KPATKA XAPAKTEPUCTHUKA HA IIPOAYKTA

1. HUME HA JIEKAPCTBEHUA IMTPOJXYKT

DOCETAX 40 mg/ml concentrate for solution for infusion — 0,5 ml + solvent 1,5 mi
HOLUETAKC 40 mg/m! konueHTpar 3a WHy3noHeH pastsop — 0,5 mi + pasreopuren 1.5 ml

DOCETAX 40 mg/ml concentrate for solution for infusion — 2 ml + solvent 6 ml
JOLETAKC 40 mg/ml konueHTpar 3a undysvoHen pastaop — 2 ml + pazrsopuren 6 ml

2. KAYECTBEH H KOJIHYECTBEH CbCTAB

Ennonoszosure dmakonn DOCETAX 40 mg/m! — 0,5 ml cwaspxar docetaxel trihydrate,
orroeapawy Ha 20 mg docetaxel (anhydrous).

Envonososure (pnakonn DOCETAX 40 mg/m! — 2 ml cwabvpikar docetaxel trihydrate,
oTrrosapsail Ha 80 mg docetaxel (anhydrous).

Cnen paspexaaHe Ha KOHLEHTpaTa ¢ pa3TBOPHTENs, BUCKO3HHUAT pa3Taop cuabpxka 40 mg/ml
docetaxel (anhydrous).

3a NOMOLIHHTE BELWECTBA, BX. pazaen 6.1,

T T b

W3NBAHUTESHA ATEHUMS 10 NTEKAPCTBATA
3. JEKAPCTBEHA (I’OPMA K MKE XApAKMepucmuka Ha npodyxma - MNpunoxenue 1

KUHueHTpaT H paBTEOPHTen 3a HHd]YBHDHeH paBTBDp' -------------------------------- _ju--r---n"---u:: ---------------------

4, KIMHHYHHU JAHHHA
4.1 TepaneBTHYHN NOKA3AHHA

Kapuunom Ha rbpaara

DOCETAX B kombunauma c¢ doxorubicin ¥ cyclophosphamide ¢ nokazaH 3a aarOBaHTHO
JeUeHHe Ha NALHEHTH ¢ ornepadriIeH MOMOXKUTENEH HA IMM(HH Bb3/IH KaPLMHOM Ha IbpAara.

DOCETAX (docetaxel) B kombnHanua ¢ doxorubicin € nokazad 3a JiedeHue Ha NAUMEHTH C
JOKAJIHO HanpeaHan WKW METacTaTU4eH KapLHMHOM Ha IMbPAATa, KOMTO He ¢a OMIM noaiaraHu
HA LMTOTOKCUYHA TEPANUS NOo MOBO Ha TOBA 3a00JIsBAHE.

DOCETAX (docetaxel) karo mMoHOTEepanus e Nnoka3aH 3a JIGUEHUETO Ha MaUMEHTU C NOKAITHO
HanpeaHan WM MeTacTaTHYeH KapLMHOM Ha TbpaaTa CJIe/l HEyClieX Ha UMTOTOKCMYHATa
XumuoTeparnus. [IpeaxoqHHAT TepaneBTHUEH Kype TpsadOBa Ja e chiabpxkan anthracycline wim

aNIKWIMpalll areHT,

DOCETAX (docetaxel) B koMOuHauus ¢ trastuzumab e nNokasaH 3a JieueHue Ha MaluUeHTH ¢
METACTATHYEH KapUHHOM Ha ropaara cbe cBpbxexcrnpecus Ha HER2 v xowTo npeay ToBa He ca
Ounmn nekyBaH® ¢ XUMHOTEPAITHA 338 METaCTaTHUHO 3abonsBaHe.

Henpeonoxnersuen 6es10apodeH kKapuuHom




DOCETAX (docetaxel) e nokazaH 3a JieueHHe HA NAUMEHTM C JIOKATHO HANPEIHAT WITH
METACTATHYEH HeApeOHOKNETLYEH O0enoapobeH KapuUUHOM Clie)l Heycnex Ha MpeaxosHa
XHUMHOTEpanus.

DOCETAX (docetaxel) B koMOWHAIMA ¢ LUMCNNATHHA € NOKA3aH 33 JEYEHHE Ha MALMEHTH C
MHOMEpaOMIEH, JIOKAIHO HanpeHan! WIM MeTacTaTudeH HeApebHOKIETbUeH OeroapobeH
KapuuMHOM NP NaUuMEeHTH, KOHUTO HE Ca MNOoANaraHu Ha XHMUOTEpanusd o MoBOJA HAa TORA

3a00/I9BaHE.

KapuwHom Ha npocTtaTara

DOCETAX (docetaxel) B komGuHauus ¢ prednisone unu prednisolone e nokasaH 3a se4erue Ha
NAUMEHTH ¢ XOPMOHOPE(DPAKTEPEH METACTATHUEH KAPLUMHOM HA NpocTaTaTa.

Yrnorpebara Ha docetaxel Tpsbea Ja O6vae orpanuueHa A0 3aBeaeHus, CAEUMATIU3MPaHK B
MPUIaraHeTO Ha LMTOTOKCHYHA XUMMOTepanus, v TpabBa Ja ce npuitara noa KoHTpona Ha
JieKap, CliCLIMaNu3MPaH B U3BBPLUBAHETO HA NIPOTUBOKAPLIMHOMHA XUMHOTEpalIUs,

Cromamen ageHOKApIHHOM

DOCETAX (docetaxel) B koMGuHauus ¢ udcnnatiba v 5-Gayopoypalni e nokaszad 3a JeueHue
Ha NaUMEHTH C MCTaCTATHYEH ANCHOKAPUWHOM, BKIIOUUTENHO AaJE€HOKAPIMHOM  Ha
racTpoeso(arcajiHata BpPb3Kd, KOUTO MNpeIM TOBa HE ca MOJyvasald XWMHOTEparus 3a
METaCcTaTH4HO 3abonaBaHe.

Pak Ha rj1apata v musTa

DOCETAX (docetaxel) 8 xomOuHauMs ¢ uucnaatvia v S5-gayopoypauus e riokasaH 3a
MWHAYKUMOHHO JIeYEHHEe HA MALMEHTH ¢ JIOKAIHO HAMpPeJHa] CKBAMO3EeH KJIETh4YeH KAPLMHOM Ha

[tlaBatTa M LLHATA.

4,2 J03MpPOBKA H HAMHH HA NIPHJIOKEHHE

IIpenopbuyuTe/IHA J03UPOBKA:

3a KapuMHOM Ha rbpaara, HeapebuoknerbueH 6GenoapobeH KapuMHOM M CTOMALIEH
aJICHOKapUMHOM M _pakK Ha rfiaBata W LIKATa MOXKE Aa ¢ M3MO0J3BA NpeMearHKauus, CbCTOMILA CE
OT NEpPOpalieH KOPTHKOCTEPOHA, KaTo HarpuMep dexamethasone 16 mg aHesHo (Hamp. 8§ mg 2
ObTY AHEBHO) B NpPOABLIKEHHME HAa 3 AHM KaToO ce 3allouHe | JeH Npeau NpUAaraHeTo Ha
docetaxel, oceeH ako HAMa NpoTUBONOKa3aHus (Bx. Pasgen 4.4). 3a cHUXaBaHe Ha ONACHOCTTA
OT XeMAaTOJIOrMuHa TOKCHYHOCT, MOXKE Aa ce u3no3Ba npodunaktuurHo G-CSF.

[lpu kapuMHoM Ha mpocTaTaTa, MMaMKW MPEABHI ChITBTCTBALIOTO NPUIOKEHHE HA prednisone
Wiy prednisolone, npenopbyHTENHATa CXEMA HAa NpPEMEAMKALIMA e nepopaieH dexamethasone 8
mg, 12 uaca, 3 yaca n | yac npean nHdy3usTa Ha docetaxel (Bx. pasnen 4.4).

Docetaxel ce npuiara noa gpopMara Ha eHOUACORA MH(PY3HUA HA BCEKH TPH CEAMMULM,

Kapuunom Ha rbpaata

Ilpn antoBanTHO jieyeHHe Ha onepalMieH KapUMHOM Ha rbpaaTa ¢ MOJOKHTENHH JUMGHK
BB3/1M, [IPEMIOPLHHTENHATA 4032 Ha docetaxel e 75 mg/m’ npunosken 1 uac cnen doxorubicin 50
mg/m’ u cyclophosphamide 500 mg/m’ Ha Bceku 3 ceamuuy ¢ NPOABLIKUTETHOCT 6'*%15%@.
(Bxk. cbino “Kopekuuy Ha nosara no BpeMe Ha jieueHue”). e SN
3a ne4yeHHe Ha MALHMEHTH ¢ JIOKAJIHO aBaHCMpAN WM METACTATHUCH KapLMHO AT e

j kg\“z‘rhﬁ'g TEI ™ '-
NPENOpPLUYUTENHATA ,uoaa Ha docetaxel € 100 mg/m” kaTo MOHOTEpanusl. Hpu ne r@e/é ,—m@

pen, docetaxel 75 mg/m’ ce npaBu B komGuHauus ¢ doxorubicin (50 mg/m°). Bk
B koMOKHauus ¢ trastuzumab, npenopbunTentara go3a Ha docetaxel ¢ 100 mg
CCAMHLUM, KaTo trastuzumab ce npunara execeaMuuHo. B xoma Ha OCHOBH



bpBOHavanHara UHgy3us Ha docetaxel ce € 3anoyuBana Ha cneaBalius AEH cie/l NbpPBATa 4034
trastuzumab. Cnreagsauiure no3u docetaxel ca ce npunaranu Hezadapiio cie NPUKIKOYBAHE Ha
HH(y3uaTa ¢ trastuzumab, ako npeaxoanara agosa trastuzumab ce ¢ Tojepupana aodpe. 3a
JO3MPOBKATA U MPUIIOXKEHHETO Ha trastuzumab, Bx. Kpatkara xapakTepucTuka Ha MPOAYKTA.

B xomBuHaums ¢ capecitabine, mpenopbunTenHata n03a Ha docetaxel € 75 mg/m’ Ha Bceku 3
CeAMMUM 3aeHO ¢ capecitabine B n03a 1250 mg/m” iBa NbTH JAHEBHO (B PaMKHUTE Ha 30 MUHYTH
CNel XpaHEHe) B NPOABLDKEHHUE Ha 2 ceAMULM, NOCAEeABAHKM OT €AHOCEAMUUEH IMEPHOa HA
NOUMBKA. 3a M3IUMCAABAHE J03aTa Ha capecitabine ¢bo0pa3zHo TenecHara NOBLPXHOCT, BiK.
KpaTkaTa xapakrepucTyka Ha [IpOAYKTa Ha capecitabine.

HeapebHokneTb4en 0es10apodeH KAPUHHOM

[Tpy nauneHTH, KOMTO HE Cca MOAJaraHu A0 MOMEHTA Ha XUMMHOTEPANUA, MPENOPbYUTETHUAT
nozoe pexxum e docetaxel 75 mg/m’ nmocneaBan HezabaBHO OT nMcnnaTHHAa 75 mg/m” B
npoabaxeHue Ha 30-60 MuHYTH. 33 JeueHue CIeA HEYCIEX Ha NPCAXOAHA XHMHOTepanus,
OCHOBaBalila CE€ Ha MNAaTHHA, NPENOPBUNATENHATA A03a € /5 mg/m- MOHOTEpanus.

Kapuuaxom Ha npocrarara

[IpenopbunTenHaTta poza Ha docetaxel e 75 mg/m°. Prednisone mnu prednisolone 5 mg
NepopaiHO 2 MbTH JHEBHO C€ {IpUflara HeNpeKbCHaTO (B3XK. pazaen 3.1).

CromalieH aAeHOKAPIHHOM

[Mpenopbuntentara no3a Ha docetaxel ¢ 75 mg/m’ kato 1-uacopa MHQY3MA, NOCAEABAH OT
uicniiatiia 75 mg/m? karo | g0 3-uacoBa MHDY3Ms (M 1BATA CaMO B JIeH |), MOCAEABAHU OT 5-
dayopoypainn 750 mg/m° AHEBHO, NMPWIOKEH KaTO 24-4acoBa HENPEKbCHATA WHQY3HA 3a 5
HM, KOATO 3aMouBa cjed Kpas Ha HH(pYy3usTa ¢ LUMCMAaTHHA. JIeYeHHETo ce NoBTaps Ha BCEKH
Tpy ceaMuuu. IlanumeHTure TpabBa Aa moaydar npeMeguKauMa ¢ aHTHEMETHLM M MOAXOAALLA
XHAPATAUMS 3a MPUIOKEHUETO Ha LUCIUIATYMHA. 334 CHUXKABAHE HAa pUCKA OT XEMAaTONOMU4YHA
TOKCHUHOCT TpsbBa Aa ce usnonsea npogpunaktuyHo G-CSF (BK cuiio Kopekunu Ha Jo3ara

[0 BPEME Ha eUEeHUE).

3a azanTupaHe A03MTE Ha UHUCIUIATHHA W 5-Gayopoypauuil BHKTE ChOTBETHUTE Kparky
XapaKTepPUCTUKH Ha NPOAYKTa.

