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WEA L7z RGBT, MCFG D 25mg 72379 RE L CABAEREKY 1M T1
H 1M 7 HEEIRMICEERGIEA LTze TR, UTOREZ 572,

1D AREIGERTZLEZOLNEAEIAEEDONT, ZEREIRETH- 7,

2) MR REACREEE ISR TRCES E 2D, 20K, 2/ TlNE L.
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HARE O A 48 (Vd.)

BLUOEHZ )T 7Y A (CL) IZI3HGERMTENRO SN Lh otz Tz, HGBRMBKRH T

OIMEE PR A T R (AUC,-) 3B & U

P MR (Coo) 1 3HG-RAIZILHI L THIN L 720

INLDOZT EHND, REOKNBRIIMETHSL LEZ SN,
4) EHEGICBT 5 REEROMBEPEEZSE 4 HICEFIRBIEL, EHRS X 5B/

bROLN oz,

5) IR, 5y bBIUA X TRO LN MAEH YO M1 (AFa—Vik) BLXOM2 (£
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Micafungin (MCFG) &, FEREM TEHRKSHITID
A I N/ F v 71 VRERIE GRERZED — F: FK463)
ThY, ERIERN MR EZRERR SO0 DT
5 1,3-f-n-glucan DE/E % HET 2B BT 2 4
L72HGTHMERETH 5, AFITRIEMEFNEO IR R
HWThrHyI¥E, TARVEVRABRLREICH L TER:
REBEENEREEEZRL, T, 7 2A0EFEEB LD
IR 23 G 2R U TN 2B R 2 R 2 & SRR S L C
WwhpI,

4, Ko b ToORENB X OEYBIEZ RS 5 H
P CREEE AT T % 3BT EE T AR % 0t L 720 HL.ml 35
BRI 1997 4 2 H~6 A, BIEH -3 BR1E 1997 4E 10 H~
11 A RBREGE RSB TR AT IC TERG L 720 2B, RNHBRIZ
BB IMHEL & ORPEWIREZ S IR HEEAHBERO
Wk, pRaXath B AR = BRIR A FERT I THEME L 72,

L. & B 5 &

1. REREE

AiREETIE, MCFG 25mg (Jifii) ¥4 7V (Lot
No.711967K) B £ ’50mg (JJfili) /S 4 7 IV (Lot
No.712067K) %Ml L7zc DN OEHFRFRIETTH
flicRL7z0

2. BERH

O OE
RABROFERIZEE L, SMAER I LT, KB
Hiw, HiE, etz Eiiont, XEZHWTH %
FAEIT, HREBICX 2 LHETOMREZE2. AR
S oOERBLRIEAANDOBHE & L.

2) BERHE O

RSN E LT 2RERAD T OLhns, A7)
—= B (B, WA D L OCHAIRA) O
Rxd i, RABoxtfE LC#Y & e shi: 36
LEREEE LTRHALZ RIBL-EEBEEOYRE
Tables 1, 2 /R8T HERFE D E#IIL 20~56 %, AE
13 51.0~80.6 kg, HEiF161.4~182.9cm TH - 720
3. BZLEERBIUVELGHE

Hi 5B cir, AMAERICEM L7 MCFG @
2.5, 5, 12.5, 25 7213 50 mg %, 2K, WKV
7 & 2 R 2 TRIIR NI E SR e E A L7ze F
72, WAEPGRERTIE, ABAYE 100 mL (2R L 72
MCFG @ 25 mg & W&, iR 72 v 1R 2
G CERIRNIC B RREA Lz 28, REHRGRERT
77 e R BEERRT, ABMAERE FEo TR L

*RBUFF W T L . 1-6
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Table 1. Background characteristics and allocation of 27 Table 2. Background characteristics and allocation of 9 healthy

healthy male subjects in single administration male subjects in repeated administration study
study . .
Group Subject no. Age Weight Height
Dose . Age Weight Height (yr) (kg) (cm)
Subject no.
(mg) (yr) (kg) (cm) 1 97 75.1 179.5
1 33 72.7 172.8 2 22 63.0 178.7
2 56 59.3 171.5 4 20 54.5 174.6
2.5 3 32 69.1 173.2 Micafungin 5 20 60.1 178.2
- 6 29 72.7 172.7
mean 40.3 67.0 172.5 25mgu.i.d. 3 03 639 1829
S.D. 13.6 6.9 0.9
mean 23.5 64.8 176.6
4 50 77.1 173.4 S.D. 57 78 o1
5 47 59.7 172.6
6 27 63.1 171.8 3 22 51.0 169.1
7 41 54.8 172.9 7 20 61.0 182.6
5 8 40 64.9 171.0 Placebo 9 20 62.2 181.4
9 32 72.9 177.9 mean 20.7 58.1  177.7
mean 39.5 65.4 173.3 S.D. 1.2 6.1 7.5
S.D. 8.7 8.3 2.4
n - AR WU G, O BB S b 12, B b llbE
12 49 64.7 166.9 T, HEEROWNE, BE, BHEORD X OHEHR
13 36 62.0 166. 1 IR L.
12.5 e
14 35 64.0 177.0 9 B =
15 33 57.3 166.9 N I e
o2 o4 592 HnlPe 5B Ck, $e5an, $#5-B%E% 05, 1, 2,
SD. 6t o1 o 3, 4, 8, 24, 48[ (25 5 % 0°5 mg BETI3 51
16 56 671 166.3 Gtk 24 I £ C) ICHEM L 720 KEHRGEEBRTIE, &
17 49 64.3 169.8 1 Ho¥hmar, ¥5-0iKB#% 0.5, 1, 2, 4, 8K, 2
18 44 74.2 177.9 ~7 Ho¥Ga1, B5-G# 1R, B8 H (ks
19 44 65.5 180.3 4% 14 A =} "5‘( Ju 2 % 1 -

25 20 36 R 1614 Eﬁ&ﬁ{ﬁ 23 W), %9 H Uik 5 -Bintk 47 KelH) 12
21 28 63.4 175.7 FhiL 720
mean 42.8 64.7 171.9 3) MR
S.D. 9.8 6.6 7.3 HmEP5REacit, &5k L OBERIC, REERS
22 49 78.8 173.9 RERTIE, 81, 4, 7T HO®&GATE X OHBEEHFIZ, Table
23 51 73.2 170.4 SIRTHH A BAE L7
24 48 79.3 178.9 [

25 45 63.2 173.0 4\) ﬂ%l‘?ﬁﬁﬂ . .

50 26 36 80.6 180.8 Hmh T, MmE - Rdafs L O, %5
27 40 591 167.3 i, %5 MRk 2, 3, 4, 6, 8, 12, 24, 48[
mean 44.8 72.4 174.1 (2.5 B LU 5 mg #ETIIIXG-BMAEE 24 B £ T) 1T
S.D. 5.8 9.1 5.1

72o REHEGRBTORFIZONWTIE, H1, 4BI Y
THOWEOALUTOA=Z 2 —I12#—L, Fhliofi
FIZOWTIFFICBE R R T o 720

O—Ny 2 70g, ~—HF1 Y 5g, F—X20g,
FEP 1M, ALYV 2—RA100mL, KIEHI VY
150 mL (#87 @) —#J 460 keal, &FE 22 g, MBI 17 g,
E 57 g F21E) o

4. ZEMEOBKEEH

P2 558k X Figs. 1, 2, RE# 5B Fig. 3 12
IRTREEAr V2 — W L72h, DITFOEH # AL
720

1) HiIEER

B L7z HEHE 12 SO ERIE, $e5-0T, H%5-Fihk 2.5,
4, 8, 24, 48K (2.5 B L U5 mg B ClIH5-Fn%
24 W ECT) IKME L7 F72, 591, LERHO
WE= 7 —%fTo7

RGP G- BT, ME - BRI S X ORiRIE, 551,
4, THORG 1, &5-H6G%05, 1, 2, 4, 8, 121
M, %2, 3, 5, 6 Ho#5 0, &5k 05, 1K
M, %8 H M5 Bints 23 M), #9H Or#
Pe G- BG4 47 BERD) 1CHAE L 7zo AR 12 0B
X, 1, 4, 7T HoGqH, &S5RG 1.5 KR, 59
H G5Bt 47 KR (IS L7z, %1 Ho#K
Bz, ODEMOMERE= Y — %2 1To 72, BRI,
ABEH, #3H (F5-Bn% 9MER) BXOHE8H (k
WP LB 33 R 12, 7z, HhMER, £1B
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Fig. 1.

Schedule of single administration study (2.5 and 5 mg dose group) .

Day 1

‘ Day 2 ‘Day3 Follow-up

Day-1
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A

Subjective symptom

Medical examination

Laboratory tests

O|O |0

c)

Plasma histamine concn.

Audiometry © O

Plasma drug concn. O O|lO0 1|0

O|lOolO|O|O0O]O|O|O|O| O

Urinary drug concn. O <
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) 1 week after dosing, b) 9 weeks after dosing, 2 Only for 50 mg dose group

Fig. 2. Schedule of single administration study (12.5, 25 and 50 mg dose group).

X4 HoOGHI, #I9H (RS FHE 47 RERH)
g L7z AREIXEE 1~9 H OBARNIIHEE L 72,

5) HEMAE

B G5B 5% 1, KEHRSRETIE
PG4 LI HE R A% L 72 (Figs. 1~3)o
WERMAER I, TVTI /2L T7F v bR,
ABME R EF—& L7z (Table 3).

5. HEWBIEHRE 0720 ORINE & URE
REALK, 5 v B LUA XTRD LNz 2O

HERBFWML (B T7Ta—0N1k), M2 (X FFI1K) O
Mg, Reh e s X ORZALR O M4 rh & P
EREMEFT 5720, Figs. 1~3 IR TRBEA Y ¥ 2 —
WAZ L7205 THRILB & ORIRZ 4T - 726

1D % I

B4 5T, b, 5% 0.5, 1, 2,
2.25, 2.5, 3, 4, 6, 8, 10, 12, 24, 36 B X (N 48 I
B (25 B L5 mg %5 TS FMG%E 24 Bl £ ©)
WCERIMZ AT > 720 ARG RBRTIE, 81, 4, THOD
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Table 3. Parameters of laboratory tests
Hematology WBC, WBC differential, RBC, hemoglobin, hematocrit, MCV, MCH, MCHC, platelet count, reticulocyte count
Blood chemistry Glucose, total cholesterol, HDL—cholesterol, triglyceride, total protein, albumin, A/G, urea nitrogen, uric acid,
creatinine, total bilirubin, direct bilirubin, AST, ALT, y—-GTP, LDH, ALP, LAP, CK, amylase, ChE, Ca, P, Na, K,
Cl, CRP, haptoglobin
Urinalysis Specific gravity, albumin/creatinine ratio*, pH, glucose, protein, occult blood, urobilinogen, sediment

*Not measured in follow—up

e 505, ¥5-BMK% 05, 1, 1.25, 1.5, 2, 4, 6, 8,
12018, 42, 3, 5, 6 HoHKLHl, H5BMm% 1R
i, %58 HOmMIG Gk 24, 36 Wi, £ 9 HO®
WP 5P 48 BERNICIRILZ 1T - 720 KW T, MK
5mL ZA % ¥ F MUY ABMORME IR L, 4
C, 38,000 rpm T 10 430 L 7zo #0HEIC & 0 15
SNz 1.5 mL A, AR O 5 % 8T 5 72
W, HYKTIHMMLAY VERER 15ul 2R L,
4 SR B 2 W £ ¢ —80C DL CHUREIRAE L 720
F 7o, REHRGRABEOE 7 ARG HG# 1R,
REALKRD P &GS R OME D720, 1K 10 mL
ZHH L, 4C, 3,000 rpm T 10 - 5E 0 L 720 350
SrEEC X D SN EE 3 mL (i, ) VERIET & AN
9, WERF THERT L7,

2) ® R

B RERTIE, &G (AKy MR), &Gk
% 0~4, 4~8, 8~12, 12~24, 24~36 B X ¥ 36~48
Wi (2.5 B X UF 5 mg #%5-CTl3¥ 5-BltaHE 24 KR £ ©)
DRZFIL 720 EHRGRBRTIE, 1 HOKSH
(AR MR, HL5BIEE 0~12 B X U8 12~24 K,
8 2~6 H OS5 BMhHE 0~12 8 L OV 12~24 BElE, 4
7~9 H OG- FIEHE 0~12, 12~24, 24~36 B X
U 36~48 DR # FRIL L 720 FRIRBAZNDOARILDOWL
HEWT 5720, 5% Tween 20 B 50mL #H 55 U
DEGITHEM U720 WREEWE L2, 10 mL ZRE
e FE T —80C LT THAEMRA L7z

5. Em{k

REAR, M1BIOM2 0M4Es X CRApEED
HE X, SO EE %2 w2 HPLC #:02 X D 175 72,
AR K B I PSR Y R o i w2 BRI i 4 50 L &
VT 0.050 ug/mL, RI#EDIRE D Z 1% 5% Tween
20 EHLTRM A D JR 100 uL % HI v T 0.025 ug/mL TdH
of:o

REALARO AT RAEGEORE (in vive ) 13,
Y brY7Y)— (MPS-3, 7Ia ) ZHWAR
BB TIT o 720 Thb D, BRAVEMETHS Lz
BB LW OB REZ SO E v
HPLC I X 0l L, Mgl GRIgE) &l
R GERAMIRE) »OIERAaRIsRERENT S 2
L2y, mEEhEAKGAGEEZ RO, b, MEETR

BEAME CIBHOh IR A E BRI IS 2 5 2 LTS
N7/, MAERFHT 10 ug/mL #EFEH S O MCFG %
WML - 0BRAMEFREME Lz, /2, HIEC, in
vitro TOIMMBEPEARKAEELZRD L7290, 77 R
PORM L7275 > 7 1142 MCFG % 10 ug/mL D
FEWZ 72 % X ORI L 7238 BHZ D W T BAMEEZ N
E L7

6. VB EEAT

1) FYERE T 2 — 5 O

WY F) E )X 5 A — ¥ X WinNonlin (Scientific
Consulting Inc.) ZHWT, EFNVICIHLWHET
B L7 $7%bbH, MCFG $%5-1% 0 5 25 ML 4E v i g
(Coae) B &£V Conax FIEIER] (Tow) VXA & 15 52
Koszo HEMEER () &, HEHS B X O RER
L1 HoznEnie 54 8 e LI o M4 v g %
SR L, $IERNREICL Y RD I, HIMHDF
W (te) EIn2/B TR L, KEHSHEL 48
LT HOWEEMERKST 2720, ThZFhofbh#%8
W20 5 24 WEfH £ TOMBERIREED S W T ok
FERE (Bap)s I (brow) ZHEM L7z MR
BRI R AR TR (AUC) 122w, Hiiz 5 T,
B LRI % To AUC (AUCo.) % AUC,-.+C.
/BTHM Lz, 22 TAUGC ImEHZER ) T
DAUCTHY, BIRANTHM LA, 72, C.LT
IR/ 3k TR D - AN E R E DR E O el %
vz, KEHRS T, 81, 4B X7 HDAUC, »
A ANTHEBT LB, F1HIZOWT,
AUC, % AUCo-2s+Co/ By THEHH L72e &H 2 VT 5
¥ A (CL) 1, HE#5E Tid MCFG 05 % AUC,
TBRL Tk, KEHESTIEHET7HD AUC. THRL
TRDze SHIC, RETHRLAZCL DEHRL A K
B 512 BT B EHIRBOSAER (Vd.) 1FE— X
MR W, H5E/AUC,. X FIHHE KR (MRT)
PHEM U7z SRR SRIZR PR 2 P 5= TR L
THEH L,

2) EFNANDOHTIEIO

REALKRD EFNV~DDH T3 X WinNonlin %
Tiolze EFVELTRUTIZRTORDA ¥ T
FEETARELZ2-T %= A Y FEFLVEHW,
WA 1y & L7z
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& 5-H: Wa T, WIS %30 HicmEL, HFRixS5%

C,=Alexp(—at)—1) +B(exp(— ft) —1)
P GHET 1
C,=Alexp(— at) —exp(—a t—T))
+Blexp(— ft) —exp(— f t—T))
T,
C, = AT B
t =R
T =¥ AR
A=DKu—a)/(TVe(a—B)a)
B=-DXu—8)/(TVecla-B)B)
(Zﬁ =KuKa
(1+ﬁ:K12+K21+Ke1
D=4
Ve=t Yy SV av)— X NOBAERE
a, B, Ko, Ka, Ki=#EEH
EL7
BB A =7 L LTIE, EFVANDHTIIDOT
E#EHEOLN5 Ve, Ki, Kn BXUOKLUAHZA, B, a,
B, Vdu, tus, Cuw B EPTAUCIZDOWTHHEM L 720
REP M1 DOETFNADDH TIED L EBRITAT - 720
EFNVE LTI L ROABHEEER (K) LHREEE
B Ky ZAETAUTO1I-0 = XAV FEFLE
iz,
C,=C(exp(—Kut) —exp(—Kit))
22T, ClIfRHTH B, £/, HoNlNT A =%
% HI\ te, AUCo., EFARREIZIBT B P34 i
(Co) BIUERAE R #HHLZ. &8, C.BX
CRIFUTOXTHE L7,
C..=AUC,../24
R=1/(1—exp(—24K.))
7. WREHEAT
WSRO EMBIE ST A — 5 OF£HGRIZBIT S
HEFHIT 5720, B, tus, Vd., CLBXUHESET
Bl CEHALL 72 Cow B L PAUC, 12DV T, 5~50
mg O T—ICHE 55 AT B & U Tukey D% HE I
2T 5720 Cuuw B & AUC) 2D W T3 G- RITK
T B EMREE I AT 5 720 F 2, AERR G- RO B
HENT A — F HORBFN 2 2 OBEIZOWTIE, ZIohd
BB L Tukey DL EILBEZ/To72 2D
DOMEIX SAS (SAS Institute Inc.) ZHWTHrV, M
W 5% % A EAKEEE Lz,
Im =

-
[

BR Bk &

1. #&Eh

1) HiEe G ek
FTRCOBFEMEORE R % Table 4 12, F72, WEIEE
K% Table 5 IZ/x L7z,

B 5RO 125 mg 50 1412, &5# 18 H
WCHIBE X OZ NI ) B O TR L 72, @b

75 HIZIHR L7z MEFRIE, HEHES T, %51 13
HIZHHLTWAHZ EhE, RELOREHRIZIEA
=L eIl L 72,

25 mg &5 D 1412, H&5-HMGH% 6 KM X ) H I
RO DI FRi~FE, K~ TS, &
TR g~ B, T PRI T L 72 YRR
IZBWT, Bt s LT, BIgE, ¥vzfviz PCA
BB & 2 Pifkieds, $LMCFG Puikfli, V) >/ S5kG%
LR, MifEdhe 2% 3 VB, in vitro TOXRKIMEF
WP DO RS I VlEBERICO W TRE L7225,
HEF RO SNk d 57 (Table 6) » 72, invitro
TOL FMRMMIFEREERN SO X 7 3 VilEEE, 5
v b B2 MR O B SR 12DV T B MEF L 728, A
ERFEOMBERET ZRBEIEON L Do 72
(Table 7)o TN O DMEMR LD, KR L OREHLR
725 A% L EHIR L7,

ZOABIZ, BAERER, ERRBAEMEZ Si2BwT, K
PEGIGRERNT % &% 2 5N 5 BEHTRIEERD 5 ks
of:o

2) B GAER

FTRCOBFERMRAEDO R % Table 8 12, F 7z, FWLEE
IR% Table 9 IZ/R L 720

AP 5 BT, BUN OB ESAD, AEHLG O
24 THTBLVIHICHAD N7z (Table 10), [k
W7 7RG TH 28/ THEI HIZRD SN, BUN D
FAFAZEAEMNE TS L REL D EWHE 9
% 8 B A BNz (Fig.4)o —#IZ, BUN @ L5
TR T ICRRT 22 DL 0, 7L T7F=v
WCEBIRD SN o7 T2, BRI TIES L
TEATAZIEPHOSNTWAILEE fo-v 470 7TT
VrBIWa-—~A7ur7a7) raeBiflE L7zas,
HE3@Boonieh o7 (Tableld)o TNLHD T &
5, ZOEBIBIEOLERIC X B REEAEH W EE X
SN7zo BAIMEERICOWTE R 7204, HKiE 0K
BIREOHEELSBENTH Y, Tofh, Bk, HILE
W7 El22onTd, ZORRERET LHTRB L O
AR XD SN Lol LA T, WL
FRIEAPTH 225, BHOEED L IZERABESMN
2 & BEBRBEAALAR N T U R AT W & & 2 72

OG- RBRCRADPBRIAL -2 eh s, IERSR
BRCIdmiEh e 28 I ViREOMELZER_L /2L 25,
ARERE5 D34 (Nol, 28BLU5) Tl BRE L
AVED SNz B4 HEGHRTRIC EAPRD SN
228200V TIE, H1BLIOTHOHERTEICIZ
FRFEDONT, L EICBTLEERERD -7
CROLNL Doz, 9 H G5 Bint: 47 FEH)
W EADPRD LN 141220 TYH, H5EHEhICIX
EAEREOONT, BRERIBD N Lo/ Th



