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KIBORENEFPERAE (FN) A4 F 54 ¥ OBWikHaIc#e U 22 101 il &
VNI 645100 FNJER % %512, Meropenem (MEPM) @ 1[0 1g (INRO—EEERFITIE
40mg/kg), 1 H3M, SKEHIZ & DG OHEME, Rati K USEMEIREE MRETL 72,

P54 H H £ TOMEGHRTHRIAHHRIL, BA40.0% (40/10015), /INE66.7% (4/6
Bl) TdHo7ze RATIE, IFHERECCRR L - MESIFIE, %54 HH % TOIHERE
78 100/mm? K ORERI TI1238.2% TH D, 500/mm> KL EDREF] (29.4~55.6%) & 2Ei%
RO ONT, KHFPEREDOD O ERITE, MEPMIC X % REGH R DD 5z,

#53~5HHB K UHE57HHOMEFRIZIRIE, Wi g 100% /8%l LT
4/415) DHEETH -7z,

MEPM £ 5 il bt % (= HE 2 I IR BR) 20% 53 e - [l C & 720l 36 & O G-k c B L 72
RERNED B B A8 - [FE & N RERIOFH 1045112 36 1) 5 ¢ 5-WIBR 12 4 8 5 Time
above MIC ORFHEIA (% T>MICHE) E, 9BITI0%LL ETdH - 7=,

AHEHERORBIEAIIHA3.1%, /NNEL83.3% Th 7z, MAFNZ I TIELHIA
3, WEAAFEFRSIHNCRD SN0, WKL ORI GEE X N, BIfE
HORBEIA IR A 45.5%, NNEL66.7% TH D, WThBE E2i13hEE T, HE
DB DIERRD 5N D > 720 5 F TIZFNE L 72 B AR RS R0 BT A Tl X
NTCOBWEITER E UT (IS, [ RERIKT ], TV v SERREEE ], (1
HREE B, [IRESRRAT SR ], [RSEHRR], [HmPEEmts ] 2l S hzs, »wi
NEBEE-IPEETH O, MAGE 72 1PERRRIC TRIE L 72, Zh 6 RO
ERNC & 0 BEBRER O P 5. & rhul U ZERNE W 2 5 72, iR E ISR % A5
RELT [FR#] HLOU [ElkEE 3R shkr -7,

PE&b, MEPMD 10l1g (NERO—EEH TIZ40mg/ke), 1 H3ME, SHHI &
O51%, RAB L OVNROFNJEGN XL THARS TEITD > 72, 72, ®4a
P K ORAEMICRE LREA L NZ &2 5, MEPMIZ HAAD ENGEFIZ X L CH
HITOWBARERE LTHTH D EEL 6N %,
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b || IR o R A T AR s iR e 2297 X 1)
RFhERIRAD RIS REDFED & =550 EEMERT
FRERIDE 5 FN) 13, HHDRRSGYE O T REME 2 IR H
ZEWZ 5 IS RHORETDH >
T, PHREZEALE, FTHICHIRSEIC X 54
SRR ARG T2 L, EHLOTHEHETH
%34, ENSAOFNIREA A F 74 ¥ 7% TiF,
RS, OB OREIR TS 5 L v HER
& )& X° Pseudomonas aeruginosa % 3 C ¥ & 3 %
77 LRMREAEIN—TI3RERD 5720,
Hi MR ¥ T 13 Ceftazidime (CAZ), Cefepime

(CFPM) 6 K U Lo 2 R BRI SE O FH 23
XN TWb, L2rL, KFTIEFNAEFNIIR L
THNISIN A L RPFFEOF VAR ST
ZI28 b6 $Y, PN e U CHlE KR
2T TS EEANK, ABERFHAGRE T2 CFPM O
ATH->7z,

Meropenem (MEPM) (13388 (B, KHA
R CHBEBENLZT T LABMER, P
aeruginosa % &30 7 7 AREVER RCBSER ISR L
THWPIHNEHT B IR ILRPFEETH
D, KRITIX 1995 F 1 SFEEGYEREESE & LT
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HUEIRGE X N7z, MEPMIZBIIE 100 » L Eick
W, RFEREGUEDRTIE L LT X, Z0D
BMEL KOREERHER SN T 05, 7,
MEPMEKEIDFNIGEHEA A F 74 Y iZBWT,
VI OHMERE L LR ST 0 39, i
HDLL DEAIZENTE FNBHFHEE LT
INTNBZEn6, KIIZHWTE FNAEE
ELTCOEMEREIRFE NS,

Z ZT%E, MEPMIZDWT, HAADFNIE
Bloxt 3 2O e RetisBai T4 2 2 HW
12, 2006 -7 A2 5 2008 42 A2 A I KUV
FNREG & R RIZ U =5, ‘aetks KUY
e & M9 2 58 NHER RS (6B %, &1
VRS A E 20 R R B IS 35 F B £ it g% [RGB
ELTHENEL 72,

Bk, RIRBII S EREFEE OB EALE
TR SN, BRIKIEE & OZIRERR, ~
UV FREFITHD WP A E5F L, IR
FaatEE, Sk REE N O RE IR EAER O FEHE oD HE
# (GCP) (ZBH3 2 A4 M OB A 4 ¥ L T
Fehi X 7z,

