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PENLRBRRREREWR, RRRIZERAFEE AR,
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P RIFOREAR, Y RERMRE,

PILERMARFEE AR, O LERRKF I

“B RIEmBREHE

CFR 10 12 A 21 B4 - 1141 H 13 BHSHE)

1995 4 11 A5 1997 £ 3 A DRIC, 22 Mgk 28 FHI AR LEE E T - MK BEZ O T, KYIE
AL 129 Bl & RIS, BREFEDWEEHE L L TD imipenem/cilastatin (IPM/CS) & 5 W i ftho f-
lactam RILHEE (carbapenem RIEEUN) OFHANB LVEBHMEKIIOVWTTOARY 74 Tl
BRRET L. NRIZEEEIZE > TIPM/CS # (66 #1) &, Lo f-lactam & (63 #)) ( f-lactam &) D
2BICERBE DT 1T o720 FIUER L IPM/CS B 49.3+17.2 %, [ -lactam 8 51.5+16.0 % TH V),
MEBOEFIERICEELEZIRD ON D o/, BREAEE, I - BOAE 2V 25 IPM/CS B 49 fl,
B-lactam B 50 BIT, ¥ 8E% D/, BEAIIHE L O REEERICE-HAERD T T, FHEE
WKEL Lo HERE - BRELSYVEZ TRR4AMEITOERER (EHE - RER) *HIBL,
BRHGEM RS L . RO EREIZ, IPM/CS 8 71.2% (47/66), [-lactam B 50.8% (32/63) T
BFEEMRO SN (p<0.05), Granulocyte colony-stimulating factor (G-CSF) fEH B (58 ) OFE%h
(X IPM/CS # 67.9% (19/2), [ -lactam &# 53.3% (16/30) Tdh h, —7F G-CSF REHF (71 6) ®
AxhE 2 IPM/CS 8 73.7% (28/38), [ -lactam # 48.5% (16/33) TH V), REHBITIXAEEEN R
bz (p<0.05). AR OIFFEREL 100/ 1l KGOS (63 F) 12B1F 5 H%h#% 1L IPM/CS B 78.8
% (26/33), f-lactam & 56.7% (17/30) THol:o T/, EROERE (EHEH) THV., mEEod
REOFEHZLBEBOBRBE LA-BADESMICEINE, EOAKL AN IZEL 2B HIZ IPM/CS#T
148,254 [, fB-lactam BT 207,790 I THo7:c T HDKERES S, IPM/CS BETOHRBENE AR RHY
ThHIEVRDOLNTZ,
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B < ) v/ & o mehERs BRI BV T,
BE B 5O RIZER T RLHEB AN 512 & PR REOBY
DI, BRELEFEXEHTLIIENL LBV, 2O
BT 2 BE T A IEE A EOM LAY, EMmaRRENE
fERom E, AFHBOERSR quality of life DE) L% &%
MpETELOTEELEREZD, HOOh 2 HEEIZR
N7+ ZLADIEL, MANDBCERARO SN TwE,
NET, BMERBCAEHTIERBEEIIN LT, BEL0HE
BOPREIIOWTHERM RO IR TE Y,

=7, BEDOOLDVEIIBITLERERFEOHEMIEL <,
1996 EREIZIE 28 L 5,210 EFIEL, ERABICHT 2E
EH727% LEMO—Ex Lo Tw5Y, LaL, EERE
BERTIEIRL, Ron/dmroEROEY %L STICRSE
® quality of life (QOL) ®ELE%E 5LV, EREHED
MEHLEHICROONTERTVS, LL, ZhTThH
BV TEMBFRBIZAR L RPEDBERICH T2 ®A
BRSOV TOmEIIR OV,

S, bhvbiidEMEFREBICEH LA EEEICH LT,
imipenem/cilastatin sodium (IPM/CS) & % \:id carbap-
enem R %R FDOMD f-lactam RILFHE X WEIERE L
THESL, TOERMLZ0BAHE®HIIOVTHIH X
(prospective) (ZILEBHMET L= THET 5,

I. MR&ELVFE

L. & %

1995 4 11 A5 1997 4 3 B ORIC, 8 M 25 /&
IERTERICE T 5 22 figk, 23 #t (Table 1) 2 AP
L, #BBIENFREEETOIHNAT, BREEEZBHREL

Table 1.