110 H A At % 8 8 % & M R DEC. 2002
Table 4-1.  Clinical laboratory findings in single administration study
Subject no. 1 Subject no. 2
Parameter Normal range
HO H24 follow—up HO H24 follow—up
WBC 31-94 (10*/uL) 49 55 54 64 55 64
_ | Neutrophils 42-74 (%) 56 62 59 64 70 72
;g Eosinophils 1-8 (%) 2 1
g E Basophils 0-1 (%) 0 0 0 0
-;5 Lymphocytes 19-48 (%) 38 32 33 30 25 22
& Monocytes 2-7 (%) 4 4 4 5 4 5
é RBC 410-573 (10*/uL) 480 476 487 462 434 448
£ | Hb 12.9-17.6 (g/dL) 15.3 15.1 15.5 13.6 12.9 13.2
T | Ht 38.1-49.7 (%) 43.6 43.0 43.8 41.3 38.8 39.8
MCV 82.7-95.1 (fL) 90.8 90.3 89.9 89.4 89.4 88.8
MCH 28.0-33.4 (pg) 31.9 31.7 31.8 29.4 29.7 29.5
MCHC 32.5-36.5 (g/dL) 35.1 35.1 35.4 32.9 33.2 33.2
Platelet 12.4-32.7 (10*/uL) 19.4 19.6 20.6 25.7 24.2 23.4
Reticulocyte 4-19 (%) 9 8 14 6 7 6
Glucose 79-108 (mg/dL) 90 95 93 107 105 96
Total cholesterol 109-239 (mg/dL) 181 188 178 193 184 193
HDL—cholesterol 37-71 (mg/dL) 52 50 45 56 53 57
Triglyceride 35-183 (mg/dL) 56 68 70 72 79 39
Total protein 6.1—8.1 (g/dL) 7.1 7.0 7.2 7.0 6.9 7.3
Albumin 3.9-5.2 (g/dL) 4.2 4.2 4.7 4.4 4.1 4.5
A/G 1.42-2.36 1.45 1.50 1.88 1.69 1.46 1.61
BUN 8.6-20.6 (mg/dL) 19.1 17.6 14.6 17.0 18.9 20.2
Uric acid 3.7-7.9 (mg/dL) 6.6 6.0 5.9 6.2 5.6 6.5
Creatinine 0.8-1.2 (mg/dL) 0.9 0.8 0.9 1.2 1.0 1.1
Total bilirubin <1.4 (mg/dL) 0.7 0.7 0.7 0.3 0.3 0.4
Direct bilirubin <0.9 (mg/dL) 0.5 0.5 0.5 0.2 0.2 0.3
AST =56 (IU/L) 18 14 16 16 13 18
.*E ALT =61 (IU/L) 22 19 18 12 13 15
£ | y-aTP =32 (IU/L) 13 13 14 20 19 19
< [Lom 160-366_(IU/L) 270 247 274 300 273 315
E% ALP 80-233 (IU/L) 86 84 87 90 88 98
LAP 34-68 (IU/L) 38 38 39 41 37 39
CPK 37-259 (IU/L) 141 163 98 91 78 102
Amylase 55-214 (somogyiU) 100 112 107 116 117 99
ChE 0.68-1.55 (ApH) 1.38 1.34 1.40 1.12 1.02 1.05
Ca 4.1-5.4 (mEq/L) 4.4 4.4 4.6 4.6 4.2 4.8
j'; P 2.5-5.5 (mg/dL) 3.9 3.1 3.7 3.3 3.0 3.1
% Na 135-147 (mEq/L) 144 144 142 141 141 142
Z |K 3.3-5.0 (mEq/L) 3.9 3.9 4.0 4.0 4.0 4.1
cl 96-110 (mEq/L) 108 108 103 105 106 103
CRP <0.5 (mg/dL) 0.1 0.2 0.1 0.1 0.2 0.1
1-1 150-325 (mg/dL) 219 211 206
Haptoglobin 2-1 96-350 (mg/dL) 236 210 240
2-2 30-252 (mg/dL)
Specific gravity 1.001-1. 040 1.035 1.033 1.024 1.025 1.028 1.018
pH 4.5-8.0 5.5 6.0 6.5 5.5 6.5 7.0
Glucose (-) - - - -
i Protein (=) ~ (%) * - = - - +
Tg Occult blood (=) - - - - -
E Urobilinogen (£) * * * * * *
RBC (=):0~1/f - - -
Sediment
WBC (—):0~2/f - - - - - -
Albumin/creatinine 3.5-14.0 4.4 6.5 4.2 4.0
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Table 4-2. Clinical laboratory findings in single administration study
Subject no. 3 Subject no. 4
Parameter Normal range
HO H24 follow—up day 19 HO H24 follow—up
WBC 31-94 (10*/uL) 63 66 51 74 62 88
_ | Neutrophils 42-74 (%) 69 71 64 58 49 59
& Eosinophils 1-8 (%) 2 2 3
§ g Basophils 0-1 (%) 0 0
?’Qi Lymphocytes 19-48 (%) 24 24 29 38 45 34
B Monocytes 2-7 (%) 5 3 5 2 3 5
?°3 RBC 410-573 (10*/uL) 464 469 457 412 411 407L
g Hb 12.9-17.6 (g/dL) 14.5 14.8 14.4 14.5 14.5 14.3
T | Ht 38.1-49.7 (%) 42.4 42.7 41.6 40.6 40.5 40.4
MCV 82.7-95.1 (fL) 91.4 91.0 91.0 98.5H 98.5 H 99.3H
MCH 28.0-33.4 (pg) 31.3 31.6 31.5 35.2H 35.3H 35.1H
MCHC 32.5-36.5 (g/dL) 34.2 34.7 34.6 35.7 35.8 35.4
Platelet 12.4-32.7 (10'/uL) 18.1 18.4 17.0 17.8 18.4 17.1
Reticulocyte 4-19 (%) 13 14 14 7 6 8
Glucose 79-108 (mg/dL) 101 97 88 97 95 93
Total cholesterol 109-239 (mg/dL) 190 194 211 221 226 226
HDL—cholesterol 37-71 (mg/dL) 54 51 52 31L 27L 33L
Triglyceride 35-183 (mg/dL) 101 151 103 174 207 H 137
Total protein 6.1—8.1 (g/dL) 7.1 7.1 7.0 6.3 6.3 6.7
Albumin 3.9-5.2 (g/dL) 4.3 4.2 4.5 4.0 3.8L 4.1
A/G 1.42-2.36 1.54 1.45 1.80 1.74 1.52 1.58
BUN 8.6-20.6 (mg/dL) 17.8 18.3 121.6 H 15.2 12.9 14.2 13.6
Uric acid 3.7-7.9 (mg/dL) 5.5 5.3 4.5 6.5 6.6 6.2
Creatinine 0.8-1.2 (mg/dL) 1.0 1.0 1.0 1.2 1.1 1.1
Total bilirubin =1.4 (mg/dL) 0.6 0.6 0.6 0.3 0.4 0.4
Direct bilirubin 0.9 (mg/dL) 0.4 0.4 0.4 0.2 0.3 0.2
AST =56 (IU/L) 13 14 15 13 13 15
jg ALT =61 (IU/L) 19 20 16 8 8 10
£ | y-GTP <32 (IU/L) 15 16 14 16 16 17
E LDH 160-366 (IU/L) 261 256 268 226 218 270
é ALP 80-233 (IU/L) 110 115 112 145 142 138
LAP 34-68 (IU/L) 34 32L 34 38 39 40
CPK 37-259 (IU/L) 89 77 99 87 78 128
Amylase 55-214 (somogyiU) 101 111 100 69 68 68
ChE 0.68-1.55 (ApH) 1.23 1.26 1.28 1.07 1.09 1.13
Ca 4.1-5.4 (mEq/L) 4.7 4.5 4.8 4.2 4.2 4.3
ﬁ P 2.5-5.5 (mg/dL) 3.0 2.9 2.8 3.3 3.2 3.4
% Na 135-147 (mEq/L) 141 141 141 143 141 144
% K 3.3-5.0 (mEq/L) 4.1 4.0 4.2 3.9 3.6 3.8
Cl 96-110 (mEq/L) 106 106 105 107 106 105
CRP <0.5 (mg/dL) 0.1 0.3 0.1 0.1 0.1 0.1
1-1 150-325 (mg/dL) 221 240 229
Haptoglobin | 2-1 96-350 (mg/dL)
2-2 30-252 (mg/dL) 83 88 60
Specific gravity 1.001-1. 040 1.022 1.024 1.021 1.011 1.013 1.026
pH 4.5-8.0 6.5 6.0 7.0 6.5 6.0 6.0
Glucose (=) - - - - - -
a Protein (=) ~ (%) - - - - - -
'E | Oceult blood ) - - - - - -
5 Urobilinogen (%) + + + + + +
) RBC (=):0~1/f - - -
Sediment
WBC (=):0~2/f - - - - - -
Albumin/creatinine 3.5-14.0 2.9L 3.1L 4.2 3.4L

H/L: above/below normal range
t /| :Abnormal value
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Table 4-3. Clinical laboratory findings in single administration study
Subject no. 5 Subject no. 6
Parameter Normal range
HO H24 follow—up HO H24 follow—up
WBC 31-94 (10*/uL) 89 77 85 54 55 56
_ Neutrophils 42-74 (%) 70 66 70 47 50 61
£ | Eosinophils 1-8 (%) 5 4 4 4 3
g ; Basophils 0-1 (%) 0 0 0 0 1
?g Lymphocytes 19-48 (%) 21 25 24 45 42 30
B Monocytes 2-7 (%) 4 3 2 4 4 5
7§ RBC 410-573 (10*/uL) 485 492 493 494 487 498
% Hb 12.9-17.6 (g/dL) 16.5 16.8 17.0 15.3 15.1 15.6
T | Ht 38.1-49.7 (%) 46.5 47.3 47.3 44.5 43.9 44.6
MCV 82.7-95.1 (fL) 95.9H 96.1H 95.9H 90.1 90.1 89.6
MCH 28.0-33.4 (pg) 34.0H 34.1H 34.5H 31.0 31.0 31.3
MCHC 32.5-36.5 (g/dL) 35.5 35.5 35.9 34.4 34.4 35.0
Platelet 12.4-32.7 (10'/uL) 16.1 16.8 18.7 17.5 17.3 16.6
Reticulocyte 4-19 (%) 12 12 11 10 9 15
Glucose 79-108 (mg/dL) 100 98 96 95 100 94
Total cholesterol 109-239 (mg/dL) 200 208 225 190 181 180
HDL—cholesterol 37-71 (mg/dL) 38 37 39 45 42 45
Triglyceride 35-183 (mg/dL) 167 174 191 H 83 108 88
Total protein 6.1—8.1 (g/dL) 6.5 6.6 7.1 7.0 6.9 7.3
Albumin 3.9-5.2 (g/dL) 4.2 4.0 4.6 4.6 4.6 4.7
A/G 1.42-2.36 1.83 1.54 1.84 1.92 2.00 1.81
BUN 8.6-20.6 (mg/dL) 11.2 12.0 11.1 19.2 21.0H 18.4
Uric acid 3.7-7.9 (mg/dL) 4.9 4.6 5.3 5.1 5.0 5.6
Creatinine 0.8-1.2 (mg/dL) 0.9 0.9 1.0 1.1 1.1 1.2
Total bilirubin <1.4 (mg/dL) 0.4 0.6 0.7 0.5 0.7 0.5
Direct bilirubin <0.9 (mg/dL) 0.3 0.4 0.4 0.3 0.5 0.3
_ | AST =56 (IU/L) 17 19 19 18 19 17
_5 ALT <61 (IU/L) 21 25 28 14 14 11
£ | y-GTP <32 (IU/L) 24 27 27 9 11 10
E LDH 160-366 (IU/L) 241 227 267 245 247 281
é ALP 80-233 (IU/L) 108 106 105 97 93 99
LAP 34-68 (IU/L) 52 56 58 39 40 41
CPK 37-259 (IU/L) 86 73 98 123 105 128
Amylase 55-214 (somogyiU) 139 138 137 118 114 130
ChE 0.68-1.55 (ApH) 1.06 1.10 1.19 1.15 1.18 1.23
Ca 4.1-5.4 (mEq/L) 4.5 4.5 4.8 4.3 4.4 4.8
£[p 2.5-5.5 (mg/dL) 3.7 3.5 3.8 4.6 3.7 4.4
% Na 135-147 (mEq/L) 140 139 141 141 141 143
Z |K 3.3-5.0 (mEq/L) 3.9 4.1 4.1 3.7 3.8 3.9
cl 96-110 (mEq/L) 107 105 104 104 104 101
CRP <0.5 (mg/dL) 0.1 0.2 0.1 0.1 0.1 0.3
1-1 150-325 (mg/dL)
Haptoglobin | 2-1 96-350 (mg/dL) 203 230 209
2-2 30-252 (mg/dL) 73 70 109
Specific gravity 1.001-1. 040 1.009 1.013 1.022 1.029 1.035 1.034
pH 4.5-8.0 7.0 7.0 6.0 6.5 6.0 5.5
Glucose (=) - - - - - -
é Protein (=) ~ (%) - - - + + +
' | Occult blood (-) - - - - - -
5 | Urobilinogen (= * * * * * *
) RBC (=):0~1/f - - -
Sediment
WBC (=):0~2/f - - - - - -
Albumin/creatinine 3.5-14.0 3.7 4.2 2.9L 2.7L

H/L: above/below normal range
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Table 4-4. Clinical laboratory findings in single administration study
Subject no. 7 Subject no. 8
Parameter Normal range
HO H24 follow—up  day 15 HO H24 follow—up
WBC 31-94 (10*/uL) 66 62 64 66 38 43 44
| Neutrophils 42-74 (%) 62 56 52 56 59 56 63
£ | Eosinophils 1-8 (%) 3 3 t9H 3 3
g g Basophils 0-1 (%) 0 0 0 0 0
E Lymphocytes 19-48 (%) 29 37 35 36 35 37 30
B Monocytes 2-7 (%) 6 4 4 5 3 3 5
7§ RBC 410-573 (10"/uL) 435 437 424 435 451 456 459
gl mp 12.9-17.6 (g/dL) 14.2 14.1 13.9 14.3 14.4 14.5 14.9
E Ht 38.1-49.7 (%) 40.9 41.4 40.1 40.9 40.1 40.8 40.8
MCV 82.7-95.1 (fL) 94.0 94.7 94.6 94.0 88.9 89.5 88.9
MCH 28.0-33.4 (pg) 32.6 32.3 32.8 32.9 31.9 31.8 32.5
MCHC 32.5-36.5 (g/dL) 34.7 34.1 34.7 35.0 35.9 35.5 36.5
Platelet 12.4-32.7 (10*/uL) 22.7 20.8 19.4 22.0 20.7 20.1 22.3
Reticulocyte 4-19 (%) 11 11 13 8 9 13
Glucose 79-108 (mg/dL) 105 103 100 104 101 100
Total cholesterol 109-239 (mg/dL) 167 156 171 151 156 166
HDL—cholesterol 37-71 (mg/dL) 70 62 76 H 43 41 43
Triglyceride 35-183 (mg/dL) 51 86 36 74 120 87
Total protein 6.1-8.1 (g/dL) 6.9 6.6 7.0 6.7 6.8 6.9
Albumin 3.9-5.2 (g/dL) 4.5 4.4 4.8 3.9 3.9 4.2
A/G 1.42-2.36 1.87 2.00 2.18 1.39L 1.34L 1.56
BUN 8.6-20.6 (mg/dL) 17.3 17.4 15.8 16.1 15.6 19.0
Uric acid 3.7-7.9 (mg/dL) 5.1 4.9 4.8 5.2 4.7 4.9
Creatinine 0.8-1.2 (mg/dL) 0.9 0.9 0.9 0.9 0.9 0.9
Total bilirubin <1.4 (mg/dL) 0.6 0.7 0.6 0.6 0.8 0.3
Direct bilirubin <0.9 (mg/dL) 0.5 0.5 0.5 0.4 0.6 0.3
AST =56 (IU/L) 19 18 27 23 21 23
}E ALT =61 (IU/L) 12 10 13 38 30 34
£ | y-aTP =32 (IU/L) 12 13 11 21 22 24
< [ Lom 160-366 (IU/L) 252 233 290 214 205 223
é ALP 80-233 (IU/L) 131 128 129 149 149 156
LAP 34-68 (IU/L) 43 44 43 52 55 57
CPK 37-259 (IU/L) 125 93 t370 H 113 202 136 76
Amylase 55-214 (somogyiU) 144 140 151 124 128 127
ChE 0.68-1.55 (ApH) 1.01 1.00 1.01 1.06 1.10 1.17
Ca 4.1-5.4 (mEq/L) 4.5 4.5 4.6 4.3 4.4 4.6
ﬁ P 2.5-5.5 (mg/dL) 3.6 3.2 3.6 3.0 3.0 3.5
% Na 135-147 (mEq/L) 141 141 141 140 140 141
2 |K 3.3-5.0 (mEq/L) 4.5 4.1 4.3 4.0 4.2 4.0
Cl 96-110 (mEq/L) 103 104 100 105 104 104
CRP <0.5 (mg/dL) 0.1 0.1 0.1 0.1 0.1 0.1
1-1 150-325 (mg/dL)
Haptoglobin | 2-1 96-350 (mg/dL) 113 115 115
2-2 30-252 (mg/dL) 66 58 63
Specific gravity 1.001-1.040 1.019 1.028 1.022 1.028 1.023 1.025
pH 4.5-8.0 6.5 6.5 6.5 6.5 6.0 6.0
Glucose (-) - - - - - -
a Protein (=) ~ (£) = - - - - -
Té Occult blood (=) - - - - - -
5 Urobilinogen (= + + + + + +
RBC (=):0~1/f - - - -
Sediment
WBC (-):0~2/f - - - - - -
Albumin/creatinine 3.5-14.0 4.5 2.9L 3.6 4.4

H/L: above/below normal range

t /| : Abnormal value
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Table 4-5. Clinical laboratory findings in single administration study
Subject no. 9 Subject no. 10
Parameter Normal range
HO H24 follow—up HO H48 follow—up
WBC 31-94 (10*/uL) 36 37 37 41 52 43
_ | Neutrophils 42-74 (%) 56 58 57 59 61 49
g Eosinophils 1-8 (%) 3 3 3 1 1 1
g E Basophils 0-1 (%) 0 0 0 0 0
-;5 Lymphocytes 19-48 (%) 37 34 33 36 35 46
& Monocytes 2-7 (%) 4 5 7 4 3 4
jg RBC 410-573 (10*/uL) 466 475 461 508 550 499
gl m 12.9-17.6 (g/dL) 14.7 14.8 14.6 14.8 15.6 14.2
ﬁ Ht 38.1-49.7 (%) 41.1 41.9 40.7 42.6 45.9 42.3
MCV 82.7-95.1 (fL) 88.2 88.2 88.3 83.9 83.5 84.8
MCH 28.0-33.4 (pg) 31.5 31.2 31.7 29.1 28.4 28.5
MCHC 32.5-36.5 (g/dL) 35.8 35.3 35.9 34.7 34.0 33.6
Platelet 12.4-32.7 (10*/uL) 19.9 21.0 23.2 16.2 16.7 17.2
Reticulocyte 4-19 (%) 8 8 12 7 7 5
Glucose 79-108 (mg/dL) 95 98 85 112H 113 H 107
Total cholesterol 109-239 (mg/dL) 173 165 181 191 199 171
HDL—cholesterol 37-71 (mg/dL) 49 40 49 47 42 40
Triglyceride 35-183 (mg/dL) 98 140 80 119 148 100
Total protein 6.1-8.1 (g/dL) 6.9 6.9 7.2 7.1 7.5 6.9
Albumin 3.9-5.2 (g/dL) 4.1 4.2 4.7 4.4 4.7 4.5
A/G 1.42-2.36 1.46 1.56 1.88 1.63 1.68 1.87
BUN 8.6-20.6 (mg/dL) 18.1 17.6 17.0 18.4 17.2 19.6
Uric acid 3.7-7.9 (mg/dL) 6.0 6.0 5.6 5.3 5.1 5.1
Creatinine 0.8-1.2 (mg/dL) 1.0 1.1 1.0 1.0 1.0 1.0
Total bilirubin <1.4 (mg/dL) 0.6 0.7 0.5 0.5 0.8 0.7
Direct bilirubin <0.9 (mg/dL) 0.4 0.5 0.4 0.3 0.5 0.4
AST =56 (IU/L) 17 16 17 21 15 15
.*E ALT =61 (IU/L) 12 11 12 19 16 15
£ | y-aTP =32 (IU/L) 11 13 13 16 17 15
< [Lon 160-366 (IU/L) 246 240 283 274 252 250
,:_% ALP 80-233 (IU/L) 135 127 155 101 99 94
LAP 34-68 (IU/L) 46 49 48 44 47 41
CPK 37-259 (IU/L) 111 89 96 258 93 98
Amylase 55-214 (somogyiU) 117 124 122 98 116 88
ChE 0.68-1.55 (ApH) 1.02 1.07 1.10 1.03 1.13 0.98
Ca 4.1-5.4 (mEq/L) 4.3 4.5 4.8 4.7 4.8 4.6
j'; P 2.5-5.5 (mg/dL) 3.2 2.7 3.4 3.3 3.1 3.4
% Na 135-147 (mEq/L) 139 140 141 140 142 140
Z |K 3.3-5.0 (mEq/L) 3.9 4.0 4.0 4.2 4.5 4.2
cl 96-110 (mEq/L) 103 103 101 102 102 101
CRP <0.5 (mg/dL) 0.1 0.1 0.1 0.1 0.1 0.2
1-1 150-325 (mg/dL) 209 209 156
Haptoglobin | 2-1 96-350 (mg/dL)
2-2 30-252 (mg/dL) 76 78 79
Specific gravity 1.001-1. 040 1.015 1.016 1.015 1.018 1.015 1.025
pH 4.5-8.0 6.0 6.0 7.0 6.5 6.0 6.0
Glucose (-) - - - - - -
é Protein (=) ~ (%) - - - - - -
Tg Occult blood (=) - - - - - -
5: Urobilinogen (%) + + + + + T
RBC (=):0~1/f - - _ _ _
Sediment
WBC (—):0~2/f - - - - - -
Albumin/creatinine 3.5-14.0 5.9 4.1 5.9 3.8

