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1. HMME HA JEKAPCTBEHUS ITPO,
SINDAXEL® 6 mg/ml concentrate for solution for mfusmn
CHUHIIAKCEJ® 6 mg/ml xoHIeHTpaT 34 HHTpaBeHOBHa HHPY3IHA

2, ROJII/I"-IECTBEH H KAYECTBEH CBCTAB

Enue ¢naxoH ¢ 5 ml KOHIIGHTpaT 3a HHTPaBEHO3HA HHQ Y31 CHHEaKceN® ChIBpPKa
cboTBeTHO 30 mg paclitaxel (6 mg/ml) kaTo IEKapCTBCHO BELIECTBO.

Enun ¢naxoH ¢ 16,67 ml KOHUEHTpaT 3a MHTPaBEHO3HA MHQY3HS Cunpakcen”
chappka croTBeTHO 100 mg paclitaxel (6 mg/ml) xaro JiekapCTBEHO BEIIECTBO.
Emun dnaxon ¢ 43,33 ml KOHIEHTpAaT 3a MHTPAaBEHO3HZ HH(QY3MA Crupaxcen”
chABPXa choTBeTHO 260 mg paclitaxel (6 mg/ml) xaro JJekapCTBEHO BEIIECTBO.
Empun ¢nakon ¢ 50 ml koHNEHTpaT 3a MHTPaBEHO3Ha rHQy3us Cunpaxce
crappxka ceotBeTHO 300 mg paclitaxel (6 mg/ml) karo JEKapCTBEHO BEILECTBO.

®

3. JEKAPCTBEHA ®OPMA

Onucanue

BHCTED, IEKO BHCKO3€H pa3TBOD, 6esuBeTeH no 0Jie0 HKBIT HA LBAT
KoHIeHTpaT 32 HHTPaBEHO3Ha HHPY3HA

4. KIAHNYHA JAHHHA

4,1. Iloxazammns |

HenpeOroKkaers9en KapnuaoM Ha Genas xpod

Cyupakces B KkomMOMHallHg C UHCIUIATHHA € TIOKasaH 3a JICUCHHC Ha
HenpeOGHOKIETPUEH KapHMHOM Ha Oenmus [po® IpH NAUMEHTH, OPH KOHMTO
pajJUKaJHATa OTIEpaTHBHA TEPAIlHi WK PaIMOTEpanus HE Ca NOKasaHH!.

KapunnoM HAa AHYHHKA

CuHpakcen € TOKa3aH 33 JISYeHHETO Ha HArpefHal KaplUuHOM Ha SHTHEKA KATO
MOHOTepannﬂ HIH B KoMOMHAIMA ¢ LUCIUIATHHA.

¢ KaTo NMBpBA JMHMA Ha XUMHOTepamusa, CHHIAKCEN € MOKa3aH MpH MallHECHTH B
HanpeAHall CTauii KapIIMHOM Ha SHYHHMKA WIH ¢ OCTATBYCH TyMOp (Hax 1 cm) cnen
MHMLAAIHA JIATIApOTOMHS, B KOMOMHAIMA C IKCIUIATHHA.

¢ KaToO BTOpA JIMHHA HA XHMHOTCpANis Ha KapOMHOM Ha SIMYHHKA, CHHnaKcen e

Pak Ha rppaaTa
CHHpakcen € TI0Ka3aH NpH MeracTa3ypall KapliHHOM Ha I'bpAara,
CTaHJapTHaTa Tepamys.

4.2. Jlo3mpoBKAa H HAYHH Ha ynorpeda
ITo nexapcko mpeamdcaHue!




[Ipenu HayamoTo Ha sedeHmeto che CHHAaKcel BCHUKM HANMEHTH TpabBa na
NOJIy9JaT T€panMA C riroKoKopTUKocTepouau (20 mg aexcaMera3oH nepopairHo 12
yaca M 6 4aca mpead IMpHJIaraHeTo Ha NAKIHUTaKCceN), aHTHXUCTAMUHK aHTH-H (50

mg mupeaxuapaMud wim 10 mg xmodeHHpaMHH HHTPEBEHO3HO) H AHTHXUCTAMUHK
aHTH-H, (cumeruavH 300 mg win panuTHAuH 50 mg BeHO3HO, 30 - 60 MMHYTH

Npey JICICHUETO C NAKJIMTAKCEN).

Pa3TBOpBT Ha makiauTaxceN TpaOBa na ce mpuiara npe3 GUITHP ¢ MHKPOIOPO3HA
MeMOpaHa ¢ JjuaMeThp Ha MOpUTe Mo-Manko ot .22 pm.

Osapuanen pak

ITvpea nunus na xumuomepanus Ha KAPYUHOM HA AUYHUKA

Berpeky 49e ApyTHTE JNedeGHH PEXHUMH Ce H3CIENBaT BCE OILIE, IPENOpHuBa Ce
KOMOHHALUATA HAa MaKIMTaKcel H  LUcIuiatiH. B 3aBucEMoOCT  OT

NPOABUKMTEIHOCTTA HAa MH(Y3HATA, IPEIOphUYBAHATA [03a € MaKiIMTakcen 175
2

mg/m B HHTPABCHO3HA HH(}Y3MA B IPOABLIDKCHHE Ha 3 daca, nocieABaHa OT
UCIUIaTHH 75 mg/m H2 pecexn Tpu cenmmum, wiM maxiaurakcen 135 mg/m 24-

2
gacoBa HHQY3Hd, MOCIENBaHA OT LMCIUIATHH 75 mg/m , ¢ maysa oT 3 CeAMHIH
MEXIY KYPCOBETE.

Bmopa nunua na neuenue

2
[IpenopruBanara Jgo3a nawmrakcen € 175 mg/m B 3-9acoBa MHTpaBEHO3HA
HHOY3HA, C nay3a OT 3 CEAMULIH MEKAY LMKIIUTE.

Paxk Ha rbpaara

Aoweanmna mepanus npu KapyuHom Ha 2epoama

[IpenopruBadaTa A03a Nakiuurakcen € 175 mg/m?, npuioxeH 3a nepuox or 3 gaca
Ha BCEKH 3 ceIMHIH B 4 kypca, MOCHE/BAllM TepamMsara ;[oxcopy(SHuHH H

nukinopochamMuz.

ITvpea nurus na neqenue ,

AKO € CBBp3aHa ¢ TpacTy3yMal, mpenophuBaHaTa J03a MakiuTakcel € 175 mg/m ,
NPUICKEHA KaTO MHTpaBEeHO3Ha MH(y3ud 3a 3 Jaca, ¢ maysa OT 3 CeIMHUIM MEXIY
kypcosere. MHGY3HATA NAKIKHTAKCE)X MOXKE Aa 3all09HE B JACHA CIIEI NPHUIOKEHHETO
Ha IIbpBaTa 103a TPacTy3yMal WIM HENOCPEACTBEHO Clel BTOpaTa J03a
TpacTy3yMab, ako mspBara 103a ce ImoHacsa qo0pe.

Korato ce npunmara B koMOHHamusa ¢ AokcopyOrummH (50 mg/m?), naxinurakcen
tpabBa jga ce mpumoxH 24 vaca chex AokcopybuumH. IlpenopbuBaHaTa /032
naurakcen € 220 mg/m? , nNpuIokeHa BEHO3HO Ja IEpHOX OT 3/ ":”a{; e :3&-
ceqMUIEH HHTEPBAI MEKIY KyPCOBETE. |

Bmopa nunus Ha neuenue ,

I[IpenopruBaHaTa A03a nakiuTakced € 175 mg/m B 3-gacosa uHy
CEAMHULH MEXAY KYPCOBETE. |




JledeHHe Ha HapeXHA) HeApeGHOKIeThYeH KAPNAAOM Ha GenHst A1pob
2
[IpenopruBaHara Jo3a nakiaurakcen € 175 mg/m, MpHIOkeHa B HMHTPABEHO3HA
| 2

nHbYy3Ma 3a 3 4aca, mocnenBana ot nuciatvd 80 mg/m , ¢ maysa oT 3 CeIMHIK

Mexay Kypcosete. IlocaenBamure K034 MAKIATaKCeN ¢& IpUiIaraT B 3aBHCHMOCT OT
MHIMBHAYAHATA IOHOCUMOCT Ha NAIMEHTA.

