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Ifil FHE B BT B BON IR A I D BE BHE (ST 3 5 imipenem/cilastatin sodium
2 & B AR

=i By BEAE—EY - A8 MEEY - Wi KXY - HILARFY
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¥ RS — R AR = R

v F i LB B R

o Kt R BePIB

® RCREHE 3L 5 W O v B 38 — N B

(PER7HE6H2BRN - PR7H9A 6 AZH)

HMFEEOHMBAMLEASICE T 5 FENRRDIGICHEBRE L BT %5 RT ciprofloxacin
(CPFX) OWIREZBRMHL, £OHITRE L 22 BREHE 2 L T imipenem/cilastatin sodium (IPM/CS)
ZHMBES T NMEREITY, AL ERE L. 2R0F3HEIT 80.9% (38/47 =¥V —
F) T, BUlfETIX 62.5% (5/8 T¥ YV —F), MMfENFE Tt 83.3% (30/36 =¥V —F) ICHH%E
AED Oz, AP L BB, FRYM O BRI 100/ 4] KikAHE L FERAICBVTH 76.9%
(10/13 T ¥V —F) ICHERTH o720 72, G-CSF B LIEBARCBIIANERIENEN
74.1% (20/27 T¥ Y —F) & 90.0% (18/20 =¥V —F) T, ABERZLdh o7, MIME 8 TV —
FEEL 10 TV —F2 5 10 kOMEMITMSH, 6 TV — FICEBKRZENA LN, BIEH, B
RREMREIX 60 T¥ Y —FHIIZ¥ Y —F (18.3%) (CHBE L. El, W, AR KLZLOH
EBHERD 7T Y —F (11.7%) 12, HFREO—HREZ ERRY V7 RI4 Y —F (6.7%) i
Abhiz, 3 T¥YV—FT IPM/CS 2%k, 1 T¥ YV — FTHOREEIIEBEEIN, ChHDE#MN
o CPFX % %47 FBitk5 L, IPM/CS %BMkS ¥ % MBI MK RICH T 5 EH 2 BENRRVE
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DERPIEICHRATHHI LARENT,
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& 23R O ML FRE I REORE L & HIC dose
escalation 26N, BBMEMOBLICFSLTWE—4,
EREICERLENRBVERERT . BEREEACHERE
BRUNBERREDTFHOLOAENICITDRAALOD, &
DEHICRET 2HMERREDOSHIIEETH Y2, wbw
% empiric antibacterial therapy {7 bh 539,

Imipenem/cilastatin sodium (IPM/CS) |3V HliE
HELEVWHEANRZ b T A2RTIENS, MBRBICHR
L-ME RIS LTHE 1 BFRAD L IEE 2 BRI L
LTIhETHENLFREBE SR TV S,

AR 4 1375 M 2R (BT A LA i O BN RR A
B¥ IZciprofloxacin (CPFX) OWRZHMBL, B#EMALHK
BYSEDRIENEDN R R T IPM/CS BHICZ X 2 W%
WEITV, ENLCBRIDREZENZD N OTHRET
5o

L % &FH &
Lo #®
1994 4 4 AN 6 1995 4 3 A OMICEERAFLERREK

FHEEZARB L UME 4 BERICARL & EER
BT, FERBICHNT2HMAHBRMRICE ) BENRRIE
R7zL, EHICRBELOLIBREIELREL 60
Vv—Feage LA, 7, CPFX, IPM/CS (&
BUEN 2L, REORBEEORVWEMAT, BRI
N LMEERBEROAENRE L, 2B, HER
Pneumocystis carinii RFHOLDOHARER
trimethoprim/sulfamethoxazole A# DWRIZT & L
A

2. ®’5HB:

PUREH) ¥ 548 12 A N L 0 BN BR B AS 500/l Ak iC
% 7:B T CPFX 1 B 600 mg DWIRE BB L7,
ZOHICERIIENRE, H5VIZEEFRHD 38.0CH
LORBHIEDONMBREESEDRER?
IPM/CS 1 [ 1g 2818 £ Eh 90 5 8L L AT T Ak
#HEL 7. IPM/CS Bifs#% b CPFX O PARITRESE L 720
IPM/CS D#5 8 7 B EE L2a%, iG#tnk
4 HEETICE 52 ARVA LN VHEAICIZURD

TR b X SR RT I /D
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ERNOBEBEETE LA, T, FHEOHNICED
granulocyte colony stimulating factor (G-CSF) #
BL”.

