AN} % Amphotericin B B I HEitic B3 % 5%

E W

oo

FRK MR RS Bl B 1l 7 A=
R & &
BTG S R B W dn A

i H

T E

FEERE RN

A

% M

IRR B R Bt I R Bt P

(FEFn 49 £ 2 A 14 HZAD)

Amphotericin B (LI F, AMPH) % GOLD et al.V &
X o T, Streptomyces nodosus O & % ¥kh OO X
RleRY = vRHAYE T, REGEEECEYT5E
FelT, b2 VIXERA 27 v A HEH O BRI A
EBELHVELZREOFHNEM L LTEL AvbhT
WE AR, NEBTZBRINGHHOIZ DWW TR — 21
Zlv, &Kk, ARBARESRCHAT ST 5 EH
DK FE X OHEY PN OBT R ERNCHESECINE
THZ LR, BAREECIAHED 1 SOERNES
FELTRAREBbh B, ¥, BAHKE IRz D
EHOBERCR T2 RERLTMS - Lk, BEREHE
EEHLT, 120HRKEHRSEELDTHS

FRXCB TR, £THECOWT, WEE, wl
¥, ERECOVWTHRFERL b, KECHRCE S
BRI LS 2T, BRRABTF 8 AonwT, &R
1EEEZTRR, BEs L OPEEY R ~ O B 1T % &
BRCRELT, ToRZEWELrE LBk, % i,
AMPH O KRBBEEA S DS S EX bR B
HREBAE LT, MEKESIOMEHEENEZ 2 &

o, chbolFeowThAgOBRELfTIW, L0
REF XIOHERREFTRELBLOT, T CeRET
Bo

£ B # H

1. AMPH =g,

FEPERER L LT Squibb Institute for Medical
Research flos#E# AMPH (Type I, Jiffi 980 mcg/
mg), BIORT V7 4 7THRECIIERE LTROHKE
Age#H (Lot No.2D 170) (LAF, $&#l), BXURv e
w7 (Lot No.2M 178) %\, 18R XY 1ml
TZzhZh 100 mg HlOAEFZEL. WThd BE

Table 1 The composition of the assay medium

Mycological peptone (Oxoid) -eceeerereereeenes 7.5g
GLUCOSE ++vvereeerrrneremnmineerniineerrmiieeeeennnens 10.0g
Yeast extract (Difco) ........................... Z.Og
Beef extract (Difco)

Kanamycin
Distilled water - ceeseceereeciieceerreiiiiiiieiaenes

Table 2 Summary of patients administrated amphotericin B

Name Age Sex Weight Dose (mg/kg) Diagnosis ﬁ‘“’é‘;ﬁ‘; m Chemotherapy
M. O. 26 M 50.4 Tablet, 20 Chr. Plm. Thbc. - VM, INH, SA
I.K. 67 M 50.5 Tablet, 20 Chr. Plm. Thbec. ~Hi- SM, INH, SA
S. M. 49 M 42.0 Tablet, 24 chr. Plm. Tbe. +H KM, RFP, EB
F. M. 59 F 50.5 Tablet, 20 Plm. Penic. + NYS

I.5S. 67 F 42.5 Syrup, 24 Chr. Plm. Thbc. - SM, INH, SA
N.I. 64 M 4.0 Syrup, 23 Chr. Plm. Thbec. - SM, INH, SA
M. M. 34 F 50.0 Syrup, 20 Chr. Plm. Thec. - KM, RFP, EB
Chr. Plm. Tbc. : Chronic Pulmonary Tuberculosis

Plm. Penic. ¢ Pulmonary Penicillosis
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A2 AT HRAESHL LSS 51,

2. EERREHE X OREEK

BEREKT, MEBEREN LS LTHRELTWS
Candida albicans Shibuya #:C, AMPH w32 EE
#iFH 0.01~0.2mcg/ml T, ZELTHRTE B, BiY
B I OCERAEHE, Table 1 (R TE#2 H W
oo

3. #ikE

EEE LCREBTFRI VT 4 78 ABLIUEET
j\’i’iglzuffo

AF VT 4 TIXES 19~30F (Fy 22 F), K& 50
~84kg (g 62kg) THoko ThHLDOEF VT 47T
BRI EYIRA 3 6, BIRBADOFN, ikl
(9ER/D) & 1 BB oD B CHNER R A
LTwigh, BEABRETH ORI RIZARL, ¥
7o, ROEH, $, vev) ) —rvBELERTHD
Too IR D TRTEETH O,

