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[licna po3Be/CHHA B 10,5 M1 BOH JUIA (i exitif 1 MJ1 KOHIEHTPATY pO3UUHY micTuTb 5,2 Mr 200 72
MI KacToQyHTiHY-

[ToBHMii CITHCOK JOTIOMIKHHX PeyoBHH IMB. Y posnini 6.1.
3. JIKAPCBKA ®OPMA

[opomoK s [pUroTyBaHHA po3uMHY U indy3id.

Jlioginizopanuii OPOMIOK iz GO0 10 MaiKe 6isoro KoJIbopy-
4. KJITHIYHI JTAHI
4.1 Iloxaszanus 10 3acTOCyBAaHHHA

e JlikyBaHHs iHBa3HBHOTO KaHIMAO03Y B IOPOCIHX T JiTeH.
JlixyBaHHs {HBA3MBHOTO acmeprinbosy B JiopocHX Ta miTell MpH petj)pamepﬂocri abo
HenepeHOCHMOCTi aMmdoTepuluHy B, nimiauux GopM am(oTEpHLIAHY B 12/260 iTpaKOHa301y.
PedpakTepHicTh BU3HAUCHA K porpecyBaHHA indexuii abo HEJIOCTATHE roKpameHHs CTaHy
mricst K MiHiMyM 7 AHIB TpOBE/ICHHSA e(heKTHBHOI npoTUrPHOKOBOT Teparii y TepaneBTHIHHX
Jo3ax.
e Ewmnipauna Tepanis npu mij1o3pi Ha rpubKoBi indexuii (Takux AK Candida a6o Aspergill us)y

JIOpOCTHX Ta AiTei 3 heOpunbHOI0 HeHTPOIICHIEI0.
4.2 JlosyBanus T4 crioci6 3acTOCYBAHHSA

JlikyBaHHA xacrodyHriHOM HOBHHCH npu3HayaTH JIiKap, gKuil Ma€ JAOCBi/L JIiKyBaHHA iHBa3UBHHX
rpubKoBHX indexuiit.

03yBaHHA

Jlopocni nayienmu

V nepmui ICHb cmiji BBECTH pa30OBY HaKOMUIYBAJIBHY 03y 70 Mr 3 TOJAIBIIAM IIOICHHHM
peesienHsaM 1o 50 MT. [TamieHTam 13 Macoio tima momax 80 kr micid BBS/ICHHSA [1OYaTKOBOL
HaKOMMYyBIHHOL J103H 70 Mr peKOMEHJI0BaHO 3aCTOCOBYBATH kacno(yHris y n03i 70 Mr Ha 100y
(zB. po3in 5.2). Kopekilisi 1034 3aJ1€XKHO Bij1 cTaTi Ta pacH HE noTpibHa (JMB. PO/ 5.2).

Jlimu (8i0 12 micayie 0o 17 pokis)
Jos mireii (ixom Bia 12 Micsuis 0 17 POKiB) JO3YBaHHS 3aEKHTH Bzl TUTOmIi MOBEPXHi TiMA
parmienta. (nuB. [HCTpYKIUL LIOZO 3acTOCYBaHHS Y MiTeH, dopmyna Mocremiepa®). Jlns BeiX

1 Mocrennep P.J1., Cripouienuii po3paxyHoK ruioni nosepxui Tina, A Engl Med, 22.10.1987, 317 (17): 1098 (nmcT)
1




[IOKa3aHb: y Nepnii IeHb pa3oBa HAKOTMYYBaJIbHA 71033 CTAHOBHTE 70 mr/M? (He TIEpeBHILYBaTH
axkTHyHy 103y 70 Mr) 3 TOJAIBIIMM BBEJCHHIM npenapary B no3i 50 mMr/M? Ha 700y (He
nepeBuILyBaTH GaKTHIHY 103y 70 mr). Axmo no3a 50 Mr/M2 Ha 100y epeHOCHThCs 100pe, ane He
CIIOCTEPITAETHCA JI0CTATHBOI KITiHIYHOT Binmosizi, To 1060BY 7103y MOXHA 26ipmmTH 10 70 Mr/m
(ue mepeBUILyBaTH daxTruny A000BY 703y 70 Mr).

Beaneka Ta e(EKTUBHICTH 3aCTOCYBAHHA kacrodyHriny B KIHIYHHX JIOCTIDKEHHSAX 32 Y4acTIo
HOBOHAPOJDKEHUX Ta HEMOBIAT pikoM 10 12 micsmiB BHBYEHI HEJOCTATHBO. [Ipenapar 3
06epeKHICTIO NPU3HAYAIOTH uilf rpyni MAmieHTIB. O6MexeHi JaHi BKa3ylOTh Ha MOKJIABICTD
3aCTOCYBAHHS Kacno@yHIiHy /A iKyBaHHs HOBOHAPO/UKEHUX Ta HEeMOBJAT (BIKOM 710 3 MiCALIB) ¥
1031 25 Mr/m? Ha 100y Ta LA nikyBaHHs JiTeil (BIKOM gix 3 o 11 micauis) y 103i 50 mr/M> Ha 100y.
(B, po3ain 5.2).

TpuBaiicTs JIiKyBaHHS

TpuBaticTs €MIIipAIHOIL Tepanii 3aJeXHTh Bill rigiysoi Biamosim namienta. JIKyBaHHS crijt
[IPOZIOBXKYBATH TPOTArOM nepiofly 70 72 TOAMH Micas SHHKHCHHA neiftponerii (abcomoTHa
xinpkicts mefirpodiniz > 500). IMamienTis i3 BHABIEHOKW TPHOKOBOIO imgexuie0 ci JiKyBaTH

MimiMym 14 aHiB, i micnAd 3HAKHCHHS peiiTponenii Ta KIHIYHHX CHMITOMIB JTiKyBaHHS CITiJ
IPOJIOBKYBATH npuHaiMHi 7 JHIB.

TpusaticTh JIKyBaHHA {HBA3UBHOrO KaHJMJI03Y BH3HAYAECTBCA «nigiuHOI0 Ta MiKpoGiONOrigHOIO
pinmosizumo manienta. Ilicis Toro sK SHUKIHA CHMIITOMH iHBa3HBHOTO KaHIHMIO3y Ta OTPHMAHO
HeraTHBHMI Ppe3y/bTaT aHal3y KyJIbTYPH, MOKHA POSTIAHYTH MOXIHBICTE 3aCTOCYBAHH
nepopaIbHOi npoTHrpu6KOBOI Tepartii. 3arajjoM TPOTHIPUOKOBY Tepaiio CNiJl MPOJOBXKYBaTH
npuHaiiMui 14 HiB MC/A OCTAHHBOTO O3UTHBHOTO Pe3y/bTATy aHaMi3y KYJIbTYPH.

TpuBaMicTh JIKYBaHHA {HBA3MBHOTO ACIEPrib03y BU3HAYACTLCS Y KOKHOMY OKpEMOMY BHIIAZIKy Ta
nosuHHa Oa3yBaTHCh Ha OIIHII TSKKOCTI OCHOBHOI'O 3aXBOPIOBAHHA narienTa, BiJIHOBJICHHS IICIIs
imynocympecii Ta Krigiunoi Biamoidi. 3araiom Tepamiio CIIiJl MpoJOBXKYBATH npuHaitMHi 7 IHIB
[TicIIst 3HMKHEHHS CHMITTOMIB.

Indopmanis npo Ge3nexy 3acTOCYBaHHSA MPOTATOM nepiomy monazn 4 TwKHI € obmexeHolo. OHaK
HasBHI AaHi BKa3yloTh Ha TC, IO KacrodyHriH NePeHOCHTHCS 106pe MpH TPHBATIIIKX Kypcax Teparii
(tpusanicTio a0 162 JHiB y IOPOC/HX MAI€HTIB Ta 10 87 nuiB y miTed).

Ocobnusi 2pynu nayienmis

I[ayienmu AimHb020 6Ky

V mamieHTiB MTHBOTO BiKy (65 pokiB i cTapme) crocTepiracThes 3GiNbIIeHHS TOKA3HKKA L0 1]
KPUBOKO xornenTpais — gac (AUC) npu6uzno Ha 30 %. Onnak Hemae noTpetu y KOpHI'YBaHHI
CHCTEMATHYHOr0 JI03yBaHHA. JlocBin 3acTocyBaHHS Mpenapary [amienTaM BikoM BiX 65 pOKiB €
oGMeKeHIM. (JIMB. PO3JIT 5.2).

Iopywenns ynKyii HUpoK
Hemae HeoGXiAHOCT] y KOPHTYBaHH] JI03H Iperapary. (muB. po3zia 5.2).

IlopywenHs QyHKYil newinKu

Jins OpOCIHX MAIieHTIB i3 JIErKMMH TIOPYIICHHSMHE (yHKIIH neuinku (56 Ganip 3a IKAIOKO
Yaiiaa-11"10) Hemae noTpedu B KOpHI'YBaHHi 103 TIpeniapary. Jlopoc/uM TIalieHTaM i3 TIOMipHHMH
nopymeHHsMH GyHKILH neginku (7-9 Ganis 3a MKAIOK0 Yajinna-11"10) peKOMEH/I0BAHO NpH3HAYaTH
kancodyHri y 1031 35 Mr Ha noby, Gepyuu 10 yBard nani papMaKOKiHETHKH. Y nepIuit JIeHb CIIi
3aCTOCOBYBATH 10YATKOBY HAKOMMYYBATbHY 103y 70 MT. Hemae KIiHIYHOTO A0CBILY 3aCTOCYBAHHA




nperapary A0poCiuM amieHTaM i3 TSOKKHMH [OPYIIEeHHIMH dynKkuii nevinku (nonazn 9 GauiB 3a
mkanoro Yaitna-11"10) Ta B ztiTed i3 Oy/1b-sSKUMH nopyueHHsMH QyHKIIA neuinku (AuB. po3aii 4.4).

OJHOYACHE 3aCTOCYBAHHS 3 iHYKTODAMH depmenTiB MeTaboi3MY

Ha miicTaBi OOMEXEHHX [AaHUX CIijl PO3TIAHYTH MOXKTHBICT 3611bIeHHS J000BOT 1034 10 70 mMr
KarcodyHriny micins HAKOTMYYBANBHOI 103# 70 MT TIpH OIHOYACHOMY 3acTOCYBaHHi KarncodyHriny
JOPOCITMM TAIliEHTaM i3 MEBHUMH ingykTopamu (epmeHTiB MeraGoniamy (B, posnin 4.5). Konu
Kanco@yHrin npu3HavaoTh giTsM (Bikom Bia 12 MicsuiB 10 17 pokiB) OAHOYACHO 3 IHIYKTOPaMH
depmentis MeTaboMi3My (IMB. po3in 4.5), ¢/1ijt 3aCTOCYBATH OJIHY J03Y xancodyuriay 70 Mr/m?* (He
MOJKHA TIEPEBUITYBATH (PaKTHIHY 10608y 103y 70 Mr).

Cnoci6 BBe/IeHHA
[Ticns BiZHOBJIEHHS Ta PO3BEJICHHA PO3IHH CTiJl BBOAMTH IUISXOM TOBUIBHOT BHYTPilIHHOBEHHOT

iHdy3il npuOIH3HO IPOTArOM 1 roxuuu. [HCTPYKIiT 3 BiIHOBJICHHS HB. po3zin 6.6.

JlocTymui Ba BAIH (IakoHIB HA 70wmr i Ha 50Mr.
KancodyHrin cij{ BBOIUTH Y BHIUISUIL OJTHOPa30BOi MoAeHHOT iHY3il.

4.3 lIpoTHNOKA3AHHA

[TixBHIIEHa YyTAMBICTH JIO IiKOHOI PeUOBHHH a60 10 6y/ab-AKOI JOMOMKHOI peyOBAHH NPErnapary,
3a3Hayenux y po3zini 6.1.

4.4 Oco6smBi YMOBH Ta 3aCTepeKeHHs MO0 3acTOCYBaHHA

[Tix uac BBeeHHs KacnodyHTiHy MOBIIOMJISUIOCS TIPO BHITAJIKH anadinaxcii. [Tpu Ti mosiBi BBE/ICHHS
xacroyHriny Ciji TPUIHHHTH Ta IPH3HATATH pianosiame rikysBanus. [ToioMmnsanocs npo no0iuHi
peaxitii, MeiaTopoM SKHX, MOXIIHBO, € ricramiH, Taki AK BHCHITAHHS, HaOpsaK 00mMy4s,
anrioneBpoTHYHMH HAOPAK, cBepOiK, BIMYYTTS TeIUIa a6o GpoHXOCHa3M, TaKi peakiii MOXYTh
BAMAraTH IPUIMHEHHS JiKYBaHHA Ta/a60 NpH3HAYCHHA BiANOBIIHOL Tepartii.

O6GMexeHi JaHi BKa3yloTh Ha Te, IO xacrodyHrin HeeeKTUBHUA MPOTH JPIK/DKOBHX TPUOIB, IO
ne manexartb jo poay Candida, Ta [ricHsBEX TpuOiB, IO He HANCKATh A0 POAY Aspergillus.
EdeKTHBHICTE Kxacno(yHriHy MPOTH IMX TPHOKOBHX [IaTOTeHiB He JIOBE/IeHaA.

OjHo4acHe 3acTOCYBaHHA kacrodyHTiHY Ta IHKIOCIIOPHHY OIIHIOBAIH 3@ YYaCTIO 3JI0POBHX
ZOpOCITHMX J00POBOJIBLIB Ta I0OPOCTHX namnientis. V IeSKHX JOPOCITHX 3I0POBHX 706pPOBOIBITIB, K
OTpMMYBaJIH 10 2 JIO3H 110 3 MI/KT HMKJIOCIOPHHY 1 Kacro(yHriHy, CIoCTepiraiy TPaH3UTOPHE
1 IBUIECHHA ananinaminorpancdepasu (AJIT) i acnapraraMiHoTpanchepasH (ACT) 1o piBHSA, AKAH
JIepEBHIIlyBaB BEPXHIO MEXKY HOPMH (BMH) y 3 abo MeHIIE pasis. Take MiABHIICHHA 3HUKAIO micis
[IpUIHHEHHS NpHiOMY nikiB. Y peTpOCHEKTHBHOMY nociiokerHi 40 TalieHTIB OTPHMYBAIH
kacmoyHriH Ta LHUKJIOCTIOPHH Y mic/speecTpaLifinmii nepiol MPOTAroM 1-290 aHiB (cepenns
tpuBanicts - 17,5 JHiB); CepHO3HUX TIOOIUHMX peakifi#t 3 GOKy nMediHKM HE cnoctepiramy. i mani
BKa3yIOTh Ha T€, 110 xacrodyHriH MOXXHa BBOZUTH [auienTaMm, AKi ITpHAMAIOTh LHKIOCTIOPHH, AKILO
[MOTeHIi}iHa KOPHUCTh MepeBakae Hal moreHmiftauM pu3ukoM. CIijl KOHTpOOBATH MOKa3HUKH
AKTHRHOCTI (pepMEHTIB NEYiHKH, AKIIO KacmodyHTiH Ta IUKIOCTIOPHH 3aCTOCOBYIOTE 0JIHOYACHO.

V [0pociuX MAlieHTiB i3 mopymieHHsM (yHKL MeyiHKH Bijl JIETKOTO A0 TOMIPHOTO CTYNCHA
rsoxkocti mokasauk AUC 30UIBITYBaBCA npuOIH3HO Ha 20% Tta 75% BiaAnMOBiAHO. PeKOMEHI0BAHO
3MeHIIyBaTH 1000BY 7103y 0 35Mr MY NPU3HAYEHH] IIpenapaTy JOPOCIIHM TaIlieHTaM i3 TIOMipHHMH
NopyMIEHHAMHA dynkuii newinku. Hemae KIHIYHOro JOCBiAY 3aCTOCYBaHH: JA0POCIHM i3 TSOKKMMH
MOPYIICHHAMH ¢yukuii newinkm Ta nitam i3 OyAb-SKMMH  [OPYIICHHAMH GynKil

neuink#. O4ikyeTbesd, 10 Yy TaKHX [alieHTiB eKcro3uuis npenapary Oyne BHILOIO, HiK TIpH
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noMipHOMY CTyMEHi TSOKKOCTI TIopyIenHs GyHKuii [eyiHKH, TOMY KarncoyHTiH clIijl Ipu3HataTh 3
o6epexHICTIO UM namientam (aus. po3aim 4.215.2).

CrocTepiraiuch BiAXHICHHA Y nabopaTOpHHX TMOKa3HHKaX dynkuii medinkH Yy 370pOBHX
n06pOBOIBILIB, @ TAKOXK Y JIOpOCITHX narieHTis i jiTed, sSKi MpHiMaTH xancoyHrid. Y JAeAKHX
JOPOCIHX TAII€HTIB T2 jitelft i3 THKKMM OCHOBHHM 3aXBOPIOBAHHIM, AKi mapaleNbHo 3
karcodyHriHoM OTpUMYBAITH JeKibKa CyIyTHIX mpenaparis, 0yJ0 3adikcoBaHo OKpeMi BHIIA/IKH
wiigiugo 3Hadymoi HCYHKI [eYiHKH, TENaTHT Ta TEe4iHKOBY HEJOCTAaTHICTh, OJHAK
R32€MO3B’A3KY 13 MPUHOMOM MpenapaTy xancodynrin BusBICHO He GyINO. 3 METOI0 CBOEYACHOTO
BHSBICHHS O3HAK TOripmieHHs (yHKuii mediHku Ta OIHKM CIiBBi/IHOIICHHA PU3HK - KOPHCTH
[TOJIOBYKEHHS Tepartil JTiKapChKuM sacobom KancodyHrin HeoOXiIHO criocTepirarH 3a mami€HTaMH, ¥
JKMX I 4ac JKyBaHHA KamcoQyHriHOM BHHHKAIOTH BiJXH/IeHHA B 1a00paTOpHHMX MOKa3HHKaX

dyHKil NEYiHKH.

Bunanku cunapomy CriBenca-J/DkoHCOHA (SJS) Ta TOKCHYHOTO eniepMaIbHOro nexpomizy (TEN)
criocTepirantcs Yy [OCTMApKETHHTOBHH mepioa micis  3aCTOCYBaHHA kacnodyuriny. Ciin
npu3HayaTH 3 0GEPEeKHICTIO [alieHTaM 3 aJepriyHiMH peaKiiaMH 3 GoKy mKipu B aHamHe3i (JUB.
po3ain 4.8).

4.5 B3acMo/ifl 3 iIHIIMMH JIIKAPCHKAMH sacobamm Ta inmi BIAH B3aeMOil

JlocipKeHHs in Vitro CBilMaTh, 110 kacrodyHrin He € iHri6iTopoM By ab-KOro epMEeHTY CHCTEMH
mutoxpomy P450 (CYP). V THIYHEX OCTIDKEHHAX KacrodyHriH He innykysas CYP3A4-
meraGoniam inmux pedopuH. KacnopyHrin He € cybcTpaToM JUlA depmentis P-riikonporeiny i€
moranuM cyocrparoMm Ui depmentis muroxpomy P450. [Ipote (apmakooridsi Ta KIiHiuHi
JAOCTI/KEHHS TT0Ka3alu B32€MOiI0 KacoGyHTiHY 3 IHIIMMH JTiKapChKUMH saco6aMu (JIUB. HUKYE).
V BOX KIiHIYHHX JOCII/DKEHHAX 32 Y4acTIO 30pPOBHX n06poBoIbLiB HHKIOcTopuH A (1 1033 4
Mr/Kr 260 2 1031 3 MI/Kr yepe3 12 rouH) [1i/IBMIITYBaB MOKA3HAK IUIOLL ITiJl KPHBOFO KOHIIEHTpallis-
yac (AUC) kacriodyuriny npuGau3Ho Ha 35%. Ile MOIHBO, TIOB”A3aHO 31 SHIKEHHAM TOTTHHAHHA
kacro(yHriHy IediHKOIO. KacnodyHriH He IiJBHITYBaB PiBCHb MKIOCHIOPHHY B ra3mi kposi. Ilpu
OHOYACHOMY 3aCTOCYBaHHi kacrmoyHriHy 3 IHKJIOCIOPHHOM crocTepiranocs THMYacoBe
[1i/[BUIIEHHA AKTUBHOCTI MEYIHKOBHX tpancaminas (AJIT Ta ACT) (B 3 abo MeHIIE pasiB MOPIBHAHO
3 BEpXHBOIO MEKEIO HOPMH), SKE 3HHKAIO micyis TPUIMHEHHA TPHHOMY Mpenapary. ¥
pETPOCIIEKTHUBHOMY nociipkenni 40 TalieHTIB OTPHMYyBAIH kacrmodyHriH Ta IMKJIOCIOPHH Y
micspeccTpamiifiuii nepiol MPOTATOM 1-290 auiB (cepeaHs TPHBAIICTH - 17,5 nus); cepHo3HUX
noGiunux peakiiif 3 GOKy TMedYiHKH HE criocTepiranocs (AHB. posain 4.4). Cmin CHCTEMHO
KOHTpPOJIIOBATH TOKA3HUKH aKTUBHOCTI (PEPMEHTIB NEYiHKH, AKIIO obuaBa JiKapchki 3acobm
3aCTOCOBYIOTHCA OJIHOYACHO.

Kacmodynrin 3menuryas Ha 26% MiHIMaTBHY KOHIEHTPAIIIO TaKpoTiMycy B KpOBi y 3I0pPOBHX
no6pososibitis. [Tanientam, AKi OTPUMYIOTH 11i /Ba IpenapaTH, 060B’ A3KOBO IPOBOJIATE CTAH/IAPTHHH
MOHITOPHHT KOHIIEHTpALliii y KPOBi Ta BiOBI/IHY KOPEKIIiO /03K TaKpoIiMyCY.

Crimiuni OCTIDKEHHS 38 YYACTIO 30POBHMX JOPOCIHX 106pOBOIIBIIIB MOKA3a/IH, O iTpaKoHa30II,
amoTtepuuuH B, MixodenonaTy, nendinasip ab0 TaKpOMMYC HE BILTHBAIOTE KT HIYHO CYTTEBO HA
(apmaKOKiHETHKY xacrodysriny. Kacnodynris He BILUIHBAB Ha dapmaxokiHeTHKy aM(OTEPHIIHHY
B, iTpakoHa3oiy, pu¢amIniuHy a6o Mikogenonary Modermy. Xoua JaHHX IIONO Ge3nedHocTi
HEIOCTaTHBO, HEMAE CIICLiaIbHAX 3aCTEPERKEHD II0/10 OIHOYACHOTO 3aCTOCYBaHHA Kacro(yHriHy Ta
amdoTtepununy B, irpakonasony, nendinasipy abo mikodenonaty ModeTuy.

Pudamminud CIpHIHHSAB s6inpmrenns AUC Ha 60% Ta 301LIbIICHHS MiHiMaIBHOT KOHIIEHTpAIlii
kacroQyHriny Ha 170% B nepmmii JeHb CYIyTHBOIO BBEACHHA, Konu obmaBa Ipenaparu
3aCTOCOBYBAJH 3/I0POBHM JIOPOCITHM n06poBonbIAM. MiHiMaIbH piBHi KacrmoyHriHy MOCTYNOBO
3MEHINYBAIMCH MiCIsi TMOBTOPHOTO BBEJICHHI. [licns 2 THXHIB BBEJICHHA pudamninme  Mas
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obmesxennii Bruus Ha AUC, ane MiHiMaTBHI KOHIEHTpalil 6y i HHKIYMMH Ha 30%, HiK Y JIOPOCIHX
namieHTiB, AKi NpUAMATH TUIBKH KacTo(yHTiH. MexaHi3M B3a€MOJIil TIOB’S3aHHF, MOXIHBO, 3
[OYATKOBMM iHTIOYBaHHAM Ta HaCTYIIHOIO iH/IYKII€I0 TPAHCTIOPTYBAHHA Ginkis. ITonibuuit edext
MOJKE CIIOCTepiraTHes 3 iHIIMMH TIpenapaTaMH, o {HIYKyIOTh MeTaboi3M depmentin. OGMesxeHi
naHi jocikennb hapMaKOKiHETHKH BKa3yloTh Ha TC, IO OHOYACHE 3aCTOCYBAHHS KariCOQYHIiHY Ta
inykTopie edasipenuy, HeBipaniny, pudaMIiluHy, AeKCaMeTasoHy, ¢denitoiy abo xapdamaseniny
MOJKE IPH3BOJIUTH JIO0 3MEHIICHHA AUC xacno¢pysriny. IIps olHOUacCHOMY [pU3HAYEHH IHIYKTOPIB
meTabonisMy GepMeHTIB CITi/l PO3TISHYTH ITHTAHHA ITPO 3GipIenHs 1060801 1031 KancodyHriH 10
70 Mr micis npu3Ha4eHHA HaKONU4yBaTbHOI 1031 70 MI JUIs I0pOCITHX nanieHTis (AuB. po3in 4.2).

V BeixX 3rafilaHuX BHIIE JOCIIDKEHHIX B32€MOJIis i3 IHIIMMHM TPErapaTaMH, MPOBEIEHHX 32 YHacTIo
JIOPOCTHMX TAIIEHTIB, KacnmoyHTiH 3aCTOCOBYBAIA Yy J103aX 50 mr a6o 70 mr Ha 206y. B3aemonii
kacnodyHriny B GLIBIINX J103aX Ta 3 {HLIMMH TIperapaTaMu He BHBYAIacs.

V niTeil pe3yIbTaTH perpeciiiHoro aHasi3y JaHuX GapMaKOKiHeTHKH BKa3yIOTh Ha T€, IO OJTHOYACHE
NpU3HAYCHHS JIEKCAMETasoHy Ta KancodyHriny MOXe IMpPH3BOAUTH JI0 KJIIHIYHO 3HAYYIIOrO
AMEHIIeHHS MiHIMATBHHX KOHIICHTpaUid kacniodynriny. Lli nani MOXyTb CBiUMTH NPO TE, IO NPH
3acTOCYBaHHi iHAYKTOpiB y JiTeH CIIOCTEpiraTHMyThCA TaKi K 3MEHIICHHN MiHIMaJIBHHX
KOHIEHTpaILiii, AK i B gopocymx. [lpu 0aHOUACHOMY npu3Havenni Airam (y Bimi Bix 12 MicSILiB JI0
17pokiB) Kamco@yHriH Ta TaKHX {HyKTOpIiB KJipeHCy mpemapary, fK pudamminmg, epapipeH,
nepipanit, GeHiToiH, IeKCaMeTa30H a6o kapOamasellit, CJIijl pO3I/IAHYTH MUTAHHA TIPO 301IBIICHHA
no3u Kancodynriny o 70 mr/m? Ha 106y (He IepeBUIIYIOUH no6oBy 103y 70 Mr).

4.6 ®epTHILHICTH, BATITHICT i TaKTanis

BariTHicTb

Jlani 1010 3acTOCYyBaHHA karicoyHTiHy BariTHUMH XKiHKaMH BizcyTHi a60 oOMexeHi. KancodyHrin
He cJIiJl 3aCTOCOBYBATH i/l Yac BariTHOCTI, OKpiM BHIIQJKIB KpaiiHbol geobxignocTi. JlocHUKeHHA
Ha TBapHHAaX MMOKa3aH TOKCHYUHICTD JUIS PO3BUTKY (IMB. po3nin 5.3). ¥V J0C/i/UKeHHAX HA TBApHHAX
[10Ka3aHo, 10 KacmoyHTiH MPOHMKAE Kpi3b IUIalleHTapHui Gap’ep.

['py/iHE BUTOAOBYBAHHS
Hepimomo, 4YM  TNpOHMKae Ipemapar Yy  IpYAHC Monmoko y  okiHok.  HassHi

@apmaxo,unHaMquifToxcmconorqui JlaHi Ha TBAPUHAX T10KA3aIH BUIUICHHA kacodyHriny B rpyase
Mmozoko. JKinkaMm, sKi MpUAMaIoTh xarncodyHriH, He MOXXHA ro/lyBaTH IPyAIIO.

DepTHILHICTD
KancodyHrin He BIUIMBaB Ha depTHIBHICTS Y AOCTI/DKCHHSX, MPOBEJCHUX HA caMIaxX 1 camkax

naypis (auB. po3ain 5.3). Hemae KITiHIYHMX JAHAX MO0 KancodyHriny Uis OIlIHKM MOr0 BIJIMBY Ha
depTUIBHICT.

4.7 Bruims Ha 3JaTHICTH KepyBaTH TPAHCIOPTHHMH 3ac06aMM TA MPAIIOBATH 3 MeXaHi3MaMH

Jlocmi/pKeHHs. BIUIMBY Ipenapary Ha 3JaTHICTH KEpyBAaTH aBTOTPAHCIOPTOM Ta IHITHMH
MexaHi3MaMH He IIPOBO/IHIIHCH.

4.8 Io6iumi peaxuii

[ToBizoMIIANIOCS TIPO PeaKilii MmiBAIIeHoT gyTauBocTi (aHadinakciio Ta noGiuHi peakiiii, MeIaTopoM
AKHX, MOKJTHBO, BUCTYTIa€ ricramin) (uB. posaii 4.4).




VYV naii€HTiB
pecripaTopHui
0OCTEeKEHHI.

Jlopocai nayiermu

YV KTHIYHAX T0C/TLUKEHHA
nozax: 564 nauientn 3 ¢eOpuibHOIO HE
NAIEHTH 3 IHBa3UBHUM KaHJIHJI030M, 228 namieHTis
oKaTi30BaHOO iH(eEKIi€, CIPHIHHEHOIO Candida,
nocmipkennsx dasu L Y JIOCITJDKEHH

i3 iHBAa3MBHMM AacIepribo30M TAKOXK TOBiAOMIISIIOC
JNCTPEC-CHHJIPOM Y JOPOCITHX (ARDS) Ta inginbTpaTH 11

[IPAYMHHA 3JI0AKICHOTO HOBOYTBOPEHHA 2

cTOBOYPOBHX KIITHH (BKIIOYAIOUH 39 ajoreHHUX TpaHC
[aieHTiB 3 MiATBEP/DKCHOIO iH(EKIi€w, CIPHIHHEHO
{HBA3MBHMM KaHIU030M Oys0 CEepHO3HE OCHOBHE 3aXBOPIOBAHHSA
ixmi opMH 3T0AKICHHX poIIeciB, He
3aCTOCYBAHHS KUIBKOX CYIYTHIX npenaparis.
HAIIEHTH YacTO MM Cepio3Hi Me/MuHi cTaHd (Ta
nepudepuyHIX CTOBOYPOBHX KJIITHH,
a60 TpaHCILIAHTOBaHHIl OpraH), MO BAMAr

Haitqactime mosigomsuiocs mpo ¢rebiT Ak no6iYHy peaKiito, NoB 53
y BCiX rpynax MaumieHTiB. [Hmi MicleBi peakilii BKIIOYaIn: epuTeMY,
IUYTTS EYiHHA.

npenapary,

cBepOix, BUIJICHHS CEKPETY Ta Bl

Korimiuni Ta nabopaTopHi 3MiHM y BCIX
xacriodyHriH Gy, SK IPABHIIO, JETKOT

x 1865 nopocux OTpHMYBaIHA xancoyHrin y p
fiTponericio (OCTiDKEHHS emmipuunoi Tepanii), 382
{3 iHBa3MBHMM acTIepriibo3oM,
Ta me 394 ocobu Gymu 3apeecTpoBaHi y
if manieHTH OTPUMYBAIH XiMiOTEpaIiio 3
6o iM Oy/0 mMpoBEACHO TPAHCIUIAHTALIIO0 TeMONOCTHIHMX
manTariB). Y AOCII/DKEHHSAX 3a y4acTio
10 Candida, y GinpmocTi MAIi€HTIB 3
rematoJjioriagi abo
BIJI), 1110 BUMAaramm
i Aspergillus

i emmipuuHOi Tepan

reMaToJIorivHi

(HanpuKIan

JIaBHO NIPOBEJICHE ONEpaTHBHE BTPYYaHH,
V HenopiBHAIBHOMY JOCTIUKCHH
Ki K TpaHCILUIAHTALlis KICTKOBOrO MO3KY abo
OHKOJIOTiYHi 3aXBOPIOBAHHS, COJIIHI IyXJIHHU
A/ 3aCTOCYBAHHA KOMOIHOBAHOTO JIKYBaHHA.

[lepenik no6iuHUX peaKiii y BHIIAAL Ta0IAI

g mpo HaOpAK JIEreHb,
pu pertresorpadiHOMY

a30BUX Ta baraTopa3oBHX

aHy 31 clocoOOM BBE/ICHHA
61716/4y TIIHBICTh,

JOpOCIHX TAIIEHTIB (3aralom 1780), siKi 3acTOCOBYBAJIH
dopMH Ta PiIKO IPH3BOHIIH J10 Bi/IMiHH DIpenapary.