EEEMRE L, chonBEHRT, BODE
methicillin-resistant Staphylococcus aureus BHIE,
B EEYSE, virus BREEZ AL TV 2EEL Y 7B
7)) VBAEZRE LTV AREB LI VEHROEDND
BEUENES OB L. 72, B-lactam RILEEIC
BEEOBREEHOBRE, HRFIIEATOBASL L
VBEOE, FREEELXETLIEELARDPOBRIL
L7z ARER L, BRI AL DN RELDBZFIIHLT,
ARBAOSMIIOVWTORE L Bo&IZITbh,

2. HHEH, K5HEBIUREE

X B2 7 £ |3, prospective |Z imipenem/cilastatin #
(IPM/CS #) &, carbapenem % % g £ Db g-
lactam ZHi B E# (f-lactam B) & DB %17
3728, BEEICESEEBICEFTERL, T4b
L, ABEFONRBEFERIELHEL, WILEHEE
PG ENRTVLEWEAT, BELHEZRICLY) IPM/
CS B & f-lactam B 1xF 1 THEI D 1772 (Fig. Do
IPM/CS 8T, IPM/CS1~2g/1 H% 2~3 EIZHE
LEEEIEE Lo RIK4 ARG EMES T, 2hil
Pt amikacin (AMK) OBMBERA S TEEE L7zo—A,
f -lactam B (% carbapenem & * & { & O fth ® §-
lactam ZMBAETHWITEE2MHLTHRSTET, £
DEHSBIZRMXEBOEDLIERE L, F72H&5H
RS 2RI EOMEEDOHA S TREE L7z,

MELLRG5HBE1IAMLEBL THRBENY
EVRDONLZWEE, WHANOERIIBHE L £
7o, ML LDMEREORFHARBBITIEIEE L2A,
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Tk T o
'AMK | '
1(0.2-0.4g/day)  Other drue !
IPM/CS : ' !
@ IPM/CS (1.0-2.0g/day); other drug : other drug :
group e ce—ma o
randomly divided other drug*

3 -lactam 2 -l'a?ta‘m_ | other drug** | other drug** H
group antibiotics* ! ' ,

*other than carbapenems, **include carbapenems

AMK: amikacin, IPM/CS: imipenem/cilastatin

Fig. 1. Administration schedule.

4~6 H B X fluconazole DA IZFB - TER&, 7 H B LR
HERHIRIZIT D L b o 72,

3. BIZHH, BZHM
BEHHIEBMMEERORER (REMAKR, BIE, KT
R, AHEMROFE), BERKRE (WEEE, GOT,
GPT, ALP, LDH, )V, M7 L7F=>, R
WA, ik, CRP, M X M) %, BREEEBHE T
%58, 3HH, 5HH, THH, DW#EHRITIHT
LITEBBYERL . 72, HEFHRE SRS
BEPBLUHRSHICTELR)ERL 72, BRI
EESENER LB T T, H5VIEERIIES 2h o
THEIE—RRYEEL VBRI THrORKR 48
TCTEE LS.

4. BERIRZIEHE
MBEOMEEERR N T L2HERHRIEUTIRTEA
LODHEREEIZ L 22D THE L 2o FX: &5
#%3~4 HE I TIZRAL EOBRERIHEET 2I13E
HLEREVAONEE, A% 7HE F TICBEREER
PHEZRIEHLZUENAONIBS, RRAR: K
RRERDEBRRONLAZORENEH TR o7
2, HEICE1IABMUEELASLEG, BY: EMEM
MWASEDON G ol2h, THRIIHELEA
FEEICL-T, F1ERVUHAOBRKIR & HEH
FHHREEZHEL, FHREHEE L, ThEH LI
RHUEZBATEBRNBEEOBRKDREZHEL N
AREHEE Lo B, BRYIEFRRH RO E &
L EICRE L. T2bbREEREH I, ReKR
237C LT CHRARERDLZEH 3 HR U Lt &, RE
EOREDBROGEI, TOMBMBLZERAE L
pARS

5. &&k

FEBIEN D 12, RRBREH L ORRBFEESRET
X VHER, MENSZRERRL, BRREEORE
TE % 0754, FThENREIER, BRBREERTE L
L, fi%E, ZHEY, BE, HRERKR LE &FeE
IZDWTHRET L 720

6. FEFEIHE S HIE

—RRICREFFM AL, AT HEH (cost) EZD
Bk (outcome) DR ETHTT 5 2 & Tirbh, /-,
BRI E, fE2E (benefit), %) (effectiveness), %*b
A (atility) PHVOLN 5, AL TIXEMSREELY X
BERBIIHOBEEZNRE L0, BREEICHTLE
BEEPMBICRETLIZI L3RS £2, BEFMEO/N
WCHGCSBRBIZES T E IR T o 72 BREHEC
EEBRTLIEANBEREBICBREL, ZOMMOERIEA
BIZOWTIEWHICBWTHETDH S L ORIHIRTHT %
Tole Thbb, MEELD, BREERBEITIE, K
FEDBER L THALBRREDERE £ T, 2 \VIIKHE
PHERICES 2 h o 2B CIIREIEHFED S F—FIRN
HEAYPVWZ TRE4B T TOMMIC, BREENE
B Do 2EBRITH (BREEGRRICLELNEERE
DMDOERZE, BLUORGEICEIRT 20LE, RER
&) R HMNHEMTREBL. ShEd & IRBRAHICH
DSWTEHATEM L7,

