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1. BEERA VA 1— T+ —LIERDEE

P I [ S5 D FEARRY 2 B & L O, R ERMIRMCE (LLF, I™IeE) 355, EEBGT
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I FORBRERANTIMBEE LT Ao F ba—Tr—2RalE) ZREL, Hx 01 FRRMNIEZ T
THMIEMH AFHRE L CHTNER - BETLTWD
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I. BEICEAT S|E

1. RAROER
Ty XY rvn w7 100mgml OFNKS THDT LB T V2 Bid, Bk Venesuela, Orinoco )I[{7 % Tembladora
DO EIED S 53 U7 BGRRE Streptomyces nodusus M4575 ORSFREHKRTIZEA SNDIRY o~ r v T4 RROHBEFEME
EMET, 1956 F Gold HIZX > THEKREINT, ZOEKPITITT LKT U A (tetraen) &7 AKRT Y B
(heptaen) 2EHALLH, T AKRT U v BAHE I THL - OEREAl L L THRERTOI,
AIRTIE, 1975 4F 8 HICHAER A IS Lo, BRI LxRICE-SE, 2006 4 7 HICRGEA % (77 ¥y oy
a2y s 7y ¥y rrvay 7 100mgmL) (ZEF LTz,
2024 4E 7 H. AFICE T 2 RERFEAGEN 7 V) =V = VRGN B F = 7T 7 7 — ARSIk S v,

2. HER0OGBERENEYE
() EE M= L T AT 71—V &L RAHICRE S L. EEMaEoO BBtz % L < S TREEZ RS T2 Y,
(TVL. 2. (1) {EREROL - FERIBEE) 2 RR)
(2)30 fRHk BSR4 b MRS e dr o 72 2,
(TVL. 2. (2) EhaHMT 2B 2 )
Q) EKRZENWER & LT, HEMEREEEHAHE (Toxic Epidermal Necrolysis : TEN), F¢ & KEIEARSE AL (Stevens-Johnson
SEBRE) 2EIhTnD,
(Tvil. 8. RIfEH &)

3. HROHFIFHFE
EER R L

4. BEFERICELTHAMT NEHE
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I. 4¥IcB83 5IEH

1. %S
() F14
77 XY % n w7 100mg/mL

(2) *4
FUNGIZONE® ORAL SUSPENSION

Q) &DHEE
FUNGI (E®) ZHk

2. —iB4
M#% (B
7 LRT YL B (JAN)

(2) 4 (fma%)
Amphotericin B (JAN, INN)

() AT L

-tricin (RN VU = RPUAEWE)

3. #EEXXITRER
feAAiE A

4. FFXRUSFE
43+ : C4sH73NOw
47 924.08

5. {L%P4 (4K XEFE
(1R,3S,5R,6R,9R,11R,15S,16R,17R,18S,19E,21E23E25E 27E 29E 31 E,33R,35S,36R,375)-33-(3-Amino-3,6-dideoxy-f-D-
mannopyranosyloxy)-1,3,5,6,9,11,17,37-octahydroxy-15,16,18-trimethyl-13-o0x0-14,39-dioxabicyclo [33.3.1] nonatriaconta-
19,21,23,25,27,29,31-heptaene-36-carboxylic acid (IUPAC)



6. ERA. 4. KBS, B885
-5 : AMPH-B (H AAfLFRIESS)
CAS B#k3F 5 1 1397-89-3



M. %k ICEEY 5I1EH

1. PELEEMEE
(D 5488 - 1K
HE~EEOHR

(2) AR
VAF AR F Y RIZEITReT < AT=H /—b (95) 1TIFE A EET 0,

(3) EimtE
MY ERe L

DER (DER). BR. BER
@l 170C (i) (B )R —iatBRis, BlER)

(5) BAIE EL AR R T 30
pKai=5.7
pKa>=10.0

(6) HERE
LR L

(N Dt E 4 REE
JESCEE : [l +238° (PAFARNLLT IF)
—5220° (X% /—/ L 0.IN—HCI)
W 360~364nm, K TN 379~383nm, K TN 403~407nm (233 TN DIER %R~ T,

