&
QO
N
Q)Q;b
R
Q
NPUJIOKEHHET
KPATKA XAPAKTEPHCTHKA HA&PO)IYKTA
QO
OQ
Q8
&
N
@@
Q
O
&
&
@)
&K
@?‘
<0
QO
‘{fb



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Taxespira 20 mg/1 ml KoHIIEHTpAT 32 UH(PY3HUOHEH Pa3TBOP
Taxespira 80 mg/4 ml KoHIIEHTpAT 32 UH(PY3HUOHEH Pa3TBOP
Taxespira 120 mg/6 ml koHIEHTpaT 3a MHQY3UOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceku ml ot koH1eHTpaTta chabpxa 20 mg gonerakcen (docetaxel) (kaTto Tpuxuapar).

20 mg/1 ml

Enun dnakon ot 1 ml koHIIEHTpat chabpxka 20 mg gomeTakcen. @rb
%)

80 mg/4 ml &Q

Enun daakon oT 4 ml KOHIIEHTpAT Chabpka 80 mg qomeTakcen.

120 mg/6 ml (b'
Enun daakon ot 6 ml KoHIIEHTpAT chabpka 120 mg morerakcer. 25)

TToMoOIITHO BEIISCTBO C U3BECTHO ACHCTBUC @

20 mg/1 ml
Bceku ¢nakon ot 1 ml koHueHTpat cbabpxa 0,5 ml eranon, 6C&H (395 mg).

)
80 mg/4 ml &
Bceku ¢uakon ot 4 ml koHueHTpaT chabpxa 2 ml eTaH@,%3BOZ[eH (1580 mg).

120 mg/6 ml \2\
Bceku ¢uiakon ot 6 ml KOHIEHTpAT ChIBPKA 3@TaHOJ’I, 6e3BogeH (2370 mg).

3a IIBJIHUSA CIUCHK Ha IIOMOIIHHUTEC BGMGC@BI/DKTG TOuKa 6.1.

O

3. JIEKAPCTBEHA (I)OP]@

Konnenrpar 3a HH@y3HOH@BOp

KonnentpatsT € Oite @%n 10 KahsIBO-XXBIIT Pa3TBOP.

)

4. KJII/H@&-II/I JAHHHA

4.1 @ €BTHYHH MMOKA3aHUS

Pa&a repaaTa

Taxespira B KOMOWHAIIUSA ¢ JOKCOPYOUIIMH U TMKIO(GochaMu e moKa3aH 3a aIf0BAHTHO JICUCHHE HA
MAIMEHTKH C:

o orepaOMJICH paK Ha I'bpaTa ChC 3acsAraHe Ha JIUM(HUTE Bb3IIH,

. ornepaOuiICH paK Ha r'bpjara 0e3 3acsiraHe Ha JUM(MHUTE Bb3JIH.

3a manueHTKH ¢ onepaduiieH pak Ha IbpaaTa 0e3 3acsrane Ha JUMGHHUTE Bb3JH, alI0OBaHTHATA
Tepanus TpsAOBa a ObJie OrpaHuveHa 10 MAMEeHTKH, HOAXOISIIHN /1A TOJTyYyaBaT XUMHUOTEPaTIHs,
CHIIIACHO YCTAHOBEHUTE MEX[YHAPOIHN KPUTEPHH 32 IFPBUYHA TepaIus Ha paHeH paK Ha r'bpaaTa
(Bx. Touka 5.1).



Taxespira B KoOMOMHAIINS ¢ JOKCOPYOUIIMH € TIOKa3aH 3a JICUCHUE Ha MAaIMCHTKH ¢ JOKATHO HaIpeIHal
WJIM METaCTaTHUYEH paK Ha I'bp/aTa, KOUTO MPEIH TOBA HE Ca MOIydaBaIl IUTOTOKCUIHO JICUCHUE 32
TOBa CHCTOSIHUE.

Taxespira KaTO MOHOTEpAIIUA € IOKa3aH 3a JICUCHNUE Ha MMallUCHTKU C JIOKAJITHO HaIllpEeaHal NI
METaCTaTUYCH paK Ha repAaTta CJICO HEYCIIEX Ha MUTOTOKCUYHA XUMUOTEpaIIns. HpeaxoaHaTa
XUMUOTECpanus TpH6Ba Ja € BKIIFOYBAJIa aHTPALUKIIMNH WJIN aJIKWJIUPAIL arc¢HT.

Taxespira B KOMOWHAIIMS C TPACTY3yMad € MOKa3aH 3a JICUeHHEe Ha MAIMeHTKH ¢ METACTATHUYEeH PaK Ha
rbpaata cbe cBpbxekcipecust Ha HER2 u xonTo npeau ToBa He ca OWiM JIeKyBaHH C XUMUOTEPAIIUS 3a
METaCTaTUYHO 3a00JIsIBaHeE.

Taxespira B KOMOMHAIIMS C KalleIUTA0WH € TIOKa3aH 3a JIeUeHHe Ha MAIlMeHTKH C JIOKATHO HaIIp
WJIM METAaCTaTUYCH PaK Ha I'bpJaTa Clie]l HeyCleX Ha IIUTOTOKCHYHA XuMuoTeparms. [Ipeaxon
Tepanus Tps0Ba Ja € BKJII0YBajia aHTPAIMKIIMH. A

HenpeOHokeThUEH O0€a0Ap00EH paK QO

Taxespira e Ioka3aH 3a JICUCHNE Ha TAIMEHTH C JIOKAIHO HAIPETHA U MeTaCTB@g%{
HEeIPEOHOKIIETHYEH OEN0APOOEH paK CiIe] HEYCIIEX Ha TIPEIXO0IHA XUMHOTEPaITHy

Taxespira B KOMOMHAIIMS C IMCIUIATHH € ITOKAa3aH 3a JICYCHUE Ha MaIlueHT \&%Ionepa&/men, JIOKAITHO
HaIlpeTHAJ WIH METacTaTHICH HeIPEOHOKIIETHYCH 0eIoIpo0eH pakK I &unemu, KOWTO HE ca
MOJTy4aBaIM XUMHOTEPAITHU 110 TIOBOJI TOBA 3a00IIsBaHE.

Paxk Ha mmpocrarara Q,Q
Taxespira B KOMOMHAIINS C TIPEIHU30H WU TIPETHU30JI0OH ﬂ&awH 3a JIeUeHHE Ha MAIUEeHTH C
XOpMOHOpe(paKTEPeH MeTacTaTHUCH paK Ha npOCTaTaTb

NS
CromaleH aieHOKapuuHOM Q\
Taxespira B KOMOMHALMS C UCILIATUH B S5-Iy, PaLMII € TIOKa3aH 3a JeYeHUe Ha MAMEHTH C
METacTaTU4YEH CTOMAILEH aJeHOKAPIIUHOM, BI&HTGHHO aJIEHOKAPLMHOM Ha ractpoe3odareansara
BpPB3Ka, KOMTO HE Ca MOJTy9aBajId IPeIy T@(I/IMI/IOTCpaHI/I}I 3a METACTATHYHO 3a00JIsIBAHE.

Pak Ha rnaBara v musTa C)
Taxespira B KOMOWHALIAS C IHCIT A 1 5-¢iryopoypanui e ImoKasaH 3a HHAYKIMOHHO JeucHHEe Ha
MAIMEHTH C JIOKAJIHO HAIPEIH %KBEIMOSHOKHCTT:‘ICH KapIMHOM Ha Ir7laBaTa H IIHsTa.

4.2 lo3upoBKa u Haé@ua NPUJIOKEHHE

Ynorpebara Ha 110 Kcen TpsOBa Ja Ob/ie OrpaHUYCHA 10 3aBEJICHHS, CIICIIHAT3UPaHU B
MpHUJIaraHeTo H OTOKCHYHA XHUMHUOTEPAINHsl U TPAOBa J1a Ce MpHiara camo IMmoJi KOHTPOJ Ha JeKap,
KBanmimunpci)&a TIPUITAraHETO Ha MMPOTHBOPAKOBA XUMHOTEpamus (BXK. TOUKa 6.6).

Hpenop(@[QenHa 71034

3a rbplaTa, HeJPpeOHOKIIEThUCH 0eT0POOCH paK, pak Ha CTOMaxa M PaK Ha IiaBaTa U IIHsITa,
MO¥E J1a ce M3II0JI3Ba TIPEMETUKAIIHS ChCTOAIIA CE OT TIEpOpalieH KOPTUKOCTEPOU/I, KaTo
JexcaMmeTa3oH 16 mg nHeBHO (Hamp. 8 mg ABa IbTH THEBHO) B POIBJDKEHUE HA 3 THU, KaTO Cce
3amoyHe | JeH mpeau NpuilaraHeTo Ha AOLETAaKCell, OCBEH aKko HsMa MPOTHBOIOKA3aHHA (BX. TOUKa
4.4). 3a cHMKaBaHE HA PHUCKA OT XeMAaTOJOTHYHA TOKCHYHOCT, MOXKE JIa C€ U3I10JI3Ba MPO(UIAKTHYHO
rpaHyjlIonuTeH KojdoHuctumynupam dakrop (G-CSF).

HpI/I pakK Ha pocTararta, HUMalKHu npeaBua CbIIbTCTBAIIOTO NPUIIOKEHUE HA MTPEAHU30H U
MIPETHU30JIOH, TIPETIOPHYBAHATA CXEMA Ha MTPEMETUKAI € TIepopajieH JeKcaMeTa3oH 8 mg, 12 gaca, 3
yaca ¥ | yac npeau HHQPy3uATa Ha JoueTakceld (BK. Touka 4.4).

Jlomerakcen ce mpuiiara KaTo eJHo4acoBa HH(Y3Hs Ha BCEKH TPH CEIMMUIIH.



Pak na evpoama

[Ipwu ajroBaHTHO JicueHNe Ha OorepaduiieH pak Ha I'bpjaTa ChC 3acATaHe Ha JIUMGHHUTE BB3IH U 0e3
3acsraHe Ha TUM(HHUTE BB3/TH, MPEOPHYNTEIHATA 1033 Ha JOIeTakcen e 75 mg/m’ nprioxe 1 gac
crent okcopy6ummn 50 mg/m” u nukrodocdamug 500 mg/m’ Ha BCeKH 3 CeMUIIH ¢
npoabkuTeaHocT 6 mukwiIa (TAC pexxnm) (Bx. cbio Kopekmnuu Ha qo3aTta 1o BpeMe Ha JICUCHHUE).

3a jieycHUE Ha MAMEHTKHU C JIOKATHO aBaHCHPAJ WM METACTATUYCH PaK Ha TbpIaTa,
penophUYNTEIHATA 1033 Ha gonerakcer e 100 mg/m” kato MonoTepanust. [IpH jedeHHe OT TbPBU PEf,
joneTakcen 75 mg/m” ce mpuiara B KOMOHHAIWMS ¢ JOKCOpyOuImH (50 mg/m?).

B KOMOUHALMS C TPACTy3yMab, IpenopbhyuTenHaTa 103a Ha goneTakcen e 100 mg/m” Ha BCeKH Tpu
CEeJIMUIIM, KaTo TpacTy3ymal ce mpuiara exxeceJIMUYHO. B X0/1a Ha OCHOBHOTO W3MUTBAaHE,
IbpBOHAYATHATA UH(Y3HSI HA JOIETAKCEN € 3all0YBaHa Ha CIICABAINHUS JCH CJIe]] ITbpBaTa J103a b(b'
TpacTy3yma0. ClieBaluTe JO31 JOLCTAKCEN Ca IIPUIaraHy He3abaBHO ClIe/ IPHKIIOYBAHE HAR)
uH}Y3HUATa ¢ TPACTy3yMal, ako MpeaxoaHaTa 103a TpacTy3yMmald e TojiepupaHa qoope. 3a a u
NPUIOKEHUETO Ha TpacTy3ymal, BikTe KpaTkaTta xapakTeprcTHKa Ha TIPOyKTa TpaCTé 0.

B KOMOHHAIWMS C KanenuTaOHH, MPeophUNTEIHATA 033 Ha TOLETAKCeN ¢ 75 mg/Al HA BCeKH 3
CEeIIMUIII 3aeIHO C KarmenuTaduH B 103a 1 250 mg/m’ ABa IbTH AHEBHO (B paMK a 30 MuHyTH
ClIe]l XpaHeHe) B MPOIbJDKCHHUE Ha 2 CEIMUIY, MTOCIICABAHM OT 1-ceaMuueH \@uoz{ Ha TIOYMBKa. 3a
W3YHCIIIBaHE JI03aTa Ha KareuTabuH ChoOpa3HO ¢ TelleCHATa MMOBBPXHO \2\ xte KpaTkara
XapaKTepUCTHKA Ha TIPOJYKTa KalleUTaOuH. &

Hedpebroxknemvuen benodpoben pak %)

[Ipu nanyeHTH, KOUTO HE ca noz[naraHn JI0 MOMEHTa Ha XHUMH ATIHS, npenothmTenHaTa cxema Ha

pHIaraHe e JoLeTakceT 7 mg/m’ MocieaBaH He3a0aBHO g%cnnanm 75 mg/m’ B IpOIbIKECHHE HA
30-60 MunyTH. 3a JIeueHUE CIE]l HEYCIEeX Ha npeﬂxoi[’gf HMOTepanusi, OCHOBaBallla c€ Ha IJIaTHHA,

MIpCIopBHYNUTECIIHATA J03a € 75 mg/mz KaTO MOHOTEpa

Pax na npocmamama
[Ipenopbuntennara q03a Ha IOIETaKCeN € 7 /m’. Hpe,Z[HI/IBOH WJIH TIPETHU30JIOH 5 mg MepopatHO
JIBa ITETH JHEBHO CE TIpHJIara HCHpCK’bCH K. Touka 5.1).

Cmomauien adeHoKapyunom

IIpenopbunTenHaTa q03a J01eTaROII e 75 mg/m” kato 1-4acoBa HHGY3HS, IOCICABAH OT IUCILIATHH
7 mg/m” xato 1- 10 3- gacoB y3us (M JBaTa caMo B JcH 1), mociieaBanu ot S-(Iyopoyparmi
750 mg/m’* qHEBHO, PHIIO TO 24-yacoBa HeNpeKbCHATa HH(Y3USA 32 5 THU, KOSITO 3a104Ba Clie]
Kpasi Ha nHQY3HATA C 1T TUH. JledeHneTo ce moBTaps Ha BCcekH Tpu ceamuuu. [lanmenture TpsioBa
J1a TIOJTy9aT IPEeMEIHK C aHTHEMETHIIN U TIOJXOISIIA XUAPATAIIHS 32 IPIIOKEHUETO Ha
LUCIUIaTHH. 3a CH aHe Ha pUCKa OT XeMaTOJOTMYHa TOKCUYHOCT, TPsIOBa J1a ce U3MOI3Ba
npoQHUIaKTHYH SF (Bx. cpiio Kopekiuu Ha fo3aTta 1Mo Bpeme Ha JICUCHHUE).

Pax na en wius

[amue TpsiOBa J1a MoayvyaT NpeMeIuKaus ¢ aHTUEMETHIN U MTOIX0As1Ia XuapaTauus (Ipeau U
crgg @pMIaraHeTo Ha LUUCIUIATHH). 3a CHIDKAaBaHE HAa PHCKA OT XEMATOJIOTHYHA TOKCHYHOCT, TPpsioBa
na‘se'usnomssa npodmiaktnaao G-CSF. Benuku manpeHTH B paMoTO Ha OIETaKCe B IPOYyYBAHMSITA
TAX 323 u TAX 324, nonyyaBat aHTUOMOTHYHA IPOPHUIAKTHKA.

. MHnyknroHHa XUMHOTEpAnHsI mociaeaBana ot rpuetepanus (TAX 323)
3a UHIYKIIMOHHO JICUCHHE Ha MHOTIepaOWIICH JIOKATHO HANPEHAT CKBAMO3HOKIICTHUYCH
KapLMHOM Ha riasara u mmsta (SCCHN), mperopbunTeHaTa 103a goueTakcen e 75 mg/m’
Kato 1-uacoBa MH]Y3Ks, MOCIEBAH OT HUCIUIATHH 75 mg/m’ moBeue OT | yac, B IeH IbPBHY,
TOCIIeBAHH OT 5-(iyopoyparma 750 mg/m” THEBHO KaTo HEMPEeKbCHATA HH(Y3HS 3 TIET JHH.
Ta3u cxeMa ce Tpuiara Ha BCEKH 3 ceZIMHIM 3a 4 nukbia. Ciell XAMHUOTEepaIHs, MallHCHTUTE
TpsI0Ba J1a TOy4aT JTbYeTepaItusl.

. HMHIyKIrnoHHa XUMHOTEPANTHSI ITOcIeaBaHa oT xuMmuoapuerepanus (TAX 324)



3a MHAYKIIMOHHO JICYEHHE Ha MalMeHTH C JIOKATHO HampeaHam (MpakKTHIECKH HEBb3MOXKHO
XUPYPTUYHO OTCTpaHsIBaHe, MaJIKa BEPOSITHOCT 332 XHPYPTUYHO JICUEHHE U C IIeJ 3arma3BaHe Ha
opraHa) CKBaMO3HOKJIEThYCH KapuuHOM Ha riaBata u musta (SCCHN), npenopbuntennara
J03a JoIeTaKcea € 75 rng/m2 karo 1-dacoBa uH(y3us B ieH | mocneBaHa OT MUCTUIATHH

100 mg/m” kato 30-MHHYTHA 10 3-4acoBa HHAY3HS, OCTIEABAHH OT 5-(hIyopoyparI

1 000 mg/m’ KHEBHO KaTO MpOIbIDKUTENHA HH(Y3Us 3a 4 quu. Ta3u cxema ce IpriIara Ha
BcekH 3 ceamun 3a 3 nukbia. Ciuen XuMuoTepanus, NaleHTUTe TPSOBa Jja moryqat
XUMHOTbYETEePAIIHsL.

3a ajmanTupaHe Ha A03aTa Ha UUCIUIATHH U S-(Iyopoypanni, BUKTe choTBeTHaTa KpaTtka
XapaKTepUCTUKA Ha IPOIYKTA.

Kopekiun Ha g03aTa 110 BpeMe Ha JICUCHUS b%

Obwu A

Jlorietakcen TpsOBa 1a ce mpuuiara, Korato 6post Ha Heyrpoduute ¢ > 1 500 kaerku/mfdy . Tipu
NalnueHTH, pa3Buin ¢peOpuiiHa HeyTporneHus, opoit Ha HeyTpoduute < 500 kneTku/ B
IPOIBDKEHUE Ha MIOBEYE OT e/[HAa CEIMMIIA, TeXKKH MIH KyMyJIaTUBHU KOXKHH pea pﬁnnn TEXKKa
nepudepHa HeBpOIaTUs 10 BpeMe Ha Teparus ¢ JOIEeTaKced, 103aTa Ha aouem& Tpsi0Ba /1a ce
mamamu ot 100 mg/m” Ha 75 mg/m’® w/umu ot 75 Ha 60 mg/m’. Ako narueH POIBIIKH J1a

TPOSIBABA TE3H PEAKIMH MpH 1033 60 mg/m’ IeUeHHeTo ¢ JOLEeTAKCEN TPIGBA' 1A ce IPEyCTAHOBH.

Aoweanmuna mepanus npu pak Ha 2bpoama ©

[IspBuuna npodunakruka ¢ G-CSF Tpsa6Ba na ce o6chan npu 1 TKH, [101y4aBaau JOLETAKCel,
nokcopyourua u ruknopochamun (TAC) antoBaHTHA Teparnu pak Ha rppaaTa. [Ipu marueHTKuTe,
pa3BuBaBany (pedprIHa HEYTPOTICHHS 1/MIH HEYTPOTICHH HGEKIYs, 103aTa Ha JOLETAKCE
TpsOBa 1a ce HaManu Ha 60 mg/m? BbB BCUUKU nocnefggu ukiH (Bx. Touku 4.4 u 4.8). [Ipu

MAUEHTKH, PA3BWIN CTOMATUT 3-Ta WK 4-Ta CTENEH aTta TpsOBa 1a ce Hamanmu 10 60 mg/m?.

B kombunayus ¢ yucnramun ¢

[Ipu manuenTH ¢ TBpBOHAYAIHA 1032 75 m /1@ oleTakce] B KOMOMHAIUS C IIUCIUIATHH, HA KOUTO
Hall-HUCKUAT OpOil Ha TPOMOOIIUTHTE TTO € Ha TPEIUIIHUS KypC Ha Tepanus € Oui

<25 000 KIeTKr/mm’, Win npH naunen@; (heOpHIHA HEYTPOIICHUS, WK MIPH MAIUEHTH ChC
CEpHO3HA HEXEMATOIOIUYHA TOKCHYKOLT, 103aTa Ha JOLETAKCEN B CIIEIBAIMTE LIMKIIM TPsAOBa J1a ce
HaMaTH Ha 65 mg/m’. 3a Kopexuﬁsﬁa Jlo3aTa Ha IUCIUIATHH, BIKTE ChoTBeTHATa KpaTka
XapaKTepUCTHKA Ha nponyKTaA

B xombunayus c Kaneuumb@m

. 3a amantupaHe M%Ta Ha KarenuTabuH, BIKTe KpaTka xapakTepucTHKa Ha MPOAyKTa
Kareurao

° IIpu na , Pa3BUBAIIM TbPBU €MU30] Ha TOKCUYHOCT CTeneH 2, KOUTO mepcucTupa B
MOMeRAaNIa caeaBalus UKD JIEYEHNE C TOLETaKCe/KaleuTaOuH, OTJIOKETE HUKBIIA 10
3aT He Ha siBiIeHusTa A0 cteneH 0-1 u mpoaskere cbe 100% oT mbpBOHAYaNHATa 1034,

. MAIMCHTH, pa3BUBAIN BTOPU €MU30] Ha TOKCHIHOCT CTeTeH 2, WK ITEPBYU €H30,1 Ha

(@oxcuunoct Crenen 3, 10 KOETO 1 11a € BpeMe OT TepaneBTUYHHUS IUKBII, OTI0KETE JICUCHHETO

Qz[o 3aTHXBaHEe Ha SBJICHHSTA 10 cTeneH 0-1 U MpoIb/KeTe TeISHHeTo ¢ IoLeTakcen 55 mg/m’.

o [Ipu Bcuuky nociieABany eNU3041 Ha TOKCHYHOCT, MM KaKBaTo U /1a € MPosiBa Ha TOKCHYHOCT
ot CrerneH 4, npekpareTe JISYEHHETO C AOLETAKCE].

3a MomuduKauy Ha 103aTa Ha TpacTy3ymab, BikTe KpaTkara XxapakTeprucTHKa Ha IPOTYKTa
TpacTy3ymao.

B xombunayus ¢ yucnramun u 5-ghnyopoypayun

AKO BB3HUKHE enn30/] Ha (heOpriTHa HEYTPOIIEHUS, IPOIBIKUTEITHA HEYTPOTICHUS WITH
HEYTpOIIeHUYHA UHQEKIUs BbIpeku npuioxennero Ha G-CSF, mo3ara Ha mponerakcen TpsOBa na
Ob1e HaMaTeHa T 75 Ha 60 mg/m’. AKO BB3HUKHAT ITOCIIEIBAIIH CIIM30IH HA YCIOKHEHA
HEYTPOIICHHSI, 103aTa Ha JOLETAKCeN TpsioBa 1a Obae HaMateHa oT 60 Ha 45 mg/m’. B ciydaii Ha




Tpombormromnenus CTereH 4, 103aTa Ha IOLETAKCE TPIOBa fa Obae HamaneHa ot 75 Ha 60 mg/m’.
[Mannenture Ha TpsOBa Aa OBIAT NOATATAHHU HA MOCIIEABAINY LIUKJIU C TOLETAKCEN, JOKATO
HEYTPODUIHTE Ce BH3CTAHOBAT 0 HUBO > 1 500 K1eTkn/mm’, a TPOMGOLHUTHTE Ce BH3CTAHOBSAT JI0
H1BO > 100 000 kietku/mm’. [IpeycTaHOBETE TEUEHUEHO, KO Te3H TOKCHUHH PEaKIHK IIePCHCTHPAT
(Bx. Touka 4.4).

[IpenopbuuTenHo agantTupaHe Ha 103aTa MPH MAIUEHTH, JICKYBAHU C JIOLETAKCE B KOMOMHAITUS C
UCIIATHH B S-uryopoypanui (5-FU):

ToxkcHaHOCT Kopekuus Ha 103aTa
Huapus ctenen 3 IIspBu ennzox: Hamanere no3ata Ha 5-FU ¢ 20%.
Bropu enmson: ciex ToBa HamaneTe gos3ara Ha jouerakcen ¢ 20%.
Huapus crenen 4 IIbpBH eMU30/1: HAMANETE 103aTa Ha gouerakcen n 5-FU ¢ 20%. (KT
Bropu enu3on: npeycTaHoBeTe JICUEHHETO. %)
CroMaTHT/MyKO3UT [IspBu enuzox: Hamanere no3ata Ha 5-FU ¢ 20%.
crerneH 3 Bropu enuzox;: cripere camo 5-FU BbB BCUUKHU nocnema&@um{nn.
Tpetu enuson: HamajeTe go3aTa Ha gouetaxcen ¢ 20%\
CtoMaTuT/MyKO3UT IIspBu enuzox: cupere camo 5-FU BBB BcUukH 1OC BQIHI/I IUKJIN.
cremneH 4 Bropu enu3on: HamaneTe Jo3aTa Ha TOLETaKCel L’%

3a KOpeKIHs Ha J103aTa Ha IUCIUTATHH U 5-QIIyopoypaluil, BIKTE CLOTBQ@&Ta Kpatka
XapaKTePUCTHKA HA TPOTYKTHUTE. &

IIpu ocroBanTe SCCHN M3nuTBaHus, MAEHTH, KOUTO ca pasaqq'ycnomHeHa HEYTPOTICHUS
(BKJIIOUUTEIHO MPOABIKUTEIHA HEYTPOIIeHHs, PeOpriTHa HE eHUS, WU UHPEKIHs), €
npenopbyana ynorpedara na G-CSF 3a ocurypsiBane Ha I JAKTUYHO MOKpUTHE (Hamp. 6-15 nen)
BB BCHYKH [TOCIIC/[BAIIN ITUKITH. @)

CHCLII/IEIJ'IHI/I nomyJannunu &

Hayuenmu c uepHodpobHO yepesicoare

B®3 ocHOBa Ha (hapMaKOKHHETHUHUTE ;[ale%:;a jorerakcen B 103a 100 mg/m’ kaTo caMOCTOsTENEH
areHT, IPU NaUEHTH C ez[HOBpeMeHHO nieHne Ha TpaHcamuHasute (ALT w/umu AST) Han

1,5 mbTH TOpHATa rPaHUIIA HA Hop (ITH) u ankainHa pocdarasza vang 2,5 mbti [ TH,
IIPENOpPBbUYMUTENHATA 1032 HA JOLL cen e 75 mg/m® (Bk. Touku 4.4 u 5.2). [Ipy manueHTUTE CHC
cepyMmeH Omnupyoun > I'TH ALT u AST > 3,5 metut [ TH 3aenn0 ¢ ankanna docdaraza

> 6 i ['TH, HE MOXE I ermopbya PeayKIUS Ha 103aTa U JOoIeTakcel He TpsIOBa 1a ce
npujara, OCBeH Ipu c HU MMOKa3aHMUA.

B xomOuHanms ¢ @énamH 1 5-¢uryopoypanu 3a JedeHHe Ha MallueHTH CbC CTOMAIICH
aJICHOKAPITMHO HOBHOTO KIIMHHYHO M3MUTBaHEe € M3KIoumino nanueHTd ¢ ALT w/unun AST

> 1,5 mpu [ F 1S 3aeqH0 ¢ ankanna ¢pocdaraza > 2,5 metu ['TH n ounupy6un > 1 meti ['TH; mpu
TE3U Mall I/I HE MOJKE J1a ce Ipenopbya peAyKLHs Ha 103aTa 1 JOLETaKceNl He TpaOBa 1a ce

npuia %(EBCH NpY CTPUKTHU MOKa3aHus. HaMa HanmuHa nHGOpMAaIys 32 NalMeHTH ¢ YepHOAPOOHO
VB aHe, JIGKYBaHU C JOLETAKCeT B KOMOMHALIMS MIPH APYTUTE TTOKA3aHUSL.

[leduampuuna nonynayus
be3onacHocTTa U ehukacHocTTa Ha Taxespira npu HazodapuHrealeH KaplIMHOM TIPH Jiela Ha Bh3pacT
oT 1 mecen 10 18 roguHu Bee Ol1le HE Ca YCTaHOBEHHU.

Hsima choTBeTHO Npuioxenue Ha Taxespira B neuaTpu4HaTa MOIyJIallys 3a IOKa3aHUATA paK Ha
rbpaata, HelpeOHOKIeThbUeH OenogpoOeH pak, pak Ha MPOCcTaTaTa, CTOMAIICH KapLUHOM U paK Ha
riaBaTa u mwusrta, 0e3 na ce BkiarousaT Tyl 1l u 111 mo-manko nqudepenuupan HazoapuHreaneH
KapI[HOM.

CmaDHECK(l 68vb3pacm




BB3 ocHOBa Ha momynanoHeH GpapMakKOKHHETHYEH aHAIH3, HAMa CIeIHaTH yKa3aHus 3a yrnorpeda
IIPH XOpa B CTapyecKa Bb3pacT.

B xoMOuHanus ¢ kanenuTaduH, Mpy MaUeHTH Ha Bb3pacT 60 1 moBeue roIMHu, ce TIpernopbyuBa
HaMaJIIBaHE Ha HayallHaTa J103a Ha KanenuTabuH Ha 75% (Bx. Kparkara xapakreprcTika Ha
MPOTyKTa KaIeuTa0uH).

4.3 IIpoTuBOMOKA3aAHUA

CBpBXUyBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO WIIH KbM HSIKOE OT MIOMOIIHUTE BEIECTRA,
n30poeHu B Touka 6.1.

TanuenTH ¢ U3X0eH 6poii Ha HeyrpodumuTe < 1 500 KIeTKH/mm’. brb'

)

ITaneHTH ¢ TEXKO YepHOAPOOHO YBpeKaane (BxK. TOUkU 4.4 u 4.2). &Q
O

HpOTI/IBOHOKaBaHI/I}ITa 3a Apyru JICKapCTBCHU MPOAYKTHU ChIIO CC MMpUjiarat, Korato @46HHHP3T C
JOIICTAKCCII. %

4.4 ChenuajaHu npeaynpesxieHus: U NpeANa3sHAd MEePKH NPH ynmpeﬁ&@

[Ipu pak Ha repaaTa u HeIPeOHOKIETHYEH OeT0poOeH pak, MpeMeau I, CbCTOSIIIIA CE OT
nepopajieH KOPTUKOCTEPOH] KaTO HalpuMep JiekcameTa3oH 16 mg HO (Hamp. 8 mg aBa MbTH
JHEBHO) B IPOIBIDKEHHE Ha 3 THH ¢ Havyajo | AeH mpenu npuia 0 Ha JIOLIETaKCeN, OCBEH aKO HE €
NPOTHBOINOKA3aHO, MOXKE [1a HAMAJIM YeCTOTATa M TeXKECTTa HARgNPBKKATA Ha TCYHOCTH, KaKTO H Ha
TCKECTTAa Ha PCAKIIUNUTEC HA CBPBbXUYBCTBHUTCIHOCT. HpI/I p mpocrarara, npeMeauKanusaTa €
nepopaJieH aekcameTra3on 8 mg, 12 yaca, 3 yacau 1 qacdp 1 uH(Y3UATa Ha JOLeTaKcel (BXK. TOUKa

4.2).
&

XemaTonorus

HeytpornieHusita ¢ Hali-uectara HeXxeIaHa neu@BeHa peaknus Ha qouerakcen. Hail-HuckuTe HUBa
Ha HEYTPOPUIUTE CE SBABAT IIPH MeﬂHaH@HH, HO TO3H MEPHO]] MOXKeE J1a € MO-KbC NPY MAIMEeHTH C
arpecuBHa npeaxoaHa tepanus. [lpu BO@L Y TIAIMEHTH, TTOJTyYaBally JoleTakcen TpsiOBa 1a ce
M3BBPIIBA YECTO NPOCIe/IBaHE Ha NIHAaTa KpbBHA KapTuHa. Ilaluenture MoraT aa momay4ar
cJIeaBaI Kypc ¢ IOICTaKCe KOF@ HEyTpOMHINTE ce BB3CTAHOBAT 10 HUBO > | 500 kietkn/mm’

(Bk. Touka 4.2). %

B cnyuaii Ha Texxka He Hus (< 500 KIeTKkn/mm® B IPOb/KEHNIE Ha 7 WM [OBEUE JTHH) B X012
Ha Tepamusra ¢ JOLET: , Ce MpernopbuBa HaMaJIABaHE Ha J103aTa IpH cIeIBaIlUTe KypCcOBE Ha
JIEYEHUE WIH Tpe MaHe Ha MOJXOJSIIM CHMITOMAaTUYHN MEPKH (BK. Touka 4.2).

[Ipu manueHpANTICKYBaHHU C 0leTaKce]l B KOMOMHALMS ¢ HUCIUIaTuH U S-uryopoyparun (TCF),
POTEHUS M HEYyTPONeHNYHA HH(EKIHS ca Bb3HUKBAIIN MO-PS/IKO, KOTaTO MalMeHTHTE
u npo¢pmnaktuaHo G-CSF. [launentute, nexyBanu ¢ TCF Tpsi0Ba na nomyvasat

nexyBanu ¢ TCF Tpa6Ba na Obaat HaOmonaBaHu BHUMATENHO (BXK. Touku 4.2 1 4.8).

