IMPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Houerakcen Accord 20 mg/1 ml koHueHTpar 3a HH(Y3UOHEH Pa3TBOP
Houerakcen Accord 80 mg/4 ml KoHIIEHTpAT 3a HH(PY3HMOHEH Pa3TBOP
Hometakcen Accord 160 mg/8 ml koHIeHTpAT 32 HHAY3UOHEH Pa3TBOP
2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceku ml ot xoHIieHTpaTa chabprka 20 mg gouerakcen (docetaxel)

Jonerakcen Accord 20 mg/1 ml KoHIIEHTpAT 32 UH(Y3UOHEH PA3TBOD
Enun daakon ot 1 ml koHIIeHTpaT chabpka 20 mg JoueTakcel.

Jonerakcen Accord 80 mg/4 ml koHIteHTpaT 32 HHGY3UOHEH PA3TBOD
Enun dnakon ot 4 ml koHIIEHTpat chabpka 80 mg monerakcen.

Jonerakcen Accord 160 mg/8 ml KoHIIEHTpaT 32 HH(Y3UOHEH PA3TBOD
Enun daakon ot 8 ml koHIIEHTpAT chabpka 160 mg morerakcer.

TIomMoImIHO BEIIESCTBO C U3BECTHO ACHCTBUC

Jloyemaxcen Accord 20 mg/1 ml konyenmpam 3a un@ysuonen pazmeop
Bceku ¢uakon ot 1 ml korueHtpar cpabpka 0,5 ml eranon, 6e3Boaen (395 mg).

Jloyemaxcen Accord 80 mg/4 ml konyenmpam 3a un@ysuonen pazmeop
Bceku ¢uakon ot 4 ml koHueHTpar cbabpka 2 ml eranon, 6e3BogeH (1,58 mg).

Joyemaxcen Accord 160 mg/8 ml xkonyenmpam 3a un@ysuonen pazmeop
Bceku ¢uakon ot 8 ml koHueHTpar cpabpka 4 ml eranon, 6e3BoaeH (3,16 mg).

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTC BECUICCTBA BHXKTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
KonuenTpart 3a nH}py31oHEeH pa3TBOp (CTEpHUICH KOHLEHTPAT)

KonmeHTpaThT € OUCTHDP, OJICTOKBAT 10 KahSHUKABOXKBIT Pa3TBOP.

4. KJIMHNYHU JAHHHA

4.1 TepaneBTHYHHU MOKA3AHUS

Pax na repnara

Hometakcen Accord B koMOMHAINS ¢ JOKCOPYOHUIIMH U TTUKII0hochamMu € oKa3aH 3a afOBAHTHO
JieUueHHE Ha MAIUEHTH C:

e orepabWIICH pak Ha I'bp/aTa ChC 3acATaHe Ha TUM(HHUTE BH3JIH

e OriepaluWIICH pak Ha r'bpJiaTa 0e3 3acsAraHe Ha JIUM(GHUTE BH3ITU

3a marnueHTH ¢ onepadWIeH pak Ha I'bpjaTta 0e3 3acaraHe Ha JIMM(HUTE Bb3JIU, aJFOBAHTHATA TEPAITUs
TpsiOBa Ja OBb/Ie OTpaHWYeHA [0 MAIMEeHTH, TOAXOISIIN Ja MMOJy9aBaT XUMHUOTEPAIHs, ChIIIaCHO
YCTaHOBEHUTE MEXITyHAPOIHU KPUTEPHH 32 TbPBUYHA TEPAITHs HA paHEeH pak Ha I'bpAaTta (BXK. TOUKa
5.1).



I[OLICTEIKCCJ'I Accord B KOM6I/IHaLII/I$I C I[OKCOPY6I/ILII/IH € IIOKa3aH 3a JICUCHHUEC Ha INalluCHTH C JIOKaJIHO
HampeaHal Wi METaCTaTUYCH paK Ha I'bp/laTa, KOUTO NPCAU TOBA HE Ca MOJIydaBaJil HUTOTOKCUYIHO
JICYCHHUC 110 TO3H IIOBOJI.

I[OI_ICTaI(CCH Accord kato MOHOTEpaIus € IIOKa3aH 3a JICUCHUEC Ha MAIMECHTH C JIOKAJIHO HaIlpEaHall
WM METACTAaTUYCH paK Ha I'bpJiaTa CJIC] HEYCIIEX HAa IUTOTOKCUYHA XUMHUOTEPAIIns. HPCHXOZ{HaTa
XUMUOTEpanus TpSI6Ba Ja € BKIIFOYBAJIa aHTPAILUKIIMH WJIN aJIKWJIUPAI] arcHT.

Jomerakcen Accord B KOMOMHAIUS C TPACTy3yMal ¢ MOKa3aH 3a JICUECHUE Ha TAIUCHTH C
MeTacTaTH4CH paK Ha IbpJaTa cbe cBphXxekcpecus Ha HER2 u konTo mpeaun ToBa He ca Ommn
JIEKyBaHH ¢ XUMHUOTEPAIHsI 32 METACTATUIHO 3a00IIsIBaHe.

Hometakcen Accord B KoOMOMHAIIMS ¢ KallelUTaOMH € IMMOKa3aH 3a JICUCHNEe Ha MAI[UCHTH C JTOKAIHO
HampeIHa WM METACTaTHYCH Pak Ha IbpJaTa Ciie]] HeyCleX Ha IATOTOKCHYHA XUMHUOTEPAITHSL.

Hpez[xo,uHaTa TCparnusa Tpﬂ6Ba Ja € BKJIIOYBaJIa aHTPAIUKIINH.

HenpebHoknerpueH 6enoapobeH pak

Homnerakcen Accord e mokasaH 3a JieueHHe Ha MAIMEHTH C JIOKAJTHO HANPEIHAN WK MEeTacTaTHUeH
HePeOHOKIIEThUCH OeIOAPOOCH pak ciie] HEYCIeX Ha MPEeIX0Ha XUMHUOTEPAITH.

I[OLICTaKCGJ'I Accord B KOM6I/IHaLII/I$I C NUCINIATHH € ITIOKa3aH 34 JICUCHHUC Ha INallMCHTH C
I/IHOHepa6I/IHCH, JIOKAJIHO HanpeaHaJl Uik METAaCTaTUYCH Heﬂpe6HOKﬂeT’B‘leH 6CJ'IOI[p06CH pakK 1mnpu

MalnrueHTU, KOUTO HC Ca MOoJIydYaBaJll XUMUOTCPAIIU 110 IMTOBOJ TOBA 3a00/I9BaHE.

Pak Ha mmpocrarara

I[OLICTEIKCGJ'I Accord B KOM6I/IHaLII/I$I C MPCSAHU30H WJIN MPECAHU30JIOH € MMOKa3aH 3a JICHCHUC Ha
ManrueHTHU, pE3UCTCHTCH Ha KaCTpalusa METAaCTAaTUYCH paK Ha IpocTaTarta.

Homuerakcen Accord B KOMOMHANINS C aHIpOTeH-u34epmBania tepanus (androgen-deprivation therapy,
ADT), cbc nmn 6€3 IpeTHU30H WK TIPETHN30JIOH, € ITOKa3aH 3a JICUeHHE Ha MaIFeHTH ¢

MeTacTaTHYeH XOPMOHOYYBCTBHUTEJICH PaK HA MPOCTATATA.

CromaiieH AJCHOKAPIIMHOM

Hometakcen Accord B KoMOWHAIINSA € ITUCIUIATHH U S-QIIyopoypaltii € mokas3aH 3a JICUeHUE Ha
NAIMEHTH C METACTATHUYECH CTOMAIIICH aJICHOKAPIIHOM, BKIFOUUTEITHO aJICHOKAPIIMHOM Ha
ractpoe3odareanrHaTa Bpb3Ka, KOUTO HE ca IMOJTyYaBalii IIPEy TOBA XUMUOTEPAIHs 32 METaCTaATHIHO
3a0oJIsBaHe.

Pak na rnaBaTa u mmsTa

Hometakcen Accord B koMOMHANAS ¢ TMTACIIATHH B S-QIIyopoypanui € moKa3aH 3a MHAYKITHOHHO
JIeYCHIE Ha MAIUEeHTH C JIOKAJTHO HAMpEIHAT CKBAMO3HOKJICThUEH KapIIMHOM Ha TIaBaTa | IIUsTa.

4.2 /lo3upoBKa M HAYMH HA NPUJIOKEHHE

VYnorpebara Ha gonerTakcen TpsiOBa ga Obae orpaHHMYECHA 0 3aBEICHUS, CTICHUAIN3UPAHU B
NpUIaraHeTo Ha HUTOTOKCHYHA XMMUOTEpaIus U TpsOBa Aa ce mpujiara caMo oA KOHTPOI Ha JieKap,
KBaJM(ULMpaH B MPWIAraHETO Ha MPOTUBOPAKOBA XUMHUOTepanus (BX. TOUKa 6.6).

203I/IQOBK3

3a pak Ha rbpJlaTa, HEIPEOHOKIETHYCH OEI0IPOOEH pak, pak Ha CTOMaxa M pakK Ha IIaBaTa | IITUATA,
MOJKE JIa C€ M3MO0JI3Ba MPEeMEANKAIIHSI ChCTOSIIIA Ce OT IEPOPATICH KOPTUKOCTEPOU]I, KaTo
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JlekcaMmeTa3oH 16 mg nHeBHO (Hamp. 8§ mg Ba ITTH JHEBHO) B IPOIBIDKEHNE Ha 3 JTHHU, KaTO Ce
3armoyvHe 1 JIeH nmpeau npuiaraHeTo Ha JIOIeTaKkcel, OCBeH aKo HsIMa MPOTUBOIMOKAa3aHus (BXK. TOUKA
4.4).

IIpu meracTaThueH, pe3UCTEHTEH HA KacTpallKs PaK Ha POCTAaTaTa, UMAHKU MPEBUJI ChITBTCTBAIIIOTO
NPWIOKEHUE Ha MPETHU30H WIH PEAHNU30JIOH, TIPETIOPhUUTEIIHATA CXeMa Ha TIPEMETUKAIVS €
nepopaseH mekcamera3o 8 mg, 12 gaca, 3 yaca u 1 gac nmpeau nHOpY3UATa Ha JOIETaKCeT (BXK. TOUKA
4.4).

[Ipu MeracTaTrueH, XOPMOHOUYBCTBHUTEJICH PaK HA MPOCTATaTa, HE3aBHUCHMO OT ChIIbCTBAIATA
ynorpe0a Ha MPeTHU30H WK [TPEIHNU30JI0H, IPEIOPHYNTEIHATA CXeMa Ha ITPEMETUKAITUS €
nepopajieH JeKcaMmeTa3oH 8 mg, 12 yaca, 3 yaca u 1 yac npenu uHQy3usTa Ha ToIeTaKcen (BXK. TOUKa
4.4).

3a HaMaIsiBaHe Ha PUCKA OT XeMaTOJOTHYHa TOKCHYHOCT, MOJKE J1a C€ U3M0J3Ba MPOPHIAKTHIHO
rpaHyJonuT-KoJoHuoctTuMynupa gpaxtop (G-CSF).

JHouerakcen ce npuiara Kato eAHOYacoBa HH(Y3Us HAa BCEKH TPU CEIMHUIIH.

Pak na evpoama

IIpu agroBaHTHO JIcueHHE Ha ollepabmiieH pak Ha rbplaTa ChC 3acsAraHe Ha TUM(HATE BB3IIN U 0e3
3acAraHe Ha TMMQHHUTE Bb3IIH, IPENOPHYMTENHATA 03a Ha JOIIETAKCEN € 75 mg/m? mpunoxeH 1 yac
cien gokcopyounun 50 mg/m? u muknodochamun 500 mg/m? Ha BCeKH 3 CEIMUILHM C
npoabskuTeHocT 6 1ukbia (TAC pexum) (Bxk. cbio Kopeknun Ha 103aTa Mo BpeMe Ha JIeUeHHe).
3a jieyeHrE Ha TAIMEHTH C JIOKAIHO aBaHCHUPAJl WM METACTaTUYEH paK Ha I'bpJaTa,
IpenophUUTENHaTa 103a Ha gouerakcen e 100 mg/m? kato MmoHOTepanus. [Ipy iedeHne OT IbPBH pe,
Jouerakcen 75 mg/m? ce npuiara B KOMOMHALMSA ¢ JoKkcopyoumuH (50 mg/m?).

B koMOuHaNus ¢ TpacTy3ymal, MpenopbunuTeIHaTa 103a Ha gouerakcen e 100 mg/m? Ha Bceku Tpu
CEJIMHMIIU, KaTO TPaCcTy3yMad ce mpuiiara e:xeceJIMUIHO. B X0/1a Ha OCHOBHOTO MU3ITUTBAHE,
IbpBOHAYATHATA WH(Y3HS Ha JIONETaKCeN € 3aI04BaHa Ha CIIe/IBAIIMs JIeH cJie]| TbpBaTa J103a
TpacTy3ymab. CieaBarure 1031 AOIETAKCEl ca MpuIarany He3a0aBHO CJIea MPUKITIOUYBAHE Ha
nHDY3WITa ¢ TPACTy3yMal, ako MpeaxoaHaTa 103a TpacTy3yMal e TojepupaHna goope. 3a mo3ata U
MIPUJIOKEHUETO Ha TPacTy3yMa0, BikTe KpaTkaTa XxapakTepuCTHKA Ha TIPOJIYKTa TpacTy3ymao.

B koMOuHaNus ¢ KanenuTaOuH, MPenophbYuTeIHaTa 103a Ha JOIETaKcel € 75 mg/m? Ha BCeKH 3
CEIMMIIM 3a€IHO C Karnenurabud B 103a 1 250 mg/m? 18a mbTH 1HEBHO (B pamkuTe Ha 30 MUHYTH
cJIeI XpaHeHe) B MPOIBIDKEHNE Ha 2 CeIMUIIN, TIOCTEABAHH OT |-ceIMUYeH TIepHo Ha ITOYHMBKA. 3a
W3YHCIISIBAHE J103aTa Ha KanenuTabuH cho0pa3Ho C TeecHaTa OBbPXHOCT, BikTe Kparkarta
XapaKTePUCTHKA HA TPOJIyKTa KaleIUTa0uH.

Hedpebroxknemvuen benodpoben pak

[Ipu manmeHTH, KOUTO HE Ca MOJJIaraHy JO0 MOMEHTa Ha XMMHUOTepaIsl, MPernopbYnTeTHaTa CXeMa Ha
IpHIIarane e jouerakcen 75 mg/m? nocneasad He3abaBHO OT HUCINIATUH 75 mg/m? B IPOABIKEHHE
Ha 30-60 MuHyTH. 3a JICUeHHUE CIIe]] HEYCIIeX Ha MPeaxoaHa XUMHUOTEpaITis, OCHOBABAIIla c€ Ha
IJIaTHHA, IPENOPhUUTENHATA 1034 € 75 mg/m? KaTo MOHOTEPAIIH.

Pax na npocmamama

Memacmamuuen, pesucmenmen Ha KACMPAyus pax Ha npocmamama

INpenopbunTenHaTa 103a goueTakceln ¢ 75 mg/m?. [IpeJHU30H MM TPEIHU3O0JIOH 5 Mg IEPOPATHO
JIBa ITHTH JTHEBHO CE TIPHJIara HeMpeKbCHATO (BXK. Touka 5.1).

Memacmamuuen, xopmMoOHOYY8CMEUmMENeH PaK HA NPOCNAMama
IpenopbunTeIHaTa 103a J0LIETaKceN € 75 mg/m? Ha Bceku 3 ceIMMIM 3a 6 IMKEIA. [IpeHu30H WK
MPEAHU30JI0H 5 mg MEepOPaTHO ABa IIBTU THEBHO MOKE Jia CE MpUiaraT HempeKbCHATO.

Cmomawen adenokapyunom




IpenopbunTenHaTa 103a JoUeTaKceln ¢ 75 mg/m? kato 1-uyacoBa MH(Y3Hs, IIOCIEABAH OT LUCILIATHH
75 mg/m? kato 1- 10 3- yacoBa MH(y3Hs (M 1BaTa caMo B AeH 1), mocnaeaBanu ot 5-(Gayopoypamui
750 mg/m? qHEBHO, MPUJIOKEH KATO 24-4acoBa HENMPEKbCHATA MH(Y3HA 32 5 THHU, KOATO 3a04Ba CIIE]
Kpast Ha uHQY3HATa ¢ HUCIUIaTUH. JIedeHneTo ce moBTaps Ha BCcekH Tpu ceamuiu. [lanmenture TpsiOBa
Jla 1oJIyyat npeMeIuKalys ¢ aHTHEMETHLIU U [TOJXO0s111a XUApaTalus 3a IPUI0KEHUETO Ha
IUCIUIATHH. 32 CHIPKaBaHe Ha PUCKA OT XeMATOJIOTHYHA TOKCHYHOCT, TPAOBa 1a ce M3I0JI3Ba
npodunaktTuyHo G-CSF (Bx. chio Kopekuun Ha f03ata o BpemMe Ha JCUCHHUE).

Pax na enasa u wius

[TanuenTrTe TpsAOBa 1a MOTyYaT MPEMEIUKAIUS C AHTUEMETHIIN M TTOAXO/IAIIA XUIpaTalus (penu u
CJIe]l IpUIaraHeTo Ha MUCIUIATHH). 3a CHIDKABaHE Ha PUCKA OT XeMaTOJIOTMYHA TOKCUYHOCT, TPpsiOBa
na ce usnomssa npodmraktnaao G-CSF. Benuky manpeHTH B paMoTO Ha OIETaKCes B IPOyYBAHHITA
TAX 323 u TAX 324, nomydaBat aHTHOMOTHYHA TTPO(QHIIAKTHKA.

e /HayKuuMOHHA XMMHUOTEpanus nocieasana ot Jpuetepanus (TAX 323)
3a MHIYKIMOHHO JICYeHHE Ha MHOTIepaOuIieH JIOKaJIHO HalpeAHAI CKBAMO3HOKIIEThYECH KapLIUHOM
Ha riasara u musata (SCCHN), npenopbunTeHara 103a Jolerakcen € 75 mg/m? karo 1-uacosa
MH(Y3Hs, TTOCIEBaH OT NMCILIATUH 75 mg/m? noseue oT 1 yac, B IeH IIbPBH, HOCIEABAHK OT 5-
¢dayopoypaumn 750 mg/m? 1HEBHO KaTo HenpekbcHaTa HHQY3Us 3a IeT AHK. Tasu cxema ce
TprITara Ha BCEKd 3 cenmMuIty 3a 4 mukbira. Clie XUMHOTEPAITsl, MAIIHEHTUTE TPsIOBa J1a ToTydat
JTpYeTepanusl.

e /HayKUMOHHA XMMHUOTEpanus nocjiaensada ot xumuonsuerepanus (TAX 324)
3a MHIYKIMOHHO JIEUYCHNE Ha IALMEHTH C JIOKAIHO HamlpeaHa (IPaKTUIeCKH HEBb3MOKHO
XUPYPTUYHO OTCTPAHsIBaHE, MajKa BEPOSITHOCT 3a XUPYPIUYHO JICUCHHE U C 11eJ1 3alla3BaHe Ha
opraHa) CKBaMO3HOKJIETHYEH KapIMHOM Ha riaBata u musara (SCCHN), npermoprunTenHara q03a
nouerakcen € 75 mg/m? kato 1-uacosa undysus B ged 1 nociensana ot ruciatu 100 mg/m?
karo 30-MHMHyTHa 10 3-uacoBa UH(Y3Hs, TIOCIEBaHN OT S-¢payopoypauun 1 000 mg/m? qHeBHO
KaTo MpOIBJDKUTENHA HHOY3Us 3a 4 1HU. Ta3u cxema ce mpuiiara Ha BCeKH 3 CeJMULIH 3a
3 nukbia. Cien XuMuoTepanus, NaueHTHTe TPSAOBa Aa NOoIy4aT XUMHOIbUETepanusl.

3a aganTrpaHe Ha 103aTa Ha IUCIUIATHH U S-(hIyopoypammi, BIKTe choTBeTHaTa KpaTka
XapaKTepUCTHUKA Ha MPOIYKTA.

Kopekiun Ha g03aTa 110 BpeMe Ha JICUCHUC

Obwu
Jlonerakcen TpAOBa 1a ce mpuiiara, Korato oposar Ha Heyrpoduaute € > 1 500 kinerku/mm?. Ilpu

NAlMEHTH, pa3Biuin GeOpuiHa HeyTponeHus, 6poil Ha HeyTpoduaute < 500 KieTkn/mm?’ B
HPOBDKCHUE HA TIOBEYE OT €IHA CEMMIIA, TeXKKH WM KyMyJaTUBHHA KOXKHU PEAKIIMH FITH TEKKA
nepudepHa HeBpOIaTUs 1Mo BpeMe Ha Teparusi ¢ TOLEeTaKce, J03aTa Ha IoIeTaKces TpsOBa Jia ce
Hamai ot 100 mg/m? Ha 75 mg/m? w/umm ot 75 Ha 60 mg/m?. AKO NanMeHTHT IPOIBILKU 12
IpOSBABA TE3H PEaKIUK IIpU 103a 60 mg/m? IeYeHHETO ¢ JOLETAKCEN TPAOBA J1a CE IPEYCTAHOBH.

Aoweanmna mepanus npu pax Ha 2bpoama

[IspBuuna npodunaktuka ¢ G-CSF TpsdBa na ce 00ChAM NpH MALUEHTH, MOTYYaBaIH JOLETAKCEN,
nokcopyounuH u nuknogpocpamun (TAC) anroBanTHa Tepanus 3a pak Ha rbpaarta. [Ipu nauuenTure,
pasBuBaBamy GpeOpuiTHa HEYTPOIICHHSI W/FIIK HEYTPOTICHIYHA WH(MEKITHS, 103aTa Ha JOIeTaKcel
TpsiOBa Aa ce HaManu Ha 60 mg/m? BB BCHUKH ITOCIIEIBAIITH ITUKITH (BX. ToukH 4.4 u 4.8). [Ipu
TIAIACHTH, Pa3BHIIM CTOMATHUT 3-Ta WA 4-Ta CTEleH, 103aTa TpsSOBa aa ce Hamau 10 60 mg/m?.

B xombunayus ¢ yucnramun

IIpy manyeHTy ¢ IbPBOHAYAJIHA 1032 75 mg/m? [oleTaKcel B KOMOMHAIUS C [UCILIATHH, Ha KOMTO
Hal-HUCKHUAT OpOH HA TPOMOOIIMTHTE TI0 BpEME Ha MIPESIUIITHUS KypC Ha Tepamnus ¢ Oui

<25 000 keTku/mm?, WiIM IpH ManueHTy ¢ peOpHITHA HEyTPOIIEHH)S, WM NIPH IALUEHTH ChC
CEpUO3Ha HEXEMAaTOJIOTMYHA TOKCUYHOCT, 103aTa Ha JIOIIETAKCENl B CIIeBAIIUTE IIUKIIK TPsOBa J1a ce




Hamai Ha 65 mg/m?. 3a KopeKIMs Ha J103aTa Ha LUCIUIATHH, BUKTE ChoTBeTHaTa Kparka
XapaKTePUCTHKA HA TIPOTYKTa.

B xombunayus ¢ kaneyumabun

e 3a amanTHpaHe Ha J03aTa Ha KarmenuTaOuH, BIDKTe KpaTka XapakTepuCcTHKa Ha TPOIYKTa
KaIeluTaOuH.

o [lpu mamueHTH, pa3BUBAIIM TEPBU €MU30] HA TOKCHYHOCT CTETeH 2, KOUTO MePCUCcTHpa B
MOMEHTA Ha CJIeABAIIUS UK JICUCHHE C JOIETAKCEN/KaneuTaOuH, OTIIOXKETE UKBIA 10
3aTUXBaHe Ha aBieHusTa 10 creneH 0-1 u npoabmxete cbe 100% OoT mbpBOHAYATHATA 1034.

e [lpu manueHTH, pa3BUBAIIN BTOPU €NU30/ Ha TOKCUYHOCT CTEeMNeH 2, Ui IbPBU €MU30/]] Ha
TokcnmaHOCT CTeneH 3, o KOETO | J1a € BpeMe OT TePaIeBTHUHHUS ITUKBII, OTI0KETE JICUSHHUETO IO
3aTMXBaHe Ha ABJIEHUATA 110 cTerneH 0-1 ¥ MpOoIb/DKETE ICYEHUETO C JIOIETaKCeN 55 mg/m?,

o [Ipu BCHUKHM TTOCIIEIBAIIN €301 Ha TOKCHYHOCT, WJIM KaKBAaTO U J1a € TIPOsSBa HA TOKCHYHOCT OT
CremneH 4, npekparere JICUEHHETO € JOLETaKCEll.

3a MmopuduKaKMy Ha J103aTa HA TPacTy3yMad, BmkTe KpaTkaTa XxapakTeprcTHKa Ha MPOTyKTa
TpacTy3ymao.

B xombunayus ¢ yucnramun u 5-ghnyopoypayun

AKO BB3HUKHE eMu30/] Ha (eOpHIHa HEYTPOTICHHsI, TPOIBIDKUTETHA HEYTPOTICHHUS WIIH
HeyTpoleHnYHa nHEeKIHs BhIpeku npuioxenneto Ha G-CSF, no3ara Ha gonerakcen TpsaOBa aa
Oble HamanieHa oT 75 Ha 60 mg/m?*. AKO BB3HUKHAT TIOCIIEBAIIM EMTU30/IM Ha YCIOKHEHA
HEYTPOIICHHS, 103aTa Ha JoLeTaKkce] TpsaoBa na 6b1e HamaneHa ot 60 Ha 45 mg/m?. B ciyudaii Ha
TpomGouuronenus Crenex 4, 103aTa Ha JOLETaKce TpAOBa 1a Obe HamaneHa ot 75 Ha 60 mg/m?,
[TanmenTrre Ha TpsOBa Ja OBAAT MOUIATaHH HA TIOCIIEBAIIN [TUKIIH C AOLETAKCe, JT0KATO
HEYTPOQUIIUTE CE BB3CTAHOBAT J10 HUBO > 1 500 kieTku/mm?, a TpOMOGOLUTUTE CE BH3CTAHOBAT 110
HuBo > 100 000 kaeTku/mm?. IlpeycTaHoBeTe IEYEHUEHO, AKO T€3U TOKCUYHHU PEAKIMU EPCUCTUPAT.
(BXx. Touka 4.4).

[IpenopbuuTenHO afanTUpaHe Ha J103aTa MPH MAIMEHTH, JIEKYBAHHU C JIONETAKCET B KOMOMHAITUS C
UCIDIaTHH U S-hyopoypanun (5-FU):

TokcuaHOCT Kopeknus Ha no3aTa
Huapus creneH 3 [IspBu ennzox: Hamanere no3ata Ha 5-FU ¢ 20%.

Bropu enuzon: cien ToBa HamasneTe qo3ara Ha gorerakcen ¢ 20%.
Huapus crenex 4 [IspBu enm3oxa: Hamanere go3ata Ha gouetakcen u 5-FU ¢ 20%.

BTopu ennzon: npeycTaHOBETE JICUCHHUETO.

Cromarut/mykos3ut | [IppBu enuzon: Hamanere nosata Ha 5-FU ¢ 20%.

creneH 3 Bropu enuzon;: cripere camo 5-FU BbB BCHUUKH MOCIIEIBAIIM LIUKIIH.
Tpern enn3o/: HamasneTe fo3ara Ha jgouerakcen ¢ 20%.
Cromartutr/myko3ut | [IspBu emmzon: crpere camo 5-FU BBB BCHUKH TTOCTICABAIITY [IAKIIH.
creneH 4 Bropu enuzon: Hamanere go3ara Ha gorerakcen ¢ 20%.

3a KOpeKIHs Ha J03aTa Ha MUCIUTaTHH U S-(piryopoypariw, BIbkTe choTBeTHaTa Kpatka
XapaKTepUCTHKA Ha TIPOTYKTHUTE.

[Ipu ocnoBanTe SCCHN H3nHMTBaHMSA, TALMEHTH, KOUTO Ca Pa3BHIIM yCIOKHEHA HEYTPOTICHUS
(BKJIFOUUTEIHO MPOABIKUTENHA HEYTPOIIeHHs, PeOpUITHa HEYTPOTICHUsI, M MHPEKIH), €
npenopbuana ynorpedarta Ha G-CSF 3a ocurypsBane Ha mpohUIaKTHIHO ITOKpuTHE (Hamp. 6-15 aeH)
BBB BCHUKH TOCIIEIBAIIN [IUKIIH.

CHCLII/IaJ'IHI/I nomnyjJaanunu

Hayuenmu c ueproOpobHO yepesrcoare




Bb3 ocHOBa Ha (hapMaKOKMHETHYHHTE JAHHU 3a JOLeTakcea B 103a 100 mg/m? kaTo caMOCTOATENeH
areHT, P MalUeHTH C eIHOBPEMEHHO NoBuIeHne Ha TpaHcamuHasute (ALT w/umu AST) Han

1,5 mbTH TopHaTa rpanuua Ha HopMaTa (I'TH) u ankanna ¢gocdaraza vag 2,5 metu [TH,
NPENOPHYUTENHATA 1032 Ha JoIeTaKkcen € 75 mg/m? (Bxk. Touku 4.4 u 5.2). [Ipu nauueHTuTe Che
cepymer ommupyoud > I'TH n/mmn ALT u AST > 3,5 metu I'TH 3aemqno0 ¢ ankanHa ¢pocdarasza

> 6 mpTH ['TH, HE MO’Ke 11a ce mperopbya peIyKIIns Ha J03aTa U JOIEeTaKCceNl He TpsiOBa 11a ce
npuiara, OCBEH MNP CTPUKTHU IIOKa3aHUsL.

B komMOuHanus ¢ nucmiaTud U S-Guryopoypanui 3a JiedeHHe Ha MAHEeHTH ChC CTOMAIIEeH
a/ICHOKapIIMHOM, OCHOBHOTO KJIMHWYHO M3MIUTBAHE € N3KITI0UMiIo nanuenty ¢ ALT u/nim

AST > 1,5 metu 'TH, 3aenHo ¢ ankanna ¢pocdaraza > 2,5 nbta I'TH u 6unupyOun > 1 metu I'TH;
IpY TE3M NAlMEHTH HE MOXeE Jja e MPenopbya pelyKuus Ha 03aTa 1 JI0LEeTaKcel He TpsOBa aa ce
npuiara, OCBEH Ipy CTPUKTHU ToKazaHus. Hsima HanmuuHa nHbopManus 3a MalueHTH ¢ 4epHOPOOHO
yBpeX/aHe, JIEKyBaHHU C JOLETAKCEN B KOMOMHAIMS [IPU APYTUTE TOKa3aHUS.

IHleouampuuna nonynayus

BesonacnoctTa 1 eukacHOCTTa Ha JOLETaKCeN NpU Ha3oapuHreaneH KapiuHOM TIpH Jela Ha
BB3pacT oT 1 mecer 1o 18 roauHM BCe OIe HE ca YCTAaHOBEHH.

HsAMa cbOTBETHO IPUIIOKEHHE HA IOLETAKCEN B IIEJUATPUYHATA MTOIyJIalys 32 MOKa3aHUATA PaK Ha
rbpraTa, HelpeOHOKIETHUCH 0e10Ipo0eH paK, pak Ha IMpocTaTaTa, CTOMAIEH KapIHOM U paK Ha
riaBaTa u musrta, 0e3 na ce Brirousat Tyl Il u 111 mo-manko nudepenuupan HazoapuHreaneH
KapI[MHOM.

Cmapuecka 8v3pacm

B®3 ocHOBa Ha nomysanMoHeH (hapMaKOKMHETHIEH aHAIN3, HIMa CIICIMATHH YKa3aHUs 3a yrnoTpeda B
cTapyecka Bb3pacT.

B komOuHanus ¢ kanenurabuH, Mpy NauueHTy Ha Bb3pacT 60 U moBeye roAMHU, e MPENopbyuBa
HaMmaJsBaHe Ha HayaJHaTa J03a Ha KaneunTaOuH Ha 75% (k. KpaTkara xapakrepucTruka Ha
NPOAYKTa KareuuTaouH).

Hauwn Ha npunoxenue
3a yka3aHus OTHOCHO TPUTOTBSIHETO U MPIJIOKEHUETO Ha MPOAYKTA BIDKTE TOUKa 6.6.

4.3 IIporuBomokaszaHus

CBpPBXYYyBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO MJIM KbM HAKOE OT IIOMOLTHUTE BEIICCTRA,
n30poeHu B Touka 6.1.

IManmenTH ¢ u3x0a€eH O6poit Ha HeyTpoduamTe < 1 500 KaeTkn/mm?.

[anueHTH ¢ TeXKO YepHOAPOOHO YBpEXKIaHe, IOPaaH JIMIICAa Ha JaHHU (BX. TOUKH 4.4 u 4.2).
[IpoTrBONIOKa3aHUsATa 32 IPYTH JIEKapCTBa MPH KOMOWHHUpaHE C JOLETaKces ChIO BaXKar.

4.4 CrhenuajaHu npeaynpeskAeHUs! U NpeANa3sHl MePKH IPH ynoTpeda

IIpu pak Ha repAaTa ¥ HeAPEeOHOKIEThUEH OeoapoOeH pak, IpeMeIuKaIys, ChCTOSIIA Ce OT
TepopajeH KOPTUKOCTEPOU]] KaTo HapuMep IekcameTa3oH 16 mg gaeBHO (Hamp. 8§ mg aBa MbTH
JTHEBHO) B IPOJBIDKEHNE HA 3 JHU ¢ Hadaio | JAeH Mmpeau MpHIaraHeTo Ha JOIETaKCell, OCBEH aKo He €
NPOTHBOIOKA3aHO, MOKE J1a HAMAJIM YECTOTaTa M TeKEeCTTa Ha 3aIpbKKaTa Ha TEYHOCTH, KaKTO U Ha
TEKECTTa Ha peaklMUTe Ha CBPBXUYBCTBUTENHOCT. [IpH pak Ha mpocTaraTa, IpeMeJuKalusiTa €
nepopalieH JekcameTa3oH 8 mg, 12 yaca, 3 yaca u 1 gac npenu nHdy3uaTa Ha goneTaKces (BX. TOUKa

4.2).

XeMaToJIOTHs



HeyTtponenusta ¢ Hali-uecTaTa He)KelaHa Peakiys Ha jgoleTakcell. Haaup Ha HeyTpoduinuTe ce sBsBa
TIpH MeIiana 7 JTHY, HO TO3M MEPHOJ] MOXKE Ja € MO-KbC MPH MAIMECHTH C arpeCUBHA MPEIX01HA
tepanus. [Ipy BCUYKY MalMeHTH, TIOIy4YaBallly JOIETaKCcell TPsOBa J1a Ce U3BBPIIBA YECTO
MpOCIIe/IBaHe Ha IThJIHATA KPhBHA KapTHUHA. [[aniueHTHTE MOTaT J1a IOIyYaT CJIeBAIl KypcC C
JIOLIETaKCeN KOraTo HeyTpo(UIHTE ce Bh3CTaHOBAT 10 HUBO = 1 500 knetkn/mm? (Bk. Touka 4.2).

B cirydaii Ha Texka HeyTporneHus (< 500 kneTkn/mm? B IpOALIDKEHUE HA 7 WM OBEYE JHHU) B X0/
Ha TepanusTa ¢ I0IeTaKcel, ce MPernopbhuBa HaMallsIBaHe Ha J103aTa MIPH CIICBAIINTE KypCOBE Ha
JICYCHUE WU TIPSANPUEMAHE Ha MOAXOISAIIN CUMITOMATHYHU MEPKHU (BXK. Touka 4.2).

IIpu maruenTH, IEKYBaHU C AOIETAKCENl B KOMOWHAITUSA ¢ IUCIUIaTHH U S-piryopoypartr (TCF),
(heOpuiTHA HEYTPOTICHUS M HEYTPOIICHINYHA WHQEKIIHS Ca Bh3HUKBAIN TO-PSIJIKO, KOTATO MAIUEHTUTE
ca noy4aBanu npodrnaktuaao G-CSF. [lammmenture, nexyBanu ¢ TCF Tps6Ba na nmomyuaBaT
npodunaktTuyHo G-CSF 3a cHMkaBaHe Ha pUCKa OT yCJIOKHEHa HeyTponeHus ((hedpunHa
HEYTPOIICHUS, TPOIBJDKUTEIIHA HEYTPOIICHUS MJIH HeyTporeHnuHa nHeknust). [lanuenture,
nexyBanu ¢ TCF Tpa6Ba na 6b1at ctporo HabmogaBanu (BxK. Touku 4.2 u 4.8).

[Ipu manmeHTH, TIEKyBaHU C JIOIeTaKced B KOMOMHANNA ¢ okcopyoumH u mukiodocdamun (TAC),
(hebpriTHAaTa HEYTPONIECHHSI W/WJIM HEYTPOTIEHUYHATA HH(EKITHSI ce TIOABSIBAT MO-PSIKO, KOTATO
NalKueHTHTE MoTyyaBat mppBuyHa npodunaktuka ¢ G-CSF. [IspBuuna npodunakruka ¢ G-CSF
TpsOBa J1a ce OOMHCIN TpU MAIMEHTH, KOUTO Moy4aBaT aaioBaHTHa Tepamnus ¢ TAC 3a neyeHue Ha
pak Ha I'bpJaTa, 3a Ja ce€ HaMalld PUCKBT OT YCIIOKHEHa HeyTporieHus (pedpuinHa HeyTponeHus,
MIPOJIOHTHpaHa HEYTPOTICHUS WiTH HeyTponieHnyHa nHpeknns). [TlannenTn, nomyyaBamu TAC, TpsioBa
na ObIaT MOHUTOPUPAHU CTPOTO (BXK. Toukh 4.2 1 4.8).

CTOMaH_IHO—‘lDCBHI/I PCAKIINN

[IpenoppuBa ce MOBUIIEHO BHUMAHHE IPH MAUCHTH ¢ HEYTPOIIEHHSI, 0COOCHO MPH PUCK OT Pa3BUTHE
Ha CTOMAIIIHO-YPEBHH YCIIOKHEHUS. BBIIpeky, e mo-roysmara 4acT OT CIydanuTe ca HaCThIIMIH 110
BpeMe Ha ITbPBHS WM BTOPHS LUK HA CXEMATa, ChABPIKAIIA TOLETAKCell, eHTEPOKOIUT MOXKeE J1a ce
pa3BHe IO BCSIKO BpEMe M MOJKE Jla JOBEJIE IO CMBPT Ollle Ha ITbPBUS JeH OT nossata. [lanmenture
TpsiOBa J1a ce HaOJII0JaBaT BHUMATEITHO 32 paHHU POSIBU HAa CEPUO3HA CTOMALIHO-YPEBHA TOKCHYHOCT
(Bx. Touku 4.2, 4.4 Xemarosnorus u 4.8).

