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Table 1. Characteristics of patients
1.0 kg/d 2.5 kg/d 5.0 kg/d. Total
Evaluation items me/kg/day mg/kg/day mg/kg/day ©
(n=14) (n=9) (n=9) (n=32)
male 12 8 7 27
Sex
female 2 1 2 5
20—29 2 2 4
30-39 1 1 2
40—49 3 2 5
50-59 3 1 5 9
Age (years) 6069 4 4 1 9
70-74 1 1 1 3
Mean 50.3 52.0 55.3 522
S.D. 15.2 18.5 8.5 14.4
. Mean 164.5 163.7 164.7 164.3
Height (cm)
S.D. 5.7 10.0 8.3 7.6
M 56.1 495 50.6 52.7
Weight (kg) ean
S.D. 15.3 10.0 7.7 12.2
Diagnosis
Invasive
Pulmonary aspergillosis 1 3 3 7
Pulmonary aspergilloma 7 4 3 14
Candidemia 1 1
Disseminated candidiasis 1 1
Pulmonary cryptococcosis 3 3
Cryptococcal meningitis 1 1
Possible mycosis 2 1 2 5
mild 5 3 1 9
Severity of infection moderate 3 4 3 10
severe 6 2 5 13
13 9 9 31
Underlying disease izs 1 1
. yes 9 5 7 21
Antifungal pretreatment
no 5 4 2 11
MEfL7zo $72, G 1HHOT7F—%1230%, HAD L & xR
bR & B e G PR 2 TP L, FEHE & Ok L. JEBIDOPER

KT Ty MZXDKRE L7,

4) NI TR

b T 7R, GRS L ITEBRE NI,
2RET L7z

5. 424V M T

VR, AHEFRLE EGHHPICEEL2H 5
WAHIFFELL BV, HEHWITERL ZWEME, JER, R
BT, BRMAEHORELS % &) ORI &2 MG L7z,
BT, BEHTHR N HMEZRIRBENM E LRI
HEHLZ2HE L. 72, AMPH TEELEZZ O
B JI IR N B G- 2 S8 L 722 B (5 -5 B 8 B )
WA L7 AERGOEEE B X CHRMRAEO R
EENZOWTIE, HARLEHREE A O I 1T & H) %
L, BELAETRTOAFEHELII L-AMB & O N EBELR
DHEEAT, KBRS EETE 2WAEHRL LRI
HE L,

Z DHER

BEREINZ 2 BNITRTARALSLHFITL 2 HED
BFoh, &FNZ L-AMB »%5- 8 hvize H5-HHTIE 1.0
mg/kg/ 13 14 B, 25 mg/kg/H 196, 50meg/kg/H
TIZIBITH o720 2D H B, 7 HE U LI5S 7= ER]
1$ 27 B, 7 B RW TR ERT L7ERIZ S HITH -
7205, 5ED) LIHEIC X WG 2K T L7EMIZWZ
Mmolze Fiz, 21 HEERG- SNERNL 17 BT, 21 H
A TG % H ik L7z REB1E 15 Bl TH - 72, P 5
H#013 % # 1.0 mg/kg/H 1% 134 H, 25kg/mg/day 1
179 H, 50mg/kg/HiZ 156 HTH - 7zo HILBEHON
AL, AEHLOFRI 10 F), FEHE 26, HEEOR
w516, %5 -Fiath oA EERAMEHE 16, Ko
BAL1IBITH o720 L-AMB 238 5- 37z 32 vk, 141
(1.0 mg/kg/ HHE) 1342 5- Bk 2 5314\ IF 0 R e 55 A 56 8L
L, ik L7272 1 B2 B < 31 5l % SEW B RE O FFHT 0 R
&L, 326lah2Rett g s Lz,

2. FEBIOE R

VLT R G 32 Bl OB ERB T 7 &2 /8 L7z (Table
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Fig. 1. Serum concentrations of amphotericin B after intrave-

nous infusion of L-AMB at doses of 1.0 mg/kg (A), 2.5 mg/kg
(B), or 5.0 mg/kg (C).
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EROPHGEL 2 Ko, LT, REMENT 2~V F)L 2
iE 7B, H Y FIAE 1B, S 2T FE LB, NG
27 Ay 2 AFEIB, 20 T by s AR H
BHHEIESEW S5 BITH o 720