[Ipunoxenuero Ha MAKITUTAKCEN He TpsaOBa Aa ce MOBTapsA, OCBEH ako OposAT Ha -
3
Heyrpoduaure € Han 1,500/mm H Ha tpomOonutuTe 100,000/mm . IlanueHtu c

TexKa HeyTponeHua (oA 500/mm 3a 7 AHY WIH TO-ABJIIr0) MAH TeXKa nepudepHa
HeBponaTHs Tpsa6Ba Ja mprueMat 20% no-HUCKH O34 B CIIEABALIKTE KyPCOBE.

Jledenne Ha cBLp3aR ¢b¢ CIIMH capxom Ha KanomH

ITpenoppusanaTa go3a naxaurakcen € 100 mg/m?, npumokeHa B 3-9aco3a BEHO3HA
HH(Y3Hs Ha BCEKH nee ceamuuy. [Tocnenpamure A03M MAKIHTaKcen TpsaOBa na ce
npuiaaraT cr00pa3’HO HHEAMBYAyalHATa NOHOCHMOCT Ha namueHTa. IIpoaykTsT He
Tps6Ba Ja ce Mpuiara ako 6poat Ha HeyTpodmiaTe He e Han 1.5x109/1 (= 1x109/1 3a
ManMeHTH che capkoM Ha Kanomm) u Gpost Ha TpomboruTHTe He ¢ Hax 100x109/1
(> 75x109/1 3a Te3u maumenTH). [lameHTH C Texka HeyTponenus (Opod Ha
Heyrpodunute nox 0.5x109/1 B npoxb/DkeHHe HA 7 AHM WIH [O-TBJTO) HIH TEXKa
nepudepHa HeBponaTHs TpsAOsa Ia nomysasat 20% ot nocieasamure Xo3H (25% 3a
NalUeHTH chC capkoM Ha Kamnommm). ~

Iayuenmu ¢ ueproOpobuo yepesxcoane

HsaMa noxxondamy naHHH 3a NPSHOPHYHTENHA 1032 NPH NAHCHTH C JIEKO U YMEPEHO
gepHOAPOOHO yBpexaane. ITalHeHTH ¢ TeXKO YepHOAPOOHO yBpexnaHe He TpiabBa
Ia ce JICKYBaT ¢ MaKJIUTaKCell.

IIpuzomesnne na pazmeop 3a uHMPAsEHO3HO NPWIONCEHUE
[peau uadysusara CHEOAKCEN ce pa3pexia, KaTo Ce Ca3sBaT CTPUKTHO NpaBriIaTa
Ha aHTHCENTHKaTa. 3a paspexzanero Ha CHHIAKCEN C€ H3II0A3BaT HAKOH OT
ciegHuTe MAGY3HOHHM PA3TBOPH 3a HHTPaBeHO3HO npuwioxenue: (,9% Harpues
XJIOpHA, 5% rmoko3a, 5% rmoxo3a u 0,9% HaTpHeB XJA0pHUI, 5% IIF0K032 B Pa3TBOP
Ha Punrep. KpaitHara xoHnesrpanus tpabsa ga 6sae mexay 0,3-1,2 mg/ml. Tesu
pasTBOPH ca (M3MYECKM M XWMHYEeCKH cTabwimu no 24 dgaca mpH CTraiHa
remneparypa (15°C-20°C) ® nHeBHa cBeTiuHA. IlpurotBeHuTe 3a ynorpeba
pa3TBOpH He TpaOBa nJa ce 3ampasssar. Cliel NMPUTOTBAHETO T€ MOXE JIEKO Ja
OTaJIecLMpaT, KOETO Ce AbIDKH Ha pazpexiainuTe pa3rsopi. CHHIAKCeN ce npHiara
npe3 GUITHp OT MeMOpaHa ¢ rojleMHHa Ha MUKponopute He mosede ot 0,22 pm.
ToBa He BOAM IO IPOMSIHA B AKTHBHOCTTA Ha JIEKAPCTBEHHSA HPOAYKT. & o0 il 7e,

4.3. IIporHBCHIOKA3AHHA | (,/ w{
. CBpBXUYBCTBUTENHOCT KbM IAKIMTaKCENl WIM HAKOE f doMonIHy
BEUICCTBA B MPOLYXTd, W o\ Lk |
° BpeMEHHOCT ¥ KbpMEHE; s

3
. Heyrponenus o 1500/mm ;



. [TanpeHTH CHC CEPHO3HU, HEKOHTPOIHPAaHH HHEKIHH.

44. CoenuanHE NPOTHBOMNOKAZAHAA M CHEHHAJHHE upenynpemenaa NpH
ynorpeoda |

IMaxnurakcen Tpabsa Oa ce mpuiara Nox HaGMIOACHHE OT CHELMAIMCTH-JIEKapH C
OIIMT B JICYCHHCTO ¢ aHTHHEOIUIACTHYHHM JICKAPCTBA. TBH KaTO MOraT Ja HaCTBIAT
TCKKH peaklyd Ha CBPBXJTYBCTBHTEIHOCT, TpsbBa Ja ca Ha pa3smoiOXKEHHE
MOAXOMALIH JIEKapcTBa M o0opyasade. Kato mpeMeaHkalMa Ha NMALMEHTHTE TpaOBa
Ja c€ IIPUIaraT KOPTHKOCTPEOUIH, aHTHXHCTAMHHH, H1 5 H2 -aHTAarOHMUCTHY.

ITaknuraxcen TpabBa fJa ce mpuiara mpea LMCITIATHH, KOraro Ce H3HON3BAaT B
KOMOuHanus.

JHa4uMMH peakuHH Ha CBPBXIYBCTBHTEITHOCT (JMCHHES, XHIIOTOHHS, H3HCKBAIIA
JICYCHHME, AaHTHOEeM U FreHEpATIM3UpaAHa YPTHKApHA) ca HabmIoxaBany npH no-Majiko
oT 1% OT manueHTUTe, JICKYBaHH ¢ MaKIHUTAKCE] IPH MPWIOKEHHE Ha MOAXOA41Ia
npeMeIHKanusd. TesH peaknuu Moxe OM ca XMcTaMHHO-Menuupanu. B cnygait na
TEKKa CBPBXIYBCTBHTENHOCT MPHIAraHeTO Ha MAKIMTAaKCeN TpsAtBa Jia ce MpeKpaTH
He3a0aBHO M [1a ce MPUIIOXKH CHMIITOMAaTHYHO JicdeHue. JIedeHHero ¢ TpOAyKTa He
TpAOBa [a C€ BB3CTAHOBABA.

[ToTHCKaHETO Ha KOCTHUA MO3BLK ([TbPBUYHA HEYTPONCHHSA) € TJIABHUAT OIpeaesiL

nosara (dakrop. [lo Ta3m NpHYMHA 110 BpeMe Ha JEYCHHETO 4ecTo TpabBa da ce

M3clieABa KphBHATA KapTUHa. [lakinurakcen He TpAdBa Ja ce mpmiara OTHOBO MpeaH
3 .

OpoAT Ha HBYTp%(l)HJIH’_I‘e na e Han 1500 knerkw/mm , a OposAT HA TPOMOOLUTHTE —
Hag 100 000/mm .

Paaoko ca JOKIaABaHHM TEXKKH HApPYUICHUA Ha CBpAEYHATA IIPOBOJAMMOCT, KOraTo
IIPOAYKTHT € IIPHIAraH CaMOCTOATEIHO. AKO ce NOABAT, Te TpAOBa Ma ce NEKYBaT U
10 BpPEMC Ha MOCACABAIHTE XypCOBE C IIPOAYKTA CHpACYHATA JCHHOCT Ja ce
Habmonxasa. Ilo BpeMe Ha JedeHHETO ca HAOMIOZABAaHH XWUIIOTOHMSA, apTEpPHANHA
XHUOEPTOHUA ¥ Opajgvkapiud; MNalUeHTHTe OOMKHOBEHO HE M3HCKBAT JICYECHHE.
[TpennopsyBa ca HabmMOACHUE HA XM3HCHHUTE IIOKa3aTelnd, oCOOEHO IO BpeMe Ha
IBpBUA 9ac OT HHOY3UATA ¢ maKIuTakceNn. Cepruo3HU ChPACYHOCHAOBH CHOUTHUA ca
HaOMIOAaBaHH MO-9€CTO IPH MNAUMEHTH C HeapeOHOKIeThYeH OenoapoOeH
KapLUUHOM, OTKOJIKOTO [PH TE3H ¢ PAK HA AMYHULIMTE H I'bpJATa.

