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KPATKA XAPAKTEPUCTHUKA HA NMPOLYKTA

MYHUCTEPCTBO HA 3[PABEONAZBAHETO
1. TBPTOBCKO UME HA NEKAPCTBEHUS IIPOLYKT:

. TIPHAOKBRHS kb3
CANCIDAS paspewsHue 3aynorpealt 19359 \)\k 0505

2. KAYECTBEH W KONM4YECTBEH CbCTARB 669 /,€ 2. OR.05

Bcekn cnakon ceabpxa 50 mg Caspofungin, exenean
acetate.
OTHOCHO MOMOLLHUTE BELIecTBa BNX pasgen 6.1

3. IEKAPCTBEHA ®OPMA
Mpax 3a koHUeHTpaT 3a UHysnoHeH pasTeop.
OnaKoHBT ChAbKa BRI 40 CBETNOKpEeMaB, KOMMaKTeH, RMoMUInanpas npax.
4. KANHUYHWU BAHHN
4 1 TepaneBTUMHN NOKazaHNsA

« 3a neyenye Ha UHBa3NBHA KaHAWAO3a NPY BB3PaCcTHN NauneHTh..

e 3a rneueHue Ha WHBASMBHA acneprunosa [pW BbLIPACTHU NaUUEHTH, KOWTO ca
HenoAaTnNWEW WKW He MOHacAT nevenHveto ¢ amphofericin B, nUnugHatTa cwkCTaBka Ha
amphotericin B u/iny itraconazole. Kato HenogatnueocT KbM TepanuATa ce o3Hauasa
BrOWBaHe Ha MHEKUUATE WK HeZOCTaThYHG nogobpeHve crnes npoReXaaHe Ha MMHMMyM
cefieM QHeBHa ethexTUBHA NPoOTUEBOTEDONYHA TEPaNUA B TEPENEETUYHN JO3K.

s 33 eMNUPWMYHO reuyeHwe Ha npegnonaraemu rebuubn wadekyun (kato Candida u
Aspergillus) npy debpnnuy BL3PACTHU NALUEHTH C HEYTPONEH!S.

4.2 Ro3upoBka M Ha4YUH Ha NpURoXeHHe

CANCIDAS Tpabea na ce npuiara OT NEKapw C ONUT B FIGYSHWETO Ha UHBA3UBHM
reOuYHN MHerunK.

Crief, pasTeapaAHe 1 paspexjaHe, pasTBOpPBT ce npunara upes 6aBHa, MHTpPaBeHO3Ha
wHby3us NpMBnUsUTENHO 3a egunH yac. [la He ce cMecBa ¥ Aa He ce WHdY3upa eJHOBPEMEHHO C
ODYMA MefMKameHTW, Thii KaTo HSMa AaHHM 3a CbBMecTUMocTTa Ha Caspofungin ¢ apyru
npUnaraH MHTpaBeHO3HW cyGceTaHuum, pobaskv wim nekapcteeru npogyktn. OA HE CE
M3IMON3BAT PASTBOPUTENN, CbOBbPXALLY TNHOKO3A, Tbit xato CANCIDAS He e
crabuned B NPUCLCTBUETO Ha TakWBa pasTBOpUTENN. 33 NPenopbKUTE OTHOCHO PasTBapaAHETO
BWXK pasgen 6.6,

B TuproBckata mpexa ca HannyHu nakoHn Kakre of 50, Taka u o1 70 mg.

Mpes NbpBuA AeH OT NedeHueTo TpabBa Aa Ce NpuNoKU eanHudHa, HaTosapeawa fo3a
ot 70 mg, creq KOeTo Ce npunara eAnHnYHa goaa or 50 mg/gHesHo. MpK NauMeHTy © Terno Hag
80 xr cneps HayanHaTa HaToRapealla [o3a or 70 mg ce npenopbyea NPUWIOKEHWETO Ha
CANCIDAS 70 mg/oHeBHo (Bux pasgen 5.2).Jioan no-sucoknm ot 70mg Ha geH He ca pobpe
Npoy<eHn.

NpALmkMTENHOCTTa Ha ERMPUYHOTO Neverne TpsOBa ga ce ocHoBaABa Ha eﬂ@g&g&op Ha
nauuenTa. Jlevenvero TpsbBa fga npodbrmkn Ao 72 vaca cn {,q Bsnpgﬁsaﬁa Ha

HeyTponeHnaTa{ANC=500).MNauveHTH, Npu KOWTO & YGTaHoBeHa reBuuH ?mncbex Mg P!

Gaa na \
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ce nexkyBaT MUHMMYM 14 gHu,u neyeHWeTo TpsbBa fa NPoALMKW NOHEe 7 HHWU CRef Kato
HEYTPONSHUATE W KNUHUYHWUTE CUMNTOMM Ca OBRZAAHN.

pogLIXMTENHOCTTA Ha NEYSHUETO NPW WHBA3WBHA KaHAWAO3E CE ONnpegens crnopen
KNMHUYHAA ¥ MUKPOBMONOrieH OTTOBOP MpPW KOHKPETHWA nauweHt. Crep kato ce oT6enexu
nofobpenne B CUMNTOMWTE Ha WHBasWBHE KaHAMAO32 M CE HEraTWBMpaT KynTypenHuTe
uscriefsaHns, Moxe aa ce o6cbaM NpeMuHaBaHe KbM nepopanda npoTusorbbuyHa Tepanms.
Hait-o06wo, npotvorbGuyHara Tepanns cnefsa Aa NPogbIIKK NoHe 14 aHn cne,q nocnegHarta
MO3NTUBHA KyNTypa.

[popbIKMTENHOGTTA Ha AEYEHWETO [RpPW UHBasWBHa acneprunosa ce onpeaens
UHAVBWAYANHO TPV BCoekn OTheneH cnyuyail v TpatBea fa ce Hasnpa Ha TEXECTTa Ha OCHOBHOTO
szafonfBaHe Ha nNauneHTa, APEOAONABAHETO Ha MMYHOCynpecusita W KIWHWIHNAT otrosop. B
MOBEYETO CHyYay feveHneTo TpsoBa 4a NPOABLMKI oHe 7 AHN Cried 3aTUXBaHe Ha CUMITOMUTE.

Npu nauueHT™ Ba HanpegHana Bb3pact (65 ¥ vag 65 rogwHwn), RRowTa nog KpueaTta
(AUC) ce yeenuuasa ¢ ckono 30 %. Brrpeku Tosa He e HeoOX04UMO CHCTEMHO Ha ce Kopuripar
gosute. ONUTLT, KOUTO MMame, € OrpaHuyer NPu NauMeHTH Ha BL3pacT 65 n Hag 65 roguHn.

He e neoDxogMmo kopurMpane Ha Ao3arTa Ha NekapcTBoTo B 3aRUCUMOCT OT nona,
pacarta WnW Npu Hanuyue Ha yepexaane Ha Obpbpednata yHKymua (B pasgen 5.2).

INpu neka cTeneH Ha YyepHoapobHa HepocTaTeMHOCT (MHAEKC Child — Pugh 5 go 6) He e
HeoBxoaMMo KopUrMpaHe Ha fozata. [IpWM NauveHTH ¢ yMepeHa crefed Ha 4epHogpobHo
yspexzaate (nigekc Child — Pugh 7 po 9), ce npenopbysa npunoxeHneto Ha CANCIDAS B fosa
35 mg gHeeHo. Havanxa HaTtoBapsatia fo3a ot 70 mg crnefpa Aa ce NpunoXy npes nbpens AeH.
Hsama knuHUYEH ONWMT rnpW NaUMEHTU C TexKa yepHoapobHa HepocTaTkuyHooT (uHAeke Child —
Pugh no —ronsm ot 9} (eux pasgen 4.4).

Caspofungin acetate He e npoyysaH npu geua. He ce npenopvusa ynotpefarta Ha
mMeaukaMeHTa npy nayneHT nog 18 roguHn.

OrpaHnMyeni JaHHM COdaT, Ye CREABa fa ce npeleHn yBenuyasaHe Ha gHeBHaTa Aasa
CANCIDAS o 70 mg/aHeBHO, crnief MPUIOXeHUETC Ha HaToBapsawara fosa or 70 mg, npu
eAHoBpeMeHHOTO Npunoxerne Ha CANCIDAS ¢ onpefeneHn eHsUMHU UHAYKTOPW (BIDK pazpen
4.5).

4.3 NMpoTHBOooKa3anus

CepbxdyBCTEUTENHOCT KbM caspofungin acetate wnu KeM HSKOM ©OT NOMOLUHWTE
BELeCcTBa.

