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MHHICTEPCTRO HA 3OPABEOMASBANETD

TipacHemse 1o
1. ThPTOBCKO HME BA JIEKAPCTBEHWS IPOXYKT | Paspelierite saynorpesa it {4 o Hlaa. o op

CANCIDAS® 7 / 509 0% ;Q’W

2. KAYECTBEH ¥ KOJIMYECTBEH ChbCTAB

KPATKA XAPAKTEPACTHKA HA ITPOAYKTA

Beexu dnakon copppxa 70 mg Caspofungin, exsupanenTes Ha 77.7 mg Caspofungin acetate.
OTHOCHO MOMOLIHKTE BEIECTBA BYIK pasnen 6.1

3. JEKAPCTBEHA ®@0OPMA.

Ilpax 3a KOHLEHTPaT 3a HHQY3HOHEH Pa3TBOp.

OnakoHBT CHABMKA 051 10 CBETNOKpEMaB, KOMIIAKTEH, THOPUIN3KPaH Npax.
4. KIHNHWYHH TAHHHA

4,1 TepaneBTHIHH KOKA3AHHSA

. 3a nevcHNE HA HHBa3HBHA KAHAMAO32 NPH BE3PAcTHH IALHEHTH.

. 3a neueHHEe Ha MHBAa3HBHA aclNEpPruio3a NpH BB3PaCTHH HAalUMEHTH, KOHTO ca
HEeTIOAATIMBY MIH Mé NOHAcAT jedeHHWeTo ¢ amphotericin B, nunmpnara CBCTaBKa Ha
amphotericin B n/uny itraconazole. KaTo HenofaTMBOCT KbM TEpallHATA C€ 03HAYABA BIOLNBAHE
Ha HEMEKIHATa Hid HeJOCTATEYHO MoKoOpeHHe Cex MpoBeXane Ha MAHHMYM ceieM NHEBHA
eeKTHBHA IPOTHBOrE0HYHA TEPAIHS B TePANeBTHYIHH JO3H.

. 3a eMIHPHYHO JeYeHHe Ha mpefmionaraemute rpOuunn nagexuun (xato Candida u
Aspergillus)npu ¢eOpuAHA BE3pacTHY NAIUEHTH C HEYTPONCHHA.

4.2 No3npoBKa H HAYHHA HA GPHI0ReHHe

CANCIDAS 1paGea ja ce mpunara OT f€KapH C ONNT B JEUESHHETO HA MHBA3MBHE [HOWIHH
HEQEKIHH.

Cnen pasTeapsHe M paspexlane, pasTBOPBT C¢ HpHiara gpes 6asHa, MHTpaBeHO3Ha HHQY3HA
npubnH3UTENHO 32 efuH dac. Jla He ce cMecBa M Jia HE ¢€ HH(Y3Hpa eZHOBPEMEHHO C XDYTH
MEJUKAMEHTH, Thif KaTo HAMa JaHHH 32 chbBMecTHMoctTa Ha Caspofungin ¢ Apyru mpuaarabu
HHTPABEHO3HM CyGcTanuuy, RoGaBku unu fexapcersend npoaykt. JJA HE CE U3IOJISBAT
PA3TBOPUTEJIM, CBIABPXAIIU I'TIHOKO3A, tit kato CANCIDAS we e crabunen B
HpHCHCTBHETO HA TAKHBA Pa3TBOPHTENH. 3a MPENOPBKHTE OTHOCHO DAa3TBApAHETO BIDK pasfien
6.6.
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Haj 80 Kr cieg HayanHaTa HaToRapsalla fo3a oT 70 mg ce Mpenopbysa IPUROXEHHETO
Ha CANCIDAS 70 mg/mueBHo (Bwk pasgen 5.2). Jlo3u mo-BucoKH oT 70mg Ha AcH He ca
JoOpe npoydenmu.

[pEsmxuTenHOCTTa HA SIMAPHYHOTO JeYeHHe, TpA0Ea 1a ce OCHOBAaBa Ha KIHHHYHUA OTFOBOD Ha
naryenta. Jlewemwero TpAGBa Ja WpomBIDKH A0 72 daca cnex  obiajgBaHe Ha
HeyrponeHMATa(ANC>500).JTanueHTH, IpH KOHTO € yCTaHOBeHA rpbHuna underuys, Tpabea aa
Ce JNeKyBar MHHEMYM 14 HHM,H JeueHMeTo TpA0Ba Jla NPOALIKH MOHE 7 NHU CHEN Karo
HEYTPONIEHHATA ¥ KIHHAYHHUTE CHMITTOMH €4 OBNAITHE.

TlpomemxuTeNHOCTTa Ha JIeUeHHETO TIpM MHBAa3MBHA KaHOHM[03a CE& OHIpEReld CHOopex
KAHHUYHHA M MAKPOOHONOTHYEH OTTOBOpP IPH KOHKpeTHHS manueHT. Cnes kato ce oTOenesxu
rnofoOpeHne B CHMIOTOMHTE Ha WHBA3HBH2Z KaHAWEO03a H CE HEeraTHBHPAT KYITYpenHHTe
H3CIAERBAHUA, MOXKe Ha ce oOCHAH TMpeMHHABaHE KBM TepopaliHa IPOTHROIBEOMYHA Teparnus.
Haif-061110, MpoTHBOrEOHYHATA Tepamus CHeFBa Ja MpoAbIbkK NoHe 14 mHM cnep mocnexHara
HO3HTHBHA KyATYpa.

HponskuTenHoCTTa Ha JISYEHHETO NpY HHBA3HBHA aclepruiio3a ce OUIpefens WHAHBHIYAJHO
IpU BCEKH OTAeieH ciy4ail W Tpsadea Aa ce Oa3upa Ha TexecTia Ha OCHOBHOTO 3abomsBane Ha
HanHeHTa, NPEOAONABAHETO HA HMYHOCYIPECHATA M KAHHMUHWAT OTTOBop. B moBedero ciydan
nedeHneTo TpAGEA k& NPOLBIKH MOHe 7 IHM CIief 3aTHXBaHe Ha CHAMIITOMHUTE.

ITpu manueHTH Ba Hampeaxala BB3pacT (65 W Haa 65 roaMuu), miowra nog kpueara (AUC) ce
yBenu4asa ¢ okono 30 %. Brupeks ToBa He € HEOOXOAUMO CHCTEMHO Aa C€ KODUTHpPar JO3WTE.
OnuTsT, X0#iT0 HMaMe, e OrpaHHYEH NPH NALHEHTH Ha BB3PACT 65 u Han 65 Foxuny,

He e Heobxonumo kopurupage Ha H03aTa HA JIEKAPCTBOTO B 3aBHCHMOCT OT IIONIa, pacaTa Wik
TIpH HallM4He Ha yBpexade Ha OnOpeunara dynxuus (Bux paznen 5.2).

Ilpn neka cremen Ha yepHonpotua nemoctateuHocT (uuzexc Child — Pugh 5 no 6) me e
HeoOXONHMMO KOpUrHpaHe Ha Josata. IIpH IalHeHTH ¢ yMepeHa CTeleH Ha jepHOoApofHO
yepexcaane (uupexc Child — Pugh 7 mo 9), ce mpemopruea npunoxennero Ha CANCIDAS B nosa
35 mg msHeBHO. HavamHa HatoRaprRamia Aoza oT 70 mg cAenBa fa ce NPHIIOXKH Mpes IEPBHA ReH.
Hsma kNHBHYEH ONHT NPH MANHEHTH ¢ TeXXKa HepHOApoOHa HemoctarbudocT (MHAekc Child —
Pugh no — roism ot 9) (Bux pazgen 4.4).

Caspofungin acetate He e npoyusan npu aena. He ce npenopbusa ynotpefara Ha MeIUKaMeHTa
TpH DanuenTd moa 18 roguuu.

OrpaHu4eHN Q»aHHM COYAT, 4e CIEABA ja Ce NpelicHH YBeIHYaBaHe Ha JHEBHATA 1034
CANCIDAS no 70 mg/nueEH0, cles HpUAOKEHHETO Ha HATOBapBamiata jo3a oT 70 mg, npH

enHorpeMeHnoTo npunoxenne Ha CANCIDAS c¢ onpeneneHy eH3MMHH HHAYKTOPH {BIJK pa3men
4.5).

4.3 llpornsonoxazanmns

CBpBXYyBCTBHTERHOCT KbM caspofungin acetate wiH KbM HAKOM OT IOMOIIHHTE BelECTRA.
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OrpaHu4eHd SaHHH HPENONaraT,ue HAKOH Io-PEAK0 PaspocTpaHeHy rE0H,KONTO He ca 0T pox
Candida u Aspergillus,ue ce moenusear ot caspofungin. Eduxacuoctra na caspofungin cpeiny
TE3U HATOrEHHY T'E0H He & yCTaHOBEHA.

