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SRR IR (5 PRI DR 5. 39 0. 46 100
*v b L. Smg (F74i) /nl. 24 Y (0 B R DR 5.39 1.12 99. 3

(2) TafiRA% DI ZE EME
BT 7 X Na SEFEA S0mg TBVE | Z ¥Rtk . FRodefh CRAF L. BRI 720 REM & Mt
L7,
RIV-3 BREOIAREMNSAER
PRAFSA: - AT, 30001ux, 25°C, 60%RH, IAFRIK D /S 712 AL, sRBRAR 1A Z A m) & THRAT

A e R
I:Jitr-‘ 7Y I/E\ w 24/ 24 V2. Py,
ks i TR fRIE A 3 FEfM# 6 FEff 24 W
sl *] *1 *] *1
pH 5.76 5.75 5.73 5. 77
50mg,/100mL f’“@’??*?%(% — 2. 10 4. 09 9.76
o Dt figdy ]
PRI —
UL (%) 0. 44 2. 59 4.81 12.74
S &
JHmEFER (%) 100 96.9 94.2 85.5
AN *]1 *] 3 x1
pH 5.73 5.76 5. 72 5. 62
300mg/100mL Wgﬁ“?ﬁn% — 0. 44 0.97 3. 62
o Ueorfiin ]
PRI —
PR (%) 0. 44 0.91 1.47 4.35
i SERR Y &)
JHmEFE (%) 100 99. 1 98.8 95.3
F1481 *] %1 %1 %1
pH 5.75 5. 82 5.83 5.58
50mg/100mL ﬁ{iﬁ?ﬁéﬁ% ) — 0. 96 2.00 6. 07
7 R BEESE (5w/v%) e
LRI (%) 0. 47 1.50 2. 66 7.59
(SR 5
JHmEFER (%) 100 96.9 96. 6 91.7

x1 : BAEHOW TH-T- — . kR
VL 11. ] FooyEE] OHESBM

MRt D2 E MBI (T Ia Atk O 2ENE) « TXIL 2. £ OO BIEE R DS M



8. fFl &L DEEELL (MEILFHEL)

(RS

VL 11. ] FooEE] OESBME

Pl 2538 ¥
IHT XY G MWD pH Z B
B (J1f) pH B2 T 0 (ml) I ik pH BEfak
0. mol/L HC1 AL L 10. 00 1. 40 4.24
100mg,/100mL 5. 64
mg/100m 0. 1mol/L NaOH Bk L 10. 00 12. 56 6. 92
0. Imol/L HC1 B L 10. 00 1. 40 4.31
150mg,/100mL 5.71
mg/100m 0. 1mol/L NaOH B L 10. 00 12. 56 6. 85

9. AHM%

A% LR

10. &5 - 2%

M FEIPDELESR - B, NEINSEHRLES - AEICET 51EH
W Ay h7Z4VATEE (2 7 mikk)
RIFFEDO YL BN B & FIC X AHEREOREBIIED =D, XA TNVE W Iy N7 4V AT

2V 7aiEL TS,

"S> I
b2 50mg e
i (il

: A mié&iﬂu
fmidcc z

(D1)04987222250399

50 50

meiji T W - TREFET
. :F 1’?5’ 4V§§::§§ﬂ (4 P ILgUND o b 7 b L TEN)
@ SRR
SHhI7/F U/ Na| e
romanzR D0mgha A-MCMD
1A Pt
SHIFUEUTMISLS0MEHE) miE
AWM-ERSONABCEY #s
BHTACE

=M
EHIZBRWALSPTOT HR
HBUBEBLCE

(01)04987222250399

B{EXEE: 24 5mmx#51mm

(2) a4
(A7 7 % Na miff i 50mg THVR )
10 /XA T L
(IH 77 X Na JilEEH Tomg THIR))
10 /XA T L
Q) FlEEE
A ER R L

50. |




b BERmDOME
RAT N BT A
IaeHIN— (FrvT) R
T I A
FrvS Ry TR LY
TR e
NETZ b R F LT T7HL— |
MK

1. BlERESNLIEMEE
AR L

12. ZDith
YR L



AEICEYT HIEH

IR ESIES

OF7ARILFINRABRUAD UV CHARBIZK B TRRRAEE

BEREME. FRFBEREE. HELEERE
OEMBMEBIEEEICETE27ARLLFILRERVAD VS TED T

DEXIHREICEET HFE

REI LTV
BERUVHE=E

() AZERUVHAEDMEER
(A
T ARILFILREE
WE. RAZIZI 77X MU A E LTH0~150mg (Jiff) % 1 B 1 [BAREEFHEST S,
FE SUTEEIAPE T 2~V )L ZE I IHERITIG U CHEETE 525, 1 A 300mg (Jiffi) % LR &
T 5,
hoPHE
WE. RAIZI 77X T MU oA s LT o0mg (M) 21 B 1 BSHEGHET D, BHIE
SOTEREYES oV FIEIITERITIS U TR TE 5%, 1 H 300mg (Hffi) &2 ERET D,
EMBHEBEREICET3T7ARLLIILRERVA Y CHEDFH
ANCIZI A 77X F MU oA s LT h0mg (Off) %18 1ELEHEHET S,

SR EREICES Uik, BRI, 7N RSOOSR L, Tomg (J)Ml) AR T
30 pLh b, Tomg (Fiffi) Z#EA THEGTD5A1E 1 RFHLL LT TIT 9,
BRI Te > TE, ERAKRZER LN &, ERNFRE RS20z, ]

NR
T ARILFILREE
WE, NRIEI 77X U AL LT 1~3ng (M) /kg %2 1 B 1 BAREEFET S,
FE ST EEIRTE T A~V X)L ZJEICIHERICIE U THEETE 528, 1 H émg (J1fi) /ke 2 LR
L35,
hoSHE
WE. NI 77X MU AL LT Ing (Ofl) /kg 2 1 B 1 BAEEEST S, &
SESUTEEIRVE D o O FREIIERICIG U THHETE 228, 1 H émg (Iffi) /ke 2 LBRET 5,
EMEBHEBIEREICB T T7ARILEILRERVCA Y CHEDFH
RIS 77X F U oA L LT ing (Jff) /kg %2 1 B 1 BELEREEET S,

SRTEHEICEE Lk, ARRER., 7R U BEERE U L, 1L BT TIT D,
BT > Tt IEHAKEER LRNZ &, IRIEDNERE 2572026, ]