4.4 Crnieyunasiny npegyHpexXaeHus U CnelUanHu ApeanasHi MepKy ripu ynotpeba

OrpalMyenn AaHHK NPeRRONAarar,Ye HsiKoW NO-pAAKO pasnpocTpaHern r-0u,KouTo
He ca ot pog Candida u Asperdillus,He ce noenusaBat ot caspofungin. EchbukacHoctTa Ha
caspofungin cpelyy 7e3u NaToreHHn rboM He e YCTAaHOBEHA.

EnHoepemeHHoTo npunoxenue Ha CANCIDAS u cyclosporin Tpafisa pa ce orpaHuim o
Tean NauweHTy, NPV KOWTO NOTeHUMANHaTa NoN3a We NPeBVuLUY NOTEHUWaNHKA puUcK (BUX rhasa
4.5). Mpn HAKOU 3ApaBK A0GPOBONYW, NpUeMan egHOBPEMERHO cyclosporin B aoaa 3 mg/kg Asa
neTM  gHesHo M Caspofungin ce e wHabniofapano NpPexXOAHO MOBMWABAHE Ha _anaHuH
amnHoTpaHcthepasata (ALAT) w acnaptat amuHoTpaHcdpepasa (ASAT) go C‘rlgmﬂé'iﬁq ,qo TPU
[ABTIA NO—BWCOKWM OT FOpHETA iPaHNUa Ha HOpMaTa, KOSTO € NPEeMWHano chned HQ’?EB;_(:BQHE ha
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nevenueto. py egHOBPEMEHHOTO npunoxeHre Ha CANCIDAS u cyclosporin e HeoOxognumo
4eCTO NpocflesaBaHe Ha CTORHOCTUTE Ha YepHofpobHUTE SHaUMK.

[lpw nauyveHTM C neka uUnNu ymepeHa cTeneH Ha depHogpobHo yspexpane, AUC ce
yeenudasa ¢ 20 go 75 %. [pn yMmepeHa creneH Ha YepHonpobHo yBpexAaHe ce npenoptysa
HamansBaHe Ha noggbpxallara AHesHa Ae3a A0 35 mg. Hama KMHWYEH OnuT NpY NauKueHTy ¢
TeMKa uqepHoppobHa HepocTaTbyHOCT. [lo-BUCcOokara exchnosutusi NpU [auWeHTn C TeXka
yepHofpoCHa HegoCTaTBYHOCT, B CPEBHEHWE C TealW ¢ YMepeHa CTefeH Ha uepHoapobha
HegocTaTbYHOCT, Hanara neyenneto ¢ CANCIDAS ga craBa ¢ ROBULLEHO BEUMaHBWe npu TezW
nauuerTn (B pasnen 4.2 n 5.2).

Wudopmaumsita oTHocHo Ge3onacHoCTTa 3a nauMeHTa lipy MPoBEXEaHe Ha NeveHue,
npogeKagawo Hag 'HeTupy CeiMWUM e OorpaHuyeHa, BBLOPEeKM Y& W npu Ho—gbhary
TepanesTUuHK Kypcoee Caspofungin ce noHacA fobpe (o 162 gHn)

4.5 llekapcTseHu U APYrH B3aUMOAENUCTRIS

Mpoyusauwa in vitro, nokassat 4e Caspofungin acetate He wHxuBrpa HWUTO eduH oT
eHauMuTEe OT cuctemarta Ha uutoxpom P 450 (CYP). B kauHnuHM npoyusaHua Caspofungin He
VMHAYUMPE KaTanuaupaHna oT uwTtoxpom CYP3A4 wmetabonuabm Ha Jpyrm  BelyecTsa.
Caspofungin He e cybcTpat 3a P — rnukonpoTend 1 € cnab cybeTpaT 3a eHsuMnTe oT cucTemaTa
Ha uutoxpom P 450. Buhnpekw T0Ba, B KIMHUMHM W (hapmakonorM4HW npoyyYsaHus e
HabnogaBako B3awmogeiicTBne mexgy Caspofungin n Apyrv NEKapcTBEHN NPOAyKTA (BMX NO —

Rony).

B ABe KNUHWYHK MRpOYYBaHWA, NPOBESEHW BLPXY 3apaen fobposonun cyclosporin A
(npwemaH egHokpaTHO B Ao3a 4 mg / kg wnv BBykpaTHO, npes 12 — yacos uHTepean, B Aosa 3
mg/kg) yBenuuasa nnolTa nog Kpueara Ha Caspofungin ¢ okono 35 %. Tasu nnow, Hai —
BEPOATHO CE& YBENUuaBa Nopajy HamanssaHe Ha CTeneHTa Ha pasrpaxpaHe Ha Caspofungin ot
yepuua apob. Caspofungin He yBenwuaea nnasmeHuTe HWBa Ha cyclosporin. HabmogasaHo e
TPAH3NTOPHO MoBMIHABAHE HA YepHOAPOOHNTE eHaumu ASAT n ALAT go Tpit NbTu Hapn ropHaTa
rpaxsmua Ha HopmaTta nMpy e4HOBPEMEHHOTO npunomkeHue Ha Caspofungin w cyclosporin, koeto &
NpeMUHano cnep NpekkCBaHe Ha Tepanuwata. [lopagn nunca Ha HAOCTATBYHO AaHHM 33
€0HOBPEMEHHOTO npunoxeHne Ha Caspofungin n  cyclosporin, noHacTosleM Takosa
npunoxeHne Tpsibea ga Obae orpaHuyaBaHo. AKC Tean [ABa MeAuKameHTa ce npunarar
eAHOBPEMEHHO & HeOBXOAMMO HENPEKECHATO MOHUTOpUPaHE Ha YepHOApoBHUTE eHattmy.

Caspofungin Hamarnasa Hai-HncKNTe nitasMeHn koHLeHTpauun Ha tacrofimus ¢ 26%. IMpu
nauneHTk, npoeexfalin Tepanka C ABata MefuKkameHTa e 3IABBKUTESNTHO CcTak[apTHoO
npocfiegABaHe Ha KoHUEHTpauwsaTa Ha tacrolimus B kpbBTa U ONPEAensHe Ha nogxogawara
[03a Crnopen, Hes.

Rifampicin npesuzeuksa yBenuuasaHe wa AUC ¢ 60 % u ysenwuasa Haii-HucKata
nnasMeHa KoHueHTpauus Ha Caspofungin cec 170 % npes nbpBUS JEH, NPY egHOBPeMEHHO
HAYamno Ha NPUNOXKEHUETO Ha ABaTa MeavKameHTa. [1py NOBTOPHO ApUeMaHe Ha MeiUKaMEHTUTE
KpailHaTa KoHueHTpauma Ha Caspofungin noctenenHo ce noHwkaea. Cnej OBYCeMUYHO
npunoxenne  Rifampicin uma orpasnyed edekt BLpXY NJOWa NoA KpWBaTa, Ho HaW-HUCKUTe
nnasMeHn koHueHTpaumm Ha Caspofungin ca 30% no-HUCKW, B CpaBHEHME C nNauWeHTnTe,
npuemawm Caspofungin camocToaTenHo. MexaumsmsT Ha B3aumMogeficTBne moxe pa Gvae
CBbpaaH G NbpBOHavanHa MHXUBULMS W nocrnegealla WHAYKUMA Ha TPAHCHOPTHW NpOTenHW.
MopoBen ediexT MOXe A3 ce QUaKBa W [pW APYIV JNeKapcTeeH NPOAYKTH, KOWTO npeinsBuKBaT
MHAYKUMS Ha eH3umuTe, yyacTRalyu B MeTabonuama. OrpaHuveHn AaHHW OT MOonynamoHH®,
hapMakoXHETUYHYN NPOY4BaHUS NOKAIBT, Ye eAHOBPEMEHHOTO NPUIICKEHUE Ha Caspoftmgm c

wuaykTopute efavirenz, nevirapine, rifampicin, dexamethasone, phenitoin uny carbahlazeplne
MOXE Aa JoBefe AC HamanssaHe Ha NnowWa Hof Kpueata Ha asjofun‘gm “‘I'lpw

AHOBPEMEHHOTO Npunoxexne Ha Caspofungin ¢ eH3MMHWU UHAYKTOPW, onen m;psoa 4g,
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HaToBapeawa [03a o170 myg, Tpabea Aa ce o6MUCTM YBENUYaBaHe HA AHEBHaTa NOAALPKALA
foza fo 70 mg (ewx pasgen 4.2).