[lix wac KIHIYHMX AOCITiUKeHb Ta/abo MiJ yac MOCTMAPKETHHIOBOIO 3aCTOCYBAHHsA MPOIYKTY
[OBIAOMJISTOCS TIPO TaKi OGIUHi peaKui:
Knac cucmemu Yacmo (sio 21/100 | Heuacmo (8i0 >1/1000 o0 <1/100) | Hesidomo (ne
op2anie 00 <1/10) MOMHCHA
ouiHumuU Ha
niocmasi
HAABHUX
danux)

297 naiieHTiB 3

3 boky cucmemu

3HMKEHHSA PIBHA

aHeMis, TPOMOOIHTONEHIs,

Kposi ma reMoro0iny, KOaryJomnatis, JIeHKOIIeHis,
nimpamuunoi 3MEHIICHHA 36iIBIIEHHS KUTBKOCTI €03UHOMIIIB,
cucmemu reMaToOKpHTY, 3MEHIIeHHS KiJIbKOCTI TPOMOOIMTIB,
3MEHIICHHS 36iIBIIeHHS KiTBKOCTI
KiJIBKOCTI TpOoMOOLHTIB, SMEHIICHHA KLIBKOCTI
NEHKOIMTIB niMponuTis, 361IBIICHAS KiJIBKOCTI
JeHKOIKMTIB, 3MEHIIEHHS KiJIbKOCTI
HelTpodiniB
3 boky rinokatiemis 3aTPUMKa PiIMHH, rinoMartiemis,
Mmemabonizmy ma AHOpPEKCis, eJeKTPOIITHHH
Xap4yy8aHHA nucbaianc, rinepriikeMis,

rinmoxanbitieMis, MeTaboIYHAH
aIu103

3 6oky ncuxiku

TPHBOJKHICTB, JI€30PICHTAILIA,
6e3coHHS
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3 6oky Hepeo6oT

ronoBuuii 6116

3a11aMOPOYEHHS, IUCTeB3id,

cucmemu napectesii, CORJIMBICTB, TPEMOP,
rinecTesis
3 6oky opzanis OBTYIIHICTb CKJIEP, HEUITKICTD
30py 30py, HAOPSAK TMOBIK, MOCHICHE
C/IHO30BHIIJIEHHS
3 boky cepua abIIiTAILIS, TAXIKAp/is, APUTML,
¢iGpunania nepeacepib, 3acTiiiHa
ceplieBa HeIOCTAaTHICTh
3 Goky cyounnoi | Gnebit TpomGodnediT, IPAUTUIHBH KpOBI 110
cucmemu 06 Tuyuust, IPUILIMBH KPOBI,
apTepiabHa rineprensis,
apTepiaibHa rinoTeH3is
3 boky 3aJIMIIKa 3aKJIaIcHICTh HOCa,
pecnipamophot (hapHHroNapUHreTbHIHA 61,
cucmemu, Taxinxoe, OpoHXOCNa3M, Kallesb,
opzanie zpyonoi HiYHa ITAapOKCH3MalIbHa 3a/IMIIIKa,
KaimKu ma rinoKcist, XpHUIH, CBUCTSYE THXaHHA
cepedocminHA
3 doxy LLIKT HY/I0Ta, Jiapes, a6omiHaIbHAI 611k, 6171 Y
OmoBaHHA BepXHiil JiISHII KUBOTA, CyXicCTh ¥
poTi, aucrencis, BIIYYTTA
nHCcKOMGOPTY B LUTYHKY, 3AYTTA
JMBOTA, aCIIUT, 3ariop, aucoaris,
METEOPH3M
3 boxy i IBHIIEHHSA XOJIeCTa3, reraToMerasis,
zenamobini- MOKa3HHUKIB rinep6inipyGineMis, JKOBTAHULL,
apnoi cucmemu yHKil neYiHKH nopyuieHHs QyHKIIi NeYiHKH,
(ananiHaMiHO- renaToTOKCHYHICTh, 3aXBOPIOBAHHSA
Tpancdepas, MeYiHKH, i/IBAIICHHSA PIBHA raMMa-
acrapTaTamiHo- ryTamiaTpaschepasn
Tpancdepas,
nyxHoi pocharasu
KpOBi, 3B’13aHOTO
6inipy6iny,
Ginipy6iny KpoBi)
3 GoKy wiKipu ma | BUCHTIAHHS, MyJIbTHQOPMHA EpHTEMA, TOKCHYHHHA
niOWKIpHOT cBepGix, epuTeMa, | MaKy/IApHE BHCHIIAHI, MAKyI0- emnijiepManbHu
KAimKogunu rinmepriapos rany.;1b03He BUCHITAaHHA, HEKpOJi3 Ta
cBepO LMl BUCHTI, KPOITHB' SHKA, CHH/IPOM
ajiepriffHui 1epMaTHT, CriBeHca
resepanizoBanuii cBepOK, JlxxoHcoHa
epuTEeMaTO3HEe BHCHIIAHHA, (muB.  po3jI
reHepaizoBaHHi BUCHII, 44)
KopernoliOHe BHCHIIaHHSA, YPAKCHHA
LIKipH
3 GoKy KicmKogo- | apTpAITis 6inb y crmHi, 6ib y KinuiBkax, 6imb

Mm’a3z060i y KicTKax, M’f30Ba ¢1a0KICTB,

cucmemu ma mianris

cnony4Hol

mKaHUHU J




3 6oky Hupok ma
ceHo8UBIOHUX
WAAXI8

HHpPKOBa HEeJIOCTaTHICTb, FOCTPa
HUPKOBA HEeJOCTATHICTh

3azanvHuli cmat
ma nopyuweHH,,
noe’azani 3i
cnocobom
3aCcmocyeantA
npenapamy

[1iIBUIICHHA
TeMIIepaTypH Tina,
03H00, cBepOIkK ¥
micii iHdys3ii

6iib, O1Tb y MiCIli BBEACHHA
xarerepa, c1abKiCTh, BUIIYTTA
X0JI0AY, Bi/tyTTS JKapy, epATEMa y
micui indys3ii, m.uypaum y Mici
indy3ii, Ginp y Micui ingysii,
npnnyxmcrb y Mici indys3ii,
dnebit y micui BBeCHHS,
nepuepudHi HAOPIKH, GOMIOYICTh,
auckoMpopT Y rpymnﬁ KT, 6116
y rpy/Hii KiIiTIi, HAOPSK 00T,
quy'ma 3MiHH TEMIICPaTYPH Tina,
iHIypaItis, KpPOBOBHIIMB Y MicIli
indyy3ii, MOPAsHEHHS Y micii
iHdys3ii, qmeﬁn y micui indys3ii,
BUCHIaHHA Y Micui iHOY3ii,
KpOMHB’ FHKa y MicIli indysii,
eputemay MicIli BBEICHHS, Haﬁpsnc
y Micui BBeIcHHS, 611b Y MicITl
BBeJICHHS, TIPHITYXJICTh Y MicIi
BBeJIeHHS, HeJoMarants, HaOpsiKH

ObcmedrceHHA

3HMIKEHHS PIBHS
KasTiio y KpoBi,
3IHUKEHHS PiBHA
anpOyMiHy B KpOBI

[iIBHINCHHS PiBHSA KPEATHHIHY Y
KPOB, O3MTHBHMI aHATI3 cedi Ha
KpOB, 3HHKCHHS PiBHS 3aralbHOro
6inka, 6110K y cedl, MOJAOBXKEHHS
pOTpOMOIHOBOrO 4acy,
CKOpOYEHHS IPOTPOMOIHOBOTO
4acy, 3MEHIICHHA piBHA mnpno y
Kpom 36ibIIeHHS PIBHA Ha'rpuo y
KpOBl 3MEHIIeHHs PiBHA KaIbLIIO ¥
lcpom, 30LIBIICHHS plBHH KaJIBIIIo ¥
KpOBI 3MCHIICHHS pmua XJIOpY B
KpOBI, 361 TBIIEHHS plBHﬂ [JIIOKO3H B
Kpom 3IMEHIICHHSA pumsl Martito y
Kpom, 3MEeHIIEHHS puaHs docdopy B
KpOBi, 301/IbIIICHHA plBHﬂ docdopy
B KpOBi, 30IBIICHHS piBHA
CeYOBHHH KPOBI, I10JIOBXKECHHA
AKTHBOBAHOI'0 YaCTKOBOT'O
TpOMOOILIACTHHOBOTO 4acy,
3MeHIIeHHs piBHs OikapOoHaTy
Kpom 36iNBIIEHHS PIBHS XJIOpY B
Kpom 36iNBIIEHHS PIBHA KAILIO Y
KpoBi, migsuienns AT, 3SMEHIICHHS
piBHA C€4OBOI KHCIIOTH Y KpOBI,
KPOB Y cedi, maTonorivni JAUXANTbHI
IyMH, 3MEHIIEHHs PiBHA
BYTJICKHCIIOTO rasy, 301IbIIEHHSA
piBHA myﬂocynpecopﬂnx
npenapartis y KpoBi, 301IbIIEHHS
MiJKHAPOHOTO HOPMAIi30BaHOrO
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CIiBBiIHOIMEHHS, ITIHIPH ¥ cedi,
MO3UTHBHHII aHami3 cedi Ha
neiikonuTy, miasumenss pH cedi

3acrocyBaHHs KarcadyHriHy B no03i 150 Mr Ha 100y (IPOTATOM nepiosy a0 51 ust) OMIHIOBAIH Y
100 HOpOC/TMX TAINEHTIB (JIMB. posain 5.1). ¥V upomy JOCII/DKeHHI TOPIBHIOBAIN 3aCTOCYBAHHA
kancoyHriny B 103i 50 Mr Ha 1006y (micns BBEACHHA HaKOMUUyBTLHOI 71034 70 MI'y repLIuii IeHb)
ta 150 Mr Ha 00y TpH JiKyBaHHI IHBA3WBHOTO KaHIHIO3Y. V wiit rpyni nauieHTis Oe3neka
3acTocyBaHHA KancoyHTiHY ¥ Ui 1031 Gys1a B 11ioMy IOXIGHOIO JI0 OE3NeKH NpH 3aCTOCYBaHH1
npenapary B 031 50 Mr Ha J100y. KifbKicTh MAIi€HTiB i3 cepHO3HUMHA MOGIYHHMH peaxIisaMH,
[IOB’S3aHMMH 13 3acTOCYBaHHAM Ipenapary, a0 peakuisMM, WO TNPHU3BOAWIH JIO Bi/IMIHM
kancodyHriny, GyJa noiGHo0 y ABOX rpynax JiKyBaHHA.

Himu

Jlani 5 3aBepmieHHX KIIHIYHHX JIOCTi/DKeHb, B AKX Opana y4acTb 171 quTHHA, CBiIYaTh, LIO
3araNbHA YACTOTA OSBH KIIHIYHHX MOOIYHHX peaxuiit (26,3 %; 95 % inTepsan aosipu — 19,9, 33,6)
He € GLIBIION0, Hi TAKa Y IOPOCIHX Nalli€HTIB, siki npaiiManu kacriopynrin (43,1 %; 95 % iHTEepBal
nosipu — 40,0, 46,2). OjHax AiTH, IMOBIPHO, MAIOTh ipmmit npodiib moGiYHuX peaxiiit, HiX nopocii
namienTd. HaifyacTiMMK TIOB’SI3aHUMH 3 MPUHOMOM Ipenapary KIHIYHAME  TOOT9HHMH
peaKitisMu, Tpo fAKi TOBIZIOMJISIOCH Y niTeil, MO JIKYBATMCH KacTIOQyHTIHOM, Oynu: MiIBAIICHA
temneparypa Tina (11,7 %), BUCHIIaHHA (4,7 %) Ta ronoBuuii 6116 (2,9 %).

[lepenik no6GiuHMX peakiii y BUIIAL TabmuLi

TToBizOMIAIOCS PO TaKi MOGiUHI peaKIii:

Knac cucmemu op2anie Hysce uacmo ] Yacmo (sio > 1/100 o0 < 1/10)
(=1/10)

3 6oKy cucmemu Kpogi ma 361/IbIIEHHS KUTHKOCTI €03HHO(LIIB

aimpamuynoi cucmemu

3 boky nepeoeoi cucmemu roJIoBHHU#H 61716

3 boky cepuAa Taxikap/is

3 6oky cyounnoi cucmemu NPHIUTMBHA KPOBi 10 00IHYH, apTepianbHa
rinoTeH3is

3 boky zenamobiniapnoi MiJBHIIEHHS PIBHIB (PEPMEHTIB MEYIHKHA

cucmemu (ananinaminoTpancgepasm,
acnapraTaminoTpaHcdepasH) (AJIT, ACT)

3 boky wikipu ma BHCHITAHHS, CBEPOIXK

niowKipHoi K1imKogunu

3azanoruii cmar ma rapsauka 03100, 6ib y Miclli BBEJICHHS KaTeTepa

nopywienn, n08’A3ani 3i

cnocobom 3acmocy8anHA

npenapaniy

Ob6cmedceHHA 3HHOKEHHA PiBHA Kasiio, rimoMarsiemis,
IiIBHIIEHHS PIBHA TIIOK03H, 3HWKCHHA piBHS

| docdopy, i/IBAIIEHHS PIBHSA docdopy

3gimyeanns npo nido3proeani nobiuni peaxyii
Bajk/IMBO 3BITYBATH NPO MMi103PIOBaH] noGiumi peakuii mic/s peecTpallii JikapchKkoro 3aco0y. Lle nae
3Mory # Hajajli KOHTPOTIOBATH CIIiBBiJIHOIIEHHS KOPHCTB/PU3HK TIPH 3aCTOCYBAHHI JIKapChKOTO

sacoby. KBaniikoBaHHX [paliBHUKIB y Tay3i OXOPOHH 310pOB’Sl POCATH MOBLIOMIIATH IPO BCi
MTi103pIoBaHi MOGIUHi peaxiii.




HanionansHe areHTCTBO 3 JiIKapchKuX 3aco0iB
ITpocn. MecorioH, 284,

155 62, Xonaproc, Adinu

Ten.: +30 21 32040380/337

daxkc: + 30 21 06549585

Be6-caiit: http://www.eof.gi

4.9 IlepeposyBanus

[ToBinoMJsIOCS TIPO BHNAAKOBE MpH3HACHHA xacrodynriny B 103i 400 mr 3a 1 noGy. Lli Bumaaxu
He BUK/THKAIM KITHIYHO 3HAYYIIMX TOOIYHMX PeaKilii. KacmodyHrin He BUBOHTELCS IPH Jiamisi.

5. DPAPMAKOJIOITYHI BJJACTUBOCTI
5.1. ®apmakouHamMika

(dapmakoTepaneBTHIHa rpyna: IIPOTUIPHOKOBI 3aCO0H VI CUCTEMHOrO sactocypanns, kog ATC:
JO2AX04.

MexaHi3M Jii

KacnodyHriny anerar sBjse€ co6010 HAMBCHHTETHYHY JIMONENTHIHY CIOJIYKY (ex1HOKaH/IHH),
CHHTE30BaHy 3 MPoAyKTy hepmentauii Glarea lozoyensis. KacnodyHsriny aneTar IIPUTHIYYE CHHTE3
B -(1,3)-D-rmoKany — BaXJIMBOTO KOMIIOHEHTA TITHHHOT CTiHKM 6araTboX TidoMILETIB i APIKIDKIB.
V xnitunax ccasuis B-(1,3)-D-rimokan He IpACYTHIH.

dyHrinuaHa aKTHBHICTH xacroyuriny Oyna MpOACMOHCTPOBaHa MNPOTH npixmkis Candida.
Jloci/keHHst in Vitro Ta in vivo NEMOHCTPYIOTE, IIO excniosuuis Aspergillus 10 xacnodyHrisy
TIPU3BOJIUTE JI0 JIi3HCY Ta CMEPTi BEPXHiX KiHI{iB Ta TOYOK PO3raTyKeHHs riis, ne BiOyBa€THCA PICT
Ta PO3MOALT KJIITHH.

(DagmaxogHHaMqui edekTH

KacnodyHriH in vitro 1eMOHCTPYE aKTHBHICTH poTH mTaMiB Aspergillus (Aspergillus Sfumigatus
[N = 75), Aspergillus flavus [N = 111], Aspergillus niger [N = 31], Aspergillus nidulans [N = 8],
Aspergillus terreus [N = 52] 1a Aspergillus candidus [N = 3]). Kacrodysrin in vifro Takox €
axTupnuM npoty mtamis Candida (Candida albicans [N = 1032], Candida dubliniensis [N = 100],
Candida glabrata [N = 151}, Candida guilliermondii [ N = 67) , Candida kefyr [N = 62], Candida
krusei [A = 147), Candida lipolytica [N = 20], Candida lusitaniae [N = 80), Candida parapsilosis
[N = 215], Cancida rugosa [N = 1] ta Cancida tropicalis [N = 258]), BKIIOYAIOUH 13014TH 3
MHOYKHHHAMH TPAHCTIOPTHHMHU MYTaIlisIMH Ta {30J14TH 3 HAOYTOIO BHYTPIIIHBOIO PE3UCTEHTHICTIO /IO
daykonasony, amdorepuiuny B Ta 5-¢pmynurosnny. BunpoGysaHHs Ha 9yTAUBICTH MPOBOIMIIH
BinoBiHO 10 MoHdikarii 060X METOIB IHCTHTYTY xrinigamx i tabopatopuux cranaaptis (CLSL
odiwiiHo BiIOMUIH AK HanioHanpHEi KOMITET 3 KIiHIYHKX J1ab0paTOpHMX craunapris (NCCLS),
meron M38-A2 (s urramiB Aspergillus) i meton M27-A3 (nns wramis Candida).

CranjapTH30BaHi METO/IH TECTyBaHHA YyTAMBOCTI U APDKIUKIB Oy peranosieni EUCAST. Mexi
qyTAMBOCTI JUIA KacmodyHriy me He seranosneni EUCAST uepes 3HauHi mixsabopaTopHi
piamingocTi B Ajamasoni MIK ans uiei Aiiodoi pedOBHHH. 3amicTh MOPOTiB YyTJIMBOCTI i30JIATH
Candida uymmBi mo auigynadymrimy, a TaKox MikadyHriHy, CNiJl BBaXaTH WYTIHBHMH JIO
xacriodyuriny. [TogiOHEM YHHOM, isonpoBani C. parapsilosis IPOMKHI TIPOIXYKTH aniayradyHriHy
Ta MikadyHI1HY MOXHA BBAKATH IPOMIKHUMH IIPOJTYKTaMH KacrnodyHriny.

MexaHi3M BUTPHBAIOCTI
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Isonstu Candida 31 3HAXEHOIO 9y TIHBICTIO 710 KacniodyHriHy Gy BUABIICH] y HEBEIMKO] KiJIBKOCTI
namienTis mix gac Aikysanus (3navenns MIK juis kacnodysriny >2 mr/xt (11 ABHIICHHS MIK y 4-30
pa3iB) GyJi0 3apeccTPOBAHO 32 AONMOMOrOI0 CTAHIAPTHHX metojis ckpuHiHry MIK, sarBep/okeHnX
[HcTHTYTOM KiiHiuHuX i naboparoprux cranaaptis CLSI). Bussienum MeXaHi3MOM PEe3HCTEHTHOCTI
e FKS1 ta/a6o FKS2 (mns C. Glabrata) renni myrauii. Ili Bunaaxu Gyan OB’ A3aHi 3 MOraHUMH
KJIIHIYHUMH pe3yJIbTaTaMH.

PO3BHTOK PE3UCTEHTHOCTI 10 Kacno®yHriny in vitro 6yio BUBICHO ¥ mraMmiB Aspergiilus. Ha ocHOBI
0BMeKEHOro KIiHIYHOrO JI0CBILY PEe3HCTEHTHICTH /10 KacmoQyHriHy criocTepiranacs y NauieHTis 3
{HBA3WBHMM acIepriibo3oM. MexaHi3M pe3HCTeHTHOCTI He BCTAHOBJICHHMIT. Bunaku Pe3UCTEHTHOCTI
10 KacmodyHTiHy Pi3HHX KIHIUHMX ITaMiB Aspergillus 3ycTpidaOThCH piako. Criiikicte 10
kacrodyuriny cnoctepiranacs y Candida, ane yacTora MOXKe BIAPI3HATHCS 3QJIEKHO Biz BHAY abo
perioH.

Kniniuna edekTuBHICTS i 6e3nexa

Ineasuenuii xandudos y dopociux nayicumie: JIBiCTI TPUALATH JAEB'ATh NALIEHTIB BBIALLIH JIO
[TOYATKOBOTO JOC/i/UKEHHs MOpIBHAHHA KacmoQyHriny Ta amdorepununy B Ui JiKyBaHHS
{HBAa3WBHOTO KaHmMA03y. Y JBAXUATH 4YOTHPHOX TAWIEHTIB CHoOCTepirazacs HeHTPOICHis.
HaityacTimum aiarHozom 6Gymu indekmii kposi (kanmuzemist) (77 %, n=186) Ta KaHIMIO3HHH
nepuToHiT (8 %, n=19). [TaieHTH 3 KAHAUAO3HAM CH/IOKAPIUTOM, ocreoMiesiToM ab0 MEHIHTITOM
Gymu BUK/IIOYeHi 3 fociipkenns. KacnodyHrin 50 Mr npusHadaiy moAHs MiCJIA HAKONUYIYBaIbHOL
no3u 70 Mr, a ampoTepunun B npusnavam y 103i 0,6-0,7 mr/kr/106y natiesTam, y AKHX HE Oyno
wefitponenii, abo 0,7-1,0 Mr/kr/no6y nauiesram 3 gefitporienielo. CepenHs TpUBAIICTh
BHYTpilIHBOBEHHOI Tepanii craHoBmna 11,9 aua 3 aianasonom Bix 1 xo 28 mHiB. J119 NO3UTHBHOL
Bi/moBini HeoOXizHO 6yI0 3HMKHEHHS CHMITOMIB i MiKpoGionoriuse OYMINCHHS BiX iHpexuii
Candida. JIBicTi ABaJNATH HOTHPH NAUieHTH OyIH BKIIOYEHi B NEPBMHHMIA aHAi3 edeKTHBHOCTI
(ananis MITT) pesynbTaTy HANpHKIiHII JAOCTUKEHHS NPH BHYTPIIIHBOBEHHIMH (B/B) Teparii.
[TOKa3HMKH TO3MTHBHOIO pE3y/IbTaTy NpH JiKyBaHHI iHBAa3HBHOIO KaHAHMZ03y MOXHA Oyiio
nopisuATH j1s Kacrodynriny (73% [80] /109] ) Ta amdorepuuuny B (62 % [71/115]) [% pizauus
120,7 (95,6 % I -0,7, 26,0). Cepen nauieHTiB i3 KaHIMIEMI€I0 NTOKa3HUKH ITO3MTHUBHOI BiAMOBII
HAIPHKIHII JOCTi/DKEHHs NPH BHYTPilIHbOBeHHIH (B/B) Tepamii MOXHa Oy/no TOpiBHATH JUIA
kacriodynriny (72% [66/92]) ta amdorepununy B (63% [59/94]) MiJ1 9ac MEPBHHHOTO aHai3y
edpexrurocTi (ananis MITT ) [% pizuuus 10,0 (95,0 % I -4.5, 24,5)]. € oOMexeHi aHi moa0
naiienTiB 3 indekuieo HereMaToreHHHX JIokastisauii. YacToTa MO3NTHBHOTO PE3YILTATY ¥ MAalieHTiB
3 meiitponenicio cranosura 7/14 (50 %) y rpynmi xacnodynriny Ta 4/10 (40 %) y rpymi
amporepuuny B. L{i o6MekeHi faHi MIATBEPIUKYIOTECS pe3y.IbTaTaMK JIOCIIKYBAHOTO JTIKYBaHHS.

Y pyroMy JOCTUDKGHHi NaUieHTH 3 IHBa3HBHHM KaHMAO30M OTpHMYBamH J000BY J03Y
kacnogynriny 50 mr/no6y (micas HaKONHYYBaIBHOL 1031 70 mMr y nepiuii iens) abo kacrnopyHriny
150 Mr/no6y (muB. po3nain 4.8). Y 1poMy JI0CTiKeHHI 103y KacmoQyHTiHy BBOIMIM 3 2-rOAMHHAM
iHTepBaioM (3aMiCTh CTaHAAPTHOrO OJHOrOJHHHOIO peesienns). Jlochmi/pkeHHS BHKIIOYAIIO
AIEHTIB i3 Ni03POK0 HA KaHHUI03HHH EHIOKAP/INT, MeHiHTIT abo octeoMieniT. OckiTBKH 1€ OyI10
JOCITiKEHHS. OCHOBHOTO JIIKYBaHHS, NAII€HTH, AKi Oy/u CTilKi 10 TNONepeIHIX MPOTHIPHOKOBHX
3aco6iB, Takok Oymu BukmodeHi. KinbKicTh maiuienTiB 3 HEHTpOIEeHi€I0, 3a7y4eHHX 10 LBOIo
JoCTiKeHHs, Takox Oyna obmexenoro (8,0%). Edextusnicts Oyna IpyropsaHold METOIO IBLOro
nocimkenns. [TarienTy, AKi BiANOBIATH KPUTEPisM BKIIIOYCHHS Ta OTPHMAIH OJHY abo KifpKa 7103
JOCIi/KYBaHOTO TIpenapaty kacrmodymriny, Gynu BKIIOUEHI B aHami3 edexTHBHOCTI. 3arajbHa
4ACTOTA O3UTHBHOI BiNOBIAI HANPHKIHII NiKyBanHs KacnodyrrinoM Gyna noxi6Hoio y 2 rpynax
nmikysanns: 72 % (73/102) i 78 % (74/95) mas rpyn nikyBanns xacrodynrinom S0 mr i 150 mr
iznosiaHo (pisuuis 6,3 % [95 % M1 -5,9, 18,4]).

IH6azueHuUil acnepzitbos y 0opocaux nayicnmie: WiCTAECAT A€B ATk J0POCIHX naniexTis (BikoMm 18-
80 poki) 3 iHBa3MBHHM acmepriibosoM Oymn 3a/ydeHi [0 BIAKPHTOrO HENOpPiBHUILHOIO
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JIOCTI/UKEHHS [UIA OLIHKH Ge3meky, mepeHocumocti Ta edextuBHOCTi Kacrmopyuriny. Ilamienty
noBuHHI 6ynH 6yTH abo CTiHKMMH (IpOrpecyBaHHs 3aXBOPIOBaHHA a00 BIICYTHICT MOKPALICHHA 32
JIOTIOMOT'OI0 iHIIMX MPOTUrPHOKOBHX TPEMNapariB, SKi 3aCTOCOBYBAIMCS NPOTATOM LOHAMMEHIIE 7
nuiB) (84% mamieHTiB, AKi MOCTYNHIM Ha JiKyBaHHS), abo Hemepenocumocti (16% nauieHTis, ki
TMOCTYIIHIIN) JI0 iHIIMX BCTAHOBJICHAX NPOTHIPUOKOBUX npenaparis. bararo naiieHTiB Mau CYNYTHI
3aXBOPIOBAHHA (FeMaTooriuHi 30sKicH] myximuaH [N = 24], aoreHHy TPaHCIUIAHTAILiIO KiCTKOBOIO
MO3Ky a0 TpaHcmmaHTauilo cTopGypoBux iuitua [N = 18], Tpancrmantauito oprauis [N = 8],
conigay myxmamy [N = 3] abo immi 3axsoproauus [ N = 10]). BuxopucroBysamucs cyBopi
BU3HAYEHHS BiMOBIHO 10 KPUTEPIiB JOCTIAHMIEKOI TPpymH IpHOKOBHX iH(EKMii, MarHOCTHKH
{HBa3MBHOTO ACIEPriIbO3y Ta pe3yjbTaTy NiKyBaHHS (I OLIHKM CIPHATIMBOI BiANOBili Oyio
HeoOXi/IHEe KIIHIYHO 3HAYYyIIEe TTOKpAIICHHS PEHTTEHOrpaM, a TaKoX 03HaK i cumnTomiB). Cepes
TpHBAJICTh JiKyBaHHs cTaHoBWia 33,7 jmus 3 mianasonowm Bix 1 o 162 nuiB. Hesanexwa rpyna
eKCIIepTiB BUABHIIA, o 41% (26/63) nauienTiB, ki OTpHMAaNH NPHHAKMHI O/IHY 103y KacHOQYHIIHY,
MalM CHOPHUATIHMBY BiANOBiAb. 3 mnauieHTiB, ski oTpuMyBanmu Oimbmie 7 JHiB JKyBaHHS
xacrodynrinom 50 % (26/52) npoAeMOHCTPYBaIH CIPUATIMBY Bi/oBi/k. HalGinbun cipusTiuBui
piBeHs BiZMOBii A5 nauienTiB, sKi Gy a6o cTiifkumu, 60 He NEPEHOCHIH TONEPE/IHE JTIKyBaHHA,
cranoBuB 36% (19/53) i 70% (7/10) Bianosizuo. Xoda 103u norepeHboi NPOTUrpuGKOBOI Tepartii
y 5 mauieHTiB, AKi B3SUIM Y4acTh y JOCHiKEHH], Oy/In HUKIAMH, HIK JI03H, AKI 4acTO IpPH3HAYAIH
JUIs TiKyBaHHS iHBAa3MBHOTO aCIepriibo3y, UIBHAKICTh CHpHATIMBOI BiAMOBimi mia yac Teparii
xacodyHriHOM y IMX mamieHTtis 6yra moAiGHOIO O Takoi B IHIIMX NAUi€HTIB, sKi Oymm
pesuctenTHEMH (2/5 nporw 17/48 Bimmosimmo). Pisemp Biamosixi cepea mnamieHTis i3
3aXBOPIOBAHHSAMH JIETEHIB i 103aIereHeBHMH 3aXBOPIOBaHHAMHU CTaHOBHB 47% (21/45) 128% (5/18)
innosigHo. Cepet MalieHTIB i3 Mo3aereHeBUMH 3aXBOPIOBaHHAMHE 2 3 8 MAali€HTiB, AKi MaJIy IIEBHE,
jiMoBipHe ab0 MOKJIHMBE ypaxkeHHs HeHTpansHoi HepsoBoi cuctemu (LTHC), mokasamu cnpustimsy
BiJLIIOBi/Ib.

Emnipuune nikyeéanns Oopocaux nayicumie 3 nuxomanxolo ma neumponenieio. 3aramom 1111
MaicHTIB 3i CTIHKOI JTHXOMAaHKOIO Ta HEHTPONEHI€o OyiIM BKIIFOYEH] 10 KIIHIYHOIO JOCTIIKEHHS
Ta OTpEMyBamM KacmodyHri y o3l 50 Mr Ha neHe micns HakonmdysambHOi n03u 70 mr abo
nimocomansuuit amporepunuH y 103i 3,0 Mr/kr/aeHs. Bianmosigni nauieHTH OTPHMYBaIH
XiMioTepamiio 3 MPHBOIY 3JOSKICHHX HOBOYTBOpeHb a00 MalH TPaHCIUIAHTALIK0 reMOMOCTHIHHX
cToBOYpOBHX KIiTHH i Manu Helirponeniio (<500 KITHH/MM® TIpoTAroM 96 roamH) i JMXOMaHKY
(>38,0 C), siki He BiANOBiIAM HAa NapeHTepalbHe aHTHOAKTepialbHE JNiKyBaHHS [POTAroM >96
rous. [TamicHTH MaJIi OTPHMYBATH JiKYBAHHS MPOTATOM 72 FOIUH IIiC/]A 3HUKHEHHS HeATPOIeHii 3
MAaKCHMAIBHOKO TpuBaicTio 28 jauiB. OJHAK MAUicHTH 3 JiarHo30M rpubKoBoi iHpEKUll MOXYTh
niKyBaTHCs 0BIIE. SIKINO IpenapaT nepeHocHBes 100pe, ale y NallieHTa IHXOMaHKa 3Gepirayiacs, a
KJTiHIYHMI CTAH NOTi PIIMBCS IMic/Is 5 [IHIB JKYBaHHS, 103y J0CII/DKYBAHOTO IIpenapary MojHa 0yo
36impmmTa g0 70 Mr/mnoby xacnodysriny (13,3% nauienTiB jikysanHs) a6o jgo 5,0 MI/kr /aeHs
ninocomansaoro amporepuiuny B (14,3% nauienTis nikysanus). 1095 nanientis 6y BKIOYCH] B
nepBUHHE aHaii3 edextuBHOCTI MoaMbikoBaHoro Hamipy aikysauHs (MITT) mono 3arajbHOl
cpasTaMBOi BiAmoBiai. Kacnodysrin (33,9 %) MaB Taky camy eeKTHBHICTb, 5K i JiIOCOMATbHUHA
amdorepuiun B (33,7 %) [% pisuuus 0,2 (95,2 % 0-5,6, 6,0)]. 3aranbHa cipusTIHBA BiATIOBib
BHMaraja BifIOBiZHOCTI OoHOMY 3 5 KpurepiiB: (1) ycmimHe niKyBaHHA OCHOBHOI IPHOKOBOI
inpexuii (kacnopynrin 51,9% [14/27], ninocomansuuit amMQOTCPHIHH B 25,9% [7/27], (2)
Bi/ICYTHICTh HOBHX rPHOKOBHX iHGeKILiii M yac 1ocii/KyBaHOTO TiKyBaHHS abo mpoTsrom 7 IHiB
micas 3aBepiIeHHs JiKyBaHHA (kacmodynrin 94,8% [527/556], ninocoManbHui aM(OTEPUIMH B
95,5% [515/539], (3) BHXHBaHHS NPOTATOM 7 JHIB IiC/Is 3aBEPLICHHS JOCIIUKYBaHOTO JKyBaHHA
(xacniodyHrin 92,6% [ 515/556], ninocomanernit amdorepuuun B 89,2% [48/539]), (4) BiJICYTHICTh
IPHIIHHEHHS NPUIOMY JI0CIIiDKYBAHOTO Mperapary 4Yepe3 TOKCHYHICTb, TOB’S3aHy 3 MPEenaparom,
a60 HejocTaTHIO eexTBHicTh (Kacnodynrin 89,7% [499/556], ninocomansuuii amporepunmn B
85,5 % [461/539]) Ta (5) 3HMIKEHHS TeMIepaTypH NPOTATOM MEpPioay 3 HeifTponeniero (kacrodyHrin
41,2 % [229/556], ninocomansumii amdorepunun B 41,4 % [223/539]). Mlianazon BIIOBJII HA
xacnodymrin Ta jinocomansHuit amdortepuuun B mns Gasosoi il rpubkoBnx iH(exiii,
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BHUK/THKAHHX INTaMaMu Aspergillus cranoeuiu Bianosiguo 41,7 % (5/12) i 8,3 % (1/12), a mrramamu
Candida — 66,7 % (8/12) i 41,7 % (5/12). ¥ nauientiB y rpyni kacnodyHriny BHHHKAIH HOBI
indexmnii, BUKJINKAHI TAKAMH HE3BHYAWHHUMH JApikkam#u Ta rpubkamu: mram Trichosporon (1),
mwraM Fusarium (1), mram Mucor (1) i mram Rhizopus (1).

Hitu

besnexa ta eexTUBHICTE KacnodyHTIHY OLIHIOBAIH Y JiTeH BikoM Bij 3 Micsuis 110 17 pokis y 1BoX
NepCrneKTHBHUX 0araTOLEHTPOBHX KIIHIYHUX AociipkeHHsX. Cxema JOCHiDKeHHs, JiarHOCTHYHI
KpHTEpii Ta KpUTEpii OliHKK edexTHBHOCTI Oyiu nmoaibHi 10 TaKUX Y BiINOBIIHUX JOCTI/KEHHAX 3a
Y4acTIO JOPOCIIHX Mai€HTIB (IuB. po3ain 5.1).

Ilepine focrikeHHs, sKe oXormnoBano 82 naiieHTis BikoM Bi 2 10 17 pokis, 6y10 panioMizoBaHuM
TMOBIHAM CITIMUM MOPiBHAIBHAM J0CIiKeHHAM Kacrodyuriny (50 mr/m? (B/B) BHYTPIIIHEOBEHHO
OJIMH pa3 Ha 100y Mmic/sA HaKOMUYIYBaIBHOI 103k 70 Mr/M? y nmepummit 1ens (Ge3 mepesumenns 70 Mr
Ha J100y) 3 ninocomanbHuM amdorepurmHoM B (3 Mr/kr (B/B) BHYTpilIHBOBEHHO Ha 100Yy) y
crniBBiHomenHi 2:1 (56 Ha xacnodynrin, 26 Ha ninocoMansHuit amdoTepunun B) y sxocri
eMnipHyHoi Tepamii y aiTeit 31 CTIHKOIO TMXOMAHKOIO Ta HEMTPONEHi€10. 3aranbHa KiJbKiCTh yCImixy
B aHani3i MITT pesynbratis 3 nmonpaBkoro Ha crpatHdikamiio pusnky 6yiu Takumu: 46,6% (26/56)
s kacrioyHriny Ta 32,2% (8/25) nns ninocomaneHoro amdoTrepuiuny B.

Jpyre nocnipkenHs 6ys10 NPOCIEKTHBHMM BiIKPHTHM HEOPIBHUIBHAM JOCHIDKEHHAM, Y AKOMY
oniHOBaIK Oe3nexy Ta eekTHBHICTh KacnodyHriHy y aiteil (BikoM Big 6 micsuis 0 17 pokis) 3
IHBa3MBHHMM KaH/IMJI030M, KaH/IMI030M CTPABOXOJY Ta iHBa3UBHHUM aclepriibo3oM (SK pATYBaIbHA
Tepamnist). Byno 3apeecTpoBaHO COpOK eB’ATh MAIli€HTIB, AKi OTPHMYBTH KacnodyHrin y 1o3i 50
mr/m? (B/B) BHYTPIIIHHOBEHHO OJIMH a3 Ha 100y Mic/is HAKOMHIYBaIbHOI 1031 70 Mr/M> y NepIui
JieHb (He nepesuiyBatu 70 Mr Ha 106y), 3 sxux 48 6ymu Bkmodeni B anamiz MITT. 3 uux 37 mamu
1HBa3HBHHUH Kanauao3, 10 — iHBa3sHBHHIH acneprinbos, | mamieHT — KaHAHZO3 cTpaBoxoiay. YacToTa
CIIPHATIIMBOI BIZNMOBI/I 32 MOKa3aHHAMM HANMPHKIHIL JTIKYBaHHS KacnopyHriHOM 6yJia HaCTYIHOIO 3a
ananmizom MITT: 81% (30/37) npu iuBasuBHOMYy kaHzaunosi, 50% (5/10) npu iHBasHBHOMY
acnieprinbosi Ta 100% (1/1) npu KaHaKH03 CTPABOXOLY.

