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- 1 [E|ORIE T 38°CLL E S B, T 1 ReRILL REgE % 37.5°CLL E D3 E)

« I ERECAY 500/mm3 KT O BE . XUE 1,000/mm?3 il T 500/mm3 RIS Z Pl E R
L5E

- U R PIEERE G 21T CHLMEAE T, MEEEORGRLELEZEZ b5 E

5.5 FEWELF BRI E DIEHEIC+0 72 iR BR 2 FFOERI O b & T, ARAIOE G038 Y) & pIEF S 5 E
FHZHONWTOHRFERT D Z &,

5.6 G RNIEYIREERES 2TV, BREZHAOICTIENE(TH 2 &, BERENHA L
X, AR Gk O LB A R A 2 b

(fiF70)

5.1 ARFEGERF O ENERRRER CTIX, 92.4% (109 $1/118 #1) (CEIWEM (BRI O R A8 % 5 Tr)
DRODHNTEY . AFOFEHIZY T2 TE. AL ZRIEOBLUED B ARFILT OREEIVEZE +5)
MRt T 20BN H D Z ENDERE LTz,

5.2 BEEEEIL, ROEFHOFAEFEICESWHTHEINTEY ., TN O B0 B85 A EE iy
(scleroticcell) & L TROLNDIEGEE 7 €T T A FI 22— X (chromoblastomycosis : Hfy
FEEAE) | . TN O RBAEE D sclerotic cell TIX2 < EACHHEMHE L CGROLBN ALY
=4k 74 Ia— X (phaeohyphomycosis : BEAERIE) | L XBILTWDY, Z7erET T AR
D=V AKT BRI L LTCT ART Y VU BIFHERSNTRE LT 2, AFlOFIMELHL S
TRz, RE LT,

5.3 EWNBHREHFERRBRIZB W T, AANILZE LT AL r—v (IFEOT AL F 0 —~) (T
ROAEEEOT AL F a—~ (BT AL XL AE) I LTIV EITHDL &N
RN TS,
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AFNDOT A~V F 8 —<ITx T D AR OH R R

BEEHE BRI IENEIESOEES
ﬁggg;§:ﬁ§§::> 1 l/6 5 (16.7%) 2 {54
B | 610 #l (667%) 144 11

3. RERURAE

() AR U A EORS:
6. MERURAE
(HERRE)
(RHEE 1kg M7 7 AR T U B & LT25mg (i) 21 H 1[E 1~2 KL BT Tl i
:/i—é’_‘é()

BHFEOIERIIG U CHEHEHBE CE 52, 1 HHR 5 &IXKE 1kg 4720 5mg (Jiffi) £T&F
o HL, 7 V7 bayh ABEEERTIE, 1 BREGEIIRE 1kg H4720 6mg (i) & TG
T 5,

(ERRBRELEDON D R IF PR AME)

(RHEE 1kg M7 7 AR 7T U B & LT25mg (Jiffi) 21 H 1R 1~2 KL B2 T Tl i
15,

(J)—LaR=T%E)

EIEREDOIEF /2 BE I, &5 1~5 HHDHEH, 14 HH KLU 21 HBIZZNZHIUAE 1kg 4720
TALRT YT BELT25mg (Hffi) 21 H 1A, 1~2 B LL BT CRiFEd 5,
EARRREOBE I, &5 1~5HHOHEHA, 10HH, 17HH, 24 HH, 31 HHXU'38 H
HIZZENEIIRE 1kg H4720 7 LA T7 U B & LT40mg (Fifl) 2 1 H 1[al, 1~2 KL E
T RIEERET 5,

Q) BERUVAEDRERRE - /I
[V-5-3) RERGERFRRAER ) OHSM

4, FERUREZEICEET 5EE
FRIEIILTWVR

5 Enn EE ﬁk—%ﬁ
MERERT—2 /Xy 75—
R LR

(2) BRPRE T A ER
nlm%mﬁ%

% LIIAERBR IRV T, RIEMEEESE O L, A#Kl% 1.0mg/kg/ H™ | 2.5mg/kg/H. 5.0mg/kg/
E@%QT\%44Eﬁ&ﬁbt%@ﬁﬁéﬁwﬁéﬁ%&ﬁbto%@F%\Kﬂ@%é@%ﬁ
H%h# 33.3% (8/24) Th o1, LHaMEIZHOWTIL, BIEA (AT - BRRAEMR T LE) o
(it N A EE R v R RV e 1) | B (-1 e %oto

)V H e A R
DS AR O T B MR I O RN B IZ%F L. 1.0mg/kg/ H . 2.5mg/kg/H . 5.0mg/kg/ H K Y
7.5mglkg/ B O ET, 7T~14 ARG LI-ROREEE R Lz, TORE, AAIE#EE &
1.0mg/kg/ H 725 7.5mglkg/ HIZEBWTEETH Y . 7.5mg/kg/ HIZHBWT i KIMAHEICITZELRND
LorEnd GMEAT—%) |

Q) AERISHFRHER
- ENERARUR
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ENE T FRBRIC B T, EIEMEEEE R o3 L, AF &2 w)al% 58 2.5mg/kg/ H . JEIR « 20 55%
12XV 1.0~5.0mg/kg/ B O THIE L CTRAI 3 MM, A&E 12 BB R G L. AL D
REMERTT LTz, ZORER., RFIOH L PHEIE, TAAYLVENVREE, 7 U7 b3y REICKHT
HAMEIRE SN, Fm, AFNC LV RET L EELRFBEHOSZ 1T, @YU AEIC LY I[EE
T5HZENRBRENT,

(4) HRELAYER BR
1) AR BR
OEFEYE
- WS A R
A HERIBE BB 12 331 T 2 REAEA L OV iE LR EYSIE 2 )T 2 & U T IR (L B i LB L
BT, AHI (1.omg/kg/H™ | 3.0mg/kg/H) LEHAT K7 Y v BHRK (1.0mgkg/H) @
BNME, LEMEEBRF Lz, TORE. AFIOBFME, LEMNHERSNEZY GHEAT—%) |

QFE B 4T HRER B E
- Wb AR BR
TN L BRI E B ORRBRANEIR ISR T A ARKN LN T L4867V >0 B A OEIEA{L
HEREGRER O R, BARBREEIL Fiio LB ¢, TEIMEEE Th 2R A AR X
49.9% (171/343) ThH-o7= FrEAT—%) .

FEEMERF F BRI B I B B AR

i &SR 1.5~6.0mg/kg/ H ™
SENIAZSBIES 171/343 (49.9%)
TR G4 TR 7 A OAERF 318/343 (92.7%)
A BRI 1 ] oD iR 2 199/343 (58.0%)
B 72 732 B JRYSIE D FEE 72 LD 294/343 (85.7%)
T TR OB R IE2 L 294/343 (85.7%)

X)) B2 B IEGYE I E R HRYYED 8B 5 b IER LOYEZ7r7, 15
T2 7 e E B RHIRYMIEICIRE L7 FIE/R L) T, 327/343 (953%) THo7=,

HEFELIT99.7% (342/343 1)) (2RO L, T AEFS (BHEMEED 30.0%LL ) 1T FE
89.5% (307 f3l) . HEFEA75% (163 f3]) . 1K U v LHIMAE 42.9% (147 f51]) . HE.0 39.7% (136
f5l) | NMEM- 31.8% (109 ) . T#i30.3% (104 f5)) ThHo7=,

) AFoERENT-1BHAEIL, 787U BELT25mg (Jifli) kg (EL. SRETRSREDY —2 =
VS TIERFIZBW T 4mg (Jif) /kg) THBH, AR, HEREEICB W T, BEOERIZE T T
5mg (Jif) /kg £ THEETEZ (HL, 7 V7 Fayh ARV TiZ 6mg (i) /kg £T) .

@7 VT K=y i ABEMAR
- WA A FRBR
HIV D 7 U 7 b 2w 1 AREER B 2 x5 & LT B4 —EE R (BGHH 11
~21 HI#) BV T, 2#& 58 (3mg/kg Xi% 6mg/kg) DOAAXIXERHT LK 7 VU 2> B HHAl
(0.7mglkg) # 5 L7-#ic, 7)Y —)b (400mg) 8 HMIEL TV Mz 7-156 DZ4E
P, Bt E R L GMNEAT—%) o

HIVIEYED 7 ) 77 b = o ABEIRR B ISR D AR

BhHE
ng’fﬂﬂIE H 3mg/kg/ H 6mg/kg/ H
2 W% DA RFD 35/60 (58.3%) 36/75 (48.0%)
10 1% DA R 27/40 (67.5%) 42/57 (73.7%)

1) BEidEE oML TR
#2) BRIRZNR & B EE 2R Okt L TR
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1~4 8 B ICBWTCAHESFST 93.3% (168/180 #) (ZRH BN, EARAEHES RHMEEN
20.0%LL 1) IXMEH VU U AISE 41.7% (75 B1) | K~ 7 Rk ALE 39.4% (71 61) . &l
37.8% (68 %) . M2 L7 F=HN29.4% (53 fil) . T 28.9% (52 ) . &M 28.9% (52
) TH-oi7,

@t A N FTFAIE
- WA R R
B RMEGIEARSIEREE (AIDS) HAEIZORE LT- s f#%if@%@@tzhf?fVF%ﬁ
G b U RRR Bk (%58 3.0mg/kg/ B, #5811 2 BEM) (281 2 H %1% 88.2%
(45/51) THHo7=7 WNEANT—%) .

GOV —Ya~v=TIJE
- SRR
PIBRL Y — 3 2~ = THIEBHE &5 & L 7B (- 1~4mg/kg/ H 31 100mg/ A ™)
IR DHEMEIL. RIEENIEH OBHE T 98.9% (89/90) K UM A ARAED A T 94.7%
(18/19) Thote, Fh7+m—7 v 7HOFERRIT, GIEENEHOBE T 46% (4/87) K&
Qs R RAED B T 88.2% (15/17) Th o729 GHEAF—4) .

2) B

OE NG R B
EINE ARG AR BR IC B T IRAEMEEEIE R 11 BV T, BEMHRS-EEOARF OF MR
?éﬁ%&dbto@&55ﬁ1M£WW%%HW(¢%ﬁiﬁ7ﬁﬁ)f\ﬁlﬂ%f®ﬁm
IR ZBLE | BRAERSCEE AT R, EEFR, MiEFIRE2GETL 2 ERRD LR
Too BAEMIZOWTIE, EMRGICI2HICHEETNEREWERAORA, KO EORIVER OSEE
FHRIFED N T,

@S\ i R R
e SUTHEE T AUV XV ASE, 3 DWW EZ ORI E IS X D GEBF 1T L, 75mg/kg
10.0mg/kg. 12.5mg/kg. mmmmwa%ﬁb\xﬂwﬁkm%i(#h\ BRI K Dy
mﬁh EORRNBEIC, ERELEEMEFEBIYEDIRROT-OIL, BRI T2ZENTE Dk
%WW&%;)%&JLK %ﬁ(mkﬁVT%#/ﬁﬁ&Q%ﬁwzﬁukfﬂomeu
%%2kﬁ%)i%&5ﬁfﬂ%@ﬂAf B HAv, HEMBIMEIIRED b -7, KK &
IFRE SN2 o729 GNEAT—%) o

) AAIOKRBESNZ 1 BHARIE. 74587V B ELT25mg UUfl) /kg EL, SeERERED Y — =
v = TIEBEICB W 4mg (i) /kg) TH D, 72, HEEREICBO T, BEOERITEC T
5mg (Jiff)) /kg ETHERETED ({HL, 7V 7 bay b ABEERICEB W CIE 6mg () /kg £T) .

(5) BE - FRAERIGER
MM ER e L
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(6) SR ERIE A
DEARERE (—REARERE. BEERABRERE. FRARBELERAE) . 2ERFTERET 24—
ARE. HERFTERERABONE
- FeERE HAGEIR A (R
AANOEHEREZFE L, etk Oa 2 ECBT 2 MBS E 2R T 5 2 &2 BICER S
7=,
(RE )
A VERRMT S EAE B 473 IO BIWEFA S EREI S 1% 59.4% (281/473 %) TH . BEEEENEA
D DEEOEINEECThH A, FKREEOENERERERIC T 2 BIERZRBEE 92.4%
(109/118 f5l) % EInlD Z id7edo Tz, ERBIERIZ, P U v AME 30.7% (145/473 f5)
A VU o A 5.7% (27/473 4) | EREREREE 10.4% (49/473 f51]) - BFREEE 3.8% (18/473
) . MRy V7= 0 7.2% (34/473 ) | HTREREZLE 5.9% (28/473 ) Th o 7=
A IWEREAT R BIEF] 357 BlD 5 B, BERYYE (7T A~V XIVAGE, WP HE, 7V 7 hay
HAGE) BT D HERHEIL 66.9% (166/248 f5]) TV . JEFIOBRILUE A5 20O FFAMFEHES
WEI2 AT, EEEITTE 220N, AR ENEERBR O 47.3% (35/74 5]) % F
[1% 2 Eidieinotz, Fiz, BRGNS EE DI D R EWEL BRI E DA %513 68.8% (75/109
) THoT,

- FEEME A REGRA (7 A ~L L A E)
it RRGIE & U COMiT A~V )L R IEITHRT 2 I SZEE TICBIT 2 AAOF G R Z 8 L,/
BB [ OfFED) 7 AUV r—< LB T 2~V VR E, ZEEETT AL R
JE] . AR D HRAE OFER . AF O GBR OFME, LeMICETAEREINET S L&
B Sz,
it )
TSR AT SR G2 RE A 65 181 0D BIVE FA J8 B8 518 53.8% (35/65 1) Th v, HFIERENRL LT
DEEO LTINS TH D08, AR OENERRBRICEH T 2BIEAREES 92.4% (109/118
B) & k|52 Eixiehhodz, ERFIERZ, K8V U AIMAE 23.1% (15/65 i) | @b U v
LD 9.2% (6/65 ) . HFHERERLH 6.2% (4165 f5l) ThH -7,
B NS AT R G2 RE ] 59 1 DA %1% 57.6% (34/59 f5]) Th v . FEFI ORIV AN DA
SN B0 EHLERIZTE 20N, AGRREOENERRBRO T A~V F )L AGE (7 A
AL X —2 | T AULF L RGE, ABPEEESEIENT T ALV RGE RIS AL F L R
JE) DAZNE 43.8% (21/48 B]) % Flalb = Lidieinoi-,

- BEEARAEEE (2 ) 7 b3y b ARIER)
EHERETICBIT 2ARF OB GEARI 242 L, S0HER (HIV &0HER] & HIV IEAEOHER) . K
Hl oG EROF I, ZEMEICET HEHREZIEET 5 BETHEE Iz,
53
L VAT RS 5] 18 I D BIE S ELEI A1 77.8% (14/18 f5l) Th V. BMEES RSN RL 5T
OEBEO G IXNEETH 573, KGRI O EWNEFRRBRIZ 31T 2 BIVEH 7 BLE S 92.4% (109/118
) % EFESDZ EEmhot, ERBIERIL, KA Y 7 AMjE 50.0% (9/18 f#i]) | B HERERREE
33.3% (6/18 ffl) T -7,
HWERAT R SIEB] 16 B DA 7%h51% 81.3% (13/16 f5i]) T o7, 72k, AFREEOE N KGR
TIEHZ V7 hay b ABERIT 1B ORT, BHhTH-T=,

- FEEAE R GEEWEL Bk E) 10
ERHEYE DD D B AR N OFEE: I BRI E BTk 2 ARA O EE AR A2 L, 24
M OV 2t 2 /et 5 B B9 T iz,
(fER)
L2 MESRAT RS IE 424 ] O FBIVERSEEREIA 1L 61.1% (259/424 ) Tho71-, ERRITERIL.
1&A Y 7 AMSE 45.3% (192/424 61) . 1L 7 L7 F= 800 11.6% (49/424 B1]) . 392 3.3%
(14/424 B) . HPHERESRH 3.3% (14/424 f5]) Tdh-o7-,
BT R SR 399 B> 5 B, WA GRS 2.5mg/kg/ H Tdh - 7= 61 BICE T DB IEEDD
BT 52.5% (32/61 ) TERDH LT, KFHlTEH TORGEIT, BH& TR OMEDS 65.6%
(40/61 B31]) . Hri- 72 B YLIE D FIEZR LS 98.4% (60/61 f51]) . #HHT# 7 BMLL B AN
91.8% (56/61 f5l) . FMEFE I3 LD HEHF I LA 70.5% (43/61 #) Th o7,
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 /NVRGRENE B E R T 2 s I T A R R 1Y
AN (16 R RIEMEE R AE B 2 XU A, Bt ERET 2 B E L TEm S,
$ﬁ%fi\$ﬂ(&5iLW%omM@Hm)#&53%&39%(&%:&45%)émﬁ%k
@ﬁﬁﬁﬂ?‘k% (Full Analysis Set, LA'F [FAS) &9 ,) ROVZRVEMHTIRER & Sz, F
. BIWEIZOWTIX, FAS X OVPPS (e & 52 Wil XX BR IR IR2 i i3] & I8 S = EBNC BT 53k
%%ﬁm.ﬁrﬁi WE LIt R4EM (Per Protocol Set. LA R, [PPS) &9 .)) ICTHIE LT,
(RE )
L RVEMAT R SAER] 39 BllcBWV T, BWEH (BRRMRAEEO R ELEH %2 ETe) 1% 92.3% (36/39
B 1R B, ERBIERIMES U v A MfE - i U o 2B 51.3% Q0B ., ppru s
o7 ) WA 28.2% (11 41) . ALT 441 23.1% (9 1) . AST #4401 23.1% (9 ) . BUN H§41 23.1%
(9 f51]) . W& 20.5% (8 ). L7 L7 F = 20.5% (8 ffl) Tho7-,
BHIWEDFRNT R IE, FAS TILfeEZ Wi & ORER 2B 27 ], HEEEY NI 5%
BVELF R ERIAE (BLF, FN 2 W9, ) 6112 BloFE 39 il TH 0 . PPS TlIfeEZ W B K& O
REZWT ] 18 5], EFEEYe N Eeb s FN B 5 FlDFF 23 1 Td - 7=,
e E 2 Wris] e G RPIRZ W T D FAS OFZh3I1L, 33.3% (927 ) TH Y. PPS D H HLIEELN
FFEAM FTHE T - 72 EBITIE 52.9% (9/17 B, 4FEfn : 1~14 %) ™ ThoT-,
F7-. BEEBENEEDILS FN TOHZMEIZOWTIE, FAS Tl 12 9 6 ] Cliuh o 2E{hH
E(%ﬂ%a@hﬁrﬁ@&%%ﬁﬁﬁﬁ WHREMRAETR) OWENRIRD LI, A2 %
B A2 5 2 A G LT\ =722l PPS bRk s,
X)) AYMEORNTISR D 9 B, PPS TR HIEREEE (16 IXFHEBRISGSIEF TH B,

EEEGER R AR S UNIE - 1~14 %) (PPS)

YR AP
T AAYLE L ASE (SEEMERG 7 A ~L )L R SE 2/3
T VEBEAEVERT 7 A~V L R SE 0/1
F DD T AL )L RYE 1/1
At 3/5
TP HRE g P A ISE 1/5
fF-fehon 0/1
At 1/6 (16.7%)
7V hay B RE |7 U7 hay i ASE 11
Z DD FE YR E 4/5
aEt 9/17  (52.9%)

k. HERYENEDILD FN TlX, PPS @ 561 (4l : 7~15 %) (ZB W CHER A 72 #1338
O L)oo T,

NABPEHELTERFEOHRNBXIEIEREL-AE - HBROME
EARY/YA

) AFOERESNZ 1 BAREZ. 72857V BELT25mg (i) /kg (HL. ShERERED) — 2
~ = TIERFICB W T 4mg (M) /kg) TH D, BB, HEBRYEICBW TR, BEOERIISET
5mg (FIff) /kg ETHEETEXS (HL, 7V 7 b2y b AEEKICE W T 6mg (Fflh) /kg £T) .
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(N % Dt
- [EIPNER R LB ERYE)
OEHE (Fl - 16~T79 %) ZXIRICHEM S BRRER (B5& 1.0~5.0mg/kg/ H™ | 55
JRRI7 B, SR 21 ARDOIER] 3 M, KR 128H) 05 bEEBYYEE SR E LI BRRER
PR OBEEII T RO L F 0 T, ADRIT, 47.3% (35/74) Th-To,

FREGYER BRI BR (N)

SRR 4 AR
T AL L A NE BN T A~V RYE 8/15  (53.3%)
1EPEEEFE VLR T A~ L L R GE 6/9 (66.7%)
fili 7 AL L AREX 3/5
T AL F I — 419  (21.1%)
Z DD T AL F L A EYLIE 3/7 (42.9%)
aEk 24/55  (43.6%)
h vV HE B vV H MSE 6/12  (50.0%)
TR o P BE 3/4
aEk 9/16  (56.3%)
IV RayBARE | {7 VT hay hRE 2/2
70T N3y AR () % 0/1
&3t 2/3
aEk 35/74  (47.3%)

MK ORERTIE BEEVERT T 2~V RG] T@MEEEFEVENG T 2 ~L XL Z5E | DX
BRI NI oToizd 7T A~V F )L RGE] & LT,

- [EINEEIRAE (BEIRIEM TS 2 Xt R & L= S liiaktt A  BlEase) 12

L-AMB % #5- S 7= ABe 3 693 fil (900 1) #EEEEHRT — X X—A LD HH L, Freny®
REEIE (CRRT) K OMERFIMEENT (HERF HD) Z2 & 0B UL (RRT) BEE IE RRT BEO[M T,
OHFIE, FELCE, L-AMB Z 5 0P E I, PLEEKOEK GRIL, BIVEHIS B % ik L7,
FETCFRIL CRRT #f 79% (15/19 1) . #EHf HD B 67% (16/24 1) . FF RRT #f 42% (353/842 1) T
277,

2 a7~ v F o Z1EZ VT CRRT B & FE RRT BE, #EHF HD #F & 9F RRT B CRERIHLE 21T -
TR, WTNOBEMTYH L-AMB @ 1 BEE#RGE, BfEE 5, &5HE, &5RRBIZONT
AEEITZRD N7,

EHTOERAERFRIITRROEY ThHoT-,

T3 (%)
HEHEG ) E R UE HEFF HD RE CRRT ## FF RRT #%
(24 1) (19 4) (842 1)
BmEULEY | BREU/LEL>45mg/dL 2/14 0/5 17/496
M FE ™/ (14%, P=0.092) (0%, P=1.000) (3%)
27y AN Mm% U 7 HE<3mEq/L 1/12 1/12 144/510
[fiJE ! (8%, P=0.194) (8%, P=0.194) (28%)
ISR i 9 I/ $5<50,000/dL 1/7 0/1 15/137
! (14%, P=0.570) (0%, P=1.000) (11%)
i BRI E M ifn. Bk %5<2,000/dL 0/10 0/1 47/201
! (0%, P=0.122) (0%, P=1.000) (23%)
I i i i1 AST>150U/L 1/12 0/4 18/328
(8%, P=0.504) (0%, P=1.000) (5%)
ALT>210U/L (B44) . 0/14 0/6 27/396
>115U/L (i) (0%, P=0.613) (0%, P=1.000) (7%)
RERUARIE™ | CK>1,240TU/L (54E) | 0/6 0/5 2/54
’ >765TU/L (%) (0%, P=1.000) (0%, P=1.000) (4%)
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CK #H 0/6 0/5 0/54

ICD10 ==— K : M6289 (0%, P=1.000) (0%, P=1.000) (0%)

T+ 74 7% |ICDI0 ==— K : T780/T782 0/24 0/19 3/842
3% (0%, P=1.000) (0%, P=1.000) (0.4%)
OB RS Ny E—a 0/24 1/19 4/842
(Japanese Procedure (0%, P=1.000) (5%, P=0.106) (0.5%)

Code : J0471/J0472) X%
A O~ B — 2 O i
17 (Japanese Procedure

Code : K545)

T BRI 2 R,

MEFF HD ¥ £ 7213 CRRT B¥ & JIF RRT B & O HHRIZ 1T, Fisher D IEfEMEFRRE 21T > 72,

%1 : L-AMB #5516 H 2 G G4 T#% 7 HUWNIZHE L S U BRREL b L 12, FECER<
CTCAE (Common Terminology Criteria for Adverse Events) Grade 3 LA E&# HEFSR L EFR LEST
%2 : L-AMB #5886 A b BG4 T H £ CoT —» 2 4£5

%3 L-AMB & GBI EH DGR GK TR 7T HUNOT —# & 4 &G

ICD10 : #&9 K% OB ARG O E B 08H (5 10 JiR)

R, ARMFEIITRDBRRAN S D L EZOND, TRV T —# _X—2121%, KPR
200 SRR ORI E N TR LT, BHBEEITIREBEW TH D, /2. BEEN SIS T
WV, FRICEIER O3 AR OFM 2 S E & DIEFIE N AT THHEICEETRETH 5D,

) AFOERESNZ 1 BAREZ. 72857V BELT25mg (i) /kg (EL. ShEARERED) — 2
~ = TREBEICB W T 4mg (i) /kg) THDH, i, HEEYYEIZBW L, BE ORI U T 5mg
(i) kg FTHEETE2 (BL, 7V 7 bhay b ZABEERIZEB T 6mg (OOfli) kg £C) .