KrivknsHW npoyqsaHus npy sapaBi GoOpoBonuM nokasear, ye dapMakokMHeTUKaTa Ha
Caspofungin He ce nNpoMmeHa B KMWHUYHO 3HauMma cTened o7 itraconazole, amphotericin B,
mycofenolate, neifinavir wnu facrolimus. Caspofungin  He oKasBa BhUAHUE BBPXY
(bapmakokmHeTUKaTa Ha amphotericin B, itraconazole, rifampicin ¥nu mycophenolate mofetil.
Wsmexga He ca HeoOxoguMW creuvanty NPeAnasHn MepKW, BBIPEeKW Ye BaHHWTE OTHOCHO
GezonacHocTTa NpY  efHOBpPEMEHHOTO npunioxenwe Ha Caspofungin ¢ amphotericin B,
itraconazole nelfinavir unu mycophenolate mofetil ca orpanuueny.

4.6. BpeMEeHHOCT U KbpMEHE

Hsiva knHigHKr AadHy 3a manonzeaHeTo Ha Caspofungin npw Bpemennu. Caspofungin
He TpafBa Aa ¢e uanonaea npu GpeMEHHOCT, OCBeH ake TobBa He & abconuTHO HeoGxoaumo.
Hsima curyphn gadeun sa ynotpebara Ha Caspofungin npw 6pemerHn xexu. MpoyysaHus Bbpxy
pa3sEUTVETC Ha NMoAa NpW KUBOTHM NOKasear, ye npunoxeHueto Ha Caspofungin Boan go
HexenaHn edekTy (Bux pazgen 5.3). MpoyyBaHnATa BBPXY KHUBOTHN Mokassar, 4e Caspofungin
npeMuHaBa Rpes nnauyexTapHata Bapuepa. FoTeHUMaNHWAT PUCK 33 YOBELUKWA 3apoguMu e
HEeN3BeCcTEeH.

Mpyv kepmeiin xMeoTHK Caspofungin ce ekckpetupa ¢ MnskoTo. Hama gadHu gann
NEKapPCTBOTO Ce eKckpeTnpa ¢ MaivuHaTa KepMa 1 npu xopa. Xeny, npuemawm Caspofungin He
TpsibBa A& KbpMAT.

4.7. EchekTit BbpXy cnocoGHOCTUTe 3a wodmpade ¥ pabota ¢ MalKHK

Hama paHHu 3a Toea, ganu ynotpeBata na Caspofungin Hamanssa cnocoBHocrTa 3a
wochupare wnu paboTa ¢ MalnH.

4.8. Hexxertanm nekapcreeHnn peakywn (HIiP)

Mo Bpeme Ha KNUHWYHWTE NpoydBaHus, 1440 gyww ca fonydyasann efHOKPaTHU Wnn
MHOrokpaTHu fosu caspofungin;564 ebpuntn nauwesTy ¢ HeyTponeHus(uscrnefsaHna oT
eManpuyHaTa Tepanuna),125 nauveHTa © WHBasuBHa KanAwgos3a, 72 nailWenTa ¢ WHBA3uBHA
acneprunosa n 285 nauyveHta ¢ nokanwaupana Candida uHdekyma w394 gyww ca Gunn
BKMIOYEHN BbB Npoydsannna oT ¢aza 1. B npoyusaHeTo 3a eMnnpyu4HO NeMenye, nauueHTure ca
Mojiy4aBanM XuMUOTEpanus 3a 3snokavecTseHo 3zGonAsaHe un UM € Buna HanpaBeHa
TpaHCINaHTauMs Ha  XeMONnoeTWMHM CTBONOBUM  KMeTKM  (BKNlouUTENnHO 39  anoreHHHW
TpaHcnnauTauuu). Tpy  npoyysaHWATa, BIOYBAMN MauUNeHTU C AcoKasaHa uHpexuus oT
Candida,6onWHCTBOTO OT nauueHTuTe ¢ pHeaaueHa Candida nHdekuns ca nmanu nognexaiiy
sabonaBanua (Hanp. XemaronorMdey WNKM Apyri 3nokavecTeenn 3abonsiBaHns, GHOPOLUHA
ronsiMa onepayus, HIV), usrcikealy egHOBPEMEHHO RPUINIOKEHNE Ha MHOXECTBO MELNKaMEHTI.
MHOro oT nRauMeHTNTe OT He-CPaBHUTENHOTO RPOY4YBAaHE 32 ACMepruiosa ca umani ceproskn
npenpasnonaraiyy  3abonasaHun (Hanp. KOCTHO-MO3BMHE  TpaHChnaHTauns unn
TpaHCTNNaHTaUuA Ha nepudepHy CTBOMOBW KNETKW, KPBbBHU 3MoKadecTBeHn sabonAsanns,
CONUGHY TYMOPW WMWK OpPraHHa TPaHCAMaHTaUWA), W3UCKBALN eOQHOBPEMEHHO NPUIIOXEHWS Ha
MHOXECTEC MEANKIMEHTH.

Mpn BCYMKW rpyny NauueHTi, GrebuTsT e YecTo [AoKNansaHa fhokanHa HexenaHa
peakynsi Ha MACTOTO Ha WHQYswATa. [pyru fokanHu HeXenaHw peakuny ca: epuTem,
Gonka/MyBCTBUTENHOCT, CbPOEK, CEKpeLys OT MACTOTO Ha annukauus 1 YyYBCTBO 3a NapeHer .
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JoknageaHnte KAMHWYHW 11 NabopaTtopHi NPOMEHK NPU BCUMKW NALUEHTH, NEKYBaHn ©
CANCIDAS (o610 989) ca obu4ailho yMepeHu o cTeneH ¥ PSAKO ca BOAENM 10 NPEKbCBaHE Ha
TepanuaTa.

DokniagsaHn ca CNegHuTE HEXenaHn HeKapCTBEHN peakunu:
[MHozo yeecmu (2 1/10), Yecmu (£ 1/100,<1/10)]

Xemamono2u4HU HapyuieHus:
Yecmu: avemus

Hapywenusi Ha HepeHama cucmema
Hecmnu: rnasobonue

Crpdeyu Hapywenus;
Yectu; Taxnxapama

Crdoeu HapyweHus:
Yecmu: hnedut/TpomBohnednT,sauepeagare

PecriMpaToOpHWU, TOPEKanNnHy N MeENacTUHanin HapVIUEeHWS:
Uecty; oucntes

racmpousmecmuHanyyg HapylueHus,
YHecmu. BOMNKW B KOPEMa, rageHe, Anapus, noppbllaHe

Hapywienus Ha noxa U nodroxue.
Yacmu: obpue, ctplex,usnotasaxe

' O6uju HapywieHUs U YCIIOXHEHUS Ha MACHIOMO Ha ebeexdane:
Mrozo yecmu: BTpicaHe
Yecmu: Gonka, M3TpbNBaHe, YCNOXHEHNA OT CTPpaHa Ha BeHaTa, Npes KoATO Ce BNKuBa

JiaGopamopru uscitedeanus:

Uecmu: nobuilieHne Ha uyepHoapoGuuTe exaumit (ASAT, ALAT, ankanHa cboctchaTasa,
06w v gupekTeH GunupybuH), HOBULLEH CEPYMEH KPEaTUHWH, MOHWKEH XeMOrnobuH, NOHWKEH
XEMATOKDUT, MORIKER CEPYMEH Kaniii, XNROMarnesueMns, HUCKO HUBO Ha anbyMuH, NOHKaBaHe
6posn Ha neBkouMTUTE, yBENM4aBaHe Gpoa Ha eosuHodmnuTe, HuckK Bpol Ha TpomBouuTuTe,
noHmxasaHe Ha Gpos Ha HeyTpodunuTe, yeennuasaHe Ha Bpos Ha epUTpoOUWUTHTE B YpUHATA,
yObDXaBaHe Ha naplmanHoTo TpomGonnacTWHOBO Bpeme, HamanspaHe Ha obwusi cepymeH
NPOTEVH, YBenuuaeBaHe Ha KonudecTBoTo Ha OGenThka B ypuHaTta, YAbMXaBaHe Ha
AIPOTPOMGMHOBOTO BpPEME, HIUCKO HWBO Ha CEPYMHUA HaTpuil, yBenuyaeaHe Ha KONMUYecTBoTo Ha
JIEBKOLIMTUTE B YPUHATE ¥ HUCKO HWBO Ha CEpyMHUS Kanyuit.da BUCOKO HMBO Ha CepyMHUA

kanuuii ce cvobluaea pagko(>1/1000, <1/100).

