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1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Docetaxel Zentiva 20 mg/1 ml xonneHTpar 3a HHQY3HOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Bcexu ml ot koHnentpara cbappxka 20 mg nonerakcen (docetaxel) (kato Tpuxuapar).
Enun dmakon ot 1 ml konteHTpar chappxa 20 Mg moreTakces.

IToMOIIIHO BEIIECTBO C U3BECTHO JICHCTBUC:

Bceku ¢uakon kornenTpar cpabpika 0,5 ml eranon, 6e3soaen (395 mg). Q)(b'
%
3a IBJIHUS CIIMCHK HA MTOMOIIHUTE BEIIECTBA BIKTE TOUKA 6.1. &Q
<®
3. JEKAPCTBEHA ®OPMA (b.*
D>
KonmuenTpar 3a uady3noneH pa3rBop (CTepuieH KOHIEHTPAT) &
KOHIIEHTPATHT € GJIEH0KBIT 10 KahEHUKABOXKBIIT Pa3TBOP. &QQ\
Q@
4.  KJIUHUYHU JAHHUA ,b‘b

\
o
S

Pak Ha repaara ¢

4.1 TepaneBTUYHHU MOKA3ZAHUS

Docetaxel Zentiva B komOMHANMA C HOKcop@mH 1 1KodocdamMu € moKaszaH 3a aJIFOBaHTHO
JICUECHHE HA MAIUEHTKH C: %)
e  onepaOuIIeH pak Ha I'bpP a‘é}c 3acsiraHe Ha JIMM(HUTE BH3IIN
e  oIepaOWICH pak Ha I‘LKZ[ 0e3 3acsaraHe Ha JIUM(PHUTE BH3ITH

3a marMeHTKy ¢ orepadwre Ha TbpAaTa 0e3 3acsaraHe Ha TUMQHUTE BB3JIH, aJIOBaHTHATA
Tepanus TpsOBa aa ObJie WYCHA JI0 TAIIMCHTKH, TIOXO/ISIIH J1a TIOIyYaBaT XUMHUOTEpaITus,
ChITIAaCHO YCTAaHOBEHU JKIYHAPOJIHU KPUTEPUH 32 ITbPBUYHA Tepalusl Ha paHEH pakK Ha I'bpjaTa

(BX. Touka 5.1).
3

Docetaxel Zeu& B KOMOHMHALUS ¢ JOKCOPYOMLIMH € II0Ka3aH 3a JICUCHUE Ha NAllUEHTKH C JIOKAJTHO
HarpeIH MeTacTaTH4eH paK Ha I'bpJaTa, KOUTO IPEIH TOBA HE ca MOTyYaBaIH IIUTOTOKCHIHO
JIeYeHH 034 TIOBOJI.

D&(el Zentiva kaTo MOHOTEpanus € MOKa3aH 3a JICUCHHUEC Ha NMAlIUCHTKU C JIOKAJIHO HAIlpEeaHall
WA METACTaTUYCH paK Ha I'bpAaTa CJIE HEYCIIEX Ha IUTOTOKCUYIHA XUMUOTEPpAIIns. Hpe/:[xoz[HaTa
XUMHUOTEpAIInA Tp5{6Ba Ja € BKIIIOYBaJIa aHTPALUKINH W aJIKUJIMpall arcHT.

Docetaxel Zentiva B komOuHaIus ¢ TpacTy3ymad € MoKa3aH 3a JICUueHHe Ha MallMeHTKH ¢
METaCcTaTHYEH paK Ha IbpJaTa cbe cBphbxekcnpecus Ha HER2 u kouTo npenu ToBa He ca Ounu
JICKYBaHHU ¢ XUMHOTEpAIus 32 METaCTaATHYHO 3a00JIIBaHE.

Docetaxel Zentiva B komOnHaIMs ¢ KanenuTaONH € IMOKa3aH 34 JIEYEHUE Ha MALUEHTKH C JOKAJIHO
HaTnpeTHA WK METACTaTHYCH PaK Ha MbpJIaTa Ciie]] HeyCreX Ha MUTOTOKCUYHA XMMUOTEPAITHSL.
[Mpenxomuara Tepanus TpsOBa a € BKIOYBAIa aHTPALUKIIIH.



HenpebuoknerpueH 0enoapo0eH pak

Docetaxel Zentiva e mokasan 3a jieueHre Ha MAIMEHTH C JIOKATHO HAMPEIHAT WIIA METACTaTHUCH
HeIpeOHOKIIETHUCH OeNOAPOOCH pak ciieq HeYCIeX Ha MPEeIX0IHa XUMHUOTEPAITHSI.

Docetaxel Zentiva B komOMHaIMs ¢ MUCILIATHH € TTOKA3aH 3a JEUEHHe Ha MAllMeHTH ¢ HHOIIEPaOWIeH,
JIOKQJTHO HAIPETHA WIK METAaCTATUYCH HEIPEOHOKIEThYCH OEI0IpOOCH PaK MPH MAlUEHTH, KOUTO

HC Ca MoJIydyaBaJiu XUMHUOTEpaIrsd 1o nmoBoa ToBa 3a00JsBaHe.

Pak Ha mmpocrarara

Docetaxel Zentiva B koMOHMHAIMS ¢ IPETHU30H WK MIPEIHU30JIOH € TIOKA3aH 3a JIEYEHNE Ha T1a I/IWI/I
C METaCcTaTU4CH, PE3UCTEHTCH Ha KaCTpaIus paK Ha MpocTaTaTa. &

Docetaxel Zentiva B komGunauus ¢ anaporen-uzdeprsaina tepanus (androgen-deprivatiomherapy,
ADT), cbe niam 6e3 peJHU30H WK TPEIHU30II0H, € TIOKa3aH 3a JeUueHHe Ha MalueHT
MeTacTaTHYeH XOPMOHOUYYBCTBHUTEJICH PAaK Ha IpocTarara. *

CroMaliieH aJleHOKapIHOM %
Docetaxel Zentiva B koMOMHaIMS ¢ HUCIUTATHH U S-(QIyopoyparii e I H 3a JICUEHHE Ha
MAaIMEeHTH ¢ METACTaTHYCH CTOMAIIICH a/ICHOKaPIIMHOM, BKIFOUHUTEI CHOKapIIMHOM Ha

racrpoe3oareanrHaTa Bpb3Ka, KOUTO HE ca IMOJTy4aBalii Mpe;Iu TOBR,XMMHOTEPANHS 32 METACTATHIHO

3a00JIsIBaHeE.
’Z;b

Pak Ha rnaBaTa v mmsTa OQ
Docetaxel Zentiva B koMOHMHAIMS ¢ IUCIUIATHH U 5 OpOypanui € MoKa3aH 32 WHIYKITHOHHO
JieueHre Ha MAIMEHTH C JIOKAJTHO HAIPEHAN C HOKJICTHUYCH KaplIMHOM Ha TJIaBaTa W IIusTa.

4.2 Jlo3upoBKa U HAYMH HA npnnomeﬁ

Il Ta Ha JOLETAKCEI TPSIOB 'bll€ OrPaHHUYEHA [0 3aBEICHUS, CIIELHAIN3UPAHN B
VYuorpebara Ha goIeTaKkce OBa g\eoa €Ha 10 3aBeJE CHeuaIn3upa

MPUIaraHeTo Ha HUTOTOKCHYHA noTtepanus U TpsOBa a ce mpuiara camo IoJ KOHTPOJI Ha JieKap,
KBaJM(HULIUPAH B IPUIaraHeT POTHUBOpAaKOBA XUMHOTEparnus (BXk. ToUka 6.6).
Jlo3upoBka QO

3a pak Ha rppAATa, s@upe6H0KneTLqu 0enoIpoOCH pak, pak Ha CTOMaxa M PaK Ha TJiaBaTa | IIHsTa,
MOXe Jia ce Hsﬁa npeMeIuKaIsl ChCTOSIIA CE OT NepopalieH KOPTUKOCTEPOHJT, KATO
JeKcaMeTas Mg mHEeBHO (HaTp. 8§ MY ABa MBTH JHEBHO) B MPOABDKCHHE HA 3 THU, KaTo Ce
3arovyHe 1@ Mpe/Iv PUIIATaHEeTO Ha JOIETAKCEI, OCBEH aKo HAMa IMPOTHBOTIOKA3aHUS (BIXK.

TOYKa %@'
Ipy éstacTaTnyeH, pe3UCTCHTCH Ha KACTPALWsl PaK Ha IPOCTaTaTa, UMalKU IPEIBU/] ChIIBTCTBAIIOTO
n;%bmenne Ha MPETHU30H WM MPEIHU30JIOH, IPETOphUNTeNTHATA CXeMa Ha ITPEeMEIUKaIHs €
nepopaieH Jiekcameraszon 8 mg, 12 yaca, 3 gaca u 1 yac npeu nHpY3HATA HA JTOTIeTaKceN (BXK. TOYKA
4.4).

[Tpu MeTacTaTuveH, XOPMOHOYYBCTBUTEIICH PAK HA MPOCTATATA, HE3ABHCUMO OT ChIThCTBAIATA
ynorpeba Ha IpeAHN30H WM MPETHU30JI0H, MPENOPbUYNTENHATA CXeMa Ha IPeMEUKaIUs €
nepopaieH fexcamera3zon 8 mg, 12 yaca, 3 gaca u 1 gac npenu nHdy3usaTa Ha TOLETaKCeN (BXK. TOUKA
4.4).

3a HaMaJsBaHE HA PHCKA OT XEMATOJOrHYHA TOKCHYHOCT, MOKE Ja CE M3II0JI13Ba MPOPHIAKTHIHO
rpaHyJonuT-Kosonnoctumyupair gpakrop (G-CSF).

HOHGT&KCGH CC IMpujiara Kato €aHo4acoBa I/IH(I)Y?,I/IH Ha BCCKU TPpU CCAMMUIIHN.
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Pax na evpoama

[Ipu anroBaHTHO NIeueHNe Ha OrepaduiieH pak Ha I'bpAaTa ChC 3acArane Ha JUMGHHATE Bb3IHU U 03
3acsrane Ha TMMQHUTE Bb3IH, IPENOPHUYNTEIHATA 103a Ha JoLeTakcen € 75 mg/m? npunosxkeH 1 yac
caen goxkcopyoumun 50 mg/m? u muknodocdamua 500 mg/m? Ha Bcekn 3 ceaMUIM ¢
npoasmkuTenHocT 6 uKhiIa (TAC pesknm) (BxK. cbino Kopekiuu Ha 1o3aTa 1o BpeMe Ha JIeUeHue).
3a neveHre Ha MAIUeHTKH C JIOKAJTHO aBaHCHPAJ WIIM METACTaTHYEH pakK Ha I'bpJaTa,
IpenopbyUMTENHATA 103a Ha jouerakcen e 100 mg/m? kato moroTepanus. [lpu jeuenue ot mbpBa
JMHHESA, ToueTakcen 75 mg/m? ce npuiara B KOMOMHaIMS ¢ gokcopyourm (50 mg/m?).

B KoMOMHALUS ¢ TPACTy3yMal, IpenopbYnuTeIHaTa 103a Ha gouerakcen ¢ 100 mg/m? Ha Bcexu Tpu
CEeJIMUIIM, KaTO TPacTy3ymal ce mpuiiara exxeceIMUIHo. B Xxo/1a Ha OCHOBHOTO U3NHUTBAaHE, Q>
MbpBOHAYANTHATA HH(Y3HS Ha JIOIETAKCEIN € 3all04BaHa Ha CIie/IBAIIUs JICH cJie]l TbpBaTa J103a Q)
Tpacty3ymad. CieaBanure 034 A0IETaKCell ca MPUIaraHd He3a0aBHO ClIe] IPUKITFOYBAHE
nH(Y3UATa ¢ TPACcTy3yMal, ako IpeaXoIHaTa J103a TpacTy3ymald e Tosepupana noope. 3 Ta U
MPIIIOKEHUETO Ha TpacTy3yMal, BikTe KpaTkara XxapakTepucTHKa Ha MIPOAYKTa TPac a0.

B xomOuHanms ¢ kaneruTabuH, TpenopbunTeIHaATA 1032 Ha JoIeTakcen € 75 n‘l%@Z Ha BCEKU
3 cexMuIM 3a€HO ¢ KanenuTabuH B 103a 1 250 mg/m? npa nbTH qHEBHO (B Te Ha 30 MUHYTH

CJIeJl XpaHEeHe) B MPOIBIDKEHNE Ha 2 CEIMUIIH, TOCIEABAHU OT 1-ceamuue MOJ Ha MMOYMBKa. 3a
W3YHCIsIBaHE 103aTa Ha KanenuTabuH chbo0pa3Ho C TelecHaTa HOB’pr}% Y BikTe KpaTtkaTa
XapaKTepUCTUKa Ha TPOJYKTa KaleUuTa0HH. &

Heopebuoxnemuvuen benoopoben pak

[Ipu narueHTH, KOMTO HE ca MOJIaraHy 0 MOMEHTA Ha xmv@ epanus, IpernopbunuTe/iHaTa CXeMa Ha
npuiarase € goueTakcen 75 mg/m? nociensan He3a0aBHo ©d HUCIIATUH 75 MY/M? B IpoabIKEHHE
Ha 30-60 MunyTH. 3a JIeueHHE Ciie]] HEYCIeX Ha MpeaxQuHa XUMHOTEpaIis, OCHOBaBaIla ce Ha
IJIaTUHA, IPENOpbUMTENIHATA 103a € 75 Mg/m? kat HOTEpaIwsl.

Pax na npocmamama (D,Q
Memacmamuuen, pesucmenmen Ha KACH, 5 PaK Ha npocmamama
[IpenoppunTenHara 103a Ha TOLETAKC 5 mg/m?. TIpeHU30H WM IPEAHU30JION 5 M TIEPOPATTHO

JiBa IITU JIHEBHO CE NpuUlara HenpeKb¢HaTo (BXK. To4ka 5.1).

Memacmamuuen, xopmoHouy imenen pak Ha npocmamama
IIpenopbunTenHaTa g03a 1 cent e 75 mg/m? Ha Bceku 3 ceMuIM 3a 6 HMKEIA. [IpeIHu30H WK
MIPEeIHU30JIOH 5 My ep 0 JIBa THTH JHEBHO MOXeE JIa C€ MpHiIaraT HempeKbCHATO.

Cmomawen adeﬂm@uuﬂom

no03a ouerakcen € 75 mg/m? karo 1-uacosa uH(y3us, MocueBaH OT UUCILIATHH
75 mg/m? xa: 10 3 yacoBa nH(y3us (1 ABaTa camo B JeH 1), mocneaBanu oT S-uryopoypartir
BHO, IIPWJIOXKEH KaTo 24-4acoBa HeMpeKbcHaTa HH(Y3H 3a 5 THU, KOSTO 3a104Ba CIe]
Kpas H y3UsITa C HUCIIaThH. JIeueHneTo ce moBTapsl Ha BCEKH TpU ceaMuny. [lanuenture

TP 6@ a TMoJTy4yaT npeMeIuKalys ¢ aHTHEMETHIN U MTOIXOAAIIa XUApaTalus 3a MPUI0KEHUETO Ha

I aTuH. 3a CHIDKaBaHe Ha PUCKa OT XEMATOJIOTHYHA TOKCHYHOCT, TPAOBa Ja ce M3M0JI3Ba
npodunaktuuHo G-CSF (Bx. cpino Kopekuun Ha 1o3ata mo BpemMe Ha JIeUueHHe).

Paxk na enasa u wius

[MarenTrTe TPsOBA a MOMyYaT MPEMEAUKAIUS C AHTUEMETHUIIM U TOAXOAsIIA XuapaTanus (Mpeau u
Clie/l TPUIIaraHeTo Ha IUCIDIATHH). 3a CHU)KaBaHE Ha PUCKA OT XeMaTOJIOTUYHA TOKCHYHOCT, TPIOBa
na ce u3non3pa npodunaktnano G-CSF. Benuku nanueHTH B paMOTO Ha JIONETAKCeN B POYYBAHUSITA
TAX 323 u TAX 324, nony4yapat aHTHOMOTHYHA MPOPHIAKTHKA.

e MunykuuoHHa XMMUOTepanus nocieapana ot rpyerepanus (TAX 323)
3a MHIYKIMOHHO JieueHHe Ha HHOTIepaOuIeH JIOKaJTHO HalpeAHal CKBAMO3HOKIIEThYEH KapIIUHOM
Ha riasata u mmara (SCCHN), npenopbunTennara g1o3a gouerakcen e 75 mg/m?karo 1-gacosa



UHQY3Ms, TTOCNIEBAaH OT NMCILIATUH 75 Mg/m? moBeue oT 1 yac, B IeH IbPBH, NOCIIEABAHH OT 5-
(ayopoypauun 750 mg/m? qHEBHO KaTo HENpeKbCHATA HH(Y3HUS 3a TIET HU. Tasu cxeMa ce
MpHUJIara Ha BCEKU 3 cenMUIH 3a 4 1ukbia. Ciies] XMMHUOTepanus, TallueHTUTE TPsiOBa Ja MmoJrydaT
JI'bYETEepaIusl.

o UHAyKIMoHHA XMMHOTEPAITH ITocienBana oT xumuoapderepans (TAX 324)
3a MHIYKIMOHHO JIeUeHHE Ha NAllMEHTH C JIOKATHO HalpeAHaN (IPaKTHYECKU HEBb3MOXKHO
XHPYPTUYHO OTCTpaHIBaHE, MaJIKa BEPOSTHOCT 33 XUPYPTUUHO JICUCHHE U C 1T 3ara3BaHe Ha
opraHa) CKBaMO3HOKJICThYEH KapuuHoM Ha riaBata u mmsata (SCCHN), npenopruuntennara j1o3a
nouerakcen € 75 mg/m? kato 1-uacosa uu(ysus B aeH 1 nocnensana ot uucmatus 100 mg/m?
karo 30-MuHyTHa 10 3-yacoBa UHQY3HS, ITOCIEABaHN OT S-puyopoypauun 1 000 mg/m? naeBHO
KaTo MPOaBIDKATETHA HHOY3Hs 3a 4 mau. Tasu cxema ce mpuiara Ha BCEKH 3 CEIMHUIIN 3a (b'
3 mukbia. Cien XUMHOTEpanys, MAIUeHTUTE TPsIOBa 1A TOJTydaT XUMUOTbYeTePaITys. Q)

3a aganTHpaHe Ha J03aTa Ha UMCIUIATHH U S-(1yopoypaumi, BUKTe choTBeTHaTa Kpar 6 Q
XapakTeprCcTUKa Ha TPOIYKTA.

KO[}ngI/II/I Ha 103aTa 110 BpeME Ha JICYCHUC (b®

&

Obwu

Honerakcen TpsOBa Aa ce mpujara, Korato OposiT Ha HeyTpOUINTE € = 0 knetkn/mmd, Tlpu
MalMeHTH, pa3Buwin (eOpuiHa HeyTporeHusl, Opol Ha HeYyTPpOQUIHT 00 knetkn/mm? B
HPOIBIDKEHNE Ha MTOBEYE OT €1HA CeIMMIIA, TEXKH WIIH KyMyJaTHBHY KOXKHU PEaKIIUH WITH TEKKa
nepudepHa HEBPOIIAaTHS 110 BpEMe Ha Teparus ¢ IOLeTaKced, a Ha JJ0IeTaKceN TpsOBa 1a ce
Hamayu ot 100 mg/m? ma 75 mg/m? u/umu ot 75 na 60 mg/ KO MAIlHEHTHT TIPOIBIDKY 12

MMposABsABa TC3U pCAKIHU IIPU 103a 60 mg/mz JICYCHUCETO C CTaKCCJI Tpﬂ6Ba Ja CC NMpCyCTaHOBU.

Adweanmna mepanus npu pax Ha ebpoama ?\
[IppBuyHa npopunaktuka ¢ G-CSF TpsaoBa na ‘&5 JTU TIPU TTAIIMEHTKY, TTOJTy9aBajii I0IeTaKkced,
noxcopyounuH u nukinodochamun (TAC) a, %TH& Tepamus 3a pak Ha rbpaarta. [Ipu mamueHTKuTe,
pasBuBaBamy (heOpriTHa HEYTPOTICHUS U/ eyTponeanHa WHDEKITUS, 103aTa Ha JOIEeTaKCell
Tpsi0bBa 1a ce Hamanu Ha 60 Mg/m? BbB KM TIOCIeABalIy HUKIH (BXK. Touku 4.4 u 4.8). Ilpu
NALMEHTKY, Pa3BUJIM CTOMATUT 3-Ta gy 4-Ta CTelleH, fo3aTa TpsOBa 1a ce Hamamm 10 60 mg/m?.

A
B kombunayus ¢ yucnnamun &ﬁ’
IIpu manueHTH ¢ MbPBOHA 03a 75 mg/m? gouerakcen B KOMOMHALUS C LUCILUIATHH, HA KOUTO
Hal-HUCKHAT Opoii Ha OLIUTHUTE TI0 BpeMe Ha NMPEANIIHUS Kypc Ha Tepamnus e Oui
< 25 000 knetku/mm>; NpY HauueHTu ¢ heOpuiTHa HEYTPOTICHUS, WIIN TIPH MAIEHTH ChC
CepHO3HA HEXeMa WYHA TOKCUYHOCT, 03aTa Ha JIOLETaKce I B CICABAIIUTE [IUKIU TpsiOBa 11a ce
Hamaiu Ha 65 2, 3a KOpPEKLMS Ha 103aTa Ha UCIUIATHH, BUKTE ChoTBeTHaTa KpaTka
XapaKkTepHc Ha MPOIYKTA.

B KOM6 @'uuﬂ ¢ Kaneyumaobun
ManTHpaHe Ha J03aTa Ha KarenuTaOuH, BrokTe KpaTka xapakTeprucTuka Ha IMpoyKTa
%HCLII/ITEI&/IH

o [lpu marueHTH, pa3BUBAINY ITEPBU €MH30;] Ha TOKCHYHOCT CTeneH 2, KOWTO MEPCUCTHpa B
MOMEHTA Ha CJIeJ[BAIUs [IUKBJI JICUCHHUE C JIOTeTaKCell/KaneluTabuH, OTI0KETe UKBIIA JI0
3aTUxBaHe Ha siBieHusTa Jio crerneH 0-1 u nponbinkere cbe 100% OT mMbpBOHAYANTHATA JI034.

o [Ipu manueHTH, pa3BUBAIM BTOPH €MHU307 Ha TOKCHYHOCT CTETeH 2, WU TbPBHU €MU30]1 Ha
TOKCHYHOCT CTereH 3, 10 KOETO U JIa € BpeMe OT TePAeBTUYHUS [TUKBJI, OTIIOKETE JICUSHUETO JI0
3aTHXBaHe Ha sABJIeHUATa 10 crened 0-1 ¥ MpoabLKETe IEYEHUETO ¢ JoLEeTaKcen 55 mg/m2,

o [Ipu Bcuuky moOCeaBaIIM SMTU30/IM HA TOKCHYHOCT, WIM KaKBaTo U JIa € MPOsBa Ha TOKCUYHOCT OT
Crerien 4, mpekpaTeTe JICUSHUETO ¢ JOTIETAKCE.

3a monuuKaIuy Ha 103aTa Ha TpacTy3ymad, BikTe KpaTkara XxapakTeprucTHKa Ha TIPOTYKTa
TpacTy3ymao.



B xombunayus ¢ yucnnamun u 5-ghnyopoyvpayun

AKO BB3HUKHE enu30/] Ha (peOpriIHa HeyTPOIICHUS, PO IBIIKUTEITHA HEYTPOIICHUS HITU
HEYTPOIIEHUYHA UH(EKIUS BhIIpeky npuioxennero Ha G-CSF, no3aTa Ha goneTakcen TpsaoOBa ia
ObJe HaMaseHa oT 75 Ha 60 mg/m2. Ako Bb3HUKHAT IIOCIICBAIIY CTH30/IM Ha YCIOKHEHA
HEyTPOIIECHHS, 103aTa Ha JoLeTaKcel TpsAoBa qa Obae HamaaeHa ot 60 Ha 45 mg/m?. B ciayudaii Ha
tpombonuronenus Ctenex 4, 103aTa Ha JOLETaKce TpAOBa 1a Obae HamaneHa ot 75 Ha 60 mg/m?.
[NaruenTure Ha TpsAOBa Ja OBJAT MOJJIATAHH HA MTOCIIEABAIIN ITUKIH C JOIETAKCEN, TOKATO
HEYTpOQUIIUTE CE BH3CTAHOBAT J10 HUBO > 1 500 KieTkn/mm?, a TpOMOGOLUTHTE CE BH3CTAHOBST 10
auBo > 100 000 knetkn/mm?, IlpeycTaHoBETe IEYEHHETO, AKO TE3U TOKCUYHHU PEAKIMU [EPCUCTUPAT.
(Bx. Touka 4.4).

[IpenoppunTenHoO aganTUpaHe Ha J03aTa IPH MAIHEHTH, JIEKYBaHH C AOIETaKCel B K0M61/1Hau1@(b

UcIuiaTiH 1 S-ayopoyparn (5-FU): Q
A
Tokcu4HoOCT Kopexkuus Ha 103aTa \ N~
Huapus cteneH 3 [IspBu enu3on: Hamanere go3ata Ha 5-FU ¢ 20%. )
Bropu enuzon: cien ToBa HamasleTe Jo3aTta Ha jouetakce ¢ 20%.
Huapus crernen 4 IIspBuU enu3o: HamaneTe Jo3aTa Ha TOIETAKCEN U 5-@ ¢ 20%.
Bropu enu3on: mpeycTaHOBETE JICYCHUETO. N ¢
Cromatut/Myko3ut | ITbpBH enu301: Hamanere 1o3ata Ha 5-FU ¢ 20%)
CTereH 3 Btopu enmzon: cipere camo 5-FU BBB BcH OCJIEIBALIY IIUKJIIH.
TpeTtu ennu3o: HaMajIeTe 103aTa Ha 1011 exn ¢ 20%.
Cromarutr/myko3ut | [IspBu emmson: crpere camo 5-FU B TNIKH [TOCIICBALLH LIUKIIA.
cremel 4 Bropu enuzon: Hamanere go3ara H etakcel ¢ 20%.

<D
3a KOpeKIus Ha 03aTa Ha IUCIUIaTHH U S-Q)Hyopo@m, BIKTe choTBeTHaTa KpaTtka
XapaKTePUCTHKA HA TPOTYKTHUTE. &

ITpu ocHoBHuTe SCCHN m3nuTBanwms, na 1, KOUTO Ca Pa3BWIIN YCIOXKHEHA HEYTPOIIEHUS
(BKITFOUHUTETHO TPOIBIDKUTENTHA HEYTPO éﬁn;{, (hebpriTHa HEYTPONIEHSI, MITH WH(EKINs), €
npenopbyana ynorpedara va G-CSF, \g\CI/IprHBaHe Ha NpoUIaKTHYHO OKpUTHE (Hamp. 6-15 new)
BB BCHYKH MOCIC/BAIIH MK, £

Crenuanany DonyJiaiuu O@

Hayuenmu ¢ qepyoép@kgvepeofcdaye

BB3 ocHOBa Ha @WBKHHeTHanTe JIaHHHM 3a JoueTakcen B 1o3a 100 mg/m? kato caMmocTosTeeH
arcHT, TIPH TIaIl C €IHOBPEMEHHO TOBHIIICHHE Ha TpaHcamuHazute (ALT w/mau AST) Han
rpannna Ha Hopmara (I'TH) u ankanna ¢ocdaraza nan 2,5 metu [TH,

HaTa J103a Ha foueTakcen € 75 mg/m? (sx. Touku 4.4 u 5.2). [Ipu nanueHTUTe Che
upyoun > ['TH w/unmu ALT u AST > 3,5 metit [ TH 3aeano ¢ ankanna gocdarasa

> %@ I'TH, ve Moxe 1a ce nmpenophya peAyKITHS Ha 103aTa U JIOIeTaKce He TpsOBa Ja ce

IpWIara, OCBEH MPU CTPUKTHU MTOKA3aHHS.

B xoMOnHanms ¢ nucIiatiH u S-Gryopoypanil 3a JedeHne Ha MalueHTH CbC CTOMAIIEeH
a/ICHOKapIIMHOM, OCHOBHOTO KJIMHUYHO W3MUTBAHE € W3KIII0UMIo nanuentd ¢ ALT n/unn

AST > 1,5 metu [TH, 3aemH0 ¢ ankanna dpocdaraza > 2,5 nbtu I'TH 1 6unupy6un > 1 metu ['TH;
MIPY TE€3W NMAMEHTH He MOXKeE JIa Cce Mpernopbyua peAyKIHs Ha j03aTa U JOIeTaKkceN He TpsAOBa 1a ce
HpHJIara, OCBEH NP CTPUKTHY MOKazaHus. Hsama HammdHa mHGOpMAIHS 32 MAIUEHTH C YePHOIPOOHO
YBpEKIaHe, JISKYBaHH C JOIETaKcel B KOMOMHAIHS IPH APYTUTE MOKA3aHHUS.

Ileouampuuna nonynayus
besonacHoctTa 1 eukacHocTTa Ha Docetaxel Zentiva nmpu HazodapuHreaneH KapuuHOM IpH Jiela Ha
BB3pacT oT 1 Mecen 10 18 roguHM Bee oIlie HE ca yCTaHOBEHMU.




Hsima cpoTBeTHO mpuiioxkenne Ha Docetaxel Zentiva B nequaTpudHarta momyaanus 3a MOKa3aHUsITa
pak Ha I'bpJarTa, HeApeOHOKIIETHYEH OenoIpoOeH pak, paK Ha MpocTaTara, CTOMAIIEH KapIUHOM U PaKk
Ha ry1aBaTa u musTa, 0e3 aa ce Bkimousat tun |l u 1l mo-manko nqudepenuunpan HazopapuHreaneH
KapLMHOM.

Xopa 6 cmapuecka 6v3pacm

B®3 ocHOBa Ha morynanuoHeH papMaKOKHHETHICH aHaH3, HIMa CTICIHATHY YKa3aHUs 3a YIOTpeOa
IIPH XOpa B CTapuyeCcKa Bh3PacT.

B xoMOuHanus ¢ kanenutaduH, mpy MaueHTy Ha Bb3pacT 60 1 moBeue roiuHu, ce IpernopbhyuBa
HaMaJIsIBAHE HA HaYaJIHATA J103a Ha KarenuTaOuH Ha 75% (Bxk. KpaTtkara xapakrepuctuka Ha
MIPOTYKTa KareuTaonH).

Hauny Ha IpriIoKEeHUE ©®
3a yKa3aHHs OTHOCHO IPUTOTBIHETO M MPHIIOKEHUETO Ha MPOIyKTa BIXKTE Touka 6.6. Q@

4.3 TIlpoTuBomokazanus Q

CBp’LX‘-IyBCTBI/ITCJ'IHOCT KBbM aKTHBHOTO BCIICCTBO UM KbM HAKOC OT HOMOH.[HI/I’;ng.ICCTBa,

n30pocHM B TOUKa 6.1.
\“6
3

[MaumenTy ¢ n3xoneH 6poit Ha HeyTpodummte < 1 500 KaeTkn/mmd,
[ManueHTH ¢ TEXKO YepHOAPOOHO yBpexkIaHe (BXK. Touku 4.4 u 4.1@
[IpoTuBOMOKA3aHMATA 32 IPYTH JIEKAPCTBA IIPU KOMGI/IHHpa}&lOHCTaKCCH CBIIO Ba)KaT.
4.4 CneuuajHu mpeaynpe:kaeHus U MpeIna3Hu &\@KI/I npu ynorpeda

[pu pak Ha rbp/aTa U HeJPEOHOKIETHUCH OeIQ, H pak, PEeMEUKAIUs, ChCTOAIIA CE OT
TepopajeH KOPTUKOCTEPOUT, KaTO HAIPUME cameTasoH 16 mg aaeBHO (Hamp. 8§ MY ABa TBTH
JTHEBHO) B MPOJIBDKEHHUE HA 3 JHH C Haua @ TIeH TPEeIU PUIaraHeTo Ha JIOIeTaKces, OCBCH ako He
€ TIPOTUBOIIOKA3aHO, MOXKE JIa HAMATH TaTa M TSKECTTa Ha 33 JphKKaTa Ha TCYHOCTH, KAKTO U Ha
TEXKECTTa HA PEAKIIMUTE HA CBPHXUYRCTBUTETHOCT. [Ipu pak Ha pocTaTara, MpeMeIUKAIHUATA €
nepopaieH nekcameTta3on 8 mg, 12 gaca, 3 gaca u 1 gac npean nHOy3usITa HA TOIETaKCeN (BXK. TOUKA
4.2).

XeMaToJIOTUs Q

HeytponienusiTa e
Ha HEYTPOhUIT

yecTara HeKelaHa JeKapCTBEHA peakius Ha Jorerakcen. Hall-Huckure HruBa
SIBSIBAT [IPU MEMaHa 7 HHU, HO TO3H MEPHO]] MOXKE JIa € IMO-KbC IPU MAIMEHTH C
arpecuBHa II onHa Tepanus. [Ipy BCHYKHY MalMEHTH, MOJyJYaBalily JoLETaKCce TpsOBa aa ce
H3BBPILB 0 IIPOCIIeABaHE HA IIbJIHATA KPbBHA KapThHA. [laliueHTHTe MOraT Ja mojIy4ar

clIeqB C C JIOLIETaKCelN, KOraTo HeyTpouiuTe ce Bh3CTaHOBAT 10 HUBO > 1 500 kneTku/ mm?

(B§ ka 4.2).

B ciryuaii Ha Texka Heyrponenus (< 500 kneTkn/mm? B IpoabInKEHNE HA 7 WM OBEYE JHH) B X0OJa
Ha TepaIusTa ¢ JOLETaKceN, e MpernopbuBa HaMallsiBaHe Ha JI03aTa [TPH CJICABANINTE KYPCOBE Ha
JIeYCHUE WITH TIpEeATpHueMaHe Ha MTOIXO AN CHMITTOMATHIHA MEPKH (BXK. Touka 4.2).

ITpu manueHTH, JEKyBaHU ¢ AOIETAKCeNl B KOMOMHAIMS ¢ UCTUaTHH U S-(yopoyparmi (TCF),
(heOpITHa HEYTPOTIEHUS U HEYTPOIICHUYHA HH(DEKIINS ca Bh3HUKBAIH MO-PS/IKO, KOTATO MAIUCHTUTE
ca mony4asanu npodunaktuano G-CSF. TTanmenture, nexkysanu ¢ TCF tpsi6Ba na mosryyasar
npodunaktiuHo G-CSF 3a cHMKaBaHe Ha pUCKa OT YCIOXHEHa HeyTponeHnus (hedpuirna
HEYTPOIICHUSI, IPOIBIDKUTEIHA HEYTPOIICHHUS FITH HeyTporieHn4Ha uHpekius). [larmenture,
nexyBanu ¢ TCF tpsioBa na 6b1aT cTporo HabmronaBanu (BXK. Touku 4.2 u 4.8).



[Ipu nmarueHTKy, JIEKyBaHH ¢ JOIETaKCeNT B KOMOWHANMA ¢ fokcopyounnH u rukiodochamun (TAC),
(ebpuHaTa HEYTPONICHHS 1/UIIM HEYTPOIIEHNYHATa MH(EKIHS Ce MOSABABAT MO-PSIIKO, KOTaTo
MalMEeHTKUTE MoTy4daBaT bpBuuHa npodmiaktuka ¢ G-CSF. [Ispsuuna npodunaxtuka ¢ G-CSF
TpsOBa J1a ce 0OMUCIH TIPH NMAIMEHTKH, KOUTO MOIy4aBar ajroBaHTHA Tepanus ¢ TAC 3a jneueHue Ha
pak Ha T'bpJaTa, 3a JIa e HaMaJIl PUCKBT OT YCIOXKHEHa HeyTporeHus ((heOpriHa HeyTpOTIeHHS,
MIPOJIOHTHpaHa HEYTPOIIEHUS WK HeyTpornieHnyHa nHpeknns). [lannenTtku, momygaBamnm TAC,
TpsOBa g2 OBAAT MOHUTOPHUPAHH CTPOTO (BXK. TOUKH 4.2 1 4.8).

CTOMaH.IHO-‘lDCBHI/I PCAKIIMN

I[IpenoppuBa ce MOBUIICHO BHUMaHKE TP MALUEHTH ¢ HEYTPOIICHHUsI, 0COOCHO P PUCK OT Pa3BUTHE
Ha CTOMAIITHO-YPEBHH YCIOKHEHUS. BhIpekn ue no-rojsiMara 4acT OT CIIy4auTe ca HaCThIMIN

BpEMe Ha ITbPBHUS WIIM BTOPHS LIMKBJI HA CXeMaTa, ChAbprKallla TOLETaKcell, CHTEPOKOIUT Momé?@e
pa3BHe 10 BCSIKO BpeMe M MOXKE JIa IOBEJIE 10 CMBPT OLIe Ha IbPBHUS JIeH OT mosiBaTa. [larm T
Tpsi0Ba /1a ce HaOJroIaBaT BHUMATEITHO 32 PaHHHU MPOSIBH Ha CEPHO3HA CTOMamHo-qpesﬂé'fQ UYHOCT
(Bx. Touku 4.2, 4.4 Xemaronorus u 4.8). *Q

Peakinu Ha CBPBEXYyBCTBUTEITHOCT (b(b

[Naruenture TpssOBa 1a OBJAT MO HEMOCPEICTBEHO HAOIIOACHHE 3a Peak a
CBPBXYYBCTBUTEITHOCT, 0COOEHO 10 BpeMe Ha ITbpBaTa U BropaTta nHQ Y31 Peakiuure Ha
CBPBXYYBCTBUTEIHOCT MOTAT JIa CE MPOSBAT B PAMKHUTE Ha HAKOJIKO TH CJIe]] 3aII0YBaHE HA
nH(]Y3HITA ¢ JOTETAKCEN, TTOPAIN KOETO € HEOOXOIMMO HATHINE obopyaBaHe 3a JeUCHHUE Ha
XHUITIOTOHUS ¥ OPOHXOCHAa3bM. AKO CE TOSBAT PEaKIH Ha CBP CTBHUTEJIHOCT, HE3HAYUTEITHUTE

CUMIITOMH KaTO 3a4€PBABAHC NN JIOKAJIHU KOXKXKHHU peaxum&@» ajlarat Inp€KbCBAHE HA TEpanusiaTa.
Texkure peakuumn 063'16, KaTo TCXXKa XHUIIOTOHMA, 6p0HXO a3bM WJIM I'CHECPpATIU3UPaAH O6pI/IB/CpI/ITCM,
HaJiarat He3abaBHO MMPEKpaTABAaHC Ha TCpAIUATa C 10 cell ¥ NMoAXoas1110 JedyeHue. Ilanuenture,
Pa3BUJIN TCIKKU PCAKIIUU HA CBp’bX‘{yBCTBI/ITCHHOCT?\ p;16Ba Ja 6’bI[aT nojgjiaraHd Ha HOB KOHTAaKT C
JOLICTaKCCII. HaI_II/ICHTI/ITe, KOHUTO IIp€au TOBa C 1 p€aKkus Ha CBPbXYYBCTBUTCIIHOCT KbM
IIaKJIUTAKCEJI, MOraT aa 6’B,I[aT M3JI0KCHHU Ha OT pasBUTHUE HAa pC€aKIUs Ha CBPbXYYBCTBUTCIHOCT
KBM JOLCTAKCEJI, BKIIIOYUTCIIHO ITO-TCKK Kl Ha CBPBbXYYBCTBUTECIIHOCT. Te3u nanueHTH TpH6Ba
Ja 6’B,I[aT H36H}OI[3B3HI/I BHHUMATCIHO IT ITIOYBAHC HA JICUCHUCTO C JOLCTAKCECII.

O

KoxHu peakunu é

Hab6mrogaBanu ca mokanms pUTEM 110 KOXKaTa Ha KpalHUIKTE (IJIAHUTE M XOAMIIATa) C OTOK
MOCJE/BAaHH OT JIECKBA . Ima choO1IIeHHs 32 TeXKH CUMIITOMH KaTO epYIIUY MOCICBAaHHA OT
JIECKBaMaIusi, KOUTO JI0 IPEKbCBAHE WIIM MIPEKPATABAHE HA JICUCHUETO C JOIETaKCel (BXK.

Touka 4.2). @Q\

C”bO6H.IaBaH@S TEXKH KOJKHH Hexxenanu peakmnuu (Severe Cutaneous Adverse Reactions, SCARS)
KaTo CHH, Ha Stevens-Johnson (SJS), rokcnuna enmmaepmainaa Hekponusa (TEN) u octpa

TeHep aHa ex3aHTeMaTo3Ha mycrymo3a (Acute Generalized Exanthematous Pustulosis, AGEP)
I @){eHI/IeTo ¢ norerakcen. [lanmenTure TpsaoBa na ObaaT HHGOPMUPAHU 33 IPU3HAILIUTE U
C&TOMI/ITG Ha CEPHUO3HU KOXHU IMPOABU U 1a CC Ha6J'I}OI[aBaT BHHUMATEIHO. AKO Cce TOSBST
MMpu3Ha U CUMIITOMHU, IIpeaAnoJaraiy Te3u peakuuu, TpSI6Ba Ja ce o0OMHCITH IMMPEKpaTABAaHC Ha
ImpueMa Ha JOLETAKCEIL.

3agbpprKade Ha TEYHOCTH

[NaruenTure ¢ Texka 3aJpHKKa HA TEUHOCTH, KaTO HAPUMED TUICBPAJICH U3JIUB, ICPUKAP/ICH U3ITUB H
aciut TpsiOBa Ja ObAT CTPOTro HAOIIOAaBaAHH.



PecrimpaTopHu HapymeHUs

Cpo01maBa ce 3a OCThp PeCHUPaTOpeH JUCTPEC CHHAPOM, HHTEPCTHLIMAIHA THEBMOHHSI/ TTHEBMOHUT,
WHTEpCcTUIMaIHa OernoapoOHa 6onect, 6enoapodHa Gpudpo3a U quxaTeIHa HeOCTATBYHOCT, KOUTO
MOXe J1a ca CBbp3aHH C (hataneH n3xoa. Mima cpo0ImeHns 3a cirydan Ha paJlalioOHEeH ITHEBMOHHUT IIPU
MAaIMEHTH, TT0JIyYaBally ChIIHTCTBAIIA IbUSTEPATIHS.

AKO ce pa3BHUAT HOBH WJIH C€ BIIOIIAT OCIOAPOOHUTE CHMITTOMH, MMAIIMCHTHTE TPSOBa /1a ce
HabJr01aBaT BHUMATENHO, 1a Ce U3CiIeBaT He3a0aBHO U Ja ce JIEeKyBaT MoAXo 0. J{o mocraBsHe Ha
JMarHo3a ce mpenopbhuBa NpeKbCBaHEe Ha TepaluATa ¢ JoleTakcell. PAHHOTO mpuiarane Ha
MOJIBPIKAIIY MEPKH MOXeE J]a IOMOTHE 33 OJ00psiBaHe Ha ChbCTOSIHUETO. TpsaOBa BHUMATENHO Ja ce
OLICHH TI0JI3aTa OT B30OHOBSIBAaHE HA JIEYEHUETO C JOIETAKCEL.

IManmeHTH ¢ Y4epHOAPOOHO YBPEKIaHE @«)(b
[Tpy marMenTH, JIEKyBaHu C JoLeTakces B 1o3a 100 mg/m? kato caMOCTOSTENIEH areHT, QI/IMaT
cepyMHH HuBa Ha Tpancamunaazute (ALT w/umu AST) mag 1,5 metu [TH egnoBpeme c

CEepYMHHU HUBA Ha ankaidHata Gocdarasza Hax 2,5 mete I'TH, e Hanwie mo-Bucox pna* pa3BUTHE HA
TEXKHU HEeXKEIaHH PEAKIIMH, KaTO HAIIpUMEpP CMBPT OT MHTOKCHUKAIIHS, BKJIIO‘II/IT? CENCHUC
TaCTPOMHTECTHHAICH KPhBOU3IINB, KOHTO MOXe 1a Ob1e (ataneH, peOpruTHaHeyTpOoeHuUs,
nH(pEKIUY, TPOMOOIIMTOIICHHUS, CTOMATHT U acTeHus. ETo 3aio, npernopsb HaTa J103a Ha
JIOLETAaKCeN MPU MALMEHTUTE C TIOBUILEHU CTOMHOCTH Ha (yHKIIMOHAI YepHOIPOOHU
uscnensanus (OUU) e 75 mg/m? u ®UU tpsdBa 1a ce M3BLPLIBAT TI Ha4ajaoToO Ha JIEYCHUETO U
TIpEar BCEKHU ITUKBI (BXK. Touka 4.2).

[Ipu naruenTHTE ¢ HUBAa Ha cepyMeH OmnupyonH > I'TH n/wmn T u AST > 3,5 netu I'TH,
¢JHOBPEMEHHO C HUBa Ha cepyMHa ajikanHa ¢ocdaraza > 6 I'TH, e moxe J1a ce npenopbya
PEeAyKIIMS Ha JTo3aTa U JAOIETaKCell He TpsOBa Ja ce mpuiiahg) OCBEH IPU CTPUKTHU ITOKA3aHUS.

B xoMOuHanus ¢ ycIiiaTiH U S-Quryopoypari 3a Ji Ve Ha MalUeHTH ChC CTOMAIIICH
a/ICHOKapIIMHOM, OCHOBHOTO KJIMHUYHO W3MTUTBAaHE kiroumio manuenTn ¢ ALT w/wnm

AST > 1,5 netu I'TH u ¢ ankanna docdarasa > »TH [ TH 1 Oummpy6un > 1 met I'TH; pu te3n
MAIMeHTH HE MOXe J]a ce Tperophya peIyKIsHa J03aTa U JOIeTakceNl He TPsAOBa J1a ce Mpuiiara,
OCBEH IIPH CTPUKTHH MToKa3zaHus. Hama 1 3a MaIMeHTH C YePHOAPOOHO YBPEXKIaHe, IEKYBaHH C
JoLeTaKcea B KOMOMHALUS TIPH APYTH Ka3aHwsl.

HarmenTy ¢ 660peyHo yBpexkaané,

Hama JaHHHU 3a MallMCHTH @0 YBpCACHa 6L6peqHa (1)YHKI_[I/I}I, JICKYBAaHH C JOLCTAKCCII.

HepsHa cuctema QQ
X

Pa3Buruero Ha &a nepuepHa HeBPOTOKCHYHOCT HaJlara HamaJisiBaHe Ha j03ata (BXK. Touka 4.2).

Kapz[HOTO((%HOCT

,{0‘
Tpw @arienTH, ToTydyaBany JoIeTakce] B KOMOMHAIMS C TPAacTy3yMal e HabJIo[aBaHa Chp/euHa
HERPCTATHYHOCT, 0COOEHO CiIel XUMHOTEPAIIns BKIIOYBAIA aHTPAIIMKIINH (TOKCOPYOUITHH HITH
enupyounun). Ts Moxe 7a ObJic yMepeHa 10 TeKKa U € CBbpP3aHa ChbC CMBPTHH Cydau (BXK. TOUKa
4.8).

Korato nanueHTHTe ca KaHUIATH 3a JICYEHHUE C JIOIeTaKcell B KOMOMHAIIMS C TPAcTy3ymal, Te TpsoBa
Jia ObJIAT MOJUIOKEHH Ha ITbPBOHAYATTHA KapIUOIOTHYHA olleHKa. Ciie]] ToBa, B X0/Ia Ha JICYCHHETO
chpJiedHaTa QYHKINS TPAOBa /1a ce mpocieisiBa (Hamp. Ha BCEKH 3 Mecela) ¢ OrJie] OTKPHBAHETO Ha
MAIUCHTH, KOUTO OWXa MOTJIH Jla Pa3BUAT ChpeYHa MUCHYHKIHS. 32 MOBeUe NOAPOOHOCTH, BUKTE
KpatkaTa xapakTepucTHKa Ha IPOJIYKTa TPacTy3ymao.



MMma cpoOlieHust 32 KaMepHa apUTMHUS, BKIIOUYUTEIIHO KaMepHa Taxukapaus (MoHsKora ¢ JeTajieH
M3XO0[l) IPH MAIMEHTH, JICKYBaHH C JIOI[ETaKCeI B KOMOMHUPAHU CXEMH, BKITIOUBAIIHU JOKCOPYOHUIINH,
5-¢pnyopoyparun u/mim nukinodochamuz (Bx. Touka 4.8).

[IpenopbuBa ce olieHKa Ha ChpAeyHaTa PYHKIHS NPEIN 3all0YBaHEe HA JIEYCHUETO.

Hapymiennst Ha ouuTe

Nma cpobmenus 3a kucroueH MakyiieH eneM (KME) npu manueHTH, JeKyBaHU C TOTIETaKCEI.
[Naruenture ¢ HapyIIeHO 3peHUe TPsAOBa He3a0aBHO J1a OBAAT MOIOKECHH HA ITBJICH
odranmmonoruyeH npernea. B ciyuaii, ue ce nuarnoctuniupa KME, neuennero ¢ porerakcen TpsoBa
Jla Ce TIPEKpaTH U J1a ¢e 3aIovHe IMOIXOIAIIO JeueHne (BXK. Touka 4.8).

BropuuHa nosiBa Ha MbPBUYHHU 3J10KAY€CTBEHU 3a00IsIBaHUs @Q @
Hma C’BO6H.I€HI/I}I 3a BTOpHUYHA I10sIBa HAa MbPBUYHU 3JIOKAYCCTBCHHU 3a60J'I$IBaHI/I$I, Korarto TAKCCJI
€ MpuJjiaraH B KOM6I/IH3LII/I}I C MPOTUBOPAKOBHU JICYCHUS, 3@ KOUTO € U3BCCTHO Y€ Ca CB nc
BTOpHYHA I104Ba HA IIbPBUYHU 3JIOKaAYECCTBCHU 3a00JIIBaHUSL. BTOpI/I‘-IHa I1oABa Ha IT YHHU

3710Ka4eCTBEHH 3a00JsIBaHMS (BKIIOUUTEITHO OCTpa MUEIOHIHA JIEBKEMHS, MHCI}?HH&CTI/I‘ICH
CHH/IPOM U HEXOJDKKWHOB JIMM(OM) MOXKE J1a HACTBIIH HAKOJIKO MECeIa WIIH FQ/IMHH CIIe]] Teparus,
chIbpiKaa gonerakcen. [lanuenture TpsOBa ga ObaaT HaOMOAaBaHU 32 &qﬂa MosiBa Ha
IbPBUYHU 3JI0Ka4eCTBEHH 3a00isiBanust (BK. Touka 4.8).

%)
Upyru @&

ITo Bpeme Ha neueHneTo TPsAOBaA /1a Ce Mpuarat KOHTpaHeH”l‘%(?I/I MEpKH U OT MB)XXE€ U OT )KeHH, TIPH
MBXKE MTOHE 6 Mecela clie/i CHUpaHeTo My (BXK. TOUKa 4.8

EnnoBpemenHaTa ynorpeba Ha IOLETaKcel ¢ MO xubutopu Ha CYP3A4 (Hamp. KeTOKOHA3011,
UTPaKOHA30J1, KIAPUTPOMULIMH, NHIMHABHP, HE OH, HeNI(MHABHP, PUTOHABUD, CAKBUHABHD,
TEITUTPOMHUIINH U BOPUKOHA30JT) TPsIOBa Ja C srBa (BXK. TOuka 4.5).

HOH’LJ’IHI/ITCHHI/I OpcanasHi MCPKHU HDHQ{&'DC63 OpH aAXOBAHTHO JICYCHHEC HA PAK Ha I'bpaarta

Yenooicnena neymponenus A
IMpu manueHTKH, Pa3sBUIIN YCII \§I~6Ha HeyTporneHus (MPOIb/DKUTEHA HEYTPOTIeHHS, (heOpriiHa
HEYTPOICHHUS HJIH HH@)CKH@& si0Ba Ja ce oomuciu npuitaraieto Ha G-CSF u HamassiBaHe Ha

nmo3ata (BX. Touka 4.2).
R

Cmomamno-qpeem&%akuuu
CuMnToMH Kat HU KOPEMHHU OOJIKH WJIA YyBCTBUTEIHOCT, (PEOPUIIUTET, TUAPHUS C WK Oe3
HeyTponeHnt,'};oraT na ObaT paHHU MPOSIBU HA TEKKA CTOMAITHO-YpEeBHA TOKCHYHOCT U TPsOBa /1a

Obaar or;@m 1 JIEKyBaHU He3a0aBHO.

3 Ha cvpoeyna Hedocmamvurnocm (3CH)

Hﬁsﬁemme TpsiOBa a ObaaT HAOMIOAaBAHM 32 CUMIITOMH Ha 3aCTOWHA ChpJCYHA HEJIOCTATHYHOCT 11O
BpEME Ha JICUCHHETO U B XO7a Ha TieproJia Ha mpocieasBane. [Ipu nmanueHTH, JIEKyBaHU ChC CXeMaTa
TAC 3a pak Ha rbplIaTa ChbC 3acsTaHe Ha TUMGHNATE BB3JH € YCTaHOBEH M0-BUCOK puck oT 3CH mo
BpeMe Ha IIbpBaTa rOIMHA CJIe JCUCHHETO (BXK. Touku 4.8 u 5.1).

Hayuenmu ¢ 4+ aumnu 6v31u

Tbit kato mon3ara, HaOMIOAaBaHAa MIPH MAIUCHTH C 4+ JTUM(HU B3I HE € CTATUCTUYCCKU 3HAUYNMA 110
OTHOIIICHUE Ha MPeKUBsieMocTTa 0e3 3abonsaBane (DFS) u obmiara npexxussiemoct (OS),
MOJIOXKUTEIHOTO ChOTHOIIIEHKE 1013a/prck 3a TAC mpu naiueHTu ¢ 4+ muM(OHU Bb3JIM HE € HAIIBJIHO
JTIOKa3aHO TP OKOHYATEIHUS aHaau3 (BX. Todka 5.1).
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Cmapuecka ev3pacm

Ipedynpesicoenus 3a ynompeba npu adr8aHMHO jleyeHue Ha paK Ha 2bpoama

Wma orpaHnyeHH TaHHU 3a TTALMESHTH Ha Bb3pacT > 70 rognHu OTHOCHO yroTpedaTa Ha JOIeTaKceN B
KOMOWHANMs C JOKCOPYOUIMH B HUKI0pochamu.

IIpedynpesicoenus 3a ynompeba npu pe3ucmeHmen Ha KACMpayus pak Ha npocmamama

[Ipu mpoyuBaHe BbPXY pak Ha mpocTararta npu 333 mannueHTH, JeKyBaHH C JIOI[ETaKCcell Ha BCEKH

3 ceamunm 209 nanueHTH ca O Ha Bh3pacT 65 WU MOBEYE TOJMHM U 68 ManueHTH ca OUiau Ha
BB3pactT Haj 75 roaunu. [Ipu narueHTUTe, JEKyBaHU C HOLETAKCEN HAa BCEKU 3 CEIMUIIU, YeCTOTaTa
Ha CBBP3aHUTE C JICUSHUETO MMPOMEHHU B HOKTHTE ¢ Omiia > 10% mo-BrcoKa npu NaIMeHTUTE Ha
BB3pacT 65 W TIoBeYe TOHM, B CPAaBHEHHUE C MMO-MJIAIUTE ManreHTH. YecToTaTa Ha CBBP3aHHTE C
nedeHneTo GhedpunTeT, Tnapus, aHopekcus u nepudeper enem e 6mna > 10% mo-Brcoka npu (b'
MalMCHTHTE Ha BB3pacT 75 W MoBeUe TOAUHHU B CPaBHEHHE C TE3W IO 65 TOMHHH. b

)
Ipeoynpesicoenus 3a ynompeda npu XOpmMoHO4y8Cmeumenen pax Ha npocmamama &Q
Ot 545-Te nauueHTH, JIEKyBaHU C JOLETAKCEN Ha BCEKH 3 CEIMHIIN B IPOYYBAHETO IT O
XOPMOHOYYBCTBHTENICH pak Ha npoctarata (STAMPEDE), 296 nanuentu ca owim 3pacT

65 roxuHK WK NOBeUe, a 48 MALMEHTH ca OHIM HA BB3PAcT 75 roauHu uin nopedgrloBeue
MaIMEeHTH Ha Bh3pacT >65 TOAWHYU B PAMOTO Ha JIOIIETaKCeN ChOOIIaBaT 3a p faﬂ Ha
CBPBXUYBCTBUTEIHOCT, HEYTPOIICHHS, aHEMHUSI, 3aIbp>KaHe Ha TEYHOCTH, 1 esl 1 IPOMEHHU B
HOKTHUTE, B CPAaBHCHHUE C ALIMEHTUTE Ha Bb3pacT nox 65 rogunu. Hurto OT Te3H yBEIMUCHHS B
gyecroraTa He goctura 10% pasinka ¢ KOHTPOIHOTO pamo. [Ipu nai Ha 75 WY MoBeve TOJHH,
HEYTPOTICHUS, aHEMUS, TUAPHSI, TUCTTHES U HHOEKIUS HAa TOPHHUT aTeJHU ITBTHIA Ce ChOOIIaBaT
¢ mo-Bucoka yectoTa (more 10% mo-Bucoka), B CpaBHEHHE C npb aJy NalUueHTH.

Ipedynpescoenus 3a ynompeba npu cmomauer adeHoKa,
Ot 300 (221 manuentu BB ¢aza Il yactta oT npoyys
MAIMCHTH, JIEKYBaHH C JIOIIETAKCe B KOMOWHAIIUS
MPOyYBaHETO 3a CTOMAIIECH pak, 74 ca Ouin Ha

HOM
o u 79 nanuientu BbB (asa Il yactra)
CIUIATHH U 5-(iIyopoypauui mpu

CT 65 WK MMOBeYe rOAUHU U 4 MalUeHTH ca Onuin

Ha Bb3pacT 75 wiu noseuye roguHu. Yecrora CepHO3HUTE HEXKETIAaHU CHOUTHS € OMITa To-BUCOKa
MIpH XOpa B CTapyecKa Bh3PacT B CpaBHEH no-miagute namuedTn. CieqHuTe HeXellaH! ChOUTHS
(BCUYKH CTETICHHU): JICTAPTHsI, CTOMATH TPOIICHUYHA UH(EKIUS ca Bb3HUKHAIH ¢ yecToTa > 10%

IMMO-BHUCOKA MpH MAITUCHTUTE Ha B’bSp@ 5 nnu moBeue rOAVHU B CPABHCHHUE C NTO-MJIA/IUTE TTAIIUCHTH.
Xopara B cTapuecka Bb3pacT, ne\r{égaHH ¢ TCF tpsi6Ba na Ob1aT CTPOTO HAOIOIaBaHU.

ITomomIHM BelecTBa O@

To3u ekapcTBeH npo@? ceabpika 13% (1./1.) etanon 95% 06./06. (ankoxo:m), T.e. go 252 mg
eranon 95% 06./0&@ (h1aKOH pa3TBOPUTEI, EKBUBAJIEHTHH Ha 6 M| 6Gupa wiu 2,6 ml BuHO.

Bpenen 3a x@% CTpaJaly OT AJIKOXOJIU3EM.
TpsiOBa a(Q Ma TIPEJBUJI IPH OPEMEHHH WITH KbPMEIIHU KCHH, JIella 1 BHCOKOPUCKOBU IPYITH, KAaTO
Tanuye epHOIPOOHO 3200 IIBaHE WUITH CTTHJICTICHSL.

Tl%ﬁa Jla ce UMaT MpeBHI] Bb3MOXHHUTE e(eKTH BbpXY IIEHTpallHAaTa HEPBHA CHCTEMA.
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45 B3auMoneiicTBHE ¢ APYTH JeKAPCTBEHH MPOAYKTH U APYrd opMu HA B3auMo/elicTBHE

KonmuecTBOTO amKoxoi1 B TO3U JIEKApCTBEH MPOIYKT MOXKE Jja POMEHH IEHCTBUETO Ha JPYTH
JIEKapCTBEHU MPOIYKTH.

In vitro Ipoy4BaHHUATA ca IOKA3aJIM, Y€ METa0OIM3MbT Ha J0LETAKCeNl MOXKE J1a CE IPOMEHU NIPU
€THOBPEMEHHO MpUJIaraHe Ha BEIECTBa, KOUTO MHAYLUPAT, MHXUOUPAT UK c€ MEeTaOOIU3UpaT OT
(mopaam K0eTo MoraT KOHKYPEHTHO Jla HHXHOHpaT eH3UMHUTe ) HuToxpoM P450-3 A kaTo Hampumep
LUKJIOCTIOPUH, KETOKOHA30J U epuTpoMHLIMH. [lopanu ToBa, Ipy JeYeHNE Ha MALMEHTH, TOIy4aBald
eTHOBPEMEHHO Te3H JICKAPCTBEHHU NMPOIYKTH TPSIOBa Ja ce MPOsBsIBAa MOBUIICHO BHUMAaHKE, ThI KaTo €
HaJIUIE [TOTEHIIMAN 3a 3HaYUMO B3aUMOJEHCTBUE.

B cnyuaii na komOunanust ¢ CYP3A4 naxuOutopu, nosiBata Ha HeKEJIAaHU PEaKLUK Ha JTOLeTa
MOJKE Jia ce YBEJIMUYHN B Pe3yJITaT Ha HaMaJleH MeTaboIn3bM. AKO €THOBPEMEHHATa yIIOTpeO

motieH naxuouTop Ha CYP3A4 (Harmp. KeTOKOHA30J1, HTPAKOHA30I1, KIIAPUTPOMHITHH, MHM{HEBHD,
He(hazo0H, HeJI(PUHABUD, PUTOHABUD, CAKBHHABUD, TEJIUTPOMUIIUH U BOPUKOHA30J1) H ke ma ce
n30erHe, € He0OX0JUMMO BHUMATEIHO KIMHUYHO MPOCIeIsIBaHe U MOXKE Ja € MOJIX0, KOpHUTUpaHe
Ha J103aTa Ha JOIETAKCEN 10 BpeMe Ha JICYCHHETO C MOIIEH HHXHONUTOp Ha CYP3@ (Bx. Touka 4.4).
[Tpu papmakokuHETHYHO TIPOYYBaHE C 7 MAIUEHTH, STHOBPEMEHHOTO npnnomeﬁne Ha JIOIETAKCell C
MortHust nHXuOUTOp Ha CYP3A4 KeTOKOHA30J BOJIU 10 3HAYUTEITHO HaMa Ha KJIMpbHCA Ha
nouerakcen ¢ 49%.

dapMakOKMHETHKATA Ha JIOIETAKCEI B MPUCHCTBUETO HA MPEAHU30H 3cnenBana MIPH MAIUEHTH C
MeTacTaTW4eH pak Ha mpocTarara. J{omerakcen ce meTabonusupa P3A4, a 3a ipeTHNU30H €
u3BectHo, ye unayiupa CYP3A4. He e HaOmoqaBaH CTaTUCTH 3HaYMM €(PEeKT Ha TMPETHU30H
BBPXY (hapMaKOKHUHETHKATA Ha JIOIIETAKCE. (b

Jlorerakcet ce CBbp3Ba BbB BHCOKA CTCICH C IIPOTEHHKTS (= 95%). Bbmpeku ue eBeHTyanHUTE in
Vivo B3aUMOJICHICTBHS Ha JIOIIETAKCEI C STHOBPEME pUIIaraHu JeKapCTBEHU MPOYKTH HE ca
OoUIMAITHO U3CJICIBAHU, iN Viro B3aUMOJICHICTB ChC CBHP3aHUTE BHB BUCOKA CTEIICH C
MPOTEUHHUTE CPECTBA KATO EPUTPOMHMIIVH, JT WJpaMUH, IIPOIIPAHOIION, IponadeHoH, (eHUTOHH,
CATMIIIIATH, CylI()aMEeTOKCa30J U HATPUEB poart, He TOBIHSIBAT CBBP3BAHETO HA JIOIIETAKCEN C
npotenHnTe. OCBEH TOBA, IEKCAMETA30H, {8 TOB/IHSBA CBHP3BAHETO HA JOLETAKCEN C IPOTCHHHTE.
JlonieTakcen He MOBJIUABA CBLp3BaHe8%3 JIUTUTOKCHUH.

dapMakOKWHETHKATA HA JIOIICT %en, JIOKCOPYOUIIMH U 1uKiIodochamMus He ce TOBIHSIBA OT
€THOBPEMEHHOTO UM TIPUIIO e. OrpaHrYeHH JaHHU OT €IHO HEKOHTPOIHMPAHO MPOYIBaHE
JIOITyCKAT B3aUMO/ICHCTB JKTY JTOLIETaKceN U kapOoruaTuH. [Ipy koMOWHMpaHe ¢ JloleTakce,
KJIMPBHCHT Ha KapOom H e ¢ 0koJ10 50% IM0-BHCOK OT CTOWHOCTUTE, CHOOIIEHU IIPEAr TOBA MPH
MOHOTEpAITHUS C Ka JIaTHH.

)

4.6 (I)emeS&T, OpeMeHHOCT U KbpMeHe

BpeMe%‘;@Q

H@x nH(pOpMAaIUs OTHOCHO yIoTpedaTa Ha JOIEeTaKcel pyu OpeMeHHH xeHu. JlokazaHo e, ue
JIOLIETaKCeN € eMOPHUOTOKCHYEH U (DETOTOKCHYEH IPH 3alllM U IITHXOBE U MOHIKaBa (PepTHIINTETA
mpu rpxoBe. KakTo u ApyTry MUTOTOKCHYHU JIEKapCTBEHU MPOAYKTH, TaKa U JIOI[ETaKCell MOXe J1a
MpeIn3BHKa YBpEeXKJaHe Ha (eTyca, KoraTo ce mpmiiara Ha OpemeHHH skeHu. [lopaau ToBa,
JIOLIETAKCeN He TPsOBaA Jla Ce U3I0JI3BA 110 BpeMe Ha OPEeMEHHOCT, OCBEH aKO HE € M3PUYHO MTOKa3aH.
YKeHu ¢ neTepojieH NOTEHIMAN, KOUTO MOJyYaBaT JIoIeTakces, TpsOBa ga ObIaT ChBETBaHU J1a
n30srBaT 3a0peMeHsABaHe, KAKTO U J]a YBEJAOMST JISKYBAIIIHs CH JIeKap He3a0aBHO, aKO TOBA CE CITYYH.
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Kbpmene

HOHCTaKCCJ’I € J'II/IHO(i)I/IJ'IHO BCHIECCTBO, HO HC € U3BCCTHO AaJiM C€ CKCKPETHUPA B KbpMaTa.
CJ'IGZ[OBEITCJ'IHO, nopaauv NOTCHIMAJIA 3a HEKCIIaH!U pCaKIIMU IPU KbpMade€Ta, KbpMCHCTO Tp$16Ba Ja ce
IMPEYyCTaHOBU 110 BPEME Ha JICUCHUE C JOLICTAKCEII.

KOHI pancnuusd Ipru MbKE U KCHU

Ilo BpPEMC Ha JICUCHUCTO TpSI6Ba Ja CC€ MU3II0JI3Ba e(i)eKTI/IBCH MCTO/J 3a KOHTpauCHuus.

DepTUnuTeT

[Ipy HEKJIMHUYHY POYYBaHUs, JOLETAKCET UMa FEHOTOKCUYHH €(EKTH U MOXKE J1a TIOBJIHsIE Ha«)(b
MBKKUS GpepTrnuteT (Bxk. Touka 5.3). [lopagu ToBa ce mpenopbyBa Ha MBKETE, JIEKYBaHU C
JoLIeTaKceN, a He Ch3/1aBarT Jiela 1o BpeMe Ha 1 1o 6 Mecela ciesi JIeUeHUETO U Ja 0Tk QCLBGT
OTHOCHO KOHCEPBUPAHETO Ha cliepMa Mpean JICUEHHUETO. *Q

4.7 EdexTtn BbpXy cnoco0HoOCcTTa 32 modupane u padora ¢ MAIIUHH (b(b

Hsama mpoyuBanus 3a eheKTUTE BBPXY CITOCOOHOCTTA 3a mopupane u pa6<¢; MAIliHH.
KonruecTBOTO aaKoXoJl B TO3U JICKAPCTBEH MPOIYKT U HEXKETaHHUTE Pe Ha MPOJYKTa MOTaT 1a
HapylIaT CoCOOHOCTTA 3a Mo(pHUpaHe WK padoTa ¢ MaIIUHU (BXK. T 4.4 u 4.8). [Topaau ToRa,
nmarMeHTHTe TPsOBa 1a OBAAT NPEIYNPEACHH 3a MOTCHIIMATHOTO HCTBHE HA KOJUYECTBOTO
AJIKOXOJT ¥ HOXKETAHUTE PEaKI[MK Ha TO3M JIEKAPCTBEH MPOYKT x(%)xy CMOCOOHOCTTA 3a Mo UpaHE U
pa60Ta C MalllMHHU, U aa 6’BJIaT CBbBC€TBAHU J1a HE IHO(i)I/IpaT I/I%(bj 0JI3BaT MalllMHU, aKO IOJIy4daT TE3U
HEXKEJIAHU PeaKiuy 0 BPEME Ha JICUCHHUETO.

O
4.8 Hexenanu JeKapcTBeHH peaKkuu Q\\?‘

PesroMe Ha podua Ha Oe30IaCHOCT 3a Bcnq“@omwam/m

Hesxenanute peakiuu, NpUeTH 3a BL3MQ@) WM BEPOATHO CBBP3aHHU C MPHIIAraHETO Ha JIOIETaKCed,

ca MoJy4YeHH TpH:

e 1312 u 121 manueHTH, Kopy()gé moy4aBaiau cboTBeTHO 100 Mg/m? u 75 mg/m? morerakcen
KaTo MOHOTEpAIHs

258 nmanueHTH, KOUTO nyananH JIOLIETAKCEN B KOMOHMHAIUS C IOKCOPYOHUIIMH

406 manueHTH, KO MOJTy4YaBaJIv AOIETAKCENI B KOMOWHAIUS C UCIUIATHH

92 manueHTH, K ca MoNy4aBaju J0IeTakceN B KOMOMHAIMS ¢ TpacTy3ymad

255 HaI_II/IeHT OWTO ca MOJTYyJYaBalli JOIETAKCeNl B KOMOWHAIHS C KalleIUTa0nH

332 mamn (TAX327) KOHTO ca TOJTy4aBalli JIONETaKced B KOMOWHAIINS C IPEAHU30H I

npeHESQNYOH (IIPEICTaBeHN Ca KIMHUYHO 3HAUYMMHTE CBBP3aHH C JICYCHUETO HEXCIaHH

JIEK CHU PEaKIUH).

. nanuentH (744 u 532 crorBetHo ipu TAX 316 u GEICAM 9 805), kouto ca

Jy4daBaJId AOIETaKCeNl B KOMOWHAIUS C JOKCOPYOHIHH U nuKiiodochamu (IpeacTaBeHu ca
KIIMHUYHO 3HAYMMUTE CBBP3aHH C JICUCHUETO HEKETaHH JICKAPCTBCHU PEaKIUH).

o 300 manueHTH ChC cTOMaIlIeH ageHoKapuuHoM (221 manuentu BbB ¢asa Il gyacrra ot
npoyuBaHeTo 1 79 nauuenTy BbB (aza Il yactra), KOUTO ca moaydyaBaiu JOLUETAKCEN B
KOMOMHAIIYS C [UCIUIATHH U S-Piryopoyparu (IpecTaBeHu ca KIMHUYHO 3HAYUMUTE
CBBP3aHH C JICYCHUETO HEXKEIaHH JICKAPCTBEHU PEaKIIHN).

e 174 u 251 manueHTH ¢ paK Ha TJIaBaTa U MIUSITa, KOUTO Ca MOTydaBaIH JOLETAKCEN B
KOMOWHAIINS C UCIUIATHH U S-Qiryopoypanii (TIPeICTaBeHH ca KIIMHUYHO 3HAYNMHUTE
CBBP3aHH C JICYCHUETO HEXKEITAHU JICKAPCTBCHU PEaKIIVN).

o 545 nanwmentn (mpoyusane STAMPEDE), xouTo ca mosy4aBajiu JOIETaKceT B KOMOHHAITHUS C
MPEIHU30H WK npeaHnu3oiiod u ADT.
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Te3u peakuuu ca onucanu nocpeactsom Oo6mute Kpurepun 3a Tokcuunoct Ha NCI (crenen 3 = Ct3;
creneH 3-4 = C13/4; crenen 4 = Ct4) u repmunonorusita Ha COSTART u na MedDRA. Ilo yecrora
ca aeuHUpanu KaTo: MHOTO YectH (> 1/10); wectu (> 1/100 no < 1/10); vewectu (> 1/1 000 no

< 1/100); peaxu (> 1/10 000 mo < 1/1 000); muoro peaxu (< 1/10 000); ¢ HeusBecTHa yecTOTa (OT
HaJTUIHHUTE JAHHU HE MOXKE J1a ObJIe HalpaBeHa OIICHKA).

[pu BCsiko TpymUpaHe B 3aBUCHMOCT OT YECTOTaTa, HeXKEIaHUTE JISKAPCTBEHH PEAKIIMU ce N30posBaT
B HU3XOJISII Pe/I 10 OTHOIIICHHE HA TEKECTTA.

Hait-yecto choOIIIaBaHNTE HEIKETAHH JICKAPCTBEHU PEAKIINK HA JOIETAKCE]T CAMOCTOSTENHO Ca:

HEYTpOTeHus (KOSTO € OuTa 00paTUMa U HEKyMyJIaTHBHA; JACHAT MEMaHa Ha Hal-HUCKA CTOWHOCT €

oun 7™, a cpeJiHATa IPOIBIKATETHOCT Ha TexKa HeyTporneHus (< 500 knetknw/mm?) ¢ 6una 7 quu),

aHeMHsI, aJIOTeIHsl, TaJIcHe, MOBPBIIaHe, CTOMATHUT, THAPHS M acTeHHs. TeKecTTa Ha HeXKETaHHTe

peaKIy Ha J0IETaKCcesl MOKe J1a Objie YBEJIHMUYCHA, KOTaTo J0IETaKCeN Ce Ipuiiara B KOM6I/IH31%@

JPYTH XUMUOTEPATIEBTHYHH areHTH. %)
Q

[Tpu koMOMHANKATA C TPACTYy3yMal ca MPEICTABCHU HEXEIAHUTE JICKapCTBEHU peaxugﬂ@cnqm
crenern) cpob0menu mpu > 10%. OTtueTeHa e moBumiena yecrota Ha cepruo3an HIIP40% cnpsmo
31%) u HJIP crenen 4 (34% crmpsimo 23%) mpu paMoTo Ha KOMOHWHAITUS C TpaCTas@vra B CpaBHEHUE C

MOHOTEpAIUITA C JTOIETAKCEll. <
[Tpu xoMOMHALUATA C KaneUTaOKH ca MpeICTaBeHN Hali-uecTUTE HEX W JIEKApPCTBEHU PEaKIvy,
CBBP3aHH ¢ Je4eHueTo (> 5%), cpobiienu npu npoyusane ¢aza 11 AIMEHTKH C paK Ha rbpaTa

C HEYCIEINIHO JieueHne ¢ aHTpanukiuH (Bx. Kpatkara XapakTepuQPyka Ha MPOIyKTa KareuuTabuH).

[Tpu xomOuHaMaTa ¢ ADT 1 mpenHU30H WIH npez[Hmonom&quBaHe STAMPEDE), Hexenanute
cHONTHA, BB3HUKBALIH MPE3 6-T€ MUKbBJIA HA JIEYEHHUE C JONIgTaKceN U UMaliy noHe 2% Mo-BUCOKa
YecTOTa B paMOTO Ha JICYCHHE C JIOLETAKCEeN, B CPAaBH, C KOHTPOJHOTO Pamo, ca IPEeACTABEHH C
MoMoIITa Ha cKkaiara 3a ctenienyBaHe CTCAE. Q\

CrneganTe HEXXEJIAHU JIEKAPCTBEHHU PEaKIINU q@@noz[a]aam/l YECTO C JOLETAKCE:

Hapymenus Ha MMyHHATa cucTeMa \2?)

C%LX‘-IyBCTBI/ITCIIHOCT BB3HUKBAT B PAMKUTE Ha HAKOJIKO MHHYTH
eTakces] 1 OOMKHOBEHO ca JIeKU 10 ymepenu. Haii-uecto
epBsiBaHe, 0OPUB CHC WU 0€3 ChPOCK, CTATAHE B TEPAUTE, OOJIKH B
CTY/ICHU TPBIKU. TEXKKHUTE PEakIi Ce XapaKTePH3UPAT C XUITOTOHHS
eHepanu3upad oopus/epureM (BK. Touka 4.4).

B moBedero ciaydan, peakuunte
cJieq] HavanoTo Ha uH(py3usATa
CHOOIIAaBaHNUTE CUMIITOMU
rbp0a, TUCITHES U TPECK
n/wim OpoHXOoCHa3zbM

X

HaDVH.ICHI/IH Ha)&HaTa cucTeémMa

PazBuTne TeXKa neprudepHa HEBPOTOKCHIHOCT Hajlara peayKius Ha jo3aTa (BX. TOUKH 4.2 U
4.4). @r J10 YMEPEHHU HEBPOCEH30PHU MPU3HALM CE XapaKTEPU3UPAT C apecTe3usl, IU3eCTE3Ul
H% a BKJIFOYHTENTHO NapeHe. HeBpoMOTOpHUTE CHOUTHS Ce XapaKTepPH3UPAT TIABHO ChC
cAOOCT.
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Hapymienus Ha Ko)kaTa U MOJIKOKHATA ThKaH

HabnronaBanu ca oOpaTuMu KOXKHU peakiMy, KOUTO 10 MPUHLMUI ca IPHEMaHH 32 JIEKU 10 YMEPEHU.
Peakmunre ce xapakrepuzupar ¢ 00pHB, BKIIOUUTETHO JIOKATHH ePYyNLIUH TJIAaBHO 110 CThIIajaTa u
JUIaHUTE (BKJIIOYUTEIIHO TEKBK CUHAPOM PbKa-KpaK), a ChILIO U 110 LIEIUTE PbLE, TULETO WU IPbAHUSL
KOIII, ¥ YECTO CBBP3aHH CbC ChpOexk. OOMKHOBEHO epyNUMUTE Bb3HUKBAT B pAaMKHUTE Ha | ceaMuna
cien nHQy3uATa Ha foueTtakcesn. He TonkoBa yecTo ca choOLIaBaHU TEXKH CUMIITOMHU KaTO epYILHH
MOCIIEZIBAHH OT JIECKBaMaIlHsl, KOUTO B PEIKHU CIIydau ca JOBETH 10 MPEKHhCBaHE WIIH MTPEKpaTsSBaHe Ha
JISYEHUETO C o1eTaKkcen (BXK. ToukH 4.2 1 4.4). TexxxuTe yBpexaaHusg HAa HOKTUTE ce
XapakTepu3upaT ¢ XUIO- WIKM XUIEPIUTMEHTAHA U TIOHAKOra 00JIKa U OHUXOJIH3A.

OO0 HapyuieHns ¥ eeKTH Ha MACTOTO Ha IIPUIIOKEHHE

6’0
OOGHKHOBEHO PEAKIIMUTE HA MACTOTO Ha UH(Y3USITA CA JIEKH U CE ChCTOST B XUMEPITUTMEHTALIf)
BB3MAJICHHUE, 3a4CPBSBAHE WM CYyX0Ta Ha KOXkara, (JIeOUT Wik eKCTpaBa3alis U OTOK Ha BCHATA.
3aabpiKaHETO HA TSYHOCTH BKIIIOUBA CHOUTHSI KaTo MepUPEPHU OTOIH U HE TOJIKOBA q@ TUICBPAJICH
W3JIMB, TICPUKAP/ICH U3JIMB, aCIUT U HajJlaBane Ha Terdo. [lepudepnure otonn 0614 0 3aroyBaT
110 JIOJTHUTE KPAHHMIK U MOTAT Jla Ce TeHepaIM3Upar ¢ HayiaBaHe Ha Terio 3 K eqe
3ambppiKaHeTO Ha TEYHOCTH € KyMYJIaTHBHO T10 YeCTOTa B TEXeCT (BXK. TOUKa 4.

TabauuHo 06001IeHNe HAa HexenanuTe peakimu Ha Docetaxel Zentiva 1 /M2 KxaTo MOHOTEpANUS
IIPH pak Ha rbpjara:
>
CucremMo-opranHu MHoro yecTH Yectu He%@{m HeuyecTu HexkesaHH
kiaacose mo MedDRA | He:keJIaHU peakuu pealcumb peakiumn
WNudexkunn u Wudexiun (crenen 3/4: @Knm{ CBBbp3aHa ¢
nH(pecTaIn 5,7%; BKIIOUUTEITHO é\eneﬂ HEYTPONEHUS
CEIICHC ¥ ITHEBMOHNS, %’\FCHCH 3/4: 4,6%)
taramau pu 1 7%)XQ
Hapymenus Ha kppBTa | Heyrponenus (c TpomOouuTOoneHus
u nuMbHara cucrema | 4: 76,4%); (crenen 4: 0,2%)
Anemus (cte)%}{ 3/4:
8 9%)
(1366%&}1
HEYRPONEHUA
Hapymenuns na CBPHXUyBCTBHTEIHOCT
MMYHHATa CUCTEMa creneH 3/4: 5,3%)
Hapymenus na Q\ ~ | Anopexcus
MeTabonu3ma u
XpaHEHETO &Q’
Hapymen [epucdepna cenzopHa
HepBH TEMa HEBPOMATH
@ (ctemen 3: 4,1%);
Q [epudepna moTopHa
HeBpomnaTus (CTenexH
3/4: 4%)
Jucreysus (Texka
0,07%)
CoepaedHn HapyIIeHUS Apurmus (ctenen 3/4: | Cbepaeuna
0,7%) HEIOCTATHYHOCT
Cp10BH HapylIEHUSA XHUIIOTOHMUS,
XunepToHus;
KpbBouznusu
Pecriparopuu, rppaau | JuctHes (Texka: 2,7%)
Y METHACTUHAITHU
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Cucremo-opranau

MHoro 4yecTn

YecTH HeKeJIaHHA

HeuecTH He:xe1aHHN

kjaacoBe o MedDRA | HexkeslaHu peakmn peaknuu peakunu
HapyIIeHUs
CroMaIHo-4peBHI Cromatut (crenen 3/4: | 3anek (texsk: 0,2%); | E3odarut (Texnk:
HapyIICHUs 5,3%); Kopemua 6onka (texka: | 0,4%)

Huapus (crenen 3/4: 1%);

4%); CToMaIrHo-4peBeH

l'anene (crenen 3/4: KPBBOU3NUB (TEKBK:

4%): 0,3%)

Iospriane (crenexn

3/4: 3%) A
Hapyiienus Ha koxxata | Anonenus; @U

" IIOJKO>XXHaTa ThbKaH

Koxxnu peakimu
(crenen 3/4: 5,9%);
HapyiiieHust Ha HOKTHTE
(Texku: 2,6%)

o"Q@
S

Hapymenus na
MYCKYJTHO-CKEJIeTHaTa
cucTeMa u
ChEeTMHUTEITHATA ThKaH

Muanrus (texka: 1,4%)

Aprtpanrus

2

b

D

OO01M HApYLIICHHUS 1
eeKTH Ha MACTOTO Ha

3agbpkaHe Ha
TEYHOCTH (TEIKKO:

3
Peaknun Ha Mﬂ(@@ﬁa
uHQYy3us,

HPUIIOKEHUE 6,5%) I'ppana 6011% €3
Actenus (Texka: ChbpAcd chrane
11,2%); (Texkd; Y);4%)
Bonka O
W3cnenBanus

O
A
\\‘%

gc}neli 3/4 yBennueH
WIUPYOWH B KPHBTA
(< 5%);

Crenen 3/4 yBemuena
ankanHa ¢ocarasza B
KkpbBTa (< 4%);
Crenen 3/4 yBenuieH
AST (< 3%);

CrenieH 3/4 ysenuueH

ov

i

ALT (< 2%)

QX

Onucanue Ha 1/136]0&@( Hexkenanu peakuuu Ha Docetaxel Zentiva 100 mg/m? kato MOHOTEpaIUs IIPU

paK Ha I“’b[zgaTa@@

A

Kpbema

u Jzumgbnama cucmema

Hapymenéﬁ
Penku:; JI1 Ha KbPBEHE CBBP3aHU C TPOMOOIMTONICHUS 3/4 CTeleH.

H@M@Huﬂ Ha HepeHama cucmema

Jannan 3a oOpatuMocT ca Hamutle mpu 35,3% OT ManueHTHTe Pa3BIIIM HEBPOTOKCHYHOCT CIIE
nedenue ¢ pouerakcen 100 mg/m? kato MoHOTepanus. SIBJIEHHATA Ca OT3BYYalll CIIOHTAHHO B

paMKuTe Ha 3 Mecera.

Hapywenus na koxcama u nookoxicnama mvkau
MHoro peku: eI1H Cydaiil Ha aJloNenys HeoOpaTuMa B Kpast Ha POy4BaHeTo. 73% OT KOXKHHUTE
peakIu ca 00paTHMHU B paMKUTE Ha 21 JTHH.

Obwu nHapyuienus u eghexmu Ha MACMOMO HA NPUTOJICEHUe
MeuanaTta Ha KyMyJIaTHBHATa J103a JI0 IPEKpaTsABaHe Ha JeueHneTo € ouna mosede ot 1 000 mg/m? u
MEIraHaTa Ha BPEMETO J0 Bh3CTAHOBSIBAHE OT 3aIbPKaHETO HAa TeUyHOCTH € Omito 16,4 ceqmury (B
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pamkute ot 0 10 42 ceamunn). HauanoTo Ha yMepeHo 0 TEKKO 3aabpikaHe ¢ 3a0aBeHO (MearaHa Ha
KyMyJlaTUBHATa 103a: 818,9 mg/m?) npu nanueHTH ¢ IpeMeIUKays B CPABHEHUE C MALMEHTH Oe3
npemeauKanus (MeMaHa Ha KyMyJaTHBHaTa f03a: 489,7 mg/m?); npu HAkou MalueHTH, odade,

CHOOLICHO B PaHHHUTE KypPCOBE Ha

JICYCHHUCTO.

TabnuyeH cOMCHK Ha He)XeNaHWTe peakimu Ha Docetaxel Zentiva 75 mg/m? MoHoTepanus mpu

HeAPEOHOKIIETHYEH PaK Ha Oenus

npob

CucremMo-opranHu KJjiacose 1o
MedDRA

MHoro 4ecTH HeKeJIaHU
peaknumn

YecTH HeKeJIaHN Peakuu

Wudeximm u nHbeCTaIHN Wudexrmn (crenen 3/4: 5%) L O
: (%
Hapymenus Ha KpbBTa U Heyrponenus (crenen 4: deOpuiHa HEYTPOTICHHS (O
nuMQHaTa cucTeMa 54,2%); QQ
Anemus (crenen 3/4: 10,8%); A
TpombouunTonenus (crerneH 4: QO
1,7%) 3
Hapymenns Ha umyHHaTa CBpLX‘IYB@@TeHHOCT (me

CHUCTCMaA

TEKKA) 5,
\"4

Hapymenus Ha MeTabonusma u
XpaHEHETO

AHopekcus

N

Hapymenusa Ha HepBHaTa
cucrema

[Tepudepna cenzopna
uesponatus (crenen 3/4: 0,8%)24

A4
\?epmbep}la MOTOpHA

esponarus (crernen 3/4: 2,5%)

CobpaedHn HApYIICHUS

Aputmus (HETEKKA);

)
a0

Cp10BU HapyIICHUS XunotoHus
Cromaruso-upeBHy Hapymenns | [agene (crenen 3/4: 3,3%); 3amek
Cromatur (crerme . 1,7%);
IMosprmiane (¢ 3/4: 0,8%);
Juapwus (ct 3/4: 1,7%)
Hapymienus Ha koxxata u Anonen Hapyiienus Ha HOKTHUTE (TEKKHU:
MMOAKOXKHATA ThKaH Koxu kuus (creren 3/4: 0,8%)

0,8%60

Hapyiienus Ha MyCKyJIHO-
CKEJICTHATA CUCTEMA U \&
ChEIUHUTENIHATA ThKaH ,&

«O

|

Muanrusa

OO01IM HApYLIICHHUS U ecbex@\év

Actenns (texxka: 12,4%);

MSICTOTO Ha HpPIJIO)KCH&Q 3ambppiKaHe Ha TEYHOCTH
‘2\ (Texxxo: 0,8%);
Qi boinka
WzcnenBanmst &Q)v Crenen 3/4 yBenuieH
! OnnupyOuH B KpbBTa (< 2%)
TabauteH ciMCchK Ha Hexenanute peakiuu Ha Docetaxel Zentiva 75 mg/m2 B komOuHAIMsI C

OMIIMH IIpH paK Ha I'bpaaTa

CucreMo-oprannm MpHoro

kiaacose no MedDRA

HEXKEJTaHU peaKIuu

yecTH
peaknuu

YecTHn HeKeJIaHH

HeuvecTu HexkeJaHU
peaknuu

WNudexunu u

nHpecTaIMn 7,8%)

Wudexuus (cTenen 3/4:

Hapymenus Ha kpbBTa
1 muM@dHaTa cucTeMa

9,4%);

Heyrponenus (cTemnen
4:91,7%);
Anemus (creren 3/4:

DebpuHa
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Cucremo-opranau

MHoro 4yecTn

YecTH HeKeJIaHHA

HeuecTH He:xe1aHHN

kjaacoBe o MedDRA | HexkeslaHu peakmn peaknuu peakunu
HEYTPOIIEHMUS;
TpomOoruTOTICHHS
(crenen 4: 0,8%)

Hapymenns na CBpPBX4yBCTBUTEITHOCT

WMYHHATa CHCTEMa (crenen 3/4: 1,2%)

Hapymenus na AHopekcus

MeTaboaM3Ma 1
XpaHEHETO

Hapymenus na
HEpBHATa CUCTEMA

[epudepna cenzopHa
HeBponartus (crerneH 3:

[lepudepna moTopHa
HeBponatus (cTerneH

>
&

0,4%) 3/4: 0,4%) Ra)
CobpaedHn HapyIIeHUS Copaeuna C’pr[C‘IHP@p§IHCHI/I}I
HEJIOCTATHhYHOCT;

Aputmusi (HeTekKKa)

£

Cp10BH HapylIEHUs

Xw‘;Q'TOHm

CroMantHo-4peBHI
HapyIICHUS

T'agene (crenen 3/4:
5%);

Cromatur (crenen 3/4:
7,8%);

Huapust (crenen 3/4:
6,2%);

IToBphImane (creneH

A

>

b

Hapymenus Ha koxxaTta
U TIOIKO)KHATA ThKaH

3amnek

Hapyiienust Ha HOKT
(rexku: 0,4%);
Koxna peaxiy
TEKKA)

3/4: 5%);
Anorenus; &
>

N

N

Hapymenus na
MYCKYJIHO-CKEJIETHATa
cucreMa u
ChEIMHUTENIHATA ThKaH

A
o

Mpmuanrus

O6um Hapymenus 1 .
e()eKTH Ha MACTOTO *EEQ
%)

MPUITIOKCHHUC

%.\ETeHHﬂ (Texxa 8,1%);
aJbpKaHe Ha
TEYHOCTH (TEXKKO:
1,2%);

Bbonka

Peaknun Ha MsICTOTO HaA
uHOYy3HUS

I/I3cnem‘,gie1
al

Crenen 3/4 nosumieH
OunMpyOHH B KpbBTa
(< 2,5%);

Crenen 3/4 noBumieHa
ankanHa ¢ocgarasza B

Crenen 3/4 nosuiex
AST (< 1%);
Crenen 3/4 nosuiex
ALT (< 1%)

kpbBTa (< 2,5%)

TabnuueH CIUCHK Ha HeXenaHuTe peaknuu Ha Docetaxel Zentiva 75 mg/m2 B koMOuHAaLus ¢
LMCILUIATUH IPU HeAPeOHOKIIEThYEH pak Ha Oenus 1pob

CucreMo-opransu
Kiaacose no MedDRA

MHoro yecTH
HE)KeJTaHU peakuuu

YecTHn HeKeJIaHHU
peakun

HeuecTn HexkenaHu
pPeaKknuu

Wndexnum u

Wudexkuust (crenen 3/4:

18




Cucremo-opranau

MHoro 4yecTn

YecTH HeKeJIaHHA

HeuecTH He:xe1aHHN

kjaacoBe o MedDRA | HexkeslaHu peakmn peaknuu peakunu
nH(pecTaIMH 5,7%)
Hapymenns Ha kppBra | Heyrporenus (crenen | @ebpunna
U TuM{QHAaTa cucTeMa 4: 51,5%); HEYTPOIEHUS
Anemus (creren 3/4:
6,9%);
TpomOormuTOTICHAS
(crenen 4: 0,5%)
Hapymenus na CBpPBXIYBCTBUTEITHOCT
MMyHHaTa CHCTeMa (crenen 3/4: 2,5%) P
Hapymenns na AHopekcus Q‘Ov

MeTaboaM3Ma 1
XpaHEHETO

Hapymenus na
HEpBHATA CUCTEMA

[lepudepHa cerzopHa
HeBpomatus (cTeneH 3:
3,7%);

IMepudepna MoTopHa
HeBpomnaTus (CTeneH
3/4: 2%)

{
N

CobpaedHu HapyUICHUs Aputmus (cTern 4: | Ceppneuna
0,7%) %) HEAO0CTaThYHOCT
Cb0BU HapyIICHUS XumoToH TETIEH
3/4: 0 796y

CroMantHo-4peBHI

T'agene (crenen 3/4:

3ar@\<

HapyLIeHUs 9,6%); ‘2\
[MoBpsinane (crenex Q‘Q\
3/4: 7,6%); Q
Huapus (crereHn %@'
6,4%); %)
CromaTuT cTeﬁeH 3/4:
2%)

Hapymenus Ha koxata | Ao ;

1 TIOIKOKHATA ThKaH Hapy#icHus Ha HOKTUTE

\

Q

u: 0,7%);
OXKHHU PEaKIIUH
crerned 3/4: 0,2%)

Hapymenusa na
MYCKYJITHO-CK
cucremau_ ()

&
<

aTa

Muanrus (texka: 0,5%)

ChEIUH aTa ThKaH
001 *&'ﬁymeﬂm u Acrtenus (Texka: Peakius Ha MACTOTO Ha
ec%éf Ha MACTOTO Ha | 9,9%); UHQYy3us,
IIPWIOKEHUE 3agbprkaHe Ha bonka
TEUYHOCTH (TEKKO:
0,7%);
Tpecka (G3/4: 1,2%)
Wzcnenpanus Crenen 3/4 nosuiex Crenen 3/4 nosuriex

OmMpyOWH B KPBBTA
(2,1%);

Crenen 3/4 nosumen
ALT (1,3%)

AST (0,5%);

Crenen 3/4 noBuieHa
ankanHa ¢ocdaTasza B
kpbBTa (0,3%)
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TabnuueH CIIUCHK Ha HexenanuTe peaknuu Ha Docetaxel Zentiva 100 mg/m? B komGuHanus ¢
TpacTy3yMab IpH pak Ha IbpJaTa

CucTeMo-OpraHHu KjiacoBe o | MHOIo 4eCTH HexKeJIaHU YecTH HeKeJIaHU pPeakiiuu
MedDRA peakiuu

Hapymienns Ha KpbBTa U Heyrpomnenus (cremnen 3/4:

nuMdHaTa cucrema 32%);

debOpuitHa HEYTPOTICHHS
(BKITIOYBA M HEYTPOTICHHUS,
CBB3aHa C Tpecka U yrnoTpeda Ha
AHTHOWOTHUIIN) HITU

HEYTPOIIEHUYEH CETICHC; Q\(b
Hapymenns Ha Mmetabonmu3ma u | AHOpEKCHsI M
XPaHEHETO A&Q
[IcuxuyHM HapyIIeHHS bescpHue
Hapymenus Ha HepBHaTa [MTapecres3un; I'maBoGomnue; *\
cucrema IIpomsna Ha BKyca, (b'
Xumnoecresus ~ >
Hapymenus Ha ounte YBenu4ueHa JIaKkpuMalius; %‘U
KoHtoHKTHBUT ,.,‘2‘
ChpaeyHy HapyLIeHUs ‘\Gﬁ'ﬁneqna HEIOCTaThYHOCT
CbJI0BH HApYIICHUS Jlumbenem AQ)V
PecniupaTopuu, rpbaHU U Enucrakcuc; ®apunro- (bQ
MeAUACTHHAIHN HapYyILICHHS napuHreanHa Oonka;

Hazodapunrur ; Juc }Q;
Kamnnna;, Punopese

S
CromarmHo-upeBam Hapymieaus | [lagene; J(napugi\DoBprinane;

3anex; Cto T, Jucnencus;

Kopemna _G@wka
Hapymenns Ha xoxata u AHO)@Q Epurema; O6pus;
MOJKO)KHATA ThKaH Hapy#y¢Hrs1 Ha HOKTUTE
Hapymenus Ha MycKyHO- Muanrus; Aprtpanrus; boska B
CKEJIeTHATa CHCTEMA H \z aliHuIMTe; boJika B KOCTHTE;
ChEIMHUTEIHATA ThKaH AA bonxka B repba
OO HapyuIeHus u e@ex@%‘ Actenus; Ilepudepen oTox; Jletaprus
MSICTOTO Ha HpI/IJIO)KeH&Q Tpecka; YMopa; Be3nanenue Ha

ymrasunure; bonka;

@‘2\ I'pumonomo6HO 3a00sIsIBaHE;
PRle) I'ppana 6onka; CTyieHH TPBIKH

I/I3cnez[BaHg€)\ IToBuieno teriao

Onm@)&@ Ha n30panu Hexenanu peakuuu Ha Docetaxel Zentiva 100 mg/m? B komOuHAIWMS €

TMVM36 IIPU pakK Ha r'bpaaTa

Hapywenus na kpvema u mumgpnama cucmema

MHoro yectr: XeMaToIornyHaTa TOKCHYHOCT € YBeIHUeHa MPH MallieHTH MTOJTyYaBalli TpacTy3yMmad
Y JIOI[ETaKCell, B CPaBHEHHE C J0IeTaKceN KaTo MoHoTepanus (32% crener 3/4 HEyTpOTIeHHS CITPSIMO
22%, otuetenu o NCI-CTC kpurepun). Jla ce otOenexu, ue € BEpOSTHO TOBA JIa € HEJOOICHEHO,
Thil KaTo € U3BECTHO, Y€ JOLETAKCEN KaT0 MOHOTepanus B 103a ot 100 mg/m? Boau 10 HeyTponeHus
ipu 97% ot maruenture, 76% creneH 4, Ha 0a3aTa Ha Hali-HUCKAaTa CTOWHOCT HAa Opost HAa KPBBHUTE
kiretku. Yectorata Ha GpeOpHTHA HEYTPOIICHUS/HEYTPOIICHUYEH CETICHC CBIIO € TTOBUIIICHA ITPH
nanueHTH, JiekyBanu ¢ Herceptin mitoc mouerakcen (23% crupsimo 17% mpu marnueHTH, JeKyBaHu C
JTOTIeTaKcel KaTO MOHOTEPAIIHs).
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Covpoeunu napyuenus

CuMnroMaTuyHa ChbpACUYHa HEJOCTATHYHOCT € AOKJIaaBaHa pu 2,2% OT NalUEHTUTE, MOIYIUIN
JIOLIETAKCeN IUTFOC TpacTy3ymad B cpaBHeHUE ¢ 0% OT MalMeHTHTe, OTYYHIU TOIIETaKCe KaTo
MOHOTeparus. B paMoTo Ha go1eTaKcen mioc Tpacty3ymao, 64% ca monyvaBaiy npeaxoiHa
AHTPAIMKINHOBA aIIOBAaHTHA TEepaIs, B CpaBHEHHE ¢ 55% B paMOTO HA IOIIETAKCEN, TIPIIIOKEH KaTO

MOHOTEPAITHSI.

TabauyeH CIUCHK HA HexenanuTte peakuu Ha Docetaxel Zentiva 75 mg/m2 B komOuHAIMsI C

KanenuTaOuH IpHU paK Ha I'bpjaara

CucreMo-opraHHM KJiacose 110
MedDRA

MHOro 4ecTH HeKeJIaHu
pPeaKknuu

YecTHn HeKeTaHU pealcmm

WNudekunn u nadecraun

OpaiHa KaHIumo3a (c@ﬂa 3/4:
< 1%)

Hapymienus Ha KpbBTa U
numbHaTa cucTeMa

Heytponenus (ctenen 3/4:
63%);
Anemus (crenen 3/4: 10%)

Tp0M6ouHTone}@()CTeneH 3/4:
3%)

Hapymenus Ha Mmetabonm3ma u
XpaHEHETO

Anopekcus (crenen 3/4: 1%);
Hamanen anetutr

I[exmq@alfm (cremen 3/4:
29%)

~2~“\

Hapymenus Ha HepBHaTa
cucremMa

Hucreysus (crenen 3/4: <1%);
[Mapecresus (crenen 3/4: < 1%2;

&MaI/IBaHe
naBoOonue (crenen 3/4: < 1%);
[Tepudepna HEBpOIIATHS

Hapymenus Ha ounrte

o
YBenuyena naKpHMauug\(b

Pecnimparopuu, rpbIHN U
MeIUACTHHAIHN HapyILICHHS

@apnnronappmream@
(cTenen 3/4: 2%) \2\

Jucnnues (crenen 3/4: 1%);
Kanumuma (crenen 3/4: < 1%);
Emmcrakcuc (crenen 3/4: < 1%)

CroMaIHo-4peBHU HAPYIICHUS

4

CroMmatut
Huapus

( en 3/4 18%);
eH 3/4: 14%);
Tlanen enieH 3/4: 6%);
HOBp@uaHe (ctenen 3/4: 4%);
3duex (crenen 3/4: 1%);

opemHa Oonka (creneH 3/4:

I'opnaa kopemHa 0oJKa,
Cyxora B ycTtara

\E 2%
)
(\@ Hucnencus
Hapymienus na KO)I(aT@V CuHIpOM phKa-Kpak (CTerneH JlepMmarwr;
MOJIKO’KHATA ThKaH 3/4: 24%) Eputematosen oOpuB (cTeneH
‘2‘ Arnonenus (creneH 3/4: 6%); 3/4: < 1%);

Z)
\Z
A

Hapymienus Ha HokTHTE (CTETIeH
3/4: 2%)

Oo6e31BeTsIBAHE HA HOKTHUTE;
Onwmxonmza (creneH 3/4: 1%)

)
Hapyme;z&aa MyCKYJTHO-
cKen a cucTeMa

C HNTCIIHATa TbKaH

Muanrus (creren 3/4: 2%);
Aprpanrus (crermen 3/4: 1%)

Bounka B kpatinunuTe (CTENeH
3/4: < 1%);
bosnka B rep6a (crenen 3/4: 1%);

OO61u Hapyienns 1 eheKTn Ha
MSICTOTO Ha TIPHUIIOKCHUE

Acrenus (crenex 3/4: 3%);
Tpecka (ctenen 3/4: 1%);
YmMmopa/cimaboct (ctenen 3/4:
5%);

[epugepen otok (crenen 3/4:
1%);

JeTaprus;
Bonka

W3cnenBanus

Hamaneno terio;
Crenen 3/4 mosuitieH OumUpyoH

B KpbBTa (9%)
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TabnuueH CIUCHK Ha HeXxenaHuTe peaknuu Ha Docetaxel Zentiva 75 mg/m2 B koMOuHAaLus ¢
NPEIHU30H WIH NPEIHU30JIOH MDY METACTATHYEH, PE3UCTEHTEH Ha KacTpallys paK Ha IIpocTarara

CucreMo-opraHHu KJjiacose 110
MedDRA

MHOro 4ecTH HeKeJIaHu
pPeaKknuu

YecTn HeKeTaHU pPe€aKkuuu

Wudekunn u nadecrauu

Wudexrms (crenen 3/4: 3,3%)

Hapymenus Ha KpbBTa U
muM¢HaTa CUCTEMa

Heyrpomnenus (cremnen 3/4:
32%);
Anemust (crenen 3/4: 4,9%)

TpombouuTonenus; (cremen 3/4:
0,6%);
DebpriIHa HEYTPOTICHHS

Hapymenus Ha umyHHaTa
cucTeMa

CBpBXYYBCTBUTEITHOCT (CTEIIEH

3/4: 0,6%) L O
\ >4

Hapymenus Ha Mmetabonm3ma u
XpaHEHETO

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

)

Hapymenus Ha HepBHaTa
cucremMa

[epudepna cenzopHa

Jucreysus (creneH 3/4: 0%)

uespomarus (crerex 3/4: 1,2%);

Iepudepna motop, a s
HEBPOIATHS (c@ 3/4: 0%)

-

Hapymenus Ha ounte YBeanueHa ] Kpumanust
(crenen3/4: 0,6%)
o
CobpaedHu HapyUIeHUs Ha a ChpJcYHa

amepHa (yHkus (cTerneH
. 0,3%)

Pecniupatopuu, rpbaHu U
MeINaCTUHAHN HapyIIeHUs

@QQ

mucrakcuc (cremen 3/4: 0%);
Hucnnaes (crenen 3/4: 0,6%);
Kanumuna (crenien 3/4: 0%)

CromainrHo-4peBHU HAPYIIECHUS

lanene (crenen 3/4:
Huapwus (creren 3

ém

CTOM&THT/@&% T (CTeneH
3/4: 0,9%);
[ToBpbin tereH 3/4: 1,2%)
Hapyienus Ha kokaTta u Anonepsis, Excoonrarusen o6pus (crernen
IMOJKOYKHATA ThKaH Hap)@éﬂm Ha HOKTHTE (HE 3/4: 0,3%)

TE%KH)

Hapymenus Ha MycKyHO-
CKeJIeTHATa CUCTeMa 1
ChCAMHUTENIHATA ThKaH (\Q‘

%\Q-

4

Aprpanrus (creren 3/4: 0,3%);
Muanrus (crenen 3/4: 0,3%)

OO0 HapyIIeHUS U e%@‘n Ha

MACTOTO Ha HpI/IJ'IO)K H

VYmopa (crenen 3/4: 3,9%);
3agppKkaHe HA TCUHOCTH
(texxo: 0,6%)

V

Tabnuuen Cﬂ'léﬂ( Ha HexenanuTe peakunu Ha Docetaxel Zentiva 75 mg/m? B komOuHaIms ¢

MIPEIHU3 L npenun30yi08 1 ADT 1py JIOKAJITHO aBaHCHUPAJ WM METACTATHYCH
@m%@. BCTBUTEJIEH PAK HA IPOCTaTaTa ¢ BUCOK puck (mpoyusane STAMPEDE)

CI}CTeMo -OpPraHHH KJIacoBe
no MedDRA

MHoro 4ecTH HeKeJIaHU
peakun

YecTH HexKeJIaHU Peakunu

Hapymenus Ha KpbBTa U
nuMpHATa cucTEMa

Heyrponenus (G3-4: 12 %)
AHemust

®ebpunna Heytponenus (G3-4:
15%)

Hapymenus Ha umyHHaTa
cucTemMa

CepbxuysctBuTenHocT (G3-4:
1%)
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CuctemM0-0pranHu KjacoBe
no MedDRA

MHoro 4ecTH HeKeJIaHU
peakun

YecTH HexKeJIaHU Peakunu

Hapymenus na
€HJIOKpHUHHATa CUCTEMA

JHuadet (G3-4: 1%)

Hapymienus Ha metabonu3ma AHOpekcust

U XpaHEHETO

TcHMXUYHN HAPYIIECHMS bescruue (G3: 1%)

Hapymienus Ha HepBHATA [epudepna censopHa 3amastHOCT Q

cHcTeMa uesponarus (>G3: 2%)? b
I'maBoGome %)

K
Hapymenus Ha ounre 3aMBIJIEHO SPeKQ\)

CobpaedHn HapyIIeHUS

XHHOTOHH;},b(@'& 0%)

Pecnimparopuu, rpbIHN U
MEIMaCTUHAIHU HapyLeHUs

JHucnaes (G3: 1%)

Kammura (G3: 0%)

Wudexnns Ha TOpHUTE
muxarensu neTania (G3: 1%) A

Dapu (G3: 0%)
@Q\W
4

CroMaIHo-4peBHU Huapus (G3: 3%) Q‘JHOBp’bH_[aHe (G3: 1%)
HapYIICHUS CromaTtur (G3 0%) ®(b

3anek (G3: 0%) Q

Tamene (G3:1%) O

Jucrnencus ‘2\

Kopemua 601k : 0%)

MeTteopusbi
Hapymenns Ha xoxata u Anonerms((53: 3%) Oo6pus
MOJIKOKHATA ThKaH Hapy st Ha HokTuTe (G3:

19).
Hapymenus Ha MycKyJHoO- ])Q/IMI‘I/I}I

CKCJICTHATa CUCTEMA U \‘
CbCAMHUTCIIHATA ThKaH OQ‘

3

O
OO HapyIIEHUS 1 @o u | Jleraprus (G3-4: 2%) ITosumiena Temmeparypa (G3:
Ha MSCTOTO Ha I cHUE I'punonofgo6uu cumntomu (G3: | 1%)

Q
9

0%)
Actenns (G3: 0%)
3ajbprKaHe HA TCUHOCTH

OpanHa KaHARI032a
Xunokannuemus (G3: 0%)
Xunodocharemus (G3-4: 1%)

N

Xunoxkanuemus (G3: 0%)

a § Banero GETUG AFU15
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TabnuyeH CIUCHK Ha HEXEIAHUTE PEaKIMU TPy aaroBanTHa Tepanus ¢ Docetaxel Zentiva 75 mg/m2 B
KOMOUWHAIMA ¢ JOKCOPYOULIMH U 1mkiIodochaMua Mpy NAITMEHTKY ¢ PaK Ha T'bPaTa ChC 3acsiraHe Ha

nuMmdnauTe Bu3aM (TAX 316) u 6e3 3acsarane Ha auMmbuute Bb31u (GEICAM 9805) - cOopHu 1aHHU

CucreMo-opransu
Kiaacose o MedDRA

MHoro yecTH
HE)KeJTaHU peakuuu

YecTHn HeKeJIaHH
peakun

HeuecTn HexkenaHu
pPeaKknuu

Nndexnum u
nHpecTanun

Wudexkuus (crenen 3/4:
2,4%);
Heyrtponenuyna
undexnus (crenen 3/4:
2,6%)

Hapymenus Ha kpbBTa
U TuM{QHAaTa cUCTeMa

Anemus (crenen 3/4:
3,0%);

Heyrponenus (cremnen
3/4: 59,2%);
TpomMOoruTOTICHAS
(crenen 3/4: 1,6%);
OebpuiHa
HeyTpoIreHus (CTerneH
3/4: HenPUIIOKUMO)

(

D

Hapymenus na
MMyHHaTa CUCTeMa

Hapymenns na
MeTaboau3Ma 1
XPAHCHETO

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

CBpLXHyBCTBWCT
(ctenien 3/4: 066
N
Q’b

Hapymenus na
HEpBHATA CUCTEMA

Hucreysus (creneH 3/4:
0,6%):
[Tepudepna CCH3OPH&

HEBPOTATHU (CTG@
3/4:<0,1%) Q

¥)

epHa MOTOpHA
ponatus (cTerneH
/14: 0%)

Cunkon (creneH 3/4:
0%)
HeBpoTokcHUHOCT
(cremen 3/4: 0%)
COMHOJIEHTHOCT
(cremen 3/4: 0%)

Hapymenns na ounte | Konto BUT (CTelleH | YBelanueHa
3/4"% %) JaKpuMaIus (CTerneH
(\Q‘ 3/4: <0,1%)
ChpIeuHn HapyIICHNS <QV Aputmust (crenien 3/4:
Q 0,2%)
N
CoaoBu Hapyx@‘iﬁ Omam (crenen 3/4: Xwunotonus (crernexH Jlmmdenem (crenen 3/4:
(@) 0,5%) 3/4: 0%) 0%)
Q ®nedur (crenen 3/4:
R4 0%)
P@aTOpHI/I, TPBIHA Kamumuna (crenen 3/4:
1 MeIHACTHHATHU 0%)
HapyIICHHS
CromainHo-4peBHI lanene (crenen 3/4: Kopemna 6onka
HapyIICHNS 5,0%); (crenewn 3/4: 0,4%);

Cromarut (cteneH 3/4:
6,0%);

[ToBpsIane (cTerneH
3/4: 4,2%)

Huapwus (crenen 3/4:
3,4%);

3amnexk (cTeneH 3/4:
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CucreMo-opranumn MHoro yecTn YecTH HexeTaHU HeuecTu He:xenaHu

kjaacoBe mo MedDRA | HexkeslaHu peakmn peaknuu peakunu
0,5%);

Hapymenus Ha koxxara | AJonenus

Y TIOIKO)KHATA ThKaH (nepcucrupara <3%);

Hapymienus Ha koxata
(G3/4: 0,6%)
Hapyuienust Ha HOKTUTE
(G3/4: 0,4%)

Hapymenus na Muanrus (crenen 3/4:
MycKyinHoO-ckenetHata | 0,7%); (b'
cucTeMa u Aptpanrus (crenen 3/4: b
chenuHuTenHara Tbkan | 0,2%) A@
Hapymenns na Awmenopes (crenen 3/4: AN
BB3MPOU3BOAUTEIHATA | HETIPUIOKHUMO) QO
CHCTEMa M T'bpara A
OO01IM HApYLIICHHUS U Acrenus (creneH 3/4: o>’
edexTn Ha MactoTo Ha | 10,0%); <a(b
HPUIIOKEHHE IMupekcus (crenen 3/4: Q.
HETIPUIIOKUMO); @‘2\
[Mepudepen otok &
(crenewn 3/4: 0,2%) @
N3cnenBanns YBennuan a
TernotofQicnen 3/4:
0% Q

sIBAHE Ha TETJIOTO
enieH 3/4: 0,2%)

JFoBaHTHA Tepanus ¢ Docetaxel Zentiva 75 mg/m? B

MWL DY ITAIMEHTKH C PaK Ha I'bpJIaTa C 3acsAraHe Ha
nmuMmduute Bu3aM (TAX 316) u Ge3 3acxeaﬂe Ha tuMmdauTe B31u (GEICAM 9805)

Onucanne Ha M30paHU HEKEIAHN PEAKIIMH IT

Hapywenus na nepsnama cucmgg

IIpu npoyuBaneTo TAX316, (hepHa CEH30pHA HEBPOITATHSI, 3aTI0YHANIA 10 BpeMe Ha Iepro/ia Ha
JIeYCHUE U TIePCUCTHpAIIa 1oJa Ha TIpocIesBane, € Habmonasana pu 84 manuentu (11,3%) B
TAC pamoto u 15 mnan % (2%) BB FAC pamoro. B kpast Ha mepuo/a Ha npocieisBane (Meanana
Ha MepHuoia Ha Ipoc e%lz He 8 rouHM), eprudepHa CEH30PHA HEBPOMATHSI, KOSITO MPOIBIKABA, €
HabJro1aBaHa np@\'lauuexnn (1,3%) B TAC pamoto u npu 2 namuentu (0,3%) BB FAC pamorto.
[Ipu npoymsa@ EICAM 9805, nepudepHa cCeH30pHA HEBPOIATHS, 3aII0YHAA IO BpEME Ha
nepuo/ia Ha {[geHne, € NePCUCTHPAIA B TIEPHOJIA Ha NPOCTIE/IABAHE TIPH 10 marmentn (1,9%) 8 TAC
paMoTo QaHI/IeHTI/I (0,8%) BB FAC pamoto. B kpast Ha mepuo/ia Ha npociesBane (Meanana Ha
a pocneassane 10 roguuu u 5 Mecera), mepudepHa CEH30pHA HEBPOIIATHS, KOSTO

aBa, ¢ HaOronaBana npu 3 narueHty (0,6%) B TAC pamoro u npu 1 manuenr (0,2%) BbB
FAE pamoTo.