PeaKgI/II/I Ha CBPEXYYBCTBUTCIHOCT

ITanmentute TpsOBa Ha OBAAT MO HEITOCPEICTBEHO HAOIIOIEHNE 3a PEaKIIy Ha
CBPBXYYBCTBUTEIIHOCT, 0COOEHO 110 BpeMe Ha IIbpBaTa U BropaTta nH(py3uu. Peakiunre Ha
CBPBXYYBCTBUTEIIHOCT MOTAT JIa CE MPOSBAT B PAMKHUTE Ha HAKOJIKO MUHYTH CJIE]] 3alI0YBaHE Ha
uH(Y3UATA C AOLETAKCE, [IOPAIU KOSTO € HEOOXOAMMO HATMYHUETO HA 00OPY/IBAHE 3a JICUCHUE Ha
XUIOTOHHS U OPOHXOCIAa3bM. AKO Ce MOSIBAT PEaKK Ha CBPbXYYBCTBUTEITHOCT, HE3HAUHTEITHUTE
CHUMIITOMH KaTO 3a4epPBsSBaHE WM JIOKATHU KOXXHU PEaKIiK He HAJIaraT MpeKbCBaHe Ha TePaIusiTa.
Texkure peakiuu obade, KaTo TEKKA XUIIOTOHMS, OPOHXOCTIa3bM WIIH TeHEpaT3UpaH OOpUB/epUTEM,
HaJiaraT He3a0aBHO MPEKpaTsIBaHE HA TepalusiTa ¢ AOLETAKCEI U MOAXOAAIIO ieueHue. [lanmenTure
Pa3BHIIN TEKKHU PEAKIIMU Ha CBPhXYYBCTBUTEIIHOCT HE TPSOBA J1a ObAAT MOJTaraHu HA HOB KOHTAKT C
norerakcen. [lanueHTrTe, KOUTO MPEIU TOBA Ca UMM PEAKITUS Ha CBPbXIYBCTBUTEITHOCT KbM
MAKJIATAKCEIl, MOTaT Ja ObJAT M3II0KEHHN Ha PUCK OT Pa3BUTHE HA PEAKIIHS HA CBPHXUYBCTBUTEIHOCT
KBbM JIOLIETaKCeN, BKIFOUUTEITHO MTO-TEXKKA PEaKIns Ha CBPBXUYBCTBUTEIHOCT. Te3H MAIlMeHTH TPIOBa
Ja ObJaT HAOJIFOIaBaHW BHIMATEITHO TIPH 3aI04BaHe Ha JICYEHUETO C IOIETAKCel.

KoxxHu peakiuu

Hab6momaBaHu ca JIOKaJIM3upaH EPUTEM 110 KOXKaTa Ha KpaWHUTIATE (IJIAHUTE M XOIHUJIaTa) C OTOK
MTOCJICIBAHM OT IeckBamaltus. lMima choOIeH s 3a TeKKH CUMITOMH KaTo €PYIIIAN TOCIICIBAHNA OT



JCCKBaMaluAa, KOUTO BOJAT OO MPEKBCBAHE WIIN ITPEKPATABAHEC Ha JICUHCHUETO C JOLCTAKCEIT (B)K. TOYKa
42).

CroOmaBanu ca Te)KKH KOXHU HexxenaHu peakimu (Severe Cutaneous Adverse Reactions, SCARs)
Kato cuHApoM Ha Stevens-Johnson (SJS), Tokcuana emmaepmaiaa Hekposmsa (TEN) u ocTpa
reHepalm3upana ek3anTeMaTo3Ha mycrynosa (Acute Generalized Exanthematous Pustulosis, AGEP)
TIpH JICYSHUETO ¢ Aomerakcel. [larmentuTe Tpss6Ba qa ObaaT HHPOPMUPAHH 34 TPU3HAITITE U
CUMITOMUTE Ha CEPUO3HU KOXHHU MPOSIBU U JIa CE HA0JII01aBaT BHUMATEITHO. AKO CE MOSBSAT MPU3HAIU
Y CUMIITOMH, TIPEJIIIOJIaraliy Te31 peaKiluu, TPSOBa Jla ce€ 0OMUCIIH MTPEKpaTsABaHe Ha MTpHeMa Ha
JOLETaKCeN.

3aapprkaHe Ha TEYHOCTH

[ManuenTuTe ¢ TexKa 3aJpHKKa Ha TCYHOCTH KaTO HANIPUMED IICBPATICH U3IIUB, IEPUKAP/ICH H3IIUB U
aciut TpsiOBa Ja ObJAT CTPOro HAOIIOJABAHM.

PecnmpaTopHu HapymeHus

Cpo011aBa ce 3a OCThP PECHUPATOPECH TUCTPEC CHHIPOM, HHTEPCTHIIMAIHA ITHEBMOHUS/TTHEBMOHHT,
MHTepcTUIMaIHa OexoapoOHa Gonect, 6eroapobHa pudpo3a 1 JuxaTeaHa HeJOCTaThYHOCT, KOUTO
MOXe Jla ca cBbp3aHu ¢ daTtaneH uzxoa. Mima cpo0uieHus 3a cirydan Ha paAualioHeH THEBMOHUT MPH
NalMeHTH, MOJyYaBallly ChITbTCTBALIA ThYeTEPaITHsl.

AKO ce pa3BHIT HOBH WJIM CE€ BIIOIIAT OEIOAPOOHUTE CHMITTOMH, AITUCHTUTE TPSOBA Ja ce
HaOJIF0/IaBaT BHUMATEITHO, JIa Ce U3CIIeBAT He3abaBHO | Jla ce JIEKYBaT Mmoaxoasnio. Jlo mocraBsHe Ha
JIMarHo3a ce MpenopbyBa MPEeKbCBaHe Ha TepanusiTa ¢ JoleTakcell. PaHHOTO nmpriarane Ha
NOJIBPKAIN MEPKH MOXeE Jia TIOMOTHE 3a OJ00psiBaHe Ha ChCTOSIHUETO. TpsiOBa BHUMATEHO J1a ce
OLIEHM I10J13aTa OT BH30OHOBSIBAaHE Ha JICUSHHETO C JOLETAKCEN.

IlanueHTH ¢ Y4epHOAPOOHO YBpPEKIAHE

INpy manueHTH, JeKyBaHy C AoUeTakcesa B 103a 100 mg/m? kaTo caMOCTOSATENEH areHT, KOMTO UMaT
cepymHu HuBa Ha TpaHcamuHazute (ALT w/unu AST) Han 1,5 metu I'TH eqnoBpeMeHHO chC cepyMHU
HHBa Ha ajkanHaTa ¢pocdaTaza Hax 2,5 metu [ TH, e Hanuie mo-BUCOK PUCK OT Pa3BUTUE HA TEXKKH
HE)KeJIaHU peakK KaTo HallpuMep CMBPT OT HHTOKCHUKAIIVS, BKIIFOUUTEIHO CENICUC U
TaCTPOMHTECTHHAICH KPBBOM3IINB, KOWTO MOXe 1a Ob1e (araneH, pedprHa HEYyTPOIICHNS,
MH(EKIUH, TPOMOOLIUTOIIEHHS], CTOMATHUT U acTeHus. ETo 3ammo, npenoppunrentHaTa 103a Ha
JOLIETAaKCEN [IPY MALMEHTUTE C IIOBUILEHU CTOMHOCTH Ha (yHKLIMOHAIHUTE YEPHOAPOOHU
uscnensanus (OUN) e 75 mg/m? u @YU 1ps6Ba 1a ce M3BLPIIBAT PN HAYAIOTO HA JIEYEHUETO U
MIPeId BCEKU IMKBI (BXK. TOuKa 4.2).

[Ipu nauuenTute ¢ HUBA Ha cepyMmeH Ounupyoun > I'TH n/umu ALT u AST > 3,5 metu ITH,
STHOBPEMEHHO C HMBA Ha cepyMHa ankaiHa pocdaraza > 6 mpta I TH, HEe Moke nma ce mpemoprya
pelyKIMs Ha 7j03aTa U IOLEeTaKcell He TpsAOBa Aa ce Ipuiara, OCBEH NP CTPUKTHU IOKa3aHUsL.

B xomOuHanus ¢ nucmiatud U 5-¢uiyopoypanui 3a JIe4eHHe Ha MALHMEeHTH ChC CTOMAIICH
a/IeHOKAapIIMHOM, OCHOBHOTO KJIMHWYHO M3MUTBAHE € U3KII0UMIo manuenTd ¢ ALT u/nnn

AST > 1,5 bt ['TH u ¢ ankanna gocdaraza > 2,5 et [ TH n Ounupyoun > 1 net ['TH; npu Te3u
NalMeHTH He MOJKE Ja ce TIpernophya peAyKIHs Ha 103aTa U JOLEeTaKkces He TpsiOBa Ja ce mpuara,
OCBEH IIPH CTPUKTHHM ITOKa3aHus. Hsima qaHHU 3a ManyeHTH ¢ 4epHOIPOOHO yBpEXIaHe, JICKYBaHH C
JoLeTaKce B KOMOMHALUS TP APYTUTE IIOKA3aHUsL.

[TamenTu ¢ 0L0pEeYHO VBpEKIAHE

Hsama JaHHU 3a MallUCHTHU C TCXKKO YBPCACHA 6’L6p6‘lHa (byHKI_II/I}I, JICKYBAaHU C JOLICTAKCCII.

HepsHa cucrema

PazBuTreTo Ha TeXKka nepudepHa HEBPOTOKCHIHOCT Hajlara HaMasiBaHe Ha mo3ata (BK. Touka 4.2).
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KapanorokcnaHocT

[Tpu manueHTH, IOTyYaBaIIy AOIETAKCEN B KOMOMWHAIIMS C TPAacTy3yMald € HabJiojaBaHa Chp/euHa
HEJ0CTAaTHFYHOCT, 0COOCHO CJIe XUMHUOTEPAITHs BKITFOYBAIIA aHTPAITUKINH (IOKCOPYOHITIH A

enmupyourinH). Tst Moxe na Ob/Ie yMEpeHa 110 TeXKKa U € CBhP3aHa ChC CMBPTHH CIIy4an (BXK. TOUKA
4.8).

Koraro nanueHTuTe ca KaHAuIaTH 3a JCUSHHUE ¢ JOIETaKCe)l B KOMOMHAIUS C TPacTy3yMao, Te TpsOBa
Jia ObJaT MOJUIOKEHU Ha MbPBOHAYAIHA KapIUOJIoruyHa orieHKa. Ciie/] ToBa, B X0/1a Ha JICUSHUETO
chpaedHaTa pyHKIHs TpAOBa /1a ce mpociensBa (Hamp. Ha BCEKH 3 Mecela) ¢ OrJie]l OTKPUBAHETO Ha
MAIMEeHTH, KOUTO OMXa MOTJIH J]a Pa3BUAT ChpAeYHa TUCHYHKIH. 3a MoBede MOAPOOHOCTH, BUKTE
Kpartkara xapakTepucTHKa Ha MPOAYKTA TPACTy3ymao.

NwMa cpoO1eHus 3a KaMepHa apUTMHUS, BKIIFOUUTEITHO KaMepHa TaxuKap s (IMOHSKOra ¢ JIeTaJIcH
W3XO0J1) TPH MAlUEHTH, JICKYBaHU C JIOIIETAKCel B KOMOMHUPAHHU CXEMH, BKITIOYBAIIN JTOKCOPYOUITUH,
5-bayopoypammn u/mnu nukiodpochamuy (Bx. Touka 4.8).

[IpenopbuBa ce OlleHKa Ha ChpJeyHaTa QYHKIUS TPEIH 3all0YBaHe Ha JICUCHUETO.

Hapymenns Ha ounre

Nma cpoOienus 3a kuctouieH makyiieH exeM (KME) npu nanuenTH, 1eKyBaHH ¢ TOICTaKCEl.
ITanmenTHTE ¢ HAPYIIEHO 3peHUE TPAOBA He3a0aBHO /1a OBIAT MOJIOKESHN Ha IIBJICH 0 TAIMOJIOTHICH
npersien. B ciryqaii, ge ce muarnoctuiinpa KME, nmedennero ¢ morierakcen TpsOBa 1a ce mpekpaT u
Jla ce 3aIl0YHe MOAX OISO JIedeHne (BXK. Touka 4.8).

BTODI/I‘lHa 1O0sBa HA TbPBHUYHH 3JIOKAYCCTBCHHU 3a00/19BaHUs

Nma choOieHns 3a BTOPUYHA T0SBa HA ITbPBUYHH 3JI0KaYECTBECHH 3a00JIIBaHUSI, KOTATO JIOIIETaKCeN €
NpUJIarad B KOMOMHAIUS C TIPOTUBOPAKOBH JICYCHUSI, 32 KOUTO € M3BECTHO Y€ Ca CBbP3aHH C BTOPUYHA
NosIBa Ha ITBPBUYHU 3JI0KAYECTBEHH 3a00Ms1BaHus. BTopuyHa 1mosiBa Ha MbPBUYHHU 3JI0KAYECTBEHU
3a00J1BaHus (BKJIFOUUTEITHO OCTPa MUCIIOUTHA JIEBKEMUS, MHEJIOIUCIUIACTHYCH CHHIPOM U
HEXO/PKKHHOB JINM()OM) MOKE JIa HACTHITU HIKOJIKO MECEI[a WU TOJIMHU CIIe/] Teparius, ChIbpKaiia
norerakcen. [lanuenture TpsiOBa na ObaaT HAOMIOAABAHM 32 BTOPUYHA MIOSIBA HA ITBPBUYHU
3JI0OKaYeCTBEHM 3200 IBaHus (BK. TOUKa 4.8).

CHHIPOM Ha TYMODEH pa3maj

Cro0mmaBa ce 3a CHHAPOM Ha TYMOPEH pa3mnajl MpH JCUSHHUE C JONETAKCEIT CIIC ITbPBUSI U BTOPHUS
uKbI (Bk. Touka 4.8). [larpieHTuTe, N3710’KEHU HAa PUCK OT CHHAPOM Ha TYMOPEH pasmaj (Hamp. ¢
0BOpEeUYHO yBpEXKAaHe, XUIICPYPUKEMUs, TOJIIM TyMOp, Obp3a mporpecus), TpsiOBa fa ce HaO/roaaBat
BHUMAaTeNHO. [Ipen 3anouBane Ha JICYEHUETO Ce MPENOphuBa KOPEKIMS Ha JCXUIPATAIUATA U
JICYCHUE Ha BUCOKUTE HUBA Ha MMKOYHA KUCEIIMHA.

ﬂpyru

JKenute ¢ gerepoieH MoTeHIMAN TpsiOBa Ja Mpriiarat KOHTPAICNITUBHYA MEPKH 10 BpEME Ha U B
NPOJIBIDKCHUE Ha 2 Mecela cie]] MpeKpaTsIBaHe Ha JICYEHUETO ¢ Jiolerakcesl. MbxkeTe TpsOBa aa
npuiIarat KOHTPalenTHBHI MEPKH 10 BpeMe Ha M B TIPOJIbIDKEHUE Ha 4 Mecella Clie/l IpeKpaTsBaHe Ha
JIEYCHHUETO C JoIeTaKcen (BXK. Touka 4.6).

EnnoBpemenHara ynorpeba Ha qoueTakces ¢ MomHu naxuouropu Ha CYP3A4 (Hanp. KeTOKOHA301,
UTPAKOHA30J1, KIIAPUTPOMHULIMH, HHAUHABUD, He(a3010H, HeUHABUD, pUTOHABHD, CAKBUHABHD,

TETUTPOMHUIINH U BOPUKOHA30J1) TpsIOBa Ja ce m30sTBa (BXK. Touka 4.5).

JorbIHUTETHN IpEANa3HU MEPKH IIPH YITOTPeOda IMpH aIF0BAHTHO JICUCHUE HA paK Ha rbpaaTa
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Ycnooicnena neymponenus

[Ipu manuenTH, pa3BUIIA YCIOKHEHA HEYTPOIICHUS (IIPOIBIDKUTEITHA HEYTPOTIeHUs, (heOpriTHa
HEYTPOIIEHUS WK HHQEKIWsI), TpsOBa 1a ce oomucau npiaranero Ha G-CSF u HamansiBane Ha
nmo3ata (BK. Touka 4.2).

CI’HOMCZWHO-I{DQGHM peakyuu

CuMITOMH KaTO PaHHAU KOPEMHU OOJIKK MU YYBCTBUTCIHOCT, (1)€6pI/IJ'II/ITeT, Anapud ¢ Ui 0e3
HCYTpOIICHUA, MOIraT Ja 6’LZ[aT PaHHU IIPOABU HA TCIKKA CTOMAIITHO-YPEBHA TOKCUIHOCT U Tp$16Ba Ja
6’I>Z[aT OLICHCHU U JICKYBAaHH He3a0aBHO.

3acmortina cvpoeuna nedocmamuvurocm (3CH)

[TanuenTure TpsiOBa na 6bAAT HAOJIIOJABAHYU 3a CUMIITOMU HA 3aCTOMHA Chp/E€YHA HEJOCTATHYHOCT 110
BpeMe Ha JICYCHHETO U B X0Jla Ha TIeproja Ha mpociensBade. [Ipu manuenTy, JekyBaHH CbC cXeMara
TAC 3a pak Ha rbpAaTa chC 3acsArane Ha JUMGHHUTE Bb3JIHM € YCTaHOBEeH Mo-BUCcoK puck oT 3CH mo
BpeMe Ha ’bpBaTa roiMHa ciiel JeYeHUEeTO (BXK. Touku 4.8 u 5.1).

Hayuenmu ¢ 4+ aumenu 6v31u

Toit kaTo mos3ata, HabIrOaBaHa PU MaUeHTH ¢ 4+ TMM(HU BB3JIM HE € CTATUCTUYECKU 3HAYUMa O
OTHOLIICHUE Ha TIpekuBsieMocTTa 0e3 3abomaBane (DFS) u obmara npexxussiemoct (OS),
MOJIOKHUTEIHOTO ChOTHOIIEHHE To3a/puck 3a TAC npu nauueHTH ¢ 4+ TUMQHN Bb3JIM HE € HAITBJIHO
JTOKa3aHo TIPH OKOHYATETHUS aHamu3 (BXK. Touka 5.1).

CmapquKa 8b3pacm

Ipeoynpesicoenus 3a ynompebda npu adio8anmuo Jeyenue Ha paK Ha 2bpoama
Hma orpaHnYeHH JaHHU 3a MAIUCHTH Ha Bb3pacT > 70 TOAMHU OTHOCHO YHOTpedaTa Ha TOIEeTaKCeN B
KOMOWHAITHS ¢ JOKCOPYOUIIMH U ITUKIT0hochamu.

IIpedynpesicoenus 3a ynompeba npu pezucmenmen Ha KACMpayus pak Ha npocmamama

[Ipu npoy4Bane BHPXY pak Ha MpocTarara npy 333 MalKMeHTy, JISKyBaHH C AOIETAKCENl Ha BCCKU

3 ceqmunn, 209 manueHTy ca OWiIHM Ha BB3pacT 65 Wi MMOBeYe TOAMHM U 68 manueHTn ca Oniu Ha
BB3pacT Haj 75 roaunad. [lpy nanueHTuTe, I€KyBaHU C TOIETAKCeI Ha BCEKU 3 CEIMUIIU, YeCTOTaTa
Ha CBBP3aHUTE C JICUSHUETO MMPOMEHHU B HOKTUTE € Omna > 10% mo-Brcoka mpu MarueHTuTe Ha
BB3pacT 65 W oBeUe FOMHM, B CPAaBHEHHE C MTO-MJIaINTe MaleHTH. YecToTaTa Ha CBbP3aHUTE C
nedeHneTo GeOpuInuTeT, Tuapus, aHopekcus 1 nepudeper eaem e 6muna > 10% mo-Brucoka nmpu
MAIMEHTUTE Ha BB3PacT 75 U MOBEYE rOJIMHYU B CPABHEHUE C TE3H IO 65 TOUHMU.

Lpedynpesicoenus 3a ynompeba npu XOpmoHoUyeCcmeumenel paxK Ha npocmamama

Ot 545-Te manueHTH, JICKYBaHH C JOICTAKCENT Ha BCEKH 3 CEAMUITH B TIPOYYBAHETO TIPH
XOPMOHOUYYBCTBHTENEH pak Ha npoctarata (STAMPEDE), 296 nanuenTtu ca Ouiam Ha Bb3pacT

65 ronUHY WK TOBeYe, a 48 MaMeHTH ca OWIIA Ha BB3pacT 75 roauHu wim mosede. [loBeue marmeHTH
Ha BB3PACT >65 roJIMHU B paMOTO Ha JOLETAKCE ChOOIABAT 3@ PEaKIUs Ha CBPhXYYBCTBUTEIIHOCT,
HEYTPOIICHUS, aHEMUS, 3a/IbPKAaHE HAa TCUHOCTH, JIUCITHES U IPOMEHH B HOKTUTE, B CPABHEHUE C
MAIMEHTUTE Ha Bh3pacT 1o 65 roaunu. Huro eHO OoT Te3u yBenudeHus B yectoraTta He goctura 10%
pasiimka ¢ KOHTPOIHOTO pamo. [Tpy manueHTy Ha 75 Wi noBeve ToANHY, HEYTPOTICHHS, aHEMUS,
JUapHsl, TUCITHes U MHQEKIMS HAa TOPHHUTE TUXATESITHH ITBTHUINA ce ChOOIIaBaT C MO-BHCOKA YECTOTA
(mone 10% mo-BuCOKa), B CpaBHEHHE C TIO-MJIA T MTAIUEHTH.

LIpedynpesicoenus 3a ynompeda npu cmomaien adeHoKapyuHom

Ot 300 (221 nauentu BB ¢a3za I1l yactra oT mpoyuBanero u 79 nanueHTn BbB (asa Il yacTra)
MAIMEeHTH, JIEKyBaHH C JOIIETAKCEeN B KOMOMHAIUS C IUCIUIATHH U S5-(hIryopoypalit Ipy IpoyYBaHETO
3a CTOMAIIIEH pak, 74 ca OmIM Ha BB3pacT 65 WM MoBeue TOANHH U 4 TIAIUEHTH ca OWJIM Ha BB3PacT
75 wnn noBede ronuHu. YecToTaTa Ha CEPHO3HNTE HEXEJIaHU CHOUTHS € OMiia Mo-BHCOKa B CTapyecKa
BB3pacT B CPAaBHEHHUE C MMO-MJIauTe NarueHTy. ClIieJHUTE HeXKEIaHH ChOUTHUS (BCUYKHU CTEIICHH ):
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JeTaprus, CTOMaTHT, HEYTPOIIEHNYHA HH(EKINS ca Bb3HUKHAIH C 4ecToTa > 10% mo-BucoKa IpH
MAIMEHTUTE Ha BB3pacT 65 WK NoBeUe TOMHU B CPAaBHEHHE C TIO-MJIAIUTE MALlUEHTH.
Xopara B cTapuecka Bb3pacT, jekyBanu ¢ TCF Tps6Ba na 6baat cTporo HaOmoaaBaHu.

ITomontHm BemiecTBa

Houerakcen Accord 20 mg/1 ml xkoHIeHTpaT 3a HHGY3UOHEH pa3TBOp chabpka S0 obemuu % eTaHo,
0e3BojieH (amkoxod), T.e. 10 395 mg eranon, 6e3BojieH Ha (urakoH, ekBuBajieHTeH Ha 10 ml Oupa nam
4 ml BuHO.

Honerakcen Accord 80 mg/4 ml koHueHTpat 3a HHQY3MOHEH Pa3TBOp Chabpka 50 od0emun % eraHo,
0e3BojieH (anmkoxoi), T.e. 10 1,58 g eraHon, 6e3BoieH Ha (uiakoH, ekBuBasieHTeH Ha 40 ml Oupa uiu
16 ml BuHoO.

Houerakcen Accord 160 mg/8 ml koHteHTpaT 32 HMH(Y3HOHEH Pa3TBOP ChABPka S0 o6emHH Y%
eTaHoJ, 0e3BojieH (amkoxoi), T.e. 1o 3,16 g eraHon, 0e3B0/ICH Ha (piIakoH, eKBUBaJIEHTeH Ha 79 ml
oupa nim 32 ml BuHO.

BpenHo 3a cTpamaimuTe OT aTKOXOIU3bM.
Tps0Ba 1a ce Ma npeBuI Py OPEeMEHHH WIIM KbPMEIIH KEHH, JIella ¥ BUCOKOPUCKOBH I'PYIH, KaTo
MMAIIHEeHTH ¢ YePHOAPOOHO 3a00IISIBaHE VT CITHIICTICHS.

Tps6Ba ga ce 0OMUCTAT BE3MOKHHTE e(DeKTH BbPXY LICHTpalIHaTa HEPBHA CHCTEMA.
4.5 B3amMmopeiicTBHe ¢ IPYTH JeKAPCTBEHM MPOAYKTH M APYTrH (JOPMH Ha B3auMo/elicTBHe

KomnmaecTBoTO amkoxout B TO3H JIeKapCTBEH MPOIYKT MOXKE J]a IIPOMEHH JICUCTBUETO Ha JIPYTH
JIEKapCTBEHU TPOAYKTH.

In vitro mpoyuBaHuATa ca TOKa3alH, Ye METaOOIM3MBT Ha JAOLETAKCENl MOXKE a Ce MPOMEHH MPH
CHITBTCTBAIIIO MPWIOKCHUE HA BEIIECTBA, KOUTO UHIyIUPAT, UHXUOUPAT WU c€ MeTaboJIn3upaT OT
(mopaau KoeTo Morat KOHKYPEHTHO Jia MHXHOUpAT eH3uMuTe) 1utoxpoM P450-3 A kaTo Hanpumep
OUKIIOCTIOPHH, KETOKOHA301 U epuTpoMunyH. [lopaau ToBa, npu JieueHre Ha IAIUEHTH, TTOTydaBalln
€HOBPEMEHHO TE3H JICKapCTBEHH MPOTYKTH TPsiOBa Ja ce MpOosBsABA OBHUIIEHO BHUMAaHKE, ThI KaTo €
HaJIMIIEe TTOTESHITHAIT 332 3HAYMMO B3aUMO/ICHCTBHE.

B cnyuaii Ha komOuHaius ¢ CYP3 A4 naxuOuTtopH, mosiBaTa Ha HEXKEJIAHU PEaKIMU Ha JIOIEeTaKCe
MOJXKE J]a C€ YBEIUYH B Pe3yiITaT Ha HaMaleH MeTaboIm3bM. AKO ChITBTCTBAIIATA YITIOTpeda Ha MOIIECH
naxuouTop Ha CYP3 A4 (Hamp. KETOKOHA30J1, HTPAKOHA30J1, KIIAPUTPOMHUIINH, HHANHABHUD,
Hea30/10H, HeNPUHABHD, PUTOHABUD, CAKBUHABUP, TEIIMTPOMUIIMH U BOPUKOHA30J1) HE MOXKE J1a Ce
n30erHe, € Heo0X0JMMO BHUMATEITHO KIMHIUYHO MTPOCIICIBAHE M MOXKE J1a € TIOJXOSAII0 KOPUTHPaHE
Ha J103aTa Ha IOIETaKCeN 10 BpeMe Ha JiedeHreTo ¢ MomeH naxuoutop Ha CYP3A4 (Bk. Touka 4.4).
[Tpu papmakoOKHHETHYHO POYYBAHE ChC 7 MAIIMEHTH, ChITBTCTBAIIIOTO MPHUIIOKEHHUE HA JIOI[ETAKCEII C
MotHus nHXuOouTOop Ha CYP3 A4 KeTOKOHA30JI BOJU JI0 3HAYUTEIIHO HAMAJICHHUE Ha KIIMPHHCA Ha
nmonerakcen ¢ 49%.

®dapMaKOKMHETHKATA Ha JOIETAKCEN B MPUCHCTBUETO HA TIPEIHU30H € U3CIIABAHA TIPH MTAIUEHTH C
MeTacTaTH4eH pak Ha mpocrartata. Jlomerakcen ce meradommsupa oT CYP3A4, a 3a mpeqHI30H €
u3BecTHO, ye nHaynrpa CYP3A4. He e HaOmo1aBaH CTATUCTHYECKU 3HAYUM €()EKT Ha MPEIHU30H
BBPXY (papMaKkOKWHETHKATA Ha JIOIETAKCE.

Jomerakcen ce cBbp3Ba BB BUCOKA CTEIeH ¢ MpoTenHuTe (> 95%). Bhnpeku de eBeHTyaIHUTE in vivo
B3aUMOJICHCTBUS Ha JIOIIETAKCEN ChC ChITLTCTBAIIO NMPUJIAraHu JIEKapCTBEHH MTPOIYKTH HE ca
o(HIIMAITHO U3CIIEABAHMY, i1 Vitro B3aHMOJICHCTBUATA ChC CBBP3aHUTE BHB BUCOKA CTEIICH C
MIPOTEUHHUTE CPEJICTBA KATO CPUTPOMHUIINH, TU(DESHXHUIPAMHUH, TIPOIPAHOJION, Tponad)eHOH, (PEHUTOUH,
CAIMIIMIATH, CYI(PaMETOKCa30Jl U HATPUEB BAJPOAT, HE MOBJIMSIBAT CBHP3BAHETO HA JIOIIETAKCEIN C
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IIPOTCUHUTE. OcBeH TOBa, IEKCAMCTA30H HE ITOBJIMABA CBBP3BAHCTO HA JOLICTAKCEI C IPOTCHUHUTE.
I[OLICTEIKCCJ'I HC NOBJIMSABA CBbP3BAHCTO HA JUTUTOKCHH.

®dapMakOKMHETHKATA Ha JOIETAKCEN, JOKCOPYOUIMH U IUKIodocamMul He ce TIOBIUSIBA OT
CBITBTCTBAIIOTO UM TIpHIiIokKeHne. OrpaHHYeHHN JIAHHH OT €JIHO HEKOHTPOJIHMPAHO NMPOyYBaHEe JOIMYCKAT
B3aUMOJICHCTBUE MEX/TY JIolleTaKcel 1 kapooruiatuH. [Ipu koMOMHMpPaHE ¢ JA0IeTaKCcell, KITUPBHCHT
Ha KapOormaTHH € ¢ 0K0JIo 50% Mo-BHCOK OT CTOWHOCTUTE, CHOOIIEHN TIPS TOBA MPH MOHOTEPAITHS
¢ KapOOoIUIaTHH.

4.6 depTUaUTET, OPEMEHHOCT U KbpPMeHe

KeHu B geTeposicH IOTCHIMAIT/ KoHnTpanennus npyu MbKe U JKSHH

JKenure ¢ AeTEpOACH U MBKETE, IMOTyIaBaIly IOIETAKCEN, TPSAOBA 1a ObIAT CHBETBAHM J1a N30sTBAT
3abpeMeHsBaHe, /la He Ch3/1aBarT Jella U He3a0aBHO /1a YBEAOMST JICKYBAIHUs JIeKap, ako TOBA CE
CIyYHu.

[Topaau reHOTOKCUYHUS PUCK OT JoLieTaKcen (BxK. Touka 5.3), )KEHUTE C JISTEPOJICH MMOTSHIIHAT
TpsIOBa Aa M3MOM3BAT €PEKTUBEH METOI Ha KOHTPAIICTIIHS 110 BpeMe Ha JICUCHHUETO U B TIPOIBIDKEHNE
Ha 2 Mecera cie MpeKpaTsABaHe Ha JICICHUETO C JOTeTakcel. MBbKeTe TpsAOBa Aa U3MOoI3BaT
e(eKTUBEH METO.T Ha KOHTPAIICTIIIHS 110 BpeMe Ha JICUCHUETO U B IPOIBIDKEHHE Ha 4 Mecela Cie
MpeKpaTsIBaHE HA JICUEHUETO C JOIETAKCE.

Bbpemennoct

Hsima mr(OpManus 0THOCHO yrioTpebaTta Ha JoIeTakces npyu OpeMeHHH KeHu. JlokazaHo e, ue
JIOTIeTaKces € eMOPHOTOKCHYCH U (PeTOTOKCHYCH TPH 3aiIv U TUIbXoBe. KakTo u nqpyru
IIUTOTOKCUYHU JICKAPCTBEHH MPOAYKTH, TaKa M JOLETAKCE MOXKE JIa IPEIU3BUKA YBPEKIAHE HA
(heryca, xorato ce npuiara Ha OpemeHHH xeHu. [lopanu ToBa, goneTakcen He TpsiOBa Ja ce U3M0I3Ba
0 BpeMe Ha OpEMEHHOCT, OCBEH aKO HE € U3PUYHO IMOKa3aH.

Kspmene

I[OLICTaKCCJ'I € J'II/IHO(l)I/IJ'IHO BCIICCTBO, HO HC € U3BCCTHO AaJil CC CKCKPCTHUPA B KbpMarta.
CJ'IeI[OBaTeJ'IHO, nopaauv nmoTeHurajIa 3a HEXKCJIaHU pCakKluu Ipru KbpMad€Ta, KbpMCHCTO TpSI6Ba Ja ce
MMPEyCTAHOBU 110 BPpEMC Ha JICUCHUEC C JOLICTAKCCII.

DepTunurer

Hpoy‘lBaHI/I}ITa IIpU JKUBOTHHU MMOKAa3BaT, 4€ JOLCTAKCCII MOXKC /1a MMOBJIMAC HAa MBIKKUA (bepTI/IJ'II/ITCT
(B)K. TOYKa 53) HOpaZ[I/I TOBAa MBIKETC, JICKYBAHU C NTOLCTAKCLII, TpSI6Ba Ja NOTbPCAT CbBET OTHOCHO
KOHCEPBUPAHCTO HA CIICpMa Npeau JICYHCHUCTO.

4.7 EdexTn BbpXy crioco0HOCTTA 32 WoupaHe U padoTa ¢ MAIINHA

Hsama npoyuBanus 3a eekTuTe BHPXY CIOCOOHOCTTA 3a o UpaHe U padboTa ¢ MallliHU.
KonndecTBOTO aNKOXO0JI B TO3M JIEKAPCTBEH MPOIYKT U HEXKETAHUTE PEaKIIMU Ha MPOJyKTa MOTaT Ja
HapyImaT criocoOHocTTa 3a modupane wim padora ¢ MmamwaM (BXK. Touku 4.4 u 4.8). [Topanu ToBa,
MAIMCHTUTE TPSAOBa J1a ObAAT MPEYNPEICHHU 32 TOTSHIIMATHOTO Bh3/IEHCTBUE HA KOIIMYECTBOTO
AJIKOXOJT ¥ HEXKEJTAHUTE PEaKIUK Ha TO3H JICKAPCTBEH MPOJYKT BbPXY CIIOCOOHOCTTA 3a modupaHe u
pabota ¢ MaIIuHY, ¥ Ja ObJaT CHBETBAHHM Ja HEe NIOGUPAT WK U3IOI3BAT MAIIUHHU, aKO TIOJTy4aT TE3U
HEeXKeJIaHW PEaKINy 110 BpeMe Ha JICUSHUETO.
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4.8 Hexenanu JjeKapcTBeHH peakuu

Pesrome Ha poduiia Ha 0e30MACHOCT 3a BCUYKHM [TOKA3aHUs

Hexenanute peakiuu, MpUeTH 3a BH3MOXKHO WIIM BEPOSTHO CBHP3aHU C IPUJIAraHETO Ha OIETaKCeN,

ca TIOJTy4YeHH TIPH:

e 1312 u 121 nmanueHTH, KOUTO ca Moxy4aBaiu choTBeTHO 100 mg/m? u 75 mg/m? mouerakcen
KaTO MOHOTEPAIIUs

258 manueHTH, KOUTO Ca MOJyYaBaiy JOIETAKCET B KOMOUHAIUS C JOKCOPYOUIIMH

406 manueHTH, KOUTO ca MOJTy9aBajy OIEeTaKCel B KOMOMHAINS C ACIUTATHH

92 manueHTH, KOUTO ca TOJTydaBalid JOIeTaKcell B KOMOMHAITHS C TpacTy3ymMao

255 marueHTH, KOWTO ca TOIydaBajiy JOoIeTakcell B KOMOMHAITHS C KalleITUTaOMH

332 nmamuentu (TAX327), koUTO ca MojTydaBaiy JOLETAKCENT B KOMOMHAIUS C MIPESIHU30H WU

MPETHU30JI0H (TIPEJICTABCHU Ca KIIMHUYHO 3HAYUMHUTE CBhP3aHU C JICUCHUETO HEKEIIaH!

JICKaPCTBEHU PEAKIINN).

e 1 276 matmmentu (744 u 532 cvotBetHO iput TAX 316 1 GEICAM 9 805), xonTo ca moixydaBaiu
JTolleTakce B KOMOMHAIINSA C TOKCOPYOHUITHH 1 IUKI0hochamMu (IpeIcTaBeH! ca KITMHIIHO
3HAYUMHUTE CBHP3aHHU C JICUCHHETO HEXEJIaH! JIEKAPCTBEHU PEaKIIHH).

e 300 mauueHTH ChC CTOMAIICH aJieHoKapuuHoM (221 manuentu BbB (aza Il gactra ot
npoyuBaHeTo U 79 manueHTH BB (aza Il yacrra), KOUTO ca Moy4aBaau TOIETaKCeN B
KOMOWHAIIUS C IIUCIUIATUH U S-iryopoypaiiwi (peJcTaBeH! ca KIMHUYHO 3HAUNMUTE
CBBP3aHH C JICUCHHETO HEXEIIaH! JIEKAPCTBEHU PEAKIIHN ).

e 174 u 251 manueHTH ¢ paK Ha TJIaBaTa U MIAATA, KOUTO Ca TIOJTyYaBalld JOIETaKCcel B
KOMOWHAIMS C UCIUTATHH U S-Qiryopoypari (TipecTaBeHn ca KITMHUYHO 3HAYNMUTE
CBBP3aHHU C JICUCHUETO HEXKEJIAHU JICKAPCTBEHU PEAKIINHN).

o 545 manmenTu (npoyuBane STAMPEDE), kouto ca noiayyaBaiu A0IETaKCE]l B KOMOWHAIVS C
MIPEIHU30H UK TpeaHn3010H U ADT.

Te3u peaknuu ca onurcanu nocpenctsom O0muTe kpurepuu 3a TokcmgHocT Ha NCI (crenen 3 = Ct3;
crenieH 3-4 = C13/4; crenen 4 = Ct4) u repmunonoruara Ha COSTART u na MedDRA. Ilo wectoTa
ca neuHupanu kato: MHOTO yectu (> 1/10); wectu (> 1/100 mo < 1/10); veyectu (= 1/1 000 mo

< 1/100); peaxu (> 1/10 000 no < 1/1 000); muaoro peaxu (< 1/10 000); c HenzBecTHa YecToTa (OT
HAJIMYHUTE JaHHU HE MOXKe J1a Ob/ie HallpaBeHa OIICHKa).

[1pu Bcsiko TpynHpaHe B 3aBUCUMOCT OT YeCTOTATa, HEXKEIAHUTE JIEKapCTBEHHU PEAKIMK ce N30posBaT
B HU3XOJIAIII eI IO OTHOLIEHHE Ha TEXKECTTa.

Haii-yecTo cpo011aBaHUTE HEXKENIAaHH JIEKAPCTBEHH PEAKIIMU Ha JIOLETaKCeNl CAMOCTOSTEIHO ca:
HEYTpoIeHus (KOsATO ¢ Ouiia 00paTUMa U HEKyMYJIaTUBHA; JICHAT MeIMaHa Ha Hal-HUCKA CTOWHOCT €
Oun 7™, a cpeHaTa IPOIBDKUTENHOCT Ha TexkKa HeyTponenus (< 500 knetkn/mm?) e Ouna 7 1K),
aHEeMHsl, aJoMeIys, TaieHe, TOBPhIaHe, CTOMATHT, IUAPHS U aCTCHHA. TeXecTTa Ha HeXeJlaHUuTe
peaxIuy Ha AOIETaKCcell MOXe /1a ObJe yBeIndeHa, KOTaTo JOLETaKCeN Ce Mpuiiara B KOMOMHAIINS C
JIPYTH XUMHOTEPANIEBTHYHHU areHTH.

[Tpu koMOuHanmsTa ¢ TpacTy3ymad ca MpeICTaBEHU HEKEIIAHUTE JICKAPCTBEHU PEaKIuy (BCUYKH
crenieHn) cbobmeHu mpu > 10%. OTueTeHa e noBuieHa yectora Ha cepuo3nu HJIP (40% crpsimo
31%) u HJIP cremnen 4 (34% cnpsimo 23%) mpu paMoTO Ha KOMOHMHAITUS C TPAcTy3ymMal B CpaBHEHHE C
MOHOTEpAIusTa C JOIETaKCEIL.

