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1) BERD RN B 5 ARFRIIHAEAET 10/14 1 (714%),

ARIVF ) AIETIE 3 HIEBINERTH - 72
2) BIEA 3

RIVEZEBE (BRI )

By YTRET7/11 B (636%), 7

SBLER (BEREREIR) 12 1/20 81 5%) THY, 7F 74 FF T —BEED 1HI7Z1TTH - 720
125/20 B (250%) THYH, THhbDE L TAST kR, ALT L&A,

ALP b5, y-GTP FASEONFFREREZ RO 7205, WINbEEL D DIE 4R, REH O GH IR

wmEEL ol B
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Z—AWBDH s, KEHONRIIHTHHYE - HED
Meat & Hi & U7z R % 0 L 72,

b, RABIIEHEZROBRREAZEBS (IRB) OKiEx 14
%L EHIC TESRMNOHRABROERLHE (GCP) | 285 L
TES Nz,

L X R & HE

1. ShitiEks L R BRI

BERIZ A 22 Hid 2B\ T, 20024 2 H A 5 2004
4R ETOHMIZERS N7,

2. W%

TARNVENVRAE, v I TBIZ X BEAMEERAE &
ZZONL/NRERT, BHRNFIRA, $7213RBHHR
ZIMEC LV ERERZGHL 272, Hb0iE, BER
DIMFF A, BRZW, BRSO RIETE R
JELSEbN-BEEZ G & Lz, i, BB 29 H2 5
16 AKMOBH L Lize &d, FREX TIPSR RARRE
idH A B3I 4 N0, %5 (Grl) 6Ll E 16
A, S (Gr2) 124 4 AL 6k, FLE (Gr
3) A% 29 HUL R 24 A K & L7zo MCFG OFEREE
M E 52 5 L E 2 bN5, REHFS BRI
DOPLERHIEIRE G SN, FERPYLHELo0H 5 BHER,
BT =T VKRBT X DIERDTHERT 2 BH, &5,
—ETHAREHIPHEG SN2 L DH L EESIRIL
720 F72, WEREOREVMROBIN DS, BERHIGH
4 AR DINIZIEER D 5 Wi T IR R RIS S L 72 &
TR, BBREEEMSEAR R & LAY &Rk L7
I L 720

3. AR

RRBEDOBHNC B 72> T, REFISH L THo5RHE
HET, CHFICEYVHAEZIG T E L, 72
BEERNTH LCTHWEER R Y FHBZ 4T, [/NEERIC
B LEEGOBIRKABRICHET 204 5 v A (RIEHS
1334 5F 12412 A 15 H) | 2 5#12, BHED12
MU OGS EICEICLIMEZIRT 2L L, 12
AT O BFICBOTHOWRELRRE Y RALSOLHIC K
LRBEXIGT AL L L

4. TRERIEH

BB LT 1854 7 vz MCFG 25 mg (1) 3
L O"MCFG50 mg (i) % A3 % 8 2 v 7z,

5. 5, HHMIMB L OBk

1) #5a

1) WG

WP 581X MCFG 1 mg/kg/H % 1 B 2L LA T
MR 52479 Sk & Lize 2751, EAEDRELE
PEEHAE B E 2BV TIE, MCFG2mg/kg/H 72133
mg/kg/H O G5-m0 HP5-FIRRE L L7z

(2) HHEOEH

BB ORI R, AREIART5EE 2
SNLEEI1C1E 1 mg/kg/H Z L 12k E 6 mg/kg/H ¥

THIRWREE L7z, WmIdFRlE LCH—#5 8% 7H
Wlfke L7zt & Lz 72720, AEHOHEGEALICE
% B EAE O AL AR & S N D FE O VEFEME LR E O
W&, B o risk/benefit % Z 8 L, GBI TR iz
FI ) 22 BRI 6 mg/kg/H £ TR RE L L 72
LB, WEFHEOREEOBED SRS 5251, 1 mg/
kg/H F TikmREE L7,

2) P

HVERG 2179 720, A & d 7 HHDL RS L,
w56 HMFETE L7z 2B, BERENHED L VIEH
LSBPL, ARIEHNC X 2 BB OLEDN 2L ool
FRIEHER I G2 T35 & L7z,

6. BFHZEILSE

1) PrHZEESE

RIEEERIERFICN T A2 PIEWE IS E L
Too 72720, WALE D ¥ T FREDNOBH I T LT A
ATV VY BROFEOMHIITREE Lize $7-, #HEZ
MH3, TRTORBRIE, TR REEE OO H % 5
IE& L7,

2)  PEAIHHI RS

IRYGETR B X OV o = — iR 78, fhyE s o
7)) VEH, BXOA T4 FEEIHHTEEE L2,
RIEBOFEMFMI B E RITTEEZLND 2D
MCFG # 5B A & A2 S35 B Lanwz & b
L7z

7. BISEH B X ORI

1) BEEROHE

BERFIIAEIC, SR - A OB, RAETEENE IS B
T 5B W OMRMPE X OHHHNES AL 72,

2)  BEARHEEIR - T

BB GG, S (WTRERRD EH) BI O
P G TR F 7213 bk IR I R AEVE LI RE SR A O ERR -
AT RICOWTHIZ L 72,

3)  HWFMWHAL

BB G- aTT, 5B X O GR T R 22
IR IC BB OIRPUIE U THRILL 2 72ikicon T,
EHEM, B2, WEMERENMA LT, WTRERED,
SRR EL R O 55 - W &2 AT 5 720