Copoeunu HapyuieHus

ITpu mpoyuBarero TAX316, 26 nanuentn (3,5%) 8 TAC pamoto u 17 nanuentu (2,3%) 8sB FAC
pPaMoTO ca UMali 3aCTOHHA Chp/ICYHA HEJIOCTATHYHOCT. BCHUKH, C M3KITIOYCHUE HA STUH MAIIUEHT OT
BCSIKO pamo, ca auarHoctuipanu cbe 3CH mosede ot 30 nHu ciien nepuo/a Ha jieueHue. [[Bama
naruerTu ot TAC pamoTto u 4 manuenT oT FAC paMoTo ca moynHalIv Opaay ChpacyHa
HEIOCTaThYHOCT.

IMpu npoyusanero GEICAM 9805, 3 marentu (0,6%) B TAC pamoto u 3 maruentu (0,6%) BB FAC
PaMoTO ca pa3BHIIM 3aCTOWHA ChpPACYHA HEIOCTATHYHOCT 110 BpEMe Ha MEepPHoJia Ha mpocieasBane. B
Kpasi Ha Tiepro/ia Ha pociesBane (IeiicTBUTETHA MeMaHa Ha Tiepro/ia Ha rpociesBane 10 roguHu
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u 5 Mecera), auto exud maruenT He € uman 3CH B8 TAC pamoro, 1 manuent 8 TAC pamoro €
MOYMHAJ TIOPaJX JUJIaTaTHBHA KapArnoMHUomnaTHs, a nepcuctuparia 3CH e HaOro1aBaHa npu
1 manmenr (0,2%) BB FAC pamorto.

Hapywenus na xoscama u nookojICHAmMa mvKaH

[pu npoyuBaneTo TAX316 anonerys, IEpCUCTUPALIIA [T0 BpEME Ha NIEPHUO/Ia Ha MPOCICAsIBaHE CIIE
Kpas Ha XUMHOTepanuaTa, € HabmomaBana mpu 687 ot 744 TAC marmentu (92,3%) u 645 ot

736 FAC nanuentu (87,6%).

B kpast Ha meproia Ha TIpocieaBaHe (IeiicTBUTETHA MeIaHa Ha BPEMETO Ha MPOCIIe/IIBaHe

8 roaunm), mepcuctrpaiia ajgonenus ¢ Hadaronasana npu 29 TAC marnuentu (3,9%) u 16 FAC
maruenTn (2,2%).

[Ipu mpoyusaneto GEICAM 9805 amonernwst, KOSTO € 3al09YHAaJa 10 BpeMe Ha Ieproja Ha HC‘ICH%I/I
€ MepcucTrpaia B mepruoja Ha MpociesBane, € Ipoabpkmia npu 49 manuentn (9,2%) B TAC
pamoTo u 35 manuentu (6,7%) BpB FAC pamoTo. Asonerusi, CBbp3aHa ¢ M3MUTBAHOTO JIEKa 0, €
3aroyYHajIa WK Ce € BIIOIMIA [0 BpeMe Ha Mepuo/a Ha Ipocienspane npu 42 namuentu (R,9%) B
TAC pamoto u 30 manuentu (5,8%) 8sB FAC pamoro. B kpast Ha mepro/ia Ha IIpocCIIe e
(MenuaHa Ha Tieprofa Ha npociensBade 10 roquHu U 5 Mecera), MepPCUCTUPAIIA all us e
HaOmonaBana npu 3 nauuentu (0,6%) B TAC pamoro u ipu 1 mauument (0,2%) Png C pamoro.

Hapywenus na 6v3npouzeooumennama cucmema u bpoama Z

[Ipu npoyuBaneto TAX316, ameHOpes, 3aroyHaa 10 BpeMe Ha Iepro JICYCHHUE U
MEepCUCTHpAlla B IEPHOAa Ha MPOCIeAsBaHe Ciie]] Kpasi Ha XUMHOTEP, Ta e cpobmiena npu 202 ot
744 nanmentu B TAC pamoto (27,2%) u 125 ot 736 nauueHT! Bb pamoro (17,0%).AmeHopes,
KOSITO MPOJIbJDKAaBa B Kpasi Ha TIepHo/ia Ha rpocieasiBane (Me/u a TIepro/ia Ha Tpoce/sIBaHe

8 roaunm) e Habmoaasana npu 121 ot 744 nanuentu B TA 10 (16,3%) 1 86 manueHTH BHB
FAC pamoro (11,7%). Q,

[Ipu nmpoyusanero GEICAM 9805 e nabnromaBana aMCHOPEH, KOSTO € 3al0YHaIa 110 BpeMe Ha
Mepro/ia Ha JIeYeHUE U € IepCUCTUpaa B IIEpHOo/Ia ocJie/isIBaHe, € MPOIBIDKHIIA ITPH

18 manmentn (3,4%) B TAC pamoto u 5 marueH 0%) BbB FAC pamoto. B kpas Ha neprona Ha
npocieasBane (MeanaHa Ha epruo/ia Ha pr ane 10 roguHu U 5 Mecena), mepcucTupana

ayroTIeIus € HabJIro1aBana Mpy 7 MaIrMeHTH %) B TAC pamoro u nipu 4 marment (0,8%) e FAC

pamoTo. %)
A

Obwu napywenus u eghexmu Ha M cgbmo HA npuiodiceHue

IIpu npoyuBaneto TAX316, ne pPEH OTOK, 3aII0YHAJT TT0 BPEME Ha MEPHo/Ia Ha JICUCHUE U
MepCUCTUPAI B IEPHO/Ia Ha JieJiIBaHe CJIe]] Kpas Ha XUMHOTepanusiTa, € HabmroaaBad npu 119 or
744 naunentu B TAC pam 6,0%) u 23 ot 736 manmentu BB FAC pamoto (3,1%). B kpast Ha
nepuoja Ha npocnez[mﬁ@ JieficTBUTENTHA MeIMaHa Ha NIepruoja Ha MpociiesBane 8 roauHm),
nmepcucTupai neprudieper oTok € Hadaroaasan mpu 19 marment B TAC pamoro (2,6%) u 4 marnuenTH
ot FAC pamoto (9;5%).

[Ipu nmpoyusa AX316, numdenem, 3an109HAI IO BpEeME Ha IIEpHO/Ia Ha JICYCHUE U TIEPCUCTUPAILLL
B Mepuojia H@ OCJIe/IsIBAHE CIIe]] Kpast Ha XUMHUOTEpaIusiTa, € ChoOieH npu 11 ot 744 nanueHTy B
TAC pa (1,5%) u 1 ot 736 marmentr B5B FAC pamoto (0,1%). B kpas Ha mieprioga Ha

pocII aHe (IeiiCTBUTENIHA MEIMaHa Ha TIEPUO/Ia Ha POCIIesIBaHe 8 TOANHM), TIEPCHCTUPAIL]
hi§ em e HaOmonaBan npu 6 marmenty B TAC pamoto (0,8%) u 1 marment BB FAC pamoto
(0,0).

IIpu mpoyuBaneTo TAX316, acTeHus, 3ani0yHaIa o BpeMe Ha IepHoJa Ha JICUEHHE U IIEPCUCTHpAIla
B MIEPHO/Ia HA TIPOCIIEISIBAHE CIIE]] Kpas Ha XUMUOTEPAInATa, ce choOmana npu 236 ot 744 manueHTH
B TAC pamoro (31,7%) u 180 ot 736 nauuentu BbB FAC pamoro (24,5%). B kpast Ha nepuoa Ha
mpociesBane (IeMCTBUTEIHA MEIUaHa Ha TIEPHOo/Ia Ha IPOCTIeAsiBaHe 8 TOIMHN), IIEPCUCTHPAIIIA
acteHus e HaOmoaBana npu 29 nanuentu B TAC pamoto (3,9%) u 16 manmenT B5B FAC pamoTo
(2,2%).

[Tpu mpoyuBaneto GEICAM 9805, nepudepen oTok, 3ar0vHal IO BpeMe Ha Iepro/ia Ha JedeHHe, €
MepCUCTHPAT B iepuoa Ha nipocieassade npu 4 nanuentu (0,8%) 8 TAC paMoTo 1 2 HalueHTH
(0,4%) BB FAC pamoro. B kpast Ha meprojia Ha TpociiesBane (MearaHa Ha Ieproia Ha
npocneassane 10 roauuu u 5 mecera), auro exun namueHt (0%) B TAC paMoTo He ¢ umai
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nepudepeH 0ToK, a epcrcTUpa nepudeper oTok e Habmonasan npu 1 nanuent (0,2%) BB FAC
pamoro.

Jlumdenem, 3armoyHa o BpeMe Ha Iepuoa Ha JIeYeHHe, € IIEPCUCTHpall B IEPHOJIa Ha MPOCIIC/sIBaHe
npu 5 narmentu (0,9%) B TAC pamoro u 2 nauuentu (0,4%) BsB FAC pamoro. B kpas Ha nepuona
Ha MpocIesBane, mepcuctupar auMdeneM e Hadmomasan npu 4 marmentn (0,8%) B TAC pamoTo u
1 manmenr (0,2%) BsB FAC pamorTo.

AcTeHus1, KOSITO € 3aloyHaIa 110 BpeMe Ha Mepro/ia Ha JICUCHHE U € TIEPCUCTUpAlIa B IEpHo/ia Ha
npociesBane, € npoabkuia npu 12 narmentu (2,3%) B TAC pamoro u 4 nanmentu (0,8%) BbB
FAC pamoro. B xpas Ha meproaa Ha pocieasiBaHe, IEPCUCTUpAIa aCTeHUs ¢ HabJto1aBana mpu

2 narmentu (0,4%) B TAC pamoto u nipu 2 nanuentu (0,4%) 8sB FAC pamoro.

Ocmpa nesremusi/Muenro0UCnIacmuien CUHOPOM

Crnen 10 rogunam mpocnenssane npu npoyusanero TAX316, octpa jieBKeMUs € ChOOIICHA MTPH @b‘
744 TAC nauuentu (0,4%) u pu 1 ot 736 FAC manuentu (0,1%). Exqun TAC manuest (0,19@

1 FAC mament (0,1%) ca mounHamu mopaan ocTpa MUCIOUIHA JIEBKEMHUS IO BpEMe Ha HQQ a Ha
npocnejasane (MelaHa Ha IIEPHOJIa Ha IIpocie/isBane 8 rofuHu). MuenoauciacTuugH QUHIPOM €
cboOieH mpu 2 ot 744 TAC nauuentu (0,3%) u npu 1 ot 736 FAC nauentu (0,1% &

Crnen 10-roguien nepuof Ha npociessane B npoyuaneTo GEICAM 9805, octpa neBkemus €
HacTbnuia npu eaud ot 532 (0,2%) ot mauuenture B TAC pamoTto. He ca CLO&I/I cIyJau mpu
naiueHT BbB FAC pamMoTo. B HHTO €1HA OT rpymuTe HE ca TUarHOCTHINPAHZA/TIAIIMCHTH C
MHUEI0AUCIIIIACTUYCH CUHIPOM. @\z\

Heymponenuunu ycnooicnenus &

TabmumaTa no-10ry MoKasBa, 4e 4ecToraTa Ha peOpriiHa HeyTp?gém 1 HEYTPOIICHUYHA HH(PEKIUS
oT 4-Ta cTerneH e Ouila HamaJsiia PH MalMeHTH, KOUTO ca H9§B M [TBPBUYHA MPO(QUITAKTHKA C
G-CSF, cnex kato Ts1 e craHana 3aab/okutenHa 3a TAC pa@ o B manutBanero GEICAM.
HeyTponeHnyHH yCIIOKHEHHS IPH NAUCHTH, nonvxazac?md TAC cbe nian 6e3 mbpBUYHA
npodunaktuka ¢ G-CSF (GEICAM 9 805) ¢\>\

Bezpppsuuna G-CSF C nbpBuuna G-CSF
GapopunaxTuka npopuIaKTHKA
‘2\ (n=111) (n=421)
A < n (%) n (%)
NS
HeyTponeHus (cTerneH 4& 104 (93,7) 135 (32,1)
beb (Q&/IO 28 (25,2) 23 (5,5)
eOpuIHa HEYTP st : :
0.\
HeyTponeH%@a\HH(beKum 14 (12,6) 21 (5,0)
A
He{:;)ﬁehhqna UHPEKIHS 2(1,8) 5(,2)
(cTg 3-4)
Qg

QQ
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TabnuueH CIUCHK Ha HeXxenaHuTe peaknuu Ha Docetaxel Zentiva 75 mg/m2 B koMOuHAaLus ¢
LUCIUIATUH U 5-QJIyopoypauui Ipy CTOMAIIEH aAcHOKAPLUHUHOM

CucreMo-opraHHu KJjiacose 110
MedDRA

MHOro 4ecTH HeKeJIaHu
pPeaKknuu

YecTn HeKeTaHU pPe€aKkuuu

WNudexunu u nadecraun

Heytpomnennuna nugexus;
Wudexus (crenen 3/4: 11,7%)

Hapymienus Ha KpbBTa U
numbHaTa cucTeMa

Anemus (crenen 3/4: 20,9%);
Heytponenus (ctenen 3/4:
83,2%);

TpombouuTonenus (cremnen 3/4:
8,8%);

DebOpusiHa HEYTPOIICHHS

Hapymenus nHa umyHHaTa
cucTemMa

CBpBXYYBCTBUTEITHOCT (CTEIIEH
3/4:1,7%)

Hapymenus Ha Mmetabonm3ma u
XpaHEHETO

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

Hapymenusa Ha HepBHaTa
cucTema

[Tepudepna cenzopna
uespomnarus (crered 3/4: 8,7%) |

R

N
3@%3@}16 (cremen 3/4: 2,3%);
prdepHa MOTOpHA

Heponarust (crerneH 3/4: 1,3%)

Hapymenus na ounrte

L

VBenuueHa JaKpuMarus
(cTenen 3/4: 0%)

Hapymienus Ha yxoTo u
JabupUHTA

Hapymenus Ha cimyxa (cTeneH
3/4: 0%)

ChpaeyHy HapyLIIeHUs

Aputmus (crenen 3/4: 1,0%).

CromainrHo-4peBHU HAPYIIECHUS

A\

Tnapus (¢iétien 3/4: 19,7%);

lanen erie 3/4: 16%);

Crom@rut (crenen 3/4: 23,7%);
wiane (cremne 3/4:

,3%)

3arex (crenen 3/4: 1,0%);
CromaniHo-upeBHa 00JIKa
(cremen 3/4: 1,0%);
Ezodarut/mqucharus/6onka mpu
npermbinade (crenen 3/4: 0,7%)

HapymeHHﬁ Ha KoXXaTta u OV\‘
IOJKOXHAaTa ThbKaH QQ
,8)

Arnonenus (crernien 3/4: 4,0%)

O6puB cbe chpbex (crenen 3/4:
0,7%);

Hapyuienus va HokTHTe (CTeTIeH
3/4: 0,7%);

Excdonuanus Ha Koxkata
(cremen 3/4: 0%)

O61mu ;@?ﬁje}mﬂ u epekTH Ha

§ Ha OPUITOKCHUC

Jleraprus (cremen 3/4: 19,0%);
Tpecka (crerren 3/4: 2,3%);
3agppkaHe HA TCUHOCTH
(Tesxx0/’KMBOTO3ACTPAIIIABALIIO:

1%)

Onucanne Ha u30panu Hexenanu peakunu Ha Docetaxel Zentiva 75 mg/m? B xomOuHams ¢

OUCIIIaTUH U 5-(1)J'IVODOVD3LII/IJ'I OpH CTOMaIICH aACHOKApIINHOM

Hapywenus na kpvema u numgpnama cucmema
®deOpritHa HEYTPOTICHHS M HEYTPOTIeHUYHa HHEKITUS Bh3HUKBAT ChOTBETHO 1ipu 17,2% u 13,5% ot
NalnueHTuTe, He3aBUCHMO OT npuinaraneTo Ha G-CSF. G-CSF e u3nosn3BaH 3a BTOpUYHA
npodunakTika nmpu 19,3% ot nammentute (10,7% ot nuknure). @eOpuitHa HEYTPOTICHUS U
HEYTpOTIeHNYHA HHPEKIHS Bh3HUKBAT ChOTBETHO TipH 12,1% 1 3,4% OT manuenTure, Korato
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narnueHTuTe ca nonyaw npodunakrnano G-CSF, npu 15,6% u 12,9% ot nanuenTure 6e3
npoduaaktuueH G-CSF (Bxk. Touka 4.2).

TabnuueH CIMCHK HA HeXelanuTe peakimu Ha Docetaxel Zentiva75 mg/m? B kom6GuHAaus ¢

OMCIUIaTHH U S-dmvopovpaunn IOpH paK Ha IjiaBa ¥ 11U

o UHayKinoHHa XMMHOTEPAIH mociaeaBana ot rbuerepanus (TAX 323)

Cucremo-opranau
kjaacose mo MedDRA

MHoro yecTH
HeKeJIaHU peakuuu

YecTH HeKeJIaHHA
peaknuu

HeuecTH He:xe1aHHN
peaknuu

WNudexunu u

Wudexuus (cTenen 3/4:

uHecTau 6,3%); b@'
Heyrponenuuna %)
MH(EKIHS &Q

Heommazmu- PaxoBa 6oska (cTenex QQ

NO0OPOKAYECTBEHH, 3/4:0,6%) *

37TOKAa4E€CTBEHU H
HeonpeeneH! (BKIL.
KUCTH U MOJIUIIH)

(

Hapymienns Ha kpbBTa
u muM@dHaTa cucTeMa

Heytpormnenus (creneH
3/4: 76,3%);

Anemus (creneH 3/4:
9,2%);
TpomboruTOnIEeHUS
(crenen 3/4: 5,2%)

AN
@ebpuiHa N

%)
HEYTPOIIECHUS
Q\\>
Q?’Q
3

Hapymenus na
MMYyHHAaTa CHCTEMa

Hapymenus na
MeTaboau3Ma 1
XpaHEHETO

AHopekcus (cTerneH
3/4: 0,6%)

o

A
C JyBCTBUTEITHOCT
TEXKKA)

7

Hapymenus na Hucreyzus/ MI/IH' 3amaiiBane
HEpBHATa CUCTEMa Hepmbep €H30pHa

HEBPOIATH (CTeneH

3/4: 0\ 3{)
Hapymenus Ha ounte YBenudeHa

O JaKPUMAIIHS;

QQ KoHIOHKTHBUT

Hapyienus Ha yxowdvu Hapymuienus Ha ciayxa
Ja0MpHHTA A

Cepacanu H@U}J,CHI/I}I

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

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

C’L,Z[O %%’LHCHI/IH

BeHo3HO HapyiieHne
(cremen 3/4: 0,6%)

CT AITHO-IPECBHU
HapyIICHUS

lanene (creneH 3/4:
0,6%);

Cromarur (crerneH 3/4:
4,0%);

Huapwus (crenen 3/4:
2,9%);

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

3arex;
E3o¢arut/nucdarus/60
JIKa TIPU TIPETIThIIaHe
(ctenen 3/4: 0,6%);
Kopemna 6oixka;
Hucnencus;
CroMantHo-4peBHA
XeMoparus

(ctenien 3/4: 0,6%)

Hapymenus Ha koxxaTta
U TIOIKO)KHATA ThKaH

10,9%)

Anornerus (creneH 3/4:

OO0puB cbC CHPOEK;
Cyxa koxa;

Excdonnanus Ha
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Cucremo-opranau
kjaacose mo MedDRA

MHoro 4yecTn
HEKeJIaHU peakuuu

YecTH HeKeJIaHHA
peaknuu

HeuecTH He:xe1aHHN
peaknuu

Koxara (crereH 3/4:
0,6%)

Hapymenus na
MYCKYJTHO-CKEJIEeTHaTa
CHUCTEMA U
ChEJMHUTENIHATA ThKaH

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

OO01M HApYLIICHHUS U
eeKTH Ha MACTOTO Ha

Jletaprus (ctenen 3/4:
3,4%);

MPIIOKEHUES Tpecka (crernen 3/4:
0,6%): Q°
3anbpprkaHe Ha QQ
TEYHOCTH; QA
Otoxk ‘(\O
Wscnenpanust IToBuIIeHO TETIO N

>

e VHAyKIMOHHA XMMUOTEpaNHsl ocIeBaHa OT XUMHOIbUYETEparys (TAX@"ZB

AN

CucreMo-opraHHu
kjaacose no MedDRA

MHoro yecTH
HEKeJIaHU peakuuu

YecTHn HeKeJIaHHU ®'<
peakuuu

HeuyecTu HexkeJaHH
peaknuu

Nndexnum u

Undexnus (crenen 3/4:

uH(pecTaIMN 6,3%) uHde
Heommazmu- Pakega*0oika (CTeneH
J0OPOKAYECTBCHH,

3JI0KaYeCTBEHU U
HeomnpeeneH! (BKIL.
KHUCTH W TTOJIHIIH)

J
o

3(84,2%)
V%

Hapymenus Ha kpbBTa
1 muM@dHaTa cucTeMa

Q

LN

Heyrpomnenus (@ﬁeH
3/4: 83,5%%; Q>
Anemus ( eH 3/4:

12,4%)?
Tp& LIUTONIECHUS

H 3/4: 4,0%);
cOpmTHa
CYTPOIICHUS

Hapymenus Ha 5% CBpBXUyBCTBUTEITHOCT
WMYHHATa CHCT
Hapymemzm@}\ ) AHopekcus (cTerneH
MeTtabo u 3/4:12,0%)
XpaHEH
Hglée‘mm Ha Hucreysus/Ilapocmust | 3amaiiBane (creneH 3/4:
HEpBHATA CUCTEMA (cremen 3/4: 0,4%); 2,0%);
Iepudepna cenzopna | IlepudepHa MOTOpHA
HEBpOMATH (CTEIIeH HeBpomnaTHs (CTeneH
3/4:1,2%) 3/4: 0,4%)
Hapymenus Ha ounre YBenudeHa KoHIOHKTUBUT
JaKpUMaIus

Hapymenus Ha yxoto u
nabupuHTa

Hapymuienus Ha cinyxa
(crenien 3/4: 1,2%)

CoepaedHn HapyIIeHUS

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

MuokapaHa ucxemus

Cpa0BH HapylIEeHUs

Benosno HapyHniCHUC
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CucreMo-opranumn MHoro yecTn YecTH HexeTaHU HeuecTu He:xenaHu

kjaacoBe o MedDRA | HexkeslaHu peakmn peaknuu peakunu
CroMalHo-4peBHU I'anene (cremen 3/4: Hucnencus (cTenex
HapyLICHHs 13,9%); 3/4: 0,8%);
Cromarur (crenen 3/4: | CToMamHo-4peBHa
20,7%); 0oska (cremneH 3/4:
[MoBpsinane (crenex 1,2%);
3/4: 8,4%); CromanrHo-4peBHa
Hwuapus (crenen 3/4: Xemoparu
6,8%); (crenen 3/4: 0,4%)
Ezodarut/nucharus/60
JIKa TPY MPEeriIbIIaHe brb
(ctenen 3/4: 12,0%); %)
3arek (cTeneH 3/4: &Q
0,4%); A0
Hapyienus Ha koxkata | Anonerus (crenen 3/4: | Cyxa koxa; *\
Y TIOIKO’KHATA ThKaH 4,0%); JeckBamarust (b
OO6puB CbC CHPOEK; ) >
Hapymenus na Mpuanrus (cTenex 3/4:@.0
MYCKYJHO-CKEJIEeTHaTa 0,4%) %)
cuCTEMa U &
ChEeIMHUTEITHATA ThKaH @
OO01Iu HapyLIICHUS U Jletaprus (ctenen 3/4: )
edextu Ha msictoro Ha | 4,0%); (b
MPUIOKEHUE Tpecka (ctemnen 3/4: Q

3agppkaHe Ha
TEYHOCTH (cTereH 3/ Q

1,2%); (b.
Otok (cTencH 3@7
1,2%) D

3,6%); Q‘O
Ve

Wzcnensanus Hamaneno(grio IloBumieHo Terno

ITocTMapKETHHTOB OITUT ;$

Heonnasmu — 0obpoka BeHU, 3/I0KAYeCMBeHU U Heonpeoeienu (6K1. KUCMU U NOJUNU)

CrobmraBa ce 3a BTO &a 0sIBa Ha IbPBUYHHM 3JI0KA4€CTBEHH 3a00sIBaHNA (C HEM3BECTHA YECTOTA),
BKJIFOUUTEITHO HE )2§KHHOB muMQpoM, BbB Bpb3Ka C JOIETAKCEel, IIpUIarad B KOMOMHAIUS C IPYTH
MIPOTUBOPAKOB )Qem/m, 3a KOUTO € U3BECTHO, Y€ Ca CBhP3aHH C BTOPUYHA MOsIBA HA ITBPBUYHH
3JI0KA4Y€CTB abomsiBanus. Mima choOIIeHHs 32 OCTpa MUCIOUIHA JICBKEMUS U

MUEIO]T @acmqu CUHJIPOM (C HEM3BECTHA YECTOTA) B OCHOBHUTE KIMHUYHU M3IUTBAHHS TIPH paK
Ha Mne&a xkie3a ¢ TAC cxemara.

Hapywenus na kxpvema u aumgnama cucmema

Cpo01aBaHu ca citydad Ha MOATUCKaHE Ha KOCTHUSI MO3bBK U APYTH XeMaTOJIOTUYHHU HEXeJaH!
peakunu. ma cho01eHns 3a TuceMrUHUpaHa nHTpaBazainana koarymnauus (AM1K), secto cBbp3ana
ChC CETICUC WM MYJITHOPTaHHA HEIOCTAThYHOCT.

Hapywenus na umynnama cucmema

CpoOIeHH ca HAKOJIKO cily4dasl Ha aHa(UIaKTUYeH 10K, MOHSAKOra 3aBbPIIWII (aTaiHo.

Hma choOIeHns 3a peakiii Ha CBPbXYYBCTBUTEIHOCT (C HEM3BECTHA YECTOTA) MPHU YIOoTpeda Ha
JIOLIETaKCeN MPY MAallMeHTH, KOUTO ca MMaJIi MPEAULIHN PEeaKUH Ha CBPbXUyBCTBUTEITHOCT KbM
MaKITUTaKCell.
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Hapywenus na nepsnama cucmema

Penxu citydan Ha KOHBYJICHU WU MPEXOJHA 3ary0a Ha Ch3HAHKE ca HAOIOIaBaHU TIPU TPUIIOKCHHC
Ha JIonieTakcesl. Te3n peakiuy MOHAKOTa ce MOABSIBAT [0 BpeMe Ha WH(Y3HUITa Ha JIEKAPCTBEHUS
MPOAYKT.

Hapywenus na ouume
Cro011aBa ce 3a MHOTO PEJIKU CIIy4ad Ha MPEXOIHU 3PUTEITHHA HapyIIeHUs (POTOICHS, CKOTOMH),
00WYaifHO BH3HUKBAIIH IO BpeMe Ha MH(Y3Hs Ha JICKAPCTBCHHS MTPOJYKT U CBBP3aHU C PEaKIIUU Ha
CBPBXYYBCTBUTEIHOCT. Te ca oOpaTiMu cien npekpaTsIBaHe Ha HHYy3uaTa. Psiko ca cro0IaBaHu
ClTy4yau Ha JJAKpUMAIIHS C WM 03 KOHIOHKTHBHUT, KAKTO U CITy4ad Ha OOCTPYKIIHS Ha CITb3HUS KaHA,
KOETO BOJIH JIO MPEKOMEPHO Chi3eHe. MiMa choOIIeH s 3a Cifydan Ha KUCTOHJICH MaKyJIeH eJIeM
(KME) npu marueHTH, JISKYBaHH C JOIIETaKCEel. (b'
©
)

Hapywenus na yxomo u nabupunma
CroOIaBanu ca peKu Clydyau Ha OTOTOKCHYHOCT, HAPYIIICHUS Ha CITyXa ¥/WiK 3aryoa Ha&&xa.

Covpoeunu napyuenus *Q
Cpo01raBany ca peaKHd CiIydan Ha MHOKapeH HHPapPKT. (b.

Hma cpoOiieHus 3a KaMepHa apUTMUS, BKIFOUYUTEITHO KaMEPHA TaXUKaAPAHS xgh?,BeCTHa 4ecToTa),
MOHSIKOTA C JICTAJICH U3XO0/I IPY MAIMEHTH, JIEKYBaHH C JOIETAKCEN B KOM AQHU CXCMH,

BKITIOUBAIIH JOKCOPYOHIIMH, S-(h1yopoypamuui u/uinm HHKJIO(i)OC(i)aMI/I[b\z\

Cvoo8u HapyuieHus &
CroOraBanu ca pefiKu ciTydadl Ha BEHO3EH Tp0M6oeM6onn31>1\4.b‘Q

Pecnupamopnu, epvonu u meouacmunaniu HapyuieHus. Q(b

Psiaxo ce chobmiaBa 3a OCTBHp pecupaTopeH AUCTPEC POM U ClTydau Ha UHTEPCTUIHAITHA
ITHEBMOHHS/TTHEBMOHHT, HHTEPCTUITHAIHA OCIOAP oomecT, OemonpobHa GUdOpPo3a U AUXaTeaHa
HEJOCTAThYHOCT, ToHsKora (atamau. ChoOmas PEIKH CITyYad Ha paJuandoHeH MHEBMOHUT TPU
MaIMEHTH, TIOJTyYaBallly ChITbTCTBAIIA mqew@m.

Cmomawno-upesHu HapyueHus )
CpoO1IeHH ca peiKu ciyvyan Ha CHTQPYKOIHUT, BKIIOTHTEHO KOJIUT, HCXEMHIEH KOJIUT U
HEYTPONEHHYEH EHTEPOKOJIMT C BE3MOKEH JIETaleH M3X0/ (C HEM3BECTHA YECTOTA).

CpoO11eHn ca peaKH Cirydan UIpaTanys KaTo IMOCIeUa OT CTOMAITHO-YPEBHU CHOUTHS,
BKJTFOUMTEITHO €HTEPOKOIIH MalIHO-4YpeBHa MepPOopaIHs.
CpobuaBa ce 3a penku W Ha WIEYC 1 YpeBHA OOCTPYKLIHSI.

Xenamobunuapnu f@ymeﬂuﬂ
CpoO1aBanu c@bro PEIIKH CIydad Ha XeMaTHT, MOHIKOra (haTaIHU, MPEIAMHO MTPH HAIUEHTH C
MO XKATIH 0JIpOOHY HAPYIICHUS.

Hapy%@ﬂ a KOAHCama u NOOKONCHAMA MbKAH

C a KOXKEH JIYIyC epuTeMaTo3ycC, OyJI03HH EPYIIIUH KaTo epuTeMa MyITu(OpME 1 TEKKH
Kﬁ HEXXEJTaHU PeaKInu Kato cuuapom Ha Stevens-Johnson (SJS), TokcuuHa enmuaepMatta
uekposmza (TEN) u ocTpa reHepanmsupana ek3antemaro3na myctynosa (AGEP) ca chobiiaBanu npu
nouerakcen. [Ipu gorerakcen ca cboOIaBaHU MOJJOOHU Ha CKJIepoiepMa MPOMEHH, OOMKHOBEHHO
npeaxoKaanu ot nepudeper tumdenem. ima cro0meHus 3a ciyvau Ha TpaitHa amomnerust (¢
HEM3BECTHA YECTOTA).

Hapywenus na 6vopeyume u nukoyHume nomuua

Nma cpobuienus 3a 0b0peuna HenoctaTbyHOCT. [Ipu okos10 20% 0T Te3u cityyan HE € UMalo PUCKOBH
(akTopu 3a ocTpa ObOpeYHa HEJOCTATHPYHOCT KAaTO EJHOBPEMEHHA yIIOTpeOa Ha HEPPOTOKCHIHH
JIEKapCTBEHH IIPOAYKTH U CTOMAIIHO-YPEBHU HAPYIIEHHUS.
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Obwu napyuwienus u egpexmu Ha MACMOMO HA NPUTIOICEHUE

B penku ciaydan ce cho011aBa 3a KbCHH TOKCHYHU MPOSIBH CJIE] O0TFYBAHE.

KbcHa peakiius Ha MSICTOTO Ha MHYKEKTUpaHe (PElUINB Ha KOKHA PEaKIUsA B MACTOTO Ha
mpeliecTrala eKCTpaBasalis Cie/| MPIIOKEHNE Ha TONETaKCe Ha Pa3InyHO MSICTO) € HaOIro1aBaHa
B MSICTOTO Ha MpE/IIIecTBalla eKCTpaBasaius (C HEeM3BECTHA YECTOTa).

3a/1bpKaHETO HA TEUHOCTH HE € OWIIO ChITBTCTBAHO OT OCTPH €MU30,1U HA OJIUTYPHUS WITH XUITIOTOHHS.
CroOrmaBanu ca pefKu CiTydau Ha JeXuApaTalis u 6eI01poOeH OTOK.

Hapywenus na memabonusma u xpanenemo

CroOI1IeHH ca clTyyau Ha eJICKTPONUTEH JaucOananc. MimMa choOIIeHus 3a clydyau Ha XUIIOHATPUEMHUS,
TJIABHO CBBP3aHHM C JIEXUApATaIisl, NOBPHIIaHe U MTHEeBMOHU. HabmoaaBanu ca XunokaiueMus,
XHITIOMArHE3UEMUSI U XUTIOKAIIINEMHS, OOMKHOBEHO CBHP3aHU ChC CTOMAIITHO-YPEBHU HAPYIIICH ﬂ(b
0Cco0CHO ¢ Tuapus. @%

C’BO6H.[aBaHe Ha IMoa03upaH HCXCIIaHU PCAKITUN &Q
C’LO6H.[aBaHeTO Ha IoAO03MpaHn HECKCIIaHNU pCaKIUU CIICA pa3pClllaBaHC 3a yHOTpe6a ApCTBCHUS
MMPOAYKT € BaKHO. ToBa no3BonsiBa Ja IpOaBbJIKA Ha6J'HOI[CHI/I€T0 Ha CbOTHOLICHHC 0n3a/p1/1c1< 3a
JICKApCTBCHHUA IPOAYKT. Ot MCIHUIIMHCKUTC CIICHUAIIUCTHU CC U3MCKBA Aa C’LO6H.[ BCsiKa

[OI03MPaHa HeXKeIaHa PeaKilys Ype3 HaI[MOHAIHA CUCTeMa 3a ChOoOIaBaHe, HOCOUCHA B
[punoxxenue V. \2&

4.9 Ilpeno3upane &
)

Nma Hskonko cho01eHus 3a npeno3upane. He e u3Becten an 3a [peJlo3upaHe ¢ gouerakcen. B
cllydyail Ha peslo3upaHe, NANEeHTHT TPsAOBa Aa Obe 3aAbp CIELUAIN3UPAHO 3BEHO U
XKU3HEHUTE My QYHKLIUH Ja ObJaT 0] HENOCPEACTBEHO HaQmonenue. [Ipu ciyuau Ha npeno3upase
MOJKE []a c€ 0YaKBa eK3alepOanus Ha HeXKeJIaHUTE Ch . OuaKkBaHWUTE IJIaBHU YCIIOKHEHHUS OT
MIPEI03UPAHETO C€ ChCTOAT B MOATHCKAHE HA KOCT 03bK, niepudepHa HEBPOTOKCUYHOCT U
MYKO3UT. BB3M0OKHO Haii-0bp30 cies OTKpHuBa peno3upaHeTo, NalueHTHT TPAOBa Ja MOIy4H
G-CSF B TepaneBtnunu no3u. [lpu H606X0)114$T TpsiOBa 1a ce mpennpuemMar Apyrd HOAXOISIIN
CUMIITOMaTHYHHU MEPKH.

\2@
5.  ®APMAKOJOTMYHU EBONCTBA

£

5.1 ®apmakoguHaMu4 HcTBa

(DapMaKOTepaHeBTI/I‘IHQ%’HaI Takcanu, ATC xox: LO1CDO02.

MexaHU3bM H'zééﬂme

Jonerakc AHTHUHEOIUIACTUYHO CPEJCTBO, KOETO JEHCTBA Upe3 CTUMYJIMpAHE Ha H3TPAXIAHETO HA
cTabu KpOoTyOynu oT TyOyJluHa U MHXUOHMpa TAXHOTO pa3najgaHe, KOeTO BOJIHU 1O NOAYEPTaHO
H@ aHe Ha cBOOOIHUS TyOynrH. CBBbP3BAHETO HA IOLIETAKCEI ¢ MUKPOTYOyIUTE HE MPOMEHS
OpOsi Ha MIPOTOPUIIAMEHTHUTE.

In vitro e noxazano, 4e JoreTakces pa3pyliaBa MUKpOTyOyITHaTa Mpeka Ha KIETKHTE, KOSITO € OT
OCHOBHO 3Ha4Y€HHE 3a KUZHEHUTE MUTOTUYHU U HHTEP(a3HN KIETHUHN (QYHKIIHU.

d)apMaKo JUHAMWUYHHN ed)eKTI/I

YcTaHOBEHO €, Ue AOIETaKCell € IUTOTOKCUYCH in Vitro CIPSMO Pa3iINyHU MHIIU U YOBEUTKHA TYMOPHHU
KJIETHYHU JIWHUH U COPAMO MPSICHO €KCIU3MPAHN YOBEIIKH TYMOPHH KIIETKH TI0 BpeMe Ha
KJIOHOT€HHU M3cieaBanus. [lomerakcen qocTura BUCOKH BETPEKIETHYHN KOHIIEHTPAIHUH C IBJIBT
nepuos Ha 3aabpkane. OCBEH TOBa, € YCTAHOBEHO, Y€ JOIIETAKCEN € aKTUBEH MPHU HAKOU, HO HE MPHU
BCHUUKH KJIEThYHU JIMHUU, CBPBHXEKCIIPECUPAIIHN P-TIUKOMPOTEHUH, KOUTO € KOJUPAH OT reHa 3a
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MYJITUMEANKAMEHTO3HA PE3UCTCHTHOCT. In vivo nonerakces He 3aBHUCH OT CXeMaTa 1 npuTeXaBa
IIHUPOK CHCKTHhP CKCICPUMCHTAIHA aHTUTYMOPHA aKTUBHOCT CIPSAMO HAIMPECAHAIN MU 1 YOBCIIKU
HUMIUIaHTAllTUOHHU TYMOPH.

Knanangna ed)I/IKaCHOCT 1 0€30IMacHOCT

Pak na cepoama

Docetaxel Zentiva 6 kombunayus ¢ 00Kcopyouyun u yukiopocoamuo: aoieaHmua mepanusi

[ManmenTu ¢ onepabuiIeH paK Ha I'bPJATA ChC 3acsraHe Ha guMduute Bb3u (TAX 316)

JIaHHUTE OT MHOTOIIEHTPOBOTO, OTKPUTO, PAHJOMU3UPAHO U3MHUTBAHE MOJIKPEIIST yIIoTpedaTa 1@(0
JOLIETaKCeN 3a a/II0BaHTHO JieUeHHEe Ha MAllMEeHTKH ¢ onepabuieH, ChC 3acsarane Ha JUMQpHHA 30TH,
pax Ha repaara u KPS > 80%, Ha Bp3pact Mexay 18 u 70 romunn. Cen crparuduxanus Cudpen
Opost Ha nonoxuTeaHuTe JIuMpHU BB3u (1-3, 4+), 1491 naumenTtku ca paH}.‘LOMI/BI/Ipa@
HOJIy4aBaT WM JoueTakcen 75 mg/m? npunaran 1 gac cnen gokcopyounun 50 mg/

muknopochamug 500 mg/m? (pamo ma TAC), unm nokcopybuma 50 mg/m? HOZ@B&H oT
(ayopoypauun 500 mg/m? u muknodochamun 500 mg/m? (pamo va FAC). ¢ CXeMH ca
MpUIaraHy BEIHBK HAa BCCKH 3 CEAMUITH B IPOIBIDKCHUE Ha 6 IIUKBIA. [] KCeJl € IpUiIarat moj
¢dopmara Ha eHOYacOBa HHQY3HUS, BCHUKH OCTAHAIHU JIEKAPCTBEHH PO, U ca TPUJIAraHu MO/
(hopMaTa Ha UHTpaBEHO3eH OoJTyc Ha BCceku mbpBU JieH. G-CSF e np H KaTO BTOpUYHA
MpoUIAKTHKA MPU MAIMEHTKH Pa3BHIIM yCIOXKHEHA HEYTPOTICHUX(YEOpUITHA HEYTPOTICHUS,
MIPOIBIDKATETHA HEYTPOIICHHS Wity MHGp ek ). [larnmenTkure moto Ha TAC nosy4asar
aHTHOMOTHYHA TpodHIakTHKa ¢ munpodurokcamma 500 mg r@ paTHO JIBA IHTH THEBHO B
npoabskenre Ha 10 qHH, ¢ HA4ano 5-TH JIeH OT BCEKU LIMK®JL, MM eKBUBaJeHT. U B 1BeTe paMeHa,
ClIe/] TOCIIEIHNS UKD XUMUOTEPAITHs, TAaIlUeHTKUTE JIOKUTEHU €CTPOTCHHU H/HJITH
MPOTECTEPOHOBU PEUENTOPH MOTYYaBaT TAMOKCH 0 Mg THEBHO B MPOABIDKEHNE HA A0 5 TOTUHH.
AJFOBaHTHA JThUYETEPAIHs € IPEANUCaHa ChITIa aKTHKAaTa 10 MECTa B y4acTBAIIUTE JeueOHU

3aBelIeHus U € TIpoBeIeHa npu 69% ot manu ute, oy TAC u 72% ot nanueHTkuTe,
nonyurniu FAC. M3BbpineHn ca qBa Mex W aHANW3a ¥ ¢JIMH OKOHYATeleH aHamu3. [IbpBusT
MEX/IMHEH aHau3 ¢ OWI IUTaHUpaH 3 T Y CIIe]] JaTaTa, Ha KOSATO BKJIFOUBAHETO B TIPOYYBAHETO €

HAIIOJIOBUHA M3BBPIICHO. BTopusT MEXIMHEH aHaIU3 ¢ HAIPaBeH CIIC/ KaTo ca Ouiik ChoOLIeHH
06110 400 DFS ch6uTHs, KOETO eAQBENO 10 MeMaHa Ha pociesaBane 55 Mecena. OKOHYATETHUSAT
aHaN3 € N3BBPIICH, KOTaTo B %?H MAIMEeHTH ca JOCTUTHAJH 0 BU3UTATa Ha mpocieasBaHe Ha 10-
TaTa roanHa (OCBEH aKo HE anm DFS cpbuTHe ninu He € OMIo BB3MOXKHO Jia ObJaT mpociieIeHH
npenu ToBa). [IpexnBse QT& 0e3 3abomsBane (DFS) e mppBruYHaTa KpaiiHa TOYKA 32 e(PUKACHOCT, a
o01m1ara npexuBsIeMOC ) € BTOpHUYHaTa KpaifHa Touka 3a e(h)MKaCHOCT.

OxoHYATETHHUS U3 € U3BBPUICH NpHu PakTHYecKka Meauana Ha npociensBade 96 mecena.
JemoncTpH € 3HAYHUTEITHO MO-TOJIAMa MPEXKHUBsieMocT Oe3 3a0osBane B paMoto Ha TAC B
CpaBHEH pamoto Ha FAC. YectoTara Ha penuauBuTe B pamkuTe Ha 10 ToIMHY € HaMalieHa pu
naune@m, nomyyasamu TAC B cpaBaenue ¢ nomyumnure FAC (cporBeTHO 39% cnpsimo 45%),
T.ﬁ@aon}omo CHWKEHHUE Ha pucka cbe 6% (p = 0,0043). O6miara npexussieMocT 3a 10 roguHu
ChINjo 3HauUMTENHO ce nopuinara npu 1 AC B cpaBaenue ¢ FAC (chotBeTHO 76% cripsiMo 69%) T.e.
a0COJIFOTHO CHIDKEHUE Ha pUCKa OT cMBPT cbC 7% (P = 0,002). Thii kaTo mos3ara, HaOIrO1aBaHa IPU
ManueHTH ¢ 4+ TMMQpHH BB3IIM HE € cTaTHCTHYeCKH 3HaunMa 3a DFS 1 OS, monouTeIHoTo
croTHOMIEHHe 1mo3a/puck 3a TAC npu manueHTH ¢ 4+ TUMQHI BB3ITH HE € HAITBJIHO JI0Ka3aHO MPH
OKOHYATEJTHUS aHAJIH3.

Kato wsno, pesyaraTure oT NpoydBaHHUATA IOKA3BaT MOJI0XKUTEIHO ChOTHOIICHHE I10J13a/pHUCK 32
TAC, B cpaBHenue csc FAC.

TAC-nekyBaHM NMAIMEHTKH Ca aHATM3UPAHU CIIOPE]T IPOCIIEKTHBHO JIePUHUPAHUTE OCHOBHU
MIPOTHOCTUYHHU (DAKTOPH:
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IIpexunBsemocT 6e3 O0ma npekuBsIeMoCT
3a00JisiBaHe
Moarpyna Bpoii Koedu 95% p= Koeduy 95% p=
NauMeHTKH NalMeHTK | [HMeHT | JoBepuTe HEeHT HA | JOBEPUT
u Ha JleH puck* ejleH
PHUCK* | MHTEpBAaJ HHTEpBa
(Ch a (CI)
Bpoii
MOJI0KUTEJH
"
BB3JIH
O6mo 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 0,46-082 | O
4+ 278 0,87 0,70-1,09 | 0,2290 0,87 0,67-1,12 | Q2746
*koe(UIMEHT Ha pUCK 1oJ 1 moka3Ba, uye cxemaTta TAC e cBbp3aHa ¢ Mo-rojsiMa Hp@)I(I/IBQQ?IaCT 0e3
3a0oJsBaHe U 001I1a IPEXKUBSIEMOCT B cpaBHeHHe ¢ FAC. Q

[anmenTu ¢ onepabuieH pak Ha rebpaara 0e3 3acarade Ha JuMGOHUTE BB3IIH, nom@ga U a
noayyasat xumuorepamnus (GEICAM 9805) @

JlaHHWTE OT MHOTOILIEHTPOBO OTBOPEHO, PAaHIOMHU3UPAHO U3IMHUTBAHE, TIQ, \ng ynorpebaTa Ha

Docetaxel Zentiva 3a agroBanTHa Tepars Ha MAIMEHTH C OIEPaOHIT K Ha IbpaTa 0e3 3acsraHe
Ha JTUM(QHHUTE BB3JIH, HOAXO/SIIM /1A [OJTy4aBaT XUMHOTEPAIIHSI. HAIMEHTH Ca PAaHJOMU3HPAHH
na nosyuasat win Docetaxel Zentiva 75 mg/m?, mpunosxen 1 Jien nokcopyoumn 50 mg/m?u

muknopocdamun 500 mg/m? (539 nanmentu B TAC pamoto W 1okcopyOumun 50 mg/m?,
nocneaBan ot ¢uryopoypaun 500 mg/m? u uI/IKnoq)ocq)aM@ 00 mg/m? (521 nauuentu s FAC
paMoTO), KaTo aIf0BaHTHA TePaIs MIPH IMAIIUECHTH C O OwmiIeH pak Ha IbpAaTa 0e3 3acsaraHe Ha
JUMGHHUTE BB3JIM ¢ BUCOK PUCK OT pejialc, Chriac utepuute ot 1 998 nHa St. Gallen (ronemuna
Ha TyMmopa >2 ¢m u/wam orpunarenan ER u PR BHCOKAa XHCTOJIOTUYHA/AApeHa cTemeH (CTeneH
2 1o 3) w/unu BB3pact <35 rogunu). U nBarta, MMa ca MpIIaraHu BEAHBXK Ha 3 CeIMUIH 3a 6
ukbiaa. Docetaxel Zentiva e npunaran kar®) “uacosa nHbpy3us, BCHYKH IPYTH JIEKAPCTBEHH
MPOAYKTH Ca MpUaraHi HHTPABEHO3H JieH Besika 3 ceamunia. [IbpBUUHATA MPOQPIIAKTHKA C
G-CSF ¢ Ouna 3a1bJDKUTEIHA B TAC‘@a oto cien karo 230 manueHTH ca OMId paHI0MHU3UPAHU.
UecrtoTara Ha (peOprtHa HEYTPOIIEHHUS M HEYTPOIIEHNYHA WH(EKINS OT 4-Ta CTENeH € HaMaJrsyia pu
MAIMEHTH, TIOTy4aBaId TbPB podunaktuka ¢ G-CSF (Bx. Touka 4.8). B nBeTe pamena, cies
MOCTIEAHNS UKD HA XUMY usiTa, nauneHTu ¢ ER+ w/unu PR+ tymopw, ca momyyaBanu
tamokcuden 20 mg ean HO JTHEBHO, 32 MEPHOJI 10 S5 TOAUHU. AJIOBaHTHA JThYETEepaIus ¢ Oua
npUJIaraHa ChriacHo HHUTE PHKOBOJICTBA OTHOCHO MHCTPYKIIMHTE 33 YYaCTHE M € MIpUJIaraHa Ha
57,3% ot nauHeHTn%x kouto ca nonydaBa TAC u ipu 51,2% OT manueHTure, KOuTo ca

rosrydaBaiu F %,
g

I/I3BmeeI¢d €/IMH TbPBUYCH aHaJIM3 U €IUH aKTyaln3upaH aHaiau3. [IbpBUUHUST aHaIH3 €

U3BBP 0raTo BCUYKH MAIlMEHTH ca UMAJIM MPOCIIEsIBaHe 3a MOBeUe OT 5 roANHU (MeAnaHa Ha
BD Ha mpocieasBane 77 Mecela). AKTyallu3UpaHUAT aHaJIu3 € U3BbPIICH, KOTaTO BCHUKU
MaICHTH ca IOCTUTHAIHU cBosita 10-roauiiHa (MeanaHa Ha BpeMeTo Ha npociessane 10 roaunu u
5 Mecena) mpocneasBaiia Bu3uTa (ocBeH ako ca umann DFS ch0utne wnu ca 6w 3aryoenn 3a
mpocieasBane mo-pano). Ipexxussiemocrtra 6e3 3abomaBane (DFS) e mppBrUHaTa KpaiiHa TOUKa 3a
edukacHocr, a oduara npexxussiemoct (OS) e BropuuHaTta KpaiiHa TOUKa 32 e(hMKACHOCT.

ITpu Memuana Ha BpeMETO Ha mpocieasBaHe 77 Mecella € oKa3aHa 3HAYUTETHO MO-AbJra
npexuBsieMoct 0e3 3adosiBane ipu TAC pamoro, B cpaBHenue ¢ FAC pamoto. JlekyBanure ¢ TAC
MaIMeHTH ca UMM HaMaJIsIBaHe Ha pUCKa OT penuauB ¢ 32%, B cpaBHEHHE C Te3H, JekyBanu ¢ FAC
(xoedpunument ua pruck = 0,68; 95% CI (0,49-0,93), p = 0,01). IIpu Memuana Ha BpeMeTO Ha
npocneasBane 10 roxgunu u 5 meceria, iekyBanute ¢ TAC manueHTy ca MMalid HaMaJisiBaHe Ha PUCKa
ot peruaus ¢ 16,5%, B cpaBHeHME ¢ Te3u, JekyBanu ¢ FAC (koedunment Ha puck = 0,84; 95% ClI
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(0,65-1,08), p = 0,1646). MTanuure 3a DFS He ca cTaTHCTHUECKH 3HAYMMH, HO BCE ITaK Ca CBBP3aHHU C
MIOJIOXKUTENHA TeHAeHIHs B moj3a Ha TAC.

[Tpu Memana Ha BpeMeTO Ha mpocieasaBane 77 mecena, oomara npexussemoct (OS) e 6mia mo-
nbira pu TAC pamoTo, npu HamajsiBane ¢ 24% Ha pucKa OT CMBPT 3a JekyBanute ¢ TAC
maruenTH, B cpaBHenne ¢ FAC (koedurment na puck = 0,76; 95% CI (0,46-1,26, p = 0,29). O6aue
pasnpenenenneto Ha OS He e oKa3aio 3HauuMa pPas3iiuKa MEX]y JBETe TPYIIH.

[Tpu memana Ha BpeMeTo Ha npociensBane 10 rogunu u 5 Mecena, iekyBanute ¢ TAC manueHTy ca
MMaJIi HaMaJlsiBaHe Ha PUCKa OT CMBPT ¢ 9%, B cpaBHeHHe ¢ siekyBaHuTe ¢ FAC manuenTn
(koedurment Ha puck = 0,91; 95% CI (0,63-1,32). [IpouentsT Ha npexuBsemoct ¢ 93,7% B TAC
pamoto u 91,4% BB FAC pamoTo nipu 8-rouinHust epuo]] Ha npocnesssane, u 91,3% B TAC
pamoto u 89% BbB FAC pamoto nipu 10-roaumiHus Mepro1 Ha mpociieIsaBaHe. Q)(b'

[MomoxxurenHoTO ChoTHOIICHUE TIo13a/prck 3a TAC, B cpaBHenue ¢ FAC, ocraBa Hempome
ITpu mepBHYHMS aHamu3 (P MeIHaHa Ha BPEeMETO Ha mpocieaaBane 77 Mecera) ca a 3UpaHu
noarpynu Ha TAC- ieKyBaHHU MAIMEHTH, CIIOPE MPOCTIEKTUBHO OMPEIEICHUTE IO
MPOTHOCTHYHH KPUTEPHH (BXK. TAOIHUIIATA TTO-T0JTY): (b(b

AHaiu3 Ha DOArpyIUTE OT M3NUTBAHE-AII0OBAHTHA TEpANHUS IIPU naunemm&x Ha r'eplaTa 0e3
3acsarane Ha qtuMmdnaure Bo3au (Intent-to-Treat anamus) @
)

]@\ﬁmsﬂeMOCT, cB00OIHA OT
3200J151BaHe
Hoarpynu manueHTH Bpoii nannenTH B fbl(oec]muneln Ha 95% CI
TAC rpynmara \J pHcK*
O6u10 539 O 0,68 0,49-0,93
Bn3pacrtoBa kateropus 1 Q\ i
<50 roaumm 2%& 0,67 0,43-1,05
>50 roquHU Rl 0,67 0,43-1,05
Bn3pacToBa kaTeropus 2 Q)V
<35 rogunun Q\@ 42 0,31 0,11-0,89
>35 roguHu (', 497 0,73 0,52-1,01
XopmoHajieH penentopen A
craTyc %‘&‘
OTpPHULIATETHO Q\ 195 0,7 0,45-1,1
MTOJIOKUTEITHO O 344 0,62 0,4-0,97
T'onemuna na TyM@a\(
<2cm sz\ 285 0,69 0,43-1,1
%) 254 0,68 0,45-1,04
64 0,79 0,24-2,6
T 216 0,77 0,46-1,3
%HGH 3 259 0,59 0,39-0,9
Meﬂonay:;anﬂo ChCTOSTHHE
mpe-MeHomay3a 285 0,64 0,40-1
MOCT-MEHOIay3a 254 0,72 0,47-1,12

* koe¢puuuent Ha puck (TAC/FAC) mo-mainko ot 1 nokassa, ye TAC e cBbp3aHa ¢ Mo-abjra NpeKUBIEMOCT
cBoOO/IHA OT 3aboisiBane, cpaBHeHa ¢ FAC.

HpOBCZ[CHI/I U NMPEACTABCHU TYK IMO-A0JY Ca CKCIUIOPATOPHHU NOATPYIIOBU aHAJIU3HU 3a IMMPCIKUBIACMOCT,

cBOOOIHA OT 3a00JIsIBaHE TIPH MALMCHTH, KOUTO OTroBapsT Ha Kputepuute Ha 2009 St. Gallen 3a
xumuorepanus — (ITT momynarws):
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KoedpunueHnt Ha

TAC FAC puck (TAC/FAC)
IMoarpynu (n=539) (n=521) (95% CI) p-cToiiHOCT
OtroBaps Ha peaTUBHUTE
KpUTEPHUH 3a
XUMHUOTEPATHST®
Ha 18/214 26/227 0,796 (0,434 — 1,459) 0,4593
(8,4%) (11,5%)
He 48/325 69/294 0,606 (0,42 - 0,877) 0,0072}0.
(14,8%) (23,5%) (f\
TAC = nmouerakcen, TOKCOPYOUIIUH U IUKIOPOChamuT @V
FAC = 5-¢ayopoypanwi, okcopyouius 1 nukiiodocdamu &
CI = nosepurenen unrepsai; ER = ectporenos penenrop O
PR = mporecrepoHOB peuentop Q
2 ER/PR-oTpuuaTeneH Win CTEIeH 3 Wik roJieMHHa Ha Tymopa >5 ¢m *

>

VcraHoBeHUST KOG(l)I/II_[I/ICHT Ha pUCK U3IIOJ3Ba NPOMOPHHUOHATIHHAA MOJCIT Ha@?m pucka € neucOHa

rpymna KaTo QaxTop. \2‘¢
2

Docetaxel Zentiva xamo monomepanuis &

C morerakcen B IpenopbUUTEIHATA 103a U cxema ot 100 mg/ Qa BCEKH 3 CEIMUITH Ca TIPOBEICHU
JIB€ paHJOMHU3UPAHH CpaBHUTEIHU NpoyuBanus daza 1L, B Bamy o01mo 326 wim 392 manueHTKu
C METacTaTHYeH PaK Ha I'bp/aTa, HEMOBIUSHH OT JIeUeH OTBETHO C AJKUJIMPAIL] areHT UIIN

aHTPALUKIUH. \2\

[Ipu marmeHTKUTE, HEMOBIHSIIN Ce OT ATKWINPAWIMS areHT, JIOTIETaKces € CPABHEH C TOKCOPYOHUITHH
(75 mg/m? na Beexu 3 ceqmunn). bes ga no a BPEMETO Ha 001I1a IPEKUBSIEMOCT (JI0TIeTaKcel
15 mecena B cpaBHEHHE C I[OKCOpy6I/IL[I/IH$/IeCCHa, p = 0,38) unu BpemMeTo A0 mporpecus
(monerakcen 27 ceMUIIM CIIPSIMO z[oxc@y uuuH 23 ceamuny, p = 0,54), nouerakcen noBuiaBa
cTenenTa Ha nopusBane (52% capsatio 37%, p = 0,01) u ckbesiBa BpeMeTo 10 oTroBop (12 ceamuiu
cupsamo 23 ceamunw, p = 0,007), (T'pn nmanmenTkn Ha mouerakcen (2%) ca mpeKkpaTuii Je9eHUETO
TIOpaan 3aIpHKKa Ha TEUHOC okaTo 15 manueHTH Ha HoKcopyOuIuH (9%) ca mpeKkpaTHiu
JIEYEHNETO TTOpPaIH Kapz[m@ YHOCT (TPW CMBPTHU CITydas IIOpaIy 3aCTOWHA ChpIeYHa

HEJIOCTaThYHOCT). Q{?

ITpu manueHTKUT OBIIMSUTH C€ OT aHTPAIMKIIHMH, IOIIETAKCel € CPABHEH ¢ KOMOWHAIHSITA
muTomunuH C H6nactun (12 mg/m? na Beeku 6 ceqMuuy 1 6 Mg/mM? Ha BcekH 3 CEIMUILIH).
I[oueTaKcen@) WiraBa crenenTa Ha nmoBiusiBane (33% cmpsimo 12%, p < 0,0001), yapmkaBa BpeMeTo
IO TIPOT Qﬂ (19 cemmumm cripsimo 11 cenmurm, p = 0,0004) 1 yrbimkaBa 00mIaTa mpeskKHBIEMOCT
(11 ME& crpsimo 9 mecena, p = 0,01).

H&)eMe Ha Te3u npoyuBanus ¢aza I, e ycranoBeHO Ye npod kT Ha OE30MaCHOCT Ha JIOIETaKCeN
oTroBaps Ha npoduia Ha 6€30MMacHOCT, HaOMI01aBaH Npy npoyuBaHusTa daza Il (Bx. Touka 4.8).

[IpoBenHO € 0OTBOpEHO, MHOTOLIEHTPOBO, PaHAOMH3MpaHO poyuBaHe (aza III 3a cpaBreHnEe Ha
JIolleTaKkceN KaTo MOHOTEpanus U MaKJINTaKCeN 3a JIEUEHUE Ha HalpeaHall pak Ha I'bpJaTa npu
MAIMEHTKH, YUATO NPEANIIHA Tepanus TpsOBa 1a e BKIouBaia aHTpauukinH. O01mo 449 nanueHTKu
ca paHJIOMM3MPaHH 3a Ja TI0JTy4aT MOHOTepanus ¢ gouerakcena 100 mg/m? kato 1-uacosa unysus
wiy naknurakcen 175 mg/m? xaro 3-uacosa uHQy3us. U 1BeTe cXeMM ca NPHIATAHH HA BCEKU

3 CeMUIIH.

bes na ce 3acsra mppBUYHATa KpaiiHa TO4Ka, 0011a crened Ha nosnusiBane (32% copsmo 25%,

p = 0,10), nouerakcen yIbpKd MeIUaHaTa Ha BpeMeTo A0 nporpecust (24,6 ceaMuIy cupsmo
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15,6 cenmury; p < 0,01) 1 Mmeananata Ha npexussemoct (15,3 mecena cipsimo 12,7 Mecena;

p =0,03).

[ToBeue Hexxenanu cbOUTHS OT cTerieH 3/4 ca HaOMIoIaBaHU IPH JOLIETaKce KaTO MOHOTEPaITus
(55,4%) B cpaBHenue ¢ naknurakcen (23,0%).

Docetaxel Zentiva é kombunayus ¢ 00Kkcopyouyun

EnHo obmmpHO panmoMusipano npoyuane ¢asa l1 Brimousarno 429 HenekyBaHH NAMEHTH C
MeTacTaTH4Ha OOJIECT € MPOBENEHO C JoKcopyouimH (50 Mg/m?) B KoMOMHALMS C IOLIETAKCE
(75 mg/m?) (pamo AT) cnipsamo nokcopy6umun (60 mg/m?) B komOuHarms ¢ muknodochamus
(600 mg/m?) (pamo AC). Y nBeTe cxeMH ca IPUIAraHy B JIcH | Ha BCEKH 3 CEIMMIIH.

. Bpemeto no niporpecus (T TP) e 3raunTtenHo mo-meiaro npu pamo AT B cpaBHEHHE C pam@@
p = 0,0138. Menuanara Ha TTP e 37,3 ceamunu (95% CI: 33,4 - 42,1) nmpu pamo AT u 31,9 WA
(95% CI: 27,4 - 36,0) mpu pamo AC. A

. Oo6miara crenen Ha mopiusiBane (ORR) € 3HAYUTETHO TIO-BUCOKA NP PAMO AT&BHGHHG c
pamo AC, p =0,009. ORR e 59,3% (95% CI: 52,8 - 65,9) npu pamo AT crpsimo 46,5% 95% CI:
39,8 - 53,2) pu pamo AC. ‘b(b

ITo Bpeme Ha TOBa 3nUTBaHe, paMo AT geMOHCTpUpa MO-BUCOKA YECTOTA Qg’emxa HEYTpPOTICHUS
(90% crpsimo 68,6%), dpedpritna HeyTponenus (33,3% crpsmo 10%), ks (8% crpsimo 2,4%),
nuapust (7,5% capsimo 1,4%), actenus (8,5% copsimo 2,4%) u 6omxa(2;8% crnpsimo 0%) B cpaBHEHHE
¢ pamo AC. Ot npyra crpana, pamo AC 1eMOHCTpHpa MO-BHCOKA oTa Ha Texka anemus (15,8%
cupsmo 8,5%) B cpaBHeHue ¢ pamo AT, a chIio Taka u 1mMo-BUC ©CTOTa Ha TeXKKa
KapIMOTOKCHYHOCT: 3aCTOWHA ChpAeyHa HeaocTaThuHOCT (3(8%/6 cripsimo 2,8%), aOCOMOTHO
HaMaJleHHe Ha JIeBOKaMepHaTa (ppakius Ha U3TIACKBaHE c§20% (13,1% cnopsimo 6,1%), abcomoTHO
HaMaJleHHE Ha JIeBOKaMepHaTa (ppaxius Ha N3TIacKBa >30% (6,2% cnpsimo 1,1%). Tokcnuna
CMBPT € HacThIuia pH 1 manueHt B pamo AT (3a Ha ChpJeYHa HEIOCTATHYHOCT U MPH

4 manmenTn B pamo AC (1 mopanu cenTudeH I MOpajIy 3aCTOMHA Chp/Ie9YHA HETOCTATHUYHOCT).
W B nBeTe rpynu KauecTBOTO HA KUBOT, U3M 0 upe3 BerpocHuka EORTC e cpaBHUMO U cTaOMITHO
10 BpeMe Ha JICYCHHETO U TIeproja Ha Ip JSIBAHE.

Docetaxel Zentiva 6 kombunayusi ¢ mpacmysymad

Jonerakcen B KOMOMHALIUS C
METACTaTHYCH PaK Ha I'bp
MOJTyYaBajIy PEH TOB
ca paHJOMU3UPaHHU Ja

Ty3yma0 e poy4eH C OrJie]] JISUeHUE Ha MAI[MeHTKY C

WTO TYMOPH ca chC cBpbXekcnpecus Ha HER2, u xouto He ca
voTeparns 3a Metactatuuna 6onect. CTo 0ceMIECeT U IECT MallHeHTKH
yapat jgoueraxcen (100 mg/m?) ¢ unu 6e3 Tpactysymat; 60% ot

MMALMEHTKUTE ca aBaJIM TIPEU TOBA a/[FOBAHTHA XUMHUOTEpAIus Ha 0a3a aHTPAIKIIHH.
Jlomerakcen 11 pacTy3ymab ca euKacHH MPY MAIUEHTKUTE, HE3aBUCUMO JAJTH Ca MOTyJaBaH
MIPEAXOTHI BAHTHH aHTPAIMKINHY, WK He. OCHOBHHAT JJa0OpaTOpEH METOT 3a OTpeIeiTHE Ha

HERZ-HO%HBHOCT B TOBAa OCHOBHO M3nuTBaHe ¢ umyHoxucroxumudeH (IHC). Manbk Opoii

Tanue a M3cjIeIBaHK IOCPEACTBOM (hayopecueHTHa in-Situ xubpumusarws (FISH). ITpu ToBa
Hwne, 87% ot manmenrtkute ca umanu IHC 3+ 3a0onsaBane 1 95% oT BKIIIOYEHHUTE MMALIMEHTKY Ca
umayu IHC 3+ w/unm FISH nosutuBHO 3a0omnsBane. Pesyntatute 3a epUKacHOCT ca Pe3IOMHUPaHU B
ciieHaTa TabIuNa;
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[Tapamersp Jouerakcen rioc Jouerakcent

TpacTy3ymab!

n=92 n=294

CrerieH Ha IOBJIHSBaHE 61% 34%
(95% CI) (50-71) (25 -45)
MennaHa Ha MPOABIKUTEIHOCTTA HA
MOBJINsIBaHE 11,4 51
(mecerm) (9,2-15,0) (44-6,2)
(95% CI)
Menauana Ha TTP (Meceru) 10,6 5,7
(95% CI) (7,6 —12,9) (5,0-6,5)
Menauana Ha PEXKUBIEMOCT (MECEIIH) 30,52 22,12 (b,
(95% CI) (26,8 ne) (17,6 - 28,9) ,.,Q)
TTP = Bpeme no mporpecus ; “Ne” o3HavaBa, ue HE MOXKE Ja CE€ OIPEIEITH, WIIH CTOWHOCTTA HE

JIOCTHTHATA. o)
YTbnen na6op anamus (intent-to-treat) Q
2l3uncneHa MeMaHa Ha IPEKUBIEMOCT. *

Docetaxel Zentiva 6 kombunayus ¢ kaneyumaobun

JlaHHUTE OT €THO MYJITUIIEHTPOBO PAHIOMHU3UPAHO KOHTPOJMPAHO KT HO m3nuTBaHe (aza 11
MTOKPEIIST MPUIIATaHeTO Ha JOIETaKceNl B KOMOWHAIIHS ¢ KareuTaQWiy 3a JIeYeHre Ha MAIUeHTKH C
JIOKQJTHO HaIpeHAN WIM METAaCTaTUYCH PaK Ha I'bpJiaTa Clie/l He X Ha IUTOTOKCUYHA TEPAIus,
BKJIFOUBaIIa aHTpanukiuH. [1lo Bpeme Ha ToBa u3nurtBane, 255 VEHTKU Ca PaHJIOMU3UPAHH J1a
HoJy4aT Tepanus ¢ gouerakcen (75 mg/m? nox popmara @HoqaCOBa WHTpPABEHO3HA NH(Y3US HA
BCceky 3 ceamuny) ¥ kaneruTabus (1 250 mg/m? nsa 1 I§-1eBH0 B ITPOIBIDKECHNE HA 2 CEIMUITH
MTOCIIeIBaHM OT 1 ceaMuIla IeprUo Ha MMOYMBKa). 256 SHTKH Ca PaHJIOMH3HPAHU JIa IOIydaT
MoHoTepanus ¢ gouerakcen (100 mg/m? mox dop @hHa enHovacoBa MHGY3US Ha BCCKH 3 CEMUITH).
[IpexxuBseMocCTTa € MO-BUCOKA IPHU PAMOTO Ha WHAIMATA J0IeTaKCceN+KanenuTaduH

(p =0,0126). Meauanara Ha IPEKUBIEMOC 2 mHU (olerakcen + karnenuutaOuH) crpsamo 352 qau
(monerakcen kaTo MoHoTepanws). Ooma CKTHBHA CTEIICH Ha MOBJIMSIBAHE MIPH I[s1aTa
paHIOMU3MpPaHa TOITyIaIus (OIeHKa HaézcneHOBaTenﬂ) e 41,6% (momerakcen + KanenuTabuH)
cripsimo 29,7% (nomeraxcen kato MokoTepams); p = 0,0058. Bpemero 10 mporpecus Ha
3a00JIIBaHETO € 1M0-100P0 IpH TO Ha KOMOMHAIMATA JoleTakcen + Kamenutabud (p < 0,0001).
MenuanaTta Ha BpEMETO J0 I ecus ¢ 186 qHU (oneTaKceln + KanenuTaouH) cupsamo 128 aau
(moreTakcen KaTo MOHOTE

H€0D€6HOK/Z€M’b’{€H.6$SDO6€H pax

Hayuenmu, ﬂg@vnu npeou mosea ¢ Xumuomepanus ¢ uiu 6e3 1viuemepanus
QcépquBaHe (haza Il mpu ekyBaHu npeu TOBa MAIUEHTH, BPEMETO JI0 TPOrPeCcHus

UM COPSAMO 7 CEIMHIIN) U 00IaTa MPEKUBIEMOCT ca 3HAUNTEIHO MO-IBJITH 32 TOLETaKce
5 mg/m? B cpaBHeHuME ¢ “Haif-no6puTe nombpkamy rpwkn” (HIIT). Exsoromunmnara
MBAEMOCT € ChIIO0 3HAYUTETHO Mo-Abira npu goneraxcen (40%) cupsamo HIIT (16%).
OTt6ens3ana e mo-mManka yrnorpeda Ha onmron gy aHareTuI| (p < 0,01), HEHAPKOTHYHU aHANTETUITA
(p <0,01), npyru cBpp3anu cbe 3a00MsBaHETO JIeKapcTBeHH MpoayKTH (p = 0,06) 1 TpyeTepanus
(p < 0,01) npu manueHTUTE JEKYBAaHHU C JOLETaKcel B 103a 75 mg/m? B cpaBHenue ¢ Tesu Ha HIIT .
O6miara crenen Ha mosnusBane € 6,8% Mpu OLIEHUMUTE MALEHTH, a CPeIHAaTa MPOIBIDKUTETHOCT Ha
oTroBopa € 26,1 cenMuIn.
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Docetaxel Zentiva 8 komburayus ¢ NIAMUHOBU NPenapamu NpU HenoIYy4asanly Xumuomepanusl

nayuermu

o Bpeme Ha u3nutBane ¢aza 1, 1218 nanuenTu ¢ nHOMEpaOMIIeH HeAPEOHOKIIEThUEH OenoIpodeH
pak (NSCLC) B cramwuii I1IB wiu 1V, cbe craryc no ckanara va Karnofsky (KPS) 70% u moseue, u
KOWTO HE Ca MOJTy4aBald XMMUOTEparus 3a TOBa 3a00JIsBaHe, Ca PAaHAOMU3UPAHH J1a TTOJy4aBaT WIN
nouerakcen (T) 75 mg/m? mox popmata Ha eqHOYacoBa HHPY3Hs, He3a0aBHO MOCIIEABAHA OT
mucriatun (Cis) 75 mg/m? B mpoabmkenne Ha 30-60 MmunyTn Ha Beeku 3 cenmuuu (TCis),
nouerakcen 75 mg/m? mox gopmara Ha eiHOYacOBa MH(Y3HS B KOMOMHAINUS ¢ KapOOILIaTUH

(AUC 6 mg/ml min) B nmpoasnkenue Ha 30-60 MUHYTH Ha BCEKH 3 ceIMHILM, Wik BUHOpenouH (V)
25 mg/m? npuioskeH B npoabukeHne Ha 6-10 MuryTH B 1aum 1, 8, 15, 22, mocneaBaH OT IUCIUIATHH

100 mg/m? npunoxena B neH 1 oT nukiure ¢ nopropenue Ha Beexu 4 ceqmunu (VCis).

I[aHHI/ITC 3a MPCKUBACMOCT, MCIMAHA Ha BPEMCTO 0 MPOrpeCrsd 1 CTCIICHTA Ha IMMOBJIMABAH

paMEHa Ha IMMPOYYBAHETO Ca IIPCACTABCHU B CJI€AHATA Ta6J'II/I]_IaZ

(O"b

&
A0

TCis VCis CTaTHcmqeex}/I aHaJIN3U
n = 408 n = 404 A
OO01a npeXUBSIEMOCT %) <
(IIbpBruHa KpaiiHa TOUKA): Q
Menuana Ha OPEeXUBIEMOCT 11,3 10,1 UIMEHT Ha puck: 1,122
(Mecern) 7,2% CI: 0,937; 1,342]*
1-ropuirHa MPEKUBSIEMOCT 46 41 epamneBTHUYHA pa3nuka: 5,4%
(%) ,§> [95% CI: -1,1; 12,0]
2-TOMIIHA TPEKUBIECMOCT 21 1 fb TepamneBruuna paznuka: 6,2%
(%) ...6 [95% CI: 0,2; 12,3]
Menuana Ha BpeMETO A0 22,0 \2\ ,0 Koedwunent Ha puck: 1,032
nporpecus Q\ [95% CI: 0,876; 1,216]
(cemmunm): (\Q\
O6ma cteneH Ha noBnusiBaHe (%): 3%@ 24,5 TepanestuuHa pasnuka: 7,1%
O [95% CI: 0,7; 13,5]

&7 o
*: KopurupaHno 3a MHOKECTBCHH cpaBﬂ@m Y aIallTUPAHO 3a cTPaTU(UKALUOHHU (HAaKTOPpH (CTaMit
Ha 3a00JIABAHETO U PETHOH Ha JIeueH{g), Bb3 OCHOBA HA OLICHMMA MOyl TalHEHTH.

Bropuunute KpaliHU TOYKH B &BaT npoMsiHa Ha Oonkarta, o010 OLleHsABaHEe HA Ka4eCTBOTO Ha
xuBOT 1o EuroQoL-5D, C a 32 CUMIITOMH Ha 0eJIoApoOeH pak U MPOMEHH B CTaTyca 0 cKajara
Ha Karnofsky. Pesyma@, MOJTYYCeHH 3a Te3H KpaifHW TOYKH ca B MOJKPETa Ha Pe3yJITaTUTE,
MOJTYYCHH 32 HLpBH{Bi KpaltHH TOYKH.

3a KOM6HHaug®noueTaxcen /kapOoMIaTHH HEe MOXeE Ja C€ JJOKa)Xe HUTO €KBUBAJICHTHA, HUTO HE
MO-HUCKA gy CHOCT B CpaBHEHHe ¢ pedepeHTHaTa TeparneBTHyHa komOuHaius VCIis.
Pax H@é@o'

-

cmamama

M%CTEITI/I‘-ICH, PE3UCTCHTCH Ha KacTpalusi paK Ha InmpocTrarara

BezonacHoctTa 1 eprkacHOCTTa Ha AOIETAKCEN B KOMOMHAIMA C IPETHU30H HIIH MIPEIHU30JIOH MPU

MAIMEeHTH C METaCTaTHUYCH, PE3UCTEHTEH Ha KacTpalys paKk Ha MpocTaTaTa ca OLCHEHH B X012 Ha

paHIOMHU3UPaHO MHOTOIIEHTPOBO m3mmTBaHe (aza III (TAX 327). O6mo 1006 manuentn ¢ KPS > 60

ca paHIOMHU3VPAHH B CIIETHUTE TePANeBTUIHHU TPYIIH:

e Jlonerakcen 75 mg/m? Ha Bceku 3 ceIMMIM B IpoabKeHne Ha 10 HuKbIa.

e Jlouerakcen 30 My/M? IpUIIOKEH EKECEAMUYHO NPE3 MPBUTE 5 CEMHIU OT 6-CEIMUYEH UKD B
MPOABIDKEHNE Ha 5 IUKbJIA.

e Murokcantpon 12 mg/m?Ha Bceku 3 ceZIMUIIA B TIPOIBIDKEHUE Ha 10 HUKbIIa.
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Benukute 3 cxeMu ca MPHIOKEHH B KOMOMHALNS € TIPEAHM30H WK IPEIHU30JI0H 5 MQ ABa IbTH
JTHEBHO, HETIPEKbCHATO.

[MarrenTrTe, MOMYYaBaIH JOIETAKCEN HA BCEKH TPH CEAMUIIM JEMOHCTPUPAT 3HAYUTEHO MO-AbJra
001112 IPEKUBIEMOCT B CPAaBHEHHE C TE3H, JIEKYBaHM C MHTOKCAHTPOH. Y BEJIMUCHHUETO Ha
MPEXHUBSIEMOCTTa HAOIIOIABAaHO B PAMOTO Ha €XKECEIMIUYHO TIPUIIATaHus JIONETAKCEN HE € 3HAaYUMO B
CpaBHEHHE C KOHTPOJIHOTO paMO Ha MUTOKCaHTpOH. KpaliHuTe ToukH 3a e)UKaCHOCT MPH paMeHaTa
Ha JIONETAKCEes CIIPSIMO KOHTPOHOTO paMo ca PEe3lOMUPAHU B ClieHATa TabuIa;

Kpaitna Touka Jouerakcen Ha Houerakcen MUTOKCAaHTPOH Ha
BCEKH 3 CeMUIIH €XKEeCeIMUIHO BCEKH 3 CeIMUIIH

Bpoit natuenTH 335 334 337 (b'

Menuana Ha OPEeXUBIEMOCT 18,9 17,4 16,5 b

(Mecenn) (17,0-21,2) (15,7 -19,0) (14,4 6)

95% CI 0,761 0,912 A

KoedumueHt Ha prck: (0,619 - 0,936) (0,747 -1,113) QO --

95% CI 0,0094 0,3624 £ -

p-croitHocT * A

Bpoit nanuenTu 291 282 % - 300

CreneH Ha noBiusBaHe Ha PSA** 454 479 Q 31,7

(%) (39,5-51,3) (41,9 — 53¢ (26,4 -37,3)

95% CI 0,0005 < 0; --

P-CTOMHOCT* @

Bpoii nanuenTtn 153 (bQ 154 157

CrermeH Ha OB/IUABaHE Ha OOJIKaTa 36,4 (b 31,2 21,7

(%) (27,1-427) 4Q (24,0-39,1) (15,5-28,9)

95% CI 00107 5O 0,0798 -

p-CTOMHOCT* ,‘0\

Bpoii nanuenTn ]@‘“ 134 137

CreneH Ha NOBIUsABAaHE Ha TyMOpa @,1 8,2 6,6

(%) ﬁ —-18,6) (42-14,2) (3,0-12,1)

95% CI 70,1112 0,5853 -

p-CTOHHOCT* O

tCtpatudunupan TecT 3a norapq?mtmo MTOApEK TaHE

* JloBepUTETHA BEPOSITHOCT = SN 75

**PSA: Hpomam-cneunc}@‘ AHTHI'€H

[Ipensun dakra, ge )KQGI[MI/I‘{HO MIPUITATAHUAT JOIETAKCell JaBa MAJIKO 1MO-T00bp podmI Ha

0€30I1acHOCT OT TaKCeJl Ha BCEKU 3 CEIMMIIM, € Bb3MOXKHO HSAKOH IMAalMEeHTH Ja UMaT 110134 OT
eXKeCceIMUIHO '@naraﬂe Ha JOLIETAKCEIL.

O

He ca ot 3aHU CTATUCTUYCCKHU PA3JIMKU MCKAY TCPANICBTUYHUTC I'PyNH IO OTHOIIICHUC OGHIO

Kadec a )KHUBOT.
g¥

M&CTEITH‘-ICH, XOPMOHOYYBCTBHUTCIICH PAK HA ITpocTaTraTra

Ilpoyueane STAMPEDE

BezonacHoctTa 1 eprkacHOCTTa Ha JOLETAKCEN, IPHIOKEH CHITBTCTBAIIO ChC CTAHAAPTHA Teparus

(ADT) mpu manmeHTH ¢ JIOKJTHO aBaHCHPAJI HJIM METaCTaTUYCH, XOPMOHOUYYBCTBHTEJICH PaK Ha

[IpocTaTaTa ¢ BUCOK PHUCK, Ca OLIEHSIBAaHU B PaHIOMU3HUPAaHO, MHOTOLIEHTPOBO, C MHOT'O paMeHa,

muoroeranHo (multi-arm multi-stage, MAMS) npoyuBane cbc cBbp3anu dasu /111 (STAMPEDE —

MRC PRO08). O611o0 1776 naipieHT OT MBKKH I0JI ca OMJIM pasnpeesieHd B paMeHaTa Ha JIedeHHe:

. CrangapTHO JleueHue + gorerakcen /5 mg/m2, npuiaran Ha BCEKH 3 CEMMITA B IPOIBIDKEHNE
Ha 6 HMKbIa
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CTaHI[apTHO JICYCHUEC CAMOCTOATCIIHO.

Cxemara c I0IIeTaKces ce mpujiara B KOMOWHAINS C TIPEIHU30H WM MPEIHNU30JIOH 5 My 1Ba TBTH
JTHEBHO HEMPEKBCHATO.

Ot 1776-Te pannomusupanu namuentu, 1086 (61%) ca umanu metactaTu4Ho 3abonsBane, 362 ca
paHIOMH3UPAHH HA JOTIETAKCE B KOMOMHAIMS ChC CTAaHAAPTHO JIUCHHE, a 724 ca MoTydaBain
CTaHJIAPTHO JICYEHNE CAMOCTOSTEITHO.

[Ipu Te3n naIMeHTy ¢ MeTacTaTHYCH paK Ha MpocraTara, MeJuaHaTa Ha 00Ila IPEKUBIEMOCT €
3HAYUTEJIHO MO-ABJIra B IPYIHTE Ha JICUSHHUE C JIOLIETAKCell, B CPABHEHHUE C Ipylara caMo ChC
CTaHJIAPTHO JICYCHHE, KaTO MeuaHaTa Ha 00Ila PeXUBSIEMOCT ce yIbbKaBa ¢ 19 mecena mpu
100aBsSHETO Ha JIoLETaKkcel KbM cranaapTHoTo Jeuenue (HR = 0,76, 95% CI = 0,62-0,92, p=0,00‘%;

PeBynTaTI/ITe 3a e(bHKaCHOCT IIpU MAOUCHTUTE C MCTACTATUYCH PAK HAa IPOCTATaTa B paMOTO H@
JICYCHUC C AJOLCTAKCCII CIIPSIMO KOHTPOJIHOTO paMoO Ca O606H_ICHI/I B CJI€JHAaTa TaGJ’II/ILIaZ &Q

EdukacHocT Ha moreTakcesl B KOMOMHALINS € TIPSAHU30H WK TPEAHU30I0H U CT&H@O JieYeHue
Tara

IIpu TepanuiaTa Ha MaUCHTHU C MCTACTATUUCH XOPMOHOYYBCTBHUTCJICH PAK Ha HPOW
(STAMPEDE) 0y

%)

Kpaiina Touka Houerakcen + ctaHgapTHO Qs%\TaHaapTHO JIeueHue

JICYCHHUE & 4 CaMOCTOSITEITHO
&

Bbpoil manmMeHTH € MeTacTaTHYeH 362 (b\e 724

pax Ha mpocrarara Qo3

Mennana Ha 0o0Ia MPEKUBIEMOCT 663Q 43

(mecerm) gé\ 40-48

95% CI Q\

Kopurupan xoepuIiMeHT Ha prcKa Q¢ 0,76

95% ClI 0 (0,62-0,92)

p-croiiHocT? OQ) 0,005

IpeskuBsiemoct 6e3 Heycnex? Vol

Mennana (Mecerm) O 20,4 12

95% ClI \g,\ 16,8-25,2 9,6-12

Kopurupau Koe<1)nunee0?\pnc1<a 0,66

95% ClI Q\Q (0,57-0,76)

p-CToﬁHOCTa ‘)\ <0,001

“ p-cToiHOCT @HcheHa OT TecTa 3a KOeHULMEHT Ha BEPOSTHOCT M KOPUTHPAHA 32 BCUUKH
CTpaTI/I(bm@OHHH (akTopu (C M3KITIOUEHUE HAa LIEHTPaIHA U TUITAHWPaHa XOPMOHATHA

Tepar

>

cTpatu(dUIMpana 1o TeproJI Ha U3IMTUTBAHETO

SKUBSIEMOCT 0€3 HEyCIIeX: BpEMETO OT PaHIOMH3AITUS 0 ITEPBU JaHHM 32 MIOHE €IHO OT

%ezmme: OMOXMMHUYCH HeycleX (omnpezaeieH karo nosuinapane Ha PSA ¢ 50% nax Haii-
HUCKATa CTOMHOCT B paMKuTe Ha 24 ceamuiiy v Hax 4 Ng/ml v TOTBBPAEH Ype3 MOBTOPHO
M3CIIEIBAHE UITH JICUCHHE); TPOTPECHS, JIOKATHO, B TUMGHHUTE BH3IH, WX JATCYHA METACTA3H,
CBhOUTHE, CBBP3aHO ChC CKENIETa; WIIM CMBPT OT paK Ha MpOoCTaTara.

Ilpoyueane CHAARTED

BezomnacHocTTa 1 ehrkacHOCTTa HA JIOLETAKCEIN, IPUIOKECH B HAYAJIOTO HA aHIPOreH-U34YepIiBaia
tepamnus (ADT) mpu nmamuenTn ¢ MeTacTaTideH, XOpPMOHOUYBCTBUTEIICH paK Ha MpocTarara, ca
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OLIEHsABaHM B paHgoMu3upano, ¢asza lll, muorouenrposo npoyusane (CHAARTED). O6mro
790 marueHTH OT MBXKKH IT0JI ca OWIIH pa3npeie/ieHd B 2-T¢ TPYIU Ha JICUCHHUE:
e ADT + pgonerakcen 75 mg/m? npusoxkeH B Hayanoto Ha ADT, npuiaran Ha Bceku 3
CEIMHITH B TIPOABIDKEHHE Ha 6 IIUKbIIA

e ADT camocTosaTeaIHO

Menuanara Ha 001I[a TIPEKUBIEMOCT € 3HAYUTEIHO MT0-IbJIra B rpyIara Ha JICYCHHE C JIOLETaKCel, B
cpaBHeHue ¢ rpynara Ha ADT caMOCTOsITENHO, KaTo MeraHaTta Ha 00Ia MPeKUBIEMOCT ce
yabeipkaea ¢ 13,6 mecena ¢ 1o6aBsHeTo Ha gorerakcen kbM ADT (koedpurment Ha pucka (HR) = 0,61,
95% mosepurenen untepsain (Cl) = 0,47-0,80, p=0,0003).

PesynTtatuTe 3a epUKACHOCT HA PAMOTO Ha JICUCHHE C JIOIETAKCEN CIPAMO KOHTPOJIHOTO PAMO %(b.
000011IeHH B clle{HaTa Ta0IuIa;

Edukacnoct Ha nouerakcen u ADT npu jedeHne Ha NAMEHTH C METaCTaTHYCH XOpMO]—@RTBHT@J‘IGH
pak Ha npoctarata (CHAARTED) $

Kpaiina Touka I[oueTaKceJHAl@' ADT
\z\ CaMOCTOSITEJTHO

Bpoii naunentu & 393
MennaHa Ha 00I1Ia IPEKUBIEMOCT (MECEIIN)
Bceuuku nanuenT % 7,6 44,0
95% ClI 1-72,8 34,4-49,1
Kopurupas koehHUIIHEHT Ha pUCKa Q 0,61 -
95% ClI @) (0,47-0,80) -
p-cToiinocT? N\ 0,0003 -
[IpexxuBsieMocT 0€3 Imporpecus %Y
Menuana (Meceru) (D'Q 19,8 11,6
95% ClI Q 16,7-22,8 10,8-14,3
Kopurupan koehHUIIHEHT Ha pUCKa \2?) 0,60 -
95% ClI 0,51-0,72 -
p-value* P<0,0001 --
PSA 0Tr0Bop** Ha 6 Meceua—&y 127 (32,0) 77 (19,6)
p-croiiroctd ™ <0,0001 -
PSA OTFOBOp** Ha 12 M@,}a N(%) 110 (27,7) 66 (16,8)
p-croiiroctd ™ <0,0001 -
Bpewme 10 pe3HCTe®’1@{ Ha KacTpais paKk Ha
npocrarara 'S_l
Mennana (m€ceim) 20,2 11,7
95% ClI (17,2-23,6) (10,8-14,7)
Kopné& KOC(PHILIMEHT Ha PUCKa 0,61 -
9 (0,51-0,72) -
p-croiimoctd ™ <0,0001 -
Bpeme 10 KIIMHUYHA ITpOrpecHs
Menuana (Meceru) 33,0 19,8
95% ClI (27,3-41,2) (17,9-22,8)
Kopurupas koehHUIIHEHT Ha pUCKa 0,61 -
95% ClI (0,50-0,75) --
p-croiiroctd ™ <0,0001 -
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Kpaiina Touka Houerakcea+ADT ADT
CaAMOCTOSITETHO

@ TIpomenyuBH 3a BpeMe 10 choutne: Crparndurmpan log-rank tecr.
IpomennuBu 3a otroBop: Touen Tect Ha Fisher
* P-CTOMHOCT 3a JECKPUNTHBHA IIET.
** PSA otrosop: IIpocraTtHo-crierdryen anTureHn otropop: HuBo Ha PSA <0,2 ng/ml usmepeno upes
JIBE TIOCJICIOBATEIHN M3MEPBAHUS ¢ HHTEPBAI HAll-MaJIKO 4 CEeIMUIIH.

0 Bpeme 10 Pe3HCTEHTEH Ha KACTPALWMS PAK Ha IIPOCTATATA = BPEMETO OT paHIoMU3aIus 10 PSA
[POTrpecHst WK KIMHUYHA Mporpecusi (T.¢., yBEIMYCHH CUMIITOMH OT KOCTHH METAacTa3u, IPOrpecHs
CIiopel KpUTEpPHUUTE 32 OLICHKa Ha 0TroBopa rpu conunau Tymopu (Response Evaluation Criteria in
Solid Tumours, RECIST), i KIMHAYHO BIIOIIABAHE TIOPAIH PaK CIIOpe. IpeleHKaTa Ha Q
W3CIIEIOBATENS), KOETO OT JIBETE HACTBIIH ITBPBO. b

6 BpemMe 70 KJIMHWYHA MPOrPECHs = BPEMETO OT PaHIOMM3ALMS 1O KIMHUYHA IPOTrPeCHs (TQLU
YBEJIMYCHH CUMIITOMH OT KOCTHU MeTacTasu; nporpecus criopes RECIST; niu knmuHnaH 'ﬁu aBaHe
Mopajiv paK Cropes MperieHKaTa Ha U3CIeI0BATES). $

Cmomawien adeHokapuuHom (b(b'

[TpoBeseHO € MHOTOLICHTPOBO, OTBOPEHO, PAaHAOMH3UPAHO M3ITUTBAHE 32 ﬁ&a Ha 0e30MacHOCTTa U
eHUKacHOCTTA Ha JOIETAKCEll PH JICYCHUETO Ha MAI[MEeHTH C MEeTacTa CTOMAIIICH
aJICHOKAPIIMHOM, BKJIFOUMTEITHO aJICHOKApPIIHOM Ha ractpoe3odare a BPB3Ka, KOUTO HE ca
TTOJTY9IaBaJIH MPEIN TOBA XUMHOTEPAITHS 32 METACTATUIHO 3a00JIs . O6mmo 445 marnuedTn ¢

KPS > 70 ca nexysanu wim ¢ gouerakcen (T) (75 mg/m? na n B KoMOuHarus ¢ mucmiatud (C)
(75 mg/m? na nen 1) u 5-payopoyparmn (F) (750 mg/m? nuéBy0 3a 5 1HM), WK HUCTUIATHH

(100 mg/m? na nen 1) u 5-yopoyparmn (1 000 mg/m? HO 32 5 1HHM). BpemeTo Ha neyeOHUS
Kb € 3 cenmuny 3a TCF pamoto u 4 ceqmurm 3a MoTO. Menuanara Ha Opost IIMKJIIH,
MIPUIIOKEHHU Ha MaueHT ¢ 6 (B quamnaszoH ot 1-16) F pamoto, B cpaBHEeHHE ¢ 4 (B quama3oH oT 1-
12) 3a CF pamoro. [IspBuuHaTa KpaiiHa TO4Ka meto 1o mporpecus (TTP). Hamanssanero Ha
pucka ot iporpecus € 32,1% u e cBbp3aHo C aguresHo mo-aearo TTP (p =0,0004) B mon3a Ha

TCF pamoto. O0mmaTa nmpexuBsieMocT Ch 3HayuTesHOo no-abira (P = 0,0201) B mon3a na TCF
pamoTo, ¢ HaMaJsIBaHE Ha PUCKA OT CM oct ¢ 22,7%. Pezynratute 3a epuxacHoCT ca 0000LIEHN C
clietHaTa TabIuIa: O

A

Ed)I/IKaCHOCT Ha JOICTAKCEI HQ% CUYCHHUETO HA NAlIMCHTH CHC CTOMAIIICH aACHOKAPIIMHOM

N
~

Kpaiina Touka Q\) TCF CF
R n=221 n =224

Menuana na TTP eIIu) 5,6 3,7
(95% CI) %) (4,86-5,91) (3,45-4,47)
Koe(bHuHeHé(a PHCK 1,473
(95% OC;QQ (1,189-1,825)
*p-CT: CT 0,0004

12 Ha MIPEKUBIEMOCT (MECEIIN) 9,2 8,6
(95% CI) (8,38-10,58) (7,16-9,46)
2-ronuiiHa oneHka (%) 18,4 8,8
KoeduiueHt Ha puck 1,293
(95% CI) (1,041-1,606)
*p-cToitHOCT 0,0201
O6ma crened Ha nosiusiBane (CR+PR) (%) 36,7 | 25,4
p-cToiHOCT 0,0106
[Iporpecupaio 3abosBane KaTo Haii- 16.7 25.9
n00Bp 0011 oTroBop (%)

* HectpaTuduuupaH TECT 3a JIOTAPUTMHYHO TTOAPEKAAHE
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[MoarpymoBUTe aHAIM3H 110 B3PAcT, IOJI U paca yCTOW4nBO ca B moi3a Ha TCF paMoTo, B cpaBHEHHE
¢ CF pamoTo.

OchBpeMEHEH aHAIN3 3a MPEKUBSIEMOCTTa, MPOBE/ICH ¢ MEMaHa HA BPEMETO Ha MPOCIIC/IsIBaHe
41,6 mecera, Beue He MOKA3Ba CTATUCTHYECKH 3HAYMMA Pa3JiKa, BHIIPEKH Y€ BUHATH € OWII B 1oJ3a
Ha TCF cxemara, u nokasea, 4e nonsara ot 1 CF npen CF ce HabmonaBa sicHo mexxay 18-st u 30-s1
Mecel] OT IPOCIIE/IIBAHETO.

Karo 115110, pe3ynratute 3a kadecTBO Ha ®HuBOT (QOL) U KIMHUYHA 1013, CHCTEMHO MTOKa3BaT
nojoopenue B onsa Ha TCF pamoro. [Tanmenty, nexysanu ¢ TCF nmar no-nbiro Bpeme 10 5%
OKOHYATEITHO BJIONIaBaHe Ha oOnwms 3apaseH craryc no QLQ-C30 senpocuuka (p = 0,0121), u mo-
JIBJITO BpEMe JI0 OKOHYATEJIHO BIIOIIaBaHe Ha cTaTyca 1o ckanata Ha Karnofsky (p = 0,0088), B Q
CpaBHEHHE C ManueHTHuTe, JiekyBanu ¢ CF.

)
Pax na enasama u wuama O&Q

e HMHmyknuoHHA XUMHOTEpanwsl mociaeaBana ot rpuetepamus (TAX 323) *Q
BesonacHoCTTa 1 e)MKACHOCTTA Ha AOLETAKCEN P HHAYKIMOHHO JIeYeHne Ha JAIMECHTH Chbe
CKBaMO3HOKJIEThUYEH KapunHoM Ha riaBarta u musata (SCCHN) ca onenenu B %asa Il Ha
MHOTOLIEHTPOBO, OTBOPEHO, panaomu3npano m3nuteane (TAX323). Ilpu T poy4BaHe,

358 nmarnuentu ¢ unonepaduieH okanuo Hanpeanan SCCHN, u o6mio ostaue o C30 cratyc 0
i 1, ca paHIOMU3HPaHU KbM €IHO OT JIBE€ TEpaleBTUIHN paMeHa. €HTHUTE B PaMOTO Ha
nonerakcen nomydasar gouerakcen (T) 75 mg/m? mocnensan ot G HIATHH (P) 75 mg/m?
nocieasany ot 5-guryopoyparmi (F) 750 mg/m? a nen karo eKbCHaTa nHQpY3us 3a 5 1uu. Tasu
cXeMma e TpuJlaraHa Ha BCEKH TPU CEMHIIM 32 4 UKBJIA B C , 9e € HaOIoaBaH IOHe
HE3HAUUTEJIeH OTroBOp (= 25% penyKuus npu AByU3ME HQHPCI[GJ‘ICH pasmep Ha TymMopa) ciexn

2 nukbia. Ha kpasg Ha XuMUOTEpanusrTa, ¢ MUHUMAJIe &TepBan 0T 4 ceIMHULX 1 MaKCUMaJIeH
WHTEPBaJ OT 7 CEIMUITH, TAITUEHTHTE, YUETO 32007 € He € IPOTPECHPAIIO, ca TOTYIIIN
mpueteparnust (RT), CbriIacHO IMpaKTHKAaTa 10 M a JjedeOHUTE 3aBeICHNUs, 32 7 CeIMHUIIH
(TPF/PT). ITaitneHTHTE B CPAaBHUTEIHOTO Pa onmyuasar mucriatud (P) 100 mg/m? nocnensan ot
5-payopoypauun (F) 1 000 mg/m? na ne nuu. Tasu cxema € nmpuiiaraHa Ha BCEKU TPHU CEIMULIU
3a 4 IUKbJIA B CIOy4ai, ye e HaOmoaaB € HEe3HAUMTeNIeH OTTOBOP (= 25% penykuus npu
JBYU3MEPHO OIIpeJiesieH pa3Mep Ha I@[opa) crex 2 uukbiaa. Ha kpas Ha XxumuoTepanusTa, ¢
MUHHUMAJIEH HHTEpBa oT 4 ceﬂMg@ ¥ MakCHMalleH HHTEPBaJ OT 7 CEAMMIIN, TTAIIMEHTUTE YHETO
3a00J1sBaHe HE € TPOTPECUp moyunin Tbderepanus (RT), chriaacHo mpakTHKATa IO MeCTa Ha
neueOHNTE 3aBeIeHNs, 3a 7 1 (PF/RT). JlokopernonaaHarta JbYeTEPAITHS € TIPUIOKEHA HITH
Yype3 KOHBEHI[MOHAIHA us (1,8 Gy-2,0 Gy BeaHbX JHEBHO, 5 IHU HA CeIMUIA 3a 001a 1032 OT
66 o 77 Gy), wim u opeHn/xunepPppakIMOHUPaHN CXEMH Ha JTbyeTepanus (1Ba IbTH JTHEBHO,
C MUHUMAJICH UHT Mexay ¢pakuuute ot 6 yaca, 5 auu Ha cenmuna). O6mo 70 Gy ca
MIpeTopbYaHH 3 openute cxemu 1 74 Gy 3a xurnepdpakiMOHHUPAHUTE CXEMHU. XUPYPTUIHO
OTCTpaHsBa WJIO TIO3BOJICHO CIIE] XUMHUOTEPAITHs, MPEIN WK Ciief ibueTepanusara. [lamenTrure
B TPF pa ca TIOJIYYHJIN TTepOopallHa aHTHOMOTHYHA TpodritakTrKa ¢ runpoduokcara 500 mg
JBa I eBHO 3a 10 AHM 3amOYBaliKu OT 5-Ms I€H Ha BCEKH LIMKDBJI, WM eKBUBaJICHT. [ IbpBryHaTa
K@ OYKa MPH TOBa Mpoy4YBaHe, NpexxuBseMocT 0e3 nporpecus (PFS), e 3HaunTenHo no-abira
ippy T PF pamoTto cpaBrHeno ¢ PF pamoTo, p = 0,0042 (Mmequana Ha PFS: ceoTBeTHO 11,4 cripsimo

8,3 mecena) ¢ o0I11a MeaMaHa Ha BpeMETO 3a npociiesBane 33,7 Meceria. MenuanaTa Ha o0Iiara
MIPEKUBIEMOCT CHIO € 3HAYUTETHO MTO-BUCOKA B ToJ13a Ha TPF pamoTo B cpaBHeHue ¢ PF pamoro
(menuana Ha OS: croTBeTHO 18,6 cripsimo 14,5 Mecena) ¢ HaMansiBaHe Ha pUCKa OT CMBPTHOCT ¢ 28%,
p = 0,0128. Pe3ynraTure 3a eUKacHOCT ca MPEACTaBEHH B TaOIMIIATa O-O0ITY.

EdukacHocT Ha mouerakcen Npy MHAYKIHMOHHO JIEUEHUE Ha NTALUEHTH C MHONEPAOWICH JIOKAJIHO
Hanpenaan SCCHN (Intent-to-Treat ananus)

Kpaiina Touka Jouerakcen + Cis + 5-FU
Cis + 5-FU
n=177 n=181
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MenuaHna Ha BpeMe Ha MPEKHUBIEMOCT
0e3 mporpecus (Mecern)

(95% ClI)

Kopurupan xoeuIeHT Ha pUCK:
(95% CI)

*P-cTOMHOCT

11,4

(10,1-14,0)

8,3

(7,4-91)

0,70
(0,55-0,89)
0,0042

Menauana Ha PEKUBIEMOCT (MECEIIH)
(95% ClI)

Koedurent ma puck

(95% CI)

**P-CTOWHOCT

18,6
(15,7-24,0)

14,5

(11,6-18,7)

0,72
(0,56-0,93)
0,0128

Haii-mo0Opo 00110 mopnusiBaHe OT
xumuotepanust (%)

(95% CI)

***p-croitHOCT

67,8
(60,4-74,6)

53,6

(46,0-61,0)

0,006

Hatii-mo0Opo 00110 mopnusiBaHe OT
JICYEHHETO B IPOYUBAHETO
[xumuoTepanus +/-puerepanusi] %
(95% ClI)

***p-croitHOCT

72.3
(65,1-78,8)

58.6

(510-658)

0,006

Menauana Ha POBIIKUTEIHOCT Ha
MOBJIUSIBAHETO OT XUMHOTEpaIus
JIpUETEpaIus (MECeIH)

(95% CI)

Koeduuent Ha puck
(95% ClI)
**P-CTOWHOCT

n=128

15.7
(13,4-24,6)

223

n= gﬁ
1,7
0,2-17,4)

673

2:0,99)
X7 0,0457

Koe¢wunueHt Ha prck mo-Maibk ot 1 e B monza
*Cox mMojen (KOpeKIus 3a MACTOTO Ha ITbPB
** JlorapuTMHUYHO TpaHCHOPMHUPAH PEHK

*** Chi-square tecr

Lerakcen + mucroiatud + 5-FU

st Tymop, T 1 N ximamyan craaun u PSWHO)

WCT

HapaMempu HA Kadvecmeomo Ha eom
HaIII/ICHTI/ITe, JICKYBAaHHU C TPF a3BaT 3HAYUTCIHO IIO-MaJIKO BJIOIIaBaHC HA TCXHUS 06III 3ApaBCH

CTaTyC CpaBHCHO C TE€3H, JI

Knunuuno snauumu na@mpu

CkaJara 3a OLIEHK
M3MepBaHe Ha

CpaBH

rpQQ)IOKa:sBaﬁKH aJIeKBaTHO JIeUeHHE Ha OOJIKaTa.
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u ¢ PF (p = 0,01, mo ckanara va EORTC QLQ-C30).

CTaTyca OTHOCHO TojcKanute 3a riasa u st (PSS-HN), npeaHasHadenu 3a
paeMOCTTa Ha TOBOPA, CIIOCOOHOCTTA 3a XpaHEHE Ha OOIIECTBEHU MECTa,
veTarTa, € 3HaUMTEIIHO B 1oJi3a Ha 1 PF pamoro B cpaBenue ¢ Te3u oT PF.
BpPEMETO JI0 IbpBO BiiomiaBane mo C30 e 3HaYUTETHO Mo-IbJTa B pamoTo Ha TPF
F. CkopbT Ha MHTE3UTETa HA OOJIKATa CE OJ00psIBa 10 BpEME Ha JICUCHUETO B JIBETE



e HMHmyKnnroHHA XUMHOTEpANHsI mociaeaBaHa oT xumuoapuerepanus (TAX 324)

BezonacHoctTa 1 eprikacHOCTTa Ha AOIETAKCEN IPU MHAYKIMOHHO JICYEHHE Ha MAIMEHTH C JIOKaJTHO
HanpeaHal CKBAMO3HOKIIEThYEH KapuuHoM Ha riaBarta u musita (SCCHN) ca onenenu BbB dasza 11
Ha PaHJI0MHU3UPAHO, MHOTOLIEHTPOBO, 0oTBOpeHo m3nutBane (TAX324). [Ipu ToBa npoy4BaHe

501 nmaruentu ¢ okanao Harnpeanan SCCHN, u 06110 cberosiaue mo C30 craryc 0 wiu 1, ca
PaHIOMU3UPAHU KbM €ITHO OT JIBE TepareBTHYHN paMeHa. [IpoydBaHaTa Nomyianus BKII0YBa
MAIMEHTH C MPAKTHYSCKH HEBh3MOXKHO XUPYPIHYHO OTCTpaHsSBaHe Ha 3a00JIIBAaHETO, TAIIMEHTH C
MaJIKa BEPOSITHOCT 32 XUPYPrUYHO JICUSHNE U MAIIMEHTH, IPH KOUTO ce 1IeJIN 3ara3BaHe Ha OpraHa.
Ouenkara Ha eUKacHOCT U 6€30IaCHOCT c€ OTHACS CaMO 33 KpalHUTE TOUYKH Ha MIPEKUBIEMOCT U HE
ce oTHacs O(UIMAIHO 3a yCIIeBaeMOCTTa 3a 3alla3BaHe Ha OpraHuTe.

[TanmeHTHTE OT PAMOTO Ha JOUETaKceN noaydasaT gouerakcea(T) 75 mg/m? kato MHTpaBeHO3HA
uHby3us B 1eH 1, mociaeasana ot mucmiatiH (P) 100 mg/m2 kaTo uHTpaBeHO3HA HH(Y3HS,
HOCJIeIBaHA OT IPOIBIDKUTEIHA HHTaBeHO3Ha HHPY3us Ha S-(uyopoyparmi (F) 1 000 mg/m? }&I
3a 4 gau. [{uknurte ca mOBTapsSHU BCEKU 3 CEAMUIM B IPOIbIDKEHUE Ha 3 nuKbia. Bcuuku HTH,
YHeTO 3a00JIsBaHe HE € porpecupaio e Tpsosaio, no nporokon (TRF/CRT), na nmomyya
xumuorepanus (CRT). [launeHTuTe OT CPaBHUTEIHOTO PaMo MOJTyyaBaT HUCIUIATHH ( 0 mg/m?
kato 30-MHUHYTHA 110 3-9acoBa WHTpaBeHO3HA MH(Y3HUA TIpe3 AeH 1, mocieaBaH OT I JOKUTEITHA
uHTaBeHO3HA nHQY3us Ha S-uyopoypammt (F) 1 000 mg/m? na nen 3a 5 gau. ].'Lgl?lme ca MOBTapsSHU
BCEKH 3 CEJIMHIIM B MPOALIDKEHHE HA 3 IUKbBIA. BCHUKM ManMeHT T, 4ueTo 3apQisiBaHe He €
nporpecupaio e Tpsosaio, no nporokon (PF/CRT), na momy4ar xumMuore (CRT).