- 17 -



VI. EMEECET HIEAE

2

. EEZMCEEHSELAYMXIZLEYE
Rz~ FERUAEDE
HE B0 DA MONRE IR L, BT OETLSINTR/RGCEESRT D2 L,

. EIE{EF
() ¥ERERML - 1ERRF
TEHIR&Fr

AENDBE IR THDHT LHRT Y v BliL, BEEDNY —v a2~ =7 O ZNZE O 55
ThHHZNITRTa— /LR DR ERAT e — LIZEWBREEZRESL, 2hooAXATua— L EREET 5
ZElCky, MaEoOFEEMEE mD, MIRER S ZRH ST ETEELONY —vav =T Jf R
ERRSEDH, —FH, TLAFRT U2 BIZEMEOMIEEK S ThHDH L AT e —Ixt LT

b, BIREXEWS OORE L, MlaEEEEZR~T,

AHNL, VARV —20alb A7 —LEEIRE “EFEFICT ART YV U BAERFETHZEICK
D, BEEKNY — o~ =7 IR 2 G ERE M2 #EEF LoD, Bifiialoxh3- 2 B E0E T
MMEHE T3,

DHEEEM

TERTV U BDOYRY =LA THLIARANL, TLART VB ERRRICH VX E, T AN
NENRE, 7V T hay B A@E, HEWE (LA—aVg, 77O T7R, VY TRE, UV A—a
WIE) . V7 RARYVULRE, 77 ReT7uekh—JF ., Aot hx7E, eo7nrs—JF/, =7V
TATIE, a7 TFATARBLORT T A NI BRABEOREEREIZX LT invitro FiEEEME %
AL, ZOERIFERERENTHD B, £, RAIE~ U AR D o O XE, LT 21
FNAFE, WiT ANV RFEKR ORI VT ka3 b AFEER, FFREEEESEE. BN Oz
VUFATAE, ML A N T T AV, M7 ARNIBRAERRUYXOa s oA AT AR
RS2t LCL BAfE D B W RIE IR R % ok 1518),

2)V) —va~=T IR 5 EM

AHFNIT LART V2 B ERBRICY —Y 2~=7 JFEBZx L Tinvitro PURHRIEHZ R L, 7 AD
U — o~ =TSR L CREREZ 77,

(2) B & R 1T 5B
1)in vitro HTELEETEME O FHAM

B REERR K OV R Y BERR S 69~ 2 AR (L-AMB) OHIEEENE, KO E EIEME 2 5 REH & L
THEFEOESFHT7 2487 U 0 B #%] (dJAMPH-B) & st Lz, FoRE%E., A#FL dAMPH-B
E RIS EFE IR L CTRIAWHIERE A7 braR L, ZOEME (MIC) X KED DO EKET
dAMPH-B & [RI%~1/4 Th o7z,

HEIRERIC T 2 PIEE A L
MIC (ug/mL)?
L-AMB dAMPH-B
1
0.5

(EQEIEIV

Candida albicans ATCC10231 1
Candida albicans ATCC90028 2
Candida albicans ATCC90029 1 0.5
Candida albicans KB-8 1 0.5
Candida glabrata ATCC90030 2 0.5
0.
2
2

Candida glabrata MTU14002 5 0.25

Candida glabrata TIMM1064 0.5
Candida guilliermondii MTU12046 0.5
Candida krusei MTU12041 16 1
Candida parapsilosis ATCC90018 4 1
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MIC (pg/mL)?

i A B AR
L-AMB dAMPH-B
Candida parapsilosis MTU12043 2 0.5
Candida pseudotropicalis MTU12037 2 0.5
Candida stellatoidea MTU12045 1 0.5
Candida tropicalis MTU12032 1 0.5
Candida utilis IFO0396 0.5 0.25
Cryptococcus neoformans ATCC90112 1 0.5
Cryptococcus neoformans ATCC90113 2 0.5
Cryptococcus neoformans TIMMO0416 0.5 0.125
Cryptococcus neoformans TIMMO0417 0.5 0.25
Cryptococcus neoformans TIMMO0418 0.125 0.063
Saccharomyces cerevisiae ATCC9763 ¥ 1 0.5
Aspergillus flavus IFO5839 64 1
Aspergillus fumigatus IFO5840 2 0.5
Aspergillus fumigatus IFO7080 2 1
Aspergillus fumigatus IFO8868 2 0.5
Aspergillus fumigatus IFO9733 2 1
Aspergillus fumigatus MTU6001 8 1
Aspergillus niger IFO4407 1 0.5
Aspergillus niger IFO6342 0.25 0.25
Aspergillus terreus IFO7078 >64 1
Cladosporium carrionii TIMMO0337 1 0.25
Exophiala dermatitidis TIMMO0439 1 0.25
Geotrichum candidum IFO4598 ® 4 1
Rhizopus oryzae IFO4705 0.25 =0.125
Trichophyton mentagrophytes IFO7522Y 1 0.25
a)f/NREERLIRIREE - ORI AR 2 v, B 107 cfu(conidia)/mL THEIE L7z,
b) A A B
B R ST BIERR IS 3 B FUEL RS 1
a b
R () o MIC (ug/mL)? MFC (ug/mL)®
Range MICso  MICoo Range MFCso  MFCoo
Candida albicans (20) L-AMB 1~4 2 2 4~>16 16 >16
dAMPH-B 0.5~1 0.5 0.5 0.5~2 0.5 1
Candida spp. (7)° L-AMB 2 2~>16
dAMPH-B 0.5~1 0.5~2
Cryptococcus neoformans (8) L-AMB 0.5~2 2~4
dAMPH-B 0.25~0.5 0.5~1
Aspergillus fumigatus (13) L-AMB 0.5~2 2 2 1~32 2 16
dAMPH-B 0.5 0.5 0.5 0.5~4 0.5 1
Aspergillus flavus (5) L-AMB 4~32 4~32
dAMPH-B 0.5 0.5
Aspergillus niger (6) L-AMB 0.5~1 0.5~1
dAMPH-B 0.25~0.5 0.25~0.5

)/ M B MILIRE - IR ISR BRE A IV, BERE R & 107 cfu(conidia)/mL CHIE L 7=,

b)fi/ NEETA IR« BEREA R0 99%LA LA R T D e b IR FEARE
¢)C. glabrata (3), C. parapsilosis (1), C. tropicalis (3)
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Aspergillus ¥RIZXE9 2 FLEETIENE

J— MIC (pg/mL)? MFC (ug/mL)®
L-AMB dAMPH-B L-AMB dAMPH-B

Aspergillus niger SP-20087 0.5 0.5 1 0.5
Aspergillus niger SP-20091 0.5 0.25 1 0.25
Aspergillus fumigatus IFO8868 4 1 8 1
Aspergillus fumigatus IFO9733 4 1 512 1
Aspergillus fumigatus H11-20 4 1 16 1
Aspergillus flavus SP-20082 8 1 8 1
Aspergillus flavus IFO5839 128 1 128 1

a)f/ NE B FHLAE IR « IEIR ARG 2 FV, B E R 10° conidia/mL THIE L 7=,
b)Y/ MR BT L EE - R RO 99%% 1A 5 EUE 2 B9 4 i b IRV EE e

L-AMB 13 OEA B IZx LT invitro IEFEEMNZ /R L, ZOIEMEIT D-AMB OJEMED 1/8 2T
BN YAy

BEA BRI 2 in vitro FTEBETEME

. MIC or MIC range (ng/mL)
[ HRE
L-AMB D-AMB
Absidia corymbifera 4 0.25,0.5,0.5, 64 0.25,0.25,0.25, 1
Mucor circinelloides 2 0.12,0.12 0.06, 0.06
Mucor mucedo * 3 0.25,0.25,0.25 0.12,0.12,0.12
Mucor rasemosus 2 0.12,0.12 0.06, 0.06
Mucor spinosus* 2 1,1 0.25,0.25
Mucor sp. 1 0.13 0.25°%
Rhizomucor miehei 2 0.12,0.12 0.03, 0.03
Rhizomucor pusillus 2 0.25,0.25 0.06, 0.06
Rhizopus oryzae (arrhizus) 4 0.12,0.25,2,4 0.12,0.12,0.25, 1
Rhizopus sp. 5 0.13-2 0.25-2%

itk RN IRE JIERSHL © RPMI 1640/165 mM MOPS (pH7.0)  § AMPH-B
PEFEE B 10° cfu (conidia)ymL, H52E4:M : 35°C (1 25°C),2~3 A

L-AMB @ MIC 7’ 32ug/mL C& - 7= Exophiala jeanselmei @ 1 # & O Fonsecaea pedrosoi @ 1 #£ % i
.77 FeTakR—JB., V7 RARIVULE, =77 477, " d=T7EEOE Tk
— ZJ&IZx9 % L-AMB O in vitro HTEE{EMEIE D-AMB @ 1/16 & FREIH 72 5o 72,

BOEWEIZHT 5 in vitro TLEFTEM
MIC (pg/mL)

R PR L-AMB D-AMB
Cladophialophora carrionii 2 2,4 0.5,0.5
Cladosporium cladosporioides * 2 1,1 0.25,0.25
Cladosporium sp. 1 8 1t
Exophiala dermatitidis 5 0.25,0.5,0.5,0.5,0.5 0.06, 0.25, 0.25,0.25, 0.25
Exophiala jeanselmei 2 16, 32 1,1
Exophiala spinifera 2 0.5,8 0.12,1
Exophiala sp. 1 1 0.25°
Fonsecaea pedrosoi 2 4,32 05,1
Fonsecaea sp. 1 16 bAl
Phialophora richardsiae 2 16,16 1,2
Phialophora verrucosa 3 1,8, 8 0.25,0.5,2

Jrik AR BIERTHL : RPMI 1640/165 mM MOPS (pH7.0)  + AMPH-B
PEFER & 1 10° cfu (conidia)ymL  £5# 404 : 35°C (* 25°C), 3~7 H
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L-AMB 177 2 F 2B ZJgIZxF LT D-AMB (MIC : 0.5ug/mL) & T 4 f53ViEHE (MIC -
0.125ug/mL) Z/R L7z, 27 VA AT RABITxT 5D L-AMB @ in vitro FLEETENEIX D-AMB O 1/4 %
TEILRD STz, BEA NS T A< REIZRT 2 D-AMB @ MIC 1% 0.125~1pg/mL TH Y, ZOfthd
PEEFE I35 MIC ERIfRECTH -T2,

ZIEMEREIZRT D in vitro TLEFTEME

. . MIC or MIC range (png/mL)
& A
L-AMB D-AMB
Blastomyces dermatitidis * 1 0.125 0.5
Coccidioides immitis ' 25 025-1 0.125-0.5
Coccidioides spp. ' 2 0.5—-1 0.25-0.5
Histoplasma capsulatum % 24 - 0.125-17

D7 RIRA L JIESSHE © * synthetic amino-acid medium fungal, T antibiotic medium 3, } modified
McVeigh-Morton medium (pH7.0), § RPMI 1640/165 mM MOPS (pH7.0)
PRI - 10°~10° cfu (cellsymL  HE3840F 1 35°C,2~3 H. [37°C,2~6 A. JAMPH-B

L. major ® 7' 2~ AF = — MMIZ%f L T L-AMB (% D-AMB & [RI£RIZ invitro FUR BIEMEA R L7z, L-
AMB ® EDs; 144 3ug/mL T V. D-AMB @ 3~6 (5T -7,

Leishmania major D70~ AF = — NMIXFT 5 in vitro PR BTG
EDso (pg/mL) (95%({5 X [H)

JE
L-AMB D-AMB
Leishmania major NEAL-P 2.96 (1.2-3.7) 0.50.1-1.7)
Leishmania major JISH118 3.21(2.0-4.9) 0.96 (0.21 - 1.7)

TERH © 10% 7 AR VM IERSHN Schneider’s medium & : 10°f# 7' 2 < A F =2— h/ml
FEARSRME 1 24°C,2 B EDs : AEfFR B X 0 EAREYF AT L 0 B

L-AMB (X D-AMB & [A#£EIZ Leishmania ® 7 ~ AF 22— MIxd 2% invitro iR iEHEZ R L, L6 (L.
donovani L-82, PEM, CD-1) #[&%. FOIEMIX D-AMB @ 1/9 %2 FEI S 2o 7=,

ERIIONIC BT B EFE Leishmania DT ~ AF I — NI 5 in vitro FUR BIEVE

R i . EDso or ICso (pg/mL)
L-AMB D-AMB

Leishmania donovani L-82 " PEM CD-1 1.5 0.013
Leishmania donovani 1-82 " THP-1 - 1.0 0.18
Leishmania donovani L-82 PEM BALB/c 0.05 0.03
Leishmania donovani 1L-82 1 PEM C.B-17 scid 0.11 0.06
Leishmania donovani DD8Wild type PEM CD-1 0.042 0.041
Leishmania donovani DDSAMB-R % | PEM CD-1 0.657 0.751
Leishmania major JISH118 8 PEM CD-1 2.0 0.6
Leishmania major NEALP § PEM CD-1 1.8 0.2

BER R - *10% D U BR JLLIEERAN RPMLI, 37°C, 5%CO0,, 5 H, T 10% ¥ S Ra W& ¥ DMEM, 37°C, 5%CO0,,3 H, 1 10%
7 U RR VL IE AN RPMI, 37°C, 5%CO0,, 4 H, § 10% 7 IR VR iE U RPMI, 34°C, 5%C0,, 5 H
PR i MRS 5~20 55 EDso : MRAARHI L Y > 7 A REUFSHT LV B || AMPH-B [t

2)in vivo FTEL TG

7 AL E LA @ KON C. albicans &2 WM EFEIET T L CTh D~ U A RH YT T LV R U

EARE~ T ALH YT T L, BEEMGTT AL XL ZIETT L TH HRER e~ 7 A A fumigatus

MEREHRGET L, 7 VT ha vy B RAJEET AN THL~Y T AT VT hayh AEFEKET VITB W

T, BGEBED R L NRIFE Rt Uiz, ZOME., — O ET LV EZRE . AFIOKHE
(Imglkg) % 515 D RRGBHEIZD Fe Je ORI 1L, dAMPH-B O K ETH 5 1mglkg & 5-FF & (7]

BETHLZ L, AAlORKHAETHD 10mg/kg $5-0Tlk dAMPH-B % | %o 2 EYLPHfEh 3 72

HNNTIEEINRE AT HZ LRSI,
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o T AYLE )L ZGEE T VI BT B8R

(invivo : w7 2) 19

o IO | R | EDo (mghg) 0
#k (conidin/imouse)? i (H) %) [95% {AFXTH]
T £ mgkg)
T IR R — 2 0 -
L-AMB 003 2 0
0.1 3 0
03 4 0 238
| 1 6 20 [145-4.15]
A,(gzir%%z)ztus IFO8868 3 >30 50
10 >3(9 100
dAMPH-B 003 1 0
0.1 3 0
03 3 0 D
1 23 40
VAR I — 15 0 —
L-AMB 003 2 0
01 65 0
03 65 0 173
1 7 20 [1.08-2.79]
AA( ]3‘L>¢<rf116g7)atus H11-20 3 >30 80
10 >300 100
dAMPH-B 003 1
01 2
03 45 10 b
1 15 30
R | — 2 -
L-AMB 003 25
0.1 35
03 4 0 238
| 1 45 20 [145-4.15]
A.(l ;i:(r;;:)%;ltus IFO9733 3 =30 50
10 >309 100
dAMPH-B 003 2
01 2
03 3 0 e
1 75 30
VSRR — 3 0 -
L-AMB 003 4 10
0.1 9 10
A. niger SP-20087 03 7 0 150
(107 ) 5 2 [0.74-373]
3 >30 70
10 >309 100
dAMPH-B 003 3 0 ND
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skp PR | (RO | EDo (mghg) 0
T 1% (conidia/mouse)? HgdE (H) ©) [95% 1=AFTATH]]
i Fh(mgke)
TR I R — L5
L-AMB 003
01
03 10 259
1 0 [1.53-493]
A,( ;ziglez);;)SP-ZOO% 3 >30 50
10 >30 100
dAMPH-B 003 0 0
01 2 10 068
03 ) 10 [037-252]
1 >30D 70
TR It R — 3 0 -
L-AMB 003 45 0
01 35 0
03 4 0 10.0
1 85 0 [NE]
Al(jz’lf;fgg)SP 20082 3 14 0
10 >30 50
dAMPH-B 003 4 0
01 3 0
03 45 0 A
1 8 0
TR It R — 3 0 -
L-AMB 003 3 0
01 3 0
03 3 0
1 35 0 P
A.(‘]S‘Zfrg:)IF05839 3 55 0
10 100 10
dAMPH-B 003 35 0
01 35 0
ND
03 4 0
1 6 0

)&~ U AFARNERET 5 Z LIC & 0 R
Y 30 HL D~ 7 ADALFHE (n=10)

bYRRGY 4 BFIHI B2 L2 HEAN 2 BRI HE T -

d)ND;EDs B HI T& 4, NE;9OS%EEXMA T
€)p<0.05 (dAMPH-B Img/kg % 5-1Zxt L Steel DL E i & VN2 7E)
Hp<0.01 (dAMPH-B 1mg/kg #%5-1Z%t L Steel DL E L A FV VT2 E)
2)p<0.001 (dAMPH-B Img/kg ¥ 5-12%] L Steel D2 B b & AV 72 M)
h)p<0.001 (L-AMB Img/kg #5-12%f L Steel D% H LA AV 72 RUE)
)p<0.0005 (dAMPH-B Img/kg £ 5-(2%} L Steel D% H kil & FV - HE)
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« TASYLEIVAFEET /UVIZET 2%0% (invivo : o Re~m R) 2

. HH9 B | AR (mgkg) ©
TV 1% (conidia/mouse)® SR F#IEAERS| EDa -
Tk e Bmeke) | THIE (H) %) [95% {=HEXTH)

PRI R — 35 0 —
L-AMB 003 3 0
01 4 0

03 4 0 318

1 6 0 [191-5.19]
oy A.fumigatus H11-20
A B 15) |
g g (5x109) 3 >30 60
10 >309 %0
dAMPH-B 003 3 0
0.1 3 0
ND

03 4 0
1 155 30

VRIS R — 2 0 —
L-AMB 1 35 10

Ly A.fumigatus H11-20 416
i) YL 16) >
WA 1O | o 3 30 %0 [185-145]

10 >309 70

dAMPH-B 1 3 10 | —

> 7 v 7y A7 7 I PG AR B S8 TER

b)Y B Y ; FRIRNEERE 5 Z L1 K 0 YL, PEIRERERYL ; IS EERES 5 2 LT kv kg
)Y 4 BERAAICIRAN 2 FRPICHIE B 5 DI&YR 30 A O~ 7 2D4AFE (n=10)
eND;EDs HLHH T 9" f)p<0.05 (IAMPH-B Img/kg #¢5-125%F L Steel D2 5 Ll & i N - M)

FIERAE~ T AD Aspergillus W ZRIEYLE T WA I 5 N B8 205

‘ t
6.50
6.00 +
“eh
=
=
E [
3]
on
=2
;% 5.50 A
x
=
=
5.00
VRSt R dAMPH-B L-AMB
1mg/kg 10mg/kg

a7 A7y I REEIZL Y AiEkE A D 7 ddY REEE~ T R (5 E) 12 A fumigatus H11-20 5%
1.85X 107 cfu/lung THIPIZEERE T2 Z &I L 0 YL S, JTY 4 IR IS HRA &2 FRIRNIC I G- L 7e,

Y 1 RIS DR HEO NN A T E £ HERZE TR Lz (h=10),

* PSS FRIRE OO TN 80 6 LT Dunnett D B A W2 8E  (P=0.0036)

T dAMPH-B O iiNE ISk % t E (P=0.0142)
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« CandidaJEE 7 M T 5205% (invivo : v 7 X)

. FH9 K | BIRAERY 9
e |k (cfumouse)” ATFREY | BfErER H&@@@
T Prhfmgke) | THE (H) ©) [95% fSHEIXTH])
TRIBET R — 1 0 —
L-AMB 003 0 0
01 05 0
03 0 0 280
PRIDS 1 0 10 [1.64-488]
% | & |C. albicans KB-8
i B | (8.9x109 3 1 60
IS 10 31 )
dAMPH-B 003 0 0
01 0 0
ND
03 35 0
1 145 0
VRIS R — 1 0 —
L-AMB 003 1 0
0.1 1 0
03 25 0 139
PRIPN 1 5 30 [0.86-2.19]
% | & |C. albicans ATCC90029
T B | (4.14x109) 3 >30° X
NS 10 308 100
dAMPH-B 003 1 0
0.1 2 0
ND
03 3 0
1 195 0

