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2008 4 1 A 2> 5 2009 F- 6 A IZFHIERIHR ERRFEIC 5 W T T 4487 ) ¥ v BIRE A
(liposomal amphotericin B: L-AMB) 23¢5- 2 7z 41 fllcD>WT, ERIRTF L, AR,
BRI OWTHR ARG 2 52 5572,

L-AMB (FHIEF THH T3 Z &AL, FECIC & D iEH#kE T X 2 WOREfl 23
31.7% A 6Nz,

L-AMB (355 2 38R & L TR 5055 56.1% (23/41) T, Rif%5-PiE KA B D I
A2 48.8% (20/41)Tdh - 7=, H 1ERFE L U TG S h=011F 43.9% (18/41)T, (1)
Cryptococcus FEGHRER 15, (2) severe sepsis F 7z 14 septic shock DHFESRI 751, (3) 734 F
7 4 VAR DI S N TEYEEARERER 215, (4) step-down therapy % F2fiti L 72%iE
Bl 6, (5) FEEERF T ERIEARE 1 Fo N TRRER I 1 5 4 50 112 S0 L 755 2 451 C b -
776

LI TIE S ) 7 AE (p=0.10), MiE2Z VT F= V1l (p=0.05) IZBIL TIIHEE
HEATRD Sk r 57z, BB L7 F =%, 1312130 (F¥+SD.) (%
FidEPH © 0.13~5.36) mg/dL Td > 7z, L-AMB % 5-Hi A & EH 4 G2 L Ty 22 5ERH A
73% (3fil), L-AMB 5B IH 72 1B 3B & T o 7EBlZRD 2 - 72, L-
AMB 5B B 2 mililig s L 7 F = VfEdss, 1B > RE2329.3% (12/41), 2
fifi —> FHM A 24.4% (10/41) Th -7z, FERIVEFEETH - 725EIZL-AMB#5- L 7=
WADOEHZONT A ICRE S hZ=iEid A<, ARAlIEEELRE EEbh s, Hi
AV TERRENE & 5 2 2 AN RFNE 51.2% 21/41) L@FETh->7-Z &iF, L-
AMB i TIIBOME A THIEN LN L EZRL TS, 2L T F=VOEFNIIBIL T
&, L-AMB Q#5222 b 63, IEFNZ & > TEE T 2R L £ > 72 LB % X /-
S WIER & R 72, L-AMB 5B O G A ) 7 A3 4.1+20.8 (P +=S.D.)
mEq/L, 72+t 3 R EORIREHFHFNL31.7% (13/41), 25 hRAKIME» ) © 4
fifi1x3.4+0.9 (F# +SD.) (AR © 1.9~6.2) mEq/L, L-AMB#5.#1 77 V) & 247
% 34.1% (14/41), ®FH ) 7 285812 13125mEq Th > 72, &k, KAV T LR
JRIKCHELE U 72 REBNERE 8 2 A2 5 72,

L-AMB &, BEFAIEHZH T 5 OPEKETH 2Rt 2 L0 L7252 ZET
5—J T, EREFNCHWV 2 A 0FHSERERKRE, 1) v Ak AHEEICE=2Y ¥
LB LR 685952 & TG LS Z L AVRIE I Iz,
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HATE 20064 1K) v wr a5 4 PR
HERO7 457 ¥ v BIEE#A] (liposomal
amphotericin B: L-AMB, LI T L-AMB & % §)
WARGRE N, ERIRBUS COMH A TTREC & - 72,
L-AMBO EHMK 3 ThH57 L4871 Y BH
iz, HATIZ1960FIFT S, RO E
WIRIEME EEER R & U ChE R 6 hoTu
%, HATI, miEE T, REMERIERET
3, F T4 VRVIEFEER T U — LR
HWRFRTH oM, 7TAFF)V Y VB, 7
V= L REFN D RE RS AL —-T LB EDRE
BTV — L REANAEY M 28§ 7 2L F
NABBEEIZEHNTH D V- R aER> L
2, BUEHH S TS HEFEEOHT T, 2L A
EFTRTOHEFIIH LT, Me—, RFIRIR%
NTHFNTE DD, LrL, =T, ToHETY
Vv BIE, ERBERERCIK S V) o AMUE, R
S JeEL, BEIE M5 - M 2 £ EIER- &
ALTOB70, %O EEDIREE FIZHI%
L, BEHOME 2R o5 BOHE L4 3
WENRHBEE, I WHEAE TR Tne,
L-AMB X, ftRDT7 4571 ¥V BOMWIE
WA~ L% £, BERERZX 2 HINT
PR ENZ T v 771N =2 25 4 (DDS) !
MThb, BARIZIZ, 74F5F )Y YBAE YK
V=24 (BREZ 7R WICEHAT2ZET, 10
EEBVE D TUHE U 72 FEGYRBENDOREAT ISR L 72
F &, BHIMLE 2 S Ot AT N DT %
HIBR L, ERRERTE 280K 9 5, 72, snEist
O BFEPFE# L & BMRWER &, fEkD T 45k
7)Y Y BEANZIANRTRRLIZE WS HEL &
3V, 7z, VARV —LIZE AL DDS #AITH
5 2 e SIihHEMECENRTH S,