Habnoaaeaky ca CUMNTOMY, KOUTG BEPOSITHO CE AbMKaT Ha OTAENAHETO Ha XUCTaMUH.
TyK ce BIMOYBAT ChOOWEHNUs 3a 00puB, 3aYepBABaHe U NogyBaHe Ha nuUeTo, cbpbex, YyBCTEC
3a saronnsHe wnw BpoHxocnasbM. CroblieHo e 3a efAWH cnyyal Ha axnadmnakcun,
Xapakrepusupalia ce ¢ QucnHes, cTpugop U TexbK obpue, NosBUnKN ce creq m:paum rpuem Ha

Caspofungin.
,ff%rﬂl .
- OceBeH ToBa, NpW RNAUWEHTW ¢ WHBa3WBHa acneprunosa ca noma,qsayvf 6eno' oﬁeH
OTOK, PEchnpaTopeH AUCTPEC CUHAPGM Npy BbapacThn (ARDS) u peHTE‘EHOI'paCbCK o
nHduniTpaTy.
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MpoyuyBaHKA cners npepnaraHe Ha asapa;
Joknapsaky ca cnepHUTE HEXENaHU flekapceeHn peakiinm;

YepHonpobHU HapyIeHUs;
HapytiieHWn B yepHoapobHaTa dhyHKUKs

061K ofifiakBaHuA M TAKWEA CBHP3aHKM C MACTOTO Ha npusiarale;
INMopyeaHe W nepudepeH oToK

WzcnepnBannug;
Xunepkanuuemus

4.9. lNpegosnpane

JokriagsaHo e 3a HenpegyMuLTeHo npunarade Ha caspofungin go 140 mg Ha Aen.
Tesn UHUMASHTW He ca FOBefM A0 KITMHWYHO 3HaYMMK Hexenann peakuvn. Caspefungin He e
Ananuavpyem.

5. ®APMAKOJIOTMYHU CBOUCTBA
5.1. ®apmMakofUHaZMUYHW CBOACTEA

dapmakoTepaneBTMYHA rpyna: npoTMBorsOuyeH npenapat 3a cucTemua yriotpeba, ATC
kono: J 02 AX 04.

Caspofungin acetate e nonycuHTeTUYHO, NUMONEnTUEHO (EXWHOKAHZUHHO) BELUECTBO,
CUHTE3UpaHO OT hepmeHTaUMoHHeH npoaykr Ha Glarea lozoryensis. Caspofungin acetate
MHxMBwpa cuHTesara Ha Beta (1,3} - D — rivkaH, KoWTO @ OCHOBEH KOMNOHEHT OT KreTbYHaTa
CTEHA Ha MHOTO HULLKOBKMAHY rebyn 1 apoxgn. beta (1,3) - D — rinkaH He Ce cpella B KNeTkuTe
Ha bosalinuunTe.

PydruungHaTa akimsHocT Ha Caspofungin e gemoHcTpupana cpewy rsbw oT pofa
Candida. MNpoeeaehuTe in vitro 1 in vivo u3cneasaHnWsa NokaseaT, Ye Uanaraketo Ha Aspergillus
Ha pelictBueto Ha Caspofungin Boau Ao NW3MpaHe W CMBPT Ha anukankuTe kKpaliwa na xudure
1 Ha PasKSIOHEHNATE, OTKBAETO CE M3BBbPLIBA HARPACTBAHETO U SENIeHeTO Ha KneTiuTe.

Caspofungin nputexasa in vitro akTusHocT cpetly re6un oT pog Aspergillus (Aspergillus
fumigatus [N=75], Aspergillus flavus [N=111], Aspergillus niger [N=31], Aspergillus nidulans [N=8]
u Aspergillus terrens [N=52]u Aspergillus candidus[N=3] Caspofungin nputexasa w in vitro
aKTMBHOCT cpelly Bupose oT poga Candida (Candida albicans [N=1032], Candida dubliniensis
[N-100], Candida glabrata [N=151], Candida guilliermondii [N=67], Candida kefyr [N=62], Candida
krusei [N=147], Candida lipolytica [N=20], Candida lusitaniae [N=80], Candida parapsilosis [N-
215], Candida rugosa [N=1] w Candida tropicalis [N=258]), BkniouuTenHo U cpetyy nsonamu ¢
MHOXECTBEHN YCTOWYMBYM MyTaulk, KakTo W COpAMO TesM ¢ BbTpeltHa uwnm npugobuTa
ycToidueocT KbM amphotericin B, fluconazole u 5 — flucitosine. baxa nposepenn TecToBE 34
YYBCTBUTENHOCT CBIMACHO npoMeHeHuTe ABa metoga Ha National Committee for Clinical
Laboratory Standards ( NCCLS) - metog M38-A (sa pog Aspergillus) u meton M27-A (3a pon
Candida). MyTtautn ot poa Candida ¢ HamaneHa uyBCTBUTENHOCT KbM caspofungin ca Gunu
OTKDUTW MpYM HSIKOW NAUWEHTW 7O Bpeme Ha nedeHpneto. He ca Ounu uaroteeHn obavue
CTaHOapTNaNPaH TECTOBE 3a YYRCTBUTENHOCT KbM NPOTUEOILOUYHK NMpenapaty, BKIICHUTENHO
Kem Gera ( 1-3 }-D-fnnkan cuHTesHn nHxubutopn. MIC croitHoctuTe 3a caspofungin He Tpsbea
Ba ¢& W3NON3BaT, 33 Aa ce NPEeABUXAET KNNHWYHENTE PE3YNTaTH, Thit KaTo He e Buna YeranoseHa
KOpenauus Mexay MIC croifiHocTUTE W KNMHNYKIUTE Pe3ynTaTh.. He e rpoyuBako passurueto, Ha
peancTeHTHOCT in vitro kem Caspofungin aa pog Aspergillus. MNpn Hanu4HUA orpaﬁ qet-i,mvmmel-l,-
OMUT, PEeanCTEeHTHOCT KbM Caspofungin npu nauveHT C WHB33uBHE & nep’r 10
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HabmopasaHa. Yecrorara Ha pesucTeHTHOCT kbM Caspofungin npu pasnidHvTe KIUHKYHKW
vzonatm ot Candida u Aspergillus He e nasecTHa.

UHeazueHa kanOudosa: [lBecta TpuaeceT W AeBeT nNauneHTa 0OAXa BKMiOYEHn B
npoyyeaHe cpaBHaBalio caspofungin cnpamo amphotericin B 3a nevyeHVeTO Ha WHBasMBHA
kauanposa. [leagecet M YeTupu nNaunueHTa ca umany HeyTponeuus. Hali-vectute gwarHosu ca
Ounu nHdekuns B cucTeMHaTa yuprynauus (Kanguoemus) (77%, n=186) n Candida neputoHuT
(8%, n=19); naynentn ¢ Camdida eHnoKapANT, OCTEOMWUENWUT WM MEHWHIMT ca BUMK U3KNYeHN
o7 ToBa npoydBaHe. Caspofungin e npunaran 50 mg BegHBX AHEBHO Chef Hauvanua
HaToBapealla fosa oT 70 mg, a amphotericin B e npunarak B go3a 1o 0.7 go 0.6 mg/kg/24h npn
naunentn Ges Heytponenna n 0.7 1.0 mg/kg/24h npn nauuenTdt ¢ HeytponeHwa. CpegHara
MPOABLRXATENHOCT Ha WHTPABEHO3HaTa Tepanua € buna 11.9 gHu, ¢ netepean ot 1 [0 28 gHu.
32 nonoMuTeneH OTIOBOP KbM TepanuaTa ca OunM HeobXxogumMy KakTe NpeMuHaBaHe Ha
CUMNTOMWUTE, Taka W mMukpobuonorvHo HeratuempaHe Ha Candida wHtekumaTa. [eecta
ABafeceT W YeTupy nauueHta ca 6unu BKIOYEHW B MBLPEMYHMA aHanus 3a edextusHocT (MITT
aHanua) Ha OTFOBOpa B Kpas Ha npoyvBaHara WHTPaBeHO3Ha Tepanus, NPousHTUTe Ha
NONOXUTENEH OTTOBOP KbM FEYEHMETO Ha WHBa3WBHaTa KaHAMAo3a ca Ounu cpasHumMn mexay
caspofungin (73% [80/108]) u amphotericin B (62% [71/115]) [npoueHTHa pasnuka 12.7% (95.6%,
AosepureneH nHatepean -0.7, 26.0)]. Mamexcay nauWweHTUTe C KaHgnaemms), B NbPBUYHMA aHanua
2a ecexktuerocT (MITT aHanms), NpoUeHTUTE Ha NONOXKUTENEH OTFOBOP B Kpas Ha NpoyyBaHarta
UHTpaBeHO3Ha TepanuaTa ca Guim cpaBrnMKn Mesxay caspofungin (72% [66/92]) n amphotericin B
(63% [59/94]) [mpoueHTHa pasnuka 10.0% (85.0% f[oBepuTenen nHTepsan 4.5, 24.5)]. HanHute
3a nauMeHTUTe € nokanuaauus Ha uwHdekuuAaTa W3BbH KpbBHATa LMpKynauwus ca Bunu
orpaknyeni. NpoueHTUTE Ha NONOXMTENEH OTTOBOP NMPU HEYTPONEHWYHYX RaUueHTn ca bunu 7/14
(50%) B rpynarta Ha neuenue c caspofungin u 4/10 (40%) B rpynata Ha neveHue ¢ amphotericin
B; Tean orpaHviyeHn AanHKM ce NMOTELMKAABAT U OT pe3ynTarnTe OT M[POYYBaHETO 32 EMIUPUUHO
TgyeHune.