5.1 ®apmakokiHeTHYHi BJIACTHBOCTI

Posnozin

Kacnogysrin akTuBHO 3B’s3yeThes 3 Oinkamu kposi. He3p’s3ana dpakuis kacnodyHriny B miasmi
KpOBi Bapitoe€ Bia 3,5 % y 3710poBHX A00pOBOJILILIB 10 7,6 % y nanieHTiB i3 iHBa3HBHUM KaHJIHI030M.
Posnonin Bifiirpae OCHOBHY poJib y (hapMaKoKiHeTHIlI KacnoyHriHy B I1a3Mi KpOBi Ta € TaroM, 1110
KOHTPOJIIOE MBHAKICTH (a3 anbda- Ta Oera-mucnosmnii. MakcuMansHHE PO3MOILT Y TKAHHHAX
cniocTepiraeTbes 4yepes 1,5-2 nHI micns 3acTOCyBaHHA Ipernapary, Koid 92 % mnpuitHATOl 103H
posmnoAisieHo B TKaHuHAaX. Biporigno, mume mana ¢pakilis kacnodyHriHy, O NMPOHKK Y TKAHHHHU,
mi3Hille 3HOBY IIPOHMKAE Y IUIa3My KpOBI y BHMIJISAJI BHUXiJHOI pedoBUHH. ToMy BHBeJIEHHS
BiZIOYBaEThCA NpPH BiJICYTHOCTI pIBHOBard po3MoOJiTy, i MpaBUIbHE BH3HAYCHHS 00’ €My poO3mojiny
KacrnogyHriHy Ha el 4ac OTPUMAaTH HEMOXITHRO.

Biotpancdopmaris

KacnogyHrid 3a3Hae CHOHTAaHHOTO pO3Maay A0 CIOJYKH 3 BIIKpHTHM KiibleM. [loxamsimmit
meraboiisM BimOyBaeThes HUIAXoM rifpomidy Oinka ta N-anerwmopanHs. Kacnodysrin Takox
MiUISrae CIOHTAHHOMY XIMIYHOMY pO3majy A0 IENTHIHOI CIIONYKH 3 BIIKPHTHM KinbleM. [IBa
IIPOMIJKHI MPOJYKTH, [0 YTBOPIOIOTHCA ITiJI Yac po3naay KacnoQyHriHY 0 CHONYKH 3 BiIKPUTHM
KiiblieM, (pOpMYIOTh KOBAJICHTHI NPOAYKTH NPHEAHAHHS 0 OLIKIB IJ1a3MH KPOBi, NPH3BOJIAYH JI0
HEBHUCOKOTO PiBHS Ta HEOOOPOTHOrO 3B°A3yBaHHA 3 G1JIKAMH KpOBI.
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Hlocnipkenns in vitro nokasyioTs, mo Kacnodyurin He € inriitopom depmentis 1A2, 2A6, 2C9,
2C19, 2D6 a6o 3A4 cucremu umuroxpomy P450. V xuimiumkx mocnmimkennax xacmodyHrin e
iHayKyBaB abo inriGysas CYP3A4-meta6onisM inmux npenaparis. Kaciodysrin He € cybcTpatom
P-riikonporeiny Ta € cnabkum cy6erpatom depmenTis muToxpomy P450.

Bupenenus
Kacnogynrin nosinsHO BHBOMMTBCA i3 mIasMu Kposi; kiipenc cranoButh 10—12 mur/xs. Ilicias

Pa3oBoi BHYTPIIHEOBEHHOT iHY3ii (TpuBamicTio 1 rojmHy) KOHUEHTpaLii KacTodyETiHy B MmIasmi
KPOBi 3HIKYIOThCS nonidasno. Kopotka a-¢asa nacrae ogpasy micis nposenenns indysii, mics
4oro nounHaeThes B-dasa 3 nepiogom HaniBBHBeneHHs BiA 9 10 11 roamn. Takox crocrepiraeTses
noparkoBa y-(asa 3 nepioiom HamiBBHBECHHS 45 roxuH. Po3nosis, nopiBHsHO 3 BUBeAeHHAM 260
GioTpaHcdopmalli€o, € OCHOBHHM MeXaH{3MOM, IO BILUTMBAE HA KJIIPEHC TIa3MH KPOE.

[Ipubnusno 75 % Bin BBeCHOI pafioaKTHBHOT 1031 BU3HAYANOCA NPOTAroM 27 aHis: 41 % — y ceui
Ta 34 % — y xani. CrocrepiraeThcsi He3HayHe BHBeJeHHs abo Giorpancdopmartis KacnoyHriny
npoTarom nepiux 30 roaus miciis 3acTocyBaHHs npenapaty. BusesieHHs BiiOyBacThCs MOBLIBHO., 3
KiHIIEBUM TIepio/IoM HaIiBBHBEJCHHS PamioakTHBHOI 103H Bix 12 10 15 muis. Hesnauna kinbkicTs
KacrmoQyHriny BUBOAMTECA i3 ceuero y He3aMiHeHOMY B/l (mpubimsno 1,4 % n03m).
Kacnopynrin BusiBnse nomipuy HenmimiiiHy (apMakoKiHETHKY 3i 3poCTaHHAM KyMyJIALii [pH
36iMbIIEHA] JI03M, @ TAaKOX J0303QI€XHICTh HA 9ac BCTAHOBJICHHS PiBHOBAXHOIO CTaHy IpH
3aCTOCYBaHHI ITOBTOPHHX J103.

OkpeMi rpynu naiienTis

3pocTanHs ekcnosuuii kacnoyHriny crocTepirajucs y AOpOCIHX NAI€HTIB i3 MOPYIICHHAMY
(yHKUIi MeYiHKK NErkoro CTymeHs TSXKKOCTI Ta MOPYIIEHHAMH (YHKINi HHPOK, V KIHOK Ta y
NAlli€HTiB JITHBOTO BiKy. SIK mpaBmiio, 3pocTanHs GyJ10 MOMIPHHM i HE TAKUM BHPAKEHHM, 1106
BHHHKAJIa HEOOXI/IHICT Y KOPUTYBaHHI ZI03M IIpenapary.

Jlnst 1opociuX NauieHTiB i3 nopymeHHaM GyHKUiT Ne4iHKH OMIPHOTO CTYNeHs TSKKOCTI abo Juis
MAIIEHTIB i3 GUIBLIO MAcowo Tina Moxke GYTH HEOOXiTHHM KOPHIYBAaHHA JO3M Ipenapary (JuB.
HHKYE).

Maca rina. I1pu ananisi papmakoKiHeTHKH JOPOCIHX MALIEHTIB i3 KAHIMI030M GYJI0 BCTAHOBIIEHO,
o (papMakokiHeTHKa KacoyHTiHy 3a1eskuTh Bia Macu Tina. Konuenrtpanuii npenapary B miasmi
KPOBI 3MEHIIYIOThCA IIPH 3011bIEeHHI MacH Tina. Po3paxoBano, 10 cepe/iHs eKCIIO3HIlis Y JOPOCIHX
NALi€eHTIB i3 Macoro Tina 80 kr Ha 23 % HK4a, HiX y NALIEHTIB i3 Macoo Tina 60 Kr (JUB. Po3jin
4.2).

[Mopymenns dynxuii nedinku. ¥ 10pociux namieHTis i3 nopymeHHsM (hyHKIIT EYiHKH JIErKOro ta
IIOMIPHOTO CTyIeHs THKKoCTi 3HadeHHs AUC 36ibiryeTses npubmusao Ha 20 ta 75 % BifmosizwHo.
Hemae xJiHIYHOrO JOCBijly 3aCTOCYBaHHs Ipenapary JOPOCIMM MAlli€HTaM i3 THXKoo (HOopMOIo
nopymeHHss QyHKHii Ne4iHKH Ta JiTaM i3 Oyap-akuMu nopymeHHsMH (yHKuii newimku. VY
JOCII/DKEHH] 3acTOCyBaHHA GaraToKpaTHHMX 703 BiJI3HA4€HO, IO NPH 3HMXKEHHI J1060BOI J103H JI0
35Mr y JIOpOC/IMX Nali€HTIB i3 MOpyIeHHSM (YHKUIT MeYiHKH NOMIPHOTO CTYNEHS TSKKOCTI
3HadenHs AUC rake X, K i B JIOPOCIHX i3 HOPMATBHOIO (YHKILEO NEYiHKH [IPH CTaHIapPTHOMY
pexuMi 103yBaHHA (IHB. po3ain 4.2).

[Topymenns ¢ynkuii Hupok. V KIIHIYHOMY JOCIiUKEHHI NPH 3acToCyBaHHI pa3oBoi go3u 70 mr
(apmaxokineTnka Kacnodyhriny 6yma noaibHoOIO y mopociux a06poBONIBIIB i3 j1erko GopmMo
nopymenHs $yskuii Hupok (knipenc kpeatutiny Bix 50 mo 80 Mi/XB) Ta B yY4aCHHMKIB KOHTPOIBEHOT
rpynu. Ilpu nopymenni GyHKuii HUPOK MOMIPHOro CTyNeHs TSHKKOCTI (KiIipeHc KpeaTuHiny Bij 31
mo 49 mn/xe), mporpecyrouoMmy mnopymeHHi (kiaipenc Kpearmuiny Bix 5 go 30 mu/xB) Ta B
TepMiHambHIN cranii (kmipenc kpeatuHiny < 10 MJI/XB Ta NpOBENEHHA Miamizy) KOHIEHTpAIli
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1cacno¢)yﬂrmy B IUIa3Mi KpOBi MOMipHO 3pocTa micis 3acTocyBaHHsS pazoBoi aosu (AUC —y
niana3osi Bizx 30 10 49 %). OqHAK y NALieHTIiB 3 iHBA3MBHAM KaHIU1030M, KAHIHA030M CTPaBOXOY
abo 1HBa3UBHHUM acIIepTilib030M, IKMM BBOJIHIIH 6ara'roxcpa'rno kacrioyHria y nozax 50 mr ma 100y,
HE CIIOCTEpirajiM 3Ha4yIOro BIUTMBY Ha KOHIEHTPallii KacloQyHriHy MPH JIETKHX Ta IPOrPecylOunx
nopymeHHaX ¢yuxuii Hupok. Hemae Heo6XiHOCTI y KOpUryBaHHi 1034 NallieHTaM i3 HOpyIIEHHAMHU
¢dynkuii Hupok. Kacnodynrin He BHBOAMTBCA MpH MPOBEAEHHI Jiamizy, TOMy HeMae MOTpebH y
BBEJICHHI JI0IaTKOBHX J103 ITiC/IA reMotianisy.

Crars. KoHuentpamis xacnodyHriny B mnasmi kposi y xiHok Gyna B cepemnbomy Ha 17-38 %
BHINOIO, HIJK Y YOJIOBIKIB.

JliTHi# BiK. Cnocreplranocx nompﬂe 3pocranns 3uaveHbr AUC (na 28 %) ta Cosn (Ha 32 %) y
YOJIOBIKiB JIITHHOrO BiKY NOPIBHAHO 3 MOJOAUIMMH HOJIOBiKamMH. Y NAIEHTIB npH eMITiPHIHOMY
JTKYBaHHI Ta y XBOPHX Ha IHBa3MBHHI KaHJMIIO03 CIIOCTEpiranrd NoxiGHMI MOMIPHO BUpaKEHMil
BILJIMB, IO 3aJIC)KaB BiJl BIKY MAIli€HTIB.

Paca. [lani QapmakokiHeTHKH y mnamieHTiB BKasyloTh HA BiICYTHICTH KJIHIYHO 3HAYYIHX
BiZIMIHHOCTEeH (papMaKOKiHETHYHMX NOKAa3HHKIB y €BPOIEHLIB, adpoaMepHKaHIB, iCHAHIiB Ta
METHUCIB.

Jlith

Y migitkiB (12-17 pokiB), aki oTpuMyBamH kacnodyHrin y g03i 50 Mr/M? Ha 106y (MakcuMaisHa
no3a — 70 Mr Ha 1006y), 3navenHs AUCo.24 y mnasmi kposi 6ynaM, K NpaBHIO, 3iCTAaBHEMH 3i
3HAYECHHAMH, 11O CIIOCTEPIraloThes Y JOPOCIHX IPH 3acTOCyBaHHI kacrmodyHriny B j03i 50 Mr Ha
noGy. Bei mijutitku oTpuMmyBanu npemapat y nos3ax noHax S50 mr Ha 106y, a 6 i3 8 mamienris
OTPUMYBAIH MaKCUMalbHY 103y — 70 Mr Ha 106y. Konunenrpauii kacnodyHriny B miasmi kposi
niUITKIB Gy TH MEHITMMH MOPIBHAHO 3 I0POCITHMH, SIKUM BBOJWJIM Tpenapar y 1031 70 Mr Ha o0y
(no3a, aKy HaH4acTille MPH3HAYAIOTH MIUTITKAM).

Y nire#t (2-11 poki), AKi oTpumyBamu KacnodyHrin y 103i 50 mr/m? Ha 106y (MakcHMaibHa 103a —
70 mr Ha 100y), 3uayenns AUCo-24 y na3mi KpoBi micist 6aratokparHoro 3acTocyBaHHS Mpernapary
OyJH 3ICTABHMMH 31 3HAYEHHAMH, 110 CIIOCTEPIraloThes Y I0POCIHX MPH 3aCTOCYBAHHI KacodyHriny
B 11031 50 Mr Ha 100y.

Y niteit Mmonoamoro BiKy (BikoM 12-23 micsui), ski orpumyBanu kacnodyHrin y 103i 50 mr/m> ua
no0y (MakcuManbHa 103a— 70 Mr Ha 106y), 3HauenHs AUCo-24 y mutasmi Kposi miciist 6aratokpaTtHoro
3aCTOCYBaHHA Ipenapary Oy/iu 3iCTaBHHUMH 3i 3HAYCHHAMH, 10 cnocrepiramucsr y JIOPOCTHX IpH
3aCcTOCYBaHHI Kacnmbynrmy B 71031 50 Mr Ha 100y Ta y crapimx aiteii (2—11 pokis), ski oTpuMyBaTH
npenapar y 103i 50 Mr/m? Ha 106y.

3aranom ,uocrynni Jlani mo10 GpapMaKoKiHETHKH, edJeKmBHocri Ta Oe3MeKH JUIA MalieHTIB BIKOM BijI
3 no 10 micsuiB obmexeni. PapmakokineTnyni Aani 10-Mics4HOI JUTHHH, sSKa OTpPUMYBaja 03y
50 mr/m? mons, nponemoncrpyna.nﬂ AUCo-24 y TOMY X Jiana3soHi, 1o i y AiTeil crapmoro Biky Ta
J0pociuX 1pH Ao3ax S0 Mr/m* Ta 50 Mr BiAMOBIAHO, TOAI AK Y 6-MicAYHOT IMTHHH, sSKa OTpHMAna
no3y 50 mr/m?, 3nagenns AUCo.24 GyJ10 Ie1mo BHIIHM.

Y HOBOHApO/DKEHHX Ta HEMOBJAT (BIKOM < 3 MicAIliB), SKUM IpPH3HAYaMH KacnmodyHriH y mo3i
25 mr/m? Ha 106y (cepenns no6osa x03a — 2,1 Mr/kr), makcumansaa (Cj ron) Ta MiHiMaTBHA (C24ron)
KOHIEHTpauii KacrmodyHriHy micls 3acTOCyBaHHA OararoKparHHMX /103 Oy/JdH 3iCTABHUMH 3
KOHLICHTPALIISIMH, 110 BH3HAYAJIKCS Y JOPOCIHX TPH 3aCTOCYBaHHI kacnmoyHriny B 1031 50 mr Ha
no6y. ¥V Takux miTed y mepmmii IeHb 3aCTOCYBaHHSA Tpenapary 3HaueHHs Cj oy Oy10 moaibuum 10
TaKoro y 0pociuX, a 3na4eHHsA C24 roq — momipao BuimmM (36 %). Oanak criocrepiraiacs MiHJIHBICT
3Ha4YeHb K Ciron (Ha 4-i neHp reoMerpuyHe 3Ha4yeHHA — 11,73 Mxr/mu, mianmaszon — Big 2.63 1o
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22,05 mxr/mi), Tak i Ca4 rox (Ha 4-# IeHB reOMeTpHYHE 3HAYEHHSA — 3,55 MKT/MII, mianaszon — Big 0,13
no 7,17 mxr/mn). ITokazank AUCp.24 y BOMY JOCTIDKEHHI He BM3HAYalIM 3 NPHYMHHA HEYACTOTO
3abopy 3paskiB. IlorpibHo miakpecauTH, mo edekTHBHICTE Ta O6e3MeYHICTh 3acTOCYBAHHSA
KacrnoQyHriHy HOBOHapOJKCHHM Ta HEMOBJIATAM BIKOM 0 3 MICALIB BUBYEH] HEAOCTATHBO.

5.3 Jokainiuni aani aas 6e3nexn

Jlocni/pkeHHs TOKCHYHOCTI IOBTOPHHX /103 y LIYpPiB 1 MBI, AKi OTPHMYBAIH J03H 10 7-8 MI/Kr
BHYTpIIIHBOBEHHO, NMOKA3aJIi peakilii B MicIli i’ €Kil y 1mypiB i MaBII, JOKa3| BUJIIEHHS TiCTaMiHy
y LIypiB i neBHi no6iuni peakuii, BUsABIeHI B newinii Masm. J{oCHiKeHHS TOKCHYHOCTI PO3BHTKY ¥
IIypiB MOKA3a/H, 0 Kanco(yHriH CIPHYHHAE 3HHKEHHS MacH Tija 1u10/1a Ta 361IbIIeHHs YacTOTH
HEIIOBHOI'0 OKOCTEHIHHS XpeOlliB, FPYAMHHU Ta KICTOK Yeperna IpH J103ax SMI/KT, 1o 6yI10 moB’ si3aHo
3 HECHPHUATIHBOIO PEaKIli€l0 MaTepi, TAKAMH SK O3HAKH BHJIIEHHS TiCTaMiHy y BariTHHX IIypiB.
Takoxx nmoBizomsinocs mpo 30UIbIIEHHS 3aXBOPIOBAaHOCTI 3 Ooky mmiiHuX Xpebuis., Kancodynrin
OyB HEraTMBHMM Yy TecCTax in Vifro Ha NOTEHUiHHY I'eéHOTOKCHYHICTh, 8 TAKOX NPH CKPHHIHTY
XPOMOCOM KICTKOBOIO MO3KY MHUIEH in vivo. JIOBrocTpOKOBI JOCII/DKEHHS KaHIEPOreHHOCTI Ha
TBapHHAX JUIS OLIHKH KaHIEPOTeHHOTO TMOTEHLialy He MPOBOJHINCH. Y  JOCHIKEHHAX
KarncoQyHriny, IIpOBEJCHHX HA CaMIAX i caMKax LIypiB y A03i a0 5 Mr/mo6y, He 6Yii0 BHSABIEHO
BIUIMBY Ha (epPTHILHICTD.

6. PAPMAINEBTHYHA IH®OPMAIIA
6.1 Cniucok J0NOMIZKHMX PeYOBHH

Caxaposa

Masnirton

Kucnora onroBa npoiHa

Harpiro rigpoxcua (1 perymosanns pH)

6.2 HecymicuicTs

He 3mimyBatH i3 pO3YMHHMKaMH, IO MicTATh Imoko3y, ockiibkd KACMIIT HecraGinpHui y
PO3YMHHHKAX, IO MICTATH IIIOKO3y. Yepe3 BiACYTHICTH JOCHTI/DKEHb CyMIiCHOCTI Iei JTiKapChKuid
3acib He CJIiJ1 3MIITYBAaTH 3 IHIIMMH JTIKApCHKUMHU 3ac00aMH.

6.3 Tepmin npuaaTHoCTi

Jna KACMII'_‘ 50 mr: 2 poku
Jlnst KACMIT 70 mr: 2 poka. -

KACMII" He MicTHTE KOHCcepBaHTIB. XiMiuHa Ta (izuyna cTabuUIbHICTE MiJ Yac BUKopHUcTaHHs Oyna
IPOJIEMOHCTPOBaHa NMpoTAroM 24 roauH npu Temneparypi 25 °C abo Hrwkge ta npu S + 3 °C micna
PO3BEJICHHS BOJIOIO Ui iH eKuiif. 3 MiKpoOiosoriyHOi TOYKM 30pY MPOAYKT CJiJI BHKOPHCTATH
HeraiHo, SKIIO  METOJ  BIAKPUTTSA/BIIHOBNEHHS/PO3BE/IEHHS  HE  BHKIIOYWAE  PH3HKY
MikpoOioJoriqnoro 3abpyaHeHHs. SIKIIO po3YHH HE BUKOPUCTATH HeraiHo, TO BIANOBIJAIBHICTE 3a
TepMiH NPUAATHOCTI Ta yMOBH 30epiraHHs 10 BHKOPHCTAHHA HECE KOPUCTYBaY.

Byna nposieMoHcTpoBaHa XiMiuHa Ta (pi3nyHa cTabiIbHICTE po3BeeHOro iHy31HHOro po3uHHy JUIS
namienra npotarom 48 roaus npu Temneparypi Big 2 xo 8 °C 1 ximuarHii Temneparypi (25 °C) y
pa3i po3BelEeHHs PO3YHMHOM HaTpito xiopuay 9 mr/min (0,9%), 4,5 mr/mn (0,45%) a6o 2,25 mr/mn
(0,225%) nns ingy3ii, abo nakraTHEM po3yuHOM Pinrepa.
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3 Mikpo6iooriyHol TOYKH 30py MPOYKT CITiI BHKOPUCTATH HEeTaiHo. SIKIIO pO34YHH HE BUKOPHCTATH
HErailHO, TO KOPHCTYBay Hece BiANMOBIAAILHICTE 32 TEPMiH MPHAATHOCTI Ta YMOBH 36epiranus mij
Yac BUKOPHCTaHHS, i, 3a3BHuait TepMiH 36epiraHHs He NMOBHHEH IEPEBHINYBAaTH 24 TOAMHH IIpH
Temnepatypi Bix 2 no 8°C, AKImO TiABKH BiAHOBJIECHHS Ta PO3BEJCHHS HE OYyJIO NPOBEIEHO B
KOHTPOJILOBaHHUX Ta MEPEeBipeHHX aCENTHYHUX YMOBAX.

6.4 OcobsmBi 3anobizkui 3axoan npu 36epiranui npoayKTy

Hepo3zkpuTi (pnakonu 36epiratu B xonoaunsHuky (2°C - 8°C).
[Ipo ymoBu 30epiranns miciis po34uHHEHHs Ta PO3Be/ICHH JIKapehKoro 3acoby JHMB. po3in 6.3.

6.5 Ynakoska

KACMII" 50 Mr
®akoH i3 npo3oporo ckiaa I Tumy 06’emom 10 Mt i3 ciporo mpobkoro 3 GpoMOyTHIIOBOT T'yMH Ta
aJTIOMiHI€BOIO KPHUIIKOIO 13 YepBOHHM MOJIINPOMNiIEHOBHM BiIKHIHEM KOBIAYKOM.

Bunyckaerscs B ynakoBui o 1 ¢akony.

6.6 Oco6.mBi 3an06izHI 3aX0AH MOA0 YTHII3AWIT Ta iIHIIOro MOBOKEHHA

BigHoBJIEHHS KACMIFH
HE BUKOPUCTOBYUTE PO3YMHHHUKH, IO MICTATH I'JIIOKO3Y, ockinexku KACMIT

HecTaGlIbHAMN y PO3YMHHHKAX, 110 MicTATh rmoko3y. HE 3MIIIIYUTE TA HE BBOJILTE KACMIT
OJJTHOYACHO 3 BYb-AKWMHU THIIUMHU JIIKAPCBKUMHU 3ACOBAMM, ockinbkn Hemae
nanux mpo cymicHicte KACMII™ 3 iHIIMMH BHYTPIMIHBOBEHHHMM PEYOBHHAMH, 100aBKaMH YH
JikapchKHMH 3acobamu. BisyansHo nepesipre indy3iitHuil po3unH Ha HAABHICTH YaCTHHOK a60 3MiHY
KOJIBOPY.

Byap-sxuil 3anuimkoBuii npoTUrpHOKOBHH pPO3YMH, a TAKOXK yci MaTepiand, BHKOpHCTaHi Ui
BBEJICHHA, NOBUHHI OYTH YTH/II30BaHi BiMOBIIHO JI0 MICIIEBHX ITPABHIL.

KACMIT 50 mr nopomox juisi po34uHy ans indysiii

THCTPYKIIA I3 3ACTOCYBAHHS T1OPOCJINM

Eran 1. Bianosaenus cranaaprunx paakonis

Jlns BIHOBICHHS IperapaTry OXOJO/DKeHHH (IakoH AiCTaTH 3 XOJOAWIbHHKA Ta 3AUIIATH JI0
NOCSATHEHHS KIMHATHOI TeMIlepaTypu, HOTiM B aceNTHYHHX ymoBax nozatu 10,5 Ma Boaum Juis
iH’exuii. KoHnenrpaiis BiJHOBJIEHOrO pO3YHHYy CTAHOBHTHME 5,2 MI/MJL.

binuit aGo Maiixe 6i0ro Koibopy J1ioduTi30BaHHHA MOPOIIOK PO3YHHUTECH MOBHICTI. O6epexHO
nepeMilliaTi 10 OTPUMAaHHS Ipo30poro po3uuny. OrjisHYTH BiTHOB/IEHHH PO3YHH, 00 yIIeBHHTHCA
¥ BIICYTHOCTI MEXaHIYHHX 4acTOK abo 3MiHH Koabopy. Llel BiiHOBIEeHHMI po34HH MOXHa 30epiraTu
710 24 romun npH Temmnepatypi 25 °C abo muxye abo npu S + 3 °C.

ETan 2. Jlonapanns BiiHoBIeHOro Jikapebkoro 3acody KACMII po pozunny aas ingysiii
Po34HHHHKH JUIA OTPHMaHHA KIHIEBOTO po3yuHy A indysii: 0,9 % po3uun HaTpio XjI0pHIy UTA
in’exuiit abo poszuun Pinrepa 3 nakrarom. CtannapTHuii i y3iitHIi pO3YHH U1 BBEJIEHHS XBOPOMY
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FOTYETbCA B aCENTHYHHX YMOBaxX NUIAXOM [O/aBaHHS BIANOBIAHOI KiJBKOCTI BiJHOBJIEHOrO
KOHIICHTpATy (AK MOKa3aHo y TabJuIli HHXKYE) y MImOK a0 MIIAIMIKY 3 PO3UMHHUKOM JUIs iHQY3ii
emuicTio 250 M. O6’eM indy3ii 3smMenmyrors 10 100 M1 ug mo6osux 103 50 Mr abo 35 Mr, Ko €
TepaneBTHYHA norpebda.

He 3acrocoByBaTi po3uMH, SIKIIO BiH KaJaMyTHHIi aG0 MiCTHTE ocal.

IMPUTOTYBAHHSA PO3YHHY JJISI IHO Y31 JIUISI 3ACTOCYBAHHS JIOPOCJIUM

06’em Cranaaprhmii 3menmennii 06’em
BIZIHOBJICHOT' 0 npoiuec po3uuHy iHQy3ii
npenapary MPHUrOTYBAHHS (BiTHOBNEHMIH

Tlosa* KACMITI pas (BigHOBIICHMA KACMIT
nepeHeceHHs y KACMII' nopaerses | noaaeTbes 110
MoK 4M masmky | 10 250 mi) 100 mm)
3 pozunnuukom aus | Kinnesa Kinnesa
indgysiit KOHIICHTPALIist KOHIICHTpAallis

50 mr 10 M 0,20 Mr/mn -

50 Mr npu 3menmeHomy | 10 mMa - 0,47 mr/mn

06’ emi

35 Mr npu noMipHHX 7 Mn 0,14 mr/mn =

nopyueHHsx GyHkiii

NEeYiHKH (3 oxHOro hprrakona

no 50 mr)

35 Mr npu nomipHUX 7 M = 0,34 mr/mn

NOpYIIEHHAX QyHKIIIT

neYyiHkH (3 ogHoro (akoHa

10 50 Mr) npH 3MeHIIEHOMY

006’emi

* Bumict ycix ¢1akoHiB ciia BigHoBmoBatH 10 10,5 mur.
IHCTPYKIISA V151 3BACTOCYBAHHS AITSM

Po3 nox nnowi nogepxni mina (I111T) ons 0ozysanns Oimsam
Ilepen npuroryBanHsM po3unny Juist iH Y31l BU3HAUAIOTH IOy noBepxHi Tiia namienta (I1T) 3a
nonomororo Gopmynu: (hopmyna Moctennepa)

[T (Mm2) = ,japicr (cM) x maca Tina (kr)/3 600

ITpuzomyeanna _pozuuny ona_ingyzii_y 003i_70 m2/m?> ona_dimei_sikom > 3 micauis (3
suKopucmanuam graxona 50 m2).

1. BupaxyBaTu (pakTHYHYy HaBaHTaXyBalbHy /03y, sika OyJe 3acrocoBaHa JUIs JMTHHH,
BHKOPHCTOBYIOYHM IOKa3HMK IUIOLII OBEPXHI Tiza (K Oys10 noxas3aHo BUIIE) 32 (OPMYIIOHO:

IIIT (M%) X 70 Mr/m? = HaBaHTaXKyBaJIbHA 1033

MakcumalibHa HaBaHTaXyBaJIbHA /103 B MIEPIIHI IeHb HE TOBHHHA NepeBHILyBaTH 70 MI' HE3aJI€KHO
BiJI po3paxoBaHOi JI03H VIS Nali€HTA.

2. Oxonoxennii naxon nikapcekoro 3acody KACMII™ gicraTi 3 X0JOAWIBHHKA Ta 3aTHIIHTH JI0
JIOCATHEHHS KIMHATHO1 TeMIlepaTypH.

3. B acentuunux ymosax jgojatu 10,5 mi Boau ans in’ekuiit®. Lleit BiTHOBIEHHH pO34YMH MOXHA
36epirat 110 24 roaun npu 25 °C a6o Hukye a6o npu 5 + 3 °CP. Ile aae KiHUIEBY KOHUEHTPALIO
KacriodyHriny y ¢aakoni 5,2 Mr/mi.
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4. I3 ¢naxona 3 BifHOBIEHHM pPO3YHHOM HabpaTH 06’€M, IO BiANOBIZA€ BUpaxyBaHill AeHHiil
miaTpuMylouili no3i (eram 1). B acenTumHMX ymoBax nepeHecTH e o6’eM® BigHOBIEHOIO
nikapeskoro 3aco0y KACMIT y mimok (a6o masmky), mo micturs 250 M 0,9 %, 0,45 % aGo
0,225 % posuyuny HaTpilo XJIOpHAY s iH’ekuiil 6o po3unHy Pinrepa 3 jaktatoM s iH’eKIiif.
Takox, meii 06’eM® BimmOBicHOro nikapcekoro 3acoby KACMIT moxe Oyru pomanmii 10
3MenmeHoro o6’emy 0,9 %, 0,45 % a6o 0,225 % po3uuHy Hatpiio XJopHAy And iH’ekuiii abo
posunHy Pinrepa 3 jiakTaToM /s iH’eKuil, KK He IEPEBUILYBaTHME OCTATOMHY KOHIEHTPALIIO
posunny — 0,5 mr/min. Lle#t posunn ais indysiit caix 3actocysatu npotsrom 48 rojuH 3a yMOBH
30epiranHs B XOJNOIMIBHUKY Py Temnepatypi 2-8 °C a6o kimuarwiil Temneparypi (25°C).

Hpuzomysannsa posuuny s _ingyszin y 0o3i 50 mz/m’> ona dimeii gikom > 3 Micauis (3

suxkopucmannam raxona 50 m2).

1. Bupaxypatu ¢axkTHuHy HaBaHTaXyBalbHY /103y, fKa Oyae 3acTOCOBAaHA /Ui JMTHHA,
BHKOPHCTOBYIOYH NOKAa3HUK ILIONII OBEPXHI Tina (K OyJ0 mokasano BuINE) 3a Gopmy.I010:

ITIIT (M%) X 50 Mr/mM? = 1eHHa 1 ATpuMyloua 103a

Maxcumainsna HaBaHTaXYBaTbHA 7103a B IEPIIHIL IeHb He TOBUHHA NepeBHIIyBaTH 70 MI HE3AIEKHO
BiJ1 pO3paxoBaHOi J03H /Ul MALIEHTA.

2. Oxonomxenuii ¢akoH Jikapeskoro 3aco6y KACMIT aicTaTi 3 XONOJMIBHEKA Ta 3AJHIINTH J10
JIOCATHEHHS KIMHATHOI TeMIeparypH.

3. B acentuunmnx ymosax xomatu 10,5 mu Boam [uis in’ekuiii®, Leil BimHOBACHMI po3unH MOXKHA
36epiratu 10 24 romun npu 25 °C abo nmkye a6o npu 5 + 3 °CP. Ile nae KinneBy KOHUEHTpAILiO
KacoQyHriny y ¢nakoni 5,2 Mr/min.

4. I3 ¢nakoHa 3 BiZHOBJIEHMM pPO3YMHOM HabparTu 06G’€M, IO BiANMOBigac BHpaxyBaHill AeHHil
miATpuMYIOUii 1031 (etam 1). B acenTwuHMX yMoBax mnepeHecTH el 06’eM® BiIHOBIEHOroO
nikapcbkoro 3acoby KACMIT y mimok (aGo musimky), mo mictuts 250 Mt 0,9 %, 0,45 % a6o
0,225 % po3uuHy HaTpilo XJOpHIY JUIA iH’eKuii abo posunny Pinrepa 3 nakraTom i im’eKIiil.
Takox, neit o6’em® Bimmonenoro ikapcekoro 3acoby KACMIIT moxe Gyt momammii 10
3meHeHoro o6’emy 0,9 %, 0,45 % abo 0,225 % po3unHy HaTpilo XJopuay uis iH’ekuiii a6o
po3umHy PiHrepa 3 naktatoM s iH’e€Kiii, sKuif He IePeBHIYBaTHME OCTATOYHY KOHIEHTPAIIO
posunny — 0,5 mr/mn. Lle#t posunn ana indysik ciix 3acrocyaru nporsrom 48 rosun 3a yMOBH
30epiranHs B XOJIOHIBHUKY NIpH Temnepatypi 2-8 °C abo kimuaTHiit Temneparypi (25°C).

Ilpumimku wg000 npuzomyeanHa:

a. Binuit aGo Maibke Ginoro xomsopy niodini3oBaHMI IOPOIIOK PO3YMHHTHECH IMOBHICTIO.
Ob6epexHO nepeMiluaTi 10 OTPUMaHHS IIPO30POro PO3UYHHY
b. OrusiHyTH BiZIHOBJICHHWH PO34YMH, OO YNIEBHHTHCS Y BiICYTHOCTI MEXaHIYHMX 4acTOK abo

3MiHH KOJIBOPY IiCJIA BiZHOBJICHHsA 10 BBeAeHHs iH’ekuii. He 3actocoByBaTH po3uMH, AKIIO BiH
KanaMyTHHi abo MICTHTB ocaJ.
C. Jlikapcekuit 3aci6 KACMIIT nocrynuuii juis 3abe3nedeHHs MOBHOI J03M, 3a3HaYeHOl Ha

¢naxoni (50 Mr) npu 3a6opi 3 dakona 10 M.
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7. BJACHUK PEECTPAIIIMHOI'O IMMOCBIIYEHHS

O®APMATEH IHTEPHEILIHIJI C.A.

BYJI. TEPBEHAKIOH 4, 153 51, ITAJUIIHI, ATTUKA
Ten.: +30 210 66 04 300

Daxkc: +30 210 66 66 749

e-mail: info@pharmathen.com

8. HOMEP(M) PEECTPALIIITHOI'O IIOCBIAYEHHSI
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<[3anoBHr0€THCA B Kpaini]>

9. IATA OTPUMAHHS IEPIIOIO JO3BOJIYAIPOJOBKEHHSI TEPMIHY JIIi
JIO3BOJTY

<[3anoBHioeThes B Kpaini]>

10. TATA NIEPELJISATY TEKCTY

<[3anoBHI0€TECS B Kpaiui]>
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IneTpyKuis 1158 MeIHYHOr0 3aCTOCYBAHHS JTIKAPCHKOT0 3acoﬁy:dﬁ:opmauin s
KOpHCTYyBa4a

~ KACMIT" 50 mr nopomox /i71st IpUroTyBanust po3uumy s ingysiii
7 KACMIT 70 MF TI0pOIOK A5 HpHFOTyBas possumy s indysiii
Kancodyurin

Ypaxuo npoudraiite BCI0 iHCTPyKUil0 nepex 3acrocyBanHam Bam aGo Bawmiit amrmui,

OCKIIBKH B Hiil MicTHTBes BazkauBa uis Bac indopmanis .

