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(febrile neutropenia, FN) O BF 52 HHE 2D 5
N5, IR ERIANIGE OB AT E R IR O T il
*HHE L CREEIEESIER SN TV 5. BERIIGHE
HELTIZYRY =T 2LK7T1) B (LAMB) 2°
R THHH, IH 77 Fr (MCFG) D
R ROGE D ME I N T 5. SRFKL 1L, A
WA FIAISME FN (24 L€ MCFG & L < i& LAMB
DREBR T 5 O AL ILEABR L TV, AR E %

M E 2RI IEBRRE Lz 46 RS E SR S
M, MCFG BEORERNIGROEN L, LAMB # &
A& CTdH o7 (p =0.82967). —7, H&EMIZELT
LAMB #1%, EEATIC & B Hilid MCFG # & [
FThoIlbMbLT, FEHRICLIVESGPILL
% BIEBDEEICE o7 (p = 0.00552). MK EMEE
BUSHE S IREPUERIARIGHE FN A L€, MCFG O#%
BREIERIC BT DR A R & BaEEsTRIE S .
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I. # &

Ak R R B ) o SRS oD IffL i T R R
IZBWTUE, BEREE A IR BRI A 2 ok 72
L. B EREAE (febrile neutropenia,
FN) OBRDSEHEEICED oL Y. FN O
% CIIERGHET, FRICHEERGE L & 2 o,
PIRERIZ L S T 528, BEGLR R R % [
TE T E R WIGERLHIR RIS 5 HEH] b 520
5N JRBANRY NI AOPRHEIZL DT
OB G S ANINEOL AL, BER
PO RN HET 2 LENH ), RO
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HEEOH GRS TwE Y. FNIFIZE
I HPIERFRERIGERE L LT, VRV =<
VT LR T ) ¥ 2 B: Liposomal amphotericin-B
(LAMB) 7545—@UE (Al) TH 2 Y. —FT,
Xy 74 FROIN T 7 F Y Micafungin
(MCFG) 134K & &Gkl 4 BRI LT
ENPEREEREL AT 5 Y. MCFG ML
DN ART 7 F »: Caspofungin (CPFG)
IE, FN BT A5 G#ES & LT LAMB
& A SE D BN BRIR IR R S S T
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ARl 4 1L, MEEER BB 2 IR
FIAIE D FN 2K 5 MCFG O & BRI
OFFME L ZEMICE LT, LAMB & o8/
BB D) A RERE AT, B & RERRE L7-.

II. MEMREHE

1. WigeT 4 >~

FFRERBRFENE BRI - ESENES &
VA F IS A S BE I IR, B RR 7R 1 9 Bt
MEAEE, ST R FIRBE MR AR, 5Tz
KRR BGEME AR, 52 MERR AR E &
DL TH L. NS D ICARFD
MM BB E BT B I PUE R AR ED
FNSEGIIZx LT, MCFG % L < I LAMB (2
X 2 PLEEE ORI G- 2 R E Y AT
TATV, ARhIE & 2B L CRritiimic e
BARET L7z FERIESRIZ 2011 F4 H XD
FGG S, 2014 4F 1 H BUTE b FEB O 2N %5 &%
HEBEL TV A DS, 2013 4E 11 H £ TOEGHE
BIZBEE L CHIRIENT 217V, S e 354
§H& L72. ZBARWIZEIZB W TIIHIZERHE 12D
WCARES L FERFESIMO & ik BT A i
HEBROHERICLDAREZH/TOLOFETLL
(UMIN000006114) .