I. W®REFE

1) &

KB, XFICKXIFEELPHIGTE 2RA
(16D E) 6 JOVNE (155&LLF) @ FNJES] %
MHEELT, FER, GRS LTHEEL 72,
F 2 RPIEUEIZ AR FRO FN O vE ) %2212,
B GFATT SRR 2R E TE 9, 1 Bk
W 2338.0°C L b, F k1wl EFsdid 5
37.5°C YL EOJFRIKNAH DR E A L, IFrhERED
500/mm’ A, F 7213 1000 mm? K i T 500 mm?
KilJWAH 42 Zen PRI 568 L &
B, p-7 7 2 LRV U THEAIT LLE —
DRRAEIEED b 2 hEfl, I 4 ITHRE & 72 13 B H%6E
e a A $ A0, TAPALBIF I T\ SE

il, &Rl 5 5, AR AERET % 0
REG, REA 3. 7Tkg RWGOIER 2 E1%, AWHEERD
B2 SR L 72,

2) HERESLUHBRESE

MEPM (# u X ® i/ s 4 7)1 0.5¢g, KH
RIERBEE) &RV, RATIE g, AT
118120mg/kg  GRBREATLIZEAN & 7= 13R85 7 AR Al
Oz & D 1\40mg/kg %5 &l & L7223, 1
] 20 mg/kg ¥ 5- TIEAREA 50kg DA E, 10140 mg/
kg %5 CIEAEN 25kg L EOBAE, A &
CHE5EDIM1gk L) &, 8HRZEIZ1H3
[ml, 304y Lh b2 CRUERHET 2 Z L & L7,
BHHEIE7THBE L, REI4HBZTITE L
7zo ¥, WRHHEMAIER SN ZGEE, WP
IG5 EKTT5808 L,

3) BEABIEES KUGHAFIRE

5k, MEPM ORIRFIEIZHE & KT
EFE AN R OIS, BT R E
E VB JEZ T a4 P UEREGERE AT (1R
wiAd37.5°C & 8 A DA ICIRD, &% 2 4R
NOWERIETE L) BRUEs a7 ) v il
OPFFIEEIE L 72, F£72, BB EANOREME &
UMREBEORCE S &, /ST afgF b ) o 2815 5
K OMBOEERIED PN ESIE L 722, ks, PLER
HoPio 423, STEAI, Granulocyte-colony
stimulating factor (G-CSF) <X>Macrophage-colony
stimulating factor (M-CSF) Off i385 Z &
PEE LA, MEPM#GAG3 HAT&k D A L
TWEAITIE, WELEWT &2 KM%
& L7z,

4) FHMUFHERE

TR 13354 HH £ TOMBGHR L L
7oo 7z, BIKEHMEEHE 35 7THHE T, &
VP GALT - Pk RO REGH R I L ORRIR IR,
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HELLEEEL (%A 37.0°C LT, /NI 37.5°C i)
D E, EGYE P S BRIRRER Fo & OB AT FL o>
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DINIZ e i A 5 4, B 5 ofkiiic &
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ol (BEE (EEWE) 2axhe L, Z
nLsh (WA, THRZRR] BLO [ARE & 72131
M 2% #MEshe Uz, ks, SIERIZOW
TOHFEIIAFREATLRAN & 7= (3305 IR Al 2352
i L 7z,

5) EEHEE

P # O IR MEPM  (RZEALIR) IREE % ik
rvua~v b 7774 — - SO (LC-UV) &%
THIE L, 155 7= lE I D TRHERSEYE)
Rt (PPKF#NT) #1772, 72, &S5RG
VHEE SR R D A3 o3 e - [l C & 7ol ds K O R -
BISHBLL 2 EMED & 2 HH 8 - FETE 72
BEIZOWTIE, MEPMICXTT 3 i/ N E B
& (MIC) % Mtk mBGE THIE L, PPKfi#fr
WERED, BREFIZOOTHRERBFEIZIH® 2
Time above MIC D REHIE (% T>MICHE) % 5
L7z,

6) REMFFMIRE

Pe5-FRAARE 2 © SRR BRI £ TOBRBRBIE T O
AHEHRRRBIOAEZHEL 72, AHFHERHRED
5 N7z8ATId, EERELIRAN % 72 13va K fHIR
N Y) s QUE % 17 - 72 BT, T O%EIR, FEBIRE
W, HeiRve, EEEME, UE, KRBk (B
0, Z0BEH D, BREAW, BHAL), iE
AR L 7 &7z, e Ghann, %54 HH,
BeHTHH, 7 - thabRHC IR A 2 2 L,
BAE D B AEZONT EFAE L 72,

II. #HE

1) "R

B 101 65l 36 & U/INIE 6 15l O FNE {5l 28 A i B
ICHlAANS N, F52&T L7203 AS6H
BERONLAHITH > 72, $5Hiko A BHiE
PRETOHINT DFORE GEIR) 2860 £ 7238t

