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Amphotericin B i ERIEECE T AR £ 1%H

WREDRE LTI X HREAREHY ¥ ¥l X
i A PI YR BE T T8 AR

= B M o k-k F R B
HREKRFEFEBEEFRE

(FRF0 44 £ 6 B 23 HZAT)

Amphotericin B(JA F, Am B ¢ %) X GOLD et
al.V & x>T Streptomyces sp. M 4575 @ 13 H b4
EInix) = vRAENE T, HEOREMHEEER
EPHERL, CLRTOBECHACRKIMPHEL) 21
FER:LTUAL AV TE D, EBOCHERNCE
ZLLOWRBERLBCE b bLY, FOMGEFLL
CIEBRNBECOWTL, BACHEMLFRCZ LY
S bAaNb b, chicize DBEENEL bRDAR, BT
Am B 0BfTOERE, Tihbdb FDAEIK IV h
CHH LicbXEOBRTEREY L b0 F DR ERY
BATREBELEYEATEY, L CHBMEBED &K
BOBEC, ThErEREHEBCHEL vz
ThhH5, thikED Am B o BEREC DOV T,
FoHRESONBLBH, LTLIELIhLTS O LT
2V ThD, DFRL, KFOBEELTETS
0 TONKRLTHIHEB L EA DEMCIE LT, BIRA,
BN, AR, SO0 I CRNEAGES S kb
hTsh, KEORLEERBECONRTHLHREMR
B2 5 BIRPESH, - L ABREN L RS,
Larl, cofEl, EFAEGORBEROR TR, &
A (FrvEeva—-rBy—£hY) CXPEBIEET
ElVwThhAdo LARETO/EMLLAEBERLZ, LA
ROBEIBEFLVEHEXBNRD, L, BARET
BEBE» SORIRH,FEL, FYHnPRECELL VD
Dr—BIPCHRLEN T, HEDO 2KREFEDS L
BERECOTFHEHNCERAEAD L5 fiEE 2T\
Bo LROBEHZE L EHEL TRARSOBEOMF
BEYILLTEC I CERRIBB LA ETOBRT
55H5he Am B OREAREC IO THEOREMHHE
FECRSBH Lic ORED P Vw0 THBT™,
PhBBE, NPBEIRIBEEIERES LSXThHh
CEWAELEFHIERECEL TV 523 2 K (bFR
ENR Licond Lt ¥ TEE i AmB
OERE, LARGRFRENESOHEXYHRRL, Th
CESWTREOREC LA MPRELY LD ERCH
ETAHLEERLI,

EE LT CRATRIC ISV TSRO R A AL
Am B Qg (LEiE) #2FRL, vyFeROofksL
et EOoMBREXYNE LAER, RAOREBHIERE
ZELLIr O, BETRARREVCATLHEILBEY E
FERMERET 5 - LW, Am B oAk EIC X % AR
DEREME T L oo

ARIIC BT, AMOREECHALMES & &
X bih Am B BEL X )V SBCRET S HEY
BHL, A¥cihvy+c AmB #»EnBs5L ik
EOMBRBELARNREFRIEBEYRSC EBbY, &
BHBEIIOCLTAUEC EAT AL RDHIDOT
ﬁ%? 50

X B # #H

1. f#A Am B £5

Squibb Institute for Medical Research #io> #§Hi¥}
K 5 (micropulverized preparation) T, H% 20«
LUFORF 96%, 20~40 u OXIF 4% DEIE X b 5o
T\ % lot No.7D 809, Jjffii 840 mcg/mg D % D %
Bl

2. fEREH

By FoREM, AKE 2.4~2.5 kg (RIGHRB) ¥ &
By — kD, ERER (A5 LKi5 26
B L

3. (EAEH%k

AR & [—o Candida albicans C-a-13 ¥k (H v
KB K B OB 0O OB L Ic BB RTFR 2R T
ELTRBAM, 0 Am B b+ 2 ML, %o
ExD, BUNFEHMEIERE 0.08 meg/ml, /MR
0.3mcg/ml TH% (B 1),

4. {ERKEH

Am B Qg LCiE, 1R TXO5H3ED
KA, THbbREBEKRARS (b v 7 VR
L L0), REHEERAES XOREREE A FV 7,
#%2HI 2L FA—DOMKT, §iEIDLI VT VERWC
WRESHh T 5o
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# 1 Amphotericin B |5 5
a.  BRTE BRSSO MR