H/L: above/below normal range
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Table 4-6. Clinical laboratory findings in single administration study
Subject no. 11 Subject no. 12
Parameter Normal range
HO H 48 follow—up HO H48 follow—up
WBC 31-94 (10*/uL) 46 55 51 47 49 51
| Neutrophils 42-74 (%) 64 57 61 53 138L 59
£ | Eosinophils 1-8 (%) 3 3 6
g g Basophils 0-1 (%) 0 0
E Lymphocytes 19-48 (%) 29 35 33 37 150 H 32
2 Monocytes 2-7 (%) 4 4 3 4 6 5
é RBC 410-573 (10"/uL) 504 487 513 383 L 392 L 397L
£ | Hb 12.9-17.6 (g/dL) 15.3 14.9 15.4 13.4 13.7 13.7
T | Ht 38.1-49.7 (%) 44.5 42.6 45.1 37.8L 38.7 39.4
MCV 82.7-95.1 (fL) 88.3 87.5 87.9 98.7TH 98.7TH 99.2 H
MCH 28.0-33.4 (pg) 30.4 30.6 30.0 35.0H 34.9H 34.5H
MCHC 32.5-36.5 (g/dL) 34.4 35.0 34.1 35.4 35.4 34.8
Platelet 12.4-32.7 (10*/uL) 25.7 23.7 27.1 20.5 20.6 19.8
Reticulocyte 4-19 (%) 9 9 9 17 15 14
Glucose 79-108 (mg/dL) 98 95 91 93 97 93
Total cholesterol 109-239 (mg/dL) 225 209 217 204 208 222
HDL—cholesterol 37-71 (mg/dL) 69 54 66 57 50 60
Triglyceride 35-183 (mg/dL) 64 106 86 60 101 51
Total protein 6.1-8.1 (g/dL) 7.2 6.7 7.6 6.5 6.6 7.5
Albumin 3.9-5.2 (g/dL) 4.3 4.0 4.7 4.2 4.3 4.9
A/G 1.42-2.36 1.48 1.48 1.62 1.83 1.87 1.88
BUN 8.6-20.6 (mg/dL) 16.3 15.3 14.9 17.3 14.2 14.0
Uric acid 3.7-7.9 (mg/dL) 6.0 5.9 6.1 5.3 4.9 5.4
Creatinine 0.8-1.2 (mg/dL) 1.1 1.0 1.1 0.9 0.9 0.9
Total bilirubin =<1.4 (mg/dL) 0.6 0.6 0.6 0.4 0.5 0.5
Direct bilirubin <0.9 (mg/dL) 0.4 0.4 0.4 0.3 0.3 0.4
AST =56 (IU/L) 17 14 17 14 14 16
}E ALT =61 (IU/L) 19 15 18 13 16 17
§ y-GTP <32 (IU/L) 18 15 17 28 29 30
< |LDH 160-366 (IU/L) 243 207 246 306 283 354
é ALP 80-233 (IU/L) 137 123 138 121 125 138
LAP 34-68 (IU/L) 51 49 50 53 55 55
CPK 37-259 (IU/L) 65 51 64 151 106 235
Amylase 55-214 (somogyiU) 193 201 161 114 126 99
ChE 0.68-1.55 (ApH) 1.10 1.04 1.13 1.19 1.24 1.25
Ca 4.1-5.4 (mEq/L) 4.8 4.5 4.9 4.6 4.6 4.6
ﬁ P 2.5-5.5 (mg/dL) 3.7 3.3 4.0 3.3 2.5 2.9
% Na 135-147 (mEq/L) 141 141 140 141 142 143
2 |K 3.3-5.0 (mEq/L) 4.3 4.1 4.4 4.2 4.1 3.8
Cl 96-110 (mEq/L) 103 104 99 105 105 105
CRP <0.5 (mg/dL) 0.1 0.1 0.1 0.1 0.1 0.2
1-1 150-325 (mg/dL)
Haptoglobin | 2-1 96-350 (mg/dL)
2-2 30-252 (mg/dL) 74 67 77 39 53 33
Specific gravity 1.001-1.040 1.023 1.017 1.021 1.027 1.023 1.026
pH 4.5-8.0 6.0 5.5 5.0 6.0 5.5 7.0
Glucose (-) - - - - - -
a Protein (=) ~ (£) - - - - - *
Té Occult blood (=) - - - - - -
5 | Urobilinogen (= + + + + + +
RBC (=):0~1/f - - - _ _
Sediment
WBC (-):0~2/f - - - - - -
Albumin/creatinine 3.5-14.0 4.8 2.4L 5.1 2.4L

H/L: above/below normal range

t /| : Abnormal value



116 H A At % 8 8 % & M R DEC. 2002
Table 4-7. Clinical laboratory findings in single administration study
Subject no. 13 Subject no. 14
Parameter Normal range
HO H48 follow—up HO H48 follow—up
WBC 31-94 (10*/uL) 48 56 48 55 55 55
Neutrophils 42-74 (%) 39L 43 47 60 60 55
E Eosinophils 1-8 (%) 1 1 1 2 1
g E Basophils 0-1 (%) 0 0 0 0 0
-;5 Lymphocytes 19-48 (%) 54 H 53 H 50 H 32 35 40
& Monocytes 2-7 (%) 6 3 2 6 3 4
jg RBC 410-573 (10*/uL) 459 472 456 502 478 498
E Hb 12.9-17.6 (g/dL) 13.6 14.2 13.6 15.0 14.4 14.7
ﬁ Ht 38.1-49.7 (%) 40.0 41.2 39.6 43.9 41.7 43.6
MCV 82.7-95.1 (fL) 87.1 87.3 86.8 87.5 87.2 87.6
MCH 28.0-33.4 (pg) 29.6 30.1 29.8 29.9 30.1 29.5
MCHC 32.5-36.5 (g/dL) 34.0 34.5 34.3 34.2 34.5 33.7
Platelet 12.4-32.7 (10*/uL) 15.0 15.9 16.0 25.6 25.1 22.8
Reticulocyte 4-19 (%) 15 14 11 10 8 10
Glucose 79-108 (mg/dL) 98 97 93 97 92 90
Total cholesterol 109-239 (mg/dL) 201 216 212 228 212 220
HDL—cholesterol 37-71 (mg/dL) 52 50 51 55 47 53
Triglyceride 35-183 (mg/dL) 113 109 57 154 186 H 169
Total protein 6.1—8.1 (g/dL) 7.1 7.3 7.1 7.3 7.1 7.5
Albumin 3.9-5.2 (g/dL) 4.3 4.1 4.7 4.6 4.3 4.8
A/G 1.42-2.36 1.54 1.28L 1.96 1.70 1.54 1.78
BUN 8.6-20.6 (mg/dL) 19.8 19.2 21.0H 19.7 18.1 16.8
Uric acid 3.7-7.9 (mg/dL) 6.0 5.7 6.2 7.6 6.3 7.3
Creatinine 0.8-1.2 (mg/dL) 0.9 1.0 1.0 1.1 0.9 1.0
Total bilirubin <1.4 (mg/dL) 0.5 1.1 1.0 0.5 0.7 0.7
Direct bilirubin <0.9 (mg/dL) 0.4 0.7 0.6 0.3 0.4 0.4
AST =56 (IU/L) 13 11 15 16 16 20
.*E ALT =61 (IU/L) 12 12 15 20 18 24
£ | y-aTP =32 (IU/L) 14 14 14 36 H 32 31
< [Lon 160-366 (IU/L) 266 256 280 234 203 253
,:_% ALP 80-233 (IU/L) 161 164 161 114 101 116
LAP 34-68 (IU/L) 43 45 42 58 55 57
CPK 37-259 (IU/L) 78 72 98 85 58 100
Amylase 55-214 (somogyiU) 168 183 156 104 107 101
ChE 0.68-1.55 (ApH) 0.87 0.91 0.87 1.27 1.25 1.27
Ca 4.1-5.4 (mEq/L) 4.7 4.4 4.8 4.7 4.3 4.7
j'; P 2.5-5.5 (mg/dL) 3.4 2.9 3.3 4.1 3.0 3.7
% Na 135-147 (mEq/L) 141 142 141 142 141 141
Z |K 3.3-5.0 (mEq/L) 3.8 3.8 4.1 4.2 3.9 4.1
cl 96-110 (mEq/L) 104 104 103 103 103 100
CRP <0.5 (mg/dL) 0.1 0.1 0.1 0.1 0.1 0.3
1-1 150-325 (mg/dL)
Haptoglobin | 2-1 96-350 (mg/dL)
2-2 30-252 (mg/dL) 48 65 51 120 120 127
Specific gravity 1.001-1. 040 1.015 1.023 1.031 1.030 1.020 1.010
pH 4.5-8.0 6.5 6.0 6.0 5.5 5.5 6.5
Glucose (-) - - - - - -
i Protein (=) ~ (%) - - = * - -
Tg Occult blood (=) - - - - - -
5: Urobilinogen (%) + + + + + T
RBC (=):0~1/f - - _ _ _
Sediment
WBC (—):0~2/f - - - - - -
Albumin/creatinine 3.5-14.0 4.9 2.6 L 4.5 3.8

H/L: above/below normal range
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Table 4-8. Clinical laboratory findings in single administration study
Subject no. 15 Subject no. 16
Parameter Normal range
HO H48 follow—up HO H48 follow—up
WBC 31-94 (10*/uL) 44 49 37 47 56 54
_ | Neutrophils 42-74 (%) 51 55 53 63 69 62
;g o Eosinophils 1-8 (%) 6 5 2 1
% § Basophils 0-1 (%) 0 0 0
E Lymphocytes 19-48 (%) 38 36 39 31 27 32
B Monocytes 2-7 (%) 5 4 3 4 2 5
TZ RBC 410-573 (10*/uL) 459 462 462 487 483 493
g mp 12.9-17.6 (g'/dL) 14.3 14.2 14.4 15.2 15.1 15.4
= [ He 38.1-49.7 (%) 42.2 42.3 42.3 44.0 43.7 44.5
MCV 82.7-95.1 (fL) 91.9 91.6 91.6 90.3 90.5 90.3
MCH 28.0-33.4 (pg) 31.2 30.7 31.2 31.2 31.3 31.2
MCHC 32.5-36.5 (g/dL) 33.9 33.6 34.0 34.5 34.6 34.6
Platelet 12.4-32.7 (10*/uL) 21.7 22.5 22.7 15.2 16.0 14.9
Reticulocyte 4-19 (%) 7 10 7 4 7 7
Glucose 79-108 (mg/dL) 106 98 99 93 93 93
Total cholesterol 109-239 (mg/dL) 159 147 160 188 176 204
HDL—cholesterol 37-71 (mg/dL) 70 57 64 42 39 43
Triglyceride 35-183 (mg/dL) 53 89 41 61 94 58
Total protein 6.1—8.1 (g/dL) 6.8 6.7 7.0 6.6 6.5 6.9
Albumin 3.9-5.2 (g/dL) 4.2 4.2 4.5 4.3 4.1 4.5
A/G 1.42-2.36 1.62 1.68 1.80 1.87 1.71 1.87
BUN 8.6-20.6 (mg/dL) 21.5H 17.1 20.3 20.3 19.1 22.4H
Uric acid 3.7-7.9 (mg/dL) 5.1 4.6 4.7 5.9 5.4 5.6
Creatinine 0.8-1.2 (mg/dL) 1.0 1.0 1.0 0.8 0.9 1.0
Total bilirubin <1.4 (mg/dL) 0.6 0.7 0.4 0.8 0.8 0.7
Direct bilirubin =0.9 (mg/dL) 0.5 0.5 0.3 0.5 0.5 0.5
AST =56 (IU/L) 18 14 15 17 17 19
g ALT =61 (IU/L) 16 12 12 7 7 9
g | y-aTP =32 (IU/L) 11 10 11 13 14 15
E LDH 160-366 (IU/L) 277 243 238 255 240 261
é ALP 80-233 (IU/L) 96 96 101 105 104 112
LAP 34-68 (IU/L) 38 39 38 46 45 46
CPK 37-259 (IU/L) 221 90 80 90 77 85
Amylase 55-214 (somogyiU) 84 88 83 109 113 102
ChE 0.68-1.55 (ApH) 0.86 0.87 0.84 1.11 1.04 1.10
Ca 4.1-5.4 (mEq/L) 4.8 4.5 4.8 4.5 4.5 4.6
;E P 2.5-5.5 (mg/dL) 4.0 2.9 3.6 3.1 2.9 3.4
% Na 135-147 (mEq/L) 140 141 141 142 142 141
2 |K 3.3-5.0 (mEq/L) 4.1 4.0 4.3 4.0 3.9 4.1
Cl 96-110 (mEq/L) 104 104 101 104 106 103
CRP <0.5 (mg/dL) 0.1 0.1 0.1 0.1 0.1 0.1
1-1 150-325 (mg/dL)
Haptoglobin | 2-1 96-350 (mg/dL)
2-2 30-252 (mg/dL) 53 52 71 50 50 48
Specific gravity 1.001-1.040 1.028 1.014 1.023 1.023 1.020 1.023
pH 4.5-8.0 5.5 5.5 7.0 5.5 6.0 6.0
Glucose (-) - - - - - -
i Protein (=) ~ (%) = - - - - -
Té Occult blood (=) - - - - - -
5 | Urobilinogen (=) + + + + + +
RBC (=):0~1/f - - - -
Sediment
WBC (=):0~2/f - - - - - -
Albumin/creatinine 3.5-14.0 5.0 5.2 7.2 6.1

H/L: above/below normal range
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Table 4-9. Clinical laboratory findings in single administration study
Subject no. 17 Subject no. 18
Parameter Normal range
HO H48 follow—up HO H48 follow—up
WBC 31-94 (10°/uL) 73 67 87 77 92 90
_ | Neutrophils 42-74 (%) 69 70 71 62 67 72
£ | Eosinophils 1-8 (%) 3 3 2 2
g E Basophils 0-1 (%) 0 0 0
-;5 Lymphocytes 19-48 (%) 24 24 25 31 27 22
& Monocytes 2-7 (%) 4 3 2 5 4 4
jg RBC 410-573 (10'/uL) 486 493 498 454 468 449
E Hb 12.9-17.6 (g/dL) 16.2 16.4 16.4 14.6 15.0 14.3
ﬁ Ht 38.1-49.7 (%) 45.2 45.7 45.9 41.9 43.4 41.6
MCV 82.7-95.1 (fL) 93.0 92.7 92.2 92.3 92.7 92.7
MCH 28.0-33.4 (pg) 33.3 33.3 32.9 32.2 32.1 31.8
MCHC 32.5-36.5 (g/dL) 35.8 35.9 35.7 34.8 34.6 34.4
Platelet 12.4-32.7 (10*/uL) 24.8 25.2 28.4 36.0H 37.7H 37.4H
Reticulocyte 4-19 (%) 7 10 8 7 10 8
Glucose 79-108 (mg/dL) 101 99 105 107 101 102
Total cholesterol 109-239 (mg/dL) 154 157 177 189 205 178
HDL—cholesterol 37-71 (mg/dL) 32L 33L 34L 27 L 29 L 24L
Triglyceride 35-183 (mg/dL) 113 121 141 171 164 174
Total protein 6.1—8.1 (g/dL) 6.3 6.5 6.7 7.0 7.3 6.9
Albumin 3.9-5.2 (g/dL) 4.1 4.1 4.4 4.2 4.3 4.2
A/G 1.42-2.36 1.86 1.71 1.91 1.50 1.43 1.56
BUN 8.6-20.6 (mg/dL) 15.1 14.4 12.5 11.4 13.7 15.5
Uric acid 3.7-7.9 (mg/dL) 4.8 5.0 4.7 6.1 6.2 5.5
Creatinine 0.8-1.2 (mg/dL) 1.0 1.0 1.0 0.9 1.0 1.0
Total bilirubin <1.4 (mg/dL) 0.6 0.8 0.9 0.5 0.8 0.3
Direct bilirubin =<0.9 (mg/dL) 0.4 0.5 0.5 0.3 0.5 0.3
AST <56 (IU/L) 13 11 13 14 13 15
.*E ALT =61 (IU/L) 9 11 13 19 19 23
£ | y-aTP =32 (IU/L) 12 14 14 13 16 12
E LDH 160-366 (IU/L) 223 221 235 279 280 274
E% ALP 80-233 (IU/L) 120 120 138 142 143 140
LAP 34-68 (IU/L) 39 39 41 42 43 39
CPK 37-259 (IU/L) 64 64 87 68 61 66
Amylase 55-214 (somogyiU) 146 138 122 119 129 124
ChE 0.68-1.55 (ApH) 0.92 0.90 0.95 1.40 1.40 1.31
Ca 4.1-5.4 (mEq/L) 4.4 4.4 4.5 4.5 4.5 4.4
j'; P 2.5-5.5 (mg/dL) 2.8 2.7 3.1 3.7 3.3 3.3
% Na 135-147 (mEq/L) 141 141 141 140 141 139
Z |K 3.3-5.0 (mEq/L) 3.9 3.8 3.9 3.9 4.1 4.3
cl 96-110 (mEq/L) 106 106 103 103 105 104
CRP <0.5 (mg/dL) 0.1 0.1 0.1 0.2 0.1 0.2
1-1 150-325 (mg/dL)
Haptoglobin | 2-1 96-350 (mg/dL) 158 158 139 202 294 194
2-2 30-252 (mg/dL)
Specific gravity 1.001-1. 040 1.012 1.011 1.021 1.013 1.011 1.024
pH 4.5-8.0 7.5 7.0 7.0 6.0 5.5 5.5
Glucose (-) - - - - - -
i Protein (=) ~ (%) - - - - - +
Tg Occult blood (=) - - - - - -
5: Urobilinogen (%) + + + + + T
RBC (=):0~1/f - - _ _ _
Sediment
WBC (5):0~2/1 - - - - - -
Albumin/creatinine 3.5-14.0 6.1 6.9 5.0 4.9

H/L: above/below normal range
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Table 4-10. Clinical laboratory findings in single administration study
Subject no. 19 Subject no. 20
Parameter Normal range
HO H48 follow—up HO H48 follow—up  day 21
WBC 31-94 (10*/uL) 49 54 60 47 46 t114H 49
| Neutrophils 42-74 (%) 62 66 61 59 58 t78H 55
£ | Eosinophils 1-8 (%) 4 4 5 5 1 3
g g Basophils 0-1 (%) 0 0 0
E Lymphocytes 19-48 (%) 32 27 30 33 33 }17L 37
2 Monocytes 2-7 (%) 2 3 5 3 4 4 5
7§ RBC 410-573 (10"/uL) 490 483 514 451 433 466 421
gl mp 12.9-17.6 (g/dL) 15.5 15.2 15.9 14.4 13.8 14.7 13.2
o Ht 38.1-49.7 (%) 43.8 43.4 45.9 40.5 39.0 41.9 38.3
MCV 82.7-95.1 (fL) 89.4 89.9 89.3 89.8 90.1 89.9 91.0
MCH 28.0-33.4 (pg) 31.6 31.5 30.9 31.9 31.9 31.5 31.4
MCHC 32.5-36.5 (g/dL) 35.4 35.0 34.6 35.6 35.4 35.1 34.5
Platelet 12.4-32.7 (10*/uL) 19.4 19.5 21.4 20.1 18.9 17.9 23.6
Reticulocyte 4-19 (%) 7 9 12 6 7 8
Glucose 79-108 (mg/dL) 111 H 102 97 106 101 104
Total cholesterol 109-239 (mg/dL) 166 168 191 232 217 221
HDL—cholesterol 37-71 (mg/dL) 33L 33L 37 66 67 69
Triglyceride 35-183 (mg/dL) 243 H 289 H 184 H 99 93 64
Total protein 6.1-8.1 (g/dL) 6.1 6.2 6.7 7.1 7.1 7.7
Albumin 3.9-5.2 (g/dL) 3.9 4.1 4.4 4.8 4.6 5.0
A/G 1.42-2.36 1.77 1.95 1.91 2.09 1.84 1.85
BUN 8.6-20.6 (mg/dL) 13.7 13.4 14.9 19.1 17.8 15.8
Uric acid 3.7-7.9 (mg/dL) 6.2 5.9 5.7 4.9 4.2 4.4
Creatinine 0.8-1.2 (mg/dL) 0.9 1.0 1.1 1.1 1.0 1.1
Total bilirubin <1.4 (mg/dL) 0.4 0.6 0.9 0.5 0.8 0.7
Direct bilirubin <0.9 (mg/dL) 0.3 0.3 0.5 0.3 0.5 0.5
AST =56 (IU/L) 15 16 17 15 15 15
}E ALT =61 (IU/L) 14 13 14 10 8 11
£ | y—GTP <32 (IU/L) 11 13 12 8 12 10
< [ Lom 160-366 (IU/L) 202 214 244 291 264 335
é ALP 80-233 (IU/L) 111 106 113 123 114 153
LAP 34-68 (IU/L) 43 45 46 49 48 51
CPK 37-259 (IU/L) 58 69 113 79 76 93
Amylase 55-214 (somogyiU) 126 132 109 118 126 107
ChE 0.68-1.55 (ApH) 0.66 L 0.62 L 0.69 1.01 0.92 0.98
Ca 4.1-5.4 (mEq/L) 4.3 4.4 4.5 4.7 4.5 4.7
ﬁ P 2.5-5.5 (mg/dL) 3.4 3.0 3.4 3.7 2.8 3.3
% Na 135-147 (mEq/L) 140 142 141 141 141 141
2 |K 3.3-5.0 (mEq/L) 3.8 3.8 3.9 4.0 3.7 3.9
Cl 96-110 (mEq/L) 106 107 105 102 105 100
CRP <0.5 (mg/dL) 0.1 0.1 0.1 0.1 0.1 11.0H 0.2
1-1 150-325 (mg/dL)
Haptoglobin | 2-1 96-350 (mg/dL) 109 118 109
2-2 30-252 (mg/dL) 70 78 143
Specific gravity 1.001-1.040 1.013 1.018 1.025 1.024 1.029 1.024
pH 4.5-8.0 6.0 5.0 5.5 5.5 5.5 5.0
Glucose (-) - - - - - -
a Protein (=) ~ (%) - - - - - -
Té Occult blood (=) - - - - - -
5 | Urobilinogen (= * * * * * *
RBC (=):0~1/f - - - -
Sediment
WBC (-):0~2/f - - - - - -
Albumin/creatinine 3.5-14.0 2.6L 2.4L 3.9 4.3