4)  FW O RS

BB GG, B 5 (1AM B X OBGH#T
B & 72131k REC, B-D-glucan, EHPUR, F72i3dulk
WA %47 - 720

5) X - WHLEEMASE O B{REEH

BB G- GTT, 5B X O GR T R g
LR, BRBOBMNICLE L BN ILRELIT - 72,
6) BEROBETZW
BRGNS Y — 7 F ) Y AB X OTFEK
HEBEHIZEE ~ ¥ —12TPCR (polymerase chain re-
action) 2 X ) FNEROBETRELIT- 72
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7)) ERARRRA

BB G-, Gk EHITEB L) BLO
B HMTREFE 7203, RiEkE, ~NEZuE
AR MYy b, AIMERE, BIMERGHE, R,
AST, ALT, LDH, ALP, y-GTP, ¥V VL, &
H, 7V73Ir, MEEMENa, K, CD, REH, &
W, vav) ) = rEE L, 72, REIELT
EH#ELEYIVE », CRP, LA A (Pa0,, PaCO, pH)#%
HE L7,

3) HEHEHZ

BB ISR 5N TR TOFERRITOWTH
L7 HHEFREL L, RBRIEL ORRHROAHICH
PboY, EEHEERG SR ERECELZH L0
FE L vER EolskE (FPEEIRS X ORRRA
HORELR) & L7,

9) il EEY R

ANRBZITBIT I RE, N7 7REOHES
X O O W % HE 2§ 5 72912 MCFG #¢5-Bi 16
%4 BHE»S 10 HHOWTF N0 H O Tk, &5
T 1~5 B2 B X OB H o 5 BRIART 12 BRI % 5 it
L7zo B, BRIMKEICIX, MCFG 25 L72Vv— 25
OFFRIMIZ L 2w & & L,

MCFG DIl E, (BR) H AR F B R A iF 78
FHCC, mliifhr o~ 757 4 =& HWTllE L7,

8. ARNIEEH

TR H &, FIKWEHRIEE & e Lz, BRI
W ROYERE, BEWENRE, BEWOMEFRE
DUYGEEE, BRI O UGS & A I G L 7484
IR R 2 RIREACEMEE R, B3, B iko 3 &
BTl L7z

9. ZAVEEH

1) BEPERER

B L BEREERICDWT, R, EEEEZL S NS
BRIE L o IR BIERIE, #BRE ORI, BEARE, DR
Ped & BE L OIFBERE L ME L T, WBRETE
HEDVHIE L7 NBRBRICOWTIX, TH Y L [£45H 0 ],
(MRS D |, (575 L), [ZLI05EBETHEL,
[WRetd D | LEE2RWER & LCTHY o 72,

2)  RERARRAAE SR )

R R E LI, RRETEMS )RS D4
EEZE L7729 2T, HRMLFHEES [HiREEIC X
B IEBIEBIC B Z BIVEH, BRR R A 585 o 1) e A
Y |2 BB RN 2 RE LS OFELHE Lz, BE
BRSO O Nz, BREEIR & Mk Lk CHEE
72 & NI IRERSE & o BB %2 )58 L 726

10. RRLEEMMHEES

RIGROERIZERL, NEEIYED L Y EEOH
ME TR E NI REEMME TR RICLY, H—
B DIEBIORE, BWitd L ORI S A

Bl L 72 R, Rt e DR Gk & RE L7z
I & ES

1. SEBIAE R

AHEETIX, 2060 (Gr1:10%), Gr2:7%), Gr3:3
) D3BEEE I, 2B MCFG 258 5- 8 vz, et
MR R BT MCFG 238 5- s h7-a 205l cdh b, At
IR T G2 1560 (Grl1:7%1, Gr2:6%), Gr3:2
Bl) Tdhorzo HRIVERHR LB 5 BRAE S iz 5 i)
OWNFUL, BILEICEH L 0 o725 00526, &5
WA 7 HE AWM TH o2 b 00261, PRAIZERSE % BF
JAL7Zb 02816l TH-o72 (Fig. 1)o

2. BEFER

AR 26 15 Fomx, B786/, &LT17
BICTHY, FEEX5 T, GrL76#, Gr2:66), Gr3:2
Bl, Thotzo AT, 7Y IFIEL2H, 7 AN
FNARE3BTH Y, ZBWAHTIE, HRIMGE 8B (&
Eofl), HALEERE 16, FFIREREWE 6§ (F5E2
Bl)TH o7z FREOEREREIL, BE 16, HEIE 45,
EIE10FITH D, HEBZEELEE HD TV, AR
PEFEAT RS G50 15 B, TEE 2 W S N REBI L 6 BT
D, 9BNIBIRBAEEDNIZEBITH > 72 (Table 1),

3. BHIRMN

BRI SRE P05 H, I FE12HTO
wE%SEIE, 1~6mg/kg/H LARHED S & HEIE
BIHoAi L7225, 2mg/kg/ B 6BIE L0720 F72,
TARVFENVZRED IF T VWT b 3meg'kg/H T
Holze BEWMOFEHE+SD. X, # ¥ I FETIZ
209170 H, 7 ANIVFIAGETIE, 303+90 HTH -
7o G-I o 2 He G & B L 7R B DWW T A D &
B v IV FHETIE 1~3meg/keg/HORFEEHED 8 F, M
3B, WRBBEN1BTH 720 7 ANV FIRE
T, 3mg/kg/HOREM R, &, WESEhEh]
B CTaH o7z (Table2),

4. HEpE

1) BEEKREIHR

(1) FEHEBB L RSS2 R R)