EnnoBpemenHoTo npunoxenue Ha CANCIDAS m cyclosporin e mpochaefieHO IIpH 3ApaBH
nobpoBonHu H mpu namuHTH. [IpH HAkOM 3npaBH NOOGpOBONIM, NPHEMANIH EIHOBPEMEHHO
cyclosporin B nosa 3 mgkg nsa meTH ApesHo u Caspofungin ce e nabnronasano mpexopHo
NnopulaBasHe Ha alaHWH aMuHoTpaHcdepasata (ALAT) u acnaprar amuHoTpascepasa (ASAT)
JO CYOMHOCTH A0 TPW IWHTH NIO-BACOKH OT TOpHaTa IpabMia Ha HODMAaTa, KOETO & NpeMHHAN0
Cliel TIpeKBCBaHe Ha JIeyeHHeTO. B efHO PeTpOCHeKTHBRO H3NHTBaKe ¢ 40 naluenTy, NeKyBaH4 ©
CANCIDAS u cyclosporin ipu HanHu#eTO MM Bede Ha Iazapa, B HpoAbmKeHHe Ha 1 1o 290 man
(cpenso 17.5 puu), He ca OTOENAIAHH CEPHO3HH YepPHOAPOOHH HeKeNaHH NEKAPCTBEHH PEaKIMH.
Te3 panmu npennonarar, ye CANCIDAS Moske na 6p18 H3HOA3BAH IIpH HaUHEHTH, IIPH KOKTO Ce
npunara u cyclosporin, ToraBa xorato HOTERIMANHATA [0J3a HAAXBBPIA NOTEHIMAIHMA PHCK.
[Ipu exuospemennoTo npuioxkenne nHa CANCIDAS m cyclosporin ¢ Heobxommmo 4ecTo
npoclieAsBaHe Ha CTOHHOCTHTE Ha HePHOBPOOHHTE SH3HMH.

Tlpu DAuMenTH ¢ Jleka WM yMepeHa cTelled Ha yepHosipobHO yBpexcnane, AUC ce ypennvara ¢
20 no 75 %. Tlpu yMepeHa cTeneH Ha yepHOZPoGHO YBPEeXAaHe ¢€ HpeNnophkiBa HaMalgBane Ha
mojTBpIKANIATA GHEBHa Jo3a Ao 35 mg. HaMma knuHHYEH ONMT NpH NAUMEHTH ¢ TEXKA
yepHonpo6Ha HEAOCTATPYHOCT. [10-BHCOKATA EKCIIO3HIMA IPH NALMSHTH ¢ TEXKa YepHOAPOOHA
HEHOCTATHPYHOCT, B CpaBHEHME ¢ Te3H C yMepeHa CTeleH Ha yepHoapobH2 HeAoCTaThYHOCT,
panara neuvennero ¢ CANCIDAS fa cTaBa ¢ NOBHINEHO BHUMAHHE NpH TE3H NaNUEHTH (BHX
pasmen 4.2 u 5.2).

Wundopmammsta OTHOCHO Oe30IacHOCTTA 3a MaUMeHTA NPH NPOBCKEAHE HA JEYCHHE,
APOABIKABAINO HAJ| METHPHCEMUIH € OTPaHKY€eHa, BBIIPEKH Ue B NPU Mo~IBIrH TepaneBTHYHH
xypcoge Caspofungin ce monacs xo6pe (1o 162 auu)

4.5 JlexapcTBeHEH B APYTH B3aBMOAEHCTBHS

ITpoy4Banms in vitro, nokassar ue Caspofungin acetate He HHX#GHpPa HHTO €JHH OT SHIUMHUTE OT
cucremara Ha muToxpoM P 450 (CYP). B wmnnunn npoyusamus Caspofungin He HHEyLHpa
KaTanu3upanus ot muroxpoM CYP3A4 mevaGonussm Ha mpyrn Bemectsa. Caspofungin me e
cyGerpar 32 P ~ riuxonpoTtenH u e cnab cy6eTpar 3a €HsUMETE OT CHCTEMaTa Ha LUToXpoM P
450. Bohnpeks TORA, B KIVHWYHM H (APMakoMOIHYEM mNpoyuyBamuaA € Habmonasaxo
B3anMopeiicTere Mexay Caspofungin ¥ Apyry JiekapcTREHH HPOAYKTH (BHXK IO — AOIY).

B xBe KIMHWYHH NPOYYBaHus, HPOBEIEHH BBRPXY 3npaBu nobposonmm cyclosporin A (mpHeMaH
enHOKpaTHO B nosa 4 mg / kg unum ABYKpaTHO, mpe3 12 — yacoB HHTepBan, B mo3a 3 mg/kg)
yBemMyaRa NIOITa TOA KpuBata Ha Caspofungin ¢ oxono 35 %. Tasu nioll, Haif — BEPOATHO &
yBenH4¥apa HOpany HaManABaHe Ha CTereHTa Ha pasrpaxaene Ha Caspofungin ot wepnus npob.
Caspofungin He ypenwyapa NnasMeHWTe HEBA Ha cyclosporin. HaGmozaBamo © TpaH3WTOPHO
HOBHINaBaHe Ha YepHoapobruTe ensnmu ASAT u ALAT 1o Tpu meTH Hal rOpHaTa rpaHula Ha
HOpMAaTa TIPH efHOBPeMeHHOTo nprioxkeHue Ha Caspofungin u cyclosporin, KoeTo e npeMHHAIO
clex NPeKBCBANe Ha TepanusTa. B JHO PeTPOCIEKTHBHO H3NHTBaHe ¢ 40 MaNueHTH, JeKyBaHH C
CANCIDAS u cyclosporin Ipu HATMYHETO WM Bede Ha fa3apa, B pofkkenne Ha 1 o 290 muu
(cpesHo 17.5 muM), He ca 0TOENA3aHH CEPHO3HHA YEPHORPOOHH HEXeaHyu JISKapCTBEHH PeaKIluy
(Bwk Touka 4.4). Ako Te3u [Ba MeOMKAMEHTa c¢ HpUaraT €IHOBPEMEHHO € HeobXOAMMo
HEnpeKLCHATO MOBHTOPHPAHE Ha YepHOAPOOHUTE SH3HMH.
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Caspofungin namanapa Haii-HIICKMTE INA3sMeHH KOHOEHTpalMM Ha tacrolimus ¢ 26%. Ilpu
NAUEHTH, NpOBeXIAINM Tepanus ¢ JBata MeJUKaMeHTa € 3aJbJDKHTENHO CTaHA2PTHO
npocneAsBaHe Ha KOHUEHTpauusTa Ha tacrolimus B XpbBTa U ONpeAese Ha MOIXONIMATA J03a
CTOpen Hed.

Rifampicin npenuspuksa ysenunyarade Ha AUC c 60 % u ypenuyaBa Haii-HMCKATA IIa3MeHA
xoHnenrpauua Ha Caspofungin cbe 170 % npes mepsHs OeH, NpH €NHOBpPEMEHHO Havalo Ha
NPHIIO’KSHNETO HA ABATA MenuKkameHTa. [Ips noBTopHO NpreMaHe Ha MeMKaMeHTHTE KpaliHaTa
koHuenTpauus Ha Caspofungin nmocrereHHO ce moHwkaga, Cren IBYCeIMHYHO MpHIOXKEHHE
Rifampicin #Ma orpanuyeH edekT BepXy Iomia 1OI KpHBATA, HO Hail-HHCKUTE IJIa3MeHH
koHueHTpaunu Ha Caspofungin ca 30% mo-HmcKH, B cpaBHeHHe C NalWeHTHTE, TpUeMallu
Caspofungin camocToaTenno, MexaHH3MBT Ha B3auMoxelicTBHe Moxe na OBAe CBHpP3aH C
ObPBOHAYANHA HWHXHOMIMA M IocieABalla MHAYKIMSA Ha TpaHCHOpTHH HpoTenHH. Ilomoden
eexT MOXKe Ja ce OMaKBa H IPH APYTH AeKAPCTBEHH MPOIYKTH, KOUTO HpeAH3BHKBAT HHIYKLHA
Ha eH3MMMTe, yvacTBami B MeTabonnsMa. OrpaHudeHM JaHHM OT NORYJNAUHOHHH,
(hapMaKOKHHETHYHH [IPOYYBaHHS IIOKa3BT, Y& eHOBPEMEHHOTO NpunoxeHue Ha Caspofungin ¢
BHAYKTOpHTE efavirenz, nevirapine, rifampicin, dexamethasone, phenitoin unu carbamazepine
MoXe Jia ioBefle 10 HaMallsiBaHe Ha IO Moj KpueaTa Ha Caspofungin. [Ipu efHOBpeMeHHOTO
npunoxerye Ha Caspofungin ¢ eHsmMHH HHAYKTOPH, CHeJ NbPBOHAYANHATA HATOBapBallla 1032
ot 70 mg, Tp#6Ba Ja ce oOMuCHN yBenuuaBale Ha JHEBHATA IOJABPXKAILA fo3a Ao 70 mg (B
pazgen 4.2).