Husasusra acnepeunosa: lUectaecer v geBeT Bb3pacThHN nauveHn (sb3pacT oT 18 [o
80 roguhK), ¢ MHBA3KUBHA acnepriniosa 6Axa BkMoYEHW B OTBOPEHO, HECPABHUTENHO NpoyYEaHe
3a oLeHKa Ha Ge3onacHoCTTa, ToNepaHTHocTTa U edekTueHocTTa Ha Caspofungin. [MauueHTure,
BXOYEHKW B NpoyuyBaHeTo, TpabBa Aa nposieABatT  pedpakTepHOCT CNRAMO CcranjapTHara
npotTeoreBuuHa Tepanus (uasBABaiia ce B OonectHa nporpecuss WAKM  HEAOCTATBEMHO
nopobpenvie cHep NpoBexaake Ha Cefem pgHesHa nporusorbbuuna Tepanus) (84% or
BKMOYEHUTE B NPOYYBAHETO NaUMEHTW) WNKW HEMoHacsM CcTaHAapTHara MpoTUBOrkOUYHa
Tepanua (16% OT BKNIOYEHWTE B NPOY4YBaHETO nauwenTw). Mo — ronama YacT oT nauueHTUTeS
MMaxa HAKaKeo noanexawo sabonasaHe (ManWrdHeHo XemartonorvyHo sabonssaHe [N=24],
anorexHa KOGTHO — MO3bYHA TPEHCMAAHTaUUs unv TpaHennaHTalums Ha cTeonosu KneTku [N=18},
opranha TpaHcrnaHTauus [N=8], conuaex Hiymop N=3] unu apyru sabonssanus [N=10]). 3a
ANarHoCTUCTAKE Ha WHBa3UBHATA ACNEPTUNo3a, KaKTo W 32 OUEHKa Ha OTroBopa KbM Tepanuara
(GnaronpusTHUA OTrOBOP W3NCKBE HanuyMe Ha KMWHWYHO SHaYUMO  PEHTTeHorpachcko
nogobperue, nogTMckaHe Ha Beneante U cuMnTomMuTe) Baxa w3nonasaHy CTPOrUTE KPUTEPUK Ha
Mycosis Study Group Criteria. CpegHaTta npogsiuTenHOCT Ha neyenneto 6e 33,7 gHu, karto
npogsmKUTENHOCTTa Bapupawe ot 1 ao 162 aun, Hesasucuma excnepTHa rpyna yCTaHoBsBY, Y&
41% (26/63) oT npuenute noHe epHa posa Caspofungin nmaxa GrnaronpusiTeH OTIOBOP KbM
TepanuaTa. BnaronpusiTed OTTOBOP KbM neyeHueTo umaxa u 36% (19/83) or pedipakrepHute Ha
nevexme v 70% (7/10) o7 HenoHacsuTe Apyra Tepanua nauvedTn. Bobnpeku ue aosute Ha
npegxoxpawara npotuecrbGnyHa Tepanus npw 5 nauwexTa, BKAIHEHW B NPOYYBEHETO KaTo
pecipakTepHu Ha nedeHue, Osxa nNo — HUCKM oF ofnyaiiHo npwunaraHuTe Npu UHB3a3IMBHA
acheprunoaa, HUBOTO Ha GnaronpusTeH OTFOBOP KbM TEpanusATa Npu Tesn nauymueHT Ge cxopeH ¢
HWBOTO NpY ocTaHanuTe pedipakTepHN Ha JieveHne nauueHTn (pecnekTuBHO 2/5 cpewty 17/48).

HusoTo Ha oTroBcp npw hauweHTtuTe ¢ GenoppobHW KU M3BBHOENOAPODHU SaEOHﬂBaHVIFI -Be,

pecniektusHo 47% (21/45) u 28% (5/18). [1sama oT ocem OT nauMeHTUTEe C M3BL ﬁreno,qpoﬁuo
aabonasaHe, NPW KOWTO MMAaLUE N KSTETOPUHMHO, BEPOSATHO MITN BEIMOXKHO YCNOXHE qe OT’CTp‘aHa
Ha LIHC umaxa GriaronpusaTer 0TroBOp KbM NPOBEASHOTO fledeHne. T

"




CAN-EE/BG-20043424

EMnupnyto nevyeHne Nby debpuiiHi B'E3pacTHU NaUWEHTH ¢ HeyTponeHnna:O6uio
1111 nayMenTa ¢ NOCTOSHHAE Temneparypa W HeyTponeHuA,0\Xa BKMOMEHM B KAWHWUYHO
npoyysaHe 1 nekysadn ¢ caspofungin 50mg gHesHo,nocneABaHo oT 70mg, UK ¢ NKRO3oManeH
amphotericin B 3.0 ma/kg/ Ha feH. Mayuenty, kouTo ca BUnK nogxoasiin 3a hpoyyBaHeTo ca
AONYYUnM XuMHOTEpanusi 38 3foKavecTeReHo a3abonseaHe unu uwM e Ouna Ranpaeeha
TpaHcnaHTayus Ha XeMONOETWYHW CTBORIOBWM KIETKW, Npw HanudHa HeyTponenus (<500
cells/mm3 3a 86 waca) U Temneparypa (>38.0°C), HenoenusiBawa ce or =96 yacosa
napeHTepanxa aHTubOakTepuanka Tepanus. MNayuenTuTe e Tpabeano aa 6u4aT nekysaHn Jo 72
4aca Cnefi 0BNafsBaHe Ha HeYTPONEHUATA NpW MakCUManHa NpoAbIEKWTENHOCT Ha TepanusTa
28 pnn. MaumerTu obave ¢ fokasaHa reOUYHE MHODEKUWA & MoXkero Aa 6bAaT nekysalu K no-
RPOABXKUTENRHO Bpeme. AKO IeKapcTBOTO ce € noHacano 4obpe, HO MaUWeHTHLT € NPoALKaBan
ha UMa TEMNepaTypa W KNMHUYHOTO ChLCTORHNE CE € BACLUMNO cnep 5 AHeBHO NeveHue, f03aTa
e Moxeno fa Opae ysenudena sa 70 mg caspofungin gHesHo (13.3% oT nekysannTe nayyueHT )
wnu Ha 5.0 mg/kg gHeBHo nunosomarneH amphiotericin B {14.3 % oT nekysaHute nauueHTh) 1085
nayueHTa 6sxa BoYeHy B MbPBUYHUA aHanks 3a edUKacHocT Ha oTroeopa (Madified Intention-
To-Treat (MITT) ananus); caspofungin (33.9 %) Gewe TonkoeBa eMEKTUBEH, XOJKOTO
nunoscmanHuaT amphotericin B (33.7 %) [% pasnuka 0,2% (95.2 % Cl -5.6, 6.0)]. Otyutan ce e
UAMOCTEH BNAronpuATEH OTIOBOR KOrato € umasno Hanuye 5 kputepus: (1) YCRewHo neveHue Ha
BCUYKM OCHOBHK ruOuvHn nHderumn {(caspofungin 51.8 % [14/27], nunozomaner amphotericin B
259 % [7/27]), (2) ycrofiuMBOCT CNpAMO MBOWYHN MHCPEKUWN NO BpeMe Ha NPUIOKEHUeTO Ha
M3CNeABaHOTO NEeKapcTBO WK 7 BHW cried npuknioveaHe Ha neuenneto (caspofungin 94.8 %
[627/556], nunozomaned amphotericin B 95.5 % [515/639]), (3) ycToluMeocT 7 pHM cneq
pWKNicuBaHe Ha Tepanusita (caspofungin 92.6 % [515/556], nunosomaned amphotericin B
85.2 % [481/539]), (4) ga He ce Hanara NpeKbCBaHe Ha TepanuaTa Mnopaju cBbp3aHa ¢
AEKapcTBOTO  TOKCWYHOCT wWn nunca Ha edwmkacHocT (caspofungin 88.7 % [499/556],
nunozomanex amphotericin B 85.5 % [461/539]), (5) oBnaasBaHe Ha TeMNepaTypaTa no Bpeme
Ha nepuoAa ¢ Heytponenws (caspofungin 41.2 % [229/556], nunozomaned amphotericin B
41.4 % [223/539]). MpouenTeT edukacHocT Ha caspofungin u nunodomanes amphotericin B no
OTHOWEHNE Ha MHhekyuM npuyuHeHy or Aspergillus e 6un croteeTHo 41.7 % (5/12) n 8.3 %
(1/12), a no oTHOWEHWE Ha KHdeKuUn npuurHenn ot Candida e 66.7 % (8/12) n 41.7 % (5/12).
Fpu nauneHTy ot rpynara TpeTupada ¢ Caspofungin ca HabniwgasaHy uHbEKUUM NpRUYNHERY OT
psgKo cpelamm ce npuuuHuteny:  Trichosporon species (1), Fusarium species (1), Mucor
species (1), and Rhizopus species (1).