RO EHFHIEE Th 5 BEHRD RSB 55
BERTOLERZIX 10/14 5 (714%) TH Y, HEHNB
FUOREHRSGRNOBREHRETIE, v I FHE12
BlDS 5, HREHEDSANGRETH o IHLE D > TV 5
D 1B %E B 11 I CoREHRS#1E 1~3 mg/kg/H T
Y, 7/1161(636%) AR L HES NIz TASLF
VZIE 3B DR E G = 3meg/kg/HTH Y, &HH
Exhk HE Ehi: (Table3)o

RN TIE, Gr1 BXGr2 1B H Y IV FIET
DORAE TR FILENEN 3/5 61 (60.0%) & 72id7% <,
Gr3D 1BIEARMTH o720 TARIVFINAIEIZBIT S
Gr1®26l, Gr3dD 18Iz BIZEHTH -7z (Table
4),
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Total No. of patients enrolled
20 subjects
(Group 1Y 10, Group 2% 7, Group 3 3)

MCEFG injection
20 subjects

Safety analysis set
20 subjects

Aspergillosis: 4
Candidiasis: 15
Other: 1

Efficacy analysis set
15 subjects
(Group 1Y 7, Group 22 6, Group 3% 2)

Aspergillosis: 3
Candidasis: 12

Reason: No. of patients
Violation of inclusion criteria: 2
Insufficient treatment duration: 2
Violation of protocol in relation to concomitant agents: 1

Excluded from efficacy analysis set
5 subjects
(Group 1Y 3, Group 22 1, Group 3V 1)

Fig. 1. Analyzed population.
1 School-age children: 6 =< to < 16 years
2 Pre-school age children: 24 months = to < 6 years
%) Infants: 29 days = to < 24 months after birth

(2)  HIIGEHRBIAEA BRI R R

AEHIC BT o EREE 7 HBDL RG-S h,
F ORI D H VI ZF O IEH AN ERTH 505G
% [MuZEHER) | EERL, WYV TEB LT AN
FV AAEN B B ARSI P50 O HUEL R TG HER LR 12
AT IR R 2 ME L7z (Table5),

> PLE SRR B, AR PEMEAT X 561 15 Bl o> 9
b, BRI EAARRE TH o 72 1 Bl %K< 14 Bl 9 BT
Hole TNHIERTOREROHRFIL 7/9 6
(778%) THY, H ¥ IFIETIX, 576 (714%), T
AN TN AIETIE 2 BIEBBERTH o720 2B, Hi
BHRICB VT, MM L SN2 ERTIE, &7
V= VRITER A G S Twiz,

2)  HEREIR - MEHT R o

B KA EHIIE H T3 2 BHRIER - BT R OUGERE, B
FHRIE, BROMEFNREOLZEB L XM - N
LGRS S5 O W {RZ T O U FE % Mt L 72 (Table 6) o
BIEIR - TR, 7 v U FRETIE 8/11 B1(727%), 7 A
NRIVF I ZIE 3 BITIIEBIAYE L7z B R R,
ST RE R A v Y S MFED 1 Bl TIZEE O L 2R L
o BELW O MEFWMAEL, & ¥ Y FIETIE5/12 6
(41.7%), 7 ARV FN ZFETIE 1/2 Bl L, X -
WSS OBGESWIE Y~ Y VIETIE 2/4 6], 7 X
~OVFEI AFE 3 BIEBIATE L7z,

3)  WRIRTBERRIC S 5 MIC 5 X UM A1

RABICBNT, #oNLBRGHEREH v D5
(Candida albicans 2 ¥, Candida parapsilosis 1 #k) ® 3 #k®
HAThHo72

DEES N 3MDH L, BWORKER & L CRES
N7zDE2H/TH o720 ¥ T FIMFED S C. parapsilo-
sis, HALE 7 >~ ¥ FHED S C. albicans 35 HE S, # AT
KRR T ZNENEB X O HERGETH -7z (Table
7o

C. parapsilosis 35 HE S 7 EBE, AFEHIAS51 HH
Feh- &, %521 HH2 S5 BRI O R R S 20 —
73 C. albicans 7357 #E & N7HEBNI G- BrlIAIE O A diAk S
NTHEY, HOWERIIANTH - 72

5. watk

1) BEAEREIR

BEFEAEIRIZ, MCFG 234¢5- 372208109 5, 15 )
(75.0%) 18D 57z (Table 8). FEHBIEK DL WIHIC
Kb L, —iIESEE @B, K - KEE SRS
(6 61), WALERE G6), MREREE 661, i/h
B - g (5 6), WPUHERE G ) FTH
D, ZOREIRIZZKIZDI572,