3. HEHE

BRI ROHER, RLAVCHITHVTVWIEREA
COHRBERICE S AN, TRbB, EMIX IPM/CS
Fidate 4 HH T TICFMRICHMML, 3 AMLLLEERA
LD, H35% 4 HEETIC 3765CUTF
MM L, TORBN 3 HMUERRLELD, 2%
A5 % 7T HEFCICMMRBERXALRAED D,
ERIBE A% 4 HE T TICE - 2 MBI A
Y (B3 AL XOPR B AR

28, BEVBRUNCHKRTLEERONDEN,
REBIHNLTATOL FAXREERTHRYICI 2R
RHENARRRLHESN, IPM/CS PRI # 3 HUAIC
BOLIHE, SLANE, yro7) YEAIEHESH
THEBNIZRAE» SRR L 2

II. &

1. NREFHOFR

CPFX IREPICBEFEZRIEL 60 ¥ Y — K
13 ¥V —FRERNAMIT, 47 ¥V —FIZOWTHEY
BERE L7 (Table 1) #5I, EipBRIZBH% 31 4,
T# 16 £ T, FERIZ4ENISTTR, TFHEMIT 43.3
ETH o7 (Table 2),

R, SNBHEAnE (AML) 24 ¥V —
F, %Y v AmHE (ALL) 4 ¥V —-FERHA
MHHEA: 28 ¥V —FEHEDTWR, £0OM, BHEH
fHAmKSaMEEL 1 ¥V —F, BHRERERSE 3
IEY—-F. FVFVER 1 A28LER) Y E
(ML) 15 ¥V —FT®Ho7 (Table 3)o ChHDE

®

Table 1. Eligibility of episodes enrolled

No. of episodes enrolled 60

No. of evaluable episodes 47

No. of episodes excluded 13
CPFX started over granulocyte counts =500/.1
discontinued IPM/CS within 3 days
fungemia
defervesced with steroid or y-globulin
noninfectious fever

CPFX: ciprofloxacin, [IPM/CS: imipenem/cilastatin sodium

NN = W

FITBER L by iz, REWHHET S 2 BUES 8
I¥Y—F, BIMENKEH 36 ¥V —F, £0MD
BUIEN 3 TV Y — FTHo7: (Tabled),

CPFX D1H#45 &I 600 mg A% 44 #, 300 mg A*
3 HTHo7o CPFX OWAREMM L TH 6 Mledii &
9L, IPM/CS XMAT 5L TORMZ 0 H (CPFX
& IPM/CS [EI§BRAR, 4 #1) 5 67 H (P% 8.3 R)
Thoteo IPM/CS D 1 Hix5Rkiz 2g2 44 M, 1g
A3 HIT, {H5EBE 3 H»S 34 B (B 7.9 B)

ThoZo G-CSF OBt 27 ¥V — Filitbh
g
2. HRRRYR

1) MRYeE B ER R % 3R

BmFECBITLENEHEGDEHLEIL 62.5
% (5/8L¥ Y —F), HBILLENFETIX 83.3% (30/36
IUY—F) Tholto TDMDOBREIES FDH/-LT -
¥V — FTOEMEIX 80.9% (38/47T ¥V —F) Th
- 72 (Table 4).