— 306epexiTh w0 iHCTpYKLi0. Moxnueo, Bam noBeneTscs npounTaTH ii e pas.

— JSxmo y Bac € 101aTKOBI 3aIHTaHHA, 3BEPHITHCA 10 CBOIO JIiKaps, MeacecTpH abo hapmarienra.

— Sxmo y Bac BuHHKHYTH Oyab-ski moGidni peakiiii, MoBiloMTe CBOro JiKaps, mejacectpy abo
¢dapmanesra. I{e Takoxk cTocyeThes OYIb-AKHX MOXJIMBHX MOOIYHHX peakiliif, He 3a3HAYEHUX Y
i incTpykuii. JIus. po3ain 4.

Illo micTuTHCH B Wil iHCTpYKIiT:

1. IIlo Take KACMII i ais 9oro BiH 3aCTOCOBYEThCH ?

2. Illo Bam notpi6no 3HatH, nepim Hik npuiivaty KACMIT
3. Sk 3acrocoByerbes KACMIT

4. Mosxnusi moOivyHi peakiii

5. Sk 36epiratu KACMIT

6.

Bwmict ynakoBku Ta iHma indopmartis
1. IIlo Take KACMIT i s woro BiH 3acTOCOBYETHCSH?

Ilo Take KACMII
KACMII" micTuTh pevoBHHY miA Ha3Bow KacrmodyHrid. Ile BiIHOCHTBCA 10 Kiacy JIKiB, sKi
Ha3MBAIOTHCS POTHIPHOKOBUMH.

Sk 3acrocoByerses KACMIT

KACMII 3acTOCOBYETHCS /U JTIKYBaHHS TakMX iHGeKIii y aiTed, miutiTkiB i JOpOCIHX:

e cepiio3Hi rpuOkoBi iHdexiil y TkanuHax abo opranax (Tak 3BaHMi «IHBa3MBHHH KaHIHI03)).
Lo indexuiro BUKIMKaOTh rpubKoBi (Ipix/pKkosi) kinituau nix vazpow Candida.

Jromu, fKi MOXYTh 3apasHTHCA IIMM THIOM iH(eKuil, BKIOYAaOTh THX, XTO IIOHHO mHepeHic
omepartito, abo THX, uMs iMyHHa cHucTeMa ocnabnena. HaitnommpeninmmMu o3HakamMu IOro
THITY iH(eKIii € TAXoMaHKa Ta 03H00, AKi HE pearyioTh Ha aHTHOI0THKH.

e rpubkoBi iHdekuii y Hoci, mazyxax abo ereHsax (Tak 3BaHHi «iHBa3UBHHMH acriepriibo3y), AKIO
iHmi npoTHrpuGKOBI METOIM JIKYBaHHA He CIpalioBaId abo AKIIO BOHH BHKJIMKAIH MOGIYHI
peakuii. [{a indexuis BUKINKaeTbCA rpHOKOM 1ij1 Ha3Boro Aspergillus.

Jliomu, y SKHX MOKE PO3BHHYTHCS Iei Tun iHdekuii, BKIIOYAIOTh THX, XTO IPOXOIUThH
ximioTeparnilo, THX, XTO IePeHic TPaHCIUIAHTAIliIo, i THX, YHs IMyHHA CHCTeMa ocyablieHa.

e mij03pa Ha rpubKoBY iHdeKwUio, AKmo y Bac muxoManka Ta HU3bKHI piBeHb JICHKOIMTIB, SKi He
MOKpaIWIHCs Iicis JikyBaHHs aHTuOioTHKaMH. J[0 TpymH PH3HKY PO3BHTKY JAPikIUKOBOI
indexuii BXoAATH Ti, XTO NepeHic onepaniio, abo Ti, XT0 Mae ocnabieHy IMyHHY CHCTEMY.

Sk nie KACMIT

KACMII' ocnabmoe rpuOKoOBi KIITHHH Ta 3yNHHSA€ HOpMaibHMil pict rpubka. Ile 3amobirae
TOIIMPEHHIO iH(peKUil i JJac NPHPOJHUM 3aXHCHHM CHJIaM OPraHi3My LIaHC MOBHICTIO MO30yTHCH
BiJ iH(}eKii.

2. Illo Bam notpidno 3uatTy, nepm nik npuitmarn KACMIT
Bam ne caig 3acrocopyBatn KACMII™:



* y pasi aneprii Ha KancopyHrin aGo Oyab-sAKMil iHIMI iHrpeJieHT HBOro JTiKApChKOTro 3acody
(3a3pavaroTees y po3aini 6).
Slkmo Bu He BIEBHEHi, MOrOBOPITH 3i CBOIM JlikapeMm, MezcecTporo abo (apMaleBTOM, NepIl HIXK
Bam npusnavyate KACMIT'.

ITonepemxenns Ta 3anobizxui 3axo1u

ITorosopits 31 CBOIM Nikapem, MejcecTporo abo dapmarnesToM, nepu Hix npuiivaty KACMIL™:

e skmo y Bac anepris Ha Gyap-saxuit iHmmit gikapcekuii 3acid,

e skmo y Bac xonu-ge6yas Gynu npobiemu 3 meuinkoio — Bam moxe 3Hanobutues inma jo3a
1[LOTO MIpenapary,

¢ sxumo Bu Bke npuiiMacTe HUKIOCIOPHH (BHKOPHCTOBYETHCS JUIA 3aM00IraHHs BIITOPIHEHHIO
TPAHCIJIAHTOBAHOrO OpraHy abo mpurHideHHs Barmmoi iMyHHOI cHcTeMH) — ockinbku Bammomy
JiKapio MoXke 3Ha00MTHCS 3pOOHTH JOAATKOBI aHAII3H KPOBI 11/l Yac JIiKyBaHH,

e sxmo y Bac Gynu 6yap-sxi iHimi MeAn4Hi poOIeMH.

Slxmo Oyae-10 3 BHINE3a3HAYEeHOro crocyeTbes Bac (abo sxmo Bu He BrneBHeHi), 10roBopiTh 31
CBOIM JIikapeM, MejicecTpoio abo apmarieBroM, nepm Hix npuiiMata KACMIT'.

KACMII" Takox MO3Ke BHKJIHMKaTH cepifo3Hi mKipHi mobiuni peakuil, Taki Ak cunapom CrieHca-
Jlxoncona (CCJI) i Tokcuuynmii enigepmansauii Hekponiz (TEH).

Inmi gikapebki 3acoon Ta KACMIT

[ToBioMTe cBoro Jikaps, Mmeacectpy abo dapmauesra, skmo Bu npuiimaere, HelIOAaBHO
npuitMann abo Moxere npuiiMaTh Oyab-siki iHmi Jlikapceki 3acobu. Lle crocyerbes — Takox
Oe3pelenTypHHX JTKapchKuX 3acobiB Ta mikapchkux Tpas. Lle moscHioetses M, mo KACMID
MOJKE BILUIMBATH Ha JiI0 JIESKHX IHIIMX JiKapchkux 3aco0iB. Takosk aeski iHimi sikapcbki 3acobn
MOXKYyTb BIUIMBaTH Ha 1ito KACMIT'.

ITosinomTe cBoro sikaps, Meacectpy abo ¢apmanesra, axio Bu npuiiMaete Oyap-AKi 3 HACTYIIHUX
JIKIB:

e mKiocnopuH abo TakpomiMyc (BHKOPHCTOBYIOTBCS JUId 3anobiraHHs BIATOPrHEHHIO
TPaHCIUIAHTOBAHOTO oprany a0 JUIs NPHTHIYeHHA IMYHHOI CHCTEMH), OCKUIBKH I 4Yac
JiKyBaHHA Bamomy jtikapio Moxe 3Ha0OMTHCS TPOBECTH J01aTKOBI aHaII3H KPOEi,

nesKi mKapebki 3acobu juia nikyBanns BlJI-indexuii, Taki ax edasipeniy abo Hepipariis,
¢enitoin abo kapbamaseniH (3aCTOCOBYIOTBCS JUIA JIIKyBaHHSA SMICNITHYHHX HANaziB),
JIeKcaMeTa30H (cTepoin),

pudamminus (aHTHOI0THK).

Skmo Gyab-aKHii i3 BUIE BKa3zaHUX cTocyeThes Bac (abo skmo Bu He BneBHeHi), MOroBopiTek 3
CBOIM JIiKapeM, MezcecTporo abo (papmanenTomM, nepm Hix npuimata KACMIT.

BariTHicTb i royBanus rpyabMu

Slkmo Bu BaritHi a0 roayere rpyabMH, aymaere, IO Moxkere OyTu BariThHi abo miaHyere

3aBariTHITH, 3BEPHITHCA 32 MOPAI0IO [0 CBOTO JIiKaps IIepejl 3aCTOCYBAHHAM LIBOT'O TPENapary.

e KACMII' He jocmi/UKyBaBCS Ha BariTHMX iHKax. Moro ciia 3acTocoByBaTd miJ yac
BariTHOCTI, JIHINE SKIIO MOTEHIiHA KOPUCTh MIePEeBHIIYE IMOTEHIIHHNHA PU3HK JUIS IUI0/1a.

e Kinkam, sxi npuitmaiors KACMIT, He cin rogysaTu rpyabMH.

BnumB Ha 37aTHICTH KepYBaTH TPAHCIIOPTHHM 32c000M i BHKOPHCTOBYBATH Pi3Hi MeXaHi3MH
Hemae indopmanii, sxa cimuuts mpo Tte, mo KACMII' moxe BmimBaru na Bamy 3aarhicts
KepyBaTH aBToM00ieM abo 1paiioBaTi 3 MeXaHisMaMu.



3. Sk 3acrocoByerbes KACMIT
KACMIT 3aBxau MOBHHEH rOTYBaTH Ta BBOJUTH MEIHYHHIA IIpalliBHHK.

Bam O6yne npusnaseno KACMIT™:

e 0/MH pa3 Ha 100y

* NUIAXOM NOBUIBHOI iHDY3il y BeHY (BHYTpilIHEOBEHHA iH(Y3is)
e qnpotarom npubnusHo 1 rogunu

Bamr nixap BM3HauMTh TpUBaTiCTh Bamoro nikyBanHs Ta KilbKicTh Jikapeskoro 3aco6y KACMIT,
sxy Bu otpumysatuMere moans. Bam mikap nepesiputh, sk nmikapcekmit 3aci6 gie wa Bac. SIkmo
Bama Bara 6i1sme 80 kr, To Bam Moxk/1MBO HeoOXiHa iHIIA 103a.

3acrocyBanns y aireii Ta niutiTkis
Jo3a js miTeit i miUTITKIB MOKe BIIPI3HATHCA BiJ JI03H 1A JOPOCIIHX.

Ilepenosysanna KACMII

Bam nixap BMpimuTh, CKinbkH sikapchkoro 3aco6y KACMII™ Bam motpi6HO Ta mpoTAroM sKOro
yacy moaus. fxmo Bu crypGoBani THM, 10 MOXKIHBO NPHHHSIH GLIbIIY 103y JTKapchbKoro 3acoby
KACMIT', HeraitHo mOroBopiTh 3i CBOIM JikapeM abo MeCecTporo.

Skmo y Bac BUHUKIIM I0/IaTKOBI 3alMTaHHA MO0 3aCTOCYBAHHA LLOTO MpeNapary, 3BEPHITHCH /10
CBOrO JIiKaps, MejicecTpu abo ¢apmanesTa.

4. MoxuuBi nobiuni peaxuii
Sk 1 Bci nikapebki 3acobu et npenapatr Mo)ke BUKIMKATH MOOIYHI peakilii, Xo4a BOHM BUHHKAIOTh
HE y BCIX.

Heraiino norosopire 3i c¢Boim Jikapem abo meacecrporo, sikmo Bu momitnim Gyas-sky i3
HaBeJIeHNX HHKYe nolOivHuX peakuiii, ockibkn Bam mozke 3Ha100HTHCA TepMiHOBA MeHYHA
aoromora:

*  BHcHI, cBepOiX, BiUyTTA Kapy, HabpsAk obmuyus, ryd abo ropna abo yrpyaHeHe AuxaHHS
— y Bac moxe 6yTH ricramiHOBa peaxilist Ha JIiKH,

* yTpyJHEHE JMXaHHA 3i CBHCTOM a00 BHCHIIOM, INO NOCHIIOEThCS — y Bac moxe 6GyTtn
ajlepriyHa peakilis Ha JIiKH,

* Kamens, cepHo3Hi TPYAHOIII 3 JUXAHHAM — SAKWIO B nopociuii i Maere iHBa3HBHMI
acrepriibo3, y Bac MOXyThb BHHHKHYTH cepiO3Hi mpoOlneMH 3 AUXaHHAM, AKi MOXYTb
MPHU3BECTH JIO UXAIBLHOI HEJIOCTATHOCTI,

° BHCHI, JIyIIEHHS IIKipH, BUPa3KH HA CJIM30Biil 0OOJIOHII, KPONMHMB'IHKA, BEIUKI MUITHKH
JIYIICHHS LIKipH.

Sx 1 y Bunanky 3 Gyab-sIKHMH JIiIKapChbKHMH 3aco0aMy, IO BiIITYCKalOThCA 3a PeLeNnToM, HesKi
noGiuHi peakiii MOXyTb OyTH cepilo3HHMH. 3BEpHITBCA J0 CBOTO JKaps Ul OTPHMAHHS
noaaTkoBoi iHgopMmartii.

[1mi mo6iuni peakuii y Zopocaux MOXKYTh OyTH HaCTYITHUMHU:

Yacro (MoxyTh cnoctepiratucsa y 1 3 10 oci6):

® 3HW)KEHHS PiBHS reMornobiHy (3HH)KEHHMH KOMIIOHEHT, IO IEePEeHOCHTh KHCEeHb Y KpOBI),
3MEHIIECHHS KIIBKOCTI JICHKOIUTIB,

e 3HIDKEHHS piBHA ansOyMiHy (THIy OinKa) y KpPOBI, 3HHKEHHS PIBHSA Kalilo ab0 HU3BLKHI piBEHB
KaJlilo B KpOBI,

e rojoBHUI Gib,



3arajieHHs BeHH,
3a/IMIIKa,

Jiapes, Hynota abo 6moBoTa,

3MIHH TNEBHUX JTaGOpaTOpPHUX AaHAMI3IB KPOBI (BKIIOYAIOYWH IMIJBHINEHHS 3HAYEHbL IEBHHX
NEYIHKOBHX Mpo0),

cBepOiXK, BUCHIIAHHSA, NMOYEPBOHIHHA MKipu abo Oinblla MTAMBICTB, HIXK 3a3Bu4ai, OLIb y
cyrnobax,

03H00, IMXOMaHKa,

cBepOix B Miclli ykoiy.

Heuacro (MoxyTh crioctepiratucs y 1 i3 100 ocif):

3MiHH B IEBHHUX JabopaTOpHHMX aHami3aX KpoBi (BKIIOYAIOYM IMOPYIIEHHS 3rOpTaHHS KpPOBI,
TPOMOOIIHUTIB, EPUTPOLIMTIB 1 JIGHKOLIUTIB),

BTpaTa amneTuTy, 30UIbLIEHHS KUIBKOCTI PIAMHH B OpraHi3Mi, MOpYLIEHHS €IeKTPOJITHOIO
Ganancy opraHizMy, BHCOKMIf piBeHb ILIYKPY B KpOBi, HHU3bKHH piBeHbL Kalbllil0 B KpOBI,
MIABHIICHHA PpiBeHh KaJbLiI0 B KpPOBi, HH3bKHH piBeHbP MarHil0 B KpOBi, IIJBHIIEHA
KHCJIOTHICTH KPOBI,

JIe30pi€HTallisl, HEPBO3HICTh, TPY/IHOIII 31 CHOM,

BiJTYYTTS 3ariaMOpPOYEHHs, 3HHKEHHA BiMuyTTsa abo 4yTauBOCTI (0COOIMBO LIKIpH), TPEMTIHHA,
BIIYYTTS COHJIMBOCTI, 3MiHA CMaKy 1Xki, HOKOIIOBaHHA ab0 OHIMIHHA,

3aTyMaHEHHs 30pY, IIABHILEHA CIIL030TeYa, HAOPAK MOBIK, MOKOBTIHHA OIIKIB Oyei,

BiJI4yTTA MPHCKOPEHOT0 a60 HEHOPMATBHOTO CepleOHTTS, IPUCKOPEHE CepLEeOHTTS, aHOMalbHe
cepreOUTTs, aHOMANIBHHIA CeplieBHil PHTM, ceplieBa HEJOCTATHICTS,

panToBa €pHUTEMa, NpPHIUIMBH, BHCOKMH KpOB'SHHH THCK, HH3BKMH KpOB'SHHH THCK,
MOYEPBOHIHHSA HA/ITO YYT/IHBOI HAa JOTHK BEHH,

HANpYXeHHS M SA30BHX BOJIOKOH HABKOJIO AMXATBHUX IUIAXIB, 10 MPH3BOAMTE 0 XpHIIB abo
KallTio, IPHCKOPEHOr0 JMXaHHsA, 3a/IHIIKH, AKka Bac OyaMTh, HH3BKOrO BMICTY KHCHIO B KpPOBI,
HEHOPMAJBHOTO JMXaHHA, IOTPICKYBaHHS B JIEEHSAX, XPHIIB, 3aKJAJEHOCTI HoOca, Kauulo,
6omo B ropi,

OL1b y )KHUBOTI, OUIb y BEpXHIH YacTHHI XKHBOTa, 3/1yTTA )KMBOTA, 3aKpel, YTPY/IHEHE KOBTaHH,
CYXiCTh Y pOTi, HETpaBJICHHS, ra30yTBOPEHHS, AUCKOM(OPT y HUIYyHKY, HaOpsAK Hepe3 piuHH
HaBKOJIO JKUBOTA,

3MEHIICHHS BIATOKY JXOB4Yi, 301/MbIICHHSA TNEYiHKH, MOXKOBTIHHA IIKipH Ta/abo OinkiB o4ei,
MOILIKOKEHHS MTeYiHKH, CIIPUYHHEHE JikaMu ab0 XiMIYHHMH peYOBHHAMH, PO3JIal MeYiHKH,
aHOMaJIbHA TEKCTYpa IIKipH, 'eHepasi3oBaHuii cBepOixk, KPOIMB' IHKA, BUCHII PI3HOIO BHTJISILY,
aHoMaJIbHa IIKipa, YepBOHI, YacTo CBepOIAYl paHM Ha pyKax 1 Horax, a iHoji Ha oOmuy4i Ta
peuuri Tina,

6inpb y cnuHi, 61 y pykax aGo Horax, 6116 y KicTkax, 6ib y M’g3ax, M’430Ba c1a0KicTh,

BTpaTa ()yHKIIii HHPOK, panToBa BTpaTa (yHKIIT HUPOK,

6l1b y Micli BBeJIeHHs KareTepa, CKapri Ha Micue iH’ekuil (Io4epBOHIHHS, TBEp/a IIHINKA,
Oinb, HaOpsAK, MOJApA3HEHHS, BHCHI, KPONMB’SHKA, BHTIK PIJIMHH 3 Karerepa B TKaHHHY),
3anaJeHHs BEHH B MicIli 1H €Ki,

JIBUINEHHS apTepialbHOrO THCKY Ta 3MIiHM II€BHHX Ja0OpaTOpHHX aHall3iB KpOBI
(BK/IIOYAIOUM ENEKTPONITH B HHpKaX 1 Koarynsumiio), MiJBHINEHHS PpiBHA JIKIiB, AKi BH
npuiMacTe, AKi CTUMYJTIOIOTh IMyHHY CHCTEMY,

nuckompopt y rpyasx, Oine y Tpyasx, BiqdyTTs 3MiHH TeMIEpaTypd Tija, 3araibHe
He3/y)KaHHs, 3aranbHuil 6inb, HAGpAK o6MMYuA, HAOPSK IMMKOIOTOK, PyK abo Hir, HaOpsk,
4y TJIMBICTb, BITYYTTA BTOMH.

Jonarkosi mo6iuni peakuii y aireit Ta niaaiTkis



Hysxe gacro (MOXKyTh crioctepiratics Ginbine Hix y 1 3 10 oci6):
® JIIXOMAaHKa.

Yacro (MoXxyTh crioctepiratucs y 1 3 10 ocif)

® TOJIOBHHUM 6iJIb,

IPUCKOpPEHE CepLieOHTTA,

panToBe MOYEPBOHIHHSA, 3HWKEHHS apTepiaIbHOrO THCKY,

3MIHHU [eSKHX JabopaTopHUX aHATI3iB KPOBi (ITi/BHINEHHS 3HAYEHb JAESKHX TI€YiHKOBHX 1Ppof)
KpOIMB’SHKA, BUCHII,

61516 y MiCILIi BCTAaHOBJICHHS KaTeTepa,

03H00,

3MiHH OKpeMHX JJaGopaTOpHHX JI0CHiUKEHb KPOBI.

IoBizomiaenns npo nobiuni peaxuii

JAxmo Bu mnomitTan Oyae-sxi 1nobiyHi peakuii, NOBiOMTe CBOTO Jikaps, Mejacectpy abo
(dapmanesra. I{e Takoxk cTocyeTbes OyAb-IKHX MOXIHBHX MOOIYHHX peakiii, He 3a3HAYEHUX Y LiH
iHCTpyKIil. Bu Tako MoeTe moBijoMHuTH 1po nobiuHi peakitii Ge3rnocepeHbo:

HanionaibHe areHTCTBO 3 JIIKapchbKHX 3ac00iB

[Ipocn. Mecorion, 284,

155 62, Xonaproc, Adinn

Ten.: +30 21 32040380/337

®akc: + 30 21 06549585

Be6-caiit: http://www.eof.gi

ITosinomusiroun npo nobiuni peakuii, Bu Moxere nomomortu 3ibparn Ginbmme iHGopMalii mpo
Ge3neyHicTh 1bOro Ipenapary.

5. Sk 36epiratu KACMIT
Ileii npenapar chij 30epiraTu B HEAOCTYITHOMY VIS JiTedt Micli.

He BHKOpHCTOBYliTe Liel mnpenapar MiCIs 3aKiHYEHHS TEpMiHY NPHIATHOCTI, 3a3HAYEHOr0 Ha
ynakoBui ta ¢uakoni micna «EXPy». TepMmiH npuaaTtHocTi — e OCTaHHIH JeHb 3a3HAYEHOro
MicsIis.

Hepo3kpuri ¢riakonu 36epiratu B XxonoauiasHuKy (2°C - 8°C).

Byna npoaemoncTpoBaHa XiMiyHa Ta (i3uyHa cTaOUIBHICTH MijJ Yac BHKOPHCTAHHS NpoTAroM 24
royuH 1pu Temmneparypi 25 °C abo Hmxye Ta nipu S + 3 °C micist po3BeeHHs BOIOKO JUTs iH EKITIM.
3 MikpoGionoriynoi TOYKH 30py MNPOAYKT CJIiJi BHKOPHCTaTH HEraiHo, SKIIO METOj
BiJIKpUTTS/BiTHOBJICHHS/PO3BE/ICHHS BUKITIOYAE PH3HK MIKPOO10I0TiHHOrO 3abpy IHEHHS.

Ile MOACHIOETBCA THM, IO BiH HE MICTHTH OAHHUX IHIPEIIEHTIB, AKi MPUTHIYYIOTh picT OaKTepiii.
SIKIO TPOAYKT HEe BHKOPHCTAHMi HEraifHO, KOpPHCTYBa4 HeCe BIANMOBIJAJBHICT 3a TEpMiH
NPHAATHOCTI 1 yMOBH 30€piraHHs 10 BHKOPHCTaHHS.

Byna nposeMoncTpoBana XimMiyna ta ¢isuuna crabinpHicTs po3BeaeHoro iHdys3iiHoro po3unny s
namiedra npotsarom 48 romux npu Temnepatypi Biz 2 1o 8 °C i kimHaTHi# Temneparypi (25 °C),
po3BefieHa po3unHOM Hatpiio xiopuay 9 mr/mn (0,9 %), 4,5 mr/ma (0,45 %), abo 2,25 mr/mi
(0,225 %) nns indys3iit, abo nakrarHuM po3unHoM Pinrepa.

3 Mikpo6iosoriyHoi TOYKH 30py IPOAYKT CIiJI BHKOpHCTaTH HeraiHo. SIkmo posuyuH He
BHKOPHCTATH HEraiHo, TO KOPHCTYBa4 Hece BilNOBiJalIbHICTH 32 TepMiH IPUJATHOCTI TAa YMOBH
36epiraHns Iijl yac BHKOPHCTAHHA, i, 3a3BHYail TepMiH 30epiraHHs He MOBHHEH NepeBHIIyBaTH 24



TOJIMHH TIpH TeMmiepatypi Bif 2 mo 8°C, AKMIO TiNLKA BiAHOBJIEHHA Ta PO3BEJCHHS HE OYIO
MIPOBE/ICHO B KOHTPOJILOBAHMX Ta NEPEBIPEHHUX aCEIITHYHHX YMOBAX.

Tinbku xBanidikopanuit MenUuHHH NpPAUiBHEK, AKMH IPOUHTAB TOBHY IHCTPYKIIO, MOBHHEH
TOTYBATH JIiKH (IMB. HUXK4e «[HCTPYKIIT M0/10 BixHOB/eHHs Ta po3senenns KACMIIy),

He Bukupmaiite nixm B meHtpanizoBany KaHamisamiioo a0 pasomM 3 MOGYTOBHMH BiXOJaMH.
3anuraiite apmauesra, AK BUKMHYTH JIKH, sKi B Oinbmie He BuKopHcToByeTe. Lli 3axomm
JAOTIOMOJXKYTh 3aXHCTHTH HABKOJIMIIHE CEPEIOBHIILE.

6. Bmict ynakoBku Ta inma indgopmanis

Hlo micTuTe KACMIT
Hiroua pedoBuHa — KacnoyHriH.
Koxen ¢dnakon KACMIT® 50 Mr MIiCTHTH 50 Mr Kacnmpyurmy (y BurIs7i anerary).
Koxen dnaxon KACMIT 70 mMr mictuts 70 1 /0. MT. Kacrioyriny (y BHCIA anerary).
l'hcml po3eenenus o 10,5 MJ'I BO.I[OlO UIA iHeKuid, 1 M KoHumeHTpary MicTHTh 5,2 Mr abo
7.2 Mr KacrogyHriny.
— Inmmmu inrpenienTamu € caxaposa, MaHiTOJ, OLITOBA KHCJIOTA JILOJISHA Ta HATPIIO TiAPOKCH/IL.

Josnimmniii Burasa KACMIT i Bmict ynakoskn
KACMII" — ue crepunsnuii riodinizoanuii mopouok Biz 6i10ro 10 maitxe 6i10ro Kombopy.
Koxna ynakoska Mictuts ofiuH dnakon (10 M) mopomky.

Baacuuk Peecrpaniiinoro nocBiqyenns ta BUpoOHuK

Baacuuk Peecrpauiiinoro nocsiguenns:

DOAPMATEH IHTEPHEIIHJI C.A.

BVIJI. JEPBEHAKIOH 4, 153 51, [TAJUITHI, ATTUKA
Ten.: +30 210 66 04 300

®daxkc: +30 210 66 66 749

e-mail: info@pharmathen.com

Bupobunk:

AKIIIOHEPHA ITPOMMUCIJIOBO-TOPI'OBA KOMITAHIS «®APMATEH>»
BVJI. JEPBEHAKIOH 6, 153 51, I[TAJUIIHI, ATTUKA
I'PELIIA

abo

DAPMAJIOKC XEJICKEA JITQ
KW20A ITPOMUCJIOBUH ITAPK KOPJIUH, ITAOJIA, PLA3000
MAIJIBTA

abo

AJTIAME]] Cn. 3 0.0.
ITenskyB 149, Yecnys, 05-152
ITonpima

Jlna orpumanns Oyap-sakoi ingopmauii npo uei nikapcbkui 3aci, Oyap jacka, 3BepraiTecs 10
MICIIEBOT'0 NMpeACTaBHUKA BlacHUKa PeecTpanifiHOro nociqyeHHs.
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Ileit aikapcbkmii 3aci0 03BoJeno B aepkaBax-4ieHax €pponeiicbKol eKOHOMIYHOI 30HH
(€E3) mix TaKMMH HA3BAMM:

Janis KACMIT'

[Tonbma Kacnodynrin Azamen

[pentist KACMIT'

@panis Caspofungin Ohre Pharma 50 mg poudre pour solution 4 diluter pour perfusion

Caspofungin Ohre Pharma 70 mg poudre pour solution & diluter pour perfusion

Octanus peaKiis wiel incTpyKuii cTanoM Ha {naTa}

Hagenena nwkde inopmamis npu3HaAYeHa JHIIe IS METHIHIX npamiBHUKIB:
[HCTpPYKLIT OO BiIHOBJICHHSA Ta PO3BEICHHA KACMIT™:

Biaunosaennss KACMID'

HE BUKOPUCTOBYMTE 3ACOBM A PO3BEJIEHHS, 110 MICTAThH T'JIIOKO3Y,
ockipku KACMIT HecrabulbHHH Y pO3YHHHHKAX, IO micrats rimokosy. HE IMILUIYATE TA HE
BBOJLTE KACMII' OJITHOYACHO 3 BYIb-IKUMH [HIIUMHU JIKAPCHKUMHA
3ACOBAMM, ockiJbKH HEMae JaHHX IIpo CyMICHICTh KACMIT 3 iHIOUM#A pedYOBHHAMH,
noGaBkaMi a6o JKapchKUMH 3acofamH, siKi BBOJATHCS BHYTPIiIIHBOBEHHO. Bi3yaabHO nepeBipTe
iH¢y3iitHUIt PO3UMH HA HASBHICTh YACTHHOK ab0 3MIHH KOJBOPY.

KACMII 50 Mr nopomok Ui po34uHy JJIs indysiii
IHCTPVYKIA I3 3ACTOCYBAHHA JOPOCJ/IUM

Ertan 1. BixnoBjenns craniapTHux ¢Jaakouis

Jlns BigHOBIEHHS INpenapary OXOJIO/DKeHHH (IakoH AICTAaTH 3 XOJOAMJIBHHMKA Ta 3aIHIIHTH JIO
JOCSTHEHHA KIMHATHOI TeMIepaTyp, NOTIM B aceNTHYHHX yMOBax nomata 10,5 ma BomH Ui
in’exmiii. KoHIEHTpallid BI/IHOBIEHOrO pO3YHHY CTAHOBUTHME 5,2 Mr/miL.

Binuit abo Mmaibke 6ioro Kosisopy JdiodinizoBaHui MOPOIOK PO3IHHATHCA nosuictio. O6epexHo
mepeMimaTé 0 OTPHMAHHS IIpO30pOro  pO3UMHY. OrnsHyTH BiIHOBIEHMI pO3uMH, 00

YIIEBHUTHCS y BiJICYTHOCTI MEXaHIYHAX 4acToK a6o 3minu konmpopy. Lleil BifHOBICHHH PO3UHH
MoxHa 36epiraTi 10 24 TOIHH IpU Temnepatypi 25 °C abo Hmkue abo 1pu 5 + 3.

Etan 2. /lofaBaHHs BiIHOBJIEHOI0 JIKAPCHKOI0 3acoby KACMII' 1o posunny s indys3iii
Po3uMHHHKM JUIS OTPMMaHHS KIHIEBOIO pO3uUMHY A indys3iii: CTepHIBHHH pPO3UMH HATPIIO
XJopuy s in’exuii abo po3umH Pinrepa 3 nakraroM. CranjapTauil iHQY3iHHUH PO3UMH UL
BBEJICHHSL XBOPOMY FOTYETBCS B acCeNTHYHHX yMOBaX IUIAXOM J0/laBaHHs BIAMOBIAHOI KibKOCTI
BiIHOBIIEHOTO KOHIIEHTPATY (K IOKa3aHo y Tabauii HIpKYe) y Mimok abo IUISIKY 3 pO3YHHHAKOM
s indysiit emuictio 250 M. O6’em indys3ii 3Menmyiors o 100 M1 ju1s 1060BHX /103 50 mr abo
35 Mr, SIKIIO € TepareBTHYHa noTpeda.

He 3acTOCOBYBaTH PO34HH, SKIIO BiH KasaMyTHH#T a00 MICTHTE OCajl.

IPUTOTYBAHHS PO3UMHY LIS [H@OY31i1 151 3BACTOCYBAHHS IOPOC/IMM

06’em CrangapTHmii 3venmennii 00’emM
Bi/IHOB./IEHOIO npounec pozunny ingysii
Jlo3a* npenapary NPUrOTYBAHHSA (BiTHOBIICHHH
KACMIT nas (BiHOBICHUI KACMIT
nepeHeceH s y KACMII' pomaeTncs | 10/1a€ThCA J10




MimoK i nasmKy | 10 250 M) 100 mu1)
3 posunnmukom s | Kiniesa Kinnera
indysii KOHIIEHTpALlsL KOHIIEHTpALisA
50 Mr 10 M 0,20 mMr/mi1 -
50 mr mpu 3MeHmeHomy | 10 Ma o 0,47 mr/mn
06’emi
35 Mr Ipu NOMipHAX 7 ma 0,14 mr/ma =
nopymeHHsX GyHKuil
nevinku (3 ojHoro iakoHa
no 50 mr)
35 Mr npH NOMipHAX 7 M = 0,34 Mr/mn
nopymeHHsIX GyHKuii
nevinku (3 oguoro dakoHa
no 50 Mr) npHu 3MEHILICHOMY
06’ emi

* BmicT ycix ¢akoHiB CI1i]1 BIIHOBIIOBATH JI0 10,5 mi1.
[HCTPYKIIS JJI51 3ACTOCYBAHHSI JAITAM

Pos nox niowi nogepxni mina (INIT) O 003y6anus oimsam
Tepe NPUTOTYBAHHAM PO3YHHY A indy3ii BH3HAYAIOTH TUIONLY nosepxwi Tina naunienta (II1T)
3a gonoMoroio hpopmynu: (popmyna Mocrennepa')

TNT (M2) = 4/3picT (cM) X Maca tina (xr)/3 600

Ipuzomysanua po3uuny ONA_iH 3ill do3i 70 m2/m? _0aa_Odimeil eikom > 3 micauie (3

suxopucmanuam gaaxona 50 M2).

1. Bupaxysaru ¢QaxTHuHy HaBaHTXKyBalbHY J03Y, ska Oyae 3acTocoBaHa JUId JMTHHH,
BHKOPHMCTOBYIOYH MOKa3HHK miaomi mosepxHi Tina (SK Oyno noKasaHO BHINE) 3a HACTYITHOIO
dopmytoio:

TIIIT (2) X 70 Mr/m* = HaBaHTaXYBalbHA /1032

MakcHMaTbHa HaBaHTAKyBalbHa j03a B MEPUIMA J€Hb HE MOBHHHA nepepuiyBatn 70 Mr
He3aJIe)HO BiJl pO3paxoBaHol J103H U1 naieHTa.

2. OxonoKeHuit (praKoH ikapceKoro 3acody KACMIT mictaTs 3 XOJOJHIBHHKA TA 3AJMIIATH JIO
JIOCSATHEHHs KIMHATHOI TeMIIepaTypH.

3. B acenTuuHMX ymosax jomard 10,5 My Boau Juis in’exuii®. 1leit BigHOBNEHHIT PO3YMH MOXHA
36epiraTd 10 24 TOJMH NPH 25 °C abo Hmxye abo mpu 5 £ 3 °CP, 1le aa€ KiHIEBY KOHIIGHTPALIIO
kacriodpynriny y dpnakoni 5,2 Mr/miL.