AEHIE R O FEBUIRDL T Gr 3125 BIBIE % <, Grl
EGr2iZBVTH I L - HLRITEEI 2B IEA S
N hoiz,

RIVER (BRERBIMRASR E & N WEERREIR) &, 7+
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Table 1. Patient profiles (efficacy analysis set)
Total
Item
Candidiasis Aspergillosis Total
n 12 3 15
Male 6 2 8
Gender
Female 6 1 7
0-1 1 1 2
2-5 6 6
6-11 3 2 5
Age (years) 12-15 2 2
Mean = SD 6.0*4.9 6.3%5.7 6.1*4.9
Range 1-15 0—-11 0-15
<10 3 1 4
nw=s <20 4 1 5
20= <30 2 2
Body weight (kg) 30= <40 1 1
0= <50 2 1 3
Mean * SD 21.25*13.55 24.78 £21.00 21.96 +14.47
Range 9.0—45.6 7.0—48.0 7.0—48.0
Candidemia 2 2
Candidemia (suspected) 5 5
Disseminated candidiasis 1 1
Diagnosis Gastrointestinal candidiasis 1 1
Pulmonary candidiasis (suspected) 3 3
Invasive pulmonary aspergillosis 2 2
Invasive pulmonary aspergillosis (suspected) 1 1
Mild 1 1
Severity Moderate 4 4
Severe 7 3 10
Table 2. Dosing regimen (efficacy analysis set)
Candidiasis Aspergillosis Total
No. of patients 12 3 15
1 3 3
2 6 6
3 2 3 5
Maximum dose" (mg/kg/day) 6 1 1
Mean*SD | 2252+1355 | 2.860%0.242 —
Range 1.00~6.00 2.58~3.00 —
7-14 6 6
15—-28 4 1 5
_ 29-42 2 2
Treatment duration (days) 43-56 9 9
Mean = SD 209*17.0 30.3*9.0 —
Range 8—56 20-36 -
1 3 3
2 4 4
3 1 1 2
1—2 2 2
Dosi tt kg/d
osing pattern (mg/kg/day) 1—3 1 1
2—3 1 1
3—15—1 1 1
3—6—3 1 1

Y Maximum dose (mg/kg/day): 1; 0.8 < to = 1.2

216<to=24 324<to=35 655<
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Table 3. Overall clinical response (by maximum dose)
Di . Maximum dose o I clinical
iagnosis verall clinical response
¢ (mg/kg/day) Y
Candidiasis 7/11 (63.6)
1 0/1
Candidemia /
2 1/1
1 2/2
Candidemia (suspected) 2 2/2
3 0/1
Disseminated candidiasis 3 0/1
Pulmonary Candidiasis (suspected) 2 2/3
1 2/3
Total 2 5/6 (83.3)
3 0/2
Aspergillosis 3/3
Invasive pulmonary aspergillosis 3 2/2
Invasive pulmonary aspergillosis (suspected) 3 1/1
Effective cases/total cases (%)
Table 4. Overall clinical response (by age group)
. . Overall clinical Age group
Diagnosis -
response Group 1Y Group 22 Group 3%
Candidiasis 7/11 (63.6) 3/5 (60.0) 3/5 (60.0) 1/1
Candidemia 1/2 1/1 0/1
Candidemia (suspected) 4/5 (80.0) 2/3 1/1 1/1
Disseminated candidiasis 0/1 0/1
Pulmonary candidiasis (suspected) 2/3 2/3
Aspergillosis 3/3 2/2 1/1
Invasive pulmonary aspergillosis 2/2 1/1 1/1
Invasive pulmonary aspergillosis (suspected) 1/1 1/1

Y School-age children: 6 = to < 16 years
? Pre-school age children: 24 months < to < 6 years
% Infants: 29 days = to < 24 months after birth

TA45F V=GO 1B 5.0%) DATH o7,

2)  ERARBAE SE AE)

MR R 281, MCFG 23#%5-E iz 20 Bl o
I b, 1861 (90.0%) IZED SNz, T4 DIk, AST
EH, ALT b5, LDH EH, ALP L%, y-GTP L&,
RIMERIED, M FE WA, ~~ b7 v MEEASETH -
7z (Table 9) o 4F-#HE B O FEBURPLITFFFE T R & EHR 2 72
Doz,

BIVEH (PR BIAR ST & e o R Ml 1 45 8))
&, 581(250%) (2§87, FDWNEIE, AST 5., ALT
FH., yGTP k&, LDH k&, ALP b4, BUN L&,
AT MMET, #) YA ERTH -2,

3) EELAERL

HE LA EHESIEZ, MCFG 255722005 5,
76 (350%) RSNz, TDH L, EEREIEN
(RIEH L OR BRI TE SN2 VEE LA EHG)

Effective cases/total cases (%)

i, 7F74 XL 12T TH oIz, HE
LAERRERDIZTHO D B, RERIGHET 7213
Hktg 2 HE B OETHNE 3HITH o720 LA L, %
FEFOERNE, EBERE - GIHEOEICL 2 0TH

D, WL AREH L ORBEERIEEE S/ (Table
10),

6. B

MCFG 1~6 mg/kg/H 23 FAE#MR N % 5- & 1172 20 1
D9 H 19 B (7 — e BB O G- mA % 5 S h /|
G BDH 5720, LR 26 ) 12OV TERIRED
2~3 WIS BT 2 AR EE 2 W L, REH ORNE)
BAMGET L7 (Table11),