Pk B Ex Table 2 DL} b T, F4 26~67F (F
¥ 52F), {kE 42~50.5kg (Fi5 47 kg) T, 7D
5 b 6 PNHBHIFRSRIE TH 2T, ABUEE OBEBEN
RDOIHM, BRI LEED Candida pSREH I T
Wh, ZD 6 FIDREIIESCIIIERA O BE N DOST
LhTW5, o 1 FNXERF» LREITCh ) 250
Penicillium »35HERE#RI N, =) v AL 28
ThTnib,

£ B H &

1. AMPH 0 &E

FRPIT Table 317/ T L% D C, E5Eo C. albicans
DB BT X o, BRI O ERIC Y 0T
13, EFE¥EYE S dimethylsulfoxide (DMSO) T 1

Table 3 Assay procedures for amphotericin B
concentrations

Transfer slant culture of Candida albicans Shibuya
strain at 37°C 24 hrs. to the assay broth

Adjust the cell concentration into OD 0.9 at 630 mu

|

Inoculate 0.1ml of the cell suspension to 2ml of
assay broth containing either standard drug or
sample

Incubate at 37°C for 16~18 hrs.

Determinate the OD at 630 mu

Calculate the amphotericin B concentration as com-
pared with standard inhibiton curve

mg/ml DEKE L, TOFEE»S pH 6.4 0V vEEE
R (LUF, PB) CATEDOWEIARL, i 2mlic
0.2ml L7, HEIA—D LD 3 AORBE
AW, BREAORNEELL BB E T 6 B 37°C
TIREEEL, —ERECHE LK, 0.05ml OF e
v R=T2{TOWMTOELTEE L, ThbiMER
BT 16~18 B 37°C TE;ER LK, AA~v) Vi
MXTREL, A—RBBREX ST I LIE,
H37 101 B4 HEERH 2 T 630me CHE Lz, A
NBITIRARDHEENT ODeso %, il CHBARE) WCHEH
BEEZZhFh7 ey b L, EEREY X

KRNI REEECARLT, 0.2ml HEmL, F—4%
T BROBRIER T, HEED SERE R L5
ot

2. E, K, mE»HOEH O

FF PR OHHIEE, IO~ HBHE O RIC
ST, Table 4 D Lkh, HZHEEZEAHT O
TD DMSO w172t %3, FEHEXLFELEE
MEHC —20°C 7 ) —F—hic AR THEE L, RIRE,
ZEBDPBBER LS VYR — TP RESFALL,
%D lg % 5ml 34 7 AR CERHEEGR Y T
D, TRIZ 10 fEED 100% DMSO %%, k<&
ML, HWIRE L THORBEFT 1 K2 TR
2o BH, ZhE@ELECHL, 3,000rpm, 60 435E.C>
LT EERED, MHRBERE L, ERT KB DOT

Table 4 Preparation of feces samples

Feces

Store in deep freezer at —20°C within 7 days

|

Homogenize with equal weight of phosphate buffer

|

Lyophilize

Extract with 10 times volume of DMSO overnight
at 4°C

Centrifuge at 3,000 rpm, 60 min.

| [
Ppt Sup.

Dilute with assay broth
at appropriate concentrations

|

Assay samples
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X, ZOFED 100 FREEoLK D, FHERE Tk
W, FEEYRVCTARBRETook, HBELT, &
Bl D FEHI 581 B O FEM o [RRE AL H R o [ —i
EDd DR AV,

R o\Tix, 5ml RkEss L, 1ml o DMSO ©
U TRERRRE L,
MEIFOEEDCmEL L, T0FE, IV
TRAET R DMSO HiH D% 2 05 Lico

3. Exo#s

FIVF 478 NI 2T, 1EacEH, ol
Feikovr y 72 TR ER1TERS Lo WTERDHKE
lkg Mich 3Bmg iTied X5 CHE L WoiF 5,
BET NX2FECHT, 4 AIREEHR, 3 AR YRy
TR 1ERS Lico Whd 1 AY%keh 1g 5 LEeD
T, AE lkg M) OHHEREIX 20~24mg TH 5,
BH%, 24 BEE 2 &gk y BT 5 & dti,
24 B L D&R, 2FwED, FFEEBEBIVEERY
JiE Lico