4. I3 ¢nakoHa 3 BiIHOBJICHHM PO3YHHOM nabpatu 06’eM, IO BiAMOBiIAE BUpaxyBaHii JeHHiH
nigrpuMyrouiii n03i (eran 1). B acenTHYHHMX YMOBAaX IepeHecTH el 06’eM® BIJIHOBJICHOTO
nikapeskoro 3acoby KACMII y wmimok (abo msmKy), Mo MicTHTE 250 M 0,9 %, 0,45 % abo
0,225 % po34MHYy HATPiKO XJIOPUIY Ui in’exuiit abo po3umHy Pinrepa 3 nakTaTtoM AJIA in’ exIii.
Takoxk, meil 06°eM® BiJHOBJEHOro JIKapChKOro saco6y KACMII' moxe OyrH aojammit J0
amenmeHoro 06’emy 0,9 %, 0,45 % abo 0,225 % pO34YMHY HATPilO XJIOpHAY JULA i’ exuiii abo
po3unHy PiHrepa 3 JakTaToM JUIA il exiit, KM HEe TEpEeBHIYyBaTHME OCTAaTOUIHY KOHLIEHTPALIIO
posuuny — 0,5 mr/mii. LleH posunH JUIs indys3iit cin 3acTOCYBaTH MPOTArOM 48 rosmH 3a YMOBH
36epiraHHs B XOJIOJWILHUKY TIPH temmneparypi 2-8 °C abo kimuaTtHiit Temnepatypi (25°C).

IIpuzomyéanHa pOo34UHy ona_ingyziu_y 003i 50 m2/m? Ona_dimeil GiKoM > 3 micauise_(3
BUKOPUCMAHHAM ¢dnaxona 50 m2).

1 Mocrennep P.J1., Cripoiienuii po3paxyHok mioui nosepxHi Tina, A Engl Med, 22.10.1987, 317 (17): 1098 (ymct)
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1. Bupaxysatn (aKkTHIHY HaBaHTAXYyBAJIbHY /103y, #AKa Gyne 3actocoBaHa JUIs JMTHHH,
BHUKOPHMCTOBYIOUH IOKa3HHK o moBepxHi Tina (sx Oyno MOKa3aHO BHUINE) 32 HACTYIIHOIO
(hopmyoL0:

TIIIT (M%) X 50 Mr/m? = fieHHa MiATpHMYIOHa 1033

MakcuMaibHa HaBaHTaXyBalbHa 7033 B nepumdii JIeHp HE MNOBHHHA nepepuiysatd 70 Mr
He3aseKHO BijJl po3paxoBaHOl A03H JUIA MamnicHTa.

2. OxonomKenuit (IakoH JTiKapCbKOro 3aco6y KACMII aictat 3 XONOMMIBHHKA T4 SAIHIIATH JI0
JOCATHEHHS KIMHATHOI TeMIIepaTypH.

3. B acenTuuHMX ymoBax gozxat 10,5 mi BOAH ULk in’exmiit®. 1leit BiHOBICHUH PO3YMH MOXKHA
36epirati 10 24 TOJHMH NpU 25 °C a6o uwk4e abo mpu 5 + 3 °C®. 1le nae KiHLEBY KOHIIEHTPAIIii0
xacrodysriny y gakoni 5,2 Mr/MIL.

4. I3 ¢nakoHa 3 BiJAHOBJICHHM PO3YHHOM naGparu 06°eM, 110 pifoBizac BMpaxyBaHil AEHHiH
nmigTpuMytodiit n03i (etan 1). B acenTHYHHX yMoOBax MepeHecTH e 06’°eM® BIZHOBIEHOTO
nikapepkoro 3aco6y KACMII' y Mimok (abo mismKy), mo MicTATE 250 M 0,9 %, 0,45 % abo
0,225 % po34YMHY HATPilO XJIOPHIY JUIs in’exmiit a6o po3zuuHy Pinrepa 3 JaKTaToM JUIA iH’ €Ki,
Takok, meil 06°eM® BiJHOBJEHOTO JIKApPCHKOTO sacoby KACMII' moxe Oyt JOJAHUH 10
amenmenoro 06’emy 0,9 %, 0,45 % abo 0,225 % pO3YMHY HATPil0 XJIOPHAY JUIA in’exuifi abo
posuuHy Pinrepa 3 jakTaToM JUis iH’ eKIiiii, SKMii HE TEpEeBHIIYBaTUME OCTATOYHY KOHIIEHTPAILIIO
posunny — 0,5 mr/min. Ieit posums 7 ingy3iit cnix 3acTocyBaTH MPOTATOM 48 rogMH 32 YMOBH
36epiraHus B XOJIOAMIBHUKY TIPH Temneparypi 2-8 °C a6o KiMHaTHi temmneparypi (25°C).

IHpumimku w000 npuzomyeanta:

a. Bimuit a6o Maibke 6izoro Kompopy JjiodinizoBaHuii MOPOIIOK PO3UMHHMTBCA TOBHICTIO.
O6epekHO NepeMilaTH A0 OTPHMAHHS MPO30POro PO3IHIY
b. Or/isHYTH BiTHOBJICHH PO3YHMH, MOG YNEBHATHCH y Bi/ICYTHOCTI MEXaHIYHHX HacToK abo

3MiHM KOJILOpY IiCTs BiHOBJICHHS /IO BBE/ICHHA in’exnii. He 3acTocoBYBaTH PO3YMH, SIKIIO BIH
KaJaMyTHHH a60 MICTHTB OCall.

c. Jlikapeokuit 3aci6 KACMII poctynuuit uis 3abe3redeHHs TIOBHOI J03H, 3a3HAYEHOI Ha
dnaxoni (50 Mr) npu 3aGopi 3 pakona 10 M.

, MOPOIOK

e ———————




dIl "'a\,_
] j_'h' [HOBJIEHOT'0
‘J DET L] paTy

(le,;t IIE.

TIe41HKH

no 50 Mr

IOTh IUIONLY ITOBEPXHI T113

.ibp'u-!:n-.u A°)

e

KyBaJlbHA 1034

TepIIHH  JCHB MOBHHHA IIEPEBE yBaTH /

‘MIl" micTaTh 3 XOJOAHJIPHHAKA Ta 3AJTHIIINATH |

2 Mocrennep P.JI., Cripoweruii po3paxyHoK rutomi nosepxHi Tina, A Engl Med, 22.10.1987, 317 (17): 1098 (nmcT)
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A
L ONOMAZIA TOY ®APMAKEYTIKOY ITPOIONTOZ \' Q}"‘ﬁm&
. A L
CASMYG 50 mg KovIS y1a TUKVO OKEVUOUA Yitt TAPROKELT] Sk DpaTog Tpog EyyuoT w

CASMYG 70 mg k6vig y1a Tokvé oxkebacpa yu tapaokevi Studbuarog Tpog Eyyoon

: INOTOTIKH KAI IIOZOTIKH ZYNGEZH

Kdfe guodidio TI:EphéxEl. 50 mg caspofungin (wg acetate).
Ké6e grohisio nepiéyet 70 mg caspofungin (wg acetate).

Meté mv avactotaon oe 10,5 ml evéoyo v8wp, | ml tov Tukvod Swhbpatog repiEyet 5.2 mg 1
7,2 mg caspofungin.

Mo tov mhijpn kardhoyo Tov exdoywv, BA. mapdypao 6.1.

3 DAPMAKOTEXNIKH MOP®H

Kowig yia mukvo okedacua yia tapackeny Siohdpatog mpog £yyvon.
AgvK £mg VAOAEVKT) AVOPULOTONIHEVY KOVIC.

4. KAINIKEE IIAHPO®OPIEE
4.1 Oepansutikég evdeilelg

. Oepaneio ™ dmbnruaig kavivriaong oe evijhikeg 1) ot tadurpkoig aoBeveis.

. Oepaneia g dmbnrikig aonmepyilhmong oe evijhikeg 1 o& Tadiatpikois aobeveic mov sivar
avBextikoi 1) dev avéxovtar myv apgotepicivn B, Mimbukég popeég g opgpotepucivig B kavs
mv wpaxovaldin. H avlextikdmta opiletar g 1 e£6Mén mg @Aeypovig 1| ) arnotuyia
Peirinog g petd amd nponymBeica arotelespatiKyg aviywknTiacky Bepansic pe
Bepanevtikég SOoE; didprerng TovhdyioTov 7 NueEpdV.

. Eunepuch Bepaneia yia AowwdEeig mov fempovvran poknriacikég (onwe Candida 1 Aspergillus)
O EUTOPETOVE, OVSETEPOTEVIKOVS EVIAIKEC 1] Taudiatpikols aoheveis.

4.2 Aocoloyia Kot Tponog yoprynong

H évap&n g Bepaneiag pe caspofungin Ba mpénet va yiveta and yiatpé pe epnepia oy
OVTIHETOTION TV SMONTIKOV pukntiacikov houoEsny.

Aogoloyia

Eviidixec aoleveic

Mia e’ ana& 86om e@édov 70 mg Ba mpémet va yopnynBei v Huépo—1, axolovBovpevi and 50 mg
nuepnoing. Ze asbeveig mov éxovv Papog tave and 80 kg, etd myv apyuai 6om e@ddon 70 mg,
cvviotdtar caspofungin 70 mg nuepnoing (BA. mapdypupo 5.2). Aev eivan avaykaia avarpocapyoyy
™G docohoyiag Paolépevn oo yévog kat T euii| (Bh. mapaypagpo 5.2).

Hadrarpiroe winboouds (12 pnpvarv éwg 17 etdv)

Le moudratpucots acbeveic (Whikiag 12 pvédv £wng 17 etdv), 1) Socokoyia npénet va Pasiletar oto
epPuaddv g emhverlag Tov cmpu'roc Tov acBevoig (BA. Odnyieg yie ™ Xpion oe !'Im&mpucovg
u.casveu;, E&icwon Mosteller'). INa 6ieg 11 evdeikerg, npénet va xopnyeita pia epanal ddon epdéov
70 mg/m? (vo. pv vrepPaivetan pia mpaypaTiK 86am twv 70 mg) xatd v Huépa 1, akorovBodpuevn

! Mosteller RD: Simplified Calculation of Body Surface Area N Engl J Med 1987 Oct 22.317(17): 1098 (letter)
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g/m’ Hepnoimg (va pnv vrepPaiveran pio tpaypatic 86on tov 70 mg nuepnoing). Eav n
bv 50 mg/m® nuepnoiog siva KaAdg avekTi) adid Sev mapéyer enapi] khvikn avVIamoKpon, 1
a1 860 propel va avénbei o 70 mg/m’ 1 uepnoiwg (va uny vrepPaivetat pia mpaypatua
oom twv 70 mg nuepnoing).

H acpdlewa kar anotedeopaticdnyta Tou caspofun gin 8ev Exet pehemBel enuprds oe Khvikég
nehéteg mov ovpnepiEiafay veoyvi ko Ppégn nhiag ket tov 12 ppvov. Tuvictéra RPOCOY KT
™ Bepameio autie g nAwaKg Katyopiac. [Mepopopéva sroeia vroompilovy 6T propei va
AneBet véy v To caspofun §in 1@V 25 mg/m’ nuepnoing o veoyva kat Ppéon (mAwkiag pxpdtepng
TV 3 pvav) kot 50 mg/m” nuepnoing oe pukpd Tadid (Mhuciag 3 éwg 11 pnvav) (BA.

rapaypago 5.2).

Audpxela g Bepaneiog

H Suipkew g epnepnc Bepanciag npérer va Paoilerar omv Kl avtandxpion tov asbevoic. H
Bepaneia 6o npénel va ouveyioTel Ewg xat 72 (PEG PeTd TV avTpeTOmOT TG OVdETEPONEViaS
ANC=500). O1 acBeveig otovg omoiovg Ppébnke 6Tt Exouy jua poknTiecikn Aoipmén Ba npénel va
AdPovv Bepaneia Tovidyotov 14 nuepdv kat Bepaneia ba npénel va ouveyotel tovdéyotov yu 7
NHEPES APOV VIOXWPHOOLY 1) OVSETEPOTEVIR KAt Ta KAWVIKGE GV PTT@LATC.

H Siipkera g Bepanciag g SmBnricig kavrvtiaong xabopilerar and ™y KAk kat
Hikpoproloyikt) avtanékpion tov aobevovg. Metd m Pedtivon tov ONHEIWY KUl CUURTOUATOV TIG
SmBnrikng xavrvriaong kat ™V epedvion apynTikGY KedlEepyeLy, pnopel va Angpbel vréyn
aAdayn 6TV and tov oTdparog xopyodpevy Bepaneia. Mevikd, 1 avtipuknTiack) Bepaneic B
npénet va ovveyiletal tovkdyotov yia 14 nuépeg petd v teAsvtaic BeTuan kaAhépyeia.

H Suaprewn g Bepaneiag g Smbnruaig aonepyilkoong kabopiletar ava mepintwon kot o tpénet
va Pusilerar oty Papbmyta ™mg vrokeipevng vooov Tov acBevoig, v avaviyn and v
UVOGOKETUOTOAN Kat TNV KAviKT Tov aviandxpion. Feviké 1) Bepuneia Ba mpéner va OUVEXIOTEL Y1t
7 Npépeg TOVAGHLOTOV HETGR THV LTOXGPNOT TMV COUTTOUATWY.

O mhn)pogopieg yir v ao@dAewa oyetikd pe didpreia Bepaneiag mov vrepPaiver Tig 4 efdopddeg
elvat mepopopéves. Qo1600, Ta Swbéoipa deSopéva vroompilovy 6T 0 caspofungin ovveyilet va
eiven kahd avextd pe peyaddtepng Sidpkeiag Bepaneieg (ng 162 nuépeg oe evijhikeg acBeveis xat fwg
87 nuépeg oe nandratpikods acheveig).

Erdixoi minlvopoi

HAnawuévor agBeveig

Ze nhkuwpévovg acBeveic (65 etdv 1) mepiocdepo) 1) meproyn kate and ™y xapmoin (AUC)
avGavetat katd 30 % nepinov. Aev amauteital WOTOGO CLOTI AT avaTpoaupuoyt} Tg dogoloyiag,
Ynapyer nepropiopévn epmelpia yie m) feponeio oe acBeveic nhixiae 65 etdv xa dvo (BA. mapdypago
5.2).

Neppixi) dvaiertovpyia
Aev amoteitar avarposappoy} ™g Sosohoyiag mov va Buciletar om) vegpu duoiertovpyia (BA.
napdypao 5.2).

Hratixny dvoierrovpyia

[ roug evihceg acBeveic pe ima nrat Susherrovpyia (Child-Pugh score 5 éwc 6), Sev eivat
avoyxaio avarpooapuoyl mg Socokoying. Ma evikikes aoBeveic pe pérpia nrot dvoieltovpyia
(Child~Pugh score 7 éwc 9), ouviotdrar caspofungin 35 mg nuepnoing Paoet otoLyeinv
pappakokvTkiG. Ou npénet va yopnyeiton pia apyu 86on epddov 70 mg Ty Huépo—1. Aey
vrapyel KAviki epmerpia oe evijhikeg aoBevei pe soPap nratic Svohkertovpyia (Child-Pugh score
peyaAvtepo and 9) kat o Tadurpkods aobeveis je onoovdirote Pabyod nratik dvoletrtovpyin
(PA. mapaypago 4.4).



. @%
Lopgova pe repropiopévo aptBpd otoyeiov, Ba mpéret v Angdei vidyy avgnen ™mg nuepfiolady ziS
docohoyiag oe 70 mg caspofungin, petd ™ 8601 £9680v twv 70 mg, drav cuyropnyeital 1o
caspofungin ce evijlikeg acBeveic e GUYRKEKPYIEVOVG Enaymyeis Tov petafolkdy evlopwy (Ba.
napaypago 4.5). Otav 1o caspofungin yopnyeiton oe naid latprkots aobeveic (Nhwiag 12 pmvav tg
17 etiw) pe avtodg Toug idiovg enaywyeic twv petaforucayv evivpwy (BA. napaypago 4.5) npéner va
AN@Bel vdyv pie §60m Tov caspofungin t@v 70 mg/m’ (va Hnv vrepPaivetal oty wpdaén n nuepriow
ddon v 70 mg).

Tpbmog yopiyymeng

Meté mv avacboraon xar myv epaioen, 1o ki HO TPEREL Ve Yopmyeital |G Ppadeing
EV300AERLS £yxuomg yia éve SidoTia nepinov piag bpag. Ma 1ig odnyise avacvotacng fi.
Tapiypago 6.6.

Eivar Swbéoa xat ta §Ho grakidia 70 kar 50 mg.
To caspofungin npéner va yopryeitar we HELOV@IEVN NUEPHGIT EY)UGT).

4.3 Avtevdeileig

Ynrepevarstnoia ot Spastich ovsia 1 o& xdmowo ané ta £kdoya mov avagépovtat oty TaPAypEQo
6.1.

4.4 Ewdikéc mpoaidononiosig kat rpoguiiteic katd ™ Zpioy

‘Exer avagepBei avapula&ia katd o Sidpreia g yoprjynong Tov caspofun gin. Edv oupfei avto, fo
npénel vo. Sraxonei 1o caspofungin ko va xopnymBei n xatd@hinin Bepancia. AvemBOpTES
avtidpdoeig and mbavi pecordpnon 1oTapivig cupreplapufavouévon tou eCavbipartog, tov
0151)1L0T0g TPOCH7TOV, TOV CryyEt00WdTpaTog, Tov Kwapob, g aiolnong Bepudmrag 1) Tov
Ppoyydonacpov éxovy avapepbei kar propei va aRoUTIGOVY TNV SlaKomy Kav Ty Zopymen mg
Kataiining Bepanciac,

Tlepropiopéva stoigeia vroompilovy 611 Arydtepo ouyvoi Lopopdxmre non-Candida xa
evpwTOPdKITEG NON-Aspergillus Sev xalvmrovial amd To caspofungin. H arotelespoticémra tou
caspofungin évavr avtdv tev poknTaoxoy taboydvoy dev EYEL TEKUNPLBEL

H tavtéypovn yopriiynom tov caspofungin e Kukhoomopivn €yet akiohoynBei o vyeig EVITAIKEG
eBelovré kat o€ evijhixeg uobeveic. Mepixot evijAikeg vyweig eBedoveég, mov EdaPay Sto dboeig tov

3 mg/ kg xvrxhoonopivig pe caspofungin, eppévicay Tepod it abénen mg Tpaveapvicns T
adavivng (ALT) kat tng tpaveaviong ™S aonaptapng (AST) wikpérepn 1 ion pe to Tpurhéoio tov
avdiepov opiov Tov guotoroykod (ULN), i onoia QVTIHETOTIoTNKE pe T Siakom] g Bepaneiog. e
pio avadpoprkt) pedét pe 40 acBeveic mov Eafav Oepaneio Koté v KuKkAogopia tov pappdkou
caspofungin ka1 kvkhooropivn yia 1 £wg 290 nuépeg (Héaog bpog 17,5 nuépec), dev napatnprbnkay
ooPapés nratikég avemBOumTe evépyeiee, Ta stoyeia avtd vrosmmpilovy éti o caspofin gin pumopei
va ypnoyonombel oe acBeveic mov Aaufavouv xvkhoonopivn étav 1o mbavé dperog VREPTEPEL TOV
mbavol kivdivov. H otevi napaxoiovbnem twv NRATIKGY evbpov Ba mpéret va Aapfaverar vrdyy
6tav to caspofungin kai 1) KUKAooTOpivY YpNCLOTOIOGVTAL GLYYPOVOS.

LZe evijhaxeg aofeveig e Hma kot pétpia nrarud dusherovpyia, 1 AUC, avéifnke nepinov katd

20 % xaa 75 % avriotowa. Tovietdtar Heiwen ™G nuepioiag 86omg oe 35 mg Y eVNAKeg aoBeveic
HE pETPIO NROTIKY SUCAEITOLPYia. Aev VIdpYEL Kapic KA epmeipia o€ evijlikeg acBeveic pe
cofapn nratua| Sushetrovpyia 1 oe radatpikovg acbeveis pe nratixi Sushettovpyia omolovdinote
Pabpod. Avapévetar peyakvrepn ExBeon and 611 oe petpw nrati Svohertovpyto kor to
caspofungin 8a mpéner vo ypnowLonoeitat e ®pocoyn ¢” autovg Tovs acbeveic (PA. napaypdpoug 4.2
Kot 5.2).

Mn guoiohoyd epyasmpaxd evpijpera o1 e€eTdoEIg NraTIKIG AS1TovpYying Exouv napatnpnBel o
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Beroviég kat o evijhixeg ket radratpixong acbeveic mov ELaPav Bepanceia pe caspofungin. e
00g evijhkes Kt toudratpixovg aobeveis pe cofapéc vrokeipeveg nubiioeig o1 omoior AduPavay
toypova pe caspofungin rorkamhéc gup HAKEVTIKES AYWYES, HEUOVIOPEVES TEPITTAOOELS KAVIKG
onpaveg nratig duskerrovpylag, nratindag kat NRUTIKT|G avendprews Exouy avagepBel o
umddng oyéon pe to caspofungin Sev éxer texpmprdei. AcBeveic o1 ooior evarTHGGOLY un
Puowhoywic eEeTdoelg NRATIKNG Aetrovpyiag Kath ™ Sidpkeia Bepaneiag pe caspofungin Ba mpéner
va mepaxorovBoiviar yia evieifeg emOEIVOOTG TG NRATIKNG Agwrovpyiag kai 1) oyéon
Kvdivov/ogéloug yia ™ quvéxion g Bepaneiag pe caspofungin mpéner va enaveleraletat.

lepurtdoerg Tov ouvBpépov Stevens-Johnson (SJS) km to&u) emdepput| vekpdivon (TEN) éxouvy
avageplel kard m xpiion petd my Kukkogopia Tov caspofungin. lMpoooys 6o npénel va divetar e
acbeveis pe wtopikd aklepykdv avtidpiosmy Tou dépparog (PA. mupaypago 4.8).

4.5 AlImiembpacerg pe (hio QUPPAKEVTIKG TPOTGVTY Kat adrhec popoés addnhenidpaons

In vitro peiéteg Seiyvouv 611 1o caspofungin dev eivar avactoAéag Kamoov evibjiov 610 cloTua Tou
xvtoypopatog P450 (CYP). Te khvikég perétec to caspofungin dev emijyaye tov peraforiopd tov
ovotipatog CYP3A4 @A wv ovowbv. To caspofungin Sev eivan vrdoTpwpa yia v P—yAvkonpwrsivy
Ko elvat Eva TTwyd VIoeTPORE T1a 10 Kutdypapa P450. Qotéso, 1o caspofungin &xet amoderyfei oT1
CAANAemdpad pe GAha QappaKevTIKG TPOidvTa oE Pappaxoroykeég Kut KAvikeg peiéteg (BA.
TOPUKATO).

Ze §00 khwvikég peréteg mov SiekiyBnoay o vy evijhika atopa, 1) Kukhoaomopivn A (86ceig 4 mg/kg
1) 800 860815 3 mg/kg pe pecodriompa 12 wpdv) tpokilece avEnan omv AUC Ttou caspofungin
repimov kath 35 %. Avtég o avgiioeig g AUC Baoilovrat TPOPAVDS 0TT] HEWWPEVY] amoppdeTioT
Tou caspofungin ard o fimap. To caspofungin Sev avEnoe o enineda ¢ KukAoomopiviig 6to
mhbopa. Yrip&ay napodikég avénceig tav nratikdy ALT kot AST JKpOTEPEG 1| ioEG e TO
TPUIAGTIO TOV AV@TEPOV Yuortoioyikow opiov (ULN), dtav Guyxopmyménke to caspofungin pe mv
xuKAooTOpivI), 01 0RolEG VITOXDPNGAY pE T Srakom TV PUPLAKEVTIKGV TTPOidvTmV. e pin
avadpopkiy pekétn pe 40 acbeveig nov éhaPav katd Ty KukAogopia Tov puppdxov caspofungin kat
xurhoonopivi yia 1 Emg 290 nuépeg (péaog 6pog 17,5 1 nepec), dev mapatnpiibnkav cofapég nratikég
avem@bunteg evépyeeg (BA. napaypago 4.4). Tvompuatikig ELeyyog TV NRATIKOV eviipwy Ba
npénel va AapPavetal vedyy, ot nepintwon mov Ta §Ho puppakevTIKd npoidvTa yopnyouvraL
TAVTOYPOVAL.

To caspofungin peiwoe v erdyion) svykévrpoon tov tacrolimus katd 26 % oe vyieig evijhikeg
ebedovrés. MNa Toug aobeveig mov AapPévovy ki tig bo Bepaneic, emPdaiierar kaBopropévog
EAEYYX0G TG GLYKEVIP®OTG TOV tacrolimus oTo aipa Kat Kut@AAnAn avarpocappoyi g Sosodoyiag,
Tov tacrolimus.

Khwikég pedéreg o€ vyeis evijhieg eBedovrég deiyvouy btiy puppakoxvTky tov caspofungin Sev
EMMPEGLETOL KATE KAVIKE OTIHAVTIKG TOG0GTE amd TNV TpakovaloAn, TV apgotepikivn B, ta
Hokogawohikd, ) veApwvaBipn, 1 to tacrolimus. To caspofungin dev emmpéace QUPHEKOKIVITIKT
g epgotepkivig B, mg trpaxovaléing, mig prpapmiivig 1) TINE HOKOQAIVOALKTC pogetiine. Maporo
MoV Ta oToYEln ac@aleing eivar neplopiopéva, Qaivetal 6Tt Sev anarodvral 1iitepeg TpoPLAGEEIC,
otav cuyxopnyeitar apgotepikivy B, wpaxovaloin, vekpwafipn i HUKOQOIVOALKT] [LOQETIAN pe
caspofungin.

H pipapmkivy mpoxddese ab&ion 60 % omy kapriin AUC kat advénon 170 % oto TUNHA Yepniig
oLYKEVTP@OTNG ToL caspofungin v mpdm Npépa ™ cuyxopiyNoNg, dtav Kat Ta Svo (PUPHUKEVTIKG
mpoivTa yopnyenkay tavtdypova ot vyeic evijhikeg eBchoveéc, Ta eAyiota enineda cvykévipwong
tov caspofungin oradwakd perddnkay, ketdmy enavaiapfavopevng xopiynong. Metd and xopriynon
600 eBdonaduv n pupayimucivy, eixe neplopiopévy enidpaot oy kapmdAn ovykévipwong AUC, addd
10 eMyioto enineda tav katd 30 % yopmiotepa and 4tL ok evijlika Gropa ov éAafav pévo
caspofungin. O pnyaviopoe arinienidpacng 8a pmopovoe mbavov va ogeiietal og G CpyIKT
@vaoToAl) Kat ak6lovd Enaywy] TV TpOTEVGHY petapopdc. "Eva napdpoto unoréiecpa Ou
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HIOPOVOE VO AVaMEVETAL YO GALa PEPUAKEVTIKG TPOTdVTE IOV endyovv petafoiixkd évivpa.
Mepopiopévog apBpds oroyeiny and TAnBuoimaxéc pekéteg PUPUAKOKIWNTIKIIC DROSEUVIOUY OT
TaVToYpOVT %prioT Tov caspofungin pe Tovg enaymyeic epufipevin, vefipamiviy, prpapimucivn,
SeSapedalovn, pawvutoivi, 1 kapBapalemivy pmopet va odnyneet oe peimon mg AUC tov
caspofungin. Edv ovyyopnyovvrat enaymyeic tov netafordv evivpev, Ba npémer va AapPiaverat
IOy e adEnon g nuepiiciag Socoloyiag Tov caspofungin e 70 mg, xatdmy mg Soonc epdSov
tov 70 mg oe evijlkeg acbeveig (BL. naphypapo 4.2).

Oheg o1 peréreg adlnienidpaong gappakov-pe épuaxo ot EVIAIKEC, IOV TEPTYPAYOVTAL TAPUTAVE
exouvv dielayBel pe nuepiow Séom caspofungin twv 50 mg 7 70 mg. H adAnienidpaon peyahvtepmv
36oewv caspofungin e d)ha Qappakevtivg Tpoidvra dev Eyel emoN g pehemnOei.,

Le nadratpixong aabeveic, anotedéopate avelioemy TOAVEPOUNONG PUPUEKOKIVIITIKDY CTOYEIDV
vrosmpilovv 61 n cvyyoptynon mg Seéapedulovng pe caspofun gin pmopei va 0dnyroet oe kKhwvikd
OTMHAVTIKEG HEIDOELS OTIC Yuuniég GuyKevTpdaeis caspofungin. Avtd o MOTELEG LN UTOpEL vt
vrodewvier 611 o1 raidiatpicoi aobeveic propei va EXOUV TAPOUOIES PEIDCEIS pe ENayWYEiG onwg
oTég OV apovoaBnkay oToug evijhikes. Otay o caspofungin ouyyopnyeitar e Tendiarpixoic
acBeveig (Nhwiag 12 uvay éwng 17 etdv) pe ENOYOYEIS oV oyetiloviar pe my kabupon tov
papudxov, 6nmg prypapmkivy, epafipévin, vePiparivn, paivuroivy, defapebalovn, | kapPapalenivy,
npénel va AngBei veoywv pio S6am tov caspofungin twv 70 mg/m’ NHEPNSing (va uny vaepPaiverou
pia nuepnow Tpaypatiky 8661 twv 70 mg).

4.6 Fovipétyra, kinen kar yahovyia

Kinaon

Aev vapyouv 1) vrdpyovy mepropiopéva Siedécipa otoyeia and ™ xpnon tov caspofungin

o€ £YKLEC Yuvaikes. To caspofungin dev Ba npénet va ypnoyonoeitar katd ™ dipxera g Kimome.
extdg kat av eivan cagpdg avayxaio. Mekéteg oe Lba éxovv Seiler TodwoTTe KaTd ™V avarroin (BA.
mapaype@o 3.3). e pekéreg oe Lha Exer Seygbet 611 1o caspofungin dwmepvd Tov Qpaypd Tov
TAOKOUVTO.

Onloouds

Aev givan yvoot6 edv o caspofungin exxpiveta oto avlpdrivo yoha. AwBEoipe pappoxoduvejkd/
to€kohoyixd Sedopéva ot Lha Edeitay éxxpion tov caspofungin oto avBparvo yaha. Ot yovaikeg
mov AapPavouy caspofungin Sev mpénet va Ayhalovy.

o T

INa 7o caspofungin, 8ev vadpyovy emdpasetg om) yoviudmta oe pedéteg mov diekiyBnoay ot
apoevikovg kat Enlukobds apovpaiovg (BA. rapdypago 5.3). Aev vrapyovv xhwviké dedopéva yia to
caspofungin dote va aflokoynbei n exidpact Tov ot yovipdmre.

4.7 Emidpaoeis oty ikavérnra 0diiynong kat yeiptopod uNzovpaTov

Aev Exouv diebayBel pekéteg oxetika pe Tig emdpaceig oy KavoT T 081yNoNg Kat yEip1G oD
pnxavnpétoy.

4.8 AvemBopnteg evépyeieg

Avuibphoeis vrepevarshnoiag (avagoiagio kat aver@ounree avudpioeig and mbavi) pecordPnon
otapivig) Exovv avagepBei (BA. napdypugo 4.4).

Z1ovg acbeveis pe dmBntuc aonepyitiaon avagépbnxay eriong Tvevpovikd oidnua, cuvdpopo
avanveoTIkig Suoyépetag eviikawv (ARDS), ket axtivoloyikée dmbioew.

Evijiixec agBeveic
e khwvikég peréreg, 1.865 evijlika dropa éhaPav epanak 1 noAkamiég 0oeic caspofungin.

B



564 gimhpetol ovdeteponevikoi aobeveic (nerén) epneipucic Bepaneiag), 382 aoBeveic i dinonTuc)
Koygvtiaot), 228 acleveig pe Smbntun aonepyibhoon, 297 acBevei pe eviomopéveg hopbEe

: ‘/.{3‘ dida xar 394 Gropa ewixBnkay o perétec paong I. Zm perém epnepuaig Bepanciog o1 acbeveic

wav Adper mperodepaneia yia kaxorifeia 1 eiyav viopindei os LETOPOOYEVOT] CLOTOMTIKGY
apxéyovov xuttdpov(cvuneplapfavopévay 39 arloyeverikdy HETQHOCYEVCE®VY). TTIg pedETES OV
cuprepreAdpPavay acdeveic pe Srayvoobeices AowbEe Candida, N TAEOYNPia TeV asBevev ps
dmBnrikég howiteg Candida émacyav ané cofupéc UTOKELpEVES KAWVIKEG maBijoeis (..
apaTohoyikn 1 @Ay xaxonBewa, TpocpaTy coPapr) enépPacn, HIV) mov ararrotsay morkamhi
TOUTOXPOVY) QUPUOKEVTIKT aywyT}. O1 acBeveic om um ovykpLikT perétn yw Aspergillus,
avapetdmiay cuxva coPapig Tpoinipyovoeg Khvikéc KOTAOTAGELS (TY. PETapOGKEDTEIS PVEAOD TV
00TOV 1] HETAROTXEVST] TV TEPIPEPIKAOV UPYEYOVAY KUTTAPWY, IpatoroyikT] kakonela, oupuraysic
0YKOLG 1] HETRHOTKEVOELS OPYiVEV) OV anarTodoay TOAAGTAN TRVTOXPOVI] PUPHAKEVTIKT] 0Y@YT.