2. FAHSOBRBEFETICEITSREN
(D VA D pH J V2278 72 pH 3 : pH3.0~5.0 (30mg/mL EiEiR)
ER pH IR : D/a< &b 24 BEH, pH3~11 TIXEE,
pH2 T2 BE%2 2,
QR - SR ERWE X, B, B ERICSNRT L, R0 REBZETH D, IRE SCTRO 25CIZBWT 36 »
H D 48 5 AICE - CTRER L7722, AlOE T IEA S,

3. AMESOERBHERE, EBE
R BB [T A5RT Y v B) OMEGRRBRIEICL D
(1) VUERIZ X B 2EE
(2) ZRA\ TR BRI E v

EREBRE 787V Bl OFEREICLD
PUAWE OPRAW) F 00 MR ERYE O [ 18 AR S



V. SFICETSEE

1. Fifg
(1) I DX Rl
a7l (R

(2) BF DN B IR
R 2 4 77 XY vy 7 100mg/mL
ok ) DT VRBEORD X O 7K
B W FLov Lk HnE
'S Hu
pH 5.0~7.0
) FAa—F

ZY LA

4) B F D HptE
pH M OVZZ27E 72 pH 8 : 5.0~7.0
- 1163 (GE8)

(5) Z Dt
AL

2. SF OB
MABEHMES CEEES) OEERUVHME
W % 4 77 XY rimy 7 100mg/mL
B4y -+ a8 (ImL ) HRE7 £47 Y > B100mg (JI1fh)
NWIFXVERERA T IV, RIFTXVLEEFRT v L,
D-Y e b=k, BREFEBET MY 7 A #KD UEE—KFE
Al PRI N AV - & <l NURVIVANES - |7 VNN
. TH )=, FUEY L, ANAR—AF R A K
TUE, BOEET LI AL—F, FAEZETALI=Y
Ll—F FE bazzwp—L
) EREDRE
RS L
Q&=
AR L

3. RTBRADHRRUVEE
YL



6

(1) 22 MR BR Al
40°C, 75%RH IZEIR () 16 » HRfFE L & &, Mk, pH. AMMICZEITRD b hno iz,

it}
T ALERT Y B (CesHi3NOY7)

R L

. BAY SHHEME D & H3RMY

L LToOEREZ i TRT,

HADEEEUTICEITHIRE.

REEH 40°c, 75%RH, &4 5 Rk
REHAME 6 1A
oy &S HERIER LTS 158 21A 3#nAH 6 1A
PR — b7z L X (RESD b7z L b7z L
PD726 pH 5.7 5.8 5.7 5.7 5.7
71 Al 109.4 113.2 109.0 109.5 110.3
(B%1E%) (100) (103) (100) (100) (101)
R - iz L Bl L iz L i L
PD727 pH 5.8 5.8 5.8 5.7 5.7
71 Al 110.8 113.3 108.7 109.9 110.7
(FEER) (100) (102) (98) (99) (100)
PR - iz L Bl L iz L el L
PD728 pH 5.8 5.8 5.7 5.7 5.7
71 Al 111.8 115.5 110.4 111.4 112.7
(A7) (100) (103) (99) (100) (101)
REEH EE BEASAE+EEFvv T
RIFHIM 6 1A
Ay +ES HERIEH F%E B 1#1A 2 nH 3»A 6 5 H
PR - iz L Bl L iz L i L
PD726 pH 5.7 5.8 5.8 5.8 5.8
71 Al 109.4 105.6 113.1 108.8 114.4
(FEER) (100) (97) (103) (99) (105)
PR — b7z L X (READ b7z L b7z L
PD727 pH 5.8 5.9 5.9 5.9 5.9
F1 A 110.8 108.5 114.1 109.8 115.0
(B%1E3%) (100) (98) (103) (99) (104)
PR — b7z L X (REQD b7z L b7z L
PD728 pH 5.8 5.9 5.8 5.8 5.8
F1 A 111.8 113.1 113.3 112.6 115.6
(B%1E3%) (100) (101) (101) (101) (103)