B OVERNE B 27 B, L 5 Bl & Bk EELE
<, SEHE 23~73 M CHIERNT 522+ 144 % (B +
HEHEfR ) Td o 720 32 Bilvh 31 BB R F 7213505
FE (A% 5 BRI BUE R 2 &) 2530, 32 Fid 21
Bl 254t D VRAE M B R RE VR SR 1 X B RTRHE 2 2T TW»

Too BIEHETIEA VU= 146, V7 VA vH 11
Bl, 77FVUN4H), TV rBIYTOY) —
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3. JEWymhRE

D #EE SR AMPH-B i1

F MM To L-AMB #45- 1 H H o1& + AMPH-B
REHRE B X OEY e T 2 -5 ER L (Figld
X U Table 2),

SRR (Vdss) BEX U &% 7YY 75 A (Cltot) D
PR, GRS TIRTF L7 (Table 2),
Cmax CPIME + BE#ER ) 1%, 1.0 mg/kg/H#E, 25 mg/
kg/ A%, 50 mg/kg/ OB TZEN 2N 596+3.02 ug/mL,
1619+741 ug/mL, 4571+2014 ug/mL, AUCyx(F3¥H
fifi = BEHER %) TlE, ZNZFN555+39.0 ug - hr/mL,
1385%56.5 pg « hr/mL, 390.3+2232 ug - hr/mL &, H
WA TITONIN L7228, B G-mIoxt LIEREME %2 7R
L7z (Fig.2)o F7z, P9 (t.) O = BEAE(R 2
TZFNFN83+20hr, 98+80hr, 7014 hr TH -7
(Table 2) 5

2) b7 TRE

HEHEINC, WBREZEO LT 7REOHEE % Fig. 3
RS BOBELEHICED 5 7H#EH 20 ug/mL
P ERLTWABERD, 25 mg/kg/HIS5-#, 50 mg/
kg/ H¥ G5-HETH 2 BlEED Sz,

4. w4Ek

AR CTRRO S NZEIWEH 2 AREBERICR L7 (Ta-
ble 3)o EREIEMIE, MiEH s LT F= Al L5, G
Ay AMEET, Mk p2Isurury SEKT
Thotzo RIVEHOME, HEIH RO NEn
FTHMEMCDH D, TS ORI AFED S N2 RERI,
1.0 mg/kg/H % 5-# T 14 4 10 B (714%), 25mg/
kg/H¥% 58T 9 I 8 51 (889%), 5.0 mg/kg/ H P 5
TOFIR 9B (100%) TH- 7z

AERT, L-AMB 50 H 35 L O L-AMB 2 5-# 1
1 7 B#ECISE LERIE, 1.0 mg/kg/HPX5-# 14
B 2 61, 25 mg/kg/H¥%5-% 9 #9161, 50 mg/kg/
H¥x 54 9 Bl 2 Bl oFE5 1 (156%) ThH o720 VI
DILTHIH L-AMB 5 FIAHT 2 & HHE 2 LR B
PHEZA L, HBEMIZZNOPERTHTICW 257
EHIWF L7225, L-AMB 28¢5 2 Cw/z72% 1.0 mg/
kg/H 58 <16, 50mg/kg/H 5% T2 613 L-
AMB & OREHBRIIBETE LV EHE SN,

BIVEHNC X 0 bk L 72ERNE, 1.0 mg/kg/ H¥%5-# T
200, 25 mg/kg/ H¥ 58T 1 41, 50 mg/kg/ HIx 58T
5BIDR 8 BITH > 720 HIEIZW 2 o 72 F 2 BIVEH X
HH 27 L7 =8, BUNBMTH - 72,

P 51 B SIS 2 R B R L 72 (Table 4) o 2 5-1F
58 S D FE BB B0E, 1.0 mg/kg/ H¥%5-5T 14 Birh 5
B1(35.7%), 25mg/kg/H¥GHT 9 il 361(33.3%),
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Table 2. Pharmacokinetic parameters of L-AMB in patients after intravenous infusion on the first day