HATREINLHTA FI4 0 ThD [HIEN
BLRAED W - WA A F 74 2 2007]2 T,
L-AMBIZ, 2, REVED ¥ ¥ ZIED G
S 2 EINIRE L ¢, REMT 2L X)L ZRED

FRBRAGHRNE 5 K ORERIGHR O 2 3B & L
THEDT 6N TER, £72, L-AMBIE, F#
PEAF h ERIRAE (febrile neutropenia: FN) 125 L
THunEHL TS,

Zal, FA4id, FERKBIGICE T % L-AMB Offi
FHEREEZFHE L, L-AMBOEIEHHD 7201272
DAE DT &S 2§, FEEED L-AMB
RBNZDONWT, L-AMBIZ X B3 HERG 4 dD e
LT, BRRZIR S & TR L 72,

I MRETE

1) MR

2008 4 1 H 22 5 2009 - 6 H 12 B RIERHA 0
Bt T, L-AMB 2% G- &7z 41l & x5 & L,
110l ABE T L-AMB % $ 5 S- L T 728
B, BE5-EO2E CHBAEE-ER S L, &Y
Wb ERGHMARE 24, Ththt
VREI & U7zo F 72, Rl REfl 238 8ml ARE L T
L-AMB # ¢ 5- L 24413, SABZhZh % 1
KERFIE U 7=,

) REHE
BEYE, WRREMIZOWT, BEEH» S,
B SFRANITRET L 7=,

(3) #®&EEE
ZNTNORERFIT, YR, Fin, RE, R
hit, BBIEERL, FEREOH M, WAEVEEREIED Y
27 KT OHME, F5RERO AR, PIEEED
R, B OBIRO S, L-AMBIS-HIY,
L-AMB O EEIR#IH, L-AMB#%5-f ik #iH, L-
AMB O £ 5- W]l & i 55, L-AMB £ 55l %4
KEOD B-D-2 )L 1 il ELEREGYAE O R RE % 36 A
L7zo BHAEMEEFGED ) 2 2 [H11d, [HAEMEE
WREDZWT - A A F T4 [P B XY, PrALLER
BIDA vV AIMIED ) X7 N1 %#5EI1C, itk
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14 HEWA, 3 HLLEDRAT S 2 briaiEie - & &5
ENTPEE, K7L T I VIE (7T 3 Al
3.0mg/dLELF), 14HY EoZxF7a4 PG Ik
SHERRE, Mhd, PUBEBSEEIRS- 48IFMILL Eo
N TIPS P & 7= 35 VIR, IOENT , #4455
R a LA EIZDOWT, ThZhOaEEHRAL
720

BURMRAL & fiAT L 72BN DV, Rl
BN (g, IVH 77 —F L4, IR, )
W, i, Fv—>) 22 ZTHHEL -

M, HEkE, fiMiE, CRP (C-reac-
tive protein) fi, AST (aspartate aminotransferase),
ALT (alanine aminotransferase), ALP (alkaline
phosphatase), L VLY Ui, 12D\, Zh
T L-AMB £ 5-FrAGIE &A% T IRFOfE 2 3 A L 7=,
Fiz, MEH Y T LME, 7L T FZVEIZONT
PEL 7=,

