VOL.61 NO. 4 RAEME B RE B 2 MG & L7z L-AMB O 11 AHERR A B% 347

[E% - B&FK)
AR PEEEREIC N 5 Liposomal Amphotericin B (L-AMB) DA ®MER X 04t oWE

I R AR EATY - IR Y -l SR - & Y
v NI -/ NG 3 - B - R Y - BE B
il R - gk R - SEfEY

U RIS K S B R B A A T JE R B St e S sl g *

(IH Rl REFBEAEE - SRR I o bt o — )

Y AR KRB IR

O W MSIATEOE N KRR S5 BB R R LB & > & — ]

ONTT 3 H A B o B ]

(IH NTT 3K H A< B % B i )

VIEMKFET A T A T ARFLERT

(I KB AR R e - B - BRI NEL)

O WA R 20 PR Sl A R DR TR G 2 P

(IH 1T BE A} R A2 - 25 P FE)

7B R R 2 [ 2 R L 3 P R

Y Rl KPR %

0 NE R K A2 B %

R H AR R bRt

A UK SRR R BIR
CPHL 24 4210 H 22 HA2A - PR 25 425 1 17 B2 3)

AR E R % X4 & L 72 Liposomal amphotericin B (L-AMB) ® % figk 3k, JEkd R %2 £t L
720 MNRIZERBAYE L EEZH SN BB T LIIERBIYESSEDLOI 2 EZ L L, LAMB®1H1
[ AR E RN G- 12 B 2 AR, RetEB X Oy ERE Y ME L7z, &5®IIMh % 25 mg/kg & L,
50 mg/kg ~DOWE F 7213 L0 mg/kg ~NDOWEREZ WHE L L7zo &GIER 88 Bl 5 b %A FElixt £
86 B, ARNEEHIxT 5% 66 B TH - 720

EROERME (EEFMEH  BE%IE) 1£636% (42/66) TH Y, FHNEWNOERETIEIA VY
FHE 66.7% (8/12), T AIVFIVARE 514% (18/35), 7V 7 bav 7 A% (1/1), REERIE (0/2)
B I OEBERESEVH 93.8% (15/16) THholzo Tz, MOPTEFHFEMERHITIX 623% (33/53), it
EHEE A PHERTIX 705% (31/44) DEMETH - 72,

FRERPSHETE 72 19 BIOERE O EHIT 632% (12/19) TH Y, Wi H ¥ F49E 100% (7/7),
T ARV EN AHE A1.7% (5/12) Thotze Tz, ERGEERRICHN T 2 L-AMB © MIC 137 v Y ¥)ET
05~4 pg/mL, 7AXVFNAR/T=012~1ug/mL THo 72,

HEBRAERETE A EHS (EITEH) 1 86 B 82 1 (95.3%), 664 fF:25iED b7z, FHHEFN
10% DL ETH o - F 2 RIERIZEC, %8, miEdh 27 L7 7= 8m, BUN 8N, 1iEd A ) 7 284
HET, ZOIFLEAEPEEL O CICHEEDORITEHTH > 720

MEHo T 7iREZ 78 BITHREL, 8HII T 7IREMO LAINRD bz, F/z, MAEHIIBIT
% Amphotericin B ODfFEFETEREE L TiX 89.1% 73 RV — 28 THh > 720

U EX D L-AMB OREMERERZ BT 560 L REMB L OEWEEI WA TE L, Thb
DOFERD S, EAEMERRERRICNT 5 L-AMB OBRMA IR TE 2 E 2 bR,

R R T RA 1-12-4



348 H A& AL & % % & M

& JULY 2013

=

Key words: deep-seated fungal infection, liposomal amphotericin B

VAR O MR FHIAEAE, TRERA L & OR ERHRO IR
RALFEFELEOMINC XY, BRGPBE DI L, BRSO
SRR IR L T3 T/, REENEREEDS 132k
OREESITMATHFEETH Y, ELAEREBOEHFICE -
T EORBRBEL LIEGE BT HEETH S,

Amphotericin B (AMPH-B) 3 A T7 A% 71) ¥ B
FAF Y a— v (d-AMPH) & LT 50 4ERi1C Bl s hrz
FHTH DD, TARVEVAR, AV IFBBLO, 7107
bav s AEEIE LD T AHSMMEEICN U CRIEMNICIER
THIED, ThETHROBETILSHwbhTERLY —
I CHEEE, Boh ) 7 A, #5-RICIEBLT 5 568k, Bl -
M, DR, RO 2 & o Z2ERER (DT 9% 5-Ip BE 8 5
IBl) D70, FHIHRINS &) HEED 5,

Liposomal amphotericin B (L-AMB) (& AMPH-B ®»#:1%: %
BRTHILEHMELTTARTYI Y YBEIYRY —L
bL7-BATHY, BWIHT 250 REMEE L7 F TR
RS B LRI LR B RIE IR TH D,

L-AMB 2 #474T® d-AMPH & @ — 5 5 M LR ER Tl
d-AMPH & RS0 A5 EZRT & L HIT, ZathTIdEkE
E, KD ) T A MEB & O 5 B BOR O FE B B
BENTWEZ EDPHERINRTNWE,

ARIFTIE, 1998 44 5 2001 SEO R HENE S 7248 /T
HBTHANICBIT 2 5mg/kg/H T TOREMEIR S 1
722ehs, ENTOEMEB X OCREE2RET 5720
2002 fEA 5 2003 4F F T T AHERR AR E_ S Nz D
SRR IC OV THET 5,

L WRELVFE

1. Wik

BERNT 4 BB AN OERAEIR, WH{RIT R, ERFENR
TR, MG RS2 S, Tables 1~4 X" %
WL IC D EBM 2T o 720 BERFWITA (R o
[mycological findings]) 3 & UK & (D[ clini-
cal findings]) # {74 BE = EZWIRER (proven my-
cosis patients) & L, ERRMATR %572 L (1,3)-8-D 7V
B HbEETH o 72 BE R VIER] (probable mycosis
patients) & L7z,

%P, BEVIERNL, L-AMB Of%5-BMGH b BRI
B L OMERWOREZ R E LT, HEEZHIZED
72

2. R

KOG T X7z TRBBEE R E L

O Wi 12D S E B WHES] F 721385 VIER & &

Wran-Bam (1. ZWdE] 2R)

@R BHUFR OERIDT 16 Lk 80 Al 0 BH

©UN35E4

ORI X HZFEBEIMGF SN EBH

3. ALk

OIiE 7 V75 = VME* HSFEHG R iR B o JEHEfE LR
D2fEE B2 B EHE,

@ AST (GOT) *' % 7213 ALT (GPT) *' 7 S M PR HE b e
OIHEMEERO 10 528 2 % B

@I 7 1) 7 24l* 25 3.0 mEq/L i E#

@EELRLEBEZAEIHEL TS EH,

6 AMPH-B (2 U ClUiE % 7213 7 LV ¥ — O BEAE
DH 5 EH,

O, iR L WA RO D 2 B, )% 8T
TFRZHCTHIRT 2RO H 5 BH B L I
HoBH,

DR 5- B H Al 4 BB DN ISR O G5 F 72130
W% R BRI S L T 72 B

@ARIAEELIHINC AmBisome D 5-%2 %72 L D H
5B,

@F O, EBETER T 7213 E B HE R ARG 5
D3R E LTABEY &I L7 B
UL BERET 2 A [ DL TR O A E

4. FE

AGRBR O I HE % i 72 U BRA AR HE LRl L 220 W AR

IR LETORBEZ B, BEBREPREFEOLEIZIE
BREREARNTZT T % SAREHEEICD FROBHEZITV,
LHEICXBMEE S,
5. FABREER
1) REREE
TG L-AMB (STES H oA 2 e AN 4 7 v (AN
A 7WIZ AMPH-B # 50 mg &47) & il L7z, &8, &
MBI A L-AMBOHEIZTXTAMPHB®O® & L
T L7
2) HAEBLOKSHE
a5 % 25 mg/kg/H & L, 1.0 mg/kg/H DR,
WmEIIRER L L, T2, BEWERIYEDOHED
TOMEPEE L LB L%E1350mg/kg/H~
OWREEWREE Lz, 72721, #0555 3 HEIEH
mLGWIEE L, E5HEF1THLE, 1~2KHO
MIEEHELE L7

3) B

BHHMEIZREANE LT 3llE L, A - ERICED
HEI12HEMECUREE Lz, 28, 1HAMZBZ Tk
FITZ o THBRIEE L7z,

6. BEAIZEIRSED X OVPR AT BR S8

M DRERSE £ 7213 Ml e A ERR BRE, RTEEE W
FEREE B E L-ERIEDS X OA ks 3 0F 2t
& L7zo 72, G-CSF(granulocyte-colony stimulating
factor : R ER o v = —FI BN 7) #H B X O M-CSF



VOL. 61 NO. 4

IR EWEBE 2 W4 & L7z L-AMB 045 T HHER R RER 349

Table 1. Diagnostic criteria for deep-seated mycosis (Candidiasis)

#1

“Mycological findings”
(Patients with one of findings below)

“Clinical findings” *!