D (mg/ke) Cumax T2 AUCo-24 AUCo- Cliot Vd (ss)
osage (1m,
selmerts (ug/mL) | () | (ug-hr/ml) | (ug-hr/mL) | (Lkghr) | (L/kg)
Mean 5.96 83 55.5 64.8 0.026 0.30
1.0(n=13)
S.D. 3.02 2.0 39.0 45.8 0.018 0.25
Mean 16.19 9.8 1385 175.2 0.019 0.21
2.5(n=9)
S.D. 7.41 8.0 56.5 84.2 0.013 0.13
50(n=9) Mean 4571 7.0 390.3 442.5 0.018 0.18
On=
S.D. 20.14 1.4 2232 269.7 0.017 0.16
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Fig. 2.

Dose dependence of L-AMB pharmacokinetics (Cmax or AUC: Mean + S.D.).

N =13,9 and 9 at doses of 1.0 mg/kg, 2.5 mg/kg and 5.0 mg/kg, respectively.

50 mg/kg/H¥ 58T 9 FIk 6 51(66.7%) TH Y, F7z,
BB OWERE TR LN GRS, B OB X
ORI 4 B, VPR PRI BES 3 B, JOBK, S82%, M
MK 2B TH o720

BRRAED S b, MEHR 7 LT F= 2, MiEH s
% 2, AST (GOT), ALT (GPT) o [#5-BIlaHi,
[P ], [P TR B X O [RfkBigEns] To
rhufi & R BERNIR L7z (Fig. 4a, b 3 X UF Table 5a,
b)o B, S JofEizimEdh 2 L7 5=, AST
(GOT) BIUALT (GPT) Z5HEBI DR AAHE, 1L
1) 7 DI BAEG T ORME D 5 F b Ll % 5
L7260 AST (GOT) 3 X 0" ALT (GPT) & [#%5- Bt |
Mo [REBIENR] FTEARRTRELEHEI R >
725, M2 L= G, R
WZONIMEIIC S > 720 —T5, MER A Y 7 A3
AT ORI B - 2o

m. = =

L-AMB @ H#)%4 T 5 AMPH-B @ & [ 7 LRl
ERFEHEOB S 2 ZB L, BHERA T % < EENE
WE RS 2 0t BB R IR T X 2 RIS T
L-AMB O3EW BB & O e % Miad 3 5 Bkl %
L7z

L-AMB % $5- L 725G 9 & £ B REFRAT 0 G E 51

31 Bl oOMEFE 5RO Y BYREIL, WAL CHM S N7zl
PREIAERY & He LT Cmax CPI9fE = FEER %) (ZENT
1.0 mg/kg, 25mg/kg B & ’50mg/kg TF N F h
596 +3.02 ug/mL, 16.19+7.41 ug/mL, 4571 +20.14 ug/
mL THDLDITH L, #EFTIE 7338 ng/mL, 17.2+7.1
pg/mL, 576210 ug/mL THo722 LA 5IFIEHL
FERDA SN T2 AUC MHIZHEIMZ IEREPI TR R K &
WEIADSERD 7z, AR OIS 2 EICL 50T
HY, AUCTHD KE REWIZ R D5 72 EHNTO Cmax
BLOAUCk AR TICONEML, Cmax i 1.0
mg/kg I2xF L 25 mg/kg B £ 850 mg/kg TZENFh
K27 15, 7745, AUCe TidH 25 1%, 70 THh -7z
F 72, AR, 1.0mg/kg &5 T2 030L/kg T
Ho72D%, 25, 50meg/kg EFRGEIE L RAHITHEW,
021, 0.18 L/kg & iAMEIA RO SNz &HZ VT T
Y AT 31 Bl 4p T o T fE + BEHEAR 2 1% 1.12+0.88
L/h T o 72%%, TS, Hope HIC X Y sz
L-AMB10mg/kg ¥ CHEENE&H 2 ) T 5V AD
TR &AM L Tz,

AMPH-B &, JHE, RIS oHEE X OHIHEA R %
JEEF O AR L D IEERR A DRRESI NS L vwbh
TWw3*", —7J, L-AMB 25 MiiHE S iz tk, Ififco
AMPH-B OEEREL, KEBHAT) Ry — 2IHEG L7
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Fig. 3. Serum trough concentrations of amphotericin B after

intravenous infusion of L-AMB at doses of 1.0 mg/kg (A), 2.5
mg/kg (B), or 5.0 mg/kg (C).