2) EREKBHIERLR

AML 2B\ 5 H%h*Eix 75.0% (18/24 =¥V —F),
ALL TiZ 100% (44 ¥V —F) T, afANHLEk
DHEREIZ 78.6%ThH o7 ML BT 2 HEIZ
80.0% (12/15 T¥ YV —F), EDMOERKBTIT
100% (4/4 T¥ Y —F) TdH-7: (Table 3),

3) EWRBOBKRY & BRLE

REHSERAERFICB T 2 EREBOBKHE L IPM/CS
DR FIZ, VEEREEAR TIE 80.0% (20/25 ¥
V—F), BEY GhEO#E, Wibs, MRFRER)

Table 2. Sex and age distribution of patients with evaluable episodes

Age male femle

14~ 6 1 7
20~ 5
30~ 7
40~ 10
50~

60~

70~
Total
Mean age

Sex
Total

W W
N W o WwN

47
43.3

31
42.2

16
45.4

Table 3. Underlying diseases and clinical response to imipenem/cilastatin sodium

Underlying No. of Clinical response Response
disease episodes excellent  good fair  poor rate (%)
AML 24 14 4 6 18/24 (75.0)
ALL 4 3 1 4/4 (100.0)
CML-BC 1 /1 (100.0)
MDS 2 1 3/3 (100.0)
ML 15 7 5 1 2 12/15 (80.0)

Total 47 26 12 1 8 38/47 (80.9)

AML: acute myeloblastic leukemia, ALL: acute lymphoblastic leukemia, CML-BC: chronic
myelogenous leukemia in blast crisis, MDS: myelodysplastic syndrome, ML: malignant

lymphoma
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BEL¥REZIEBR

NOV.19895

Tid 100% (10/10), HRMEANITIZ 55.6% (5/9),
WBRSETIHEICE - KR TIZ 100% (8/3) THol.

3. BUNIRM & BRER %D

IPM/CS BREBRT & 6 H BIC3H(T 25 KM BR R
B & KRERRR % Table 5 I2/RT . IPM/CS PRbARK O BN
RBAT 100/u] RiROBICBIT 2 AR 81.8%, 100
~499/ul T 75.0%, 500/ul YL LTIt 83.3%TH D,
A¥EICER 2P oA (p>0.05), 7, IPM/CS M
HB#6HBDOBENRMA 100/ul RMTOHREZ
72.2%, 100~499/ul Tit 87.56%, 500/ul M ETIX
85.7%T, WX hERZI o (p>0.05). EHIC, #
BHEBNRMAT 100/u] RiRTH o BROAZHEIZ 76.9
%, WGHEETOBRIRE 100/u] KiRATKME 500/u] B L
CHBLARTIE 84.6%, \Ihb 500/ul BLETI}
80.0%Tdh - %o

G-CSF #ffH L7 27 ¥y — VLA L kb o
20 ¥V — FTOH IPM/CS 5/ OBNRK D)X
FhEh 146/ul, 454/ul TEIZ B D o 7H, IPM/CS
Btk 6 HE OBNRYIZ 4,484/ul, 2,404/ul T G-CSF
BHABXEEICRD> o7, LML, IPM/CS DA%
BELER 741%% 90.0%TZiz %D -7 (Table 6)o
G-CSF i3 E#HY ~ i 15 firh 12 #1, SR 28

Pk 12 BlIcHASh, BRARMEXRBRAATO
IPM/CS DA %%z 75.6% (9/12) & 100% (3/3) B
L U*66.7% (8/12) & 87.5% (14/18) TH -7

4. RIWERRR

Mg 8 T¥V—F, BMIMENE 2 ZEYV—FD
#f 10 T¥Y—=FH5 o WM, 10 ’OMEITEEN
7= (Table 7)o Z 3 LMW 8 BT, RIC
Staphylococcus %% 4 ¥, Streptococcus #* 8 ’kTdH >
Teo 0N 2 BAMENT, E72, 10 K 2
HizmaAtETH o7, ThH 10 KOS H IPM/CS &
S0 T %, PR LR BE2ETH-

Mzt s n 10Ty —Fh e ¥y —FIH
R RAB b /odS, Staphylococcus epidermidis
BlsED 2 ¥V —F, Corynebacterium sp. MML%E
®» 1 ¥V —F, Staphylococcus sp. RN HLTMS
N-BmERVD 1 T¥Y—-FREBTHo7 BD
HEIHHALLE THRIZTRTRES 1,