YV VERTZIKEF P Y v A 2.168
Y vEBE—IKFEH YV Vv A 1.2
b/ R SR AN 0.1
L bV YA 2.0
TR 40.0
A B 1.0
h VTV 15.0
A HE K 1,000 ml

pH 6.5+
b, RTE B R O R
BREHKR AR A b v T vERL
C.  RTE B DMK
BREEK R D vF v

2 PRI O R

Am B —5 & +DMSO —— 1,000 mcg/ml

+509, DMSO —> 500 n
+0.05M v vEEIZE K

pH 6.5 — 100 n#
+ " —> 50 n

+ y L TEoRE

Am B FWR¥ 0.5 ml+KREEW 0.5 ml+ #E ks
Hhy 9.0ml

lwmlsﬁ@ﬁasgﬁ

HERET (BE S10mu) CTHEBERRE
(&) DMSO : Dimethyl sulfoxide

® B K/ *E

1. E#ZEHHRIEHBROERE

In vitro wiiF 5 Am B BE L EREWIL & DD
BB oW TEEHERFIL LR (LUF, ZHEdhiR &
B3) RERLTHE, TOHERHSBEREBKROBEY
RET 7R & ofc, BHEHRIFROBRIIKZ 2R X
D3I bo

1) Am B oFRRIIOIEV T : K2R T IO,
Am B o— &z dimethyl sulfoxide (DMSO) #»inx
THe b, 1,000 mcg/ml OB % %, LL'F 50% DMSO
FHRW(0.05 M v vEEEEK, PH 6.5 »F&MZ %),
T 0.05M v vERIEMEW, pH 6.5 DJEFFIcinx T
7%, FfED Am B 2 55 HFAT% o< 5,

2) EHEHRIEROICDDOER K2R T IO,
K AR 9ml i EEFAFRT] 0.5ml Foxhnz,
CNEREEDHEEK (ZOIED HIIR3IEXBBOZ L)
#% 0.5ml %ML, 37°C 15 RrfliR: S8R T2 (=
JEIPRE OB CRIE Scm, 1I046/5). &R
B OWTIH B EE (Hary Perkin-Elmer %
) TR 510mu THEBER (%) ZWE L. A%t

% 3 {A¥ Amphotericin B B o HIE %

BE AR AR (A1) 37°C 24
P[] 35 38

l

S R b M O
|

v
KEXEH (FE 510mu) CHBR
0% I

|

'

WRTE B 18 R B h TLOf5 IS AR

l

0.1ml # # & FAzH 10ml winz
37°C 8 ByMliR & 5 B5

PR

Y TEICHEF (352 510 mu) 733K 90
%ic %

l

Eammrs
\\O.Sml /O.Sml
"4
&ﬁﬁ%ﬁ‘
|

9.0ml

37°C 15 BrfliR & 5 #3

l

FHERER (KR 510mu) THERYHE

l

BEReph iR & LB

|

MEEMRE

* Am B 0.06~2.2mcg/ml ¥4 @ g D 2 5%
WART
W EREBREROBECD, ChiA—&H#HOH
Kr#H

BABRKOEI G AR D) & Am B DR (mcg/ml)
¥, WEHICERR ()% L), BBECKT 5EERD
KHEXT 7 v b UTESIRY 2 =(® 2), 7ok, &
REIARTEEORUEDHALE D TERE 17 mm,
‘X 18em DFRRBRE YAV,

2. ¥+ Am B REORTEE
ZOHFEIRICRTH, ERMRIERD D> DER
BEHLERAWCIRAETEL S, Thbd, REREHE
Iml KRB D 2 fEHFRRTI%E 0.5ml iz, =
NI 0.5ml FoxEML T 37°C 15 IR E 5
B Lok, XEXES R 510mu) THEBREH
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b, FOEY LEREEHRE B TAZ LI X0 THEK
h Am B BERYIRET Do REIEIROFHKE L £
{AKETH %o

BEEROREL, SEERIERERCET 2RO
ThiFE—ikEZichbh, 3D EOTWH/RCRTLEED
ThHoT, BBXK 90% Ik L& X ORI, BEBGH
Bt 2x108ml ThHH, Lica>oTxo 0.5ml
whh 9ml X Am B FHR¥K 0.5ml whix s
XORKOERKIL 1x10%ml Lig 5,

