIA HA
Tepanus U Hai-MaJko eUH BT MEX/Y JICYeHUETO MPH MOCIeABAIUTE LIUKITH.

[Tpu Bcruky muikm TpsiOBa J1a ce aBa €/IHa U ChIlla 103a, IPH yCIOBHE Ye He ce HA0It0/1aBa
TOKCHYHOCT 3-4 CTEeIeH U Y€ MallMeHTHT OTroBaps Ha KPUTEPHUHUTE 3a IIOBTOPHO JICUCHUE.

Aoanmupane Ha 003ama no epeme Ha JeyeHue
[Ipenu NOBTOPHO JieUeHUE MAIUESHTUTE TPSIOBa 2 OTTOBAPSAT HA OCHOBHUTE KPUTEPUH, ONIPE/ICIICHU
Mo-rope. AKO HSKOU OT CIICAHUTE CHOUTHS HACTHILIT IO BCAKO BpEeME MEXKIY ITUKIIUTE, 103aTa TpsiOBa

Jia ObJIc HaMaJIeHa C €Ha CTCICH 3a CJIeABAIUTEe IIUKIIM, CIIOPE] ciieABaliara Tabnuna 1:

- Heytponenus < 500/mm?, mpoasikapania mosede oT 5 THU WK CBBEP3aHa ¢ TEMIIEPATypa, MU
UHPEKIHS



- TpomGonuTonenus < 25 000/mm?

- [ToBuiienue Ha omnupyouna > ULN u/unn ankanHara gpocgarasza > 2,5 x ULN

- [HoBumenue na amunorpancgepasure (AST mwmun ALT) > 2,5 x ULN, (MoHOTepanus)
nn > 5 x ULN (komOuHMpaHa Tepanus), KOeTo He ce HopManu3upa 1o aeH 21

- BeskakBu apyru He)KelIaH! peakIuu cTereH 3 win 4 (KaTo rajieHe, IoBphINaHe, yMopa)

He ce npenopruBa noBuiaBaHe Ha /103aTa MpH MOCIEABAILM LIUKIIH, aKO 103aTa € Ouiia HaMaieHa
BEIHDBK NTOPAd TOKCHYHOCT. AKO HSKOS OT T€3H MPOSBH HA TOKCUYHOCT C€ TIOSBH OTHOBO IPH
MTOCIIEBAIIH KM MIPH MAIMEHT, TOKa3Balll KIMHIYHO o100peHne, 103aTa MoXe Ja 0bie
JOITBJIHUTEHO HamMajieHa (BX. 1mo-goiy). Kononnoctumynupaiu gpakropu Morat 1a Obaat
MPUIOKEHH MOPAAN XEMATOJIOTHYHATa TOKCUYHOCT, ChOOpa3HO MECTHATA CTAaHAAPTHA MIPAKTUKA.

Tab6uamnna 1 — Tabumnna 3a npoMsiHa Ha 1o3aTa Ha TpaGexkTennn Accord (KaTo caMOCTOSITETHO
CPeACTBO NPHU CAPKOM Ha MekuTe ThbKaHu (STS) niu B kOMOMHALIMS NIPM PAK HA AHYHUKA) U

PLD
CapkoM Ha MeKHTe ThbKaHU Pak Ha siiuHuka
Tpabekrenun Accord Tpabekrenun Accord PLD
Hauanna no3a 1,5 mg/m? 1,1 mg/m? 30 mg/m?
ITspBO pemylypane 1,2 mg/m? 0,9 mg/m? 25 mg/m?
BTopo pemynupane 1 mg/m? 0,75 mg/m? 20 mg/m?

Bwxre KXII ma PLD 3a mo-moapo6Ha nHGOpMAaIis 3a agantTupane Ha qo3ata Ha PLD.

B ciryqaii ge ce Hayara TOIBJIHATETHO HAMaJsiBaHEe Ha J103aTa, TPSOBa 1a ce OOMHUCTH
MIPEyCTaHOBSBAHE HA JICUCHUETO.

Hpodbﬂofcumeﬂﬁocm Ha jledyeruemo

[Ipy KIMHUYHUTE U3MUTBAHUS HE € UMAJIO MIPEIBAPUTEIHO ONPEAICICHU OTPaHNYCHUS Ha Opos Ha
NpUIaraHuTe UUKIN. JIeueHneTo e mpoabIKUIIO A0 OTOEISI3BaHe Ha KIMHUYHO MTOJ00PEHHE.
TpaGexTeanH e Oni MpUIIoXKeH B 6 WK oBeye mUKIM pu 29,5% u 52% manueHTH, TeKyBaHU
CHOTBETHO C MOHOTEpaIus 1 KOMOWHUpaHa 7032 1 cxema. MoHoTepanusta 1 KOMOMHHPAHUTE CXEMHU
ca Owin croTBeTHO M3nmon3Banu 10 38 u 21 uukiau. He ca HabmogaBanu MposiBY HA KyMyJIaTHBHA
TOKCHYHOCT TIPH MALMEHTH, JICKYBaHU C MHOTOKPATHH IWKIIH.

Ileouampuuna nonynayus

[Mopanu cro0pakeHus 3a ePUKACHOCT TPH MAIUSHTH ChC CAPKOMH B JIETCKA Bh3pacT TpadeKTeIuH
Accord ve TpsiOBa Aa ce u3noa3Ba npu Aena nof 18 roguHu (BXK. Touka 5.1 3a pe3ynraté ot
NPOYyYBaHE Ha CADKOMH B JIETCKa Bb3PacCT).

Cmapuecka év3pacm

He ca mpoBexxaanu crieraiHy TPOyYBaHUS IPH Xopa B cTapuecka Bb3pact. O6mo 20% ot

1 164 manmeHTH IpH SUTOCTHUS aHATIN3 HAa 0€30IaCHOCTTA TIPY KIIMHUYHU TTPOYIBAHUS C
MoHoTepanus ca Haa 65 ronuau. OT 333 mauueHTu ¢ paKk Ha STHYHUKA, KOUTO Ca MOTYYrIN
Tpabektenu B komOuHanus ¢ PLD, 24% ca Ounu Ha 65 TOJUHM WK MTO-BB3pacTHH, a 6% ca Owin
Haj 75 roguan. He ca HaOmrogaBaHu ChINECTBEHHU Pa3IMKH B Ipoduia Ha 0€30MacHOCT P Ta3u
TTOMYJIAIKs TareHTH. M3riiexaa, 4e Iia3MeHusIT KIMPbHC 1 00eMbT Ha pa3npeneicHue Ha
TpaOeKTeIMH HE c€ BIUSAT OT Bb3pacTTa. [lopamu ToBa amantupaHe Ha 103aTa, OCHOBAHO €TMHCTBEHO
Ha BB3PACTOB KPUTEPHIA, HE CE MPEIIOPHUBA PYTUHHO.

Yeprodpobduo yepeocoarie

HpCHOp’B‘lBa ce 0COOEHO BHUMAHHE U MOKE Ja CC HAJIOXKU aJallTUPAHC Ha J03aTa IPpHU NALUCHTH C



4epHOIPOOHO YBPEKIaHe, Thil KATO CHCTEMHATa eKCIIO3MIS Ha TPAOSKTEMH € MOBHIIECHA U PUCKBT
OT XeMaTOTOKCUYHOCT OM MOT'BJI 1a Ob/ie moBuIleH. [lanneHTy ¢ MoBUIIIEHN HUBA Ha CEpyMEH
OunpyOUH Ha M3XOHO HUBO He TpsiOBa na ObaaT nekyBanu ¢ Tpabexrenun Accord. 1o Bpeme Ha
neuenue ¢ Tpabekreaun Accord TpsOBa 1a ce clensT u3ciaeIBaHuATa Ha YepHOIpoOHaTa QyHKINS,
TBHU KaTO MOJKE Ja € TTOKa3aHo aJanTupane Ha fgo3ata (Bxk. Tabmuma 1 u Touka 4.4).

bvopeuno yspeacoane

He ca mpoBexann npoy4BaHus, BKJIIOYBAIIY MTAIMEHTH ¢ O0bOpedHa HeTOCTaThYHOCT (KPEaTHHHHOB
kiupbHC < 30 ml/min npu MoHOTEpanus 1 < 60 ml/min mpu KOMOMHMPaHaA cXeMa) M IOpai TOBa
Tpabexkreaun Accord He TpsOBa Jla ce puiiara IpH Ta3u MOIyJIalus nanueHTH (Bx. Touka 4.4). Karo
ce UMaT mpeaBul GapMaKOKHMHETUYHNUTE XapaKTepUCTUKU Ha TpabekTenH (BXK. ToUKa 5.2), HaMa
OCHOBaHME 3a aJIallTUpaHe Ha J103aTa [P MAIUEHTH ¢ JIeKa 0 yMepeHa CTeTneH Ha Ob0pedHo
yBpEKIaHe.

Hauue Ha npuioxxeHue

Ctporo ce npernopbyBa HHTPABECHO3HO MPIIIOKEHHUE TIPe3 IIEHTPaICH BEHO3CH KaTeThp (BXK. TOUKH 4.4
u 6.6).

3a yKka3aHUs OTHOCHO PEKOHCTUTYHPAHETO M Pa3pe:KAaHETO Ha JICKAPCTBEHHS MPOAYKT MIPEIU
MIPIIOKEHUE BIKTE TOUKA 6.6.

4.3 IIporuBomokaszaHus

- CBpPBXUYBCTBHTEITHOCT KbM TPAOEKTEAMH WIH KbM HIKOE OT IIOMOITHHUTE BEIIeCTBA, H30POCHU
B TOUKa 6.1

- ChIThTCTBAIIA TEXKKA WIIM HEOBJIAITHA UHPEKIUSL

- Kspmene (Bx. Touka 4.6)

- KoMOuHamus ¢ BakCuHa Cpelily KbJjiTa Tpecka (BK. Touka 4.4)

4.4 CroenuanaHu npeaynpeskaeHus! U NpeANa3sHi MepKH IPH ynorpeda

YepuoapoOHO YBpeKIaHE

[ManuenTrTe TpssOBa 1a OTrOBapAT Ha OCOOCHU KPUTEPHH 32 MapaMeTpH Ha YepHOApoOHaTa PyHKIHS,
3a ;a 3amovHat jedeHue ¢ Tpabekrenua Accord. Thit KaTo cHCTeMHATa €KCIIO3UINS Ha TpabeKTe TNH
CPEITHO € MPUOIN3UTETHO ABOWHA (BXK. TOUKA 5.2) Iopaau 4epHOIPOOHO YBPEKIaHEe U IO Ta3H
MPUYUHA PUCKHT OT TOKCUYIHOCT OM MOT'BJI Jia OhJ/Ic TIOBUIIICH, TAITUCHTH C KIIMHUYHO 3HAYUMU
3a00Js1BaHUS HA YEPHUS IPO0, KATO aKTUBEH XPOHUYCH XETIATHT, TPSIOBa 1a ObIaT PeIOBHO
MOHUTOpPHUPAHU U A03aTa Aa CC aJalTupa Ipu Hy»x1a. HaHI/IeHTI/I C MOBUIICHU HUBA HA CCPYMCH
OunmpyOuH He TpsiOBa a ObIAT JeKyBaHH ¢ TpaOekTeuH (BXK. Touka 4.2).

brOpeuno yBpexaaHe

KpeaTnHHHOBHST KIMPBHC TPsIOBa 1a ObjIe HaOMI0JaBaH PEAN U IO BPeMe Ha JICUCHUETO.
Tpabektenun Accord KaTo MOHOTEPAIIKSA U B KOMOMHHPAHU CXEMH HE TPpsIOBa J1a Ce MpHIarat npu
MAIMCHTH C KPEaTUHUHOB KIUPBHHC ¢hOTBeTHO < 30 ml/min u < 60 ml/min (B. Touka 4.2).

HeyTtponieHust 1 TpOMOOIIUTONICHHUS

Heytponenus u TpomOouuTonenus crenen 3 wiu 4, CBbp3aHu ¢ JIEYCHUE ¢ TpabeKTeaAnH, ca
cboOLIaBaHu MHOTO YecTo. [IbHa KpbBHA KapTHHA, BKIIOUBaIIa AndepeHIHaIHo OpoeHe 1 Opoil Ha
TPOMOOIMTHTE, TPSAOBA J1a Ce MPaBH IIPHU 3arI0YBaHE, CEAMUYIHO MPE3 IIbPBUTE J(BA IUKbBJIA U CIIE/ TOBA
€IMH BT MEXIy IUKINTE (BX. Touka 4.2). [lanuenT, KouTo pa3BHUAT TpecKa, TpsOBa CBOCBPEMEHHO
Jia MOTBHPCAT MEAULIMHCKA TOMOIL. AKO TOBa C€ CIIy4H, TpsiOBa He3a0aBHO Ja Ce 3aIl04HE aKTUBHO
MOJUTBPIKAIIO JIEUEHHE.



Tpabekrennn Accord He TpsIOBa J1a ce MpHJIara py MalMEeHTH ¢ U3XO0ICH HeyTpoduiIeH Opoii

nox 1 500 xknerkn/mm? u 6poii Ha TpomGormTa nox 100 000 kineTku /mm?. Ipenoprusa ce
peayuupaHe Ha J103aTa, ako HACTBITH TEXKKA HEyTporieHus (Opoit Ha HeYTPODUITHH

xieTkd < 500 ki1eTky /mm?), mpoabibKaBamia moBede OT 5 IHU WK IPUAPYKEHA C TEMIIEPATypa Wil
uHbpexnus (Bx. Touka 4.2).

T"ajmere 1 noBpoBIIaHE

IMpodunmakTrka IpOTHB NOBPBIAHE C KOPTUKOCTEPOUIN KAaTO IEKCAMETa30H TPsiOBa Ja ce mpuiiara Ha
BCHYKHU MalIUEHTH (BXK. TouKa 4.2).

Pabmgommonnsa u texxko nosumenne Ha CPK (> 5 x ULN)

Tpabexkreaun He TpsOBa Aa ce mpuiara npu nauueHTu ¢ CPK > 2,5 x ULN (Bxk. Touka 4.2).
Pabmomuonu3za e cro0IaBana He4ecTo, OOMKHOBEHO BB BPB3Ka ¢ MUCIIOTOKCHYHOCT, TEKKU
OTKJIOHEHHS B YepHOAPOOHHUTE (DyHKIIMOHATIHN ITOKa3aTeH /i ObOpedHa Wi My ITHOPTaHHA
HenoctaTbyHOCT. [lopaau ToBa CPK Tps6Ba na 0bie BHUMATEIHO CIE€AeHa BCEKH BT, KOTaTo
NAIlMEHTHT MOXKE /14 UMa HKOS OT T€3U IPOSIBU HA TOKCUYHOCT WJIM MYCKYJIHA cl1aboCT, UK
MYCKyJIHa 00JIKa. AKO HACTBIH PadIOMHOIIN3a, TPSIOBA CBOCBPEMEHHO J1a CE 3aITOYHAT ITOIbPIKAIIH
MEPKH, KaTo NapeHTepaiHa XuapaTanus, alkaTu3upaHe Ha ypuHaTa 1 JUajin3a, KakTo € MOCOYEHO.
Jleuenneto ¢ Tpabekrenun Accord TpsiOBa J1a ce IPEYCTaHOBH A0 ITBIHOTO BH3CTAHOBSIBAHE HA
MaIMenTa.

Hanara ce nmoBuiieHo BHUMaHKE, aKO €JHOBPEMEHHO ¢ TpaOEKTEANH ce MpUIIaraT JIeKapCTBEHU
NPOJIYKTH, CBbP3aHH ¢ pabaoMuonn3a (Hanp. CTaTHHH ), Thi KaTo PUCKBT 32 paboMHOIN3a MOXe Ja

CC IIOBHIIIH.

OtkioHeHnus B uepHoHOoOHUTE DyHKIMoHaiHu TecTtoBe (LFT)

OOpatumu ocTpH MOBUIICHUS Ha acrapTaT amMmuHOTpanchepasa (AST) u anannH aMuHOTpaHCcdepasza
(ALT) ca cpobOuienn npu noeuyeto nanueHtu. Tpabekreann Accord He TpsOBa 1a ce ynorpe0dsiBa nmpu
ManyeHTy ¢ nopuireH omwmpyoun. [lammentu ¢ nopumenn AST, ALT u ankamHa docdaraza Mex Iy
IIAKJIATE MOTAT Jla C€ HY)KIasiT OT aJanTupaHe Ha mo3ata (BxK. Touka 4.2).

PeaKgI/m Ha MACTOTO Ha MHKCKTHUPAHE

Ctporo ce npenopbyuBa U3IMOJI3BAHETO HA IICHTPAJICH BEHO3CH JOCTHII (BK. Touka 4.2). [TlanmeHTuTe
MOTaT J1a Pa3BUT MOTCHIIMATHO TEXKKa PEaKIUs Ha MIACTOTO Ha MHXEKTHPaHEe, KOraTo TpaOeKTEANH ce
npuiiara upe3 neprudepeH BEeHO3eH IbT.

EKCTpaBaBaL[I/I}ITa Ha Tpa6eKTe)_'[I/IH MOXKE [1a IpUYUHU ThbKaHHAa HCKPO34a, KOATO [a HaJlara ,Z[e6pI/I)_'[MaH.

Hsma cnenuduuen aHTUAOT NPHU eKCTpaBasalus Ha TpadexreauH. ExkcTpaBasanusra TpsOBa 1a ce
OBJIaJice ChOOPA3HO YCTaHOBEHATA CTaHIApTHA MPAKTHKA.

AJlepruyHu peakimu
ITo BpeMe Ha MOCTMAaPKETHHTOBOTO HAOJIIO/ICHIE NMa CHOOIICHUS 32 PEaKI[Ui Ha
CBPBXUYBCTBUTEITHOCT, C MHOT'O PSKO HACTHIIBAHE HA JICTAJNICH U3XO0J, CBbP3aHU C IPUIOKEHUETO Ha

TpaOEKTEINH CaMOCTOSTEIHO WK B KomOuHaius ¢ PLD (Bx. Touku 4.3 u 4.8).

Cuprieyna qucyHKIUA

ITanmentute TpsOBa na ObAAT HAOIOMABAHU 32 HEXKEJIAHU PEAKITNH, CBbP3aHH ChC ChPIIETO, WU
MUOKapIHa AUCHYHKITHUS.

Tps6Ba na ce U3BBPIIM 33JbJI00UCHA ChPACUHA OLIEHKA, BKJIFOUBAIlA OIIPE/IeIsIHE Ha JeBOKaMepHaTa
¢pakuus Ha uztnacksade (LVEF) upe3 exokapauorpadust nim upe3 paIuoHyKIUIHA



BeHnTpukyiorpadus ¢ EKT cuaxponusaius B ekeuinopuym (MUGA), npeau 3amodBaHe Ha
TpaOeKTEeIUH U Ha MHTEPBAIN OT 2 JIO 3 Mecella clie/l TOBa JI0 MPEYCTaHOBSBaHE HA MPIIIOKCHUETO Ha
TpaOeKTeUH.

ITammmentn ¢ LVEF, no-manka ot momHara rpanuiia Ha HopMmata (LVEF < LLN), npemamectparia
KyMyJIaTHBHA [103a aHTPALUKIMH oT > 300 mg/m?, Ha BB3pacT > 65 roJvHK WK ¢ aHAMHE3a 32
CBHPJICYHOCHIO0BO 3200 1sBaHe (0COOCHO MPH TE3H, KOUTO MPUEMAT JICKapCTBa 3a ChbPACUYHOCHIOBU
3a00JIs1BaHNs) MOTAT Aa OBAAT ¢ MOBHUIIICH PUCK OT ChpAcYHa TUCHYHKIINS IO BpeMe Ha JICUCHUETO C
TpaOeKTEeJUH KaTO MOHOTEPAIHS WA B KOMOMHAIIHS C IOKCOPYOUTIHH.

3a malueHTH ¢ HEeXENaHU PEaKlUU, CBbP3aHU ChC ChPIETO, OT CTENEH 3 uiu 4, KOUTO ca MOKa3aTeIHU
3a KapaunoMuonaTus, wiu 3a nanueHTu ¢ LVEF, kosro samansiBa mox LLN (orensBa ce wim KaTo
abcomotHo Hamanenre Ha LVEF ot > 15%, uinu < LLN ¢ abcomoTHO HaMalleHHe OT > 5%),
MIPUJIOKEHUETO Ha TPaOEKTeAMH TPOBa J1a Ce MPEYCTaHOBH.