3, ZHhYEABIORAIETEH 0] 1285
LDTh -7z, s, ARMEEZRA 1006, N
615, SEPEIRE TN O8I, /NESHI, ZAaiEid
B 101, /NR 6N DWW TR & 1T > 72, &
IMED BRI & 75 > 72 AT O 5%, Hik
65.0%, &PE35.0%, YT 59.0 4%, FN B
25 W  TO T H UL 1T H, A0FE
(GEREZERR) XA, V) v SIEA94% & $ 7z,
e AR D113 38.2°C,  hBRERTR G- BRAA A
DIFHEREUZ,  500/mm? A DIER A KR53 T &
0, 100/mm> A OREFIA 79.0% % &> 7z, & 7z,
FEEMED V) 2 2 % 7§ 5 72 ¥ D Multinational
Association of Supportive Care in Cancer (MASCC)
237 )OIk B2 T T 20 MU,
REENEL %55 Z LB PRI NS G AR
TS IR BB O & 25ER, TR ET
729122~3 L U v Y EO{L R A L /-
KEG,  TATEPH O RO BRI 23 i fT & A7 fil e &
EEY AT, ThUNERY 22 & LEEGA, &
) 27 BEOEIE1E79.0%, 1K) X7 #1E21.0% T
bHotze —J, MRBITIEEEERIT 6.0 (1~
145%), @S AR OF11338.6°C, RSk
5-Fil daai O hF Hp ER B 4R T 0 28 100/mm?
FKimiCTdh 7z (£2),

2) #BERR

A VERRIT R B 06012 35 1 5 MEPM D -3¢ 5.
WL, BAN6.622.9H, /NL8.0+52HTH D,
B HBROFEMITNTNE 1I~14HETH - 7=,
PE5RIZRA TR B 10 1g, /N TIE S
1[E140mg/kg, 1BIA 1gThH -7z, HEERIER5-H
ARSI SE & 72 (3 IS A e G < h
TWIEFI DA 326 (32.0%) , /N2 441 (66.7%)
W72, JREREARE A I O PR SR O OF L A2 2 o
776
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2. BRI KOVNRLOREGIHE 5

fFAT I H B A (N=100) /I (N=6)
PR Bk 65(65.0%) 3(50.0%)
T 35(35.0%) 3(50.0%)
il (R ) fE(=SD) 59.0(12.8) 6.0(4.8)
i IH 16 mEAH 0 6(100.0%)
16 % LA | 65 mE A 62(62.0%) 0
65 LAk 75 A 31(31.0%) 0
75 LA b 7(7.0%) 0
ik HE(kg) FEIE(£SD) 57.27(11.16)* 23.13(20.00)
FN B0 H¥ (H) - fE(+=SD) 1.7(1.6) 3.0(2.5)
AOHE (GERBRB) ofE 7L 0 0
HY 100(100.0%) 6(100.0%)
F 1157 55(55.0%) 5(83.3%)
I 39(39.0%) 0
B BRI RUE (R 4(4.0%) 0
D 3(3.0%) 1(16.7%)
FERER B DTRIRNE WIEE AR A 22(22.0%) 2(33.3%)
HitfE oDV 35(35.0%) 1(16.7%)
MeFF IR LRI 4(4.0%) 2(33.3%)
PRI RHEIE 20(20.0%) 1(16.7%)
HF Bl 3(3.0%) 0
Z DAt 16(16.0%) 0
GOHE GERERELSLN) OfF & L 6(6.0%) 0
HY 94(94.0%) 6(100.0%)
U278 2 AR 79(79.0%) 5(83.3%)
Y 27 Bt 21(21.0%) 1(16.7%)
ReEEE (C) ¥ fE(+SD) 38.22(0.47) 38.63(0.84)
I EREL (/mm3) 14 fE(+=SD) 89.21(178.53) 24.91(38.79)
A ERE S HE (/mm?) 100 At 79(79.0%) 6(100.0%)
100 LIk 500 i 17(17.0%) 0
500 LA E 1000 i 4(4.0%) 0
1000 L | 0 0
CRP (mg/dL) ) fE(+SD) 4.396(5.212) 3.892(4.081)
7 L7 F=> (mg/dL) (= SD) 0.727(0.222) 0.300(0.069)
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2. AB KONRORERIF R (i)

fiET IH B e (N=100) /N (N=6)
2 RE (PS) I E A RE 0 1(16.7%)
0 41(41.0%) 2(33.3%)
1 47(47.0%) 3(50.0%)
2 9(9.0%) 0
3 1(1.0%) 0
4 2(2.0%) 0
PRI X A RTRE O A 7L 68(68.0%) 2(33.3%)
B 32(32.0%) 4(66.7%)
BO B-7 74 LRHEK 1(1.0%) 0
Z DAt 16(16.0%) 0
HEH B-T 7 % LR%K 20(20.0%) 4(66.7%)
Z Al 4(4.0%) 0
OFRZE (DRHIHIPREE) oF E L 24(24.0%) 1(16.7%)
HY 76(76.0%) 5(83.3%)
OFAE (x> B 2RO 2L 20(20.0%) 6(100.0%)
NSAIDs) O 4 Ho 80(80.0%) 0
BFAEE (NSAIDs LISk DA L 1(1.0%) 1(16.7%)
HY 99(99.0%) 5(83.3%)
OF RSO mL 40(40.0%) 4(66.7%)
HY 60(60.0%) 2(33.3%)
FEt L B A R O mL 93(93.0%) 6(100.0%)
Ho 7(7.0%) 0
HEE SRR 0O A I mL 91(91.0%) 6(100.0%)
Y 9(9.0%) 0
ME AR I A =33 94(94.0%) 6(100.0%)
(168 6(6.0%) 0
* n=99
3) AahE 7z, BABINZDWT, B R % I rh ER BT R

(1) mE#shR

BE54HHEZ T, 5 7THHE T, LUK
T oo BES R, ThThERATIE
40.0% (40/100 f5il), 42.0% (42/100 %) * & O°
49.0% (49/100%), /N TI%66.7% (4/64), 50%
(3/641) ¥ & 1V50% (B/6fl) TH-7 (£3). &