* : Patients with increased serum trough concentrations of
amphotericin B

FTFIho>TWwAY, L-AMB Ofi %12 80~100 nm @
7o, RIMEEE L BOESE TOEMIME 2 S O
ZEZH5NT, IR W O F R EE A S O & R
COMEREBICROND EEZONTENY, L
AMB OYEBR D © O J AL MM Bz R 2~ D LY 3A
PARET D E VDN T VBB — 2 ) R — 2D
M7 V75 v A, FEAAORBIRY Axg (B0
Be b)) OWINIHE-> TIRT 35 & w9 miEET L IC
FRENLZEDPMSNTHE Y, L-AMB ® Cmax B &

O AUCoz O 51 & OIERIEPEL, L-AMB O i 3>
it 72 & OHMHEN Bz R ER~ DI A &, B HETOR
DALRDEANZ L B EEZHNBY,

Fo7iEED R, 1.0me/kg/ ARSI D L 50
mg/kg/ BIGEEDIESH T M T 7IREDEWEATA S
7z (Fig. 3). iFVCEM S M7z KRRETH L-AMB
% L 7oA (B G- W o P ME1X 9.2 H), CLAEAY:
H1PHERBLTHREHTIZ50% UL TIET LT
D, HEHEEIC D L-AMB ORI B RIE RO Y A A
&, ZOfMOMY RSN, L-AMB O#H#12 X
0 RGN Rl TILD AR E N Do 72) RV — A2
#4r L7z AMPH-B DI EA EA L7245 %, L-AMB
DT TRENLEALEZIDEEZ SN,

¥ 72, L-AMB #%5-1 H H o1l AMPH-B ]2
OFERIZ, SHEVWTROBETY, PEREMTREZIES
DEZRLZZA, W 7IRED LA L HEBERT
ENRALNTEY, HMHMEAERBEE O AL
EIZLBbDEELLNT,

BIVEHZ, ZEBIRASE D o 725 & NEIS $ 5 1 B it
BB 5 &% 2 5N AELRLHE, R MR
WA TG Z L7 F= IR iiE 7 v & 2084
M g2 3 7az7a 7Y »yoO¥Ns& SNz, 72,
R D S B, BFHRED X O RE DRI T dH 5 ik
L7 F=v, IMiEhA Y A, AST (GOT) B
ALT (GPT) o UfEOHER % HERENICRA % & AST
(GOT) BXUALT (GPT) TIEHMEBETAE RLH
Doz MER 2 L7 = V350 &=
AT IZON, WIETICDH - 7245, EOHREEETHHK
TR BB D o 720 T2, MER AU L
OB GH T A ) 7 DA OB 2 0LEIZ XY
BRI H 572 b OO, 5B PIZHRI T ICD
n, WAMEINIZH 5 720 T UZ Cornely 57547 - 72 f i
HER (L-AMB3mg/ke) & EmHEEE (10 mg/kg) & %
el U 720283 & ONEH 5912 X 2 35 T b R RIER
g 2 L7 F = EAEINE X OLE A ) 7 A fEAS
KFT2MEMNTHLZ LA WEINTNE, 2O Lhr
5 L-AMB B S5 RIIMEh 7 L7 F = U lis X
CIMFEFRH ) T AEOE=5 ) ¥ 7 2 WEIT, FHh
)Y AWARRIE A ) Y AR EAT) L, ) R ALE
BRETHLEEZLNS,

Zh5id, d-AMPH THEO SN BEIEHTH 52% i
Mo ZEEMILBGRER T, RA OGRS B &
O H U & AdidE, g2 L7 = >80, BUN ¥
7% EORWEHZEHFEIZ d-AMPH & I LA ZICEKD» 5 72
CEDHEERTWEY,

AMPH-B %) RV — Afb$ 2 2 L1 X 0 $& 5B RY
BOBAZ 5N 5 FH & LTI 5 I B S
&, WMER~ 2707 s —UDnSORENY AL P AL D
WHDSEBRLTBY®Y, Zo¥ A A4 oLz