5.2 PapMaKoKUHETUIHN CBOACTBA

PasnpepeneHue

Caspofungin e ¢ BUCOK NPOLEHT Ha cBbpsBaHe ¢ anbymuHa. Hecsbp3sanaTa dpakumns Ha
caspofungin B nnasmara eapvpa ot 3.5% npu 3apasn fobpoeonum Ao 7.6% npu naukeHTWTE C©
MHBa3aueHa Kanpuacsa. Pasnpegenenueto Ha Caspofungin wrpae sHauwTenda pons 3a
nnasMeHaTa My (hapMaKoKUHETHKE W NPeacTasnasa perynupalyo cTbnano 1 B ABeTe (hasn Ha
enuMuBnpate — d u B. PasnpefeneHueTo B ThKaluTe JOCTUra CBOA MakcuMym 1.5 fo 2 gHu
cnep npuemaHeTo Ha npenaparta, korato 22% oT npueTaTa fosa € pasnpeldeneHa B ThKakuTe.
Warmexaa, Ye camo manka dpakuwa ot Caspofungin, npeMuHan B TbKaHWTE NO—KBCHO Ce Bpbita
oBpaTHO B niasmata Karo HerpoMeHeHO cbefuHeHune. CriefosaTenHo enMMuBMpaHeTo Ha
NPOQYKTa 3anodBa NpW fWNca HAa PaBHOBECWE B PasnpefeneHMeTo W & HEBh3MOMHO fa ce
HanpaBW UCTUHCKa oueHKa 3a cbema Ha pasnpepeneHue Ha Caspofungin Ha HacTosWKS eTan.

MeTabonusbm

Caspofungin cnodTaHHO ce pasmpaiga AC CbefuHeHWe ¢ OTBOPEH npbCTeH. lMo—
HaTaTblWHUS MeTabonuabM BKAKYBA nentngHa xugponusa u N—adetunupade. [isa MeXaMHBHN
npoaykTa, obpasysanu no speme Ha pasrpamgaHeTo Ha Caspofungin go cbefMHeHne ¢ oTBopeH
npbeTeH, ofpalyBaT KOBanNeHTHW BpB3IKW G RNA3MEHUTE NPOTEUHMY, Kfa'éﬁ':o:':?éo,qm’ file)

LR
HeckocTeneeHHo HeoBpaTUMO CBEP3BaHe C NNa3MeHUTE NPOTenHN. AL
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MpoyueanuaTa in vifro nokaseat, uye Caspofungin He e MHXWOUTOP Ha eHauMuTe OT
cucTtemara Ha uutoxpom P — 450 - 1A2, 2A8, 2C9, 2C19, 2D6 wnm 3A4. B xnuHUYHUTE
npoyyeaHns Caspofungin He uHAyLMpPa N He MHXWDWPA, 3aBUCeLUls OT CUCTEMETZ HE LIMTOXpOM
CYP3A4, mertabonustM Ha Apyru fekapcteeHw npenaparu., Caspofungin He npepcraBnsaea
cybcTpar 3a fgelicteneto Ha P — rmukonpotend u e cnab cybetpart 3a AeRCTBUETO Ha eH3VMUTE
OT cucTeMaTa Ha yuroxpom P —450.

EnnmMuHupane u exckpeyus

Ennmurnpanero Ha Caspofungin oT nnasmata ctasa 6aBHO, Kato knupbHea e 10 — 12
mlmin. Crieq efgHovacoBa UHTPaBEHO3Ha MHMYSNA NnasmeHarTa koHUueHTpauus Ha Caspofungin
Hamannea MHorodasoeo. Kbcata d diasa HacTenBa HENoCpeAcTBEeHO cnel WHdysuaTa U ce
nocneasa ot f§ drasa ¢ Bpeme Ha nonyenuMuHupade ot 9 go 11 yaca. Vima u gonenHuTENHE Y
thasa ¢ Bpeme Ha nonyenuMuHupaHe 45 uaca. B cpaBHeHMe C  ekckpelUMATa W
BuoTpaHcthopMaursaTa, pasnpefeneHNeTo € AOMUHUPALUS MEXaHWEbM, OKaseal| BRUSHUE
BbpXY NNE3MEHUs KINPHLHC.

3a 27 gHu, npubnuantenno 75% OT mMapknpaHus ¢ paguoaKkTuBeH USOTON npenapart ce
oTgens ot oprainama — 41% B ypuHara u 34% B usnpaxueHusTa. B nepeuTe 30 vaca cnep
RPMEMENETO Ha HpenapaTa ce HabnioaasarT RUCKY HUBa Ha exckpeLna n Buotpancgopmauns.

Ekckpeunsata e GaBHa ¥ KpafHOTO Bpeme Ha NonyenuMuHMpaHe Ha Mapkupasus ¢
papgnoakTmeeH wacoton nperapat e 12 go 15 pHW. Manko xonudectso Caspofungin ce
EKCKPETMPA HenpoMeHeH B ypuHaTa (npubnusutenHo 1.4 % ot goalara).

Caspofungin ce xapakTepuaupa ¢ YMepeHa, HenuHeilHa QapMakokMHeTKa ¢
yBEMMMaBaHe Ha akymynauusta rpW nobBuUtlasane Ha posara. [lo303aBMUCKMO € M BPEMETo 3a
LOCTUraHe Ha crabunho ceeToaHue (steady state) Ha nnasmenuTe HMBA NPpW MHOTOKPATEH PEXUM
Ha npunarade.

Crneynanyy rpyny nagueHTy

MaumenTuTe c ObLOpeyHO yBpEMGaHe, C fneKocTeneHHo yepHoapobHo yepexaaHe,
HeHUTE U N0 — BbapacTHUTE NALUEHTH Ca M3NOXEeH Ha noBuLeHa ekcnosuuns ¢ Caspofungin. B
NOBEYETO CHy4yan NOBULLEHNETO € B YMEpEeHa CTENeH U He @ JOCTaTeYHO OCHOBaHME 32 NPoMAHa
Ha gosute. Mpu nauweHT ¢ NOBULUEHO TEMNO WNW CPEAHOCTeNneHHo YepHoapofiHo yBpexaare
MOXE fia € HeoBXOBUMO KOpUrnpaHe Ha fosute (BWX No — Jony).

Terno; B nonynalloHHKU DapMEKOKUHETWYHM aHanusW, NPOBEAEHW MPW NauveHTH G
KaHAUAC3a3, e YCTAHOBEHO, Ye TeNecHaTa Maca oxassa BInAHWE Bbpxy dapMakokHeTukaTa Ha
Caspofungin. [TnasmeHara KOHUeHTpaliMa Hamalisisa ¢ yBenuuasaHe Ha TernoTo. CpepHara
excrnosuuust npu nauweHTn, Texawn 80 kg ce cuaksa ga O6bae ¢ oxono 23% no — HUCKa,
OTKORKOTO MpW nauueHT ¢ Terno 60 kg (Bux rmaea 4.2).