Pax Ha riiaBa 4 miHs

[JauveHTuTe TpsabBa ga moayyaT npeMeAuKauus ¢ aHTHEMETHLUM W (I0AXO0AAA XHApATalus
(mpeav W _¢iiel NpUIaraHeTo Ha LMCIUIATHHA). 3a CHWKABAHE HA PUCKA OT XEMaTOJQrM4Ha

TOKCHYHOCT TpAOBa npodunakTuyHo aa ce u3noassa G-CSF.

e 3a MHAYKUMOHHO JIEYEHUE HA HHONEPaOUJICH NIOKANHO HANPEAHA CKBAMO3EH KN€ThYEH
KapuWHOM Ha raasara U muata (SCCHN) npenopbuuTenHara ao3a Ha docetaxel e 75
mg/m2 KaTO €J1HO4Yac0oBa MHQPY3HUA, NOCIeABaHa OT LMCIIATHHA /) mg/m’_noseue o |
4yac B_J€H [IbPBHW, MOCAECABAHU OT Jd-havopoypauun 750 1'1’1gx’m2 JAHEBHO KaTo
HernpekbcHaTa HHGY3Ua 3a 5 nHU. Ta3yd cxema ce npusiara Ha BCeKM 3 ceaMMUHM 3a 4
uMKbaa. Cliell XMMUOTEpanUs NalMeHTHTE TPaOBa Aa nonyyar paguorepanus.

i,

-

e 33 WHAYVKUMOHHO JICYEHMEC Ha MNAUMEHTH ¢ JNOKAIHO HanpeaHaa (npu npax
HEBB3MOMKHO XHUPYPrHYECKO OTCTpaHsABAHE, MallKa BEpOSTHOCT 3a XMW
NeyYeHue U C LeJl 3arna3BaHe Ha OpraHa) CKBaMO3€H KIETbYEH KaplHUHOM
winsgTa (SCCHN) npenopbunTeanara ao3a Ha docetaxel e 75 mg/m’ kafh
nHdy3Mg B AeH 1. nocnenpaHa oT uuvcnnaruHa 100 mg/m°_kato 30-
yacosa HMHbY3UA, nocneapaHHn ot S-gayopoypauun 1000 mg/m’\|
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NPOAbLIKUTENIHA UHPY3ua 3a 4 aHM. Ta3zu cxema ce npujiara Ha BCEKW 3 CEAMMUM 3a 3
UMKbAa. Cliea xMMAoTepanus nauMeHTuTe Tpabea Ja noayqyar XMMuopaauoTeparms.

3a_ ajanTUpaHe AO3MTE HAa LMCIIATHMHA W S-Qayopoypalllil BUXKIE€ CbOTBETHWTE KpaTku
XapaKTePUCTUKH Ha NPOAYKTA.

Kopekuuu na jo3ara no BpemMe Ha TEpaNUATA:

Oomu

Docetaxel Tpa6sa aa ce npuaara, korato 6poar Ha HeyTpoduauTte e > 1500 knerku/mm- . [pn
nauneHTyn, paspunu dGebpunHa HeyTponenus, 6poil Ha HeyTpoduaure < 500 xneTku/mm’ B
MPOABLIHKEHUE HA NOBEYE OT €HAa CEAMULA, TEeKKH UM KYMYJaTHBHH KOMXKHH PEAKUHH MM
TEKKa nepudepHa HEBpONaTHs NO BpeMe Ha Tepanus ¢ docetaxel, nosara Ha docetaxel Tpabsa
na ce Hamatn ot 100 mg/m? Ha 75 mg/m° w/uan ot 75 Ha 60 mg/m’. AKO NAUMEHTHT MPOALIKH
na NposBABA TE3W peakuMH npu Ao3a 60 mg/m’ neuenuero ¢ docetaxel TpsGea na ce

[IPEYCTaHOBH.

AIOBAHTHA TEPANHS MPH KAPIHHOM HA I'bpJaTta

B Xxona Ha OCHOBHOTO TNpoy4YBaHe MNpPH MAUMEHTH, MoJyvaBajM ajlOBaHTHA Tepanua 3a
KAPLUHHOM Ha IbplaTa K PasBHUAM YCIOXKHEHA HEYTPOMEHHUS (BKAYUTEAHO MPOABIKHUTENHA
HeyTponenus, ¢pedpuiHa HEyTPONEeHUSA WK UHPEKUHA), C€ € MPEenopbYBAIo NpUiaradeTo Ha G-
CSF 3a ocurypsiaHe Ha NMpO(UIAKTHUHO NMOKpuUTHE (HaAmp. 4-Ty Ao | 1-TM AEH) NpHU BCHUKH
nocneapaild unknd. llaunMeHTHTe, NMpoabiXkKaBaiuM fa pa3BUBAT Tasdd peakums, TpadeBa Aa
ocranaT Ha G-CSF n nosarta nm na Docetax TpaGsa aa ce Hamanu Ha 60 mg/m’.

B xaMHuuyHaTa npakThka o0ave HeyTpoleHHsTa MOKE Aa Bb3HWMKHe no-paHo. Ilopaauw Toea
vriiotpebata Ha G-CSF tpsbpa na ce oOMMCAM KaTO (PYHKUHS OT HEYTPOMEHUYUHHMSA PUCK 3a
NMalyeHTa W HACTOALUMTE IPEnopbkU. IIpM nauueHTuTe, pazBuin CTOMATHT 3-Ta Wiau 4-ra
cTerneH, no3aTa TpaGBa aa ce Hamanu a0 60 mg/m”.

B komOnHAIMSA ¢ HHCIIIATHHA

[Mpu mauMeHTH ¢ MbpPBOHavadHa ao3a 75 mg/m” docetaxel B KOMOGMHALMA ¢ LMUCMAATHHA, HA
KOUTO OpOAT HA TPOMOOLIMTHUTE 10 BpEME HA NPEAMLIHHA KYPC Ha TEpanua € Han-HUChK < 2500
KNeTKW/mm®, WIH NpU TAUHEHTH CbC CEPHO3HA HEXEMATONOTMYHA TOKCHYHOCT, WM NpH
nanvieHTH ¢ dhebpunHa HeyTponeHus, nosara Ha docetaxel B cneaBatuuTe UMKAU TpsaOBa ga ce
Hamanu Ha 65 mg/m’. 3a KopeKUus J03aTa Ha UMCIUTATHHA B KpaTkaTa XapakTepHUCTHKA Ha

NpoAYKTAa.
B komOunanun ¢ capecitabine

3a MmoauduKauxKd B Jo3aTa Ha capecitabine, BX. Heropata KpaTka xapakrepucTuKa Ha
[NPOAYKTA.,

[Ipy nauWeHTH, pa3sBHBAlH TbPBH enu3o[ Ha TokcuuHoct 1I™ crened, KoHTO nepcucrupa B
MOMEHTA Ha chenpaliug UMKba Jedenve ¢ DOCETAX/capecitabine, ortnoxere uuvkbia 0
3aTUXBaHE Ha ABACHUATA 0 cTened 0-1 v npoab/kete cbe 100% ot nhpBOHavanHaTa go3a.

[Ipy nauveHTH, pa3BUBALLK BTOPU €MU30] HAa ToKcHuHOCT [I™ creneH, WM MbpBH enu3od Ha
TokcuynocT HI™ crenen, Mo KoeTo M 2a € BpeMe OT TepaneBTUYUHUS LMK, OTIONKETE
NIEUEHHETO A0 3aTHXBaHe Ha siBnenusTa 1o crenen 0-1 v npoawvmkere neuernero ¢ DOCETAX. ...
55 mg/m”. '
[Tpy BCHUKKM NOCNEARALIM €MU30AHW HA TOKCHUYHOCT, WM KAKBATO U 1a € MposiBa Ha T
ot IV crenen, npekpartere nevenneTo ¢ DOCETAX,

3a moauduKauMK Ha Ao3ata Ha trastuzumab, Bx<. Kparkarta xapakTepucTuka Ha

trastuzumab.




B xomOHHALHA ¢ UMCOIIATHHA H S-¢duryopoypann.i

AKO BbB3HMKHE e€emnu30a Ha (PedpwiiHa HEYTPOMEHUS, NPOALIKUTEIHA HEYTPONEHHA Wi
HEYTPOTIeHHYHA MH(heKLUXs BbIpeky npunoxkerneTo Ha G-CSF, nosarta Ha docetaxel Tpaba na
Gbae HamaneHa oT 75 Ha 60 mg/m’. AKO BBL3HMKHAT MOCHEABALLH CH30AM HA YCAOMKHEHA
HeyTponeHus, go3ara Ha docetaxel TpadBa aa 6bae HamaneHa ot 60 na 45 mg/m°. B cayuaii Ha
tpomGouuTtonenus Crenen 4 posata Ha docetaxel Tpsabsa ga Obac namanena ot 75 Ha 60
mg/m”. [launenTure He TpaGea aa Gbaar nosanaraHd Ha nocnessaiM uvkin ¢ docetaxel.
IOKATO HEYTPOPUIMTE HE CE€ BB3CTAHOBAT A0 HMBO > | 500 kneTku/ mm'. a TPOMOOLHUTHTE He ce
Bb3CTAHOBAT A0 HMBO > 100000 kierkw/mm’. AKO T€3M TOKCMUHM PEaKLWM MEPCUCTHPAT.
neueHueTo TpabBa ga 6bae NMPEeyCTaHOBEHO (BHXK T. 4.4),

[IpenopbuBaHO aganTHpaHe Ha A03aTa MpH MauueHTH, NekyBaHu ¢ docetaxel B komOuHaums ¢
LIUCIINATHHA H S-(BJTYOpOypaLiII:

TokcHYHOCT Kopekiuus Ha no3ara

Huapusa cTened 3 [TupBy enusoa: Hamanere Ao3aTa Ha S-guyopoypauni ¢ 20%.
Bropu enu3oa: ciel TOBa HaManeTe 103aTa Ha docetaxel ¢ 20%.

Huapus crenen 4 [Tepeu enn3on: HamaeTe no3ata Ha docetaxel u S-guiyopoypauun ¢ 20%.
BTopH eny3oa: npeyCcTaHoBeTS JICUSHHETO.

CromatuT/myko3uT | [TbpBH enu3on: HamaneTe go3aTta Ha S-payopoypaunn ¢ 20%.

cTeneH 3 Bropwn enu3on: cnpere camo S-¢gpuyopoypauns BbB BCHUYKK NOCICABALLH
LIMKJTH,

Tpetu enu3zon: HamasietTe no3arta Ha docetaxel ¢ 20%.

CromaTuT/Myko3uT | [IepBU enu3on: cnpere camMo S-(Payopoypauus BbB BCHYKH MOCAEABALLN

crernieH 4 LM KJIH.
BTGPH enn3ol; Hamanere no3ara Ha docetaxel ¢ 20%.

3a KopekLus [03UTE€ Ha UWUCMINaTHHa M S-Quyopoypauns, BMXKTE CbOTBETHUTE Kparku
XAPAKTEPUCTHKH Ha NPORYKTHTE.

[Tpu ocHoBHuTe SCCHN npoyuBaHHs NauueHTH, KOUTO Ca PA3BHUAH VCA0KHCHA HEYTPONCHUS
(BKIFOYUTEAHO MPOIB/IKUTENIHA HEYTPONeHus, (peOpuiHa HEYTPONCHUS WU HHPEKuus), ¢
npenopbuana yrnorpedara Ha G-CSF 3a ocurypsBaHe Ha npodunakTH4HO nokpurue (Hanp. 6-15
J€H) BbB BCUYKH NOCNEABALIN LIUKIIH.

CnenuajHy MonyJIaumum:

Hanuenrn ¢ YepHoApoOHH HapyweHMs: Bn3 ocHOBa Ha (papMakOKMHETUYHHTE JAHHMU 3a
docetaxel B no3a 100 mg/m® KaTo CaMOCTOSTENEH areHT, NPH NAlMEHTU C €IHOBPEMEHHO
noBUlleHHe Ha TpaHcamuHasnute (ALT w/unn AST) naa 1,5 nbTH roprara rpaHuiua Ha Hopmara
(FTTH) n ankanua ¢ocdaraza Hajg 2,5 nvtu [TH, npenoppuutennara nosza Ha docetaxel e 75
mg/m’ (Bx. pasgenure "CrnelManHu NMPeaynpekAEHHs H NpeAna3Hy MepKu npH yrnoTtpeba” u
"MdapmakoknHeTHUHU cBoificTa"). Tlpu nanuentute cbe cepyMeH OunupyOun > I'T'H wn/nan
ALT »n AST > 3,5 ey I'TH 3aegdo ¢ ankanna ¢ocgarasa > 6 muru 11 H, He moxe pa ce
npenopbsya HUKAKBa KOpekUuusa Ha no3aTta M docetaxel He TpsabBa na ce npuiara npu TAX, OCBEH
Npy CTPMKTHM TOKasaHWs, Hsama Hanuuyna uHpOpMauMd 3a NALUMEHTH C  4Y4EPHOAPOOHO
yBpexJaHe fekyeanu ¢ docetaxel B koMbunaums.

Tena: BesonacHocTTa ¥ epeKTHBHOCTTA Ha docetaxel npy aena He ca npoyyeHm.

JInna B HanpeaHaaa BL3pacT: Bb3 OCHOBA HA NOMYNAUHOHHUTE (PAPMAKOKHHETUYHH
HAMa CHeLMaIHA YKa3aHH1s 3a ynorpeda npu juua B HanpeaHata Bb3pacT.

B komOuHalUua ¢ capecitabine, npy nauvesTH Ha BL3pacT 60 KU Nnoe4e roauHH, ce
KOpEKLMS Ha crapToBaTa f03a Ha capecitabine po 75% (mk. Kpatkara xapakie
MpoayKTa Ha capecitabine).




4.3 [IpoTuBONOKA3ZaNHA

CBpbXUYBCTBUTENTHOCT CHPAMO aKTHBHaTa CyOCTaHUWA WM CIPsMO KOATO M Jna e o7
NOMOLLHHUTE CbCTABKM, MO MPELEHKa Ha JIEKYyBaLl1s JeKap.

Docetaxel ne TpsaOBa aa ce npuiara Mpv naLdeHTH ¢ W3xoaeH Opoi Ha HeyTpogpuante < [ 500
knerku/mm’.

Docetaxel He TpsabBa aa ce nNpunara IpH OPEMEHHH WIIH KbPMELLH SKEHH.

Docetaxel He TpaGBa jga ce mpunara Npyd MAUMEHTH C TEKKH YEPHOAPOOHHU HapyLUEHHA, ThH
KaTo HAMa HallMuHa HH(pOpMauus no Bbrpoca (BX. pazgendre "CneunaiHu npeaynpexacHus u
npeanazHyu Mepkd npu ynorpebda” v "J{o3upoBka U HAYHH Ha [IPUNOXKEHHE" ).