BRI LS E D HEBR Tl BT & 2R AL O3
FHEERRETEH, EROFEEMRORERR S A
T Am B 482 0.003~1.1 mcg/ml {4 EEEHEIC
WD LD BEMEERT Bh, FRBHAERLLV. Fh
AR, BERKE TR R X OB ORI
5,

3. Am B REAFTERRICHITIREHO K REM
DRELED Am B BB2HORAEE

£ 3R HEBRBAVO N HREE ORI
DWTIE, WIHOES (EE) 0EEM HoREVR
B THLLZ LE2FRIETS), VrF— viITRT DR
MNED 7R EOBRDOERIC X YD, FHEBROKRE, RE
LicbDThbo &  KEER LM OE
FHAVRZ LT, ChidRERAgEh T 37°C 8 Kk &
SR X o Txbhbd, Am B REZHIH LML,
L7c23>T Am B REDREN TR T HTHR I /a
2t (K 2),

ChicB#E L TRERED Am B RESHRROFEK
ShTE L, BPREHRILBEOWET KL, KR3KLHR
T X5 BRI ER F e AP IBENEORER L £
FETH B2, COBEIE, BHIKE LTEREK I O
DOF 10 fERFERL, 0 0.5 ml(BKRBEWTIEE 1x10Y
ml YY) 2HEE L TRERICER L, JlcfFoicH
LEBRONBEEE LT, FhUTEBRIMETL
ROR/NEEZ S O THR/DREMIEBE L L, S/RE
BEX, fEORBRELHOK L THIE3EKTODREHE
2b 0.2ml Forkd b, HARKMAPPRCES, B
LT 37°C 48 BERORERML, HEEROEZRLALDL LD
RREORNEEX DT,

4. XHH/SE

Am B % 0.59%, carboxymethylcellulose (4H&E
KETHAET5) 1 20 mg/ml QE|IGIGERT FiFEX
¥, AE 1kg bich 50mg % ik 100 mg OHIZIT
HT—TNTHEHEY S FERNNEA L, R 2D
o0, 181 Eobs&E 50 mg/kg % 72X 100 mg/
kg TORELRIPDOVHFELEL, 6 Bl S
4 [EIERE U tco fib D 1 #1131 H B 50 mg/kg % 5FD

vy Fic 6 Rl X 8H, 2 BREE L,
WFho vy FLEEEG 12 BT SR ERKY
W, 551 EES 2 R X D RRERKEER Lo
5 % m

BOERBIR X D ST koke TRTOVHFID
T ERFIR S BRRA 2 BRI L TRB & Lo 5
#iz, MO TS LT (4 Hp#c RSP
BRETAHZLERDTW 50D T), 4EEGRSHET
AE4REES e, BREREH#IZIOI 10 FHE
X0 22 BefdlicEt 6 [, 8 EREBETIX, 54 ERE
ARERES, SREEE 4R, 10 B S X O 14 B
M, BH4E, ZhEhRM Ui, $IR & R OB
iz, BIcX 3, 4 kIR L

6. RB|BABREANTOLOHOREREE

BRI OK T L v ¥, 4ERERCRT
T 24 ByfHtkic, S8EIFBERETIL #7, #8 1 4FERA,
#9, $10 1 12 BfEIRT, T h 2 hEHERR X DEMm L
Ttk FE, OB, B EEAD O 3R EREHE L, B4R
TLor, 0.056M vV VEEREEW, pH 6.5 THRE ik
TLcH, FRTKDERVWED, BXe—BaiEL
T2g FRL (Bx£Mlxy 1g 92), 50% DMSO
YW (ExR 2 gk, 0.05M v v, pH 6.5 TF
) 5ml & & HICHBARESFAF~THSOM*
ELFAXL, 3,000r.p.m. S5H5MELEBL, 0k
HEWECH LI, ok, R IBHEREIT HD
T, BRERET S S s U streptomycin 100 mcg/
ml, penicillin G 100 u/ml #¥HL 7o

£ B K &
1. BEEO Am B BS#
Lo X 57T Am B B RE RIS T 5

# 4 Amphotericin B JEBNEERED =D
D B} 2k

[ s

0.05M v vEiEE W, pH 6.5
FIR TREDO KL BRE
2g FFRE

+509% DMSO 5ml

dECT A XMERARE T4~ )