[Ipu manueHTKy, JISKyBaHH C JAOIETaKCeN B KOMOUHAIMS ¢ JokcopyounnH u nukiodochamun (TAC),
(ebpunHaTa HEYTPOIICHHUS H/MITH HEYTPOIICHUYHATAa MH(EKIHSA Ce MOABABAT MO-PSIIKO, KOTaTo
MAIMEeHTKUTE Nody4aBaT mbpBuuHa npopunakrtuka ¢ G-CSF. ITspeuuna npodunaktuka ¢ G-CSF
TpsiOBa Jla ce OOMHCITH TIPY MAIMEHTKH, KOUTO MoJTy4daBar ajtoBanTHa Tepanus ¢ TAC 3a JeueHue Ha
pak Ha I'bpJiaTa, 3a ja ce HaMaJli PUCKBT OT YCJIOKHEHa HeyTporieHus (GpeOpriiHa HeyTponeHu s,
NPOJIOHTMpaHa HeyTPOoIleHHUs WK HeyTponeHnyHa nHpekuus). [launentku, nomyuasamu TAC,
TpsiOBa 2 OBAAT MOHUTOPUPAHU BHUMATETHO (BX. TOUKH 4.2 1 4.8).

Peakupu Ha CBPBXYYBCTBUTCIHOCT




ITanmenTuTe TpsOBa Ha OBAAT MO HEITOCPEICTBEHO HAOIIOICHNE 32 PEaKIIUy Ha
CBPBXUYYBCTBUTEIHOCT, OCOOCHO 10 BpeMe Ha ITbpBaTa M Bropata uHQy3uu. Peaknunre Ha
CBPBXYYBCTBUTEIHOCT MOTAT JIa CE MPOSBAT B PAMKHUTE Ha HAKOJIKO MUHYTH CJIE]] 3aTI0YBaHE Ha
UH(Y3UATA C JTOIETAKCE, IOPAIU KOSTO € HEOOXOANMO HATMYUETO HAa 00OpY/IBaHE 3a JICUCHUE Ha
XUIOTOHHS U OpPOHXOCIAa3bM. AKO Ce MOSIBAT PEaKK Ha CBPbXYYBCTBUTEITHOCT, HE3HAUHTEITHUTE
CHUMIITOMH KaTO 3a4epBsBaHE WM JIOKATHU KOXKHU PEaKIiK He HaJlaraT MpeKbCBaHe Ha TepaIusiTa.
Texkute peakiuu 00ade, KaTo TEKKa XUMIOTOHUS, OPOHXOCIIA3bM HIIM TeHEPATU3UpPaH O0PHB/epUTEM,
HaJylarat He3a0aBHO IIpeKpaTsBaHe Ha TeparnusiTa ¢ IOIeTaKceN U MOJAX 010 Jeuenue. [lanuenture
Pa3BUIN TEXKU PEAKIIUN HAa CBPBXYYBCTBUTCIIHOCT HE Tp5[6Ba Ja 6’bHaT noajlaraHu Ha HOB KOHTAKT C
JOLIETAKCEN.

Koxxnu peakimun
HabronaBanu ca JoKamu3upaH epUTEM 110 KOXKaTa Ha KpalHUIUTE (JUTAHUTE U XOMIIATa) C on@"b’

noCJICABAaHU OT JCCKBaMalus. HNma C’[>06H_IGHI/I$I 3a TCIKKU CUMIITOMHU KAaTO CPyNIIUun HOCHCI{Ba@ T
AC€CKBaMaluAa, KOUTO BOJAT OO0 MPEKBCBAHE WIIN MPEKPATABAHEC Ha JICHECHUETO C JOLICTAKCE, . TOUYKa

4.2). O
%ﬁ\

3agpprkaHe Ha TEYHOCTH
[TanueHTHTE C TEXKKA 3aphKKa Ha TCUYHOCTH KaTO HAIIPUMED IJICBPaJICH I/ISJII/IB,%I/IKapZ[eH W3JIUB U
acuT TpsiOBa ga ObIaT HAONIOJaBaHU BHUMATEITHO.

%]
O
PecnimpaTopHn HapymeHUs Q\z\
Cro011aBa ce 3a OCThp PECIIMPATOPEH AUCTPEC CUHAPOM, HHTEPCTH Ha THEBMOHUS/TTHEBMOHHT,
WHTEpCTHUIHATHA OeoapoOHa OoecT, OenoapodHa Gpudposa u €JIHA HEJOCTAaTHYHOCT, KOUTO
MOJKe J1a ca CBbp3aHu ¢ (patanen uszxon. MiMa choOmeHus 3a ¢ 1 Ha paJiHalldOHEH ITHEBMOHUT MPH
MAI[MCHTH, TOJTyYaBallly ChIIBTCTBAIIA JTbUCTCPAIIHSI. Q

AKO ce pa3BUAT HOBU WJIH CE BJIONIAT OEI0[pOOHHUTE TOMH, TTAIUCHTHUTE TPSOBA J1a ce
Ha0JII0JJaBaT BHUMATEJIHO, Ja Ce M3CcjeaBaT He3a0 1 Ja ce JIeKyBaT noaxoasmnto. [{o mocraBsHe Ha
JIarHo3a ce npenopbhyBa NpeKbCBaHE Ha Tepa ¢ Jouerakcen. PaHHOTO mpunarane Ha
MOAIBPKAIU MEPKU MOKE Ja IOMOTHE 34 I psIBaHE Ha ChCTOSTHUETO. TpsOBa BHUMATEIHO Jia ce
OLICHH I10J13aTa OT Bb30OHOBIBAHE HA JIeY TO C JIOLIETaKCe.

[ManyenTy ¢ 4epHOAPOOHO YBPEXKIAKE)

IIpy marmeHTH, JeKyBaHH ¢ goregdicen B 103a 100 mg/m” KaTo CaMOCTOSTENCH areHT, KOHTO UMAT
CEepYMHHM HHBA Ha TpaHCaMHUH (ALT w/unu AST) Han 1,5 netu I'TH enHOBpeMeHHO ChC CEpYyMHHU
HHBa Ha ajkanHaTa ¢pocda 12,5 neti ['TH, € Hanuie no-BUCOK PUCK OT pa3BUTHE Ha TEXKKH
HEKEIIaHU PEaKI[UU KaT PUMEP CMBPT OT HHTOKCHKAIINS, BKIIOYUTEIHO CETICUC H
TaCTPOMHTECTHHAJICH W3JIMB, KOWTO MOXe 1a Ob/e dataneH, peOpruiHa HeyTPOTICHHS,
uH}eKIuu, TpoMO N@Tone}mﬂ, cTOMAaTuT U acteHus. ETo 3amio, npenopbunTenHaTa 103a Ha
JoLeTaKce mp MEHTUTE C MOBHUILEHHU CTOMHOCTH Ha (YHKIMOHAIHUTE YEPHOAPOOHU
M3CJieIBaHU ) e 75 mg/m® u @YU Tpsi6Ba 1a ce M3BBPIIBAT IPEIH HAYATOTO HA JICUCHHETO U
peau B(%Q KBJ (BX. TouKa 4.2).

eBOBPEMEHHO ¢ HUBA Ha cepyMHa ankaiHa ocdaraza > 6 metu ['TH, He Moke 1a ce nmpenopbua
peAyKIHs Ha 103aTa U JAOLETaKCeN He TPsOBa Jja ce mpujiara, OCBEH IpU CTPUKTHH IMOKa3aHUS.

Hp{é\@lemme ¢ HuBa Ha cepymeH omnupyoun > I'TH u/wmu ALT u AST > 3,5 metu [TH,

B xoMOuHanums ¢ UCIIATHH U 5-QIIyopoypaliii 3a JeueHUe Ha NallMeHTH ChC CTOMAIIICH
aJICHOKapIIMHOM, OCHOBHOTO KJIMHUYHO U3MUTBaHe € u3kioumno namueHtn ¢ ALT w/umm AST

> 1,5 mbt I'TH 1 ¢ ankanna gocdaraza > 2,5 metu ['TH n Ounupyoun > 1 oet I'TH; npu Te3u
MAIMeHTH HE MOJKE Jla c€ Mpenophya peAyKITHsI Ha 103aTa U JoIeTakcel He TpsiOBa Ja ce mpuiara,
OCBCH IIPH CTPUKTHHM IMOKa3aHus. HiMa TaHHU 3a MallMEHTH ¢ YePHOAPOOHO YBPEKIAHE, JICKYBaHH C
JlolieTakce B KOMOMHAINS TIPU APYTUTE MTOKA3aHUS.



[TammenTu ¢ 0LO0PEYHO YBPEKIAHE
Hsma naHHUM 3a HAIIMEHTH C TEXKKO yBpeacHa ObOpeuHa (QyHKIINS, JICKYBaHHU C TOLIETAKCE.

HepgHa cucrema
Pa3BuTHeTo Ha TexxKa nepudepHa HEBPOTOKCHUHOCT Hajlara HaMajsiBaHe Ha Jo3aTa (Bx. Touka 4.2).

KapanorokcnyHocT

[Ipu manueHTH, MOJyYaBallly A0LETaKCe]l B KOMOMHAIIMS ¢ TpacTy3yMal, ¢ HaO/roAaBaHa ChpcyuHa
HEJOCTAaThYHOCT, OCOOCHO ClIe ] XUMHOTEPAIIns, BKITFOUBAIa aHTPALMKINH (OKCOPYOMIIMH HIIH
enmupyounuH). Ts Moxe a Obae yMepeHa 10 TeXKa U € CBbp3aHa ChbC CMBPTHH ClTydan (BXK. TOUKA
4.8).

Koraro nanueHTuTe ca KaHAUIATH 32 JICUYSHUE C JOLETAKCeNl B KOMOMHAIUS C TPacTy3yMao, Te a
Jia ObaaT MOJUIOKEHN Ha ITbPBOHAYATHA KapIMoIoruyHa oreHka. Clie]] ToBa, B X0/1a Ha JIeUeH
chpaeuHaTa pyHKIMS TPsOBa Ja ce nmpocieaspa (Hamp. Ha BCEKH 3 Mecela) ¢ Oriiel] OTKPH @To Ha
MAIUeHTH, KOUTO OMXa MOTJIM Jia pa3BUAT ChpzcuHa TUCHYHKIHS. 3a MoBeYe MopOOH , BUKTE
Kpatkara xapakTepucTrka Ha IpOayKTa TpacTy3ymao. *

Hapymenns Ha ounte (b(b

HMma crobuienns 3a kuctoujeH MakyaeH eneM (KME) npu nanuenty, TeKyBa@i ¢ JoLeTakcel.
[ManuenTrTe ¢ HapyIIeHO 3peHKe TPIOBa He3a0aBHO J1a OBIAT MOIOKCH BJICH O()TaIMOIOTHYCH
nperen. B cinyuaid, ye ce auarnoctuniupa KME, neyenuero ¢ pouera TpsIOBA 1A ce MpeKpaTH 1
Jla Ce 3aroYHe TOIXO/SIIO JeueHue (BxK. Touka 4.8). §

Hdpyru er

ITo Bpeme Ha nedyeHneTO TPsAOBA 1a ce mpuiarar KOHTpaHe@HI/I MEpPKH B OT MB)XE€ U OT )KeHU, TIPH
MBKE TIOHE 6 Mecella Cie]l CIUPAHEeTO MY (BXK. TOUKa 4.%

EnnoBpemennara ynorpeba Ha JOIIETAKCEN ¢ MOIIT xuoutopu Ha CYP3 A4 (Hamp. KETOKOHA3011,
UTPAKOHA30J1, KIIAPUTPOMULIMH, HHIUHABUD, HE JIOH, HeJI(hMHABUD, PUTOHABHP, CAKBUHABHD,
TEJIMTPOMULIMH U BOPUKOHA30:]1) TPsIOBa Aa ce@ arBa (BK. Touka 4.5).

JIOITBJIHUTETHY TPEANa3H MEPKH TIPH &"0663 IIpH aJIOBAHTHO JICYCHHUC HA PAK HA I'bpJaTa

Yenooicnena neymponenus A C

Ipn manmeHTKH, pa3BUIM YCII %EHa HeyTponeHus (IPOABDKATETHA HEYTPOIIeHus, (heOpuiHa
HEYTPOTICHUsI WX HH(]EKI si0Ba 1a ce oomuciu npwiaraneto Ha G-CSF u nHamansBane Ha
no3ata (BX. Touka 4.2). Q

Cmomamno-qpeenmi&akuuu

CuMIiTtoMu Kat HU KOPEMHH OOJIKH WJIM YYBCTBUTEIHOCT, (PeOPMIIUTET, TUAPUS C W 0e3
HEYTPOIICHUS MOTaT 1a ObIaT paHHH TPOSIBH HA TEXKKA CTOMANTHO-UYPEBHA TOKCHYHOCT U TpsiOBa Ja
OBaat orre 1 JICKyBaHHU He3a0aBHO.

3agmyha cvpoeuna nedocmamuvynocm (3CH)

Hz&@e}mﬂe TpsiOBa 1a ObJaT HaOJIr0aBaHU 32 CUMIITOMH HA 3aCTOMHA ChpleuHa HEAOCTaThYHOCT 110
BpEME Ha JICUEHHETO U B XO/1a Ha Tlepuoja Ha nmpociesaBade. [Ipu manueHTy, JIeKyBaHH ChC cXeMaTa
TAC 3a pak Ha rbpAaTa ChC 3acsAraHe Ha JUMGHHUTE Bb3JIM € YCTaHOBEH NO-BUCOK puck oT 3CH mo
BpeMe Ha IIbpBaTa roJIHa CJIE] JICUeHUETOo (BK. Touku 4.8 1 5.1).

Jlesxemus

[Ipu manueHTH, JIEKyBaHHU C JomeTakces, nokcopyournut u nukiaopochamua (TAC), pUCKBT OT KbCHA
MUEOANCITIA3MS HITH MUEJIOWHA JIEBKEMUS H3UCKBA NIPOCIIEsIBAaHE HA XEMATOJIOTHYHUTE
MOKA3aTeIIH.



Hayuenmu ¢ 4+ numenu 6v31u

Twit kaTo mon3aTa, HabMI0JaBaHa MPH MAIUEHTH ¢ 4+ TUM(HH BB3JIM HE € CTATUCTHYECKH 3HAYMMA T10
OTHOLICHUE Ha TIpexkuBsieMocTTa Oe3 3adonsaBane (DFS) u obmara npexkussiemoct (OS),
MOJIOKHUTEIHOTO ChOTHOIIEHHE To3a/puck 3a TAC npu nauneHTy ¢ 4+ TUMQHN Bb3JIM HE € HAITBJIHO
JTOKa3aHO TIPH OKOHYATEIHUS aHamu3 (BXK. Touka 5.1).

Xopa 6 cmapuecka 6v3pacm
Wma orpaHnveHy JaHHY 3a MAIMEHTH Ha Bb3pacT > 70 TOAMHU OTHOCHO YIOTpebaTa Ha JIoIeTaKcel B
KOMOWHAITHS ¢ JOKCOPYOUIINH U ITUKI0hochamu.

[Ipu npoyuBaHe BpXyY pak Ha mmpocTartaTa npHu 333 manueHTH, JISKYBaHU C JOLETAKCEeN Ha BCEKU 3
ceamuiy, 209 narpeHTy ca OMIIM Ha Bb3PpacT 65 WM [TOBeYe FOAMHM U 68 MalMeHTH ca OWIN Ha
BB3pacT Hax 75 ronunu. [Ipn nanuenTuTe, 1eKyBaHH C IOLETAKCEN HAa BCEKH 3 CEAMUIIM, YECT

Ha CBBP3AHUTE C JICYCHNETO IPOMECHH B HOKTHTE ¢ Orita > 10% 1o-BHCOKa NPH NALUCHTHTE HEY)
BB3pacT 65 U MoBeue rojIMHU, B CPABHEHHE C MTO-MIIQJINTE MaIreHTH. YecroTata Ha CBBP3 c
neueHneTo (heOpunuret, uapus, aHopekcus u nepudepen enem e 6una = 10% no-sucor@yipu
NalMeHTUTE Ha BB3PACT 75 U oBeYe TOAMHU B CPaBHEHHE C TE3H MOA 65 ToauHU. %

Ot 300 (221 nanmentu BBB ¢a3za Il vactra oT npoyuBaHeTo U 79 marueHTH Bma'&a Il gacrra)
NAlUEHTH, JIEKyBaHHU C JOLETAKCeN B KOMOMHAIMS € IIMCIUIATHH U S-(ayop LA IPH IPOYYBAHETO
3a CTOMAIlLICH paK, 74 ca Ounu Ha BB3pacT 65 WM moBeye rOJUHU U 4 maiy 1 ca OWJIM Ha BB3pacT
75 wnu nmoseve roguHU. YecToTaTta Ha CEPUO3HUTE HEXKENAHU CHOUTHS JIa IO-BUCOKA IIpU XOpa B
cTapyecka Bb3pacT B CpaBHEHHE € NO-MJIAAUTE ManueHTu. CleTHUT eJlaHu CHOUTHSA (BCUUKHU
CTEIICHH): JIETApIUsl, CTOMATHUT, HEYTPOIICHNYHA MH(EKLHS ca B HaJI| ¢ yectoTa = 10% mo-
BHCOKA MPH MallMEHTUTE Ha Bb3pacT 65 UK MoBede TOANHU B HEHUE C MO-MJIaIUTE MalUeHTH.
Xopata B cTapyecka Bb3pacT, JekyBanu ¢ TCF TpSIGBa za HaOJII0/JaBaHK BHUMATEITHO.

[lomMoIIHH BelecTBa
To3su JekapcTBeH MPOAYKT chabpxa 50 00. % eT I(OXOJI) T.e. 10 0,395 g (0,5 ml) Ha ml.

20 mg/1 ml:
ToBa e ekBuBajeHTHO Ha 10 ml Oupa HHH@ BUHO Ha (hakoH 1 ml.

80 mg/4 ml:
ToBa e exBuBajeHTHO Ha 40 ml 6\@@ uiu 17 ml BuHO Ha ¢1akoH 4 ml.

120 mg/6 ml: ?
ToBa € eKBUBaJIEHTHO Ha@n Oupa nim 25 ml BuHO Ha Quakon 6 ml.

Bpe;[Ho 3a CTpa;[a&be OT AJIKOXOJIM3BM.

Tpsi6Ba na ¢ ?Hpe,um/m pu OpeMEHHU WIN KbPMEIIX KEeHH, JIella ¥ BUCOKOPHUCKOBHU TPYIIH, KaTO
HaI_II/IeHTI/I HOJPOOHO 3a00JIIBaHE HIIH CTIHIICTICHSI.

I/@%TBOTG AJIKOXOJT B TO3M JICKAPCTBEH MPOIYKT MOXKE J1a IPOMEHH e(heKTUTE Ha JAPYTH
CTBEHHU ITPOIYKTH.

KonndecTBOTO aNnkoXoJi B TO3H JCKAPCTBEH MPOIYKT MOXKE Ja HAPYIIH CIOCOOHOCTTA HA TMAIIMEHTUTE
Jia 1o UpaT Wik pabOTAT ¢ MAIIMHU.

4.5 BszammopeiicTBHe ¢ IPYTH JEeKAPCTBEHH NPOAYKTH M APYTrH (POPMH Ha B3auMojelicTBHe
In vitro mpoy4BaHHATA ca [I0Ka3alH, 4e MeTa0O0IM3MBT Ha IOLETAKCENl MOXKE J]a Ce IPOMEHU NPH
€IHOBPEMEHHO MPUJIaraHe Ha BEIECTBA, KOUTO HHIYLUPAT, MHXUOUPAT HIIH c€ MeTabOIU3UpaT OT

(mopaau KOeTo MoraT KOHKYPEHTHO J1a HHXHOUpAT eH3uMHTe) HuToXpoMm P450-3 A kato Hanpumep
UKJIOCIIOPUH, KETOKOHA30J1 U eputpoMuliut. [lopaau ToBa, mpu jeueHue Ha NalUueHTH, MT0JIy4aBally
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€HOBPEMEHHO TE3H JICKapCTBEHH MPOTYKTH TPsiOBa Ja ce MpOosBsABa MOBHUIIEHO BHUMAaHKE, Thi KaTo €
HaJINIIE TIOTEHIMAJ 33 3HAYMMO B3aMMOJIeICTBHE.

B cnyuyait Ha komOuHaius ¢ CYP3 A4 uaxuOuTtopu, mosiBata Ha HEXKEIAHU PEaKIMU Ha JIOIETaKCeN
MOJKE J1a CE€ TIOBHIIIM B PE3YJITAT HA HAMAJICH METa00JIM3bM. AKO €THOBPEMEHHATA yIIOTpeba Ha
motteH nHxuoutop Ha CYP3A4 (Hamnp. KeTOKOHA30JI, HTPAKOHA30J1, KIAPUTPOMHUIINH, HHIAMHABUD,
Hea30/10H, HeI(PUHABHDP, PUTOHABUD, CAKBUHABUP, TEIIMTPOMUIIMH U BOPUKOHA30J1) HE MOXKE J1a Ce
n30erue, € He00X0MMO BHUMATEITHO KJIMHHUYHO MTPOCIICIABAHE M MOXKE J1a € TOAXOISII0 KOPUTHPAHE
Ha JI03aTa Ha JOLIECTaKCell 110 BpeMe Ha JiedeHHeTo ¢ MoleH nuxuoutop Ha CYP3A4 (k. Touka 4.4).
[Ipu papMakoOKHHETHYHO POYYBaHE CHC 7 MAIIMEHTH, €THOBPEMEHHOTO MIPUIOKEHHE HA JIOI[ETAKCeI
¢ mouraust uaxuouTop Ha CYP3 A4 keToKoHAa3011 BOAM 10 3HAYUTEITHO HAMaJIeHUE Ha KIUphHCA Ha
nouetakcen ¢ 49%.

q)apMaKOKI/IHeTI/IKaTa Ha J0OCTAKCCI B IPUCHCTBUCTO HA NPCAHU30H € U3CIICABAHA IIPpU naune@; C

METacTaTHYCH pak Ha mpocTarara. JJomerakcen ce Mmerabonusupa or CYP3A4, a 3a npean e
u3BecTHO, 4e nHayupa CYP3A4. He e HaOmoaBaH CTaTUCTUYCCKH 3HAUYNUM €EKT HE@ HU30H
BBPXY (DapMaKOKMHETHKATa Ha JIOIIETAKCEN. %

HomeTakcen ce CBbp3Ba BbB BUCOKA CTETEH ¢ mpotennutre (> 95%). Briipeku H&HT}’&HHI/ITG in vivo
B3aMMO/ICHCTBUS Ha JIOIETAKCEN C €THOBPEMEHHO IPIJIaraHu nexapcmenn\?nyxm He ca

o UIMATHO U3CIIEIBaHY, i1l Vitro B3aMMOIEHCTBUATA ChC CBBP3aHUTE BB RHCOKA CTETICH C
NPOTEHHUTE CPENICTBA KATO EPUTPOMUIINH, TU(PEHXUAPAMUH, Hponpam@% nponadeHoH, QEeHUTONH,
CANMIIMIATH, CYJI(PaMETOKCa30]l U HATPHEB BAJIPOAT, HE MOBIHSIBAT\CBBP3BAHETO HA JIOIETAKCEN C
nporenHuTe. OCBEH TOBa, JIEKCAMETa30H He ITOBJIHABA CBHP3BaH a JIoTeTaKcel ¢ MPOTEHHHUTE.
JormeTakcen He TOBIUSIBA CBHP3BAHETO HA TUTUTOKCHH. (b‘b

®dapMaKOKHHETHKATA Ha JOIETaKCell, TOKCOPYOHUIIHH 1 @{QO@OCQ)&MHH HE Ce MOBJINSABA OT
€THOBPEMEHHOTO MM TIpHiIokeHne. OrpaHndeHn z[aHHz\ €/IHO HEKOHTPOJIMPAHO MPOyIBAHE

JIOITyCKAaT B3aMMO/ICHCTBHE MEXKILY JOLETaKCeN U rwiatuH. [Ipu koMOMHUpaHe ¢ Jolerakcen,
KJIMPBHCHT Ha KapOomaTuH € ¢ 0kosio 50% 1moBYe0K OT CTOHHOCTHUTE, ChOOIIEHU IPEN TOBA IIPH
MOHOTEpPAIHUS ¢ KapOOIUIaTHH. >

e

4.6 @epTHaANTET, OPEMEHHOCT H Khﬁgﬂe

BpeMeHHOCT A
Hsima nH(OpPMAIUS OTHOCHO *Be6aTa HA JIOLIeTaKcel IpH OpeMeHHH keHH. JIokasaHo e, ue

JIOLIETaKCeN € eMOPHOTOKC (heToTOKCHYEH MPH 32l U TTBXOBE U MOHIKaBa (epTHINTETA
npu mwrpxoBe. Kakro u IUTOTOKCUYHU JIEKAPCTBEHN NPOAYKTH, TaKa U AOLETAKCEN MOXKE J1a
Ipeau3BUKa yBpeXaa ¢eryca, koraro ce mpuiiara Ha OpeMeHHH >keHH. [lopaau ToBa, HoneTaKcen
He TpsOBa J1a ce u 3Ba 10 BpeMe Ha OPEeMEHHOCT, OCBEH aKO HE € U3PUYHO TIOKa3aH.

Kenu ¢ nere %1 MTOTECHIINAJI, KOUTO TOJIyIaBaT JIOIEeTaKces, TPSOBa ga ObIaT ChBETBAHM Ja
n30sArBaT MEHSBaHE, KAKTO U JIa YBEIOMST JICKYBAIIHs CH JIeKap He3a0aBHO, aKO TOBA C€ CITyJH.

Kn

Jlouerakcen e MUITO(pHUIHO BELISCTBO, HO HE € U3BECTHO Jalld CE EKCKPETHUPa B KbpMara.
CrneioBaTeHO, TTOPaIX MOTSHITHAIIA 33 HEXKEIaH PEaKIUY IPU KbpMadeTa, KhPMEHETO TpsiOBa Ja ce
MIPEYCTAHOBH 110 BPEME Ha JICYCHUE C JTOTIETAKCEI.

KOHTDaHCHHI/I}I OpH MBKE U JKCHHU
Ilo BpEMC Ha JICUCHUCTO Tp$16Ba Ja CC U3I0J3Ba e(l)eKTI/IBeH MCTO/J 3a KOHTpalCIIIHA.

DepTunurer
[Ipu HEKITMHUYHY POYYBaHMSI, JOLETAKCET UM TEHOTOKCUYHU €(pEKTH M MOXKE J1a MOBJIMsC Ha

MBKKUS pepTHanTeT (Bk. Touka 5.3). [lopaau ToBa ce mpenopbruBa Ha MBKETE, JIEKyBaHH C
JOLIETaKCceN, 1a He Ch3/1aBaT Jella 110 BpeMe Ha U 710 6 Mecela cie]] ICUeHUETO U Jja IOThPCAT ChBET
OTHOCHO KOHCEPBUPAHETO Ha cliepMa Mpeau JICUEHHETO.
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4.7 EdexTu BbpPXy cIocOOHOCTTA 3a modupaHe U padoTa ¢ MAIIMHH
Hsama npoyuBanust 3a epekTute BbpXy CIOCOOHOCTTA 3a I0¢upaHe U padboTa ¢ MallluHU.
4.8 HexelaHu JeKapCTBEeHH PeaKkIuu

Pesrome Ha ipoduiia Ha 6€30MACHOCT 32 BCHYKH OKA3aHMSI

Hexenanute peakiuu, MpUeTH 3a BH3MOXKHO WIJIM BEPOSTHO CBHP3aHU C IIPUJIAraHETO Ha JOIETaKCeN,
ca TOJIY4YCHH TIPH:

. 1 312 u 121 manueHTH, KOUTO ca Moxy4aBaiu choTBeTHO 100 mg/m? u 75 mg/m? mouerakcen
KaTO MOHOTEPAIIHUS;

258 marueHTH, KOUTO ca MOoIydaBaid I0IeTaKce B KOMOMHAINS C IOKCOPYOUITHH; b(b
406 manueHTH, KOUTO ca TOTydaBajii JOIeTaKcesl B KOMOMHAITUS C IUCIUIATHH; @

92 manueHTH, KOUTO ca MoJTydaBalii JOIeTaKcell B KOMOMHAITUS C TpacTy3ymao; &Q

255 manueHTH, KOMTO ca MoJydaBajiy JOLEeTaKCel B KOMOMHALIMS C KaleluTaou O

332 manueHTH, KOUTO ca MoydyaBallv JOIETaKCcell B KOMOWHAIIHS C TIPETHU30 %
MPEIHU30JI0H (IIPEACTABCHU Ca KIIMHUYHO 3HAYMMUTE CBbP3aHU C nequHe@.ﬂe eJIaHH
JIEKapCTBEHU PEaKIIHH);

. 1 276 natmentn (744 u 532 crorBetHO ipu TAX 316 u GEICAM 9 , KOUTO Ca IO0Iy4aBalu

JIoIieTakce B KOMOMHAIINS C TOKCOPYOHUIINH U TIUKI0(hochamu CTaBEHHU Ca KIMHUYHO
3HAYUMHTE CBBP3aHHM C JICYCHUETO HEXKEJIaHHU JISKAPCTBEHHU Pe );
. 300 marueHT ChC CTOMAIIICH afieHoKapuHoM (221 marue B (haza Il yactra ot

npoyuBaHeTo u 79 manuenty BuB ¢asa Il gacrra), kouto %lonyqasam/l JIOLIETaKCeNl B
KOMOWHANUs C HUCIIATUH U 5-Qiryopoypaiu (peac ca KIIMHUYHO 3HAYMMHUTE
CBBP3aHH C JICYCHUETO HEXEIIaHU JIEKAPCTBEHU pea@m).

. 174 n 251 manueHTy ¢ pak Ha ry1aBara U IIUATa, TO ca IOJIy4YaBaju JIOLETAKCEN B
KOMOMHAIIMS C [IUCIUIATHH U S-iryopoypair PEACTaBEHU Ca KIMHUYHO 3HAYUMUTE
CBBP3aHH C JICUSHUETO HEXEIIaH! JIEKapC peaxIum).

Te3u peakuuu ca onucanu nocpeactsom O ¢ Kpurepuu 3a Tokcuunoct Ha NCI (crernien 3 = Cr3;

crerieH 3-4 = C13/4; crennien 4 = C14) \?AHHonornﬂTa Ha COSTART u Ha MedDRA.
Ilo wectorta ca nedurnpann karo: Mgord gectu (> 1/10); wectu (> 1/100 mo < 1/10); HeuecTn
(= 1/1 000 mo < 1/100); peaxu (> 1(1 00 1o < 1/1 000); muoro peaku (< 1/10 000); ¢ Hen3BeCTHA

4yecToTa (0T HAIMYHHUTE JTaHHU O’xe J1a ObJic HAallpaBeHa OIICHKA).
[Ipu Besiko rpynupaHe B 3 MMOCT OT Y€CTOTATa, HEXKEJIAHUTE JICKAPCTBEHU PEaKIUU ce u30posiBat
B HU3XOJISAII PEJI 110 OT, HUE Ha TEXKECTTa.

Haii-yecto CBO6H@€I\{I/IT6 HEXKEJIaHU JIEKAPCTBEHU PEAKLUHU Ha TOLETAKCEI CAMOCTOSITENHO Ca!
HEYTPOTICHUSI 0 ¢ Ouna oOpaTrMa ¥ HeKyMyJIaTHBHA; ICHIT MelaHa Ha Hail-HUCKa CTOHHOCT €
6u1 7-Mu, 3 €penHaTa NPOXBIDKMTETHOCT Ha TeXKa HeyTporeHus (< 500 kietku/mm’) e 6ua 7 aHu),
enys, rajieHe, NOBpPhIIaHe, CTOMATHT, TUapusl U acTeHus. TexecTTa Ha He)XETaHNUTe
peax a JloLeTaKces Moke J1a ObJle yBeJIMUeHa, KOraTo J0LeTaKcesl ce Ipuiiara B KOMOMHAIMS ©
UMHOTEPaNEeBTUYHH areHTH.

ITpn xomOuHaIMATa ¢ TpacTy3ymMal ca peCTaBeHN HEXKEIAaHUTE JIEKAPCTBEHH PEaKIUN (BCHUKU
crerieHn) crobuienu mpu > 10%. Otyerena e nosuineHa yecrora Ha ceprozau HIJIP (40% cnpsimo
31%) u HJIP crenen 4 (34% cnupsimo 23%) npu paMoTo Ha KOMOMHALMS ¢ TpacTy3yMal B CpaBHEHHE C
MOHOTEpAIUSATA C JOLETAKCE.

[Tpu xoMOUHALIMATA C KAEIUTA0WH Cca MPEACTABeHN Hali-UeCTUTE HEXKEJIaH! JIEKAPCTBEHU PEaKIUH,
CBBP3aHH C JISYeHUETO (> 5%), choOiienu npu uznutsane ¢asa Il mpu nauneHTKH ¢ pak Ha IbpaaTa c

HEYCIICUTHO JIeYeHUEe C aHTpalMKJINH (BK. KpaTkaTta xapakTeprcTiuKka Ha TIPOJYKTa KareluTaOuH).

CJ'IG,Z[HI/ITC HCXKCJIaHU JICKAapCTBCHHU PCAKIINU Ca Ha6J'IIOI[aBaHI/I YCCTO C O1O0LCTAKCCII:
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Hapymienns Ha IMyHHaTa CUCTEMa

B nmoBedero cinyyan, peakiuure Ha CBPhXUYBCTBUTEIIHOCT BH3HUKBAT B PAMKHUTE Ha HSIKOJIKO MUHYTH
CJIe]l HauaIoTo Ha WH(Y3UATa C JoleTaKcen U OOMKHOBEHO ca JISKH 10 yMepeHu. Haii-uecto
CHOOIIIaBaHUTE CUMIITOMH Ca 3a4epBsIBAHE, OOPUB ChC WK 0€3 ChpOexk, CTATaHEe B I'bPIUTE, OOJKH B
rbpOa, TUCITHES M TPECKA WM CTYACHU TPBITKU. TEXKKUTE PEaKIUU ce XapaKTEePU3UPAT C XUITOTOHHUS

1/WK OPOHXOCIAa3bM WK T'eHepalu3upad o0puB/eputeM (BXK. Touka 4.4).