CDBIAEZ VT 4 TIXT 2 — ARk, SEDOKS,
SBIEWAY ST BEORMEYED, i, BED
EB X Tblt\wX 518 L, BB ETOWTHFEE
ERBDDOARERZEDLY, BICABXTIhlchhok,
2 BR & R

1. AMPH o ZEEEEHEMR

AR DR X 2 BB EREMB LY Fig. 1 1TRd,
COFTHRBhDERD, ZOREEKITIEK 0.005
meg/ml 2 BREFEES 51313 U, 0.01~0.2 mcg/ml
DHITCIHIFERN L RBEEN A DRI,

2. Bk B O IEH DR

%3, FEEFo AMPH oHsEic oW TN I
oo Ml E TRIC X A EIER %Y Table 5 1273,
TRV Y b e, EEEET, EHEE
LTO0.1% OECHEHFMM L RN LIc b D TH %, B
LD T, RbhOKGOMELEEL, HER
RN ORI L G L -4, 50% 3 X 0¥ 100%
DMSO THiH Ltz WTFhD&MHTH, PB #1713 50%

Fig. 1 Standard growth inhibition curve for
amphotericin B against Candida albicans

0.D. 630 mu

Lo tor vl Il 11

10 100

L1l 1

0.0 )
1
amphotericin B concentration, my/ml

DMSO TIXEMC LR, ERITIEE AL
RABETH DT 100% DMSO pait Kk Sk DA i hs
bbb, IHBTBEMNTE, LK, HERE
LTI bEWERR L, 75%DEIREY 2
oo

7ok, BRERFREA7 BUECAEbiwX SEEL
Topd, TRUX, BRESETE 7 B RIS TRAIIMm A
LANETHD T L RHPDIIDTH D,

3. I X OB ORFIRE

IR D G TRAE S E SR VT 4 TD 5D,
SEFIB S DA DOHEME RS Table 6 35 X0 Fig. 2
2, vey S E¥ED$EE% Table 7 33X 0° Fig. 3 @
R e, BEDO DL, HHEEHAOKEFEHRE R
Table 8 12, ¥ w»y F7HEHIOWREL Table 9 IR
G, KBS VT 4T TR, GEHOBTEE LSS
MR 1~2 Hicki (3,880~8,240 meg/g) DPEHIA
Abh, KES, Tiib 96~99% X 3 HLIPIEIR
h, 4 HBCREAMBEORIEIT & ool EIER
WX 1A 53% THoTens, o 3Gk 73.78% &, #

Table 5 In vitro recoveries of amphotericin B in positive

control feces by various extracting procedure

Lyophilization Extracting solvent Recovery rate (%)
No M/15 PB pH 6.4 < 1.0
No 50% DMSO with PB < 1.0
No 100% DMSO 72.6
Yes 50% DMSO with PB < 1.0
Yes 1007, DMSO 75.1
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Table 6 Amphotericin B fecal concentrations in four volunteers following an oral administration
of the tablets

Days after administration Total Recavery
Namel) Dose?) 0 1 2 3 4 AMPH® | rate
Feces?) 150 60 180 200 50
I W. 3.0g AMPH") 688 5280 3840 1200
Total®’ 41.3 950.4 696.0 60. 1747.4 77.7
Feces 140 210 70 150 270
T. M. 2.3¢ AMPH 3880 1140 104 18
Total 814.8 79.8 15.6 4. 915.1 53.0
Feces 100 60 80 170 160
H. M. 1.9¢g AMPH 80 8240 2100 192
Total 4.8 659.2 357.0 30. 1051.7 73.8
Feces 20 85 135 190 65
L T. 2.3z | AMPH 208 | 4480 | 3600 800
Total 17.7 604.8 684.0 52\. 1358.5 78.8
1) : 19~30 years old, male.
2) : 35 mg of AMPH/kg body weight were given to each individual.
3) : Total amount of AMPH. (mg)
4) : Calculated based on 757% recovery in vitro.
a) : Total weight of feces. (g)
b) : Concentration of AMPH in feces. (mcg/g)
¢) : Total weight of AMPH feces. (mg)