MEA ) o L, 850 h) o L lOHER,
G5 HI PO RIKH ) 7 Ad & Grade 735H, Y
U L GHIOF I ARG R, T a e 3 G
AREL 2, KA Y U AMRED Grade 77 HIZ, A
ARG IGHHEEAME v3.0VIZ 8D & | Grade 1 (Il
WAV Y 4 3.0mEqQLY E, 3.5mEq/L Ami) ,
Grade 3 (IMyE# U 7 44 2.5mEq/LEL |, 3.0
mEq/L A jili ) , Grade 4 (Ifiiy # U 7 &4 2.5
mEq/L Kii) , Grade 5 (K4 V) 7 AIMAEIZ K B 5E
) &L, @A) 9 AMERIES Y Y A0l
5.5mEg/LE kL& L7z,

I LT F =, AR O SEEER S, Sk
0.6 mg/dL A | 1.1 mg/dL A7, e 0.4 mg/dL L
L08mg/dL Al THSZ &2 5, 1.1mg/dL L L
AREMEE U, L-AMB ST, 5oL 7
FoVEOHEN, HH5ME RS LT F =Y
filfl, BT VT F= UMl BOHEE, i
WAEEED 5 b EEEENTE 2 5 2 2 HEHONFH
iz B L 72,

7z, WA ERIRET 2 I X N RERIZ D0

i

(R
%, fl

S

T, BRHER & B 2 A L 72,

4) EEENBRESLE

HEFOREIX, 7E¥20CA 2% 7 25 4 (bio-
Merieux Japan Ltd., % 5) %, IR SCHIC
RO X M= A AU U CHNE L 72, B2 MR
13, ASTY (Mdtddk  wint) z#Hhv, IRACE
IZRCR S M7= AL TT - 72,

(5) MRETERIEEM

fat AT L, e (BRRE) & 50k
Fisher DEEREREGHHVE, Wilcoxon FF 5 AR K&
(HRE) 2R, p<005%2HEXDD &L
Teo ¥, T — 4 OFENTIZPRISM ver 5.01% % H]
W T o 72,

II. &%

BHT 5 A Table 112Rd

FME65.9% (2761) , %1k34.1% (1461) &5
PEIZZ M 2GR 72, RS A 13 64.9219.4
(5~88) K TH -7z,

ZERFIONFIL, MENFE22.0% (9F) , &
ENFL14.6% (645) , WIR#EFE12.2% (561) ,
W5+ RE19.0% (4) , PFERNFET7.3% (3491)
HLENFL7.3% GBI, BERNEL7.3% (3 H5i)
DNEIZ% <, Z13BIERITH > 72,

AR, ETF 1561, FEC26651Cd - 72,

L-AMB % 5-B DR HE 13 50.6+12.3 (16~85)kg
Th-o7z,

L-AMB 5 H 8% 14.4+14.6 (1~78) H, 5
H1d 2.5~3 mg/kg/day, M5 RIT1,866+2,102
(125~11,700)mg TdH - 7=,