AQFERE ; /T AT 7 I REHIZE Y BEREERD S CER b)Yy ; BIRNBERET 5 2 LTk v ki
C)REYL 4 MEM P I HEAN A FIRPVIC B B 5. d)RHe 31 A% (RFIET) XL 30 Atk (RIEARE) O~ v ADAFE (n=10)
eND;EDs, FLHH T& 3 f)p<0.005 (dAMPH-B Img/kg %5-15%F L Steel % & bl & IV 7 E)

2)p<0.0005 (dAMPH-B Img/kg $¢5-12%F L Steel (D2 H Ll 2 2 i E)

IEARE~ U AD Candida =5 IEGT T /W BT 5 B IRNE £ 20 1

9.50 7

" O it sof Y7 F A7y I FREICRY

8.50 | EJAMPH-B 1 mg/kg M i BRI SR 72 ddY SRR

- ,% Bl 1-AMB 10 mg/kg ~ U A (5i@fm) (2, C albicans

750 1 ok ATCC90029 ¥k % 4.94x10°cfu/mouse
- ' T | THARNICHERES 5 2 12 L0 IR
g | Ye&s 7, Y 4 WIS HHI %
z 650 HIRAMICEE S L, BRI 1 B b %
5 W T H R EIN B U L
E 5.50 .
& ML, SHOBNEEE FAEE
= 4.50 7 RS (n=10) TmRLTZ,
&

3.50 1

2.50

1.50 -

Y1 Bk Y7 Bk
PRI FRBE OB N EUCK Ly Dunnett 0025 5 8 A F O 72 UE (P <0.0001)
**  JAMPH-B Img/kg $ 5-BE DB NEHUT G L, t IE & HV 72 BE (P <0.0001)

*
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+ CryptococcusBlilER €T WZEIT DR (invivo : =7 X)

‘ HA AAFRH | REFRY | EDw (mghg) 9
7L |ERR(cfu/ R ) i
7o |Mk(cfumouse) M | Eohmelg | O () |00 | sl
BRI R — 1 0 —
% L-AMB 1 125
Yu C. neoformans SP-20159 3 19 10 _
b (9.90%10%)
il 10 255 109
dAMPH-B| 1 165 0 —
Tl R — 135 0 —
& L-AMB 1 195 10
Yu C. neoformans SP-20159 569
B | (1.25x109) 3 =0 o INE]
Pk 10 >30 50
dAMPH-B| 1 235 30 —
)M 2 2 LI &0 kg
bR Y 4 WFIE1 B2 3R & SRR BRI G JRYLTRYR 5 YL 5 B2 IS & SR L BRI -

VS 30 Atk D~ T ADATFZE (n=10)
€)p<0.0005 (dAMPH-B 1mg/kg #%5-125%F L Steel 0% & Lhlis & V- HiiE)

dNE;95%E XA H T3

~ 7 AD Cryptococcus BRI E T /AT I 2 BN B ERAD 2h 5%

8.0

*
| N n.s |
l Il I
75 ¢ T
=
e
S
2
(9]
e 7.0 ¢
2
ﬁ
i
£
= 65 |
6.0
dAMPH-B L-AMB
VA I ol R
LSS | meke 10 mg/ke

ddY RIEME~ T 2 (5 ) 1 C neoformans SP-20159 % 1.11 X 103cfu/mouse CTIMENIZHAE T 5

ZliC kRS, R 5 HRICHEAZBIRNIC B G U, R 8 HARITIMN 2 I7E L

7

B, SEEOMAEEE FEEARERAE (0=10) THRLT,

* VAT EREE O EE A6 L, Dunnett 0 2% 5 LK & WO 72 BUE (P<0.0001)
n.s. dJAMPH-B 1mg/kg & 5-HEDIMN IR L. t BE &2 V72 10E (P>0.05)

- 26 -




BRI~ © A Rhizopus oryzae ©H JEYLE T XS 2 in vivo FLERTENE

100%

80%

60%

%o Survival

40% 4

20%

0% L L L L L
0 2 4 6 8

Days Post Infection

10 12

—p—

—p—
—-—
——

@ Infected Control

Unilmlf;;f..‘.-ted

AmB
(0.5 mg/kg, bid)

LAmB
(2.5 mg/kg, bid)

LAmB
(7.5 mg/kg, bid)

HeME BALB/c = 7 RIZA b L R % 210mg/kg TREYE 10 A AMCARMENEE S L, FERIG & J8E S 72, R oryzae 99-880 k%
10%spores/mouse TRFFAIRNIZEERET 5 Z & THIRIFI~ U A R oryzae RHEYET NV EER L7, L-AMB (LAmB) ¥ Smg/kg/day

(2.5mg/kg, bid) KON 15mg/kg/day (7.5mg/kg, bid) %. D-AMB (AmB) (% | mg/kg/day (0.5mg/kg, bid) %@~ 7 2D REFIRMIC
1 B2ECREIE 1 BE2G 4 BREEG L, B~ T AOAFEEZ R 12 B £ CRE L,

* o ho—/LiE (Infected Control) DMEAEGFRICH L CTHEED D

(P<0.05),

~ 17 A Blastomycosis dermatitidis WP G E 7 VAT % in vivo HUE BT

Beh B &Y 49 H# Gl
AL o O O e HHRARI 1A P prmm——
(mg/kg) DAELFER (%)
DOFEIE (%) ¥ log1oCFU/lung
a hr—u - 0 0 -
L-AMB 1 90 0 6.53"
3 100 10 342"
7.5 100 80 0.22*f
15 100 70 042"t
D-AMB 1 100 0 3.46 51
B ; B CD-1 =7 A, 1 BE10 L
J&YL : B. dermatitidis ATCC 26199 ¥k % 2.745x10*CFU/mouse Tk Sl
Beho @Y 4, 6, 8, 11, 13 KUV 15 HREIZHARNE 5

PN BEEC AR O BN BRI 49 HICHE L. JECIEATI 8 logioCFU/lung & L CHEHT

* o b — LEEOMNEEICR L CTHEZEH Y (P<0.001)
+ D-AMB @ 1mg/kg $ 5-HEOMANEEICK L THEZEH Y (P<0.001)
$ L-AMB @ Img/kg B G#EDOMNELICK L THEZH Y (P<0.001)
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~ U A Coccidioides 5 JEYLE T WAZKT D in vivo PLE EIEME

s N S B 1

Bk S g‘fljk% fg’%ﬁj H(j D BRI ONA (%)
i JiRR!:
98-1037 oy ha— - 0 0 0
L-AMB 1 100 50 0
5 100 80 60
10 100 100 100
D-AMB 0.5 100 70 30
1" 100 60 10
5" 100 60 20
98-293 o hr—)b - 10 0 0
L-AMB 1 90 60 0
5 100 80 70
10 100 100 100
D-AMB 0.5 90 60 30
1" 90 50 10
5" 100 60 30

B HEMEICR ~ 7 A, 1 BE 10 G

J&Ye : Coccidioides spp.% 200 arthroconidia/mouse C RN #EFE
#5083 BT 2 WREEIRNIR G (RN RS

fidtn R EEE YR 50 B IS HIE

~ 7 A Coccidioides =5 JEYLT T WK 5 in vivo FLEETEVE

. o PrEE ¥ logio CFU/organ  (F HH B S A< i D 1 147 5%)
S A (mg/ke) i e Bt
98-1037 2y hm—L - 6.14 (0) 6.81 (0) 6.1 (0)
L-AMB 1 139 (4)" 3.11 (0) 3.29 3y
D-AMB 0.5 0.35(5)" 139 (2)" 1.08 2)"
1 0.41 (5" 245 (1)t 248 (2)"
98-293 2L kr—L - 6.27(0) 6.45 (0) 6.91 (0)
L-AMB | 1.16 3) 3.07 (0)' 331 3)
D-AMB 0.5 0.31 (4)" 1.17 2)" 1.48 (2)"
1 0.39 (5)" 1.98 (2) "¢ 1.86 (2) "

W KMEVEICR <~ A, 1#£ 10 5

J&YY : Coccidioides spp.% 200 arthroconidia/mouse RN #EFE

Bl 2 3 3[BT 2 WMFEIRNE S CIglEr s

iR N R « e 24 B H D W ZILLIANC AT L2 CRIE

Ty e — VOl Rt Lfﬁ%%ﬁ;ﬁ; Y (P<0.05)

$ L-AMB @ Img/kg B G#EDIEFRNEEIR L CTHEZESH D (P<0.0006)

D AMB @ 0.5mg/kg #5#E & L-AMB O lmg/kg BEHIZB T DN E RO A EZAEREITEE ST

~ 7 A Coccidioides immitis WEW ##IEYE T VK5 in vivo PLE B TEME

RO P RAE (g) (n %)

S s EH | 5 2
YL 30 H% YL 15 % YL 22 B YL 30 H%
av ha— R 0.8933 (10) 0.7742 (6) 0.8679 (4) 0.8967 (9)
ERRs 0.2430 (9) 0.2503 (5) 0.2489 (5) 0.2430 (9)
L-AMB 0.05 0.8933 (10) ND ND ND
0.3 0.3002 (10) 0.2554 (5) 0.2775 (5) 0.2444 (5)
1 ND 0.2766 (5) 0.2505 (5) 0.2855 (10)
D-AMB 0.05 0.8933 (10) ND ND ND
0.3 0.2817 (9) 0.2660 (5) 0.2611 (5) 0.2660 (10)
1 ND 0.2402 (4) 0.2520 (4) 0.2651 (8)
W : ICR ~ 7 A

J&YL : C immitis % 200 arthroconidia/mouse Ci% & Bl
Beho Y3, 5, 7. 9. 12 KOV IS*HBZICERIRNE S (YL 15 H AR &RER X557
D : &7
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7YX Coccidioides immitis $8IESE T AR5 in vivo PLE R IEME

_— s e SR ER NS Al(A)glo CFU/g of tissue  (95%f= #H X [#)
(mg/kg) A3 it Hi
1 ay hr—L - 6 3.67 (2.22 - 5.13) 2.78 (1.33 — 4.24)
L-AMB 15 09"t 0.42 (0—1.87)% 0.46 (0 —1.95)8
2 ay hr—L - 6 4.14 (3.92 — 4.36) 3.61 (3.38 — 3.83)
D-AMB 1 24%1 243 (2.13-2.69)¢ 2.06 (1.83 —2.28) %
3 oy hr—L - 6 3.47 (3.07 — 3.87) 2.93 (2.34 —3.52)
L-AMB 75 33" 1.56 (0.94—2.17)8 1.18 (0.66 — 1.70)
L-AMB 22.5 19* 1.44 (0.65 —2.22) 8 1.11 (0.80 — 1.41) %

i : e New Zealand White 74, 1 B 8 [T

J&YL : C. immitis Silveria £k % 5x10%arthroconidia/mouse "C XA PN 2 Fi

Be b B 5 A5 3 BT 3 M B RS-

JRBEER 7 0, IEH 2, BAMZRBENRTS; 4, PR ZRBENRS; 6, TSR BENRL
* oy hr—LEEORELR a7k L THEZED D (P<0.01)

+ D-AMB @ Img/kg ¢ 5REDORHELA 2 72k L THEEZEH Y (P<0.05)

T L-AMB O 7.5mg/kg # 5FEDOIFEEA a TIZR L THEZEDH D (P<0.05)

§ 2 b — LREOMBNEEIIK L THEEZEDH Y (P<0.0005)

v %X Coccidioides immitis BE=%E T /VIZH 1 5 Mg+ AMPH-B 2 E#ER
201 .
| —— AmB | mg/kg —— AmBi 15 mg/kg
—— AmBi 7.5 mglkg  —— AmBi 22.5 mg/kg

the serum(pg/ml)
=

Mean concentration of amphotericin B in

0 L L 1 1 1 " 1 1 1 L 1 L I 1
0 4 8 12 16 20 24 28

Hours post-dose

et New Zealand White 71227 figk RuaFY o U U A% 2mgkg TREGR 1 Bmionb 3 HEET1LH 1A GES

) AN S L, C. immitis Silveria £k % 5x10%arthroconidia/mouse CRIENIZEEFET 5 Z & TUH X C. immitis BEFEK €T V& 1E
#17-, L-AMB (AmBi) 1% 7.5, 15 &0 22.5mg/kg %, D-AMB (AmB) (3 Img/kg % &4 v 3% O RN 5 B %25 3
BTG L, 5 E#EG%OMET AMPH-B I2E 2T Lz (&Y 14~15 H#),

- 29 -



T R~ 7 A Histoplasma capsulatum =5 JEGLE T VKT 5 in vivo BUE TGP

AR L I
e YL FEHA R AEAT BB AR ERR
(CFU/mouse) (mg/kg)
1 G217 ay he—)b - 20+£2.1
5 x 10 L-AMB 0.3 30£3.1
28+3.9
460"
D-AMB 0.3 37+4.0
46£0F
3" 37+3.6
2 93-255 a2 hr—)b - 61+0.2
3 x10° L-AMB 0.3 9+0.2+%
0.6 14£1.6%
D-AMB 0.3 9+091%
0.6 14£2.74%
3 93-255 a hr—/b - 7%0.1
3 x10° L-AMB 1 16£2.5%8
3 29+0.81
D-AMB 1 10+0.91
3" 23429t
i : BALB/c KX — K< A 1 £ 10~20 [t
B 2, 3,05, 9, 12 RN 15 ARICEIRAE S (IS

t v hr—VEEOEFREICH L THEEZED Y (P<0.001)
T Ay e VHEOEFRARICH L THEEZEDH Y (P<0.005)
§ D-AMB @ Img/kg & G- HOETFRAEBICKH L THEEZH Y (P<0.02)

~ 7 A Leishmania donovani WIgEGE T N3 T 5 in vivo PR BRIEM:

EE A HH h& i%ﬁﬁﬁﬁ%%i (%) (pfE vs 22k u:/bﬁ)
(mg/kg) JFFfigk JOE i
1 1 L-AMB 0.25 53.8 (0) N.D.
1 85.4 (0) N.D.
5 99.9 (0) N.D.
25 99.2 (0) N.D.
D-AMB 0.05 5.3 (0.256) N.D.
0.2 14.1 (0.0308) N.D.
1 42.2 (0.0002) N.D.
2 1 L-AMB 0.04 15.8 (0.107) N.D.
0.2 41.2 (0.001) N.D.
1 84.5 (0) N.D.
5 99.8 (0) N.D.
D-AMB 0.04 3.4 (0.688) N.D.
0.2 22.0 (0.0161) N.D.
1 52.7 (0.0003) N.D.
3 1 L-AMB 0.2 36.0 (0.0001) 6.96 (0.3318)
2 0.2 48.2 (0.0001) 23.7 (0.0672)
3 0.2 59.8 (0) 47.5 (0.0008)
1 D-AMB 1 56.9 (0) 27.2 (0.0750)
2 1 71.5 (0) 47.8 (0)
3 1 73.3 (0) 58.5 (0)
B : MEME BALB/c = 7 &, 1 B 5 C

JRG
B4
HE

N.D. :

: L. donovani L82 7~ AF I — k% 5 x 10°# CHARPIZHEFE
ST BED 1 EHDVIEREH TRAR 3B (Y9 XN BHi%) FIRNICE S
SR 15 BRSBTS =2 b a— VRO TR K OV R P ER R k3 2 H Bl P 5 =

B
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~ 7 A Leishmania donovani NIBIEYLE T VAT 5 in vivo HUF BRIEM:

YL A (ff) FEH EDso (mg/kg) EDgo (mg/kg)
5 x 106 L-AMB 0.154 —0.256 2.253 —2.653
D-AMB 0.951 —>1 >1
2 x 107 L-AMB 0.73 3.17
D-AMB 0.21 >1

&) : M BALB/c <~ A, 1 BE 5L

J&YGe ¢ L. donovani 182 7~ AF A — b & FRNICEFR

B 5 REYe T7 ARSI HEIR RN £ G-

EDso O EDyp @ J&YE 14 H & AT 15 B #% OFFIEPE Bk v HH

~ 7 A Leishmania infantum WIEGLE 7 /W21 2 ligi#s N AMPH-B i £

jﬁ'%i - 5 - F¥%) AMPH-B 2 (ng/g) §
R (mg/ke) Tl Pl Ji
&Y L-AMB 0.8 3 H# 33.94 23.84 N.D.
7 H% 43 A # 3.05 5.48 N.D.
103 H N.D. 0.53 N.D.
5 3 A 209.7 98.80 1.64
43 A # 55.94 28.72 N.D.
103 H# 2.9 43 N.D.
50 3 A 2575.4 929.22 35.88
43 B# 808.4 124.4 5.05
103 H # 214.9 100.68 1.62
D-AMB 0.8 3 A 0.43 0.88 N.D.
43 A # N.D. 0.27 N.D.
103 H # N.D. N.D. N.D.
JE G L-AMB 0.8 2 A% 28.14 5.92 0.06
60 H % 55 A% N.D. 0.29 N.D.
5 2 B 189.01 65.1 1.27
55 A% 25.48 16.6 N.D.
50 2 B 1614.1 4937 26.52
55 Btk 465.6 322.7 2.92
D-AMB 0.8 2 A% 10.3 4.53 0.15
55 Btk N.D. 0.11 N.D.

FW : Mk BALB/c ~ 7 A, 1 #ES L

&Y : L. infantum LEM2259V % 107 7' v~ 2 F 2 — h CH RPN BT
Beh YT BB dH D\0N% 60 A SHEE T 6 BRI 5
ND.: i c&§

* i1 B
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3)EhW IR k3 2 B E TR
TARTIVV U BEIVR—LORE - FBEPIZEATDEZ EICLY, FEVRY —LBITHEES
DT ART VB EHEE LT, b MRILERE ORI 25 E M85 STz,

b MRILERIC R 3 2 G E IS

FAKRFY L B AL L 72 R MERDE|E
J£ (pg/mL) 154y 2
AP K — 1% 1%
TV X a— VEERIR — 1% 1%
L-AMB 3 2% 2%
30 3% 3%
100 5% 6 %
dAMPH-B 1 14 % 94 %
3 83 % 97 %
6 88 % 99 %

L-AMB & %\ % dAMPH-B Tf?ft hRMLERE 37°C. 15 505 D WIE 2 B A v 2 — |
L. 305 BEEMER . FIED 541 nm 12381 AL 2 R1E LT,
FRELK T4 _a?mﬁk%{amlé@f_ﬁ@%tf T D% TERR LT,

AARE ML T D 5 I

ICso (ng/mL
Mk ok L-AMB ae ZAMPHE
HUVEC b AR N B 172.9 9.1
Hs27 b EL BB 97.5 23
293 b AR R A 309.2 39.2
RPTEC L= NPUR VA7 gl o i) 54.0 1.8
Chang Liver =i il 633.3 16.8
BRL3A 7 v KRR 579.0 5.1
H2-35 ~ U A fFH N.C. 22.7
AMLI12 ~ U A fFH 28.2 0.5
1774 ~ YA~ a7 7 — IR 127.2 0.6

L-AMB & % X dAMPH-B & & FEflla 2 /s S 7214, H-EE#% Thymidine D H Y A A& 2 HlE L
ICso 75 L7z,
N.C. : Not calculable

HEEH~OFEE . MOPIEEIE R BT

c BRI ASOARF OREE

TREDOENEERRTHA LI —F I 2N, ALk —F3I v ALFa—F I EAZZYRY
— A, AR —F I UEEALEARFIORFIE T T C. albicans % 37°C 24 FEfiih5E L, 0GRS
TOEN T T NEHE LT,

AR —X I UFEFCRE LZEE CIIARITHE2EIZIEN > TE Y, Mladg~0RiEIL3
WHENRNoT, ANEa—F I UEARY RY —AFE FCE LEZERE ClIRfasty 7+
BEEOE Y ZES LOICREL TV, —FAAFRE—X I U E2E A LEAFITIE, EEO/M
WE THREIEIFRD BT,

- BEEHGE A% OARF O2H)

OIS =} L X —i5f (RET) E2HWT, BERHEREB AR ORI OXE 2 Bt L,
NBD-PE*/L-Rho-PE** Gk L 7= A% 5 V% NBD-PE / L-Rho-PE THiE#E L7-22 ) /R YV — A (FEFkZ=
YRy —2) OFFE T, C.albicans 72 5 TNC C. glabrata % 37°C TH:#E L. 24 W] £ TREFH9IZEDE
WEEEZ N TEHNE S VTN EBER LT, £ AF LU 7= L0 AR Z R L, &HE
TOEEDAEFREFE M LT,
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RET /£ TiL, 2 o0 .7 m—=7 (NBD-PE & U L-Rho-PE) T\ ERrEEIC Y%, NBD-PE

NBIEE B D FFROE A E BT L-Rho-PE Z ik L, R & Lfﬂﬁé@mﬁ%& LTRSS

D, VARY —LHEEREE L. 2 SOdE T v — T 3 ERIPICEER 72356 . NBD-PE %5 L-Rho-PE
NOTRF BB L, CORER, HikD NBD-PE DHOLRBIZE SN D Z LT D,

TR U 7o A A & 2 WK ZE Y R Y — L FFEE FIC C. alblcans J O} C. glabrata #5542 &, BEW)
BN TE, REEOFNNEHORBICHR S, WIRb IR Y —LREEEEICHE LT
WHZ EnRaEnTe, %@?ﬁ R U 7o A C s L?‘:,E\“C“bi\ HERBIZBZE SN RBED
I Z T, MIRENIZ RO EERGR O B, FERORIE & & HIT U R Y — MMEEDHAEE L
W5z tﬂﬁéhtoit\ﬁ@lf®miﬁﬁnﬁﬂm%6hto*ﬁ HERRZE ) AR Y — LT
T, REORMEAOENITDR &b 2L FHH DT 24 R E TR L TR0, HERBICHS
L7CREETY R Y — L OREDHEFRF SN TWD Z &R ST,

Flo, HEOEFROENRERIY | FHR L AABINC LY . BEOAEREITREIIZED Lz
DA, AR ZE U AR Y — D TIIARE RN & AR, AEEEOBADITRD bigiro T,

*) NBD-PE : 7-nitrobenz-2-oxa-1, 3-diazol-4-yl phosphatidylethanolamine

**) L-Rho-PE : N-lissamine rhodamine B sulfonyl phosphatidylethanolamine

- BB BAMEE & F O T AR O B~ OAE AL O et
ERLTAER L To A R OZE Y 7R Y — L{F(E T C, C.albicans, C.glabrata & %\ X A. fumigatus %
37°C 3~24 sfIE5A8 Lok, BETHAMEIAZ W TBIE A T o7, SR FAERZE U AN Y — AT 24
W& CHEOMIEEREICOABIE I N, —T7, @RFAER L72AHI T, RS 3~4 FFH#%E T
I EEOHMBUEER I D HZE DOIFEDTRD HILTZ, Mt 14~24 BRI IZIE, KRBT A2 TR
K ORI HRR e BTz,

w7 n 7y —VHNOBEEIZHT D RERHIENE
~ U AL VPR LU -JERE~ 27 n0 77— L Coglabrata ZIEBEEE#R L, v~/ 077 —VICHEZ AR
I 7-%%. NBD-PE/L-Rho-PE THE#k L 7= AKIFIE T CHRFEREE LT, 20Kk, ~/n 77—
WOEREOALFRZRET H & & bIo, SEBEMBERE 21TV, RETIEIC K a0ty 7 0% L
ZIRREIZ Y R Y — A DYRHE %*ﬁpfbto
ANRAFL DA, BEEBME 5 Fi D~ 27 17 7 —UNO C. glabrata D417 1T 83% TdH - 7=
D, AEGFET T 29%IIE T LTH Y, AFIL, v/ v 7y —JIZARB I C.glabrata [2%f L
THREEEEZ/RT 2 EAURB I T,
OB E VT RETIEIC LD VAR Y — AEEOZB A BIEE LA R . AHIEIN 1.5 R #£1C
TAEEDEIT T FIVNRBO B, v 7 v 7 7 —VIEARFZRDIALTND EE X LI, it
RERIRZ ICIXE D> 7 Aam~rn 7 7 —VRNICRD b= b, Ailid~r7e 77—V
HBOAENT-H, MANTEAFIOY RY — 2EERREL TS EEZ BT,

