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Campto 20 mg/ml concentrate for solution for infusion V274
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VSH'bﬂHIMEIIHA Al Eriuint HU JIEKAPCTBMA
L. NME HA JIEKAPCTBEHHWA ITPOAYKT Kparmka xapakimepucmuxa xa npodyxma - lpunoxenue 1

KAMIITO 20 mg/ml koHUeHTpaT 32 HHGY3HOHEH pasTBOp | Kawm py__\*“lg\{‘%‘,}ﬁﬁblo‘ﬂ_

CAMPETO 20 mg/mli concentrate for solution for infustion
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2.  KAYECTBEH U KOJIMYECTBEH CbCTAB

purmma

KouueHtparsT ¢coaspka 20 mg/ml upHHoTeKaH XUAPOXIIOPHI TPHXUApAT (irinotecan
hydrochloride trihydrate) (exsuBanenTen Ha 17,33 mg/ml npunorexan). Mnakonure CAMPTO
ceabpxar 40 mg, 100 mg wam 300 mg npuHOTEKaH XHAPOXJIOPUA TPUXKMAPAT. 34 OMOILIHHTE
BeLIECTBA BXK. “CnUCHK Ha MOMOIIHHATE BELIECTBA .

3. JIEKAPCTBEHA ®OPMA

KoHueHTpar 3a HHPY3HOHEH pa3TBOP

4, KJIHMHHYHH JAHHHA
4.1 TepaneBTHYHH NOKA3ZAHHA

CAMPTO e nokaszaH npH EYCHUETO HA NALHEHTH C HaNpeAHAT KONOPEKTANICH KapUHHOM.

e B xoMOuHauma ¢ S-giryopoypaipu ¥ GOJIMHOBA KHCEIMHA NPH NauKMeHTH Oe3 npeaxonHa
XMMHOTEpanus Nno NoBoj HalpeaHano 3abonsaeane,

¢  KaTO MOHOTEpaNMsA NPH MAaUKUEHTH, HENOBIHAHH OT CTAHAAPTEH TEPANEBTHUEH PEXHM C -

pryopoypaLm.

CAMPTO B koMbuHaums ¢ HeTykcUMab e nokasaH 3a ICYEHUE Ha MNALHMEHTH C METaCTaTHYCH
KOJIOPEKTA/IEH KapIIMHOM, EKCITPECHpalll peLienTTopa Ha enuacpManHus pactexed pakrop (EGFR),
C/ieA HEYCNEX Ha ChAbpIKallla HPHHOTEKAH LIMTOTOKCHYHA TEparys.

CAMPTO B xomGHHa1A ¢ S-Qyopoypauun, GonHHOBa KHCeHHA H OeBanu3yMa0 € nokasaH 3a
JIEUEHHE OT IThPBa JTHHHS NPH NALMEHTH C METAcTasupal pak Ha 4e0e0To 4epBo WiId peKkTyMa.

4.2 /J0o3upoBKA H HAYHH HA NPHTI0KEHHE

3a npunoxeHHe caMo npH Bu3pacTHH. HHpy3nonnusT pazrsop CAMPTO tpabea na ce undyaupa
B nepudepHa WIK LICHTPaIHA BEHA,

Mpenopnuysana q03a:

[1pu Monotepanud (3a NeKyBaHW APEaH TOBA naguem‘nl
[Tpenopsusanata no3a Ha CAMPTO e 350 mg/m®, npunoxeHa oz GopMaTa Ha HHTPaBEHO3HA

nHY3HS ¢ TPOABDKUTENHOCT OT 30 1o 90 MHHYTH Ha BCEKH TPH CEAMHUM (BXK. TOUKA
“UucTpykiiny 3a ynotpeba/pabora” u “Cnenvantid npeaAynpexxKacHus U NpeanasHy,

yriorpeba’).

[lpu koMOMHMpaHa Tepanud (3a HEACKYBAHU NPE/AH TOBA NALIMECHTH): N
BeszonacHoctTa ¥ epekTHBHOCTTa HA CAMPTO B kOMOHHALMSA € 5- q:nyopoypauqn{SFU) H

dhonurosa kucenuHa (FA) ca onpenesisHi Npy CleJHHTS TEPANCBTHYHH PEXHMH (BIK. TG‘-IK&
“bapMakoMHaMUYHH CBOHCTBA™): AN }/f




KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA
Campto 20 mg/ml concentrate for solution for infusion

¢ CAMPTO nmoc 5FU/FA B nByceAMHYEH peikuM
Ipenoprusanara n03a Ha CAMPTO e 180 mg/m®, npinosxeHa BeaHbXK Ha BCEKH 2 CEIMHLIM MO

¢opMaTa Ha HHTpaBeHO3HAa HHYY3HA B IpoAb/LKeHHe Ha 30 no 90 MHHYTH, nocneBaHa OT
HH(y3HA Ha PONMHOBA KHCEJTHHA H 5-(ITyopoypaLmiL.

3a JO3HPOBKATA M HAYHHA HA NPWIOKEHHE B KOMOHWHALMA ¢ LIETYKCHUMAa0, BX. NPOAYKTOBATA
HHGOPMALIMA HA TO3H JIEKApPCTBEH MPOAYKT.

OOMKHOBEHO C€ H3MOJ3Ba ChLIATA 40338 HPUHOTEKAH, KOATO € IIPIIOKEHA B NOCICAHHTE LIMKIH OT
NPeAXOKAAUMA TEPANEBTHYCH PEKUM ¢ HpHHOTeKaH. pHHOTeKaH He Tpabea na ce npunara rno-
paHO OT €AWH 4Yac ciied Kpasd Ha HHQY3KATa ¢ LeTyKcHMaO.

3a A03KWpOBKAaTa ¥ HAYHMHA Ha MPUNOKEHHE B KOMOMHaLMA ¢ OeBaLm3ymad, Bk, KpaTka
XapaKTepHCTHKa Ha npoaykTa bepaunusymad.

AJANTANIAA HA J03aTA:

CAMPTO 1pabsa na ce npunara cneg noaxoAaioO Bb3CTAHOBABAHE OT BCHYKU HEXKEJIaHH
nexapcTBeHM CrOHTHS A0 creneH 0 win 1 no ckaara Ha NCI-CTC (O6uwm kpurepnu 3a
TOKCHYHOCT HAa HaroHanHua OHkooruued MHCTHTYT) M KOraro CBbp3aHaTa ¢ JICUCHHETO AHAPUA
CTpE HaITBJIHO.

[Tpu 3anouBaHeTO HA CICABALUMA KypC Tepanus npu Hyxaa no3ara Ha CAMPTO u SFU tpabea aa
ce HaMaJIi B CbOTBETCTBHE C HAl-TEXXKATa CTCMEH HA HEXKEIAHUTE JICKAPCTBCHHN CHOUTHA,
HaOlogaBaHH NpH NPEeAXOAHOTO BAHBaHeE. JIeuennero Tpabea Aa ce oTnoxwm ¢ 1 10 2 ceamunm, 3a
Ja ce MO3BOJIM BE3CTAHOBABAHE OT CBBHP3AHUTE C JICUCHHETO HEXKEeaHu ChOUTUA.

Koraro ce Hanoxu, no3ara Ha CAMPTO w/unu SFU Tpabsa na ce Hamanu ¢ 15 no 20% npwu
MoABaTa Ha CICAHHTE HEXKETaHH ChOMTHA!

® XeMaTOJOTHYHA TOKCHYHOCT (HeyTponeHud 4 cTencH, pedOpuiHa HeYTPONEHHA (HEYTPOTICHUA
3-4 crenen u xuneprepMua 2-4 creneH), TPOMOOLMTONEHHA U JICBKOLIMTOTICHHA (4 CTENEH)),

® HexeMaTOJOTM4YHa TOKCHYHOCT (3-4 CTEnEH),

[Tpenopekure 3a MoaMdHKALIAA Ha 103aTa Ha HETYKCHMad npu NpUIOKEHHE B KOMOUHALNA ©
HpHHOTeKaH TpadBa na 6baT CNeABaHN CHITIACHO NMPOAYKTOBATA HHPOPMaLMA Ha TO3H
NICKAPCTBEH MPOAYKT.

3a MoandukaLMs Ha 103aTa Ha OeBalKM3yMal NpH NPUIOKCHKE B KOMOMHALMA C
CAMPTO/5FU/FA, BXx. KkpaTKa XapakT€pHCTHKa Ha Npoaykra 6esanusymad.

HPGIIMHEHTEJIHOCT HA JJCUYCHHCTO.

Jleuennero c CAMPTO Ttpabea na npoas/ki A0 nosea Ha 00EKTHBHO MporpecHpaHe Ha
3ab0NABaHETO WIH AO NOABA HA HEAOIMYCTHMA TOKCHYHOCT.

Cnennannu NOomyJIanHu.

I[anueHTH ¢ RApymena Yeproapobna ¢pynxkunsg: [Ipu MOHOTEpanua: HUBaTa HA KPLBHHA
ounupyOnn (Ao 3 eTH ropHara rpaHuua Ha HopMara (I'T'H)) npu naupenTH ¢ gH3nyecka roqHoCT

no C30 22 tpabsa ga onpeaenst Havyanuara fo3a Ha CAMPTO. Ilpu nauuenture ¢
XHNEPOHTHPYOHHEMHA H NPOTPOMOUHOBO BpeMe no-ronaMo ot 50%, KIHPBHCHT HWI—I €
MOHMWXEH (BXK. TOYKA “PapMakOKHHETHYHH CBOHCTBA™), B CIIEACTBHE HA KOETO Pk ga‘ﬁb’r N
X€MaTOTOKCHYHOCT € NOBHIUEH. CAeA0BATENHO, NPH TA3KM NOMYNaLMsA MaL4e Tpaﬁﬂa nace. \'
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NpoBeXKAa ©KECEAMHUYHO NPOCICANBAHE Ha ThIIHATa KPbBHA KapTHHA. RV Ny

e [Ipn naumnenTtr ¢ OnmpyOul no 1,5 nbTH ropHaTa rpaHHua Ha HOpMara (FFH)
npenopbueanata n03a CAMPTO e 350 mg/m’,

e J[lpn nauHeHTH ¢ Ounmpybun ot 1,5 go 3 e I'TH, npenops4BaHaTa J03a CAMPTO e 200

mg/m’, o R
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KPATKA XAPAKTEPUCTHUKA HA INMPOJYKTA
Campto 20 mg/ml concentrate for solution for infusion

* [Naumenrure ¢ 6wmpybun van 3 metn I'TH se TpaGea xa 6uaar nexysanu ¢ CAMPTO (Bx.
ToukH “TlpoTBonokasanus” u “CneLHarHy npefynpexaeHus ¥ Npeana3Hi MEpKH MpH
ynotpeba™).

He ca Hanu4HM 1aHHH 3a NaLHEHTH ¢ YepHOAPOGHO yBpexaane, nexysanu c CAMPTO B

KoMOUHauMA.

[lannenTn ¢ napymena 6n6peana ynkuna: CAMPTO He ce npenopsusa 3a ynorpeba npu
NAUMEHTH C HapylleHa OBOpeyHa GyHKUMA, THI KaTO He ca NPOBENAAHH H3C/ICABAHASA MPH TA3H
nomynaums (Bx. “CrieluaiHu npeaynpexICHUA H MPeAnasHH MEPKH NpH yroTpeba” 1
“MapMaKOKWHETHYHH CBOHiCTBA” ).