AMPH: Amphotericin B

Fig. 2 Amphotericin B fecal concentrations in
4 volunteers following an oral administ-

ration of the tablets

—
=3
T

Drug concentrations, mg/g
.O <
S =

o
)

o
=)
=)

=3
o
T

ration of the syrup

=3 o o —
- = oo o
T T T T

Drug concentrations, mg/g

=3
™
T

Fig. 3 Amphotericin B fecal concentrations in
4 volunteers following an oral administ-

1 2

3

Days after administration

-
=]
=)

<

1

2

3 4

Days after administration
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Table 7 Amphotericin B fecal concentrations in four volunteers following an oral administration
of the syrup )

Days after administration Total Recovery
Name?! Dose?) 0 1 2 3 4 AMPH?®) | rate?
Feces™ 125 115 145 155 20
0. T. 2.1 AMPHY 200 2120 880 44
Total®’ 23.0 307.4 136.4 0.9 467.7 29.7
Feces 160 200 220 80 60
N. K. 2.3 AMPII 800 1140 64 -
Total 160.0 250.8 5.1 - 415.0 24.1
Feces 142 140 80 120 80
S. R 1.8 AMPH 1040 6560 2160 720
Total 145.6 524.8 259.2 57.6 987.2 73.1
Feces 80 530 260 180 290
T. K. 1.9 AMPH 880 720 68 40
Total 466.4 187.2 12.2 11.6 677.4 47.5

1) : 19~30 vears old, male.

2) : 35 mg of AMPIH /kg body weight were given to each individual.
3) : Total amount of AMPH. (mg)

4) : Calculated based on 75% recovery i vitro.

a) : Total weight of feces. (g)

b) : Concentration of AMPH in feces. (mcg/g)

c) : Total weight of AMPH in feces. (mg)

Table 8 Amphotericin B fecal concentrations in four patients following an oral administration of the tablet

Dose Days after administration Total Recovery
Name | (mg/kg) 0 1 2 3 4 |AMPH(mg) | rate®
F. M. 20 Feces?®’ 150 180 200 80 50
AMPH® 920 1280 4 0
Total®’ 165.6 256 0.3 0 421.9 . 56.3
M. O. 20 Feces 180 150 180 100 100
AMPH 1680 58 138 0 .
Total 252 10.4 13.8 276.2 36.8
I K. 20 Feces 100 120 100 160 80
AMPH 180 2280 880 192
Total 21.6 228.0 140.8 15.4 405.8 54.1
S. M. 24 Feces 300 200 180 60 250
AMPH 0 740 4120 1060 .
Total 0 133.2 247.2 265.0 645.4 86.1

0 : Not.detected, <4 mcg/g

1) : Calculated based on 75 7 recovery in vitro.
a) @ Total weight of feces,(g)

b) : Concentration of AMPH in feces, (mcg/g)
c) : Total weight of AMPH in feces, (mg)
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Table 9 Amphotericin B fecal concentrations in three patients following an oral administration of the syrup

Dose Days after administration Total Recovery
Name
(mg/kg) 0 1 2 3 4 AMPH(mg) | rate!
LS. 24 Feces ) 80 50 100 50 30
AMPHP 36 1280 64 0
Total® 1.8 | 128.0 3.2 0 133.0 17.7
N. L 23 Feces 10 20 100 100 70
AMPH 0 0 4560 480
Total 0 0 456.0 33.6 489.6 ) 65.3
M. M. 20 Feces 120 200
AMPH 360
Total 72

0 : Not detected, <4 mcg/g

1) : Calculated based on 75% recovery in vitro.
a) : Total weight of feces, (g)

b) : Concentration of AMPH in feces, (mcg/g)
c) : Total weight of AMPH in feces, (mg)

Table 10 Amphotericin B urine concentrations in eight volunteers
following oral administration of either the tablets or syrup

Days after administration
Name Dose!! 1 2 3 4
I W. Tablet 3.0 Urine?®! 1280 1190 710 1260
AMPH" — — — —
T. M. 2.3 Urine 880 1050 750 810
AMPH 0.11 - - -
H. M. 1.9 Urine 700 670 880 1060
AMPH - - - -
LT. 2.3 Urine 1570 750 1210 2860
AMPH - - - -
D. T. Syrup- 2.1 Urine 950 810 700 . 780
AMPH - - - -
N. K. 2.3 Urine 1400 750 800 600
AMPH 0.10 - - -
S. R. 1.8 Urine 530 500 420 760
AMPH — — — -
T. K. 1.9 Urine 1280 1290 960 1700
AMPH - — - -