H @heBitida frav pua cuxvi avemBounm evépyewa mov avagépbke oto onpeio g éveong oe OAEg
Tig opadeg tov acBeviv. Adeg Tomkéc avridphoeig mepkapfavay epilnpa, tévo/evmabnoia,
KVNOHO, EXKpiua, Kat aichnua xaveov,

Ta i guowloywd KAvikd ket epyastpiaké anoteréopata Tov ava@épBnkay, petalh dhav tav
eviihikwv mov Aafav Bepancia pe caspofungin (cuvolwcd 1.780) fitay Tumkd MM Kot ondvie
odiynoav oe Sukom Tov Quppdkov.

atdioyoc avembu

TWV EVEPYELDY GE LLO

N mivaka

‘Exovv avagepbei oL axérovbeg avembounteg evépyeieg kati ™) Sipxeia Tov Khvikdy HEAETOV Kavm
Xatl my xopiynen petd v kukAogopia Tov mpoidvToc:

Kartyyopia | Zuyvéc Oy ovyvéc (21/1.000 éwe <1/100) Mpy yvweotéc (dev
Opyaviroet (21/100 éwg HTopovy va
Lvonijuaroc <lI/10) extiunBovy pe
Péoy ta
drabiotua
dgdopéva)
Awarapayéc tov | apos@alpivy avaipia, Bpopforevia, Swetapuy)
arpoToITIKOU HEWDPEVT], g &G Tov aiputog, Aevkonevia,
KOl TOV AEUQIKOD | ipaTOKpiTNS apBuds nmowvogirov avénuévoc,
GUOTIHATOS HEWWPEVOS, apiBpuos | apBpds cponetadiny pewwpévoc,
AevKOKLTTAp®Y apBpoég aponeraiiov avinpévos,
HEWWLEVOS ap1Bp6g AEVKOKUTTAPWY PEWOHEVOS,
apBpuog Aevkokuttapmv avénuévog,
op1B1SS OVSETEPOPIAMV HEIMUEVOC
dtarapayés tov | vrmokaAipia VIEPPOPTWOT) UE VYPQ,
ueraflodicuon vropayvnowylia, avopekia,
rar s Opéyrng nAextporvTikeg dxtapayéc,
urEpyALKapic. vraoPeotionpia,
petafoiiki] oféwan
Yopiatpucés Qyy0G, UTOTPOCUVATOATHOG, aimvia
drarapayés
diarapayés rov | kegoludyio {dAn, dvoyevoia, rapmobnoi,
VEUPIIOU vrvnia, tpdpoc, vrmetoia
GUOTIHATOC
Oplaiuinég opbaipuxdg ixtepog, 6pact) Bapr,
Statapayéc oidnpa Pregipov, daxpippoia

QUNHEVT




Kapdraréc

aichnpa modpodv, Tayvkopdia,

diarapayéc appubpia, KoATua) papuapuyn,
KapSiakl] aVETAPKELL GLUPOPNTUC
Ayyperaxés QAePitida BpopPoplepinda, éEaym, eaye,
dratrapayéc VIEPTAOT), LTOTUOT
dwarapayéc tov | Shomvowr PWIKT] cupEGpN o,
avamveveTIKot Papvyyorapuyyikd dhyoc,
CUOTHHATOG, TOV tayvrvour, Bpoyydonacpog, Piiyac,
Odpaxa kat rov dbomvoa tapouap vuytepi,
egobwpdriov vrotia. péyyol, cuprypoe
diarapayéc tov | vovtia, Siappoa, KOUMaKO @hyog, ahyog dve
YaoTPEVTEPLICOD | ENETOC Kowakg yhpag, Enpootopia,
- duemeyin, Suogopia Tov oTopdyov,
didtacn g xowkiag, ackimg,
duokouomzra, dvopayia,
HETEWPIGUOE
diarapayic tov | avinpévor nrotikoi | yohdoraon, nratopeyuhia,
Nrarog kot twy | deikteg vrepyorepulpvarpia, iktepog,
XoAneopwy (apwotpavopepdon | nratua) Asttovpyia un Quoioyiy,
™G ahavivig, NratotofwdTta, NAATIKY
ACTAPTIKY Swrapayy, y-
QPWVOTPAVOPEPAST, | YAOLTapLATPAVOPEPAOT avénuévn
oAKAAIKT
ewopation aipatog,
YOAEPLOpivY
ovlevypévn,
xoAepulpivn
aiparog)
diarapayés tov | eavbnpa, kvnopds, | molipoppo £pOONpa, e&avomua To&wm
déppatog Kat epuON e, Knhdmdeg, eEdavonpa EMIEPLIKT
T0V vITOddpLon vrepidpwaon kniwdopratidides. e&avinua vexpoivon Kot
1aT00 KWI|OROBES, Kvidwon, Seppatiki | Zovdpopo
alkepyia, kvmopds yevikevpévoc, Stevens
eSavinua epubnpuatdses, eZavlnpa | Johnson (BA.
YEVIKEDHEVO, ESavBnua hapoeidic, napaypugo 4.4)
AaPn déppatog
drarapayéc rov | upBpakyia | ooguaiyia, WOVog oE (AKPO, 0GTIKAG
HUOGKELETIOD | movog, poi aduvapia, puakyic
CUGTIHATOC Kal

TOU GUVOETIKOU
16100

drarapayés rwv
VEQPOV Kal TwV
oVPoYopwY 08

VEQPLKY| VENAPKEW, VEQPIKT|
avempkeln oleia




Fevigéc mopekia, piyn, ahyog, dhyog g BEong kaletipa,
dragapayes kai KVIIOHOG ¢ BEang Konwon, aiobnon yuypov, eicbnon
KFTaoTAoES TS - Eyyong Beppov, epvBnua mg Béong
dov yopriiynans | EYXVOTG, OKATpLVOT TG BEong
|‘ €yyvong, dhyog g Béomg éyyvonc,
oifnua g Béong éyyvong,

i @rePitide mg BEomg éveong, oidnua
TEPLPEPKO, Evaicnoie, Bwpaxik
dvogopia, Bopakkd diyos, oidnua
‘ Tpocnov, wicineon petaforic mg
Beppokpasiag Tov ohparog,
_ oxApuven, eSuyyeinon mg Béomg
; Eyxvong, epebiopdg mg Béong
Eyyvone. pAcPitda mg Béong
Eyyuong, e€avBnua g Béong
Eyxvong, kvidwon g Béong
€yyuong, epblnpa mg Béang Eveang,
oidmpa mg Béang Eveong, dhyog g
Béamg éveong, oidnua g Béarg
évearg, aiobnpa kexovyiac, oidnua

Haparlivicéc KGAo aipatog Kpeatwvivy aipatog auénuévn, Oetua)

ECETATEI HEWDUEVO, . gEEtaom epubpoxutidpov ota ovpa,
AEUKOUUTIVI) AipaTOg | PWTEIV) OAIKT] HEWDUEVT, TPWTEIVT
HEMOEVT] ovpwv Betikn, ypdvog mpobpopfivng

TOPUTETAHEVOL, ¥POVOG
npobpopfiviig newwpévog, vatpio
QitaTOg HEWWUEVOD, VATPIO BipaTog
avEnpévo, acPéortio aipatog

[ - pewwpévo, aoPéotio aiparog

| QLENpEVO, YALPLOVYE QLIATOC
pEWwpEVE, YAUKOL aiplatog
QUENUEVY), pHayVIOI0 aipatog
HEWWHEVO, PEOCPOPOG KipaTog
HEWDHEVOG, QWOPSPOS aipatog
avénuévog, ovpia aipatog avsnuévn,
FPOVOS EVEPYOTOMUEVNS HEPIKTIG
Gpopforniuctivig naputetajévo,
durtavBpaxikd aipetog perwpéva,
7Awpodye ailputog uuénpéva, KA
QipaTog aENpEVe, apTpLaKt Ticon
avnuév), ovpiko o€h aipatog
HEWDEVO, aift oTa 0Vpa VTEpPYEL
QVATVEVOTIKG Y1BOpiopa pun
QUOA0YIKO, dl0&eidio Tov avBpaka
HEWWPEVO, ETITED L
QVOCOKUTUOTUATIKOD QUPILEKOL
avZnpéva, diebviig opaiomonpévn
aygon avEnpév), veppikoi

_ KOAWGpOL, AEVKOKUTTEpE 0VPOV

I- | Oetikd, kot pH ovpwv avénévo.

To caspofungin éxer eniong a&ioloynBei pe ™ §6om tov 150 mg npuepnoing (yie éwg 51 NuépEC) oe
100 evijhiceg acBeveis (BA. mapaypugo 5.1). H pedém cuvéxpive to caspofungin twv 50 mg
nuepnoing (uetd and pia d6om epddov twv 70 mg katd my Huépa 1) évavr tav 150 mg nuepnoiog
ot Bepuneia g Smbnruaig kavriveiaong. £ avn my opdda acBeviv, 1 aopdhewx Tov caspofungin
auTig TG peyadbrepng 8601g RAPOVGIAOTIKE YEVIKG TapOROWK HE GVTT TOV aoBevdy mov EhaPav mv
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nuepnow docoloyia caspofungin v 50 mg. To 1060676 TV acleviy pe wa CYETICOMEVN JIE TO
Péppaxo soPapi avembounm EVEPYEIL T} (1 OYETWLOHEVT JE TO PAPHaKD avemB) pT Evépyeia
odnyei e Siakomi Tov caspofun gin, Tav cvykpioyo ka otig 2 opades Bepaneia,

Haidrarpixdc minbooudc

Ta SeSopéva and 5§ khvixée Heréteg mov ohoxAnpdBnkay oe 17] roudatpikotg acBeveic
vrootnpiovy 6111 cuvoik supvéTTe TOV Khtvikdy avembiuntov evepyeibv (26,3 %, 95 % CI-
19.9, 33,6) Sev eivon xEWP6TEPN Ond OTL avapépbnke yia eviihikeg mov EhaPav Bepansia He
caspofungin (43,1 %, 95 % CI-40,0, 46,2). Qotdco, o1 rudwrpikoi aobeveig éxovv TPOPUVAS
Supopetikéd mpopil avemBOunTOV evepyeihy oe OUYKPION HE EVIAIKES acbeveic. Ou mo cuyvéc
OXETILONEVEG PE TO QhppaKD avemBiunteg evEpYEIEC mOL avapépbnkay ce radlatpikovg aobeveic
mov éLafav Bepancia pe caspofungin Wrav mupekia (11,7 %), egavBnua (4,7 %) ke kepahakyia (2,9
%).

Kordioyog avemy LTTOV EVEPYEWDY OE HOPOT Tivaka

‘Exouv avagepei o ak6LovBeg avemBOunTe EVEPYELEG:

Katpyopia Opyaviros Zvenjparog | ITods ouyvic Zoyvés (21/100 éws <1/10)
(21/10)

drarapayés rov avnpévog apBpés nucvépav

aiponom IOy Kai TOV Jeupticod

CUGTIHATOC

diatapayéc oo vevpiroi Kepaiadyia

aNeTIHaToS

Kapoiaxiéc siarapayéc TayUKepdia

Ayyeraréc £Eaym, vrdtaoy

diarapayéc

Awarapayéc rov iinaros kar Twv avinuéve enineda tov nratkdy evipmv

0AHQOpwy (AST, ALT)

diarapayés rov dépuaroc kar Tov eavinua, xvmopdg

VTOSGpIOY 10TOD

Ievikcés Siarapayéc ke TVPETOG piyn, m6évog 610 anugio Tov Kabem)po

KaTaoTaoels TS 060V yopiiynonc

Mapariivikés eCerdoec HEWUEVN Ty TOV Kokiov, vio Mo oo,
avinuévn yAokéln, pewpévn
PWIPOPOY, Kat ovENéVT Ty POoPdpo

Avogopd mbavoloyolpeveoy avemBountwv evepyeidhy

H avagopd mBavoloyoipeveoy avemBounTav evepyeldv jieth and ™m yxopiynon &dewg xukhogopiag
TOV QUPAKEVTIKOD TPOTIGVTOG eivan onuavikn. Emtpéner o) ovven) TapaKoLovBNoN TG oyEone
0QELOVC-KIVEHVOY TOV PappakevTIKOY mPOiovTog. Znteitar amd toug EmayyeAparies vyelog vo
avapépovy onolesdnnote mBavoloyobueveg avemBountec EVEDYELEG LG TOU

EBvikot Opyaviepod Gappaxoy

Meooyeimv 284

15562 Xokapyde, Abrva

Tmh: +30 21 32040380/337

®ag: +30 21 06549585

lotétomog: hitp://www.cof.gr.
4.9 Yrepdosoroyia

ExeravagepBei yopiyymon ané apérew g 400 mg caspofungin oe pia pépa. O mepuntddoeic avTég
dev mpokdAeosay KAvikd on Havrkég avemBopuneg evépysies. To Caspofungin Sev propei va 5monset.
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5. / ®APMAKOAOFIKES IAIOTHTES

R AL
-— DPappakoduvapikéc 1d16tnTeg

Dappaxobepamevtuc katnyopia: aviypwknTieskt yia SUOTHHATIKT ¥prion, kwdwog ATC: JO2AX04

Mnyavioués Spdong

To caspofungin acetate eivar po nucvveeTid hmonentiduc évawen (echinocandin), n oroia
ouvtiBeta and éva npoidv Lopwong tov Glarea lozoyensis. To caspofungin acetate avaotéAier 1)
oOvBeon mg Prira (1,3)-D-ylukavng Tov sivat Paciké cuotatikd Tov KuTTAPIKOY TOWY@HOTOS TOAAGDY
W patoed@y puxiitev ke fupopvkitev. H fita (1,3)-D YAvkavn Sev vrhpyel ota KOTTAPE TV
niactikov.

Mukmnroktévog Spastikémra pe to caspofungin éxer amodevytei &vavr woxntov Candida.

Mekéteg in vitro xav in vivo ederéav 611 £xBeon tov Aspergillus 1o caspofungin odfynoe oe Abam
Ka Bavato Tov kopupainy drkpev kat twv onpeioy Saxhidnong Tov VEAV, 6oV eppaviletal
Kuttapiki] avantudn ko Swipeor).

DPapuaxodvvapukéc emdpdoeig

To caspofungin éxet in vitro Spactikdémra évavt Tov eiddv Aspergillus (Aspergillus fumigatus

[N =75), Aspergillus flavus [N = 1111, Aspergillus niger [N = 31}, Aspergillus nidulans [N = 8,
Aspergillus terreus [N = 52], ka1 Aspergillus candidus [N = 3]).To Caspofungin &get eniong
dpactikdTnTa in vitro évavty twv eddv 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), Cancida rugosa [N = 1] xoa Cancida tropicalis [N = 258]),
SUpTEPLLAUPAVOIEVOV TOV UTOROVOBEVTOVY pE HETAAAGEES HE PHETAQOPE pE TOAMGTAT|
avBexTikoT T Kol avTdv pe enicmro i evBoyevii avBextikdyra oe fluconazole, amphotericin B, ko
S-flucytosine. O €heyyog svaicBnoiag Siekiydn copgwva pe 1a Tportonoinen xkat twv Svo pebddwv
tov Ivetirodrov Khwikdv kat Epyasmpukdy Ztabepdv (CLSI, EMONUOS YV@OTOD 5 EBvua)
Emzpom) yia Zrubepég Khvikdv Epyaotpiov (NCCLS), mg nebbdov M38-A2 (yia eidn
Aspergillus), xor g peBodov M27-A3 (yw eidn Candida).

Tpotumonompuéveg texvikég yio EAeyyo evaicneiag éxovy kabiepwBel yia Qopopdxmreg and myv
EUCAST. Aev éyovv axépa kabopiotei 6pie evatonoiag yio to caspofungin and mv EUCAST,
Adym ™G onpavrikg Siepyaompmakie Stakbpavong oto evpog tjg MIC yix mv ev Adyw Spaotin
ovain. Avti opiev evaisBnoiag, ta aropovelévia oteréym Candida 1a onoia eivar gvaiclnta oto
anidulafungin énwg eniong kat oo micafungin a Tpénel va Bewpolvian gvaictnra oto caspofungin.
Opoiwg, amopovwdévra otehéxn C. parapsilosis eviidpueoa tov anidulafungin kot tov micafungin
propoby va Bewpnbovv eviidpeca tov caspofungin.

Mnyaviouée avioyng

AmopovaBévia ateréyn Candida pe pewwpévn evaobnsia oto caspofungin éyouv TaUTONOWBEL 6e
évay puepd apiBpod acleviv kata ™y Sidpkewa mg Bepaneicg (tipnég MICs yia to caspofungin

>2 mg/L (4- émg 30-mhdoweg av&ioeig g MIC) éxouv avagepdei APNOWOTOUDVTUG
npOTLIOTON|HEVES TEXVIKEG EAEYYOV MIC eykexpuéve and to Ivonirovto KAvikdv kat
Epyaompuaxiv Ztabepodv CLSI). O pnyaviopds avBextikdémrag mov tavtonronjbnke eival FKSI
Wrar FKS2 (yw 1o C. glabrata) yovidakég petarddterc, AVTEG OL TEPIRTAOEL SUVIEBNKaY pE TTYd
KAWIKG anotehéopiata.

‘Eyer tavtorombei n in vitro avantudn avBextikdémrag oo caspofungin, ané ta eidn Aspergillus.
Béoew nepropiopéwng khviig epmerpiag mapatnpidnke avlektixdmra oto caspofungin oe acBeveig
ue dmbntuc asmepyildwon. O pyaviopdg mg avBextikémtag Sev éxer texpunprolei. H oLUVOTITR
™G avBeTKOTITAg oTo caspofungin ard Sidpopa KAk otekéyn Aspergillus, eival ondvia. Exer
napampneei avbexticonyta rov caspofungin oto Candida aAré 1 cuyvémta propei va Siapépet avé
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eidog 1 meproy.

KAiwiki] arotedeocuatikdmra kat aoodieia

dmnbnricii Kaveveiaon o Ewiincec A obeveic : Alakéool TpavTa evvia aabeveic ewonydnkay ot um\ s o wN
apy} peAétn ohykpiong Tov caspofun gin kot mg appotepiiviig B yia ™ Bepameia mg dmbyruce \A*f o
kavawvtiaong. Ewoottéooepic aabeveig eiyav ovdeteponevia. H mo ouyvn didyvaon ftay o

paToRoyIKEG AoumEeLg (kavriveeapda) (77 %, n=186) ko N neprrovitida and Candida (8 %%, n=19).

¥

Or aofeveic pe eviokapdinida, ooteo roeditda 1) pnyviyyinda mpoepyopevn and Candida eiyav
anoxieicBel and mv pedém. To caspofungin 50 mg yopnynenxe NHEPNGIWE pETh and e Som
epodov 70 mg, kawy) appotepivi) B yopnyinxe oe 0,6 wc 0,7 mg/kgMmpépa oe pn
ovdeteponevikoig aceveic 7 0,7 ¢ag 1.0 mg/kg/ nuépa oe ovdetepomevikog aodeveic. H péan
didprera g evBopriéPiag Bepaneiag rav 11,9 nuépec, pe éva £0pog amd | g 28 nuépec. O TN}
GVTATOKPLOT] URAITODOE TNV VAOYDPNON TV CUURTOUATOV Kal HikpoProdoywn kabapon and ™
Aoipwln pe Candida. Awxéoion gicoot 1é00epig uobeveic ovpmeptpBnkay STV apyi) avihvon
anotelesparikémrag (avéhvon MITT) y MV avTanokpion katd ™ AfEn g HEAETNG pe
evdogréPia (IV) Bepancia. Ta tocootd Betikng avtandkpiong ot Bepaneia ™mg dmbnTikig
Kavtwvriaong fitay cuykpicya yu to caspofun gin (73 % [80/109]) ko ™Y appotepikiviy B (62 %
[71/115]) [% Swgpopd 12,7 (95,6 % CI =0,7, 26,0). Metad tov acbevioy HE KaVIVTaiia, 1o T060aTd
Betuag aviandxpiong oto Téhoc ™ evbogAéfiag (1V) Bepaneiag g HEAETNS Tav ovykpiowa yia to
caspofungin (72 % [66/92]) kot yia mV apgotepiivy B(63 % [59/94]) katd my apykT avaivon
anoterespatikémrag (avaivon MITT) [% dgpopd 10,0 (95,0 % CI -4.5, 24,5)]. Eivar neproplopéva
T otoein yia aoBeveis pe hoinmén oe T apatoyeveig tepoyés. Ta mocootd Betuaig avtandxpione
oToVg ovdeTeponevikots aaBeveic fitav 7/14 (50 %6)omv opdda tov caspofungin kai 4/10 (40 %) omv
opdda g apgotepikivie B. Avtd ta REPIOPILEVE oTOYEIR VIOGTNPiLovTon ard Ta QTOTEALC AT
NG HEAETIIG TG EUREIPIKTC Bepaneiag.

Ze jua devtepn perémy, ot aoBeveig pe Smbntua kavrvricon Ehafav nuepiicieg déoeic caspofungin
tov 50 mg/muepnoiog (petd and pia 86an epdBov Twv 70 mg katd mv Huépa 1) 1) caspofungin twv
150 mg/mpuepnoimg (BA. mupdypago 4.8). T aot T perén, 1 866m Tou caspofungin yopnyfinxe
&vtlg Swotipatog 2 wpdv (avri me rabepwpémg yopimong evede piog dpag). H pekém anéxheioe
acBeveig pe mBavoloyodpevn evokapditda and Candida, pnviyyitida 1 ooteopvedinda.

Emedf) ot firav o pedém rpatapyikig Bepaneiag, o acBeveic mov Nrav avBextixoi og
TPONYOVUEVOUG AVTIHVKNTIAGIKOVS napayovreg eixav eniong amokhelsei. O ap1Bjog Tmv
ovdeteponevikdv aoBeviy mov eviayBnkay o' avmiv ™ perém firav emtiong mepropiopévog (8,0 %). H
arotelecpaTikOTyTa fiTay évag devtepevmv otéy0g QTG TG pekémmg. On acBeveig mov Aknpoveav
Ta KprTpae eloayyng Kot EhaBay pia v neplacitepeg 86oeig Bepunciag e HeAEG e caspofungin
cvpmepEleBnoay oy avdivon anoTEAEOHATIKOTNTOG. Ta GUVOAIKE EVVOIKE TOG00TE
GVTAROKPIONG Kath TO TEAOG TG Bepaneiag pe caspofungin Hrav rapdpow xat otig 2 opddeg
Bepaneiag: 72 % (73/102) ko 78 % (74/95) yia 115 opdideg Bepaneing pe caspofungin 50 mg ka

150 mg, avuiotoiywg (Sapopé 6,3 % [95 % CI-5,9, 18,4)).

Adnbnrixij Aorepyildwon oe Evidixec A obeveic: E&\vra evvéa evijhukeg acbeveic (Nhiag 18-80) pe
dmbnruc aonepyiMimon ewnyinoav ce o avoryti, un oLYKpITKT) peAém) yia va afohoymbei
ACPAAELD, 1) CVEKTIKOTNTA KoL anoteresparikémta tov caspofungin, Ot acBeveig énpene va eivar gite
avBektikol (eEEMEN ™c aobévelnc 1) amotuyia Pertimong pe GAAES QVTIHUKT TIRO IKEG Bepuneieg, nov
xopiyménkay yw 7 nuépeg tovkdyiotov) (84 % twv ewaybeviav acbevav) 1) pm avextikoi (16 % tov
ewayfeviov acbevv) oe e kediepopéves aviypkmniocikés Bepaneieg. [ModLoi and toug
aoBeveig efxav vrokeipeveg aobéveteg (ayotohoyucég xakonBeweg [N = 24], aihoyev) HeETapGOYEVOTY
HLELOD 0GTdV 1} KuTTApU) HeTapGoyEVeN apyéyovay Kuttapoy [N = 18], petapdoyevon opyavov
[N = 8], ovpmayn 6yxo [N = 3], % @hdeg acBéveeg [N = 10]). X pnoonouifnkav avstnpoi 0pIo Lo,
ohppove pe Ta Kpiripua e Opddag Merémg yia Muknridoeig, yia ™ Suiryvaon ¢ dmbnrucig
aomepylA@ong kat yut v avrandkpion ot Bepuneia (Y v adokdynen g evvoikrg
avTanoKPIoNg anmtiBnke KAvikd onpavu Pertivon oe axtvoypagiss kabog emiong ota onpeia
Ko ovpntdpote). H péon Siéprewa mg Bepaneiag irav 33,7 nuépec, e éva gupog and | éng 162
NuEpes. Mia avelaptnm opdda EUTEPOYVOROVOY Slatiotwos 6t1 41 % (26/63) tmv acbeviy mov
€rapav rovidyiotoy pia Séon caspofungin eixav evvoix avTandkpLan. Ané tovg acleveic mov
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P2

Pav repioodtepo and 7 nuépec Bepansia pe caspofungin. to 50 % (26/52) nupovoiace EVVOIKT]
ardxpion. Ta mo euvoikd nocootd avTaroKpLong Y acbeveis mov ftav eite avBektikoi % etyav

S puoavelia oe nponyovueveg Bepaneisc firav 36 % (19/53) ka1 70 % (7/10) avtictorya. Mapsro mov o

80oe1g TPONYOVUEVEV EVTLHVKTTIOG KA Bepanedv ot 5 aoBeveig nov exciyBnoav OTN HEAETN MTav
XeMAGTEPES 0md auTég MOV YopNYohvTaL CUYVE Y1 T Bepaneia g Smbnruaig aonepyhiwong, To
mOG001Td TG EVVOiKTg avTamdkpiong Katd ™ Sdpkern g Bepaneiag pe caspofungin 6 avtoig toug
acbeveig firav mapbpoto pe avtd mov rapovsiacay oL uréiowror acbeveis, Tov Yoy avBexticot (2/5
évavrt 17/48 avniotoiywe). Ta nocooté AVTANOKPLOTIC peTalD TV aoBEVHY Pe TVEVHOVIKT vOo0 Kat
e€omvevpovik vooo, Hrav 47 % (21/45) ki 28 % (5/18) avriotoyw. Metakd tov acBeviv pe
edwavevpoviky véoo, 2 ano Tou 8 acBeveic, o1 omoiot eiyav BéPaum, mbavi duvatn guppeto] Tov
KEVTPIKOD Veupkol cuatipatog (KNE), napovsiasay EUVOIKT] avtamdkpion).

Euzeipixiy Oepaneia oe Eunipetovc, Ovdeteponevixoic Evijlikes Aaleveic: ‘Evag cuvolkdg apiBude
LI11 aoBeviv pe eripovo mupetd kat ovdeteponevia ewotydnoay oe o KAwikh pekét ka Ehafay
Bepaneia eite pe caspofungin 50 mg npepnoing katdmy piag 86omg epddov 70 mg, 1 e Ao m puakT
apgotepikiv B 3,0 mg/kg/muepnoiong. Karaiiniot acbeveic ELaPav ymperobepuncia yia xaxorfeia i
ELYAV VIIOCTEL GLOTOUTIKT) HETAUOGYEVOT UPYEYOVOV KUTTApV, Kat Exoviag ovdeteponevia

(<500 xotrapw/mm’ yia 96 ®peg) kan wupetd (>38,0 C) Sev avtanoxpibnkay oe 2 96 Gpeg otV
napevieptk aviifakmpiaxt Bepaneio. Or acBeveic enpdreito va AGPovv Bepaneia émg kat 72 @peg
apOTov LIOYWPYGEL 1) OVdETEPOTEVia, pE péyiom Sdpkera 28 nuépec. Qotdoo, ot aaleveig yia toug
omoiovg eiye Siwyvaotel o puxmmiaond) Aoipwgn propotcay ve AdBovy Bepameia yio peyardtepo
Swbompa. Edv to gpappaxo frav kehd avextd aldd o mVPeTos TOV aoPeEVODC ETENEVE Kat 1) KAVIKN
KOTAGTAG XEPOTEPEVE peth and S nuépeg Bepaneiag, 1 docohoyin Tov pupudxov g MELETNC
Hropovoe va avinBei oe 70 meg/muepnoiwng caspofungin (13,3 % Tov acbevioy ¢ Bepanciag) 1 oe
3,0 mg/kg/muepnoing ™mg Amoswinakig appotepkivig B (14,3 % twv acBevav mg Oepameiog).
Eixav ovpnepiingBei 1.095 acbeveig oty TpwTapyIkG Tpomonompévn Modified Intention To Treat
(MITT) avéaiven anoteheopaticomrag g oUVORWKIG EVVOIKTiG aviandkpiong. To caspofungin (33,9
%) Mtav 1660 GMOTEAESHATIKG GO0 1) AMOCMLKT)] apgpotepkivn B (33,7 %) [% Swpopéd 0,2 (95,2 %
CI-5,6, 6,0)]. M cuvoluct suvoikn aVTATOKPIO) ORAITOUGE Vo mAnpeital éva and Ta § kpimjpu: (1)
emrvyg Bepaneia kamoag Pasucrg puinTiacic Aoipwéng (caspofungin 51,9 % [14/27],
Mmocmpaki apgotepikivy B 25,9 % [7/27), (2) xapia véa nukntieow Aoipwén xatd m Sdprew
TG HEAETNG HLE TO PaPPaKD T evIOS 7 MIEPGVY PETE v oAokAfpwon g Bepaneiag (caspofungin 94,8
% [527/556], hmosopuaxy apgotepicivy B 95,5 % [515/539], (3) emPiwon yia 7 nuépeg peté mv
oloxiiipoay g Bepaneiag g perémc (caspofungin 92,6 % [515/556], Mmocwpax QLLPOTEPIKIVY
B 89,2 % [48/539)), (4) xapia Suxom) and to pappaxo g perémg Adyw to§ikéTTag oxeTdpevne
HE TO @appaxo 1) EAAelyng anotedespatikémrag (caspofungin 89,7 % (499/556], Miroowpiax)
apgotepikivi B 85,5 % [461/539]) kon (5) vroydpnon tov rupetol katd ) Sihprei TG nEPLGdoL e
ovdeteponevic (caspofungin 41,2 % [229/556], hMmocopaxn apgotepwivn B 41,4 % [223/539]).

To edpog ™g avtandkpiong oo caspofungin kat ot Amoswpiaxt apgotepukivi B yia Bacwéc
HUKITIAOIKES AOWMEELS MOV TpoKaAoUvTaL and ta eidn Aspergillus, Wtav avtiotoya, 41,7 % (5/12)
ket 8,3 % (1/12), kat and ta eidy Candida Nrav 66,7 % (8/12) ka1 41,7 % (5/12). Ov acbeveic oty
opada tov caspofungin mapovsiacay véeg howbEe Adyw tov axdrovbmy 11 ouyvev (opopukirav
Kat evpatopvkitev: Eibn Trichosporon(1), Eidn Fusarium(1), Eidn Mucor(1), xar Eidn Rhizopus(i).

Nadarpikég thyBuguéde

H aogddern xar anotehesparikémra tov caspofungin extiuiBnke o nadiatpucong ucbeveig
Nhkiag 3 pvov éag 17 etdv, ot dHo mpoortikéc, nohvkevrpixég khvikég Sokipés. O oyedaopdc e
HERETNG, T BayVOOTIKG KPITPIC KOt T KPUTT|pLa EXTUNOTG TG GROTEAESHUTIKGTTOG YiTay
TAPSHOIE HE VTG TOV VTIOTOW®V HEAETGOV OF evijhikeg agbeveig (PA. mapaypago 5.1).

H mpdm perém, omyv onoia evedybnkay 82 acbeveig perald 2 kau [ 7 etdv, frav pue

TUXGOTOU PEVT], 1Al TVPAT] pEAET chYKPIOTS TOL caspofungin (50 mg/m’ IV pia opd NUEPNGimG
petd and pia S6on epddov twv 70 mg/m’ mv Hpépa | (xwpis vrépBacn twv 70 mg Nuepnoing) pe
Mroswpar apgotepikiviy B (3 mg/kg 1V nuepnoing) o wa avuloyia Bepansiag 2:1 (56 oe
caspofungin, 26 oe Limocwpo apgpotepikivi B) wg epmerpuan Bepuneia oe raidiatpucoie aobeveic
HE EmpEVOVTA TUPETO KAl ovdeteponevia. Ta GUVOLIKG TOG0GTE emivyieg oty MITT avédvon tev
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aroterecpdtay, puBjuopévi wg tpog 1) SrasTpopdtnot Kivdivou, eixav g akohovBug: 46,6 %
(26/56) y1x to caspofungin ka1 32,2 % (8/25) ywax ) hrosmuax apgotepikivn B.

H 8evtepn pekém frav a npoontuai, avoiktig emion HaVONg, KN CUYKPLTIKT] pekétn extiinone mg
QoQAA£IOg KoL TG anoteleopaTikdTTAg TOV caspofungin oe taidiat pwovg acbeveic (nhikiag and 6
Hvov g 17 etdv) pe Smntua] kaviwtico, kavivricon owwodyov kat dmBntixn aonepyiAhwon
(g Bepaneia Sriowong). Evidybnkay capdvia evwéa aoBeveig kar EdaPav caspofungin 50 mg /m’ IV
Hix gopé npepnoing petd and pia doom epddov twv 70- mg/m’ mv Huépa | (xwpig vrepPaon tav

70 mg nuepnoing), and Toug omoiovg 48 cupunepieliebnoay oty MITT aviivon. AT avtovg, 37
elyav dmbnrua) kavuvicon, 10 efyav dmBnrua) acmepyiliwon, ko 1 aobeviic sixe KavTivriaon
01609&yov. To £uvoiKG TOCOCTO UVILRGKPIONG, MG TPOS THY evdeiln, Kutd to TEpag g Bepaneiog ue
caspofungin eixe wg axokovBug katd v MITT avélvon: 81 % (30/37) o1 dmbnruc kavtvriaor,
50 % (5/10) ot dumenrik acmepyiAhwon xar 100 % (1/1) otnv KAvVIIvTiaot) osogiyou.

5.2 DoppokoKvnTIKES 1161 TEG

Karavou

To caspofungin cuvdéetan extevig pe ™ Aevkoparivi. To un cuvdedeuévo KAGopa tov caspofungin
notiier and 3,5 % oe vyl acbeveig £wg 7,6 % oe acBeveic pe dmBntai kavrvricon. H xatavop
nailel Tpotevovia pbho ot QappaxoxwviTi Tov caspofungin ato TAdopa Kat sivat 10 oTEd1O MOV
eAéyxetar pe ™ Socohoyia 1660 oy 0600 Ko o B-ghdon. H katavou os 10TOUG £QTAGE G6TO
uéyisto 6pro oe 1,5 g 2 nuépeg petd ™ Séom tay eiye xataveundsi 6T0Vg 16700g 92 % ¢ ddong.
Etvon mBavév éva pukpd pévo khaopa tov caspofungin mov Suarepvé toug 10TOUG VO ETIGTPEPEL
apydtepa oo mhdopa wg apyudi Evao). I't” avté, 1 aroPor yivera amovoia evég wolvyiov
KoTavopng, kat eivar émg Tdpa adlvatov va yivel o IpaypaTiK extion Tov OYKOV KaTavopig Tov
caspofungin.

Bropetaomuatio

To caspofungin vpiotatar avrdpa Sidonacy ot pie Evoon e avokTd SukTHALO. IMepartépm
petafoopés meplapuPaver v8poivon tav rentdiny kar N-aketviinon. Avo evdiipesa npoidvia,
nov oympoatifoviat katd ) Sikonacn tov caspofungin o’ avt| ™y EVOT pE TOV aVOIKTS SakThAL,
oLVOEOVTAL PECH OHOIOTONIKOD BEGHOD |LE Tp@TEiveg TOL ThAGHATOC, pE anotéAecue youpnAol
Pabpod, un avaotpéyyn Séopevon pe 11§ Tputeives Tou TAACHATOC.

Mel£teg in vitro £dergav 61110 caspofungin dev eivar avastoléag tmv eV L@V TOV KUTOYPONATOS
P450 1A2, 2A6, 2C9, 2C19, 2D6 1) 3A4. Ze khvikég pedétec, o caspofungin Sev TPOKAAEGE EMUYWYT
0UTE AVESTEE TOV RETOPOMOHS MOV PUPREKEVTIKGOV TPOi6VTKV nésm Tov CYP3A4. To
caspofungin 8ev eivat vdoTP@pA V1o TNV P-yAukompoteivn kot sivan nrwyd VIOSTPOUY Y10, TC
Eviupa Tov xutoypdpatog P450.

Amofok
H aroPoln tov caspofungin and to nhdopa yiverat apyd pe pudud k&Bapong 10-12 ml/min. Ot
OLYKEVTPOGELS Tov caspofungin oto Thdojia pewdvovTaL PE Ve TOAVQUGIKG TPOTO, Hetd amd eg’
anag evdogréPieg eyyoeig piag dpag. Mia chvropn dhoo—pdon anavrdro auéowg HETE TNV £yyuan,
axolovBobpevy and e B - don pe xpévo Nuong and 9 twe 11 Mpeg. Mia mpdohetn v — pdon
anavtarat exiong pe xpévo Nl 45 wpdv. H katavop, TEPLOTOTEPO AMO TNV AEKKPION 1] )
Propetatpor, eivar o emkpatéctepog punyaviopds, mov ermpedter ™y kaBapon Tov mhdapatoc.

[epinov to 75 % g padievepyoig 8dong avaxtifnke: oe 27 nuépeg: 41 % and o ovpa ket 34 %
and T kémpava. Yaapyet o pikpt anékkpion 1j Propetatpom) tov caspofungin xatd ™ dwpkeia
tov mpeTev 30 mpdy petd m yopiiymon. H anékxkpion eivar apyr ket o tehkdc xpovog nulong mg
padevépyeiag firav 12 £ng 15 nuépec.’Eva pikpd mocootd caspofungin exkpiveta apetafinto ota
ovpa (nepinov 1,4 % g ddonc).

To caspofungin enédeie pétpa un ypapuic eappaxoxvTicy e avEnpévn cvsobpeven katd mv
avEnon g ddong, xat Socoetapton, doov agopd 0 1pévo enitevEnc otudepiig KaTdoTaong KutomY
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SNuévY £xbeon oto caspofungin nupamphenke oe eviihikeg aoBevei pe vepikt Sushetrovpyia
xat fima retua BAay, oe Bndukd dropa, ket oToug Ak uévoug. levikd n avénon frav pérpue
Kt 61 apKetd peydhn v va Sucaiohoynfei avanpooappoy) g docokoyiag. Le evijhikeg acbeveic
ue pérpra okt PAGPN 1 ot vrépPapong aoBeveic, propei va eiven UVayKai 1 avarposappuoy mg
Socohoyiug (Pi. mapuxirw).

Bdpog: Le minbuopiaxt papuarokunri avidvey ot evijhikeg aoBeveig pe kavrwvriaon Bpédnke ot
1o Papog EnnpEGlEl T1] GUPRAKOKIVITIKT TOV caspofungin. O1 cuykevipdoei oto TAdopua PEIGVOVTaL
otav avgavetal 1o Papog. H péon éxbeon oe evijhika aobevi) mov Liye 80 kg vrodoyiomxe va eivan
23 % puxpotepn and ot oe evijhika acBevii mov Liyile 60 kg (BA mapdypago 4.2).