Hapymenus Ha HepBHaTa cUCTEMA

Pa3BuTHeTo Ha TexKa neprudepHa HEBPOTOKCUYHOCT Halara peyKius Ha jgo3aTa (BxK. Toukd 4.2 U
4.4). Jlexute 10 yMepeHN HEBPOCCH30PHU MIPHU3HAIIY CE XapaKTEPU3UPAT C MapeCTE3Us, JU3CCTCIHUS
wiH 00JIKa, BKIFOUUTENHO mapeHe. HeBpoMOTOpHUTE CHOUTHS Ce XapaKTePU3UPAT TIIaBHO ChC

ci1abocT.

HaDVIHeHI/I}I Ha KOXKaTa ¥ MMOAKOKHATAa ThKaH

HabmromaBanu ca 00paTiMU KOXKHU PEAKIIMK, KOMTO 10 MPUHIIMII Ca IIPUEMaHH 3a JICKH [T

>
O

PCHH.

Peakmunte ce xapakrepu3upar ¢ 0OpHB, BKIFOUUTEIHO JIOKATHH €PYIIIUH TJIABHO TI0 c@nam u

JUTaHUTE (BKJIFOUUTEITHO TEXKBK CUHAPOM PbKa-Kpak), a ChINO H MO LEIUTE PBIIE, JHI
KOIII, X Y€CTO CBbP3aHU ChC ChpOerk. OOUKHOBEHO €PYIIMUTE Bh3HUKBAT B Pa
cnen uHdy3uara Ha gomerakces. He TonkoBa 4ecTo ca chOOIaBaHU TEKKHU CUM

MK Ha 1 cenmuia
ﬁﬁn KaTo epyIIUU

JIA TPBAHUA

mocJjieABaHu OT J€CKBaMalus, KOUTO B pCAKHU CIydau Ca JOBCIIU 10 NPCKHC @ HJIN MIPCKPATABAHC Ha

JieYeHneTo ¢ JoueTakcen (Bx. Touku 4.2 u 4.4). TexxkuTe yBpekJaHus Ha
C XHUITO- WJIM XUIIEPIIUTMEHTANINS U TIOHSAKOTa O0JIKa ¥ OHUXOJIU3A.

O6H.[I/I HAapyYIICHUA U e(beKTI/I Ha MACTOTO HA IIPHUJIOKCHUC

o
N

OONKHOBCHO PEAKLUUTE HA MSICTOTO HA HH(Y3HUsITA Ca JIEKH U C§)
Bh3MANICHHE, 3aUepBsABaHe WM CYX0Ta Ha Koxkara, (hieOuT
3aIbpKaHETO Ha TEYHOCTH BKITFOUBA CHOUTHSI KaTO MEePUQe
W3JIUB, TIEPUKAP/ICH M3JIMB, aCIIUT U HAJ/IaBaHE Ha TER

10 TOJTHUTE KPaWHUIIA U MOTAT Ja C€ TeHepaIu3n

3am>p>1<aHeT0 Ha TCYHOCTU € KYMYJIATUBHO I10

TUTC CC XapaKTCpU3npat

CTOAT B XUIICPIIUTMECHTAIUA,
CKCTpaBa3allid U OTOK Ha B€HATa.
1 OTOIIU M HC TOJIKOBA YECTO IJICBPAJICH

epudepHUTE OTOIM OOMKHOBEHO 3aII04BaT

HaJ1aBaHe Ha Teryo 3 kg u moseye.
0Ta 1 TeXecT (BXK. Touka 4.4).

TabnyueH COUCHK Ha HEXKEIIAHUTE peaxnm& Taxespira 100 mg/m? kaTto MOHOTEPAIIHS IPU PaK Ha

rppaata

o<

CucremMo0-opraHHu MHuor¢g™ecTu Heskeaanu | YecTu HexeaHn HeuecTu HexeNaHu
kjaacoBe no MedDRA | pe " peakuumn peakuum
Wudexiyn n 1uu (creneH 3/4: Wudekuus cBbp3ana ¢

uH(ecTaIH 7/%; BKIIIOUYUTEIIHO 4 cTeneH HeYTPOICHUS

g
Q\Q\

£

eTICUC U THEBMOHWUSI,
tdaramau nipu 1,7%)

(crerien 3/4: 4,6%)

Hapymenns Ha Ta
u muMQHaTa gsTeMa

N

Heyrponenus (ctemneH 4:
76,4%); anemusl (CTeTICH
3/4: 8,9%); pebpuriHa

TpomboruToneHus
(ctenen 4: 0,2%)

HEYTPOIEHUS
H eHus Ha CBpBXUYBCTBUTEITHOCT
UMYyHHATA CHCTEMA (crenien 3/4: 5,3%)
Hapymienus Ha AHopekcus

MeTadou3Ma u
XPaHEHETO

Hapymienus Ha
HEpBHATA CHUCTEMa

ITepudepHa ceHzopHa
HEBPOIATHUS

(cremen 3: 4,1%);
nepudepHa MOTOpHA
HeBpomnaTus (cTerneH 3/4:
4%) nucrey3us (TexkKa:
0,07%)
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Cepreynu HapyIIeHus Apurmus (cternie 3/4: | Cppaeyna
1,7%) HEJOCTATHYHOCT
CboBu HapyleHUs XUINOTOHUS ;
XUIEPTOHUS;
KPbBOU3IUBU

PecniuparopHu, rpbaHu
U MEJUACTUHAIHU

Hucmaes (Texka: 2,7%)

HapyIICHUS
CroMantHo-4peBHI Cromarur (crerneH 3/4: Kouncrumanus (texxsk: | E3odarut (Texbk:
HapyIICHUS 5,3%); 0,2%); xopemHa 6onka | 0,4%)

nmuapus (crerieH 3/4: 4%);
ragcHe (crereH 3/4: 4%);
noBpbInane (creneH 3/4:
3%)

(Texka: 1%);
CTOMAIITHO-YPEBEH
KPBBOMBIINB (TEKBK:
0,3%)

6’0

Hapymenus Ha koxxaTta
U MOJIKOXKHATA ThKaH

Anonenus; KO>XHA
peaxuuu (creneH 3/4:
5,9%); HapyIIeHus Ha
HOKTHUTE (TeXKH: 2,6%)

Hapymenns na
MYCKYJIHO-CKEJIeTHaTa
CUCTEMA U
ChEIMHUTEIHATA ThKaH

Muanrus (Texka: 1,4%)

Aprtpainrus

OO01mmm HapyIICHHS |
e(exTH Ha MACTOTO Ha
MIPHUIIOKEHUE

3agpprkaHe Ha TCUHOCTH
(Texko: 6,5%)

actenus (Texka: 11,2%);
Oomka

N3cnenpanns

Q
0\2\

&
N
Q)(b

(Crenecn 3/4 yBennueH
" GuMpyOUH B KPHBTA
(< 5%); crerien 3/4
yBeJYeHa aKaiHa
¢docdarasza B KppBTa
(< 4%); crenen 3/4
yBemumaeH AST (<
3%); cTeneH 3/4
yBemmueH ALT (< 2%)

A
(\\\‘%
\'d

Omuncanue Ha H36paHH\@enaHH peakiuu Ha Taxespira 100 mg/m? KaTo MOHOTEPAIIHUS MPU PAK Ha

IrbpaaTta

X

Penxn: enuz

Hapywenus H;@wma u aum@puama cucmema

51 HA HEPGHAA CUCEMA
a oOparumocT ca Hanwuue pu 35,3% oT manueHTuTe, pa3BUiI HEBPOTOKCHYHOCT CIIE

Ha KbPBEHE CBBP3aHM C TpoMOouuToneHus 3/4 cTemneH.

JICYEHHUEC C NJOUCTAKCEI 100 rng/rn2 KaTO MOHOTCpaImus. SIBneHusTa ca OT3BYYaJIi CIIOHTAHHO B

pamMKuTe Ha 3 Mecerna.

Hapywenus na xosxcama u nookojicHama mvKkam
MHoro peiku: eIuH ciydail Ha allonenus HeoOpaTuMa B Kpast Ha TIPOy4BaHeTo. 73% OT KOXKHUTE
peakiuu ca 00paTUMH B paMKuTe Ha 21 JAHU.

061/1/;1/{ Hapywernus u 64767('1’]’”/{ HA MACMOmMO HA npulosicerue
Meuanara Ha KyMyJaTHBHATA 103a 10 PEKPATSIBAHE HA JIeUeHNeTo e Oria mosede ot 1 000 mg/m” u
MeJraHaTa Ha BpEMETO JI0 Bb3CTaHOBSIBAHE OT 3aJAPHKAHETO HAa TEYHOCTH € om0 16,4 ceamunu (B
pamkure ot 0 10 42 ceqmunm). HauanoTo Ha yMepeHO /10 TEXKKO 3abpKaHe € 3a0aBeHo (MeraHa Ha
KyMyJIaTHBHATa 103a: 818,9 mg/m?) NpH MAIMEHTH ¢ IPeMeIHKALs B CPABHEHHUE C MAIUEHTH 63
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npeMenuKamus (MeIraHa Ha KyMyJaTHBHATa 103a: 489,7 mg/m’); Ipy HAKOH MALMeHTH, obade, ¢
CHOOIICHO B PAHHUTE KypCOBE HA JICYCHUETO.

TabnuueH cOUCHK Ha HEXEIaHUTe peakiuy Ha Taxespira 75 mg/m? MoHOTEpanus 0pu

HeapeOHOKIIETHLYEH paK Ha Oeaust 1poo

CuctemM0-0pranHu KjiacoBe
no MedDRA

MHoro 4ecTH HeXKeJIaHH peaKknuun

YecTH HeKeJIaHN Peakuu

Wupekumn u nadecrarun

Wudexnynm (crenen 3/4: 5%)

Hapymienust Ha KpbBTa U
nuMQHaTa CUCTEMA

Heytpomnenus (crenen 4: 54,2%);
anemus (crenex 3/4: 10,8%);
TpoMbonmTonenus (crenex 4: 1,7%)

deOpuiiHa HEYTPOTICHHS

Hapyuienust Ha UMyHHaTa
cucreMa

N

L]
CBpquyBCTBHTeHHO(@O
(HeTexKa)

N

Hapymenus Ha MeTabonmn3ma
U XpPaHEHETO

AHopekcus

AN

O\

Hapymienust Ha HepBHATa
cucreMa

IMepudepna ceH30pHA HEBPOTIATHS
(ctremen 3/4: 0,8%)

Hepmbepnayo‘mpHa
HeBponapys (crenen 3/4:
2,5%)D

CobpaevyHn HapyIIeHUs

A‘R@MI/I}I (HeTEXKKA);

CbII0BY HAPYIICHUS

OTOHMA

CroMantHo-4peBHI
HapYIICHUS

lanene (crenen 3/4: 3,3%);
cromatut (crenex 3/4: 1,7%);
noBpbIIane (crereH 3/4: O,S%Q
quapust (crenex 3/4: 1,7%)02)

&Q)KOHCTHH&HI/I}I
)

Hapymenus Ha koxara u
MOJKOKHATA ThKaH

Anoneuus; KoKHa peaxu@‘(&eneﬁ
3/4: 0,8%) O

Hapymienus Ha HOKTUTE
(texkn: 0,8%)

Hapyuienust Ha MycKyTHO-
CKeJIeTHaTa CHCTeMa U
ChCAVHUTENIHATA ThKaH

)
&

Mpuanrusa

OO0y HapymeHus u eheKTH
Ha MSCTOTO Ha MPHIIOKEHUE

Acrenust (gefidka: 12,4%); 3agpprxane
Ha Teur@EIN (texko: 0,8%); 6onka

N3cnenpanns

0‘(‘

Crenen 3/4 noBuieH
OunnpyOuH B KpbBTa (< 2%)

\\%

TabyyeH cUChHK Ha HE gme eakumu Ha Taxespira 75 mg/m? B KOMOMHALMS C JJOKCOPYOULIMH
IIpH PAK HA I'bpJaTa Q

‘x

Cl/ICTeMO-OpFaH}@‘ MHoro yecTH YecTu HexeTaHU HeuyecTu HexkeaHH
KJIACOBE TI0 QDRA HEeKeJIAHU PeaKkun peaknuu peaknnu
I/IHq)eKw N WNudekuus (crernen
nH(pecT? 3/4:7,8%)
Hapy, st Ha KppBTa U | Heyrponenwus (crerneH
I ara cucrema 4: 91,7%); anemus
(ctenen 3/4: 9,4%);
(hebpmrHa
HEYTPOIICHUS;
TPOMOOIIUTOTICHUS
(cremen 4: 0,8%)
Hapymenns nHa nmyHHarta CBpBXUYBCTBUTEITHOCT
cucTema (cremen 3/: 1,2%)
Hapymienus Ha AHopekcus
MeTabonu3ma u
XPaHEHETO
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Hapymenus Ha HepBHaTa
cucremMa

[epudepna cenzopna
HeBpomaTHs (CTereH 3:
0,4%)

[Tepudepna moropHa
HEBpoMaTHs (CTEIICH
3/4: 0,4%)

CbpaeuHy HapyLIeHUs

Copaeuna
HEJIOCTATHYHOCT;
apuTMUS (HETEKKA)

CpI0BH HapylIeHUs

XUMOTOHUSI

CroMairHo-4peBHI
HapyIICHUS

lanene (crenen 3/4:
5%); cToMaTUT
(crenen 3/4: 7,8%);
nuapus (crened 3/4:
6,2%); IOBpBIIaHE
(crenen 3/4: 5%);
KOHCTHTIAINS

Hapymenus Ha koxara u
IOJIKOKHATa ThKaH

Anoneuus;
HapyIICHUS Ha
HOKTHUTE (TSXKKH:
0,4%); KOXKHa peakius
(HE TeXKa)

Hapymienus Ha
MYCKYJTHO-CKeJIeTHaTa
cucreMa u
CheIMHUTEHATAa ThKaH

Muanrus
\2\%\
S

OO01mmm HapyIICHHS |
e(heKTH Ha MACTOTO Ha
MIPHUIIOKEHHUE

ActeHns (TexKka:
8,1%); 3aabpKaHe HA
TEYHOCTH (TEKKO:
1,2%); 6omka

Peakun @I)HCTOTO
Ha I/IHW
(\Q

N3cnenpanns

sreren 3/4 nopuieH
>6Hnnpy6HH B KPBBTa
(<2,5%); crenen 3/4
MOBHIIICHA aJIKaJHA
¢docdarasza B KppBTa
(<2,5%)

Crenen 3/4 nosuinex
AST (< 1%);
cTeneH 3/4 moBHIlIEH
ALT (< 1%)

Tabnu4eH cnuchbK Ha Hexcenam%e peakuyu Ha Taxespira 75 mg/m? B KOMOMHALINS ¢ MUCTIIATHH MIPH
HeIpeOHOKIIEThYEH paK Ha@/é\?ﬁﬂ apob

PN

\‘

Cl/ICTeMO-OpFaHHI/l

MHOFO YECTH HEXKEJIAHHN

YecTH HeKeJIaAHU

HeuecTn Hexkenanu

KJacose mo Med peakuuu peakuun peakuuu
Undexnun n &@ Undexnus (crenen 3/4:
undecrarmu( y 5,7%)
Hapymre akpbBra | Heyrpomenus (creneH 4: | debpunHa
U 1 a cucrema 51,5%); anemus (CTerieH | HEYTPOIICHUS
Q 3/4: 6,9%);
TPOMOOITUTOTICHHS
(ctenen 4: 0,5%)
Hapymenus na CBpBXUYBCTBUTEITHOCT
HMyHHaTa CHUCTEMa (crenen 3/4: 2,5%)
Hapymienus Ha AHopekcus

MeTadou3Ma u
XPaHEHETO

Hapymienus Ha
HEpBHATA CHUCTEMa

[lepudepHa cerzopHa
HeBponaTus (CTereH 3:
3,7%); nepudepHa
MOTOpHA HEBPOTIATHSI
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(crenien 3/4: 2%)

Cobpaevynn HapyIIeHUs

Apurmus (crernen 3/4:
0,7%)

Cobpaeuna
HEJIOCTATHYHOCT

Cp10BH HapylIEHUS

XUnoToHus (CTEIeH

3/4:0,7%)
CroMantHo-4peBHI lanene (crenex 3/4: Konctumanus
HapyLIEHUs 9,6%); moBpbIIaHe
(crenien 3/4: 7,6%);
nuapus (crerneH 3/4:
6,4%); cromatur (creneH
3/4: 2%)
Hapymienus Ha kokata | AJONEus; HapyIICHHS
U MOJIKO’KHATA THKaH Ha HOKTHTE (TEKKH: ©®
0,7%); KOKHU peaKIun %)
(crenewn 3/4: 0,2%) &Q
Hapymenns na Muanrus (Texka: 0,5%) QO i
MYCKYITHO-CKEJIETHATA %
CUCTEMa U (b,
ChEIMHUTEIHATA ThKaH o)
OO01mmM HapyIICHHS | ActeHns (TexKa: Peakrus Ha MACTOT Q\Q)

e(exTH Ha MACTOTO Ha
MIPHUIIOKEHUE

9,9%);3agppkane Ha
TeyHocTH (Texko: 0,7%);
tpecka (G3/4: 1,2%)

Ha uH}Y3HSL; 60:1@;

N3cnenpanns

B KPHBTa
. creneH 3/4
en ALT (1,3%)

crened 3/4 moBHIIEH
AST (0,5%); cTenien
3/4 nosulieHa
ankaiHa gocdarasa B

kpbBTa (0,3%)

IpH paK Ha I'bpaara

TabyiueH cCIUCHK Ha HEXKEIIAHUTE peaxgng@ axespira 100 mg/m? B koMOMHALHS C TpacTy3ymMad

X

=

CuctemM0-0pranHu Kjiacose 110

MedDRA

CaKIIMH

ro 4eCTH HEKEJIaHH

YecTH HeKeJIaHN Peakuu

Hapymienust Ha KpbBTa U
nuMQHaTa CUCTEMA

&K

o

>

Heyrpomnienus (crernien 3/4: 32%);
(ebpunHa HeyTponeHus (BKIIOUBA
W HEYTPOIICHHS, CBh3aHa C TPECcKa
1 yrnotpeda Ha aHTHOHUOTHUIN) UITH
HEYTPOIICHUYCH CETICHC;

Hapymenuns H&@Teﬁoana u | AHOpekcus
XPaHEHETO _¢
HCHXHq?XQApymeHHH NHcomMHus
Hapy s Ha HEpBHATa [Napecte3un rnaBoOomKe; MpoMsIHA
c Ha BKYyCa; XUIIECTE3Hs
HaﬁymeHH;I Ha OUUTE YBenu4ueHa JIaKkpuMalius;
KOHIOHKTHBUT
Cppeyny HapylIeHus CppreyHa HEAOCTATHYHOCT
CbJ10BU HapyUICHUS Jlumbenem

PecniuparopHu, rpbaHu U
MeANaCTUHAIHU HapyIIeHUs

Enucrakcuc ¢apunro-
JapuHTeanHa 60Ka; Ha30(hapuHTUT
; TUCTTHES; KaIUTUIA; PHHOPEST

CroManiHo-4peBHH HapyLICHUS

lanmene; nuapwus; MOBpPHIIAHE;
KOHCTHUTIAIINS; CTOMATHT;
JUCTICTICUST; KOpeMHa O0Ka
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Hapymenus Ha koxara u Anoneuus; epureMa; oOpHB;

MOJIKO)KHATA ThKaH HapyIICHUs] HA HOKTUTE
Hapyuienust Ha MycKyTHO- Muanrus; apTpayrus; 00Jka B

CKEJICTHATa CHCTEMA U KpaiHUIHTE; 00JKa B KOCTUTE,
CheIMHUTEIHATA ThKaH 0oJika B repba

OO0y HapymieHus u ehekT Ha | AcTeHus; nepudepeH oTok; Tpecka; | Jletaprus
MSICTOTO Ha TIPUIIOKEHUE yMopa; Bb3MaJICHUE Ha

JIUTaBUIIUTE; 00JIKA; TPUITONIOT00HO
3abonsaBane; TphaHa 00IKa,;
CTYJCHH TPBIIKH

N3cnenpanns IToBuieno terio

@’?f
Onucanue Ha n30panu Hexenanu peakunu Ha Taxespira 100 mg/m? B KOMOMHALUA C TPACT
[IDY PAK HA I'bpJaTa &

O
Covpoeunu napyuenus §
CHUMITTOMAaTUYHA ChpJICYHA HEIOCTATHYHOCT € JIOKIaBaHa npu 2,2% OT MallueHTARE, TOTYIHIN
JIOLIETAKCEN TLIIOC TPACTy3yMab B cpaBHeHHE ¢ 0% OT MAIMEHTHTE, TOTy4HIM 10DSTaKcel KaTo
MoOHoOTepamus. B paMoTo Ha JronieTakces IUroc TpacTy3ymao, 64% ca moryu U IIPENXO/IHA
AHTPAIMKIMHOBA a/IF0BAaHTHA TepaIus, B CpaBHEeHUE ¢ 55% B paMOTO Ha TaKceJ, MPIWIOKEH KaTo

MOHOTCpamnus. &@
)

Hapywenus na kxpvema u aumgnama cucmema
MHoro yectr: XeMaTOJIOTHYHATa TOKCUYHOCT € YBEJTHYeHa IUEHTH TOJTyYaBaIly TPacTy3yMad
U JIOLIETaKCel, B CPaBHEHHE C JOLETAKCeN KaTO MOHOTEpa 2% cremnieH 3/4 HeyTpoOIIEHHUS CIPSMO
22%, otuetenu o NCI-CTC kpurepun). [la ce otOenes s, T€ € BepoaTHO TOBa JIa € HEAOOIEHEHO,
THH KaTo € U3BECTHO, Y€ JOLETAKCEN KaTO MOHOTEP B 103a ot 100 mg/m’ Boxu 10 HEYTPOIEHHS
nipu 97% ot nmaruentute, 76% crenex 4, Ha 6azar ali-HUCKaTa CTOWHOCT Ha Oposi Ha KPBBHUTE
knetkn. YecroraTa Ha GeOpHiTHA HEYTPOTICHUSIAISY TPOTIEHHYEH CETICUC CHINO € TIOBUILICHA TIPU
MaIeHTH, JIeKyBaHHu ¢ Herceptin miroc 1o en (23% capsamo 17% mpu nanueHTy, JISKyBaHH C
JoLEeTaKce] KaTo MOHOTEPAITHs). %)

&

O

TabnuueH couchbK Ha Hemenaﬁnrmaxunn ga Taxespira 75 mg/m? B koMOMHAIMs ¢ KaneuuraOuy
IIDY PAK HA I'bpJAaTa ; \J

O
Cucremo-oprannu kaaéope no | MHOIo 4ecTn HexKeJIaHu YecTH HeskeJIaHHM peaKkuu
MedDRA N & peakumnu
Undexnun u uad 1704 Opanna kanaum03a (CTeneH
%) 3/4: <1%)
Hapymenus @\bbma u Heyrpomienus (crernien 3/4: 63%); TpombonuToneHus (crernexH
JII/IM(l)Ha”lR@CTeMa anemust (creneH 3/4: 10%) 3/4: 3%)
Hapymégﬁ‘ﬂa Mmetabonmu3ma 1 | AHopekcus (cterieH 3/4: 1%); Hexunparanus (creneH 3/4:
xpdusteTo HaMaJICH alleTUT 2%);
Hapyienust Ha HepBHATA Hucreysus (creneH 3/4: < 1%); 3amaiiBane; rmaBodome
crucTeMa napecresus (creneH 3/4: < 1%) (ctenen 3/4: < 1%);
nepudepHa HEBPOMATHUS
Hapyiienust Ha ounre YBenuueHa JJaKkpuMaius
Pecniuparopuu, rppaau u dapuHronapuHreaata 6oika Hucnuest (crenen 3/4: 1%);
MEANACTUHAIHU HapyIIEHUs (crenen 3/4: 2%) Kauutuia (creneH 3/4:
< 1%); enncrakcuc (CTernexn
3/4: <1%)
CromamHo-upeBHU HapymieHus | Ctomarut (crenex 3/4: 18%); I'opna kopemHa 6oika;
nuapus (crenen 3/4: 14%); ragene | cyxora B ycTaTta
(crenen 3/4: 6%); noBpbIaHe
(creneH 3/4: 4%); kKoHCTUIALIUS

18




(cremien 3/4: 1%); xopeMHa OoJka
(crenen 3/4: 2%); nucniencus

CuHApoM pbKa-Kpak (cTeneH 3/4:
24%); anonenus (crerieH 3/4: 6%);

Hapymienus Ha Koxara u
MOJIKOKHATA ThKaH

HepMmartur; epuremaTo3eH
06pus (creneH 3/4: < 1%);

HapyIICHUs Ha HOKTUTE (CTETeH
3/4: 2%)

MpOMsHA B IIBETA Ha
HOKTHTE; OHHXOJIU3a
(cremen 3/4: 1%)

Hapymenns Ha MycKyIHO-
CKeJIeTHAaTa CUCTEMA U
ChEMHUTENHATA ThKaH

Muanrus (crenieH 3/4: 2%);
aprpanrus (crernex 3/4: 1%)

Bonxka B kpaiiHUIIUTE
(crenen 3/4: < 1%); 6onka B
repba (creneH 3/4: 1%);

OO0y HapymeHUs u e)eKTH Ha
MSICTOTO Ha TIPUIIOKEHUE

Acrenus (creneH 3/4: 3%); Tpecka
(cremen 3/4: 1%); ymopa/cimabdoct
(crenewn 3/4: 5%); nepudeper oTok

(cremien 3/4: 1%);

Jletraprus; 6omnka
o

Wzcnensanus Hamaieno Ternoggbneﬂ 3/4
IOBUIIIEH OH. VH B
KpbBTa (9%)\
D)

o0

TabaudeH COMCHK HA HE)KENAHUTE peakiiuu Ha Taxespira 75 mg/m? B K0M6a@tm;1 C IPEIHN30H WIN
[PEIHU30JIOH IIPYU PaK Ha IIpocTarara \2\

%)

CuctemM0-0pranHu Kjiacose 110
MedDRA

MHoro 4ecTH HesKeJIaHU
peakiun

@0) YecTH HeKeJTIAHU Peakunu

Wubexumn u nadecTarun

unbekuus (crerne 3/4: 3

Hapymenus Ha kpbBTa 1
nuMdHaTa cucremMa

Heytponenus (CTeneH 2%

aHeMus (cTerneH 3/4

TpomboruroneHwst; (CTeneH
3/4: 0,6%); pedpumHa
HEYTPOTICHUSI

Hapyuienust Ha UMyHHaTa
cucreMa

0‘“\’

CBpPBXIyBCTBUTEIHOCT
(crenen 3/4: 0,6%)

Hapymenus Ha MmeTabonmn3ma u
XpaHEHETO

AHopeK@Q'éTeneH 3/4: 0,6%)

Hapymienust Ha HepBHATa
cucreMa

ﬁ)ﬁ(ﬁep}la CCH30pHA

omnatus (crenen 3/4: 1,2%);
creysym (crenien 3/4: 0%)

ITepudepua MmoTopHa
HeBponatus (creneH 3/4: 0%)

Hapyienus Ha ounte

o

YBenudeHa JaKkpuMarus
(crenen 3/4: 0,6%)

Cepreunn HapymeHmQ\e

X

Hamarnena cppaeyna
JIeBOKaMepHa (PyHKIIUSA
(crenen 3/4: 0,3%)

PecnimpaTopu JTHU U Enwucrakcuc (crenen 3/4: 0%);
MeIuacTu HapYyLICHUS muctHes (ctened 3/4: 0,6%);
ON kanumuna (crener 3/4: 0%)

7
CTON@ho-qpeBHn HapyIIEeHUS

lanene (crenen 3/4: 2,4%);
nuapus (crened 3/4: 1,2%);

cromMatuT/gpapuHrut (creneH 3/4:

0,9%); noBpsIane (cremnex 3/4:
1,2%)

Hapymenus Ha koxara u
IIOJIKO’KHATa ThKaH

ATnorienusi; HapyIIeHUsS Ha
HOKTHTE (HE TEKKH)

Excdonmnarusen oOpus
(crenen 3/4: 0,3%)

Hapyuienust Ha MycKyTHO-
CKeJIeTHATa CUCTEMA U
ChCANMHUTEIIHATA ThKaH

Aptpanrus (creneH 3/4:
0,3%); muanrus (creneH 3/4:
0,3%)

OO0y HapymieHUs 1 e)eKTH Ha
MSICTOTO Ha TIPUIIOKEHHE

VYmopa (crenen 3/4: 3,9%);
3abpXKaHe Ha TEYHOCTHU (TEXKKO:
0,6%)
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TabnuueH cOUCHK Ha HEXKEIAHNUTE PEAKIMK IPU I0BaHTHA Tepanus ¢ Taxespira 75 mg/m? B

KOMOUHAIINS C I[OKCODV6I/IHI/IH n HI/IKHOd)OCd)aMI/IH OpHy NanMCHTKH C paK Ha I'bpJiaTa ChC 3aCATraHC Ha

aumpuute Bu3aU (TAX 316) u 6e3 3acsarane Ha aumbuurte Bb31u (GEICAM 9805) - cOopHU gaHHU

Cucremo-opranHu

MHoro yecTH

YecTH HeKeJIaHHA

HeuecTHn He:keJIaHHU

kyacoBe o MedDRA | HexeJIaHU peaKkluu peakuuun peakuuun
Wudexiyn n Wndekuus (crenen 3/4:
uH}ecTaum 2,4%); HEeyTpOTIeHnYIHA

nHdpexnus (crenex 3/4:
2,6%)

Hapymienust Ha KpbBTa
u uM(pHATA CHCTEMa

Anemus (creneH 3/4:
3,0%); HeyTponeHus
(ctenen 3/4: 59,2%);
TPOMOOLIUTOTICHHUS
(crenen 3/4: 1,6%);
(eOpuHa HEYTPOTICHHS
(cremen 3/4:
HETIPUIIOKHAMO)

o4

Hapymenns na
MMYHHaTa CUCTEMa

CBpquyBCTBHTen}Q@‘
(crenen 3/4: 0,6%)

Hapymienus Ha
MeTabo/In3Ma U
XPaHEHETO

Anopexkcus (crereH 3/4:
1,5%)

2
R

Hapymenns Ha
HEepBHaTa cucTeMa

Hucreysus (cteneH 3/4:
0,6%); nepudepna
CEH30pHa HEeBPOIATHS

&

(cTenen 3/4:<0,1%)
N

\J
Ilep Ha MOTOpHa
H@BRONATH (CTEIICH
1 0%)

Cunkorn (creneH 3/4:
0%) HEBPOTOKCHYHOCT
(cremen 3/4: 0%)
COMHOJICHTHOCT
(cremen 3/4: 0%)

Hapymienus Ha ounte

KoHroHKTHBUT (c@@ﬁ
3/4:<0,1%) @

VYBennuena
JMaKpuManus (CTerneH
3/4: <0,1%)

Cobpaevnn HapyIIeHUs

G
XA

Apurmus (ctenen 3/4:
0,2%)

Cp10BH HapylIEHUS

Q

A hy
l'o BBJIHHU (CTETICH

Xunotouus (CTeneH
3/4: 0%) dnedur
(crenien 3/4: 0%)

Jlnmdenem (crenexn
3/4: 0%)

4
PecniupaTtopnu, rpLu\xl}\
1 MeTTMaCTHHATHHE,

HapyIICHUS @
A

140.5%)

kanumna (creneH 3/4:
0%)

CTOMaWeBHH
Hapy LM
N

lanene (crenen 3/4:
5,0%); cromatut
(crenen 3/4: 6,0%);

MOBpbIane (crerneH 3/4:

4,2%); nuapus (cTernex
3/4: 3,4%);
KOHCTHTIANUA (CTETICH
3/4: 0,5%)

Kopemna 6onka
(crenien 3/4: 0,4%)

Hapymenus Ha koxxaTta
U MOJIKOXKHATA ThKaH

Anonenus
(mepcuctupama: <3%);
HapyIICHUs Ha KOXKaTa
(G3/4: 0,6%)
HapYIICHUS HA HOKTUTE
(G3/4: 0,4%)
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Hapymenns na
MYCKYJIHO-CKeJIeTHaTa
CUCTEMA U
ChEIMHUTEIHATA ThKaH

Muanrus (creneH 3/4:
0,7%); apTpanrus
(ctenen 3/4: 0,2%)

Hapyuienus Ha
BB3MPON3BOAUTETHATA
CHCTEMa U T'bpAaTa

Awmenopes (creneH 3/4:

HETIPUIIOKHAMO )

OO HapymeHus 1
e(exTu Ha MACTOTO Ha

Acrtenus (creneH 3/4:
10,0%); mupekcus

MIPHUJIOKEHHUE (cremen 3/4:

HETPUIIOKUMO);

nepudepeH 0Tok

(crenieH 3/4: 0,2%) (r\(b
WN3cnenpanns VYBenuuasaHe Ha @V

Ternoro (creneH 3/4:

0%); HamansBaHe Ha

TeraoTo (creneH 3/4:

0,2%)

«\O/\Q
)

(bv

Onrcanve Ha N30paHN HEXKEJIAHU PEaAKITHH ITPY AAIOBAHTHA TEPATIHS C Taxeg%a 75 mg/m? B
KOMOMHAIMS ¢ JOKCOPYOUILIMH U IHUKIo(ochaMuI IPU NAIMEHTKH ¢ pak HaYybpaaTa cbe 3acsiraHe Ha

numbuute Bb3au (TAX 316) u 6e3 3acsarane na aumbuute Bp3au (GEICA

9805)

Hapywenus na nepsnama cucmema

HabmronaBana e nepudepHa ceH30pHA HEBPONATHS, KOSTO T
npociensasane npu 10 ot 84-Te maruenTu ¢ nepud)epHa ce

)

»KaBa 10 BpEME Ha IICpuoJa Ha
Ha HCBPOIIATHA B Kpas Ha

XUMHUOTEpANuATa B KIMHUYHO U3IUTBAHE IIPU paK Ha F’[@[a a CbC 3aCiAraHc Ha JII/IM(i)HI/ITe BB3JIN

(TAX316).