Baxar ¢bLI0O TPOTHBONOKAZAHKATA 32 APYTH MEIMKAMEHTH Npyu KomOunupaHe ¢ docetaxel.

4.4 Cnenuajing npeaynpexaeHus H APeaIna3sHH MEPKH NpH ynorpeda

[lpy kapudHOM Ha rbpAaTa M HeapeOHOKIETHYEH OenoApodEH KAapUMHOM, 4aKo HAma
NPOTHBONOKA3aHHA, INpPEeMEAUKalUMsl CBCTOSWA CE€ OT KOPTHKOCTEPOHMZ KaTo Hanpumep
dexamethasone 16 mg aHeBHO (Hanp. 8 mg Ha ABa NpyUemMa) B MPOAb/DKEHHE HA 3 AHU C HA4ano
I new npeaw npunaradero Ha docetaxel, Moxe ana Hamanu u4eCcTOTaTa M TEKECTTa Ha
3a4PbKKATA HAa TEUHOCTH, KAKTO W HA TEXKECTTA HA PEAKLUMMTE HAa CBPbXYYBCTBUTEITHOCT (BIK.

pazaena "Jo3upoBKa U HAYMH Ha NTPUNIOKEHHE" ),

XeMaToJ10rus

Heyrponenusita e Haii-uectaTa HexenaHa nekapcTBeHa peakuus Ha docetaxel. Hai-nuckure
HHBA Ha HEYTPOQUIIUTE CE ABSABAT CPEAHO Ciel 7 AHM, HO TO3H NEPHOA MOXKE Aa € 1T0-KbC NPH
OALMEHTH C arpecuBHa NpeaxoaHa tepanus. [lpy BCcuuku nmaumeHTH, nonyuasauin docetaxel,
TpsOBa & C€ W3BBPLIBAT HECTW TNPOBEPKM Ha KpbBHATA KapTHHa. llanvenTuTe morat ua
nonyuar chaeapail kypc ¢ docetaxel, korato HeyTpoduaMTe C€ BLICTAHOBAT A0 HUBO 2 [500
KneTku/mm’ (BK. paszaena "Jl03MpoBKa M HAUMH Ha NPUIoKeHHE").

B ciyuail Ha Texxka HeyTporneHus (< 500 KIETKH/Mm® B NPOIBIKEHME HA 7 UM NOBEUE JHU) B
Xoaa Ha Tepanusata ¢ docetaxel, ce npemopbuBaT HamanfBaHe Ha Jj03ara Mpy CAEABALIMTE
KYPCOBE Ha JICUEHUE WM MPEANpUEeMaHe Ha NOAXOAALUH CUMMNTOMATHYHN MEPKH (BX. pasjeia
"JI03UpPOBKA U HAUHUH HA MPHIIOKEHUE").

[lpu naumenTtn, nekysaHu c¢ docetaxel B komMOMBauMs ¢ LMUCIUIATAHA W 5-(ayopoypauun,
GebpunHa HeyTponeHUss W HEYTPONEHWYHa HHMEKUUA Ca Bb3HHKBAAW [MO-PAAKO, KOTaTo
nalMeHTHTe ca nony4vasany npogunaktuydo G-CSF. HauuenTure, iekyBaHH ¢ LUUCIIaTHHA U
5-pnyopoypaunn, Tpadsa rnpodunaktuyHo fa noay4vaeat G-CSE 3a cHWKaBaHe Ha puCKa OT
ycsiokHeHa HeyTtporieHus (dhebpwiHa HEyTPOIleHHs, NPOAbJKMTEIHA HEYTPONEHHA MW
HeyTponeHHa uHdekums). TlauyedTure TpabBa ga Owbaatr crporo HabdbnwoaaBaHy (Bx T. 4.2 n

4.8).
Peakuun Ha ¢CBPBLXYYBCTBHTEJIHOCT

[TaunenTuTe TPAOBA 14 CE CAEAAT CTPUKTHO 328 PEAKLIMK HA CBPBbXHUYBCTBUTEIHOCT, OCODEHO MO
BpeMe Ha MbpBaTa W BTOpara WH(Qy3uu. Peakunure Ha CBPBXYYBCTBWUTEJNHOCT MOrar aa ce
NpOsBAT B PAMKHTE Ha HAKOJKO MHHYTH Clel 3anousaHe Ha MHQYy3usaTta ¢ docetaxel, nopaau
KOETO € HEeOOXOAMMO HAMYHETO HA CPEACTBA 3a NIEYEHUE HA XUMOTEH3HA U DPOHXOCMATLM.
AKO ¢€¢ TMOABAT pEaKUMM HA CBPBXUYYBCTBUTENHOCT, HE3HAYUTESIHUTE CHMITOMMW KaTo
3auepBABAHE WM JIOKAJTHW KOXKHU PEaKLidW He HajaraT MpeKbCBaHe Ha Tepanuata. TexkwTe
peakLivy obaue, xaTo TEXKKa XWUNOTEH3Ha, OPOHXOCNA3eM WM reHepanusupad 0OpUB/CPHTEM,
S

OT3BYUaABAHE HA peaKlMATa BIMBAHETO ¢ docetaxel Moxe na OPOABLILKH.

Koxun peaknuu




HabirogaBaHu ca NOKalNeH epUTEM MO KOXKaTa Ha KpanHULKMTE (ANaHuTe Ha PbLUETE W XOUNaTa)
C OTOK, nocaeaBaHHu or geckBamailMg. Cbobulapa ce 3a TEXKKU CUMITOMH KATO €PYTILHH.
NOCAEABAHU OT JeCKBAMALMA, KOUTO BOAAT A0 NMPEeKbCBAHE WIIM MPEKPATABAHE HA JICUEHHETO ¢

docetaxel (sx. paznena "o3MpoBKa H HAYMH HA NpHIOKEHHE").

3aapbiKKA HA TEHHOCTH

[TaumeHTUTe ¢ TeXKa 3aJAPbKKA HA TEHHOCTH KATO HaNpUMep IJIEBPATTHU U3JIMBH, NEpUKapACH
M3/IMB U acUMT, TpaOBa na ObAaT CTPUKTHO HA0NHAABAHH.

[TauneHTH ¢ YepHOAPOOHH HApYIIEHUS

[Tpu naumenTH, nekyBaHu ¢ docetaxel B go3a 100 Mg/m* KaTo CaMOCTOSTEJIEH areHT, KOMTO ca
CbC cepyMHU HuBa Ha Tpancamuuasute (ALT w/uian AST) nan 1.5 muru I'TH B chueTanne cne
cepyMHHM HHBa Ha ankandHarta ¢ocdaraza naa 2,5 netv 11TH, e nanvue no-sucok puck ot
pa3BUTHE HA TEXKU HOKETAHKW peaKudd KaTo HafnpuMep MHTOKCHKALMOHHA CMBPT,
BKJIFOYMTENHO CETMCHC M KPBBOHW3JIMB OT XPAHOCMUIIATENIHATA CMCTEMad, KOWTO Moxe na Owie
CMbPTOHOCEH, (hedpuiiHa HeyTponeHus, HHPekUurH, TPOMOOLIMTONEHUA, CTOMATHT W acTCHUS.
Eto 3awmo, npenoprunTenHara go3a Ha docetaxel npy mauMeHTHTE ¢ ITOBULIEHU CTOHHOCTH Ha
dyHkupoHanHUTe uepHoapobuu wuscneasanus (MHM) e 75 mg/m- 1 OUYH Tpﬂﬁaa na ce
MNOBTAPAT NPEAW HAYANOTO HA JICHEHHETO M MPEeAM BCEKW UMKbLI (BXK. pasjena "Jlo3vpoBKa W

HA4YMH Ha MIPUIIOKEHHE" ),
[Tpn naumentrte cbe cepymer 6unnpybud > I'TH n/nunu ALT v AST > 3.5 mbtu I'TH 3aeano ¢

ankanHa docdara 3a > 6 bt [ TH, He moixe na ce npenopbya HUKAKBA KOPEKiMst HA A03aTa M
docetaxel He TpAOBa na ce npuaara Opu TAX, OCBEH MPHA CTPHKTHH NOKa3aHKS.

B koMOuHaums ¢ LMCIUIaTHHA U S-guyopoypauuqs 3a JeuyeHHe Ha NatHEHTH CbC ¢TOMALUCH
aIEHOKAPLIMHOM MPOYyYBaHUATa ca M3KIOUUNK naumenTH ¢ ALT w/nnun AST > 1.5 nvtu [TH ¢

¢ ankanda docdaraza > 2,5 mpru I'TH v 6dunupyoun > | ot I'I'H; npu Te3u nauveHTn He
MOKE Jla ¢e Npenopbya peayKuus Ha aozara U docetaxel He TpadBa 1a ce npuiara, OCBEH Npu

CTPUKTHH FIOKA3aHMS.
Hsama Hanuuda MHGOpMaLKs 33 NaUHEHTH ¢ YepHOAPOOHO YBpexcaAaHe fiekyBanu ¢ docetaxel B

KOMOWHALIUA.

IManuenTH ¢ 6LO0peuHH YBpeXKAAHHA

Hama nanuyHa vHGopMaLMs 3a NAUHEHTH ¢ TEXKO HapylieHa ObOpevHa QYHKUMA JIEKYBAHH €
docetaxel.

Hepsua cuctema

PasBuTHeTOo Ha Texkka nepudepHa HEBPOTOKCHYHOCT Hajlara HamalisBaHe Ha gosarta (B,
paszzaesa "Jlo3¥poBKa M HAYMH HA NPHIOKEHHE" ).

KapaHoTOKCHYHOCT

IMpu nauuenTu, nony4aBamin DOCETAX B komMbunauus ¢ trastuzumab, e 6uia HabmonaBaHa
CBPACHHA HEAOCTATBYHOCT, OCOOEHO Cjiel XMMHWOTEpalMs, BKIKO4BalLA AHTPALHKIWUH
(doxorubicin unu epirubicin). Ta moxe na Obae yMepeHa 10 TEXKKA M € CBbp3aHa ¢bC CMbPTHH
cayyan (8x. pasaen 4.8). Ilpu nauuenTy, noaxoasiuy 3a neueHne ¢ DOCETAX B koMOuHauus
¢ trastuzumab, te Tpsabepa na ObAAT NOANOKEHU HaA [IbPBOHAYANHA KAapAHOJOTHYHA OLEHKA.
Cnes ToBa, B X0Ja Ha JeyeHHeTo, chpaeuHaTa (hyHkuug TpadBa aa c¢ CiACAW AONMBAHUT
(nanp. Ha BcekH 3 Mecewa) ¢ orien Aa ObAAT OTKPUTH MALMEHTH, KOWTO DUXa MOIIH Aa
cbpaevHa ancdhyHkuus. 3a nopeve noApodbHOCTH, BxK. KpatkaTa xapakiepucTka Ha pﬁ,ﬁgy

f
3a trastuzumab.

ffra i |

Apyru



[lo BpeMe Ha JICUECHHETO U MOHE TPU MECelua ciel CIUpAHETO My TpadBa Aa ce npeanpuemar
KOHTPaUeNTHBHH MEPKH.

JONBJAHHTE/IHE NPEeANAIHH MEPKH NPH YNOTpeda B paMKHTE HA AJIOBAHTHO JIeYeHHE HA
KApPIHHOM Ha I'bpAaTa

Yenoxcnena HEYMPOREHUA

[Tpyu naiMeHTH, Pa3BUIM YCIMKHEHA HEYTPONEHHUS (NPOLBIDKUTENHA HEYTPONEeHUs, PedpriHa
HeyTponeHus Win HHpekuus), Tpsdsa aa ce oOmucnau npunaranero Ha O-CSE v namansgsane Ha

nosara (Bx. paszaen 4.2).

Cmomano-4peeHu peaKuuu

CAMNTOMH KaTO paHHU KOPEMHH OOJNIKM WK YYBCTBUTEIHOCT, (PeOpHIIMTET, AnApUs C WK Oe3
HEYTPOTICHUA, MOraT jha TpPeACTaBIABAT PAHHUTE [POABHM HA TEXKKA CTOMALIHO-YpPEBHu
TOKCHYHOCT U TpAORa Aa ObAaT OUESHABAHU W JIEKYBAHU B CHIELLEH NOPSIBK.

Jacmouna copoeuna HeOOCmambHHOCH

[MayuenTure Tpa®GBa ga OBAAT MOHHMTOPHUPAHW 3a CHUMIITOMM HAa 3acCTOMHA CbpAcyHa
HeAOCTATHLYHOCT MO BpEeME Ha JISUEHHETO H B X0Ja Ha NEPHoJa Ha NPOC/ieAsBaHe,

Jleexkemun

[Tpu xeun nonyuaBamu DOCETAX, doxorubicin u cyclophosphamide, pucksT or ocTpa
MHMENOHAHA JIEBKEMHS € CpaBHUM ¢ pucka HaOalogaBaH TPH JAPYIU CXEMH, CbAbpPrKaillH
aHTpauvknuH/cyclophosphamide.

Hayuenmu ¢ 4+ 1umebnu ev3nu

CBbOTHOLIEHHETO TOM3a/PUCK MPH MAUUEHTH ¢ 4+ JTUMOBHKU BB3NK HE € HAIThIHO Ae(PHHUPAHO
NPy MSKAUHHUSA aHau3 (BXK. pasjen 5.1).

Juua ¢ nanpeonana gv3pacm

Hsama nanuuna uHbopmalivsg 3a nalueHTH Ha Bw3pacT >70 roguHu OTHOCHO ynortpedata Ha
docetaxel B kxomOunauua ¢ doxorubicin u cyclophosphamide.