5. IPM/CS P xt¥ » isi 2 it & REAK 2R

IPM/CS #2091 9 fith 7 ATHAENEE, 3 AT
i G-CSF »Reete5-3h, 7 AXMML. G-CSF
BEATIIENROBBICE SR> THKRL (Table
8)o

Table 4. Infections and clinical response to imipenem/cilastatin sodium

. No. of Clinical response Response
Infection episodes  excellent  good fair  poor rate (%)
Sepsis 8 2 3 3 5/8 (62.5)
Sepsis (8/0) 36 22 8 1 5 30/36 (83.3)
Perianal abscess 1 11 (100.0)
Pyelitis 1 V1 (100.0)
Oral mucositis 1 1 V1 (100.0)

Total 47 26 12 1 8 38/47 (80.9)
8/0, suspected of
Table 5. Granulocyte count and clinical response
Subsequent Initial granulocyte count (/1) Clinical
count (/ul)* <100 100~ <500 2500 repsonse (%)
<100 10/13 2/4 /1 13/18
(76.9) (50.0) (100.0) (72.2)
100~ <500 6/7 11 /]
(85.7) (100.0) (87.5)
=500 11/13 3/3 4/5 18/21
(84.6) (100.0) (80.0) (85.7)
Clinical 27/33 6/8 5/6 38/47
response (%) (81.8) (75.0) (83.3) (80.9)
*granulocyte count on day 6.

Table 6. Granulocyte count, clinical response with or without concomitant use of G-CSF

No. of Granulocyte count (mean+SE) Clinical p value
cases initial subsequent response (%) (Fisher test)
with G-CSF 27 146£53: 4,484+1,307" 2027 (74.1%)
p value® p<0.001 NS
without G-CSF 20 454+204' 2,404£1,657 18/20 (90.0%)
p value*® NS
p value* NS p<0.05 38/47 (80.9%)

NS: not significant, *Mann-Whitney U-test
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6. HtkH

BWEMRYBREZRNLE 18 Z¥Y—-F2&L 60 =
EV—=FiCoWTREEEHMLA® 11 = ¥Y-F
(18.3%) (CHIEM, BMEREMREMIHBAL &~
(Table 9)c 7 Z¥Y—F (11.7%) ML, WM, X
KRB EOMLBERIHBA L, ChoDERD
S SENEL, WHA 4 FSHAShAD, MHIzE

EThoeo PHEOBMMEHMHBALL 3 AT
IPM/CS #5- %k, 1 FITIHENREEEL TERIZ
HELE, 8 T¥Y—FTRAERAIZ-RHTHY
IPM/CS % RBEPICIHR L. BERMEMBREIZ 4 W
(6.7%) A bh, MR (GOT, GPT) D—&#OL
AM3IM, SRR 1IHATHoH, wIhd
IPM/CS #THRICIZKB LA, 40D 60 Z¥Y—FT

Table 7. Clinical isolate, infection, and bacteriological and clinical effects

Underlying

Case  Age/ Infection Isolated bacteria Effect Susceptibility
no. Sex disease (site) bacteriological® clinical to IMP/CS**
1 62/M AML Sepsis S. aureus (blood) eradicated effective <]

2 23/M AML  Sepsis S. epidermidis (blood) NA not effective R
8 40/M AML  Sepsis S. epidermidis (blood) NA not effective 8
4 69/M ML Sepsis S. morbillorum (blood) eradicated effective S
5 16/F AML  Sepsis S. sanguis 1 (blood) eradicated effective I
6 44/F AML Sepsis S. mitis (blood) eradicated effective ]
7 40/M AML  Sepsis Corynebacterium sp. (blood) NA not effective R
8 TUF AML Sepsis Enterobacter sp. (blood) eradicated effective 8
9 70/M ML Sepsis (s/0) Staphylococcus sp. (urine) eradicated not effective S
10 40/M AML Sepsis (s/0) Flavobacterium sp. (buccal) eradicated effective S

*NA: no follow-up bacteriological examination was done
**S: sensitive, I: intermediate, R: resistant