[Tpu koMOuHaNMsATa C KaneUTaOWH ca MPEJICTABEHU Hali-4eCTUTE HEXKEIIaHU JICKAPCTBEHU PEaKIIUH,
CBBbP3aHH C JieueHHeTo (> 5%), crolmieHu nmpu u3nuteane ¢asa 1l npu nanueHTy ¢ pak Ha rbpjaTa ¢
HEYCIICIITHO JICYCHHUE C aHTpaIMKIMH (BK. KpaTkara xapakTepucTHKa Ha MPOAYKTa KareuTaOuH).

IIpu xombuHammara ¢ ADT u npenan3on wiu npeaan3onoH (npoyusane STAMPEDE), nexenanure
CHOUTHS, B3HUKBAIIX TTPE3 6-Te ITUKBJIA Ha JICUCHHUE C OTICTAKCEN U UMaIy ToHe 2% IM0-BHCOKa
4eCTOTa B PAaMOTO Ha JICYCHHUE C JIOIIETAKCEN, B CPABHEHUE C KOHTPOJIHOTO PaMo, Ca MPEACTABEHU C
nmomoliira Ha ckanarta 3a crenenyBane CTCAE.
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CJ'IG,I[HI/ITG HCXKCJIaHU JICKAPpCTBCHHU PCAKIINU Ca Ha6J'HOI[aBaHI/I YC€CTO C AOLCTAKCCII:

HaDVH_ICHI/IH Ha UMYHHATa CUCTEMA

B moBeyero ciyvan, peakimuTe Ha CBPbXYYBCTBUTEIHOCT BH3HHKBAT B PAMKHUTE Ha HIKOJIKO MUHYTH
CJIe]] Ha4yaoTo Ha MH(]Yy3UsTa C ToleTaKce 1 OOMKHOBEHO ca JIEKH JI0 yMepeHu. Haii-uecto
CHOOIIIaBaHUTE CUMIITOMH Ca 3a4epBsiBAHE, OOPUB ChC WK 0€3 ChpOexk, CTATaHEe B I'bPIUTE, OOJIKU B
rbpOa, TUCITHES M TPECKA WM CTYACHHU TPBITKU. TEXKUTE PEaKIUU ce XapaKTEePU3UPAaT C XUITOTOHHUS
1/WK OPOHXOCIAa3bM WM T'eHepalu3upad oOpuB/eputeM (BK. Touka 4.4).

Hapymenwns Ha HepBHATa cCHUCTEMA

PazButreTo Ha TeXKKa nepudepHa HEBPOTOKCHIHOCT Haylara pexyKIus Ha go3aTa (BK. Touku 4.2 1
4.4). Jlekute 10 yMEpEHU HEBPOCCH30PHU MIPU3HALIY CE XapaKTEPU3UPAT C MapPECTE3Us, JU3CCTCIHS
win 00JIKa BKIIFOYMTETHO apeHe. HeBpoMOTOpHUTE CHOUTHS C€ XapaKTepU3UParT TJIaBHO ChC CIIA0OCT.

HaDVH_ICHI/IH Ha KOoXXaTa 1 IIOAKOXHaTa ThbKaH

HabmtomaBanu ca oOpaTMu KOXKHH peakiy, KOUTO MO IPUHLIUT ca IPUEMaHH 3a JIEKH A0 YMEPEHH.
Peakuunte ce xapakrepu3upar ¢ 0OpHB, BKIIOUUTEIHO JIOKAJTHH €PYILUH IJIaBHO 10 CThIajaTa u
JUIaHUTE (BKJIFOYUTEIIHO TEXBK CUHAPOM PBKa-KpakK), a ChILO U IO LEIUTE PhLIE, TULETO WIN IPhIAHUSL
KOIII, ¥ YeCTO CBBP3aHM ChC ChbpOek. OOMKHOBEHO epyNIUHUTE Bh3HUKBAT B PaMKHUTE Ha | ceamuna
cien nHdy3uaTa Ha nouerakcen. He TomkoBa 4ecTo ca chOOIaBaHN TEKKH CUMITOMH KaTO EpyTLUH
MOCTIEIBAHM OT J€CKBaMaIHsl, KOUTO B PEJKHU CITydau ca JOBEJH /10 MPEKbCBAHE WIIH MTPEeKpaTsBaHe Ha
JIEYEHUETO C JoreTakcer (BX. Touku 4.2 u 4.4). Texxxure yBpexaaHus Ha HOKTUTE Ce XapaKTepu3nupar
C XUIIO- WM XUIIEPIUTMEHTAIMA U TOHAKOTa 00JIKa M OHUXOJIN3A.

OO0wmM HapyieHus ¥ epeKTH Ha MACTOTO Ha IIPUIIOKEHHUE

OOWKHOBEHO peaKkIMUTe Ha MACTOTO Ha MH(Y3HATA Ca JICKU U C€ ChCTOSIT B XUITCPITUTMEHTAIIHS,
BB3MAJICHHUE, 3aYePBABaHE WU CYX0Ta Ha KOXKaTa, (PIeOUT Wi eKCTpaBas3allysi 1 OTOK Ha BEHaTa.
3aIbpKaHETO Ha TEYHOCTH BKIIFOUBA CHOUTHSI KaTO MEPUPEPHU OTOIM U HE TOJIKOBA YECTO IICBPAICH
W3JIMB, TIEPUKAP/ICH M3JIUB, aCIIUT U HajJ[aBaHe Ha Terdo. [lepudepHute oTony OOMKHOBEHO 3aI104BaT
0 JIOJTHUTE KPAWHUIM U MOTaT Jia ce reHepallu3upaT ¢ HaJyiaBaHe Ha Terio 3 kg u noseve.
3ampprKaHeTO Ha TEYHOCTH € KyMYJIaTHBHO I10 YeCTOTa U TEXECT (BXK. Touka 4.4).

TabauyeH CIKUCHK HA HEXXEITAHUTE PCAKIIMK Ha JOLICTAKCEII 100 mg/rn2 KaTO MOHOTCpanusA IIpH paK Ha
I'bpaaTta

CucremMo-opranHu MHoro yecTH YecTu HexeTaHU HeuyecTu He:keJ1aHH
kiaacoBe o MedDRA | He:xeslaHU peakuuu peakuumn peakuumn
Nndexnum u nHbpexuu (creneH 3/4: | nHpeKkus cBbp3aHa ¢ 4

nH(ecTan 5,7%; BKIIFOUUTEITHO CTEIIEH HEYTPOIICHHUS

cercuc U mHeBMOHUS, | (cterneH 3/4: 4,6%)
¢artanau npu 1,7%)
HapyuieHus Ha KpbBTa | HEYTPOTICHHUS (CTEMEH | TPOMOOIIUTOICHHS
u muMpHaTta cuctema | 4: 76,4%); (ctenen 4: 0,2%)
anemus (creneH 3/4:
8,9%);

(hebOpmHa
HEYTPOIICHUS
Hapymienus Ha CBPBXYYBCTBUTEITHOCT
MMYHHATa CHCTEMa (ctenen 3/4: 5,3%)
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Cucremo-opranau
KjaacoBe mo MedDRA

MHoro yecTH
HEKeJIAHU peaKklumn

YecTHn HeKeJIaAHA
peaknuu

HeuecTH He:xe1aHU
peaknuu

Hapymienus Ha
MeTaboan3Ma u
XPAHCHETO

AHOpeKcHs

Hapymenns na
HEpBHATa CUCTEMA

nepudepHa CeH30pHA
HEBPOIATHUS

(cremen 3: 4,1%);
riepudepHa MOTOPHA
HeBpomaTHs (CTEICH

3/4: 4%)
nucrey3us (TexKKa:
0,07%)
Cobpaednn HapyIIeHUS aputmus (crenieH 3/4: | chpaevHa
0,7%) HEJIOCTaThYHOCT
Cb10BU HApYIICHUS XUIOTOHUS;
XUIEPTOHUS;
KPBHBOM3IIUBU

Pecnimparopuu, rppaHu
U MEJNAaCTUHATHU

muctHes (Texka: 2,7%)

HapyIIeHHs
CromainrHo-4peBHU cToMaTuT (cTeneH 3/4: | koHcTUnanus (Texkka: | e30(aruT (TeKbK:
HapylIeHUA 5,3%); 0,2%); xopemna 6omnka | 0,4%)

nuapus (creneH 3/4:
4%);

rajgene (creneH 3/4:
4%);

MOBpBILAHE (CTEIICH
3/4: 3%)

(Texka: 1%);
CTOMAITHO-4YPEBEH
KPBBOM3IINB (TEKbK:
0,3%)

Hapyienus Ha koxata
Y TIOJIKO’KHATA ThKaH

aNoTeIus;
KOKHH PeaKiuu
(crenen 3/4: 5,9%);
HapyIICHHUS Ha HOKTHUTE
(Texku: 2,6%)

Hapymenus na
MYCKYJIHO-CKeJIeTHaTa
cucrema u
ChEIMHUTEITHATA ThKaH

muanrus (Texka: 1,4%)

apTparHs

OO HapyuIeHus 1
eeKTH Ha MACTOTO Ha

3anbppkaHe Ha
TEYHOCTH (TEKKO:

peaxkuy Ha MSICTOTO Ha
UHY3US;

MIPUIIOKCHUE 6,5%) rpeAHA OoJKa 03
acTeHHs (TeKKa: ChPICYHO 3acsraHe
11,2%); (texka: 0,4%)
OoJika

W3cnenBanus cTereH 3/4 yBenmu4eH

OunupyOHH B KpBBTa
(< 5%);

crenieH 3/4 yBemdeHa
ankaiaHa gocdaraza B
KpbBTa (< 4%);
cTerieH 3/4 yBenuyeH
AST (< 3%);

creneH 3/4 yBennieH
ALT (<2%)
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Onucanue Ha I/I36DaHI/I HCXKCTaHU pCaKIIMM Ha JOLETAKCCII 100 Ill,(I/I'Il2 KaTO MOHOTCpaIrusi IIpv paK Ha

IrbpaaTta

Hapywenus na kxpvema u aumgpnama cucmema
Penxu: enm3onn Ha KbpBEHE CBBP3aHU C TPOMOOIUTONICHHS 3/4 CTETIeH.

Hapywenus na nepgnama cucmema
Jlannu 3a oOpaTuMocT ca Hanuie npu 35,3% OT NanueHTUTe, Pa3BUIIM HEBPOTOKCUYHOCT CIIE]
nedenue ¢ gouerakcen 100 mg/m? kato MoHOTepanus. SIBIEHUATA Ca OT3BYYall CIIOHTAHHO B

pamMKkuTe Ha 3 Mecera.

Hapywenus na koxcama u noOKO#CHAMAa MbKaH
MHoro peiku: eIrH ciay4ail Ha aJlonenysi HeoOpaThMa B Kpasi Ha Ipoy4BaHeTo. 73% OT KOXKHUTE
peaxuu ca o0paTUMH B paMKuUTe Ha 21 1HU.

Obwu napywenus u egpexmu Ha MACHOMO HA NPUTIOdCEHUE
MenanaTa Ha KyMyJIaTHBHATa [103a 0 IIPEKPATIABAHE HA JIeYeHHeTo € 6uiia nmosede ot 1 000 mg/m? u
MeIuaHaTa Ha BpEMETO 10 Bh3CTAaHOBSBAHE OT 3aIbPKAHETO HAa TEIHOCTH ¢ O6mo 16,4 ceqmury (B
pamkure ot 0 10 42 ceqmuri). HaganoTo Ha yMepeHo 70 TEeXKKO 3aabpKaHe € 3a0aBeHO (MeauaHa Ha
KyMyJIaTHBHATa 103a: $18,9 mg/m?) npy nmanueHTy ¢ IpeMeIuKalys B CPaBHEHNE ¢ MALMEHTH 0e3
npeMenuKays (Mearana Ha KyMyJaTHBHATa 103a: 489,7 mg/m?); Ipu HAKOM NALMEHTH, 00ade,
CHOOIIIEHO B PAaHHHUTE KyPCOBE HA JICUCHHUETO.

TabiuueH CIUCHK Ha HEXKETAHUTE PEeaKITM Ha JOTeTakced 75 mg/m? MOHOTEpaNWsl pU
HeapeOHOKIIETHLUEH paK Ha Oenaust Apoo

CucremMo-opranHu KJjacose 1o
MedDRA

MHoro 4ecTH HeKeJIaHU
peakuumn

YecTH HexKeJAHU Peakunu

Wndexnyun u nndecranuu

uHdpexnuu (creneH 3/4: 5%)

HapymuieHus Ha KpbBTa U
numbHaTa cucTEMa

HEYTpOIIeHUs (CTeneH 4:
54,2%);

anemus (crenen 3/4: 10,8%);
TPOMOOITUTOTICHHS (CTETICH 4:
1,7%)

(hebpuHa HEYTPOTICHUS

Hapymenus Ha umyHHaTa
cucremMa

CBPBXYYBCTBUTEITHOCT
(HETEXKKA)

Hapymiennst Ha Metabonm3ma u
XpaHEHETO

AHOpeKcHs

Hapymienus Ha HepBHaTa
CHUCTEMA

neprdepHa ceH30pHa
HeBpomnatus (crenex 3/4: 0,8%)

nepudepHa MOTOpHA
HeBpomnatus (crened 3/4: 2,5%)

CepaedHn HapyIIeHUs

apuTMHS (HETEXKKA);

CbII0BH HapYIICHUS

XHUITOTOHUA

CroMamHo-4peBHN HapyLICHUS

razgeHe (creneH 3/4: 3,3%);
ctoMatut (creneH 3/4: 1,7%);
noBprInane (crenex 3/4: 0,8%);
nvapust (crened 3/4: 1,7%)

KOHCTHIIAIIUs

Hapymienust Ha koxaTa u
MOAKOXKHATA ThKaH

aNoTeIus;
KOXKHa peakius (cTerneH 3/4:
0,8%)

HapyIICHUS HAa HOKTUTE (TEXKH:
0,8%)

Hapymenus Ha MycKyIHO-
CKeJIeTHaTa CUCTeEMa U
ChEMHUTEITHATA ThKaH

MUaJIrus
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CucremMo-opranHu KJjacose 1o

MedDRA

peaknuu

MHoro 4ecTH HeKeJIaHU

YecTH HexKeJIAHU PeakUnu

OO HapyuieHus 1 epeKTH Ha
MSCTOTO Ha MPHIIOKEHHE

(Texko: 0,8%);
OoJka

actenus (Texka: 12,4%);
3aabprKaHe Ha TEYHOCTU

WzcnenBanns

cTereH 3/4 moBuIIeH
onnpyOuH B KpbBTa (< 2%)

Tabau4eH COMCHK HA HEYKEIAHUTE PEAKIIUU Ha JOLIETaKCce)l 75 mg/m? B KOMOMHAIMS C JIOKCOPYOUITUH

IIpH paK Ha I'bpaara

Cucremo-opranau

MHoro yecTH

YecTHn HeKeJIAHHA

HeuecTH He:xe1aHHN

kJjacose Mo MedDRA | He:keslaHM peaknuu peakuuu peakuuu
WNudexunu u unbeknus (cremnex 3/4:
nHpecTanmm 7,8%)
Hapymenus Ha KppBTa | HEYTPOTICHHUS (CTETEH
u mmMoHaTta cucremMa | 4: 91,7%);

anemus (cremneH 3/4:

9,4%);

(hebOpmHa

HEYTPOIICHUS;

TPOMOOIIUTOTICHUS

(ctenen 4: 0,8%)
Hapymenus Ha CBPBXYYBCTBUTEIHOCT
HMYHHATa CHCTEMa (crenen 3/4: 1,2%)
Hapymienus Ha AHOPEKCHS

meTrabonusMa 1
XpaHEHETO

Hapymienus Ha
HEpBHATa CUCTEMa

nepudepHa ceH30pHa
HeBpomaTHs (CTereH 3:
0,4%)

nepudepHa MOTOpHA
HeBpomaTHs (CTEIICH
3/4: 0,4%)

CbpaeyHu HapyLIeHUS

ChpJcUHA
HEJ0CTaThYHOCT;
apuTMus (HETEXKKa)

CpI0BY HapYIICHUS

XUITOTOHUA

CromaiHo-4peBHU
HapyLIeHUs

rajeHe (crenex 3/4:
5%);

cToMaTuT (cTereH 3/4:
7,8%);

nuapus (crereH 3/4:
6,2%);

MOBpbIIaHe (CTeneH
3/4: 5%);
KOHCTHTIAINS

Hapyienus Ha koxata
Y TIOJIKO’KHATA ThKaH

aJIOTICITHS;

HapYIICHUS Ha HOKTUTE
(texxu: 0,4%);

KOKHA peakitus (He
TEXKA)

Hapymenns na
MYCKYJIHO-CKEJIETHaTa

MHAJITHsA
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Cucremo-opranau
KjaacoBe mo MedDRA

MHoro yecTH
HEKeJIAHU peaKklumn

YecTHn HeKeJIaAHA
peaknuu

HeuecTH He:xe1aHU
peaknuu

CUCTEMA U
CHhCAMHUTCIIHATA ThbKaH

OO HapyuIeHus 1
eeKTH Ha MACTOTO Ha

actenus (Texka: 8,1%);
3aJIbpiKaHE Ha

pCaKknun Ha MACTOTO Ha

UHOY3UsA

MPUI0KECHHUE TEYHOCTH (TEKKO:
1,2%);
bonka
Uscnensanus crereH 3/4 moBuIieH cTeneH 3/4 noBuieH

OWIMpyOHH B KPBBTa

(<2,5%);

cTeneH 3/4 moBwuIilicHa
ankaiaHa gocdarasza B
KpbBTa (< 2,5%)

AST (< 1%);
crenel 3/4 noBuIeH
ALT (< 1%)

TabauueH CIKUCHK HA HEXKEITAHUTE pEaKIUU Ha JIoLeTakcea 75 1'I'1,Q/I'Il2 B KOMOUHALIUS C U CIIJIaTUH

[P HEAPEOHOKJIEThYEH paK Ha Oennst Apod

Cucremo-opranau

MHoro 4yecTH

YecTHn HeKeJIAHHA

HeuecTHn He:xe1aHHN

kJjacose Mo MedDRA | He:keslaHM peaknuu peakuuu peakuuu
WNudexunu u unbeknus (crenex 3/4:
nH(pecTanmn 5,7%)
Hapymienus Ha kpbBTa | HeyTponeHus (crerneH | peOpuiiHa
u mumdHara cuctema | 4: 51,5%); HEYTPOIICHUS
anemus (creneH 3/4:
6,9%);
TPOMOOIIUTOTICHUS
(cremen 4: 0,5%)
Hapymienus Ha CBPBXYYBCTBHTEITHOCT
MMYHHAaTa cCHUCTEMa (crenen 3/4: 2,5%)
Hapymienus Ha aHOPEKCUS

MeTadbonu3Ma 1
XPaHEHETO

Hapymenns na
HEpBHATa CUCTEMA

nepugepHa ceH30pHa
HeBpomatus (cTerneH 3:
3,7%);

riepudepHa MOTOpPHA
HeBpomaTHs (CTEIICH
3/4: 2%)

CbpaeyHu HapyLIeHUS

aputmus (creneH 3/4:
0,7%)

ChplcyYHa
HEJIOCTAaThYHOCT

Cb10BY HApYIICHUS

XUTIOTOHUSA (CTETICH
3/4:0,7%)

CromaiHo-4peBHU
HapyLIeHUs

rajeHe (crenex 3/4:
9,6%);

MOBpBILAHE (CTEIICH
3/4: 7,6%);

nuapus (crerneH 3/4:
6,4%);

cToMatuT (cTerneH 3/4:
2%)

KOHCTHITAlIUA
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Cucremo-opranau
KjaacoBe mo MedDRA

MHoro yecTH
HEKeJIAHU peaKklumn

peaknuu

YecTHn HeKeJIaAHA

HeuecTH He:xe1aHU
peaknuu

Hapyienus Ha koxata
Y MTOJIKOKHATA ThKaH

aNonenus;
HapyIlIeHUsS Ha HOKTUTE
(texxu: 0,7%);

KOJKHH PEaKinu
(cremien 3/4: 0,2%)

Hapymenns na
MYCKYJHO-CKEJIETHaTa
cucrema u
ChEJMHUTENIHATA ThKaH

muanrus (Texka: 0,5%)

OO HapyuIeHus u

acteHus (Texka: 9,9%);

pCaKknuAa Ha MACTOTO Ha

(2,1%);

ALT (1,3%)

OunupyOHH B KpbBTa

crernel 3/4 noBuIeH

edexTr Ha MACTOTO HA | 3aIbpIKAHE HA Ha HHOY3HUS;
MPUI0KECHHUE TEYHOCTH (TEKKO: GoJka
0,7%);
tpecka (G3/4: 1,2%)
Uscnensanus crereH 3/4 moBuieH crereH 3/4 moBuieH

AST (0,5%);

cTeried 3/4 moBuILIeHa
ankaiHa ¢ocdaTasza B
kpbBTa (0,3%)

TabauyeH CIHUCHK HA HEXKEITAHUTE peakuu Ha gonerakcen 100 1’I'1,Q/Ill2 B KOMOUHAIUS C TDaCTV3VMa6

OpH paxK Ha rbpaaTta

CucreMo-opraHHu KJiacose 110
MedDRA

MHOro 4ecTH HesKeJIaHu
pPeaKknuu

YecTH HexeTaHU PC€aKIIn

Hapymienust Ha KpbBTa U
numbHaTa cucTeMa

HeyTporeHus (creneH 3/4:
32%);

(eOpuHa HEYTPOTICHHS
(BKJTIOYBA M HEYTPOTICHHS,
CBB3aHa C TPecKa 1 ynorpeba Ha
AHTUOMOTHLIN ) WIIN
HEYTPOIICHUUCH CETICHC;

Hapymienns Ha MeTabomu3Ma 1 | AHOPEKCHS
XpaHEHETO
[IcuxuyHM HapyUIeHUS bescpHue

Hapyuienust Ha HepBHaTa
cucTeMa

MapeCTEe3NH; TIIaBO0OITHE;
MIPOMsIHA Ha BKYCa; XUIICCTE3HU

Hapyienust Ha ounre

YBCIWYCHA JIAKpHUMaILs,;
KOHIOHKTHBHUT

ChpaeyHu HapyLIeHUs

ChpACYHAa HCAOCTATHbYHOCT

CpI0BY HapYIICHUS

Jlumbenem

Pecniupatopuu, rpbaHu U
MEIMACTUHATHU HAPYIICHUS

enucTakcuc; papuHro-
JIapUHTeaTHa 00JTKa;
Ha30(apUHTHT ; JUCITHES;
KallUTHIIA; PHHOpEs

CromairHo-4peBHU HapyIIEHUS

raJicHe; IUapus; IOBPBIIIAHE;
KOHCTHUTIAIINS; CTOMATHT;
JUCTICTICUST; KOpeMHa O0Ka

Hapymenus Ha koxxaTa u
MOJKO)KHATA ThKaH

aJoNeIysi; epuTeMa; oOpus;
HapyIICHNs HAa HOKTUTE
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CucremMo-opranHu KJjacose 1o
MedDRA

MHoro 4ecTH HeKeJIaHU
peakuumn

YecTH HexKeJIAHU PeakUnu

Hapymenus Ha MycKyIHO-
CKeJIeTHaTa CUCTeEMa U
ChEJMHUTENIHATA ThKaH

MUAJITHUS; apTPaITHS;, 00TIKa B
KpaiHUIHTE; 00JKa B KOCTUTE,
0oJka B r'epOa

OO6mm HapymeHns U e(heKTH Ha
MSICTOTO Ha TIPHUIIOKCHUE

acTeHUS; IepUQEPEH OTOK;
TpecKa; yMopa; Bb3IaJICHUE Ha
JINTaBUIUTE; OOJIKA;
IPUIONOA00HO 3200 IsIBaHE;
rpbAHA 0OJKA; CTYACHH TPHIKU

JeTaprus

WzcnenBanns

IIOBHIICHO TCTJIO

Onrcanve Ha 30paHu HeXKETaHU peakIu Ha gorerakcen 100 mg/m? B KoMOWHAINSA ¢ TPacTy3yMad

IpH paxK Ha I'bpaara

Hapywenus na kpvema u mumgnama cucmema
MHuoro gectn: XeMaTOJIOTHYHATa TOKCHYHOCT € YBEJTMUEHA MPH MAIUEHTH MOTy9aBaly TpacTy3ymao
U JIOLIETaKCell, B CpaBHEHHUE C JoLeTaKces kKaTo MoHoTepanus (32% cteneH 3/4 HeyTponeHusl COpsMO
22%, otuetenn no NCI-CTC kputepun). a ce oTOenexu, 4ye e BEpOsITHO TOBA /1 € HETOOLEHEHO,
Thii KATO € U3BECTHO, Y€ JOLETAKCEN KATO MOHOTEpanus B 103a 100 mg/m? Boau 10 HEYTPOIIEHUS TIPH
97% ot nmammentute, 76% creneH 4, Ha 6a3ara Ha Hali-HUCKAaTa CTOMHOCT Ha Opos Ha KPHBHUTE
kireTkn. YecroraTa Ha GeOprTHa HEYTPOIIEHUS/HEYTPOIIEHUYEH CETICHC CHITO € TTOBUIIICHA ITPH
MaIMeHTy, JieKyBaHu ¢ Herceptin momroc momerakcen (23% cupsamo 17% npu manmeHTH, JIEKyBaHH C

JOLECTAKCEII KaTO MOHOTepaHI/I}l) .

Cvpoeunu napywenus

CuMIIToMaTH9YHa ChpJedHa HEIOCTaTHUHOCT € TOKIaABaHa npH 2,2% OT MarueHTUTe, Oy IHIN
JrolieTakce Iiroc Tpacty3ymad B cpaBHeHHE ¢ 0% OT ManyueHTHTe, IOTYYHIIN TOI[ETaKCcel KaTo
MOHOTepamnusi. B pamoTo Ha goreTakcen Ioc TpacTy3yMao, 64% ca moxydaBaiy mpeaxoaHa
AHTPAIMKIMHOBA a/IFOBAaHTHA TepaIrus, B CpaBHEHHE ¢ 55% B paMOTO Ha JOIETAKCE, PUIIOKEH KaTo

MOHOTECpamnus.

Tabnu4eH CIMCHK HA HOXEAHUTE PEaKIMy Ha JoleTakces 75 mg/m? B KOMOWHAINS ¢ KAIleIMTa0uH

IpH paK Ha I'bpaara

CucremMo-Opraniu KJjiacose 1o
MedDRA

MHoro 4ecTH HeKeJIaHU
peakuumn

YecTH HexKeJAHU Peakunu

Wndexnum u nndecranuu

opasiHa KaHauao03a (creneH 3/4:
<1%)

Hapymienust Ha KpbBTa U
muMm¢HaTa CUCTEMa

HeyTporeHus (creneH 3/4:
63%); anemus (crereH 3/4:
10%)

TpoMOoLUTONeHUs (cTeneH 3/4:
3%)

Hapymenus Ha MeTabonusma u
XpaHEHETO

aHopekcus (creneH 3/4: 1%);
HaMaJIeH alleTUT

nexuaparanus (crenex 3/4:
2%);

Hapyuienust Ha HepBHaTa
cucTema

nucreysus (crereH 3/4: < 1%);
napecte3us (crenex 3/4: < 1%)

3aMaMBaHe;
riaBoOonue (creneH 3/4: < 1%);
nepudepHa HEBPOATHUS

Hapymienus Ha ounte

YBCIMYCHA JIAKpHUMALIUA

Pecniupatopuu, rpbaHu U
MeINaCTUHAHN HapyIIeHUs

(hapunTOIapUHTEATHA OOJIKA
(crenen 3/4: 2%)

muctHes (cteneH 3/4: 1%);
kanumna (creneH 3/4: < 1%);
enuctakcuc (creneH 3/4: < 1%)
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CucremMo-opranHu KJjacose 1o
MedDRA

MHoro 4ecTH HeKeJIaHU
peakuumn

YecTH HexKeJIAHU PeakUnu

CroMalHo-4peBHN HapyLICHUS

ctoMatut (cterieH 3/4: 18%);
nuapust (crened 3/4: 14%);
rageHe (cremneH 3/4: 6%);
noBprwInane (crernex 3/4: 4%);
koHcTumanus (crenex 3/4: 1%);
KopeMHa Ooska (crenex 3/4:

TOpHa KOpEMHa 60J'IK3;
CyXOTa B yCTaTa

anorenus (cteneH 3/4: 6%);
HapyIICHHUs Ha HOKTUTE (CTENeH
3/4: 2%)

2%);
Jucnerncus
Hapymenus Ha koxxata u CHUHJIPOM pbKa-Kpak (cTereH JICPMAaTHUT;
MTOAKOKHATA ThKaH 3/4: 24%) epuTeMaTo3eH 00pHB (CTETeH

3/4: < 1%);
MPOMSIHA B [BETA HA HOKTHTE;
onmxonu3a (creneH 3/4: 1%)

Hapyuienust Ha MycCKyTHO-
CKeJIeTHaTa CHCTEMA H
ChEeITMHUTEITHATA ThKaH

muanrus (creneH 3/4: 2%);
aprpanrus (crereH 3/4: 1%)

0oJka B KpaltHUITUTE (CTETECH
3/4: < 1%);

0oska B repba (creneH 3/4:
1%);

OO HapyuieHus ¥ epeKTH Ha
MSCTOTO Ha MPHIIOKEHHE

actenus (cteneH 3/4: 3%);
Tpecka (creneH 3/4: 1%);
yMopa/ciaboct (creneH 3/4:
5%);

nepudepen oTok (crenex 3/4:
1%);

JeTaprus;
OoJIKa

W3cnenBanus

HAMaJICHO TETJI0;
cTerneH 3/4 moBuIIeH
omnupyouH B KpbBTa (9%)

TabauyeH CIUCHK HA HEXKEITAHUTE pEaKIUU Ha JoLeTakcea 75 l’I'l,(l/Ill2 B KOMOUHALUS C OpEAHNU30H

Wi OpECAHM30JI0H ITPH METACTATHYCH, PEC3UCTCHTCH HA KaCTpallkMsd paK Ha 1IpocTraTrara

CucreMo-opraHHu KJiacose 110
MedDRA

MHOro 4ecTH HesKeJIaHu
pPeaKknuu

YecTH HexeTaHU PC€aKIn

Wudekunn u nadecrauu

nHpekys (crened 3/4: 3,3%)

Hapymienus Ha KpbBTa U
nuMdHaTa cucrema

HeyTporneHus (cterneH 3/4:
32%);
aHemus (cteneH 3/4: 4,9%)

TPOMOOIIUTOTICHUS; (CTEIICH
3/4:0,6%);
(heOpuIHa HEYTPOIICHHUS

Hapyuienust Ha uMyHHaTa
CUCTEMA

CBPBXYYBCTBUTEIHOCT (CTETNIEH
3/4: 0,6%)

Hapymenns Ha MeTabonusma u
XpaHEHETO

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

Hapymienust Ha HepBHaTa
cucTema

nepudepHa ceH30pHa
HeBponatus (crenex 3/4: 1,2%);
aucreysus (creneH 3/4: 0%)

nepudepHa MOTOpHA
HeBporatus (cterneH 3/4: 0%)

Hapymenus Ha ounte

yBEJUYCHA JTaKpUMaIus
(ctenien 3/4: 0,6%)

Cobpaednn HapyIIeHUS

HaMaJICHa ChpJeYHA
neBokaMepHa QyHKIHA (CTETeH
3/4: 0,3%)
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CucremMo-opranHu KJjacose 1o
MedDRA

MHoro 4ecTH HeKeJIaHU
peakuumn

YecTH HexKeJIAHU PeakUnu

Pecnimparopuu, rpbIHN U
MEAUACTHHAIHN HApYyILICHHS

ermuctakcuc (crereH 3/4: 0%);
nucnHes (ctenen 3/4: 0,6%);
kanumuna (creneH 3/4: 0%)

CroMaIiHo-4peBHN HapyLICHUS

razgeHe (creneH 3/4: 2,4%);
nuapus (crenex 3/4: 1,2%);
CTOMATHT/(papUHTUT (CTECTICH
3/4: 0,9%);

noBprInane (crenex 3/4: 1,2%)

Hapymenus Ha koxxaTa
MOJKOKHATA ThKaH

ENIS1120H
HapyIICHUS HA HOKTUTE (HE
TEKKH)

exconraTuBeH 00puB (cTerneH
3/4: 0,3%)

Hapyuienust Ha MycKyTHO-
CKeJIeTHaTa CHCTEMA H
ChEeTMHUTEITHATA ThKaH

aprpanrus (crerieH 3/4: 0,3%);
muanrus (crenex 3/4: 0,3%)

OO HapyuieHus ¥ epeKTH Ha
MSCTOTO Ha MPHIIOKEHHE

ymopa (crenesn 3/4: 3,9%);
3agbpKaHe HAa TEUHOCTH
(Texko: 0,6%)

Tabau4yeH COMCHK HA HEYKEIAHUTE PEaKIIMU Ha JOLEeTaKceN 75 mg/m? B KOMOUHAIMS ¢ IPEAHU30H
Wiy npeaan30i0d 1 ADT npu JIOKaIHO aBaHCHUPAJI WIKM METACTATHYEH XOPMOHOYYBCTBUTEIIEH PAK HA

rnpocrarara ¢ BUcok puck (nmpoyusane STAMPEDE)

CuCTEeMO-0PraHHHU KJIaCOBe
no MedDRA

MHoro 4ecTH HeKeJIaHU
peakun

YecTn HeKeJTaAHU pPe€aKkuuu

Hapymienus Ha KpbBTa U
nuMpHATa cUCcTEMa

Heytponenus (G3-4: 12 %)
Anemus

®debpumHa HeyTporenus (G3-4:
15%)

Hapyuienust Ha uMyHHaTa
cucTemMa

CepoxuyBcTBUTETHOCT (G3-4:
1%)

Hapymienus Ha
eHJOKpHHHATa CUCTEMA

Huatber (G3-4: 1%)

Hapymrennst Ha MeTabomu3ma AHOpeKcHs
U XpaHEHETO

[cuxuyHu HApYIICHHS Bescpane (G3: 1%)

Hapyuienus Ha HepBHATA [epudepna cenzopHa 3amasiHoCT

cucreMa

HeBpomnatus (>G3: 2%)*
I'maBoGomue

Hapymenus Ha ounte

3aMBIIICHO 3PCHHE

CbpaeyHu HapyLIeHUs

Xunoronus (G3: 0%)

Pecniupatopuu, rpbaHu U
MeANaCTUHAIHU HapyIIeHUs

Huctaes (G3: 1%)
Kamuma (G3: 0%)
WNudexnuns Ha TOpHUTE
nuxatenman meTuma (G3: 1%)

®dapunrur (G3: 0%)
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CucteM0-0pranHu KjiacoBe
no MedDRA

MHOro 4yecTH He:KeJaHH
peaknuu

YecTH HeKeTaHN Peakuu

CroMantHo-4peBHI
HApYIICHUS

Huapus (G3: 3%)
Cromarur (G3: 0%)
3amek (G3: 0%)

lanmene (G3: 1%)
Jucrnencus

Kopemna 6onka (G3: 0%)
MeTteopuzpm

[MoBpwiane (G3: 1%)

Hapymienus Ha koxaTa u
MOJIKOKHATA ThKaH

Amonernus (G3: 3%)?
Hapymennst Ha HoktuTe (G3:
1%)

OO6pus

Hapyuienust Ha MyCKyTHO-
CKeJIeTHATa CUCTEMA U
CheIMHUTETHATAa ThKaH

Mpuanrus

OO0y HapymeHust U eheKTH
Ha MSCTOTO Ha MPHIIOKEHUE

Jleraprus (G3-4: 2%)
I'punonogo6uu cummnromu (G3:
0%)

Acrenms (G3: 0%)

3agbprkaHe HAa TEYHOCTU

[ToBumena Temneparypa (G3:
1%)

OpanHa kaHIUI03a
Xunoxamuemus (G3: 0%)
Xumnodocharemus (G3-4: 1%)

Xunokanmuemus (G3: 0%)

2 Or npoyuBanero GETUG AFU15

TabauyeH CIUCHK HA HEXKEITAHUTE PECAKIIMHU MTPpHU aJ0OBaAHTHA TCpamusia C JOIMETAKCEII 75 1'I'1,Q/Ill2 B

KOMOMHAIUSA C IOKCOPYOUIMH U IMKI0(hochaMu/l Py MANMEHTH ¢ PaK Ha I'bPAaTa Che 3acAraHe Ha
aumpuuTe Bu3au (TAX 316) u 6e3 3acsarane Ha aumbuute Bb3u (GEICAM 9805) - cOopHuU gaHHU

CucreMo-opranumu MHoro yecTn YecTu He:KeTaAHU HeuecTu He:xxenaHu
kJjacose Mo MedDRA | He:keslaHM peaknuu peakuuu peakuuu
WNudexunu u nHpekms (creneH 3/4:
nHpecTanun 2,4%);
HEYTPOIICHUYHA
nHpexnus (crenex 3/4:
2,6%)
Hapyiienus Ha kppBTa | aHeMus (ctereH 3/4:
u mumdnara cuctema | 3,0%);
HEYTpPOIEeHUs (CTeTIeH
3/4: 59,2%);
TPOMOOIIUTOTICHUS
(ctenen 3/4: 1,6%);
(hebpmTHa
HEyTpOTIeHus (CTerneH
3/4: HEPHUIIOKIMO)
Hapymienus Ha CBPBXYYBCTBUTEITHOCT
MMYHHATa CHCTEMa (ctenen 3/4: 0,6%)
Hapymenus na aHopekcus (crerneH 3/4:
MeTabonmu3ma u 1,5%)
XpaHEHETO
Hapymenns na nucreysus (creneH 3/4: | nepudepHa MOTOpHA CHHKOM (cTerneH 3/4:
HEpBHATA CUCTEMA 0,6%); HEBpOIAaTHs (CTENCH 0%)
nepudepHa cenzopHa | 3/4: 0%) HEBPOTOKCUYHOCT
HeBpomaTHs (CTEIICH (cremen 3/4: 0%)
3/4:<0,1%)
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Cucremo-opranau

MHoro yecTH

YecTHn HeKeJIaAHA

HeuecTH He:xe1aHU

kJjacose o MedDRA | He:keslaHM peaknuu peakuuu peakuuu
COMHOJICHTHOCT
(crenen 3/4: 0%)
Hapymienus Ha ounTe | KOHIOHKTHBHUT (CTETIEH | yBeJTHUYEHA

3/4:<0,1%)

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

Cobpaednn HapyIIeHUS

aputMmus (cremneH 3/4:
0,2%)

Cp10BH HapylIEHUSA

¢mam (crenen 3/4:
0,5%)

XHUITOTOHHUS (CTETICH
3/4: 0%)

(baedur (crenex 3/4:
0%)

mumdenem (crenen 3/4:
0%)

Pecnimparopuu, rppaHu
1 MEJMAaCTUHATHU

kanumna (creneH 3/4:
0%)

HapyIICHHs
CroMaiiHo-4peBHU rajgeHe (creneH 3/4: KOpeMHa 00JIKa (CTereH
HapyIIeHHUS 5,0%); 3/4: 0,4%)

cToMaTuT (cTerneH 3/4:
6,0%);

MOBpbIIaHe (CTeeH
3/4: 4,2%)

nuapus (crerneH 3/4:
3,4%);

KOHCTUTAIUS (CTETCH
3/4: 0,5%)

Hapyienus Ha koxata
Y TIOJIKO’KHATA ThKaH

aNomnenus
(mepcuctupama: <3%);
HapyIICHHs Ha KOXaTta
(G3/4: 0,6%)
HapylIeHUS HA HOKTUTE
(G3/4: 0,4%)

Hapymienus Ha
MYCKYJTHO-CKEJIETHATa
cucTeMa u
ChEAMHUTEIHATA ThKaH

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

aptpairus (creneH 3/4:
0,2%)

Hapymienus Ha
BB3MPOU3BOUTEITHATA
CHCTEMa U I'bpJaTa

ameHopes (cteneH 3/4:
HETIPUIIOKHAMO)

OO HapyuieHus u
eeKTH Ha MACTOTO Ha

acteHus (cTereH 3/4:
10,0%);

MPUIOKEHUE nupekcus (crerneH 3/4:
HETIPUIIOKHMO);
nepudepeH 0Tok
(ctenen 3/4: 0,2%)
W3cnenBanus yBEJIMYaBaHE Ha

ternoto (creneH 3/4:
0%);

HaMaJlsIBaHe Ha TErJIOTO
(crenewn 3/4: 0,2%)
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Onucanre Ha M30paHU HEXEJIAHU PEaKIIMy MPH alI0BaHTHA Tepanus ¢ JoIeTakcea 75 mg/m? B
KOMOMHAIMS ¢ JOKCOPYOUILIMH U HUKI0(ochaMuI IPY MAIMEHTH ¢ PaK HA CbPAATA ChC 3acAraHe Ha

suMdHuTe BE31U (TAX 316) u Oe3 3acsarane Ha suMmbauTe 86311 (GEICAM 9805)

Hapywenus na nepsnama cucmema

IIpu npoyusaneTo TAX316, mepudepHa ceH30pHA HEBPOMATHS, 3all0YHaa 110 BpeMe Ha Iepruoaa Ha
JIeYeHNe U MTePCUCTUpAIIa B IIEpHOa Ha TIpociie s BaHe, € HaOmonaBana npu 84 manuentn (11,3%) B
TAC pamoto u 15 manmentu (2%) BsB FAC pamoro. B kpast Ha nepuoza Ha mpociesiBaHe (MeIuana
Ha [eproJia Ha TIpociesiBane 8 ToAnHM), nepudepHa CeH30pHa HEBPOMATHS, KOSTO MPOABIKABa, €
HabronaBana npu 10 nanmentu (1,3%) B TAC pamoTto u nipu 2 nauuentu (0,3%) 8pB FAC pamoro.
IIpu nmpoyusanero GEICAM 9805, nepudepHa ceH30pHa HEBPOMATHS, 3aTI0YHAJIA TI0 BpEMe Ha
Tepro/ia Ha JIeYeHre, € TIepCUCTHpaia B ieprojaa Ha npocienssane npu 10 manuenTn (1,9%) B TAC
pamoto u 4 naruentu (0,8%) BB FAC pamoTo. B xpas Ha mepuojia Ha mpocie/saBaHe (MeAnaHa Ha
nepuoja Ha npocneassane 10 rogunu u 5 Mecena), nepudepHa ceH30pHA HEBPONATHS, KOSITO
npoabibKaBa, € HabronaBana npu 3 nauuentu (0,6%) B TAC pamoro u npu 1 nanuent (0,2%) BbB
FAC pawmoro.