Copoeynu Hapyuenus

IIpu npoyusanero TAX316, 26 maunenTn
paMoTO ca UMaJIM 3aCTOMHA Chp/IeYHA HE
BCSAKO PaMo, ca AMarHOCTUIIMPAHHU ChC

\&

@6 B TAC pamoro u 17 nammmentu (2,3%) 8sB FAC
AThYHOCT. BcHuky, ¢ U3KIIOYEHNE HA €IMH MALUEHT OT
nioBeue ot 30 gHU ciieq nepuoa Ha jJedeHue. JIBama

narnuenty ot TAC pamoto u 4 naumdatn ot FAC paMoTO ca MOYMHAIU MOpPaJiu ChpAeUYHa

HEOJOCTAaTBbYHOCT.

IIpu npoyusanero GEICAM
paMoTO ca pa3BUIM 3aCTO

%

Enun namuent B TAC 8@ 0 € NOYHMHAJI IOPaJy AWIATATUBHA KapAUOMHUONATH.

a U NOOKOJNCHAMA MbKAH

, 3 manmenTu (0,6%) B TAC pamoto u 3 nanmentu (0,6%) BsB FAC
JICYHA HEJIOCTATHYHOCT 0 BpEME Ha NEPUO/Ia Ha MPOCICIsIBaHe.

Hapywenus na KO@
IIpun npoytma@ AX316 anomenus, nepcucTUpallia 1o BpeMe Ha neproja Ha IpociesBaHe cie/l

kpas Ha XHM{g
HALUEHTH
B xpa

panusTa, ¢ HaOronaBana npu 687 ot 744 TAC nammentu u 645 ot 736 FAC

ﬁ@ nepcucTupaia anomneus e Haomoaasana mpu 29 TAC nammentu (3,9%) u 16 FAC

HTH (2,2%).

IIpu mpoyuBanero GEICAM 9805 e HabnrogaBaHa aonenys, IepCUCTHpAaIa B Iepruoia Ha
mpociieAsiBaHe (MenuaHa Ha BpeMeTo Ha mpociensBane 10 roqunu u 5 Mecena), KosiTo € MpOoABbJDKHIIIA
npu 49 nanmentn (9,2%) B TAC pamoto u 35 manuentu (6,7%) BsB FAC pamoTo. Anornenus,
CBBp3aHa ¢ U3MUTBAHOTO JICKAPCTBO, € 3all0YHAJIa WU CE € BJIOLIMIA II0 BpeMe Ha Neproja Ha
npocneassane npu 42 nanuentu (7,9%) 8 TAC pamoro u 30 nauuentu (5,8%) BB FAC pamorto.

Hapywenus na 6b3npouszeooumennama cucmema u 2bpoama
HabmromaBana e ameHopesi, KOsATO MPOIBIDKaBa M0 BpeMe Ha Iiepro/ia Ha mpociesBane mpu 121
marueHTKH oT 202-Te MareHTKy ¢ aMeHopest B Kpasi Ha XUMHOTepanusiTa npu npoyusaneto TAX316.

%pno;la Ha mpocieasBaHe (AedcTBUTeNHA MelnaHa Ha BpeMETO Ha IpociiesiBaHe 96




IIpu npoyuBarero GEICAM 9805 e nabirogaBana aMmeHopest, IEPCUCTHpAIIIa B IIEpHOIa Ha
mpociesaBane (Mearnana Ha BpeMeTo Ha npocieasBane 10 ToauHu U 5 Meceria), KoATO € MPOIb/DKIIIA
npu 18 manuentu (3,4%) B TAC pamoto u 5 nanuent (1,0%) BsB FAC pamorto.

Obwu napywienus u epekmu Ha MACMOMO HA NPUTOHCEHUE

IIpu npoyusanero TAX316, nepudepeH 0TOK, IEPCUCTUPALLL II0 BpEME Ha IIepro/ia Ha MPOCiIeasiBaHe,
e HaOmoaasaH npH 19 naumentu ot 119-te nanuentu ¢ nepudepen orok B TAC pamoto u mpu 4
MayeHTy ot 23-Ma nanuenTy ¢ nepudeper otok BB FAC pamoro.

[Ipu npoyusanero GEICAM 9805, numdenem e 6un Habronasan mpu 4 ot 5 nauuentu B TAC
pamoro u nipu 1 ot 2 nauuenT BbB FAC pamMoTo B Kpas Ha XUMHOTEPAIUATA, U HE € OT3ByJall 110
BpeMe Ha Iepro/ia Ha Mpocie/sBane (MeauaHa Ha BpeMeTo Ha npociueassane 10 ronunu u 5 mece
HabmionaBana e acteHus, mepcucTUpalla B IEPHOJIa HA IPOociIesIBaHe (MEeAnaHa Ha BPEMETO H
npocneassane 10 ronuHu u 5 Mecena), KOATO € Mpoabkuiaa npu 12 manuentu (2,3%) B TA 0TO
u 4 mammentu (0,8%) BB FAC pamoTo.

O

Ha pu 4 oT
€ chOoOIIIeH rmpu 2

Ocmpa neskemusa/mMuenro0Uucniacmuder CUHOpom
Crnen 10 roguan npociensaBane mpu npoyuBaneto TAX316, octpa geBkemMus €
744 TAC narnuentu u nipu 1 ot 736 FAC nanuentu. MuenoauciiacTHIeH CI/IH[&
oT 744 TAC nauuentu u npu 1 ot 736 FAC nauueHtu.
Crnen 10-rogumen nepuof Ha npociensasase B npoyusaneTo GEICAM 98 OCTpa JIEBKEMHUSA €
HacTpnuia mpu equd ot 532 (0,2%) ot mauuenture B TAC pamoto. H CHOOIIEHN CITyYau Mpu
nanuenT BB FAC pamoTo. B HUTO eqHa oT rpynute He ca zmarHo WpaHH MAIUEHTH C
MHEJIOIUCTIIIACTUYEH CUHAPOM.

er

Heymponenuunu ycnodcrnenus

TabnunaTa mo-10Iry oKa3Ba, 4e YecToTara Ha HeyTpPOIT
HEYTpONeHNYHa HH(EKIHS OT 4-Ta CTETICH € HaMaJIs
npodunaktuka ¢ G-CSF, cien xaro 14 e ctaHasia

GEICAM.
N

HeyrponeHNYHM YCI0KHESHUS IPH Hal%;é? noay4yaBaiiyd TAC cbc nian 6€3 ObpBUYHA
npodunakTuka ¢ G-CSF (GEICAM 9

& (heOpriTHa HEYTPOTICHUS 1
1 TIALIMEHTH, KOUTO Ca TOJIyYWIM IbPBUYHA
xutenHa 3a TAC paMOTO B U3MTUTBAHETO

\!& be3 nepBuuna G-CSF C nmepBuuyna G-CSF
* > npoduiakTuKa npoduiakTuKa
> (n=111) (n = 421)
A(\O n (%) n (%)
Heytponenns (crenen4) ™ 104 (93,7) 135 (32,1)
DebpritHa HEYTP 28 (25,2) 23 (5,5)
HeyTponeHnuHa A eKIis 14 (12,6) 21 (5,0)
HeyTponeHI/@ UHPEKIHS 2 (1,8) 5(1,2)
(crenen 3-4)

\{‘0“
TE&/I‘{GH CHUCHK Ha HEXeJIaHuTe peakimy Ha Taxespira 75 mg/m? B KOMOMHAIMS ¢ NUMCIUIATHH U 5-
(Quryopoypalyil mpyu CToMalley ageHOKapLIMHOM

MHoro 4ecTH HeKeJIaHU

CucteM0-0pranHu KjiacoBe
no MedDRA

peaknnu

YecTH HeKeJaHN PeaKuu

Wupekuun u nadecraun

Heytpornennuna uHdpeKIus;
nHdpekys (crenen 3/4: 11,7%)

Hapymenus Ha kpbBTa 1
nuMdHaTa cuctemMa

Amnewmus (cremnien 3/4: 20,9%);

HeyTporieHus (creneH 3/4: 83,2%);
TpoMOouuToneHus (creneH 3/4:

8,8%); pedpunna HeyTponeHus
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Hapymenus Ha umyHHaTa
cucremMa

CBpPBbXUyBCTBUTECITHOCT
(cremen 3/4: 1,7%)

Hapymienns Ha Mmetabonmm3ma
U XPaHEHETO

Anopekcus (crerieH 3/4: 11,7%)

Hapymenus Ha HepBHaTa
cucremMa

IMepudepHa ceH30pHA HEBPOTIATHS
(crenewn 3/4: 8,7%)

3amaiiBane (crernieH 3/4: 2,3%);
nepudepHa MOTOpHA
HeBpomnatus (crenex 3/4: 1,3%)

Hapymenus Ha ounte

YBenuueHa JaKpuManus
(crenen 3/4: 0%)

Hapymienust Ha yxoTo u
naOupuHTa

Hapymenus Ha ciiyxa
(cremen 3/4: 0%)

CbpaeyHy HapyLIeHUs

Apurmust (ctenen 3/4: 1,0%

CroManrHo-4peBHI
HapyIICHUS

Huapus (crenen 3/4: 19,7%);
ragene (creneH 3/4: 16%);
ctoMatut (cteneH 3/4: 23,7%);
noBpbiane (creneH 3/4: 14,3%)

Koncrunanus (crenen 3/@

1,0%); cromamnrHo-4p OoJka
(ctenen 3/4: 1,0%);
ezodarut/oucd Oonka pu

npernbinane (Cxeren 3/4: 0,7%)

Hapymienus Ha Koxara u
MOJKOKHATA ThKaH

Anonerus (crenen 3/4: 4,0%)

O6puB cbeOppOexk (cTemeH 3/4:
0,7%); HapY1IeHUs] HA HOKTUTE
(cTenm /4: 0,7%);

eK HaIys Ha KOXKaTa

(@bneH 3/4: 0%)

OO0y HapymeHus u eheKTH
Ha MSCTOTO Ha MPHIIOKEHUE

Jletaprus (ctenen 3/4: 19,0%); Q\
Tpecka (creneH 3/4: 2,3%); Q
$)

3a]bpiKaHe Ha TEYHOCTH
(Te)KKO/)KI/IBOTO3aCTpaIHaI@ :

1%) 20
Q\

Onuncanue Ha W30paHU HEXEIAHU PEAKIIUU Haj@espira 75 mg/m? B KOMOWHALMA C IUCIUIATUH U 5-

d)nvopovpaunn IpH CTOMAIICH aICHOKAaPIL

Hapywenus na kpvema u JzufuqbittamagfIa
OeOpuitHa HEYTPOIICHUS U HeyTpgﬂe
HAllMEeHTUTE, HE3aBUCUMO OT IIp,

npodunakTuxa npu 19,3% o
HEYTpOTIEHNYHA HH(EKI]
MAIMEHTHTE ca TOIyY
npodmrakTaueH G-

%)

2

ema

YyHa UH(EKIHs Bb3HUKBAT ChOTBETHO 1pH 17,2% u 13,5% ot

aneto Ha G-CSF. G-CSF e u3mnonsBan 3a BTOpUYHA

uentute (10,7% ot nuknnte). PedpuiiHa HEYTPOTICHUS U

HUKBAT CbOTBETHO pu 12,1% u 3,4% oT mauueHTuTe, KOrato
podunaktuuno G-CSF, mpu 15,6% u 12,9% ot nanueHTure 06€3

BX. TouKa 4.2).

TabinueH cnng%ﬂa HEXeJaHUTe peakimu Ha Taxespira 75 mg/m2 B KOMOMHAIINSA ¢ UCILIATHH U 5-
duyopoypardiy Yipy pak Ha rj1aBa M LK

. I/IHL%@E)HHa XUMUOTepanus nociensana ot spuerepanus (TAX 323)

Q\
CnoreMo-opranHu MHoro yecTu HexenaHu | YecTH HexKeJIaHU HeuyecTn Hexkenann
kjaacose o MedDRA | peaknun peakuuu peakuuu
WNudexnun n Wndekuus (crenen 3/4:
uH}ecTanum 6,3%); HEyTpOTIEHNYIHA

WHEKIHS

Heomnazmu- PakoBa Goinka (cTeneHn
JI00OPOKAYECTBCHH, 3/4: 0,6%)
3JI0Ka4eCTBEHH U
HeonpezaeaeH! (BKII.
KHCTH U TIOJIUIIH)
Hapymienus Ha kppBra | Heyrponenus (crenen 3/4: | debpunHa
u tuM(pHaATa cucTeMa 76,3%); anemus (cTeneH HEYTPONEHUS
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3/4: 9,2%);
TPOMOOLIUTOIICHHUS
(ctenen 3/4: 5,2%)

Hapymenus na CBpBX4YyBCTBUTEITHOCT
MMyHHaTa CHCTEMa (He TexKa)
Hapymrenus Ha Anopexkcus (crereH 3/4:
MeTaboInu3Ma u 0,6%)
XpaHEHETO
Hapymienus Ha Jucreys3us/ mapocMus; 3amaiiBane
HEpBHATA CHUCTEMa nepugepHa ceH30pHa
HeBponatus (cTeneH 3/4:
0,6%) A
Hapyuienus Ha ounte YBenuueHa 60
JAKPUMAIIHS; %)
KOHIOHKTHUBHT &Q

Hapymienus Ha yxoTo
1 JIAOUpUHTA

Hapymenus Ha cmyxa

Cobpaevnn HapyIIeHUs

MuokapaHa ucxemus
(ctenen 3/4: 1,7%)

?M’PMI/IH (cTenen
& ! 0,6%

Cp10BH HapylIEHUSA

BenoszHo Hapy1ieH \§\

CroMantHo-4peBHI
HapYIICHUS

lanene (crenen 3/4:
0,6%); croMaTHT (CTenIeH
3/4: 4,0%); nuapust
(crenew 3/4: 2,9%);
noBpbiIane (creneH 3/4:
0,6%)

o\“v

(cremen 3/4: 0 6%

KoncTrmammss )
e3zodarut/ @%&wm/

aHe (CTereH
%); KOpeMHa
; IACTICTICHS;
>%TOMamHo-qpeBHa
XxeMoparus (CTeneH
3/4: 0,6%)

Hapymienust Ha Koxara
Y TIOJIKO’KHATA ThKaH

Anonieriust (CTCH%% L
10,9%)

A

1

OOpHuB cbe CHPOCIK;
cyXa Koxa;
exconmanus Ha
Koxkata (crereH 3/4:
0,6%)

Hapymienus Ha
MYCKYJIHO-CKEJIeTHaTa
cUCTeMa U
CheIMHUTETHATA TM@HQ

>
L

Muanrus (creneH 3/4:
0,6%)

OO0 HapymeHH@‘( Jletaprus (crenen 3/4:
e(eKTH Ha Ms Ha | 3,4%); Tpecka (cTeneH 3/4:
npuIoKeHue ) 0,6%); 3ambpKane Ha

O\ TEYHOCTH; OTOK

Uscnepbenins

IToBuieno terio

Q‘O

* UaayknuoHHa XUMHOTEpanus nocieasana ot xumuonbaerepanus (TAX 324)

Cucremo-opranHu

MHoro 4yecTH

YecTH HeKeJIaHHA

HeuecTH He:xe1aHHN

KjaacoBe N0 MedDRA | HexxeJIaHU peakuu peakuuu peakuumn
Nudexnnn u Wudekuus (crenen 3/4: | Heyrponennuna

uHdecTanmu 6,3%) MHEKIHs

Heomnazmu- PakoBa 6oka

JI00POKAaYECTBCHH, (crenen 3/4: 1,2%)

3710Ka4eCTBEHH U
HeonpeaeaeHu (BKII.
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KHCTH U TIOJIUIIH)

Hapymienust Ha KpbBTa
1 muMdHaTa CUCTeMa

Heyrponenus (ctenen
3/4: 83,5%); anemust
(crenien 3/4: 12,4%);
TPOMOOITUTOTICHHS
(crenen 3/4: 4,0%);
(hebpuTHA HEYTPOTICHUS

Hapymenus Ha CBpBXUyBCTBUTEITHOCT
UMYHHATa CHCTEMa

Hapymrenus Ha AHopexkcus (crerneH 3/4:

MeTaboau3Ma U 12,0%)

XpaHEHETO A

Hapymienus Ha
HEpBHATA CHUCTEMa

Jucreysus/mapocMust
(crenewn 3/4: 0,4%);
nepudepHa ceH30pHA
HeBpomnaTus (cTerneH 3/4:
1,2%)

3amaiiBaHe (cTenieH
3/4:2,0%);
nepudepHa MOTOpHA
HeBpomaTHs (CTEIICH
3/4: 0,4%)

/\Q@

\\ﬁ\

Hapymenus Ha ounte

VYBenmuueHa
JaKpUMaIus

K HKTUBHT
,g??

Hapymienust Ha yxoTo u
J1a0UPHUHTA

Hapymienus Ha ciyxa
(crenen 3/4: 1,2%)

o

O

CbpaeuHy HapyLIeHUs

MI/IOKapZ[Ha HCXEMUA

CbII0BY HApYIICHUS

Apurmus (CT@‘
3/4:2,0%) ~
\ %4

BeHo3HO Hapy1ieHue

CroMantHo-4peBHI
HapYIICHUS

lanene (crenen 3/4:
13,9%); cromaTut
(crenen 3/4: 20,7%);
noBpabInane (creneH 3/4;
8,4%); muapus (CTene Q
3/4: 6,8%); g\
e3oq)arm/;[1/1c¢)a&on
Ka MpHU Ipert
(cremen 3/ ‘é 0%);

KOHCTHHANAS (CTeneH
3/4: );

Q
JlucrignCils (cTeneH
3/4:0%3%);
c(OMAIHO-YpEBHA
‘Bbm(a (cremen 3/4:
>1,2%), CTOMAIITHO-

YpeBHA XEMOPArus
(crenen 3/4: 0,4%)

Hapymienust Ha koxara
Y TIOJIKOKHATA ThKaH

0); OOpHUB ChC
Lp66)1(;

me (crenen 3/4:

Cyxa Koxa;
JIECKBaMaIus

Hapymienus Ha
MYCKYJTHO- cxenm@%
cucTeMa u
CLenanTeg(j ThKaH

Muanrus (cTerneH
3/4: 0,4%)

Jletaprus (ctenen 3/4:
4,0%); Tpecka (cTerneH
3/4: 3,6%); 3anppikane
Ha TEYHOCTH (CTETICH
3/4: 1,2%); oToK (cTEeTIeH
3/4: 1,2%)

N3cnenpanns

Hamaneno termo

IToBumeno Terio

HOCTMaDKeTI/IHFOB OIIUT

Heonnazmu — 0obpoxauecmeaenu, 310Kauecmeeru U HeONPeoeieHu (6K1. KUCMU U NOAUNRY)
CphoOI11aBaHu ca Cliy4ad Ha OCTPpa MUCIIOU/IHA JIEBKEMHSI M MUEJIOAUCIIACTHYCH CHHIIPOM, CBbP3aHHU C
JIOTIETaKceN, KOraTo ce Mpuiiara B KOMOMHAIMS ¢ IPYTH XUMHUOTEPAIIEBTUYHH CPEJICTBA U/HITH

JIpYCTCPAIINL.
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Hapywenus na kpvema u aumgnama cucmema

CpoOmraBany ca Ciiy4au Ha IMOJTHCKaHE HA KOCTHUS MO3BK M IPYTH XEMaTOJIOTHIHU HEKEJIaHN
peaxknuu. MiMa cho01ieHus 3a AuceMUHUpaHa nHTpaBasaina koarynanus (JUK), yvecto cbp3ana cbe
CEICHC UM MYJITUOPTaHHA HETOCTaThYHOCT.

Hapywenus na umynnama cucmema
Cp0o0111eHH ca HAKOJIKO ClTydasl Ha aHa()WITAKTHYEH 10K, TOHIKOTa 3aBhPIIIIT (haTallHO.

Hapywenus na nepsnama cucmema
Penku cirydan Ha KOHBYJICHMH WITM TIPEXOJHA 3ary0a Ha Ch3HAHUE ca HAOII0AaBaHU NIPU PUIIOKEHIE
Ha JiorleTakcen. Te3n peakiuy MOHSKOTa Ce TOSBSBAT M0 BpeMe Ha HH(Y3HsITa Ha JIEKAPCTBEHUS

MPOAYKT. 2
Hapywenus na ouume b
Cro01maBa ce 3a MHOTO PEJIKH CIy4au Ha TPEXOIHU 3pUTEIHN HapylieHus ((hoTorcus, CK n),
00n4aiiHO BB3HUKBAIIH M0 BpeMe Ha MH(Y3Us Ha JIEKApCTBEHHUS TIPOIYKT U CBBP3aHU C JCRAKIINHN Ha
CBPBXUYBCTBHUTEIHOCT. Te ca 00paTHMu cliell IpeKpatsiBaHe Ha nHdy3usaTa. Psaaxo ¢ OuaBanu
CITy4ad Ha JJaKpUMalus ¢ Win 0e3 KOHIOHKTUBHT, KaKTO U Clydau Ha O6CprKHI/IH‘§§H)3HI/IH KaHal,

KOETO BOJIH JI0 IPEKOMEPHO chiI3eHe. Mima choO0IeHns 3a cirydan Ha KHCTonne}fy yIIEH eleM
(KME) nipu manueHTy, JIeKyBaHU C AOIETaKCElL.

Hapywenus na yxomo u nrabupunma 2
Cro01maBanu ca pelku cilydad Ha OTOTOKCHYHOCT, HapyLICHUS Ha c@a u/uny 3aryba Ha ciyxa.

Covpoeunu napyuwienus Q,Q
CroO1IaBaHu ca peKU Clyuyau Ha MUOKapJIeH HH(APKT. Q(b

Cv0oo8u HapyueHus
ChoOI1aBaHu ca PeIKU Clydau Ha BEHO3CH TpOM(SQ\ OJIU3BM.

Pecnupamopnu, 2pvOHu u MEOUACMUHATHU H(@éﬂuﬂ

Psiko ce choOI1IaBa 3a OCTBP PECIUPATO HUCTPEC CHHPOM U CIyJYad Ha HHTEPCTHUIMATHA
MTHEBMOHUS/TTHEBMOHHT, HHTepCTHuHaﬂ@ enoapoOHa Ooect, benoapodHa Gubpo3a u nuxareaHa
HEJI0CTaThYHOCT, MOHAKOTa (haTanHu(§hoOIIaBaT ce PEKH Cllydal Ha padalliOHEH ITHEBMOHUT TIPH
MAIMEHTH, TOJTyYaBallly ChIIbTCTRAUIA ThUYeTEpaITHS.

Cmomawno-upesnu Hapyuy, %

Cpo0mIaBaTt ce peaKu Ci Ha JeXuIpaTamnys B CIICACTBHE HAa CTOMANTHO-IYPEBHU CHOUTHS,
CTOMAIITHO-YPEBHA I1€ 1HsI, UCXEMHYEH KOJIUT, KOJUT U HEyTPOIICHUYEH EHTEPOKOJIHUT.
CrobmraBa ce 3a p CIydad Ha WJIEyC ¥ YpeBHA OOCTPYKITHSI.

0

Xenamoounu@Pwtl napyuwenus

Crobmian a MHOT'O PEJIKU CITy4au Ha XCIaTUT, MOHSIKOoTra aTaaHu, TPEIUMHO IPU MAIIUSHTH C
oJIj1e JePHOIPOOHH HAPYIICHHUS.
H EHUsL HA KOdCama U NOOKONCHAMA MbKAH

MHoro peaku ciaydan Ha KOKEH JIYIyC epuTeMaTo3yc U OYIIO3HU epyNIny KaTo epuTeMa
myatudopme, CHHIpOM Ha Stevens-Johnson, TOKCHYHA emUepMaiHa HEKPOJIn3a ca ChOoOIIaBaHu MPU
JoueTakcel. B HiIKou ciydan chIbTCTBAIIM (PAKTOPH MOJKE J1a ca JONPUHECIH 32 Pa3BUTHETO HA TE3U
peakmuw. [Ipu morerakcen ca cr001aBany MOAOOHN Ha CKIIEpoaepMa IPOMEHH, OOMKHOBEHO
npeaxoxaanu ot nepudeper mumpenem. Mima cpobmieHns 3a ciayyan Ha IepCUCTHPAIIA ATOMEI .

Hapywenus na 6vopeyume u nukouHume nomuua

Nma crobienns 3a 60peuna HepoctaThyHOCT. [IpH okos10 20% OT Te3u Ciydau He € HMAl0 PHCKOBH
(hakTopu 3a ocTpa OBOpeUHa HETOCTATHYHOCT KAaTO €IHOBPEMEHHA yIoTpeda Ha HepOTOKCHYHH
JIEKapCTBEHU MPOIYKTU M CTOMAITHO-YPEBHU HAPYIICHUSL.
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Obwu napyuienus u epekmu Ha MACMOMO HA NPULONHCEHUE

B penxu cnydaun ce choOmIaBa 3a (peHOMEH Ha paJralioHHaTa TaMerT.

3arbpKaHETO HA TEYHOCTH HE € OWIIO CHITBTCTBAHO OT OCTPU €MH30M HA OJUTYPHUS WA XUITOTOHUS.
CroOmaBanu ca peIKy CITydau Ha JeXuApaTalys U 0eI0po0eH OTOK.

Hapywenus na memabonusma u xparernemo
NwMa cpoO1eHus 3a ciryyan Ha XHIIOHATPUEMIS], TJIABHO CBHP3aHU C ACXUApaTallns, TOBPhIIAHE H
MTHEBMOHUS.

Cpo0111aBale Ha OAO3UPAHHU HEKEIAHU PEAKIIAHI

Cro0IIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHU PEaKIIUU CIIe]] pa3peliaBaHe 3a ynorpeda Ha JeKapCTBEHUS
MPOAYKT € BaykHO. ToBa 1M03B0JIsABA Ja MPOIBJKH HAOIIOICHUETO Ha ChOTHOIICHUETO 0JI3a/PUCK 32
JIeKapCcTBEHUS MPOoAYKT. OT MEIUIIMHCKUTE CIICIUAIMCTH CE U3UCKBA J]a ChOOIaBaT BCAKA
MoT03UPaHa HeXKEIaHa PeaKiys Ype3 HAI[MOHAIHA CUCTEMa 32 ChOOIaBaHe, MOCOYCHA B Hpm&m/le

V. O&Q
4.9 Ilpeno3upane %Q

Mma HaIKO0IIKO CHLOOIIEHUS 32 TIpepo3upane. He e u3BecTeH aHTHAOT 3a npenosnﬁy(Q ¢ jgornerakcein. B
ciTydaii Ha mpeIo3upane, MAUEHTHT TPAOBa 1a ObJe 3abpKaH B CIEHHUATHIGHAHO 3BEHO U
JKU3HEHUTE My (PyHKIIMU 1a ObJaT IO HEMOCPEICTBEHO HabmoaeHue. [1 ydau Ha MpeIo3upaHe
MOJKeE Jla Ce 0YaKBa eK3arepOarys Ha HexelaHuTe CbOnTHs. OYaKkBaHUR) NIaBHU YCIOXKHEHHS OT
MPEI03UPAHETO CE ChCTOAT B TOJTHCKAHE HA KOCTHHUS MO3BK, IIEPH a HEBPOTOKCUYHOCT H
MYKO3UT. BB3MOXXHO Hali-OBP30 Ciell OTKPUBAHE HA MPE03HUpa ) MallMEHTHT TPSAOBA J1a TIOTYYH
G-CSF B TepaneBTHYHHU 1034. [Ipy HEOOX0AUMOCT TpsIOBa /1a eAnpHueMaT IPYTH ITOIXOSIITH
CUMIITOMAaTUYHHU MCPKU. Q
O

" NS

5. DAPMAKOJIOI'MYHU CBOUCTBA ¢Q\
N

%

®apMakoTeparneBTUYHA rpyma: aHTHHeQeQCTMqHH cpencta, Takcaan, ATC komx: LO1CD02

5.1 ®apmakoguMHAMHYHH CBOMCTBA

MexaHu3bM Ha IeUCTBHE &
JlomeTakcen € aHTHHEOTUTaCTH %’cpez{cmo, KOETO JICHCTBA Upe3 CTUMYJIUPaHe Ha M3TPakIaHeTO Ha
CTaOHMITHU MUKPOTYOYIIN O VHA ¥ UHXHOWPA TAXHOTO pa3mnajiaHe, KOeTo BOAH J0 MOTISPTAHO
HaMaJIsIBaHE Ha CBOOOJ yirH. CBBP3BaHETO HA JOLETAKCENT C MUKPOTYOYIUTE HE TIPOMCHS
Opos Ha HpOTO@HHaMe&C

In vitro e nokazgidyue ToueTaKcesn pa3pyliaBa MUKPOTYOyJIHaTa Mpeka Ha KIETKHUTE, KOSITO € OT
OCHOBHO 3H3, € 32 XKU3HEHUTEe MUTOTHYHU U WHTEPPa3HH KICTHUYHU (DYHKIIHH.

@apMaK@gaMI/I‘{HI/I edektn

Y a@&mo e, 4e JI0IeTaKCcel € MUTOTOKCUYEH M Vifro CTIPSMO Pa3IMYHU MUIIHN U YOBEIIKH TYMOPHH
Kn%tmn JUHUH U CTIIPSAMO MPSICHO €KCIIU3UPAHU YOBEIIKH TyMOPHH KIETKH 110 BpeMe Ha
KJIIOHOTEHHU u3cneaBaHus. Jlonerakcen JOCTUTa BUCOKH BHTPEKICTHYHHU KOHLICHTPAIUH C IbJIbT
MepuoJ Ha 3aabpxkane. OCBEH TOBa, € YCTAHOBEHO, Y€ JOLIETAKCEN € aKTUBEH MPHU HIKOU, HO HE IIPU
BCHUYKH KJIETHYHHU JIMHUH, CBPBXEKCIIPECHPAIIN P-TITUKONPOTEHH, KOWUTO € KOAUPaH OT reHa 3a
MYJITUMEIMKaMEHTO3Ha PE3UCTEHTHOCT. [1 Vivo JOLIETaKCEell HE 3aBUCH OT CXeMaTa U MPUTEKaBa
IIMPOK CIIEKTHP EKCIIEPUMEHTAIIHA aHTUTYMOPHA aKTHBHOCT CITPSIMO HAIPEIHATN MU U YOBEIIKH
UMITIAaHTAITAOHHHA TyMOPH.

Kinanuna edukacHocT 1 0€300aCHOCT

Paxk na cepoama
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Taxespira 6 komounayusi ¢ OOKCOpyoOUYUr u YUKIogochamuod: aorosanmua mepanust

[TamuenTu ¢ onepabuileH pak Ha I'bpAaTa Che 3acarane Ha nuMduure Bp3u (TAX 316)

JlaHHHTE OT MHOTOLIEHTPOBOTO, OTKPHUTO, PAHIOMI3UPAHO M3MUTBAHE MOAKPEIAT YyIoTpedara Ha
JIOIIETaKce 3a a/IF0BAaHTHO JICUCHIE Ha MAIIMEHTKH ¢ ONepabuiIeH, ChC 3acATane Ha JIUMQGHHUTE Bb3IH,
pak Ha repaara u KPS > 80%, Ha Bp3pact mexay 18 u 70 ronuan. Cien crpaTudukanus cropen 6post
Ha MOJIOXKHUTENHUTE TUMGHH BB3H (1-3, 4+), 1491 manueHTKy ca paHIOMHU3UPAHU J1a TIOJTyYaBaT WiIn
poneraxcen 75 mg/m” mpuiaran 1 gac cnex gokcopybumus 50 mg/m” n uukiobocdamun 500 mg/m’
(pamo Ha TAC), min mokcopyourms 50 mg/m” mocieasan o Guyopoypaumt 500 mg/m’ u
muknopocdamua 500 mg/m’ (pamo Ha FAC). U 1BeTe CXeMH ca PHIIATAHU BEIHBXK HA BCCKH 3
CEJIMHIIY B IPOJABIDKEHUE Ha 6 IUKhIA. JloieTakcen e mpuiaras moJ ¢oopMaTa Ha €IHOYACOBa
UHQY3Hs1, BCHYKH OCTAHAIM JICKAPCTBEHH MPOJYKTH ca MPUIIaraHu 1moJi popMaTta Ha HHTPABEHO3EH
0omyc Ha Bceku mbpBu JeH. G-CSF e npuiiaran kato BropuyHa nNpo(uiIakTHKA TPH TAIUEHTKA
Pa3BHIN YCIIOKHEHA HeyTponeHus ((heOpriTHa HEYTPOTICHYS, MPOABIDKUTEITHA HEYTPOTICHUS
unbexuus). [Tanuentkure B pamoTo Ha TAC mosyyaBaT aHTHOMOTHYHA IPOPHIAKTHKA C
rutpodurokcamma 500 mg nepopaHoO Ba ITBTH JHEBHO B MPOabbKeHHe Ha 10 mHU, ¢ a@no 5-tn
JICH OT BCEKH IUKbJI, UM EeKBUBAJICHT. U B IBeTe paMeHa, Clie/1 MOCIeTHUS IIUKBJI XUNWOTEeparvis,
MAIMEHTKHUTE C MOJIOKHUTEIHU eCTPOTCHHU /I MPOTECTEPOHOBU PEIETITOPH H:gga aT

tamokcuder 20 mg THEBHO B MPOIBIDKCHIE HA 10 5 TOAWHM. ATIOBaHTHA JIHYE MUl € IpeanucaHa
CBIVIACHO MPAKTHKATa 10 MECTa B y4acTBAIIUTE Je4eOHH 3aBEICHUS U € TIP ena npu 69% ot
nanuenTkure, noayduwu TAC u 72% ot nanuentkure, nonyuunu FAC. PLICHU ca Ba
MEXKIVHHY aHAIN3a U CIMH OKOHYATEIIeH aHanu3. [IbpBUAT MeXAMHEH @jaiu3 e Oul riaHupaH 3
TOJMHU CJIe]l AaTaTa, Ha KOATO BKIIOYBAHETO B MPOYYBAHETO € HaIl Ha U3BBpIICHO. Bropust
MEXIMHEH aHAIM3 € HAlpaBeH cie]] KaTo ca Omim choOIeHn 00 400 DFS cb6utns, Koeto e
JIOBEJIO JI0 MeJIaHa Ha mpocieasBane 55 mecena. OkoHYaTes aHaJIM3 € U3BBPIIEH, KOraTo
BCHUYKH IMAIIMCHTH Ca JOCTUTHAIIM JIO BU3UTAaTa HA MPOCIIEe e Ha 10-taTa roguHa (OCBEH aKo He ca
umanu DFS cb0utne uinu He € 6110 Bb3MOXKHO Aa Obaa CIIeZICHU npenu ToBa). [IpexxuBsiemocTTa
6e3 3abomsaBane (DFS) e mppBuuHaTa kpaliHa ToUKa 332@3KaCHOCT, a obmara npexxussemoct (OS) e
BTOpPHYHATA KpaliHa TOYKa 3a e()UKACHOCT. ¢

OKOHYATEIHUAT aHAJIN3 € U3BBPIICH IpU @a«@ecxa MeAnaHa Ha npocneassane 96 mecena.
JeMoHCcTpupaHa € 3HAYUTEITHO MO-TOJISIM JKUBsIeMOCT 0e3 3a0oisaBaHe B pamoTo Ha TAC B
cpaBHeHue ¢ pamoro Ha FAC. Yectora penuauBUTE B pamMKuTe Ha 10 ToAMHN € HaMaseHa npu
nanuenTkure, noryyasamy TAC B cfagHenue ¢ nomyuunute FAC (crotBetHO 39% cnpsamo 45%),
T.e. abCOMOTHO cHIKeHKEe Ha pugka ¢ 6% (p = 0,0043). O6mmaTa mpexuBsieMocT 3a 10 roquHu CHII0

3HAUUTEIHO C€ MOBUIIIABA MPH B cpaBHeHue ¢ FAC (chorBeTHO 76% cnpsimo 69%) T.e.
abCOJIIOTHO CHIKEHHUE Ha T cMBPT cbe 7% (p = 0,002). Tpii kaTo non3ara, HabaroaBaHa pU
MarueHTn ¢ 4+ TuMQHA 1 He e ctaTuctiiecku 3Haunma 3a DFS u OS, monoxurerHoTo

CBOTHOLIEHUE Hon3a/p©c a TAC npu manuenTy ¢ 4+ muMQGHE BB3JIHM HE € HAITBITHO JI0Ka3aHo MpH
OKOHYATEJIHU aH .