[NaruenTure U B IBETE TEpANIeBTUYHY pamMeHa roiryuaBaT 7 ceqmuiy C JIeI MHAYKIIMOHHA
XUMHOTEPAIusi C MUHUMAJICH UHTEPBAJI OT 3 CEIMHIIM U HE MO-KbCH CEeIMUIIY CJIe/l HA4aJIOTO
Ha TIOCJICTHUS ITUKBI (0T 22 10 56 AeH OT mociaeAHus MUKEI). [1o @ptMe Ha TbUeTepanuATa ¢
Mpuiaral BeAHbXK ceamuuHo kapooriatud (AUC 1,5) kaTo ¢ acoBa MHTPaBEHO3HA WHY3US
MaKCUMyM J10 7 703u. JIbuerepamnus e npuiaraia ¢ MeraBoJl araparypa upe3 BeJHBX JHEBHO
¢dpaxionupane (2 Gy Ha nieH, 5 1HU Ha ceamuIa 3a 7 ceﬁ@run, ¢ obra no3a 70-72 Gy).
XupyprudHOTO OTCTPAHSIBAHE HA ITBPBUYHOTO MSCTO OO0JIIBaHETO W/MIIM IIUATA € MOXKENO J1a ce
WMa MpeaBUJ IO BCSIKO BpeMe ciie]] 3aBbpILIBaHe H T. Bcnuky nanyeHTH OT paMOTO Ha
JIOI[ETAKCEIN ca MOJTyYaBaliil aHTHOMOTHYHA TIPO thKa. [IbpBUYHATA KpaifHa TOUKa 3a
e()MKacHOCT B TOBA MPOyYBaHe, 00IaTa mpe emoct (OS), ¢ 3HaYUTEIHO MO-AbJra
(;morapuTMuUHO TpaHCPOPMHUPAH PEHKOB , P = 0,0058) mpu morerakcen-chabpikamara cxema
cpaBHeHo ¢ PF (menuana nva OS: 70,6 o cpenno 30,1 mecena) ¢ 30% HamaneHue HA PUCKa OT
cMbpTHOCT B cpasHenne ¢ PF (HR =©0470, 90% noseputenen unrepsan (C1) = 0,54-0,90) ¢ obuia
MeIraHa Ha BpeMe Ha npocneuﬂg\e 41,9 mecena. Bropuunara kpaitna Touka, PFS, mokaszsa 29%
HaMaJieHHue Ha pHCKa OT IPOT, ST WM CMBPT U 22 Mecella mogoopeHue Ha MeauaHara PFS

(35,5 mecerna 3a TPF u 13, ToBa e cpio cratuctudecku 3Hagumo ¢ HR ot 0,71; 95% CI 0,56-
0,90; porapuTMHYHO TP opMmupasn penkoB tect, P = 0,004. Pesynrarute 3a euracHOCT ca
npeacTaBeH: B Ta0u T0-J10JTy:

Ed)I/IKaCHOCT H%&GTM{CCH IIPU UHAYKIIMOHHO JICUCHHUEC HA IMAIIMCHTHU C JIOKAJIHO HAallpcaAHaJI SCCHN
(I ntent-to-Tr@ananm)

Kpaﬁq&iﬁiqxa Jouerakcesn + Cis + 5-FU

Q@ Cis +5-FU

n =255 n =246

Menauana Ha 00111a PEKUBIEMOCT 70,6 30,1
(mecerm)
(95% CI) (49,0-NA) (20,9-51,5)
KoedunueHt Ha prck: 0,70
(95% CI) (0,54-0,90)
*Pp-cToitHOCT 0,0058
Menunana Ha PSF (Mecerm) 35,5 13,1
(95% CI) (19,3-NA) (10,6 - 20,2)
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KoeduiueHT Ha puck: 0,71

(95% CI) (0,56 - 0,90)
**p-cTOiHOCT 0,004

Hait-no6po o6mo nmosnuseane (CR + PR) 71,8 64,2

oT xumuoTepanst (%) (65,8-77,2) (57,9-70,2)
(95% CI)

***D-CTOMHOCT 0,070

Haii-no6po o6mo nonusiane (CR + PR)
OT JICYCHHETO B IIPOYYBAHETO

[xumuoTEpanus +/- 76,5 1,5
(70,8-81,5) (65,5-77,1)
XuMHoabueTepanusi]%
(95% ClI)
***p-cTOHHOCT 0,209 ©®
KoedurmmenT na puck mo-mMansK oT 1 € B moj3a Ha gorerakcen + mucmiatad + 5-FU .Q@
* HEKOPUTUPAH JIOTAPUTMHYHO TPaHC(HOPMHUPAH PEHKOB TECT
** HEeKOPUTHPAH JOTAPUTMHIHO TpaHCHOPMHUPAH PEHKOB TECT, HEKOPUTHPAH 32 MHOFQQTHH

CpaBHEHHS
*** Chi-square TecT, HEKOPHUTHPaH 32 MHOT'OKPaTHU CPAaBHEHUS (b(b'
NA - HempHUIOKUMO

“\Q
IlenquarpuaHa momyaamms Q‘z‘

EBpomneiickaTta areHmus 1mo jJekapcTBaTa 0OCBOOOXK/IaBa OT 3anbnm&o 3a MpeIoCTaBsIHE Ha
pesyiTaTuTe oT npoyuBaHusaTta ¢ Docetaxel Zentiva BbB Beuu JrpyIy Ha MeIuaTpuIHaTa
TIOMyJIAIT|S 32 TTOKa3aHuATa paK Ha T'bpJaTa, HeIPEOHOKIIE OemoapoOeH pak, pak Ha IIpocTaTaTta,
CTOMAIIICH KapIIMHOM M pakK Ha TIaBaTa W musTa, 0e3 ma cegkimrousat tat I u 111 mo-manko
nrdepeHIupan Ha3opaprUHTeaIeH KapIuHOM (BXK. T0;1§>l.2 3a nH(pOpPMAIHs OTHOCHO yroTpeda B

EIMATPUATA). 9\
N
)

5.2 dapMakoOKHHETHYHHU CBOWCTBA

Abcopbuums Q\Q

O

dapmakoKkMHETHKATa Ha uouem@] € OIICHEHA IPH MAIMEHTH C pakK ciel mpuiarase Ha 20-
115 mg/m? no Bpeme Ha POy us ot daza [. Kunernunusat npodun Ha JoueTakcen e
J030HE3aBHCUM U CHOTBET TPUKOMIAPTUMEHTHUS (PapMaKOKWHETHUCH MOJIEI C MOTYKUBOT 32
dbaswure o, Uy CHOTBET min, 36 min u 11,1 gaca. KecHara dasa ce IbIKH OTIACTH HA
OTHOCHTEITHO OaBHUS %«c Ha JIOLIETaKCcel OT NepuQepHns KOMIIAPTHMEHT.

Z)

Pa3npegenerm@

Cren nip enue Ha 103a ot 100 mg/m? nox popmata Ha enHOYacOBa UH(Y3HS, € TIOTYIEHO CPETHO
mukoBQIasMeno HuBo 3,7 ug/ml cue crorBetHa AUC 4,6 h.ug/ml. Cpennure croitHOCTH Ha
T<§@42 KJIMPBHC OT OpraHu3Ma 1 00eMa Ha pasrnpezeeH e Py CTAHOHAPHO ChCTOSIHUE ca
cuOxrBeTHO 21 I/h/m? n 113 |. IHTepuHAMBHIyaHUTE BAPHALMHK HA TOTAJIHHS KIMPBHC OT OPraHu3Ma
ca nmpubnu3uTeHo 50%. JloneTakcen e CBbp3aH C IIa3MEHUTE TPOTeHHH HaT 95%.
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Enumunupane

IIpu TpuMa HNalMEHTH C PaK € IPOBEICHO NPOoydYBaHe ¢ MapkupaH ¢ **C-gouerakcen. Jlonerakcen ce
SIMMUHUPA U Ype3 YPUHATA U Upe3 H3MPAKHECHUATA B pAMKUTE Ha 7 THU cien mutoxpom P450-
MeJIMUpPaH OKUCIIUTENICH METa00IM3bM Ha TPETHYHATA OYTHII-eCTepHA IPyIia, KaTo eKCKPEIHsATa Upe3
ypHHaTa ¥ U3MPAXKHEHUATA OTTOBaps ChOTBETHO Ha 6% 1 75% OT MpUIIOKEHOTO paJiOaKTHBHO
BemecTBO. Oxomo 80% OT Moy4eHOTO B M3MPaKHEHUATA PAAMOAKTUBHO BEIIECTBO CE EKCKPETHpa IO
BpeMe Ha rbpBuUTE 48 yaca 1o (hopMaTa Ha eIMH TJIABEH HEAKTHUBEH METa0O0JIUT U 3 BTOPOCTECIICHHU
HEAKTUBHU META0O0JIUTa U MHOT'O MAJIKM KOJIMYECTBA HEITPOMEHEH JICKAPCTBEH MPOIYKT.

Crenuanaiy noIyJaanun

Bw3pacm u non «)(b
[NonymnanuoneH hapMaKOKMHETUYCH aHAINU3 € U3BBPIICH C JOLETaKceN pu 577 MalueHTH. %)
dapMaKkOKMHETHYHUTE MTAPAMETPH, ONPEICICHH Ype3 MOJIENIa Ca MHOTO OJM3KHU 10 TE3H, YEeHH
npu npoyuBanusTa Qasza . dapmakoknHeTHKaTa Ha JIOIIETAKCE HE CE MPOMEHS OT Bh Ta WIN
ToJIa Ha MaIUeHTa.

Yeproopobuo yepescoare
[Tpu manbk Opoit matmenTH (N = 23) ¢ KIIMHUYHYU JaHHUA OT OMOXHUMUYHUT
JIEKO 10 YMEPEHO YBpexaaHe Ha uepHoapoOHaTa ¢pynkuus (ALT, AST
ankanHa ¢ocdataza > 2,5 meti [ TH), 001musT KIMPHHC € HamMaJeH

JIeIBAHUS, COUCIITU
nbtu ['TH cBBp3ano ¢
o ¢ 27% (Bx. Touka 4.2).

3aodvpoicane na meunocmu
KnupbHCHT Ha JlolieTakces He € IPOMEHEH MTPH MAIUEHTH C 4& JI0 yMEpeHa 3aJ{phKKa Ha TEYHOCTH
Y JIUTICBAT JIaHHU MU MAIUEHTH C TEKKA 33J[PhKKa HA TSTHOCTH.

KomOunupana Tepanus

NS
\a
N

Jloxkcopybuyun
Koraro ce n3nomnsBar B KOMOMHANu, 10 CeJI He MOBJHSABA KIMPHHCA HAa JOKCOPYOHIINH U
IUIa3MEHUTE HUBA Ha JOKCOPYOULIMHOIL abonuT Ha oKcopyOummH). @apMakOKWHETHKATa Ha

JoLeTaKcell, 10KCOPyOHLKH 1 LuKIghoCchamu He ce HOBIHABA OT €AHOBPEMCHHOTO UM

MIPUIIOKEHUE. \&.

Kaneyumabun

[Ipoyusane ¢a3za I, oe 0 ehekTa Ha KanenUTaOWH BHPXY (hapMaKOKMHETHKATa Ha JOIETAKCEN U
00paTHOTO MOKAa3Ba, U enuTabHH He BiIMse BbPXY (apMakokuHeTHkara Ha gonetakcen (Crax U
AUC) u gonerakc Ma e(eKT BbpXy (hapMaKOKHHETHKATa Ha CHOTBETHUS METa0OIHUT Ha

KaIrenuTaOuH H en 5’-DFUR.

Hucnaam

Kimp &a JTOTICTaKCE TPHU KOMOMHUPAHA TEparus ¢ UCILIATHH € TI0J00eH Ha TO3H, HaOIroAaBaH
n@@amepanm. dapMaKkOKMHETUYHUSAT MPO(IIT HA ITUCTUIATHH, TPUIIOKEH CKOPO ciiel] nHpy3us
Ha JOIIETaKCell € IMOI00CH Ha TO3HU, HA0JF0/1aBaH NPHU IUCIUIATHH KaTO MOHOTEPAITHSI.

Lucnramun u 5-¢hnyopoypayun
KoMOuHMpaHoTO MpHIT0’KEeHNEe Ha AOIETaKCel, IUCIUTaTHH U S-(hiryopoyparwut npu 12 manueHTH che
CONMAHM TYMODH, HsIMa BITUSTHHUE BHPXY (papMaKOKWHETHKATa Ha BCEKH OT/AEJIeH JEeKapCTBEH MPOIYKT.

Ilpednuson u dexcamemasou

EdexThT Ha peTHI30H BHPXY (hapMaKOKMHETHKATA Ha JIOIETAKCEN, IPUIOKEH ChC CTaHAapTHA
MIpEeMEINKAIINS ¢ JeKCaMeTa30H € u3cjaeaBaH nmpy 42 MarfueHTH.
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Ilpeonuson
He e HaOnronaBaH eeKkT Ha MPETHU30H BEPXY (papMaKOKWHETHKATA HA JIOIICTAKCEI.

5.3 IlpenkIWHWYHM JaHHH 32 0€30MACHOCT

KapIiHOreHHUAT MoTeHnral Ha JIOLEeTAaKCell He € 3CIIeBaH.

JlokazaHo e, ye JoLeTaKCceN € MyTareHeH MpH in Vitro MUKPOHYKJIEapeH TeCT U TECT 32 XPOMO30OMHU-
abepaumnu Bppxy CHO-KI1 kieTku u npu in vivo MEKpOHYKJIEApeH TeCT Mpu MUIIKHU. Tol obaye, He
NpeIM3BUKBA MYTareHHOCT NPH Tecta Ha AMES win npu Tecta 3a rennu Mmyrauuun CHO/HGPRT.
Tesu pe3ynraTn OTroBapAT Ha (hapMaKOIOTHIHATA AKTHBHOCT Ha JOIETAKCET.

Hexenanute edext BbpXy TecTHCUTE, HAOIIOJaBaHH TP IPOYYBAHHUS 38 TOKCHYHOCT TIPH rpn@;
MpEIoIarar, ye JOUEeTaKkcel MOXKe Jia yBPEAU MBXKKHUsI (epTUIIUTET. Q

6. DPAPMALEBTUYHU TAHHU $

6.1 CHnucbK Ha NIOMOLIHHUTE BEIECTBA
[Momucop6ar 80 %)
Etanon 6e3BoneH &
JluMoHeHa KucennHa %)

6.2 HecbBMecTHMOCTH (b

To3u nexkapcTBeH NPOAYKT He TPsiOBa 1a ce CMeCBa C @H JICKapCTBEHU IPOIYKTH, C U3KIIOUCHHUE

Ha II0OCOYEHUTE B TOUKA 6.6. Q
6.3 Cpok Ha roaHocT (D'Q
HeorBopeH diakoH ‘2\®

2 TOIUHU C)

Cnen orBapsiHe Ha (hj1aKkoHa \&*

Bceku diakoH e 3a ennoma@nmpe@ 1 TpsiOBa /1a O'b/Ie U3I0I3BaH HEe3a0aBHO CIIeT OTBAPSIHETO
My. AKO He € M3M0JI3BaH aBHO, BPEMETO U YCJIOBHATA HA ChXpaHEHHUE 10 BpeMe Ha yrmoTpeba ca
OTTOBOPHOCT Ha HOTpeQ; TSI,

Cren HDI/I6aB$IH9\&V[ MH(Y3UOHHHUS CAK

Ot MukpoOH YHa IJIeJ{HA TOYKa Pa3TBapSHETO/pa3pekIaHeTo TPsOBa /1a Ob/ie HANPaBEHO MPHU
KOHTPOJIH Y aCENITUYHU YCIOBHUS U JIEKAPCTBEHUST MIPOAYKT TPsIOBa J1a O'bJIC U3MOI3BAH
Hel’;@@: KO HE € U3I0JI3BaH He3a0aBHO, BPEMETO U YCIIOBHUATA HA ChXPaHECHUE TI0 BpeMe Ha

yII a ca OTTOBOPHOCT Ha MOTPEOUTES.

Benuwx mpubaBeH, KakTo € MPenopbyaHo, B HH(PY3NOHHHSA CaK, AOIeTaKcel HHPY3NOHEH Pa3TBOp €
crabuiieH 6 Jaca, ako ce chxpaHsBa noj 25°C. TpsOBa fja ce U3Mo3Ba B paMKUTE Ha 6 yaca
(BKJIFOYMTEITHO €IHOYACOBATa UHTPABEHO3HA UH(Y3U).

OcgeH ToBa ¢u3MIecKaTa 1 XUMUIECKaTa CTAOMITHOCT B TIEPHO/Ia Ha M3MOJI3BaHe Ha WHPY3HOHHUS
pa3TBOp, IPUTOTBEH CIIOPE] MPEIOPHKHUTE, JOKa3aHa B cakoBe, kouTo He ca oT PVC e 1o 48 yaca,

KOTarTo ce chXpaHsBa Mexay 2 mo 8°C.

ﬂOHeTaKCCH I/IH(by3I/IOHCH Pa3TBOp € NPECUTCH, MOPpaaAr KOCTO MOKE Ja KPUCTAJIM3HUPa C BpEMCTO. Axo
CC MOABAT KPUCTAJIN, PA3TBOPHT HE Tp)l6Ba Ja 6’bﬂe H3II0JI3BaH U TpSI6Ba Ja CC U3XBbPJIN.
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6.4 CnenmaJHu ycJI0BHsI HA ChbXpaHeHUe

Ha He ce cpxpansaBa Hag 25°C.
Ja ce cbxpaHsiBa B OpUTHHAIHATA OTIAKOBKA, 32 1a CE MPEAIa3u OT CBETIIMHA.

3a ycloBusATa Ha ChXpaHEHHE CIIE/ Pa3pek/IaHe Ha JIEKapCTBEHHSI MTPOIYKT BUKTE ToUKa 6.3.
6.5 Buau chabpkaHue HA ONMAKOBKATA

7 ml pnaxoH ot mpo3payHo cTHKIO (THI ) Che 3eneHa amyMuHEeBa 0OKaTKa U 3eJIeHa IIacTMacoBa
OTYyIIBallla ce Karayka, cbabpxkani 1 ml koHneHTpar.

Bcesika kyTust chabpika euH (IIaKkoH. b(b'
He BcHYKH BHI0BE OMAKOBKH MOTAT Ja OBbAAT MyCHATH B NPOIax0a. &Q
6.6 CnenmaJHu npeanazHu MePKH MPH U3XBHPJIsIHE U padoTa $

Docetaxel Zentiva e aHTHHEOITACTHYHO CPEICTBO I, KAKTO H [IPH APYTH MOTEHPAIIHO TOKCHIHH
BEILIECTBA, € HEOOXOANMO IOBHIIIEHO BHUMAHUE IPH pab0OTa U MIPUTOTBSHE Qgpwmopn Ha Docetaxel

Zentiva. TIpenoppuBa ce U3MOI3BAHETO HA PHKABHIIH. \2\

AKO KOHIICHTPAThT WK HHPY3HMOHHUAT pa3TBop Ha Docetaxel Ze BJIE3€ B KOHTAKT C KOXKaTa,
M3MUNTE IO He3a0aBHO U CTapaTeITHO C BOJIA U callyH. AKO KOH aThT WIH UHPY3HOHHUST
pastBop Ha Docetaxel Zentiva Bne3e B KOHTAKT C JMTaBHIIH, TE€ TO He3a0aBHO M CTapaTeIIHO C
BOJIA. Q

[oaroroBka 3a HHTPABEHO3HO MPUIIOKEHHE Q\g\

IIpucomesne na uHQ)y3uonHus pazmeop Q

He u3non3BaiiTe Apyru JekapcTBeHH I TH € I0LIETAKCeJI, ChCTOSAIIM ce 0T 2 (pJIaKoHa
(KOHIIEHTPAT U PA3TBOPHUTEJ) C TO3H pcrBen mpoaykt (Docetaxel Zentiva 20 mg/1 mli

KOHLIEHTPAT 32 UH(Y3UOHEH panns@, 0iiTo ce cheTou camo oT 1 urakon).

Docetaxel Zentiva 20 mg/1 ml %ﬂueHTpaT 3a uHdy3uoHeH pa3teop HE m3ucksa
npeIBaAPUTETHO pannapm@;asmopnmn U e TOTOB 32 J00aBsiHe B pa3TBOpa 3a HHQY3usl.

O

Bceku dnakon e 3a en@ama ynoTtpeba u TpsiOBa Ja ce M3Moi3Ba He3a0aBHO.

Axo (rmakoHUTE i\xpaHﬂBaHH B XJIAJMJIHUK, OCTaBeTe HeoOXomumus Opoii kytun Docetaxel
Zentiva KOHEQ:( aT 3a MH(Y3UOHEH PAa3TBOP Jia IPECTOAT 5 MUHYTH Mpean yrnoTpeda mox 25°C.
Mosxe na obxoaumu noseue oT 1 ¢uakon Docetaxel Zentiva koHeHTpaT 3a HHPY3UOHEH
pas3TBO @Qa ce MOoJTyyd HeoOXoIuMaTa 3a MaueHTa 103a. ACENTUYHO H3TEreTe HeOOXOAUMOTO
KOJI Bo Docetaxel Zentiva koHieHTpat 3a HH(Y3HMOHEH Pa3TBOP, KaTO U3IOI3BATE IpaLyUpaHa
c oBKa ¢ uria 21G.

B Docetaxel Zentiva 20 mg/1 ml ¢pirakoH KoOHIEHTpaUATa Ha JoneTakces e 20 mg/ml.
Heobxomumusar o6em Docetaxel Zentiva konmeHTpar 3a nH()Y3HOHEH pa3TBOp TPsAOBa 1a Obe
MHKEKTHUPAH C eJHOKpaTHA WHXKEKIMs (€HO BIPBCKBaHe) B MH(Y3HOHEH cak wim 6anka ot 250 ml,
chabpkaria unu 5% pasteop Ha rroko3a wim 9 mg/ml (0.9%) pasTBop Ha HaTPHEB XJIOPHI 3a
HHOY3HSI.

Ako e HeoOxoauMa J1o3a mo-rojisiMa oT 190 mg morerakces H3MOI3BaiTe MO-TOISIM 00eM
WH(Y3MOHEH HOCHUTEIT Taka, ue J1a He ce Ha/BuIIaBa konnenrpanusata 0,74 mg/ml nqonerakcern.

CwMmecete KaTo paskiamare ¢ pblie HHQ)Y3HOHHUS CaK WK OaHKa.
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WH}y3noHHUAT cak ¢ pa3TBOp TPsAOBaA Ja ce U3IMO0JI3Ba B paMKHUTE Ha 6 yaca mox 25°C, BKIIIOYUTEIHO
eaHovyacoBaTa MH(Y3Us HA MaLMEeHTA.

KakTo npu BCHYKH ApEHTEPaIHU MPOIYKTH, pa3TBOPHT 3a HH(Yy3us Docetaxel Zentiva tpsodBa na ce
MPOBEPHU BU3YAITHO NIpEIH yroTpeda, KaTo Pa3TBOPH ChABPXKAIIM yTalika TpsiOBa Jia ce U3XBBPIIAT.

Hewnsmnon3panuar nexapcTBEH MPOIYKT WU OTHAIBYHATE MaTEPHAIIU OT HETO TPSIOBA /1a C€ U3XBBPIIAT
B CHOTBETCTBUE C MECTHUTE U3UCKBAHMUS.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA b@'
Q@
&
QO
8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA *
o0
“\Q

9. JATA HA ITBPBO PA3ZPEIIABAHE/IIOJJTHOBSIBAHE &PAi}PElﬂEHI/IETO 3A

YIOOTPEBA Q
Jlara Ha mepBO pazpemasane: 20 ampwr 2007 T. (b(bQ
Jlara Ha mocnexro mogHoBsiBanHe: 20 ampui 2012 1. Q

%O

10. [JATA HA AKTYAJIUBUPAHE HA T@A

Zentiva k.s., U kabelovny 130, 102 37 Prague 10, Yermka pemy6imka

EU/1/07/384/003

[Toapo6Ha wHGOpPMAITHS 32 TOBA nexapc;%&enocmmna Ha yeOcaiita Ha EBporefickaTta areHIus

1o JiekapcTBara http://www.ema. euron‘ {24
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1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Docetaxel Zentiva 80 mg/4 ml xonneHTpar 3a HHQY3HOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CHCTAB
Bcexu ml ot koHnentpara cbappxka 20 mg nonerakcen (docetaxel) (kato Tpuxuapar).
Enun dakon ot 4 ml koHteHTpar chabspxa 80 My gorerakcert.

IToMOIIIHO BEIIECTBO C U3BECTHO JICHCTBUC:

Bceku ¢uakon KoHmeHTpar chabpika 2 Ml eranon, 6e3sonen (1,58 Q). Q)(b'
%)
3a IBJIHUA CITUCHK HA TIOMOIITHUTE BEIIECTBA BIKTE TOUKa 6. 1. &Q
<P
3. JEKAPCTBEHA ®OPMA (b.*
D>
KonmuenTpar 3a uady3noneH pa3rBop (CTepuieH KOHIEHTPAT) &
KoHIIEHTPaThT € GJIEA0KBIT 10 KahEHUKABOXKBIIT Pa3TBOP. &QQ\
Q@
4.  KJIUHUYHU JAHHUA ,b‘b

\
o
S

Pak Ha repaara ¢

4.1 TepaneBTUYHHU MOKA3ZAHUS

Docetaxel Zentiva B komOuHarms ¢ HOKcop@mH u nukinodocdaMus e moxkazaH 3a aflOBAHTHO
JieueHHne Ha MalUeHTKH C: %)
e  omepa0WiIeH paK Ha I'bPJ a‘é,c 3acsraHe Ha JIMM(QHHUTE BB3IIH
e  omepaOWICH pak Ha I‘LKZ[ 0e3 3acsraHe Ha JTUM(PHUTE BH3ITH

3a marMeHTKy ¢ 0nepa6nn$$ Ha TbpAaTa 0e3 3acsaraHe Ha TUMQHUTE BB3JIH, aIOBaHTHATA
Tepamnus TpsiOBa J1a ObJie WYeHa JI0 MAlUeHTKH, TOAXOSIIH JIa MoJy4aBaT XUMHOTepanus,
CBIITACHO yCTﬂHOBCHH&)KI[yH&pOI[HI/I KPUTEPHH 32 TbPBUYHA TEpaNus Ha paHeH paK Ha I'bpAaTa
(Bx. Touka 5.1).

Docetaxel Zenti @\{\OM6HHam/m C JOKCOPYOUIIMH € TOKa3aH 3a Je4eHHE Ha MalEHTKH C JOKaITHO
HATpe/IHaIl WA MCTACTATHYCH PAK HA I'bPJATa, KOMTO TPE/I TOBA HE Ca I10JTy4aBalli LIATOTOKCHYHO
JICYCHHE IT 1 TTOBO/I.

Doc Zentiva kaTo MOHOTEpamnus € MOKa3aH 3a JICUCHNUEC Ha NMAlIUCHTKU C JIOKAJIHO HaIllpEeaHall
nu €TaCTaTUYCH PaK Ha I'bpAaTa CJIC HCYCIICX Ha IUTOTOKCUYHA XUMUOTCPAIIH. HpenxonHaTa
XUMHUOTEpAInA Tp5{6Ba Ja € BKIII0YBaJIa aHTPALKINH WX aJIKUJIMpall arcHrT.

Docetaxel Zentiva B komOuHaIHs ¢ TpacTy3ymad € MoKa3aH 3a JIeYeHHEe Ha MAIHeHTKH C
METacTaTUYeH paKk Ha I'bplaTa cbe cBpbXxekcnpecus Ha HER2 u xouTo npenu ToBa He ca Ounn
JIEKyBaHHU ¢ XUMHOTEpanus 32 METaCTaTUYHO 3a00JIsIBaHE.

Docetaxel Zentiva B komOuHaIMA ¢ KallemUTAOWH € [IOKA3aH 3a JICUEHUE HA MMALMEHTKH C JIOKAJIHO

HampeHall WM MeTacTaTHYEH paK Ha T'bpJlaTa clie]l HeyCleX Ha IIUTOTOKCHYHA XHMHOTEpaIusl.
[IpenxongHara Tepamus TpsOBa /1a € BKIIOYBAIa aHTPATUKIINH.
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HenpebuoknerpueH 0enoapo0eH pak

Docetaxel Zentiva e mokasan 3a jieueHre Ha MAIMEHTH C JIOKATHO HAMPEIHAT WIIA METACTaTHUCH
HeIpeOHOKIIETHUCH OeNOAPOOCH pak ciieq HeYCIeX Ha MPEeIX0IHa XUMHUOTEPAITHSI.

Docetaxel Zentiva B komOMHaIMs ¢ MUCILIATHH € TTOKA3aH 3a JCUEHHEe Ha MAllMEeHTH ¢ HHOIIEPaOWIeH,
JIOKQJTHO HAIPEHA WM METACTATUYCH HEIPEOHOKIEThYCH OEI0IPOOCH PaK MPH MAlUEHTH, KOUTO

HC Ca moJIydyaBaJiu XUMHUOTEpaIud 1o rnmoBoa ToBa 3a00JsBaHe.

Pak Ha mmpocrarara

Docetaxel Zentiva B koMOuHAIMS ¢ IPETHU30H WK MTPEIHU30JIOH € TIOKA3aH 3a JIEYEHNE Ha T1a I/IWI/I
C METaCcTaTU4CH, PE3UCTEHTCH Ha KacTpaIus paK Ha MmpocraTaTta. &

Docetaxel Zentiva B komGunauus ¢ anaporen-uzdeprsaina tepanus (androgen-deprivatiomherapy,
ADT), cbe niam 6e3 peaHU30H WK TPEIHU30II0H, € TIOKa3aH 3a JeueHHe Ha MalueHT
MeTacTaTHYeH XOPMOHOUYYBCTBHUTEJICH PaK Ha IpocTarara. *

CroMaliieH aJleHOKapIHOM %
Docetaxel Zentiva B koMOMHaIMS ¢ HUCIUTATHH U S-(QIyopoyparii e I H 3a JICUEHHE Ha
MAaIMEeHTH C METACTATHYCH CTOMAILICH a/ICHOKAPIIMHOM, BKITIOUHUTEI C€HOKapIMHOM Ha

ractpoe3odareaniHaTa Bpb3Ka, KOUTO HE ca IMOJTy4aBali Mpe;Iu TOBR,XMMHOTEPANHS 32 METACTATHIHO

3a00JIsIBaHeE.
’Z;b

Pak Ha rnaBaTa v mmsTa OQ
Docetaxel Zentiva B koMOHMHAIMS ¢ IUCIUIATHH U 5 OpOypanui € MoKa3aH 32 WHIYKITHOHHO
JieueHre Ha MAIMEHTH C JIOKAJTHO HAIPEHAN C HOKJICTHYCH KaplIMHOM Ha TJIaBara W IIusATa.

4.2 Jlo3upoBKa U HAYMH HA npnnomeﬁ

Ynorpebara Ha go1ieTakceln TpsoBa %g:ne OrpaHWueHa JI0 3aBeJICHHS, CIICIIUATIM3UPAHN B

MPUIaraHeTo Ha HUTOTOKCHYHA noTtepanus U TpsOBa a ce mpuiara camo 1ol KOHTPOJI Ha JeKap,
KBaJM(PHULIUPaAH B IPUIaraHeT POTHUBOPAaKOBa XUMHOTEpanus (BXK. To4ka 6.6).
Jlo3upoBka QO

3a pak Ha rppAATa, s@upe&{omenqeﬂ 0enoIpoOCH pak, pak Ha CTOMaxa M PaK Ha TJiaBaTa | IIHsTa,
MOXe Jia ce Hsr?%a npeMeTUKaIsl ChCTOSIIA CE OT NepopalieH KOPTUKOCTEPOHJT, KATO

JeKcaMeTas Mg mHEeBHO (HaTp. 8§ MY ABa MBTH JHEBHO) B MPOABDKCHHE HA 3 THU, KaTo Ce
3aroune 1 Mpe/v MPUIIaraHeTo Ha JOIETAKCEN, OCBEH aKo HsAMa IMPOTHBOIOKA3aHUsI (BX. TOUKA
44).3 GOrixasane Ha pHCKa OT XeMaTOJIOTHYHA TOKCHYHOCT, MOXeE Jla C€ M3M0JI3Ba MPO(PHUIAKTUIHO
rp &HTCH kosoructTumMysupari dakrop (G-CSF).

[Ipy MeracTaTuueH, pe3UCTEHTEH HA KacTpalus paK Ha MpocTaTaTa, MUMalKy MpeABK] ChITbTCTBALIOTO
MPUIOKEHUE Ha TPESTHI30H HITH MIPETHU30JIOH, TIPETIOPBUNTEITHATA CXEMAa Ha ITPEMETUKAIUS €
nepopaJieH Jiekcameraszon 8 mg, 12 yaca, 3 yaca u 1 yac npeau nHpY3HATA HA TOTIETaKceN (BXK. TOYKA
4.4).

[Ipu MeTacTaTuueH, XOPMOHOUYBCTBUTEJICH PAaK Ha MPOCTAaTaTa, HE3aBUCUMO OT ChII'bCTBAILATA
ynorpeba Ha IPeAHN30H WM MPETHU30JI0H, MPENOPbUYNTENHATA CXeMa Ha MPeMeUKaIus €
nepopaieH fexcamera3zon 8 mg, 12 yaca, 3 gaca u 1 gac npenu nHdy3usaTa Ha TOLETaKCceN (BXK. TOUKa
4.4).

3a HaMaJIsBaHE HA PHCKA OT XEMATOJOrHYHA TOKCHYHOCT, MOKE Ja CE M3I0JI3Ba MPOPHIAKTHIHO
rpaHyJIoNUT-KoIoHHOCTUMY Hpar paktop (G-CSF).
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JlouieTakcen ce mpuiara KaTo eIHo4YacoBa HH(Y3UsA Ha BCEKH TPH CEAMMIIH.

Pax na evpoama

[Ipu anroBaHTHO NIeueHNe Ha OnepaduiieH pak Ha I'bpAaTa ChC 3acArane Ha TMMGHHUTE Bb3IU U 0€3
3acsAraHe Ha TMM(HUTE BB3IIH, IPENOPHYNTENHATA 1032 Ha JOLETaKces € 75 mg/m? npuioxen 1 gac
caen pokcopyoumun 50 mg/m? u muknodocdamua 500 mg/m? va Bcekn 3 ceaMuIM ¢
npoasmkuTenHocT 6 uKhiIa (TAC pesknm) (BXK. cbino Kopekiuu Ha 103aTa 1o BpeMe Ha JIedeHue).
3a JieueHUe Ha MAIUCHTKHY C JIOKAJTHO aBaHCHPAJI WIK METACTaTUYCH PaK Ha I'bpJiaTa,
IpenophyUMTENHATA 103a Ha jouerakcen e 100 mg/m? kato moroTepanus. [Ipu jeuenue ot mbpBa
JMHHESA, ToueTakcen 75 mg/m? ce npuiara B KOMOMHAIMS ¢ gokcopyourm (50 mg/m?).

B KoMOMHALKA ¢ TPACTy3yMal, IpenophYnuTeIHaTa 03a Ha gouerakcen € 100 mg/m? na Bceku pb
CEeJIMUIIM, KaTo TpacTy3ymal ce mpuiiara exxeceIMUIHo. B Xxo/1a Ha OCHOBHOTO U3NHUTBAaHE, %

II’bpBOHAYATHATA WH(Y3MSI Ha JAOIETAKCENl € 3aII0YBaHa Ha CJICJBAIINSA JCH CJIe]l ITbpBaTa JIQ
Tpacty3ymab. Crensanure 1034 JOIETAKCEIl ca MPUIaraHd He3a0aBHO CIIe]] MPUKITIOYBA
nH(Yy3UATa ¢ TPACTy3yMal, ako IpeaxoIHaTa J103a TpacTy3ymad e ToepupaHa 1o0pe
MPUIOKEHUETO Ha TpacTy3yma0, BikTe KpaTkara xapakTepucTHKa Ha POTyKTa Tpa%ysyMa&

B xomOuHanms ¢ kaneruTabuH, TperopbhunTeIHATA 1032 Ha JOIeTaKkcel ¢ 7 @mz Ha BCEKH

3 cenMuIM 3aeIHO ¢ KanenuTabun B 103a 1 250 mg/ M2 nBa MHTH JHEBHO kute Ha 30 MUHYTH
CJIe]] XpaHEHE) B MPOIBIDKCHHE Ha 2 CEIIMUIIH, MTOCIEABAHN OT 1-ceam TIepHOJ Ha TIOYMBKA. 3a
M3YUCIIIBAaHE J03aTa Ha KarenuTabuH ChboOpa3HO ¢ TelieCHAaTa ITOBb T, BIkTe Kparkara

XapaKTepPHCTHKA Ha MPOTyKTa KarennTabuH.

<
Heopebroxiemvuen benoopoben pax (b
[Ipu narueHTH, KOUTO HE ca MOAJIaraHu 10 MOMEHTA Ha X OTeparH/m MpenopbUruTEIHATa CXEMa Ha
npuarase € goueTakcen 75 mg/m? nociensan H6336 OT nuciaTu 75 mg/m? B npoabinKeHne
Ha 30-60 MunyTH. 3a JIeueHHE Clie] HEYCIeX Ha IT JTHA XUMHOTEpanus, OCHOBaBallla ce Ha
IIaTHHA, TIPEToOphUNTEIHaTa 103a € 75 mg/ m2 OHOTEpAIusl.

Pax na npocmamama @

Memacmamuuen, pe3ucmenmeH Ha Ka Yus pak Ha npocmamama

lIpenopbunTenHara 103a Ha JOLUETAKCEI € 75 mg/m2. TIpeIHU30H WK TIPEHU30JION 5 My MEPOPaTHO
JIBa ITbTU JHEBHO C€ MpHjara HCT\@K’LCHaTO (BX. Touka 5.1).

Memacmamuuen, XopmoHo,
[Ipenopbuntennara 103
MPETHU30JIOH 5 MQ 11

X

sumeseH paKk Ha npocmamama
erakcen e 75 mg/ M? Ha BCekH 3 CeMHUIH 3a 6 UKbIA. [Ipeanuzon wiu
JTHO JIBa ITHTH JTHEBHO MOJXKE J1a CE TIPUJIAraT HeIPeKhCHATO.

Cmomawen ao PYUHOM
[penopbum Ta 103a jouerakcen e 75 mg/m? karo 1-4acosa uH(y3us, MOCIEABaH OT UCILIATHH
75 mg/m? 1 no 3 wacosa nH(py3us (1 1BaTa camo B JieH 1), mocienBaHu oT S-(Iyopoypanui

750 m%@' HEBHO, IPUJIOXKEH KaTo 24-4acoBa HempeKbcHaTa HHGY3HS 3a 5 THU, KOSTO 3al04Ba CJIe]
Kpasd @3 uH(ysusita ¢ uucruiatiy. Jledennero ce mosTaps Ha Beeku Tpu ceamuuu. Ilanuenure
TPHOBA J1a MOMyyaT MpEeMeIUKAIHSI C AHTHEMETHIIN U MTOIXOASIIA XUAPATalns 3a MPUI0KCHHUETO Ha
IUCIIIATHH. 32 CHIDKABAHE HA PUCKA OT XeMAaTOJIOTMYHa TOKCHUYHOCT, TPSIOBA Jia ce M3I0JI3Ba
npoduiaaktiuuHo G-CSF (Bxk. cbio Kopekiiuu Ha g03aTa 1o BpeMe Ha JICUCHHUE ).

Pax na enasa u wiua

[TanmenTture TpAOBa Aa MOMyYaT MPEMEIUKALUA C AHTHEMETHIIN U TOAXO/AAIIA XUApaTays (Ipeay 1
CIIe[ TIPUJIaraHeTo Ha MUCIUIATHH). 3a CHIDKAaBaHE Ha PUCKA OT XeMaTOJIOTHYHA TOKCHYHOCT, TPAOBa
na ce u3nonsBa npoduiaaktuaHo G-CSF. Beudky nanueHTH B paMoTO Ha JOIETaKCeN B IPOYYBAHHUATA
TAX 323 u TAX 324, nonyuaBaT aHTHOMOTHYHA TPOQHIAKTHKA.

e MunykuuoHHa XuMuoTepanus nocieasana ot spyerepanus (TAX 323)
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3a MHAYKIIMOHHO JICYCHHE Ha HHOIEPaOHIICH JIOKAITHO HAIPEIHAJ CKBAMO3HOKJIETHYEH KapIMHOM
na rasara u musita (SCCHN), npenopbsunTennara no3a gouerakcen e 75 mg/m? karo 1-4acosa
uH)Y3Ms, TOCEABAH OT MUCTUIATHH 75 M@/M? moBede ot 1 yac, B IeH MbPBH, TIOCIIEABAHH OT 5-
¢ayopoypaumn 750 mg/m? qHEBHO KaTo HENpeKbCHAaTa MH(Y3Ks 3a TeT AHU. Taszu cxema ce
TIpUIIara Ha BCEKH 3 cenMuIn 3a 4 mukbiaa. Ciel XuMroTepanus, MalueHTHTe TPSAOBa 1a morydar
JTbYeTepanusl.

e MHaykumoHHa XMMHUOTEpanus mocieaaHa ot xumuoiasuerepanus (TAX 324)
3a MHAYKIMOHHO JIYCHHE Ha MAIIMEHTH C JIOKATHO HaIpeaHa (MPaKTHYECKH HEBb3MOXKHO
XUPYPTUYHO OTCTPAHSIBAaHE, MaJKa BEPOSATHOCT 32 XMPYPTUYHO JICYCHHE H C LIeJT 3arla3BaHe Ha
oprana) CKBaMO3HOKJIEThYEH KapIyuHoM Ha riaBarta u mmsata (SCCHN), npenopsunTensara go3a
nouerakcen e 75 mg/m?kato 1-gacosa mHdy3us B aeH 1 mocneasana ot nucmatia 100 mg/m
kato 30-MuHyTHa 10 3-4acoBa UH(Y3Hs, TIOCIEABAHN OT S-puyopoyparmin 1 000 mg/m? z[
KaTo MPOABIDKUTETHA HHOY3uUst 3a 4 nHu. Tazu cxema ce mpuiiara Ha BCEKU 3 CeIMHILIT
3 mukbia. Cien XUMHOTEpaIHs, MAlUeHTUTE TPSIOBa 1a ToJTydar XI/IMI/IOHL‘{eTepaH%&Q

3a amanTrpaHe Ha J03aTa Ha MUCIUIATHH U S-(hIyopoyparwl, BIKTe choTBeTHaTa K a

XapaKkTeprCTHUKa Ha TIPOYKTA. (b(b

Kopekinu Ha J1o3ata o BpeMe Ha JICUEHHe Q&@

Obwu \Z

Jouerakcen TpssOBa Aa ce mpuiara, Koraro OposT Ha HeYTpO(i)I/IJIH@ > 1 500 xknerkn/mm?. Ipu
TIAIUCHTH, Pa3BUIN (peOpriTHa HEYTPOIICHUS, Opoii Ha HEYTPO Te < 500 knetkn/mm? B

IIPOABIDKEHUE Ha TIOBEYE OT €[HA CEIMUIIA, TEXKH WIN KyM WUBHU KOXKHU PEaKIUU WU TeXKa
nepugepHa HEBPONATHUs 10 BpeMe Ha Tepamus ¢ IOLETaKCOW, 103aTa Ha JIoLeTaKcel TpsiOBa a ce
namasm ot 100 mg/m? na 75 mg/m? w/vnu ot 75 Ha 6 /M2, AKO TIaLMEHTHT TIPOIBIDKH 1a

NPOSBSABA TE3M PEAKIMHU IpH 1032 60 Mg/m? neuen C JoueTakces Tpsi0Ba J1a ce IPeyCTaHOBH.

Aoweanmna mepanusa npu pax Ha 2bpoama Q

[IspBuuna npodunaktuka ¢ G-CSF Tpsd Qz ce o0ChHaM MY MAITUEHTKH, TTOJTy9IaBalId JOIIETAKCEl,
nokcopyonuuH u nuknodochamug (T JIOBaHTHA TEpamnus 3a pak Ha rbpaata. [lpu manuenTkure,
pasBuBaBaly (GeOpuiIHa HEYyTPOLCHIBY /UM HEYTPONICHIYHA HH(EKLMSL, 103aTa Ha JOLeTaKCel
TpsiOBa 1a ce Hamanu Ha 60 mg/ ‘5B BCHUKH MOCIIEABAIIN UK (BX. ToUkH 4.4 u 4.8). IIpu
TTAIIACHTKY, Pa3BHIIA CTOMATH a WK 4-Ta CcTeleH, 1o3ara TpsadBa aa ce Hamaan 10 60 mg/mz2,

B kombunayus ¢ uucnﬂa:mp

[Ipu naumenTty ¢ ob B@?\ﬁanﬂa no3a 75 mg/m? nonerakcen B KOMOMHALMS C IUCILUIATHH, HA KOMTO
Hail-HUCKUAT OpoU POMOOLITHTE IO BpeMe Ha MPEAUIIHNS KypC Ha Tepamus € On

< 25 000 knetk 3, WM NIPY TIAMEHTH ¢ PeOPUIIHA HEYTPOIIEHHS, UJIU [IPH MALMEHTH ChC
CepHo3Ha H aTOJIOTMYHA TOKCUYHOCT, J103aTa Ha JOIEeTaKCeN B CIEBAIINTE [IUKIIHN TPSOBa J1a ce
HaMaJu & mMg/m?. 3a KOpeKIs Ha J103aTa Ha IUCIUIATHH, BIKTE ChoTBETHATa Kparka
xapax@bnﬂ(a Ha MPOIYKTA.

%)

B%w&mauuﬂ ¢ Kaneyumaobun

e 3aajmanTHpaHe Ha J03aTa Ha KarenuTaOuH, BrokTe KpaTka xapakTeprucTika Ha MpoayKTa
KarnenuTaOuH.

o [lpu marueHTH, pa3BUBAIIY ITHPBU €MTN30]] Ha TOKCHIHOCT CTeneH 2, KOHTO MmepcucTrpa B
MOMEHTA Ha CJIeIBallys UK JISYEHHUE C JOLE€TaKCel/KaneuTaduH, OTI0KETE IMKBIIA 10
3aTuxBaHe Ha siBieHusTa a0 creneH 0-1 u npoxbmkere che 100% oT mbpBOHAYATHATA /103,

o [lpu nanuenTH, pa3BUBAIIY BTOPH €MK30/ Ha TOKCHYHOCT CTENeH 2, WK ITbPBU €MU30]1 Ha
ToKcuuHOCT CTeneH 3, o KOETO U J1a € BpeMe OT TEPANEeBTUUHUSA IUKbII, OTIOXKETE JIEUCHUETO J10
3aTUXBaHe Ha ABJeHMATA 10 crenel 0-1 ¥ MpoabInKeTe IEYEHHETO ¢ JoUeTakcen 55 mg/m?.

o [Ipy BCHYKHM TOCIIEIBAIIN €TU30AM HA TOKCHYHOCT, WJIM KaKBaTO M Ja € MPOosiBa Ha TOKCHIHOCT OT
CrerieH 4, mpekpaTeTe JICUSHUETO ¢ JOIIETAKCE.
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3a MoauGUKaIMU Ha 103aTa Ha TpacTy3yMao, BikTe KpaTkara xapakTepucTiKa Ha MPOIyKTa
TpacTy3ymao.

B xombunayus ¢ yucnnamun u 5-gonyopovpayun

AXO BB3HUKHE eMu30/] Ha (eOpHIHA HEYTPOIICHHS, TIPOIBIDKATEITHA HEYTPOTICHHSI WITH
HEYTpOIIeHUYHa HHPEKIUS BhIpeKH npuinoxenneTo Ha G-CSF, no3ara Ha noneTakcen TpsaoBa na
ObJe HaMaseHa oT 75 Ha 60 mg/m2. Ako Bb3HUKHAT IIOCIICBAIIY CITH30/IM Ha YCIOKHEHA
HEYTPOIIEHHS, 103aTa Ha JIoLeTaKces TpsAOBa 1a Ob1e Hamanena ot 60 Ha 45 mg/m?. B ciy4aii Ha
TpombornmToneHust CterneH 4, 1o3ara Ha JA0IeTaKCeN TpsAOBa Aa Obje HamaieHa ot 75 Ha 60 mg/ m?.
[Naruenture Ha TpsAOBa Ja OBJAT MOJJIATAHH HA ITOCIICABAIIN ITUKIH C JOIETAKCEN, TOKATO
HEeyTPOUIINTE CE BH3CTaHOBAT 10 HUBO > 1 500 kiteTkn/mm?, a TpoMOOLIMTHTE CE B3CTAHOBST [0
HuBo > 100 000 knetkn/mm?. TIpeycTaHoBETE ICYEHHETO, AKO TE3U TOKCUYHHU PEAKIIHU EPCHCT pg
(Bx. Touka 4.4). é

HpeHOp’b‘{I/ITCJ'IHO aJlaliTUpaHe Ha A03aTa IMpu NaluCHTH, JICKYBAHU C JOLICTAKCCII B KOMO QI/I}I (¢

UCcIUIaTHH U S-ayopoyparn (5-FU): *Q
ToxcuuHocT Kopexkuus Ha 103arta 0;0

Huapus cteneH 3 ITspBu enm3oxn: Hamanere no3ata Ha 5-FU ¢ 20%. @)
Btopu enuzon; cien ToBa HaManeTe 103ata Ha gougrakcen ¢ 20%.

Huapus cteneH 4 IIspBH enn3oxa: HaManeTe 103aTa Ha JOLETaKC @\S-FU ¢ 20%.
Bropu enn3on;: mpeycTaHOBETE JICUCHHUETO.

£

Cromatut/myko3ut | [IbpBu enmu30.1: HaMasieTe fo3ara Ha 5-F 0%.
cremneH 3 Bropu enmzon: cipere camo 5-FU Bb KM TIOCJIEABAIIH LK.

TpeTu enus3o/: HaMajeTe 103aTa H etakcel ¢ 20%.
CroMaTuT/MyKo3uT | IIbpBH emu301; cipere caMo 5-FO)BBB BCHUKH MOCIIE/BALIH K.
cTerneH 4 Bropu enuzon: Hamanere nozata Ha pouerakces ¢ 20%.

N

3a KopeKLus Ha 103aTa Ha HUCIUIATHH U 5-] ypauui, BUXTe cboTBeTHaTa KpaTtka
XapaKTepUCTUKa Ha TPOJYKTHUTE. @Q)

IIpu ocHoBHuTe SCCHN I/I3HI/ITBaHI/I€)H‘§;II/IeHTI/I, KOHMTO Ca Pa3BHJIH YCIOKHEHA HEYTPOIICHHS
(BKITFOUMTEITHO TIPOIBIDKATETHA HEYTPOIIeHNs, (heOpruTHa HEYTPOTICHUS, HITH MHDEKITH), ©
npenopbyana ynorpebara Ha G &S 3a OcUrypsiBaHe Ha MPO(MUIaKTUYHO MOKpuTHE (Hamp. 6-15 nen)
BbB BCUUKH MTOCIICABAIIN un@

Crenunanau HOHVJIaHP@Q

POOHO yepedicoane

PMaKOKMHETUYHMTE JaHHH 3a JoleTakcen B 103a 100 mg/m? kato camocTosTenen

MEHTH C €IHOBPEMEHHO NoBUIIeHHe Ha TpaHcamuHaszuTe (ALT n/unmm AST) Hax

1,5 HL”@ HaTa rpanuia Ha HopMmata (I'TH) u ankanHa docdaraza nag 2,5 metu I'TH,

HW YuTEHATA 1034 Ha gouerakcen € 75 mg/m? (sx. Touku 4.4 u 5.2). IIpu nanueHTHTE CHC
e

Tayuenmu c ue
B®3 ocHOBa

ce H Ounupyoun > I'TH u/umm ALT u AST > 3,5 netu I'TH 3aenno ¢ ankanxa pocdarasza

> 6 meti ['TH, He MOke 1a ce mpenopbya peAyKIKs Ha J103aTa U A0LETaKcel He TpsOBa Ja ce
nmpusara, OCBEH MPH CTPUKTHH MOKA3aHU.

B koMOWHAaIMS ¢ MUCIIATHH U 5-QIyopoypaliui 3a JieueHHe Ha MAIl[MeHTH ChC CTOMAIICH
aJICHOKAPIIMHOM, OCHOBHOTO KJIMHUYHO U3MUTBAHE € M3KIFOUMIO maueHtd ¢ ALT w/unu

AST > 1,5 metu I'TH, 3aenn0 ¢ ankanna ¢pocdaraza > 2,5 nbtu ['TH 1 6unmupy6un > 1 netu ['TH;
MIPY TE3W MAIMEHTH HE MOXKeE JIa ce Mpernophya peAyKIHs Ha J03aTa | JoIeTaKkcell He TpsOBa Ja ce
npuiiara, OCBEH MpH CTPUKTHH NoKa3aHus. Hsama HaimvHa uH(pOpMaIys 3a MaHeHTH ¢ YePHOIPOOHO
yBpEX/IaHe, IEKYBAHH ¢ JOIETAKCENT B KOMOMHAIIHS [IPU IPYTUTE TOKA3aHHUS.
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Ieouampuuna nonyrayus

BbesonacHoctTa n epukacHocTTa Ha DOcetaxel Zentiva npu HazodapuHreaneH KapiuHOM TPH Je1a Ha
BB3pacT oT 1 Mecen 10 18 romuHU BCe OIIe HE ca yCTaHOBCHU.

Hsama crotBeTHO Mpuiiokenue Ha Docetaxel Zentiva B meguaTpuyHaTa NOMyIAIKs 3a MOKa3aHUATA
pak Ha IbpJaTa, HeIPEOHOKIETHICH OSIOAPOOCH pak, paK Ha IIpocTaTaTa, CTOMAIIICH KapIIMHOM M pak
Ha TJIaBaTa | mmsTa, 0e3 na ce Bkiousat Tt Il u 111 mo-manko nudepennmpan HazodhapuHTeaneH
KapIMHOM.

Xopa 6 cmapuecka 6v3pacm

B®3 ocHOBa Ha momynanuoHeH papMaKOKUHETHYCH aHAIN3, HAMA CIICIUAHH yKa3aHUs 3a yrnorpeda
MIPU XOpa B cTapuecKa Bb3pacT.

B xomOuHanms ¢ kaneruTabuH, IPH MAMEHTH Ha Bh3pacT 60 1 oBede TOIUHH, CE MPEMOPHIBA, (b'
HaMaJsIBaHE Ha HayaJlHaTa /103a Ha KarenuTadud Ha 75% (Bk. KpaTkaTa xapakrepuctuka Ha b

MPOAYKTa KaneuuTabuH). Q@
&

Hauun Ha OPUITOKCHHEC QO
3a YKa3aHusgd OTHOCHO IMPUTOTBAHCTO U MPUIIOKCHUCTO HA IPOAYKTA BUKTC TOUKA 6.

‘b(b
Z

CBpBHX4yBCTBUTEIHOCT KbM aKTHBHOTO BEHIECTBO HJIA KbM HSKOE OT n@ém}lme BEIIECTBA,
n30poeHu B Touka 6.1. &

4.3 IlporuBomokazaHus

[MatmenTn ¢ u3xonex Opoii Ha HeyTpoduute < 1 500 keTkw/,
[TarmeHTH ¢ TEXKKO YePHOAPOOHO YBpEXKAaHE (BXK. TOUKH Q n4.2).
[IpoTHBOMIOKA3aHUTA 3 IPYTH JIEKAPCTBA MIPH KON@I/I}Z)&HG C JIOLIETAaKCEeN ChILO BaXKaT.

4.4 ChoeuuajaHu npeaynpeskieHus u npeaa%rm MepPKHU NpH ynorpeoda

[Ipu pak Ha repraTa u Heﬂpe6ﬂomemg§g§e)noapo6en pakx, mpeMeanKaIus, CbCToALIA CE OT
nepopasieH KOPTUKOCTEPOUL, KATO HAPUMED JIEKCAMETA30H 16 mg aueBHO (Hamp. 8 MY ABa IBTU
JTHEBHO) B TIPOJIbJDKEHUE Ha 3 zuigjﬂaqano 1 JieH npey NpUiIaraHeTo Ha JIOIEeTaKcell, OCBeH aKo He
€ MPOTHBOIIOKA3aHO, MOXKeE Ja W YECTOTATa M TeXKECTTa Ha 3a/IPhKKATa Ha TEUHOCTH, KAaKTO M Ha
TEXKECTTa Ha PeakInuTe Ha %quCTBnTenHOCT. [Ipu pak Ha mpocTaTtaTa, MpeMeUKaIusITa €
nepopaseH JeKcaMeTaso 0, 12 yaca, 3 yaca u 1 gac npeau nHdy3usATa HA TOLETAKCeN (BXK. TOUKA

4.2).
3

XeMaToJIorus Q)

Heytpon a € Hali-yecTaTa HeXKeJlaHa JIeKapcTBEHA peakius Ha Jouerakcen. Hail-Huckure HUBa
Ha Hey, JIUTE Ce SABSBAT MPU MEJIMaHa 7 JIHU, HO TO3U NIEPUOJT MOXKE JIa € TI0-KbC IPH MAIUSHTH C
arpe@ipha npeaxoaHa tepanust. [Ipy BCHYKH MAIlMEHTH, IOJIyYaBally JOLETaKcen TPsOBa 1a ce
M3BHPIIBA YECTO MPOCIICAIBAHE Ha IThJIHATA KPbBHA KapTHHA. [laliMeHTuTe MOTraT J1a mojy4yar
CIIe/IBAII KypC € TOUETAKCEN KOraTo HeyTpo(GUInTE ce Bh3CTaHOBAT 10 HUBO > 1 500 kineTkn/mm?
(Bx. Touka 4.2).

B ciyuaii Ha Texka HeyTponenus (< 500 kieTkn/Mmm? B mpoabIDKeHUE Ha 7 WM NIOBEYE JIHK) B X0/
Ha TeparusTa ¢ JOLEeTaKceN, Ce MpernopbyBa HaMaJlsiBaHe Ha J103aTa [IPU CIICABALINTE KypCcOBE Ha
JIeYeHHE WK TpeprueMane Ha TIOAXO SN CUMITOMATHYHI MEPKH (BXX. Touka 4.2).

Ipu manueHTH, JEKYBaHH C JOIETAKCENl B KOMOMHAIIMS ¢ UCIUIATHH U S-(iyopoyparmi (TCF),
(eOpriHa HEYTPONIEHUS U HEYTPOIICHNYHA NH(EKIUS ca Bh3HUKBAIIHN IO-PAAKO, KOTaTO MAlUeHTUTE
ca nonmy4asainu npodunaktuyHo G-CSF. [lanmenture, nexkyBanu ¢ TCF tpsiOBa na moyuaBar
npodunaktuyHo G-CSF 3a cHMKaBaHe Ha pUCKa OT yCIIOXHEHa HeyTponeHus ((pedpuiHa
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HEYTPOIEHUS, MPOABIDKUTEIIHA HEYTPOIIEHH MIN HeyTponieHnuHa nadekus). [Tlanuenture,
nexyBanu ¢ TCF tps6Ba na 0bp1at cTporo HabmogaBanu (BK. Touku 4.2 u 4.8).

[Tpu manueHTKH, IEKyBaHH ¢ JOIETAKCEN B KOMOMHAIHS ¢ TokcopyourH u nukiopochamun (TAC),
(heOpmtHaTa HEYTPOTICHUS W/WIIH HEYTPOIIEHUIHATA HH(EKITHS Ce TIOSIBABAT MO-PSAIKO, KOTaTO
MAIMEHTKUTE MoJydaBaT mbpBuuHa npoduuaktuka ¢ G-CSF. [Ispeuuna npodunaktuka ¢ G-CSF
TpsiOBa 1a ce OOMUCIH TTPH MAIMEeHTKH, KOUTO TOIy4aBar afroBaHTHA Tepanus ¢ TAC 3a nedeHue Ha
pax Ha I'ppJara, 3a ja c€ HaMalli PUCKBT OT YCIIOKHEeHa HeyTporneHus (PpedpuitHa HeyTpoeHus,
MPOJIOHTHpaHa HEYTPOTIEHHS WK HeyTponeHndHa uHpeknus). [Tanuentku, nonyuasamu TAC,
TpsiOBa 1a ObAAT MOHUTOPHPAHU CTPOTO (BXK. TOUKH 4.2 1 4.8).

CroManrHo-4peBHU PEakIiuu (b'
©
IpenopbuBa ce MOBUIIIEHO BHUMAHKE MPH TAIHEHTH C HEYTPOIIEHHUsI, 0COOEHO TIPH PUCK m%émne
Ha CTOMAIIIHO-YPEBHH YCJIOKHEHHsI. BBIIPEKH Ye Mo-rosisiMara 4acT OT ClIydanTe ca Hac o
BpEME Ha ITbPBHS HJIM BTOPHUS LIUKBJI HA CXeMaTa, ChbpKallla J0IETaKCell, EHTEPOKO O%Xe J1a ce
pa3BHe 110 BCSIKO BpEME M MOJKE Jia JIOBEJIE JI0 CMBPT OIIE Ha ITbPBUS JI€H OT MOsiBaTa= laliueHTHTE
Tps0Ba 1a ce HAOJII01aBaT BHUMATEITHO 32 PAHHHM TPOSIBU Ha CEPHO3HA CTOMAIIT €BHA TOKCHYHOCT
(Bx. Touku 4.2, 4.4 Xemaronorus u 4.8).

Peakium Ha CBPBXYYBCTBUTCIHOCT Q\

[TanmenTrTe TpsiOBa 1a ObIAT MO HEMTOCPEICTBEHO HAOIOICHUE @ypeaxiuy Ha
CBPBXUYYBCTBHUTEIIHOCT, OCOOCHO 0 BPeMe Ha IIbpPBATa U BTOP H}y3un. Peaknmure Ha
CBPBXUYYBCTBHUTEIHOCT MOTAT JIa C€ TIPOSIBAT B PAMKHUTE Ha H KO MHUHYTH CJIe]l 3aIl04BaHe Ha
nH(Yy3UATA C AOLETAKCEI, TIOPaJIU KOSTO € HEOOXOAMMO HNHIYHETO Ha 000pY/IBaHE 3a JICUCHUE Ha
XUIIOTOHUS U OPOHXOCIHa3bM. AKO CE MOSABST PEaKIMUIa/CBPbXUYBCTBUTCITHOCT, He3HAYUTEITHUTE
CUMIITOMH KaTO 3a4epPBSBAaHE WU JIOKATHH KOXHH 1MUY HE HAJIaraT MPeKbCBaHE HA TEPaINUsITa.
TexkuTe peakiuu od6ade, KaTo TeXKKa XUIIOTOH OHXOCTIa3bM WIIM TeHepallu3upaH 0OpHUB/epruTeM,
HaJlarat He3a0aBHO MPEKpaTIBaHE HA TePAUARA’C JOIETAKCe U MOXO IS0 JieueHue. [laruenture,
Pa3BUIIM TEXKKH PEAKIINU HA CBPHXIYBCTB HOCT He Tps0Ba Ja ObJAT MOAJIaraHu Ha HOB KOHTAKT C
nouerakcen. [lanuenTuTe, KOUTO TIpes a ca IMaJIi PEaKIHsl Ha CBPbXYyBCTBUTECITHOCT KbM
NAaKIUTAKCEI, MOraT J1a Ob1aT U3/0XCHI Ha PUCK OT PAa3BUTUE HA PEAKLMsI HA CBPBXYyBCTBUTEIIHOCT
KBM JIOIETAKCEIl, BKIFOUUTEITHO \ng ©XKKa peaklus Ha CBPbXYYBCTBUTEIHOCT. Te3u manueHTn TpsioBa
Ja ObJIaT HAOMrO1aBaHH BHI/IM 0 TIPY 3aI04BaHe Ha JICYEHUETO C JIOIeTaKCell.

KoxxHu peakuuu Q

HaOmroaBaunu ca I/I3I/IpaH EpUTEM TI0 KOKaTa Ha KpallHUIUTE (JTAHUTE M XOJIUIIaTa) C OTOK
MHOCJIEABAHU OT Bamarusi. MiMa chOOIIEHUS 32 TEKKHU CUMIITOMH KaTO €PYIIUU TOCICIBAHU OT
JeCKBaMaITUg; ROUTO BOAAT JI0 IPEKBbCBAHE MIIA MIPEKpaTIBaHEe Ha JICUSHHUETO ¢ JOoIeTaKcel (BxK.

ToukKa 4. %

@aBaHI/I ca TeXKH KOXKHM Hexenanu peakiuu (Severe Cutaneous Adverse Reactions, SCARS)

%CI/IHI[I)OM Ha Stevens-Johnson (SJS), Tokcnuna enuaepmania vHexkponusa (TEN) u octpa
reHepaIn3upana ek3anTeMaTosHa mycrtysosa (Acute Generalized Exanthematous Pustulosis, AGEP)
TPH JICYCHUETO C Jorietakce. [lamuenTure TpsaOBa 1a ObaatT nHGOPMUPAHHU 3a IPU3HALIUTE U
CHMITOMHUTE Ha CEPHO3HM KOXKHH MPOSIBU | J1a Ce HAOJ01aBaT BHUMATEIIHO. AKO CE MOSBST
MPU3HAIM U CUMIITOMH, TIPE/IIIOJIATaIlld TE3H PEaKIMH, TPsAOBa 1a ce 0OMICIIN IPeKpaTsBaHe Ha
npueMa Ha JIOLETaKCell.

3am,p>1<aHe Ha TCYHOCTH

[ManmenTHTE € TEXKKA 33/IpBXKKa HA TEYHOCTH, KATO HANIPUMEp IUICBPAJICH U3JIHB, TIEPUKAPICH H3JIUB 1
acIuT TpssOBa 11a OBIAT CTPOTO HAOIIOIaBaAHH.
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PecrimpaTopHu HapymeHUs

Cpo01maBa ce 3a OCThp PeCHUPATOpeH TUCTPEC CHHAPOM, HHTEPCTHLIMAIHA THEBMOHHSI/ TTHEBMOHHUT,
WHTEpCTUIMaIHa OeroapoOHa 6onect, 6enoapooHa Gpudpo3a U quXaTeIHa HeIOCTATEYHOCT, KOUTO
MOXe J1a ca CBbp3aHH ¢ (hataneH n3xoa. Mima cpo0ImeHns 3a cirydan Ha paJlallioOHEeH ITHEBMOHHUT IIPU
MAIMEHTH, TT0JIyYaBaIly ChIITCTBAIIA IbUSTEPATIHS.

AKO ce pa3BHUAT HOBH WJIH C€ BIIOIIAT OSIOAPOOHUTE CUMIITOMH, MTAIIMCHTUTE TPSOBa 1a ce
HabJro1aBaT BHUMATENHO, 1a Ce U3CiIeBaT He3a0aBHO U Ja ce JIEKyBaT MoAXo 0. J{o mocraBsHe Ha
JIMarHo3a ce IpenopbyBa NpeKbCBaHEe Ha TepanusiTa ¢ Jouerakces. PAaHHOTO npuiarane Ha
MOJIBPIKAIIY MEPKH MOYXKeE J]a IOMOTHE 33 OJ00psiBaHe Ha ChCTOSIHUETO. Tpsa0Ba BHUMATEIHO Ja ce
OLICHH TI0JI3aTa OT B30OHOBSIBAHE HA JIEYEHUETO C JOIETAKCEL.

IManmeHTH ¢ Y4epHOAPOOHO YBPEKIaHE @«)(b
[Tpu manuenTH, JIEKyBaHu C JoueTakces B 1o3a 100 mg/m? kato caMOCTOSTENIEH areHT, QI/IMaT
cepyMHH HuBa Ha TpancamunHazute (ALT w/umu AST) mag 1,5 metu [TH egnoBpeme c

CEepYMHHU HUBA Ha ankaidHata Gocdarasza Hax 2,5 mete I'TH, e Hanwie mo-Bucox pna* pa3BUTHE HA
TEXKHW HeXKEIaHH PEaKIMH, KaTO HAlIpUMEpP CMBPT OT MHTOKCHUKAIIHS, BKJHOLIHT? CENCHUC U
TaCTPOMHTECTHHAICH KPBBOU3IINB, KOHTO MOXe 1a Ob1e (hataneH, peOpruTHa HeyTpOneHuUs,
nH(pEKIUY, TPOMOOIIMTOIICHHUS, CTOMATHT U acTeHus. ETo 3aio, npernopsb HaTa J103a Ha
JIOLIETAaKCeN MPU MAlMeHTUTE C MOBUILEHU CTOMHOCTH Ha ()YHKIIMOHAI YepHOIPOOHU
uscnensanus (OUU) e 75 mg/m? u ®UU tpsdBa 1a ce M3BLPLIBAT TI Ha4ajaoToO Ha JIEYCHUETO U
TIpEar BCEKHU ITUKBI (BXK. Touka 4.2).

[Ipu naruenTHTE ¢ HUBA Ha cepyMeH Omnupyond > ['TH wu/wmn T u AST > 3,5 metu I'TH,
€JHOBPEMEHHO C HMBA Ha cepyMHa ajkanHa ¢ocdaraza > 6 I'TH, e moxe J1a ce npenopbya
PEeAYKIIMS Ha JTo3aTa U JOIETaKCell He TPsOBa Ja ce mpuiiahg) OCBEH IMPU CTPUKTHU ITOKA3aHUS.

B xoMOuHamus ¢ UcIaTiH U S-QIryopoyparui 3a Ji Ve Ha MalUeHTH ChC CTOMAIIICH
a/ICHOKapIIMHOM, OCHOBHOTO KJIMHUYHO W3MTUTBAHE Kiroumio manuenTn ¢ ALT w/wim

AST > 1,5 mett I'TH 1 ¢ ankanua gocgarasza >, »TH [ TH 1 Onnmmpy6un > 1 met I'TH; npu te3n
MAIMeHTH HE MOXeE J]a ce TPerophya peIyKIimHa 103aTa 1 JOIeTakcel He TPsOBa /1a ce mpuiiara,
OCBEH IIPH CTPUKTHH MToKa3zaHus. Hama 1 3a MaIUeHTH C YePHOAPOOHO YBPEXKIaHe, IEKYBaHH C
JoLieTaKcea B KOMOMHALUS TP APYTH Ka3aHwsl.

HarmenTy ¢ 660peyHo yBpexkaané,

Hama JaHHHU 3a MallMCHTH @0 YBpCACHa 6L6peqHa (1)YHKI_[I/I}I, JICKYBAaHH C JOLCTAKCCII.

HepsHa cuctema QQ
X

PasButnero Ha &a neplxl(bepHa HEBPOTOKCUYHOCT HaJIara HaMaJIsIBaHC Ha J034aTa (B)K. TOYKa 42)

Kapz[HOTO((%HOCT

,{0‘
Tpw @aliienTH, ToTyYaBany JoIeTakce] B KOMOMHAIHS C TPAcTy3yMal ¢ HaOJo1aBaHa ChpIeUHa
HEAPCTATHYHOCT, 0COOEHO CiIel XUMHOTEPAIns BKIIOYBAIA aHTPAIIUKIINH (TOKCOPYOUITHH HITH
enupyounun). Ts Moxe 7a ObJie yMepeHa 10 TeKKa U € CBbpP3aHa ChbC CMBPTHH Cy4au (BXK. TOUKa
4.8).

Korato nanueHTHTe ca KaHMIATH 32 JICYEHUE C JIOIeTaKceNl B KOMOMWHAIINS C TPacTy3ymao, Te TpsioBa
na ObJAT MOJJIOKEHH Ha MIbPBOHAYAHA KapJUOJIOTHYHA olleHKa. Ciie]] ToBa, B X0/1a Ha JICYCHHETO
chpaedHaTa (pyHKIMS TpsAOBa /1a ce mpociensBa (Hamp. Ha BCEKH 3 MeceIla) C OrJiel OTKPUBAaHETO Ha
MAIUEHTH, KOUTO OWXa MOTJIH Jla Pa3BHUAT ChpAeYHA MUCHYHKIHS. 32 MOBeUe MOAPOOHOCTH, BUKTE
KpaTkaTa xapakTepucTHKa Ha IPOJIYKTa TPacTy3ymao.
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MMa cpoOlieHust 32 KaMepHa apUTMHUS, BKIIOUYUTEIIHO KaMepHa Taxukapaus (MoHsKora ¢ JeTajieH
U3XO0[l) IPH MAIMEHTH, JICKYBaHH C JIOI[ETaKCeI B KOMOMHUPAHU CXEMH, BKITIOUBAIIY JJOKCOPYOHUIINH,
5-¢payopoyparun u/mim nukinodochamuz (Bx. Touka 4.8).

[IpenopbuBa ce oleHKa Ha ChpAeyHaTa PYHKIHS NPEN 3all0YBaHEe HA JIEYCHUETO.

Hapymiennst Ha ouuTe

Nma cpobmienus 3a kucroueH MakyiieH eneM (KME) npu manyeHTH, JeKyBaHU C TOTIETaKCelL.
[Naruenture ¢ HapyIIeHO 3peHUe TPsAOBa He3a0aBHO J1a OBAAT MOIOKECHH HA ITBJICH
odranmmonorudeH npernea. B ciydaii, ue ce nuarnoctunupa KME, neuenuero ¢ porerakcen TpsoBa
Jla Ce TIPEKPaTH U J1a Ce 3aI09YHe IMOIXOIAIIO JeueHne (BXK. Touka 4.8).

BropuuHa nosiBa Ha MbPBUYHHU 3J10KAY€CTBEHU 3a00IsIBaHUs @Q @
Hma C’BO6H.I€HI/I}I 3a BTOpHUYHA I10sIBa HAa MbPBUYHU 3JIOKAYCCTBCHHU 3a60J'I$IBaHI/I$I, Korarto TAKCCJI
€ MpuJjiaraH B KOM6I/IH3LII/I}I C MPOTUBOPAKOBHU JICYCHUS, 3@ KOUTO € U3BCCTHO Y€ Ca CB nc
BTOpHYHA I104Ba HA IIbPBUYHU 3JIOKaAYECCTBCHU 3a00JIIBaHUSL. BTOpI/I‘-IHa I1oABa Ha IT YHHU

3710Ka4eCTBEHH 3a00JsIBaHMS (BKIIOUNTEITHO OCTPa MUETIONTHA JIEBKEMHS, MHCI}?CHHaCTI/I‘ICH
CHH/IPOM U HEXOJDKKHHOB JIMM()OM) MOXKE J1a HACTBIIHM HAKOJIKO MECEIa WIIH FQIMHH CIIe]] Teparus,
chIbpiKaa gonerakcen. [lanuenture TpsOBa ga ObaaT HaOMOAaBaHU 32 &qﬂa MosiBa Ha
IbPBUYHU 3JI0Ka4eCTBEHH 3a00isiBanust (BK. Touka 4.8).

%)
Upyru @&

ITo Bpeme Ha JeueHneTo TPsAOBaA /1a Ce IMpuIarat KOHTpaHeH"Ké?I/I MEpKH U OT MB)XXE U OT )KeHH, TIPU
MBXKE MTOHE 6 Mecela ciie/i CHUpaHeTo My (BXK. TOUKa 4.8

EnnoBpemenHaTa ynorpeba Ha IOLETaKCcel ¢ MO xubutopu Ha CYP3A4 (Hamp. KeTOKOHA3011,
UTPaKOHA30J1, KIAPUTPOMULIMH, NHIMHABHP, HE OH, HeNI(MHABHP, PUTOHABUP, CAKBUHABHD,
TEITUTPOMHUIINH U BOPUKOHA30JT) TPsIOBa 1a C srBa (BXK. Touka 4.5).

HOH’LJ’IHI/ITCHHI/I OpcanasHi MCPKHU HDHQ{&'DC63 OpH aAXOBAHTHO JICYCHHEC HA PAK Ha I'bpaarta

Yenooicnena neymponenus A
IMpu manueHTKH, pa3BUIIN YCII \§I~6Ha HeyTporneHus (MPOIb/DKUTETHA HEYTPOTICHHS, (heOpriiHa
HEYTPOICHHUS HJIH HH@)CKH@& si0Ba Ja ce oomuciu npuinaraieto Ha G-CSF u HamassiBaHe Ha

nmo3ata (BX. Touka 4.2).
R

Cmomamno-qpeem&%akuuu
CuMnToMH Kat HU KOPEMHHU OOJIKH WJIA YyBCTBUTEIHOCT, (PEOPUIIUTET, TUAPHUS C WK Oe3
HeyTponeHnt,'};oraT na ObaT paHHU MPOSIBU HA TEKKA CTOMAITHO-YpEeBHA TOKCHYHOCT U TPsOBa /1a

ObIaar or;@m 1 JIEKyBaHU He3a0aBHO.

3 Ha cvpoeyna Hedocmamvurnocm (3CH)

Hﬁsﬁemme TpsiOBa a ObaaT HAOMIOAaBAHM 32 CUMIITOMH Ha 3aCTOWHA ChpJCYHA HEJIOCTATHYHOCT 11O
BpEME Ha JICUCHHETO U B X0 Ha TieproJia Ha rmpocieasBane. [Ipu nmanueHTH, JIEKyBaHU ChC CXeMaTa
TAC 3a pak Ha rbplIaTa ChbC 3acsTaHe Ha TUMGHNATE BB3JH € YCTaHOBEH M0-BUCOK puck oT 3CH mo
BpeMe Ha IIbpBaTa rOIMHA CJIe JCUCHHETO (BXK. Touku 4.8 u 5.1).

Hayuenmu ¢ 4+ aumnu v31u

Tbit kato mon3ara, HaOMIOAaBaHAa MIPH MAIUCHTH C 4+ JTUM(HU BBH3JIM HE € CTATUCTUICCKU 3HAUYNMA 110
OTHOIIICHUE Ha MPeKUBsieMocTTa 0e3 3abonsaBane (DFS) u obmiara npexxussiemoct (OS),
MOJIOXKUTEIHOTO ChOTHOIIIEHKE 1013a/prck 3a TAC mpu narueHTu ¢ 4+ muM(OHU Bb3JIM HE € HAIIBJIHO
JTIOKa3aHO TP OKOHYATEIHUS aHaau3 (BX. Touka 5.1).
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Cmapuecka ev3pacm

Ipedynpesicoenus 3a ynompeba npu adr8aHMHO jleyeHue Ha paK Ha 2bpoama

Wma orpaHnyeHH TaHHU 3a TTALMESHTH Ha Bb3pacT > 70 rognHu OTHOCHO yroTpedaTa Ha JOIeTaKceN B
KOMOWHANHUs C JOKCOPYOUIMH B HUKIOopochamMu.

Ipedynpesicoenus 3a ynompeba npu pe3ucmeHmen Ha KACMpayus pak Ha npocmamama

[Ipu mpoyuBaHe BbPXY pak Ha mpocTararta npu 333 mannueHTH, JeKyBaHH C JIOI[EeTaKcell Ha BCEKH

3 ceamunm 209 nanueHTH ca O Ha Bh3pacT 65 WU MOBEYe TOJMHM U 68 ManueHTH ca OUiau Ha
BB3pactT Haj 75 roaunu. [Ipu narueHTUTe, JEKyBaHU C HOIETAKCENI Ha BCEKU 3 CEIMUIIU, YeCTOTaTa
Ha CBBP3aHUTE C JICUSHUETO MMPOMEHHU B HOKTHTE ¢ Omiia > 10% mo-BrcoKa npu NaIMeHTUTE Ha
BB3pacT 65 W TIoBeYe TOMHM, B CPAaBHEHHUE C MMO-MJIAIUTE ManyeHTH. YecToTaTa Ha CBBP3aHNTE C
nedeHneTo GhedpunTeT, Tnapus, aHopekcHs u nepudeper enem e 6mna > 10% mo-Bucoka npu (b'
MMalMCHTHTE Ha BB3PacT 75 ¥ MoBeUe TOAUHHU B CPaBHEHHE C TE3W MO 65 TOIMHH. b

)
Ipeoynpesicoenus 3a ynompeba npu XOpMoHOUY8Cmeumenen pax Ha npocmamama &Q
Ot 545-Te nauueHTH, JIEKyBaHU C JOLETAKCEN Ha BCEKH 3 CEIMHIIN B IPOYYBAHETO IT O
XOPMOHOYYBCTBHTENICH pak Ha npocTtarata (STAMPEDE), 296 nanuentu ca Ouim 3pacT

65 roxuHK WK NOBeUe, a 48 MALMEHTH ca OHIM HA BB3PAcT 75 roauHu uin nopedgrloseue
MaIMeHTH Ha Bh3pacT >65 TOAWHU B PAMOTO Ha JIOIIETaKCeN ChoOIIaBaT 3a p faﬂ Ha
CBPBXUYYBCTBHUTEIHOCT, HEYTPOIICHNUSI, aHEMHSL, 33AbPKaHe Ha TEUHOCTH, JI esl 1 IPOMEHU B
HOKTHUTE, B CPaBHEHHUE C AIMEHTUTE Ha Bb3pacT nof 65 ronuau. Huro OT TE3U yBEIHYCHUS B
yecroraTa He goctura 10% pasinka ¢ KOHTPOIHOTO pamo. [Ipu nar Ha 75 WM MoBeYe TOJMHH,
HEYTPOIICHUS, aHEMUS, TUAPHSI, TUCTTHES U HHOEKIUS HA TOPHHUT aTeJHU ITBTHIA Ce ChOOIIaBaT
¢ mo-Brcoka yectoTa (morne 10% mo-Brucoka), B cpaBHEHHE C npb aJy NAlUECHTH.

Tpedynpescoenus 3a ynompeba npu cmomauier adeHoKa
Ot 300 (221 manuentu BB ¢aza Il yactta oT npoyys
MAlUCHTH, JISKYBaHH C JIOIIETAKCE B KOMOMHAIHSL
MPOyYBaHETO 3a CTOMAIIECH pak, 74 ca Ouin Ha

HOM
o 1 79 nmanuenTH BbB (haza Il yacrra)
CIUIATHH U 5-(1yopoypauui mpu

CT 65 WK IMOBeYe rOAUHU U 4 MalUeHTH ca OWUin

Ha Bb3pacT 75 wiu nosevye roguHu. Yecrora CEepHO3HUTE HEXeNlaHU CHONTHSA € Onia 1Mo-BUCOKa
MIpH XOpa B CTapyecKa Bh3PacT B CpaBHEH no-muagute nanueHTH. CleIHnTe HeXellaH! ChOUTHS
(BCUYKH CTETICHHU): JIETAPTHsl, CTOMATH TPOIICHUYHA UH(EKIUS ca Bb3HUKHAIH ¢ yecToTa > 10%

IMMO-BHCOKaA MpH MAITUCHTUTE Ha B’b3p@' 5 nnu noBeue TOAVHU B CPABHCHHUE C TO-MJIA/IUTEC MTAIIUCHTH.
Xopara B cTapuecka Bb3pacT, ne\rgfgaHH ¢ TCF tps6Ba na ObaaT CTPOro HAOIIOJaBaHH.

ITomomIHM BelecTBa O@

To3u ekapcTBeH npo@? ceabpika 13% (1./1.) etanon 95% 06./06. (ankoxo:m), T.e. go 252 mg
eranon 95% 06./0&@ (h1aKOH pa3TBOPUTEI, EKBUBAJIEHTHH Ha 6 M| 6Gupa wiu 2,6 ml BuHO.

Bpenen 3a x@% CTpaJaly OT AJIKOXOJIU3EM.
TpsiOBa a(% Ma TpeIBUJI IPU OPEMEHHH WM KbPMEIIHU JKCHH, JIella ¥ BUCOKOPUCKOBH TPYITH, KaTO
Tanue epHOIPOOHO 3200 IIBaHE WM CTTHJICTICH.

Tl%ﬁa Jla ce UMaT MpeBHI] Bb3MOXHHUTE e()eKTH BbpXY IIEHTpallHaTa HEPBHA CHCTEMA.
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4.5 B3auMoneiicTBHE ¢ APYTH JeKAPCTBEHH MPOAYKTH U APYrd popMu HA B3auMo/elicTBHE

KonmuecTBOTO amKoxoi1 B TO3U JIEKApCTBEH MPOIYKT MOXKE Jja POMEHH IEHCTBUETO Ha JPYTH
JIEKapCTBEHU MPOIYKTH.

In vitro Ipoy4BaHHUATA ca IOKA3aJIM, Y€ METa0OIM3MbT Ha J0LETAKCeNl MOXKE J1a CE IPOMEHU NIPU
€THOBPEMEHHO MpUJIaraHe Ha BEIECTBa, KOUTO MHAYLNPAT, MHXUOMPAT UK c€ METa0OIM3UpaT OT
(mopaam K0eTo MoraT KOHKYPEHTHO Jla HHXHOHpaT eH3UMHUTe ) HuToxpoM P450-3 A kaTo Hampumep
LUKJIOCTIOPUH, KETOKOHA30J U epuTpoMHLIMH. [lopanu ToBa, Ipy JeYeHNE Ha MALMEHTH, TOIy4aBald
€IHOBPEMEHHO TE3H JIEKapCTBEHU IIPOAYKTH TpsAOBa Jia ce NpOsBABa IIOBUILIEHO BHUMAaHKE, ThH KaTo €
HaJIUIE [TOTEHIIMAN 3a 3HaYUMO B3aUMOJEHCTBHUE.

B cnyuaii na komOunanust ¢ CYP3A4 naxuOutopu, nosiBata Ha HeKEJIAaHU PEaKLUK Ha JTOLeTa
MOJKE J]a c€ YBEJIMYH B pe3yJITaT Ha HaMaJieH MeTa0oIn3bM. AKO eJHOBpEMEHHATA yIToTpeO

motieH naxuoutop Ha CYP3A4 (Harmp. KeTOKOHA30J1, HTPAKOHA30I1, KIIAPUTPOMHITHH, MHM{REBHD,
Heda30/10H, HelpUHABAD, PUTOHABHP, CAKBUHABHP, TEIUTPOMHLIMH U BOPHKOHA301) He Sdke 1a ce
n30erHe, € He0OX0JUMMO BHUMATEIHO KIMHUYHO MPOCIeIsIBaHe U MOXKE Ja € MOJIX0, KOpHTUpaHe
Ha J103aTa Ha JOIETAKCEN 10 BpeMe Ha JICYCHHETO C MOIIEH HHXHONUTOp Ha CYP3@ (Bx. Touka 4.4).
IIpu (apMaKOKUHETHYHO IPOYYBAHE C 7 NALUCHTH, ¢IHOBPEMEHHOTO IPUIOKEHNE Ha TOLETAKCel ¢
MortHust nHXuOUTOp Ha CYP3A4 KeTOKOHA30J BOJIU 10 3HAYUTEITHO HaMa Ha KJIMpbHCA Ha
nouerakcen ¢ 49%.

DapMaKOKUHETHKATA Ha JOLETAKCEI B IPUCHCTBHETO HA PSIHU30H & WICIe/IBaHa PH IALUCHTH C
MeTacTaTW4eH pak Ha mpocTarara. J{omerakcen ce meTabonusupa P3A4, a 3a ipeTHNU30H €
u3BectHo, ye unayiupa CYP3A4. He e HaOmoqaBaH CTaTUCTH 3HAYUM €(EKT Ha MIPEIHU30H
BBPXY (hapMaKOKHWHETHKATA Ha JIOIIETAKCE. Q"

Jloterakcest ce CBbp3Ba BbB BHCOKA CTCICH C IIPOTEHHKTE (= 95%). Bbmpeku ue eBeHTyanHUTE in
Vivo B3aUMOJICHICTBHS Ha JIOIIETAKCEI C STHOBPEME pUIIaraHu JeKapCTBEHU MPOYKTH HE ca
OoUIMAITHO U3CJICIBAHY, iNl Viro B3aUMOJICHCTB ChC CBHP3aHHUTE BHB BUCOKA CTEICH C
MPOTEUHHUTE CPECTBA KATO EPUTPOMHMIIVH, JT WJpaMUH, IIPOIIPAHOIION, IponadeHoH, (eHUTOHH,
CATMIIIIATH, CylI()aMEeTOKCa30J U HATPUEB poart, He TOBIHSIBAT CBBP3BAHETO HA JIOIIETAKCEN C
npotenanTe. OCBEH TOBA, IEKCAMETA30H, {9 TOBIIHsIBA CBBP3BAHETO HA JOIETAKCEN C POTCHHHTE.
JlonieTakcen He MOBJIUABA CBLp3BaHe8%3 JIUTUTOKCHUH.

dapMakOKWHETHKATA HA JIOIICT %en, JIOKCOPYOUIIMH U 1uKiIodochamMus He ce TOBIHSIBA OT
€THOBPEMEHHOTO UM TIPUIIO ¢. OrpaHU4eHU TaHHU OT €IHO HEKOHTPOJIMPAHO MPOYYBAHE
JIOITyCKAT B3aUMO/ICHCTB JKJTY JTOLIeTaKcen U kapOoruiaTiH. [Ipy koMOWHMpaHe ¢ JToneTakced,
KJIMPBHCHT HA KapOom H e ¢ 0koJ10 50% IM0-BHCOK OT CTOWHOCTUTE, CHOOIIEHHU IIPEAr TOBA MPH
MOHOTEpAITHUS C Ka JIaTHH.

)

4.6 (I)emeS&T, OpeMeHHOCT U KbpMeHe

BpeMe%‘;@Q

H@x nH(pOpMAaIUs OTHOCHO yrIoTpeOaTa Ha JOIEeTaKcel pyu OpeMeHHH xeHu. JlokazaHo e, ue
JIOLIETaKCeN € eMOPHUOTOKCHYEH U (DETOTOKCHYEH IPH 3alllM U IITHXOBE U MOHIKaBa (PepTHIINTETA
mpu rpxoBe. KakTo u qpyTry MUTOTOKCHYHU JIEKapCTBEHU MPOAYKTH, TakKa U JIOI[ETaKCeNl MOXe J1a
MpeIn3BHKa YBpEeXKJaHe Ha (eTyca, KoraTo ce mpmiara Ha OpemeHnHu >keHu. [lopaau ToBa,
JIOLIETAKCeN He TPsOBaA Jla Ce U3I0JI3BA 110 BpeMe Ha OPEeMEHHOCT, OCBEH aKO HE € M3PUYHO MTOKa3aH.
YKeHu ¢ neTepojieH NOTEHIMAN, KOUTO MOJTyYaBaT JIoleTakces, TpsiOBa ga ObIaT ChBETBaHU J1a
n30srBaT 3a0peMeHsABaHe, KAKTO M Jia YBEJAOMST JISKYBAIIHs CH JIeKap He3a0aBHO, aKO TOBA CE CIYYH.
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Kbpmene

HOHCTaKCCJ’I € J'II/IHO(i)I/IJ'IHO BCHIECCTBO, HO HC € U3BCCTHO AaJiM C€ CKCKPETHUPA B KbpMaTa.
CJ'IGZ[OBEITCJ'IHO, nopaauv NOTCHIMAJIA 3a HEKCIIaH!U pCaKIIMU IPU KbpMad€Ta, KbpMCHCTO Tp$16Ba Ja ce
IMPEyCTaHOBU 110 BPEME Ha JICYECHUEC C JOLICTAKCEII.

KOHI pancnuusd Ipru MbKE U KCHU

Ilo BpPEMC Ha JICUCHUCTO TpSI6Ba Ja CC€ MU3II0JI3Ba e(i)eKTI/IBCH MCTO/J 3a KOHTpauCHuus.

DepTUnuTeT

[Ipy HEKJIMHUYHY POYYBaHUs, JOLETAKCET NMa FeHOTOKCUYHH €(EKTH U MOXKE J1a TIOBJIHsIE Ha«)(b
MBKKUS GpepTrnuteT (BXk. Touka 5.3). [lopagu ToBa ce nmpenopbyBa Ha MBKETE, JIEKYBaHU C
JoLIeTaKceN, a He Ch3/1aBarT Jiela 1o BpeMe Ha 1 1o 6 Mecela ciesi JIeUeHUETO U Ja 0Tk QCLBGT
OTHOCHO KOHCEPBUPAHETO Ha cliepMa Mpean JIEUEHHUETO. *Q

4.7 EdexTtn BbpXy cnoco0HoOCcTTa 32 modupane u padora ¢ MAIIUHH (b(b

Hsama mpoyuBanus 3a eheKTUTE BBPXY CITOCOOHOCTTA 3a mopupane u pa6($ MAIliHH.
KonruecTBOTO aaKoXoJl B TO3U JICKAPCTBEH MPOIYKT U HEXKETaHHUTE Pe Ha MPOJyKTa MOTaT J1a
HapylIIaT CIoCOOHOCTTA 3a MOo(pHUpaHe Wik padoTa ¢ MaIIMHU (BX. T 4.4 u 4.8). Tlopaau ToBa,
MarMeHTUTe TPsOBa 1a OBAAT NPEIYNPEACHU 3a MOTCHIIMATHOTO HCTBHE HA KOJUYECTBOTO
AJIKOXOJT ¥l HOXKETAHUTE PEaKI[MK Ha TO3M JIEKAPCTBEH MPOIYKT x(%)xy CIOCOOHOCTTA 3a MIopUpaHE U
pa60Ta C MalllMHHU, U aa 6’BJIaT CbBC€TBAHU J1a HE IHO(i)I/IpaT I/I%(bj 0JI3BaT MalllMHU, aKO IOJIy4aT TE3U
HEXKEJIAHU PeaKiuy 0 BpEMe Ha JICUCHHUETO.

O
4.8 Hexenanu JeKapcTBeHH peaKkuu Q\\?‘

PesroMe Ha podua Ha Oe30IaCHOCT 3a Bcnq“@omwam/m

Hesxenanute peakiuu, NpueTH 3a BL3MQ@) WM BEPOATHO CBBP3aHHU C MPHIIAraHEeTO Ha JIOIETaKCed,

ca MoJy4YeHH TpH:

e 1312 u 121 manueHTH, Kopy()gé moy4aBaiau cboTBeTHO 100 Mg/m? u 75 mg/m? morerakcen
KaTo MOHOTEpAIHs

258 nmanueHTH, KOUTO nyananH JIOLIETAKCEN B KOMOHMHAIUS C IOKCOPYOHUIIMH

406 manueHTH, KO MOJTy4YaBaJIv JAOIETAKCENI B KOMOWHAIUS C UCIUIATHH

92 manueHTH, K ca MoJy4aBajy JoIeTakceN B KOMOMHAIMS ¢ TpacTy3ymad

255 HaHI/IeHT OWTO ca MOJTyYaBalli JOIETAKCeNl B KOMOWHAIHS C KalleIUTa0nH

332 mamu (TAX327) KOHTO Cca TOJTy4aBali JIONETaKced B KOMOWHAIINS C TIPEAHU30H WITH

NpeHESQNYOH (IIPEICTaBeHH Ca KIMHUYHO 3HAUYMMHTE CBBP3aHH C JICYCHUETO HEXCIaH!

JIEK CHU PEaKIUH).

. nanuentH (744 u 532 cvorBetHo ipu TAX 316 u GEICAM 9 805), kouto ca

Jy4daBaJId JOIETAKCEN B KOMOMHAIUS C JOKCOPYOHIMH U nuKiiodochamu (IpeacTaBeHu ca
KIIMHAYHO 3HAYMMUTE CBBP3aHH C JICUCHUETO HEKETaHH JICKAPCTBCHU PEaKITUH).

¢ 300 mamueHTH ChC cTOMAIICH aaeHoKapiuHoM (221 nanuentu BbB (aza Il wactra ot
npoyuBaHeTo 1 79 nauueHTu BbB ¢aza Il yacrra), KouTo ca moiy4yaBaiu JOLETAKCEN B
KOMOMHAIYS C [UCIUIATHH U S-Piryopoyparu (IpecTaBeHu ca KIMHUYHO 3HAUUMUTE
CBBP3aHH C JICYEHUETO HEXKEIAHH JICKAPCTBEHU PEaKIIHN).

e 174 u 251 manmeHTH ¢ pak Ha TaBaTa W MIKAATA, KOUTO Ca TOIyYaBalli IOIETaKCce B
KOMOWHAIIWS C UCIUIATHH U S-Qiryopoypani (TIPeICTaBeH! ca KIIMHUYHO 3HAYNMHUTE
CBBP3aHH C JICYCHUECTO HEXKEITAHU JICKAPCTBCHU PEaKITHHN).

e 545 manuentu (nmpoyusane STAMPEDE), xouTo ca mojiy4aBaiu A0IETaKCeNl B KOMOMHAIIHS C
MPEIHU30H WK npeaHn30ii0H u ADT.
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Te3u peakuuu ca onucanu nocpeactsom Oo6mute Kpurepun 3a Tokcuunoct Ha NCI (crenen 3 = Ct3;
creneH 3-4 = C13/4; crenen 4 = Ct4) u repmunonorusta Ha COSTART u na MedDRA. Ilo yecrora
ca aeuHUpanu KaTo: MHOTO YectH (> 1/10); wectu (> 1/100 no < 1/10); vewectu (> 1/1 000 no

< 1/100); peaxu (> 1/10 000 mo < 1/1 000); muoro peaxu (< 1/10 000); ¢ HeusBecTHa yecTOTa (OT
HaJTUIHHUTE JAHHU HE MOXKE J1a ObJIe HalpaBeHa OICHKA).

[pu BCsiko TpymUpaHe B 3aBUCHMOCT OT YECTOTaTa, HeXKEIaHUTE JISKAPCTBEHH PEAKIIMU ce N30posBaT
B HU3XOJISII Pe/I 10 OTHOIIICHHE HA TEKECTTA.

Hait-yecto choOIIIaBaHNTE HEKETAHH JIEKAPCTBEHH PEAKIIMK HA JIOIETAKCENT CAMOCTOSTENHO Ca:

HEYTpOTeHus (KOSTO € Oua 00paTUMa U HEKyMyJIaTHBHA; ACHAT MEAMaHa HA Hal-HUCKA CTOWHOCT €

oun 7™, a cpeJiHATa IPOIBIKATETHOCT Ha TexKa HeyTporneHus (< 500 knetknw/mm?) ¢ 6una 7 quu),

aHeMWsI, aJIOTIeIlHsl, TaJIeHe, MOBPBIIaHe, CTOMATHUT, THAPHS M aCTeHHs. TeKeCcTTa Ha HeXKETaHUTe

peaKIny Ha J0IETaKCesl MOKe J1a Ob/Ie YBEIHMUYCHA, KOTaTo J0IETaKCe Ce Ipuiiara B KOM6I/IH31%@

JPYTH XUMUOTEPANIEBTHYHH areHTH. %)
Q

[Tpu koMOMHAIKATA C TPACTYy3yMal ca MPEICTABCHU HEXEJIAaHUTE JICKapCTBEHU peaxugﬂ@cmmn
crenern) cpob0menu mpu > 10%. OTtueTeHa e moBuiena yecrota Ha cepruosan HIIP40% cnpsmo
31%) u HJIP crenen 4 (34% crmpsimo 23%) mpu paMoTo Ha KOMOHWHAITUS C TpaCTas@vra B CpaBHEHUE C

MOHOTEpAIUITA C JTOIETAKCEll. <
[Tpu xoMOMHALUATA C KaneUTaOKH ca IPeICTaBeHN Hali-uecTUTE HEX W JIEKApPCTBEHU PEaKIvy,
CBBP3aHU ¢ JIeueHueTo (> 5%), cpobmienu npu npoyusane ¢asa 11 AIlUEHTKH C paK Ha rbpAaTa

C HEeYCIENIHO JieueHne ¢ aHTpanukiuH (Bx. KpaTkara XapakTepHQPyka Ha NPOAyKTa KarenunTabuH).

[Ipu xomOuHamaTa ¢ ADT 1 mpenHU30H WIH npez[Hmonom&quBaHe STAMPEDE), Hexenanute
CcHOUTHA, BB3HUKBALIH MPE3 6-T€ MUKbBJIA HA JIEYEHHUE C JOTIgTaKceN U UMally noHe 2% Mmo-BUCOKa
YecTOTa B paMOTO Ha JICYCHHE C JIOLETAKCEeN, B CPAaBH, C KOHTPOJHOTO Pamo, ca IPEeACTABEHH C
MoMoIITa Ha cKkaiara 3a ctenienyBaHe CTCAE. Q\

CrneganTe HEXKETaHU JIEKAPCTBEHH PEAKITUN (@GHIO,H&B&HI/I YECTO C JOLETAKCE:

Hapymenus Ha MMyHHATa cucTeMa \2?)

C%LX‘-IyBCTBI/ITCIIHOCT BB3HUKBAT B PAMKUTE Ha HAKOJIKO MHHYTH
eTakces 1 OOMKHOBEHO ca JIeKU 10 ymepeHnu. Haii-uecto
epBsiBaHe, OOPUB ChC WK 0e3 ChbpOeK, CTIAraHe B I'bpAUTE, OOJIKH B
CTY/ICHU TPBIKU. TEXKKHUTE PEakIi Ce XapaKTePH3UPAT C XUITOTOHHS
eHepanu3upad oopus/epureM (BK. Touka 4.4).

B moBedero ciaydan, peakuunte
cJieq] HayauoTo Ha uH(py3UsATa
CHOOIIAaBaHNUTE CUMIITOMU
rbp0a, TUCITHES U TPECK
n/um OpoHXOoCHa3zbM

X

HaDVH_IeHI/ISI Ha)&HaTa cucremMa

PazBuTne TeXKa neprudepHa HEBPOTOKCHIHOCT Hajlara peayKius Ha jo3aTa (BX. TOUKH 4.2 U
4.4). @r J10 YMEPEHHU HEBPOCEH30PHU MPU3HALM CE XapaKTEPU3UPAT C apecTe3nsl, IU3eCTE3Ul
H% a BKJIFOYHTEITHO NapeHe. HeBpoMOoTOpHUTE CHOUTHS Ce XapaKTepPH3UPAT TIaBHO ChC
cAOOCT.
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Hapymienus Ha Ko)kaTa U MOJIKOKHATA ThKaH

HabnronaBanu ca oOpaTuMu KOXKHU peakiMy, KOUTO 10 MPUHLMUI ca IPHEMaHH 32 JIEKU 10 YMEPEHU.
Peakmuure ce xapakrepusupar ¢ 00pHB, BKIIOUUTETHO JIOKATHH ePYyTLUH TJIABHO 110 CThIIajaTa 1
JUIaHUTE (BKJIIOYUTEIIHO TEKBK CUHAPOM PbKa-KpaK), a ChILIO U 110 LEIUTE PbLE, TULETO WU IPbAHUSL
KOIII, ¥ YECTO CBBP3aHH CbC ChpOexk. OOMKHOBEHO epyNUMUTE Bb3HUKBAT B pAaMKHUTE Ha | ceaMuna
cien nHQYy3usATa Ha foueTtakcesn. He TonkoBa yecTo ca choOLIaBaHN TEKKH CUMIITOMU KaTO epYILHN
MOCIIEIBAHH OT JIECKBaMaIlHsl, KOUTO B PEIKHU CIIydau ca JOBEJH 10 MPEKHCBaHE WIIH MTPEeKpaTsBaHe Ha
JISYEHUETO C o1eTaKkcen (BXK. ToukH 4.2 1 4.4). TexxxuTe yBpexaaHusg HAa HOKTUTE ce
XapakTepu3upaT ¢ XUIO- WIKM XUIIEPIUTMEHTAIHA U TIOHAKOra 00JIKa U OHUXOJIH3A.

OO0 HapyiieHus ¥ eeKTH Ha MACTOTO Ha IIPUIIOKEHHE

6’0
OOGHKHOBEHO PEAKIIMUTE HA MACTOTO Ha UH(Y3USITA CA JIEKH U CE ChCTOST B XUMEPITUTMEHTALIf)
BB3MAJICHHE, 3a4ePBSBAHE WM CYyX0Ta Ha KOXKara, (JICOUT WM eKCTpaBas3allys U OTOK Ha BCHATA.
3aabpiKaHETO HA TSYHOCTH BKIIFOUBA CHOUTHS KaTo MEpUPEPHU OTOIH U HE TOJIKOBA q@ TUICBpPAJICH
W3JIUB, IEPUKAPICH M3JIMB, aCLIUT U HaJaBaHe Ha Tero. [lepudepHure oTonu 061/1 0 3aIo4Bar
IO JIOJTHUTE KPAMHUIM K MOTAT JIa ce TeHepaln3nupaT ¢ HaaaaBaHe Ha Terio 3 K eqe
3ambppiKaHeTO Ha TEYHOCTH € KyMYJIaTHBHO TI0 YeCTOTa M TeXeCT (BXK. ToUKa 4.

Tab6auuno 06001IeHNe HAa HexenaHnuTe peakimu Ha Docetaxel Zentiva 1 0/m?2 xaTo MOHOTEpANUS
IIPH pak Ha rbpjara:
>
CucremMo-opranHu MHoro yecTH Yectu He%@{m HeuvecTu HexkeJaHH
Kkiaacose mo MedDRA | He:keJ1aHu peakuu pealcumb peakiumn
WNudexkunn u Wudexiun (crenen 3/4: @Knm{ CBBp3aHa ¢
nH(pecTaIn 5,7%; BKIIOUUTEITHO é\eneﬂ HEYTPONEHUS
CEIICHC ¥ ITHEBMOHNS, %’\FCHCH 3/4: 4,6%)
(daTamam nipy 1 7%)XQ
Hapymenus Ha kppBTa | Heyrponenus (c TpomOouuTOneHNs
u nuMbHara cucrema | 4: 76,4%); (crenen 4: 0,2%)
Anemus (C@ H 3/4:
8 9%)
<De6%&n
HEYRPONEHUA
Hapymenuns na CBPHXUyBCTBHTEIHOCT
MMYHHATa CUCTEMa creneH 3/4: 5,3%)
Hapymenus na Q\ ~ | Anopexcus
MeTabonu3ma u
XpaHEHETO &Q’
Hapymen [epudepna cenzopHa
HepBH TEMa HEBPOMATH
@ (ctemen 3: 4,1%);
Q [epudepna moTopHa
HeBpomnaTus (CTenexH
3/4: 4%)
Jucreysus (Texka
0,07%)
CoepaedHn HapyIIeHUS Apurmus (ctenen 3/4: | Cbpaeuna
0,7%) HEIOCTATHYHOCT
Cp10BH HapyLIEHUSA XHUIIOTOHMUS,
XunepToHus;
KpbBouznusu
Pecrmparopuu, rpeaau | JucHes (Texka: 2,7%)
Y METHACTUHAITHU
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Cucremo-opranau

MHoro 4yecTn

YecTH HeKeJIaHHA

HeuecTH He:xe1aHHN

kjaacoBe o MedDRA | HexkeslaHu peakiun peaknuu peakunu
HapyIIeHUs
CroMaIHo-4peBHI Cromatut (crenen 3/4: | 3anek (texsk: 0,2%); | E3odarut (Texnk:
HapyIICHUs 5,3%); Kopemua 6onka (texka: | 0,4%)

Huapus (crenen 3/4: 1%);

4%); CToMaIrHo-4peBeH

l'anene (crenen 3/4: KPBBOHU3IINB (TEKBK:

4%): 0,3%)

ITosphimane (crenexn

3/4: 3%) A
Hapyiienus Ha koxata | Anonenus; @U

" IIOJKO>XXHaTa ThbKaH

Koxxnu peakimu
(crenen 3/4: 5,9%);
HapyiiieHust Ha HOKTHTE
(Texku: 2,6%)

o"Q@
S

Hapymenus na
MYCKYyJTHO-CKEJIeTHaTa
cucTeMa u
ChEeTMHUTEITHATA ThKaH

Muanrus (Texka: 1,4%)

Aprtpanrus

2

b

D

OO01IM HApYLIICHHUS U
eeKTH Ha MACTOTO Ha

3agbpkaHe Ha
TEYHOCTH (TEIKKO:

3
Peaknun Ha Mﬂ(@@ﬁa
UHQY3US;

HPUIIOKEHUE 6,5%) I'ppana 6011% €3
Actenus (Texka: ChbpAcd cHrane
11,2%); (Texkd; Y);4%)
Bonka O
W3cnenBanus

O
A
\\‘%

gc}neli 3/4 yBennueH
WIUPYOWH B KPHBTA
(< 5%);

Crenen 3/4 yBemuena
ankanHa ¢ocarasza B
KkpbBTa (< 4%);
Crenen 3/4 yBenuieH
AST (< 3%);

CrenieH 3/4 ysenuueH

ov

i

ALT (< 2%)

QX

Onucanue Ha 1/136]0&@( Hexkenanu peakuuu Ha Docetaxel Zentiva 100 mg/m? kato MOHOTEpAIUs IIPU

paK Ha I“’b[zgaTa@@

A

Kpbema

u Jzumgbnama cucmema

Hapymenéﬁ
Penku:; JI1 Ha KbPBEHE CBBP3aHU C TPOMOOIMTONICHUS 3/4 CTeleH.

H@M@Huﬂ Ha HepeHama cucmema

Jannan 3a oOpatuMocT ca Hamutle mpH 35,3% OT manueHTHTe Pa3BIIIM HEBPOTOKCHYHOCT CIIE
nedenue ¢ pouerakcen 100 mg/m? kato MoHOTepanus. SIBJIeHMATa Ca OT3BYYallH CIIOHTAHHO B

paMKuTe Ha 3 Mecera.

Hapywenus na koxcama u nookoxicnama mvkau
MHoro peku: eI1H Cydaiil Ha aJloNenys HeoOpaTuMa B Kpast Ha POy4BaHeTo. 73% OT KOXKHHUTE
peakIu ca 00paTUMHU B paMKUTe Ha 21 JTHH.

Obwu nHapyuienus u eghexmu Ha MACMOMO HA NPUTIOJICEHUe
Meuanarta Ha KyMyJIaTHBHATa JI03a JI0 IPEKpaTsABaHe Ha JeueHneTo € ouna mosede ot 1 000 mg/m? u
MEIraHaTa Ha BPEMETO J0 B3CTAHOBSIBAHE OT 33aIbP’KaHETO HAa TEUHOCTH ¢ Omito 16,4 ceqmury (B
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pamkuTe oT 0 10 42 cemmurti). Haganoro Ha yMepeHO 0 TeXKKO 3aabpKaHe € 3a0aBeHo (Meanana Ha
KyMyJaTUBHATa 103a: 818,9 mg/m?) npu nanueHTH ¢ IpeMeIUKalys B CPABHEHUE C MALMEHTH Oe3
npemeauKanys (MeMaHa Ha KyMyJlaTHBHaTa f03a: 489,7 mg/m?); npu HAkou MalueHTH, obade,

CHOOLICHO B paHHHUTE KypPCOBE HA

JICYCHHUCTO.