CuaapoM Ha HapylleHa KamuiagpHa nponyckiansoct (CLS)

Crrydan Ha CHHIpOM Ha HapyIeHa KanwispHa mporyckiuBocT (CLS) ce crobmasat mpu
TpabekTeAnH (BKIIOYUTEITHO CITyYaH C JICTaJIeH U3X01). AKO c€ pa3BHAT CHMITOMHU Ha Beposten CLS,
KaTO HEOOSICHUM €JIeM ChC WK 0€3 XUTIOTOHMS, JICKYBAIUAT JIeKap TPsiOBa Ja OIIEHU OTHOBO HUBOTO
Ha CepyMeH a0yMHH. bbp30TO MOHMkaBaHEe HA HUBOTO HA CEPYMEH aJIOYMHH MOXKE JIa € TI0Ka3aTen 3a
CLS. Ako muarfosata CLS ce moTBspam ciieq H3KITI0YBaHe HA APYTH IPUIHHH, JICKYBAIUAT JIEKap
TpsOBa J]a MPEyCTaHOBH MpreMa Ha TpaOeKTeuH 1 aa 3anouHe Jiedernne Ha CLS chrimacHo
MHCTUTYLHOHATHUTE HACOKH (BX. ToukH 4.2 u 4.8).

AQYFI/I

CoopreTBanoTo npuiokenne Ha Tpabekreann Accord ¢ MoiHu nHXHOUTOpH Ha eH3um CYP3A4
TpsiOBa 11a ce n304area (Bk. Touka 4.5). AKO TOBa HE € Bb3MOXHO, U3UCKBA CE BHUMATEITHO
MOHHUTOpPHpPaHE Ha TOKCUYHOCTH U TPsIOBa Aa ce MMa MpeJ BUJ HaMallsiBaHe Ha Jj03aTa Ha
TpaOeKTeINH.

N3uckBa ce NOBUIIIEHO BHHUMAHHUEC, aKO JICKaAPCTBECHU IIPOAYKTHU, CBbP3aHU C XEIMATOTOKCUYHOCT, CE
nmpuwjiarat CbIIbTCTBAILO C Tpa6CKTeI[I/IH, ThH KaTo PHUCKBT 3a XCMATOTOKCUYHOCT MOXKE /1a € ITIOBUILICH.

CemrpreTBamaTa yrnorpeda Ha TpabekTeIuH ¢ GEHUTOMH MOXKE J1a HaMau abcopOrusaTa Ha (EeHUTONH,
KOETO JIa TOBEJIC J0 3acHiIBaHe Ha rbpuoBere. KomOuHaIusITa Ha TpaOeKTeMH ¢ GEHUTONH WIIN KUBU
aTCHIOUPAaHU BAaKCUHH HE CE MPETNOPhYBA, a C BAKCHHA CPEIILy KbBJITA TPECKA € OCOOCHO
MIPOTHUBOITOKa3aHa (BX. Touka 4.3).

CroprcTBaniaTa ynorpeda Ha TpaOeKTeIUH C aJIKOXOJ TpsiOBa Ja ce u30srBa (BK. Touka 4.5).
Xenu ¢ nereposeH MoTeHIMAN TPSAOBA 1a N3N0I3BAT e(heKTUBHA KOHTPAIICIINS 110 BpeMe Ha
JICYCHUETO U 3 Mecela clie]] ToBa M He3a0aBHO J1a YBEIOMST JIEKYBAIINs JIeKap, aKo HACTBIIN
OpemenHocCT (BX. ToUKa 5.3). Mbke BbB (pepTuiiHa Bb3pacT TpsOBa Aa U3M0JI3BaT €heKTHBHA

KOHTpAIENIIHs 110 BpeMe Ha JIEUEHHETO U 5 Mecella eI JJeueHNeTo (BXK. Touka 4.6).

ToBa JlekapcTBO ChIBPIKa Kanuii, mo-manko ot 1 mmol (39 mg) Ha ¢aakoH, T.e. IPaKTHYECKH HE
ChIObpKa Kaau.

BmxTe cpmio KpaTtka xapakrepuctrka Ha npoaykTa Ha PLD 3a no-nmoapo6ua ungopmaius oTHOCHO
NpeaynpeXIeHNs U MPEaNa3Hu MEPKH.

4.5 B3aumMopeiicTBHe ¢ IPYId JeKAPCTBEHH MPOAYKTH U APYru (JOpMH Ha B3auMojeiicTBHe

E(bCKTI/I Ha APYTH BEIICCTBA BHPXY TDa6CKTeI[I/IH




[Ipoy4uBaHus 3a B3aNMOAEHUCTBUATA Ca TIPOBEXKIAHN CaMO TP Bb3PACTHH.

Toit kaTo TpabekTenun ce Metabonusupa rinasHo upe3 CYP3 A4, koHIeHTpanunTe Ha TpaOEKTEANH B
TUIa3MaTa BEpPOSITHO Ce MOBHUILIABAT NP MAaLMEHTH, MOTyYaBalld eIHOBPEMEHHO JIEKapCTBa, KOUTO ca
MOIIHY MHXHOUTOPH Ha aKTUBHOCTTA Ha TO3M M30eH3UM. [0 mo100eH HaunH, ChIIbTCTBAIIOTO
MPUJIOKEHUE Ha TpaOeKTeauH ¢ MOIIHU HHIyKTOpH Ha CYP3 A4 Moske 1a OBUIIY METa0OIUTHHS
KJIMpBHC Ha TpabekreauH. [Be in vivo nmpoyusanus ®aza 1 3a B3auMoaeHCTBUS OT TUNA ,,JIEKAPCTBO-
JIEKapCTBO* MMOTBHPIK/IaBAT TEHICHIIMY KbM MOBUIIICHN W HAMAJICHU SKCIIO3UIIMU Ha TPAOEKTEeINH MPH
npuiIaraHe ChOTBETHO C KETOKOHA30 U ¢ pH(aMIIHIINH.

Korato keTokoHa3ou ce mpuiara ChbIIbTCTBAIIO ¢ TpaOEKTEANH, IUIa3MeHaTa eKCIIO3UIUS Ha
TpaOEeKTeUH ce ToBHUIaBa ¢ mPUOIM3UTETHO 21% 3a Crnax ¥ ¢ 66% 3a AUC, HO He ca yCTaHOBEHHU
HOBU Npo0sieMu, CBbp3aHu ¢ OezomacHocTTa. [Ipy nanueHTy, nomyyaBamy TpaOeKTeIUH B
koMOuHanus ¢ MoutHu HHXHOUTOpU Ha CYP3 A4 (Hamp. nepopaiieH KeTOKOHa307, (IyKOHA301,
PUTOHABUD, KJIAPUTPOMHIIFH WIIH alIPETIMTAHT), CE HaJlara BHUMAaTEIHO MPOCTeIIBaHe HAa TOKCUIHNTE
peakiuu 1 mo00HN KOMOUHAIMK TPI0Ba Ja ce U30srBaT, ako € Bb3MOXKHO. AKO ca HEOOXOIUMHU
TaKMBa KOMOMHAIINH, B CIy4ail Ha TOKCHYHHU peakuu TpsOBa Ja ce MpaBsT MOAXOAALIN KOPEKLIUH Ha
nmo3ata (BK. Touku 4.2 u 4.4).

Korato pupamnuius ce npuiara CbIIbTCTBALIO C TPAOEKTEIMH, TOBA BOJIU 10 HAMaJleHa Tla3MeHa
eKcno3uys Ha TpadexTeuH ¢ npubam3uTenHo 22% 3a Cmax ¥ ¢ 31% 3a AUC. [lopanu Ta3u npudrHa,
CBHITBTCTBAIIOTO MPUJIOKEHUE Ha TpabekTeauH ¢ MontHu nHaykTopu Ha CYP3A4 (mamp.
pudamnunyH, penodapOUTa, XKBJIT KAHTAPUOH) TPsOBa 1a ce U30srBa, ako € Bb3MOXKHO (BXK. TOUKA
4.4).

KoncyMmanusara Ha akoxoJt TpsOBa 1a ce u30sArBa 1Mo BpeMe Ha JICUCHUE ¢ TPaOeKTeINH opaIn
XEMaTOTOKCHYHOCTTA Ha JICKAPCTBEHUS MPOIYKT (BXK. Touka 4.4).

IIpenxmuHUYHN TaHHU J0Ka3BaT, 4e€ TpabeKTeauH € cyocTpaT Ha P-gp. ChIpTCTBAIOTO TIPIIIOKEHIE
Ha MHXUOHUTOpH Ha P-gp, HaIlp. HUKIOCTIOPUH U BepanaMuil, MOXKe Ja HapyIIH pa3npeaeieHUeTO
W/WH eTMMUHUPAHETO Ha TpaOeKTennH. PeneBaHTHOCTTa HA TOBA B3aUMOICHCTBHE, HATIP.
TOKCHYHOCT 3a reHTpaidHaTa HepBHa cuctema (ILIHC), e e yctanoBena. Hanara ce moBumeHo
BHUMAaHHE ITPY MMOJOOHU CUTYaI|H.,

4.6 ®epTHIUTET, OPEMEHHOCT U KbpMeHe

Bbpemennoct

Hsma noctaThuHO KIMHWYHY JaHHM 32 CIyYaH ¢ eKCIO3UINS 110 BpeMe Ha OpeMeHHOCT. Bee mak, Bb3
OCHOBa Ha M3BECTHHA CH MEXaHU3bM Ha JielcTBUE, TpaOEKTEANH MOXKE 14 MPUUUHU TSKKU
MasiopManyy Ha HOBOPOJCHOTO, aKO Ce MpHJjiara 1o BpemMe Ha OpeMeHHocT. TpabekTeauH
IpeMUHaBa Mpe3 IUIAIeHTaTa, KOraTo ce Ipuiiara Ha OpeMeHHH IurbXoBe. TpabexTeuH He TpsiOBa 1a
ce TIpriiara 1o BpeMe Ha OpeMeHHOCT. AKO IT0 BpeMe Ha JICUCHHETO HACTHIIN OPEeMEHHOCT,
nanueHTKara TpsioBa ga Obae HHpOpMUpaHa 3a MOTEHIMAIHUS PUCK 3a deTyca (BX. Touka 5.3) u na
0b/Ie BHIMATETHO HabOmoMaBaHa. AKo TpaOeKTEIMH Ce M3IT0JI3Ba B Kpast Ha OpeMEHHOCTTA,
NOTEHIMAITHUTE HEXKEJIAHH Peakluy TpsiOBa Jia ObJIaT BHUMATEIHO HAOIIOIaBaHH TIPH HOBOPOJCHOTO.
JKenu ¢ demepoden nomenyuan

JKenu ¢ netepoieH noTeHIMaI TPSAOBA Ja M3M0I3BAT €PEKTUBHA KOHTPALICIIIHS 10 BpeMe Ha
JICYCHUETO U 3 Mecela ciie] TOBa, U He3a0aBHO J1a yBEIOMST JICKYBaIus JIEKap, aKo HACTHITH

OpeMeHHOCT (BX. TO4Ka 5.3).

Axo HacTbII OPEMEHHOCT 110 BpeMe Ha JIe4eHHETO, TPsOBa 1a ce 0OMUCIM Bb3MOXKHOCTTA 32
TreHEeTUYHa KOHCYITaLHA.

Kspmene



He e uzBecTHO nanmu TpabeKTeIUH ce eKCKpeTHpa B KbpMarta. Ekckpernusita Ha TpaOeKTeIUH B
MJIIKOTO HE € MPOyUYeHa NPH KUBOTHH. KbpMEHETO € MPOTHBOMOKA3aHO [0 BpeMe Ha JICUCHUE H
3 Mecena cies ToBa (Bx. Touka 4.3).

DepTunuTer

Mmnxe BBB (hepTUITHA BB3pacT TpsiOBa Ja U3Mo3BaT e()eKTHBHA KOHTPAIICTIIIH 10 BpEeMe Ha
JICYCHUETO U 5 Mecela ciel JIeUeHneTo (BK. Touka 4.4).

TpaOekTeMH MOXKe J1a UMa TeHOTOKCUYHU epeKTH. TpsaOBa ja ce MOThPCU CHBET 3a ChXpaHsBaHE Ha
SIMIIEKIICTKY WM CIiepMa PN JICUSHUETO, MTOPai BE3MOKHOCT 32 HeoOpaTuMo Oe3rioaue,
JIBJDKAIIO ce Ha JieueHueTo ¢ Tpabekreaun Accord.

I'eHeTnyHA KOHCYNTAIMSA CE MPENOPHYBA CHIO MPH MAIUSHTH, KOUTO JKENAAT CJIe]] ISYSHUETO Ja
AMaT Jiena.

4.7 EdexTu BLpPXYy CHIOCOOHOCTTA 32 modupaHe U padoTa ¢ MAIIMHHA

Hsama npoyuBanus 3a eexTuTe BHPXY CIIOCOOHOCTTA 32 Mo upaHe U padoTa ¢ MammHu. ChOOIIEHU
ca, o0aue, yMopa W/Wiy acTeHHUs MIPH MallUeHTH, IpUeMaIin TpadekTeauH. [lanuenT, KOUTo N3MUTBAT
HSKOH OT TE€3M HEXEJIaHU PEaKIuH 110 BpeMe Ha JIieUueHHUe, He TPsAOBa Jia IopUpaT HiId 1a paboTsAT C
MalluHHU.

4.8 Hexenanu JekapcTBEeHH peaKIUU

O0600611eHMEe Ha npodia Ha OE30IIaCHOCT

Moxe na ce o4akBa, 4e TIOBEUETO OT MAIIEHTHTE, JICKYBaHU C TPAOEKTEIMH, MOTaT Jia UMat
HEXXEeJIaHU peakuuu B pasnnuna creneH (91% npu monotepanus u 99,4% npu KoMOMHUpaHa Tepamus)
1 TI0-MaJIKO OT €JIHa TPeTa OT CEPUO3HUTE HEXKENaHU peaknu ¢ TexkecT ot cterneH 3 w4 (10% npu
MoOHOTepanus u 25% mpu KoMOMHUpaHa Tepanys). Hali-uecTiute HexxenaH! peakiuy ¢ pa3IindHa
CTEICH Ha TEXKECT Ca HEYTPOICHHUS, T'aJicHe, MOoBpbhIane, mosuiieHa AST/ALT, anemus, ymopa,
TPOMOOLIUTONICHHS, AHOPEKCHSI U IHApUsl.

JleTanan HeXxenaHM peaknuu ca HacThI pu 1,9% u 0,6% oT manueHTuTe, JIEKYBaHH CHOTBETHO C
MOHOTEPAITUS WX KOMOUHHUpaHU cxeMu. Te 4ecTo ca Oumm pe3ynraT OT KOMOHHAIUS OT ChOUTHS,
BKJTFOYBAIIM TAHIIUTONICHNUS, HeOpHITHA HEYTPOIICHHUS, HAKOH OT TSIX ChC CETICHC, YSPHOIPOOHO
3acsaraHe, 0bOpeyYHa MM MYJITHOPIaHHA HEIOCTATHYHOCT U pabJIOMHOIM3A.

O0600111eHNE B TA0IMYEH BUI HA HEKEITAHUTE PEAKLIUHU

Cremausat npodun Ha 6€30MacHOCT Ha TPaOCKTEANH € OCHOBAH HA HEXKEIAHUTE PEAKIINH, CHOOIICHI
MPH KIIMHUYHU TPOYYBaHMS, TOCTMAPKETHHIOBH MTPOYYBaHUS 32 0€30IaCHOCT U CIIOHTAHHH
CHOOIICHUSI.

CrnenpamaTta TablInIa MOKa3Ba HEXEIIAHUTE PEAKINH, ChOOIIECHH IPH MAIUEHTUTE ChC CAPKOM Ha
MeKHTe ThKaHU U PaK Ha SIIYHUKA, KOWTO Ca JIEKYBaHU C TpabEKTeINH, KaTo € U3I0JI3BaHa
MIPETOPHUYNTETHATA CXEMA ITPH BCSIKO MOKa3aHue. 3a TpeACTaBIHE Ha YECTOTaTa Ca M3MOI3BaHU KAaKTO
HEe)XKEeJTaHUTE PEeaKIIiy, Taka 1 J1a00paTOPHUTE CTOWHOCTH.

HesxenanuTe peakiuuu ca 30pOSHH MO CHCTEMO-OpraHeH Kiiac U yecTota. YectoTuTe ca
KaTeropu3upaHu KaTo MHOro yectu (> 1/10), yectu (> 1/100 go < 1/10), meuectu (> 1/1 000
10 < 1/100) u penku (> 1/10 000 mo < 1/1 000).

Cucremo- MHoro yecT YecTtn Heuectn Peaxn
OpraHeH KJac
WNndexnum u Heytponennuna Cerncuc CenTuyeH MOK
nHpecTanmn nHDeKInsa




Cucremo- MHoro yecTH YecTn Heuectn Peaxn
OpraHeH KJjac
Hapymienust Ha | HeyTponenus DebpuHa
KpBBTa H TpomboruToneHus HEYTPOICHUS
numbHaTa Anemust
cucrema JIeBkoneHust
Hapymenus na CBpBXYYBCTBUTEITHOCT
MMyHHAaTa
cucTeMa
Hapymienust na | Hamenen anetut Hexunparanus
MeTabonu3Ma u XumokanueMus
XpaHEHETO
[Tenxuunu bescbHue
HapyIICHHS
Hapymenus na | I'maBoGomnme 3aMastHOCT
HEpBHATa Hucreysus
cucTema [epudepna cenzopHa
HEBPOMATH
Cunkon”
Copaeunn IMaanuramau”
HapyIICHHUS Hucysnkunsa Ha
JsABaTa Kamepa
CopaoBu XHUIIOTOHUA Cungpom Ha
HapyIIeHHUS 3auepBsBaHe HapylIeHa
KanmujsipHa
MPOIYCKIKUBOCT
Pecniuparopuu, | Aucnaes [Tynmonanna em6onus | [Tynmonanen
IPBIHU U Kanumna : enemM
MEMaCTUHAHU
HapyUICHHS
Cromariso- Ab6pomunanHa 6onka | Jlucmencust
YpeBHU l'anene
HapyIICHHS [NoBprwIIane
Koncrunamnus
Huapus
CromMatut
Xemnaroowmmapnu | [ToBuiieHa anaHuH IToBuiena rama- YepronpoOHa
HapyIIeHHS aMuHOTpaHcepasa rIyTamMuiITpancdepasa HEZ0CTATHYHOCT
IToBuiena acnaprar
aMHHOTpaHcgepasa
[oBuiena ankamHa
tdocdaraza B KppBTa
[oBuien 6unupyoun
B KpbBTA
Hapymiennss Ha | CuHIpOM Ha O6puB
KOXarta u MajMapHO-TUTaHTapHa | AJIOTIeIus
MOAKOXKHATA epUTPOAU3ECTE3Us XuneprnurMeHTanus Ha
THKaH KOKaTa’
Hapymenus na | bonka B rep0a Aprtpanrus Pabmomuonmsza
MYCKYJIHO- IToBumiena kpeatud | Muanrus
CKeJIeTHaTa ¢dochokunasa B
CUCTEMa U KpBBTa
CheIMHUTETHATA
ThKaH
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Cucremo- MHoro yecTH Yectn Heuectn Peaxn
OpraHeH KJjac

O6mmm YMmopa Peakmuu Ha MACTOTO ExctpaBazarus
HapYIICHUS U [Mupexcus Ha WH)KEKTUPaHE Hekpo3za na
edexTH Ha Enem MEKHUTE ThKaHU
MSCTOTO Ha Br3manenue Ha
MIPHIIOKEHUES JIMTaBUIATE
WscnenBanus [ToBumien kpeatunud | [loHnkeHo Terio

B KpBBTa

[Tonmxen adoymMuH B

KpbBTa

* HexxenaHa JIeKapcTBEHa peakiiys caMo IPH MAlMEHTH C PaK Ha SYHKUKA, BKIFOUYUTEIHO JaHHH OT
ET743-OVA-301, pannomusupano npoyusase ¢asza 3 mpu 672 nauueHTy, KOUTO ca HOJTydaBaii WiIn
tpabekreaus (1,1 mg/m?) u PLD (30 mg/m?) na Bceku 3 cemmuny, unu PLD (50 mg/m?) Ha Bceku 4 ceMMIN; U
ot poyusane ET743-OVC-3006, koeTo BKIIOYBa 576 manuenTH, noiaydasand wim PLD (30 mg/m?),
nocneasano ot TpabekreanH (1,1 mg/m?) na Beeku 3 cenmurm, mim camo PLD (50 mg/m?) Ha Bceku 4 ceMUIIA.