(Patients with one of these findings below)

Candidemia, Disseminated
Candidiasis

*Blood culture*? is positive.
+Candida antigen is positive in blood.
Fungus gene is detected with PCR.

* Antibiotic resistant fever continues more than three

days (after catheter removal) .

- Clinical findings of candidemia are observed.

Esophageal Candidiasis

- Culture of specimen from lesion is positive.
*Yeast-like fungus is observed by direct microscopy

or histological examination.

- Candida antigen is positive in blood.
*Fungus gene is detected with serum PCR.

Tongue fur, pseudo-membrane or ulcer is observed

on esophageal mucosa.

*Clinical findings (ex: swallowing pain or difficulty,

heartburn) are observed.

Other candidiasis (ex: en-
docarditis, liver or spleen,
endophthalmitis)

*Culture of specimen or sampled puncture fluid is

positive.

*Yeast-like fungus is observed by direct microscopy

or histological examination.

+Candida antigen is positive in blood.
‘Fungus gene is detected with serum PCR.

*Fungal infection is suspected according to patient’s

clinical findings or imaging test findings.*?

*1Proven mycosis patients have both “Mycological Aspects” and “Clinical Aspects”. Probable mycosis patients are those who satisfy the “Clini-
cal Aspects” and have positive 1.3--D Glucan.
*Including indwelling vascular catheter smear

*30phthalmologist’s diagnosis is necessary on Candida endophthalmitis.

Table 2. Diagnostic criteria for deep-seated mycosis (Aspergillosis)

*1

“Mycological findings”
(Patients with one of findings below)

“Clinical findings” *!

(Patients with all of the findings below)

Aspergilloma

+ Culture of sputum™*? or BALF*? is positive.
*Fungus thread is observed by direct microscopy, or

histological examination.

- Aspergillus antigen or antibody is positive.
*Fungus gene is detected with PCR.

*Fungus ball or thickened cavity wall is observed on

chest CT or radiographic image.

‘Fungal infection is suspected according to clinical

findings.

Chronic necrotizing pul-
monary aspergillosis

- Culture of sputum*? or BALF*? is positive.
‘Fungus thread is observed by direct microscopy, or

histological examination.

+ Aspergillus antigen or antibody is positive.
‘Fungus gene is detected with PCR.

+ Cavity lesion is observed on chest CT or radiograph-

ic image and the infiltrated shadow changes over
several weeks or month.

*Chronic symptoms are observed, fungal infection is

suspected according to clinical findings.

*Positive CRP

Invasive pulmonary asper-
gillosis

* Culture of sputum™*? or BALF*? is positive.
*Fungus thread is observed by direct microscopy, or

histological examination.

- Aspergillus antigen or antibody? is positive.
*Fungus gene is detected with PCR.

- Characteristic finding is observed on the chest CT or

radiographic image, or fungal infection is suspected
according to clinical findings.

Other aspergillosis (ex: dis-
seminated aspergillosis)

* Culture of blood or specimen is positive.
*Fungus thread is observed by direct microscopy.
+ Aspergillus antigen is positive.

*Fungus gene is detected with PCR.

*Fungal infection is suspected according to patient’s

clinical findings or imaging test findings.

*1Proven mycosis patients have both “Mycological Aspects” and “Clinical Aspects”. Probable mycosis patients are those who satisfy the “Clini-
cal Aspects” and have positive 1.3-$-D Glucan.

*?Including transtrachealy sampled sputum
*3BALF: bronchoalveolar lavage fluid
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Table 3. Diagnostic criteria for deep-seated mycosis (Cryptococcosis)

*1

“Mycological findings”
(Patients with one of these findings below)

“Clinical findings” *!

(Patients with one of the findings below)

Pulmonary cryptococcosis

- Culture of sputum*? or BALF is positive.

‘Fungus body is observed in biopsy by histological
examination.

*Cryptococcus antigen is positive in blood.

*Abnormal image is observed on chest CT or radio-

graphic image.

-Fungal infection is suspected according to clinical

findings.

Cryptococcus meningitis

- Positive cerebrospinal fluid (CSF) culture
*Fungus body is observed in India ink stained CSF.
* Cryptococcus antigen is positive on CSF.

*Fungal infection is suspected according to patient's

clinical findings.

Other cryptococcosis

- Culture of specimen is positive.

‘Fungus filaments are observed in specimens by di-
rect microscopy.

- Cryptococcus antigen is positive in blood.

-Fungal infection is suspected according to patient’s

clinical findings or imaging test findings.

*IProven mycosis patients have both “Mycological Aspects” and “Clinical Aspects”.

*2Including transtrachealy sampled sputum

Table 4. Diagnostic criteria for deep-seated mycosis (Other Mycosis)

#1

“Mycological findings”

(Patients with one of these findings below)

“Clinical findings” *!

(Patients with the findings below)

Other mycosis * Culture of specimen from lesion is positive.

sion by direct microscopy.
*Fungus gene is detected with PCR.

*Fungus filaments are observed in specimen from le-

*Fungal infection is suspected according to patient’s
clinical findings or imaging test findings.

*1Proven mycosis patients have both “Mycological Aspects” and “Clinical Aspects” . Probable mycosis patients are those who satis-

fy the “Clinical Aspects” and have positive 1.3--D Glucan.
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Table 5. Schedule of the trial
Pre During treatment End of | In case of Follow-
Treat- Treat- Drug Up*!
ment |D1| D3 | D7 | W2 | W3 | W4 | W5 | W6 | W7 | W8 | W9 | W10 | W11 | W12 | ment | Secession
Informed consent o
Baseline characteristics ([
Clinical symptom o o o ® © 6 &6 6 06 0 o [ o [ o
Imaging test or endoscopy | @ @+ @+ O [ ] [ ]
Mycological test { ] 0 @ @ @* O o ([
Serological test ([ J o o o O [ ] [
Plasma drug concentration o | o o o [ J [ ] [
Vital sign —~@—
Adverse events o ([ o [ J
Laboratory tests ([ J ( ([ J o & &6 &6 6 6 0 o [ ] ([ [ ] [
Recurrence o

@ : Necessary, O : If possible, D1-D7: Day 1-Day 7, W2-W12: Week 1-Week 12

*1: One month after treatment
*2 Endoscopy is not necessary if invasive.
*3; Mycological test is not necessary if sampling is invasive.