~ /a7y —YHNOEREIZRT DR EEEE

5 R DR
AALER 83%
721 R — LALER 91%
25 ug/mL DAHKIALEL 51%
40 pg/mL O AFILER 29%

() fE MRS - AT
DR L
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VI. EYEhRECRHd HIEH

I MPREOHES
(1) B LA MR
LR L

Q)RR THRRE SN -IDRE
1) H[E g5
OBEAN (BAN) 2B 2
BN OVELEMEFLEE BB 31 Billc. ASH Img/kg/ B | 2.5mg/kg/ B & O 5mg/kg/ B % 1 B[ 78F T
FRARPIBE G- L 72 & & D Crax M O AUCo~24 I3 BN SIS SN L, 712 Smg/kgl H #5-8¢ T—
Bl ThHoTz, FH (T BFHEICLDI—TEOZLIFR LN -T2,

HMENREFH) ST A=K (BRA)

BhgE | filk Crnax T AUCo-24 MRT*D Ccr Vi)
(mg/kg) (ug/mL) (h) (pug-h/mL) (h) (mL/h/kg) (L/kg)
1.0 13 5.9613.02 8.31%£2.0 55.5£39.0 11.3%£3.2 26118 0.30%£0.25
2.5 9 16.19+7.41 9.818.0 138.5+56.5 13.7%£12.4 1913 0.21%£0.13
5.0 9 45.71+£20.14 7.0+1.4 390.31+223.2 99+19 18+17 0.18£0.16
S fiE A 2
1) SRR RERH] ¥2) JUT TR ¥3) ATAFE
I3 PSR EEHERS
2.50mg/k
Img/kg £ 5 (ug/mL) sme/kg 25
(ptg/mL) 100
100-]
T
>
R :t%’: 10
* 7
B Y
,:' 1 g 1
v v
i B
TR - B
i EE
001+ 0.01 : —
0 2 4 6 8 10 12 14 16 18 20 22 24 25 0 2 4 6 8 10 12 14 16 18 20 22 24 2
5.5 858 (h) e 5.8 0 (h)
5 k
(ptg/mL) mg/ g&%‘-
100
A
i 104 \
T
Y 1
g
v
B
W 01+
001
0 2 4 6 B 10 12 14 16 18 20 22 24 2%
e .15 150 (h)

%) AFloEBENT- 1 BHEIZ, 72587V BELT25mg () /kg (HL., SERERED Y —2 o~ =T JERE
IZBWTid dmg (i) /kg) TH 5, 7Zodk, BEEBEUYEIZBWOTIE, BEOIEIRICE UT 5mg () /kg £ THEETE S
({BL. 7 U7 hayh A§ERICS Tl 6mg (Offi) /kg £T) .
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@FHEAN (BRA) 12

B DAk

AEICIC T, FAORRMEL KB IERE 33 PIEARIC, AA] img/kg/H . 2.5mg/kg/H
% D Crnax J2 N AUCo-24 (3 F 3

5mg/kg/ H & O 7.5mglkg/ B ™ % 1 BRI 2T THARN IR G L7z &
WITHEICE 2 —EOZbIT R b2 ho7 9

TN AR TH o 7=, 2 (T

GEAT—5)

FEMENREFH) N T A—F (I N)
wh& FlEk Cinax Tin AUCo~24 MRT*D Cr Vd# )
(mg/kg) (pg/mL) (h) (pg-h/mL) (h) (mL/h/kg) (L/’kg)
1.0 8 7.3+£3.8 10.7+6.4 27+14 12.2+6.8 39+22 0.44+0.27
2.5 7 17.2+7.1 8.1£2.3 65+33 8.0+1.0 51+t44 0.40+0.37
5.0 12 57.6£21.0 6.4=*2.1 269196 82+2.0 21t14 0.16£0.10
7.5 6 83.7£43.0 8.5£3.9 476371 9.5£32 25+22 0.18£0.10
RE AR R
W1 CEERERER X2) U T TR K3) HTiAH
)R-
O HARNIZIT 2 pifd

s FRAGRIEME R EE R 265 & LIZEWNE T/IAERBRICRs VLT, 314

ZAH Amglkg/ HT | 2.5

mg/kg/ B & O 5mglkg/ H % 1 REf2NT T L H 1R 7 B~k 21 HBARNE G Lz & & JKEES

1

D, FNFN177.99£77.49% (9 f5]) .

N7 ZMEOMIEF T BTV v BIREDOH 657 L5725 2.5mg/kg # K% 0O 5mglkg # T4 2
BIFRO BTz, F7z,

img/kg #£. 2.5mg/kg #EK T Bmglkg #ED 7 HH D Crax (%, &5 1 HH X

EHHEME(R ) b5 L7,
s ANTRIEME R BEE R E 265 & LIEWNE THRRBRICISN T, AARIEER GRS LT1 H 1

2.5mglkg 225, ZOHITLETIE U T 5 T Imglkg
RN G L, &5 3K OT7 HE, &5 2H~K

139.75+36.58% (7 1) . 122.09+=34.12% (8 51))

(T

WA AT & LCL JRAT SEM~RE 12 8
B E F TR 5B h 24 BER1A

TIMIEH T A

RT YV BIREZRNE Lic, LRI 86l 5 H h T 7TRHZEYENET — 2 G567

JEFNZ 78 BT, Z D5 H 84 (10.3%)

J:O)J:?f‘z})mu y) ’Bﬂf;o

O4E PN

B 5 i
ﬁ:hft%fﬁ/iﬁ’@ﬁﬂljﬂciﬁ’

2 b7 ZEOIMER T LR T Y v B RO 20pg/mL LA

BERAE % 52 1T T 38 B A th BRIRDE O BB 12K K 1~7.5mglkg ™ % 1

A1 3~14 Af&EG L, 54010 &5 RER OEYE AT A—Z T TDOLEEY Tho
7o 7.5mglkg/ B LI EOFGEIZBWT 1 FTIIER 7 247 U 2> B #EED 20ug/mL LA Eo b

7 7fE EFD

wobhiz GHEAT—%)

SERTIEFH T A— % ()

5= 5 W'J Cinax AUCo~24 AUCo~o Tin CI*) Vd#

(mg/kg) # (ng/mL) (ug-h/mL) (pg-h/mL) (h) (mL/h/ kg ) (L/kg)
el 8 7.3+3.8 27t14 32+15 10.7£6.4 39+22 0.580.40
Ho e 7 122+49 6020 66+t21 7.0+£2.1 176 0.16220.04
el 7 17.2%+7.1 65+33 71£36 8.1+23 51+44 0.69+0.85
> e 7 314+£17.8 197+183 213196 6.31+2.0 22+15 0.18£0.13
el 12 57.6%£21.0 269196 294+102 6.4+2.1 21t14 0.22£0.17
>0 e 9 83.0£35.2 555+311 621%£371 6.8+t2.1 116 0.11+£0.08
el 6 83.7£43.0 476+371 5341429 8.5+3.9 25+22 0.260.15
7 e 4 62.4+17.7 3821148 417+155 6.9+0.9 207 0.20£0.07

P+ AR 7

¥1) 2V T TR

X2) AT

) AFOKRENTZ 1L HARZ, 72487V BELT25mg (M) kg (EL, RERERED ) —v 2~ =T JEBE

2BV Tidamg (i) kg) THD, 7B,
(BL. 7 V7 =y ARSIV T 6mg (Oifil) /kg £C) .

HERGEIC O T, BFOIERITGE LT mg (Iffi) /kg £ THETED
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Q) hEE
ZMEEe L (I-10. BERE) OHEBH)

WRE - HHAROEES
TR L

. EYERERENS A -4
(D A E

< AARNRA, SMEARA SAENDNE =7 MTHRAE LR OIS L0 B
s HANNE . ( VI-10. BREDERERT HEEF] OHEM)

(2) MR AR FE TE 28
Y LR

(3) M T A
VAR L

BHOITFTI32R
( VI-10. % EDEREART HEE ) OHEH)

OF ik~
( VI-10. ¥ EDEREHT 2BFH) OHZM)

(6) Z DAt
PH R L

. BEHE REaL—3av) @
(D&
AARNNE 2 20 8= R 20 RET/0 (0 RN, 1 KIHK)

Q) I A — 2 EHER

AANNEEEICEHL X, @827 V7 7 ARPHRLaT L N— A2 FOSHAERIC, BEDOKRE
DEBICERL TS Z ERNRENT 19,

- BRIR
M LA

il

(1) % —Hixi B8 P9 @ i 14
C. neoformans Z M =ENICHFE L7c~ U A & W CTARAIOMNBATIEZ G L7ciER. FFfiR A 1 =X
DIFRHATHLN, 7V T bay D ARERORBIEIZL Y, BEICEL > THRNBITHENTTET S 2 &
DHERR STz,

MPNREATHE  (RHI Omg/kgif RN % 5-24F5 8 DN T LT U 3 U BIRFE)

- R Be5 5 AT LR T Y S BIEREE
(mg/kg) (ng/e)

FEHETE 10 0.111£0.006

C.neoformans

P 10 0.294-0.104

PEIE EAEAE R 2 (n=06)
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(2) miR—RRAERAFY @ aE
IR 13 OV 19 H D » MIAA 3mglkg ZERIRNE G- L, #5451, 4 ) O 24 B o RN o ifn 4%
LT, EAROBROT ART Y BIEEZE LIER, SEWoMET 7 ART7 U v
B I THE IR MK . HIE 13 HHDOKRIE (&28) KO¥EK, 19 HEHOKIE (&28) | F
A, BBIRORE, Blg, ik O TlE, WO SICBWTHERRARETH 72,

JEIRA~OBATH:
T LAT U BIEE (ug/gor mL)
IR B 2L ATLHR 13 H AR 19 H
LS 1 hr 4 hr 24 hr 1 hr 4 hr 24 hr
A % 17.1£3.92 6.64£1.60 | 0.903+0.480 | 22.7£4.57 9.13£2.10 2.33+0.507
Jisgiks 2.69£0.795 | 1.67£0.520 | 0.408£0.200 | 3.03+0.723 | 1.27%0.231 | 0.597%0.076
EVIN <0.05 <0.05 <0.05 <0.05 <0.05 <0.05
fRle (25) <0.10 <0.10 <0.10 <0.10 <0.10 <0.10
i Vit — — — <0.10 <0.10 <0.10
I P2 i — — — <0.10 <0.10 <0.10
i e A - - - <0.10 <0.10 <0.10
i V2 — — — <0.10 <0.10 <0.10

COBREES, P AR

Q) A ~DBITHE
IR 11 H D Z v MIARH 3mglkg & kNS L, & 5% 025, 0.5, 1. 2. 4. 8 KO 24 B DL
P ROMEROT7 LR T U BIREZRE LR, T 7287V 20 B O T X 4~8h,
Crax L VBRI D AUCo~20 D B ITA % 0.106pg/mL J2 Y 1.27ug-h/mL T 0 . ILitH 7 Lk T
U BIRED AUCooq IXIMAEHFIRE D AUCo~21 D 0.9% T - 7=,

At ~DBATIE
TIHRTV U BIRE (ug/mL)

B ] (hr) it A
0.25 <0.05 65.111.85
0.5 <0.05 353*15.8

1 <0.05 29.1+12.3
2 <0.05 13.4+9.09
4 0.090+0.008 7.17+3.34
8 0.095%0.028 4.91+1.45
24 <0.05 0.903+0.218
PK/NT A —%

INTA—X Trmax(hr) Cmax(pg/mL) AUCo~24(ng-h/mL) AUCo~24 D%F IAE L
Fit 4~8 0.106£0.015 1.27%0.280 0.009+0.003
14 0.25% 65.1+1.85 158+53.7

4 IO EREAENR 72, 7272 Ly Tonax (ZHEPH TFER, a) ) O I TE IR AR
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D) BEHRA~DIBITHE
s VT s a3y AR Z AT 5 AIDS BE ONEAN) ITAHI 3 XL émglkg & 1 H 1[5 11~21
H #5517 O I iR 2 e OB PR IZLL T D & B0 Th o 7z,

3mg/kg 6mg/kg

N (86) mg/L N (94) mg/L

Y PR 55 0.2+0.2 69 3.0E12.2
P Lol

138 H 54 12.9+14.9 69 31.6%34.9

2@H 49 20.3+26.0 67 39.040.8

9 X% 10 H 18 0.4+1.0 21 0.20.1

BEIE P 23EH 1 85.7 4 13.7+26.4

MIEFIRE : HPLC %, E® RS 0.10mg/L

RO IR - ks v~ 7T 7 4 HESHTE, EERA 0.10mg/L

(RIHRSE 2 & To 23 G 267 B MIEFIREZ T SNIZOIX 148 FIT, D HH 65 (RHFIHS 5 )
DOFHG 2 BICHIE TR R T A8 TV v BIBEARBE L, )

(5) Z DD EFB~DFEITHE
1) Hi[a] 4% 5580
OF v b H[a#E 5 RER
HEREZ ~ MZAA] (1 %N 9mglkg) Z H[EIEIRNE G- L, #&5:1% 3, 24, 72, 168 FFfiliZ 81T Dlids
M7 ART YV BIREAZBIE L, 7A5RT U r BIEREIIT. MIBETECE -T2, Zh
1LV AR Y — NBENE 7 N R RIB SR~ D ARIC X D b D B 2 Sz 0, L Mg ot
WD, RFBEREOT LAR7T U v B OMERBITIHEIRWZ &R I, 202 &L, 74
KT UL B DEIEA~DOSIIZHOWTIEL, MERICBITE ., MEROLHER T 2 Bigc BT+ 5 &
WIORBOREIT/NSNWZ EE2RBT LD EEZLNT, BT T AKRT Y v BIEEICHE
PEZEFERD B2 o T,
HEZ v NMZBEFOEFHT 587 U > B Al (JAMPH-B) % 1mg/kg Hi[IFRIRN % 5-FF O figas -
T LRT Y v BIREZARFIBER (Imglkg) &l 5 & KRB G D J5 038 o T2 DI
(2.7~44 %) TH YV . dAMPH-B & 5 CEhvo 7= DIXB i (2.0~5.412) KO (2.0~331%) Th
V. Mg CIERRECH T,
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HERERAER - ARHEIERGREO 4 (T v 1)

(3t} Zv b I (h=3) Zv b i (h=3)
T AERT U BIEE (ug/gor mL) T AERT U BIEE (ug/gor mL)
[ 5Bt T 5%, lges] [ G-k 5 %,/ e L mg/kg
LR Img/kg Img/kg
1§ (hr) a a
P 3 24 72 168 3 24 72 168
i 1.85+0.24 <0.2 <0.2 <0.2 1.29 <0.2 <0.2 <0.2
i3 3.030.43 0.304+0.11 <0.05 <0.05 2.12 0.214 <0.05 <0.05
i <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1
0.964+0.18 0.470=£0.06 0.747
it [0.420.09] [0.23+0.04] <04 <04 [0.23] <04 <04 <04
P 33.7£2.06 15.940.92 8.47-2.48 2.391.49 30.0 18.9+0.92 8.041.74 0.89740.18
[110+6.2] [88+5.0] [4214] [13+8.7] [97] [93] [40£7.7) [4.611.2]
o~ 1.220.00 0.4020.02 | 0.202=20.01 <01 0.597 0.320 0.12740.01 <1
" [1.0%0.0] [0.3540.0] [0.1840.0] : [0.37] [0.37] [0.1240.0] :
e 9.38+4.46 4.69+1.01 2.63£2.47 | 0.525+0.572 9.69 433 1.26+0.68 04
i [2.0£1.0] [1.1£0.2] [0.63%0.5] [0.24] [1.7] [0.72] [0.33+0.16] :
e b 9Img/kg Img/kg
ik 37.86.44 3.97+1.07 | 0.341+0.13 <0.2 28.4+5.71 2.82+0.47 <0.2 <0.2
4 70.8+14.5 7.77£2.01 0.48710.24 <0.05 54.310.6 6.2020.76 0.15340.03 | 0.069%0.00
0.66310.10 0.486+0.13
< < < < < <
i [0.050.01] 0.1 0.1 0.1 [0.0420.01] 0.1 0.1 0.1
i 14.5+3.09 7.50+1.87 421+1.78 1.60+1.16 8.93+2.03 5.87+1.37 2.80+1.71 3.75+3.00
[0.72%+0.15] | [0.36£0.08] | [0.21%0.11] | [0.0820.05] | [0.49%0.09] | [0.33=£0.09] [0.15+0.09] | [0.22+0.19]
Wi 151£11.5 126-9.26 121+7.65 653%11.4 170+24.4 129+5.74 102:25.0 91.7+3.61
¥ [54+4.7] [68+3.5] [66-22.9] [40£5.9] [637.6] [67£8.5] [557.4] [487.2]
- 11.82.69 5.97+0.71 4.560.24 2.0620.29 10.7%1.68 42040.58 1.8720.03 1.3940.24
bk [1.1%0.2] [0.5740.1] [0.4740.0] [0.2340.0] [0.9940.1] [0.3940.0] [0.1840.0] [0.14%0.0]
e 92.6+4.48 83.5+17.34 68.611.6 352+7.61 76.3+13.5 72.8+11.3 51.2+7.31 35.9+2.58
i [2.2+0.4] [2.010.2] [1.970.3] [1.4%0.3] [2.110.4] [2.240.3] [1.740.3] [1.1%0.2]
BT R R
a: n=2
@A X Hinl# 5

A XITARHNZ HEFRIRN A S5 (Imglkg) L. 5% 3, 24 KO 168 FEfICRIT Dl 7 AR 7 U
VUBRERNE Lz, ARIEEEEOT ART U 2 BIEEIAFE, MR CRICELS. 2D O
BWNEDOT LRT Uy B OERITFESCHTH - 72, i CIE G %O OMRIRD b=, #
RNICIHE LT, BT OEER IR TERBETH Y, MTITEERARB TH -7,
dAMPH-B Hi[EF#RN 558 (Imglkg) & AFNR GRFONEERTH T LR T U 2 B2 kT %

b RHIEERED TN E o T- D, M (1.3~2.012) 725 NGB omIE (3.84%) . AT

i (1.61%) . i (221%) ThHo7-, Bl TIZ dJAMPH-B ¥ 5-H: D 578 5~20 {555 - 7=,

B EAAER - AAHIR SR O 04 (1 X)

TIRTV U BIRE (ug/g or mL)
[F 5T 5%, ligdi]
Hﬁﬁeﬁ(hr)

S > > 108
il 0.623 0.091 <0.05
Jib4 <0.1 <0.1 <0.1
fi 5.86[4.7] <0.8 <0.8
JIT i 38.6[83.9] 32.1[73.6] 12.4[30.0]
T 0.525[0.2] 0.711[0.3] | 0.162[0.1]
Tk 28.2[6.5] 22.7[4.6] 24.6[6.3]
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2) A % 555

HEZ ~ MCAAIZ 1 B 11821 A BKEFIRNZ S (Imglkglday) L 7-FrDfiEast 7 L2487V 2> B
WEZRE L, Bt 7 A0R7 U BIRET, BB G & REICITR, Mmooz, i
BB 3R OT AR TV v BIREIX, HEEGR LD MFETIHZERTC LV TH
ST=08, FF R O CHI 5 5. Bl O TR 2 512 BF- Uiz, AT OS2~ © o g i
DHKITFESLIHTH Y | B 5-1% 72 O 168 R CORE 1T 3 FFRMEIC % L T 48~57%% /< L
7=,

HERERAER - AAEHR GRS (T v 1)

TIRT VB (ug/g or mL)

s /gﬁﬁg‘?ﬁ (he) 3 24 72 168
IIRT:3 1.10£0.510 0.296+0.320 <0.2 <0.2
il 2.01£1.13 0.782+0.474 0.033+0.057 <0.05
it <0.1 <0.1 <0.1 <0.1
fil 1.89+0.328 0.892+0.777 <0.8 <0.8
il 180+27.5 169+38.7 86.0+4.45 953+22.5
ik 2.10%0.390 1.99+0.360 1.37+0.433 1.31%0.208
i 50.6£19.6 428+7.71 243+17.6 28.7+17.3

FEE T AR

3) % 5% D I P fEAE TR e

RN O GRIENME B E B 2 kP8 & L7 EN G TAHRBRIZ IV T, 2.5mglkg/ H OARFI S E B H5-RE D 7
LART Vv BIFEREEZRA Lz, %5 1 HBIC&EGRT, &58B% 1 (BE5KTEE) | 4,
8. 24, 48, 168, 336 FFf] L Ui 55T 1 HIRIZ, MIKOBIUL OWIENS ATRETH - 7= 8 i
BT, RBAABICED 7T LAHRT Y v B OMEF COFERREEZBRF LT, W oORIER &SI
BWTHMPFEROGFELRIZREREGT RS, VR Y =28 BAEBEAHEONTZ Y —KE L TOTF
EERIZZFN TN 89.11+15.1%, 10.1+13.9% K% X 0.8+1.1% (CEH+EAEFEE) THY ., 1FLAEN
URY =2 L LTSI FEE L T,

M~ MICAHZ 20mglkg THEFHIRNEX G- L7ZBD T LR T 1) 20 B OfEERRE (VR Y —A
Y AR Y — DR OSEEERD) 0BG ERE Lz, MEFO YRy —28 0 JEY R Y — ARG
WERERL T KR T ) v BIREEIE, 5 0.5 RffEIf2 ITIXZ /L€ 4L 240pg/mL,  200ng/mL K& TF
3.8ng/mL., &5 24 FE% 21T FNEH 49ug/mL, RS (100ng/mL) A M OVE &R
(1.9ng/mL) Kiii & WAL bz, 24 M E TOWVWTROBEICB N TY, FEV R Y —2BOES
ERT AR T U v BIRED 0.3%ANM LIRS, 7y MIARIZEE LckRE, miEfR T LA8R7 U v
BIZIZFEAENIRY —2BLE L CHFEETHEEZLNT,