2. JEBVESRE X OEMEAE D A

PRI 2 3 72 T PUAE IS E FN OESIHS
HEU724E, SO TFIBRELY web 2 U
TIEBIBSREZ T 72, EMHFICE L Tid 7T —
Yy —TORR—FEEFEI AT LIZLD
FE B 8% & R R L2 &R (MCFG #E b L < 1
LAMB#E) ICHE)TEI D fFF S, F 28595
B (b tk, BRBME, FEBME,
FEER ) TOEY AT ORI E T o 72,

3. KGER]

i G 1 45 It 73 D I PRI R C A Be s v o
16 7% DL L o My i BT, PLE W 3 O B 4h [T 96
I [ DAL 3 i ER B 500/mm® BLF & 72 13 B R
B9 ER $ 500/ mm® LU APl S b B
THY, o T2EM U LEo#E 2 o+5 7% R

WO & G152 2T %235 b BEDFH
LTWRIERIE L7z, TR IZ DWW
TToiditlz 2y, MAESMOREISEEIC
I0EONLBEZTENRE L —HTRERE
FkE12 AST(GOT), ALT(GPT) %% i% @ 1E &
flE ERS5fELLE, ) LY v s 2me/dl VL E,
JVT7F )T Ty AN 30ml/min LR £ 72
RIMiE 7 L7 F = 298 2me/dl L b, A#ER|C
BU LSRN L CGRECVEDBEERE O 5
B, HE - EIEL AR D 5 B,
ZOMFBREIRFALO G E L CTARHEY) & f)
Wr L 72 BF IS S b L 72,

4. B OG5

MCFGHEE I 77 FrF by nsl
T 150mg % 100ml A b o A= 3 A K 1 2R L
CT1HI1MR, 1KHTHEEFTEEZIT-72. —F
LAMB X)) RV —28HFOT LkxT1) v
B & L T 25mg/kg % 200-250ml VL £ @ 5% 7
R AR ICEm L C 1 H LA, 2 BRI CAE
it %17 o 72, LAMB %5 0BE, #53H
BOS % A § % 72 O (2@ 5 D & 3 g C
HiEEE 24T o 72, LAMB#ETIEZ L 7 F
ZVEO LAENE RO DAL, WTETH
L LAMB O BT S 5 W I35 I A B ATEK
500ml @ BRI L 72, 724K ) 7 AlE %
BEEET A2, &S ) 7 AE25 30mEq/
L % T %A Hi7E % BaG L 72,

P 5-BG R IZIH S DR EAT 5D LT
EHEREBROLWEEE, FRIE LTRSS H
oG 2k L7z, HOPRRATTD L
CIFMEE 2 52 A EFRFFICB T HHIFER L
LT, ARILBHEBICB I 2 HTH O REE
¥ /213K 25— )V : Voriconazole (VRCZ)
ICEBE L7, VRCZANEET L 60H&EIX
dmg/kg( ¥ H 1% 6mg/kg) ® 1 H 2 [HAHR S L
iR G & L, SABEEo% G
I OTEEEOPEHIZITH T, RO
IERE ICHLE RO T 5P IThb LT 5 546
W, PRBRBALG & FRF SR L 7z
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&1 BisHHE

BE5E HE5H G Uik
BEER @)
1) BRIRAEAR - BRIRHT HL (a) AR @) 15 H @)
(b) BESER - EE O mH O
2) Hi{gZ T YT ANV E N ZIEDFED L
JB X A%, CT, PR s ss @) Oy HE
3) B A IIMRAT Mg, WEH%EH L\ @) PAe © YHE W O break through »%
MEEE, fHEE# B b
4) MiE 2 IR AT (@ f-DZIVA > O 1HMHEE O HEOMINIIED 5
(b) TAN W WAL O 1HMHE O HEOMIIIED S

O 1KHE O

5. AhME & et o

B OB G-BAMAR B L O G-RaRTIE,
PRAER (R, BEREEISERT S E8BbhsH
FOEIR, MR, WGPTR (WL o b7
YEH CT, NS &), BRI (1
W, & 5\VIEEEE, THEH, fEEEmA), Mgy
Bt (B D7V >, TARVFEL AHE),
ERRRAT (MR, MEFME), B X
OEESRESREFBISEHD L LGHELZ: (1),
Primary endpoints ($#8& RN IZ & 2
BRI OFMETH ), Walsh 5D FEEIZFEIN
T7 TR SIHH : OFGHHEIZED S
- R EGYE ORI Y], O H 50 IdiG
BT 7THUNDO T L — 27 2V — B R EYSED
ISHE, EWETH T HUL EoATE, @ORIFEAR
+0d B VIIEERERIC L ARG, Gt
R A AR A 2 B0 2 B (48 IEIE DL L 38T
DUFA3ErbE) 12 & A A8 E ERRRD R O FFMl % 17V,
FRESHE & Tl 7z L 72 ER 2 {HE R & E
Fe L7z 7 BREH OBEREGIEDOHFHEIZ DN
T, ik EORTC/MSG Dz ik 2 H v