ZTOBRHE_HBICEVPRONEHE FHULD
FEFIEE) #BRELTESZTERAYDRESN (cost
effectiveness analysis) % 17> 72,

7. T — 5 O

BB DOERIT t-test T, TFFERBEOEDKRE IR
Wilcoxon rank-sum test THRE L7z, MEERE DM,
WK E D E, recombinant human granulocyte
colony-stimulating factor (rhG-CSF) OfERLE, K
RIEDHE, BRMEOAMDE, BEARERDEIZD
VTl chi-square test, Fisher’s exact test, cumulative
chi-square test THRE L7, BRIEFEBA K, BRI
DWW Tl t-test, Logrank test THRE % 1T - 720

I & 2

1. JEFIONER

JIR P IZRBRICEMT 2R EDHE S iz 138 B,
HEEICL T, IPM/CSET0%E, B-lactam & 68
PHZEI Y i S, REMEFMIEI o 70 B & 68 F
TiThbihl, COBBINIEFO P T, IPM/CS &
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D 4 & B-lactam BED 5 BIASERR B R 1 E O X RAE B
PO SN, BN OBRIZ, NRIVERF A IPM/CS
BHT10l, B-lactam BHET4pl, BrAEKERMNEH T
Bl, HEARFEHIPM/CSET2HTH o7z L7z
T, BRR%ZhE¥ Z 12 IPM/CS #1266 #, f-lactam &
1263 BITITHNTz,

BRAREFffiIZ 3BT 5 IPM/CS 8 66 flO AR IE (Table
2), BEA 45 Bl K21 BIT, FHEHRHIL493 KT
»YH, —F#, P-lactam B 63 FIOMERIZ, BMHA742 fl
21 BT, FHERKSLS K THo7, 72, rhG
-CSF EHERNIIRIE 28 Fllo it LEFE 301 &, wih
LMBEIZEITR SN LA o7z, F 72, performance status
(PS) DIREIZBVTH, MBEIIVWTALEIRONL
o7,

ARREIL, ML L HEHMAnFEIb - LB S
¢ (Table 3), IPM/CS # T 27 I (40.9%), [ -lactam
B 23fl (36.56%) Thoto T/, BMY v MEHM

Table 2. Patients characteristics

IPM/CS  pB-lactam  Statistical
group group analysis
Total Patients 66 63
Age (mean = SD) 49.3%+17.2 51.5%16.0 NS"
Sex male 45 42 NS*
female 21 21
G-CSF* absent 38 33 NS§*
present 28 30
Performance 0 19 17
Status 1 22 27
2 19 12 NS*
3 5 6
4 1 1
"T-test

“Fisher’s exact test
“granulocyte colony-stimulating factor
IPM/CS: imipenem/cilastatin

Table 3. Underlying diseases
IPM/CS group  B-lactam group
Underlying di

No. (%) No. (%)
Acute myelocytic leukemia 27 (40.9) 23 (36.5)
Acute promyelocytic leukemia 2 (3.0)
Acute lymphocytic leukemia 11 (16.7) 10 (15.9)
Chronic myelocytic leukemia 2 (3.2)
Chronic lymphocytic leukemia 1 (1.5) 1 (1.6)
RAEB 2 (3.0) 1 (1.6)
Overt leukemia 1 (1.5)
Myelodysplastic syndrome 2 (3.0) 1 (1.6)
Adult T cell leukemia 3 (4.5) 1 (1.6)
Malignant lymphoma 12 (18.2) 20 (31.7)
Multiple myeloma 2 (3.0) 2 (3.2)
Aplastic anemia 1 (1.5) 1 (1.6)
Macroglobulinemia 1 (1.5) 1 (1.6)
Bone marrow necrosis 1 (1.5)

Total 66 63

IPM/CS: imipenem/cilastatin

%3115 (16.7%) L 105 (1569%) Td» 0, 2%
B %A 50% M b & G T, Bk ¥ /S ETR
IPM/CS B T 12 fl (182%) TH o 7= D R L, B-
lactam B T3 20 ] (81.7%) &7z - TV 72h%, WEEIC
EZBED LMo