Ot 333 nauueHTH, nekyBaHd ¢ docetaxel Ha BCeku 3 ceaAMMUM B X044 HAa NPOYYBAHE BBLPXY
KapuMHOM Ha npocrtartata, 209 nauuenTtd ca 6unv Ha Bb3pacT 65 WMAW NoBeye roauHu u 68
nauydeHTH ca OWaM Ha pb3pacT Hag 75 rogunu. [lpu nauveHTuTe, JekyBanu ¢ docetaxel Ha
BCEKH 3 CeAMHIH, YECTOTATA HA CBBP3aHUTE C JICUCHUETO NPOMEHH B HOKTHTE ca Ouan > 10%
[MO-BMCOKA TIPH MALIMEHTHUTE HA BB3pacT 65 ¥ NoBeYe roAMHHU, B CPaBHEHHE ¢ NO-MJIAAUTE
nauHeHTH. YecTtoTata Ha CBBP3AHUTE € JNEUEHHETO (HeOPUNUTET, IOUAPHA, AHOPEKCHA U
nepudepeH enem € 6una > 10% no-BUCOKA NPH NALMEHTUATE HA BB3PACT 75 W Nnoseye roiMHu B

CPaBHEHHE C Te3U Noa 65 roaAUHM.

Ot 300 nauuenTu, ekysaHu ¢ docetaxel B kKOMOUHAUMS € pMCrIaTUHA U S-quiyopoypauuil npu
MpOy4BaHe 3a CTOMAalUEH pak, 74 ca OWnH Ha BB3pACT 65 WM NOBEHE IOJAMHU U 4 NaLMEHTH ca
OWY Ha BL3IPACT 75 WM NOoBeUe roJUHU. YecToTaTa Ha CEPHO3HNTE HEXKENAHU CHONTHA €

Crneanure HexenaHu CBOHTHA (BCHUUYKM CTENEHW): JIeTaprusi, CTOMaTUT, HEYT
HHbeKLUA, ca BE3HMKHaIU ¢ 4ectoTa = 10% no-BHCOKa MpH NALUKWEHTHTE Ha Bb3
noBeve roMHU B CPABHEHHE C TO-MJIAAMTE NAaUHEHTH.




Jluua B cTapyecka BB3pacT, JIEKyBaHM ¢ Ta3d KOMOMHauua 1psbBa aa ObiJat CTPOro
HabnonaraHu.

4.5 BiauMoaeHcTBHEe ¢ JAPYFH JICKAPCTBEHH HPOAYKTH M JApYrH ¢opmMu  Ha
B3AHMOJECHCTBHE

Hsama OCI)HU,HBJ'[HH KNHHHWUYHH H3CNCABAHHUA, IIPOYHUIHN MCIAHKAMCHTO3IHHUTE B3aUMOJCHUCTBHUA HA

docetaxel.

In vifro u3cnenBaHuATa ¢ca noKasany, ve metaboan3MbT Ha docetaxel mMoKe j1a Ce NMPOMEHH TIPH
€THOBPEMEHHO NMPUJIAraHe Ha BELIECTBA, KOUTO HHAYUUPAT, HHXUDOUpaT unn ce metabonuszunpar
OT (nopaaM KOETO MOrar KOHKYPEHTHO Aa WHXMbUpar eHdumuTe) timToxpom P450-3A kato
HanpuMmep cyclosporin, terfenadine, ketokonazole, erythrornycin u troleandomycin. [lopanm
TOBA, MNPH JIECHEHUE Ha NAUMEHTH MOJTyyYaBalll €IHOBPEMEHHO TE3U MEAMKAMEHTH TpsabBa aa ce
NPOABABA MOBHIIECHO BHUMAHHE, ThH KATO € HANHULE NOTEHUMAN 34 CEPUO3HO B3aUMOAEHCTBHE.

Docetaxel ce cBbp3ra BbB BHCOKA CTEMEH ¢ nApoTeMHuTe (> 95% eBedTyanuHure inm vivo
B3aUMOACUCTBUS Ha docetaxel ¢ €AHOBPEMEHHO rnpuiaraHy MEIMKAMEHTH HE ¢a OQUuUHARHO
M3CJIC/IBAHHK), in Vitro B3aUMOACHCTBUATA CbC CRBP3AHUTE BBB BUCOKA CTENEH ¢ MPOTEHUHUTE
MeAMKaMeHTH Kato erythromycin, diphenhydramine, propranolol, propafehone, phenytoin.
canvuunaty, sulfamethoxazole u HaTpuer Banmpoar He ca MOBAMAIN BbPXY MNPOTEUHHOTO
cBbp3BaHe Ha docetaxel. OcBed ToBa, dexamethasone He NoBAuABa NPOTEUHHOTO CBBHP3BAHE HA
docetaxel. Docetaxel He nor/MsBa CBbP3BaHETO Ha digitoxin.

PapmakokuHeTHkaTta Ha docetaxel, doxorubicin u cyclophosphamide He ce nosnusea or

€AHOBPEMEHHOTO UM TPUNOKEHHE.

OrpaddueHd AaHHH OT €AMHNUYHO HEKOHTPOIMPAHO NPOYYBAHE HACOUBAT KbM B3aWMOAEHCTBUS
mexay docetaxel u carboplatin, ITpu xomOGuHMpane ¢ docetaxel, KIMPBLHCET Ha KapOonaaTHHaTa
e Oun ¢ okono 50% no-BUCOK OT CTOWHOCTHUTE, CLOOIIEHU MpEM TOBA 3a MOHOTEpAnUs ¢

kapbonaaTyHa.
MapmakokuHeTHKaTta Ha docetaxel B npucheTBHMETO Ha prednisone ¢ OWfia W3ciielBaHa MNpH

NalMeHTH C METACTaTUYEH KapUMHOM Ha rpoctarara. Docetaxel ce metabonuzupa ot CYP3A4,
a 3a prednisone € U3BEeCTHO, ue uHaAyuupa CYP3A4.

He e nHa®nropaeraH cTaTHCTHUECKH 3HAYMM eekT Ha prednisone BbpXY (DapMaKOKMHETHKATA HA
docetaxel.

4.6 bpeMenHOCT H KbpMeEHe

Hama undopmauuns oTHocHo ynorpebara na docetaxel npu Hpemennn xenu. Jlokazano e, ue
docetaxel € eMOPUOTOKCHYEH K PETOTOKCHUEH NpU 3aliluM U TUTHXOBE W 110HMXKaBa PepTHIUTETA
npd nabxose. KakTo U ApYr¥ UMTOTOKCUYHM MeEAUKaMeHTHU, Taka W docetaxel moxe a
peAN3BUKA YBPEXKKAAHE Ha M104a TPy npuiiaraHe BbLpxy OpeMeHHM meHu. ETo 3ao, docetaxel
He TpsabBa ma ce u3roasBa No speMe Ha OpemeHHocT. XeHuTe B PenpoayKTUBHA BbL3PACT,
noiyuaBawu docetaxel, Tpabpa ga Obaat cbBETBaHM Aa U3bGArear 3abpeMEHABaHE, KAKTO U /1A
YBEOOMAT E€KYBallUs CH JieKap He3abaBHO, aKO TOBA CE CNYUH.

Docetaxel e nUTOGUIHO BEIIECTRO, HO € HEW3BECTHO AANU CE€ EKCKPETUPA B HOBELLKOTO MIISIKO.
BeneacTere Ha TOBa, MOpaJu MNOTEHIUMAIHA OMACHOCT OT HEXENaHW PeakiMd NpU KbpMauera.
KbpMeHeTO TpAOBa Aa ce NpeKkpaTH Npe3 LsUIoTO BpeMe Ha TepanusaTa ¢ docetaxel.

4.7 EdexTu Bupxy cnocobHocTTa 32 Inopupane H padbora ¢ MAWIMHH

Hsama BeposTtHocT docetaxel ga noenuse Bbpxy crnocobHocTTa 3a wWodupaHe wau padoTta ¢
MaLIUHHK,

4.8 Hekenanu JieKAPCTBEHH PEAKLHH

Hexxenanute peakuudu MPUETH 3a BB3MOXKHO MAU BEPOATHO CBbLP3AHW C MpUia
docetaxel ca nosiydeHHu npu:




1312 1 121 nauueHTH, KOUTO ca NOAyYaBann ¢boTBeTHO 100 mg/m” 1 75 mg/m’ docetaxel karo
MOHOTEpAaNus,

258 nanuenTH, xouTo ca noayuasanu docetaxel B komOMHauua ¢ doxorubicin,

406 nauueHTH, KOUTO ca noayyapanu docetaxel B kOMOUHALIMA ¢ UUCTIIIATHHA,

92 nauMeHTH, KOUTO ¢a noy4varanu docetaxel B komOuHauums ¢ trastuzumab,

255 naliMeHTH, KOUTO ca noayuyaranu docetaxel B komOunauus ¢ capecitabine,

332 naumeHTH, KOUTO ca nony4yasanu docetaxel B komOuHauus ¢ prednisone unu prednisolone
(npeacTaBeHd ca KNMHWUYHO 3HAYUMUTE CBBP3aHU € JIEYEHHETO HEXKETAHH JICKAPCTBEHH
peaxKiiu).

744 nauvenTH, KoWTO ca nonyyaBanu docetaxel B komOumHaums ¢ doxorubicin  u
cyclophosphamide (npeacraBeHy ca KAMHUYHO 3HAYMMHUTE CBBP3aHHU C JIEUYEHHMETO HEXKEIAHM
JIEKAPCTBEHU PEAKUHH).

Te3u peakunu ca onrcany ¢ noMowra Ha O0wuTe Kputepuu 3a TokcnudocT Ha NC| (ctenen 3
= C13; crenen 3-4 = C13/4; ctened 4 = C14) u tepmuHonornsta na COSTART, Hecrorure ca
nebuHupaHu KaTo: MHoro uectu (> 1/10); wectn (> 1/100, < 1/10): we uecrn (> 1/1000.
<1/100); peaku (> 1/10 000,< 1/1000); mnoro peaxu (<1/10 000).

Haii-uecTo qoxiaaBaHaTa HEKEIAHA JEKAPCTBEHA PEAKLMA € HEYTPONeHH s, KOATO € oOpaTuma u
HeKyMYyJjaTuBHa (BxK. pa3nenu 4.2 u 4.4).

CpeAHOCTATHCTUYECKH ACHAT ¢ Hali-HUCKA CTOMHOCT € 7, @ ¢cpeaHaTa NPOAB/DKHTENHOCT Ha
TexkKa HeyTponenus (<500 knetkw/mm’) e 7 anm.

[Tpu xomOGuHauusaTa c trastuzumab ca npeicTaBeHW HEMKENAHWUTE NACKAPCTBEHHM pEaKUMH (OT
BCHUYKH CTerneHn) AoKaaaBaHu npu > 10%. OtyeTecHa € nosullieHa yectora Ha ceprosnu HJIP
(40% cnpsmo 31%) HJIP crenen 4 (34% cnpamo 23%) npu xomOuKnauusiTa ¢ trastuzumab s
cpaBHeHue ¢ MoHoTepanuaTa ¢ docetaxel.

[IpeacTaBeHHW ca Hal-ueCTUTE HEXENaHM JIEKApCTBEHH PEAKUMM, CBLP3AHU C JIEUEHHETO ( =
5%), npu komMOHHaLMATa ¢ capecitabine, foKaaBaHU Npy NpoyyBaHe OT ¢a3sa [l Ha npoyuane
NpHM NAUMEHTH ¢ KAPLMHOM Ha MbpAaTa ¢ HeycnewHo jseveHue ¢ anthracycline (sx. Kpatkara
XapaKTepUCTHKA HA MPOAYKTA 3a capecitabine).

Benurnedy H MAJHTHEHH HEONTA3MH (BKJAKYHTENHO KHCTH U NNOJIHIH)

[lpu nBama nauueHTH € Buna AUarHoCTUUMpaHa JIEBKEMHS B X0Ja Ha CPEAHO NnpocieasasaHe oT
55 Meceua ¥ eaHH Cay4vait Ha JIeBKeMHUs € OUn 0K/IaABaH cien nepuoa Ha npocnenssane. He
Ca Bb3HHUKBAJIM C/y4au HA MUENIOAUCIUIACTUYEH CHHIAPOM,

Hapyuenns HA KPbBTA H JIHM(pHATA CHCTEMA

CnoblaBa ce 3a MOTHCKAHE HAa KOCTHHA MO3bK MW 32 JAPYrd XEMAaTOJIOIHYHU HEXEaHW
JIEKAPCTBEHH PEaKLIMK.

DOCETAX 100 mg/m’ xamo monomepanua:

Muoro uectu: Heyrponenns (96,6%; Crd: 76,4%); Anemus (90,4%: C13/4: 8,9%). Nudpekunn
(20%:; C13/4: 5,7%, BKIIOUHTEIHO CEINCUC W NMHEBMOHUSA, CMBPTOHOCHU Tipy 1,7%); MebpuiiHa
HeyTporeHus (1 1,8%).

Yectu: Tpombountonenus (7,8%; Ct4:0,2%); nudexumn cabp3any ¢ Opoit Ha HEYTPOPUINTE <
500 xnerkrw/mm” C13/4 (4,6%); Enuzonu Ha kbpaene (2,4%).

Peakun: Ennzoam Ha xbpBede CBbp3aHu cTpombounToneHuns Cr3/4.

DOCETAX 75 mg/m’ kamo monomepanun:
Muoro uectu: Heyrponeuusa (89%; Cr4: 54,2%); Anemua (93,3%; Cr3/4: 10,8%),
(10,7%; C13/4: 5%); TpomGouutonenus (10%; Cr4d: 1,7%).
Yectu: Gebpunna HeyTponenns (8,3%).

DOCETAX 75 mg/m° 6 kombunauua ¢ doxorubicin:

1M




Muoro yectu: Heytponenus (99,2%; Ct4: 91,7%); Anemus (96,1%: C13/4: 9,4%); Ungpexunn
(35,3%; C13/4: 7.8%), ®ebpunna HeyrponeHus (34,1%); TpombGounronenusn (28,1%:; Ct4:
0,8%).

DOCETAX 75 mg/m’ ¢ KoMOUHAUUA € YUCHAAMUHA:

Muoro uectu: Heytponenus (91,1%; Crd: 51,5%); Anemuns (88.6%:; Cr3/4: 6,9%):
Mebpunutet npu orcbeTBUe Ha NHPpexkums (17,2%; C13/4: 1,2%); TpombOouutornenus (14,9%:
Cr4: 0,5%); Uudexunn (14,3%; C13/4: 5,7%).