JInua B crapyecka Bwu3pact: He ca nposexaany cneundHunH hapMakOKMHETHYHH U3CJIeIBAHHA
NpH NTHLA B CTapyecka Bb3pacT. Jlozara obave Tpabra na 6bae BHUMaTeIHO noa6paHa Nopaau ro-
roNIAMAaTa 4eCTOTa Ha NOHHWKEHU OHONOrMYHH QYHKIMH NpHU Ta3M nomynauys, Tasy nomynaums
H3HCKBa MO-HHTEH3WBHO HabmoaeHue. (Bx. “CreLyaHy NpeaynpexKaeHHs ¥ TpeANasHH MepKH

npu ynorpeba’).
4.3 IIpoTHBONOKA3AHHS

®  XPOHHYHM BB3NAIHTEIHH CTOMALTHO-YPEeBHH 3a60IABAHMA W/WIH YpeBHA OBCTPYKLMA (BIXK.
“CrieLiHan{y NpeaynpeKACHUS U NpeANa3sHH MEPKH NIpH ynoTpe6a”™)

* AHaMHe3a 3a TeXKa CBPBXYYBCTBHTEIHOCT CPAMO HPHHOTEKAH XHAPOXJIOPH, TPHXHAPAT HIIK
KBM HAKOS OT ITIOMOIIHKUTE CheTaBKK Ha CAMPTO

¢ DbpeMeHHOCT ¥ xbpMeHe (BX. ToukM “bpeMeHHOCT 1 KEpMeHe” U “CrieranHu
NpexynpexAcHHUs U Npeana3sHi MepKH IpH ynoTtpeta”)

e bunupybun > 3 npTH Hax ropHara rpaHHLA HA HOpMaTa (BXK. TOUKa “CrieLHanHu
MpeayNnpexaeH|n ¥ NpenasHy MepKu npk ynotpeba”)

® Texka KOCTHOMO3BbYHA HEAOCTATHYHOCT

e @usnuecka rogHoct no C30 >2

e Ennoepemenna ynorpeba ¢ xunT kanTapHoH (St John''s Wort) (Bx. Touka 4.5)

3a A0IMLTHHTEITHH NPOTHBOMNOKA3aHMA Ha LieTyKcHMab 1 GeBaumsyMab Bx. npogyKToBara
HH(pOPMALAA Ha TE3H JIEKAPCTBEH MPOAYKT.

44 Cnennajwd npeaynpexieHHs d NpeNasHH MePKH Npa ynoTpeba

Ynorpebara Ha CAMPTO TpsiGsa na 6be orpannuena o 3APaBHH 3aBEACHHS, CTIELHATUIUPAHM B
MPHIAraHeTO Ha UMTOTOKCHYHA XMMHOTEpanus, H TpaOBa fa ce M3BBPIIBA 110] KOHTPO/A Ha JIEKap
CMICLMAIMCT B NIPHIIAraHETO HA APOTHBOKAPLUWHOMHA Tepanus,

Karto ce nMa npeABHI BUIZ M YECTOTATA Ha HEXKeNaHUTe iekapcTBeHH cuburns, CAMPTO tpabea
Jia C€ Ha3Hay4aBa Cief] NpelieHKa Ha I10713aTa OT HEro CIpAMO Bb3MOXKHHTE TEPAIICBTHYHH PHCKOBE
B CIICAHUTE CITydaH:

® IIpH NaLMEHTH C PHCKOB (phakTOp, 0cOOCHO TakKuBa ¢ GH3HuecKa rogHoct o C30 =2,

® B PEAKHTE CITy4aH, KOraTo ¢e NpeucHH, 4 NalHeHTHTE HAMA 3 CTIa3BaT MpenopbKHTE
OoTHOCHO Oopbara ¢ HexkeaHHTe JieKapcTBeHH CHLOMTHA (HeoOXoauMocT OT He3abaBRO U
NPOAB/DKHTENHO MPOTHBOAHAPHHHO IeYeHHe, ChUETAHO C MPHEM Ha rOJISMO KOJHYECTBO TEYHOCTH
[PM 3aMO4YBaHETO HA KbCHATA AMapus). [Ipy nogobHy naipieHTH ce npenoppYBa cTporo OOMTHHYHO
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Korato CAMPTO c¢e nanonspa nox ¢popmara Ha MOHOTEpanus, 10k obuk OBEHO {:e Hasnauaaa\
CBIVIACHO 3-CeAMHYHATA CXCMa Ha Jo3Hpane. [Ipy nalmeHTH, Hyxaaeww ce ot HG,HLBHHMB.TEHH{}‘
npocneasBaHe, WIN NPH TaKHBA, H3IOXKEHH Ha 0COOEHO BHCOK PHUCK OT TEXKKA Hey'rpﬂneﬁua U
oBaue, Moxe 1a ce oOMUCN cXeMa Ha eXKeCEAMHUYHO A03HpaHe (BXK, @apmpnomqﬂn 7
CBOHCTBA™). “\};\R e b
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KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA
Campto 20 mg/ml concentrate for solution for infusion

Kncuna anapns

TMawuperTHTe TPAOGBA @ Ca HAACHO ¢ PHCKA OT KbCHA AMApHA, ABABALLA CE CJIE[ noBedye oT 24 Jaca
cnea npunaradeto Ha CAMPTO u no BCAKO BpeMe Npey CICABALMS LUHKE Ha Biusare. lpy
MOHOTEpanus CPeIHOTO BpeMe Ha NMOsgBa Ha ITbPBOTO TEYHO M3XO0XK/AHE € Ha MeTHA JICH CIC
snnBaHeTo Ha CAMPTO. IlauenTyTe TpAOBa Gbp30 Aa YBEAOMAT CBOA JICKAP 3a CITYYHAOTO CE H
He3abaBHO J1a 3aI0YHAT NOAXOAAILC JIEYCHHE.

[TauueHTy ¢ NOBHINEH PHCK OT AHAPHA Ca TaKHBa, KOHTO MPeAH TOBA ¢a OWIIN NIOYIOKEHH Ha
abJOMMHATHA MM NENBHCHA JBUYETEPanHi, NAllHEHTH ¢ ITbPBOHAYAIHA XHIIEPJICBKOLIUTO3A, TAKHBA
¢ ¢pusnuecka rogHocT o C30 =2 H xKeHH. AKO He C€ JICKYBa IPaBHJIHO, IMapHATa MOXKE J1a Obae
’KMBOTO3acTpanIapama ocobeHo ako NMAHEHTHT € ChUICBPEMEHHO H C HEYTPONCHHHA,

Oule TIpH MOSBATA HA [THPBUTE TEYHH M3NPAXHEHHA NAIHEHTHT TPAOBA Aa 3amo4He Ja NIHE roJIeMu
KOJIMMECTBA HANMTKH, ChIbPKALH €NeKTPOUTH, U TpadBa He3zabaBHO Ja ce 3ano4He MoAxoaslla
npoTHBoAUapuiiHa Tepanus. [IpoTuBogHapHiiHaTa Tepanus ce NpeanMcea oT 3aBeICHHETO, B KOCTO
ce nposexaa neyenuero ¢ CAMPTO. Cnen msnuceane oT GonHWi@ nauueHTsT TpAGBa Ja CH
HaGaBy MPeANHCAHUTE JIEKApCTBa, 32 [a JICKYBa JHapUaTa BeHara wom 3ano4He. OCBEeH TOBa TOH
TpsibBa na YBEJOMH AEKyBaulMsi CH JIEKAp WJIH 3aBECHHETO, B KOCTO ro JICKYBaT C CAMPTO,
KOraro/ako c¢e rogBu AHaphs.

INpenopbyBanaTa B MOMEHTA NPOTHBOAHAPHIHA TEPAITHA CE CHCTOH OT BUCOKH JI03H Jsionepamun (4
mg Ha ITbPBHA MPUEM, CIIEA KOETO 110 2 mg Ha BeeKH 2 yaca). Tasu Tepanus TpsOBa Aa Npoas/DKH
12 yaca cie NOCIEAHOTO TEHWHO H3XOXKJIaHEe M He TpaOBa aa ce npoMmeHsa. B HMKakbB CiTyvail
nonepaMu He TpOBa Ja ce Mpiara B MPOAB/DKECHHE Ha noseve oT 48 MoC/ne0BaTC/IHY Yaca B
CTOMEHATaTa JO3HPOBKA MOPajH ONMAacHOCT OT MapajuTHueH uieyc. JlonepamMKi HUKOra He TpAOBa
jia ce Mpuniara B NpOAB/DKEHHE Ha Mo-Malko oT 12 vaca.

Korato quapHsaTa € CBbp3aHa ¢ Texka Heyrpornenus (6poii Ha HeyTpopuinTe <500 kieTkn/mm”), B
OITBJIHEHHE KBM MPOTHBOAKAPUIHOTO fedeHHe TPA0Ba Ja ¢e HasHa4y NPopHIaKTHYCH
IIHPOKOCTIEKTHPEH aHTUOHOTHK.,

OcBeH aHTHOHOTHYHOTO JICUEHHE Ce NPenopbyBa XOCTTMTANU3ALIMS 38 OBJIaIABaHe HA JHapHATA B
CICAHUTE CITy4au:

e JMapusi ChUETaHa C MOBHILCHA TEMMNEpaTypa,

e  TexKa AuapHs (Halaraia HHTpaBeHO3HA PEXHAPaTaLns),

¢  JMapus, MEPCHCTHpAILA noBeye oT 48 yaca ciell 3ano4YBaHETO HA Tepanus ¢ JIONepaMua BbB
BHCOKH J[O3H.

Jlonepamua He TpaOBa aa ce AaBa NpOQHUIaKTHIHO AOPH NPH MALMCHTH, KOHTO Ca HMaJH KbCHa
MapHA NPU NPEAHILIHH HHKIHM HA BIIMBAHE.

[lpy nauMeHTH, NOJTYYHIM TEXKA AUApHS, C¢ NPENOPBYBa HaMaNABaHe Ha [103aTa NMpH C/ICABALIHTE
[IAKJIM Ha BITMBaHE (BkK. Touka “Jl0o3MpOBKa H HA4YHH Ha NPHICKEHHE™),

XemMaToJsJOrus

ITo Bpeme nHa neuennero ¢ CAMPTO ce npenopbuBa €xeceAMUMHO H3C/IEABAHE Ha MBJIHA KPbBHA
kapTiHa. [TaupenTuTe Tpsa6Ba Aa ca HAACHO ¢ ONMACHOCTTA OT HHQEKUNH U C BﬂJKHOG'IT%
NMOBUIIECHATA TEMIICpaTypa. fDerHJIHa HeyTponenus (temneparypa > 38° C u 6po

Heyrpodunure < 1000 xierkw/ mm *) TpabBa criemHo Jia ce Jiekysa B GomHuHa
LIHPOKOCTIEKTEPHH HHTPABEHO3HH AHTHOHOTHLIH.