U722, 454 HH £ TORFHERE A 100/mm?
Kim DREFITOE RN HF1X38.2% (21/55) TdH
D, 500/mm® Bl EORERF] (29.4~55.6%) & i3l
WoNhkhore (Fd)., 612, HE54HEET
DIFEGHF A ) 2 2 FERNC RGN L =655, &Y 2
I BETOEHEIL39.2% GU7961), KV 2 7 #F
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TI342.9% 9216 THY, MEEOANFIZE
BRwehEhro7 (£,

(2) BRERZIR

BE5THHB XU T - bR ORI,

FNFIHATIEA5.2% (42/93H1) 6 L 1V47.3%
(44/93 ), /INRTIZOVTRE 75.0% 3/4%H) D

A Gk KCAEROHIE) Toh -7z (%6).

3) #53~5HE, BETHEHLIVREKT -
hEBF TOMEFEIRIR

5B ABIO 95 2> & e 58 J5 K 1 23 55
HE - [FE & iz, NERIE Staphylococcus epidermidis
38K, Escherichia coli2¥k, o iZarss—%
b2 ¥ Staphylococcus (CNS),  Streptococcus oralis,
a IR Streptococcus 36 & UMD 7 4 B HERR
WOEIRTH > 7=, MEAIRIRIZEES2 HHIZ

3. AT KOVNRIC 1 2 5l & & o fii o 2R
) AT iEIES BRI 95% {5 X [H]
x5 AT N
B AR 2 HIERRE (%) TRR R
BN BHEA4RBET 100 40 60 - 40.0 30.3 50.3
57T HEETH 100 42 58 0 42.0 32.2 52.3
T - kg 100 49 51 - 49.0 38.9 59.2
NG BHE4RHECT 6 4 2 — 66.7 22.3 95.7
5.7 BB % T 6 3 3 0 50.0 11.8 88.2
FeT - kg 6 3 3 - 50.0 11.8 88.2
* 5 TRAHOAR DHERE) ZRE L, FHEGIED SR LTz,
4. HNIZI T 2 i EREON ORI & & D s R
. . fik Bz e 95%({FHE X fH
. o ERER At AR
AL N 3 B HIE
(/mm3) e HE 122 (%) TR kR
HE
Beh 4 BEHET 100 Fif 55 21 34 - 38.2 25.4 52.3
100 LA _E 500 it 19 9 10 - 47.4 24.4 71.1
500 LL_E 1000 A 9 5 4 - 55.6 21.2 86.3
1000 L | 17 5 12 - 29.4 10.3 56.0
H57THEETY 100 Kl 43 13 30 0 30.2 17.2 46.1
100 L4 E 500 Aiifi 10 5 5 0 50.0 18.7 81.3
500 L4 |- 1000 #ii 15 9 6 0 60.0 32.3 83.7
1000 L | 32 15 17 0 46.9 29.1 65.3
FET - kR 100 A 34 9 25 - 26.5 12.9 44.4
100 L4 E 500 Aiifs 15 10 5 - 66.7 38.4 88.2
500 L4 |- 1000 A 14 11 3 - 78.6 49.2 95.3
1000 L | 37 19 18 - 51.4 34.4 68.1
T HEOR THERGE Z8E L. FHlixi g bR LTz,
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5. RAIZBT ) 2230854 HH £ TOMEGHR
) ) - i SES B 95%(5 FE X ]
U 2R FFA 1% — —
B 5 (%) TRR BB
B AR 79 31 48 39.2 28.4 50.9
&Y =27 B 21 9 12 42.9 21.8 66.0

kFEEFD U A 7 & H|E T 5 72 Multinational Association of Supportive Care in Cancer (MASCC)
Aa7 VoI X DEFA T 20 HULF, ILRENEL 225 2 &3 TSN 5 i as i B E
ETCITEREE OB DAER, FER AR IRTT2DIC 2~3 LY A U EO(LFRES FEhi U 7-ER], TRE

FH D BRI A EAT S AT EG 2 U 2 7 BEE L,

THLSNEIRY 27 FEL LTz,

226, AT KOVNRIZE T 2 el 2 & DERAR IR

) ST TAZSGIES EhE%)  ARE%)
PSES AT -
il E2 A% R CHERRE  (95%CD* (95%CI)

A 5 7TARHE 93 31 11 51 7 33.3 45.2
(23.9,43.9) (34.8,55.8)

HET - kR 93 24 20 49 7 25.8 47.3
(17.3,35.9) (36.9,57.9)

MR &5 7THH 4 3 0 1 2 75.0 75.0
(19.4,99.4) (19.4,99.4)

T - HIERE 4 3 0 1 2 75.0 75.0
(19.4,99.4) (19.4,99.4)

* HIEARER 2R <

HIEL 72720, #5RBHADENT &2 6 HER
REE o 72 1Bl &R X, SHCOWTRHEi X h, #
5.3~5 HHOWEHEIZ100% Th > 72, 72, &5
7 HHOHEGIEIE, #53~SHAMBOHHEET
8Bl A e G AR T - b L 222z 4filT
DR FE R & 25 5 7228, HAFEIZ100% TH > 7=
(#7),

4) EWEHEE

A 984, /NYLSBIDREF A & 43 6 h 7z I
MEPM (KRZEALIK) WIS HERSIZ DT PPK il &
v, 282190752 (CL) B&Uvpay
JS— b AV N AER (V1) 7 & OSEYEiRE K
INT A= ERM L (K1), 7=, B5HGR