Table 6. Overall response evaluation criteria (For aspergilloma)

Clinical response Mr};(:;lsriceal Iliarlg;r;it;s);or Overall response
Success or improved Eradicated Success Success
Improved Success
Unchanged Success
Worsened Failure
Unable to evaluate Success
Not Eradicated Success Success
Improved Success
Unchanged Success
Worsened Failure
Unable to evaluate Failure
Unable to evaluate Success Success
Improved Success
Unchanged Unable to evaluate
Worsened Failure
Unable to evaluate Unable to evaluate
Unchanged or worsened In case of any evaluation Failure
Unable to evaluate In case of any evaluation Unable to evaluate
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(For patients with poor clinical symptom)

Table 6. (Continued)

Clinical response

Mycological response

Serological response

Imaging test or endoscopy

Overall response

Worsened In case of any evaluation Failure
Unable to evaluate Eradicated In case of any evaluation Success Success
Improved Success
Unchanged Success
Worsened Failure
Unable to evaluate Success
Not eradicated In case of any evaluation Success Success
Improved Success
Unchanged Failure
Worsened Failure
Unable to evaluate Failure
Unable to evaluate Success or improved Success Success
Improved Success
Unchanged Success
Worsened Failure
Unable to evaluate Success
Unchanged, worsened Success Success
or unable to evaluate Improved Success
Unchanged Failure
Worsened Failure
Unable to evaluate Unable to Evaluate

(For other mycosis patients

)

Clinical response

Mycological response

Serological response

Imaging test or endoscopy

Overall response

Success or improved

Eradicated In case of any evaluation Success Success
Improved Success

Unchanged Success

Worsened Failure

Unable to evaluate Success

Not eradicated In case of any evaluation Success Success
Improved Success

Unchanged Failure

Worsened Failure

Unable to evaluate Failure

Unable to evaluate Success or improved Success Success
Improved Success

Unchanged Success

Worsened Failure

Unable to evaluate Success

Unchanged, worsened Success Success

or unable to evaluate Improved Success

Unchanged Failure

Worsened Failure

Unable to evaluate

Unable to evaluate

Unchanged or worsened

In case of any evaluation

Failure

Unable to evaluate

In case of any evaluation

Unable to evaluate
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Table 7. Schedule of the trial for extended administration period

Pre treatment During treatment End of treatment

Informed consent ([ J

Clinical symptom @ (once per week) [
Imaging test or endoscopy O O
Mycological test O O
Serological test O O
Plasma drug concentration O O
Adverse events —~@— [
Laboratory tests @ (once per week) (]

@ : Necessary

O :If possible

Total number : 90

Treated : 88

Not Treated : 2

Safety Analysis Set : 86

Excluded from Safety Analysis Set : 2

Efficacy Analysis Set : 66

Excluded from Efficacy Analysis Set : 20

Fig. 1. Analyzed Population.
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Table 8. Characteristics of patients

Evaluation items Safety analysis set Efficacy analysis set
(N=86) (N=66)

Gender male 59 46
female 27 20
Age (year) 16-19 3 3
20—-39 17 15
40-64 44 29
65—74 17 14
7579 5 5

mean (*8S.D.) 51.9(16.5) 52.0 (16.4)
Weight (kg) 30-39 10 10
40—49 31 26
50—-59 24 17
60—69 17 11
70-79 2 0
80— 2 2

mean (£S.D.) 51.9 (10.7) 51.8 (10.8)
Diagnosis (classified Candidiasis Candidemia 12 9
by causative fungi) Disseminated candidiasis 3 3
Candida pneumonia 1 0
Total number of candidiasis 16 12
Aspergillosis Aspergilloma 6 6
Chronic necrotic pulmonary aspergillosis 9 9
Invasive pulmonary aspergillosis 19 14
Other pulmonary aspergillosis 1 1
Other aspergillosis 8 5
Total number of aspergillosis 43 35
Cryptococcosis Pulmonary cryptococcosis 1 1
Others™! 26 18
Diagnosis (classified Proven mycosis Fungemia 13 10
by Infection site) Pulmonary mycosis 39 33
Disseminated mycosis 6 4
Nasal or sinuses mycosis 2 1
Other 3 2
Total number of “proven mycosis” 63 50
Probable mycosis 22 16
Other infection 1 0

(Continued)
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Table 8. (Continued)
Evaluation items Safety analysis set Efficacy analysis set
(N=86) (N=66)

Previous antifungal agent Yes 71 53
No 15 13

Amphotericin B Yes 29 22
No 57 44

Itraconazole Yes 24 18
No 62 48

Fluconazole Yes 42 31
No 44 35

Miconazole Yes 1 0
No 85 66

Micafungin Yes 13 9
No 73 57

Other agent Yes 2 2
No 84 64

Severity of mycosis Mild 14 11
Moderate 34 27

Severe 38 28

Concurrent abnormality Yes 86 66
No 0 0

Neutropenia Yes 22 18
No 64 48

Leukemia or other hematopoietic tumor Yes 63 44
No 23 22

Experience of bone marrow transplantation Yes 28 20
No 58 46

Residual pulmonary tuberculosis Yes 4 4
No 82 62

*1. Other mycosis (N = 1), multiple fungal infection (N = 2), probable mycosis (N = 22) and causative fungi was unknown (N=1) on “Safety

analysis set .

EROANHIL 636% (42/66) THh - 7o FIKNEFITIZ
H vV FIE 66.7% (8/12), T ANRIVE ) ASE 51.4% (18/
35), 77 bavyy A5E100% (1/1), REBEEE 0/
2) B OHERFIEREVH938% (15/16) Th - 7o

F 72, BGERALNC R7- H5 b ERIAE 60.0% (6/10),
I 23 B E 51.5% (17/33) Tdh - 720

R PLEL A AR T 723 A HE O A RIS B2 AR R
% Table 10 1278 L 720 BiHLEL R IGHE DO A IS L 2 6%
FIZKRE REVIE % L, d-AMPH 258i#5- & N ERIIC
B BHMEH682% (15/22), d-AMPH 25Hi#5 S h
TV o 7ERITIE 614% (27/44) Thol2o F72,
HVEOE ML 2ENROENDH KEHEIFT R L, I
AP ERIRAME 2 A PF L 72 E B T O AR 55.6% (10/
18) TH Y, FWEIBEIET L2 0EMTHARFE
PRI W R TlE R o 72,

2)  ERHERRE

AR VERRAT 6 G4 1 66 510> 5 b BLH £ 19N F 3K

TEZEFNIL 19 BITH o 720 18 FIC BT 5 EL R A%
% Table 11 1R L7zo 19 PIOWNFRIE S >~ 2 59E 7 B,
TANNVFENVARE12BITH Y, 7 ¥ T FIHEDOREFITIET
BT R TICHE LD FED LNz, 7T ARIVEI AT
13 41.7% (5/12) TH -7z

W R 3 Bl R 19 BR 12 KP4 % L-AMB, d-AMPH B £ O°
AMPH-B 249 % MIC O#ipf% Table 12 /R L7z 7
YV FE Izt A MIC i3 d-AMPH 3 X O AMPH-B %%
ZFNZEN05~1pug/mLBL05~2ug/mL THo 7z
DXL, L-AMB Tl 05~4 ug/mL Th o720 —7,
7 ANV F )N XF/ITH T S MIC i d-AMPH B £ O
AMPH-B 25 121 025~05 ug/mL B £ ’=0.12~1
pg/mLTdHh o720k L, L-AMB TIi3=<012~1pug/
mLT&»H Y, W@fE b L-AMBIZ d-AMPH B X O°
AMPH-B I2xf L C, Candida krusei T3 KT3I HFDHE
MDY, FOMOBETIE L, 2EDENALNL DD,
KERENNI Do 20
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Table 9. Overall response
Success Failure Total “Success” rate (%)

All patients 42 24 66 63.6
Candidiasis 8 4 12 66.7
Candidemia 6 3 9 66.7
Disseminated candidiasis 2 1 3 66.7
Aspergillosis 18 17 35 51.4
Aspergilloma 1 5 6 16.7
Chronic necrotic pulmonary aspergillosis 6 3 9 66.7
Invasive pulmonary aspergillosis 8 6 14 57.1
Other pulmonary aspergillosis 1 0 1 100
Other aspergillosis 2 3 5 40.0
Cryptococcosis 1 0 1 100
Pulmonary cryptococcosis 1 0 1 100
Others*! 15 3 18 83.3
Proven mycosis 27 23 50 54.0
Fungemia 6 4 10 60.0
Pulmonary mycosis 17 16 33 515
Disseminated mycosis 2 2 4 50.0
Sinuses mycosis 1 0 1 100
Other proven mycosis 1 1 2 50.0
Probable mycosis 15 1 16 93.8

*1; Multiple fungal infection: 0/2 and probable mycosis: 93.8% (15/16)