L-AMB % 5 il 4 I O 3R 13
(36.4+39.6)°C TdH - 7=,

L-AMB #% 5-B#AIE B-D-2 )L 7 U fiti & 52 L 7=
340 21 14l (61.8%) BBHEMETH - 7=,

37.9%0.9
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Table 1. Patient profile used liposomal amphotericin B.
Number of
Variable / categories patients
n=41 (%)
Diagnosis (Invasive fungal infection)
Definitive diagnosed cases Candidemia 10 (24.4)
Fungemia caused by 7richosporon species 1(2.4)
Meningitis caused by Candida species 2 (4.9)*
Meningitis caused by Cryptococcus species 1(2.4)
Peritonitis caused by Candida species 1(2.4)
Clinical diagnosed cases IPA (invasive pulmonary aspergillosis) 3(7.3)
Urinary tract infection caused by Candida species 5(12.2)
Probable cases Invasive fungal infection suspected 15 (36.6)
Febrile neutropenia 4(9.8
Gender Male 27 (65.9)
Female 14 (34.1)
Age (year) 0to 15 1(2.4)
16 to 90 40 (97.6)
Mean=+SD 64.91+19.4
Body weight (kg) Mean+SD 50.6+12.3
Underlying disease Absent 0
Present 41 (100)
Cardiovascular disease 17 (41.5)
Hematological disease 10 (24.4)
Diabetes mellitus 9(22.0)
Collagen disease 8(19.5)
Solid organ malignant tumor 7(17.1)
Chronic renal failure 6 (14.6)
Benign respiratory disease 6(14.6)
Cerebrovascular disease 5(12.2)
Hydrocephalus 3(7.3)
Neurological disease 3(7.3)
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Table 1. (Continued).
Underlying disease Liver dysfunction 2(4.9)
Bone and/or joint disease 2(4.9)
Peritonitis 1(2.4)
Alimentary system disease 1(2.4)
Duration of treatment (days) Mean=+SD 14.4£14.6
Minimum~maximum 1~78
Total dosage (mg) Mean+SD 1,866+2,102
Minimum~maximum 125~11,700
Risk factor of invasive fungal Absent 0
infection Present { 41 (100)
Administration of antibiotics over 3 days 39 (95.1)
Hypoalbuminemia 37(90.2)
Medical device
Intravenous hyperalimentation catheter 30(73.2)
Urinary tract catheter 21 (51.2)
Nephrostomy 1(2.4)
Abdominal cavity catheter 1(2.4)
Basivertebral drain 1(2.4)
Stent-graft 1(2.4)
Prosthetic valves 1(2.4)
Ventriculoperitoneal shunt 1(2.4)
Cerebral ventricles drain 1(2.4)
Administration steroid over 14 days 13 (31.7)
Post-operation within 14 days 10 (24.4)
Ventilated over 48 hours or tracheostomy 9 (22.0)
Carcinostatic 8(19.5)
Persistent neutropenia 5(12.2)
Transplantation 3(7.3)
Dialysis 3(7.3)
Burn 2 (4.9)
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Table 1. (Continued).

Fever before initial Mean=*=SD 37.9+0.9

administration (°C) Minimum~maximum 36.4~39.6

beta-D glucan before initial Data not available 7(17.1)

administration =20 13 (31.7)
>20, =300 15 (36.6)
>300 6 (14.6)

Sepsis Present 10 (24.4)

*: 1 patient had meningitis caused by Cryptococcus and Candida species.

T : Some patients had more than 1 underlying disease.

I : Some patients had more than 1 risk factor of invasive fungal infection.

St (EEH D) I
(171) , MLiE%E24.4% (1041) ,
(9f1) , BB 19.5% (84)
(7451) DNEIZ % %> > 7= (Table 1),

FAEMERFEED Y 27 [J1 (HEHHD) &, %
19 2P SER S 3 H YL _EDJERIA 391 (95%)
ERET, WK T IV T 3 VIAEA 37 i (90%)
Td - 7z (Table 1),

L-AMB# 5O ME 7 L 7 3 v lid
2.5%0.6 (0.9~3.9)mg/dL T& - 7=,

[ J% e LR EHIE TVH 73.2% (30 H)
T=TNL51.2% Q1) DIEIZZ 2572,

70, AT T BHEEES 3 HLL EORERFIOFE
SHEHENTIL, 7 0y ks EOESIE
) AT F FRIE L EDPIMRSA SEOHE
A< Tk 5 Tz (Fig. 1),

L-AMB#5-HiiZ, % 2E RFEL L TOL
5123 56.1% (23/41) T, (1) M SHIEFSENMERD
DA 2001, (2) FRKEREIZX 3 5 ftho FE Al D
MIC A EROIA 1151, (3) EN IO FR#% 503
B20ITH > 72, 5 1ERKE LTRSS =06
1343.9% (18/41) T, (1) Cryptococcus FEGHER 1
5, (2) severe sepsis ¥ 7z 1 septic shock DAL 7
W, (3) 734+ 7 4 L LK EEDI S AT 5

. IEBR R 41.5%
BEIRIG 22.0%
[E I 17.1%

PR 71

WEARREIERI 2151, (4) step-down therapy % F2Jifi
L 725ER 6 9, (5) FN BEORRERAFR 5% 50 11252
Jiti U732 2 5T - 72,