TabnuueH CIUCHK Ha HeXenanuTe peaknuu Ha Docetaxel Zentiva 75 mg/m? MoHOTEpanus npu

HeAPEOHOKIIETHYEH PaK Ha Oenus

npob

CucremMo-opranHu KJjacose 1o
MedDRA

MHoro 4ecTH HeKeJIaHU
peaknumn

YecTH HeKeJaHN Peakuu

Wudeximm u nHbeCTaIHN Nudexrmn (crenen 3/4: 5%) L O
: (%
Hapymenus Ha KpbBTa U Heyrpomnenus (crenen 4: deOpuiiHa HEYTPOTICHHS (O
nuMQHaTa cucTeMa 54,2%); QQ
Amnemus (crenen 3/4: 10,8%); A
TpombouunTonenus (crerneH 4: QO
1,7%) 3
Hapymenns Ha umyHHaTa CBp’bX‘IYB@@TCHHOCT (me

CHUCTCMaA

TEKKA) 5,
\"4

Hapymenus Ha MeTabonusma u
XpaHEHETO

AHopekcus

N

Hapymenusa Ha HepBHaTa
cucrema

[Tepudepna cenzopna
uesponatus (crenen 3/4: 0,8%)24

A4
\?epmbep}la MOTOpHA

esponarus (crernen 3/4: 2,5%)

CobpaedHn HApYIICHUS

AputMmus (HETEKKA);

Cpa0BH HapylIEHUS

)
a0

XUMOTOHUSI

CroMaIHo-4peBHU HAPYIICHUS

T'anene (crenen 3/4: 3‘%),

3amex

Cromartur (crerme . 1,7%);

IMosprmiane (¢ 3/4: 0,8%);

Juapust (ct 3/4: 1,7%)
Hapyienus Ha koxarta 1 Auorierg Hapyienus Ha HOKTHTE (TEKKH:
HO/IKO’KHATA ThKaH Koxn kst (crenen 3/4: 0,8%)

0,8%60

Hapyiienus Ha MyCKyJIHO-
CKEJICTHATA CUCTEMA U \&
ChEIUHUTENIHATA ThKaH ,&

«O

|

Muanrusa

OO01IM HApYLIICHHUS U ecbex@\év

Actenns (texxka: 12,4%);

MSICTOTO Ha HpPIJIO)KCH&Q 3aabpikaHe Ha TCUHOCTH
‘2\ (Texxxo: 0,8%);
Qi boinka
WzcnenBanmst &Q)v Crenen 3/4 yBenuieH
! OnnnpyOuH B KpbBTa (< 2%)
TabautieH cMCchK Ha Hexenanute peakiuu Ha Docetaxel Zentiva 75 mg/m2 B komOuHAIMsL C

OMIIMH IIpH paK Ha I'bpaaTa

CucreMo-opranum MpHoro

kiaacose no MedDRA

HEXKEJTaHU peaKIuu

yecTH
peaknuu

YecTHn HeKeJIaHH

HeuvecTu HexkeJaHU
peaknuu

WNudexunu u

nHpecTaIMn 7,8%)

Wudexuus (cTenen 3/4:

Hapymenus Ha kpbBTa
1 muM@dHaTa cucTeMa

9,4%);

Heyrponenus (cremnen
4:91,7%);
Anemus (creren 3/4:

DebpuHa
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Cucremo-opranau

MHoro 4yecTn

YecTH HeKeJIaHHA

HeuecTH He:xe1aHHN

kjaacoBe mo MedDRA | HexkeslaHu peakmn peaknuu peakunu
HEYTPOIIEHMUS;
TpomOoruTOTICHHS
(crenen 4: 0,8%)

Hapymenns na CBpPBXUyBCTBUTEITHOCT

WMYHHATa CHCTEMa (crenen 3/4: 1,2%)

Hapymenus na AHopekcus

MeTaboaM3Ma 1
XpaHEHETO

Hapymenns na
HEpBHATa CUCTEMA

[epudepna cenzopHa
HeBponartus (crerneH 3:

[lepudepna moTopHa
HeBponatus (cTerneH

>
&

0,4%) 3/4: 0,4%) Ra)
CobpaedHn HapyIIeHUS Cobpneuna C’pr[C‘IHP@p§IHCHI/I}I
HEJIOCTATHhYHOCT;

Aputmusi (HeTekKKa)

£

Cp10BH HapylIEHUs

Xw‘;Q'TOHm

CroMantHo-4peBHI
HapyIICHUS

T'agene (crenen 3/4:
5%);

Cromartur (crenen 3/4:
7,8%);

Huapust (crenen 3/4:
6,2%);

IToBphImane (creneH

A

>

b

Hapymenus Ha koxxaTta
U TIOIKO)KHATA ThKaH

3amex

Hapymienust Ha HOKT
(Texku: 0,4%);
KoxHna peaxiy

3/4: 5%);
Anormenus; &
>

N

N

Hapymenus na
MYCKYJIHO-CKEJIETHATa
cucreMa u
ChEIMHUTENIHATA ThKaH

TEKKA)
@)

A
o

Mpmuanrus

O6um Hapymenus 1 .
e()eKTH Ha MACTOTO *EEQ
%)

MPUITIOKCHHUC

%.\ETeHHﬂ (Texxa 8,1%);
aJbpKaHe Ha
TEUHOCTH (TEXKKO:
1,2%);

Bbonka

Peaknun Ha MsIcTOTO Ha
uHOYy3HUS

I/I3cnem‘,gie1
al

Crenen 3/4 nosumieH
OunMpyONH B KpbBTa
(< 2,5%);

Crenen 3/4 noBumieHa
ankanHa ¢ocgarasza B

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

kpbBTa (< 2,5%)

TabnuueH CIUCHK Ha HeXenaHuTe peaknuu Ha Docetaxel Zentiva 75 mg/m2 B koMOuHAaLus ¢
LMCIUIATUH IPpU HeAPeOHOKIIEThYEH pak Ha Oenus 1pob

CucreMo-opransu
Kiaacose o MedDRA

MHoro yecTH
HE)KeJTaHU peakuuu

YecTHn HeKeJIaHHU
peakun

HeuecTn HexkenaHu
pPeaKknuu

Wndexnum u

Wudexkuust (crenen 3/4:
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Cucremo-opranau

MHoro 4yecTn

YecTH HeKeJIaHHA

HeuecTH He:xe1aHHN

kjaacoBe mo MedDRA | HexkeslaHu peakmn peaknuu peakunu
nH(pecTaIMH 5,7%)
Hapymenns Ha kppBra | Heyrpomnenus (crenen | @ebpunHa
U TuM{QHAaTa cucTeMa 4: 51,5%); HEYTPOIEHUS
Anemus (crenen 3/4:
6,9%);
TpomOormTOTICHAS
(crenen 4: 0,5%)
Hapymenus na CBpPBXIYBCTBUTEITHOCT
MMyHHaTa CHCTeMa (crenen 3/4: 2,5%) P
Hapymenns na AHopekcus Q‘Ov

MeTaboaM3Ma 1
XpaHEHETO

Hapymenus na
HEpBHATA CUCTEMA

[TepudepHa cerzopHa
HeBpomatus (cTeneH 3:
3,7%);

IMepudepna MoTopHa
HeBpomnaTus (CTeneH
3/4: 2%)

{
N

CobpaedHu HapyUICHUs Aputmus (cTern 4: | Cwppneuna
0,7%) %) HEAO0CTaThYHOCT
Cb0BU HapyIICHUS XumnotoH TETIEH
3/4: 0 796y

CroMantHo-4peBHI

T'agene (crenen 3/4:

3ar@\<

HapyLIeHUs 9,6%); ‘2\
[MoBpsinane (crenex Q‘Q\
3/4: 7,6%); Q
Huapus (crerneH %@'
6,4%); %)
CromaTuT cTeﬁeH 3/4:
2%)

Hapymenus Ha koxata | Ao ;

1 TIOIKOKHATA ThKaH Hapy#icHus Ha HOKTUTE

\

Q

u: 0,7%);
OXKHHU PEaKIIUH
crerned 3/4: 0,2%)

Hapymenusa na
MYCKYJITHO-CK
cucremau_ ()

&
<

aTa

Muanrus (texka: 0,5%)

ChEJIVH aTa TbKaH
0611 *&'ﬁymeﬂm u AcTtenns (TexKa: Peakmus Ha MsICTOTO Ha
ec%éf Ha MACTOTO Ha | 9,9%); UHQYy3us,
IIPWIOKEHUE 3agbprkaHe Ha bonka
TEYHOCTH (TEXKKO:
0,7%);
Tpecka (G3/4: 1,2%)
Uzcnensanus Crenier 3/4 noBuIeH Crerien 3/4 moBuIeH

OmMpyOWH B KPHBTA
(2,1%);

Crenen 3/4 noBuiiieH
ALT (1,3%)

AST (0,5%);

Crenen 3/4 mosumieHa
ankanHa ¢ocdaTasza B
kpbBTa (0,3%)
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TabnuueH CIIUCHK Ha HexenanuTe peaknuu Ha Docetaxel Zentiva 100 mg/m? B komGuHaus ¢
TpacTy3yMab IpH pak Ha IbpJaTa

CucTeMo-OpraHHu KjiacoBe o | MHOIo 4ecTH HexKeJIaHU YecTH HeKeJIaHU pPeakiiuu
MedDRA peakiuu

Hapymienns Ha KpbBTa U Heyrpomnenus (cremnen 3/4:

nuMdHaTa cucrema 32%);

debOpuitHa HEYTPOTICHHS
(BKITIOYBA M HEYTPOTICHHUS,
CBB3aHa C Tpecka U yrnoTpeda Ha
AHTHOWOTHUIIN) HITU

HEYTPOIIEHUYEH CETICHC; Q\(b
Hapymenns Ha Mmetabonmu3ma u | AHOpEKCHsI M
XPaHEHETO A&Q
[IcuxuyHM HapyIIeHHS bescpHue
Hapymenus Ha HepBHaTa [Mapecres3un; I'maBobomnue; *\
cucrema IIpomsna Ha BKyca, (b'
Xumnoecresus ~ >
Hapymenus Ha ounte YBenudeHa JIaKkpuMalius; %‘U
KoHtoHKTHBUT ,.,‘2‘
ChpaeyHy HapyLIeHUs ‘\Gﬁ'ﬁneqna HEIOCTaThYHOCT
CbJI0BH HApYIICHUS Jlumbenem AQ)V
PecniupaTopuu, rpbaHU U Enucrakcuc; ®apunro- (bQ
MeAUACTHHAIHN HapYyILICHHS napuHreanHa Oonka;

Hazodapunrur ; Juc HQ;
Kamnnna;, Punopese

S
CromammHo-upeBam Hapymieaus | [agene; Jnapugi\DioBprmane;

3anex; Cto T, Jucnencus;

Kopemna _G@wka
Hapymenns Ha xoxata u AHO)@Q Epurema; O6pus;
MOJKO)KHATA ThKaH Hapy#y¢Hrs1 Ha HOKTUTE
Hapymenus Ha MycKyHO- Muanrus; Aprtpanrus; boska B
CKEJIeTHATa CHCTEMA H \z aliHuIMTe; boJlka B KOCTHTE;
ChEIMHUTEIHATA ThKaH AA bonka B repba
OO HapyUIeHus 1 e@ex@&?ﬂ“ Actenus; Ilepudepen oTox; Jletaprus
MSICTOTO Ha HpI/IJIO)KeH&Q Tpecka; YMopa; Be3nanenue Ha

ymrapunute; bonka;

@‘2\ ['pumonoto6HO 3a00sIsIBaHE;
PRle) I'ppana 6onka; CTyeHH TPBIKH

I/IBCJIez[BaHg@)\ IToBuieno teriao

Onm@)&@ Ha n30panu Hexenanu peakuuu Ha Docetaxel Zentiva 100 mg/m? B xoMOuHAIWMS €

TMVM36 IIPU pakK Ha r'bpaaTa

Hapywenus na kpvema u numghnama cucmema

MHoro yectr: XeMaToIornyHaTa TOKCHYHOCT € YBEIH4YeHa MPH MallieHTH MTOJTyYaBalli TpacTy3yMmad
Y JIOI[ETaKCell, B CpaBHEHHE C J0IeTaKceN KaTo MoHoTepanus (32% creneH 3/4 HEyTpOTIeHHS CITPSIMO
22%, otuetenu o NCI-CTC kpurepun). Jla ce oTOesnexu, ue € BEpOSITHO TOBA JIa € HEJOOICHEHO,
Thil KaTo € U3BECTHO, Y€ JOLETAKCEN KaTo MOHOTepanus B 103a or 100 mg/m? Boau 10 HeyTponeHus
ipu 97% ot maruenture, 76% creneH 4, Ha 6a3aTa Ha Hali-HUCKAaTa CTOWHOCT HAa Opost HAa KPHBHUTE
kiretku. Yectorata Ha GpeOpHTHA HEYTPOIICHUS/HEYTPOIICHUYEH CETICHC CBIIO € TTOBUIIICHA ITPH
NanueHTH, JiekyBanu ¢ Herceptin miroc mouerakcen (23% crupsimo 17% mpu marnueHTH, JeKyBaHu ¢
JTOTIeTaKcel KaTO MOHOTEPAIIHs).
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Covpoeunu napyuenus

CuMnroMaTuyHa ChbpACUHa HEJOCTATHYHOCT € AOKIJIaaBaHa pu 2,2% OT NalUeHTUTE, MOy IHIN
JIOLIETAKCeN IUTFOC TpacTy3ymad B cpaBHeHUE ¢ 0% OT ManueHTHTe, MOTYYHIU TOIIETaKCe KaTo
MOHOTeparus. B paMoTo Ha gorieTakcen Imioc Tpacty3ymao, 64% ca mony4aBaiy npeaxoiHa
AHTPAIMKINHOBA a/IF0BAaHTHA Tepamus, B CpaBHEHHE C 55% B paMOTO Ha JIOIETaKCe, MPHIIOKEH KaTo

MOHOTEPAITHSI.

TabauyeH CIUCHK HA HexenanuTe peakiuu Ha Docetaxel Zentiva 75 mg/m2 B komOuHAaus ¢

KanenuTaOuH IpHU paK Ha I'bpjaara

CucreMo-opraHHM KJiacose 110
MedDRA

MHOro 4ecTH HeKeJIaHu
pPeaKknuu

YecTHn HeKeTaHU pealcmm

WNudekunn u nadecraun

OpaiHa KaHIumo3a (c@ﬂa 3/4:
< 1%)

Hapymienus Ha KpbBTa U
numbHaTa cucTeMa

Heytponenus (ctenen 3/4:
63%);
Anemus (crenen 3/4: 10%)

Tp0M6ouHTone}@()CTeneH 3/4:
3%)

Hapymenus Ha Mmetabonm3ma u
XpaHEHETO

Anopekcus (crenen 3/4: 1%);
Hamanen anetutr

I[expm}@alfm (cremen 3/4:
29%)

~2~“\

Hapymenus Ha HepBHaTa
cucremMa

Hucreysus (crenen 3/4: <1%);
IMapecresus (crenen 3/4: < 1%2;

&MaI/IBaHe
naBoOonue (crernen 3/4: < 1%);
[Tepudepna HEBpOTIaTHS

Hapymenus Ha ounrte

o
YBenuuena naKpHMauug\(b

Pecnimparopuu, rpbIHN U
MeIUACTHHAIHN HapyILICHHS

@apnnronappmream@
(cTenen 3/4: 2%) \2\

Jucnnues (crenen 3/4: 1%);
Kanumuma (crenen 3/4: < 1%);
Emmcrakcuc (crenen 3/4: < 1%)

CroMaIHo-4peBHU HAPYIICHUS

4

CroMmatut
Huapus

( eH 3/4 18%);
eH 3/4: 14%);
Tlanen enieH 3/4: 6%);
HOBp@uaHe (ctenen 3/4: 4%));
3duek (crenen 3/4: 1%);

opemHa Oonka (creneH 3/4:

I'opnra kopemHa 0oJKa,
Cyxora B ycTtara

\E 2%
)
(\@ Hucnencus
Hapymienus na KO)I(aT@V CuHIpOM phKa-Kpak (CTerneH JlepMmarwr;
MOJIKO’KHATA ThKaH 3/4: 24%) Eputematosen o0puB (cTerneH
‘2‘ Anonenus (creneH 3/4: 6%); 3/4: < 1%);

Z)
\Z
A

Hapymienus Ha HokTHTE (CTETIeH
3/4: 2%)

OOe31BeTsIBaHE HA HOKTHUTE;
Onwmxonmza (creneH 3/4: 1%)

)
Hapyme;z&aa MyCKYJTHO-
cKen a cucTeMa

C HNTCIIHATa TbKaH

Muanrus (creren 3/4: 2%);
Aprpanrus (crermen 3/4: 1%)

Boinka B xpaiinunute (CTENeH
3/4: < 1%);
boska B rep0a (crenen 3/4: 1%);

OO61u Hapyienns 1 eheKTn Ha
MSICTOTO Ha TIPHUIIOKCHUE

Acrenus (crenex 3/4: 3%);
Tpecka (ctenen 3/4: 1%);
YMmopa/cimaboct (cTeneH 3/4:
5%);

[epugepen otok (crenen 3/4:
1%);

JeTaprus;
Bonka

W3cnenBanus

Hamaneno termo;
Crenen 3/4 mosuitieH OUMpyoH
B KpbBTa (9%)
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TabnuueH CIUCHK Ha HexenanuTe peaknuu Ha Docetaxel Zentiva 75 mg/m2 B koMOuHAaLus ¢
NPEIHU30H WIH NPEIHU30JIOH MIPYU METACTATHUYEH, PE3UCTEHTEH Ha KacTpallys paK Ha IIpocTarara

CucreMo-opraHHu KJjiacose 110
MedDRA

MHOro 4ecTH HeKeJIaHu
pPeaKknuu

YecTn HeKeTaHU pPe€aKkuuu

Wudekunn u nadecrauu

Nudexrms (crenen 3/4: 3,3%)

Hapymenus Ha KpbBTa U
muM¢HaTa CUCTEMa

Heyrpomnenus (cremnen 3/4:
32%);
Anemust (crenen 3/4: 4,9%)

TpombouuTonenus; (cremen 3/4:
0,6%);
DebpriIHa HEYTPOTICHHS

Hapymenus Ha umyHHaTa
cucTeMa

CBpBXYYBCTBUTEITHOCT (CTEIIEH

3/4: 0,6%) L O
\ >4

Hapyiienus na MeTaboIu3ma u
XpaHEHETO

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

)

Hapymenns Ha HepBHaTa
cucremMa

[epudepna cenzopHa

Jucreysus (creneH 3/4: 0%)

uespomarus (crerex 3/4: 1,2%);

Iepudepna motop, a s
HEBPOIATHS (c@ 3/4: 0%)

-

Hapymenus Ha ounte YBeanueHa ] Kpumanust
(crenen3/4: 0,6%)
o
CobpaedHu HapyUIeHUs Ha a ChpJcYHa

amepHa (yHkus (cTerneH
. 0,3%)

Pecniupatopuu, rpbaHu U
MeINaCTUHAHN HapyIIeHUs

@QQ

mucrakcuc (creren 3/4: 0%);
Hucnres (crenen 3/4: 0,6%);
Kanumuna (crenien 3/4: 0%)

CromainrHo-4peBHU HAPYIIECHUS

Ianene (crenen 3/4:
Huapwus (crereH 3

ém

CTOM&THT/@&% T (CTeneH
3/4: 0,9%);
[ToBpbin tereH 3/4: 1,2%)
Hapyienus Ha kokaTta u Anonepsis, Excoonmrarusen o6puB (crenexn
IMOJKOYKHATA ThKaH Hap)@éﬂm Ha HOKTHTE (HE 3/4: 0,3%)

TE%KH)

Hapymenus Ha MycKyHoO-
CKeJIeTHATa CUCTeMa 1
ChCAMHUTENIHATA ThKaH (\Q‘

%\Q-

4

Aprpanrus (creren 3/4: 0,3%);
Muanrus (crenen 3/4: 0,3%)

OO0 HapyIIeHUS U e%@‘n Ha

MACTOTO Ha HpI/IJ'IO)K H

VYmopa (crenen 3/4: 3,9%);
3agppKaHe HA TEUHOCTH
(Texxxko: 0,6%)

V

Tabnuuen Cﬂ'léﬂ( Ha HexenanuTe peakuuu Ha Docetaxel Zentiva 75 mg/m? B komOuHaIms ¢

MIPEIHU3 L npenun30yi08 1 ADT 1py JIOKAJITHO aBaHCHUPAJ WM METACTATHYCH
@m%@. BCTBUTEJIEH PAK HA IPOCTaTaTa ¢ BUCOK puck (mpoyusane STAMPEDE)

CI}CTeMo -OpPraHHH KJIacoBe
no MedDRA

MHoro 4ecTH HeKeJIaHU
peakun

YecTH HexKeJIaHU Peakunu

Hapymenus Ha KpbBTa U
nuMpHATa cucTEMa

Heyrponenus (G3-4: 12 %)
AHemust

®ebpunna Heytponenus (G3-4:
15%)

Hapymenus Ha umyHHaTa
cucTemMa

CepbxuysctBuTenHocT (G3-4:
1%)
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CuctemM0-0pranHu KjacoBe
no MedDRA

MHoro 4ecTH HeKeJIaHU
peakun

YecTH HexKeJIaHU Peakunu

Hapymenus na
€HJIOKpHUHHATa CUCTEMA

JHuadet (G3-4: 1%)

Hapymienus Ha metabonusma AHOpekcust

U XpaHEHETO

TcHMXUYHN HAPYIIECHMS bescruue (G3: 1%)

Hapymienus Ha HepBHATA [epudepna censopHa 3amastHOCT Q

cHcTeMa uesponarus (>G3: 2%)? b
I'maBoGome %)

K
Hapymenus Ha ounre 3aMBIJIEHO SPeKQ\)

CobpaedHn HapyIIeHUS

XHHOTOHH;},b(@'& 0%)

Pecnimparopuu, rpbIHN U
MEIMaCTUHAIHU HapyLeHUs

JHucnaes (G3: 1%)

Kammura (G3: 0%)

Wudexnns Ha TOpHUTE
muxarensu neTania (G3: 1%) A

Dapu (G3: 0%)
@Q\W
4

CroMaIHo-4peBHU Huapus (G3: 3%) Q‘JHOBp’bH_[aHe (G3: 1%)
HapYIICHUS CromaTtur (G3 0%) ®(b

3anek (G3: 0%) Q

Tamene (G3:1%) O

Jucrnencus ‘2\

Kopemua 601k : 0%)

MeTteopusbi
Hapymenns Ha xoxata u Anonerms((53: 3%) Oo6pus
MOJIKOKHATa ThKaH Hapy st Ha HokTuTe (G3:

19).
Hapymenus Ha MycKyJHoO- ])Q/IMI‘I/I}I

CKCJICTHATa CUCTEMA U \‘
CbCAMHUTCIIHATA ThKaH OQ‘

3

O
OO HapyIIEHUS 1 @o u | Jleraprus (G3-4: 2%) ITosumiena Temmeparypa (G3:
Ha MSCTOTO Ha I cHUe I'punonofgo6uu cumntomu (G3: | 1%)

Q
9

0%)
Actenns (G3: 0%)
3ajbpKaHe HA TCUHOCTH

OpanHa KaHARI032a
Xunokannuemus (G3: 0%)
Xunodocharemus (G3-4: 1%)

N

Xunoxkanuemus (G3: 0%)

a § Banero GETUG AFU15

74




TabnuueH CIUCHK Ha HEXEIAHUTE PEaKIMU TPy aaroBanTHa Tepanus ¢ Docetaxel Zentiva 75 mg/m2 B
KOMOUWHAIMA ¢ JOKCOPYOULIMH U 1mkiIodochaMua Mpy NAITMEHTKY ¢ PaK Ha T'bPaTa ChC 3acsiraHe Ha

nmuMmdnauTe Bu3aM (TAX 316) u 6e3 3acsarane Ha nuMmbuute Bb31u (GEICAM 9805) - c6opHu 1aHHU

CucreMo-opransu
Kiaacose o MedDRA

MHoro yecTH
HE)KeJTaHU peakuuu

YecTHn HeKeJIaHHU
peakun

HeuecTn HexkenaHu
pPeaKknuu

Nndexnum u
nHpecTanun

Wudexuus (crenen 3/4:
2,4%);
HeyTtponenuyna
undexnus (crenen 3/4:
2,6%)

Hapymenus Ha kpbBTa
U TuM{QHAaTa cUCTeMa

Anemus (crenen 3/4:
3,0%);

Heyrponenus (cremnen
3/4: 59,2%);
TpomOorTOTICHAS
(crenen 3/4: 1,6%);
OebpuiHa
HeyTpoIreHus (CTerneH
3/4: HeTIPHUIIOKIMO)

(

D

Hapymenus na
MMyHHaTa CUCTeMa

Hapymenns na
MeTaboau3Ma 1
XPAHCHETO

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

CBpLXHyBCTBWCT
(ctenien 3/4: 066
N
Q’b

Hapymenus na
HEpBHATA CUCTEMA

Hucreysus (creneH 3/4:
0,6%):
[Tepudepna CCH3OPH&

HEBPOTATHU (CTG@
3/4:<0,1%) Q

¥)

epHa MOTOpHA
ponatus (cTerneH
/14: 0%)

Cunkon (creneH 3/4:
0%)
HeBpoTokcHUHOCT
(cremen 3/4: 0%)
COMHOJIEHTHOCT
(cremen 3/4: 0%)

Hapymenns na ounte | Konro BUT (CTeleH | YBelanyeHa
3/4"% %) JaKpuMaIus (CTerneH
(\Q‘ 3/4: <0,1%)
ChpIeuHn HapyIICHNS <QV Aputmust (crenien 3/4:
Q 0,2%)
N
CoaoBu Hapyx@‘iﬁ Omam (crenen 3/4: Xwunotonus (crernexH Jlmmdenem (crenen 3/4:
(@) 0,5%) 3/4: 0%) 0%)
Q ®nedur (crenen 3/4:
R4 0%)
P@aTOpHI/I, TPBIHA Kamumuna (crenen 3/4:
1 MeIHACTHHATHU 0%)
HapyIICHHS
CromainHo-4peBHI lanene (crenen 3/4: Kopemna 6onka
HapyIICHNS 5,0%); (crenewn 3/4: 0,4%);

Cromarut (cteneH 3/4:
6,0%);

[ToBpsInane (crerneH
3/4: 4,2%)

Huapwus (crenen 3/4:
3,4%);

3armek (crenen 3/4:
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CucreMo-opranumn MHoro yecTn YecTH HexeTaHU HeuecTu He:xenaHu

kjaacoBe mo MedDRA | HexkeslaHu peakmn peaknuu peakunu
0,5%);

Hapymenus Ha koxxara | AJonenus

Y TIOIKO)KHATA ThKaH (nepcucrupara <3%);

Hapymienus Ha koxata
(G3/4: 0,6%)
Hapyuienust Ha HOKTUTE
(G3/4: 0,4%)

Hapymenus na Muanrus (crenen 3/4:
MycKyinHoO-ckenetHata | 0,7%); (b'
cucTeMa u Aptpanrus (crenen 3/4: b
chenuHuTenHara Tbkan | 0,2%) A@
Hapymenns na Awmenopes (crenen 3/4: AN
BB3MPOU3BOAUTEIIHATA | HEIPHIOKHUMO) QO
CHCTEMa M T'bpara A
OO01IM HApYLIICHHUS U Acrenus (creneH 3/4: o>’
edexTn Ha MactoTo Ha | 10,0%); <a(b
HPUIIOKEHHE IMupekcus (crenen 3/4: Q.
HENPUIOKUMO); Q‘z‘
[Mepudepen otok &
(crenewn 3/4: 0,2%) @
N3cnenBanns YBennuan a
TernotofQicnen 3/4:
0%, Q

SIBaHE Ha TETJIOTO
enieH 3/4: 0,2%)

JuoBaHTHA Tepamus ¢ Docetaxel Zentiva 75 mg/m2 B
MWL DU ITAIUEHTKH C PaK Ha I'bPJIaTa ChC 3aciraHe Ha
nmuMmduute Bu3aM (TAX 316) u 6e3 3acxeaﬂe Ha tuMmdauTe B31u (GEICAM 9805)

Onucanne Ha M30paHU HEKEIAHN PEAKIIMH IT

Hapywenus na nepsnama cucmgg

IIpu npoyuBaneTo TAX316, (hepHa CEH30pHA HEBPOITATHSI, 3aTI0YHANIA 10 BpeMe Ha Iepro/ia Ha
JIeYCHUE U TIePCUCTHpAIIa 1oJ1a Ha TIpoCesBane, € Habmonasana pu 84 manuentu (11,3%) B
TAC pamoto u 15 nan Q (2%) BB FAC pamoro. B kpast Ha mepuoja Ha npociesBane (Meanana
Ha MepHroia Ha Ipoc e%ls He 8 rouHM), eprudepHa CEH30pHA HEBPOMATHSI, KOSITO MPOIBIKABA, €
HabmroaBaHa Hp@?aHI/IGHTI/I (1,3%) B TAC pamoto u npu 2 naruentu (0,3%) BB FAC pamorto.
[Ipu npoymsa@ EICAM 9805, nepudepHa ceH30pHA HEBPOIATHS, 3aII0YHAIA IO BPEME Ha
nepuo/ia Ha {[eenne, € NePCUCTHPAIA B TIEPHOJIA Ha MPOCTIE/IBAHE TIPH 10 marmenTn (1,9%) 8 TAC
paMoTo QauHeHTn (0,8%) BB FAC pamoto. B kpast Ha mepro/ia Ha npociesBane (MeaMana Ha
a pocneassane 10 roguuu u 5 Mecenia), mepudepHa CEH30pHA HEBPOIIATHS, KOSTO

*aBa, ¢ HaOronaBana npu 3 narmeHty (0,6%) B TAC pamoro u npu 1 manmenr (0,2%) BbB
FAE pamoTo.

Copoeunu HapyuieHus

ITpu mpoyuBarero TAX316, 26 namuentn (3,5%) 8 TAC pamoto u 17 nanuentu (2,3%) 8sB FAC
pPaMoTO ca UMl 3aCTOHHA Chp/ICYHA HEJIOCTATHYHOCT. BCHYKH, C M3KITIOYCHUE HA SIUH MAIIUEHT OT
BCSIKO pamo, ca auarHoctuipanu cbe 3CH mosede ot 30 nmHu ciien nepuoja Ha jieueHue. [[Bama
naruertu ot TAC pamoTo u 4 manuentd ot FAC paMoTo ca mounHaM nopajau CbpacyHa
HEJIOCTaThYHOCT.

IMpu npoyusanero GEICAM 9805, 3 marmentu (0,6%) B TAC pamoto u 3 naruentu (0,6%) BB FAC
PaMoTO ca pa3BHIIM 3aCTOMHA ChpJICYHA HEJIOCTATHYHOCT 110 BpEMe Ha IEproJia Ha mpociesBane. B
Kpasi Ha Tiepro/ia Ha npociieisBade (IeicTBUTEIHA MeMaHa Ha Tiepro/ia Ha npociesBane 10 roguHu
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u 5 Mecera), auto exud maruenT He € uman 3CH B8 TAC pamoro, 1 manuent 8 TAC pamoro €
MMOYMHAJI TIOPaJX JUIaTAaTHBHA KapArnoMHUomaTHs, a nepcuctuparia 3CH e HaOromaBaHa npu
1 manmenr (0,2%) BB FAC pamorto.

Hapywenus na xoscama u nookojICHAmMa mvKaH

[pu npoyuBaneTo TAX316 anonerys, IEpCUCTUPALIIA [T0 BpEME Ha NIEPHUO/Ia Ha MPOCICAsIBaHE CIIE
Kpas Ha XUMHOTepanuaTa, € HabmomaBana mpu 687 ot 744 TAC maruentu (92,3%) u 645 ot

736 FAC nanuentu (87,6%).

B kpast Ha meproia Ha TIpocieaBaHe (IeiicTBUTETHA MeIaHa Ha BPEMETO Ha MPOCIIe/IIBaHe

8 roaunm), mepcuctrpaiia ajgonenus ¢ Hadaronasana npu 29 TAC marnuentu (3,9%) u 16 FAC
maruenTn (2,2%).

[Ipu mpoyusaneto GEICAM 9805 amonernwst, KOSTO € 3al0YHAaJa 10 BpeMe Ha Ieproja Ha neqemgsn
€ TepcucTrpaiia B mepruoja Ha MpoCieAsBane, € Ipoabkmia npu 49 manuentn (9,2%) B TAC
pamoTo u 35 manuentu (6,7%) BpB FAC pamoTo. Asonerusi, CBbp3aHa ¢ U3MUTBAHOTO JIEKa 0, €
3ar0yYHajIa WK Ce € BIIOIIMIA [0 BpeMe Ha Mepuo/a Ha Ipocieaspane npu 42 nanuentu (R,9%) B
TAC pamoto u 30 manuentu (5,8%) 8sB FAC pamoto. B kpast Ha mepro/ia Ha IIpocCIIe e
(MenuaHa Ha Tieprofa Ha npociensBade 10 roquHu U 5 Mecera), MepCUCTUPAIIa alt usi e
HaOmonaBana npu 3 nauuenta (0,6%) B TAC pamoro u ipu 1 nauuent (0,2%) Png C pamoro.

Hapywenus na 6v3npouzsooumennama cucmema u bpoama Z

[Ipu npoyuBaneTo TAX316, ameHOpes, 3aroyHaa 10 BpeMe Ha IIepro JICYCHHE U
MEepCUCTHpAlla B IEPHOAA Ha POCIeAsBaHe Ciie]] Kpasi Ha XUMHOTEP, Ta e cpobmiena npu 202 ot
744 nanmentu B TAC pamoto (27,2%) u 125 ot 736 nauueHT! Bb pamoro (17,0%).AmeHopes,
KOSITO MPOJIbJDKAaBa B Kpasi Ha TIepHo/ia Ha mpocieasiBane (Me/u a TIepro/ia Ha TpocIe/sIBaHe

8 roaunm) e Habmoaasana npu 121 ot 744 nanuentu B TA 10 (16,3%) 1 86 manueHTH BHB
FAC pamoro (11,7%). Q,

[Ipu npoyusanero GEICAM 9805 e nabnromaBana aMCHOPEH, KOSTO € 3all0YHaIa 110 BpeMe Ha
Mepro/ia Ha JICYCHUE U € IepCUCTUpaNa B IIEpHO/Ia ocJielisIBaHe, € MPOIBIDKHIIA ITPH

18 mauwmentn (3,4%) B TAC pamoto u 5 marueH 0%) BbB FAC pamoto. B kpas Ha neprona Ha
npociesBane (MeanaHa Ha epruo/ia Ha pr ane 10 roguHu U 5 Mecena), mepcucTupania

ayrorerus € HabIo1aBana mpy 7 MaIrMeHTH %) B TAC pamoro u nipu 4 marment (0,8%) e FAC

pamoTo. %)
A

Obwu napywenus u egpexmu Ha m cgbmo HA npUiodiceHue

IIpu npoyuBaneto TAX316, me pPEH OTOK, 3aII0YHAJT TT0 BPEME Ha MEpPHo/Ia Ha JICUCHUE U
MepCUCTUPAI B IIEPHO/Ia Ha JieJiIBaHEe CJIe]] Kpasi Ha XUMHOTepanusiTa, € HabmroaaBad npu 119 ot
744 naunentu B TAC pam 6,0%) u 23 ot 736 manmentu BB FAC pamoto (3,1%). B kpast Ha
nepuoja Ha npocnenm§@ NeCTBUTEIHA MEIUAaHA Ha TIEpPHOAA Ha MpociieAsaBaHe 8 rOuHN),
mepcucTupan meprudieper oTok € Hadaronasa mpu 19 marment B TAC pamoro (2,6%) u 4 marnuenTH
ot FAC pamoro (9;5%).

[Ipu nmpoyusa AX316, numdenem, 3ar109HAT IO BpeME Ha TIEpHO/a HA JICYEHUE U IEPCUCTUPAILLL
B MepuoJia H@ OcCJIe/IsIBAHE CIIe]] Kpast Ha XUMHUOTEpaIusiTa, € ChoOieH npu 11 ot 744 nanueHTu B
TAC pa (1,5%) u 1 ot 736 marentn BB FAC pamoto (0,1%). B kpas Ha miepriona Ha

pocII aHe (IefiCTBUTENHA MEIMaHa Ha TIEPUO/Ia Ha MPOCIIesIBaHe 8 TOANHM), TIEPCHCTHUPAIL]
hi§ eM e HaOmonaan npu 6 marmenty B TAC pamoto (0,8%) u 1 manment BB FAC pamoto
(0,0).

IIpu mpoyuBaneTo TAX316, acTeHus, 3ani04HaIa 0 BpeMe Ha IepHoJa Ha JICUEHNE U IIEPCUCTHpAIla
B MIEPHO/Ia HA TIPOCIIEASIBAHE CIIe]] Kpas HA XUMHUOTEPaIuATa, ce ChoOmana npu 236 ot 744 manueHTH
B TAC pamoro (31,7%) u 180 ot 736 nauuentu BB FAC pamoro (24,5%). B kpast Ha mepuoa Ha
npociesiBane (IeMCTBUTEIHA MEIUaHa Ha TIEPHOo/Ia Ha IPOCTEeasiBaHe 8 TOIMHN), IIEPCUCTHPAIIA
acTeHus e HaOnromaBana npu 29 manuent B TAC pamoto (3,9%) u 16 manment B5B FAC pamoTo
(2,2%).

[Tpu mpoyuBaneTto GEICAM 9805, nepudepen oTok, 3ar04Hal IO BpeMe Ha epro/ia Ha JedeHHe, €
HepCUCTHPAT B Tiepuoa Ha npocieassade npu 4 nanuentu (0,8%) 8 TAC paMoTo 1 2 HanueHTH
(0,4%) BB FAC pamoto. B kpast Ha meprojia Ha Tpociie/sBane (MearaHa Ha Ieproia Ha
npocneassane 10 roguuu u 5 mecera), auro exun namueHt (0%) 8 TAC pamMoTo He ¢ umai
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nepudepeH 0ToK, a epcrcTUpa nepudeper oTok e Habmonasan npu 1 nanuent (0,2%) BB FAC
pamoro.

Jlumdenem, 3armoyHa MO BpeMe Ha Ieproa Ha JICUCHHE, € IIEPCUCTHPall B IEPHO/Ia Ha MPOCIIC/sIBaHe
npu 5 narmentu (0,9%) B TAC pamoro u 2 nauuentu (0,4%) BsB FAC pamoro. B kpas Ha nepuona
Ha MpoceasBane, nepcucrupar auMdeneM e Hadbmomasan npu 4 marmentn (0,8%) B TAC pamoTo u
1 manuenr (0,2%) BsB FAC pamorTo.

AcTeHws1, KOSITO € 3aloyHaa 110 BpeMe Ha Mepro/ia Ha JICUCHHE U € TIEPCUCTUpAlIa B IEpHo/ia Ha
npociesiBane, € npoabkuia npu 12 narmentu (2,3%) B TAC pamoro u 4 nanmentu (0,8%) BbB
FAC pamoro. B xpas Ha meproaa Ha mpocieasiBaHe, IepCUCTHpaIa acTeHUs € Habto1aBana mpu

2 narmentu (0,4%) B TAC pamoto u nipu 2 nanuentu (0,4%) 8sB FAC pamoro.

Ocmpa nesremusi/Muenro0UCnIacmuien CUHOPOM

Crnen 10 rogunam mpocnenssane npu npoyusanero TAX316, octpa jieBKeMUs € ChOOIICHA MTPH @b‘
744 TAC nauuentu (0,4%) u pu 1 ot 736 FAC manuentu (0,1%). Exqun TAC manuest (0,19@

1 FAC mament (0,1%) ca mounHamu mopaan ocTpa MUCIOUIHA JIEBKEMHUS IO BpEMe Ha HQQ a Ha
npocnejaBane (MeluaHa Ha IIEPHOJIa Ha TIpocie/isBane 8 rofuHu). MuenoauciacTuugH QUHAPOM €
cboOieH npu 2 ot 744 TAC nauuentu (0,3%) u npu 1 ot 736 FAC narmentu (0,1% &

Crnen 10-roguien nepuof Ha npocinensasane B npoyusaneto GEICAM 9805, octpg neBkeMus e
HacTbnuia npu eaut ot 532 (0,2%) ot mauuenture B TAC pamoto. He ca %06&1& CIIy4au MmpH
nareHT BbB FAC pamMoTo. B HHTO €1HA OT rpymuTe HE ca TUarHOCTHLINPAHZA/AIIMECHTH C
MHUEI0AUCIIIIACTUYCH CUHIPOM. @\z\

Heymponenuunu ycnooicnenus &

Tabmumara no-10y mMokasBa, 4e 4ecToraTa Ha peOpritHa HeyTp?gém Y HEYTPOIICHUYHA HH(EKIUS
oT 4-Ta cTerneH e Ouila HamaJsiia PH MaIllMEeHTH, KOUTO ca H9§B JIM ITBPBUYHA MPOQUITAKTHKA C
G-CSF, cnex kato Ts1 e craHaina 3axb/bkuTenHa 3a TAC pa@ o B m3nutBanero GEICAM.
HeyTponeHnyHH yCIIOKHEHHS IPH NAUCHTH, nonvxagacu)m TAC cbe niam 6e3 TbpBUYHA
npodunaktuka ¢ G-CSF (GEICAM 9 805) ¢\>\

Besp¥peuuna G-CSF C nbpBuuna G-CSF
GapodunakTuxa npoduIakTuKa
‘2\ (n=111) (n=421)
4© n (%) n (%)
SO
HEeyTporneHus (CTerneH 4§\\\‘ 104 (93,7) 135 (32,1)
(hebprHa HeyTpo<@m 28 (25,2) 23 (5,5)
0N
HewponeHHt@HH¢eKuHﬂ 14 (12,6) 21 (5,0)
A
HEYTP, M9HA HHEKIHS 2(1,8) 5(1,2)
(c¢ 3-4)

QQ
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TabnuueH CIUKBK HA HekeanuTe peakuny Ha Docetaxel Zentiva 75 mg/m? B komOuHaus ¢
LUCIUIATUH U 5-QJIyopoypauui Ipy CTOMAIIEH aAcHOKAPLUHUHOM

CucreMo-opraHHu KJjiacose 110
MedDRA

MHOro 4ecTH HeKeJIaHu
pPeaKknuu

YecTn HeKeTaHU pPe€aKkuuu

WNudexunu u nadecraun

Heytponennuna nugexus;
Wudexus (crenen 3/4: 11,7%)

Hapymienus Ha KpbBTa U
numbHaTa cucTeMa

Anemus (crenen 3/4: 20,9%);
Heytponenus (ctenen 3/4:
83,2%);

TpombouuTonenus (crenen 3/4:
8,8%);

DebOpusiHa HEYTPOIICHHS

Hapymenus nHa umyHHaTa
cucTemMa

CBpBXYYBCTBUTEITHOCT (CTEIIEH
3/4:1,7%)

Hapymenus Ha Mmetabonm3ma u
XpaHEHETO

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

Hapymenusa Ha HepBHaTa
cucTema

[Tepudepna cenzopna
uespomnarus (crered 3/4: 8,7%) |

R

N
3@%3@}16 (cremen 3/4: 2,3%);
prdepHa MOTOpHA

Heponarust (crerneH 3/4: 1,3%)

Hapymenus na ounrte

L

VBenuueHa JTaKpuMarus
(cTenen 3/4: 0%)

Hapymienus Ha yxoTo u
JabupUHTA

Hapymenus Ha cimyxa (cTeneH
3/4: 0%)

ChpaeyHy HapyLIIeHUs

Aputmus (crenen 3/4: 1,0%).

CromanrHo-4peBHU HAPYIIECHUS

A\

Tnapus (¢iétien 3/4: 19,7%);

lanen erie 3/4: 16%);

Crom@rut (crenen 3/4: 23,7%);
wiane (cremeH 3/4:

,3%)

3arek (crenen 3/4: 1,0%);
CromanrHo-upeBHa 00JIKa
(cremen 3/4: 1,0%);
E3zodarut/nucharus/6onka mpu
npermbinade (crenen 3/4: 0,7%)

HapymeHI/m Ha KoXXaTta u OV\‘
IOJKOXHAaTa ThbKaH QQ
,8)

Arnonenus (crernien 3/4: 4,0%)

O6puB cbe chpbex (ctenen 3/4:
0,7%);

Hapyuienus va HokTuTe (CTCTIeH
3/4: 0,7%);

Excdonuanus Ha KoxkaTa
(cremen 3/4: 0%)

O61mu ;@?ﬁje}mﬂ u epekTH Ha

§ Ha OPUITOKCHUC

Jleraprus (cremen 3/4: 19,0%);
Tpecka (creren 3/4: 2,3%);
3agppkaHe HA TCUHOCTH
(Teskx0/KMBOTO3ACTpAIIABALIIO:

1%)

Onucanne Ha u30panu Hexenanu peakunu Ha Docetaxel Zentiva 75 mg/m? B xomOuHams ¢

OUCIIIaTUH U 5-(1)J'IVODOVD3LII/IJ'I OpH CTOMaIICH aACHOKApIINHOM

Hapywenus na kpvema u numgpnama cucmema
®deOpritHa HEYTPOTICHHST M HEYTPOTIeHUYHa HHEKITUS Bh3HUKBAT ChOTBETHO Iipu 17,2% u 13,5% ot
NalnueHTuTe, He3aBUCHMO OT npuinaraneTo Ha G-CSF. G-CSF e u3nosn3BaH 3a BTOpUYHA
npodunakTika nmpu 19,3% ot nammentute (10,7% ot nuknure). @eOpuitHa HEYTPOTICHUS U
HEYTpOTIeHNYHA HHPEKIHS Bh3HUKBAT ChOTBETHO TipH 12,1% 1 3,4% OT manuenTuTe, Korato
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narnueHTuTe ca nonyaw npodunakrnano G-CSF, npu 15,6% u 12,9% ot nanuenTure 6e3
npoduaaktuueH G-CSF (Bxk. Touka 4.2).

TabnuueH CIMCHK HA HeXxenanuTe peakimu Ha Docetaxel Zentiva 75 mg/m? B koMOHMHAIHS C

OMCIUIaTHH U S-dmvopovpaunn IOpH paK Ha IjiaBa ¥ 11U

o UHayKinoHHa XMMHOTEPAIH mociaeaBana ot rbuerepanus (TAX 323)

Cucremo-opranau
kjaacose mo MedDRA

MHoro yecTH
HeKeJIaHU peakuuu

YecTH HeKeJIaHHA
peaknuu

HeuecTH He:xe1aHHN
peaknuu

WNudexunu u

Wudexuus (crenen 3/4:

uHecTau 6,3%); b@'
Heyrponenununa %)
MH(EKIHS &Q

Heommazmu- PaxoBa 6oska (cTenen QQ

10OPOKaYECTBEHH, 3/4:0,6%) *

37TOKAa4E€CTBEHU H
HeompeneneH! (BKII.
KUCTH U MOJIUIIH)

(

Hapymienns Ha kpbBTa
u muM@dHaTa cucTeMa

Heytpormnienus (creneH
3/4: 76,3%);

Anemus (creneH 3/4:
9,2%);
TpomboruTOnEeHUS
(crenen 3/4: 5,2%)

AN
@ebpuiHa N

%)
HEYTPOIIECHUS
Q\\>
Q?’Q
3

Hapymenus na
MMYyHHAaTa CHCTEMa

Hapymenus na
MeTaboau3Ma 1
XpaHEHETO

AHopekcus (cTerneH
3/4: 0,6%)

o

A
C JyBCTBUTEITHOCT
TEXKKA)

7

Hapymenus na Hucreysus/ MI/IH' 3amaiiBane
HEpBHATa CUCTEMa Hepmbep €H30pHa

HEBPOIATH (CTeneH

3/4: 0\ 3{)
Hapymenus Ha ounte YBenudeHa

O JaKPUMAIIHS;

QQ KoHIOHKTHBUT

Hapyienus Ha yxowdvu Hapyuienus Ha ciayxa
Ja0MpHHTA A

Cepacanu H@U}J,CHI/I}I

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

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

C’L,Z[O %%’LHCHI/IH

BeHo3HO HapyiieHne
(cremen 3/4: 0,6%)

CT AITHO-IPECBHU
HapyIICHUS

lanene (crenex 3/4:
0,6%);

Cromarur (crereH 3/4:
4,0%);

Huapus (crenen 3/4:
2,9%);

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

3arex;
E3odarut/mucharus/co
JIKa TIPY TIPETIThIIaHe
(ctenen 3/4: 0,6%);
Kopewmna 6oixka;
Hucnencus;
CroMantHo-4peBHA
XeMoparus

(crenien 3/4: 0,6%)

Hapymenus Ha koxxaTta
U TIOIKO)KHATA ThKaH

10,9%)

Anornerus (creneH 3/4:

OO0puB cbC CHPOEK;
Cyxa koxa;

Excdonnanus Ha
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Cucremo-opranau
kjaacose mo MedDRA

MHoro 4yecTn
HEKeJIaHU peakuuu

YecTH HeKeJIaHHA
peaknuu

HeuecTH He:xe1aHHN
peaknuu

Koxara (crereH 3/4:
0,6%)

Hapymenus na
MYCKYJHO-CKEJIEeTHaTa
cucTema
ChEJMHUTENIHATA ThKaH

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

OO01IM HapyLIICHHUS U
eeKTH Ha MACTOTO Ha

Jletaprus (ctenen 3/4:
3,4%);

MPIIOKEHUES Tpecka (cternen 3/4:
0,6%): Q°
3anbpprkaHe Ha QQ
TEYHOCTH; QA
Otoxk ‘(\O
Wscnenpanust IToBuIIeHO TETIO N

>

e VHAyKIMOHHA XMMUOTEpaNsl OcIeBaHa OT XUMHOIbUYETEpanus (TAX@‘B

AN

CucreMo-opraHHu
kjiaacose no MedDRA

MHoro yecTH
HEKeJIaHU peakuuu

YecTHn HeKeJIaHHU ®'<
peakuuu

HeuyecTu HexkeJaHH
peaknuu

Nndexnum u

Undexnus (crenen 3/4:

uH(pecTaIMN 6,3%) uHde
Heommazmu- Pakea*0oika (CTeneH
NO0OpPOKaYECTBCHH,

3JI0KaYeCTBEHU U
HeomnpeneneH! (BKIL.
KHUCTH W TTOJIHIIH)

J
o

3(824,2%)
V%

Hapymenus Ha kpbBTa
1 muM@dHaTa cucTeMa

Q

LN

Heyrpomnenus (@ﬁeH
3/4: 83,5%%; Q>
Anemus ( eH 3/4:

12,4%)?
Tp& LUTOIECHUS

H 3/4: 4,0%);
cOpwTHa
CYTPOIICHHUS

Hapymenus Ha 5% CBpBXUyBCTBUTEITHOCT
WMYHHATa CHCT
Hapymemzm@}\ ) AHopekcus (cTerneH
MeTtabo u 3/4:12,0%)
XpaHEH
Hglée‘mm Ha Hucreysus/Ilapocmust | 3amaiiBane (crenen 3/4:
HEpBHATA CUCTEMA (cremen 3/4: 0,4%); 2,0%);
Iepudepna cenzopna | IlepudepHa MOTOpHA
HEBpOMATH (CTEIIeH HeBpomnaTHs (CTeneH
3/4:1,2%) 3/4: 0,4%)
Hapymenus Ha ounte YBenudeHa KoHIOHKTUBUT
JaKpUMaIus

Hapymenus Ha yxoto u
nabupuHTa

Hapymuienus Ha cinyxa
(crenien 3/4: 1,2%)

CoepaedHn HapyIIeHUS

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

MuokapaHa ucxemus

Cpa0BH HapylIEeHUs

Benosno HapyHniCHUC
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CucreMo-opranumn MHoro yecTn YecTH HexeTaHU HeuecTu He:xenaHu

kjaacoBe mo MedDRA | HexkeslaHu peakmn peaknuu peakunu
CroMalHo-4peBHU I'apene (crenen 3/4: Hucnencus (cTenex
HapyLICHHs 13,9%); 3/4: 0,8%);
Cromarur (crenen 3/4: | CToMamHo-4peBHa
20,7%); 0oska (cremneH 3/4:
[MoBpsinane (crenex 1,2%);
3/4: 8,4%); CromanrHo-4peBHa
Huapus (creren 3/4: Xemoparu
6,8%); (crenen 3/4: 0,4%)
Ezodarut/mucdarus/6o
JIKa TPY MPEeriIbIIaHe brb
(ctenen 3/4: 12,0%); %)
3arek (creneH 3/4: &Q
0,4%); A0
Hapyienus Ha koxkata | Anonerus (crenen 3/4: | Cyxa koxa; *\
Y TIOIKO’KHATA ThKaH 4,0%); JeckBamarust (b
O6puB cbC CHPOEK; ) >
Hapymenus na Mpuanrus (cTeneH 3/4:@.0
MYCKYJHO-CKEJIEeTHaTa 0,4%) %)
cuCTEMa U &
ChEeIMHUTEITHATA ThKaH @
OO01Iu HapyLIICHUS U Jletaprus (ctenen 3/4: )
edextu Ha msictoro Ha | 4,0%); (b
MPUIOKEHUE Tpecka (ctemnen 3/4: Q

3agbpkaHe Ha
TEYHOCTH (cTereH 3/ Q

1,2%); (b.
Otok (cTencH 3@7
1,2%) D

3,6%); Q‘O
Ve

Wzcnensanus Hamaneno(erio IloBumieHo Terno

ITocTMapKETHHTOB OITUT ;$

Heonnasmu — 0obpoka BeHU, 3/I0KAYeCMBeHU U Heonpeoeienu (6K1. KUCMU U NOJUNU)

CrobmraBa ce 3a BTO &a 0sIBa Ha IbPBUYHHM 3JI0KA4€CTBEHH 3a00sIBaHNA (C HEM3BECTHA YECTOTA),
BKJIFOUUTEITHO HE )EkKHHOB muMQpoM, BbB Bpb3Ka C JOIETAKCEl, IpUIarad B KOMOMHAIUS C IPYTH
MIPOTUBOPAKOB )Qem/m, 3a KOUTO € U3BECTHO, Y€ Ca CBhP3aHH C BTOPUYHA MOsIBA HA ITBPBUYHH
3JI0KA4Y€CTB abosiBanus. Mima choOIIeHHs 32 OCTpa MUCIOUIHA JICBKEMUS U

MUEIO]T @acmqu CUHJIPOM (C HEM3BECTHA YECTOTA) B OCHOBHUTE KIMHUYHU M3IUTBAHHS TIPH paK
Ha Mne&a xkie3a ¢ TAC cxemara.

Hapywenus na kxpvema u aumgpnama cucmema

CpoO1aBany ca ciydad Ha MOATHUCKaHE Ha KOCTHHUS MO3bK U APYTH XeMaTOJIOTUYHU HEXeJaH!
peakuuu. ma cho01eHns 3a TuceMUHUpaHa nHTpaBaszaiana koarymnauus (IM1K), yecto cBbp3ana
ChC CEIICUC WM MYJITHOPTaHHA HEOCTaThYHOCT.

Hapywenus na umynnama cucmema

CpoO1eHH ca HAKOJIKO ciy4dasl Ha aHa(UIaKTUYeH 10K, MOHSKOra 3aBbPIIWII (aTaiHo.

Hma choOIeHns 3a peakiiii Ha CBPbXYYBCTBUTEIHOCT (C HEM3BECTHA YECTOTA) MPHU YIoTpeda Ha
JIOLIETaKCeN MPU MAallMeHTH, KOUTO ca MMaJIi MPEAUIIHN PEeaKii Ha CBPbXUyBCTBUTEITHOCT KbM
MaKIUTaKCell.
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Hapywenus na nepsnama cucmema

Penxu citydan Ha KOHBYJICHU WU MPEXOJHA 3ary0a Ha Ch3HAHKE ca HAOIOIaBaHU TIPU TPUIIOKCHHC
Ha JionieTakcesl. Te3n peakiuy MOHAKOTa ce MOABSIBAT [0 BpeMe Ha WH(Y3HUITa Ha JIEKAPCTBEHUS
MPOAYKT.

Hapywenus na ouume
Cro011aBa ce 3a MHOTO PEJIKU CIIy4ad Ha MPEXOIHU 3PUTEITHHA HapyIIeHUs (POTOICHS, CKOTOMH),
00WYaifHO BH3HUKBAIIH IO BpeMe Ha MH(Y3Hs Ha JICKAPCTBCHHS MTPOJYKT U CBBP3aHU C PEaKIIUU Ha
CBPBXYYBCTBUTEIHOCT. Te ca oOpaTiMu cien npekpaTsIBaHe Ha HHQY3uaTa. Psako ca cho0iaBaHu
ClTy4yau Ha JJAKpUMAIIHS C WM 03 KOHIOHKTHBHUT, KAKTO U CITy4ad Ha OOCTPYKIIHS Ha CITb3HUS KaHA,
KOETO BOJIH JIO MPEKOMEPHO ChizeHe. MiMa choOIIeHus 3a cifydar Ha KHCTOHJICH MaKyJIeH eJieM
(KME) npu marueHTH, JISKYBaHH C JOIIETaKCEel. (b'
©
)

Hapywenus na yxomo u nabupunma
CroOImaBanu ca peiKu Clydyad Ha OTOTOKCHYHOCT, HAPYIICHUS Ha CITyXa ¥/WiK 3aryoa Ha&&xa.

Covpoeunu napyuenus *Q
Cpo0mraBany ca peAKHd CIydan Ha MHOKapeH HHPaPKT. (b.

Hma cpoOiieHus 3a KaMepHa apUTMUS, BKIFOUYUTEITHO KaMEPHA TaXUKaAPAHS xgh?,BeCTHa 4ecToTa),
MOHSIKOTA C JICTAJICH M3XO0JI IPY NAIIMEeHTH, JIEKYBaHH C JOIETAKCEN B KOM aQHU CXCMH,

BKITIOYBALIH JOKCOPYOHIIMH, S-(1yopoypanui u/uinm uHKHO(bOC(baMHa@\z\

Cvoo8u HapyueHus &
CroOraBanu ca pefiku ciTydad Ha BEHO3EH Tp0M6oeM6onH31,1\4.b‘Q

Pecnupamopnu, epvonu u meouacmuraniu HapyuieHus. Q(b

Psaxo ce choO1aBa 3a OCTBp pecupaToOpeH AUCTPEC POM U ClTydau Ha UHTEPCTUIHAITHA
ITHEBMOHHS/ TTHEBMOHHT, HHTEPCTHUITHAIIHA OCIOAD oonect, 6emompobHa GudOpPo3a U AUXaTeaHa
HEJOCTATBYHOCT, TIoHsKora (hatamau. ChoOmas pelKH ClTydad Ha paJuandoHeH MHEBMOHUT TPU
MaIMEHTH, TIOJTyYaBally ChITbTCTBAIIA mqew@m.

Cmomawno-upesHu HapyueHus )
CpoO1eHH ca peiKu ciyvyan Ha CHTQPYKOIHT, BKIIOTHTEHO KOJUT, HCXEMHIEH KOJIUT U
HEYTPONIEHHYEH EHTEPOKONIMT C BE3MOKEH JIeTaleH M3X0/ (C HEM3BECTHA YECTOTA).

CpoO11eHn ce peaKH Cirydan UIpaTanys KaTo IMOCIeHIa OT CTOMAITHO-IYPEBHU CHOUTHS,
BKJTFOUMTEITHO €HTEPOKOIIH MalIHO-4peBHa MepPOopaIHs.
Cro01aBa ce 3a peku W Ha WIEYC ¥ YpeBHA OOCTPYKLIHSI.

Xenamobunuapnu f@ymeﬂuﬂ
CpoOuiaBanu c@bro PEIIKH CITydad Ha XeMaTHT, MOHIKOTa (haTaTHU, MPEIAMHO MTPH HAIUEHTH C
MO KATIH 0JIpOOHY HAPYIICHUS.

HEXXEJTaHU PeaKInu KaTto cuuapom Ha Stevens-Johnson (SJS), TokcuuHa enmuaepMatta
uekposmza (TEN) u ocTpa reHepanmsupana ek3antemaro3na myctynosa (AGEP) ca chobiiaBanu npu
norerakcen. [Ipu morerakcen ca ChoOIaBaHu MOJ00HH HA CKIIEpoepMa MPOMEHH, OOUKHOBEHHO
npeaxoKaanu ot nepudeper tumdenem. Mima cro0meHus 3a cliy4an Ha TpaitHa agonerust (¢
HEM3BECTHA YECTOTA).

Hapy%@ﬂ a Kodcama u NOOKOHCHAMA MbKAH
ng a KOXKEH JIYIyC epuTeMaTo3ycC, OyJI03HH EPYIINH KaTo epuTeMa MyITU(OPME 1 TEKKH
KO

Hapywenus na 6vopeyume u nukoyHume nomuuya

Nma cpobuienns 3a 0b0peuna HexpoctaThyHOCT. [Ipu 0ko0s10 20% 0T TEe3u ciryyan HE € UMalo PUCKOBH
(hakTopu 3a ocTpa OBOpeYHa HEJOCTATHPYHOCT KAaTO EJHOBPEMEHHA yIIOTpeda Ha HEPPOTOKCUIHH
JIEKapCTBEHH IIPOAYKTH U CTOMAIIHO-YPEBHU HAPYILIEHHUS.
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Obwu napyuwienus u egpexmu Ha MACMOMO HA NPUTIOICEHUE

B penku ciaydan ce cho011aBa 3a KbCHH TOKCHYHU MPOSIBH CJIE]T 00TEYBAHE.

KbcHa peakiius Ha MSICTOTO Ha MHYKEKTUpaHe (PElUINB Ha KOKHA PEaKIUsA B MACTOTO Ha
mpeliecTrala eKCTpaBasalis Cie/| MPIIOKEHNE Ha TONETaKCe Ha Pa3InyHO MSICTO) € HaOIro1aBaHa
B MSICTOTO Ha MpE/IIIecTBalla eKCTpaBasaius (C HEeM3BECTHA YECTOTa).

3a/1bpKaHETO HA TEUHOCTH HE € OWIIO CHITBTCTBAHO OT OCTPH €MU30,IU HA OJIUTYPHUS WITH XUITIOTOHHS.
Cpo01IaBady ca peaKH CIyda Ha JeXuapaTarus u 6emoapoOeH OToK.

Hapywenus na memabonusma u xpanenemo

CroOI1IeHH ca clTyyaH Ha eICKTPOJUTEH JaucOananc. MimMa choOIeHus 3a clydyau Ha XUIIOHATPUEMHUS,
TJIABHO CBBP3aHHM C JIEXUAPATaIisl, NOBPHIIaHe U MTHEBMOHUS. Ha0moaBanu ca XumokaineMus,
XHITIOMArHE3UEMUSI U XUTIOKAIIIUEMHS, OOMKHOBEHO CBHP3aHU ChC CTOMAIITHO-YPEBHU HAPYIIICH ﬂ(b
0Cco0CHO ¢ Tuapusl. @%

C’BO6H.[aBaHe Ha IMoa03upaH HCXCIIaHU PCAKITUN &Q
C’LO6H.[aBaHeTO Ha IoAO03MpaHn HEKCIaHNU pCaKIUU CIICA pa3peClllaBaHC 3a yHOTpe6a ApCTBCHU
MPOAYKT € BAKHO. ToBa no3BosiBa Aa IpOAbJIIKA Ha6J'IIOZ[eHI/ICTO Ha CbOTHOIICHUC OJ'ISEI/pI/ICK 3a
JICKApCTBCHHUA NPOAYKT. Or MCIUIIMHCKUTC CIICHUAIIUCTHU CC U3HMCKBA Aa C’LO6H.[ BCsiKa

[OI03MPaHa HeXKeIaHa PeaKilys Ype3 HaI[MOHAIHA CUCTeMa 3a ChOoOIaBaHe, HQCOUCHA B
[punoxxenue V. \2&

4.9 Ilpeno3upane &
)

Nma Hskonko cho01eHus 3a npeno3upane. He e n3Becren an 3a Mpelo3upaHe ¢ Jouerakcen. B
Clly4yail Ha pelo3upaHe, MAUEeHTHT TPsAOBa Aa Obe 3aAbp CIELUAIN3UPAHO 3BEHO U
XKU3HEHUTE My QYHKLIUH Ja ObJaT 0] HENOCPEACTBEHO HaQmonenue. [Ipu ciyuau Ha npeno3upase
MOJKE []a c€ 0YaKBa eK3alepOanus Ha HeXKeJIaHUTE Ch . OuaKkBaHWUTE IJIaBHU YCJIOKHEHHUS OT
MIPEI03UPAHETO CE ChCTOAT B MOATHUCKAHE HA KOCT 03bK, niepudepHa HEBPOTOKCUYHOCT U
MYKO3UT. BB3M0OKHO Haii-0bp30 cies OTKpHuBa peno3upaHeTo, NalueHTHT TPAOBa Ja MOIy4H
G-CSF B TepaneBtnunu no3u. [lpu H606X0)114$T TpsiOBa 1a ce mpeanpuemMar APYrd HOAXO AN
CUMIITOMaTHYHHU MEPKH.

\2@
5.  ®APMAKOJOIAYHU EBOMCTBA

£

5.1 ®apmakoguHaMu4 HcTBa

(DapMaKOTepaHeBTI/I‘IHQ%’HaI Takcanu, ATC xox: LO1CDO02.

MexaHU3bM H'zééﬂme

Jonerakc AHTHHEOIUIACTUYHO CPEJCTBO, KOETO JEHCTBA Upe3 CTUMYJIMpPAHE Ha H3TPAKIAHETO HA
cTabu KpOoTyOynu oT TyOyJIuHa U MHXUOHMpa TAXHOTO pa3najaHe, KOeTO BOJIHU IO MOAYEpTaHO
H@ aHe Ha cBOOOHMS TyOynuH. CBBbP3BAHETO HA JIOLIETAKCEI C MUKPOTYOyIUTE HE MPOMEHS
OpOsi Ha MIPOTOPUIAMEHTHUTE.

In vitro e noxaszano, 4e JoreTakces pa3pyliaBa MUKpOTyOyIIHaTa Mpeka Ha KIETKHUTE, KOSITO € OT
OCHOBHO 3Ha4Y€HHE 32 KUZHEHUTE MUTOTHYHU U HHTEP(a3HN KIETHUHN (QYHKIIHU.

d)apMaKo JUHAMWUYHHN ed)eKTI/I

YcTaHOBEHO €, Ue AOIETaKCel € IUTOTOKCUYCH in Vitro CIPSMO Pa3iINdHU MHIIU U YOBEUTKHA TYMOPHHU
KJIETHYHU JIWHUH U COPSAMO MPSICHO €KCIU3MPAHN YOBEIIKH TYMOPHH KIIETKH TI0 BpeMe Ha
KJIOHOT€HHU M3cieaBanus. [lomerakcen qocTura BUCOKH BETPEKIETHYHN KOHIIEHTPAIUH C IBJIBT
nepuos Ha 3aabpkane. OCBEH TOBa, € YCTAHOBEHO, Y€ JOIIETAKCEN € aKTUBEH MPHU HAKOU, HO HE MPHU
BCHUUKH KJIEThYHU JIMHUU, CBPBHXEKCIIPECUPAIIHN P-TIUKOMPOTEHUH, KOUTO € KOJUPAH OT reHa 3a
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MYJITUMEANKAMEHTO3HA PE3UCTCHTHOCT. In vivo nonerakces He 3aBHUCH OT CXeMaTa 1 npuTeXaBa
IIHUPOK CHCKTHhP CKCICPUMCHTAIHA aHTUTYMOPHA aKTUBHOCT CIPSAMO HAIMPECAHAIN MU 1 YOBCIIKU
HUMIUIaHTAllUOHHU TYMOPH.

Knanangna ed)I/IKaCHOCT 1 0€30IMacHOCT

Pak na cepoama

Docetaxel Zentiva 6 kombunayus ¢ 00Kcopyouyun u yukiopocoamuo: aoieaHmua mepanusi

[ManmenTu ¢ onepabuiIeH paK Ha I'bPJATA ChC 3acsraHe Ha guMduute Bb3u (TAX 316)

JIaHHUTE OT MHOTOIIEHTPOBOTO, OTKPUTO, PAHJOMU3UPAHO U3MHUTBAHE MOJIKPEIIST yIIoTpedaTa 1@(0
JOLIETaKCeN 3a a/II0BaHTHO JieUeHHEe Ha MAllMEeHTKH ¢ onepabuieH, ChC 3acsarane Ha JUMQpHHA 30TH,
pax Ha repaara u KPS > 80%, Ha Bp3pact Mexay 18 u 70 romunn. Cen crparuduxanus Cudpen
Opost Ha nonoxuTeaHuTe JIuMpHU Bb3mu (1-3, 4+), 1491 nauuenTtku ca paH}.‘LOMI/BI/Ipa@
HoJTy4aBaT WM JoueTakcen 75 mg/m? npuaran 1 yac cinen qokcopyoums 50 mg/

muknopochamug 500 mg/m? (pamo ma TAC), unm nokcopybuma 50 mg/m? HOZ@B&H oT
(ayopoypauun 500 mg/m? u muknodocpamun 500 mg/m? (pamo va FAC). ¢ CXeMH ca
MpUIaraHy BEIHBK HAa BCCKH 3 CEAMUITH B IPOIBIDKCHUE Ha 6 IIUKBIA. [] KCeJl € IpUiIarat moj
¢dopmara Ha eHOYacOBa HHQY3HUS, BCHUKH OCTAHAIHU JIEKAPCTBEHH PO, U ca TPUJIAraHu MO/
(hopMaTa Ha UHTpaBEHO3eH OoJTyc Ha BCceku mbpBH JieH. G-CSF e np H KaTO BTOPUYHA
MpoQUIAKTHKA MPU MANMEHTKH Pa3BHIIM yCIOKHEHA HEYTPOTICHUX(YECOpHITHA HEYTPOTICHUS,
MIPOIBIDKATETHA HEYTPOIICHHS Wity mHG ek ). [lannenTkure Moto Ha TAC mosryyaBar
aHTHOMOTHYHA TpodrIakTHKa ¢ munpodurokcamma S00 mg r@ paTHO JIBA IHTH THEBHO B
npoabkenne Ha 10 qHH, ¢ HAYano 5-TH JIeH OT BCEKU LIMK®Jl, MM eKBUBaJIeHT. U B [BeTE paMeHa,
cie]] MOoCTIeTHUSI TUKBJT XUMHOTEPAIus, MaHeHTKUTES JIOKUTEIHU €CTPOTSHHU /MK
MPOTeCTEPOHOBH PEUENTOPH MOTYYaBaT TAMOKCH 0 Mg THEBHO B MPOABIDKEHNE HA A0 5 TOTUHH.
AJfOBaHTHA ITbUETEPAITNS € IPEANUCaHa ChIJIa aKTHKAaTa 10 MECTa B y4acTBAIIUTE JeueOHU

3aBelIeHus U € TIpoBeieHa npu 69% ot manu ute, oy TAC u 72% ot nanueHTkuTe,
nonyuniu FAC. M3BbpineHn ca 1Ba Mex W aHANIW3a ¥ ¢JIMH OKOHYATeleH aHau3. [IbpBusT
MEX/IMHEH aHau3 ¢ OWI IUTaHUpaH 3 T Y CIIe]] JaTaTa, Ha KOSATO BKJIFOUBAHETO B IIPOYYBAHETO €

HAIIOJIOBUHA M3BBPIICHO. BTopusT MEX/MHEH aHaIU3 ¢ HANPaBeH CJIe/ KaTo ca Ouiik Cho0LeH:
06110 400 DFS ch6uTHs, KOETO eAQBENO 0 MeMaHa Ha pociesBane 55 Mecena. OKOHYATETHUSAT
aHaN3 € N3BBPIICH, KOraTo B %?H MAMEeHTH ca JOCTUTHAJM 0 BU3UTATa Ha mpocieasBaHe Ha 10-
TaTa roanHa (OCBEH aKoO HE anm DFS cpbuTHe ninu He € OMIo BB3MOXKHO Jla ObJaT mpocieIeHH
mpenu ToBa). [IpexnBse QT& 0e3 3abomsBane (DFS) e mppBruYHaTa KpaiiHa TOYKA 32 e(pUKACHOCT, a
o011ara nmpexuBsIeMOC ) € BTOpHUYHaTa KpaifHa Touka 3a e(h)MKaCHOCT.

OxoHYATETHHUS U3 € U3BBbPLICH NpHu PakTHIecka Meauana Ha npociensBade 96 mecena.
JemoncTpu € 3HAYHUTEITHO TO-TOJIAMa MPEKHUBsieMOcT Oe3 3a0osaBane B paMoto Ha TAC B
CpaBHEH pamoto Ha FAC. YectoTara Ha penuanBuTe B pamkuTe Ha 10 TOIMHM € HaMalleHa Py
naume@m, noxydaBanm TAC B cpaBHenue ¢ noiayumiure FAC (cvotBetHO 39% cripsimo 45%),
T.ﬁ@aon}mﬂo CHIDKeHHe Ha prucka cse 6% (p = 0,0043). Obrmara npexussiemMoct 3a 10 roauHu
ChINjo 3HauUMTENHO ce nopuinara npu 1 AC B cpaBaenue ¢ FAC (chorBeTHO 76% cripsiMo 69%) T.e.
a0COJIFOTHO CHIDKEHUE Ha pUCKa OT cMBPT ¢bC 7% (P = 0,002). Thii kaTo mos3ara, HaOIrO1aBaHa IPU
MaueHTH ¢ 4+ TMMQpHH BB3IIK HE € cTaTHCTHYeCKH 3HaunMa 3a DFS 1 OS, monouTeaHoTo
croTHOMIEHHE 1mo3a/puck 3a TAC npu manueHTH ¢ 4+ TUMQHI BB3ITH HE € HAITBJIHO JI0Ka3aHO MPH
OKOHYATEJTHUS aHAJIH3.

Kato wsno, pesyaraTure oT Npoy4yBaHHUATA IOKA3BaT MOJ0XKUTEIHO ChOTHOIICHHE I10J13a/PHUCK 32
TAC, B cpaBHenue csc FAC.

TAC-nekyBaHM NMAIMEHTKH Ca aHATM3UPAHU CIIOPE]T POCIIEKTUBHO JIeDUHUPAHUTE OCHOBHU
MIPOTHOCTUYHHU (DAKTOPH:
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IIpexunBsemocT 6e3 O0ma npekuBsIeMoCT
3a00JisiBaHe
Moarpyna Bpoii Koedu 95% p= Koeduy 95% p=
NauMeHTKH NalMeHTK | [HMeHT | JoBepuTe HEeHT HA | JOBEPUT
u Ha JleH pucK* ejleH
PHUCK* | MHTEpBAaJ HHTEpBa
(Ch a (CI)
Bpoii
MOJI0KUTEJH
"
BB3JIH
O6mo 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 0,46-082 | O
4+ 278 0,87 0,70-1,09 | 0,2290 0,87 0,67-1,12 | Q2746
*koe(UIMEHT Ha pUCK 1oJ 1 moka3Ba, ye cxemaTta TAC e cBbp3aHa ¢ Mo-rojsiMa Hp@)I(I/IBQQ?IaCT 0e3
3a0oJsBaHe U 001I1a IPEXKUBSIEMOCT B cpaBHeHHe ¢ FAC. Q

[anmenTu ¢ onepabuieH pak Ha rebpaara 0e3 3acarade Ha JuMGOHUTE BB3IIH, nom@ga U a
noayyasat xumuorepamnus (GEICAM 9805) @

JlaHHWTE OT MHOTOILIEHTPOBO OTBOPEHO, PAaHIOMHU3UPAHO U3IMHUTBAHE, TIQ, \ng ynorpebaTa Ha

Docetaxel Zentiva 3a agroBanTHa TepaIvs Ha MAIMEHTH C OIEPaOUIT K Ha I'bpaaTa 6e3 3acsraHe
Ha JTIUM(QHUTE BB3JIM, HOAXO/SIIH /1A [OJTy4aBaT XUMHOTEPAIIHSI. HAIMEHTH Ca PAaHJOMU3HPAHH
na nosyyasar uin Docetaxel Zentiva 75 mg/m?, mpuoxken 1 Jien nokcopyoumn 50 mg/m?u

muknopocdamun 500 mg/m? (539 nanmentu B TAC pamoto W 1okcopyOumun 50 mg/m?,
nocneaBan ot ¢uryopoypaun 500 mg/m? u uI/IKnoq)ocq)aM@ 00 mg/m? (521 nauuentu s FAC
paMoTO), KaTo afoBaHTHA TePaIs IIPH IMAIIUECHTH C O OwiIeH pak Ha IbpAaTa 0e3 3acsaraHe Ha
JUMGHHUTE BB3JIM ¢ BUCOK PUCK OT pejialc, Chriac utepuute ot 1 998 nHa St. Gallen (ronemuna
Ha TyMmopa >2 ¢m u/wam orpunarenan ER u PR BHCOKAa XHCTOJIOTUYHA/AApeHa cTemeH (CTeneH
2 1o 3) w/unu BB3pact <35 rogunu). U nBarta, MMa ca MpHIaraHyu BEAHBK Ha 3 CeMUIH 3a 6
nukbiaa. Docetaxel Zentiva e npunaran kar®) “uacosa nHbpy3us, BCHYKH IPYTH JIEKAPCTBECHH
MPOAYKTH Ca MpUaraHi HHTPABEHO3H JIeH Besika 3 ceamunia. [IbpBrUUHATA MPOQPIIAKTHKA C
G-CSF ¢ Ouna 3a1bJDKUTEIHA B TAC‘@a oto cien karo 230 manueHTH ca OMId paHIOMHU3UPAHU.
UecrtoTara Ha (peOprtHa HEYTPOIIEHHUS M HEYTPOIIEHNYHA WH(EKINS OT 4-Ta CTENeH € HaMaJrsyia pu
MAIMEHTH, TIOTy4aBaId TbPB podunaktuka ¢ G-CSF (Bxk. Touka 4.8). B nBeTe pamena, cies
MOCTIEAHNS UKD HA XUMY usiTa, nauneHTu ¢ ER+ w/unu PR+ tymopw, ca momyyaBanu
tamokcuden 20 mg ean HO JTHEBHO, 32 MEPHOJI 10 S5 TOAUHU. AIOBaHTHA JThYETEpaIus ¢ Ora
npuJIaraHa ChriaacHo HHUTE PHKOBOJICTBA OTHOCHO MHCTPYKILIUHTE 33 YYaCTHE U € IPUJIaraHa Ha
57,3% ot nauHeHTn%x kouto ca nonydaBa TAC u ipu 51,2% OT manueHTure, KOuTo ca

rosrydaBaiu F %,
g

I/I3BmeeI¢d €/IMH TbPBUYCH aHaJIM3 U €IUH aKTyaln3upaH aHaiau3. [IbpBUUHUST aHaIH3 €

U3BBP 0raTo BCUYKH MAIlMEHTH ca UMaJIM MPOCIIEsIBaHe 3a MOBeUe OT 5 roAuHU (MeAnaHa Ha
BD Ha mpocieasBane 77 Mecela). AKTYallu3UpaHUsT aHaJIu3 € U3BbPIICH, KOTaTO BCHUKU
MaMICHTH ca IOCTUTHAIU cBosiTa 10-roauiiHa (MeanaHa Ha BpeMeTo Ha npociessane 10 roaunu u
5 Mecena) mpocneasBaiia Bu3uTa (ocBeH ako ca nmain DFS ce0utne wnn ca 6w 3aryoenn 3a
mpocieasBane mo-pano). Ipexxussiemocrtra 6e3 3abomaBane (DFS) e mppBrUHaTa KpaiiHa TOUKa 3a
edukacHocr, a oduara npexxussiemoct (OS) e BropuuHaTta KpaiiHa TOUKa 32 e(hMKACHOCT.

ITpu Memuana Ha BpeMETO Ha mpocieasBaHe 77 Mecela € oKa3aHa 3HAYUTETHO MO-AbJra
npexuBsieMoct 0e3 3adosiBane ipu TAC pamoro, B cpaBHenue ¢ FAC pamoto. JlekyBanure ¢ TAC
MaIMeHTH ca UMl HaMaJIsIBaHe Ha pUCKa OT penuaus ¢ 32%, B cpaBHEHHE C Te3H, JekyBanu ¢ FAC
(xoedunument ua pruck = 0,68; 95% CI (0,49-0,93), p = 0,01). IIpu Memuana Ha BpeMeTO Ha
npocneassane 10 roqunu u 5 Meceria, iekyBanute ¢ TAC manueHTy ca MMalid HaMaJIsiBaHe Ha PUCKa
ot peruaus ¢ 16,5%, B cpaBHeHME ¢ Te3u, JekyBanu ¢ FAC (koedunment Ha puck = 0,84; 95% ClI
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(0,65-1,08), p = 0,1646). MTanuure 3a DFS He ca cTaTHCTHYECKH 3HAYMMM, HO BCE ITaK Ca CBBP3aHHU C
IIOJIOXKHTENHA TeHAeHIHs B moj3a Ha TAC.

[Tpu Memana Ha BpeMeTO Ha mpocieasBane 77 mecena, oomara npexussemoct (OS) e 6uia mo-
nbira mpu TAC pamoTo, npu HamassiBane ¢ 24% Ha pucKa OT CMBPT 3a JekyBanute ¢ TAC
maruenTH, B cpaBHenne ¢ FAC (koedurment na puck = 0,76; 95% CI (0,46-1,26, p = 0,29). O6aue
pasnpenenenneto Ha OS He e oKa3aio 3HauuMa pPas3iiuKa MEX]y JBETe TPYIIH.

ITpu memana Ha BpeMeTo Ha npociensBane 10 rogunu u 5 Mecena, iekyBanute ¢ TAC nanueHTy ca
MMaJIi HaMaJlsiBaHe Ha PUCKa OT CMBPT ¢ 9%, B cpaBHeHHe ¢ siekyBaHuTe ¢ FAC manuenTn
(koedurment Ha puck = 0,91; 95% CI (0,63-1,32). [IpouentsT Ha npexuBsemMoct ¢ 93,7% B TAC
pamoto u 91,4% BB FAC pamoTo nipu 8-rouinHust nepuo]] Ha npocnesssane, u 91,3% B TAC
pamoto u 89% BBB FAC pamoto nipu 10-roaumIHus MeproT Ha MpocieIsaBaHe. Q)(b'

[MomoxxurenHoTO ChoTHOIICHUE TIo13a/prck 3a TAC, B cpaBHenue ¢ FAC, ocraBa Hempome
ITpu mepBHYHMS aHamu3 (P MeIHaHa Ha BPEeMETO Ha mpocieaaBane 77 Mecera) ca a 3UpaHu
noarpynu Ha TAC- ieKyBaHHU MAIMEHTH, CIIOPE MPOCIIEKTUBHO OMPEICTICHUTE IO
NPOTHOCTUYHH KPUTEPHH (BXK. TAOIHUIIATA TTO-10JTY): (b(b

AHaiu3 Ha DOArpyIUTE OT M3NUTBAHE-AII0OBAHTHA TEpANHUS IIPU naunemm&x Ha r'eplaTa 0e3
3acsarane Ha qtuMmdnaure Bo3au (Intent-to-Treat anamus) @
)

]@\ﬁmsﬂeMOCT, cB000IHA OT
3200J151BaHe
Hoarpynu manueHTH Bpoii nannenTH B fbl(oec]muneln Ha 95% CI
TAC rpynmara \J pHcK*
O6u10 539 O 0,68 0,49-0,93
Bn3pacToBa kaTeropus 1 Q\ i
<50 roaumm 2%& 0,67 0,43-1,05
>50 roquHU Rl 0,67 0,43-1,05
Bn3pacToBa kaTeropus 2 Q)V
<35 rogunun Q\@ 42 0,31 0,11-0,89
>35 roguHu (', 497 0,73 0,52-1,01
XopmoHajieH penentopen A
crarTyc %‘&‘
OTpPHULIATETHO Q\ 195 0,7 0,45-1,1
MTOJIOKUTEITHO O 344 0,62 0,4-0,97
T'onemuna na TyM@a\(
<2cm sz\ 285 0,69 0,43-1,1
%) 254 0,68 0,45-1,04
64 0,79 0,24-2,6
T 216 0,77 0,46-1,3
%HGH 3 259 0,59 0,39-0,9
Meﬂonay:;anﬂo CHCTOSTHHE
mpe-MeHomay3a 285 0,64 0,40-1
MOCT-MEHOIay3a 254 0,72 0,47-1,12

* koe¢puuuent Ha puck (TAC/FAC) mo-mainko ot 1 nokassa, ye TAC e cBbp3aHa ¢ Mo-abJra IpeKUBIEMOCT
cBoOO/IHA OT 3aboisiBane, cpaBHeHa ¢ FAC.

HpOBCZ[CHI/I U MPEACTABCHU TYK IO-A0JY Ca CKCIUIOPATOPHHU NMOATPYIIOBH aHAJIN3HU 3a IMMPCIKUBIACMOCT,

cBOOOIHA OT 3a00JIABAHE MPH MAIUCHTH, KOUTO OTroBapsT Ha kputepunte Ha 2009 St. Gallen 3a
xumuorepanus — (ITT momymars):
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KoedpunueHnt Ha

TAC FAC puck (TAC/FAC)
IMoarpynu (n=539) (n=521) (95% CI) p-cToiiHOCT
OTtroBaps Ha pelaTUBHUATE
KpUTEPHUH 3a
XUMHUOTEPATHST®
Ha 18/214 26/227 0,796 (0,434 — 1,459) 0,4593
(8,4%) (11,5%)
He 48/325 69/294 0,606 (0,42 - 0,877) 0,0072}0.
(14,8%) (23,5%) (f\
TAC = nmouerakcen, TOKCOPYOUIIUH U IUKIOPOChamMuT @V
FAC = 5-¢ayopoypanwi, okcopyouius 1 nukiiodocdamu &
CI = nosepurenen unrepsai; ER = ectporenos penenrop O
PR = mporecrepoHOB peuentop Q
2 ER/PR-oTpuuaTeneH uin CTEIeH 3 Wik roJieMHHa Ha Tymopa >5 ¢m *

>

VcraHoBeHUST KOG(l)I/II_[I/ICHT Ha pUCK U3IIOJI3Ba NPOIMOPHHUOHATIHHUA MOJCIT Ha@?m pucka € neucOHa

rpymna KaTo QaxTop. \2‘¢
2

Docetaxel Zentiva xamo monomepanuis &

C morerakcen B IpenopbUUTEIHATA 103a U cxema oT 100 mg/ Qa BCEKH 3 CEIMUITH Ca TIPOBEICHU
JIBE paHIOMU3MPaHU CPaBHUTEIHH NpoyuBanus ¢asa Ill, B Bamy o0mo 326 wim 392 manueHTku
C METacTaTU4eH paK Ha T'bpAaTa, HEMOBJIHUAHU OT JCUCH OTBETHO C AJKHUJIMpAIL] areHT WUIIN

aHTPALUKIUH. \2\

[Ipu marmeHTKUTEe, HEMOBIHSIIN Ce OT aATKWINPAWIMS areHT, TOTIETaKCel € CPABHEH C IOKCOPYOHUITHH
(75 mg/m? na Beexu 3 ceqmuny). bes ma no a BPEMETO Ha 001I1a IPEKUBSIEMOCT (JI0TIeTaKcel
15 mecena B cpaBHEHHE C I[OKCOpy6I/IL[I/IH$/IeCCHa, p = 0,38) unu BpemMeTo A0 mporpecus
(monerakcen 27 ceMUIIM CIIPSIMO z[oxc@y uuuH 23 ceamuiy, p = 0,54), nouierakcen noBuiaBa
cTenenTa Ha nosausaBane (52% cupsatio 37%, p = 0,01) u ckbesiBa BpeMeTo 10 0TroBop (12 ceamuiy
crpsimo 23 ceamuty, p = 0,007), (I'pu manmenTku Ha morerakcen (2%) ca mpeKpaTHiIy JIEYCHHETO
TIOpaan 3aApHKKa Ha TEUHOC okaTo 15 manmenTtn Ha gokcopyounnH (9%) ca mpekpaTuim
JIEYEHNETO TTOPaIH Kapz[m@ YHOCT (TPY CMBPTHU CITydasi IOpaay 3aCTOWHA ChpAeuHa

HEJIOCTaThYHOCT). Q{?

[Tpu narueHTKUT OBJIUSLTM C€ OT aHTPAIUKIIKH, JIOIICTAKCEN € CPABHEH ¢ KOMOWHAIHSITA
mutoMuiiuH C H6mactun (12 mg/m? na Beeku 6 ceqMuuy 1 6 Mg/mM? Ha BCeKH 3 CEIMUILIH).
I[oueTaKcen@) WiIaBa crenenTa Ha nmoBiusiBane (33% crpsimo 12%, p < 0,0001), yapmkaBa BpeMeTo
IO TIPOT Qﬂ (19 cemmumm cripsimo 11 cenmurm, p = 0,0004) 1 yrbimkaBa o0mIaTa mpekKuBIEMOCT
(11 MB& crpsimo 9 mecena, p = 0,01).

H&)eMe Ha Te3u npoyuBanus ¢asza I, e ycraHoBeHO Ye npod kT Ha OE30MaCHOCT Ha JIOIETaKCel
oTrosaps Ha npoduia Ha 6e30MMacHOCT, HaOMI01aBaH Npyu NpoyuBanusTa daza Il (Bx. Touka 4.8).

[IpoBenHO € 0OTBOpEHO, MHOTOLIEHTPOBO, PaHAOMH3UpaHO NpoyuBaHe (asa Il 3a cpaBHeHHE Ha
JIOLIETaKCeN KaTO MOHOTEPANys M MaKIUTAKCEN 3a JISYeHUe Ha HallpeAHal PaKk Ha rbpAaTa Mpu
MAIMEHTKH, YHATO MPEANIIHA Tepanus TpsOBa 1a e BKIouBaia aHTpauukinH. O01mo 449 nanueHTKu
ca paHJIOMM3MPaHH 3a Ja TI0JTy4aT MoHOTepanus ¢ gouerakcen 100 mg/m? kato 1-uacosa unysus
wiy naknurakcen 175 mg/m? xaro 3-uacosa uHQy3us. U 1BeTe cXeMM ca NPWIATAHM HA BCCKU

3 CeMUIIH.

bes na ce 3acsra mppBUYHATa KpaiiHa TOYKa, 0011a crened Ha nosnusiBane (32% copsmo 25%,

p = 0,10), nouerakcen yabpbkd MeIMaHaTa Ha BpeMeTo A0 nporpecust (24,6 ceaMuIy cupsmo
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15,6 cenmury; p < 0,01) 1 Mmearanata Ha npexussemoct (15,3 mecena cipsimo 12,7 Mecena;

p =0,03).

[ToBeue Hexxenanu cbOUTHS OT cTerieH 3/4 ca HaOMIoIaBaHU IPH JOLIETaKce KaTO MOHOTEPaITus
(55,4%) B cpaBHeHue ¢ makiuTakcen (23,0%).

Docetaxel Zentiva é kombunayus ¢ 00Kkcopyouyun

EnHo obmmpHO panmoMusipano npoyuBane ¢asa 1 Brimousarno 429 HenekyBaHH NAMEHTH C
MeTacTaTH4Ha OOJIECT € MPOBENEHO C JoKcopyouimH (50 Mg/m?) B KoMOMHALMS C IOLIETAKCE
(75 mg/m?) (pamo AT) cnipsamo gokcopy6umun (60 mg/m?) B komOuHarus ¢ mukaodochamus
(600 mg/m?) (pamo AC). Y nBeTe cxeMU ca IPUIAraHy B JIcH | Ha BCEKH 3 CEIMMIIH.

. Bpemeto no niporpecus (T TP) e 3raunTtenHo mo-meiaro npu pamo AT B cpaBHEHHE C pam@@
p =0,0138. Menuanara Ha TTP e 37,3 ceamunu (95% CI: 33,4 - 42,1) mpu pamo AT u 31,9 WA
(95% CI: 27,4 - 36,0) mipu pamo AC. A

. Oo6miara crenen Ha mopnusiBane (ORR) € 3HAYUTETHO TIO-BUCOKA MTPH PAMO AT&BHGHHG c
pamo AC, p =0,009. ORR e 59,3% (95% CI: 52,8 - 65,9) npu pamo AT crpsimo 46,5% 95% CI:
39,8 - 53,2) pu pamo AC. ‘b(b

ITo Bpeme Ha TOBa m3nUTBaHe, paMmo AT geMOHCTpUpa MO-BUCOKA YECTOTA Qg’emxa HEYTpPOTICHUS
(90% crpsimo 68,6%), dhedprtna HeyTponenus (33,3% crpsmo 10%), ks (8% crpsimo 2,4%),
nuapust (7,5% capsimo 1,4%), actenust (8,5% copsimo 2,4%) u 6omxa(2;8% crnpsimo 0%) B cpaBHEHHE
¢ pamo AC. Ot npyra crpana, pamo AC 1eMOHCTpHpa MO-BHCOKA oTa Ha Texka anemus (15,8%
cupsamo 8,5%) B cpaBHeHue ¢ pamo AT, a chIio Taka u 1mMo-BuC ©CTOTa Ha TeXKKa
KapAMOTOKCHYHOCT: 3aCTOWHA ChpAeyHa HegocTaThuHOCT (3(3%/6 cripsimo 2,8%), abComoTHO
HaMaJleHHe Ha JIeBOKaMepHaTa (ppakiys Ha U3TIACKBaHE c§20% (13,1% cnopsimo 6,1%), abcomoTHO
HaMaJleHHE Ha JIeBOKaMepHaTa (ppakius Ha U3TIacKBa > 30% (6,2% cnpsimo 1,1%). Tokcnuna
CMBPT € HacThIuia pH | manueHt B pamo AT (3a Ha ChpJeYHa HEOCTATHYHOCT U MPH

4 manmenTn B pamo AC (1 mopanu cenTudeH I MOpajy 3aCTOHA Chp/Ie9YHA HETOCTATHUYHOCT).
W B nBeTe rpynu KauecTBOTO HA KUBOT, U3M 0 4pe3 BorpocHuka EORTC e cpaBHUMO U cTaOMITHO
10 BpeMe Ha JICYCHHETO U IIeproja Ha Ip JSIBAHE.

Docetaxel Zentiva ¢ kombunayusi ¢ mpacmysymad

Jonerakcen B KOMOMHALS C
METaCcTaTHYCH PaK Ha I'bp
MOJTyYaBajIy MPE TOB
ca paHJOMU3UPAHHU Ja

Ty3yma0 e Mpoy4eH ¢ OrJie]l JICUeHUE Ha MAIHESHTKH C

WTO TYMOPH ca chC cBpbXekcnpecus Ha HER2, u xouto He ca
uoTepans 3a MetactTatuuna 6onect. CTO 0ceMIECeT U IECT MallHeHTKH
yapat jgouerakcen (100 mg/m?) ¢ unu 6e3 Tpactysymad; 60% ot

MMALMEHTKUTE ca aBaJIM TIPEU TOBA a/[FOBAHTHA XUMHUOTEpAIus Ha 0a3a aHTPAIKIIHH.
Jlomerakcen 11 pacTy3ymab ca epuKacHH IPY MAIUSHTKUTE, HE3aBUCUMO JAJTH Ca MOTyJaBaH
MIPEAXOTHI BAHTHH aHTPAIMKINHY, WK He. OCHOBHHAT Ja00paTOpEH METOT 3a OTpe/IeiTHE Ha

HERZ-HO%HBHOCT B TOBa OCHOBHO M3nuTBaHe ¢ umyHoxucroxumudeH (IHC). Manbk Opoi

Tanue a M3cjIeIBaHK IOCPENCTBOM (hiayopectieHTHa iN-Situ xubpumusarws (FISH). ITpu ToBa
Hwne, 87% ot manmenrtkute ca umanu IHC 3+ 3a0onsaBane u 95% oT BKIIIOYUEHHUTE MALIMEHTKH Ca
umayu IHC 3+ w/unmn FISH nosutuBHO 3a0omnsBane. Pesyntatute 3a epUKacHOCT ca pe3rOMHUPaHH B
ciieHaTa TabIuNa;
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[Tapamersp Jouerakcen mioc Jouerakcent

TpacTy3ymab!

n=92 n=294

CrerieH Ha IOBJIHSBaHE 61% 34%
(95% CI) (50-71) (25 -45)
MennaHa Ha MPOABIKUTEIHOCTTA HA
MOBJINsIBaHE 11,4 51
(mecerm) (9,2-15,0) (44-6,2)
(95% CI)
Menauana Ha TTP (Meceru) 10,6 5,7
(95% CI) (7,6 —12,9) (5,0-6,5)
Menauana Ha PEXKUBIEMOCT (MECEIIH) 30,52 22,12 (b,
(95% CI) (26,8 ne) (17,6 - 28,9) ,.,Q)
TTP = Bpeme no mporpecus ; “Ne” o3HavaBa, ue HE MOXKE Ja CE€ OIPEIEITH, WIIH CTOWHOCTTA HE

JIOCTHTHATA. o)
YTbnen na6op anamus (intent-to-treat) Q
2l3uncneHa MeMaHa Ha IPEKUBIEMOCT. *

Docetaxel Zentiva 6 kombunayus ¢ kaneyumaoun

JlaHHUTE OT €THO MYJITUIIEHTPOBO PAHIOMHU3UPAHO KOHTPOJIHUPAHO KII HO m3nuTBaHe (aza 11
MTOIKPEIIST MPUIIATaHeTO Ha JOIETaKceNl B KOMOWHAIIHS ¢ KareuTaQWiy 3a JIeYeHre Ha MAIUeHTKH C
JIOKQJTHO HAIpeHA WIM METACTaTUYCH PaK Ha I'bpJaTa Clie/l He X Ha IIUTOTOKCHYHA TEparus,
BKJIFOUBaIIa aHTpanukiuH. [1lo Bpeme Ha ToBa u3nurtBane, 255 VEHTKU Ca PaHJIOMU3UPAHH J1a
noJy4aT Tepanus ¢ gouerakcen (75 mg/m? nox popmara @HoqaCOBa WHTpPABEHO3HA NH(Y3USI HA
BCcekH 3 ceamuny) 1 kaneruTadus (1 250 mg/m? nsa 1 ]§-16BHO B ITPOIBIDKEHNE HA 2 CEIMUITH
MTOCIIeIBaHM OT 1 ceaMuIia IeprUo ] Ha MMOYMBKa). 256 SHTKH Ca PaHJIOMH3HPAHU JIa IOIydaT
MoHoTepanus ¢ gouerakcen (100 mg/m? mox dop @hHa enHovacoBa MHGY3US Ha BCCKU 3 CEAMUITH).
[IpexxuBseMocCTTa € MO-BUCOKA IPHU PAMOTO Ha WHAIMATA J0lETaKCcel+KanenuTaduH

(p =0,0126). Meauanara Ha IPEKUBIEMOC 2 mHU (olerakcen + karnenuutaOuH) crpsamo 352 qau
(monerakcen kaTo MoHoTepanws). Ooma CKTHBHA CTEIICH Ha MMOBJIMSIBAHE TIPH IsU1aTa
paHIOMU3MpPaHa MOyl (OIeHKa H@cneHOBaTem) e 41,6% (momerakcen + KanenuTaOwH)
cripsimo 29,7% (momeraxcen kato MokoTepams); p = 0,0058. Bpemeto 10 mporpecus Ha
3a00JIIBaHETO € 1M0-100P0 IpH TO Ha KOMOMHAIMATA JoleTakcen + Kamenurabud (p < 0,0001).
MenuanaTta Ha BpEMETO J0 I ecus ¢ 186 qHU (oleTaKcel + KanenuTaduH) cupsmo 128 aau
(moreTakcen KaTo MOHOTE

H€0D€6HOK/Z€M’b’{€H.6$SDO6€H pax

Hayuenmu, ﬂg@vnu npeou mosea ¢ Xumuomepanus ¢ uiu 6e3 1viuemepanus
QcépquBaHe (haza Il mpu ekyBaHu npeau TOBA MAIUEHTH, BPEMETO JI0 TPOrPecHs

UM COPSAMO 7 CEIMHIIN) U 00IaTa MPEKUBIEMOCT ca 3HAUNTEIHO MO-IBJTH 32 TOLETaKCel
5 mg/m? B cpaBHeHuME ¢ “Haif-no6puTe nombpkamy rpwkn” (HIIT). Exsoromunmnara
MBAEMOCT € ChIIO0 3HAYUTETHO MO-Abira npu aoneraxcen (40%) cupsamo HIIT (16%).
OTt6ens3ana e mo-mManka yrnorpeda Ha onmronaau aHareTHI| (p < 0,01), HEHAPKOTHYHU aHANTETUITA
(p <0,01), npyru cBpp3anu cbe 3a00MsBaHETO JIeKapcTBeHH MpoayKTH (p = 0,06) 1 TpyeTepanus
(p < 0,01) npu manueHTUTE JEKYBAaHHU C JOLETaKcel B 103a 75 mg/m? B cpaBHenue ¢ Tesu Ha HIIT .
OOmiara crenen Ha mosnusBaHe € 6,8% MpH OLIEHUMHTE MALMEHTH, a CPeIHAaTa MPOJBIDKUTEITHOCT Ha
oTroBopa € 26,1 cenMuIn.

90




Docetaxel Zentiva 6 xombuHayus c niamuHo8U Hpenapamu NpU HenoIy4asanu Xumuomepanus

nayuermu

ITo Bpeme Ha uznutBane ¢aza III, 1218 nanuenTu ¢ nHONEpaduUiieH HeApeOHOKIIEThUEH OenoapodbeH
pak (NSCLC) B cramwuii I1IB uu 1V, cbe craryc no ckanara va Karnofsky (KPS) 70% u moseue, u
KOWTO HE Ca MOJTy4aBald XMMUOTEparus 3a TOBa 3a00JIsBaHe, Ca PAaHAOMU3UPAHH /1A TTOJy4aBaT WIN
nouerakcen (T) 75 mg/m? mox popmaTa Ha eqHOYacoBa HHPY3Hs, He3a0aBHO MOCIIEIBAHA OT
mucriatun (Cis) 75 mg/m? B mpoabmkenune Ha 30-60 munyTn Ha Beeku 3 ceqmuun (TCis),
nouerakcen 75 mg/m? mox gopmara Ha eiHOYacOBa MH(Y3KS B KOMOMHAINS ¢ KapOOTUIaTUH

(AUC 6 mg/ml min) B npoasmkenue Ha 30-60 MUHYTH Ha BCeKH 3 ceMHILH, Wik BUHOpenouH (V)
25 mg/m? npuioskeH B npoabukeHne Ha 6-10 MuryTH B 1auM 1, 8, 15, 22, mocneaBaH OT IUCIIATHH

100 mg/m? npunoxena B 1eH 1 oT nukiure ¢ nopropenue Ha Beexu 4 ceqmunu (VCis).

I[aHHI/ITC 3a MPCKUBACMOCT, MCIMAHA Ha BPEMCETO 0 MPOrpeCrd U CTCIICHTA Ha MMOBJIHABAH

paMEHa Ha IMMPOYYBAHETO Ca IIPCACTABCHU B CJI€AHATA Ta6J'II/I]_IaZ

(O"b

&
A0

TCis VCis CTaTHcmqeex}/I aHaJIN3U
n = 408 n = 404 A
OO01a npeXUBSIEMOCT %) <
(IIbpBruHa KpaiiHa TOUKa): Q
Menuana Ha OPEeXUBIEMOCT 11,3 10,1 UIMEHT Ha puck: 1,122
(Mecern) 7,2% CI: 0,937; 1,342]*
1-ropuirHa MPEKUBSIEMOCT 46 41 epamneBTHUYHA pa3nuka: 5,4%
(%) ,§> [95% CI: -1,1; 12,0]
2-TOMIIHA TPEKUBIECMOCT 21 1 fb TepamneBruuna paznuka: 6,2%
(%) ...6 [95% CI: 0,2; 12,3]
Menuana Ha BpeMETO A0 22,0 \2\ ,0 Koedwunent Ha puck: 1,032
nporpecus Q\ [95% CI: 0,876; 1,216]
(cemmunm): (\Q\
O6ma cteneH Ha noBnusiBaHe (%): 3%@ 24,5 TepanestuuHa pasnuka: 7,1%
O [95% CI: 0,7; 13,5]

&7 o
*: KopurupaHno 3a MHOKECTBCHH cpaBﬂ@m Y aIallTUPAHO 3a cTPaTU(UKALUOHHN (HaKTOPpH (CTaMit
Ha 3a00JIABAHETO U PETHOH Ha JIeueH{g), Bb3 OCHOBA HA OLCHMMA MOIYJIAIIs TalHEHTH.

Bropuunute KpaliHU TOYKH B &BaT npoMsiHa Ha Oonkarta, o010 OLleHsABaHEe HA Ka4eCTBOTO Ha
xuBOT 1o EuroQoL-5D, C a 33 CUMIITOMH Ha 0eJIoApoOeH pak U MPOMEHH B CTaTyca 0 cKajara
Ha Karnofsky. Pesyma&, MOJTYYEeHH 3a Te3H KpaifHW TOYKH ca B MOJAKPETIa Ha pe3yJITaTUTe,
MOJTYYCHH 32 HLpBH{Bi KpaltHHU TOYKH.

3a KOM6HHaug®noueTaxcen /kapOoMIIaTHH HEe MOXeE Ja Ce JJOKaXe HUTO €KBUBAJICHTHA, HUTO HE
MO-HUCKA gy CHOCT B CpaBHEHHE ¢ pedhepeHTHaTa TepaneBTnyHa komOuHaus VCIs.
Pax H@é@o'

-

cmamama

M%CTEITI/I‘-ICH, PE3UCTCHTCH Ha KacTpalusi paK Ha InmpocTrarara

BezonacHoctTa 1 eprkacHOCTTa Ha AOIETAKCEN B KOMOMHAIMA C IPETHU30H HIIH MIPEIHU30JIOH MPU

MaIlMEeHTH C METaCTaTHUYCH, Pe3UCTEHTEH Ha KacTpalysl paKk Ha MpocTaTaTa ca OLCHEHH B X012 Ha

paHIOMHU3UPaHO MHOTOIIEHTPOBO m3mmTBaHe (aza III (TAX 327). O6mo 1006 manuentn ¢ KPS > 60

ca paHIOMHU3VPAHH B CIIETHUTE TePANeBTUIHHU TPYIIH:

e Jlonerakcen 75 mg/m? Ha Bceku 3 ceIMMIM B IpoabKeHne Ha 10 uKbIa.

e Jlouerakcen 30 My/M? IpUIIOkKEH EKECEIMUYHO NPE3 MLPBUTE 5 CEMUIU OT 6-CEIMUYEH [IUKBII B
MPOABIDKEHNE Ha 5 IUKbJIA.

e Murokcantpon 12 mg/m?Ha Bceku 3 ceZIMUIIA B TIPOIBIDKEHUE Ha 10 HUKbIIa.
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Benukute 3 cxeMu ca MPHIOKEHH B KOMOMHALNS ¢ TIPEAHU30H WM IPEIHU30JI0H 5 MQ ABa IbTH
JTHEBHO, HETIPEKbCHATO.

[MarrenTHTE, MOMYYaBaIH JOIETAKCEN HA BCEKH TPH CEAMHIIM JEMOHCTPUPAT 3HAYUTEITHO MO-AbJra
001112 IPEKUBIEMOCT B CPaBHEHHE C TE3H, JICKYBaHH C MUTOKCAHTPOH. Y BEJIMYCHUETO Ha
MPEXHUBSIEMOCTTa HAOJFOIAaBAaHO B PAMOTO Ha €KECEIMIYHO TIPUIIATaHus JIONETAKCEN HE € 3HAYUMO B
CpaBHEHHE C KOHTPOJIHOTO paMO Ha MUTOKCaHTpOH. KpaliHuTe TOukH 3a e)UKACHOCT MPH paMeHaTa
Ha JIONETAKCEes CIIPSIMO KOHTPOHOTO paMo ca PEe3lOMUPAHU B ClieHATa TabuIa;

Kpaitna Touka Jouerakcen Ha Houerakcen MUTOKCAaHTPOH Ha
BCEKH 3 CeMHUIIN €XKEeCeIMUIHO BCEKH 3 CeIMUIIH

Bpoit natuenTH 335 334 337 (b'

Menuana Ha OPEeXUBIEMOCT 18,9 17,4 16,5 b

(Mecenn) (17,0-21,2) (15,7 -19,0) (14,4 6)

95% CI 0,761 0,912 A

KoedumueHt Ha prck: (0,619 - 0,936) (0,747 -1,113) QO --

95% CI 0,0094 0,3624 £ -

p-croitHocT * A

Bpoit nanuenTu 291 282 % - 300

CreneH Ha noBiusaBaHe Ha PSA** 454 479 Q 31,7

(%) (39,5-51,3) (41,9 — 53¢ (26,4 -37,3)

95% CI 0,0005 < 0; --

P-CTOMHOCT* @

Bpoii nanuenTtn 153 (bQ 154 157

CrermeH Ha OB/IUABaHE Ha OOJIKaTa 36,4 (b 31,2 21,7

(%) (27,1-427) 4Q (24,0-39,1) (15,5-28,9)

95% CI 00107 5O 0,0798 -

p-CTOMHOCT* ,‘0\

Bpoii nanuenTn ]@‘“ 134 137

CreneH Ha NOBIUsABAaHE Ha TyMOpa @,1 8,2 6,6

(%) ﬁ —-18,6) (42-14,2) (3,0-12,1)

95% CI 70,1112 0,5853 -

p-CTOHHOCT* O

tCtpatudunupan TecT 3a norapq?mtmo MTOApEK TaHE

* JloBepUTETHA BEPOSITHOCT = SN 75

**PSA: Hpomam-cneunc}@‘ AHTHI'€H

[Ipensun dakra, ge )KQGI[MI/I‘{HO MIPUITATAHUAT JOIETAKCell JaBa MAJIKO 1MO-T00bp podmI Ha

0€30I1acHOCT OT TaKCeJl Ha BCEKU 3 CEIMMIIM, € Bb3MOXKHO HSIKOH IMalMEeHTH Ja UMaT 1107134 OT
eXKeCceIMUIHO '@naraﬂe Ha JOLIETAKCEIL.

O

He ca ot 3aHU CTATUCTUYCCKHU PA3JIMKU MCKAY TCPANICBTUYHUTC I'PyNH IO OTHOIIICHUC OGHIO

Kadec a )KHUBOT.
g¥

M&CTEITH‘-ICH, XOPMOHOYYBCTBHUTCIICH PAK HA ITpocTaTraTra

Ilpoyueane STAMPEDE

BezonacnoctTa 1 eprkacHOCTTa Ha JOLETAKCEN, IPHIOKEH CHITBTCTBAIIO ChC CTAHIAAPTHA Tepaus

(ADT) mpu manmeHTH ¢ JIOKJTHO aBaHCHPAJI HJIM METaCTaTUYCH, XOPMOHOUYYBCTBHTEJICH PaK Ha

[IpocTaTaTa ¢ BUCOK PHUCK, Ca OLIEHSIBAaHU B PaHIOMU3HUPAaHO, MHOTOLIEHTPOBO, C MHOT'O paMeHa,

muoroeranHo (multi-arm multi-stage, MAMS) npoyuBane cbc cBbp3anu dasu /111 (STAMPEDE —

MRC PRO08). O611o 1776 naiiieHT OT MBKKH 0JI ca OMJIM pasnpeiesieHd B paMeHaTa Ha JIedeHHe:

. CranmapTHO JleueHue + gorerakcenn 75 mg/m2, npunaran Ha BCEKH 3 CEIMMITA B IPOIBIDKEHNE
Ha 6 HMKbIA
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CTaHI[apTHO JICYCHUEC CAMOCTOATCIIHO.

Cxemara c I0IleTaKcen ce mpujiara B KOMOWHAINS C TIPEIHU30H WM MMPEIHU30JIOH 5 My 1Ba TbTH
JTHEBHO HEMPEKBCHATO.

Ot 1776-Te pannomusupanu namuenty, 1086 (61%) ca numanu MetactaTu4Ho 3abosBane, 362 ca
paHIOMH3UPAHHU HA JOTICTAKCE B KOMOMHAIMS ChC CTAaHIAPTHO JIUCHHE, a 724 ca MmoTydaBain
CTaHJIAPTHO JICYEHNE CAMOCTOSTEITHO.

[Ipu Te3u naIMeHTy ¢ MeTacTaTHYCH paK Ha MpocraTara, MeraHaTa Ha 00Ila IPEKUBIECMOCT €
3HAYUTEJIHO MO-ABJIra B IPYIHTE Ha JICUSHHUE C JIOLIETAKCel, B CPABHEHHUE C IpyIara caMo ChC
CTaHJIaPTHO JICYCHHE, KaTO MeIuaHaTa Ha 00IIa MPeXUBIEMOCT ce yIbbKaBa ¢ 19 mecena mpu
100aBsSHETO Ha JoLETaKkcel KbM cranaapTHoTo euenue (HR = 0,76, 95% CI = 0,62-0,92, p=0,00‘%;

Pe3y.]'lTaTI/ITe 3a e(bHKaCHOCT IpU MAOUCHTUTE C MCTACTATUYCH PAK HA IPOCTATaTa B paMOTO H@
JICYCHUC C JOLUECTAKCCI CIIPSAMO KOHTPOJIHOTO paMo Ca O606H_ICHI/I B CJI€JHaTa Ta6n1/1ua: &Q

EdukacHocT Ha morerakcesl B KOMOMHALIMS € TIPSAHU30H WK IPEAHU30I0H U CTaH@o JIeYeHue
Tara

IIpu TepanuriaTa Ha MaquCHTHU C MCTACTAaTUYCH XOPMOHOYYBCTBUTCJIICH PAK Ha HPOW
(STAMPEDE) 0y

%)

Kpaiina Touka Houerakcen + ctaHgapTHO Qs%\TaHaapTHO JIeueHue

JICYCHHUE & 4 CaMOCTOSITEITHO
&

Bbpoil manmMeHTH € MeTacTaTHYeH 362 (b\e 724

pax Ha mpocrarara Qo3

Mennana Ha 0o0Ia MPEKUBIEMOCT 663Q 43

(mecerm) gé\ 40-48

95% CI Q\

Kopurupan xoepuIiMeHT Ha prcKa Q¢ 0,76

95% ClI 0 (0,62-0,92)

p-croiiHocT? OQ) 0,005

IpeskuBsiemMoct 6e3 Heycnex? Vol

Mennana (Mecerm) O 20,4 12

95% ClI \g,\ 16,8-25,2 9,6-12

Kopurupau Koe<1)nunee0?\pnc1<a 0,66

95% ClI Q\Q (0,57-0,76)

p-CToﬁHOCTa ‘)\ <0,001

“ p-cToiHOCT @HcheHa OT TecTa 3a KOeHULMEHT Ha BEPOSTHOCT M KOPUTHPAHA 32 BCUUKH
CTpaTI/I(bm@OHHH (akTopu (C M3KITIOUEHUE HAa LIEHTPaIHA U TUIAaHUPaHa XOPMOHAITHA

Tepar

>

cTpatu(dUIMpana 1o TeproJI Ha U3IMTUTBAHETO

SKUBSIEMOCT 0€3 HEyCIIeX: BpEMETO OT PaHIOMH3AITUS 0 ITEPBU JaHHM 32 MIOHE €IHO OT

%CHHHTCZ OMOXMMHUYCH HeycreX (omnpezaeieH karo nosuinapane Ha PSA ¢ 50% nan Haii-
HHUCKaTa CTOMHOCT B paMKuTe Ha 24 ceamuiiy v Hax 4 ng/ml u NOTBBPAEH Ype3 MOBTOPHO
M3CIIEIBAHE WITH JICUEHHE); TPOTPECHs, JIOKATHO, B TUMGHUTE BH3ITH, WK JTATCYHA METACTA3H,
CBHOUTHE, CBBP3aHO ChC CKEINIETa; WIIM CMBPT OT PaK Ha MpOCTaTara.

Ilpoyueane CHAARTED

BezomnacHocTTa 1 ehrkacHOCTTa HA JIOLETAKCEIN, IPUIOKECH B HAYAJIOTO HA aHIPOreH-U34YepIiBaia
tepamnus (ADT) mpu nmamuenTn ¢ MeTacTaTideH, XOpPMOHOUYBCTBUTEIICH paK Ha MpocTarara, ca
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OLIEHsABaHM B paHgoMu3upano, ¢asza lll, muorouenrposo npoyusane (CHAARTED). O6mro
790 marueHTH OT MBXKKH IT0JI ca OWIIHM pa3npe/e/ieHd B 2-T¢ TPYIU Ha JICUCHHUE:
e ADT + pgonerakcen 75 mg/m? npusoxkeH B Hayanoto Ha ADT, npuiaran Ha Bceku 3
CEIMHITH B POABIDKEHHE HA 6 IIUKbBIIA

e ADT camocTosaTeIHO

Menuanara Ha 001I[a TIPEKUBIEMOCT € 3HAYUTENHO MT0-IbJIra B IpyIaTa Ha JICYCHHE C JOLETaKCel, B
cpaBHeHue ¢ rpynara Ha ADT caMOCTOsITENHO, KaTo MeraHaTta Ha 00Ia MPeKUBIEMOCT ce
yabspkaea ¢ 13,6 mecena ¢ o6aBsHeTo Ha gorerakcen kbM ADT (koedpurment Ha pucka (HR) = 0,61,
95% mosepurenen untepsain (Cl) = 0,47-0,80, p=0,0003).