B -lactam B 0 %)) [A] i 5L B FE D H R cefpirome,
ceftazidime, cefozopran % (X U® & ¥ % cephem &7
58 5 (92.1%) % 5 &, T 7-HM¥E5 5529 #(46.0%),
ERE5-A334 ) (54.0%) TdH-o7: (Tabled)o

e sE O FERE 1, TPM/CS B TIXBUMEE 9 #1 (13.6
%), B fE BE v 40 B (60.6%), T =& ERAE 10 Bl
(152%) THh, —F, f-laccamBETITEFh EFIY
B (14.83%), 415 (65.1%), 58 (1.9%) T& - 72
(Table 5)o %3, BIIEIXMAEEE TREREIKRE S
h, »ORMLEOREEREEI bDE LI, T,
B fEEEV 13 RC Bone 5" D1RME$ 5 SIRS D &4 % i
72L, 38C U EDR#L L, BRKAEIRL CRP 20
REFRA 556 RPENE 2 LN B A MBIERTER
BB EN 2V 0T, BEEASCEREK, BmOHROR
nanzbok L,

2.  BRIREFA

& AE B B R XD R % Table 6 (27" ¥ o ERARAHEE B3k
NS AEMULOEFNROBELEHNERLTEE, £
HKOEHEILX, IPM/CS BT 71.2%(47/66), B -lactam
BT 50.8% (32/63) TH Y, IPM/CSEMNEEIL (P

Table 4. Initial antibacterial therapy for infection
in the B-lactam group
Therapy No. Therapy No.
Monotherapy Combination thrapy

Cefpirome 10 Cephem + Aminoglycoside 20
Ceftazidime 5 Cephem + Other 5
Cafepime 3 Cephem + Macroride 3
Fromoxef 3 Penicillin + Tertacycline 2
Cefozopran 2 Penicillin + Other 1
Sulbactam/Cefoperazone 2 Aminoglycoside + Other 2
Piperacillin 1 Macroride + Other 1

Cefmetazole 1

Cefodizime 1

Azthoreonam 1
Total 29 34

Table 5. Infection
IPM/CS group B-lactam group
No. (%) No. (%)
Sepsis 9 (13.6) 9 (14.3)
Suspect of sepsis 40 (60.6) 41  (65.1)
Lower respiratory tract infection 10  (15.2) 5 (7.9
Upper respiratory tract infection 4 (6.1) 4 (6.3)
Urinary tract infection 1 (1.5) 2 (3.2)
Perianal abscess 1 (1.5) 1 (1.6)
Cellulitis 1 (1.5)
Meningitis 1 (1.6)
Total 66 63

IPM/CS: imipenem/cilastatin
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<0.05) BVWEHERERL.

¥4, Evidence-based Medicine D7 5, HKRA
BROMRDEE /ST 2 — 5 & LT, HELER (NNT:
the number needed to treat) % 25 Z & A3 —#HIC
BYNDODOHbH, ZOEHEBRLEKE, —HOAHNEOED
BETERING, FARICBTAHHROAEMNFETEE
T 5 E#49 (0204 (=0.712-0.508) DHEH) Th
5o $%PHHLNNT 349 THh b, Z D{E LS -lactam
BOBEIINL TIPM/CS TOHEBNDHEZ 2R

Table 6.

ELBE, PEKLELBBEVL DA EHBIND
DIZVBELANBERLTWA, Ld > TNNT OKE
BB WIEE, ZOMBEIENRTV S EFMIN S,
IPM/CS B2 3B1F % BREFE G A % F 12, WIMSE 55.6
%, WIMAEBE\ 77.56%, T ZERRYAE 70.0% Th - 72,
—7%, B-lactam B TOREERN A ZIFIE, BUME 22.2
%, MUMIESE: 61.0%, T REERFEAE 20.0% Th o 72,
5 B B B 2289 %h B % Table 7 127" 3. IPM/CS #
THESINhZ- B 15ER, 18 EETHEEIL83.3

Clinical efficacy by infection

IPM/CS group

B-lactam group

No. excellent good fair

poor

ffi ffi
etficacy No. excellent good fair th,e(:;g )
(]

rates (%) poor

2
17

3
14
2
2

Sepsis 9
Suspect of sepsis 40
Lower respiratory tract infection 10
Upper respiratory tract infection 4
Urinarty tract infection
Perianal abscess
Cellulitis

Meningitis

1

1
1 1
1

o

(22.2)
(61.0)
(20.0)
(50.0)

(55.6)
(77.5)
(70.0)
(75.0)

2

15 10

[CRTSERN]
©

2

=N R O = ©

Total 66 26 21 6

13

(71.2)* 63 19 13 11 20 (50.8)*

Efficacy rate = (No. of excellent + No. of Good) /No. of Totalx100
*P<0.05
IPM/CS: imipenem/cilastatin

Table 7.