&0 (3,000r. p.m. 5min.)
I

(C . )
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1. REBHE by Amphotericin B

xds MR
100 x

s N\ xEb &
&

s 50~

]

- N
0 1 1 1 ]

1.5 [ = BNEE H i AT

3 | - BAREAR .
F ~
10k o
~ I e
- - o
3% S —
! 1 1 1
0 5 10 15 20

B M (hr)
REM: Candida albicans C-a—13

SEE C.albicans C-a-13 FRDOREZMER LB RIREEIT,
M1kRLcER D ThHbH, 37°C 8 BEffliRE 5 ¥R D
SIBHREIA DO FEOEARZMR L, RPIREHRLE
JBEE 0.08 mcg/ml, F/NRERE 0.3meg/ml THDY,
FEME LOEFIICHYS T 2RO Z L 8
Z Mot LT, BRoLkh, oo
& AR D MR 3 L OMAYR R IR EE © JISE BRI A
i LlchlrThb, £k, Am B OoF/NREHEIE
P & B/ NREEIEREE & A BREEGE L T\ 5 T L ANER
gﬂ%’)o

2. Am B OZEEREHILBHELATERR

C. albicans C-a-13 i Am B oo i@#phiiy, X2
k%X 51, Am B @ 0.003~0.11 mcg/ml o &
HHETIRE A CERRERNBERCSLY, 25 L Thik
DEWhYeh Am B DR Y b SIBICBET A5 L D
RIREMEDR S hichl) Th %o

3. Am B Efi#HS5VYFOMFRE

a. 50mg/kg ¥ ik 100 mg/kg 4 Bl OHE

1[EHE & LT 50 mg/kg o> Am B % 6 BRI T 4 [H
(1 B& 200 mg/kg) ARG ST v F#1, #2
$3) OMERER, K3KFR Lo #E#Y 4 B
BRABIREHIEEE Y F#Eb b (0.25~0.4 meg/
ml), X5 #1, #2133 LF LU THRKEIRS 4 REBIC
T rfE (0.56~0.63 mcg/ml) @ L, LATF#R L7,
22 Ry PS4 R O RE L BS oM kK %
FEFFLTCo #3 1R KR EAEART, Linl, 24 R
LI IEFRE DB 2Rt Lo

100 mg/kg DBV F ($4, 45, 46) XHEEL

2. Amphotericin BAERRR B iR

100 -

22 % %

0 1 1 !
0001 001 01 10

AmB & & (™3ml)

REW : Candida albicans C-a-13
4BEREIBIIATORE L IZIERB TS 55, BRERE 47
MIt%IZ = 0.68~0.94 mcg/ml %R L, LAB#H L,
24 FESICITRTOR LRSI E TET LI

b. 50mg/kg 8[EIELGDBE

&2 1 [EE 50 mg/kg 6 Ryl Z12 8 [ (1 A E 200
mg/kg 2 AR ®EShicvy+¥F 7, #8 $9, #10)
13, 4085 4 BRI 0.34~0.54 mcg/ml 7L,
SEIK TH A TIX, #7, 9, $10 (X 0.99~1.2
mcg/ml DFEEE R LI, $8 13 e Qlint 5
AR L Tehot, $7, $8 112 & CHREBMNIEBERNTED
T DI MEEREDOREXITH Yok n, o 25 (9,
#10) 13, 12 BB h BHLE T2 AR 20
X o 4~8 MOHEFRGIC IO TMIHEEN B NRY
FILEE Ao b D, RNREREYIBLACS
Lix, BHRMET %,

R, ThbORRAY @ U CHEIREA 2 B anc IR
L7cHiBOMgIe OV T, RO Z L7eh's, MifEis
B2 JE RS 0.003 meg/ml LAIFTHhol,

4. Am B EfiHE5HFORMBARE

EROMFBREOWELKRT Licy +FieownTiL,
4 B SRR 54 24 B, 8 MG
5tk AR T OV 16 R RIICER LT, BF, B, B& 2g
e b DB OWT Am B BEXRIE L #4558,
B 5, 6 RT X5 HEENRLbR,

4 EE 504, S0mg/ke 5 #EL 100 mg/kg ¥
SR L DM SMRATIIEE,N e, BToMEGEL D
RBREERN SO, BRI 1g bich DERTE
B1+5E, BrsWwTELE L, 0.8~1.0mcg/g, DO\
TH T 0.2~0.85 mcg/g, FHIZIHIRWSAEKL 0.2
~0.45 mcg/g T, B/PMRBERILBEY TS CBL, T/
BEBELY D FEO TV A LRERTRETHA D,
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B3. Amphotericin B R# 085537 ¥0 P BB