Koraro kxoMOMHamusiTa NaKIHTaKCeNl - TpacTy3ymad ce mpuiiara Kato HA4ajlHO
NedeHHe 3a METacTaTH4eH pak Ha rbpAara, ChpAedHara QyHKUWs TpAOBa ja ce
HabmogaBa BHHMatenHo. llpuw mnmanuMeHTH, JAeKyBaHH ¢ Ta3d KOMOHHA
CBCTOSIHHETO Ha ChPACYHOCH/I0BATA CHCTEMa TPADOBA 1A Ce IIPEUCHH np_ | ﬁpﬂ'fﬂmﬁ
BKJI. aHaMHe3a, ¢usuxanio mscneasane, EKI', exoxapauorpadus u/#, ¥
uscnensane. CwppaecdHata QyHKIMs TpaOBa na ce HabmonaBa H |
BCcekd 3 Mecena). ToBa HaOMIOAEHHE NO3BOJMABA @ C& MACHTUHLEDE _
KOHTO pa3sBMBAT CBPACYHA NMCOYHKUMA. 32 MAMEHTH, KOMUTO pa3B 'B;'n c'ﬁ.pﬁe a
TACPYHKIMA € GIaronpHATHO MO-YECTO MOHHTOpHpaHe (Ha BCEKH “51-18 cg,nMﬁﬂ.H.)
“\_Tx. e
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AKO npM MAlMEHTUTE € HaJuNe MPOXB/DKABAIIO HaMaIiBaHE Ha (paknugara Ha
M3TJIACKBAHE Ha JIABaTa KaMepa, HO TO OCTaBa aCHUMITOMATHIHO, JICKapaAT TpsabBa aa
HaNnpasH BHUMATENHA OLICHKA HA CHOTHOMECHHETO NON3a-PHCK.

BrnpekH 4e nepudepHa HEBpOIATHA CE MPOABABA YECTO, Pa3BUTHETO HA TEXKH
CHMIITOMH OOMKHOBEHO € HEoOHMuaiiHO. B ciTydali, 9e HacTBHIMT TEXKKH CHMIITOMH
no3ara maxiaurakcen Tpabsa ma ce penymupa ¢ 20% IpH BCHYKM MOCJIEABAIIH
Kypcose. Ilpn nauueHTH ¢ HeapeOHOKNETHUCH KapIHHOM Ha 6enus Apob u NnpH Te3H
C OBapHaJieH KapLMHOM, NpPWIAraHeTo Ha MAKIMTAKCEeNl B 3-dacoBa WHQY3HA, B
KOMOMHAMA ¢ LMCIUIATHH KaToO IrbpBa JHHHA Ha JE€YECHHE BOOH A0 ITO-BHCOKA
4eCTOTa Ha TEXKKH HEBPOTOKCHYHM €(QEKTH, OTKOJKOTO MpH MAOHeHTH Ha
NaKIHTAKCEl KaTO MOHOTEpANKd MM NPH Tepamus ¢ muxiodocdaMuz, nocneapan
OT LUCIUIATHA. |

Hsma noxasaTencrpa 3a NMOBHIIEHA TOKCHIROCT HA MAKIHTAKCEN, KOTATO € IpHIaraH
karo 3-4yacosa MHOY3MSA NPH MALHEHTH C Jeka YepHoApoOHa muchyuxumsa. Hama
OaHHH 32 NAlHEHTH C TEXKa XojecTasa. Koraro makiMrakcel B IPOABDKMTENHA
HHGY3MS Ce Inpwiara Ha [aNMEHTH ¢ YMEpeHa H TEXKKa depHO/pobHa

-HCAOCTATBYHOCT, IIOTHCKAHCTO HAa KOCTHHA MO3BK € INO-9CCTO. HpO,E[}’KI’BT HC CC

IpenophuBa NPy NAIMEHTH ¢ TEXKKO YBPEASHa YepHOAPOOHA QyHKIM.

Teii xaTo makaIUTaKCEn ChOBPXKA eraHoR (385 mg/ml), edexrate ot ITHC, kakTo 1

Ipyru edexty tpadBa Na ce B3eMaT 110J BHHMAHME.

Heobxoaumu ca criennalHy IpKH 3a H304rsaHe Ha BhTPEapTEPHANIHO IIOMANAHE HA
naxnuTakcen. Ilpu u3cieaBaHHS NPH ONMTHHM JKMBOTHH, IIPOYYBAIIM JIOKANHATA
NOHOCHMMOCT Ha MPOAYKTAa, Ca HACTBIIMIM TCKKHM THKAHHU PEAKLMH CIIC HHTpa-

apTepHaAHO NONaNAHE Ha MAKIHTAKCe]L.

Paako ¢ HOKIaABaH MCEBAOMEMOPAHO3CH KOJMT, BKJ NPH NAIUEHTH, KOHTO HE ca
JIEKYBaHHU €OTHOBPEMEHHO ¢ aHTHOHOTHIH. Te3u peaKIuy TpsabBa aa 6BOAT B3€TH B
npeaBua IpH aupepeHuMaIHaTa JUarHo3a Ha TeXKa ¥ IEePCHCTHpaia ,uHapm
NOSBHII CE& CKOPO CIICH JIEICHHE C TAKIHTAKCE!.

[TaknuTakcen B KOMOHHAUUA C JrpUeTepanud Ha Oenua gpo6 Moxe Ja AOBENE AO
Pa3sBUTHE HA UHTECPCTHUIMAJICH ITHEBMOHUT, 6e3 3HAYCHUE OT TEXHUA XPOHOJIOTHYEH
PeA.

B npoyusaHe BBpXYy capkoM Ha Kanomu npu nanmedtH ¢s¢ CIIMH, nosedwero ot
NMALMEHTUTE Ca NOJAy4YaBaJId IpaHyAOLMTO-CTHMyaHpam ¢axrop. Habmiomasan ¢
CaMO €QYH CIy4ad ChC ChPJACYHA HEAOCTATHYHOCT BBHB BPB3KA ¢ MAKIMTAKCEN NIPH
MalEeHTH ChC capkoM Ha Kamomm.

MHOIO €KCIEpHMEHTH. 3aTOBa MAallHEHTH OT ABaTa MNoJia BBHB
W/HIIH TEXHHTE MApTHHOPH, TPAOBAa Aa M3ION3BAT KOHTpALEIL
MecCella ClIel] ICYCHHETO ¢ IIPOAYKTA.

Ilpy nanueHTH CBC capkoM Ha Kanomu psafko ce cpemia Te
HACTBHIAT TEXKKH PEaKIMM, A03aTa Ha NaKJIUTaKce) TpAOBa aa ce pe



Bunmanne! To3d nekapcTBEH NpPOAYKT He TpAOBa Ja ce H3IION3Ba OT AeNa M
OpeMEHHH, KaKT0 H OT MNAaOHEHTH, CTPaJamH oOT 4YepHoApoOHH 3aboldBaHHI,
SMHIENICHA, AIKOXOJIH3BM H MO3BYHHM YBpEXKIaHMA WiIH 3abonsaBanmi. Moxe ga ce
3abaBH peakiusaTa npH modupaHe H pabora ¢ MamBHHA. MoXe Aa MPOMEHH HIH
3aCHJIM JEHCTBHETO HA APYTH JICKapPCTBEHH IIPOIYKTH.

Cungakcen ceappka 385 mg/ml abcomoren ankoxon. Iopamu Tosa Tpabsa na ce
UMAaT OPEIBHA B €DEKTH BbPXY LIEHTPAHATA HEPBHA CHCTEMA H JP.

4,5. JlexapCTBeHH H APYIrd B3aHMONCHCTBHA
KiupbHCHT HAa DAKAUTAKCEI HE C€ BIHAC OT IPHEM HAa CHUMETHIHH KaTo

peMeIUKaLHA.