Knunnupy npoyusaHHA TNpu 3Apasd AoOpoBoild IOKasBat, Y€ (DapMAaKOKHHETHKAaTa Ha
Caspofungin He ce mpoMens B KIHHHYHO 3HauuMa cTemeH oOT ifraconazole, amphotericin B,
mycofenolate, nelfinavir wmny tacrolimus, Caspofungin He OxasBa BIMIHME BBPXY
thapmaxokuseTrkata Ha amphotericin B, itraconazole, rifampicin mmm mycophenolate mofetil.
Msrnexna He ca HeoOXONMMH CHELHMaNHM NpeAlasHH MepKM, BBIOPEKH 4e AAHHHTE OTHOCHO
BesomacHocTTa IpK eAHOBpeMeHHOTO npHnoxkenue Ha Caspofungin ¢ amphotericin B,
itraconazole nelfinavir unu mycophenolate mofetil ca orpannven.

4.6. BpeMeHRGCT H KbpMEHE

Hsma xnuaM4yy nannu 3a nanonssadero Ha Caspofungin npu 6pemennu. Caspofungin ne tpaGea
Ja ce HW3M0N3Ba NpH OpeMEHHOCT, OCBEH aKo ToBa He € abcomorHo Heobxomumo. Hama curypuu
JaHHH 3a ynorpefata Ha Caspofungin npu 6peMeHHH xenu. [Ipoyusanus BePXY PA3BUTHETO Ha
[oja HpH XKHBOTHK IOKA3parT, ue npHioxennero Ha Caspofungin Bomu a0 Hexenanu edekTH
(smx pasgen 5.3). IIpoyuBaHnATa BBPXY JKHBOTHM IOKa3paT, ue Caspofungin mpemusasa mpes
nnanenrapHarta bapuepa. IloTeHMUATHUAT PHCK 3a YOBEINKUA 3apOJHIN & HeH3BECTEH.

Ipu xppMetnn sxusoTHA Caspofungin ce exCKpeTHpa ¢ MIgkoTo, HaMa nanHu Iiany JekapcTBOTo
Ce eKcKpeTHpa ¢ MajfyHHaTa KbpMa H upH xopa. J(enn, npueMamyu Caspofungin we Tpsbsa ma
KbEPMAT.

4.7. EdexTn BBpXy cnocoGHOCTHTE 32 oppaHe H padora ¢ MANIAAR

Hsama nanay 2a ToBa, fanu ynorpebara Ha Caspofungin mamanspa cnoco6HOCTTa 3a modupate
HIH pafoTa ¢ MallHHH.

4.8. Hesxenann nexapereenn peaxunn (HJIP)
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Ilo epeme Ha kIHEWYHHTE npoydBaHmA, [440nmyImu ca nDomy4aeand eNHOKpaTEHM UM
MHOFOKpaTHu HO3H caspofungin; 564 c¢eOpunHy HalHeHTH ¢ HeyTpoleHMA(M3cnesiBaHAA OT
eMIHpPHYHATA Tepanys), 125 nmampeHTa ¢ WHBa3WBHa KaHAMAO3a, 72 NAlMEHTa ¢ HHBAa3MBHA
acriepruno3a u 285 nalwenta ¢ nokanmusdpana Candida nndexoms, H 394 nymus ca Omnu
BKIIOYEHH BB NpoyduraHus ot (asa I. B npoyysaHero 3a eMAHPHYHO ICHCHHE, MailHEHTHTE Ca
TONy¥aBanyt XMMHOTepamWs 3a 3jokavecTBeHo 3abojiBaHe MmM MM ¢ Oura HampaBeHa
TpaHCIUIAHTAIMA H& XEMOMOSTHYHH CTBONOBH KACTKH (BKMIOYMTENHO 39 anoreHHHu
tpaHcmaanTannu). [IpE NpoyMBaHHATA, BKIOHBAIIM INAUMEHTH ¢ NOKasaHa HHQEKHHI OT
Candida GonmmncTBoTO OT HaymenTATe ¢ HHBasuBHa Candida nHdexiys ca EManK NOANEKAITH
3a60118aHHA (HaIp. XeMATONOTHYHH HIH APYTH 310Ka4eCTBEHH 3a00nABaHNs, CKOPOINHA roiiMa
onepauws, HIV), uaucksalny ¢JHOBpEMEHHO HPHIOXKEHHE HA MHOKECTBO MERHKaMeHTH, Muoro
OT IN4INMeHTHTE OT He-CPABHHTENHOTO NPOYYBAHE 33 acleprwiosa ca MMaimd CEepPHO3HH
npenpaznoiaramy 3abonsBanys (Hanp. KOCTHO-MO3BYHA TPAHCINAHTANMS HAM TPAHCTIAAHTAIMA
Ha nepH(pepHH CTBONOBM KIETKH, KPBBHU 340KaUecTBeH 3a00/s#Banusd, COIMNHE TYMOPH HWiH
OpraHHa TpaHCHAAHTalyA), W3UCKBAIE EIHOBPEMEHHO IIPUNOXKEHHE HA MHOXECTBO
MeRHKaMEHTH.

TIpu BCHYKH TpynH NAnEeHTH, (HeOHTHT € 4ecTo AOKIAABaHa JIOKaHa HexellaHa peaxils Ha
MSICTOTO Ha MHy3uaTa. J[pyry JOKATHHA HexelaHd PeaKiiH ca: epuTeM, G0NKa/dyBCTBATENHOCT,
cepbesk, CeKpellns OT MACTOTO HA anjIHKAWHA W YyBCTBO 33 HapeHe.

JloxuaanpaHATe KAMBEHYHE ¥ JaGOpaTOpHHM IPOMEHE IPM BCHYKE NalieHTH, JeKyBaHH C
CANCIDAS (061m0989) ca 00iuaiiio yMepeHH 110 CTeneH ¥ PAAKO Ca BOAeIH 10 HPeKbCBaHe Ha
TepanuATa.

ToxnaBany ca CeAHATE HEXKEMAHN JEKAPCTBEHH PEaKIHH:

[Muozo uecmu (111/10), Yecmu (01/100,<1/10)]

Xemamonozuyiu HApYUIeHILAS
Yecmu: aHeMUs

Hapywenua na Hepgrama cucmema
Yecmuy; THIABO0OMHE

CopOeuntl RApyHIEHUA;

YecTn;raxukapius

Cuio6u napywenua:
Yecmu: pnedut/rpombodneduT,3auepBisane

PeanDETQDHH,TOQaKaJIHH B MeAHACTHHAJINH HADYIIEHNH!
HecTH; TUCIIHEL

FacmpounmecmuHanHu RAPYIUECHIA:
Hecm: GONKY B KOpeMa, rafieHe, JHapHsd, NOBphIIaHe

Hapywenua na Kkosca u nooKoxcue:
Yacmu: obpus, copbex, H3NOTABAHE
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Ofwu napyuienun u YeRoiCHERNA HA MACIOMO Ha 8b8eXHcOaHe:
Muo20 yecmu: BTpHCaHE
Yecmu: Ooika, U3TPBIBAHE, YCIOXKHEHUS OT CTpala Ha BeHaTa, Mpe3 KOATO Ce BIHBA

Jabopamopnu u3cie0sanun:

Yecmu: TIOBHUIICHHE CTOHHOCTHTE Ha uepHOJApoOHHMTEe moxazaTenu (ASAT, ALAT, anxanna
doctiaraza, oOm M jgupexteH OMNIHDYOMH), NOBHIUEH CEpyMEH KpPEATHHME, HOHIDKEH
XEMOrToOHH, TOHMKESH XEMATOKDHT, XHNOKANMEMMS, XWIIOMarHe3HWeMHs, HHMCKO HHMBO Ha
anbyMHH, NOHWXaBaHe OpoA Ha ISBKOLMTHTE, YBeNHuaBake Opos Ha e03MHODUIHTE,
TpomCounToneHuA, NOHHXaBaHe Ha Opos Ha Heyrpodunure, yeBenudapane Ha ©Opos Ha
EpUTPOLIHTUTE B YPHHATA, YA'bIDKABAHE Ha NaplHaTHOTC TPOMOONNACTHHOBO BpeMe, HAMaiBaHe
Ha 001AsA cepyMEH NPOTEHH, yBelYaBaHe HAa KOMMYECTBOTO Ha OenThKa B YPHHATA, YABIDKABAHE
Ha HpOoTPoMOHHOBOTO BPEME, XMIIOHATDHEMHS, YBENUYABAHE HA KONMYECTROTO HA JIEBKOIHTHTE B
YpPHHara H HHCKO HHBO Ha CEPYMHHA Kalluii.3a BHCOXO HHBO Ha CepYMHHSA KaJIHii ce crobmaea
paaxo(=1/1000, <1/100).