YecTn: @ebpunna HeyTponeHud (4,9%),

DOCETAX 100 mg/m’ ¢ kombunayun c trastuzumab:
MHuoro uvect: HeytponeHus (C13/4: 32%); DebpriiHa HEYTPONEHHS (BKIIKOUBA HEYTPONEHMS

CBBp3aHa ¢ PeOPUNUTET U fpHiaraHe Ha aHTHOMOTHLIM) WK HEYTPONneHuueH cencuce (23%)-:
HaszodapuHrut (15%).

XeMaToNornyHaTta TOKCHYHOCT Oeuie noBullieHa NpH MalMeHTH NoJiy4dasalllW trastuzumab u
docetaxel, B ¢cpaBHeHUe ¢ kaTo MoHOTepanus npunoxked docetaxel (32% C13/4 HeyTponeHus
cnpamo  22%, otuerenn no NCI-CTC  kpurepun). Uecrorara Ha  ¢ebpunna
HEYTPONEHNUA/HEYTPONEHUYEH CEMNCHC CbIO Oelle MOBULUEHA MPW MAUMEHTH JIEKYBAHW C
Herceptin nntoc docetaxel (23% cnpsamo 17% npuw naumeHTy nexkysanu ¢ docetaxel karo

MOHOTEPArnus ),

DOCETAX 75 mg/m’ ¢ kombunayus e capecitabine:
Muoro uectu: Heyrponenusa (Ct3/4: 6,3%), Anemnsa (C13/4: 10%).

Yectn: Tpombounronenus (C13/4: 3%).

DOCETAX 75 mg/m’ ¢ kombunanua c prednisone wiu prednisolone:

Muoro uectu: Heyrponenus (40.9%, Ct3/4: 32%), Anemusa (66,5%. Cr3/4: 4,9%). uupekumns
(12,0%, C13/4: 3,3%).

Yectu: Tpombouutonenus (3,4%, C13/4: 0,6%), Pebpunna Heytponenns (2,7%), Emucrakcuc
(3.0%, C13/4: 0%).

DOCETAX 75 mg/m’ 6 kombunayun ¢ doxorubicin u cyclophosphamide:

Muoro uectH: AnHemus (91,5%; Ct13/4: 4,3%); Heytponenunsa (71,4%; Ct3/4: 635,5%):.
DeOpUnuTeT B OTCHCTBHETO Ha MHpekuus (43,1%; C13/4: 1,2%). Tpombountonenus (39,4%:
Ct3/4: 2,0%); HWudexuus (27,2%; Cr13/4: 3,2%); @Debpunna HeyTponenus (24,7%).
HeyTtponennuna uugexuns (12,1%). He 6sxa orGensizaHu CMBPTHY cliyyan NOpaau CENCcUc.

DOCETAX 75 mg/mz 6 KOMOURQUIA C YUCRAAMUHA U S-giyopoypayiin.

Muoro uvectu: AHemusa (Ct3/4: 20,9%); Heyrponenua (Cr3/4: 83.2%); TpombouunTonenus
(C13/4: 8,8%), ®ebpunHa HEYTPONEHUH.

Yectu: Oedpunna HEYTPOEHUS.

Hapyumenus HAa HMYHHATA CHCTEMA

B ofwnsa ciydall peakuLMHUTE HAa CBPbLXYYBCTBUTEJIHOCT BB3HUKBAT B PAMKMTE Ha HAKOJIKO
MHHYTH cjiell Ha4anoTo Ha MHPy3usara ¢ docetaxel u 0OMKHOBEHO ca ieku A0 ymepeHun. Hai-
4eCcTO AOKJIaABAHUTE CUMITTOMHM ca 3auepBsBaHe, OOpHB ¢ MK 6e3 cbpOek, orpecus B rpbAHKS
Koil, O0nKK B rbpda, AUCHHES M MEAUKAMEHTO3EH (PEOPHIIUTET UK CTYACHHK TPBNKHK. TexkKuTe
pEeaKUHH, XapaKTepU3Upauli Ce C XUAOTEH3Us W/MAK OpPOHXOCNA3bM WM TEHEPaIM3HpaH
obpus/eprTem, OT3BY4HABAT Cilel CIUpaAHE HA UH(Y3MATA W NTOAX0AAULA Tepanua (BK. paszaena
"Crnieyuanyu peAyNpEeXACHUA U NPEANA3HH MEPKH NpH ynorpeda’). /f,,_‘__‘.‘.;-:h
DOCETAX 100 mg/m KAmo MOHOmMepanua. MHOTO 4ecTd (25,9%; C13/4: 5,3%) / %\ AR f?
DOCETAX 75 mg/m xamo mornomepanusa: 1ecTu (2,5%, He TeXKn)

DOCETAX 75 mg/m 8 Kombunayus ¢ doxﬂmbzcm vectH (4,7%; LT3/4 I 2%)




DOCETAX 75 mg/m’ 6 xombunayus ¢ doxorubicin u cyclophosphamide: myuoro yectn (10 5%:
Ct3/4: 1,1%).

DOCETAX 735 mg/m‘? 8 Kombunayust ¢ yucnaamuua u I-ghayopoypaiiit, MHoro vectv (Ct3/4:
1,7%).

Hﬂp)’lllﬁl-lﬂﬂ HAa KOKaTa H NOAKOAKHHTEC ThbKAHH

HabmopaBanu ca oOpaTUMM KOXXHU peakilyM, KOWTO MO MPUHLMA ¢a MpHeMaHW 3a JeKH A0
ymepeHd. Peakuuure ce xapakTepusupar ¢ 00pUBR, BKAHOHYWTEAHO IOKATHU €pYyNUUH [NAaBHO NO
XOANNATA U KATKUTE, HO CbLUO U MO LEIUTE PBUE, JHUETO WK MPbAHUS KOLL, YECTO CRbP3aHH
che ChpOexkK. [0 npUHUMN €pyNUMUTE BB3HUKBAT B paMKUTE Ha | ceiamuua cned MHdy3uaTa Ha
docetaxel. He Tonkosa yecto ce ¢bobLuaBa 3a TEXKKK CUMITOMHU KaTo €PYNUMH, NOCNEARaHK OT
AECKBAMALMA, KOUTO B PEAKH CJiyyad ca [OBEAIM A0 MPEKbCBAHE WM MPEeKPATABAHE Ha
aevenrero ¢ docetaxel (k. paznenurte "Jlo3uposka v HauuRn Ha npuiokeHune" U "CreuMantu
NpeaynpexACHAs U CCUHATHH Npeana3Hd MepkH npu ynorpeta”). lexkure yBpeXaaHHa Ha
HOKTHTE CE€ XapaKTepU3HpaT ¢ XHUIO- WU XUNEPNUrMeHTALKA U NMOoHAKora 60/1Ka M OHUXOJIU34.
JokiagBaHH ca MHOrQ peaKky ciiydau Ha OYMO3HM epynuMU KATO €pHTEMa MYJTH(OPME WM
cuHApoM Ha Stevens-Johnson npu npusarane Ha docetaxel, HO aApyru chnvTeTBaUM hakTopH
MOraT Aa JONPHHACAT 33 PA3BUTHETO HA TE3U €PEKTH.

DOCETAX 100 mg/m’ kamo Monomepanua:

Muoro vectd: Anoneuus (79%), Koxnu peakunu (56,6%; Cr3/4: 5,9%); lipoMeHH B HOKTHTE
(27,9%; Texkn 2,6%).

MHoOro peaku: equd cryyali Ha anoneuns HeoOpaTuma A0 Kpas Ha NpoOy4YBaHETO.

73% oT KOXKHHUTE peakuuu Osaxa obpaTuMu B paMKHTE Ha 2] OHH.

DOCETAX 75 mg/m’ kamo monomepanus:
MHoro yectu: Anonerus (38%); Koxxuu peakumu (15,7%; Ct3/4: 0,8%).
Yectu: [IpoMenu B HoxTHTE (9,9%; Texku 0,8%).

DOCETAX 75 mg/m’ 8 kombunayusn ¢ doxorubicin:
MHoro uectu: Anoneuus (94,6%); IIpomenu 8 HokTuTe (20,2%; Texxkn 0,4%); Kokun peakumm

(13.6%; HAMA TEXKKH).

DOCETAX 75 mg/mz 8 KOMOUHAUUA ¢ qucnIamuna:
Mmuoro uectH; Anoreuns (73,6%); [lpomenn B HokTUTE (13,3%0; Tewku 0,7%); KoxkHu peakumy

(11,1%; C13/4: 0,2%).

DOCETAX 100 mg/m’ 6 kombunauua c trastuzumab:
Muoro dectu: Anoneuus (67%), Epurem (23%), obpur (24%), YBpeknaHus HA HOKTUTE

(17%).

DOCETAX 75 mg/m’ 6 kombGunayun c capecitabine:

Muoro uectu: CuHApOM pbKa-Kpak (63%; C13/4: 24%); Anoneuuns (41%); [IpoMmenu B HOKTHTE
(14%; C13/4: 2%).

Yectu: Hepmatut (8%); EpuremaroseH obpus (8%; C13/4: < 1%); Obe3upeTsBaHe Ha HOKTHTE
(6%); Ouuxonusza (5%; C13/4: 1%).

DOCETAX 75 mg/m’ ¢ kombunayus c prednisone unu prednisolone:
Muoro uectu: Anoneuus (65,1%); Ilpomenu B HokTuTe (28,3%; HC TEMKH) - -qqun
o6pus/Jlecksamauus (3,3%, C13/4: 0,3%). /f” ?-M Wi
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DOCETAX 75 mg/m’ 8 xombunayus c doxorubicin u cyclophosphamide:
Mmuoro yectn: Anoneuns (97,7%); KoxHa Toxkcnunoct (18,4%; Ct3/4: 0,

HokTHuTe { 18,4%; C13/4: 0,4%).

™




DOCETAX 75 mg/m’ 6 KoMOuHAuuA ¢ UCHAAMUHA U S-ghayopoypania:

Muoro uectu: Anoneuns (Cr3/4: 4,0%); O6puB cbe cbphex.,

Hectu: OOpue cbe cbpbex (C13/4: 0,7%); VYepexkaauus Ha Hokthte (CT13/4: 0,7%):
Excdhonnauus Ka koskata (C13/4: 0%); Cyxa xoxa; JleckBamanms.

3agpniKka HA TEYHOCTH

CpoOliaBa ce 3a ABJICHUS KATO MEpU(PEpHU OTOUM M HE TOJKOBa 4YECTO [UIEBpalleH H3NHB,
nepyukapieH W3NUB, acUUT M HajaasaHe Ha Terno. IlepudepHute oToLM OOUMKHOBEHO 3anoyvBaT
Mo ACNHUTE KpPalHULKA K MOraT jAa ce MeHepanau3upar ¢ HajiaaBaHe Ha Tero 3 W noBeyde Kkg.
3a0pBKKaTa HA TEYHOCTH € KYMYNaTHBHA MO 4ecToTa M TexecT {BixK. pazaena "Cneumanuu
NpeayrnpeXKaeHus ¥ NpeanasHu MepKU npH ynotpeda”).

DOCETAX 100 mg/m’ kamo monomepanun:

Mnoro dectu (64,1%; Texku 6,5%). CpeaHara KyMyJnaTHBHA A03a, BOAELWIA A0 MpeKpaTABaAHE
Ha fievenueTo, € Hax 1000 mg/m’ U cpesHOTO BpeMe 3a 00paTHMa 3aApbiKKa HA TEUHOCTH ¢ 16.4
ceaMHuUM (B auana3ol 0-42 ceaMuun). Hauanoro Ha cpeaHara » TexkaTa 3aapbkka e 3adaBeHo
(cpeaHa kymynatusHa no3a: 8189 mg/m®) npu nauveHTH ¢ MpeMeanKALUs B CPaBHEHHE C
nauMedTH 6e3 npemMeankalms (CpeaHa KyMmyJaTHBHa ao3a: 489,7 mg/m”); chobiueno e obaue.
ye 3a]pbiKKa Ce SIBABA fIPHU HAKOH NAaUMEHTH B X04a HAa PaHHUTE KYPCOBE Ha Tepanuara.

DOCETAX 75 mg/mg Kamo Moxomepanusa: MHOro uecTH (24,8%: rexxkn 0,8%),

DOCETAX 75 mg/m” 8 kombunayus ¢ doxorubicin: muoro dectv (35,7%; Texkn 1,2%).
DOCETAX 75 !Hg/m2 8 KoMOuHayua ¢ yucniaamuna: MHoro yectu (25.9%; rexku 0,7%).
DOCETAX 100 mg/m’ 6 kombunayus ¢ trastuzumab: muoro decrtn: Iepndepan otoum (40%).
JIumdenem (11%).

DOCETAX 75 mg/m’ @ xombunayua ¢ prednisone unu prednisolone: muoro uectu (24.4%:
TeKKA 0,6%).

DOCETAX 75 mg/m’° 6 xombunayus ¢ doxorubicin u cyctophosphamide: MHoro uectn:
[lepudpephn orouu (26,7%; C13/4: 0,4%); He uectu: Jlumpenem (0,3%: C13/4: 0%).
[lepudepun otounm ca ce Habmogasanu B Kpas Ha CPEAHMS 55 MecedyeH MepuHojl Ha
npocneaaBane npu 18 oT 112-Te¢ nauueHTH ¢ nepud)epHH OTOLH B Kpast HAa XHMHOTEPaIUATA.
3anpbKKaTa Ha TEHHOCTH HE € Ouna npuapyX€Ha OT OCTPH €MNH30AH Ha OAWTYPUS HIIM
XANOTEH3UA. Peaku ca choblueHusTa 2a aexuapartauns U 6enoapobdeH OTOK.

CToMalIHO-YpeBHH HAPYIIEHHUA

DOCETAX 100 mg/m’ kamo monomepanua:

MmHoro uectu: Cromarur (41,8%; Cr13/4: 5,3%); Huapus (40,6%; C13/4: 4%); I'anede (40,5%:
C13/4: 4%); Tloepbluane (24,5%; C13/4: 3%).