Hrotua duckerrovpyia: Te evijhikeg aoBeveis pe ima éwg pErpa nroatwa PAdfn, n AUC avéavetan
nepinov kata 20 kar 75 %, avriotoya. Asv vrdpyet ki eprelpio 6gov apopd eviiAikes acbeveig
He coPapi Nt Suchertoupyia kan Tadatpikoig aobeveig pe nratiky Suoherrovpyia
orotovdrjrote Bubpov. Ze pia perémy norharhdv Sdoewy, 1 neiwon mg docokoyiag and myv
nuepfiowa 86om oe 35 mg oe evijhikeg uobeveic pe pétpia nratikt Suoherrovpyia édeike OTt napéyet
Kapmodn AUC mapdpowa pe avti tov AapPévetal o evijhika Gropa pe KAVOVIKT) Natuc) Aettoupyia
mov Ehafav to kabepwpévo oxua (Br. taphypego 4.2).

Negpua) Svahertovpyia: Ze o khvikl) pedémy epanag Sdcewy 70 mg, T QUPHEKOKIVITIKT] TO
caspofungin firav napdpoie oe evijhikeg eBelovtéc pe Hma ve@puct) Suohertovpyie (kdBapon
xpeatviviig 50 &g 80 ml/min) kat ota dropa eréyyov. Métpuw (xdbapon Kpeatvivng 31 éog

49 ml/min), mpoywpnuévn (xdBapom kpeatviviig 5 émc 30 ml/min) ke teAkon oTadiov (x@bapon
kpeatwvivig <10 ml/min ka e§aprdpevev ané my Sidkvon) VEQPIKI| Suohettovpyia avénee pétpa
TIC OLYKEVTPMOEG caspofungin 610 Thdopa petd and epdnal ddon (edpog: 30 Ewg 49 % ya 1o AUC).
Qotb00, o€ evijhixeg aobeveig e SmOnTIa] Kavrvriaon, 0100QayKn Kavrvtiaeot 1 dmlnTum
aonepyibhmon nov élafav morkamdic nueprioeg Séoeig caspofungin 50 mg, dev vmp&e onpaviky
6paon e fmag Emg TpoywPNHEVOL oTadion veppikg Prapng, otig suykevipdoeig Tov caspofungin.
Aev eivan avaykaia n avarposappoyn mg Sooooyiag oe asbeveic pe vegpk) dvehertovpyia. To
caspofungin dev pmopei va SmBnBel, y1 avtd dev araireita SUpTAP@UETIKY docoroyia petd ™y
aodwiien.

Diko: O suykevepdoelg Tov caspofungin oto mhdopa fray ketd péco 0po 17-38 % vymAdtepeg otig
yuvaikeg on’ 611 6TOUG AvTpEg.

Hivawpévor Mia pérpe abEnon omyv AUC (28 %) xat C1 (32 %) mapatprifnke oe nhikiwpévoug
avrpeg o€ oUYKpIoN pE VEOUS dvipes. Z1ovg aceveic mov éafav eunelpua Bepaneia 1 o1 onolot
eiyav dmBnTi) xavavtiaon, e tapépoi enidpaan pe Ty nhixic napatprdnke o8 NAKIOpEVOUG
acBeveig oe oygon e vebrepous acbevei,

Dol Aedopéve gappakokvTIKig TV uofevhy dev mupovsicoay KAVIKG on HavTiKEg Srapopés o
(pappaxokv Tk Tov caspofungin, avipese omv Kavkaow, Matpn, lomaviki kot Megotitlog pui.

MNowdratpikog adnBuopog

Ze epifoug (Mhwxiag 12 €wg 17 etdv) mov ehdpPavav caspofungin tov 50 mg/m’ nuepnoing (Léyeto
70 mg npepnoing), § AUCq. 4, 0T0 Thitopa ywo To caspofungin frav yeviké GUYKPIGIUN PE QuTh) Tou
rapatnpiifnke o& evijhikeg mov eAdpPavav caspofungin ota S0 mg nuepnoing. Olot ot EpnPor
EraPav d6oe1c >50 mg nuepnoing kat oy ApaypatikémTe 6 and tove 8 Ehafav ™ péyom doom
twv 70 mg/mpépa. Or cuykevipdoeig caspofungin 6to Thdopa oe av1olg Toug e foug Mrav
HEWHEVEC GUYKPITIKG HE QVTEG TWV EVIAIK@V Tov eEAdpBavay 70 mg npepnoing, ™y nAéov ouxv
8dom mov yopnyiiBnke atovg egiifouc.

Ze nabid (nAwieg 2 Ewg 11 etdv) mov ehapPavay caspofungin ota 50 mg/m nuepnoing (péyoto
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70 mg nuepnoing), n AUCy.4, 670 mAdoja yie to caspofungin, HETG and molhamhés Sboeic NTaw L
OUYKPIGIT KE QT o TapatpiBiKe o€ evijhikeg rov erdpPavav caspofungin ot 50 m g/
nHepnoing.

Ze pikpd maidid kan vijma (Mhxiag 12 éwg 23 pmvév) mov ehdpupavay caspofungin ota 50 mg/m’
nuepnoiog (péyoto 70 mg NHEPNGIWG), 1) AUCq.245 070 Thopa yict TO caspofungin, perd and
noAdamhég ddoeig ity GLYKPioY e cwth oy rapatmpitnke oe evijhiceg mov ehapBovey
caspofungin ota 50 mg nuepnoing xa HE auT) TOV peyahdTEpOV Taididhy (mhxiag 2 éwg 11 etdv)
nov éhaBav 50 mg/m’ nuepnoicg.

Zovohkd, te Subéoo dedopéva PUPUAKOKWNTIKNG, ATOTEAESHATIKGTTOC Kat ac@idelog etva
MEPIOPIopéVe o€ acBeveis nhuiag 3 émg 10 pmvav. Aedopéva PopUAKOKIVIITIKNG EVOS atdio0 10
pnvév mov éape m 8dom Tav 50 mg/m’ nepnoing katédeiav my AUCq.,q, £v6g Tov 1diov evpoug
Onwe mapoatprBnke oe HeyaAltepa maudid xar evijhikee ot 86am TV 50 mg/m? kat 50 mg,
avriotoixwe, evd oe Eva randi niiiac 6 pnvav mov EhaPe ™ ddon v S0 mg/m?, 1 AUCq.4 Nrav
Katd T peyakbrepn.

Ze veoyva xat Bpéen (<3 umvav) mov £1afav caspofungin ota 25 mg/m2 nuepnoing (tov avTioToyel
o€ péon npepfioa 8dom tav 2,1 mg ’kg), n péyiom ovykévrpmon caspofungin (C; ;) xatn eldyIoTn
ovykévipman caspofungin (Cayy,) peté and molhandég 86oeig Moy cuykpioym pe avt mov
napatnpifnke oe evikikeg tov EAaPav caspofungin ot 50 mg nuepnoiag. Tnv Huépa 1,0 C, fltay
avykpioym ka1 1 Cy e petpiog avEnuévn (36 %) o€ avté o veoyvd kat Bpégn oe oxton pe TO0UG
evijikes, IMapora avtd, rapatpnénke petapinrdémra téoo om C i (Yeopetpi péon T my
Hpépa 4, 11,73 pg/ml, Kopovopewn ané 2,63 éug 22,05 pg/ml) 600 xat 6 Cay (Yewperpua péon
T v Huépa 4, 3,55 pg/ml, Kopawvopevn and 0,13 £wog 7,17 pg/ml). Merpiioetg g AUCq. 4, Sev
Tpaypatoronibnkay 6e avt ) pekémy A6y TV apadv Serypdrov mhdopatog. A&iler v onpeinfei
6tLn anotekeopoTikdmTa Kot 1 ao@dhew Tov caspofungin Sev £xet HehenBei erapkaig oe
MPOOTTIKEG KAIVIKEG SOKIIES OF VEOyVE Kat Bpéon nhwiag kdto tov 3 LTV,

53 Mpoxivikd dedopéva yia v acpaisia

Mel£teg tofikémrag enavalapPavopevng 86one oe apovpaions kat mbkovg mov rafav dooeig Eng
7-8 mg/kg evBogiePing, édei&av avridpaoeig ato onpeio g EVEDTG 6TOVG apovpaiong ka ToUg
mbijkovg, evdeifeig anehevBEpmong 16tapivig otovg apovpaioug, kat BéBaieg avemBounteg EVEPYEIEG
mov evtoniCovrat oto firap oV mbTkav. Mehéreg ok Tag omy avantvén otoug apovpaiovg
édexav 611 10 caspofungin TpoKaAEl pewdoelg 6to Papog Tov OOpATOg ToV EUfpion Kat avgnon om
cuxvém|Ta arelolg 0oTE0R0IMONG TV GROVEHAMY, TOU 0TEPVISIon, Kat Twv 00TdY TOL Kpaviov ot
ddaeig S mg/kg mov ayetiotnrav He avemBOuNTES evépyeles yia ) untépa omag ot evdeifeig g
anelevBépwong wtapivie oe £YKbOUG apovpaions. Avagépdnke emiong addnon ot cuyvomta
EpPavions ™S avyevikiig mhevpac, To caspofungin firav apwvtixé o¢ in vinro avaAdeEg Yo Suvitudy
vevoto§ikémta kabig eriong ko katd Tov XPOUOCHUIAKO EAEYXO HVEAOD 0OTHY GE TOVTIKG in vivo,
Aev diebiynoav peétec KapKwvoyéveons peyaing Suipxeag oe {hba, Y va a&ohoynBei to Suvepukd
Kapkvoyéveons. Ma to caspofungin, Sev vmipEay emdphoeig o YOVIHOTNTO GE MELETEG oV
dwelfytnoav oe apoevikoic xar Bnhuroie apovpaiovs g kar 5 mg/kg/muepnoiag,

6. PAPMAKEYTIKEZL IAHPO®OPIEL
6.1 Kataloyog exdéyomv

Sucrose

Mannitol

Glacial acetic acid

Sodium hydroxide (ywa po8pion Tov pH)

6.2 Acvpfatérnreg
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| GVOLUETYVDETOL UE HECT apitaT|C TOL TEPIEYOLY yhoxoln, enedi to CASMYG Sev sivar
pé o€ péoa apaiwong mov mepiéyouy yhukoln. Eni anoveiag peketdv cupParémrag, avté to
UPPAKEVTIKG TPOTdV Sev mpénel va avaperyviETal te GAAG PUPUOKEVTIKG TTpOidvVTa.

6.3 Aapkewe Langg

["a 10 CASMYG 50 mg: 2 ypovia
[o.70 CASMYG 70 mg: 2 ypdvia

To CASMYG &ev nepiéyer cuvmmpnrika, H XA Kat @uoikt) otaBepdtita Kot ) ypron Exe
anodeyBel ywx péxpr 24 dpeg oe Beppokpasia 25 °C 1 yapnidrepn kat otovg 5 £ 3 °C drav éxer
avaovotabel pe evéoiyio V8wp. And HcpoProloyixiic droyng, To mpoidy a npénel va
YPIOHOTOIEITON apEC, EXTOG Ka 6y 1) péBodog avoiyparog/avasihotaong/apainong anokheic tov
xivduvo pikpofokoyucic péhuveng. Av dev xpnotponomBei apéowg, Téte 0 ypdvog Satfipnong kuatd
™ gprion Kar o cuvBiixeg mpv and ™ ypiion arotekovy evBuvn tou ypriom.

H ympuc kon guoikn oralepdenta kutd ™ xp1ion Tov apuiwdévrog Suhbpatog éyyuong yie Tov
aobevi) £xer amodeyyBei yia 48 dpeg atovg 2 éwg 8°C xat oe Beppokpacia dopatiov (25 °C), étav £xe1
aparwdei pe Sudhvpa yhopodyov vatpiov 9 mg/ml (0,9 %), 4,5 mg/ml (0.45 %), 1 2,25 mg/ ml

(0,225 %) mpog éyxvon, § yahaxtiké Swihvpa Ringer.

Am6 kpofrodoyikiig Groyg, 1o mpoidy Bu npénel va ¥pnoyonoEital apéong. Av dev
xpneonombet apéowng, Téte 0 xpovog Sratiprong kurd ) Xpon xa o1 cuvbiikeg Tpw and ) ypiion
anoteAOlY evBOVI ToV gpToT Ko Sev B TPEMEL v sivar KavoviKa peyakiotepn and 24 dpeg o 2 éwg
8°C, extde av n avacotaon kain apaioen Eyvay KaTe and eAsyydueves Kat EYKUPOTTOM PEVEG
aoTRTIKEG cuVETKEG.

6.4 I8waitepeg apo@uidters kard v @iiagn tov npoiovrog
Mn avorypéva @uaidia: Puidooete oe yuyeio (2°C - 8°C).

lMa 1ig ouvBijkeg Samipnong petd mv avaeheTAoT) Kil BPaikoT TOV PUPHAKELTIKOD RPOTGVTOG BA.
napdypago 6.3,

6.5 @01 KAl CUGTUTIKG TOV EPLERTI

CASMYG 50 mg
Awgavég yuddo grokidio thmov | tav 10 ml, pe BpapoPovtuiiksd ehaotikd O YPHOUATOS YKP1 Katt
Kv@fio ahovpviov pe KOKKIVO GTOGTMOUEVO KamdxL nohvmporvieviov.

CASMY m :
Awgaveg yodhvo graridio thmov 1 tav 10 ml, pe Ppapofoutuiixd ehaotins mdpa ypduatoc ykpt kat
Kv@E8io adovpvio pe moprokohi aroondpevo kamdit moAvTpOTLAEViOL.

AwtiBeran oe cvokevacia 1 gralidiov.
6.6 [Braitepeg mpoguiates andppiyns kat dhiog JEPIOpGG

Avaciotaon tov CASMYG

NA MHN XPHZIMOIIOIOYNTAI MEZA APAIQIHE MOY IMEPIEXOYN FAYKOZH, eneidn 1o
CASMYG Gev eivon otalepé ot péoa apaiwong tov nepEyovy YAuk6Ln. NA MHN T'INETALI
ANAMEIZEH'H TAYTOXPONH EIXYZH tov CASMYG ME OMOIAAHIIOTE AAAA
DAPMAKA, eneidn Sev vrépyovy otoryeia dabéoa yia my ovpParémra tov CASMYG pe
aAheg ovoieg Tov yopnyohvron evioplePing, tpooheta 1 puppaxevtikd npoidvia. Na eréyyera
OTTIKG TO S1dAupa TPOg EYYVON Yo CwpaTidi 1 ATOYPOUUTIGUS.




K&0e avryoknriasiko vrokemdpevo Sidhopa kaBdg xat 6ha Ta VAKE Tov Exouv xpnoyonomBet yia "
™ xopfiynon mpéne va anoppintovial chppove HE TIg KTl T6MOVG 10YVOVTEG OYETIKEC dwuritey - ﬁ{‘,‘g

- I3 » L & r e \I.--I.. * =
CASMYG 50 mg kévic yia rokvéd SKEVOONA Y10 Tepaokevt] Sreivpatoc tpoc £yyuon N\ A '-;:’-—\—f-{;
i N,

OAHTIEZT'IA TH XPHIH LE ENHAIKEX ALOENEIS

Bijpa 1 Avasvetasn tev cupfatikdy pralidioy

['a mv avoobotacn g kévews, apiore 1o eraiidio va avaKTioeL my Beppokpacia dnpatiov ket
npocbéate 10,5 ml evéowpo H8wp xate and aonmréc ouvbikeg. Ot ouykevipOaelg T
avaovotabéviay grahdiov fa sivar 5,2 mg/ml.

H Levk) wg vadhevkn copmaytic Avogilomom Héwn xévig Ba SrahvBel mhpwe. Avapeitte EAOPPE Emg
6tov AngBel éva Savyéc Sidhvpa. Ta avacvetadévia St nata Bo mpénet va ehéyyovion onticd yia
cwpatidw 1 Y1 aropopatiopd. Avtd 1o avaouataév Sidi Hot pTOpEL Vo UAGTOETAL Yia péypt 24
dpeg oe Beppokpasia 25 °C 1 yapmiotepn otovg 5 £3 °C.

Bijpa 2 IlposBijky Tov avasveradévrog Swakvparog CASMYG o¢ Suddvpa POS £YLVGT Tia

Tov aclevii

Ta péoa apainong yix 1o tekkd Siddvua éyyvong eivar: oteipo evéoo Sudhvpa yhwpovyov vatpiov
1 yahaktiké Sihopa Ringer. To Sidhvpa npog €yvon napacKevdleTal Kate and aonrTKeg
ovvlrikeg, pe TV mpocBikn g katdAAnhie rOCOTNTAS TOL AVEGVOTABEVTOC TUKVOD Sahvpatog
(omwg paiveto 610V TOpaKdTo Tivake) o€ éva ohko 1 Quidn yxvong Tav 250 ml. Mropei va
xpnayLonombet pewwpévog éykog 100 ml ya 11g eypdosic, na TG Nuepnoieg dooeig S0 mg 1 35 mg,
otav xpivetatl wrpikd anapaimro.

To Sudopa va punv gpnoyoroweizar av eivar 8okd 1 xet itnua.

MNAPALKEYH TOY AIAAYMATOZE ITPOX ETXYEH LE ENHAIKEE

Aogoloyia* ‘Oykog Tov KaOwepopévy Avdhopa npog éyyvey
avaovatadévrog dwdikacia HE petmpévo Gyko
Swdiparog TAPASKEVT|S | (avaovotabéy Sidhvpe
CASMYG 1 (avacvotabéy Siidvpa | CASMYG éxer
perapopd oe odkko i | CASMYG éyet npootebei ge 100 mi)
QL mpog npoctedei oe 250 ml) | rehwcr) ovykévipwan
evdoolifia yprion TEAMKI] GUYKEVIp@IOT

50 mg 10 ml 0,20 mg/ml -

50 mg oe peiwpévo 10 ml - 0,47 mg/ml

OyKO

35 mg yw pérpa 7 ml 0,14 mg/ml -

nroatik SvoAetovpyio

(a6 éva purhidio 50

 mg)

35 mg yw pérpa 7 ml - 0,34 mg/ml

nratikn duvchertovpyia

(and éva gudidio 50

mg) oe pEwpévo Gyxo |
*10,5 ml 6a mpéner va ypnoonowdvrat yia Ty avasHotaot SAmV TeV Graiidioy.

OAHTIEZ I'lA TH XPHZH ZE [TAIAIATPIKOYE ALOENEIL

Yroioyrgude rov Epfiadod tic Emgaverac tov Sehuaroc (Body Surface Area, BSA) vie raudiarpix;
dogoloyia

[pw and ™y mapaokevn mg éyyvane, v vrokoyielei to epPadov me empaverag Tov chpatog
(BSA) tov aoBevoic ypnoponoidvrag Ty tapaxiato eliowon: (E&icwon Mosteller)
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BSA (m?) = j"wﬁmj:;ﬁm (kg

Hapaagrevii Tov Siaivuaroc apog &yvon Twy 70 mg/m" yia nardiarpikois aoleveic nlixiac > 3
“nvoy (ypyoionoidvrag Q1aid10 1wy 50 mg).

I. Nanpoodiopiofei n tpaypatidy 86om epddov mov Ba xpnoporomBei otov TadTpikd acbevn
xpnoyonowdveag ™y BSA tov aobevoig (6nwg nposdiopictnke TUPURAVO) Kat TV akOAoutn
e€iowon:

BSA (m”) X 70 mg/m® = Adon £pédov
H péyiom d6om e@édov xatd myv Huépa | Sev mpémer v vrepBaiver ta 70 mg ave&dpmra and
™V voAoyiobeioa d6am Tov asbevoic,

2. Agnote va yivel e§looppdmon tov yuydévrog graiidiov tov CASMYG o Bepuoxpacia
dwpatiov.

3. [MpocBiste kdtm and aonrrikég cuvlikeg 10,5 ml evéopov Vdutog . Avtd to avasvotabéy
Subhopa pmopei va SratnpnBei yio péypr 24 dpeg oe Bepuokpacia 25 °C 1 yapnidrepn 1) otovg
5+3°CP, Avtd mopEYEL TEALKY GUYKEVTP®OT Tov caspofungin oto @wAidio 5,2 mg/ml.

4. Aguipéote and 10 Qradidio Tov 6YKO TOU GapPUAKEVTIKOD TPOIGVTOG OV 100dVVaIEL pE TNV
vrokoyigleion 3601 epddov (Ztddo 1). Kdte and aCNTTIKEG CLVENKEG HETAPEPETE AVTOV TOV
dyxo (ml)’ Tov avaovotabéviog CASMYG o¢ éva odxko IV (1) @uékn) mov mepiéyel 250 mi 0,9
%, 0,45 %, 1 0,225 % evéoyiov Swdpatog yhwplovyov vatpiov, 1 EVECLOD YUAUKTIKOD
Swrhbpatog Ringer. Evalhaktikd, o 6yxog (ml) y Tov avacvotaBiviog CASMYG propei va
mpootedel o€ Eva pewwpévo dyko 0,9 %, 0,45 %, 1) 0,225 % evéciuovn dadipaTog YAmprovyon
vatpiov, 1) evéaipon yahaktikod Sdbpatog Ringer mov va unv vagpPaiver v Tedx)
cvykevipoan tov 0,5 mg/ml. Avté o Sikhvpa éyyvong npénet va gpnoyoromPei péoa oe 48
(peg eav SrampnBei oTo Yoyeio otovg 2 £wg 8°C 1 ot Beppokpacia dwpatiov (25°C).

Hapagrevij Tov drgdvuarog mpog &yven Twy 50 mg/m" Yig raudiarpiicovs acleveic nlixiag > 3
U@y (ypyoiponoidvrag praiisto Twv 50 mg).

1. Na nposdiopiobei 1 mpaypatuc 86om cuvripnong ov Ba yproyonomBei otov TSTPIKG
aabevii ypneiuonowbvtag myv BSA tov acbevoic (6rwg tpoodiopioBnke mapundve) kat mv
axdiovdn ekicwon:

BSA (m®) X 50 mg/m* = Huepriox Adon Zuvriprong
H Hpepriow Adon Zuvrijpnong dev npénet va vrepPaiver ta 70 mg avetaprnia and my
vrokoyioBeioa 8601 tov aoBevoic.

2. Agiote va yiver e§looppomon tou yuyBévtog gralibiov tov CASMYG oe Beppokpacio
Swpartiov.

3 MpocHéote kit and aonmrikég ouvBikeg 10,5 ml evéoyov H8atog ®. Avtd To avaovotadéy
Siihvpa propei va SwetpnBel yia péypr 24 dpeg ot Beppoxpasia 25 °C 1 zepmAdtepn 1) atovg
5+ 3°CP, Avtd mapéyer tehia) ouykévipwon Tov caspofungin oto GaAidio 5,2 mg/ml.

4. Aguipéote and 10 @raridio ToV GYKO TOV PAPUAKEVTIKOY TPOoidvTog MoL 10dvvapei pe v
vroroyobeion nuepiox ddom cvuvripnong (Etado 1). Katw and QLONTTIKEG CLVOT|KES
HETAPEPETE UTOV TOV OYKO (ml)’ Tow avacvotabévioc CASMYG ot éva aékko IV (1 prain)
mov mepieyeL 250 mi 0,9 %, 0,45%, 1 0,225 % evéoov Swhdjiatog yhwprolyov vatpiov,
EVEO IOV YaAaKTIKOU Sradvpatog Ringer. Evodhiaxtikd, o dyxog (ml) " Tov avacvotabéviog
CASMYG pnopei va npoctebei oe éva perwpévo dyxo 0,9 %, 0,45 %, 1 0,225 % evéoion
Srhbparog yhopovyov vatpiov, 1 evéciov yakaktikod Sehpatog Ringer mov va TY
vrepfaiver Ty el ovykévipmon tov 0,5 mg/ml. Avtd to Sidhvpe éyyuong npéner v
xpnoponomBei pésa oe 48 dpeg eav SrampnBei oo yuyeio otovg 2 £wg 8°C 1 oe
Beppokpacia Swpatiov (25°C).

Hapatnproeis ayetina pe Ty rapacrevi]:

| @ H kevt) wg vréhevkn oupmayis pala Ba Siahvbei mhipog. Avapeitte ehagp éwg dtov Anedei
eva Sravyég Sidhopa.

B. Na ekeyyBel onticd 1o avacvotabév Sidhvpa yie copatidia 1) yia AmOYPWUATIONO KUTA TV
avaohoTaon Kut Ipw and Ty éyyuon. Na umy ypnoioromBei ey to Siddvpa etvar Bokd N £xeL
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7. To CASMYG duwrriberar Gote va napéyer mv mhijpn 86om mov avagéperat oto guehitio (50 mg) . .,k.
edv apatpebovv 10 ml and 1o grakidio. _ ) Wl Y4

CASMYG 70 mg kévig yia wokvd oKEVAGNA Y10 TapacksvT) Sieddparoc pog £yyvon

OAHTIEX I'TA TH XPHEH EE ENHAIKEE ALOENEIE

Bijpa 1 Avasieraon tev oopatikdy prudidioy

' mjv avacbotaon mg kévewg, apiote 1o Proiido va avaxtioel ty Beppokpacio Sopariov ka
mpocbéote 10,5 ml evEowo H8mp xdtw ard acnrTikés cuVBTixes. O cuykevtpdoeig tov
avacvotedéviav prdidiov o eivat: 7,2 mg/ml.

H Aevkn wg vedrevicn ovpmaytic Avopihomompévn kévig Ba Srahvbei TANpws. Avapeifte ehagpi fng
drov Angbei éva duwyés Sidhopa. Ta avacvotadévia Siaibpare fa TPEREL Vi EAEyOVTaL OTTTIKG Yigt
copatidia 1 yio anoypopatiopd. Avtd 1o avecvoTadéy didhvpa propei va gurdcoetar yie péypt 24
@peg ot Bepuokpacia 25 °C 1| yapnhdtepn 1 otovg S + 3 °C.

'F!r'ma 2 IIpocBrixn Tov avacvstadévrog Srakiparoc CASMYG o Suahvpa wpog éyyvon Y

Tov acBeviy

Ta péoa apaioong y1a to tedikd Siddvpa éyyvong eivar: oteipo evéoio Sidhupa yhmprovyov varpiov
1 yakaxtiké Swddvpa Ringer. To Sidhvpa mpog éyyvom Tapackevaleta KaTe and aonrTikég
ouvéhkeg, pe my mpoabiikn g katdhining rooéTTag ToV avaovoTafévTog TuUKVoD Skl Hatog
(6mg @aiverar oTov Tapakdre mivakae) oe éva ohKo 1 QAN Eyyvong tav 250 ml. Mropei va
xprouonomPei pewopévoc dykog 100 ml Y10 TIg EYYVOELS, Y T Npeprioteg Sooeig 50 mg 1 35 mg,
otay xpivetal wrpkd anapaitnto.

To Suidvpa va gy ypnoyonotEital av eivat Bokd 1 éxel ilnpa.

IMAPALKEYH TOY ATAAYMATOZ IIPOE EI'XYZH LE ENHAIKED

Aocoloyia* OyKog Tov Kabispopévn - Avidopa mpog Eyygvom |
avaovetadivrog dadikacia jLe Petopévo byKo '
dwedvparog TAPACKEVNS (avacvotaBév Sighopa |
CASMYG 1 (avacvortobév Siddvpa | CASMYG éxet
RETAQOpPG ot oakko | | CASMYG éye | mpootebei oe 100 ml)
QLain mpog npootebei oe 250 ml) | teduey cuykévipmon
evdoolifa yprion | TeMKT] ovykévipmaon

70 mg 10 ml [028mg/ml  Agy cuviotdrar

r70 mg (and dvo 14 ml 0,28 mg/ml Agv coviotaral

QuAidia Twy 50 mg)** .

35 mg yw. pétpia Sml 0,14 mg/ml 0,34 mg/ml

nm‘rﬂcﬁ dvohertovpyia

(and &va puikisio _

70 mg) 1 |

*10,5 ml Ba mpéner va yprioLoTOI0VVTAL Yia THY avooioTaot) GAOV TV Gralidiny
**Edv Sev eivar S1abéoipo oaidio tov 70 mg, 1) 86om tov 70 mg uropei va tapaskevastet and 5o
puAid tav 50 mg

OAHTIEE I'[A TH XPHEH IE ITATATATPIKOYE AXGENELY
YroAoyigudc tov Eufadod me Empéveiac tov Zduaroc (Body Surface Area, BSA) yio weudiarpins
boaoioyia
[pty an6 mv mapaokevi] mg £yyuong, va vrokoyiabei 1o epPadsy ™G EMPAVELLS TOV CONATOG
(BSA) tov 0oBevoic ¥PNCILOTOLDVTOS TV TAPAKATD ekiswon: (E&lowon Mosteller)




| . -
2y Wwog (cni'x Bapog (ke
BSA (m°) J et

GOKEVI TOV JlaAbuatoc npoc &yven Twy 70 mg/m’ yia nadraTpiiovs acleveic nlixiag
3 unvaoy (rpnowonoidvrac pralidio twy 70 mg).

. Nanpoodiopiobel n mpaypatuch 86om £pdSov mov Ba xpnoonomBei otov Tadurzpkd achevi
xpnoponoudvtas mv BSA tov acevoig (dnwg mpoodopichike napandve) kat Yy akéiovin
etlowon:

BSA (m%) X 70 mg/m® = Adon epédov
H péyiom 86om epddov xatd mv Hpépa 1 Sev mpénet va vrepBaiver ta 70 mg avebapmra and
v vrokoywbeica 8dom 1ov acBevoic,

2. Agnote va yivel e&woopp6mon Tov yuxBévrog pradidiov tov CASMYG oe Osppoxpacia
dopatiov.

3. Hpoobéote k1w and aomrricég cuveikeg 10,5 ml evéoipov ¥datog *. Avto 10 avacvotabéy
Suhvpa &.ucopai va. Surtnpn e yia péxpi 24 dpeg oe Beppoxpacio 25 °C 4 xaumAiotepn 1] otoug
5 £3 °CP. Avtb rapéyer tehi cuykévipaon tov caspofungin oto guakido 7,2 mg/ml.

4. Apaipéote an6 1o PaAidio Tov GyKo TOV QUPUAKELTIKOD TPOI6VTOG OV 160dVVApET pe Ty
vrohoywBeioa d6om epddov (Ztddo 1). Kbt and aonmricéc ouvlikec HETOQEPETE QVTOV TOV
dyxo (ml)’ Tov avaovotabéviog CASMYG o éva oo IV (1 p1ékn) mov mepiEyet 250 ml
0,9 %, 0,45 %, 1 0,225 % evéoytov Swddparog yAwprotyov vazpiov, 1] evéoiov yadaktikod
Swidpatog Ringer. Evaldaxtiké, o dykoc (ml)  tov avacuotabévrog CASMYG pmopei va
mpootelel o€ £va peiwpivo dyxo 0,9 %, 0,45 %, 1) 0,225 % evéorpon Sakd Hatog YA®pPovxo
vatpiov, 1 evéoyov yadaxtucob Siwahvpatog Ringer mov va pny vrepPaiver v TehK
guykévipaon tov 0,5 mg/ml. Avté to Sidhvpa éyyvong Tpénet va ¥pnotponomBel péow oe 48

“peg edv SlompnBet oTo Yuyeto otovg 2 éwg 8°C 1) oe Bepuokpasia Swpatiov (25°C).

Hapackevij Tov digAvuarog mpoc Eyyvon Twv 50 mg/m’ yia raidiarpixo U¢ agbeveic nlixiac

> 3 unvov (ypyoonordvrag eraiidie twy 70 mg).

I.. Na mpoodiopiobei n mpaypartiky §6am cuvaipione mov Hu xpnoponomBel otov nandTpikd
acBevi) xpnoyonowbvrag ™y BSA tov acevois (6nag npocdiopicbnxe napanbvm) kal my
akoiovtn ekicwon:

BSA (mz) X 50 mg/m’ = Hpepriow Adom Zuvmpnong
‘H Hpepiioia Adon Zvovrijpriong Sev mpéner va vrepPaiver ta 70 mg avedaptnta and mmy
unoroyoBeica 8601 Tov acBevoic.

2. Agote va yiver eiooppdmion tov yuydévog puadidiov tov CASMYG ot Beppoxpacia
dwpatiov.

8. Hpoocbéote khro and acnrricés cuvlikeg 10,5 ml evéoipov v8atog ®. Avtd 10 avaovotadiy
SAvpa A.mopai va. SweenpnBel yia péxpt 24 Gpeg o€ Beppoxpacia 25 °C 1 xapmidrepn 1 otovg
5+ 3 °CP. Aut6 mapéyet tehua] ovykévipoon tov caspofungin oo gaidio 7,2 mg/ml,

4. Agwpéate and to graiidio tov dyko tov pappuaKevTIKOD Rpoidvrog mov wodvvapel pe my
vroAoyioeioa nueprioa 8éan cuvtipnong (2160 1). Kétwo and OOMATIKEG TUVBTKES _
HETaQEPETE GLTOV Tov Gyko (ml) Tov avaovotabévioc CASMYG ot éva adkko TV (1) puiAn)
nov mepéxet 250 ml 0,9 %, 0,45%, 1 0,225 % evéoruov Srakdparog yrhopovyov vatpion, N
evéoov yadaxtikov Swdbparog Ringer. Evaliaktikd, o 6ykoc (ml) * tov avacvotedévrog
CASMYG pnopei va npootedei oe éva pewwpévo éyxo 0,9 %, 0,45 %, 1 0,225 % evéoron
SuAdpaTog FAwprovyov vatpiov, 1) EVESIHOL YaAaKTIKOD Saddpatog Ringer mov va unv
vrepPaiver myv tehi) cvykévipmon tov 0,5 mg/ml. Avté 1o Sildhvpa Eyvomg TPETEL Vi
xpnowonombei péoa oe 48 dpeg edv SwamnpnBei oto yuyeio otovg 2 éag 8°C 1 oe
Beppokpacia dopatiov (25°C).

Haparyprjoeis axetiica pe vy napacievij:

@. H Aevxn) g véievm ovpmayg pala o Swkvbel thpwg. Avapeitre ehappd énc btov Anedet
éva Sravyég Srdlvpa.

B. Na eleyyet ontikd to avacuotabéy Sidhvpa yio swpatidu f yia AMOYPWUATIOUO KUTE TNV
aveeDOTCT] Kot Pty and Ty éyxuon. Na pny xpnotuononfet edv to Sidhopa eivar Bodd 1 &xet
iCnpa.

21



Y. To CASMYG &wrifetar dote va napéyer mv miipn 86om mov avapépetal 6T0 QuiAidio (70 mg) . TM&_
edv agaipedoiv 10 ml and to @raridio. _ e R

7. KATOXOZ THE AAEIAL KYKAO®OPIAL

PHARMATHEN INTERNATIONAL S.A.
AEPBENAKIQN 4, 153 51, MTAAAHNH ATTIKHE
TmA: +30 210 66 04 300

Dag: +30 210 66 66 749

e-mail: info@pharmathen.com

8. APIOMOLX(OI) AAEIAX KYKAO®OPIAL

<[Na cvuninpwbei o ebvikd eninedo]>

9. HMEPOMHNIA IIPQTHE ET'KPIZEHE / ANANEQIHE THE AAEIAL

<[Na svpninpwbei o¢ ebvixé eninedo]>

10. HMEPOMHNIA ANAGEQPHEIHE TOY KEIMENOY

<[Na ovumhnpwlei ot eBvikd eninedo]>
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WA F72L )22 /2%
VA ) AF73oL foz/L
Do)ro oS xpiiong: Minpogopics yia rov %ﬂﬂn

CASMYG 50 mg kévig y1a mukvé oxedaspa Y repackevr] Srahvparog tpo
CASMYG 70/mgk6vis oo 'M'm‘g“  MOPUGKEDT] SLEAaTOS RPOGEY
Caspofungin

Awpaore mpooekting okékinpo to pHiio odnyidy xpriong mpiv xopnynOei oe g0dg 1} To mardi

oag avtd T pappako, S16T mepilapPaver onpavrikég mhnpogopies yia oug.

- DuAdLre avtd o eHAko odnydy xPiiong. Towg ypewaotei va 1o SiaPacete Eava.

- Eav éxete repartépw anopisg, PWOTAGTE TOV YITPS, TOV VOTOKAHO 1] TOV QUPUOKOTOIS Cag,

- Eav mapatpiicere xédnow avemBOun evépyew, evnpepdote Tov Y1TP6, TOV VOGOKOHO 1 TOV
Pappaxonors sag. Avté oydet kar yia ke mbavn avemBounTn evépyewa mov Sev ava@épeton
010 7ApSv PVALO odnyidv yprionc. Bréne naplypago 4.