HabironaBasHy ca CHMIITOME, KOUTO BEPOSATHO Ce ABAXKAT Ha OTAeNsHeTo Ha xuctaMuH. Tyk ce
BKIIOURAT CHODMICHHs 3a OOpHB, 3auyepBsBane H IOAYBaHe Ha JIMIETO, ChpOex, HYBCTBO 3a
saroniiane unH  OpoHxocnazsM. Coobmeno e 3a emuH cnydail Ha aHadmWnaxkcud,
XapakTepusHpalla ce ¢ JHCHHed, CTPUAOD M Texchk OOpPHB, NOABHAH Ce Ciel NBPEHI IIpHeM Ha
Caspofungin.

OcpeH TOBa, NpM NauMEHTH C HHBa3UBHA AacNeprumo3’a ca JOKIafBaHM OemofpobeH OTOK,
PECIHpATOpEH AUCTPEC CHHApPOM HPH Be3pacTHH (ARDS) n pemtrenorpadickd AOKasaHH
WHOUITpaTH.

H[!O!‘IBBHHH CIeN NPeNaarane Ha masapa;
Homa,uaaﬂu €a CENHHTES HOKSNAHH ICKapCBeHH PeaKIIHH;

HepuonpoGaa HADYIIIEHHAN;
Hapymenus p yepHoapo6HarTa (GpyHKLIHA

Oﬁ].l.lll ONAAKBAHKNA H TAKHEA, CBEP3AHM ¢ MICTOTO HA MpHJAarate;
Tlonyeaue W neprgepen 0TOK

Hzcneapanng:
Xunepraanuemus

4.9. IIpepoznpane

Joxnaneano € 3a HeNpeNyMHIINEHO npunarame na caspofungin go 140 mg na nen. Tesm
HHHHIGHTH HE Ca JIOBENH [0 KIMHHYHO 3HAYMMH HexenaHy peaxumn. Caspofungin He e
THATH3UPYEM.

5. OAPMAKOJOI'MYBM CBOMCTBA

5.1. ®apmaxoaHHAMHYIHHA CBOficTBa

dapMmakoTepalleBTHIHa FpyNa: IpOTHBOrE0HYEH [Ipenapat 3a CHCTEMHA ymo
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Caspofungin acetate e NONYCHHTETHYHO, NHIONENTHAHO (EXMHOKAHEMHHO) BEINECTRO,
CHHTE3HPaHO OT QepMeHTalMOHHeH mpoAykT Ha Glarea lozoryensis. Caspofungin acetate
HExuOHpa cuHTe3ata Ha Gera (1,3) ~ D — rikkaH, KOHTO € OCHOBEH KOMIIOHEHT OT KNeTHYHATA
CTEHA Ha MHOro HUINKOBHAHH I'b0H K poxxai. bera (1,3) - D — IIHKaH He ¢e CPella B KASTKATE
Ha GosaltruuHTe.

dynrunupyara aktasHoct Ha Caspofungin e memomcTpHpana cpemy rs0u or poxa Candida.
Hposenennte in vitro u in vivo H3cnenBaHuid MOKa3BaT, de HanaraneTo Ha Aspergillus mHa
petictereTo Ha Caspofungin BofM B0 NH3KpaHe H CMEBPT Ha allMKaNHHTE Kpalia Ha XuduTe U Ha
PAa3KIOHEHHATA, OTKBJETO C& U3BBPIIBA HAPACTBAHETO U AENEHETO Ha KICTKUTE.

Caspofungin mputexasa in vitro axtusHOCT cpemty reOm or pox 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 npurexasa 4 in
vitro axTHBHOCT cpemy BEpoBe ot poja 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 lusitaniaec [N=801, Candida
parapsilosis [N-215], Candida rugosa [N=1] u Candida tropicalis [N=258]), Bxmounrenso u
Cpellly H30MaTH ¢ MHOMECTBEHH YCTONYHBE MYTAlMH, KaKTO M CIPSMO Te3H C BhTpELIHA KAH
npuxobuTa yeroiunBoct kbM amphotericin B, fluconazole u 5 — flucitosine. Baxa npoenienn
TECTOBE 3a YYBCTBHTEAHOCT ChINaCHO HpOMeHenuTe ABa Meroxa Ha National Commitiee for
Clinical Laboratory Standards ( NCCLS) - meton M38-A (3a pon Aspergillus) n meton M27-A
(3a pox, Candida). Myrtantn ot pox Candida ¢ HamaneHa 4yBCTBHTENHOCT KM caspofungin ca
GHNM OTKPWTH VPH HAKOW MALMEHTH 1O BpeMe Ha nedennero. He ca 6umi msroteeHH ofage
CTAHJAPTEAHPAHHA TECTORE 33 YYBCTBHTENHOCT KbM NPOTHEOrEOMYHY IpenapaTH, BKIOYHTENHO
kem Gera ( 1-3 )-D-rmkan cuntessn mExuCHTOpH. MIC croliHocTRTe 3a caspofungin we TpaGsa
2 ce W3IOJ3BAT, 33 JA Ce HPENBINKIAT KIHHUYHATE pe3yNTarH, Thil kato He € Ouna ycraHoBeHa
xopenamus mexay MIC cToMHOCTHTE M KNMMHUYHKTE pesylrtaTd. He e npoyyBano passuTHETO HA
pespctenTHOCT in vitro keM Caspofungin 3a pon Aspergillus. Ilpy nannyHus orpannv¥eH
KIHHIYEH ONHT, pe3ncTeRTHOCT KbM Caspofungin npu manueHTH ¢ HHBA3HBHA aCHEPruiIo3a He €
mabmonapana. JecroTara Ha pesMcreHTHOCT KBM Caspofungin mpu pasiAvHHTE KIMHHYTHA
nzonary ot Candida i Aspergillus Be e u3BecTHA.

Hugasuerna xandudosq: Jlpecta TpupeceT W JGeBeT NanMenta OsXa BKMOYEHH B IIpOy4BaHEe
cpasusBaimo caspofungin cnpsmo amphotericin B 32 sieven#eT0 Ha MHBasWBHA KaHAWNO3a.
TlpajeceT ¥ $ETHPH MaNHERTA ca WMaiM Heytpomeus. Hali-decTure jparnosu ca Ouniu
uideKUus B CHCTEMBaTa UUpKylanys (kauguaemus) (77%, n=186) u Candida nepurornt (8%,
n=19); nanuentr ¢ Camdida eHAOKapAUT, OCTEOMHUEINT WM MEHHUHTHT ca OHIHM M3KIIIQYMEHH OT
Topa npoyusase. Caspofungin e npynaras 50 mg BeAHEXK [HEBHO CICH HayalHa HATOBapBanla
1032 ot 70 mg, a amphotericin B e nprnarad B nosa 1o 0.7 mo 0.6 mg/kg/24h npyu nanuentH de3
neyrponenns u 0.7 1.0 mg/kg/24h npw nannenTH ¢ HeyTporneHna. CpepHaTa MPOXBIKATEIHOCT
HAa HHTpaseHO3HaTa Tepanud € Omaa 11.9 mum, ¢ maTepsan or 1 Ao 28 nHu. 3a NONOKHTNCH
OTTOBOp KbM TepalmsTa ca GHIM HeoOXOAMMH KaKTo NpeMyHABaHE Ha CHMITOMMTe, TaKa M
MuxpobuonoruyHo Heratnshpane Ha Candida wndexnmara. [iBecta jpajieceT W HeTHPH
fanAeHTa ca OMIH BKIOYEHH B IbpBHYEHs aHam3 3a epextueHocT (MITT ananns) Ha otroBopa B
Kpad HA TpOYYBAHATA WHTPABCHO3HA Tepalus; MPOUEHTHTE Ha HONOXKHTSIEH OTTOBOP KBM
JIeYeHUeT0 HA WHBA3MBRATA KaHINA03a ca OHIIH cpaBHHMH Mexmy caspofungin (73% [80/109]) n
amphotericin B (62% [71/115]) [upouenTHa pasmika 12.7% (95.6%;-Reeepurenien unrepean 0.7,
26.0)]. Mamexxpy NalMEHTHTE C KAHAWJEMHUS, B IBPBHYHE anaiys 34, e@srrussoct (MITT
aHanu3), NPOUGHTATE Ha NONGKHTENEH OTrOBop B Kp POy dRaliATa\MHTPaBeHO3HA

=y

£



CAN-EE/BG-20061621

Tepamugta ca Gunu cpasmuMu Mexdty caspofungin (72% [66/92]) u amphotericin B (63%
[59/94)) inponenTHa pasmuka 10.0% (95.0% nosepHteneH HmTepBan -4.5, 24.5)]. anHuTe 32
NAIYEHTHTE ¢ JIOKANU3alMd Ha HH(EKIHATA H3BBH KPBBHAT2 IMPKYNANUS ca GHIIM OTPAHHYEHH.
IpouexTTe Ha MONOXUTENEH OTTOBOD HPH HEYTPOIESHHYHH HanueHTH ca ounm 7/14 (50%) B
rpynara Ha neveHue ¢ caspofungin u 4/10 (40%) B rpynarta sa neuerne ¢ amphotericin B; Te3u
OrpaHydeHH JauHH Ce MOTBBDANABAT H OT Pe3yNTATHTE OT HPOYYBAHETO 334 EMITHPHYHO IeyeHHe.