() ZrE ki (BRE )

REEH 5°C, E¥ =8 (20~25°C), 1/E/NA1TI
RFHARM 2 5E R 2 &R
Oy +&S HERIEE Eaprayicd 1 5E 2 &R Eaprayicd 1 5E 2 &
ICHEIN - 7L Ak L — 7L B L
75018 pH 5.86 5.85 5.84 5.86 5.84 5.84
5 A 106.0 103.7 110.9 106.0 105.4 107.9
GG3e=) (100) (98) (105) (100) (99) (102)
B OZEME CIERGDE T 2 W% CROZALNBNTZN, JHTOELITFRD HivZenro T,
ERNEELL L e
RAEEH (20~25°C, 3000Lux/1 iER), RIS Sﬁg‘%’:ﬂl/n)'
|mENATIL
RFHAM 2 5E R 2 &R
Oy +&S HERIEE Eaprayicd 1 5E 2 &R Eaprayicd 1 5E 2 EFE
MO - Bl | il . Bbra L @fjf <
FZS018 pH 5.86 5.83 5.81 5.86 5.79 5.71
5 A 106.0 102.9 107.2 106.0 103.7 107.2
GG3e=) (100) (97) (101) (100) (98) (101)
7. RBEERUBBREOREN
A, LA OBk AR
RN HIES LTS RRER e +5 2, (IVIL 11, @ Loz, IXIL 2. ZofoBEEE 21R)

8. tH L DEAEL (MEFHER)
EER R L

9. Bt
Y LA

10. &4 - a%

(NEFENDERGER - AE. NENFRLGESR - SEICHT H1FR

YL

2)a%
24mL (1 ) X 1

Q) FlREE
YL




D) BROME

1.

12.

777 AR
HEAZ Y a—F%y v (ME R 7L y)

MRS SEHE
EER R L

sa0l ]
EME R ERE
AHN O FifiaRERE  (MEEHRE) CIERBRE & LT Saccharomyces cerevisiae ATCC9763 Z 5,



V. AEICEY 5I1EH

1. FEERITHR
HIEBICE TR h O A REEE

2. MEXEHRCHEET 2R
BESN TR

3. AERUA=E
(M RAZERUVAEDHER
WH/ANNZZR L 1A 0.5~1mL (7447 VB L LT50~100mg (Fffi)) % 1 H 2~4 BIREZEROHET D,

(2) BER VAR ORERE - B0
PR L

4. BERUVAEICEET SEE
BESNTHARD

5. ERERRL#R
MEBRT—2/1\vr—2
YL

(2) B PR B IR ER
PR L

(3) AERSERHR
LB L

(4) REE R
1) BRI
gk L

2) RETEHER
BB L

(5) B - FEMHER
LB L



(6) st A e P
DERRERE (—REARERE. FEERRERE, ERRELEEE . RERR®T 4 A~ BE. LEK
FRERHBRONE
DRI L

D) EBEHELTEREFTENARXIIEEL-RE - HROME

LR L
QR
1) FEIPS — B A A
ARG & TS SN AL 20 Hi, 187 1A TR & LI AR OWIRSE D —AERHRRIRIC T, R

PED AL ICRBIT D h D Z BE I L. B TIEEEIC 400~900mg/ B 2, /NETIZAED P % 66 8 T 200~
400mg/H %, FIT 1~3 @MEE Lo & 2 OEBOBD ELZEIE L Lo AL 872% (163/187) Th o1,

2) BAIBIRERBIE OKRBRFEEL L V)

CU | il %%
BE Al 229 {3
vay 55 44
o Fh 284 {3l

% 7 7 XV U NAREE 100mg 13 2007 4F 7 HIZiRFE AP IEE L £ Lz,

I HEIIAE CRRRRFEEIL D)