YepHogpobHo yepexpane: [Npu nateHT ¢ nexo U yMeEpeHo YepHoapoGHo yepexaaHe
nnotia Noj Kpuearta (OTpassBalla 3aBUCHMOCTTA KOHLEHTPauuas — BpeMe) ce yBenuyasa
pecnekieHo ¢ 20% u 75%. Hsma KNMHMYEH ONWUT NpY NauveHTn © TeXKo depHogpobHo
yepexaaHe.B npoyyBaHe C MHOMOKpPaTEH pEXUM Ha nNpularaHe ce  YOoTaHoBaBa, uYe
HaMalABaHeTo Ha [osarta Jo SHeBHa 8032 oT 35 mg, npu nauueHTW ¢ yMepeHo yepHoapobHo
yepexgaHe BoAW A0 chliaTa rofemuHa Ha nnowa noj Kpueata, Karto Tasw HabnogasaHa npu
naumeHTy ¢ HopManHa YepHoapoBHa hyHRUUS 1 CTaHAapTHO fosnpate (BuxX pasaen 4.2).

Bwbpeuno yepexaaHe: B kuMHWYHM npoyusaHus Ha efgHokpatHa 70 mg poas,
thapmaxokuHeTukaTa Ha Caspofungin e cxogHa npu goBpoBonuyW ¢ nexka creneHd Ha 6bbpeuHa
HefoCTaThYHOCT (KpeaTuHuHoB knmpbHe 50 go 80 ml/min) n koHTponHaTa /rl’g:lynauu;i.w_l'lpu
yMepeHa (kpeatMHMHOB KNWpBHC 31 fo 49 mlifmin), HanpeaHxana (HpeaTMHVII-}OB’:‘!{ﬂv_IdeQHC,S Ao 30
ml/min) n Tepmunanya (kpeaTWHoB KMMpBHC < 10 mimin; guanusna 3aaﬂch‘@hocﬂ”636|ge‘gu'a\_
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nnasmeHaTta KoHUeHTpauus Ha caspofungin (gnanasod: 30 fo 49 % yeenuyeHue Ha NNOLWWE NOA,
kpueata). Mpy yMepeHa 1 HanpegHania 6b0peuna HEAOCTATEYHOCT APN MauveHTt ¢ MHBA3WBHE
KaHgwuno3a, esocthareanHa KauAwLosa WKW MHBE3VBHA acneprinosa, NPUeEMalM HAKOAKD NMbTH
aHeBHo CANCIDAS 50 mg, He ce Habniogasa sHaunm edekT BbpXy niiasMeHuTe KoHUeHTpayn
na Caspofungin. He e HeoOxonuma npomsHa Ha fozute npv ObOpevHa HEQOCTATBYHOCT.
Caspofungin He ce Awanwawpa, nopagw KOETO chef Xemoawanuia He e Heobxoaumo
MpUIaraHetTo Ha AONbAHUTENHS [03a.

lMon: Fnasmenara xoHueHTpauma Ha Caspofungin e cpeako 17 — 38 % no-Bucoka npw
KEHWTe, B CPaBHEHNE C MbXeaTe.

Bwapact: HaGnogaeaHo e ymepeHo ysenwyasane Ha FMK (28 %) v Coyp (32 %) npn
Bb3PACTHU NaUMEHTU OT MBLXKKM MON, B CPaBHEHWE ¢ MNaay nauveHTy oT MBXKM non. Mpu
nauneHTy, Kouto ca Gunu NoancxeHW Ha eMIUPWMHO NEeYEHWe WK KOUTO MMaT WHBasWBHa
KaHgwposa, nopobeH ymeped ediekT Cnopes BL3pacTTa € HabriofnaBad NpW [o-Bb3pacTHUTE
CTIpAMO Mo-MAaauTe MaUueHTw.

Paca: ®apMakoKMHETUMHI [AaHHW NOKa3BaT, Ye HAMa KITMHUYHO 3HAUMMKU Pasnuki BbB
thapmakokuHeTukaTa Ha Caspofungin Apu Xopa oT PasnuMHITE PAc: KabKasKa, CIaHCKa, Herpu
¥ MeTUCH.

5.3. NpesKnnHUYHY AaHHM 3a 6e30nacHOCT

MHOFOXpaTHYS M3NWTBAHWA 33 XPOHWMHA TOKCWMHOCT MPM IMILXOBE W MalMyHW, npu
M3NOMN3BaHeTo Ha A03W A0 7 — 8 mg/kg NocTaBeHM MHTPaBEHO3HO ca MOKA3anW Hanuuue Ha:
peaKkuun Ha MSACTOTO Ha MHMXEKTUpaHeTo W Np¥ N[RbXoBe, W npu malimynu; Genesn sa
OoCBOOOXAABAHE Ha XMCTAMUH NpK MITbXOBE W AaHHW 38 AUPEKTHO yBpewgaHe Ha YyepHua apob
npy maimyHn. MpoyyBaHna 3a TOKCMUHOTO AeficTBUE BLpXY PasBNTUETO Ha MITbXOBe NOKas3earT,
ye B goa3n ot 5 mg/kg Caspofungin npuunHssa HaManseaHe Ha TernoTo Ha Nnoja U ysenuiyeHne
Ha cnyJyaute Ha HEMbAHa ocltbuKaums Ha npelunerHi, MbAHa KOCT 1 Yeper, KOETO e ChYETaBa
CbC CTPaHU4HK eheKTn ¥ OT CTpaHa Ha MalunHua opraHusbM — Genesu 3a oceBoBON/IaBaHE Ha
XUCTaMuH B BpemeHHu nnbxoBe, CrOGLUEHO € U 3a yBenuyasaHe Ha crydauTe Ha passutue Ha
Lwmiinn pebpa. B in vitro aHanusu sa noTeHuManHia reHOTOKCUYHOGT, KaKTo W B in VivO M3BBbRLUEHN
XPOMO3OMHY TECTCBE Ha MMM KOCTEH MO3LK He Ce YCTaHoBABa reHOTOKCMYHOCT  Ha
Caspofungin. He ca npoBexpaHi RPOSLINKMTENHN TIPOYYBaHNS BLpXy XWBOTHM 32 OLEeHKa Ha
noTeHUKanHaTa KaHEepOreHHOCT.

6. PAPMALIEEBTUYHW JAHHN
6.1. CNCLK Ha AOMOLHNTE BellecTBa U TEXHUTE KoNUiecTRa

Sucrose - 39.0mglvial

Mannitol — 26.0 mg/vial

Glacial acetic acid — 2.0 mgfvial
Sodium hydroxide —gs pH 6

6.2. DU3NKO-XKEMHWYHN HeCHLBMECTUMOCTH

[a He ce cMmecBa ¢ pasTROpUTENW, cbabpxatiy rrokosa, Tel kate CANCIDAS He e
cTabuned B Takuea pasTeopu. [la He ce cMmecBa WK WHAY3Mpa eAHOBPEMEHHO C LPYFK
MEAULUHCKW NPOSYKTH, Tt KaTo HAMA AaHHKW 38 chBMecTumoctTa Mexpy CANCIDAS u pyrmn
WHTPABEHO3HO fpunaraHi cyberaHyum, gobaski Mk NEKapCTBEHN NPoayKTu.

6.3. Cpok Ha rogHocT
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PasTBopeHnaT KoHueHTpaT TpsbBa p[a Obae wmsnonssaH HesabaBHo. [aHHuTe 3a
YCTOWUWBOCT MOKasBaT, Y& NONyyeHWsAT KOHUeHTpaT 3a WH(YsMoHeH pasTBOp MoMe fAa ce
ChXpaHu Jo 24 yaca, korato qinakoHLT € NoCTaBeH Npu Temneparypa Ao 25 °C 1 pasTeopsT &
NPUroTBEH C BOAA 3a NHXEKLWW.

PaspegenusT, Beve roAeH 3a npunaraHe BbPXy natueHTH UHdysuoHeH pasTeop Tpabea
ba 0bge usnonasaH HesabasHo, [aHHnTe 33 cTabUNHOCT NOKa3BaT, Ye NPCOAYKTET MOXe fa ce
¥13n0N3Ba B NpogbimKkeHne Ha 24 yaca npu cbxpaHeHwe [o 25 °C wnu B npogbnxeHue Ha 48
yaca, KOraTo CcakeT (CTekNeHara BaHka) 33 WHMY3Ws ce cbxpaHABa B XASBWITHUK NpH
Temnepatypa oT 2 go 8°C, a pazteopsT € npuroteed ¢ 0,9 % (9 mg/ml), 0,45 % (4,5 mg/ml) wrm
0,225 % (2,25 mg/mi} uHtbyaMoHeH pasTEOp Ha HATPUEB XKopupn wny pasteop Ha Pwhrep —
nakrar.