Table 8. Subsequent antibacterial therapy and clinical response in imipenem/cilastatin sodium non-responding

patients
Case Age/ Underlying
no. Sex disease Infection Subsequent treatment Response
1 40M AML Sepsis AMK, VCM, MINO, G-CSF effective
2 40M AML Sepsis MINO, PIPC, SBT/CPZ, G-CSF effective
3 23/M AML Sepsis SBT/CPZ, MINO effective
4 4TM AML Sepsis (s/0) SBT/CPZ, AMK effective
5 7™M AML Sepsis (8/0) FOM, SBT/CPZ not effective*
6 57M AML Sepsis (8/0)  PIPC, CEZ—~MINO effective
7 70M ML Sepsis (s0)  SBT/CPZ, AMK effective
8 22/M ML Sepsis (a/0) (IPM/CS) G-CSF effective**

AMK: amikacin, CEZ: cefazolin, MINO: minocycline, PIPC: piperacillin, SBT/CPZ: sulbactam/cefoperazone,
VCM: vancomycin, FOM: fosfomycin, G-CSF: granulocyte colony stimulating factor
*deceased, **defervesced on day 12 with IPM/CS and G-CSF

Table 9. Side effects
1. Subjective side effects

i Severity Total no. Incidence
Side effect
mild moderate severe of cases (percent)
Nausea 1 2 3 5.0%
Nausea, vomiting 1 2 3 5.0
Nausea, anrexia 1 1 1.7
Total 3 4° 7 11.7

*imipenem/cilastatin sodium was discontinued in 3 cases and was changed to other
antimicrobial agents in another.

. Laboratory abnormalities

Liver dysfunction GOT, GPT 2° 3.3%
GPT 1°° 1.7
Proteinuria (=) = (+) 1 1.7
Total 4 6.7

*GOT 13—40, GPT 19—53 in 1, GOT 14—89, GPT 20174 in the other. ** GPT 18—41.
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BRERICHBAIESShTwanT, Ril, AR
WA, BB ICOWTIRYERTDhREN o7,
II1. # »

SR A2, HiRHIIEG ISR AR 500/u] KiM
CRo KT CPFX OWIREMMB LA, EORICH
O BYHEDRE, HSHVIKELRHO 38.0CUUE
DREMYPAONME BIENFEONEHIIHL,
IPM/CS BLBC & 2 MBI KB 1T o o0 DMK
ZE 80.9% (38/47T =¥V —F) LERTWA, Bl
¥iE B O B R %) R UM FE T 62.5%, WBUMEDRENT
83.3%TdHh o7z MHBHEE, RICHIKFLEMY >~ /3|
% & 25 RE S\ O 58 L Ao B e <2 B I E D BE V> %
EDOEMEBRIEICHT S IPM/CS OFRIZOVTIZ
initial antibacterial therapy & L THMT 70%~80%
DABEIBME SN TVREY, RADINETD 600
IEY - FOMMEROAREIZ 656%THY, HLD
LVIXAZBIOBERE 57%Hh 5 13%ICHLTHERTW
e, I, RARNR=VY VYFRDHEVIRET L LRE
AR O M B BB 1T 5 BYHEISK L T second-line
chemotherapy & L C IPM/CS Z B %5 ik
fosfomycin % amikacin & DPH T, 61.0%~63.0%PD
BRI EAZBE L, ChooER»5, IPM/CS
ROBICHEHTAC LI VBCEEIBFETES
tEZ bbb,

GBI 47 LY - FORRENH) D 41 TV —F
BN IRE 500/ul KW TRE L7z MEEIIEDTFH
EFRBRBUCIIBRAD S L Sh, RFICERIRY 100/u1
KW TIRHECELF VL2, LA L, FRK 100/ul Xik
DERLZBABFICBIT 2B BRRGETHERRNESEM
CHWAHERICRZETCONITHRBERBILTLD
BlhwioftEddhsw, 50 IPM/CS 55O
NERKAS 100/u] KFOFEPIZBVTDH 69.7% (27/33
IE¥Y—F) IZETHD, HRUBMPERNREE
2 100/ul R TdH o EMAICBEVTD 76.9% (10/13
I¥V—F) KA TH-72Z L AR EETERR
BAORONPHERE LTEL D DD 1 2LEZ LN
5o