Isolated bacteria and bacterilogical response

Species No. of strains Eradication

Decrease Superinfection Persistance

Unknown Eradicated rate (%)

IPM/CS Group
Gram positive
S. epidermidis
S. mitis

=N

S. sanguis
Gram negative
E. coli
K. pneumoniae
E. cloacae
C. freundii
Serratia sp.
P. aeruginosa
Multiple
S. aureus+y Streptcoccus

DO = = e = N

—

S. aureus+P. aeruginosa
Neisseria+o ~Streptococcus

2/2

1/1
1/1

—

1/1

/1

Total 15

5/6(83.3)

B-lactam group

Gram positive
S. epidermidis
E. faecalis
GPR

Gram negative
E. coli
E. cloacae
P. mirabilis
P. aeruginosa
S. maltophillia
B. cereus

)

b e e e = DD

1/2
1/1

2/2

1/1

1/1

Total 11

6/7(85.7)

IPM/CS: imipenem/cilastatin
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Table 8. Clinical efficacy by infection without G-CSF
IPM/CS group B-lactam group
efficac; . efficacy
No. excellent good fair poor rates! a/); ) No. excellent good fair POOT  tes(%)
Sepsis 5 2 1 1 1 (60.0) 7 1 6 (14.3)
Suspect of sepsis 21 9 7 3 2 (76.2) 21 9 4 5 3 (61.9)
Lower respiratory tract infection 7 5 1 1 (85.7) 2 1 1
Upper respiratory tract infection 2 1 1 2 1 1
Urinary tract infection 1 1
Perianal abscess 1 1
Cellulitis 1 1
Meningitis 1 1
Total 38 18 10 5 5 (73.7)* 33 11 5 7 10 (48.5)°
Efficacy rate = (No. of excellent + No. of Good) /No. of Total X 100
*P<0.05
IPM/CS: imipenem/cilastatin
Table 9. Clinical efficacy by infection with G-CSF
IPM/CS group B-lactam group
. efficacy . efficacy
No. excellent good  fair POOT e (%) No. excellent good fair poor tes(%)
Sepsis 4 2 2 (50.0) 2 1 1 (50.0)
Suspect of sepsis 19 8 7 4 (78.9) 20 6 6 2 6 (61.0)
Lower respiratory tract infection 3 1 2 3 3
Upper respiratory tract infection 2 1 1 2 1 1
Urinary tract infection 2 2
Perianal abscess 1 1
Total 28 8 11 1 8 (67.9)° 30 8 8 4 10 (53.3) "
Efficacy rate = (No. of excellent + No. of Good) /No. of Total x 100
IPM/CS: imipenem/cilastatin
Table 10. Clinical efficacy by change in neutrophil count
After (/pl)
=100 101-500 2501 Total
(%) (%) (%) (%)
IPM/CS group
’:=\L =100 10/15 (66.7) 9/10 (90.0) 7/8 (87.5) 26/33 (78.8)
£ 101-500 0/1 1/3 0/3 1/7 (14.3)
E 2501 3/4 15/20 (75.0) 18/24 (75.0)
Total 10/16 (62.5) 13/17 (76.5) 22/31 (71.0) 45/64 (70.3)*
B-lactam group
3 =100 5/10 (50.0) 6/8 (75.0) 6/12 (50.0) 17/30 (56.7)
g 101-500 1/3 1/2 1/3 3/8 (37.5)
g =501 1/2 1/3 10/19 (52.6) 12/24 (50.0)
Total 7/15 (46.7) 8/13 (61.5) 17/34 (50.0) 32/62 (51.6)°

Efficacy rate = (No. of excellent + No. of Good) /No. of Total x 100
*P<0.05
IPM/CS: imipenem/cilastatin

% (5/6), B-lactam B TRESN/-HEIE 11 fEH 11
B THEEIX85.7% (6/7) Tho7

rhG-CSF KEFRFI TOEEKREE % Table 8 II/R7
IPM/CS DA RHEIX 73.7% (28/38) T - 7=DITxt
L T f-lactam B Ti3 48.5% (16/33) THhH b, WHEEH
THEZ%#AD7 (p<0.05), —F4, rhG-CSF A #l

TOBRKIETIE, IPM/CSBHEDEFIL 67.9% (19/
28) TdH o 7=DIIxf L T f-lactam # Tl3 53.3% (16/
30)THY, MBEMIIAEELZD LD 57 (Table 9),
KRB DA E % Table 10 (2RT, x5 #%LFH
RHAARETIE, HFHPERE100/ 11 L F T IPM/CS
B 62.5% (10/16), p-lactam & 46.7% (7/15), #F+h
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BR¥101~500/ ul TENEN 765% (13/17), 61.5%
(8/13), hFHER¥K 500/ ul LA kT 71.0% (22/31), 50.0
% (17/34) THho 7=,