(2) RiERUMRORERE - i
AR L

_10_



4. BERUVHEAEICEHET HIFE

1. Bk - REICEET 5FE

5PN

FARIVFIWRERVH VDT IE

7.1 {KH 50kg AT OBFITX L CiX, REHFETL HHZY 6mg (i) /kg ZEEA RN &,
EMBHEBIEREICETA3T7ARILIILRERVA Y CHEDFH

7.2 GFrRERE)S 500 fE/mm® PL EICEIET 570 &, U R G2 & T35 2 &,

7.3 {KHE 50kg L FOBFICH L Cid, REHEFE T AHZY Ing UML) /kg ZB 2722 &,
(MR

FARILFIWRERVH VDT IE

7.4 {KE 50kg DL EOBEICKLTIL, 1 BH7=Y 300mg (Fffi) #2202 &,
EMBHEBEREICET3T7ARLLIILRERVA Y CHEDFH

7.5 AR EREDS 500 E/mm® L EICEIE T 570 &, @RI R G2 & T 52 &,

7.6 {KE 50kg LLEOBEFITH L TiX, 1 BH720 50mg (iffi) 2827202 &,

5. BRIRALKE

MERT—2/1\vH5r—2
YLD

(2) B PR EEIRER
AR L

Q) A= RICIERAER
M E R L

(4) BREEHIEAER
1) B3HRIIAER
MM ER e L

2) REWHB
AR L

(5) BF - fRRERIGER
M ER L

(6) JamEE A
1) ERARERE (—REARERE. HECARGERE. FRARELERRE) . 8ERTERT
—AR—RRE. WERFTRERABROAE
R L

2) RREME LTERFPEDNANBRRIEER L-HAE - HAROME
A% LR

_11_



(7 =D ith
(T AJLE N ARER D / JHIE)
1) EANEEERER () °

KRV-1 RERIREKEHNR

. \ Hhpl/ Hh=

ik s s B3 %)
(ZEEMEN 7 2~ X)L RE 6/10 60. 0

e 1P SEVE il 7 A ~L L R SE 6/8 —
TASVIAAR e LR — 10/16 62.5
/INEE 22/34 64.7

VR MYE 3/3 —

VI ¥ Bl Y HNE 5/5 —
/NG 8/8 —

it 30/42 71.4

BN E kG & LT ENERIRERBRICIS WL BIER (FRRMREEORFEE 2 5Te) 25 67 i 33 {4
WS-, ZOWNERIE, IR 2 4 (3.0%) . BIEZk. M. B, 8. st B, T
F, BB, 3892, LB MERBA LI (1.5%) . Al-P 5 3% (4.5%) ., BUN 5 3 { (4.5%). v -GTP
B2 (3.0% . ALT EH- 24 (3.0%) ., Z V7 F=>EF 24 (3.0%) Z%EThH-oiz,
<EBFIRX 17.1.1 X v#gic>

2) ENERIRRBR (1) 1
RV-2 RERIRKEHR

BRI/ | AR

A e s 4 (%)
IZBEE 7 2 ~2L )L A SE 2/2 —

T AL ENL A (REEVERGT 2L 0 2 gE () H! 1/1 —
NEE 3/3 —

7 vV K IE 1/2 —

e vV IE () 4/5 —
Raads filih oo 2yE () *° 2/3 —
/NEF 7/10 70. 0

it 10/13 76.9

X1 o ERAER K ONBHET RN DARBRIENG 7 2 ~L 0 ZIEA R Be LTz b D,

X2 MiEFZHT (B-D-Z L VGE) R ORARIER S A > P X IAEA R < B /e b 0,

X3 MIEZHT (B-D-Z v kD D W IBHURRASIE) | BRARAEIR K& O ET s & il > 2 & FE A3 58 <
Bebnlzb o,

INREXG L LT ENERRBRICBW T, BWER (BRREMO R A4 5Te) 25 20 f%H 14
S Sz, TOWNRIE, 7577 4 7% —8BUG L (5.0%) . AST E&- 34 (15.0%). ALT E
H 34 (15.0%) ., y-GTP E&H 2 (10.5%) Z&EThH-o7=,
¥y —GTP EFIZ W T, FHEFIEIL 19 fl Th o7z,

<BTEL 17.1.2 L 0#zEEc>

3) MBS IR R (RERMET 2~V XV ZJEICKT T 28 WHRER (hE)) 1
RV-3 RERRENR (KRF|EIRZE5H)

. , i/ Hih#E
A G FEBI (%)
(2 BRI 7 AL )L ASE 1/3 —

N T RV L R ME 2/2 —
it 3/5 —

<BFURI 17.1.3 L v#Ese>

_12_



) MBMERIRRRER (T > O & MUE S DMREEVE ) o 2 FUEIC R 5 55 AR

RV-4 RERREDNR (RF|HEIRz5H6)

AR (Uh))

B , i/ Hih#g
5 e S %)
BV SE 8/12 66. 7

R BB S U HE 4/4 —
it 12/16 75.0

<BFURIL 17.1.4 L s>

(& MR R 23T 2 7 AUV F L RGER O ¥ ZIED TB5)
B) MEANERIRARBR (55 ILAH buigeantigh)

RV-5 25MERRRFEFHMKINE (Full Analysis Set)

FRHR SR D7
SHT7F XU TN a YA (ST X URE 95%CT
- Z)va ) — LEE)
340/425 336/457 , (0. 9%.
g3 (80.0) (73.5) +6. 5% 12. 0%)
_ 157/220 175/256 . B
i IR (71. 4) (68. 4) +3.0%
D | BE - FXR 181/203 161/201 o1 —
- B (89. 2) (80. 1) e
B L 2/2 —

T BRI /RE BB (%)

¥ TR BIEL  1REEE G TR E CIC e M ERHIRYE OMEZ N (Proven) . SRWVEEV (Probable) |
D WIFEE (Suspected) AFRHBHILT, ORBRKE TR (RBRIEE 5 TH# 4B FCicagta
BRYE OMEEZM (Proven) & 2\ EIEWEEVY (Probable) 23F8& & V7o T fEH

Y& B R RS Rl FR T2 R DN BT & AU S 425 1 (sl A 386 i, /1N 39 f4) o 64 5] (15. 1%)

(GRS O B A8 2 S eRITER RO Sz, ERRWERIZ. B E Y L e MiE 14 41 (3. 3%) .

&AL 10 18] (2. 4%) . T 9 4 (2. 1%) . & U w7 AMidE 8 4 (1.9%) . 3892 8 5] (1.9%) 5 Tdh 7,
<EBTFIRX 17.1.5 X 0¥zt >

(T AL FIV RIE R OB v X RE)
6) fiff FH kAR A (R

RV-6 KBRIFRRINE

; B/ B
mia R %)
T AL FE L AGE 92/130 70. 8
D BRE 390/452 86.3

1E) ARNOEBINIZMAD 1 HHBIZ D U FIE : 50mg (FIE XUTHEEEPETIX 300mg £T) THD,

BNz %G & LTzl tk O R A Tid, 1,074 il 306 ] (28.5%) (ZERRMAE ST 25
TeRIEH RO BT,

<BFURI 17.2.1 XL vi#Ese>

_13_




VI. ExhEB(CEI HIEH

1. ZEFNICEESH SLEMXRITLEMEH
FooT v R MIRBERRRIENE) « 0 AR T 7 o % HEgE
R B B DLW OMEE - DREL, BHORTEEBHT D2 L,

2. FEBE{EH

(1) e AR - 1ERRE
D ERBER
B OMIARED FERER K T D 1,3 - B-D-F A DK ERET S 9,
<B T 18.1 L #Ezie>

2) Mt
7V HEBICB W TAFNARESZE S L < EiEZ R TR HRE ST, Frv o7 4 VR
BEREANI T 2SR TSIV AR E SR OB EFE TH D FKS # X7 O R
NEE LTV L O@END D 19,
<BFEL 18.3 L izt >

(2) BN EEf T HAERAE
D) HUEEEA

FEIEREEEO EBERE THDHI I UV HREE T AL X)L R JFIT3E L CTIRIAWHLE FE A~
7 hvEAL, Za St =ik O b o D F ISR L ChIR A in vitro{EMEEIRT P, h
VU A BICHT DERIIRENTH D | T ALV ABITHRE U TS & OV R O E 1
HIFE 2 7R 1920
< T ADOREFEVE P HRE, OE - BB U HIE, FEFEMET ALV RIE R OWET AL F
JUZIENZ BT OB U IR R R 2R3 2,