Copoeunu HapyuweHus

[Ipu nmpoyusanero TAX316, 26 mauuenTn (3,5%) B TAC pamoto u 17 manmentu (2,3%) BB FAC
paMoOTO ca UMaJH 3aCTOMHA ChpACYHA HEAOCTATHUHOCT. BCHUKH, C M3KITIOUEHUE HA €IUH MAlUEHT OT
BCSIKO paMo, ca quarnoctuiupanu cb¢ 3CH nmoseue ot 30 nHu cnex nepuoia Ha jieueHue. J[Bama
nanuentu ot TAC pamoTto u 4 nanuentu ot FAC pamMoTo ca mounHaiu mopajay CbpacyHa
HEIOCTATHLYHOCT.

IIpu npoyusanero GEICAM 9805, 3 naunentu (0,6%) B TAC pamoto u 3 nauuentu (0,6%) BB FAC
paMoTo ca pa3BHIIN 3aCTOWHA Chp/ACYHA HEAOCTATHYHOCT 110 BpEMe Ha Ieprojia Ha pocieasBane. B
Kpas Ha IepHroia Ha TpocieisBane (IeHCTBUTEIHA MEIUaHa Ha TIeproJia Ha rpocienssane 10 ronuHu
u 5 meceria), Huto eauH nanueHT He ¢ uman 3CH B TAC pamoro, 1 nanuent 8 TAC pamoto ¢
MOYMHAJI TIOPaJIM AWIaTaTUBHA KapauomuonaTus, a nepcuctupaina 3CH e HabroaBaHa npu

1 marment (0,2%) BB FAC pamorto.

Hapywenus na xosxcama u noOKO#CHAMa myvKaH

IIpu npoyusanero TAX316 anonerus, nepcucTUpalla Mo BpeMe Ha Meproia Ha MpocieIssBaHe clel]
Kpasi Ha XUMHOTepanusiTa, ¢ HabmrogaBaHa ripu 687 ot 744 TAC (92,3%)manuentu u 645 ot 736 FAC
nanuenTu (87,6%).

B kpas Ha nepuona Ha npociensBaHe (IeiicTBUTENTHA MeAMaHa Ha BPEMETO Ha MIPOCIIeIsBaHe

8 roauHm), nepcuctuparia anoneuus e Hadmonasana npu 29 TAC nanuentu (3,9%) u 16 FAC
naruenTtu (2,2%).

IIpu npoyusanero GEICAM 9805 anonenus, KosATO € 3all04HalIa 110 BpeMe Ha Ieprojia Ha JIeUeHHE U
€ ImepcucThpaa B epruojia Ha pociesBane, € npoabibkuia npu 49 nanuentn (9,2%) B TAC pamoto
u 35 manuenTu (6,7%) BpB FAC pamoTo. Asonenus, CBbp3aHa ¢ U3MUTBAHOTO JIEKAPCTBO, €
3armovHaja Wik ce € BIOIIMIA IT0 BpeMe Ha Tieproia Ha npociensBane npu 42 nanuentH (7,9%) B
TAC pamoto u 30 maruentu (5,8%) BB FAC pamoTo. B kpas Ha mepuoa Ha mpociesiBaHe
(MenmaHa Ha reproia Ha pocnensade 10 roguan 1 5 Mecena), IEPCUCTHpPAIIA AJTOTICIIHS €
HaOronaBana npu 3 nauuenty (0,6%) B TAC pamoro u npu 1 nanuent (0,2%) 8sB FAC pamoro.

Hapywenus na 6b3npoussooumennama cucmema u 2bpoama

[Tpu npoyuBaneto TAX316, ameHopes, 3armoyHala 1Mo BpeMe Ha Mepruoja Ha JieueHue 1
MePCUCTHpAIa B IEPHOa Ha MIPOCIICAIBaHEe CIea Kpas Ha XUMHOTepanusaTa ¢ chobmena mpu 202 ot
744 nammmentu B TAC pamoro (27,2%) u 125 ot 736 nammentu B6B FAC pamoto (17,0%). AmeHopes,
KOSITO MPOJbJKaBa B Kpasi Ha MepHo/ia Ha pociesBane (MeJruaHa Ha Ieproaa Ha pociieisiBaHe

8 ropunm) e HabmoxaBana rpu 121 ot 744 natmentu B TAC pamoro (16,3%) u 86 nauueHTH BbB
FAC pawmoro (11,7%).

IIpu mpoyuBanero GEICAM 9805 e HabmogaBana aMeHoOpesi, KOATO € 3all09Haja [0 BpeMe Ha Ieproia
Ha JIeueHHe, ePCUCTHpPalia € B IepHoJia Ha MPOCIesBaHe U € Mpoabbkuwia npH 18 manuentu (3,4%) B
TAC pamoto u 5 nauuentu (1,0%) BsB FAC pamoto. B kpast Ha nmepuosa Ha npociesiBane (MeanaHa
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Ha Meproja Ha npocieasBade 10 roauHu U 5 Mecena), IepCUCTUpalia aonenys ¢ Ha0Ir aBaHa mpu
7 nanuentu (1,3%) B TAC pamoto u nipu 4 nauuentu (0,8%) spB FAC pamoto.

Obwu napywenus u egpexmu Ha MACHOMO HA NPUTIOdCEHUE

IIpu npoyusaneTo TAX316, mepudepeH 0TOK, 3aII0YHAI TTO BpEME Ha ITepro/ia Ha JICUCHUE U
MIEPCUCTHUPAII] B IEPHOa HA TIPOCIEAsIBaHEe CIIel Kpasi Ha XUMUOTepanusITa, € Habmonasad npu 119 ot
ot 744 nauuentu B TAC pamoto (16,0%) u 23 ot 736 nanuentu BB FAC pamoto (3,1%). B kpas na
TIEPUO/Ia HA TIPOCIe/IIBaHe (ICHCTBUTEIHA MEIMaHa Ha TIEPUO/Ia Ha MPOCIIeIBaHe § TOAWHN),
nepcuctupani nepudeper orok ¢ Hadaronasan npu 19 naruent B TAC pamoro (2,6%) 1 4 marueHTH
ot FAC pamoro (0,5%).

[Ipu npoyuBaneto TAX316, numdenem, 3amouHa Mo BpeMe Ha MEPHOia Ha JICUCHUE U TIEPCUCTUPAIL
B IIEpHOJIa HA TIPOCIICASIBAHE CIIE] Kpas Ha XUMUOTEpaIuATa, € choOIieH npu 11 ot 744 narueHT B
TAC pamorto (1,5%) u 1 ot 736 nanentu B6B FAC pamoro (0,1%). B kpas Ha mepuona Ha
npoce/sBaHe (JeicTBUTEIHA MeaHa Ha Ieproia Ha poclieAsBaHe § TOJIMHU), IEPCUCTHPAII
numdeneM e Habmonasan npu 6 nanuentu B TAC pamoro (0,8%) u 1 nanuent BB FAC pamoTo
(0,1%).

IIpu npoyusanero TAX316, acTeHus, 3anouHaa Mo BpeMe Ha Ieproja Ha JICUEHHE U IIEpCUCTHpaIla
B IIEPUO/Ia HA TIPOCTIeISIBAHE CIIE]] Kpas Ha XUMHUOTEPaIuATa, ce ChoOmana npu 236 ot 744 manueHTH
B TAC pamoto (31,7%) u 180 ot 736 nmaruentu B6B FAC pamoto (24,5%). B kpas Ha nepuoia Ha
IpocJiensBane (IeHCTBUTETHA MeIaHa Ha IIepro/ia Ha TIpocIiessBaHe 8 TOIUHU), IEPCUCTUpAIIa
actenus e HaOromxaBana npu 29 manuent B TAC pamoto (3,9%) u 16 manuentn BB FAC pamoTo
(2,2%).

[Ipu npoyusanero GEICAM 9805, nepudepen oTok, 3ar1oyHaj o BpeMe Ha epuojia Ha JICueHHe, €
nepcucTupai B nepuoja Ha npocneassane npu 4 mauuentu (0,8%) B TAC pamMoTo U 2 manMeHT:
(0,4%) BuB FAC pamoTo. B xpast Ha nmepuoia Ha ipociensBade (MeauaHa Ha Iepruoaa Ha
npociensBane 10 ronuau u 5 Mecena), HuTo enuH narueHT (0%) B TAC pamoTo He € nMan
nepudepeH 0TOK, a HepcucTHpall nepudeper oTok e Hadmonasan npu 1 nanuenrt (0,2%) BB FAC
pamoro.

Jlumbenem, 3amodHal o BpeMe Ha IepHo/ia Ha JICYeHHUE, € IIEPCUCTHPall B IEPHUO/Ia Ha TIPOCIIe/sIBaHe
npu 5 nauuentu (0,9%) B TAC pamoro u 2 nauuentu (0,4%) BB FAC pamoro. B kpast Ha nepruona
Ha [poclieisBane, nepcuctupant JuMdeneM e Habmronasan npu 4 nanuent (0,8%) B TAC pamoTo u
1 marment (0,2%) BB FAC pamorto.

AcTeHus1, KOSITO € 3aroyHaja o BpeMe Ha eproja Ha JieueHHe U € IIePCUCTHpalla B IEpHo/ia Ha
pociensBane, ¢ npoabkuia npu 12 namuentu (2,3%) B TAC pamoro u 4 manmentu (0,8%) BbB
FAC pamoro. B xpas Ha meproma Ha mpociiesBaHe, IepCUCTHpAaIIa aCTeHUs € HaOJIto1aBaHa mpu

2 manuenTH (0,4%) B TAC pamoto u nipu 2 naruentu (0,4%) 8pB FAC pamoro.

Ocmpa nesremus/Muenro0UCnIaCmuyer CUHOPOM

Cren 10 rogunu npocneassane npu npoyusaneto TAX316, ocTpa neBkemMus € choO1eHa npu 3 ot
744 TAC namuentu (0,4%) u ipu 1 ot 736 FAC nanuentu (0,1%). Enun TAC nmarnuent (0,1%) u

1 FAC nauuenr (0,1%) ca mounHany mopaay ocTpa MUEJIOHIHA JIEBKEMHS T10 BpEME Ha MepHoJia Ha
mpoclieAsiBaHe (MenMaHa Ha epuoja Ha pociieAsiBane 8 roquuu). MUenoaucIuiacTuieH CHHIPOM €
cbobieH npu 2 ot 744 TAC naruentu (0,3%) u nipu 1 ot 736 FAC naruentu (0,1%).

Crnen 10-rogumien nepuos Ha pocienssade B mpoyuBaneto GEICAM 9805, octpa ieBkeMus e
HacThimia npu exud ot 532 (0,2%) ot naumenture B TAC pamoTo. He ca cho0uienu cinydyau npu
nanuenTy BB FAC pamoTo. B HHTO efHa OT rpynuTe HE ca JUarHOCTUIIMPAHU TAlIUEHTH C
MUEIOAUCIIIACTUYEH CHHAPOM.

Heymponenuunu ycnooicnenus

TabnuiaTa mo-101y MOKa3Ba, ue 4ecToTata Ha HeyTporneHus, peOpuITHa HEyTPOTICHUS 1
HEYTpPOIICHUYHA I/IH(i)eKHI/IH oT 4-Ta CTEIEH € HaMaIIsIa IIpU MauveHTHU, KOUTO Ca MOJYUUIIN ITbpBUYHA
npodmraktuka ¢ G-CSF, cnen karo T e cranana 3agpipkuTenHa 3a TAC paMoTo B H3MTUTBAHETO
GEICAM.
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HeyTtponeHHYHM YCI0KHEHUS TPU NanueHTH, noiaydaBamuy TAC ¢he Wian 6€3 IbpBUYHA

npodmiaktuka ¢ G-CSF (GEICAM 9 805)

be3 nbpBuuna G-CSF C nmppBuuna G-CSF
NpopuIaAKTHKA npoduiakTuka
(n=111) (n =421)
n (%) n (%)

HEYTpOIICHUs (CTeneH 4) 104 (93,7) 135 (32,1)
(heOpmtHa HEYTPOTICHUS 28 (25,2) 23 (5,5)
HEyTpOIeHNIHA HHPEKIIHS 14 (12,6) 21 (5,0)
HEYTPOIIEHUYHA HHPEKIHS 2 (1,8) 5(1,2)
(ctenen 3-4)

Tabau4eH COMCHK HA HEKEIAHUTE PEaKIIMU Ha JOoLeTaKceN 75 mg/m? B KOMOUHAIMS C IIUCILIATHH U
5-tharyopoypariil Ipy CTOMAIIEH aICHOKAPLIMHOM

CucremMo-OpranHu KJjiacose 1o
MedDRA

MHoro 4ecTH HeKeJIaHU
peakuumn

YecTH HexKeJAHU PeakUnu

WNndexnum u nndecranuu

HEYTPOIICHUYHA WH(EKITUS;
nHdeknus (creneH 3/4: 11,7%)

Hapymienust Ha KpbBTa U
numbHaTa cucTeMa

anemus (ctenen 3/4: 20,9%);
HeyTporneHus (cterneH 3/4:
83.,2%);

TpoMmbonuToneHus (crenex 3/4:

8,8%);
(heOpmIHa HEYTPOIICHUS

Hapyuienust Ha uMyHHaTa
cucTema

CBPBXYYBCTBUTEIHOCT (CTENEH
3/4:1,7%)

Hapymenns Ha MeTabonusma u
XpaHEHEeTO

aHopekcus (creneH 3/4: 11,7%)

Hapymienus Ha HepBHaTa
CUCTEMA

neprdepHa ceH30pHa
HeBpomatus (crerneH 3/4: 8,7%)

3amaiiBane (cremneH 3/4: 2,3%);
nepudepHa MOTOpHA
HeBpomnatust (crerned 3/4: 1,3%)

Hapyienust Ha ounte

yBeJIMYCHA JTAKPHUMAIIHs
(crenien 3/4: 0%)

Hapymenus Ha yxoto u
nabupuHTa

HapyIIeHUs Ha cilyXxa (CTeleH
3/4: 0%)

CopaeyHu HapyLIeHUs

aputmus (crened 3/4: 1,0%).

CroMamHo-4peBHN HapyLICHUS

nuapust (crener 3/4: 19,7%);
rangene (creneH 3/4: 16%);
ctoMatut (cteneH 3/4: 23,7%);

MoBpbIane (creneH 3/4:
14,3%)

KoHCTHMAanus (creneH 3/4:
1,0%);

CTOMAIITHO-4YpeBHA 00JIKa
(crenen 3/4: 1,0%);
ezodarut/agucdarus/oonka npu
npernpiane (crenex 3/4: 0,7%)
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CucremMo-opranHu KJjacose 1o
MedDRA

MHoro 4ecTH HeKeJIaHU
peakuumn

YecTH HexKeJIAHU PeakUnu

Hapymenus Ha koxxaTa u
MOJKOKHATA ThKaH

anonerwst (crereH 3/4: 4,0%)

00pHB cbec ChpOexk (cTeneH 3/4:
0,7%);

HapyIICHHs Ha HOKTHUTE (CTeTeH
3/4: 0,7%);

exconmanys Ha KoxaTa
(crenien 3/4: 0%)

OO0y HapymieHUs 1 eheKTH Ha
MSICTOTO Ha PUIIOKEHHUE

neraprus (creneH 3/4: 19,0%);
Tpecka (creneH 3/4: 2,3%);
3abpIKaHe HAa TCYHOCTH

(TeKKO/SKHBOTO3aCTpaIIaBaIio:

1%)

Onucanrie Ha M30paHU HEXKEJIAHU PEaKIIMU Ha JOLETaKceNl 75 mg/m? B KOMOMHAIMS C [IMCIIATHH U 5-
(Quryopoypaliiil Ipy CTOMAIIeH aJeHOKapLIMHOM

Hapywenus na kpvema u numpnama cucmema
®ebpuitHa HEYTPOIICHHS U HEYTpoleHnYHa HH(EKIHM Bh3HUKBAT ChoTBeTHO Tipn 17,2% u 13,5% ot
MaIMeHTUTe, He3aBucuMo ot nprraraneTo Ha G-CSF. G-CSF e u3znonsBaH 3a BTOpUYHA
npodunaktuka mpu 19,3% ot nammenture (10,7% ot unkiure). GedpuinHa HEYTPONICHUS U
HEYTPOIICHNYHA WH(EKINS B3HUKBAT ChOTBETHO 1ipu 12,1% u 3,4% oT manueHTuTe, Korato
narnueHTuTe ca noyawm npodunakrunano G-CSF, npu 15,6% u 12,9% ot nanuenTure 6e3
npodunaktayer G-CSF (Bxk. Touka 4.2).

TabauyeH CIMCHK Ha HEXKETAHUTE pEaKIMK Ha JoIleTakcen 75 mg/mz B KOMOMHAIINS C UCIIATHH U

5-d3nvopovpau1/m IOpH paxK Ha IjiaBa U IIus

e lHaykuuoHHa XMMHUOTEpanus nocieasana ot puetepanus (TAX 323)

CucreMo-opranum MHoro yecTn YecTH HexKeTaHU HeuecTn Hekenann
kJjacose Mo MedDRA | He:keJlaHM peaknuu peakuuu peakuuu
WNudexunn u nH(eknus (creneH 3/4:
nH(pecTanun 6,3%);

HEYTPOTICHUYHA

UHPEKIHS
Heonnazmu- paxoBa OoJika (cTerneH
JNO0OPOKAaYECTBCHH, 3/4: 0,6%)
37I0KaYeCTBEHH U
HeompeneaeHu (BKII.
KUCTH W TTOJIHIIH )
HapymuieHus Ha kpbBTa | HEYTpomeHus (cTeneH | pebpunHa
u umbuara cucrema | 3/4: 76,3%); HEYTPOTICHUS

aHemus (ctereH 3/4:

9,2%);

TPOMOOIIUTOTICHUS

(crenen 3/4: 5,2%)
Hapymenus Ha CBPBXYYBCTBUTEIHOCT
MMYyHHaTa CUCTEMA (HeTe)RKA)
Hapymenus na aHopekcus (crereH 3/4:
MeTabolm3Ma 1 0,6%)
XpaHEHETO
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Cucremo-opranau

MHoro yecTH

YecTHn HeKeJIaAHA

HeuecTH He:xe1aHN

kJjacose o MedDRA | He:keslaHM peaknuu peakuuu peakuuu
Hapymenus Ha AWCTey3Hs/mapocMus; | 3amaiiBaHe
HEpBHATa cucTeMa nepudepHa ceH3opHa
HEeBpomaTus (CTeneH
3/4: 0,6%)
Hapymienus Ha ouute yBEJIN4YEHa
JIAKpUMallus;
KOHIOHKTHBUT

Hapymenus Ha yxoto u
nabupuHTa

HapyLIeHHs Ha CiIyXa

Cobpaednn HapyIIeHUS

MHOKapIHA HCXEMUS
(ctenen 3/4: 1,7%)

aputMmus (cremneH 3/4:
0,6%)

Cp10BH HapylIEHUSA

BEHO3HO HapyIIICHHE
(crenen 3/4: 0,6%)

CroMantHo-4peBHI
HapyIICHUS

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

cTOMATHT (cTerneH 3/4:
4,0%);

nuapus (crenex 3/4:
2,9%);

MTOBpBINaHe (CTeTIeH
3/4: 0,6%)

KOHCTHUTIAIIUS;
ezodarut/oucdarus/
00JIKa MPH MperIbllaHe
(crenen 3/4: 0,6%);
KOpeMHa 00JIKa;
JTUCTICTICHS
CTOMAIITHO-YPEBHA
XeMoparus

(ctenen 3/4: 0,6%)

Hapyienus Ha koxata
Y MTOJIKOKHATA ThKaH

anonernus (cremnex 3/4:
10,9%)

00pHB ChC CHPOCIK;
cyxa KOoxa;
exconmanus Ha
Koxkata (crerneH 3/4:
0,6%)

Hapymienus Ha
MYCKYJIHO-CKEJIeTHATa
cucTeMa u
ChEAMHUTEIHATA ThKaH

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

OO01IM HApYLIICHHUS U
eeKTH Ha MACTOTO Ha

netaprus (creneH 3/4:
3,4%);

MIPHIIOKEHHUE Tpecka (creneH 3/4:
0,6%);
3abpIKaHe Ha
TEYHOCTH;
OTOK
HW3cnenBanus MOBHUIIICHO TETJIO

e IHayKkuuMoHHA XMMHUOTEpanus nocieasana ot xumuonsuerepanus (TAX 324)

CncTeMo-opramm

MHoro yecTH

YecTH HeKeJIaAHU

HeuecTn HexkeJIaHU

kiaacoBe o MedDRA | He:xeslaHU peakuuu peakuumn peakuumn
WNndexnum u nHpexus (crenex 3/4: | HEYTPOIIEHUYHA

nH(pecTaIn 6,3%) HpEKIHS

Heommazmu- pakoBa Ooika (cTerneH
N00POKAaYCCTBEHH, 3/4: 1,2%)

3JI0KaYeCTBEHH U
HeolpeneneH! (BKII.
KUCTH U TOJIUIIH)
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Cucremo-opranau
KjaacoBe mo MedDRA

MHoro yecTH
HEKeJIAHU peaKklumn

YecTHn HeKeJIaAHA
peaknuu

HeuecTH He:xe1aHU
peaknuu

Hapymienust Ha kpbBTa
u muMdHaTa cucTeMa

HEyTpOIeHUs (CTeTIeH
3/4: 83,5%);
anemus (creneH 3/4:

12,4%);
TPOMOOLIUTOTICHHUS
(ctenen 3/4: 4,0%);
(debpunHa
HEYTPOTICHUS
Hapymenus Ha CBPBXUYYBCTBUTEIHOCT
WMYHHATa CHCTEMa
Hapymenus Ha aHopekcus (creneH 3/4:
MeTabom3Ma 1 12,0%)
XPaHEHETO
Hapymenus na Jvcreysus/mapocMusi | 3aMaiiBane (creren 3/4:
HEpBHATa CUCTEMA (ctenen 3/4: 0,4%); 2,0%);
nepudepHa CeH30pHa | nepudepHa MOTOpHA
HEBponaTus (CTENeH HeBpomaTus (CTEreH
3/4:1,2%) 3/4: 0,4%)
Hapymenus Ha ouurte yBEJINYeHa KOHIOHKTHBHUT
JAKpUMAIIHS

Hapymenus Ha yxoto u
nabupuHTa

HapyIIeHHUs Ha CITyXa
(cTenen 3/4: 1,2%)

Cobpaednn HapyIIeHUS

aputMmus (cremneH 3/4:
2,0%)

MHOKapaHa UCXEMUA

Cpa0BH HapylIEHUS

BCHO3HO HApYIICHHUC

CroManrHo-4peBHI
HapyIIeHHUS

rajeHe (crenex 3/4:
13,9%);

cTOMATHT (cTerneH 3/4:
20,7%);

MOBpBILAHE (CTENCH
3/4: 8,4%);

nuapus (crenex 3/4:
6,8%);
e3oarut/mucharus/60
JIKa TIPH TIPETITbIIaHe
(ctenen 3/4: 12,0%);
KOHCTHIIANUA (CTETIeH
3/4: 0,4%);

JCTIETICHS (CTETeH
3/4: 0,8%);
CTOMAIITHO-YPEBHA
0oska (creneH 3/4:
1,2%);
CTOMAIITHO-YPEBHA
XeMoparus
(ctenen 3/4: 0,4%)

Hapymenus Ha koxxaTta
U TIOIKOKHATA ThKaH

anonenws (ctereH 3/4:
4,0%);
00pHB CHC CHPOCIK;

CcyXa KOXa,
JCCKBaMalus

Hapymienus Ha
MYCKYJIHO-CKEJIeTHATa
cucTeMa u
ChEAMHUTEIIHATA ThKaH

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

OO01Iu HapyLIICHUS U
eeKTH Ha MACTOTO Ha
MPHIIOKCHUE

netaprus (creneH 3/4:
4,0%);

Tpecka (creneH 3/4:
3,6%);
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CucreMo-opranumn MHoro yecTn YecTu He:ReTaAHH HeuecTu He:xenaHu
kJjacose o MedDRA | He:keslaHM peaknuu peakuuu peakuuu

3aJbpXKaHe HA
TEYHOCTH (CTerneH 3/4:
1,2%);

oToK (cterneH 3/4:
1,2%)

W3cnenBanus HAMaJICHO TErJI0 MIOBHIIICHO TETJIO

ITocTMapKETHHTOB OIUT

Heonnasmu — 0obpoxauecmeserniu, 310kauecmseenu 4 Heonpeoenenu (6Ki1. KUCmu u noaunt)
CroOmaBanu ca cllydad Ha OCTpa MHEJIOUIHA JICBKEMUS M MUEIOAUCILIACTHYCH CHHAPOM, CBBP3aHHU C
JIOIIETAKCEN, KOraTo Cce NMpuiiara B KOMOWHAIIMS C APYTH XUMHUOTEPAIICBTUYHU CPEICTBA U/UITH
JTbUETEpAITHSL.

Hapywenus na kxpvema u aumgpnama cucmema

CrpobmraBa ce 3a BTOPUYHA [T0SIBa HA IIHPBUYHHU 3JI0KAYECTBEHN 3a00JIIBaHUS (C HEM3BECTHA YECTOTA),
BKIIFOUUTEITHO HEXOPKKUHOB JIUM(OM, BbB BPb3Ka C JIOIETAKCEI, IpUiarad B KOMOMHAIUS C IPYTH
MIPOTUBOPAKOBH JICUCHUS, 32 KOMTO € U3BECTHO, Y€ Ca CBbP3aHU C BTOPUYHA MTOSBA HA IbPBUYHH
3JI0Ka4€CTBEHU 3a00siBanus. MiMa choOIIeHHS 32 0CTpa MUCIOWIHA JICBKEMUS M MUCIIOAUCILIACTUYCH
CHUHJIPOM (C HEU3BECTHA YECTOTa) B OCHOBHUTE KIIMHHYHY U3MUTBAHUS MTPU PaK HA MJIEYHATA JKJIe3a C
TAC cxemara.

Hapywenus na umynnama cucmema

Cpo0IeHn ca HAKOJIKO cydas Ha aHaQHUIaKTHYCH IIOK, TOHAKOTa 3aBbPIINII (aTaIHo.

Hma cpo01eHns 3a peakiiuy Ha CBPBXYYBCTBUTEIHOCT (C HEM3BECTHA YECTOTa) PH YHOTpeba Ha
JTOTIETAKCeN MPH MAUEHTH, KOUTO Ca MMAJIHA MIPEIUIITHN PEAKIINN Ha CBPHXIYBCTBUTEITHOCT KbM
MAKITUTaKCEI.

Hapywenus na nepsnama cucmema

Penxu ciyvan Ha KOHBYJICHMH WM TIpEXO/iHA 3ary0a Ha ch3HAHME ca HAOMIOaBaHH TP MPHUIIOKCHUE
Ha Jio1ieTakcen. Te3n peakyuy MOHSKOTa Ce TOABSBAT M0 BpeMe Ha WH(Y3MUITa Ha IEKaPCTBEHUS
MPOAYKT.

Hapywenus na ouume

Cro01maBa ce 32 MHOTO PEJKH CIy4ar Ha IPEXOJHH 3pUTETHH HapylieHus ((hOoTomcus, CKOTOMH),
00n4aifHO BB3HMKBALIM MO BpeMe Ha MH(Y3Us Ha JIEKapCTBEHUS IPOIYKT U CBBP3aHU C PeaKkLuH Ha
CBPBXUYBCTBUTEIHOCT. Te ca oOpaTHMu cliesl IpeKpatsiBaHe Ha nHdy3uara. Psaako ca cpobmaBanu
Clly4ad Ha JJaKpUMAaIHs ¢ Win 0e3 KOHIOHKTUBHT, KaKTO M CIIy4an Ha OOCTPYKIHS Ha CI'B3HMS KaHaJ,
KOETO BOJHM JI0 MPEKOMEPHO ChiI3eHe. ViMa choOIIeHns 3a CiTydan Ha KUCTOM/ICH MaKyJIeH e1eM
(KME) mipu manuieHTH, JIeKyBaHH C JOLIETAKCEIL.

Hapywenus na yxomo u nabupunma
Cpo0ImaBaHu ca pellku ciiydan Ha OTOTOKCHYHOCT, HapyIICHHs Ha CITyXa W/WiIH 3aryoa Ha ciryxa.

Cvpoeynu Hapyuenus

CroOmmiaBanu ca peqKy Cilydan Ha MUOKapeH HH(DAPKT.

Hma cpoOleHns 3a KaMepHa apUTMHUS, BKIIFOUUTEIHO KaMepHa TaXUKap/aus (C HeM3BECTHA YECTOTa),
IMOHAKOr'a C JICTAJICH U3XO0/J IIPpU NAallUCHTH, JICKYBAHU C JOLICTAKCCII B KOM6I/IHI/IpaHI/I CX€MH,
BKJIFOYBAIIIH JJOKCOPYOUIIMH, S-(piryopoypanui u/miu nukiodochamu.

Cvoosu HapyueHus
Cro0miaBanu ca peJKy Cllydan Ha BEHO3€H TPOMOOEMOOIU3BM.

Pecnupamopnu, epvouu u meouacmuHaniu HapyuieHus.
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Psinxo ce cho011aBa 3a OCTBP PECIMPATOPEH JUCTPEC CHHAPOM U CIy4ad Ha HHTEPCTHIMATHA
THEBMOHHMSI/THEBMOHHT, HHTEpCTHLIMANIHA OenoapoOHa 6osect, OeroapobHa ¢pubposa 1 quxaTeiaHa
HeIOCTAaThYHOCT, MOHsKora (aTanHu. ChoO1aBaT ce peKu ciaydad Ha paJualdOHeH THEBMOHHT IIPU
NalUeHTH, OJIyYaBallly ChITbTCTBALIA ThYeTEPaTIHsl.

Cmomawno-upesuu HapyueHus

Ch0o01IeHH ca PeIKU CITydad Ha EHTSPOKOJIUT, BKIFOUUTEITHO KOJIUT, HCXEMHUUEH KOJIUT U
HEYTPOIIEHUYEH SHTEPOKOJIHUT C Bh3MOXKEH JICTalIeH M3X0J1 (C HEM3BECTHA YECTOTA).

Ch0oOlIeHH ca pe/IKU CITyda Ha JAeXUapaTalys KaTo MOCIeUIa OT CTOMAITHO-YPEBHH ChOUTHS,
BKITFOUUTEITHO EHTEPOKOIUT U CTOMAITHO-UYpeBHA repdopanus

Cro0miaBa ce 3a peKy cilydan Ha WiIeyC ¥ YpeBHA OOCTPYKITHSI.

Xenamoobunruapru Hapyuwenus
CroOmaBanu ca MHOTO PEJIKU CITydad Ha XCIaTUT, MOHIKOTa (paTaaHu, MPEeIUMHO TPU NAIlUSHTH C
TIOJIJIC)KAIIHM YSPHOIPOOHH HAPYIICHUS.

Hapywenus na kodxcama u nOOKOICHAmMA MbKaH

Citygan Ha KOXKEH JIyITyC €pUTEeMaTo3yC, OyJI03HN epyIIUH KaTo epuTeMa MyITHHOPME U TEKKH
KOXKHH HEXeJIaHW PeakIuy Kato cHHApoM Ha Stevens-Johnson (SJS), Tokcnyana enmaepmaiaa
Hekposnza (TEN) u octpa reHepanusupana ek3antemaro3na nmyctynosa (AGEP) ca cro0maBanu npu
nonerakcen. IIpu gonerakcen ca cho0IaBaHu NOAOOHH Ha CKIIEPOiepMa IPOMEHU, OOMKHOBEHO
npeaxoXxaanu oT nepudepe mumpenaem. Mima cro0IIeHNs 3a ciIydau Ha TpaiiHa ajonenus (¢
HEH3BECTHA YECTOTA).

Hapywenus na 6v0peyume u nuKouHume nomuya

Nma crobmenus 3a 60peuna HepoctaTbyHOCT. [IpH oko0s10 20% OT TE3H Citydau He € UMall0 PUCKOBH
(hakTopu 3a ocTpa 6BOpeUHa HEAOCTATHYHOCT KAaTO €IHOBpEMEHHA ynoTpeba Ha HeppOTOKCHYHH
JIEKapCTBEHU NIPOAYKTU U CTOMAIIHO-YPEBHU HAPYIICHUS.

Obwu Hapywenus u eghekmu Ha MACMOMO HA NPULOANCEHUE

B penxu cimydan ce cho0m1aBa 3a KbCHU TOKCHYHH IPOSIBH CJIe/T OObYBAHE.

KbcHa peakiiust Ha MSICTOTO Ha WHXKEKTUpaHe (PEeLUIUB HA KOYKHA PEaKLUs B MACTOTO Ha
npeniecTala eKcTpaBasalys ciel] MPUIoKEeHUE Ha TOLETaKCcell Ha pa3IMyHo MACTO) € HalmroqaBana
B MACTOTO Ha MPEAIISCTRAIA eKCTpaBasals (C HEU3BECTHA YECTOTA).

3agbppKaHETO HA TEYHOCTH HE € OMIIO CHITBTCTBAHO OT OCTPH EMH301M Ha OJIUTYPHS HIIH XUTIOTOHHSI.
CpoOmmiaBanu ca peqKy Clydau Ha JeXuApaTalys 1 6eI01poOeH OTOK.

Hapywenus na memabonusma u xpanenemo

CroOIeHn ca ciayvan Ha eNeKTpoNuTeH aucbananc. ima choOmeHus 3a ciiydan Ha XHITOHATPUEMHS,
TJIaBHO CBBP3aHHU C IeXUApaTalus, MOBphIIaHe 1 MHeBMOHMA. HabmoaBanu ca XunokaaneMus,
XUTIOMarHe3ueMHus U XAMTOKAIUEMUS, OOMKHOBEHO CBBP3aHH ChC CTOMAITHO-YPEBHU HAPYIIICHUS U
ocobero ¢ mquapus. Cro0IIaBa ce 3a CHHAPOM Ha TYMOPEH pasiaJi, ¢ Bb3MOXKEH JIeTalleH U3Xo7 (C
HEU3BECTHA YECTOTA).

Hapywenus na myckyano-ckenemnama cucmema
Cho0111aBa ce 3a MHO3UT IPH JOLETaKCeN (C HEM3BECTHA YECTOTA).

Cpo0111aBaHe Ha MOA03UPAHN HEXKETAHN PEAKITHH
Cro0IIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHN PEaKIIUU CIIe]] pa3pelaBaHe 3a ynorpeda Ha JeKapCTBEHUS

MPOIYKT € BaxkHO. ToBa MO3BOJIABA J]a IPOIBIDKH HAOJIOICHUETO Ha CHOTHOIIIEHUETO TOJI3a/PHUCK 32
JIeKapCTBEHUS MPOAYyKT. OT METUIIMHCKUTE CIICIIMAINCTH CE M3UCKBA J1a ChOOIIaBaT BCAKA
[0I03UPaHa HeXKETaHa Peakiys Ype3 HAI[MOHAIHA CUCTEMa 3a ChOOIaBaHe, MOCOYCHA B

IIpunoxxenue V.
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4.9 Ilpeno3upane

Wma Hskonko choOIIeHus 3a peao3upane. He e u3BecTeH aHTHIOT 3a MpeJo3upaHe ¢ JoueTakcen. B
CITydJaii Ha TIpeio3upaHe, MaueHTHT TPsIOBa Aa Ob/Ie 3aabp)KaH B CHIEIMAIN3UPAHO 3BEHO U
JKU3HEHUTE My (pyHKIWHU 1a ObJaT 1o HemocpeAcTBeHO Habmoaerne. [Ipu cirydan Ha ipemo3upane
MOJKE JIa C€ OYaKBa eK3arepOarys Ha HeKeTaHuTe ChbOnTHs. O4aKBaHUTE TJIABHU YCIOKHEHHS OT
NpPEJ03UPaHETO Ce ChCTOAT B MOJTHCKAHE Ha KOCTHHSI MO3BK, TIepr(epHa HEBPOTOKCHYHOCT U
MYKO3UT. Bb3M0OXKHO Hali-Obp30 cjieq OTKpUBaHE Ha MPEJ03UPAHETO, MAUEHTHT TPSOBa Aa MOIydn
G-CSF B TepaneBtnunu 103u. Ilpu HeoOXxoanMocT TpsiOBa J1a ce IpeArpreMar APYrd NOIXOIAIIN
CUMITOMAaTHYHU MEPKH.

5. ®APMAKOJIOTMYHU CBOMCTBA

5.1 ®apmakoguHAMUYHH CBONCTBA

®dapMakoTepaneBTUYHA TPyIa; AHTHHEOIUIACTHYHYU CPEICTBA, PACTUTEITHYU ATKAJOUIH U IPYTH
npupoauu npoaykTH, Takcanu, ATC xox: LO1CD 02.