VOL. 61 NO. 4 TRAETEELAE B 2 PR & L7z L-AMB OB S X %ot 375
Table 3. Adverse drug reactions
MedDRA SOC NAME MedDRA PT NAME 10 n 25 n 50 n Total n
mg/kg/day mg/kg/day mg/kg/day

Total number of patients 10 (71.4%) | 14| 8 (88.9%) | 9| 9 (100%) | 9 | 27 (84.4%) | 32
Gastrointestinal disorders 4 (28.6%) | 14| 3 (333%)| 9| 6 (66.7%) | 9 | 13 (40.6%) | 32
Diarrhoea 2(143%) | 14| 1 (11.1%) | 9| 2 (222%) | 9| 5 (15.6%) | 32

Nausea 1(7.1%) | 14| 1(11.1%) | 9| 6 (66.7%) | 9| 8 (25.0%) | 32

Vomiting 0(0%) [14] 0(0%) |9| 2(222%)|9| 2 (63%) |32

Constipation 0 (0%) 14| 1(11L1%) | 9] 1(11.1%)|9| 2 (6.3%) |32

Abdominal pain 1(71%) |14 0(0%) 9] 0(0%) |9] 1(31%) |32

Infection and infestations 2 (14.3%) | 14| 1 (11.1%) | 9| 0 (0%) 9| 3(94%) |32
Nasopharyngitis 1(71%) [14| 1(11.1%) | 9| 0 (0%) 9| 2(6.3%) |32

Pneumonia 1(71%) | 14| 0(0%) |9 0(%) |9| 1(31%) |32

Herpes simplex 1(7.1%) |14 | 0 (0%) 9| 0(0%) 9| 1(3.1%) |32

Hepatobiliary disorders 0 (0%) 14| 0 (0%) 9| 2(222%) 9| 2(6.3%) |32
Liver disorder 0 (0%) 14| 0 (0%) 9| 1(1L.1%)|9| 1(3.1%) |32

Cholelithiasis 0(0% |14] 000%) 19| 1(11.0%) 9| 1(3.1%) |32

Eye disorders 1(71%) |[14| 1(11.1%) | 9| 0 (0%) 9| 2(6.3%) |32
Eyelid oedema 1(71%) [14] 0(0%) |9| 0(0%) |9| 1(3.1%) |32

Visual acuity reduced 0 (0%) 14| 1(11.1%) [ 9] 0 (0%) 9| 1(3.1%) |32

Musculoskeletal and 0 (0%) 14| 0 (0%) 9| 3(333%)|9| 3(94%) |32
connective tissue disorders | Arthralgia 0(0%) |14] 0(0%) |9 2(222%) 9| 2(6.3%) |32
Back pain 0(0%) |14] 0(0%) |9] 1(11.1%)|9] 1(3.1%) |32

Vascular disorders 1(71%) [14| 3(333%)|9| 1(11.1%) |9 | 5 (15.6%) | 32
Flushing 0(0%) |14] 3(333%)|9| 1(1L1%)|9]| 4 (12.5%) | 32

Hypertension 1(7.1%) |14| 1(11.1%)]| 9| 0 (0%) 9| 2(6.3%) |32

Respiratory,thoracic and 1(7.1%) | 14| 4 (444%) |9 | 1 (11.1%) |9 | 6 (18.8%) | 32
mediastinal disorders Dyspnoea 1(7.1%) |[14| 1(111%)| 9| 1 (1L1%)|9| 3 (94%) |32
Hypoxia 0(0%) [14] 1(11.1%)|9| 0(0%) |9| 1(3.1%) |32

Pharyngolaryngeal pain 0 (0%) 14| 1(1L1%)| 9| 0 (0%) 9| 1(31%) |32

Upper respiratory tract inflammation 0 (0%) 14| 1(11.1%) | 9| 0 (0%) 9| 1(31%) |32

Rhinalgia 0 (0%) 14| 1(11.1%) [ 9| 0 (0%) 9| 1(3.1%) |32

Cardiac disorders 0 (0%) 14| 1(1L1%)| 9| 0 (0%) 9| 1(31%) |32
Tachycardia 0(0% |14] 1(111%) 9] 0(0%) 9| 1(3.1%) |32