@E5. Amphotericn BRSEEDRF1ck3
o BBEKNRE (201)
AnmB R (")

15 1 2 3
111 B S
R t #]
— #2 .
Ik — 5078/l B5BE 7 3 [ Somy/kg 50
§ - X oo 1007Skg BB #5 10079/Kkg RS Bt
L _eZTNN #6
x| ,{/1\‘/5,, NNl ws ) AmBES
" L ‘)’ \\ \ ~
E 05 ___g;zl, #/, \\\\\ #4 >N T R - :;
T 7 o~ #
| == —om =" #2 #3 = _:" i #34
i #5
I #6
0 1 ! | |
12 24 36 48 oy
B M (hr) #2
AmB 5% : | EE 50Ky 4£:1%/00™9/kg 6B E IR 4 B (18) % #3
IHEBT D #]~#6 £4 w5
B4. Amphotericin BARSIRS k394 ¥0ab B "
15 '
_] U 1ﬂ I 11 ) ¢ B3R LERIRBE (VBT # [~ #6)
s [ 10 BI6. Anphotericin BRSEEDRS <457 o RBA R €02)
5,_0:_ J: AnB £S5 AmB # & (™3/3)
w (§5:.3 1 0 | 2 3 4 5 6
- T T T 1 1 T
» - #9 #8 #17
Qo5 Z EX] .
[ #10
0 ; . : : [ i 1#8
12 % 36 48 60 Y
: B (b 4 Z S # 9
AmB%—Sl:l!ﬂ!S{J’"i/ky SEMEm 88 (28M) 10
IHEHRT I #T~#]0
#7 CO RS 4 BRER
VoiEs, BEHGETIE, BERS ARMROLE g #8 —
#9 vAa: R REE#
BB R Lo igBaie o W T X (7, #8), AF #10

0.7~2.2 mg/g, % 0.8~2.0mcg/g, M TITEIC 3.5~
5.6mcg/g DEEX/RL, MHFBRE XD EELVLLh
L EDEEICZE L Tl i, 16 BRI L B X 7o #9,
#10 TIXHF 0.7~0.9mcg/g, % 0.8~2.0mcg/g, B
T 2.2~3.0mcg/g TIRARL LTEBEYHEE LTS
LD DL Tt
%z ®

Am B oEEBEECBELTL, Edorxh, HrE
Tix FDA /R (WBE e b O FEPRE) ¥ UC
TER I 7c-HEAn 36 4F 12 A 19 BKIEDOBEAERITE
P ENAEEES (UFE#E | L B8 T) KRBIh T3
HiE L@y 1BaEEEE LTk hbhTsh, £
DHHER G EMAELERY, DITIHEER] L
%) dETRXh, HEEORABFHREL ML b
tohy, HARRISBB X ie X hTwity, FDA 3%k H ik
DEDHERCENTESL LL S DOTFBILEEEA

B4, cRLEERE (THEET #T~#/0)

TWAEND, BfEbhbiutEHicfE+ % Am B OF
BEEAZLBEPLLTVLAELE WD THBEE TR,

M e Am B wpd+ 3R 0, Th Bl VT
VEADIHATEL, HELEOTEBEDOIDIE, D
RN ARE CEIEL, LadbHMFBEECRKHEThlTh
E, BB LIIEMER E ORIINERBERSRI L
Wink, SRFBEYNET S XU LA ERAET
HD, ELDTARERERID L AERERLDZ L
EELIZBEROER, WL, T Thh b Xl
B THRARICEBD, EROLEEOTAE LR EHE
LT, brBRERKEOE . Am B JIEEYEM L2,
HEHEEORECE 2 2L LTSRE LB
BRARICHTTH bo

BfT0 LR F 8 T, Candida tropicalis, ATCC
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13803, Saccharomyces mellis, DA No. M 59 23 EH