MCFG O#5# TH® Cmax O +=SD. 13, 1,
2B XU 3mg/kg/ IG5 HT, ZhZEN50+23ug/
mL, 102+44ug/mLB & '148+55ug/mL & (1%
PHRICHBILTHML, Cmin 22V THARET
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Table 5. Overall clinical response (by previously used antifungal agents)
Breakdown of previous antifungal agents Candidiasis Aspergillosis Total
Other agents ineffective 5/7 (71.4) 2/2 7/9 (77.8)
Discontinuation due to adverse events 0 0 0
Others 1/3 1/1 2/4
Not treated with other agents 1/1 0 1/1
Total 7/11 (63.6) 3/3 10/14 (71.4)
Effective cases/total cases (%)
Table 6. Secondary endpoints
Improvement
Improvement . . . .
in Clinical Mycological Serological in Endoscopic
Diagnosis Efficacy Efficacy and Image
Symptoms Lo
Finding
IR % ER? % IRY % IRY %
Candidiasis 8/11 72.7 1/1 100 5/12 41.7 2/4 50.0
Candidemia 2/2 100 1/1 100 1/2 50.0
Candidemia (suspected) 4/5 80.0 3/5 60.0
Disseminated candidiasis 0/1 0 0/1 0 0/1 0
Gastrointestinal candidiasis 0/1 0
Pulmonary candidiasis (suspected) 2/3 66.7 1/3 33.3 2/3 66.7
Aspergillosis 3/3 100 1/2 50.0 3/3 100
Invasive pulmonary aspergillosis 2/2 100 1/2 50.0 2/2 100
Invasive pulmonary aspergillosis (suspected) 1/1 100 1/1 100
! Improvement rate: Improved case/Subjects evaluated
? Eradication rate: Eradicated case/Subjects evaluated
% Improvement rate: Improved case/Subjects evaluated
4 Improvement rate: Improved case/Subjects evaluated
Table 7. Comparison of MICs among clinical isolates
MIC (ug/mL)
Strain No. of isolates
MCFG AMPH-B MCz FLCZ ITCZ 5-FC
C. albicans 2 0.0156—-0.0313 | 0.125—0.25 0.0625 | 0.125-0.5 | 0.0156—0.0313 | 0.0625—0.125
C. parapsilosis 1 1 0.5 0.5 1 0.0313 0.25

HbHEEZON, T2, 1BITIEDH S, 3BIU6
mg/kg/H D 2 AR ZHRG EINEZHIIBVTIE, 6mg/
kg/H® Cmax (211 ug/mL) '3 mg/kg/H (100 ug/
mL) D) 2 I LR L TwzZ L X ), MCFG Ok E)
i 6mg/kg/HETHETH S LEZ BN,

IR O FIGHE =SD. 13 131 =24 B TH 0, e H&
BLUERICEFRZ CIZIE—ETH - 72,

m. £ 23

BUTE, BN ORI FIERHFEICB VT, MCFG
DA C PN TR ARV B FE % R R R AR &
HL, NEOBEEEZHUREL72d D37 L, MobiEiR3E
&, BRAORBEHER, WA CHEES N R ERR R
WREZBEZICTHEVIRETHER SN TV LO0BUIRT
HbHo LL, BMAENBIZBOTIIEDEENR L S
FHIH AL R, BFRBEDOL ) LEET, EEH

ML) REBIZTE SR BHNT/NBICBIT 58 7%
HEHEZRETRELEEZ LN,

4[], MCFG ORI EWE O /NNEEE TN 2 HE
FRIZ DWW TGS L7258, MCFG I3 & MR D
FEHET, NEEEICBT S50 E3M & wathasi
fEs /7%, RHETIE, ENERRE TR SRR
HOWRE, INTTIHELN TS ENO RN KRR
SRR & AR, A, EYEIE OBSE A, O L,
NBTOHBEHEOZ LI OWTERE L, F2,
WT MCFG DAL ClE—, /NI L CTIRBG#EIG & %2 > T
W5 L-AMB (liposomal amphotericin B) & ®%¢4M 12
DWTH KL 72,

IhF TSN TS MCFG E KRR ER T o %
ANDOAREIL, BT 35/56 61 (625%) THYH, #
YIFIETIE11/14 6 (786%), 7 A F) AHETIE
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Table 8. Adverse events (accompanying symptoms)
All events
Age group Gr 1% Gr 2% Gr 3%
No. of evaluated patients 20 10 7 3
Total No. of events 51 38 13 0
No. of patients with events (incidence) 15 (75.0%) 10 (100%) 5 (71.4%) 0
No. of Classification of severity .
System organ class Symptom . - No. of patients
patients Mild Moderate Severe
Eczema | 2 2 0 ] r
Skin and appendage [----7tTtToooootoorToooooopeooooes i """""" i O R R LSS R ——
diSOrders Pttt oSSl o o fSooSoooooooosgosoosooos
,,,,,,, O D O U S DO
Eruption 1 1 1
Central & peripheral
nervous system Speech disorder 1 1 1
disorders
. . Corneal erosion 1 1 1
Vision disorders [~ s ST o0t ittt et ettty ettty | Heieiete ittt Attt Hel e
Conjunctival follicles 1 1 1
Vomiting | 2 I r 0 ] r
Gastrointestinal | ~ Diarrhea | | R | O T T r
system disorders |  Abdominal pain | T | e I T e T
Constipation 1 1 1
__ Liver enlargement | oo v
Liver and biliary | Cholecystitis | | R | O T R S e R
system disorders Veno occlusive liver 1 1 1
disease
Metabolic and ___Acidosis metabolic | 2 b2 2
nutritional disorders Acidosis respiratory 1 1 1
Cardiovascular - Hype 7r7t7e7x7'.17s (L TRR SR Lo LS SO SRR SR L S PR PR —
. Heart failure 2 1 1 1 1
disorders, general [Tttt ool o oo oooooofoosooooooos
ST elevated 1 1 1
Vascular (extracardiac)
X Redness 1 1 1
disorders
~ Wheezing expiratory |
Respiratory system
disorders

Pneumonia
Petechiae
Platelet, bleeding & R e
. . Epistaxis
clotting disorders ~ [roorooooootoooooooeooneoooos
Hematoma