** 9% EHE XA (IR, EMR)

W HEE R KR 2353 B - [l S hz 9l K O 5
BISEEMED & 5 W2 08 - FE S hz 16, o
Al 10511 > 2 PPK i Afr 4 A & 45l BT 0O MIC fifi i SR
26 EH U 72 %T>MICHHE I 151 % Br % 90% DL |
Tho7r (%8),

5) R&M

BRI T OAFER B X OEWER O FBEHIA
X, RATIEZNZEN93.1% (94/10115) 451 fF
B L U455% 46/101 1) 7317, /NRTIEEh T
1.83.3% (5/6) 2414 X 1°66.7% (4/6f) 9F
Tho7z FEEBLOHE LR BEELAERR
3, MATEZhZTN3IBlBELIOC1HICRD SR
72, DTN PR & OB IRERE S hz,
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7. RN 2 5T 2 & O = R
) HERESIEES
AT R il 34 2 I HE R )
I~ SR EES i b AR (95%CI) **
(HEETH ) #m N
#53~5 HA 8 8 0 0 0 0 100.0
(63.1, 100.0)
%5 7HHE 4 4 0 0 0 0 100.0
(39.8, 100.0)
FET - HIRRE 8 8 0 0 0 1 100.0
(63.1, 100.0)

* HERREBIE RS |

X 1. [i4Edh MEPM R D HEF%

O /NYEH, @ A
1000 5
~ 100
210 .“ﬁka. .o
5 . b.‘..' $7%
g € o70 .
& e . & °
H o1 () <
0.01

il Chr)

INETIRFEE B L OSEE 4R B LA HRERIT
D e N Tz,

REBIG S E» - AFERERE, RATIE [l
IR (29.7%) 1, TR EEIC T (21.8%) J,
[EERIRD (17.8%) 1, [l LRI A K% 3 |
H(16.8%) 1, [T (13.9%) | DIETH v, ¥k
RIS L 2 H R AL o, NETIE [T
Hil 23BNCERD SN2 h, ZFOMidnThe &
1T -7z, 7z, FBEIA R E - 22RIfEH
13, BRATIE TIFRRERR S (8.9%) 1, [T = -
73/ NFV AT 27 —¥ (ALT) L5 (7.9%) ],
(72N XVBT7TI /) b5V AT725—%
(AST) L5 (5.0%) 1, [T (4.0%) ], (iR

** 95%MEMHXH (FRR, LFR)

ST (4.0%) ), (7L Ar) K27 748—-%
L5 4.0%) ], [5E (4.0%) ] DIETH D, /N
T T 236D 5 hzn, Zoflidn
ThEK1BITH - 72, BWEROEIEE L, KA,
INRE QITRE 23N FETHY, HEOLOD
R b o 7,
JTFEREICBI§ 2 EARIfER & LT, BATIE
[HFRRERERE (8.9%) |, TALT 5 (7.9%) J, TAST
5 (5.0%) ] F KO [HFRSRER ARG LR (1.0%)
DR 6Nz, MR, [IFRERERE] LU
[ALT L5 2% 112388 5728, [AST L5t
B O TR REMATE R | ORBUID 5 ik
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8. JRIK A 3 & M7= REBZ F5 F B %T>MICHHE
SIS CL (L/hr) V1 (L) AR (hr) * MIC (pg/mL)  %T>MIC (%)
0101 6.92 14.08 0.71 <0.06 100
0201 12.71 10.57 1.12 <0.06 100
0803 9.24 11.56 1.07 16 30.9
0817 7.80 14.43 1.00 0.25 100
1002 8.62 13.19 1.42 1 100
1005 9.84 12.37 0.96 <0.06 100
1009** 16.95 10.34 1.33 <0.06 95.9
1101 9.46 11.04 0.50 <0.06 100
1103 7.69 13.02 0.50 <0.06 100
1808*** 10.16 12.00 1.29 1 90.9

CL: &F 27 U7 7 A, V1 Hubhas_— Ay MyigsiE, MIC @ f/h 3 E ML R EE
* ORI, JREBE AN BE S 7o B OSSR R R A A L7,

B SRR R AN E AN RE O ES]
ek RRRNED B D WG 5T BES VT E B

SHEBEICCHIE L=, £/, 26 OFEIERHIC
&0, WO EhIELZBFHTVEL 52
(#9),

1. =%

HA A D FNGER]IZ MEPM /5 & % £ 5- U 7255
DHEE, KVl X OEYBIEA MG 5729
12, A 101 flE KOV 6, & 10740 FNJE
Bl MEPM @ 1[0 1 g UNRO—EREE T2 40mg/
kg), 1H3M, SH¥MZ & DOPH1Z &k 2 RERIA
BT o 720 PehFlARR S HEZ IR KR 23 53 B - TR
EENTON, BHRITEEIED & 5 A58 -
FE &z 1FEIoF1061E, W h g AflIT
Ho7ze ZOMDITH (ALK, /N6l T
BIRKEE AR TS > 724, H54HHE TOM
BGhRIZHRA 40.0% (40/100%1), 7INIE66.7% (4/6
) Td 72, Tamura 5 'V 13, FNEHIZ CFPM
% 7213 CFPM +Amikacin (AMK) % #5-L 7zFED
K54 HHOEKRDIFIEZNZN32.6%F LT