<B T 18.2 L 0EREE>

(3) fE S IBHRT - H5REHRS
TR L

_14_



VI. EYENREIZE T 5IEH

1. MAREOHS

(1) AP LA 207 T e
LB L

Q) EgRRAR CHRERIN-OPRE
1) B[ b
fEEERL A 23 BICATH] 25mg ™ 50mg Ko OX Thmg & 30 43 & 5\ ME 150mg % 1 KRR 2T CTHARP e
Be b Uiz &o& | M ORZE LR D AUC 133 5B Hu il U CHIIN U7z, i P i B | 3 s gk TR
B &R0 R 13. 9 B T hH o 72 P,

{ug/mL)
100
—— 150mg
—0— Thmg
10 ] &— blmg
ffiL Ly TN —&— 25mg
Y u -
i A
aa O -
& o . - -—ﬂ_ B 'l-—--__
- 7 — e —
= 1 oA . i S - i
e
—A
0. l i i Ny
0 12 24 36 48
E= | (hr)
RVI-1 EMERERFERI/NT A —42
RSN ¥ % Cmax Tmax AUC, T,
(mg) (1 g/mL) (hr) (p g« hr/mL) (hr)
25 6 2.5210.28 0.5*0 34.3%5.8 14.0%+1.2
50 6 5.23%0. 38 0.5%0 74.3+6.2 14.2+1.2
75 6 7.90%1.35 0.5x0 106.5+13. 4 13.3=%£0.7
150 5 14.30=*1. 31 1.0=£0 216.6123.1 14.0%0.9
25~150 23 — — — 13.9%£1.0
— AR Sl £S. D.

1) AFIOERBEINTZHRAD 1 HHAREIZT ZA~ULXE /L ZAE : 50~150mg (FHE T HEEME TlX 300mg £ T).
H Y HRE : 50mg (EEAE ST EEAME TIE 300mg £C) Th D,

2) KB

<BEB IR 16.1.1 Lz >

fERER N 6 BIICAA] Tomg 2 1 H 1[al, 7 HIAL, 30 20 CTHARNFRER 5- L7 & & g
TEEL., FRHEGHEOD Cmax 13 10. 87 wog/mL, 1A EIIX
14. 0 Bl Tdh - 7z, MAEEAFEAHRIT 99. 8% ETH 722,

REACAERIREEITE 4 BIZITEFIREE

_15_




(ug/mL)
100 ¢

m 0 . T T \
1 ! N\ \ :
i N ; X
EE =
1 F K
01 i L i i i L i L 1 i i i i i i
0 24 48 72 96 120 144 168 192

I i (hr)
<B TR 16.1.2 L 0#sie>

) IR HRIERE
TRAEVEEL RIE D N BFE 65 IS AFA 12. 5mg ™. 25mg ™| 50mg, 75mg, 100mg K OY 150mg % {6
BB L7m L & WIREHIT 13.5 B ThH D . BIRERBTHEIIA N -T2,

1) AFIOERBEINT=ZHRAD 1 HHAREIZT ZA~ULXE L ZE : 50~150mg (FHE T HEEME TlX 300mg £ T).
H oV HRE - 50mg (EEAE ST EEAMETIE 300mg £C) Th D,
<B TR 16.1.3 L #sit>

4) BRE B
HBERAE & D IR M s AR & 52 1 7o s B 2 58, KE TR 12. 5~200mg ™
%, FHETIE 3~8mg/kg (K9 230~600mg) ' & 1 H 1 [\l 1 FERFEANT CRAEERIRINFRGE I 5
L7z, EFIRIE (B5 7 HRB) 128 2 RELIKRD AUC i35 BITHHI L, &IV
DEERIZBNTHIEEF—ELEETH-7= ) WEAT—%),

RVI-2 EHREEOEMBELN/ S A —4

= " Cmax AUC, o4,y T,

BeGR Pz (p g/mL) (p g+ hr/mL) (hr)
12.5 7 3.9£7.3 15.6+11.6 9.9%+1.8
25 8 4.8+2.7 24.4=+7.5 13.8+4.0
. 50 7 6.4+5.7 49.0*+11.1 12.5+2.6
7& 75 8 8.3+4.8 66.1+20.6 13.2%+4.4
100 7 28.2+£22.9 110.0=%31.8 13.9%+3.1
150 8 17.6%8.4 166.4+49.3 13.1x2.5
200 8 26.5+120.7 208.3*£65.5 15.9%+4.8
3 8 21.1%+2.8 234+33.6 14.0+1.4
| 4 10 29.2+6.2 339+72.2 14.2%+3.2
(mg/kg) 6 8 38.4%6.9 479+ 157 14.9%+2.6
8 8 60.8+26.9 6631212 17.2+2.3

SEHIfE £S. D.
1) AFIOERBEINTZHRAD 1 HHREIZT ZA~ULX /L ZE : 50~150mg (FHE T HEEME TlE 300mg £ T).

H oV HRE - 50mg (EEE ST EERMETIE 300mg £C) Th D,
<B TR 16.1.4 L 0#sie>

(3) hEE
BRI L

_16_



4 BE - HHEEOEE
TVIL 7. fHEAEH 1 DIHEESHR

BYLRERIN/INT A—4

OF 2ivap
TR L

(2) WUIEE FE L
M E R L

Q) HKEREEH
BREERR L

DHo2IVTF7SUR
M E R L

O) R mEE
AR L

(6) Z Dt
AR L

BEH (REaL—L3v) @

() & A&
M E R L

QTG A=A EFHER
M ER L

IR 4R

ARV
VXiil

(1) ik — BRIPS BB
AR L

(2) ik — R4 A BAPY BB 1
AR L

Q) Ei+~DFITH
<BE>HIHBIT(Z > B)
WEHRZ Y MZYCHEFRI N7 7 X MU U L% Ing/kg BRIRINE G- L7z & & FLi PG REIR
FEITH 5% 6 BEf Ol e & 720 | T OIS U RERE L R E Ch o T2, £-. BE
% 24 FERI LB (T M8 b O REJR FE & W4T LTl L7z 2, [9.6 2]
<BFEL 16.3.1 L 0i#zzE>

_17_



9.

(4) R~ DBATH
AR L

(5) T DD~ DBITHE
DR L

(6) MIREOMHEEE
REERR L

5t

() X BB L B A EBHERR
R &L U C 8 FENRE UIHEE SN, S 7 7 U FrF R TR#E2ZTEEZ2615
N, B FOREREFICI DT 7 X OMBEOKERLIA M5) N ERHEHE L THREED 3. 7%
Pt & 7=, M5 1ZF 7 @ —24 P450 @ CYP1A2, 2B6, 2C KON 3AIC XL W /AERR L, Zofth, HT =
—EMDIZI I 77 oo LT 7 Z—FIT LD A FFIRM2) 1T ML A5 COMT (catechol
O-methyltransferase) (Z& V. BHERIE (M3) 1XI 47 7 X0 HKIER T CIHERERMNCAR S

5 &%%— %hfl 23,25,26)0
<EBEFIRX 16.4 L v izie >

Q) RHIcBEE5T 58K (CYPF) DHFiE. HFEE
TVIL 6. (1) FREHENL K OGRS ] DIHE R

) WEEEBHROERRUZOHE
LB L

(4) REMDFEOHRRUSEEL, FALLE
LB L

Bt

BT 7 R FICE PP S L, AMEA DR 6 Bl MCHEEERI A T 7 X R U DA
28.3mg ™ & 1 BERE T CERIRINFRBER 5 L7- & &, #5% 7 B & TOR KO TR HE O PR 31X
FNENEGHIRED 7. 36% K N 43. 80% T d > 7=, JRH K OFEHIZIIRE( LR E 2 e 5t ie
D 0.70%, 11. 71%HEE <4, G cdh - 7=,