ThFux)a sy REEEIREANRY FVHBIEL,
BRMPREMRTEARAREVWOEOTH ETEM
BT 5 MIC 2%% ¥ 59, ¥IiC Pseudomas
aeruginosa ZZLO LT 57T ABERICHE T A
{, BAMEICIIHBENPFH VT LA 5 immunocom-
promised host {281} % selective decontamination @
HECHERIEDOFRIICH LR A9, ZHMTDH
CPFX X 5-9 7 % A%, $iC IPM/CS & in vitro TH
ERRERTO?, TOBFR, -7 7% 2E3 MR
BEBET LD, FVENVF )0y EXEHNTH
%5 DNA ~ZEWICHETHLEEZEL 6N 52, FHO
CPFX & IPM/CS D¥lAEbEDBNIBRF R %R

L7=Z ki, IPM/CS HWMITORREL L I CPFX &
OHFERRLER LN,

—%, 7vtuk) o REEEEBETFHICAHY
DA, 79 LY HBRIE XS RIICTFE S B2,
7 5 bl RSAE O F R R RIZF T4 T, coagulase-
negative Staphylococcus % Streptococcus D EX LK
Yo R LT vew, SESMSNI 10 Kb 8 K
75 LYW T, Staphylococcus & Streptococcus ¢ 7
BrA Sz LI BOE O BR M ORI ISm T,
CPFX 23375 A MBEOFHHROBRAHNA
bhbd, —%, CPFX MR ICRAE L 2B fEH 55
M XN 7= Streptococcus i% IPM ICRVEBZEERTC
EBESNTEY®, SRKNES»STERSNT
Streptococcus 3 Bk 2 #kid IPM 24, 1 Hixh MW
HTHhHh, 2VBRESNEZ, —F, —8BD 8.
epidermidis i& IPM ICEECH H», SEI SN
S. epidermidis X A HUAE 2 =¥V — F 1 #id IPM
WHT, o 1 iIBZHESrALRZCHI2DbOT
B THolee WTF—FNVOMBENER IS DEH
TIFbhTWABEKES, S. epidermidis 22V Tii45#
EHEELRABLEZL OIS,

SR ERBA I B E LT G-CSF #% 27 ¥V
— FIiZHw6h, IPM/CS 5 IC BN R A RICH
MU7 G-CFS B LIEGHBICB I AHER
74.1% % 90.0% THRBEI LD oD, 2ROERHE),
LATHBHABICBILZEHENED 57 ZOHEH
LT, 2NEHMEAmmEICHITS G-CFS $tH# 8
Firk 4 PINETH 72720t E2OND, CHHD
BHHDH L 2 FLIMERREAMESR, 2 HIIHE
fRE B A S O R IR AR (BRIRB 0~32/ul , W
Bl Oul) TR L-RBRUESET, 3 WASMMIETH -7
(Table 7, cases 2, 3, 7). FMES T S. epidermidis,
Corynebacterium sp. % 1 ¥ IPM (@t TH Y, IPM/
CS Rtk 6 HBIZBIT 2 BNIHRBD 0~6,149/ul, R
fi 213.5/ul, THotzo F72, IPM/CS HEHTH
79T ¥Y—FHh 3 ¥V —FTid G-CSF Rk L,
BRROBBICE L THHLTEY, BENRES
R D EFERRPIEIC BT A2 PRROZHIILIZYHEET
H5b

BERE LT 1L.7% I LB ERA MBI L 2o %
BEOEL, WHA 4 ¥ Y- FIZHEL, ShbH0fE
BICiE IPM/CS Bt ZwLEE I T FE T
HESNTOVAHRMEA L L THALBERDINC PR
REE, K&, FRRNES, AR FRELECOE
RREERE LR VDY, SHORY TIFRERT
3B, ¥R 1LBICHBALAED, wihd
IPM/CS R TH#EIELZ. 7/, CPFX ORIERHLL
THESh TS, HE, FRLECoPEMER
BEA, thGARK, Eis, SEGREE LY 34O
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hizdoi,