H/L: above/below normal range

t /| : Abnormal value
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Table 4-11. Clinical laboratory findings in single administration study
Subject no. 21 Subject no. 22
Parameter Normal range
HO H 48 follow—up HO H 48 follow—up
WBC 31-94 (10*/uL) 56 53 52 51 62 48
_ | Neutrophils 42-74 (%) 61 68 63 57 57 55
;g Eosinophils 1-8 (%) 1 2
g QB] Basophils 0-1 (%) 0 0 0 0 0 0
g Lymphocytes 19-48 (%) 34 28 32 38 37 41
& Monocytes 2-7 (%) 4 3 4 4 4 3
< [ RBC 410-573 (10*/uL) 466 452 484 476 494 497
g m 12.9-17.6 (g/dL) 15.0 14.7 15.3 14.1 14.9 14.9
ﬁ Ht 38.1-49.7 (%) 42.4 41.1 43.8 41.8 43.4 43.0
MCV 82.7-95.1 (fL) 91.0 90.9 90.5 87.8 87.9 86.5
MCH 28.0-33.4 (pg) 32.2 32.5 31.6 29.6 30.2 30.0
MCHC 32.5-36.5 (g/dL) 35.4 35.8 34.9 33.7 34.3 34.7
Platelet 12.4-32.7 (10*/uL) | 35.5H 31.0 27.4 21.7 22.9 23.8
Reticulocyte 4-19 (%) 6 9 10 10 14 9
Glucose 79-108 (mg/dL) 91 91 103 111H 103 112H
Total cholesterol 109-239 (mg/dL) 152 149 169 216 217 216
HDL—cholesterol 37-71 (mg/dL) 49 47 55 43 39 46
Triglyceride 35-183 (mg/dL) 44 45 54 83 146 109
Total protein 6.1—8.1 (g/dL) 6.8 6.7 7.3 7.0 6.9 7.1
Albumin 3.9-5.2 (g/dL) 4.3 4.4 4.8 4.3 4.5 4.5
A/G 1.42-2.36 1.72 1.91 1.92 1.59 1.87 1.73
BUN 8.6-20.6 (mg/dL) 16.8 17.8 17.6 11.7 13.7 12.6
Uric acid 3.7-7.9 (mg/dL) 5.6 5.7 6.1 7.9 7.7 7.9
Creatinine 0.8-1.2 (mg/dL) 1.0 0.9 1.1 1.0 1.0 1.1
Total bilirubin <1.4 (mg/dL) 0.6 0.8 0.9 1.0 1.1 0.4
Direct bilirubin =0.9 (mg/dL) 0.5 0.6 0.6 0.7 0.6 0.3
AST =56 (IU/L) 14 13 15 18 16 18
g ALT =61 (IU/L) 15 16 17 25 21 22
E y-GTP =32 (IU/L) 16 18 16 15 15 16
E LDH 160-366 (IU/L) 204 184 220 240 234 254
é ALP 80-233 (IU/L) 120 119 134 100 100 110
LAP 34-68 (IU/L) 45 43 47 51 52 55
CPK 37-259 (IU/L) 50 51 68 76 62 70
Amylase 55-214 (somogyiU) 135 128 131 118 126 130
ChE 0.68-1.55 (ApH) 1.12 1.06 1.15 1.19 1.27 1.25
Ca 4.1-5.4 (mEq/L) 4.5 4.4 4.6 4.7 4.6 4.8
j'; P 2.5-5.5 (mg/dL) 3.6 3.1 3.4 3.3 3.1 3.6
% Na 135-147 (mEq/L) 140 141 141 140 140 142
é’ K 3.3-5.0 (mEq/L) 4.4 4.1 4.5 4.1 4.2 4.3
cl 96-110 (mEq/L) 102 104 102 102 104 104
CRP <0.5 (mg/dL) 0.1 0.1 0.1 0.1 0.2 0.1
1-1 150-325 (mg/dL)
Haptoglobin | 2-1 96-350 (mg/dL)
2-2 30-252 (mg/dL) 53 48 44 42 54 66
Specific gravity 1.001-1. 040 1.018 1.018 1.018 1.009 1.019 1.020
pH 4.5-8.0 6.5 6.0 6.0 5.5 5.5 5.0
Glucose (=) - - - - - -
é Protein (=) ~ (%) - - - - - -
' | Occult blood (=) - - - - - -
5 | Urobilinogen (= + + + + + +
RBC (=):0~1/f - - -
Sediment
WBC (=):0~2/f - - - - - -
Albumin/creatinine 3.5-14.0 3.4L 3.6 4.6 5.6

H/L: above/below normal range
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Table 4-12. Clinical laboratory findings in single administration study
Subject no. 23 Subject no. 24
Parameter Normal range
HO H 48 follow—up HO H48 follow—up
WBC 31-94 (10*/uL) 44 54 48 44 53 48
| Neutrophils 42-74 (%) 55 59 53 56 49 60
fé‘ Eosinophils 1-8 (%) 3 4 2 1
g g Basophils 0-1 (%) 0
E Lymphocytes 19-48 (%) 37 33 39 39 44 36
B Monocytes 2-7 (%) 5 4 4 3 5 3
é RBC 410-573 (10"/uL) 444 469 457 480 481 479
£ | Hb 12.9-17.6 (g/dL) 13.9 14.9 14.5 15.7 16.1 15.8
T | Ht 38.1-49.7 (%) 40.3 42.4 41.3 45.2 45.6 44.7
MCV 82.7-95.1 (fL) 90.8 90.4 90.4 94.2 94.8 93.3
MCH 28.0-33.4 (pg) 31.3 31.8 31.7 32.7 33.5H 33.0
MCHC 32.5-36.5 (g/dL) 34.5 35.1 35.1 34.7 35.3 35.3
Platelet 12.4-32.7 (10*/uL) 21.8 21.0 22.3 17.7 17.0 16.9
Reticulocyte 4-19 (%) 14 10 9 11 9 8
Glucose 79-108 (mg/dL) 92 94 97 105 100 106
Total cholesterol 109-239 (mg/dL) 209 225 223 179 179 180
HDL—cholesterol 37-71 (mg/dL) 58 59 62 39 35L 43
Triglyceride 35-183 (mg/dL) 66 103 63 107 168 133
Total protein 6.1—8.1 (g/dL) 6.5 6.6 7.0 6.6 6.9 6.7
Albumin 3.9-5.2 (g/dL) 4.2 4.3 4.6 4.3 4.4 4.4
A/G 1.42-2.36 1.83 1.87 1.92 1.87 1.76 1.91
BUN 8.6-20.6 (mg/dL) 13.6 12.6 13.7 12.9 15.6 10. 6
Uric acid 3.7-7.9 (mg/dL) 7.8 6.5 7.3 6.3 5.8 6.0
Creatinine 0.8-1.2 (mg/dL) 1.0 0.9 1.1 1.0 0.9 1.0
Total bilirubin =<1.4 (mg/dL) 0.6 0.7 0.4 0.6 0.8 0.4
Direct bilirubin <0.9 (mg/dL) 0.4 0.4 0.3 0.4 0.6 0.3
AST =56 (IU/L) 16 17 17 16 18 20
% ALT =61 (IU/L) 10 10 12 16 17 21
£ | y—GTP <32 (IU/L) 13 10 12 34H 36 H 31
< [ Lom 160-366 (IU/L) 264 264 294 230 224 273
é ALP 80-233 (IU/L) 82 84 92 137 141 147
LAP 34-68 (IU/L) 47 49 51 49 52 52
CPK 37-259 (IU/L) 92 85 176 130 88 126
Amylase 55-214 (somogyiU) 181 206 197 106 110 86
ChE 0.68-1.55 (ApH) 1.20 1.29 1.22 1.17 1.22 1.17
Ca 4.1-5.4 (mEq/L) 4.3 4.3 4.5 4.5 4.5 4.6
ﬁ P 2.5-5.5 (mg/dL) 3.0 2.5 3.6 3.4 2.7 2.9
% Na 135-147 (mEq/L) 140 140 142 139 140 142
2 |K 3.3-5.0 (mEq/L) 3.9 4.0 4.2 4.2 4.1 4.3
Cl 96-110 (mEq/L) 104 105 103 103 105 107
CRP <0.5 (mg/dL) 0.1 0.1 0.1 0.1 0.1 0.1
1-1 150-325 (mg/dL)
Haptoglobin | 2-1 96-350 (mg/dL)
2-2 30-252 (mg/dL) 96 108 94 104 111 93
Specific gravity 1.001-1.040 1.008 1.017 1.011 1.013 1.019 1.017
pH 4.5-8.0 6.0 6.0 7.0 6.0 6.0 5.5
Glucose (-) - - - - - -
a Protein (=) ~ (%) - - - - - -
Té Occult blood (=) - - - - - -
5 | Urobilinogen (= + + + + + +
RBC (=):0~1/f - - - _ _
Sediment
WBC (-):0~2/f - - - - - -
Albumin/creatinine 3.5-14.0 6.4 5.6 3.7 3.8

H/L: above/below normal range
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Table 4-13. Clinical laboratory findings in single administration study
Subject no. 25 Subject no. 26
Parameter Normal range
HO H 48 follow—up HO H 48 follow—up
WBC 31-94 (10*/uL) 55 59 66 76 82 85
_ | Neutrophils 42-74 (%) 58 64 63 68 67 67
;g Eosinophils 1-8 (%) 2 2
g QB] Basophils 0-1 (%) 0 0
g Lymphocytes 19-48 (%) 37 31 31 24 26 27
& Monocytes 2-7 (%) 3 3 4 6 5 4
< [ RBC 410-573 (10*/uL) 441 459 463 499 516 492
g m 12.9-17.6 (g/dL) 14.2 14.6 14.8 15.6 15.9 15.2
ﬁ Ht 38.1-49.7 (%) 40.3 42.1 42.2 44.0 45.6 43.3
MCV 82.7-95.1 (fL) 91.4 91.7 91.1 88.2 88.4 88.0
MCH 28.0-33.4 (pg) 32.2 31.8 32.0 31.3 30.8 30.9
MCHC 32.5-36.5 (g/dL) 35.2 34.7 35.1 35.5 34.9 35.1
Platelet 12.4-32.7 (10*/uL) 19.0 18.7 19.0 29.1 29.4 29.5
Reticulocyte 4-19 (%) 9 9 8 16 14 13
Glucose 79-108 (mg/dL) 103 96 100 99 99 94
Total cholesterol 109-239 (mg/dL) 170 173 187 193 209 175
HDL—cholesterol 37-71 (mg/dL) 45 40 46 33L 31L 30L
Triglyceride 35-183 (mg/dL) 72 108 89 248 H 228 H 194 H
Total protein 6.1—8.1 (g/dL) 6.0L 5.9L 6.5 7.0 6.9 7.0
Albumin 3.9-5.2 (g/dL) 4.0 3.9 4.4 4.3 4.4 4.3
A/G 1.42-2.36 2.00 1.95 2.10 1.59 1.76 1.59
BUN 8.6-20.6 (mg/dL) 17.4 18.5 19.7 14.1 13.8 11.7
Uric acid 3.7-7.9 (mg/dL) 5.3 4.9 5.2 5.7 6.0 5.7
Creatinine 0.8-1.2 (mg/dL) 1.0 1.0 1.1 0.9 0.9 1.0
Total bilirubin <1.4 (mg/dL) 0.3 0.5 0.4 0.7 0.9 0.4
Direct bilirubin =0.9 (mg/dL) 0.2 0.3 0.3 0.5 0.5 0.3
AST =56 (IU/L) 14 14 19 18 17 15
g ALT =61 (IU/L) 16 15 18 27 29 20
£ | y-GTP =32 (IU/L) 11 12 13 22 21 20
E LDH 160-366 (IU/L) 267 262 294 304 297 311
é ALP 80-233 (IU/L) 113 104 121 169 167 164
LAP 34-68 (IU/L) 43 42 49 54 52 54
CPK 37-259 (IU/L) 76 73 119 92 94 92
Amylase 55-214 (somogyiU) 118 136 121 95 96 99
ChE 0.68-1.55 (ApH) 0.91 0.92 1.00 1.50 1.57TH 1.46
Ca 4.1-5.4 (mEq/L) 4.1 4.1 4.5 4.4 4.3 4.4
j'; P 2.5-5.5 (mg/dL) 2.8 2.4L 2.9 3.0 2.6 3.2
% Na 135-147 (mEq/L) 141 144 143 139 139 141
é’ K 3.3-5.0 (mEq/L) 4.1 4.2 4.2 4.1 4.1 4.2
cl 96-110 (mEq/L) 106 109 106 103 105 106
CRP <0.5 (mg/dL) 0.1 0.1 0.1 0.1 0.1 0.1
1-1 150-325 (mg/dL)
Haptoglobin | 2-1 96-350 (mg/dL) 161 174 159
2-2 30-252 (mg/dL) 81 84 70
Specific gravity 1.001-1. 040 1.014 1.016 1.005 1.015 1.020 1.017
pH 4.5-8.0 6.5 6.0 6.5 6.5 6.0 6.5
Glucose (=) - - - - - -
é Protein (=) ~ (%) - - - - - -
' | Occult blood (=) - - - - - -
5 | Urobilinogen (= + + + + + +
RBC (=):0~1/f - - -
Sediment
WBC (=):0~2/f - - - - - -
Albumin/creatinine 3.5-14.0 11.2 9.2 12.4 11.9

H/L: above/below normal range
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Table 4-14. Clinical laboratory findings in single administration study
Subject no. 27
Parameter Normal range
HO H 48 follow—up day 13
WBC 31-94 (10*/uL) 48 47 48
. Neutrophils 42-74 (%) 51.0 52.0 56.0
% Eosinophils 1-8 (%) 2.0 2.0 2.0
£ § Basophils 0-1 (%) 0.0 0.0 0.0
-;5 Lymphocytes 19-48 (%) 43.0 40.0 38.0
ga Monocytes 2-7 (%) 4.0 6.0 4.0
:; RBC 410-573 (10*/uL) 457 462 469
g Hb 12.9-17.6 (g/dL) 14.4 14.6 14.7
= Ht 38.1-49.7 (%) 41.9 42.4 42.9
MCV 82.7-95.1 (fL) 91.7 91.8 91.5
MCH 28.0-33.4 (pg) 31.5 31.6 31.3
MCHC 32.5-36.5 (g/dL) 34.4 34.4 34.3
Platelet 12.4-32.7 (10*/uL) 27.8 27.6 30.1
Reticulocyte 4-19 (%) 8 4 5
Glucose 79-108 (mg/dL) 95 90 99
Total cholesterol 109-239 (mg/dL) 174 169 184
HDL—cholesterol 37-71 (mg/dL) 108 H 97H 106 H
Triglyceride 35-183 (mg/dL) 35 43 43
Total protein 6.1—8.1 (g/dL) 6.3 6.4 6.7
Albumin 3.9-5.2 (g/dL) 4.4 4.5 4.7
A/G 1.42-2.36 2.32 2.37TH 2.35
BUN 8.6-20.6 (mg/dL) 17.3 17.8 17.5
Uric acid 3.7-7.9 (mg/dL) 5.7 5.4 5.7
Creatinine 0.8-1.2 (mg/dL) 0.9 0.9 0.9
Total bilirubin =1.4 (mg/dL) 0.8 0.7 0.3
Direct bilirubin <0.9 (mg/dL) 0.6 0.5 0.3
AST =56 (IU/L) 17 15 20
fg ALT =61 (IU/L) 16 14 20
E y-GTP =32 (IU/L) 29 25 30
_; LDH 160-366 (IU/L) 300 276 295
é ALP 80-233 (IU/L) 115 109 125
LAP 34-68 (IU/L) 42 41 47
CPK 37-259 (IU/L) 227 116 137
Amylase 55-214 (somogyiU) 145 150 196
ChE 0.68-1.55 (ApH) 0.73 0.76 0.77
Ca 4.1-5.4 (mEq/L) 4.4 4.4 4.7
E 2.5-5.5 (mg/dL) 3.4 2.8 3.8
g Na 135-147 (mEq/L) 140 140 144
z |K 3.3-5.0 (mEq/L) 4.1 4.0 4.3
Cl 96-110 (mEq/L) 101 102 102
CRP =0.5 (mg/dL) 0.1 0.1 0.1
1-1 150-325 (mg/dL)
Haptoglobin | 2-1 96-350 (mg/dL)
2-2 30-252 (mg/dL) 54 47 55
Specific gravity 1.001-1. 040 1.027 1.026 1.025 1.023
pH 4.5-8.0 6.0 6.0 6.5 6.0
Glucose (=) - - - -
| Protein (=) ~ (%) - - *
Z | Occult blood (-) t+H -
g Urobilinogen (%) + + + +
t+H
Sediment RBC (=):0~1/¢ - - 2.9~5/f -
WBC (—=):0~2/f - - -
Albumin/creatinine 3.5-14.0 3.6 4.7

H/L: above/below normal range
t /| : Abnormal value
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Table 5. The list of subjective symptoms, objective findings and abnormal vital signs in single administration study
Dose | Subject Symptoms/Findings/ Course Severit Relation
. . everity
(mg) no. Vital signs onset disappearance to drug
5 7 left forearm bruise pain 5 days after administration 11 days after administration mild none
tinnitus
(right) 13 days after administration |67 days after administration
tinnitus with low—tone (left) 14 days after administration |75 days after administration .
12.5 15 R moderate | unlikely
hearing loss
hearing loss
16 days after administration 30 days after administration
redness
both forearms to wrists 6 h after start of administration 36 h after start of administration
chest to lower abdomen |8 h after start of administration 36 h after start of administration
19 dorsal shoulder blade to |8 h after start of administration 36 h after start of administration mild unlikely
lumbar area
both lower limbs to thighs |8 h after start of administration 11 h after start of administration
13 h after start of administration 14 h after start of administration
25 common cold symptoms
throat pain
cough 4 days after administration 7 days after administration
headach
20 ea‘ ache mild none
feeling of warmth
nasal discharge 4 days after administration 13 days after administration
slight fever 7 days after administration: 20 days after administration:
37.2C 36.8T
. 12 h after start of administration: |24 h after start of administration: .
50 24 slight fever N N mild none
37.1C 36.1C
Table 6. Additional tests in the subject no. 19 with rednees
Items Results
1) Total IgE No change between before and after administration
2) Antibody test with PCA reaction in monkey Negative
3) Anti-micafungin antibody titer (ELISA method) Negative
4) Lymphocyte stimulation test Negative
5) Plasma histamine concentration No symptom-related change
(Normal range: <0. 2 ng/mL) 10 h after start of administration: 0. 26 ng/mL
24 h after start of administration: 0. 76 ng/mL
48 h after start of administration: 0. 26 ng/mL
1 wk after administration: 0. 51 ng/mL
6) Effect on histamine release from peripheral blood basophils in | No effect from micafungin up to 32 ug/mL
vitro

Table 7. Pharmacological tests to identify the effect of micafungin on the redness
Items n Dose Results
Effect of micafungin on histamine release from 3* 3.2, 10 and 82 ug/mL no effect
human peripheral blood basophils in vitro
Effect of micafungin on rat cutaneous mast cells 2 10 mg/kgi. v. no—degranulation
32 mg/kgi. v. slight-degranulation
100 mg/kg i. v. evident—degranulation

*Not enrolled in this study
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Table 8-1. Clinical laboratory findings in repeated administration study
Subject no. 1 (micafungin 25 mg u. i. d.)
Parameter Normal range
day 1 day 4 day 7 day 7 (H8) day 9 follow—up
WBC 31-94 (10°/uL) 77 60 60 57 62
_ Neutrophils 42-74 (%) 54.0 57.0 59.0 56.0 57.0
% o Eosinophils 1-8 (%) 3.0 3.0 4.0 4.0 4.0
% § Basophils 0-1 (%) 0.0 0.0 0.0 0.0 0.0
E Lymphocytes 19-48 (%) 40.0 37.0 33.0 35.0 34.0
) Monocytes 2-7 (%) 3.0 3.0 4.0 5.0 5.0
T; RBC 410-573 (10*/uL) 492 490 473 485 498
E Hb 12.9-17.6 (g/dL) 15.8 15.6 15.0 15.4 15.9
é Ht 38.1-49.7 (%) 43.0 43.3 41.7 42.2 44.2
MCV 82.7-95.1 (fL) 87.4 88.4 88.2 87.0 88.8
MCH 28.0-33.4 (pg) 32.1 31.8 31.7 31.8 31.9
MCHC 32.5-36.5 (g/dL) 36.7TH 36.0 36.0 36.5 36.0
Platelet 12.4-32.7 (10/uL) 23.8 21.9 22.4 23.7 24.3
Reticulocyte 4-19 (%) 7 6 11 10 11
Glucose 79-108 (mg/dL) 99 94 92 93 103
Total cholesterol 109-239 (mg/dL) 138 141 137 140 142
HDL—cholesterol 37-71 (mg/dL) 40 40 40 38 40
Triglyceride 35-183 (mg/dL) 93 76 79 108 130
Total protein 6.1-8.1 (g/dL) 6.9 6.8 6.7 6.8 7.2
Albumin 3.9-5.2 (g/dL) 4.2 4.1 4.2 4.5 4.6
A/G 1.42-2.36 1.56 1.52 1.68 1.96 1.77
BUN 8.6-20.6 (mg/dL) 11.0 13.6 15.8 17.3 11.0
Uric acid 3.7-7.9 (mg/dL) 6.2 5.7 5.5 6.2 6.1
Creatinine 0.8-1.2 (mg/dL) 1.2 1.0 1.0 1.0 1.1
Total bilirubin =<1.4 (mg/dL) 1.0 0.8 0.7 0.8 0.4
Direct bilirubin =0.9 (mg/dL) 0.7 0.6 0.5 0.6 0.3
AST <56 (IU/L) 18 18 18 21 17
. | ALT =61 (IU/L) 36 35 35 38 28
% | -GTP <32 (TU/L) 23 19 18 17 17
E_, LDH 160-366 (IU/L) 235 210 211 226 259
": ALP 80-233 (IU/L) 143 137 139 144 150
3| LAP 34-68 (IU/L) 56 53 51 52 55
a CPK 37-259 (IU/L) 92 81 79 84 88
Amylase 55-214 (somogyiU) 84 76 75 78 95
ChE 0.68-1.55 (ApH) 0.81 0.81 0.76 0.78 0.81
Ca 4.1-5.4 (mEq/L) 4.6 4.5 4.5 4.5 4.5
£ 2.5-5.5 (mg/dL) 4.2 3.9 3.7 3.9 3.5
g Na 135-147 (mEq/L) 141 141 141 142 140
= |K 3.3-5.0 (mEq/L) 3.8 3.9 3.8 3.7 3.7
cl 96-110 (mEq/L) 105 106 109 108 104
CRP <0.5 (mg/dL) 0.1 0.1 0.1 0.1 0.1
Haptoglobin (2-2) 30-252 (mg/dL) 92 96 78 80 92
B—Microgloblin 0.7-2.0 (mg/dL) 1.4 1.3
o:—Microgloblin 10.0-25.0 (mg/L) 22.7 17.4
. . HO 0.29 H 0.16 0.24 H 0.19
Histamine <0.2 (ng/mL)
H1 0.25H t1.14H 0.18
Specific gravity 1.001-1. 040 1.017 1.036 1.036 1.026 1.034 1.006
pH 4.5-8.0 6.0 5.5 5.5 6.5 5.5 6.0
Glucose (=) (=) (=) (=) (=) (=) (-)
o | Protein (=) ~ (%) (=) (+) () (-) () (-)
% Occult blood (-) (-) (-) (-) (-) () (-)
é Urobilinogen (%) (%) (£) (%) (%) (%) (*)
P RBC (-):0-1/f (=) (-) (-) (-) (-) (-)
Sediment t () H t (+) H
WBC (=):0-2/f (=) 0-2.84/f  4-6.7-8/f (=) (=) (=)
Albumin/creatinine 3.5-14.0 3.7 3.2L 6.0 4.6