2B, IMET SRR E ORI R G T C 2.29u g eq. /mL, %59 24 FFC 0.84 4 g eq. /mL,
WHE#THTO. 19ugeq. /mL & 72572 ¥ 54% 42~51 H TIX % E5% THDHI1/8 T 5 0.023 1 g eq. /mL
F TR LI,

<EBEFIRX 16.5 LV #zic>
W) AANOERREINIZRAD 1 BAETT ALV RAE : 50~150mg (FERE X IFHEISME T 300mg £ T) . H
VU HYE - 50mg (FEAE X XA T 300mg £T) Th b,

bS5 U AR—E2 —I2BY B1ER

B E R L
BREFIZKBBER
MM ER e L

_18_



10. BENER
(1) /N

D REEEREE RS (MR
RIEVEEBEIED 8 71 H ~15 /N3 19 il (D= 26 #i) 1ZAH Img/kg (7 4511) . 2mg/kg (9
%), 3mg/kg (9 %) KO 6mg/kg (161) % 1~3 B CEARNERG IR G L= & &, ©HIKEE
TO Cmax (X, HFGEIZHHI L THINL 7, HAEEINL 18, 1K TH -7, FIR (3 4#]) o
PERPIREE TSR, FEICHARTOREVMER N2 S 27,

RVI-3 RYBEFH/ A —F

TR HEE

eh& " Cmax T,
I
(me/k) i (11g/nl) (hr)
1 7 5.03+2.33 13.0+1.8
2 9 10. 25+4. 45 12.3+1.9
3 9 14. 76 £5. 52 14. 4+3. 2%
6 1 21. 11 11.3
1~6 26 — 13.1+2.4
—  EHHEd, X :n=8 SEEE S, D.
(pg/mL)
25 »
N o
20 | o
o
o o
15 | AR -
g ¢ A AL (8 IRRTF L)
5 . a ® W (2~5)
oy © ol O ¢4 (6~150)
§f o CIERGE 5390 1 B0 it
) A —  BSEYIO T £ SD)
5|
. A
D L L L 1 L L
0 1 2 3 4 5 6
S (mg kg)
<FBFIRL 16.6.1 X it >

2) RIEVEE HIE RS (IRHAEARED)

TRAEME B BEE D 584~2014g DK HA AR E B 22 BIIZAHA] 0. 75mg/kg ™,

1. bmg/kg M OF 3mg/kg

% 30 LA b THRIFEARN RS L7z, IRHAREIZO Cmax 3/ R K VAR i3
Mol GNEAT—%), [9.7.3 ZH]

RVI-4 RYBEFH/ S A —F

(LN EREEn 4 s Cmax AUCq oy CLt T, "
(g) (mg/kg) (p g/mL) (p g+ hr/mL) (mL/min/kg) (hr)
500-1000 0.75 4 1.31%£0. 31 8.8%x1.4 1.32=£0. 21 5.5
>1000 ’ 6 2.53%0.92 16.5%£9.0 0.97%x0.82 8.0
>1000 1.5 6 4.51%+1.34 44.1%£24.0 0.64%0. 155! 7. 8%l
>1000 3 6 9.28%5.31 59.5%29.0 1.19%1. 32 8.2
%1 :n=>5. X2 : M FEHHE SEHIE £S. D.

) AFIOEZBINT/NRO 1 BEEIZT A~V ARE + 1~3mg/ke (FE X ITEEISME Tl 6mg/kg £ T).
J P HHE ¢ Img/kg (BUAE SUTHEIRVE T 6mg/kg £T) TH 5D,

_19_
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(2) En
i 10 ) (G T1 gk, 66~T78 %) M OFEMlnTE 10 # (FEY) 22 5%, 20~24 %) (ZAK] 50mg %
1 RN T THREIRINFRER G- 5 & | SR (L IRIRE S B, FEmlma it & b R HER
ZoRx L, WEEM T Cmax, AUCy .. T, R OVEFREARICET AL NI -T2,
<BTIRL 16.6.2 X it >

1. 0tk
AR L
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ZeH (FRLOIFESF) ICBEI HIER

I

N

ERBEFTDER
EIN Ty

BEANELZNDEH

225 (ROBHBICEFRELGEWVWIE)
AN D BT LR BUE DBEFEIE D & % B3

DEXIHMRICEET HFE L TNERA

REI LTV

RZERUVREICEEYT I8 L TOEH
(V.4 FRER ORI BB 5 k8 BT 5 L,

BELGEANIE L ZNDER

8. EELEAKRNEE
(GhEEHE)

8.1 AANIDOMERIZEE L T, EHOIRE LB E/NROMBEOREIZE EDDH L,

8.2 AAFEBEZICENT, FRENT AUV XL A B XILHT P Z B TR & NI 7
ST h. IR G THRNRD SRR WEAIE, BREFEHET, thoEFIEETTS
7o EHEUIRE LT Tk,

8.3 HImEkpA . AFHEkED . WiltEE I (SN E &) . /MBI RS b d Z &R
HHDOT, EFNCHREZITO R EBEEZ 7T 2 &0 [11. 1.1 ]

8.4 IHHEREREE, HIELRHOLLNDZ ENH LD TEHHICEERELZITY v, BREDIREE
oyElet sz, [11.1.3, 15.2.1 ]

8.5 AMBHEGZOEERBEENRHLDOND I ENHDHDOT, EMMICHREZIT) R EHEY
+3izAro 2 &, (11 1.4 S8
GEMBMRBABEREICE TR T7ARILFILRERVH Y SHEDTH)

8.6 AKIDO TR HBAAKIZIBNTT AL XL RIE T v O X RENRIE LA 1, BRe
AT, MOEKANELTT L, IAFZHET 570 CHEU @& 2175 2 &,

BRENDERZAI HEEICHT IR

() EHE - BEESFDOHLHESE

9.1 GHHE - IEEFDH L ESE
9.1.1 ZMBBEDCREEDNDHSEE (RFDHD I LEBEDCREENDHSEEZR)
FRZMLOD F v > 7 o RPLEREAN G LIBBUE OB O H 2 BEITIEET 2 Z &,

(2) BHEEfEE RS
BIE STV

Q) el ERE

9.3 FrikRElEE RS
R i (apacn

LTLEBHD,
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D EEReZEA T 5F
FRE STV R0

(5) 1T47

9.5 1¥47
Wb TR LTV D ATREMED & D i, 1B LB SN GRMEE L5 S s s
LBEILORFZETH L,

(6) = FL5F

9.6 LR
EEEOFSELORAREOFIEMEEZBE L, RO X xP L2 mard o2 &, B3
B (7v M) CBWTEATIIBITTDZ EnEInTnd, [16.3.1 ]

(DR

9.7 /MR

9.7.1 +4RET 22 &, /NNETIE, BERRRICBWT, BRAICH ~IFEEREREE O BEE N E W 2
ENBIEIN TS,

9.7.2 (IKHAMER, HAEREZRE LA R OL SV EERIE L U E R RBR T L
TR,

9.7.3 WESEGRRER Cld., IKHAKERICH W Tl EREE ML 2 AN LTINS,
[16.6. 1 Z:08]

(8) =&

9.8 BENE
MEICHET IR EERICKRGT D2 L, —RICAEHEBENMETLTWD,

MEEHR

() BREZEZTDIER
REI LTV

QHRFIELZEDEH

10.2 BEREE (BERICEE T H L)

N4 BRI - i E 1L BT - fEBRIRT
vl AR AFNE DU LY > m Y A2D AUC 23 21% 5 L7 B R
LOWEND D, FNT 256 13EE OREALEEICH]
2L, vrl) AZAORWEHRBBICERE LLEIS Ty
0y AAORGEEZREGTH L,
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8. EIEA