457% ThH -7z WG L T B0, KREERT
&, INEFIZFAMOERR GO N, /2, I
HERECCRE L 7= fREh iR IL, 5 4HHETO
BF P ERELAY 100/mm? A i O #F & 500/mm? BL E .o
TECTEILRD 5k > 7z, IFPEREA 100/mm?
KWOWTE, MEGHRPRD O L0 b,
RFRERELD A 7 ERFIT S, MEPM L HLAGRET
BRI TCES DL E X2 572, Recu
51203, EHROCHIEES I AR % it L
7= HFE 23205 & %t %12, MEPM (1gX31a) &
Piperacillin/Tazobactam (PIPC/TAZ) (4.5gX4[nl)
12 & % Ziaak L [REAER & 17y, MEPM #OHIHIG
FE R U1 #13 63.8% (74/116f5l), PIPC/TAZ Bf i
49.6% (57/116f) Tadb D, MEPMHEEDIHFKIN
HEPFRBIZE P 5722 L2 RE LTS (two-
sided Fisher’s exact test, p=0.034), % 7z, PauL
5 X FNIRIIZBET 5 33 DR R BRAS S % #
A M L7z & 2 A, CAZ, CFPM, Imipenem/
Cilastatin (IPM/CS), MEPM ¥ & (' PIPC/TAZ D
AR CTHH I EWMEL TS, Z
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9. BAIZ I 1T B ERERE B O RIEHI R BUA I & U FEBLEIS

FEBIRHE E=AEE (N=101) o
HAFER (MedDRA/ ver.9.0) i s i s o
Gl 7 (6.9%)

T 3(3.0%) 1(1.0%) - 4(4.0%)
e 1(1.0%) - - 1(1.0%)
77 A EONGE 1(1.0%) - - 1(1.0%)
GV - 1(1.0%) - 1(1.0%)
g - - 1(1.0%) - 1(1.0%)
SHEER L OG5 RFTEERE 2(2.0%)
PR AR R 1(1.0%) 1(1.0%) - 2(2.0%)
JHF B S P 9(8.9%)
JF s RERE & 8(7.9%) 1(1.0%) - 9(8.9%)
FRIR IR A 28(27.7%)
TI=y T T AT T—E R 8(7.9%) - - 8(7.9%)
TANGHEUBT ) N TV AT 2T —8 ER 5(5.0%) - - 5(5.0%)
i HRERAR T 4(4.0%) - - 4(4.0%)
MF7TAHY K27 75— LS 4(4.0%) - - 4(4.0%)
ey ey k& 3(3.0%) - - 3(3.0%)
e~y 27Uty RES 3(3.0%) - - 3(3.0%)
U 2 oSERTERE R 3(3.0%) - - 3(3.0%)
yINEINVET AT =5 —F LR 2(2.0%) - - 2(2.0%)
Ry ey g 2(2.0%) - - 2(2.0%)
7 L7 FrRARFF—¥ LR 1(1.0%) - - 1(1.0%)
i L ER MK SRl - 1(1.0%) - - 1(1.0%)
L Vo AMETF 1(1.0%) - - 1(1.0%)
iRz eb ARV NICE ;S 1(1.0%) - - 1(1.0%)
MmERT 1(1.0%) - - 1(1.0%)
i PR % B - 1(1.0%) - 1(1.0%)
AR A S 1(1.0%) - - 1(1.0%)
JF I B A B 52 5 1(1.0%) - - 1(1.0%)
UFBRERE 435 b5 1(1.0%) - - 1(1.0%)

SR AR 1(1.0%) - - 1(1.0%)
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9. HAIC I % HIEE I O RIEF R B I K ORBLEHE (i)

#ERIR A #HAEE (N=101) Azt
HAGER] (MedDRA/J ver.9.0) (2955 rp s T

i s R do OV S LR RE 5 1(1.0%)
AT 1(1.0%) 1(1.0%)
R R 2(2.0%)
GE 1(1.0%) 1(1.0%)
S SRR 1(1.0%) 1(1.0%)
B I L OYR KRR E 1(1.0%)
B ARk 1(1.0%) 1(1.0%)
M, HERIS K OMRERRREE 1(1.0%)
iNZEShd 1(1.0%) 1(1.0%)
B2 F6 OV L e e 5(5.0%)
95 2(2.0%) 2(2.0%) 4(4.0%)
FLBE 1(1.0%) 1(1.0%)

l-3RESESR L

N5 DI T O IR x Z RITAER 2 5,
MEPM DA %51 i& CFPM X° PIPC/TAZ &[5 & 5
WEIZh B EThdeELOLNS, kI, Ihb
DOWEIZHB T 5 CFPM O G-RE, [FEINTIEKR
ENTOEVWIH6gTH > 72,
ABERONRFNZDONT, $54HHF TOM
B R 6 Blh 4l THTH - 7z, /NRIZH T
2 HRiER T, Kutuk & 9 13, ) voSiEB KO
BEIEHED/NROFN 23 LT, MEPM DA %h# (3
CFPM XD A TWBZ L2 WE LTS, &K
HTIENRFNISH U CHEIb % A5 5 PRI A
WZ &S, MEPMI3/NLFNIZ A3 2 w1 H1GH
S (MANARRIE) L THMThELEL6N5,
P2 5B ha B (e SR IR R 23 53 e - [AlE & 7z 9
Blo > 5, SHNZ DN THIBEARIIR A < 4,
WRFEIZ100% Th > 72, W, PRSEOEYH)
fie,/#))%% (PK/PD) (ZBH$ 2WFZehveA, IR
R & P R BRI S SR B RE S 5 % B
THZENHENE R S>TER, —RIZ, AN
N L RPURER T REATRY e BRI AR 28§ 2