1) : 35 mg AMPH/kg body weight were given to each individual.
a) :.Total volume of urine. (ml)

b) : Concentration of AMPH in urine. (mcg/ml)

—: not detected. <0.1 mcg/ml
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L2 3/4 BEMEIHEIRI hic,

i, Yuy 7OBTEREIRI 4FICDOWTL, §E
FloBa L ARk 1~2 B BICiRkiE (880~6,560 meg/g)
DERHZ LR, %13 HEURNCKBGOBENKT Lic
2, EERE e ) DIEAER R DR, 24~T3% 5340
Lﬁ:o

5K, vwy THEORICIY, FOREEHMELLE L
et Hl ORI AL RT, £AZ

CikEOR, 1T BEEA 1 HE N T, 2~4 HHE
AR DEFMNER I hic, SFEHEEFATIE, WTh
LENE 4 HHATRbh, EIREKT 36.8~86.1%
CHAL, BETFOMAENRZ bR,
vvwf&5%6u3%@5%,1%ﬁiéﬁéot
», $H1HARTOERE LMFRTEIHOkiD, B
BERRERIB b2k, BY 26055 14

ORI S0~ Momeyly LTI At b o ot i ol
TEWERERR LI,

ZhicK L, Rk 8 giidk 2 fiic Days after administration
P 1 HERZhE R 0.096 mg, Name Dose!? 1 2 3 4
0.14 mg BB TE 72T T, BHERR 1. W. Tablet 3.0 - - - -
EERBCANTS, OLXS5PBELL T. M. 2.3 - - — -
B2 R B gDt H. M. 1.9 - - - -

¥, MePPREEL 24 BERGE D 24 LT 2.3 - - - -
BRI & &R U e BRI B R R D. T. Syrup 2.1 - - - -
(0.1mcg/ml) % = 2703 DL e 270 N. K. 2.3 - — - —

BEGTE, FHOBTRE LS S. R 1.8 - - - -
&, 46lF3HTIX 1~3 HECES T. K. 1.9 - — — _

(1,280~4,120 meg/g) DM AR LR,
4HIZ 26T 0, 161 CHEOHT

1) : 35 mg’kg of AMPH were given to each individual.

—: not detected.

Table 12

Amphotericin B urine concentrations in seven patients following oral

administration of either the tablet or syrup.

Days after administration
Name Dose (mg/kg) 0 1 2 3 4
F. M. Tablet, 20 Urine®’ 1750 1600 1200 2000 2000
AMPH" - - - - -
M. O Tablet, 20 Urine 1600 1200 2300 2400 2200
AMPH — — — - -
I. K. Tablet, 20 Urine 1300 800 1000 1100 1000
AMPH — - - - -
S. M. Tablet, 24 Urine 1500 1300 1300 1400 1100
AMPH - - - - —
I. S. Syrup, 24 Urine 1500 1400 1300 1300 1200
AMPH — - - — -
N. L Syrup, 23 Urine 1300 2000 1800 2000 1900
AM PH - - - - -
M. M. Syrup, 20 Urine 1350 1300 400
AMPH — - -

a) : Total volume of urine. (ml)

=3

|

: not detected. <0.1 mcg/ml

) : Concentration of AMPH in urine. (mcg/ml)
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F2HAR, BLO1FIE3HECRBOPHEAAD
h, DSBS Ui, EUREKIX 1 FI5% 17.7%, 1l

D 1GIH 65.3% ThHot,

Fiz, Reb, ML ThORCE T 5

4.

BEBFEORIER, BILEBREARR

BB O EF B G-H I L R EBIC RT3 BLEW
B RSy Table 14 ITRT, BehbhbEBh,
WTFhOBECR TS, MR, mKEERTRCE