1. &8lEFA
ROBWERARH LN ZENHDHDOT, BIELTHIATV, REDBO NI EITITRE
IR 7 EEU R EZAT O Z L,

(D EXLEIMER & DHER

1.1 EX%EEIER
11.1.1 MREE
Ff Bk BEEE AR | Rk (1.1%) . witEE i (S NEm 2 &) . f/ s (
TNOHERY) BDbobd 2 Enb5, ok, EmEAMIC OV T, BESBEEERIC
bONAHZELHDHDT, WMDFED LNIHEIZIT xR G2 LT 25 7 CEg) e dvE 217 5
&, [8.3 ]
11.1.2 2avd, 7Hr747F— (WTFiLbHEAH)
MER T, APNEFE, MPRNE, S, IETE, SR2S0RENRBD 5N HEIC
AR L, BREICEC TREOHER, 7 RLFh Uy A7ud R, ik 2% I Aok
HEO#U R MER1TH 2 &,
11.1.3 FF#eEfEE . |E
AST, ALT, y-GTP, Al-P & bEHZFZMED AHERERS . BH (WTHLLHEEARH) Rdbbbhd
DD, [8.4BH]
11.1. 4 2AEEFEE
AMBEESOHEEREEE WERH) 2HobhbsZ b5, [8.5 %]
11.1.5 hEMRKIEFEFMAIE (Toxic Epidermal Necrolysis : TEN) . FZ & %4 I BR 5F & B
(Stevens—Johnson fEREE) . ZRAIBE (W90 d B AH)

vy
&

(2) ZDnEEA
11.2 Ot E/E A
FEEE \BHE 5%LL E 0. 1~5% A BE B
. ALT & AST k5. A1-P F&-. LDH &, v
Sk TP L5
foa VTN ER )T AMMET &AL AE, K~ 7%
- 27 AIfILGE
ilIR{23 I FRERE 2%
B & I
i i, B
HAb 2R T, HRAE LD, MR
i BUIN k&, 7L 7F = L& IVTF= VT TR
=E)ES
KT
FrARZE . BESIZ. MmN, HEHE, |CK EH, 347 ev s B
Z D, GIspr FEEN, TESHALROS (EAR.
JETR ., RLBESE)

9. BRRBRERRICKITTHE

BIE STV

10. BERE
BIE STV
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11.

12.

BALDOEE

4. BBRLDEE
14.1 EXFAEBFOIE
AANTIAfREE, 1S HT < A VWO TSR IEE/RWE &,
14.2 BEER
AANTF LA L&, BONELDZZ 0D D, £i2. AANTHEIEMERK T TREET
HHI=D, IMEOKTNELDZENHD, £ 1 ICEHABERZICEY NEL S E3AZ2, £ 2
(CELATE RIS IR T A3E C 2 E 720384 2 /R,
# 1 BAERBICE BE U D ERIEHA
Ny avwA VR, TAXD U URBE., 7oA~ A TV URBE., N T~ A v URS
VURRHE, S VA7) VR, v aTaxY iy RXTaxd i AV UERE, VA
FUv, RTHIUVERIE, XY 77 AEBIEKTY, X2y vy T 7EAZ y NAY
AEHE . HR_REFHF— RN A A, FTIVIAALT 4 R R UEME - v Fex Yo
NI I UERRYL, AT RL v, WS T UG E S a T ) v R VLV E Y R
# 2 BAERICIMKRTAEL D E2R3EA
TV F NI DA ANVT AR —L e NUARNTV A T ruabn, Horvy
gbEN, TEXZVTIRFRNI DL
14.3 EFIREHOEE
HAC L VIRA RS HOTEK A ZRET THEAT L2 L, £z, ARG, K TETIC6
R 2 2 25 A IR A a2 T 5 2 b, AT = — 7 23 2 0BT 720,
VR 1% D22 TE M

G VR PRI PERTE H e IAIERG 6 IFfi 1% 24 W4
NVAYAVY v
50mg (J1) G - 4.09 9.76
(%)
/100mL i
FAYE IR ) )
AR R ——— 100 94. 2 85.5
AN VAYANY (2}
300mg () IR - 0.97 3.62
(%)
/100mL I
¥R ) )
AR el (%) 100 98. 8 95.3
NVAYAVY v
50mg (J1) Ko - 2.00 6.07
(%)
/100mL i
TR ”n:‘ Tk 5 00 N . .
7 RopEESRR  (5w/v%) S 100 96. 6 91.7

- ORBRHL RS LA L, 25°C, BEELITTE (8,000 L7 R)

ZTOMDIEE

MEERFEARICE D I1EHR
REI LTV
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(2) JeBRERERBRICE D 1EHR

15.2 JEBRERERBRICE D < 1EFHR

15.2.1 7 v MZ 4 EREKEHIRNES L7ZRBRICBW T, mHEREO 32mg/kg B 5-REZIM A AST
K OVALT %00 15 & B E5E s O IFREF R T80 bl 2, 7Zeds, 3 J 7 IR FRIRPY B 558
B> 32mg/kg B H-FEKX N6 B H MR 53808k D 20 KO 32mg/kg X G-RETIZ, 2 BT
ATz, WA SEMBEEOEM GRS bz, 3 0 HBKEFIRN & 58RO 20mg/kg % 57
TIIFABARRITGER D ben otz 2, F7, 7 v MZ 32mg/kg % 6 1 A B KIE RN 5
L. =D 18 I ARURIE U= B Y 3 4 A MINEFIRNE S L, 0% 21 7 A BIRE L7
ARERICEB W T, MR FEE O A B2 BNBo bz ®, £/, 7y M6 B A
MR EEIRN RS- LRI BV T, mAERETH D 32mg/ke HEEHIZRE, JRT Na L OYRH
Cl OEMMBFRD BTz, —J7, 10mg/kg HEHREC NS DOFTRIZEBO beho7z 20, 2P,
7w M 20 O 32mg/kg & 3 A KT 6 1 AMIRIEFIRNEE S Lo & & DB AUC 1X, B MIT
300mg/ A &P 5 L7 & D AUC DFNZEI 2.2 (5K V3. 5 51N T 5, [8.4 5]

15.2.2 A XIZEMEKEBIRNES L7238 (3.2, 10 X0 32mg/kg. 9 7 AR 2B\ T, Tk
OV A BBE IR 7RI & O RERIIE O BE 3512 & D5 IS 250 & 2 WIOR B LR TR T 5o sib
MRD LI, BHERETIXIINOIT RIS ZREME L (v b)) OZERIERRD b
oW, Fiz, T v FOZIERER OER E TOMBIMRREAICET 538 6.2, 10 KT 32mg/kg) I
B 52 TORER T, MEREIYOZIRER OCFIFIIREEIXER Tho722, FROEHAE
BRI LIREEEE LR o Zeifb, @A BRI R LR 75 0B 13580 bk 2,

15.2.3 In vitro@BRIZB W T, AFNIA 7 a2V — v DIV A b Tary—rns )
T hav s A« XA T g~ AW TR BIEM 2T S,

) 707 bay s ABIIAKIOBEIGHEHFETH D,
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JEERIREAERICER Y 18 E