OT MuKpoDNONOTUYHE [MegHa Touka, PasTBopbT Tpsabea Aa ce usnonssa HesabasHO. Ako
He ce uanonsea HesabaBHO, BpeMeTo Ha CbXpaHeHWe W ycroewsTa npegm ynotpeba ca
OTrOBOPHOCT Ha noTpeburenn U HopmanHo He O cnefsano Aa Npesullasar 24 vyaca Npyu 2 fo
8°C, ocBeH @Ko pasTEapAHETO W PaspEX[aHETo Ca CTaHanyu B KOHTPONUPaHU CTPOTo acenTuYHN
YCHOBWSI.

6.4.CneunanyM YCHOBUA Ha ChXpaHeHue
HeoTBOpeH dbnakoH — ChxpaHeHne npK Temnepatypa ot 2 fo §°C (B XMagunHng).

Paateoperusit KOHUEHTpaT Tpabea fga Obae nanonssad HezabaeHo. [pu TemnepaTypa
25°C Heroeara MsKuyHa N XUMWYECKa roJHOCT Ce 3anasear [0 24 vaca.

PazpepeHunsT, BEYE FOfeH 3a NPUIOKEHUe BbpXY NaunueHT pasTeop 3a nHoysus Tpsabsa
na Bbae uwanonzeaH HesaGaeho. TMpu Temnepatypa 25°C Heroeata MUIMYHE U XMMUUECKa
rofqHoCT ce 3anassar go 24 Jaca, a npu Temneparypa 2 f1o 8°C (B xnagununk) o 48 vaca.

f
CANCIDAS He cuabpxa KoHcepsaHTh, OT MUkpoBKonoriuHa rnegHa Todka, hpoaykra
Tpsibea pa ce manonaea HesabaeHO. AKO He ce nanonsea HesabaBHo, BPEMETO Ha ChXpaHeHne U1
ycnoeusaTa npepu ynotpeba ca otroBopHOCT Ha noTpebutens U HopmanHo He Ou criegeano ga
npeeuasaT 24 yaca npw 2 Ao 8°C, ocBeH aKko pasTBapAHEeTo W paspexfaHeTo ca cTaHann B
KOHTPOMUPAHK CTPOro acenTh4HY yornoBuns.

6.5. LaHuy 3a onakoBKaTa

CrokrieH conakoH 0 | ot 10 ml cbe cuBa OyTUIOBa 3anyluanka ¥ NiacTMacosa Kanayvka
¢ YepBeHa anyMUHUEBa NeHTa 3a egHoKpaTHa ynotpeba.
[loctaes ce B KyTWY, ChAbpXKalln eanH dnakoH.

6.6. lipenop®xy npy ynorpedba
PaaTeapsiHe Ha CANCIDAS

OA HE CE WM3NOA3BAT PA3TBOPUTENKM, CLABLPXAUIM THRIOKO3A, Tt Kato
CANCIDAS He e crabuneH B Taxmea pasteopu. JA HE CE CMECBA WKW WNHOY3IUPA
CANCIDAS C KAKBATO YW QA -E OPYIM MEOWMKAMEHTW, Teit kato HAMa HaHHW 3@
chemecTumocTTa Mexgy CANCIDAS v gpyrv MHTpaBeHO3HO npunaraHu cyGeTaHuun, nobasku
WK feKkapcTeenr npoaykTu. Ornepaiite pasTeopa 33 GOMbBbTHSBAHE WNY NPOMAHA B LBETE.

Ctenxa 1. PasteapaHe Ha oDMKHOBeH ¢hnakoH. .
3a pa pazteopwuTe RpaxoobpazHoTo BELWEecTBO, MNocTaBeTe cb aKOHa Ha “gralba
TEMNEPATYPA W KATo CnaseaTte npaeunaTa 3a acentuka, gobasete 10,5 ,qBonHo,.qechnmpaHa

Shargead |
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BOAA 33 MHKeKUW. KOHUEHTpaUNWATa Ha Taka NPUrOTBEHMA BLB (hNakoHa pasTeop e Guae 5
mg/fml.

benust fo GnefoxkpemaB KOMAaKTeH, AMOtMAM3UPaH fpax Ce pasTBaps HambiHO.
PazmeceTe BHUMATENHO, A0 NONy4YaBaHeTo Ha OWCTBLD paaTeCp. [OTOBUST pasTeOp crefea Aa
ce orneaa 3a MLTHWHK VUITW MpomaHa B yeeta. Taka NonyyeHUsT PasTeop MOXE LA ce CbxpaHAsa
B0 24 yaca npu Temnepartypa fo 25°C.

Cronka 2. lNpubaeane na pazreopehna CANCIDAS kum MHpY3MOHHUA pasTBOp Ha
MaUueHTa.

PaspepurenuTe, KOUTO Ce MIMNON3BAT 3a NPUIOTBAHE Ha KpallHWs pasTBop 3a MHy3uA
ca pasTBROPW Ha HaTpUER XNOPUE WnK PasTeop Ha PuHrep — naxtat. PasTBopsT 32 UHGY3UA ce
NPUroTBA, KaTo crnassaiiky mpaeunata 3a acenTuka npubasare HeoBGXOgUMOTO KONMYECTBO OT
pasteopeHmns koHuenTpaT CANCIDAS (kakTo e nokasaHno no — gony) Kbm 250 mununuTpos cak
MnK cTbkneHa GaHka, MNMpr HeoBxoAUMOCT (OT MeRUUMHCKa rmefHa TouKa) 3a JHeBHUTe [o3K oT
50 u 35 mg moxe fa ce u3Non3Ba wHdysms ¢ HamaneHn obem ot 100 mi He npunaraiite
pa3TEOPE aKo B HEFO MMa MBTHUHIM UNK YTalika, Taka NpUroTBeRnAT pasTeop 3a WHopy3ns Tpabsa
ha ce UaNonsea Ao 24 4yaca, ako Ce CbXpaHaBa npu Temnepatypa 8o 25°C 1 go 48 yaca, ako ce
cbxpaHsBa npy Temneparypa or 2 go 8°C. Xumnueckata v uandHata crabunHocT Ha
NPUIOTEAHUS G NOMOILLTA HAa CTepWNeH pasTeEop Ha PuHrep - nakvat WAW pasTeBop Ha HaTpues
Xropug B korueHTpaums 9 mg/ml (0,9 %), 4,5 mg/ml (0,45 % ) wan 2,25 mg/ml (0,025 %)
pasteop 33 uHdysust ce sanasear 24 uaca npu Temnepatypa no 25°C u 48 uvaca npu
Temnepatypa of 2 go 8°C. Ot muxkpoSuonoruvda rHegHa Touka, npogykra Tpsbea ga ce
W3non3ea HesabaeHo. AKO He ce W3NoM3Ba HesabaBHO, BPEMETO Ha CbXpaHeHne W YonoewsATa
npeawu ynotpeba ca OTrOBOPHOCT Ha noTpebutens v HopManHo He OW cnefBano na npesuiiasar
24 yaca npwn 2 go 8°C, ocBeH .aKko PasTBapsAHETO W PaspeXaHETo ¢a CTaHany B KOHTPOAWPEHU
CTPOrO aCEnTUYHW YCHOBUA,

TABIWHA
NROANOTOBKA HA PASTBOPA 3A VH®Y3UA

fosa * Obem Ha pasTeopeHus |CTangapreH npenapat [HamaneH o6eM Ha
CANCIDAS z3a (pasTBOpEHUA uHdbyzunaTa (pasTEOpPEHUS
npexebpsisHe B caka  |CANCIDAS ce npuBasa |CANCIDAS ce npubaest KM
niiM 6aHKaTa 3a KbM 250 ml) kpaiHa 100 ml) xpaiHa
nHcyzns KOHUEHTpauus KOHUEHTPaUWs

50 mg 10 ml 0.19 mg/ml -

50 mg npy no-manbk

obem Ha pasTeopa 10 ml - 0.45 mg/m|

35 mg npn ymepeHa

yepHoapobHa

HenocTars4HocT (0T

epns 50 mg dinakoH) 7 ml 0.14 mg/ml -

35 mg npu ymepeHa

YyepHofpoGHa

He[0CTatTbYHOCT (OT

enwk 50 mg tbnakoH) npu

no-mankK ofem Ha 7 mi - 0.33 mg/mi

pasTeopa

* TpaBea na 6baaT usnonasakn no 10.5 ml 3a pasyBapsHe Ha BCEKM d18KOH

7. AME W AOPEC HA MPUTEXATEINS HA PASPELILIEHUETO 3A Y[ OT:&FE&-.‘M"”
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Merck Sharp & Dohme IDEA Inc.
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Schaffhausersirasse 136, 8152 Glattbrugg

Useliyapua

Tenedon: 41-1-828-7700

dake: 41-1-828-72078
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