¥ 72, Secondary endpoints 1% ¥ 5- B 5 F
PO THRE TICBITAEERERRDIE
DEME L7z %BHEEFRLRIINTLICTCAE

OWZH  OFEiBEH M

(Ver4.0)” % F\WCEEli %175 7-.

6. MR

KIFFEIC BT 2 FNT L EEBN DWW TIEIES
H~—2 0% 10% L #%E LT, MCFGDOAR)
PR LAMB £ )b 10% MLEFE S W & 2 #f
FHICR T 72O E R 1 EH 72 ) ORERIEK
#, V7 b+ 7 (JMP version 8022) % H
WTIEBEBEEIZ X > TR L2, REICBW
T IV A PESE L 72 BIfRE 128 37 A MCFG
D RO K E TIE, MCFG150mg » 1 H 1
B4 5 DB MEIZIFIZ512% T - 721" W,
MCFG O EE =% 50% & L, A =K
1.25%, #HT190% & L2k &, xBEOHR
A 40%, 50%, 60% D, 1EEH 720 DL
FUEBIENLZ e, 38 19, 66 fl, 141 Bl TH -
72. —75TLAMB @ FN 2% § % A #2134,
W CEOREIZL S L 501% THo72. Ei
EAREICHET L, S IGHEBEO RN 2 T B
SIEBI R 70 B (BRFT 140 ) L REE L 7.

BRI 7T 3) — (BEER FH
M, et 1IZB L CTid Wilcoxon M7E b L <
I¥ Chi-square BRZEIZ L ) HFEAZDILEKEZ1T-
72 WwId pfEAT0.05 R D HE % H B
HHEL, BTy v 7 b o7 (Excel
WEh) #HW T o 72,
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ITI.

1 % :Ib%

BERI N7z 46 4413 web 12

FEn, £ MCFG B (N=24),

(N=22) I2EI ) fFiFr Sz (K1),

(G- B AR I 12

S UMboHEFEA &£ OFFHAES (n=1) Z7
0, IS OGN 5 FRAE L TR 22 %
LAMB # T3 3 5-Faa ke
NHD

DFFAT 247> 72

B LI EFNGER (n=2) 22D

KEBNIIEAT 22 5 BrAL L C

MR,

# R | MEEER
I

‘F mﬁamﬁ‘

L0 AERE D A | |
LAMB #f MCEG ‘ ‘ LAMB % ‘

MCFGHT Frmr
EU'E);'IE FN {IE'&U (l’l — 1) ﬁ - REERSERA n=1
MCFG B ‘ ‘ LAMB £ ‘
n=22 n=20

Intention-to-treat B#4f

n=22

Intention-to-treat B#4f

n=20

AL 20 ZH DM & 7% o

72. W d modified intension to treat fiF##T

i1o 72 (K1),

FZEEDONT XA —FI|ICHEEEIX
S

(2, 3).