MexaHU3bM Ha JIENCTBUE

Jlotietakcen € aHTHHEOTUTACTHYHO CPEJICTBO, KOSTO JICHCTBA Ype3 CTUMYJIMNPAHE HA M3TPaKIAHETO Ha
CTaOMITHY MUKPOTYOYJIH OT TyOyJIMHA M MHXUOMpPA TSIXHOTO pasnajaHe, KOeTo BOJIH IO MOAYEPTAHO
HaMaJsiBaHe Ha CBOOOMHUS TyOynH. CBhP3BAaHETO HA AOIETAKCEN C MUKPOTYOYIUTE HE TIPOMEHS
Opost Ha IPOTOPUITAMEHTHTE.

In vitro e 1okazaHo, ue JIoLETaKCceN pa3pyliaBa MUKPOTYOyIHaTa Mpeka Ha KIETKHUTE, KOSITO € OT
OCHOBHO 3HAa4YCHHE 32 KU3HEHUTE MUTOTHUYHN ¥ HHTEPPa3HH KICTHUYHU (PYHKIHH.

dapMakoAMHAMUYHU ePEKTH

YcTaHOBEHO €, 4e AOIETaKCell € IUTOTOKCUYCH iA Vitro CIPSMO Pa3iIMdHU MHIIU U YOBEIIKH TYMOPHHU
KJIETHYHH JIMHUU U COPSIMO MPSICHO EKCLIU3UPAHU YOBEIIKKA TYMOPHH KJIETKHU IO BpeMe Ha
KJIIOHOTE€HHU u3cneaBaHus. Jlonerakcen 10CTUTa BUCOKHU BHTPEKIETHYHU KOHLICHTPAIUH C IbJIbT
NepuoJ Ha 3aabpkane. OCBEH TOBa, € YCTAHOBEHO, Y€ JOLIETAKCEN € aKTUBEH MPHU HAKOU, HO HE IIPU
BCHUYKH KJIETHYHHU JIMHUH, CBPBXEKCIIPECHPAIIN P-TITUKOIPOTEHH, KOWUTO € KOAUPaH OT reHa 3a
MYJITUMEINKaMEHTO3Ha PE3UCTEHTHOCT. /71 Vivo NOIIeTaKcel He 3aBUCH OT CXEeMaTa M MPHUTEeXaBa
IIFPOK CTIEKTHP €KCIIEPUMEHTATHA aHTUTYMOPHA aKTHBHOCT CITPSIMO HAapPEAHAN MUIIH W YOBEITKH
UMIUTAaHTAI[UOHHU TYMOPH.

Kinnanuna edukacHocT 1 6€300aCHOCT

Paxk na cepoama

Loyemaxkcen 6 komOunayusi ¢ 00KCOpYoOUYUH U YuKioghochamuo: aorweanmua mepanus

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

JlaHHUTE OT MHOTOLIEHTPOBOTO, OTBOPEHO PAHAOMH3UPAHO U3NUTBAHE IOAKPEIST ynoTpedaTa Ha
JIOLIETaKCeN 3a a/II0BAaHTHO JICUEHHUE Ha MAlIUEHTH C onlepaOuiieH, ChC 3acsraHe Ha JUM(HUTE B3I,
pax Ha repaara u KPS >0 80%, Ha Bp3pacT mexny 18 u 70 ronunu. Crien ctpatudukanus cropen
Opos Ha nonoxuTenHuTe TMMGHN BB3H (1-3, 4+), 1491 nanmenTH ca paHIOMU3UPAHH Ja [TOTydaBat
WK JioleTakcen 75 mg/m? npuiaran 1 yac cnen gokcopyounun 50 mg/m? u nukinopochamu

500 mg/m? (pamo Ha TAC), mim gokcopy6unmn 50 mg/m? nocneasan ot Guyopoyparmi 500 mg/m?u
mukinopochamug 500 mg/m? (pamo Ha FAC). U 1BeTe cXeMu ca IPUIaraHu BEJHBK Ha BCCKH
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3 cenMuIM B MPOIBIDKEHHE HA 6 UKBIIA. JloTleTakcen e mpuiaras moja opmMara Ha eTHO9YacoBa
MH(Y31s1, BCHIKH OCTaHAJIH JIEKapCTBEHU MPOAYKTH ca MpUIaraHu o popMaTta Ha HHTPABEHO3EH
Oomyc Ha Bceku mbpBH JeH. G-CSF e mpuiaran kato BTOpHYHA NPOQUIAKTHKA PU MAUSHTH
pa3BWIN yCIOXKHEHA HeyTporeHust (peOpuiHa HeyTpOoIleHHs, TPOIBIDKUTENTHA HEYTPOTICHUS WIIH
nHpexus). [lanuerture B pamoto Ha TAC momy4aBat aHTHOMOTHYHA TPO(QHUIIAKTHKA C
rumipodurokcamma 500 mg mepopaHo IBa ITBTH JHEBHO B MpoAbbKeHUe Ha 10 q1HU, ¢ Havano 5-tu
JICH OT BCEKH LIUKbJI, UM €KBUBaJICHT. U B /iBeTe pamMeHa, ciej] MOoCIeTHUSI UKBII XUMHOTeparus,
MAIMEHTHUTE C TIOJOXKUTEITHN ECTPOTEHHHU W/WJIM IPOTECTEPOHOBH PELIETITOPH MOTy4aBaT TaMOKcHU(eH
20 mg AHEBHO B NPOJIBJDKEHUE HA JI0 5 TOAMHHU. AJIOBaHTHA JIbYETEpaisl € Ipeanicala CbIIacHo
NpakTUKaTa M0 MecTa B yUacTBaLIUTE JieueOHU 3aBeleHHS U € poBelieHa pu 69% OT nauueHTuTe,
noixyunin TAC u 72% ot nauuenture, nonyuuian FAC. M3pppiuienu ca JBa MeXXIUHHN aHAIN3a U
€/IMH OKOHYaTeJIeH aHasu3. [IbpBUSIT MEXIMHEH aHAIN3 € O TUIAaHUPAH 3 TOAWHM CJIe]] JaTtarta, Ha
KOSITO BKJIFOYBAHETO B MIPOYYBAHETO € HAMOJIOBHHA H3BHPIIECHO. BTOPUAT MEX/IMHEH aHAIN3 €
HarmpaBeH cief] Kato ca omnn crobmenn oommo 400 DFS cvbutust, KoeTo e 10Beo 10 MeAnaHa Ha
npocneasBane 55 mecena. OKOHYATETHUAT aHATN3 € U3BBPIICH, KOraTo BCHUKH MAallMeHTH ca
JOCTUTHAIM JI0 BU3MTaTa Ha TpociesBane Ha 10-tata roguna (ocBeH ako He ca umanu DFS crOutne
WM He € OMJI0 BE3MOXKHO JIa ObIIaT IpocieneHn mpean ToBa). [IpexuBsemMocTTa 0e3 3200 BaHe
(DFS) e mppBruHaTa KpaifHa Touka 3a e(pUKaCHOCT, a o0miara npexussemoct (OS) e BTopuyHara
KpaifHa To4dka 3a e(h)UKacHOCT.

OKOHYATENHUSAT aHAIIM3 € U3BBPIICH NpH PaKkTHYecKka MeJruaHa Ha pociensBaHe 96 Mecena.
JeMoHCcTpHpaHa € 3HAYUTETHO MO-ToJIsIMa IPeXXUBIeMOCT 0e3 3abomnsBane B pamoto Ha TAC B
cpasreHne ¢ pamoto Ha FAC. UecTtoTaTa Ha peruanBuTe B paMkuTe Ha 10 roguHM € HamaleHa mpu
nauueHTure, noiaydasamu TAC B cpaBHeHue ¢ nonyunnure FAC (cporBeTHO 39% cnpsamo 45%), T.e.
abCOJIIOTHO CHIDKEHHUE Ha pHcka ¢be 6% (p = 0,0043). Obmara npexxussiemoct 3a 10 roguHu chiuo
3HauuTesHO ce noBuiiasa npu TAC B cpaBaenue ¢ FAC (chotBeTHO 76% cnipsimo 69%) T.e.
a0COJIFOTHO CHIDKEHHE Ha pUCKa 0T cMBPT ¢be 7% (p = 0,002). Twii kaTo mosizara, HaOJIrO1aBaHa TIPU
NalKeHTH ¢ 4+ TUMQHU BB3IIK HE € cTaTucTHYecku 3HaunMma 3a DFS u OS, monoxurenHoro
choTHOIIeHHe no3a/puck 3a TAC mpu nanueHTH ¢ 4+ TUMQHA BB3JIM HE € HAITBJIHO JIOKAa3aHO MPH
OKOHYATEJIHUS aHAJIN3.

Kato usno, pesyarature oT Npoy4YBaHUATA II0Ka3BaT MOJO0XKUTETHO CHOTHOLIEHHE 110J13a/PUCK 32
TAC, B cpaBuenue cbc FAC.

TAC-nexyBaHM MAIIMEHTH Ca aHATU3UPAHU CIIOPE]] IPOCIIEKTUBHO JIe(HUHUPAHUTE OCHOBHU
MIPOTHOCTHUYHU (aKTOPH:

IIpexuBsemoct 6e3 O0ma npexuBsieMocT
3a00/siBaHe
IMoarpyna Bpoii Koedu 95% pP= Koedun 95% p=
nanueHTH MalMeHTH | LHeHT | J0BepHuT HEHT HA | JI0BepHUTel
Ha eJIeH puck* eH
pucK* | HMHTepBa HHTEPBAJ
a (CD (CD

Bpoii
MOJIOKUTETH
u
BB3JIH
06110 745 0,80 0,68-0,93 0,0043 0,74 0,61-0,90 0,0020
1-3 467 0,72 0,58-0,91 0,0047 0,62 0,46-0,82 0,0008
4+ 278 0,87 0,70-1,09 0,2290 0,87 0,67-1,12 0,2746

*koedumueHT Ha puck mmox 1 mokassa, ye cxemata TAC e cBbp3aHa ¢ IMo-TosIMa MPEXUBIEMOCT 0€3
3abo0ssBaHe 1 00I11a IpeKUBIeMOCT B cpaBHeHUE ¢ FAC.

[TamuenTu ¢ onepabuiieH pak Ha Irbpaara 0e3 3acsraHe Ha JUMQHUTE BB3IHU, ITOAXOISAIIU 14
nosryuasar xumuorepanusa (GEICAM 9805)
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JlaHHUTE OT MHOTOLIEHTPOBO OTBOPEHO PaHIOMHU3UPAHO M3MHUTBAHE MOJKPEIAT yHoTpedara Ha
JoLeTaKceN 3a aJl0BaHTHA Tepanus Ha MalMeHTH ¢ ornepaOuiieH pak Ha TbpAara 0e3 3acsiraHe Ha
TUM(HUTE BB3JIM, TOAXOASIIIH Ja TOTy4YaBaT XUMHOTEPanusl.

1 060 manueHTy ca paHIOMU3MPAHH Ja MOJTydaBaT WK JoleTakcen 75 mg/m?, npuiosxken 1 gac cien
nokcopy6umn 50 mg/m? u nuknopochamug 500 mg/m? (539 nauuentu 8 TAC pamoTo), niu
nokcopy6uimn 50 mg/m?, mocnensan ot Gpayopoypamun 500 mg/m? u nuknodocdamun 500 mg/m?
(521 manuentu BB FAC pamoTo0), KaTo aJloBaHTHA Tepanus NpH MAHUEeHTH ¢ onepabuiieH pak Ha
rbpaata 0e3 3acarane Ha TUM(HHUTE BB3JIM C BUCOK PUCK OT peJIafc, ChIVIACHO KpuTepuute oT 1 998
Ha St. Gallen (ronemuna Ha TyMopa >2 cm w/unu otpunarenay ER u PR n/unu Bucoka
XUCTOJIOTHYHA/AIpeHa cTerieH (cTeneH 2 A0 3) u/umu Bh3pacT <35 roguan). U aBaTta pexxnma ca
MIpIJIaraHy BEIHBK Ha 3 ceaMUIIn 3a 6 MuKEIIa. JlomeTakcel e mpriarad kato 1-yacoBa nHGY3HUA,
BCHYKHU APYT'H JIEKAPCTBEHH IIPOAYKTH ca NpUIaraHu MHTPABEHO3HO Ha 1 jeH Beska 3 ceaMuna.
[IbpBuunaTa npodunaktuka ¢ G-CSF e 6una 3anpmkutensa B TAC pamoto, cien karo 230 nanueHTH
ca Own pannoMu3upanu. YecToTara Ha HEyTpolieHus, peOpriTHa HEYyTPOIICHHUS U HEYTPOTICHUYHA
MHQEKIHs OT 4-Ta CTENeH € HaMallsijla PY MalueHTH, oy4YaBaiu MbpBUYHa npodunaktika ¢ G-CSF
(Bx. Touka 4.8). B nBeTe pamena, cire HOCISTHIS [UKEI Ha XUMUTEPAITUATa, arueHTH ¢ ER+ w/nmm
PgR+ tymopu, ca momy4aBanu Tamokcuder 20 mg eAHOKPATHO THEBHO, 33 IEPHUO A0 5 TOIUHM.
AnroBaHTHa JTpyeTepanys € Onia npuiarada ChbIriaacHO BAINAHUTE PbKOBOJICTBA OTHOCHO
MHCTPYKLUHTE 3 YUacTHe U € puiiarana Ha 57,3% ot nauueHTute, Kouto ca nonyyasanu TAC u npu
51,2% ot manmenture, kouto ca noxydasanu FAC.

V3Bbpiuenn ca equH MTbPBUYCH AHATH3 U €MH aKTyaIM3UpaH aHanu3. [IbpBUYHMAT aHATH3 €
U3BBPIICH, KOTaTO BCHYKH MAIIMEHTH ca MMaJH [IPOCciesIBaHe 3a II0BeYe OT 5 roanHu (MeaAnaHa Ha
BPEMETO Ha IpocieasBane 77 Mecena). AKTyaTH3upaHuAT aHATN3 € U3BbPIICH, KOraTO BCHIKU
HalUCHTH ca JOCTUTHAIM cBosiTa 10-roquiHa (Menquana Ha BpeMeTo Ha npociezsBane 10 roauHu u
5 Meceria) mpociiesBaiia Bu3uta (ocBeH ako ca umanu DFS chOutne wiu ca 6mium 3aryoeHu 3a
npocrnenasBade mo-pano). [Ipexussiemoctra 6e3 3abomnsBane (DFS) e mppBuuHara KkpaiiHa TouKa 3a
e¢ukacHOCT, a obmaTa npexxuBsieMmoct (OS) e BropudHaTa KpaifHa To4Ka 3a €(UKACHOCT.

IIpu MeauaHa Ha BpeMETO Ha MpociiesiBaHe 77 Mecela € JOKa3aHa 3HaYUTENHO NO-1bJIra
npexuBseMoct 0e3 3abosiBane pu TAC pamoro, B cpaBHeHue ¢ FAC pamoto. JlekyBanute ¢ TAC
MAlMEHTU ca UMAJId HaMaJlsiBaHe Ha PUCKa OT peruaus ¢ 32%, B CpaBHEHHE C Te3H, JieKyBaHu ¢ FAC
(roedunment Ha puck = 0,68; 95% CI (0,49-0,93), p = 0,01). Ilpu menuaHa Ha BpeMeTO Ha
npocnenssane 10 roguau u 5 Mecena, tekyBaanute ¢ TAC manueHTH ca IMaii HaMaJIsiBaHe Ha PHCKa
ot peuuauB ¢ 16,5%, B cpaBaeHue ¢ Te3w, tekyBanu ¢ FAC (koedumment Ha puck = 0,84; 95% CI
(0,65-1,08), p = 0,1646). Hanaute 3a DFS He ca cTaTHCTHYECKH 3HAYMMH, HO BCE ITAK Ca CBBP3aHU C
TIOJIOKUTEITHA TeH IeHIHs B mtoni3a Ha TAC.

[Ipu menmana Ha BpeMeTO Ha mpociensBane 77 Mecena, oomara npexussemoct (OS) e Ouna mo-
nesra ipu TAC pamoTo, ipu HamansiBaHe ¢ 24% Ha pucka oT cMbBpPT 3a JeKyBanute ¢ TAC manuedTy,
B cpaBHeHne ¢ FAC (koedpumment Ha puck = 0,76; 95% CI (0,46-1,26, p = 0,29). Obaue
pasnpenenenuero Ha OS He € ToKa3ano 3HaYMMa PasirKa MEXy JBETE TPYIIH.

[Ipu mennana Ha BpemeTo Ha npocienssade 10 ronunu u 5 Mecena, nekysanute ¢ TAC nmauueHTu ca
MMalli HaMaJlsiBaHe Ha PUCKa OT CMBPT ¢ 9%, B cpaBHeHue ¢ jekyBanute ¢ FAC nanuenTtu
(xoedunuent Ha puck = 0,91; 95% CI (0,63-1,32). [IpoueHtsT Ha npexkussiemoct € 93,7% B TAC
pamoto u 91,4% BBB FAC pamoTo nipu 8-roaumrHus nepuoj Ha mpocienssane, u 91,3% B TAC
pamoto u 89% BB FAC pamoTo nipu 10-roaumrans nepro Ha IPOCIeIsIBaHe.

[Nonoxwurennoro croTHOMIeHHE non3a/puck 3a TAC, B cpaBHenne ¢ FAC, ocTaBa HEITPOMEHEHO.
[Tpu mppBUYHMS aHANTU3 (MIpU MeIMaHa Ha BPEMETO Ha IpociensBaHe 77 Mecela) ca aHaTu3UpaHu

noarpymnu Ha TAC- jleKkyBaHH MAIMEHTH, CIIOPE] IPOCIEKTUBHO OMPEIeNICHUTE TOJIEMU
MMPOTHOCTUYHU KPUTEPHH (BXK. TAOIUIATA MTO-JOITY):
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AHanu3 Ha MOATPYIIUTE OT U3NUTBAHE-aIFOBAHTHA TePANWs IPH NAIMCHTH C PaK Ha I'bpaaTa 0e3

3acsarade Ha auMmduurte Bp3iH (Intent-to-treat ananms)

IIpe:knBsieMocT 6e3 3a00J1sIBaHe

Hoarpynu nanueHTH Bpoii nanmenTH B Koepumuent Ha 95% CI
TAC rpynara puckK®

006110 539 0,68 0,49-0,93

Bn3pacToBa kateropus 1

<50 roguHN 260 0,67 0,43-1,05

>50 roguHU 279 0,67 0,43-1,05

Bn3pacToBa kateropus 2

<35 roguHu 42 0,31 0,11-0,89

>35 roguHU 497 0,73 0,52-1,01

XopMoHaJIeH penenTopeH

cTaTyc

OTPULIATEITHO 195 0,7 0,45-1,1

IIOJIOYKUTCITHO 344 0,62 0,4-0,97

I'osiemuna Ha Tymopa

<2 cm 285 0,69 0,43-1,1

>2 cm 254 0,68 0,45-1,04

XHCTOJIOTUYHA CTeNneH

ctenieH 1 (BKIIFOUUTETHO 64 0,79 0,24-2,6

HEOIICHEHA CTETICH)

cTerneH 2 216 0,77 0,46-1,3

CTEICH 3 259 0,59 0,39-0,9

MeHonay3a/1HO CbCTOSIHUE

pe-MeHoIay3a 285 0,64 0,40-1

MTOCT-MEHOIIay3a 254 0,72 0,47-1,12

* koeunment Ha puck (TAC/FAC) mo-manko ot 1 mokasBa, ue TAC e cBbp3aHa ¢ Mo-abira npeKuBIeMocT 6e3

3abonsBane, cpaBHeHa ¢ FAC.

HDOBGI[GHI/I 1 NpEACTABCHHU TYK ITO-JO0JIY Ca CKCIINIOPATOPHH NOATPYIIOBH aHAJIM3H 3a IIPCKHUBACMOCT

0e3 3a00JIsIBaHe, IIPU MALMEHTH, KOUTO OTroBapsAT Ha kpurepuure Ha 2009 St. Gallen 3a

xumuotepanus — (ITT nomynarus):

Koepunuent na

TAC FAC puck (TAC/FAC)

Hoarpynu (n=539) (n=521) (95% CI) P-CTOIHOCT

OtroBaps Ha peIaTUBHUTE

KpUTEpUH 3a

XAMHUOTEpanus®

Ha 18/214 26/227 0,796 (0,434 — 1,459) 0,4593
(8,4%) (11,5%)

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

TAC = nouerakcei, ToKcopyOuIH u 1ukiodochamusy

FAC = 5-¢nyopoyparui, TOKCOPYOHIIUH U IUKIOPOCchamu
CI = noBeputenen uaTepsan; ER = ectporeHoB perentop

PR = nporectepoHoB penienTop

2 ER/PR-oTpuIaTeneH wiv CTETeH 3 WK TOJIeMHHA Ha TyMopa >5 cm

YcraHoBeHUAT KoepuIueHT Ha puck u3non3Ba Mozen Ha Cox 3a MPOMOPIMOHATHOCT Ha PUCKA C
rpyna, mojrydaBalia jJedeHne KaTo GpaxTop.




,ZZOL;@WICZKC@JZ Kamo mMoHomepanus

C nouerakcen B IPENOpbUMTENHATA 103a U cxeMa oT 100 mg/m? Ha Bceku 3 CeIMMIIM ca NPOBEIECHU
JIBE paHJOMU3HUPaHH CPaBHUTEITHH MTpoyuBanus ¢asza I1I, BkmrouBarm 06mio 326 wiv 392 manueHTH ¢
MeTacTaTH4CeH pak Ha I'bpJaTa, HETIOBIUSHHU OT JICUCHUE CHOTBETHO C AJKHIIMPAIT] areHT WITH
AHTPAITIKIIIH.

[Ipu manueHTHTE, HETIOBIHSIU CE OT AKWIMPAIUS arcHT, JOLETAKCEIl € CPAaBHEH C JOKCOPYOUIIUH
(75 mg/m? na Bcexu 3 cenmunn). be3 1a mosnusaBa BpeMeTo Ha 00IIA IPEKUBIEMOCT (ITOLETAKCE
15 mecena B cpaBHeHUE ¢ okcopyouruH 14 mecena, p = 0,38) uiau BpeMeTo 10 Iporpecus
(momerakcen 27 ceaAMUITH CIpsMO AoKcopyOumnmH 23 ceamury, p = 0,54), qomerakcern moBUIIaBa
crernieHTa Ha noBnusaBane (52% cupsmo 37%, p = 0,01) u ckbesiBa BpemeTo 110 oTroBop (12 cenmuru
capsimo 23 ceqmutm, p = 0,007). Tpuma manmenT Ha goreTtakcen (2%) ca mpekpaTuiin JedeHHeTO
Mopajx 33JIpbXKKa Ha TEYHOCTH, JOKATO 15 MarueHTu Ha JqokcopyounuH (9%) ca npekparuim
JICYCHUETO TIOPAJIU KapAUOTOKCUIHOCT (TPH CMBPTHH CIydas IOPay 3aCTONHA ChpJICYHA
HEJ0CTaThYHOCT).

[Ipn manmeHTHTE, HETIOBIHSIN CE€ OT aHTPAIIMKIINH, JOIETAKCEI € CPAaBHEH ¢ KOMOMHAIUATA
mutomunuH C n Bu6macThH (12 mg/m? Ha Beceku 6 ceMuny 1 6 mg/m? Ha BCEKHU 3 CEIMUIIN).
JHouerakcen noBuiaBa crenenra Ha nosiussane (33% copsamo 12%, p < 0,0001), yapmkaBa BpeMeTo
no porpecust (19 cepmunu cpsimo 11 ceamuru, p = 0,0004) u yabinkaBa 00maTa npexKuBIeMOCT
(11 mecena cipsimo 9 mecena, p = 0,01).

ITo Bpeme Ha Te3u npoyuBanms (aza IlI, € ycranoBeHo ue mpomiIbT Ha 0€30MTaCHOCT Ha JOTIETAKCE
oTToBaps Ha mpoduiIa Ha 0€30MacHOCT, HaOMoAaBaH Ipu mpoyuBanuaTa ¢asa Il (Bx. Touka 4.8).

[IpoBemHO € 0TBOPEHO, MHOTOIIEHTPOBO, PaHIOMHU3UpaHo poyuBaHe ¢asa 1l 3a cpaBHeHHE Ha
JIOIIETAKCEe KaTO MOHOTEpAIHs U TTAKJIMTAKCEeN 3a JICUCHUE Ha HANIPEHA PaK Ha I'bpJaTa Mpu
MAIACHTH, YUATO NPEIUIITHA Tepalys TPSAOBa 1a € BKIItouBaia aHTpanukina. O6mo 449 namuenTn ca
PaHJIOMHU3KMPaHH 3a Ja MOoJIyJaT MOHOTepanws ¢ gouerakcea 100 mg/m? karo 1-uacoa nHpy3Hs Win
nakmurakcen 175 mg/m? kato 3-4acosa uHdy3us. V qBeTe cXeMH ca IPUIaraHy Ha BCEKH 3 CEMUIIH.
bes na ce 3acsra mppBUYHATa KpaiiHa TOYKa, 0011a cTereH Ha nmoBiusBaHe (32% crapsamo 25%,

p = 0,10), noreTakcen yabDKU MeIMaHaTa Ha BpeMeTo 10 mporpecus (24,6 ceIMHIU CIIPSIMO

15,6 cenmuny; p < 0,01) u mequanara Ha npexxuBseMoct (15,3 mecena cnpsmo 12,7 mecena;

p =0,03).

IToBeue HeXXeNMaHU CHOUTHS OT CTETICH 3/4 ca HaONIOAaBaHM MPHU JOIETAKCEN KATO MOHOTEPATIHS
(55,4%) B cpaBuenue ¢ maknurtakcen (23,0%).

loyemaxkcen 6 kombunayust ¢ 00KCOpyouyuH

Enno o6mmpHO pangoMusupaHo npoyduBane ¢asa Il Bxirrousario 429 HenekyBaHU MAIIEHTH C
MeTacTaTUYHA OOJIECT € MIPOBEAEHO ¢ JoKcopyoumH (50 mg/m?) B KOMOMHALUSA ¢ TOLETAKCEN
(75 mg/m?) (pamo AT) crpsimo gokcopybuuH (60 mg/m?) B KoMOMHALUA ¢ TUKI0PochaMu
(600 mg/m?) (pamo AC). U 1BeTe cXeMH ca NPHIIATaHy B J€H 1 Ha BCEKH 3 CeIMULIY.

e  Bpewmeto no mporpecust (TTP) e 3HaunTenno no-awiro npu pamo AT B cpaBHeHHE ¢ pamo AC,
p =0,0138. Meauanara va TTP e 37,3 ceamunu (95% CI: 33,4 - 42,1) mpu pamo AT u 31,9 cenmuru
(95% CI: 27,4 - 36,0) pu pamo AC.

e  (Oomara crenen Ha moBnusBane (ORR) e 3naunTenHo mo-Bucoka npu pamo AT B cpaBHEHHE ¢
pamo AC, p=0,009. ORR ¢ 59,3% (95% CI: 52,8 - 65,9) npu pamo AT crpsimo 46,5% (95% CIL:
39,8 - 53,2) nmpu pamo AC.

[To Bpeme Ha ToBa m3nMTBaHe, pamo AT JeMOHCTpUpa MO-BHCOKA YECTOTA HA TEHKKA HEYyTPOIICHUS
(90% cupsimo 68,6%), dhedbprraa HeyTponerus (33,3% crpsimo 10%), nadexius (8% cupsamo 2,4%),
muapus (7,5% crpsimo 1,4%), acrenns (8,5% crpsimo 2,4%) u 6onka (2,8% crupsimo 0%) B cpaBHEHHE
¢ pamo AC. Or apyra crpana, pamo AC IleMOHCTpHpa MMO-BHCOKA YeCTOTa Ha Texka aHemus (15,8%
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cipsimo 8,5%) B cpaBHeHue ¢ pamo AT, a ChIIO Taka ¥ MO-BUCOKA YECTOTa HA TEXKKA
KapJAMOTOKCHYHOCT: 3aCTOHHA ChpJIeYHa HeToCTaThYHOCT (3,8% crpsimo 2,8%), aOCOTFOTHO
HaMmaJieHUe Ha JIeBOKaMepHaTa (pakums Ha uztnacksade ¢ > 20% (13,1% cnopsmo 6,1%), abcomoTHO
HaMmaJieHUe Ha JIeBOKaMepHaTa (pakums Ha uztnacksade ¢ > 30% (6,2% crpsimo 1,1%). Toxcuuna
CMBPT € HacThIMIIA TIpH 1 marmeHT B pamo AT (3acToifHa chpaedHa HEAOCTaTHYHOCT U IPH

4 nmarmenTy B pamo AC (1 mopann cenTHYeH MoK U 3 TTopai 3acTOMHA ChpAeYHa HEJOCTATHIHOCT).
W B nBeTe TpyIH Ka4eCTBOTO Ha KUBOT, U3MepeHo upe3 BriipocHnka EORTC e cpaBHUMO U CTaOMITHO
10 BpeMe Ha JICYEHUETO U TIePHoa Ha MpOCiieisiBaHe.

Loyemaxcen 6 xombunayusa ¢ mpacmy3ymao

Jonerakcen B KOMOMHAIMS € TPAcTy3yMal € MPOyUeH ¢ Orjiel JISYeHUE Ha NMAIMEeHTH ¢ METaCTaTH4eH
paK Ha I'bpAaTa, YUUTO TYMOPH ca cbe cBpbxekcnpecus Ha HER2, u kouTo He ca momy4asanu mpeau
TOBa XUMHUOTepanus 3a MetacTatudHa 6oject. CTo oceMeceT U MIECT MalMeHTH ca PaHJOMU3UPaAHH
na nonyyasar gouerakcen (100 mg/m?) ¢ uinu 6e3 Tpactysymat; 60% OT NAMEHTUTE Ca MOJTyYaBaIn
npeay TOBa alI0BAaHTHA XMMHOTEpanus Ha 6a3a aHTpauuKiInH. JJoneTakcen mioc Tpacty3ymab ca
e(uKacHU IpH NALMEHTUTE, HE3aBUCUMO JaJly ca I0JIy4aBalli IPEIX0AHU aJI0BAaHTHU
AHTPaALMKINHY, Ui He. OCHOBHMAT J1abopaTopeH MeTo[ 3a onpenensne Ha HER2-nosutusHOCT B
TOBa OCHOBHO M3nmuTBaHe ¢ nMyHoxucroxumuueH (IHC). Maxpk Opoit manueHTH ca u3cieaBanu
nocpeacTBoM (iayopecueHTHa in-situ xubpuauzanus (FISH). I1pu ToBa u3nutBane, 87% ot
naruentute ca umainu IHC 3+ 3a6oisBade u 95% ot BrirouenuTe nanuenTy ca uMand IHC 3+ w/unun
FISH no3utuBHO 3a00msBane. Pesynrarute 3a eprKacHOCT ca pe3lOMUPaHU B CleAHATa Tabauna:

[TapameTsp JHouerakcen miroc Jouerakcen!
TpacTy3ymat'

n=92 n=94
CreneH Ha MOBIUSBaHE 61% 34%
(95% CI) (50-171) (25-45)
Mennana Ha IPOIBIKUTETHOCTTA Ha
MOBJIUSIBAHE 11,4 5,1
(Mecern) (9,2 -15,0) (44-62)
(95% CI)
Mennana Ha TTP (Mecernn) 10,6 5,7
(95% CI) (7,6 —12,9) (5,0-6.,5)
Menauana Ha PEKUBIEMOCT (MECEIIH) 30,5° 22,12
(95% CI) (26,8 ne) (17,6 —28.9)

TTP = Bpeme o nporpecus; “ne” 03HauaBa, ue HE MOXKE Ja CE€ OINPEJIENH, WM CTOMHOCTTA OIIIE HE €
JOCTUrHATA.

'TIsnen vabop ananus (intent-to-treat)

2U3uncreHa MeMana Ha NPEKUBIEMOCT.

Jloyemaxkcen 6 kombunayust ¢ Kaneyumaouu

JlaHHUTE OT €THO MYJITHIICHTPOBO PAaHAOMH3UPAHO KOHTPOIUPAHO KIMHUIHO m3nuTBane (asza I11
MOJIKPENAT MPUJIATAHETO HA JIOIETaKCeNl B KOMOMHAIMSA ¢ KaNeuTa0uH 3a JIedeHNe Ha MaIFeHTH C
JIOKAJTHO HAIpeTHA WIIM METACTaTHYEH PaK Ha I'bpJiaTa Cie/ HeyCleX Ha IUTOTOKCUYIHA TeParus,
BKJIIOYBAIIA aHTpanukiauH. [lo Bpeme Ha TOBa M3NUTBaHe, 255 MAIMEHTH ca paHIOMU3UPAHU 1A
HoJIyuar Tepanus ¢ gouerakcen (75 mg/m? mox ¢popMara Ha eHOYACOBA UHTPaBEHO3HA HHDY3Hs HA
BCcekH 3 ceqmuun) 1 Kanenurabus (1 250 mg/m? 18a IbTH AHEBHO B IPOABIDKEHHE HA 2 CEIMUILIH
MoCIIeIBaHM OT | ceMmIIa Iepro1 Ha MOYHMBKA). 256 MAIlMeHTH ca paHIOMHU3UPaHH J1a TOTy4daT
MoHoTepamus ¢ gouerakcen (100 mg/m? mox ¢popMara Ha eHOYACOBA MH(Y3HSA HA BCEKH 3 CEIMUILIH).
[IpexxuBsieMocTTa € TO-BUCOKA MPH PAMOTO HAa KOMOWHAIHATA AOIETaKCEN+KanenuTabnH

(p =0,0126). Meauanara Ha npexxuBseMocT ¢ 442 nHu (orerakcen + kanenurabuH) cupsmo 352 mHu
(monerakcen kato MoHOoTepanus). O0maTa 0OCKTHBHA CTEIICH Ha MOBJIMSIBAHE MPH 11s1aTa
panaoMu3Mpana noryanus (OleHKa Ha ucienonarens) e 41,6% (monerakcen + KaneuTaOuH)
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cipsimo 29,7% (momerakcen kato monotepanust); p = 0,0058. Bpemero no mporpecus Ha
3a00JsIBAaHETO € MO-A00pO NMpU paMOTO Ha KOMOMHausATa JoueTakcen + kaneuutadus (p < 0,0001).
Menuanara Ha BpeMeTo Jio nporpecus € 186 nuu (nomerakcen + kanenurabus) crpsmo 128 nau
(mouerakcen KaTo MOHOTEPAITHS]).

Heopebnoknemwvuen 6enoopoben pak

Hauuenmu, JIEKy6anu npedu moea ¢ xumuomepanus ¢ uiu bes Jvuemepanus

ITo Bpeme Ha u3nuTBane ¢asa Il mpu nexkyBaHu pey TOBA MAIIMEHTH, BPEMETO JI0 MPOTPeCcus

(12,3 cemmuny cripssMoO 7 CEIMHUITA) U 00IaTa MPEKUBIEMOCT Ca 3HAYUTEITHO ITO-TBJTH 32 JTOIETaKCel
B 11032 75 mg/m’? B cpaBHEHHME C “Haii-100pute noaabpxkamm rpuwku” (HIIT). Exnoroaumnara
MIPEKUBIEMOCT € CBII0 3HAYUTETHO MO-Abira npu porerakcen (40%) copsmo HIIT (16%).
Otbensizana e mo-manka yrnorpeda Ha onuou gy ananreTvn (p < 0,01), HEHAPKOTUYHU aHAITETUIIN
(p <0,01), npyru cBbp3anu che 3abosiBaneTo aekapersa (p = 0,06) u apuetepanust (p < 0,01) npu
HAlMEHTUTE, JIEKYBaHHU ¢ JOLETAKCeN B 103a 75 mg/m* B cpaBHenue ¢ Te3u Ha HIIT.

Oo6maTa crerneH Ha MOBIUsABaHE € 6,8% MpH OIIEHHMUTE MAIMEHTH, a CPEAHATA IPOIBIDKUTEITHOCT Ha
oTroBoOpa ¢ 26,1 cemMuIn.

ﬂouemakceﬂ 6 KOM6MH(1L[Z/L}Z C n1amuHoeu npenapamu npu Henojaydaeaiu xumuomepanus nayuenmu

[o Bpeme Ha m3nurBane ¢aza III, 1218 manuenTtu ¢ nHONepaduiieH HeApeOHOKIETHYEH OenoapodeH
pak (NSCLC) B craawmii I1IB unm IV, cbe cratyc no ckanara Ha Karnofsky (KPS) 70% u moseue, u
KOUTO HE ca MOoJTyJaBald XUMHUOTEpAI¥sI 3a TOBa 3a00IsIBaHe, ca PaHIOMHU3UPAHH J1a TIOTydaBaT WK
nonerakcen (T) 75 mg/m? mox popmara Ha eaHOYACOBA MH(Y3HUS, HE3a0ABHO TTOCIEABAHA OT
uucruiatu (Cis) 75 mg/m? B npoabiokenne Ha 30-60 MUHYTH Ha BCEKH 3 CEIMUILIH, TOLETAKCEN

75 mg/m? nox popmara Ha exHoYacoBa MH(y3us B komOuHanus ¢ kapoomnatun (AUC 6 mg/ml min)
B npoabokenre Ha 30-60 MunyTH Ha Beeku 3 cenmuiu (TCis), wim Bunopenoun (V) 25 mg/m?
IPUIIOKEH B NPOIbKeHne Ha 6-10 MunryTH B 1am 1, 8, 15, 22, nmocneasan ot nucmiatud 100 mg/m?
MIPIJIOKEHA B ICH | OT ITUKIIUTE C MOBTOpeHwue Ha Beceku 4 ceamuru (VCis).

I[aHHI/ITe 3a NPEKUBACMOCT, MCIMaHA Ha BPEMCTO A0 MPOrpeCrd U CTCIICHTA Ha MOBJIMABAHE 3a ABETC
paMEHa Ha MPOY4YBAaHCTO Ca MPEACTABCHU B CJICAHATA TaGHI/ILIaI

TCis VCis CraTucTHyecKy aHau3
n =408 n =404
OO01ma npeXUBSIEMOCT
(ITspBuyHa KpaiiHa TOUYKA):
Menauana Ha 11,3 10,1 Koeduuuenr Ha puck: 1,122
MPEKUBIEMOCT (MECEIIH) [97,2% CI: 0,937, 1,342]*
l-ronuiiHa IpEeKUBSIEMOCT 46 41 TepaneBtuuna paznuka: 5,4%
(%) [95% CI: -1,1; 12,0]
2-TOAWIITHA MTPSKUBIEMOCT 21 14 TepamneBtuuna paznuka: 6,2%
(%) [95% CI: 0,2; 12,3]
Menuana Ha BpeMETO A0 22,0 23,0 Koe¢wunent Ha puck: 1,032
nporpecus [95% CI: 0,876; 1,216]
(cenmunm):
O6wa cteneH Ha noBnusiBaHe (%): 31,6 24,5 TepanestuuHa pasnuka: 7,1%
[95% CI: 0,7; 13,5]

*: KopurupaHo 3a MHOYKECTBEHH CPaBHEHUS U aJITalITUPAHO 3a CTPaTU(UKAIIMOHHN QaKTOpH (CTauit
Ha 3a00JIsIBAHETO U PETHMOH Ha JIYeHNE), B3 OCHOBA Ha OIICHUMA MOy Al TallieHTH.

BropuunuTte KpaiiHu TOUKM BKJIIOYBAT MPOMsIHA Ha O0JKaTa, 00110 OlICHABaHE HA Ka4eCTBOTO Ha
#uBOT o EuroQoL-5D, Ckanara 3a cumnTomMu Ha OestofpoOeH pak ¥ MPOMEHH B CTaTyca o cKajgaTa
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Ha Karnofsky. Pe3ynraTute, momydeHu 3a Te3u KpaliHH TOYKH ca B TIOJIKpEIIa Ha Pe3yJITaTUTE,
MOJIYYCHH 32 IbPBUYHUTE KPAaHU TOUKH.