Table 10. Overall response classified by characteristics of patients

Success Failure total “Success” rate (%)
Previous antifungal agent Yes 33 20 53 62.3
No 9 4 13 69.2
Ampbhotericin B Yes 15 7 22 68.2
No 27 17 44 61.4
Itraconazole Yes 8 10 18 444
No 34 14 48 70.8
Fluconazole Yes 21 10 31 67.7
No 21 14 35 60.0
Miconazole Yes 0 0 0
No 42 24 66 63.6
Micafungin Yes 4 5 9 444
No 38 19 57 66.7
Other agent Yes 2 0 2 100
No 40 24 64 62.5
Concurrent abnormality Yes 42 24 66 63.6
No 0 0 0
Neutropenia™! Yes 10 8 18 55.6
No 32 16 48 66.7
Leukemia or other hematopoietic tumor Yes 31 13 44 70.5
No 11 11 22 50.0
Experience of bone marrow transplantation Yes 14 6 20 70.0
No 28 18 46 60.9
Residual pulmonary tuberculosis Yes 2 2 4 50.0
No 40 22 62 64.5

*1; Neutrophil cell cont was below 1,000/mm? at entry of the trial.
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Table 11. Mycological response

Eradicated Not eradicated Total “Success” rate (%)
All patients 12 7 19 63.2
Candidiasis 7 0 7 100
Aspergillosis 5 7 12 41.7
Fungemia 6 0 6 100
Pulmonary mycosis 4 6 10 40.0
Disseminated mycosis 1 0 1 100
Sinuses mycosis 1 0 1 100

Table 12. MIC range of isolated fungus™

Tsolated Number MIC range (ug/mL)

fungus of strains 1L-AMB d-AMPH AMPH-B
C. albicans 2 0.5-1 0.5-1 0.5-1
C. tropicalis 3 1 0.5-1 0.5-1
C. parapsilosis 2 2 0.5-1 0.5-1
C. glabrata 1 2 1 2
C. krusei 2 4 0.5-1 0.5—2
A. fumigatus 7 =0.12-1 0.25-0.5 =0.12-1
A. niger 1 0.25 0.25 0.25
A. terreus 1 1 0.5 1

* : Broth microdilution method

4. FEWEHRE OB
1) AMPH-B b 7 7
LEVERAT N 86 B1D ) B+ 5 7 I FE D 5E A3 fE
THo 727861 THAMPHB + J 7 il M 0 H:# %
Fig. 2 IR L7z £ OBHRETIE b T 7IEMIZ—E
DIEZ R L7275, —HOWEH TS5 H ORI
Weo T T 7IREMDS LA 2 HIM AR SNz /1T
MEET 25 mg/kg/ H DM 5-#0 Cmax (CE¥HfE +
(R ZE) 251619741 ug/mL THho72T &nb T
TIREMS 20 ug/mL R A EE N T T IREM L
AL LA, SNT2EMIHTHY, FHEIZ
10.3% (8/78) TH -7z,
2) AMPH-B OfEFERE D st
L-AMB % # Ik N¥% 5 L 72 B o 4k T AMPH-B
FIEEREE LTRUTD 32 E 2505 (Fig 3).
DY EY—2H VR —20F FIREIMHEFEENT
W 5 IERE
OMFERLRESR 1 VRV — L0 Sl L 2%, KA
AR R & LR
@7 =R )R —AHh S EHMEREAICHESL
v ) —RE
1A AMPH-B #iREE (D +@+®) B & O BRAMIEIE
%o AMPH-B ) (®) 2@l L, RANEETH LIz
TP ICX BT A AMPH-B O JILAE B F1 56 45 A & L4 &

HAEGRRE (@) 2/ L, & 5m4Edh AMPH-B
WIRENSQOBLUV®ZELIIC ZEICEY, O
L7z

GV R 86 Bl 9 &, BRANE M D F AT §E T
& - 72 8 Bl DML AMPH-B DAL % Fig. 3 127~
L7z0 RBIMPIEEZEZ L TW5 EEZ LN D IG#
TE#ZZED, MEFRE L8 HITXToORIMEEIC
B2 EHER OB IT 6.97~40.19 ng/mL O HiPH % #EF
L720 N3 L AMPH-B #7813 273.99~28,549.09
ng/mL OHPAIZDH - 72, HEHER] AMPH-B {5 13 [7] R 1
Tl L7 AMPH-B #iR 12 &4 B3, G EE»
OURBG-OPGER F T 1% R CHER L7z, fFIERRE
Aol AMPH-B ORI O (BEHER2) 1%
YARY — A AIH89.1% (151), HH A M A101%
(139), 7V —M»08% (1.1) TH-72

5. AWl

AR BIT B2 HEHELAB L ORIEH & S EMO#®RE
JREA> & ICH B EE 36 5 FR4E H AGER (MedDRA/J)
N—=T 3 v 6.0 DFEARFE (PT : Preferred terms) (ZHtH
BRI ZATHH L7z, 28R b0 HETIEER
(MedDRA) /3= 3 ¥ 60D PT 2\

5% LA EDJERITHIL L 728I/E/H % Table 13 1278 L
720 M5 22 OFEIEHAEE O 5 N7z B 1L, 82/86 1
(95.3%) T 664 1F78D HTze BN E D - 72RIEH
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Plasma AMPH trough concentration (#g/mL)

Day after start of administration (day)

Fig. 2. Plasma AMPH-B trough concentration.
Blood was sampled at: i) 3" day and 7th day of treatment, ii) Arbitrary day at 3'd and 8t week of treatment,
iii) Next day of final administration at the end of treatment and any temporary interruption.

Sampling was worked out just before each administration at i) or ii) and 24 hour after the last administra-

tion at iii).

total AMPH-B concentration

liposome type serum protein combined type
|
liposome free AMPH-B concentration
configuration concentration range (ng/mL) component percentage (%)

total AMPH-B concentration

273.99-28,549.09 —

liposome type 66.06—28,109.39 89.1+15.1
serum protein combined type 83.17-503.52 10.1+13.9
free type 6.97-40.19 0.8+1.1

Fig. 3. Plasma AMPH-B configuration.

(LR B L 22 R O RE LB TH Y, IE
7 LT F= RN 37/86(43.0%), It A ) 7 KA B &
O ) 7 A E 30/86 (34.9%) (L 7 V) w7 2 kA -
23/86, 26.7%, KA 1) 7 ALSE : 7/86, 81%), IMHIRE
Bm 25/86 (291%), s 2 Iz w w7 »HN
18/81 (222%) & Tholzo T2, ZOMIEIRE LT
BRI L LT, B0 16/86(18.6%), %824 14/86
(163%) B & OMEH:9/86 (105%) %% & Tdh o7z

RITER @9 HERAIC X ) 3 50 B SOG & Rl S /e
HEEGI 86 B 22 BICTEAE LTz DM % Table
M4IZR L7z BEENE» 720 01375 5% 5/86
(58%), %2 4/86 (47%) B X I L5 4/86 (4.7%)
LETHo7,

HELRFEWERIZ 66 (7.0%) IBWT 21 fFRBIL, £
OWFRIZIMHE ) Ve 8m 2 6 (23%) O35 H ki
I, TORKESIR, Mgk, WiEME> a v 7, §HkEI%E
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Table 13. Adverse drugreactions occurred in no less than five percent

System Organ Class ‘ Preferred Term Number of patients (%) N

Total number of patients 82 (95.3%) 86
Gastrointestinal disorders Nausea 16 (18.6%) 86
Vomiting 9(10.5%) 86

Diarrhoea 6(7.0%) 86

Abdominal pain upper 6 (7.0%) 86

Musculoskeletal and connective tissue disorders Back pain 5(5.8%) 86
Nervous system disorders Headache 5(5.8%) 86
General disorders and administration site conditions Fever 14 (16.3%) 86
Metabolism and nutrition disorders Hypomagnesaemia 8(9.4%) 85
Hypokalaemia 7 (8.1%) 86

Skin and subcutaneous tissue disorders Rash 5(5.8%) 86
Investigations Blood creatinine increased 37 (43.0%) 86
Blood urea increased 25(29.1%) 86