[1py nauueHTH ¢ CLOUTHA HA TEXKH XeMaTONIOrHYHH HapyIICHHUA C¢ npenop'bqna gba‘a'ra Ha b
CAMPTO faa ce HamMaIH NpH CNEABAlMTE BAWBaHuUA (BXK. Touka " JlosaupoBka #' Hﬁ‘{l—k\Ha U
MPHJIOKEHHE ), : 71 ;
Hanuue e yBeJIMHMEH PUCK OT HHPEKLIHH ¥ X€MATONOrH4Ha TOKCUYHOCT NPH nauuemu cwm

"-\-n.--\__._ Py

auapus. [Ipy nauyeHTrTe ¢ TEXKa HapUA TPAOBa Aa Ce U3clieBa ITh/IHA KPbBHA KapTHHA:



KPATKA XAPAKTEPUCTHUKA HA TIPOAYKTA
Campio 20 mg/ml concentrate for solution for infusion

Yeproapodno yBpexaane

I[Tpenn HayanoTO HA JICYSHHETO H MPEAN BCEKH LIMKDJI Ha BAMBaHe TPAOBa a Ce NpOBEeXAAaT
($YHKIMOHAJTHH YepHOAPOOHH U3CIeIBaHHA.

Tpabsa 1a ce npoBexaa exKECEAMUYHO MPOCICAABaHE HA ITHIHATA KPbBHA KaPTHHA IPH
nauHeHTaTe ¢ 6UIHpy6uH Mekay 1,5 n 3 I'TH nopagy HaManeHus KIMPBHC HA HPHHOTEKAH (BXK.
To4ka “PapMaKOKHHETHYHH CBOMCTBA™) M 110 TO3H HAYMH NOBHLICH PHCK OT XCMAaTOTOKCHYHOCT
Py TasM nomnynaaumi. 3a nauneHTH ¢ SuwiHpyoun > 3 metit Hag I'TH (Bx. Touka
“IIporuBonoKaszaHus’).

T'AJIEHE A NOBPBINAHE

[Tpean Beako npunarane Ha CAMPTO ce npenopruBa npoduiiakTiuHa Tepanus ¢ AaHTHEMETHYHY
npenapath. YecTo ce chodilaBa 3a raneHe U nospbilane. IlauneHTH ¢ noBpbilaHe, NPHAPYKEHO
OT KbCHA HapHA, TPAOBA 1a ce XOCTIHTATM3HPAT 32 JIEUCHHE Bh3MOXKHO HaH-CKOPO.

OcThbp X0/IHHEPrHYEeH CHHAPOM

AKO ce SBH OCTED XOJIMHEPTrHYEH CHHAPOM (JeHHHpPaH KaTo paHHa AHapHA W CbBKYITHOCT OT
CUMIITOMHTE H3NOTABaHE, a0JOMUHAIIHM KPaMITH, TaKpIMAaLius, MHO3a H caJtnBaLus ), Tpabpa na ce
HarpasH atporvH cyndar (0,25 mg noAKoKHO) OCBEH NPH KIMHHYHHA MPOTHBONOKA3aHUA
(Bxk.Touka “Hexenanu nekapcraenu peakin’). Ilpu nalMenTH ¢ actmMa TpabBa Aa ce Noaxoxaa ¢
NOBULICHO BHUMaHKE. [IpH mauueHTH, pa3BUIH OCTHP H TEXHK XONHHEPTHYEH CHHAPOM, C€

npenopbuBa MpodHIAKTAYHO NPUIaraHe Ha aTPONKH cyndaT Np CJeABalH BIHBAHWA HA
CAMPTO. |

PECIIMPATOPHHA HAPYIIEHHUA

BenoapoOHa HHTepcTHIHANHA GoNlecT, NpeICTaBeHa KaTo MyJIMOHAPHH HHQHUATPATH € HEUeCTa NO
BpEME Ha JICYEHHETO ¢ HpUHOTeKaH. benoxpobHara HHTEpcTHLMANHA GostecT Moxe aa Obae
¢aTtanHa. PuckoBHTE PAKTOPH, Bb3IMOXKHO CBBLP3aHH C pa3BUTHETO HA DenoApobHa
HHTEpPCTHIHATHA OonecT BirovBaT ynorpedara Ha MHEBMOTOKCHYHH JIEKApCTBa, paanoTeparnis H
KOJIOHHH-CTUMYIHpaiuM daxTopH. [lanueHTHTEe ¢ pUcKoBH (BakTOpH TpsOBa Aa OBAAT CTPHKTHO
NpOC/e/IEeHH 3a PECITHPATOPHH CHMITTOMH TIpeH JIEYCHHETO ¢ HPHHOTEKaH.

JIMIIA B CTAPUECKA Bb3PACT
Mopaay no-rofiAMaTa 4eCTOTa Ha CHIDKeHH 6uonornvniu GyHKumy, ocobeHo Ha vepHoapoOHaTa

(QYHKLHSA PH XOpa B CTApyecKa BB3pacT, n300pkT Ha AO3HPOBKaA NPH Ta3M NOMynauus Tpadsa aa
CTaBa ¢ NMOBUUIEHO BHUMaHKe (BX. pa3aen “Jlo3MpOBKa M HAYWH HA NPWIOKEHHE™).

Ian#eaTn ¢ upeBHa O0CTPYKIHS

Maunenrure He Tpabea aa ce nekyeat ¢ CAMPTO no oTcTpanssade Ha upeBHaTa 0OCTpyKLHA (BXK.
Touka “TIpoTHBONOKA3aHHA™).

INaunenTH ¢ Hapymwena OnOpenna pynknus f"’f*‘“—‘“‘m}%

He ca npoBexaasu W3cneaBaHus Cpell TasH noirynauus (Bx. “JI03MpoBKa 1 HAYHH/ K& |
npuioxkeHue” U “PapMaKkOKHHETHYHH CBOHCTBA™). Fo e

Apyru

Toii KaTo TOBA JIEKApCTBO ChABPIKA COPOUTOI, € HEMOAXOAAINC IIPH HACJIEACTBEHO |
HenoHOocHMOCT. [TpH naumenTH, NPEe>KHBAJIH €NH30AM HA ACXH/APATaLUA BCICACTBUE I



KPATKA XAPAKTEPUCTUKA HA TTPOJVKTA
Campto 20 mg/ml concentrate for solution for infusion

NMOBPBHIUIAHE MITH CENCHC, ca HabmoraBaHu pellkH ciryvyad Ha GB0OpevHa HeAOCTATEYHOCT,
XHMIIOTCH3XA WIH LHPKYNATOPHA HEAOCTATBYHOCT.

Tpabsa fa ce B3eMaT MEPKH 38 KOHTPALETILHSA MO BPEME Ha, KAKTO M B MPOABIKEHHE HA NIOHE TPH
MeceLla ClIeA NPHKIIOYBAHE HA TepaIHATa.

EAHOBPEMEHHOTO NPHIIOKEHHE HA HPHHOTEKAH C MOLIHK HHXHOHUTOPH Ha (Hanp. KETOKOHA30M)
WK HHAYKTOPH (Hanp. pudaMnuupH, kapbamasenus, peHobapburan, GeHUTORH, JKBIT KAHTAPHOH
(St John’s Wort)) na CYP3A4 moxe fa npoMeHH MeTaGonu3Ma Ha HPHHOTEKAH M TpsabBa Aa ce
u3barea (BXx. Touka 4.5). |

4.5 B3anmopeiicTBRE ¢ APYrn JEKADCTBEHH NPOIYKTH K APYrH GopMR Ha B3aHMoAciiCTBRE

He moraT Jia ce M3KIIOYaT B3aUMOAEHCTBHA MEXKAY UPHHOTEKAH H HEPBHO-MYCKYJIHH GJIOKMpaLIH
nekapcTBa. CAMPTO npurexasa aHTUXOMHHECTEpa3Ha aKTHBHOCT M JIEKAPCTBATA ©
aHTHXOJIHHECTEPa3HA AKTHBHOCT MOTaT Aa YAB/DKAT HEPBHO-MYCKYJIHMA OOKHpalll edeKT Ha
CYKCAMETOHHYM, & HEPBHO-MYCKYJTHUAT OJIOK Ha HeIenONIAPH3HPALIUTE IEKapcTBa Moxe Ja 6be
aHTarOHHW3HpaH.

Hsakonko npoy4saHHs ca NOKasasnH, Y€ ¢AHOBpeMEeHHOTO npuiioxeHde Ha CYP3 A4-unayiumpalun
aHTHKOHBYJICHBHH JiekapcTea (Hanp. pupaMnuUuy, kapbamasenu, denobapburan, GeHHTOUH)
BOJAT 0 HAMAJICHAa €KCNO3KLIMA Ha UpHHOTEeKaH, SN-38 u SN-38 riokyponua u orcnabpar
papmakokrHeTHUHHTE eexTh. EdextrTe Ha noao6Hm aHTHKOHBYNICUBHM NEKapcTea ca GHH
orpa3enu upe3 HamasieHHe Ha AUC Ha SN-38 u SN-38G ¢ 50% wnm noseue. B gombiHeHne kum
HHAYKIMATA Ha HTOXpoM P450 3A eHsnMuTe, YCHIGHOTO MMIOKYPOHHAHPAHE H YBEJIHYCHATA
JMUTBYUHA EKCKPELHA MOXKE Ia HMAT PO 3a HaMalleHaTa eKCIIO3NLHUA Ha UPHHOTEKaH U
MeTaboNnuTUTE MY,

[Ipoyusane e nokasano, e eAHOBPEMECHHOTO MPHIIOKEHHAE C KETOKOHA30/1 BOAHX AO NOHHWKEeHHE Ha
AUC na APC ¢ 87% u no nonuienne Ha AUC Ha SN ¢ 109%, B cpaBHeHHEe ¢ HPHHOTEKAH,
MIPHIIOKEH CAMOCTOSTENHO.

HeobxoauMo e noBHieHO BHHMAaHHE NMPH NalMEeHTH, pUeMallH eJHOBPEMEHHO JIEKAPCTBA, 34
KOUTO € H3BECTHO, Y€ MOTHCKAT (HAmp. KETOKOHA30JT) HITH HHAYUMPAT (Hanp. pugaMItHiMH,
kapbamasenuH, peHoOapOuTan, GeHHUTONH) NekapcTBeHUA MeTaboJIn3BEM upe3 HHTOXpoM P450 3A,
EnHOBpEMEHHOTO NPHAOKEHHE HA HPUHOTEKAH ¢ HHXHOUTOP/MHAYKTOP HA TO3W METAa0OMHTEH MbT
MOJKE J1a MpoMeHH MeTaboTH3Ma Ha UPMHOTEKAH ¥ TpAOBa Aa ce u30Area (Bxk. Touka 4.4).

B manko ¢apMakOKMHETHUYHO IpoyuBake (n=3), B KoeTo 350 mg/m’ uprHOTEKaH € 61 NPHIOKEH
eHOBpeMeHHO ¢ 900 mg xwnr xantapuoH (St John's Wort) (Hypericum perforatum), e 6uno
HabronaBaHo noumwxkeHue ¢ 42% Ha nazMeHaTa KOHLIGHTPALWA Ha aKTHBHUS MeTabouT Ha
HpHHOTEeKaH SN-38.

Kentuat kautapuoH (St Joan's Wort) noHwkasa riasMeHHTe HHBa Ha SN-38. B cnencteue Ha
TOBA, XXBJT KaHTapHOH (57 John's Wort) ne TpabBa aa ce npunara eJTHOBPEMEHHO ¢ UPHHOTEKAH
(BX. TOUKa 4.3).

- EXHOBPEMEHHOTO NPUIIOKEHHE Ha S-uryopoypaLliil/POSTMHOBA KUCETHHA B KOMOWHUPAH PEXKUM
HE NPOMEHs (apMaKOKHHETHKATA Ha HPHHOTEKAH.