AE AE
REA CEEBIE/ Bt KEA (CEEBI%/ B xhiE
ST ot &R 451 550) ST R 51550)
Afgeh o8 85.3% H I35 LA O LR R B AE 9 100%
(29/34) WA T o & S BTl (4/4)
MRS WMLE D X 83.7% HIEGHCE S T EE D U F 100%
S HE A (72/86) s (6/6)
FERE LSS D IR g5 PR BB FE S 83.8% BRICEOWHLE D U F 80.0%
WAL v 7 B R (31/37) LoV (8/10)
HMIRISLE D W EE D o & 93.3% & DAt D FLRERRE BUTLE S 100%
S (28/30) NP E s (14/14)




VI. E3EHE(CEEI SIEH

1. EEPHNICEEHSLEVMRIELEME
R)xo~ru7A FRFUEDE
HE  BEEOH LW OMRESNIRE T, KITORMNIEESZRT L L,

2. EBEH
() 1ERAEML - 1ERERE
VMR - AFNTRZMEEEOMER S Th IV ITAT o — L AT H I LICK VIEEEL 2 L, MRE RS
OIHAE L TEOEE RS ES V,

(2) EEx BT HHEBRKE
PR KRNX, AP F R T ATV RREDORRERIC LB ) 2R3, 77 LhERE, 77 A
BME., V7o TFT, UANVAEDEL, ZEAEHEEREZ RS R, I O XIS 2 R/ E LR E
(MIC) 13, 0.04~1.56pg/mL TH D 34 (invitro),
AT RUKE, IRV T ERE C203, KIEL Y ERE, o X, GRS, X7 F 7 ABHW. BT
7AW, R, SRR, T A v SR R, IR, IRIRE . KB, Proteus vulgaris (2%t L TIX 50pg/mL
DOWRETHRBIAEA 2R S 2otz Y,



FAWFEER T D AAFIO MIC Xk D LY Y,

MIC (pg/mL)

Organism 1 day 2 days 3 days 4 days
Candida albicans 0.5 1.9 3.7 3.7
Candida tropicalis 3.7 25 >40
Candida pseudotropicalis 0.9 7.3 14 14
Candida parapsilosis >40
Candida parakrusei 1.1 1.6
Rhodotorula glutinis 0.6 0.9 1.9 2.7
Rhodotorula mucilagenosa 0.5 1.9 24 >20
Saccharomyces cerevisiae 0.5 1.8 3.0 5.5
Sporotrichum schenckii (mycelial phase) >40
Sporotrichum schenckii (yeast phase) <0.07 0.07 0.14
Microsporum canis 7.3 30 30
Microsporum audouini 0.9 1.9
Microsporum gypseum >40
Trichophyton mentagrophytes 2.4 9.8 14
Trichophyton tonsurans 4.9 >40
Trichophyton rubrum 7.3 30 30
Trichophyton megnini 0.9 3.7 4.9
Trichophyton gallinae 7.3 30 >40
Monosporium apiospermum 0.9 30 >40
Cryptococcus neoformans 0.2 0.5 0.6
Epidermophyton floccosum 0.2 0.4 0.9
Cephalosporium recifei >40
Cladosporium carrionii >40
Cladosporium wernecki >40
Fonsecaea pedrosoi >40
Fonsecaea compactum >40
Phialophora verrucosa >40
Geotrichum sp. 14 >40
Nocardia asteroides >40
Nocardia asteroides mexicana >40
Nocardia brasiliensis >40
Nocardia madurae >40
Aspergillus fumigatus 1.9 >40
Fusarium bulbigenum 14.7 >40
Blastomyces brasiliensis * 0.2
listoplasma capsulatum ™' 0.04

* Single experiment.
+ Five days instead of 4 days.



MHPESEAT 2 Bea b1 37°C 48 iR & LT, R¥BVEIC T 1% glucose /il penassy 7 12 A % FHVNC MIC Z#IE L. Candida
JB 6 A T 50 1R E TSR 21TV, RAIE T A R F T3 B M DM O AR EE & R RF A I Bl 22
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