PesynTtatuTe 3a epHUKACHOCT HA PAMOTO Ha JICUCHHE C JIOIETAKCEN CIPAMO KOHTPOJIHOTO PAMO %(b.
000011IeHH B clle{HaTa Ta0IuIa;

Edukacnoct Ha nouerakcen u ADT npu jedeHne Ha NAMEHTH C METaCTaTHYCH XOpMO]—@RTBHTGJ‘ICH
pak Ha npoctarata (CHAARTED) $

Kpaiina Touka I[oueTaKceJHAl@' ADT
\z\ CaMOCTOSITEJTHO

Bpoii naunentu & 393
MennaHa Ha 00I1Ia IPEKUBIEMOCT (MECEIIN)
Bceuuku nanuenT % 7,6 44,0
95% ClI 1-72,8 34,4-49,1
Kopurupas koehHUIIHEHT Ha pUCKa Q 0,61 -
95% ClI @) (0,47-0,80) -
p-cToiinocT? N\ 0,0003 -
[IpexxuBsieMocT 0€3 Imporpecus %Y
Menuana (Meceru) (D'Q 19,8 11,6
95% ClI Q 16,7-22,8 10,8-14,3
Kopurupan koehHUIIHEHT Ha pUCKa \2?) 0,60 -
95% ClI 0,51-0,72 -
p-value* P<0,0001 --
PSA 0Tr0Bop** Ha 6 Meceua—&y 127 (32,0) 77 (19,6)
p-croiiroctd ™ <0,0001 -
PSA OTFOBOp** Ha 12 M@,}a N(%) 110 (27,7) 66 (16,8)
p-croiiroctd ™ <0,0001 -
Bpewme 10 pe3HCTe®’1@{ Ha KacTpais paKk Ha
npocrarara 'S_l
Mennana (m€ceim) 20,2 11,7
95% ClI (17,2-23,6) (10,8-14,7)
Kopné& KOC(PHILIMEHT Ha PUCKa 0,61 -
9 (0,51-0,72) -
p-croiimoctd ™ <0,0001 -
Bpeme 10 KIIMHUYHA TporpecHs
Menuana (Meceru) 33,0 19,8
95% ClI (27,3-41,2) (17,9-22,8)
Kopurupas koehHUIIHEHT Ha pUCKa 0,61 -
95% ClI (0,50-0,75) --
p-croiiroctd ™ <0,0001 -
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Kpaiina Touka Houerakcea+ADT ADT
CaAMOCTOSITETHO

@ TIpomenyuBH 3a BpeMe 10 choutne: Crparndurmpan log-rank tecr.
IpomennuBu 3a otroBop: Touen Tect Ha Fisher
* P-CTOMHOCT 3a JECKPUNTHBHA IIET.
** PSA otrosop: IIpocraTtHo-crierdryen anTureHn otropop: HuBo Ha PSA <0,2 ng/ml usmepeno upes
JIBE TIOCJICIOBATEIHN M3MEPBAHUS ¢ HHTEPBA HAl-MaJIKO 4 CEeAMUIIH.

0 Bpeme 10 Pe3HCTEHTEH Ha KACTPALMS PAK Ha IIPOCTATATA = BPEMETO OT paHIoMU3aIHs 10 PSA
[POTrpecHst WK KIMHUYHA Mporpecusi (T.¢., yBEIMYCHH CUMIITOMH OT KOCTHH METAacTa3u, IPOrpecHs
CIiopel KpUTEpPHUUTE 32 OLICHKa Ha 0TroBopa rpu conunau Tymopu (Response Evaluation Criteria in
Solid Tumours, RECIST), i KIMHAYHO BIIOIIABAHE TIOPAIH PaK CIIOPe. IpeIeHKaTa Ha Q
W3CIIEIOBATENS), KOETO OT JIBETE HACTBIIH ITBPBO. b

6 BpemMe 70 KJIMHWYHA MPOrPECHs = BPEMETO OT PaHIOMM3ALMS 1O KIMHUYHA IPOTrPeCHs (TQLU
YBEJIMYCHH CUMIITOMH OT KOCTHU MeTacTasu; porpecus criopes RECIST; niu knmuHnaH 'ﬁu aBaHe
Mopajiv paK Cropes MperieHKaTa Ha U3CIeI0BATES). $

Cmomawien adeHokapuuHom (b(b'

[IpoBeneHO € MHOTOLIEHTPOBO, OTBOPEHO, PAHAOMHU3HPAHO U3MIUTBAHE 32 ﬁ&a Ha 0€30MacHOCTTa U
e(pHUKacHOCTTA Ha JIOLIETAKCEeN IIPH JICYCHUETO Ha MAlUeHTH C METaCcTa CTOMaIlIeH
aJICHOKAPIIMHOM, BKJIFOUHTEITHO aJICHOKApIIHOM Ha ractpoe3odare a BPB3Ka, KOUTO HE ca
TTOJTY9IaBaJIH MPEIN TOBA XUMHOTEPAITHS 32 METACTATUIHO 3a00JIs . O6mmo 445 marnuedTn ¢

KPS > 70 ca nexysanu wim ¢ gouerakcen (T) (75 mg/m? na n B KoMOuHarus ¢ mucmiatud (C)
(75 mg/m? na nen 1) u 5-payopoyparmn (F) (750 mg/m? nuéBy0 3a 5 1HM), WK HUCTUIATHH

(100 mg/m? na nen 1) u 5-yopoyparmn (1 000 mg/m? HO 32 5 1HHM). BpemeTo Ha neyeOHUS
muKba € 3 ceamunu 3a TCF pamoTo u 4 cenmuiu 3a MoTO. MenuanaTa Ha Oposl LIUKIIH,
MIPUIIOKEHHU Ha MaueHT ¢ 6 (B quamnaszoH ot 1-16) F pamoto, B cpaBHEeHHE ¢ 4 (B quama3oH oT 1-
12) 3a CF pamoro. [IspBuuHaTa KpaiiHa TO4Ka meto 1o mporpecus (TTP). Hamanssanero Ha
pucka ot iporpecus € 32,1% u e cBbp3aHo C aguresHo mo-aearo TTP (p = 0,0004) B mon3a Ha

TCF pamoto. O0miaTa mpexuBsieMocT Ch 3HayuTesHO no-abira (P = 0,0201) B monza na TCF
pamoTo, ¢ HaMaJsIBaHE Ha PUCKA OT CM oct ¢ 22,7%. Pesynrarute 3a epuxacHOCT ca 00001IEHH €
cieqHaTa Tabnuna: O

A

Ed)I/IKaCHOCT Ha JOICTAKCEI HQ% CUYCHHUETO HA NAlIMCHTH CHC CTOMAIIICH aACHOKAPIIMHOM

N
~

Kpaiina Touka Q\) TCF CF
R n=221 n =224

Menuana na TTP eIIu) 5,6 3,7
(95% CI) %) (4,86-5,91) (3,45-4,47)
Koe(bHuHeHé(a PHCK 1,473
(95% OC;QQ (1,189-1,825)
*p-CT: CT 0,0004

12 Ha MIPEKUBIEMOCT (MECEIIN) 9,2 8,6
(95% CI) (8,38-10,58) (7,16-9,46)
2-ronuiiHa oneHka (%) 18,4 8,8
KoeduiueHt Ha puck 1,293
(95% CI) (1,041-1,606)
*p-cToitHOCT 0,0201
O6ma crened Ha nosiusiBane (CR+PR) (%) 36,7 | 25,4
p-cToiHOCT 0,0106
[Iporpecupaio 3abosBane KaTo Haii- 16.7 25.9
n00Bp 0011 oTroBop (%)

* HectpaTuduuupaH TECT 3a JIOTAPUTMHYHO TTOAPEKAAHE
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[MoarpymoBUTe aHAIM3H 110 B3PAcT, IOJI U paca yCTOW4nBO ca B moi3a Ha TCF paMoTo, B cpaBHEHHE
¢ CF pamoTo.

OchBpeMEHEH aHAIN3 3a MPEKUBSIEMOCTTa, TPOBE/ICH ¢ MEMaHa HA BPEMETO Ha MPOCIIC/IsIBaHe
41,6 mecera, Beue He MOKA3Ba CTATUCTHYECKH 3HAYMMA Pa3JIKa, BHIIPEKH Y€ BUHATH € OWII B 1MoJ3a
Ha TCF cxemara, u nokasea, 4e nonsara ot 1 CF npen CF ce HabmonaBa sicHo mexxay 18-st u 30-s1
Mecel] OT IPOCIIE/IIBAaHETO.

Karo 115110, pe3ynrarute 3a kauecTBO Ha ®HuBOT (QOL) ¥ KIMHUYHA 1013, CHCTEMHO MOKa3BaT
nojoopenue B on3a Ha TCF pamoro. [Tanmentu, nexysanu ¢ TCF numar no-nbiro Bpeme 10 5%
OKOHYATEITHO BJIONIaBaHe Ha oOnwms 3apaseH craryc no QLQ-C30 penpocuuka (p = 0,0121), u mo-
JBJITO BpEMe JI0 OKOHYATEIHO BIIOIIIaBaHe Ha cTaTyca 1o ckanata Ha Karnofsky (p = 0,0088), B Q
CpaBHEHHE C MalueHTHTe, JiekyBanu ¢ CF.

)
Pax na enasama u wuama O&Q

e HMHmyknuoHHA XUMHOTEpanwsl mociaeaBana ot rpuetepamus (TAX 323) *Q
BesonacHoCTTa 1 e)MKACHOCTTA Ha AOLETAKCEN [P HHAYKLIMOHHO JIeYeHne Ha JAIMECHTH Chbe
CKBaMO3HOKJIEThUYEH KapunHoM Ha riaBata u musata (SCCHN) ca onenenu B %asa Il Ha
MHOTOLIEHTPOBO, OTBOPEHO, panaomu3npano m3nuteane (TAX323). Ilpu T poy4BaHe,

358 nmarnuentu ¢ unonepaduieH okanuo Hanpeanan SCCHN, u o6mio ostaue o C30 cratyc 0
i 1, ca paHAOMU3HPaHU KbM €IHO OT JIBE€ TEpalleBTUIHN paMeHa. €HTHUTE B PaMOTO Ha
nouerakcen noaydasar gouerakcen (T) 75 mg/m? nociensan ot G HIATHH (P) 75 mg/m?
nocieasany ot 5-guryopoyparmi (F) 750 mg/m? na nen karo eKbCHaTa nHOY3us 3a 5 nuu. Tasu
cXeMma e TpuJiaraHa Ha BCEKH TPU CEMHIIM 32 4 UKBJIA B C , 9e € HaOJIoaBaH MOHEe
HE3HAUUTEJIeH OTroBOp (= 25% penyKuus npu AByU3ME HQHPCI[GJ‘ICH pasmep Ha TymMopa) ciexn

2 nukbia. Ha kpasg Ha XuMuOTEpanusTa, ¢ MUHUMAJIe éTepBan oT 4 ceIMHUIN 1 MaKCUMaJIeH
WHTEPBaJ OT 7 CeIMUITH, TAITUEHTHTE, YUETO 32007 € He € IPOTPECHPAIIO, ca TIOTYUIIIN
mpueteparnust (RT), ChriIacHO IMpaKTHKAaTa 1o M a JjedeOHUTE 3aBEICHNs, 32 7 CeIMHUIIH
(TPF/PT). ITamtneHTHTE B CPAaBHUTEIHOTO Pa onyuasar mucriatud (P) 100 mg/m? nocnensan ot
5-payopoypauun (F) 1 000 mg/m? na ne nuu. Tasu cxema € nmpuiiaraHa Ha BCEKU TPHU CEIMULIU
3a 4 IUKbJIA B CIOy4ai, ye e HaOmoaaB € HEe3HAUMTeNIeH OTTOBOP (= 25% penykuus npu
JBYU3MEPHO OIIpeJiesieH pa3Mep Ha I@[opa) crex 2 uukbiaa. Ha kpas Ha XxumuoTepanusTa, ¢
MUHHUMAJIEH HHTEpBa oT 4 ceﬂMg@ Y MakCUMaJIeH MHTEPBAJI OT 7 CEAMMIIN, TAIIUEHTUTE, YHETO
3a001sBaHe HE € IPOTPECU] nosryurun rpuerepanus (RT), chriacHo mpakTUkaTa Mo MecTa Ha
neueOHNTE 3aBeIeHNs, 3a 7 1 (PF/RT). JlokopernonaaHarta JbYeTEPAITNS € TIPUIOKEHA HITH
Yype3 KOHBEHI[MOHAIHA us (1,8 Gy-2,0 Gy BeaHbX JHEBHO, 5 IHU HA CeIMUIA 3a 001a 103a OT
66 o 77 Gy), wim 4 opeHH/xunepPppakIMOHUPaHN CXEMH Ha JTbyeTepanus (1Ba IbTH THEBHO,
C MUHUMAaJICH UHT Mexay ¢pakuuute ot 6 yaca, 5 aHu Ha cenmuia). O6mo 70 Gy ca
MIpEeTIopbYaHH 3 openute cxemu 1 74 GY 3a xurnepPpakMOHUPAHUTE CXEMHU. XUPYPTHIHO
OTCTpaHsABa WJI0 TIO3BOJICHO CIIE]] XUMHUOTEPAITHS, PEAN WK CIIe[ ibueTepanusira. [lanmnenTture
B TPF pa ca TIOJIYYHJIN TTIepOopallHa aHTHOMOTHYHA TIpodrTakTHKa ¢ runpoduokcara 500 mg
JBa I eBHO 3a 10 AHM 3amoYBaliKy OT 5-Wsl IeH Ha BCEKH LIMKDBJI, UM eKBUBaJICHT. [ IbpBrUHaTa
K@ OYKa MPH TOBa MpoyuYBaHe, NpexuBseMocT 0e3 nporpecus (PFS), e 3HaunTenHo no-abira
ippy T PF pamoTto cpaBaeno ¢ PF pamoTo, p = 0,0042 (mequana Ha PFS: ceoTBeTHO 11,4 cripsimo

8,3 Mecerna) ¢ o0I11a MeaMaHa Ha BpeMeTO 3a IpociiesBane 33,7 Meceria. MenuanaTa Ha o0riara
MIPEKUBIEMOCT CHIO € 3HAYUTETHO MTO-BUCOKa B ToJ13a Ha TPF pamoTto B cpaBHeHue ¢ PF pamoro
(menuana Ha OS: croTBeTHO 18,6 cripsimo 14,5 Mecena) ¢ HaMansBaHe Ha pUCKa OT CMBPTHOCT ¢ 28%,
p = 0,0128. Pe3ynraTure 3a e(UKacHOCT ca MPEACTaBEHH B TaOIMUIIaTa O-0ITY.

EdukacHocT Ha mouerakcen Npy MHAYKIHMOHHO JIEUEHUE Ha NTALUEHTH C MHONEPAOWICH JIOKAJIHO
Hanpenaan SCCHN (Intent-to-Treat ananus)

Kpaiina Touka Jouerakcen + Cis + 5-FU
Cis + 5-FU
n=177 n=181
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Menuana Ha BpeMe Ha MPEKUBSIEMOCT 11,4 8,3

0e3 mporpecus (Mecern)

(95% ClI) (10,1-14,0) (7,4-9,1)

Kopurupas KoepHIMEeHT Ha PHUCK: 0,70

(95% ClI) (0,55-0,89)

*Pp-cTOHHOCT 0,0042

Menauana Ha PEKUBIEMOCT (MECEIIH) 18,6 14,5

(95% ClI) (15,7-24,0) (11,6-18,7)

KoedurieHT Ha puck 0,72

(95% ClI) (0,56-0,93)

**D-CTOMHOCT 0,0128

Haii-106po o010 mosnusiBane ot 67,8 53,6 >
xumuotepanus (%) (60,4-74,6) (46,0-61,0) «)
(95% Cl) QQ
***D-cTORHOCT 0,006 O&
Hatii-mo0Opo 00110 mopnusiBaHe OT Q
JICYEHHETO B IPOYUBAHETO 793 58.6 *
[xuMuoTepanus +/-npuetepanus]%o (65 1-.78 8) (51,0-65 8) rb(b'

(95% ClI) ' '

***Dp-cTOWHOCT 0,006 \¢v

MennaHna Ha MPOABIKUTEIHOCT Ha n=128 n=

MOBJIMSIBAHETO OT XUMHOTEpanus + ,55

JpueTepanus (MecewLn) 15.7 1,7

(95% CI) (134-246)  |,0(10,2-17,4)

Koeduuent Ha puck QY

(95% ClI) 2-0,99)

**p-cTOHOCT Y 0,0457

Koeduunent Ha puck no-mansk ot 1 e B monza nerakcen + nucruiatie + 5-FU

*Cox mMozen (KOpeKnus 3a MACTOTO Ha IIbPB st Tymop, T 1 N xiuamynu cragun u PSWHO)
** JlorapuTMHUYHO TpaHCHOPMHUPAH peHKWCT

*** Chi-square tecr \2\

Ilapamempu na kavecmeomo na Heusom
[ManmenTure, nexyBanu ¢ TPFJi0Ka3BaT 3HAYUTEIHO MTO-MAJIKO BJIOLIaBaHE HA TEXHHUS OOII 3paBeH
CTaTyC CpPaBHEHO C Te3H, n@u u ¢ PF (p = 0,01, no ckanara na EORTC QLQ-C30).

Knunuuno snauumu na@mpu

Ckaiara 3a OIeHK CTaTyca OTHOCHO TojcKanuTe 3a riasa u st (PSS-HN), npenHasnadenu 3a
M3MepBaHe Ha paecMOCTTa Ha TOBOPA, CIIOCOOHOCTTA 3a XpaHEHe Ha OOIIECTBEHH MECTa,
HOPMAJTHOCT, veTaTa, € 3HauMTeIIHO B 1oJi3a Ha 1 PF pamoro B cpaBenue ¢ Te3u oT PF.

BpPEMETO JI0 IIbpBO BiiomiaBane mo C30 € 3HaAYUTETHO Mo-AbJTa B paMoTo Ha TPF
CpaBH F. CkopbT Ha MHTE3UTETa HA OOJIKATa CE MOJ00PSIBa 10 BpEME Ha JICUCHHUETO B JIBETE
Fp@@IOKai‘sBaI‘/’IKI/I aJleKBaTHO JIEUeHHe Ha OoJIKaTa.

e MuayKkunoHHAa XMMHAOTEpanws rmociieasana oT xumuorbderepanus (TAX 324)

BezonacHocTTa M eprkacHOCTTa Ha AOIETAKCEN IPU MHAYKIMOHHO JICYeHHE Ha MAIIMEHTH C JIOKaJTHO
HanpeaHall CKBaMO3HOKIIEThYEH KapuuHoM Ha riaBata v musta (SCCHN) ca ounenenn BbB daza 11
Ha paHIOMHU3HPAHO, MHOTOIIEHTPOBO, 0TBOpeHO usnutsane (TAX324). [Ipu ToBa npoy4BaHe

501 nanmentu ¢ nokanao Hanpeanan SCCHN, u o6mo cberosaue mo C30 crarye 0 wm 1, ca
PaHIOMHU3UPAHU KbM €ITHO OT JIBE TepareBTUYHH paMeHa. [IpoyuBaHaTa MOmyianus BKII0YBA
MAIMEHTH C MPAKTHICCKH HEBh3MOXKHO XUPYPIHYHO OTCTPaHSBaHE Ha 3a00JIIBAaHETO, TTAIMEHTH C
MaJIKa BEPOSITHOCT 32 XUPYPrUYHO JICUCHNE U MAIIMEHTH, PH KOUTO ce 1IeJIM 3ara3BaHe Ha OpraHa.
Onenkara Ha epUKacCHOCT M OE30IACHOCT CE OTHACS CaMo 3a KpailHWTe TOYKW Ha MPEKUBIEMOCT U HE
ce oTHacs O(UIMATHO 33 yCIIeBaeMOCTTa 3a 3alla3BaHe Ha OpraHuTe.
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[MaumeHTHTE OT PaMOTO Ha JoLeTakcen noayuasar gouerakcen(T) 75 mg/m? kato HHTpaBeHO3HA
uHpy3us B neH 1, mocaensana ot muciatud (P) 100 mg/m2 xaro nHTpaBeHO3HA MHDY3HS,
TI0CIIE/IBaHa OT MPO/IbIDKUTEIIHA HHTaBEeHO3Ha MH(y3us Ha S-pyopoypawun (F) 1 000 mg/m? na nen
3a 4 nau. [{uknuTe ca mOBTapsHU BCEKU 3 CEAMHIM B MPOABDKEHNUE HA 3 UKbBIa. BCHUKK MauueHTy,
4reTo 3a00IsIBaHe HE € Iporpecupaio e Tpsosaio, o npotokon (TRF/CRT), na momayuar
xumuotepanus (CRT). [TaumeHTUTE OT CPABHUTEIHOTO paMo noydasat nucmiartus (P) 100 mg/m?
kato 30-MHUHYTHA 710 3-9acoBa HHTpaBeHO3HA HHY3US IIPe3 AeH 1, ToCIeBaH OT MPOIBIDKATETHA
MHTaBeHo3Ha HHPy3us Ha S-puyopoypamun (F) 1 000 mg/m? Ha gen 3a 5 nau. LluknuTte ca noBTapsHu
BCEKHU 3 CEIMHIIM B MPOABIDKEHNUE HA 3 UKbBIa. BCHUKM ManneHTH, YueTo 3a00isiBaHe He €
nporpecupaio e Tpsosaio, mo nporokon (PF/CRT), na mony4ar xumuorepanus (CRT).

[TanmeHnTHTe ¥ B JBETE TEpaleBTHYHN paMeHa nomydasat 7 ceamunu CRT cnen maxykunonHa
XMMHOTEpAys ¢ MUHAMAJICH HHTEPBAJT OT 3 CEIMUIM M HE MO-KbCHO OT § CEIMMITH ClIe]T Haqano%
Ha TIOCJICTHUS ITUKBI (0T 22 10 56 AeH OT mociaeaHus MUKEI). 1o BpeMe Ha rpueTepanusra e b
npuiIarad BeAHBK cenmMuuHo kapoorutatua (AUC 1,5) kaTo enHoYacoBa HHTpaBEeHO3HA UH
MaKCUMyM 10 7 1o3u. JIpyerepamnus e mpuiiaraHa ¢ MeraBoJITOBa anaparypa upe3 BeAHb BHO
¢dpaknuonupane (2 Gy Ha JieH, 5 THU Ha ceMuIa 3a 7 ceMuIn, ¢ ooma jo3a 70-72 %?
XMpYprudHOTO OTCTPAHSABAHE HA ITBPBUYHOTO MSACTO HA 3a00JIIBAaHETO W/HIH I.HI/IS[T&% 0XKeJIo J1a ce
MMa TIPeJIBHUI 110 BCSKO BpeMe cien 3apbpiuBane Ha CRT. Benuku nanuenTn OT(@OTO Ha
JOIeTaKceN ca MOoTyJaBajid aHTHOMOTHYHA NpodriakTika. [IspBudHaTa 1:%@'& OYKa 32

eHUKacHOCT B TOBa IIpoyuBane, oomara npexussiemoct (OS), e 3HaunTen -JIBJITa
(;morapuTMudHO TpaHcGOpMUpaH peHKoB TecT, P = 0,0058) mpu moret -ChIIbpIKalllaTa cxema
cpaBaeHo ¢ PF (menuana va OS: 70,6 cnpsmo cpenno 30,1 mecena) %0 HaMaJICHHE HAa PUCKA OT

cmbpTHOCT B cpaBHenue ¢ PF (HR = 0,70, 90% mnoBepureneH uHTEpRan (C 1) = 0,54-0,90) ¢ ob6ra
MeJInaHa Ha Bpeme Ha rpocineisBane 41,9 mecena. Bropuunatakpaiina touka, PFS, mokassa 29%
HaMaJieHHe Ha prcKa OT IPOTPECHs WU CMBPT U 22 Mecera &omem{e Ha MeauaHara PFS

(35,5 mecernia 3a TPF u 13,1 PF). ToBa e ¢bI110 CTaTHCTI/IquM 3pauumo ¢ HR ot 0,71; 95% CI 0,56-
0,90; morapuTmMu4YHO TpaHCHOPMHUPAH PEHKOB TECT, p\é\ 04. Pesynrarute 3a epUKaCHOCT ca

MPEJCTaBEeHH B TAOIUIATA TTO-T0Y: ¢Q\
EdukacHocT Ha J1o1eTakces Npu UH HOH €UCHHE Ha MAlMeHTH ¢ JiokanHo HanpeaHan SCCHN
(Intent-to-Treat anasnu3) %)
Q>
Kpaiina Touka O Jouerakcesn + Cis + 5-FU
A Cis + 5-FU
AQ\&" n =255 n =246

Menauana Ha 001 TIPEKH ¢r 70,6 30,1
(Mecern)
(95% CI) QQ (49,0-NA) (20,9-51,5)
Koedumment na : 0,70
(95% CI) &Q; (0,54-0,90)
*p-cToiHOCY”, 0,0058
Menuan PSF (mecerm) 35,5 13,1
(95% (19,3-NA) (10,6 - 20,2)
K@e}n Ha pUCK: 0,71
(95% CI) (0,56 - 0,90)
**D-CTOMHOCT 0,004
Hait-no6po o6imo nmosnuseane (CR + PR) 71,8 64,2
ot xumuoreparus (%) (65,8-77,2) (57,9-70,2)
(95% CI)
***p-cToltHOCT 0,070
Hait-no6po o6imo nmosnuseane (CR + PR)
OT JICUEHUETO B IPOYIBAHETO
[xuMHOTEpaTHS 43- & 76,5 1,5

o (70,8-81,5) (65,5-77,1)
XUMHOIbUeTepanusi]|%
(95% CI)
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| ***p-croiiHocT | 0,209 |

KoeduuneHt Ha puck mo-mMainbek oT 1 € B monza Ha gonerakcesn + nucuiatal + 5-FU

* HEKOpUTUPaH JIOTAPUTMUYHO TPaHCHOPMUPAH PEHKOB TECT

** HEeKOPUTHPAH JOTAPUTMHUIHO TpaHCHOPMHUPAH PSHKOB TECT, HEKOPUTHPAH 33 MHOTOKPATHHU
CpaBHEHUS

*** Chi-square TecT, HEKOpPHUTHPaH 32 MHOTOKPaTHU CPaBHEHUS

NA - HETPHITIOKUMO

IleguaTpryHa IOMYJIAIIHS

EBpomneiickaTta areHmums 1o jJekapcTBaTa 0oCBOO0XKIaBa OT 3aAbJDKCHUETO 3a IPEJOCTaBIHE Ha
pesyiratute oT npoyuBaHusTa ¢ Docetaxel Zentiva BB BCHYKH MOATPYITH HA TIEIHATPUYHATA
MOITyJIAIMs 33 TIOKa3aHUATA PaK Ha I'bpjara, HeJpeOHOKIeThueH OenoapoOeH pak, pak Ha poC (ga,
CTOMAIIICH KapIIMHOM M paK Ha TJIaBaTa " musTa, 0e3 na ce Bkimrousat tut Il u 111 mo-manko

nudepeHnrpan Ha3ohaprHTeaieH KapinHoM (BxK. Touka 4.2 3a HH(GOPMAIHsi OTHOCHO YII 0a B
MeINATPUATA). Q

5.2 dapMakoOKHHETHYHHU CBOWCTBA (b(b

Abcopbrms &

dapmMakoOKMHETHKATA Ha JIOLETAKCEN € OLICHEHA TPH MAIIUEHTH C pa npuiarane Ha 20-

115 mg/m? no Bpeme Ha npoyuBanus oT ¢pasza I. KuneTnanusr np Ha JIOIIETAKCE €
JI030HE3aBHCHM M CHOTBETCTBA HA TPHKOMIAPTHMEHTHUS (ap KUHETHYCH MO C TOIYKUBOT 32
¢aszute o, B uy chorBeTHO 4 Min, 36 min u 11,1 yaca. Kbch a3a ce ObJIKU OTYaCTH Ha
OTHOCHTETTHO O0aBHUSA e(PIIyKC Ha TOIETAaKCel OT nepmng@t KOMITApTUMEHT.

PasnpeneneHue §

Crient npunoxenue Ha g03a ot 100 mg/m? noaﬁ)MaTa Ha eJHOYacoBa MHQY3HsL, € IOTYyYSHO CPETHO
MMKOBO T1a3MeHo HuBo 3,7 ug/ml cbve cb Ha AUC 4,6 h.ug/ml. Cpennure croitHocTi Ha
TOTAJIHUS KIIMPBHC OT OpraHu3Ma u 00 a pasmnpejiesieHne MPH CTAIMOHAPHO ChCTOSIHUE Ca

cwotBeTHO 21 1/h/m? n 113 |. aTepyRANBUIyaTHUTE BAPHALMHK HA TOTAJIHHS KIMPBHC OT OPraHu3Ma
ca nmpubnuzuTenHo 50%. I[ouem@n € CBbp3aH C IJIa3MEeHHUTEe IPOTenHN Haa 95%.

Eanmunupane O@

[Ipu Tpuma HaHHeHTI/IQg( ¢ IIPOBEJICHO NPOyYBaHe ¢ MapkupaH ¢ *C-mouerakcen. Jlomerakcen ce
EJIMMUHUPA U Upe HaTa M 9Ype3 U3MPAKHEHUATA B paMKUTE Ha 7 THU ciied mMUToXpoM P450-
MeIUHpaH OKH JIEH METa00IM3bM Ha TpeTUYHATa OyTHII-SCTEPHA TPyIla, KaTO eKCKPEIUATa Ipe3
ypUHaTa u u HEHUSTA OTTOBapsi CbOTBETHO HA 6% U 75% OT MPUIIOKEHOTO PATUOAKTUBHO

BCIICCTBO o110 80% ot IMOJIY4YCHOTO B USIMNPAKHCHUATA PAAUOAKTUBHO BCUICCTBO CC CKCKPLETHUPA 11O
BpeMe{@ﬂ, BuTe 48 vaca noa (bopMaTa Ha €AUH I''IaB€H HCAKTUBCH MeTadoauT U 3 BTOPOCTCIICHHU
He§ M MeTa0OJINTa K MHOT'O MaJIKH KOJIMUECTBA HEMIPOMCEHEH JICKAPCTBEH IMMPOAYKT.

Crenuanaiy noIyJaanun

Bv3pacm u non

[NonymanuoneH hapMakOKMHETUYCH aHAIN3 € U3BBPIICH C JOLETaKceN pu 577 MalueHTH.
dapMaKOKMHETUYHUTE MApaMETPH, ONIPEICNICHH Ype3 MOJIeNa ca MHOTO OJIM3KH JI0 TE€3H, TTOTyUYeHH
npu npoyuBanusta ¢asza [. dapMakokrHETHKATA HA AOIETAKCEN HE Ce MPOMEHS OT BBh3PACTTa WITH
ToJIa Ha MaIUeHTA.
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Yeprodpobuo yepeacoare

[Tpu manbk Opoit marmenTH (N = 23) ¢ KIMHAYHU JaHHA OT OMOXUMUYHUTE U3CIIEABAHUS, COUCIIN
JICKO JI0 YMEPEHO yBpexaane Ha yepHoapoOHara ¢pynkius (ALT, AST > 1,5 metu I'TH cBBp3aHo ¢
ankanHa ¢ocdataza > 2,5 et [ TH), 0OmmsT kKaupbHC € HamajieH cpeaHo ¢ 27% (Bx. Touka 4.2).

3aodvpoicane na meunocmu
KnupbHCHT Ha JIONIETaKceN He € IPOMEHEH MPU MAIMEHTH ¢ JIeKa JI0 yMepeHa 3aJIphKKa Ha TEUHOCTH
Y JIUTICBAT JIAaHHU MU MAIUEHTH C TEXKKA 33J[PhKKa HA TEYHOCTH.

KomOunupana Tepanus

Jloxcopybuyun (b'
Koraro ce n3nomnsBat B KOMOMHANNS, JOIETaKCEN HE TOBIUIBA KINPBHCA HA TOKCOPYOUIIMH 1 Q)
MJIa3MEHUTE HUBA Ha JJOKCOPYOHLIMHON (METa0OoNUT Ha TOKCOpyOuH). dapMakOKHHETHK
JIoLIeTaKces, AOKCOPYOULIMH U MKIo(ocaMua He ce MOBIUSIBA OT SAHOBPEMEHHOTO 1/1 Q
MPUIOKEHHE. Q
Kaneyumabun *

[IpoyuBane ¢a3a I, onensBamo edexra Ha KaenuTabruH BbpXy (hapMaKOKHH Ig’aTa Ha JIOI[ETaKceN U
00paTHOTO MOKAa3Ba, Y€ KaleUUTa0lH He BIIHsIE BbPXY q)apMaKOKHHeTHKaT@g')JoueTaKCeﬂ (Crmax 1

AUC) u nonerakcen HsMa epeKT BbpXY (papMaKOKHHETUKATa HA CHOTB s METa0OJIUT Ha
karerutabun Hapeuer 5’-DFUR. &
Hucnaamun

KimpbHCHT Ha jo1ieTakces Mpu KOMOWHUpPAHA TEPATTHSI C un@?l’aTHH € 1oJ00eH Ha TO3H, HaOIoaBad
pu MOHOTeparnus. DapMaKOKMHETUYHHUAT TPOGWIT HA IIUCRIATHH, TIPUIIOKEH CKOPO clie/ HHPY3USL
Ha JIOIETAKCell € MOI00CH Ha TO3U, HAOIF0/IaBaH NpU JIATUH KaTO MOHOTEpaIusl.

N\a

Lucnramun u 5-¢hnyopoypayun

KoMOWHHpaHOTO MPHIIOKEHNE HA JTOTIETaKCe CIUIAaTHH | S5-GIyopoypani npu 12 marueHTH ¢be
COJIMJTHU TYMOPH, HSIMA BIMSIHUE BHPXY AKOKMHETHKATa Ha BCEKU OTJICJICH JICKAPCTBEH MPOJYKT.
Ilpeonuson u dexcamemasou O

EdexThT Ha pEeTHU30H BBPXY AKOKWHETHKATa Ha JIOICTAKCE, IPUIIOKEH ChC CTaHapTHA
MIpEMEINKAITIS C AeKCaMeTas3 W3CIICIBAH MTPH 42 TAIMCHTH.

Ilpeonuson O

He e nabmronaBan e @ NpPEIHU30H BBPXY papMakOKMHETHKATa Ha JOIETaKced.

5.3 l'[penwz&ﬂn JaHHU 32 0€30IaCHOCT

KapuHHC}ﬁmﬂT MOTEHITHAN Ha JOIETaKCeN He € N3CIIe/IBaH.

Jl| 0 e, ue JJOLeTaKceN € MyTareHeH MpH in Vitro MUKPOHYKJIEapEeH TeCT U TECT 32 XPOMO30MHHU-
abepaunu Bepxy CHO-K1 kneTku u npu in vivo MUKpOHYKIJIEApEH TeCT MpHu MUIIKHU. Tol obaye, He
NpeIM3BUKBA MYTareHHOCT NP Tecta Ha AMES win npu Tecta 3a rennu mytauuun CHO/HGPRT.

Te3u pesynraTu 0TroBapAT Ha (hapMaKoJOrMYHATa AKTUBHOCT HA JI0IIETaKCell.

Hexenanute eekTn BbpXy TECTUCUTE, HAOIIOJaBaHU MIPH [IPOYUBAHUS 38 TOKCUYHOCT IIPY TPU3auU
MpEIoIarar, 4ye JOUeTakcel MOXKe Jia yBPEIn MBKKHs (hepTHUIIUTET.
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6. OAPMAIEBTUYHHA JAHHAU
6.1 Cnucbk Ha IOMOIIHHUTE BelIeCTBA
[Monucop6ar 80

Eranou, 0e3B0o1eH

JIumoHeHa KucenuHa

6.2 HecbBMecTUMOCTH

To3u nekapcTBeH MPOAYKT HE TPsIOBa Jia ce CMeCBa C IPYTH JIEKApCTBEHU MPOJYKTH, C PISKJIIOLIGH%
Ha IMOCOYEHUTE B TOUKA 6.6.

)
6.3 Cpok Ha roHOCT O&Q

HeotBopeH diakoH *Q
3 roauHu (b.
2e)

Crnen oTBapsiHe Ha (hraKoHa %]

Bceku diakoH e 3a eIHOKpaTHA yrioTpeda U TpsiOBa 1a ObJe U3MOI3BaH 1@3 0aBHO CJIe]] OTBAPSHETO
My. AKO HE € M3I0JI3BaH He3a0aBHO, BPEMETO U YCIIOBHATA HA ChXpa € 1o BpeMe Ha yroTpeda ca
OTTOBOPHOCT Ha TOTPEOUTETIS. %)

Cren npubaBsiHe KbM HH(Y3HMOHHUS CaK (bQ
Ot MuKpoOHoOrHYHa TTIeIHA TOUKa pa3TBapsHeTo/pazpexKganeTo TpsOBa na Obae HallpaBeHO MpU
KOHTPOJIMPAaHU U aCENTUYHHU YCIOBHS U neKapCTBeHH%(m)oayKT TpsiOBa 1a ObJie U3MON3BaH

He3a0aBHO. AKO HE € M3M0JI3BaH He3a0aBHO, BpeMe yCIIOBUSITA Ha ChXPAaHEHUE 110 BpeMe Ha
ymotpeba ca OTTOBOPHOCT Ha TTOTPEOUTEINS. &
Benapx nmpubaBeH, KakToO € IPEopHIAHO (dhy3noHHUS cak, AoreTakcel HH(Y3NOHEH pa3TBOp €

cTabuiieH 6 yaca, ako ce CbXpaHsBa no;\gg’c. Tps6Ba 1a ce u3MoN3Ba B paMKuTe Ha 6 yaca
(BKJIFOUMTEITHO €THOYACOBATA HHTpage;id3HA UHQY3U).

OcBeH ToBa (h3uYecKaTa u xp@%cmm cTaOMITHOCT B MEepHoa Ha U3ITOJI3BaHe Ha HMH()Y3NOHHUS
pas3TBOp, IPUTOTBEH cnope;:[?e OpPBKHUTE, JO0Ka3aHa B cakoBe, kouto He ca oT PVC e 10 48 yaca,
pi

KOTaTo Ce ChXpaHsBa M 0 8°C.

Jomuerakcen HH(i)ya@aeH pa3TBOP € MPECUTEH, TIOPAIN KOSTO MOXKE J1a KPUCTATU3HpPa C BpEeMeTO. AKO
CE MOSIBSAT KpI/IC@, Pa3TBOPHT HE TPAOBA Ja ObIe U3MOI3BAH U TPIOBA J1a CE U3XBBHPIIH.

A

6.4 Cnéﬂnnn yCJIOBHS HA ChbXPaHEeHHe

Ha @% cbxpansiBa Haj 25°C.
ChbXpaHsBa B OPUTHHAIIHATA OTIAKOBKA, 32 J1a Ce MPE/a3n OT CBETIINHA.
3a ycaoBuATa HA ChXPaHEHHE CIIC PA3PEKIaHE HA JICKAPCTBEHUS MPOIYKT BHYKTE TOUKa 6.3.

6.5 Buau chabpkaHue HA ONIAKOBKATA

7 ml pnaxoH ot po3payHo cTHKIO (THH ) ¢ MyprypHa anmyMHUHHEBa O0KAaTKa U IypIypHa
IIaCTMacoBa OTUYyIIBAIlla Ce Karaydka, Chabprkail 4 Ml KoHIeHTpaT.

Bcesika xyTns chabpka enuH QrakoH.

He Bcuuky BHI0BE ONAaKOBKH MOTAT Aa OBJIAT IyCHATH B POAAXKOA.
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6.6 CnenmajHu npeana3Hu MePKH NMPH U3XBHPJIsIHE U padoTa

Docetaxel Zentiva e aHTHHEOIIACTHYHO CPEICTBO U, KAKTO U MPHU JPYTH MOTCHI[HATHO TOKCHYHU
BEIECTBA, € HE0OXOIUMO TIOBUIIIEHO BHUMaHHE IIpK paboTa 1 MPUTOTBAHE Ha pa3TBopH Ha Docetaxel
Zentiva. TIpernopbyBa ce U3MOI3BAHETO HA PHKABHUIIH.

AKO KOHIIEHTPAThT WK HH(PY3MOHHUAT pa3TBop Ha Docetaxel Zentiva Biese B KOHTAKT ¢ KOXKarta,
M3MUITE IO He3a0aBHO U CTApaTEIIHO C BOJIA U CallyH. AKO KOHIIEHTPAThT WIH WHPY3UOHHUST
pastBop Ha Docetaxel Zentiva Bie3e B KOHTaKT C JMTaBHIIN, H3MUNTE TO HE3a0aBHO M CTAPATENHO C
BOJIA.

IToaroroBka 3a MHTPaBEHO3HO MPHIIOKCHUC @b(b.
Ilpucomessane na qu)VS’MOHHM}Z pasmeop '&
He uznon3Baiite APYI'd JIEKAPCTBCHHU MPOAYKTH € A0 E€TAKCE/, CHbCTOALIUA CE€ OT 2 KOHa

(koHIEHTPAT U PA3TBOPHTEJ) ¢ TO3M JiekapcTBeHn npoaykt (Docetaxel Zentiva 8(\ o/4 mi
KOHIEHTPAT 32 HH(Y3MOHEH Pa3TBOP, KOITO ce chbcToM camo ot 1 Q)nalcon).(b(b

Docetaxel Zentiva 80 mg/4 ml konuenTpat 3a uH}py3noHEeH pa3TBOP H@ncxna
NMpeIBapUTETHO Pa3TBapsiHe ¢ PA3TBOPUTE U € TOTOB 32 100aBsTHe 3TBOpa 32 HHPY3H.

Bceku dhnmakon e 3a eqHOKpaTHa yrioTpeba u TpsiOBa 1a ce H3H0H31Q%a6a3}10.

AKo (riakoHUTE ca ChbXpaHSBaHH B XJIaJUIIHUK, OCTABETE Heoé;?)nHMHﬂ oOpoit kyruu Docetaxel
Zentiva koHIeHTpar 3a HH(Y3HOHEH Pa3TBOP Ja npeCTO;nQVMHyTH npeau yrnorpeda mox 25°C.
Moxe na ca Heooxonumu mosede ot 1 ¢rakon Docet Zentiva KOHIICHTpAT 3a HH(PY3UOHECH
pas3TBOp, 3a J1a ce MOoIy4d HeoOXoauMaTa 3a manue 03a. ACENITUYHO U3TETJIETe HEOOXOJUMOTO
koiudecTBo Docetaxel Zentiva koHueHTpar 3a MOHEH Pa3TBOP, KaTO M3II0JI3BATE TPaynpaHa
CIIPMHIIOBKA ¢ uriia 21G. (b‘

B Docetaxel Zentiva 80 mg/4 ml ¢paak g}KOHueHTpam/mTa Ha nonerakces e 20 mg/ml.
Heobxomumusr o6em Docetaxel ZentivakoniieHTpar 3a nH(Y3HOHEH pa3TBOp TPsAOBa 1a Obe
HIDKEKTUPAH € €AHOKpaTHA MHKCK (emHo BnpbckBaHe) B MH(Y3HOHEH cak win O6anka ot 250 ml,
chabpikamia uii 5% paszreop Haws0oko3a wim 9 mg/ml (0.9%) pa3tBop Ha HaTpHEB XJIOPUI 3a

uHby3usl. OQ\

AKo e HeoOxo1Ma 110 Q)-ronﬂMa ot 190 mg norerakcen U3MONI3BANTE MO-TOIIM 00eM
nH(Y3UOHEH HOCI/ITQ\T Ka, 4e J1a He ce HajBuInasa koHrentpanusara 0,74 mg/ml gornerakcern.

Cwmecete KaTQ{&mamaTe ¢ polie MH)Y3UOHHUS CaK WK OaHKa.

Unodys AT CaK ¢ pa3TBOp TPsOBa a ce U3Moa3Ba B paMKUTe Ha 6 yaca moa 25°C, BKIIOUUTETHO
eIHO &BaTa WHQY3Us Ha TalyeHTa.

KakTo mmpu BCHUKH TTapeHTepaIHU MPOAYKTH, pa3TBOPHT 3a mH(y3ust Docetaxel Zentiva tpsbsa na ce
MPOBEPU BU3YAITHO NIPEH yroTpeda, KaTo pa3TBOPH ChIBPXKAIIY yTalika TpsOBa 1a ce U3XBBPIIAT.

Hewnsnon3panuar nekapcTBEH NPOIYKT WM OTHAIFYHATE MaTEPHATN OT HETO TPAOBA /1a Ce U3XBBPIISAT
B ChOTBETCTBUE C MECTHUTE U3UCKBAHMUS.

7. HNPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

Zentiva k.s., U kabelovny 130, 102 37 Prague 10, Yemka pemy06imka
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8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/07/384/004

9. JATA HA ITBPBO PA3PEIIABAHE/IIOJJTHOBSIBAHE HA PASPEHIEHUETO 3A
YIHOTPEBA

[aTa Ha mepBo pazpewmasane: 20 anpun 2007 .
Jlara Ha mocnearo mogHoBsBanHe: 20 ampui 2012 1.

{y

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA @b
<
[Monpo6Ha nH(pOpMaIMs 3a TOBA JICKAPCTBO € MPEAOCTaBeHA Ha yeOcaiiTa Ha EBponeﬁQQa areHIus
1o JiekapcTBara http://www.ema.europa.eu. %
o0
“\Q)
S
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1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Docetaxel Zentiva 160 mg/8 ml koHmeHTpaT 32 HHPY3UOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB
Bcexu ml ot koHnentpara cbappxka 20 mg nonerakcen (docetaxel) (kato Tpuxuapar).
Enun dmakon ot 8 ml konteHTpar chappka 160 mg mgomerakcer.

IToMOIIIHO BEIIECTBO C U3BECTHO JICHCTBUC:

Bceku ¢uakon koHmeHTpar cbabpika 4 ml eranon, 6e3sozen (3,16 Q). Q)(b'
%)
3a IBJIHUA CITUCHK HA TIOMOIITHUTE BEIIECTBA BIKTE TOUKa 6. 1. &Q
<P
3. JEKAPCTBEHA ®OPMA (b.*
D>
KonmuenTpar 3a uady3noneH pa3rBop (CTepuieH KOHIEHTPAT) &
KoOHIIEHTPaThT € GJIEM0KBIT 10 KahEHUKABOXKBIIT Pa3TBOP. &QQ\
Q@
4.  KJIUHUYHU JAHHUA ,b‘b

\
o
S

Pak Ha repaara ¢

4.1 TepaneBTUYHHU MOKA3ZAHUS

Docetaxel Zentiva B komOuHarms ¢ HOKcop@mH u nukinodocdaMus e moxkazas 3a allOBaHTHO
JieueHHne Ha MalUeHTKH C: %)
e  omnepa0WieH paK Ha I'bPJ a‘é}c 3acsraHe Ha JIUMQHHUTE BB3IH
e  oIepaOWICH pak Ha I‘LKZ[ 0e3 3acsaraHe Ha JIUM(PHUTE BH3ITH

3a marMeHTKy ¢ 0nepa6nn$$ Ha TbpAaTa 0e3 3acsaraHe Ha TUMQHUTE BB3JIH, aJIOBaHTHATA
Tepamnus TpsOBa a ObJie WYeHa JI0 MAlMeHTKH, TIOAXO/SIIH J1a TOJy4YaBaT XUMHOTEpaIus,
CBIITACHO yCTaHOBeHH&mnyHapoz{HH KpUTEPHH 32 TbPBUYHA TEPaNKs Ha paHEeH paK Ha I'bpAaTa
(BX. Touka 5.1).

Docetaxel Zenti @\{\OM6HHam/m C JOKCOPYOUIIMH € TOKa3aH 3a JeYEeHHE Ha MalEHTKH C JOKaITHO
HaTpe/IHaIl WA MCTACTATHYCH PAK HA I'bPJATa, KOMTO TPE/IM TOBA HE Ca IT0JTy4aBalli LIATOTOKCHYHO
JICYCHHE IT 1 TTOBO/I.

Doc Zentiva kaTo MOHOTEpanus € MOKa3aH 3a JICUCHHUEC Ha NMAlIUCHTKU C JIOKAJIHO HAIlpEeaHall
nu €TaCTaTUYCH PaK Ha I'bpAaTa CJIC HCYCIICX Ha IUTOTOKCUYHA XUMHUOTCpPAIIH. HpeﬂxonHaTa
XUMHUOTEpAInA Tp5{6Ba Ja € BKIIIOYBaJIa aHTPALMKINH WINW aJIKUJIUpall arcHT.

Docetaxel Zentiva B komOuHaIHs ¢ TpacTy3ymad € MmoKa3aH 3a JeYeHHEe Ha MAIlHeHTKH C
METacTaTU4eH paKk Ha I'bplaTa cbe cBpbXxekcnpecus Ha HER2 u xouTo npenu ToBa He ca Ounn
JIEKyBaHU ¢ XUMHOTEpaNus 32 METaCTaTUYHO 3a00JIsIBaHE.

Docetaxel Zentiva B komOnHAIMA ¢ KanenUTaONH € IMOKa3aH 34 JICYEHUE Ha MTALUEHTKH C JIOKAJIHO

HaIpeHall WM MeTacTaTHYEH paK Ha T'bpJaTa ciell HeycleX Ha IIMTOTOKCHYHA XHMHOTEPAIHsl.
[IpenxonHara Tepamnus TpsOBa /1a € BKIIOYBAIa aHTPAIUKIINH.
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HenpebuoknerpueH 0enoapo0eH pak

Docetaxel Zentiva e mokasan 3a jieueHre Ha MAIMEHTH C JIOKATHO HAMPEIHAT WIIA METACTaTHUCH
HeIpeOHOKIIETHUCH OeNOAPOOCH pak ciieq HeYCIeX Ha MPEeIX0IHa XUMHUOTEPAITHSI.

Docetaxel Zentiva B koMmOMHaIMs ¢ MUCILIATHH € TTOKA3aH 3a JCUEHHe Ha MAllMeHTH ¢ HHOIIEPaOWIeH,
JIOKQJTHO HAIPEHA WK METACTaTU4YCH HEIPEOHOKIETHYCH OEI0IPOOCH PaK MPpH MalUEHTH, KOUTO

HC Ca MoJIydyaBajiu XUMHUOTEpaIusd 1o nmoBoa ToBa 3a00J1sBaHe.

Pak Ha mmpocrarara

Docetaxel Zentiva B koMOMHAIMS ¢ IPEIHU30H WK MTPEIHU30JIOH € TIOKA3aH 3a JIEYEHNE Ha T1a I/IWI/I
C METAaCcTaTU4CH, PE3UCTEHTCH Ha KaCTpaIUs paK Ha MmpocraTaTa. &

TAXOTERE B komOuHalms ¢ anaporeH-u3depnsaina tepamnus (androgen-deprivation the ADT),
CbC WM 0e3 MPEIHU30H WIH TIPESHU30JIOH, € MTOKA3aH 32 JICYCHHE Ha MAlUeHTH C MeTQ@WIeH
XOPMOHOYYBCTBUTEJICH PaK Ha MIPOCTATATA. *

CroMaliieH aJleHOKapIHOM %
Docetaxel Zentiva B koMOMHaIMS ¢ HUCIUTATHH U S-(QIyopoyparii e I H 3a JICUEHHE Ha
MAaIMEeHTH ¢ METACTaTHYCH CTOMAIIICH aICHOKapIIMHOM, BKIFOUHUTEI CHOKapIMHOM Ha

ractpoe3oareanrHaTa Bpb3Ka, KOUTO HE ca IMOJTy4aBali Mpe;Iu TOBR,XMMHOTEPANHS 32 METACTATHIHO

3a00JIsIBaHeE.
’Z;b

Pak Ha rnaBaTa v mmsTa OQ
Docetaxel Zentiva B koMOHMHAIMS ¢ IUCIUIATHH U 5 OpOypanui € MoKa3aH 32 WHIYKITHOHHO
JieueHNe Ha MAIMEHTH C JIOKAJTHO HAIPEHAN C HOKJICTHYCH KaplIMHOM Ha TJIaBaTra W IIusATa.

4.2 Jlo3upoBKa U HAYMH HA npnnomeﬁ

Ynorpebara Ha gorieTakceln TpsoBa %g:ne OrpaHUueHa JI0 3aBEJICHHS, CIICIIUATIM3UPAHN B

MPUIaraHeTo Ha HUTOTOKCHYHA noTepanus U TpsOBa a ce mpuiara camo 1ol KOHTPOJI Ha JeKap,
KBaJM(HULIUPAH B IPUIaraHeT POTHUBOpAaKOBA XUMHOTEparnus (BXk. ToUka 6.6).
Jlo3upoBka QO

3a pak Ha rppAATa, s@upe&{omenqeﬂ 0enoIpoOCH pak, pak Ha CTOMaxa M PaK Ha TJiaBaTa | IIHsTa,
MOXe Jia ce Hsr%a npeMeTUKaIusl ChCTOSIIIA CE OT MepOopaieH KOPTUKOCTEPOH]T, KATO

JeKcaMeTas Mg mHEeBHO (HaTp. 8§ MY ABa MBTH JHEBHO) B MPOABDKCHHE HA 3 THU, KaTo Ce
3aroune 1 Mpe/v MPUIIaraHeTo Ha JOIETAKCEN, OCBEH aKo HsAMa IMPOTHBOIOKA3aHUsI (BX. TOUKA
44).3 GOrixasane Ha pHCKa OT XeMaTOJIOTHYHA TOKCHYHOCT, MOXeE J]a C€ M3M0JI13Ba NPO(PHUIAKTUIHO
rp &HTCH kosoructTumMysupari dakrop (G-CSF).

[Ipy MeracTaTuueH, pe3UCTEHTEH HA KacTpalus paK Ha MpocTaTaTa, MUMalKy MpeABK] ChITbTCTBALIOTO
MPUIOKEHUE Ha TPESTHI30H HITH MIPETHU30JIOH, TIPETIOPBUNTEITHATA CXEMa Ha ITPEMETUKAITHS €
nepopasieH Jiekcameraszon 8 mg, 12 yaca, 3 gaca u 1 yac npenu nHY3HATa HA TOTIETaKceN (BXK. TOYKA
4.4).

[Ipu MeTacTaTuueH, XOPMOHOUYBCTBUTEJICH PAaK Ha MPOCTAaTaTa, HE3aBUCUMO OT ChII'bCTBAILATA
ynorpeba Ha MPeAHN30H WK MPETHU30JI0H, MPEMOPbUYUTENHATA CXeMa Ha IPeMEUKaIus €
nepopaieH fexcamera3zon 8 mg, 12 yaca, 3 gaca u 1 gac npenu nHdy3usaTa Ha TOLUETaKCeN (BXK. TOUKA
4.4).

3a HaMaJsBaHE Ha PUCKA OT XEMATOJOrHYHA TOKCHYHOCT, MOKE Ja CE M3I0JI3Ba MPOPHUIAKTHIHO
rpaHyJIoNUT-KoToHHOCTUMY Hpar paktop (G-CSF).
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JlolieTakcen ce mpuiiara Karo eIHo4acoBa HH(QY3Us Ha BCEKH TPH CEAMMIIM.

Pax na evpoama

[Ipu anroBaHTHO NIeueHNe Ha OnepaduiieH pak Ha I'bpAaTa ChC 3acArane Ha TMMGHHUTE Bb3IU U 0€3
3acsAraHe Ha TMM(HUTE BB3IIM, IPENOPHYNTENHATA 1032 Ha JOLETaKces € 75 mg/m? npuioxen 1 gac
caen gokcopyoumun 50 mg/m? u muknodocdamun 500 mg/m? Ha Beekn 3 ceaMUIM ¢
npoasmkuTenHocT 6 uKhiIa (TAC pesknm) (BXK. cbino Kopekiuu Ha 103aTa 1o BpeMe Ha JIedeHue).
3a JieueHUe Ha MAIUCHTKHY C JIOKAJTHO aBaHCHPAJI WIK METACTaTUYCH PaK Ha I'bpJiaTa,
IpenopbyUMTENHATA 103a Ha jouerakcen e 100 mg/m? kato moroTepanus. [Ipu jeuenue ot mbpBa
JMHHESA, foueTakcen 75 mg/m? ce npuiara B KOMOMHAIMS ¢ gokcopyourm (50 mg/m?).

B KoMOMHALKA ¢ TPACTy3yMal, IpenophYnuTeIHaTa 03a Ha gouerakcen € 100 mg/m? na Bceku pb
CEeJIMUIIM, KaTo TPacTy3ymal ce mpuiiara exxeceIMUIHO. B Xxo/1a Ha OCHOBHOTO U3NHUTBAaHE, %

II’bpBOHAYATHATA WH(Y3MSI Ha JAOIETAKCENl € 3aII0YBaHa Ha CJICJBAIINSA JCH CJIe]l ITbpBaTa JIQ
Tpacty3ymab. Crensanure 1034 JOIETAKCEIl ca MPUIaraHd He3a0aBHO CIIe]] MPUKITIOYBA
nH(Y3UATa ¢ TPACTy3yMa0, ako MpeaXoIHaTa J103a TpacTy3ymad e TosepupaHa 1o0pe
MPUIOKEHUETO Ha TpacTy3yma0, BikTe KpaTkara xapakTepucTHKa Ha POTyKTa Tpa%ysyMa&

B xomOuHanms ¢ kaneruTabuH, TperopbhunTeIHATA 1032 Ha JOIeTaKkcel ¢ 7 @mz Ha BCEKH

3 cenMuIM 3aeIHO ¢ KanenuTabun B g03a 1 250 mg/ M2 nBa MHTH JHEBHO kute Ha 30 MUHYTH
CJIe]] XpaHEHe) B MPOIBIDKCHHE Ha 2 CEIIMUITH, MTOCIEABAHU OT 1-ceam TIepHOJ Ha TIOYMBKA. 3a
M3YUCIIIBAaHE J03aTa Ha KarenuTabuH ChboOpa3HO ¢ TelieCHAaTa ITOBb T, BIkTe Kparkara

XapaKTepPHCTHKA Ha MPOTyKTa KarmennTabuH.

<
Heopebroxiemvuen benoopoben pax (b
[Ipu narueHTH, KOUTO HE ca MOAJIaraHu 10 MOMEHTA Ha X OTeparH/m MpenopbUruTEIHATa CXEMa Ha
npuarase € goueTakcen 75 mg/m? nociensan H6336 OT nuciaTu 75 mg/m? B npoabinKeHne
Ha 30-60 MunyTH. 3a JIeyueHHE Ciie HEYCIeX Ha IT JTHA XUMHOTEpanus, OCHOBaBallla ce Ha
IIaTHHA, TIPEToOphUNTEIHATa 103a € 75 mg/ m2 OHOTEpAIusl.

Pax na npocmamama @

Memacmamuuen, pe3ucmenmeH Ha Ka Yus pak Ha npocmamama

lIpenopbunTenHara 103a Ha JOLUETAKCEI € 75 mg/m?. TIpeIHU30H WK TIPEHU30JIOH 5 MQ MEPOPaTHO
JIBa IbTH JHEBHO Ce€ MpHJIara HCT\@KLCHS.TO (Bx. Touka 5.1).

Memacmamuuen, XopmoHo,
[Ipenoppunrennara 103
MPETHU30JIOH 5 MQ 11

X

sumesen paKk Ha npocmamama
erakcen e 75 mg/ M? Ha BCeKkH 3 CeMHUIH 3a 6 UKbIA. [Ipeanuzon wiu
JTHO JIBa ITHTH JTHEBHO MOJXKE J1a CE TIPUJIAraT HeIPeKbCHATO.

Cmomawen ao PYUHOM
[penopbum Ta 103a jouerakcen e 75 mg/m? karo 1-4acosa uH(y3us, MOCIEABaH OT UCILIATHH
75 mg/m? 1 no 3 wacosa nH(py3us (1 1BaTa camo B JieH 1), mocienBaHu oT S-(Iyopoypanui

750 m%@' HEBHO, IPUJIOXKEH KaTo 24-4acoBa HeMpeKbcHAaTa HHPY3HUS 3a 5 THU, KOSTO 3al04Ba CJIe]
Kpasd @3 uH(ysusita ¢ uucruiatiy. Jledennero ce mosTaps Ha Beeku Tpu ceamuuu. Ilanuenure
TPHOBA J1a MONyyaT MpeMeIUKAIHSI C AHTHEMETHIIN U MTOIXOASIIA XUApaTalns 3a MPUI0KCHHUETO Ha
IUCIIIATHH. 32 CHIDKABAHE HA PUCKA OT XeMaTOJOTHYHA TOKCUYHOCT, TPSIOBA Jla ce M3I0JI3Ba
npoduiaaktiuuHo G-CSF (Bxk. cbio Kopekiiuu Ha g03aTa 1o BpeMe Ha JICUCHHUE ).

Pax na enasa u wiua

[MTanmenTture TpAOBa Aa MOMyYaT MPEMETUKANUI ¢ aHTHEMETUIN M TIOAXO/AAIIA XUIpaTalust (TIpeay 1
CIIe[ IPUJIaraHeTo Ha MUCIUIATHH). 3a CHIDKAaBaHE Ha PUCKA OT X€MaTOJIOTUYHA TOKCHYHOCT, TPAOBa
na ce u3nonsBa npoduiaaktuaHo G-CSF. Beudky nanueHTH B paMoTO Ha JOIETaKCeN B IPOYYBAHHUATA
TAX 323 u TAX 324, nonyuaBaT aHTHOMOTHYHA TPOPHUIAKTHKA.

e MunykuyoHHa XuMuoTepanus nocieapana ot spyerepanus (TAX 323)
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3a MHAYKIIMOHHO JICYCHHE Ha HHOIEPaOHIICH JIOKAITHO HAIPEIHAJ CKBAMO3HOKJIETHYEH KapIMHOM
na rasara u musita (SCCHN), npenopbsunTennara no3a gouerakcen e 75 mg/m? karo 1-4acosa
uH)Y3Ms, TOCIEABAH OT MUCIUIATHH 75 My/M? moBede ot 1 yac, B IeH MbPBH, TIOCIIEABaHH OT 5-
¢ayopoypaumn 750 mg/m? qHEBHO KaTo HENpeKbCHAaTa MH(Y3Ks 3a TeT AHU. Taszu cxema ce
TIpUIIara Ha BCEKH 3 cenMuIn 3a 4 mukbiaa. Ciel XuMroTepanus, MalueHTHTe TPSAOBa 1a morydar
JTbYeTepanusl.

e MHaykumoHHa XMMHUOTepanus nocieaaHa ot xumuoiasuerepanus (TAX 324)
3a MHAYKIMOHHO JICYCHHE Ha MAIIMEHTH C JIOKATHO HalpeaHa (MPaKTHYECKU HEBb3MOXKHO
XUPYPTUYHO OTCTPaHSIBAaHE, MaJIKa BEPOSATHOCT 32 XMPYPTUYHO JICYCHHE H C LIeJT 3arla3BaHe Ha
oprana) CKBaMO3HOKJIEThYEH KapIuHoM Ha TiaBarta u mmsata (SCCHN), npenopsunTennara go3a
nouerakcen e 75 mg/m?kato 1-gacosa nadysus B geH 1 nmocneasana ot mucmwiatua 100 mg/m
kato 30-MuHyTHa 10 3-4acoBa UH(Y3Hs, TIOCIEABAHN OT S-puyopoyparmin 1 000 mg/m? z[
KaTO MPOABIDKUTETHA HHOY3Ust 3a 4 nHu. Tazu cxema ce mpuiiara Ha BCEKU 3 CeIMHIIN
3 mukbia. Crien XUMHOTEpaIHs, MAlMEeHTUTE TPSIOBa 1a MoJTy4yar XI/IMI/IOHL‘{eTepaH%&Q

3a amanTrpaHe Ha J03aTa Ha MUCIUIATHH U S-(hIyopoyparw, BIKTe choTBeTHaTa K a

XapakTeprCcTHKa Ha TIPOYKTA. (b(b

Kopekinu Ha J1o3ata o BpeMe Ha JICUeHHe Q&@

Obwu \Z

Jouerakcen TpsOBa aa ce mpuiara, Koraro OposT Ha HeYTpO(i)I/IJIH@ > 1 500 xknerkn/mm?. Ipu
TIAIUCHTH, Pa3BUIN (peOpriTHa HEYTPOIICHUS, Opoii Ha HEYTPO Te < 500 knetkn/mm? B

IIPOABIDKEHUE Ha TIOBEYE OT €[HA CEIMUIIA, TEXKH WIN KyM WUBHU KOXKHU PEaKIUU WU TEXKa
nepugepHa HEBPONaTHUs 110 BpeMe Ha Tepamus ¢ IOLETaKCOW, 103aTa Ha JIoLeTaKcel TpsiOBa a ce
namasm ot 100 mg/m? na 75 mg/m? w/vnu ot 75 Ha 6 /M2, AKO TIaLMEHTHT TIPOIBIDKH 1a

NPOSBSABA TE3M PEAKIMHU IpH 1032 60 Mg/m? neuen C JoueTakces TpsiOBa J1a ce IPeyCTaHOBH.

Aoweanmna mepanusa npu pax Ha 2bpoama Q

[IspBuuna npodunaktuka ¢ G-CSF Tpsd Qz ce o0ChHaM MY MAITUEHTKH, TTOJTy9IaBalId JOIIETAKCEl,
nokcopyonuuH u nuknodochamug (T JIOBaHTHA TEpamnus 3a pak Ha rbpaata. [lpu manuenTkure,
pasBuBaBaliy GeOpriIHa HeYTPOLICHIBY /UM HEYTPOIICHUYHA HHEKLKsL, 103aTa Ha JOLETaKCel
TpsiOBa 1a ce Hamanu Ha 60 mg/ ‘5B BCHUKH MOCIIEABAIIN UK (BX. ToUkH 4.4 u 4.8). IIpu
TTAIIACHTKY, Pa3BHIIA CTOMATH a WK 4-Ta CcTeleH, 1o3ara TpsadBa aa ce Hamaan 10 60 mg/mz2,

B kombunayus ¢ uucnﬂa:mp

[Ipu naumenTtu c mb B@?\ﬁanﬂa no3a 75 mg/m? nonerakcen B KOMOMHALMSA C IUCILUIATHH, HA KOMTO
Hail-HUCKUAT OpoU POMOOLITHTE IO BpeMe Ha MPEAUIIHNS KypC Ha Tepamus € On

< 25 000 knetk 3, WK NIPY TIAMEHTH ¢ PeOPUIIHA HEYTPOIIEHHS, UM [IPH MALMEHTH ChC
CepHo3Ha H aTOJIOTMYHA TOKCUYHOCT, J103aTa Ha JOIETaKCeN B CIEBAINTE [IUKIIHN TPSOBa 1a ce
HaMaJu & mMg/m?. 3a KOpeKIs Ha J103aTa Ha IUCIUIATHH, BIKTE ChoTBETHATa Kparka
xapax@bnﬂ(a Ha MPOIYKTA.

%)

B%w&mauuﬂ ¢ Kaneyumaobun

e 3aajmanTHpaHe Ha JI03aTa Ha KarenuTaOuH, BiokTe KpaTka xapakTeprucTika Ha MpoayKTa
KarnenuTaOuH.

o [lpu marueHTH, pa3BUBAIIY ITHPBU €MTN30]] Ha TOKCHIHOCT CTeneH 2, KOHTO MmepcucTrpa B
MOMEHTA Ha CJIeIBallys UK JISYEHHUE C JOLE€TaKCel/KaneuTaduH, OTI0KETE IMKBIIA 10
3aTUXBaHe Ha siBieHusATa 10 creneH 0-1 u npoxbmkere che 100% oT mbpBOHAYATHATA /1034,

o [lpu namuenTH, pa3BUBAIIY BTOPH €MU30/ Ha TOKCHYHOCT CTENeH 2, WK ITbPBU €MU30]1 Ha
ToKcu4HOCT CTeneH 3, o KOETO U J1a € BpeMe OT TEPANEeBTUYHHUSA UK, OTIOXKETE JICUCHUETO J10
3aTUXBaHe Ha sABJeHMATa 10 crenel 0-1 ¥ MpoabInKeTe IEYEHHETO ¢ JoUeTakcen 55 mg/m?.

o [Ipy BCHYKHM TOCIIEIBAIIN €TU30AM HA TOKCHYHOCT, WJIM KaKBaTO M Ja € MPOosiBa Ha TOKCHIHOCT OT
CrerieH 4, mpekpaTeTe JICUSHUETO ¢ JOIIETAKCE.
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3a MoaubuKaIMU Ha 103aTa Ha TpacTy3yMmao, BukTe KpaTkaTa xapakTepucTHKa Ha POIYKTa
TpacTy3ymao.

B xombunayus ¢ yucnnamun u 5-gonyopovpayun

AXO BB3HUKHE eMu30/] Ha (eOpHIHA HEYTPOIICHHS, TIPOIBIDKATEITHA HEYTPOTICHHSI WITH
HEYTpOIIeHUYHa HHPEKIUS BhIpeKH npuinoxenneTo Ha G-CSF, no3ara Ha noneTakcen TpsaoBa na
ObJe HamMaseHa oT 75 Ha 60 mg/m2. Ako Bb3HUKHAT IOCIICBAIIM CITH30/IM Ha YCIOKHEHA
HEYTPOIIEHHS, 103aTa Ha JIoLeTaKces TpsAOBa 1a Ob1e Hamanena ot 60 Ha 45 mg/m?. B ciy4aii Ha
TpombornmToneHust CterneH 4, 1o3ara Ha JA0IeTaKCeN TpsAOBa Aa Obje HamaieHa ot 75 Ha 60 mg/ m?.
[Naruenture Ha TpsAOBA Ja OBJAT MOJJIATAHH HA ITOCIICABAIIY ITUKIH C JOIETAKCEN, TOKATO
HEeyTPOUIINTE CE BH3CTAHOBAT 10 HKUBO > 1 500 kiteTkn/mm?, a TpOMOOLMTHUTE CE B3CTAHOBST [0
HuBo > 100 000 knetkn/mm?. TIpeycTaHoBETe ICYEHHETO, AKO TE3U TOKCUYHHU PEAKIIHU HEPCHCT pg
(Bk. Touka 4.4). @é

HpeHOp’b‘{I/ITCJ'IHO aJlaliTUpaHe Ha A03aTa IMpU NalluCHTH, JICKYBAHU C JOLICTAKCCJI B KOMO QI/ISI C

UCIUIaTHH U S-ayopoyparn (5-FU): *Q
ToxcuuHocT Kopexkuus Ha 103arta 0;0

Huapus cteneH 3 ITspBu enm3oxn: Hamanere no3ata Ha 5-FU ¢ 20%. @)
Bropu enuzon;: cien Topa HaMaseTe 1o3ara Ha aougrakcen ¢ 20%.

Huapus cteneH 4 IIspBH enn3oxa: HaManeTe 103aTa Ha JOLETaKC @\S-FU ¢ 20%.
Bropu enn3on;: mpeycTaHOBETE JICUCHHUETO.

£

Cromatut/myko3ut | [IbpBu enmu30.1: HaMasieTe fo3ara Ha 5-F 0%.
cremneH 3 Bropu enmzon: cipere camo 5-FU Bb KM TIOCIIEABAIIH LK.

TpeTu enu3o/: HaMajeTe 103aTa H etakcel ¢ 20%.
CroMaTuT/MyKo3uT | IIbpBH emu301; cipere caMo 5-FO)BBB BCHUKH MOCIIE/BALIH K.
cTerneH 4 Bropu enuzon: Hamanere nozata Ha pouerakces ¢ 20%.

N

3a KopeKLus Ha 103aTa Ha HUCIUIATHH U 5-] ypauui, BUXKTe cboTBeTHaTa KpaTtka
XapaKTepUCTUKa Ha TIPOJYKTHUTE. @Q)

ITpu ocHoBuuTe SCCHN u3nuTBaHME g;meHm, KOHUTO Ca Pa3BHJIM YCIOKHEHA HEYTPOIICHHS
(BKITFOUMTEITHO TIPOIBIDKATETHA HEYTPOIIeHNs, (heOpruTHa HEYTPOTICHHS, HITH MHDEKITHS), ©
npenopbyana ynorpebara va G ’éS 3a OcUTypsiBaHe Ha MPO(UIAKTUYHO MOKpuTHE (Hamp. 6-15 nen)
BbB BCUUKH MTOCIICABAIIN un@

Crenunanau HOHVJIaHP@Q

POOHO yepedicoane

PMaKOKMHETUYHMTE JaHHH 3a JoleTakcen B 103a 100 mg/m? kato camocTosTenen

MEHTH C €IHOBPEMEHHO NoBUIIeHHe Ha TpaHcamuHaszuTe (ALT n/unn AST) Hax

1,5 HL”@ HaTa rpanuia Ha HopMmata (I'TH) u ankanHa docdaraza nag 2,5 metu I'TH,

HW YuTEHATA 1034 Ha gouerakcen € 75 mg/m? (sx. Touku 4.4 u 5.2). IIpu nanueHTHTE CHC
e

Tayuenmu c ue
B®3 ocHOBa

ce H Ouupyoud > I'TH u/umu ALT u AST > 3,5 netu I'TH 3aenno ¢ ankanxa ocdarasza

> 6 meti ['TH, He MOke 1a ce mpenopbya peAyKIKs Ha J103aTa U A0LETaKcel He TpsOBa Ja ce
nmpusara, OCBEH MPH CTPUKTHH MOKA3aHU.

B koMOWHAaIMS ¢ MUCIIATHH U 5-QIyopoypaliui 3a JieueHHe Ha MAIl[MeHTH ChC CTOMAIICH
a/ICHOKAPIIMHOM, OCHOBHOTO KJIMHUYHO U3MUTBAHE € M3KII0UMI0 nauentd ¢ ALT w/nnu

AST > 1,5 metut [TH, 3aemHo ¢ ankanna hocdaraza > 2,5 nbtr ['TH u 6unmupy6un > 1 netu ['TH;
MIPY TE3W MAIMEHTH HE MOXKeE Ja ce Mpernophya PeAyKIHs Ha J03aTa | JoIeTaKkcell He TpsOBa Ja ce
npuiara, OCBEH MpH CTPUKTHU TokazaHus. Hsama HanmdHa uHpopMaIys 3a NarueHTH ¢ YepHOIPOOHO
yBpEX/IaHe, ISKYBAHH C JAOIETAKCENT B KOMOMHAIIHS [IPU IPYTUTE TOKA3aHHUS.
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Ieouampuuna nonyrayus

BbesonacHoctTa n epukacHocTTa Ha DOcetaxel Zentiva npu HazodapuHreaneH KapiuHOM MPH Jela Ha
BB3pacT oT 1 Mecen 10 18 romuHU BCe OIIe HE ca yCTAaHOBEHU.

Hsama crotBeTHO Mpuiiokenue Ha Docetaxel Zentiva B meauaTpuyHaTa NOMyIaIKs 3a MOKa3aHUATA
pak Ha IbpJaTa, HeIPEOHOKIETHUCH OSIOAPOOCH pak, paK Ha IIpocTaTaTa, CTOMAIIICH KapIIMHOM M pak
Ha TJIaBaTa | musTa, 06e3 na ce Bkimousat Tt | u 111 mo-manko nudepennmpan HazodhapuHTEeaneH
KapIMHOM.

Xopa 6 cmapuecka 6v3pacm

B®3 ocHOBa Ha momynanuoHeH papMaKOKUHETHYCH aHAIN3, HAMA CIICIUAHH yKa3aHUs 3a yrnorpeda
MIPU XOpa B cTapuecKa Bb3pacT.

B xomOuHanws ¢ kaneruTabuH, IPY MAIMEHTH Ha Bh3pacT 60 1 oBede TOIUHH, CE MPEMOPHIBA, (b'
HaMaJsIBaHE Ha HayaJlHaTa /103a Ha KarenuTadud Ha 75% (Bk. KpaTkaTa xapakrepuctuka Ha b

MPOAYKTa KaneuuTabuH). Q@
&

Hauwn Ha nmpuioxeHue QO
3a yka3aHusi OTHOCHO TIPUTOTBSHETO M MPUIIOKEHUETO Ha MPOAYKTA BUXKTE TOYKA 6.

4.3 TIlpoTuBomoKa3zaHus
%

CBpPBHX4yBCTBUTEIHOCT KbM AKTHBHOTO BEIIECTBO MJIA KbM HIKOE OT n@&u}lme BEIIECTBA,
n30poeHu B Touka 6.1. &

[ManmenTu ¢ u3xonen Opoii Ha HeyTpoduute < 1 500 kieTkw/,

[TanmeHTH ¢ TEXKO YePHOAPOOHO YBpEeKAaHe (BXK. TOUKH Q u4.2).

[IpoTHBOMOKA3aHUTA 32 IPYTH JIEKAPCTBA MIPH KON@I/I})&HG C JIOLIETaKCeN ChILO Ba)ar.

4.4 ChneuuajJH4u mpexynpexIeHus u npe@%lm MepKH Mpu ynorpeda

[Ipu pak Ha repaara u Heape6HomeTLaeg6enoapo6eH pakx, mpeMeanKaus, CbCToALIA CE OT
nepopaeH KOPTUKOCTEPOH, KaTO HTPUMEp ICKCaMeTa30H 16 My KHEBHO (namp. 8 Mg aBa IbTH

TTHEBHO) B MPOAB/DKCHHE Ha 3 z[ggQ HaJayio 1 JeH mpeau IpuIaraieTo Ha JOIeTakcell, OCBeH aKo He
€ TIPOTUBOIIOKA3aHO, MOKE Ja aJTM YeCTOTaTa U TSKECTTa Ha 3aphKKaTa Ha TEYHOCTH, KaKTO U Ha

TEKECTTa Ha PEaKIUNTE Ha qyBCTBUTENHOCT. [IpH pak Ha mpocTarara, mpeMeauKaIusTa e
nepopajeH JeKcaMeTas 0, 12 yaca, 3 gaca u 1 gac npeau nH}y3usATa HA TOLETAKCeN (BXK. TOUKA
4.2).

X

XeMaToJIorus Q)

Heytpone a € Hali-yecTaTa HeXKeJlaHa JIeKapcTBEHa peakius Ha Jonerakcen. Hail-Huckure HuBa
Ha HeYy, JIUTE Ce SABSBAT IPU MEJMaHa 7 JIHU, HO TO3U NIEPUOJT MOXKE JIa € TI0-KbC IPH MAIUCHTH C
arpe@Bua npeaxonna tepanus. [Ipy BCHUKH MAIMEHTH, TIOJY4YaBally JoLeTaKcen TpAOBa 1a ce
I/I?%LHB& 4YeCTO MPOCIC/IIBaHEe Ha ITbIHATA KPbBHA KapTHHA. [laliueHTuTe MOraT J1a oayJar
cleaBan] Kype ¢ AOLETaKce KoraTo HeyTpo(uiIkTe ce Bb3CTaHOBAT 10 HuBO > 1 500 kmetkn/mm?
(Bx. Touka 4.2).

B ciyuaii Ha Texka HeyTponenus (< 500 kieTkn/Mmm? B mpoabIDKeHUE Ha 7 WM NOBEYE JIHK) B X0/
Ha TeparusTa ¢ JOLEeTaKceN, Ce MpernopbyBa HaMaJlsiBaHe Ha J103aTa [IPH CJICABALINTE KYpCOBE Ha
JIeYeHHE WK TpeprueMane Ha TIOAXO SN CUMITOMATHYHI MEPKH (BXX. Touka 4.2).

Ipy manueHTH, JEKYBaHH C JIOIETAKCENl B KOMOMHAIIMS ¢ UCIUIATHH U S-(iyopoyparmi (TCF),
(eOprtHa HEYTPONIEHUS U HEYTPOIICHNYHA NH(EKIUS ca Bh3HUKBAIIHN TO-PAAKO, KOTaTO MAlueHTUTE
ca mony4asanu npodunaktuyHo G-CSF. [Tanmenture, nexkyBanu ¢ TCF tpsiOBa na momyuyasar
npodunaktiuHo G-CSF 3a cHMKaBaHe Ha pUCKa OT yCJIOXHEeHa HeyTponenus (pedpuiHa
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HEYTPOIEHUS, MPOABIDKUTEIIHA HEYTPOIIEHHS MIIH HeyTponeHnuHa nadekys). [Tlanuenture,
nexyBanu ¢ TCF tps6Ba na 0bp1at cTporo HabmogaBanu (BK. Touku 4.2 u 4.8).

[Tpu manueHTKH, IEKyBaHH ¢ JOIETAKCEN B KOMOMHAIHS ¢ TokcopyourH u nukiopochamun (TAC),
(heOpmtHaTa HEYTPOTICHHUS W/WIIH HEYTPOIIEHUIHATA HH(EKITHS Ce TIOSIBABAT MO-PSAIKO, KOTaTO
MAIMEHTKHUTE MoJydaBaT mbpBuuHa npodunaktuka ¢ G-CSF. [Ispeuuna npodunaktuka ¢ G-CSF
TpsiOBa 1a ce OOMUCIH TTPH MAIMEeHTKH, KOUTO TOIy4aBar afroBaHTHA Tepanus ¢ TAC 3a nedeHue Ha
pax Ha I'bpJara, 3a ja c€ HaMaJld PUCKBT OT YCIIOKHEeHa HeyTporneHus (PpedpritHa HeyTpoeHu s,
MPOJIOHTHpaHa HEYTPOTIEHHS WK HeyTponeHnyHa uHpeknus). [Tannentku, nonyuasamu TAC,
TpsiOBa 1a ObAAT MOHUTOPHPAHU CTPOTO (BXK. TOUKH 4.2 1 4.8).

CroManrHo-4peBHU PEakIiuu (b'
©
IpenopbuBa ce MOBUIIEHO BHUMAHKE MPH MAIHEHTH C HEYTPOIIEHHUsI, 0COOEHO TPH PUCK OT'QféHTHe
Ha CTOMAIIIHO-YPEBHH YCJIOKHEHHsI. BBIIPEKH Ye Mo-rosisiMara 4acT OT ClIydanTe ca Hac o
BpEME Ha ITbPBHS HJIM BTOPHUS LIUKBJI HA CXeMaTa, ChbpKallla J0IETaKCell, EHTEPOKO O%Xe J1a ce
pa3BHe TI0 BCSIKO BpEMe M MOJKE Jia JIOBEJIE JI0 CMBPT OIIlE Ha ITbPBUS JI€H OT MOsiBaTa= lal[ueHTHTE
TpsA0Ba 1a ce HAbJII01aBaT BHUMATEITHO 32 PAHHHM MPOSIBU Ha CEPHO3HA CTOMAIIT €BHA TOKCHYHOCT
(Bx. Touku 4.2, 4.4 Xemaronorus u 4.8).

Peakmuu Ha CBPBXUYYBCTBUTEIHOCT Q\

[TanmenTrTe TpsiOBa 1a ObIAT MO HEMTOCPEICTBEHO HAOIOICHUE @ypeaxiyy Ha
CBPBXUYYBCTBHUTEIIHOCT, OCOOCHO IO BPeMe Ha IIbpPBATa U BTOP H}y3un. Peaknmure Ha
CBPBXUYYBCTBHUTEIHOCT MOTAT JIa CE TIPOSIBAT B PAMKHUTE Ha H KO MHUHYTH CJIe]l 3aIl04BaHe Ha
nH(Yy3UATA C AOLETAKCEI, TIOPaJI KOSTO € HEOOXOAMMO HNHIYHETO Ha 000pY/IBaHE 3a JICUCHUE Ha
XUIIOTOHUS U OPOHXOCMHa3bM. AKO CE MOSABAT PEaKIUUIa/CBPbXUYBCTBUTSITHOCT, He3HAYUTEITHUTE
CUMIITOMH KaTO 3a4epPBSBAaHE WU JIOKATHH KOXHH 1MUY HE HAJIaraT MPeKbCBaHE HA TEPaINUsITa.
TexkuTe peakiuu od6ade, KaTo TeXKKa XUIIOTOH OHXOCTIa3bM WIIM TeHepallu3upaH 0OpHUB/epruTeM,
HaJlarat He3a0aBHO MPEKpaTsIBaHE HA TePAUARA’C JOIETAKCe U MOXO A0 JieueHue. [laruenture,
Pa3BUIIM TEXKKH PEAKIINU HA CBPHXIYBCTB HOCT He Tps0Ba Ja ObJAT MOAJIaraHu Ha HOB KOHTAKT C
nouerakcen. [lanuenTuTe, KOUTO Tpes a ca MMaJIM PEAKIIHsl Ha CBPbXYYyBCTBUTEITHOCT KbM
NAaKIUTAKCEI, MOraT J1a Ob1aT U3/0XKCHI Ha PUCK OT PAa3BUTUE HA PEAKLMs HA CBPBXYyBCTBUTEIIHOCT
KBM JIOIETAKCEIl, BKIFOUUTEITHO \ng ©XKKa peaklus Ha CBPbXYYBCTBUTEIHOCT. Te3u manueHTn TpsioBa
Ja ObJIaT HAOMrO1aBaHH BHI/IM 0 TIPY 3ar04BaHe Ha JICYEHUETO C JIOIETaKCell.

Koxxnu peakuuu Q

HaOmroaBaunu ca I/I3I/IpaH EpUTEM TI0 KOKaTa Ha KpallHUIUTE (JTAHUTE M XOJIUIIaTa) C OTOK
MHOCJIEABAHU OT Bamarusi. MiMa chOOIIEHUS 32 TEKKHU CUMIITOMH KaTO €PYIIUU TOCICIBAHU OT
JeCKBaMaITig; ROUTO BOAAT JI0 IPEKHbCBAHE MIIH MIPEKpaTsIBaHEe Ha JICUSHUETO ¢ JoIeTaKcel (BxK.

ToukKa 4. %

@aBaHI/I ca TeXKH KOXKHM Hexenanu peakiuu (Severe Cutaneous Adverse Reactions, SCARS)

%CI/IHI[I)OM Ha Stevens-Johnson (SJS), Tokcnuna enuaepmania vHexkponusa (TEN) u octpa
reHepaIu3upana ek3anTeMarosHa mycrtyiosa (Acute Generalized Exanthematous Pustulosis, AGEP)
TPH JICYCHUETO C Joretakce. [lamuenTure TpsaOBa 1a ObaatT HHGOPMUPAHHU 3a IPU3HAIIUTE U
CHMITOMHUTE Ha CEPHO3HU KOXKHH MPOSIBU | J1a Ce HAOJI01aBaT BHUMATEITHO. AKO CE MOSBST
MPU3HAIM U CHMIITOMH, TIPE/IIIOJIArallli Te3H PEaKIMu, TPsAOBa 1a ce OOMICIIH PeKpaTsBaHe Ha
npueMa Ha JIOLEeTaKCell.

3agbpikane Ha TEUHOCTHU

[ManmenTHTE € TEXKKA 33/IpBXKKa HA TEYHOCTH, KATO HANIPUMEp IUICBPAJICH U3JIHB, TIEPUKAPICH H3JIUB 1
acIuT TpssOBa 11a OBIAT CTPOTO HAOIIOIaBaAHH.
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PecrimpaTopHu HapymeHUs

Cpo01maBa ce 3a OCThp PeCHUPaTOpeH JUCTPEC CHHAPOM, HHTEPCTHLIMAIHA THEBMOHHSI/ TTHEBMOHUT,
WHTEpCTUIMaIHa OeraoapoOHa 6onect, 6enoapodHa Gpudpo3a U quxaTeIHa HeIOCTATHYHOCT, KOUTO
MOXe J1a ca CBbp3aHH ¢ (hataneH n3xoa. Mima cpo0ImieHns 3a cirydan Ha paJilallioOHEeH ITHEBMOHHUT IIPU
MAaIMEHTH, TT0JIyYaBally ChIIHTCTBAIIA IbUSTEPATIHS.

AKO ce pa3BHAT HOBH WJIH C€ BIIOIIAT OCIOAPOOHUTE CUMIITOMH, TTAIIMCHTHTE TPSOBa /1a ce
HabJr01aBaT BHUMATENHO, 1a Ce U3CiIeBaT He3a0aBHO U Ja ce JIEeKyBaT MoAXo 0. J{o mocraBsHe Ha
JMarHo3a ce mpenopbhuBa NpeKbCBaHEe Ha TepanusaTa ¢ JoleTakcesl. PAHHOTO npuiarane Ha
MOJIBPIKAIIY MEPKH MOYXeE J]a IOMOTHE 3a MOJ00psiBaHe Ha ChCTOSIHUETO. Tpsa0Ba BHUMATEIHO Ja ce
OLICHH TI0JI3aTa OT B30OHOBSIBAaHE HA JIEYEHUETO C JOIETAKCEL.

IManmeHTH ¢ YepHOAPOOHO YBPEKIaH @«)(b
[Tpy manMenTH, JIEKyBaHu C JoLeTakces B 1o3a 100 mg/m? kaTo caMOCTOSTENIEH areHT, QI/IMaT
cepyMHH HuBa Ha TpancamunHazute (ALT w/umu AST) mag 1,5 metu [TH egnoBpeme c

CEepYMHHU HUBA Ha ankaidHata Gocdarasza Hax 2,5 mete I'TH, e Hanwie mo-Bucox pna* pa3BUTHE HA
TEXKHU HEXKEIaHHU PEAKIMH, KaTO HAIIPUMEP CMBPT OT MHTOKCHUKAIIHS, BKHIO‘II/IT? CENCHUC U
TaCTPOMHTECTHHAICH KPBBOU3IINB, KOHTO MOXe 1a Ob1e (hataneH, peOpruTHa HeyTpOneHuUs,
nH(pEKIUY, TPOMOOIIMTOIICHHUS, CTOMATHT U acTeHus. ETo 3aio, npernopsb HaTa J103a Ha
JIOLETAaKCeN MPU MALMeHTUTE C TIOBUILEHU CTOMHOCTH Ha (YHKIIMOHAI YepHOIPOOHU
uscnensanus (OUU) e 75 mg/m? u ®UU tpsdBa 1a ce M3BLPLIBAT TI Ha4ajaoToO Ha JIEYCHUETO U
TIpEar BCEKHU ITUKBI (BXK. Touka 4.2).

[Ipu naruenTHTE ¢ HUBA Ha cepyMeH Omnupyond > ['TH wu/wmn T u AST > 3,5 metu I'TH,
€JHOBPEMEHHO C HUBa Ha cepyMHa ajkanHa ¢ocdaraza > 6 I'TH, e moxe J1a ce npenopbya
pPeAYKIMS Ha Jto3aTa U JOIETaKcell He TPsOBa Ja ce mpuiiahg) OCBEH IPU CTPUKTHU ITOKA3aHUS.

B xoMOuHamus ¢ 1UCIIaTiH U 5-Quryopoypari 3a J Ve Ha MalUeHTH ChC CTOMAIIICH
a/ICHOKapIIMHOM, OCHOBHOTO KJIMHUYHO U3ITUTBAHE Kiroumio manuenTn ¢ ALT w/wm

AST > 1,5 met I'TH 1 ¢ ankanua gocgarasza >, »TH [ TH u Onnmupy6un > 1 met I'TH; npu te3n
MAIMeHTH HE MOXe J]a ce MPerophya peIyKIiHa 103aTa 1 JOIeTakcel He TPsOBa /1a ce Mmpuiiara,
OCBEH TIPH CTPUKTHHU TIoKa3aHus. Hsama 1 3a MaIUeHTH C YePHOAPOOHO YBPEXKAaHe, IEKYBaHH C
JOLIETaKCeNT B KOMOMHALIUS [TPU APYTH Ka3aHwsl.

HarmenTy ¢ 660peyHo yBpexaané,

Hama JaHHHU 3a MallMCHTH @0 YBpCACHa 6L6peqHa (1)YHKI_[I/I}I, JICKYBAaHH C JOLCTAKCCII.

HepsHa cuctema QQ
X

PasButnero Ha &a neplxl(bepHa HCBPOTOKCUYHOCT HaJIara HaMaJIsIBaHC Ha J034aTa (B)K. TOYKa 42)

Kap;[HOTO((%HOCT

,{0‘
Tpw @aliienTH, ToTyYaBany JoIeTakce] B KOMOMHAIHS C TPAcTy3yMal ¢ HaOJo1aBaHa ChpIeUHa
HEAPCTATHYHOCT, 0COOEHO CiIel XUMHOTEPAIrs BKIIOYBAIA aHTPAIIMKIINH (TOKCOPYOUITUH HITH
enupyounun). Ts Moxe 7a ObJie yMepeHa 10 TeKKa U € CBbpP3aHa ChC CMBPTHH CIy4au (BXK. TOUKa
4.8).

Korato nanueHTHTe ca KaHMIaTH 32 JICYeHHUE C JIOIeTaKceNl B KOMOMWHAIINS C TpacTy3ymao, Te TpsioBa
na ObJAT MOJIOKEHH Ha IbPBOHAYAHA KapJHOJIOTHYHA olleHKa. Clie]] ToBa, B X0/1a Ha JICYCHHETO
chpaedHaTa (GpyHKIMS TpsAOBa /1a ce mpociensBa (Hamp. Ha BCEKH 3 Mecella) C OrJiel OTKPUBAaHETO Ha
MAIUEHTH, KOUTO OWXa MOTJIH Jla Pa3BHUAT ChpeYHA MUCHYHKIHS. 32 MOBeUe MOAPOOHOCTH, BUKTE
KpaTkaTa xapakTepucTHKa Ha IPOIYKTa TPacTy3ymao.
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MMa cpoOlieHust 32 KaMepHa apUTMHUS, BKIIOUYUTEIIHO KaMepHa Taxukapaus (MoHsKora ¢ JeTajieH
U3XO0[l) IPH MAIMEHTH, JICKYBaHH C JIOI[ETaKCeI B KOMOMHUPAHU CXEMH, BKITIOUBAIIY JJOKCOPYOHUIINH,
5-¢payopoyparmn u/mim nukinodochamuz (Bx. Touka 4.8).

[IpenopbuBa ce olleHKa Ha ChpAeyHaTa PYHKIHS NPEAN 3all0YBaHE HA JIEYCHUETO.

Hapymiennst Ha ouuTe

Nma cpobmienus 3a kucroueH MakyiieH eneM (KME) npu manyeHTH, JeKyBaHU C TOTIETaKCelL.
[Naruenture ¢ HapyIIeHO 3peHUe TPsAOBa He3a0aBHO J1a OBAAT MOIOKECHH HA ITBJICH
odranmmonoruyeH npernea. B ciyuaii, ue ce nuarnoctuniupa KME, neuennero ¢ porerakcen TpsoBa
Jla Ce TIPEKPaTH U J1a Ce 3aI09YHe IMOIXOIAIIO JeueHne (BXK. Touka 4.8).

BropuuHa nosiBa Ha MbPBUYHHU 3J10KAY€CTBEHU 3a00IsIBaHUs @Q @
Hma C’BO6H.I€HI/I}I 3a BTOpHUYHA I10sIBa Ha MbPBUYHU 3JIOKAYCCTBCHHU 3a6OJ'I$IBaHI/I$I, Korarto TAKCCJI
€ MpuJjiaraH B KOM6I/IH3LII/I}I C MPOTUBOPAKOBHU JICYCHUS, 3@ KOUTO € U3BCCTHO Y€ Ca CB nc
BTOpHYHA I104Ba HA IIbPBUYHU 3JIOKaAYECCTBCHU 3a00JIIBaHUSL. BTOpI/I‘-IHa I1oABa Ha IT YHHU

3710Ka4eCTBEHH 3a00JsIBaHMS (BKIIOUUTEITHO OCTpa MUEIOHIHA JIEBKEMHS, MI/ICJ",@)HH&CTH‘ICH
CHH/IPOM U HEXOJDKKHHOB JIMM()OM) MOXKE J1a HACTBIIHM HAKOJIKO MECEIa WIIH FQIMHH CIIe]] Teparus,
chIbpiKaa gonerakcen. [lanuenture TpsOBa ga ObaaT HaOMOAaBaHU 32 &qﬂa MosiBa Ha
IbPBUYHU 3JI0Ka4eCTBEHH 3a00isiBanust (BK. Touka 4.8).

%)
Hpyru @&

ITo Bpeme Ha JeueHneTo TPsAOBaA /1a Ce IMpuIarat KOHTpaHeH"Ké?I/I MEpKH U OT MB)XXE U OT )KeHH, TIPU
MBXKE MTOHE 6 Mecela ciie/i CHUpaHeTo My (BXK. TOUKa 4.8

EnnoBpemenHaTa ynorpeba Ha IOLETaKCcel ¢ MO xubutopu Ha CYP3A4 (Hamp. KeTOKOHA3011,
UTPaKOHA30JI, KIAPUTPOMULIMH, HHIMHABHP, HE OH, HeN(MHABHP, PUTOHABUD, CAKBUHABHD,
TEITUTPOMHUIINH U BOPUKOHA30JT) TPsIOBa 1a C srBa (BXK. Touka 4.5).

JIO'bIHUTEIHY OpEeAIa3Hi MEPKU HDHQ{&'DC6& OpH aAXOBAHTHO JICYCHHUEC HA PAK Ha I'bpaaTta

Venooicnena neymponenus A
IMpu maueHTKH, Pa3BUIIN YCII \§I~6Ha HeyTporneHus (MPOIb/DKUTETHA HEYTPOTIeHuS, (heOpritHa
HEYTPOICHHUS HJIH HH@)CKH@& si0Ba Ja ce oomuciu npuinaraieto Ha G-CSF u HamassiBaHe Ha

nmo3ata (BX. Touka 4.2).
R

Cmomamno-qpeem&%akuuu
CuMnToMH Kat HU KOPEMHHU OOJIKH WJIA YyBCTBUTEIHOCT, EOPUIIUTET, TUAPHUS C WK Oe3
HeyTponeHnt,'};oraT Ja ObaT paHHU MPOSIBU HA TEKKA CTOMAITHO-YpEBHA TOKCUYHOCT U TPsOBa /1a

ObIaar or;@m 1 JIEKyBaHU He3a0aBHO.

3 Ha cvpoeyna Hedocmamvurnocm (3CH)

Hﬁsﬁemme TpsiOBa a ObAaT HAOMIOAaBaHM 32 CUMIITOMH Ha 3aCTOWHA Chp/I€YHA HEJJOCTATBYHOCT TI0
BpEME Ha JICUCHUETO U B XOfla Ha TieproJia Ha rpoceassane. [Ipu manueHTH, IEKyBaHU ChC CXeMaTa
TAC 3a pak Ha rbplIaTa ChbC 3acsTaHe Ha TUMGHNATE BB3JH € YCTaHOBEH M0-BUCOK puck oT 3CH mo
BpeMe Ha IIbpBaTa TOIMHA CJIea JCUCHUETO (BXK. Touku 4.8 u 5.1).

Hayuenmu ¢ 4+ aumnu 6v31u

Tbit kato mon3ara, HaOMIOAaBaHAa MIPH MAIUCHTH C 4+ JTUM(HU BBH3JIM HE € CTATUCTUICCKU 3HAUYNMA 110
OTHOIIICHUE Ha MPeKUBsieMocTTa 0e3 3abonsaBane (DFS) u obmiara npexxussiemoct (OS),
MTOJIOXKUTEIHOTO ChOTHOIIIEHKE 1013a/prck 3a TAC mpu narueHTu ¢ 4+ muM(OHU Bb3JIM HE € HAIIBJIHO
JTIOKa3aHO TP OKOHYATEIHUS aHaau3 (BX. Todka 5.1).
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Cmapqecm 8v3pacni

Tpedynpesicoenus 3a ynompeba npu adr8aHmMHO leyeHue Ha paK Ha cbpoama
Wwma orpaHnYeHH JaHHU 3a MAIMEHTH Ha Bb3pacT > 70 roArHU OTHOCHO yIoTpedaTa Ha TOIETaKkces B
KOMOWHAINSA ¢ JOKCOPYOUIIMH 1 TTUKIIOhochaMul.

IIpedynpesicoenus 3a ynompeba npu pe3ucmesmen Ha KACMpayus pak Ha RPpocmamama
[Ipu npoyuBaHe BbPXY pak Ha MpocTararta npu 333 NMalueHTH, JCKyBaHH C JIOICTAKCE Ha BCCKH
3 ceamunm 209 nanueHTH ca OWIK Ha Bh3pacT 65 WU MOBEYe TOJAMHM U 68 ManueHTH ca OUiau Ha
BB3pacT Haj 75 rogunu. [Ipu nanueHTuTe, JeKyBaHU C IOIETaKCe Ha BCEKH 3 CEJMMIIU, YeCTOTaTa
Ha CBBP3aHUTE C JIEUEHNETO MMPOMEHHU B HOKTHTE € Omia > 10% mo-Brcoka mpy MaIeHTuTe Ha
BB3pacT 65 W ToBeYe TOMHH, B CPABHEHHE C ITO-MJIaINTe MallMeHTH. YecToTaTa Ha CBbP3aHUTE c
nedeHneTo GhedpunTeT, Tuapus, aHopekcus u neprudeper eaem e 6mna > 10% mo-Brucoka npn
MAIUCHTHUTE Ha BB3pacT 75 U MOBEYE FOJUHU B CPABHEHHUE C TE3H O] 65 rOIuHU.

«Q

IIpeoynpesicoenus 3a ynompeba npu XopmMOHO4UYECMEUmMeNeH paxk Ha npocmamama
Ot 545-1e manmenTy, IeKyBaHH C JOIETAKCEN Ha BCEKH 3 CEIMHUIIN B IPOYYBAHETO

XOPMOHOYYBCTBHTENICH pak Ha npoctarara (STAMPEDE), 296 nanuentu ca 6 a Bb3pacT
65 roauHu WK noBeye, a 48 manueHTH ca OMJIU Ha Bb3pacT 75 TOAMHU WK e. [loeue
MalMeHTH Ha Bh3pacT =65 TOAWHYU B PAMOTO Ha JIOIETaKcelsl ChoOIIaBaT 3a 1Usl HA

CBPBXUYBCTBUTEIHOCT, HEYTPOIICHHSI, aHEMHUSI, 3aAbPKaHe Ha TEUHOCT CIIHEs ¥ IPOMEHU B
HOKTHTE, B CPaBHEHHE C MAI[MEHTUTE Ha Bb3pacT o 65 roaunu. Hu %HO OT Te3H yBEIMUCHHS B
gyecroraTta He foctura 10% pasnmka ¢ KOHTpoJIHOTO pamo. [Ipu n&m Ha 75 Wiy nosede roJuHH,
HEYTPOIIECHUs], aHEMUS1, TUapHsl, AUCIIHES U MH(EKLUS Ha Top MUXaTeJIHU IbTHUILA CE€ ChOOIIaBaT
¢ mo-Bucoka yectota (rmore 10% mo-BucoOKa), B CpaBHEHHE CARP=MITaIH MAallUEHTH.

Tlpedynpesicoenus 3a ynompeba npu cmomauen adex
Ot 300 (221 manmentu BB ¢aza Il vactra ot mpo
MALMEHTH, JIEKYBaHHU C JOLETaKcel B KOMOMHA UCIUIATHH U S-(Iyopoypanui npu
MPOyYBaHETO 3a CTOMAIIECH pak, 74 ca Ouimmn 3pacT 65 Wiu rmoBede TOAWHU U 4 TAIMeHTH ca 0N
Ha Bb3pacT 75 wiu noseye roguHu. Yect Ha CEpUO3HHUTE HEeXXEJIaHW ChOUTHS € OMITa o-BUCOKa
MpY XOpa B CTapuecka Bb3pacT B CPaBH ¢ mo-miaguTte nanueHTu. CrieHuTe HeXKellaH! ChbOUTHS
(BCHYKH CTEIICHN): JIeTaprusl, CTOMATHY, HEYTPOIICHUYHA HHEKLHs Ca Bb3HUKHAIM ¢ yecToTa > 10%
MO-BUCOKA TPH MAIEHTUTE Ha BE3PACT 65 WM MoBeue roJJHN B CPaBHEHHUE C TIO-MJIAUTE TTAllUEHTH.
Xopara B cTap4ecka Bb3pacT, BaHU ¢ TCF TpsiOBa ga ObIaT CTpOTO HAOIIOJABAHH.

YUHOM
HeTo U 79 manueHTH BB ¢aza Il yacrra)

ITomomIHM BelecTBa QO

To3u ekapcTBeH VKT chabpxa 13% (t./1.) etanon 95% 06./06. (amkoxoim), T.e. 10 252 Mg
eraHos 95% 004pb7 Ha (takoH pa3TBopuUTeN, eKBUBAICHTHH Ha 6 M| Oupa win 2,6 ml BuHo.

Bpenen 3a§» a, CTpaJialllf OT AJTKOXOJIU3bM.
Tpsi6B ¥Ma TIPEeIBH]T IPpY OpEMEHHH WIIH KbPMEIIH JKEHH, JIETla U BUCOKOPUCKOBH T'PYIIH, KaTo

w@m ¢ YepHOAPOOHO 3a00JIIBAHE WITH CTIHIICTICHS.

Tp;16Ba Aa c€ uMat npeaBul Bb3AMOXKHUTC e(bCKTI/I BBpPXY HCHTpAJIHATa HEPBHA CUCTCMA.
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4.5 B3auMoneiicTBHE ¢ APYTH JeKAPCTBEHH MPOAYKTH U APYrd (popMu HA B3auMo/elicTBHE

KonmuecTBOTO amKoxoi1 B TO3U JIEKApCTBEH MPOIYKT MOXKE Jja POMEHH IEHCTBUETO Ha JPYTH
JIEKapCTBEHU MPOIYKTH.

In vitro Ipoy4BaHHUATA ca IOKA3aJIM, Y€ METa0OIM3MbT Ha J0LETAKCeNl MOXKE J1a CE IPOMEHU NIPU
€THOBPEMEHHO MpUJIaraHe Ha BEIECTBa, KOUTO HHAYLUPAT, MHXUOUPAT UK ce MEeTaOOIM3UpaT OT
(mopaam K0eTo MoraT KOHKYPEHTHO Jla HHXHOHpaT eH3UMHUTe ) HuToxpoM P450-3 A kaTo Hampumep
LUKJIOCTIOPUH, KETOKOHA30J U epuTpoMHLIMH. [lopanu ToBa, Ipy JeYeHNE Ha MALMEHTH, TOIy4aBald
€IHOBPEMEHHO TE3H JIEKapCTBEHH IIPOAYKTH TpsAOBa Ja ce NpOsBsABa IOBUILIEHO BHUMAaHKE, ThH KaTo €
HaJIUIE [TOTEHIIMAN 3a 3HaYUMO B3aUMOJEHCTBHUE.

B cnyuaii na komOunanust ¢ CYP3A4 naxuOutopu, nosiBata Ha HeKEJIAaHU PEaKLUK Ha JTOLeTa
MOJKE J]a c€ YBEJIMYH B PE3yJITaT Ha HaMaJIeH MeTabon3bM. AKO eIHOBpEMEHHATA yIoTpeO

motieH naxuoutop Ha CYP3A4 (Harmp. KeTOKOHA30J1, HTPAKOHA30I1, KIIAPUTPOMHITHH, MHM{REBHD,
He(hazo0H, HeJI(PUHABUD, PUTOHABUD, CAKBHHABUD, TEJIUTPOMUIIUH U BOPUKOHA30J1) H {idxe ma ce
n30erHe, € He0OX0JUMO BHUMATEIHO KIMHUYHO MPOCIEIsIBaHe U MOXKE Ja € MOIX0, KOpHUTUpaHe
Ha J103aTa Ha JOIETAKCEN 10 BpeMe Ha JICYCHHETO C MOIIEH HHXHONUTOp Ha CYP3@ (Bx. Touka 4.4).
[Tpu papmakokuHETHYHO TIPOYYBaHE C 7 MAIUEHTH, STHOBPEMEHHOTO npnnomeﬁne Ha JIOIETAKCell C
MortHust nHXuOUTOp Ha CYP3A4 KeTOKOHA30JT BOJIU 10 3HAYUTEITHO HaMa Ha KJIMpbHCA Ha
nouerakcen ¢ 49%.

dapMaKkOKMHETHKATA Ha JIOIETAKCEI B MPUCHCTBUETO HA TIPEAHU30H 3cnenpana IIPY MAIUEHTH C
MeTacTaTW4eH pak Ha mpocTarara. J{omerakcen ce MmeTabonusupa P3A4, a 3a ipeTHNU30H €
u3BectHo, ye unayiupa CYP3A4. He e HaOmoqaBaH CTaTUCTH 3HaYMM €(PEeKT Ha TMPETHU30H
BBPXY (hapMaKOKHUHETHKATA Ha JIOIIETAKCE. (b

Jlorerakcet ce CBbp3Ba BbB BHCOKA CTCICH C IIPOTEHHKTS (= 95%). Bbmpeku ue eBeHTyanHUTE in
Vivo B3aUMOJICHICTBHS Ha JIOIIETAKCEI C STHOBPEME pUIIaraHu JeKapCTBEHU MPOYKTH HE ca
OoUIMAITHO U3CJICIBAHU, iN Viro B3aUMOJICHICTB ChC CBHP3aHHUTE BHB BUCOKA CTEICH C
MPOTEUHHUTE CPECTBA KATO EPUTPOMHMIIVH, JT WJpaMUH, IIPOIIPAHOIION, IponadeHoH, (eHUTOHH,
CATMIIIIATH, CylI()aMEeTOKCa30J U HATPUEB poart, He TOBIHSIBAT CBBP3BAHETO HA JIOIIETAKCEN C
npotenHnTe. OCBEH TOBA, IEKCAMETA30H, {8 TOB/IHSBA CBHP3BAHETO HA JOLETAKCEN C IPOTCHHHUTE.
JlonieTakcen He MOBJIUABA CBLp3BaHe8%3 JIUTUTOKCHUH.

dapMakOKWHETHKATA HA JIOIICT %en, JIOKCOPYOUIIMH U 1uKiIodochamMus He ce TOBIHSIBA OT
€THOBPEMEHHOTO UM TIPUIIO ¢. OrpaHUYeHN TaHHU OT €THO HEKOHTPOJIMPAHO MPOYYBAHE
JIOITyCKAT B3aUMO/ICHCTB JKJTY JTOTLIeTaKcen U kapOoruiaTiH. [Ipy koMOWHMpaHe ¢ ToleTakced,
KJIMPBHCHT Ha KapOom H e ¢ 0koJ10 50% IM0-BHCOK OT CTOWHOCTUTE, CHOOIIEHU IIPEAr TOBA MPH
MOHOTEpAITHUS C Ka JIaTHH.

Z)

4.6 (I)emeS&T, OpeMeHHOCT U KbpMeHe

BpeMe%‘;@Q

H@x nH(pOpMAaIUs OTHOCHO yrIoTpeOaTa Ha JOIEeTaKcel pyu OpeMeHHH xeHu. JlokazaHo e, ue
JIOLIETaKCeN € eMOPHUOTOKCHYEH U (DETOTOKCHYEH IPH 3alllM U IITHXOBE U MOHIKaBa (PepTHIINTETA
mpu rpxoBe. KakTo u qpyTry MUTOTOKCHYHY JIEKapCTBEHU MPOAYKTH, Taka U JIOI[ETaKCeN MOXe J1a
MpeIn3BHKa YBpEeXKJaHe Ha (eTyca, KoraTo ce mpmiara Ha OpemeHnHu >keHu. [lopaau ToBa,
JIOLIETAKCeN He TPsOBaA Jla Ce U3I0JI3BA 110 BpeMe Ha OPEeMEHHOCT, OCBEH aKO HE € M3PUYHO MTOKa3aH.
YKeHu ¢ neTepojieH NOTEHIMAN, KOUTO MOJTyYaBaT JIoleTakces, TpsOBa ga ObIaT ChBETBaHU Jia
n30srBaT 3a0peMeHsABaHe, KAKTO M Jia YBEJAOMST JISKYBAIIHs CH JIeKap He3a0aBHO, aKO TOBA CE CIYYH.
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Kbpmene

HOHCTaKCCJ’I € J'II/IHO(i)I/IJ'IHO BCHIECCTBO, HO HC € U3BCCTHO AaJiM C€ CKCKPETHUPA B KbpMaTa.
CJ'IGZ[OBEITCJ'IHO, nopaauv NOTCHIMAJIA 3a HEKCIIaH!U pCaKIIMU IPU KbpMade€Ta, KbpMCHCTO Tp$16Ba Ja ce
IMPEyCTaHOBU 110 BPEME Ha JICYECHUEC C JOLICTAKCEII.

KOHI pancnuusd Ipru MbKE U KCHU

Ilo BpPEMC Ha JICUCHUCTO TpSI6Ba Ja CC€ MU3II0JI3Ba e(i)eKTI/IBCH MCTO/J 3a KOHTpauCHuus.