2R L UG Sz REFI O AT 1 54
HEFHIE, I #7777 ¥V (MCFG) 761, &2 7
L aF =) (F-FLCZ) 4%, 7 rat+ v —
(FLCZ) 2%, 4 a3+ v =) (ITCZ) 341, K
) 3 F =)L (VRCZ) 20T H - 7=,

L-AMB & 1 T E {5 & o fif IR 2%
Moz,

PUEL IR 2P 5B MG O RS RS | e i 78 I 5]
36.6% (15%) (5B 1HIESED ), EERZEHI
19.5% (8%i) , PRAENEHEAESE I 36.6% (15
i), FN9.8% (4ffl) TdH -7z, HEEizlifilTix
HRIMAEA 73.3% (1161/1561) L% Th -7
(Table 1),

AN R LR A= S (% A
A THSDIETH > 72, (Table 2).

L-AMB OHMEOFHIIZ, FEC 13 Fle A FHH
RO 7=l ARESTER 5 ENZ o722 LD
16 BICORGE & 75 72728, BERIRANIZA %) & iy X
N0 75.0% (12/16), HERhA25.0% (4/16) T
Ho7,

Fxhl 121510 5 B2 Wrilid Candida IE 1

EPE 7, IVH
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Fig. 1.

Anti-mycobacterial agents
Others

Glycopeptides
Oxazolidinones
Tetracyclines

Quinolones

Lincomycins

Macrolides

Aminoglycosides

CAM (1)

INH (1), RFP (1)

Administration of antibiotics over 3 days*.

FOM (2), ST (7)
VCM (6), TEIC ()

CPFX (6), PZFX (5), LVFX (1), GRNX (1)
CLDM (4)

ABK (4), AMK (4)

Carbapenems MEPM (11), IPM/CS (2)
Cephems CEZ (1), CAZ (1), CTRX (1), CPR (1), CFPM (1), CZOP (2)
Penicillins | TAZ/PIPC (5), SBT/ABPC (3)

0 2 4 6 8 10 12 14

INH: isoniazid, RFP: rifampicin, FOM: fosfomycin, ST: sulfamethoxazole-trimethoprim, VCM:
vancomycin, TEIC: teicoplanin, LZD: linezolid, MINO: minocycline, CPFX: ciprofloxacin, PZFX:
pazufloxacin, LVFX: levofloxacin, GRNX: garenoxacin, CLDM: clindamycin, CAM: clarithro-
mycin, ABK: arbekacin, AMK: amikacin, MEPM: meropenem, IPM/CS : imipenem/cilastatin,
CEZ: cefazolin, CAZ: ceftazidime, CTRX: ceftriaxone, CPR: cefpirome, CFPM: cefepime, CZOP:
cefozopran, TAZ/PIPC: tazobactam/piperacillin, SBT/ABPC: sulbactam/ampicillin

*: Some patients administrated more than 1 antibiotics.

Table 2. Isolated fungi and isolated specimen*.

Blood IVH Urine Sputum Cerebrospinal Feces Abdominal
catheter fluid cavity
tip drainage

Candida 5 3 1 7 0 2 1
albicans

Candida 1 0 1 0 0 1 0
glabrata

Candida 2 0 0 0 1 0 0
parapsilosis

Candida 1 2 0 0 0 0 0
guilliermondii

Candida 1 0 2 0 1 0 0
tropicalis

Trichosporon 1 0 2 0 0 0 0
asahii

Cryptococcus 0 0 0 0 1 0 0
species

IVH: Intravenous hyperalimentation

*: Some patients had more than 1 isolation
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i, Candida WEHEZ% 1151, BEIRIIZEIENL, inva-
sive pulmonary aspergillosis (IPA) 15, Jiit& &3y
KE 4T H > 72,

el 4 Bl 5 5 1461 Candida albicans 73
KO BERFMET, L-AMB&RSHIZE»22rb6d
C. albicans MUIE A F5i L 7z, %5813 2.5 mg/kg/
HT, L-AMBIZEMETH - 72, 1 HITERIRI
Wi IPA TdH > 7207 2L FNU ZHUFEH FHL -
7= M & BT L 7z 1% B-D-2 0L 1 iR
7D Candida colonization # £ f& iy B i & 1 7= %%
WHITH - 72h, L-AMBHRGICE 20b 5§ -
D-Z L VAR A ESAU 1 ER TR &R L 22
1HIZFNIZX$ 2 PP 5TH - 722%, L-AMB
DEGAZE b 6§ @B i & ) & il < h
7z,