B pamoro ET743-OVA-301 tpabektenun + PLD, nanueHTHTe, KOUTO HE ca OT OsiaTa paca (TJ1aBHO
OT a3MaTCKU MPOU3XO0J) UMAT ITO-BHCOKA Y€CTOTa Ha HEXEIIAHUTE PEaKI[UH CTENeH 3 Wih 4, OTKOJIKOTO
nmanuenTuTe ot Osamara paca (96% cpewy 87%) u cepno3nu Hexenanu peakunu (44% cpewy 23% npu
BCUYKH cTernieHn). HabmromaBanuTe pasinKy ca MpeJuMHO CBbp3aHu ¢ HeyTporneHus (93% cpeuyy
66%), anemus (37% cpewy 14%) n pomboruronenus (41% cpewyy 19%). HezaBucumo oT TOBa,
YeCTOTaTa Ha KIIMHUYHH YCIIOKHEHUS, CBhP3aHH C XeMaTOJIIOTHYHA TOKCHYHOCT, KaTO TEKKH
I/IH(i)eKHI/II/I WJIN KBPBCHE, UJIM TaKWUBa, KOUTO BOAAT 10 CMBPT, WKW NPECYCTAHOBABAHC HaA JICUHCHUECTO, Ca
MOI00HU TIPH JIBETE CyOIOIyIanuy.

Onrcanve Ha N30paHN HEXKETAHU PEaKITHH
Haii-uecmu nescenanu peaxyuu

Hapywenus na kpvema u JzuM¢Hama cucmema

Heytponenus:

HeyTponenusra npeacrapisBa Haif-yecTaTa MposiBa Ha XEMaTOJIOTMYHa TOKCUYHOCT. Ts crenBa
npeacKasyeM MoJieN Ha Obp30 HaCThIIBaHE U OOPAaTUMOCT, U PSIIKO € CBbp3aHa C TpecKa HIn
nHpekusa. Hali-HucKuTe CTORHOCTH Ha HEYTPO(UITUTE ca HACTHITMIN ¢ MeauaHa 15 qau u ca ce
BB3CTAHOBWIIM B PAMKHTE Ha €HA CEAMHIA. AHATN3BT 32 IUKBJI, U3BBPIIEH IPH IMaleHTH, JIEeKyBaHU
0 CXeMa C MOHOTepaIusl, MoKa3Ba, 4e HeyTPOIeHHsI CTeNeH 3 1 4 HacThIIBa CHOTBETHO MPH
npubnmsutenHo 19% u 8% ot nuknure. B Ta3zu nonynanus GeOpuiHaTa HEYTPOIICHYSI HACTHITBA

npu 2% ot nauueHTuTe U npu < 1% OT LUKIUTE.

TpomboruTOnIEeHUS:

Cp0uTHs Ha KbPBEHE, CBBP3aHU C TPOMOOILIMTOIIEHUS, HACTHIBAT NIpH < 1% OT manmeHTnTe, IeKyBaH!
Mo cxema ¢ MoHoTepanus. Tpomboruronenus crened 3 u 4 HacThBa choTBETHO TIpH 11% 1 2% oT
MAIUCHTUTE. AHATU3BT 32 UKBJI, U3BBPIIEH MPU Te3H MAIUCHTH, TIOKa3Ba, Ye TPOMOOIIUTOIICHUS
crenieH 3 1 4 HaCTHIIBAa CHOTBETHO Nipu TTpuOmm3uTenHo 3% u < 1% oT uukiuTe.

Anemust:

Anemus HactbnBa npu 93% u 94% oT nanueHTuTe, IEKyBaHU CHOTBETHO C MOHOTEPANHUS U
KOMOMHHpaHH cXeMH. [[pOIIeHThT Ha aHEeMHUYHUTE MAIMSHTH Ha U3XOJIHO HUBO € ChOTBETHO 46% 1
35%. AHaTU3BT 3a IUKBI, H3BLPIICH TP MAIUCHTH, JEKYBaHU IO CXeMa C MOHOTEPAITHSI, T0Ka3Ba, 9
aHeMus cTerneH 3 1 4 HacThIIBAa ChOTBETHO MPH MpuOIu3uTeaHo 3% u 1% ot nuxmure.

Xenam06wmamtu HAPYWEHUA

TToBumraBane va AST/ALT:
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MenuanaTta Ha BpEMETO 3a JOCTUTAHE Ha MMMKOBU CTOMHOCTH € 5 mHH, kKakTo 3a AST, Taka u 3a ALT.
IToBeueTo OT CTOMHOCTUTE HaMaJIABAaT JI0 CTEICH | WM ce Bh3CTAHOBSABAT 10 14-15-TH AcH (BXK. TOUKa
4.4). AHanu3bT 3a IUKBJI, U3BBPIICH MPH MALUEHTH, JICKYBaHHU 110 CXeMa C MOHOTEpAaIIus, IOKa3Ba
crened 3 nosumasane Ha AST u ALT cvotBeTHO npu 12% u 20% ot nukiure. CreneH 4
nosumaBane Ha AST u ALT nactenBa crotBeTHO 1ipH 1% 1 2% ot nukunnte. [loBedero moBumeHn
TpaHCAaMUHA3H Ce TTOI00pSBAT IO CTETICH | WIIM IO HUBATa MPEIH 3all0YBaHE HA JICUCHUETO B pAMKHUTE
Ha 15 gaU 1 mo-Manko oT 2% OT IUKITUTE UMaT BpeMe Ha B3CTAaHOBSBAHE TO-ABJITO OT 25 THH.
IToBumaanero Ha ALT u AST He clieBa KyMyJIaTUBEH MOJIEIN, a ITOKa3Ba TEHIIEHIUS KbM HE
TOJIKOBA TEKKO MMOBUIIIABAHE C TCUCHUE HA BPEMETO.

XuneponnupyOnHEMHS:
BrnpyOHHBT 1OCTHra MTUKOBH CTOMHOCTH MPHOIN3UTEIIHO eIHA CEIMHUIIA CIIE/T HAa4aIoTo U ce
HOpMaJIU3Hpa NPUOIN3UTETHO ABE CEAMUIIN CIIe]] HA4YaJIOTO.

UepHoipoOHUTE (DYHKITMOHAIHU TECTOBE, MPOTHOCTHYHU 32 TEKKa TOKCHYHOCT (CITOpe;] 3aKOHA Ha
Hy) v xmuHIYHUTE MPOSBU Ha TEKKO YEPHOAPOOHO YBpEXKIAaHE Ca HEYECTH C MO-MaKo OT 1%
YECTOTa Ha OTJICITHU MPU3HAIY ¥ CUMIITOMH, BKJIFOYBAIIH JKBJITEHUIA, XCTIATOMET TN UIIN
yepHOAPoOHa 0oska. CMBPTHOCT IPY HAJIMYKE HA YSPHOAPOOHO YBPEKAaHE HACTHITBA IPU TO-MAJIKO
ot 1% OT manueHTUTe MpH ABETE CXEMH.

Lpyau nesrcenanu peaxyuu

Yepnodpobua nedocmamvyrnocm: Vima chOOIICHUS 3a PEIKH CITydad Ha YepHOAPOOHA
HEJOCTATHYHOCT (BKIIFOUUTEITHO CIIyYaH C JISTAIICH U3XO0/) MPH MAIUSHTH ChC TEXKKH OCHOBHU
3a00JIIBaHNs, JICKYBAaHU C TPAOCKTEAMH, KAKTO B KIIMHUYHU MPOYYBaHUsI, TaKa U IPH
MMOCTMapKETHHT0BO HabmroaeHne. Hsxon moTeHnanam puckoBu ¢pakTopu, KOUTO MOXKE /1a ca
JIOTIPUHECITH 32 MOBUIIICHATa TOKCUYHOCT Ha TPaOCeKTeIMH, Ha0JII01aBaHa B TE3H CIIy4aw, ca JI030B
PpEeXuM, HECHOTBETCTBAIL HA NPEIOPHbUYUTEIHUTE HACOKU 32 JeueHue, norennuanto CYP3A4
B3aMMO/ICHCTBHUE TIOPad MHOXKECTBO KOHKYPeHTHHU cyocTpaTi Ha CYP3 A4 nnu nuHXuOUTOpH Ha
CYP3A4, wim nurica Ha npoUIaKTHKA C JEKCAMETa30H.

Cunopom na napyutena xanuiapua nponyckaueocm (CLS): Cirydan Ha CHHAPOM Ha HapyIIeHA
KamgpHa mporryckiauBocT (CLS) ce cho0maBaT npu TpabekTeAnH (BKIIFOUUTEITHO CIIydYau C JIeTaaeH
u3xon) (Bx. Touka 4.4).

Cpo0111aBaHe Ha MOA03UPAHN HEXKETAHN PEAKITHH

Cro0mIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHU PEaKIIUU CIIE]] pa3peliaBaHe 3a yrnorpeda Ha JTeKapCTBEHUS
MPOAYKT € BaykHO. TOBa IM03BOJIABA Ja MPOIB/KHM HAOIIOICHUETO Ha ChOTHOIICHUETO 0JI3a/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CTICTIHAIMCTH CE M3UCKBA J1a ChOOIaBaT BCsKa
MOTO3UPaHa HEXKEIaHa PeaKIys Ype3 HAITMOHAIHA CUCTEMa 3a ChOOIaBaHe, IIOCOYCHA B

IIpunoxenue V.

4.9 Ilpeno3upane

Nma orpannvenu aHHU 3a eEKTUTE OT Tpeo3upaHe Ha TpaOeKTequH. [ TaBHUTEe OYaKBaHU
TOKCUYHU PEAKIIMU Ca TaCTPOMHTECTHUHAIIHA, MOTUCKAaHE Ha KOCTHUS MO3BK U XeMaTalHa TOKCUIHOCT.
[TonacrosmemM HsiMa crielupUIeH aHTHIIOT 3a TpaOeKTeuH. B cirydait Ha mpeno3upane, MalueHTHTE

TpsiOBa Jia ObJIaT BHUMATEIIHO MOHUTOPHPAHH U JIa C€ BKIIFOYAT CUMITTOMATUYHH, ITOIIbPKAIIN
MEpKH, aKO € HEOOXO0IUMO.

5. ®APMAKOJIOTUYHU CBOMCTBA
5.1 ®dapmakoguHAMHYHH CBOMCTBA

®apmakoTepaneBTHYHA Tpyma: aHTuHeoracTuaHo cpeactso, ATC xoma: LOICXO01.
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

MexaHnu3bM Ha JIEUCTBUE

TpaOekTenuH ce CBBp3Ba ¢ ManKkaTta Opa3ia Ha 1e30KcupuOoHyKiIenHoBaTa kucenuna (JIHK),
MperbBaiiky crupanara KbM roiisimata oOpazna. Tosa cebp3Bane ¢ JJHK mpenusBukBa kackaaa ot
CHOUTHS, 3acCsITally HAKOJIKO TPAHCKPHITIMOHHH (dakTopa, JJHK cBbp3Bamy npoTenHu U MHTUINA HA
JHK penapaiiys, KoeTo BOJId 10 CMYIIIEHUE Ha KJIEThYHHUS IIUKBIL.

dapMakoAMHAMUYHU ePEKTH

JlokazaHo e, uye TpabeKTeUH MPOsIBSIBA aHTUIPOIU(EPATUBHA ix Vitro W in Vivo akTUBHOCT CpEILy
peaviia JMHUY OT YOBEIIKU TYMOPHH KIICTKU U €KCIICPUMEHTATHHI TyMOPH, BKITIOUYBAIIN
3JIOKaYe€CTBEHH 00pa3yBaHMS KaTO CapKoOM, pak Ha I'bpjaTa, HeIPEOHOKIETHUCH paK Ha Oelrs apoo,
pak Ha SHYHUKA U METIAHOM.

Enexrpokapaunorpadcku (EKI) nscnensanus

Tpabektenun He yabmkaBa QTc nHTepBana NMpu MaMEHTH C HATPEAHATN COJIUIHH 3JI0KAaYeCTBEHU
oOpa3yBaHus B I1ane00 KoHTpoaupano npoyusane 3a QT/QTc unrepnana.

Knnanuna edukacHocT 1 0€300aCHOCT

EdukacHoctTa 1 6e30m1acHOCTTa Ha TPAOEKTEMH NIPH CAPKOM Ha MEKHTE ThKaHU C€ OCHOBaBaT Ha
PaHAOMU3MPAHO U3MUTBAHE NIPU MAIMEHTH C JIOKAIHO aBAHCUPAJ WJIH METACTa3upal JIUTO- WU
JIeHOMHOCAPKOM, YHETO 3a00JIsIBAHE € MPOTrPECUPAIo WIH PEUUANBUPAIIO cle] JISUeHHE MOHE ¢
anTpanukiIned 1 upocdamun. [lpu ToBa M3NMTBaHE TPaOEKTEIMH € TIPUJIaraH WK B 103a 1,5 mg/m?
upe3 24-4acoBa MHTPaBEHO3HA MH(Y3U BCEKH 3 ceIMULM, M B 103a 0,58 mg/m? ceMuuHO upes
3-yacoBa MHTpaBeHO3HA MHPY3HUS 32 3 ceAMULH OT 4-ceIMUYUEH HUKBJI. ONpeaeNeHUsT M0 MPOTOKOI
OKOHYaTeJieH aHanu3 Ha BpeMeTo 10 mnporpecust (TTP) mokassa 26,6% penykuus Ha OTHOCUTECITHHS
PHCK 3a IPOrpecus IpH MallMeHTH, JIEKyBaHH B rpymnara 24-h q3wk [koeduireHT Ha prCK

(HR) = 0,734, loBepurenen unrepsai (CI): 0,554-0,974]. Menuana Ha croiHoctute Ha TTP 3,7
mecera (CI: 2,1-5,4 m) B rpynara 24-h q3wk u 2,3 mecena (CI: 2,0-3,5 m) B rpynata 3-h qwk

(p =0,0302). He ca ycTaHOBeHHU 3HAaYMMU pa3iuky B ob1nara npexussiemoct (OS). Meauanara Ha OS
npu cxemara 24-h 3wk e 13,9 mecena (CI: 12,5-18,6) u 60,2% ot maiueHTUTE Ca OUITH KUBH CIIE]
1 romuna (CI: 52,0-68,5%).

MMa mombIIHUTETHY TaHHU 33 e(PUKACHOCT OT 3 M3MHUTBaHMS, ¢ eqHO pamo, Paza Il ¢ mogooHu
MOTYJIAITNH, JICKYBAHHU T10 ChINaTa cxema. Te3u m3nuTBaHus ca oneHmwin oomo 100 marueHTn ¢ Iumo-
1 JISHOMHOCApKOM H 83 MAIMEeHTH C IPYTH BUJOBE CaPKOM.

Pesynrarute oT mporpama ¢ pa3mIupeH JAOCTHII 3a TAIMEHTH ChC CApKOM Ha MEKHUTE ThKaHU
(mpoyuBane ET743-SAR- 3002) moka3Bat, ue Mexny 903 yuyacTHHKa, OLICHSBAaHH IO OTHOLICHUE HA
ob1ara mpeKUBSIEeMOCT, MeJIMaHaTa Ha BpEMETO Ha MpekuBsieMocT ¢ Oma 11,9 mecemna

(95% U: 11,2, 13,8). MeauaHaTta Ha IPEKUBAEMOCTTA 110 XUCTOJOTHYHN THIIOBE Ha TyMOpa € Ouja
16,2 mecema [95% IAU: 14,1, 19,5] 3a y9acTHUIM C JIEHOMHOCAPKOMH U IUTIOCapKoMH U 8,4 Mecera
[95% OU: 7,1, 10,7] 3a yqacTHHLM ¢ APYTH BUIOBE CapkoMH. MeanaHaTa Ha IPEeXKHUBSIEMOCTTA 3a
YYaCcTHUIM ¢ JurocapkoM e omna 18,1 mecena [95% [IU: 15,0, 26,4] mecena, a 3a y4aCTHUIH C
neriomuocapkoM — 16,2 mecena [95% IAU: 11,7, 24,3].

JombITHUTEHY TaHHHU 32 €(QUKACHOCT ca MPEJOCTABCHU OT PaHIOMU3HUPAHO, AKTHBHO KOHTPOJIHPAHO
npoyuBane ¢asa Il Ha TpabekTenuu cnpsmo nakap6asud (nmpoyusane ET743-SAR-3007) npu
MAIMEHTH, JIEKYBaHH 32 HEONIEPAOHIICH UM METACTATHYHO JTUIO- WX JISHOMUOCAPKOM, KOUTO MPEIH
TOBa Ca JICKYBaHU ChC CXEMa, ChIIbpKallla TIOHE aHTPAIMKIIMH U u(ochaMuI, Win ChIbpiKaIia
AHTPAIUKIMH CXeMa BKITIOUYBAIA €HA JOITBJIHUTEIIHA [IUTOTOKCUYHA XUMHOTepanus. [laruenture B
pamMoTO Ha TPaOEKTEMH MOTy4YaBaT BEHO3HA MHKEKIIUS C JlekcaMeTa3oH 20 mg npean Beska nHQY3us
Ha Tpabektenun. O6mo 384 manuenTa ca OWIIM paHIOMU3HPAHHU B TpyIaTa Ha TpaOCKTeaMH

[1,5 mg/m? na Bceku 3 cenvuuy (q3wk 24-h)] u 193 manuenra B rpynara Ha 1akapOa3zuH

(1 g/m? na Bcexu 3 cenmuum). CpeHaTa BH3pacT Ha NAlMEHTUTE € Omla 56 ToauHu (B AMAna3oHa OT
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17 no 81 ronunm), 30% ca 6unu muxe, 77% ca Ommu OT eBponenHaTa paca, 12% adpoameprkaHIy 1
4% asumatiu. [larieHTHTE B paMeHara Ha TpaOEKTEAMH U TakapOa3rH ca TOIYYIIU CPEIHO

4 u 2 nuKbpIa ChOTBeTHO. [IbpBHYHATA KpaiiHa TOUKa 3a e()MKACHOCT Ha MPOYYBAHETO € Omiia odmara
npexusseMoct (OII), koaro Bkimtousa 381 cMbpTHU citydas (66% OT BCHUKH paHIOMU3UPAHH
naruenTn): 258 (67,2%) cMbpTHU citydas B Tpynara Ha TpadexkteanH u 123 (63,7%) cMbpTHU cirydas
B rpymara Ha gakap6asun (HR 0,927 [95% JIU: 0,748, 1,150, p=0,4920]). OkoHUaTENHUAT aHATTN3 HE
MOKa3Ba 3HAYMTEHA Pa3IuKa IPH MeaHaTa Ha IpekuBseMocTTa oT 21,2 Mecera, BoJiema 10
cpenno 13,7 mecerna (95% JAU: 12,2; 16,0) 3a pamoTo Ha Tpabekrenus u 13,1 mecena

[95% OU: 9,1; 16,2] 3a pamoTo Ha nakapOa3uH. OCHOBHUTE BTOPUYHH KpaiiHU TOUKH ca 00O0OIICHU B
TabJIMIaTa Mo-/10Jy:

Pe3ynaraTu 3a edpuxacHoct ot npoyuBane ET743-SAR-3007

Kpaiinu TpabGextequn | [daxap6azun Koeduunent Ha j/
Toukn/Ilonmyranus Ha puck/CbOTHOIIEHHE HA CTOMHOCT
NMPOYYBAHETO HIaHCOBeTe
IIbpBHYHA KpaliHa TOYKA n=384 n=193 - -
O0u1a npe:kuBsIeMOCT, 258 (67,2%) 123 (63,7%) 0,927 (0,748-1,150) 0,4920
n (%)
Bropu4Hu KpaiiHH TOYKH n=345 n=173 - -
PFS 4,2 1,5 0,55 (0,44; 0,70) <0,0001
(mecenn; 95% JAN)
ORR, 34 (9,9%) 12 (6,9%) 1,47 (0,72; 3,2) 0,33
n (%);