DepTUnuTeT

[Ipy HEKJIMHUYHY POYYBaHUs, JOLETAKCET UMa FEHOTOKCUYHH €(EKTH U MOXKE J1a TIOBJIHsIE Ha«)(b
MBKKUS GpepTrnuteT (BXk. Touka 5.3). [lopagu ToBa ce nmpenopbyBa Ha MBKETE, JIEKYBaHU C
JoLIeTaKceN, a He Ch3/1aBarT Jiela 1o BpeMe Ha 1 1o 6 Mecela ciesi JIeUeHUETO U Ja 0Tk QCLBGT
OTHOCHO KOHCEPBUPAHETO Ha cliepMa Mpean JIEUEHHUETO. *Q

4.7 EdexTtn BbpXy cnnoco0HOCTTa 32 modupane u padora ¢ MALIUHH (b(b

Hsama mpoyuBanus 3a eheKTUTE BBPXY CITOCOOHOCTTA 3a modupane u pa6($ MAIliHH,
KonruecTBOTO aaKoXoJl B TO3U JICKAPCTBEH MPOIYKT U HEXKEITaHHUTE Pe Ha NPOJIYKTa MOTaT J1a
HapylIIaT CIocOOHOCTTA 3a Io(HUpaHe WK padoTa ¢ MaIlIMHU (BXK. T 4.4 u 4.8). Tlopaau ToBa,
MarueHTUTe TPsOBa 1a OBAAT NPEIYNPEACHU 3a MOTCHIIMATHOTO HCTBHE HA KOJUYECTBOTO
AJIKOXOJT ¥ HOXKETAHUTE PEaKI[MK Ha TO3M JIEKAPCTBEH MPOYKT :(%)xy cnocoOHOCTTA 3a MOopUpaHe U
pa60Ta C MalllMHHU, U aa 6’BllaT CbBC€TBAHU J1a HE mO(bI/IpaT I/I%% 0JI3BaT MalllMHU, aKO IMOJIy4aT TE3U
HEXKEJTaHU PeaKiuy 10 BPEME Ha JICUCHHUETO.

O
4.8 Hexenanu JeKapcTBeHH pPeaKkuu Q\\?‘

PesroMe Ha podua Ha Oe30IaCHOCT 3a Bcnq“@omwam/m

Hesxenanute peakiuu, NpueTH 3a BL3MQ@) WM BEPOATHO CBBP3aHHU C MPHIIAraHEeTO Ha JIOIETaKCeT,

ca MoJy4YeHH TpH:

e 1312 u 121 manueHTH, Kopy()gé moy4aBaiau cboTBeTHO 100 Mg/m? u 75 mg/m? morerakcen
KaTo MOHOTEpAIHs

258 nmanueHTH, KOUTO nyananH JIOLIETAKCEN B KOMOMHAIUS C IOKCOPYOUIIMH

406 manueHTH, KO MOJTy4YaBaJIv AOIETAKCENI B KOMOWHAIUS C UCIUIATHH

92 manueHTH, K ca MoJy4aBajy JoIeTakceN B KOMOMHAIHS ¢ TpacTy3yMad

255 HaI_II/IeHT OWTO ca MOJTyYaBalli JOIETAKCeN B KOMOWHAIHS C KalleIUTa0nH

332 mamn (TAX327) KOHTO Ca TOJTy4aBali JIONIETaKcel B KOMOWHAIINS C TIPEAHU30H WITH

npeaHUSQYOH (IIPECTaBEH! Ca KIMHUYHO 3HAUYMMHTE CBBP3aHH C JICYCHUETO HEKCIaHH

JIEK CHU PEaKIUH).

. nanueHtH (744 u 532 crorBetro ipu TAX 316 u GEICAM 9 805), kouto ca

Ty4daBaJId AOIETaKCeNl B KOMOWHAIUS C JOKCOPYOHUIHH U nuKiiodochamu (IpeacTaBeHu ca
KIIMHIYHO 3HAYMMUTE CBBP3aHH C JICUCHUETO HEKETaHH JICKAPCTBCHU PEaKIIH).

o 300 manueHTH ChC cTOMAIlIeH ageHoKapuuHoM (221 nmanuentu BbB ¢asa Il gacrra ot
npoyuBaHeTo 1 79 nauuenTu BbB ¢aza Il yacrra), KouTo ca moiy4yaBaiu JOLECTAKCEN B
KOMOMHAIYS C IIUCIUIATHH U S-Piryopoyparu (IpecTaBeHu ca KIMHUYHO 3HAUUMUTE
CBBP3aHH C JICYCHUETO HEXKETAHH JICKAPCTBEHU PEaKIHHN).

e 174 u 251 manpeHTH ¢ paK Ha T7IaBaTa U MIMATA, KOUTO Ca MOTyYaBalld AOIETaKCe B
KOMOWHAIIWS C UCIUIATHAH U S-Qiryopoypan (TIpeICTaBeHH ca KIIMHUYHO 3HAYNMHUTE
CBBP3aHHU C JICYCHUECTO HEXKEITAHU JICKAPCTBCHU PEaKIHHN).

o 545 nanmentn (mpoyusane STAMPEDE), kouTo ca mojy4aBajy J0IETaKcel B KOMOMHAIHS C
MPEIHU30H WK npeaHu3oiod u ADT.
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Te3u peakuuu ca onucanu nocpeactsom Oo6mute Kpurepun 3a Tokcuunoct Ha NCI (crenen 3 = Ct3;
creneH 3-4 = C13/4; crenen 4 = Ct4) u repmunonorusta Ha COSTART u na MedDRA. Ilo yecrora
ca aeuHUpanu KaTo: MHOTO YectH (> 1/10); wectu (> 1/100 no < 1/10); vewectu (> 1/1 000 no

< 1/100); peaxu (> 1/10 000 o < 1/1 000); muoro peaxu (< 1/10 000); ¢ HeusBecTHA YecTOTa (OT
HaJTUIHHUTE JAHHU HE MOXKE J1a ObJIe HalpaBeHa OICHKA).

[pu BCsiko TpymUpaHe B 3aBUCHMOCT OT YECTOTaTa, HeXKEIaHUTE JISKAPCTBEHH PEAKIIMU ce N30posBaT
B HU3XOJISII Pe/I 10 OTHOIIICHHE HA TEKECTTA.

Hait-yecto choOIIIaBaHNTE HEKETAHH JICKAPCTBEHU PEAKIINK Ha AOIETAKCENT CAMOCTOSTENIHO Ca:

HEYTpOTeHus (KOSTO € OuTa 00paTUMa U HEKyMyJIaTHBHA; ACHAT MEAMaHa Ha Hal-HUCKA CTOWHOCT €

Oun 7™, a cpeJiHATa IPOIBIKATEHOCT Ha TexKa HeyTporneHns (< 500 knetknw/mm?) ¢ 6una 7 quu),

aHeMHsI, aJIOTeIlHsl, TaJIcHe, MOBPBIIaHe, CTOMATHUT, THAPHS M aCTeHHs. TeKecTTa Ha HeXKETaHUTe

peakIy Ha J0IETaKcesl MOKe J1a Objie YBEIHMUYCHA, KOTaTo J0IeTaKCce Ce puiiara B KOM6I/IH31%@

JPYTH XUMUOTEPATIEBTHYHH areHTH. %)
Q

[Tpu koMOMHANKATA C TPACTy3yMal ca MPeICTAaBCHH HEXEJIAaHUTE JICKapCTBEHU peaxugﬂ@cnqm
crenienn) choOmenn mpu > 10%. OtyeTena e moBuiena yectota Ha cepruosan HIIP40% copsmo
31%) u HJIP crenen 4 (34% crpsimo 23%) mpu paMoTo Ha KOMOWHAITUS C Tpacg@wa B CpaBHEHUE C

MOHOTEpAIHUSATA C IOIIETAKCEI. <
[Tpu koMOMHaNKATA C KanleUTaOWH ca MPEJICTaBEHN Hal-UeCTUTE HEX W JICKAPCTBCHH PEAKIIHH,
CBBp3aHH ¢ JieueHneto (> 5%), crobiienn npu npoyuyBane ¢asa ll| AIlMEHTKH C paK Ha IbpAaTa

C HEYCIIENIHO JIeUeHne ¢ aHTpanukiuH (Bx. Kpatkara XapakTepHQPyka Ha NPOAyKTa KarennTabuH).

[Tpu xomOuHaMaTa ¢ ADT 1 mpenHU30H WTH npez[HmonorI(&quBaHe STAMPEDE), Hexenanute
CcHOUTHA, BB3HUKBALIH MIPE3 6-T¢ MUKbBJIA HA JIEYEHHUE C TOTIgTaKceN U UMally noHe 2% Mmo-BUCOKa
9YecToTa B paMOTO Ha JIEYCHHE C IOLETAKCEeN, B CPaBH C KOHTPOJHOTO PaMo, ca IpeACTaABEHH C
noMoITa Ha ckanara 3a crenenyBane CTCAE. Q\

CrnenHWTE HEXKENAHU JICKAPCTBEHH PEAKITUN (fﬁ@'ﬁOﬂaBaHH 4eCTO C JOLETAKCEIL:

Hapymenus Ha ”MyHHAaTa cucTeMa \2?)

C%LX‘-IyBCTBI/ITCIIHOCT BB3HUKBAT B PAMKUTE Ha HAKOJIKO MHUHYTH
eTakces] 1 OOMKHOBEHO ca JIeKU 10 ymepenu. Haii-uecto
epBsiBaHe, OOPUB ChC WK 0e3 ChbpOeK, CTIAraHe B I'bpAUTE, OOJIKH B
CTY/ICHU TPBITKU. TEXKKHUTE PEakIHy Ce XapaKTePH3UPAT C XUIIOTOHUS
eHepanu3upad oopus/epureM (BK. Touka 4.4).

B moBedero ciaydan, peakuunte
cJieq] HavanoTo Ha uH(py3usATa
CHOOIIAaBaHNUTE CUMIITOMU
rbp0a, TUCITHES U TPECK
n/wim OpoHXOoCHa3zbM

X

HaDVH_IeHI/ISI Ha)&HaTa cucremMa

PazBuTne TeXKa neprudepHa HEBPOTOKCHIHOCT Hajlara peayKius Ha jo3aTa (BX. TOUKH 4.2 U
4.4). @r J10 YMEPEHHU HEBPOCEH30PHU MPU3HALM CE XapaKTEPU3UPAT C apecTe3usl, TU3eCTE3Us
H% a BKJIFOYHTEITHO NapeHe. HeBpoMOoTOpHUTE CHOUTHS Ce XapaKTepPH3UPAT TIaBHO ChC
cAOOCT.
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Hapymienus Ha Ko)kaTa U MOJIKOKHATA ThKaH

HabnronaBanu ca oOpaTuMu KOXKHU peakiMy, KOUTO 10 MPUHLMUI ca IPHEMaHH 32 JIEKU 10 YMEPEHU.
Peakmunre ce xapakrepuzupar ¢ 00pHB, BKIIOUUTETHO JIOKATHH ePYyNLIUH TJIAaBHO 110 CThIIajaTa u
JUIaHUTE (BKJIIOYUTEIIHO TEKBK CUHAPOM PbKa-KpaK), a ChILIO U 110 LEIUTE PbLE, TULETO WU IPbAHUSL
KOIII, ¥ YECTO CBBP3aHH CbC ChpOek. OOMKHOBEHO epyNUMUTE Bb3HUKBAT B pAaMKHUTE Ha | ceaMuna
cien nHQy3uATa Ha foueTtakcesn. He TonkoBa yecTo ca choOLIaBaHU TEXKH CUMIITOMHU KaTO epYILHH
MOCIIEIBAHH OT JIECKBaMaIlHsl, KOUTO B PEIKHU CIIydau ca JOBEJH 10 MPEKHCBaHE WIIH MTPEeKpaTsBaHe Ha
JICYEHUETO C o1eTaKkcen (BXK. ToukH 4.2 1 4.4). TexxxuTe yBpexaaHusg HAa HOKTUTE ce
XapakTepu3upaT ¢ XUIO- WIKM XUIEPIUTMEHTAHA U TIOHAKOra 00JIKa U OHUXOJIH3A.

OO0y HapyieHus ¥ eheKTU Ha MICTOTO HA IIPUJI0KEHUE

6’0
OOGHKHOBEHO PEAKIIMUTE HA MACTOTO Ha UH(Y3USTA CA JIEKH U CE ChCTOST B XUMEPITUTMEHTALIfA)
BB3MAJICHHE, 3a4ePBSBAHE WK CYyX0Ta Ha KOXKaTta, (PJICOUT Wik eKCTpaBas3allys 1 OTOK Ha BCHATA.
3aabpiKaHETO HA TSYHOCTH BKIIIOUBA CHOUTHSI KaTO MEPUPEPHU OTOIH U HE TOJIKOBA q@ TUIEBpPAJICH
W3JIUB, IEPUKAPICH U3JIMB, aCIIUT U HaJaBaHe Ha Tero. [lepudepHure oTou 0614 0 3aIo4Bar
IO JIOJTHUTE KPAMHHUIM K MOTAT Jla Ce TeHepalu3nupaT ¢ HanaBaHe Ha Terio 3 K eqe
3ambppiKaHeTo Ha TEYHOCTH € KyMYJIaTHBHO TI0 YeCTOTa M TEXeCT (BXK. TOUKa 4.

Tab6auuHo 06001IeHNe HAa HexenanuTe peakimu Ha Docetaxel Zentiva 1 0/m?2 xaTo MOHOTEpANUs
IIPH pak Ha rbpjara:
>
CucremMo-opranHu MHoro yecTH Yectu He%@{m HeuvecTu HexkeJaHH
kiaacose mo MedDRA | He:keJIaHU peakuu pealcumb peakiumn
WNudexkunn u Wudexiun (crenen 3/4: @Knm{ CBBp3aHa ¢
nH(pecTaIn 5,7%; BKIIOUUTEITHO é\eneﬂ HEYTPONEHUS
CEIICHC ¥ ITHEBMOHNS, %’\FCHCH 3/4: 4,6%)
(daTamam nipy 1 7%)XQ
Hapymenus Ha kppBTa | Heyrponenus (c TpomOouuTOneHNs
u nuMbHara cucrema | 4: 76,4%); (crenen 4: 0,2%)
Anemus (C@ H 3/4:
8 9%)
<De6%&n
HEYRPONEHUA
Hapymenuns na CBPHXUyBCTBHTEIHOCT
MMYHHATa CUCTEMa creneH 3/4: 5,3%)
Hapymenns na Q\ ~ | Anopexcus
MeTabonu3ma u
XpaHEHETO &Q’
Hapymen [epudepna cenzopHa
HepBH TEMa HEBPOMATH
@ (ctemen 3: 4,1%);
Q [epudepna moTopHa
HeBpomnaTus (CTenexH
3/4: 4%)
Jucreysus (Texka
0,07%)
CoepaedHn HapyIIeHUS Apurmus (ctenen 3/4: | Cbpaeuna
0,7%) HEIOCTaTHYHOCT
Cp10BH HapylIEHUSA XHUIIOTOHMUS,
XunepToHus;
KpbBouznusu
Pecrmparopuu, rpeaau | JucHes (Texka: 2,7%)
Y METHACTUHAITHU
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Cucremo-opranau

MHoro 4yecTn

YecTH HeKeJIaHHA

HeuecTH He:xe1aHHN

kjaacoBe mo MedDRA | HexkeslaHu peakmn peaknuu peakunu
HapyIIeHUs
CroMaIHo-4peBHI Cromatut (crenen 3/4: | 3anek (texsk: 0,2%); | E3odarut (Texnk:
HapyIICHUs 5,3%); Kopemua 6onka (texka: | 0,4%)

Huapus (crenen 3/4: 1%);

4%); CToMaIrHo-4peBeH

l'anene (crenen 3/4: KPBBOHU3IINB (TEKBK:

4%): 0,3%)

Iosprinane (crenexn

3/4: 3%) A
Hapyiienus Ha koxata | Anonenus; @U

" IIOJKO>XXHaTa ThbKaH

Koxxnu peakimu
(crenen 3/4: 5,9%);
HapyiiieHust Ha HOKTHTE
(Texku: 2,6%)

o"Q@
S

Hapymenus na
MYCKYJTHO-CKEJIeTHaTa
cucTeMa u
ChEeTMHUTEITHATA ThKaH

Muanrus (Texka: 1,4%)

Aprtpanrus

2

b

D

OO01IM HApYLIICHHUS U
eeKTH Ha MACTOTO Ha

3agbpkaHe Ha
TEYHOCTH (TEIKKO:

3
Peaknun Ha Mﬂ(@@ﬁa
UHQY3US;

HPUIIOKEHUE 6,5%) I'ppana 6011% €3
Actenus (Texka: ChbpAcd chrane
11,2%); (Texkd; Y);4%)
Bonka O
W3cnenBanus

O
A
\\‘%

gc}neli 3/4 yBennueH
WIUPYOWH B KPHBTA
(< 5%);

Crenen 3/4 yBemuena
ankanHa ¢ocarasza B
KkpbBTa (< 4%);
Crenen 3/4 yBenuieH
AST (< 3%);

CrenieH 3/4 ysenuueH

ov

i

ALT (< 2%)

QX

Onucanue Ha 1/136]0&@( Hexkenanu peakuuu Ha Docetaxel Zentiva 100 mg/m? kato MoOHOTEpaIUs IIPU

paK Ha I“’b[zgaTa@@

A

Kpbema

u Jzumgbnama cucmema

Hapymenéﬁ
Penku:; JI1 Ha KbPBEHE CBBP3aHU C TPOMOOIMTONICHUS 3/4 CTeleH.

H@M@Huﬂ Ha HepeHama cucmema

Jannan 3a oOpatumMocT ca Hamutle mpu 35,3% OT ManueHTHTe Pa3BIIIM HEBPOTOKCHIHOCT CIIE
nedenue ¢ pouerakcen 100 mg/m? kato MoHOTepanus. SIBJIeHMATa Ca OT3BYYallH CIIOHTAHHO B

paMKuTe Ha 3 Mecera.

Hapywenus na koxcama u nookoxicnama mvkau
MHoro peku: eIiH Cydaii Ha aJloNenys HeoOpaTuma B Kpast Ha MPOy4BaHeTo. 73% OT KOXKHHUTE
peakIu ca 00paTUMHU B paMKUTe Ha 21 THH.

Obwu nHapyuienus u eghexmu Ha MACMOMO HA NPUTOJICEHUe
Meuanarta Ha KyMyJIaTHBHATa J103a JI0 IPEKpaTsABaHe Ha JeueHneTo € ouna moseue ot 1 000 mg/m? u
MEJaHaTa Ha BPEMETO J0 Bh3CTAHOBSIBAHE OT 33aIbP’KaHETO HAa TeUHOCTH € Omito 16,4 ceqmury (B

11

8




pamkuTe oT 0 10 42 cemmurti). Haganoro Ha yMepeHO 0 TeXKKO 3aabpKaHe € 3a0aBeHo (Meanana Ha
KyMyJaTUBHaTa 103a: 818,9 mg/m?) npu manueHTH ¢ NpeMeMKaIKs B CPABHEHHME C MTALIUEHTH O€3
npeMenukanys (MeaMana Ha KyMyJlaTuBHara 103a: 489,7 mg/m?); npu HAKoM MauueHTH, obaue, €

CHOOLICHO B PaHHHUTE KypPCOBE Ha

JICYCHHUCTO.

TabnuueH CIUCHK Ha HeXenanuTe peaknuu Ha Docetaxel Zentiva 75 mg/m? MoHOTEpanus npu

HeAPEOHOKIIETHYEH PaK Ha Oenus

npob

CucremMo-opranHu KJjacose 1o
MedDRA

MHoro 4ecTH HeKeJIaHU
peaknumn

YecTH HeKeJIaHN Peakuu

Wudeximm u nHbeCTaIHN Nudexrmn (crenen 3/4: 5%) L O
: (%
Hapymenus Ha KpbBTa U Heyrpomnenus (crenen 4: deOpuiiHa HEYTPOTICHHS (O
nuMQHaTa cucTeMa 54,2%); QQ
Amnemus (crenen 3/4: 10,8%); A
TpombouunTonenus (crerneH 4: QO
1,7%) 3
Hapymenns Ha umyHHaTa CBpLX‘IYB@@TeHHOCT (me

CHUCTCMaA

TEKKA) 5,
\"4

Hapymenus Ha MeTabonusma u
XpaHEHETO

AHopekcus

N

Hapymenusa Ha HepBHaTa
cucrema

[Tepudepna cenzopna
uesponatus (crenen 3/4: 0,8%)24

A4
\?epmbep}la MOTOpHA

esponarus (crernen 3/4: 2,5%)

CobpaedHn HApYIICHUS

AputMmus (HETEKKA);

Cpa0BH HapylIEHUS

)
a0

XUMOTOHUSI

CroMaIHo-4peBHU HAPYIICHUS

T'anene (crenen 3/4: 3‘%),

3amex

Cromartur (crerme . 1,7%);

IMosprmiane (¢ 3/4: 0,8%);

Juapust (ct 3/4: 1,7%)
Hapyienus Ha koxarta 1 Auorierg Hapyienus Ha HOKTHTE (TEKKH:
HO/IKO’KHATA ThKaH Koxn kst (crenen 3/4: 0,8%)

0,8%60

Hapyiienus Ha MyCKyJIHO-
CKEJICTHATA CUCTEMA U \&
ChEIUHUTENIHATA ThKaH ,&

«O

|

Muanrusa

OO01IM HApYLIICHHUS U ecbex@\év

Actenns (texxka: 12,4%);

MSICTOTO Ha HpPIJIO)KCH&Q 3aabpikaHe Ha TCUHOCTH
‘2\ (Texxxo: 0,8%);
Qi boinka
WzcnenBanmst &Q)v Crenen 3/4 yBenuieH
! OnnupyOuH B KpbBTa (< 2%)
TabautieH cMCchK Ha Hexenanute peakiuu Ha Docetaxel Zentiva 75 mg/m2 B komOuHAIMsL C

OMIIMH IIpH paK Ha I'bpaaTa

CucreMo-opranum MpHoro

kiaacose no MedDRA

HEXKEJTaHU peaKIuu

yecTH
peaknuu

YecTHn HeKeJIaHH

HeuyecTu HexkeJaHH
peaknuu

WNudexunu u

nHpecTaIMn 7,8%)

Wudexuus (cTenen 3/4:

Hapymenus Ha kpbBTa
1 muM@dHaTa cucTeMa

9,4%);

Heyrponenus (cremnen
4:91,7%);
Anemus (creren 3/4:

DebpuHa
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Cucremo-opranau

MHoro 4yecTn

YecTH HeKeJIaHHA

HeuecTHn He:xe1aHHN

kjaacoBe mo MedDRA | HexkeslaHu peakmn peaknuu peakunu
HEYTPOIIEHMUS;
TpomOoruTOTICHHS
(crenen 4: 0,8%)

Hapymenns na CBpPBX4yBCTBUTECITHOCT

WMYHHATa CHCTEMa (crenen 3/4: 1,2%)

Hapymenus na AHopekcus

MeTaboaM3Ma 1
XpaHEHETO

Hapymenns na
HEpBHATa CUCTEMA

[epudepna cenzopHa
HeBponartus (crerneH 3:

[lepudepna moTopHa
HeBponatus (cTerneH

>
&

0,4%) 3/4: 0,4%) Ra)
CobpaedHn HapyIIeHUS Cobpneuna C’pr[C‘IHP@p§IHCHI/I}I
HEJIOCTATHhYHOCT,

Aputmust (HeTekKKa)

£

Cp10BH HapylIEHUs

Xw‘;Q'TOHm

CroMantHo-4peBHI
HapyIICHUS

T'agene (crenen 3/4:
5%);

Cromartur (crenen 3/4:
7,8%);

Huapust (crenen 3/4:
6,2%);

IToBphImane (creneH
3/4: 5%);

3amex

A

>

b

Hapymenus Ha koxxaTta
1 TIOIKOKHATA ThKaH

Anormenus;
Hapymienus Ha HOKT&
(rexxwu: 0,4%); (b

KoxHna peaxiy

N

N

Hapymenus na
MYCKYJIHO-CKEJIETHATa
cucreMa u
ChEIMHUTENIHATA ThKaH

TEKKA)
@)

A
o

Mpmuanrus

O6um Hapymenus 1 .
e()eKTH Ha MACTOTO *EEQ
%)

MPUITIOKCHHUC

%.\ETeHHﬂ (Texxa 8,1%);
aJbpKaHe Ha
TEUYHOCTH (TEXKKO:
1,2%);

Bbonka

Peaknun Ha MsIcTOTO HaA
uHOYy3HUS

I/I3cnem‘,gial
al

Crenen 3/4 nosumieH
OunMpyONH B KpbBTa
(< 2,5%);

Crenen 3/4 noBumieHa
ankanHa ¢ocgarasza B

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

kpbBTa (< 2,5%)
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TabnuueH CIUCHK Ha HeXenaHuTe peaknuu Ha Docetaxel Zentiva 75 mg/m2 B koMOuHAaLus ¢
LMCIUIATUH IPpU HeApeOHOKIIEThYEH pakK Ha Oenus 1pob

CncTeMo-opramm

MHoro yecTH

YecTHn HeKeJIaHH

HeuecTn HexkenaHU

kiaacose mo MedDRA | He:keJ1aHu peakuu peakun peakiumn
Nndexnum u Wudexuus (crenen 3/4:
uHbpecTanyu 5,7%)
Hapymenns Ha kppBra | Heyrpomnenus (crenen | @ebpunna
1 muM@dHaTa cucTeMa 4:51,5%); HEYTPOIICHUS
Anemus (crenen 3/4:
6,9%);
TpomOouuTOneHus ©®
(crenen 4: 0,5%) )
Hapymenuns na CBpBX4yBCTBUTECITHOCT AN
WMyHHATa CHCTeMa (crenen 3/4: 2,5%) ‘(\O
Hapymenus na AHopekcus *‘

meTrabonusMa 1
XpaHEHETO

Hapymenus na
HEpBHATa CUCTEMa

[TepudepHa cerzopHa
HeBpormatus (cTerneH 3.
3,7%);

IMepudepna MoTopHa
HeBponarus (Crenex
3/4: 2%)

N

R
Q\\>

,\fo’?’Q

CoepaedHn HapyIIeHUS

ApuaMWi (crenen 3/4:

Copacdana
HEJIOCTATHYHOCT

Cp10BH HapylIEHUSA

%HOTOHH;{ (CTeHeH
"3/4: 0,7%)

CroMantHo-4peBHI
HapyIICHUS

N

N
2

TloBpbiiane MeH

3/4: 7,6%)0
I[HapvéTeneH 3/4:
6,

2%

atut (crenen 3/4:

3anek

Hapymenus Ha kox a
Y TIOJIKO’KHATA Th

2

O
Y,

Arnonenus;

Hapyuienust Ha HOKTUTE
(Texku: 0,7%);

Koxnu peakiun
(crenen 3/4: 0,2%)

Hapy, s Ha
MYCKYTHO-CKEeJIeTHaTa
cuctrema u

CbCAMHUTCIIHATA ThKAH

Muanrus (texka: 0,5%)

OO HapyuieHus u

Actenus (Texka:

P CaKIusa Ha MACTOTO Ha

edextu Ha MsAcTOTO HA | 9,9%); uHQYy3us,
MIPUII0XKEHUE 3agbprkaHe Ha bonka
TEUYHOCTH (TEXKKO:
0,7%);
Tpecka (G3/4: 1,2%)
H3cnenBanus Crenen 3/4 noBuIieH Crenen 3/4 noBuiieH

OmMpyOWH B KPHBTA

(2,1%);

AST (0,5%);
Crerned 3/4 nosuiieHa
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Cucremo-opranau
kjaacose mo MedDRA

MHoro 4yecTn
HEKeJIaHU peakuuu

peaknuu

YecTH HeKeJIaHHA

HeuecTH He:xe1aHHN
peaknuu

ALT (1,3%)

CreneH 3/4 nosuieH

ankaiaHa gocdarasza B
kpbBTa (0,3%)

TabanyeH CIUCHK Ha Hexenanute peakiuu Ha Docetaxel Zentiva 100 mg/m2 B komOuHAIHSL C

TpacTy3yMal IIpH pak Ha I'bpJaTa

CHcTeMO-OpraHHy KJiacoBe 1o
MedDRA

MHoro 4ecTu He:KeJIaHH
peaknuu

YecTHn HeKeTaHU pPe€aKkuuu

Hapymienus Ha KpbBTa U
numbHaTa cucTeMa

Heytponenus (ctenen 3/4:
32%);

deOpuiiHa HEYTPOTICHHS
(BKJIFOYBA U HEYTPOIICHHS,
CBb3aHa C Tpecka 1 yrnorpeba Ha
AHTUOWOTHUIIN) WITH

HEYTPOIIEHUYEH CEICHC; A\‘\Q
Hapymenuns Ha MmeTabonu3ma U | AHOpPEKCHS XN
XpaHEHETO \\®
ITcuxuuHu HapylHIEeHUs! bescbHue Q}"

Hapymenusa Ha HepBHaTa
cucTema

[Tapecresun; ['maBobomue; (va

XumnoecTe3nus

Hapymenus na ounrte

[TpoMsiHA Ha BKyCa; be

YBenauueHa J1akpu
KOHIOHKTHBUT ,‘0\

CepaedHn HapyIIeHUs (\\\“ Copaedna HeJJOCTATHIHOCT
Cpa0BH HapylIEHUS Jlnmden N

Pecniuparophuu, rppaau n Enucr c; ®apunro-

MeIUACTHHAIHN HapYyILICHHS nap aHa 0oJika,

4
&

Hﬁb(i)apHHrHT ; Hucmaes,
anumuna, Punopest

N
CromainHo-4peBHI Hapyme(@

O

2\

I'anene; Jnapus; [loBpbinane;
3anek; Ctomatut; Jlucnerncus;
Kopewmna 6onka

Hapyienus Ha koxara "N Amnonenusi; Epurema; O0pus;
MIOJIKO’KHATa T’bK@Q\?{ Hapymenns Ha HOKTUTE
Hapymenns I—K@CK}/HHO- Mpuanrus; Aptpanrus; bonka B
CKeJIeTHAT Tema u Kpaitnunure, bonka B KocTuTe;
ChEIVH aTa TbKaH Bonka B repba

M O Ha IMPUJIOKCHUC

O%é}b'ﬁymeﬂnﬂ 1 e(peKTH Ha
C

Actenus; [Tepudeper oTok;
Tpecka; YMopa; Bb3nanenue Ha
ymrasunute; bonka;
I'punonono6HO 3a00s1BaHe;
I'ppaHa 6onka; CTyJeHH TPBIKH

Jleraprus

W3cnenBanns

IToBumeno terio

Onucanue Ha n3bpanu Hexxesnanu peakumy Ha Docetaxel Zentiva 100 mg/m?2 B komOuHanms ¢

TpacTy3yMal IIpH paK Ha I'bpAaTa

Hapywenus na kpvema u numgpnama cucmema

Mmnoro dyectu: XeMaToJIOrn4yHaTa TOKCUIHOCT € YBCJIMYCHA ITPU MALIUCHTU ITOJTydaBalin TpaCTy3yMa6
" I0LETAaKCEJ, B CPABHCHUEC C NOLCTAKCEII KATO MOHOTCpAIna (32% crerneH 3/4 HCYTPOIICHUS CIIPAMO

122



22%, otuetenu o NCI-CTC kpurepun). Jla ce orOenexu, 4e ¢ BepoITHO TOBA JIa € HeJIOOIICHEHO,
Thil KaTo € U3BECTHO, Y€ JOLETAKCEN KaT0 MOHOTepanus B 103a ot 100 mg/m? Boau 10 HEyTponeHus
ipu 97% ot maruenture, 76% creneH 4, Ha 0a3aTa Ha Hali-HUCKAaTa CTOWHOCT HA Opost HAa KPBHBHUTE
kietky. YectoTara Ha eOpriIHA HEYTPOIICHUS/HEYTPOIIEHUYEH CETICHC ChIO € TIOBUIIICHA MTPH
nanueHTH, JiekyBanu ¢ Herceptin miroc mouerakcen (23% crupsimo 17% mpu marnueHTH, JeKyBaHu ¢

JOTIETAKCEN KaTO MOHOTEpAITHs).

Cvpoeunu napyuwenus

CuMInTOMaTU4HA ChPJCUHA HEJIOCTATHYHOCT € JIOKJIa/[BaHa MpH 2,2% OT NaIUeHTUTE, TTOJTYIHIH
JIOLIETAKCeN IUTFOC TpacTy3ymad B cpaBHeHUE ¢ 0% OT MalueHTHTe, TOTYYHIU TOIIETaKCe KaTo
MOHOTepamusi. B pamoTo Ha moreTakcen moc TpacTy3ymad, 64% ca momydaBainy mpeaxoaHa

AHTPAIMKIMHOBA a/IF0OBAaHTHA Tepamus, B CpaBHEHKE C 55% B paMOTO Ha JIOI[ETaKCe, MPHIIOKE

MOHOTEPAITHSI.

TabanyeH CIUCHK HA Hexenanute peakuu Ha Docetaxel Zentiva 75 mg/m?2 8 KOM6I/1Hal_m§&

S

)

KanenuTaOuH IpU paK Ha I'bpjara

O
$

k4
CucTeMo-0pranHu Kjiacose o | MHOro 4ecTu HeKeJaHH Yectu He)”b@ﬂl/l peakumuu
MedDRA peakuuu %)
R
NI

Wndexnum u nndecranuu

P

@) a kannuao3a (crenen 3/4:
%)

Hapymenus Ha KpbBTa U
nuMdHaTa cucrema

Heyrtponenus (crenen 3/4: (24
Anemus (crenen 3/4: 109

pr0M6ouI/1ToneHI/m (cTemen 3/4:
3%)

Hapymenus Ha MeTabonusma u
XpaHEHETO

Amnopexcus (cTencH ésli.\é%);
Hamanen anetut

kO\

Hexunpararus (cternen 3/4:
2%);

Hapymenusa Ha HepBHaTa

Tlucreysus (exdhen 3/4: < 1%);

3amaiiBane;

cucremMa IMapecres tenen 3/4: <1%) |T'maBoGomnme (cremen 3/4: < 1%);
O, [Tepudepna HEBpOTIATHS
Hapyuienus Ha ounte YBeapNeHa TaKpUMALs

Pecnimparopuu, rpbIHN U
MEIUaCTUHAIHI HapyLLICHUs

4

N\

HroJIapuHTreaHa 0oKa
&TCHCH 3/4: 2%)

Jucnnues (crenen 3/4: 1%);
Kauumna (crenen 3/4: < 1%);
Emmcrakcuc (crenen 3/4: < 1%)

A
J
CroMantHo-4YpeBHH HapY!

S
@Qﬁ\
6&
R

Cromarur (creneH 3/4: 18%);
Huapus (crenien 3/4: 14%);
l'anene (crenen 3/4: 6%);
[oBpbane (crenen 3/4: 4%);
3anek (crened 3/4: 1%);
Kopewmna 6onka (crenen 3/4:
2%);

Jucnerncus

I'opna kopemHa 00JIKa;
Cyxora B ycTtara

-~
¥

H. CHHJ Ha KOXKaTa u
INOJKOXHaTa ThbKaH

Cunzpom pbka-kpak (CTerneH
3/4: 24%)

Anonenus (creneH 3/4: 6%);
Hapymenus Ha HOKTUTE (CTETICH
3/4: 2%)

Hepmatur;

Eputematosen o0puB (cTerneH
3/4: < 1%);

OO6e3nBeTsIBaHE HA HOKTHTE;
Onwmxonwuza (creneH 3/4: 1%)

Hapymenus Ha MycKyHoO-

Muanrus (creren 3/4: 2%);

Bounka B xpaiinunuTe (CTENeH

CKeJIeTHATa CUCTEMA H Aprpanrus (crenen 3/4: 1%) 3/4: < 1%);

ChEMHUTETHATA ThKaH boska B rep0a (crenen 3/4: 1%);
OO6mwu HapymieHust U epekTd Ha | Acrenus (crenen 3/4: 3%); JIeTaprs;

MSCTOTO Ha MPUIIOKEHHE Tpecka (ctenen 3/4: 1%); Bonxka

YmMopa/cimaboct (crenen 3/4:

5%);
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CucremMo-opranHu KJjiacose 1o
MedDRA

MHoro 4ecTH HeKeJIaHU
peakuumn

YecTH HeKeJIaHN PeaKkuu

[epugepen otok (crenen 3/4:
1%);

WzcnenBanns

Hawmaneno terno;
Crenen 3/4 mosuitieH OumMpyoH

B KpbBTa (9%)

TabauyeH CIUCHK Ha HexenanuTe peakiuu Ha Docetaxel Zentiva 75 mg/m2 B komOuHAIus ¢

OpCAHNU30H TN IPCIHU30JO0H NP METACTATUYCH, PC3UCTCHTCH HA KaCTpallyvd paK Ha IIpocraTrara

2 )
\ "4
CucTeMo0-OpranHu Kjiacose o | MHOro 4ecTH HeKeJaHH YecTH HelKeJIaHU peax%@
MedDRA peakuuu Q
S
\¥/

Wndexnynn u nndecrauu

Wudexnus (crenen 3/4: 3,3%)

Hapymenus Ha KpbBTa U
nuMdHaTa cucrema

Heytponenus (ctenen 3/4:
32%);
Anemus (crenen 3/4: 4,9%)

Tp0M6ouI/1Ton€Qﬁ;1; (crenen 3/4:
0,6%);
debpuppa HeyTponeHus

Hapymenns Ha umyHHaTa Cep BCTBHUTEITHOCT (CTEICH
cucTeMa 3(40,6%)

Hapymienus va metabonmsma u | AHopekcust (creren 3/4: 0,6%) \&v

XpaHEHETO K%,

Hapymenusa Ha HepBHaTa [Tepudepna cenzopna (b\{ [Tepudepra motopHa

cucremMa uespomarus (crereH 3/4:X2%); | nepomarus (cremen 3/4: 0%)

Hapymenus na ounrte

Hucreysus (cteneH 3/4:8%)
O

&

VBenuueHa JaKpuMarus
(crenen 3/4: 0,6%)

CoepaedHn HapyIIeHUS

Hamanena cwpaeuna
neBokaMepHa GyHKIws (cTencH
3/4:0,3%)

Pecniupatopuu, rpbaHU U
MEIMACTUHATHU HAPYIICHUS

4

Emmcrakcuc (crenen 3/4: 0%);
Hucnnues (crenen 3/4: 0,6%);
Kamumna (crenen 3/4: 0%)

N
CromainHo-4peBHI Hapyme(@

QQO
Y

T'anene (crenen 3/4: 2,4%);
Huapus (crenen 3/4: 1,2%);
Cromatut/®apuHrut (cTenexH
3/4: 0,9%);

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

)]
Hapymenns %aTa u
HR

HO,Z[KO)KH&?K&H
fo.N\

Anomnenus;
Hapymienns Ha HokTHTE (HE
TEXKKH)

Excdonmarusen oopus (cTeneH
3/4: 0,3%)

ST HA MyCKYJIHO-
aTa cucTema H
chelHUTEIHATA ThKaH

Aprpanrus (crenen 3/4: 0,3%);
Muanrus (crenen 3/4: 0,3%)

OO0y HapymieHUs 1 e)eKTH Ha
MSICTOTO Ha PUIIOKEHHUE

Ymopa (crenen 3/4: 3,9%);
3agppKaHe HA TCUHOCTH

(Texko: 0,6%)
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TabnuueH CIUCHK Ha HexenanuTe peaknuu Ha Docetaxel Zentiva 75 mg/m2 B koMOuHAaLus ¢
NpeaHn30H min npeaan30a0d 1 ADT npu JT0KajlHO aBaHCHpaJl WJIM METACTATHYEH

XOPMOHOUYYBCTBUTEJIEH PAK Ha MPOCTATATA C BUCOK pUCK (mpoyuBane STAMPEDE)

CHCTeMO-0praHHu KJIacoBe
no MedDRA

MHoro 4ecTH HeXKeJIaHU
P€aKknuun

YecTH HeKeTaHU PC€aKIun

Hapymenus Ha KpbBTa U
nuMQHaTa CUCTEMA

Heyrponenus (G3-4: 12 %)
AHemus

®ebpunna Heytponenus (G3-4:
15%)

Hapymenus Ha umyHHaTa
cucreMa

CepbxuysctBuTeaHocT (G3-4.
10%) 6*’0
~0

Hapymenusa na
SHJOKpUHHATA CUCTEMA

Jlnaber (G3-4: 1%) AN
naber O&

NN

Hapymenns Ha metabonmu3ma
U XpaHEHETO

AHOpeKcm{,b(b ’

ITcuxuunu HapylIEHUs

bescruue (G3: 1%)

Hapymenns Ha HepBHaTa

IMepudepra ceHzopHa
HeBponatust (>G3: 2%)?

g
R
®(b

D%MHHHOCT

cucremMa
I'maBoGomme
Hapymenus Ha ounrte O 3aMBIIICHO 3peHHE
NS
CopeyHu HapyIICHUS Q\/ Xunotonus (G3: 0%)
fo.N
Pecrparopuu, TpbIHE U Jucraes 7 1%) ®apunrut (G3: 0%)
MeIMACTHHANHY Hapymenus | Kamur 3: 0%)
Hn Ysl Ha TOPHUTE

K
wgenHH meruma (G3: 1%)

CroMantHo-4peBHI
HapYIICHUS

NHuiapust (G3: 3%)
%CTOMaTI/IT (G3: 0%)
3anek (G3: 0%)

Tamene (G3: 1%)
Jucrnencus

Kopemna 6oinka (G3: 0%)
MeTteopuzbMm

Iospsmane (G3: 1%)

Hapyen Ko)KaTa u
MOJKO ThKaH

Anonenus (G3: 3%)?
Hapymenus Ha Hoktute (G3:
1%)

O6puB

A
N
Hﬁ@ru{emm Ha MYCKYJIHO-
CKeJIeTHATa CUCTEMA U
CheIMHUTETHATA ThKaH

Mpnuanrus

OO0y HapymeHus U eheKTH
Ha MSCTOTO Ha MPHIIOKEHUE

Jleraprus (G3-4: 2%)
I'punoniofgo6uu cummromu (G3:
0%)

Actenus (G3: 0%)

3ajbpKaHe HA TEYHOCTH

IMosumiena Temmnepatypa (G3:
1%)

OpanHa KaHARI032a
Xunoxkanuuemus (G3: 0%)
Xunodocharemus (G3-4: 1%)

Xunokaauemus (G3: 0%)

2 Or npoyuBanero GETUG AFU15
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TabnuyeH cOMCHK HA HOXETAHUTE PEakIMy IpU aaroBanTHa Tepanus ¢ Docetaxel Zentiva 75 mg/m? B

KOM6I/IH3LII/I}I C Z[OKCODV6I/IHI/IH n I_II/IKJ'IOd)OCd)aMI/IH OpH TalIMCHTKH C paK Ha I'bpJaTa ChC 3aCiATraHe Ha

mumdnauTe Bu3aM (TAX 316) u 6e3 3acsarane Ha auMmdHute Bb31u (GEICAM 9805) — c6opHu 1aHHU

CncTeMo-opramm

MHoro yecTH

YecTHn HeKeJIaHH

HeuecTn HexkenaHU

kjaacoBe mo MedDRA | HexkeslaHu peakun peaknuu peakunu
WNudexkunn u Wudexmus (crenen 3/4:
nH(pecTanmn 2,4%);
Heytponennyna
uHpexys (creneH 3/4:
2,6%) 0
Hapymienus na kppBra | AHemus (creneH 3/4: 4
u mumpnara cuctema | 3,0%); &Q
Heyrponenus (cremnen QO
3/4: 59,2%); 3\
TpomOouuTOnEeHUs (b'
(crenen 3/4: 1,6%); <a(b
Debpuina Q
HEeyTponeHus (CTerneH Q‘z‘
3/4: HEPHUIIOKMMO) N
Hapymenns na CBpLquBCTB@:YHOCT
MMYHHATa CHCTEMa (crenen 3/&@,6%)
Hapymenus na Anopexkcus (cTeneH ~
MeTaboau3Ma u 3/4: 1,5%) Q
XpaHeHETO \)\O
Hapymienus Ha Hucreysus (creneH 3/4: \pn(l)epHa MOTOpHA Cunkon (creneH 3/4:
HEpBHATa CUCTEMa 0,6%); &\HeBpOHaTI/I}I (cTenen 0%)
[epudepna cenzo 3/4: 0%) HeBpotokcuuHoCcT
HEBPONATHs (cﬁ (crenen 3/4: 0%)
3/4:<0,1%) Q\ COMHOJIEHTHOCT

A

(cremen 3/4: 0%)

Hapymenus na ounrte

Kog@:THBHT (creren

11%)

VYBenuueHa
nakpumarus (cTerneH

AS) 3/4: <0,1%)
Copreunn Hapymeli?il\‘ N Aputmust (crenen 3/4:
0,2%)

o9

CnaoBu H%ﬁ;{}ﬁm{
>
(\QJ&~

Onamn (crenen 3/4:
0,5%)

Xwunotonust (crernexH
3/4: 0%)

Onebur (crernen 3/4:
0%)

Jlumpenem (crenen 3/4:
0%)

-
Pec\mpaTopHH, TpPBbIHU
U MEJNAaCTUHATHU

Kamuuna (crenen 3/4:
0%)

HapyIICHUS
CroMaiiHo-4peBHI lanene (crenex 3/4: KopemHua 6oska
HapyIICHNS 5,0%); (crenewn 3/4: 0,4%);

Cromarut (cteneH 3/4:

6,0%);

IMoBpbiane (crencH

3/4: 4,2%)

Iuapus (crenen 3/4:

3,4%);
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Cucremo-opranau
kjaacose mo MedDRA

MHoro 4yecTn
HEKeJIaHU peakuuu

YecTH HeKeJIaHHA
peaknuu

HeuecTH He:xe1aHHN
peaknuu

3amnek (cteneH 3/4:
0,5%);

Hapymenus Ha koxxaTta
U TIOIKOKHATA ThKaH

Anonernus
(mepcuctupara: <3%);
Hapymenus Ha koxaTa
(G3/4: 0,6%)
Hapyuienust Ha HOKTUTE
(G3/4: 0,4%)

Hapymenus na
MYCKYJIHO-CKeJIeTHaTa
cucrema u
ChEIMHUTEIHATA ThKaH

Muanrus (crenen 3/4:
0,7%);

Aptpanrus (crenen 3/4:
0,2%)

Hapymenus na
BB3MPOU3BOJUTETHATA
CHCTEMA U I'bpJaTa

AwmeHopes (crenen 3/4:
HETPUIIOKUMO)

OO01IM HapyLIICHHUS U
eeKTH Ha MACTOTO Ha

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

N
@%

MIPUIIO’KEHUE [Mupekcus (cremnen 3/4:
HENPUIOKUMO); &
IMepudepen otok %)
(crenen 3/4: 0,2%)

N3cnenBanns

NN
YBeJIHé@HC Ha

creneH 3/4:

&

TeT.
0%):
aJIsIBaHE Ha TETJIOTO
M(c

teneH 3/4: 0,2%)

Omnuncanue Ha N30paHU HEKEIAHN PEAKIL

>

1 aaroBaHTHA Tepamus ¢ Docetaxel Zentiva 75 mg/m2 B

KOMOMHAIIKS ¢ JOKCOPYOUIIMH U LIUKJI

(baMI/IH OpH TalIMCHTKH C paK Ha I'bpJaTa ChC 3aCiAraHe Ha

mumbauTe BB3H (TAX 316) u 6e3 3bcsarane Ha nuMbunTe BB31U (GEICAM 9805)

Hapywenus na nepenama cu
IIpu npoyuBaneTo TAX31

JICYCHUE U nepcncmpm
TAC pamoto u 15 nant u (2%) BbB FAC pamoto. B kpast Ha neprona Ha npocie/sBaHe (MeauaHa

a

ndepHa CeH30pHa HEBPOIIATHS, 3a[I0YHAJIA TI0 BpEME Ha Mepro/ia Ha
TIeprojia Ha IpocesBane, € Habmonasana pu 84 manuentu (11,3%) B

Ha nepro/ia Ha np@%ﬁﬂ%ane 8 roguHM), nepudepHa ceH30pHa HEBPOIIATHS, KOSTO MPOABIIKABA, €
HabmromaBaHa @ 0 marmentu (1,3%) B TAC pamoto u nipu 2 nauuentu (0,3%) BsB FAC pamoto.
[Ipu TMPOYYBAHCTO GEICAM 9805, nepudepHa CeH30pHA HEBPOIIATHSI, 3aII0YHAA 10 BpEME Ha

nepuoja
pamoT

p
FAC pamorTo.

Copoeunu HapyuieHus

eueHre, € MEPCUCTUpaa B eproa Ha npocienssane npu 10 mammentn (1,9%) B TAC
nanuentH (0,8%) BpB FAC pamoto. B kpast Ha mepruojia Ha npociieisiBane (Meanana Ha
n@a Ha npocieasBane 10 roaunu u 5 Mecena), nepudepHa CeH30pHa HEBPOIATHS, KOSTO
bIDKaBa, ¢ HaOmoaBana npu 3 nauuentH (0,6%) B TAC pamoro u nipu 1 maument (0,2%) BbB

ITpu mpoyuBarero TAX316, 26 namuent (3,5%) 8 TAC pamoto u 17 nauuentu (2,3%) 8B FAC
PaMoTO ca UMajii 3aCTOHHA ChbpACYHA HEJOCTATHYHOCT. BCHUKH, C M3KITIOYEHUE HA €UH MAUEHT OT
BCAKO paMo, ca AuarHoctunupanu cs¢ 3CH nmoseue ot 30 nHU ciie nepuoja Ha JiedeHue. J[Bama
naruerTu ot TAC pamoTo u 4 manmentd ot FAC paMoTo ca mounHaIv Nopaau ChpAcYHa

HCIOCTAaThbYHOCT.

IMpu nmpoyusarero GEICAM 9805, 3 marmentu (0,6%) B TAC pamoto u 3 marmentu (0,6%) BpB FAC
pPaMOTO ca Pa3BHIIM 3aCTOMHA ChpICYHA HEAOCTATHYHOCT 110 BpPEMe Ha MepHo/ia Ha mpocie/sBane. B
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Kpas Ha IIepHo/ia Ha IpocieasiBane (IeficTBUTEIHa MeIHaHa Ha ITepruo/ia Ha mpocienssane 10 roguun
u 5 Mecena), auto enud narueHT He ¢ uman 3CH B TAC pamorto, 1 manuent B TAC pamoro e
MOYMHAJI TIOPAJX JUJIaTATHBHA KapArnoMuonaTus, a nepcuctupaiia 3CH e HaOroaBaHa npu

1 manmenr (0,2%) BB FAC pamorto.

Hapywenus na koscama u nooKojICHAmMa MmvKaH

[pu npoyuBaneTo TAX316 anonerys, IepCUCTUPAIIIA II0 BpEME Ha IIEPUO/Ia Ha MPOCICAsIBaHe ClIC
Kpas Ha XUMHOTepanusiTa, ¢ HaomoaaBana npu 687 ot 744 TAC nauuentu (92,3%) u 645 ot

736 FAC nanuentu (87,6%).

B kpas Ha mepuoja Ha mpociie/isiBaHe (JeCTBUTEIHA MeIMaHa Ha BPEMETO Ha MPOCIIeITBaHe

8 roauum), mepcucTHpaina ajgonens € Hadaonasana npu 29 TAC mamnuentn (3,9%) u 16 FAC
naruenTn (2,2%).

[Tpu mpoyusaneto GEICAM 9805 anoners, KOsATO € 3anoyHasia 10 BpeMe Ha Mepro/ia Ha J1ed u
e MepcucTHpaia B mepruoja Ha MpoCiesBane, € Ipoabkuia npu 49 nanventn (9,2%) B T

pamoro u 35 naruentu (6,7%) BB FAC pamoTto. Anonemys, CBbp3aHa ¢ U3MUTBAHOTO JIe TBO, €
3al0vHaJIa WK Ce € BIOLIIIA 10 BpeMe Ha Meproia Ha pociiesiBane npu 42 nauueH ,9%) B
TAC pamoto u 30 manuentu (5,8%) BsB FAC pamoto. B kpas Ha mmepro/ia Ha mpoc BaHe
(MenuaHa Ha ieprosa Ha nipocienssade 10 roquHu U 5 Mecera), nepcucTrupania dRPTeIus e
HaOmonaBana npu 3 nauuentu (0,6%) B TAC pamoro 1 npu 1 manueHT (0,20/% B FAC pamorto.

Hapywenus na 6v3npouzsodumenuama cucmema u 2bpoama Q\¢

IIpu npoyuBaneTo TAX316, ameHOpes, 3ar10YHalIa 110 BpeMe Ha 1ep Ha JICYCHUE U
TIePCUCTHUPAIIA B TIEPHOJIA HA MPOCIICISIBAHE e Kpast Ha XUMHUO naTa e cpoomenHa mpu 202 ot
744 nanmentu B TAC pamorto (27,2%) u 125 ot 736 nauueHT! AC pamoro (17,0%).AmeHopes,
KOSITO TIPOIbJDKABA B Kpast Ha TIepHO/Ia Ha MPOCIe/sIBaHe (M@& Ha MepHo/ia Ha MPOCIeIsIBaHe

8 roaunn) e HabmogaBana nmpu 121 ot 744 manueHTy B T/Q amoTto (16,3%) u 86 marMeHTH BHB
FAC pamoro (11,7%).

ITpu npoyusanero GEICAM 9805 e nabmogaBana opes, KOATO € 3all04Haa 110 BpeMe Ha
MepHo/ia Ha JICUCHUE U € TICPCUCTUPAIIA B TIEPHO, HpoceisiBaHe, € MPOABIDKIIA TIPH

18 nmanmenTu (3,4%) 8 TAC pamoTo u 5 mamu @H (1,0%) BsB FAC pamoto. B kpas Ha meprosa Ha
mpoclieisBaHe (MeIuaHa Ha Tiepuojia Ha I nsiBane 10 rouHu U 5 Mecena), IepcucTHpaIa
ayrorerus ¢ Habro1aBana mpu 7 HauHeP\B\ ,3%) B TAC pamoto u npu 4 naruent (0,8%) ssB FAC

pamoTo.
O

Obwu napywenus u egpexmu 1 'ﬁcmomo HA npuiodiceHue

[Ipu npoyuBanero TAX316, (epeH OTOK, 3armoyHal o BpeMe Ha NepHoJia Ha JICYeHHE U
MEPCUCTUPAI B TIEpHOIA ocJesiBaHe Clie/l Kpasi Ha XUMHOTepanusTa, ¢ Habnronasad mpu 119 or
744 naupentu 8 TAC To (16,0%) u 23 or 736 marnrentn BB FAC pamoto (3,1%). B kpas Ha
Nepro/ia Ha MpocieiiBane (IeHCTBUTEIHA MeIMaHa Ha MIEPUO/Ia Ha pociieisiBane 8 roauHm),
MIEPCUCTUPAILIL TIE peH oTok e Habmoaasan npu 19 manuentn 8 TAC pamoro (2,6%) u 4 narnmenTn

o TAX316, numdenem, 3armoyHai mo BpeMe Ha epruojia Ha JieueHHe U ePCUCTUPALL]
B MIEPHO, MIPOCIIEIIBAHE CIIel Kpas Ha XHMHOTepanusTa, € cro0uieH npu 11 ot 744 nanueHTu B
TAC g@%o (1,5%) u 1 ot 736 maruentn BB FAC pamoto (0,1%). B kpas Ha mieprioga Ha

i} nsiBaHe (IefcTBUTEIHA MeIaHa Ha TIepHo/ia Ha MpOoCye/sBaHe 8 TOMNHM), IEPCUCTHPAIILL
nmez{eM e HabmoxasaH npu 6 nanuentu B TAC pamoro (0,8%) u 1 manment BB FAC pamoto
(0,1%).

[Tpu npoyuBanero TAX316, acTenus, 3amoyHalia 1Mo BpeMe Ha Mepro/ia Ha JICUCHUE U IIEPCUCTHpAIIa
B MIEPHO/Ia HA TIPOCIIEISIBAHE CIIe]] Kpas Ha XUMHUOTEPaInsATa, ce Choomana npu 236 ot 744 manueHTn
B TAC pamoto (31,7%) u 180 ot 736 marmentn BB FAC pamoro (24,5%). B kpast Ha ieproja Ha
pocieisaBane (IeiCTBUTEIHA MEMaHa Ha Ieproia Ha POociieAsiBaHe 8 roJIMHH), IEPCUCTHPAIIIa
acTeHus e HaOromaBana nipu 29 manuent B TAC pamoto (3,9%) u 16 manment B5B FAC pamoTo
(2,2%).

[Tpu mpoyuBaneto GEICAM 9805, nepudepen oTok, 3arodHal 10 BpeMe Ha Iepro/ia Ha JedeHHe, €
MepCUCTHPAT B Tiepuoa Ha npocieassade npu 4 nanuentu (0,8%) 8 TAC paMoTo 1 2 HalueHTH
(0,4%) BvB FAC pamoto. B kpast Ha meprojia Ha Tpociie/sBane (MearaHa Ha Ieproia Ha
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npocneassane 10 roxunn u 5 Mecena), Huto exud naruenT (0%) 8 TAC pamMoTo He € uMat
nepudepeH 0ToK, a epcrcTUpa nepudeper oTok e Habmonasan npu 1 nanuent (0,2%) BB FAC
pamoro.

Jlumdenem, 3amoyHa Mo BpeMe Ha Mepro/ia Ha JIeUeHHE, € TIEPCUCTUPAIT B IEPHO/IA HA MPOCIICIIBAHE
mpu 5 manuentn (0,9%) B TAC pamoro u 2 nanuentn (0,4%) BB FAC pamoTo. B kpast Ha nepuona
Ha MpocIeAsBane, mepcuctupa auMdenem e Hadbmomasan npu 4 maruentn (0,8%) B TAC pamoTo u
1 manenr (0,2%) BB FAC pamorto.

AcTeHnwst, KOSITO € 3all0YHalIa [0 BpeMe Ha TepHo/Ia Ha JICYCHUE U € TIEPCUCTHPaia B IEpHo/ia Ha
npociessiBane, € npoabkuia npu 12 narmentu (2,3%) B TAC pamoro u 4 nanmentu (0,8%) BbB
FAC pamoro. B kpast Ha niepro/ia Ha mpocJie/siBaHe, IIEPCUCTUpAIla aCTEHHs ¢ HaOJIt0[aBaHa PU

2 narwentu (0,4%) B TAC pamoto u nipu 2 nanuents (0,4%) 8B FAC pamoto.

Ocmpa nesxemus/Muero0ucniacmuier CUHOpom
Cnen 10 rogunu npociieAsBaHe pu npoyusaneto TAX316, ocTpa jgeBkeMus € ChoOIIIeHa TIp z@
744 TAC nanuentu (0,4%) u ipu 1 ot 736 FAC manuentu (0,1%). Enun TAC narueHt i

1 FAC nauuenr (0,1%) ca mourHasM mopaju OCTpa MUEIOHIHA JIEBKEMUsI TI0 BpeMe Ha ([proaa Ha
npocessBaHe (MeanaHa Ha Mepruo/ia Ha IPOoCIesBaHe 8 TOIUHN). MHenonHCHnaCT§ CHUHJIPOM €
cpobier npu 2 ot 744 TAC namuent (0,3%) u nipu 1 ot 736 FAC marmentu (0,49

Cren 10-ropumien nepuos Ha mpociensiane B npoy4usaneto GEICAM 9805, oétpa neBkemus e
HacTeImia mpu eaut ot 532 (0,2%) ot manmenture B TAC pamoto. He ca LIEHU CIIy4au [IpU
nanueHT BB FAC pamoto. B HUTO eHa OT rpynuTe He ca JUarHOCTH Y TTAIlCHTH C

MHEJIOUCTIIACTHYEH CHHJIPOM. &Q

Heymponenuunu ycnosicnenust

Tabmunara mo-g01y oka3Ba, ue YecTorara Ha (heOpriTHa He QGHI/IH Y HEYTPOTNICHNYHA HH(EKIHS
OT 4-Ta cTereH e OnTa Hamallsiya MpH MalueHTH, KOUTO C WK TbPBUYHA MPO(HUIAKTHKA C
G-CSF, caen xato T4 e cTaHalIa 3aIb/DKATENIHA 3a TAC@M To B n3nutBaneto GEICAM.

HeVTDOHeHI/I‘IHI/I YCIIOXHCHHUIA ITPU ITAITMCHTH, HO.DK Balllnu TAC ChC UJIN 663 II'bPBHUYHA
npodunaktika ¢ G-CSF (GEICAM 9 805) (bg\“

&%pnnqﬂa G-CSF C nbpeuuna G-CSF
npoduiaKkTuKa npoduIakTuKa
(n=111) (n=421)
Q.‘ n (%) n (%)
S
HEYTPOTIEHHUS (CTCHCH@Y‘ 104 (93,7) 135 (32,1)
ebpuHa HEyTpOIeHNS 28 (25,2) 23 (5,5)
&
HeyTpone;{%?Ha HHPEKIHS 14 (12,6) 21 (5,0)
HE CHMYHA UH(PEKIIHS 2(1,8) 5(1,2)
e 3-4)
\
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TabnuueH CIUCHK Ha HexenanuTe peaknuu Ha Docetaxel Zentiva 75 mg/m2 B koMOuHAaLus ¢
LUCIUIATUH U 5-QJIyopoypauui Ipy CTOMAIIEH aAcHOKAPLUHUHOM

CucreMo-opraHHu KJjiacose 110
MedDRA

MHOro 4ecTH HeKeJIaHu
pPeaKknuu

YecTn HeKeTaHU pPe€aKkuuu

WNudexunu u nadecraun

Heytponennuna nugexus;
Wudexus (crenen 3/4: 11,7%)

Hapymienus Ha KpbBTa U
numbHaTa cucTeMa

Anemus (crenen 3/4: 20,9%);
Heytponenus (ctenen 3/4:
83,2%);

TpombouuTonenus (crenen 3/4:
8,8%);

DeOpusiHa HEYTPOIICHHS

Hapymenus nHa umyHHaTa
cucTemMa

CBpBXYYBCTBUTEITHOCT (CTEIIEH
3/4:1,7%)

Hapymenus Ha Mmetabonm3ma u
XpaHEHETO

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

Hapymenusa Ha HepBHaTa
cucTema

[Tepudepna cenzopna
uespomarus (crereH 3/4: 8,7%) |

R

N
3@%3@}16 (cremen 3/4: 2,3%);
prdepHa MOTOpHA

Heponarust (crerneH 3/4: 1,3%)

Hapymenus na ounrte

L

VBenuueHa JTaKpuMarus
(cTenen 3/4: 0%)

Hapymienus Ha yxoTo u
JabupUHTA

Hapymenus Ha cimyxa (cTeneH
3/4: 0%)

ChpaeyHy HapyLIIeHUs

Aputmus (crenen 3/4: 1,0%).

CromainrHo-4peBHU HAPYIIECHUS

A\

Tnapus (¢iétien 3/4: 19,7%);

lanen erie 3/4: 16%);

Crom@rut (crenen 3/4: 23,7%);
wiane (cremeH 3/4:

,3%)

3arek (crenen 3/4: 1,0%);
CromanrHo-upeBHa 00JIKa
(cremen 3/4: 1,0%);
E3zodarut/nucharus/6onka mpu
npermbinade (crenen 3/4: 0,7%)

HapymeHHﬁ Ha KoXXaTta u OV\‘
IOJKOXHAaTa ThbKaH QQ
,8)

Arnonenus (crernien 3/4: 4,0%)

O6puB cbe chpbex (ctenen 3/4:
0,7%);

Hapyuienus va HokTuTe (CTCTIeH
3/4: 0,7%);

Excdonuanus Ha KoxkaTa
(cremen 3/4: 0%)

O61mu ;@?ﬁje}mﬂ u epekTH Ha

§ Ha OPUITO0KCHUC

Jleraprus (cremen 3/4: 19,0%);
Tpecka (creren 3/4: 2,3%);
3agppkaHe HA TCUHOCTH
(Teskx0/KMBOTO3ACTpAIIABALIIO:

1%)

Onucanne Ha u30panu Hexenanu peakunu Ha Docetaxel Zentiva 75 mg/m? B xomOuHams ¢

OUCIIIaTUH U 5-(1)J'IVODOVD3LII/IJ'I OpH CTOMaIICH aACHOKApIINHOM

Hapywenus na kpvema u numgpnama cucmema
®deOpritHa HEYTPOTICHHST M HEYTPOTIeHUYHa HHEKITUS Bh3HUKBAT ChOTBETHO Iipu 17,2% u 13,5% ot
NalnueHTuTe, He3aBUCHMO OT npuinaraneTo Ha G-CSF. G-CSF e u3nosn3BaH 3a BTOpUYHA
npodunakTika nmpu 19,3% ot nammentute (10,7% ot nuknure). @eOpuitHa HEYTPOTICHUS U
HEYTpOTIeHNYHA HHPEKIHS Bh3HUKBAT ChOTBETHO TipH 12,1% 1 3,4% OT manuenTuTe, Korato
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narnueHTuTe ca nonyaw npodunakrnano G-CSF, npu 15,6% u 12,9% ot nanuenTure 6e3
npoduaaktuueH G-CSF (Bxk. Touka 4.2).

TabnuueH CIMCHK HA HeXxenanuTe peakimu Ha Docetaxel Zentiva 75 mg/m? B koMOHMHAIHS C

OMCIUIaTHH U S-dmvopovpaunn IOpH paK Ha IjiaBa ¥ 11U

o UHayKinoHHa XMMHOTEPAIH mociaeaBana ot rbuerepanus (TAX 323)

Cucremo-opranau
kjaacose mo MedDRA

MHoro yecTH
HeKeJIaHU peakuuu

YecTH HeKeJIaHHA
peaknuu

HeuecTH He:xe1aHHN
peaknuu

WNudexunu u

Wudexuus (crenen 3/4:

uHecTau 6,3%); b@'
Heyrponenununa %)
MH(EKIHS &Q

Heommazmu- PaxoBa 6oska (cTenen QQ

10OPOKaYECTBEHH, 3/4:0,6%) *

37TOKAa4E€CTBEHU H
HeompeneneH! (BKII.
KUCTH U MOJIUIIH)

(

Hapymienns Ha kpbBTa
u muM@dHaTa cucTeMa

Heytpormnienus (creneH
3/4: 76,3%);

Anemus (creneH 3/4:
9,2%);
TpomboruTOnEeHUS
(crenen 3/4: 5,2%)

AN
@ebpuiHa N

%)
HEYTPOIIECHUS
Q\\>
Q?’Q
3

Hapymenus na
MMYyHHAaTa CHCTEMa

Hapymenus na
MeTaboau3Ma 1
XpaHEHETO

AHopekcus (cTerneH
3/4: 0,6%)

o

A
C JyBCTBUTEITHOCT
TEXKKA)

7

Hapymenusa na Hucreysus/ MI/IH' 3amaiiBane
HEpBHATa CUCTEMa Hepmbep €H30pHa

HEBPOIATH (CTeneH

3/4: 0\ 3{)
Hapymenus Ha ounte YBenudeHa

O JaKPUMAIIHS;

QQ KoHIOHKTHBUT

Hapyienus Ha yxowdvu Hapyuienus Ha ciayxa
Ja0MpHHTA A

Cepacanu H@U}J,CHI/I}I

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

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

C’L,Z[O %%’LHCHI/IH

BeHo3HO HapyiieHne
(cremen 3/4: 0,6%)

CT AITHO-IPECBHU
HapyIICHUS

lanene (crenex 3/4:
0,6%);

Cromarur (crereH 3/4:
4,0%);

Huapus (crenen 3/4:
2,9%);

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

3arex;
E3odarut/mucharus/co
JIKa TIPY TIPETIThIIaHe
(ctenen 3/4: 0,6%);
Kopewmna 6oixka;
Hucnencus;
CroMantHo-4peBHA
XeMoparus

(crenien 3/4: 0,6%)

Hapymenus Ha koxxaTta
U TIOIKO)KHATA ThKaH

10,9%)

Anornerus (creneH 3/4:

OO0puB cbC CHPOEK;
Cyxa koxa;

Excdonnanus Ha
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Cucremo-opranau
kjaacose mo MedDRA

MHoro 4yecTn
HEKeJIaHU peakuuu

YecTH HeKeJIaHHA
peaknuu

HeuecTH He:xe1aHHN
peaknuu

Koxara (crereH 3/4:
0,6%)

Hapymenus na
MYCKYJTHO-CKEJIEeTHaTa
CHUCTEMA U
ChEJMHUTENIHATA ThKaH

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

OO01IM HapyLIICHHUS U
eeKTH Ha MACTOTO Ha

Jletaprus (ctenen 3/4:
3,4%);

MPIIOKEHUES Tpecka (cternen 3/4:
0,6%): Q°
3anbpprkaHe Ha QQ
TEYHOCTH; QA
Otoxk ‘(\O
Wscnenpanust TToBuIIeHO TETI0 N

>

e VHAyKIMOHHA XMMHOTEpaNHsl ocIeBaHa OT XUMHOIbYETepanus (TAX@‘B

AN

CucreMo-opraHHu
kjiaacose no MedDRA

MHoro yecTH
HEKeJIaHU peakuuu

YecTHn HeKeJIaHHU ®'<
peakuuu

HeuyecTu HexkeJaHH
peaknuu

Nndexnum u

Undexnus (crenen 3/4:

uH(pecTaIMN 6,3%) uHde
Heommazmu- Pakea*0oika (CTeneH
NO0OPOKAaYECTBCHH,

3JI0KaYeCTBEHU U
HeomnpeneneH! (BKIL.
KHUCTH W TTOJIHIIH)

J
o

3(824,2%)
V%

Hapymenus Ha kpbBTa
1 muM@dHaTa cucTeMa

Q

LN

Heyrpomnenus (@ﬁeH
3/4: 83,5%%; Q>
Anemus ( eH 3/4:

12,4%)?
Tp& LUTOIECHUS

H 3/4: 4,0%);
cOpwTHa
CYTPOIICHUS

Hapymenus Ha 5% CBpBXUyBCTBUTEITHOCT
WMYHHATa CHCT
Hapymemzm@}\ ) AHopekcus (cTerneH
MeTtabo u 3/4:12,0%)
XpaHEH
Hglée‘mm Ha Hucreysus/Ilapocmust | 3amaiiBane (creneH 3/4:
HEpBHATA CUCTEMA (cremen 3/4: 0,4%); 2,0%);
Iepudepna cenzopna | IlepudepHa MOTOpHA
HEBpOMATH (CTCIICH HeBpomnaTHs (CTeneH
3/4:1,2%) 3/4: 0,4%)
Hapymenus Ha ounte YBenudeHa KoHIOHKTUBUT
JaKpUMaIus

Hapymenus Ha yxoto u
nabupuHTa

Hapymuienus Ha cinyxa
(crenien 3/4: 1,2%)

CoepaedHn HapyIIeHUS

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

MuokapaHa ucxemus

Cpa0BH HapylIEeHUs

Benosno HapyHniCHUC

13

2




CucreMo-opranumn MHoro yecTn YecTH HexeTaHU HeuecTu He:xenaHu

kjaacoBe mo MedDRA | HexkeslaHu peakmn peaknuu peakunu
CroMalHo-4peBHU I'apene (crenen 3/4: Hucnencus (cTenex
HapyLICHHs 13,9%); 3/4: 0,8%);
Cromarur (crenen 3/4: | CToMamHo-4peBHa
20,7%); 0oska (cremneH 3/4:
[MoBpsinane (crenex 1,2%);
3/4: 8,4%); CromanrHo-4peBHa
Huapus (creren 3/4: Xemoparu
6,8%); (crenen 3/4: 0,4%)
Ezodarut/mucdarus/6o
JIKa TPY MPEeriIbIIaHe brb
(crenen 3/4: 12,0%); %)
3arek (cTeneH 3/4: &Q
0,4%); A0
Hapyienus Ha koxkata | Anonerus (crenen 3/4: | Cyxa koxa; *\
Y TIOIKO’KHATA ThKaH 4,0%); JeckBamarust (b
O6puB cbC CHPOEK; ) >
Hapymenus na Mpuanrus (cTeneH 3/4:@.0
MYCKYJHO-CKEJIEeTHaTa 0,4%) %)
cuCTEMa U &
ChEeIMHUTEITHATA ThKaH @
OO01Iu HapyLIICHUS U Jletaprus (ctenen 3/4: )
edextu Ha msictoro Ha | 4,0%); (b
MPUIOKEHUE Tpecka (ctemnen 3/4: Q

3agbpkaHe Ha
TEYHOCTH (cTereH 3/ Q

1,2%); (b.
Otok (cTencH 3@7
1,2%) D

3,6%); Q‘O
Ve

Wzcnensanus Hamaneno(erio IloBumieHo Terno

ITocTMapKETHHTOB OITUT ;$

Heonnasmu — 0obpoka BeHU, 3/I0KAYeCMBeHU U Heonpeoeienu (6K1. KUCMU U NOJUNU)

CrobmraBa ce 3a BTO &a M0sIBa Ha IbPBUYHH 3JI0KA4€CTBEHH 3a00sIBaHNA (C HEM3BECTHA YECTOTA),
BKJIFOUUTEITHO HE )2§KHHOB muMQpoM, BbB Bpb3Ka C JOIETAKCEel, IIpUIarad B KOMOMHAIUS C IPYTH
MIPOTUBOPAKOB )Qem/m, 3a KOUTO € U3BECTHO, Y€ Ca CBhP3aHH C BTOPUYHA MOsIBA HA ITBPBUYHH
3JI0KA4Y€CTB abosiBanus. Mima choOIIeHHs 32 OCTpa MUEIOUIHA JICBKEMUS H

MUEIO]T @acmqu CUHJIPOM (C HEM3BECTHA YECTOTA) B OCHOBHUTE KIMHUYHU M3IUTBAHHS TIPH paK
Ha Mne&a xkie3a ¢ TAC cxemara.

Hapywenus na kxpvema u aumgpnama cucmema

CpoO1aBany ca ciydad Ha MOATHUCKaHE Ha KOCTHHUS MO3bK U APYTH XeMaTOJIOTUYHU HEXeJaH!
peakuuu. Uma choO1eHns 3a TuceMrUHUpaHa nHTpaBaszainana koarymnanus (AMK), secto cBbp3ana
ChC CEIICUC WM MYJITHOPTaHHA HEOCTaThYHOCT.

Hapywenus na umynnama cucmema

CpoO1eHH ca HAKOJIKO ciy4dasl Ha aHa(UIaKTUYeH 10K, MOHSKOra 3aBbPIIWII (aTaiHo.

Hma choOIeHns 3a peakiii Ha CBPbXYYBCTBUTEIHOCT (C HEM3BECTHA YECTOTA) MPHU yHoTpeda Ha
JIOLIETaKCeN MPU MAallMeHTH, KOUTO ca MMaJIi MPEAUIIHN PEeaKii Ha CBPbXUyBCTBUTEITHOCT KbM
MaKIUTaKCell.
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Hapywenus na nepsnama cucmema
Penxu citydan Ha KOHBYJICHU WU TIPEXOJHA 3ary0a Ha Ch3HAHUE ca HAOIIOIaBaHU TIPU TPUIIOKCHHC
Ha JionieTakcesl. Te3n peakiuy MOHAKOTa ce MOABSIBAT [0 BpeMe Ha WH(Y3HUITa Ha JIEKAPCTBEHHS

MPOAYKT.

Hapywenus na ouume
Cro011aBa ce 3a MHOTO PEJIKU CIIy4ad Ha MPEXOIHU 3PUTEITHHA HapyIIeHUs (POTOICHS, CKOTOMH),
00WYaifHO BH3HUKBAIIH IO BpeMe Ha MH(Y3Hs Ha JICKAPCTBEHHS MTPOYKT U CBBP3aHU C PEaKIIUU Ha
CBPBXYYBCTBUTEIHOCT. Te ca oOpaTiMu cien npekpaTsIBaHe Ha HHQY3uaTa. Psako ca cho0iaBaHu
ClTy4yau Ha JJAKpUMAIIHS C WM 03 KOHIOHKTHBHUT, KAKTO U CITy4ad Ha OOCTPYKIIHS Ha CITb3HUS KaHA,
KOETO BOJIH JIO MPEKOMEPHO chi3eHe. MiMa choOIIeHus 3a Cilydan Ha KUCTOHJICH MaKyJIeH eJieM
(KME) npu marueHTH, JISKYBaHH C JOIIETaKCEel. (b'
©
)

Hapywenus na yxomo u nabupunma
CroOImaBanu ca peiKu Clydyad Ha OTOTOKCHYHOCT, HAPYIICHUS Ha CITyXa ¥/WiK 3aryoa Ha&&xa.

Covpoeunu napyuenus *Q
Cpo01raBany ca peAKHd Cirydan Ha MHOKapeH HHPapPKT. (b.

Nma cpoOiieHus 3a kKaMepHa apUTMUs, BKIFOUYUTEITHO KaMEPHA TaXUKaAPAHS xgh?,BeCTHa 4ecToTa),
MOHSIKOTA C JICTAJICH M3XO0JI IPY NAIMEeHTH, JIEKYBaHH C JOIETAKCEN B KOM AQHU CXCMH,

BKITIOYBAIIH JOKCOPYOHIIMH, S-(h1yopoypanui u/unm III/IKJ'IO(I)OC(i)aMI/Iﬂg\z\

Cv0oo8u HapyuieHus &
CroOraBanu ca pefiKu ciTydad Ha BEHO3EH Tp0M6oeM6onH31,1\4.b‘Q

Pecnupamopnu, epvonu u meouacmuraniu HapyuieHus. Q(b

Psiaxo ce cho01aBa 3a OCTBp pecupaToOpeH AUCTPEC POM U ClTydau Ha UHTEPCTUIHAITHA
ITHEBMOHUS/ TTHEBMOHHT, HHTEPCTHUITHAIIHA OCIOAP oonecT, OenompodHa GrudpPo3a U AUXaTeaHa
HEJOCTATHYHOCT, ToHsKora (hatamHau. ChoOmas PElKH CITydad Ha paJuanioHeH MHEBMOHUT TIPU
MaIMEHTH, TIOJTyYaBally ChITHTCTBAIIA mqew@m.

Cmomawmno-upesHu HapyuieHus )
CpoO1eHH ca peiKu ciyvyan Ha CHTQPYKOIHT, BKIFOTHTEHO KOJUT, HCXEMHIEH KOIUT U
HEYTPONIEHHYEH EHTEPOKOJIMT C BE3MOKEH JIETaeH M3X0/ (C HEM3BECTHA YECTOTA).

CpoOmUIeHN ce peaKH CITydan UIpaTanys KaTo MOCIeNIa OT CTOMAITHO-IYPEBHU CHOUTHS,
BKJTFOUMTEITHO €HTEPOKOIIH MalrHo-4peBHa rnephopanus.
Cro01mmaBa ce 3a penku W Ha WIIEYC 1 YpeBHA OOCTPYKLIHSI.

Xenamobunuapnu f@ymemm
CpoOuiaBanu c@bro PEIKH CIydad Ha XeMaTHT, MOHIKOra (haTaIH!, MPEIAMHO MTPH HAIUEHTH C
MO ITEKATIH 0JIpOOHY HAPYIICHUS.

HEXXEJTaHU PeaKInu KaTto cuuapoM Ha Stevens-Johnson (SJS), TokcuuHa enmuaepMattia
nekposmza (TEN) u octpa reHepannsupana ek3antemMaro3na nyctynosa (AGEP) ca chobriiaBanu mpu
norerakcen. [Ipu morerakcen ca cho0IaBaHu MO00HH HA CKIIEpoepMa MPOMEHH, OOUKHOBEHHO
npeaxokaanu ot nepudeper tumdenem. Mima cro0meHus 3a Cliy4an Ha TpaitHa agonerust (¢
HEM3BECTHA YECTOTA).

Hapy%@}v a Kodcama u NOOKOHCHAMA MbKAH
ng a KOXKEH JIYIyC epuTeMaTo3yc, OyJI03HH EPYIINH KaTo epuTeMa MyITU(OPME 1 TEKKH
KO

Hapywenus na 6vopeyume u nuxoyHume nomuuya

Nma cpobuienns 3a 0b0peuna HenpoctaThyHOCT. [Ipu oko10 20% 0T Te3u cityyan HE € UMalo PUCKOBH
(akTopu 3a ocTpa ObOpEeYHa HETOCTATHPYHOCT KAaTO EHOBPEMEHHA YIIOTpeOa Ha HEPPOTOKCUIHH
JIEKapCTBEHH NIPOAYKTH U CTOMAIIIHO-YPEBHU HAPYIIEHUS.
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Obwu napyuwienus u egpexmu Ha MACMOMO HA NPUTIOICEHUE

B penku ciaydan ce cbo011aBa 3a KbCHH TOKCHYHU MPOSIBH CJIE]T O0TbYBaHE.

KbcHa peakiius Ha MSICTOTO Ha MHYKEKTUpaHe (PElUINB Ha KOKHA PEaKIUsA B MACTOTO Ha
mpeliecTrala eKCTpaBasalis Cie/| MPIIOKEHNE Ha TONETaKCe Ha Pa3InyHO MSICTO) € HaOIro1aBaHa
B MSICTOTO Ha MpPE/IIIecTBalla eKCTpaBasaius (C HEeM3BECTHA YECTOTa).

3a/1bpyKaHETO HA TEUHOCTH HE € OWIIO CHITBTCTBAHO OT OCTPH €MU30,1U HA OJIUTYPHUS WITH XUITIOTOHHS.
Cro01raBadm ca peaKH CIydan Ha JeXuapaTaius u 6emoapodeH OToK.

Hapywenus na memabonusma u xpanenemo

CroOI1IeHH ca clTyyaH Ha eJIeKTPOJUTEH JaucOananc. Mima choOIIeHus 3a Cllyyau Ha XUIIOHATPUEMHUS,
TJIABHO CBBP3aHHM C JIEXUAPATaIisl, NOBPHIIaHe U MTHEBMOHUS. Ha0moaBanu ca XumokaineMus,
XHITIOMArHE3UEMUSI U XUTIOKAIIIUEMHS, OOMKHOBEHO CBHP3aHU ChC CTOMAIITHO-YPEBHU HAPYIIICH ﬂ(b
0co0eHo ¢ mrapusl. @%

C’BO6H.[aBaHe Ha IMoa031upaH HCXCIIaHU PCAKITUN &Q
C’LO6H.[aBaHeTO Ha IoAO03MpaHn HECKCIIaHNU pCaKIUU CIICA pa3pClllaBaHC 3a yHOTpe6a ApCTBCHUS
MPOAYKT € BAKHO. ToBa no3BosiBa Aa IpOAbJIIKA Ha6J'IIOZ[eHI/ICTO Ha CbOTHOIICHUC OJ'ISEI/pI/ICK 3a
JICKApCTBCHHUA NPOAYKT. Or MCIUIIMHCKUTC CIICHUAIIUCTHU CC U3HMCKBA Aa C’LO6H.[ BCsiKa

[OI03MPaHa HeXKeIaHa PeaKilys Ype3 HaI[MOHAIHA CUCTeMa 3a ChOoOIaBaHe, HOCOUCHA B
[punoxxenue V. \2&

4.9 Ilpeno3upane &
)

Nma Hskonko cho01menus 3a npeno3upane. He e u3Becren an 3a IpeJlo3upaHe ¢ gouerakcen. B
Clly4yail Ha pelo3upaHe, MAUEeHTHT TPsAOBa Aa Obe 3aAbp CIELUAIN3UPAHO 3BEHO U
XKU3HEHUTE My QYHKLIUH Ja ObJaT 0] HENOCPEACTBEHO HaQmonenue. [Ipu ciyuau Ha npeno3upase
MOJKE []a c€ 0YaKBa eK3alepOanus Ha HeXKeJIaHUTE Ch, . OuaKkBaHWUTE IJIABHU YCJIOKHEHHUS OT
MIPEI03UPAHETO CE ChCTOAT B MOATHUCKAHE HA KOCT 03bK, niepudepHa HEBPOTOKCUYHOCT U
MYKO3UT. BB3M0OKHO Haii-0bp30 cies OTKpHuBa peno3upaHeTo, NalueHTHT TPAOBa Ja MOIy4H
G-CSF B TepaneBtnunu no3u. [lpu Heo6x0}1w$T TpsiOBa 1a ce mpennpuemMar APYrd HOAXOISIIN
CUMIITOMaTHYHHU MEPKH.

\2@
5.  ®APMAKOJOTAYHU EBONCTBA

£

5.1 ®apmakoguHaMu4 HcTBa

(DapMaKOTepaHeBTI/I‘IHQ%’HaI Takcanu, ATC xox: LO1CDO02.

MexaHU3bM H'zééﬂme

Jonerakc AHTHUHEOIUIACTUYHO CPEJCTBO, KOETO JEHCTBA Upe3 CTUMYJIMpaHe Ha M3TPAKIAHETO HA
cTabu KpOoTyOynu oT TyOyJIuHa U MHXUOHMpa TAXHOTO pa3najaHe, KOeTO BOJIHU IO MOAYEpTaHO
H@ aHe Ha cBOOOHMS TyOynuH. CBBbP3BAHETO HA JIOLIETAKCEI C MUKPOTYOyIUTE HE MPOMEHS
OpOsi Ha MIPOTOPUIAMEHTHUTE.

In vitro e noxaszano, 4e oreTaKkces pa3pyliaBa MUKpOTyOyITHaTa Mpeka Ha KIETKHTE, KOSITO € OT
OCHOBHO 3Ha4Y€HHE 32 KUZHEHUTE MUTOTHYHU U HHTEP(a3HN KIETHUHN (QYHKIIHU.

d)apMaKo JUHAMWUYHHN ed)eKTI/I

YcTaHOBEHO €, Ue AOIETaKCell € IUTOTOKCUYCH in Vitro CIPSMO Pa3iINdHU MHIIU U YOBEUTKHA TYMOPHHU
KJIETHYHU JIWHUH U COPSAMO MPSICHO €KCIU3MPAHN YOBEIIKH TYMOPHH KIIETKH TI0 BpeMe Ha
KJIOHOT€HHU M3cieaBanus. [lomerakcen qocTura BUCOKH BETPEKIETHYHN KOHIIEHTPAIUH C IBJIBT
nepuos Ha 3aabpskane. OCBEH TOBa, € YCTAHOBEHO, Y€ JOIETAKCEN € aKTUBEH MPHU HAKOU, HO HE MPHU
BCHUYKH KJIEThYHU JIMHUU, CBPBHXEKCIIPECUPAIIH P-TIUKOMPOTEHUH, KOUTO € KOJUPAH OT reHa 3a
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MYJITUMEANKAMEHTO3HA PE3UCTCHTHOCT. In vivo nonerakces He 3aBHUCH OT CXeMaTa 1 npuTeXaBa
IIHUPOK CHCKTHhP CKCHCPUMCHTAJIHA aHTUTYMOPHA aKTUBHOCT CIIPSAMO HAIIPECAHAIN MU 1 YOBCIIKU
HUMIUIaHTAllTUOHHU TYMOPH.

Knanangna ed)I/IKaCHOCT 1 0€30IMacHOCT

Pak na cepoama

Docetaxel Zentiva 6 kombunayus ¢ 00Kcopyouyun u yukiopocoamuo: aoieaHmua mepanusi

[ManumenTu ¢ onepabuiIeH paK Ha I'bPATa ChC 3acsrane Ha guMduute Bb3u (TAX 316)

JIaHHUTE OT MHOTOIIEHTPOBOTO, OTKPUTO, PAHJOMU3UPAHO U3MHUTBAHE MOJIKPEIIST yIIoTpedaTa 1@(0
JOLIETaKCeN 3a a/II0BaHTHO JieUeHHEe Ha MAllMEeHTKH ¢ onepabuieH, ChC 3acsarane Ha JUMQpHHA 30TH,
pax Ha repaara u KPS > 80%, Ha Bp3pact Mexay 18 u 70 romunn. Cen crpartuduxanus Cudpen
Opost Ha nonoxuTeaHuTe JIuMpHU B3 (1-3, 4+), 1491 nauuenTtku ca paH}.‘LOMI/BI/Ipa@
HOJTy4aBaT WM JoueTakcen 75 mg/m? mpuaran 1 vac cinen qokcopyourms 50 mg/

muknopochamug 500 mg/m? (pamo ma TAC), unm nokcopybuma 50 mg/m? HOZ@B&H oT
(ayopoypauun 500 mg/m? u muknodochamun 500 mg/m? (pamo va FAC). ¢ CXeMH ca
MpUIaraHy BEIHBK HAa BCCKH 3 CEAMUITH B IPOIBIDKCHUE Ha 6 IIUKBIA. [] KCeJl € IpUiIarat moj
¢dopmara Ha eHOYacOBa HHQY3HUS, BCHUKH OCTAHAIHU JIEKAPCTBEHH PO, U ca TPUJIAraHu MO/
(hopMaTa Ha UHTpaBEHO3eH 00JTyc Ha BCceku mbpBH JieH. G-CSF e np H KaTO BTOPUYHA
NpoQHUIAKTHKA MTPU MAIMEHTKH Pa3BHIIM yCIOKHEHA HEYTPOTICHUX(YECOpHITHA HEYTPOTICHUS,
MIPOIBIDKATETHA HEYTPOIICHHS Wity uHG ek ). [larnnenTkure Moto Ha TAC mosryyaBar
aHTHOMOTHYHA TpodHIakTHKa ¢ munpodurokcamma S00 mg r@ paTHO IBa IHTH THEBHO B
npoabskenre Ha 10 qHH, ¢ HAa4ano 5-TH JIeH OT BCEKU LIMK®Jl, MM eKBUBaJIeHT. U B [BeTE paMeHa,
cie]] MOoCTIeTHUSI IUKBJT XUMHOTEPAaIus, MaHeHTKUTES JIOKUTEHU €CTPOTCHHU W/HITH
MPOTEeCTEPOHOBU PELENTOPH MOTYYaBaT TAMOKCH 0 Mg THEBHO B MPOABIDKEHNE HA A0 5 TOTUHH.
AJFOBaHTHA JThYETEPAIHs € PEANUCaHa ChITIa AKTHKATa 10 MECTa B y4acTBAIIUTE JeueOHU

3aBelIeHus U € TIpoBeeHa npu 69% ot manu ute, oy TAC u 72% ot nanueHTkuTe,
nonyunin FAC. M3BbpineHn ca qBa Mex Y aHaJIM3a U eJIUH OKOHYaTelleH aHamu3. [IbpBusT
MEXIMHEH aHau3 ¢ OWI IUTaHUpaH 3 T Y CIIe]] laTaTa, Ha KOSATO BKJIFOUBAHETO B IPOYYBAHETO €

HAIIOJIOBUHA M3BBPIICHO. BTopusT MEX/IMHEH aHaIU3 ¢ HAIPAaBeH CIIe/ KaTo ca Ouiiy ChoOLeHH
06110 400 DFS ch6uTHS, KOETO eAQBENO 10 MeMaHa Ha pociesBane 55 Mecena. OKOHYATETHUSAT
aHaJIN3 € N3BBPIICH, KOraTo B &?ﬂ MAIMEeHTH ca JOCTUTHAJIM 0 BU3UTATa Ha mpocieasBane Ha 10-
TaTa roAnHa (OCBEH aKO HE anm DFS cpbuTHe nin He € OMio Bb3MOXKHO J1a ObJaT IpocieIeHH
npenu ToBa). [IpexuBse QT& 0e3 3abomnsBane (DFS) e mppBruYHaTa KpaiiHa TOYKA 32 e(UKACHOCT, a
o011ara npexuBsIeMOC ) € BTOpHYHaTa KpaifHa Touka 3a e(h)MKACHOCT.

OxoHYaTeHUS U3 € U3BBbPLICH NpHu PakTHIecka Meauana Ha npociensBane 96 mecena.
JemoncTpu € 3HAYHUTEITHO TO-TOJIAMa MPEKUBsIeMOCT Oe3 3a0osaBane B paMoTo Ha TAC B
CpaBHEH pamoto Ha FAC. YectoTtara Ha penuanBuTe B paMkuTe Ha 10 TOIWHY € HaMalleHa NPy
naune@m, nomyyasamu TAC B cpaBaenue ¢ noryumnure FAC (cporBeTHO 39% cnpsimo 45%),
T.g@onmn{o CHIDKEHHUE Ha pucka cbe 6% (p = 0,0043). O6mara npexxupsiemoct 3a 10 roauHu
ChIjo 3HauUMTENHO ce nopuinara npu 1 AC B cpaBHenue ¢ FAC (chotBeTHO 76% cripsiMo 69%) T.e.
a0COJIFOTHO CHIXKEHHE Ha PUCKaA OT CMBPT ¢be 7% (P = 0,002). Twii kaTo mosizara, HaOJIIOIaBaHa IPU
MaMueHTH ¢ 4+ TMMQpHH B3N HE € cTaTHCTHUeCKH 3HaunMa 3a DFS u OS, monoXuTeIHoTo
croTHOMIEHHe 1mo3a/puck 3a TAC npu manueHTH ¢ 4+ TUMQHI BB3ITH HE € HAITBJIHO JI0Ka3aHO MPU
OKOHYATEJTHUS aHAJIH3.

Kato usno, pesyaraTure oT NpoydBaHHUATA IOKA3BaT MOJI0XKUTEIHO ChOTHOIICHHE 110J13a/pHUCK 32
TAC, B cpaBHenue cse FAC.

TAC-nekyBaHM NMAIMEHTKH Ca aHATM3UPAHHU CIIOPEJT IPOCIIEKTUBHO JIeDUHUPAHUTE OCHOBHU
MIPOTHOCTUYHHU (DAKTOPH:
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IIpexunBsemocT 6e3 O0ma npekuBsIeMoCT
3a00JisiBaHe
Moarpyna Bpoii Koedu 95% p= Koeduy 95% p=
NauMeHTKH NalMeHTK | [HMeHT | JoBepuTe HEeHT HA | JOBEPUT
u Ha JleH puck* ejleH
PHUCK* | MHTEpBAaJ HHTEpBa
(Ch a (CI)
Bpoii
MOJI0KUTEJH
"
BB3JIH
O6mo 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 0,46-082 | O
4+ 278 0,87 0,70-1,09 | 0,2290 0,87 0,67-1,12 | Q2746
*koe(UIMEHT Ha pUCK 1oJ 1 moka3Ba, uye cxemaTta TAC e cBbp3aHa ¢ Mo-rojsiMa Hp@)I(I/IBQQ?IaCT 0e3
3a0oJsBaHe U 001I1a IPEXKUBSIEMOCT B cpaBHeHHe ¢ FAC. Q

[anmenTu ¢ onepabuieH pak Ha rebpaara 0e3 3acarade Ha JuMGOHUTE BB3IIH, nom@ga U a
noayyasat xuMmuorepamnus (GEICAM 9805) @

JlaHHWTE OT MHOTOILIEHTPOBO OTBOPEHO, PAaHIOMHU3UPAHO U3IMHUTBAHE, TIQ, \ng ynorpebaTa Ha

Docetaxel Zentiva 3a agroBanTHa TepaIvs Ha MAIMEHTH C OIEPaOUIT K Ha I'bpaaTa 6e3 3acsraHe
Ha JTIUM(QHUTE BB3JIM, HOAXO/SIIH /1A [OJTy4aBaT XUMHOTEPAIIHSI. HAIMEHTH Ca PAaHJOMU3HPAHH
na nosyuasar uin Docetaxel Zentiva 75 mg/m?, mpuoxken 1 Jien nokcopyoumn 50 mg/m?u

muknopocdamun 500 mg/m? (539 nanmentu B TAC pamoto W 1okcopyOumun 50 mg/m?,
nocneaBan ot ¢uryopoypaun 500 mg/m? u uI/IKnoq)ocq)aM@ 00 mg/m? (521 nauuentu s FAC
paMoTO), KaTo aIf0BaHTHA TePaIs MIPH IMAIIUECHTH C O OwiIeH pak Ha IbpAaTa 0e3 3acsaraHe Ha
JUMGHHUTE BB3JIM ¢ BUCOK PUCK OT pejialc, Chriac utepuute ot 1 998 nHa St. Gallen (ronemuna
Ha TyMmopa >2 ¢m u/wam orpunarenan ER u PR BHCOKAa XHUCTOJIOTUYHA/AApeHa cTereH (CTeneH
2 1o 3) n/unu BB3pact <35 roaunu). U nBarta, MMa ca MpHJIaraHu BEAHBXK Ha 3 CeMUIH 3a 6
nukbiaa. Docetaxel Zentiva e mpunaran kar®) “uacosa nHbpy3us, BCHYKH IPYTH JIEKAPCTBEHH
MPOAYKTH Ca MpUaraHu HHTPABEHO3H JIeH Besika 3 ceamunia. [IbpBrUYHATA MPOPIIAKTHKA C
G-CSF ¢ Ouna 3a1bJDKUTEIHA B TAC‘@a oto cien karo 230 manueHTH ca OMIn paHI0MHU3UPAHU.
UecroTara Ha (peOprtHa HEYTPOIIEHHUS M HEYTPOIIEHNYHA WH(EKINS OT 4-Ta CTENeH € HaMalrsyia pu
MAIMEHTH, TIOTy4aBaId TbPB podunaktuka ¢ G-CSF (Bx. Touka 4.8). B aBeTe pamena, cies
MOCHEAHNS UKD HA XUMY usiTa, nauneHTu ¢ ER+ w/unu PR+ tymopwu, ca momyyaBanu
tamokcuden 20 mg ean HO JTHEBHO, 32 MEPHOJI 10 S5 TOAUHU. ATIOBaHTHA JThYETEpAIus ¢ Oria
NpUJIaraHa ChriaacHo HHUTE PHKOBOJICTBA OTHOCHO MHCTPYKILIUHTE 33 YYaCTHE U € PUJIaraHa Ha
57,3% ot nauHeHTn%x kouto ca noydaBas TAC u ipu 51,2% oT marnueHTure, KOuTo ca

noirydaBaiu F %,
g

I/ISBLPMGI@ €/IVH TbPBUYCH aHaJIM3 U €IUH aKTyaln3upaH aHaiau3. [IbpBUUHUST aHaIH3 €

U3BBP 0raTo BCUYKH MAIlMEHTH ca UMaJIK MPOCIIEsIBaHe 3a MOBeUe OT 5 roANHU (MeAnaHa Ha
BD Ha mpocieasBane 77 Mecela). AKTYallu3UpaHUsT aHaJIu3 € U3BbPIICH, KOTaTO BCUUKU
MaMICHTH ca IOCTUTHAIU cBosita 10-roauiiHa (MeanaHa Ha BpeMeTo Ha npocieassane 10 roaunu u
5 Mecena) mpocneasBaiia Bu3uTa (ocBeH ako ca umann DFS ce0utne wnu ca 6w 3aryoeHn 3a
mpocieasBane mo-pano). IIpexxussiemocrtra 6e3 3abomaBane (DFS) e mppBruHaTa KpaiiHa TOUKa 3a
edukacHocr, a oduara npexxussiemoct (OS) e BropuuHaTta KpaiiHa TOUKa 32 e(hMKACHOCT.

ITpu Memuana Ha BpeMETO Ha IpocieasaBaHe 77 Mecera € 1oKa3aHa 3HAYUTETHO MO-AbJra
npexxuBseMoct 0e3 3adonsBane mpu TAC pamoro, B cpaBHerue ¢ FAC pamoTo. JlekyBanute ¢ TAC
MaIMeHTH ca NMAITM HaMaJIsIBaHe Ha pUCKa OT peuuauB ¢ 32%, B cpaBHEHHE C Te3H, JekyBaHu ¢ FAC
(xoedpunument ma pruck = 0,68; 95% CI (0,49-0,93), p = 0,01). IIpu Memuana Ha BpeMeTO Ha
npocneassane 10 roxgunu u 5 meceria, ekyBanute ¢ TAC manueHTy ca MMalid HaMaJIsiBaHe Ha PUCKa
ot peruaus ¢ 16,5%, B cpaBHeHMe ¢ Te3u, JekyBanu ¢ FAC (koedunment Ha puck = 0,84; 95% ClI

137




(0,65-1,08), p = 0,1646). MTanuure 3a DFS He ca cTaTHCTHUECKH 3HAYMMH, HO BCE ITaK Ca CBBP3aHHU C
MIOJIOKUTENHA TeHAeHIHs B moj3a Ha TAC.

[Tpu Memana Ha BpeMeTO Ha mpocieasaBane 77 mecena, oomara npexussemoct (OS) e 6mia mo-
nbira pu TAC pamoTo, npu Hamasseane ¢ 24% Ha pucKa OT CMBPT 3a JekyBanute ¢ TAC
maruenTH, B cpaBHenne ¢ FAC (koedurment na puck = 0,76; 95% CI (0,46-1,26, p = 0,29). O6aue
pasnpenenenneto Ha OS He e oKa3aio 3HauuMa pPas3iiuKa MEX]y JBETe TPYIIH.

[Tpu memana Ha BpeMeTo Ha npociensBane 10 rogunu u 5 Mecena, iekyBanute ¢ TAC nanueHTu ca
MMaJIi HaMaJlsiBaHe Ha PUCKa OT CMBPT ¢ 9%, B cpaBHeHHe ¢ siekyBaHuTe ¢ FAC manuenTn
(koedurment Ha puck = 0,91; 95% CI (0,63-1,32). [IpoueHTsT Ha npexuBseMoct € 93,7% B TAC
pamoto u 91,4% BB FAC pamoro nipu 8-rouinHus epuo]] Ha npocnesssane, u 91,3% B TAC
pamoto u 89% BbB FAC pamoto nipu 10-roaumiHus mepro1 Ha mpociieisiBaHe. Q)(b'

[MonmoxxurenHoTo choTHONICHUE To3a/puck 3a TAC, B cpaBHenue ¢ FAC, ocraBa Hempome
ITpu mepBHYHMS aHamu3 (IPYU MeIHaHa Ha BPEMETO Ha mpocieaiBane 77 Mecera) ca a 3UpaHu
noarpynu Ha TAC- ieKyBaHHU MAIMEHTH, CIIOPE POCTIEKTUBHO ONPEICTICHUTE IO
MPOTHOCTUYHH KPUTEPHH (BXK. TaOIHIIATA TT0-10JTY): (b(b

AHaiu3 Ha DOArpyIUTE OT M3NUTBAHE-AII0OBAHTHA TEpANHUS IIPU naunemm&x Ha r'eplaTa 0e3
3acsarane Ha qtuMmdnaure Bo3au (Intent-to-Treat anamus) @
)

]@\ﬁmsﬂeMOCT, cB000IHA OT
3200J151BaHe
Hoarpynu manueHTH Bpoii nannenTH B fbl(oec]muneln Ha 95% CI
TAC rpynmara \J pHcK*
O6u10 539 O 0,68 0,49-0,93
Bn3pacToBa kaTeropus 1 Q\ i
<50 roaumm 2%& 0,67 0,43-1,05
>50 roquHU Rl 0,67 0,43-1,05
Bn3pacToBa kaTeropus 2 Q)V
<35 rogunun Q\@ 42 0,31 0,11-0,89
>35 roguHu (', 497 0,73 0,52-1,01
XopmoHajieH penentopen A
crarTyc %‘&‘
OTpPHULIATETHO Q\ 195 0,7 0,45-1,1
MTOJIOKUTEITHO O 344 0,62 0,4-0,97
T'onemuna na TyM@a\(
<2cm sz\ 285 0,69 0,43-1,1
%) 254 0,68 0,45-1,04
64 0,79 0,24-2,6
T 216 0,77 0,46-1,3
%HGH 3 259 0,59 0,39-0,9
Meﬂonay:;anﬂo CHCTOSTHHE
mpe-MeHomay3a 285 0,64 0,40-1
MOCT-MEHOIay3a 254 0,72 0,47-1,12

* koe¢puuuent Ha puck (TAC/FAC) mo-mainko ot 1 nokassa, ye TAC e cBbp3aHa ¢ Mo-IbJra NpeKUBIEMOCT
cBoOO/HA OT 3aboisiBane, cpaBHeHa ¢ FAC.

HpOBCZ[CHI/I U MPEACTABCHU TYK IO-A0JY Ca CKCIUIOPATOPHHU NMOATPYIIOBH aHAJIN3HU 3a IMMPCIKUBIACMOCT,

cBOOOIHA OT 3a00JIABAHE MPH MAIUCHTH, KOUTO OTroBapsT Ha kputepunte Ha 2009 St. Gallen 3a
xumuorepanust — (ITT momymars):
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KoedpunueHnt Ha

TAC FAC puck (TAC/FAC)
IMoarpynu (n=539) (n=521) (95% CI) p-cToiiHOCT
OTtroBaps Ha pelaTUBHUATE
KpUTEPHUH 3a
XUMHUOTEPATHST®
Ha 18/214 26/227 0,796 (0,434 — 1,459) 0,4593
(8,4%) (11,5%)
He 48/325 69/294 0,606 (0,42 - 0,877) 0,0072}0.
(14,8%) (23,5%) (f\
TAC = nmouerakcen, TOKCOPYOUIIUH U IUKIOPOChamMuT @V
FAC = 5-¢ayopoypanwi, okcopyouius 1 nukiiodocdamu &
CI = nosepurenen unrepsai; ER = ectporenos penenrop O
PR = mporecrepoHOB peuentop Q
2 ER/PR-oTpuuaTeneH Win CTEIeH 3 Wik roJieMHHa Ha Tymopa >5 ¢m *

>

VcraHoBeHUST KOG(l)I/II_[I/ICHT Ha pUCK U3IIOJI3Ba NPOIMOPHHUOHATIHHUA MOJCIT Ha@?m pucka € neucOHa

rpymna KaTo QaxTop. \2‘¢
2

Docetaxel Zentiva xamo monomepanuis &

C morerakcen B IpenopbUUTEIHAaTa 103a U cxema ot 100 mg/ Qa BCEKH 3 CEIMUITH Ca TIPOBEICHU
JIB€ paHJOMU3UPAHH CPaBHUTEIHU NpoyuBaHus daza 1L, B Baiy o0mo 326 wim 392 manueHTKu
C METacTaTHYeH PaK Ha I'bp/aTa, HEMOBIUSHH OT JIeUeH OTBETHO C AJKUJIMPAIL] areHT UIIN

aHTPALUKIUH. \2\

[Ipu marmeHTKUTE, HEMOBIHSUIN Ce OT aTKWINPAWIMS areHT, JTOTIETaKCesl € CPABHEH C TOKCOPYOHUITIH
(75 mg/m? na Beexu 3 ceqmuny). bes ma no a BPEMETO Ha 001I1a IPEKUBSIEMOCT (JI0TIeTaKcel
15 mecena B cpaBHEHHE C I[OKCOpy6I/IL[I/IH@/IeCCHa, p = 0,38) unu BpemMeTo A0 mporpecus
(monerakcen 27 ceMUIIM CIIPSIMO ;[oxcs@y uuuH 23 ceamuny, p = 0,54), nouerakcen noBuiaBa
cTenenTa Ha nosausaBane (52% cupsatio 37%, p = 0,01) u ckbesiBa BpeMeTo 10 0TroBop (12 ceamuiy
crpsimo 23 ceamuty, p = 0,007), (I'pu manmenTku Ha morerakcen (2%) ca mpeKpaTHiIy JIEYCHHETO
TIOpaan 3aApHKKa Ha TEUHOC okaTo 15 manmenTtn Ha gokcopyounnH (9%) ca mpekpaTuim
JIEYEHNETO TTOPaIH Kapz[m@ YHOCT (TPY CMBPTHU CITydasi IOpaay 3aCTOWHA ChpAeuHa

HEJIOCTaThYHOCT). Q{?

[Tpu narueHTKUT OBJIUSLTM C€ OT aHTPAIUKIIKH, JIOIICTAKCEN € CPABHEH ¢ KOMOWHAIHSITA
muToMuiiuH C H6mactun (12 mg/m? na Beeku 6 ceqMuuy 1 6 Mg/mM? Ha BCeKH 3 CEIMUILIH).
I[oueTaKcen@) WiIaBa crenenTa Ha nmoBiusiBane (33% crpsimo 12%, p < 0,0001), yapmkaBa BpeMeTo
IO TIPOT Qﬂ (19 cemmumm cripsimo 11 cenmurm, p = 0,0004) 1 yrbimkaBa 00mIaTa mpeskKuBIEMOCT
(11 MB& crpsimo 9 mecena, p = 0,01).

H&)eMe Ha Te3u npoyuBanus ¢asza I, e ycraHoBeHO Ye npod kT Ha OE30MaCHOCT Ha JIOIETaKCel
oTroBaps Ha npoduia Ha 6e30MMacHOCT, HaOM01aBaH Npyu NpoyuBanusTa daza Il (Bxk. Touka 4.8).

[IpoBenHO € 0OTBOPEHO, MHOTOLIEHTPOBO, PaHIOMH3UpaHO poyuBaHe (asa III 3a cpaBHeHnE Ha
JIoLIeTaKceN KaTo MOHOTEpanus U MaKJINTaKCeN 3a JIEUEHUE Ha HalpeaHall pak Ha I'bpJaTa npu
MAIMEHTKH, YHATO MPEANIIHA Tepanus TpsOBa 1a e BKIouBaia aHTpauukinH. O01mo 449 nanueHTKu
ca paHJIOMM3MPaHH 3a Ja TI0JTy4aT MOHOTepanus ¢ gouerakcena 100 mg/m? kato 1-uacosa unysus
wiy naknurakcen 175 mg/m? xaro 3-uacosa uHQy3us. U 1BeTe cXeMM ca NPWIATAHM HA BCCKU

3 CeMUIIH.

bes na ce 3acsra mppBUYHATa KpaiiHa TO4Ka, 0011a crened Ha nosnusiBane (32% copsmo 25%,

p = 0,10), nouerakcen yabpkd MeIUaHaTa Ha BpeMeTo A0 nporpecust (24,6 ceaMuiy cupsmo
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15,6 cenmury; p < 0,01) 1 Mmearanata Ha npexussemoct (15,3 mecena cipsimo 12,7 Mecena;

p =0,03).

[ToBeue Hexxenanu cbOUTHS OT cTerieH 3/4 ca HaOMIoIaBaHU IPH JOLIETaKce KaTO MOHOTEPaITus
(55,4%) B cpaBHeHue ¢ nakiutakcen (23,0%).

Docetaxel Zentiva é kombunayus ¢ 00Kkcopyouyun

EnHo obmmpHO panmoMusipano npoyuane ¢asa 11 Bkimtousarno 429 HenekyBaHH NAMEHTH C
MeTacTaTH4Ha OOJIECT € MPOBENEHO C JoKcopyouimH (50 Mg/m?) B KoMOMHALMS C IOLIETAKCE
(75 mg/m?) (pamo AT) cnipsamo nokcopy6umun (60 mg/m?) B komOuHarms ¢ muknodochamus
(600 mg/m?) (pamo AC). Y nBeTe cxeMU ca IPUIAraHy B JIcH | Ha BCEKH 3 CEIMMIIH.

. Bpemeto no niporpecus (T TP) e 3raunTenHo mo-meiaro npu pamo AT B cpaBHEHHE C pam@@
p =0,0138. Menuanara Ha TTP e 37,3 ceamunu (95% CI: 33,4 - 42,1) npu pamo AT u 31,9 WA
(95% CI: 27,4 - 36,0) mipu pamo AC. A

. Oo6miara crenen Ha mopnusiBane (ORR) € 3HAYUTETHO TIO-BUCOKA MTPH PAMO AT&BHGHHG c
pamo AC, p =0,009. ORR e 59,3% (95% CI: 52,8 - 65,9) npu pamo AT crpsimo 46,5% 95% CI:
39,8 - 53,2) pu pamo AC. ‘b(b

ITo Bpeme Ha TOBa m3nHUTBaHe, paMo AT geMOHCTpUpa MO-BUCOKA YECTOTA Qg’emxa HEYTpPOTICHUS
(90% crpsimo 68,6%), dhedpritna HeyTponenus (33,3% crpsmo 10%), ks (8% crpsimo 2,4%),
nuapust (7,5% capsimo 1,4%), actenus (8,5% copsimo 2,4%) u 6omxa2;8% crnpsimo 0%) B cpaBHEHHE
¢ pamo AC. Ot npyra crpana, pamo AC 1eMOHCTpHpa MO-BHCOKa oTa Ha Texka anemus (15,8%
cupsmo 8,5%) B cpaBHeHue ¢ pamo AT, a chIio Taka u 1mMo-BUC ©CTOTa Ha TeXKa
KapIMOTOKCHYHOCT: 3aCTOWHA ChpAeYHa HeaocTaThuHOCT (3(8%/6 cipsimo 2,8%), abComOTHO
HaMaJleHHe Ha JIeBOKaMepHaTa (ppakius Ha U3TIACKBaHE c§20% (13,1% cnopsimo 6,1%), abcomoTHO
HaMaJleHHe Ha JIeBOKaMepHaTa (ppakius Ha N3TIacKBa > 30% (6,2% cnpsimo 1,1%). Tokcnuna
CMBPT € HacThIuia npH 1 manuent B pamo AT (3a Ha ChpJeYHa HEOCTATHYHOCT U MPH

4 manmenTn B pamo AC (1 mopanu cenTudeH I TOpajIy 3aCTOHA ChpIe9YHA HETOCTATHYHOCT).
W B 1BeTe rpynu KavyecTBOTO HA KUBOT, U3M 0 4pe3 BorpocHrka EORTC e cpaBHUMO U cTaOMITHO
10 BpeMe Ha JICYCHHETO U TIeproja Ha Ip JISIBAHE.