PS B DERRZN R % Table 11 12773, PS grade 72
DETEMEICELBDO R oA, PS grade 0 TD
AXFIE IPM/CS # 84.2%(16/19), f -lactam & 70.6
% (12/17), £ 72, PS grade 1 T3 Z#hZh 86.4% (19/
22), 44.4% (12/27) T, $FIZ PS grade 1 TIIMEIZ

h, FOMEEIZ GOT, GPT, Al-P, #¥ )Ly 2 ED
FF¥EEEREEDS 5 B, RILEREF 1BITHo72, —7A,

[ -lactam B Tl 3 B, 4.1% 2%, GPT, Al-P, #Y¢
DVE y R EORFEEEREE 26]L BUN, S-7L7F=
v, REALREOERERE 1P TH 72, MEIIE

Table 12. Side effects and abnormalities of laboratory findings

IPM/CS group B-lactam group

(n=170) (n=68)
£ -~
HEEERRD: (p<0.05), o ) mo
KIS 5 THO B B0E, IPM/CS BE 72669 5o
H, p-lactam H0.0:82 HT, MEICEIIRDL 2o Nausea, vomiting 5 (7.1
2o ATT YA —ikE A RRERIEG RIS Skin rash 229
_ ] Erythema 1 (1.4) 1 (1.5)
WwWTd, MERMICEEZLRD o7 (Fig.2)o Diarrhea 1 (L4
3. REVEH Total 9 (129 1 (15
IPM/CS ﬁ_’YO BB & E} B-lactam B 68 FlIZ BT 5 Abnormality of laboratory findin
BREBEFIZEDSNBER - REEEFICOVWTK Increase of GOT, GPT 2 (2.9)
= - ZRY. B Increase of Al-P 1 (1.4) 1 (1.5)
L7z ZDO#RE% Table 12 127”7 EH’E}ﬁCi, Il_:’M/ Inoreace of GOT, GPT, AL-P 1 09
CSETIXT0HF 9%, 129% T, TOEBEONRI Increase of T-bil, GPT, Al-P 1 s
g,[:\, []Euiy‘)xf,ﬁ‘lj% ;Jj&'b, §§ V) gi;é:)é,j, ﬂ:ﬂf‘ ”F:;,ﬁ] . Increase of T-bili, s—Cl 1 (1.4)
MRk 7a b . . Hematuria 1 (1.4)
BEHARER ETH o 72, 7, B -lactam BTz 68 Increase of BUN, s—creat, proteinuria,
Bl 1B, 1.5% 123806, BEIIAHE CTH o720 M Abnormality of total-protein, s—Cl 1 (1.5)
HERICBWTEZRD (p<0.05), Total 6 (8.6 3 (41
*ﬁﬁfﬁg'ﬁ’niy IPM/CS #Tlid 6 B, 8.6% Iz B 5 IPM/CS: imipenem/cilastatin
Table 11.  Clinical efficacy by perfomance status
IPM/CS group B-lactam group
Performance
status No. excellent good fair poor r(:i(;a((‘:’j;) No.  excellent good fair poor r:?eico/};)
0 19 11 5 1 2 (84.2) 17 9 3 3 2 (70.6)
1 22 12 7 1 2 (86.4)" 27 6 6 5 10 (44.4)*
2 19 3 8 4 (57.9) 12 3 4 2 3 (58.3)
3 5 1 4 (20.0) 6 1 1 4 (16.7)
4 1 1 1 1
Total 66 26 21 6 13 (71.2) 63 19 13 11 20 (50. 8)

Efficacy rate = (No. of excellent + No. of Good) /No. of Total X 100
*P<0.05
IPM/CS: imipenem/cilastatin

14 Kaplan-Meier method
g
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Fig. 2.

Unrecovery rate (Accumulation).
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BBED Dol WThORWEH, REERELLER
VELTLEIILEELIDIEIRONT, plRIckDE
L7,

4. BB

BRAMESTOEKRGH4E R % Table 13 127" T, §
bt, BRABR»LESN-EHETH S, IPM/CS
B 71.2%, f-lactam ¥ 50.8% % 212, 100 A I & —
FEBEELSW L. 100 ATF— MIAEFEZENT T
BINEERD S L, IPM/CS ETOE (EA) 13 71.2
A, B-lactam H#ETOXFE (EB) 1508 A& %o,
IMEEZNFhOBOBREFMAFORE L. £
7z, MBOZFDE (AE) 13204 ATHo7,