Yectu: Hzppawienus Ha Bkyca (10,1%; texkn 0,07%); Koucrunauusa (9,8%,; texxa 0,2%);
Kopemuu Gonku (7,3%; texku 1%);, KbpBeHe OT cromainHo-upeBHUA TpakT (1,4%; Texko
0,3%).

He uectu: Ezodarut (1%; texcovk 0,4%).

DOCETAX 75 mg/m’ kamo monomepanus:

Muoro vectn: I'anene (28,9%; Cr13/4: 3,3%); Cromatur (24,8%; C13/4: 1,7%); TloBpbiuane
(16,5%; C13/4; 0,8%); Juapusa (11,6%; C13/4: 1,7%),

Yectun: Koncrunaumsa (6,6%).

DOCETAX 75 mg/mz ¢ Komburayua c doxorubicin:
MHoro uectu: I'agene (64%; Ct13/4: 5%); Cromarur (58,1%; C13/4: 7,8%); Junapus
C13/4: 6,2%); Ilopbuiane (45%; C13/4: 5%); KoHctunanua(14,3%).

DOCETAX 75 mg/m’ € KoMOuUHARUA ¢ YUCHAAMUN:
lNagene (69%; C13/4: 9,6%); llospbuwiane (53,4%; Cr3/4: 7,6%). Huapusa (
6,4%); Cromarur (23,4%; C13/4: 2%).
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Yectn: Koncrunauus (9,4%).

DOCETAX 100 mg/m’ ¢ kombunayus c trastuzumab:
Muoro uectn: I'anene (43%), duapus (43%), Tospbiane (29%). Konctvnaims (27%).

Cromarut (20%), ncnencus (14%), Kopemuu 6oaxn (12%).

DOCETAX 75 mg/m’ ¢ kombunauus c capecitabine:

Muoro uectn: Cromarut (67%; Ct3/4: 18%); Huapus (64%; C13/4: 14%); lanene (43%,;
Cr3/4: 6%), Tlospeiuane (33%; Cr3/4: 4%); Hapyuenus Bbe ekyca (15%: C13/4: < 1%);
KoHctunauus (14%; C13/4: 1%); Kopemuu Gonku (14%; C13/4: 2%): dncnencus (12%).
Hectu: bosika B ropHarta yacT Ha kopema (9%); Cyxora B ycTarta (5%).

DOCETAX 75 mg/m’ ¢ kombunayus c prednisone unu prednisolone:

Muoro wuectu; Tanene (35.5%; Cr3/4: 2,4%); Huapus (24.. 1%:; C13/4: 1.2%):
Cromatut/@apunrur (17,8%; Ct3/4: 0,9%); Hapywenus wa Bkyca (17,5%; C13/4: 0%);
llospbuiane (13,3%; C13/4: 1,2%).

DOCETAX 75 mg/m’ ¢ kombunayua c doxorubicin u cyclophosphamide:

Muoro uvectu: I'agene (80,4%; C13/4: 5,1%); CromaTuT (69,1%; CT13/4 7,1%). Tlopbinate
(42,6%,; C13/4: 4,3%); Ouapus (30,9%; C13/4: 3,2%); M3Bpawenus Ha Bkyca (27,4%:; Cr3/4:
0,7%), Koncrunauus (22,6%; C13/4. 0,4%). YecTu: Kopemuu 6onku (7,3%; Cr3/4: 0,5%).

He wectu: konmr/enrepur/nepdopaunu Ha aebenoro uepso (0,5%). [Ipn aRamMa namyeHTH ce
HaNnoXH MPEeKpaTaBaHe Ha JICHCHHETO, He Osxa oTOenszaHu CMBPTHU Cllyyan Ab/MXKallM ce Ha

TC3H ABJICHUA.

DOCETAX 75 mg/m’ 6 kombunayus ¢ yucnaamuna u S-hryopoypanun:
Mroro vectu: [Manene (C13/4: 16%); Cromatur (C13/4: 23,7%); Moepbliane (C13/4: 14,3%);

Huapus (C13/4: 19,7%).

YecTu: KoHcTunavums (CT3/4: 1,0%); KopeMuu DONKY (C13/4: [,0%):
Ezodarnt/ancdarns/Goaka npu npernviuane (Ct3/4: 0,7%), Hucnencus; CToBaiuHo-4pesHa
xemoparus (Ct3/4: 0,6%).

Hanuue ca cboOlueHns 3a pelkW Cilyyaw Ha ACXMAPATALMA BCJEACTBHE CTOMALLHO-YPEBHM
ABACHUS, CTOMALIHO-YPEBHA MNEPQOPALMs, WCXEMHYEH KOJIMT, KOJAHT W HEYTPONEHHUYEH
CHTEPOKOIHUT. CH0DOLIABa C€ 33 MHOTO PEJIKH CITYHau Ha UIIEYC M UpeBHa OBCTPYKLMUS.

Hapyiumenus Ha HepBHATA CHCTEMA

PazsutieTo Ha TexXka mneprdepHa HEBPOTOKCHUHOCT HAlara peaykiMs Ha jo3ata (Bi.
pazpenure "Jlo3upoBKa M HauMH Ha npuaoxkeHue" W "CneuMaiHu TpeAyrpexKACHUA H
npeanasHy mepku npu ynotpeba”). Jlekure [0 yMEpEeHH HEBPO-CEH30PHM MpU3HAULM <
XapakTepu3nupaT ¢ MNapecTe3uns, AM3ECTE3Us WM OONKM BKAWUYMTENHO napeHe. Hespo-
MOTOPHHUTE ABJCHUA CE XapaKTepu3nupar INaBHoO cbe ¢nabocT.

DOCETAX 100 mg/ni’ xamo MOHOMEPARUA:

Mmroro dectu: Hespocensopnau (50%; C13: 4,1%), Hespo-motophu (13.8%; C13/4: 4%).

JaHHu 3a 06paTUMOCT ca Hanmue npu 35,3% OT nauMeHTuTe, Pa3BUIM HEBPOTOKCHUHOCT CAC!
nedenne ¢ DOCETAX 100 mg/m’ karo MOHOTEpanus. JIBnenuara ca OT3Byvann CriOHTAHHO B

paMKuTe Ha 3 MeceLla.

DOCETAX 75 mg/m’ kamo monomepanus:
Muoro uectu: Heppocensopnu (24%; Ct3: 0,8%).
HYectu: Herpo-motophu {(9,9%; C13/4: 2,5%).

DOCETAX 75 mg/m’ & kombunauua c doxorubicin:
Muoro yectun: HeBpocenzopnu (30,2%; C13: 0,4%).
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Yectn: Hespo-motophu (2,3%; C13/4: 0,4%).

DOCETAX 75 mg/m’ 6 kombunayua ¢ yucniamua:
Mtoro wectu: Hespocensopnu (40,4%; C13: 3,7%); HeBpo-moTopHu (12,8%:; C13/4: 2%).

DOCETAX 100 mg/m’ 6 kombunayus trastuzumab:
Muoro wuectu: [Ilapecresun ( 32%), [naBoGoaume (21%);, [lpomsana na Biyca(14%):

xunoecte3u (1 1%)

DOCETAX 75 mg/m’ ¢ kombunayus ¢ capecitabine:
MHoro uectu: [lapecTesun (11%; C13/4: < 1%).
Hectn: 3amalisane (9%); 'nasoGonue (7%; C13/4: < 1%); [Tepudepna nesponatus (5%).

DOCETAX 75 mg/m’ ¢ kombunauus ¢ prednisone unu prednisolone:
Mnoro yectu: CenzopHa Heponatus (27,4%; C13/4: 1,2%),
Yectn: Moropna Hesponatus (3,9%; Ct3/4: 0%).

DOCETAX 75 mg/m’ ¢ kombunaus c doxorubicin u cyclophosphamide:

Mmuoro uectu: Hespocensopuu (23,8%; C13/4: 0%).

Hectn: HespomotopHu (2,8%; C13/4: 0%); Heepoxoptukanum (2,8%; C13/4: 0.3%):
Hespouepebepannu (1,1%; C13/4: 0,1%). He uectu: Cunkon (0,5%: Ct3/4: 0%).

DOCETAX 75 mg/m’ 6 KomGunauusa c yucnaamuna u S-thayopoypauun:
Muoro uectu: llepudepna cenzopHa Hesponatus (C13/4: 8,7%); Jucreysus/napocmus.
Yecru: 3amaiiBane (C13/4: 2,3%); [lepudepna Mmotropna HeBponarus (C13/4: 1,3%).

HeBpo-ceH30pHH HapyllleHus ca NpoabKMAM Aa ce HabmionaBar B kpas Ha cpeaHus 55-
MECEUCH NEePHOA Ha npocieasaBane NpH 9 oT 73-Mara NaUEHTH C HEBPOCEH30PHH HAPYLUEHUS B
Kpast HA XMMHOTEpaITUATA.

[Ipn npunarane Ha docetaxel ca Habr0n2BaHK peaky Cydaun Ha MbpPuOBE WM NPEXo/Ha 3aryda
Ha cb3HaHHe. Te3u peakUnd MOHIKOra ce NposBABAT NO BpeMe Ha MHd)y3upaHe Ha npenapara.

Chpaeunn napyumenus

DOCETAX 100 mg/m’ kamo monomepanus:
Hectn: Copaeunu auspurmud (4,1%; C13/4: 0,7%); Xunotensus (3.8%). Xunepreniuns (2,4%).
He uwectu: Copaevna HepoctarbuHocT (0,5%).

DOCETAX 75 mg/m’ kamo monomepanus:
Heetn: Copaeusn auspurMud (2,5%, He texxkkn);, XunoteHsus (1,7%).

DOCETAX 75 mg/m’ 6 kombunauun c doxorubicin:
Hectu: Copaeuna HepocratbuHocT (2,3%); Copaeunu ausputmun (1,2%, He Texkn).
He vwectn: Xunorensusa (0,4).

DOCETAX 75 mg/m’ ¢ kombunauun ¢ yucnaamuna:
Hectn: Xunotenszus (3,7%: C13/4: 0,7%); Copaeunu auszpurmun (2,5%: C13/4: 0.7%).
He dectn: CbpaeuHa HeaocTaTbuHoCT (0,5%).

DOCETAX 100 mg/m’ ¢ kombunauun c trastuzumab:
3a CHMNTOMATHYHA ChPACIHA HEAOCTATLYHOCT € 6UN0 aoknaaBaHo npu 2,2% OT NAUMEHTHTE, ...

nonyuunn DOCETAX nmoc trastuzumab B cpaBHeHne ¢ 0% o1 mauMeHTuTe no MG s
DOCETAX karo MmoHorepanus. B rpynata na DOCETAX nawc trastuzumab, -
NnoAyvaBany fpeaxoiHa aHTPauMKIUHOBA aJl0BAHTHA TEpanua, B cpaBHEeHHE ¢ 55%
Ha NPUIOXKEH KaTo MoHoTeparua docetaxel.
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DOCETAX 75 mg/m’ & kombunayus ¢ capecitabine:
Muoro yecth: Orox Ha gonHute kpaiinnum (14%; C13/4: 1%).

DOCETAX 75 mg/m’ & kombunanua ¢ prednisone unu prednisolone:
Hectu: CHkaBaHe Ha ieBOKaMepHata cbpacuta GyHkumns (3,9%; C13/4: 0,3%).

DOCETAX 75 mg/m’ 6 kombunauua c doxorubicin u cyclophosphamide:
Muoro vdectu: Bazoaunaraums (20,3%; Cr3/4: 0,9%).

Hectu: Covpaeunu auspurmun (3,9%; C13/4: 0,1%); Xunorenzus (1.5%: Cr3/4:
0%).

DOCETAX 75 mg/m’ 6 komOunauun ¢ yucnaamuna u S-thayvopoypaiun:
Hecru: Aputmua (C13/4: 1,0%); Muokapauna ucxemus (C13/4: 0,6%).

Cbobiuasa ce Chilo 3a 3acToiHA ChpAeuHa HeaocTaTbyHOCT (1,6%). Chobluasa ce 3a peakH
CJIy4aH Ha MHOKapAEeH HHQapPKT.

YeproapoOHo-KIIBLYHE HAPYIIEHHS

DOCETAX 100 mg/m’ kamo monomepanun:
Hecru: Tosuiuenne Ha Suanpy6un C13/4 (< 5%); [Nosninenue Ha ankanHa docdaraza CT3/4 (<

4%); Hosuwenne Ha AST C13/4 (< 3%); [oBuwenue Ha ALT C13/4 (< 2%).

DOCETAX 75 mg/m’ kamo monomepanun:
Yectu: Tlosuiuenne Ha Gunupybun Ct3/4 (<2%).

DOCETAX 75 mg/m’ 6 kombunayusa ¢ doxorubicin:

Hectu: Iosuwernune na SGunnpybun Cr3/4 (< 2,5%); [Nosuiuenue na anxanHa docharasza C13/4
(< 2,5%).

He uectn: IMosuuenne na AST C13/4 (< 1%); lTosuwenue na ALT Cr3/4 (< 1%).

DOCETAX 75 mg/m’ & Komburnayus c yucniamuna:
Hecru: [losnuierue Ha 6unnpybur C13/4 (< 2,1%); IMosnuwenune na AlLT C13/4 (1,3%).

He uectn: TloBnwenne na AST Cr3/4 (0,5%); lNosuiuenue na anxanna docaraza Cr3/4
(0,3%).

DOCETAX 75 mg/nt’ ¢ kombunayus c capecitabine:
Hectu: Xunopounupydunemus (C13/4: 9%).
CpoOuiaBa ce 3a MHOTO peKH CJIYUaH Ha XEMaTHT.