Blood potassium decreased 23 (26.7%) 86

Beta 2 microglobulin increased 18 (22.2%) 81

Aspartate aminotransferase increased 17 (19.8%) 86

Lipids increased 17 (20.7%) 82

Gamma-glutamyltransferase increased 16 (18.6%) 86

Alanine aminotransferase increased 14 (16.3%) 86

Blood cholesterol increased 14 (16.5%) 85

Blood uric acid increased 13 (15.1%) 86

Blood triglycerides increased 13 (15.7%) 83

Blood alkaline phosphatase increased 12 (14.3%) 84

Blood bilirubin increased 12 (14.0%) 86

Blood magnesium decreased 10 (11.8%) 85

Blood lactate dehydrogenase increased 9(10.5%) 86

Thrombocytopenia 8(9.3%) 86

Occult bleeding test positive 8(9.8%) 82

Blood potassium increased 7 (8.1%) 86

Urinary casts 6 (7.6%) 79

Blood pressure increased 6 (7.0%) 86

C-reactive protein increased 5(5.8%) 86

Monocyte percentage increased 5(6.6%) 76

Red blood cells urine positive 5(6.3%) 80

Lymphocyte percentage decreased 4(5.3%) 76

Neutrophil percentage decreased 4(5.3%) 76

Urine WBC positive 4(5.1%) 79

PR, MRS oW, ARy, SRR i
[, WAL, PPN, SRS, ShEgEAs, N
7 ¥ F— 3 Z NOS (not otherwise specified), f&#1J ©
LIUE, FHMENOS, 7FH74 7F =, 2l v
23 I, B A SRR, Mk 7 VA ) R AT 7 & —
EHMHBE 16 (12%) THo7z,

KGR CHEBEER G B L OB G&T 17
AT T LZRERNIZ 27 BITH - 720 JETHI 27 B
DI L, 24 PNIEMZFERES 2 5L TW 5 ERTH
D, Yo 3BT A, BB, WNERLE S

BEL 2RI Tdh o720 HEIW 2o B HEHL &
L-AMB & DR RERE B ETE 2 d o 72RERNIZ 2 6]
T ARD 25 Flid VT d GIHE & Bl %2 & O RGGED R
LA & S Nz F 72, INRBEROBETE 2 d o
2B 2 R EAIHEQE/LZED B
DTHo7eh, HEGHICHALLFLTHLI LR
RERIEIBE SN L2572,

AMPH-B 7 7B LAHBI 8 HlDH B, 2 KL LI
WL -RER O BHAK S L OBHE S % AMPH-B
b 7REAEIE L AHB 704 L & H 12 Table 151277 L
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Table 14. Infection related reactions

Preferred term Number of patients (%) N
Total number of patients 22 (25.6%) 86
Back pain 5 (5.8%) 86
Fever 4 (4.7%) 86
Blood pressure increased 4(4.7%) 86
Vomiting 3(3.5%) 86
Flashing 3(3.5%) 86
Vascular disorder 2(2.3%) 86
Blood pressure decreased 2(2.3%) 86
Temperature elevation 2(2.3%) 86
Mouth hypesthesia 1(1.2%) 86
Urinary casts 1(1.2%) 86
Arthralgia 1(1.2%) 86
Pain of extremities 1(1.2%) 86
Vasculitis 1(1.2%) 86
Dyspnea 1(1.2%) 86
Heart pounding 1(1.2%) 86
Bradycardia 1(1.2%) 86
Headache 1(1.2%) 86
Rigors 1(1.2%) 86
Coldness 1(1.2%) 86
Feeling of warmth 1(1.2%) 86
Urticaria 1(1.2%) 86
Anaphylactic reaction 1(1.2%) 86
Heart rate increased 1(1.2%) 86

720 AMPH-B + 5 7 Rl L A6 TRBIRD A - 728
TERNEZIEE NOS 86 B, y-2 V& INVPMF VAT =
F—¥Hms Fl, ks L= vim, s~ 7))
) FEINB X I A Y v 2R ERFR 46T
Ho7z,

BRBRAEHED S B, MR LT F=, IMiEHs)
A, AST(GOT) B X O° ALT (GPT) & [ #5-Bl# i |,
(PG b, THES#THE] B X O [IRRBIZHE] T
fti% Fig. 4da~d (IR L7ze [ 5-0M idimiEh 2 L7
F =, AST (GOT) B L OFALT (GPT) \ZKIEBI D
KAE, MEF A1) 7 2IBEFORAMEE L, [$5-Bik
il OEPSUTOO~DODHAEIZL Y 2 BECHT, &
FECoOHER % Fig da~d IR L7,

OMEHh 7 L 7F=> 1 12mg/dL<3 L <12 mg/

dL

@i A1) 7 4 35 mEqQ/L=8 L <35 mEq/L

@ AST (GOT) : 401U/L< B X U'=<401U/L

@ ALT (GPT) : 401U/L<3 X 0*=<401U/L

ZORER, MiEh 2 L7 F =, AST (GOT) BL ¥
ALT (GPT) & [#5-FaHi] ofEIZhhrb 63, 5
WK & 2B e h o 7288, iR A U v L34S
MR, SRS EIIC S - 72,

T2, MERZ LT FrBLOMER S ) 7 4 0F
WEOHERE % Table 16a~b IZ/R L7,

6. ki G- R

Mk P G- BRI AT L 721X 11 BITH D (Table
17), No.b6 O 1 H1% B\ 7258 0 3T A B PERAT 0 5
JEBITH - 725

WA OWNRE LTI A YV FESH, 7ARVF
WANKE A BB L OCHENECH 28 TH o720 v T FE
5BIONFIE A » Y FIMIE 2 B (No. 1, 2) B X OFEHEM:
A IFREIH No.3, 4, 5) THhh, FHEEAH V¥
FED 3 BNIEGIRAL A T b TS & O TH 5\
DO LIRS CTH o 720 7 AV F I ZE 4 BIOPIFR
ARV 7 2~V F )V ZFE 2 6] (No.7, 8), HAl7
ARV FNVASE 1B (No.6) B & OREGFAAYEE T &
Lho7216] (No.9) THo7.

11 fd 10 Bl Crim e B ESE O GPHEZ A L Tw
720 FATRER DT G- & ket Gk BR o H G- W % &
eSS HEuE 94~303 HEITH ) 200 H UL EFxS-
SNIEBID 4P D - 720 BAEHE G2 1L 11.0~537¢ T
20g b5 EN01Z 96, 30g L LIZ46ITH -
720

9 #11% 84 H [ D JeA7 B D $ -7 T g TH &1L R
DOENTWIZbDD, & 5% 550% % fF S 5kt
ol 209 B 5BITIRE S ICEIRIFEMIEH O
PRAEIR F 7212 MLTE A AR 3 K 58 D5 2k J#
L<id TRatAb) & Lo 72, 1 BN MG A
[t & o7z 2HNIFHMIHE OB ICEEIX 20>
7o, EBALT AT &% (AR MRS NIz, K51
B E R B O EAL O 72 D B EAEIR IS 5 R A3 2 T
Enl Ry, TAR] »5 NHERE] &kotze —T,
84 HE OG- CTHIE AW SN h 5722609 Ho 1
Bl (No.6) ZBIEM % BRELT AV FNAFETH D,
FRRFER DAL Z BT 5 & L Ckbedk 5 5081 12 1T
L 720 ASEBNIELIN F I RDR & BRTER OUE TR 5
N7208, Z DR ERIERDEAL L7272 DR & 7 5 72,
%% 16 (No. 5) \Z3EMME S ¥ ¥ OMWH B TH Y,
Rl RIS 2 < F 2R & — B D BRRAE IR DY b 78
B B ITHEBR G- RBRIC AT L7228, BURETH 58N
) YSEOEALIZ X Y IET Lz,

JeATIBR B AG IR 2 © ke i G- B T IE £ T o4l
B ARERE UCRITEIZ, 11 0% 11 61 (100%) 12
203 TF5EBL L 720 RIVEH @ 9 BFEBIZAT20% LLETH -
725 DI W TR O FEAIRI % Table 18 127”8 L 720
HEEORBWEAIZ [ ALP 800 o 161 (ki © 2,633
IU/L) THY, oMz VFndBRE T -3 hEET
Hol,

m. £ =

L-AMB (& d-AMPH ORI/ E M Z B & L CRI%

ENLHEHTDH Y, ZOROOMKRERIT d-AMPH A
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Table 15. Adverse drug reactions occurred in patients whose plasma AMPH-B trough concentration was increased *!