Hsma nokazarencrsa, ue npoguna Ha 0€30MaCHOCT Ha HPHHOTEKAH CE NMOBIHABA OT LHETYKCHMal, 1
obpaTHo.

-

CAMPTO/SFU/FA camocTosaTenHO H B KOMOHHALHA C 6eﬂauﬂ3yma6 ca GuIH/C: o
Kouuenrpaunnre Ha SN-38, akTHBHHA MeTabOJIMT Ha UPHHOTEKAH, ca OHITH _WSHP&HH B. o -{{_
MOArpymna ot nauueHTH (npubnusurenso no 30 BLE BCAKA OT TEPATISBTHYHHT: I‘Ryﬁﬂ)
KoHuenrpaunuTe Ha SN-38 ca 6win cpenno ¢ 33% no-BUcoKM npu NalWeHTH,;

camocroaTenHo. Ilopanu BucokaTa BapHabMWIHOCT MEXAY NaLlMEHTHTE H OTP aweﬂm Wt@fh
€ CHIypHO, 4e HaGmoiaBaHHTe NOBUIIEHH HUBA HA SN-38 ce abikatT Ha GeBa3yMas;




KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA
Campto 20 mg/ml concentrate for solution for infusion

ci1abo NOBHILCHHE Ha HEXENaHUTe ChOUTHA Anapus u neskoneHus. CrobleHH ca nopeve
PEAYKLMHK Ha J03aTa Ha HPHHOTEKAH NpH nauMeHTH, nomyqasau CAMPTO/SFU/FA B
komOuHaumsa ¢ HeBaunsymal.

[Tpr nauMeHTH, KOMTO Pa3BUBAT TEXKKA AHAPHA, CBKONSCHHUA HITH HEYTPOTIEHHS NTPH JICUYEHHE C
OcBauu3ymMab v HpUHOTEKaH B KoMOWHaLMA, J03aTa Ha UPHHOTEKaH TpabBa fa ce aganTupa Taka,
KaKTO € onucaHo B Touka 4.2  J[03MpOBKA H HAYHH HA INPHIOKECHHUE,

4.6 bDpeMeHHOCT H KbpMeEHe

bpemennocr:

Hama undopmanms 3a ynorpedata Ha CAMPTO npy SpeMeHHH xKeHu.

Hokazano ¢, ye CAMPTO e eMOpHOTOKCHYEH, (PETOTOKCHYEH H TEPATOrEHEH [IPH 3aHLIH H
maexoBe. CneposarenHo CAMPTO He TpaOBea aa ce npunara no BpemMe Ha OpeMEeHHOCT (BXK.
“IlporHBOonoKa3zaHuA™ K “CneLHaTHK NPeAyNPEKACHU ¥ NPEeANa3HY MEPKH Ipu yrorpeba™).

Kenu B AeTepPOAHA BLIPACT:

XKenure B gerepogHa Be3pacT, nonydasamwy CAMPTO, Tpabsa na Onaar noceBeTBaHu a
u30ATBaT Na 3a0peMeHABaT, a B CJIy4aii, ye TOBa cTaHe, He3abaBHO fla YBEAOMAT JIEKYBall{HA JieKap
(Bx. “IIporHBoniokazanna” B “CrneHaiHi NPeAYNPEKACHHUA M NPeANa3HA MEPKH TIpH ynorpeba™).

Knpmene:

MapkHpaH ¢ '*C upHHOTeKaH 6elue OTKPHT B MIAKOTO Ha KbpMeIH Turexose. He € H3BecTHO manw
UPHHOTEKAH CE EKCKPETHpa B YOBCUWIKOTO MJIAKO. BeseacTsue Ha TOBa, Thbil Kato CHbLIECTBYBa
BEPOATHOCT OT HEXEJIAaHH CHOHTHS MPH KbpMaueTa, KpPMEHETO TpAbBRa J1a ce npekpaTH 3a LeIus
neproA Ha jedeHHe ¢ CAMPTO (Bx. “[IpoTuBonokaszanus’™).

4.7 EdexTn BLpXY cnocobnocrTa 3a mogpApane H padora ¢ MAIIHHH

[Taumenture TpaOBa Aa ObAAT NpEAYNPEACHH 33 BEPOATHOCTTA OT 3aMaiiBaHe U 3pUTEITHH
HaPYLICHHA, XOUTO MOTAT Ja Bb3HHKHAT B paMKHTE HA 24 vaca ciaea npunarade Ha CAMPTO, u aa
OBAaT NOCHEBETBAHM Jia He WO(HUpaT 1 Aa He paboTAT C MAUIHHH, aKO C€ MOABAT TE3H CHMITTOMM.

4.8 Hexe1aHH JIEKAPCTBEHH PEAKIHEA

Hexenanure edexTi, OMACaHM B Ta3H TOYKA CC OTHACAT 3a UpHHOTeKaH. HaMa nokasaTencTsa, e
npodmia Ha 6e30NaCHOCT Ha UPHHOTEKAH C€ MOBJIMABA OT LieTykcuMab, u obpatHo. B komOnHanus
C UeTyKCHMaO, AOITBJIHUTETHO CHOOLMHETE HEXENaHH e(eKTH ca OUIH TE3H, OYAKBAHH ¢
nerykcumab (kato akHenoaobex obpus B 88%). CnienoBaTestHO BXK. CHINO MPOAYKTOBATA
BHGOPMALIMA Ha LeTYKCHMad.

3a nHpopMaLuUA 32 HEXXEJIAaHUTE peakUMd B KOMOHHaumi ¢ 6esauuzymMa0, BXK. KpaTka
XapaKTepHCTHKA HA ApoaykTa Gepanuzymal.

CneaHUTe HEXENlaHH PeaKkiMK CE MPUEMAT 33 Bb3MOKHO HIH BEPOATHO CBBLP3aHH € MPHIATAHETO
Ha CAMPTO #u ca nostyyeHH oT 765 nauMeHTH Npy npenopsusanara no3a 350 mg/m” noa

dopmaTa Ha MOHOTepamnus H oT 145 naunedTy, nexysanu ¢ CAMPTO B xombunMpaHa Tepan ¢
SFU/FA Ha nByceaMH4Ha cXeMa B fIpenopryBaHaTa go3a ot 180 mg/m’.

Crmomaino-4pesnu HapyuieHun e T

Kwvcna ouapun T |
ﬂHﬂpHHT& (H&CTBI'IB&III& rnmopeue ot 24 yaca ¢cnen anJlaraHe) € ﬂOBD-HHMHTHpallIH TGRCHqHGG*T Hﬂ
CAMPTO. :- Lol gy f

[Ipy MOHOTepanKs:
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Texxka gnapua e Ouna Habmozaeana npu 20% OT NAUMEHTHTE, H3MBJIHABALIH NPENIOPBLKHATE 32
oBJIagABaHe Ha AWapuAaTa. Ot oueHHMHUTE KKK |4% nonydasar Texka anappa. CpeaHoTo BpeMe
38 NOABA Ha MTLPBOTO TEYHO M3XO0XKAAHE € HA AeH 5 ciex BaMBaHeTo Ha CAMPTO.

[Tpn xoMOGuHNpaHa Tepanus:

Texxka quapusa ¢ 6una Habmoaasana npy 13,1% oT nanuenTHTE, UIAMBIHABALIY [TPENOPBKUTE 32
OBJIa/iABaHE Ha AuapHATa. OT Bb3MOXHHUTE 32 OLICHABaHEe LMKIH 3,9% nonywasaT TeXKa n(UapHs.
JIoknaaBaHu ca HEeYEeCTH CJTyYaH Ha NceBJoMeMOpaHO3€eH KOJHT, €IHH OT KOUTO € Oun
nokymeHTHpaH 6akrepHonoruuno (Clostridium difficile).

I'aoene u nospouiane

Ilpu MoHOTEpAIUs:

["ageneTo M noBpbUIaHETO ca 0K Texky npu npubnusutenno 10% ot ekyBaHuTe C
AHTHEMETHYHH JIEKapCTBa MALHEHTH.

[Ipn xoMOGuHMpana Tepanus:

Buna e Habmoaasana no-HHUCKa YECTOTA Ha TEXKO TaZieHe M noBpbiuaHe (crorserHo 2,1% u 2,8%
OT NAaLUEHTHTE).

Hexuopamauun

Crobiaga ce 3a enH30AH Ha AeXuapaTanyi, OONKHOBEHO CBBP3aHH ¢ ANapHs H/WTH NOBPBLIAHE.
HaGnronaBaHu ca HeuecTH CiTyvan Ha Op0pedHa HEIOCTAaTHYHOCT, XUITOTEH3Us WM LIMPKYJ/IaTOpHa
HeAOCTATBYHOCT MPH NALKEHTH, KOUTO ¢a HMAJIH €ITH30H Ha AeXupaTayus, CBbp3aHy ¢ AHapHs
H/WJIH NOBPBLIAHE,

Apyzu cmomMauino-4peenu HapyuteHuA
Koncrnnanus, ceppzana ¢ CAMPTO wwin nonepamua, ¢ 6una HabnmoaaBaHa:

® B X044 HA MOHOTepaIua npH no-maiko ot 10% ot naunenTure
e B XoJa Ha koMOMHHUpaHa Tepanua NpH 3,4% OT NauUeHTHTE,

HNoxnaneaHu ca SWIH HEHECTH CITYHaH Ha YpeBHa oOCTPYKUHSA, WICYC UIH CTOMAILIHO-YPEBHH
KPBHBOW3NIMBH H PEIKH CITy4aH Ha KOITUT, BKIIOUMTENIHO € Wt Cho0LIeHH THQITHT, HCXEMUYEH H
yiuepupai konur. JJoknaaBaHHu ca i PeAKH CTyHMau Ha YpeBHa nepgopauusd. Jpyry jieku cuOuTHs
BIUTIOYBAT AHOPEKCHA, KopeMHH 001y U MyKo3WT. Pelikn ciyday Ha CUMITTOMaTHYSH HITH
aCHMITTOMEH NMAHKpeaTHT ca OHJIM acOLMMPaHH C TEPaNNATa ¢ HPHHOTEKAH.

HAPYIHIEHWU HA KPBBTA

HeyrponenusTa e n030-orpaHnyabail TokcuueH edext. Heyrponenusra ¢ 6una odpatima u
HEKYMYJIaTHBHA, CPSAHOTO BPEME 3a NOABA HA Hal-HUCKH CTOWHOCTY ca OMH 8 AHH, HE3aBHCHMO
OT TOBa& JJaJTM € NPUIoXKeHa MOHOTEpanus WM KOMOMHHpaHa Tepanus,

I1py MOHOTEpanuA:

Heyrponenus e 6una Habmonasana an 78,7% oT naumeHTHTE U € ODrna Texkka (Opo# Ha
neyrpodwiuTe noa 500 kietkw/mm’) npu 22,6% ot nauuentute, Or OLEHUMHTE WHKIIH Ha
pnusaHe 18% ca umanu Opo¥i Ha Hey'rpmbmm nox 1000 knerkw/mm’ B ToBa uncio 7,6% ¢ 6poii

Ha HeyTpodwinTe <500 Kietkn /mm’,

ITe1HO BBE3CTAaHOBABAHE OOHKHOBEHO € MOCTHIaHo A0 22-pHd ACH.