SN XIS CPFX PR S HIC R L 722 i o
LT IPM/CS #%:BI03 % 205 U 5 3 i 1 L ¥ S
PRI o REERSYE SN CBRRRERL, FAME
ROPRCRERHERETHILELOND,

1)

2)

3)

4)

5)

6)

7

8)

9)

10)

11)

12)

13)

X n
Pizzo P A, Robichaud K J, Wesley R, Commers J R:
Fever in the pediatric and young adult patients
with cancer. A prospective study of 1001 episodes.
Medicine (Baltimore) 61: 153~165, 1982
Whimbey E, Kiehn T E, Brannon P, Blevins A,
Armstrong D: Bacteriemia and fugemis in patients
with neoplastic disease. Am J Med 82: 723~1730,
1987
Hughes W T, et al.: Guideline for the use of antimi-
crobial agents in neutropenic patients with unex-
plained fever. J Inf Dis 161: 381~396, 1990
Pizzo P A: Management of fever in patients with
cancer and treatment-induced neutropenia. N Engl
J Med 328: 1323~1332, 1993
Bodey G P, Alvarez M E, Jones P G, Rolston KV I,
Steelhammer L, Fainstein V: Imipenem-cilastatin
as initial therapy for febrile cancer patients.
Antimicrob Agents Chemother 30: 211~214, 1986
Mortimer J, Miller S, Black D, Kwok K, Kirby W M:
Comparison of cefoperazone and mezlocillin with
imipenem as empiric therapy in febrile neutropenic
cancer patients. Am J Med 85: 17~20, 1988
Liang R, Yung R, Chiu E, Chau P-Y, Chan
T-K, Lam W-K, Todd D: Ceftazidime versus
imipenem-cilastatin as initial monotherapy for
febrile neutropenic patients. Antimicrob Agents
Chemother 34: 1336~1341, 1990
Wisnton D J, Ho W G, Bruckner D A, Champlin R
E: Beta-lactam antibiotic therapy in febrile
granulocytic patients. Ann Int Med 115: 849~859,
1991
H#HE R, fb GHR): MAKEITHR L BYSE
IZ28B1F 5 Second line DHAEH & L TP Imipenem/
Cilastatin sodium. Jpn J Antibiotics 44: 886~898,
1991
HHE—RE, fi2 (7TH3): MK SISO L7 BE
BT 5 TR ERFICHT %5 Imipenem/Cilastatin
sodium - Fosfomycin £, Jpn J Antibiotics 46: 171
~183, 1993
HE 8, fb (8KER): MBEMEKBICHRL I -MA
$E%h D BYAE I3 S Imipenem/Cilastatin sodium-
Amikacin (1H1MH]) fFR#E. LFREOFR 10:
109~118, 1994
Report of a Consensus Panel, From the Immunoco-
mpromised Host Society: The design, analysis, and
reporting of clinical trials on the empirical
antibiotic management of the neutropenic patient. J
Inf Dis 161: 397~401, 1990
B e X RFBZAS: AKX 2 GBERIC
B 2EIER, MEREHERFEONEERER, BEL
222 A MR 39: BR7T~AR89. 1991

14)

15)

16)

17)

18)

19)

20)

21)

22)

23)

24)

25)

26)

27)

ZiE -, Ml (R MBRBICHER L BRI
MT 2 NMGAEWREH—1LENIC BT 5600M D
WM —o B AfL2emeis s QML 43: 697~703, 1995
Love J J, Schimpff 8 C, Schiffer C A, Wiernik P H:
Improved prognosis for granulocytopenic patients
with Gram-negative bacteriemia. Ame J Med 68:
643~648, 1980

BERIE: F/0 AN K M. BISEEREHRD
fitvdd, BE M. JOE%, WX, 1992, pp. 35
~87

Neu H C: Clinical use of the quinolones. Lancet 2:
1319~1322, 1987

Dekker A W, Rozenberg-Arska M, Verhoff A:
Infection prophylaxis in acute leukemia: A
comparison of ciprofloxacin with trimethoprim-
sulfamethoxazole and colistin. Ann Int Med 106: 7
~12, 1987