EEHER

(1) ENEEHER
[VI. SN FEEIC BT DTHE | OESHR

(2) RE M FIEHEBR
AR L

(3) Z D ith > IR ER
M ER L

SRR

(1) BEx 5 H RS
WA [ B - mp ek Y
IWT7 7 X Na JlEEHEM S0mg [BAVR) 2, I W7 72 F 2 Na & LT 50mg (Jiffi) /kg D5
PR CHEMES » b (SD R, 6 M. 1 B3 PD) [ HEIMIRINIE S L. 28 021 >3 L
7
FORER . IR LT, BEBROARIRIEIC L B LI, £, REITEEENERD
b LEITRO oz, 58 ARBICZHEM LI-HIRICB O THEITRO bhvkd o7z,

(2) RIEHR S EMHER
M ER L
VI 12. (2) FERG R RBR IS < T DIESMR

(3) BIGHMHER
AR L

@) BNA TR ER
M E R L

5) EEFREF R
M ER L
TVIL 12. (2) FEER R RBRIC S [ DHEB R

(6) BRI R
M ER L

(N Z0hn4s%EH
M ER L
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X. EENFRICEYT HIER

1. HHERXD

BIK . I H 77 X Na AEEEM Somg THAE)
IHT 7 X Na STEEEM 75mg THAVA )

B
K

) HEE—EMEOLTGTZEICIVENTLZ L

BHESy I 7 77X MY A

2. A
AR« 3 4

3. ARIRETOITE
HEIRLRAT

4. BRWLVEDEE
BIE STV

5. BERITEM
BERERLTA RN 720
<TVoLEY : HY
ZOMDEETTEM - 72 L

6. RA—m5 - ABME

B3

[l —m3E 77 B — ROAEHH 25mg « 50mg + 75mg

M % . HART 7 X R

7. EffSRAEFAH
R L

8. HERTRAZFABRVARES, EMEALERKZFAH. REhIEEAR

75mg [HHIR |

WR5E4 REEIGEARERAEA H TR S EAEIEAE ] B | IGERISAEA B
< NPEEN T T E
RA7T /%/N‘a“"(ﬁﬁ%/iﬁ% 202042 H 17 H 30200AMX00350000 202046 H 19 H 202047 A 22 H
50mg [HHYR |
< NPEEN T T E
AT 7 2% Na s HHER 202042 H 17 H 30200AMX00351000 202046 H 19 H 202047 A 22 H

9. MEXIIMREM., AERVHAEZERENEFOEABRUZTORNRE
HRE TS, FEROHEOBEN (2020 459 A 30 A f17#&ER

LB S U722 REXUTAR]

E MR B EICIB T D T AL X)L ZER T o P ZRED TS

BN S 7 ik O &)

FRNICIZI A7 7 oF T R v AE LT E0mg (Hff) Z 1 H 1 EREHET D,
MNRWZIEI A7 7% F U oA E LT Ing Uffi) /kg Z2 1 A 1 [ERGEFES D,

10. BEERR. BiMEHRAREABRUVZTORE

AL

11. BEEHR

ARV
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12.

13.

14.

IREAMGIRICE Y 51EHK
AL, I (2 EHRS) BRI BT 2 HIRIED TR,

REEA 75mg TERIR)

LEa—F
JEAE S A AN YE | [EREE S — N - Lt 7 FERALH
H 554, ‘ \ . HOT (9 2 I :
. IR ES S o — R (Y] 2—R) OHD FS | o 27 apa— k
IHT7 X Na
N R N 6179400D1055 6179400D1055 128187301 622818701
AT 5omg BTG
AT 7 X Na 6179400D2051 6179400D2051 128188001 622818801

RIRFEFT EDE

ARFNZL, PR L DOBIEIL TH D,
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XTI .

1.

SR

5| Ak
) 7w R~y X~ 388 E 5§ 12 BEIIEE : 2013
2) The use of stems in the selection of international nonproprietary names (INN) for
pharmaceutical substances 2018 (World Health Organization)
3) W T 7 X Na AiHEHEM 50mg [BINE] OZEMEICE 28R OInidatlh) ((EWNEED
[D002272])
4) TAT7 7 F Na SiEFFHEN 50mg « 7omg THG] OWEGABRIZEAT 28R (BLULICxT 5
ZEMERER) (FENEED [D002268]
5) I W77 X Na AiHEHEH Tomg[BINE] OZEMEICET 28R Oinidatlh) ((ENEED
[D002274])
6) XN T 7 X Na AlEHEN TBNG] OFEM%ZOZENERRICET &8 (B M)
(& EE) [D002269]
) A7 7 X Na sEEHER TBG] OBEE O EERBRICE T 2 &8 (FENEE
[D002270])
8) I W77 X Na Mg M 50mg - 75mg BV @ pH Z&RBRICBIT 5 &R (FNEERD
[D002266]
9) 77 H— FARMA 2002 4£ 10 H 8 H&ZR, HEEEMEZE . 1.1)
10) 77 > H— RAMM 2006 4= 4 H 20 A4&ZE, CTD2.7.6
11) 77 > H— RAEHH 2006 4 4 ] 20 H&ZS, CTD2.7.3
12) 77 > H— RARMA 2007 41 H 26 A&ZE, CTD2.7.6
13) 77 o H— FAM : 20134E 6 H 13 A FEEAHEE
14) FASFEREHEE > A7 A <https://shinryohoshu. mhlw. go. jp/shinryohoshu/yakuzaiMenu/ >
(2023/12/20 7 7 & A)
15) 77 v — NATEM : 2002 4F 10 H 8 AR, HEEEEMEZER. 1.2)
16) Garcia—Effron, G. et al. : Antimicrob. Agents Chemother. 2009 ; 53 (1) : 112-122
(PMID: 18955538)
17) Garcia-Effron, G. et al. : Antimicrob. Agents Chemother. 2009 ; 53 (9) : 3690-3699
(PMID: 19546367)
18) Castanheira, M. et al. : Antimicrob. Agents Chemother. 2010 ; 54 (6) : 2655-2659
(PMID: 20368396)
19) Beyda, N. D. et al. : Ann. Pharmacother. 2012 ; 46 (7-8) : 1086-1096 (PMID:22811350)
20) 77 v A— RAAEH 2002 4210 A 8 HA&ARR, WEEEEMEEER. 1. 1)
21) 77 A — R ;2002 4F 10 A 8 H/KFR, HEEEMEZER. 1.3)
22) 77— RAEEA 2002 4F 10 A 8 A/KFR. HFEEEMEE~. 3. 1)
23) 77 A — FAifH 2 2002 4 10 A 8 HAARR, HESERHEE~. 3.2)
24) 77— RAH ;2002 45 10 A 8 HA&KR, HEEEEMYEE~. 2.4)
25) 7 7 v — R 2002 4F 10 A 8 HKFR. HFEEEMEE~. 2.3)
26) 7 7 A — R 2002 45 10 A 8 HAGR, HEFEEHEE A~ 4.2)
27) 7 7 v 77— R 1 2006 4F 4 H 20 H&FR, CTD2.7.2
28) 77 L A— R 0 2002 42 10 A 8 HAKFR., HIFEERMEZE . 2.1)
29) 7 7 vl — R 0 2006 4E 4 H 20 H&FR, CTD2. 6.6
30) 77 A — RATEH ;200245 10 A 8 HAKZR, HFEEEMEE . 2.5)
31) 77— RAJEH 2002 410 A 8 HAKGR, HFEEEMEZ . 2.9)
32) 77 A — RATEH ;200245 10 A 8 HAZ, HFEEEMEE —.3.1)
33) RSN M B A LTRRIE MRS 2002 5 50 (S-1) : 58-67
34) I AT 7 XY Na mMEFEM BRG] OBEMNT »~ &2 2 EEERIRNE G- ER BRI 32

gt (&R [D002543]
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35) A7 7 Xy Na )ilFHEM THITR) OWMFEOZEMERBIC BT 5 &8t (st o2 ek
ABR) (fEPNEEH [D002515]