MCFG % & LAMB B0 &
RO o 7z
BT B GEHEIH o g
il MCFG# T16 H (5~92H),

LAMB

x2. BEER

L RIEHAERI A IS 5E

fFFIzonT

BEEOWAELEY

#HTI5H 3~46H) ThHho7- (3R2).
2. A
Walsh 5O 5 HH T %7 L72iA

#1¥ MCFG # T 31.8%,

LAMB #: T 25.0% T

MCFG (n=22) LAMB(m=20) b value
AE Median 59(34-80) 58 (35-74) N.S
el M/F 17/ 5 12/8
AML 14 (63.6%) 0 (50%)
MDS 0 1 (0.0% NS
MDS/AML 3 (13.6%) 1 (5.0%)
NHL 3 (13.6%) 4 (20%)
MM 0( 0%) 2 (10%)
6% Chemotherapy 18 (81.8%) 17 (85%) N.S
Auto-PBSCT 3 (13.6%) 3 (15%)
others 1 (4.5%) 0( 0%)
PLERHI x5 H Median(min-max) 16 (592 15 (3-46) NS
?5 3 %%ﬂbﬂ ( )
MCFG (n=22) LAMB(n=20) p value
BN R GE O BEAE 1 (4.5%) 1 (5.0%) NS
MEHHA TS5 1TCZp. 7 (31.8%) 5 (25%)
F LCZFI))% 1 (4.5%) 0( 0%) NS
AMBp.o 2 (90%) 0 ( 0%)
AT O 20 (90.9%) 19 (95%) NS
B o R 19 Total 24 (6-101) 17 (4-36) NS
(day,<500mm°) Pre-Treatment 11 (0-63) 7 (0-18)
(min-max) Post-Treatment 13 (0-91) 9 (0-24)
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F 4. HEDR
MCFG (n=22) LAMB(1n=20) p value
BT 7/22 (31.8%) 5/20 (25.0%) N.S
R G-BARER I ER D 5 L7 B EGE O R 1/1 N.S
GHEE D L WILEET T 7 HUAD 19/22 (86.3%) 17/20 (85.0%) NS
break through 737z \»
EHEE TR 7 AU L oES 18/22 (81.8%) 15/20 (75.0%) NS
e Gk CGIREART S b L I3 EFRIC 16/22 (72.7%) 10/20 (50.0%) N.S
BhHkZz L)
ik SRR 6/22 (27.2%) 4/20 (20.0%) N.S
HERER 0722 ( 0%) 6/20 (30.0%) 0.00552
Ief R A T A 2 B VT B fi Bk 9/22 (40.9%) 8/20 (40.0%) NS
(48 FER LI 38C LT 2% %% )
#5. &5k
MCFG (n=22) LAMB(©n=20) p value
5k 6 (27.2%) 10 (50.0%) NS
LA+ 45 6 (27.2%) 4(20.0%) NS
Breakthrough 24 &4t 3 (136%) (10 0%) NS
Proven - 0%) 1( 5.0%)
Probable 1 (45%) -( 0%)
Possible 2 (90%) 1( 5.0%)
ZE B 3 (136%) 2(10 .0%) NS
ILEEHRGE 1 *2 ( 0%) 6 ( 60%) 0.00552
R 2(10%)
PR RERE £ 2(10%)
&) 7 & fE 2(10%)
&F 1 (5%)
kbl 1 (5%)
*1 NTI-CTCAE(Ver4.0) 2 EHEDD
HYVEEEZ»RD Lo (p =082 (F (50.0%) 10/20 B, Wfr BRI AR I BT % f#

4). F7- Walsh ® 5 oD FiEE THh 5, B
17 O B BEGE O R # KL [MCFG 2 @ 0 ),
LAMB # : (100%) 1/1 1] & % LG # %
T 7 H LW Z break through 2% 7 \» [MCFG
¥ (86.3%)19/22 %1, LAMB #¥f : (85.0%)17/20
B, WG TR 7 H UL EOELFZE [MCFG #:
(81 8%)18/22 %, LAMB #f : (75.0%)15/20 51 ],
ke [MCEFG #:(72.7%) 16/22 5], LAMB #:

}L—I—‘

B [MCFG # © (409%) 9/22 5, LAMB &% :
(40.0%) 8/20 Bl] (Twghd, WERHTHEE

FRO o7 (F4).
3. walt
Al B HE  $x G- ik 11E MCFG # T 27.2%,

LAMB #£ T 50.0% OFEGI TR 5, HEAE
ER2SO s (p = 0129), LAMB & T
HIN A ERD b7z, MEHETHRG P E ko7



158 e,

HHE LT, RATTHLVITEERSR
IEBHDTHo7 (#£5). MEATHICX
L5 d kL, BERIEGYE O Breakthough fiE
5 [MCFG # : (136%) 3/22 #l, LAMB # :
(10.0%) 272011 3 L <1 SEB D Fife L 72
Bl [MCFG # : (136%) 3/22 %I, LAMB # :
(10.0%) 2/2061]1 TH Y, &FF3 5 & MCFG
B 6/22 B (27.2%), LAMB % 4/20 51 (20%)
THY), MHMCTHEEELRDO R/ L
Lads, AEFHRIZE 2¥H%5 1k MCFG
HT0% (0/2261) 2%k L, LAMB ¥ (% 50%
(12720 1) &, BHS A2 LAMB BT v E ]
AR 5Nz (p = 000552). LAMB 28T 5
HIFICE > EEFFONRIE, HFHEEREE
10% (2/20 1), BFHRERE 2 10% (2/20 B1),
K77 1) w7 A IAE 10% (2/20 B11), K295 5% (1/20
B, BB 5% (1/20 1) Td -7z, —FT,
MCFG BETIZAERHRIC L D HGHIRICIEE
5 %o 72 b OO RFREEEREE DS 18.1% (4/22 H1))
IZBWTED 5.

4. T OAh

REFFEIC BT B, B IC X 2 HERT
#%7H F T oL HEITMCFG # T 182%
(4/22 #51), LAMB # T 250% (5/20 i) T
Hotz. EUEKE LTIREREEBED L L IX
Breakthough B JEGEIZFE D & D TH - 72,
MCFG BT FEAIC X BFET513 136% (3/22
%), Breakthough B B J& 3¢ 12 £ 9 L T
45% (1/22461) T&H - 72. — 7} T, LAMB
BECI BB X 81513 20% (4/20 1),
Breakthough B JEGE 120 9 FET 1T 5% (1/20
#Bl) THo7.

Iv. £ =
NIy EX ey W= A N = 0 (IR =23} =35 =30
FN CTl&, B OLBIREIFHIBE S Lo
72, RRIBRIC & 2 MIAEIZE TR <,
434% L EbNTWA Y 2512, KA
5L TH, MEIEONL WA, REE

PEE R EGE (Invasive fungal infection, IFI)
DEENPOBEMZEHETH LY 2L b%
IZWL, BRERAHEBZRGT AL vw) 2 es
IDSA S5 WICHAD A KT 4 THHERE
nTwnp > Y,

F 72, MEERRBOLARERICIET 5
FREOHE L, AMEHEaIRoRe, %
WH e —F @ < (79%), RICEEEHEEH
(44%) THH Y.

FTNWz, A RIATHHRERIN TS
L9, BRHEEREOAL S TRIREIEEY
botMERESVLETH L. FNEIZIBIT5
PLERH OREIGREIE & L CTIZ LAMB %% 1
EIRETH D W,

PLAEFIA IS FN 128 W T MCFG & #14
ETHHLF v T4 2 %DCPFGIZ X B #%
ERfiA#E L, LAMB E R B2 W% TH D 9,
MCFG b M BB O FN 2B 1) 5 &R
BHRELTEVWENELHE SR TS Y
LA L7a2s, MigERREEED FNIZBW
THEBRAIG I & | T MCFG & LAMB # it
L 725 137 <, A RF 41X MCFG O A #)
Ve & Ze stk % SRl 5~ IR 2 i sl %
T-o7-.

A FR 4 B35 1SR D LAMB Ot §3dE &
LCTEAZ MCFG X, 7ANLFELRAERY
YT FIRICR LB IR R & et
BOLN TS & 512 MCFG &, 1k
EEED L LMo F i 512 &
AEBRERTEROKT2EHOTHY Y, 1m
TEEMRBICB U 2 HEEGEEL LTEHATH S
LEZOLND.