Karo nbpBa NMHHA HA JI€YCHUE NpPU OBAPHAICH KapIHMHOM C€ Ipenopbhb4Ba
HaKIMTaKCeNl Aa ce npuwiara rpead nuciaTtad. B Takusa ciaydad IMpo@UILT Ha
0e30MacHOCT HA MaKAUTaKceN € moaoOeH Ha TO3M, HAOMOAaBaH IIPH MOHOTEpAIIHS.
[IpunaraseTo Ha MAKIHTAKCEN CJe]l HCILIATHH MPUYHHABA [10-CEPHO3HO NOTHCKAHE
Ha KOCTHHs MO3BK H HaMaJIABaHe Ha KIHPBHCA Ha MaKIHTaKCced ¢ 0koao 20%.
ITanueHTH, JNeKyBaHM ¢ NAaKJIWTaKCel W IUCIUIATHH HWMAT IIOBHIIEH PHCK OT
6b0peuHa HEZOCTATHYHOCT, CPABHEHM C ILMCILUIATHH IPA NANHCHTH C paKk Ha
IIOJIOBHTE OpraHd. 1M KaTo €JIMMHHHUPAHETO Ha JOKCOPYOMIIMH ¥ aKTHBHHUTE MY
METa00IUTH MOXE Ja Ce peayuMpa, KOraTo HAKIMTAaKCeX KW JOKCOPYOHLHH Ce
NpUIAraT CKOpPO €IUH CICA APYr, TO HAYaNHOTO JICUCHHE C MNAKIHTAKCEN MNpH
METacTasvpal KapIMHOM Ha repaara TpaOBa 1a 3anoude 24 vyaca chen
NOKCOPYOHIHH. |

MeTabonu3MBT Ha MAaKIHMTAKCENl CE& KaTaIU3Hpa OT n3oersuMu CYP2C8 u CYP3A4,
KOMTO NMpUHAANEXKAT KbM LHTOXpoM P450 xoMIuiekca. KIHHA9HM H3caeBaHHA ca
nokazanu, 4¢ CYP2C8-memuupanvsar MerabonuwibM Ha MaKiIUuTakcen a0 60-
XHAPOKCHITAKIIUTAKCE)l € INIaBHHA ITBT 3a MeTa0OIH3MpaHe HAa MPOAYKTa NPH XOpa.
Ha 6a3ara Ha CBBPpEMEHHHMTE 3HAHMA, KIMHUIHO 3HAYMMM B3aHUMOIECHCTBHA MEXIY
NaKIUTAKCEN M APyTd NpoRYKTH, Metabonuanpanu ot CYP2C8 ne ce 04aksar.

EQHOBpEMEHHO ImpuiiaraHe ¢ KETOKOHa30l, MoiueH uuxubutop Ha CYP3A4
H30€H3MMa, He ITOTHCKA €TMMHHHPAHETO Ha MAKIHTAKCe)l, IPOAYKTHTE MOraT Ja ce
nmpujiaraT ¢AHOBpeMeHHO ©e3 Ja c¢ M3MCKBA TNpHCMocoOgBaHe Ha [03aTa.
JOITBJIHATENMHATE NaHHH 33 BE3MOKHOCTTA 33 B3aHMOJEHCTBHA MEXAY NaKIHTAKCE
M Opyrd npoavkry, cyocrparu/upxuburopy CYP3A4 ca orpanuwdeHu. 3aroBa ce
MpenophuBa MNOBHINEHO BHUMAHHE KOraTo MAKIMTAKCEI C€ OpHiara 3aefHo C
NMPOAYKTH, H3BECTHHU KaTo cybcTpaTd wiu MHxubuTopu Ha CYP3 A4,
Nscneapanns BBLPXYy NAlMEHTH CBhC capkoM Ha Kamommm, xouro 44
eIIHOBPEMEHHO MHOTOOpOHMHH JleKapcTBa NOKA3BaT, 4e CHCT&MHP]/{TW T
MaKIHTAaKCe]l € 3HAYATEIHO MO-HHCBK B INPHCHCTBHETO Ha[{

pHTOHaBHP. CHIECTBYBa HEAOCTATHYIHA HHQOPMALAA 33 B3AUMO/E -
nporeazHd MHXHOuTOpH. CleIOBATENHO, NAKIHTAKCEN TpﬂﬁBa ,I{ »c;ce\ anﬂara fo /
BHUMAHHE TMpH [AOHEHTH, TMOJyYaBallld IPOTEa3HH HTopH m
eIHOBpPEMEHHA Tepanus. e 2



4.6. bpeMeHHOCT B KbpMeRe

Hokasano e, ve maxnurakcen mma €MOPHOTOKCHYEH H (ETOTOKCHYEH NPy 3aiiy W
HamaiBa QEPTIIHOCTTA IIPH ILTEXOBE. | | -

HaMa vHpOpManus 3a MpHIOKEHHETO HA MAKIHTAKCEN IIO BpEME Ha OpeMEHHOCT.
Kakto BCHYKH UHTOTOKCHYHHM JICKapCTBa, NaKIHTAKCE! MOXE Na PHIHHM (PeTaTHH
AeekTM npH GPEMEHHH XKeHH, 10 Tasu IDHYHHA NAKIHTaKCEN HE Ce NMpHIara mo
BpeME Ha OpeMenHOCT. Jewure TpsGBa na 6LIAT CHBETBAHM na wu30ATrBaT
OpEMEHHOCT MO BpeMe Ha JEYEHHETO C NpoAyKTa H Ja WHQOPMHpAT He3abaBHO
JICKyBallHs CH JIeKap, ako 3a0peMeHesT.

He e u3BecTHO manu naxnurakcen ce CKCKpEeTHpa B MAHIHHOTO MIIAKO. IIpoaykTsT €
POTHBONOKA3aH 110 BpeME Ha KbpMeHe. 1o BpeMe Ha JTe9eHHeTo KbpMEHeTo TpAdBa
Ja Ce NPEeYyCTaHOBHY.

4.7. EdexTH BEpPXY cioco6HOCTTA 32 ImogHpane B pabora ¢ MAIOHAH
Hsama nokasarencrsa 3a piusnve va CHHpakcen BBPXY CHOCOOHOCTTa 32 Io(pHpaHe
H pabora ¢ mamuuun. Toii oOaue ChABpXKA aNKOXOJI, 32 KOoeTo TpaOBa ja ce

NpeayNIpeasT NallUCHTHUTE.

4.8. HexenanH JIeKapCTBeHH PeaKnuK

CnepBamyre naHHM ce GasupaT BBpXy 812 NAmUeHTH Che CONHAHM TYMOPH,
ICKyBaHH C MAKIHTaKCEN KaT0 MOHOTepanus. Thil KaTo malMeHTHTe ChC CapKOM Ha
Kanomw ca muoro creunuann, Ha xpas ca NPEACTABEHN NAaHHM OT KIMHHYHHU
npoy4Banug BepXy 107 nauuenTH.

YecTroTaTa M TEXECTTa Ha HEKEIAHHUTE pC€aknMH ca NOJOOHW NIpH IAIIHEHTHTE,
IpUEMAaIly MAKIMTAKCE 3a JIEYEHWE HA OBAPHANEH DAk, paK Ha repaata
HCAPEOHOKNEThYEH pak Ha Oenus Apo6. Hexenanure peaxnum HE C€ BIHAAT OT
BB3PAcCTTA.

Haii-yectara kIMHMYHO-3HAYHMA HexelaHa peakums € NOTHCKAHEeTO Ha KOCTHMA
MO3BK. Texka HeyTponenus (<0.5 x 109/1) nacreusa B 28% ot NAHEHTHTE, HO HE €
CBbp3aHa ¢ (ebpuiHu enuzony. Camo 1% ca MAlMEHTHTE ¢ TeXKA HEYTPOIIERUA B
IPOABIKECHUE Ha 7 WK moBede AuM. TpoMOOnUTONEHHS € Joxinansada mpu 11% ot
MAIMEHTHTE. 1pH NMPOLEHTa OT HAMEHTHTE ca MMau Gpoil Ha TpoMboLuTHTE 110
20 x 109/1 naii-Masko enMH BT 1O BpeMe Ha NPOYYBAHETO. AHeMuUS Ce HAOONaBa
npu 64% oT mauMeHTHTE, HO TexXka (opma (Hb <80 g/l) ca umamu camo 6% ot
MACHTATE. 1eCTOTaTa U TEKECTTa HA AHEMHATA € CBLP3aHA C OCHOBHUSA CTATyC Ha
XeMorjobuHa.

HeBpOTOKCHIHOCTTS, IMAaBHO NEpUdEPHA HEBPONATHS, € IO-96CTa U T
mg/m2 3-gacoBa uHOY3us (85% HeBpoTOKCcHUHOCT, 15% TEXKKA), HTRD: 1
135 mg/m2 24-acosa MH(ysus (25% nepudepna merponaTus; I eraa) o

MAKJIATaKCE) ce KOMOMHHMpa ¢ mucmiatid. [Ipu nammentd ¢ Wegne6ifor
KapuuHOM Ha Oemust Apo6 M NpH MAMEHTH ¢ KapUUHOM Ha sy
JIEKYBaHH ¢ NPOAYKTa 3a 3 gaca, NOCISABAHO OT LMCILIATHH, CHIIE




CJIE/L TEPBHA KYPC H (@ C€ BIOIIU ¢ NOBUINABANIATA CE CKCIIO3HIMA HA NaKJIUTAKCE.
IlepndpepHara Hespomarus e 6Guia npuummara 3a NPEKBECBAHE HA JEYEHHUETO C -
HAICTHTAKCE B MHOTO MAJIKO Ciy4au. CUMNITOMHTE OT CEH3ODHHTE OpraH# ca ce
NOZOOPHIH WM OT3BYYalM 3a HAKOIKO Mecela ClIEl NPEKHCBAHE HA JICYECHHETO.
ITpenxonsu HEBpONATHH, MOTYYeHH OT NPEIUINHA TEPAITMH HE Ca KOHTPAUHIHKALIHS
323 JICYCHHETO C NAKJINTAaKCe]l.