ELTHVWHBRTWAD, BRIh TV 35EEREE 30
°C 72 37°C AT LI LD OERICE B T <,
BEEBMIC OV T h ATHLD, EELORER C.
albicans C-a-13 % 37°C TX<<HEEL, Am B i3
BERMELEL, BRERILEEIME WS S
EEECGEYIETAZLNTEE T %, bRAR
GORD et al.V 3 Am B o Saccharomyces cerevisiae,
Squibb No. 1600 53 % 5/ NSRHIBE (- RS 0. 5~1.5
meg/ml E#E LT %,

B DWW T 20, EE L IIRARE A T T
ARG X oo S, DEEFEHRCB L THE
WERIFLAEELEER, AR DI ER
KoWEHET 5, FJREHL—BTHTEFEN
zEi (R 2) Axbhs, DMRACLEEER
P EFRERC S A—EROEM T I, K EDOFIRMN
EFbh b,

BMEDIDDHEBROUEC S HETOERY ML, KX
TN IEE 510 mu Vo, T HIRMEs & DR
BB EITED 530 my TIE~NESREVED LD
YRUETHZ L) BEEES WD TH b, ¥
LEROFER bHicoT, EHHEAFHORZHEDK
PRV DR A BREDEICERE L, TORKD
Wit MCNALL et al.® 3 Tl L TV 5o

XT, Am B 0B HDOT, EETREEELE
Ro 121k, WEEBHRORERCDOWTDF = v 2 Th
%o AFIIFEMOMBLFEMEETH L THENTRE
ThHhb, TORFRIIERLET 2, ERER %
EEERIN, —156~20°C (Aie & b KENTO R FF)
DUBINET, HEHELEIREEREOWTHERRS
MrMERARYF =y 2LT, o ULDAMRELRS
DT Hb, BRICEDINDBERETHA S, I,
BAOHBESCIE Am A MNRET 52, ThHTHK
BEThHD, PiEEAL Am B X0 FoLHnb, K
FEENDEBIIERL > %o

XTC, DX ARSI X BBEDIMF - HEEN
WL, in vitro DR/NEEEIEBECIIEL X e &
WERBIGENTELY, EELP LR TV F
iz 50 mg/kg 1 EDAZZEAHRE Lict &, RiEIOFE
I oTRR ) B/NEIEEE IR EL X Tady0tehl, T5E
S IFEETIIEL, roThAREHERT L5
HOESRE LD, XIVEVCMERE 2 HhH, &0
BE X AERILEREOF R RB LI Z 21T,
FTTRAELTH DB LB, SEIOH R I hICRIE
e iy, 1EOARDOEEC IS>THR/ANEIEREY
FH b AERMERED LAY 5 5 L2l bn

LD T, AmB oROBREOEGM 1 DOFEY
HxteborE2 5,

RO EROBIHEEL S, Am B O 5ERAHAL
TBART X D ECITEEEN 2 bhich, HERK/NET
HEE Y HABERERRUE, RSV LEhU EomE
BE zbHh5 L, BRIVEHENECKE, HHtd k%
VWOT, ARBEIHENRCRFEIRDND, IR
LERCVAT, WETHORAEXFERAT 04 Y 2
KWThAH 5,

FRARNIBESMIEEE L A% LAz hllE, iR
CIDTRER LD E, ZLi4EBREROKERS
o3 8EBERO/NEREIISWT, L hbIFETE
DERIBECE LD i, MEEREL OBREHERS L
T, BAREIC X RS ROTTHEM % X 5o < 3R
T5LDTHH 5,

Tedks, SIEBEREDIHT, $7, $8 K OWTILERK
5 ARMBCET S XORPD Am B BEX 1L 5~
Ty, Fhnrh 3~5.5mcg/ml & 1~1.5mcg/ml T
Dfzs :

BB E TR D Am B Oific oo THELEE L
T 509% DMSO ##¥s (0.05M Y vE#iEye, pH 6.5
FERES) ZAVCTERD X > elifr 2 7ch, iEe

LTCIEEH Yy ¥k 2g w 5mg o Am B *jix,
REDSFA X LI, Rkkic 50% DMSO THiH L 7-#5
RTIL, OB X 2 ToOEIREKIL 95~98% D
BRThHBZ LA, ChieLT, 0.06M y v
AR, pH 6.5 I X 2B A% 50~60%, ZKEKERB
Witk i, T 10% Thole

£ &

Am B 0BT OEREIThBMGEE« OREE 8%
GATVAY, ZERMERFRD X D HENEVEEY
HET AL, EHLDTAERTHAZ LIERL,C.
albicans C-a-13 B AV 2F LWL HEBEIC X A K+
BEYRETAHEYRB L. 2OoHEX) AmB
DORREEICT A HIE IR A {FAR L, 0.003~
1.1 meg/ml OFFETRERRETS %o