MitbER, M (LKR) : BEALKEOBERIRKREIC
BT 5 BT B OB —Norfloxacin & polymyxin
B nlt¥—. HE{FHRELZIBIE 43: 207~212,
1995

Bustamante C I, Drusano G L, Wharton R C, Wade
J C: Synergism of the combination of imipenem plus
ciprofloxacin and imipenem plus amikacin against
Pseudomonas aeruginosa and other bacterial
pathogens. Antimicrob Agents Chemother 31: 632
~634, 1987

Eliopoulos G M, Eliopoulos C T: Ciprofloxacin in
combination with other antibioals. Am J Med 87
(5 A): 17~22, 1989

KR RBREICHT 2HEWRO P HREICHT
HAEROBE (% 3 M). Chemotherapy 40: 1188
~1200, 1992

Kotilainen P, Nikoskelainen J, Houvinen P: Emergence
of ciprofloxacin-resistant coagulase-negative
staphylococcal skin flora in immunocompromised
patients receiving ciprofloxacin. J Inf Dis 161: 41~
44, 1990

McWhinney P H M, Gillespie S H, Kibbler C C,
Hoffnrand A V, Prentice H G: Streptococcus mitis
and ARDS in neurtopenic patients. Lancet 337: 429,
1991

Mcwhinney P H M, Patel S, Whiley R A, Hardie J
M, Gillespie S H, Kibbler C C: Activities of potential
therapeutic and prophylactic antibiotics against
blood culture isolates of viridans group Streptococci
from neutropenic patients receiving Ciprofloxacin.
Antimicrob Agents Chemother 37: 2493~2495,
1993

RHEA, BEAx, &8 %, DIEREH, BkEZ,
BEHEF, AHHE: HBRHFIERKRERBRICE TS
BReablUTaa 7 FYREOEFABRZEICOVT, E
% L %% 25: 1531~1536, 1991

Calandra G B, Brown K R, Grad L C, Ahonkhai V
I, Wang C, Aziz H A: Review of adverse experiences
and tolerability in the first 2,516 patients treated
with imipenem/cilastatin. Amer J Med 78 (6 A): 73
~178, 1985



1068 BEXLFEREZOANB NOV. 198895

Initial antibacterial therapy with imipenem/cilastatin sodium for infections in
granulocytopenic patients with hematological diseases
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Imipenem/cilastatin sodium (IPM/CS) was used as an initial antibacterial therapy for infections
in granulocytopenic patients undergoing ciprofloxacin (CPFX) prophylaxis. Oral CPFX was started
at 600 mg daily when peripheral blood granulocytes dropped below 500/ul. As soon as febrile
episodes developed, IPM/CS 1gX2/d d.i.v. was instituted. As underlying diseases, 28 patients
had acute leukemia, myeloblastic or lymphoblastic, 1 chronic melogenous leukemia in blast crisis,
3 myelodysplastic syndrome, and 15 malignant lymphoma. Bacterial infections diagnosed were
sepsis in 8 patients, suspected sepsis in 36, and other infections in 3. The overall response rate
to this treatment was 80.9%, and those for sepsis, suspected sepsis, and other infectious diseases
were 62.5%, 83.3%, and 100%, respectively. This regimen was also effective in 76.9% (10/13) of
patients whose granulocyte count remained below 100/ul throughout the course of IPM/CS
therapy. The causative organism was identified in 10 infections including 8 sepsis cases; 8
organisms were gram-positive bacteria, and 7 were susceptible. There was no difference in
effectiveness between those patients who were receiving G-CSF and those who were not (20/27,
74.1% vs 18/20, 90.0%). As adverse reactions, gastrointestinal tract symptoms such as nausea,
vomiting, or anorexia were observed in 7 patients (11.7%), liver function disturbance in 3 (5.0%),
and proteinuria in 1 (1.7%), among 60 evaluable episodes. Thus, initial antibacterial therapy with
IPM/CS following oral prophylactic use of CPFX is an effective and safe regimen for the
treatment of febrile granulocytopenic infections in patients with hematological malignancies.