Urinary system

Cystitis hemorrhagic 1 1 1
disorders V &
Anaphylactoid
nap. y.ac (0) 1 1 1
,,,,,,,,, veaction | Ll
,,,,,, Eyelid oedema | 1 | | 1 | Lo
Bodyasa | | Headache | 2 2 b 2
whole-generalized | Painlegs | I L R R I T
disorders | | Oedema | Voo Lo ] Lo
_ Multiple organ failure | Voo Lo Lo
Graft-Versus-Host 1 1 1
Disease [GVHD]
Application site _Injection site phlebitis | SN LS R AU S Lo
disorders Injection site redness 1 1 1
. Infectionviral | o] LS SR A Lo
H impl 1 1 1
Resistance mechanism ”""'gr'P’e'S”S’l;n}Rg{( """"""""""""""""""""""""""""""""""""""""""""""""""""""""
. Sepsis 2 1 1 2
disorders oo e ettt e el ettty | Eeleiitei ettt Al Hel i
Septicemia
1 1 1
staphylococcal

Y Side effect: Anaphylactoid reaction

? School-age children: 6 = to < 16 years
% Pre-school age children: 24 months = to < 6 years
9 Infants: 29 days = to < 24 months after birth
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Table 9. Adverse events (abnormal changes in laboratory test values)

All events Treatment related
Age group Gr 1Y Gr 2?2 Gr 39 pagtlelnts Gr 1Y Gr 2% Gr 3% pai?::lrlts
No. of evaluated patients 10 7 3 20 10 7 3 20
Total No. of events 52 36 22 110 5 7 1 13
No. of patients with events 8 7 5 18 1 3 1 5
(incidence) (80.0%) (100%) (90.0%) (10.0%) (42.9%) (25.0%)
Item No. of patients No. of patients
RBC decreased 2 2 2 6
© Hemoglobin decreased | | 2 | | o | s
' Hematocrit value decreased | | o | o | s
Platelets decreased 1 1 2
WBC count decreased 1 1 2
WBC count increased 1 1
Neutropenia 1 1
~Fosinophia | | v v
~ Monocytopenia | | v v
© Others (differential WBC)* | | L N
increased
AST (GOT) increased 3 4 3 10 1 2 3
© ALT (GPT) increased | .| | o | w0 || N 2 | 5
 LDHincreased | 5 | s | o | s || R 1
Al-P increased 3 2 2 7 1 1
 yGTPincreased | 5 | 2 | > | 7 | v 2
' Total bilirubin increased | | 2 | o | e
' Direct bilirubin increased | 2 | v s
Indirect bilirubin increased | v s
* Total protein decreased | v v
© Albumin decreased | v v
" BUNincreased | s | v e v 1
Creatinine increased 3 1 4
Sodium decreased 1 1 2
© Sodium increased | v v
© Potassium decreased | 2 | [ v e 1
* Potassium increased | s | v e e 1
* Chloride decreased | | N
Urinary protein positive 1 1 2
© Urine sugar positive | v v
* Urobilinogen positive | | 2 | v s
Urinary occult blood positive 1 1
Blood sugar decreased 1 1
CPK increased 1 1
© Ammonia increased | v v

*: Undifferentiable WBC and blast cells

U School-age children: 6 = to < 16 years

2 Pre-school age children: 24 months = to < 6 years
% Infants: 29 days = to < 24 months after birth

24/42 %1 (571%) TH o720 FRIO/NEHERRETES  BIBIP VDB OD 3IHLEFMIIENTH 72 ThHD
NN oFEMRIL, RESKT10/14 68 (714%), & ZEDPSAEREIZOVTIE, MREBADOHTRE 2%
YIUFRET, 7/11B1(63.6%), T ANV F )V ASE TIIIE <, BIRFREEORE Y D7,
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Table 10. Serious adverse event

No. Sex Diagnosis Serious adverse events Dose Drug discontinuation Relation to drug
1 Respiratory failure None Unrelated
Candidemia ~ [---==-=--mrmmemesiemmmeeemmenes e
Male andidemia Acidosis respiratory 3 mg/kg None Unrelated
(suspected) — foo T
Sepsis None Unrelated
Anaphylactoid reaction Discontinuation Possibly related
Sepsis Discontinuation Unrelated
Veno occlusive liver . . .
92 . Discontinuation Unrelated
Candidemia disease 1 mg/kg
Female |  prtrmtormomssoooosemosoosoossoonol T T eSS oo noo oo
AST 1 None Unlikely
LDH 1 None Unlikely
CPK 1 None Unlikely
Multiple organ failure Dose reduction Unlikely
Pneumonia None Unrelated
Epistaxis None Unrelated
Heart failure None Unrelated
3 Gastro intestinal TblT ””””””” 6 e | D dt ”””””””” Ulkl ”””””
-bi m ose reduction nlike
Female candidiasis =~ foo-eooeeomooe s gk | Coserequation | MRE cA.
D-bil 1 Dose reduction Unlikely
I-bil 1 Dose reduction Unlikely
BUN 1 None Unlikely
crt None Unlikely
Cholecystitis None Unlikely
4 Disseminated ~  [7777TTTTTTTT T TLTIIIIIIIIIIIN  TTTI e
Al-P 3 k N Unlikel
Female candidiasis =~ [---oooooooooo- T —————————————— me/kg | N o T ey
y-GTP 1 None Unlikely
5 Candidemi
andidemia Heart failure 3 mg/kg None Unrelated
Male (suspected)
Graft-Versus-Host
. None Unrelated
Disease [GVHD]
6 Invasive pulmonary Cystitis hemorrhagic None Unrelated
JEE e 3mg/kg [
Male aspergillosis Septicemia
None Unrelated
staphylococcal
Urinary occult blood 1 None Unrelated
WBC t None Unrelated
7 Invasive pulmonary — [-----rmormmoroomesmmeneooneos smake | T
m
Male aspergillosis Other s None Unrelated