ENG, IEFRIRICIZ%T>MICHE A 5 Z
EDBSENMZEXNTNE Y, £z, HANAXF L
YRR DB- 7 2 & A RPUAIEIZIZ LN F
LBEVER 253 5 Post-antibiotic effect (PAE) %
HLTWBRZEnG, fUDp-7 27 4 4R PIHEHE &
D & %T>MICHED HEHME /& <, Hmidlfe
HHE20~30%, R AKBEEHIE40~50% & &
T3 1017 KRB IZFH VT, MICHEAS 16 ug/mL
%8 L 72 S. epidermidis IS D 9 BRIZH$ % %T>
MICHEIZ VT E90% LA ETh b, HIEFIZ &
WTEREEE Z SN LR KB AEH O H 4 %
K&EL BT/, &, MICHHE A 16 ug/mL
R L 72 S, epidermidis (28 T3, %T>MICH#H
7330.9% &, HGHEPNE]IEH O H AR E T b % 20~
30% EHATOZ &5, WHRIZRANE G-
L7z DLEZ TS, SRIOBEETIIAHEES
o2, WA, RIBIZHBWTE, Extended-
spectrum f-lactamases (ESBLs) #FEZE$ 3 E. coli
%2 Klebsiella pneumoniae 7 ¥ MIME 7112 & 0 19,
ESBLs FE/E[# 12 & % FN I3 %0 R B & O 10
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NdbdIe&rEHERYT DL, ESBLs A O 57k
BT A3 O R 2 U S 5 T, MEPM % 1%

U e 5NN LRPUFEE R L
LCEETHIRENDLEEL TS, 2, &
HESRE DM B D D Bacillus cereus R Bacteroides
fragilis group 7s & OBRPERNIZH LT, 553 1AL
REAMNR Y 7 2 4 RPIFEE IR EEMEN T
CIZPEEAVETH B,

AKIZHF B MEPM O 1 HY 720 OfE &
(RIB BRI s C D —MRIEGHE 25 % KRG8 &)
3Ek2gTH D, HAANIZKHL TMEPM # 1 H
3g 54 2RBIESRAHD TTH > 72, BIfE
IR A3 L OV 107 Hld 5061 (46.7%) 12
FEBLU 7228, [TA%REREE: ], [ALT RS-, [T,
[AST b5 %Th 0, EELFRII A, 572, 7
ISR L R HE TR & % % fikREE OH
EEPUIIOWT, KB X OEREE L 128D
SNIEh o Tz, BRMAMOZEIZOWT, ALT
fili & 721X ASTAE 23 100TU/L DA | % 7R U 722 53 8
A X725, S00IU/L £ T ERLZBEIIE
n otz RANO—MEGHYE Z R & L 7= BIKGE
I % TORRKRERZ 36 5 A et o BIE KB AE
RT1.8% (47/2683 ), K&K # A fi 2L 4 ) T
14.9% (399/2683f) TH v, Fx& DI [ALT
5] BLU [AST EF] Tho7z (xuxu®
THXELD), ZhoDZEn5, FNEEIZ]
H3g a5 L7-BAaTIk, EkoRkbRID 3
RITEFH O BIEIG 28 LA 2 W REMEA URIE S /e
2, WFhEBEE-3hEETHD, k15
MONTOBEMERMIZEAETH 72T R
5, BEMIZKEAMETIZVEZZ 6N,

FNJERI 2 513277 A0GMH, 7T LB R
REWAENFHEE N DN, VY ERFEESP
aeruginosa L\ Z ERWE I N TNBE Y, &1
520 0%, 200745 6 2008 -1 MG A L s
K M DERIRAS K2 & 53 B & 1172 P aeruginosa
DHANREASZ EHERL IS DWW TRET L, MEPM D JERK

ZHEHIL16.5~224% Th > 722 & &AL T
b, F£7z, 2005FLIETIE, P aeruginosalZk ¥
R DI A RS WAPZE): < B A5 o A | e e 477
DMEIFIZ S B & DD, CFPM Tl IEREAZ M1
2005 F-RED 16.5% 7> 5 2008 F-4K 00 26.9% (1= _E5H-
L2 ez LTS, LAL, S%kidM4D
W B W LiED Z B Shb -
¥, PK/PD Hiii% Z 1 L =PI 2, kAL
HHloBE» o e EETHEEEZONS, 16
5203, EVFALEY I AL — g VIITIZ K
% MEPM D izt £ 5- /5 th DM & 17 - 724658, 2
S &0 g 3M%5OBEMEEHE L T\ 5,
IhbaRET 5L, KRB THENEL 72 MEPM
D1l lg, 1H3M, 8KH I & DG, FNJE
B33 2 REERARAFIC B W CHLAIR 5 CHA) T
b, REMICEKRE 2MER» R, BEER
»HBHZENRENZ, MEPM X, HAADFNIE
FNZR U CHAITOYIHRGHREE L LTHIHTH %
EEZoN5, FNEETIX, 55K E
Mol - BE I BN ENEL, Fderk
GGG BB 720, JRIKEAHD F  ToR
BRpiEgE s E b Z L 3ibb E R EnEEZ
5308, JEIKE O 5 HE - [F7E 2 BRI 92 5E
U, JEEZYERIE DR 2 B U 7= PR SE o i iE Al
HIZBDEZRETH D, 72, YIHRARFHGE,
BH LT MEEDOTREREGEN A S N WGE
&, mEE, HiE, FREFLEo AL 2IC K5k
FonaetteE A, HHEROLE 5 & 2 BET
LZEHNEETH S,