Docetaxel Zentiva ¢ kombunayusi ¢ mpacmysymad

Jonerakcen B KOMOMHALIUS C
METACTaTHYCH PaK Ha I'bp
MOJTyYaBajI PEH TOB
ca paHJOMU3UPAHHU Ja

Ty3yma0 e poy4eH ¢ Orjie]l JICUeHUE Ha MAIESHTKH C

WTO TYMOPH ca chC cBpbXekcnpecus Ha HER2, u xouto He ca
voTeparns 3a MetactTatuuna 6onect. CTO oceM/IECeT U IECT MallHeHTKH
yapat jgouerakces (100 mg/m?) ¢ unu 6e3 Tpactysymad; 60% ot

MMALMEHTKUTE ca aBaJIM TIPEU TOBA a/[FOBAHTHA XUMHUOTEpAIus Ha 0a3a aHTPAIKIIHH.
Jlomerakcen 11 pacTy3ymab ca eUKacHH IPY MAIUSHTKUTE, HE3aBUCUMO JaJTH Ca MOTyJaBaIH
MIPEAXOTHI BAHTHH aHTPAIMKINHY, WK He. OCHOBHHAT Ja0OpaTOpEH METOT 3a OTpe/IeTHE Ha

HERZ-HO%I/IBHOCT B TOBAa OCHOBHO M3nuTBaHe ¢ umyHoxucroxumudeH (IHC). Manbk Opoii

Tanuye a M3CcJIeIBaHK IOCPENCTBOM (hIyopecteHTHa in-Situ xubpumusarwus (FISH). ITpu ToBa
Hwne, 87% ot manmenrkute ca umanu IHC 3+ 3a0onsaBane 1 95% oT BKIIIOYEHHUTE MMALIMEHTKH Ca
umayu IHC 3+ w/unm FISH nosutuBHO 3a0omnsBane. Pesyntatute 3a epUKacHOCT ca pe3rOMHUPaHH B
ciieHaTa TabauNa;
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[Tapamersp Jouerakcen rioc Jouerakcent

TpacTy3ymab!

n=92 n=294

CrerieH Ha IOBJIHSBaHE 61% 34%
(95% CI) (50-71) (25 -45)
MennaHa Ha MPOABIKUTEIHOCTTA HA
MOBJINsIBaHE 11,4 51
(mecerm) (9,2-15,0) (44-6,2)
(95% CI)
Menauana Ha TTP (Meceru) 10,6 5,7
(95% CI) (7,6 —12,9) (5,0-6,5)
Menauana Ha PEXKUBIEMOCT (MECEIIH) 30,52 22,12 (b,
(95% CI) (26,8 ne) (17,6 - 28,9) ,.,Q)
TTP = Bpeme no mporpecus ; “Ne” o3HavaBa, ue HE MOXKE Ja CE€ OIPEIEITH, WIIH CTOWHOCTTA HE

JIOCTHTHATA. o)
YTbnen na6op anamus (intent-to-treat) Q
2l3uncneHa MeMaHa Ha IPEKUBIEMOCT. *

Docetaxel Zentiva 6 kombunayus ¢ kaneyumaoun

JlaHHUTE OT €THO MYJITUIIEHTPOBO PAHIOMHU3UPAHO KOHTPOJIHUPAHO KII HO m3nuTBaHe (aza 11
MTOIKPETIST MPUIIATAaHEeTO Ha JOIETaKCceNl B KOMOWHAIIHS C KaIeruTal 3a JedeHNe Ha TAIMeHTKH C
JIOKQJTHO HAIpeHAN WJIM METACTATUYCH PaK Ha I'bpJiaTa Clie/l He X Ha IUTOTOKCHYHA TEparus,
BKJIFOUBaIIa aHTpanukiuH. [1lo Bpeme Ha ToBa u3nurtBane, 255 VEHTKU Ca PaHJIOMU3UPAHH J1a
noJy4aT Tepanus ¢ gouerakcen (75 mg/m? nox popmara @HoqaCOBa WHTpPABEHO3HA NH(Y3US HA
BCceky 3 ceqmuny) 1 kaneruTabus (1 250 mg/m? nsa 1 ]§-16BHO B ITPOIBIDKEHNE HA 2 CEIMUITH
MTOCIIeIBaHM OT 1 ceaMuIia IeprUo ] Ha MMOYMBKa). 256 SHTKH Ca PaHJIOMH3HPAHU JIa IOIydaT
MoHoTepanus ¢ gouerakcen (100 mg/m? mox dop @hHa enHovacoBa MH(Y3US HAa BCCKH 3 CEAMUITH).
[IpexxuBsieMocTTa € MO-BUCOKA IPHU PAMOTO Ha WHAIUATA JJOIIeTaKCeN+KaNeIIUTa0uH

(p = 0,0126). Meauanara Ha IPEKUBIEMOC 2 mHU (omerakcen + KarnenuutaOuH) crpsamo 352 nau
(monerakcen kaTo MoHoTepanus). Ooma €KTHBHA CTEIICH Ha MOBJIMSIBAHE MIPH I[51aTa
paHIOMU3MpPaHa NOITyIaIus (OIeHKa H@cneHOBaTem) e 41,6% (momerakcen + KanenuTaOwMH)
crpsimo 29,7% (roneraxcen kato MokoTepars); p = 0,0058. Bpemero 10 mporpecus Ha
3a00JIIBaHETO € 1M0-100P0 IIpH TO Ha KOMOMHAIMATA JoleTakcen + Kanenurabud (p < 0,0001).
MenuanaTta Ha BpEMETO J0 II ecus ¢ 186 qHU (HoleTaKcel + KanenuTaouH) cupssmo 128 aau
(moreTakcen KaTo MOHOTE

H€0D€6HOK/Z€M’b’{€H.6$SDO6€H pax

Hayuenmu, ﬂg@vnu npeou mosea ¢ Xumuomepanus ¢ uiu 6e3 1viuemepanus
QcépquBaHe (haza 111 npu ekyBaHu npeau TOBa MAIUEHTH, BPEMETO JI0 TPOrPecHs

UM COPSAMO 7 CEIMHIIN) U 00IaTa MPEKUBIEMOCT ca 3HAUNTEIHO MO-IBJTH 32 TOLETaKCel
5 mg/m? B cpaBHeHuME ¢ “Haif-no6puTe nombpkamy rpwkn” (HIIT). Exsoromunmnara
MBAEMOCT € ChIIO0 3HAYUTETHO Mo-aAbira npu goneraxcen (40%) cupsamo HIIT (16%).
OTt6ens3ana e mo-mManka yrnorpeda Ha onmronaau aHareTHI| (p < 0,01), HEHAPKOTHYHU aHANTETUITA
(p <0,01), npyru cBpp3anu cbe 3a00MsBaHETO JIeKapcTBeHH MpoayKTH (p = 0,06) 1 TpyeTepanus
(p < 0,01) npu manueHTUTE JEKYBAaHHU C JOLETaKcel B 103a 75 mg/m? B cpaBHenue ¢ Tesu Ha HIIT .
OOmiara crenen Ha mosnusBaHe € 6,8% MpH OLIEHUMHTE MALMEHTH, a CPeIHAaTa MPOJBIDKUTEITHOCT Ha
oTroBopa € 26,1 cenMuIn.
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Docetaxel Zentiva 6 xombuHayus c niamuHo8U Hpenapamu NpuU HenoIy4asanu Xumuomepanus

nayuermu

ITo Bpeme Ha uznutBane ¢aza III, 1218 nanuenTu ¢ nHONEpaOUIieH HeApeOHOKIIEThUEH OenoapodbeH
pak (NSCLC) B cramwuii I1IB uiu 1V, cbe craryc no ckanara va Karnofsky (KPS) 70% u moseue, u
KOWTO HE Ca MOJTy4aBall XMMHOTEparus 3a TOBa 3a00JIsBaHe, ca PaHIOMU3HPAHH J1a TTOy4aBaT WIN
nouerakcen (T) 75 mg/m? mox ¢popmaTa Ha eqHOYacoBa HHPY3Hs, He3a0aBHO MOCIIEIBAHA OT
mucriatun (Cis) 75 mg/m? B mpoabmkenune Ha 30-60 munyTn Ha Beeku 3 ceqmuun (TCis),
nouerakcen 75 mg/m? mox gopmara Ha eiHOYacOBa MH(Y3MSA B KOMOMHAIMS ¢ KapOOIUIaTUH

(AUC 6 mg/ml min) B npoasnkenne Ha 30-60 MUHYTH Ha BCEKH 3 ceMHILM, Wik BUHOpenouH (V)
25 mg/m? npuioskeH B npoabiukeHne Ha 6-10 MuryTH B 1aum 1, 8, 15, 22, mocneaBaH OT IUCIUIATHH

100 mg/m? npunoxena B neH 1 oT nukiure ¢ nopropenue Ha Beexu 4 ceqmunu (VCis).

I[aHHI/ITC 3a MPCKUBACMOCT, MCIMAHA Ha BPEMCETO 0 MPOrpeCrd U CTCIICHTA Ha MMOBJIHABAH

paMEHa Ha IMMPOYYBAHETO Ca IIPCACTABCHU B CJI€AHATA Ta6J'II/I]_IaZ

(O"b

&
A0

TCis VCis CTaTHcmqeex}/I aHaJIN3U
n = 408 n = 404 A
OO011a peXUBSIEMOCT %) <
(IIbpBruHa KpaiiHa TOUKA): Q
Menuana Ha OPEeXUBIEMOCT 11,3 10,1 UIMEHT Ha puck: 1,122
(Mecern) 7,2% CI: 0,937; 1,342]*
1-ropuirHa MPEKUBSIEMOCT 46 41 epamneBTHUYHA pa3nuka: 5,4%
(%) ,§> [95% CI: -1,1; 12,0]
2-TOMIIHA TPEKUBIECMOCT 21 1 fb TepamneBTuuna paznuka: 6,2%
(%) ...6 [95% CI: 0,2; 12,3]
Menuana Ha BpeMETO A0 22,0 \2\ ,0 Koedwunent Ha puck: 1,032
nporpecus Q\ [95% CI: 0,876; 1,216]
(cemmunm): (\Q\
O6ma cteneH Ha noBnusiBaHe (%): 3%@ 24,5 TepanestuuHa pasnuka: 7,1%
O [95% CI: 0,7; 13,5]

4 o
*: KopurupaHno 3a MHOKECTBCHH cpaBﬂ%Mﬂ U aIallTUPAHO 3a CTPaTU(UKALUOHHU (HAKTOPpH (CTaMi
Ha 3a00JIABAHETO U PETHOH Ha JIeueH{g), Bb3 OCHOBA HA OLICHMMA MOyl TalHEHTH.

Bropuunute KpaliHU TOYKH B &BaT npoMsiHa Ha Oonkarta, o010 OLleHsABaHEe HA Ka4eCTBOTO Ha
xuBOT 1o EuroQoL-5D, C a 32 CUMIITOMH Ha 0eJoApoOeH pak U MPOMEHH B CTaTyca 0 cKajara
Ha Karnofsky. Pesyma&, TIOJTyYeHH 3a Te3H KpaifHW TOYKH ca B MOJAKPETIa Ha pe3yJITaTUTe,
MOJTYYCHH 32 HLpBH{Bi KpaltHH TOYKH.

3a KOM6HHaug®noueTaxcen /kapOoOMIaTHH HEe MOXeE Ja C€ JJOKaXe HUTO €KBUBAJICHTHA, HUTO HE
MO-HUCKA gy CHOCT B CpaBHEHHe ¢ pedepeHTHaTa TepaneBTiyHa komOuHaus VCIis.
Pax H@é@o'

-

cmamama

M%CTEITI/I‘-ICH, PE3UCTCHTCH Ha KacTpalusi paK Ha InmpocTrarara

BezonacnoctTa 1 eprkacHOCTTa Ha AOIETAKCEN B KOMOMHAIMA C IPETHU30H HIIH MIPEIHU30JIOH MPU

MAIMEeHTH C METaCTaTHUYCH, PE3UCTEHTEH Ha KacTpalys paKk Ha MpocTaTaTa ca OLCHEHH B X012 Ha

paHIOMHU3HPaHO MHOTOIIEHTPOBO M3mmTBaHe (aza III (TAX 327). O6mo 1006 manuentu ¢ KPS > 60

ca paHIOMHU3VPAHH B CIIETHUTE TePANeBTUIHHU TPYIIH:

e Jlonerakcen 75 mg/m? Ha Bcekn 3 ceIMMIM B IpoabKeHne Ha 10 uKbIa.

e Jlouerakcen 30 My/M? IpUIIOkKEH EKECEIMUYHO NPE3 MLPBUTE 5 CEMUIU OT 6-CEIMUYEH [IUKBII B
MPOABIDKEHNE Ha 5 IUKbJIA.

e Murokcantpon 12 mg/m?Ha Bceku 3 ceZIMUIIA B TIPOIBIDKEHUE Ha 10 HUKbIIa.
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Benukute 3 cxeMu ca MPHIOKEHH B KOMOMHAIINS ¢ TIPEAHU30H WM IPEIHU30JI0H 5 MY ABa IbTH
JTHEBHO, HETIPEKbCHATO.

[MarrenTHTE, MOMYYaBaIH JOIETAKCEN HA BCEKH TPH CEAMHIIM JEMOHCTPUPAT 3HAYUTEITHO MO-AbJra
001112 IPEKUBIEMOCT B CPaBHEHHE C TE3H, JICKYBaHH C MUTOKCAHTPOH. Y BEJIMYCHUETO Ha
MPEXHUBSIEMOCTTa HAOIFOIAaBAaHO B PAMOTO Ha €KECEIMIUYHO TPUIIATaHus JIONETAKCEN HE € 3HAYUMO B
CpaBHEHHE C KOHTPOJIHOTO paMO Ha MUTOKCaHTpOH. KpaliHuTe ToukH 3a e)HKACHOCT MPH paMeHaTa
Ha JIONETAKCEN CIIPSIMO KOHTPOIHOTO PaMo ca PE3IOMUPAHU B ClieHATa TabuIa;

Kpaitna Touka Jouerakcen Ha Houerakcen MUTOKCAaHTPOH Ha
BCEKH 3 CeMUIIH €XKEeCeIMUIHO BCEKH 3 CeIMUIIH

Bpoit natuenTH 335 334 337 (b'

Menuana Ha OPEeXUBIEMOCT 18,9 17,4 16,5 b

(Mecenn) (17,0-21,2) (15,7 -19,0) (14,4 6)

95% CI 0,761 0,912 A

KoedumueHt Ha prck: (0,619 - 0,936) (0,747 -1,113) QO --

95% CI 0,0094 0,3624 £ -

p-croitHocT * A

Bpoit nanuenTu 291 282 % - 300

CreneH Ha noBiusaBaHe Ha PSA** 454 479 Q 31,7

(%) (39,5-51,3) (41,9 — 53¢ (26,4 -37,3)

95% CI 0,0005 < 0; --

P-CTOMHOCT* @

Bpoii nanuenTtn 153 (bQ 154 157

CrereH Ha MOB/IUABaHE Ha OOJIKaTa 36,4 (b 31,2 21,7

(%) (27,1-427) 4Q (24,0-39,1) (15,5-28,9)

95% CI 00107 5O 0,0798 -

p-CTOMHOCT* ,‘0\

Bpoii nanuenTn ]@‘“ 134 137

CreneH Ha NOBIUsABAaHE Ha TyMOpa @,1 8,2 6,6

(%) ﬁ —-18,6) (42-14,2) (3,0-12,1)

95% CI 70,1112 0,5853 -

p-CTOHHOCT* O

tCtpatudunupan TecT 3a norapq?mtmo MTOApEK TaHE

* JloBepUTETHA BEPOSITHOCT = SN 75

**PSA: Hpocmm-cneuncl@‘ AHTHI'€H

[Ipensun dakra, ue )KQCI[MI/I‘{HO MIPUITATAHUAT JOIETAKCell JaBa MaJIKO IO-100bp podmI Ha

0€30I1acHOCT OT TaKCceJl Ha BCEKU 3 CEIMMIIH, € Bb3MOXKHO HSIKOH IMAlMEeHTH Ja UMaT 1107132 OT
eXKeceIMUIHO @naraHe Ha JOLIETAKCEIl.

O

He ca ot 3aHU CTAaTUCTUYCCKU PA3JIMKH MCKAY TCPANICBTUYHUTEC I'PYyIH 1O OTHOIIICHUE O6H10

Kadec a )KHMBOT.
Z¥

M&CT&TI/I‘ICH, XOPMOHOYYBCTBHUTCIICH PAK HA ITpocTaraTra

Ilpoyueane STAMPEDE

BezonacHocTtTa 1 eprkacHOCTTa Ha JOLETAKCEN, IPHIOKEH CHITBTCTBAIIO ChC CTAHAAPTHA TepaIus

(ADT) mpu manmeHTH ¢ JIOKJTHO aBaHCHPAJI HJIM METaCTaTUYCH, XOPMOHOUYYBCTBHTEJICH PaK Ha

[IpocTaTaTa ¢ BUCOK PHUCK, Ca OLIEHSIBAaHU B PaHIOMU3HUPAaHO, MHOTOLIEHTPOBO, C MHOT'O paMeHa,

muoroeranHo (multi-arm multi-stage, MAMS) npoyuBane cbc cBbp3anu dasu /111 (STAMPEDE —

MRC PRO08). O6110 1776 naiiieHT OT MBKKH 0JI ca OMJIM pasnpeiesieHd B paMeHaTa Ha JIedeHHe:

. CranmapTHO JIeueHue + gorerakcen /5 mg/m2, npunaran Ha BCEKH 3 CEIMMITA B IPOIBIDKEHNE
Ha 6 HMKbBIA
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CTaHI[apTHO JICYCHUEC CAMOCTOATCIIHO.

Cxemara c I0IleTaKcen ce mpujiara B KOMOWHAINS C TIPEIHU30H WM MMPEIHU30JIOH 5 My 1Ba TbTH
JTHEBHO HEMPEKBCHATO.

Ot 1776-Te pannomusupanu namuenty, 1086 (61%) ca numanu MetactaTu4Ho 3abosBane, 362 ca
paHIOMH3UpPaHHU HA JOTICTAKCE B KOMOMHAIMS ChC CTAHAAPTHO JIUCHHE, a 724 ca MoTydaBain
CTaH/IaPTHO JICYEHNE CAMOCTOSTEITHO.

[Ipu Te3n naIMeHTy ¢ METacTaTHYCH paK Ha MpocTaTaTa, MeJraHaTa Ha 00Ila IPEKUBIESMOCT €
3HAYUTEJIHO MO-IbJIra B IPYIHTE Ha JICUSHHUE C JIOLIETAKCel, B CPABHEHHUE C Ipylara caMo ChC
CTaHJIapPTHO JICYCHHE, KaTO MeIMaHaTa Ha 00Ila IpexXUBIEMOCT c€ yIbDKaBa ¢ 19 mecena mpu
100aBsAHETO Ha JoLETaKkces KbM cranaapTHoTo euenue (HR = 0,76, 95% Cl = 0,62-0,92, p=0,00%

Pe3y.]'ITaTI/ITC 3a C(bHKaCHOCT IpU MAOAUCHTUTE C MCTACTATUYCH PAK HAa IPOCTATaTa B paMOTO H@
JICYCHUC C JOLCTAKCCII CIIPSAMO KOHTPOJIHOTO paMo Ca O606H.I€HI/I B CJI€JHAaTa Ta6J'II/IL[aZ &Q

EdukacHocT Ha moreTakcesl B KOMOMHALIMS € TIPSAHU30H WK IPEAHU30I0H U CTaH@o JieYeHue
Tara

IIpu TCpanuiaTa Ha MaUCHTHU C MCTACTATUYCH XOPMOHOYYBCTBUTCJICH PAK Ha HpO?g
(STAMPEDE) 0y

%)

Kpaiina Touka Houerakcen + ctaHgapTHO @"&HﬂapTHO JIeueHue

JICYCHHUE & 4 CaMOCTOSITEITHO
&

Bbpoil manmMeHTH € MeTacTaTHYeH 362 (b\e 724

pax Ha mpocrarara Qo3

Mennana Ha 0o0Ia MPEKUBIEMOCT 663Q 43

(mecerm) gé\ 40-48

95% CI Q\

Kopurupan xoepuIiMeHT Ha prcKa Q¢ 0,76

95% ClI 0 (0,62-0,92)

p-croiiHocT? OQ) 0,005

IpeskuBsiemMoct 6e3 Heycnex? Vol

Mennana (Mecerm) O 20,4 12

95% ClI \g,\ 16,8-25,2 9,6-12

Kopurupau Koe<1)nunee0?\pnc1<a 0,66

95% ClI Q\Q (0,57-0,76)

p-CToﬁHOCTa ‘)\ <0,001

“ p-cToiHOCT @HcheHa OT TecTa 3a KOeHULMEHT Ha BEPOSTHOCT M KOPUTHPAHA 32 BCUUKH
CTpaTI/I(bm@OHHH (akTopu (C M3KITIOUEHUE HAa LIEHTPaIHA U TUIAaHUPaHa XOPMOHAITHA

Tepar

>

cTpatu(dUIMpana 1o TeproJI Ha U3IMTUTBAHETO

SKUBSIEMOCT 0€3 HEyCIIeX: BpEMETO OT PaHIOMH3AITUS 0 ITEPBU JaHHM 32 MIOHE €IHO OT

%ezmme: OMOXMMHUYCH HeycleX (omnpezaeineH karo nosuinapane Ha PSA ¢ 50% nax Haii-
HHUCKaTa CTOMHOCT B paMKuTe Ha 24 ceamuiiy v Hax 4 ng/ml u NOTBBPAEH Ype3 MOBTOPHO
M3CIIEIBAHE WITH JICUEHHE); TPOTPECHs, JIOKATHO, B TUMGHUTE BH3ITH, WK JTATCYHA METACTA3H,
CBHOUTHE, CBBP3aHO ChC CKEINIETa; WM CMBPT OT PaK Ha MpOoCTaTara.

Ilpoyueane CHAARTED

BezomnacHocTTa 1 ehrkacHOCTTa HA JIOLETAKCEIN, IPUIOKECH B HAYAJIOTO HA aHIPOreH-U34YepIiBaia
tepamnus (ADT) mpu nmamuenTn ¢ MeTacTaTideH, XOpPMOHOUYBCTBUTEIICH paK Ha MpocTarara, ca
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OlLIEHsABaHM B paHgoMu3upano, ¢asza lll, muorouenrposo npoyusane (CHAARTED). O6mro

790 marueHTH OT MBXKKH IT0JI ca OWIIHM pa3npe/e/ieHd B 2-T¢ TPYIU Ha JICUCHHUE:

e ADT + pgonerakcen 75 mg/m? npusoxkeH B Hayanoto Ha ADT, npuiaran Ha Bceku 3

CCAMUIIU B ITPOABILKCHUC HA 6 IHUKBJIa

e ADT camocTosTeTHO

Menuanara Ha 001I[a TIPEKUBIEMOCT € 3HAYUTENHO MT0-IbJIra B IpyIaTa Ha JICYCHHE C JOLETaKCel, B
cpaBHeHue ¢ rpynara Ha ADT caMOCTOsITENHO, KaTo MeraHaTta Ha 00Ia MPeKUBIEMOCT ce
yabsipkasa ¢ 13,6 mecena ¢ o6aBsHeTo Ha mporerakcen kbM ADT (koedpurment Ha pucka (HR) = 0,61,
95% mosepurenen untepsain (Cl) = 0,47-0,80, p=0,0003).

PeBy.]'ITaTI/ITe 3a e(l)I/IKaCHOCT Ha paMOTO Ha JICUCHHUEC C TOUCTAKCEII CIIPAMO KOHTPOJIHOTO paMoO %@.

0000111eHY B cilelHaTa TadIuIa;

E(l)I/IKaCHOCT Ha JOLICTAKCCI U ADT IIpu JICHCHUC HAa MAaIUCHTHU C MCTACTATUYICH XOpMO]—@RTBHT@J’IeH

pak Ha npoctarata (CHAARTED)

¥

Kpaiina Touka I[oueTaKce.JHADTrb(O ADT
. N@ CaMOCTOSITEJTHO
Bpoii naunentu 397 sz\‘ 393
Menuana Ha o01Ia MPpeKUBSIEMOCT (Meceln) %)
Bcuukuy nauueHTu ) 440
95% CI 71-72,8 34,4-49,1
Kopurupan koeduuueHt Ha pucka (b(b 0,61 --
95% ClI Q (0,47-0,80) --
p-ctoiiHoCcT4 O 0,0003 B
[IpexxuBsieMocT 0€3 Imporpecus Q\:‘
Mennana (Mecerm) Q 19,8 11,6
95% ClI (OQ 16,7-22,8 10,8-14,3
Kopurupas koehHUIIMEHT Ha pUCKa Q) 0,60 -
95% Cl Q\Q 0,51-0,72 -
p-value* P<0,0001 --
PSA OTFOBOp * Ha 6 Mecena— @ 127 (32,0) 77 (19,6)
p-croiiroctd ™ <0,0001 -
PSA ommop** Ha 12 Meceéﬁ}m(%) 110 (27,7) 66 (16,8)
p-croiiroctd ™ <0,0001 -
Bpewme no pe3HCTeHE§\I§\I{\a KacTpawusi pak Ha
npocraraTa
Menunana (MeK@? 20,2 11,7
95% ClI (17,2-23,6) (10,8-14,7)
Kopuru oeq)I/IuI/IeHT Ha pHCKa 0,61 --
95% C-* (0,51-0,72) --
p_Qé{,OCTa * <0,0001 --
BpeMe [0 KITMHAYHA IPOrpecHs ©
Menuana (Meceru) 33,0 19,8
95% ClI (27,3-41,2) (17,9-22,8)
Kopurupas koehHUIIHEHT Ha pUCKa 0,61 -
95% ClI (0,50-0,75) --
<0,0001 --

o~ *
p-cToiinocT?
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Kpaiina Touka Houerakcea+ADT ADT
CaAMOCTOSITETHO

@ TIpomenyuBH 3a BpeMe 10 choutne: Crparndurmpan log-rank tecr.
IpomennuBu 3a otroBop: Touen Tect Ha Fisher
* P-CTOMHOCT 3a JECKPUNTHBHA IIET.
** PSA otrosop: IIpocraTtHo-crierdryen anTureHn otropop: HuBo Ha PSA <0,2 ng/ml usmepeno upes
JIBE TIOCJICIOBATEIHN M3MEPBAHUS ¢ HHTEPBA HAll-MaJIKO 4 CEIMUIIH.

0 Bpeme 10 Pe3UCTEHTEH Ha KACTPALMS PAK Ha IIPOCTATATA = BPEMETO OT paHIoMu3aius 10 PSA
MPOTpecHs WM KIMHIUYHA IPOrpecus (T.e., yBEIMUCHN CUMIITOMH OT KOCTHU METacTa3u, MPOrpecHs
CIIope]l KpUTEpHUUTE 32 OLICHKA Ha 0TroBopa rpu conunau Tymopu (Response Evaluation Criteria in
Solid Tumours, RECIST), i KIMHAYHO BIIOIIABAHE TIOPAIH PaK CIIOPE. IpeIeHKaTa Ha Q
W3CIIEIOBATENS), KOETO OT JIBETE HACTBIIH ITBPBO. b

6 BpemMe 70 KJIMHMYHA MPOIPECUA = BPEMETO OT PaHIOMH3ALMS 1O KIMHUYHA IPOTrPeCcHs (TQLU
YBEJIMYCHH CUMIITOMH OT KOCTHU MeTacTasu; porpecus criopes RECIST; niu knmuHnaH 'ﬁu aBaHe
Mopajiv paK Cropes MperieHKaTa Ha U3CIeI0BATES). $

Cmomawien adeHokapuuHom (b(b'

[IpoBeneHO € MHOTOLIEHTPOBO, OTBOPEHO, PAHAOMHU3HPAHO U3MIUTBAHE 32 ﬁ&a Ha 0€30MacHOCTTa U
epHUKacHOCTTA Ha JIOLETaKCeN IIPH JICYCHUETO Ha TALMeHTH C METacTa CTOMaIlIeH
aJICHOKAPIIMHOM, BKJIFOUHTEITHO aJICHOKApIIHOM Ha ractpoe3odare a BPB3Ka, KOUTO HE ca
TTOJTY9IaBaJIH MPEIN TOBA XUMHOTEPAITHS 32 METACTATUIHO 3a00JIs . O6mmo 445 marnuedTn ¢

KPS > 70 ca nexysanu wim ¢ gouerakcen (T) (75 mg/m? na n B KoMOuHarus ¢ mucmiatud (C)
(75 mg/m? na nen 1) u 5-payopoyparmn (F) (750 mg/m? nuéBy0 3a 5 1HM), WK HUCTUIATHH

(100 mg/m? na nen 1) u 5-yopoyparmn (1 000 mg/m? HO 32 5 1HHM). BpemeTo Ha neyeOHUS
muKba € 3 ceamuny 3a TCF pamoTo u 4 cenmunu 3a MoTO. MenuanaTa Ha Oposl LIUKIIH,
MIPUIIOKEHHU Ha MaueHT ¢ 6 (B quamnaszoH ot 1-16) F pamoto, B cpaBHEeHHE ¢ 4 (B quama3oH oT 1-
12) 3a CF pamoro. [IspBuuHaTa KpaiiHa TO4Ka meto 1o mporpecus (TTP). Hamanssanero Ha
pucka ot iporpecus € 32,1% u e cBbp3aHo C agurtesHo mo-aearo TTP (p = 0,0004) B momn3a Ha

TCF pamoto. O0mmaTa npexuBsieMocT Ch 3HaynTesHOo no-abira (P = 0,0201) B mon3a na TCF
pamoTo, ¢ HaMaJsIBaHE Ha PUCKA OT CM oct ¢ 22,7%. Pezynratute 3a epukacHoCT ca 00001IEHN C
clietHaTa TabIuIa: O

A

Ed)I/IKaCHOCT Ha JOICTAKCEI HQ% €CYCHHUETO HA NAlIMCHTH CHC CTOMAIICH aACHOKAPIIMHOM

N
~

Kpaiina Touka Q\) TCF CF
R n=221 n =224

Menuana na TTP eIIu) 5,6 3,7
(95% CI) %) (4,86-5,91) (3,45-4,47)
Koe(bHuHeHé(a PHCK 1,473
(95% OC;QQ (1,189-1,825)
*p-CT: CT 0,0004

12 Ha MIPEKUBIEMOCT (MECEIIN) 9,2 8,6
(95% CI) (8,38-10,58) (7,16-9,46)
2-ronuiiHa oneHka (%) 18,4 8,8
KoeduiueHt Ha puck 1,293
(95% CI) (1,041-1,606)
*p-cToitHOCT 0,0201
O6ma crened Ha nosiusiBane (CR+PR) (%) 36,7 | 25,4
p-cToiHOCT 0,0106
[Iporpecupaio 3abosBane KaTo Haii- 16.7 25.9
n00Bp 0011 oTroBop (%)

* HectpaTuduuupaH TECT 3a JIOTAPUTMHYHO TTOAPEKAAHE
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[MoarpymoBUTe aHAIM3H 110 B3PAcT, IOJI U paca yCTOW4nBO ca B moi3a Ha TCF paMoTo, B cpaBHEHHE
¢ CF pamoTo.

OchBpeMEHEH aHAIN3 3a MPEKUBSIEMOCTTA, TPOBE/ICH C MEHaHa Ha BPEMETO Ha MPOCIIC/IsIBaHe
41,6 mecera, Beue He MOKA3Ba CTATUCTHYECKH 3HAYMMA Pa3JIKa, BHIIPEKH Y€ BUHATH € OWII B 1MoJ3a
Ha TCF cxemara, u nokasea, 4e nonsara ot 1 CF npen CF ce HabmonaBa sicHo mexxay 18-st u 30-s1
Mecel] OT IPOCIIE/IIBAHETO.

Karo 115110, pe3ynrarute 3a kauecTBO Ha ®HuBOT (QOL) ¥ KIMHUYHA 1013, CHCTEMHO MOKa3BaT
nojoopenue B on3a Ha TCF pamoro. [Tanmentu, nexysanu ¢ TCF numar no-nbiro Bpeme 10 5%
OKOHYATEJIHO BIIOIIaBaHe Ha o0mus 31paBeH craryc mo QLQ-C30 senpocuuka (p = 0,0121), u mo-
JBJITO BpEMe JI0 OKOHYATEIHO BIIOIIIaBaHe Ha cTaTyca 1o ckanata Ha Karnofsky (p = 0,0088), B Q
CpaBHEHHE C MalueHTHTe, JiekyBanu ¢ CF.

)
Pax na enasama u wuama O&Q

e HMHmyknuoHHA XUMHOTEpanwsl mociaeaBana ot rpuetepamus (TAX 323) *Q
BesonacHoCTTa 1 e)MKACHOCTTA Ha AOLETAKCEN [IPH HHAYKIMOHHO JIeYeHne Ha JAIMECHTH Chbe
CKBAaMO3HOKJIEThUYEH KapunHoM Ha riaBarta u musata (SCCHN) ca onenenu B %asa Il Ha
MHOTOLIEHTPOBO, OTBOPEHO, panaomu3npano m3nuteane (TAX323). Ilpu T poy4BaHe,

358 nmarnuentu ¢ unonepaduieH okanuo Hanpeanan SCCHN, u o6mio ostaue o C30 cratyc 0
win 1, ca paHAOMU3HPaHU KbM €IHO OT JIBE€ TEpalleBTUIHN paMeHa. €HTHUTE B PaMOTO Ha
nouerakcen nomayyasar gouerakcen (T) 75 mg/m? nociensan ot G HIATHH (P) 75 mg/m?
nocieasany ot 5-guryopoypaumi (F) 750 mg/m? a nen kato eKbCHaTa nHQpY3us 3a 5 1uu. Tasu
cXeMma e TpuJiaraHa Ha BCEKH TPU CEMHIIM 32 4 UKBJIA B C , 9e € HaOJIoaBaH MOHEe
HE3HAUUTEJIeH OTroBOp (= 25% penyKuus npu AByU3ME HQHPCI[GJ‘ICH pasmep Ha TymMopa) ciexn

2 nukbia. Ha kpasg Ha XuMUOTEpanusra, ¢ MUHUMAJIe éTepBan 0T 4 ceMHUIIM U MAaKCUMaJIeH
WHTEPBaJ OT 7 CEIMUITH, TAITUEHTHTE, YUETO 32007 € He € IPOTPECHPAIIO, ca TIOTYUIIIN
mpueteparnust (RT), ChriIacHO IMpaKTHKAaTa 1o M a JjedeOHUTE 3aBEICHNs, 32 7 CeIMHUIIH
(TPF/PT). ITamtneHTHTE B CPAaBHUTEIHOTO Pa onmyuasar mucmiatud (P) 100 mg/m? nocnensan ot
5-payopoypauun (F) 1 000 mg/m? na ne nuu. Tasu cxema € nmpuiiaraHa Ha BCEKU TPHU CEIMULIU
3a 4 IUKbJIA B CIOy4ai, ye e HaOmoaaB € HEe3HAUMTeNIeH OTTOBOP (= 25% penykuus npu
JBYU3MEPHO OIIpeJiesieH pa3Mep Ha I@[opa) crex 2 uukbiaa. Ha kpas Ha XxumuoTepanusTa, ¢
MUHHUMAJIEH HHTEpBa oT 4 ceﬂMg@ Y MakCUMaJIeH MHTEPBAJI OT 7 CEAMMIIN, TAIIUEHTUTE, YHETO
3a001sBaHe HE € IPOTPECU] nosryurun rpuerepanus (RT), chriacHo mpakTUkaTa Mo MecTa Ha
neueOHNTE 3aBeIeHNs, 3a 7 1 (PF/RT). JlokopernonaaHara JbYeTEPAITHS € TIPUIOKEHA HITH
Yype3 KOHBEHIIMOHAIHA us (1,8 Gy-2,0 Gy BeanbXx JHEBHO, 5 IHU Ha CeIMUIIA 3a 001Ia 1033 OT
66 o 77 Gy), wim 4 opeHH/xunepPppakMOHUPaHN CXEMH Ha JTbyeTepanus (1Ba IbTH THEBHO,
C MUHUMAaJICH UHT Mexay ¢pakuuute ot 6 yaca, 5 gy Ha cenmuna). O6mpo 70 Gy ca
MIpEeTIOpbYaHH 3 openute cxemu 1 74 GY 3a xurnepPpakMOHUPAHUTE CXEMHU. XUPYPTHIHO
OTCTpaHsABa MJI0 TIO3BOJICHO CIIE]] XUMHUOTEPAITNS, PEAN WK CIIe] ibueTepanusira. [lannenTture
B TPF pa ca TIOJIYYHJIH TTIepOopallHa aHTHOMOTHYHA TIpodrTakTHKa ¢ runpoduokcara 500 mg
JBa I eBHO 3a 10 AHM 3amoYBaliKy OT 5-Wsl IeH Ha BCEKH LIMKDBJI, UM eKBUBaJICHT. [ IbpBrUHaTa
K@ OYKa MPH TOBa MpoyuYBaHe, NpexuBseMocT 0e3 nporpecus (PFS), e 3HaunTenHo no-abira
ppy T PF pamoTto cpaBHeHo ¢ PF pamoTo, p = 0,0042 (Mmequana Ha PFS: ceoTBeTHO 11,4 cipsimo

8,3 Meceria) ¢ o0I11a MeaMaHa Ha BpeMETO 3a IpociiesBane 33,7 Meceria. MenuanaTa Ha o0Iiara
MIPEKUBIEMOCT CHIO € 3HAUUTETHO MTO-BUCOKa B ToJ13a Ha TPF pamoTto B cpaBHeHue ¢ PF pamoro
(menuana Ha OS: croTBeTHO 18,6 cripsimo 14,5 Mecena) ¢ HaMansBaHe Ha pUCKa OT CMBPTHOCT ¢ 28%,
p = 0,0128. Pe3ynraTure 3a e(UKacHOCT ca MPEACTaBEHH B TaOIMUIIaTa O-0ITY.

EdukacHocT Ha mouerakcen Npy MHAYKIHMOHHO JIEUEHUE Ha NTALUEHTH C MHONEPAOWICH JIOKAJIHO
Hanpenaan SCCHN (Intent-to-Treat ananus)

Kpaiina Touka Jouerakcen + Cis + 5-FU
Cis + 5-FU
n=177 n=181
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Menuana Ha BpeMe Ha MPEKUBSIEMOCT 11,4 8,3

0e3 mporpecus (Mecern)

(95% ClI) (10,1-14,0) (7,4-9,1)

Kopurupas KoepHIMEeHT Ha PHUCK: 0,70

(95% ClI) (0,55-0,89)

*Pp-cTOHHOCT 0,0042

Menauana Ha PEKUBIEMOCT (MECEIIH) 18,6 14,5

(95% ClI) (15,7-24,0) (11,6-18,7)

KoedurieHT Ha puck 0,72

(95% ClI) (0,56-0,93)

**D-CTOMHOCT 0,0128

Haii-106po o010 mosnusiBane ot 67,8 53,6 >
xumuotepanus (%) (60,4-74,6) (46,0-61,0) «)
(95% Cl) QQ
***D-cTORHOCT 0,006 O&
Hatii-mo0Opo 00110 mopnusiBaHe OT Q
JICYEHHETO B IPOYUBAHETO 793 58.6 *
[xuMuoTepanus +/-npuetepanus]%o (65 1-.78 8) (51,0-65 8) rb(b'

(95% ClI) ' '

***Dp-cTOWHOCT 0,006 \¢v

MennaHna Ha MPOABIKUTEIHOCT Ha n=128 n=

MOBJIMSIBAHETO OT XUMHOTEpanus + ,55

JpueTepanus (MecewLn) 15.7 1,7

(95% CI) (134-246)  |,0(10,2-17,4)

Koeduuent Ha puck QY

(95% ClI) 2-0,99)

**p-cTOHOCT Y 0,0457

Koeduunent Ha puck no-mansk ot 1 e B monza nerakcen + nucruiatie + 5-FU

*Cox mMozen (KOpeKnus 3a MACTOTO Ha IIbPB st Tymop, T 1 N ximamyan craaun u PSWHO)
** JlorapuTMHUYHO TpaHCHOPMHUPAH peHKWCT

*** Chi-square tecr \2\

Ilapamempu na kavecmseomo na Heusom
[ManmenTure, nexyBanu ¢ TPFJi0Ka3BaT 3HAYUTEIHO MTO-MAJIKO BJIOLIaBaHE HA TEXHHUS 001 3paBeH
CTaTyC CpPaBHEHO C Te3H, n@u u ¢ PF (p = 0,01, no ckanara na EORTC QLQ-C30).

Knunuuno snauumu na@mpu

Ckaiara 3a OIeHK CTaTyca OTHOCHO TojcKanuTe 3a riasa u must (PSS-HN), npeaHasnadenu 3a
HU3MepBaHe Ha paeMOCTTa Ha TOBOPA, CIIOCOOHOCTTA 3a XpaHEHe Ha OOIIECTBEHU MECTa,
HOPMAJTHOCT, veTarTa, € 3HauMTeIIHO B 1moJi3a Ha 1 PF pamoro B cpaBenue ¢ Te3u oT PF.

BpPEMETO JI0 ITbpBO BiiomiaBane mo C30 € 3HAYUTETHO Mo-IAbJTa B pamoTo Ha TPF
CpaBH F. CkopbT Ha MHTE3UTETa HA OOJIKATa CE OJ00psIBa 10 BpEME Ha JICUCHUETO B JIBETE
rpQQ)IOKa:sBaﬁKH aJleKBaTHO JIEYeHne Ha OoJIKaTa.

e MuayKkimoHHA XMMHOTEpanws rmociieasana oT xumuorpderepanus (TAX 324)

BeszonacHocTTa M eprkacHOCTTa Ha AOIETAKCEN IPH MHAYKIOHHO JICYeHHE Ha MAIIMEHTH C JIOKaJTHO
HanpeaHall CKBaMO3HOKIIEThYEH KapuuHoM Ha riaBata v musata (SCCHN) ca ounenenn BbB daza 11
Ha paHI0MHU3HUPAaHO, MHOTOIIEHTPOBO, 0TBOpeHO usnutsane (TAX324). [Ipu ToBa npoy4BaHe

501 nanmentu ¢ nokanHo Hanpeanan SCCHN, u o6mo cberosaue mo C30 crarye 0 wm 1, ca
PaHIOMHU3UPAHU KbM €ITHO OT JIBE TepareBTUYHH paMeHa. [IpoyuBaHaTa Momyianus BKIII0YBA
MAIMEHTH C MPAKTHICCKH HEBh3MOXKHO XUPYPIHYHO OTCTPaHSBaHE Ha 3a00JIIBAaHETO, TTAIIMEHTH C
MaJIKa BEPOSITHOCT 32 XUPYPrUYHO JICUSHHE U NIAIIMEHTH, PH KOUTO ce 1IeTM 3ara3BaHe Ha OpraHa.
Onenkara Ha eUKacCHOCT M OE30IACHOCT CE OTHACS CaMo 3a KpailHUTe TOYKH Ha MPEKUBIEMOCT U HE
ce oTHacs O(UIMAIHO 33 yCIIeBaeMOCTTa 3a 3alla3BaHe Ha OpraHuTe.
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[MaumeHTHTE OT PaMOTO Ha JoLeTakcen noayuasar gouerakcen(T) 75 mg/m? kato HHTpaBeHO3HA
uHpy3us B neH 1, mocaensana ot muciatud (P) 100 mg/m2 xaro nHTpaBeHO3HA MHDY3HS,
TI0CIIE/IBaHa OT MPO/IbIDKUTEIIHA HHTaBEHO3Ha MH(y3us Ha S-yopoypawui (F) 1 000 mg/m? na nen
3a 4 nau. [{uknuTe ca mOBTapsHU BCEKU 3 CEAMHIM B MPOABDKEHNUE HA 3 UKbBIa. BCHUKK MauueHTy,
4reTo 3a00IsIBaHe HE € Iporpecupaio e Tpsosaio, o npotokon (TRF/CRT), na momayuar
xumuotepanus (CRT). [TauueHTUTE OT CPAaBHUTEIHOTO paMo noydasat nucmiartus (P) 100 mg/m?
kato 30-MHUHYTHA 710 3-9acoBa HHTpaBeHO3HA HHY3US IIPe3 AeH 1, ToCIeBaH OT MPOIBIDKATETHA
MHTaBeHo3Ha HHPy3us Ha S-puyopoypamun (F) 1 000 mg/m? Ha gen 3a 5 nau. Luknute ca noBTapsHu
BCEKHU 3 CEIMHIM B MPOABIDKECHNE HA 3 IIUKbBIa. BCHUKK manmeHT, yneto 3a001siBaHe He €
nporpecupaio e Tpsosaio, mo nporokon (PF/CRT), na monywar xumuorepanus (CRT).

[TanmenTHTe M B IBETE TEpaleBTHYHN paMeHa nomydasat 7 ceamunu CRT cnen natykumnonHa
XMMHOTEpAIHs ¢ MUHAMAJICH HHTEPBAJ OT 3 CEMUIM M HE MO-KbCHO OT 8 CEIMMIIH ClIe]T Haqano%
Ha TIOCJICTHUS ITUKBI (0T 22 10 56 AeH OT mociaeaHus MUKEI). [1o BpeMe Ha rpueTepanusra e b
npuiarad BeAHbK cenMuaHo kapoorutatua (AUC 1,5) kaTo enHoYacoBa HHTpaBEHO3HA UH
MaKCUMyM 10 7 1o3u. JIpuerepanus e mpuiiaraHa ¢ MeraBoJITOBa anaparypa upe3 BeAHb BHO
¢dpaknuonupane (2 Gy Ha JieH, 5 THU Ha ceMuIa 3a 7 ceMuIn, ¢ ooma jo3a 70-72 %?
XMpYprudHOTO OTCTPAHSABAHE HA ITBPBUYHOTO MSACTO HA 3a00JIIBAaHETO W/HIH I.HI/IS[T&% 0XKeJIo J1a ce
MMa TIPeIBUI 110 BCSKO BpeMe cien 3apbpiuBaHe Ha CRT. Benuku nanuenTn OT@OTO Ha
JOIeTaKceN ca MOoTyJaBaid aHTHOMOTHYHA NpodriakTiKa. [IspBudHaTa %a OYKa 32

e(UKacHOCT B TOBa IpoyuBane, oomara npexussiemoct (OS), e 3HaunTen -JIbJITa
(;morapuTMudHO TpaHcGOpMUpaH peHKOB TecT, P = 0,0058) mpu goret -ChIIbpIKalllaTa cxema
cpaBaeHo ¢ PF (menuana va OS: 70,6 cnpsmo cpenno 30,1 mecena) %0 HaMaJICHHE Ha PUCKA OT

cmbpTHOCT B cpaBHenue ¢ PF (HR = 0,70, 90% noBepureneH uHTEpRan (C 1) = 0,54-0,90) ¢ obria
Me/IMaHa Ha BpeMe Ha rpocinesBane 41,9 mecena. Bropuunatakpaiina touka, PFS, mokassa 29%
HaMaJleHHe Ha prcKa OT IPOTPECHs WU CMBPT U 22 Mecera &O@)CHI/IG Ha MeauaHaTa PFS

(35,5 mecernia 3a TPF u 13,1 PF). ToBa e ¢bI1io CTaTHCTquQM srauumo ¢ HR ot 0,71; 95% CI 0,56-
0,90; morapuTMHUYHO TpaHCPOPMUPAH PEHKOB TECT, [ \2\ 04. PezynTatuTte 3a €eUKacHOCT ca

MPEeJCTaBEeHY B TAOIUIATA TTO-T0Y: ¢Q\
EdukacHocT Ha J1o1ieTaKces Npu UH HOH €UYCHHE Ha MAlMeHTH ¢ JiokanHo Hanpeanan SCCHN
(Intent-to-Treat anasnu3) %)
Q>
Kpaiina Touka O Jouerakcesn + Cis + 5-FU
A Cis + 5-FU
AQ\&" n =255 n =246

Menauana Ha 001 TIPEKH ¢r 70,6 30,1
(Mecern)
(95% CI) QQ (49,0-NA) (20,9-51,5)
Koedumment na : 0,70
(95% CI) &Q; (0,54-0,90)
*p-cToiHOCY”, 0,0058
Menuan PSF (mecerm) 35,5 13,1
(95% (19,3-NA) (10,6 - 20,2)
K@e}n Ha pUCK: 0,71
(95% CI) (0,56 - 0,90)
**D-CTOMHOCT 0,004
Hait-no6po o6imo nmosnuseane (CR + PR) 71,8 64,2
ot xumuoreparus (%) (65,8-77,2) (57,9-70,2)
(95% CI)
***p-cToltHOCT 0,070
Hait-no6po o6imo nmosnuseane (CR + PR)
OT JICUEHUETO B IPOYIBAHETO
[xuMHOTEpaTHS 43- & 76,5 1,5

o (70,8-81,5) (65,5-77,1)
XUMHOIbUeTepanusi]|%
(95% CI)
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| ***p-croiiHocT | 0,209 |

KoeduuneHt Ha puck mo-mMainbek oT 1 € B monza Ha gonerakcesn + nucuiatal + 5-FU

* HEKOpUTUPaH JIOTAPUTMUYHO TPaHCHOPMUPAH PEHKOB TECT

** HEeKOPUTHPAH JIOTAPUTMHIHO TpaHCHOPMHUPAH PSHKOB TECT, HEKOPUTHPAH 33 MHOTOKPATHU
CpaBHEHUS

*** Chi-square TecT, HEKOpPHUTHPaH 32 MHOTOKPaTHU CPaBHEHUS

NA - HETPHITIOKUMO

IleguaTpryHa IOMYJIAIIHS

EBpomneiickaTta areHmums 1o jJekapcTBaTa 0oCBOO0XKIaBa OT 3aAbJDKCHUETO 3a IPEJOCTaBIHE Ha
pesyiaratute ot npoyuBanusTa ¢ Docetaxel Zentiva BB BCHYKH MOATPYITH HA TIEIHATPUYHATA
MOITyJIAIMs 33 TIOKa3aHUATA PaK Ha I'bpjara, HeJpeOHOKIeThueH OenoapoOeH pak, pak Ha poC (ga,
CTOMAIIICH KapIIMHOM M paK Ha TJIaBaTa " musTa, 0e3 na ce Bkimrousat tut Il u 111 mo-manko

nudepeHnrupan Ha3ohapuHTeaieH KapinHoM (BxkK. Touka 4.2 3a HH(GOPMAIHsi OTHOCHO YII 0a B
MeINATPUATA). Q

5.2 dapMakoOKHHETHYHHU CBOWCTBA (b(b

Abcopbrms &

dapmMakoOKMHETHKATA Ha JIOLETAKCEN € OLICHEHA TPH MAIIUEHTH C pa npuiarane Ha 20-

115 mg/m? no Bpeme Ha npoyuBanus oT ¢pasza I. KuneTnanusr np Ha JIOIIETAKCE €
JI030HE3aBHCHUM M CHOTBETCTBA HA TPHKOMIAPTHUMEHTHUS (ap KUHETHYCH MOJET C TOMTYKUBOT 32
¢aszute o, B uy chorBeTHO 4 Min, 36 min u 11,1 yaca. Kbch a3a ce ObJIKU OTYaCTH Ha
OTHOCHTEITHO OaBHUS e(PIIyKC Ha JTOIETAaKCEN OT nepmng@t KOMITApTUMEHT.

PasnpeneneHue §

Crient npunoxenue Ha g03a ot 100 mg/m? noaﬁ)MaTa Ha eJHOYacoBa MHQY3HsL, € IOTYyYSHO CPETHO
MMKOBO T1a3MeHo HuBo 3,7 ug/ml cbve cb Ha AUC 4,6 h.ug/ml. Cpennure croitHocTi Ha
TOTAJIHUS KIIMPBHC OT OpraHu3Ma u 00 a pasmnpeziesieHne MPY CTAIMOHAPHO ChCTOSIHUE Ca

cwotBeTHO 21 1/h/m? n 113 |. ATepyRNBUIyaTHUTE BAPHALMHK HA TOTAJIHHS KIMPBHC OT OPraHu3Ma
ca nmpubnuzuTenHo 50%. I[ouem@n € CBbp3aH C IJIa3MEeHHUTEe IPOTenHN Haa 95%.

Eanmunupane O@

[Ipu Tpuma HaHHeHTI/IQg( ¢ IIPOBEJICHO NIPOyYBaHe ¢ MapkupaH ¢ *C-mouerakcen. Jlomerakcen ce
EJIMMUHUPA U Upe HaTa M 9Ype3 U3MPAKHEHUATA B paMKUTE Ha 7 THU ciied mMUToXpoM P450-
MeIUHpaH OKH JIEH METa00IM3bM Ha TpeTUYHATa OyTHII-SCTEPHA TPyIla, KaTO eKCKPEIUATa Ipe3
ypUHaTa u u HEHUSTA OTTOBapsl CbOTBETHO Ha 6% u 75% OT MPUIIOKEHOTO PATUOAKTUBHO

BCIICCTBO o110 80% ot IMOJIY4YCHOTO B USIMNPAKHCHUATA PAAUOAKTUBHO BCUICCTBO CC CKCKPLETHUPA 11O
BpeMe{@ﬂ, BuTe 48 vaca noa (bopMaTa Ha €AUH I''IaB€H HCAKTUBCH MeTadoauT U 3 BTOPOCTCIICHHU
He§ M MEeTa0OJINTa K MHOT'O MaJIKH KOJIMUECTBA HEMIPOMCEHEH JICKAPCTBEH IMMPOAYKT.

Crenuanaiy noIyJaanun

Bv3pacm u non

[NonymanuoneH hapMakOKMHETUYCH aHAIN3 € U3BBPIICH C JOLETaKceN pu 577 MalueHTH.
dapMaKOKHHETUYHUTE MTApaMETPH, ONIPEICNICHH Ype3 MOJIeNa ca MHOTO OJIM3KH JI0 TE€3H, TTOTyUYeHH
npu npoyuBanusta ¢asza [. dapMakokrHETHKATA HA AOIETAKCEN HE Ce MPOMEHS OT BBh3PACTTa WITH
ToJIa Ha MaIUeHTA.
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Yeprodpobuo yepeacoare

[Tpu manbk Opoit marmenTH (N = 23) ¢ KIMHAYHU JaHHA OT OMOXUMUYHUTE U3CIIEABAHUS, COUCIIN
JICKO JT0 YMEPEHO yBpexaane Ha yepHoapoOHara ¢pynkius (ALT, AST > 1,5 metu I'TH cBBp3aHo ¢
ankanHa ¢ocdataza > 2,5 et [ TH), 0OmmsT kKaupbHC € HamajieH cpeaHo ¢ 27% (Bx. Touka 4.2).

3aodvpoicane na meunocmu
KnupbHCHT Ha JIONIETaKCeN HE € IPOMEHEH MPY MAIMEHTH ¢ JIeKa JI0 yMepeHa 3aJIphKKa Ha TEUHOCTH
Y JIUTICBAT JIAaHHU MPU MAIUEHTH C TEXKKA 3aJ[PhkKKa HA TEYHOCTH.

KomOunupana Tepanus

Jloxkcopybuyun (b'
Koraro ce n3nomnsBat B KOMOMHANNS, JOIIETaKCEN HE TOBIUIBA KIMPBHCA HA TOKCOPYOUIIMH 1 Q)
MJIa3MEHUTE HUBA Ha JJOKCOPYOHLIMHON (METa0ONUT Ha TOKCOpyOuH). dapMakOKHHETHK
JIoLIeTaKces, AOKCOPYOULIMH U IMKIo(ochaMua He ce MOBIUSIBA OT SAHOBPEMEHHOTO 1/1 Q
MPUIOKEHHE. Q
Kaneyumabun *

[IpoyuBane ¢aza I, onensBamio edexra Ha KarenuTabruH BbpXy (hapMaKOKHH Ig’aTa Ha JIOI[ETaKceN U
00paTHOTO MOKAa3Ba, Y€ KaleuUTa0lH He BIIHsIe BBPXY q)apMaKOKI/IHeTI/IKaT@ nonetaxcen (Cmax 1

AUC) u nonerakcen HsMa epeKT BbpXY (papMaKOKHHETUKATa HA CHOTB s METa0OJIUT Ha
karerutabun Hapeuer 5’-DFUR. &
Hucnaamun

KimpbHCHT Ha jo1ieTakces Mpu KOMOWHUpPAHA TEPATTHSI C un@?l’aTHH € 1oJ00eH Ha TO3H, HaOIoaBad
pu MOHOTeparnus. DapMaKOKMHETUYHHUAT PO WIT HA IIUCRIATHH, TIPUIIOKEH CKOPO clie] HHPY3USL
Ha JIOIETAKCell € MOI00CH Ha TO3U, HAOIF0/IaBaH NpU JIATUH KaTO MOHOTEpaIusl.

N\a

Lucnramun u 5-¢hnyopoypayun

KoMOWHHpaHOTO MPHIIOKEHNE HA JTOTIETaKCe CIUIAaTHH | S5-GIyopoypani npu 12 marueHT ¢be
COJIMJTHU TYMOPH, HSIMA BIMSIHUE BHPXY AKOKMHETHKATa Ha BCEKU OTJICJICH JICKAPCTBEH MPOJYKT.
Ilpeonuson u dexcamemasou O

EdexThT Ha pEeTHU30H BBPXY AKOKWHETHKATa Ha JIOICTAKCE, IPUIIOKEH ChC CTaHapTHA
MIpEMEINKAITIS C AeKCaMeTas3 W3CIICIBAH MTPH 42 TAIMCHTH.

Ipeonuson O

He e nabmronaBan e @ NpeIHU30H BBPXY papMakOKMHETHKATa Ha JOIeTaKcell.

5.3 l'[penwz&ﬂn JaHHU 32 0€30IACHOCT

KapuHHC}ﬁmﬂT MOTEHITHAN Ha JOIETaKCeN He € N3CIIe/IBaH.

Jl| 0 e, ue JOLeTaKceN € MyTareHeH MpH in Vitro MUKPOHYKJIEapEeH TeCT U TECT 32 XPOMO30MHHU-
abepaunu Bepxy CHO-K1 kneTku u npu in vivo MUKpOHYKIJIEApEH TeCT MpHu MUIIKHU. Tol obaye, He
NpeIM3BUKBA MYTareHHOCT NP Tecta Ha AMES win npu Tecta 3a rennu mytauuun CHO/HGPRT.

Te3u pesynraTu 0TroBapAT Ha (apMaKoJOrMYHATa AKTUBHOCT HA JI0IIETaKCell.

Hexenanute edekTr BbpXy TECTUCUTE, HAOIIOJaBaHU MIPH [IPOYIBAHUS 38 TOKCUYHOCT IIPY TPU3aUU
MpeIoIarar, 4ye JOUeTakcel MOXKe Jia YBPEAn MBXKKHUsI (epTHUIIUTET.
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6. OAPMALIEBTUYHU JAHHAU
6.1 ChnucbK Ha IOMOLIHHMTE BelECTBA
[Monucop6ar 80

Eranon, 6e3BoaeH

JIumoHeHa KucenvuHa

6.2 HecnbBMecTHMOCTH

To3u nexkapcTBeH MPOAYKT He TPSOBa J1a ce CMECBa C JPYTH JICKAPCTBEHU MTPOYKTH, C H3KITFOUCHUE
Ha ITOCOYEHUTE B TOUKA 6.6.

6.3 Cpok Ha rogHoct

HeoTBopeH daakoH

3 roguHu" *Q

Cnen orBapsige Ha ¢hJ1akoHa
Bceku dnakon e 3a eqHOKpaTHA yrioTpeda u TpssOBa a ObJie U3MOI3BaH HE @BHO CJIe]T OTBAPSIHETO
My. AKO HE € U3I10JI3BaH He3a0aBHO, BPEMETO U YCIOBUsATA HAa ChXPaHECH 0 BpeMe Ha ynoTpeba ca

OTTOBOPHOCT Ha MOTpeOUTEN. &

Crnen npubaBsiHe KbM MH(Y3UOHHUS CaK
OT MUKpPOOHOJIOTUYHA IJICHA TOUKA Pa3TBAPSHETO/pa3peik (br TpsOBa Aa OBJC HANMPABEHO IPH
KOHTPOJIMPAHH U aCEITUYHU YCIIOBHS U JICKAPCTBEHUAT MPQIYKT TpsiOBa fa ObJie U3MOI3BaH
He3a0aBHO. AKO HE € M3MOJI3BaH He3a0aBHO, BPEMETO U(YRIOBUATA HA ChXPAHEHHUE 10 BPEME Ha
yrnoTtpeba ca OTTOBOPHOCT Ha TIOTPEOUTEIIS. Q‘?\

N

Benumx nmpubaBeH, KakTo € MPernopbyaHo B @WOHHM cak, JioleTakces HHPY3UOHEH Pa3TBOp €
cTabmiIeH 6 Jaca, ako ce ChXpaHsBa Mo 2 psI0Ba 1a ce M3IoJI3Ba B paMKHUTE Ha 6 qaca
(BKJIFOUMTEITHO €IHOYACOBATa UHTPABEH uHOpY3Us).

OcBeH ToBa Qu3nyecKara u XMMHHECKaTa cTaOMITHOCT B MEpHOia Ha U3IOJI3BaHe Ha UH(Y3UOHHUS
pas3TBOp, IPUTOTBEH CIIOPENT IT BKHTE, TOKa3aHa B cakoBe, KouTo He ca o PVC e 1o 48 yaca,

KOTaTO Ce ChXpaHsIBa MC)KIW 8°C.

ﬂOHeTaKCCH I/IH(by3I/IO a3TBOP € MMPECUTCH, IMOPAAH KOCTO MOXKE JJa KpUCTaJIu3upa ¢ BpEMETO. Axo
CC MOABAT KpI/ICTaJ'IIvaEBTBOp’bT HE Tp}16Ba Ja 6’5[[6 H3II0JI3BAaH U TpSI6Ba Ja CC U3XBbPJIN.

6.4 Cneu@q&a yCJIOBHS HA ChbXPaHeHHe

Ha He ¢ paHﬂBa Hana 25°C.
Ja 0@ paHsBa B OPUTHHAIHATA OMAKOBKA, 3a Jia Ce MPEANa3d OT CBETIIMHA.

3a yCJIOBUSITa HA ChXPAaHEHHE CJIE/l pa3pekJaHe Ha JeKapCTBEHHsI TPOAYKT BUKTE TOUKa 6.3.
6.5 Buau chabpkaHue HA ONMAKOBKATA

15 ml ¢nakon ot npo3payno cTrKI0 (Thi I) ChC CHHS aTyMUHHEBAa OOKATKa M CHHS ITACTMACOBa
OTYYyIBAIlA CE Kanaydka, Chabprkail 8 ml KoHeHTparT.

Bcesika kyTust chabppika equH (IakoH.

He Bcuukm BHIOBE ONTaKOBKM MOTAT Aa ObJAT IyCHATH B IPOAAXKOA.
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6.6 CnenmaJHu npeana3Hu MePKH MPH U3XBHPJIsIHE U padoTa

Docetaxel Zentiva e aHTHHEOIIIACTHYHO CPEICTBO U, KAKTO U MPHU IPYTH MOTCHI[HATHO TOKCHYHU
BEILIECTBA, € HEOOXOAMMO TOBHIIIEHO BHUMAaHUE NPU padoTa U MPUTOTBsiHE Ha pa3TBopu Ha Docetaxel
Zentiva. [IpenopbyBa ce U3MOI3BAaHETO HA PHKABUIIH.

AKO KOHIICHTPaThT WK HH(Y3HOHHUST pa3TBop Ha Docetaxel Zentiva Bie3e B KOHTaKT ¢ KOXaTta,
W3MUITE TO He3a0aBHO W CTAPATEITHO C BOJIA U CAallyH. AKO KOHIICHTPATHT WU HHPY3HOHHUST
pastBop Ha Docetaxel Zentiva Bie3e B KOHTaKT C JMTaBHIIN, H3MHNTE TO HE3a0aBHO M CTAPATENHO C
BOJIA.

IloaroToBka 3a MHTPaBEHO3HO NPUJIOKECHHUE

llpucomesne na un@y3uonnus pazmeop
He uznon3paiite APYI'd JIEKAPCTBCHHU MPOAYKTH € A0 E€TAKCE/, CHbCTOALIU CE€ OT 2 g:@la

(KOHIEHTPAT W Pa3TBOPHUTEN) ¢ TO3M JekapcTBeH mpoaykT (Docetaxel Zentiva 16 /8 ml

KOHIEHTPAT 32 HH(Y3UOHEH PA3TBOP, KOMTO ce CbCTOU caMo OT 1 duiakoH).

Docetaxel Zentiva 160 mg/8 ml konuenTpart 3a nundysunonen pasrsop H :g?cmsa
NpeIBAPUTETHO pa3TBapsiHe C Pa3TBOPUTE U € TOTOB 3a 100aBsiHe B opa 3a undysus.

Bceku ¢uakoH e 3a egHOKpaTHA yroTpe0a u TpsiOBa Ja ce U3MoJ3Ba &aBHO.

Ako (haKoHHTE ca ChXPaHSIBAHU B XJIQJIMITHUK, OCTaBETE HEOO, Mmust 6poit kyruu Docetaxel
Zentiva KoHIIeHTpAT 3a HH(Y3HOHEH PA3TBOP Ja MPECTOST 5 yTH nipeau ynorpebda mox 25°C.
Mosxe ma ca Heobxomumu mmoBede ot 1 ¢makon Docetaxel @ntiva KOHIICHTpAT 3a HH(PY3HOHCH
pa3TBOp, 3a Jia Ce MOIy4Yd HeoOXOAMMaTa 3a ManrueHTafo3a. ACENTHYHO U3TETIIETe HEOOXOIUMOTO
konuuectBo Docetaxel Zentiva konmenTpar 3a uad HEH pa3TBOP, KaTO U3IOJI3BATE IpagyrupaHa

CIIPUHIIOBKA ¢ uriia 21G. &

B Docetaxel Zentiva 160 mg/8 ml ¢axo HIEeHTpanusiTa Ha Aouerakcen e 20 mg/ml.
HeoOxoxumust o6em Docetaxel Zentiv LEHTpaT 3a HH(QY3HOHEH Pa3TBOp TpsiOBa aa Obae
HMHXEKTHPAH C €THOKPAaTHA UHXKEKI] JIHO BOPbCKBaHe) B MH(y3HOHEH cak win O0anka ot 250 ml,
chIbpKalia win 5% pasTBop Ha )y ygg)sa w9 mg/ml (0.9%) pa3TBop Ha HaTpHEB XJIOPH] 32

uH Y3
Axo e HeoOxoauMa J103a Ma ot 190 mg norerakcen U3MONI3BANTE MO-TOJISIM 00eM
WH(Y3UOHEH HOCHTEI , e J1a He ce Ha/BuInaBa KoHientpammsta 0,74 mg/ml nonerakcer.

CwMmecere KaTo p amaTe ¢ pblie MH(Y3UOHHHSA CaK WM OaHKa.

A

Wndyszno Cak C pa3TBOp TPsAOBa Aa ce U3I0J3Ba B paMKHUTE Ha 6 yaca moa 25°C, BKIIIOYUTEIHO
eHOYa a nHQY3WUsI Ha MAlUCHTA.

KQ@ [IPY BCHYKH ITapEeHTEPATHHU MPOAYKTH, pa3TBOPHT 3a mH(y3us Docetaxel Zentiva tpsbsa ma ce
MPOBEPH BU3YAITHO PN YyIOTpeOa, KaTo pa3TBOPH ChIbPIKAIIM yTallka TpsiOBa Ja ce U3XBBPIIAT.

Hewnsnon3paausr JICKApCTBCH NPOAYKT UKW OTIIAABbYHUTE MATEPpUAIN OT HETO Tp;[613a Ja C€ U3XBBPJIAT
B CbOTBETCTBUEC C MCCTHUTC U3UCKBAHUA.

7. HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Zentiva k.s., U kabelovny 130, 102 37 Prague 10, Yemka pernyoiuka
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8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/07/384/005

9. JATA HA TBPBO PA3BPEIIABAHE/TIOJHOBSBAHE HA PASPEHIEHUETO 3A
YIHOTPEBA

Jlara Ha mepBO paspemanane: 20 amprr 2007 T.

JaTa Ha nocnenHo noaHoBsiBaHe: 20 ampui 2012 r.

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA ©(b,

[Nonpo6Ha nH(MOpMaIKs 3a TOBA JIEKAPCTBO € IPeAOCTaBeHa Ha yeOcaiiTa Ha EBponeﬁcxgﬁgeHum
1o JiekapcTBara http://www.ema.europa.eu. $
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MMPOU3BOJAUTEJI, OTTOBOPEH 3&3BOBO)KI{ABAHE
HA TAPTU N

O
YCJIOBUA UJIN OFPAHI/I'{&/IH 3A JTOCTABKA 1
YIIOTPEBA Q

APYI'U YCJIOBUSA NCKBAHUSA HA
PASPEHIEHUET YIHOTPEBA

)
YCJOBUA WU OTPAHUYEHUSA 3A BE3OIIACHA U

EPEKTHUBIFA YIIOTPEBA HA JIEKAPCTBEHUSI
PO/
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A.  TIIPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOXJABAHE HA
MHAPTUIN

Hme n aJpEC HAa MPOU3BOAUTECIIA, OTTOBOPEH 34 OCBO60)KZ[aBaHe Ha NapTuamre

Sanofi-Aventis Deutschland GmbH

Industriepark Hochst

65926 Frankfurt am Main

I'epmanus

b. YCJIOBUS NJIA OTPAHUYEHMNS 3A TOCTABKA U YIIOTPEBA (b'
.HeKapCTBCHI/ISIT HpOI[yKT Cce OTHyCKa 10 OFpaHI/I‘leHO J'ICKapCKO HpeI[HI/IcaHI/IC (B)K. HpI/IJ'IO)K |:
Kpatka xapakTepucTuka Ha NpoayKTa, Touka 4.2). O ﬂ

B. JPYI'M YCJIOBUSA U N3NCKBAHUSA HA PASPEHIEHUETO SA‘%UO PEBA

. [Mepuoguynm aKTyaJU3NpPaHM TOKJIATH 32 0€30MaACHOCT (HAI[]‘;}\QQ

[TputexatensaT Ha pa3pelleHUeTo 3a ynorpeda TpsoBa aa noxasa I1 3a TO3U MPOIYKT
CBITIACHO M3UCKBAHMATA, IIOCOYCHU B CIIMCHKA C pe()epeHTHHTE I a EBpormeiickns cpro3
(EURD cmmcsk), npensuaer B @wi. 1078, an. 7 ot dupektuBa 7,@/83/EO 1 yOJIMKyBaH Ha
eBpOIIEHCKHUS yeOIopTa 3a JIeKapcTBa. Qo3

Q

O
I. YCJIOBUA NJIN OTPAHUYEHUSA 3A @OHACHA N E®EKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS ITPOAYKT Q

. Ilnan 3a ynpaBJjieHHe HA pUCKa (w%

Ipurexarenst Ha paspewenueTo 3a§yorpeba (IIPY) TpsaOsa 1a H3BbPIIBA N3MCKBAHUTE JEHHOCTH 1
NeficTBuUS, CBbP3aHH ¢ MpocieaBdie Ha JeKapcTBeHaTa 6e30MacHOCT, T0coueHH B oa00penus ITYP,
npeacrasedH B Moayn 1.8.2 H PEIIEHUETO 32 yIIoTpeda, KaKTO U MPH BCUYKH CIIEABAIIN
CBIJIACYBAHU aKTyaJIn3aly VYP.

Axtyanusupas [1YP Tﬁa Jla ce 10J1aBa:

e [Ilo uckan EBponeiickaTta areHuus 1o JIEKapCcTBaTa;
e Bunar aTo Cce M3MEHs CUCTeMarTa 3a yIpaBJIeHUEe Ha PHCKa, 0COOCHO B pe3yiTaT Ha
0T aHe Ha HOBa MH(OpPMAIHs, KOSITO MOKE J1a IOBEJE O 3HAUMMH [IPOMEHH B

C HOILICHUECTO HOJ'ISa/pI/ICK, HJIM CJICH JOCTHUT'aHC Ha Ba)XCH €Tall (B”bB BpB3Ka C
JICAABAHE Ha JICKapCTBECHATa 0e30IMacHOCT HITH CBCXKIAaHE Ha pHUCKa 10 MI/IHI/IMYM)

A&anmnpaﬂ ITYP tpsab6Ba na ce noxazae a0 31 okromepu 2019 1.
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JAHHH, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OIIAKOBKA

KAPTOHEHA OITAKOBKA/Docetaxel Zentiva 20 mg/1 ml

1. UME HA JIEKAPCTBEHUSA TPOAYKT

Docetaxel Zentiva 20 mg/1 ml konuenTpar 3a HHQY3HOHEH Pa3TBOP
JOLIETaKCe

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A) O~

Bcexn ml xonnienTpar cpabppxa 20 Mg gorerakcen KaTo TPUXUAPaT.

Enun dakon or 1 ml xorumentpar cpabpika 20 Mg momerakcer.

e
(0.4)
3. CHOUCHK HA IOMOUIHUTE BEUIECTBA RY
e
IMomomniuum BerectBa: monucopoar 80, 6e3BoeH eTaHOI (3a ﬂonLn}x@nHa HH(OPMAIHSI BIDKTE
JIUCTOBKATA) M JINMOHEHA KHUCEIIMHA %)
N
O

| 4. JIEKAPCTBEHA ®OPMA U KOJII/I‘IECTBMI[HA OITAKOBKA

Konnenrpar 3a nuH(Yy31OHEH pa3TBOP %9‘
1 drakon (DQ
%

| S. HAYYH HA HPI/IJIO)KEHKM I'bT(UILA) HA BbBEK/IAHE
\J

I'oToB 3a no6aBsine kKbM UHG HEH pa3TBoOpP

BHUMAHME: srernere OMMOTO KOJIMYECTBO OT TO3M KOHIEHTpar morerakcen (20 mg/ml)
ot (hnakoHa U ro no0aBe €KTHO KbM WH(Y3UOHHUS pa3TBOp. BMKTE MPHUIIOKEHOTO yIThTBAHE.
®dakoH 3a enHOszQ;LSHOTp%a

[Ipenu ynotp poUeTeTe JINCTOBKATA.

I/IHTpal\agﬁ{o MIPUIIOKEHUE

(\Q

6. ° CIIEHUAJIHO NIPEAYIPEXJIEHUE, UE JIEKAPCTBEHUAT ITPOAYKT TPJABBA
JA CE CBXPAHSABA HA MSCTO JAJIEYE OT IIOT'JIEJA B IOCEI'A HA JELA

I[a CC ChbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACLA.

| 7. APYT' CHEIMAJIHU ITPEAYITPEXKIAEHUSA, AKO E HEOBXOJUMO

OUTOTOKCHUYEH
Ja ce mpunara noJ HaOIIOJCHUETO Ha JIEKap C OMUT B IPUJIAraHeTO Ha IIUTOTOKCUYHU CPEACTBA.
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| 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

CpOK Ha rogHOCT B I/IH(l)y3I/IOH€H CaK: BMXKTC JIMCTOBKATaA.

| 9. CIIEHUAJIHU YCJIOBUS HA CbXPAHEHUE

[la He ce cpxpansBa Hax 25°C.
Jla ce cpxpaHsBa B OpUTHHAIHATA OMAKOBKA, 32 Ja Ce MPEa3u OT CBETIMHA.

10. CHELUAJIHM NPEAITAZHU MEPKMU ITPU U3XBBPJISHE HA HEU3I10J1 A
YACT OT JJEKAPCTBEHUTE INPOAYKTHU WJIN OTIIAABYHHU MATEPI/IAHSO TAX,

AKO CE M3UCKBAT TAKMBA O
I/ISXB’BpJ'ICTe MMPAaBUJIIHO HECU3IOJI3BAHUTEC KOJINYCCTBA B CbOTBETCTBUC C MCCTHH@MCKE&HI/IH.
Z
R\

11. HWME U AJJPEC HA IPUTEXKXATEJISI HA PA3PE1HEHP[]@:6§A YIHOTPEBA

Y

Zentiva k.s.

U kabelovny 130 ,bQ
102 37 Prague 10 Qo3
Yemrka permy0Oanka OQ
N
12. HOMEP(A) HA PASPEIIEHUETO w\ﬁOTPEBA
4
EU/1/07/384/003 Q\QQ)
o

Va

13. TMAPTHUJAEH HOMEP §_

[TapTugen No OQ
&K

O
| 14. HAYMH HA'OTIIYCKAHE

\%
&

Mo\
| 15.  YRASAHMSI 3A YIIOTPEBA

N
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16. HUH®OPMAIIMA HA BPAMJIOBA A3BBYKA

[pueTo e ocHOBaHME J1a HE ce BKIOUM nH(popMmanus Ha bpaiinosa a30yka.

17. YHUMKAJIEH WJIEHTH®UKATOP — JIBYU3MEPEH BAPKO/|

Henpunoxumo

18. YHUKAJIEH UIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA |

6’0

)
Henpunoxumo O&Q
N\
3
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&
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MHUHMMYM JAHHHU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EAUHNYHHU
II'bPBUYHU OITAKOBKH

ETUKET HA ®JIAKOHA/Docetaxel Zentiva 20 mg/1 ml

| 1. NME HA JIEKAPCTBEHUA NPOAYKT

Docetaxel Zentiva 20 mg/1 ml crepunen KoHIEHTpaT
J0LETaKCEeIl

Hat ABCHO3HO IIPHUIIOKCHHUEC
p p (b
| 2. HAYMH HA IPUJIO)KEHME ~O
AN
O
| 3. JIATA HA M3THYAHE HA CPOKA HA I'OJIHOCT N\
3
EXP: >
\“6
o
|4. TAPTUJEH HOMEP <\
@V
Lot: ‘?JQ
0

(5. CbIBPIKAHUE KATO MACA, OBEM WJHAEIMHUIIM
A

[6. JIPYTO o
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JAHHH, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OIIAKOBKA

KAPTOHEHA OITAKOBKA/Docetaxel Zentiva 80 mg/4 ml

1. UME HA JIEKAPCTBEHUSA TPOAYKT

Docetaxel Zentiva 80 mg/4 ml konuenTpar 3a HHQY3HOHEH Pa3TBOP
JOLIETaKCe

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A) O~

Bcexu ml xonnenTpar cpabppxa 20 Mg gorerakcen KaTo TPUXUApar.

Enun daxon ot 4 ml koruentpar cpabppika 80 mg momerakcer.

e
(0.4)
3. CHOUCHK HA IOMOUIHUTE BEUIECTBA RY
e
IMomomniuu BerectBa: monucopoar 80, 6e3BojeH eTaHOI (3a ﬂonLn}x@nHa HH(OPMAIIHSI BIDKTE
JIUCTOBKATA) M JINMOHEHA KHUCEIIMHA %)
N
O

| 4. JIEKAPCTBEHA ®OPMA U KOJII/I‘IECTBMI[HA OITAKOBKA

Konnenrpar 3a nuH(Yy31OHEH pa3TBOP %9‘
1 drakon (DQ
%

| S. HAYYH HA HPI/IJIO)KEHKM MN'bT(UILA) HA BbBEK/IAHE
\J

I'oToB 3a no6aBsine kKbM UHG HEH pa3TBoOpP

BHUMAHME: srernere OMMOTO KOJIMYECTBO OT TO3M KOHIEHTpar morerakcen (20 mg/ml)
ot (hnakoHa U ro 100aBe €KTHO KbM WH(Y3UOHHUS Pa3TBOp. BHKTE MPHUIIOKEHOTO YIThTBAHE.
®dakoH 3a enHOKpaQiSHOTp%a

[Ipenu ynotp poUeTeTe JINCTOBKATA.

I/IHTpaljg@{O MIPUJIOKEHUE

(\Q

6. ° CIIEHUAJIHO NIPEAYIPEXJIEHUE, UE JIEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MSCTO JAJIEYE OT IIOT'JIEJA B IOCEI'A HA JELA

I[a CC ChbXpaHsdaBa Ha MACTO, HCAOCTHIIHO 34 [ACIA.

| 7. APYT' CHEIIMAJIHU IIPEAYITPEXKIAEHUSA, AKO E HEOBXOJUMO

OUTOTOKCHUYEH
Ja ce mpunara noJ HaOJIIOJCHUETO Ha JIEKap C OMUT B IPUJIAraHeTO Ha IIUTOTOKCUYHU CPEACTBA.
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| 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

CpOK Ha rogHOCT B I/IH(l)y3I/IOH€H CaK: BMXKTC JIMCTOBKATaA.

| 9. CIIEHUMAJIHU YCJIOBUS HA CbXPAHEHUE

[a He ce cpxpansBa Hax 25°C.
Jla ce cbxpaHsiBa B OpUIMHAJIHATA ONIAKOBKA, 32 /1A CE MPEIa3u OT CBETIINHA.

)

o)
10. CIHIEINUWAJIHU IIPEJAITA3HU MEPKU ITPU U3XBBPJISIHE HA HEU3IT 3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTIIAABYHU MATEPHU OT THX,
AKO CE U3UCKBAT TAKHBA *

>

I/ISXB’BpHCTe MMPAaBUIIHO HECU3IOJI3BAHUTEC KOJIMYCCTBA B ChbOTBETCTBUC C MCCT%TC HU3HUCKBaHMU.

N

11. HWME U AJIPEC HA IPUTEXATEJISI HA PA3PE]J.IEH§$1{O 3A YIIOTPEBA

Zentiva k.s. er
U kabelovny 130 Q(b

102 37 Prague 10

Yemika peryOinka \2\0
&

12. HOMEP(A) HA PABPEHIEHUETQ3A YIIOTPEBA

\%
L
d
XA

EU/1/07/384/004

13, TAPTHJIEH HOMERY

oY
ITaptunen Ne QQ
o

)

|14, HAYMHHIA OTIIYCKAHE

O

A

| 15, GYKA3AHMSI 3A YIIOTPEBA

NS
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16. HUH®OPMAIIMA HA BPAMJIOBA A3BBYKA

[pueTo e ocHOBaHME J1a HE ce BKIOUM nH(popMmanus Ha bpaiinosa a30yka.

17. YHUMKAJIEH WJIEHTH®UKATOP — JIBYU3MEPEH BAPKO/|

Henpunoxumo

18. YHUKAJIEH UIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA |

6’0
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MHUHMMYM JAHHHU, KOUTO TPABBA JA CbABPXKAT MAJIKUTE EAUHNYHHU
II'bPBUYHU OITAKOBKH

ETUKET HA ®JIAKOHA/Docetaxel Zentiva 80 mg/4 ml

| 1. NME HA JIEKAPCTBEHUA NIPOAYKT

Docetaxel Zentiva 80 mg/4 ml crepunen KoHIEHTpaT
J0LETaKCEeIl
I/IHTpaBCHO3H0 OPUTTOKCHHUC

%)
(a\
| 2. HAYMH HA TTPUJIOKEHHE AN
Q\)
3. JIATA HA U3TUYAHE HA CPOKA HA TOJHOCT A0
)
EXP: Q\“\Q
R %)

| 4. TAPTHJEH HOMEP e

Lot: Q(b‘bQ

O
[5.  CBbIBPKAHUE KATO MACA, OBEM KSIM EJUHULIA
“\(
S
|6. JPYIO JRe 2
Q\U
&O
N
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JAHHH, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OIIAKOBKA

KAPTOHEHA OITAKOBKA/Docetaxel Zentiva 160 mg/8 ml

1. NUME HA JIEKAPCTBEHUS TPOAYKT

Docetaxel Zentiva 160 mg/8 ml konmenTpar 3a HHGY3HOHEH pa3TBOP
JOLIETaKCe

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A) O~

Bcexn ml xonnienTpar cpabppxa 20 Mg gorerakcen KaTo TPUXUAPaT.

Enun dakon or 8 ml xormenrpar cpappika 160 mg morerakcer.

e
(0.4)
3. CHOUCHK HA IOMOUIHUTE BEUIECTBA RY
e
IMomomniuum BerectBa: monucopoar 80, 6e3BojeH eTaHO (3a ﬂonLn}x@nHa HH(OPMAIIHSI BIDKTE
JUCTOBKATA) M JINMOHEHA KHUCEIINHA %)
N
O

| 4. JIEKAPCTBEHA ®OPMA U KOJII/I‘IECTBMI[HA OITAKOBKA

Konnenrpar 3a nuH(Yy31OHEH pa3TBOP %9‘
1 drakon (DQ
%

| S. HAYMH HA HPI/IJIO)KEHKM M'bT(UILA) HA BbBEK/IAHE
\J

I'oToB 3a no6aBsine kKbM UHG HEH pa3TBoOpP

BHUMAHME: srernere OMMOTO KOJIMYECTBO OT TO3M KOHIEHTpar morerakcen (20 mg/ml)
ot (hnakoHa U ro no0aBe €KTHO KbM WH(Y3UOHHUS pa3TBOp. BMKTE MPHUIIOKEHOTO yIThTBAHE.
®dakoH 3a ez[HOszQiSHOTp%a

[Ipenu ynotp poUeTeTe JINCTOBKATA.

I/IHTpal\agﬁ{o MIPUIIOKEHUE

(\Q

6. ° CIIEHUAJIHO NIPEAYIPEXJIEHUE, UE JIEKAPCTBEHUAT ITPOAYKT TPJABBA
JA CE CBXPAHSABA HA MSCTO JAJIEYE OT IIOT'JIEJA B IOCEI'A HA JELA

I[a CC ChbXpaHsdaBa Ha MACTO, HCAOCTHIIHO 3a ACIA.

| 7. APYT' CHEIIMAJIHU IIPEAYITPEXKIAEHUSA, AKO E HEOBXOJUMO

OUTOTOKCHUYEH
Ja ce mpunara noJ HaOIIOJCHUETO Ha JIEKap C ONMUT B IIPUJIAraHETO Ha [IUTOTOKCUYHU CPEACTBA.
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| 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

CpOK Ha rogHOCT B I/IH(l)y3I/IOH€H CaK: BMXKTC JIMCTOBKATA.

| 9. CIIEHUMAJIHU YCJIOBUS HA CbXPAHEHUE

[a He ce cpxpansBa Hax 25°C.
Jla ce cbxpaHsBa B OpUIMHAJIHATA OTIAKOBKA, 33 Ja CE MPE/Ia3n OT CBETINHA.

)

o)
10. CIHIEINUWAJIHU IIPEJAITA3HU MEPKU ITPU U3XBBPJISIHE HA HEU3IT 3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTIIAABYHU MATEPU OT THIX,
AKO CE U3UCKBAT TAKHBA *

>

I/ISXB’BpHCTe MMPAaBUIIHO HECU3IOJI3BAHUTEC KOJIMYCCTBA B ChbOTBETCTBUC C MCCT%TC HU3HUCKBaHMU.

N

11. HWME U AJIPEC HA IPUTEXATEJISI HA PA3PE]J.IEH§$1{O 3A YIHOTPEBA

Zentiva k.s. er
U kabelovny 130 Q(b

102 37 Prague 10

Yemika peryOinka \2\0
&

12. HOMEP(A) HA PABPEHIEHUETQ3A YIIOTPEBA

\%
L
d
XA

EU/1/07/384/005

13, TAPTHJIEH HOMERY

oY
ITaptunen Ne QQ
o

)

|14, HAYMHHIA OTIIYCKAHE

O

A

| 15, GYKA3AHMSI 3A YIIOTPEBA

NS
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16. HUH®OPMAIIMA HA BPAMJIOBA A3BBYKA

[pueTo e ocHOBaHME J1a HE ce BKIOUM nH(popMmanus Ha bpaiinosa a30yka.

17. YHUMKAJIEH HJIEHTH®UKATOP — JIBYU3MEPEH BAPKO/|

Henpunoxumo

18. YHUKAJIEH UIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA |

6’0

)
Henpunoxumo O&Q
N\
3
Q)(b(b
Qs\
&Q)
)
N
&
ol
NS
N\
N
%
L
O
&
N
¥
&K
@%
2
QO
(o
¥

169



MHUHMMYM JAHHHU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EAUHNYHHU
II'bPBUYHU OITAKOBKH

ETUKET HA ®JIAKOHA/Docetaxel Zentiva 160 mg/8 ml

| 1. NME HA JIEKAPCTBEHUA NIPOAYKT

Docetaxel Zentiva 160 mg/8 ml crepuen KoHIIEHTpAT
J0LETaKCEeIl
I/IHTpaBCHO3H0 OPUTTOKCHHUC

%)
(a\
| 2. HAYMH HA TTPUJIOKEHHE AN
Q\)
3. JIATA HA U3TUYAHE HA CPOKA HA TOJHOCT A0
)
EXP: Q\“\Q
R %)

| 4. TAPTHJEH HOMEP e

Lot: Q(b‘bQ

O
[5.  CbIBPKAHUE KATO MACA, OBEM K5I EJUHULIA
“\(
S
|6. JPYIO JRe 2
Q\U
&O
N
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JlnucroBKa: l/IH(l)OpMaIll/IH 3a malnMeHTa

Docetaxel Zentiva 20 mg/1 ml xoHueHTpar 3a undy3noHeH pa3TBOP
Houerakcen (Docetaxel)

IIpoyeTeTe BHUMATETHO HAJIATA JUCTOBKA, IIPEAN A 3all09HETe /1a N3110J13BaTe TOBA

JIEKapCTBO, Thil KaTO THA ChAbPKa BaskHa 32 Bac mHpopmanms.

- 3anaseTe Ta3u JIUCTOBKA. MoKe 1a ce HaJIOXkKU J1a s IPOYETETE OTHOBO.

- AXO nMaTe HSIKaKBU JIONBJIHUTEIHN BBIIPOCH, onuTaiTe Bamms nexap, 6osiHudeH papmareBT
WINA METUIIMHCKA CECTpa.

- AKXo nosyunTe HAKaKBH HEXXEJIaHU JICKApCTBEHU peaklyH, yBenomere Bamus nexap, 601 H
(apManeBT WM MEAULIMHCKA cecTpa. ToBa BKIIIOYBA M BCUYKH BE3MOKHH HEKEIaHH peagg
HEOIMCaHU B Ta3W JIUCTOBKA. BrkTe Touka 4. &Q

8

Kakgo ChAbPiKa Ta3u JHUCTOBKA:

Kaxkso npencrasisBa Docetaxel Zentiva u 3a kakBo ce u3mosn3Bsa Qo)
Kaxkso Tpsi0Ba na 3Haere, npeau na unonseare Docetaxel Zentiva @(b
Kaxk na u3nonssare Docetaxel Zentiva Q
Bb3MOXKHYM HEXKENTAaHU PeaKIK \2‘

Kak ma cexpamsieare Docetaxel Zentiva &Q
ChabpkaHue Ha ONIAKOBKATA M IONbIHATENHA HHYOPMALUL,

®(b

1. Kakso npexacraBasiBa Docetaxel Zentiva u 3a KalQ) ce M3M0JI3Ba

ocourwdE

Nmerto Ha ToBa siekapcTBo ¢ Docetaxel Zentiva. O
BEIIECTBO, M3BJIMYAHO OT UTIIMYKHUTE HA THCOBQ
Jlotietakces MPUHA/UICKH KbM TPyIIaTa Ha IT

PHETOTO My UME € fouerakcen. Jlonerakcesn e
BOTYMOPHUTE JIEKAPCTBA, HAPEUCHU TAKCOUIH.

Docetaxel Zentiva e nmpeamnucas ot Bam?%]exap 3a JIeYeHHe Ha paK Ha I'bpjara, 0coOeHu hopmu Ha
pak Ha 6ennst 1po6 (HeapeOHOKIeThYEH pak Ha Genust Apol), paKk Ha MPOCTATATA, PAK HA CTOMAXa WK
paK Ha rilaBaTa H IIHsTa:

- 3a JICYCHNUETO Ha HATPETHA *’Ha repaara, Docetaxel Zentiva moxe ma Ob1e mpuiaral
CaMOCTOSITEITHO HJIH B KOM ‘@ma C ZIOKCOPYOUIINH WM TPACTy3yMal, WITH KalelUTaOuH.

- 3a JIeYeHUETO Ha paHe ¢ Ha ThpJaTa Che WU Oe3 3acsrane Ha TuM(HU BB3aH, Docetaxel Zentiva
MOXe J1a ObJie HpI/mar OMOUWHAIMS ¢ JOKCOPYOULIMH U IUKIo(ochamMu.

- 3a Ie4eHneTo H Ha Oenus po06, Docetaxel Zentiva Moxke 1a Ob/ie puiIarad CaMOCTOSITEITHO
W B KOM6I/I C LUCIJIATHH.

-3a nequH@ a pak Ha npoctarara, Docetaxel Zentiva ce npusara B KOMOMHAIMS C IPEAHU30H

Win npeggonm{

-3am; €TO Ha METAaCTaTHYCH CTOMAIleH pak, Docetaxel Zentiva ce mpunara B koMOuHaIusE €
Hg@\‘I/IH U 5-¢uryopoyparmia

- 3dJIeueHNETO Ha paK Ha raBata u mmusta, Docetaxel Zentiva ce npuiara B koMOuHaNus ¢
LUCIUIATHH U 5-ryopoyparu.

2 Kakso TpsioBa 1a 3HaeTe, npenn aa u3noa3sare Docetaxel Zentiva

He TpsioBa 1a Bu ce mpuiara Docetaxel Zentiva:

®  aKO CTE aJePrUYHU (CBPBXYYBCTBUTEIIHH) KbM JOLETAKCEN MM KbM HSKOS OT OCTAHAIIUTE

cberaBku Ha Docetaxel Zentiva (n36poenu B Touka 6).
e aKko OposT Ha GenMTe KPhbBHH KJIETKH € MHOTO HUCHK.
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e  aKO MMaTe TEKKO YepHOAPOOHO 3a00IIIBaHE.
Ipenynpe:xnenns u npeanasHu MepKU

[Mpenu Besiko seuenue ¢ Docetaxel Zentiva, e Bu ce HampaBu KpbBeH TecT, 3a Jia ¢€ YCTAaHOBH AU
uMare J0CTaThbYHO KOJMYECTBO KPHBHU KIIETKU M 33JJ0BOJIUTEIHA YePHOIPOOHA QPYHKIHS, 32 12
nonyunre Docetaxel Zentiva. B ciyuaii, ue nmare HapylieHHe Ha OeJIUTe KPbBHU KICTKH, MOXKE J1a
pa3BUeTe CBbP3aHM C TOBA IIOBUIIIEHA TEMIIEpaTypa Uil HHPEKIHH.

YBenmomete He3abaBHO Bammms tekap, OomHUYEeH (hapManeBT Wi MEAUIIMHCKA CECTPa, aKO UMaTe
KOpeMHa 00JIKa WK 00JIE3HEHOCT, IUAPHsl, PEKTATHO KbPBEHE, KPBB B M3MPAKHECHUATA WU BIUCOKA
TeMreparypa. Te3u CHMITOMHU MOXKE JIa ¢a IbPBUTE TPU3HAIY Ha CEPUO3HA CTOMAIITHO-YPEBHA
TOKCHYHOCT, KOSITO MOXe Jia ObJIe ¢ JIeTaleH U3Xo/l. BamusT nekap TpsoBa fa uM 00bpHE BHHB@@é

He3a0aBHO. @
Q

YBenmomete Barmms srekap, OomHUYCH hapMameBT WA MEAUITMHCKA CECTPa, aKO UMaTE, 0IeMu Che
3peHneTo. B ciaydaii Ha mpoOieMu chC 3peHHETO, 0COOCHO 3aMBITICHO 3peHNe, TPIOBa\He3a0aBHO a
Bu ce HanpaBu npersiel Ha OYUTE U 3PCHUECTO. (b(b

VBenomere Bammst nexap, 60nHUYEH GapManeBT WiIM MEAULMHCKA cecma\?% CTE UMaJIM aJepruvHa
peaxnys KbM MaKIUTaKCeN MPH MPEIHUIIHA Tepays. %

Kaxere na Bamms nekap, 6omHIUueH hapManeBT WM METUIUHCK Tpa, aKO UMaTe MPOOIEMH ChC
CBPLETO. )

AKO MMate TIpOsIBU Ha OCTPH HITH BIIOIIABAIIH CE npoGne@c 6emute qpoboBe (MMOBUIIEHA
TEeMIIEpaTypa, 3a/IyX WIH KAL), MOJISI yBEIOMETE OaBHO Bammms nekap, OomHIYEH
(apmaneBT WM MeIUIMHCKA cecTpa. Bammsar nex e J1a cripe JeyeHneTo Bu nezabaBHo.

Ille 6beTE MOCHBETBAHU J1a IPUEMATE MPEM aIysi, ChCTOSIIA Ce OT EePOPaeH KOPTUKOCTEPOUI,
KaTo HanpuMep AEKCaMeTa30H, €JUH JEH 1 npuioxenneTo Ha Docetaxel Zentiva u equn win 18a
IIHYL CIIEJI TOBA, C OTJIe/l HaMaJIsIBaHe H OH HE)XKEeNIaHH PeaKIIMKH, KOMTO MOTAT Ja Bb3HUKHAT CJIe/T
undysusra na Docetaxel Zentiva, 0o0GeHo aneprudHu peaklMy 1 3aipbKKa Ha TeYHOCTH (I101yBaHe
Ha phIIeTe, CThIIANaTa, KpaKaTa yBeIIMYaBaHe Ha TETJIOTO).

[To Bpeme Ha JieUCHUETO M Bu ce manar apyru gekapcTBa 3a MoAAbpKaHe Ha HOpMaJieH Opoi

KPbBHH KJICTKH. QQ

Texkun KoKHH npéeeMn kato cuHapoM Ha CtuBbHC-J[kouchH (CCJI), TOKCHYHA enuaepMaIHa
nekponusa (TE CTpa reHepaau3npana ex3anteMarosta mycryiaosa (OT'EI) ca crobimaBanu ¢
Docetaxel Zgftiva:

- CI/IMQ%QMI/ITe Ha CCII/TEH morar aa BKJIIOYBAT MOsIBa HAa MEXYPH, JIIOIICHE WM KbPBEHE Ha

sl 4aCT OT KOXKaTa (BKIFOUUTETHO YCTHUTE, OUUTE, yCTaTa, HOCA, TeHUTAINUTE, PhIIETE
()unn kpakara) cbc mam 6e3 o6puB. Moske 1a IMaTe ChILO FPUIIONOI0OHH CHMIITOMHU KaTo
Q BHCOKa TeMIIEpaTypa, BTPUCAHE HIIH OOJKH B MYCKYIHUTE.

- cumnromute Ha OI'EIT Morar na BKIIFOUBAT Y€PBEH, JFOCIECT IMPOKOPA3NPOCTPAaHSH OOPUB C
IIBIIKY TIOJ] TTOAyTaTa KoXKa (BKIIOYUTETHO KOKHUTE T'HHKH, TOPCA ¥ TOPHUTE KPAHHUIIN) H
MeXYpH, IPUIPYKEHH OT BUCOKA TEMIIepaTypa.

AKO pa3BHETE TEKKH KOXHH PEAKIIUHN WIIN HAKOS OT N30POSHHUTE MO-TOPE PeaKilny, He3abaBHO ce
CBbpiKETe ¢ Bamus nekap iy MEIUIMHCKY CHEIUaJIUCT.

Docetaxel Zentiva ceapprxa ankoxon. O6chaete ¢ Barust iekap, ako cTpamare OT aIKOXOJIHA

3aBUCHMOCT, SITUIICTICUSI WITH YepHOIPOOHO Hapyiienue. Bikre chio Touka ,,Docetaxel Zentiva
CBIBPXKA €TAHOM (AJTKOXO0J)” MO-I0Iy.
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Hpyru JexapcerBa u Docetaxel Zentiva

Wndopmupaiite Bamms nekap nin 60iHUYEH papmMaLeBT, ako MpreMaTe Wil HaCKOPO CTe MpUeMaln
JpYyTH JIEKapCcTBa, BKIIOUYUTEIHO U TaKHBa, OTIYCKaHH 0e3 JeKapcKo npeanucanye. Tosa e Taka,
zamoro Docetaxel Zentiva nim apyroro JiekapcTBO MOXE J1a HE JISHCTBA Taka, KAaKTO Ce 0YaKBa U
MOJKE []a UMa [IO-TOJISIMA BEPOATHOCT [J1a NOJyIUTE HEXEJIaHa PEaKIHsl.

KosniecTBOTO aJIKOX0JI B TO3M JIEKAPCTBEH MPOLYKT MOXKE 1a IPOMEHH JEMCTBUETO HA IPyTU
JIeKapcTBa.

BbpeMeHHOCT, KbpMeHe U (PEPTHINTET

[ToceBetBaiite ce ¢ Bamms nexap npeau ynorpedaTa Ha KOETO U JIa € JIEKapCTBO. Q)(b'
Docetaxel Zentiva HE tpsioBa na ce nmpuiara ako cre OpeMeHHa, OCBEH aKO HE € H3PHYHO H €H OT
Bamus nekap. A

He Tps6Ba ma 3abpeMeHsBaTe 10 BpeMe Ha JICYCHUETO C TOBA JIEKAPCTBO M TPSOBA 1T %onsBaTe
e(eKTHBEH METO/ 32 KOHTPAIICTIIHS 110 BpeMe Ha JICYEHUETO, Thid KaTo Docetaxgben iva moxe s1a
yBpeau Bameto 6ebe. Ako 1o BpeMe Ha JICUeHHUETO HACTHITH OPEMEHHOCT, na nadopmupare

He3abaBHO Bamus nekap. \2&
He tpsibBa na kppmuTe, 10KaTO ce JiekyBate ¢ Docetaxel Zentiva. \Z
AKO cTe MBXK, TOJIOKEH Ha jgedeHue ¢ Docetaxel Zentiva, ce OopBYBa Ja HE Ch3JIaBare Jera 1mo

BpEMEC Ha 1 110 6 MeEcena CJICa JCUCHUETO, KAKTO U J1a IOTH CBBET OTHOCHO KOHCEPBHUPAHETO Ha
criepma npeau JCUYCHUECTO, TBI KaTo JOLICTAKCEI MOXKE da YN MBXKHUA q)epTI/IJ'H/ITeT.

Illodupane u pagora ¢ MALIMHH &

KonmdaecTBOTO amkoxolr B TO3H JIeKapCTBEH r@ym MOJKe Ja Hapymm criocobHoctTa Bu 3a
modupane Wik padoTa ¢ MalTuHA.

Bue Mose f1a momyuuTe HeXelNaHu pea OT TOBa JIEKAPCTBO, KOMUTO MOTAT /1a HApyIlaT
criocoGHocTTa Bit 33 mwodupane, n3n0y3BaHe Ha MHCTPYMEHTH MM paboTa ¢ MaliHy (BUXKTE TOUKa 4
,,BB3MOsKHU Hexenanu peakiuu‘ ) \AKo ToBa ce CIyuH, He IopUpaiiTe ¥ He U3ION3BaiTe
WHCTPYMEHTH WIIA MAIIWHU TI Jla TOBOpHUTe ¢ Bamms jnexap, MEAUIIMHCKA CecTpa Wil OOTHUYCH

(hapmarieBT. o)
Docetaxel Zentiva CL&(a eTaHo. (JK0X0J1)

To3u nekapcTs oaykT chabpika 13% (1./1.) eranon 95% 06./06. (ankoxon), T.e. 10 252 mg
etanon 95% 606v/00. Ha (hi1akoH pa3TBOPUTEIT, EKBUBAJICHTHY Ha 6 M| Gupa wiu 2,6 ml BuHO.

Bpene@(opa, CTpaJaIiy OT AIKOXOJIH3bM.

T 71a ce IMa TIPeBH/ IpU OpEMEHHH WM KbPMEIIH KE€HH, TIPH JIel[a M BUCOKOPHCKOBHU T'PYTIH,
KaT IMalMeHTH ¢ YePHOPOOHO 3a00IsIBaHE WITH ETHIIETICHSL.

KonndecTBOTO aKOX0J B TO3M JIEKAPCTBEH MPOIYKT MOXKE A3 UMa e(eKTH BbPXY IEHTpaIHATA
HEpBHA CHCTEMa (4acT OT HEPBHATA CUCTEMA, KOSITO BKIIIOYBA MO3bKa U TPBOHAYHUS CTHIO).

3 Kak na m3nmoassare Docetaxel Zentiva

Docetaxel Zentiva e Bu 651 MpUIT0KEH OT MEAUITUHCKH CIICIIHATUCT.
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OOunuaiina no3a

I[o3aTa 1€ 3aBUCH OT TCTJIOTO U OT 06IJ_IOTO Bu cbcrosaue. Bammmsar JICKAp 1€ N34MCJIin TCICCHATa Bu
MMOBBPXHOCT B KBAZIpATHU METPU (mz) U 1IIC ornpeacin n103ara, KosaTo Tp$16Ba Ja nojry4yaBarte.

Ha4yun Ha nNpujIaraHie 1 IbT HA BbBEK/IaHE

Docetaxel Zentiva e Bu 0b1e nmpuinosxeH upe3 UHQY3Hs B HIKOS OT BEHUTE (MHTPABEHO3HO
npwioxenue). Magy3uara Tpae npuOIU3UTEIHO €HH Yac, [Ipe3 KOUTO 11e cTe B OoJIHUIATA.

YecToTa Ha NMPUJI0KCHHUE

OOuKHOBEHO TpsIOBa Jia MoNTy4yaBate HH(Y3HUITA CH BEIHBXK Ha BCEKU 3 CEJIMHUIIH. ©®

Bammusar JICKap MOKE Ja IMMPOMCHHU 103aTa XU YCCTOTATa Ha MPUIJIOKECHUC B 3aBUCUMOCT OT

KPBBHH TECTOBE, 00II0 ChCTOSIHUE U 0TroBopa Bu kM Docetaxel Zentiva. Mosns, un paite
Bamms nekap, ocoOeHo B ciydail Ha auapus, ahTH B ycTaTa, 9yBCTBO HA CKOBAaHOCT HU3TPBIIBAHE,
o100Ha

MTOBHINIEHA TEMITEpaTypa U My/i HaiTe pe3ynraTiure oT Bammre KppBHI HSCHCH@H.
nH(popMaIus e My/i TIO3BOJIH J1a Pelliy Jall Ce Hajara HaMassiBaHe Ha J1033Ta.“AKO UMare HIKaKBU
JOITBTHUTETHUA BBIIPOCH, CBBP3aHHU C YIOTpeOaTa Ha TOBa JIEKaPCTBO, MOJI uTaiire Bamus nexap

v OOJTHUYCH (hapMarleBT. %

4. Bb3MoKHY HekeTaHU peakuuu (b‘Q

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE /1a np%v@mca HCXKCJIaHU pCaKIur, BBIIPCKU Y€ HC
BCCKU I' TIOJIy4aBa.

BammusT nexap mie o6cyam Toa ¢ Bac u me B S&CZH MOTEHI[UAIIHUTE PUCKOBE U MOJ3U OT
JICYEHHETO.

Haii-uecTo cpo01maBannTe HEXETaHN uu Ha Docetaxel Zentiva npuiioskeH caMOCTOSTEIHO ca:
HaMaJleHUe Ha OpOsi Ha YCPBEHUTE KPbBHM KICTKH HIIM GE/IUTE KPBBHHU KIICTKH, KOCOIAJ, FajIeHe,
MOBpbIIane, ahTH B ycTaTa, ana@q U yMOPSIEMOCT.

TexecTTa Ha HEXKETAHUTE u Ha Docetaxel Zentiva moske 1a 6b1e yBenudeHa, KOrato
Docetaxel Zentiva ce na OMOMHAIHUS C IPYTH XUMHOTEPANICBTUYHH CPE/ICTBA.

ITo Bpeme Ha HH} a B OOJIHHMIIATAa MOXKE J1a CE TIOSIBAT CIICTHUTE aJePrHYHH peakuun (Moxe 1a
3acerHar MmoBe 1 Ha 10 ayum):
e  3auepBsBANC, KOXKHH PEaKIUH, ChpOexK
o CTsAT a% T'bpAUTEC, 3aTPYAHCHHA B JUIIAHCTO
o Ha TeMIepaTypa Wi CTyICHH TPBIIKA
%m(a B I'bpba

%I/ICKO KPBBHO HAJISTaHE.

Morar ia ce mosBaT MO-TEKKH PEAKIUH.

Axo cTe uManu AJICpTrUYHa pCaKyd KbM MAKIHUTAKCCII, MOKEC [a IMOJTYUYUTC U aJICPrudHa pCakiusa KbM
JOICTAKCECII, KOATO MOXKE Ja € ITO-TCXKKa.

CwcrosHueTo Bu 1ie 0b/1e cTporo HabI0aBaHO OT OOTHUYHMS TIEPCOHAI IO BpEMe Ha JICUSHHETO.
YBenomete ru He3a0aBHO, aKO MOTYUUTE HIKOS OT T€3U PEAKIIHH.

Mexnay ungysunte ¢ Docetaxel Zentiva morar 1a Bp3HUKHAT CIETHUTE HEXEJTAHU PEAKITUH 1
YecToTaTa UM MOXe J]a Bapupa B 3aBHCUMOCT OT KOMOMHAITUUTE OT JIEKAPCTBa, KOUTO C€ TIpUjIarar:
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Mmuoro yectu (Moke 1a 3acersar mosede ot 1 Ha 10 aymm):

® © © © o o o o o o o o o o o P o

WHQEKIMH, HaMaJIsiBaHe Ha Oposl Ha YepBEHUTE (aHEMHS) MK OeNTUTe KPbBHU KIIETKH (Ba)KHU B
Oopbata ¢ MHPEKIUHUTE) U TPOMOOIIUTHTE

MOBHUIIICHA TEMIIEpaTypa: ako TOBA Ce CIIy4H, BeHara ce obasnere Ha Bamms nexap

aJIepPrUYHY PEAKINH, KAKTO Ca OMHCAHH TIO-TOpe

3ary0a Ha areTuT (AHOPEKCHS)

Oe3cpHHE

qyBCTBO HAa CKOBAHOCT, U3TPBIIBAHE MM OOJIKA B CTABUTE WIIH MYCKYJIUTE

riaBoboiue

MPOMsIHA BB BKyca

BB3MAIICHNE HA OKOTO WJIN YBEJIIMYECHO ChII3EHE OT OUUTE

MoJTyBaHe MOpajn HapyIIeH JIUMQEH ApeHax b(b.
3aTpyIHEHO JIUIIaHe %)
TEYeHHe OT HOCA; Bh3MaJIICHHE Ha I'bPIIOTO U HOCA; KaIlLTHIIA Q
KbPBEHE OT HOCa O&

adTH B yCTHATA KyXHHA Q

CTOMAIITHO Pa3CTPOMCTBO BKIIOYBAIIIO rajieHe, TOBPHIIAHE U AHAPHUs, 3a11e *

KOpeMHa 0oJika 25)

JIOLIIO XPaHOCMUJIAHE <
KOCOMA/I: B MIOBEYETO CIy4al HOPMATHOTO M3pacTBaHe Ha KocaTa @306}{03333. B msxon
ciydau (c HEM3BECTHA YECTOTa) ce Habro1aBa TpaeH kocona. . @)

3a4epBsBaHE U MOJyBaHE HA JUIAHUTE Ha PBIETE WIN CThIIA a Kpakara, KOeTO MOKe Jia
Ipen3BHUKa JIONIeHe Ha KoKaTa (TOBa MOXeE /1a BE3HUKH 0 X0J1a Ha PBIIETE, 110 JHULETO WU
TSITIOTO) $e)

NPOMSIHA B [IBETa HA HOKTHUTE, KOUTO CJIe]l TOBa MOFQ% najHaT

MYCKYJIHH 0OJIKM; 0OJIKa B I'bpOa MU KOCTUTE @)

MIPOMSIHA WJTH JIUTICA Ha MEHCTpPYyaJieH MIepro ‘2‘

MO yBaHe Ha JJIaHWUTE Ha PhLETEe, CThIaa %aKaTa

yMODpa; WK TPUIIONOT00HN CUMITTOMU

MOKayBaHe WK 3ary0a Ha TerJio >

WHQEKIHS Ha TOPHUTE JUXaTeTH UIIA.

Yectn (Moxe na 3acersar o 1 m&l&ymn):

KaHIM[03a Ha ycTaTa *
nexuaparanus Q\
3amaiiBaHe QO

HapylleH CIyX

HaMaJIeHHue PBBHOTO HAJITAHE; HEMIPABHICH HIIH YCKOPEH ChPJICUEH ITyJIC
ChpACYH OCTaThYHOCT

e300

cy. B ycTata

YAHCHO WJIN 00JIe3HEHO MMPCriIbIIaHe

Q@p’LBOI/BHI/IB

MOBHIICHU YE€PHOIPOOHHU €H3UMH (OTTYK U HEOOXO0AUMOCTTa OT PEAOBHH KPHBHHU TECTOBE)
MOBHIIIaBaHE HAa HUBATa HA KpbBHATA 3axap (nuader)
HaMmalsiBaHe Ha KaJus, KaIIus u/win gocdara B KPbBTA.

Heuecrn (Moxe na 3acersar 10 1 va 100 gymm):

L
L]
L]

TIPUTIATBITH

Ha MSACTOTO Ha MH)KEKTUPaHe, KOKHU peakiuu, GiaeOut (Bb3majicHre Ha BeHATa) WU M0 TyBaHe
KPBBHH ChCUPELN

OCTpa MHEJIOWIHA JIEBKEMUS M MUEIOAMCIIACTUYECH CHHAPOM (BUIOBE paK Ha KPHBTA) MOXKE JIa
ce NOSIBAT IPHU MALUEHTH, KOUTO €a JIEKYBaHU C TOLETAKCEN, 3a€IHO C HIKOU IPYTU
[POTUBOPAKOBHU JICUCHHUS.
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Penxn (Moxe na 3acernar no 1 va 1 000 qymm):
o BB3MAJICHUE Ha J1e0ETI0TO YePBO, TBHKOTO YePBO, KOETO MOJXKE J1a ObJIe ¢ JieTalleH u3xox (C
HEU3BECTHA YECTOTA); YpeBHA nepdoparus.