CboTHOIIEHHE HA
mancoBete (95% JIN)

DOR 6,5 4,2 0,47 (0,17; 1,32) 0,14
(mecenm; 95% JIN)

CBR, 34,2% 18,5% 2,3 (1,45;3,7) <0,0002

n (%)

CrnoTHOLIIEHHE HA
mancoBete (95% JIN)

JIObTHUTETHY JaHHU 33 €PUKACHOCT MMa OT €HO PaHAOMHU3HUPAHO, OTBOPEHO, MHOTOIICHTPOBO
m3nutBane Daza I [JapicCTI-121850], mpoBeeHO MPU MANMEHTH OT SIIOHCKH POU3XO0JI ChC CBHP3aH
¢ Tparciokanus capkoM (TRS), Haii-decTo MUKCOMIEH KPBIIOKIETHUYCH JINTTOCApPKOM (n = 24),
CHHOBHAJICH capkoM (n = 18), MEe3eHXUMEH XOHIAPOCAPKOM (N = 6) U eKCTpacKEIETCH capkoM Ha
Ewing/PNET, anBeonapeH capkoM Ha MEKUTE ThKaHH, aJIBEOJIApEH pabJOMHOCAPKOM M YUCT
KJIEThUYCH capkoM (n = 5 3a BceKH OT TAX). M3nuTBaHeTo OleHsIBa €PUKACHOCTTA U 0€30MIaCHOCTTA Ha
TpaOeKTEMH CIIPSIMO Hai-100pa noaabpikaiia rpmwka (BSC) kato BTOpa TUHMS WK ITO-KbCHA
Tepanus Ipy NaeHTy ¢ HarpenHan TRS, KoUTo He pearupar wid UMaT HEMOHOCUMOCT KbM cXeMaTa
Ha CTaHJapTHa XuMHoTepanwus. [lanuenTure momyvasar no03a Tpebexreaun 1,2 mg/m?,
IPENOPHYUTENHA 32 MAUEHTUTE OT ANOHCKH Mpou3xox [ 1,2 mg/m? na Beceku 3 cenmunm (q3wk 24-
h)]. O6mmio 76 marueHTH OT AMTOHCKU MPOU3XO0J] Ca BKIIOYCHH B M3MUTBAHETO, OT KOUTO 73 TAIUCHTH
ca BKJIFOUCHU B TPyIaTa 3a OKOHYATeNeH aHaiu3. [[bpBuYHaTa KpaiiHa TOYKa Ha u3nuTBaHeTo ¢ PFS,
KOSTO ITOKa3Ba CTATHCTUYECKH 3HAYUMO MOI0OOPEHHE B 110132 Ha TpabekTeanH B cpaBHeHue ¢ BSC
[HR=0q07; 95% CI: 0,03-0,16; p<0.0001], ¢ meauana Ha PFS 5,6 mecena B rpynara Ha TpaOeKTeaHH
[95% CI: 4,1-7,5] u 0,9 mecena B rpynata ¢ BSC [95% CI: 0,7-1,0]. BropuaauTe kpaitHi TOUKH
BKJTFOYBAT OOEKTUBEH OTrOBOD, aHanm3upana upes usnonssane Ha RECIST u kpurepus Choi. [Ipu
nznomsBane Ha Kputepust RECIST, ORR cpen manuenTure, nexyBanu ¢ Tpadexreans e 3 (8,1%; 95%
CI: 1,7.21,9%) u 0 (0%, 95% CI: 0,0-9,7%) cpen nanueHTuTe, JISKyBaHH C Hail-100pa o yrbpikaia
rpuwxa, nokaro CBR e 24 (64,9%, 95% CI: 47,5-79,9%) cnpsimo 0 (0%, 95% AU: 0,0-9,7%)
crotBeTHO. [Ipu nsnomnseane Ha kputepus Choi, ORR cpen nanuentute, neKyBaHu ¢ TpaOCKTeIUH ¢ 4
(10,8%; 95% CI: 3,0-25,4%) u 0 (0%, 95% CI: 0,0-9,7%) cpen manmeHTUTE, JIE€KyBaHU C Hali-100pa
moIsprkama rpmka, mokato CBR e 7 (18,9%, 95% CI: 8,0-35,2%) cripsimo 0 (0%, 95% CI: 0,0-9,7%)
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CHbOTBCTHO.

EdwukacHoctTa Ha kOMOMHAaNUsATa Tpabekreun/PLD mpu peruauBupan pak Ha SITYHUKA € OCHOBAaHA
Ha ET743-OVA-301, pangomusupano ®a3a 3 npoyusane npu 672 naiueHTH, KOUTO Ca MOJYyYUIH WIH
tpabekreauH (1,1 mg/m?) u PLD (30 mg/m?) Ha Beekn 3 ceqmunu umu PLD (50 mg/m?) Ha Bceku
4 ceqmury. [IspBUIHUAT aHAIN3 HA IpeXUBsIeMOCT 6e3 mporpecus (PFS) e Hanpasen mpu
645 manmeHTH ¢ U3MepUMO 3a00IIIBaHEe U OIIEHEHH Ype3 HE3aBUCHUM PEHTT€HOJIIOTUYEH TIPETJie].
JledeHnueTo B paMOTO C KOMOMHAIUS € 0BeIIO J10 21% peyKius Ha pUCKa 3a Mporpecus Ha
3aboisBaneTo, B cpaBHeHue camo ¢ PLD (HR=0,79, CI: 0,65-0,96, p = 0,0190). Bropuunute ananusu
Ha npexuBsieMocT 0e3 nporpecusi (PFS) u crenen Ha nmoBnusiBaHe CHIIO ca B 10JI3a HA PaAMOTO C
KoMOMHanwmA. PesynraTure oT TIaBHUTE aHANH3HM Ha eUKacHOCTTa ca 0000IIeHH B CiieBaIara
Tabnmma:

AnHanu3u Ha epuxacHoctTa npu ET743-OVA-301

TpabexkTenun PLD KoepumnueHnt Ha p-
+ PLD PUCK/CHOTHOIIIEHHE | CTOHHOCT
HA IIAHCOBeTE

Ipe:xxuBsieMocT 6e3 mporpecust

He3aBucuM peHTIeHOI0THYeH n=328 n=317
niperJyien, uamepumo
3abonaeane™
Mennana Ha PFS (95% CI) 7,3 (5,9-7,9) 5,8 (5,5-7,1) 0,79 (0,65-0,96) 0,0190 ®
(mecerm)
IIpouent na PFS 3a 12 mecena | 25,8 (19,7-32,3) | 18,5 (12,9-24,9)
(95% CI) (%)
He3aBucHM OHKOJIOTHYEH n=336 n=335
nperJief, 6CUYKU
PaHoomMuzupanu
Menuana Ha PFS (95% CI) 7,4 (6,4-9,2) 5,6 (4,2-6,8) 0,72 (0,60-0,88) 0,0008 *
(mecenn)
Oo6ma npexxuBsieMoct (OKOHYATEJIEH aHAIN3 - N=522 cHOuTHN)
Bcuuku panoomusupanu n=337 n=335
Menuana Ha OS (95% CI) 22,2 (19,3-25,0) | 18,9 (17,1-21,5) 0,86 (0,72-1,02) 0,0835®
(mecenn)

O0u1a Npe:KUBsIeMOCT NMPH MOMYJIANUS HA MANUEHTH, YyBCTBUTEIHM Ha MuIaTuHA (OKOHYaTeIeH aHAJIN3
n=316 cLOuTHS)

n=218 n=212
Menuana Ha OS (95% CI) 27,0 (24,1-31,4) | 24,1 (20,9-25,9) 0,83 (0,67-1,04) 0,1056 *
(mecenn)
YecroTa Ha 0611 otroBop (HOO)
He3aBuCHM peHTreHOJIOTHYEH n=337 n=335
nperJien,
6CUUKU PAHOOMUZUDAHU
ORR (95% CI) (%) 27,6 (22,9-32,7) | 18,8 (14,8-23,4) 1,65 (1,14-2,37) 0,0080 °
* [I'spBUYCH aHATN3 HA e(h)UKACHOCTTA
®Log rank Tect

®Tect na ®umep

B53 0cHOBa Ha HE3aBUCHUM OHKOJIOTHUCH MPETJIe I, TAIMEHTHTE B UHTEpBa 0e3 IaTHHa

(PFI) < 6 mecena (35% c tpabexrenua+PLD u 37% B pamoto ¢ PLD) umar nomo6ua PFS B nBere
pameHa, kato nBete nmokaspat meauana Ha PFS 3,7 mecena (HR=0,89, CI: 0,67-1,20). [1pu
narentute ¢ PFI > 6 mecena (65% c tpabexreaun+PLD u 63% B pamoto ¢ PLD), meananata va PFS
e 9,7 Mecena B pamoto ¢ Tpabektenun+PLD B cpaBHenue ¢ 7,2 mecena B pamoto ¢ PLD moHoTepanus
(HR=0,66, CI: 0,52-0,85).

B kpaitaus ananm3 epekThT Ha KoMOMHauATa TpabekTeana+PLD crpsiMo caMOCTOSATETHO MpHIaraH
PLD Bwpxy oO0mmaTa mpexxuBIeMoCT € mo-u3paseH npu nauueHtute ¢ PFI > 6 mecena (nomynanus,
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qyBCTBUTENHA Ha matuHa: 27,0 cripsimo 24,1 mecernia, HR=0,83, CI: 0,6-1,04), OTKOIKOTO TP TE3H C
PFI < 6 mecena (momynanus, pe3ucTeHTHa Ha miatuna: 14,2 cipsimo 12,4 mecena,
HR=0,92, CI: 0,70-1,21).

ITonzata mo otHomenue Ha OS ot TpabekTenuH mwmoc PLD He ce nbmku Ha eeKkTa Ha MTOCIIeIBAIINTE
Tepamnuu, KOUTO ca J00pe OaraHCHpaHyd MEXIy ABETE JIeUeOHN paMeHa.

[Ipu myntuBapuanTHuTe aHanu3M, BkiountesHo PFI, neueOHusT edekt Brpxy odmiata
MIPEKUBIEMOCT € CTATUCTUYECKY 3HAYHMM B T10J13a Ha KOMOMHanusATa Tpadekrenua+PLD B cpaBHeHUE
chbC caMmocrosTenHo npwiarad PLD (Bcuuku pangomusupanu, p=0,0285; momynaius, 1yBCTBUTEIHA
Ha iatuHa, p=0,0319).

He ca YCTaHOBCHU CTATUCTUYCCKU 3HAYNMU PA3JINKHA MEXKIY JIeueOHHTE paM€Ha B 06IJ_II/ITe
HN3MEPUTEIN HAa KAYE€CTBOTO HA KHUBOT.

Kombunanusra tpabekrequa+PLD cbio e oneneHa nmpu peuuanBUpai pak Ha SHYHAKA B IPOYYBaHE
ET743-OVC-3006, mpoyuBane ¢a3za 3, B KOSTO KEHHU C PaK Ha SIYHKUKA CIIEJ HEYCIeX Ha BTOpa
cxeMma, ChIIbpKallla TUIATHHA, ca paHIOMHM3HPaHu 1a npueMaT Tpadektenud (1,1 mg/m2) u PLD

(30 mg/m2) na Bceku 3 cenmuryu wiu PLD (50 mg/m?2) Ha Bceku 4 cenmuru. M3ucksa ce
YYaCTHHUIMTE B IPOYYBAHETO Ja ca YyBCTBUTENHU KbM IutaThHa (PFI < 6 Mecena) cnen mepBara cu
cXeMa, ChIbprKallla IUIATHHA, U A3 UMAT ITbJICH WM YaCTUYEH OTrOBOP Ha XMMHUOTEpanus Ha Oa3aTa Ha
IUIaTHHA OT BTOpa NuHuA (0e3 orpannuenus 3a PF]), koeto o3HauaBa, 4e Te3u MalMEHTH MOXeE Ja ca
WM 9yBcTBUTENHU KbM aTuHa (PFI < 6 mecena), nnu pesuctenTHH KbM iatuHa (PFI < 6 mecena)
cllesl BTopaTa CU cXeMa, ChAbpaKala miatuna. Upes post hoc ananus e onpeneneHo, ue 42% ot
BKJIIOUEHHUTE YJaCTHHULHU ca pe3ucTeHTHH KbM miatuHa (PFI < 6 mecena) ciex mocnenHara cu cxema,
ChIbpIKallla IUIATHHA.

[IspBuuHaTa KpaiiHa Touka Ha ipoyuBaHe ET743-OVC-3006 e OS, a BTopuyHHUTE KpailHX TOUKU
BkiitouBaT PFS u ORR. Pa3mepbT Ha npoyyBaHETO NPEABHUJICH JIa BKIIFOYBA PUOIU3UTEITHO

670 manuenTH, 3a 1a ce HaOroAaBar 514 cMbpTHU ciyyasi, 3a 1a ce ycranosu HR 0,78 3a OS ¢ 80%
MOIIIHOCT, KaTO C€ MMa MpEeABU JBYCTPAHHO HUBO Ha 3HauuMocT 0,05, pa3npenencHo B 1Ba
IUIaHUpaHu aHanu3a Ha OS, kbM MOMeHTa Ha MekAUHHUS (60% nm 308/514 cMbpTHU cinydas) u
okxoHuaTeneH ananu3 (514 cmbepTHE ciy4as). [lo nckane Ha He3zaBucumara koMucHs 32 HaOIIIOIeHIE
Ha nanauTe (IDMC) ca u3BbpIICHH ABa PaHHH HETUIAHUPAHW aHaIM3a OTHOCHO JIUTICA Ha I0JI3a OT
npoyusaneTo. Crie; BTOpHS aHaJl3 OTHOCHO JIMIICA Ha T10J13a OT POYYBaHETO, U3BBPLICH NpH 45% oT
ruiaHupanute csoutus (232/514 cmppthu cinyvas), IDMC e npenopbuaina ia ce npeKkpaTtu
npoyuBaHeTo nopaau (1) aurca Ha Hon3a OT IPOYYBaHETO, yCTAHOBEHA IIPU MbPBUYHMS aHaiuu3 Ha OS
u (2) mpexoMepeH PUCK, OCHOBaH Ha rucOamaHCc Ha HeXKEIaHUTe ChOUTHS, KOMTO HE € B TI0J13a Ha
Tpabekrenus + PLD. IIpu panHoTo mpekpatsBane Ha npoyuBaHeTo 9% (52/572 nexyBaHu) OoT
YYaCTHUIIMTE Ca MPEKPATUIM JeueHUueTo, pu 45% (260/576 panagoMu3rpaHu) IpoCiIeAsIBaHETO €
cpstHo 1 54% (310/576 pangoMu3upanu) ca LieH3ypUpaHu OT orieHkara Ha OS, KaTo ce U3KIIYBaT
HAJSKIHUTE U3UMCICHU CTOMHOCTH Ha KpaiHuute Touku PFS u OS.

Hswma nannu, kouTo na cpaBHsBat Tpadektenu + PLD che cxema Ha 0a3aTta Ha MjiaTuHa MpH
MAaIlMeHTH, YyBCTBUTEITHU KbM IUTATHHA.

Ileduampuuna nonynayus

BbB u3nurBane SAR-2005 ot ¢asa I-II ca Ounu BritoueHu 001110 S0 neAuaTpuyHu MaIueHTH C
pabaomuocapkom, capkoM Ha KOWHT WM capkoM Ha MEKHTE ThKaHU, KOMTO HE € pabIOMHOCAPKOM.
Ocem manueHTH ca Ouin JIeKyBaHH| ¢ 1032 ot 1,3 mg/m2 u 42 - ¢ n1o3a ot 1,5 mg/m?. TpabexTenuH e
Owt putaraH Kato 24-4acoBa WHTpaBeHO3Ha MHGY3UsA Ha Bceku 21 quau. UeTupumeceT MarueHTH ca
O HAITBJIHO OLIEHEHH 3a 0TroBop. Habmonasan e eaun yactudyeH orroBop (HO), moTBBpACH
HeHTpaIHO: Yectora Ha ooy otroBop (HOO): 2,5% nosepurenen untepsan (CI) 95% (0,1% -13,2%).
YacTUYHHAT OTTOBOP € CHOTBETCTBAJ HA MAIUCHT C aJIBEOJIAPEH PabOMUOCAPKOM.
IIpoabmKUTEITHOCTTa Ha OTTOBOpA ¢ Omta 6,5 Mecera. Hsama HabmromaBanu OTTOBOPH 3a CApKOM Ha
IOuHT 1 capkoM Ha MeKUTe ThKaHHU, KOWTO He € pabaomuocapkom, [CIL: 0% CI 95% (0%-30,9%)].
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Tpuma manueHTH ca MOCTUTHATIN CTA0MITHO CHCTOSIHHE Ha 3a00/1sIBaHETO (€IUH ¢ pabIoMHUOCapKOM
cien 15 nuKbIa, UH ¢ BPETCHOBUIHOKICTHYCH CApKOM Clie/] 2 KB U €ANH ChC capkoM Ha FOuHT
cnen 4 MUKba).

HesxenanuTe peakinu ca BKIIOYBAINA 0OpaTHMO TIOBUIIIABaHE HA YEPHOIPOOHUTE CH3UMH U
XEeMaTOJIOTHYHH CHOUTHS; 2 OCBEH TOBA ca JIOKJIAJIBAHN M BUCOKA TeMIIEpaTypa, HHPEKIus,
JeXUapaTaIis ¥ TpoM003a/eMO0THsI.

5.2 ®dapmMakoKWHeTHYHH CBOMCTBA

PasnpeneneHue

CucreMHaTa eKCIIO3MIHS CIIel HHTPAaBEeHO3HO MPUIIOKEHHE KaTo HH(Y3Hs C TOCTOSTHHA CKOPOCT €
IPOTIOPIMOHAJIHA Ha JI03aTa MIPH J03H JI0 U BKIFOYUTEIHO 1,8 mg/m?. PapMakOKMHETUYHUAT TIPOQHIT
Ha TPaOEKTEeIUH CHOTBETCTBA HA MHOTOKOMITAPTUMEHTEH MOJIEN Ha pa3mpeieicHue.

Crnet MHTPaBEHO3HO MPIJIOKEHHUE, TPAOSKTEIMH TIOKa3Ba BUCOK MPUBHICH 00EM Ha pas3mpeeiicHUe
CHOTBETCTBAIIl HA €KCTCH3MBHO CBBP3BaHE C ThKAHHUTE U TuIa3MeHuTe npotenHu (94 1o 98% ot
TpabeKTeNH B TUIa3MaTa € CBbp3aH ¢ mporenH). O6eMbT Ha pa3npe/eicHe Ha TPaOCKTeINH B
CTaIlMOHAPHO CHCTOSIHUE MPH Xopa Haasuiiasa 5 000 1.

BuorpancdhopMmarus

Hutoxpom P450 3A4 e rmaBHusAT nuroxpoM P450 n30eH31M, OTTOBOPEH 33 OKCHIATUBHHUSA
MeTa00IM3bM Ha TpaOeKTeINH NMPH KIMHAYHO PeNIeBaHTHH KoHUeHTpanuu. Jpyru P450 enzumu
MOraT Jja JOIPHHACAT 3a MeTabonu3Ma. TpaGekTeanH He HHIYLIUpa, HUTO MHXUONPA TIIaBHUTE
uutoxpom P450 enzumu.