H/L: above/below normal range

t /| : Abnormal value
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Table 8-2. Clinical laboratory findings in repeated administration study

Subject no. 2 (micafungin 25 mg u. i. d.)
Parameter Normal range
day 1 day 4 day 7 day 9 follow—up
WBC 31-94 (10°/uL) 55 47 42 47 44
_ Neutrophils 42-74 (%) 53.0 57.0 49.0 48.0 53.0
;g Eosinophils 1-8 (%) 4.0 4.0 5.0 5.0 5.0
% g Basophils 0-1 (%) 0.0 0.0 0.0 0.0 0.0
.;5 Lymphocytes 19-48 (%) 40.0 36.0 43.0 42.0 38.0
& Monocytes 2-7 (%) 3.0 3.0 3.0 5.0 4.0
< | RBC 410-573 (10%/uL) 540 507 497 521 499
g Hb 12.9-17.6 (g/dL) 15.9 14.7 14.4 15.4 14.7
ﬁ Ht 38.1-49.7 (%) 46.1 43.5 42.5 44.1 42.2
MCV 82.7-95.1 (fL) 85.4 85.8 85.5 84.6 84.6
MCH 28.0-33.4 (pg) 29.4 29.0 29.0 29.6 29.5
MCHC 32.5-36.5 (g/dL) 34.5 33.8 33.9 34.9 34.8
Platelet 12.4-32.7 (10*/uL) 28.5 23.5 21.0 21.1 20.8
Reticulocyte 4-19 (%) 8 9 9 8 8
Glucose 79-108 (mg/dL) 96 85 88 87 86
Total cholesterol 109-239 (mg/dL) 156 146 150 162 153
HDL—cholesterol 37-71 (mg/dL) 51 49 53 58 56
Triglyceride 35-183 (mg/dL) 83 57 53 60 68
Total protein 6.1-8.1 (g/dL) 6.9 6.7 6.6 7.0 7.1
Albumin 3.9-5.2 (g/dL) 4.0 4.1 4.0 4.5 4.4
A/G 1.42-2.36 1.38L 1.58 1.54 1.80 1.63
BUN 8.6-20.6 (mg/dL) 9.7 12.5 13.5 15.9 10.7
Uric acid 3.7-7.9 (mg/dL) 4.8 4.8 4.2 5.0 4.7
Creatinine 0.8-1.2 (mg/dL) 1.0 1.0 1.0 1.0 1.1
Total bilirubin =<1.4 (mg/dL) 0.5 0.7 0.7 0.7 0.3
Direct bilirubin <0.9 (mg/dL) 0.4 0.5 0.5 0.5 0.3
AST <56 (IU/L) 17 19 15 19 16
. ALT <61 (IU/L) 13 23 18 22 15
"‘E; y-GTP <32 (IU/L) 9 9 10 10 8
£ | LDH 160-366 (IU/L) 230 215 199 223 262
E ALP 80-233 (IU/L) 92 96 98 106 113
S | LAP 34-68 (IU/L) 45 42 42 46 48
a CPK 37-259 (IU/L) 56 78 67 67 122
Amylase 55-214 (somogyiU) 99 86 84 88 88
ChE 0.68-1.55 (ApH) 0.92 0.91 0.90 0.97 0.96
Ca 4.1-5.4 (mEq/L) 4.4 4.5 4.4 4.6 4.7
£ [P 2.5-5.5 (mg/dL) 3.4 3.8 3.7 3.9 4.1
£ [Na 135-147 (mEq/L) 140 140 139 141 141
2 |K 3.3-5.0 (mEq/L) 4.4 4.2 4.1 4.2 4.3
Cl 96-110 (mEq/L) 104 103 105 102 104
CRP <0.5 (mg/dL) 0.1 0.1 0.1 0.1 0.1
Haptoglobin (2-2) 30-252 (mg/dL) 57 46 43 42 35
Be—Microgloblin 0.7-2.0 (mg/dL) 1.6 1.3
a—Microgloblin 10.0-25.0 (mg/L) 14.8 11.8
. . HO <0.11 <0.11 0.16 t0.45H
Histamine =0.2 (ng/mL)
H1 0.25H 0.15 <0.11
Specific gravity 1.001-1.040 1.014 1.021 1.018 1.018 1.024
pH 4.5-8.0 6.5 6.0 6.0 6.0 6.0
Glucose (-) (-) (-) (-) (-) (-)
% | Protein (=) ~ (%) (-) (=) (=) (-) (%)
Tg Occult blood (=) (=) (=) (=) (=) (=)
5 Urobilinogen () () () (=) (£) (+)
Sediment RBC (=):0-1/f (=) (=) (=) (=) (=)
WBC (=):0-2/f (-) (-) (-) (-) (-)
Albumin/creatinine 3.5-14.0 2.7L 1.1L 5.5 2.6 L

H/L: above/below normal range

t/ | : Abnormal value
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Table 8-3. Clinical laboratory findings in repeated administration study
Subject no.4 (micafungin 25 mg u. i. d.)
Parameter Normal range
day 1 day 4 day 7 day 9 follow—up
WBC 31-94 (10*/uL) 56 54 52 55 42
_ Neutrophils 42-74 (%) 47.0 48.0 49.0 52.0 54.0
;g Eosinophils 1-8 (%) 6.0 7.0 6.0 6.0 4.0
2 § Basophils 0-1 (%) 0.0 0.0 0.0 0.0 0.0
?5 Lymphocytes 19-48 (%) 44.0 43.0 41.0 38.0 36.0
B Monocytes 2-7 (%) 3.0 2.0 4.0 4.0 6.0
< [ RBC 410-573 (10%/uL) 509 486 484 499 459
g m 12.9-17.6 (g/dL) 15.1 14.6 14.2 14.8 13.5
é Ht 38.1-49.7 (%) 43.0 41.1 40.9 41.7 38.7
MCV 82.7-95.1 (fL) 84.5 84.6 84.5 83.6 84.3
MCH 28.0-33.4 (pg) 29.7 30.0 29.3 29.7 29.4
MCHC 32.5-36.5 (g/dL) 35.1 35.5 34.7 35.5 34.9
Platelet 12.4-32.7 (10*/uL) 24.1 22.0 21.6 24.3 21.8
Reticulocyte 4-19 (%) 8 9 12 12 8
Glucose 79-108 (mg/dL) 102 96 93 99 100
Total cholesterol 109-239 (mg/dL) 164 145 153 161 169
HDL—cholesterol 37-71 (mg/dL) 66 60 62 62 65
Triglyceride 35-183 (mg/dL) 78 63 100 137 38
Total protein 6.1-8.1 (g/dL) 7.5 6.7 6.9 7.2 7.1
Albumin 3.9-5.2 (g/dL) 4.6 4.2 4.4 4.8 4.7
A/G 1.42-2.36 1.59 1.68 1.76 2.00 1.96
BUN 8.6-20.6 (mg/dL) 12.3 14.2 14.8 19.1 18.2
Uric acid 3.7-7.9 (mg/dL) 4.8 5.1 4.8 5.7 5.3
Creatinine 0.8-1.2 (mg/dL) 1.0 1.0 1.0 1.0 1.0
Total bilirubin <1.4 (mg/dL) 0.5 0.5 0.3 0.5 0.3
Direct bilirubin <0.9 (mg/dL) 0.4 0.4 0.3 0.4 0.3
AST <56 (IU/L) 17 17 16 23 20
ALT <61 (IU/L) 9 11 13 19 18
jg y-GTP =32 (IU/L) 16 19 17 19 22
§ LDH 160-366 (IU/L) 221 189 182 195 216
E ALP 80-233 (IU/L) 97 89 93 100 93
§ LAP 34-68 (IU/L) 53 47 48 51 50
- CPK 37-259 (IU/L) 100 91 104 126 120
Amylase 55-214 (somogyiU) 127 121 124 121 110
ChE 0.68-1.55 (ApH) 1.17 1.06 1.04 1.12 1.09
Ca 4.1-5.4 (mEq/L) 4.8 4.7 4.7 4.9 4.8
£ [p 2.5-5.5 (mg/dL) 3.9 4.2 4.0 4.3 4.3
% Na 135-147 (mEq/L) 141 140 140 140 141
§ K 3.3-5.0 (mEq/L) 3.8 3.8 3.8 4.0 3.9
Cl 96-110 (mEq/L) 101 101 104 103 104
CRP <0.5 (mg/dL) 0.1 0.1 0.1 0.1 0.1
Haptoglobin (2-1) 96-350 (mg/dL) 136 131 126 133 127
B:—Microgloblin 0.7-2.0 (mg/dL) 1.1 1.0
ai—Microgloblin 10.0-25.0 (mg/L) 13.4 14.5
. . HO 0.13 <0.11 <0.11 0.14
Histamine =0.2 (ng/mL)
H1 0.15 0.11 <0.11
Specific gravity 1.001-1.040 1.015 1.021 1.021 1.019 1.031
pH 4.5-8.0 6.5 6.0 6.0 6.0 6.0
Glucose (-) (-) () (-) (-) ()
% | Protein () ~ () (=) (=) (-) (=) (=)
Té Occult blood (=) (=) (=) (=) (=) (=)
D: Urobilinogen (+) () () (£) (x) (=)
Sediment RBC (=):0-1/f (-) (=) (=) (=) (-)
WBC (—):0-2/f (-) () (-) (-) (-)
Albumin/creatinine 3.5-14.0 2.5L 1.3L 5.1 2.7L

H/L:above/below normal range
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Table 8-4. Clinical laboratory findings in repeated administration study

Subject no.5 (micafungin 25 mg u. i. d.)
Parameter Normal range
day 1 day 4 day 7 day 8 day 9 follow—up
WBC 31-94 (10*/uL) 77 65 67 74 55
_ Neutrophils 42-74 (%) 37.0L 45.0 47.0 46.0 52.0
;g o Eosinophils 1-8 (%) 6.0 6.0 7.0 6.0 7.0
£ ‘; Basophils 0-1 (%) 0.0 0.0 0.0 0.0 0.0
E Lymphocytes 19-48 (%) 53.0H 44.0 43.0 44.0 35.0
) Monocytes 2-7 (%) 4.0 5.0 3.0 4.0 6.0
T‘; RBC 410-573 (10*/uL) 501 476 487 492 448
g m 12.9-17.6 (g/dL) 15.2 14.5 14.8 14.9 14.1
é Ht 38.1-49.7 (%) 43.4 41.3 42.3 42.3 39.0
MCV 82.7-95.1 (fL) 86.6 86.8 86.9 86.0 87.1
MCH 28.0-33.4 (pg) 30.3 30.5 30.4 30.3 31.5
MCHC 32.5-36.5 (g/dL) 35.0 35.1 35.0 35.2 36.2
Platelet 12.4-32.7 (10*/uL) 22.5 19.7 22.6 23.8 23.2
Reticulocyte 4-19 (%) 7 8 10 10 12
Glucose 79-108 (mg/dL) 83 86 83 84 93
Total cholesterol 109-239 (mg/dL) 140 135 144 156 147
HDL—cholesterol 37-71 (mg/dL) 50 47 50 51 51
Triglyceride 35-183 (mg/dL) 66 48 63 69 47
Total protein 6.1-8.1 (g/dL) 6.9 6.6 6.8 7.0 6.8
Albumin 3.9-5.2 (g/dL) 4.7 4.3 4.5 4.8 4.7
A/G 1.42-2.36 2.14 1.87 1.96 2.18 2.24
BUN 8.6-20.6 (mg/dL) 17.8 17.4 122.9H t24.2H 122.0H 17.9
Uric acid 3.7-7.9 (mg/dL) 5.9 5.8 5.6 6.4 6.1
Creatinine 0.8-1.2 (mg/dL) 1.0 0.9 0.9 1.0 1.0 1.0
Total bilirubin =1.4 (mg/dL) 0.5 0.6 0.5 0.6 0.5
Direct bilirubin <0.9 (mg/dL) 0.4 0.5 0.3 0.4 0.4
AST <56 (IU/L) 12 14 16 19 14
. | ALT <61 (IU/L) 10 13 18 22 13
3 | v-GTP <32 (IU/L) 12 10 10 12 10
§ LDH 160-366 (IU/L) 247 227 223 243 250
E ALP 80-233 (IU/L) 149 139 137 144 137
3| LAP 34-68 (IU/L) 41 38 38 40 39
- CPK 37-259 (IU/L) 65 68 60 62 85
Amylase 55-214 (somogyiU) 93 90 84 95 102
ChE 0.68-1.55 (ApH) 0.96 0.91 0.93 0.97 0.91
Ca 4.1-5.4 (mEq/L) 4.7 4.7 4.6 4.8 4.6
£l 2.5-5.5 (mg/dL) 4.6 4.5 4.5 4.7 4.0
% Na 135-147 (mEq/L) 141 142 140 140 140
= |K 3.3-5.0 (mEq/L) 4.1 3.9 3.9 3.9 3.9
cl 96-110 (mEq/L) 103 104 106 105 107
CRP <0.5 (mg/dL) 0.1 0.1 0.2 0.1 0.1
Haptoglobin (1-1) 150-325 (mg/dL) 152 151 149 L 146 L 141L
B-—Microgloblin 0.7-2.0 (mg/dL) 1.4 1.2 1.2 1.3 1.3
a—Microgloblin 10.0-25.0 (mg/L) 15.1 12.2 15.6 16.8 14.4
Histamine HO =0.2 (ng/mL) 0.13 0.17 0.17 0-19
H1 0.15 10.81H 0.16
Specific gravity 1.001-1. 040 1.017 1.021 1.026 1.024 1. 027
pH 4.5-8.0 7.0 6.5 6.0 6.0 6.0
Glucose (-) (-) (-) (-) (-) (-)
% | Protein (=) ~ () (-) (-) (+) (-) ()
Tg Occult blood (-) (-) (-) (-) (-) (-)
5‘ Urobilinogen (£) (£) (%) (%) (£) (£)
Sediment  |_EBC (=):0-1/f (-) (-) (-) (-) (-)
WBC (=):0-2/f (=) (-) (=) (-) (-)
Albumin/creatinine 3.5-14.0 3.4L 1.9L 5.5 4.9

H/L: above/below normal range
t /| : Abnormal value



VOL.50 S—1 Micafungin @ £ T #1705k
Table 8-5. Clinical laboratory findings in repeated administration study
Subject no. 6 (micafungin 25 mg u. i. d.)
Parameter Normal range
day 1 day 4 day 7 day 9 follow—up
WBC 31-94 (10*/uL) 98 H 60 66 66 81
_ Neutrophils 42-74 (%) 48.0 60.0 53.0 57.0 56.0
Lj , | Bosinophils 1-8 (%) 5.0 5.0 5.0 3.0 6.0
% § Basophils 0-1 (%) 0.0 0.0 0.0 0.0 0.0
E Lymphocytes 19-48 (%) 41.0 33.0 38.0 36.0 32.0
B Monocytes 2-7 (%) 6.0 2.0 4.0 4.0 6.0
T; RBC 410-573 (10*/uL) 497 451 438 464 448
2| \p 12.9-17.6 (g/dL) 15.2 13.8 13.2 14.1 13.5
é Ht 38.1-49.7 (%) 43.4 39.4 38.3 40.2 39.2
MCV 82.7-95.1 (fL) 87.3 87.4 87.4 86.6 87.5
MCH 28.0-33.4 (pg) 30.6 30.6 30.1 30.4 30.1
MCHC 32.5-36.5 (g/dL) 35.0 35.0 34.5 35.1 34.4
Platelet 12.4-32.7 (10*/uL) 21.1 20.7 20.0 19.7 19.0
Reticulocyte 4-19 (%0) 12 14 16 15 19
Glucose 79-108 (mg/dL) 91 83 76 L 84 90
Total cholesterol 109-239 (mg/dL) 192 182 190 196 173
HDL—cholesterol 37-71 (mg/dL) 70 66 68 69 60
Triglyceride 35-183 (mg/dL) 135 83 94 105 154
Total protein 6.1-8.1 (g/dL) 7.0 6.4 6.7 6.8 6.5
Albumin 3.9-5.2 (g/dL) 4.4 4.0 4.2 4.4 4.2
A/G 1.42-2.36 1.69 1.67 1.68 1.83 1.83
BUN 8.6-20.6 (mg/dL) 14.1 14.4 15.8 18.4 11.7
Uric acid 3.7-7.9 (mg/dL) 7.2 8.0H 7.6 8.1H 6.2
Creatinine 0.8-1.2 (mg/dL) 1.1 1.0 1.0 1.0 1.0
Total bilirubin <1.4 (mg/dL) 0.8 0.8 0.9 0.7 0.4
Direct bilirubin <0.9 (mg/dL) 0.5 0.6 0.6 0.5 0.3
AST =56 (IU/L) 15 14 14 14 16
o ALT <61 (IU/L) 15 15 12 14 18
% | 1-GTP <32 (IU/L) 9 12 9 6 8
£| LDH 160-366 (IU/L) 207 184 193 199 218
E ALP 80-233 (IU/L) 104 92 92 97 112
2| LAP 34-68 (IU/L) 48 44 43 45 45
a CPK 37-259 (IU/L) 62 68 70 72 74
Amylase 55-214 (somogyiU) 150 126 125 141 199
ChE 0.68-1.55 (ApH) 1.01 0.94 0.91 0.96 0.89
Ca 4.1-5.4 (mEq/L) 4.6 4.5 4.5 4.6 4.5
£ [p 2.5-5.5 (mg/dL) 3.9 4.3 4.1 4.3 4.0
‘% Na 135-147 (mEq/L) 140 141 140 139 140
= K 3.3-5.0 (mEq/L) 4.0 3.6 3.6 3.7 3.9
Cl 96-110 (mEq/L) 103 104 105 104 103
CRP 0.5 (mg/dL) 0.1 0.1 0.2 0.1 0.1
Haptoglobin (2—2) 30-252 (mg/dL) 72 65 65 64 69
B—Microgloblin 0.7-2.0 (mg/dL) 1.2 1.1
o:—Microgloblin 10.0-25.0 (mg/L) 21.0 23.8
o HO 0.20 0.16 0.17 0.18
Histamine =0.2 (ng/mL)
H1 0.15 0.18 0.16
Specific gravity 1.001-1.040 1.021 1.023 1.019 1.024 1.006
pH 4.5-8.0 6.0 5.5 6.0 6.0 6.0
Glucose (-) () (-) (-) () (-)
% | Protein (-) ~ (*) -) (-) -) () (-)
Té Occult blood (=) (=) (=) (=) (=) (=)
5 Urobilinogen (%) (=) (+) (£) (=) (%)
Sediment RBC (=):0-1/f (=) (=) (=) (=) (-)
WBC (—):0-2/f () (-) (-) () (-)
Albumin/creatinine 3.5-14.0 7.4 3.0L 7.9 5.3

H/L: above/below normal range
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Table 8-6. Clinical laboratory findings in repeated administration study