Plasma AMPH-B trough concentration =20 ug/mL <20 ug/mL

Preferred Term Number of patients (%) N Number of patients (%) N
Total number of patients 8 (100%) 8 66 (94.3%) 70
Lipids increased 6 (75.0%) 8 10 (15.2%) 66
Gamma-glutamyltransferase increased 5(62.5%) 8 9 (12.9%) 70
Blood creatinine increased 4(50.0%) 8 31 (44.3%) 70
Blood triglycerides increased 4(50.0%) 8 7 (10.4%) 67
Blood potassium decreased 4 (50.0%) 8 17 (24.3%) 70
Blood cholesterol increased 3(37.5%) 8 9 (13.0%) 69
Blood urea increased 2 (25.0%) 8 20 (28.6%) 70
Beta 2 microglobulin increased 2 (25.0%) 8 15 (23.1%) 65
Nausea 2 (25.0%) 8 14 (20.0%) 70
Aspartate aminotransferase increased 3(37.5%) 8 14 (20.0%) 70
Fever 2 (25.0%) 8 11 (15.7%) 70
Alanine aminotransferase increased 3(37.5%) 8 10 (14.3%) 70
Blood alkaline phosphatase increased 2 (25.0%) 8 9 (13.0%) 69
Diarrhoea 2 (25.0%) 8 4(5.7%) 70
Vomiting 2 (25.0%) 8 7 (10.0%) 70
Blood lactate dehydrogenase increased 2 (25.0%) 8 6 (8.6%) 70
Hypomagnesaemia 2 (25.0%) 8 6 (8.7%) 69
Blood potassium increased 2 (25.0%) 8 5(7.1%) 70

*1; Adverse drug reactions occurred in more than two patients in trough concentration increased group (=20 ug/mL)

were listed.

mg/dL
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Fig. 4a.

Maximum

End Follow-up

Serum creatinine level in patients receiving L-AMB.

O : 1.2 mg/dL=Baseline of serum creatinine (@ : median)

A1 1.2 mg/dL>Baseline of serum creatinine (4 : median)

X : Serum creatinine level (median) in all patients

BTh o 72 BERBRED 72012 d-AMPH O fii FH A3
R BEF LWL L LzRafanmiaiie LT 1988
SEITHERE S N7z 1990 SEICHAETHDTT A VT ¥ NI
TGRS, DABEWOK % HUD I BUE Tl it 40 4 EIDL R
TR INTWA,

AR TIRREMERERE 2SR L UCEYHES &

O REMEZRFTAHNTE VI MRBZERKL, BA
ANTOD5mg/kg/HEF TORBWZMR Lo ZORKBRE
FahE A, EEBRICENL %L 58I TRAOG R,
TZEB XY BIREZ R 5 B CARRERZ FEht L
720

BRIEDEIRT 636% (42/66) T, JEHEHE
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Fig. 4b. Serum potassium level in patients receiving L-AMB.
O :3.5 mEq/L=Baseline of serum potassium (@ : median)
A\ 1 3.5 mEq/L >Baseline of serum potassium (4 : median)
X : Serum potassium level (median) in all patients
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Fig. 4c. AST (GOT) level in patients receiving L-AMB.

O :40 1U/L< Baseline of AST (GOT) (@ : median)
N\ 140 IU/L=Baseline of AST (GOT) (4 : median)
X : AST (GOT) level (median) in all patients

O*:3,741.51U/L

WICHEB & H VT FHE 66.7% (8/12), T AN F )V RHE
514% (18/35), 7V 7+ a2 v 7 ZHE100% (1/1), RE
BERIE (0/2) B X ERAESE VB 93.8% (15/16) TH -
725
HYIFIREDH L, WA VI3 RGN
B, WL TR 2550 & BT TH - 72720,
84 H OFHHT 14 D ke G- BRICRAT L 720 361D
H1HNIEREATH HEM) v EOMEIC I VT L
7205, WRFT RT3 P RTUICYENRD BN, KD
2R & 7% 5 720 L-AMB IR E 850 Td 5 720 JFFli
R WfE 7 EOMNRICI Y A F N T W & h o BRI
BHIZEVUEBLLDDLEZOND, 20X ) ICHR

PDER % &Th ¥V FRECH LT L ARRERTIA RN
BREDLNTz WHTD A v T TREDOERE - HEHIR
3% L-AMB O & LT APACHEIL 2 27 %5 20
XD REVEFITH LT 33/37 (89.2%) DRI
BNTVAE I ENLY, RRABOMRELLFHT HHRT
HoTzo

T ANV F )N AHETOFRFIE, BB PEEIEE
Jili 7 A~V F OV A RE 66.7% (6/9), RN T A~V F )V
AHEBT1% (8/14) THADITK L, TANAFT—<T
B6BIF1BIOARBENTH o720 TANVFO—<3E
BN D7z TR A HEFT L, BUEHEDE & L CEsem
PIBRASEINE NS 720, FHRIMEDBINIC v 2 L AVRIE
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Fig. 4d. ALT (GPT) level in patients receiving L-AMB.
O :40 TU/L< Baseline of ALT (GPT) (@ : median)
N 140 TU/L=Baseline of ALT (GPT) (4 : median)
X : ALT (GPT) level (median) in all patients
O*:3,1531U/L
Table 16a. Serum creatinine level in patients receiving L-AMB
Day Baseline Day3 Day7 Dayl14 Day21 Day28 Day35
N 86 84 79 73 63 49 33
Mean = SD 0.82+0.35 0.83*£0.35 0.94*0.51 0.93+0.36 0.96 =0.41 0.97£0.37 1.00 £ 0.43
Maximum 1.90 1.81 4.10 1.81 2.50 2.10 2.10
Median 0.730 0.800 0.860 0.900 0.870 0.980 0.930
Minimum 0.30 0.30 0.30 0.30 0.30 0.30 0.20
Number of patients (%) 0(0.0) 0(0.0) 5(6.3) 3(4.1) 7 (11.1) 6(12.2) 8(24.2)
Day Day42 Day49 Day56 Day63 Day70 Day77 Day84 End
N 30 25 22 18 18 15 14 72
Mean = SD 0.98+0.43 0.99+0.38 0.99 £0.33 0.95+0.32 0.99+0.36 0.99+0.37 1.02+0.44 1.13+0.60
Maximum 2.50 2.10 1.80 1.60 1.62 1.65 1.87 4.20
Median 1.000 1.000 0.985 1.000 1.000 1.000 0.900 1.000
Minimum 0.30 0.30 0.30 0.20 0.30 0.30 0.30 0.30
Number of patients (%)® 5(16.7) 3(12.0) 2(9.1) 0(0.0) 2(11.1) 1(6.7) 1(7.1) 14 (19.4)

%; Creatinine level = Baseline X 1.5 mg/dL or =1.2 mg/dL

ENTW3BEY, $72, TANRLFO -2 IHT 2HEREH
DEFHSOAEREEHL2EI Ty AR AL TY
BN PO ARRBTHAMUEN K2 EZ BN
AV, 7 AN F U — < LA T OB MEIEIE N T A v
FIVAFED X ORI 7 X~V F IV 25D B RIHITR
60% Td - 7278, WA CEME S N7 BRI & YiE
x4 & L7z L-AMB O#AE 2L~ EHRILEGE T D
WY LIZIZF UARIETH - 720

)T Mavy T AREFI YT N3y 7 ZRED 1 HIO
ATH-72h, WERITHOYERARSNHENTH - 72,
WP CIE HIV BB ICB A2 ) 7 a3y 7 A
RITKT B L ek AE A — EERABA TN TED,
%) F 11X AMPH-B @ 0.7 mg/kg/H T755% Td - 7=

DXt L, A# 3meg/kg/H T675%, 6mg/kg/H T
737% THYH, KHNEZ VT bay 7 ZIEIIHLTD d-
AMPH & RS DFEREIREN TV B,