Enumunupane

EnumunanpaneTo Ha HempoMeHeH TpabekTeInH mpe3 0b0penuTe npu xopa € Hucko (mox 1%).
TepMUHATHUAT NOMYKUBOT € IBTBI (CTOHHOCT Ha TEPMHUHAIHATA CIMMHUHAIIMOHHA (ha3a Ha
nmomynarusaTa: 180 gaca). Cnen nmpuiarasne Ha 103a U30TOITHO Oelsi3aH TpaOEKTeIUH Ha paKOBO OOJTHU
nmanueHTy, cpeaAHoTo (SD) Br3cTaHOBsSIBaHE Ha 00IIaTa paroakTUBHOCT BBB dereca e 58% (17%), a
cpeanoto (SD) Br3cTanoBsBaHe B ypuHata e 5,8% (1,73%). B3 ocHOBa Ha OlLieHKa Ha MOIyJIALUsTa
3a TuIa3MeH KIupbHe Ha TpadbekteauH (30,9 1/h) u choTHOmEHME KpbB/Tuia3ma (0,89), KTUpBhHCHT HA
TpaOeKTeIMH B Iis1a KpbB € npudam3utenHo 35 1/h. Ta3u cToHOCT € MPUOTU3UTENHO MOJIOBUHATA OT
CKOpOCTTa Ha XeNaTalHUsI KPbBEH MOTOK NpH Xopa. Taka, CbOTHOLIEHUETO Ha EKCTPAaKIHs Ha
TpaOeKTEeJMH MOXKeE Jla CE CUMTA 32 YMEPEeHO. BapraOuiIHOCTTa MEeX/1y MAIIMEHTHTE B MTOIYJIAIHATA,
OIIEHEeHa BH3 OCHOBA Ha IUIa3MEHHUs KIUPBHHC Ha TpabekTenuH e 49 % u BaprabMIHOCTTA IPU
OTJIeTHUS manueHT e 28%.

[TonynanuroneH GpapMaKOKMHETUYCH aHAIM3 ITOKA3Ba, e IIPH MPHJIOKEHHE B KoMOMHamusA ¢ PLD,
IUIa3MEHUAT KIMPBHC Ha TpaOekTenuH HamansiBa ¢ 31%. [lnasmenara ¢papmakokunerrka Ha PLD He

CC MOBJUABA OT CBIIBTCTBAIIIOTO MMPUIIOKCHUC HA Tpa6eKT€,I[I/IH.

CrelyaiHy MOmyIallin

[MomynanuoHeH GpapMaKOKHHETHUYCH aHATIN3 ITOKa3Ba, Ye TUIAa3MEHHAIT KIHUPHHC HA TpaOeKTeIuH He ce
BJIMsIC OT Bb3pacT (rpanuiy 19-83 roaunn), 1o, o010 TejaecHo Terio (uHTepBai: 36 mo 148 kg) wiu
TesecHa noBbpxHoCT (uuTepsait: 0,9 1o 2,8 m?).

[MonynanunoneH hapMaKOKMHETUYCH aHAIH3 MTOKA3Ba, Y€ TUIA3MEHUTE KOHIICHTPAIIMU Ha TPaOeKTEVH,
HaOJII0IaBaHH B SAMOHCKATA TIOMYJIALK IIPU 030B0 HUBO 1,2 mg/m?, ca eKBHBAJICHTHH HA TE3H,
TIOJIyYeHH B 3aIlaJHaTa MoIyJanus 0e3 snoHu mpu 1,5 mg/m?,

bvopeuno yspeacoane

17



Hsma peneBanTHO BiusiHUe Ha ObOpeuHaTa QyHKIHS, H3MEPEHA Ype3 KPEAaTHHHUHOB KIIMPBHC, BBPXY
(hapMaKOKHMHETHKATa Ha TPAOCKTEAMH B IPaHUIIMTE Ha cToiHOCTHTE (> 30,3 ml/min) npu manueHTUTE,
BKJIFOUCHU B KIIMHWYHH NIPOy4YBaHUs. HAMa qaHHM Npy NAllMEeHTH ¢ KPEaTHHHHOB KIMPHHC MO

30,3 ml/min. Huckoto Bbp3cTanoBsiBane (< 9% mpu BCHYKH MPOYYEHH MaMEHTH) Ha o0mara
PaJMOAaKTHBHOCT B yPHUHATA CJIe]] €IHOKpaTHA 1032 “C-Oensa3an TpaOeKTeIMH MOKa3Ba, ue
O0BOpPEIHOTO YBpEXKTaHE UMa C1a00 BIUSHUE BHPXY CIIMMUHAPAHETO HA TPAOCKTEINH HUITH HETOBUTE
MeTabOoJIHTH.

Yeprodpobuo yepesicoane

EdexTpT Ha uepHOAPOOHO YBpEKaaHEe BBPXY (papMaKOKMHETHKATa Ha TPAOEKTEUH € OLCHEH IIpU

15 manuenTy ¢ pak npu a03u, Bapupamu ot 0,58 10 1,3 mg/m?, npunaranu noa Gpopmara Ha 3-yacosa
uHby3us. CpeHo TeoMeTpHYHATA /1032 Ha HOpMaJIu3upaHa ekcro3uius Ha tpadekreant (AUC) ce
yBemmu# ¢ 97% (90 % JAU: 20%, 222%) npu 6 manueHT ¢ yMEpeHO YepHOAPOOHO YBpEKIaHe
(moBuIIeHN HUBA Ha cepyMeH ounupyouH ot 1,5 1o 3 x ULN u yBenuyenve Ha aMHHOTpaHChepaznuTe
(AST unu ALT) < 8 x ULN) ciien npunaraie Ha eiuHuYHa 103a tpadekreaun 0,58 mg/m? (n=3) unu
0,9 mg/m? (n=3) B cpaBHEHHE ¢ 9 NALMEHTH ¢ HOPMAJIHA YEPHOAPOOHA (PYHKIMS CIIe]] IPHIAraHe Ha
eIMHMYHa 103a TpabexTenun 1,3 mg/m? (Bx. Touku 4.2 u 4.4).

5.3 TIlpeakIVHUYHYU JAHHU 32 0€30MACHOCT

HeknuHUYHUTE TaHHU cOYaT, Yye TPaOEKTeIUH UMa OrpaHu4eH e()eKT BbPXY KapAuOBacKyJIapHarTa,
pecnupaTopHaTa U IICHTpallHaTa HEPBHA CUCTEMA MPH €KCIIO3UINH 10/ TePaNleBTUYHUS KIMHHYCH
Imanas3oH, mo otHomenue Ha AUC.

Edexrure Ha TpabekTeMH BHPXY KapIMOBaCKyJapHATa M PECIIMpaTOpHa QYHKIUS ca U3CIIeIBAHH in
vivo (aHEeCTe3MpPaHU ABJIToonaraTi Makaim). Cxema ¢ 1-gyacoBa uH(Y3uUs ¢ N30paH 3a MOCTUTAHE HA
MaKCUMAaTHH T1a3MeHH HUBA (Ciax CTOWHOCTH) B TPAHHUIIMTE HA TE3W, HAOJFOTaBaHM B KIIMHUKATA.
Jocturaarute mna3MeHu HuBa Ha Tpabekrenus ca ¢ 10,6 + 5,4 (Cpax), TO-BUCOKH OT TE3H,
JOCTUTHATH TIPH TANMEHTH ciien uadysus Ha 1 500 pg/m? 3a 24 yaca (Cmax o1 1,8 £ 1,1 ng/ml) u
moT0OHU Ha Te3, IOCTHTHATH CJIe]] IIpUiIaraHe Ha ChlaTa J103a B 3-yacoBa WHQY3Us

(Cmax o1 10,8 £+ 3,7 ng/ml).

Muenocyrpecust ¥ XelaTOTOKCUYHOCT Ca UICHTU(PUIIMPAHH KaTO ITbPBUYHHU MPOSBH HA TOKCHYHOCT
3a TpabekreauH. HabmoqaBanuTe HaX0AKH BKIIFOYBAT XEMATOIIOSTHYHA TOKCUYHOCT (TEkKKa
JICBKOTICHHS, aHEMHUSI, JINM(POUIHA U KOCTHOMO3bYHA JICTIJICIINs ), KAKTO U IMOBHIIICHUS HA
yepHOAPOOHUTE (DYHKITMOHAIHA MTOKA3aTeld, XENaTolelyJIapHa JereHepalnsi, HHTECTHHATHA
eMUTeNTNaTHA HEKPO3a U TeXKKH JIOKATHA PEAKIMK Ha MSICTOTO Ha MHXEKTHUpaHe. PeHanHn
TOKCHKOJIOTHYHHU TIPOMEHH Ca OTKPUTH TIPH MYITHIMKINYHA TPOYIBAHUS 32 TOKCHIHOCT, TIPOBEICHU
pu MaiiMyHH. Te3n HaXOKK ca BTOPHYHHU Ha TEXKKa JIOKAJTHA PeaKITis Ha MACTOTO Ha MPUIIOKEHUE U
Mopajiv TOBa HE € CHUT'YPHO, Y€ Ce JIbJDKAT Ha TpabekTeuH. HezaBucumo oT ToBa, TpsOBa 1a ce
00BpHE TIOBHIIIEHO BHUMaHHE MTPHU WHTEPIIPETUPAHE HA TE3W PEHATHU HAXOJKH U CBhp3aHa ¢
JICUCHHETO TOKCUYIHOCT HE MOXKe J1a ObJie M3KITIOUCHA.

TpaOexTeMH € TeHOTOKCUYCH, KaKTO in Vitro, Taka u in vivo. HiMa U3BbpIeHN TBITOCPOYHH
MPOYYBAHUS 32 KAHIICPOTCHHOCT.

He ca npoBexnanu mpoy4yBaHus 10 OTHOIIEHHE Ha QEepTHIINTETA C TPAOCKTEANH, HO OTPAHUYCHU
XUCTOMATOJIOTMYHU U3MEHEHHUS ca HaOMMI01aBaHU B TOHAIUTE MPH MPOYYBAHUS 32 TOKCUYHOCT MPH
MHOTOKpPAaTHO TpuiiokeHue. [lopaan ecTecTBOTO Ha ChbeTUHEHUETO (IIMTOTOKCUYHO U MYTareHHoO),
MMa BEPOSITHOCT Ja 3aCeTHE PENPOAYKTHBHATA CIIOCOOHOCT.

B npoyuBane npu OpeMEeHHU ILTHXO0BE, HAa KOUTO € MPWIOKeHa eJHOKpaTHa i.v. no3a 0,061 mg/kg
C-rpabekTeun, ce HabIIO1aBa MPEMUHABAHE NPE3 IUIAIIEHTATa U (heTaIHA EKCIIO3UIIS HA
TpabekTeqH. MakcuManHaTa paJnoaKTHBHA KOHIICHTPAIMs BbB (hPeTATHUTE THhKAaHU € CXO/HA C Ta3n
B Maif4MHAaTA IJIa3Ma WK KPBB.
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6. DOAPMALEBTUYHU JAHHU
6.1 Choucbhbk HA IOMOIIHUTE BellleCTBA
3axapo3a

Kanues aquxuaporendocdar

®docdopHa kucenuHa (3a Kopekius Ha pH)
Kamues xunpokcuns (3a kopeknus Ha pH)

6.2 HecbBMeCTUMOCTH

Tpabexrenun Accord He TpsOBa ja ce CMECBa MITH pa3pek/a ¢ APYTH JIGKAPCTBEHH MPOAYKTH, C
M3KJIFOYEHNE HA IIOCOYECHUTE B TOYKa 6.6.

6.3 Cpok Ha roaHOCT

HeorBopenu diiakoHn

Tpabdexkrennn Accord 0,25 mg
24 mecemna

TpabdexkTennn Accord 1 mg
24 mecena

Cren peKOHCTUTYHPAHE

JlokazaHa e xuMHuuHa ¥ ¢puzndHa ctaduaHocT 3a 30 yaca mpu 20 °C g0 25 °C u 2 °C mo 8 °C.

OT MUKpOOHOIOTYHA TJIeHA TOUKA PEKOHCTUTYHPAHUAT pa3TBOP TpsiOBa 1a ObJlie pa3peacH U
ynotpebeH He3abaBHO. AKO He OBJIe pa3peicH U yHoTpeOeH He3abaBHO, IEPHOABT Ha N3TIOI3BAHE U
YCIIOBUSTA 33 ChbXPaHEHHUE NPey YIOTpeOa Ha PeKOHCTUTYUPAHUSI IPOAYKT ca OTTOBOPHOCT Ha
notpeduTens 1 OOMKHOBEHO He Tpsi0Ba 1a HagBUIIaBatr 24 yaca npu temneparypa 2 1o 8 °C, ocBeH
aKO PEKOHCTHTYHPAHETO € N3BBPIICHO MPU KOHTPOIMPAHH U BATHINPAHN ACEITUYHN yCIIOBHSL.

Cren paspexxaane

JlokazaHa e xumMHu4Ha 1 ¢pu3ndHa ctadmiHocT 3a 30 gaca 0 25 °C.

OT MHKPOOHOJIOTMYHA TJIe/THA TOYKA, OCBEH aKO METOIBT Ha OTBAPSHE/PEKOHCTUTYHPaHe/pa3pexkIaHe
M3KJII0YBA PHCKA OT MUKPOOHO 3aMBbpCsiBaHEe, IPOAYKTHT TPSOBA Aa c€ M3MOI3Ba He3abaBHO. AKO HE
ce M3M0JI3Ba BeJHara, BpEMETO U YCIOBHUATA Ha ChXPAHEHUE Ca OTTOBOPHOCT HA TOTPEOUTEIS.

6.4 Crnenuananu ycJI0BHs HA CbXpaHeHHe

Ja ce cpxpansBa B xnamutHUK (2 °C - 8 °C).

3a yclioBUsTa Ha ChbXPAaHEHHUE CJIC PEKOHCTUTYHUPAHE U pa3pekaaHe Ha JICKAPCTBCHHS MPOIYKT BHXKTE
TOouka 6.3.

6.5 Buau chabp:KaHUe HA ONAKOBKATA
Tpaoekreaun Accord 0,25 mg

®dJ1akoHU OT CTHKJIO THI | Che 3amyinaika oT OpoMOOYTHIOBA T'yMa, IIOKPUTA C OTUYIIBAIIA CE
alyMUHHEBa 00KaTKa ¢ ThMHOCHH IIJIAaCTMACOB JTUCK, Chabpxkainiu 0,25 mg TpabekTe 1.

Bcesika kapToHeHA KyTHS ChABPKa €MH (DJIaKOH.
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Tpaoektenun Accord 1 mg

®drakoHU OT CTHKJIO THM | Che 3amymanka oT OpoMOoOyTHIOBA T'yMa, IIOKPUTA C OTUYIIBAIIA C&
aJyMHHHEBA 00KaTKa ¢ ThMHOCHH IIACTMACOB JWCK, ChIbPKaNTy 1 mg TpabeKTe v H.

Bcesika kapToHeHa KyTHsI ChIbpKa €IUH (IaKoH.
6.6 CrnenuajaHu npeanasHu MepKHU NP U3XBbPJisiHe U padoTa

HOI[FOTOBKa 3a HHTPABCHO3HA I/IH(i)V3I/I$I

Tpabekrenun Accord TpsOBa a ce pEeKOHCTUTYHpPA U JOITBIHUTEITHO JIa CE Pa3peIu Mpean
UHTpaBeHO3HA HHQY3us. TpsaOBa Jia ce U3MOI3Ba MOIXOIAIIA ACSTITHYHA TEXHHKA 33 IPUTOTBSIHE Ha
WH(Y3MOHHUS Pa3TBOP (BXK. YKa3aHMS 32 PCKOHCTHTYHUPAHE U 32 pa3pexkaane).

Korato ce n3non3sa B kombunanus ¢ PLD, nHTpaBeHO3HUS BT TPSIOBA A ce MMPOMHBA 100pe C
MH(Y3HOHEH pa3TBop Ha rimoko3a 50 mg/ml (5%) cinen npunoxenneto Ha PLD u npenun
npuinoxxkenueto Ha Tpabektenun Accord. YnoTtpebarta Ha BCeKH APYT pa3peauTel OCBEeH HHPY3HOHEH
pasTtBop Ha rimoko3a 50 mg/ml (5%) 3a npomMuBaHe Ha TO3W UHTPABEHO3EH ITT MOXKE JIa IPHINHN
npenunurtanysa Ha PLD (Bx. KpaTtka xapakrepuctuka Ha npoaykTa Ha PLD 3a KOHKpeTHH yKa3aHus 3a
paborta).

Vkazanus 3a pexoncmumyupane
TpadexTenun Accord 0,25 mg

Bceku dumakon, ceappikain 0,25 mg TpabekTeanH, ce peKOHCTUTYHpa ¢ 5 ml BoJa 3a MHKEKLUH.
[onyuenust pa3zrBop uma koHueHntpanus 0,05 mg/ml u e camo 3a enHOKpaTHa yHoTpeoa.

W3mnosn3Ba ce CpUHIIOBKA, 32 JIa C& MHXKEKTHpAT 5 ml CTepuiIHa BOJIA 338 MH)KEKIIMK BbB (hIaKoHa.
®d1akOHBT J1a Ce PA3KIATH J0 IIBJIHO pa3TBapsHe. PEKOHCTUTYUPAHUAT pa3TBOP € OUCTHP, OC31BETCH

HWJIN JICKO XBJIITCHUKAB, IIPAKTUYICCKU oe3 BUIHMMH YaCTHUIIH.

To3zu pekoHcTUTYHpaH pa3TBop chabpka 0,05 mg/ml Tpadbekreaun. Toii ce HykIae OT JOBIHUTEIHO
paspexIaHe U € caMo 3a €AHOKpaTHA yrnoTpeoda.

TpadexTennn Accord 1 mg

Bceku daakon, chabpikai 1 mg tpabexTeauH, ce pekoHcTuTyrpa ¢ 20 ml Boja 3a HHKEKIIHH.
[MomyuenusT pazrBop uma kouneHTparus 0,05 mg/ml u e camo 3a eqHOKpaTHA yHoTpeoda.

W3non3sa ce CIpUHIIOBKA, 32 J1a ce HHkekThpat 20 ml crepriiHa BoJa 3a MHKEKIMH BbB (prakoHa.
OnakoHBT TPSIOBA [a ce pa3KiaTH 10 IIBIHO pa3TBapsiHe. PEeKOHCTUTYHpaHUAT pa3TBoOp € OUCTHD,

663HB6TCH WA JIEKO XBJITCHUKAB, MIPAKTUICCKHU 0e3 BHJHUMH YaCTHIIH.

To3su pekoHcTUTYHpaH pa3TBop cbabpka 0,05 mg/ml Tpadbekreaun. Toii ce Hy»)ae OT JOMBIHUTEITHO
paspexIaHe U € caMo 3a €AHOKpAaTHA yrnoTpeoda.

Vkaszanus 3a paspesicoane
PexoHCTHTYMpaHUAT pa3TBOP TPsAOBA 11a ce pa3peny ¢ HHPY3HOHEH pa3TBOpP Ha HATPHEB XJIOPHUL

9 mg/ml (0,9%) wiu uHdpy3uoHEH pa3TBOp Ha rroko3a S0 mg/ml (5%). HeoOxoaumust obem TpssOBa
Jla Ce U3YUCITH, KaKTO CIIe/IBa:
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O6em (ml) = BSA (m?) x namBuayansa go3a (mg/m?)
0,05 mg/ml

BSA = TtenecHa moBbpXHOCT

AKXO IPUIIOKEHHUETO IIIe Ce N3BBPINIBA YPEe3 EHTPAIECH BEHO3EH BT, ChOTBETHOTO KOJIMYECTBO
PEKOHCTUTYHpaH pa3TBOp TPsOBa Aa ce N3TerNu oT (IlaKoHa U Ja ce 100aBu KbM HH(Y3HOHEH Cak,
cpabppkant > 50 ml pazrBoputen (MHGY3HMOHEH pa3TBOp Ha HaTpueB xjopua 9 mg/ml (0,9%) unu
MH(Y3MOHEH pa3TBOp Ha rimoko3a 50 mg/ml (5%)), npu KOeTo KOHIEHTpaLusITa Ha TpaOEKTEANH B
uH¢py3uoHHusA pa3teop e < 0,030 mg/ml.

AKO He € Bb3MOKEH LICHTPaJICH BEHO3EH JIOCTHII U TPsiOBa J1a ce U3M0II3Ba reprudepeH BeHO3EH IbT,
PEKOHCTUTYHMPAHMST Pa3TBOP TPsAOBa Jia ce J00aBU KbM HH(Y3UOHEH cak, chabpkamt > 1 000 ml
pasTBOpHUTEN (MHY3HOHEH pa3TBOp Ha HaTpueB xJopua 9 mg/ml (0,9%) unn nHpy31OoHEH pa3TBOP HA
rroko3a 50 mg/ml (5%)).