3a kOMOMHAIMATA TOIETaKCeN /KapOOoIIaTHH HE MOXKE Jla C€ JOKaXKE HUTO EKBUBAJICHTHA, HUTO HE I10-
HUCKa ePUKaCHOCT B CpaBHEHHE ¢ pedepeHTHATa TepaneBTrnaHaTa komOouHarms VCis.

Pax na npocmamama

MCTaCTaTI/I‘lCH, PE3UCTCHTCH HAa KacTpalHria paK Ha IMpocTrarara

beszomacHocTTa M eKkacHOCTTa Ha JOIETaKCeNl B KOMOWHAIHS C MPEIHU30H WITH MTPETHU30JIOH MTPH

MAIMeHTH C METaCTaTH4YeH, PE3UCTeHTEH Ha KacTpanys paKk Ha MpoCTaTaTa ca OlleHEeHH B X0/1a Ha

paHIOMHU3UPAHO MHOTOIIEHTPoBO m3nuTBaHe (aza III (TAX 327). O6mro 1006 mammentn ¢ KPS > 60

ca paHJOMU3UPAHH B CIICTHUTE TEPANIEBTUYHU TPYIIH:

e Jlouerakcen 75 mg/m?* Ha BCEKU 3 CEAMMIM B IIPOAbIDKEHUE Ha 10 1UKbIa.

e Jlonerakcen 30 mg/m’ IPUIIOKEH €XKECEAMUUHO IPE3 IILPBUTE 5 CEAMMIIM OT 6-CEIMHYEH IIUKbII B
MPOABIDKEHNE Ha 5 IIUKBIIA.

e MurokcantpoH 12 mg/m?Ha BcekH 3 ceJMULM B IPOAbKeHHE Ha 10 HUKBIa.

Benuknre 3 cxeMu ca MpUIIOKEHN B KOMOMHAIWS C TIPEHI30H WIIA TTPETHU3O0JIOH 5 Mg Ba TbTH

JTHEBHO, HETIPEKhCHATO.

HaLII/IeHTI/ITC, nojrydaBajid AOLETAKCEI Ha BCCKU TPpU CCAMUIIN ACMOHCTPUPAT 3HAYUTECIIHO IO-AbJIra

001112 IPeXKUBIEMOCT B CPaBHEHHE C TE3H, JICKYBAaHH C MUTOKCAHTPOH. Y BEJIMUCHHUETO HA
MPEXUBIEMOCTTA HAOJIFOIAaBAHO B PAMOTO Ha €KECEIMUYHO TPUIIAraHusl IONETaKCeN He € 3HAaYUMO B
CpaBHEHHE C KOHTPOJIHOTO paMO Ha MUTOKCaHTpOH. KpaliHuTe ToukH 32 epUKACHOCT IpH paMeHarta

Ha JOLCTAKCEC CIIPAMO KOHTPOJHOTO paMO Ca PE3rOMUpPAaHU B CJICAHATA Ta6m/1ua:

Kpaitna Touka Jouerakcen Ha Houerakcen MUTOKCAaHTPOH Ha
BCEKH 3 CeMUIH €XKEeCeIMUIHO BCEKH 3 CeIMUIIH
Bpoii nmarmenT 335 334 337
Menuana Ha OPEeXUBIEMOCT 18,9 17,4 16,5
(Mecenn) (17,0 -21,2) (15,7 -19,0) (14,4 - 18,6)
95% CI 0,761 0,912 --
KoedwummenT na puck: (0,619 —0,936) (0,747 -1,113) --
95% CI 0,0094 0,3624 --
p-CTOMHOCT *
Bpoii nanuenTtn 291 282 300
CreneH Ha noBiusBaHe Ha PSA 45,4 479 31,7
(%) (39,5-51,3) (41,9 - 53,9) (26,4 -37,3)
95% CI 0,0005 <0,0001 --
p-CTOMHOCT*
Bpoii nanuenTn 153 154 157
CreneH Ha MOBIMSBaHE Ha 36,4 31,2 21,7
ooxnxkata (%) (27,1 -42,7) (24,0 -39,1) (15,5 -28,9)
95% CI 0,0107 0,0798 --
p-CTOMHOCT*
Bpoii nanuenTn 141 134 137
CreneH Ha NOBIUSBAHE HAa TyMOpa 12,1 8,2 6,6
(%) (7,2 -18,6) (4,2-14,2) (3,0-12,1)
95% CI 0,1112 0,5853 --
p-CTOMHOCT*

+CTpaTHUIMpaH TECT 3a JOTAPUTMUYHO MOIPEKIAHE
*[Ipar Ha ctaTucTHyecka 3HaunMocT = 0,0175
**PSA: IlpocraTta-cienuduyueH aHTUIeH
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[IpenBun dakra, ye eKESCCAMUYHO IPUIATAHUAT JOLIETAKCEN JaBa MaJIKO M0-100bp npod il Ha
0€30I1aCHOCT OT AOLIETAKCEI Ha BCEKH 3 CEIMHUIIH, € Bb3MOXKHO HAKOH MAIllMEHTH Ja UMAaT I10j13a OT
€XECEAMUYHO IPUIAraHe Ha JOILETaKCell.

He ca oTbens3anu cTaTUCTHYECKH Pa3IUKN MEXIY TEPANIeBTUIHUTE TPYIH 110 oTHOmeHune O01mo
Ka4deCTBO Ha JKUBOT.

MertacTaTuueH, XOPMOHOYYBCTBUTEIICH paK Ha IMpocTarara

Ilpoyusane STAMPEDE

BesonacnoctTa 1 eukacHOCTTa Ha JOLETAKCEN, IPHIIOKEH CHITBTCTBAILO ChC CTAHAAPTHA Teparnus
(ADT) npu nauueHTy ¢ JOKAIHO aBaHCHPAJ UM METaCTaTU4YEH, XOPMOHOUYBCTBUTEIICH PaK Ha
pocTaTaTa ¢ BUCOK PUCK, Ca OLIEHSIBAHU B PaHIOMU3UPAHO, MHOTOLIEHTPOBO, C MHOTO paMEHa,
MHoOroeTarHo (multi-arm multi-stage, MAMS) npoyuBane cbc cBbp3anu ¢azu [I/I111 (STAMPEDE —
MRC PRO08). O6mio 1776 nanneHTH OT MBXKH 11071 ca OWiK pasnpeesicHd B paMeHaTa Ha JIeUeHHe:

° CraHgapTHO JeueHHe + JoleTakcen 75 mg/m?, Mpuiiarad Ha BCEKU 3 CEIMUIU B IIPOIbIDKCHHE
Ha 6 LMKBIIa
° CraHzapTHO J€YEHHE CAMOCTOSITEIHO.

Cxemara ¢ oIeTaKces ce Ipuiara B KOMOMHAIMS ¢ IPEIHU30H WU MPEIHU30JI0H 5 mg ABa IbTH
JTHEBHO HENPEKBHCHATO.

Ot 1776-1e pannomuzupanu namenty, 1086 (61%) ca nmanm meractaTiyHo 3aboisiBaHe, 362 ca
PaHIOMU3MPAHH Ha JIOLETaKceN B KOMOWHALKMS ChC CTAaHIAPTHO JICUeHHe, a 724 ca nmonyyaBaau
CTaH/IapTHO JICYCHUE CAMOCTOSITEITHO.

[Tpu Te3u NaIMeHTH ¢ MeTaCTaTUYCH paK Ha MPOoCcTaTaTa, MeIaHaTa Ha 00Ila MPEKUBSIECMOCT €
3HAYMTEITHO MO-ABJIra B TPYIUTE HA JICUCHHE C JIOIETAKCEN, B CPABHEHHUE C TpyIaTa caMo CheC
CTaHJapTHO JICUEHHE, KaTO MeIMaHaTa Ha o0IIla MPEKUBIEMOCT ce yabJDKaBa ¢ 19 mecena npu
J00aBSHETO Ha JIoIeTakcea KbM cTanaapTHoTo jeueHue (HR = 0,76, 95% CI = 0,62-0,92, p=0,005).

Pesynratute 3a epUKACHOCT MPH MAIIMEHTUTE C METACTATHYEH pakK Ha MpocTaraTa B paMoTO Ha
JICYCHHUE C JIOLETAKCEN CIPSIMO KOHTPOJIHOTO paMo ca 0000IIEHH B CJIeHATA Ta0JIUIIA;

EdwukacHocT Ha momerakcen B KOMOMHANINSA C TIPEAHU30H U TPEAHU30JI0H U CTAaHAAPTHO JICUCHHE
MIpH TEpaIUsATa Ha MAIUSHTH C METaCTAaTHYeH XOPMOHOYYBCTBUTEIIEH PaK Ha IpocTaTaTa
(STAMPEDE)

Kpaitna Touka Jomuerakcen + craHmapTHO CranpapTHO JeUeHHE
JieucHue CaMOCTOSITEITHO

bpoii mammenTHm C MeracTaTUueH 362 724

pak Ha mpocrarara

Menunana Ha 0o0IIa MPEKUBIEMOCT 62 43

(mecern) 51-73 40-48

95% CI

Kopurupan xoeuieHT Ha pucka 0,76

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

p-cToiiHocT4 0,005

[pexussiemoct 0e3 Heycnex5

Menuana (Mecerm) 20,4 12

95% CI 16,8-25,2 9,6-12
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Kpaiina Touka Honerakcen + cTangapTHO CraHmapTHO JeUeHre
JiedeHue CaMOCTOSITEITHO

Kopurupan xoepuIiMeHT Ha prcKa 0,66

95% CI (0,57-0,76)

p-cToitHOCTY <0,001

“ p-CTOHHOCT, N34YMCIIEHA OT TecTa 3a KOe(UIIMEHT Ha BEPOSTHOCT U KOPUTHpaHa 332 BCUYKU
cTpaTu(UKAOHHN (aKTOpH (C U3KIIOUEHHE Ha EHTPaJIHA U IJIaHupaHa XOPMOHAIHA
Tepamnus), ¥ cTpaTuduIupana no Nepuo Ha U3MUTBAHETO

6 [IpexxuBsieMocT 0€3 HEyCIeX: BpEMETO OT PaHIOMH3AITUS 0 ITEPBU JAHHM 32 TIOHE €THO OT

clleAHMTe: OMOXMMHUUYEH Heyclex (ompeneseH karo nopuiiasane Ha PSA ¢ 50% nax Haii-
HHUCKaTa CTOMHOCT B paMKuTe Ha 24 ceaMuLM U Hall 4 ng/ml 1 MOTBBPACH Ype3 MOBTOPHO
n3CIeBaHe WM JICUEHHE); IPOrPECHs, JIOKAIHO, B TMM(HHUTE Bb3JIH, WIH AAJ€YHN METACTa3H;
CbOUTHE, CBBP3aHO ChC CKEJIETa; WM CMBPT OT paK Ha MpocTaTara.

Ilpoyueane CHAARTED

BbesonacHoctTa 1 eukacHOCTTa Ha JOLETAKCEN, IPUJIOKEH B HAYAJIOTO HA aHAPOTeH-M3UepIIBaIla
tepamnus (ADT) npu maruieHTH ¢ MeTacTaTHICH, XOPMOHOUYBCTBUTEIICH paK Ha MpocTaTara, ca
OILICHSBAaHU B paHIoMHU3HpaHo, ¢a3a III, muorouenTposo npoyusane (CHAARTED). O61io
790 mauyeHTH OT MBXKKH 0J ca OWIK paspeesieHd B 2-T¢ TPyIH Ha JICUeHHE:
e ADT + gonerakcen 75 mg/m? npunosxex B Hauanoto Ha ADT, npunaran Ha Bceku 3
CeIMHUIIM B IPOJBIDKEHHUE Ha 6 LIMKbJIA

e ADT caMOCTOSITETTHO

Menuanara Ha 001 MPEKUBIEMOCT € 3HAYUTETHO TI0-JIBJITA B IpyIaTa Ha JICUCHUE C IOICTaKCeN, B
cpaBHeHue ¢ rpymnara Ha ADT camocTosTenHo, KaTo MeInaHaTa Ha 0011a IPeKUBIEMOCT C€ yIbIKaBa
¢ 13,6 mecena ¢ nobaBsueTo Ha morerakcen KbM ADT (koedpuruent Ha pucka (HR) = 0,61, 95%
nmoseputeneH uarepsai (CI) = 0,47-0,80, p=0,0003).

Pesynrrarute 3a epUKAaCHOCT Ha PAMOTO Ha JICUEHHE C JOIETAKCEN CIPAMO KOHTPOIHOTO PaMo ca
0000111eHH B clieqHaTa TadIuua:

EdukacHoct Ha nonerakcen 1 ADT npu JieueHre Ha MAIMEHTH ¢ METaCTaTHYeH XOPMOHOYYBCTBUTEIICH
pax Ha npocratata (CHAARTED)

Kpaiina Touka Houerakcea+ADT ADT
CaMOCTOSITEJIHO

Bpoii nanuenTn 397 393
Menunana Ha 001112 IPeXUBIEMOCT (MECELH )
Bcenuky nanupeHTH 57,6 44,0
95% CI 49,1-72,8 34,4-49,1
Kopurupan koeuieHT Ha pucka 0,61 --
95% CI (0,47-0,80) -
p-cToitHoCTY 0,0003 -
[IpexuBsemocT 6e3 mporpecus
Menunana (Mecerm) 19,8 11,6
95% CI 16,7-22,8 10,8-14,3
Kopurupan xoeumeHT Ha pucka 0,60 --
95% CI 0,51-0,72 -
p-value* P<0,0001 --
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Kpaiina Touka Houerakcen+ADT ADT
CaMOCTOSITEJTHO

PSA otroBop** Ha 6 Mmecena— N(%) 127 (32,0) 77 (19,6)
p-cToiiHocT? * <0,0001 -
PSA otroBop** Ha 12 mecena — N(%) 110 (27,7) 66 (16,8)
p-croitrocT? " <0,0001 -
Bpeme 10 pe3rcTeHTeH Ha KacTpalys pak Ha
npocrarara 0
Menunana (Mecerm) 20,2 11,7
95% CI (17,2-23,6) (10,8-14,7)
Kopurupan xoeuieHT Ha pucka 0,61 --
95% CI (0,51-0,72) --
p-croitrocT? ™ <0,0001 -
Bpeme 1o kimHUYHA porpecus ¢
Menuana (Mecerm) 33,0 19,8
95% CI (27,3-41,2) (17,9-22,8)
Kopurupan xoepuIMeHT Ha prcKa 0,61 --
95% CI (0,50-0,75) -
p-cToitHOCT4 * <0,0001 --

@ TIpomeHauBH 3a BpeMe 110 croutne: Ctpatuduuupan log-rank Tect.
IIpomennuBu 3a orroBop: Touen Tect Ha Fisher

* P-CTOMHOCT 3a IECKPUNTHBHA LIE.

** PSA orrosop: IIpocraTHo-cniennuieH antured oTroBop: HUBO Ha PSA <0,2 ng/ml u3amepeno

9gpe3 JABE MOCISAOBATEITHN N3MEPBAHUS C MHTEPBAI Hall-MaKO 4 CEAMUITH.

g Bpeme 10 pe3ucTeHTeH Ha KacTpalys pak Ha IpocTaraTa = BpeMETO OT paHiomusanus 10 PSA
IIporpecyus WM KIMHUYHA Iporpecusi (T.€., yBeJIMUeHH CUMIITOMU OT KOCTHHU METacTasH, Iporpecus
crope[ KpUTepUHTeE 3a OlIeHKa Ha 0TroBopa npu conuaau Tymopu (Response Evaluation Criteria in
Solid Tumours, RECIST), uiu KIMHAYHO BIIOIIABaHE MOPAAH PaK CIOPE] MpeLeHKaTa Ha
U3CIe0BaTeNs ), KOETO OT ABETE HACTBIIM IIBPBO.

6 Bpeme /10 KJIMHUYHA MIPOTPECHS = BPEMETO OT PAHIOMH3AIINS JI0 KIMHIUYHA Iporpecusi (T.e.
YBEITMYCHN CUMIITOMHU OT KOCTHH MeTacTtasm; nporpecus cropea RECIST; nin ximHIIHO
BJIOIIIABaHE MOPAAM paK CIOpEe]l MPEICHKATa Ha U3CJIEeI0BATEN).

Cmomawen Cl()eHOK(lDuuHOM

[IpoBeneHO € MHOTOIIEHTPOBO, OTBOPEHO, PAHJOMU3HPAHO U3MTUTBAHE 3a OI[CHKAa Ha OE30M1aCHOCTTA
e(hMKacHOCTTa HA JOLIETAKCEI MIPH JCUSHNETO Ha MAIUeHTH C METaCTaTHYeH CTOMAIIIEH
aJICHOKapIIMHOM, BKITFOUMTEITHO aJJeHOKapIIMHOM Ha racTpoe3odareanHara Bpb3Ka, KOUTO HE ca
NOJTy4aBajy NPEeAr TOBA XUMHOTEpAIus 3a MeTacTaTHYHO 3a0oisBane. O0mo 445 nanuueHTH ¢

KPS > 70 ca nexkysanu uiu ¢ gouerakcen (T) (75 mg/m? ua nen 1) B komOunanms ¢ uucruiatus (C)
(75 mg/m? ua nen 1) u 5-punyopoypamui (F) (750 mg/m? auHeBHO 3a 5 1HM), WK IUCILUIATHH

(100 mg/m? na nen 1) u 5-dpayopoypamun (1 000 mg/m? nHeBHO 3a 5 1HK). BpemeTo Ha neyeOHMs
kbl € 3 ceamury 3a TCF pamorto u 4 ceqmuru 3a CF pamoTo. Meaunanara Ha Opost ITUKITH,
TIPIIIOKEHH Ha ManueHtT ¢ 6 (B quana3oH ot 1-16) 3a TCF pamoTo, B cpaBHeHUE ¢ 4 (B Auamna3oH oT 1-
12) 3a CF pamoro. ITspBrunara kpaiina Touka e Bpemero no nporpecus (TTP). Hamanssanero Ha
pucka ot niporpecust € 32,1% u e cBbp3aHo cbe 3HaunTENHO No-A6ar0 TTP (p = 0,0004) B 032 HA
TCF pamoto. O0mara npeXuBIeMoCT ChINO € 3HaYuTenHO no-abira (p = 0,0201) B monza na TCF
pamoTo, ¢ HaMaJsBaHE Ha PUCKa OT CMBPTHOCT ¢ 22,7%. Pe3ynTarute 3a eukacHOCT ca 0000MIeHN C

clleqHara Ta0Inma;
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EdJI/IKaCHOCT Ha JOICTAKCECI IMPH JCYCHUCTO HA MAIMMCHTH CHC CTOMAICH aICHOKAPIIMHOM

Kpaiina Touka TCF CF
n=221 n=224
Mennana Ha TTP (Mecernn) 5,6 3,7
(95% CI) (4,86-5,91) (3,45-4,47)
Koeduuuent Ha puck 1,473
(95% CI) (1,189-1,825)
*p-CTOWHOCT 0,0004
Mennana Ha TIPEKUBIEMOCT (MECEITH) 9,2 8,6
(95% CI) (8,38-10,58) (7,16-9,46)
2-romuriHa oneHka (%) 18,4 8,8
Koeduuuent Ha puck 1,293
(95% CI) (1,041-1,6006)
*p-CTOWHOCT 0,0201
O6ma crened Ha noBnusiBane (CR+PR) (%) 36,7 254
p-CTOMHOCT 0,0106
[Iporpecupaio 3a6osBane KaTo Haii- 16,7 25.9
n100Bp 0611 oTroBop (%)

* HectpaTuduIupaH TECT 3a JIOTAPUTMHYHO TOJIPEIKIaHE

IToarpymnoBuTe aHaIU3| MO BH3PACT, ITOJI U paca YCTOWUnBO ca B mojiza Ha TCF pamoTo, B cpaBHEHHE
¢ CF pamoro.

OchbBpEeMEHEH aHaIN3 3a MPEKUBICMOCTTA, IPOBECH C MEIMaHa Ha BPEMETO Ha NPOCIICAsIBaHEe

41,6 meceria, Beue He MOKa3Ba CTATUCTHYCCKH 3HAUMMA Pa3lInKa, BRIPEKH Ue BUHATH € O B 10JI3a Ha
TCF cxemara, un oka3Ba, e non3ata ot TCF npen CF ce nabmonasa sicHo Mexay 18- u 30-s1 Mmecery
OT TIPOCTIEITBAHETO.

Karo msumo, pesynrarure 3a kauecTBo Ha xHUBOT (QoL) u KIIMHUYHA MMOJ133, CUCTEMHO ITOKa3BaT
nonoOpenue B non3a Ha TCF pamoro. [anuentu, nexyBanu ¢ TCF umat no-aeiro Bpeme 10 5%
OKOHYATEITHO BIIOIIaBaHe Ha oOmms 3apaBeH cratyc mo QLQ-C30 swmpocuuka (p = 0,0121), u mmo-
I'BJITO BPEME IO OKOHYATEIIHO BIIOIIAaBaHe Ha cTaTyca 1o ckanara Ha Karnofsky (p = 0,0088), B
CpaBHEHHE C ManueHTuTe, iekyBanu ¢ CF.

Pax na enasama u wusma

e UMHayKNMOHHA XUMHOTEPAIHS ITocieaBada ot rpdeTepanus (TAX 323)

besomacHocTTa M emkacHOCTTa HA JOLETAKCEN IPHU WHAYKIIMOHHO JISYeHNE Ha MAIUeHTH ChC
CKBaMO3HOKJIEThUEH KapIiimHoM Ha riaBaTta u musta (SCCHN) ca ornenenu BBB ¢aza 1l Ha
MHOTOIICHTPOBO, OTBOPEHO, paHaomusupano m3nutane (TAX323). [Ipu ToBa mpoyuBane,

358 nauuenTu ¢ nHonepabdbuiex jokanHo HanpenHant SCCHN, u 06mo cectosiare no C30 cratyc 0
wi 1, ca paHAOMU3HUPaHH KbM €IHO OT JIBE TepalieBTUUHU paMeHa. [lanueHTure B paMoTo Ha
nonerakcen nomydasar gouerakcen (T) 75 mg/m? mocneasan ot nuciatus (P) 75 mg/m?
nocyeasany ot S-guryopoypaumi (F) 750 mg/m? Ha neH KaTo HelpeKbcHaTa H(y3us 3a 5 nau. Tasu
CXeMa e TpuiIaraHa Ha BCEKH TPHU CEIMUIIH 3a 4 IUKbJIa B CIy4aii, dye € HaOJIrogaBaH MoHe
HE3HAYUTEJIEH OTrOBOP (> 25% penaykuus npu ABYM3MEPHO OIpeelieH pa3Mep Ha TyMopa) cies

2 nukbia. Ha kpas Ha XuMHUOTEpanusITa, C MUHUMAJICH UHTEPBAI OT 4 CEIMUIM U MAaKCUMAJICH
MHTEPBAJ OT 7 CEAMUIH, TALMEHTUTE YHETO 3a00NIIBaHE HE € IPOrpecupao, ca Mmoaydnin
npuerepanus (RT), ceriracHO mpakTHKaTa 10 MeCTa Ha JICUeOHUTE 3aBEIICHUS, 33 7 CeIMUITH
(TPE/PT). [NaumeHTHTe B CPAaBHUTEHOTO paMo nomyyasat nucratud (P) 100 mg/m? nocnensan ot
5-¢ryopoyparmi (F) 1 000 mg/m? Ha nen 3a 5 quu. Ta3u cxeMa € NpHIaraHa Ha BCEKH TPH CEAMMIM
3a 4 HUKbJIA B CIy4aid, ue e HaOMroJaBaH MOHE HE3HAUUTENICH OTroBOp (= 25% penykuus npu
JIBYM3MEPHO ONpeEIeNieH pa3Mep Ha TyMopa) ciea 2 nukbia. Ha kpas Ha XuMuoTepanusra, ¢
MUHHUMAJICH UHTEPBAJI OT 4 CEAMMIIA U MAKCUMAaJICH MHTEPBAJI OT 7 CEJIMUIIU, TAIIMCHTUTE YHETO
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3a00J1sBaHe HE € TIpoTrpecupato, ca noxyqdwmm apaerepanus (RT), ceriacHo mpakTukaTa o MecTa Ha
neueOnuTe 3aBenenus, 3a 7 cenmunu (PF/RT). JlokopernonanHaTa rpueTepanus € MpUI0KEeHa TN
ype3 koHBeHIIMOoHaMHa ¢pakuus (1,8 Gy-2,0 Gy BeaHBbX AHEBHO, 5 IHU Ha CeAMHLA 32 0011a 71032 OT
66 o 77 Gy), unu upe3 yCKOpeHH/XunepPpakiuoHUpaHU CXEMH Ha JIbueTapanus (ABa MbTU THEBHO,
¢ MUHUMAJICH HHTEPBATI MEX Iy GpakiuuTe ot 6 daca, S qau Ha cenmuia). Oomo 70 Gy ca
MPEeTIOPBIAHT 32 YCKOpPEHUTE cxeMU U 74 Gy 3a xurephpakiimOHUPAHUTE CXeMHU. XUPYPTUIHO
OTCTpaHsBaHEe € OMJI0 TO3BOJIEHO CIIE]] XUMHUOTEPAITHS, IPEAH WK CIIe] ibueTepanusira. [lannenTture
B TPF pamoto ca nmosryunim nepopaina aHTHOMOTHYHA NpoduiIakTuka ¢ nunpoduokcanud 500 mg
IBa I'bTH AHEBHO 32 10 qHM 3am04YBaliKu OT 5-Hs ACH HAa BCEKU LUKBJI, MM eKBUBANEHT. [IbpBUuHaTa
KpaifHa TOYKa IpH TOBa MpoyUBaHe, npexussieMoct 6e3 nporpecust (PFS), e 3Hauntenno mo-gpira
mpu TPF pamoro cpaBreno ¢ PF pamoro, p = 0,0042 (Memuana Ha PFS: crotBeTHO 11,4 cripsimo

8,3 mecerna) ¢ o01a MeArana Ha BpeMeTo 3a Ipocienssade 33,7 Mecerna. MennanaTta Ha o0miara
MPEXKUBSEMOCT CHIIO € 3HAYUTETHO M0-BUcoKa B nosiza Ha TPF pamoto B cpaBHenue ¢ PF pamoro
(menuana Ha OS: croTBeTHO 18,6 cipsiMo 14,5 Mecena) ¢ HamalnsiBaHe Ha PUCKa OT CMBPTHOCT ¢ 28%,
p = 0,0128. Pe3ynraTute 3a €(pUKaCHOCT ca MPEJICTABCHH B TaOJIUIIATA TTO-I0TY.

EdukacHoCT Ha JloneTakcen Opy MHAYKIMOHHO JISYEHNE Ha MAIMEHTH ¢ HHOIEpaOWIEH JOKAIHO
manpeanar SCCHN (Intent-to-treat anammus)

Kpaiina Touka Homerakcen + Cis + 5-FU
Cis +5-FU

n=177 n=181
Mennana Ha BpeMe Ha MPEKUBIEMOCT 11,4 8,3
0e3 mporpecust (Mecern)
(95% CI) (10,1-14,0) (7,4-9,1)
Kopurupan xoeueHT Ha puck: 0,70
(95% CI) (0,55-0,89)
*p-CTOWHOCT 0,0042
Mennana Ha TIPEKUBIEMOCT (MECEITH) 18,6 14,5
(95% CI) (15,7-24,0) (11,6-18,7)
Koeduuent Ha puck 0,72
(95% CI) (0,56-0,93)
**p-cTOHHOCT 0,0128
Haii-no0Opo 001110 noBIUsBaHE OT 67,8 53,6
xumuoTepanus (%) (60,4-74,6) (46,0-61,0)
(95% CI)
**ED-CTOWHOCT 0,006

Haii-no0Opo 001110 noBIUsBaHE OT
JICYECHUETO B TIPOYIBAHETO

[xumuoTEepamnus +/-nmpuereparnus|% 6 5712;8 8) (51 508_'665 8)
(95% CI) ’ ’ ’ ’
A D-CTOWHOCT 0,006

Menanana Ha IPOIBIKUTETHOCT Ha n=128 n=106
MOBJIMSIBAHETO OT XUMHOTEPAIus +

JThUETEpaIus (MECEIH) 15.7 11,7
(95% CI) (13,4-24.6) (10,2-17,4)
Koeduuent Ha puck 0,72

(95% CI) (0,52-0,99)
**p-CTOHHOCT 0,0457

KoedummenT Ha puck mo-mansk oT 1 € B oji3a Ha forerakcel + nucimiaTad + 5-FU

*Cox Mozen (KopeKIHst 3a MsICTOTO Ha mbpBUYHMA TyMOp, T n N knmuanynau cragun 1 PSWHO)
** JlorapuTMHYHO TpaHCc(OpMHUpPaH PaHTOB TECT

*#%* Chi-square Tect
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Ilapamempu na kauecmeomo Ha HCUGOM
[NanuenTure, nexyBanu ¢ TPF mokasBar 3HaunTETHO MO-MaJKO BJIOIIABAHE HAa TEXHHUS OOLI 3paBeH
cTaTyc cpaBHEHO ¢ Te3H, JekyBanu ¢ PF (p = 0,01, no ckanata Ha EORTC QLQ-C30).

Knunuuno 3navumu napamempu

Ckanara 3a OIleHKa Ha cTaTyca OTHOCHO TojackanuTe 3a rinasa u mus (PSS-HN), npennazaadenn 3a
U3MEpBaHe Ha pa30UpaeMoCTTa Ha rOBOpa, CIOCOOHOCTTA 33 XpaHEHE Ha OOIECTBEHH MECTa,
HOPMAaJIHOCT Ha AUETaTa, € 3Ha4YuTeNHO B 1on3a Ha TPF pamoTto B cpaBenue ¢ te3u ot PF.
MenuanaTta Ha BpeMeTo A0 IbpBo Biomasane no C30 e 3HauuTenHo no-abira B pamoto Ha TPF
cpaBueHo ¢ PF. CkopbT Ha mHTE3UTETA Ha OOJIKaTa ce MoAoOpsABa IO BpeMe Ha JICUEHHUETO B IBETE
TPYIH MMOKa3BaWKM aJIeKBaTHO JeUueHUe Ha OOIKaTa.

e IHayKuuMoHHA XMMHUOTEpanus nocjensada ot xumuonsuerepanus (TAX 324)

BesonacHoctTa 1 eukacHOCTTa Ha JOLETAKCEN IPU HHAYKIMOHHO JICYUeHUE HA MAIEHTH C JIOKATHO
HaIpeIHal CKBAMO3HOKIICThUCH KaplHoM Ha riaBata u mmsara (SCCHN) ca onenenu BbB (aza I11
Ha paHJOMH3UPaHO, MHOTOIIEHTPOBO, 0TBOpeHo m3nutBaHe (TAX324). [Ipu ToBa mpoy4BaHe

501 marmmentu ¢ mokarHo HanpenHan SCCHN, u o6mo ceerostane o C30 craryce 0 wm 1, ca
paHIOMHU3UPAaHU KBM €THO OT JBE TepaneBTHYHH pameHa. [[poyuBanaTa momymanus BKIIOYBa
NalHUEHTH C MPAKTUYECKU HEBB3MOKHO XUPYPIrHYHO OTCTPaHsIBaHE Ha 3a00JISIBAHETO, MMALUCHTH C
MaJlka BEPOSITHOCT 32 XUPYPTrUYHO JICUYCHUE U TIAIMEHTH, IPH KOUTO ce IIeJIH 3ala3BaHe Ha OpraHa.
Onenkara Ha eUKacCHOCT U O€30IaCHOCT ce OTHACS CaMo 3a KpaiHUTe TOYKHU Ha MPEKUBSIEMOCT U HE
ce oTHacs O(HUITHAITHO 33 YCIIEBAEMOCTTa 3a 3alla3BaHe Ha OpraHuTe.

[ManueHTHTE OT PaMOTO Ha JoueTakcen nomydasar gouerakcea(T) 75 mg/m? kaTo HHTPaBEHO3HA
nH(py3ws B 1eH 1, mocnenpana ot muctuiatad (P) 100 mg/m2 xato wHTpaBeHO3HA HHDY3HS,
TOCJIEIBAHA OT MPOAB/DKUTENHA MHTaBeHO3HA MH(Y3us Ha 5-pyopoyparmi (F) 1 000 mg/m? ua nen
3a 4 nuu. Lluknute ca moBTapsHU BCEKU 3 CEIMHIM B MPOABIDKEHHE Ha 3 HUKbIa. Bcuuku nanueHTy,
4yreTo 3a00JsIBaHe HE € mporpecupaio e tpaosano, no npotokon (TRF/CRT), na momyyar
xumuotepanus (CRT). I[TalueHTUTE OT CPABHUTEIHOTO paMo Mojtydasar muciuiatus (P) 100 mg/m?
kato 30-MHUHYTHA 110 3-9acoBa WHTpaBEHO3HA MHY3UA Ha JcH 1, TocIeaBaH OT MPOIBIDKATETHA
vHTaBeHo3Ha nHPY3usa Ha S-payopoypamua (F) 1 000 mg/m? Ha nen 3a 5 nau. Llukiure ca moBTapsHu
BCEKH 3 CEIMHLIM B IIPOABIDKCHNE HA 3 IIUKbJIa. BCHUKM MaluenTy, YueTo 3a00nsBaHe HE €
nporpecupaio e Tpsosaio, no npotokois (PF/CRT), na nonyuar xumuotepanus (CRT).

[lanuenTuTe 1 B ABEeTE TepaneBTHYHM paMeHa noiy4asaT 7 ceamuuu CRT ciex naayKiuoHHa
XUMHOTEPAITNS C MUHUMAJIEH UHTEPBAI OT 3 CEIMHUIN U HE MO-KBCHO OT 8 CeIMHUITH CIie]] Ha4aJloTO Ha
MOCJICTHUS ITUKBI (0T 22 10 56 AeH OT mocheAHus MUKEI). [1o Bpeme Ha TpueTepanusTa € mpuiarad
BeIHB X cenMuuHO KapOorutatuH (AUC 1,5) kato eqHOYacoBa HHTpaBEHO3HA WH(Y3HUS MAKCUMYM 10
7 no3u. JIpuetepanus € npuiIaraHa ¢ MEraBoJITOBa arapaTypa 4pe3 BeIHbK THEBHO (ppakMOHUpaHe
(2 Gy na geH, 5 nau Ha ceaMuua 3a 7 cenMul, ¢ odma go3a 70-72 Gy). XupypraaHoTo
OTCTpaHsIBaHE Ha MBPBUYHOTO MSICTO Ha 3a00JIIBAHETO W/WIIM ILUSATA € MOXKEJNO J]a Ce MMa IpeIBU/ 1o
BCSKO Bpeme ciefl 3aBbpurBaHe Ha CRT. Becuuky manmeHTH OT paMoTO Ha IOIETaKCceN ca MoydaBain
anTrHOnoTHYHaA npoduakThka. [IspBHUYHaTa KpaliHa ToUKa 3a e(hUKacHOCT B TOBA MPOyUYBaHe, 00ImaTa
npexuBsieMocT (OS), € 3HAYUTEITHO MO-AbJTa (JJOTAPUTMHYHO TPpaHC(HOPMHPAH PAHTOB TECT,

p = 0,0058) mpu mormerakcen-chabpKamara cxema cpasaeHo ¢ PF (mequana na OS: 70,6 cripsmo
cpenno 30,1 mecena) ¢ 30% HamaneHue Ha pUCKa oT CMBPTHOCT B cpaBHeHue ¢ PF (HR = 0,70, 90%
nosepureneH uatepsai (Cl) = 0,54-0,90) ¢ o0Oma Mmenuana Ha BpeMe Ha npociensaBane 41,9 mecena.
Bropuunara kpaiiHa Touka, PFS, mokasBa 29% HaManeHne Ha pUCKa OT IPOTPECHS WIH CMBPT U

22 Mecena mogoopenne Ha meananata PFS (35,5 mecena 3a TPF u 13,1 PF). Tosa e cbmo
cratuctudecku 3HaguMo ¢ HR ot 0,71; 95% CI 0,56-0,90; moraputMu9aaO TpaHCHOPMHpPAH PaHTOB
tecT, p = 0,004. Pesynrarute 3a epuKacHOCT ca NpeACTaBeHU B TAOIUIIATA ITO-JOMY:
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EdukacHoCT Ha JloneTakcen Opy MHAYKIUOHHO JISYEHHE Ha MTAlMeHTH ¢ JIoKaiHo Hanpeaaaa SCCHN

(Intent-to-treat anaims)

Kpaiina Touka Jouerakces + Cis + 5-FU
Cis + 5-FU
n =255 n =246

Menanana Ha 001112 TPEKUBSIEMOCT 70,6 30,1
(Mecern)
(95% CI) (49,0-NA) (20,9-51,5)
KoedurmenT na puck: 0,70
(95% CI) (0,54-0,90)
*p-CTOMHOCT 0,0058
Mennana Ha PSF (Mecerm) 35,5 13,1
(95% CI) (19,3-NA) (10,6 - 20,2)
Koeduuuent Ha puck: 0,71
(95% CI) (0,56 - 0,90)
**p-CTOHHOCT 0,004
Haii-no6po o6mo nosnussane (CR + PR) 71,8 64,2
ot xumuoTepamnus (%) (65,8-77,2) (57,9-70,2)
(95% CI)
*A*p-cTOMHOCT 0,070
Haii-no6po o6mo nosnussane (CR + PR)
OT JICUEHUETO B IIPOYIBAHETO
[XMMHOTEpanus -13— ’ 76,5 71,5

N (70,8-81,5) (65,5-77,1)
XuMHoIb4eTepanus]%
(95% CI)
A D-CTOWHOCT 0,209

KoeduruenT Ha puck mo-Manek oT 1 € B 1moii3a Ha jnorerakcen + nucruiatud + 5-FU

* HEKOpUTHPaH JIOTAPUTMHUYHO TPaHC(HOPMHUPaAH PAHTOB TECT

** HEKOPUTUPAH JIOTAPUTMUYHO TPaHC(HOPMUPAH PAHTOB TECT, HEKOPUTHPAH 32 MHOTOKPATHU
CpaBHEHUS

*** Chi-square TecT, HEKOpUTHPaH 32 MHOTOKPATHH CPaBHEHUS

NA — HENPHUITOKUMO

[lenuarpuyna nonyJanus

EBpomneiickaTa areHIus 1o JiekapcTBaTa 0CBOOOXKIaBa OT 3aAbJDKCHUETO 3a NPEIOCTaBsIHE Ha
pe3yNTaTUTE OT MIPOYYBAHUATA C JOLETAKCEI BbB BCUUKH IOATPYNH Ha NeJUaTPUYHATA MTOMyJIalys 3a
MMOKa3aHMUATa pak Ha I'bpJaTa, HeIPEOHOKIECTHUYCH 0eI0apO0eH paK, pak Ha IIpocTaTaTa, CTOMAIICH
KaplIXHOM M paK Ha IjaBata U musTa, 6e3 aa ce Bkimousat tui I u Il mo-manko nudepenunpan
Hazo(dapuHreaseH KapuuHoM (BK. Touka 4.2 32 mHPOpMaLKst OTHOCHO yIoTpeOa B eANaTpUsITa).