W7 >~ b (n=3) IZAHA| 20mg/kg THIFEIFIRNEESG LD T AR TV 2> B OFEEREOE S

MEFHRRT 2T U v BIREICHT 2548 (%)

B A% (hr) YR — s VR — 18 ERERY
0.5 99.92+0.03 0.08+0.03 0.0016+0.0005
1 99.86+0.06 0.14+0.06 0.0026+0.0012
2 99.81+0.05 0.190.05 0.0036+0.0009
4 99.80+0.18 0.20+0.18 0.0038+0.0034
8 99.750.06 0.25+0.06 0.0047+0.0011

24 >99.80 ¥ <0.20 <0.0039

B TIE AR R 22
a) {([(R7 LTV BRE] — EURY —2MREOERERA]} + T A87 U v BiRE] %100
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A)EGAB R~ D A
Candida &5 &£ 7V R s R 4a~ w7 A A, fumigatus PP ZRIEGLE T /LIZ B\ T, YRR~
DA OWTHRE LTz, WTFNOET/VIZEBW T Y, ARANTE ER AT R/ET 5 2 & AR
Wi,
5) N 55 A5
7 v MCARHF A 1 O 9mglkg THAIFFIRMN 574 3 KEICI 1T 57 L7387 U 22 B OfflE~D 5
FZONWT, FEME R OIEFEMROFSRE R Lz, TOE, b7 A58 7) v B &
(K9 D I RE MO A 5-31% 15~20%, FEFEE LD FF 531 80~85% T o7z, £/, ZD%F
HRIZOWTIL, MEERE O GEM CHERZIT R o Tz, —MRIZU R Y —LFFED 7 v 83—
MRS OIERGHIICIVIAEND LSO THDER D, FEMEICH oM LR E LTk, &
F23R71-#& 100 nm LL T @ small unilamellar liposome (SUV) T& v | RFIROIEIREE 2 @i 3 5 7291
FEMIIZ BV AENT-Z & D, IFEFEEMIBITE D IAENT4I1Z, VAR =2 lEEL 7~
TART Vv BRFEEMICHSA L2 EREX LN,

6) U 7R Y — LRy (2 VAT a—)L) O53Ai
URY — AOWERKS D 1O THDH 2 L AT — Vi VCHEH LUT-AKI%Z T v MZHEEIFHIRN S
(A 1kg H7=0 7 LR T VY v BEHAT3Mg, 2L AT o0 —/LEHRE T28mg) LD, ik
HHRED S ARIZOWTHE LTz, MIEPHGTREIT 24 B F TIC KX IR TF L (B 51 3 el o3t L
T, HET13%, MET8.5%) . FITHIRIZE VAN, ZDtk, /NEDOKEEENE L ~LD F FHE
BlLiz, HEtoORLEZZXEDE S &, HIBRIICER VD A N7z YCAEfki o L AT v — L KR8
Bt S N=7- 0 L E X ST,

6) MITPELHFEEE
TS DOT AFRT V2 B O invitro MLJEE QSR (B A1)
ML O FEEE T LERT U BEINEE A%
_ 10 pg/mL 97.540.19
A
30 pg/mL 98.740.11
10 pg/mL 95.940.09
e R
30 pg/mL 96.940.12

a) 3 [B] 0> F2ER O -1 fiE + KRR 2

<% (R, invitro) >

b b= EREAO T AR T U v B AWML, RN AIEIEE TR E & BRI AT+
RENOERMBEREL RO LA, BAMBERITRENEEE (0.618 pg/mL) TIX9531% TH Y |
R ERRE  (65.2ug/mL) TIL 99.15% Th->7-, £7-. b FOIMFET V7 I U LD ol FEMEREE EIC
KT DT LERT VU BOREERIL, THEN 93.4~955%% () 90.0~922% Th->7=, b hijFT v
TIUROE ool BBPEREE AT, b MUERTT ART U U BOHEE LTHREL TN EE 2 B
1= 2,

6.
(1) BRI R U R BHR R
T HERR AT A 2malkg ) Z 1 [BIEFIRNEX G- L, i & R OB OFIEZ A L7287 L7k
TV B ORI OIFEIIHR TE 2o OMEANT—H)
Z v P ROA XDOAT 89 TIE., Flix DOMEEZRINRZICB DTS AR ISITR S b, AK 2%
RN B G- L 7= B o &5 Tl ae. PRI K O iA AR T Y % — F 24047 L7 HPLC 7 o~ k77 AZiE
Rt &z onb e —7 I3 ENnRnoiz,

) ARoARENT-1BHEIL, 74587V BELT25mg (Jifli) kg JEL. HRERSREDY —2 =
~=TIEEFICBNTIE Amg )fif) /kg) TH D, 7B, HEBIYEICRO T, BEDOIEIRICIE LT 5mg
(Jifl) /kg FTERETE2 (HL, 7 V7 by AREEICBWTiE emg (OOfli) /kg £T) .

Q)RKBICEAE5T HBR (CYPH) OHFE. FEE

T >~ MCAAIZ 1 KO 9mglkglday T 1 H 1[8] 14 HBREBIRNE S LT, IFERSRHEESR R ~D
WA R LTz, Img/kg B 5T, 2 TORIEERICBWCHRRRE (AR GRD) L oRMIICEER
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1.

8.

10.

ZTRD DN Do T, Imglkg FETITE& 4 5% 24 IFHIZF0 T Cytochrome P450 & & & NADPH
cytochrome C reductase i PEICH B IK TR HAL7223, (K T ORREITH 20%TH D . S HITh iR
54 168 REM CIXTA B ZITRO b Len o7, LN T v MIRAIZHIRNE S LR O T3
RBER R ~DOREIT NS VWbDEE X b,

QWEEENRNDERRVEDEE
Y L

D RBMDOEEDEERVEMSEL., FELSE
PAROASA

Bt
(V) HEHEERAT Ky ORI

PR, REH

JFEBEIEEET LT v hTOT LART VL BOIMIEZ V7 5 0 A%, RBEMICH TR 445D 1

WK T L=, B ETT L7 v N TIEREM L =08 o7zl &b, KFlos V7 7R

WIZEICHTIEZ S L, BB hEnwEEz 5hi-,

(2) Pttt

TEREE AR A D UCHEk = L AT v — VIRE K 2mglkg % 1 [BIERIRINEE G- L7 fE R, 5% LR E

TIZT LHRT U T2 B O 10%23 K H K O ICHRE S, mMEF o7 L8771V v B T

280% 3R SN UMEAT—%)

- JEMET > M ICAH A Smglkg THFIFHIRNE G- L2, 7 A87 U 2 BIZRKR OS2 [CHEIES
L. BE51% 168 R £ Coo BREHEIERIT, JRTIC 6.6%. #HIC 85% Th -7, #5144 168 Hlcisi)
DI, BIAFOT LAFRT Y T B OFRGFRFBGEDOZNEIN 335%KN126%TH Y, #REIERIX
61.9% Tdh 7=,

< JBHHEH T > M ICAK] 3mglkg & HRIFIRNT S L7254 72 B E o7 487 U >0 B DB
PEMERIX, JRHPIZ 4.3%, JEHHIZ5.9%TH Y, IFlEHOT L4R7 U 2 B OFRFHRITE G &D 60.1%
ThH-o7,

- URY — LRI O > D—>Thh D a L AT m— L& UCHEE, UT-AHIEZ T~ M HEEFIRN &S
(KT 1kg H7=0 7T LHT U v B BIET3mg, 2 L AT o — LEWE T 28mg) L=, HurfeD
BEHRIERIT, FROICITH 5% 96 B TIT G- D 05~2.3% & K> 7225 LT, #Ehiciiis
% 24 WS LARSHEER SN L, #5.1% 96 FFf & Tl B8 0 32~35% 2 kit SHuiz, oA ofs Ik
AR E MNETOHBEE 2 AbED &, AFNTEE U UFRICERVAEFNTHRL, 2L AT —
JVESRD RSy DME AR L CEPICHE S - LB 2 DT, Tek, B 96 BRSBTS B ERED
Bl R (BERZ gte) OFAEITHREGEOD 111.04% () K10108.34% (M) TH-o7=,

(3) He itk &

Y BRI L

b5 U RK—8—(HT BIEE
LR L

BHEIC L HREE
AR L

AFNEY R Y — BAI T 0 | KTFRIKE Vb, M MR TR E S0 L B2 b
5. (NI-10.BEHS] OHBH)

BENER*HITHEE

KENZEBWT, SEARRIRREIC S D /NE DI B LT ERIE 8 D\ 132 BB B RYE O BB 12 %)
L. Al 2.5mg/kg/ H K Of Smglkg/ B ™ % 1 BRI CTEARNIER G L7z & & ORmEREIL, A & K& 7
X otz MEAT—4)

) AFloARENZ1BHAEIL, 7TAKT U BELT25mg (Jiffi) /kg (EL., SER2REDY — 2~

STREREIZB VT 4mg (D)) /kg) ThDH, k. EREBEIYEICB O TE, BEDIERICE U T img ()
i) /kg ETHEETES (HL, 27V 7 hayh 2ABEKICB O TIE6mg (Jiffi) /kg £T) .
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HWENEFRY N T A =5 (NR)

wha 1%k Crmax Tin AUCo~24 Cr*D Vd*2
(mg/kg) (ng/mL) (h) (ng-h/mL) (mL/h/kg) (L/kg)
8.81t2.1 3813 0.47+0.18
+ +
2.5 10 15.1£9.0 (n=%) 5471329 (n=%) (n=%)
5.0 13 46.21+46.7 126184 351445 45438 0.8610.86
VS E - A HE A 2

1) 7 VT TR ¥2) AR

HARNNRIZE T D kg 19

RS TR IR RER CNE 16 meRT) 2B W T, NEOREMEEFEESS 39 4] (i : 8.4+4.5 %,
{KEE : 27.1+14.1kg, K2 L7 F=1f : 0.36£0.20 mg/dL) 54554172 159 WA > b oD i i fiE
EHWT, 232 /3— kA2 METL (ORI, 1RIER) 10> CREEMSED BT (PPK) %17
W, RPEREO LB ERN ARG LT, TORE, 2F 7 VT T U AKROH LAy S— kA2 NOSHRE
FEICiX, BEOREPAEICBEBRLTND Z EBNRENT,

PPK FEATIZ X D 5507237 A —% Z AW T, AAl 1 mglkg/H™ | 2.5 mg/kg/ H % 085 mg/kg/ H % 1 K¢
THEEHE L L XM REHEBETE LTI 2 L— 3> (N=10,000) [cL0#EELE, %
DFEF, BHEEGEIZBWT, TRIR L L 9 2l EHER oHEE thii 23 5 o n iz,

HANNRGAEMEEEERE (SR 2 M R EHERE GEIME, THE) 19

<2.5 mg/kg/day, HEl& G GBI H > <2.5mg/kg/day, 6 [FI¥ 5, #5545 2 H H LARE >

100 5

Concentration (pg/mL)
Concentration (ug/mL)

0.1 T T T T T T
24 0 4 8 12 16 20
Time after dosing (h)

—FA——
24 191192

Time after dosing (h)

<1 mg/kg/day, 6 a5, Be5BHAA 6 H B LR > <5 mg/kg/day, 6 [EI¥#5-. BeH-BAtA S H H LRG>

I om 51004 e,
5 ol = e ereaaee,
E E
5 ] 2
=2 K- = /&
p £ 10 .
S . 2 P
E ] S - " B ; : 4 A.“‘i‘
[ EN ] s A A
o A S il A
g . s 14 T
Q '*"..___. o 1 e
0.1 T, 01
0o 4 8 12 16 20 24 "o 4 8 12 16 20 24

Time after dosing (h) Time after dosing (h)

(O, @, B, A [APREDOENE (1~2 FRFRAR) ; T T T rryIab— a3y (N=10,000) (& 2HR
B EHER R [FHETE O 95% T HIKRT  (HPD #£1C X W A ; HPD : Highest posterior density region : B i 4%
B REREIR) )

W) AFOERESNZ1BRABE, 7257V BELT25mg (Jiffi) kg (HL, SEREREDY —Ya~v=T

SERBEIZBWTIT 4amg (i) /kg) TH D, ik, EREBYUEICBWTIE, BE ORI U T 5mg (Jiffi) /kg
ETRETED (HL, 7 V7 Fay B AREREIZEBWTIL 6mg (Uifli) /kg £C) .
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Concentration / Dose

11.

F7-. PPKET/LEHWTHEE L7l %~ D BARA/NRHEE D Craddose K2 O AUCq~4/dose (£, FRDIH
. AEANNEEEB L OB ARARANETIZB T KT A—2ELHELL Tz,

HANDNRESE . SAENNEEE KO RARANRANEE BT 2 YERE T A —Z DL 1)

1000 5

1004

104

((ug/mL)/(mglkg/day))

Observed value
O 1.0 mg/kg/day = #* Predicted value
QO 2.5 mg/kg/day

2\ 5.0 mg/kg/day

3
WA @@ o (39)
O
A E@% i
g g g €A g
O A

oA ] %

Foreign Japanese Japanese Japanese
children adults children children

AUC( 5, / Dose

1000
(13)

A

M

1003 1)
%a

10 ‘@
oA

((ng=h/mL)/(mg/kg/day))

(13)  (© (39)

Foreign
children

Japanese Japanese
adults children

) AFoARBENT- 1 BAEIL, 72587V BELT25mg (i) kg (EL. g RekiEgn) — o<
STREBFEICB VT 4mg (D)) /kg) THDH, k. EREBYYEICB WL, BEOERICE U T 5mg ()
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BR 1 (0.8) 1 (0.1)
LN 1 0.2) 1 0.2)] 1 (0.1)
A e~ L~ 2 0.8) 1 (0.1)
B, B L UEHMBETED
FEY (BRELUKRI-T| 1 (0.8) 1T .1
x80)
[ APk ) > P 1 (08 1 (0.1)
mES LUV VNRREE 3 (2.5) 17 (3.6) 4 6.2) |1 (b.6) | 22 @40 | 25 @7
2 1 (08| 17 (3.6)| 3 (4.6) 20 (3.6)| 21 (3.1
L ERIB E 1 (0.8) 2 (| 2 04| 3 09
5 ifn BRI i 1 (1.5) 1 0.2)] 1 (0.1)
U HRERIB E 1 0.2) 1 02)] 1 0.1)
FRATNE 11 PN ] 1 (0.8) 1 0.1)
RERES 1 (0.8) 1 0.2) 1 (0.2) 2 (0.3
| 7F7 4 F % —Ks 2 (1) 1 0.2) 1 (02| 3 (04
N bEE 1 (0.8) 1 (.1
| FIR RS R T 1 (0.8) TG
REESLURERES 25 (21.2) | 151 (31.9) | 15 (23.1) |9 (50.0) [ 175 (31.5) (200 (29.7)
RFHET v F— & 1 (0.8 1 (0.1)
BARIBOE 7 (5.9 2 04) | 1 (1.5) 3 05 10 (1.5
KAV T A LSE 1 0.2) 1 02)| 1 (0.1)
B~ 73U AUE 1 (0.2) 1 02| 1 (0D
K~ 7 30 AlfE 8 (6.8)| 10 2.1) 10 (1.8)| 18 (2.7)
oL AT r— LISE 2 (0.4) 2 (04 ] 2 (03)
= L A5 o —/LIgE 1 (0.2) 1 02)| 1 (0.1)
NEI5 A BEE (A 1 (0.8 1 (0.1)
B U U AE 4 (3.4 4 (0.8) 4 (0] 8 (1.2)
KH Y o AfiE 8  (6.8)| 145 (30.7) | 15 23.1) |9 (50.0) | 169  (30.4) |177  (26.3)
RN 1 (038 10D
NP IZENIRE 1 (0.2) 1 (02| 1 (0.1
Jii 7k 3 (25) 3 (0.4)
TR B RE B 1 (0.8) 1 (0.1)
& I B 2 (1.7) 1 (0.2) 1 (02| 3 (04
&7 ' =7 ME 1 (0.2) 1 02| 1 (01
K77 2 ffE 1 (0.8) 1 (0.1)
= PRI IS 1 0.2) 1 02)| 1 (0.1)
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D BEAK TR T 2EIE (RRRAEMEOREL# %2 ET) &Y (035%)

BTN % DR B BUE D] (FE) #E (%) )

) R o
F e e | OV b | HEE it ad
PR FO [N IWIE ] e | s Bt
BHES 3 (2.5 3 (0.4
E= 1 (0.8) 1 (0.1)
5 DR 1 (0.8) 1 (0.1)
LIk 1 (0.8) 1 (0.1)
LI 1 (0.8) 1 (0.1)
HREREE 17 (4.4 2 (0.4 2 0.4 |19 (@98
T gE 1L (08 IO
SRR 11 9.3) 11 (1.6)
IR 1 (0.2) 1 02)| 1 (0.1)
FEhE D F 4 GBH| 1 (0.2) 1 02)| 5 (0.7)
BHEB A PLRR 1 (0.8) 1 (0.1)
S ER 2 (1.7) 2 (0.3)
TR SR 1 (0.8) 1 (0.1)
W DR IPT P 13 128 A 1 (0.8) 1 0.1)
ERfEE 6 (5.1) 6 (0.9
R 1 (0.8) 1 (0.1)
HR Hr 7 1 1 (0.8) 1 (0.1)
IR D Bk 1 (0.8) 1 (0.1)
FRUCEE 1 (0.8) 1 (0.1)
B 1 (0.8) 1 (0.1)
B 1 (0.8) 1 (0.1)
BB L URKES 1 0.8) 1 0.1
EEE 1 (0.8) 1 (0.1)
DEES 6 (5.1 3  (0.6) 3 (0.5) 9 (1.3
AENR 2 (1.7) 2 (0.3)
Gl 1 (0.8) 1 0.1)
HEIR 1 (0.8) 1 (0.1)
TR IR 1 0.2) 1 02)| 1 (0.1)
EUlEs 1 (0.8) 1 0.1)
DARA 2 (04 2 04| 2 (03
) o IR 4 1 (0.8) 1 (0.1)
mERESE 1 9.3) 1 0.2) 1 0.2) | 12 (1.8)
TR IR ILARE 1 (0.2) 1 02| 1 0.1)
WAL 7 (5.9) 7 (1.0)
ETH 3 (2.5) 3 (0.4)
A PR 2 (1.7) 2 (0.3)
Sapill 1 (0.8) 1 (0.1)
IS 1 (0.8) 1 (0.1)
/& ML 2 (1.7) 2 (0.3)
FEIREs. MBELUMREES | 18 (5.3 2 04[] 2 @1 4 (0.7H]22 (3.3
B S5 1 (0.8) 1 0.1)
PRz 1 (0.8) 1 (0.1)
Jifi 5 - 1 1 (0.8) 1 (0.1)
fig 7k 2 (1.7) 2 (0.3)
1% R 7 (5.9) 1 (1.5) 1 02)| 8 (1.2)
IR 1 0.2) 1 02)| 1 (0.1)
TR FRE 2 (1.7) 2 (0.3)
K 4 (34) 4 (0.6)
il 1 (0.8) 1 (0.1)
T Bk 2 (1.7) 2 (0.3)
LoD 1 0.2) 1 02)] 1 (0.1)
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ELRYYE © PR AR TRRIC LEIWER (BRRAEME O R EdhZ2 5Ty) —E* (05X)
RIVE RS R B BUER () FE (%) ™
e B e THeEwE| as
i e | VT bavha [ BEE (A &%
DART = JiT AN VT WASE BGI 2 T T

ISNE R 1 (0.8) 1 0.1)
SR 1 (0.8) 1 0.1)
&GE O RIE 1 (0.8) 1 0.1)
S 1 (0.8) 1 (0.1)
1 e SR 2 (1.7) 2 0.3)
IR AR 4 1 (1.5) 1 02)| 1 (0.1)
S 1 (0.8) 1 0.1)
S P 1 (0.8) 1 (0.1)

BREE 47 (39.8) | 13 2.1 | 2 @Nnl2 Aty |17 @.1)| 64 (9.5
AL )& B 1 (0.8) 1 0.1)
B 15 i, 1 (0.8) 1 (0.1)
T 18 (153)| 4  (0.8) 1 (5.6)| 5 0.9) | 23 (3.4)
{H 4 G4 | 2 (04 04| 6 (09
AR 1 (0.8) 1 0.1)
IR IEAT 1 (0.8) 1 0.1)
20 4 (3.4) 4 (0.6)
-G 6 (5.1) 6 (0.9)
ISR 1 5.6)| 1 02y 1 0.1)
IR 1 (0.8) 1 (0.1)
L 20 (46)| 7 (15| 2 (3.1) (1.6) | 38  (5.6)
Mg 11 93)| 5 (1.1 5 09| 16 (24
N OSSR 1 (0.8) 1 0.1)
F DS SRR 1 (0.8) 1 0.1)
REE7S 2 (1.7) 2 (0.3)
AR O 5 A 1 (0.8) 1 0.1)
fiE 7k 1 (0.8) 1 (0.1)
HE 3 (2.5) 3 (0.4)

FFREEREE 1 (5.9) | 42 (8.9 7 (0.8 |2 (11.1) | 51 (9.2) | 58 (8.6)
JEZER 1 (0.8) 1 0.1)
JIRA E 1 (0.8) 1 (0.1)
NEYF 9 o i 2 (1.7) 2 (0.3)
e UL e fE 2 (0.4 2 04| 2 (0.3)
E 1 08| 1 (0.2 1 02)| 2 (0.3)
JHERE S 280 (59| 4 6.2) | 2 (11.1) | 34 6.1y | 34 (5.0)
SRR 1 (0.8) 1 (0.1)
FRIRPA ZEMERT 2 M8 1 (0.8) 1 (0.1)
NTFEER 1 (0.8) 1 (0.1)
SR 2 17| 12 @25 3 (4.6) 15 Q7| 17 (2.5)