L-AMB ¢ 5- /B FEHNE, BRAREIRSGE D 72 89
29.3% (126), D728 31.7% (136) , M%)
EHIMr S 72728 9.8% (4fl) , HRED 29
9.8% @Hl), K4 7 AMAERHGED 72 4.9% (2
Bl), WASREREED 728 2.4% (1)), B 5ED
N77292.4% (16), WEHFAEBHES D 728 2.4%
(151) , RBH7.3% (3fl) T -7 (Table 3),

L-AMB # 5-fi# O A O Z B, [k

B KU CRPAEIGECGEMHIAN & - 7z, (FIIEREL
p=0.05, CRPfiti; p=0.09) . Ii/INEAL T 151 A3k
RN BMEHEMICHE K TR 6 hik
o7z (p=0.10), NFHERFRICHE S L5
W6 hkh o572 (AST; p=0.56, ALT; p=0.14,
ALP; p=0.92, ¥ VLY Vi ; p=0.67).
MEH ) o AfEE, $5RERIE S ) o 248
134.1+0.8 (2.1~5.7)mEq/L, % 5%% T W17 7
) 7 A1 3.8+0.8 (2.4~5.6)mEg/L T, L-AMB
P 5t CHRE K FIERED &2 - 72 (p=0.10).
7ut 3R EORRENHBI31.7% (1341) ,
e 5 WM AR IS 7 U 44 3.470.9 (1.9~
6.2)mEq/L T, 5.0 & 5 s ARILE 77 )
Y AMEITARE AR £ 72 (p<0.0001) (Fig. 2).
L-AMB £ 5-iiif & ¢ 5- W (K 7 ) & A0 %
id, AMEOADHTE A 14.6% (6/41), FEHiE — i
23 2.4% (1/41), EH = IEH 23 31.7% (13/41)
B, s — KA 2.4% (1/41), 1EH —> KA 41.5%
(16/41), KAt — KA 9.8% (4/41)Td - 7= (Table
4), L-AMB# 5% # ) 7 2661 34.1%
(14450) T, WHIELZ=H ) 7 285813 131.25
mEq T - 7=, HEEHBAINHHGIZED 2525
7zo L-AMB 5 MR O i 7 ) & A EO (K

Fig. 2. Serum potassium before administration liposomal amphotericin B and minimum value during
using liposomal amphotericin B.
p<0.0001
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Table 4. Serum potassium characteristics administered liposomal amphotericin B.

Number of patients

Variable / category
n=41 (%)
Serum potassium level before initial administration Mean=*=SD 4.1+0.8
(mEq/L)
Concomitant furosemide 13 (31.7)
Minimum serum potassium during administration Mean=SD 3.4+0.9
L-AMB
minimum~ 1.9~6.2
maximum
Replenish potassium during administration L-AMB 14 (34.1)
Total replenished potassium during administration 131.25
L-AMB (mEg)
Change of (minimum) serum potassium level from
before initial administration to during
administration
Not data of after administration available 6 (14.6)
High—high 1(2.9)
Normal—normal 13 (31.7)
High—low 1(2.4)
Normal—low 16 (41.5)
Low—low 4(9.8)

Classification of hypopotassium during treatment
Grade 1 (3.0 =K< 3.5)
Grade 3 (2.5 =K< 3.0)
Grade 4 (K< 2.5)

Grade 5 (death caused by hypopotassium)

51.2% (21/41)
11 (26.8)
4(9.8)

6 (14.6)

0

fill 43 3.5 KW T db - 72 2151122 T, L-AMB#%
GBI O RAK A U 7 L4600 Grade 7 FY T,
Grade 1 (3.0mEq/L=K<3.5mEq/L) 26.8% (11
f51) , Grade 3 (2.5mEgq/L=K<3.0mEqg/L) 9.8%
(45) , Grade 4 (K<2.5mEq/L) 14.6% (6f4l) T,

K7 ) Y AMAEIC K 2 FECEHNE0FITH - 7z, Il
WHh ) o AMEDHER &5 Ak TAS L 1%
Lkl L & SIS MEA A S W7z 28, FRCR
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(Fig. 3)s L-AMB#5-Hiciiiyl~ 2 4 v & % Hl
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Fig. 3. The change of serum potassium during administration of liposomal amphotericin B*.