5.2 ®apMakoKMHETHYHH CBOWCTBA

AOGcopOrus

®apMaKkOKHHETHKATa Ha JAOLETAKCEN € OLIEHEHA ITPU MAllMEeHTH C pak ciiel npuiarane Ha 20-

115 mg/m? no Bpeme Ha npoyuBanus (asa I. KuneTHaausT npodui Ha T0LETAKCEN € T030HE3aBUCHM
U ChOTBETCTBA Ha TPUKOMIIAPTUMEHTHHS (PapMAaKOKMHETHUEH MOJIEJ C MOJIYKUBOT 3a hazute o, fu y
(TepmuHATHA) CHOTBETHO 4 min, 36 min 1 Mmexay 11,1 gaca n 17,5 gaca npu B3eMaHe Ha poou 110 24
yaca. J[onrbJIHUTENHO IPOyYBaHe, OLEHABAII0 (papMaKOKUHETHKATa Ha JI0LeTaKces IpU NOJO0HU 103U
(75 - 100 mg/m?) npu maMEHTH, HO 32 MO-AbJIBI UHTEPBAI OT BpeMe (Haj 22 JTHHU), YCTAHOBABA 10~
IBITBT CpelieH TEpPMUHAJICH eIMMUHAIIMOHEH Oy XHUBOT Mexkay 91 u 120 vaca. KpcHata ¢asza ce
IBIDKM OTYACTH Ha OTHOCHUTENTHO O0aBHUS e(hIyKC Ha AOLeTaKcelN OT nepu(epHus: KOMIapTUMEHT.
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PasnpeneneHue

Cnen npunoxenue Ha 103a 100 mg/m? nox popmara Ha eqHOYacOBa HHDY3HS, € MONYIEHO CPETHO
MMAKOBO T1a3MeHo HuBoO 3,7 pg/ml cbe cbotBeTHa AUC 4,6 h.pg/ml. CpenHnTe CTOMHOCTH Ha
TOTAJTHUS KIUPHHC OT OpraHn3Ma U o0eMa Ha pasnpesiesieHne P CTAIIHOHAPHO ChCTOSHUE ca
cboTBeTHO 21 1/h/m? n 113 1. IATepHHIMBUIyaTHUTE BAPUALMU HA TOTAIHHS KJIUPHHC OT OPraHu3Ma
ca npuom3utenHo 50%. Jlonerakcen € CBbp3aH C MIa3MeHUTE MPOTeuHH Ha 95%.

Enumunupane

IIpu TprMa NAIMEHTH C PaK € MPOBEIEHO MPOyYBaHe ¢ MapKupaH ¢ *C-gonerakcen. Jlonerakcen ce
SIIMMUHHPA W Upe3 ypUHATa U Ype3 U3NPAKHCHUATA B pAMKUTE Ha 7 THU ciie]] TuToXpoM P450-
MeJUHPaH OKUCIUTEICH METa00JIM3bM Ha TPETHYHATA OYTHII-SCTEpHA IPYIIa, KATO eKCKPEIUATa Ype3
ypUHATa U U3MPAXKHEHUSTA OTTOBaps ChOTBETHO Ha 6% U 75% OT NMPUIIOKEHOTO PaIHOaKTUBHO
BeniecTBo. Oxomno 80% OT MOJMyYeHOTO B U3MPAXKHEHUATA PAJMOAKTUBHO BEIIECTBO CE€ EKCKPETHPA 110
BpeMe Ha IppBHTE 48 yaca oy ¢hopMara Ha €AMH ITaBEH HEAKTHBEH META0OUT M 3 BTOPOCTETICHHHU
HEaKTHBHU METa00JINTa U MHOTO MAJIKA KOJTMYECTBA HEMPOMEHEH JIEKAPCTBEH MPOJIYKT.

CHCLII/IEIJ'IHI/I nomnyjaanuu

Bwzpacm u non

ITomrymanmoHeH papMaKOKMHETHYICH aHAIIN3 € U3BBPIIEH C TOIETaKCeN Mpu 577 MalueHTH.
DapMaKOKHHETHYHUTE TTapaMeTpH, OTIpeAeNIeHH Ype3 MoIesia ca MHOTO OJIM3KH JI0 TE3H, MOTYIeHH
npu mpoyuBaHusTa (asza . DapmakokHETHKATa Ha JOLIETAKCEN HE CE€ MTPOMEHS OT BH3PacTTa WU
0JIa Ha MAIlMEHTA.

Yeproopobro yspedcoane

IIpu Mapk Opoit manuenTr (n = 23) ¢ KIMHWYIHA TaHHA OT OMOXUMHYHUTE U3CICABAHUS, COUCTITH
JIEKO JT0 yMepeHo yBpexaaHe Ha yepHoapooHara dyakiws (ALT, AST > 1,5 metu I'TH cBbp3ano
ankaiHa docdaraza > 2.5 meta [ TH), oOmmsT KTuphHC € HamalieH cpefHo ¢ 27% (Bx. Touka 4.2).

3aovporcane na meunocmu
KnupbHCHT Ha Jo1IeTaKCceN He € IPOMEHEH MPH MAIMEeHTH C JIeKa A0 YMEpPeHa 3a/IpbKKa Ha TEUHOCTH
Y JINTICBAT IaHHU TIPU TAIIMEHTH C TEXKA 3aIPbKKa HA TEIHOCTH.

KomOuHupana Tepanus

loxkcopybuyun

Koraro ce n3non3BaT B KOMOMHAIMS, TOIETAKCEI HE MOBIIMABA KIUPHHCA HA JJOKCOPYOUITUH U
IJIa3MEHHATE HUBA Ha JOKCOPYOUIIMHON (META0OIUT Ha TOKCOPYOHUITHH). DapMaKOKHHETHKATA Ha
JTOTIETaKCeN, TOKCOPYOHIIHH U MUKIIOhochaMu] He ce TTOBINABA OT STHOBPEMEHHOTO M
NPUIIOKEHUE.

Kaneyumabun

[Ipoyusane ¢a3za I, oniensBamio edexra Ha KanenuTabuH BbpXy (hapMaKOKHHETHUKATA HA JOLETAKCEN U
00paTHOTO TOKa3Ba, Ue KaNennTaOnH He BIHsie BbpXy (hapMakoknHeTHKaTa Ha qonerakcel (Cmax U
AUC) u morerakcen HIMa ePeKT BEPXY hapMaKOKHHETHKATa Ha ChOTBETHHUS METaOOIUT HA
kanernuTabuH HapedeH 5’ -DFUR.

Lucnramun

KimmpbHCHT Ha 01IeTaKCel TP KOMOMHUPAHA Teparus ¢ UCIUIATUH € 1Mo100eH Ha TO3H, HA0JIt0JaBaH
pu MoHOTepanusa. PapMakKOKHHETHIHHUAT PO(IIT Ha MUCTUIATHH, TIPHUIIOKEH CKOPO ciex nHPy3usI Ha
JIOTIETaKCeN € MoA00eH Ha TO3H, HAOIIOJaBaH TIPH ITUCIUTATHH KaTO MOHOTEPAITHSI.
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Lucnramun u 5-gpnyopoypayun
KoMOuHHpaHOTO MPHIIOKEHUE HA JOIETAKCEN, IIUCIDIATHH U S-Quryopoypaiiui mpu 12 manueHTn cbe
COJIUJIHA TYMODH, HsIMa BIIUSIHUE BHPXY (DapMaKOKWHETHKATa HA BCEKH OTIICJICH JICKAPCTBEH MPOJYKT.

Ilpeonuson u dexcamemason
EdexTsT Ha peTHU30H BBPXY (PapMaKOKWHETHKATA Ha JIOLETaKCeN, IPUIOKEH ChC CTAHIApTHA

MIpeMEINKAITNS C JEKCaMETa30H € M3CieIBaH MpH 42 MarueHTH.

Ilpeonuson
He e nabmromaBan eeKT Ha TPETHU3OH BbPXY (PapMaKOKHHETHKATA HA JOTETAKCEI.

5.3 IlpeakJMHUYHU AAHHH 32 0€30MACHOCT

KanieporeHHHST OTEHITHAI Ha JTOIIETAKCE HE € M3CIICABaH.

JokasaHo e, 4e JoleTaKceN € TEHOTOKCHYEH 10 aHeYT'eHEeH MEeXaHU3bM MPU i1 Vitro MEKPOHYKJIeapeH
TECT | TECT 3a XpoMo3oMHHu-abepannu Bppxy CHO-K1 xietku v nipu in vivo MUKpOHYKJIEapeH TeCT
npu Munikd. Tol obave, He peM3BUKBA MYyTareHHOCT MPU TeCTa Ha Ames WK TIPU TEeCTa 3a TCHHH
mytanmu CHO/HGPRT. Te3u pe3ynrtatu oTroBapsT Ha (hapMaKoJIOTHIHATa aKTUBHOCT Ha
JOLIETaKCeN.

Hexenanute ehekTu BPXY TECTHCUTE, HAOJIIOIaBaHU MPHU MPOYYBAHUS 32 TOKCUYHOCT TIPU TPU3AYH
MPEIOJIATaT, Ye JOIETAKCEN MOXe J1a YBPEIN MBKKHS (DEpTUIIUTET.

6. DOAPMAILIEBTUYHU JAHHU

6.1 Chnucbk Ha IOMOIIHHUTE BellleCTBA

IMomucopbat 80

Eranon, 6e3B01eH

JInmoHeHa KucenanHa, 0e3BogHa

6.2 HecnrBMecTUMOCTH

To3u nexapcTBEH NPOAYKT He TPSOBa Jla ce CMECBa ¢ APYTH JICKAPCTBCHH MPOJAYKTH, C U3KIIFOUCHUE Ha
IIOCOYEHUTE B TOUKA 6.6.

6.3 Cpok Ha roaHOCT

HeotBopen duakon
2 TOOVHU

Cnen oTBapsiHe Ha (hjaaKkoHa

Bceku dakon e 3a eqHOKpaTHA yrioTpeda u TpssOBa 1a O'bJic H3M0I3BaH He3a0aBHO CIIe/l OTBAPSHETO
My. AKO HE € U3I0JI3BaH He3a0aBHO, BPEMETO U YCIIOBHUATA HAa ChXPAaHEHHUE 110 BpeMe Ha ynotpeba ca
OTTOBOPHOCT Ha TIOTPEOUTEIIS.

Crnen npubaBsiHe KbM HH()Y3HOHHHUS CaK

Ot MUKpPOOHOJIOTHYHA TJICIHA TOYKa pa3pekaaHeTo TpSIOBa 1a Ob/ie HAIIPaBEHO MPH KOHTPOIHPAHU U
ACENTUYHU YCIIOBHS U JICKAPCTBEHUAT MPOAYKT TpsiOBa Jia ObJie H3MOJI3BaH He3a0aBHO. AKO HE €
W3M0JI3BaH He3a0aBHO, BPEMETO H YCIIOBUATA Ha ChXPaHEHHE 110 BpeMe Ha YIoTpeda ca OTTOBOPHOCT
Ha MOTpeOuTENS.

Benuwxk nmpubaBeH, KakToO € MPENopbhUaHO B MHPY3UOHHUS CaK, JIOLETAKCeN HH(Y3UOHEH Pa3TBOp €
crabmieH 6 Jaca, ako ce cexpansBa o 25°C. TpsoBa f1a ce m3moi3Ba B paMKUTe Ha 6 qaca
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(BKJIIOUMTEIHO eIHOYACOBaTa HHTpaBeHo3Ha HHDY3us). HDY3HOHHUAT pa3TBOp He TPsAOBa 11a ce
cMecBa ¢ nH(py3HATa 3a moBeye oT 6 yaca mpu 25°C.

OcaeH ToOBa (u3MYecKaTa U XUMUYecKaTa CTAOMITHOCT B MIEPHO/A HA U3I0JI3BaHE Ha MH()Y3UOHHUS
pasTBOp, MPUTOTBEH CIIOPE IPETIOPHKUTE, TOKa3aHa B cakoBe, KouTo He ca oT PVC, e mo 48 Jaca,
KoraTo ce chXxpasBa Mexay 2°C mo 8°C.

6.4 Crnenma/ HU yCJIOBHSI HA CbXPaHeHHUe

a ue ce cexpanssa Hax 25°C.
Jla ce chxpaHsiBa B OpUTHHATHATA OTTIAKOBKa, 32 J]a Ce Mpe/a3u OT CBETINHA.

3a ycioBHATa Ha ChXPAaHECHUE CJIE pa3pekaaHe Ha JICKapCTBEHUS MPOAYKT BIKTE ToUka 6.3.

6.5 Bua u chabp:kaHne HA ONAKOBKATA

Honerakcen Accord 20 mg/1 ml koHneHTpar 3a MHQY3UOHEH Pa3TBOP

®d1akoH OT Hpo3padHo cTHKIIO (Tl 1) ¢ payporek mwiroc (eTuiieH TeTpaduryopeTuicH GpuimM) rymeHa

3alrymajika u aJlyMUHHCBa O6KaTKa, " OpaH’KE€Ba OTUYIIBAIlla CC Kallauka, CbAbPiKalll 1 ml
KOHILICHTpPAT.

Jonerakcen Accord 80 mg/4 ml koHIIeHTpaT 32 UH(Y3MOHEH PA3TBOD
dnakoH OT po3pavHo CTHKIO (Tun 1) ¢ GypoTek mwitoc (eTUiaeH TeTpadayopeTuieH GuiM) ryMeHa
3amyniaika U aTyMHUHHEBa 00KaTKa M YepBEHA OTUyIBAIA Ce Kamadka, Chabpikai 4 ml KoHIeHTpaT.

Hometakcen Accord 160 mg/8 ml koHIEHTpAT 32 HHAY3UOHEH Pa3TBOP
®d1akoH OT Hpo3paydHo cThKIIO (Tl 1) ¢ payporek mwiroc (eTuiieH TeTpaduryopeTuicH GpuimM) rymeHa
3aIyIaika U alyMUHHEBa 00KaTKa ¥ YepBeHa OTUYIBAIIA Ce Karmadyka, Chbpikail 8 ml KoHIeHTpaT.

Bcesika kyTHs chibpiKa eIuH (IJIaKOH.
6.6 CroenuajJHU NpeaNa3sHu MePKH NP U3XBBPJIsIHE U padoTa

Jlonierakcen € aHTMHEOIUIACTUYHO CPEJCTBO U, KAKTO U MPU JAPYTH MOTCHIIUATHO TOKCUYHH BEIIECTBA,
€ Heo0X0TMMO TIOBHIIICHO BHUMAaHWE TP padoTa W MIPUTOTBSHE Ha pa3TBopH Ha Jlorerakcen Accord.
[IpenopbuBa ce U3MOI3BAHETO HA PHKABUIIH.

Axo KOHOCHTPATHT WA I/IH(I)y3I/IOHHI/I$IT Ppa3TBOp Ha I[OLICT&KCGJ'I Accord Bie3e B KOHTAKT C KOJXKarta,
MU3MUITE IO HE3a0aBHO U CTapaTCiHO C BOJA U CAallyH. Axo KOHUCHTPAThT WA I/IH(l)yBI/IOHHI/IHT
Pas3sTBOp HaA I[OLIeTaKCCH Accord Bie3e B KOHTAKT C JIMraBunu, M3MUITE IO He3a0aBHO U CTapaTCJiHO C
BOIa.

IloaroToBKa 3a HHTPABEHO3HO MPUIOKEHUE

Ipucomesane na un@y3uonnus pasmeop

HE u3nonssaiiTe Apyru JiekapcTBeH! MPOAYKTH € AoLeTaKceN, ChAbp:Kamy 2 (JIakoHa
(KOHLIEHTPAT U Pa3TBOPHUTEII), C TO3U JeKaAPCTBEH MPOAYKT, KOWTO ce chbabpaxka camo 1 ¢iakoH.
Houerakcea Accord 20 mg/1 ml konueHTpar 3a nngy3uonen pazreop HE uzuckna
NpeABapUTEIHO pa3TBapsiHe ¢ Pa3TBOPHUTE] U € FOTOB 32 100aBsiHe B Pa3TBOPa 32 HH(Y3HUSI.

Bceku ¢uakoH e 3a eqHOKpaTHa ynoTpeOa u TpsiOBa Ja ce U3MoJi3Ba He3abaBHO.

AKko (QraKoHUTE ca ChXpaHsIBaHH B XJIaJUITHUK, OCTaBeTe HeOOX0uMust Opoit Kytun Jlomerakcen
Accord koHIIEHTpAT 3a MH(PY3UOHEH Pa3TBOP Jia MPECTOAT 5 MUHYTHU Iipeau yrnorpebda nox 25°C.
Moske na ca HeoOxonumu noBeue oT 1 duakon Jlomerakcen Accord KOHIIEHTpAT 32 MH(Y3UOHEH
pasTBOp, 3a J1a ce MOJIyIr HeoOXoanuMaTa 3a MarueHTa 103a. ACENTHYHO HU3TErlIeTe HE0O0X0IUMOTO
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kosmuecTBo Jlomerakcen Accord KOHIIEHTpAT 32 HH(Y3MOHEH Pa3TBOP, KaTo U3IMOJI3BaTE Ipajyrpana
cripuHIoBKa ¢ uria 21G.

B Jouerakcen Accord 20 mg/1 ml ¢p1akoH, KOHIEHTPAIMATA Ha JoneTakces e 20 mg/ml.

Heobxomumust odem lomerakcen Accord KOHIIEHTpAT 32 HH(PY3HMOHEH pa3TBOp TPsOBa da OBae
WH)XEKTHPaH C eHOKpPaTHA WHXXEKIHs (€1HO BIPHCKBaHE) B MH()Y3UOHEH CaK, ChABPKAI Ui 5%
pa3TBop Ha riroko3a ik 9 mg/ml (0.9%) pa3TBop Ha HaTpUEB XJIOPKJ 32 HHDY3US.

AKko e HeoOxoquMa /1032 mo-rojisiMa oT 190 mg ponerakces U3NON3BaNTE MO-TOISIM 00eM HHPY3UOHEH
HOCHUTENl TaKa, 4e Jia He ce HaJ[BuIaBa KoHleHTpausra 0,74 mg/ml gonerakcenn.

CmeceTe KaTo pasKiamare ¢ pblie HHPY3NOHHHUS Cak.

WH}y3nOHHUAT cak ¢ pa3TBOp TPsOBa Aa ce U3I0N3Ba B paMKHUTE Ha 6 yaca nmox 25°C, BKIIIOYUTEIHO
eZHOoYacoBaTa MH(Y3Us Ha MalUEHTA.

KakTo npu BCHYKH MapeHTEPaTHU MPOLYKTH, Pa3TBOPHT 3a uH(y3us Jouerakcen Accord TpsOBa aa
ce NPOBEPU BU3YAIHO IIPeH ynoTpeda, KaTo pa3TBOpU ChAbPKAILM yTalKa TPsiOBa 1a ce U3XBBPIIAT.

Jouerakcen nH(Y3UOHEH pa3TBOP € MPECUTEH, TOPAJN KOSTO MOXKE J1a KPUCTAIH3UPa C BpeMeTo. AKO
ce TIOSBAT KPUCTAIH, Pa3TBOPHT HE TPsiOBa Mla Ob/Ie M3ITOI3BAH U TPSIOBA 11 CE U3XBHPIIH.

Heusnon3paunusr JICKApPCTBCH NPOAYKT WIN OTHAABYHUTC MATCPpUAJIU OT HETO Tp}I6Ba Aa CC U3XBBPJIAT
B CbOTBETCTBUEC C MCCTHUTC U3NMCKBAHU.

7. HPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est 6° planta,

08039 Barcelona,

Ucnanusa

8. HOMEP(A) HA PASPEHHIEHUETO 3A YIIOTPEBA
EU/1/12/769/001

EU/1/12/769/002
EU/1/12/769/003

9. JATA HA II'bPBO PAZPEIIABAHE/IIOJJHOBABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

[laTta Ha iepBO paspemasane: 22 mait 2012

[Jara Ha mocnenHo moxHoBsBaHe: 23 dheBpyapu 2017

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

IMoxpoOHa nH(pOpMAaIIKs 3a TO3U JICKAPCTBEH MPOIYKT € peocTaBeHa Ha yeOcalita Ha EBpomneiickara
areHIys 1o JieKapcTBaTa http://www.ema.europa.eu
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NNPUJIOKEHMUE 11

MMPOU3BOUTEJI(A), OTTOBOPEH(HH) 3A
OCBOBOJKJIABAHE HA IAPTU/IN

YCJIOBUA WJIN OTPAHUYEHMUSA 3A TOCTABKA U
YIIOTPEBA

APYT'U YCJIOBUA U UBUCKBAHUSA HA
PASPEHIEHUMETO 3A YIIOTPEBA

YCJIOBUSA NJIN OTPAHUYEHUS 3A BE3OITACHA U

EOEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUA
IHPOAYKT
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A. NPOU3BOIUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOXJIABAHE HA
MAPTU AN

Hme n agpecC Ha HDOI/IBBOI[I/ITCJ'IH(I/ITC), OTFOBODCH(HI/I) 3a 0CB060)K}_'[aBaHe Ha MapTuauTe

Accord Healthcare Polska Sp.z o.0.,
ul. Lutomierska 50, 95-200 Pabianice, ITomia

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

[MevaTHaTta IMCTOBKA HA JIEKAPCTBEHUS MIPOIYKT TPAOBA J]a ChIbPKA UMETO U aJipeca Ha
TIPOU3BOIUTEINS, OTTOBOPEH 32 OCBOOOXKIABAHETO HA ChOTBETHATA MAPTHIA.

b. YCJOBUSA WIN OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA
JlekapCTBEHUSAT MPOIYKT CE OTITyCKA MO OTPaHUYEHO JieKapcko npeanvcanue (Bx. [Ipunoxenne I:
Kpatka xapakTeprcTika Ha TPOAyKTa, TOUKa 4.2).

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

. IleproguyHM aKTYaJIU3UPAHM JOKJIAIH 32 0€30MaACHOCT

W3uckBaHusTAa 32 MMO1aBaHe HA TICPUOJANYHY aKTyaJIM3UPaHH JOKIIAIH 32 0€30MaCHOCT 3a TO3U
JICKapPCTBEH MPOAYKT ca MMOCOYCHH B CIIUCHKA C peepeHTHUTE aTH Ha EBpomneiickus chio3
(EURD cmncsk), npensuer B wi. 1078, an. 7 ot Hupektusa 2001/83/EO, 1 BbB BCHUKH
CJICJIBAIIY aKTyaIu3aluu, MyOJIMKyBaHN Ha €BPOTEHUCKHUS yeOmopTal 3a JeKapcTBa.

I'. YCJI0OBUA NJIM OT'PAHUYEHMUSA 3A BE3OITACHA U E®OEKTUBHA
YIIOTPEBA HA JIEKAPCTBEHMUSA TPOAYKT

e [lnan 3a ynpasJjienne Ha pucka (IIYP)
Henpunoxumo
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ITPHUJIOKEHHUE I1I

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

KAPTOHEHA OITAKOBKA

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Houerakcen Accord 20 mg/1 ml KoHIIEHTpAT 3a HH(PY3HMOHEH Pa3TBOP
JoT[eTaKce

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

Bceekn ml xormieHTpat chappxka 20 mg morerakcen.

Enun dakon ot 1 ml koHIIeHTpaT chabpka 20 mg qomeTakcet.

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

ITomonrau BemecTBa: monmcopoOar 80, 6e3BOICH eTaHOI (32 MoBeYe HHPOPMAIIHS TPOUYCTETE
JUCTOBKATa) M OE3BOJIHA JINMOHCHA KHCEJIHHA.,

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

KonueHnTpart 3a HHpY3HOHEH pa3TBOP
1 dmakon

‘ 5. HAYYH HA ITPUJIOKEHUE N TbT(MLIA) HA BBBEXKJIAHE

BHUMAHUE: I'otoB 3a 100aBsiHe KbM UH(Y3HOHEH Pa3TBOP.

MHTpaBEeHO3HO NPUITIOKEHUE
[Ipenu ynoTtpeda npoyereTe JIMCTOBKATA.
®dirakoH 3a eTHOKpaTHa yroTpeda

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA 1 IOCEI'A HA JIELTA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. JAPYI'U CHEHNUAJIHM ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

IUTOTOKCHUYEH

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

T'onen mo:
Cpok Ha TOJHOCT B MH()Y3UOHEH CaK: BHYKTE JIMCTOBKATA.
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‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

[la He ce cpxpansaBa Hax 25°C.
[la ce cpxpaHsBa B OpUTMHAJIHATA OMAKOBKa, 32 Jja c€ Mpe/na3y OT CBETINHA.

10. CHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTITAABYHU MATEPUAJIN OT THX,
AKO CE U3BUCKBAT TAKHUBA

11. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEIHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est 6* planta,

08039 Barcelona,

Hcnanus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/12/769/001

‘ 13. HAPTHJIEH HOMEP

[Taptunen Ne

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

[Ipueto e ocHOBaHME J1a He ce BKItouM HH(opManus Ha bpaiinoBa azoyka.

‘ 17. YHUKAJIEH UWIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByr3MepeH 0apKo/l C BKIIIOUEH YHUKAJICH UACHTU(DUKATOD

‘ 18. YHUKAJIEH HIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MHUHHMMYM JAHHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EIUHNYHHU
II'bPBUYHU OITAKOBKH

ETUKET HA ®JTAKOHA

| 1. NME HA JIEKAPCTBEHUSA TPOAYKT

Houerakcen Accord 20 mg/1 ml cTepuiieH KOHIIEHTpAT
JoT[eTaKce
1.V. IPUJIOKEHUE

‘ 2. NME HA IIPUTEXKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

EXP

| 4. HAPTUJAEH HOMEP

Lot

5.  JPYIO

IUTOTOKCHUYEH

59



JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Houerakcen Accord 80 mg/4 ml KoHIIEHTPAT 3a HH(PY3HMOHEH Pa3TBOP
JoT[eTaKce

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

Bceekn ml xormieHTpat chappxka 20 mg morerakcen.
Enun ¢ukon ot 4 ml koHueHTpat chabpxa 80 mg gonerakcel.

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

IMomonrau BemecTBa: monmcopoOar 80, 6e3BOICH eTaHOI (32 MoBeYe MHPOPMAIIHS TPOUYETETE
JUCTOBKATa) M OE3BOJIHA JINMOHCHA KHCEJIMHA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Konnenrpat 3a nH(pY31OHEH pa3TBOp
1 dbnakoH

‘ 5. HAYYH HA ITPUJIATAHE U ITbT(MIIIA) HA BBBE/KJTAHE

BHUMAHMUE: I'otoB 3a 100aBsiHe KbM HH(Y3HOHEH Pa3TBOP.

MHTpaBEeHO3HO MPHUIIOKEHUE
[Ipenu ynoTpebda npouereTe IUCTOBKATA
®dirakoH 3a eTHOKpaTHa yroTpeda

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA 1 IOCEI'A HA JIELTA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. JAPYI'U CHEHNUAJIHM ITPEAYIIPEXXJEHU A, AKO E HEOBXOJIUMO

IUTOTOKCHUYEH

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

T'onen mo:

Cpok Ha rOJJHOCT B MH(Y3UOHEH CaK: BHXKTE JIMCTOBKATA.
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‘ 9. CIHIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

a ue ce cexpanssa Hax 25°C.
Jla ce chxpaHsiBa B OpUTMHATHATA OTIAKOBKa, 32 J]a C€ Mpe/ra3u OT CBETINHA.

10. CHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISAHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHMTE ITPOAYKTHU WJIHN OTHHAABYHU MATEPUAJIUN OT THAX,
AKO CE U3UCKBAT TAKHBA

11. HWME U AJJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est 6* planta,

08039 Barcelona,

Wcnanus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/12/769/002

13. MAPTUJIEH HOMEP

ITaptunen Ne

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

[Ipuero € ocHOBaHuUE J1a HE ce BKIOYM nH(popMalus Ha bpaiiiosa a30yka.

‘ 17. YHUKAJIEH UWIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JIByn3MepeH 0apKo/i C BKIIIOUEH YHUKAJICH UACHTU()UKATOD

‘ 18. YHUKAJIEH UWIEHTUO®PUKATOP — JAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MHUHHMMYM JAHHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EIUHNYHHU
II'bPBUYHU OITAKOBKH

ETUKET HA ®JTAKOHA

| 1. NME HA JIEKAPCTBEHUSA TPOAYKT

Houerakcen Accord 80 mg/4 ml cTepuiieH KOHIIEHTpAT
JoT[eTaKce
1.V. IPUJIOKEHUE

‘ 2. NME HA IIPUTEXKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

EXP

| 4. HAPTUJAEH HOMEP

Lot

5.  JPYIO

IUTOTOKCHUYEH
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Houerakcen Accord 160 mg/8 ml koHIIeHTpaT 3a MH)Y3UOHEH Pa3TBOP
JIOT[eTaKCe

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

Bceekn ml xormieHTpat chappxka 20 mg morerakcen.
Enun ¢ukon ot 8 ml konuenTpar cpabpxa 160 mg noueraxcen.

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

IMomonrau BemecTBa: nmomcopoOar 80, 6e3BOICH eTaHOI (32 MoBeYe MHPOPMAIIHS TPOUYECTETE
JUCTOBKATa) M OE3BOJIHA JINMOHCHA KHCEJIMHA.,

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Konnenrpat 3a nH(pY31OHEH pa3TBOp
1 dbnakoH

‘ 5. HAYYH HA ITPUJIATAHE U ITbT(MIIIA) HA BBBE/KJTAHE

BHUMAHUMUE: I'otoB 3a 100aBsiHe KbM HH(Y3HOHEH Pa3TBOP.

MHTpaBEeHO3HO MPUIIOKEHUE
[Ipenu ynoTpebda npouereTe IUCTOBKATA
®dirakoH 3a eTHOKpaTHa yroTpeda

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA 1 IOCEI'A HA JIELTA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. JAPYI'U CHEHNUAJIHM ITPEAYIIPEXXJEHU A, AKO E HEOBXOJIUMO

IUTOTOKCHUYEH

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

T'onen mo:

Cpok Ha rOJJHOCT B MH(Y3UOHEH CaK: BHXKTE JIMCTOBKATA.
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‘ 9. CIHIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

a ue ce cexpanssa Hax 25°C.
Jla ce chxpaHsiBa B OpUTMHATTHATA OTIAKOBKa, 32 J]a C€ Mpe/Ina3u OT CBETINHA.

10. CHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISAHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTITAABYHU MATEPUAJIN OT THX,
AKO CE U3UCKBAT TAKHBA

11. HUME U AJJPEC HA IPUTEXATEJISI HA PASPEIHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est 6* planta,

08039 Barcelona,

Wcnanus

12. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/12/769/003

13. NAPTUJAEH HOMEP

ITaptunen Ne

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

[Ipueto e ocHOBaHME J1a He ce BKItouM HH(opManus Ha bpaiinoBa azoyka.

‘ 17. YHUKAJIEH UWAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JBynsmMepeH 6apKoJI ¢ BKIIIOYCH YHUKAICH HICHTU(DUKATOD

‘ 18. YHUKAJIEH UIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MHUHHMMYM JAHHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EIUHNYHHU
II'bPBUYHU OITAKOBKH

ETUKET HA ®JTAKOHA

| 1. NME HA JIEKAPCTBEHUSA TPOAYKT

Houerakcen Accord 160 mg/8 ml crepuieH KOHIEHTpAT
JoT[eTaKCe
1.V. IPUJIOKEHUE

‘ 2. HAYYH HA ITPNJIOKEHUE

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

EXP

| 4. HAPTUJAEH HOMEP

Lot

5.  JPYIO

IUTOTOKCHUYEH
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Bb. IHCTOBKA
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JIucToBKAa: I/lll(l)OpMaIll/Iﬂ 3a manueHTa

Houerakcen Accord 20 mg/1 ml koHIeHTPaT 32 MH(PY3HMOHEH Pa3TBOP
Houerakcen Accord 80 mg/4 ml koHLeHTPAT 32 MH(Y3MOHEH Pa3TBOP
Houerakcea Accord 160 mg/8 ml koHueHTpPAT 32 MH(Y3HOHEH PA3TBOP
nouerakcen (docetaxel)

IIpoyeTeTe BHUMATETHO ISJ1aTA JJUCTOBKA, MPEAM A 3aM0YHETE 1a H3M0JI3BaTe TOBA

JIEKApPCTBO, Thil KATO TSl ChAbpP:Ka BaxKHa 3a Bac undopmanus.

- 3amazeTe Ta3u JUCTOBKA. MOXKe Jia ce HAJIOXKH Jia S IPOUYETETE OTHORBO.

- AKO UMaTe HIKaKBU JIOIBJIHUTEIHN BBIIPOCH, TIoNTUTalTe Barms siekap, papmareBT uiu
MEMIIMHCKA CECTpa.

- AKO TIOTyunTe HAKaKBU HEXEJIaHU peakluy, yBeraoMeTe Bamus iekap, papmarieBt wim
MEAMIIMHCKA cecTpa. ToBa BKIIFOUBA U BCUYKH Bh3MOKHU HEXKEJIAaHHU PEaKIUH, HEOITMCAHH B
Ta3u JTUCTOBKA. Bmkre Touka 4.

Kakso CbABbPiKa Ta3u JIMCTOBKA

Kakso npencrasnsBa [Jomerakcen Accord u 3a KakBO Ce M3M0I3Ba
Kakso Tps6Ba na 3Haere, npeau na u3non3sate Jomerakcen Accord
Kak ma m3monsBare Jlomerakcen Accord

Bb3M0kHN HEXKETTaHU pPEeaKIHH

Kax na cexpanssare Jlorerakcen Accord

ChappikaHue Ha ONTAKOBKATA U JAOMBIIHUTENHA HHpOpMaus

SNk L=

1. Kakso npeacrasasiBa Jlonerakcea Accord u 3a KaKBo ce H3M0J3Ba

Nwmero Ha ToBa nekapcTBo e Jlomnerakcen Accord. O6monpreroro My UMe e aorerakcen. [lomerakcen
€ BEIIIECTBO, U3BJIMYAHO OT UIVIMYKUTE Ha TUCOBO JIBPBO.
Jlotierakcen MpUHAJICKHU KbM IpyIara Ha MPOTUBOTYMOPHUTE JICKapCTBa, HAPSUCHU TAKCOUIH.

Honerakcen Accord e npeanucan ot Barmus iekap 3a JiedeHHe Ha pak Ha T'bpJarta, ocodenu GopMu Ha

pak Ha Oenms npob (HempeOHOKIIeThUEH pak Ha Oemust [pob), pak Ha MpocTaTaTa, paK Ha CTOMaxa WIIH

paK Ha TjaBara M IIuATA:

- 3a JeyeHHeTo Ha HampeIHal paK Ha IbpaaTa, IoLUeTaKces Moxe 1a Ob/ie mpuiiaral caMoCTOSTETHO
WM B KOMOMHAIMS C IOKCOPYOUIIMH WIIK TpacTy3yMad, Ml KarequTaOuH.

- 3a JeyeHHETO Ha PaHEH pak Ha I'bpAaTa ChC WK 0€3 3acsArane Ha TUM(GHHU Bb3JIH, JOLETaKCeT MOXKE
na ObJIe prIarad B KOMOMHAIMSI ¢ TOKCOPYOUITMH 1 UKI0(ochaMu.

- 3a JJedeHneTo Ha pak Ha Oenmst po0, JoreTakcesl MoKe 1a ObJe MpujIaraH CaMOCTOSTEITHO WU B
KOMOWHAIINS C UCTIIATHH.

- 3a JeyeHHEeTO Ha PaK Ha MpOcTaTaTa, IOLETaKCcel ce Mpuiiara B KOMOMHAIMS C IPETHU30H HITH
MPEIHU30JIOH.

- 3a JeyeHHEeTO Ha METaCTaTUUEH CTOMAIIEH PakK, IOLETaKCeN ce IMpuiiara B KOMOMHAIMSA C IUCIUIATHH
u 5-¢hayopoyparmi.

- 3a JIeueHHWETO Ha PaK Ha IIaBaTa W IMUsATA, IOIETaKCeN ce Mpuiiara B KOMOMHAIWS C [IUCTUIATHH U 5-
(bayopoyparmi.

2. Kakso Tpsi6Ba 1a 3Haete, npeau Aa u3noassare Jomerakcena Accord
He uznoaspaiite Jlouerakcea Accord
®  aKo CT€ WIEPrMYHH KbM JIOLETAKCEN WIM KbM HAKOs OT OCTaHAJIMTE ChCTaBKU Ha Jlonerakcen

Accord (n30poeHu B TOUKa 6).
e  axo OposAT Ha OenuTe KPHBHU KICTKHA € MHOTO HHUCHK.
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®  aKo UMaTe TEXKO YePHOIPOOHO 3200 IsIBAHE.
IIpenynpesxaeHus: U Mpeana3sHu MEPKH

IIpenu Besiko neuenue ¢ Jlomerakcen Accord, me Bu ce HanpaBu KPBBEH TECT, 3a Ja C€ YCTAHOBH
JIAJT UMaTe JOCTAThYHO KOJIMYECTBO KPBBHH KIICTKH W 33JJOBOJUTEITHA YepHOAPOOHA PyHKIMS, 32 a
nonyuute [lomerakcen Accord. B ciydaii, ue nmaTe HapylIeHUE Ha OSIIMTE KPhBHU KJICTKH, MOXKE J1a
pa3BHeTe CBbP3aHU C TOBA ITOBHUIIIEHA TEMITEpaTypa Wi HHPEKINH.

YBenomere He3abaBHO Barmms tekap, OomHUYECH apMaIeBT WA MEAUITTHCKA CECTPa, aKO UMaTe
KOpeMHa 00JiKa Wi 00JIE3HEHOCT, IUapHs, PEKTAITHO KbPBEHE, KPBB B MU3MPAKHECHUSTA WU BHCOKA
Temreparypa. Te3u CUMITOMH MOXE Jla ca I'bPBUTE MPU3HAIM HAa CEPUO3HA CTOMAIITHO-YPEBHA
TOKCUYHOCT, KOSITO MOXe Jia ObJIe ¢ JIeTaleH u3xo/l. BamusT ekap TpsOBa 1a uM 00bpHE BHUMaHUE
He3a0aBHoO.

HNudopmupaiite Bamms nmekap, 6oaHIYeH (hapMaleBT WM MEIUIIMHCKA CECTPpa, aKO MMAaTe MpoOIeMu
ChbC 3peHueTo. B ciyuail Ha mpoGiieMH ChC 3pEeHNETO, 0COOCHO 3aMBITIEHO 3pEHHUE, TPOBa He3a0aBHO
Ja Bu ce HanpaBu niperiie]] Ha OYUTE U 3PCHHUETO.

YBenomere Bamms nekap, OoHUYeH (hapMameBT WIH MEAUIIMHCKA CECTPA, aKO CT€ UMANH alepruiHa
peaxIus KbM MaKIUTaKCel IPH TMPEIHIIHA TEPATITHSL.

Kaxere Ha Bamms nexap, GosHMYeH (hapMaleBT WM MEAUIMHCKA CECTpa, aKo UMaTe IPOOJIEMHU ChC
CBHpIETO.

AKO UMarte TIposBY Ha OCTPH HITH BIIOIIIABAIIH ce TIpobiIemMu ¢ 6euTe qpoOoBe (MMOBUIIIEHA
TeMIIepaTypa, 3aIyX WIH Kalllnia), MoJisi HHPopMupaiiTe HezabaBHO Bammus nekap, 6omHIYeH
(apManeBT WM METUIMHCKA cecTpa. Bammar nekap Moxe j1a cripe JieueHneto Bu HezabaBHO.

IIle 6paeTEe NOCHBETBAHU Ja IIpHEMAaTe PeMeIUKaLus, ChbCTOSIIA Ce OT ePOpaeH KOPTUKOCTEPOH I,
KaTO HalpUMep JeKCaMeTa30H, €MH JICH Ipeu mpuioxkeHuero Ha Jlouetakcen Accord U eUH WK
JIBa JTHU CJIEJ] TOBA, C OTJIe/l HaMaJIiBaHEe HA HAKOW HEXKEJIaHH PEaKIMUH, KOUTO MOTaT J1a Bb3HUKHAT
cien nHdy3uara Ha [Jonerakcen Accord, 0cOO€HO aeprudHU peakIny U 33IpHKKa Ha TEUHOCTH
(TmoryBaHe Ha pBIIETE, CTHIIAJIATA, KpaKaTa WM yBeIMYaBaHe Ha TETJIOTO).