APTpPaIrs HIM MUAITMS € 3acerHana okono 60% or NaHeHTHTE U ¢ Oua Texka
npH 13% or nanuenTUTe. |

JHaYMMa peaKUMA HA CBPBLXYYBCTBHTENHOCT C BE3MOXKEH CMBPTEH H3X0J
(ACQHHHpaHa KaTO XMITOTOHHA, H3HCKBAUIA JICICHHE, AHTHOEIEM, PECIHPATOpeH
AHCTPEC, HM3HCKBAIll OpPOHXOOUIATATODH WIH TCHCpaM3HpaHa YpPTHKapHi) e
HacThIHIA pH ABama (< 1%) or naumenTute. Tpuuecer M ueTHpH IMPONEHTA OT
nauueHTaTe (17% OT BCHUKM KypcoBe) ca monyYwnd craGu PCaKIMH Ha
CBPBXYYBCTBUTECIHOCT. Te3u ci1abu peakiyu, rIaBHo TOpeniH BhIHY H obpus, ne ca
H3HCKBAIM HATO TEPANICBTHYHA HAMECa HATO IPEKHCBAHE HA JICYCHUETO.

Peakuyn Ha MICTOTO Ha MHDKEKTHpAHE IT0 BpEME Ha BEHO3HAaTa HHQY3Ms Morar na
AOBENIaT A0 NOKAIHM3HpaHU OTONM, O0NKa, epuTeMa H BTBBPASBAHE H IIPH OTAENOHY
CIIyHan — CKCTpaBasaluATa MOXE Ja AOBeAe n0 Henynur. JiomeHe Ha KoXara i
HTHIIMHT CPIIO Ca NOKNAABAaHHM, NOHAKOra CBBP3aHM C eKCTpasazaumsa. Moxe n1a ce
MOABH ¥ 00e3LBETABAHE HA KOXKATA. 3aCera He € M3BECTHO CIENUPUIHO JIEYEHHE HA
 €KCTpaBa3alMAaTa.

HecroTara Ha HeKENaHUTE peaKIUH e CHOOpPa3HO CeAHUTE KATErOPUH: MHOTO YECTH
(> 1/10); gectu (> 1/100, < 1/10); Hewectn (> 1/1,000, < 1/100); peaxu (1/10,000, <
1/1,000); muOrO peaxu (< 1/10,000). |

Hupexyuu u ungpecmayuu |
Mnozo yecmu — vHGEKIIMK Ha TMKOYHHATE IIHTHINA, Ha FOPHUTE JUXATENHH ITHTHINA,

AOCKJIAJBaHH CIy4aH ¢ (aTajeH H3XO/;
Hewecmu — cenmuyen wox;
Peoxu — THEBMOHUS, IEPUTOHUT, CENCHC;

Hapywenua na kpvema u aumgnama cucmema

Mruozo uecmu — MHeNOCyNpecHs, HEYTPONEHHH, TPOMOOLIMTOTIEHHSA, JIEBKOTICHUS,
KbPBEHE; |

Pedxu — (pebpuiHa HEYTpOTICHUS;

Mroz20 pedxu — 0CTpa MHETOHAHA JIEBKEMHS, MHEIOTUCILIACTHYEH CHHADPOM.

Hapywenusa na umynnama cucmema
Mnozo vecmu — CBPBXTyBCTBHTENHOCT (BBIHU H 0OPHB): X g
Heuecmu — 3Ha9MTENIHH peakiMM Ha CBPBXYTYBCTBHTCIIHOCT, H3UCKBAIY JIedeHMe "

XHNOTOHHKA, aHTHOCAEM, PECIIHPATOPEH HUCTPEC, HIHCKBAIIL 5PHﬁOmf{IaTmp% |

' W T

rCHepanu3ipaHa ypTukapus, Gojnkd B repba M I'epiure, mukapm;-?.;--..'.'ndpe
Oonka; R
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Pedxu — anaMIIaKTUIHH PEAKIHH,
Mruozo pedxu — aHaQUIaKTHICH IIOK.

Memabonumnu Hapyuenus
Mrnozo pedxu —~ aHOPEKCHA.

Hcuxuampuusu Hapywenus
Mrozo pedxu — 0OBPKAHOCT.

- Hapywenua na nepgHama cucmema |

Mio20 wecmu — HeBPOTOKCHYHOCT (FIaBHO Nepu{epHa HEBPONATHA);

Pedxu — MoTopHa HespomaThia (¢ nepudepHa cnadoct);

Mnoz0 pedxu — aBTOHOMHA HEBpONATHA (IApPaNHTHYCH HICYC H OPTOCTATHYHA
xunotonrs), grand mal, repdoBe, eHuedanonarni, 3aManBaHE, riiaBobonme,
aTaKCHA.

Qunu Hapywenus

Mnoz20 pedxu — HAapyleHHs Ha OYHHMSA HEPB W/HIH HapylleHHs HAa 3PEHHETO
(scintillating scotomata), 0co6€HO IpH NALMEHTH, KOMTO Ca TOXYTaBaiH N03H, IO-
BHCOKH OT NPEeNnoOphYIBaHHUTE, |

Hapywenua na cayxa u aabupunma |
Mrozo pedxu - 3aryfa Ha CIyXa, THHUTYC, CBETOBBPTEK; |

Copoeynu Hapyuienus
Yecmu — OpaavKapus,

Heyecmu — KapAHOMHMONATHSA, aCAMIITOMATHYHA KAMEPHA TaXKMKapaus, TaXHKapIus
¢ Guremunus, AV 6JI0K ¥ CHHKOII, MUOKapJIeH HH(PapKT;

M#o20 pedxu : IPeACHPAHO MBX/IEHE, CYIIPABCHTPHKYIApHA TaXHKAP/MA;

Cv»008U HADYUleHus

Mnozo uecmu - XMIIOTOHHSA,

Heyecmu — xuniepronus, TpoM60o3a, TpoMGoQedur;
Mnozo pedxu —IIIOK.

JTuxamenny, 2DbOHY U MUOECACIUHQIKU HADYULEHUA

Pedxu — 3amyX, MHTpeCTHIMATHA TTHeBMOHHA, Genoapobua ¢ubposa, Genonpoben
TpoMO0eMOOIN3BM, IUXaTe/IHA HENOCTATHIHOCT; |

Mno20 peoxu — KallLTHIIA.

CmoMauiHO-YpesHY HAPYUIEHU
Mhuozo pedxu — rajiese, HOBphIlliane, THAPHA, BB3IAICHHA Ha JIHT
Pedxu — 3anek, nephopauus , HCXeMUYIEH KOJHT, TaHKPCATHT,

Mnozo pedxu — Me3eHTepHaITHA TpOMO03a, ncesgoMeMOpaHo3eH

r - . . .-I .
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Knvyno-4epHodpobHu Hapyuerus

Mhnozo pedxu — aepHOAPOGHA HEKPO3a, FEPHOAPOOHA eHIleQaonaTus (M npH JBeTe
AOKIIaBaH (paTajicH U3XO[);

Hapywenus na xosxcama u nookojicHume myvKany

Mnozo yecrmu — anomenus:

Yecmu — npexoHH U TIEKH IPOMEHH Ha KOXKATa U HOKTHTE,

Peodxu — npypuryc, oOpuB, epuTEMa;

MHozo pedxu — cuHIpoM Ha Stevens-Johnson, emumepMaiHa HEKPOJHM3a, EpHTEMA
MynTHQOpME, excoNHaTHBEH IEPMATHT, YPTHKAPUA, OHHXOiH3a (IO BpeMe Ha
JICYICHHETO NAlMCHTHTE TpAOBa MNa H3MNOA3BAaT NPOTEKTHBHH CPEACTBA CpEImy
CIBHYEBATA HA PBUETE M KpaKaTa).