AR TIIRE, HESEMEICIVERPHERTE L
Mo7zE LThH, ERAERE 72 380 2 Wi R A
L, (1,3)-B-D 7V v Btk TdH o 7B & 58 Vg
LTRSS L 720 BEVIEBI T ORA R H 1L 93.8% (15/16)
THY, BRIEEIHEE LEMICIEREVWERET
Holze —MIITEREG % 5 ) BB CHEREICL S
R OWBEBEABIE, L DEVWEREIRERPEONSL L VD
NTHY, Denning” % Herbrecht' 5 D4 T b FEED
FRATREINT WS, ARETDH L-AMB % B2 5
Bl 5 Z L DEHEIREINTZbDEEZ LN,
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Table 16b. Serum potassium level in patients receiving L-AMB

Day Baseline Day3 Day7 Dayl4 Day21 Day28 Day35
N 86 84 79 73 63 49 33
Mean * SD 4.0£0.6 3.9+0.6 3.8+0.6 3.8+0.6 3.8+0.7 3.8%+0.7 3.7+0.5
Maximum 6.0 5.4 5.2 4.9 5.0 5.3 4.5
Median 4.10 3.95 3.80 3.70 3.90 3.70 3.80
Minimum 2.4 2.5 2.6 2.5 2.1 2.2 2.9
Number of patients (%) 5(5.8) 6(7.1) 6(7.6) 7(9.6) 9(14.3) 5(10.2) 2(6.1)

Day Day42 Day49 Day56 Day63 Day70 Day77 Day84 End
N 30 25 22 18 18 15 14 73
Mean + SD 4.0+05 3.9+0.8 3.9+0.6 3.9+04 41+£06 4.0+0.6 3.9+0.6 3.9+09
Maximum 4.8 5.8 5.3 4.6 5.1 5.4 5.0 6.6
Median 4.05 4.10 3.80 3.80 3.95 3.80 4.00 3.90
Minimum 3.0 2.2 3.0 3.3 3.2 3.2 3.0 2.1
Number of patients (%) 0(0.0) 3(12.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 14 (19.2)

YPotassium level =3.0 mEq/L

ARRERCIIANAEEE L L THERAOXRS 2Z1FT»
72 1E 80.3% (53/66) T, HITABIED HARKNIY Y
A BNTBETOREGR R 623% (33/53) TH o7,
Z®9H B d-AMPH 7% 5 DY 2 Tl 68.2% (15/22),
MCFG 7 5 DY) 2 #1Tl3 444% (4/9) Tdh - 720 Vori-
conazole (VRCZ) 13 iBE 1T, ElifiCTdH - 72720,
VRCZ 22508 ) B2 Blid o720 TNHOREEDND
L-AMB i3 — RGO A% 5, MAIDHER)TH - 72 4E
BlR° d-AMPH THEFRICL DG TE Zho
THEBNRT L CH BRI L L TR RSNz, B
HG#E S LOER TORERIFEIE 69.2% (9/13) TH D,
ARENIMFH 2> S DY) Y B 2D AT & F —YEHFITB W
THOHEHTHAZ EHRINT,

ARSI S M 2R VRIS O A PE2566.7% L b %
, BHHEARNEZZ 5N REE LA EHR )
RO ONTz, EIMAREEEE % 508 L ERTORER
F13705% (31/44) TH Y, N F Al o 5 fidE
BITH 700% (14/20) Th o720 3 MLEFEE RS % 3 1
IR O SR, — IR B OIREDTE
BREEDRIEIHNIC L D, ZHREFRETH L7290, i
B AT OWHRBILEL L DOF 25 b RF OF G AR S
N, BEIEREINTZLDEEZONLD, AFNIZD
IO LBEBICH L THRERE LTHATH L Z A8
RENTZ,

F 7z, aEI SRR R 2 M AR R A 0 & B 1,
RS DEF AN E T & TR ERIR A RNk < B &
HY, Volth, BREBIHENIIET 5 & BBLH IR
WZhaa 2 &b AR v IG5 Ml 2584 H % 2 % fkii
BGHRBICBIT LER DI L A LRI OSEEIIHIzo
7oo WAHIIBMEZ OB, B ICBRMZ L2 EE (v
FTNDHEEMENE 7 A~V F )V ZAHE) B L ORI 7 2
VE NV ZFEN L 1B, RS2 5 6 (BEfEtk A » 2%

3, BEWER 2), ZOMA I BITH - 720 BIEHEOFE VR
AL 7 A AV OV AHED BE T RAIIETE TN 72
5o 12hS, BHRIERO —RN 2 8 % 380, Bz
FivCcws 2 EICERDVDH L EDE 295 110 H ok
HEhtibhize ZOEMIZOHLBIETH > 72 M
IEHE 0 5 Flid 3 BHRFT A OYEEATRD Hi 4 FIT
HRE e otce SO X ITKHEDYEEYED B GBI
xF LT b AK OGP 512 & ) —EDOFREATER S h
720 TOE) BtHRTORMBERIE/RITETH > 72
HHh 5, d-AMPH IZHARZZGADOARKOREEDE S
HHRINCAHHTH D Z EARENT,
AHOFEEMIZ &AMPH T X <5 Tw B #HS
R OS, BEEREIRT, BIOH Y v AEOKTAE
72HbDT, ZOEFEAEPREB X OHEEORIEH
THRGOHWH 5V IEH kI & B, [IE L7z, AH
FWAHORBIER E LTIRERIMD D > 72728, ZIUEARF D
PRER RS2 0LEZ LN, BHIT—BETH
D, IRTEEFZIEIPEEOHELTH > 72, L-AMB
DAV FE BN T BRI AE % x4 & L 72 d-AMPH
EORBBHEREBRZ XU LT 5809 DERERIC
BWCHG RS, BEE, K20 7 AMER L,
AMPH-B O 5k 25 Wl & 7 2 BIVEH O 5 % A 3
WIS 5 2 EAVREN TV BP0 KRBT OZR4A
BAEIZ SN SN TEES - BRABRICBT 5 L
AMB O RfEZ BT 2R TH Y, ZEMOMEIZE
WTHRANEHNEANIREZENTIZWEDLEEZ LR
5o

Feah, B L Vo 72 d-AMPH @ SIS EHEO RIS FE B
AP G R B OSSR T 5 BN & L T Toll-like re-
ceptor (TLR) & DFEEZ N L2 LEMWET A AL VDR
AFEICELDZ LWL E > TWAHD, L-AMB T
&7V —» AMPH-B A Z 5N Tw5 9 212,
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List of patients enrolled in the extended administration period

Table 17.
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*1: Identified by serological test

*2: Unable to evaluate

*3; This patient had symptoms of sputum expectoration and fever (38.1°C ) . 1,3-8-D Glucan was 45.5 pg/mL and Aspergillus antigen was detected with a serological test, but the infection focus could not be

specified.