Kato 1o, TaTUTE OT MPOYYBAHUSATA ITOKA3BAT MOJIOKUTEIHO ChOTHOIIICHHUE TOJI33/PUCK 32
TAC, B cs Hue cbe FAC.

T @%yBaHI/I MalMEeHTKH ca aHaJu3UpaHu CHOpe] MPOCHEKTHBHO JeQHUHUPAHUTE OCHOBHHU
npOrNoCTHYHH (DaKkTOpH:
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IIpe:xxuBsieMocT 6e3 3a00JIsIBaHe O011a MpesKUBIEMOCT
IMoarpyna Bpoii | Koepuuu 95% p= Koedunun 95% p=
MANEeHTKH manueH | eHT Ha JIOBepUTEJIeH €HT Ha JTOBepHUTEJIEH
TKHU pHCK* HHTEpBaJ pucKk* HHTEpBaJ
(€D (€D
Bpoii
MOJI0KUTETHA
BB3JIHU
0610 745 0,80 0,68-0,93 0,0043 | 0,74 0,61-0,90 0,0020
1-3 467 0,72 0,58-0,91 0,0047 | 0,62 0,46-0,82 0,0008
4+ 278 0,87 0,70-1,09 0,2290 | 0,87 0,67-1,12 ,2746

*koedumueHT Ha puck oA 1 mokassa, ue cxemara TAC e cBbp3aHa ¢ mo-TojIsIMa npemHBﬂeM@Q%
3abomsBane U 0011a npexxuBseMocT B cpaBHeHue ¢ FAC. Q@

TTanmenTtu ¢ onepabuieH pak Ha repaara 0e3 3acsirage Ha JUMGHUTE Bb3JIH, HOZ[XOZ[?[LIJ,@Q
nosryuasat xumuorepanusa (GEICAM 9805) %\

JIaHHHUTE OT MHOTOLIGHTPOBO OTBOPEHO PAHIOMH3HMPAHO M3ITMTBAHE MOAKPENaT §HOTpedara Ha
Taxespira 3a a/JIfoBaHTHA Teparus Ha MAIMEHTH ¢ onepabuIeH paKk Ha mpna;@& 3acsiraHe Ha

TUMQPHUTE BH3ITH, TTOIXOISINN Aa MoydaBaT xumuorepanus. 1 060 marig U ca PaHIOMH3UPaHU J1a
nonyuasar umu Taxespira 75 mg/m’, npunoxen 1 ac cien nokcopyou@hn 50 mg/m® u
nukaopochamu 500 mg/m* (539 mauuentu 8 TAC pamoTo), min opy6uumH 50 mg/m’,
nocieBaH ot paryopoypammi 500 mg/m” u rmknodocdamun 50 /m* (521 manuentn B6B FAC
pamoT0), KaTo aJl0BaHTHA TEPAIUs PU NAIMEHTH C oepad aK Ha rppjaTa 0e3 3acsraHe Ha
TUM(HATE BB3IIHA C BUCOK PUCK OT PeJIarc, ChriacHO KPUT Te oT 1 998 Ha St. Gallen (roemuHa Ha
Tymopa > 2 cm w/wiu orpunarenad ER u PR w/unun BHGE¥A MCTOJIOIMYHA/sApeHa CTeIeH (CTeneH 2
1o 3) u/unm Be3pact < 35 roaunu). M qBaTa pexxum Qé\ﬂpI/IJ'IaFaHI/I BEIHEX Ha 3 ceaMHUIH 3a 6
nukbia. Taxespira e mpuiarad karo 1-yacoBa uH , BCHUKH JPYTH JICKAPCTBCHU MTPOAYKTH Ca
MIpIJIaraHy MHTPABEHO3HO Ha 1 1eH Beska 3 ce a. [IspBuunaTa npodunaktuka ¢ G-CSF e Ouna
3aabinkuTentHa B TAC pamoro, cien kato 2 IUEHTH ca Oviy panmomusupanu. Yecrorara Ha
HeyTporeHus, peOpriHa HeyTPOTIeHUs 1 porieHnYHa MH(GEKIUS OT 4-Ta CTETEH € HaMaJIsiia pu
MAIMeHTH, TToTyYaBaiu mbpBUYHa npopetnaktruka ¢ G-CSF (Bxk. Touka 4.8). B nBere pamena, cien
IIOCJIEHUA LIMKBII Ha XHMHOTepaHHﬂGag nanueHaTn ¢ ER+ w/umu PgR+ tymopu, ca nonydasanu
tamokcudeH 20 mg eTHOKPaTHO [{HEBHO, 3a IEPHO. 10 5 TOAWHA. AIOBaHTHA JIbYeTepanus € Onia
MpujIaraHa ChIJIACHO BaJIHIH 'bKOBOJICTBA OTHOCHO MHCTPYKIIMUTE 32 YU4aCTHE U € TpujiaraHa Ha
57,3% oT mauueHTuTe, KO@%@ nosrygaBau TAC u ipu 51,2% OT marueHTuTe, KOUTO ca

nosryyaBanu FAC.
&K

Uzpwpmenu ca MbPBUYEH aHAIM3 M CIIMH aKTyaIW3WpaH aHanu3. [IbpBUYHHUAT aHAU3 €
W3BBPIIEH, KOT CUYKH TAlMEHTH ca WUMaJH MPOCIesIBaHe 3a MOBeYe OT 5 ToAWHU (MenuaHa Ha
BpEMETO Ha ciensBaHe 77 Mecena). AKTyallM3UPaHUAT aHAIHM3 € W3BBPIIEH, KOraTO BCHYKH
MalueHTH %I{OCTI/IFH&HI/I cBosita 10-rogumnHa (Mennana Ha BpeMeTo Ha mpocienssane 10 roguan u 5
Mecel] ‘bp ciensBaiia Bu3uTa (OCBeH ako ca umanu DFS cpOutHe wiu ca Ownm 3aryOeHu 3a
i siBaHe T0-paHo). IIpexussemocrra Oe3 3abonsBane (DFS) e mppBuuHaTa KpaifHa Todka 3a
ed

CHOCT, a obmiara npexkussiemoct (OS) e BropuuHaTta KpaiiHa To4Ka 3a e(UKaCHOCT.

[Ipu mennana Ha BpeMeTO Ha IpociensBaHe 77 Mecela € 10Ka3aHa 3HaYuTeJIHO MO-IbJra
npexxuBseMoct 0e3 3a0omsBane ipu TAC pamoTo, B cpaBHeHue ¢ FAC pamoTo. JlekyBanute ¢ TAC
MAIMEeHTH ca UMaJIi HaMalsgBaHe Ha pucka oT peuuaus ¢ 32%, B cpaBHEHHE ¢ Te3H, JekyBaHu ¢ FAC
(roedunment Ha puck = 0,68; 95% CI (0,49-0,93), p = 0,01). IIpu MmeanaHa Ha BpeMETO Ha
mpociensBane 10 ronuau u 5 Mecena, nekyBaanute ¢ TAC manueHTn ca IMalld HaMaJlsiBaHe Ha prCKa
ot peuuuB ¢ 16,5%, B cpaBHeHue ¢ Te3u, jiekyBanu ¢ FAC (koedunuent Ha puck = 0,84; 95% CI
(0,65-1,08), p = 0,1646). Hanuute 3a DFS He ca cTaTuCTUYECKH 3HAYUMH, HO BCE ITAK Ca CBBP3aHU C
TIOJIOKUTENTHA TeHAeHIHs B ron3a Ha TAC.
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IIpu MeamaHa Ha BpeMeETO Ha ImpociesBane 77 mMecena, odmara npexussemoct (OS) e Ouia mo-
nesra ipu TAC pamoTo, ipu HamansiBaHe ¢ 24% Ha pucka oT CMBPT 3a JeKyBaauTe ¢ TAC manueHTy,
B cpaBHenue ¢ FAC (koedpuuuent Ha puck = 0,76; 95% CI (0,46-1,26, p = 0,29). Obaue
pasnpeznenenueTo Ha OS He € moka3ajo 3HaunMa pa3iiuKa MEXIy ABETE IPYIH.

IIpu Meauana Ha BpeMeTo Ha npocienssane 10 ronnan u 5 Mecena, iekyBanute ¢ TAC mamuenTn ca
MMaJd HaMaJIsIBaHe Ha pUCKa OT cMBbPT ¢ 9%, B cpaBHeHue ¢ JekyBanute ¢ FAC manuenTn
(xoedurment Ha puck = 0,91; 95% CI (0,63-1,32). [IpoueHTsT Ha npexuBsiemoct € 93,7% B TAC
pamorto u 91,4% BBB FAC pamoTo nipu 8-rogumiHus nepuoj Ha npocnenssane, u 91,3% B TAC
pamoro u 89% BB FAC pamoTto nipu 10-rogunians nepros Ha IpocieIsBaHe.

[onoxwurennoro croTHOEeHUe nomn3a/puck 3a TAC, B cpaBaenue ¢ FAC, octaBa HEIpOMEHEHO.
[Ipu mepBUUHUS aHanu3 (U MeIMaHa Ha BPEMETO Ha IpociiesiBaHe 77 Mecella) ca aHaIu3UupaHu
noarpyny Ha TAC- nexkyBaHU NallMEHTH, CIIOPE MPOCIEKTUBHO ONPEIECIEHUTE TOJIEMH
NPOTHOCTHYHH KPUTEPHU (BXK. TabauLaTa Mo-101y): %)

Ananyu3 Ha ODOATPYNWTE OT W3NWTBAHE-aIOBAHTHA TEepalus MMPH IMAIMCHTH C paK HQ’bDI[aTa 0e3

3acsarade Ha nuMduure Bp3au (Intent-to-Treat ananus) *
lo.N
TpekuBsieMOCT, CBOGOARY 0T 3260.sIBAHE
Hoarpynu nauueHTH Bpoii nanuenTu B Koeduuuent na @) 95% CI
TAC rpynara pHCK* N ¢
Oomo 539 0,68 \Q\ 0,49-0,93
Bn3pacroBa kateropus 1
<50 roguHHU 260 0 0,43-1,05
>50 roguHN 279 A 0,43-1,05
Bn3pacroBa kaTeropus 2 \&
<35 roauHu 42 O 0,31 0,11-0,89
>35 ronuH" 497 A\?\ 0,73 0,52-1,01
XopMoOHaJIeH penenTopeH Q\
craTyc Q
OTPUIIATETHO 195 Qa(b 0,7 0,45-1,1
IIOJIOKUTEITHO 3440, 0,62 0,4-0,97
T'onemnHa Ha TyMOpa V-
<2cm Qss 0,69 0,43-1,1
>2cm RagpL 0.68 0,45-1,04
XHCTOI0THYHA CTENeH N
CreneH 1 (BKIIOYHTEIIHO @) iy 64 0,79 0,24-2,6
HEOIICHEHA CTETICH) Q
Crenen 2 Q 216 0,77 0,46-1,3
Cremnen 3 0:2\ 259 0,59 0,39-0,9
Menonay3aJj )
ChCTOSIHME y®
[Ipe-me 3a 285 0,64 0,40-1
[TocT-ménonaysa 254 0,72 0,47-1,12

* ge¥dumment na pruck (TAC/FAC) mo-manko or | mokassa, ue TAC e CBbp3aHa C IIO-IbJTa
MIPEXKMUBIEMOCT, CBOOOTHA OT 3abosaBane, cpaBHeHa ¢ FAC.

[IpoBeneHu U MpeJCTaBEHH TYK MO-I0JTy ca SKCIUIOPATOPHH TIOATPYIIOBH aHAIU3M 3a MPEKUBSIEMOCT,
cBOOOAHA OT 3a00JIsIBaHE, MPH MAIMCHTH, KOMTO OTroBapsaT Ha kpurtepuurte Ha 2009 St. Gallen 3a
xumuotepanus — (ITT momynamus):

TAC FAC Koeduuuent Ha
puck (TAC/FAC)
Hoarpynu (n=539) (n=521) (95% CI) p-cTOiiHOCT

OtroBaps Ha
pETaTUBHUTE KPUTEPHU
338 XUMHOTEpAIHs"
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He 18/214 26/227 0,796 0,4593
(8,4%) (11,5%) (0,434 — 1,459)

Jla 48/325 69/294 0,606 0,0072
(14,8%) (23,5%) (0,42 —0,877)

TAC = gonerakceln, TOKCOPYOUITHH U TTUKI0(OChamMu

FAC = 5-duyopoypaiiui, 1oKkcopyOuIiuH u nukiodochamu

CI = noBepurenen nuntepsai; ER = ectporenos penenrop

PR = mporecTepoHoB peuentop

* ER/PR-oTpHLIaTEIeH WK CTENEH 3 WM TOJIEMUHA Ha Tymopa > 5 cm

YcTaHOBEHUAT KOS(DHUIIMEHT HAa PUCK M3TI0I3BA POMOPIMOHATHUS Moen Ha CoX 3a pHcKa ¢ JeueOHa
rpymna kato ¢axrop. (b
Taxespira kamo moHomepanus %)

C nonetakcen B IpenopbyUTeNHaTa qo3a u cxema ot 100 rng/rn2 Ha BCEKU 3 CEIMUIM ca QSI[CHI/I
JIBE PaHIOMH3UPAHH CPABHUTEIHY TIpoy4Banus pasa 111, Bkirousamu o6mo 326 win 39 hanuenTku

C METAaCTaTU4YCH paK Ha Ir'bpJaTa, HCIIOBJIUAHHU OT JICUCHHUE CbOTBETHO C aJIKWJIMpPAIL] T WA
AHTPAIUKIINH. %

(75 mg/m” Ha Beexku 3 cemmuim). bes a moBiHsBa BpeMeTo Ha o0LIa mp sieMOCT (moneTakcen 15
Mecella B CpaBHEHHE ¢ JokcopyOuimn 14 mecena, p = 0,38) win Bpemg§d) o mporpecust (rouerakce
27 cemMuIty cupsiMo Jokcopyounms 23 ceamuity, p = 0,54), I[OI_ICT? MTOBHUIIIABA CTECTICHTA Ha

IIpu marueHTKUTEe, HEMOBIHUSIIN C€ OT aJKUIUPAITNS areHT, JOIETAKCel € C;@HCH C JIOKCOPYOHUITUH

nosnusBane (52% crpsamo 37%, p = 0,01) u ckbecsiBa BpeMeTo I oBop (12 cepmuru cipsimo 23
cexvuny, p = 0,007). Tpu nanueHTKy Ha gouerakcen (2%) cg SKpaTHIH JICYCHHETO opaJy
3aIpbKKa Ha TEYHOCTH, JOKATO 15 manueHTn Ha z[OKcopyGQ?u (9%) ca mpexpaTuin Je4EHUETO
MOpaIi KapANOTOKCHUIHOCT (TPH CMBPTHH CITydast nopaej 38CTOMHA ChpICYHA HEMOCTATHUYHOCT).

[Tpu nanueHTKHTE, HEMOBIHSIH CE OT ampaunm@vuemxcen € CpaBHEH ¢ KOMOMHAITUSATA
mutomuims C i BuaOnactuH (12 mg/m’ Ha Be CeIMHIH 1 6 mg/m” Ha BCEKH 3 CEAMHILIH).
Jlouerakcen MoBuUIlIaBa CTETIEHTA HA MOBJIN &t%% capsimo 12%, p < 0,0001), yasmxaBa BpeMeTo
no miporpecust (19 cepmunu cripsimo 11 ce&un, p =0,0004) u ynpmxaBa odmaTa rpexussemoct (11
Mecera crpsmo 9 mecera, p = 0,01). S

[lo Bpeme Ha Te3u MPOyYBaHUS III e ycranoBeHo, Ye MpodUIBT Ha OE30MaCHOCT Ha JOLETAKCEN
oTroBaps Ha npoduia Ha 663§\ oCT, HaOrogaBaH npu nmpoyuBanusaTa ¢asa Il (Bx. Touka 4.8).

IIpoBenHO € 0OTBOpPEHO, OLIEHTPOBO, paHAoMHU3UpaHo npoyuBane ¢asza 1l 3a cpaBHeHne Ha
JIOIIeTaKCe KaTo MOHc@p MUS ¥ TIAKITUTaKCell 3a JICYSHNE Ha HalpeIHal paK Ha rbpAaTa npu
MAIIMCHTKH, YUSIT JTUIIHA Tepamus TpsSOBa Ja € BKIoYBaia aHTparukina. O0mio 449 naiueHTKu
ca paHIOMU3U a Jia IIOJTydaT MOHOTEpAMHs ¢ goreTakcen 100 mg/m’® kato 1-yacopa nHpy3us
U HaKJ‘II/ITaéﬂ 175 mg/m’® kato 3-uacoBa uH(by3us. 1 1BeTe CXEMH Ca IPUIATAHH HA BCCKH 3

ceﬂMHuH(.bQ

be &3;10;{1"3 bpPBUYHATA KpaliHa TOYKa, 00I1a cTeneH Ha noBiusiBane (32% cropsmo 25%,

p %), JTOTIETaKCeN YABJDKN MEANaHaTa Ha BpeMeTo 10 mporpecust (24,6 ceamury crpsimMo 15,6
ceamutty; p < 0,01) u Mmenuanara Ha ipexxkuBsiemoct (15,3 Mecena cripsimo 12,7 mecena; p = 0,03).
[loBeue HexenmaHu cbOUTHS OT cTeneH 3/4 ca HaOMOAaBaHU NPHU JAOLETAKCENl KaTo MOHOTEpamus
(55,4%) B cpaBHeHue ¢ maknurakcen (23,0%).

Taxespira 6 kombunayust ¢ 0OKCOpyoOUYuH

Enno obmmpHo pangoMusupano npoyusane ¢asa Il BxmouBamo 429 HenekyBaHH MALMEHTH C
MeTacTaTH4Ha GOJIECT ¢ MPOBECHO ¢ JoKCOpyOHIHH (50 mg/m?) B KOMOMHALIMS C HOLETAKCET
(75 mg/m®) (pamo AT) crpsimo Hokcopy6uuuH (60 mg/m?) B KoMOHHAIMs ¢ HHKIohochaMuT
(600 mg/m?) (pamo AC). U iBeTe CXeMHU ca MPUIAraHy B ¢H | Ha BCEKH 3 CEIMHIIH.
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. Bpewmeto no mporpecust (TTP) e 3nauntento mo-gearo npu pamo AT B cpaBHeHHe ¢ pamo AC,
p =0,0138. Meauanara va TTP e 37,3 ceamunu (95% CI: 33,4 - 42,1) mpu pamo AT u 31,9
ceamunu (95% CI: 27,4 - 36,0) mpu pamo AC.

. Oobmara crenen Ha nosnusisane (ORR) e 3HaunTenHo no-sucoka npu pamo AT B cpaBHEHHE C
pamo AC, p =0,009. ORR ¢ 59,3% (95% CI: 52,8 - 65,9) npu pamo AT crpsimo 46,5% (95%
CIL: 39,8 - 53,2) ipu pamo AC.

ITo Bpeme Ha ToBa m3nuTBaHe, pamMo AT TeMOHCTpHpA MO-BICOKA YECTOTa HA TEKKa HEYTPOIICHUS
(90% cupsimo 68,6%), dhedpmnaa HeyTponeHus (33,3% crpsimo 10%), nadexnus (8% capsamo 2,4%),
nuapus (7,5% crpsimo 1,4%), acrenus (8,5% crpsimo 2,4%) u 6onka (2,8% crupsimo 0%) B cpaBHEeHHE
¢ pamo AC. Ot apyra ctpana, pamo AC 1eMOHCTpHpa MO-BHCOKa YecTOTa Ha Texka aHemus (15,8%
crpsimo 8,5%) B cpaBHeHHUe ¢ pamo AT, a ChIIO Taka ¥ MO-BUCOKA YE€CTOTa Ha TEXKKa

KapAMOTOKCHYHOCT: 3aCTOMHA ChplieYHa HeA0CTaThYHOCT (3,8% crpsmo 2,8%), aOCOMOTHO (b
HaMaJICHHE Ha JIeBOKaMepHaTa (pakius Ha u3tiacksaue ¢ > 20% (13,1% crpsmo 6,1%), abcd@ioTHo
HaMaJieHWe Ha JIeBOKaMepHaTa (ppakius Ha uztinacksaHe ¢ > 30% (6,2% cmpsimo 1,1%). T YHa

CMBPT € HacThIIWwiIa IIpH | manueHT B pamo AT (3acToiiHa chpeYHa HEAOCTATHYHOCT) é@n 4

naruenTy B pamo AC (1 mopaau centudeH MoK U 3 mopaay 3acToWHA ChpAeyHa Hel]% TBYHOCT).

U B aBeTe rpymnu KauecTBOTO Ha JKUBOT, M3MepeHo upe3 BeipocHrka EORTC e cpbBH MO U CTaOMITHO
10 BpEME Ha JICUEHUETO U NIEPUO/A Ha MPOCIIENSIBAHE. 2o)

Taxespira 6 kombunayus ¢ mpacmysymao \2&

METacTaTUYEH pPaK Ha I'bp/aTa, YNUTO TYMOPH Ca ChC CBPBXEKCIIPE a HER2, u xouto He ca
MOJTy4aBaIy Pean TOBA XUMHOTEPAIHs 32 MeTacTaTHYHa OoJIe 0 OCEMJIECET U IIeCT MAI[HeHTKH
ca paHJOMH3MPaHH J1a oTyyaBat goreraxcen (100 mg/m?) ¢ e3 Tpacty3ymad; 60% ot
NalMEeHTKHUTE Ca MOIy4aBaiy NPean TOBa aAlOBaHTHA XUM anus Ha 0a3a aHTPANUKIIUH.
Houerakce:n miroc Tpacty3ymad ca epukacHH pH MAIeRTRATE, HE3aBUCHMO JIaJi Ca OTy4YaBalln
MIPEIXOIHY aIOBAHTHH aHTPAUKINHA, WK He. Oc @QN AT JTa0OpATOPEH METO/T 3 OIpEeIeIsTHE Ha
HER2-1103UTUBHOCT B TOBA OCHOBHO HU3MHUTBAHE € bHOXI/ICTOXI/IMI/I‘leH (IHC). Manbk Opoii
MAIMCHTKY Cca W3CIICIBAHA TTOCPEICTBOM (IIyo entHa in-situ xuopuauzanus (FISH). I1pu ToBa
m3nUTBaHe, 87% OT MalMEHTKUTE Ca UMalu 3+ 3a00naBade U 95% OT BKIIOYEHUTE NALIMEHTKU ca
umanu [HC 3+ w/unu FISH nosutusHO 33@ BaHe. Pesynrature 3a eukacHOCT ca pe3lOMUpaHH B
cieqHaTta Tabauna: S

Houerakcen B KOMOMHALUS ¢ TPAacTy3yMad € MPOyUeH ¢ OrJie nequg@ MAaIMEHTKH €

ITapameTsp \&L\ Jlomerakcen mitoc Homerakcen n = 94
% TpacTy3ymad'

(\9\ n=92
CrernieH Ha OBIHSIBAHE QV 61% 34%
(95% CI) R Q (50-71) (25-45)
MenuaHa Ha 1mpo, TEJTHOCTTA Ha
MTOBJTHABAHE ( ) 11,4 5,1
95%CI) ¢, (9,2-15,0) (4,4-6,2)
Menuang KT TP (mecerii) 10,6 5,7
(95% (7,6-12,9) (5,0-6,5)
Mggb‘a Ha TIPEXXHUBIEMOCT (MECEITH) 30,5 22,17
(95% CI) (26,8-ne) (17,6-28,9)

TTP = Bpeme 10 nporpecus ; “ne” o3Ha4yaBa, 4e HE MOXKE J1a CE ONPEAEIIH, UM CTOMHOCTTA OILIE HE €
JIOCTUTHATA.

'Mbnen HaGop anamus (intent-to-treat)

* M34mciena MeIMana Ha IPEKHBAEMOCT.

Taxespira 6 komMouHayus ¢ Kaneyumaouu

JlaHHUTE OT €THO MYJITHIICHTPOBO PAaHAOMH3UPAHO KOHTPOIUPAHO KIMHUYHO m3nuTBane (asza I11
MOJIKPENSAT MPUIIATAHETO HA JIOIETAKCENl B KOMOMHAIIMSA C KaleUTa0uH 3a JICUCHUE Ha TAI[CHTKH C
JIOKAJHO HaIpeIHAa WIK METaCTaTUYCH paK Ha I'bpJaTa clie]] HeyCcleX Ha [IUTOTOKCUYHA Tepamnus,
BKJTFOYBAIIA aHTparukiauH. [Io Bpeme Ha ToBa M3nUTBaHe, 255 MAIMEHTKH Ca PAHIOMHU3UPAHU J1a
TOJTydaT Tepanus ¢ gonerakcen (75 mg/m’ mox popMata Ha €JHOYACOBA MHTPABEHO3HA HH(Y3HS Ha
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BeekH 3 ceamuim) u Karmenutadus (1 250 mg/m” 1Ba MbTH IHEBHO B IPOIBDKCHHE HA 2 CEIMHUIIA
MOCJIe/IBAaHM OT | CeMHUIIA IIEPHOJT Ha TOYUBKA). 256 MAIUEHTKU ca PaHJIOMH3HPAHH J1a TOTydaT
MoHoTepanus ¢ gonerakcen (100 mg/m’ mo Gopmara Ha eHOYAaCOBa HHDY3HS HA BCCKH 3 CEIMMUIN).
[IpexxuBsieMOCTTa € TO-BUCOKA MTPH PAMOTO HA KOMOWHAIMATA AOIETaKCceN+KamnenuTabuH (p =
0,0126). Menuanara Ha npexuBseMoct ¢ 442 nuu (Horerakcen + KanenuraduH) cipsamMo 352 nHu
(momerakcen kato MoHoTepanwus). O0IaTa 0OEKTUBHA CTETICH Ha IMOBIUSABAHE TIPH IIsUIaTa
paHaoMU3MpaHa moryianuys (oIeHKa Ha u3caenoBatens) e 41,6% (moreTakcen + KaneruTaduH)
cipsimo 29,7% (mounerakcen kato monotepanus); p = 0,0058. Bpemero no mporpecus Ha
3a00JISIBAHETO € MO-A00pO MPU paMOTO Ha KOMOWHAIUATA JolieTakcen + kanenutadud (p < 0,0001).
Menuanara Ha BpeMeTo J10 porpecus € 186 nHu (nomerakcen + kanenurabu) crpsamo 128 mau
(momeTakcen KaTo MOHOTEpAII¥S).

Heopebroxnemvyen 6enoopoben pak b(b
%)

THayuenmu, nekysanu npedu mosa ¢ Xumuomepanus ¢ uiu 6e3 1vuemepanus &Q

ITo BpeMe Ha n3nutBane ¢asa IIl mpu neKyBaHu Mpeay TOBa MAIlMEHTH, BPEMETO 10 HI&Z@CI/IH (12,3
CEJIMHMIIU CIPSMO 7 CEIMUIIM) U 00IIaTa MPEKUBIEMOCT Ca 3HAYUTEITHO MO-IBJITH 34, TaKcenl B
n03a 75 mg/m’ B cpaBHEHHe ¢ “Haii-nobpure momrspxkanm rpwkn” (HIIT). Exro %uHaTa
MIPEKUBIEMOCT € ChII0 3HAYUTEITHO MO-AbJira npu goneraxcen (40%) cupsmo va&(‘m‘%),
Ot6ens3ana e no-manka ynorpeda Ha onuonauy ananretui (p < 0,01), HeHPKOTHYHY aHATT€THIIN

(p <0,01), mpyru cBBp3aHu che 3abonsgBaneTo Jaekapersa (p = 0,06) u armust (p < 0,01) mpu
TNAIHEHTHTE, JISKYBAaHH C IOLETAKCeN B 1033 75 mg/m’ B CpaBHEHHE C Ha HIIT".
OO01aTa CTerneH Ha nmoBnusBane ¢ 6,8% npu OICHUMUTE TAIIMCHTH eJHaTa MPOABDKUTEITHOCT Ha
oTroBopa ¢ 26,1 cenMuumu. ®

N

Taxespira 6 kKoMOUHAYUA ¢ NIAMUHOBU Npenapamu npu H@@aeaﬂu Xumuomepanus nayueHmu

[o Bpeme Ha m3nurBane Qaza I, 1 218 naunenTr c nHEEEPaOHUICH HeIPeOHOKIEThUCH OenoapoOeH
pak (NSCLC) B cranuii I1IB unu IV, cbe cTatyc o ¢ a Ha Karnofsky (KPS) 70% u noseue, u
KOUTO HE ca MOoJTyyaBaJld XUMHUOTEPAIHs 3a TOBa 3 SBaHe, Ca PAaHIOMHU3UPAHU /1a TIOy4YaBaT WU
nonerakcen (T) 75 mg/m” mox popmata Ha GHH&OBEI nH(y3us1, He3a0aBHO MTOCIIEBaHA OT
mucratud (Cis) 75 mg/m’ B mpobiokeHue }@ -60 MUHYTH Ha BCEKH 3 CEIMUIIH, JOLETAKCEN

75 mg/m’ oz popMaTa Ha eJHOYACOBA U rsl B koMOuHaIus ¢ kapoortatud (AUC 6 mg/ml.min)
B IIporbokeHne Ha 30-60 MUHYTH Ha B 3 ceamur (TCis), nn Buxopen6un (V) 25 mg/m’
MPUIOKEH B IpoAbIIKEHUE Ha 6-10 @{yTH B auu 1, 8, 15, 22, mocaeapan ot nucmiatua 100 mg/m2
MIPIIIOKEHA B ICH 1 OT ITUKITUTE @OBTO[)CHI/IC Ha Bceku 4 ceamuiu (VCis).

HannuTe 3a Hpe)KI/IBSIeMOCb aHa Ha BPEMETO JI0 MPOTPECHsl M CTENCHTAa Ha TOBJIMsABAHE 32 JBETE
pameHa Ha Hpoy‘lBaHeTOQ penCcTaBeHH B cleqHaTa Tabuuma:
e TCis VCis CraTucTHYECKH aHAIH3
o,® n =408 n =404
O611a mpexpEReMocT
(ITepBuaHd KPpaiiHa ToUKa):
gflaHa HAa IIPEKUBSIEMOCT 11,3 10,1 Koeduuuenr Ha puck: 1,122
@y tmecenn) [97,2% CI: 0,937; 1,342]*
Q 1-romumTHA IPEKUBIEMOCT 46 41 TepamneBruuna paznuka: 5,4%
(%) [95% CI: -1,1; 12,0]
2-roAMIIIHA MPEKUBIEMOCT 21 14 TepaneBTuuna pasnuka: 6,2%
(%) [95% CI: 0,2; 12,3]
Menanana Ha BpeMETO J0 IPOTpecHs
(cemmunn): 22,0 23,0 Koeduuuenr Ha puck: 1,032
[95% CI: 0,876; 1,216]
O6ma cteneH Ha noBnusaBane (%): 31,6 24,5 TepamneBruuna paznuka: 7,1%
[95% CI: 0,7; 13,5]

*: KopurupaHo 3a MHOKECTBEHH CPaBHEHUSI U aJallTUPaHO 3a CTpaTU(UKALMOHHN QakTopu (cTanuit
Ha 3a00JI5IBAHETO U PETHOH Ha JICYEHHUE), Bb3 OCHOBA Ha OLICHUMA MOITyJIalys MalueHTH.
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BropudHuTe KpaiiHu TOYKM BKIIFOUBAT MPOMSIHA Ha 0OJIKaTa, 00II0 OICHsIBaHE HA KAYeCTBOTO Ha
*)uBoT 1Mo EuroQoL-5D, Ckanara 3a CAMITOMH Ha 0€J10JpOOCH paK ¥ MPOMEHH B CTAaTyca II0 CKajara
Ha Karnofsky. Pesynrarure, mony4eHu 3a Te3u KpaiiHU TOYKU ca B MOJIKPENa HA PE3yNITaTUTE,
MOJTyYSHU 32 TbPBUYHUTE KPAHHU TOYKH.