Mycxkynockenemnu, u HapyuieHus A CbeOUHUMENHAMA MYbKAH
Mnozo wecmu — apTpanrus, MHaITHS.

- Obwu napywienua u maxuea Ha MACmMomo Ha nPURONCenUe

HYecmu — peakiiii Ha MACTOTO Ha MHXKEKIMATa (BKJI. JOKANH3HPAH e,u,eM boinka,
epHTEMa, BIBBPAABAHE, [PH €KCTPaBasallid MOXeE 12 HACTBIOH MENYJIHT, KOXHA
Gubpo3a 1 KOXBa HEKPO3a);

Peoxu — acTeHus, NHpeKCHA, AeXUAPATAIHA, eAeM, 00010 HepasIoIoKEHUE.

Hzcnreodsarnusn

Yecmu — Texka eneBauma Ha AST (SGOT), Texka ejeBanmus Ha ankalHara
pocdarasa;

Heuecmu — TeXXKa efieBalys Ha HUBAaTa Ha 6H.1mpy6HHa

Peodxu — noBuIicH KpeaTHHHH.

[TanpeHTH C pak Ha r'epAara, KOUTO Ca JIEKYBAaHHU C MAKIHTAKCE CHEHA NMPUIOKEHHE
Ha OUKCOpYOHIMH M uuKIopochamMux ca NOIYyIHIH IO-9€CTO HEBPOCECH30pHA
TOKCHYHOCT, pPEaKkUMM Ha CBPBXYYBCTBHUTEIHOCT, apTPAIrHi/MHAITHA, aHEMHI,
HHOEKIHS, TPECKa, rafieHe/MOBPBINAHE H AMApHsA, OTKOJIKOTO IALMEHTH, KOMTO Ca
NOJy4aBald caMo AokcopyOuuuu u muknodochamua. Berpeku ToBa, 9ecToTara Ha
Te3H CHOUTHA € KAKTO MPH CAaMOCTOATENIHO MPUIIOKEHHE Ha TTaKIHTaKCel.

Kombunupano neuenue

Crneasamara JUCKYCHS C€ OTHACA O ABE rOJIEMH NPOyUBaHHA 3a IIBPBA JIHHHA HA
XMMHOTEpAlHA NP OBapHaNCH KapIKHOM ([TakJIMTaKcen + uuciaTil npu Bag 1050
NMalMEHTH); ABE Npoy4usanus ¢asa Ill 3a mepBa JUHHA Ha NEYCHHE HA METacTa3Hpa
paKk Ha TrbppaaTa -— €IHOTO M3CICHBAINO KOMOHMHAIMATA [aKTHTAKCE! +
BOKCOpYOHUMH npH 267 NalMEHTH, a APYroTo, H3CICHBAINO I(OMﬁ_ L EPITES

¢aza III 3a nedeHMe Ha HanpexHal HeAPEOHOKIETHUECH pa;tc
(maxymrakcen + HUCIUIATHH IPpH mosede ot 360 AIAEHTH).
Koraro mnaxnurakcen ce mpwiara Karo 3-4acoBa HHQY3HA
XHMHOTEPAIHA Ha OBapHAICH KapLHHOM, TI0-9ECTH i NO-TeXKH 2 '
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MAKIKMTAKCEN, MOCAEABAH OT LHUCIUIATHH, OTKOJKOTO MPH ITAlMCHTH, JICKYBAHH C
uukinopocPaMu, noCaeABaH OT HUCIUIATHH. MHENOCYIIPECHATA € IMO-PAAKa H I10-
JeKa TpH NakKIHTaKkced, NpHIOKEH Karo 3-9acoBa HH(PY3Hs, MHOCICABAH OT
[IMCILIATHH B CpaBHEHHE ¢ HuKinodochamMun, nocieasad OT LHUCIIIATHH.

3a neEpBa MMHUA XHMHOTEPAIIHA HA METAaCTaTHYECH paK Ha I'bPAATa, MO-4€CTO U ¢ M10-
rojsMa TEXECT ca AOKIaABaHH HEYTPONEHHA, aHEMHs, IepH(epHa HEBpONATHA,
apTPAIrHs/MHAJITHA, aCTEHHA, TPeCKa M Auapud, Koraro naxauraxcen (220 mg/m?)
ca MpuJIaraHu KaTo 3-dacoBa MHOY3HA 24 gaca cien goxcopyOumun (50 mg/m?), B
cpaBHeHHE CBC crTaHaaptHata FAC Tepammsa (S-pnyopoypammn 500 mg/m?,
nokcopyounuH 50 mg/m?, muknodpocpamun 500 mg/m?). 'aneHe H MOBpPBIIAHE Ce
HaOmogaBaT Mmo-pAgKO M B NO-JICKa CTCHEH IIPH JEYCHHE C PEKHMA IMAKITHTaKCEll
(220 mg/m?)/nokcopyburun (50 mg/m?) B cpaBHeBHE CBC cra”HmapTHus FAC
pexxuM. H3non3saHero Ha KOPTHKOCTEPOHIM MOXE XA JONPUHECE 3a I10-HUCKA
yecToTa M HO-MajKa TEXECT HAa TaAcHeT0 M NOBPBINAHETO NpH
MAKIHTaKCEN/ JOKCOPYOHLIMH.

Koraro naxiuTakcen € NpHiaaraH Karo 3-9acosa HMHQY3usd B KOMOMHamus C
TpacTy3yMab KaTo NMbpBa JHHHA Ha JCYCHHE NP NAHEHTH C METaCTaTUYeH paK Ha
rppAaTa, no-4ecTo ca AOKIAABaHH ciaeaHuTe chOUTHA (063 3HAYECHME JaNK Ca BBHB
Bpb3Ka C IMaKiIHTaKcell HIM TpacTy3yMal0) B CpaBHEHHME C IpHIaraHeTo Ha
MAKJIMTAKCEN KaTO CaMOCTOATENIHO JIEKAPCTBO: ChpAeYyHAa HeAoCTaThIHOCT (8% c/0
1%), uadexuun (46% c/o 27%), tpeuku (42% c/o 4%), Tpecka (47% c/o 23%),
kamiuna (42% clo 22%), obpuB (39% c/o 18%), aprpanrua (37% c/o 21%),
Taxuxkapaua (12% c/o 4%), muapua (45% c/o 30%), xunepronusa (11% c/o 3%),
enucTakcHc (18% c/o 4%), akne (11% c/o 3%), xepnec cummiekc (12% c/o 3%),
HapaussaHe (13% c/o 3%), 6eacerne (25% c/o 13%), punut (22% c/o 5%), cuHYHT -
(21% c/o 7%) ¥ peaknuu Ha MICTOTO Ha HHXekouaTa (7% c/o 1%). Haxou ot
pasHKHTE B 4ECTOTATa Ca B PE3yNTAT OT IMOBHUIICHHA OpO#t M NMPOABIDKHTENHOCT Ha
KypCOBeTe ¢ KOMOMHALUATA MAKINTAKCE/TPacTy3yMad B CpaBHEHHE C MAKIHTAKCE!,
NpHnaraH CaMOCTOATENHO. TexkuTe CBHOMTHA ca JOKIafBaHH C noxobHo
CBOTHOIIIEHHE 3a MMAKJIUTaKcel/TpacTy3ymMal ¥ NaKIHTaKCeNl CAaMOCTOATENHO.

Korato pokcopyOuumMH ce 1mpuiara B KOMOHMHAIMA ¢ DaKIWTaKcel IIpH
METACTATHYCH PAK HA IbPJaTa, IPOMEHH B KOHTPAKTHIHMTETa Ha CHPACTHHA MYCKYJI
(20% penyxinus Ha GpaKkIHaTa Ha H3TIACKBAHE Ha JIIBaTa Kamepa) ca HabimroaaBaHu
nmpu 15% ot mamuentute crpaMo 10% npu crasaaprams FAC pexum. 3acToiHa

ChpIEYHa HeaocTarbyHocT € Habmopnasana Ipu < 1% npu [aBata pexuMa.
[TpunaraHero Ha TpacTy3ymad B KOMOMHALMA C NAKIHTaKCeN NpPH IMALMEHTH,
NPEAXOAHO JIeKyBaHH C aHTPALMKIMHY € JOBENO Z0 NOBAIICHA YECTOTA H TEXECT | Ha

CaMOCTOSTEIHO (NYHA knac I/II 10% copsamo 0%; NYHA Kiac 11
- 1%) »n panko e 6una cBbp3aHa ChC CMBPT. BBB BCHYKM Cydaw,
MAlMEHTHTE Ca CE TOBJIMAIM OT NOAXOAANIOTO JICICHHE.