[lapenTepannute pa3TBOpH TPAOBa 1a ce oriaenaT 3a BUAUMH YacTULM npeau npunarane. Ciex KaTo
ce MPUrOTBH, HHPY3UATa TPAOBaA [a ce MPHIIOKH He3a0aBHO.

VYkazanus 3a paboTa U U3XBbPIISHE

Tpabekreann Accord e IUTOTKCUYEH MPOTHBOPAKOB JICKAPCTBEH MPOIYKT U, KAKTO U TIPH JIPYTH
MOTEHIIUATHO TOKCUYHU CHhEeTNHEHMsI, C€ M3UCKBA MOBUIIIEHO BHUMaHKe Tipu padota. TpsadBa na ce
CIIeZIBaT NpOLEAYPUTE 3a MpaBUIIHA paboTa M U3XBHPIISTHE HA HIUTOTOKCUYHH JIEKAPCTBEHH MPOLYKTH.
[lepconansT TpsiOBa na ObAe 0OyUEH B MPABUIHUTE TEXHUKH 38 PEKOHCTUTYHPAHE U Pa3pekaHe Ha
JIEKapCTBEHUS MPOAYKT M TPsiOBA J]a HOCH 3aIIMTHO OOJIEKIIO, BKIIFOYBAIIIO MacKa, 3alllUTHA OYNIIa U
PBKaBHILM 110 BpeMe Ha PEKOHCTUTYUPaHE U pazpexaaHe. bpeMeHHH )KeHU OT epcoHana He TpaOBa aa
paboTAT C TO3M JIEKAPCTBEH MPOAYKT.

[Ipu citygaeH KOHTAKT ¢ KOXKaTa, OYUTE MW JINTABUIINA, MICTOTO TPSOBa HE3a0aBHO J1a C€ M3ITIAKHE C
OOMJIHO KOJIMYECTBO BOJIA.

He ca nabmronaBann HEChbBMECTUMOCTH MEXKAY TpaOEKTeIUH U OyTHUIIKH OT CTBHKJIO THII |,
nonusuHMWIXIOpUAHY (PVC) 1 monmuerunenosu (PE) cakoBe u cuctemu, KakTo U MOJIMU30NPEHOBH
pe3epBOapy ¥ TUTAHOBU CHCTEMH 32 BaCKyJapeH JIOCTHII 3a UMILIaHTHPaHE.

Hewsnon3BaHusT JI€KapCTBEH MPOAYKT WK OTHAAbYHUTE MaTepPHAId OT HEro TPsIOBa Ja ce U3XBBPIIAT
B ChOTBETCTBHE C MECTHUTE M3UCKBAHUS 32 [IMTOTOKCUYHH JIEKAPCTBEHH MPOJTYKTH.

7. NPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n

Edifici Est, 6a Planta

08039 Barcelona

Hcnanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

TpaOexkrenun Accord 0,25 mg

EU/1/24/1902/001
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Tpaoektenun Accord 1 mg

EU/1/24/1902/002

9. JATA HA ITBPBO PA3PEIIABAHE/IIOJJHOBSBAHE HA PAPEIHIEHUETO 3A
YIIOTPEBA

[laTta Ha mepBO paspemasane: 25 anpuia 2025

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[TonpoOHa uHoOpMaLKs 3a TO3M JEKapCTBEH MPOAYKT € MPeIocTaBeHa Ha yeOcaiiTa Ha EBpomneiickara
areHIus 1o JieKapcTBaTa https://www.ema.europa.eu.
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IMPUJIOKEHHUE 1T

MNPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOKJIABAHE
HA ITAPTHU AN

YCJIOBUA NJIN OT'PAHUYEHUA 3A TOCTABKA U
YIHOTPEBA

APYI'N YCJIOBUS N U3BUCKBAHUSA HA
PASPEHIEHUMETO 3A YIIOTPEBA

YCJIOBUA NN OTPAHUYEHUS 3A BE3OITACHA 1

EDOEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUA
MHPOAYKT
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A MMPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOX/JABAHE HA ITAPTUIHN

Hme u agpec Ha TPOM3BOIUTENS, OTTOBOPEH 32 OCBOOOKIaBaHE HA MAPTHINTE

Accord Healthcare Polska Sp.z.0.0.
UL Lutomierska 50,
95-200, Pabianice, ITomma

U

Pharmadox Healthcare Ltd.
KW20A Kordin Industrial Park,
Paola, PLA3000, Manta

U

Accord Healthcare Single Member S.A.
64th Km National Road Athens, Lamia, 32009, I'bprus

OrneuaraHaTa JIMNCTOBKA Ha JICKApCTBCHUSA IPOAYKT Tpi[6Ba Ja CbAbpiKa UMCTO U a/ipecCa Ha
MMPpOU3BOAUTCIIA, OTTOBOPCH 34 OCBO60)K,Z[aBaH€T0 Ha CbOTBCTHATA MMAPTHUAA.

b. YCJI0OBHMA NWIN OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHHUSAT MPOYKT C€ OTITyCKa 110 OTPaHUYEHO JeKapcko npeanucanne (Bx. Ipunoxenne I:
Kpatka xapakTeprcTika Ha MpOAyKTa, TOUKa 4.2).

B. JAPYI'M YCJIOBUSA U UBUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA

. Iepuoguynm akTyaJau3upanm 1okjaagu 3a oezonacuoct (ITAIB)

W3uckBanusra 3a nonasane Ha [TAJIb 3a To31 JIeKapCTBEH MPOAYKT ca IOCOYEHH B CITUCHKA C
pedepentaute natu Ha EBponerickus cpio3 (EURD cnucek), npeasuaes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIE/IBAIH aKTyJIM3aIMH, TTyOJIUKYBaHH Ha €BPOICHCKHS
yeOmnopTain 3a JeKapcTBa.

. YCJIoBUs WJIN OT'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TIPOAYKT

. Ilnan 3a ynpasJjienue Ha pucka (ITYP)

[IpurexxatensaT Ha pasperienuero 3a ynorpeda (IIPY) Tps6Ba na n3BbpIIBa H3UCKBAHUTE IEHHOCTU U
JeHCTBUS, CBBP3aHU C IIPOCIeAsIBaHe Ha JeKapcTBeHaTa 0€30IacHOCT, ocoueHH B ogoopenus 11YP,
npezcraBed B Moayin 1.8.2 Ha pa3penieHueTo 3a ynorpeda, KakTo U BbB BCHYKH CIIE/IBAIIHA 0JJ00pEHH
akTyanu3anuy Ha ITYP.

Axtyanusupas [IYP tpsa6Ba na ce noznasa:
® 10 MCKaHe Ha EBpornelickara areHIus 10 JeKapcTBaTa;
® BHHAIH, KOTaTO C€ M3MEHS CHCTeMaTa 3a yIpaBlieHHEe Ha PUCKa, 0COOCHO B pe3yTar Ha
NoJy4aBaHe Ha HOBa MH(popManus, KOATO MOXE Aa AOBEAE 0 3HAYMMHU IIPOMEHH B
CHOTHOILIEHHETO M0JI3a/PUCK, WIH CJIeA JOCTUI'aHE Ha Ba)KEH eTal (BbB BPB3Ka C
npociie/isBaHe Ha JICKapCTBeHAaTa 0€30MAaCHOCT WIIM CBEX/IaHE Ha PUCKA O MUHUMYM).
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ITPHUJIOKEHHUE III

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

KAPTOHEHA KYTHUSI - 0,25 mg ¢aaxon

1. HNME HA JJEKAPCTBEHUA ITPOAYKT

Tpabekrenun Accord 0,25 mg npax 3a KOHLIEHTPAT 3a MH()Y3UOHEH Pa3TBOP
TpaOeKTeIUH

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bceexn dnakon cpaspka 0,25 mg TpabekTeauH.
1 ml ot pekoHCcTUTYHpaHUSI pa3TBOp chabpka 0,05 mg TpabekTeuH.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

Corabpika ChILO: 3aXapo3a, Kajaues quxuaporendocdar, pochopHa KUCENMHA U KAJIUEB XUIPOKCH.
3a mombIHATETHA WH(POPMAIIHSI, BUKTE JTUCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

[Ipax 3a KOHIEHTpAT 32 HHPY3UOHEH Pa3TBOP
1 dbnakon

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

3a UHTPABEHO3HO MPUIIOKCHUE CIIE PEKOHCTUTYHPAHE U AOMBIHUTEIHO Pa3pexkaaHe.
[Ipenu ynoTpeba npoyerere JINCTOBKATA.

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA M IOCEI'A HA JIELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HCAOCTBITHO 3a JICHa.

‘ 7. JAPYI'U CHEHUAJIHM ITPEAYIPEXXKJEHU A, AKO E HEOBXOJUMO

HHTOTOKCH‘[HO: aa ce paﬁoTn C MOBHIICHO BHUMAHHE.

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

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

Jla ce chxpaHsiBa B XJIaTWIHHK. 32 YCIOBUATA HA ChXPaHEHHE CIIe/I PEKOHCTUTYHPAHETO U
paspekIaHeTo Ha JIEKAPCTBEHUS MPOJYKT BIKTE JIMCTOBKATA.
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10. CIHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

Hewnsnon3BaHUAT NPOAYKT WM OTNIAABYHUTE MaTEPUAIH OT HETO TPAOBa /1a ce M3XBHPIIAT B
CHOTBETCTBHE C MECTHUTE U3UCKBAHUSL.

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

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6a Planta

08039 Barcelona

Wcnanus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/24/1902/001

13. HAPTHUJIEH HOMEP

ITaptunen Ne:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

[puero e ocHOBaHMeE /1a HE ce BKIIIOYM HH(pOpManus Ha bpaiinosa az0yka.

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUKAJIEH UWIEHTUOUKATOP — JAHHHU 3A YETEHE OT XOPA

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

ETuker Ha ¢uakon — 0,25 mg ¢urakon

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

Tpabektenun Accord 0,25 mg npax 3a KOHLIEHTPAT
TpaOeKTeIH
Lv.

‘ 2. HAYYH HA ITPNJIOKEHHNE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIN

0,25 mg

6. JIPYTO
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS — 1 mg ¢nakoH

1. HNME HA JJEKAPCTBEHUA ITPOAYKT

Tpabektenun Accord 1 mg npax 3a KOHLIEHTPAT 3a HHPY3HMOHEH Pa3TBOP
TpaOeKTeIUH

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bceekn dmakon cpappika 1 mg TpabekTenuH.
1 ml ot pekoHCcTUTYHpaHHsI pa3TBOp chabpka 0,05 mg TpabekTeuH.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

Coabpika ChILO: 3aXapo3a, Kajaues quxuaporendocdar, pochopHa KUCENMHA U KAJIUEB XUIPOKCHI.
3a mombIHATETHA WH(POPMAIIHSI, BUKTE JTUCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

[Ipax 3a KOHIEHTpAT 32 HHPY3UOHEH Pa3TBOP
1 dbnakon

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

3a UHTPABEHO3HO MPUIIOKCHUE CIIE PEKOHCTUTYHPAHE U AOMBIHUTEIHO Pa3pexkaaHe.
[Ipenu ynoTpeba npoyerere JINCTOBKATA.

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA M IOCEI'A HA JIELTA

I[a CC€ CbXpaHsBa Ha MACTO, HEAOCTBITHO 3a JCa.

‘ 7. JAPYI'U CHEHUAJIHM ITPEAYIPEXXKJEHU A, AKO E HEOBXOJUMO

HHTOTOKCH‘[HO: aa ce paﬁoTn C MOBMIICHO BHUMAHHE.

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

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHHUE

Jla ce chxpaHsiBa B XJIaTWIHHK. 32 YCIOBUATA HA ChXPaHEHHE CIIe/I PEKOHCTUTYHPAHETO U
paspexIaHeTo Ha JIEKAPCTBEHUS MPOJYKT BIKTE JTMCTOBKATA.
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10. CHEINUAJIHU ITPEAITIASHU MEPKHU ITPU U3XBBPJISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

Hewsnon3BaHUAT TPOAYKT WK OTNIAABYHUTE MaTEPUAIIM OT HETrO TPAOBa /1a ce M3XBBPIIAT B
CHOTBETCTBHE C MECTHUTE U3UCKBAHUSL.

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

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6a Planta

08039 Barcelona

Wcnanus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/24/1902/002

13. HAPTHUJIEH HOMEP

[Taptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

[puero e ocHOBaHMeE /1a HE ce BKIIIOYM HH(pOpManus Ha bpaiinosa az0yka.

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUKAJIEH UIEHTUO®PUKATOP — JAHHHU 3A YETEHE OT XOPA

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

ETuker Ha ¢uiakon — 1 mg ¢urakon

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

Tpabektenunn Accord 1 mg npax 3a KOHLIEHTPAT
TpaOeKTeIH
Lv.

‘ 2. HAYYH HA ITPNJIOKEHHNE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIN

1 mg

6. JIPYTO
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Bb. IUCTOBKA
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JlucroBKa: l/IH(l)OpMalII/lﬂ 3a manueHTa

TpabGexkTennn Accord 0,25 mg npax 3a KOHIEHTPAT 3a HHPY3HOHEH Pa3TBOP
TpaGexTennn Accord 1 mg nmpax 3a KOHIEHTPAT 32 HH(PY3HMOHEH Pa3TBOP
trabectedin (TpadekTenuH)

IIpoyeTeTe BHUMATEIHO LSAJIATA JUCTOBKA, IPEAH 1A 3all09HeTe 1A N3110J13BaTe TOBA
JIEKapCTBO, Thil KaTO TS ChABbP:Ka BakHa 32 Bac nundopmanus.

- 3amazere Tas3u JUCTOBKA. MOXe 1a ce HAIOXKH J1a s IPOYETETE OTHOBO.

- AKo0 uMare HSIKaKBU JIOITbJIHUTEIHU BBIIPOCH, TonuTaiiTe Bamms nexap.

- AKO MOTy4YuTe HIKAKBU HEXKEJAHU peakiuu, yBenomere Bamus nekap. ToBa BkiarouBa u
BCUYKH Bb3MOKHU HEXEJIaHU PEaKIIMK, HEOIMCAaHU B Ta3M JIUCTOBKA. BikTe Touka 4.

Kakso CbABbPiKa Ta3u JUCTOBKA:

Kakgo npeacrasnsBa Tpadekrenun Accord 1 3a KaKBO ce U3II03Ba
Kakgo Tpsi6Ba na 3naere, npenu na npuemete Tpabekrenun Accord
Kak na nznonzsate Tpabekreaun Accord

BB3MOXKHI HEXEITaHN PEaKIuH

Kaxk na cexpansBate Tpabekrenun Accord

ChrpprkaHne Ha OTIAKOBKATA U IOMBIHUTETHA HHPOpMANnsI

A e

1. Kaxkso npeacraBiasBa TpabexkTeann Accord u 3a KaKBO ce N3M0JI3Ba

Tpabektenun Accord chIbpiKa aKTHBHOTO BelIeCTBO TpabekTenuH. Tpabexkreaun Accord e
IIPOTHBOPAKOBO JIEKApCTBO, KOMTO JEHCTBA, KATO BH3NPEIATCTBA PAa3MHOKABAHETO HA TYMOPHHUTE
KJIETKH.

Tpabektenun Accord ce u3MoI3Ba 32 JICUCHHUE HA MAIMEHTH C HAIPEAHAN CApKOM Ha MEKUTE ThKaHH,
MPY KOWTO MPUIIAraHUTE TIPS/ TOBA JICKAPCTBA HE Ca JIAIN PE3yJITaT WU MaIUCHTH, TP KOUTO TE3H
JIeKapcTBa He Morar Aa OpnaT npuiaranu. CapkoMbT Ha MEKUTE ThKAaHU € 3JI0Ka4eCTBEHO 3a00IIsIBaHe,
KOETO 3aIl0YBa HAKBJE B MEKUTE ThKaHU, KATO MYCKYJIMTE, MACTHATA ThKaH WU JAPYTUTE ThKaHU
(HanmpuMep XPYIsUTA WIH KPHBOHOCHHU CHIIOBE).

Tpabextenun Accord B KOMOMHAIUS C MIETITUPAH JIMITO30MeH gokcopyounmH (PLD — npyro

NPOTHBOPAKOBO JIEKAPCTBO) CE M3MOJI3BA 32 JICUCHUE HA MMALlUEHTH C PaK Ha AWYHUKA, PELIUIUBUPAI

cJie]] Haii-MaJiko | TpeIuIHO JIeYeHne, KOUTO He ca Pe3UCTEHTHH Ha IMTPOTHBOPAKOBH JIEKApCTBa,

ChIbPKALIM ChbeMHEHU Ha MJIaTHHA.

2. KaksBo Tpsi0Ba 1a 3Haete, npeau Aa npuemerte Tpadexkreann Accord

He npuemaiite TpaGexTequn Accord

- aKo CTe aJepPruyHM KbM TPAOEKTEJNH WM KbM HSAKOS OT OCTAHAJIMTE ChCTaBKM HA TOBA
nexapcTBo (M30poeHu B ToUKa 6);

- aKO UMaTe TeKKU HHPEKINH;

- aKo KbpPMHTE;

- aKo By mpezicTon BakCHHANUS CPEILy KbJITa TPECKa.

IIpenynpesxaeHusi U Mpeana3sHl MEPKH

I'oBopere ¢ Bamms nekap, npeaun na usnonssate Tpadexreann Accord.
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Tpabektenun Accord nnu HeroBaTa komOuHanus ¢ PLD He TpsOBa J1a ce U3MoJI3Ba, aKO UMaTe TEKKO
4epHOIPOOHO, OBOPETHO WITH CHPACUYHO YBPEKIAHE.

Kaxere na Bamus nekap, ako 3HaeTe WIK MOI03UPATE, Ye UMATE HIKOW OT CICTHUTE MPOOIIeMU
IpeIy 3anouyBaHe Ha jeueHue ¢ Tpadbekreaun Accord:

YepHOAPOOHH Wi OBOpedHn mpobIemMu;

CBhpPJEYHHN MPOOJIeMH WIN aHaMHe3a 32 ChPACYHH MTPOOIIeMHU;

JeBokamepHa gpakuus Ha u3tinackane (LVEF) mox gonHara rpaHuiia Ha HOpMara;
B MHUHAJIOTO CTE IOJIy4YaBaJIi JICUEHUE C BUCOKA /1032 aHTPALUKIIMH.

TpsiOBa He3a0aBHO Ja MOTHPCUTE METUIIMHCKA ITOMOIII TIPH MOSIBA HA CIICTHUTE ChCTOSHHUS:

e  AKo pa3BueTe Tpecka, Thil kato Tpabexrennn Accord MOXe Ia MPUYNHHU HEXETaHU PEaKIHH,
3acsiTand KPhBTa M YePHUS IPO0.

e  Axo mponbinKaBa ja Bu ce rajm, moBpblaTe WK HE CTE€ B ChCTOSIHUE Ja TUETE TEYHOCTH H
Mopajy TOBa OTAEISATE O-MaJIKO YPUHA, BBIIPEKH 4e ca Bu ganeHu nexkapcrsa NpoTHB
MOBpPBIIAHE.

e  AKO M3NMTBAaTe TEXKa MYCKyJIHa 00JIKa WK ciabocT, Thil KaTo TS MOXKe 1a ObJie MPU3HAK Ha
yYBpeXKIaHe Ha MyCKyJIHTe (pabJIoMHONN3a, BUXKTE TOUKa 4).

e  Axo 3abenexute, ue nH(py3uara Tpadexktenun Accord u3Tn4a U3BHH BeHaTta Bu mo Bpeme Ha
BiMBaHe. ToBa MOXe A3 NPUYMHH YBPEXIaHE U CMBPT HAa ThKAHHUTE KJIETKH OKOJIO MSICTOTO Ha
WH)XEKTUpaHe (ThKaHHa HEKPO3a, BUXKTE ChIIO TOUKa 4) KOETO MOXKE /1a HAJIOXKH XUPYPruuHa
onepauus.

e  AKO MMare anepruyHa peaxius (CBpbX4yBCTBUTENHOCT). B To3u ciyuait mpu Bac Moxe ma
BB3HUKHAT €IMH MM TIOBEYE OT CIEIHUTE CUMIITOMH: ITOBHIIICHA TEMIIEpaTypa, 3aTPyAHEHO
JUILIaHe, YePBEHUHA WIN 3aUepBABaHE HA KOXKaTa, U1 OOPUB, raIeHE WM NOBPBIIAaHE (BUKTE
TouKa 4).

e  AKo 3a0enexuTe HeOOsICHIM YaCTUYCH WIIH TeHEepAIM3UPaH OTOK (€1eM) C BB3MOKHO
MpUMAaIISBSHE, 3aMassHOCT WIIM JKaXkJa (HUCKO KpbBHO HajsiraHe). ToBa MOXe Ja € MPU3HAK 3a
3a0o1s1BaHe (CHHIPOM Ha HapylleHa KalwIIpHa IPOITyCKINBOCT), KOETO MOXeE Jja PUIUHU
[IPEKOMEPHO HATPYIBAaHE HAa TEYHOCT B ThKAHUTE, M N3UCKBA CIICIIHA MEIULINHCKA OLIEHKA OT
Bamus nekap.