3a KoMOMHaIUATa JOIETaKCceN /KapOOIIaTHH HE MOXeE /1a Ce I0KaXKe HUTO eKBHBAJICHTHA, HUTO HE TI0-
HHCKa e()UKaCHOCT B CpaBHEHHE ¢ pedepeHTHaTa TepaneBTnuHaTa komOuHanus VCis.

Pax na npocmamama

BesomacHocTTa 11 e(hrkacHOCTTa Ha JONIETAKCEN B KOMOMHAIUS C MPEIHU30H WU MPETHU30JI0H TIPH
MAIMCHTH C XOPMOHATTHO pe(pakTepeH METacTaTHUCH paK Ha IMPOCTaTaTa ca OIICHEHH B X0/1a Ha
PaHIOMH3UPaHO MHOTOIICHTPOBO m3nuTBaHe (aza IIl. O6ro 1 006 namuentu ¢ KPS > 60 ca
PaHAOMU3UPAHU B CICTHUTE TEPATICBTUYHU TPYITH:

° Homerakcen 75 rng/rn2 Ha BCEKH 3 CeaMUIM B IpoAb/DkeHue Ha 10 muksbia.

>
X

2
. Jouerakcen 30 mg/m” NpUIOKEH SKECSIMUIHO MPE3 ITBPBUTE 5 CEIMUITN OT 6—ce;u@eﬂ
LIUKBI B IPOIBIKEHUE HA 5 IUKbIIA.

. Murokcantpon 12 mg/m” Ha Bcekd 3 CeAMHIM B MPObIDKEHHE Ha 10 MHKBIT
Benukure 3 cxemu ca NPHUIOKEHN B KOMOWHAIIHS C IPETHU30H HITH MIPEIHNU30JI0

JHEBHO, HCIIPEKBCHATO.

ITanmmenTHTE, TIOTyYaBaIA JOIETAKCEN HA BCEKH TPU CEIMMIIA JIEMOHCTP.

%

O
N\
(xgg& IBa OHTH

SHAYUTCIIHO IIO-AbJITa

o61ua IIPEKUBIACMOCT B CPaBHCHHUE C TE3U, JICKYBAHU C MUTOKCAHTPOH @ JIMYCHUCTO Ha
s A0LETAaKCCI HE € 3HAYUMO B
3a e(l)I/IKaCHOCT IIpu pamMeHaTa

MPEKUBIEMOCTTA HAOJIFOIABAHO B PAMOTO HA SKECEIMHYHO MPHUIIE

CpaBHEHHE C KOHTPOJIHOTO paMO Ha MHUTOKCAHTpOH. Kpaiinute

Ha JIOIETaKCel CIPSIMO KOHTPOIHOTO PaMoO ca Pe3FOMUPAHH 1;»6293 Harta Tabnuia:
O

Kpaiina Touka I[oueTaKceGIQ< Jlouerakcen MutokcaHTpOH
BCEKH 3 Q@Mnun €KECeIMIIHO Ha BCEKH 3
A CEIIMUITN
Bpoii nanuentn &35 334 337
MenuaHa Ha IPEXHUBSIEMOCT (Meceln) Q)(b' 18,9 17,4 16,5
95% CI @) (17,0-21,2) (15,7-19,0) (14,4-18,6)
KoeduiueHT Ha pUCK: 3 0,761 0,912 --
95% CI O (0,619-0,936) (0,747-1,113) --
p-croitHoct'* KA 0,0094 0,3624 .
Bpoii namueHTH \\‘ 291 282 300
CreneH Ha MOBIUsABaHE Ha@** (%) 454 47,9 31,7
95% CI Q (39,5-51,3) (41,9-53,9) (26,4-37,3)
p-cTOHHOCT* N Q 0,0005 <0,0001 -
Bpoii manpeHTn (5% 153 154 157
CteneH Ha nowBaHe Ha 0ojkarta 34,6 31,2 21,7
(%) O (27,1-42,7) (24,0-39,1) (15,5-28,9)
95% CI ,Q 0,0107 0,0798 -
p—CTOﬁ&*
B@hnenn& 141 134 137
Cre¥eH Ha MOBIMSABAaHE HA TYMOpPa 12,1 8,2 6,6
(%) (7,2-18,6) (4,2-14,2) (3,0-12,1)
95% CI 0,1112 0,5853 --
p-cToriHOCT*

tCrparuduripan TeCT 3a JOTapUTMHYIHO ITOAPEIKIAHE

* [loBepurenna BepostHocT = 0,0175
**PSA: IlpocraTa-cienuduyueH aHTUIeH

[IpenBun dakra, ye eKECSAMUYHO IPUIATAHUAT JOLIETAKCEN JaBa MAJIKO MO-100bp npod il Ha
0€30I1aCHOCT OT AOLETAKCEI Ha BCEKH 3 CEIMHUIH, € Bb3MOXKHO HAKOH MAllMEHTH Ja UMAaT I10J13a OT
€XEeCEAMUYHO IPUIaraHe Ha JOLIETaKCell.
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He ca or0ens3aHm CTaTUCTHYECKH PA3IMKH MEXIy TEPANeBTHYHHUTE Tpymu No oTHomerne OO0mio
Ka4yeCTBO Ha JKUBOT.

Cmomawen adeHokapyurnom

[IpoBeneHO € MHOTOLIEHTPOBO, OTBOPEHO, PAHIOMHU3UPAHO U3IUTBAHE 32 OLEHKA Ha 0€30M1acHOCTTa U
euKacHOCTTa Ha JIOLIETaKCeN IPH JIEUYEHNETO Ha NAllUeHTH C MEeTacTaTUYEeH CTOMAILCH
aJICHOKAaPIIMHOM, BKIIOUUTEIHO aJJeHOKapIIMHOM Ha racTpoe3odareaiHara Bpb3Ka, KOUTO HE ca
MoJIy4aBaJlM MPEId TOBa XUMHUOTEpAIys 3a METaCTaTUYIHO 3a0osiBane. Q0110 445 namuentu ¢ KPS
> 70 ca nexyBanu mwi ¢ gorerakcen (T) (75 mg/m” ua gen 1) B kom6unauus ¢ mucmuatus (C)

(75 mg/m” na nen 1) u 5-duyopoypauun (F) (750 mg/m* 1HeBHO 3a 5 1HM), WIH HUCILIATHH

(100 mg/m’ Ha nen 1) u 5-payopoyparun (1 000 mg/m* nHeBHO 3a 5 1HU). BpemeTo Ha neueGHIs
kbl € 3 ceamury 3a TCF pamoro u 4 ceamuru 3a CF pamoTo. Meamanara Ha Opost ITUKITH,
NPUIOKEHH Ha ManueHt e 6 (B nuamnas3oH ot 1-16) 3a TCF pamoTo, B cpaBHeHue C 4 (B L[Hana30©%—
12) 3a CF pamoro. ITspBuunHara kpaitHa Touka e Bpemero 1o nporpecusi (TTP). HamansaBaner

pucka ot nporpecus € 32,1% u e cBbp3aHo cbc 3HaunTENHO NOo-A61r0 TTP (p = 0,0004) B a Ha
TCF pamoro. Obuiara npexuBAEMOCT ChILIO € 3HaYnTeNnHO no-abira (p = 0,0201) B nogg@ya TCF
pamoTo, ¢ HamallsiBaHe Ha pUcKa OT CMBPTHOCT ¢ 22,7%. PezynrtaTture 3a e(bHKaCHocgé)GoneHH c

cienHaTa Tabiuia:
o0
EduxacHocT Ha oneTakcen npy JeYeHUEeTO Ha MAIMEHTH Che CTOMAIIeH alefKapIHOM
-\
Kpaiina Touka TCF @‘ ) CF
n=221 n=224
Menunana na TTP (mecerm) 5,6 N 3,7
(95% CI) (4,8@39&) (3,45-4,47)
KoeduiueHT Ha puck Q‘O 1,473
(95% CI) 0] (1,189-1,825)
*P-CTOMHOCT R 0,0004
MennaHa Ha IPEKUBSIEMOCT (MECEIIH) ) ®?“ 9,2 8,6
(95% CI) Qs (8,38-10,58) (7,16-9,46)
2-roauuiHa oueHka (%) (b' 18,4 8,8
Koeduuuent Ha puck ®Q7 1,293
(95% CI) \2\ (1,041-1,606)
*p-CTOMHOCT . <O 0,0201
OO011a CTeTeH Ha MOBIHSIBaHE (C@*PR) (%) 36,7 | 25,4
p-CTOMHOCT A 0,0106
[Iporpecuparo 3a6onﬂBaHé>&\o’ Hai-100Bp 16,7 25,9
001 otroBop (%) A

* SrS
HeCTpaTH(bHqua}\sz T 3a JIOTAPUTMHUYHO IMOAPCIKIAHC

Honrpynomnx@mmn T10 BB3pPacT, ITOJI U paca yCcToiunBo ca B mojiza Ha TCF pamoTo, B cpaBHEHHUE
¢ CF pamot(

M ) Beue He [MOKa3Ba CTATHUCTUYECKH 3HAYMMa pa3jivKa, BhIIPEKH Ye BUHATH € OMJI B 10J13a Ha
TCB cxemara, u mokassa, 4e non3ata ot TCF npen CF ce HaOnronaBa sicHo Mexty 18- u 30-s1 Mecenn
OT MPOCJIEISIBAHETO.

OC’LB?%Q@CH AHAJIM3 3a MPCIKUBICMOCTTA, IPOBCACH C MC/ITMaHa HAa BPEMCTO HA NPOCIICASIBAHEC 41,6

Karo 1smo, pesynrarure 3a kadecTBo Ha kuBOT (QoL) 1 KIMHUYHA 0132, CHCTEMHO TIOKa3BaT
nogo6penue B monsa Ha TCF pamoto. [Tanuenty, nexyBanu ¢ TCF umar no-nwiro Bpeme 10 5%
OKOHYATEeJIHO BJIOIIaBaHe Ha o0 31paseH craTyc no QLQ-C30 ssnpocuuka (p = 0,0121), u mo-
JIBIITO BpeMe JI0 OKOHYATEITHO BIIOIIaBaHe Ha cTaTyca o ckanara Ha Karnofsky (p = 0,0088), B
CpaBHEHHME C MAMeHTHTE, JekyBaHu ¢ CF.

Pax na enasama u wusama
. WnpyknuoHHa XuMUOTepanus nocieasana ot apuetepanus (TAX 323)
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be3zomnacHocTTa U e(hUKacHOCTTa Ha JOTETAKCEI PH WHAYKIIMOHHO JICUeHNE Ha MAIllMEHTH ChC
CKBaMO3HOKJIEThYEH KaplMHOM Ha riaBata u musta (SCCHN) ca orienenu BbB dasa 1l Ha
MHOTOLIEHTPOBO, OTBOPEHO, panaomusupano m3nuteane (TAX323). Ilpu Toa nmpoyuBane, 358
nanueHTH ¢ nHomnepadunex sokanno Hanpennan SCCHN, u o6mo ceerosnue mo C30 craryce 0 wm 1,
ca paHAOMHU3HPAHH KbM €IHO OT JBE TepaleBTHYHHU pamMeHa. [larienTuTe B paMOTO Ha JOIETaKCel
nonyuasat goueraxcen (T) 75 mg/m’® nociaeasan ot nucmiatus (P) 75 mg/m” mocnexsanu ot 5-
dyopyopauun (F) 750 mg/m” Ha ieH kaTo HenpekbcHaTa nH(bY3us 3a 5 quu. Ta3u cxema e
MpujIarana Ha BCEKH TPH CEMHUIIN 3a 4 ITUKBJIA B CIIyYaid, ue € HaOJIt0/1aBaH TIOHE He3HAYNTENIeH
oTroBOp (> 25% penykuus mpu JByH3MEPHO OTpezesieH pa3Mep Ha TyMmopa) cien 2 nukbia. Ha kpas
Ha XMMUOTEPAIUAITa, C MUHUMAJIEH HHTEPBA OT 4 CEAMHLIM U MaKCUMaJIeH MHTEPBaI OT 7 CEIMUIIH,
NalMeHTUTE YHETO 3a00JsIBaHE HE € MPorpecuparo, ca monyuunu apuetepanus (RT), cerimacuo
MIpaKTHKaTa [0 MecTa Ha jieucOHuTe 3aBeaeHus, 3a 7 ceamuu (TPF/PT). [Tauuenture B
CPaBHHUTENTHOTO paMo ToydasaT muciiatus (P) 100 mg/m” nocnensan ot 5-dayopoyparm (F (b
1 000 mg/m2 Ha JeH 3a 5 qau. Ta3u cxeMa e mpujiaraHa Ha BCEKU TpU CEAMUIM 32 4 LIUKbJIA B @ am,
ye € HaOJI0JaBaH MOHe He3HAYNTENIeH OTrOBOp (= 25% pemyKIws pHu IByH3MEPHO OIpe pasmep
Ha Tymopa) ciiext 2 uukbia. Ha kpast Ha XuMuoTepanusra, ¢ MUHAUMAJCH HHTepBal OT 4, (UMUK 1
MaKCHMaJIeH HHTEpBajl OT 7 CeIMUIIM, TALMEHTUTE, YNETO 3a00JsIBaHe HE € mporpecupato, ca
noayunnu rpuerepanus (RT), cbriaacHo nmpakTukaTa o MECTa Ha JIUeOHHUTE 3aBSACHMs, 3a 7
ceamuny (PF/RT). JlokopernoHaiHaTta Jib4eTepanus € MPUIOKEeHa WK Ype3 KoﬁﬁuHOHanHa
dpakuus (1,8 Gy-2,0 Gy BeaHbK JHEBHO, 5 THM Ha CEAMHUIA 32 06ma 103a o@%6 1o 77 Gy), umu upe3
YCKOpeHW/XunepppakIMOHUPAaHU CXEMH Ha JIbUeTapanus (IBa IbTH JHEB MHUHHMaJIEH HHTEepBaJl
Mexay ppakuuute oT 6 Yaca, 5 nHu Ha ceamuia). O6io 70 Gy ca mp YaHU 32 YCKOPEHUTE
cxemu U 74 Gy 3a xunepppakurOHUPAHUTE CXEMH. XHUPYPTUIHO OT HSIBaHE € OMJIO MTO3BOJICHO
cliel XUMHOTEpaIus, Ipear Ui ciell IpueTepanusita. [lanuent TPF pamoTo ca nonyunnu
nepopaiiHa aHTHOMOTHYHA MPOPHIIAKTHKA C IIATTPOQIOKCAITTH mg J1Ba T JHEBHO 3a 10 1HU
3aIOYBAKH OT 5-Usl JICH Ha BCEKH IUKBII, WIN eKBHBaneHT@pBHqHaTa KpaifHa TOYKa P TOBA
npoyusaHe, mpexussiemoct 0e3 nporpecus (PFS), e snaggTeHo nmo-awira npu TPF pamoto cpaBaeHO
¢ PF pamoro, p = 0,0042 (Mmenuana Ha PFS: ceoTBeT ,4 cipsimo 8,3 Mecera) ¢ 001a MeTnaHa Ha
BpeMeTo 3a npociueasane 33,7 mecena. Mennana o011aTa MpexuBsIEMOCT ChIIIO € 3HAYUTEITHO
no-Brcoka B nonsa Ha TPF paMmoTo B cpaBHEHH pamoto (Menuana Ha OS: cboTBeTHO 18,6
copsimo 14,5 mecena) ¢ HamassiBaHe Ha pHCKQﬁMLpTHOCT ¢ 28%, p =0,0128. Pesynratute 3a
e(pUKaCHOCT ca MPEACTaBEeHH B TaGJII/II_IaTB&I[OHy.

EduxacHocT Ha jponerakcen npu uIAyKIMOHHO JIeYeHUE HA MAIMEHTH C MHONEPAOUIEH JIOKATHO
nanpeaaan SCCHN (Intent-to-Tret ananms)

R\
Kpaiina Touka ) Jonerakces + Cis +5-FU
OQ\ Cis + 5-FU
QQ n=177 n=181
Menunana Ha Bpeme a&pemHB}IeMOCT 0e3 porpecus (Meceln) 11,4 8,3
(95% CI) & (10,1-14,0) (7,4-9,1)
Kopurupan K(g&dem Ha PUCK 0,70
(95% CI) (0,55-0,89)
*p-CTOMEIND 0,0042
MeauaiHia npeKuBIeMocT (Mecery) 18,6 14,5
(9% ) (15,7-24,0) (11,6-18,7)
KoeduueHnt Ha puck 0,72
(95% CI) (0,56-0,93)
**p- cToHOCT 0,0128
Best overall response to chemotherapy (%) 67,8 53,6
(95% CI) (60,4-74,6) (46,0-61,0)
**%p- cToitHOCT 0,006
Haii-100po 001110 1OBIMsBaHE OT JICYUSHUETO B IPOYYBAHETO
[xumuoTepamus +/-npuerepanus | (%o) 72,3 58,6
(95% CI) (65,1-78,8) (51,0-65,8)
***p- CTOHHOCT 0,006
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Menunana Ha IPOIBIKUTETHOCT HA MOBIUSBAHETO OT XUMHUOTEpAIUs + n=128 n=106
pueTepanus (Meceu) 15,7 11,7
(95% CI) (13,4-24,6) (10,2-17,4)
KoeduenT Ha puck 0,72

(95% CI) (0,52-0,99)

**p- CTOWHOCT 0,0457

KoeduineHT Ha pUCK MO-MaIbK OT 1 € B I0J13a Ha Jonerakcen + nucratud + 5-FU

*Cox Mozen (KopeKIys 3a MsICTOTO Ha mbpBUYHMA TyMOp, T u N knmuanyau cragun 1 PSWHO)
** JlorapuTMHYHO TpaHc(OpMUpPaH PEHKOB TECT

*%* Chi-square Tect

Tlapamempu na kauecmeomo Ha HuUeoOmM
ITammmentute, nexkyBanu ¢ TPF moka3Bar 3HAUUTETHO MTO-MAJIKO BIIOIIABAHE HA TEXHHS OOII 3P Beb,
CTaTyc cpaBHEHO ¢ Te3H, jekyBanu ¢ PF (p = 0,01, mo ckamata Hva EORTC QLQ-C30). Q%

Kaunuuno snavumu napamempu '&
Ckastata 3a OIlEHKa Ha cTaTyca OTHOCHO mojckanuTe 3a rinasa u mus (PSS-HN), npe a4eH! 3a
HM3MepBaHe Ha pa30MpaeMocTTa Ha TOBOPA, CIIOCOOHOCTTA 33 XpaHEHe Ha 00LIecTBE ecra,

HOPMAJIHOCT Ha AUCTATA, € 3HAYUTCIHO B I10JI3a HA TPF PaMOTO B CpaBCHUC C TQ@T F.

Menuanata Ha BpeMeTo J0 IIbpBo BiomaBade mo C30 e 3HaYUTEIHO 10~ B pamoto Ha TPF
cpaBaeHo ¢ PF. CkopbT Ha nHTE3MTETa Ha OONKaTa ce MoA00psBa 1Mo B@Ha JICYCHUETO B JIBETE
IpyIH MOKa3BalKH aJIeKBATHO JieueHne Ha OoKara. &

° MNHnykuroHHa XUMHOTEPANHUs MOCIeABaHA OT XUMHONb amus (TAX 324)

BbezomacHoctTa 1 ehrkacHOCTTa Ha JOTIETAKCEN MTPH WHAYK 0 JICYCHHUE Ha MAIEHTH C JIOKATHO
HaIpeIHaJl CKBAMO3HOKJIEThYEH KapLMHOM HA IJ1aBaTa U ta (SCCHN) ca ounienenu BbB (paza Il1
Ha paHJI0MU3UPaHO, MHOTOIIEHTPOBO, OTBOPEHO MU3ITUT. e (TAX324). IIpu ToBa mpoyuBane 501
narnuenTu ¢ tokanHo Hanpearan SCCHN, u o01mo ostaue o C30 cratyc 0 win 1, ca
PaHIOMHU3UPAHU KbM €ITHO OT JIBE TepPalleBTHYH eHa. [[poyuBaHaTa momysamnus BKIIOYBa
MAIMEeHTH C MPAKTHYECKH HEBB3MOXKHO XHUP 0 OTCTpaHsBaHe Ha 3a00JsIBaHETO, MAIIUEHTH C
MaJika BEpOSITHOCT 3a XUPYPIHUUHO JIeUEeHHU aIlMeHTH, TIPU KOUTO ce IeJIM 3alla3BaHe Ha OpraHa.
Ornenkara Ha e(UKACHOCT M O€30TTaCHOC @& orracs camo 3a KpalfHUTE TOYKH Ha MPEKUBIEMOCT U HE
ce oTHacs O(HUITHAITHO 32 YCIIEBAEMO g;a 3ama3BaHe Ha opranute. [larmenTruTe oT paMoTO Ha
JlolieTaKkce MoJIydaBart JA0LEeTaKC 75 mg/m’ kaTo HHTpaBeHO3Ha MH(Y3Ks B eH |, mocieaBaHa
or mucrnatud (P) 100 mg/m’ k ~s&I/IHTpaBeHosHa UHQY3Us, MoceIBaHa OT MPOIBIDKUTEIIHA
MHTaBEHO3HA NH(Y3Ms Ha 5- poyparmt (F) 1 000 mg/m’® Ha nen 3a 4 auu. L{uxiuTe ca moBTapsHU
BCEKH 3 CEMUIIH B MPOJT ve Ha 3 nukbiIa. Bcnuky manuenTH, 4neto 3abonsBaHe He €
MIpOTpecupao e Tp}I6B€7\ o nporokoi (TRF/CRT), aa nonyuat xumuorepanus (CRT). [Taiuenture
OT CPABHHUTEIIHOTO 0 momyuasat mucruiatus (P) 100 mg/m® kato 30-MuHyTHA 10 3-4acoBa
WHTPaBEHO3HA U &;{ Ha JieH 1, mociieiBaH OT MPOIbKUTEIIHA UHTABEHO3HA HH(Y3HS Ha 5-
@nyopoypaun&é 1 000 mg/m” Ha zen 3a 5 guu. LIMKIHTE ca MOBTAapSIHU BCEKU 3 CEAMUIIA B
TIPOBIDKE a 3 nukbia. Benuky nanuenTy, yneTo 3ab0isiBaHe HE € Iporpecupao e TpsoBao, mo
MIPOTOKOQ /CRT), na momyuat xumuotepanus (CRT).

II TUTE U B JBETE TepaleBTUYHU paMmeHa noiyyasaT 7 ceamuuu CRT cnen nHayknnoHHa
XUMUOTEpAIus ¢ MUHUMAJICH HHTEPBAJI OT 3 CEAMUIIM U HE MTO-KbCHO OT § CEAMMIIM CIIe] HAa4ajI0TO Ha
MOCJIETHUS ITUKBI (0T 22 10 56 AeH oT mochneaAHus IMUKEI). [1o Bpeme Ha rpueTepanusiTa € mpuiarad
BeIHB XK cenMuuHO KapOorutatuH (AUC 1,5) xato enHOYacoBa HHTpaBEHO3HA HH(Y3USI MAKCUMYM [0
7 mo3u. JIpueTepanus € MpuiaraHa ¢ MEraBoJITOBa arapaTypa upe3 BeIHbK JHEBHO (PpaKIIMOHUPAHE
(2 Gy Ha zieH, 5 AHM Ha ceaMHUIIa 3a 7 ceaMHuIy, ¢ 00ima g03a 70-72 Gy). XupypruaHoTo
OTCTpaHsBaHE HA ITbPBUYHOTO MICTO Ha 3a00JIIBAHETO W/WIIU IIMATA € MOXKEJIO J]a C€ MMa MPEIBU/L T10
BCSIKO BpeMe cief 3aBbpiiBane Ha CRT. Bcuuku manueHTH OT paMoTo Ha TOLETaKCeN ca MoTydaBaiu
anTOnoTHYHA npodunakThka. [IspBrUYHATa KpaliHa ToYKa 3a e()UKaCHOCT B TOBA MPOyYBaHe, 00IaTa
npexuseMoct (OS), e 3HAaYUTEITHO MO-bJira (JIOrapUTMUYHO TPaHC(HOPMHUPAH PEHKOB TECT, P =
0,0058) mpu gorerakcen-chabpKamara cxema cpaBaero ¢ PF (mennana na OS: 70,6 cpsmo cpenHo
30,1 mecena) ¢ 30% namaneHue Ha pucka oT cMbpTHOCT B cpaBHeHue ¢ PF (HR = 0,70, 90%
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nosepurteneH uatepsai (CI) = 0,54—-0,90) ¢ obma meamana Ha BpeMe Ha npocieasBane 41,9 mecera.
Bropuunara kpaiitna Touka, PFS, mokasBa 29% HamaneHue Ha prcKa OT POTPECHs WM CMBPT U 22

Mecera nmogoopenue Ha menuanara PFS (35,5 mecena 3a TPF u 13,1 PF). ToBa e chIl0 cTaTUCTHYECKH

3ragumo ¢ HR ot 0,71; 95% CI 0,56-0,90; moraputMu4HO TpaHCHOpMHUpaH peHKOB TecT, p = 0,004.
Pesynrarute 3a epuKacHOCT ca MpEJACTaBEHH B TAOIUIIATA ITO-T0NY:

EdukacHocT Ha foleTakcel Ipyu MHAVKIMOHHO JISYEHUE Ha NalueHTH ¢ JIoKkaiHo HanpeaHan SCCHN

(Intent-to-Treat ananmnz)

Kpaiina Touka Honerakces + Cis + S-FU Cis +5-FU
n =255 n =246
Menuana Ha 00112 MPEXKUBAEMOCT (MECEITH) 70,6 30,1
(95% CI) (49,0-NA) (20,9-5%,
Koedunuent Ha puck: 0,70 Q\)
(95% CI) (0,54-0,90) Q
*p-CTOMHOCT 00058 N
Median PFS (mecemm) 35,5 QV 13,1
(95% CI) (19,3-NA) A (10,6 — 20,2)
Koedunuent Ha puck: O,Z_bfb !
(95% CI) (0,56 —40.,90)

'\@)04

**p-cTolHOCT

Haii-no6po o6mmo nosnussane (CR + PR) or xumuorepanus \8“

(%) 11,8 64,2
(95% CI) (65@7,2) (57,9-70,2)
*#*p-cTOHHOCT M 0,070

Haii-no6po o6mio nosnusisane (CR + PR) ot eyennero B (b\{

MPOYYBAHETO [XUMHUOTepanus +/- xumuorpderepamnus] (%) 76,5 71,5
(95%CI) Q (70,8-81,5) (65,5-77,1)
**ED-CTOWHOCT ®) 0,209

KoeduineHT Ha pruck Mo-Maxbk OT 1 € B IoJ3a Ha L?%T&KCCH + mucriatul + 5-FU
* HEKOPUTHPaH JOTapUTMHYHO TpaHchopMupa OB TECT

** HeKOPUTUPaH JIOTAPUTMUYHO TpaHC(bopMI/y@i PEHKOB TECT, HEKOPUTUPAH 38 MHOTOKPATHU
CpaBHEHHUS

**% Chi-square TecT, HeKOPUT'HpaH 32 w@bxpanm CpaBHEHUS

NA — HENpUII0KHUMO <)

IleauaTpuyHa nomynaus \é

EBpomneiickaTta areHIus 1o n@cmma 0cB00O0KAaBa OT 3aIBJDKCHUETO 32 MIPEJOCTaBSIHE Ha

pe3yATaTuTe OT NpOyyBa ¢ Taxespira BbB BCHUKH IOATPYIH Ha MeAUATPUYHATA TOMYJIaLUs 3a

IIOKA3aHUATA PAK Ha T a, HeIpeOHOKIIeThYEH 0eNIopo0eH pakK, pak Ha MPOCTaTaTa, CTOMAIIECH

KaplLMHOM M paK HaJyaBata U musTa, 6e3 aa ce Bkmousat tun 11 u Il mo-manko nudepenurpan

Ha30(bapHHrean@ﬂ LUHOM (BK. TOUKa 4.2 32 MHPOpMAIHsi OTHOCHO yNoTpeOa B eAUATPUsITA).
A

5.2 (I)a%ckommenmﬂn CBOJiCTBa

Abco S

o KOKWHETUKATa Ha JIONETAKCEeN € OICHEeHa MPH MAIUEHTH C paK ciel npuinarade Ha 20-
115’mg/m? no Bpeme Ha npoyusanmst ot dasa I. KuneTndauusT npodi Ha JOIeTaKcen e
JI030HE3aBHCUM H CHOTBETCTBA HA TPUKOMITAPTUMEHTHUS (PapMaKOKWHETHYEH MOJICI C TIOJTY)KUBOT 32
(hazure a, f u y cboTBeTHO 4 min, 36 min u 11,1 gaca. KbcHata dasa ce 1p/oku oT4acTH Ha
OTHOCHUTEITHO 0aBHHS e(DIIYKC Ha JIOIETAKCEN OT NepudepHUs KOMIAPTUMEHT.

Pasnpenenenue
2
Crnen npunoxkenue Ha g03a ot 100 mg/m” o ¢popmaTa Ha eTHOYACOBA HH(Y3US, € TIOIYYSHO CPETHO

MUKOBO MIa3MeHo HuBoO 3,7 pg/ml cbe croTBeTHA AUC 4,6 h.pig/ml. Cpennute CTOHHOCTH Ha
TOTAJIHUS KJIMPBHC OT OPraHu3Ma U oOeMa Ha pasIpeesieHUE IpU CTAllMOHAPHO ChCTOSIHUE Ca
cpotBeTHO 21 I/h/m® u 113 1. VIHTepHHMBHyaIHATE BAPHALIMU HA TOTATHHS KIMPHHC OT OPraHu3Ma
ca npuonmsuteHo 50%. Jlonerakcen e CBbp3aH C IIa3MeHUTe MPOTeuHH Hag 95%.
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Enumunupane
14
IIpu TpuMa manKeHTy ¢ pak € MpoOBEACHO MPOyUYBaHE ¢ MapKUpaH ¢  C-gouerakcen. Jlouerakcen ce

SNMMUHUPA U Ype3 yPUHATA U Upe3 M3NPAKHEHUATA B pAMKUTE Ha 7 THU cliea muToxpom P450-
MEIMUPaH OKUCIUTEICH METa00IN3bM Ha TPETUIHATA OYTHII-eCTepHA IPyIIa, KATO EKCKPENusITa Upe3
ypYHaTa U U3MpaKHEHUSATa OTTOBaps ChOTBETHO Ha 6% 1 75% OT MPUIIOKEHOTO PaJOaKTHBHO
BeniectBo. Oxomno 80% OT MOMyYeHOTO B M3MIPAXKHEHUATA PAJIHOAKTUBHO BEIIECTBO CE€ EKCKPETHPA TI0
BpeMe Ha bpBUTE 48 yaca o hopMaTa Ha €IMH IJIaBSH HEAKTUBEH METa0OJUT U 3 BTOPOCTEIIEHHU
HCAKTHUBHU MeTa6OHI/ITa 1 MHOT'O MAJIKH KOJIMYECTBA HCIIPOMCHECH JICKAPCTBCH IIPOAYKT.

CHCLII/IEIJ'IHI/I nomyJannuu

Buwspacm u non b(b
Tonynanuonen (apMakOKHHETHYEH aHAIN3 € H3BBPIIIEH C JONeTakceN pH 577 mauuenti. _ Q)
dapMaKOKUHETUIHUTE TIApaMETPH, OIIPeIe]IeHH Upe3 MOJENa ca MHOTO OIM3KH 10 TE3H, nefiyhicin

npu npoyuBaHusara ¢asa [. @apmakoKMHETHKATa Ha JIOLIETAKCEl HE CE IPOMEHS OT Bb3 a UK
10J1a Ha MaIUEHTA. *
Yeprnodpobno yepesicoane Q)rb.

[Ipu manbk Opoit manuenTH (n = 23) ¢ KIMHUYHU JaHHA OT OMOXUMUYHUTE €/1BaHHs, COYEIN
JIEKO 10 YMEPEHO yBpexaaHe Ha yepHoapoOHarta GpyHkus (ALT, AST > bTd [TH cBBp3ano c

ankanHa ocdarasa > 2,5 npti ['TH), 00wt kanpbHE e HamaleH cpa@id ¢ 27% (Bk. Touka 4.2).

3aovporcane na meunocmu %)
KnupbHCBT Ha foLeTaKce He € IPOMEHEH NPY MALUCHTH C JIORGYIO YMEePeHa 3a/[pbKKa Ha TCYHOCTH
Y JIUTICBAT IAaHHM NPH MAIUCHTH C TEXKKa 3a/IPhKKa Ha Ted .

KombunupaHa Teparnws \2\0
Hoxkcopybuyun ?¢Q\

Koraro ce n3non3BaT B KOMOMHALWSA, TOIIET: 1@ HE TIOBJIHSIBA KJIIMPBHCA HAa JJOKCOPYOHIIUH U
TUTA3MCHHUTE HUBA HA JOKCOPYOUITMHOM ( OJIUT Ha JOKCOpyOuInH). dapMakOKWHETHKATA Ha
JIoIIeTaKceN, JOKCOPYOHIIMH U UKIO(PoghaMu He Ce MOBIHABA OT SAHOBPEMEHHOTO UM
MIPHUIIOKEHHE. O

A
Kaneyumabun \&‘
IIpoyuBane ¢a3a I, oueHss (hexTa Ha KaneUTAOMH BBPXY (hapMaKOKHMHETHKATA Ha JOLIETAKCEN U
00paTHOTO TIOKa3Ba, ue UTaOWH HE BIIMsC BbPXY (hapMakoKHHETHKATa Ha AoIEeTaKCel (Cp,y 1
AUC) u nonerakcen H&(bem BBPXY (DapMaKOKMHETHKATa Ha ChOTBETHUS META0OJIUT HA
KarenuTaouH Hap@%} 5’-DFUR.