PannanyoHeH MHEBMOHHUT € JOKJIa/IBaH MpPH NAlMEHTH Ha ennonpem
ThUETEpaIUs.
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Csvpsan cve CIIHH capxom na Kanowu

C M3KII09EHHE HAa XEMaTOJOTHIHHTE H YepHOAPOOHH HEXETaHH edeKTH, YeCTOTara
M TEXECTTa Ha HeXENaHWTe peakidH € noaoOHa mpy NalHeHTH ChC CapkKoM Ha
Kamomy ® nanmueHTH, NEKYBAaHHM C MAK/IHUTAKCENl Karo MOHOTEpanus 3a IpYTH
CONIMAHHE TYMODH CIIOpe] KIMHHIHO Mpoy4BaHe BupXy 107 maiueHTH.

Hapywenue na kxpvema u aumgnama cucmema

CymnpecuaTa Ha KOCTHHA MO3BK € TJIaBHATa IX030-THMHTHpAIla TOKCHIHOCT.
Heyrponenusra € Haii-BakHaTa XeMaTOAOrHIHAa TOKCHYIHOCT. Ilo BpeMe Ha mepBUs
Kypc Ha Je4eHHe Texka HeyTpomeHus (<500 wierkw/mm3) nacremsa B 20% ot
- nanuenTute. I1o BpeMe Ha LENHA NEPUOA TEXKKa HEYTPOIICHHs ¢ Hal/IoaBaHa npy
39% ot nanuenTHTe. HeyTponeHuaATa ce € NposBHiIa B IIPOIBIDKCHHEE HA MOBLCYE OT
7 nuu npu 41% u 30-35 guu - npu 8% ooT nanmenture. Ta 0T3BYYaBa 3a 35 AHHM
Mpd BCHYKH TAIMEHTH, KOoMTO ca npocineaend. Yecrorara Ha IV crenen
HeyTpOIEHHs, Ipotb/DKaBama 7 Auy e 6una 22%. |

HeyTpomeHndHa Tpecka, CBbp3aHa ¢ NAKIMTakcend € AOKnansaHa mpu 14% ot
nayuenTuTe ¥ npy 1,3% or mpkiute. MMano e Tpu centuyHd enusona (2,8%) no
BpeMe Ha [PUJIAraHeTO Ha MAKIMTAKCEN, CBEP3aHH ¢ HErO, KOUTO ca OMIIK (aTamHu.

TpomGomuToneHus € HabmoaasaHa nps 50% or mamueHTHTe H € Omia Texxa (<
50,000 knerkus/mm3) B 9%. Camo mpu 14% tpombonurHTe ca coagHamd < 75,000
KIeTKH/mm3, Hafi-ManKo BeJHEX MO BpeMe Ha JEe4eHHEeTO. ENMH30[M Ha KBPBCHE,
CBBP3aHH C MAKIMTAKCEN ca JOKIAABaHH NPH< 3% OT MAHCHTHTC, HO XEMOPArHHTe
ca OnIH NTOKANTU3UPAHH.

Anemus (Hb < 11 g/dL) e nabmomasana opu 61% ot nauueHTdaTe M ¢ OUla TeXKa
(Hb < 8 g/dL) npu 10%. IpennsaHe Ha KPbBHA Maca Ce€ € HAIOXWIO MpH 21% oT
MalUEeHTHTE.

Hrvuno-4epHoOpobrYU HApYUEeHUA - |

Cpen namdentare (> 50% Ha mporeasHd HMHXuOMTOpH) ¢ HOopManHa 6Oa3sanHa
gepHOnpobHa dyHKIMA, 28%, 43% U 44% ca Gunu C enesauus Ha OwriHpyOuna,
ankanHata docdaraza u AST (SGOT). 3a BCekH OT Te3H NapaMETPH NOBHIIEHHETO €
ouI0 cepro3HO NipH 1% OT CrydauTe. |

4.9. IIpeno3upane |
He e u3BecTeH aHTHIOOT Ha MaxiIdTakceN. BE3MOXKHH YCIOXKHEHHA NPH NpEA0o3Upane
ca; KOCTHOMO3BYHA CYTIpecHs, iepudepHa HEBPOTOKCHIHOCT ¥ CTOMATHT.

S. ®APMAKOJIOI'NYHU JAHHH

5.1. @dapmMakoagHHAMHYIHH CBOHCTBA

dapMakoTepaneBTHYHa TIpyna:  AHTHHEOIUIAaCTHYCH  JIEKap
PACTHTEIHH ANKAJIOHIN U IpyrH IPHPOAHH POAYKTH, TAKCaHH.
ATC xkon: LO1IC D01,

[TakIHTaKceN € XUMHOTEpaleBTHIECH JEKApCTBEH IPOAYKT, K




npeNoTBpaTaABa JICNONUMEpH3aUMATa. 10Ba HHXMOMpPa HOpManHara JWHAMHYHA
peopraHM3alisi Ha MHKpPOTyOylHaTa MpexKa, KOATO € €CCHIMAJHA 33 KH3HCHHTE
byHKIIMM Ha KIeTKaTa Mo BpeMe Ha HHTepdasata H MUTO3ATA. Maarakcen
vHEAynMpa ¢opMupasero Ha aGHOpMHH ‘‘CTpynBaHMA” HWIM “CHONOBE” OT
MHKpOTYOyIH IO BpeMe Ha KIeTHYHMSA IMKBI ¥ Ha aOHOPMHH 3BE3JOBHIHU
o0pa3zyBaHMs OT MEKPOTYOYJIH 10 BpeMe Ha MHTO3aTa.

5.2. PapMAKOKHHCTHIHH CBOHCTBA

- Cnieql HHTPaBEHO3HO MPHJIOKEHHE HA NAKJIHTAKCEN, IUIa3MeHaTa My KOHLCHTpailvs
HaMaJisBa, cle/Baiiku eqna OudasHa Kpusa.

dapMakOKHHETHYHUTE MOKA3aTENH Ha MAKIHMTAKCeN Ca OMPEACNICHH CIEA 3— H 24-
yacoBa MH(QY3HA Ha NO3HU 135 mg/m* u 175 mg/m*. CpeqHOTO BpeME Ha MOILYXKHBOT
B mnnasmara e 3-52,7 daca; CpeOHHMTE¢ CTOHHOCTH Ha on;m KJINPBHC CIIOpPEN
HEKOMIIAPTMEHTATHMA Mojen ca Mexny 11,6-24 Vh m m’; TOTANHUAT TENCCEH
KIMPHHC HaMajisBa C YBEIWYABAHE Ha IUIa3MEHATa KOHLUCHTPALMA Ha MAKIHTAaKCE].
Cpenauar OGeM Ha pasnpefieieHHe B CTaOMIIHO CHCTOAHME (study state) e Mexay
198 u 688 I/m® ¥ nokasBa rojIMO €KCTPaBa3zallHO pasupeleeHHe M NPOHHKBAHE B
ThkaHuTe. PapMAKOKMHETMIHHTE [I0KA3aTENM Ha NAKNMTAKCE HE Ca NPAaBOAHHEHHH
npu 3-yacosa HHcl)yBHﬂ C yBe.rmanamH ce nosu. Ilpu ysenudenue Ha posara ¢ 30%,
or 135 mg/m* mo 175 mg/m®, CTOWHOCTHTE HAa MaKCHMaJHAaTa IUIa3MEHa
koHUEeHTPaHs (Cppay) M ILTONITA O KPHUBATA Ha IUIa3MeHaTa KOHueHTpanus (AUC,.
=) C€ IIOBHILIABA CHOTBETHO CBC 75% H 81%.