T mepuéyer to mapby HAdo odnyrdv:
- Tieivarto CASMYG ko mow efvar xprion tov

1

2. Tumpénerva yvapilete npw gag xopnynei to CASMYG
3. g xopnyeitar to CASMYG

4. Thbavég avemBbunrec EVEpYELEg

5. Idg va purdooere to CASMYG

6. Tepexépuevo g ovokevasiog kat Aowrég mAnpopopieg

1. Tuvgivar to CASMYG ka1 mowa givar 1 xprion Tov

T eivar to CASMYG
To CASMYG nepiéxer éva @appako mov ovopdlerat caspofungin. Avté avijket oe pic Katnyopio
PUPUAKOY IOV OVOUALOVTAL AVTIHVKTITIAGIKG.

Ilowa eivar 1y xprion Tov CASMYG

To CASMYG ypnowonoieitar o Bepansia tov axérovBumy AowdEewv oe nandid, egiifoug kot

EVI|AIKEG!

. ooPapég puxnTiacikég AodEeig atovg 67006 1) Ta Spyave oag (ovopdletar «SmenTik
Kavrvtioonn). Avti 1 Aoipwén npoxaleitar and KutTapa pokitav (Supopvkitov) tov
ovopdlovrar Candida.

Zta dropa mov propei va eppavisovy avté tov thro ™6 AoipwEng rephapPavoviar exeivol
mov pudkig éxavay e enépPacn 1 exeivor TV onoiwmy o QvVOoOomomTIKG cUOTHa Eival
eCacBevnpévo. Ta mo kowé onueia avtod Tov Tomoy ™G AoipwEng eivan mupetdg kat piyn Ta
omoia dev avtamoxpivovrat o éva avtiBloTikd.

. HUKTTIAG1KES AowudEers o puim oug, aToug napapviovg k6AToug 1§ oToug mvedpoveg
(ovopalerar «dmbnmkn aonepyiMimony) edv GAdes avripokmTiaowés Bepaneieg dev Exovy
Aerrovpyiioel 1) edv €xovv mpokaéoel avemBopnTes evépyeies. Avm 1) Aoipwén npoxaleizat
and évay poxTTa 7OV OVopdtetar Aspergillus.

Zta Gropa mov propel va epgavicovy avtd Tov THno ™G Aoipwng meplapBévovrar exeivor
mov Kévouv ynueoBepaneia, exeivor tov £xOVV Kdvel petapdoyevon Kut exeivor mov to
avogomow|Tké Toug avampa givon eEacBeviuévo.

. mBavoroyodpeveg pukntiacikés AoudbEes, ey éxete mupetd kot xapunAd apidud
Agvkokvttapwv mov dev BedtibOnkay e avriflotik Bepaneia. Zta dropa mov Ppiokovian oe
kivBuvo eppdviong puxmriacikig Aoipwéng nephapBévovrat exefvor Tov £YouV Kavel pio
enépPao) 1 exeivor mov éxovv eucBevnévo avosonomtikd cvoTnua.

g dpa o CASMYG

To CASMYG xaboté to kbtTape 1oV pokitoy evfpavora Kot otapatder v kavovik avirtutn
0V poknra. Avtd epmodile Ty ekanhwon g AoipwEng kat Sivel TNV EVKOLPI OTIG PUOIKES GpUVES
TOL OpYavioHol va araiiayoty mhfpwg amd ™ Aoipmén.
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2.  Timpérer va yvopilete npiv oag xopnynbei ro CASMYG

Aev Ba npéner va oag xopnynOei ro CASMYG
. o€ mepinton aArepyiag oto caspofungin 1 e onotodnrote GAlo and ta cvoTATIKG QVTOD TOV
pappdkov (avapépoviar oty napéypago 6).

Eév dev eiote otyovpor, pirfiote oto y1atpd, TOV VOsOKSHO 1) TOV Qappakomold oag TPW oog
xopnynBei to pdppaxo cag.

Ipoeidononioeig kar mpoguidteig

AmevBuvBeite otov y1atpé, Tov vosokdpo 1l TOV Qappaxonos cag tpw cog zopnynBei to CASMYG:

. eav eiote allepykoi oe onoodimote GAko phppaxo

. edv eiyate moté xénow nratikd npoPAfipata — propei va ypewoteite Sagopetikn 8éam avtod
TOV PUPUEKOL

. edv hapPavere 76n kuxhoonopivn (ypnoonowitar Y va Bon@ricer sty mpdinym g
AROPPIYNG OPYAVAV ad pETapNOTYEVOT 1) MG KATaOTOANG 1OV avosonomTIKod Cag
OVOTIHATOG) — Kabdg 0 YIaTpde cag nmopei va ypelactel va xaver emnhéoy QUUUTOAOYIKES
eCetdoes katd ™ dibipkein mg Oepaneiog oac,

. eav efyate moté omowodfnore dAido wrpikd npoPAnua.

E&v onidfmote and ta raparave woyber yia cag (1) edv dev eiote oiyovpor), pkfiote pe Tov Tatpod,
TOV VOGOKGHO 1] TOV Qapiaxonold oag Tptv oag xopnynbei 1o CASMYG.

To CASMYG pnopet eniong va mpokadéoet ZoPapég Aepuatixég AvemBopmree Avtidphoe dnwg to
Zvvdpopo Stevens Johnson (ZSJ) xat To&uch emdeppux) vekporvam (TEN).

A)da pappaka kar CASMYG

Evnuepdote tov yiatpd, tov vosoxéyo 1 tov Papuaxonols sag edv maipvere, éxete npdopata niper iy
umopel va mipete GAAa pdppoka. Avtd nepapPaver kat appaxa mov AapPavovrat x@pig ouvrayn
CUUTEPIACUBAVOREVOY TV apRaKOY QUTIKHG npoéhevong. Avté yiverar Sidm to CASMYG umopei
va emmpedoet Tov Tpdno Sphong opropévov Aoy Yapudrav. Eniong opiopéve. aAha apuaxa
Hmtopei va emmpedoovy Tov Tpémo e tov onofo Spa 10 CASMYG.

Evnuepdote tov yuarpé, tov voooxdpo 1 TOV Pappakonod cag edv Aapfévere kémow and ta

ak6lovba @appaxa:

. xvkdoonopivn 1 tacrolimus (ypnoiyonootvrar Y1 va. Bonéioovy oy mpdinym m™mg
anéppyms opyhvey and perapdoyevon 1 TNV KaTaoTOAT| TOV AVOGOTOMTIKOD o0g
ovetuatog) xabdg o yiatpds oag umopei va XPEWCTEL va Kével emmhéov arpatohoyikéc
egetaoeig xatd ) Sidpxein g epaneiog cac.

*  opopéva gdpuaxa yia mv HIV doipwén 6rag epapipévin f vefrpanivn,

. pawvtoivn 1 kapPapalerivy (xpnoonowdvar yia m Bepaneia Tov ernrrikdy xpicewv),

. deLapebalévn (éva otepoeidic),

. prpaumucivn (éva avriflotiks).

Eav ondnnote ané ta napandve wyber yra oag (1) eav Sev eiote oiyovpor), pihfiote pe tov Ywapd, to
VOGOKOLO 1] TOV Qappaxonold cag npwv sag xopnynbei to CASMYG.

Kinon ka1 nlaopég

Edv eiote £yxvog 1) Onhalete, vopilete 611 propei va eiote £ykvog 1] oxedidlete va amoxticete moudt,

Entiote ™ cupPovds Tov yatpod cag Tpiv XPTOILOTON|OETE (VTO TO PaPpKO.

. To CASMYG 8ev éxer pehemBei oe éyxvec yuvaixes. @a npénet va ypnoponowitar oty
EYKVOSTHVT pévov av To mBavd deerog vreptepel Tov mBavob KvSivoy Y1t TO ayEVWNTO
HEPS.

. lvvaixeg otig onoieg yopnyeitar CASMYG Sev Oa mpénet va fnAdagovv.
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THOT KAl XEPIOR6S prpyavpdrav
pYovV TANpoYopisg Tov vrostpilovv 61 o CASMYG emmpedler ™V KavoTnta oog va
eite 1) va yeileote pnyaviparo.

3. Ildg yopnysirar ro CASMYG
To CASMYG 6a npéne: névra va mpoetoaleTal kot va oag xopnyeital and enayyehpatia vyeiag.

Oa oag xopmymBei to CASMYG:

. pia @opd kéOe pépa

* uéow Ppadeiag éyxuamg eviogreBing (eviopripua Eyyuom)
. g€ Xpoviké Suamnua mepinov 1 dGpag

O yatpég oag Ba xabopicer T Sidpker ¢ Bepaneiog cag kar my rocdétyra CASMYG nov Ba oog
xopnymBei xabe pépa. O yatpés sag Oa erbyEer ndoo kard dpa 1o ehppaxo ya cag. Av Luyilete
nepocotepo and 80 kg, uropei va ypeiaoteite Swagpopetikh Séom.

Xpijon oe naidua kat e@ijfoug
H 86om oe maudié xar egriovg propei va Siapéper ané v 8dom o€ evijhikes.

Eav napete peyakdrepn 860 CASMYG and TNV KAvVOViKi

O ywatpdg cag 6a anopasiser ty noodtnra CASMYG nov XPEWLEDTE KAl Y1 TOGO POViKH
dbommpa xdBe pépa. EGv avnovyeite 6t umopei va €xete AaPer peyakvtepn 86om CASMYG, puikiote
apéog HE T0 YIXTPd 1) TOV VOoOKONO G,

Edv éyete meproodtepeg epotioeig oxetikd pe ™ XPYIOT] CUTOD TOV PUPUEKOV, POTIOTE TOV 10TP0,
TOV VOGOKOHO 1) TOV QupHaKonod cog.

4.  IhBavég avemBipnteg evépysieg

Onwg 6ha ta pappoxa, éror kat avtd 10 Pappaxo uropel va mpokaréoel avemBvunTec EVEDPYELEG QV
Ko dev mapovoialovrat oe 6Aovg Toug avBpdnovg.

Musere arov yiatpé 1 Tov voookdpo cag apéowng sdy napatnpioete onowadiimote and Tig

ax6rovBeg avemOOunTeg evépyeies — propei va xpewaoreire enciyovoa werpiki mepiBaiyn:

. eEavlnpa, kvnopds, aicbnua Beppdmrag, oidnua oto Tpoécwno, Ta xeiln 1] Tov Aawé 1
dvokolia oty avamvor — pmopei va éxete avtidpaon worapivng oto papuaxo.

. dvokohia oV avamvor pe cupypo f e egavinua mov emdewvdverar — propei va éyete
aAlepyin avtidpaon oto @pappaxo

. Prixas, coPapég Suakolieg oy avanvor] - edv eiote evihikag Kot éxete SmOnTikt
aonepyiwon, propei va Pidoere coPapd avanvevotikd TpOPANUa mov propel v odnyijoet oe
QVORVEVOTIKT] AVETAPKELL,

. egavinpa, anolémion Tov Séppatog, mAnyés Prevvoydviov vpéva, kvidwon, peyaheg neployég
dépparog mov anorenilovrar,

Onawg pe omowodiinote cuvrayoypagodpevo pappako, Hepikés avem@Ounteg evépyeleg pnopet va eivan
coPapéc. Potiote 10 yiatpd oug yia TEPLOCOTEPES TATPOPOPIEK.

Aldeg avemBopunteg evépyeieg oe evijhixeg mepihapuPivouy:
Zuyvég (umopei va empedaovy £wg 1 otovg 10 avBpdroue):

. HEWOPEVT oo Palpivi) (HELOILEVO TO CLOTATIKG TOL peta@épet o€vydvo oto aipa), pewwpéva
AevkokvTrapa



. Hewwpévn Aevkmpartivn (eidog mpwteivig) oto aipa oag, pewpévo kdio % YopnAa eminedo |

Kakiov oto aipa
. KeQahadyia
* @heypovi) mg oréag
. dvonvoin

. Sdppora, vavtia 1 Epetog

. aAlayég o OpIoPEVOVG EpYACTIPLaKOVS QaTOAOYIKOUS eAEyyovg (ovpnepapfavopévay Twv
av§npévov THdY opLopévev nratikdy eEAEyxwv)

. xwopds, eavlnua, epuBpdnra Séppatog 1 epipwon nepiocdtepo and to ocuvnbopévo

. névog oT1g apBpmoelg

s piyn, mopetdg

*  xvnoudg oto onpeio mg Eveong,

Oy svyvég (pmopei va emmpedoovy éag | otovg 100 avBpdroung):

. allayég o€ OPIGPEVOG EPYROTNPIAKOVG aipaToroyikolg EAEyyoug (cvpmephapPavopévng mg
véooL TG TKTIKOTTAG TOV QipaTog, TV aponetakiny, TOV epuBpoKVTIAPLY Kat TV
AevKoKLTTEP®Y)

. andAiew ™G dpegng, ad&non mg nocoémTag vYpdY Tov odpatog, Swtapax Tov wolvyiov
MAEKTPOAVTOV TOV OhpaTOS, VYNAS eminedo cakypov 6To aiua, yaunho erinedo acPestiov
670 aipa, avinpéva enineda acPectiov oto aipa, xaunié eninedo payvnoiov oto aipa, aténon
™g o&vmntog Tov aipatog

. QTOTMPOCAVATOAMGHOS, aicBnua vevpikdmrag, Svoyépewa atov Hrvo

. aioBnua Laing, pewwpévi aiobnon 1 evasdnoia (Biitepa oto 8éppa), Tpépovio, aiobnua
vavikiag, petaBolég g yebomg tav Tpogdv, popunkiaon f poddaopa

. Bapmy 6paon, avEnon dakpbwy, Sioykwpéva Prégapa, Kitpiviopa tov Aevkov pépoue Tov
opBaipdv

. aiobnon ypityopav 1 un guoiohoyikdv kapdiakdy Taudy, Ypiiyopog kapdiaxdg maiudc, un
guaroroykos kapdakdg maiude, pn Puo1oroyikds kapdakdg puBude, kapdiaxi averdpeia

. apvido epbbnpa, eEdyes, vymhi apmpiax) nigon), yauniy aptnpakn nieomn, epubpémta o
uia @A£Pa, 1 onoia eivan vrepPoiikd evaioBnm xatd ™mv agh

. opiSo TV puikdv wav Ydpm and Tovg aspaywyois mov odnyei ot cuptyud 1 Py, Yp1yopog
pBUOG avamvorg, Sbomvow nov cag Luava, peinot Tov ofuydvov oto aipa, un gustooyikoi
fxot katd mv avanvor), 68puPot Tpi§inatog anb tovg TvepOVES, SUPIYHSGE, PIVIKT SUIESPTO,
Prixag, mévog oo Aapud

. xothiaxdg mdvog, mévog g Gve kotkiag, Kotk Sidracy, Svoxotibtta, Svoxohia omv
xardnoon, Enpostopia, dvoneyia, Snuovpyia aepiov, Suopopia Tov ctopdyov, oidnua Adyam
VYPOV YOpw and TV Kothd

. HeWUEVT) poT) TG YOATG, dEnom Tov peyéBoug Tov fiatog, Kitpiviopa Tov Séppuatog kavh| Tov
Aevkod pépovg Tev opBaipndy, nratua BAaBn mpoxalodpevn and gdppaxo 1 ynpikés ovaiss,
nrat Swrtapaym

* KM votodoyut ven BEpuatog, yevikevuévog kviopds, kvidwon, e&avinua Stupopetuic
EPPAVIOTG, Hn QuoIoAoYKS Séppa, epuBpés cugva KvIopdSElg KnAiSec oTa ¥épia Ko mOBI Ka
OPIOUEVEG POPEG OTO TPSGTMNO KAt OTO VAGAOLTO Ch

. oogualyia, mévog ota xEpw 1) modia, TOVOG 0T 00TA, TEVOS TV PVGOV, PViKA aduvapia

. andiew TG veppuais Aerovpyiag, Eapvid andrew mg veppuxig Asttovpyiag

. ndvog ato onpeio Tov kabetpa, nupdnova oYETIKG tE To onpueio g Eveong (epuBpdTTa,
oxAnpé eEdykwpa, mévog, Sidykwan, epebiopuds, eEavbnua, kvidwon, Siappof| vyphv and Tov
xabetiipa péca 6ToV 10T6) @Aeypovi g 9héag oto onpeio g éveang

. avEnuévn apmpauay wigon xat adiayég GE OPIOREVOVG EPYACTIPINKONG AUATOAOYIKOVE
eréyyovg (cvunephapBavopévav Tov veQpkhy erEyxwv NAexTpodutdy Kot eEAEyymv
mxTikéTnTag), avEnpévae enineda twv gapudxev tov AapBhvete mov agurvibovy o
AVOCOMOMTIKG GUHoTNHLL.

. Svogopia oto Bdpaxa, T6vog oTo Bdpaxa, aichnua petaBolig g feppokpaciog Tov
ohparog, yevikéd aiobnua adabeoiag, yevikevpévog Tévog, oidnua oto tpdowno, oidnua atovg
aotpaydhovs, ta xépio 1) Ta média, oidnpa, evaiobnoia, aiobnua kovpaone.



ouyvég (unopei va enmpedoovy nepocdtepo and | otovg 10 avBpdroug):
TUPETOG,.

Zvyvég (unopel va emmpedoouy o | otovg 10 avBphrovg)

. KeQaiadyia

*  YPiyopog kapdiakdg maipds

* gvibio epdmpa, yapnii epmpax ricon

. aAkayég oe opiopévoug EPYROTNPIEKOVS AUATOAOYIKOVG EAEYXOVG (CuEn MEVEG TIHES OPITHEVOV
NrOTIKOV eEAEYYV)

* xvidwon, ekavinua

. n6vog 010 anpeio Tov xabemipa

*pim

. arAayég oe opropévoug EPYACTNPILKOVE AIUATOAOYIKOVG EAEYYOVG,

Avagopd avemBipnrov evepyeidv

Edv napampricete kémow avemBounm) evépyela, evpephote tov Y1atpo, TOV/TNV VOGOKSNO 1) TOV
papuaxonold aag. Avtd woydet kot y1a kéBe mbavi avemBOunT evépyeia mov Sev avagépetal oto
napdv PvAko odnyudv ypijong. Mropeire emiong va avagépete avemBvpumtes evépyeieg anevbeing,
pécm Tov

EBvikot Opyaviopod Gappdxamy

Meooyeiov 284

15562 Xokapyée, Abfva

TmA: +30 21 32040380/337

®ak: +3021 06549585

lotétomog: http://www.eof.gr.

Méow g avagopds avemBbpunrav evepysidy umopeite va Bonbijoete o) cvihoyn nepiocdrepmy
TANPOPOPLDY OYETIKA PE TNV GoPEAEL TOV TapéVTOg PapuaKov.

5.  Hdg va gvidoeere o CASMYG
To papuaxo avtéd npéner va puidooetal ot pHEpN mov Sev to BAémouy kat Sev o POEvVOLY Ta TAISIE.

Na un xpnoponoreite avtd 1o pappako perd ™V nuepopnvia Aéng mov avagépetat aTo kovti Kat
670 Prakidio perd to EXP. H npepopmvia Afiéng eivar 1 TehevTaio Nuépa TOV pive IOV avapipeTal
exel.

Mn avoryuéva guadidue: Puidooete ot yuyeio otoug 2°C £wg 8°C.,

H ympuc ko guouc] otalepdmra katd m xprion £xet anodewyBel nia péxpt 24 dpeg o€ Beppoxpacia
25 °C 1 yapnAdtepn xat 6tovg S + 3 °C dtav éxet avacvotadei e evéoo V8wp. And
Hucpofrodoyikiig droymg, To Tpoidy Ba mpéner va ypoonoeitat apéoas, extdg kar ev n péBodog
avotypatog/avaciotaang/apainong arokieiet Tov kivduvo HikpoProdoyikig pdAvvemg.

Av16 yivetan 8161 Sev mepityet onowdnrote suaTatikd mov epnodilovy mv avéntuén twv Paktpiov
Av dev gpnoyonomBei apéowe, téte 0 xpévog dwmpnong katd m xprion kat o cuvikeg apw amd
™ xprion aotedovv evbivn tov yprioT.

H ympuuai xat guowt otaBepémta katd m xprion tov apaiwbévrog Siddpatog Eyuong yia Tov
acBev) éxer anodeyyBei yia 48 dpeg otoug 2 éwg 8°C kot o¢ Beppoxpasia dwpariov (25 °C), dtav éxet
apawwBei pe Siihopa yAopodyov vatpiov 9 mg/ml (0,9 %), 4,5 mg/ml (0,45 %), 12,25 mg/ ml

(0,225 %) mpog éyxvon, 1) yakaxtikd Siéhvpa Ringer.

Amd pkpoPiodoyixii droymg, To mpoidy Ba mpénet va. ypnoiponoisital apEcwg. Av dev
xpnoyionombei apéowg, Téte 0 Ypbvog Slatpnang Katd m xpion Kat ot ovvBikeg Tpw and m yprion
amotehoby evBHVI Tov xpijom Kat Sev Ba npéner va elvar kavovid peyaivrepn and 24 dpeg ot 2 £ng

5
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8°C, extdg av 1 avacHotaon kain apainen ywvav kato and ekeyydpeves kat gYKLpOTO {rag H@/)/

aonnTikég ovvikec. J, 1%,
) TN

Mévo évag exnaidevpévog enayyehpatiog vyeiag, nov éxet SiaPhoe T mATpelg odnyieg Ba mpémer VamLt kS

Tapackevaoel 10 pappaxo (rapakadd Seite napakdto «Odnyieg i Ty avecvoTaot) Kot apainon

tov CASMYGn»).

Mnv netdte @éppaxa oto vepd e anOYETEVOTG 1) 0T O1CIAKE aroppijtara. Potiote Tov
PAPUAKONOLS GG Y10t TO AG VO METAEETE T Pappaxa mov Sev ypnowonoisite ma. Avtd ta pérpa fa
Ponéfcouy omy mpoctasia Tov mepiaiioviog,

6.  Iepreydpeva g svekevaciog kat howréc Tinpogopisg

Tu nepiéyer ro CASMYG

- H 8paotua oveia eivar to caspofungin.

Kébe puxdidio tov 50 m CASMYG nepiéyer S0 mg tov caspofungin (wg acetate),
PLaAioI0TOVI70 Mg Tou CASMYIG e pikyEl70/mg Tov Caspofungin (e adetate),

Meta mv avagbortaon ot 10,5 ml evéowo 03wp, 1 ml Tov mukvoH Siahdpartog tepityer 5,2 mg
ﬁﬁ,ﬁ caspofungin.

- Ta @AAa cvotatikd eivon sucrose, mannitol, glacial acetic acid ka1 sodium hydroxide.

Epgavion Tov CASMYG kau nepieyépeva ™G cvokevaoiag
To CASMYG sivar oteipa, Aevi éwg VEOLEVKY], Avo@homompévn KOVIC,
Ké&Be ovokevacia mepiéyet éva grokisio (10 ml) kévews.

Karoyog Aderag Kvkhogopiag kar Mapasksvactig
Karoyog Adsiag Kuxhopopiag:

PHARMATHEN INTERNATIONAL S.A.
AEPBENAKIQN 4, 153 51, TAAAHNH ATTIKHE
TnA: +30 210 66 04 300

Dak: +30 210 66 66 749

e-mail: info@pharmathen.com

Nopackevactiic:

DAPMATEN ABEE
AEPBENAKIQON 6, 153 51, TAAAHNH ATTIKHZ
EAAAAA

i

PHARMADOX HEALTHCARE LTD
KW20A KORDIN INDUSTRIAL PARK, PAOLA PLA3000
MAATA

M

ADAMED Sp. z 0.0.
Pierikéw 149, Czosnéw, 05-152
MOAQNIA

lNa onowdfrote TAnpogopia oxeticé pe to rapdy PAPHAKEVTIKG TPOidV, TapaKaAEioTe va
anevBuvBeite atov tomikd avritpdowmno Tov Karéyov mg Adeag Kvkhogopiac.
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v16 T0 pappaxevTKd Tpoidy Exer eykpibei ora Kpatn Méln Tov Evponaikod Owovopikod
Xapov (EOX) pe tig axdrovBeg ovopasies:

Aavia CASMYG

Mohwvia Caspofungin Adamed

EAAada CASMYG

TFoAdic Caspofungine Ohre Pharma 50 mg poudre pour solution a diluer pour
perfusion
Caspofungine Ohre Pharma 70 mg poudre pour solution & diluer pour
perfusion '

To napdv ¢vrio 0dnyrdv zpriong avabempribnke yia relevraia gopd oTig {nuepopnvia}

O1 minpogopieg mov akorovBolv ancuBivovrar pévo oe enayyeiparieg vyeiag:
Oényieg yo 10 1dg a avacvortadel kat 8o apaiwbei To CASMYG:

Avaobotacny tov CASMYG

NA MH XPHEIMOITIOIOYNTAI MEZA APAIQEHE MOY MEPIEXOYN FAYKOZH, eneidn 10
CASMYG Sev givar otabepd oe péoa apainong mov mepiéxovy yvkéln. NA MH T'INETAI
ANAMEIZH 'H TAYTOXPONH Er'XYZH TOY CASMYG ME OIOIAAHIIOTE AAAA
DAPMAKA, eneid dev vrdpyovy otoyeia Siabéoya yio mv ovpfordra tov CASMYG pe
GAhec ovoiec, TpOOBETE 1| QEPHAKEVTIKG TPOIGVTE OV KOPTIYOUVTXL evdopAeing. Na eAéyyetat
otk 10 S1édvpa TPOg EyXVoT 1o COpATIfI ) ATOYPOUATIOHO.

CASMYG 50 mg kévic yia TUKVO OKEDEONA YIa TOPACKELT] HLXAVNETOE TPOS £yyvon

OAHTIEZ I'lA TH XPHZH ZE ENHAIKEL AZOENEIZ

Bijpa 1 Avaciotacn tov svpfatikdv prakdiov

Na ™y avacbotaoy g KOVERS, APTGTE T0 @uAidio va avaxtioet v Beppoxpacic dwpatiov kat
npoadéote 10,5 ml evéoiyo H8wp kGt and aoMTIKES ovvlnikes. Ot GLYKEVIPOOELS TWV
avacvotaféviov guaidiov fa etvar 5,2 mg/ml.

H Aevi] g umdAevin oupnaytig Avogihomompévn kévig Ba Swdvbei niipws. Avapsifte ehagph éog
6tov Angoei éva Sravyés Sdhvpa. Ta avacvotabévia Siuhvpata Ba mpénel va EAEyOVTaL OTTIKG YiOt
copaTIdK T Y1t anoXPOHATIoNS. Avtd TO avacvotabéy Sudhvpa pmopei va puAdooetar yia péxpr 24
@peg o€ Beppokpuocia 25 °C 1 xapnArdtepn 1 otovg 5 £ 3 oL,

Bijpa 2 Mpostijkn Tov avacvotabévrog Saroparog CASMYG ot Sidhopa mpog Eyyvor Yo

Tov acBeviy

Ta péoa apainong yia o tehikd Sidhvpa Eyyvong eival: ateipo evéoo SidAvpa yhwprodyov vatpiov
1 yohaxtiké Sékvpa Ringer. To Sidhvpa mpog Eyxvon rapaokevaletal kdTo and aonrTiKkes
ouvBiKes, pe TV TPocHK TG KATGAANANG TOGOTNTOG TOV avaovotadévrog Tukvod SiAduatog
(6mac aivetar oToV MapaxdTm mivaka) o€ Eva 6K 1) QAN éyyvong tov 250 ml. Mropei va
ypnoonomPei perwpévog dyxog 100 mi yia 1ig eyydoew, yia Tig nuepioweg déceig 50 mg 1) 35 mg,
dtav kpivetal wrpikd anapairnto.

To Sudhvpa va pny xpnotponowitar av eivat BoAd 1 £xel iknua.

[IAPAZKEYH TOY AIAAYMATOL IIPOX EFXYZH LE ENHAIKEZ

Aocoloyia*® ‘Oyxog TOV Kabiepopévn Awdhopa mpog Eyyvon
avacvotabévrog dadikacia pe petopévo 6yko
dodvparog TAPACKEVNS (avacvotubév SudAvpa




CASMYG 1 (avaovotabéy dudhvpa | CASMYG éxel [ /ﬂ‘ %.n..
peragopd ot odxko 1| | CASMYG £yet npootebel oe 100 ~ L
Qrualn mpog npootebel oe 250 ml) TEAIKT] CUYKEVTPO i E‘?)@
evbo@léfra yprion TEAMIKY] CUYKEVTPWOT] o it
50 mg 10 ml 0,20 mg/ml . i N
50 mg o€ pelwpivo 10 ml - 0,47 mg/ml
YKo
35 mg yw pérpra 7 ml 0,14 mg/ml -
nraty Svolerrovpyia
(o6 éva gradidio 50
| mg)
35 mg yw pérpra 7ml - 0,34 mg/ml
nratiky dvsiertovpyia
(and éva @raxdidio 50
| mg) o pewwpévo dyxo

*10,5 ml Ba TPEMEL VO XPOIHONOIODVTAL YIdk TNV AVACVGTAOT GAWY TMV @rodimv.

OAHTIEZ I'lA TH XPHEH LE IIATAIATPIKOYI ALOENEIZ

rodoyioudc tov E, 5 tne Emodveiac tov Eduatoc (Body Surface Area, BSA) yio raidiarpixi
dogoloyia

Mpw and TV TOPAOKELT TNG EYXVOT, V& vrohoyio0ei o epPaddy g emPavelng TOL CONATOG
(BSA) 10v asBevols xpnoiponowbviag ™y napakdro esicoon: (E&lowon Mosteller")

3 _ [¥Wos(cmdxBapos (ke
BSA (m%) = -\l 3600

Hapacrevt tov Stadsuaros npos éyyvon Twy 70 me/ni’ yia xaidiatpucolc agheveic nliiac > 3
vy guuomo1dvrag piaiidio Twy 50 m

1.  Nompoodopiobei n mpayparuai d6om egddov mov Ba ypnaonombei oTov roAS1ATPIKO acfeviy
ypnoponowdvtag ™mv BSA tov acbevoig (6mwg npocdiopiobnke napamdvm) xat TV axdioven
eklowon;:

BSA (m%) X 70 mg/m’ = Adam epddov
H péylom 860m epédov kard mv Huépa | Sev mpénet va vrepPaiver ta 70 mg avedpmta and
mv vroloyisbeica 86om Tov acBevols.

2. Agote va yiver eElooppémmon Tov yuybévrog puahidiov tov CASMYG ot Beppokpasia
dwpatiov.

3. TpocBéote kbtw and aonrrkés cvveikeg 10,5 ml evéoiuov Hdarog °. Avtd To avacvotadév
Suidopa g.nopet va Swatnpnfei yi1o. péxpr 24 dpeg oe deppoxpacia 25 °C 1 yapmAdtepn 1| 6TOVG
54+ 3 °C P, Avt6 mapéyer rehuc) ovykévipwon tov caspofungin 6o @kidio 5,2 mg/ml.

4, Agpaipéote and 10 PaAidio Tov GYKO TOV PAPUAKELTIKOD TPOIGVTOG MOV 1003V VapEL PHE TV
vrohoyofeioa 8don epddov (Ztado 1). Karw and aonmTIKEG GUVOTIKEG HETAPEPETE QVTOV TOV
yxo (ml)! Tov avagvotadéviog CASMYG e éva ohxko IV (1) @uéAn) mov nepéxet 250 ml 0,9
%, 0,45 %, 1 0,225 % evéapov Sraddpatog YAopLovyov varpiov, 1 EVEGLOV YOARKTIKOD
Swdparog Ringer. Evaddaxtikd, o dyxog (ml) y tov avecvotabéviog CASMYG pnepei va
npootedei oe éva peiopévo dyxo 0,9 %, 0,45 %, 1) 0,225 % evéopov Saddpatog xAmplovyov
vatpiov, 1] evéoyov yahaxtikod Swdbpatog Ringer mov v uny vrepPaiver TV Teducr
ovykévepwon Tov 0,5 mg/ml. Avté o Sidhvpa Eyyxpong rpénet va ypnowponomBei péoa oe 48
dpeg edv SrampnBei oto Yuyeio otovg 2 g 8°C 1) ot Beppoxpacia dwpatiov (25°C).

Ilapagkev)j TV S1aA0uaTog mPog EYYval TWV. 50 mg/m’ yia naidiatpixovs aglsveic niiag > 3
unvoy (ypyoiuoroldvIag gralidto Twy 50 mg).

1 Na mpoodiopioBei 1 mpaypatic 86om cuveipnoTg mov B xpnoonomBei otov madiatpid
aofevi] gpnoponobvtag Ty BSA tov aoBevoig (6mwg Tpocdopicbnke napardve) Kot my

! Mosteller RD: Simplified Calculation of Body Surface Area. N Engl J Med 1987 Oct 22;317(17): 1098 (letter)



axorovdn ekiowon:

BSA (m?) X 50 mg/m? = Hpepijowx Adom Evvrijpnong

H Hpepriow Adon Zuvrijpnong dev mpémer va vrepPaiver ta 70 mg aveEapra ané my

vroloyioBeica 86om Tov acBevoic.

Agfiote va yiver eElooppomman Tov Yuxbéviog gurkidiov Tov CASMYG ot Beppoxpacia

dopariov.

3. TlpooBéote xétw and aonmrrikég cuvdiikeg 10,5 ml evéoiyov Hdatog ¢ Avto 1o avacvotabév
Sudhopo Buropei va StnpnOei yia péxpr 24 dpeg oe Beppoxpaoia 25 °C 1 yapmAdtepn i oTOLg
5+ 3 °CP. Avtd napéyer rehikry ovyxévrpwon tov caspofungin oto QuwAidio 5,2 mg/ml.

4,  Aguiptote and T0 PeALSI0 TOV GYKO TOV QPUPHAKEVTIKOD TPOIOVTOG TOL 1005VVANEL Pe TV

vrohoyiobeica nuepfioia 86om cvvmipnong (Zrédio 1). Kéarw and aonrrikég ouvBKec

petagépere avtdy tov dyxo (ml)’ Tov avacvotabévrog CASMYG ot éva oaxko IV (1] pain)

nov mepiéxer 250 ml 0,9 %, 0,45%, 1) 0,225 % evéopov Swddpatog YAwpLovyov vatpiov, 1

evéoov yahaxticod Siahbpatog Ringer. Evadlaxtix, o dykog (ml) " tov avacvotadévrog

CASMYG propei va tpootedet oe &va pewwpévo éyko 0,9 %, 0,45 %, 7 0,225 % evéoyov

Srahvpatog YAopotyov vatpiov, 1 evéoipov yakaxtikod Siaddparog Ringer mov va pnv

vrepPaiver mv ek ovykévrpwon tov 0,5 mg/ml. Avté to Suhvpa Eyyoong Tpénet va

ypnoiponomBei péoa oe 48 dpeg eav SampnBei aTo Yuyeio otovg 2 émg 8°C My o¢

Beppoxpasia dwpariov (25°C).

Hapatnpijoes CYETIKG JE TNV TAPACKEVI]: '

a. H devi wg vrédevkn cvpmayig pale Ba Sadvbel mhpag. Avapeifte ehagpd £og dtov Anglel
éva Savyég Sidhvpa.

B. Na eheyyBet otk 1o avacvotadéy Sihvpa yia copatida i yia QNOYPWUATIONO KATE TNV
avacboTacn kot mpw and my Eyyvon. Na pny xpnoyponomel eav 1o Sudhopa eivar Bodd 1 £xgt
iCnpa.

y. To CASMYG Swrifetar dote v napéyet v mafipn 86am mov avagépetar oto Qreiidio (50 mg)
v apaipedovv 10 ml and 1o @uiidio.
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Vo SuahbiiaToc
priotionomPet pEwiEYOs Sykog 100 mlyiamic EYXUoEis e TIG TIHEPTIOIEG B00ELS
V. Kpivetat arapaimo.
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To SiGAvpa v py. XpToHoToEiTar av eivat BoAS 1 ExeL npa.
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