Nervous system disorders 2 (14.3%) | 14| 3 (333%) | 9| 4 (44.4%)|9| 9 (28.1%) | 32
Headache 1(71%) | 14| 1(11.1%) | 9| 2 (222%) | 9| 4 (125%) | 32

Burning sensation 1(7.1%) | 14| 0 (0%) 9| 1(1L.1%)|9]| 2(6.3%) |32

Dizziness 0(0%) [14] 1(11.1%)|9| 0(0%) |9| 1(3.1%) |32

Cerebral infarction 0 (0%) 14| 0 (0%) 9| 1(11.1%)|9| 1(3.1%) |32

Nonketotic hyperglycaemic-hyperosmolar coma | 0 (0%) 14| 1 (1L1%) [ 9] 0 (0%) 9| 1(3.1%) |32

General disorders and admin- 4(28.6%) | 14| 1 (11.1%) | 9| 4 (444%) |9 | 9 (28.1%) | 32
istration site conditions Pyrexia 3 (214%) | 14| 1 (111%) | 9| 2 (222%) |9 | 6 (18.8%) | 32
Chest pain 1(7.1%) |14| 1(11.1%) | 9| 0(0%) |9| 2 (63%) |32

Chills 1(71%) | 14| 0(0%) |9| 1(111%)|9]| 2 (63%) |32

Asthenia 0(0%) |14] 0(0%) |9] 1(111%)|9]| 1(3.1%) |32

Feeling cold 0(0%) [14] 0(0%) |9| 1(11.1%)|9| 1(3.1%) |32

Injection site anaesthesia 1(71%) [14| 0 (0%) 9| 0(0%) 9| 1(3.1%) |32

Metabolism and nutrition 0 (0%) 14| 1(11.1%) | 9| 2(222%) |9 | 3 (94%) |32
disorders Anorexia 00%) |14] 0(0%) |9]| 2(222%) |9 2(63%) |32
Hyperglycaemia 0 (0%) 14| 1(11.1%) 9| 0 (0%) 9] 1(3.1%) |32

Endocrine disorders 0 (0%) 14| 0 (0%) 9| 1(11.1%)|9| 1(3.1%) |32
Hypothyroidism 0(0%) |14] 0(0%) |9] 1(11.1%)|9] 1(3.1%) |32

Skin and subcutaneous 0 (0%) 14| 0 (0%) 9| 2(222%)|9| 2 (6.3%) |32
tissue disorders Pruritus 00%) |14] 0(0%) |9]| 2(222%) |9 2(63%) |32
Investigations 7 (50.0%) | 14 | 7 (77.8%) | 9| 9 (100%) | 9 | 23 (71.9%) | 32
White blood cell count decreased 0 (0%) 14| 1(11.1%) | 9| 0 (0%) 9| 1(31%) |32

Neutrophil percentage decreased 0 (0%) 14| 0 (0%) 9| 1(1L1%)|9| 1(3.1%) |32

Eosinophil percentage decreased 1(7.1%) |14 | 0 (0%) 9| 0(0%) 9| 1(3.1%) |32

Basophil percentage increased 1(7.1%) | 14| 0 (0%) 9| 1(1L.1%)|9]| 2 (6.3%) |32

Basophil percentage decreased 1(7.1%) |14 | 0 (0%) 9| 0 (0%) 9| 1(31%) |32

Monocyte percentage increased 1(7.1%) | 14| 0 (0%) 9| 1(1L.1%)|9]| 2(6.3%) |32

Lymphocyte percentage decreased 1(7.1%) | 14| 0 (0%) 9| 1(11.1%)|9| 2 (6.3%) |32

Differential white blood cell count abnormal 0 (0%) 14| 0 (0%) 9| 1(11.1%)|9| 1(3.1%) |32