Subject no. 8 (micafungin 25 mg u. i. d.)
Parameter Normal range day 1 day 4 day 7 day 8 day 9 fol(l;)v\\;)up fol(l;)v\\;;)up
WBC 31-94 (10°/uL) 68 67 75 69 1106 H 81
_ Neutrophils 42-74 (%) 48.0 53.0 57.0 58.0 70.0 57.0
;g o Eosinophils 1-8 (%) 3.0 3.0 3.0 3.0 2.0 3.0
2 § Basophils 0-1 (%) 0.0 0.0 0.0 0.0 0.0 0.0
% Lymphocytes 19-48 (%) 46.0 41.0 37.0 36.0 22.0 37.0
B Monocytes 2-7 (%) 3.0 3.0 3.0 3.0 6.0 3.0
Tg RBC 410-573 (10*/uL) 504 440 451 463 442 461
g mp 12.9-17.6 (g/dL) 15.9 14.1 14.3 14.7 14.2 14.8
é Ht 38.1-49.7 (%) 43.9 38.5 39.3 40.2 38.4 40.2
MCV 82.7-95.1 (fL) 87.1 87.5 87.1 86.8 86.9 87.2
MCH 28.0-33.4 (pg) 31.5 32.0 31.7 31.7 32.1 32.1
MCHC 32.5-36.5 (g/dL) 36.2 36.6 H 36.4 36.6 H 37.0H 36.8H
Platelet 12.4-32.7 (10*/uL) 19.9 17.5 17.6 18.7 18.4 21.9
Reticulocyte 4-19 (%) 15 15 18 17 20H 22 H
Glucose 79-108 (mg/dL) 102 92 92 94 97
Total cholesterol 109-239 (mg/dL) 165 151 166 170 153
HDL—cholesterol 37-71 (mg/dL) 52 49 56 58 51
Triglyceride 35-183 (mg/dL) 126 66 63 77 69
Total protein 6.1-8.1 (g/dL) 7.4 6.5 6.8 7.1 7.0
Albumin 3.9-5.2 (g/dL) 4.6 4.2 4.5 4.7 4.7
A/G 1.42-2.36 1.64 1.83 1.96 1.96 2.04
BUN 8.6-20.6 (mg/dL) 17.2 19.0 1922.6 H 124.0H 123.5H  16.4
Uric acid 3.7-7.9 (mg/dL) 6.3 6.2 5.6 6.6 6.1
Creatinine 0.8-1.2 (mg/dL) 1.1 1.0 1.0 1.2 1.1 1.0
Total bilirubin <1.4 (mg/dL) 0.6 0.6 0.6 0.8 0.7
Direct bilirubin <0.9 (mg/dL) 0.4 0.4 0.5 0.6 0.5
AST <56 (IU/L) 16 14 15 15 16
o | ALT =61 (IU/L) 16 13 15 15 13
% | +-GTP =32 (IU/L) 18 15 19 14 14
?, LDH 160-366 (IU/L) 227 194 202 212 261
E ALP 80-233 (IU/L) 119 108 107 111 110
8| LAP 34-68 (IU/L) 52 46 47 49 50
a CPK 37-259 (IU/L) 59 56 53 59 97
Amylase 55-214 (somogyiU) 142 137 130 144 134
ChE 0.68-1.55 (ApH) 0.93 0.81 0.82 0.85 0.80
Ca 4.1-5.4 (mEq/L) 4.9 4.7 4.5 4.9 4.6
£ lp 2.5-5.5 (mg/dL) 4.6 4.6 4.6 4.7 4.1
g Na 135-147 (mEq/L) 141 142 143 142 142
= |K 3.3-5.0 (mEq/L) 4.3 3.8 3.6 3.7 3.7
cl 96-110 (mEq/L) 104 105 108 107 108
CRP <0.5 (mg/dL) 0.1 0.1 0.1 0.1 0.1
Haptoglobin (2-2) 30-252 (mg/dL) 98 99 98 90 92
B—Microgloblin 0.7-2.0 (mg/dL) 1.4 1.3 1.2 1.2 1.2
ou~Microgloblin 10.0-25.0 (mg/L) 18.2 19.9 21.0 24.1 19.1
. HO 0.12 <0.11 0.11 <0.11
Histamine =0.2 (ng/mL)
H1 0.14 <0.11 0.13
Specific gravity 1.001-1.040 1.025 1.027 1.032 1.033 1.018
pH 4.5-8.0 5.5 5.5 6.0 5.5 5.5
Glucose (-) (-) (=) (=) (-) (-)
% | Protein (=) ~ (%) (-) (=) () (%) (-)
'S | Oceult blood ) ) (=) =) ) (=)
;g Urobilinogen (+) (+) () (=) (+) (+)
Sediment RBC (=):0-1/f (-) (-) (-) (-) (-)
WBC (—):0-2/f (-) (-) (-) (-) (-)
Albumin/creatinine 3.5-14.0 3.3L 1.9L 5.5 3.5

H/L: above/below normal range
1/} : Abnormal value
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Table 8-7. Clinical laboratory findings in repeated administration study
Subject no. 3 (placebo)
Parameter Normal range
day 1 day 4 day 7 day 9 follow—up
WBC 31-94 (10*/uL) 47 35 41 45 36
_ Neutrophils 42-74 (%) 42.0 53.0 48.0 43.0 50.0
-L,i & | Eosinophils 1-8 (%) 4.0 2.0 2.0 3.0 2.0
% g Basophils 0-1 (%) 0.0 0.0 0.0 0.0 0.0
?*g Lymphocytes 19-48 (%) 52.0 H 43.0 47.0 48.0 44.0
B Monocytes 2-7 (%) 2.0 2.0 3.0 6.0 4.0
< | RBC 410-573 (10*/uL) 448 407L 406 L 423 395 L
g mb 12.9-17.6 (g/dL) 15.2 13.7 13.4 14.3 13.3
é Ht 38.1-49.7 (%) 42.9 39.2 38.9 40.2 37.6 L
MCV 82.7-95.1 (fL) 95.8 H 96.3 H 95.8 H 95.0 95.2 H
MCH 28.0-33.4 (pg) 33.9H 33.7TH 33.0 33.8H 33.7TH
MCHC 32.5-36.5 (g/dL) 35.4 34.9 34.4 35.6 35.4
Platelet 12.4-32.7 (10*/ulL) 22.7 21.1 21.6 23.9 21.3
Reticulocyte 4-19 (%) 6 10 10 10 12
Glucose 79-108 (mg/dL) 102 97 89 95 87
Total cholesterol 109-239 (mg/dL) 164 145 142 151 142
HDL—cholesterol 37-71 (mg/dL) 102 H 81H 83 H 92H 96 H
Triglyceride 35-183 (mg/dL) 64 40 39 55 25L
Total protein 6.1-8.1 (g/dL) 6.8 5.9L 6.0L 6.5 6.6
Albumin 3.9-5.2 (g/dL) 4.5 4.0 4.1 4.6 4.5
A/G 1.42-2.36 1.96 2.11 2.16 2.42H 2.14
BUN 8.6-20.6 (mg/dL) 16.8 15.8 16.6 121.1H 16.4
Uric acid 3.7-7.9 (mg/dL) 6.2 5.6 5.2 6.0 5.1
Creatinine 0.8-1.2 (mg/dL) 1.0 0.9 0.9 0.9 0.9
Total bilirubin <1.4 (mg/dL) 0.8 0.7 0.5 0.4 1.0
Direct bilirubin <0.9 (mg/dL) 0.6 0.6 0.4 0.3 0.8
AST =56 (IU/L) 13 10 10 11 13
. ALT <61 (IU/L) 7 8 10 9 10
% | -GTP <32 (IU/L) 21 17 17 17 18
é LDH 160-366 (IU/L) 245 203 197 216 261
": ALP 80-233 (IU/L) 91 80 85 96 92
§ LAP 34-68 (IU/L) 49 44 44 48 48
& CPK 37-259 (IU/L) 57 49 52 52 78
Amylase 55-214 (somogyiU) 153 155 166 180 118
ChE 0.68-1.55 (ApH) 0.66 L 0.59L 0.59L 0.65L 0.63L
Ca 4.1-5.4 (mEq/L) 4.8 4.5 4.4 4.7 4.5
£ lp 2.5-5.5 (mg/dL) 4.1 4.2 4.2 4.6 4.0
% Na 135-147 (mEq/L) 142 142 141 143 140
z | K 3.3-5.0 (mEq/L) 3.9 4.1 3.8 3.9 3.9
Cl 96-110 (mEq/L) 104 106 107 104 105
CRP <0.5 (mg/dL) 0.1 0.1 0.1 0.1 0.1
Haptoglobin (2-1) 96-350 (mg/dL) 205 190 181 189 177
p—Microgloblin 0.7-2.0 (mg/dL) 1.4 1.0 1.2
o:—Microgloblin 10.0-25.0 (mg/L) 20.6 14.4 19.3
. . HO <0.11 0.11 0.11 0.21H
Histamine 0.2 (ng/mL)
H1 0.16 0.12 0.15
Specific gravity 1.001-1.040 1.025 1.031 1.026 1. 029 1.029
pH 4.5-8.0 6.5 6.0 6.0 6.5 5.5
Glucose (-) (-) (-) (-) (-) (-)
% | Protein (=) ~ (%) (+) (+) (-) (+) (-)
'S | Occult blood (-) (-) (-) (-) (-) (-)
= | Urobilinogen (%) () (%) (%) () (%)
Sediment RBC (=):0-1/f (-) (-) (-) (-) (-)
WBC (-):0-2/f (-) (-) (-) (-) (-)
Albumin/creatinine 3.5-14.0 3.4L 2.5L 5.5 3.0L

H/L: above/below normal range

t /| : Abnormal value
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Table 8-8. Clinical laboratory findings in repeated administration study

Subject no. 7 (placebo)
Parameter Normal range
day 1 day 4 day 7 day 9 follow—up
WBC 31-94 (10%/uL) 74 71 75 76 68
_ Neutrophils 42-74 (%) 53.0 57.0 58.0 55.0 53.0
-,g &, | Bosinophils 1-8 (%) 3.0 3.0 3.0 3.0 3.0
% § Basophils 0-1 (%) 0.0 0.0 0.0 0.0 0.0
g Lymphocytes 19-48 (%) 42.0 37.0 36.0 37.0 38.0
B Monocytes 2-7 (%) 2.0 3.0 3.0 5.0 6.0
< [ RBC 410-573 (10*/uL) 530 512 492 520 490
g m 12.9-17.6 (g/dL) 16.2 15.6 15.2 15.8 14.9
é Ht 38.1-49.7 (%) 46.9 45.3 43.4 45.4 43.1
MCV 82.7-95.1 (fL) 88.5 88.5 88.2 87.3 88.0
MCH 28.0-33.4 (pg) 30.6 30.5 30.9 30.4 30.4
MCHC 32.5-36.5 (g/dL) 34.5 34.4 35.0 34.8 34.6
Platelet 12.4-32.7 (10*/uL) 19.2 18.2 19.0 20.3 20.3
Reticulocyte 4-19 (%) 11 13 12 13 11
Glucose 79-108 (mg/dL) 92 86 88 87 91
Total cholesterol 109-239 (mg/dL) 151 135 138 147 144
HDL—cholesterol 37-71 (mg/dL) 55 48 50 52 54
Triglyceride 35-183 (mg/dL) 123 80 77 94 50
Total protein 6.1-8.1 (g/dL) 7.4 7.1 7.1 7.2 7.1
Albumin 3.9-5.2 (g/dL) 4.6 4.5 4.4 4.6 4.6
A/G 1.42-2.36 1.64 1.73 1.63 1.77 1.84
BUN 8.6-20.6 (mg/dL) 15.1 14.8 16.5 120.8H 15.7
Uric acid 3.7-7.9 (mg/dL) 6.9 6.3 6.0 7.0 7.9
Creatinine 0.8-1.2 (mg/dL) 0.9 0.9 0.8 0.9 0.9
Total bilirubin <1.4 (mg/dL) 0.4 0.3 0.3 0.3 0.7
Direct bilirubin 0.9 (mg/dL) 0.3 0.3 0.3 0.2 0.5
AST <56 (IU/L) 23 22 22 21 18
o, ALT <61 (IU/L) 15 16 22 27 15
% | -GTP =32 (IU/L) 15 14 16 16 18
E, LDH 160-366 (IU/L) 276 255 239 244 292
; ALP 80-233 (IU/L) 217 197 204 214 185
3| 1LAP 34-68 (IU/L) 58 54 53 54 56
a CPK 37-259 (IU/L) 86 75 66 68 95
Amylase 55-214 (somogyiU) 153 151 152 159 125
ChE 0.68-1.55 (ApH) 1.03 0.97 0.92 0.95 0.96
Ca 4.1-5.4 (mEq/L) 4.7 4.7 4.6 4.7 4.7
ii P 2.5-5.5 (mg/dL) 4.1 4.3 4.5 4.6 4.3
g Na 135-147 (mEq/L) 141 141 141 141 142
% K 3.3-5.0 (mEq/L) 4.0 3.9 4.0 3.9 3.5
Cl 96-110 (mEq/L) 104 105 108 106 106
CRP =<0.5 (mg/dL) 0.1 0.1 0.1 0.1 0.1
Haptoglobin (2-2) 30-252 (mg/dL) 23 L 31 41 61 38
B-—Microgloblin 0.7-2.0 (mg/dL) 1.1 1.0 1.6
a:—Microgloblin 10.0-25.0 (mg/L) 14.5 12.8 21.2
. . HO 0.24 H 0.14 0.17 0.18
Histamine <0.2 (ng/mL)
H1 0.19 0.23H 0.18
Specific gravity 1.001-1.040 1.026 1.018 1.019 1.029 1.033
pH 4.5-8.0 6.5 6.5 6.0 6.5 6.0
Glucose (=) (-) (-) (-) (-) (-)
% | Protein (=) ~ (=) (£) (-) (-) (-) (+)
'S | Occult blood (=) (=) (=) (-) (=) (=)
5 | Urobilinogen (+) (+) (+) (+) (+) (+)
Sediment RBC (=):0-1/f (-) (-) (-) (-) (-)
WBC (=):0-2/f (-) (-) (-) (-) (-)
Albumin/creatinine 3.5-14.0 3.5 2.0L 6.7 3.6

H/L: above/below normal range
t /| : Abnormal value
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Table 8-9. Clinical laboratory findings in repeated administration study
Subject no. 9 (placebo)
Parameter Normal range
day 1 day 4 day 7 day 9 follow—up
WBC 31-94 (10*/uL) 66 64 69 63 62
_ Neutrophils 42-74 (%) 58.0 63.0 68.0 60.0 68.0
;g o Eosinophils 1-8 (%) 5.0 4.0 4.0 4.0 1.0
% ; Basophils 0-1 (%) 0.0 0.0 0.0 0.0 0.0
g Lymphocytes 19-48 (%) 33.0 30.0 25.0 30.0 24.0
& Monocytes 2-7 (%) 4.0 3.0 3.0 6.0 6.0
Tg RBC 410-573 (10*/uL) 492 463 437 464 458
g m 12.9-17.6 (g/dL) 15.8 14.6 14.1 14.8 14.8
é Ht 38.1-49.7 (%) 44.3 41.7 39.5 41.3 41.1
MCV 82.7-95.1 (fL) 90.0 90.1 90.4 89.0 89.7
MCH 28.0-33.4 (pg) 32.1 31.5 32.3 31.9 32.3
MCHC 32.5-36.5 (g/dL) 35.7 35.0 35.7 35.8 36.0
Platelet 12.4-32.7 (10*/uL) 21.1 21.6 20.0 20.1 21.4
Reticulocyte 4-19 (%) 12 12 13 10 8
Glucose 79-108 (mg/dL) 97 93 93 92 100
Total cholesterol 109-239 (mg/dL) 198 176 170 174 186
HDL—cholesterol 37-71 (mg/dL) 42 40 41 41 42
Triglyceride 35-183 (mg/dL) 156 104 88 107 82
Total protein 6.1-8.1 (g/dL) 8.0 6.9 6.7 7.0 7.1
Albumin 3.9-5.2 (g/dL) 4.7 4.3 4.3 4.6 4.6
A/G 1.42-2.36 1.42 1.65 1.79 1.92 1.84
BUN 8.6-20.6 (mg/dL) 11.5 12.2 13.0 14.6 10.5
Uric acid 3.7-7.9 (mg/dL) 3.6L 4.1 3.6L 4.2 3.3L
Creatinine 0.8-1.2 (mg/dL) 0.8 0.8 0.8 0.9 0.8
Total bilirubin <1.4 (mg/dL) 0.9 0.8 1.2 1.2 1.1
Direct bilirubin <0.9 (mg/dL) 0.5 0.5 0.7 0.7 0.7
AST <56 (IU/L) 20 17 17 17 16
o ALT <61 (IU/L) 13 12 11 12 10
% | v-GTP =32 (IU/L) 11 14 14 9 10
£ | LDH 160-366 (IU/L) 285 211 237 220 237
E ALP 80-233 (IU/L) 191 186 171 190 174
gl Lap 34-68 (IU/L) 58 55 51 55 56
- CPK 37-259 (IU/L) 81 74 71 66 88
Amylase 55-214 (somogyiU) 113 113 98 107 95
ChE 0.68-1.55 (ApH) 0.95 0.90 0.83 0.90 0.89
Ca 4.1-5.4 (mEq/L) 4.7 4.6 4.5 4.8 4.7
£ [p 2.5-5.5 (mg/dL) 3.5 4.3 3.9 4.1 4.2
% Na 135-147 (mEq/L) 141 140 138 141 140
= K 3.3-5.0 (mEq/L) 4.3 4.1 4.2 3.9 4.1
Cl 96-110 (mEq/L) 103 103 106 107 106
CRP <0.5 (mg/dL) 0.1 0.1 0.2 0.1 0.1
Haptoglobin (2-1) 96-350 (mg/dL) 134 129 120 138 124
B-—Microgloblin 0.7-2.0 (mg/dL) 1.2 1.1
a;—Microgloblin 10.0-25.0 (mg/L) 17.6 13.4
o HO 0.13 0.15 0.11 <0.11
Histamine <0.2 (ng/mL)
H1 0.19 0.19 0.14
Specific gravity 1.001-1. 040 1.014 1.017 1.021 1.019 1.010
pH 4.5-8.0 6.5 6.5 6.5 6.5 7.0
Glucose (=) (=) (=) (=) (=) (=)
% | Protein ()~ -) ) -) -) =)
Té Occult blood (=) (-) (=) (=) (=) (-)
5 Urobilinogen (+ (+) (£) (+) (£) (£)
Sediment  |-RBC (-):0-1/f (-) (-) (-) (=) (-)
WBC (=):0-2/f (-) (-) (-) (-) ()
Albumin/creatinine 3.5-14.0 4.8 0.6L 4.5 3.7

H/L: above/below normal range

t /| :Abnormal value
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Table 9. The list of subjective symptoms and objective findings in repeated administration study

Course Relation t
Group Subject no. Symptoms/Findings Severity clation to
onset disappearance drug
3d: fter final 3d fter final
4 headache a}fs .a er. mna a}fs.a erA ma mild none
Micafungin administration administration
25 mg 1d t
id common coid symptoms 6 days after final 12 days after final .
u.Ld. 8 sore throat . . o K mild none
. administration administration
nasal obstruction
11:20’ after the start of | 11:25” after the start of
administration on day 1 | administration on day 1
Placebo 9 nasal bleeding mild —
20’ before the start of 15’ before the start of
administration on day 4 | administration
Table 10. List of serum parameters of renal function in subject with repeated administrations
Course
Group Subject no. Parameter
day 1 day 4 day 7 day 9 follow—up
BUN 17.8 17.4 22.9H 22.0H 17.9
5 creatinine 1.0 0.9 0.9 1.0 1.0
B-—microglobulin 1.4 1.2 1.2 1.3 —
Micafungin o—microglobulin 15.1 12.2 15.6 14.4 —
25 mg
wid. BUN 17.2 19.0 22.6 H 23.5H 16.4
s creatinine 1.1 1.0 1.0 1.1 1.0
B-—microglobulin 1.4 1.3 1.2 1.2 —
ou—microglobulin 18.2 19.9 21.0 19.1 —
BUN 16.8 15.8 16.6 21.1H 16.4
3 creatinine 1.0 0.9 .9 0.9 0.9
B-—microglobulin 1.4 - 1.0 1.2 —
ou—microglobulin 20.6 - 14.4 19.3 —
Placebo
BUN 15.1 14.8 16.5 20.8 H 15.7
7 creatinine .9 0.9 0.8 0.9 0.9
B-—microglobulin 1.1 - 1.0 1.6 —
ou—microglobulin 14.5 - 12.8 21.2 —

H: Above normal range
—: Not measured

Normal ranges BUN: 8.6-20.6 (mg/dL), creatinine: 0.8-1.2 (mg/dL), B.—microglobulin:

—25.0 (mg/dL)

(a) Micafungin 25 mg u.i.d.
—e—No.1 —4A—No.2

—-No4 —4—No.b5
—%—No.6 -==No.8

251 25
20 . 20
= =
° B

215 215
& 100 £ 10
[a] 2]
5+ 5
0 I I I I | 0
Dayl Day4 Day7 Day9 Follow-

up

(b) Placebo

1 1 1

—O— No.3
—/— No.7
—3 No.9

1

Dayl Day4 Day7 Day9 Follow-

Fig. 4. The changes in BUN in individual subjects.