Hapymenus na merabosin3zma v XpaHeHeTo

DOCETAX 100 mg/m KAmo monomepanus: MROro yecTH: AnopekcHs (16,8%)
DOCETAX 75 mg/m Kamo MOHOmMepanus, MHOTO YecTd: AHopekcHsa (1 9%).
DOCETAX 75 mg/m ¢ kombunayus ¢ doxorubicin: yectu: AHopekcus (8,5%).
DOCETAX 75 mg/m 8 Homﬁunauuﬂ C yucnaamuna: MHOTO 4YeCTH: AHopekcud (28,8%).
DOCETAX 100 mg/m’ ¢ xombumayun c trastuzumab; MHOTO HYecTH: AHopekcna (22%);
IToBruiaBaHe Ha TenecHoTO Terno (15%).

DOCETAX 75 mg/m’ 6 xombunayus ¢ capecitabine

Muoro uecty: Anopekcus (12%; C13/4: 1%); Hamanen anetur (10%).

Yectn: dexupparaumsa (8%; Ct3/4: 2%), Hamansaeane na ternoro (6%).

DOCETAX 75 mg/m’ & xombunayus c prednisone wiu prednisolone:MHOTO yecTn: AH
(12,7%, C13/4: 0,6%).

DOCETAX 75 mg/mz 6 xombunayus c doxorubicin u cyclophosphamide:
AHopekens (19,9%, Ct3/4: 2,2%), Tlosuinasane vy HamansBaHe Ha Ternoto (15

0,3%).
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DOCETAX 75 mg/m’ e xombumayus ¢ wuchnamuna u d-hayopoypayui; MHOTO  HeCTw:
AHopekeusa (Ct3/4: 11,7%).

O4Ynu HApYLIEeHHN

CboOwaBa ce 3a MHOrO PeKH Clyuad Ha MNPEXOJHH 3PHUTENHM HapylleHUs (6efiv neTHa,
(QOTOMNCHSA, CKOTOMM), OOHMHAHHO BB3HUKBALUK M0 BpeME Ha WH(Y3MS Ha JIeKapCTBOTO M
aCOUHMHPAHK C PeaKUMKU HA CBPBXUYYBCTBUTENHOCT. Te Ogxa ofpaTumu criea npexkpaTaBaHc Ha

UHPY3HATA.

Psaako ce cvobluasa 3a cyuan Ha JlaKpuMaUMs ¢ UK 6€3 KOHIOHKTHBMT, KAKTO M 3a CAy4yau Ha
ODCTpyKUHS Ha CTB3HUS KaHAT, KOETO BOAM A0 NMPEKOMEPHO CIBI00TACSHE,

DOCETAX75 mg/m’ ¢ xombunayus ¢ capecitabine.

Muoro uectn: Y Benuuena nakpumauus (12%).

DOCETAX 75 mg/m’ 6 KoMBunayus ¢ yucniamuna u 5 -ghayopoypaun.

HectH: Yeenuuena nakpumauus (Ct3/4: 0%); KoHiOHKTHRUT.

MyCKY/JIHO-CKE/JIETHH ¥ KOCTHH HAPYIIEHHS

DOCETAX 100 mg/m’ kamo monomepanus:
Muoro uectu: Muanrus (20%; Texka 1,4%).
HYecTu: Aprpanrus (8,6%).

DOCETAX 75 mg/m’kamo monomepanun:
Yecrn: Muanrnsa (5,8%).

DOCETAX 75 mg/m’ ¢ kombunayus ¢ doxorubicin:
Hectu: Muanrus (8,5%).

DOCETAX 75 mg/m’ 6 Kombunauus ¢ yucniaamuna:
MHoro yect: Muanrus (13,8%; Texxka 0,5%).

DOCETAX 75 mg/m’ ¢ kombunauus c capecitabine:
MHoro yectu: Muanrua (14%; Ct3/4: 2%); Aptpaarus (11%; Cr3/4: 1%).
Uectn bonku B repba (7%; Cr3/4: 1%).

DOCETAX 75 mg/mz 8 Kombunayua ¢ yucnaamuna u S-ghayopoypauun:
Yectu: Muanrus (Cr3/4: 0,6%).

JHXaTeTHH, (PbAHH H MeAHACTHAJIHH HAPYIMEHHA

DOCETAX 100 mg/m’ kamo monomepanus:
Muoro yectu (Jducnnes (16,1%; Texxka 2,7%).

DOCETAX 75 mg/m’ ¢ kombunauua c capecitabine:
Muoro vecth: Boinanedo repno (11%; C13/4: 2%).
Yecru: Hducnues (7%; C13/4: 1%); Kaunnua (6%, C13/4: < 1%); Enucrakcuc (5%; C13/4: <

1%).
OO0y HapyIeHus H peaKIHH B MACTOTO HA HIpHJIATAHE

[lo npuHUMD peakuuuTe B MACTOTO Ha WMH(QY3MpaHEe ¢a JeKM W CE ChCTOSE=H
XAMEPNUrMeHTalns, Bb3MajleHHe, 3auepBABAHE WAW CYXOT4 Ha KozKara,
€KCTpaBa3alMs H OTOK HA BEHATa.

DOCETAX 100 mg/m’ kamo monomepanus:
Mnoro dectu: Actenus (62,2%; texxka 11,2%); bonka (16,5%).
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Hectn: Peakumu B MACTOTO Ha UHGy3upane (5,6%); 'pbaHa Gonka (4.5%: Texka 0,4%) 6es
34CATAHE HA CbPLE WIK AULIAHE.

DOCETAX 75 mg/m’kamo monomepanus:
MHuoro yectu: Actenns (48,8%; texxka 12,4%); bonka (10,7%).

DOCETAX 75 mg/m’ & kombunayua c doxorubicin:
MHoro yecTH: ActeHusn (54,7%; texxka 8,1%); bonka (17,1%).
Yectu: Peakuun B MACTOTO Ha uHpy3upane (3,1%).

DOCETAX 75 mg/m’ ¢ KoMGunauua c yucniamuna:
MHoro yectu: Actenud (51,5%; Texka 9,9%).
HectH: Peakuuu B MACTOTO HA MHGY3upaHe (6,2%); bonka (5,4%).

DOCETAX 75 mg/m’ 6 komGunauus c capecitabine:

MHoro vwectn: Acrenms (23%; C13/4: 3%); Tupekcusa (21%; C13/4: 1%); YmopsemocT (21 %;
C13/4: 4%); Cnaboct (13%; C13/4: 1%).

Yeern: bonku B kpaitnuuure (9%; C13/4: < 1%); Jletaprusa (6%); bonka (6%); Kanangosa B
ycTaTa (6%; C13/4: < 1%).

DOCETAX 75 mg/m’ 8 kombunauua ¢ yucnaamuna u 5-gayopoypayion:
Muoro uectu: Jleraprus (Ct3/4; 19,0%); Tpecka (Ct3/4: 2,3%); 3aapbKKa Ha TEUHOCTH

(Texxa/KyBOTO3acTpallaBama: 1%o).

4.9 Hpexo3zupane

Hanuue ca manko cb»obluleHUs 3a rnpeposdpade. He e u3BecTeH aHIMIoT 3a Npeio3upaHe ¢
docetaxel. B cayuait Ha npeao3upaHe, naukeHTsT TpaOBa Aa ce 3aAbPiKH B CHELUATIUIUPAHO
3BEHO W JKU3HEHUTE (PYHKIHH TpAOBa la ¢€ MOHUTOpPUPAT CTPUKTHO. OQUaKBAHUTE TIbPBUYIIH
YCIIOKHEHHUSA OT TPEAO3HUPAHETO CE€ CBCTOAT B MNOTHUCKAHE Ha KOCTHUS MO3bK, nepudepHa
HEBPOTOKCHUYHOCT M MYKO3MT. MakcumanHo Obp30 c¢lied OTKpPUBAHE Ha MNPEeA03MpaHEio,
nauueHT:T TpaAdea ga nonydu G-CSF B tepanesTnunun ao3u. Ilpy Heobxoaumoct tpabea aa ce
fpeAnpuemMar Apyry noaxoadalid CUMIITOMATHYHU MEPKH.

3. OAPMAKOJOIHYHHA CBOHCTBA

5.1 PapMAKOAHHAMHYHH CBOHCTBA

DapMakoTepaneBTHYHa rpyna: AHTHHeoNn1acTuYHKU MeaukamedT, ATC koa: LOTCDO2.

IIpeaknnHAYHN JAHHH

Docetaxel e aHTHHeONIaCTHYEH areHT, KOWTO AeWCTBa 4pe3 yCHJIBaHE crinobsBaHETO Ha
TYOynuH B cTaOWUNHU MUKPOTYOYNU M UHXUOUpa TAXHOTO pa3rao0sBaHEe, KOETO BOAM A0
NoAYEepTaHO HaMaNnsiBaHe Ha cBoOoaHNA TyOynuH, Cebp3BaHeTo Ha docetaxel ¢ mukpoTyOynuTe
He npoMeHa Opos Ha MPOTOPHIAMEHTHUTE.

In vitro ¢ pnokaszano, ue docetaxel paspyinasa MUKpOTYOynHATa MpEKa Ha KJIETKUTE, KOATO € OT
OCHOBHO 3HAYeHHUE 3a JKM3HEHUTE MUTOTHUHU U UHTEep(ha3HU KAEThYHH (PYHKLIHH,

In vitro e otkpuTO, e docetaxel € HUTOTOKCHUEH CNPAMO PA3NIMHYHM MULLW U YORCLUKH TYMOPHH
KN€TbYHU JIMHHA U COPAMO MPACHO €KCUU3MPAHW YOBEWIKH TYMOPHHW KJIETKH N0 BpEME Ha
KIOHOI€HHHW H3chaeapanua. Docetaxel nocTvra BUCOKH BbTPEKJIETbUHH KOHUEHTPALMH C AbJIbl

BCHHKHM KICTBHYHHW JTHHHHW OTACHAUIHK B NMPCKOMCPHO KOJHUYCCTBO pP-IIIMKONPOTCHH
KOAHWPAH OT IrclHa 3a MyJITUMCAHUKAMCHTO3Ha PC3HCTCHTHOCT. In vivo docetaxel e ne;
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CXEMa WU NPUTENKABA LIKPOK CIEKTBP EKCNEPUMEHTANHA AHTUTYMOPHA AKTUBHOCT CHPAMO
HaNpeIHAIM MULLKW M YOBELIKH UMIUIAHTALKOHHH TYMODH.

5.2 PapMaAKOKHHETHYHY CBOHCTBA

dapmakokuHeTHKaTta Ha docetaxel Oeme usciaeaBaHa HpPW NAUMCHTH € KAPUMHOM  Cjiel
npuiarake Ha 20-115 mg/m’ no Bpeme Ha npoyusanus orT daza |. KuueTHunuaT npodun Ha
docetaxel € A030HE3aBUCHM W CBOTBETCTBA HA TPUKOMNAPTUMEHTHMA (PAPMAKOKUHETHYEH
MOJENl ¢ MONYXHBOTH 3a (ra3ute o, B U Y CbOTBETHO 4 MUHYTH, 36 muHyTtn W ll,I yaca.
KucHaTa (haza ce ABMKM OTYACTH HA OTHOCUTEITHO 0DaBHOTO H3Jsiv3aHe Ha docetaxel ot
nepudepHus koMnapTuMent. Cnej npuinarade Ha ao3a ot 100 mg/m’ noa dopmara Ha
€eAHOoUYacoBa UHQY3us, Oclle MOoJyYeHO CPEeAHO MNHKOBO Iula3MeHo HWUBO oT 3.7 ug/ml cbe
cboTBeTHA AUC ot 4,6 h.ug/ml. Cpeanure cTOMHOCTH 3a TOTaANHUA KJIUPBHC OT OpraHvu3Ma K
steady-state obeMa Ha pasnpeaeneHue 0sXxa CbOTBETHO 21 I/h/m* v 113 [. Bapnaunure mexay
HHAUBAAWTE MO OTHOLIEHWE TOTAJNEH KIUPBHC OT opraHdsiMa 0sxa npubiauzurtenno 50%.
Docetaxel € cebp3aH ¢ n1a3MeHATE NPOTEUHU B HAaa 95%.

[Tpu Tpuma NauMeHTH ¢ KapuHWHOM Gelle npoBeacHO npoydsare ¢ Mapkupan ¢ C docetaxel,
MenukaMeHTBT Oerlie eMMMUHHPAH eIHOBPEMEHHO Ype3 ypUHaTta W W3NpaXKHEHUsITa B paMKHTE
Ha 7 nHU chaed udToxpoM P450-meauupaH okucnuteneH mMetado/iM3bM Ha TpeTHHHATa OYTHII-
€CTEPHA rPyna, KaTO €KCKPeUUATa Ype3 YpUHATa M M3MPaXKHEHHUATA OTroBapsaxa ChbOTBETHO Ha
6% u 75% OT NprIOKEHOTO paadOakTHBHO BewecTBO. Okono 80% oOT nonyydeHoTo B
U3NPAKHEHUATA PAIMOAKTHBHO BELIECTBO CE €KCKPETHpa Mo BpeMe Ha mbpBUTe 48 vaca non
(hopmaTa Ha €IHH [JIaB€H HEAKTUBEH MeTabOIUT U 3 BTOPOCTENEHHW HEAKTUBHH MeTabo/uTa U
MHOI'0O MQJIKH KOJIMHECTBA HEMTPOMEHEH MEIANKAMEHT.