ITo Bpeme Ha sieueHreTO MOXKe A2 By ce qajar npyru jgekapcTsa 3a moyibpkaHe Ha HopMasieH Opoit
KPBbBHU KJIICTKH.

Texku koxHY npodsieMu kato cuuapoM Ha CtuBbHC-J[koHCehH (CCJI), TOKCHYHA enujepMaliHa
Hekposmza (TEH), octpa renepanusupana ekzantemaro3na myctyiosa (OLEIT) ca cbobuiaBanu ¢
JOLIETAKCE:

- cumnromute Ha CCII/TEH Morar fa BkitouBaT mosiBa Ha MEXypH, JIOIICHE MM KbPBEHE Ha
HSIKOSI 9acT OT KOXKaTa (BKJIFOUUTENTHO YCTHUTE, OUUTE, YCTaTa, HOCA, [EHUTAIUUTE, PhLETE
WM KpaKaTa) cbc Win 0e3 00puB. Moxe Jja Mate ChII0 IPUIIONOT00HH CUMIITOMHU KaTo
BHCOKa TeMIIepaTypa, BTpUCaHE UK OOJIKH B MYCKYJIHUTE.

- cumnromute Ha OI'EIl MoraT 1a BKJIFOUBAT YEPBEH, JIFOCIIECT MTUPOKOPA3IPOCTPaHEH OOPUB C
I'BIIKM MO ITOIyTaTa KOXKa (BKJIIOYUTEIHO KOKHUTE I'bHKH, TOPCA U TOPHUTE KpalHUIM) U
MEXypH, IPUAPYKEHU OT BUCOKA TEMIIEpaTypa.

AKO pa3BHETE TEXKKHU KOXKHU PEaKLH WIN HAKOS OT U30pOCHUTE MO-TOpEe peaKkuy, He3a0aBHO ce
CBBbpKETE ¢ Bammus nexkap win MEJULUHCKY CHICIIUAINCT.

Kaxete Ha Bamus nexap, 6onHuueH dpapMaleBT WM MEJULIUHCKA CECTPa, aKo UMaTe MpolieMu ¢

6’b6peHI/ITC HWJIN BUCOKHW HUBA HA ITMKOYHA KHUCCJIMHA B Kp'bBTa, Hpe,HI/I Ja 3aIIOYHETC JICUCHHUC C
Homerakcen Accord.
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Houerakcen Accord chabpika ankoxoi. O0ceaere ¢ Barms jgekap ako cTpajgaTe OT aJKOXOJIHA
3aBUCHMOCT, CIIUJICTICUS MJIH YePHOAPOOHO HapylieHue. Bikre cpio Touka ,,Jlonerakcen Accord
ChIBPKA €TAHOI (AJIKOX0JI)” MO-1I0ITY.

JApyru nexapcerBa u Jlonerakcen Accord

Hudopmupaiite Barst nekap niu 00aHHUEH GapMalieBT, aKO IpUeMaTe Wi HACKOPO CTE IpUEMaIH
IPYTH JeKapCTBa, BKIIOYMTEIHO U TAaKWBa OTITyCKaHM 0e3 JIeKapcko npennucanue. Tosa e Taka,
3amoto Jlomnerakcen Accord wiu IpyroTo JEKapcTBO MOXKE Jja HE ACWCTBA Taka, KAKTO CE OYaKBa U
MOJKe€ J1a UMa MO-ToJIIMa BEPOSITHOCT Ja MOJIYYUTE HEXKENaHa PeaKIusl.

KonuyecTBOTO ankox0J1 B TO3U JIEKAPCTBEH NPOAYKT MOXKE J1a IPOMEHU JCHCTBUETO HA PYTH
JIEKapCTBa.

BbpemenHocT, kbpMeHe U epTHIUTET
IToceBetBaiite ce ¢ Bamust nexap npenu yrnorpedara Ha KOETO U Jia € JISKapCTBO.

Jouerakcen Accord HE Tpsi6Ba na ce npuiara, ako cte OpeMeHHa, OCBEH aK0 HE € M3pUYHO Ha3HAYCH
oT Bammus nexap.

He tps6Ba ma 3abpemMeHsBaTe 1o BpeMe Ha JICICHHETO U B MPOABIDKEHUE Ha 2 Mecera clie]] Kpas Ha
JICUSHUETO C TOBA JIeKapcTBO. TpsaOBa Aa n3non3BaTe epeKTUBEH METO]] 32 KOHTPALEIIH [0 BpeMe Ha
JICUCHUETO U B MPOIBIDKEHUE Ha 2 Mecela cie]] Kpasi Ha JICYEeHUETO, Thid KaTo TOLETaKCce MOXe J1a
yBpeau Bamero 6e0e. Ako 10 Bpeme Ha JISUeHHETO HAacThII OPEMEHHOCT, TpAOBa Aa HHpOpMupare
He3abaBHO Bamms iexap.

He tps6Ba ma kbpMHTE, JOKATO CE JICKYBATE C JOIETAKCE.

AKO CTe MBK, TIOJIJIOXKEH Ha JICYCHHE C JIOIIeTaKcen, TpsiOBa Ja He Ch3/1aBaTe Jiella U Jla U3M0a3BaTe
e(heKTUBEH METOJI 32 KOHTpAIIEIIIH 110 BpeMe Ha JICYCHUETO U B MPOIBIKCHHUE Ha 4 Mecela ciiel
Kpasi Ha JICYUEHHETO C TOBa JiekapcTBo. [IpenoppyBa ce fa MOThPCUTE ChBET OTHOCHO KOHCEPBUPAHETO
Ha criepMa Mpe JICUSHHETO, Thil KaTo JOIETaKCel MOXKE J1a HapyId MBXKHS (EPTIITUTET.

Ilopupane u padora ¢ MAIIMHU

KonngecTBoTO ankoxoi B TO3M JIEKapCTBEH MPOAYKT MOKeE Jia HapyLIH ciocooHocTTa Bu 3a modupane
i paboTa ¢ MaluHU.

Bue Mosxe 1a momrydnTe HeXeNlaH! peaklliy OT TOBa JIEKAPCTBO, KOMTO MOTaT Ja HapyIiat
crocobHocTTa BY 32 I0dhmpane, M3M0I3BaHe HA WHCTPYMEHTH K pa0d0oTa ¢ MaIllMHU (BIDKTE TOUKa 4
,»BB3MOKHH HEXKEJIaHH Peakiuu’‘). AKO TOBA Ce CITy4uH, He MIOGUpaiiTe U HE U3IMOI3BaNTe
MHCTPYMEHTH MJIM MAIlMHK NPEAH Ja TOBOpHTE ¢ Bamms iekap, MEITUIIMHCKA cecTpa HiIu OOJTHUYEH
(hapmarieBT.

JHouerakces Accord chAbpxKa eTaHOJ (AJIKOX0.)

Homuerakcen Accord 20 mg/1 ml ceappxa

50 obemum % etaHoI, 6€3BOJIEH (AJIKOXOM), T.€. 70 395 mg eTaHon, 6e3BoIeH Ha (hIaKOH,
exBuBanieHTeH Ha 10 ml Oupa winu 4 ml BuHO Ha QrakoH.

Houerakcen Accord 80 mg/4 ml ceappika

50 obemum % etaHoun, 6e3BOJIEH (aaKoxo0), T.€. 10 1,58 g etaHon, 6e3Bo/ieH Ha (akoH,
exBuBasieHTeH Ha 40 ml Oupa nim 16 ml BuHO Ha (h1akoH.

Houerakcen Accord 160 mg/8 ml cpabpika

50 obemum % eTtaHo, 6e3BOJIEH (aIKOX0M), T.€. 10 3,16 g eTaHON, 6€3BO/IeH Ha (prakoH,
eKkBUBaJIeHTeH Ha 79 ml Oupa unu 32 ml BUHO Ha (IIaKoH.

BpenHo 3a cTpagaiuTe oT aJKoXOJU3bM.
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TpsbBa ma ce uMa mpeaBu Mpu OPEeMEHHH MM KbPMEIIH KEeHH, TIPY Jela ¥ BUCOKOPHUCKOBHU TPYIIH
KaTo MalMeHTH C YePHOAPOOHO 3a00JIIBaHE WIIH CTIMIICTICHSL.

KonunuecTBOTO alikoXoJt B TOBA JICKAPCTBO MOXKE Ja UMa €(PeKT BbPXY IICHTpaIHATA HEPBHA CUCTEMA
(Ta3u 9acT OT HEPBHATA CHCTEMA, KOSTO BKIIOYBA MO3bKA U TPHOHAYHUS MO3BK).

3. Kak na u3noassare Jlouerakcea Accord
Houerakcen Accord me Bu Obie TpUI0kKeH OT METUIIMHCKH CIIEITHAITUCT.
IIpenopbuuTesiHa n03a

Jo3zarta 11e 3aBHCH OT TETJIOTO U 0T 001I0TO By cheTosiHue. BammsT nekap mie u34uciu tenecHara Bu
MOBBPXHOCT B KBAJIpaTHU METpH (M) U Ie ONpeJeNu 103ata, KOATO TpsAOBa /1a Mojydyasare.

Hauyun Ha npujaaralie 1 NIbT HA BbLBE/KAAHE

Hometakcen Accord me Bu 0b11e iprtoskeH upe3 HHGY3US B HAKOS OT BEHUTE (MHTPABEHO3HO
npuioxenue). Madysusara Tpae npuOIM3UTEIIHO €IUH Yac, IPe3 KOWTO IIie CTe B OOJIHUIIATA.

YecToTa HA IPHIIOKEHHE
OOuKHOBEHO TPsOBa [1a TTOTy4YaBaTe WH(Y3HUITAa CH BEIHBHXK HA BCEKH 3 CEIMUIIH.

Bamusar nexap Moke Ja MpOMEHH 103aTa U YeCTOTaTa Ha MpUJIaraie B 3aBUCUMOCT OT Barurte
KPBBHU TECTOBE, 00O ChCTOSIHUE U 0TroBopa Bu kbM [lonerakcen Accord. Mousi, uHopmupaiite
Bamus nekap, oco0eHo B ciiyuaii Ha quapusi, ahTv B ycTaTa, YyBCTBO Ha CKOBAaHOCT HMJTU M3TPBIIBAHE,
TIOBHIIIEHA TEMIIEpPATypa U JTaliTe BCHYKU Pe3yiITaTh OT KpbBHHUTE B m3cnenBanms Ha Barmms nexap.
ITomo6ua nHbOpMaIH 1Ie MO3BONIH Ha Bamms nexkap ga pemrn najiu ce Hajlara HaMaJIsgBaHe Ha J103aTa.
AKO UMaTe HAKaKBH JIOTBIHUTEITHHA BBIIPOCH, CBBP3aHH C YIIOTpeOaTa Ha TOBa JIEKAPCTBO, MOJIS
nonuraiiTe Bamus iekap wiu O0JIHUYCH (hapMalieBT.

4. Bb3MOKHHN HexKeTaHU peaKiuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Jia IMIPECAN3BUKA HEXKCIIAHU PCAKIIUU, BBIIPEKU Y€ HE
BCCKM I' TIOJTy4aBa.

Bamust nexap mie oochau Toa ¢ Bac u e Bu 005iCHM TOTEHITUAIHUTE PUCKOBE U TIOJI3U OT
JICYCHHUETO.

Haii-yecto cpo0Ou1aBaHNTE HEKENAHN PEAKLIUH Ha JIOLETAKCEN IPUIIOKEH CAMOCTOSITEIIHO Ca!
HaMaJieHre Ha Oposl Ha YepPBEHUTE KPBbBHU KJIETKU WM OeuTe KPbBHU KIIETKH, KOCOMal, raJieHe,
HOBpbBIIaHe, aTH B ycTaTa, AUapUs U yMOPSEMOCT.

TexecTTa Ha HEXENAHUTE PEAKIIMU Ha JOLETAKCENl MOXKE J1a Ob/Ie YBEIMUEHA, KOTaTO JTOIIETAKCeN Ce
JlaBa B KOMOWHAIMSI C APYTH XUMUOTEPAIICBTUYHH CPEJICTBA.

ITo Bpeme Ha MH(DY3HATA B OOTHUIIATA MOXKE /1A CE TOSIBAT CICAHUTE aJICPTUYHH PeakIuu (Moxe J1a
3acerHat moseue ot 1 Ha 10 qymm):

e 3auepBsBaHe, KOKHU PEaKIu, ChpOeK

CTsIraHe B T'bPIUTE, 3aTPYAHEHUSI B AULIAHETO

MOBHUIIIEHA TEMIIEpaTypa WK CTYACHH TPBIIKU

Oonka B repOa

HHCKO KPBBHO HaJISATaHe.
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Morart fa ce mosiBaT Mo-TeKKH PEaKITHH.
AKO CTe UMaJH ajepruyHa peakius KbM MaKIUTaKCell, MOXE J]a MOJIYYHUTE U aJlepruyHa peakius KbM
JIOLIETaKCeJI, KOSITO MOXKE JIa € IMO-TEXKKa.

CrocrostHreTo Bu mie 0b1€ cTporo HaOII0aBaHO OT OOTHUYHHUS ITEPCOHAT IO BpeMe Ha JICUCHUETO.
WNudopmupaiite T He3a0aBHO aKO MOTYUYHUTE HAKOS OT TE3U PEAKIIHH.

MC)K,Z[y I/IH(l)yBI/II/ITe C JOLCTAKCCI MOraT J1a Bb3ABHUKHAT CIICAHUTE HCKECJIaH!U PCAKIINU U Y€CTOTaTa UM
MOIXKE Jia Bapupa B 3aBUCUMOCT OT KOM6I/IHaHI/II/IT6 OT JICKapCTBa, KOUTO CC IMpujiarar:

MHoro yecTH (Moke 1a 3acerrar nosede ot 1 Ha 10 gymmm):

® © © © o6 o o o o o o o o o o 6 o

WHQEKINH, HaMallsiBaHe Ha Oposl Ha YepBEHUTE (aHEMHS) MK OeNTUTe KPhBHU KIIETKH (Ba)KHU B
O0opbata ¢ MHOEKITUUTE) U TPOMOOIIUTHTE

MOBHIIIEHA TEMIIEpaTypa: ako ToBa ce CIy4H, BeiHara ce obanete Ha Bamms nekap
QJIEPTUYHH PEAKIUH, KaKTO Ca OMHUCAHH MO-TOpe

3ary0a Ha aneTuT (aHOPESKCHS)

Oe3cpHHE

YyBCTBO Ha CKOBAHOCT, U3TPBIIBAHE MM OOJIKA B CTABUTE WIIH MYCKYJIUTE

riaBoboiue

IpOMSHA BBB BKyca

BB3MAJICHHE Ha OKOTO WM YBEIWYEHO ChJI3EHE OT OUUTE

MOJ{yBaHe MOpaJid HapyIIeH TUMQEH ApeHaxK

3aTpyHEHO JIUIIaHe

CEKpET OT HOCa; Bb3MAJICHUE Ha I'BPJIOTO M HOCA; KAILTUIIA

KbPBEHE OT HOCa

a)TH B yCTHaTa KyXHUHa

CTOMAIITHO Pa3CTPOHNCTBO BKJIFOYBAIIO raJicHe, TIOBPBILAHE U AUApPHs, 3aIeK

KopeMHa 0oJKa

JIOUIO XPaHOCMUIIAHE

KOCOIAJI: B TIOBEYETO CITy4yad HOPMAaTHOTO M3pacTBaHe Ha Kocara ce Bb300HOBsBa. B Hskon
ciry4au (C HEM3BECTHA YeCcToTa) € HaOJII01aBaHa IOCTOSIHHA 3ary0a Ha Koca.

3ayepBsiBaHE W MMOJyBaHE HA JAJIAHUTE Ha PhIIETE MM CThIIAIaTa Ha KpaKaTa, KOeTO MOXKe Ja
Npen3BUKa JTIONICHE Ha KoKaTa (TOBA MOXKE J1a Bb3HUKHE H MO PBLETE, 110 JIUIETO HIIH TSIIOTO)
MPOMSHA B IIBETAa HA HOKTHTE, KOUTO CJIE]] TOBA MOTAT J1a MaIHaT

MYCKYyJTHHU OOJIKH; 00JIKa B Ir'bpOa WITH KOCTUTE

TPOMSTHA WJTH JIMTICA Ha MEHCTPYaJIeH ePHO.

MOyBaHe Ha JUIAHUTE Ha PBIETE, CThIIANATA, KpakaTa

yMOpa; WIN TPUTIONO00HH CHUMIITOMHU

MOKa4YBaHe WJIK 3ary0a Ha Terjio

nH(EKIUs Ha TOPHUTE JUXATEITHH T THIIA.

Yectu (Moxe ga 3acerHat o 1 Ha 10 mgymm):

KaHIHI03a Ha ycTaTa
JEXUpATAIUSL

3aMaiiBaHe

HapyIICH CITyX

HaMaJICHUE Ha KPhBHOTO HaJISTaHe; HEMPABUICH WM YCKOPEH ChPJICUEH PUTHM

ChpJICYHA HEJIOCTATHYHOCT

ezodarut

CyxoTa B ycTaTa

3aTpyaHEHO WK OO0JE3HEHO MperIbIaHe

KPBHBOM3IINB

TTOBHUIIICHU YePHOAPOOHN €H3UMH (OTTYK M HEOOXOAMMOCTTA OT PEIOBHHA KPHBHU TECTOBE)
TIOBUITIIaBaHE HAa HUBATa Ha KpbBHATA 3axap (IuadeT)
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L HaMaJIsIBaAaHC Ha KaJIusi, KaJIluAa H/UIH (l)OC(l)aTa B KPbBTA.

Heuectu (Moxe na 3acerrar mo 1 #a 100 mymm):

L npunaabUn

hd Ha MSACTOTO Ha MHXXCKTUPAHEC, KOKHU PCAKIUH, (1)J'IC6I/IT (B’B3HaJ’I€HI/IC Ha BeHaTa) WJIK IOAYBAaHE
o KPBbBHU CbCUPCITU

L 0CTpa MHUCJIIONHA JICBKEMUA U MUCTIOAUCIUIACTUICH CUHAPOM (BI/I,I[OBC pakK Ha Kp’BBTa) MOXCE Ja

Ce€ MOSBAT NPH MAIMEeHTH, KOUTO Ca JIEKYBaHU C JOLIETAKCEIN, 3a€HO C HAKOU JAPYTH
MIPOTHBOPAKOBH JICUCHUSI.

Penxu (Moxe na 3acernar fo0 1 Ha 1 000 mymm):
. BB3NAJICHHE Ha 7e0eI0TO YepBO, THHKOTO Y€PBO, KOETO MOXKE 1a Ob/e C eTaieH u3xoz (¢
HEU3BECTHA YECTOTA); YpeBHA nepdoparus.

C Hen3BecTHA 4ecTOTA (OT HAUIMYHUTE JJAHHU HE MOXKE J1a O'bJie HalpaBeHa OICHKA):

o MHTEepCcTUIMAIHa OeroapoOHa GonecT (Bb3najeHre Ha Oennurte qpoOoBe, KOeTO MPUIHHSIBA

KalllTUIa ¥ 3aTpyAHEHO AniiaHe. Br3nanenue Ha Oenure 1poOOBE MOXKE J1a ce Pa3BUE CHIIO U

KOTaTO JICYEHUETO C JAOLETaKCeN Ce Mpuiiara B KOMOMHAIMS C JIbUeTepanus)

nmHeBMOHUS (MH(EKIHs Ha OeuTe ApoOoBe)

6enoapobHa ¢udpo3a (prOIM U YILTBTHIBAHE Ha OeuTe 1poOOBe ChC 3aayX).

3aMBIJICHO 3pEHHE MOPaIN OTOK HA PETUHATA B OKOTO (KHCTOMICH MaKyJICH €/1eM)

HaMmaJsBaHe Ha HATPHsI W/WIIM MarHe3us W/WiK Kajlluys B KpbBTa KPbBTa (HapyILICHUs Ha

€JIEKTPONUTHHSA Oajanc)

. KaMepHa apuTMUS WM KaMepHa Taxukapaus (IposiBsiBa ce KaTo HEMPaBHIICH W/UITH YCKOPEH
CBPJICUCH PUTHM, TEXBK 3a/1yX, 3aMassHOCT W/WJIM IPHUNAaAbK). HAKon OT Te3u cuMnTomMu
MOXKaT J1a ObaaT cepruo3Hu. AKO TOBa ce CIIy4H, TpsOBa He3abaBHO /1a yBegomuTe Bamms
JeKap
peaKkuy Ha MSICTOTO HA HHKEKTHPAaHE Ha MACTOTO Ha MPEIXOIHA PEaKIHs.

. HEXOJLKKUHOB TUM(OM (pak, 3acsirail IMyHHaTa CUCTEMa) U IPYTH BUIOBE PaK MOXKeE Ja ce
MOSBAT NPH NMALUEHTH, KOUTO ca JISKYBaHH C JOLETAKCe, 3a€JHO C HIKOH APYTH
HPOTUBOPAKOBH JICUCHHUS

. cuaapom Ha CtubHC-/koHCHH (CCJl) 1 TokcuuHa enmuaepmanaa Hekponmsa (TEH) (Mmexypwu,
JFOIIIEHE WM KbPBEHE Ha HAKOS YacT OT Ko)kKaTa (BKIFOUMTEIIHO YCTHHUTE, OYHUTE, ycTara, Hoca,
TeHUTAITUHTE, PhLIETE WIN KpakaTa) CbC MU 0e3 00puB. Moxe a uMare ChIIo IPUIONOJ00HH
CHUMIITOMH KaTO BHCOKa TEMIIepaTypa, BTpUcaHe Win OOJIKU B MyCKYJIUTE)

. ocTpa reHepanuiupana ekzanremaro3na mycryiosa (OLEIT) (uepBeH, iarocmect
MIMPOKOPA3MPOCTPaHeH OOPUB ¢ ITBIIKH MO MOAYTaTa KOXkKa (BKIIOUUTETHO KOKHUTE I'bHKH,
TOpca ¥ TOPHUTE KPaHHIIN) H MEXYPH, IPUAPYKEHH OT BUCOKA TEMIIEpaTypa)

o CHHZIPOM Ha TYMOPEH pasIaj € CepHO3HO ChCTOSIHUE, KOETO C€ OTKPHBA C POMEHU B KPBBHHUTE
W3CIIeBaHMs, KAaTO MMOBHUIICHO HUBO Ha MMMKOYHA KUCENWHA, Kanui, Gocdop U MOHMKEHO HUBO
Ha KaJIHif; ¥ BOAU A0 CUMIITOMHU KaTO T'bpUYOBE, ObOpevHa HEJOCTATHUYHOCT (HAMaJICHO
KOJINYECTBO WJIM MIOTHMHSIBAHE HA YPUHATA) M HAPYLICHUS B ChPJACYHUS PUTHM. AKO TOBa ce
ciryuw, TpssOBa He3abaBHO na yBemomuTe Barmms nexap.

o MHO3UT (BB3NaJICHNE Ha MYCKYJIUTE — TOIUTH, 3a4€PBEHHU U TTOTyTH — KOSTO IPUIMHSABA
MyCKyJTHa 00JIKa U CIIaboCT).

Cho01iaBaHe HA HeKeJIAHU PeaKIuu

AKO TIOJTyYUTE HAKAKBU HEXKCJIAHU JICKAPCTBCHH PEaKIINH, yBeroMeTe Barvst nekap, 00mHHYeH
(hapmarieBT WM MEIUIIMHCKA cecTpa. ToBa BKIIOYBA BCHUKH Bh3MO)KHH, HEOITMCAHH B Ta3M JINCTOBKA
HEXEJTaH!u peakinuu. MoskeTe ChINo Aa ChoOMUTe HeXKeIaH!u PeaKIIuy TUPEKTHO Ype3 HAIlMOHATHATA
CUCTeMa 3a ChoOINaBane, mocoueHa B [puinoxkenue V. Kato cho0IaBaTe HE)KENaHU PEAKIIUU, MOXKETE
Jla 1ajieTe CBOsI MPUHOC 3a MOTyYaBaHe Ha MOBeYe WH(POPMAIUS OTHOCHO 0€301MacHOCTTa Ha TOBA
JIEKapCTBO.
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5. Kak na coxpansBare Jdouerakcen Accord
[a ce cbxpaHsaBa Ha MSICTO, HEJOCTHITHO 32 ACIIA.

He u3non3Baiite ToBa JIeKapcTBO Ciie]] CPOKa Ha TOIHOCT, OTOEISI3aH BbPXY KAPTOHEHATA OMAKOBKA U
Ha eTukeTa Ha dakoHa cien “Toxen mo:” win “EXP”. CpoKbT Ha TOTHOCT OTTOBaps Ha TIOCTICTHIS
JICH OT TIOCOYCHHUS Mecell.

Ja ue ce cexpanssa Hag 25°C.
Jla ce cpXpaHsiBa B OpUTMHAIHATA OMAKOBKA, 32 Ja Ce MPE/Ia3y OT CBETIHHA.

W3non3eaiite iakoHa He3abaBHO Ciie]] OTBAPSIHETO My. AKO HE € U3I0JI3BaH He3a0aBHO, BPEMETO U
YCIIOBHSATA HA ChXPaHEHHE 110 BpeMe Ha yrorpeda ca OTTOBOPHOCT Ha OTPEOUTENSI.

Ot MI/IKp06I/IOJ'IOI‘I/I‘-IHa TJIeHa TOYKa pa3peiKaAaHCTO TpH6Ba Ja 6’]3,[[6 HaIlIpaBCHO MPHU KOHTPOJIHUPAHU U
ACCIITUYHU YCJIOBHUS.

W3non3Baiite 1ekapcTBOTO BEAHAra Cie MPUOaBsIHETO My KbM HHPY3HOHHUS cak. AKO HE €
M3I0JI3BaHO He3a0aBHO, BPEMETO U YCIIOBUSTA HA ChXPaHEHHE 10 BpeMe Ha yroTpeda ca OTTOBOPHOCT
Ha TIOTpeOuTeNst 1 OOMKHOBEHO He TpAOBa 1a HaaBHIIaBaT 6 yaca nox 25°C, BKIIOYUTEITHO
NPOABIDKUTENHOCTTa HAa HH(Y3HATa OT 1 yac.

OcseH ToBa (u3nYecKaTa U XUMUYecKaTa CTAaOMITHOCT B IIEPHOA Ha U3I0JI3BaHe Ha NH()Y3UOHHUS
pa3TBOp, MPUTOTBEH CIIOpPE]] MPENOPHKUTE, € I0Ka3aHa B cakoBe, KOUTO He ca oT PVC, o 48 vaca,
Korato ce chxpaHsBa Mexay 2°C mo 8°C.

[MpuroTBere MHOY3UOHHMS PA3TBOP, criopel NpenopbskuTe. He npubapsiite nHMY3HMOHHUS pa3TBOP
KbM MH(QY3HATA 32 [TOBEeYE OT 6 yaca, Korato ce cbxpaHssa mpu 25°C.

Jouerakcen nH(Y3MOHEH pa3TBOP € MPECUTEH, TOPAJX KOSTO MOXKE J1a KPUCTAIH3UPa C BpeMeTo. AKO
Ce TIOSIBAT KPUCTAIH, Pa3TBOPHT HE TPsiOBa M1a Ob/Ie M3ITOI3BAH U TPSIOBA J1a CE U3XBHPIIH.

He I/I3XB’LPJ’I$II7[TC JICKapCTBAaTa B KaHAJIU3allUATa. Ilonuraiite Bamms (bapMaueBT KakK J1a U3XbPJIATE
JICKapCTBAaTa, KOUTO BEYC HC M3IIOJI3BATC. Tes3n MCPKHU LI€ CIIOMOTrHAT 3a OIla3BaHC HAa OKOJIHATA Cpcaa.

6. Chbabp:kanue Ha OIAKOBKATA M JOIbJIHUTETHA HHpOpManus

Kakso cpabp:ka Jlonerakcesa Accord
- AKTHBHOTO BEILECTBO € JoreTakcel. Bcekn ml koHIeHTpaT 3a MH(Y3HMOHEH Pa3TBOP ChIbPKA
20 mg momeTaKcet.
Enun ¢nakon ot 1 ml koHIeHTpaT chabpika 20 mg A0LeTaKce.
Enun dnakon ot 4 ml koHIeHTpaT chabpika 80 mg goueTakce.
Enun ¢nakon ot 8 ml koHueHTpar cpabpxa 160 mg momnerakcen.

- Jpyrure cheraBku ca noaucop6ar 80, 6e3BoaeH eTaHoNI (BHK TOUKa 2) M 0e3BOJHA TUMOHEHA
KHCEJMHA.

Kak usranexna Jlouerakcesa Accord M KaKBO CbAbpP:Ka ONIAKOBKATA

Hometakcen Accord KOHIIEHTpAT 3a HHPY3UOHEH Pa3TBOP € OUCTHP, OJICTOKBIT 10 KaheHUKABOKBIT
pasTBop.

Houerakcen Accord 20 mg/1 ml ce goctast B 5 ml ¢1akoH OT Mpo3payHo CTHKIO QIYPOTEK ILII0C
TyMeHa 3alyIianka 1 alyMAHAeBa 00KaTKa 1 OpaH)KeBa OTUyIIBaIlla Ce Karmavka.

Hometakcen Accord 80 mg/4 ml ce moctass B 5 ml hyrakoH OT MPO3pavHO CTHKIO (QIIYPOTEK TUTIOC
TyMEHa 3alyIiaika U alyMHHAeBa 00KaTKa U YepBeHA OTUYIIBAIllA CE Karmayka.
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Houerakcen Accord 160 mg/8 ml ce goctars B 10 ml ¢rakoH OT Ipo3pavHO CTHKIIO PIIypOTEK ILIHOC
ryMEHa 3aIlyliaika i alyMUHHeBa 00KaTKa M YepBeHa OTYyIBalla ce Karnayka.

BuoBe OmakoBKH:

Besika kyTHs chabpika enuH ¢uiakoH ¢ 1 ml KoHIIEHTpaT.
Besika kyTHs chabpika enuH GuiakoH ¢ 4 ml KOHIIGHTpAT.
Besika kyTHs chabpika equH (akoH ¢ 8 ml KoHIIEHTpaT.

IIpuTtexaTtes1 Ha pa3pelIeHUETO 32 YIOTPeda M MPON3BOIUTE
IIpuTtexaTes1 Ha pa3pelIEcHUETO 32 yIoTpeda

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,

Edifici Est 6* planta,

08039 Barcelona,

Ucnanms

IIponsBoauTen

Accord Healthcare Polska Sp.z o.0.,
ul. Lutomierska 50, 95-200 Pabianice,
[Tonma

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

3a gompIHUTENHA HHPOPMAITUS OTHOCHO TOBA JIGKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUSI
MIpeICTaBUTEI Ha MPUTEXKATEIS Ha pa3pelieHnueTo 3a yrnorpeoa.

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

Accord Healthcare S.L.U.

Ten: +34 93 301 00 64

EL

Win Medica Pharmaceutical S.A.

Tem: +30 210 7488 821

JlaTa Ha nmocj1eHO Npepa3rJie;KaaHe Ha JUCTOBKATA.

JApyru u3rouHunm Ha uHopMmauus

ITonpo6Ha mHGOpMaIH 32 TOBA JIEKAPCTBO € MpeIocTaBeHa Ha yeOcaiita Ha EBponeiickara areHmus
1o JiekapceTBara http://www.ema.europa.eu.
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ITocoyenara no-gony UHGOPMALIKS € IpeAHa3HaAUCHA CaMO 32 MEIUIIMHCKH CIICI[HATUCTH:

YII'BTBAHE 3A YIIOTPEBA HA JOHETAKCEJI ACCORD KOHIIEHTPAT 3A
NH®Y3UOHEH PA3TBOP

Baoicno e 0a npouememe nociredosamennume emanu Ha moga ynvmeare npeou NPUOmesaIHemo Ha
Hoyemaxcen Accord ungyzuonen pazmsop.

IIpenopbku 3a 6e3omacHa pabora

Jlolietakcen € aHTHHEOTUIAaCTHYHO CPEJCTBO U, KAKTO U MPU APYTH MOTSHIIMATHO TOKCUYHH BEIIECTBA,
€ He0OXOIMMO MOBHUIIICHO BHUMAaHHUE MPU paboTa ¥ IPUTOTBSIHE HAa HETOBH pa3TBopH. [IpenopbuBa ce
M3II0JI3BAHETO Ha PHKABHIIM.

Axo I[OLICTaKCCJ'I Accord KOHIOCHTPAT UJIN I/IH(l)y3I/IOHCH PAa3TBOP BJIC3C B KOHTAKT C KOXKarTa, H3MHITE
He3a0aBHO U CTapaTejiHO C BOAA U CAaIlyH. AXO B1I€3€¢ B KOHTAaKT C JIMraBUIIH, M3MUITE HE3a0aBHO U
CTapaTciIHoO C BOAA.

HOI[FOTOBKa 3a HHTPABCHO3HO MPUIO0KCHHEC

[Ipucomesne na uHQy3uonHus pazmeop

HE u3non3Baiite npyru JiekapcTBa ¢ AOIETAKCEN, ChCTOSMIH ce oT 2 (pirakoHa (KOHIIEHTPAT U
pasTBopuTeN) ¢ ToBa JekapcTBo ([omerakcen Accord 20 mg/1 ml koHIIeHTpAT 32 HHDY3HOHEH
pasTBOpP, KOMTO ce ChbCTOM caMo OT 1 d1akoH).

HE u3non3Baiite npyru JiekapcTBa ¢ IOIETAKCEN, ChAbpKaIIM 2 (iakoHa (KOHIICHTpAT U
pastBoputen) ¢ ToBa JiekapctBo (Jlomerakcen Accord 80 mg/4 ml koHIIEHTpAT 32 UH(PY3HMOHEH
pasTBOp, KOMTO ChIbpxka caMo 1 (uiakoH).

HE m3non3Baiite npyru nekapcTBa ¢ IOIETaKCeN, ChAbPKaIIy 2 ¢rakoHa (KOHIIEHTpAT U
pasTBopuTeln) ¢ ToBa ekapcTBo ([Jomerakcen Accord 160 mg/8 ml koHteHTpaT 32 HH(Y3NOHEH
pasTBOp, KOMTO ChIbpxka caMo 1 (iakoH).

Houerakcen Accord koHneHTpaT 3a nH(py3noHeH pa3tsop HE usnckBa npeasapurtenHo

paspexkaaHe ¢ pa3TBOPHUTeEJI U € TOTOB 32 100aBsiHe B HH(Y3NOHHHS Pa3TBOP.

o Bceku ¢uakoH e 3a eqHokpaTHa ynoTpeOa u TpsiOBa Ja ObJe N3Moa3BaH He3a0aBHO cie]
OTBapsHETO My. AKO HE € U3I0JI3BaH He3a0aBHO, BPEMETO M yCIOBHATA HA ChbXPaHEHHE T10
BpeMe Ha yrnoTpeda ca OTTOBOPHOCT Ha moTpedurens. Mosxe J1a € HeoOX0JUM MoBeYe OT eIUH
(akoH KOHIIEHTpAT 32 HH(Y3UOHEH P3TBOP, 32 Jia Ce MOoIy4r HeoOXoAuMaTa 3a IalMeHTa J103a.
Hampumep 3a go3a ot 140 mg morerakcen ca HeoOxoaumu 7 ml goreTakces KOHIIEHTPAT 3a
MH(Y3HOHEH pa3TBOP.

o W3rernere acenTH4HO HEOOXOJUMOTO KOJTMYECTBO KOHIIEHTPAT 32 HH(Y3HOHEH Pa3TBOP €
rpagyupaHa ClipyuHLOBKa ¢ urna 21G.

B Jouerakcen Accord pyiakoH, KOHIEHTpaNuUsITa Ha goueTakcesa e 20 mg/ml.

. Cren ToBa ro MH)KEKTHpaTe ¢ AHOKpaTHA UHXKEKIH (e1HO BOpbckBane) B 250 ml
MH(Y3HOHEH cakK, ChIbpIKall WIn 5% pa3TBOp Ha IIIIOK03a MM HH(Y3HMOHEH Pa3TBOP HA
HatpueB xyopua 9 mg/ml (0,9%). Ako e HeoOxonuma f03a no-roisiMa ot 190 mg gonerakcen,
M3M0J13BaiiTe MO-rojsiM 00eM Ha MH(Y3MOHHMS HOCUTE, TaKa Ye [a He ce HaJIBUILaBa
KOHIIeHTparwms Ha norerakcen 0,74 mg/ml.

o CwMmeceTe ChObpKaHUETO Ha MHPY3UOHHUS CaK PBYHO, Upe3 pasKiallaHe.

o OT MUKpOOHOJIOTHYHA TJIEAHA TOUKA Pa3pekaaHeTo TpsiOBa na Obe HallpaBeHO IpU
KOHTPOJIMPAHU ¥ ACETITUYHU YCIOBHS U JIEKAPCTBEHUAT MPOAYKT TPsIOBa 1a ObJie H3M0JI3BaH
He3a0aBHO. AKO HE € M3II0JI3BaH He3a0aBHO, BPEMETO U YCIIOBHATA HA ChXPaHEHHUE M0 BpeMe Ha
ynoTpebda ca OTTOBOPHOCT Ha MOTPeOUTES.
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Benabxk mpubaBeH, KakTo € penophyaHo B HHGY3HOHHUS Cak, AoleTakcell HH(Y3NOHEH
pasTBOp € cTabmieH 6 yaca, ako ce cbxpansaBa mox 25°C. TpsOBa ma ce u3mois3Ba B paMKUTE Ha
6 yaca (BKIIOYMTEITHO €IHOYACOBATa MHTPAaBEHO3HA HH(DY3Hs).
OcgeH ToBa u3MYecKaTa U XUMUYecKaTa CTAaOMITHOCT B TIEPUO/Ia HA M3IMOI3BaHE HA
WH(Y3UOHHUS Pa3TBOP, IPUTOTBEH CIIOPE/T NPENOPHKUTE, JOKa3aHa B CAKOBE, KOUTO HE ca OT
PVC e no 48 gaca, korato ce cpxpanssa Mexay 2°C mo 8°C.
Jouerakcen nHGY3UOHEH pa3TBOP € MPECUTEH, IOPaIn KOETO MOXKE JIa KPUCTAITH3HUPA C
BpeMeTO. AKO ce TIOSIBAT KPUCTAaJIH, pa3TBOPHT He TPsIOBa Jia ObJie M3ION3BaH U TPsiOBa j1a ce
HU3XBbPIU.

. KakTto npu BcUUkH apeHTepaiHy MPOAYKTH, MHPY3UOHHUST Pa3TBOp TPsiOBa 1a ce MpoBEpH
BU3YAJIHO MPEAH yIoTpeda, KaTo pa3TBOPH ChIbPIKAIIH MPEIUITATAT TPSOBA J1a CE U3XBBPIIAT.

H3xBBpasiHe
Beunuku MaTepuany, U3MoA3BaHu 3a pa3pekIaHe U MPUIOKEHUE TPsIOBa Ja ObIaT U3XBHPJICHU B

CBOTBETCTBUE ChC CTAHJAPTHUTE Mpoueaypu. He u3xBbpiisiitTe JexkapcTBaTa B KaHATU3ALUATA.
ITormnatiTe Bammus dhapmarieBT Kak J1a U3XbPIIATE JeKapcTBaTa, KOUTO BEUe HE M3MO3Bare. Te3n
MEpKH IIIe CIIOMOTHAT 3a OIa3BaHe Ha OKOJHATa Cpefa.
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