Ipu 6,2% ot narmMenTuTe Wik 1,7% o1 uuknuTe € OWIN JoKIaABaHa BUCOKA TeMIlepaTypa C TEXKKa
HEYTPOTICHHA. |

Hudexkimosnu enusoau ca Habmogasanu npu okoso 10,3% ot naumenrure (2,5% ot upknure) M
ca OUNY CBEP3aHM ¢ TEXKA HEYTPOINEHHA npH okono 5,3% ot nauuenture (1,1% ot unmum)\yl ca

AOBEJIH 10 CMBPT B 2 Caayyad. F_,;,,_..- ------ R
AH”eMus e 6wna Joxnaasana 1mpu okono 58,7% or nauuenture (8% c xemerneﬁﬂﬁ’ c&a“ﬂ g!dl U 0 9% |

¢ xemornofuH < 6,5 g/dl). f; w7
TpomGoumronenns (< 100 000 knetkw/mm”) e 6una Habmosasana pH 7,4% ﬂamiemu're ﬂ
1,8% oT uuknure kato 0,9% ¢ Gpoit Tpombowri < 50000 knetkw/mm’ B 0,2% cr; uﬂmme
[ToYTH BCHYKHM NALMEHTH Ca C€ Bb3CTAHOBUIIU A0 22-pHd JEH. IR S

ra
......

“"‘\.

L . U.
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IIpn komMOGuHUpaHa Teparnua:
Heyrponenus e 6nna Habmoaapana Tpu 82,5% or naupeHTHTE U € OMna Texka (Opoii Ha

HeyTpodunure noa 500 knerknw/mm’) ripu 9,8% OT NaLUMeHTHTE.

Ot oueHMMHTE LHITH Ha BianBaHe 67,3% ca umanu Opoit Ha Heyrpocbmm‘e nox 1000 xrerkw/mm’
B TOBa YKCAO 2,7% ¢ 6poit Ha HeyTpodwinTe <500 kietku /mm’.

ITuaHo BB3cTaHOBABAHE OOMKHOBEHO € MOCTHIraHo 1o 7-8 OHA.

ITpu 3,4% ot naumenTrure K 0,9% ot umiinTe € OMNa JOoKIaABaHA BHCOKA TEMIIEpaTypa C TeXKKa
neyTponenns. MudekunosHy enuzoau ca nabmoaaeaHu npu oxono 2% ot nauueHtHTe (0,5% ot
LIMKJIMTE) H ca OWIM CBBP3aHH C TeXKKa HeyTponeHHs npH okono 2,1% or nauuenrure (0,5% ot
LMKJIHTE) H Ca AOBEJIH 10 CMBPT B | cityyan,

Anemns e Ouna poxnazsasa npu 97,2% ot TauMeHTHTe (2,1% ¢ xemornobun < 8 g/dl).
TpombGountonenns (< 100 000 kneTkw/mm-) e 6runa HabmogaeaHa rpH 32,6% oT MAUAEHTHTE H
21,8% ot mukiaure. He e 6iwia HabmoaasaHa Texxka Tpombouuronexud (< 50000 KreTkw/mm’).

OT NOCT-MapKETHHrOBHA ONUT € 61 JoKIaABaH eauH cryvail Ha nepudepHa TpoMOOUMTONEHNA C
AHTUTPOMOOLIMTHH aHTUTENA,

HHOEKIINU A HHPECTAHIMHA
Heuectt cy4dan Ha O0peuHa HeJOCTATEYHOCT, XHIIOTEH3H WK HMPKYJIAaTOPHA HEOCTATEYHOCT
ca HabaroaaBaHH NMPW NMALMEHTH, TIPEXHUBETH CETICHC.

OB HAPYIHEHHMSA H PEAKITHUHA HA HH®Y3NOHHOTO MJCTO

Ocmyp xonunepzuden CUHOPOM

TexbK NPEeXoAeH OCTbP XONHHEPrHYeH CHHAPOM e 61 HabmoaasaH nmpH 9% OT NAalMEHTHTE,
JNIEKYBaHH TP PEXHMM Ha MOHOTepanud U camo 1py 1,4% oT nauHeHTHTe Ha peskuM KomMOuHUpaHa
Tepanus. | naBHUTE CHMIITOMM ca OHIIK Onpe/ie/IeHH KaTo paHHA AWapHs K pasjIi4iHH ApYTH
CHMITTOMH KaTo a0NoOMHHAIHA 00JIKa, KOHIOHKTUBHT, PUHHT, XHIIOTCH3HA, Ba30AuNaTalus,
M3NOTABaHE, TPBIKH, HEPA3NONOKCHHE, 3aMAAHOCT, 3PUTEIHA CMYILCHHA, MHO3a, JIAKpUMALH ¥
YCHJICHA CATHBAaUMA, ABABALIK C€ TI0 BpeMe Ha HH(Y3MPAHETO WM B PAMKNTE Ha IThpBHTE 24 4aca
cnen enysade Ha CAMPTO. Te3n cumnroMu OT3By|aBarT ciiell IpHarale Ha aTponuH (BiX.
"CrieunaNdy NpegynpexAeHns 1 NPeANna3Hy MEepKH NIpH ynotpeba™).

AcTteHnaTa € Owia Texxka npy no-Manko or 10% ot nauneHTyTe, JJEKyBaHH NPH PEXKUM Ha
MOHOTepanua, ¥ mpu 6,2% OT MalKEHTHTE Ha peXKHUM KOMOUHHMpaHa Tepankd, [ IpHunHHO-
cnencreena Bpb3ka ¢ CAMPTO He e 6una aCHO yCT@HOBEHA, |

BHcoKa TeMIepaTypa NpH OTCHCTBHE HAa HHQeKLHA U 6e3 CBIIBTCTBALLA TEKKA HEYTPONICHHS CC €
nossuna rnpH 12% OT NauKeHTHTE Ha PEKHM Ha MOHOTEpANHA K npH 6,2% OT NaUMEHTHTE Ha
pexXUM KOMOHHHpaHa Tepanms.

Makap U psiiko ce cr0611aBa 3a JeKH peakiH Ha MACTOTO Ha HHQY3Hus.

CBhPAEYHU HAPYLIEHHSI
Cro611aBaT ce PEAKH CITYMaH Ha XHUTIEPTEH3HA O BPEME Ha WITH Clie/l HHGY3HATA,

PECITHPATOPHHA HAPYILHEHHA
Paako ce crofiuasa 3a HHTEPCTHUMATHA ITHEBMOHUA M IIHEBMOHHTH, NPEICTABEHH KaTo
6enoapobrn nudriTparn. CLoGINaBaT ce paHHH PEaKUMH KaTO JUCTHes (BX. Touka 4.4).

HAPYIIEHMSI HA KOXATA N IIOJKOXBATA ThbKAH PN
Anonenusra ¢ 6una uecra ¥ o6patnma. HeuecTo ce chofluasa 3a JeKH No CTGI'IGI-L;EO?KHH' \-

peaKkuHu, ) , & ;f“_.
HAPYIIEHHUA HA HMYHHATA CHCTEMA /

Crobinaea ce 3a J1eKH o CTENEH, HeYeCTH ATEPrUvHH PEakiIMH U PeKH Leoo
aHauIakTHHHH/aHapHUNAKTOMIHH PEAKLHH. -

Hapymenns Ha MYCKYJHO-CKEIETHATA CHCTEMA T s
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JloxknazaBaHy ¢a 6HIM paHHH e(DEKTH KaT0 MYCKYJIHH KOHTPAKLHH HIIH KPaMITH H NAPECTE3HH.

Jlaboparopau n3caeapanas

ITpu MoHOTEpanus ca Ouml HaOMIOAaBaHH NIPEXOIHH H JIEKH I0 YMEPEHH NOBHIIEHNA B CEPYMHHUTE
HHBA HA TPaHCaMHMHa3MTe, ankanHata pocdaTaza wim Gunupybuna croTBeTHO NpH 9,2%, 8,1% M
1,8% OT naumMeHTHTE NpPH JIMICa Ha MPOrpecUpaHe Ha YEPHOAPOOHUTE METacTa3H.

ITpu 7,3% ot nanuenTHTe ca OwnH HabumonaBsaHH AMPEXOIHH JIEKH 0 YMEPEHH NOBULICHHA B
CEpPYMHHTE HHBa Ha KpeaTUHHHa.

[Tpu koMOnHHpaHa Tepanua ca Oy HabmoaaBaHN NPEXOAHH NOBHINCHHA B CCPYMHNTE HHBA
(crenenn 1 u 2) na SGPT, SGOT, anxanna docdaraza unn SunupyOun ripu cvoteeTHo 15%, 11%,
11% u 10% oT nauueHTHTE NMPH OTCHCTBUE Ha MPOrPecHpall YEPHOAPOOHH METACTa3H.
[Tpexoaun nosHineHus oT cTeneH 3 6sxa nabmoaaBaHu ckoTBETHO TIpH 0%, 0%, 0% u 1% ot
nauyeHTHTe, He ca 6nin HabmogaBaHy NOBUILIEHHA OT CTENEH 4.

MHoro pagko ce ¢»0011aBa 3a MPEXOAHO YBEIHYEHHE Ha aMHIa3aTa H/HJTH INna3ara.

JloKknazBaT ce PeKH ClTy4au Ha XMINOKaJMEMHA H XHINOHATPUEMHA, TTTABHO CBbP3aHK C AHAPHA U
NOBPbIIAHE.

HAPYHIEHAA HA HEPBHATA CHCTEMA
Mma MHOrO peiKi MOCTMAPKETHHIrOBY ChOOILICHHA 3a NPEXOAHH PEYEBH HAPYLIEHHA, CBBP3aHH C
uHQy3unte ¢ CAMPTO.

4.9 Ilpemo3npane

HUma croOlueHns 3a Ciryydad Ha npeo3dpaHe NpH A03H HaBUIIABaIY MPHOTU3NTENHO ABa ITHTH
NpenopL4YBaHaTa TEPaneBTHYHA 1033, KoeTo MoXe f1a Obae artanyo. Hal-cepro3HHuTe HEXeTaHH
JIEKAPCTBEHM PEAKLIHK, 32 KOHTO ce choOlllaBa, ca TEXKa HeyTpoNeHHud B auaphs. He € ussecten
anTHaoT 338 CAMPTO. Tpabsa za ce NpwioxKaT MaKCHMAITHN NMOAABPIKAIIM IPHXH, 34 Ja CE
MpeOTBPAaTH ACXMAPATALIMATA IOPAAH AMApUE B Ja Ce JIEKYBAaT HHPEKIMO3IHHTE YCIIOKHEHHA.