Hugasusna acnepzunosa: 1llectaecer U AeBer BL3pacTHy nanueny (Bu3pact or 18 mo 80 roxmHm),
¢ HHBa3WBHa acreprunosa 0gxXa BIUIOYEHH B OTBOPEHO, HECPARHUTENHO NPOYYRAHe 3a OUSHKA Ha
GesomacHoCTTa, TONepaHTHOCTTA W edexkTHBHocTTa Ha Caspofungin. IlanuenTATe, BKIIOYEHH B
TpOyyBaHeTo, TPAOBA Aa mposBaBaT pedpaKTepHOCT CHPSMO CTAHHAPTHATA NPOTHBOTBOMYHA
Tepanuad (W3ABABAIA ce B QOnecTHA NPOTPEecHd WA HEJOCTATEYHO noAolpeHne CIef
NpoBeXFAHe Ha CEfieM JHEBHA MPOTHBOrEONYHa Tepanns) (84% oT BKIIOUEHHTE B IPOYUBAHETO
Hal[HeHTH) MM HellOHaciINd CTaHAapTHATA NPOTHBOTHOMYHA Tepanusa (16% OT BKMIOYMEHMTE B
poyuBaHeTO namWeHTH), Ilo — TOWAMA HacT OT MAIMEHTHTE MMaxa HIKaKBO NOMIErKallo
3abondpane (MalTHTHEHO XeMaToJoruuHo 3abomgsaHe [N=24], anoreHHa KOCTHO — MO3BYHA
TPaHCHONAHTAIMA MAM TPaHCIUIAHTALHA Ha CTBONOBH kierky [N=18], opranna TpaHCInaHTALHS

=8], commzen utymop [N=3] umu npyru zabonspamma [N=10]). 3a zuarHocTHCTHKA Ha
HHBa3HBHATA aCTIeprHio3a, KaKkTO M 34 OIIEHKAa Ha OTrOBOp2 KbM Tepanuara (OnaronpHATHHA
OTTOBOp M3UCKBA HAIHM4YHE HAa KIHHHYHO 3HaYMMO peHTreHorpadcko mozoOpeHue, moATHCKaHe
Ha OenesnTe H CHMNTOMHMTE) Ofxa H3NMOA3BAHU CTPOTHTE KpHTepHH Ha Mycosis Study Group
Criteria. Cpefnata IPOABIPKATERHOCT Ha JieyeyMero Oe 33,7 nuM, Karo NpPONBIDKHTENHOCTTA
Bapupame ot 1 xo 162 guu. HesapHcuMa ekcnepTHa rpyna ycranossBe, ue 41% (26/63) ot
nprenuTe none enHa nosa Caspofungin mmaxa OnaronpusaTeH OTIOBOpP KBM Tepanufra.
BraronpHsTen oTroBop KBM JedeHneTo AMaxa i 36% (19/53) ot pedpaktepHaTe Ha JieueHHe H
70% (7/10) oT HenoHacAmUTE APYra Tepalis NalMeHTH, Belpeky de J03HTe Ha MpeaxomIalaTa
NPOTHBOTEOMYHA Tepamus MpH 5 NauHeHTa, BKIIOYEHH B [IPOYYBAHETO KaTo pedpakrepHH Ha
nedeHue, 0sxa 10 — HHCKH OT 00W4aliHO NpHIaraHuTe Np¥ MHBa3WBHA aclepruuo3a, HABOTO Ha
GnarompuaTeH QTIOBOP KBM TEPAITHATA IPH TE3H NALMEHTH Oe CXOZeH ¢ HUBOTO NPY OCTAHAIMTE
pedpakTepHH Ha JledeHue nanueHTH (pecnekTHeHO 2/5 cpemy 17/48). HuBoTo Ha oTrosop npu
nanueHtuTe ¢ OenoapobHn U u3pbHOenonpodHu 3abonaBanus Ge pecnexkruBHO 47% (21/45) n
28% (5/18). Irama OT oceM OT nanuesTiTe ¢ ¥3BLubenoapotuo 3adongsane, NpM KOUTO WMAIle
M KaTErOpH4HO, BEPOSTHO HAH BE3MOMKHO YeloxHeHHe ot cTpaHa Ha IIHC umaxa Snaronpusten
OTTOBOP KbM HPOBEAEHOTO JIeHEHHE,

Evnupayae aevenne npy deGpuiHr BEL3pacTHH manHenTH ¢ geyrponeHHs:O6mo_1111
HalleHTa ¢ MOCTOsAHHA TEMIIEPATYpa W HEYIPONEHUA,00Xa BKIIOYEHH B KIHHMYHO NPOYYBAHE H
mexyeaHd ¢ caspofungin 50mg gmesHo, nocnexpanc or 70 mg HaroBapBauja Xo3a UIH C
mino3oManen amphotericin B 3.0 mg/kg/ Ha Jed. . TTaunenty, xoMT0 ca GUIH MOAXOAAINH 3a
HPOYYBAHETO C2 TONYYHAH XUMHOTEpAlHs 32 3noKayecTBeno 3afonsdBaHe MaM uM e Ouia
HAIpaBeHd TPapCIUTAHTANS Ha XeMOHOQETHYHM CTBONOBH KAeTKH, IIPH HaMHJHA HeyTpONeHHS
(<500 cells/mm3 32 96 daca) u Temnepatypa (>38.0°C), HemoBiufiRama ce OT >96 4acoma
napeHTeparHa auTHOakTepnanHa TepamuA. IlanmeHTHTe ¢ TpadBano fa ObAar JNekyBawy A0 72
Yaca ciesl OBIaJABAHE HA HEYTPONCHHATA IPY MaKCHMalHa NPOLBIDKATENHOCT Ha TepamisTa 28
Auu, [lanuestn ofade ¢ gokasapa TROMYHA uadexima e Moxene ga Obgar NeKypaHd d HO-
IPOABIDKUTENHO BpeMe. AKO JIEKapcTBOTO C€ e IOHACSNo Kobpe, HO MAMeHThT € IPOAGILKABan
Ala HMa TeMIepaTypa H KMHHHYHOTO CBCTOAHHE CC € BIOIIHIAO CIICH 5 JHEBHO JIEYEeHMeE, .uosaTa [~
MOJXKENQ A2 63113 yBesuryena #a 70 mg caspofungin ZHEBHO (13 3% or JIEKYBHHHTE HEFTH




CAN-EE/BG-20061621

Intention-To-Treat (MITT) ananus); caspofungin (33.9 %) OGewe TonkoBa eeKTHBEH, KONKOTO
JmmozomanuuaT amphotericin B (33.7 %) [% pasznuxa 0,2% (95.2 % CI1 5.6, 6.0)). Oruutan ce e
LSIOCTEH ONAroNpHATEH OTTOBOP KOT&To € HMano Hanuue 5 kputepra: (1) yonemHo ieueHne Ha
BCHYKH OCHOBHY re0nynM nHbexmun (caspofungin 51.9 % [14/27], minosoManen amphotericin B
25.9 % [7/27]), (2) ycroliumBOCT CIpAMO IeOHYEM HHQEKIHH 10 BPeME Ha NPHIMKEHHETO Ha
H3CHEABAHOTO JIEKApCTBO MIK 7 JAHH clel NPHKIIOYBaEE Ha jJedeHHero (caspofuongin 94.8 %
[527/556], numozoManeH amphotericin B 95.5 % [515/539]), (3) ycroiiuuBoct 7 IHH chen
NpHKNIOYBaHe Ha Tepanuara (caspofungin 92.6 % [515/556], munosomaner amphotericin B
89.2 % [481/539]), (4) na He ce Hanmara IpeKbCBaHe Ha TepanmusATa NOpag#d CBbp3aHa ©
JIEKAPCTBOTO TOKCHYHOCT HIM Jjmmca Ha ebwuxacHocr (caspofungin 89.7 % [499/556],
nunozomaned amphotericin B 85.5 % [461/539]), (5) oBnanspane Ha TeMIepaTypaTa IO BpeMe Ha
nepuoga ¢ Heyrponenus (caspofungin 41.2 % [229/556], nunosomanen amphotericin B 41.4 %
[223/539]). TipouentsT edukacHocT Ha caspofungin u snmmosomanen amphotericin B mo
oTHOmeHNe Ha uadexHy npuyHHeHn ot Aspergillus e 6un crorsetHo 41.7 % (5/12) 1 8.3 %
(1/12), a mo orHowenxe Ha uadexnuy npuyiHenn of Candida e 66.7 % (8/12) u 41.7 % (5/12).
TIpy nanpenTH OT rpynara Tperupana ¢ Caspofungin ca RaGmoapann HEQEXIMY TPUIHHEHY OT
PSIIKO Cpeljanlu ce mpeuuHmTenu: JIrichosporon species (1), Fusarium species (1), Mucor
species (1), and Rhizopus species (1).