(WBC differential 1 )

Table 11. Pharmacokinetic parameters

Mean values (S.D) and [minimum — maximum]
1 mg/kg (n = 7) 2 mg/kg (n = 9) 3 mg/kg (n = 9) 6 mg/kg (n = 1)

5.0 (2.3) 10.2 (4.4) 14.8 (5.5) 21.1

Crax (ug/ml) [3.4-10.2] [3.2-16.3] [7.6-24.8]
, 1.3 (0.4) 2.8 (1.0) 5.1 (1.9) 5.3

Cunin (11g/mL) [1.0-2.0] [1.7-4.7] [2.3-74]

e () 13.0 (1.8) 12.3 (1.9) 144 (3.2) 113

i [10.9-15.4] [9.9-15.5] [11.2-20.1]

—7i, “EWIIOWTIE, WATORWEREIE (H BITEH OFEFICOWT AL L, INEOBEEERE LT
PerE R + B R M fE S ) 1 21/67 B (31.3%) TH Y, DRERIIZT F 714 5% =S ETTHo720D
SEO/NEREBETH SN /PR OBIEHERRIZ6/20 @, Zhid, RACBITAHERRBECTRIED TV R
Bl (30.0%) &IZIZFAZEORETH - 720 720 L2 L, AR ATOMISHEHOTBHEICT
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FREDHERSEALNTED, BATORMLEICTHBRL T
HHMAERTH o720 $72, /NEOERMAME R ZE
i, wIndENRABRKRBICBW RO LN TY
72 DTH otz ZOE I, AST EA., ALT L5,
y-GTP FAEDFEERETH - 7205, Ihbidvnth
DEELRLDIELL, FHEKEERARER OR G H
ERBEABELLRVWEETH 720 INH6DOT D,
ARIEHO/NBITHK T B 2L, MEEIP Wb o
D, WAL T, ZORBAEL L CHEBEICKE 2%
BiZhwekEz oMl

KRB TH SN Z/NRBICBT 5 %% 5 (1 mg/ke/
H, 2mg/kg/H, 3mg/kg/H) DHEYEFE T 2 — 5 fii
(Cmax, Cmin, t») %I TIZHLN TS EPIE
ANEERBBRTHEHON TR E B L 720 RADK
5+ (50 mg/H, 100mg/H, 150 mg/H) ® Cmax &%
hzh 516, 937, 1287 ug/mL T Y, Cmin & 141,
280, 368 ug/mL TH o720 MAOPG-EIIHERH B 7=
D OHE (mg/body) THAH720, NEEFEBOEKED
720 o hE (mg/kg) ISHIELT, AEBXUHAD
Cmax BX U Cmin # 5 ®ICFLTTey T 5L,
WINHIFIZHE CEMREICH D, H5=ICp L7 BE5R
DD SNz FWICOWTH/NBERATIZIZEL
Thotee Tz, BEFMBHICIVEONINEDSY
7 5 v A (posthoc CLt, mL/min) {3&H & IEDOF A
FOOLNTDS, RETHIELZZY 75 A (mL/min/
kg) L FEWMOMBRE 7Oy b5 E/RBERADORIZK
xR o7,

L7228 TAREANZ, AEICEREHYEE LTS T
52 8T, BALTMOEANBEIEONEEEZEZ LN
72

L-AMB iZaidE a1 <, MCFG LAV CEA/NEGRAE T
HRIEBZ IS LT, RBREEEZ D > TV EEATH D,
WSO R RBREE 2 B W ONEOE RS H 0, st
TI/NEOBHIKEINTEY, L L, S TL-
AMB ZEIN/NRER &R R & U 7= BRSO ART  #Hs
STV, AR ABNIC BT 5 LM 5 0k
B, ASCEIC X B EIVER (BRI o RH 228
rEt) ORBEDN80/91 B (879%) THY, FhREIE
FNF# 54 61 (59.3%), KAV ™7 AlAE 24 1 (264%)
HETHY, WEMEMOEFEEHIE, BUN M 10 4
(11.0%), Iz LrF =86 # (66%) Lit#k s
TWwb, MCFG O EIN/NBER L ORENZ KT 5
&, ER L dAMERRERODE R, WRER, EMKD
EWEEND D, ISR TE 2wy, 2ERoIfEH
DFEBERIE MCFG DM BRI E O 2 Z DO
T, MCFG i3 L-AMB THIiZA b7z BUN ®RIfiLlth 27 L
T F = OMMOBWERIZIZE A ERD L7205, I
PEBER S IC BT 2 RE LB % FICHRD 72,

Dbz ent, REANIBRAOKBHETHL A~

UFEESOmg/H, 7 ARNVFENZHE50~150 mg/H (&
bICHEAE - HIARBIICIE 300 mg/H F THERE) & BA
BEAOFIYKRE G0kg) H72 0 IZHEE L7z 1~6mg/kg/
HoOHEMRTHRA L ZIZREOF RN, 2t NS
BOEONZEEZON, NERESERERE IS L
TOHMALBEAE 20 2 LSz,