EESFUVETHEES 16 (13.6) | 11 (2.3) 3.1 13 (2.3)]29 (4.3)
PR 5 42| 1 (02 1 02| 6 (0.9
LTS 1 (0.8) 1 (0.1
35 1 (0.8) 1 0.1)
M 1 (0.2) 1 02| 1 0.1)
HLBE 3 (2.5) 3 (0.4)
B RLEE 1 0.2) 1 02)| 1 (0.1)
O FEE 6 G| 2 (04 2 04)| 8 (1.2)
W5 6 G| 6 (13| 1 (1.5) 7 (13)] 13 (1.9)
it 1 (1.5) 1 02)| 1 (0.1)
FEITRREE 1 (0.8) 1 (0.1)
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EFEEYYE « RAKE TRICBT 2REH (BAREMORE LB Z 51r) B (D3%)
RIVE RS R B BUER () FE (%) ™
) B T TR aaf
5 s oo T b | B B &3
DARPL = JiT AN VT WASE B e
HERRESUHEAHEBEE |10 85 | 5 1.1) 5 (0.9 15 (2.2
ESRERG 4 (3.4) 4 (0.6)
77 PO 1 (0.8) 1 0.1)
G 6 G| 5 (1.1) 5 09| 11 (1.6)
TR A 2 (1.7) 2 (0.3)
VU R 2 (1.7) 2 (0.3)
BER L URBES 8 (6.8 | 72 (15.2) 7 (10.8) | 6 (33.3) 856 (15.3) | 93 (13.8)
e 2 17| 18 (3.8) (4.6) 21 (3.8) | 23 (3.4)
Z IR 1 (0.2) 1 (0.2) 1 (0.1)
BAE 4 (0.8) 4 07| 4  (0.6)
AEBAS 1 0.8)] 1 (0.2) 1 02)| 2 (0.3)
R 2 (1.7)| 49 (104)| 3 4.6)| 6 (333)| 58 (104)| 60 (8.9)
Gl 1 0.8) | 1 (0.2) (1.5) 2 04| 3 0.4)
PR A 1 (0.8) 1 0.1)
BEIR 1 (0.8) 1 (0.1)
PRIEE 1 (0.8) 1 (0.1)
2BEEERLURERAHERE (38 @222 |13 @D | 1 (1.5) 14 (2.5 | 52 (1.7
HEAEBALALEE 2 (1.7) 2 (0.3)
HEAEBANEAR 1 (0.8) 1 (0.1)
HENEBAT R T K 1 (0.8) 1 (0.1)
FEEN 26 (22.0)| 6 (1.3) 6 11| 32 @7
1% J)0E 1 (0.8) 1 0.1)
[=8R] 1 08)| 2 (0.4) 2 04| 3 0.4)
B4 S 1 (0.8) 1 0.1)
A A T N 1 (0.8) 1 0.1)
VIS 8 6.8) ] 1 (0.2) 02| 9 (1.3)
RAE MR IE 2 (1.7) 2 (0.3)
i S A R 4 B4 | 1 (0.2) 1 02| 5 0.7)
KaJm 3 25| 1 02)| 1 (1.5) 2 04| 5 0.7)
3k 1 0.8) | 1 0.2) 1 0.2) 2 (0.3)
LEES 4 34| 3 (0.6) 3 05| 7  (1.0)
FLH R 1 (1.5) 1 0.2) 1 (0.1)
% 2 (1.7) 2 (0.3)
K 1 (0.8) 1 (0.1)
H ) 2 (1.7) 2 0.3)
ERRRE 99 (83.9) | 89 (18.8) | 11 (16.9) | 5 (27.8) | 105 (18.9) | 204 (30.3)
MJEE T 3 25 1 (0.2) 1 02| 4  (0.6)
mE E5 10 (8.5) 10 (1.5)
DaEEE 1 (0.8) 1 (0.1)
ifn. L i K S SR I 2 (1.7 2 (0.3)
i H LI K SR I S 0 13 (11.0)| 3 (0.6) 3 0.5) | 16 (2.4)
ﬁg;?’mUﬁ‘X77de 15 127 5 (1.1) 5 09| 20 (3.0)
7 27 —EHn 1 (0.8) 1 0.1)
535 i Bk 1 (0.8) 1 (0.1)
HEERAN NG 1 (0.8) 1 (0.1)
i R 11 93)| 6 (1.3) 2 (11.1) 8 (14)| 19 (2.8)
/NN 1 (0.8) 1 (0.1)
~< c7 U b 1 (0.8) 1 (0.1)
~NE S\ R 2 (0.4) 2 (0.4) 2 0.3)
IR M ERER D 1 0.2) 1 0.2) 1 0.1)
X LICH [EFREIEAZESE (MedDRA) HAGERR verl2.1 OFEHIRSH (SOC) KUILAGE (PT) THEFH 2K FIIIENRSH
) SEBIR B GE

- 57 -




EFEEYYE « RAKE TRICBT 2REH (BAREMORE LB L 51r) B (D3%)
BIVER S ORI BIRBUES] () #IE (%) ™
) B e e TR T ait
i o | D07 bavha | R ¥ a5
PR O[T VEVIE | s | o gt

T M R ER B 0 6 (5.1) 6 (0.9)
MR oy SR 1 (0.8) 1 0.1)
U R ER B 1 (0.8) 1 0.1)
U ER B N 1 (0.8) 1 0.1)
U 2o SERECR D 6 (5.1 6 (0.9)
U o REREHEM 1 (0.8) 1 (0.1)
HERS 2 (1.7) 2 0.3)
HLEREHE N 9 (7.6) 9 (1.3)
U HRER B 5 4.2) 5 0.7)
SRk~ % 3 2.5)| 8 (17| 1 (1.5) 9 (1.6) | 12 (1.8)
H i EREHE M 3 (2.5) 3 (0.4)
U MR IR O S 1 (0.8) 1 0.1)
USRS R Oy SN 4 (3.4) 4 (0.6)
U ER B 5 SRR 1 (0.8) 1 (0.1)
U ER E 53 SR 3 25| 1 0.2) 1 02)| 4 (0.6)
W ER E Sy 3 25| 1 0.2) 1 02)| 4 (0.6)
AR ERE 53 S 1 (0.8) 1 (0.1)
BB E S8 6 (5.1) 6 (0.9)
U U NERE R 2 (1.7) 2 (0.3)
U v RERE S SN 1 (0.8) 1 (0.1)
U U SERIG B 1 (08 L ()
ZZ;—;%{[]' e 19  (16.1)]| 15 (32| 2 (3.1) 17 (3.1) | 36 (5.3)
ii;z if:%i;;ﬂ/ Ml ey @] (1.5) 12 @236 (53
M ey e 8N 14 (11.9)| 5 (1.1) 5 0.9) | 19 (2.8)
};‘7—/’;?%';\3; PRTEAT= 00 deoy| 1 02 0221 @I
Repfo e ey Bk 2 (1.7) 2 (0.3)
e = L 27 a— b 3 (2.5) 0.2) 1 02)| 4 (0.6)
M= L 2T v — L0 21 (17.8)| 3 (0.6) 3 0.5) | 24 (3.6)
JiERER % 2 (1.7) 2 0.3)
JilERE R 24 (20.3) 24 (3.6)
M ~Y 7 UED KB 17 (144)| 3 (0.6) 3 0.5) | 20 (3.0)
[ZES R 1 (0.8) 1 (0.1)
1. H PR s 7 (5.9) 7 (1.0)
i 1 R E N 20 (16.9) 20 (3.0)
A=V A=V NE - 28 (23.7) 28 4.2)
M7 v 2 i 1 (0.8) 1 (0.1)
C-IGPEE A M 12 (10.2) 12 (1.8)
EE D 3 (2.5) 3 0.4)
mH 7 V7= b (0.8) 1 (0.1)
e L7 F = 0 56 (475)| 34 (72| 3 46)|1 (56)| 38 6.8) | 94  (13.9)
i H R N 42 (35.6) | 20 4.2) (1.5) 21 (3.8) | 63 9.3)
EX — > . 1

;i;gz%/ 77 08| 1 (02 102 2 (03
PR H I Bk 10 85| 2 (0.4) 2 0.4) | 12 (1.8)
PR H AR I BR BS 6 (5.1) 6 (0.9)
SR 15 (12.7) 15 (2.2)
PR A i ERESE 4 (3.4) 4 (0.6)
PRUCHE o1 2 (1.7) 2 (0.3)
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EFEEYYE « RAKE TRICBT 2REH (BAREMORE LB Z 51r) B (D3%)
RIVE RS R B BUER () FE (%) ™
A ke e R &l
i e 7" bayh| B (A B
DRI, = Bili7 AN W WASE B S B3t
SRR B BHE 4 B4 | 1 0.2) 1 02)| 5 (0.7)
R B 3 (2.5) 3 (0.4)
R BN 1 (56| 1 02)] 1 (0.1)
i A v KD 2 (1.7) 2 0.3)
L v w7 AN 2 (1.7) 2 (0.3)
7 a— e 1 0.2) 1 02)] 1 (0.1)
A 27 v — L 2 (1.7) 2 (0.3)
M~ 7 x>0 A 13 (11.0)| 3 0.6) 3 0.5) | 16 (2.4)
M~ 7 %> o LN 5 4.2) 5 0.7)
U o A 50 (424) | 27 G| 6 92)|2 arny| 35 (63) ]85  (12.6)
LA Y o A 9 7.6)| 1 0.2) 0.2) | 10 (1.5)
mmHF ~U U AR 2 an| 1 0.2) 1 02)] 3 (0.4)
M~ U o AN 3 (2.5) 3 (0.4)
M7 = U F 1 0.2) 1 02)| 1 (0.1)
Y > HE N 1 0.2) 1 02| 1 (0.1)
A -5 2 (1.7) 2 (0.3)
REHN 2 17| 1 0.2) 1 0.2)] 3 0.4)
BE. PESLVLEEHHE 1 (0.2 1 0.2) | 1 0.1)
|t AR A PR RE 1 0.2) 1 0.2)] 1 0.1)
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BUE R R IARER CNETRAEMEEELE) (2B T 28IEM (

ATt R AR 25
TR E B 39
BIVE FH 5 O FEBUE B3k 36
BIVEH SO RBUT 225
BERZEORIEFEE (%) 92.3

BRI O R AR 25 ) 5

RIS OREET? HIEBED]_ (5 FIE (%)

RILVE S OFDE 2 BIRBUES (1B #1E (%) W

mEH LU VNREE 1 (2.6) AR 1 (2.6)
B 1 (2.6) teak 4 (10.3)
REELUXERE 1 (28.2) THIE 4 (10.3)
B~ 7R U AMSE 1 (2.6) RGP NE 2 (51)
RPN ik 10 (25.6) FEEL 3 (1.7
B~ 7' % U AMUE 1 (2.6) BRRBRE 33 (84.6)
BARIBOR 4 (10.3) TI7=v T3 T AT =T —EH# 9 (231)
HRREE 6 (15.4) TANGXUET I ) VT A7 =T — B 9 (23.1)
S A 1 (2.6) B3I rua a7 N 11 (28.2)
SHm 4 (10.3) BN TEFNLD I AayI=F—EHh 1 (2.6)
PR 2 (5.1) 7 I 7 —EHm 1 (2.6
ARES 2 (5.1 M e UL e s 2 (51)
TR 1 (2.6) M= L 2T o — LB 4 (10.3)
#: 1 (2.6) M7 V7 F R ART =B 2 (5.1)
IR EE 7 (18.0) Mz L7 F =80 8 (20.5)
IR 3 (7.7) i HE FLEE K SRR B0 3 @7
BhiE 1 (2.6) M~ 7322 v L 3 (17
TRPE SR 1 (2.6) M~ 73>y LN 5 (12.8)
HER 2 (5.1) NG EN % 10  (25.6)
Lo 2R P AR I 1 (2.6) ML U o AN 1 (28
mEEE 4 (10.3) MJEET 2 (51
I 4 (10.3) M 5 2 (5.1)
PR 2R, MIZRE & UHEFREE 8  (20.5) LS R Y T A 1 (28
PRI 55 38 S R 2 (5.1) i RN Y| 1 (2.6)
SN 1 (2.6) e U7V kY REN 3 (17
I8 [ 3 (7.7) 1. A PR SR N 9 (231)
RER A A 2 (5.1) C-SUSHEE B 2 (5.1)
Sl 1 (2.6) pINEINV DT URAT =T — BRI 5 (12.8)
PR SE R 1 (2.6) PR i B 4 (103
BEEE 12 (30.8) AEE M 4 (10.3)
AT 1 (2.6) 0 BREKBD 1 (26)
JiyR 1 (2.6) AN e e 1 (2.6)
JEK 1 (2.6) FEE FED 1 (2.6)
B 15 HH 1 1 (2.6) PR R I ER B PR 1 (26
L 5 (12.8) SR 4 3 (@)
Mg - 10 (25.6) (REEN 1 (26
RESSUVETHBES 4 (10.3) F i ER R 1 (2.6
B &R 1 (2.6) A L ERECE N 1 (26
Z 9 PEE 1 (2.6) PR B ER B 1 (26)
b 1 (2.6) USRI ER 5 Sy SN 1 (2.6
iR 1 (2.6) AR ER B 40 SN 1 (26)
BEBRS L URHESHEBIES 2 (5.1) HLER 5 5y R 2 (5.1)
iR T 1 (2.6) HAERE 0 S EEN 1 (26
N i) 1 (2.6) U o RERE S R 1 (2.6)
BB L UREBES 4 (10.3) U v RERE S SN 1 (2.6
B HIR 2 (5.1) PR T R R R 3 (1.7)
BErAe 1 (2.6) MAFT7 /I Y ARRAT 7 X —BHN 3 (1
B RE P 1 (2.6) JR &R 2 (51)
£ HEES L UBRSRAkRE 12 (30.8) BB BHER B 0 R 1 (26)
EES 1 (2.6) B REERTFAE 1 (2.6)
sk 3 (7.7)
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MRMEARBR IS T 2 RIEN (MR E O R H LB 2 &) 5™

Mo a it AR (16 mEATH) B (16 mLl )

A 835 744

RIVEHFRBBIE (%) 664 (79.5%) 80 (87.9%) 584 (78.5%)

BIIVE A O R FEHE (%)

BREE 2217 (27. 2%) 25 (27. 5%) 202 (27. 2%)
G 145 (17.4%) 10 (11.0%) 135 (18.1%)
H 7% NOS (0.1%) 0 (0%) 1 (0.1%)
H i i NOS 4 (0.5%) 1 (1.1%) 3 (0.4%)
H 1Bk E NOS 1 (0.1%) 1 (1.1%) 0 (0%)
T #] NOS 42 (5.0%) 4 (4.4%) 38 (5.1%)
1 PZEPN HH . 1 (0.1%) 0 (0%) 1 (0.1%)
ANZ 1 (0.1%) 1 (1.1%) 0 (0%)
1 N R 4 (0.5%) 0 (0%) 4 (0.5%)
LB 1 (0.1%) 1 (1.1%) 0 (0%)
LR B 4 (0.5%) 0 (0%) 4 (0.5%)
AE 2 NOS 2 (0.2%) 0 (0%) 2 (0.3%)
N INON 6 (0.7%) 0 (0%) 6 (0.8%)
H:1f1L 3 (0.4%) 0 (0%) 3 (0.4%)
JiEJ% NOS 21 (2.5%) 7 (7.7%) 14 (1.9%)
IR A 1 (0.1%) 0 (0%) 1 0.1%)
e 1 (0.1%) 1 (1.1%) 0 (0%)
FEE 1 (0.1%) 0 (0%) 1 (0.1%)
Ak 4 (0.5%) 0 (0%) 4 (0.5%)
g 8 (1.0%) 1 (1.1%) 7 (0.9%)
VL% 1 (0.1%) 0 (0%) 1 (0.1%)
& NOS 110 (13.2%) 8 (8.8%) 102 (13.7%)
I P 2 (0.2%) 1 (1.1%) 1 (0.1%)
2% NOS 3 (0.4%) 0 (0%) 3 (0.4%)

RBERES S UHFERAE 218 (26.1%) 41 (45.1%) 177 (23. 8%)
71 ¥ Z &G NOS 5 (0.6%) 1 (1.1%) 4 (0.5%)
7 U7 b3y RRE 4 (0.5%) 0 (0%) 4 (0.5%)
AP NN 1 (0.1%) 0 (0%) 1 (0.1%)
H IB% NOS 1 (0.1%) 0 (0%) 1 (0.1%)
NHBE 2 8 (1.0%) 5 (5.5%) 3 (0.4%)
&Y NOS 71 (8.5%) 14 (15.4%) 57 (7.7%)
Mg E =V 7 E 1 (0.1%) 0 (0%) 1 (0.1%)
afeds o 7 E 6 (0.7%) 1 (1.1%) 5 (0.7%)
B I 1 (0.1%) 0 (0%) 1 (0.1%)
HL R R NOS 1 (0.1%) 0 (0%) 1 (0.1%)
5 NOS 1 (0.1%) 0 (0%) 1 (0.1%)
SN 3 (0.4%) 1 (1.1%) 2 (0.3%)
LRI 2 (0.2%) 1 (1.1%) 1 (0.1%)
Biffi~ L~ 2 22 (2.6%) 1 (1.1%) 21 (2.8%)
H & NOS 1 (0.1%) 0 (0%) 1 (0.1%)
JR& Y NOS 13 (1.6%) 1 (1.1%) 12 (1.6%)
% NOS 3 (0.4%) 0 (0%) 3 (0.4%)
BRUfLSE NOS 75 (9.0%) 17 (18.7%) 58 (7.8%)
JitiZe NOS 45 (5.4%) 7 (7.7%) 38 (5.1%)
B2 RS NOS 5 (0.6%) 0 (0%) 5 (0.7%)
Al i NOS 10 (1.2%) 2 (2.2%) 8 (1.1%)

XLICH [EFEHMFEEL (MedDRA) HAGERR ver6.0 DERERIADE (SOC) K OMEARE (PT) THE

2K TIIEFE BIKRSFH, NOS ; Not Otherwise Specified (LUIZHFE X720 DR
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WM RER I B D ENWER (BRRRAEE O R E# 2 5Ty) & (03X)
wskaet | e Gemki | M ek
BIIVE A O R 2 FEHE (%)
e B 13 (1.6%) 4 (4.4%) 9 (1.2%)
FoK 4 (0.5%) 0 (0%) 4 (0.5%)
A v 2 hE 1 (0.1%) 0 (0%) 1 (0.1%)
R 1 (0.1%) 1 (1.1%) 0 (0%)
FRRERES 83 (9. 9%) 6 (6. 6%) 77 (10. 3%)
FJA NOS 11 (1.3%) 0 (0%) 11 (1.5%)
JHHEREELH NOS 1 (0.1%) 0 (0%) 1 (0.1%)
SR R 3 (0.4%) 0 (0%) 3 (0.4%)
JHFNE K 4 (0.5%) 0 (0%) 4 (0.5%)
R4 1 (0.1%) 0 (0%) 1 (0.1%)
JHFIHE X NOS 1 (0.1%) 0 (0%) 1 (0.1%)
B UL E M 63 (7.5%) 6 (6.6%) 57 (1.7%)
REWIRT 2 (0.2%) 0 (0%) 2 (0.3%)
IR EA ZEME I 9 FR 1 (0.1%) 0 (0%) 1 (0.1%)
MAH 5 - WFPEERIE 1 (0.1%) 0 (0%) 1 (0.1%)
JRY 5 > WHEF 2% 2 (0.2%) 0 (0%) 2 (0.3%)
JIBA7 i 1 (0.1%) 0 (0%) 1 (0.1%)
JIHZEZ NOS 2 (0.2%) 0 (0%) 2 (0.3%)
ERfEE 15 (1.8%) 1 (1. 1%) 14 (1. 9%
R4 NOS 2 (0.2%) 0 (0%) 2 (0.3%)
IR T~ 1 1 (0.1%) 0 (0%) 1 (0.1%)
A 5 (0.6%) 1 (1.1%) 4 (0.5%)
LR FEE NOS 2 (0.2%) 0 (0%) 2 (0.3%)
B 1 (0.1%) 0 (0%) 1 (0.1%)
HEEZE NOS 3 (0.4%) 0 (0%) 3 (0.4%)
FENR HH 1, 1 (0.1%) 0 (0%) 1 0.1%)
AR 1 (0.1%) 0 (0%) 1 (0.1%)
BERRELUEESHBIES 40 (4.8%) 4 (4. 4%) 36 (4. 8%)
RAEI 7 NOS 2 (0.2%) 0 (0%) 2 (0.3%)
FA i (0.2%) 1 (1.1%) 1 (0.1%)
e 14 (1.7%) 3 (3.3%) 11 (1.5%)
Ay 2 (0.2%) 0 (0%) 2 (0.3%)
HEW 2 (0.2%) 1 (1.1%) 1 (0.1%)
I 24 (2.9%) 2 (2.2%) 22 (3.0%)
mMEHEUV) VNRREE 52 (6. 2%) 3 (3. 3%) 49 (6. 6%)
RIS 1 (0.1%) 0 (0%) 1 (0.1%)
M/ NG E 16 (1.9%) 1 (1.1%) 15 (2.0%)
F M ERJEAE NOS 17 (2.0%) 2 (2.2%) 15 (2.0%)
L BRI E 1 (0.1%) 0 (0%) 1 (0.1%)
2 1fil. NOS 41 (4.9%) 2 (2.2%) 39 (5.2%)
mEREE 89 (10. 7%) 18 (19. 8%) 71 (9. 5%)
ER A 1 (0.1%) 0 (0%) 1 (0.1%)
EL ST AR I 2 (0.2%) 0 (0%) 2 (0.3%)
& PER 30 (3.6%) 8 (8.8%) 22 (3.0%)
& 1f1 T NOS 17 (2.0%) 5 (5.5%) 12 (1.6%)
Hiif. NOS 1 (0.1%) 0 (0%) 1 (0.1%)
FrlkZ¢ NOS 12 (1.4%) 0 (0%) 12 (1.6%)
AL 3 (0.4%) 0 (0%) 3 (0.4%)
A

X 1:ICH EFREIEHGE

(MedDRA) H AGERR ver6.0 DEHHIASHH (SOC) MOEARE (PT) THRH

MR TFILRE IR, NOS ; Not Otherwise Specified (flLiZHFE S L720Y) D%
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MR TFUTAEBIR