5., ©®APMAKOJOI'HYHH CBOHCTBA

51 dPapmaxkognHaMHYHH CBOHCTBA

[{uTocTaTuueH nHxHOUTOp Ha Tonousomepasa [ ATC: LOIXX19

EKcnepuMeHTAJIHH JAHHH

HUpuHOTEKaH € NOTYCHHTETHYHO NPOU3BOJAHO Ha KaMITOTCUHH, TOH € aHTUHEOIUIACTHHCH areHT,
KoifTo acticTea kato crienduueHn waxuburop Ha JJHK Tonomsomepasa 1. Toii ce metabonusupa or
kapOOKcHIIeCTEpazaTa B [IOBEYETO ThKaHH 10 SN-38, KoHTO ce OKasa mo-aKTHBEH OT HPHHOTEKaH
pH NpevHCcTeHa Tonou3oMepasa | H NO-UHTOTOKCHYEH OT HPHHOTEKaH CNPAMO peaulia TYMOPHH
KJIETHYHY JIHHUH NpH rpu3ayd W xopa. Haxubupanero na JIHK Tononsomepasa 1 ot upuHOTEKaH
v SN-38 Brtiousa se3un Ha egHara Bepura Ha JIHK, koero 6noknpa pernmmkauoHHaTa
“gunuua” Ha JTHK, v ca 0TTOBOpHH 3a LIMTOTOKCHYHOCTTA. [JokasaHo Oemie, ye Tasu LIMTOTOKCHYHA
AKTMBHOCT € BpeMe-3aBHCHMA Y € crielndutHa 3a S-a3ara.

In vitro ce nokasa, ye upuHoTeKaH U SN-38 He ce pa3no3HaBaT 3HAYMTENIHO OT P-rmUKONpoTeHH
MDR ¥ nposssaBaT LHTOTOKCHYHA AKTHBHOCT CIIPIMO AOKCOPYOHIIMH- ¥ BUHKPHCTHH -
PE3ACTEHTHM KJIETHYHH JIMHHH.

OcBeH TOBa MPHHOTEKAH HMa IIMPOKA aHTHTYMOPHA aKTHBHOCT iR Vivo CIIPSAMO TYMK OJCJIH
npu rpusaun (ageHokapuuHoM P03 na ductus pancreaticus, aieHOKapIHHOM MAIQIC Ha. emne\%!am
xne3a, axeHokapunHoMu C38 u C51 Ha nebenoro yepro) H CNPAMO YOBELIK rl,pﬁ,canlm (Co-4 ™.
AZICHOKAPLHOM Ha e6eN0TO 4epBo, MX-1 aieHOKAPLMHOM Ha MIe4HaTa 3 €33, ST-I 5w SC-16
CTOMAUIHM aA€HOKAPLIMHOMH ). UpHHOTEKAH € aKTHBEH H CTIPAMO TYMOPH, 'caoﬁo:maaamu P-
rivkonporenH MDR (BUHKPUCTHH- H JOKCOPYOHLIMH-PEe3HCTEHTHH P388 waﬂu)

OcgeH npoTBoTYMOpHaTa akTUBHOCT Ha CAMPTO Hali-3HAYHMHAT q;apmamnamtleﬂ eq:ek'r Ha
HPUHOTEKaH € 0J0KMPAaHeTO Ha alleTHIIXOJIMHECTEpasara. el _I,,:}/
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KPATKA XAPAKTEPHUCTHUKA HA TTPOAYKTA
Campto 20 mg/ml concentrate for solution for infusion

KJIHHHYEH JaHHH

[Ipn MoHOTEpaNHKA:

BwiM ca nipoBeZieHH KIHHHYHN npoyuBanus oT ¢aszm 1I/111 sppxy noseye ot 980 nanueHTH ¢
METACTATHYEH KOJIOPEKTATICH KapLIMHOM ¢ HEeyCIEelIHa NIPEAX0AHA TepanHs Ha ocHoBa >-FU.
EdextusHoctra Ha CAMPTOQO e 6una oLieHeHa npH 765 naumeHTH ¢ nporpecupauto cnea >-FU
3a00nABaHe B MOMEHTA Ha BKJIIOYBAHE B U3CJIEBAHETO.

(Daza llI
CAMPTO cnpamo CAMPTO cnpamo 5-FU
NOAXBPXKALIH MPHKH
CAMP| Ilogabpxarn p- CAMPTO | 5-FU p-
TO M TPHXKH | CTOHHOCT CTOHHOCTH
H

n=183 n=%0 n=127 n=129
[pexusaemoct 6e3 HO HO 33,5%* 26,7 p=0,03
nporpecus cnea 6 Mecena
(%)
[TpexxusseMoct cnen 12 36,2* 13,8 p=0,0001 44 8* 32,4 p=0,0351
mecena (%)
CpenHa npeKHUBAEMOCT 9,2% 6,5 p=0,0001 10,8* 8,5 p=0,0351
(meceln)

HQO: nama omnowenue
*: CmamucmuyecKu 3Hayuma panuxka

ITo Bpeme Ha npoyusaHeTo ot (ha3a 11, 13BBpUIEHO BBPXY 455 NALHEHTH Ha 3-CeIMWYEH [O30B
pexKHM, ipexuBseMocTTa 6e3 nporpecus cnen 6 Meceua Oeire 30% u cpearaTa NPEXHUBAEMOCT €
ouna 9 mecenia. CpeHoTo Bpeme 50 nporpecus € Owio 18 ceaMuLin.

OcBeH TOBa ca OMAM NMPOBEACHH HECPABHHTEIHU TP OyBaHHS or aza 11 eepxy 304 naumueHTH,
JIEKYBaHH Ha eXXecelIMUMEH PeXXHM B 1033 125 mg/m”, mpuioxeHn noa opMaTa Ha HHTPABEHO3HA
HHGY3NA B NPOABIDKEHHE HA 90 MHHYTH B 4 NOC/ICAOBATEIHH CEAMMLM, OCAEABAHH OT 2 CCAMMLN
nounBka. IIpy Te3u NpoyuBaHHUs CpeAHOTO BpeMe Ha nporpecupane € 6uno 17 ceaMHLIM 1
cpenHata npexusiemoct Gewe 10 meceua. [Topoben npodun Ha GesonacHocT Gewre Haﬁnmnanaﬂ
MPH exKEeCEAMHUHHSA PEXXHM Ha AOo3HpaHe rpH 193 nanmeHTH ¢ HavaiHa no3a 125 mg/m” B
cpaBHEHHE ¢ 3-CeAMHYHHA PEXHM Ha Ao3upaHe. CpeAHOTO BpeMe Ha MoABa Ha ITEPBOTO TEWHO
u3xoxaaHe e ouno Ha 11-tua pex.

[Tpx koMOKMHHMpaHa TepanKi:

T[Ipoyusane ot ¢a3sa III e 6uno nposeaeHo npy 385 HeJieKyBaHH Npe/id TOBA NMALMEHTH C
MeTacTaTHUeH KOJIOPEKTaAeH KapLHHOM, JIEKYBaHH HIIH 10 AByCeAMHUYHA cxema (Bx. “lo3nposka
¥ HAYHH Ha NPWIOMKEHHE ), WIH N0 exXeCeAMHIHA cxema Ha Jo3upaHe. [Ipn aApyceaAMHUMHATA CXeMA
Ha nepeus AcH BauBaHeTo Ha CAMPTO 180 m m’ BeAHDBK HA JBE CEAMHLM € OWI0 Mocne BaHO
ot BJiMBaHe Ha gonuHoBa kucenyHa (200 mg/m nox ¢opmaTa Ha ABY4HaCcOBa HHTPABEHO3HA
HchyzHﬂ) n 5-gayopoypaun: (400 mg/m’ noa ¢opmaTa Ha HHTPaBEHO3EH GONLYC, IOC/ICABAH OT
600 mg/m’ nox gopmara Ha 22-yacoBa WHTpaBeHo3Ha HHY3uA). Ha Bropusa aex ¢onuHoBara
KHCEJIMHA U S-hyopoypanii ca Guin NDHIIOKEHH B CLILATE 03 H CXEMP. [Tpu gg;fceﬁm“ﬁm
PEHHM MPHIIOKEHHETO Ha CAMPTO 80 mg/m’ ¢ 6uno nocneisaHo OT BIAMBaHe Ha Ebb!ﬁdHQBa
kucennna (500 mg/m’ nox cgopma’ra Ha JBY4acOBa HHTPABEHO3Ha HHPY3Ns), cé’u&n&m 5--
dryopoypauun (2300 mg/m® noa dopmara Ha 24 4acoBa HHTPaBEHO3HA HthyﬂHH?) B xona HA 6 S
CEeJIMULIH. o S e
[lo BpeMe Ha H3NMTBAHHATA HA KOMOHWHHPAHATa Tepanus Mo JBaTa ropeonmc
edexkTuBHOcTTa HAa CAMPTO € 61na onexena npu 198 nekyraHH raltMeHTH:




KPATKA XAPAKTEPHUCTUKA HA ITPOJIYKTA
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KoMmbuHupann pexnmu | ExxeceiMuueH pexnM | 2-CeIMHYUEH PEXHM

(n=198) (n=50) (n=148)
CAMPTO |5FU/FA CAMPTO |5FU/FA CAMPT |5FU/FA
+5FU/FA +SFU/FA O
+5FU/FA
Crenen Ha nosnuaBaHe |40,8* 23,1* 51,2% 28,6* 37,5% 21,6*
(%)

P CTOHHOCT p<0,001 p=0,045 p=0,0035
CpenHo Bpeme Ha 6,7 4.4 7,2 6,5 6,5 3,7
nporpecupaHe {MeceLn)

p CTOMHOCT p<0,001 H3 p=0,001
Cpenna 9.3 8.8 8.9 6,7 9,3 9,5
NPOABIDKHTETHOCT Ha
MOB/IHABaHE (MecelH)

p cToMHOCT H3 p=0,043 H3
CpeaHa 8,6 6,2 8,3 6,7 8,3 5,6

NPOAB/DKUTENIHOCT Ha
NOBJHABAHE H
crabununzanus (Meceun)

P CTOHHOCT p<0,001 H3 p=0,003
CpenHo BpemMe A0 3.3 3,8 5,4 5,0 3,1 3,0
HEYCTIEX HA JICYCHHUETO
(MeceL)

P CTORHOCT p=0,0014 H3 p<0,001
CpenHa npexxusaemocr | 16,8 14,0 19,2 14,1 15,6 13,0
(Mecerm)

P CTOHHOCT p=0,0238 H3 p=0,041

SFU: 5-¢pnyopoypayun

FA: ¢ponrunosa xucenuna

H3: ne e 3nauumo

*: no npomoxoaen nONYAAYUOHEH AHAAU3

I1pu execeAMIYHHMA PEXKHM YECTOTATa Ha TEXKa qHapua Oeme 44,4% npu nauueHTHTE, NEKYBaHH
¢ CAMPTO B kombunaums ¢ SFU/FA, u 25,6% npn naupeHtrTe, nekyBanu camo ¢ SFU/FA.
YecToTaTa Ha TexKa HeyTponeHus (6poit Ha HeyTpodwmuTe < 500 wieTkn/mm’) e 6una 5,8% npH
naupenTure, JekyBaHn ¢ CAMPTO B komOunaums ¢ SFU/FA u 2,4% npu naumeHTHTe, T1eKyBaHH
camo ¢ SFU/FA.

OcBeH TOBa CPENHOTO BPEME A0 OTKJIIOHEHHE OT PH3HUECKAaTa FOJAHOCT Oellie 3HAUUTENHO TO-ABAro
B rpynara Ha kombunupanoto nevenne ¢ CAMPTQO, oTkonkoTo B rpynara, JIeKyBaHa caMo C
SFU/FA (p=0,046).