[lonynauvonen papMakoKMHETHUEH aHanu3 Oelne u3BbplieH ¢ docetaxel npu 577 mauveHTwm.
DapMakOKMHETUYHHTE NapaMETPU ONpEAeeHH upe3 Moaeia 0AXa MHOro ONU3KA [0 TE3
NOJYYE€HU AOpH nNpoyuBaHuaTa or ¢asza |. PapmakoxuneTukara Ha docetaxel He ce npomens o1
Bb3pacTTa WIM nosia Ha nauuenTa. [lpyu Mansk Opoit nanueHTy (n = 23) ¢ KIUHUYHU JaHHHW OT
OMOXUMHUUHUTE H3CIIEABAHUS COYELIW JIEKO [0 YMEPEHO HapylleHWe Ha uYepHoapobraTa
¢yHkuun (ALT, AST = 1,5 netv ['TH 3aeaH0 ¢ ankanHa ocdarasa > 2,5 nbtu I'l H), obwmat
KJIHpBHC Oelle cHWxeH cpeaHo ¢ 27% (Bx, pasaena "Jlo3upoBka M HaYUH HaA DPUIOKEHHE").
KaupbHebt Ha docetaxel He ce nmpoMeHM nMpy NMauMEHTH ¢ JIeKa 10 YMEpPEHa 3aApbXKKa Ha
TEYHOCTH, KaTO HE pa3nojarame ¢ JaHHU 3a NaUMEHTH C TEXKKA 3a1pbiKKa Ha TEYHOCTH.
[lpoyuBaHero ot ¢pasa 1 oueHsBawo edekxra Ha capecitabine Bbpxy (papmMakOKWHeTUKaTa Ha
docetaxel u obpaTHOTO rMokasa, 4ye capecitabine He BAMAE Bbpxy (apMakoKAHETHKaTa Ha
docetaxel (C,x 1 AUC) u docetaxel He BIMsge BLPXY NPAKTHYECKHU J€UCTBALUMAT METaDOJIMT Ha
capecitabine Hapeuen 5'-DFUR.

Knupbhaebt Ha docetaxel B koMOuHMpaHa Tepanus ¢ udcmiaTHHa ce oOkasa nonodeH Ha
HabnopaBaHus npH  MoHoTepanuf. DapMakOKMHETHUHUAT NPOQHI  Ha uMCIaTHHarTa
npuioxexa BenHara cnen WHPy3nda Ha DOCETAX e noaobeH Ha To3u HabmogaBaH fpw

CAMOCTOATENHO NPHJAraHe Ha LUCIIaTHHA.
5.3 IlpeakJAHHHYHH JAHHH 32 0€30NMACHOCT

KarnueporeHHUaT noteHuuan Ha docetaxel He e nzcneasan.
Hokazano Oeine, ue docetaxel € myrareHeH npu inm vitro MOHOHYKJ€apeH W XpPOMO3OMHO-

abepauuronel Tect BbpXy CHO-KI1 knetku v npu in vive MHKPOHYKJICAPDEH TECT NPH MHLIKH.
Toh obaue He npeanaBUKa MYTAareéHHOCT [IPH TecTa Ha AMeESs W NpW HM3CIEABAHETO 3a NEHHM

myrauuy CHO/HGPRT. Pesyntarure oTroBapsat Ha (apMaxoflorMyHaTa akTHBHOCT Ha
docetaxel.

6. ODAPMAILEBTHYHHU JAHHH
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6.1 CnuebK HA NOMOIHHTE BeIecTBA

DOCETAX KoHueHTpat 3a uH(Qy3us: polysorbate, anhydrous citric acid
PazteopuTen: alcohol 95%, water for injection

6.2 HecLBMECTHMOCTH
Hsama u3reCTHM.

6.3 Cpok Ha rognocTt

DOCETAX KOHUEHTpAT 38 UHPY3us — 3 FOAUHMU.

PasTBopuTen — 3 rOANHM.

[Ipeasapurenen pastsop: [Ipeasapurenuuar pazreop cbabpxka 10 mg/ml docetaxel v Tpabea na
ce uznonsea He3abaBHO ciie] NPUTOTBAHETO My, XHUMHYECKATa U (pu3vueckaTta cTabHIHOCT Ha
npeaBapyuTe/iHia pa3tTBop cbaue e fokasaHa 3a § yaca nipu Temrneparypa ot 2 no 8°C.
HHdy3uoHen pasTBop: MHQY3UOHHUAT pa3TBOp TpsaOBa Aa c€ M3N0J3Ba B paMKWTE Ha 8§ yaca

[pu Temneparypa ot 2 ao 8°C.

6.4 CnenHa/IHH YC/10BHA HA CbXPAaHCHHE

dnakoHuTe TpAOBa Ja ce ChXpaHABaT Npu Temneparypa 2-8°C, Ha 3alUMTEHO OT CBET/HHA
MSCTO,

6.5 /IaHHH 32 olTaKOBKATAa

Besika onakogka ce ¢bCToM OT eauH (iakoH ¢ DOCETAX koHueHTpar 2a MH(MDY3HOHEH pa3TBOp
A eqUH (DJIAKOH C Pa3TBOPHUTE.

Onakonn ¢ DOCETAX konunenTpar 3a nH)y3HoHeH pa3TBop:
Onakonute DOCETAX 40 mg/ml — 0,5 ml y DOCETAX 40 mg/ml - 2 ml ca ¢cvoTBeTHO OT 5 M

15 ml, or npospauHo crTbkio Tun flint (onTH4HO), ¢ ryMeHa 3anylwlanka W aTyMUHHEBa
orxayneaia ce kanadka. OnaxoHure DOCETAX cwbabpxKar pa3TBOp Ha JAOUETAKCeS B
nonucopbar 80 U NMMOHEHa KucenrHa B KOHUeHTpauus 40 mg/ml.

MnakonbT DOCETAX 40 mg/ml — 0,5 ml ¢vavpxa 40 mg/ml pa3TBop Ha aoueraxkcen B
noaucopdat 80 (0bem na HanwnBade 25,177 mg/0,59 ml). ®aakonsT DOCETAX 40 mg/ml — 2

ml cvabpxka 40 mg/ml pasTeop Ha gouetakcen B noaucopbat 80 (0bem Ha HanwapaHe [00.71
mg/2,36 ml). Te3sn obeMu ca ycTaHOBEHM 110 BpeMe Ha pazpaborBaHeTo Ha DOCETAX, 3a na ce
KOMIEHCHpa 3arybata Ha TEYHOCT NPH NPUIrOTBAHETO HAa paszTBOpa Mopaand pasNeHBaHe.
anxe3usl KbM CTEHUTE Ha (pakoHa U T. HAp. MbpTbB 0DeM. ToBa NMpenbiBaHe rapaHTHpa, e
cnen paspexxaaHero Ha koHueHrpara DOCETAX 40 mg/ml — 0,5 mi ¢ pasrsopurtens ocrasa
obem ot 2 ml, cvappkay 10 mg/ml nouerakcen, t.e. 20 mg Ha ¢nakoH, a 3a DOCETAX 40
mg/ml — 2 ml ocraa ofem ot 8 ml, ¢cbabpxkain 10 mg/ml nonerakcen, T.e. 80 mg Ha (pnakon,
KOETO € B CbOTBETCTBHE C KOJIMUECTBATA YKa3aHU BbPXY €THKETUTE.

PrakoHH ¢ pasTBOPHTE
GOnakonute ¢ pazreoputen 3a DOCETAX 40 mg/ml — 0,5 ml ca ot 5 ml, a 3a DOCETAX 40

mg/ml — 2 ml or 15 ml, or npo3paudo crekio tin flint (oONTUYHO), C TyMEHA 3anylianka W
ANTYMUHHUEBA OTX/TYIMBALLA CE Kanayka.

Beexun aakon ¢ pasrBopuren 3a DOCETAX 40 mg/ml — 0,5 ml cvabpxa |
Beeku dnakoH ¢ pastBopuren 3a DOCETAX 40 mg/ml — 2 ml ¢cpabpka 6 1

[lpubaBsnero Ha uanoOTO KOytMuecTso pasreopuren kbm DOCETAX ocuryps
10 mg/ml pouerakcen.
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6.6 CnennalHH HPEANAIHH MEPKH IPH H3XBLpJIAHE

[Ipenopnku 3a GezonacuHa pabdora

DOCETAX e aHTHMHEOMIacTUYEH areHT M, KakTo W MNpH ApPYry IMOTEHUHAIHO TOKCHYHH
BELIECTBA, € HEOOX0AUMO BHHMaHHe ApH pabota v npuroresHe Ha pa3zteopu Ha DOCETAX.
[1lpenopbuBa ¢€ U3NOA3BAHETO HA PHLKABULH.

AKO KOHUEHTPATHT, NMPEABAPUTENHUAT pa3TBOp MAW WH(QY3HORHHMAT pasTeop Ha DOCETAX
BJE3€ B KOHTAKT ¢ KO)KaTa, M3MUTE ro He3zablaBHO M CTApATENHO C BOAA W canyH. AKO
KOHLEHTPATHT, NMPeABAPUTERHUAT PA3TBOP KW UH(PY3MOoHHUAT pastBop Ha DOCETAX Bnese a
KOHTAKT C JIMFaBMLM, U3MHUATE He3aDaBHO M CTapaTresiHO ¢ BOJA.

Hoaroroska 3a HHTPABEHO3HO NIPHJIOKEHHE
a) IlIpuzomesne na npedsapumennus pasmeop wa DOCETAX (10 mg/m! docetaxel)

AKO (MIAKOHHTE ¢€ CbXPaHABAT B XJIAAWJIHUK, OCTABETE HEOOXOAHMOTO KONUUYECTBO OMNAKOBKH
DOCETAX 3a 5 MMHYTH ITIPH CTalHa TEMIEpaTypa.

C noMoiuTa HA CIIPUHLUOBKA U HIJIa, aCCNITUUHO M3TEINIETE LUIOTO ChbAbPKAHUE HA (IaKoHa ¢
pazreopuTen 3a DOCETAX kato oObpHeTe (priakoHa Hagoy.

HHskekTHpaiTe UANOTO KOJIMYECTBO OT CIIPHHLOBKATA B CbOTBETHUS (piiakon DOCETAX.
UsBanere CNpMHLOBKATA W MIJAaTAa M CMECETE Ha pbka 4Ype3 MHOrOKpaTHU o0pbluaHds Ha
¢iakoHa B npoAb/DKEHHWE Ha noHe 45 cexyuau. He pasknaiuanTe.

OcTtaBete (p1aKOHA ¢ NpeJBApUTE/IHHAS PasTBOP 3a 5 MUHYTH IpH CTaHHa Temnepartypa, ciea
KOETO TpPOBEPETE AATH Pa3TBOPBHT € XOMOIeHEH U OMCTHP (HAJIMUKETO HA MsiHA € HOPMAHO
AOPH caell S MUHYTH NOpajH CbhAbpikaHUeTo Ha nosucopbat 80 B cheTaa).

[TpensapureHUST pasTBop cbabpka 10 mg/ml docetaxel u Tpabea na ce w3nonsea HezabaBHO
cjle] MNpUroTBiHe, XWMHYECKaTa U (dU3MUecKaTa CTAOWIHOCT Ha NpPEABAPUTE/IHMA PaA3TBOP
oBaue, € qoKa3aHa 3a 8 yaca npH cbxpaneHde mexay 2°C v 8°C nau npu ctaliHa Temneparypa.

) IIpucomesne na ungy3uoHHUA pazmeop

3a nofnyuaBaHe Ha Hy)XXHaTa 1033 3a AaJeH MalUEHT MOXKE Ja € HeOOXOAWM MoBeve OT ¢AMH
dbnakon ¢ npeaeapurteneH pasTBop. Cropea HyXHATa 3a NauueHTa /033 B MHIWTPaMu,
ACENITUYHO W3TEr/IETE CHLOTBETHUA O0EM OT MpeaRAPHTENHUS pazTBop cbhabpikail 10 mg/ml
docetaxel oT cbOTBETHHUA OpOH (PNAKOHU ¢ NpeaBapUTENEH Pa3TBOP C ITOMOLLTA HA rpajyHpatiu
crIpUHLIOBKY ¢ urnK. Hanpumep, 3a ao3a or 140 mg docetaxel, e HeoOxoanmo na W3TernnTe [4
ml npeaBapuTteneH pa3Tsop Ha docetaxel.

HmxekTypaiite HY)HOTO KOMUYECTBO TpEABapUTEEH pa3TBOp B MH(Y3HOHEH cak unu HaHka
cuabpkaiia 250 mi 5% pa3reop Ha rimoko3a uin 0,9% pasTBOp Ha HaTPHUEB XJIOPHA.

Ako e Heobxoauma pao3za no-ronsma ot 200 mg docetaxel uznonssakiTe no-ronaM obem
MH}Y3UOHEH HOCUTEN TAKa, Ye Ja HE C€ HaABULIABa KoHUeHTpauuaTa 0,74 mg/ml docetaxel.
CMeceTe uHby3HOHHHA CaK Wik DaHKa rnocpeacTBoM pasK/iallaqe.

Undysuonuuat pazteop Ha DOCETAX Tpabea na ce u3non3ea B paMKuTe Ha 4 yaca u TpaoBsa
lla ce MPUJIOKK acenTHYHO noa dopMara Ha egHoYacoBa WH(Y3HA ChC CTallHa TeMmnepartypa H

MNpU HOPMajiHa OCBETEHOCT.
KakTo npM BCUYKH MapeHTEPANTHHU MPORYKTH, MpeABapuTEIHUAT pasTeop Ha DOCETAX Tpaosa
Na ce MPOBEPH BU3YAIHO MpeAd ynorpeba, kaTo pasTBOPH ChIbPXaulM NPELMANTAT TPsOBa Na

ce U3XBBLPAAT.

H3xBbpisHe e

BcHukM MaTEpUAaTH U3M0JI3BaHK 3a pa3pexaane U NpuaoxeHue TpaOBa /1a ce U3
CTaHJAPTHUTE MPOUELYPH.
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7. IIPHTEXATEJI HA PAZPEIIEHUETO 3A YIIOTPEBA
Cipla (UK) Limited

The Old Post House, Heath Road, Weybridge KT13 8TS

ObennaeHo Kpancteo Beankobpuranus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA
DOCETAX 20 mg — 20060020/20.01.2006

DOCETAX 80 mg —20060021/20.01.2006

9. HATA HA IITbPBOTO PA3PEIIABAHE/TMMOJHOBSIBAHE HA
PASPEIIEHHUETO 3A YIIOTPEBA

DOCETAX 20 mg — 11-12207/20.01.2006

DOCETAX 80 mg — 11-12208/20.01.2006

10. JATA HA AKTYAJIU3IHUPAHE HA TEKCTA
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