@O

/NSRRI T O BRI O E ML R B2 & & A% IS
Db b, KRBT W2 W TRROEET
BLOKEBREDOIZ, EIEH LTS,

e ERFWEENER AMRR T, AR bR
JESEL  TR#E, SRR Z ke NEERE AN,
WK FZEZIBAN B KRB ENER AR, B2 A
Yoy — R NERE BoRE, BN A R RENE
B OIS, A RS- IFREENER R ILFEE,
FAERRZMERBENEE IR, HRFEF
M Em b/ NERE PR, R REERY ¥ —
ANBAR EIERE, KBUFVL R IRMEREERE V¥ —
ANBARE g, ELREBEIUNASA & v 5 —/NERE
WA, JA dviEE R A R AR B/NER 32,
B TR OR B AR A KR BN B R ek
H, LR RPEHEEAER B4 BN, SmRIEA R
K FEMA SR EAER/NER =EEHEZ, ®I
F ) R MEORBNERE I, IR RFEE R R
Be/JERE =, #RRIRAL 2 &b B i E 5 R
YRR, ZERPFESMMIEREENER EF, Jul
RFEWBENERE MR EE—, B KRR =B b s e s
BR RIE—

(TRERFE a4 BE O TS CREIR)
X ik

) et VEILGEAE, NEBA, BESEMY, RTE
Z, W i, B Micafungin® Candida albicans® & O
Aspergillus fumigatus \Z3 3 5 E AT O L1 B
X O REEITE. H A LSS 2002; 50 (Suppl 1):
209

2) WHEICH, KkFZE, It # RTEE, 8 %,
% B—, Mt Fx 71 VRPUERE micafungin
? in vitro PLE W G HAILESRE 2002; 50 (Suppl
1):8-19

3) Kohno S, Masaoka T, Yamaguchi H, Mori T, Urabe
A, Tto A, etal: A multicenter, open-label clinical
study of micafungin in the treatment of deep-seated
myecosis in Japan. Scand J Infect Dis 2004; 36: 372-9

4) F OMsE  BIEERGWE. /AENE 2002; 34: 103943

5 WIIEN, IWOE=, 5 F, NEFH— B85
W, TR OE PEEBRRFGONA I A4 v, HA
LHESTE 1998; 46: 410-37

6) HAR LD  PUREIC X 2 IBREMICBIT 5
IR, ERRMAERE oX) g, AARILEESEE
1991; 39: 687-9

7) Tabata K, Katashima M, Kawamura A, Tanigawara
Y, Sunakawa K: Linear pharmacokinetics of mica-
fungin and its active metabolites in Japanese pediat-



VOL.56 NO. 2 IR GRAE M B RE BB 12 B 1) A micafungin O R SR 201

ric patients with fungal infections. Biol Pharm Bull 1843 H 6 H), 2006
2006; 29: 1706-11 9) T AYEV—2EiEEEN0mg A CE (2007 4 7
8) T AEYV—LHiEFHEH 50mg FAK R E PR HEETH 2 )

Efficacy, safety and pharmacokinetics of micafungin in pediatric
patients with deep mycoses

Keisuke Sunakawa”, Ichiro Tsukimoto”, Yoshikiyo Toyonaga®,
Yukiko Tsunematsu”, Naoichi Iwai’ and Yusuke Tanigawara”

Y Division of Infectious Disease, Kitasato Institute for Life Sciences, Kitasato University, 5-9-1 Shirokane, Minato-ku,
Tokyo, Japan

? Department of Pediatrics, Toho University Omori Medical Center
(Present: Children’s Center for Health and Development, Saiseikai Yokohamashi Tobu Hospital)

¥ Department of Pediatrics, Sekishinkai Sayama Hospital

Y Division of Pediatric Oncology, Department of Strategic Medicine, National Center for Child Medical Health and De-
velopment
(Present: Visiting Researcher, Division of Pediatric Oncology, National Center for Child Medical Health and Devel-
opment)

® Department of Pediatrics, Meitetsu Hospital

% Department of Pharmacy, Keio University Hospital

We studied the efficacy, safety and pharmacokinetics of micafungin(MCFG) in pediatric patients with
deep mycoses, and conducted a multicenter, non-blinded, uncontrolled study to estimate the pediatric dosage
and administration schedule. The results in the 20 cases that were enrolled in this study are as follows:

1. In terms of the overall clinical effect, the study drug was “effective” in 10/14 cases (71.4%) overall, 7/11
cases (63.6%) of candidiasis, and all of the 3 cases of aspergillosis.

2. The percent incidence of adverse drug reactions (accompanying symptoms) was 5% (1/20 cases), and an
anaphylactoid reaction occurred in 1 case only. The percent incidence of adverse drug reactions (abnor-
mal laboratory test value changes) was 25.0% (5/20 cases), and the most frequently seen events were liver
function disorders, such as increased AST, increased ALT, increased ALP, increased y-GTP, etc. None of
these events were serious, and it was not necessary to discontinue or decrease the dose of the study drug
in any of the patients. The adverse drug reactions were not dose-dependent either.

3. Both Cux and Coin showed linearity in the dose range of 1.0 to 6.0 mg/kg/day based on the results of the
pharmacokinetics study. The half-life was approximately 13 hours and was generally constant, irrespec-
tive of the dose level and age.

Based on the abovementioned results, the efficacy, safety and in vivo pharmacokinetics of micafungin in
pediatric patients, including school children, infants, and nursing infants, at doses (1.0 to 6.0 mg/kg/day) cal-
culated with body weight adjustment from the approved adult dosage (50 to 300 mg/day), did not differ
widely from those in adult patients, and the drug is expected to become a useful drug for pediatric patients
with deep mycoses.