(mEq/L)

o

20 40 60 (day)

*: Protted available clinical laboratory data. This transverse axis doesn’t show the days of real

administration.

Fig. 4. Serum creatinine before administration liposomal amphotericin B and maximum value dur-
ing using liposomal amphotericin B.
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7FZEIF1.3121.30 (0.13~5.36)mg/dL, %5 I AE AWM ZRAY 52 -7 (p=0.05), &5
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Table 5. Serum creatinine characteristics administered liposomal amphotericin B.

Number of patients

Variable / category
n=41 (%)
Serum creatinine level before Mean+SD 1.31+1.30
initial administration (mg/dL) Minimum~ maximum 0.13~5.36
Dialysis Present 3(7.3)
Concomitant antimicrobial agents  Present 21 (51.2)
influenced renal function
Maximum serum creatinine level Mean+SD 1.7£1.4
during administration Minimum~maximum 0.15~5.69
Change of (maximum) serum creatinine level from before
initial administration to during administration
Normal—normal 18 (43.9)
<0% 2(4.9)
=0%, <+20% 10 (24.4)
=+20%, <+40% 4(9.8)
=+40%, <+60% 1(2.4)
Z+60%, <+80% 1(2.4)
=+80% 0
Normal—abnormal 12 (29.3)
<0% 0
Z0%, <+20% 1(2.4)
Z+20%, <+40% 4(9.8)
2+40%, <+60% 0
Z+60%, <+80% 2 (4.9
Z+80% 5(12.2)
Abnormal—normal 1(2.4)
Abnormal—abnormal 10 (24.4)
<0% 2 (4.9
Z0%, <+20% 3(7.3)
Z+20%, <+40% 4(9.8)
2+40%, <+60% 0
2+60%, <+80% 0
Z+80% 1(2.4)
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Fig. 5.

(mg/dL)
6 :

The change of serum creatinine during administration of liposomal amphotericin B*.

40 60 (days)

*: Protted available clinical laboratory data. This transverse axis doesn’t show the days of real

administration.
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F = VEOZEENE, R - IEE A 1841, EH—
B 1200, BN IR 1B, HE - 2= 1041
Td -7z (Table 5), VIS CEBEENFE %
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L7 F = O, RS MG
HET, TERNC L > TED T HIER & F 572K &
Bij) % % 72 X IVERI A GRS 72 (Fig. 5). 5l
SN A 7.3% (3Hl), L-AMB £ 5Btk 1<
TAENT BB & - TRERNLERD 2 5 72,
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REODRER T OFH & W 28 B K< B z®)

BIRE R EDT= ) V7 EMEINZITS> LTS
K OBAIKIBRETH 5, RHIFSHITIE2M
PRI 77 ) & SEAMKTT & 7Bl 4 R85 L 7=
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BB T H - 72,

L7 F VA, L-AMBS-RIAY1.31+1.30
(0.13~5.36) mg/dL, FEHAE T H - 7=hefilH26.8%
(n%)éﬁwtoAEG@in L-AMB #%
B HBRKIMAA ~ Mk 2 BEEEEL Tk
Lw\LAMBﬁ%%&,&5%%¢®m%mm
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TH-o7DITHL, IEH—->RZFED124011%, +80%
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BEMA33.3% (4/12) &, BEIIEIA SR A R
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P 500 O BHERE S B IERINC I U A A BT 5
HRIAVBETHDI L BDbDNDS, JVLTF=V/ D%
3, HSHIEIC22b 6, RN & - TES)
T HIERI & & o 72 < AW & X 72 & B WER AR
7o BIED 121528 Z 21552 L 7 F = /D
b5 AR 7RIS, EINEE T HRER T 39.8%,
5 (20104) ORBEIT12.5% L W& Eh T
WA, HESHIREETH - 725412 L-AMB
125 U 7258 OO TH3 I BET S h -t
Fid A<, ARl EEsRG EEbI S, F
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Table 6. The recommended criteria of liposomal amphotericin B in Aichi Medical University

Hospital.