Jleua v roHOIIN

Tpabekrenun Accord He TpsiOBaA J1a CE U3IOJI3BA MPH MAIUEHTH ChC CAPKOMH B JICTCKA BB3PacT, O]
18 roguaM.

JApyru nexapcrBa u Tpabexkrennn Accord

TpsiOBa na kaxxeTe Ha Bammms jgekap, ako mpuemMare, HaCKOpO CTe MpHeMay Wi € Bh3MOXKHO J1a
rpueMare IpyTrH JIeKapCcTBa.

He Tpsi6Ba na usnonspare Tpabekrenun Accord, ako Bu npeacTon BakCHHAINS CPENLy KbITa TpecKa
1 HE ce ImpernophyBa aa u3non3sare Tpabdexreaun Accord, ako Bu npencron BakCHHAIUS ¢ BAKCHHA,
ChIbpIKAIIA KUBH BUPYCHHU YacTUIM. EQEeKTHT Ha ekapcTBa, ChbpKaIy GeHUTOUH (TIpH
SIHUIICTICHS ), MOKe J1a O'bJIe HaMaJIeH, aKo ce IpuJiaraT 3aeHo ¢ TpabektenuH Accord, mopaau KoeTo
TOBA HE CE€ TPENOPHYBA.

AKO U3IT0NI3BaTe HAKOE OT CIIEJHUTE JIEKApCTBa 10 BpeMe Ha JieueHHeTo cu ¢ Tpabekrenun Accord, e
Heo0X0IMMO J1a Ob/IeTe BHIMATEITHO HAa0III0IaBaHu, Thil KaTo eexTute Ha Tpabekrenun Accord ca:

e  HaMaJeHH (HampuMep JeKapCcTBa, ChAbPKAIY pUPaMIHUIKH (ITpU OAKTEPUATHU HHPEKITUH),

(enobapOuTan (Mpy eNUIIeTCHs ) WM XXbAT KaHTapuoH (Hypericum perforatum, GUIKOBO
JIEKapCTBO TPH ACTIPECHS) UITH
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®  TOBWINCHU (HAIPUMEp JIEKapPCTBA, ChIIbPKAIIK KETOKOHA30J WK (hIyKOHA30J (TIpy rbONYHH
uHGEKINn), puToHaBUp (MpH MH(QEKIMS ¢ BUpyca Ha YoBelIKusA uMyHeH neduuut [HIV]),
KJIAPUTPOMUIIMH (TIpH OAKTEpUATHU HH(DEKITUH), alIPETUTAHT (32 PEIOTBpaTsIBaHe Ha raJicHe U
MOBPBIIIAHE), IUKIIOCTIOPUH (TTOTHCKA 3allMTHATA CUCTEMa Ha OpraHu3Ma) WK BeparnaMui (IIpu
BHCOKO KPBHBHO HAJISTAHE U ChPACYHU 3a00JISIBaHNSA).

ITopaau ToBa, U3MOI3BAHETO HA TE3HU JieKapcTBa 3aeaHo ¢ Tpabekrenun Accord TpsiOBa 1a ce u304rBa,
aKO € Bb3MOXHO.

Axo npuemate Tpabekrenun Accord umm komOuHarmsara Tpadektenua Accord+PLD 3aenHo ¢
JIEKapCTBO, KOETO MOJKE /1a IPUYMHM YBPEKIaHE Ha YepHUS Apod Win MycKyauTe (pabaomMuonunsa),
MOXe J]a ce Hy’>KIaeTe OT BHUMATEIHO HaOII0IeHHe, Thil KaTO € Bb3MOXKEH IMOBHILECH PUCK 32
yBpeKIaHe Ha YepHUA Apol min MycKyiuTe. JIekapcTBa, ChABPIKAIIM CTATHHH (32 TIOHI)KaBaHE
HHUBATa Ha XOJIECTEPOIIa U Mpeaa3BaHe OT ChPACYHOCHI0BH OOIECTH) Ca MpUMED 3a JIEKapCTBa, KOUTO
MOrar Ja IPUYHHAT MyCKYJIHO YBpEXIaHe.

TpabexkTennn Accord ¢ aakoxoJ

Koncymarnusita Ha ankoxou TpsiOBa aa ce n30srea npu jJeueHne ¢ TpadbekreanH Accord, T KaTo TOBa
MOJKeE J1a YBpEau YepHus ApoO.

BpeMeHHOCT, KbpMeHe U (pepTHIUTET

Bbpemennoct

Tpabektenun Accord He TpsIOBa Ja ce U3IOJI3BA 10 BpeMe Ha OpEMEHHOCT. AKO CTe OpeMeHHa,
cMsTaTe, 4e MoXKe Jia CTe OpeMeHHa WM TUIaHKpaTe OpeMEeHHOCT, TOChBETBalTE ce ¢ Bamus nekap
mpeau yrnorpedara Ha TOBa JIEKapPCTBO.

JKennte ¢ geTepoaCH MOTEHITMAN TPSOBA J1a M3MOI3BaT e(hUKacHA KOHTPAIICIIINA, JOKATO TpHeMaT
Tpabekrenun Accord u 3 Mecera cien Kpast Ha JICUCHHETO.

AKO HacTBITN OPEMEHHOCT, TPSIOBA HE3a0aBHO J1a yBeJOMHTE Bammms ekap u ce nmpenophasa
reHeTHYHA KOHCYJITalus, Thit kato Tpabexkreaun Accord MOXKe Jja MPUUMHU TEHETUYHO YBPEXKIaHE.

Kspmene
Tpabextenun Accord He TpsOBa Ja ce JaBa Ha MAIIMEHTKH, KOUTO KbpMsT. [lopaau ToBa TpsiOBa 1a

MPEYCTAaHOBUTE KBPMEHETO, IIPEIU Ja 3aI0YHETE JICYCHUETO U He TPsiOBa Ja 3a1mo4BaTe OTHOBO Ja
KbpMHTE, TIpeau BamusaT nexap 1a moTBbpAH, Ye TOBa € 6e301acHo.

DepTUIuTeT

Edukacna xoHTpanenmus TpsaoOBa ja Objie U3M0I3BaHa IPU MbXe BbB (epTHITHA BB3pacT, IOKATO
npuemat Tpabekrenun Accord u 5 Mecena ciiei Kpast Ha JICUCHHUETO.

ITanmmenTuTe TPsOBa 1a MOTHPCAT CHBET OTHOCHO 3ara3BaHe Ha SHTEKICTKH WU CliepMa IIpeIn
JICYCHUETO, TIOPaJIN PUCK OT HEOOpaTUMO OE3IUIOANE, JBIDKAIIO Ce Ha JICUCHHETO ¢ TpabekTenuH

Accord.

T'eneTnuna KOHCYJITalus C€ NpEopbiBa CHIIO U IMPU MANUCHTHU, KOUTO Ouxa ucKaiu Ja uMat acna
CJICA JICUCHUCTO.

Ilodupane u padoTa ¢ MAIIMHU

ITo Bpeme Ha nedenueto ¢ Tpabekrenua Accord Moxke Jja ce YyBCTBaTe YMOPEHH U J1a U3ITUTBATE
cnaboct. HenetiTe na modupare uin 1a pabOTUTE ¢ UHCTPYMEHTH WM MAIlllUHK, aKO M3IMTBATES
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HSKOH OT T€3H e(DeKTH.
TpabdexkTennn Accord cbabpKa KaJIul

ToBa jekapcTBO ChABPIKA Kajuii, mo-Manko ot 1 mmol (39 mg) Ha daakoH K Opaay TOBa MOXKE J1a ce
CYHNTA, Y€ TPAKTHYECKH HE ChABPIKA KAIHA.

3. Kaxk na uznonssarte TpabexkTeaun Accord

Tpabekreaun Accord ce mpuiara 1moja HaOJIOICHUETO Ha JIeKap, KOWTO MMa OIUT MPH IpuiaraHe Ha
XUMHUOTEpamnus. Ynotpedata My TpsaOBa Jia ce OrpaHUYH 10 KBATH(DHUIIMPAHNA OHKOJIO3U WITH IPYTH
MCIUIUHCKU CIICHUATINCTH, CIICHUATIU3UPAHN B IIPpUJIaraHeTO Ha HUTOTOKCUYHU JICKApCTBA.

OO6uuaiinaTa 103a 3a JIEYEHHE HA CAPKOM Ha MEKMTE ThKauu € 1,5 mg/m? Tenecua miom. [To BpeMe Ha
nedeOHMS Iepuo, JeKapaT e Bu Habm01aBa BHUMATEITHO | 1TIe YCTAHOBU HAW-TIOAXOASIIATA 1032
Tpabektenun Accord, kosTo aa nmpuemMarte. [IpenopbunTenaHara 103a 3a NAUSHTUTE OT SIIIOHCKU
IPOM3XO/I € MO-HHUCKA OT 0OMYaliHaTa J103a 3a BCHYKU APYrH pacy U € 1,2 mg/m? TenecHa mion.

O6uuaiinaTa 103a 3a JICYCHHE HA PaK Ha AiiuHuKa € 1,1 mg/m? TeniecHa MOBBPXHOCT CIIE ] IPHIIOKEHUE
Ha 30 mg/m? TenecHa nosspxHoct PLD.

IIpenu na Bu 6nae mpumnoxen, Tpabektenun Accord € MPUTOTBEH U pa3pelicH 3a HHTPABEHO3HO
npwioxeHue. Becexkn mbT, kKorato Bu npunarar Tpabekrenun Accord 3a nedeHne Ha CapkoM Ha
MEKHTE ThKaHH, III¢ ca HeOOXOIMMH OKOJIO 24 Yyaca, JOKaTo LEIHUIT Pa3TBOp HaBje3e B KpbBTa. [lpn
JICYCHHUE Ha PaK Ha SHYHMKA IIe ca HeoOXxoaumu 3 Jaca.

3a Ja ce n30erue APa3HCHE Ha MACTOTO Ha MHIXKCKTHPAHC CC IPETIOPBUBA Tpa6eKTe}II/IH Accord Ja ce
npuwiiara 4pe3 neHTpajiHa BEHO3Ha JIMHUS.

[Ipenu, kakTo W MpH HYXkK/1a 110 BpeMe Ha JieueHuero ¢ Tpadekrequna Accord, me Bu Ob1e nageno
JIEKapCcTBO, KOETO J1a Mpeanasy YepHus Apo0 U Ja HaMald PUCKa OT HEXKEJIaH! Peaky KaTo TafeHe u
MOBPBINAHE.

Wudysusra ce npaBu Ha BCEKH 3 CEIMUIIN, HO MMOHIKOTa BalusaT gekap Moxe Jia mpenopbua
oTJaraHe Ha J103aTa, 3a 1a Bu ce ocHrypH mojy4aBaHETO Ha HalW-MOAXOsMaTa 103a TpabeKTe JuH
Accord.

[IpogpmkuTETHOCTTA HA TeTHs JieueOeH Mepro e 3aBUCH OT BaireTo moBivsBaHe ¥ OT TOBa KOJIKO
no0pe ce uyBcTBaTe. Bamust jiekap 1e Bu yBeToMH KOJIKO JIBJITO 111 MTPOABIDKY JICUYSHUETO. AKO
NMAaTC HAKAKBU JOIIBJIHUTECIHU BBIIPOCHU, CBHP3aHU C yHOTpe6aTa Ha TOBa JICKapCTBO, MOIIUTaNTE
Bamus nekap.

4. Bb3MOXKHYU He:KeIaHU peaKkuun

KakTo Bcu4km nexapcTBa, TOBa JIGKAPCTBO WM HeroBaTa komOuHamms ¢ PLD Moke aa mpenu3Bruka
HEe)KeJIaHW PEaKINH, BRIIPEKH Ye He BCEKH TH MOTydaBa.

AKXO HE CTe CHTYpHH KaKBO IPEICTABISBAT HEXKETAHUTE PEaKIUH, OIMCAHHU TI0-10ITy, TpsiOBa 1a
nomosnnte Bammst nexap ga Bu ru 06sican o-noipo6Ho.

CepHo3HU HEXEIAaHU PeaKlUy, IPEAN3BUKAHY OT JieyeHneTo ¢ Tpadexkreand Accord:

Mmnoeo wecmu: mooice 0a 3aceenam nogeue om 1 om 10 oyuu
o Mosxe 1a UMaTe TIOBUIIIEHN HUBA HA JKBJITHS MUTMEHT OMIMPYOUH B KPBBTA, KOETO MOXKE
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BB3MOXKHO Jia IPUYUHHU KBITCHUIA (HO)K’LJITHB&HC Ha KOoXXaTa, JIJMI'aBUIIUTC U 0‘-II/ITC).
Bammsar JICKAp LIS Ha3HAa4YXW pCAOBHU U3CJIICABAHUA Ha KPBBTA 3a OTKPHUBAHC HA OTKJIOHCHUA B
IIOKa3aTCIINTC.

Yecmu: moouce 0a 3aceenam 0o 1 om 10 oywu

Moske chIo Ja nMate HHQEKIMH Ha KPbBTa (Cercuc), ako MyHHara Bu ciucrema e MHOTO
cnaba. Ako umame nosuwiena memnepamypa, mpsaoea He3abasHo 0a NOMvpcume MeOUYUHCKa
HOMOW.

BuxTe Mormu chIo Taka 1a u3nUTBaTe 0OJIKa B MyCKynuTe (Muanrus). Moxe 1a umare u
YBpEXKIaHE Ha HEPBUTE, KOETO BOJM 10 MyCKyJTHa 60JKa, clIabocT U U3TphIIBaHe. Moxke aa
uMare o010 MOoAyBaHE WK MOIyBaHE HA KPAaHHHUITUTE U MpaByYKaHe 10 KOXaTa.

Moske 1a umMaTe peakiiys Ha MSCTOTO Ha MHKekTupane. MHpy3usara Tpadbekreaun Accord
MOJKe JIa U3Teue U3BHH BeHaTa Bu 1o BpeMe Ha BIMBaHE U J1a IPUYMHH YBPEXKIaHE U CMBPT Ha
THKaHHUTE KIIETKH OKOJIO MSCTOTO Ha MHXKEKTHPaHe (ThKaHHA HEKPO3a, BIKTE CHIIO TOUKa 2

L IpeTynpexxIeH s 1 Mpeina3Hu MepKH™), KOETO MOJKE /1a HAJIOXKH XMPYpPrUYHa Onepartusl.
Moxe na uMare anepruuda peakuus. B To3u ciaydail npu Bac Moxke Aa ce osIBAT MOBUILIEHA
TeMIIepaTypa, 3aTpyIHEHO JHIIaHe, YePBEHUHA UM 3aUepBsIBaHe HA KOXKaTa WK OOpUB, TaJeHe
WJIH TTOBPBIIIAHE.

Koraro Tpabekrenun Accord ce uzmon3pa B komOuHanus ¢ PLD, Moxe /1a mMare CHHKOTL,
HapeueH ChIIo npunaabk. OCBEH TOBa MOXE Jla MMaTe yCellaHe, 4e ChbplieTo Bu Oue TBbpe
CHJTHO WJIW TBBPJE ObP30 B IbpAKTE (AJIUTAIINN), Ja UMATE CIA00CT Ha KAMEPHUTE — TJIABHUTE
M3IIOMIIBAIY KaMEpH Ha ChPIIETO (TUCYHKIHS Ha JIIBaTa KaMepa), MM BHE3AITHO 3aITyIIBaHe
Ha OenoapoOHa aprepus (0enoapooHa eMOoIHs).

Heuecmu: moeam oa 3acecnam oo 1 na 100 oywu

Moxe Jia yceTUTe CHITHH MYCKYJTHH OOJIKH 1 00JIKa, CKOBAHOCT U ¢1abocT B MyckynuTe. [1pu
Bac moxe Ja C€ NMOsIBU U MIOTbMHABAHE HA LIBE€TA HAa YpUHATA. Bcuuky onrcanu CUMIITOMU
MOJKe Jia ca TIPU3HAK Ha YBpEeXKIaHe Ha MyCKYJHTE (padIoMHOIHN3a).

B nsaxou ciydyan Bamust JICKAap MOKE Ja Ha3HA4YW U3CJIICABAHUA HAa KPBBTA, 3a Aa MPEAOTBPATHU
Pa3BUTHETO HA MYCKYITHO yBpexaane (pabmpomuonn3sa). [Ipu MHOTO TEXKKH CITydan TOBA MOXKE
Jla JIoBezie 10 ObOpeyHa HeAOCTAThYHOCT. AKO Usnumeame CUIHA MyCKYJIHA OOIKA Uil
crabocm, mpabsa He3a0a6HO 0a NOMBbPCUME MEOUYUHCKA NOMOW.

[Tpu Bac Mosxe 1a BB3HUKHAT 3aTPpyAHEHO AWIIAHE, HETIPaBUJICH ChP/ACUYEH PUTHM, HAaMalleHO
OTJICNISTHE HA YPUHA, PSI3Ka MPOMSIHA B IICHXUYHOTO CHCTOSIHHE, 30HH C Pa3IMUYCH IBIT Ha
KO)KaTa, CUITHO TIOHIKEHO KPBBHO HaJlsiraHe, CBbP3aHO C OTKJIOHEHHS B PE3yJITATUTE OT
nabopaTopHu u3cienBaHus (TIOHMKEHUE Ha Opost Ha TPOMOOLMTHTE). AKO NOJTY4UTE HAKOM OT
HN30pOCHUTE MO-TOPE CUMIITOMH WM TMPU3HALM, MOThpPceTe He3a0aBHO MeTUIIMHCKA MOMOIII.
[Ipu Bac Moske n1a ce TIosIBM HEOOMYaHO ChOMpaHe Ha TEYHOCT B OeuTe NpoOoBe, KOSTO BOAHN
110 OTOK (6e101po0eH enem).

Moske na 3a0esekuTe HeOOSICHIM YacTHUCH WM TeHEpaITu3upaH OTOK (€1eM) C BE3MOKHO
MPUMAJIABSHE, 3aMasHOCT WK JKaX/1a (HUCKO KPBBHO HajsraHe). ToBa MoXe Ja € MPU3HAK 33
3a00JsiBaHe (CHHIPOM Ha HapylIeHa KalmwisspHa IPOITyCKIMBOCT), KOETO MOXeE Jia IPUIHHU
MPEKOMEPHO HATPYIBAHE HAa TEUHOCT B THBKAHUTE. AKO TOJIYYUTE TE3U CUMIITOMH HITH
MPU3HALY, NOTHPceTe He3a0aBHO MeULIMHCKA MOMOLIL.

Moxe na 3a0enexuTe, 4e IMa U3THYaHE U3BbH BeHaTa Ha nH(y3usTa Tpabekreaun Accord
(excTpaBazammsi), JOKaTO C€ M3BHPIBA BiIuBaHeTo. CIres TOBa IIe 3a0eIeKUTE U3BECTHA
YepBEHWHA, ITOIyBaHe, ChbpOeX U AUCKOM(OPT Ha MACTOTO HA MH)KEKTUpaHe. AKO MOTyqnTe
HSIKOM OT T€3W CUMIITOMH WJIM MIPU3HALY, yBeoMeTe He3a0aBHO Baius tekap niu
MEeJAMIUHCKA cecTpa.

ToBa 61 MOTJIO /1a IOBEJIE /IO YBPEKIaHE WITH 3arMBaHE HA KJIETKU Ha THKAHTA OKOJIO MSICTOTO
Ha WH)KEeKTUpaHe (ThbKaHHA HEKPO3a), KOETO MOXKE J]a HAJIOKH XUPYpPrUYHa HaMeca.