up

0.7-2.0 (mg/dL), o;—microglobulin: 10.0
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Table 11. Plasma concentrations of micafungin during/after 2 hour intravenous infusion in single administration study
Plasma concentrations of micafungin (ug/mL)
D Subject
ose  Bubjec time after start of administration (h)
(mg) no.
0 0.5 1 2 2.25 2.5 3 4 6 8 10 12 24 36 48
1 N.D. 0.067 0.118 0.208 0.190 0.172 0.161 0.149 0.117 0.103 0.086 0.078 N.D. N.S. N.S.
2 N.D. 0.066 0.118 0.201 0.189 0.175 0.160 0.144 0.122 0.104 0.087 0.085 N.D. N.S. N.S.
2.5 3 N.D. 0.066 0.113 0.198 0.174 0.168 0.159 0.156 0.121 0.112 0.094 0.087 N.D. N.S. N.S.
mean 0 0.066 0.116 0.202 0.184 0.172 0.160 0.150 0.120 0.106 0.089 0.083 0
S.D. 0 0.001 0.003 0.005 0.009 0.004 0.001 0.006 0.003 0.005 0.004 0.005 0
4 N.D. 0.134 0.221 0.381 0.338 0.326 0.290 0.283 0.241 0.207 0.191 0.164 0.088 N.S. N.S.
5 N.D. 0.187 0.279 0.471 0.417 0.389 0.372 0.352 0.279 0.245 0.220 0.195 0.107 N.S. N.S.
6 N.D. 0.146 0.246 0.427 0.390 0.375 0.351 0.325 0.280 0.256 0.214 0.199 0.114 N.S. N.S.
7 N.D. 0.122 0.212 0.390 0.357 0.335 0.311 0.313 0.257 0.218 0.200 0.174 0.093 N.S. N.S.
5 8 N.D. 0.112 0.205 0.364 0.337 0.325 0.309 0.291 0.222 0.210 0.187 0.165 0.094 N.S. N.S.
9 N.D. 0.111 0.203 0.350 0.328 0.311 0.290 0.278 0.221 0.195 0.154 0.149 0.086 N.S. N.S.
mean 0 0.135 0.228 0.397 0.361 0.344 0.321 0.307 0.250 0.222 0.194 0.174 0.097
S.D. 0 0.029 0.030 0.045 0.035 0.031 0.034 0.028 0.026 0.024 0.024 0.019 0.011
10 N.D. 0.347 0.578 1.001 0.912 0.906 0.834 0.796 0.651 0.604 0.521 0.464 0.275 0.158 0.096
11 N.D. 0.306 0.534 0.940 0.869 0.845 0.812 0.768 0.622 0.565 0.474 0.427 0.246 0.130 0.079
12 N.D. 0.334 0.579 0.962 0.889 0.842 0.779 0.754 0.615 0.528 0.474 0.424 0.242 0.132 0.084
13 N.D. 0.302 0.481 0.922 0.835 0.818 0.797 0.751 0.683 0.576 0.508 0.472 0.287 0.177 0.109
12.5 14 N.D. 0.347 0.581 0.981 0.899 0.862 0.816 0.777 0.603 0.553 0.485 0.429 0.242 0.136 0.081
15 N.D. 0.303 0.529 0.878 0.821 0.781 0.735 0.677 0.593 0.533 0.450 0.406 0.244 0.143 0.085
mean 0 0.323 0.547 0.947 0.871 0.842 0.796 0.754 0.628 0.560 0.485 0.437 0.256 0.146 0.089
S.D. 0 0.022 0.040 0.044 0.036 0.042 0.035 0.041 0.033 0.028 0.026 0.025 0.020 0.018 0.011
16 N.D. 0.603 1.081 1.808 1.672 1.565 1.484 1.362 1.160 1.051 0.948 0.852 0.524 0.315 0.197
17 N.D. 0.547 0.936 1.585 1.498 1.455 1.359 1.275 1.033 0.908 0.809 0.713 0.382 0.211 0.122
18 N.D. 0.553 0.984 1.652 1.597 1.514 1.403 1.357 1.073 1.009 0.908 0.821 0.475 0.285 0.171
19 N.D. 0.735 1.190 2.007 1.814 1.710 1.581 1.551 1.253 1.101 0.969 0.866 0.503 0.266 0.147
25 20 N.D. 0.721 1.311 2.423 2.224 2.117 1.963 1.855 1.554 1.452 1.197 1.037 0.570 0.310 0.179
21 N.D. 0.597 1.045 1.712 1.655 1.547 1.400 1.364 1.103 1.011 0.890 0.801 0.463 0.262 0.158
mean 0 0.626 1.091 1.865 1.743 1.651 1.532 1.461 1.196 1.089 0.954 0.848 0.486 0.275 0.162
S.D. 0 0.082 0.138 0.310 0.257 0.243 0.226 0.214 0.191 0.189 0.132 0.107 0.064 0.038 0.026
22 N.D. 1.219 2.123 3.584 3.368 3.241 3.007 2.756 2.209 2.006 1.787 1.651 1.038 0.585 0.357
23 N.D. 1.106 1.924 3.256 3.158 2.945 2.718 2.465 2.053 1.817 1.714 1.458 0.849 0.486 0.289
24 N.D. 1.173 1.852 3.152 2.857 2.603 2.462 2.343 1.903 1.780 1.574 1.408 0.833 0.462 0.274
25 N.D. 1.321 2.240 3.797 3.705 3.371 3.269 2.943 2.494 2.351 2.018 1.871 1.132 0.630 0.365
50 26 N.D. 1.106 1.758 3.069 2.767 2.586 2.360 2.351 1.904 1.721 1.516 1.378 0.827 0.447 0.275
27 N.D. 1.103 1.985 3.308 3.203 3.075 2.865 2.643 2.244 2.018 1.851 1.658 0.957 0.541 0.311
mean 0 1.171 1.980 38.361 3.176 2.970 2.780 2.584 2.135 1.949 1.743 1.571 0.939 0.525 0.312
S.D. 0 0.087 0.177 0.277 0.343 0.325 0.340 0.240 0.228 0.231 0.184 0.190 0.126 0.073 0.040

N. D.: Not determined (<0.050 ug/mL), set to zero, N. S.:

No sampling
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Table 12. Pharmacokinetic parameters of micafungin after 2 hour intravenous infusion in single administration study
Dose  Subject Cores T AUGC,-.. B tue Vdss CL.
(mg) no. (ug/mL) (h) (ug+h/mL) (™) (h) (L/kg) (mL/min)  (mL/min/kg)
1 0.208 2 2.51 0.0695 10.0 0.188 16.6 0.229
2 0.201 2 3.05 0.0504 13.7 0.258 13.7 0.230
95 3 0.198 2 2.80 0.0631 11.0 0.199 14.9 0.216
mean 0.202 2 2.78 0.0610 11.6 0.215 15.1 0.225
S.D. 0.005 0 0.27 0.0097 2.0 0.038 1.5 0.008
4 0.381 2 5.90 0.0539 12.9 0.193 14.1 0.183
5 0.471 2 7.22 0.0515 13.5 0.210 11.5 0.193
6 0.427 2 7.43 0.0483 14.3 0.210 11.2 0.178
7 0.390 2 6.24 0.0536 12.9 0.258 13.4 0.244
5 8 0.364 2 6.16 0.0495 14.0 0.240 13.5 0.209
9 0.350 2 5.75 0.0475 14.6 0.233 14.5 0.199
mean 0.397 2 6.45 0.0507 13.7 0.224 13.0 0.201
S.D. 0.045 0 0.70 0.0027 0.7 0.024 1.4 0.024
10 1.001 2 18. 26 0.0453 15.3 0.210 11.4 0.169
11 0.940 2 16. 30 0.0487 14.2 0.248 12.8 0.216
12 0.962 2 16. 37 0.0465 14.9 0.234 12.7 0.197
13 0.922 2 19.02 0.0411 16.9 0.244 11.0 0.177
12.5 14 0.981 2 16.50 0.0478 14.5 0.230 12.6 0.197
15 0.878 2 16.19 0.0447 15.5 0.283 12.9 0.225
mean 0.947 2 17.11 0.0457 15.2 0.242 12.2 0.197
S.D. 0.044 0 1.22 0.0027 0.9 0.024 0.8 0.021
16 1.808 2 34.59 0.0417 16.6 0.244 12.0 0.180
17 1.585 2 26.51 0.0503 13.8 0.270 15.7 0.244
18 1.652 2 31.79 0.0442 15.7 0.227 13.1 0.177
19 2.007 2 32.90 0.0498 13.9 0.217 12.7 0.193
25 20 2.423 2 39.12 0.0512 13.5 0.217 10.6 0.198
21 1.712 2 30.85 0.0462 15.0 0.259 13.5 0.213
mean 1.865 2 32.63 0.0472 14.8 0.239 12.9 0.201
S.D. 0.310 0 4.18 0.0038 1.2 0.023 1.7 0.025
22 3.584 2 66. 38 0.0429 16.2 0.209 12.6 0.159
23 3.256 2 56.91 0.0463 15.0 0.242 14.6 0.200
24 3.152 2 54.36 0.0465 14.9 0.234 15.3 0.193
25 3.797 2 71.94 0.0457 15.2 0.228 11.6 0.183
50 26 3.069 2 53.49 0.0458 15.1 0.237 15.6 0.193
27 3.308 2 62.47 0.0468 14.8 0.274 13.3 0.226
mean 3.361 2 60.93 0.0457 15.2 0.237 13.8 0.192
S.D. 0.277 0 7.32 0.0014 0.5 0.021 1.6 0.022
fgp mean — 2 — 0.0473 14.7 0.235 13.0 0.198
S.D. — 0 — 0.0033 1.0 0.023 1.4 0.022
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Fig. 6. Relationship between AUC or Cu.x versus doses (Mean=S.D., n=6).

Table 14. Plasma concentrations of micafungin during/after repeated 1 hour intravenous infusion of 25 mg micafungin once daily for 7 days

Plasma concentrations of micafungin (ug/mL)

Subject day 1 day 2 day 3
no. time after start of administration (h)
0 0.5 1 1.25 1.5 2 4 6 8 12 0 1 0 1
1 N.D. 1.140 1.893 1.476 1.339 1.279 1.060 0.878 0.826 0.622 0.325 2.104 0.437 2.198
2 N.D. 1.009 1.792 1.572 1.439 1.353 1.094 0.940 0.845 0.670 0.361 2.030 0.477 2.181
4 N.D. 1.190 2.222 1.914 1.706 1.651 1.413 1.217 1.069 0.891 0.542 2.525 0.728 2.793
5 N.D. 1.074 1.788 1.517 1.405 1.259 1.052 0.861 0.813 0.664 0.337 2.136 0.485 2.296
6 N.D. 0.964 1.693 1.460 1.347 1.225 1.039 0.879 0.811 0.656 0.392 1.989 0.584 2.120
8 N.D. 1.228 2.093 1.734 1.600 1.527 1.181 0.996 0.881 0.728 0.392 2.279 0.515 2.432
Mean 0 1.101 1.914 1.612 1.473 1.382 1.140 0.962 0.874 0.705 0.392 2.177 0.538 2.337
S.D. 0 0.103 0.203 0.178 0.148 0.170 0.143 0.135 0.099 0.097 0.079 0.198 0.105 0.249

Plasma concentrations of micafungin (ug/mL)

Subject day 4 day 5 day 6
no. time after start of administration (h)
0 0.5 1 1.25 1.5 2 4 6 8 12 0 1 0 1
1 0.500 1.476 2.280 1.909 1.812 1.677 1.516 1.288 1.142 0.934 0.558 2.281 0.493 2.244
2 0.535 1.441 2.256 2.019 1.897 1.776 1.586 1.326 1.267 0.938 0.560 2.476 0.542  2.309
4 0.828 2.161 2.965 2.709 2.605 2.333 2.096 1.899 1.741 1.404 0.904 3.009 0.906 2.983
5 0.519 1.630 2.277 2.110 2.001 1.735 1.554 1.391 1.070 1.008 0.574 2.478 0.586 2.377
6 0.619 1.532 2.246 2.065 1.876 1.762 1.601 1.429 1.311 1.029 0.681 2.364 0.668 2.408
8 0.551 1.644 2.306 2.131 2.033 1.822 1.543 1.385 1.293 1.046 0.583 2.546 0.584 2.497
Mean 0.592 1.647 2.388 2.157 2.037 1.851 1.649 1.453 1.304 1.060 0.643 2.526 0.630 2.470
S.D. 0.123 0.264 0.283 0.282 0.290 0.241 0.221 0.224 0.234 0.175 0.136 0.255 0.147 0.266
Plasma concentrations of micafungin (ug/mL)
Subject day 7 day 8 day 9
no. time after start of administration (h)
0 0.5 1 1.25 1.5 2 4 6 8 12 24 36 48
1 0.510 1.651 2.327 2.042 2.026 1.825 1.670 1.397 1.261 1.041 0.525 0.305 0.158
2 0.569 1.499 2.115 2.000 1.940 1.841 1.440 1.398 1.243 0.966 0.536 0.286 0.175
4 0.845 2.049 2.947 2.666 2.631 2.602 2.202 1.937 1.924 1.483 0.873 0.530 0.331
5 0.512 1.544 2.457 2.111 2.070 1.798 1.732 1.529 1.417 1.089 0.586 0.324 0.181
6 0.714 1.645 2.419 2.166 2.140 1.947 1.640 1.526 1.368 1.193 0.707 0.432 0.274
8 0.581 1.776 2.510 2.279 2.122 1.946 1.635 1.595 1.344 1.093 0.586 0.334 0.170
Mean 0.622 1.694 2.463 2.211 2.155 1.993 1.720 1.564 1.426 1.144 0.636 0.369 0.215
S.D. 0.132 0.199 0.275 0.244 0.244 0.305 0.256 0.199 0.253 0.182 0.133 0.094 0.071

N. D.: Not determined (<0.050 ug/mL), set to zero
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Fig. 7. Plasma concentrations of micafungin (MCFG) during/after repeated 1
hour intravenous infusion of 25 mg MCFG once daily for 7 days (Mean=S.D.,
n=6) .
The line represents the best fit of the data to two—compartment model with
1 hour intravenous infusion.
Table 15. Pharmacokinetic parameters of micafungin during/after repeated intravenous infusion of 25 mg micafungin once daily for 7 days
Subject  Coa AUC, Burt tr/oans’ AUC, - B tod CL.
no. (ug/mL)  (ug-h/mL) (™ (h) (ug*h/mL) (™) (h) (mL/min) (mL/min/kg)
1 1.89 17.0 0.0573 12.1 22.7 — — — —
2 1.79 17.9 0.0528 13.1 24.7 — — — —
4 2.22 23.5 0. 0422 16.4 36.3 — — — —
5 1.79 17.3 0.0554 12.5 23.4 — — — —
Day1 6 1.69 17.4 0.0449 15.5 26.1 — — — —
8 2.09 19.5 0.0508 13.6 27.2 — — — —
mean 1.91 18.8 0.0506 13.9 26.7 — — — —
S.D. 0.20 2.5 0.0059 1.7 5.0 — — — —
1 2.28 24.8 0.0443 15.6 — — - — —
2 2.26 25.6 0. 0492 14.1 — — — — —
4 2.97 36.8 0. 0400 17.3 — — — — —
5 2.28 25.9 0. 0408 17.0 — — — — —
Day4 ¢ 2.25 27.5 0.0394 17.6 — — — — —
8 2.31 27.0 0.0495 14.0 — — — — —
mean 2.39 27.9 0.0439 15.9 — — — — —
S.D. 0.28 4.5 0.0046 1.6 — — — — —
1 2.33 26.8 0.0553 12.5 — 0.0517 13.4 15.6 0.207
2 2.12 25.6 0.0518 13.4 — 0.0492 14.1 16.3 0.259
4 2.95 38.4 0.0482 14.4 — 0.0434 16.0 10.9 0.199
5 2.46 28.4 0.0544 12.7 — 0.0510 13.6 14.7 0.244
Day 7 6 2.42 29.9 0.0418 16.6 — 0. 0407 17.0 13.9 0.192
8 2.51 28.5 0.0519 13.4 — 0.0512 13.5 14.6 0.231
mean 2.46 29.6 0.0506 13.8 — 0.0479 14.6 14.3 0.222
S.D. 0.27 4.6 0.0050 1.5 — 0.0047 1.5 1.9 0.027
—: Not estimated

“Estimated from plasma concentration—time data between 8 and 24 hours postadministration

Y Estimated from plasma concentration—time data between 8 and 48 hours postadministration
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Table 16. Accumulation ratio of Cuwx and AUC » of micafungin during/after repeated administration

Cmax AUCO 24
Subject day 1 day 4 day 7 day 1 day 4 day 7
no- Cos Cos - Cos - AUCo AUC - AUCos L
(ug/mL) (ug/mL) (ug/mL) (ug*h/mL) (ugh/mL) (ug*h/mL)
1 1.89 2.28 1.2 2.33 1.2 17.0 24.8 1.5 26.8 1.6
2 1.79 2.26 1.3 2.12 1.2 17.9 25.6 1.4 25.6 1.4
4 2.22 2.97 1.3 2.95 1.3 23.5 36.8 1.6 38.4 1.6
5 1.79 2.28 1.3 2.46 1.4 17.3 25.9 1.5 28.4 1.6
6 1.69 2.25 1.3 2.42 1.4 17.4 27.5 1.6 29.9 1.7
8 2.09 2.31 1.1 2.51 1.2 19.5 27.0 1.4 28.5 1.5
Mean 1.91 2.39 1.2 2.46 1.3 18.8 27.9 1.5 29.6 1.6
S.D. 0.20 0.28 0.1 0.27 0.1 2.5 4.5 0.1 4.6 0.1

“ Accumulation ratio (ratio to day 1)

Table 17. Accumulation ratio of Cui of micafungin during/after repeated intravenous infusion of 25 mg micafungin once daily for 7 days

Day 2 Day 3 Day 4 Day 5 Day 6 Day 7 Day 8
Subject ‘
no. Cuin Coin Chrin o Cain o Chin o Cain RY Coin o
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
1 0.325 0.437 1.3 0.500 1.5 0.558 1.7 0.493 1.5 0.510 1.6 0.525 1.6
2 0.361 0.477 1.3 0.535 1.5 0.560 1.6 0.542 1.5 0.569 1.6 0.536 1.5
4 0.542 0.728 1.3 0.828 1.5 0.904 1.7 0.906 1.7 0.845 1.6 0.873 1.6
5 0.337 0.485 1.4 0.519 1.5 0.574 1.7 0.586 1.7 0.512 1.5 0.586 1.7
6 0.392 0.584 1.5 0.619 1.6 0.681 1.7 0.668 1.7 0.714 1.8 0.707 1.8
8 0.392 0.515 1.3 0.551 1.4 0.583 1.5 0.584 1.5 0.581 1.5 0.586 1.5
Mean 0.392 0.538 1.4 0.592 1.5 0.643 1.6 0.630 1.6 0.622 1.6 0.636 1.6
S.D. 0.079 0.105 0.1 0.123 0.1 0.136 0.1 0.147 0.1 0.132 0.1 0.133 0.1
¥ Accumulation ratio (ratio to day 2)
YPlasma concentration 24 hours after the last administration
Table 18. Pharmacokinetic parameters of micafungin obtained by curve—fitting to a two—compartment model
in repeated administration study
Subject ch Klza’ Kzla'\ K:.-x ¢ A B (o3 [3 Vss tie Cmax AUCO—\» b)
r
no. L) (™) (™) (™) (ug/mL) (ug/mL) (h™") G (D) (h)  (ug/mL) (ug-h/mL)
1 9.28 1.06 0.977 0.109 1.47 1.22 2.09 0.0510 19.3 13.6 1.81 24.7 0.994
2 11.3 0.535 0.776 0.0870 0.974 1.24 1.35 0.0501 19.1 13.8 1.74 25.4 0.996
4 9.21 0.569 0.829 0.0732 1.17 1.54 1.43 0.0425 15.5 16.3 2.13 37.1 0.996
5 10.0 0.733  0.779 0.0965 1.29 1.20 1.56  0.0482 19.5 14.4 1.82 25.8 0.994
6 11.8 0.541 0.666 0.0747 1.01 1.10 1.24  0.0400 21.4 17.3 1.66 28.3 0.996
8 9.27 0.740 0.829 0.0988 1.36 1.34 1.62  0.0507 17.5 13.7 1.98 27.3 0.996
Mean 10.2 0.696 0.809 0.0899 1.21 1.27 1.55 0.0471 18.7 14.9 1.86 28.1 —
S.D. 1.1 0.199 0.101 0.0142 0.20 0.15 0.30  0.0047 2.0 1.6 0.17 4.6 —
Mean data” 10.0 0.693 0.813 0.0885 1.22 1.27 1.55 0.0465 18.6 14.9 1.86 28.1 0.997
—: Not estimated

“Model parameters directory obtained by curve—fitting
YCorrelation coefficient of cureve—fitting
“Mean plasma concentration data of 6 subjects were used for curve—fitting

WIEN LG EOBMNCEVEEML, 5~50mg 50 FRABRD LNz, LG RTIEHRIL 72 AUC, B
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X, AUC,-Tld y=1.199x+1.542, MR r=0.981, ELEIHRDOLNLP o7,
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Table 19. Plasma concentrations of M 1 (ug/mL) during/after repeated intravenous infusion of 25 mg micafungin once daily for 7 days
Day 1 Day 2 Day 3
time after start of administration (h)
0 0.5 1 1.25 1.5 2 4 6 8 12 0 1 0 1
Mean 0 0 0 0 0 0 0 0 0 0 0 0 0 0
S.D. 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Day 4 Day 5 Day 6
time after start of administration (h)
0 0.5 1 1.25 1.5 2 4 6 8 12 0 1 0 1
Mean 0.019 0.020 0.019 0.036 0.020 0.028 0.037 0.038 0.039 0.039 0.062 0.054 0.067 0.066
S.D. 0.029 0.031 0.030 0.028 0.030 0.031 0.029 0.030 0.031 0.031 0.010 0.028 0.011 0.012
Day 7 Day 8 Day 9
time after start of administration (h)
0 0.5 1 1.25 1.5 2 4 6 8 12 24 36 48
Mean 0.072 0.072 0.073 0.074 0.075 0.073 0.075 0.078 0.079 0.079 0.077 0.074 0.068
S.D. 0.013 0.014 0.014 0.013 0.014 0.015 0.015 0.012 0.014 0.013 0.013  0.014 0.015
Table 20. Pharmacokinetic parametres of M 1 on day 7 1HEDITRDS & ’ #4a I 1.2+0.1, H#T7THIX13
in repeated administration study 0.1 £1ZIZH U TH -7z (Table 16) o FHEIZ, AUC, »
Subject Coex o AUC, i, £1, 4BXUT7THAENZEN 18.8£2.5, 27.9+4.5,
mo. (ug/mL) (b (ug-h/mL) 29.6+4.6 ug'h/mL TH Y, H1HEOIE, 4 HH
1 0.083 12 1.90 1.5+0.1, %7 HA%1.620.1 &8 L 722% (p<0.05),
: oo . " BAHLETHCRABLEEBO ONE Do 1
5 0.073 8 1.63 (Table 16) -
6 0.083 12 1.92 b7 7 (KGEEE) X, F2HIHH4HZ
i 0068 6 157 THBEIZHM L 7245 (p<0.05), 44 HMFRIZIZ—5E
e oo -0 e L7 %572 (p>0.05, Table17). %d, #2 HIC
WHTLEA4HLVLESHD b T 7REOERBREIL
WINH 15 F7213 1.6 Thol
treas 1, B 1, 4 BEXOYT HTENEN 13.951.7, 15.9
THho7z0 +1.6 3£ 1°13.8+1.5h L% 572 (Table15), %4 H®