ZOFRPUEHEC LY, Am B & vy iR N 5
Lick &, mMEERETOEEG 4 RHEE < R/ E
HIEIEEEL A FRM EREL, BExERDE LD
T ERL, BIEdh%d LR RREADRELERT
By, ELEThL OIS < LB ST
1%, MEREORMBEOREICET D LD,

25 LTH LWHIEEXEBEATHZ Lick>T AmB
OO 5T X BREEEEDLFEFE O LT
BT AR 2 bR,

Amphotericin B o fGi¥ 5 I nicBERA 274 T
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RLHEELFOHEBECHELERT 5,

1958

ARATOEERS 12 AEAEEEY RS (B 43 7) LYNCH, H.]J.Jr., FURCOLOW,M.L.,, Y'A.TES, J.
) . T L., TosH,F.E. & LARSH,H. W.: Toxicity and
#1410 8, @RM) ¥ X035 15 A KLF - absorption studies in humans of newer anti-
SRFEMES (AF11A16 B, FRH) KB TR fungal agents. in Antimicrobial Agents An-
ELTo nual 1960, Plenum Press, New York, 1961,
T @t p. 551
8) NEWCOMER, V. D., STERNBERG, T. H., WRIGHT,
L Gotp, W., Stout, H. A'.’ . PAGANO, J.F. & E.T. & REISNER, R. M.: Current status of am-
DoNOVICK, R.: Amphotericin A and B, anti- .. . .
e . photericin B in the treatment of the systemic
fungal antibiotics produced by a Strepto- infecti Chronic Dis. 9 : 354 1959
tes. L. In vitro studies. Antibiotics An- fungus infections. J. Chronic Dis. 9 : ]
myceres. = ’ 9) LoHAN,P.H., FURCOLOW,M.L., BRASHER,C.
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A METHOD OF DETERMINATION OF AMPHOTERICIN B
CONCENTRATION IN BODY FLUIDS

1. A Tentative Bioassay Method for Amphotericin B and the Results of
Determination of Its Concentrations in Rabbit Serum and Viscera
after Oral Administration

Kazuo IwaTa and TATsuo NAGAI
Department of Microbiology, Faculty of Medicine, University of Tokyo, Tokyo, Japan

In order to improve the current determination methods of amphotericin B which appear to be in-
adequate, particularly in determining the lower concentrations in body fluids, the authors have develo-
ped a modification of the FDA turbidimetric bioassay method.

The major differences to note in the proposed method are as follows : 1) Candida albicans C-a-13
strain was used as a test organism and the test medium employed was a semi-synthetic one supple-
mented with 195 casamino acids. 2) The organism was most sensitive to amphotericin B at the middle
stage of its logarithmic growth phase (the MIC was 0.08 mcg/ml). 3) Determination of the antibiotic
concentrations was performed by having serial dilutions of body fluids inoculated with the organism
in its correct growth stage and then further incubating, with shaking, at 37°C for 15 hours. Measure-
ments were taken with an electrophotometer of the Perkin-Elmer type using a wave length of 510 mg.
Recording the level of growth inhibition in terms of transmittance, the concentrations were calculated
based on a standard growth inhibition curve. This curve had been previously established to provide a
concentration range of between 0.003 to 0.11 mcg/ml of the antibiotic.

Employing this method, we determined the serum and intravisceral amphotericin B concentrations
from rabbits which had received consecutive oral administrations of 50 or 100 mg per kg body weight,
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every six hours for one day followed by 50 mg/kg every 6 hours for the next two days. In all cases
the serum concentrations reached or exceeded the MIC four hours after the first dosage, then went up
gradually after repeated application. After stopping, effective concentrations remained for a relatively
long period of time. Compared with the serum concentrations in each group at four hours after the
final administration, four times of the 100 mg/kg gave higher concentrations than four times of 50 mg/
kg. Eight times of 50 mg/kg also attained a little higher than the four times of 100 mg/kg.

The drug concentrations in the organs tested were found to be as much as several times higher than
the serum concentrations, especially in the spleen.

These results seem to suggest that oral administration of amphotericin B may be effective in the
treatment of deep-seated mycoses.