Lucnnamun A

KiupbHe Qa JIOLIETAKCET IIPH KOMOMHHUPaHa TEpaIivs ¢ MUCIUIATHH € IMOJ00eH Ha TO3H, Ha0JIt01aBaH
pH M é’epanm. dapMaKOKMHETHYHUAT MPO(UI HA IUCIUIATHH, TIPUIIOKEH CKOPO clieq MHQY3us Ha
,Z[O@@(Ceﬂ € oJ00¢H Ha TO3H, HaOII0AaBaH MPH MUCIUIATHH KaTO MOHOTEPAIIVsL.

Lucnramun u 5-gpnyopoypayun
KoMOuHHpaHOTO MPHIIOKEHUE HA JOIETAKCEN, IIUCIDIATHH U S-Qiryopoyparit npu 12 maiueHTy cbe
COJIUAHM TYMOPH, HSIMa BIHMSIHUE BHPXY (DapMaKOKHHETHKATa Ha BCEKH OT/IEJICH JIEKapCTBEH MPOTYKT.

Ipeonuson u dexcamemason

EdexTsT Ha ipeTHI30H BBPXY (hapMaKOKHMHETHKATA Ha JOLETAKCEN, TPUI0OKEH ChC CTaHAApTHA
MpeMEANKAITNS C AEKCaMETa30H € u3cieaBaH npu 42 marueHTH.

Ilpeonuson

He e nabnronaBan eekT Ha IPETHU30H BbPXY (papMaKOKWHETHKATA HA JTOTIETAKCET.
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5.3 IlpeakIMHMYHH JaHHU 32 0€30MACHOCT

KapuuHoreHHUAT NOTEHIIMA Ha TOLIETAKCE HE € U3CIIEABaH.

Jloka3zaHo e, 4e IoIeTaKkces € MyTareHeH IIPH ix Vitro MUKPOHYKIIEAPEH TECT U TECT 38 XPOMO3OMHH
abepanuu Brpxy CHO-K1 knetku u nipu in vivo MEKpOHYKJI€apeH TeCT Mpu MUIKH. Tol obade, He
NpeAU3BUKBA MyTareHHOCT IpH Tecta Ha Ames wiH ripu Tecta 3a reHHd mytaun CHO/HGPRT. Tesn

pe3yiTaTH OTroBapsT Ha (hapMaKoJIOTHYHATA aKTHBHOCT Ha JIOIETAKCEIL.

Hexenanute ehekTr BHPXY TECTHCUTE, HAOIOIaBaHU TPU MPOYIBAHUS 32 TOKCUYHOCT MIPH TPU3adN
MpeJIIoJiarar, e I0IeTakcel MOXKe J1a YBPEeId MBKKHS (epPTHIIUTET.

6. DOAPMAIEBTUYHHU JAHHU O

%)
<
6.1 Choucbk Ha HIOMOIIHHUTE BEIIECTBA O

N\
[Homucop6at 80 *

Eranou, 6e3801eH (b(b

JIlumoHeHa kucenanHa, 0e3BoaHa &

N

To3u ieKapcTBEH NPOYKT HE TPpsAOBa J1a ce CMeCBa C APYIrU nex&eﬂn NPOIYKTH, C U3KIIFOUEHHUE Ha
MMOCOYEHUTE B TOUKA 6.6. (b(b

6.3 Cpok Ha roaHOCT OQ

6.2 HecbBMEeCTHMOCTH

HeoTBopeH bakoH ¢Q\§\
N

Cren orBapsine Ha (dhJlakoHa
Bceku duiakon e 3a eqHOKpaTHA yno@(ﬁa U TpsIOBa J1a Ce M3MOJI3Ba BEIHATA CJIe] OTBapsSHe. AKO HE
ce M3I0J13Ba BeJHara, BpeMeTO 1 \éuom/lma Ha ChXpaHEHHUE Ca OTTOBOPHOCT Ha MOTPEOUTEIIS.

24 mecena

Cnen kaTo ce 100aBH B HH 3HOHHHS CaK

OT MHKPOOHOJIOIYHA T. a TOYKa, pa3TBapsSHETO/pa3perkIaHeTo TPSAOBA [1a Ce 3BBHPIIBA B
KOHTPOJIMPAHH U acell YCIIOBHS M JICKAPCTBEHUAT MPOIYKT TPSOBA Jla CE U3I0JI3BA BeaHara. AKo
HE Ce U3I0I3Ba Be@a, BPEMETO U YCIIOBUSTA Ha ChXPAHEHUE Ca OTTOBOPHOCT Ha TIOTPEOUTEIIS.

Cnen xato ¢ %BH, KaKTO € MPEeropbyaHo B MH(Y3NOHHHUS CaK, Pa3TBOPHT 3a HH(PY3US HA
JIOLIETAKC o ce chxpansBa nox 25°C, e ctabuineH B IpoabJbKeHUe Ha 6 yaca. Pa3TBopsT TpsiOBa
Jia ce a B paMKHTE Ha 6 yaca (BKIIOUUTETHO eqHOYacoBaTa HH(Y3HsI IPU HHTPABEHO3HO

np@@c HHE).

B nonmbnHenue, GuznyHaTa 1 XUMHYHA CTAOMITHOCT MU yroTpeba Ha MH(Y3HOHHUS Pa3TBOP,
MIPUTOTBEH ¢ MH(Y3UOHEH Pa3TBOP Ha HaTpueB xJjopua 9 mg/ml (0,9%) unu 5% uHby3uOHEH pa3TBOP
Ha IJII0K03a B cakoBe, kouTo He ca oT PVC nnu ¢ 5% pa3TBop Ha IIIOK03a B CTHKIICHH OYTHIIKH, €
JloKa3aHa J1o 48 gaca, KOraTo ce cbxpaHsaBa npu temrneparypa ot 2°C go 8°C u o 6 yaca, Korarto ce
chXpaHsBa NpH TeMneparypa nog 25°C.

I[OLIeTaKCGJ'I I/IH(I)YSI/IOHGH pa3TBOp € NPECUTCH, CJICAOBATCIHO MOKEC Ja KPUCTAJIN3HPA C TCUCHUC Ha

BpeMeTO. AKO Ce MOSBAT KPUCTAIH, Pa3TBOPHT He TPSAOBa Ja ce U3I0JI3Ba MTOBEYE U CIIe/IBa Ja ce
WU3XBBPIIU.
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6.4 CroenuajJHU yCJI0OBHUSI HA ChXPaHEeHHUe

[a ce cpxpanssa mox 25°C.

[a ce cpxpaHsBa B OpUTHHATIHATA OTIAKOBKa, 32 J]a C€ Mpe/a3u OT CBETINHA.
3a ycJoBUsTa HA ChbXPAHEHUE HA pa3peleHus pa3TBOP BIXKTE TOUKa 6.3.

6.5 Buau chabpxaHue HA OMAKOBKATA

®di1akoH OT MPO3pavHO CTHKIIO (TUT 1) Che 3amymanka OT XJIOpOOYTHIIOBAa TyMa U alTyMUHUEBA
oOKaTKa ¢ OTUYIBAIIO CE Karaye.

O
&
D

120 mg/6 ml ceabpka 6 ml KOHIIEHTpAT. (b.%
o)

20 mg/1 ml ceabpska 1 ml KoHUEHTpAT.

80 mg/4 ml cpabpxa 4 ml KOHIIEHTpAT.

Pa3mep Ha omakoBKara: %)
Bcesika kytus cpappka 1 gakos. 2.%

He Bcuuky BHIOBE OMAKOBKU MOTar jia ObJaT IMyCHATH B npo;[a>i<6a.&
6.6 CrnenuajaHu NpeanasHu MepKHU NP U3XBbPJIsIHE U %&a

Taxespira € aHTUHEOIJIACTUYHO CPEIACTBO M KAKTO U TP &m MTOTEHIIMATHO TOKCUYHHU BEILECTBA €
HE00X0IMMO TOBHUILIEHO BHUMaHKUE Ipu paboTa u mp siHe Ha Taxespira pa3reop. [IpenoppuBa ce
U3II0JI3BAHETO Ha PHKABUIIM. ¢

Axko Taxespira KOHIICHTpAT WIH HHq)y:sI/IOHeH@ TBOD BJIE3€ B KOHTAKT C KOXaTa, U3MHUUITE IO
He3a0aBHO U cTapaTeNTHO C BOJIA M CaIlyH. Taxespira KOHIEHTpAT BJie3€ B KOHTAKT C JIMTaBHIIY,
U3MHUITE IO HE3a0aBHO U CTApPaTEIHO C BOMA.

O

IToaroroBka 3a HHTPABEHO3HO np\@ceHne

Ipucomesne na MH¢V3MOH@3MGOD

HE u3nonssaiite Apyr bP KAIM J0oHeTaKces] JeKaPCTBEeHH NPOAYKTH, ChCOSIIIH ce 0T 2
¢rakoHa (KOHUEHT a3TBOpHTEN) ¢ TO3H JekapcTBeH mpoaykT (Taxespira 20 mg/1 ml
KOHIIEHTPAT 32 U HOHEH Pa3TBoOp, KONTO chbaAbpaxka camo 1 (uiakon).

HE u3nonas ?ﬂpym, ChABPIKALIHU A0LeTAKcel JIEKAPCTBEHU NMPOIYKTH, ChCOSIIIM ce OT 2
daaxona LHEHTPAT ¥ Pa3TBOPUTEN) ¢ TO3U JekapcTBeH mpoaykT (Taxespira 80 mg/4 ml
KOHHG@ 3a HH(Y3UOHEH Pa3TBOP, KOWTO chbabp:ka camo 1 guiakoHn).

H N0JI3BaliTe APYrd, ChAbPKAIIM JoLeTaKce ] JeKAPCTBEeHU NPOAYKTH, ChCOSIIIH ce OT 2
(prakoHa (KOHLEHTPAT M pa3TBOPHUTEJI) ¢ TO3H JekapcTBeH NpoaykT (Taxespira 120 mg/6 ml

KOHLIEHTPAT 32 HH(Y3HOHEH Pa3TBOP, KOWTO chAbp:xka caMo 1 guiakon).

Taxespira konueHTpat 3a nH¢py3noneH pasteop HE u3nckBa npeasapurenno paspe:xgane c
pa3TBOpHTE] U € TOTOB 12 0bae 100aBeH KbM HHQY3NOHHHSA Pa3TBOP.

Bceku dnakoH e 3a eqHOKpaTHA yroTpeda u TpsOBa /1a ce M3IM0JI3Ba BeIHara.
AKO (hJTaKOHHUTE C€ ChXPAHSABAT B XJIQJAWIHHUK, OCTABETe HEOOXOAMMOTO KOJIMYECTBO KyTun Taxespira

KOHIICHTpAT 32 MH(PY3UOHEH Pa3TBOP Ja MOCTOM MpH Temrieparypa noj 25°C 3a 5 MUHYTH peau
ynotpeoa.
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Moske na e HeoOX0aUM IoBeUe OT eauH (uiakoH Taxespira KOHIIGHTPAT 3a HH(Y3HMOHEH pa3TBOp, 3a Ja
MOJTyYH HY)KHATA /1032 3a JaJICH MalUeHT. ACENTHUYHO U3TETIIETE HEOOXOIUMOTO KOJTHIECTBO
Taxespira KOHIIEHTpAT 3a HH()Y3UOHEH Pa3TBOP, KATO M3MOI3BATE rPalypaHa CIIPUHIIOBKA C UTJIa
21G.

KonnenTpanusita Ha nounerakces B Taxespira 20 mg/1 ml, 80 mg/4 ml u 120 mg/6 ml ¢uraxonnu e
20 mg/ml.

Heobxonumust obem Taxespira KOHIEHTpAT 32 MHPY3UOHEH Pa3TBOP TPsIOBa Ja ce MHKEKTUPa
€IHOKpAaTHO (eAHO BrpbckBaHe) B 250 ml nH(Y3HOHEH cak Wi OyTHIIKA, ChAbpKALIM WK 5%
nH(Y3UOHEH pa3TBOp Ha riroko3a win 9 mg/ml (0,9%) nHdy3noHEeH pa3TBOP HA HATPUEB XJIOPHU.

Ako e HeoOxomMa J103a mo-roiisiMa ot 190 mg moreTakcen U3Ioi3BaiTe mo-roysiM 00eM UH HEH
HOCHUTEN TaKa, 4e Jia He ce HaJBHuIaBa KoHleHnTpanusra 0,74 mg/ml gornerakcenn. A

CMmecete KaTO pa3Kiamnare ¢ pblie HHQY3HOHHUS CaK WK OaHKa. $

Pa3TBOpBT B HH(Y3MOHHUS cak TPsOBA Ja ce U3I0JI3Ba B PAMKHUTE Ha 6 daca mp neparypa moj

25°C, BKJIIOUUTETHO €JHOYacoBaTa HH(Y3HS Ha MAUEHTA. &
KakTo npu BCHUKH napeHTepasTHu MPOIYKTH, AOHETaKCel HH@)ySHOHG}@[BOp TpsiOBa z1a ce
MPOBEPH BU3YaJIHO IPean yroTpeda, KaTo pa3TBOPH, ChIbPIKALIN I nuTar TpsiOBa 1a ce

U3XBBPIIAT.
o

Hewusmnon3panusr JICKApPCTBCH MPOAYKT WJIN OTHAABYHUTE b%l/laﬂl/l OT HETO Tpﬂ6Ba ha CC U3XBBPJIAT
B CBbOTBCTCTBUEC C MCCTHUTC N3HCKBAHHA.

7. INPUTEXATEJI HA PASPEILIEHUE A YIIOTPEBA

Hospira UK Limited @Q’
Horizon, sz\
Honey Lane, O

Hurley, é
Maidenhead, *
SL6 6RJ, OQ‘
Benmukobputanus

&K

X

8. HOMEP A PASPEHIEHUMETO 3A YIIOTPEBA

EU/1/ 15/ 1 001
EU/1/ /002

% 1017/003

9. JATA HA TbPBO PA3ZPEINABAHE/TIOJHOBSIBAHE HA PASPEHLIEHUETO 3A
YIIOTPEBA

[ata Ha mbpBO paspeaBane: 28 Asryct 2015
10. JATA HA AKTYAJIMN3UPAHE HA TEKCTA

IToapoOHa uHOpMaLKs 3a TO3M JICKAPCTBEH IPOAYKT € IMPeI0CTaBeHa Ha yeOcalita Ha EBponeiickara
areHUus 1o JIeKapcTBaTa http:/www.ema.europa.eu.
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N

NNPUJIOXKEHMUE 11 Q

MPOU3BOIATEJIHN, OTFOBOPEIH&A OCBOBOKIABAHE
HA TTAPTH/IA

O
YCJIOBUSA NJIN OFPAHI/I&@IH 3A JOCTABKA 1
YIIOTPEBA Q

JAPYTU YCJIOBUS HU3SUCKBAHUS HA PASPELIEHUETO 3A
YIIOTPEBA X

YCJIOBUA N OT'PAHUYEHMUSA 3A BE3OITACHA U
E®EKTHU YHOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. NPOU3BOIUTEJIN, OTTOBOPEHMU 3A OCBOBOKJIABAHE HA ITAPTU /U

Wme v afpec Ha TPOU3BOAUTENNTE, OTTOBOPEHHU 33 OCBOOOXK/1aBaHE HA MAPTUANUTE
Hospira UK Limited

Horizon,

Honey Lane,

Hurley,

Maidenhead,

SL6 6RIJ,

BenukoOpuranus

Hospira Enterprises B.V.
Randstad 22-11 4
NL-1316 BN Almere Q@
A\
O

Hunepnannus

IleyaTtHaTta TMCTOBKA Ha JIEKAPCTBEHUS MPOIYKT TPsIOBA Jja ChABPIKAa UMETO U anpec&@
MIPOM3BOANTENSI, OTTOBOPEH 32 OCBOOOXTaBaHETO HA ChOTBETHATA MAPTH/IA. (b(b.

%

b. YCJOBUs NN OT'PAHUYEHUA 3A TJOCTABKA " Yl'[@ EBA

JlexkapCTBEHUSAT MPOYKT CE OTITyCKA 110 OTPaHUYCHO JIEKAPCKO npﬁca}me (Bx. [Mpunoxenwue I:
Kpartka xapakTepucTika Ha IpoAyKTa, ToUKa 4.2). Q

)
B. JPYI'U YCJIOBUSA U N3BUCKBAHUSA HA PAQ@JJEHI/IETO 3A YIIOTPEBA

O

o [epuoanyHu aKTyaTU3UPAHU TOKJIATH 32 @mcmﬂ

NN

W3uckBanusITa 3a Io1aBaHe Ha NIEPUOIUYHY & @nmnpaHH JOKJIaIH 32 0€30MacHOCT 3a TO3H
JIEKAPCTBEH MIPOJYKT Ca [IOCOYEHHU B CIIUCH edpepentHute gatu Ha EBponeiickus cpro3 (EURD
CIIUCBHK), IpeaBueH B wi. 1078, an. 7 og%?a extuBa 2001/83/EQO, 1 BbB BCUYKH CJIEABAIIT
aKTyaJIM3aliH, TyOJINKyBaHH Ha eBp8 Kusl yeOIopTai 3a JIeKapcTBa.

r. YCJIOBUsA WIH OI'P EHUA 3A BE3OIIACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEH POOAYKT

O

. Ilnan 3a ynpan@le Ha pucka (ITYP)

[IPY TpsibBa na I/I@?H_IBa W3UCKBAHUTE JEHHOCTU U ACUCTBUS, CBBP3aHU C MPOCIEAIBAHE HA
HeKapCTBeHaT@OHaCHOCT, nocoueHu B ogoopenus IIYP, npencrasen B Monyn 1.8.2 Ha
pa3pemeH%€b 3a ymotpeba, KaKTo ¥ MPY BCHYKH CJIEABAIIM ChIIACYBAaHU aKTyanm3aruu Ha [TYP.

AKTy; upan [1YP tpsbBa na ce nonasa:
10 MCKaHe Ha EBpornelickara areHuus 1o JeKapcTBaTa;

e BHHArW, KOraTo ce M3MEHs CUCTEMaTa 3a YIpaBJICHUE Ha PHCKa, OCOOCHO B pe3yiTaT Ha
MoJly4aBaHe Ha HOBa MH(OpMalus, KOSATO MOXe Aa AOBEAE A0 3HAYMMHU IPOMEHH B
CHOTHOILICHHETO TIOJI3a/PUCK, WK CIIe]T JIOCTUTAaHEe Ha BayKeH eTarl (BB Bpbh3Ka ¢
npociieisBaHe Ha JIEKapCTBeHaTa 0€30MacCHOCT WIIM CBEXK/IaHE HA PUCKA IO MUHUMYM).
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JAHHHU, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OIIAKOBKA

{KaproHeHa kyTus}

‘ 1. NME HA JJEKAPCTBEHUA ITPOAYKT

Taxespira 20 mg/1 ml KOHIIEHTpAT 3a HH(Y3HOHEH Pa3TBOP
JOIeTaKCe

2 O
2. OBSBSIBAHE HA AKTUBHOTO(MTE) BEIHIECTBO(A) A -
\ ¥/
Bceeku 1 ml ot koH1eHTpaTa chabpka 20 mg gonerakcen (KaTo TPUXUAPAT). &Q

3. CIHCHK HA MOMOIIHUTE BEIECTBA o

[TomonrHu BemectBa: mosmcopoOar 80, eraHon O€3BOJICH, TMMOHEHA Knce@k MOHOXUapat. Bk
JUCTOBKATA 3a JOMBIHUTEIIHA HH(DOPMAIIHS. &Q

o\

| 4. JIEKAPCTBEHA ®OPMA M KOJIMYECTBO B EAHA OMAKOBKA

\
KOHI_IGHTpaT 3a I/IH(l)y3I/IOHCH PasTBOp OQ
NS
&
N

Vo N

1 dmakon

| 5.  HAYMH HA IPIWJIOKEHUE UAFHT(MILIA) HA BbBEKIAHE

MHTpaBEHO3HO NPUITIOKEHUE ’3 )

I'otoe 3a mo0aBsHE KbM HH@)@HHI/I}I pa3TBop.

[Ipenun ynotpeba npoq@e JIMCTOBKATa.

o

6. CIIELT AMHO NPEAYNIPEXKXIEHUE, YE JIEKAPCTBEHUSAT NPOAYKT TPABBA
JA XPAHSBA HA MACTO JAJIEYE OT INOIVIEJA U TOCEI'A HA JELIA

Ha c@&paHﬂBa Ha MSCTO, HEJIOCTBITHO 3a Jela.

‘ 7. JAPYI'U CHEHUAJIHM ITPEAYIIPEXXKIEHUA, AKO E HEOBXOJUMO

HuroTokcuuen

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

T'onen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

a ce cexpanssa mox 25°C.
Jla ce cpxpaHsiBa B OpUTHHAIHATA OMAKOBKA, 32 Ja Ce MPE/Ia3H OT CBETIHHA.

10. CHEINUAJIHU ITPEAIIASHU MEPKH ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

®drakoHU 3a eTHOKpaTHA ynotpeoa.

°

11. UME U AJIPEC HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YHOTP]}‘@'}Q

o
Hospira UK Limited Q
Hurley, %

SL6 6RJ, o0
BebukoOpuTanus ¢®

Qy
12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA \Qv

EU/1/15/1017/001 20 mg/1 ml ¢aakon x 1 dnakoH (b(bQ

Q

P
13. ITAPTUJIEH HOMEP A\?}}

[TapTupa: ®Q¢\2\
2

| 14. HAYMH HA OTIIYCKAHE X"

\ O

A

L\

N

| 15.  YKA3AHUSI 3A YAQTPEBA

(@)

&

| 16.  MHO®OPMALMS HA BPAIJIOBA A3BYKA

N

IIpuero e ocﬁne Jla He ce BKJIFoUM nH(opMalys Ha bpaitioBa a30yka.
Q@
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JAHHU, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OITIAKOBKA

{KaproHeHa kyTus}

‘ 1. NME HA JJEKAPCTBEHUA ITPOAYKT

Taxespira 80 mg/4 ml KOHIIEHTpAT 3a HH(PY3HUOHEH Pa3TBOP
JOIeTaKCe

2 O
2. OBSBSIBAHE HA AKTUBHOTO(MTE) BEIIECTBO(A) A -
\ ¥/
Bceeku 1 ml ot koH1eHTpaTa chabpka 20 mg gonerakcen (KaTo TPUXUAPAT). &Q

3. CIHCHK HA MOMOIIHUTE BEIECTBA o

[TomonrHu BemecTBa: mosmcopoOar 80, eTraHon O€3BOJICH, TMMOHEHA Knce@k MoHOXuApat. Bux
JUCTOBKATA 3a JOMBIHUTEIIHA HH(DOPMAIIHS. &Q

o\

| 4. JIEKAPCTBEHA ®OPMA M KOJIMYECTBO B EAHA ONMAKOBKA

\
KOHI_IGHTpaT 3a I/IH(l)y3I/IOHCH PasTBOp OQ
NS
&
N

Vo N

1 dmakon

| 5.  HAYMH HA IPIWJIOKEHUE UAFHT(MILIA) HA BbBEKIAHE

MHTpaBEHO3HO NPUITIOKEHUE ’3 )

I'oroB 3a mo0aBsHE KbM HH@)@HHI/I}I pa3TBoOp.

[Ipenun ynotpeba npoq@e JIMCTOBKATa.

o

6. CIIELTL AMHO NPEAYNIPEXKXIEHUE, YE JIEKAPCTBEHUSAT NPOAYKT TPABBA
JA XPAHSBA HA MACTO JAJIEYE OT INOIVIEJA U TOCEI'A HA JELIA

Ha c@&paHﬂBa Ha MSCTO, HEJIOCTBITHO 3a Jela.

‘ 7. JAPYI'U CHEHUAJIHM ITPEAYIIPEXXKIEHUA, AKO E HEOBXOJUMO

HuroTokcuuen

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

T'onen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

a ce cexpanssa mox 25°C.
Jla ce cpxpaHsiBa B OpUTHHAIHATA OMAKOBKA, 32 Ja Ce MPE/Ia3H OT CBETIHHA.

10. CHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

®drakoHU 3a eTHOKpaTHA ynotpeoa.

°

11. UME U AJIPEC HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YHOTP]}‘@*}Q

o

Hospira UK Limited Q

Hurley, %

SL6 6RJ, o0

BeOukoOpuTanus \2‘¢®

%
12. HOMEP(A) HA PAPELIEHUETO 3A YIIOTPEBAQD)”
N
EU/1/15/1017/002 80 mg/4 ml draxon x 1 dbrakon Q’b
20
13. TAPTHJEH HOMEP R
ITaptuna: Q)(O'Q
\2@
| 14.  HAYMH HA OTIYCKAH®
\g\
N
[15. YKA3AHUSI 3A ©IFOTPEBA
&N
> _
| 16.  MHOORMALUSI HA BPAIJIOBA A3BYKA
¥V

Ipueto ¢ QQBaHHe Jla He ce BKIo4H nH(popmanus Ha bpaitiosa a30yka.

N
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JAHHHU, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OIIAKOBKA

{KaproHeHa kyTus}

‘ 1. NME HA JJEKAPCTBEHUA ITPOAYKT

Taxespira 120 mg/6 ml koHIICHTpAT 32 HH(Y3UOHEH Pa3TBOP
JOIIeTaKCe

2 O
2. OBSBSIBAHE HA AKTUBHOTO(MTE) BEIHIECTBO(A) A -
\ ¥/
Bceeku 1 ml ot koH1eHTpaTa chabpka 20 mg gonerakcen (KaTo TPUXUAPAT). &Q

3. CIHUCHK HA MOMOIIHWUTE BEIECTBA o

[TomonrHu BemecTBa: mosmcopoOar 80, eTraHon O€3BOJICH, TMMOHEHA Knce@k MoHOXuApat. Bux
JUCTOBKATA 3a JOMBIHUTEIIHA HH(DOPMAIIHS. &Q

o\

| 4. JIEKAPCTBEHA ®OPMA M KOJIMYECTBO B EAHA OMAKOBKA

\
KOHI_IGHTpaT 3a I/IH(l)y3I/IOHCH PasTBOp OQ
NS
&
N

Vo N

1 dmakon

| 5.  HAYMH HA IPWJIOKEHUE UAFHT(MIIA) HA BbBEKIAHE

MHTpaBEHO3HO NPUITIOKEHUE ’3 )

I'oroB 3a mo0aBsHE KbM HH@)@HHI/I}I pa3TBoOp.

[Ipenun ynotpeba npoq@e JIMCTOBKATa.

o

6. CIIELT AMHO NPEAYNIPEXKXIEHUE, YE JIEKAPCTBEHUSAT NPOAYKT TPABBA
JA XPAHSBA HA MACTO JAJIEYE OT INOIVIEJA U TOCEI'A HA JEITA

Ha c@&paHﬂBa Ha MSCTO, HEJIOCTBITHO 3a Jela.

‘ 7. JAPYI'U CHEHUAJIHM ITPEAYIIPEXXKIEHUA, AKO E HEOBXOJUMO

HuroTokcuuen

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

T'onen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

a ce cexpanssa mox 25°C.
Jla ce cpXpaHsiBa B OpUTHHAIHATA OMAKOBKA, 32 Ja CE MPE/IIa3H OT CBETIHHA.

10. CHEINUAJIHU ITPEAIIASHU MEPKH ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

®drakoHU 3a eTHOKpaTHA ynotpeoa.

°

11. HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YHOTP]}‘@'}Q

o
Hospira UK Limited Q
Hurley, %

SL6 6RJ, o0
BebukoOpuTanus ¢®

Qy
12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA \Qv

EU/1/15/1017/003 120 mg/6 ml ¢makoH x 1 ¢puakon (b(bQ

Q

P
13. ITAPTUJIEH HOMEP A\?}}

[TapTupa: ®Q¢\2\
2

| 14. HAYMH HA OTIIYCKAHE X"

\ O

A

L\

N

| 15. YKA3AHUSI 3A YAQTPEBA

(@)

&

| 16.  MHO®OPMALMS HA BPAIJIOBA A3BYKA

N

IIpuero e ocﬁne Jla He ce BKJIFOYM nH(opMalws Ha bpaitioBa a30yka.
Q@
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MUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EJJMHUYHU
II'bPBNYHH OITAKOBKH

{ETuker Ha duiakoHa}

‘ 1. HUME HA JIEKAPCTBEHMUS ITPOAYKT U IIBT(MIIA) HA BBBEXKJIAHE

Taxespira 20 mg/1 ml KoHIIEHTpAT 32 UH(PY3HUOHEH Pa3TBOP
JoLeTaKcem

Lv. ©®

%)
2. HAYMH HA IPWJIOKEHUE AN
Q\J
| 3. JIATA HA U3TUHYAHE HA CPOKA HA TOJTHOCT o
%]
T'onen mo: %%
%)
\V
4. MMAPTHIEH HOMEP &
o)
[TapTupa: Q(b
O
| 5. CbJIbPKAHUE KATO MACA, OBEMWIIN EJMHULIN
Q‘
20 mg/1 ml Q)(b'
%)
(20 mg/ml) ‘2\
&O
o

| 6. TIPYTO O<$\
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MUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EJJMHUYHU
II'bPBNYHH OITAKOBKH

{ETuker Ha duiakoHa}

‘ 1. HUME HA JIEKAPCTBEHMUS ITPOAYKT U IIBT(MIIA) HA BBBEKJIAHE

Taxespira 80 mg/4 ml KoHIIEHTpAT 32 UH(PY3HUOHEH Pa3TBOP
JoLeTaKcem

Lv. ©®

%)
2. HAYMH HA IPWJIOKEHUE AN
Q\J
| 3. JIATA HA U3TUHYAHE HA CPOKA HA TOJTHOCT o
%]
T'onen mo: %%
%)
\V
4. MMAPTHIEH HOMEP &0
o)
[TapTupa: Q(b
O
| 5. CbJIbPKAHUE KATO MACA, OBEMWIIN EJMHULIN
Q‘
80 mg/4 ml Q)’b
%)
(20 mg/ml) ‘2\
&O
o

| 6. TIPYTO O<$\
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MUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EJJMHUYHU
II'bPBNYHH OITAKOBKH

{ETuker Ha duiakoHa}

‘ 1. HUME HA JIEKAPCTBEHMUS ITPOAYKT U IIBT(MIIA) HA BBBEKJIAHE

Taxespira 120 mg/6 ml koHIIeHTpaT 32 HH(Y3UOHEH Pa3TBOP
JoLeTaKcem

Lv. ©®

%)
2. HAYMH HA IPWJIOKEHUE AN
Q\J
| 3. JIATA HA U3TUHYAHE HA CPOKA HA TOJTHOCT o
%]
T'onen mo: %%
%)
\V
4. MMAPTHIEH HOMEP &0
o)
[TapTupa: Q(b
O
| 5. CbJIbPKAHUE KATO MACA, OBEMWIIN EJMHULIN
Q‘
120 mg/6 ml Q)’b
%)
(20 mg/ml) ‘2\
&O
o

| 6. TIPYTO O<$\
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JlucroBKa: l/IH(l)OpMaIll/Iﬁ 34 ManueHTa

Taxespira 20 mg/1 ml koHLeHTPAT 32 HH(PY3HOHEH Pa3TBOP

Taxespira 80 mg/4 ml koHLeHTPAT 32 HH(Y3HOHEH Pa3TBOP

Taxespira 120 mg/6 ml koHueHTpAT 32 HH(Y3HOHEH Pa3TBOP
Houerakcen (docetaxel)

IIpoyeTreTe BHUMATETHO SLJIATA JIUCTOBKA, PEIH /Ia 3aM0YHETE /Ia M3M0JI3BaTe TOBa

JIEKApPCTBO, Thil KATO TSl ChIbP:Ka Ba:xkHa 3a Bac nndopmanus.

- 3amaseTe Ta3u JUCTOBKA. MOKe 1a Ce HAJIOKH J1a S IPOYETETE OTHORO.

- AKO UMaTe HIKAKBHU JOMBIHUTCIHNA BBIIPOCH, MONUTalTe Barus nekap, OonHuueH GapmareBT
WM MEJUIINHCKA CECTpa.

- AKO MONMy4YnTe HIKAKBU HEKETAHHU JICKApPCTBCHU PEakiiy, yBeaoMere Barus nekap, 60

(hapManeBT WM MEJULIMHCKA cecTpa. ToBa BKIIOYBA U BCHUKH Bb3MOXKHHU HEXEIaHU P u,
HEOIIMCaHH B Ta3M JMCTOBKA. Bikte TouKa 4. A

KakBo cbabp:ka Ta3u JIHCTOBKA $

1. KakBo npencrasinsia Taxespira v 3a KaKBO C€ H3II0JI3Ba (b(b

2. Kakso Tps0Ba na 3Haere, npeau aa usnonssate Taxespira %)

3. Kak na uznonzeare Taxespira 2.%

4. BB3M0XHU HEXKETaHU pEeaKLUU @

5. Kak na cpxpansiBate Taxespira

6. CpabppKkaHre Ha ONIAKOBKAaTa U JOIBJIHUTEIHA I/IH(i)OpMaLI@

1. Kakso npencraBisia Taxespira u 3a KakBo 6&10”%3

Nmeto Ha TOBa nekapcTBo € Taxespira. O0monpu My uMe e pouerakcen. Jlonerakcen e

BEIIECTBO, U3BJIMYAHO OT UIIIMYKUTE Ha TUCOBOAABPBO. JloieTakces NpruHaUIeXH KbM IpynaTa Ha
[IPOTUBOTYMOPHUTE JIEKApCTBA, HAPEUEHH Tal@ .

Taxespira e npeanucan ot Barmns nexap’sd JieueHHe Ha pak Ha I'bpJara, 0coOeHu (HopMHU Ha pak Ha
Oenus npob (HeapeOHOKIeThYeH pak(a Oenus apo0), pak Ha MPOCTaTaTa, pak Ha CTOMaxa Wi PaK Ha
rJ1aBaTa v IusTa;

. 3a JIe4YeHUEeTO Ha Harpe pax Ha repaara, Taxespira Moxke Aa Obae npuiIaran
CaMOCTOSITEITHO WIIN WHALUS C JOKCOPYOHIIMH WM TPACTy3yMal, UK KareuTaOuH.

o 3a jie4YeHNEeTO Ha pak Ha T'BpJaTa ChC WK 0e3 3acsArane Ha TUMQHY Bb3H, Taxespira
MOXe J1a Opne 1o raH B KOMOMHANNSA C TOKCOPYOUTINH U ITUKI0(ochamu.

o 3a neueHue pax Ha 6enmust 1po0, Taxespira Moxe na Obe MpHUIaraH CaMOCTOSATEHO FITH B
KOMOUH C LIUCIUTATUH.