C Heu3BeCTHA YecTOTa (OT HATMYHUTE TAaHHU HE MOXeE Ja ObJiec HAapaBeHa OICHKA):

. HWHTEPCTHUITHAIHA OenoapoOHa Oonect (Bh3manenne Ha 6emuTe 1podoBe, KOSTO MPUIHHSIBA

KallUIMIa ¥ 3aTpyAHEHO AuliaHe. Brinanenue Ha Genute ApoOOBE MOXKE /1a CEe pa3BHe CHIIO U

KOTaTo JICYEHUETO C JAOIETaKCeN ce Mpuiiara B KOMOMHAIMSA C JIbueTepanus)

nHeBMOHHA (MH(eKIus Ha Oennute qpodoBe)

6emonpobHa prdpo3za (prOLIM M yIUTFTHSIBaAHE Ha OennTe IPoOOBE ChC 3aTyX)

3aMBIJICHO 3pEHHE TIOPaJi OTOK Ha PETHHATA B OKOTO (KMCTOMJICH MAKYJICH €JIEM)

HaMaJlsiBaHe Ha HATPHS W/WIK MarHe3us B KpbBTa (HApyIICHHs Ha eICKTPOTUTHHUS 6anaa@)

KaMepHa apUTMUS WM KaMepHa Taxukapaus (mposiBsiBa ce KaTo HEMpaBUICH U/HITH Y eH

ChPACUYCH PUTHM, TEKBK 33/yX, 3aMassHOCT W/WIK MpUNaabK). Hskon oT Te3u cuM

MOKaT Ja ObJaT CepuO3HU. AKO TOBa CE CIy4H, TpsiOBa He3a0aBHO Ja yBeILOMHQK aIms

Jekap.

o peaKIuy Ha MACTOTO HA MHKEKTHpaHe Ha MACTOTO Ha MPeX0Ha peakiua! ()
HEXOJDKKIUHOB JTMM(OM (pak, 3acsrail IMyHHATa CICTEMA) U APYTH }gl@ pak MOXe J1a ce

MOSIBSAIT MIPU MALUEHTH, KOUTO Ca JEKYBAaHHU C JIOIETAaKCeN, 3a€IHO C U Ipyru
MIPOTHUBOPAKOBH JICUECHUS.

. cunapom Ha CtuBbHc-JxoHChH (CC/I) 1 TokcHYHa enuaepM Hekpoimsa (TEH) (Mexypw,
JIFOILEHE WM KbPBEHE Ha HAKOS YacT OT KOXKaTta (BKJIIOYHUT YCTHHTE, OUHTE, YCTaTa, HOCA,
TEeHUTAJINHTE, PBIETE WIH KpaKaTa) ChC WiIH 0e3 00puB e Jla IMaTe ChIO IPUTIONIO00HH
CHUMIITOMH KaTO BUCOKA TEMIIEpaTypa, BTPUCAHE WIIH U B MyCKYJIUTE)

. 0CTpa reHepanu3npana ek3antemarosna myctynosa (QI EIT) (uepsew, mocmecTt
HIMPOKOPA3NPOCTPaHEH OOPHB C ITBITKU MO/ 1O Ta KOXa (BKIFOUUTETTHO KOKHUTE I'bHKH,
TOpCa U TOPHHUTE KPAHHHIIN) U MEXYPH, IIPH €HU OT BUCOKA TEeMIIepaTypa).

Cho0uaBaHe Ha He:KeJIaHU peakuuu (D,Q

AKO NoJTyunTe HSIKaKBU HEXEJIaHU JIeKap U peakuuy, yBenomere Bamms nexap, 6oinHnYeH
(hapManeBT WM MeTUIMHCKA cecTpa. T. KIJII0YBa BCUUKM BH3MOXKHHU, HEOIIMCAHU B TA3U JINCTOBKA
HE)KEaHH peakiyi. Moxere Chilo AAChoOIIHTE HeXCeIaH! PeaKIUI IMPEKTHO Ype3 HAlHOHAIHATA
cucTeMa 3a choOiaBane, mocoueHa, B llpmiokenne V. Kato cpo01aBaTe HeXenaH! peakiiu, MOKETE
Jla JazieTe CBOs IIPUHOC 3a IO BaHEe Ha MoBe4ye NH(OPMAIMSI OTHOCHO OE30IIaCHOCTTA Ha TOBA
JIEKapCTBO. o)

5. Kaknma cm@%ﬁmme Docetaxel Zentiva

Jace %xpa@a Ha MSICTO, HEIOCTHITHO 3a JIela.

He u3 @igme TOBA JIEKAPCTBO CJIeJ] CPOKa Ha TOTHOCT, OTOEIsA3aH BhPXY KapTOHEHATa OMAaKOBKA U
H%ﬁkem Ha ¢urakona cnen “I'ogen no:” wim “EXP”. CpokbT Ha TOJTHOCT OTrOBaps Ha MOCIICIHUS

ACHOT IMMOCOYCHUA MECCECII.

Ha He ce cpxpansBa Hag 25°C.
Jla ce cpxpaHsiBa B OpUTHHAIHATA OMIAKOBKA, 3 JIa C€ MPEANa3u OT CBETIINHA.

Usnon3gaiite GakoHa He3a0aBHO CJIeA OTBAPSIHETO My. AKO HE € U3IMOJ3BaH He3a0aBHO, BPEMETO U
YCIIOBHSATA HA ChXPaHEHHE 0 BpeMe Ha yrmorpeda ca OTTOBOPHOCT Ha MOTPEOUTEIS.

OT MuUKpOoOHOOrHYHA TIeIHA TOUKA Pa3TBapSAHETO/pa3pekaaneTo TpsOBa 1a Obe HalpaBeHo Mpu
KOHTPOJIMPAHU M ACENITUYHHU YCIOBHSI.
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Uznon3eaiite iekapcTBOTO HE3a0ABHO CIIe]] MPHOABSIHETO My KbM WH(QY3UOHHUS cak. AKO HE €
M3II0JI3BaHO He3a0aBHO, BPEMETO U YCIIOBHUATA HAa ChXPaHEHUE 110 BpeMe Ha ynorpeda ca OTTOBOPHOCT
Ha IOTpeOuTeNs U OOMKHOBEHO HE TpsOBa ja HajBumasaT 6 yaca oz 25°C, BKIIOYUTEITHO
MPOIBIDKUTEITHOCTTa HA MH(Y3HsTa oT 1 yac.

OcBeH ToBa u3nyecKara 1 XHMUYECKaTa CTaOMITHOCT B TIEpHO/ia Ha M3IM0JI3BaHe HA HH(DY3HOHHHUS
pa3TBOp, IPUTOTBEH CIIOPE] MPEIOPHKUTE, J0Ka3aHa B cakoBe, kouTo He ca oT PVC e 1o 48 yaca,

KOTaTo ce ChXpaHsBa Mexay 2 1o 8°C.

HOHGT&KCCJ’I I/IH(by3I/IOHCH Pa3TBOp € NPECCUTCH, MOPaaAX KOCTO MOKC Na KPUCTAJIN3HpPa C BpEMCTO. Axo
CC MOABAT KPUCTAJIN, PAa3TBOPHT HE Tpﬂ6Ba Ja 6’]:)16 H3II0JI3BaH U TpSI6Ba Ja CC U3XBbPJIN.

He H3XB’LpJ’I$II>iTC JICKApCTBAaTa B KaHAJIU3alUATa. Ilonuraiite Bamms q)apMaLICBT KaK 1a U3Xbp

JIeKapcTBaTa, KOUTO Beue He M3Mo3Bare. Te3u MEepKH Iie CIIOMOTHAT 32 OTa3BaHe Ha OKOJIH pena.
6. Chbabp:kaHue HA ONAKOBKATA U JOMbJIHUTEIHA HHOpMAaLust $

Kakso ceabp:ka Docetaxel Zentiva (5(0

- AKTHBHOTO BEIECTBO € Jorerakcen (karo Tpuxuapar). Becexu ml KOH@T}&T 3a HH(Y3HOHEH
pa3TBOp Chabpka 20 My IoleTaKcert.

- Jlpyrure cheraBku ca nosmcopoar 80, eTanos, 6€3B01eH (Bmxwxa 2) 1 TMMOHEHA KUCEJINHA.

Kak usraexxnaDocetaxel Zentiva u kakBo cbabpika onakoﬁ
Docetaxel Zentiva kontienTpar 3a uHBY3HOHESH pa3TBOp € O JIT 10 KaQ)eHUKABOXKBJIT Pa3TBOP.
KomnmenTpatsT ce goctass B 7 ml uiakoH oT mpo3pavHo c&o ChC 3eJIeHa aJJyMHHHEBa 00KaTKa U
3eJIeHa TIaCTMAcoBa OTYYIIBAIIA Ce Kaladka. \2\0

Bcesika kyTus chabpika equs ¢iaakon ¢ 1 mi KOHU@T (20 mg mouerakcen).

IIpurtexkarten Ha pa3pelieHUETO 3a ynou@
Zentiva k.s. %)

U kabelovny 130 ‘2\

102 37 Prague 10 <

Yemika pernyOnuka *\é
IpousBoauTen(u) OQ\

Sanofi-Aventis Del(?q and GmbH
Industriepark H (@
65926 Frankfu( Main

I'epmanus Q()

(@Em{menHa nHpOpPMAITHSI OTHOCHO TOBA JIEKAPCTBO, MOJISI CBBPKETE CE C JOKATTHUS
ABUTEJI Ha MPUTEIKATEIIS Ha PA3PEIICHUETO 32 yoTpeoa:

Belgié/Belgique/Belgien Lietuva

Zentiva, k.s. Zentiva, k.s.

Tél/Tel: +32 280 86 420 Tel: +370 52152025
PV-Belgium@zentiva.com PV-Lithuania@zentiva.com
Bovarapus Luxembourg/Luxemburg
Zentiva, k.s. Zentiva, k.s.

Ten: + 359 2 805 72 08 Tél/Tel: +352 208 82330
PV-Bulgaria@zentiva.com PV-Luxembourg@zentiva.com

178



Ceska republika

Zentiva, k.s.

Tel: +420 267 241 111
PV-Czech-Republic@zentiva.com

Danmark

Zentiva, k.s.

TIf: +45 787 68 400
PV-Denmark@zentiva.com

Deutschland

Zentiva Pharma GmbH
Tel: +49 (0) 800 53 53 010
PV-Germany@zentiva.com

Eesti

Zentiva, k.s.

Tel: +372 52 70308
PV-Estonia@zentiva.com

ElLdoa

Zentiva, k.s.

TnA: +30 211 198 7510
PV-Greece@zentiva.com

Espaiia
Zentiva, k.s.
Tel: +34 931 815 250
PV-Spain@zentiva.com Q)(DQ
France Q\Q)
Zentiva France O
Tél: +33 (0) 800 089 219 A
PV-France@zentiva.com @‘&“
Hrvatska QO
Zentiva, k.s. Q
Tel: +385 155 1272@2\
PV-Croatia@ze .com

3
Ireland
Zentivi @Q
Teh 766 803 944
PV3Ireland@zentiva.com
island
Zentiva, k.s.

Simi: +354 539 0650
PV-lceland@zentiva.com

Italia

Zentiva ltalia S.r.1.
+39-02-38598801
PV-Italy@zentiva.com
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Magyarorszag

Zentiva, k.s.

Tel.: +36 165 55 722
PV-Hungary@zentiva.com

Malta

Zentiva, k.s.

Tel: +356 277 82 052
PV-Malta@zentiva.com

Nederland

Zentiva, k.s.

Tel: +31 202 253 638
PV-Netherlands@zentiva.com

O
&
D

N\
X\
o0

Norge
Zentiva, k.s.
TIf: +47 219 66 203

PV-Norway@ zentiva,@gf
__ R
Osterreich &
Zentiva, k.s. %)

Tel: +43 78 877
PV-Austria@zentiva.com

P a
ntiva Polska Sp. z 0.0.
Nl + 48 2237592 00

PV-Poland@zentiva.com

Portugal

Zentiva Portugal, Lda

Tel: +351210601360
PV-Portugal@zentiva.com

Roméania

S.C. ZENTIVA S.A.

Tel: +40 021 304 7597
PV-Romania@zentiva.com

Slovenija

Zentiva, k.s.

Tel: +386 360 00 408
PV-Slovenia@zentiva.com

Slovenska republika
Zentiva, a.s.

Tel: +421 2 3918 3010
PV-Slovakia@zentiva.com

Suomi/Finland

Zentiva, k.s.

Puh/Tel: +358 942 598 648
PV-Finland@zentiva.com



Konpog Sverige

Zentiva, k.s. Zentiva, k.s.

Tn\: +357 240 30 144 Tel: +46 840 838 822
PV-Cyprus@zentiva.com PV-Sweden@zentiva.com

Latvija United Kingdom

Zentiva, k.s. Zentiva Pharma UK Limited

Tel: +371 67893939 Tel: +44 (0) 845 372 7101
PV-Latvia@zentiva.com PV-United-Kingdom@zentiva.com

JlaTa Ha nocJieiHO npepasrJieskAaHe Ha JUCTOBKATA. Q
JApyru n3rouHuny Ha mHpopManus Q@

[Monpo6Ha nH(MOpMAaIMs 3a TOBA JICKAPCTBO € MPEA0CTaBeHA Ha yeOcaiiTa Ha EBponeﬁQQa areHIus
1o JiekapcTBara http://www.ema.europa.eu.

180


http://www.ema.europa.eu/

[Tocoyenara mo-mony uHGOPMALKS € IpeHa3HauYeHa CaMO 38 MEIUIIMHCKH CIICIIHATUCTH:

YII'BbTBAHE 3A YIIOTPEBA HA DOCETAXEL ZENTIVA 20 mg/1 ml KOHIIEHTPAT 3A
NH®Y3UOHEH PA3TBOP

Baoicno e oa npouememe nocredosamennume emany Ha moéa Yynvmeare npedu npueomesaHemo Ha
Docetaxel Zentiva unghyzuonen pazmsop.

IIpenopsku 3a Oe30macHa paboTa

Jlonierakcen € aHTUHEOIIACTUYHO CPEJICTBO U, KAKTO U MPH IPYT'H MOTCHIIMAIHO TOKCUYHH BEIIECTBA,
€ He00XOIMMO MMOBHUIIICEHO BHUMAHHUE MPH pad0oTa U MIPUTOTBSIHE HAa HETOBH Pa3TBOPH. Hpenopvmg&e
M3I0JI3BAHETO HAa PHKABHIIM. &

Axo Docetaxel Zentiva konnenTpar win uHpY3HOHEH Pa3TBOP BIIE3€ B KOHTAKT C KOXKATa uiiTe
He3a0aBHO U CTApATENIHO ¢ BOJA M CallyH. AKO BI€3€ B KOHTAKT C JIMTABULIA, M3MHITE OaBHO M
cTapareiHo ¢ BOJa. *

o0

%
Ipucomesne na ungysuonnus pazmeop ¢
HE u3non3Baiite Apyru jekapcTBeHH NMPOAYKTH, C A0LEeTAKCeE, @bﬂmn ce oT 2 h1aKoHa
(KOHIIEHTPAT M Pa3TBOPHUTE) € TO3M JeKapcTBeH mpoaykr (D el Zentiva 20 mg/1 ml
KOHIIEHTPAT 32 HH(Y3MOHEH Pa3TBOP, KOTO ce ChCTOU caM 1 puakon).

HOZ[FOTOBKa 3a UHTPAaBCHO3HO IMPHUJIIOXKCHHEC

Docetaxel Zentiva 20 mg/1 ml konuenTpat 3a nn¢y3unofieh paszrsop HE n3zuckpa

NpeIBAPUTEHO Pa3pe:KIane ¢ Pa3TBOPHUTE H € TOTGB)3a 100aBsiHe B HH(Y3NOHHUA PA3TBOP.

. Bceku Quakon e 3a egHOKpaTHa yroTpeda u Ba /1a O'b/ie M3MOJI3BaH He3a0aBHO clie]
OTBapsHETO My. AKO HE € U3I0JI3BaH He3 0, BPEMETO U YCIIOBUATA HA ChXPAHEHUE 110
BpeMe Ha ynoTpeda ca OTTOBOPHOCT H ebutens. Moxe 1a € He0OXOAMM TIOBeYE OT EIUH
(hmakoH KOHIIEHTpPAT 32 HHPY3MOHEH a(éop, 3a J1a ce ToJTyYr HeoOXoaMMara 3a MmanrueHTa
no3a. Hanpumep 3a no3a ot 140 OLIeTaKIIe] ca HeoOxoauMu 7 Ml gomerakcen KOHICHTPAT
3a UH(Y3UOHEH Pa3TBOD.

. U3rernere acentuvaHO HEOQ oSdMOTo KOJIMYECTBO KOHIIEHTPAT 32 WH(Y3UOHEH pa3TBOP C
rpaaydpaHa CIpHUHIIOBKA B&Hrna 21G.

B Docetaxel Zentiva 20 mg | praxon, KOHHEHTpaUUATA Ha JoueTakces e 20 mg/ml.

. Cren TOBa TO MH aiiTe ¢ eHOKpAaTHA WHKEKITUA (€IHO BIphcKBaHe) B 250 mi
nH(Y3UOHEH ca 0aHKa, ChABPIKAIIM WIH 5% pa3TBOp Ha IIFOK03a WIN HHPY3HOHEH
pasTBOp Ha HQ?QHGB xnopua 9 mg/ml (0,9%). Ako e Heo6xoauma n03a mo-roisiMa ot 190 mg
JOLIETAKC 3MOJI3BANTE MO-TOISIM 00eM Ha MH(Y3UMOHHHSI HOCUTEJ, TaKa 4 Ja He Ce
HA/IBUIIQBE KOHLeHTpauws Ha gouerakcen 0,74 mg/ml.

. Cum CHIbpPIKaHUETO HA WH(PY3UOHHUS caK WK OaHKa PhYHO, Upe3 pa3KIialiaHe.
fb( KpOOHOJIOTUYHA TIIe/[HA TOUYKA pa3TBapsHETO/pa3pekIaHeTo TPAOBa Ja ObJie HAalpaBeHO

Y KOHTPOJIUPAHU M aCENTHYHHU YCIOBHUS M JIEKAPCTBEHHUSAT MPOAYKT TPsiOBa /1a Obe

Q M3M0JI3BaH He3a0aBHO. AKO HE € M3I0JI3BaH He3a0aBHO, BPEMETO U YCIIOBUSTA Ha ChXPaHEHUE
10 BpeMe Ha yroTpeda ca OTTOBOPHOCT Ha TTOTPEOUTEIIS.
Benubx nmpubaBeH, KakTo € PENopbyaHo B MHPY3UOHHUS CakK, JoleTaKcell HHPY3MOHEeH
pa3TBOp e crabuiieH 6 yaca, ako ce cbxpanssa nog 25°C. TpsOBa aa ce u3noia3Ba B pAMKHUTE Ha
6 yaca (BKITIOYMTEITHO €IHOYACOBAaTa MHTPABEHO3HA UH(DY3U).
OcBeH ToBa Qu3nUecKaTa 1 XUMHUIECKaTa CTAOMITHOCT B MIEpHO/ia Ha M3II0JI3BAHE Ha
nH(Y3UOHHUS PAa3TBOP, IPUTOTBEH CIIOPE] MPETIOPHKUTE, TOKa3aHa B CAKOBE, KOUTO HE ca OT
PVC e no 48 gaca, xorato ce chxpansaBa mexay 2°C mo 8°C.
JHonerakcen nHPY3UOHEH pa3TBOP € MPECUTEH, TIOPAIH KOETO MOXKE J1a KPUCTATIM3HpPA C
BpeMeTO. AKO ce TIOSIBAT KPUCTAaJIH, pa3TBOPHT HE TPsIOBa Ja ObJie M3ION3BaH U TPpsiOBa 1a ce
W3XBBHPIH.
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. KakTo mpu BCUUKH IapeHTepaHU POAYKTH, HH(PY3UOHHUAT pa3TBOp TPsiOBa a ce POBEpU
BU3YAJIHO TIpeIH yrnoTpeda, KaTo pa3TBOPH, ChIbPIKAIIN IPEHUINTAT TPsIOBA []a Ce U3XBBPIIAT.

UsxBbpasHe
Bcenuky maTepuanu, H3M0I3BaHU 32 pa3pekIaHe U MPUIOKEHUE TPsiOBa 1a ObIaT U3XBHPIICHU B

CBHOTBETCTBHUE CbC CTAHIAPTHUTE Ipolieypy. He u3xpbpiisiiTe nekapcTBaTa B KaHAIU3alMATA.
[MomuTaiite Bammst hapMarieBT Kak ga U3XbPISATE JIEKapCcTBaTa, KOUTO Bede He u3non3eare. Te3n
MEPKH I1I¢ CIIOMOTHAT 3a Olla3BaHe Ha OKOJIHATA CPEeAa.
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JlnucroBKa: l/IH(l)OpMaIll/IH 3a malnMeHTa

Docetaxel Zentiva 80 mg/4 ml konueHTpar 3a undy3noHeH pa3TBOP
Honerakcen (Docetaxel)

IIpoyeTeTe BHUMATETHO IAJ1ATA JUCTOBKA, MPEIH A 3aN0YHETE /12 N3M0JI3BaTe TOBA

JIeKapcTBO, Thil KaTo THA ChAbPKa BazkHa 3a Bac undopmauus.

- 3amazere Ta3u IUCTOBKA. MOKe /1a Ce HAJIOKH J1a 5 POYETeTe OTHORBO.

- AKO MMate HSKaKBH JOITBIHUTEHN BBIPOCH, TToniTaiTe Bamms nekap, 6oaamdeH papmarieBT
WJIM MEJUIIMHCKA CeCTpa.

- AKO TIONTyYUTE HAKAKBU HEXKEJIaHU JICKAPCTBCHH PEeaKInu, yBeaomere Bamst nexap, 601 H
(hapmarieBT WM MEIMIIMHCKA cecTpa. ToBa BKIIFOUBA M BCUYKH Bh3MOXKHU HEKEIIaHU peagg
HEOIMCaH! B Ta3W JUCTOBKA. BiokTe Touka 4. &Q

)

Kakgo ChAbPiKa Ta3u JUCTOBKA:

Kaxkso npencrasissa Docetaxel Zentiva u 3a kakBo ce u3non3sa Loz
Kaxkso Tpsi0Ba na 3Haere, npeau na uznonseare Docetaxel Zentiva @(b
Kaxk na msnonssare Docetaxel Zentiva Q
BBb3MOXHU HEXENaH! PeaKIuu Q‘z‘

Kak ma cexpamsieare Docetaxel Zentiva &
ChbabpkaHue Ha ONIAKOBKATa U JI0NBJIHUTENHA MHYOPMALULY)

®(b

1.  Kakso npeacrasisiBa Docetaxel Zentiva u 3a KalQ) ce U3M0JI3Ba

ourwdE

Nmerto Ha ToBa siekapceTBo ¢ Docetaxel Zentiva. O
BEIICCTBO, U3BJINYAHO OT UTI'TIMYKHUTE HA TUCOBO,
JlotieTakces MpHHAUICKH KbM Ipyrara Ha II

PHETOTO My MMe € Jorerakcen. Jlonerakcen e
BOTYMOPHHUTE JIEKaPCTBA, HAPEUCHU TAKCOHUIH.

Docetaxel Zentiva e nmpeamucan ot Bam?glelcap 3a JIeYeHUe Ha paK Ha I'bpjaara, ocodeHu (hopMu Ha
pak Ha 6enus 1pob (HenpeOHOKIETHYEH pak Ha Oenust po0), pak Ha NPOCTAaTaTa, PAaK HA CTOMAXa U
paK Ha rJlaBarta W IIHUATa:

- 3a IeYEeHUEeTO Ha HaIlpeHal
CaMOCTOSITETTHO HJIH B KOM

*‘Ha repaara, Docetaxel Zentiva moxe na Obie mpuiaran

sl C JOKCOPYOUIIMH HJTU TPacTy3yma0, WK KaneluTaOuH.

- 3a JIeYeHUETO Ha paHe Ha rbpjaTa ChC MM 03 3acsirane Ha muMdHM BB3TH, Docetaxel Zentiva
MOJe 1a Ob/ie annar OMOWHAIIHS ¢ JOKCOPYOUIIMH 1 nuKIodochamMu.

- 3a IeYeHneTo H Ha Oemnust 1po6, Docetaxel Zentiva moske a Obj1e pHIaran CaMOCTOSTEIHO
WA B KOM6I/I C IUCIUIATHH.

-3a nequH@ a pak Ha npocrararta, Docetaxel Zentiva ce npusara B KOMOMHAIMS C IPEAHU30H

Win npe?§OHOH

-3an €TO Ha METAaCTaTHYCH CTOMAIlICH pak, Docetaxel Zentiva ce mpusara B KOMOUHAIHS C
utg@mn u 5-¢ryopoyparmt

- 3dIIeueHNeTO Ha pak Ha Iy1aBara u mmsata, Docetaxel Zentiva ce mpunara B koMOHHALUS C
IUCIUIATHH U 5-(QIyopoypariii.

2. Kakso TpsioBa 1a 3HaeTe, npenu aa u3noassare Docetaxel Zentiva

He TpsioBa 1a Bu ce npuiara Docetaxel Zentiva

®  aKo CTe aJIepru4Hu (CBPBbXYYBCTBUTEIHU) KbM JOIETAKCEN WIH KbM HIKOS OT OCTAHAIIUTE

cbctaBku Ha Docetaxel Zentiva (u36poenu B Touka 6).
e ako OposAT Ha OenuTe KPHBHU KIIETKH € MHOTO HUCBHK.
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e  aKO MMaTe TEKKO YepHOAPOOHO 3a00IIIBaHE.
Ipenynpe:xnenns u npeanasHu MepKU

[Mpenu Besiko seuenue ¢ Docetaxel Zentiva, e Bu ce HampaBu KpbBeH TecT, 3a Jia ¢€ YCTAaHOBH AU
uMare J0CTaThbYHO KOJIMYECTBO KPHBHU KIIETKU M 33JJ0BOJIUTEIHA YEPHOIPOOHA PYyHKIHS, 32 J1a
nonyunre Docetaxel Zentiva. B ciyuaii, ue nmare HapylieHHe Ha OeJIUTe KPbBHU KICTKH, MOXKE J1a
pa3BUeTe CBbP3aHM C TOBA IIOBUIIIEHA TEMIIEpaTypa Uil HHPEKIHH.

YBenomete He3abaBHO Bammms tekap, OomHUYEH (hapManeBT Wi MEAUIIMHCKA CECTPa, aKO UMaTe
KOpeMHa 00JIKa WK O00JIE3HEHOCT, UAPHsl, PEKTATHO KbPBEHE, KPBB B H3MPAKHECHUATA WU BUCOKA
TeMreparypa. Te3u CHMITOMHU MOXKE JIa ¢a IbPBUTE TPU3HAIM Ha CEPUO3HA CTOMAIITHO-YPEBHA
TOKCHYHOCT, KOSITO MOXe Jia ObJIe C JIeTaleH U3Xo/l. BamusT nekap TpsoBa 1a uM 00bpHE BHHB@@é

He3a0aBHO. @
Q

YBenmomete Barmms rekap, OomHUYCH hapMameBT WA MEAUITMTHCKA CECTPa, aKO UMATE, 0IeMu Che
3peHneTo. B ciaydaii Ha mpoOieMu chC 3peHHETO, 0COOCHO 3aMBITICHO 3peHNUE, TPIOBa\HEe3a0aBHO a
Bu ce HanpaBu npersie Ha OYUTE U 3PCHUETO. (b(b

VYBenomere Bammst nexap, 60nHHYEH GapManeBT WiIM MEAULMHCKA cecma\?% CTE UMaJIM aJepruvHa
peaxnys KbM MaKIUTaKCeN MPH MPEIUIIHA Tepays. %

Kaxere na Bamms nexap, 6onHuyeH ¢papMareBT WIn MenHuHHCKQ%pa, aKo MUMate MpobIeMH Che
CBPLETO. )

AKO MMaTe TIpOsIBY Ha OCTPH HMJTH BIIOIIIABAIIH CE npo6nevac 6emute qpobOoBe (MOBHUIIIEHA
TEeMIIEpaTypa, 3a/IyX WIH KalllIAIa), MOJISI yBEIOMETE 0aBHO Bammms nexap, OomHHYEH
(bapmaneBT WM MeIUIMHCKA cecTpa. Bammsar nex e J1a cripe ieyeHneTo Bu nezabaBHo.

Ille 6beTE MOCHBETBAHU J1a IPUEMATE MIPEM aIusl, ChCTOSIIA Ce OT EePOPaIeH KOPTUKOCTEPOUI,
KaTo HanpuMep AEKCaMeTa30H, €JUH JEH u npuioxenneTo Ha Docetaxel Zentiva u equn win 18a
JIHU CIIEJI TOBA, C OTJIe/l HaMaJIsIBaHe H OM HEKEeNIAHH PEaKIIMKH, KOMTO MOTAT Ja Bb3HUKHAT CJIE]T
undysusara na Docetaxel Zentiva, 0o0GeHo aneprudHu peaklMy 1 3aIpbKKa Ha TeYHOCTH (I101yBaHe
Ha phIIETe, CThIIANATa, KpaKaTa yBeIMYaBaHe Ha TETJIOTO).

[To Bpeme Ha JIeUCHUETO M Bu ce manar apyru jgekapcTBa 3a MoaabpKaHe Ha HOpMaJieH Opoit

KPbBHH KJICTKH. QQ

Texku KoKHU npaeeMM kato cuHapoM Ha CtuBbHC-J[koHCHH (CCJI), TOKCHYHA emuaepMaIHa
nekponusa (TE CTpa reHepaau3npana eksantemarosta mycryiaosa (OT'EI) ca crobimaBanu ¢
Docetaxel Zgftiva:

- CI/IMQ%QMHTe Ha CCJI/TEH morar aa BKJIIOYBAT MOsIBA HAa MEXYPH, JIFOIICHE WM KbPBEHE Ha

sl 4aCT OT KOXKaTa (BKIFOUUTETHO YCTHUTE, OUYUTE, yCTaTa, HOCA, TeHUTAINUTE, PhIIETE
() v kpaxara) cbe HitH 6e3 06puB. Moxe 1a MMaTe ChIO MPHIIONOIO0OHH CUMIITOMH KaTO
Q BHCOKa TeMIIEpaTypa, BTPUCAHE WK OOJKH B MYCKYIHUTE.

- cumnromute Ha OI'EIl Morar na BKIIFOUBAT Y€PBEH, JFOCIECT IMPOKOPA3IPOCTPAHEH OOPUB C
IIBIIKY TIO] TOAyTaTa KOXKa (BKIIOYUTETHO KOKHUTE T'HHKH, TOPCA ¥ TOPHUTE KPAHHUIIN) H
MeXypH, IPUAPYKEHU OT BUCOKA TeMIIepaTypa.

AKO pa3BHETE TEXKKH KOXHH PEAKIIUH WIN HAKOS OT N30POSHHUTE TO-TOPEe peaKiinu, He3abaBHO ce
CBbpiKETe ¢ Bamus nekap Uiy MEIUIMHCKU CIEUATIUCT.

Docetaxel Zentiva ceapprxa ankoxon. O6chaete ¢ Barust iekap, ako cTpamare OT aIKOXOJTHA

3aBUCHMOCT, SITUIICTICUSI WITH YepHOIPOOHO Hapymienue. Bmkre chio Touka ,,Docetaxel Zentiva
CBIBPXKA €TAHOM (AJTKOXO0J)” MO-I10ITy.
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Hpyru JexapcerBa u Docetaxel Zentiva

Wndopmupaiite Bamms nekap nin 6oiHUYEH papmMaLeBT, ako MpreMaTe Uil HaCKOPO CTe MpUeMain
JpyTH JIeKapCcTBa, BKIIOUYUTEIHO U TaKHBa, OTIYCKaHH 0e3 JeKapcKo npeanucanye. Tosa e Taka,
zamorto Docetaxel Zentiva nim apyroro JiekapcTBO MOXE Jja HE JISHCTBA Taka, KAaKTO Ce OYaKBa U
MOJKE [1a UMa [IO-TOJISIMA BEPOATHOCT J1a OJydUTE HEXEJIaHa PeaKIusl.

Kosn4ecTBOTO aJIKOX0JI B TO3M JIEKAPCTBEH MPOLYKT MOXKE 1a IPOMEHH JEMCTBUETO HA IPYTU
JIeKapCTBa.

BbpemMeHHOCT, KbpMeHe U (PEPTHINTET

[ToceBetBaiite ce ¢ Bamms nexap mpeau ynorpedata Ha KOETO U J1a € JIEKapCTBO. Q)(b'
Docetaxel Zentiva HE tpsioBa na ce mpuiara ako cre OpeMeHHa, OCBEH aKo He € H3PHYHO H €H OT
Bamus nekap. A

He Tps6Ba ma 3abpeMeHsBaTe 10 BpeMe Ha JICYCHUETO C TOBA JIEKAPCTBO M TPSOBA 1T %onsBaTe
e(eKTHBEH METO/ 32 KOHTPAIICTIIHS 110 BpeMe Ha JICYEHUETO, Thid KaTo Docetaxgben iva moxe s1a
yBpeau Bameto 6e6e. Ako 1o BpeMe Ha JICUeHHETO HACTHITH OPEMEHHOCT, na nHGOpMHpaTE

He3abaBHO Bamus nekap. \2&
He tpsibBa na kppmuTe, 10KaTO ce JiekyBate ¢ Docetaxel Zentiva. \Z
AKO cTe MBXK, ITOJIOKEH Ha jgedeHue ¢ Docetaxel Zentiva, ce OopBYBa Ja HE Ch3JIaBare Jera 1mo

BpEMEC Ha 1 110 6 MeEcena CJICa JCUCHUETO, KAKTO U J1a IOTH CBBET OTHOCHO KOHCEPBHUPAHETO HA
criepma npeau JCUYCHUECTO, TBI KaTo JOLICTAKCEI MOXKE da YN MBXKHUA q)epTI/IJ'H/ITeT.

Illodupane u pagora ¢ MALIMHH &

Kom4ecTBOTO alkKoX0J B TO3H JIEKAPCTBEH YKT MOXE JIa HapyIu criocobHoctra Bu 3a
mwodupate uim padbora ¢ MainvHu. Bue 71a TIOJIyYHTE HEKEITAaH! PEaKIIMU OT TOBA JIEKAPCTBO,
KOHMTO MOTAT Jia HapyIIaT CIOCOOHOCTT: 3a mogupane, U3MOI3BaHEe Ha HHCTPYMEHTH WK paboTa

¢ MaiuHHU (BWKTe TOYKa 4 ,»BB3MOMY HeXKETaHH peakiuu‘). AKO TOBa ce CiIy4H, He modupaite u
HE U3M0JI3BaliTe HHCTPYMEHTH I/I&MaﬂlI/IHI/I Ipeu 1a ToBopuTe ¢ Bamms nekap, MeAMIIMHCKA cecTpa
Wik OoTHUYEH (hapMareBT. *

O

Docetaxel Zentiva CL&(a €TaHo. (JK0X0J1)

To3u nekapcTs oaykT chabpika 13% (1./1.) eranon 95% 06./06. (ankoxon), T.e. 10 252 mg
etanon 95% 66v/00. Ha (hi1akoH pa3TBOPUTEIT, EKBUBAJICHTHY Ha 6 Ml Gupa wiu 2,6 ml BuHO.

Bpene@(opa, CTpajaliy OT AITKOXOIH3bM.

T 7la ce Ma TIPeBHI IpU OPEMEHHH WIIN KbPMEIIH JKE€HH, TIPH JIel[a 1 BUCOKOPHCKOBHU I'PYTIH,
KaTp MalreHTH ¢ YePHOPOOHO 3a00IsIBaHE WITH ETHITETICHSL.

KonndecTBOTO aKOX0J B TO3M JIEKAPCTBEH MPOIYKT MOXKE Aa UMa e(eKTH BbPXY IEHTpaIHATA
HEpBHA CHCTEeMa (4acT OT HEpPBHATAa CUCTEMA, KOSITO BKIIIOYBA MO3bKa U TPHOHAYHUS CTHIIO).

3. Kak na m3nmoassare Docetaxel Zentiva

Docetaxel Zentiva e Bu 6b1e TpUIIoKeH OT MEAUITUHCKH CIIEIIHAUCT.
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OOunuaiina no3a

I[o3aTa 1€ 3aBUCH OT TCTJIOTO U OT 06IJ_IOTO Bu cbcrosaue. Bammmsar JICKAp 1€ N34MCJIin TCICCHATa Bu
MOBBPXHOCT B KBAZIpATHU METPU (mz) U 1IIC ornpeacin n103ara, KosaTo Tp$16Ba Ja nojry4yaBarte.

Hayuun Ha npujaralie M IbT HA BbBE/KIAHE

Docetaxel Zentiva e Bu 0b1e npunoskeH upe3 UH(QY3Hs B HIKOS OT BEHUTE (MHTPABEHO3HO
npwioxenue). Magy3uara Tpae npuOIU3UTENTHO €1H Yac, [Ipe3 KOMTO 1ie cTe B OoIHUIATA.

YecToTa Ha MPUJI0KCHHUE

OOuKHOBEHO TpsIOBa Jia MoNTy4yaBate HH(Y3HUITA CH BEIHBXK Ha BCEKU 3 CEJIMHUIIH. Q)(O

Bamwsar nexap Moxe Jja IpOMEHU 103aTa U YECTOTaTa HA IPUIOKEHUE B 3aBUCUMOCT OT
KPBBHH TECTOBE, 00II0 ChCTOSIHUE U 0TroBopa Bu kM Docetaxel Zentiva. Mosns, un
Bammms nekap, ocoOeHo B ciydail Ha auapus, ahTH B ycTaTa, 9yBCTBO HA CKOBAaHOCT HU3TPBIIBAHE,
MTOBHINIEHA TEMITEpaTypa U My/i HaifTe pe3ynraTiure oT Bammre KphBHI I/ISCJ'ICI[@H. 0100Ha

nHpopMaLus 1e My/i I03BOJIM J1a PEIlU JaJIY CEe Hajlara HaMaJIsIBaHE Ha 103a3a.“AKO UMaTe HAKAKBU
JOIBITHUTEHU BBIIPOCH, CBBP3aHHU C YIIOTpebaTa Ha TOBa JEKapCTBO, MOH&II/IT&P’ITG Bamms nexap

ni OOJTHUYCH (hapMalleBT. %

4. Bb3MoKHY HexkeTaHU peakuu (b‘Q

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a np%@mca HCXKCJIaHU pCaKIuH, BBIIPCKU Y€ HC
BCCKU I' TIOJIy4aBa.

BammusT nexap me o6chau Toa ¢ Bac u me B @ban MOTEHI[UAIIHUTE PUCKOBE U MOJ3U OT
JICYEHHETO.

Haii-uecTo cpo01maBaHnTe HEXENAHU un Ha Docetaxel Zentiva npuioskeH caMOCTOSATEHO ca:
HaMaJIeHHe Ha OpOsi Ha YCPBEHNUTE KPhBHH KICTKH MM GETUTe KPBBHU KIICTKH, KOCOIIJ, IajieHe,
MoBpbIaHe, ahTH B ycTaTa, nna@q U yMOPSIEMOCT.

TexxecTTa Ha HEXKETAHUTE n Ha Docetaxel Zentiva moxke 1a 6b11e yBeandyeHa, KOrato
Docetaxel Zentiva ce na OMOMHAIHUS C IPYTH XUMHOTEPANICBTUYHH CPE/ICTBA.

ITo Bpeme Ha HH} a B OOJIHHMIIATA MOXKE J1a CE TOSIBAT CICIHUTE alePIUYHH peakiun (Moxe aa
3acerHar MmoBe 1 Ha 10 ayum):

3a4epBBANC, KOKHH PEaKLUH, ChPOeK

CTSH‘B% I'bpAUTE, 3aTPYAHCHUA B JUITAHETO

Ha TeMIlepaTypa Wi CTYICHH TPBIIKU

%nKa B I'bpba
%I/ICKO KpPBBHO HAJISTaHE.
Morar ia ce mosBaT MO-TEKKH PEAKIUH.

Axo cTe umanu AJICPpTUYHa pCaKIya KbM MAKIMUTAKCEII, MOKEC [a IMOJTYUYUTC U aJICprudHa pCakuusa KbM
JOICTAKCECII, KOATO MOXKE Ja € ITIO-TCXKKa.

CwcrosaueTo Bu e 0b/11e cTporo HabI0jaBaHO OT OOTHUYHHUS IIEPCOHAI 10 BpEMe Ha JICUSHHETO.
YBenoMere ru He3a0aBHO, aKO TOJIYYUTE HAKOS OT TE3M PEaKIUu.

Mexay undysunte ¢ Docetaxel Zentiva morar 1a Be3HUKHAT CICIHUTE HEXKETAHW PEAKITAN U
YecToTaTa UM MOXKe J]a Bapupa B 3aBHCUMOCT OT KOMOMHAITUUTE OT JIEKAPCTBA, KOUTO C€ TIpUjIarar:
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Mmuoro yectu (Moke 1a 3acersar moseve ot 1 Ha 10 ayrmmm):

® 6 6 o o o o o o o o o o o o » o

WHQEKIH, HaMaJIiBaHe Ha Oposl Ha YepBEHUTE (aHEMHS) MK OeNTUTe KPbBHU KIIETKH (Ba)KHU B
Oopbata ¢ MHPEKIUHUTE) U TPOMOOIIUTHTE

MOBHUIIICHA TEMIIEpaTypa: ako TOBA e CIIy4H, BeHara ce obasnere Ha Bamms nexap

aNIeprUYHY PEAKINH, KAaKTO Ca OMHCAHM TI0-TOpe

3ary0a Ha aneTuT (aAHOPEKCHS)

Oe3cpHHUE

qyBCTBO Ha CKOBAHOCT, U3TPBIIBAHE WM OOJIKA B CTABUTE WIIH MYCKYJIUTE

riaaBodomme

MPOMsIHA BB BKyca

BB3MAICHIE HA OKOTO WJIM YBEJIIMYCHO ChII3EHE OT OUUTE

MoJ{yBaHe MMopajiy HapylIeH TUMQEH ApeHaxK b(b.
3aTPyIHEHO JTUIIaHEe %)
TEYEeHHUE OT HOCA; Bh3MAICHUE HAa T'BPJIOTO M HOCA; KAILTUIIA Q
KbPBEHE OT HOCa O&

adTH B yCTHAaTa KyXHHA Q
CTOMAIITHO Pa3CTPOHNCTBO BKJIFOYBAIIO raJicHe, TIOBPBILAHE U AUApHs, 3a1eK (b'*

KOpeMHa 00JIKa 25)

JIOILIO XPAaHOCMMUJIAHE <

KOCOMAJ: B TIOBEYETO CIIy4al HOPMAIHOTO M3PACcTBaHe Ha KOcaTa ce\ekyoGHOBaBa. B nsxou
citydan (C HEM3BECTHA YeCTOTa) ce Habuo1aBa TpaeH koconaa. (@)

3a4epBABAHE M MOyBAaHE HA JUIAHUTE HA PBIIETE WIN CTHIANA Kpakara, KOETO MOKe J1a
IpeIU3BUKa JIIONIEHE Ha KOKaTa (ToBa MOKE 114 Bh3HHUKHE X0J1a Ha PBIETE, MO JUIETO WIN

TSIIOTO) $e)
MpPOMsiHA B IIBETa HA HOKTHTE, KOUTO CJIE]] TOBA MOF&’&I&I{H&T
MYCKYJIHU 00JKH; O0Jka B I'bp0a MM KOCTHTE O

MPOMSTHA WJTH JIMTICA HA MEHCTPYaJICH TIEPHO.T

MOJlyBaHe Ha JUIaHUTE HA PBIIETE, CTBH&H&T@R&T&

yMOpa; WU TPUITONOJ00HN CUMIITOMU

MOKa4yBaHEe WJIK 3ary0a Ha Terjio >

WHQEKIHS Ha TOPHUTE JUXaTEIHN 11a.

Yectn (Moxe na 3acersar a0 1 HaQé:ﬁymn):

KaH/IM/103a Ha yCTaTa
JeXHIpaTaIys @
3aMailBaHe O
HapyIIeH CITyX Q
HaMaJeHHue H BHOTO HAJIATaHe; HETPAaBIWIICH WIIN YCKOPEH ChPJICUeH ITyJIC
ChpACYHA &CTaanOCT
e3odar
cyx ycraTta
3 HEHO WM 00JIe3HEHO IperbLiaHe
BOM3IIUB
MOBHIICHN YePHOIPOOHHU eH3UMH (OTTYK U HE0OXOAUMOCTTa OT PEAOBHH KPbBHHU TECTOBE)
MOBHIIIaBaHE HA HUBATa HA KpbBHATA 3axap (nuader)
HaMalsiBaHe Ha KaJusl, KaInus u/unn gocdaTa B KpbBTA.

Heuecrn (Moxe na 3acernar no 1 aa 100 aymm):

*
L]
L]

MIPHUITATBIH

Ha MSACTOTO Ha WHXKEKTUPaHEe, KOKHU peaknuu, (ieOuT (Bb3majleHrue Ha BeHATA) WITH 1TO0TyBaHe
BB3MAJICHUE Ha 1e0eI0TO YepPBO, ThHKHUTE YepBa; UpeBHA Mepopamus

KPBBHH ChCUPELN
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e  OCTpa MHEJOHIHA JIEBKEMHUS U MUEJIOUCIIACTHYEH CHHAPOM (BHIOBE paK Ha KPHBTA) MOXKE /1a
Ce TIOSIBAT NP MAIMEeHTH, KOUTO Ca JIKYBaHH C JJOLIETAKCEN, 3a€HO C HAKOU IPYTH
MIPOTHBOPAKOBH JICUECHUSI.

Penxu (Moxe na 3acernar o 1 Ha 1 000 qymm):
e  BB3MAJCHHUE Ha Je0ETI0TO YePBO, TBHKOTO Y€PBO, KOETO MOJXKE J1a O'bJIe ¢ JieTalleH U3Xox (C
HEU3BECTHA YECTOTA); YpeBHA nepdoparius.

C Hen3BecTHA YecTOTa (OT HATMIHHUTE JAaHHU HE MOXE Ja OBbJc HalpaBeHa OICHKA):

. HHTEepCTHUIMaIHA OenoapoOHa OoecT (Bb3MajcHue Ha OeuTe Apo0oBe, KOSTO NPUUIHHSIBA

KallUTMIa ¥ 3aTPYAHEHO AuliaHe. Brinanenue Ha Genute ApoOOBE MOXKE /1a CE Pa3BHE ChIIO U

KOT'aTo JICYEHUETO C JAOLETaKCel ce Mpuiiara B KOMOMHALMSA C JIbueTepanus) Q

nHeBMOHHA (MH(eKLus Ha Oenute gpodoBe) b

oemoapooHa Gudpo3a (pHOIM U YILTETHABAHE HA OEIUTe IPOOOBE CHC 3aYX) %)

3aMBIIIEHO 3pEeHHEe MOPaJi OTOK Ha PeTHHATA B OKOTO (KMCTOH/IEH MAaKYJIEH €M) &Q

HaMaJIsIBaHe Ha HATPUS W/WIH MarHe3us B KpbBTa (HapylIICHUS Ha enemponnm@aﬂam)

KaMepHa apUTMHS WM KaMepHa Taxukapaus (IposiBsiBa ce KaTo HeMpaBHJICH U YCKOpEH

CBPIICUCH PUTHM, TEXKBK 3alyX, 3aMasHOCT W/WIK NpHUnaabk). Hakon ot gg@chnTOMn

MOJXKaT Ja ObJIaT CepHO3HU. AKO TOBA C€ CIIy4H, TPsiOBa He3a0aBHO Ja % omuTte Bamms

JIeKap ¢

o peaxIuy Ha MSICTOTO Ha MH)KEKTHPAaHEe Ha MICTOTO Ha MPeIX0TH KIS

. HEXOJDKKIUHOB JTMM(poM (pax, 3acsrail IMyHHATa CUCTEMA) ’ BHJIOBE PaK MOJXKE Ja Ce
HOSIBAT MPH MAILIMEHTH, KOUTO ca JIEKYBaHH C JIOIeTaKcel, 0 C HIKOU JIPYTH
NPOTUBOPAKOBH JICUCHUS

. cunpom Ha CtuBbHC-J[)koHChH (CC/I) 1 TokcnuHa erﬁpMaﬂHa Hekpoimsa (TEH) (Mexypw,
JIOIIeHE WA KbPBEHE Ha HIKOS 9acT OT KoXKarta & YUTETHO YCTHUTE, OUUTe, ycTaTa, Hoca,
TeHUTAJNHTE, PBIETe WIHN KpakaTa) ChC WK 0e3'edpuB. Moxe 1a mMare ChIIo IPUTIONOA00HH
CUMITOMH KaTO BUCOKa TeMIIEpaTypa, BTPH WK OOJIKK B MYCKYJTHTE)

. 0CTpa TeHepaIn3upaHa eK3aHTeMaTO3Ha no3a (OT'EIT) (uepBeH, mrocmect
HIMPOKOPA3NpPOCTPaHeH OOPHB ¢ MBIKKHIB MOAYyTaTa KoXka (BKIIOUUTETHO KOKHUTE I'bHKH,
TOpCa U TOPHHUTE KPaHHHIIN) U MGXW TIPUIIPY’KSHU OT BUCOKA TEMIIEpaTypa).

Cbo01iaBaHe Ha HesKeJIAHH PeaKil
AKX0 noTyunTe HAKAKBU HEXKEJIaHAJICKapCTBEHN peakluy, yBenroMere Bamus ekap, GoimHuueH

(I)apMaHCBT NJIn MCIUIIMHCKA a. ToBa BKJIIOUBa BCUYKH BB3MOXXHH, HCOIIMCAHU B Ta3H JIMCTOBKA
HCXKCJIaHU pCaKIUU. Moxe O Ja C’BO6H.[I/ITC HCXKCIIaHU PCAKIIUN JUPCKTHO YPC3 HALTMOHAJIHATA
CHUCTEMA 3a C’BO6H.[aBaH O4YCHA B H[)I/IJ'IO)KGHI/IC V. Karo C’bO6H.IaBaTG HCXKCJIaHU PCAKIUU, MOXKCTC

Jia asieTe CBos anHoQa olly4aBaHe Ha TIoBeve MH(OpMAIHsI OTHOCHO 0€30MacCHOCTTa Ha TOBA
JIEKapCTBO. %)

<
5. Kalé"CpraHﬂBaTe Docetaxel Zentiva

i é}pamsa Ha MSCTO, HEJIOCTBITHO 32 JIelia.

He u3non3BaiiTe ToBa JIEKapcTBO CIIE]] CPOKA HA TOJHOCT, OTOEINA3aH BhPXY KapTOHEHATa OIAaKOBKA U
Ha eTukeTa Ha QuiakoHa cien “I'oxen 1o:” win “EXP”. CpokbsT Ha TOJHOCT OTroBaps Ha MOCICTHUS
JIEH OT IIOCOYEHHUSI MECELL.

Ha He ce cpxpansaBa Hag 25°C.
Jla ce cpxpaHsiBa B OpUTHHAIHATA OMIAKOBKA, 3a J1a C€ MPEATNa3h OT CBETIINHA.

Usnon3gaiite GakoHa He3a0aBHO CJIeA OTBAPSIHETO My. AKO HE € U3IMOJ3BaH He3a0aBHO, BPEMETO U
YCIIOBHSATA HA ChXpaHEHHE 0 BpeMe Ha yrorpeda ca OTTOBOPHOCT Ha MOTPEOUTEIS.
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OT MUKpPOOHOJIOTHYHA TJICJHA TOYKA Pa3TBApsSHETO/pa3perkaaHeTo TpsOBa Aa Oblie HAMPABEHO MPH
KOHTPOJIMPAHH U aCETITUYHU YCIIOBHSI.

Wznon3gaiite nekapcTBOTO HE3a0aBHO Ciie]] MPUOABSIHETO My KbM MH(PY3UOHHUS cak. AKO HE €
M3I03BaHO He3a0aBHO, BpEMETO U YCIIOBHATA HA ChXpaHEHHUE 10 BpeMe Ha yrnoTpeba ca OTTOBOPHOCT
Ha nmoTpeOuTeNs 1 OOMKHOBEHO HE TPpsAOBa Aa HaxBuIIaBaT 6 yaca nox 25°C, BKIIOUUTETHO
MPOABIDKUTEIHOCTTa HAa HH(Y3HATa OT 1 yac.

OcBeH ToBa u3nyecKaTa 1 XHMUYECKaTa CTAOMITHOCT B TIEpHO/ia Ha M3IOJI3BaHe HA HH(DY3MOHHHUS
pa3TBOP, IPUIOTBEH CIIOPE] MPEIOPHKHUTE, J0Ka3aHa B cakoBe, kouTo He ca oT PVC e 1o 48 yaca,
KOTaTo ce ChXpaHsBa MexIy 2 1o 8°C.

HOHCTaKCCJ’I I/IH(l)y3I/IOH€H Pa3TBOp € NPECCUTCH, OPaaAX KOCTO MOKC Ja KPpUCTAINU3Hpa C BpeMC'@(O
CC MOABAT KPUCTAJIN, PA3TBOPHT HE Tp$16Ba Ja 6’BZ[C H3II0JI3BAH U TpSI6Ba Ja CC U3XBbPJIN. QQ

He H3XB’LpJ’I$II>iT€ JICKApCTBAaTa B KaHAJIU3aluATa. IlonmraiiTe Bamms (bapMaueBT KakKk [@(’BPHHTC
JICKapCTBaTa, KOMTO BEYC HE M3IIOJI3BATE. Te3n MCPKHU 1€ CIIOMOIrHaT 3a Olta3BaHE HQ% OJIHaTa cpeaa.

o0

6. Chabp:kaHue HA ONIAKOBKATA M JOMBJIHUTETHA HHpoOpManus &
Kaxkso ceabp:ka Docetaxel Zentiva %)
- AKTHBHOTO BEIIECTBO € JOIeTaKcel (KaTo TpUXHUAPAT). Bcex@& KOHIICHTpPAT 32 HH(PY3UOHCH

pasTBOp ChaBpka 20 My moreTakced. g
- [pyrure cberaBku ca nojucop6at 80, 6e3BoaeH eTaHoqr@ T€ TOYKa 2) M JINMOHEHA KHCEIIHHA.
Kax msraexna Docetaxel Zentiva u kakBo cbabp:ka @hakoBkara

Docetaxel Zentiva xoHIeHTpaT 3a HHPY3UOHEH pa3 e O1eOXKBAT 10 KaQEeHUKABOKBIT Pa3TBOP.
KonuenrpatsT ce noctass B 7 ml ¢iakon ot mp HO CTBKJIO C ITypITypHA alyMHHHEBA OOKaTKa 1
MypITypHA ITACTMAcOBa OTYYIBAILA CE Kara

Besika KyTus ChIbprka eIuH (JIaKoH C é\lé@KOHueHTpaT (80 mg momerakcenn).

IpuTexaTe] HAa pa3pelIeHHETO agflOTpeﬁa
Zentiva k.s.
U kabelovny 130 @

O

102 37 Prague 10
Yemnika pemyOinka QQ

IIponsBoauTen
Sanofi-Aventis GmbH
Industriep Ochst
65926 F urt am Main
Te

3a JonbIHATENHA HHPOPMAIIUS OTHOCHO TOBA JIEKAPCTBO, MOJISI CBBPKETE CE C JIOKATHUS
MpeJICTaBUTEN Ha TIPUTEXKATENS Ha Pa3pelIeHHeTo 3a yrnorpeoda:

Belgié/Belgique/Belgien Lietuva

Zentiva, k.s. Zentiva, k.s.

Tél/Tel: +32 280 86 420 Tel: +370 52152025
PV-Belgium@zentiva.com PV-Lithuania@zentiva.com
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bbarapus

Zentiva, k.s.

Ten: + 359 2 805 72 08
PV-Bulgaria@zentiva.com

Ceska republika

Zentiva, k.s.

Tel: +420 267 241 111
PV-Czech-Republic@zentiva.com
Danmark

Zentiva, k.s.

TIf: +45 787 68 400
PV-Denmark@zentiva.com

Deutschland

Zentiva Pharma GmbH
Tel: +49 (0) 800 53 53 010
PV-Germany@zentiva.com

Eesti

Zentiva, k.s.

Tel: +372 52 70308
PV-Estonia@zentiva.com

E)Lada

Zentiva, k.s.

TnA: +30 211 198 7510
PV-Greece@zentiva.com

Espafia

Zentiva, k.s.

Tel: +34 931 815 250
PV-Spain@zentiva.com

France *‘é

Zentiva France Q\
Tél: +33 (0) 800 089 219QO

PV-France@zentiva:gﬁ
Hrvatska <

Zentiva, k.s. A
Tel: +38‘5'§)17 772
PV-Cr zentiva.com
ol
Ireland

Zentiva, k.s.
Tel: +353 766 803 944
PV-Ireland@zentiva.com

island

Zentiva, k.s.

Simi: +354 539 0650
PV-Iceland@zentiva.com

O
)
Q)‘b

<
0\2\
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Luxembourg/Luxemburg
Zentiva, k.s.

Tel/Tel: +352 208 82330
PV-Luxembourg@zentiva.com

Magyarorszag

Zentiva, k.s.

Tel.: +36 165 55 722
PV-Hungary@zentiva.com
Malta

Zentiva, k.s.

Tel: +356 277 82 052
PV-Malta@zentiva.com

(O"b

Nederland

%)
Q
Zentiva, k.s. O&

Tel: +31 202 253 638 QQ\
PV-NetherIands@zentiva.c‘%@

Norge ¢®

Zentiva, k.s. \2‘

TIf: +47 219 66

PV-Norway tiva.com

Osterr. Q

Zenti@ k.s.

TekA43 720 778 877
-Austria@zentiva.com

Polska

Zentiva Polska Sp. z 0.0.

Tel: + 48 22 375 92 00
PV-Poland@zentiva.com

Portugal

Zentiva Portugal, Lda

Tel: +351210601360
PV-Portugal@zentiva.com

Roméania

S.C. ZENTIVA S.A.

Tel: +40 021 304 7597
PV-Romania@zentiva.com

Slovenija

Zentiva, k.s.

Tel: +386 360 00 408
PV-Slovenia@zentiva.com

Slovenska republika
Zentiva, a.s.

Tel: +421 2 3918 3010
PV-Slovakia@zentiva.com



Italia

Zentiva Italia S.r.l.
+39-02-38598801
PV-Italy@zentiva.com

Kvbmpog
Zentiva, k.s.

TmA: +357 240 30 144
PV-Cyprus@zentiva.com

Latvija
Zentiva, k.s.

Tel: +371 67893939
PV-Latvia@zentiva.com

I[aTa Ha MOCJICAHO NMpepasriec:kaane Ha JJUCTOBKaTa.

Apyru uzrounuum Ha uHgopmanus

Suomi/Finland

Zentiva, k.s.

Puh/Tel: +358 942 598 648
PV-Finland@zentiva.com

Sverige

Zentiva, k.s.

Tel: +46 840 838 822
PV-Sweden@zentiva.com

United Kingdom

Zentiva Pharma UK Limited

Tel: +44 (0) 845 372 7101 @rb

PV-United-Kingdom@zentiva.com %)
<

&
,b’b
<

[Tonpobua nHboOpManus 3a TOBA JIEKAPCTBO € IPEJOCTaBEeHA Ha ye6ca@3‘1{a EBponeiickara areHums
1o JiekapcTBaTa http://www.ema.europa.eu.
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[Tocoyenara mo-mony uHGOPMALKS € IpeHa3HauYeHa CaMO 38 MEIUIIMHCKH CIICIIHATUCTH:

YII'BbTBAHE 3A YIIOTPEBA HA DOCETAXEL ZENTIVA 80 mg/4 ml KOHIIEHTPAT 3A
NH®Y3UOHEH PA3TBOP

Baoicno e oa npouememe nocredosamennume emany Ha moéa Yynvmeare npedu npueomesaHemo Ha
Docetaxel Zentiva ungysuonen pazmsop.

IIpenopsku 3a Oe30macHa paboTa

Jlonierakcen € aHTUHEOIIACTUYHO CPEJICTBO U, KAKTO U MPH IPYT'H MOTCHIIMAIHO TOKCUYHH BEIIECTBA,
€ He0O0XOIMMO MMOBHUIIICHO BHUMAHHUE MPH pad0oTa U MIPUTOTBSIHE Ha HETOBH Pa3TBOPH. Hpenopwmg&e
M3M0JI3BAHETO HAa PHKABHIIM. &

Axo Docetaxel Zentiva konnenTpar win uHpY3HOHEH Pa3TBOP BIIE3€ B KOHTAKT C KOXKATa uiiTe
He3a0aBHO U CTApaTENIHO ¢ BOJA M CallyH. AKO BlI€3€ B KOHTAKT C JIUTABULIU, M3MHITE 0aBHO M
cTapareHo ¢ BOJa. *

HOZ[FOTOBKa 3a UHTPAaBCHO3HO IMPHUJIIOXKCHHEC

Ipucomesne na uHQy3uonHus pazmeop
He n3nou3BaiiTe Apyru JiekapcTBeHH MPOIYKTH € J0LETAKCEJ, €
(KOHIIEHTPAT M pa3TBOPHUTEN), € TO3M JieKapcTBeH npoaykr (D
KOHIEHTPAT 32 UH(Y3MOHEH Pa3TBOP, KOITO ce ChCTOU caM

Docetaxel Zentiva 80 mg/4 ml xonuenTpat 3a nn¢py3nofieh pazrsop HE nu3ucksa

NpeIBAPUTEHO Pa3peKaane ¢ Pa3TBOPHUTEII H € TOTGB)3a 100aBsiHe B HH(Y3HOHHUS Pa3TBOP.

. Bceku Quakon e 3a egHOKpaTHa yrorpeda u Ba /1a O'b/ie M3MONI3BaH He3a0aBHO clie]
OTBapsHETO My. AKO HE € U3I0JI3BaH He3 0, BPEMETO H yCJIOBHUSATA Ha ChXPaHEHHE TI0
BpeMe Ha ynoTpeda ca OTTOBOPHOCT H ebutens. Moxe 1a € He0OXOAMM TIOBEYE OT EIUH
(himakoH KOHIIEHTpPAT 32 HHPY3MOHEH a(éop, 3a J1a ce ToJTydr HeoOXoaumMara 3a MmanrueHTa
no3a. Hanpumep 3a no3a ot 140 OLIETaKIIe] ca HeoOxoauMu 7 Ml gorerakcen KOHICHTPAT
3a UH(Y3UOHEH Pa3TBOP.

. U3rernere acentuvaHO HEOQ ongOTo KOJIMYECTBO KOHIIEHTPAT 32 WH(Y3MOHEH Pa3TBOP C

rpaaydpaHa CIpUHIIOBKA B&Hrna 21G.

B Docetaxel Zentiva 80 mg | puraxon, KoHHEeHTpanusATa Ha gomerakces e 20 mg/ml.

. Cren TOBa TO WH aiiTe ¢ eHOKpATHA WHKEKITUA (€IHO BIphcKBane) B 250 ml
nH(Y3UOHEH ca 0aHKa, ChABPKAIIM WIH 5% pa3TBOp Ha IIFOK03a WIN HHPY3HOHEH
pa3TBOp Ha ngpueB xaopua 9 mg/ml (0,9%). Axo e HeoOxoauma n03a mo-roisiMa ot 190 mg
JOLIETAKC 3M0JI3BalTE MO-TOJSIM 00eM Ha UH(Y3MOHHHSI HOCUTE, Taka ue Ja He ce
HA/IBULIQBE KOHLEHTpawsTa Ha gouetakcen 0,74 mg/ml.

Cum CHIbPIKaHUETO HA MH(PY3UOHHUS caK WK OaHKa PhYHO, Upe3 pa3KIiallaHe.
f@q KpOOMOJIOTHYHA IVIEJHA TOYKA Pa3TBapsSHETO/pa3peikaaHeTo TPsOBa qa Ob/Ie HAlpaBEHO
Y KOHTPOJIUPAHU M aCENTHYHH YCIOBUS M JIEKAPCTBEHUSAT MPOAYKT TPsiOBa /1a Obae

Q W3M0J13BaH He3a0aBHO. AKO HE € U3M0I3BaH He3a0aBHO, BPEMETO U YCIIOBHSITA Ha ChbXPaHEHUE
10 BpeMe Ha yroTpeda ca OTTOBOPHOCT Ha TIOTPEOUTETIS.

Benupx mpubaBeH, KakTo € PENopbYaHo B MHPY3UOHHUS CaK, JIoNeTaKcell HHPY3HOHEeH
pa3TBOp € crabuiieH 6 Jaca, ako ce cbxpansasa nox 25°C. TpsOBa ga ce n3noia3Ba B paMKHUTE Ha
6 yaca (BKITIOYMTEITHO €THOYACOBATa MHTPABEHO3HA NH(Y3US).

OcBeH ToBa Qu3nyecKaTa 1 XUMUYECKaTa CTAOMITHOCT B TIEpHO/ia Ha M3II0JI3BaHE Ha
nH(Y3MOHHUS Pa3TBOP, IPUTOTBEH CIIOPE MPEMOPBKUTE, JOKa3aHa B CAKOBE, KOUTO HE ca OT
PVC e no 48 gaca, korato ce cbxpansiBa Mexay 2°C no 8°C.

Honerakcen nHPY3UOHEH Pa3TBOP € MPECUTEH, TOPaJH KOSTO MOXKE JIa KPUCTAIM3HPA C
BpeMeTo. AKO ce TOSIBAT KPUCTAJIH, Pa3TBOPHT HE TPsIOBa Ja ObJie M3ION3BaH U TPsiOBa j1a ce
W3XBBPIH.
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. KakTo mpu BCUUKH IapeHTepaIHU POAYKTH, HHQY3UOHHUAT pa3TBOp TPsiOBa a ce MPOBEpU
BU3YAJIHO TIPEIH yIoTpeda, KaTo pa3TBOPH ChIbPIKAIIM NPEIUIHUTAT TPsOBa 1a Ce U3XBBPIIAT.

UsxBbpasHe
Bcenuky maTepuanu, H3M0I3BaHU 32 pa3pekIaHe U MPUIOKEHUE TPsiOBa 1a ObIaT U3XBHPIICHU B

CBHOTBETCTBHUE CbC CTAHIAPTHUTE Ipolieypy. He u3xpbpiisiiTe nekapcTBaTa B KaHAIU3alMATA.
[MomuTaiite Bammst hapMarieBT Kak ga U3XbPISATE JIEKapCcTBaTa, KOUTO Bede He u3nons3eare. Te3n
MEPKH I1I¢ CIIOMOTHAT 3a Olla3BaHe Ha OKOJIHATA CPEeAa.
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JlnucroBKa: l/IH(l)OpMaIll/IH 3a malnMeHTa

Docetaxel Zentiva 160 mg/8 ml konmeHnTpar 3a nH(py3UOHEH Pa3TBOP
Houerakcen (Docetaxel)

IIpoyeTeTe BHUMATETHO LAJIATA JUCTOBKA, IIPEAN 1A 3all09HETe /1a N3110JI3BaTe TOBA

JIEKapCTBO, Thil KaTO TS ChABP:Ka BaskHA 3a Bac undopmanus.

- 3anaseTe Ta3u JIUCTOBKA. MoKe 1a ce HaJIOXkKU J1a s IPOYETETE OTHOBO.

- AXO nMaTe HSIKaKBU JIONBJIHUTEIHN BBIIPOCH, onuTaiTe Bamms nexap, 6osiHuueH papmareBT
WINA MEUIMHCKA CECTpa.

- AKXo nosyuynTe HIKaKBH HEXXEJIaHU JICKApCTBEHU peakluy, yBeromere Bamms nexap, 601 H
(apManeBT WM MEIUIMHCKA cecTpa. ToBa BKIIIOYBA M BCUYKH BE3MOKHH HEKEIaHH pea@
HEOIMCAaHU B Ta3W JIUCTOBKA. BrkTe Touka 4. &Q

)

Kakgo ChAbPiKa Ta3u JHUCTOBKA:

Kaxkso npencrasisBa Docetaxel Zentiva u 3a kakBo ce u3mona3sa Qo)
Kaxkso Tpsi0Ba na 3Haere, npeau na uznomnseare Docetaxel Zentiva @(b
Kaxk na u3nonssare Docetaxel Zentiva Q
BB3MOXKHYN HEKENTAHN PEaKIK \2‘

Kak ma cexpamsisare Docetaxel Zentiva &Q
ChabppkaHue Ha ONIAKOBKATA M IONBIHATENHA HHYOPMALU,

®(b

1. Kakso npeacraBasiBa Docetaxel Zentiva u 3a KalQ) ce M3M0JI3Ba

ocourwOdE

Nmerto Ha ToBa siekapcTBo ¢ Docetaxel Zentiva. O
BEIIECTBO, M3BJIMYAHO OT UTJIMNYKHUTE HA THCOBQ
Jlotietakce MPUHA/UICKHE KbM TPyIaTa Ha IT

PHETOTO My UMeE € gonerakcel. Jlonerakcen e
BOTYMOPHUTE JIEKAPCTBA, HAPEUCHU TAKCOUIH.

Docetaxel Zentiva e nmpeamucas ot Bam?%]exap 3a JIeueHHe Ha paK Ha I'bpjara, 0coOeHu hopmu Ha
pak Ha 6ennst 1po6 (HeapeOHOKIeThYEH pak Ha Genust Apol), pak Ha MPOCTATATA, PAK HA CTOMAXa WK
paK Ha rilaBaTa M IIHsTa:

- 3a JICYCHNUETO Ha HAIPETHA *’Ha repaara, Docetaxel Zentiva moxe ma Ob1e mpuiiaral
CaMOCTOSITEITHO HJIH B KOM ‘@ma C ZIOKCOPYOUIINH WM TPACTy3yMal, WITK KalelUTaOuH.

- 3a JIeYCHUETO Ha paHe ¢ Ha ThpJaTa Che MK Oe3 3acsrane Ha TuM(HU BB3IH, Docetaxel Zentiva
MOXe J1a ObJie HpI/mar OMOUMHAIMS ¢ JOKCOPYOULIMH U nuKIodochamu.

- 3a Ie4eHneTo H Ha Oenust 1po0, Docetaxel Zentiva mosxe na Ob1e prIaran CaMOCTOSTEIIHO
WIH B KOM6I/I C LIMCILJIATHH.

-3a nequH@ a pak Ha npoctarara, Docetaxel Zentiva ce npusara B KOMOMHAIMS C IPEIHU30H

Win np65§OHOH

-3an €TO Ha METAaCTaTHYCH CTOMAIIICH pak, Docetaxel Zentiva ce npusara B KOMOMHAIHS C
Hg@\‘I/IH U 5-¢uryopoyparmi

- 3dJIeueHNETO Ha paK Ha riaBata u mmusta, Docetaxel Zentiva ce npuara B koMOuHanus ¢
[UCTUIATHH # S5-(hIyopoypariw.

2. Kakso TpsioBa 1a 3HaeTe, npenu aa m3noassare Docetaxel Zentiva

He TpsioBa 1a Bu ce npuinara Docetaxel Zentiva

®  aKo CTe aJIepru4Hy (CBPBbXUYBCTBUTEIHN) KbM JOIETAKCEN WIN KbM HAKOS OT OCTAHAIUTE

cberaBku Ha Docetaxel Zentiva (n36poenu B Touka 6).
e aKko OposT Ha GenuTe KPbBHH KJIETKH € MHOTO HUCHK.
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e  aKO MMaTe TEKKO YepHOAPOOHO 3a00IIIBaHE.
Ipenynpe:xnenns u npeanasHu MepKU

[Mpenu Besiko seuenue ¢ Docetaxel Zentiva, e Bu ce HampaBu KpbBeH TecT, 3a Jia ¢€ YCTAaHOBH AU
uMare J0CTaThbYHO KOJMYECTBO KPHBHU KIIETKU M 33JJ0BOJIUTEIHA YePHOIPOOHA PYyHKIHS, 32 J1a
nonyunre Docetaxel Zentiva. B ciyuaii, ue nmare HapylieHHe Ha OeJIUTe KPbBHU KICTKH, MOXKE J1a
pa3BueTe CBbP3aHU C TOBA IOBUIIIEHA TEMIIEpATypa UM HHPEKIHH.

YBenomete He3abaBHO Bammms rekap, OomHUYEeH apManeBT WM MEAUIIHCKA CECTPa, aKo UMaTe
KOpeMHa 00JIKa WK O00JIE3HEHOCT, UAPHsl, PEKTATHO KbPBEHE, KPBB B H3MPAKHECHUATA WU BUCOKA
TeMreparypa. Te3u CHMITOMHU MOXKE JIa ¢a IbPBUTE TPU3HAIY Ha CEPUO3HA CTOMAIITHO-YPEBHA
TOKCUYHOCT, KOSITO MOXe Jia ObJIe ¢ JIeTaleH U3Xo/l. BamusT nekap TpsoBa a uM 00bpHE BHH!\@@é

He3a0aBHO. @
Q

YBenmomete Barmms tekap, OomHUYCH hapMareBT WA MEAUITMHCKA CECTPa, aKO UMaTe, 0IeMu Che
3peHneTo. B ciydaii Ha mpoOieMu chC 3peHHETO, 0COOCHO 3aMBITICHO 3peHNUe, TPIOBa\HEe3a0aBHO 1a
Bu ce HampaBu npersiel Ha OYUTE U 3PCHUETO. (b(b

VYBenomere Bammst nexap, 60nHHYEH GapManeBT WiIM MEAULMHCKA cecma\?% CTE UMaJIM aJepruvHa
peaxnys KbM MaKIUTaKCeN MPH MPEIUIIHA Tepays. %

Kaxere nHa Bammus nekap, 6omHIueH hapManeBT WM METUIMHCK Tpa, aKO UMaTe MPOoOIEMH ChbC
CBPLETO. )

AKO MMate TIposIBU Ha OCTPH HITH BIIOIIIABAIIH CE npoGne»@c 6enute QpoboBe (MMOBHUIIIEHA
TEeMIIEpaTypa, 3a/IyX WIH KalllIAIa), MOJISI yBEIOMETE 0aBHO Bammms nexap, OomHHYEH
(bapmaneBT WM MeIUIMHCKA cecTpa. Bammsar nex e J1a cripe ieyeHneTo Bu nezabaBHo.

Ille 6baEeTE MOCHBETBAHH JIa TPUEMATE MTPEM aIysi, ChCTOSIIA Ce OT HEePOPaieH KOPTUKOCTEPOUI,
KaTo HalpuMep JAEKCaMeTa30H, €JUH JEH u npuoxenneTo Ha Docetaxel Zentiva u equn win 18a
JIHUL CIIEJI TOBA, C OTJIe/l HAMaJIsIBaHe H OH HE)KEeNIaHH PEaKIIMKH, KOMTO MOTAT Ja Bb3HUKHAT CJIE]T
undysusra na Docetaxel Zentiva, 0o0GeHo aneprudHu peakiMy 1 3aIpbKKa Ha TeYHOCTH (I101yBaHe
Ha phIIETe, CThIIANAaTa, KpaKaTa yBelIMYaBaHe Ha TETJIOTO).

[To Bpeme Ha JiIeUCHUETO M Bu ce manar apyru jgekapcTBa 3a MoaabpKaHe Ha HOpMaJieH Opoit

KPbBHH KJICTKU. QQ

Texku KoKHU npaeeMM kato cuHapoM Ha CtuBbHC-J[)oHCHH (CCJI), TOKCHYHA emuaepMaIHa
nekponusa (TE CTpa reHepaau3npana eksantemarosta mycryiaosa (OT'EI) ca crobimaBanu ¢
Docetaxel Zgftiva:

- CI/IMQ%QMHTe Ha CCJI/TEH morar aa BKJIIOYBAT MOsIBA HA MEXYPH, JIOIICHE WM KbPBEHE Ha

sl 4aCT OT KOXKaTa (BKIFOUUTETHO YCTHUTE, OUUTE, yCTaTa, HOCA, TeHUTAINUTE, PhIIETE
() v kpaxara) cbe HitH 6e3 06puB. Moxe 1a MMaTe ChIO MPHITONOIO0OHH CUMIITOMH KaTO
Q BHCOKa TeMIIEpaTypa, BTPUCAHE HIIH OOJKH B MYCKYIHUTE.

- cumnromute Ha OI'EIl Morat na BKIIFOUBAT Y€PBEH, JFOCIECT MIMPOKOPA3MPOCTPAHEH OOPUB C
IIBIIKY TIOJ] TOAyTaTa KoXKa (BKIIOYUTETHO KOKHUTE THHKH, TOPCA ¥ TOPHUTE KPAHHUIIN) H
MeXypH, IPUIPYKEeHH OT BUCOKA TEMIIepaTypa.

AKO pa3BHETE TEKKH KOXHH PEAKIIUHN WIIN HAKOS OT N30POSHHUTE MO-TOPE PeaKilny, He3abaBHO ce
CBbpiKETe ¢ Bamus nekap Uiy MEIUIMHCKU CIEUATIUCT.

Docetaxel Zentiva ceapprxa ankoxon. O6chaete ¢ Barust iekap, ako cTpamare OT aIKOXOJTHA

3aBUCHUMOCT, SITUIICTICUSI WITH YepHOIpOOHO Hapymienue. Bmkre chio Touka ,,Docetaxel Zentiva
CBIBPXKA €TAHOM (AJTKOXO0J)” MO-I0Iy.
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Hpyru JexapcerBa u Docetaxel Zentiva

Wndopmupaiite Bamms nekap nin 6oiHUYEH papmMaLeBT, ako MpreMaTe Uil HaCKOPO CTe MpUeMain
JpYyTH JIeKapCcTBa, BKIIOUYUTEIHO U TaKHBa, OTIYCKaHH 0e3 JeKapcKo npeanucanye. Tosa e Taka,
zamorto Docetaxel Zentiva nim apyroro JiekapcTBO MOXE Jja HE JISHCTBA Taka, KAaKTO Ce OYaKBa U
MOJKE [1a UMa [IO-TOJISIMA BEPOATHOCT J1a OJydUTE HEXEJIaHa PeaKIusl.

KosndecTBOTO aJIKOX0JI B TO3M JIEKAPCTBEH MPOLYKT MOXKE 1a IPOMEHH JEMCTBUETO HA IPyTU
JIeKapCTBa.

BbpemMeHHOCT, KbpMeHe U (PEPTHINTET

[ToceBetBaiite ce ¢ Bamms nexap npeau ynorpedaTta Ha KOETO | J1a € JIEKapCTBO. Q)(b'
Docetaxel Zentiva HE tpsioBa na ce mpuiara ako cre OpeMeHHa, OCBEH aKo He € H3PHYHO H €H OT
Bamus nekap. A

He Tps6Ba ma 3abpeMeHsBaTe 10 BpeMe Ha JICYCHUETO C TOBA JIEKAPCTBO M TPSOBA 1T %onsBaTe
e(eKTHBEH METO/ 32 KOHTPAIICTIIHS 110 BpeMe Ha JICYEHUETO, Thid KaTo Docetaxgben iva moxe s1a
yBpeau Bamero 6e6e. Ako 1o BpeMe Ha JICUeHHETO HACTHITH OPEMEHHOCT, na nadopmupare

He3abaBHO Bamus nekap. \2&
He tpsibBa na kppmuTe, 10KaTO ce JekyBate ¢ Docetaxel Zentiva. \Z
AKO cTe MBXK, ITOJIOKEH Ha jgedeHue ¢ Docetaxel Zentiva, ce OopBYBa Ja HE Ch3JIaBare Jera 1mo

BpEMEC Ha 1 10 6 MeEccna CJICa JCUCHUETO, KAKTO U J1a IOTH CBbBET OTHOCHO KOHCEPBHUPAHETO HA
crepma npeau JCUYCHUETO, TBI KaTo JOLICTAKCEI MOXKE Ja YN MBXKHA q)epTI/IJ'II/ITeT.

Illodupane u pagora ¢ MALIMHH &

Kom4ecTBOTO ajKoX0J1 B TO3H JIEKAPCTBEH YKT MOXE JIa HapyIu criocobHoctra Bu 3a
modupane wim padbora ¢ MainvHu. Bue J1a TIOJIyYHTE HEKEITAaH! PEaKIIUU OT TOBA JIEKAPCTBO,
KOHMTO MOTAT Jia HapyIIaT CIOCOOHOCTT: 3a mogupane, U3MOI3BaHe Ha HHCTPYMEHTH WK paboTa

¢ MaIuHHU (BWKTe TOYKa 4 ,»BB3MOMY HeXKETaHH peakimu‘). AKO TOBa ce CIy4H, He modupaite u
HE U3M0JI3BaliTe HHCTPYMEHTH Hg&waman npeau 1a ToBopuTe ¢ Bamms nekap, MeAMIIMHCKA cecTpa
Wik OoTHUYEH (hapMareBT. *

Docetaxel Zentiva cuu@g €TaHOoJI (AJIKOX0.1)

To3u nekapcTBeH yKT chabpxa 13% (t./1.) eranon 95% 06./06. (ankoxoun), T.e. g0 252 mg
etanois 95% 004pb? Ha (i1akoH pa3TBOPUTEIT, EKBUBAJICHTHY Ha 6 M| Gupa wiu 2,6 ml BuHO.

Bpenen 3a§> a, CTpaJally OT aJIKOXOIU3bM.
Tpsabs ct nMa npeaBu Npu OPEMEHHU WM KbPMEIIHX JKE€HH, IIPU Jlela 1 BUCOKOPHCKOBH I'PYIIH,

K@HHCHTI/I ¢ 4epHOAPOOHO 3200IIBaHE VI ETTHIICTICHSL.

KonmdecTBOTO aKOX0J1 B TO3M JIEKAPCTBEH MPOIYKT MOXKE A3 UMa e(eKTH BbPXY IEHTpaIHATA
HEpBHA CHCTEMa (YacT OT HEPBHATA CUCTEMA, KOSITO BKIIIOYBA MO3bKa U TPBOHAYHUS CTHIIO).
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3. Kak na usnmoassare Docetaxel Zentiva
Docetaxel Zentiva e Bu 0b71¢ mpuiiosxeH OT MEAUIIUHCKH CTICIHATUCT.
OOunuaiina no3a

Jlo3aTa 111e 3aBUCH OT TETJIOTO U OT 001m0TO BU cheTostHME. BammsT ekap 1mie u3dnuciu TeyiecHata Bu
HOBBLPXHOCT B KBaJpaTHU MeTpu (M) U Iie onpejienu 103aTa, KOATO TpsAOBa [a MoIydaBare.

Havyun na npujaraHe M T HA BbBEK/IaHE

Docetaxel Zentiva e Bu 651€e npunoked upe3 HH}Y3UsI B HAKOS OT BEHUTE (MHTPABEHO3ZHO (b'
npunoxenue). MHy3wusTa Tpae npuOIN3UTETHO €UH Jac, Ipe3 KOMTO I1e cTe B OOTHUIIATA. @«)

YecToTa HA NPUIIOKEHHE O<Q
OOuWKHOBEHO TpsIOBa Jia MoNTy4yaBate HH(Y3HUITA CH BEIHBXK Ha BCEKU 3 CEJIMHUIIH. $

Bammst JICKap MOXK€ Ja IMMpOMEHMU 03aTa U 4YECTOTATa Ha IMPUIIOKECHUC B 3aB (I?OCT ot Bamure

KPBBHH TECTOBE, 0010 ChCTOSHIE U 0TroBopa Bu kbM Docetaxel Zentiva, s1, ”HpOpMUpaNTe
BaIlus Jiekap, 0COOCHO B Cliy4ail Ha auapus, ahTy B ycTara, 4yBCTBO H BaHOCT WJIU U3TPHIIBaHE,
MOBUINICHA TEMIIEpaTypa U My/i naiTe pe3yirature oT BammuTe kpb 3cnenBanus. [logoOHa

rH(pOopMAaIus 1me My/i IO3BOJIH J1a PEIIH JAJIM ce Hajara HaMaJIsIBEHY Ha 103aTa. AKO MMare HIKaKBH
JOMIBITHUTETHU BBIIPOCH, CBEP3aHH C YIIOTpedaTa Ha TOBa JIeK BO, MOJISI ITonuTalTe Bamist jekap
win 6oHUYEH (hapMaIieBT. Qo3

Q

4, Bb3MoKHM HexkeTaHU peaKkuu &\2\
Kakro Bcnuku jekapcTBa, TOBa JIEKapCTBO M@[a IIPeU3BUKA HEXXETaHU PEaKkIiy, BbIPEKU Ue HE
BCEKH T'Ml I10JTy4aBa. %

Bamusit nexap e 00¢hau ToBa ¢ B@a e Bu 00sicHM OTEHIIMATHUTE PUCKOBE U TIOJI3U OT

JICYCHUETO. é

Haii-yecto cpobiaBanute @aﬂn peakiuu Ha Docetaxel Zentiva nmpuioskeH caMOCTOSITEIIHO ca:
HaMalleHHe Ha Oposi Ha HHUTE KPBBHU KJICTKH WK OelMTe KPhBHU KIETKH, KOCOIIA, Ta/IeHe,
HOBpBLIaHe, apTH B g , AUAPHS © YMOPSIEMOCT.

TexectTa Ha H anuTe peakimu Ha Docetaxel Zentiva moxe na Obje yBenuueHa, KOraTo
Docetaxel Zgftiva ce n1aBa B KOMOMHAIIMS C IPYTH XMMHUOTEPANIEBTUYHHU CPEICTBA.

ITo Bp g uH(y3usITa B OOJHULIATA MOXKE [1a CE TIOSIBAT CIICTHUTE aJePrHIHH peakuun (Moxe 1a
3a&ﬂ noseue ot 1 Ha 10 gymm):

e ) 3auepBsiBaHe, KOXKHU PEAKIMH, ChPOSK

o CTATaHC B I'bPAUTC, 3aTPYAHCHUA B AUIIAHECTO

e  [IOBMILECHA TEMIIEpaTypa WIH CTYyIECHH TPBIKU

e  (Qoika B Irpp0a

[ )

HHUCKO KPBBHO HaJIATaHE.
Morart na ce ImosBaT IMo-TeKKH peaKuu.

Axo cTe umanu AJICpTUYHa pCaKIyd KbM MAKIHUTAKCEII, MOKEC [a IMOJTYUYUTC U aJICPrudHa pCakiusa KbM
JOLCTAKCECII, KOATO MOXKE Ja € IIO-TCIXKKa.

CocrosHuero Bu me 6’5,[[6 CTporo Ha6J'IIO,I[aBaHO OT OOTHUYHUS NepCcoHaJI IO BpEME Ha JICUCHHULTO.
yBe,I[OMeTC T HeSa6aBHO, aKO IOJIYUUTC HAKOA OT TE3U pCaKUU.
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Mexnay ungysunte ¢ Docetaxel Zentiva Morart 1a Bb3HUKHAT CIACTHUTE HEXKEITAHU PEAKITUH U
4ecToTaTa UM MOXKE JIa BApUpa B 3aBHCUMOCT OT KOMOMHAITUUTE OT JICKAPCTBA, KOUTO CE IIpUjIarar:

Mmuoro yectu (Moke 1a 3acertar mosede ot 1 Ha 10 aymm):

e  wHMEKINH, HaMaJIsIBaHe Ha Opos Ha YepBEHUTE (aHEMU) HITH OeNTNTe KPHBHU KIETKH (BaKHH B

6opbara ¢ HHPEKIMNUTE) U TPOMOOIIUTHTE

MOBHIIICHA TEMIIEpaTypa: ako TOBa ce CIIy4H, BeJHara ce obajere Ha Bamms ekap

QJIEPTUYHH PEAKIINH, KAKTO Ca OMMCAHH MO-TOpe

3ary0a Ha aneTuT (aAHOPEKCHS)

Oe3chHIe

YyBCTBO Ha CKOBAHOCT, H3TPBIIBAHE MIIH OO0JIKA B CTABUTE WIIK MYCKYJTHTE >

riiaBobosme b

MPOMSIHA BB BKyca Q

BB3MAICHHE HA OKOTO WJIN YBEJIMYCHO ChII3CHE OT OUUTE O&

MO/TyBaHe MOpaau HAPYIICH TUM(EH APCHAK Q

3aTPYIHEHO TUINAHE *

TEUYEHHUE OT HOCA; Bh3MAICHUE HA I'BPJIOTO M HOCA; KAILTUIIA (b(b

KBPBEHE OT HOCA <

aTH B yCTHATa KyXHHA \2\¢

CTOMAIITHO Pa3CTPOMCTRO BKJIFOYBAIIO raJicHe, TIOBPBINAHE U Auapi#), 3amek

KOpeMHa 00JIKa y

JIOIIO XPAHOCMUJIAHE

KOCOTAJI. B TIOBEYETO CIyYan HOPMATHOTO M3PACcTBAHE yéﬁgam ce Bb300HOBsBa. B Hiakou

ciiydau (C HEM3BECTHA YeCTOTA) Ce HabJIro1aBa TpacH naji.

e  3ayepBsIBAaHE U MOJyBaHE HA JJIAHUTE HA PHIICTE H@gnmaTa Ha KpakaTa, KOeTo MOXe Ja
MpeIU3BHKA JIFOIIECHE Ha KOXaTa (TOBa MOXKE HUKHE U 110 X072 Ha PBIETE, 10 JTUIETO WIN

TSUTIOTO) %

MpPOMsHA B IIBETa HA HOKTHTE, KOUTO CJIC @Ba Morar Jia majgHar

MYCKYJIHU 00JIKH; 00JIKa B I'bp0a Uit nuTe

MPOMSIHA WITH JIUTICA Ha MEHCTpYyaleRIICpHO/T

MOJlyBaHe Ha JUIaHUTE HA PBIETP, CFbIIANATA, KpaKaTa

yMOpa; WU TPUTIONOJ00HN GEMITTOMH

MTOKaYBaHe WM 3ary0a Ha 0

WHQEKIHS HAa TOPHUTE €JIHU ITHTHIIIA.

® 6 6 o6 o6 o o o o o o o o o o » o

Yectu (MOKe 1a 3acer@no 1 ma 10 gymm):

KaHIU03a Ha yéTara
JIIeXUApaTa,
3aMaiiB
Hapy cIyx
H €HIe Ha KPHBHOTO HaJIATaHe; HEMPABUICH HIIH YCKOPEH ChPACUEH MyJIC
JIeYHa HEJOCTATHYHOCT
%30(1)arm

[ ]
[ ]
[ ]
[ ]
[ ]
[ ]
[ ]
®  CyXOTa B ycTara

®  3aTPyAHEHO WK OOJIE3HEHO TPETIThIIaHe

®  KPbHBOW3IIUB

®  [IOBHIIICHH YEPHOAPOOHHU SH3UMHM (OTTYK M HEOOXOIUMOCTTA OT PEAOBHU KPbBHU TECTOBE)

*  [IOBHINIABaHE HAa HMBaTa Ha KpbBHATa 3axap (nuader)

e  HaMaJsIBaHE HA KaJws, Kalus u/umi gocdara B KpbBTA.

Heuecrn (Moxe na 3acerrar 10 1 va 100 aymu):

®  TpUNAIBIH

&  Ha MSACTOTO Ha MH)KCKTHpaHE, KOXKHH peakiuu, GieOuT (Bh3NajcHUe Ha BeHATa) WK [TOTyBaHe
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BB3MAJICHUE Ha 1e0eI0TO YepBO, ThHKHUTE YepBa; UpeBHA Mepopamus
®  KpPBBHU ChCHUPELH
0CTpa MHEJIOUIHA JEBKEMUS 1 MUEIOAMCIIIACTUYCH CHHAPOM (BUIOBE paK Ha KPHBTA) MOXKE J1a
Ce TIOSBAT NPY MAIMEeHTH, KOUTO Ca JIEKYBaHU C JJOLIETAKCEN, 3a€HO C HAKOU IPYTH
MIPOTHUBOPAKOBH JICUECHUSI.

Penku (Moke ma 3acernar g0 1 ma 1 000 mgymm):
e  BB3MAJCHHE Ha Je0€I0TO YePBO, THHKOTO YE€PBO, KOETO MOKE Jia ObJie ¢ JieTajeH u3xox (¢
HEHM3BECTHA YECTOTA); YpeBHA mepdoparusi.

C Hen3BeCcTHA YecTOTA (OT HAIMYHUTE JAHHHU HE MOXKe J1a Ob/ie HallpaBeHa OLIEHKA):
. WHTEpCTUIMATHa OeIoapoOHa OonecT (Bb3najeHne Ha Oenute [podoBe, KOeTo MPUIHHSB (b'
KallTMIa ¥ 3aTpYAHEHO Aulane. Brinanenue Ha Oenute ApoOOBE MOXKE Aa Ce Pa3BHE 016 u
KOTaTo JIEYEHUETO C JOIETaKCel ce MpriIara B KOMOMHAIHS C TbYeTepanus) %)
mHeBMOHUS (MHGEKITHS Ha OeIuTe IpoOoBe) &Q
6enoapobHa (hudposa (peOIM 1 YIUTETHIBAHE HA OeIHTe IPOOOBE CHC 3ayX) O
3aMBIIICHO 3pEHHE TIOPaJH OTOK Ha PETHHATA B OKOTO (KHCTOUJICH MaKyJIeH eneM)
HaMaJlsiBaHe Ha HATPUs W/WIM MarHe3us B KpbBTa (HapyIICHHS Ha SICKT, HUsL OajiaHe)
KaMepHa apUTMHS WM KaMepHa Taxukapaus (posBsiBa ce KaTo Herp H 1/WJIH YCKOPeH
ChpPJCYCH PUTHM, TEXKBK 3ayX, 3aMassHOCT W/WIH NPpUNaIbK). Hsik TE3W CHMITOMH
MOJXKaT Aa ObJaT cepro3HA. AKO TOBaA C€ CIIydH, TpsiOBa He3a0aB yBempomute Bamms

JeKap

. peakiuy Ha MSCTOTO Ha MH)KEKTHPaHE Ha MACTOTO Ha Hpeﬂ&l peaxiust

o HEXOJDKKUHOB JTUM(OM (pak, 3acsraill IMyHHaTa CUCTE JPYTH BUIOBE PaK MOXKE Jia Ce
MOSIBAT NPH MAIIMEHTH, KOUTO Ca JIEKYBAHH C JI0IeTakGT, 3a€JHO C HAKOM JAPYTH
MPOTHBOPAKOBH JICUEHHS

o curapom Ha CtuBsHC-J[)oHCHH (CCJI) 1 TOKC
JTFOIIEHE WIIK KbPBEHE HA HAKOS Y4acT OT KO

enuaepmania Hekponusa (TEH) (mexypw,

(BKJIFOUMTENHO YCTHHTE, OYMTE, yCTara, HOCa,
TEHUTAJIMUTE, PHIETE WK KpaKaTa) ChC 3 00puB. MO3Ke /1a UMaTe ChIIO TPUMOTOT00HH
CHMIITOMH KaTo BUCOKA TEMIIEpaTypa, @sprcaHe Wik OOJKH B MYCKYJIUTE)

. OCTpa TeHepaTH3upaHa exsaHTeMa'@ nycryno3a (OT'EII) (4epBeH, arocmect
[IMPOKOPA3IPOCTPaHEH 0OPHB KM I0J1 TIO/{yTaTa KoXa (BKIIFOYUTEHO KOKHUTE THHKH,
TOpCa M TOPHUTE KpaiiHuim) KeXypH, NPUAPYKEHH OT BUCOKA TEMIIEPaTypa).

Cro0maBaHe Ha HeJKeJIAaHH 11000

AKO MOJIyuHTE HAKAKBU HEXK Y JICKAPCTBEHU PeaKilnu, yBeaomMere Bammus nexap, 0omHHYCH
(hapmarieBT WM MeIHIL 4 cecTpa. ToBa BKIIFOUBA BCUYKY Bh3MOKHH, HEOITMCAHH B Ta3U JINCTOBKA
HEXEJIaHU PCaKIUH. I\/Qk T€ CBHIIO Ja ChOOIIMTE HEKETAHN PEaKIIMK JUPEKTHO Ype3 HaI[HOHAIHATA
CHCTEMA 3a CHO0 e, mocouena B [Ipunoxkenne V. Kato cro0111aBaTe HeXeENaH! pPeaKkiii, MOKETEe
Ila ajere CBOZ@ 0C 3a [oJIyyaBaHe Ha MOBeue HHPOpMAIIMsS OTHOCHO 0€30I1aCHOCTTa Ha TOBa
JIEKapCTBO. G

AR

5.Q&;K aa cexpansBarte Docetaxel Zentiva

I[a C€ CbXpaHsiBa Ha MACTO, HEJAOCTBIIHO 3a JICIIa.

He u3non3Baiite TOBa JIGKAPCTBO CJIE]] CPOKA HA TOJHOCT, OTOENsI3aH BhPXY KapTOHEHATA OMAKOBKA U
Ha eTukeTa Ha QuiakoHa cien “I'ogen 1o:” win “EXP”. CpokbsT Ha TOJHOCT OTroBaps Ha MOCICTHUSL
JIEH OT ITIOCOYEHMS MECEIL.

Ha He ce cpxpansaBa Hag 25°C.
Ja ce cbxpaHsiBa B OpUTMHAIHATA OTIAKOBKA, 32 1a CE MPEAIa3y OT CBETIIMHA.

M3nomn3paiite ¢urakona He3abaBHO CJIeT OTBAPSHETO My. AKO HE € M3II0JI3BaH He3a0aBHO, BPEMETO U
YCIIOBUSITA Ha ChXPaHEHUE 110 BpeMe Ha ynorpeba ca OTTOBOPHOCT Ha MOTPEOUTEIS.
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Ot MuKpoOHOOrHYHA TTIeHA TOUKA Pa3TBapSIHETO/pa3pekaaneTo TpsiOBa 1a Ob/Ie HalpaBeHo MpU
KOHTPOJIMPAaHU M ACENITUYHH YCIOBHSI.

W3mnon3Baiite 1ekapcTBOTO HE3a0ABHO Clie/] MPUOABSIHETO MY KbM HH(PY3UOHHUS cak. AKO HE €
M3I0JI3BaHO He3a0aBHO, BPEMETO U YCIOBHUSITA HAa ChXPaHEHHUE M0 BpeMe Ha yroTpeba ca OTTOBOPHOCT
Ha IoTpeOuTeNIs U OOMKHOBEHO He Tpsi0Ba Ja HaapuiaBaT 6 dyaca moz 25°C, BKIOYUTEITHO
MPOABIDKUTEIHOCTTA Ha MH(Y3HsTa OT 1 yac.

OcBeH ToBa u3nyecKaTa 1 XHMUYECKaTa CTAOMITHOCT B TIEpHO/ia Ha M3II0JI3BaHE HA HHDY3HOHHHUS
pa3TBOp, IPUTOTBEH CIIOPE] MPEIOPHKHUTE, J0Ka3aHa B cakoBe, kouTo He ca oT PVC e 1o 48 yaca,
KOTaTo ce chXpaHsBa Mexay 2 no 8°C. (b'

Jlouerakcen HH(Y3HOHEH Pa3TBOP € MPECHTEH, MOPaIH KOETO MOXKE J1a KpUCTAIM3Hpa ¢ BpeMédo. Ako
Ce MOSIBAT KPUCTANM, PA3TBOPBT HE TPsiOBa 1a Ob/Ie U3MON3BAH U TPIOBA J1a C€ U3XBBPIN. A

He u3xBbpsiite nekapcTara B KaHanu3auusra. [lonuraiire Bamus papmaneBt Kalg%%nm,pnme
JIeKapcTBaTa, KOMTO Beue He U3nos3BaTe. Te3u MepKH 1€ CIOMOTHAT 3a Ona3BaHEHA OKOTHATA CPE/Ia.

6. Chabp:kaHHe HA ONIAKOBKATA M JONMBJIHUTETHA HHpopManus &
Kakso cbabspaxa Docetaxel Zentiva %)
- AKTHBHOTO BEIIECTBO € JOIeTaKcel (KaTo TPUXHUAPAT). Bcex@& KOHIICHTpAT 3a HH(PY3UOHCH

pa3TBOp chabprka 20 My AOIETaKCElL. g

- [pyrure cberaBku ca noiucop6at 80, 6e3BoacH eTaH0q§ﬂ TE€ TOYKa 2) M JINMOHEHA KHCEITHHA.

Kax msraexxna Docetaxel Zentiva u kakBo cbabp:ka @hakoBkara

Docetaxel Zentiva xoHIieHTpaT 3a HH(Y3UOHEH pa3 ¢ OJIeOXKBIT 10 KaQeHUKABOKBIT Pa3TBOP.
KonmnenTparst ce mocrass B 15 ml ¢rakon ot 1t YHO CTHKIIO CbC CHHS aTyMHHHEBA O0OKaTKa 1
CHHS IJIACTMAcOBa OTYYIBAIlla CE Karayka. Q

Besika KyTus Chabprka euH (PIakoH ¢ gz@)KOHueHTpaT (160 mg mouerakcen).

IpurekaTes Ha pa3pelIeHHETO @%OTpeﬁa

SN
Zentiva k.s. OQ\

U kabelovny 130 QQ
102 37 Prague 10

Yenka peny6nuké’)
<0

Hpomno%geh(n)
Sanofi- tis Deutschland GmbH

Indu ark Hochst
6 rankfurt am Main
I'epmanus

3a mompIHUTENHA WHGOPMAIHS OTHOCHO TOBA JIEKAPCTBO, MOJIS CBBPIKETE C€ C JIOKATHUS
MIPEICTaBUTEIl Ha MIPUTEkKATEIS Ha pa3pelieHueTo 3a yrnorpeoa:

Belgié/Belgique/Belgien Lietuva

Zentiva, k.s. Zentiva, k.s.

Tél/Tel: +32 280 86 420 Tel: +370 52152025
PV-Belgium@zentiva.com PV-Lithuania@zentiva.com
Bovarapus Luxembourg/Luxemburg
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Zentiva, k.s.
Ten: + 359 2 805 72 08
PV-Bulgaria@zentiva.com

Ceska republika

Zentiva, k.s.

Tel: +420 267 241 111
PV-Czech-Republic@zentiva.com

Danmark

Zentiva, k.s.

TIf: +45 787 68 400
PV-Denmark@zentiva.com

Deutschland

Zentiva Pharma GmbH
Tel: +49 (0) 800 53 53 010
PV-Germany@zentiva.com

Eesti

Zentiva, k.s.

Tel: +372 52 70308
PV-Estonia@zentiva.com

EM\ddo

Zentiva, k.s.

TnA: +30 211 198 7510
PV-Greece@zentiva.com

Espaia

Zentiva, k.s.

Tel: +34 931 815 250
PV-Spain@zentiva.com \\‘%

Zentiva France QQ
Tél: +33 (0) 800 219
PV- France@;@j a.com

France

N385 155 17772
PV-Croatia@zentiva.com

Ireland

Zentiva, k.s.

Tel: +353 766 803 944
PV-Ireland@zentiva.com

island
Zentiva, k.s.
Simi: +354 539 0650

N
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Zentiva, k.s.
Tel/Tel: +352 208 82330
PV-Luxembourg@zentiva.com

Magyarorszag

Zentiva, k.s.

Tel.: +36 165 55 722
PV-Hungary@zentiva.com

Malta

Zentiva, k.s.

Tel: +356 277 82 052

PV-Malta@zentiva.com
Q

Nederland QO

Zentiva, k.s. *

Tel: +31 202 253 638 Qo)

PV- Netherlands@zen%a om

Norge ‘2‘¢

Zentiva, k.s.

TIf: +47 2 203

PV- Nor zentiva.com
s¢§ lch

iva, k.s.

I: +43 720 778 877
PV-Austria@zentiva.com

Polska

Zentiva Polska Sp. z 0.0.
Tel: + 48 22 37592 00
PV-Poland@zentiva.com

Portugal

Zentiva Portugal, Lda

Tel: +351210601360
PV-Portugal@zentiva.com

Romania

S.C. ZENTIVA S.A.

Tel: +40 021 304 7597
PV-Romania@zentiva.com

Slovenija

Zentiva, k.s.

Tel: +386 360 00 408
PV-Slovenia@zentiva.com

Slovenska republika
Zentiva, a.s.
Tel: +421 2 3918 3010



PV-Iceland@zentiva.com

Italia

Zentiva Italia S.r.l.
+39-02-38598801
PV-Italy@zentiva.com

Kvmpog

Zentiva, k..

TnA: +357 240 30 144
PV-Cyprus@zentiva.com

Latvija

Zentiva, k.s.

Tel: +371 67893939
PV-Latvia@zentiva.com

I[aTa Ha MOCJICAHO NMpepasriec:kaane Ha JJUCTOBKaTa.

PV-Slovakia@zentiva.com

Suomi/Finland

Zentiva, k.s.

Puh/Tel: +358 942 598 648
PV-Finland@zentiva.com

Sverige
Zentiva, k.s.
Tel: +46 840 838 822
PV-Sweden@zentiva.com

(O"b
United Kingdom %)
Zentiva Pharma UK Limited &Q
Tel: +44 (0) 845 372 7101
PV-United-Kingdom@zentiva&,¢om

@‘b(b
W
@%

JApyru uzrouynnuy Ha nHpopmanus Q&

[MonpoOHa uHbOpMAaIUs 32 TOBA JCKAPCTBO © npe)IOCTaBenéb‘E yeOcaiita Ha EBporelickara areHIus
1o JiekapcTBara http://www.ema.europa.eu. o

ITocoyenara 1mo-m0;1y HHGOPMALIUS € Hpe;[HasHat$ aMO 32 MEQUIIMHCKHU CIEIIHAINCTH:

YII'bTBAHE 3A YIIOTPEBA HA DOCE]&&EL ZENTIVA 160 mg/8 ml KOHIITEHTPAT 3A
NH®Y3UOHEH PA3TBOP
R4

N
O
Baoicno e oa npouememe nocied@bamennume emanu Ha moea ynvmeame npeou nPpueomesIHemo Ha
Docetaxel Zentiva quby3u0He§gB 3MBOP.
[Ipenopbku 3a 6e30nacuﬂ‘960Ta
JloueTakcel e aHTHHeGINACTHIHO CPEJCTBO U, KAKTO U TIPH IPYTH MOTCHIIHATHO TOKCUYHH BEIIECTRA,
¢ HEOOXOUMO TI0 HO BHUMaHHUE NPU paboTa U MPUTOTBSHE Ha HETOBU pa3TBOpH. [IpenopruBa ce
U3I0JI3BaHETO KaBHIIH.

Axo DOC#' Zentiva KOHIIEHTpAT WK HH(PY3HOHEH pa3TBOP Bie3e B KOHTAKT ¢ KOJKaTa, H3MHUMTE
He3alh CTapaTeIIHO C BOJIA U caIllyH. AKO BJIe3¢ B KOHTAKT C JIMTABUIIH, U3MUHTE He3a0aBHO U
CT HO C BOAA.

HOZ[FOTOBKa 3a UHTPABCHO3HO IMPHUJIOXKCHHUE

IIpucomesane Ha ungy3uonHus pasmsop

He n3nosa3BaiiTe Apyru JeKapcTBeHH MPOAYKTH, ¢ A0LeTaKces, ChbCTOSIIIN ce 0T 2 ¢guiakoHa
(KOHIEHTPAT U Pa3TBOPHTEJ) ¢ To3H JekapcTBen npoaykt (Docetaxel Zentiva 160 mg/8 ml
KOHIEHTPAT 32 HH(PY3MOHEH Pa3TBOP, KOITO ce chcTON caMo 0T 1 h1akoH).

Docetaxel Zentiva 160 mg/8 ml konuenTpart 3a nundysuonen pazrsop HE usucksa

NpeIBAPUTETHO pa3pekaaHe ¢ Pa3TBOPUTE U € TOTOB 3a 100aBsiHe B HH(QY3HOHHHSI Pa3TBOP.

. Bceku Quakon e 3a egHOKpaTHa yroTpeda u TpsOBa Aa ObJe N3M0I3BaH He3a0aBHO Clie]
OTBapsIHETO My. AKO HE € H3IM0JI3BaH He3a0aBHO, BPEMETO U yCIIOBUSITA HA ChbXPAHEHHE 110
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BpeMe Ha yrnoTpeba ca OTTOBOPHOCT Ha motpedurens. Moxe J1a € HeoOOXO0UM MoBeYe OT eINH
(hmakoH KOHIIEHTPAT 32 HH(PY3HMOHEH P3TBOP, 32 JIa Ce IMOIYYH HeoOX0IuMaTa 3a maIueHTa
no3a. Hampumep 3a m1o3a ot 140 mg morerakiien ca Heooxoaumu 7 ml qorerakcen KOHIICHTpAT
3a HH(Y3UOHEH Pa3TBOP.

N3rernere acenTH4HO HEOOXOTUMOTO KOJIHMYECTBO KOHIIEHTPAT 32 WH(Y3MOHEH Pa3TBOP C
rpaayydpaHa CIpUHIIOBKa ¢ uriia 21G.

B Docetaxel Zentiva 160 mg/8 ml ¢rakon, konumeHTpamuaTa Ha gouerakcesa e 20 mg/ml.

UsxBbpiasHe

Cien ToBa o MIKEKTHPAMTE ¢ €HOKpAaTHA MHXKEKIMS (€IHO BIphCckBane) B 250 ml
nH(pY3UOHEH cak MK 6aHKa, ChIbpXKaIK WK 5% pa3TBOp Ha IIIOK03a WiIN HH(Y3HOHEH
pastBop Ha Hatpuer xuopua 9 mg/ml (0,9%). Axo e Heobxoauma mo03a mo-roisima ot 190 mg
JIOTIETAKCEN, U3ITOJI3BATE O-TOJIIM 00eM Ha MH()Y3UOHHUS HOCUTE, Taka 4e Jia He ce

HaJIBHIIIaBa KOHIeHTpanus Ha gorerakcen 0,74 mg/ml.

CMeceTe ChAbPKAHHETO Ha MH(PY3HOHHUS CaK WK OaHKa PhYHO, Ype3 pasKiiallaHe. O
OT MHKpPOOHOJIOrHYHA TJICIHA TOYKa pa3TBapsHETO/pa3perkaaHeTo TpsiOBa 1a Obje H €HO
TIPH KOHTPOJIMPAHH U ACENITHYHM YCIIOBUS U JIEKAPCTBEHUAT MPOYKT TPOBa N1a ObA
M3M0JI3BaH He3abaBHO. AKO HE € U3I0JI3BaH He3abaBHO, BPEMETO M YCIIOBHSTA paHeHue

10 BpeMe Ha yroTpeda ca OTTOBOPHOCT Ha TIOTPEOUTETIS. %}

Benupx mpubaBeH, KakTo € IPEnopbYaHo B MHPY3UOHHUS Cak, noueTaKceo‘UaH Y3UOHEH
pa3TBOp € crabuiieH 6 4yaca, ako ce cbxpanssa nog 25°C. Tpsadsa aa ce wStionsea B paMKHUTE Ha
6 Jaca (BKITFOUMTETHO €HOYACOBATa MHTPABEHO3HA UH(PY3HSI).

OcBeH ToBa Qu3nyuecKara 1 XMMUYecKaTa CTaOWIHOCT B HepHOJIan\%HOJBBaHe Ha
WH(Y3MOHHUS Pa3TBOP, IPUTOTBEH CIOPE MPEMOPBKUTE, TOK a B CaKOBE, KOMTO HE €a OT
PVC e no 48 gaca, korato ce cbxpansia Mexnay 2°C no 8°C

Honerakcen nHPY3UOHEH Pa3TBOP € MPECUTEH, TOPAIH K MOJKE J1a KPUCTAJIU3UpPa C
BpeMeTO. AKO ce TMOSABAT KPUCTAJIH, Pa3TBOPHT HE TPs ObJIe U3MON3BaH U TPsOBa ja ce

U3XBBPIIU. %
KaxTo npu BCHUKHM mapeHTepatTHu MPOIyKTH, HH@z HHUSIT pa3TBOp TPsIOBa Jia ce MpoBEpH
BU3YaJIHO TPeIH yrnoTpeda, KaTo pa3TBOPH € allly MPENUIUTAT TPSOBa J1a Ce U3XBHPIISAT.

g\\“

Bcenuku MaTcpualiv, U3M0JI3BaHU 3a pa3pc 1 MPUJIOKCHUC Tp$16Ba Ja 6’[>,Z[EIT H3XBBPJICHU B
CBbOTBETCTBUC CHC CTAHAAPTHUTE IIPOILIC " He HSXBLpHHﬁTC JICKapCTBaTa B KaHaJIM3alusATa.
Ilonmraiite Bamms (bapMaueBT Kaxk ﬁ BPIATC JICKAPCTBATA, KOUTO BCUC HC U3IIOJI3BATC. Te3n

MCPKH IIC CIIOMOTrHAaT 3a OH%BaH%I

KOJIHATa Cpcaa.
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