KauecTBOoTO Ha XXMBOT OeLue OLIeHeHO 10 BpeMe Ha u3nuteanuara ot ¢asa IIl ¢ nomouira Ha
BelpocHHKa EORTC QLQ-C30. Bpemero a0 1ePHHHTHBHUTE HAPYLICHUSA TIOCTOAHHO
HacThNBaE NO-kbCHO B rpynure HAa CAMPTO. Epomounsara Ha O6moTo 3apaBoc/IoOBHO
chCTOAHHE/KavecTBO Ha xuBOT Oelle Majko Nno-n100pa, Makap M He 3HAYWTEJTHO B rpyrnara Ha
komObunnpanata Tepanusa ¢ CAMPTO, koero nokasea, ye epekruBHocTTa Ha CAMPTO B
koMOuHauMs Moxe Aa 6bae JocTHrHaTa Oe3 J1a ce 3acAra KaueCTBOTO Ha JKHBOT.

B kombuHauua ¢ uetykcumab:

o AT R

EdukacHocTTa Ha KOMOMHHpaRaTa Teparnus Ha HeTYKCUMad U HPHHOTEKAH € npom?f&h::\
KIHHKYHE npoy4BaHpa. O6uwo 356 nauuentn ¢ EGFR-excnpecupaln Me'raCTam;ié{;q‘li;;ihopemaﬁe fl‘:;\
KapLIMHOM, 33 KOUTO LIMTOTOKCHYHATA Tepanud ¢ HPHHOTEKAH HACKOPO e € OKghalia figycrielHa i & )
KOHTO ca nokasat MUHHMYM 60 ctatyc no KapHOBCKH, HO 110-TONIAMATA YACT OT KOUTO ¢4 HMATH.
cratyc no Kaproscky > 80, ca nomyumim KOMGHHHPAHO JICUCHHE. P

EMR 62 202-007: Tosa paHnoMH3HpaHO NPOyYBaHE CpaBHABA KOMOMHALMATA HaueTyKGHMaﬁ H

[
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KPATKA XAPAKTEPHUCTHUKA HA ITPOAYKTA
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MpHHoTekaH (218 nauuenTu) ¢ MoHorepanus ¢ nerykcumab (111 nauuenTn).

IMCL CP02-9923: Tosa eAMHHYHO OTKPHTO NPOYYBaHE H3C/AEeABA KOMOMHHpPAHATA TepaNusA NIPH
138 naumeHTH.

JlaHHWTE 33 €(DHKACHOCT, NMOJIYYEHH B PE3YJITAT HA T€3H MPOYUBaHHK ¢a 00001IeH B AonHaTa
Tabnuua:

[Ipoyusane | bpodi | COO CKb CBII (meceun) [1 (Mecen)
n{(%) | 95%JHU | n(%) | 95%JIU | Meguana | 95%JIH | Memnana | 95%
Cl
[leTyxcrumab + -
HPHHOTEKaH
EMR 218 |50 17.5, 121 486, (4.1 28,43 | 8.6 1.6,
62 202-007 22.9) | 29.1 39.3) | 62.2 9.6
IMCLCPO2- | 138 | 21 9.7, 84 52.2, 29 2.6,4.1 | 84 7.2,
9923 15.2) | 22.3 60.9) | 69.1 10.3 |
LleTvkcHMab
EMR 111 | 12 2.7 36 23.9, 1.5 14,20 | 6.9 3.6,
62 202-007 (10.8) | 18.1 32.4) 1 42.0 9.1

I = nosepurenen uarepsan; CKb = creneH Ha kOHTpon Ha BonecTTa (MaUNEHTH, KOHTO Ce
[TOBJIMABAT HAIMBLJIHO, YACTHYHO WK

[pH KOUTO 3a6onaBaHeTO ce cTabunusupa noHe 3a 6 ceamuun); COO = creneH Ha ofeKkTHBEH
OTroBOp (NIALMEHTH, KOUTO CE

MOB/THUABAT HAITHIHO UAK YacTHYHO); [1 = npexussemoct; CBII = ceoboaen or Sonecr nepuoa

EdunkacHocrra Ha KOMOHHAUMATA OT LETYKCHMA0 U UPUHOTEKAH € T10-roJIAMA OT Ta3H NpH
MOHOTepanus ¢ ueTykcHMab no oTHouleHUe crencHTa Ha obekTuBeH otrosop (COO), crenenra Ha
koHTpoJ Ha 6onectra (CKb) n ceoboguns ot 6onect nepuoa (CBII). PanroMusupanoro
MPOyYBaHE HE MOKa3a ¢(PeKT Ha NPEXHBACMOCT (ChOTHOLLEHHE 3a onacHocT 0,91, p = 0,48).

B xoMmbunaims ¢ 6epaiinzymad:

PaHgoMH3MpaHo, ABOWHO-CNANO, AKTUBHO KOHTPOMMPAHO KJIHHMYHO wu3nuTBaHe dasa I e
oueHm0 Oepaimsymad B xomOunanus ¢ CAMPTO/SFU/FA xaro nepBa JMHHA JIeYeHHE Ha
MeTacTasupaa pak Ha Aedenoto 3epBo WiH pektyMa (npoy4usaHeHe AVF2107g). JloGasaHeHo Ha
Oepauusymad xpM komOunauusta CAMPTO/SFU/FA BOoOH 0 CTaTHCTHYECKH 3HAYMMO
NOBHILIEHHE Ha ofliaTa NpeKHBAeMOCT. KITMHUYHA 110138, W3MepeHa ype3 obuara NnpexXuBaeMocT,
¢ Omna wnabmogaBaHa BBE BCHHKM TNPEABAPUTENHO CNEUU(pHLUUPAHH NOATPYNH HALUMEHTH,
BKJIIOYUTEIHO TE3H, ONPEAC/ICHN MO BBH3PACT, MNMOJ, CTATyC, NOKANM3ALUMA Ha MBPBUYHUA TYMOD,
Opoil Ha 3acerHaTHTe OPraHyd U NPOABILKUTENTHOCT HA METACTaTHHHOTO 3abonssade. Pesynrarure
0T epukacHocTTa Ha npoy4BaHeTo AVF2107g ca obobuenu B Tabnnuara no-gony.

AVF2107g
I'pyna 1
CAMPTO/S5FU/FA

njanebdo

bpoH _naineHTH 411

O6ma npexuBIeMOCT

MeavaHa Ha BpeMe (MeceLn) 15.6

95% noBsepHUTeNncH HHTEPBA 14.29 — 16.99

PHCKOB KOSDHIUHEHT
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CTOHHOCT Ha p _0.00004
1Ipexupsaemoct 6¢3 mporpecHpaHe
Mepanana Ha BpeMeTo (MecelH) 6.2 10.6
PrckoB KoehHIMEHT 0.54
CTOMHOCT Ha p 10.0001

O6ina cTeneH Ha OTTOBOP
Crened (%) 34.8 44.8

95% AosepUTENcH HHTEPBAN 30.2-39.6 39.9 -49.8
CTORHOCT Ha p 0.0(_)_:_3_9

] IpoNBIDKHTETHOCT Ha OTTOBOpa
MeaumaHa Ha BpeMeTo (MeceuH 7.1 10.4
25-75 npolieHTa (MeceL) 4,7-11.8 6.7—-15.0

a
5 mg/kg npe3 2 ceamMHUM
6
[To oTHOWICHME Ha KOHTPOJIHATA Ipyna

Papmakoxknnernynn/ PapmakoaunaMHYHA CBOHCTBa

TexxecTTa Ha r1aBHHTEe TOKCHUHOCTH Habmoaasanu npun CAMPTO (Hanp. fieBkoneHns v quapus)
e cBbp3aHa ¢ excno3uuuaTa (AUC) Ha ocHOBHOTO nekapcTBO U Merabonura SN-38. 3HavyuTe/HH
Kopenaumi ca Ounn HabmojgaBaHH MeXAY XEMaTONOIHYHATA TOKCHYHOCT (HaManeHHe Ha Oenure
KPBBHH KAETKH W Haii-HMCBK OpoH Ha Heyrpodiwuivre) wnm Texecra Ha auapusta U AUC
CcTOMHOCTHTE HAa UpHHOTEKaH U MeTabonurta SN-38 npu MoHOTEpanus.

5.2 dapMaKOKHHETRYHH CBOHCTBA

B npoyuBane ot ¢dasza I npu 60 nannenTa ¢ pexum Ha gosupase ot 100 1o 750 mg/m* karo 30-
MHHYTHA HHTPaBeHO3Ha HH(pY3HS Ha BCEKH TPH CEIMMLM, UPUHOTEKAH € MoKa3all ABy(a3zeH HWin
TpUaseH nmpodun Ha CNUMHHHpPaHe. CpeaHUT IU1a3MeH KIHPBHC © 6un 15 1/ h/m2, obeMbT Ha
pasnpeneneHne B paBHOBECHO cheTorHKe (Vi) 15 /h/m’. CpeaunaT nna3men nomyxHBoT Ha
nbpeaTa daza ot TprdazHua Moaen € 6un 12 MuHyTH, BTOpaTa ¢asa ¢ 6mna 2,5 yaca ¥ nociaeaAHaTa
¢aza Ha nonyxusoT ¢ Ouna 14,2 gaca. SN-38 e nokazan asydasex ripodun Ha eTUMHUHHPaHE CbC
CPEAHO TEPMHUHANHO BpeMe Ha noayKuBoT 13,8 yaca. CpeaHuTe NMUKOBH IUia3MeHH KOHHEH’I‘paHHH
Ha MpHHOTeKaH 1 SN-38, nosyueHH B Kpas Ha HHdY3MATA PU npenopbyaHara A03a 350 mg/m’ ca
Ounu cpoTBeTHO 7,7 pg/ml v 56 ng/ml cbc CTOHHOCTH Ha CHOTBETCTBALINATA IUIOL MO KpUBATa

(AUC) 34 ug.h/ml u 451 ng.h/ml. 'onemu pasnvkn MexAy HHOIUBHAHTE MO OTHOWIECHHE
(papMakOKHHETHYHHTE NapaMeTpy ca HaOmoaaBaHu riaBHoO npu SN-38.

[IpoBeneH € nonmynalHoHeH PapMaKOKUHETHYEH aHAIW3 Ha HPHHOTEKAH npH 148 nanmenTy ¢
METAaCTaTH4YC¢H KOJIOPEKTANIEH KapLMHOM, JIEKYBAaHH C Pa3/IM4HH CXEMH U pa3/IHYHM JI03H B
npoy4uBaHus Ot ¢asa [I. PapMakOKHHETHYHHTE NapaMeTpH, OUakBaHH IPH TPHKOMIIOHEHTHHSA
MOZEN ca OWK CXOIHH ¢ Te3H, Ha0NI0AaBaHU B NPOYyUuBaHKATa oT ¢a3a I. Beruku npoyvsanus ca
NoKasanu, ue ekcrnosuuuaTa Ha upuHotekad (CPT-11) u SN-38 ce ysennuaga nNponiopLHOHAITHO €
npwioxeHara no3a CPT-11; TaxHara papmakokHHeTHKa € HE3aBHCHMAa OT OpOA Ha MPEeaXOIHHTE
LUKN U CXEMATa Ha NPWIOKEHHE,

CBBP3BaHETO © IUIa3MEHUTE NIPOTCHHH in vilro 3a npuHotekad ¥ SN-38 e 6uno npubansuresiHo
chOTBETHO 65% K 95%. e —

,'2% c ypHHa'i.‘a

-

HEMPOMEHEHO JIeKapcTBO, 33% ¢ dpexkanuuTe MaBHO Ype3 HITbYHHTE MBTHIIA K
Bceku eauH oT Ba MeTabOMMTHH ITLTA AoNpHHAcA ¢ noxe 12% ot nosara: 3
e  Xwunaponuza ot KapOokcunecTepasa 1o akTUBHUA metabonut SN-38, SN-38 ‘ce’ eﬁHMHHHpa

rJIaBHO Ype3 IIIOKYPOHHAMPAHE U 10-HATAThLK vpe3 jUIbyHa H Ov0pevna eKCH\bEHH}I\&Iﬁ-MHHKG /
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ot 0,5% ot nozara npuHoTeKaH). SN-38 NIyKYpOHRUABT NOCNEABALO BEPOATHO CE
XMIpPOJH3Hpa B YepBarTa.