HWe&insyofe (Table 12, 13), HHBRAKRGORE - BOBLERI Lo, Fie, F#H, ARER OF
FEELTHEDTHELABIRI TR, FERIC HHFEETRE  DIkied 0T,
Table 13 Amphotericin B serum concentrations in seven patients
following an oral administration of either tablet or syrup.
Days after administration
Name Dose (mg/kg) 4 hrs. 1 2 3 4
M. O. Tablet 20 — — - - —
I K. 20 - — — — —
S M. 20 - - - - -
F. M. 24 - — — - -
I S. Syrup 24 — - — - -
N L 23 - - - - -
M. M. 20 — — — - —
— : not detected, <0.1 mcg/ml
Table 14 Laboratory examination data of patients.
F. M. M. M. N. S. M.
pre. post. pre. post. pre. post. pre. post.
RBC, 10*/cu. mm. 400 383 425 432 335 386 438 381
Hb, g/dl 13.0 3.4 12.2 12.4 10.4 12.2 11.6 12.0
Ht, 2% 39.5 39.0 40.0 39.5 35.0 42.0 39.5 39.5
= Thr., 10* /cu. mm. 10.2 10.8 10.6 11.6 22.0 10.4 10.2 10.4
Z% WBC, /cu. mm. 5500 6000 6800 5800 8100 7500 4500 5100
e St. 6 5 5 2 6 3 0 1
i;: Seg. 41 36 66 69 62 40 50 52
8 Eos. 1 2 3 5 1 9 11 11
Bas. 0 0 1 0 0 0 0 1
Mo. 4 9 5° 3 9 2 4 3
Ly. 48 48 20 21 22 46 35 22
T. Prot., g/dl 7.0 6.5 6.8 6.6 6.8 7.1 8.6 8.4
Bilirubin, mg/dl 0.8 0.8 0.3 0.6 0.8 0.4 0.8 0.6
,g TTT 2.2 2.9 2.5 3.4 2.5 2.3 6.2 6.9
s Kunkel 3.0 4.4 6.5 11.0 17.2 5.5 8.8 16.2
g Al-phos. 3.3 2.6 4.6 5.5 6.9 4.8 10.4 8.6
<
O S-GOT 73 62 32 35 48 42 79 80
S-GPT 23 18 29 26 36 38 45 39
Urinary Sugar - - - — — - 3+ 3+
Urinary Prot. - - - - + + — -
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EF VT 4 7 TRY vy TREFNC 1 FIREOIKEL
HOTAICIRELTRE B EERII AR bhith D,
% =
AMPH %% & ToiMiiE D FFIC DO TIX, SEELIGY 23
—20°C T3 BEHLETHHIEEHEL TS, EH
BHEFHT 1 EME RECHERENTRETHD, &

FHCEN I\ & E R Lo

AMPH DsgEPCO\WTik FDA YR L' Z hic#
MUt REOBRTEEI NS DM, LT LIEVHE
ECHBIC HIE LA e W ER S DI, 2RV C.
albicans DRRITMMOER, D Candida FEER IV
D b OEERHE I RRIC HlE U CARFIC 35 Bz Mot
B, bEdRosEic D Eme e LicBuRic B EIRE
HiE B SR, HHHEHC L5 LB THEH
DT X BEBERZ BRI DT,

OWTC, AFROFLFETHHHEMFEHD AMPH O
FECELT, FOMBERL O WTRNS K BIT,
PLATT® XK T 20% #FEZ 22 Thb, AKD 25
fEl 5 kED DMSO @ X AhhitHEa B Ziny, #5
BOF 66% OEUINERE XA, HELTW5,

EOEHNEINER T, 50% © DMSO #iH4 <
T4, 100% DMSO iz X 33 ANETH Dl &
OYRIMEIL ORANE, BRSPS hi 3
OWTHARETH DT, 50% DMSO HhiHizko ERAEIX
100% DMSO #hiHkic X % BRED T 1% UTTH
Dize HEASMNIY FFERNDO AMPH O EILA 50%
DMSO Ti3F5ELTHDH, LH|ELTHH, EFEFH»
LR EIX4 L R OLBBERL TV, SO &
FFC B S hiz AMPH H3E 0 &k To soluble
7okfETIEin {, BARTNER et al.” & LT W% X
51z, desoxycholate DFF{ETTD 2 v 4 FIRGEEDIK
RTHETH Db L,

7wk, TRV DMSO iIiEEkex L
REMLEEA AR LD T, FOM%E L HKHIEE & OB
FERLLRICEZAH, 0.6% ETELEIEER AL
¥, KERCOWTALEEEE JIFL T &%
TR UTco