Platelet count decreased 0 (0%) 14| 1(11L1%) | 9] 1(11.1%)|9| 2 (6.3%) |32

Blood sodium increased 0 (0%) 14 1(11.1%) | 9| 0 (0%) 9| 1(31%) |32

Blood potassium increased 0 (0%) 14| 1(11.1%) | 9| 0 (0%) 9| 1(31%) |32

Blood potassium decreased 1(71%) |[14| 3(333%)|9| 5(556%)|9| 9 (28.1%) | 32

Blood magnesium increased 0 (0%) 12| 0 (0%) 9| 1(1L.1%)|9| 1(3.3%) |30

Blood magnesium decreased 0 (0%) 12| 2(222%) 9| 1(11.1%)|9| 3 (10.0%) | 30

Blood calcium increased 0 (0%) 14| 0 (0%) 9| 1(11.1%)|9| 1(3.1%) |32

Blood urea increased 1(71%) |14 | 2(22.2%) | 9| 4 (444%)|9 | 7 (21.9%) | 32

Blood uric acid increased 0 (0%) 14| 1(11.1%) | 9| 0 (0%) 9| 1(31%) |32

Blood uric acid decreased 1(7.1%) | 14| 0 (0%) 9| 1(11.1%)|9]| 2 (6.3%) |32

Blood creatinine increased 1(71%) |14 | 4 (444%)| 9| 5 (55.6%) |9 | 10 (31.3%) | 32

Blood bilirubin increased 0 (0%) 14| 0 (0%) 9| 1(1L.1%)|9| 1(3.1%) |32

Aspatate aminotransferase increased 0 (0%) 14| 1(11L.1%) | 9] 3(333%)|9| 4 (125%) |32

Alanine aminotransferase increased 1(71%) [14| 1 (11.1%) | 9| 2 (22.2%) | 9| 4 (12.5%) | 32

Gamma-glutamyltransferase increased 0 (0%) 12| 0 (0%) 9] 2(22.2%) 9] 2(6.7%) |30
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Table 4. Infusion-related reactions (IRRs)
1. 2. X Total
MedDRA SOC NAME MedDRA PT NAME 0 mg/kg/day 5 mg/kg/day 5.0 mg/kg/day otal
(n=14) (n=9) (n=9) (n=32)
Total number of patients 5 (35.7%) 3 (33.3%) 6 (66.7%) 14 (43.8%)
Gastrointestinal disorders 1 (7.1%) 1 (11.1%) 3 (33.3%) 5 (15.6%)
Nausea 0 (0%) 1 (11.1%) 3 (33.3%) 4 (12.5%)
Vomiting 0 (0%) 0 (0%) 1 (11.1%) 1 (3.1%)
Abdominal pain 1 (7.1%) 0 (0%) 0 (0%) 1 (3.1%)
Eye disorders 1 (7.1%) 0 (0%) 0 (0%) 1 (3.1%)
Eyelid oedema 1 (7.1%) 0 (0%) 0 (0%) 1 (3.1%)
Musculoskeletal and 0 (0%) 0 (0%) 2 (22.2%) 2 (6.3%)
connective tissue disorders Back pain 0 (0%) 0 (0%) 1 (11.1%) 1 (3.1%)
Arthralgia 0 (0%) 0 (0%) 1 (11.1%) 1 (3.1%)
Vascular disorders 0 (0%) 3 (33.3%) 1 (11.1%) 4 (12.5%)
Flushing 0 (0%) 3 (33.3%) 1 (11.1%) 4 (12.5%)
Hypertension 0 (0%) 1 (11.1%) 0 (0%) 1 (3.1%)
Respiratory, thoracic and 1 (7.1%) 2 (22.2%) 1 (11.1%) 4 (12.5%)
mediastinal disorders Dyspnoea 1 (7.1%) 1 (11.1%) 1 (11.1%) 3 (9.4%)
Hypoxia 0 (0%) 1 (11.1%) 0 (0%) 1 (3.1%)
Cardiac disorders 0 (0%) 1 (11.1%) 0 (0%) 1 (3.1%)
Tachycardia 0 (0%) 1 (11.1%) 0 (0%) 1 (3.1%)
Nervous system disorders 1 (7.1%) 0 (0%) 2 (22.2%) 3 (9.4%)
Burning sensation 1 (7.1%) 0 (0%) 1 (11.1%) 2 (6.3%)
Headache 0 (0%) 0 (0%) 1 (11.1%) 1 (3.1%)
General disorders and 4 (28.6%) 1 (11.1%) 0 (0%) 5 (15.6%)
administration site Pyrexia 2 (14.3%) 0 (0%) 0 (0%) 2 (6.3%)
conditions Chest pain 1 (7.1%) 1 (11.1%) 0 (0%) 2 (6.3%)
Chills 1 (7.1%) 0 (0%) 0 (0%) 1 (3.1%)
Injection site anaesthesia 1 (7.1%) 0 (0%) 0 (0%) 1 (3.1%)
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Fig. 4a. Serum potassium level (median) in patients receiving Fig. 4b. Serum creatinine level (median) in patients receiving