K43$A. NOS ; Not Otherwise Specified (fiiZ

Ihen) Ok

- 63 -

WNER R IC B HRITER (BRRREMOREL# % 51y & (03%)
wskaet | e ek | o e
RIVE R O FEE*2 FEBLBIEL (%)
& ifn )£ NOS 24 (2.9%) 8 (8.8%) 16 (2.2%)
SRR i 4 (0.5%) 0 (0%) 4 (0.5%)
A 1L P NOS 1 (0.1%) 0 (0%) (0.1%)
MRS, WIS &L UHtRES 74 (8. 9%) 1 (12.1%) 63 (8. 5%
Loo<b 1 (0.1%) 0 (0%) 1 (0.1%)
LR 10 (1.2%) 2 (2.2%) 8 (1.1%)
Ik 10 (1.2%) 1 (1.1%) 9 (1.2%)
SUE SR NOS 1 (0.1%) 0 (0%) 1 0.1%)
SRR SRR T R 1 (0.1%) 0 (0%) 1 (0.1%)
H 7k 4 (0.5%) 1 (1.1%) 3 (0.4%)
1% ] 40 (4.8%) 7 (1.7%) 33 (4.4%)
IER [ NOS 1 (0.1%) 0 (0%) 1 (0.1%)
BRI T LA b — R 1 (0.1%) 0 (0%) 1 (0.1%)
I N4 2 (0.2%) 0 (0%) 2 (0.3%)
JBIEpR 1 0.1%) 0 (0%) 1 0.1%)
RIS 1 (0.1%) 0 (0%) 1 (0.1%)
KRR FIE 8 (1.0%) 1 (1.1%) 7 (0.9%)
Jiti £ 1, 1 (0.1%) 0 (0%) 1 (0.1%)
filifE 2 NOS 3 (0.4%) 1 (1.1%) 2 (0.3%)
fitiZk & NOS 4 (0.5%) 0 (0%) 4 (0.5%)
£4% NOS 4 (0.5%) 0 (0%) 4 (0.5%)
& i 5 (0.6%) 0 (0%) 5 (0.7%)
I S 2 (0.2%) 0 (0%) 2 (0.3%)
HEREIR 1 (0.1%) 0 (0%) 1 (0.1%)
W i, 1 (0.1%) 0 (0%) 1 (0.1%)
i 2 NOS 1 (0.1%) 0 (0%) 1 (0.1%)
EBJURKRES 4 (0. 5%) 1 (1.1%) 3 (0. 4%
(Rl R 1 (0.1%) 0 (0%) 1 (0.1%)
A 2 (0.2%) 1 (1.1%) 1 (0.1%)
TER 1 (0.1%) 0 (0%) 1 (0.1%)
GE. PESLVLEESHHIE 19 (2. 3% 3 (3. 3%) 16 (2. 2%
W& G DHE 9 (1.1%) 2 (2.2%) 7 (0.9%)
IR 1 (0.1%) 0 (0%) 1 (0.1%)
i S 9 (1.1%) 1 (1.1%) 8 (1.1%)
DigEE 26 (3.1%) 5 (5. 5%) 21 (2.8%)
9 o MR LA 2 (0.2%) 0 (0%) 2 (0.3%)
F7 /) —¥ NOS 1 (0.1%) 1 (1.1%) 0 (0%)
WIS NOS 1 0.1%) 0 (0%) 1 (0.1%)
BeE 1 (0.1%) 0 (0%) 1 (0.1%)
Ak NOS 3 (0.4%) 1 (1.1%) 2 (0.3%)
LPER NOS 1 (0.1%) 1 (1.1%) 0 (0%)
NS 1 0.1%) 0 (0%) 1 (0.1%)
DR4 NOS 1 (0.1%) 0 (0%) 1 (0.1%)
LB 2 (0.2%) 0 (0%) 2 (0.3%)
DFHE 1 (0.1%) 0 (0%) 1 (0.1%)
giE 1 (0.1%) 0 (0%) 1 (0.1%)
HHR NOS 15 (1.8%) 2 (2.2%) 13 (1.7%)
AEER NOS 3 (0.4%) 0 (0%) 3 (0.4%)
X LICH [EFSEIHRHGESE (MedDRA) HAFEIR ver6.0 @ma%’l 67\ JH (SOC) KRUEEAFE (PT) THEf




SRR C 35 2 BRI (BRI D SBE Edh 4 &) R (D5X)

VSO A [ /b (e mikis) | B (16 5%LLE)

BIVE A O R 2 FEBLBIEL (%)

HIEREE 87 (10. 4%) 5 (5. 5% 82 (11. 0%)
=2—n1 /8 —NOS 1 (0.1%) 0 (0%) 1 (0.1%)
B ARTTAE 1 (0.1%) 0 (0%) 1 (0.1%)
7 10 A A 1 (0.1%) 0 (0%) 1 (0.1%)
TR 4 (0.5%) 0 (0%) 4 (0.5%)
A 2 (0.2%) 1 (1.1%) 1 (0.1%)
BER 3 (0.4%) 0 (0%) 3 (0.4%)
PN 2 (0.2%) 0 (0%) 2 (0.3%)
PRER 2 (0.2%) 0 (0%) 2 (0.3%)
SHE P I NOS 1 (0.1%) 0 (0%) 1 (0.1%)
SER 58 (6.9%) 3 (3.3%) 55 (7.4%)
fi % NOS 1 (0.1%) 0 (0%) 1 (0.1%)
JIb4iE 3 (0.4%) 0 (0%) 3 (0.4%)
FEEWED F 7 (0.8%) 0 (0%) 7 (0.9%)
R 4 (0.5%) 0 (0%) 4 (0.5%)
JEAE NOS 5 (0.6%) 3 (3.3%) 2 (0.3%)

BB LURBES 46 (5. 5%) 2 (2. 2% 44 (5. 9%)
TIT IR 3 (0.4%) 0 (0%) 3 (0.4%)
A 10 (1.2%) 1 (1.1%) 9 (1.2%)
i jR 7 (0.8%) 1 (1.1%) 6 (0.8%)
2% NOS 1 (0.1%) 0 (0%) 1 (0.1%)
EHEREREE NOS 6 (0.7%) 0 (0%) 6 (0.8%)
B IRANE RS NOS 1 (0.1%) 0 (0%) 1 (0.1%)
R4 NOS 5 (0.6%) 0 (0%) 5 (0.7%)
EDR 1 (0.1%) 0 (0%) 1 (0.1%)
HEMER 7 B3 — 7 (0.8%) 0 (0%) 7 (0.9%)
JRGEE 5 (0.6%) 0 (0%) 5 (0.7%)
BEIR 1 (0.1%) 0 (0%) 1 0.1%)
ZIR 4 (0.5%) 0 (0%) 4 (0.5%)

ERERBSLVIEESE 1 (0. 1%) 0 (0% 1 (0. 1%)
(S e 1 (0.1%) 0 (0%) 1 (0.1%)

BEEE 26 (3.1%) 3 (3.3% 23 (3.1%)
5 DY 2 (0.2%) 0 (0%) 2 (0.3%)
Tk 1 (0.1%) 0 (0%) 1 0.1%)
%I NOS 2 (0.2%) 0 (0%) 2 (0.3%)
SEELIRTE 6 (0.7%) 2 (2.2%) 4 (0.5%)
MER 2 (0.2%) 0 (0%) 2 (0.3%)
R 2 (0.2%) 1 (1.1%) 1 (0.1%)
FIRIE NOS 1 (0.1%) 0 (0%) 1 (0.1%)
NS 5 (0.6%) 0 (0%) 5 (0.7%)
ARHRE 7 (0.8%) 0 (0%) 7 (0.9%)

£ EEES L UREHAEKE 421 (50. 4%) 60 (65. 9%) 361 (48. 5%)
A VTV PERIR R 2 (0.2%) 0 (0%) 2 (0.3%)
mE 181 (21.7%) 17 (18.7%) 164 (22.0%)
J¥aJE 27 (3.2%) 4 (4.4%) 23 (3.1%)
(YRS 2 (0.2%) 0 (0%) 2 (0.3%)
FEIE D JAE NOS 1 (0.1%) 0 (0%) 1 (0.1%)
FEEN 361 (43.2%) 54 (59.3%) 307 (41.3%)
THE NOS 11 (1.3%) 1 (1.1%) 10 (1.3%)

M LICH [EREEIEHGESE (MedDRA) H AGEIR ver6.0 DEFEBIKDEE (SOC) K OKEAGE (PT) TR
2K TIIEFE BIKSFH, NOS ; Not Otherwise Specified (LIZHFE X720 DR
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SRR C 35 2 BRI (BRI D SBE Edh 4 &) R (D5X)

wskaet | e Gemki | oA Gemsik)
BIIVE A O R FEBLBIEL (%)
EisEREAlE 10 (1.2%) 0 (0%) 10 (1.3%)
1% J)9E 5 (0.6%) 0 (0%) 5 (0.7%)
FEJh NOS 11 (1.3%) 1 (1.1%) 10 (1.3%)
KB LURERE 281 (33.7%) 33 (36. 3%) 248 (33. 3%)
7Y F— 2 NOS 9 (1.1%) 0 (0%) 9 (1.2%)
T A a—3 A NOS 1 (0.1%) 0 (0%) 1 (0.1%)
BIRE 2 (0.2%) 1 (1.1%) 1 (0.1%)
MK G INAE 8 (1.0%) 1 (1.1%) 7 (0.9%)
AU U AISE 7 (0.8%) 0 (0%) 7 (0.9%)
EH VYT ALSE 3 (0.4%) 1 (1.1%) 2 (0.3%)
7 v — Ve 8 (1.0%) 0 (0%) 8 (1.1%)
B L AT E— LM 2 (0.2%) 2 (2.2%) 0 (0%)
7 MU U AME 3 (0.4%) 2 (2.2%) 1 0.1%)
7 F T ME 4 (0.5%) 3 (3.3%) 1 (0.1%)
i U R i E 10 (1.2%) 1 (1.1%) 9 (1.2%)
& M NOS 17 (2.0%) 3 (3.3%) 14 (1.9%)
8 R B I RE 1 (0.1%) 0 (0%) 1 (0.1%)
BRI 5 (0.6%) 0 (0%) 5 (0.7%)
PNk 203 (24.3%) 24 (26.4%) 179 (24.1%)
& v T 2 E 32 (3.8%) 3 (3.3%) 29 (3.9%)
&7 v — v ifE 3 (0.4%) 0 (0%) 3 (0.4%)
&7~ U U A lE 20 (2.4%) 2 (2.2%) 18 (2.4%)
K~ 730 AlffE 120 (14.4%) 7 (7.7%) 113 (15.2%)
KU > W8 e 12 (1.4%) 2 (2.2%) 10 (1.3%)
I A e 4 (0.5%) 1 (1.1%) 3 (0.4%)
IR NOS 1 (0.1%) 0 (0%) 1 (0.1%)
N WEE 1 (0. 1%) 0 (0%) 1 (0. 1%)
ADH R 555 1 (0.1%) 0 (0%) 1 (0.1%)
RES LUK THBEE 83 (9. 9%) 12 (13. 2%) 71 (9. 5%)
Z 5 FEE 25 (3.0%) 3 (3.3%) 22 (3.0%)
elipeain 2 (0.2%) 1 (1.1%) 1 0.1%)
A8 A M T 1 (0.1%) 1 (1.1%) 0 (0%)
ALBEE: 298 4 (0.5%) 0 (0%) 4 (0.5%)
4RBE NOS 2 (0.2%) 0 (0%) 2 (0.3%)
NE iR 1 (0.1%) 0 (0%) 1 (0.1%)
E2iN 13 (1.6%) 1 (1.1%) 12 (1.6%)
Jit B 1 (0.1%) 0 (0%) 1 (0.1%)
FIBMER S 2% NOS 1 (0.1%) 1 (1.1%) 0 (0%)
%% NOS 43 (5.1%) 5 (5.5%) 38 (5.1%)
I INTR S IN 42 2 (0.2%) 0 (0%) 2 (0.3%)
BEAK i, 1 (0.1%) 0 (0%) 1 (0.1%)
B2 g R 1 (0.1%) 0 (0%) 1 (0.1%)
B /N 1 (0.1%) 0 (0%) 1 (0.1%)
FZ R NOS 4 (0.5%) 2 (2.2%) 2 (0.3%)
BG5S 1 (0.1%) 0 (0%) 1 (0.1%)
e 2 (0.2%) 0 (0%) 2 (0.3%)
ZEEZ NOS 3 (0.4%) 2 (2.2%) 1 (0.1%)
MUICH [EBSEHMESE (McdDRA) H AN ver6.0 MEERIXAME (SOC) KUHEARE (PT) THil
2K TIIEFE BIKSFH, NOS ; Not Otherwise Specified (LIZHFE X720 DR




SRR C 35 2 BRI (BRI D SBE Edh 4 &) R (D5X)

wskaet | e Gemki | oA Gemsik)

IR R oo fiogE 2 FEHLGIE (%)

RERES 5 (0. 6%) 1 (1.1% 4 (0. 5%)
4 TR BUE 1 (0.1%) 0 (0%) 1 (0.1%)
TFT 4T — ik 1 (0.1%) 0 (0%) 1 (0.1%)
JEEE NOS 4 (0.5%) 1 (1.1%) 3 (0.4%)

Rit. BEES L UVHEHATHOFHED 1 (0. 1%) 0 (0%) 1 (0.1%)
73 A NOS 1 (0.1%) 0 (0%) 1 (0.1%)

BERRE 236 (28. 3% 17 (18. 7% 219 (29. 4%
T ARG XUERT ) N T AT =7 —E# 37 (4.4%) 2 (2.2%) 35 (4.7%)
TI=2 T3] NTUART =T —EBHN 43 (5.1%) 3 (3.3%) 40 (5.4%)
AR N =R E s % 2 (0.2%) 0 (0%) 2 (0.3%)
p-TIVE IV T AT =T — BN 1 (0.1%) 0 (0%) 1 (0.1%)
TR REAR AR 39 (4.7%) 4 (4.4%) 35 (4.7%)
A7 <7 —EH 4 (0.5%) 0 (0%) 4 (0.5%)
MAFT A Y RAT 7 & —FH 55 (6.6%) 0 (0%) 55 (7.4%)
7 L7 = Hh0 129 (15.4%) 6 (6.6%) 123 (16.5%)
ke R 7T 2AF 1 (0.1%) 0 (0%) 1 (0.1%)
i, 7 PR A k) 1 (0.1%) 0 (0%) 1 (0.1%)
1 H 5L R A A S e 5 B 7 (0.8%) 0 (0%) 7 (0.9%)
i HF R FEHE N 75 (9.0%) 10 (11.0%) 65 (8.7%)
BEFRFH NOS 4 (0.5%) 1 (1.1%) 3 (0.4%)
B AR R AT S NOS 3 (0.4%) 0 (0%) 3 (0.4%)

MLICH ERREFHAGEE (MedDRA) HAGER ver6.0 DZFERIKRME (SOC) KUSEAZE (PT) T4t
XK TUIIERFE BIKRSIHEH, NOS ; Not Otherwise Specified (LIZFFE SFL720Y) DORE

9. BRRBRERRICRETHE

\

12. BBERBREKRICRITTZE
rorm v X VAT AEMEY) K (PHOSM BEK) IC X AEMY UME CHEEE R T D L DH
ERH D 0,

(fiF)
T LY —AEEHIC, ERRRE OB OSSR L O TIIEER ) e ET D L TE
EZLTREEZET L ZERHE DS TS Z enbit#i L,

10.BEKRE

13. BERE
13.1 W&
MEFENT-CIENEENT Tlx, AFNTEANLBRES ARV E b,
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N EALDIE

14, BRLDEE

14.1 EZFIREBEDEE

14.1.1 Rdu 134 70 (50mg (i) ) FUCTES K 12mL 212 T, BEHIZIRE 9 L, B—72 8
OB R D ETHMULLIEVIRY D, BRRICHT-> TIEHHAKOARZHEHNTLZ L,
ZOTALFRTY T Bamg () ImL O3 AEVEET Y UL, Mt 7 v & — (4L
£E5um) ZEY AT, T X — A LN HIRIEE 5% R U REESHK  (2.5mg/kg/ H Al 50
B4 100mL, 2.5mg/kg/ H BL_ B G- DEA 250mL AL E L) THIR L THERAT 5, fRIChH--
TiX, %T5%7 R UBEEFRE#FERT S 2 &, [14.1.2 2]

14.1. 2 ARG SOIAINIK L LT, AHARIKREOBMERIRAFER L2 L, M 2EL 52 LR
bHob, [141.158]

14.1.3 HFft74 02—

(1) 7AEY—LEFHROFABLSMHEH Lz &,

(2) 1HIFRY OfEF O CTEER « HE TE 720,

() BENEHNTWED FBHLZY LTWAHE, UIVOOENAER S NTZGE1E, SR L
W,

4) 7ra—nEEHBEA TRV &, BRI OOEINAE LD ATREER B 5,

(5) 10mL L FOEHFEZEH LienZ &, 7 40 v Z —IT@BFNESI 30300 | I KEHE ) % 8
ZDHIENHD,

(6) WWENZIER D> TWABEAIE, HLARVWZ L, 74 VX2 —ICE YRR SN S & 55
ALK D2 EBb D,

14.1. 4 5K CHEMte ., Ki% 2~8C TR 24 B £ CTIRETE 5 (B . iz 5% 7 K
O HERESHE TR L%, 6 REMLINICBRGBtAT 5 2 &, 7eds, A& OIEIRIE 0.2~2mg (U7
filf) ImL OREIZBWCTREEDHER SN TWD,

14.1.5 L, BB HERSNTHAIER vz &,

14.2 EFIIREEOEE

14.2.1 KE AP E5T D50 1~2 BefLL BT CalEsE+ 5 2 L.

14.2.2 REO S EGRIZA L TA VT A NF—EEH LN L, BREEVEALDZ DD D,

14.2.3 LY L1 TRE L2 &, Fo, BRICEEISITODOHTET A 13 5% 7 R UHERK T
HONUHEIHBRIDLIE, TN TERVWEAITIE, IOT7 A4 v &fioTHRET D L,

14.2. 4 w[¥%| & L DEHP (di-(2-ethylhexyl)phthalate; 7 # /Lfig 2-2-=F )L~F V) %GR ik
v = VB ol v MEZEH L7284 . DEHP 2SR IR 5 0 T, DEHP %25 £ 72 WO ik
Yy NEEFHTHZENEE L,

Ul
SIX

)
UARY — LBFNITHDHAFZ, EBERER ST 5 LERITEY 34E CTY R Y — A0 55HE
PETT 2 Z &R SN TND, BRENE ENDWIR CEMOIHINT 5 & ABRRHER L
[FIRRIC ) R Y = LOGBMEPMET T2 0T, IWMFOBITEN KL AROBIE 5% N oRiE
Wiz, SHERT D2 L,
( V-1 SRBERVBBREOREN] OHZM)

(%
14.1.

N

14.2.3 VR Y —LBHITH DA HK 2 Oyl CIRE LIZBE, VAR Y — 200 BEME T4 5 2
ENBEEND, ZDD, MOEYLITRE LN L, £, BRICEBE SN TWAHET A
NI 5% T R UBEESE CTH O UOBEE WL 52 L, BN L WAL, BT A v &2 fio
THRETHZ L,

14.2. 4 AFNINEE ARERRR Y & T 5 VR Y — L 8HKITH 5=, a[##AlE LT DEHP (di-(2-

ethylhexyl)phthalate ; 7 Z LV -2-=F )L~F V) Zated Vb = VRlOEgERY ~ %
I L7234, DEHP ORIE|IF~DOIRE TR iz, EBES B2 bR E 60kg O BE (TAH A
& 5mg/kg CAEEE LG A I BRI T2 DEHP &4 5t H L& 2 A, IR &L 27~
60pg (IAREE 60kg D515 0.45~1.0uglkg) & 720 ARFIZIHWTEHRE STV D DEHP (IZx3 5
M7 — H B EE  (40~140ug/kg/day) &Y HIKVME (KE 60kg D4 0.45~1.0ug/kg) TH -
Too LU, BBEABETHZ ENLEE LWV, TEX ST DEHP 28 £ 2\ ikt~ NEZff
HT5E2BELTNAD,

- 67 -



12. ZDHthDEE

(1

(2

) B

)

BREREFRZE D < HIR

15.1 BREREERAICE D < fFIR
[EI P RRRFER (C W T e 5 B %303 H 248 2 2 HREERIT e,

FEERIREBRICE D < 1ER

15.2 JEEREREABRICE D < FHR
7 v b1 p HREIRNE G OV6 5 A BIFIRN S CiE 3molkg/ B IZBWTa L AT B —/L=
UUIRE O EARRD b, o, A XD 1 » ARIERIRNE 5Tl damglkg/H . 3 » A RFEIRA
5 Cl1E 2.5mglkg/ H . 9 % H BIERIRPIEE 5 Gl 1.5mg/kgl H 12350 T3 L 257 1 — A= U VRO
LR B,

()

15.2 VAR Y — MRSy & LT, ARF LA TAAHZiE, KETIMAKEY VIEHE 213mg, P AT 7T 1
ANKATZ 7 FIoNVT YV —F M) 7 A8mg, 2L ATE—/L52mg, ha7=r—/L
0.64mg N & £4. BIMERICBNT, 2L AT —L) VIEEO LR b0t
L7z,

B, B hTOavrxTe—ARl UEE BRIV TE, 11,2 ZoMoEIER) o TR
# e KA DI L TWD,
( TVI-8-(2) Z DD ENER] DEHEZH)
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X. JEERRIERICRAI HIEH

1.