5.2. PapMaKoKHHETBYHH CBOHCTBA

PasnpepencHiie

Caspofungin € ¢ BHCOK NpOHEHT Ha cBhp3BaHe ¢ anbymumEa. Hecsbpsanara (paxuusi Ha
caspofingin B 1iasmara papupa of 3.5% npu 3xpasu nobposoanm A0 7.6% NpH HauHeHTHTE C
HHB&3MBHA KaHAUN03a. Pasnpenenenrero na Caspofungin nrpae 3HaYATENHA PONA 32 I43MeHATA
My (papMaKkOKHHETHKE H [IPe[iCTaB/IARA PEry/HpAINe CTHIAN0 U B ABETE (a3H Ha eNRMHHHpane —
6. u P. PasnpefieNeHHETO B TEKAHUTe AOCTHIa CROS MakcHMyM 1,5 o 2 K cliefl IpHeMaHeTo Ha
npenapata, xoraro 92% or mpueraTa 5o3a ¢ pasmpeiencHa B TbkaHuTe. Marmexna, ge camo
manka dpaxus ot Caspofungin, npeMusal B TEKAHHTE MO—KBCHO C€ BPbIla 00paTHO B ILiasMarta
Karo HENpoMEHeHO cheimfeHHe. CNeRoBaTeNHO €IMMHHHPEHETO Ha TIPONYKTa 3al04Ba HpH
JUIICa Ha PABHOBECHE B pasnpefClICHHETO H € HEEB3MOXKHO [ Ce HApaBH MCTHHCKA OLCHKA 33
obeMa ua pasnpegenenue Ha Caspofungin sa HacTosIusg eTan.

MeraBonussM

Caspofungin CrOHTaHHO ce pasrpaxia [0 ChefMHEHHE ¢ OTBOPEH NPECTeH. 1lo—HATATHIIHHA
MeTaGonu3bM BKIIOYBA MENTHAHZ XHApomm3a H N-aneTwmpane. J[Ba MeKIMHHE NPOAYKTE,
obpasyrauu 10 BpeMe Ha pasrpaxaasero Ha Caspofungin mo cweiMHeHHe ¢ OTBOPEH HPECTEH,
ofpasyRar KOBaJIEHTHH BPE3KH C IUIZ3MEHMTE NPOTEHHH, KOSTO BOAM [0 HECKOCTEHEEGHHO
HeoBpaTuMO CEEP3BaHE ¢ a3MEeHHTE IPOTEHHH.

Tpoyusanusta in vitro nokasear, ue Caspofingin He e uExu6HTOp HA EH3UMHTE OT CHCTEMATa Ha
puroxpom P — 450 - 1A2, 2A6, 2C9, 2C19, 2D6 unu 3A4. B KIHAHYHUTE IPOYIBaHMA
Caspofingin He HHAyIWpa ¥ He MHXUMOHpa, 3aBHCelUMi OT cHcTeMarta Ha muToxpom CYP3A4,
MeTaboNM3bpM Ha JpYTH JNekapcTBeHH hpenapard. Caspofungin He mpencrasisBa cyOcTpar 3a
neficrerero Ha P — riukonpoTenH M € cral cyberpar 3a felicTBHETO HA SH3MMHTE OT CHCTeMara
Ha nutoxpoM P — 450,

EnuMunnpane B eKCKpelna
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asa ¢ Bpeme Ha momyxuBOT OT 9 A0 11 waca. MMa u monbaAutenHa y ¢asa ¢ BpeMe Ha
nosxyxspotT 45 yaca. B cpaBxenne ¢ ekckpennara B OnoTpaHcOpMaluiTa, pasnpeIeleHHeTo e
NOMYHHPALINS MEXaHUIEM, OKA3BAL BIMSHYE BEPXY MNA3MEHNA KANPBHC,

3a 27 puu, npubnusutento 75% o1 MapKHpPaHUA ¢ PaAMOAKTHBEH M30TOM MPENapaT ce OTASHS OT
opranusma —41% B ypHHata 1 34% B H3NpaKHeHuATa. B nmopeute 30 uaca cnen npHeMaHeTo Ha
mpenapara ce HabmozapaT HUCKH HMBA Ha eKcKpentd H GuoTpanchopManus.

Exckpenusara e 6aBHa H KpalfHOTO BpeMe Ha MONY;KHBOT Ha MapKUPaHus ¢ paguoakTHBEeH H30TOM
npenapar € 12 go 15 mmn. Manxo komugectRo Caspofungin ce eKckpetupa HENpOMEHEH B
ypunara (npabnusurenno 1.4 % ot xo3ara).

Caspofungin ce XapaxTepusupa ¢ ymepeHa, HenuHeliHa (apMaxOKHHETHKA C yBEIHYABAHE Ha
aKyMmyJaupsra TpH [OBHIIABaHE Ha Ho3ara. JI0303aBHCHMO € H BpeMeTo 3a JOCTHIaHe Ha
cTabunso ChCToAHHE (Steady state} Ha NTasMEHUTE HUBA NPY MHOTOKPATEH PEXKHEM Ha IPHJIATaHe.

Criennansy rpyny nalueHTs

HauuenTate ¢ 660pEYHO YBpeXKaHE, C NEKOCTENEHHO YePHOAPOTHO YBpEKAaHe, IKEHNTE | Ho —
BBE3PACTHHTE HalHEeHTH ca H3NOXeHH Ha HoBMlleHa excrno3uuMd ¢ Caspofungin. B mosewero
ClIy9ad MOBHLIEHHETO € B YMepeHa CTENeH H He € A0CTaTh4HO OCHOBAHME 33 HPOMAHA Ha HO3HTE.
Ipy malMeHTH C MOBHINEHO TeIT0 WIH CPeFHOCTENSHHO YepHOIPOOHO YBpek[IaHe MOXe Aa e
HeoOXOMMMO KOPHTHpaHe Ha JI03HTe (BHXK MO — ONY).

Terno: B nonynanuonHd dbapMakOKHHETHYHH aHANA3H, TIPOBSAESHH IIPH TANHEHTH C KAaHIHI034,
€ yCTaHOBEHO, Y€ TENeCHaTa Maca OKa3ba BIMAHHE BBpXY (dapMmakokunernkarta Ha Caspofungin.
TinasMenara KOHLEHTpaluA HaMansBa C YBelHYaBaHe Ha TernoTo. Cpenmara eKCIIO3HIMA IpH
nanuenTH, Texauy 80 kg ce ouaxpa na 6b4e ¢ okono 23% 1o — HHCKA, OTKONKOTO TIPH NAITHEHTH
¢ Terno 60 kg (Brx rmapa 4.2).

Yepuonpobuo yspexpare: [pu mamuedTH ¢ JIekO H yMepeHO YepHOApoOHO YRPEekKIAHE Homa
10K Kpuparta (0Tpa3fpalla 3aBHCHMOCTTA KOHHEHTpaUus — BpeMe) Ce yBelHYaBa PECIEKTUBHO C
20% n 75%. Hava wInsMYeH ONWT NPH HaUHEHTH C TEXKO YepHOApPoOHO YBpexaaHe.B
IpoyyBaHe C MHOTOKPATEH PEXHM HA NpWIaraHe ce YCT2RHOBABA2, He HaMaMiBaHeTO Ha J03aTa 10
IZHEeBHA Ro3a OT 35 mg, Npu manueHTH ¢ YMEPEHO 4epHOAPOOHO yBpexIaHe BONH O CBIIATA
rofeMHHa Ha IUTOINA [I0J KpHBATA, KATO Ta3d HaAOGNomaRaHa NpH TAUMEHTH C HOpMalHa
gepHoapoOHa GYHKIHA H CTaHAaPTHO Ro3Hpake (Bwk pasgen 4.2).