48l > MCFG & LAMB O #:1F 2 Ho i 5t B
2B W TIE, FNIZxF 3 % PuEw A o & BRI
HHEO LEGRER O R IZ Vv 54172 Walsh & @
HECESXEREOFMEIT-72. SEO
Ta OWMETTIE, BEBRIGIEEE L CORARIEX
MCFG 7% 31.8% T LAMB 75 250% &, Walsh
SOFEIC L B MOFHOPEREDF 1%
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EBBERITWETH - 7. KGRI,
MCFG #* 27.8% T LAMB 7% 50.0% & A & 7%
b OO LAMB #ECRWWEM DRSO 51172,
BG I OME 2 ETd 5 ERATTICL S
BRI CTHEED WD, HFEFRIZK
x5 11d MCFG @ 0% (2% LT LAMB T
1£500% THYHOL N HEEN RBD LN,
SR EGNC B W TZEAR OB 2 L
TIEBIN %, WEhOREERE L o ERHF
NEFELHETHRRIZ Loz, HinE
D IF1 2% 2 L N A WA T PER A % 2 FI6f
HALTHET 2 2L IMEORMDSH 5 L% 2
S, HEFRERICE L CTMCFG Z181% @
FEBINZ B\ TIFFRBERE FE AR b 7z h3fx G-
RICED &9 BRREFNEZ AR <, F - RER S D
WO DL HERREZRD o7z, —HT
LAMB TlE:4#13f&H & 7172 Infusion reaction
FERO LD o7, IS, Erknek
£ ) T AMYE, BB, B & ke 2
HERRDPRD LTz

L OBFZE4EH & ) MCFG 122 &M A5 R0
THW—J T, LAMB & — % D% Tl #55
PEDSHE & 7 DIEBIDHAET 5 2 &EEZ LN
72, 72400 EHIZE TIXEGHRIEICBIT S
5T R 7 H LN DT A MCFG T 182%
& LAMB T 25.0% & Higmyicm < iR b sz,
FNHOFEKITVTND FHEAIZL AL &
L5004, WbhbWhE) AT IZBIT AIE

BIN% L EENTOLAREEDSH - 72, S Ho
FERTAE R LD, MR B BT 5 IR EHT
AR FN 123 L€, MCFG O &E1 i
BIL LAMB L RSEOFMEZESO, —HTE
I LAMB L ) HEICENLTB Y, MCFG
2B L REERAHRRE L L COBWERMEI TR
RN KBRS B WL, LIRS %
140 51 (MCFG # : 70 #51, VRCZ # : 70 %1 )
ERRE LTS, FAa OBEL BERERIC BT S
I Mg B2 B 1) 5 MCFG vs LAMB D It
Barm DO CEETHL LEEZ SNT-DT,
H HREEDIEFIAESE S ILTB D TGRS —
EDOEMDESNTWE DT, Hi HIEREF 5
272 L T e WS R FENT A SR & L T4 R
H L7z A1 140 Bl HAEREBI 2 L 7
T R IT VWIS E T2 FETH LY, B
ZH AR EFFEOKEMRFOND EFHIS N
5.

R NN D721, A e THE 7272 & A
BARAY M RWTZIEE E L ARENR A LA
FHFIR > B s N Heti ok, WRMARR AN e: - 7
LOb 3 — - BRI N B B LR P AR A L SR
LEFEY.

F 7o EARMSEE LTz 2 vz R e
B ROEA, ERMERIRY: - AU —BISe R I
LHFEd.

FIEAARC @ 3 H IR N S FIZRAT L 2\,
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Abstract

Empirical antifungal therapy is the standard
care for febrile neutropenic (FN) patients with
hematological malignancies despite broad-
spectrum antibacterial treatment. Limited data
are available concerning the efficacy and safety of
MCFG in FN patients with hematological disease.

We conducted a randomized, cooperative
and open-label trial comparing MCFG with
LAMB as a first-line empirical antifungal
treatment in FN patients with hematological
disease. The primary endpoint was a favorable
overall response, as determined by Walsh et al.

Forty-six patients were included in this study.
Four patients were excluded because of non-FN
and combination anti-fungal treatment (MCFG,

22;LAMB, 20). There were no significant differences
in the baseline characteristics between the two
groups. The overall favorable responses of MCFG
and LAMB were not significantly different. The
rates of breakthrough fungal infections, successful
treatment of baseline fungal infections, 7-day survival
after the end of therapy, successful continuation
and resolution of fever during neutropenia were
similar in the two groups. In sub-analysis, however,
there was more discontinuation because of toxicity
in the LAMB group than that in the MCFG group.

In conclusion, MCFG was as effective as LAMB,
and better tolerated than LAMB as an empirical
antifungal therapy in FN patients with hematological
disease.
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