BRIZOWTIE, KL LThREZHVTHRETL
7oo BEIRRMBEICFHEELHCS I EHE VN, 50H
DHBRERTIIWE L MBI DBELES &R
BishTsh, REMEELTEYELY AV LIZIZEYT
dawnweEZ, FREFAVCTRITZITo7, 100 Ad
0o R, BB, MRE, SBHEDER
E BIUREODPRMEIZL 2EAE, IPM/CSET
9,135,145 M, f-lactam # T 11,976,280 H Td» v, #
DEIF2,841,135 HTH o720 Ld T, HA$1
A&7z by oBEHIZ IPM/CS #T 128,303 M, f-lactam
#T235754 Mol LAL, THIZIPM/CS B
A5 B-lactam B LB L BHAMWRN THA I LERTR
NI EOBIETH B, MBOBERAOHRERE TIIAE
ZRBOON L holl0, MECBRIZENTVWEE
ZAHDPVHETHNIIEENTH S, LMo THED
100ANH-VERA*EHOPREOFEHLEZ T,
10,555,713M (= (9,135,145M +11,976,280M) +2) & §
I IPM/CS #, B-lactamBEZh ZFNOBEM ALK
A&7z DB 148,254 1,207,790 B & % 5.2 B,
Table 13 TIZBRAEBD X L2 5 5BATMETH - 72
DT, MEE, BRA, MBI TEHLLBEL, Th

Table 13.

CEPHERREELME LB E28ML TRL

RFFMONT T EF NV EREL T B0, E
FUNITHEERDTFET B, 22T, REL/IT R
— DAL LA, BRVEDL BT HD0%
RS B-OICRESTATbN L, AHRICBNT
X, boLLEERNRFIA—F THIAMREESE
BREGH %1To 70 T4bbH, B-lactam HDOEFF
NED % EFEXMEOLRTSH 5 63.1% L LA
DS 21T o 720 ERITRIR U 72 EARSH & R#
12, IPM/CS #TOBRMEMLIZD 5N

nm. % =

EMBEBICOEURRELEHTHE, TOEST
BEETEETAIENEV, FDHINLDEKE
TREEELLEHE HMEASEOKREZRLTIC
empric tnerapy 237N TV 5%, Empric tnerapy i
BLEHEEZIARY b T APERTHECIEST, KB
HEH2HDIKD LN TV 5, Penicillin 2% cephem
ZOD f-lactam RMBEEOF T, RIEEAZINT T LK
HEL2S YT LAEME T THEANRS P AMBEKRISH
72 cephem RMEAE X FHTHHETIIHEMTIRSG S
BIENZVH, HEBHANRS b7 LADORCHEELE
AT A58 %HHHATHKETAI LIRS, —H,
carbapenem RILHFE TH 5 IPM/CS i AR b T A
MIERTHVITE I %R L, %72 penicillin A% cephem
RHMARICERZRD 7T LGHEN S 7T LBNH,
SHICIIBAMESL T FYBIERBEIC L TRIL CHE
HEETA EINTVS,

SEOHLBRBROBRI R TIX, IPM/CSHEDAR
£ 71.2% TH Y, carbapenem HLUSD B -lactam FHL
BED 508% LHNEREIZEN TV, 7 rhG-CSF
KEABIZBVTIPM/CS BHOAREAN 73.7% L HE
WERETH Y, FHRENOEMET LG HEFPRE
73100/ul LT DB T 625% DEMEAFELNAZ L

Actual cost and cost effectiveness ratio (basic analysis)

Effective person (/100 persons)

EA (IPM/CS) EB (B-lactam) AE
71.2 50.8 20.4
. CA (IPM/CS) CB (B-lactam) AC CA/EA CB/EB
Kinds Cost
(yen/100 persons) (yen/100 persons) (yen) (yen) (yen)
1 Antibiotics + solution + ic +
ibiotics * solution * analgesic +drugs g g5 ;5. 11,976, 280" -2,841,135 128,302.6 235,753.5
for complications + laboratory fee
2 Antibiotics + solution + analgesic 3,813,395** 5,324,520*" -1,511,125 53,558.9 104,813.4
ibiotics + ion + ic +
3 Antlb)otl(fs 'solutxon analgesic + drugs 8,207.870° 9,775, 200" -1,567,330 115,279.1 192, 452. 2
for complications
4 Antibiotics + solution + analgesic + drugs 10,555,713°¢ 10,555,713 0 148, 254. 4 207.789. 6

for complications + laboratory fee

*, * all are not sognificant statistically

“* the average of median values of medical costs in the IPM CS group and the B-lactam group