Hsxou oT cumnroMure miu MNPpU3HAOWUTC HAa CKCTpaBa3alrd MOXKE J1a HC Ca BUAUMHU HAKOJIKO
qgaca CJICA HaCTBhIIBAHECTO UM. Moxe Ja nMa 06pa3yBaHe Ha MCXYypH, OeJeHe WU NOThMHSBaHE
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Ha KOo)KaTa HaJ MSICTOTO. Bb3MOXKHO € IIbjIHaTa TEXKECT Ha ThKAaHHOTO YBpEXKIaHe Ja CTaHe
BUAMMA CJIEJ HAKOJIKO JTHU. AKO IMOJIYy4YHUTE HSIKOM OT OIMMCAHUTE CUMIITOMH HITH IIpU3Halu,
nmorbpcerTe He3a0aBHO MeIHIIMHCKA IIOMOIII.

Peoxu: moecam da 3aceenam oo 1 na 1 000 oywu

IIpu Bac Moxe n1a ce TIOSIBH TIOXKBJITSIBAHE HAa KOXKATa M OUHUTE SIOBIKH (KBITEHHUIIA), 00JIKa B
ropHaTa JSICHa 4acT Ha KOpeMa, rajieHe, IIOBphIIaHe, 00110 Hepa3NoIoKeHNE, 3aTpyAHEHa
KOHIIEHTpAIHs, Ie30PUEHTANS MIIM O0OBPKAHOCT, CHHIMBOCT. Te3u Mpu3Hay MOXKe Ja MoKa3BaT
HECIOCOOHOCT Ha YepHHUs ApoO Aa M3ITBIHABA HOPMAIHUTE CH (PYHKIH. AKO TIOIYYHUTE HIKOH OT
ONMCAaHUTE CUMIITOMH WJIHM IPHU3HALY, MOThpceTe He3a0aBHO MeANIMHCKA MTOMOIII.

AQYFI/I I10-MaJIKO CCPUO3HU HEKECIIAHU JICKAPCTBCHU PCAKITNN

MHuoeo yecmu: moogice oa 3aceenam noseve om 1 om 10 oyuiu

Moxe:

e J1a ce YyBCTBAaTE YMOPEHU

e Jla UMate 3aTPYAHCHO AMIIAHE U KaIUTUIa

e J1a U3MHUTBATE OOJIKA B I'bpba

e Jla 4yBCTBarTe, 4e B TsUI0TO By MMa NpeKoMepHO KOJINYECTBO TEUHOCT (OTOK)

¢ J1a TIOJTy4aBaTe JECHO CHHUHU

e 1a Bu Tede KpbB OT HOCa

e J1a CTE NO-CKJIOHHU KbM MH(peKuuu. MHpeknuaTa Moxe 1a IPUYNHH U OBUILIABaHE

Ha TeMmneparypaTa(Tpecka).

Ako pazsueme HAKOU OM me3u CUMNMOMU, MPA06aA He3a0a8HO 0a NOMbPcUmMe MeOUYUHCKA
nOMOW.
[Ipu Bac mosxe n1a ce mposIBAT HSIKOU XPaHOCMUJIATETHH CUMIITOMH, KaTo 3ary0a Ha aneTHr,
rajicHe WM MOBpPBINaHe, 00JIKa B KOpeMa, Tuapwsl Wi 3arek. Ako npoowvaxcasa oa Bu ce eaou,
nogpvlyame Uil He cme 6 CbCmMosaHUue 0a nueme meyHoCmu U nopadu mosa omoename no-
MAnKO YpuHa, 8bNpeKu ue npuemame 1eKapcmea npomue nospvuane, mps06a HezabagHo 0a
nomuvpcume MeOUYUHCKAa HOMOL.
Moske ga nMaTe ri1aBoOOIHE.
Mosxe fa uMaTe Bb3IaJICHHUE Ha JINTABUIATa, KaTO 3aUepPBsBaHE U OTOK B ycTaTa, KOETO BOJH JIO
Bb3NAJICHUE Ha ycTaTa ¢ 00JIe3HEHU SI3BH U aTH (CTOMATHT), WIIM KaTo MPOsIBA Ha Bb3MaJICHNE
Ha CTOMAIITHO-YPEBHHUS TPAKT, Korato Tpabekrenun Accord ce nznomn3sa 3aeqHo ¢ PLD.
[NanuenTtkuTte, nomyuyaBamu Tpabexrenua Accord miroc PLD 3a pak Ha siiuHrKa, MOXeE J1a
UMarT ChIIO U CUHIPOMA pbKa-Kpak. Toil Moxe Jja ce MPOsBHU ChC 3auepBeHa KOXKa Ha AJIaHUTE,
NPBCTUTE U XOIWJIAaTa HA KpaKaTa, KOUTO MO-KbCHO MOYKE J1a Ce TMOAYST U JIa CTaHAaT JINJIaBU.
3acerHaTure y4acTbLHU OT KO)KaTa MOKE WJIH Jja M3CHhXHAT U Ja C€ M3JIOIIAT, I Aa CTaHaT Ha
MeXypH ¢ oOpa3yBaHe Ha S3BH.

Yecmu: moouce 0a 3aceenam 0o 1 om 10 oywiu

Mosxe na nmare 00e3BOJHsIBaHE HAa OPraHU3Ma, 3ary0a Ha TerJio, AUCKOM(OpPT ciel XpaHeHe U
IIPOMsHA Ha BKycCa.

Moxe 1a nMate Kocoras (aTomerus).

Moske ChII0 Taka J1a MOJY4YHTe 3aMasiHOCT, HICKO KPHBHO HAJISATaHE U 3a4epBsABaHE Ha JUIIETO
WA KOXEH OOpUB.

[Mpu nanmentku, momydaBamy Tpadekrenun Accord 3aenno ¢ PLD 3a pak Ha siiuHUKa, MOXKE
Jla ce MOSIBY MOBUIIIEHA KOKHA TUTMEHTALHS.

Moxe fa n3nurBarte 0oJKa ¢ CTaBUTE.

Moxe 1a umate npoOJIeMH ChC CHHS.

Chol0maBaHe Ha HesKeJIAHH peaKIUU
AKO MoJTyuuTe HIKaKBU HEXEJaHU JIEKapCTBEHN Peakluy, yBeaomere Bamus nekap. Tosa Bkitousa ,
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yBemomeTe Barmmst mekap. ToBa BKIIOYBA BCHUKY BE3MOXKHU HEOIMCAHU B Ta3W JIUCTOBKA HEXXEITAHU
peaknun. MoXKeTe ChITO Ja ChOOIINUTE HEXKEITAHN PEaKIIy JUPEKTHO Upe3 HAIlHOHATHATa CUCTEMA 3a
choOIIaBane, mocoueHa B [Ipmnokenue V. Kato cho0IaBaTe HeXKEIaHN PeaKIuy, MOXKETE Ja JaieTe
CBOSI MMPUHOC 32 TIOJy4YaBaHe Ha MOBeYe MH(OPMAIUs OTHOCHO 0€30TaCHOCTTa Ha TOBA JISKAPCTBO.

5. Kak na cexpansibate TpaGexTennn Accord

Ja ce cpxpaHsaBa Ha MSACTO, HEJOCTHITHO 3a JCIA.

He usnon3Baiite TOBa JIGKApCTBO CIIE] CPOKA HA TOHOCT, OTOSsI3aH BEPXY KapTOHEHATA OMAaKOBKA U
eTukeTa Ha (iakoHa cien ,,l'onen no:” u ,,EXP”. CpokbT Ha TOJJHOCT OTroBaps Ha MOCICIHUS JICH OT
IIOCOYCHUS MeCell.

Ja ce cpxpansBa B xuamuHuK (2 °C - 8 °C).

HNudopmanus 3a ctabmiiHOCTTa B TIEpHOa HAa U3IIONI3BAHE HA MPUTOTBEHHS U Pa3peiCHUs pa3TBOP €
BKJIIOYEHA B pa3ziesia 32 MEAUIMHCKY CIICHUATUCTH.

He n3nomn3Baiite ToBa JIEKapCTBO, aKO 3a0€JICKUTE BUIUMU JACTHIIH CIIE ] IIPUTOTBSIHE WITH
paspexaaHe Ha JEKapCTBOTO.

Hewnsnomn3saausT IMPOAYKT WJIM OTHIAABYHUTEC MAaTCPpUAIN OT HET'O TpSIGBa J1a C€ U3SXBBHPJIAT B
CBHOTBETCTBHUEC C MCCTHUTC M3HMCKBAHHA 3a HIUTOTOKCUYHU JICKAPCTBCHU ITPOAYKTH.

6. Chabp:kaHue HA ONIAKOBKATA M JONBJIHUTETHA HHpopManus
Kakso cbabp:xa TpadexTennn Accord

- AKTHBHO BEILIECTBO: TPAOSKTEIMH.
Tpabekreaun Accord 0,25 mg: Beeku duakon ¢ npax cpaspxa 0,25 mg TpabeKTeuH.
Tpabexrennn Accord 1 mg: Beekn dhmakon ¢ mpax chaspka 1 mg TpabekTenuH.

- JlpyrH ChCTaBKH: 3aXapo3a, KaueB auxuaporeHdocdar, pocdopHa kucenrHa (3a KOPEKIHs Ha
pH) u kanueB xuapoxcun (3a kopekuus Ha pH).

Kak uzraexna Tpadektennn Accord U KakBO ChIbPKa ONIAKOBKATA

Tpabextennn Accord e mpax 3a KOHIIEHTpaT 3a nH(Y3uOoHEH pa3TBop. [IpaxbT e ¢ 051 10 MoUTH 05T
IBST U C€ TpeAsiara B CTbKICHH (hIaKOHH.

Bcesika xaproHena kyTust cabpka 1 dmaxon ot 0,25 mg wim 1 mg TpaGexTeauH.
IIpuTtexxkaTes Ha pa3pelIeHHETO 32 YIOTPeda M MPOU3BOIUTEN

IMpuTtexaTtes Ha pa3pelIeHNETO 32 yIOTPeda
Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6a Planta

08039 Barcelona

Ucnanus

ITpousBoauTenu

Accord Healthcare Polska Sp.z.o.0.
Ul. Lutomierska 50,

95-200, Pabianice, ITomma
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HUIIn

Pharmadox Healthcare Ltd.
KW20A Kordin Industrial Park,
Paola, PLA3000, Maira

I

Accord Healthcare Single Member S.A.
64th Km National Road Athens, Lamia, 32009, ['bpruius

3a TOMbIHUTEIHA HHPOPMAIIHS OTHOCHO TOBA JICKAPCTBO, MOJIS, CBBPIKETE CE C MPUTEKATEISI Ha
paspelIeHneTo 3a ynorpeoa.

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

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

EL

Win Medica A.E.

TnA: +30 210 74 88 821

JlaTa Ha mocj1eHO Mpepa3rJie;kaaHe Ha JUCTOBKATA

JApyru n3rouyHuny Ha nHopmanus

ITonpoOHa nHOpMaIKs 3a TOBA JICKApCTBO € IpeocTaBeHa Ha yeOcaiiTa Ha EBporelickara areHIus
1o JieKapcTBaTa https://www.ema.europa.eu

IMocovenara no-gony nHGOPMAIHA € TPEeAHA3HAYCHA CAMO 32 MEUIIMHCKHU CHICIUAICTH:
Yxka3zanus 3a ynorpeda — NpuroTssine, paéora M N3XBbPJIsSTHE

TpsiOBa Ja ce ciaeBaT ChOTBETHUTE MPOIICAYPH 32 MPABHIHA PadoTa U M3XBBHPIISIHE HA TUTOTOKCHYHH
nekapcTBa. Hensmnon3BaHUsT MPOIYKT WIM OTIAJbYHHTE MATEPUATTH OT HETO TPSIOBA J]a Ce U3XBBPIISIT
B ChOTBETCTBUE C MECTHUTE M3UCKBAHMUSI 3@ [IUTOTOKCUYHU JIEKAPCTBEHU MPOIYKTH.

TpsOBa 1a cTe 00yUeHH B MPABUIIHUTE TEXHUKU 33 PEKOHCTHTYHPaHE U pa3pexaane Ha Tpabekreann
Accord nnu HeroBata komOuHaiws ¢ PLD u Tps6Ba 1a HocuTe 3aUTHO 00JI€KII0, BKIIOYBAILO MacKa,
3alUTHYU OYMJIa U PBKABHUIIM IO BpEME Ha PEKOHCTUTYHUpaHe U paspexxaane. Ilpu cirydaeH KOHTaKT ¢
KO’KaTa, OYMTE WJIH JIUTaBHIIN, MICTOTO TPsiOBa He3a0aBHO J1a ce U3IUIAKHE ¢ OOMITHO KOJTUYECTBO
Boza. He tps6Ba na paboTure ¢ TOBa JIeKapcTBO, aKo cTe OpeMeHHa.

IloaroroBka 3a MHTpaBEHO3HA I/IHd)V3I/I}I

Tpabexreann Accord TpsiOBa 1a ce peKOHCTHTYHpPA U JOMBJIHUTEIHO JIa C€ pa3peau Mpeau HHPy3usl.
(BmxTe chIo ToUKa 3). Tpsabdea 0a ce u3noazeam noOXo0auU Acenmuyru MmexHuKu.

TpaGexrennn Accord He TpsiOBa J1a ce mpuiara cMeceH B eiHa HHQY3Hs ¢ IPYTH JISKapCTBa, OCBEH C
paspenutens. He ca HabnronaBaHu HEChbBMECTUMOCTH Mexay Tpabekrenud Accord U CTHKIICHH
Oytunku tun [, monusuaunxnopuanu (PVC) u nonuerunenosu (PE) cakoBe u cucremu, KakTo u
MOJMHU30TPEHOBY PE3ePBOAPH U THTAHOBU CHCTEMH 32 BACKYJIApEH JIOCTHIT 32 MMILUTAHTHPAHE.
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Korato ce n3non3Ba B KOMOMHAIINS, MHTPABEHO3HUAT BT TPSAOBA Ja c€ MPOMHUBA 100pe ¢
WH(Y3UOHEH pa3TBOp Ha rimoko3a 50 mg/ml (5%) cnen npunoxennero Ha PLD u npenu
npuinoxxkenueto Ha Tpabektenun Accord. Ynorpebarta Ha BceKH APYT pa3peauTell OCBEH HHPY3HOHEH
pastBop Ha rimoko3a 50 mg/ml (5%) moske na npuuunn npenunurtanus Ha PLD. (Bmwxre Kpatka
XapakTepUCTHKa Ha IpoaykTa Ha PLD 3a koHKpeTHH yKa3aHus 3a paboTa.)

Yxazanusa 3a pexoncmumyupane

Tpabexmeoun Accord 0,25 mg: Umxkextupaiite 5 ml crepuiiHa Boza 3a HHXEKIMH BbB ()JIaKOHa.
Trabectedin Accord 1 mg: Nmxextupaiite 20 ml cTepuiHa Boia 3a MHXEKLIUHU BbB (IaKOHA.
U3znon3Ba ce CpUHIIOBKA, 3a JIa CE MHKEKTHPA HEOOXO0UMOTO KOJIMYECTBO CTEPUITHA BOJIA 32
WHXKEKIIUH BbB uakoHa. PaskiaTtere rakoHa 10 MBJIHO pa3TBapsiHe. PEKOHCTUTYHPAHUST pa3TBOP €

6I/ICT'I>p, 6G3LIB€TGH WM JICKO XBJIITCHUKAaB, 0e3 BUIUMH YaCTHUIIH.

To3su pekoHcTUTyHpaH pa3tBop cbabpika 0,05 mg/ml Tpadbekreaun. Toii ce Hyk1ae OT JOBIHUTEIHO
paspexIaHe U € caMo 3a eAHOKpaTHa yrnoTpeoa.

Vkazanus 3a paspesicoane
Paspenere pekoHCTUTYHpPaHUs Pa3TBOP ¢ MH(Y3HOHEH pa3TBOp Ha HaTtpueB xjopua 9 mg/ml (0,9%)

i nHQY3UOHEeH pa3TBop Ha rioko3a 50 mg/ml (5%). HeobxoaumusT obem TpsiOBa 1a ce U34nCIy,
KaKTo Cle/iBa:

O6em (ml) = BSA (m?) x unauBuayansa go3a (mg/m?)
0,05 mg/ml

BSA = TtenecHa moBbpXHOCT

H3rernere chOTBETHOTO KOJTHUYECTBO PEKOHCTHTYHUPAH Pa3TBOP OT (priakoHa. AKO HHTPABEHO3HOTO
NPUIOKEHHE II€ Ce U3BBPIIN Ype3 LIEHTPAICH BEHO3CH BT, 100aBeTe PEKOHCTUTYHPAHHS Pa3TBOP
KbM UH(Y3HOHEH cakK, Chabpikaii > 50 ml pazrBopuren (MH(Y3HOHEH pa3TBOP HA HATPUEB XIOPHT

9 mg/ml (0,9%) wim uH}py3roHEeH pa3TBop Ha rroko3a 50 mg/ml (5%)), Ipu KOeTo KOHIIEHTpaIusITa
Ha TpabekTequH B MHQY3uoHHHS pa3TBop € < 0,030 mg/ml.

AKO He € Bb3MOKEH LICHTPaJICH BEHO3EH OCTHII U TPsIOBa J1a ce U3M0II3Ba NeprudepeH BeHO3EH IbT,
no0aBeTe peKOHCTUTYHPaHUs pa3TBOP KbM HH(Y3HOHEH cak, chabpxai] > 1 000 ml pa3rBoputen

(uady3uoHeH pa3TBOp Ha HaTpueB xjopua 9 mg/ml (0,9%) unu nHpy3HMOHEH pa3TBOP HA TIIOK03a
50 mg/ml (5%)).

Ornenaiite BHUMATETHO IAPEHTEPAIHUS Pa3TBOP 32 BUAUMH YaCTULM NIPEAH HHTPABEHO3HO
npunoxenue. Cres KaTo ce NpUroTBy, HHPY3UATa TPAOBA J1a ce MPUIIOKH He3a0aBHO.

CTabuiIHOCT Ha PAa3TBOPUTE B ICPHUOJ HA U3MOJI3BAHC

Pexoncmumyupan pazmesop
JokazaHo e, 4ye MPOAYKTHT € XUMUUECKH U (pu3nuecku ctabunen 3a 30 gaca mpu 20 °C no 25 °C u ot
2°C no 8 °C.

OT MUKpPOOHOJIOTHYHA TJICTHA TOYKA, PEKOHCTUTYHPAHUAT Pa3TBOP TPSAOBa aa OBbae pa3peacH u
ynorpe0OeH He3a0aBHO. AKO He ObJIe pa3peieH U YIoTpeOeH He3a0aBHO, MEPUOABT Ha M3MOI3BAHE U
YCIIOBHSATA 33 ChXPaHEHHUE MPeJiu YIoTpeda Ha PeKOHCTUTYUPAHHsI Pa3TBOP ca OTTOBOPHOCT Ha
noTpeduTest 1 OOMKHOBEHO He TPsiOBa Ja ca moseue oT 24 yaca npu temmeparypa 2 a0 8 °C, ocBeH
aKO PEKOHCTHTYHPAHETO € U3BBPIICHO IMPU KOHTPOJIMPAHU U BATHIUPAHN aCEIITUYHU yCIIOBHSL.
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Paspeoen pazmeop

JlokazaHo e, 4e clie/l pa3pekiaaHe MPOAYKThT € XMMUYCCKU 1 (pu3nuecku crabuiieH 3a 30 gaca 110
25 °C.

OT MHKpPOOHOIOTMYHA TJIeJTHA TOYKA, OCBEH aKO METOIbT Ha OTBAPSHE/PEKOHCTUTYHPAHE
/paspekiaHe U3KII0YBa PUCKA OT MUKPOOHO 3aMbpCsBaHe, MPOAYKTHT TPSAOBA Ja ce N3IMOI3Ba
He3a0aBHO. AKO HE Ce M3I0JI3Ba BeIHATa, BPEMETO M YCIOBHATA HA ChXPAaHCHHE Ca OTTOBOPHOCT Ha
noTpeOuTeNs
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