2. FDithnsE 3wk

FKERHEEICE L, ML E 13 E L LT-wmE4
c EILOKGRBFEICONT EARK 1121525 PR 26411 H 21 H)
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XI. &E5&H

1. FESNETOHRTEK
WA CORFBRDUILL FO LB TH D (2023 4 12 A K a)
=4 W 7E4
KE MYCAMINE
) FRSBIZOWTIE, T4 By ZAERO AR WEENRIRTE LTV 5,

2. BB SEBKRZIRIFH
(1) KESHCBES B HESMEHR (FDA, —2 b7 Y 74350
AROBTIRLIHBIT 5 19.5 4 [9.6 LI OEA~OTRITLL FOLBY ThH S,
9. BEOHREATHBEICHT 518

9.5 §1i%F
B0 SATAEYR LTS ATREME D & 5 ZeMEIZ 1, 18R EOARMENfERMEZ EA2 &S 556
WZOARZETHZ L,

9.6 ZELIF
1B EOFEMER OB OFRMEELZE L AL O 3 255 2 &, B3k (Z
o R B TRHATICBIT T2 Z LR MESN TS, [16.3.1 2]

iR R
KEORScE | 8.1 Pregnancy

(2019412 /) | Risk Summary
Based on findings from animal studies, MYCAMINE may cause fetal harm when

administered to a pregnant woman (see Data). There is insufficient human data
on the use of MYCAMINE in pregnant women to inform a drug—associated risk of
adverse developmental outcomes. In animal reproduction studies, intravenous
administration of micafungin sodium to pregnant rabbits during organogenesis at
doses four times the maximum recommended human dose resulted in visceral
abnormalities and increased abortion (see Data). Advise pregnant women of the
risk to the fetus.

The estimated background risk of major birth defects and miscarriage for the
indicated populations is unknown. All pregnancies have a background risk of birth
defect, loss, or other adverse outcomes. In the U.S. general population, the
estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2 to 4% and 15 to 20% respectively

Data

Animal Data

In an embryo—fetal toxicity study in pregnant rabbits, intravenous
administration of micafungin sodium during organogenesis (days 6 to 18 of
gestation) resulted in fetal visceral abnormalities and abortion at 32 mg/kg,
a dose equivalent to four times the recommended human dose based on body surface
area comparisons. Visceral abnormalities included abnormal lobation of the lung,
levocardia, retrocaval ureter, anomalous right subclavian artery, and dilatation
of the ureter.

8.2 Lactation

Risk Summary

There are no data on the presence of micafungin in human milk, the effects on
the breast—fed infant or the effects on milk production. Micafungin was present
in the milk of lactating rats following intravenous administration. When a drug
is present in animal milk, it is likely that the drug will be present in human
milk. The developmental and health benefits of breastfeeding should be considered
along with the mother’ s clinical need for MYCAMINE, and any potential adverse
effects on the breast—fed child from MYCAMINE, or from the underlying maternal
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condition.
A=A NZ7 VT O5HR 7 M
An Australian categorisation of risk of drug use in pregnancy B3*

2% 1 SO

A —A MZ U T D45FE (The Australian categories for prescribing medicines in pregnancy)
B3 : Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct
or indirect harmful effects on the human fetus having been observed. Studies in animals
have shown evidence of an increased occurrence of fetal damage, the significance of which
is considered uncertain in humans.

3% :https://ww. tga. gov. au/products/medicines/find-information-about-medicine/prescribing-medicinespregnancy-database
(20234 12 H 19 3 77 %&X)

(2) NRE~ORGIZET L HER

RIMOEFISLNZRBT B 19.7 /NRE] OEORFHITILULTOLERY THY | KEORMCE L T

60

9. BENEEZXHITHIEFICHT HEE

9.7 INREZ

9.7.1 +EEST S &y ANETIE, BERBRIZBOT, IS~ IHEREREE OSEE RN EN 2 &2
BEINTW5,

9.7.2 IMHAKREIR, FIAEREZGRE LA O Z 22 B & U7 BRI S LT
fﬁl/\o

9.7.3 M/ EERRER Tl B AR RIS W Tl EE DKL 2 @A 5N TV 5D, [16.6. 1
2]

H i RLA A

KEOWFrE | 8.4 Pediatric Use

(2019 4£ 12 A) Pediatric Patients 4 Months of Age and Older

The safety and effectiveness of MYCAMINE for the treatment of esophageal
candidiasis, candidemia, acute disseminated candidiasis, Candida peritonitis and

abscesses, esophageal candidiasis, and for prophylaxis of Candida infections in
patients undergoing HSCT have been established in pediatric patients 4 months of
age and older. Use of MYCAMINE for these indications and in this age group is
supported by evidence from adequate and well-controlled studies in adult and
pediatric patients with additional pharmacokinetic and safety data in pediatric
patients 4 months of age and older.

Pediatric Patients Younger than 4 Months of Age

Treatment of Candidemia, Acute Disseminated Candidiasis, Candida Peritonitis and
Abscesses Without Meningoencephalitis and/or Ocular Dissemination in Pediatric
Patients Younger Than 4 Months of Age

The safety and effectiveness of MYCAMINE for the treatment of candidemia, acute
disseminated candidiasis, Candida vperitonitis and abscesses  without
meningoencephalitis and/or ocular dissemination at a dosage of 4 mg/kg once daily
have been established in pediatric patients younger than 4 months of age. This
use and dosage of MYCAMINE are supported by evidence from adequate and
well-controlled studies in adult and pediatric patients 4 months of age and older
with additional pharmacokinetic and safety data in pediatric patients younger than
4 months of age.

Treatment of Candidemia, Acute Disseminated Candidiasis, Candida Peritonitis and
Abscesses With Meningoencephalitis and/or Ocular Dissemination Iin Pediatric
Patients Younger Than 4 Months of Age
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The safety and effectiveness of MYCAMINE have not been established for the
treatment of candidemia with meningoencephalitis and/or ocular dissemination in
pediatric patients younger than 4 months of age.

In a rabbit model of hematogenous Candida meningoencephalitis (HCME) with Candida
albicans (minimum inhibitory concentration of 0. 125 mcg/mL), a decrease in mean
fungal burden in central nervous system (CNS) compartments assessed as the average
of combined fungal burden in the cerebrum, cerebellum, and spinal cord relative
to untreated controls, was observed with increasing micafungin dosages
administered once daily for 7 days. Data from the rabbit model suggest that a
micafungin dose regimen of 4 mg/kg once daily is inadequate to treat
meningoencephalitis and that a dose regimen of approximately 10 to 25 mg/kg once
daily may be necessary to lower fungal burden in the CNS in pediatric patients
younger than 4 months of age. In this rabbit model, micafungin concentrations could
not be reliably detected in cerebrospinal fluid (CSF). Due to limitations of the
study design, the clinical significance of a decreased CNS fungal burden in the
rabbit HCME model is uncertain.

A randomized controlled trial evaluated a MYCAMINE dose regimen of 10 mg/kg once
daily in pediatric patients younger than 4 months of age with suspected or proven
Candida meningoencephalitis. Fungal-free survival at 1 week after end of therapy
was observed in 60% of MYCAMINE-treated vs. 70% of amphotericin B-treated patients,
and all-cause mortality was 15% vs. 10%, respectively. However, because this study
was terminated early and enrolled only 30 pediatric patients younger than 4 months
of age (20 treated with MYCAMINE and 10 treated with amphotericin B) which was
13% of the planned enrollment for the study, no conclusions can be drawn regarding
efficacy of MYCAMINE at this dose regimen.