Wi LA, AMPH i3 dnciz & A L i D18
S R THH & h, CORETED THEETSH
D, BREEESCH LTRENDELRTTHA D
TERTHIND, ZOEERLBEORETE 2~3 H
FsEE L, £ O BEEIHA Lico

Wi, BEOTLISH/BHOREG% 51T TwaH
BEEZEOHM R AMPH OBila 4% &, #EHCD
NEAENET AR, RS JOHHH RS S5
hTWb, Tibb, @BEATIX 24~73% MNFEFEFH

HERIhADEH L, BEFTIE 17~86% & &R
DRV I TER IR TS, Lzl ZhiElt
DIEFITIE, TOShD, EEEEDOLDTHDNE

SMTHIRE Ligvso WFRIZ LA, 0 X 5 inigikne
BB EGIOBAT S BEERFCRE LY CEEPT
X h, TOBEIRE 1,280~4,560meg/g O
XOCEBECEL TV,

DEo#EFEh~OPEHER L2 IBPMT A S &,
PLATT® 14 LT\ % 28~111% DEIREK L\ 5F
—~X0BBH, SEOEBRERIhLITIF—KL, H
AAEDNT S RBEOHEHAEZR LT 5,
ke, NCEREEIRIEED, If, KRERER
“D\Tix, PAGANO® (31 H 8g # 5 Cli#iHAHE,
JRep 0.1~0.3 mcg/ml, MARTIN et al.9 1% 4g 5T
Mk REE, FORSTER et al.1® i3 10g R 5CH M
0.01~0.02 mcg/ml, JRe 0.01~0.02 mcg/ml, LITT-
MAN et al. WV 2R REE, AHEX 1g 5T
M EE 0.12~0.19 meg/ml, 24 KA T dR/ATE
B -EEY 5 b EhhRERMER L, EmELTY
Bo SEIDEHZDT — X IR OWTIXFERDH
L1 AR Ei, MPBECOWOIEBEEORE
wHRIE, chbo#fds L RAETH I

DX 5 i OERE S hhrio b3, LEHAN ef
al.'®, LYNCH et al.¥¥, DUNN et al.™® 305 TH
L LIERARRE LTR Y, LoRRk- 5 iHik
RxThhbo Fiz, MIC IT3E LW R i1 3
WTHEL R LE LWIRERLZE 2 E, WHa
W ZOMERERT Il d Lk
Vo

PExET B, RACES S ReRERNT, #EE
THEBEERBEEBATLO U X S eRECEFEFHE
Hah, BERERECT SRR ERTTHAI T
EWREhic,

oz Lir, HALDE et al.'® 1 X 3iE% M Candida
T A BEERIBERUROBREC EOoT 3 5 S &
5 [e]

= #

WABTARS v 1+ 7 8 Aic 35mg/kg fkE, B
MR X O EEAE R ET7 A 20~24mg/kg D
AMPH % ZhFhiEH], Fhilvwey 7O TI1EEE
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An attempt was made to study absorption and excretion of amphotericin B in healthy male adult
volunteers and patients with chronic pulmonary diseases such as tuberculosis or mycosis following a
single oral administration in the form of tablet and syrup.

For determination of amphotericin B concentration in body fluid and feces, the turbidity method was
employed by using Candida albicans Shibuya strain with sensitivity ranging from 0.0l to 0.2 mcg/ml.
Fecal samples for determination were prepared by homogenizing the feces collected during every 24
hours by the addition of phosphate buffer of pH 6.2. Thereafter, the samples were lyophilized and
then extracted overnight by adding 100% dimethylsulfoxide. In vitro recovery rate of amphotericin B
from positive control was 75%.

In the above volunteers and patients, antifungal activity of amphotericin B failed to be traced in
serum samples during the course of experiment following a single oral administration at a dose of 35
mg/kg body weight. No traces of the activity were detected except in two of fifteen urine samples
collected during the first 24 hours after the administration.

During the four-day period following the administration of amphotericin B to the volunteers and
patients, the rate of recovery in feces reached 28%~78% and 15%~869% respectively. It was learned,
however, that the excretion takes place mostly within the first three days following the administration.
These results seem to give an evidence to the clinical efficacy of amphotericin B in suppressing an
overgrowth of Candida and other yeasts in the gastrointestinal tract and subsequent infections.

During the study, no side reaction was noticed whatsoever could be attributable to the drug or
necessiated discontinuation of administration.