¢ [luroxpom P450 3A eH3HM-3aBHCHMO OKCHAWPaHE BOACLIO A0 OTBapsHE Ha BhHUIHHA
NENHPUAWHOB NpbeTeH ¢ oOpa3yBaHe Ha APC (aepuBaT Ha aMHHONIEHTAHOEBATA KUCEAHHA) H
NPC (mmepBHUYEH aMHHOB fepHBaT) (BXK. TouKa 4.5)

HenpoMeHEeHNAT HPUHOTEKAH € OCHOBHOTO BELIECTBO B r1a3Mara cneasaHo or APC, SN-38
riykypoHn v SN-38, Camo SN-38 uma 3HauUMTETHa HUTOTOKCHYHA aKTHBHOCT.

KsMpBHCHT Ha HPHHOTEKAH € HamalieH ¢ okoni0 40% npu nauueHTH ¢ XunepOunupybunemus
mexay 1,5 v 3 mbTH ropHaTa rpaHuia Ha HopMara, I1py Te3n nauneHTH Ao3a ot 200 mg/m’
HPHHOTEKAH BO/IM /IO [1a3MEHA EKCTIOSHLMA Ha JICKAPCTBOTO CPABHIMA C Tasy, HabnroaaBaHa npH
350 mg/m’ npy KapLMHOMHH NALERTH C HOPMAJTHH YEPHOAPOGHH MapaMeTpH.

5.3 IlpeaknnnuaHn nannu 3a GezonacHoCT

HpuHorekan n SN-38 ce okazaBaT MyTarcHHHU in vifro py T€CTA 33 XpOMO3OMHH abepaly ¢
CHO-knerky, kaxTo W in vivo NpH MEKPOAAPEHUS TECT MPH MHLIKH,

OkxasBa ce 00aue, 4e Te HAMAT MyTareHeH NoTeHIMan npy recra Ha Eiimc (Ames).

[Tpn nmxose TPETUPAHH BEAHLXK CEAMHUYHO B ITPOABIDKCHHE HA 13 ceaAMHMIH C MaKCHMAJIHA 1034
150 mg/m?* (KOETO € NI0-MAJIKO OT NONOBHHATA OT NpenopprYBAHATA 3a XOpa A03a), He Ce JOKIAABaT
CBbP3aHH ¢ TPETUPAHETO TYMOPH 91 ceaMHLM Cnex Kpas Ha BIIMBaHHATA.

C MHILIKH, TUTLXOBE M Ky4eTa C€ NTPOBEKAAT W3c/ieaBaHuA 32 TOKCHUHOCT Ha CAMPTO ¢
©IHOKPAaTHA M HEKOJKOKpaTHa J03a. [ TaBHUTE TOKCUYHM edekTH ce HabmoaaBaxa B
XEeMOnoeTH4HaTa M J¥M@HaTa cucreMH. [Ipu xyderaTa ce aoknaaBa 3a KbCHa AWApPHA, CBHP3aHa ¢
atpodus 1 GokanHa HeKpo3a Ha upeBHaTa nuraBuia. Ilak npu Kydera e HaO/ronaBaHa anoneLuA.
TexxectTa Ha Te3n edekTH € OMNa MpONIOPLUMOHATHA HA fo3aTa U oOpaTHMa.

6. ®APMAIEBTUYHHU JAHHU

6.1 Cnucbk HA NOMOIRHATE BellleCTBA

Copburon,

Me4YHa KHCEJIHMHA,

HaTpHeB XUAPOKCcH] (3a kopekums Ha pH no 3,5),

XJIOPOBOAOPOLHA KUCenHHa (3a kopekuus Ha pH) 3a npoaykTa B nOnHNponuwiIeHOBH (GAaKoHH,
BOJA 34 HHXXEKLHH,

6.2 HechbBMECTAMOCTH

Hsama n3BecTHH,
Ia He ce cMecBa ¢ Apyru JieKapcTaa.

6.3 Cpox na roanocr

CpOKBT Ha FOJHOCT HA HEOTBOpPEHUTE (PNaKkoHU € 36 Mecena.

PasteopsT Ha CAMPTO TpaOsa na ce H3nonzpa BeiHara ¢nejl peKOHCTUTYHPAHE. T‘bﬂ Kmd Hc )
CbAbPKA AaHTHOAKTEpHATHH KOHCEPBAHTH. AKO PCKOHCTHTYHPAHETO H pazpemﬁaﬁﬁw Gﬂ N -l“ NS
H3BLPLUBA NPH CTPOro aCENTHYHK YCIOBUA (HAND. MO/l KAMHHA C TaMUHAPEH Wby oK), L
pa3TBOpbT HAa CAMPTO Tpabea aa ce u3pasxo/Ba (1a ce NPUKITFOUH C Hchya T

CJACH ITbPBOTO pa3liCHaTBAHC,

15
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CrieqHATE YCIOBHA CE€ OTHACAT 3a NPOAYKTa B NONUNPONWICHOBH (rakoHH. PasteopsTr CAMPTO
€ CbBMECTHM ¢ HHY31MOHHH pa3TBopH (0.9% (w/v) pa3TBOp Ha HaTpHeB XopHA U 5% (W/v)
pa3TBOp Ha rmoxo3a) Ao 28 auu npu cexpaneHre B LDPE unu PVC konTeiinepu npu 5°C win
30°C/oxonHa BAaXHOCT H 3alIMTEH OT CBETANHA. [Ipy M3naraHe Ha CBETAIMHA, CHBMECTHMOCTTA CE
onpeaena Ao 3 JHH.

3a Aa ce HaManu MUKPOOHONOrHYHHKSA PHCK, Ce MPenopbhYBa HH(PY3HOHHHUTE PAa3TBOPH Aa CE
NPHTOTBAT HEMOCPEACTBEHO Npean ynoTpeba 1 HHQY3UATA /1A 3aMOYHE NPAKTHYECKH
BeIHara cjie/l IpUroTBIHETo. AKO HE CE U3MOJ3BAT BEAHAra, BPEMETO 3a ChXPAHEHHE HA
MPHrOTBEHHA pasTBOP K YCIOBHATA NpeaH ynorpeda ¢a OTTOBOPHOCT Ha noTpedurena u
OOHKHOBEHO He € Mno-ABaro oT 24 yaca ot 2 10 8°C, 0CBEH aK0 PEKOHCTHTYHPAHETO /
paspeXXAaHeTO H T.H. HE € CTAHANO MPH KOHTPOJIMPAHH ¥ BATMAHPAHH aCelITHYHH YCAOBHS,

6.4 Cnennannu yeJIOBHS HA ChXpaHeRHe

[IpoayKT B CTHKACHH (UIAKOHH H NONHITPONKICHOBH (ITaKOHM:

®nakoHnre CAMPTO koHNEHTpaT 32 HHY3HOHEH pa3TBOp TpAbBa Aa ce chbXpaHABaT noja 25°,
3aLUTEHH OT CBETIIKHA.

6.5 /lanHn 32 ONAKOBKATA

Ennn ¢naxoH ot 2 ml (40 mg) wiun 5 ml (100 mg) ot kadaBO CTHKIIO ChC 3aMyllIANKA OT
XanoOyTWI0Ba rymMa, MOKPUTA OT BETPELLHATa CTpaHa ¢ TeqUIOH,

EnuH kexn1MGapeHo OLBETEH, MEAULIMHCKH TpajJyHpaH MOAUNPOnwiIeHOB ¢yiakoH ot 2 ml (40 mg),
5 ml (100 mg) u 15 ml (300 mg), 3aTBOpeHH ChC 3amyinanka oT XaJloOyTHIIOBa FyMa.

6.6 Crnennanny npeana3s’Hu MEPKH NPH H3XBbPJAHE H padoTa

Kaxto ¥ apyrure anTHHeonnacTuyHM areHtH, ¢ CAMPTO Tpabea aa ce paboru 1 na ce nprroTea
BHUMaTenHO. U3HCcKBa ce ynoTpeba Ha ovKia, MacKa H PbKaBHIIN.

Axo CAMPTO unu nHpy3HOHHHUAT My Pa3TBOP B/A3AT B KOHTAKT C KOXaTa, He3a0aBHO ro
W3IMHITE LANOCTHO ¢ BoAA M carmyH. Axo CAMPTO wiu uH(QY3HOHHHMAT My pa3TBOp BJIA3aT B
KOHTAKT C JIMTABHLIUTE, H3MHUNTE He3abaBHO ¢ BOAA.

IHoaroroBKa 3a NPHJIOKEHAE YPe3 HHTPABEHO3IHA HAPY3INN:

Kakro BcH4YKH Apyrd HHKEKUMOHHH NiekapceTsa, pasTteopsT HAa CAMPTO Tpabea aa ce npuroTss
acenTH4HO (BK. “Cpok Ha rogHocT”),

AKO cJIel peKOHCTUTYLIHS BBB (JJIAKOHHTE HMa HAKAKBY NPELIMITUTATH, NPOAYKTHT TpabBa aa ce
M3XBBPJIH CTIOPEA CTAHAAPTHUTE MPOLCAYPH 34 padoTa ¢ LIMTOTOKCHYHH MaTEpHAIH.

Harernere acenTuHo Hy»kHOTO KonnuecTBO CAMPTO ot dnakona ¢ kanmOpupana cCnprHIIOBKa H
ro HKxkekTyupanTe B 6anka win Topbuuka ¢ 250 ml nHdy3noneH pasteop Ha 0,9% HaTpues xyiopHa
win 5% pa3TBOp Ha MIrOKo03a. PasTBOPHT TpaOBa CTAPATENHO 213 C€ Pa3MECH Ype3 PBHHO BhPTEHE.

HSIB'I:]J.TIHHE Ha OTHNAAbINRTC.
Benukn MaTCpHaIH, H3I10JI3YBAHH 34 pa3pCKiaHC H HPIUIO}I{GHHE TpﬂﬁBﬂ Ad CC U3XBBPJIAT CHOPB,[I

T e,

OONHUYHHWTE CTAHAAPTHH NpOoLEAYPH 3a paboTa ¢ LIHTOTOKCHYHHN MATEPHAJH. Pl

7. IPHTEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA

Pfizer Enterprises SARL A
Rond-point du Kirchberg N
51, Avenue I.F. Kennedy
L-1855 JliokcemBypr

B. X. JIrokcemOypr




KPATKA XAPAKTEPUCTHUKA HA TTPOAYKTA
Campto 20 mg/ml concentrate for solution for infusion

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA
970 000 01

9. HNATA HA ITbPBO PA3PEIMIABAHE/TIOJHOBABAHE HA PAIPENIEHHMETO 3A
YIIOTPEBA
31.01.1997/ 21.07.2003

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

<{MM/TTTT}>
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