BeOpeyso yBpexnaHe: B KIMHHYHM TpoyuBands Ha eiHokpatHa 70 mg mdosa,
(apmakoxuneTnxata Ha Caspofungin e cxopxa mpu AoGpoBONIH ¢ feka ¢reneH Ha OeOpeuna
HENOCTATHUHOCT (KpeaTHHHHOR KmHpBHC 50 o 80 ml/min) ¥ xomTponHara momymauus. Iipu
yMepena (KPeaTHHKHHOB ikphHe 31 3o 49 mi/min), nanpeanana (KpeaTHHRHOB KIHPEHC 5 1o 30
ml/min) ¥ TepMuHanHa (KpeaTHHOB KMMpPBHC < 10 ml/min; AwanusHa 3asucuMoct) 6nOpeuna
HEAOCTaTHYHOCT, CJIe/ IPHEMAHETO Ha eNMHUYHA N03a ce Habmomapa yMepedo MOBHINABAHE HA
IasMeHaTa KOHIEHTpalus Ha caspofungin (muanason: 30 mo 49 % yRemHueHHe Ha IIIOLTA TIOXK
kpupata). IIpn yMepena n Hanpeanana OrOpedsa HeZOCTATHYHOCT PH NALKEHTH C HHBA3UBHA
KaHAujosa, e3odarearHa KaHKWAO3a HIIM HHBA3HBHA ACHEPrio3d, NPHEMAIIH HAKONKO IBTH
aueeHo CANCIDAS 50 mg, He ce HabmogaBa 3Ha4nM edexT BHPXY ILUIa3MeHHTe KOHLIEHTPAHU
na Caspofungin. He e HeofxoiuMa HpOMsHa Ha Ho3uTe NpH OBOpeuHa HEHOCTATHYHOCT.
Caspofungin He ce Auanu3upa, NOpasH KOETO Cliel XEMOAHANN3a He & HeoBX0JHMO IPHIAE

Ha JOIBJIHHTEMIHA J03a.
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Tlon: [Inasmenara xouuenTpanud ua Caspofungin e cpegno 17 — 38 % no-sicoxa 0pH KeHHTE, B
cpaBHEHHE C MBIKETE,

BrapacTt: Habmronasano e yMepeHo yeesrmaasaie Ha IITTK (28 %) H Cyqp, (32 %) npH BE3pacTHH
MAHEHTH OT MBKKH I0J, B CPaBHeHHE C MIAZW IaOWeHTH OT MEXKW mon. Ilpu manuentrite
KOHTO ca OunM MORNoKeHH HA eMIHpPHYHO jedeHHe, MM KOMTO MMAaT HHBASHBHA KaHuUIO03a,
nopofer ymepeH edekT cnopes Bp3pacTTa ¢ HaGmopapaH NPH IIO-BB3PACTHHTE CIPSMO IIO-
MHA3EUTE HAlHEHTH.

Paca: ®apmakOKHHeTH4HM [aHHY T[IOKa3Bar, Y€ HIMA KIHHHYHO 3HAYMMM pasiHKH BEBB
dbapmaxoknreTrKaTa Ha Caspofungin npu xopa OT pa3MYHITE PacH: KaBKa3Kd, HCIIAHCKa, HETPH
H METHCH.

5.3. lipepxknuHNYEH A3EHE 33 Oe30nacHOCT

MHOTOKpaTHH H2NHUTBAHKHA 32 XPOHHYHA TOKCHYHOCT INpPH IUTbXOBE H MaliMynH, NpH
H3NON3Banero Ha n03H fo 7 — 8 mg/keg mocraBeHH MHTPaBEHO3HO ca TIOKA3ald HalHyHe Ha:
PeaKiMH Ha MACTOTO HA MIJKEKTHPEHETO M IpH HABXOBe, M NpH MaliMyHu; Oenesu 3a
oceo6oXNaBale Ha XHMCTAMEH [PH IUIBXOBE H JAHHW 3a NUPEKTHO YRpeXIaHe Ha depHuA Apod
npu MaiiMyHu. JIpoy4sanus 3a TOKCHIHOTO felicTBHE BRPXY PasBHTHETO HA IUIEXOBE HOKA3BAT,
ye B g03u oT 5 mg/kg Caspofungin nmpuuKiiIEa HaMansBaHe Ha TEMIOTO HA TWIO/A U YBENWYeHHE
Ha CcAy9auTe Ha HembJIHA OCHOMKAUKS HA WPENIIEHH, IPhAHA KOCT H Uepell, KOETO Ce ChYeTaBa
CBC CTpaHuun¥ edexty M OT CTPaHA Ha MaiiyiHHs OpraHu3eM — OeflesH 3a OCBOBOXIABAHE Ha
XHcTaMAl B OpeMeHHH nubxobe. CpoflleHo e M 32 ypenu4aBaHe Ha CAy4auTe Ha pasBUTHE Ha
mufine pebpa. B in vitro aHannsn 3a noTeHIalHa IeHOTOKCHYHOCT, KAKTO M B in vivo
A3BBPIIEHH XPOMO3OMHE TECTOBE Ha MUK KOCTEH MO3BK HE CE YCTAHOBABA EHOTOKCHYHOCT Ha
Caspofungin. He ca mpoBexxaaHH NpoAB/KMTENHM NpOYYBaHHS BBPXY JKHBOTHH 32 ONEHKAa Ha
TOTEHIHANHATA KAHI[EPOTeHHOCT.

6. PAPMANEBTUYHY NAHHHA

6.1. CurcLK Ha HOMOUIHHTE BEEIIeCTBa H TEXHUTE KOJIHYEeCTBa

Sucrose - 54.0mg/vial

Mannitol —36.0 mg/vial

Glacial acetic acid —2.7 mg/fvial
Sodium hydroxide —qs pH 6

6.2. OH3BKO-XHMHETHH HECHBMECTHMOCTH

Jia He ce cMecBa ¢ pasTBOPHTEIH, ChAbPXKANK IIroko3a, Thil kaTo CANCIDAS He e cTabuieH B
TakuBa pasTBOpH. Jla He ce CMecBa MM HHQY3Hpa €AHOBPEMEHHO C JPYr¥ MEHMIMHCKH
NpOAYKTH, TBH KaTo HsMa HdaHHH 323 cbBMecTHmocTTa Mexay CANCIDAS u  npyru
HHTPABEHO3HO IpHiaraHy cyOCTaHIUY, To0aBKY HIH IEKapCTBEHH HPORYKTH.

6.3. Cpok Ba rogaOCT

2 rogEnM
gt T,
PasTsopeHnﬂT KOHHEHTpaT TpAbsa na Obxe M3MNON3BaH He3a6’amigc,;,q aHfNTe 32 YCTOMYMBOCT

MIOKA3BAT, Y& NONYy4YeHUAT KOHHEHTPAT 32 HHQY3HOHEH pa3 o}i oxce yst:3 ce.,cjp Ay o 24 gaca,
"-'»\, PR
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Korare (UIaKoHET e TIOCTaBseH UpH TeMneparypa fo 25 °C M pasTBOpBT € IPHIOTBEH ¢ BOLa 32
HHKCKIIMH,

PaspefienusT, Bede rofieH 3a NpUnarase BhpXY ManHeHTH HHPY3HOHEH pa3TRop TpiAbBa fa Obae
M310N23BaH HesabaHo. JlaHHATE 3a CTAOWNHOCT NTOKA3BaT, 4 MPOAYKTHT MOXe Ila e H3TNON3Ra B
riponbmxeHue Ha 24 yaca npu cbxpaHeHue jo 25 °C wmi B npofsvkeHue Ha 48 gaca, korato
cakkT (cThiUieHaTa GaHka) 3a uHOY3HS ce chbXpaHfABa B XJIAJMAHAK NPH TeMieparypa OT 2 Ao
§°C, a pastopsT e npuroteed ¢ 0,9 % (9 mg/ml), 0,45 % (4,5 mg/ml) unu 0,225 % (2,25 mg/ml)
pHGY3HOHEH Pa3TBOP Ha HATPHEB XJIOPHJ HIIN PasTBOp Ha PuHrep — nakrar.

OT MuxpoOHOTOTAYHA Tekka TOUKA, pa3sTBOPBT TpsbBa Ja ce M3noi3Ba He3abaBHO. AKO HE ce
H3Mo3Ba HeaabaBHO, BpeMeTO Ha ChXpaHEHHEe H YCIOBHATA Mpefy ynoTpeba ca OTIOBOPHOCT Ha
noTpebHTens U HOpMalHO He OH ciepsano Aa mpesHuapar 24 uaca npu 2 go 8°C, oceeH ako
Pa3TBapsAHETO H Pa3spexJaHETO Ca CTAHANHN B KOHTPONHPAHH CTPOrO aceNTHYHH YCIOBHA.