In six uncontrolled, open—label studies, and a neonatal intensive care unit (ICU)
medical records database, pediatric patients younger than 4 months of age with
suspected Candida meningoencephalitis or disseminated candidemia received
MYCAMINE at dose regimens ranging from 5 to 15 mg/kg once daily. Across the entire
MYCAMINE development program, only 6 pediatric patients with proven Candida
meningoencephalitis were treated with dosages of 2 mg/kg, 8 mg/kg and 10 mg/kg
once daily. Micafungin was detected in the CSF of pediatric patients with suspected
Candidameningoencephalitis. No conclusions regarding the efficacy of a particular
dosage of MYCAMINE or the penetration of micafungin into the CSF can be drawn due
to limitations of the data, including but not limited to, multiple confounding
factors, variable study designs, and limited numbers of patients. No new safety
signals were observed with the use of MYCAMINE at dosages of 5 to 15 mg/kg once
daily in pediatric patients younger than 4 months of age, and there was no
discernible dose-response for adverse events.

Although the dosage for the treatment of candidemia with meningoencephalitis has
not been established, antifungal activity in various CNS compartments in the rabbit
HCME model and limited clinical trial data suggest that in patients younger than
4 months of age, dose regimens 10 mg/kg once daily or higher may be necessary for
the treatment of candidemia with meningoencephalitis. Safety data from clinical
studies for MYCAMINE at dose regimens of 10 to 15 mg/kg once daily in pediatric
patients younger than 4 months of age did not reveal new safety signals.

Treatment of Esophageal Candidiasis and Prophylaxis of Candida Infections in
Patients Undergoing Hematopoietic Stem Cell Transplantation in Pediatric Patients
Younger Than 4 Months of Age

The safety and effectiveness of MYCAMINE in pediatric patients younger than 4
months of age have not been established for the:
» Treatment of esophageal candidiasis
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» Prophylaxis of Candida infections in patients undergoing hematopoietic stem
cell transplantation
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XII.

e

A - REZIEICER L THEEKHIBZIT S CH-> TDSEHER

(1) %
REM LR

(2) FRtk - BBMRUVRBRERSF1—J0B@BEMN

BA=RSANA

ZTDHMOEEE RN

VRt ez E MR (iR te D& ENE) >

1. BEY

AT 7 rF Na mifEEHER TR 2k SRR O ENBOL FICk T 2 ZEZRE L.

2. ARG A

AT 7 X Na STEERER S0mg TEHIA

3. TR

L:OnTie s Fasiin JEhe KEOMYE RS E
V) XT3 Sl 200mL Ny RyxzFL o A UA T 7 —v RSt
4 — 2 F ik 500mL Ny RyxzFL o E7 > STINIE o S ST
vt — D iR 200mL Ny J RyxzFL v PRSI S TEMA S
KN3 S-Hiik 200mL Ny Ry xzFL A RIFERIE T8
R & 2 —)L R @ik 250mL Ry R)xzFL o RS RIFRIE T
FI0T v 250mL Ry RyxzFL o RS RIFRIE T
(B4 B ONA — T — 41320234212 A B 55 0 44 B & 50D
4. R

HRBIRE DO I 7 7 X RE, RS, R R ORRBRIEE 2 TRITR LTz,
KREVIFR ML, TNy ZITR L TEN S kT TR L. SRBal & LIRTF Lo, WARIE
k. 3. 6 KU 24 BFfIfRICH S D4MEL. pH, MUEERABR (2) JAGME K ORFREZHE Lz, Uk

B3 1 & LT,

ABRBRA 1

RBRIRR BRI B
VAR SHT XY PRAF S PRAFHIR S ’ LR (2) ERE
(i) W (OOm) P HgwE | OHiEFER)
- 0. 25mg/mL
YA _ Lo
VU & -T3 Sk (50mg/200nL) O O O @)
N R o 0. Img/mL
¢ — F ik (50mg/500nL) O O O O
N R o 0. 25mg/mL N AR | IEMRER
VAT DI o00m) (7501ux™) 3 BT © © © ©
- 0. 25mg/mL R TREFL 6 IRF
KNS 75 i (50mg/200mL.) . 24 I © © © ©
. s 0. 2mg/mL
ARG =0 R (50mg/250mL) © © © ©
-, o 0. 2mg/mL
77T v I (50me/250nL) O O @)
*1 : WREEIE JIS 79100-7979 FREEHNME 4-1 [Pe] A7 3H, fAFlE OREICET GRE LT,
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5. FRERAL B

BT 7 F 2 Na JEEEN 50mg TBTR ] 2l i ig L 7ZBROENEBOL TR Dk 22
EMEZ R LTz, T ORER. WM OWIRIZOWT bRt RIFII 72000 O K OVE & D
K280 bivTe,

RXIM-1 FREROREMHR @REBRROREND)

BRI ST A \ PR AP
by =R 3 WREfEl % 6 IRf [ 1% 24 FEfE1#%
L MOBEHOR | BMABEHOR | MABH 0K | HAaEH oK
ThHoT= ThHoT= ToHoT= ThHoT=
vV E-T3 5 pH 5. 44 5. 45 5.44 5. 44
i 1% HwE | oy N. D. 0.98 2.02 7.56
(%) WRIERYE & 0. 44 1.43 2. 50 8. 59
NlEAFE (%) 100 99. 4 98. 4 92.0
S MEBEPAOR|(REAEBERHOR | BRAEBH O R | Ka B OIK
THoT- ThHoTz Thol= THoTz
R . . pH 6. 95 6. 94 6.95 6.91
A HiamE | o= N. D. 1.08 2. 04 6. 82
(%) WEZYE & 0. 40 1.63 2.83 9.14
JifigEAFHE (%) 100 97.0 97.3 90.5
L MOABEHOR | BMABHOR | MABH OR | HAaEBP oK
TohoT= ThHoT= THoTz ThHoT=
R . - pH 5. 40 5.41 5.41 5. 41
U4 = D Higmg | St N. D. 1.27 2.57 9.07
(%) IR E & 0. 45 1.74 3.11 10. 46
TR (%) 100 101.2 98.3 91.1
S MEBEPAOR|(RAEBHOR | RAEBH O R | Ka %I OR
THoTz ThHoTz Thol= THoTz
. pH 5. 41 5. 42 5.43 5. 42
KNS SWIH oo | o e N. D. 1.21 2.52 8.78
(%) WEZYE & 0. 44 1.68 3. 00 10. 01
JifigEAFHE (%) 100 99.9 98. 4 91.1
S MEBEPAOR|(HRAEBERAOR | BRAEBH OWR | Ka B O
THoT- ThHoTz Thol= ThHoTz
RZ=a— LR pH 4.88 4.88 4. 89 4.89
i 1% HEigmE | Ot N. D. 0. 88 1.70 6.03
(%) IR E & 0.43 1.35 2.14 6.76
JifigEAFHE (%) 100 98.9 98.9 93.5
L MOABEHOR | BMABHOR | MABH 0K | HAaEBP oK
ThoT= ThHoT= TohHoTz ThHoT=
R s pH 6. 49 6. 49 6. 54 6. 34
77T Caamn | e e N.D. 0.95 187 6. 43
(%) IR E & 0. 44 1.42 2. 47 9.14
Nl E (%) 100 98.5 98. 3 92. 4

s FHEPRARFIREH]

#90.39 Ot fiEsy)

VI 11. & EooEE ] OESR
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