. 3a ne &eTo Ha paK Ha mpocraraTa, Taxespira ce npuiara B KOMOUHAIMS C TPEIHU30H WIIN
np 30JI0H.

o YCHHUETO Ha METACTATHUCH CTOMAIIICH pak, Taxespira ce mpuiiara B KOMOHHAIIHS C

Gicinarus n 5-¢uyopoypanun.
o 3a JIeYeHUETO Ha PaK Ha TliaBara M musra, Taxespira ce mpuiiara B KOMOWHAIMS C UCTUIATHH U

5-¢dyopoypanmi.

2. Kakso TpsdBa 1a 3HaeTte, npeau Aa usnoasspate Taxespira
He TpsioBa na Bu ce npunara Taxespira

o aKo CTe aJepPrUYHH (CBPBXIYBCTBUTEIIHH) KbM JIOLETAKCEI HIM KbM HAKOSI OT OCTAHAJIHTE
ChCTaBKH Ha Taxespira.

o OposT Ha OenuTe KPBBHU KJIETKH € MHOTO HUCHK.
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. “MaTe TEXKO YepHOIPOOHO 3200 IsIBaHe.
[pexynpe:xaeHns u npeanasHu MepKu

IIpenu Besiko neyenue ¢ Taxespira, me Bu ce HanpaBu KPBBEH TECT, 3a Ja C€ YCTAaHOBHU Jalld IMATe
JIOCTaThYHO KOJIMYECTBO KPHBHH KIETKH M 33I0BOJIUTEITHA YEPHOAPOOHA PYHKIINS, 32 1a TIOTyIUTE
Taxespira. B ciydaii, e umMate HapyIieHHe Ha OeTUTe KPbBHH KIIETKH, MOXKE J1a pa3BUETE CBBP3aHHU C
TOBA IMOBUIIICHA TEMIIEPaTypa WK WHPEKIUY.

YBenomere Bamust nekap, 60HUYCH dapManeBT WM MEJIUIUHCKA CECTPa, aKO UMAaTe MPOOIEMHU ChC
3peHueTo. B ciyuait Ha mpoOieMu che 3peHHeT0, 0COOCHO 3aMBIIICHO 3peHue, Tpsi0Ba He3a0aBHO J1a

Bu ce HanpaBu niperyies; Ha OUUTE U 3PEHUETO. >
AKO MMaTe MPOSsIBM HA OCTPH WJIM BJIOILIABAILY c€ IpodieMu ¢ Oenute qpoOoBse (MOBHUILICHA Q:
TeMIeparypa, 3ayx WIin Kalluliia), MoJisi yBeoMere HesabaBHO Bamus nexap, 60nHqun®MaueBT
WM MEJTUIIMHCKA cecTpa. Bammsar nexap Moxe fa cnpe edeHrero Bu He3abaBHO.

IIle ObIeTEe MOCHBETBAHM Ja MIpUeMaTe NpeMeIUKalts, ChCTOSIIA CE OT Iepopat %TI/IKOCTepOHL{,
KaTo HampuMep JIeKCaMeTa30H, eMH JICH Mpeu MPUIoXKeHneTo Ha Taxespira u % WM JIBa THU
CJIeJl TOBa, C OTJIe/l HaMaJIABaHe Ha HAKOU HEeXKETaHU PEeaKIMH, KOUTO MOTaT fd)Bb3HUKHAT CIIE]]
uH}y3usnTa Ha Taxespira, 0COOEHO aNepruuHy PEaKUrH U 3aAPHKKA HA T cTH (moyBaHe Ha
pblieTe, CThIaNaTa, KpakaTa WK yBEIHYaBaHE Ha TETJIOTO). %)

[lo Bpeme Ha neyeHueTo Moxe 1a Bu ce nagat npyru HCKapCTBa&OI[L[’pr(aHG Ha HOpMaJieH Opoii
KPBBHH KIIETKH. Ny

Taxespira cpabpxa ankoxon. O6cpaere ¢ Bamms HeKapdf&TpanaTe OT aJTKOXOJIHA 3aBUCHMOCT WIIN
4yepHOAPOOHO yBpexkaaHe. Bukre cpiio no-gomry TO‘I%, axespira cpAbpKa €TaHOJ (aJIKOXO0MI)*

Jpyru nexapcrBa u Taxespira &
Undopmupaiite Bamms nexkap uinu 6OHHF#(1)apMaLIeBT, aKo TMpUeMaTe WIM HaCKOpO CTE MpUueMan
JIPYTH JIEKApCTBA, BKIFOYUTEIHO U TaKI/QOTHyCKaHI/I 0e3 nexapcko npeanucanue. Topa e Taxa,

3aroTo Taxespira il JPyroTo JiekaQQorBo MOXe Jia He IeHCTBA Taka, KAKTO Ce 0YaKBa U MOXE Jia Ma
HO-TOJIsSIMa BEPOSITHOCT J1a TIONYYH ¢ HEeXKellaHa PeaKIIysL.

BpemenHocT, KbpMeHe U @J‘II/IT(}T
ITocwBeTBalite ce ¢ Ba QneKap npenau ynorpebara Ha KOETO U i € JeKapCTBo.

Taxespira HE@& Jia c€ nmpujiara, ako CTe 6pCMCHHa, OCBC€H aKO HE€ € U3PpUYHO HAa3HAYECH OT Bamus
JICKap. 0

He tp ﬁ: 3a0peMeHsBaTe 10 BpeMe Ha JICUCHUETO C TOBA JISKAPCTBO U TPSOBA J1a H3M0JI3BATE

e €H METO/] 32 KOHTpAIICIIIUS 110 BpeMe Ha JICYEHHETO, Thil Karo Taxespira Moxe 1a yBpeau
Banéro 6e0e. AKko 10 BpeMe Ha JICUCHHUETO HACThIIM OPEMEHHOCT, TpsOBa 1a nH(opMUparTe
He3abaBHO Barus nekap.

He tpsi6Ba na xbpmuTE, TOKATO ce JieKyBaTe ¢ Taxespira.

AKoO cTe MBX, ITOJUIOXKEH Ha JieueHne ¢ Taxespira, ce IpernopbyBa Jia He Ch3/aBare Jiela 1o BpeMe Ha
U 710 6 Mecela cie/l JICYeHHETO, KAKTO U J1a IOThPCUTE ChBET OTHOCHO KOHCEPBHPAHETO Ha CIiepMa
NP/ JICYCHNUETO, Thii KaTO JIOIETAKCeN MOXKE JIa HAPYIIN MBXKHUS QepTUIIHTET.

lodupane u padora ¢ MalIUHU

Hsima nmpoyuBanust 3a eekTuTe BHPXY CIIOCOOHOCTTA 32 Iodupane U paboTa ¢ MaIIuHH.
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Taxespira cbabp:ka eTaHOJ (AJTKOXO0JI)

Toga nexapctBo chabpika 50 00. % eranon (ankoxon), T.e. 10 0,395 g (0,5 ml) Ha ml, ekBUBaJIEHTHI
Ha 10 ml 6upa unu 4 ml BuHo 3a daakon 1 ml, 40 ml 6upa wau 17 ml BunO 3a ¢utakos 4 ml wim 60 ml
oupa win 25 ml BuHO 3a (1akon 6 ml.

BpenHo 3a cTpamaimuTe oT aTKOXOIUIbM.

TpH6Ba Ja ¢ nuMa npeasua npu 6peMeHHI/I HJIM KbPMCIIU KCHU, ACAa U BUCOKOPUCKOBHU I'pyIid, KaTO
MaInucHTH C qepHoz[po6Ho 3a00J1BaHE WU CITUJICIICHS.

KonnyecTBoTO ankoxoi1 B TO3M JEKapCTBEH NPOAYKT MOXKE A3 NPOMEHH e(heKTUTE Ha APYTH brb'
JIEKapPCTBEHU IPOAYKTH.

KonngecTBOTO aKoX0JI B TO3U JICKAPCTBEH MPOAYKT MOXKE J1a HAPYIITH CIIOCOOHOCTTA @mmme
Ja mogupaT Wik padoTIT ¢ MALIUHU.

3. Kak na nznossBarte Taxespira

Taxespira e Bu 0b/ie IpUioxkeH OT MEIUIIMHCKH CIIEIHATUCT.

Oo0unuaiina g03a
o

Jlo3ara 11e 3aBHCH OT TETJIOTO U OT O6IHOT0 Bu C’LCTOHHI/IG&L\HHT JIeKap IIe U34UCIU TeyecHata Bu
MOBBPXHOCT B KBaJIpAaTHH METPHU (m ) 1 1ie onpeenu n@ , KOSITO TpsIOBA J1a MoJTyJaBare.

Hauun Ha npujaaralie 1 NIbT HA BbBE/KIAHE &

Taxespira me Bu 0b11e npunoxex upe3 uHd (@9 B HSKOS OT BEHUTE (MHTPABEHO3HO MPUIIOKCHHUEC).
HNudy3usara Tpae mpuOIU3UTEITHO SIUH q@ €3 KOWTO IIIe CTe B OOTHHUIIATA.

X

YecToTa HA NPUIIOKEHHE O

A

OOuKHOBEHO TpsiOBa 11a IOy %?e uH(}Y3UATa CH BEAHBXK Ha BCEKU 3 CEAMMIIH.

Bamusat nekap moxke 1a Q/ICHI/I J103aTa ¥ 4eCTOTaTa Ha MpUJIaraHe B 3aBUCUMOCT OoT Bamure
KPBBHH TECTOBE, OO QTO}IHI/IC u otroBopa Bu kbM Taxespira. Mo, unpopmupaiite Baius
JeKap, 0coOeHO B ail Ha quapwus, agTy B ycraTa, 4YyBCTBO Ha CKOBAHOCT MIIM M3TPHIIBAHE,
MOBUIIIEHA TEM ypa u My/i naiite pesynrature ot Bamure kpbBHE n3cneaanus. [1logqooHa
uHpOpMaIu y/# 103BOJIH Ja PeIliy AaJId Ce Hajlara HaMaJisBaHe Ha J103aTa. AKO MMaTe HIKAKBH
JOITBJIHUT BBIIPOCH, CBBP3aHU C yroTpedaTa Ha TOBA JIEKapCTBO, MOJIS MONUTaiTe Bamms nexap
Wi 60I\L@q H (apMareBT.

4. Bb3MOKHHI HekeJTaHU peaKknuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXKCIIAaHU pE€aKIIuH, BBIIPEKU Y€ HC
BCCKH I' TIOJTy4aBa.

Bamust nekap e o0chau ToBa ¢ Bac u 1e By 00s5CHM MOTEHIIMATHUTE PUCKOBE U ITOJI3H OT
JICYCHHUETO.

Haii-uecto C’BO6H_IaBaHI/ITe HCXKCJIaHU PCAKIIUU Ha Taxespira MIPUIIOKCH CAMOCTOATCIIHO Ca:

HaMaJIeHHe Ha Oposi Ha YepBEHUTE KPbBHU KJIETKU WIIH OeTuTe KPhBHU KIETKH, ajonenns (Koconan),
rajieHe, IOBpbIIaHe, adTH B yCTaTa, TUAPHUs U YMOPSIEMOCT.
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TexxecTTa Ha HeXeNaHUTE peakiuy Ha Taxespira Moxe Ja ObJie yBenuueHa, korato Taxespira ce jaBa
B KOMOHUHAITUS ¢ APYTH XUMHOTEPATICBTUYHU CPE/ICTRA.

[To Bpeme Ha MHPY3UATA B OOJHUIATA MOXKE JIa CE TIOSBAT CIICTHUTE AJICPTHYHH PEaKIuK (MOXe aa
3acernar mosede ot 1 Ha 10 gymm):

o 3ayepBsBaHE, KOKHHU PEAKLUH, ChPOeK
CTsIraHe B I'bPIUTE, 3aTPYAHEHUS B AULIAHETO
MOBHUIIIEHA TEMIIEpaTypa WiH CTYACHU TPBIKU
Oonka B rppba

HHUCKO KPBBHO HaJISITaHE.

Morar aa ce mosiBaT MoO-TEXKH PEaKLUH.

CocrostHueTo Bu 111e 0b1e CTpOro Ha0JI0JaBaHO OT OOJTHMYHUS IIEPCOHAI 10 BpEME Ha Jieu 0
YBenoMere ru He3a0aBHO aKO MOJYUYHUTE HAKOS OT TE3U PEaKIIHH. &

Mexnay nady3unrte ¢ Taxespira MOTaT Jja Bb3HUKHAT CIICHUTE HEXENaH! PEaKInu @TOT&T& M
MOYe€ J]a Bapupa B 3aBUCHMOCT OT KOMOMHAIIMHTE OT JICKApCTBa, KOUTO Ce annar@

MHoro 4yectu (MoXxe J1a 3acerHat nosede oT 1 Ha 10 gymmn): @
o WHQEKIUY, HaMallsiBaHe Ha OpOosl Ha YepBEHUTE (aHEMHS) HITH 6en1§25 PBHBHU KJIETKU (BaXKHU B
0opbaTa ¢ MHPEKIMHUTE) U TPOMOOIIUTHUTE
HOBUIIICHA TEMIIEpaTypa: ako TOBA Ce€ CIIy4YH, BelHara ce 06 Ha Bamms nekap
QIEPTUYHU PEaKNH, KAKTO Ca OIMCAaHH MO-TOpe Q
3ary0a Ha aneTuT (AaHOPEKCHs) (b
Oe3cpHUE Q
YyBCTBO Ha CKOBAHOCT WJIM U3TPHIIBAHE O
00JIKa B CTABUTE WM MYCKYJIUTE Q\g\
raaBoOoIIHe ¢
IIpOMsiHA BbB BKyca (O,Q
BB3IAJIEHHE Ha OKOTO WITH yBEJINYeE JI3€HE OT OUYHTE
HOyBaHe MOPaH HAPYIICH JIUM TPEHAX
3aTPYAHEHO THIIaHEe
TEYCHHE OT HOCA; BL3nane\1ée Ha I'BPJIOTO W HOCA; KAIlLTHIA
KBbPBEHE OT HOCA
a(Tu B ycTHaTa KyX
CTOMAIITHO Pa3c TBO BKJIIOYBAIIIO T'aJICHE, TOBPBIIAHE U AUAPHS, 3aIIeK
KopeMHa 00K 1&
JI0IIIO xpaHQgﬁnaHe
Koconaxk@I0BeueTo Ciyuan HOPMATHOTO H3PACTBAHE HA KOCATA CE BE30OHOBSIBA)
3aye aHe W NOAyBaHE Ha JUIAHWTE Ha PBIETE WIN CThIIAaTa HA KpaKaTa, KOeTo MOXe J1a
p MKa JIFOIICHE Ha KojkaTa (TOBA MOYKE Ja Bb3HUKHE U MO PBIETE, 110 JUIETO HIH TSUIOTO)
MsiHa B [[BeTa Ha HOKTUTE, KOUTO CJIEJ] TOBAa MOTaT J1a IaJHaT
Q YCKYJTHHU OOJIKH; 0OJIKa B I'bpOa WM KOCTUTE
MIPOMSIHA WITK JIUIICA Ha MEHCTPYyaJieH epUO/]
MoJlyBaHe Ha JJIaHUTE Ha pbLIETe, CThIIaNaTa, KpakaTa
yMOpa; WU TPUNIONIOJ00HH CUMIITOMHU
MOKauBaHe WK 3ary0a Ha TerJio.

Yectu (Moxe na 3acersat no 1 Ha 10 gymm):

. KaHIKU103a Ha ycTaTa (MICYHHIIA)
° Jexuparanus

. 3aMaiiBaHe

o HapYIIIEH CIIyX

[ ]

IMMOHMKCHO KPBbBHOTO HAJIATAHE,; HECIIPABUJICH UJIU YCKOPEH CHPACUCH ITYJIC
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ChpAEYHA HEJOCTATHhYHOCT

e3o(aruT (Bh3MascHNe Ha XPaHOIIPOBOIA)

CyXOTa B ycTaTa

3aTPyAHEHO WU 0OJIE3HEHO MPErIbIIaHe

xemoparus (KpbBOU3JIHB)

MOBHIIIEHH Y€PHOAPOOHHU €H3UMH (OTTYK M HEOOXOJUMOCTTa OT PEIOBHU KPBBHHU TECTOBE).

Heuectu (Moxe na 3acersar 1o 1 #a 100 gymm):

. MPUTIATBIH

. Ha MSACTOTO HAa MHXKEKTUPAHEe, KOXKHH peakinu, (reOuT (Bb3MajleHHue Ha BEHATA) WK MTOTyBaHe

. Bh3MaJIcHHUE Ha Je0eI0TO YepBO, THhHKUTE YepBa; UpeBHA nepdoparus

. KPBBHHU ChCHPELIH. b(b

C Heu3BeCTHA 4YeCcTOTA: Z

. HMHTEpPCTHUIMAHA OenoapoOHa 0oJiecT (Bh3MajcHue Ha OenuTe ApoOoBe, KOSTO TP gsa
KaIlUTAIIA ¥ 3aTPYAHEHO anIiane. Br3manenue Ha Oerre 1poOOBE MOXKE /1a Ce € CBIIO U

KOTaTO JICYEHHETO C AOLETaKCeN Ce Mpuiara B KOMOMHAIHS C m,quepaanI)b

mHeBMOHUS (MHQEKIHs Ha 6euTe qpoOoBe)

6enmonpobHa hubpo3a (prOIM U YIUIBTHSIBaHE HA OeTTUTe IPOOOBE ChC @[yx)

3aMBIJICHO 3pEHUE TIOPAIN OTOK Ha PETUHATA B OKOTO (KHCTOUJICH JICH eIeM)
HaMaJIsBaHe Ha HATPUs B KPBBTA. 2)

Cho0maBaHe Ha HesKeJaHU peaKINu Q&

AKXO noTyunTe HIKAKBU HEXKEJIAHU JICKAPCTBCHU PEAKIINH, YB ere Bamms nexap, 6osnHI4YeH

(hapManeBT WM MeJULIMHCKA cecTpa. ToBa BKIIOYBA BCHY 3MOKHH HEOIIMCAHU B TA3U JINCTOBKA

HEXKeJIaH! peakyy. MoxeTe ChIIo Ja ChOOINTE HeXKEJAHMKPEaKIMU TUPEKTHO Ype3 HAllMOHATHATA

cucTema 3a choOIIaBaHe, mocoueHa B [Ipuinoxkenue V, 0 chOOII[aBaTe HEXKEIAHN PEAKIIMH, MOYKETE
Jia TaieTe CBOS MPUHOC 3a MOJyYaBaHe Ha MOBEYe pMarys OTHOCHO 0€30MacHOCTTa Ha TOBA

JIEKapCTBO.
ngQ
<

5.  Kak a cbxpaHsiBate Taxespiraz\

Jla ce cpxpaHsBa Ha MSCTO, Heno\éumo 3a jiena.

He usnonssaiiTe ToBa geKa CcJIe]l CpOKa Ha FOJHOCT, OTOE/IsI3aH BbPXY KapTOHEHATa OMaKOBKA U
eTHKeTa Ha (JIaKoHa cneQ oneH 10:“. CpOKBT Ha TOJAHOCT OTTOBAps Ha MOCICAHUS JICH OT
ITOCOYECHUS MECEII.

[a ce cexpansB 25°C.
Hace cmqéﬂaa B OpUTHHAJIHATA OTAKOBKA, 3 JIa C€ MPUJIA3H OT CBETIHHA.

U3 aiite prakoHa BeqHAra Cliell OTBapSHETO My. AKO HE Ce U3I0JI3Ba BeIHAra, BpeMETO U
yChOBHUATA HA ChXPAHEHHUE Ca OTTOBOPHOCT HA OTPEOUTES.

OT MHKpPOOHOJIOTMYHA IJIeJIHA TOUKa, Pa3TBaPAHETO/pa3perkaAaHeTo TPsIOBa Ja ce U3BbPIIBA B
KOHTPOJIMPAHH U aCETITUYHU YCIOBHS.

Jla ce uzmon3Ba BeiHAra Cliiefl Kato JISKapCTBOTO ce 100aBH B MHGY3MOHHUS caK. AKO HE ce U3I0JI3Ba
BeJ[HAara, BpEMETO U YCJIOBUATA Ha ChXPAHEHUE Ca OTTOBOPHOCT HA MOTPEOUTENS U OOMKHOBEHO HE
TpsiOBa Jla HAIXBBPJIAT 6 Yaca, BKIUYHUTEIHO eIHOUacoBaTa HH(y3us, npu Temmeparypa mox 25°C.

Ou3nyHaTa ¥ XMMUYHA CTaOMITHOCT TIpH YIOTpeda Ha MH(Y3UOHHUSI Pa3TBOP, MPUTOTBEH KAKTO €

IPENopbYaHo, € JI0Ka3aHa B cakoBe, kouto He ca oT PVC 1o 48 gaca, korato ce cbXpaHsBa I1pU
temrepatypa ot 2°C no 8°C.
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Jornerakcen HHPY3UOHEH pa3TBOP € MPECUTEH, CIIEIOBATEIIHO MOXKE J]a KPUCTATH3HUPA C TCUCHUE Ha
BpEeMeTO. AKO ce TIOSIBAT KPUCTAaJIH, pa3TBOPHT HE TPsOBA Jla ce M3I0JI3Ba TIOBEYE U CIIe/Ba Ja e
U3XBBPIIH.

He u3xBbprstiite nexapcTBaTa B KaHAIU3AIMATA WIH B KOHTEHHEPA 3a JOMAITHH OTIIaIbIIH.
ITommuratiTe Bammus dhapMarieBT Kak J1a U3XBBPIISATE JIEKapCTBaTa, KOUTO BeUue He m3moi3BaTe. Te3u
MEpPKH 1I€ CIIOMOTHAT 3a OIa3BaHe Ha OKOJHATa Cpeaa.

6. Chabp:kaHue Ha OIAKOBKATA M JOITbJIHUTETHA HHpOpManus

Kakso cbabp:xa Taxespira (b

- AKTHBHOTO BEIIECTBO € JoreTakcen (kaTto Tpuxuaput). Beceku ml ot pa3rBopa cmmpm$ mg
JoTieTaKcen (KaTo TPUXUIPHUT). A

O
20 mg/1 ml *Q
Enun daakon ot 1 ml koHIIEHTpaT chabpka 20 mg qoLeTakcel. (b'
>

80 mg/4 ml @
Enun dnakon ot 4 ml koHIIEHTpaT chabpka 80 mg jqomerakcen. ‘2&
%)

120 mg/6 ml
Enun dnakon ot 6 ml koHIIEHTpaT chabpka 120 mg ﬂOHGTﬂKCGb@

- Hpyrute cbeTaBku ca monucopoar 80, eTaHon, 663B@I/I JIMMOHEHA KUCEIINHA MOHOXHUIPAT.
Kak m3rne:xna Taxespira m KakBo CbAbpIKa onaxo@@ra

Taxespira KOHIIEHTPAT 3a HHPY3UOHEH pa3TBop@e;[o XKBJAT 0 KasBO->KBJT Pa3TBOP B CTHKIICHU

¢nakoHw.
Q)’b

®nakonu, ceabpxamy 20 mg/1 ml, 80 @gﬁ ml 1 120 mg/6 ml ca HaTUYHU B OMIAKOBKH, ChIbPIKALIH
eavH (prakoH. C)

BB3MO0XHO € HE BCHIKA BI/I,ZIOB@E[KOBKI/I Jla ce mpejyiaraT Ha ma3apa.

O

Ipurexares Ha pa3p® HUETO 32 YIOTpPeda U MPON3BOIUTE

Hospira UK Lir&
A

Horizon,

Honey La O
Hurley, >

Mai ead,

SL§ 6RJ,
Benukobpuranus

3a AONBIHUTENTHA HHPOPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
NPEICTaBUTEN Ha MPUTEKATEIS HA Pa3pelIeHHeTo 3a yrnorpeda:

AT /DE BE /LX/NL
Hospira Deutschland GmbH Hospira Benelux BVBA
Tel: +49(0) 8943 77770 Tél/Tel: +32 3 231 90 09

BG/CZ/EE/EL/HR/HU/IE/LT/LV/ CY
MT/PL/RO/SI/SK/UK Pharmaceutical Trading Co Ltd
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Hospira UK Limited Tel: 24656165
Tel: + 44 (0) 1926 820820

DK /FI/IS/NO/SE ES
Hospira Nordic AB Hospira Productos Farmacéuticos y Hospitalarios
Tel: + 46 (0) 8 672 85 00 S.L.
Tel: + 34 914847100
FR IT
Hospira France Hospira Italia Srl
Tél: + 33 (0) 1 40 83 82 00 Tel: + 39 0812405912

PT 4
Hospira Portugal Lda Q@
A
O

Tel: + 351 214857434

JaTa Ha nocjeaHo npepasriexgade Ha gucropkata <{MM /I'TTT}> <{mec I'TT}>.

Ho;[p06Ha I/IH(i)OpMaLII/IH 3a TOBa JICKAPCTBO € MPEAOCTABCHA Ha ye6ca171T %Bponeﬁcxam ar¢HIus

1o JiekapcTBaTa http://www.ema.europa.eu &

Ta3u nucToBka e HajauyHa Ha Bcuuku e3uiu Ha EC/EUII Ha ye@na Ha EBponelickara areHuus 1o
JIEKapcTBaTa. (b

A9

\"4
ITocodenara mo-moiry HHpOPMAIUS € npe,uHa?,Haqe%\@Mo 338 MEIUIIMHCKH CIIEIIHATTHUCTH:

PBKOBOJICTBO 3A IIPUT'OTBAHE 3A(@)TPEBA HA TAXESPIRA KOHIIEHTPAT 3A
NH®Y3UOHEH PA3TBOP @Q)

Baoicro e 0a npouememe ysinomo Cb%j;g;anue Ha Moea pvKeoOCmeo npedu 0a NpUeOmMesHemo Ha
Taxespira unghysuonen pasmeop. A

IIpenopuku 3a Oe3omacHa pa&%
JoreTakcen e ampme@m CPEICTBO U KAaKTO U IPHU APYTH MOTSHIIMATHO TOKCHYHH BEIIECTBA

€ He0OX0ANMO MOBHUII HUMaHUe [IpH padoTa U IPUTOTBSHE Ha pa3TBopHTe. [IpenopbuBa ce
U3I0JI3BaHETO Ha PRBABULIN.

Axko Taxespira@meHTpaT win MH(QY3UOHEH Pa3TBOpP BiIe3€ B KOHTAKT C KOXKaTa, U3SMUKTE T'O
He3a0aBHO apaTesHo C BoJa U camyH. AKo Taxespira KOHIIGHTpAT BJIe3¢ B KOHTAKT C JINTaBUIIN,
WU3MUNT €3a0aBHO U cTapaTelHo C BOJA.

HG%@FOBKEI 3a HHTPABCHO3HO IMPUIOKCHHEC

Ipucomesane na un@y3uonnus pasmeop

HE u3nonssaiite Apyru, CbAbPKAIIN A0LETAKceN JJeKapCTBeHH MPOAYKTH, ChCOSIIIH ce OT 2
(¢aakoHa (KOHIEHTPAT U Pa3TBOPHUTEN) € TO3M JekapcTBeH NpoaykT (Taxespira 20 mg/1 ml
KOHIEHTPAT 3a HH(Y3HOHEH PAa3TBOP, KOWTO ChABP:Ka camo 1 guiakoH).

HE u3nonssaiite Apyru, CbAbPKAIIN A0LETAKceN JJeKapCTBeHH MPOAYKTH, ChCOSIIIH ce OT 2
(¢aaxkoHa (KOHIEHTPAT U Pa3TBOPHUTE) € TO3U JekapcTBeH NpoaykT (Taxespira 80 mg/4 ml
KOHIIEHTPAT 32 HH(Y3HOHEH Pa3TBOP, KOWTO chabp:xka caMo 1 guiakoHn).
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HE u3nonsBaiiTe Apyru, ChAbP:KaIU AoLeTaKceN JIeKapCTBEeHU MPOIYKTH, ChCOSIIIM ce OT 2
(¢raxkoHa (KOHIEHTPAT U Pa3TBOPHUTEN) € TO3H JekapcTBeH NpoaykT (Taxespira 120 mg/6 ml
KOHLIEHTPAT 32 HH(Y3HOHEH Pa3TBOP, KOWTO chAbp:xka caMo 1 guiakoHn).

Taxespira koHueHTpAT 3a HHPY3uoHeH pa3TBop HE n3uckBa npeaBapuTe/HO pa3peskiaHe ¢

Pa3TBOPHTEJI U € TOTOB /1a 0bjie 100aBeH KbM HH(Y3HOHHHUS Pa3TBOP.

o Bceku ¢uakon e 3a eqHokpaTHa ynorpeba u TpssOBa Jja ce M3IM0JI3Ba BEAHATA CIIE/ OTBapsHE.
AKO He ce U3M0J3Ba BeJHara, BpeMeTO U yCIIOBUATA HAa ChXpPaHEHHE ca OTTOBOPHOCT Ha
norpedurens. Moxe J1a € HeoOXo M noBede oT enuH (rakon Taxespira KOHIIEHTpAT 32
UH(Y3HOHEH pa3TBOP, 32 Jia MOJIyYd Hy)KHATa JIo3a 3a JaJieH nanueHT. Hanpumep, 3a no3a oH
140 mg noxerakcen ca Bu neobxoaumu 7 ml Taxespira 20 mg/1 ml koHIEeHTpaT 3a
MH(Y3UOHEH pa3TBOP.

o AcenTH4HO u3TerieTe HeoOX0UMOTO KOJIMYECTBO OT KOHIIEHTpAaTa 3a WHPY3MOHEH paw@
KaTo M3IO0JI3BaTe TpaayrpaHa CpuHIIOBKa ¢ uria 21G. %)

Konnentpanusita Ha nounerakces B Taxespira 20 mg/1 ml, 80 mg/4 ml n 120 mg/6 @HaKOHH e

20 mg/ml.

. Hmxextupaiite HeoOxoaumara f03a (B mg) 4pe3 eHa eJNHCTBEHA HHKEK (SﬂHO
BIpbCcKBaHe) B 250 ml nH(y3HOHEH cak, KoiTo He e oT PVC, chlrbpikal pa3TBOp Ha
IJII0K03a WM HaTpueB xyopun 9 mg/ml (0,9%) wiu ¢ 5% pa3tBop Ha K032 B CTHKJICHA
OyTuika. Ako ¢ Heo0X0uMa 03 rmo-rojsmMa oT 190 mg uudysu pas3TBOp Ha JOIETaKCeT
U3M0J3BaiTe MOo-rosiM 00eM HH(PY3HOHEH HOCUTEN Taka, 4Ye KOHOHTpaIHATa Jla He HaJBUIIaBa
0,74 mg/ml noueraxcen.

o CwMecere KaTo pa3kianare ¢ pble HHPY3HOHHUS CaK I/mm@nxa.

o OT MUKpOOHOJIOTYHA TJIEHA TOYKA, pa3TBapsSHETO /P, aHETO TPsAOBa Aa ce N3BBbPLIBA
NpY KOHTPOJIMPAHH U aCENTUYHU YCIOBUS U MH(DY3 WSIT Pa3TBOP TPsAOBA Ja ce U3I03Ba
BeiHara. AKO He ce M3I0JI3Ba BeJlHara, BpeMeTo iCycloBUATa HA CHXPAHEHHE Ca OTTOBOPHOCT
Ha TIOTpeOuTENSI.

Cren xato ce 1006aBu, KaKTO € Ipenopbyia (y3uOHHHMS CaK, pa3TBOPHT 32 UH(PY3HUs HA
JIOLIETaKCceN, aKo ce ChXpaHsBa moj 25° Qs TaOWJIeH B MPOABDKeHHE Ha 6 yaca. Pa3TBopbT
TpsOBa J1a ce M3MOJ3Ba B PAMKHUTE Haé) ca (BKIIFOUMTEITHO eTHoYacoBaTa HHQY3MsI Mpu
MHTPABEHO3HO NPUIIOKCHHE).

B nombnHenue, puznyHaTa 1 XI/IM%\JHa CTaOMIHOCT MpH ynotpeda Ha WH(Y3UOHHUS PAa3TBOP,
NPUTOTBEH KaKTO € MPEnopbudsd B cakoBe, KOUTO He ca oT PVC nnu OyTuiky, e Tokasana J1o
48 yaca, Koraro ce csxpar—;{'gg npu Temneparypa ot 2°C go 8°C u no 6 yaca, Korato ce
CHhXpaHsIBa IIPH TEMIIE a oz 25°C.

Houerakcen undys Pa3TBOp € MPECHUTEH, CIIEAOBATEIIHO MOXKE J1a KPUCTAIIM3Hpa C
TE4YEHHE Ha Bpe AKO ce MOSIBIT KPUCTaJIN, pa3TBOPBT HE TPsiOBa /1a ce U3I0JI3Ba [I0BEYE U
cieliBa 1ia ce BPIIH.

o Kakro nmpu Bgdky mapeHTepaHU MIPOAYKTH, HH(PY3UOHEH Pa3TBOp TpsOBa Ja ce MpOBEpH
anyanlj@peun ynoTpeba, KaTo pa3TBOPH ChIbPIKAIIN NPELUITUTAT TPsIOBA Aa Ce U3XBBPIIAT.

MaTepuald, KOUTO ca OFITM M3MOI3BaHH 3a pa3pekaaHe U IPUJIoKeHHe TpAOBa 1a ce
M3XBBPIST B ChOTBETCTBUE CHC CTAHIAPTHUTE Mpolieaypu. He n3xBopisiiiTe nekapcTaTta B
KaHanmu3anusaTa. Te3u MepKH I1e CIIOMOTHAT 32 Olla3BaHe Ha OKOJIHATA Cpefa
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