HE

TN T2 720 T2 W R fie DR A BE D S 2B 7
5 b SRR RN R R R 2O RETZ o kD
EHN 2L E T,

Tk, ABEROFMEIZEAL T, FEl R
SiZ 7,
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A phase III study of the efficacy and safety of meropenem in
patients with febrile neutropenia

KEengt Imaso

Department of Internal Medicine,
Okayama Citizens’ Hospital

Fumio Kawano

Department of Internal Medicine,
National Hospital Organization
Kumamoto Medical Center

Tomoniko KAMIMURA

Department of Hematology,
Harasanshin Hospital

ATUKO MUGITANI

Division of Hematology,
Seichoukai Fuchu Hospital

Naokunt UIKE
Department of Hematology,
National Kyushu Cancer Center

KENSUKE Usuki

Division of Hematology,
NTT Kanto Medical Center

NoBU AKIYAMA

Department of Internal Medicine,
Tokyo Metropolitan Bokutoh Hospital

Hiroxkazu NAGAT

Division of Hematology, National Hospital

Organization Nagoya Medical Center

MitsuNE TANIMOTO

Hematology and Oncology,
Okayama University Hospital

Yasunort UEpA

Department of Haematology/Oncology,
Kurashiki Central Hospital

HirosuI Sao

Department of Hematology,
Meitetsu Hospital

YosHikazu Ito

Division of Hematology,
First Department of Internal Medicin,
Tokyo Medical University

KEensHI Suzuki

Department of Hematology,
Japanese Red Cross Medical Center

Koicar MivyamMura

Department of Hematology,
Japanese Red Cross Nagoya First Hospital

YOSHITAKA MORIMATSU
Division of Respiratory Medicine,
National Hospital Organization
Kumamoto Medical Center

AKIRA OHARA

Division of Transfusion Medicine,
Toho University Omori Medical Center

Kazutaka TAKAKI
Department of Pediatrics,
National Hospital Organization
Kumamoto Medical Center



Aug. 2012 THE JAPANESE JOURNAL OF ANTIBIOTICS 65—4 287 (67)

Kosuke CHAYAMA Masao URABE
Department of Pediatrics, Preventive Medicine Center,
Okayama University Hospital NTT Kanto Medical Center
Kazuo TaAMURA
YosHIHISA NAGATOSHI Division of Medical Oncology,
Department of Pediatrics, Hematology and Infectious Diseases,
National Kyushu Cancer Center Fukuoka University Hospital

Efficacy, safety and pharmacokinetics of meropenem (MEPM) were assessed when 1g
(40mg/kg for some of the pediatric patients) t.i.d. was administered every 8hours to 101 adult
and 6 pediatric patients with febrile neutropenia (FN) as diagnosed based on the Japanese
guideline for FN treatment.

The efficacy rate evaluated as antifebrile effect up to Day 4 of treatment was 40.0%
(40/100) in adult and 66.7% (4/6) in pediatric patients. The antifebrile effect in adult patients
was analyzed after stratifying them according to their neutrophil counts up to Day 4. Treatment
with MEPM produced an antifebrile effect not only in patients with higher neutrophil counts
(>500/mm?) but also in those with lower counts (<100/mm?), and the efficacy rate was
comparable between the two groups: 38.2% in the <100/mm?® group and 29.4 to 55.6% in the
>500/mm?> group.

The bacteriological efficacy of MEPM evaluated as disappearance rate on Days 3 to 5 and
Day 7 was both 100% (8/8 and 4/4, respectively). The time above minimal inhibitory
concentration (%T>MIC) in the treatment interval was greater than 90% in 9 out of 10 patients
for whom likely causative organism was isolated and identified after MEPM treatment or for
whom causative organism emerging after treatment was isolated and identified.

The incidence of adverse events was 93.1% in adult and 83.3% in pediatric patients. There
were three deaths and one serious adverse event reported among the adult patients; however, all
these cases were assessed as not related to the study medication. The incidence of adverse drug
reactions was 45.5% and 66.7%, respectively. All the observed adverse drug reactions were mild
or moderate in severity and none of them was severe. Adverse drug reactions which were
unknown from the previous MEPM clinical studies and investigation of the results of clinical
experience include ‘chest discomfort’, ‘blood uric acid decreased’, ‘lymphocyte deformation’,
‘blood uric acid increased’, ‘abnormal funduscopy’, ‘hypesthesia’ and ‘hemorrhagic cystitis’. All
these events were mild or moderate in severity and resolved without requiring any action or after
providing symptomatic treatment. There was no unknown adverse drug reaction that resulted in
treatment discontinuation. No nervous system disorders such as convulsion and impaired
consciousness were reported.

The results show that monotherapy of MEPM 1g (or 40mg/kg for some of the pediatric
patients) t.i.d. every 8hours was effective, and was also safe and well tolerated in adult and
pediatric patients with FN. Therefore, MEPM monotherapy is expected to be useful as the initial
treatment for Japanese patients with FN.
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