IR
(1) Eh R EHER

(VI BT HIER | OHESMH

(2) REMREAR

1)—RIER - ATENMEIER
AF1Z 3mg/kg(i.v.)bolus LL_E D & THERIBIE Z BN S B 72 LIS, FFR T R ERER I Do
77

2) AR AR R
AL 10mg/kg(i.v.)bolus D & E T~ U XA HEEB R, ~ U A F AR Z— L RER, ~ o7 A~
YFLT N T Y VBRI v U AR, v U AW E LT Y FRRIC L TREEY B2
o T,

J)E - TEER AR
BRI - PG BR g R~ DRCEIIRRIEA X 2 AWV TRGET L7z, ARFNEEARM (i.v.)bolus 51236\ T
0.3mg/kg BA b CHliE NRE, FEREL O, KRERBIIRIMGE & ORI DB oM & 2 Vi
R LT, )7, ERRSGIERRICAD L7= iv. infusion TiX. ZHO/ERIE. /ERFRHEEL LT 110 1%
PS8 L, 3mglkg TIR DB DO B3RS Hiviz, Zh b OERITW T o EIZB\ T
b, BEHBRAAEZICHHL L, bolus £ 5 T3 H#& T 1% 60 43 LAN, infusion 5T 5-BAtA: 30
FETITIRTTD L-VLICEE Lo, i, BVE Y MEHLE & O 72008~ 0O BEEAEH O FEAR
2BV T, AAIT 10g/mL O EEEICH W T H O &L OUUHE IC B 5 5 2 Ip o T2,

4) 15
AANTZ ~ MMEHIME 26 LT 10%g/mL O E £ T KCHIXHE & O/ VT KLt U IS B % 5
2oz, EBAE Y MEHEIGICH LTS 10%/mL ETTreFLal v b 2RZ I RO
U U LI K DI LT a5 2 7o T,

5)1H b#R R
AFNL 10mg/kg DHEE T, ~ 7 A FIHFEWEGEL T v MEH WK L TEEE 5 2 7)o
7=,

B6) WA IR B R
AHENTAEHAEEAR 7 v BT 3H 5 10mglkg DR T, RIPEMRE (Na'. KLY
Cl) BEMEOBIME R & 2 VT HIN L QSR BEOHMNZ R L7722, WINnOERbE—27 /1 (5%
dextrose) & EbisE L C 20~35%DHRE DAL Tdh 7=, Fi=. AFIOBHEREIC KT T 2B E LA X
ZRWTHRE Lz, TORE, BimpiE, SSERAIEE &L OVEERIz3 L, AFNIE 10mg/kg (i.v.
infusion) £ T % 5.2 e o7z,

IR ER
AFNZ 10mglkg O 8 E TY I FMEEEERICEE L 5 2 oo To, £z, ¥ i/ IMREEE &L O
F v MEMRBRIC I T b B K JE (3 X 105g/mL & 5 WM T 104g/mL) TR A 5.2 e o 72,

Eitaes

B oy B R % B G i i) R
- 0.3mefkg ez
i [ ARIER Irwin DK IT Img/kg
IE | R OR ~vA 3 TEBLE melk PRI OHIN
K lrmms |icr iv. meke (£ 60~120 4. 3/4 i)
7 48/ LEEERE IR @ 5% dextrose -
) 10mg/kg PERR B D AN

30mg/kg (BE54% 60~120 %y, 4/4 1))
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ey i

HERIEE i 5% K B FE (B ) S
~UZ 4 s
HREDR  [ICR iv. ifﬁfﬁg g:% q 13“‘5}? femzs L
10 JC /B KB 0 5% dextrose mg/kg
— <7 Z g FA R —) Na
%Eggzﬂiw) ICR iv. (45mg/kgi.p.) HEAR lgﬁgﬁzg fER7Z2 L
TV o p Frsg B 5% dextrose gxe
RUFLUT T =
<A 4 J g 3mark
ICR iv. (%77 - 60mg/kgs.c . 10$§/kg
s 10 PS, 5L : 110mg/kg s.c.) & ER7Z L
;; &(éfﬁﬂqut?“) LB B 5% dextrose
J. 1o
i D iy R
% ICR iv. (ﬁ{{ - 10mA, 1(3)mg/ llzg fEMI72 L
FEsgE B ;5% dextrose
~TA & AR S
goiEl [IcR i e omeke e L
10 E/Ei LR R L © dextrose g
i.v.infusion TEH KR,
w3 E: 2mL/kg (K (BB
5 . ) 3mg/kg
IR AARBE® 25mike (i Lome/k ER7Z L
4351, ) LERH R gre
JEFE : 0.1mL/kg/min 5% dextrose
o.lme/k DA BEIME R
meke DT Az — AT L
- ifE ERL. SEED) - TR (R
20~30mmHg) 5% 5/3F T
(Z[EiE
0.3me/ke - IME (REEM) - FREEm
’ o PR B HEAME
A X A kL E H — )L Na Jif AR BRIV
i.v. e - P e
ﬁa 7 g; : 2.5mL/kg i . L% : {’E)% focli
;f?) (c?/ fg B SmL/min ;I:/ﬁy(ziﬂﬁﬁ : - ME ORURES, JROREL. V)
H o dextrose FHE (9 60~90mmHg) 54
15 4y % TIZlElfE
- BRI R BN (R 3 %)
Img/kg B 5% 30 /0 £ ClzEE
- MR : WA (K 50~70%)
5% 15 3 CleElig
W |1 <A BEhE
W Z)Tfﬂ?—:;& < DER  ERZRL
e |3)yDATE p -
o (RERBIR) T (1 70~110mmHg) 5%
- BEIR R BN (RO 3 %)
3mg/kg Beh5-1% 30 /0 % ClEiE
- MiRE A (K9 80%)
BehH-1% 30 /0 F TIClEliE
<D BhnEr (172 #1)
A X ~y R NLE X —)L Na iR - DER : ERZR L
a i.v. e
Cn s | A ORI, AL V)
28 (394 |3 : SmL/min |Fhigectfd TH: (% 90~140mmHg) 5%
1§0) #E 5% dextrose 15 7y & Clclalg
- BEIR A BN (R 4 %)
B 5.4 60 4y F CiZ[alig
10mg/kg - MR D (7 80%)

B 54 30 4y £ ClzEliE

< DA% WD (B9 SO0beats/min)
5% 10 43 F ClelaiE

- DX
QRS FEE DIERAGH A (1/2 1)
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SpEA T - L = ¢ e N &5‘% <
uﬁ%ﬁ%ﬁﬁ éﬁ% &5‘@:% 9% 5% ji /i (ﬁ/lﬂl&ﬁ-) ﬁ %
0.3mg/kg s ENT A—m— ERR L
DS EMEE R
Ime/k 30beats/min)
gxe - M BT (59 20%)
A DRT A—F— EHZ L
o < DAEL - B0 (40beats/min)
L.v. infusion e 5-BAtA% 30 43 £ CIZEIE
<M UHERA, PREREA. ) -
S X 39 AeB amLke (b |750 B/ULE X —)L Na Jif |3mekg TRAER (K 20~30mmHg)
e | g, R - WP : WG (L4 )
480 (3% 5.8 10mg/kg - i MR (K 30%)
280) RE WZBWTIE | bk © 5% dextrose < DEN  ERARL
I - LR B G SObeats/min)
0.0l kg/uin PESRIAH 5 5 F TlolE
< fE OGRS, JETRIMT. FE) -
TH: (9 50~60mmHg)
10mg/kg 5B 30 4y % TlolRliE
- A > (K 60%)
BHETH Sy EClchiE
 PEOR RIS - BB () 2 15)
- DB ERR L
o SR AR 10°g/mL
ELE Y b %g? E()E O B gmL [z L
N 10*g/mL
OB Hartle in vitro
3 AY e . B 10 g/mL
b D BORE) 3x10°gmL  [fEM7Z2 L
10*g/mL
TEFaly (107g/mL)
ELEw h Ut 10 g/mL
I -7
o |mE ﬁamey in vitro ”3;%5' SV A0 sl [ B U oA R L
) 5 4
% 3EARRE LY 7 A (3x10%g/mL) 107/l
pis g
A
. KCI (40 mM) 10 g/mL
j; e Sy b3 Wi, RS 3X10%g/mL  |BURIEMZ L
s - SD o FEige kR 5% dextrose 10%g/mL
W (WHERBINR (5 jmg o |invitro
&) B JNT R 10%fml )
-10. -6 G 3><10’5g/mL ﬁzﬂ&@ﬂﬂﬁ%‘é & 0)*9 ﬁ{/ﬁ)ﬂ féf L/
(101°9~3x10%g/mL) Uiig 104
g/mL
B e AL '7'7;( (9 Lo N = lmg/kg
ﬁ?ﬂz ia ICR iv. ﬁ;iﬁ;ﬁﬁ” 3mg/kg FERZ L
i 15 HE 10 PT_/ B0 0 5% dextrose 10mg/kg
VH
Qé ot g fHAEH =2 — L
E P . SRR ARl /54 3mg/kg [y
JiLERG a4 ?(]))[T_E/ﬁ iv. R e 10mg/ke fER72 L
FE#ge R 5% dextrose
Img/kg ER7Za L
AP IRIR
W Syk 3 (25mL/kg p.o.) A 3mg/kg R KRBT (22%)
e |IREK YR D v 5 I DR
@ |EATE bR o w | - JREDEN (35%)
" I3 vy oicin « R Na HEk o Ha N )
5% dextrose 10mg/kg (22%)
< R KRN O BN (33%)
< R CIEEIEDH N (26%)
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ZBEAT - L ¢ s B N &5‘% %
RERIH B Lk BeH-ARE E B H Ik (B ) R
~» RNV EZ —)L Na bk
4% 39 iv. infusion ( e
7“‘% - 2mL/k; 1& N==N R SHE D
s i v—7 E%) : Em{iﬁgif : 7{?%@5@1@ 3mg/kg ;
B e S (22, 2.5mlke (5 i . ﬁik@(f%lﬁ’l% JEE 10mg/ke fEf72 L
JHE ¢ 0.1mL/kg/min
e el BB - 5% dextrose
P . ex Vivo
b nfusion R - VM (LE
X 3 |mEamlkg (K | FRYARTTATF R 3mek
MigEEER  |AAEA Ji) LR A= R NI lgﬁ T e L
43,1 2 smlke RN A gre
n L+ 0.1mL/kg/min| Lol B8+ 5% dextrose
b3 . ADP, 227 —% v
Lo X 2 s .
STV P T P R AR o AR OUREA & O (7 L
4 3BT - gm
LRl el B 2 5% dextrose
_ Pevd A i Bk
Zv b4 O 10g/mL
VA IAE A SD in vitro PIRAO RIS, Dt 3x10°g/mL  |[fEAH7Z2 L
v -4
3 IERE LR el B 2 5% dextrose 107g/mL
Q) Z DD EFEIFHER
WL L
2. SHHER
() BmEE5SHRER
BT R i W D B FE B — RS
Z v b RS | HE - 80mg/kg 1t 40mg/kg UL B 5RE. ME 20mglkg LA B GREC H JEEED
It : 20~40mgl/kg WA E RO EFEY TIX L DOIERITR % 2
HEAPIZIE S Lz, FIR Tk, ZEC A TR OB BE 2580
T2, A CIEFFIC BT 280 72 o 1o, JBLARR =00
ETIL, SR HCHFIR O AT IR IE S 258 AEFF<ids
WeDRAT BRI Rk S 2 R 7=,
A X 1 : >40mglkg bolus ¥ 5-CiX Imgkg DG &0 5, BE, B, ARE
i : >40mglkg g, AIBLREIE TR - AL, PRERREE B PR,
a7 EDFERBZ L G5 H A2 WIERGEEZ» O A bz
WLAFE A EREER 30 7 HINICHER LTz, Imgkg %5
FED O PN, dmg/kg #% 5-FE0 OB, 40mg/kg $¢ 58 T
fige R P Fe 2R AL S L B T,
infusion $¢5- Tl 4mg/kg £ 5-F£ T HIERICEFIZ R S/
Nl
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(2) REREEEHER

it

Beh
IR

# 5
S

Beh &
(mg/kg/ H)

e B

(mg/kg/ H)

TP R

1% H

RN

1,3,9,20

<1

=1mg/kg: Bl - FFOHARZ b, MR D
TAIRAINIZE . BEDEREAT B Rk

=9mg/kg: Bl - IR OHEREZ L, RESIMHNH]
20mg/kg: /MR EdRD . B C HE R

1% H

IR

0.1,03,1,9

0.3

= 1mg/kg: /MR EBA . BIROEEEZ AL, BEIDE
BAT ERGBTERR,  HEPN R OO Ya R e iR
omg/kg: ERROFAFLZAL, FFiROFEREL AL HiLidk
ZAb, AREHIMENH

WIFROZEbEEMESD Y

6% H

IR

0.03,0.3,3

0.03

=0.3mg/ kg : il PN R D TR DRI 1= 7R

3mg/kg: BN - APl OFEREZA L, WEMEREAT bRzt
TERK

WO b EHEED Y

£

1% H

IR

0.25,1,4,8,16

0.25

=1mg/kg: BROMEREZEAL, FHARZEA L, M RAE
ik 0D YR e 32 P

=4mg/kg: REHINPNE], AT
=8mg/kg: YA %

£

3» A

IR

0.1,05,25

0.1

=0.5mg/kg: EIROFEREZ AL, /M4 L, MR
MR OTIIRAARIR I, EDERAT LRI Ak
2.5mg/kg: AFIROBEBEZAL, AR BRI EA
WO EEMESD Y

£

9% A

IR

0.03,0.3,15

0.03

=0.3mg/kg: ENROFEREZ L,/ MFEA AL A%
HE D YA R iR 1

1.5mg/kg: PR OFEREZEAL., BEIEREAT b BB Ak
IREAR A

WO EEMESD Y

Q) BinEMHER
RAITF T AE K OKRNGE Z TG IRIERAE TR, T ¥ A =— A LR 7 —Jifi ks e 2 H
W ER TR, ~ 7 AR OWT O R b RIETH -T2,

(4) BNA R ER
MM ER e L
(5) EMEFHAE SR
DIEERRET - R 5505k
dh e 539 BeHRRE - 55 T Ttk
7>k ke FrRPN — N HEBEY)
BT 28 H 5. 10, 15mg/kg Ik Smg/kg R |Smg/kg LA TIREBEININEI, {EEHE
~AZRAAE T (%&£ 20 B) It Smg/kg R |EAE
I ZEFE - 1 15mg/kg BB
RECHT 14 H 1 Smg/kg Smg/kg LA b CHEAT K fE
~%TR 6 H WA 10mg/kg 10mg/kg DL B CREEBINING], FIEIR

I OIER FHAEEIR T, AREIE T
15mg/kg THELH] (EEA, HIraE A,
ITlZ Je R By) | SR, B EIEE)
WY SR, RGE N E RN

FiligIR -

15mg/kg THFMEUR T
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MR Ve D & B T R # G- 5l

HhipTa B 51 BERR - 5RE R EEpAS
N IR 6~15 H #RA —WeEE © Smg/kg KaE (Fo) :
5. 10, 15mg/kg AHH : 15mg/kg 10mg/kg LA B CIREINANSI, B &

(FBE23~2508) | 15mg/ke AR, JRIE DR PRV, TR A R
15mg/kg THET il

Filigle -
IR - e VR ESEAE R K OME S IV ER 1378
HHNT
AV PR 6~18 A KRR —fxFME © 3mg/kg R (Fo) -
3. 7. lémg/kg HETE : 3mg/kg Tmg/kg LA FCURFEE, (REH I
(BHE17~1818) |k @ 16mg/kg il EAT R
Fillgle -
IR - e VR ESEAE R K OME S IV E R 1378
HHNT
AR & A% DFEANE DN REEh) DR AR B3 2 3R
EuLZLia 511 LR - 58 T F 2l
v b iR 6 H~ FARN —fE&FENE © 1mg/kg B#h (Fo) :
itk 21 H 1, 2.5, 5mg/kg el . Img/kg 2.5mg/kg LA b CHEL

(BRE21~220C) |k Imgkg 2.5mg/kg LA TR, HERK

T, BBREARR. RoBEIRARR, #

RN

Smg/kg THREHINNG], T E(XAH

Fil2:

2.5mg/kg LA THARBART, LR

RN, HAERKT

FRIR -

R - G VR ESEAE A I OME AT A E A 1338

boloYhn

7k iR 6~15H  |FFARA — R@hiy (Fo) : (REIGININEG, B

5 mg/kg &AE, ik - B ICRETRDO T
(%8F 21~22 ) Filf . ARV, sERESR, HIAsRIC

EEIIRD LT

(6) AT RIE A BR

AFH 2.0mg/mL IR 2 7 X OENSHANC 1 B 208 ARG L, &M 2 e U725, g
MEIIERD 2o 7z,

(1) £ Dt DHFERFE

NE7ZNS X
FLEY NEGWETF 7 4 T —USIEBEETH T2, EALEY NRHRIET T 4 TX U —K
I (PCALUR) Tl #IRNER G L72REIE M TH o 7223, A% FCA (Freund's complete
adjuvant) & & BT TIEREG L CEIE LD 5 filH 1 B Mg TGRSO bivlz, ~ v A-
7 > b PCA RUNZEMETH - 72,

2)(F & G- a iR
VAT BB RV, antie FearF o I oA eI RKEOY Y
gy AR I aARY EER UAKIOBEKRBRICB T 2852 (5mglkg) & 25 3EAO
ITNZENOBKEHAESD 2 VITm KA EEZ T ~ MCOFRATIRNEES L, ZOMEERIC YW TH
L7,
ZORER, RFNE AT TF o OHHBEICLY . VAT TF U OB DR BN TR LT,
Flo, HWERXFYALESUHDIWET 7 B ARY UOFHICE D, MEFT AR T Y vV BIREDOE
FOFEMEDFRD B,
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X EEMFERICEYHIER

10.

11.

. BRHIRS

A . 7 A — AR 50mg AR, AL E ST
) BE—EMSEOLGFECIVERTLZ L
BRS : TAFRTY B K

B2HEARE
AN « 34F (LEMERBRRTRICHES <)

AEIREETOETE
WAE 28T . 25°CLL FICIRET B,

kW EDZE
FRE I TV

BEMITEM
BEMEELTA R 2L
<FVoOLEBY : &Y

R—Ai% - FE
FRER, —H A HORBIIAR,

EREFAR
1990412 H 18 H (TA LT 1)

HERTARRFABRVEARE S, EMELERFEFAE. REMBEAE

ongd BOERTAGRAH B TR

SEAM BN H B

WREBHAGH A A

T AE Y — A

e 2006 4E 4 A 20
SRR 50mg 4 20H 21800AMY 10095

2006 426 H 1 H

2006 £ 6 7 20 H

MEERIFZREMN. RERVAELEEEMFEOEABRVEZOAR

SNRESUIINAR,. IR R O H BB
2009 4 6 S 17 H

ch—aVE TV TE. VY TFRE, VY A—alLE, VT RARYTAR, VI R T REK—
|, AT R, eTakR—JF/. =V T4 T IR, AV FAT AR, EARNT T X<

@&()“7‘\’72 ]\ iﬁxﬁé:ié?%ﬂ@%ﬁ
FURRILAE., PRGN, FUABONCE ., RN
s V—a<w=TE

CERED IEF 72 BEFICIE, 5 1~5HEDEA, 14 HEEW21 HEIZENFNRE 1kg 4720 7 A
AT U BELT25mg (Jiffi) 218 1A, 1~2 FERILL L2 TR EET 5,

EEARREOBRE I, 5 1~5HHEOHEH, 10 HH, 17HH, 24 HH, 31 HAEKXWU'38 HHIZ
TNZIRE kg U720 7 LR T VB ELT4A0mg (Ifl) % 1 8 1[E, 1~2 BEELL DT TR

HFHET %,

BEEEHE,. BIIMERAREABRVZEDOAR
HRARMBEBAMEH R 20114 12 H 21 A

AL, ERSESREOME, AR O R EVEOMEREISBI T 215 14 /5 2 1 3 5 UKGBIRAG F

H) A 2B AFETONTIITHEEY L,

BEEHM

AWM : 44 200644 H 20 H~201044 H 19 0 ()&T)
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5 ST E PR = — R o | vET REREL
Wi, sy | PSRRI por o gy | UTZ MERLE
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VN E SN
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XIl. &&#

1.

FHHETORTIRE

AFNE 1990 FE\ZT ANV T v R TK

W5, (2025 4F 4 H AR
FERAETOREITNE, HELAOCHEFE 2, SNEICET 2R CEICESWTLLTITRT,
H gt KEWRATSCGE (202047 4)
eI Gilead Sciences,Inc.. Astellas Pharma US, Inc.
R e AmBisome® (amphotericin B) liposome for injection
#I7% - ik | Bach vial contains 50 mg of amphotericin B, USP, intercalated into a liposomal membrane
KRR H 199748 H

BRE X TN R

INDICATIONS AND USAGE

AmBisome is indicated for the following:

*Empirical therapy for presumed fungal infection in febrile, neutropenic patients.

*Treatment of Cryptococcal Meningitis in HIV infected patients.

*Treatment of patients with Aspergillus species, Candida species and/or Cryptococcus
species infections (see above for the treatment of Cryptococcal Meningitis) refractory to
amphotericin B deoxycholate, or in patients where renal impairment or unacceptable
toxicity precludes the use of amphotericin B deoxycholate.

*Treatment of visceral leishmaniasis. In immunocompromised patients with visceral
leishmaniasis treated with AmBisome, relapse rates were high following initial clearance
of parasites.

ALK O HE | DOSAGE AND ADMINISTRATION
AmBisome should be administered by intravenous infusion, using a controlled infusion
device, over a period of approximately 120 minites.
The recommended initial dose of AmBisome for each indication for adult and pediatric
atients is as follows:
Indication Dose (mg/kg/day)
Empirical therapy 3
Systemic fungal infections: 3-5
Aspergillus
Candida
Cryptococcus
Cryptococcal meningitis in HIV infected patients 6
(see DESCRIPTION OF CLINICAL STUDIES)
Doses recommended for visceral leishmaniasis are presented below:
Visceral Leishmaniasis Dose (mg/kg/day)
Immunocompetent patients 3 (days 1-5) and
3 on days 14, 21
Immunocompromised patients 4 (days 1-5) and
4 on days 10, 17, 24, 31, 38
(HFe)
gt SEEURA SCGE  (20254F2 )
24 Gilead Sciences International Limited.
WR5E44 Amphotericin B Gilead liposomal 50 mg Powder for dispersion for infusion
#I7% - #1k | Each vial contains 50 mg of amphotericin (50,000 units) encapsulated in liposomes.
(k) After reconstitution, the concentrate contains 4 mg/mL amphotericin B.
HKERAEH 199849 1

PIGEREESIIES

4.1 Therapeutic indications
Amphotericin B Gilead liposomal is indicated in adults and children aged 1 month to 18
years old for:
- the treatment of severe systemic and/or deep mycoses
- the treatment of visceral leishmaniasis in immunocompetent patients including both
adults and children

- 78 -

WENIZOZITLHE LT, [, KELQ TR EIREESNAT




- the empirical treatment of presumed fungal infections in febrile neutropenic patients,
where the fever has failed to respond to broad spectrum antibiotics and appropriate
investigations have failed to define a bacterial or viral cause.
Infections successfully treated with Amphotericin B Gilead liposomal include:
disseminated candidiasis, aspergillosis, mucormycosis, chronic mycetoma, cryptococcal
meningitis and visceral leishmaniasis.
Amphotericin B Gilead liposomal should not be used to treat the common clinically
inapparent forms of fungal disease which show only positive skin or serologic tests.
FEM OVHE | 4.2 Posology and method of administration
Treatment of mycoses
Therapy is usually instituted at a daily dose of 3 to 5 mg/kg of body weight for a minimum of
14 days. Dosage of amphotericin B as Amphotericin B Gilead liposomal must be adjusted to
the specific requirements of each patient.
Treatment of visceral leishmaniasis
A total dose of 21.0 - 30.0 mg/kg of body weight given over 10-21 days may be used in
the treatment of visceral leishmaniasis. Particulars as to the optimal dosage and the
eventual development of resistance are as yet incomplete. The product should be
administered under strict medical supervision.
Empirical treatment of febrile neutropenia
The recommended daily dose is 3 to 5 mg/kg body weight per day. Treatment should be
continued until the recorded temperature is normalised for 3 consecutive days. In any
event, treatment should be discontinued after a maximum of 42 days.
Method of administration
Amphotericin B Gilead liposomal should be administered by intravenous infusion over a
30 - 60 minute period and the patient closely observed. For doses greater than
5mg/kg/day, intravenous infusion over a 2 hour period is recommended (see section
4.4). The recommended concentration for intravenous infusion is 0.20 mg/ml to 2.00
mg/ml amphotericin B as Amphotericin B Gilead liposomal.
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Pediatric Use

Pediatric patients, age 1 month to 16 years, with presumed fungal infection (empirical
therapy), confirmed systemic fungal infections or with visceral leishmaniasis have
been successfully treated with AmBisome. In studies which included 302 pediatric
patients administered AmBisome, there was no evidence of any differences in efficacy
or safety of AmBisome compared to adults. Since pediatric patients have received
AmBisome at doses comparable to those used in adults on a per kilogram body weight
basis, no dosage adjustment is required in this population. Safety and effectiveness in
pediatric patients below the age of one month have not been established. (See
DESCRIPTION OF CLINICAL STUDIES - Empirical Therapy in Febrile
Neutropenic Patients and DOSAGE AND ADMINISTRATION).

HERAS SCE
(202542 H)

4.2 Posology and method of administration

Paediatric population

Both systemic fungal infections in children and presumed fungal infections in children
with febrile neutropenia have been successfully treated with Amphotericin B Gilead
liposomal, without reports of unusual adverse events. Amphotericin B Gilead
liposomal has been studied in paediatric patients aged one month to 18 years old.
Doses used in these clinical studies were the same as those used in adults on a mg/kg
body weight basis.

Ampbhotericin B Gilead liposomal is not recommended for use in children below 1
month old due to lack of data on safety and efficacy.
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