Second regimen (Second line)

(1) If previous antifungal therapy was not effective (as “salvage treatment”)

(2) If MIC level of other antifungal agents against causative fungi was high (as “target therapy”)

(3) Aggressive prophylactic-empiric therapy for the patients with febrile neutropenia

First regimen (First line)

(1) For cryptococcal infection

(2) Severe sepsis and/or septic shock

(3) Patients who cannot remove medical device and might have biofilm formation

(4) If need step-down therapy, especially against compromised host

(5) Compromised host with chronic disseminated candidiasis, central nervous system candidiasis,

bone and/or joint candidiasis, endocarditis caused by Candida species, and so on

(6) Aggressive prophylactic-empiric therapy for the patients with febrile neutropenia
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GAEVEEERE DB - R &% 2 2054, TA
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3ODOME»EEZBZEEEETH Y, HA
oM<k, REFENIEH A9 % L-AMB O
W ED ) (step-down therapy), BENIER % &8 7=
TP EERNC 351 2 MEEHE ORI (L-AMB O
HHIZOWT, Y7 a7+ 2 M) Y EAPIEEE
BHIZOWT) #HETHI L RENFEYT S,
ENfEOMIm L, TV A2 AN —%BZ &k
WHIHE R # D (antifungal-heterogeneity) i F & |
HEFOEANEZME (7 F 44205 4) O
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tration of intravenous liposomal amphotericin

Retrospective investigation on the cases treated
with liposomal amphotericin B

Yuka Yamacisai and HiRoSHIGE MIKAMO

Department of Infection Control and Prevention,
Aichi Medical University Graduate School of Medicine

We have retrospectively investigated clinical profile, efficacy, and safety in 41 patients who
were treated with liposomal amphotericin B (L-AMB) in Aichi Medical University Hospital
between January 2008 and June 2009.

It turned out that L-AMB was used for severe infectious diseases and 31.7% cases discontinued
L-AMB therapy because of death.

L-AMB was administered as the second-line therapy in 56.1% (23/41), and was not effective in
48.8% (20/41). L-AMB was administered as the first-line therapy in 43.9% (18/41); (1) 1 for crypto-
toccal infection, (2) 7 for severe sepsis or septic shock, (3) 2 for the case which cannot remove med-
ical device and might have biofilm formation, (4) 6 for the induction of step-down therapy concept,
(5) 2 for febrile neutropenic patients who have needed aggressive empiric therapy.

There was no significant difference in serum potassium level (p=0.10) and serum creatinine
level (p=0.05) between pretreatment and posttreatment with L-AMB. The serum creatinine level
before initial treatment with L-AMB was 1.31+1.30mg/dL. The patients for 7.3% (3 cases) had
dialyzed before initial treatment with L-AMB, however, there was no case who need dialysis after
administration of L-AMB. As for the highest creatinine level in L-AMB administered cases, 29.3%
(12/41) and 24.4% (10/41) were normal to abnormal, and abnormal to abnormal, respectively. This
is the first investigational report when the serum creatinine level before initial administration of L-
AMB had been abnormal. The other antimicrobial agents, which might have influenced renal func-
tion, were administered to 51.2% cases (21/41). That means the cases administered L-AMB might
have other bacterial infections. As for the serum creatinine level, we observed the changing cases
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and the cases which did not cause the change at all regardless of the administering period of L-
AMB. The serum potassium level before initial administration of L-AMB was 4.1=0.8 mEq/L,
concomitant use of furosemide efc. was 31.7% (13/41), the lowest serum potassium level was
34209 (1.9-6.2)mEq/L in during using L-AMB, the serum potassium was 34.1% (14/41) in re-
plenish potassium during administration of L-AMB, and the total replenished potassium was
131.25 mEq. We did not observe the case who had died because of the low potassium.

Since L-AMB was the only fungicidal drug, when we use L-AMB for the serious infectious
diseases to make the best use of the characteristic, we have to pay attention to the concomitant med-
ication, renal function and the serum potassium level.
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