*4: Total number of days or dose on routine and extended period

VARV —2MEIZE D TLR L ORBEIME T LTnBE S
ERNPEEINT VDD, I NASARH O 51 B UG
DIEIRIZHFG L TnwEDEEZLNTVE,

FG-RMAENIC T Tl 2 L7 F =, AST(GOT)
BIUALT (GPT) fESEAL L T BEB L O Y
7 W OEDT TR T LT 72858 1ok LT b ARRER
TIE L-AMB 235 5- 37z A ) 7 2 o v gefli i35 544
M, WA L2000, F5HTRIZIZREBEICH -
72o 2L TF =¥, AST (GOT) BX U ALT (GPT) 14
F—EBOMER TEENIH o 724, SRR GRIE I
b 6T, KELEHI LD 7, Table16a T/ L 7 F
ZMEDOHER E IR L, 5 THHIZERKMEE L T4l
mg/dL £ TERLAEMIBERBICEDE/NLAZDD
TL-AMB L OFREBRIIEE SN TV 5,

d-AMPH O X#IC L 2 &, BRKSGE)5g %28
ABERNTHEHLEREENBNLZ LD L LEINTY
57 KRBT L-AMB O B G EA5 g # Mz TIk5-
MO NIIERNIZ 86 Bk 3L BITH Y, &5 IHkBS
RERICRAT L72 11 BTt 11.0~537 g TH o 727085, B
F I R B REE S W o FIERNE R o T2e 2
ORERLY, LAMBICIZRBEHEICHIEA 2 < B
BB B EHFWIRENTE VR B,

/I AMREBRIZ TN T 7REN LA 5 M5 31 61
B4 6] (129%) TRD LN/, REEHETH bT 7
EHOWELR T 720 KRB TO T 7REMD FHIZ
10.3% (8/78) TH 0 & I/II Bk L IZIZHEBETH -
2o B, BHEGROHEREEHELE T 7IREME
HRIZOWTIEHL R BEEEI IR TE 2oz b
7 7 WREEAE LA & JE R BT ORIVER O HER T b BB
AERICKEE IR, BEDELZA N T 7D LR
PEBREOREMICERGMELZ 5 2 TW AR TIER
weEz bhiz,

RAVE®E BN X AARFA oMo 7 ) — K AMPH-B #
JEIZR G- EHE O Cmax Z &% 6.97~40.19 ng/mL O #iFH
2B L7z, Alak 5%, &% A% v CTAHK 2mg/kg
DO H A 5120 U CRANERE Z w2 o kT
V) —RGREERIE 2 L, 5% 225~24 EEIZ BT B
7V —HOEEIT01~02% LHELTWEY, 50
LN RERE 24 T T 5 &, 1 Fli 24 W fE
P332% ERARL7ZH, Mo 7HTIE01~12% THERL,
Alak 5 O AR R & RIS, RAXG 24 KM% D
90% 2SN ARY —AIZHASNZRETHLET LI N
Rz, —J, d-AMPH TiZ, # 05 mg/kg D5
B 0D S 3t 18 LA vl i B2 % 500~2,000 ng/mL THER
HIENHoNTBYY, MpToH7 ) —MROREIL d-
AMPH IZHERL-AMB 33 LA A2 L3RBT
LIRS NIz

F 72, L-AMB ®© ) RV — AR F£513F3 100 nm T
575, T IEEMBEA~OTMIMERED S OJRIHASTE
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Table 18. Adverse drug reactions which occurred no less than 20% on “Total period”
Preferred term Routine period (N=11) Extended period (N =11) Total period (N=11)
Diarrhoea 1 2 3
Abdominal pain upper 3 0 3
Oedema 2 1 3
Blood creatinine increased 8 4 9
Beta 2 microglobulin increased 6 1 6
Blood uric acid increased 4 4 6
Blood urea increased 3 4 6
Blood potassium decreased 6 4 7
Blood cholesterol increased 5 2 5
Blood triglycerides increased 5 0 5
Lipids increased 5 2 5
Aspartate aminotransferase increased 3 1 4
Alanine aminotransferase increased 3 0 3
Gamma-glutamyltransferase increased 3 1 3
Blood alkaline phosphatase increased 3 0 3

BWRESITHDY, EFHRTTo2BIEIL RV
DEEZOND, —T, KIERILE - 2 RETAICE
WTIHBENOBITESTTHE L T 5720, KA Y K
V—ADFE IEGIEIGHRRICTEL, HIEERRETE
HTELLDEEZOLNT VA, 2O X ) IARA LS
WCBWTYRY —ARE LTREIHET LI L E YR
V— ARFOKRE SHIEFEAE L BRI ORITICL 2
R GREIRNME) IZHFL5 L TWwadntEZLNTWSEY,

Dl X512 L-AMBE, RIEEREOHHREE L
T, AEB LU0 EHowIRb Y Ry —2 kit k5
THEOLNIFNEZETL2EHLERNTHLLEEZ LN
720 A Tld AMPH-B 8% & L C, d-AMPH 2NEAEME
WREDREHEIE E LTRABRMEH SN TE LD, etk
i CTORED SAMHN MBI OB G R THERA SN S Z
LWL ol BB IUOERRBTRINL-
AMB DA & 24 iE, AMPH-B ##| D X 5 7% 0]
HEMEZRIET 25D TH Y, FIMREOBEETIET
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&NXAT 4 v FOBRES L-AMB IZ X 2 9E#REE
B3 2l H % b DEEZ LT,

FlEEAHBCEH S - FH RO H A S bk
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JERH], WEIETE], SARZERIIK HAE IR a4t
DHHETH %,
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Evaluation of efficacy and safety of liposomal amphotericin B (L-AMB)
in deep-seated fungal infection

Shigeru Kohno", Hiroyuki Kobayashi”, Toru Masaoka”, Akio Urabe”, Akihisa Kanamaru’,
Yoshihito Niki®, Takeshi Mori”, Kohei Hara”, Hideo Ikemoto”, Takashi Maniwa",
Eiji Nakajo", Kota Suzuki” and Hideyo Yamaguchi®

U Department of Molecular Microbiology and Immunology, Nagasaki University Graduate School of Biomedical
Sciences, 1-12-4 Sakamoto, Nagasaki, Japan
(Past: Second Department of Internal Medicine, Nagasaki University Hospital)

? Professor Emeritus at Kyorin University

® Consultant at Osaka Medical Center for Cancer and Cardiovascular Diseases

” Consultant at NTT Medical Center Tokyo
(Past: Division of Hematology, NTT Medical Center Tokyo)

® Institute of Life Science, Kinki University
(Past: Department of Hematology, Nephrology and Rheumatology, Department of Internal Medicine, Kinki
University Hospital)

% Department of Clinical Infectious Diseases, Showa University School of Medicine
(Past: Division of Respiratory Diseases, Department of Medicine, Kawasaki Medical School)

” Division of Hematology, Department of Internal Medicine, Juntendo University School of Medicine

¥ Professor Emeritus at Nagasaki University

¥ Professor Emeritus at Juntendo University

" Dainippon Sumitomo Pharma Co., Ltd.

W Professor Emeritus at Teikyo University

A multicenter, uncontrolled study of liposomal amphotericin B(L-AMB) was conducted in patients with
deep-seated fungal infection. Patients with a suspected or confirmed diagnosis of fungal infection were in-
cluded in the study, and the efficacy, safety, and pharmacokinetics of once-daily intravenous infusion of L-
AMB were evaluated. After treatment was started at a dose of 2.5 mg/kg, the dose could be increased to 5.0
mg/kg or reduced to 1.0 mg/kg. Of 88 subjects treated, 86 subjects were included in the safety analysis
population, and 66 subjects were included in the efficacy analysis population.

The efficacy rate (primary endpoint: overall efficacy) was 63.6% (42/66) in the entire population. The effi-
cacy rate in patients grouped by fungal disease was 66.7% for candidiasis (8/12), 51.4% (18/35) for aspergillo-
sis, 100% (1/1) for cryptococcosis, 0% (0/2) for mixed mycosis, and 93.8% (15/16) for suspected mycosis. The
efficacy rate was 62.3% (33/53) in subjects unresponsive to other antifungal agents and 70.5% (31/44) in sub-
jects with concomitant hematopoietic malignancy.

In 19 subjects from whom the causative fungus was isolated, the fungal elimination rate was 63.2% (12/19):
100% (7/7) in patients with candidiasis and 41.7% (5/12) in patients with aspergillosis. The MIC of L-AMB in
clinical isolates of Candida spp. and Aspergillus spp. (in yu g/mL) was 0.5-4 and <0.12-1, respectively.

A total of 664 adverse events possibly related to L-AMB (adverse drug reactions) were reported in 82
(95.3%) of 86 subjects. The most common adverse drug reactions with an incidence of =10% included nau-
sea, pyrexia, increased serum creatinine, increased BUN, and decreased serum potassium. Most of these ad-
verse drug reactions were mild or moderate in severity.

Serum trough concentrations were measured in 78 subjects and increased in 8 of these subjects. In plasma,
89.1% of amphotericin B was found in the liposomal form.

By demonstrating the efficacy, safety, and pharmacokinetics of L-AMB in patients with deep-seated fungal
infection, these results indicate the clinical usefulness of L-AMB in the treatment of deep-seated fungal infec-
tion.