[Ipy CHCTEMHO mNpWIaraHe Ha MAKIMTaKCel HHAHBHIYATHHTC pasInIns ca
MHHHMAJTHH. |

He ce cpobimaBa 3a KyMynaum HAa TAKJIATaKce] Clel MHOTOKPaTHOTO My
ppunokenne, Ciopesl eKCIICPHMEHTH in VIiro CBbp3BaHETO C NIA3MEHHTE MIPOTCHHH
e 89-98%. To He ce MOBIUABA OT CHMCTHAMH, PAHUTHIMH, JCKCaMETa30H WX
audeHxuapaMuH. |

Pazmpeie/IeHHETO HA NAK/IWTAKCEI B OPraHM3Ma Ha T0BEKa HE € HAIIBIIHO H3ACHEHO.
CpenHaTe CTOMHOCTH HAa KIMPBHCA C YpHHATA HA HENPOMEHCHO JIEKAPCTBO Bapypa
mexay 1,3-12,6% oT mpuioxeHara 034, KOeTO [T0Ka3Ba 3HAYHTEICH EKCTPApEHAJICH
KMUpBHC. TNaBHHAT MEXAHH3BM 33 CIMMHHMpAaHETO Ha MAaKIHTakcen ¢
qepHOApoOHMA MeTabonmM3sM M M3TBYBAHETO C JKobykara. IlaxmMrakcen ce
‘mMeraboam3upa rIaBHO OT eH3uMM Ha P450-muruxpomure. OCHOBHUTE METa0OIUTH
ce Xxuapokcwimpar. IlomydaBaHeTo Ha  6-0-XHMJIpOKCHDAKIHTaKcel, 3’-p-
XHUIPOKCHNAKIHNTaKCe H 6-0, 3’-p-JUXHAPOKCHNAKIHUTAKCEN C€ Karajusupa oOT
CYP2CS8, 3A4, win u ot xpata en3zuma 2C8 u 3A4. He ¢ ycTaHOBEHO BIIHAHHC HA
qepHopoOHaTa M GuOpedHara HEAOCTATEYHOCT BBEPXY PasNPE/ACNCHHETO Ha
MaKIUTaKcell clef MNpuiaraHe Ha 3-dacoBa HHQY3wsi. DapMaKOKWHCTHIHHTE
mapaMeTpH MPH NALMEHTH Ha XeMoAHaIu3a cief 3-gacosa undysus Cunoakcen 135

m Ill2 ca €HAKBH C T€3H, KOUTO HC Ca Ha XCMOAHAIHA34.

5.3. IlpenxjaaA9HA JaHHH 32 0e300aCHOCT
JIuncrar JaHHM. |

6. ®OAPMAIEBTHYHH JAHHHA

6.1. ChnrcbK HA DOMOIMHHTE BellecTBA
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6.2. PH3HKO-XHMHYHH HeCHBMECTHMOCTH |

He Tps0Ba na ce u3non3Bat MHOY3HOHHH CHCTEMH, ChABpKamy PVC ChCTaBKY, THil
Karo IpH KOHTakT ¢ polyoxyl-35-castor oil (Cremophor® EL) B JICKapCTBCHHUS
MPOAYKT OT TAX MOXke Aa ce oraend IXED [nu-(2-eranxexcun)dranar]. Pasrsopst
TpA0Ba fa ce CBbXpaHABa B CTBKIEHH (IAKOHM HJIH B IUIATMaCOBH CaKOBE 32
HHQY3HH (IOIHIPONMICHOBH, NOMHONEPHHOBH) U Ja CE IpUIara ¢ NOITHETHICHOBH
HH(QY3HOHHH CUCTEMH.

6.3. Cpox na rogaoCT
3 (TpH) roAMHH OT JIaTaTa Ha IPOU3BOJACTBO.

6.4. Croenuajand ycJIOBHMS HA CHXPaHEHHE

JlekapcTBeHHAT NPOAYKT fa HE CE€ M3MON3BA CNEA JaTaTa HA M3THYaHE CPOKA Ha
rOJHOCT, 03Ha9€Ha BBPXY OMAKOBKATa! |

He ce H3HCKBAT CrielHaniy yCIOBHA Ha ChbXPaHEeHHe B OPUIHHAIHA ONaKOBKa!
Pa3TBOpHTE, IPHrOTBCHH 3a HH(DY3HA ca CTaOWIHH Haii-Manko 27 gaca npu 25° C,
H3JI0KECHH Ha CBETIIHHA.

Cren mepBOHAYATHOTO My OTBapsiHe IPOAYKTa e crabunen 28 neHa mpu 25° C

Jla ce CLXpaHABa HA MACTO, HEAOCTHIHO 32 Nena!

6.5. /lannu 32 omakoBKarTa
Cundaxcen® - 30 mg/5 ml
KaproHeHa KyTHA C €OuH (PIaKoH, ChABPXKAM 5 ml KOHLEHTpAT 3a Hthyanomﬂ
pasTBOP.

Cunoaxcen® - 100 mg/16,67 mi

KapToneHa KyTHs ¢ €AMH (IakoH, chaspxan 16,67 ml Icomlempa'r 332 MH(PY3HOHEH
pa3TBop.

Cundaxcen® - 260 mg/43,33 ml

Kaprouena xyTus ¢ exuH ¢nakoH, ChabpxKang 43 33 ml KoHueHTpaT 33 HchySHOHeH
pasTBOP.

Cundaxcen® - 300 mg/50 ml

6.6. IlpenmopnLku npn ymorpeda
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IomMomnan Sindaxel® 30 mg/5 ml | Sindaxel® 100 mg/ | Sindaxel® 260 mg/ | Sindaxel® 300 mg/

BEeINeCTBA | 16,67 ml | | 43,33 ml 50 mi

Anhydrous  citric | 10 mg 33,3 mg 86,7 mg 100.0 mg

acid |

Polyoxyl 35 castor

oil (Cremophor® | 2635 mg 8785,1 mg 22834,9 mg 26350.0 mg

EL)

Absolute alcohol 4600 mg | 15336,4 mg | 39863,6 mg | 46000.0 mg
(chorBeTcTBAMM Ha 5 | (CHOTBETCTBAM Ha | (CHLOTBETCTBAIIM Ha | (CHOTBETCTBALA Ha
ml) 16,67 ml) 43,33 ml) S0 mib)




[lonobHo Ha ocTaHaNMTE AaHTHHEOIUTACTHYHM JIEKAapCTBA, IPUIOTBAHETO HA Pa3TBOPa
3a HHQY3HUA Ce U3BBPINBA OT 00YIEHO JIMIE C ONUT B GOPABEHETO C IMTOTOKCHIHM
JIEKAPCTBEHH MPOIYKTH. -
I1puroTBAHETO Ha PasTBOpa Ce W3BELPIIBA CaMo Ha CTPOrO ONpEHEIEeHH MecTa (3a
MPEANOYHTAHE Ca CIICHHAHM NOMEINCHHA C KOHTpoaWpana atMocdepa) oT JuLe C
MOAXOAAINO0 HpeANmasHoO OOJEKNO (PHKABMLIM, MaHTa, MacKa, 3alMTHH O4Ywia). B
Clly9ai Ha KOHTaKT Ha KOXaTa ¢ pa3TBopa, 3aCErHaTOTO MACTO CE H3MMBA OOMIHO C
BOJIA M CallyH, a IMT'ABHIUTE - CaMO C BOJA.

Beuaku MHCTpYMEHTH, npasHHTE (UIakoHH M 00JEKIOTO, U3NOI3BAHM 33 IIPHIOTBAHE
Ha pa3TBOpa C€ II0CTaBAT B OBOWHH NOJHETWICHOBH IUIHKOBE, KOHTO CC
XEpMETH3HpaT U M3rapaT npH TeMneparypa 1100°C.

[Ipu cnyyaiino pa3iaiBaHe, 3aCE€rHaTara IUIOI BHUMATEIHO CE OTpaHH4aBa H Ce
nokpuea ¢ abcopOupamu Marepuanu (abcopbupaina ThxaH, abcopOupaly rpanyH).
Moxe na ce Tpetpa ¢ 5% HatpueB xiopua. U3nonspannre Mareprany ce cxbupar |
B IBOHHY IIOJIHETHIICHORH ITUTHKOBE, XCPMETH3HPAT C€ M C€ HaJMHCBaT, Nogo6HO Ha

TOKCHIHM oTnmaabmi. Te ce pasmanar rpu usrapsse Ha 1100°C nome 3a elHa
cekyHja. Hai-Hakpas niomra 0OWIHO ce H3MHBA C BOAA.

7. IIPUTEXATEJI HA PASPEINIEHHUETO 3A YIIOTPEFA
"Axtasuc" EAJL

yi. "ATtanac Jykos" Ne 29

rp. Codua, brarapus

Ten. 02 9321 762; 02 9321 771

8. PETHCTPAIINIOHEH HOMEP B PETHCTBHPA IIO YJ.28 OT

3JTAXM
Ne 20040017

9. JATA HA ITbPBO PA3PEIIABAHE 3A VYIIOTPEBA HA

JEKAPCTBEHHS ITPOJYKT
Per. Ne 20040017/23.01.2004

10. [JATA HA (YACTHYHA) AKTYA.]IIBAIIM HA TEKCTA
Hoemepwu, 2008 r.
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