R o RZALKRIE, 5mg U EoFESGHICBVWTER
JREELL EORENSG HN2DY, 22 h 5RO PR
I, 5, 125, 25 B L 50 mg & 5-# O F 1y
eIz 221 0.08, 0.42, 0.57 BL ¥ 0.61% TH
572 (Table13)o M1 B XU M2 DJRHEEIZT T
EmRFLLT TH - 720

2) AL HER

REACERD MEE IR, 5 TR Cuw 2513 5
h, 2o, 2% THEL/: (Table 14, Fig. 7). %
7 HOWRBEEGHED t1, 13 14.6:1.5h & BEE5 ToOMH
EEb S o7 (Table 15),

Cra 13, 85 1,4 BX OV 7 HTENZH 1.9120.20, 2.39
£0.28 B £ 1¥24620.27ug/mL & % 1, HFHA4HITHE1
HICHREBICE > 722 (p<0.05), HFA4HEET
HTIABERZEZIAON R 5720 Con DERREZ 5

tuoe (B LT HB L OE T HICHRTHEICKREL o 72
A (p<0.05), tum HIZH5- HEUIE S — & O {1 A3
ALNLRolzZ Eh b, RN RANEIREOZLTIE
TwWwbkZz 7, 87THDAUCw & b 3K O 72 CL: 12
0.222+0.027 mL/min/kg T& - 7z (Table 15),

EFIVIRENT CTHOLNT/NF A —F % Table 18 12, F
ZFOHTIEIOMME Fig. TIZR L7z EFNVANDDH
TEDIEIRFTH Y, EHHEIZET V2O OHEEMBE
I —H L7 BT VRN TH BN AUC-1T 28.1
4.6 ug-h/mL, t,13149+16h THVH, ZhbDfHI
ETFNMICE SR WHETRDZE T HO AUC, -2 (29.6
#4.6 ug-h/mL) BL Pt (14.6£1.5h) LIZIFFE LT
Hoiz

MAEPM1BEXESHE CTEERRUTORET
Ho7z0%, 4 HUKE, bFhickih iz (Table 19),
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Table 21. Model-dependent pharmacokinetic parameters of M 1 in repeated administration study
Subject cY K Ka" tie AUC,-- Css RY 5]
r
no. (ug/mL) (h™Y) (h™Y) (h) (ug+h/mL) (ug/mL)

1 0.117 0.0306 0.0197 35.1 2.10 0.0876 2.65 0.960

2 12.1 0.0256 0.0255 27.2 1.86 0.0774 2.19 0.918

4 0.0908 0.0302 0.0154 45.1 2.90 0.121 3.24 0.989

5 0.0247 0.0703 0.0104 66.8 2.03 0.0846 4.54 0.831

6 0. 0459 0.0330 0.0120 58.0 2.45 0.102 4.01 0.977

8 2.22 0.0225 0.0221 31.4 1.77 0.0736 2.43 0.884
Mean 2.43 0.0353 0.0175 43.9 2.18 0.0910 3.18 —
S.D. 4.81 0.0175 0.0059 15.7 0.42 0.0176 0.93 —

—: Not estimated

“Model parameters directory obtained by curve—fitting

Y Accumulation ratio of plasma concentration at steady state to first administration

“Correlation coefficient of curve—fitting

Fig.
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hour intravenous infusion of 25 mg micafungin once daily for 7 days.
The line represents the best fit of the data to one—compartment model with first

order formation and elimination rates.

8. Plasma concentrations of M 1 in individual subjects during/after repeated 1
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Table 22.

Urinary concentrations of micafungin during/after repeated intravenous infusion of 25 mg micafungin once daily for 7 days

Urinary concentrations of micafungin (ug/mL)

Subject day 1 day 2 day 3 day 4 day 5 day 6 day 7-day 9
no. collection period (h)

pre 0-12 12-24 0-12 12-24 0-12 12-24 0-12 12-24 0-12 12-24 0-12 12-24 0-12 12-24 24-36 36-48
1 N.D. 0.060 0.065 0.111 0.110 0.144 0.130 0.142 0.125 0.143 0.151 0.150 0.141 0.133 0.099 0.085 0.044
2 N.D. 0.043 0.050 0.093 0.073 0.116 0.107 0.094 0.114 0.135 0.116 0.136 0.096 0.096 0.071 0.050 N.D.
4 N.D. 0.057 0.068 0.109 0.091 0.104 0.117 0.090 0.140 0.183 0.158 0.143 0.107 0.113 0.125 0.071 0.033
5 N.D. 0.036 0.058 0.044 0.056 0.076 0.051 0.065 0.048 0.117 0.066 0.134 0.057 0.061 0.091 0.032 N.D.
6 N.D. N.D. 0.043 0.073 0.080 0.056 0.059 0.104 0.109 0.123 0.066 0.087 0.092 0.077 0.084 0.059 0.028
8 N.D. 0.040 0.063 0.055 0.098 0.110 0.102 0.083 0.094 0.115 0.128 0.125 0.111 0.110 0.147 0.069 0.031
Mean 0 0.039 0.058 0.081 0.085 0.101 0.094 0.096 0.105 0.136 0.114 0.129 0.101 0.098 0.103 0.061 0.023
S.D. 0 0.022 0.010 0.028 0.019 0.031 0.032 0.026 0.032 0.025 0.040 0.022 0.027 0.026 0.028 0.018 0.018

N. D.: Not determined (<0.025 ug/mL), set to zero

Table 23. Urinary excreted amount of micafungin during/after repeated intravenous infusion of 25 mg micafungin once daily for 7 days
Urinary excreted amount of micafungin (ug)
Subject day 1 day 2 day 3 day 4
no. collection period (h)
pre 0-12 12-24 total 0-12 12-24 total 0-12 12-24 total 0-12 12-24 total
1 N.D. 45.56 47.97  93.53 82.65 67.27 149.92 90.32 68.58 158.89 100.41 69.36 169.77
2 N.D. 46.66 46.87  93.52 84.17 66.06 150.23 91.07 65.10 156.17 101.35 69.94 171.29
4 N.D. 45.24 60.48 105.72 100.15 77.18 177.33 114.36 83.34 197.70 110.60 86.76 197.36
5 N.D. 35.42 44.72  80.14 82.06 37.98 120.04 88.46  40.81 129.27 107.76  52.62 160.38
6 N.D. N.D. 25.15 25.15 63.53 64.83 128.36 59.74 39.26 99.00 63.80 67.29 131.09
8 N.D. 25.49 33.48  58.97 25.74 77.25 102.99 73.17 48.38 121.55 74.60 53.64 128.27
Mean 0 33.06 43.11 76.17 73.05 65.09 138.15 86.19 57.58 143.76 93.09 66.61 159.69
S.D. 0 18.14 12.31  29.63 25.92 14.39 26.38 18.49 17.56  34.64 19.20 12.56  26.31
Urinary excreted amount of micafungin (ug)
Subject day 5 day 6 day 7 day 8-day 9 dayl-day9
no- collection period (h)

0-12 12-24 total 0-12 12-24 total 0-12 12-24 total 0-12 12-24 total total
1 93.32 75.48 168.81 97.41 73.36 170.77 104.79 76.14 180.93 51.99 22.32 74.32 1,166.93
2 108.84 71.95 180.79 100.61 77.49 178.10 105.13 72.19 177.32 54.50 N.D. 54.50 1,161.93
4 115.91 111.77 227.68 134.19 98.62 232.81 131.67 125.89 257.56 91.91 27.67 119.58 1,515.73
5 101.16  69.68 171.29 88.95 53.77 142.72 84.32 58.70 143.02 45.25 N.D. 45.25 992.11
6 73.44  46.75 120.20 49.05 50.49 99.54 81.06 64.05 145.11 45.33 13.63 58.96 807.41
8 76.82 61.73 138.55 88.14 58.77 146.91 55.59 106.24 161.83 46.99 13.42 60.41 919.50
Mean 94.99 72.90 167.89 93.06 68.75 161.81 93.76 83.87 177.63 55.99 12.84 68.84 1,093.93
S.D. 17.15 21.62 37.12 27.37 18.15 44.39 26.06 26.41 42.20 17.99 11.32 26.59 249.30

N. D.: Not determined (<0.025 ug/mL), set to zero

M1 O MAEh X8 5 H 25 B ke IkiE
WZEL 7225, 97 HoRG i ~F& GG 12 R o
B 0.072~0.079 ug/mL & MAERRELFEED b 5
THICH LTI UTOBERWETH 720 M1DOET
H® Craty Taux B & UAUC 2 13 ZF N Z 1 0.082+0.013
ug/mL, 9.0+24h B X 171.86+0.31 ug-h/mL TH -
72 (Table20)o ETFNVFN THONTINT X —F %
Table 21 12, fdl O MAEHRE & » T3OHi#% Fig. 8

2R L 726 M1®D AUC (% 2.18+0.42 ug-h/mL, tis
1% 43.9+15.7h, R % 3.1820.93, C. |Z 0.0910+0.0176
ug/mL T 72 (Table 21),

MAEFO M2 BEIZTRTERBRDLT TH - 72

REALAESB LM 1 ORHFBRIER R % Tables 22~26
R L7z B1H2589 H T TCoRIETE %Rk
#® (25 mgx7 ) T L TRPFRERZ RD72L 25,
REALRO Rk 0.6320.14% &, DO TLH 7%
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Table 24. Urinary recovery of micafungin during/after repeated intravenous infusion of 25 mg micafungin once daily for 7 days

Urinary recovery of micafungin (% of administered dose)

Subject day 1 day 2 day 3 day 4

no. collection period (h)

pre 0-12 12-24  total 0-12 1224  total 0-12 12-24  total 0-12 1224  total
1 N.D. 0.18 0.19 0.37 0.33 0.27 0.60 0.36 0.27 0.64 0.40 0.28 0.68
2 N.D. 0.19 0.19 0.37 0.34 0.26 0.60 0.36 0.26 0.62 0.41 0.28 0.69
4 N.D. 0.18 0.24 0.42 0.40 0.31 0.71 0.46 0.33  0.79 0.44 0.35 0.79
5 N.D. 0.14 0.18 0.32 0.33 0.15 0.48 0.35 0.16 0.52 0.43 0.21 0.64
6 N.D. N.D. 0.10 0.10 0.25 0.26 0.51 0.24 0.16 0.40 0.26 0.27 0.52
8 N.D. 0.10 0.13 0.24 0.10 0.31 0.41 0.29 0.19 0.49 0.30 0.21 0.51
Mean 0 0.13 0.17 0.30 0.29 0.26 0.55 0.34 0.23 0.58 0.37 0.27 0.64
S.D. 0 0.07 0.05 0.12 0.10 0.06 0.11 0.07 0.07 0.14 0.08 0.05 0.11
Urinary recovery of micafungin (% of administered dose)
Subject day 5 day 6 day 7 day 8-day 9 total recovery
no. collection period (h) form day 1 to
0-12 12-24  total 0-12 12-24  total 0-12 12-24  total 0-12 12-24  total day9
1 0.37 0.30 0.68 0.39 0.29 0.68 0.42 0.30 0.72 0.21  0.09 0.30 0.67
2 0.44 0.29 0.72 0.40 0.31 0.71 0.42 0.29 0.71 0.22 N.D. 0.22 0.66
4 0.46 0.45 0.91 0.54 0.39 0.93 0.53 0.50 1.03 0.37 0.11 0.48 0.87
5 0.41 0.28 0.69 0.36  0.22  0.57 0.34 0.23 0.57 0.18 N.D. 0.18 0.57
6 0.29 0.19 0.48 0.20 0.20 0.40 0.32 0.26 0.58 0.18 0.05 0.24 0.46
8 0.31 0.25 0.55 0.35 0.24 0.59 0.22 0.42 0.65 0.19 0.05 0.24 0.53
Mean 0.38 0.29 0.67 0.37 0.28 0.65 0.38 0.34 0.71 0.22 0.05 0.28 0.63
S.D. 0.07 0.09 0.15 0.11 0.07 0.18 0.10 0.11 0.17 0.07 0.05 0.11 0.14

N. D.: Not determined (<0.025 ug/mL), set to zero

Table 25. Urinary concentrations of M 1 (ug/mL) during/after repeated intravenous infusion of 25 mg micafungin once daily for 7 days

Day 1 Day 2 Day 3 Day 4

collection period (h)

pre 0-12 12-24 0-12 12-24 0-12 12-24 0-12 12-24
Mean 0 0 0 0 0 0 0 0 0
S.D. 0 0 0 0 0 0 0 0 0
Day 5 Day 6 Day 7-Day 9

collection period (h)

0-12 12-24 0-12 12-24 0-12 12-24 24-36 36-48

Mean 0.010 0.009 0.009 0.004 0.008 0.004 0.005 0
S.D. 0.015 0.013 0.014 0.010 0.013 0.011 0.011 0
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Table 26. Urinary recovery of M 1(% of administered dose) during/after repeated intravenous infusion of 25 mg micafungin once daily for
7 days
Day1 Day 2 Day 3 Day 4 Day 5
collection period (h)
0-12 12-24 total 0-12 12-24 total 0-12 12-24 total 0-12 12-24 total 0-12 12-24 total
Mean 0 0 0 0 0 0 0 0 0 0 0 0 0.02 0.02 0.05
S.D. 0 0 0 0 0 0 0 0 0 0 0 0 0.04 0.03 0.07
Day 6 Day 7 Day 8-Day 9

total recovery

collection period (h)

form day 1 to

0-12 12-24 total 0-12 12-24 total 0-12 12-24 total day 9
Mean 0.03 0.01 0.04 0.03 0.0l 0.05 0.01 0.00 0.01 0.02
S.D. 0.04 0.02 0.06 0.05 0.03 0.05 0.03 0.00 0.03 0.03

Table 27. Plasma protein binding of micafungin at the end of intravenous infusion on day 7 in repeated administration study
G Subject Total drug” Unbound drug Unbound fraction Bound fraction
Tou
P no. (ug/mL) (ug/mL) (%) (%)
1 12.711 0.024 0.19 99.81
2 11.584 0.017 0.15 99. 85
4 13.322 0.018 0.14 99. 86
Micafungin 5 11.878 0.023 0.19 99.81
25 mg u. i. d. 6 12.997 0.018 0.14 99. 86
8 12.411 0.021 0.17 99.83
mean 12.484 0.020 0.16 99. 84
S.D. 0.663 0.003 0.03 0.03
10.678 0.022 0.21 99.79
10.557 0.019 0.18 99.82
Placebo 10.831 0.015 0.14 99. 86
mean 10. 689 0.019 0.17 99. 83
S.D. 0.137 0.004 0.03 0.03

Y About 10 ug/mL of micafungin was added

o7z (Table24)o M1IZDOWTIE, 4 HETTFN
TOWBRETERBALTORETH Y (Table 25),
JR AR e 1L 0.02+0.03% & A7 A 72 (Table 26)
M2 T RCORMETERRAUT ORETH - 72,
REALROMBEP EAR G (in vivo ) 1, 7
H¥ 5B a1 BRI 72 412 MCFG @ 10 ug/mL
(1mg/mL % 1/100 & &=) ZRMML Tl L7z, A
D in vivo HEITBIT B EH KA 1% 99.8420.03% L
<, T uRBICAREEZRML TR in vivo i TOIHE
99.83+0.03% & #=3AD SN h > 72 (Table 27).
Im. = =

5 TAHRERIC BV CTRFEI UL S N2, RFEo
BE LD L BEFRIEED ST, ZAEMIERE
THo720

BRI LT, HEES5RBETIE, KRE ko
AUC) B & U Coa (I GEICHBILTHWIML, 208,
tie, Vde BEUCLICHGEM TEPBO N LD o

T2 e, REOKNBBIIMIETHL L EZ BN,
B, REMEORBIRIERIZOWTIE, 58 IKAF
LTHEMLTW5 &9 iR 3R oz, Thidks
BEOWMIMIEY, ZNFEFCTEERADT CTH - 72 KE1L
RIEENRERIND LI o2l EIZL D RPITOH
RThHbHEEZT SO LIZEHRGEHETHEERE 64
&b REALR D E B S - T AR, 72& 213 12.5,
25 B & U 50 mg X 5-HE D 8~12 B oMk % Lk L T
b, 8~12 M oFEFITENZFN0.09, 0.10 BX
0.10% L5 RIS THEEOMETH 722 & H
SHEITONDL, L72h > T, REMKD R PR
FHGEICKAET, 2OoZoPRED 1% DT &Ik
Wb EZ LN,

SAEFR G- ABRIC BT, o fHIZE L, 4, THOR
TEHEALENALN -7k, 1 HOIMAESH
IR SHEE L TRD 72 AUCo (26.7 ug-h/mL) X
%7 H® AUCos (29.6 ug-h/mL) & I3ITH UfETH
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o722k, ESITREACARD I b i AR 3B 7 2—
IUN=PFAYFETFNTILDHTE T 72T &0 D,
ARIEDRNEEIIABERG P LML TH L EEZ BN,
ARG DO REACED Cowe BE N 5 7 OHE
B O REMAROKNBIEIZFE4H B 1HOMMEE
GG 72 W) I ERIRBIEL TV B EEZ D
Nizo MBEHELSHED t, BLOCL IZFNZFI 14.621.5
h 3 & 08 0.222+0.027 mL/min/kg &, HEFGEEOD t,,
(14.7+1.0h) B X' CL: (0.198+0.022 mL/min/kg) &
ZIZFH U TH - 720

T FBLUA XTOMERFRI S, REIZIEHD
REUHBHFLELY, Z0H5H, M1BIUM 2 ZHIEE
W2 AT HEEREYTH S 2 LR INTVBY,
ZZT, ARBETIE, INSTHERHEDIIOVWTHEY
BRROME 2175 720

MAFT M1EEIZE4HICE LD TEERRZ DT
P EM o fie LTl SN 81 HOBREMD
BoNhhol720, REKELEICEITE2 M1 OERIC
DWTIE, BTV 2 RAIze ZOME, EHIRET
TOHOM1D Cu1£0.0910 ug/mL L HEE I N/ M1 D
Co LK T 2720, REMKIZOVWTH Ca 2B TH
D AUCo s % 24 R CTHLCTHEMLZE 25, 1.23 ug/
mL&Zol, 2OZENS, M1 Cy X REALED
C.DT%HRETH L EHES N, T2, M1DEH
IRFEFZERE 1 Table 21 @ ty, (43.9h) D 4fEE LT
BT 5L 176h (7.3 H) &H#EESNT In vitro D

MEtTid, M1BXUM2IZ, 7V mBIUT A
NUFNABITH LT, MCFGIZH L TRV 2w
LAREOMEMGEEEZET LI EFHRESIN TS
20, KRB THONTEYEERFELAD L, BT
i, REOPEWEMIIBT 2 MHHYOF5 1340 %
W k %/‘i 5 hf:o
Pk, REORNEIRRIIHIECTERIASINS LHmIN
5o
X ak
1) WHEXE, KEHESE, I i, il Frorg o R
PLE A 3E micafungin @ in vitro PLE W ETE, HALHE
45650 (S-1): 8~19, 2002
2) A W, HIFHE, EIHTF, B Candida B B
& O Aspergillus fumigatus \2 X %<7 R4 B EYIC
%9 % micafungin ORISR, HILE S 50(S-1):
30~36, 2002
3) MA W, OE I E, EMB T, M Aspergillus
fumigatus \2 X 5% 7 XA MW R K G T B
micafungin OB #I%IFR. HALHZFE50 (S-1): 37~
42, 2002
4) Gibaldi M, Perrier D: Pharmacokinetics 2nd ed.
Marcel Dekker Inc, New York, 1982
5 &THEAN, WA, SFHAEHTF, i 7y FBLO
4 XIZB1F A micafungin DfEHW. HALH &L 50(S
—1): 88~94, 2002
6) WHW, Kk#HE, #HIHI7%E, M Micafungin ®
R#W M1, M2BLXUM5 OFLER G HILHE
453650 (S-1): 54~57, 2002
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Phase I study of micafungin

Junichi Azuma", Kunio Nakahara”, Akira Kagayama”, Tokuaki Kajiho”,
Akio Kawamura®, Hiroyuki Suematsu® and Tomohito Mukai”

Y(Clinical Evaluation of Medicines and Therapeutics, Graduate School of Pharmaceutical
Sciences, Osaka University, 1-6 Yamadaoka Suita, Osaka 565-0854, Japan

?Fujisawa Pharmaceutical Co., Ltd.

The safety and pharmacokinetics of micafungin (MCFG) were examined using 36 healthy male
volunteers both in single and repeated administration studies. In the single administration study, 2.5, 5,
12.5, 25 and 50 mg of MCFG were given intravenously with continuous infusion pump over a 2-hour period.
In the repeated administration study, 25 mg of MCFG or placebo was given intravenously once daily for
seven days with continuous infusion pump over a 1-hour period. The results were as follows:

1) MCFG was well tolerated with no drug—related adverse events observed.

2) Mean plasma concentrations of unchanged drug reached maximum at the end of administration, and
declined in a bi—exponential manner afterwards.

3) There were no differences among dose groups in elimination rate constant (f), elimination half-
life (t12) , volume of distribution at steady state (Vd,.) and total clearance (CL.) . Area under the plasma
concentration—time curve from time zero to infinity (AUCo.) and maximum plasma concentration (Ci..)
increased in proportion to the dose. Consequently, the pharmacokinetics of MCFG were considered to be
linear over the dose range studied.

4) The plasma concentrations of unchanged drug reached a steady state by day 4 in the repeated
administration study with no accumulation observed.

5) The metabolites M 1 (catechol form) and M 2 (methoxy form), that are found in rats and dogs,
were hardly detected. Urinary excretion was extremely low for the unchanged drug, and for metabolites M
land M 2.