IPM/CS: imipenem/cilastatin
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&, IPM/CS 2" M IRDIFIE DA I BIR 2 , LA
NOBIERLIZbDEEZ LN, ZDZ EIEPSH
BRZRIZOBNTEY, 2EREVFBEICREINT
Wi2WIRY IPM/CS oA EMMROhzb L Bbh
bo TNHH 6, KYSED Y E & #EEO IPM/CS 5
B ChZBRMRERLZDDEEZ LN,

BHEFME AT SR TR AT 2 5 T b h, IPM/CS
OBET HHBEABRLITbATWAY™, LaL, HE
TRELELEIORBOSIIEIA % L, HRSFHIRD K
PeSE L2 0 L T retrospective IZfTh N 7-HEMNH 5 D
AWT, EMFEBETORREEIIOVTIIRRETH
5o

— &\, BFFHEAT COBRFGEIIEHE RER
AGEBSOEZEERL, BEOEEREEIh2HDH
BERILEHRENS, L2L, AETILEMSFEE
REBRBIILOBETORREL IR L L2700, &K
RAEICH T HEBBEAMBICHET AL IIREL
Z, BEECHEEVRRTIEFNBBLUORERICHEL
ST AT - 720

Table 13 [ R3TBAOHEANTOFRMED F % B
WEBRAMEMOFEIC I, AOAKIAY DI
B /2% H X IPM/CS # T 148,254 1, J-lactam &
T207,790 M THo7s Thbb, IPM/CSHTEH
MEEPEOON, 1L N\OEMLREREFL-DICIES-
lactam #IZHEXIPM/CS #EOERIZH 6 FHEIH SN
HBILREWRT D, ZOL) RBEN»LTHIE, IPM/
CSEHIIBLEINIRELDLEZ LN,

BE, BEFESTTIE, LIFLIEES S Tbh
bo MHDME L, FHONRE 22 ERHEAF O
EHEHBLT, RIKREVHIEBALBRELS LD
RBE, MR BN ELDILELRESIBERZR
HTazEThAB,

AHEDHE, HatFEMIZIZIPM/CSBIZENZ
REDRO LN KE, 100 AH7 ) OBRFIZIZEN W
LEZoN D72, IPM/CSEBEOHIZHEXTR 2B AW
EUSBEOOND LHET SN, Lo TEEDOH S
SMELELZVWEZE L BN,

SEIOFHRTIE, BIER - BAREBEREMHEICIBNT
IPM/CS B#AWABICE L B2 BO 225, FhIHES
RS ERLEANDORBIIFD ON e h o770, 40
DB T A~DOFEB IV LD LW SN D, L
L, &%, B% 0 QOL % LAEERE I b S HER
B2 MAoMETIBECEIEERT S EPLE
b,

PLEA S MBI A S L/ ERREDRBIZB VT,
IPM/CS TOHEBRIZBEBRHREOHFAEDOALZ LT, &
RN I BWTOENERER LA EDD, K

MEE, BENLBEA»SBELEININEERETH LD
LEZ LN,
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The antibiotic efficacy and cost-effectiveness of imipenem/cilastatin vs. other ff -lactam
antibiotics for infections in patients with hematological disorders
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Between November 1995 and March 1997, we compared the clinical efficacy and cost-effectiveness of
imipenem/cilastatin (IPM/CS) with those of  -lactam antibiotics other than carbapenems, as the first-line
treatment for infections in patients with hematological disorders. Sixty-six patients were included in the
IPM/CS group and 63 patients in the f-lactam group. Sepsis and infections suggestive of sepsis were
involved in 49 cases in the IPM/CS group and 50 in the f-lactam group, and represented about 80% of
the infections. We calculated the direct costs (pharmaceutical and screening costs) up to the day of healing
in cases that were cured or over a 4-week period in cases that required a change to other drugs when the
first-line drugs failed. The efficacy rates were 71.2% (47/66) in the IPM/CS group and 50.8% (32/63) in
the f-lactam group. The IPM/CS group showed a significantly higher efficacy rate than the f-lactam
group (p<0.05) . The efficacy rates among patients not receiving granulocyte colony-stimulating factor were
73.7% (28/38) for IPM/CS and 48.5% (16/33) for f -lactams, and this difference was significant (p<0.05) .
In patients with neutrophil counts under 100/ ! at the start of treatment, the efficacy rates were 78.8% (26
/33) and 56.7% (17/30) with the two groups, respectively. The median medical cost (direct cost) per a
person with an effective outcome was 148,254 yen in the IPM/CS group, and 207,790 yen in the f-lactam
group. These results suggest that IPM/CS is a clinically cost-effective antibiotic for the first-line treatment
of infections in patients with hematological disorders.