L-AMB at doses of 1.0 mg/kg (@), 2.5 mg/kg (M), or 5.0 mg/
kg (A).N=13,9 and 9 at doses of 1.0 mg/kg, 2.5 mg/kg, and
5.0 mg/kg.

*: P<0.05 (Signed rank test)
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L-AMB at doses of 1.0 mg/kg (@), 2.5 mg/kg (M), or 5.0 mg/
kg (&).N=13,9 and 9 at doses of 1.0 mg/kg, 2.5 mg/kg, and
5.0 mg/kg.

% : P<0.05 (Signed rank test)
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Table 5a. AST (GOT) levels in patients receiving L-AMB at a dose of 1.0 mg/kg (n = 13), 2.5 mg/kg (n =9), or 5.0 mg/kg (n=9)
Baseline Maximum End Follow-up
Median Min Max Median Min Max Median Min Max Median Min Max
1.0 mg/kg 24.0 13.0 83.0 21.0 16.0 58.0 19.0 12.0 58.0 14.0 13.0 33.0
2.5 mg/kg 16.0 10.0 34.0 23.0 17.0 42.0 20.0 12,0 42.0 225 13.0 44.0
5.0 mg/kg 18.0 16.0 34.0 29.5 16.0 127.0 19.5 11.0 59.0 23.5 13.0 109.0
Table 5b. ALT (GPT) levels in patients receiving L-AMB at a dose of 1.0 mg/kg (n = 13), 2.5 mg/kg (n = 9), or 5.0 mg/kg (n =9)
Baseline Maximum End Follow-up
Median Min Max Median Min Max Median Min Max Median Min Max
1.0 mg/kg 17.0 10.0 99.0 19.0 8.0 106.0 17.0 5.0 39.0 15.0 11.0 38.0
2.5 mg/kg 14.0 5.0 68.0 20.0 15.0 86.0 15.0 11.0 86.0 39.0 12.0 493.0
5.0 mg/kg 16.0 7.0 66.0 40.0 10.0 172.0 17.0 7.0 56.0 37.0 7.0 57.0
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Evaluation of pharmacokinetics and safety of liposomal amphotericin B (L-AMB)
in patients with deep-seated fungal infection
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The pharmacokinetics and safety of liposomal amphotericin B (L-AMB) were evaluated in 32 patients with
deep-seated fungal infections (age, 23-73 years) after intravenous infusion at a dose of 1.0, 2.5, or 5.0 mg/kg/
day for seven consecutive days. On Day 1 of treatment with L-AMB at doses of 1.0, 2.5, and 5.0 mg/kg/day,
the Cmax (mean * standard deviation [SD]) was 5.96 = 3.02, 1619 = 7.41, and 45.71 + 20.14 u g/mL, respectively,
and the AUCo-» (mean = SD) was 55.5 + 39.0, 138.5 = 56.5, and 390.3 + 2232 ug + hr/mL, respectively. The
Cmax and AUCy increased with increasing doses, but not in a linear manner. The type and incidence of ad-
verse drug reactions tended to increase with increasing doses. Adverse drug reactions were reported in 10
(714%) of the 14 subjects in the 1.0-mg/kg/day group, 8 (88.9%) of the 9 subjects in the 2.5-mg/kg/day
group, and all (100%) of the 9 subjects in the 5.0-mg/kg/day group. However, no serious, dose-limiting ad-
verse drug reactions occurred, demonstrating the safety and tolerability of daily treatment with L-AMB at
doses of 1.0 to 5.0 mg/kg/day.