6.4.CnequajEn YCAOBHS Ha ChXPaHENMe
HeoTropen ¢uiakoH — chxpaneHue npy TeMneparypa ot 2 a0 8°C (B xnagunuux).

Pa3TBOopeHusaT KoOHOEHTpaT TpaDBa fMa Obae H3monssBaH Hesabaewo, IIpu Temmepatypa 25°C
HeropaTa (hH3UYHA ¥ XHMHYecKa TOXHOCT ce 3aIaspat Ko 24 Jaca.

PaspenenmsT, Bede roAcH 3a NPHIOKEHNE BRPXY NallHeHTH PasTROp 3a HH(y3Hs TpsORa Aa Oole
usnon3pan HesabaeHo. Ilpm Temmeparypa 25°C HeropaTa (M3MYHA H XHMHYECKA IOJHOCT C€
3anassar A0 24 Jaca, a ipu Temoeparypa 2 no 8°C (B xnanunHuK) 1o 48 uaca.

CANCIDAS #se cpappxa koHcepBaHTH. OT MUKpOGHONOTHYHA ITefHa TOUKa, HPOAYKTa TpabBa
Ja ce H3mon3Ba HesabaBHO. AKO He ce H3MOA3Ba He3abaBHO, BpPEMETO HA CHXPaHEHHE X
YCHOBH:ATa mpeAH YNnoTpeda ca OTFOBOPHOCT HA IOTpeGHTEN W HOpMANHO He OW cremsano Ha
opepumapar 24 4aca npu 2 no 8°C, ocBeH ako pasTBapAHETO W Pa3peXaHETO ¢a CTAHATH B
KOHTPONHPAHH CTPOTO ACEIITHYHU YCIOBYS.

6.5. [lanuH 32 ODAKOBRATA

Ctoknen ¢naxor Tun 1 or 10 ml cbe cuBa OyTunoBa 3alylanka M IJIACTMacoBa Kamauka C
4epBeHa aiyMHHHEBA IEHTa 32 eTHOKpaTHa ynoTtpeda.

JloctaBs ce B KyTHH, CBABPXKAUIN €HH (DIaKoH.

6.6. IlpenopbKH OpH YROTpe6a
Pasteapaune Ha CANCIDAS

JA HE CE H3INON3BAT PA3TBOPUTEIH, CBABPXAILM TJIHOKO3A, Tvif Karo
CANCIDAS ne e crabmied B Taxusa pasteopu. JA HE CE CMECBA W MH®V3HPA
CANCIDAS C KAKBUTO H OA E IPYTH MEIHUKAMEHTH, 1Bl kato HaMa Ja€HH 3a
cBEBMecTHMOCTTa Mexkny CANCIDAS u apyru MHTpaBeHO3HO NpHIaraHu cyOCTaHLIHH, KOOABKH
HIH JieKapcTBEHH NpoAykTH. Oriefalite pa3TBopa 3a HOMBTHIBAHE HIH IPOMAHA B LBETA.

Crbnka 1. Pa3Teapsne Ha 00MKHOBEH (hiakoH.
3a ma pasTROPUTE MpaxoobpasHOTO BEIECTAO, MOCTaBeTe ¢UIAaKOHA HA ¢TafiHa TeMmepatypa U

KATO CcHa3BaTe IIPABHNIATA -3a 4cenTHka, aoGasere 10,5 ml npoiino necTHnupaHa o,
umxeKnHi. KOHNEeHTpanuaTa Ha Taka HPUroTBEHHA BBB (iakoHa pasTeop e 6bae Zéfﬂ
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Benwsar N0 GiefokpeMaB KOMIakTeH THOOHMIH3HpaH 1ipax ce pasTeaps HambNHO. Pa3sMecete
BHUMATENHO, JO MONYaBaHeTo Ha OMCTBD pas3TROp. I'0TOBHAT pasTBOp CeRBa Na ¢e OTNIENa 3a
MBTHHHH WIH HPOMAHA B BeTa.Taka DORYYeHUAT pasTBOp MOXE A4 ¢e ChXpaHdBa X0 24 uaca
npH TeMmeparypa go 25°C.

Crruka 2. IlpuGaBapne mpa pasteopeEdsn CANCIDAS xbM HBdJy3HOHEHS pasTsOp HA
HDanHeHTa.

Paspenurenire, KOMTO Ce H3ION3BAT 3a NPHIOTBAHE Ha KpaliHHs pa3TBOp 3a MHQY3Ms Ca
pasTBOPH HA MATpHeB XIOpHJI WIH pa3TBop Ha Pumrep — naxrtar. PastBopsT 3a uadysHs ce
IpArOTBSA, Kato Cha3Baiiky NpaBHiaTa 3a acelNTHKAa NpHOapBaTe HEOOXOHHMOTO KOAHYECTBO OT
pasteopenns konuenTpaT CANCIDAS (kakto e mokasaHo no — JOoNny) ksM 230 MAJMAMTPOB cak
win crbKiena Oanka. Koraro e neobxopuMo OT MEOUIMHCKA IIeiHA TOUKA MOXE Jia Ce
H3NON3BAT HamaneHH ofemy ma undysunte B 100 ml 3a auesun o3u or 35 mg. He npunaratite
PazTBOpa aKO B HEro UMa MBTHHHM WiH yTalixa. Taka IPHIOTBEHHAT Pa3TBOp 32 HHY3Ha Tpabsa
Ia ce m3nonasea Ao 24 yaca, ako ce ChbXpaHfBa npu Temneparypa 1o 25° C u go 48 gaca, axo ce
chxpauspa npH Temmeparypa or 2 o 8°C. Xummueckata W (usuynara cralmnHocT Ha
NpUTOTBAHKSA C NOMOITA HA CTEPHIEH PAsTBOp Ha PHHrep - NaktaT WM pa31BOp Ha HAaTpues
xnopun B konuenrpauss 9 mg/ml (0,9 %), 4,5 mg/ml (0,45 % ) mmu 2,25 mg/mi (0,025 %)
pasTBOp 3a MHQy3Ns ce 3anassat 24 yaca pu TeMmeparypa a0 25° C u 48 yaca IpH Temneparypa
ot 2 go 8° C. Ot MuxpobuoporyuHa riefiHa T0UKa, MPoAyKTa Tps0Ba Aa ce H3IO0N3Ba HesabasHo.
AKO He ce H3MoN3Ba He3a(aBHO, BPEMETO HA CHXPAaHEHWE W YCIOBHATa Hpedu ymotpefa ca
OTTOBOPHOCT Ha MoTpebHTeNns ¥ HOpPMaNHO He OH ciefBano Aa Npepumasar 24 waca npu 2 Ko
8° C, ocBeH ako pa3TBapAHETO H Pa3pPeXIaHero Ca CTRHANH B KOHTPONHPaHH CTPOTO acelTHYHK
YCIOBHA.

HMOATOTOBKA HA PASTBOPA 3A HHOY3HA

Hoza * O6eM Ha pasTBOpenus  |CranpapreH nmpenapat  |Hamanen ofem Ha
Caspofungin MSD 3a {pasTBOpeHHH HHby3usTa (pa3sTBOPeHHA
npexebpifHe B caka unn [Caspofungin MSD ce Caspofungin MSD ce
faunkata 3a nHGYy3Ht npubaes keM 250 ml)  |mpuGass xkem 100 ml)

KpaiiHa KOHIEHTpalMd  |KpaHHa KOHINEeHTPauHs

70 mg 10 ml 0.27 mg/mi He ce npenopsika

70 mg 14 ml 0,27 mg/ml He ce npenoppyra

(or nra dnaxona o 50

mg)**

35mg npy ymepeHo

TeKKa YepHoapoDHa 5ml 0.14mg/ml 0.33mg/ml

HeOCTATHYHOCT

(ot egua duIakoH ot

70mg)

* TpsbBa na 6bpaT wsnonssany #o 10.5 ml 3a pasTRapsHe Ha BCHYKY (QUAKOHH
**[[pu yunca Ha dunaxos ot 70 mg, no3ata 70 mg Moxe Ja ce NOAYgy-0F, ABa (irakona no 50 mg
L P
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Merck Sharp & Dohme IDEA Inc.

Schaffhauserstrasse 136, 8152 Glattbrugg

IHpefinapus

Tenedon: 41-1-828-7700

daxkc; 41-1-828-72078

8. PETHCTPAITUOHEH Ne B PEFHCTBPA 11O Y4JI. 28 OT 3JIAXM
20020246

9. TATA HA ITBPBO PASPEIIEHUE (AKTYAJW3AITNA) 3A YIIOTPEBA

18.03.2002

10. TATA HA (MACTHYHA) AKTYAJIUIATIAA HA TEKCTA

Mait 2006 r.
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