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Imipenem (IPM) {2 X6 £ /v 7 4ic 5 THHRE X 4L/ B0
BOGUEMETH ), WM OB Stceplomyees callleya
DERAHHEL Y M4, 407 thienamycin @ N - formimidoyl
BMIKTH DY, IPM (2 KM O ) A B lactamase
WXF L THRD T TH B & Wi, 2ol 2 L4
TEHD, WML IS lRAND 7T LR 6 7T 4
BEMEIC 55 & 303 b TLIBMOHIM 2~ 7 b v &L
PUBRIGM: 2 3329, Lo L, IPM 3R TRe ! S b B
@ dehydropeptidase-1 42 & 1) AL Z 1L 5%, Cilas
tatin sodium (CS) {3, WL AN 7z LW TR EN
7z dehydropeptidase-1 DR YN YR TH ), IPM & AL
BT B L&) IPM o8& B X, Kol il 4 # L <
W B0, F 1o, KR IAR T3 & B 5, TPM LR
TEDLNLHHEL CS LG T A 220k
L, WeMhrBELI DML > T0DBY,
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L, Bl et BDLNTEOBRE L BT 5,
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Zone0BlENRELL, kb, UTHOIHHIZHEY
TEEBIIH L LORRY LBRAL 72,

1) IPM/CS & %\ 3oy g-lactam Fiud Y
2B DB EN & 5 B

2) IPM/CS BEAKIGA HtEn B

3) tEmREREILboRA

4) TADPADBFERES LI PR EHEL A
TL8HE

5) BELCEEELIATLIES

6) ZOM, FHEHIABEY UKL BE

2. #58-B5HE

IPM s LT1H1~2g (Fl) %2~ 325
L, 30 LA LAt THaBBIRNER T2 e L, #&
LS8R 3 ML & L7z, o Hi i &% IPM/CS @
B FEA - B B TREMED & B KA L DGR ET
hIrELT
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BEE L te, 1o, WA ESD G0 AL, D
Ak, PO, SEBLI, ALK, BB & Idsk L, IPM/CS

RN R Y SABEI TN $.304 (B8 N E'A b
oo, UL L iR OB R AT o 12,

4. MR

FHREOH NI KT 5, LD e CEBRHR
B L MG R L HEL 7,

1) A% Y

25, ATR), ReXATR,

2) MO 2 )

W kb, AR AVE

1L, B AHOHRZ L, BAS DL
IR B W) o OB T & I S L E B Do T
2, 1D (HOLIZBRAS DI EEL TEHT
rorelL:,
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1. MaHtEBOMNAR (Tables 1 ~ 3)

IPM/CS D &R - FEH) 13 60 W) T4 - 7: 5%, Table
Lz L2 e, Wbz o TidsBizt g
WHICPEC LA S - 72 1 B2 Bt L 72 59 A
BBt R E L7, i, BIRHEIC OV TIZ 9B
Y AR 4 B, R HB 36, BEWER 2 H)
L7251 B2 GEEird R & L 7:

EHEHEN RBIODF W13 16~90 E =345 L 7255 60
~T9mIC#) 50 %D FEFIA R L, FHITIE 622& T
btz HERTIE, BYEA33IH, LiEH I8 B X I1T
2 10WAETHRMEN SH L LH7: (Table 2).

G R & T - 1R, MRV BTRLS
<, Mz ifbiRGE 36, RMEAT L5426, B
AEXROBMME2H, MEL3IHTH- 7, 358
(68.6 %) HIFIREEF & (2 L] L DR B L HT

Table 1. No. of patients included in each analysis

Total no. of patients 60
included 59
Safety
excluded* 1
} included 51
Efficacy
excluded** 9
* - Serious condition «-eeeeeesrenn 1
* . Unclear symptoms of infections - --+---- 4
Diseases not included in survey
bacteremia ..................................... 1
mycoplasma infection:--«---e+ereveeennn 1
fungal infection «-«««« - veereemniuennrnn. 1

Serious CONAILION +=- v evrrrrmreiniiiiaiinnannas 2
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LRI TH - 72, 72, IPM/CS £5-H ] 5 H O
HEYWH RS X NS TH - 724 B 33 W, 64.7 04 T
Hot2,

IPM/CS » 1 H¥5-5t, 1 ARG B, £ 450004

Table 2. Age and sex distribution of patients

UM A Table 30U 22, IPM/CS o 1 14
UWAARDE, 1 gd 23l 2g02THTh-1-.
TBITTH 3 g Bejni/e SHUT o tzis, il |-
DR &M S LRI S f 2, RG] g Tz 4
A2 ol 2 g Cls 25 B1H° 2 38T Y, Kb 24
A4 rNTh Sz, B HBUE2 29 Hizorail, F

Age (yrs) Male | Female | Total NN T o 2245 2 MINELN o b 0 5396 T
765 % LI EA SR, s, 2HIBKS D 1H)
16~ 19 1 1 3, 11a105g % 1 114’ L7l <oy, s h
20 ~ 29 1 1 oMM AW X AL, MG ORER, RHERE LT
30 ~ 39 2 2 1 TRIBL TOMA N L oo X I S 7z, #RE -tk
40 ~ 49 6 6 35~58 gl i LT3 174g TH-124,28g %
5 — 5 ) ) ) TORITIBH, 9.1 %2 dish 1z,
60 - 6o - . - 2. ko
o0 -9 ; 6 3 IPM/CS EaKE K12 51 Blrh, FE4h 14 B, 4i%h 27
B, Xefid 4 B, wEhe Bl TH D, HrhE 804 %
=% > ! 6 Th7: (Table 4), LUF, WEgEsl, 1 E#&Y5 &
ol - N o B, RIS, ARG - RS, R
DATHER - FENUN, SeATHUE MBI A47 R - REEU O
Table 3. Details of administration
Daily dose Frequency
Total
‘e) BID TID QID
Daily dose
& 1 23 23
Frequency 2 25 2 27
3 1 1
Total 48 1 2 51
2 ~ 14
~ 25
Duration ~ 21 11
(days) 29 1
Total 51
3.5~ 14 21
~ 28 27
Total dose —~ 2
(g) 58 1
Total 51
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RRRBRIC DA RT3,

1) MRHSENERAR Y (Table 4)

B B E Sl g4 shis 85.4 % (35/41) T
hotz, FOMOMALIRGE, AMESHE LRk, WHAR
FROB[EME, WKL TEENFIER B2 ~3
Bl Lo, #H 1D L CIZIRANT
B o 1A BARU DO TH D, Zs il 10
BN AL 60.0 % (6/10) TH - 7.

2) 1 BB - B B0 ERA KN # (Table 5)

HRD &, 1TH1 g&2g#® 24580 124 filne
WBEAETH 20, 11 g 2584781
73.9% (17/23), 1H2 g 24r#if’'i &z 88.0 %
(22/25) THN, 1H2 g 24588 Jin =R
8. PALL T2OF (AN

3) 1 H#ESRA - BEEHEKZE (Table 6)

HHATHB2OMKRNZ L Tlih 505, BiElzb

JULY 1990

P 2BITH Y, b2 oM HeE L REDEPIZ K
ATV, TH L gidiv i, 1H2g
B EHAEICB ST, 2RTALE,
Mo BV TiE 875 % (28/32), BMAEIZH VTS 70.6
% (12/17) THY, ®ei#) AR L 7255,
FOXTIHL gBG5N) (324%) %, 102 g
o(183%) LW AR, &1 h%eE, KEEL L]
H2 gieltintighan 1 1 giyndisht L
-1

4)  IERY I o {145 - HUU ) Bl K Zh K (Table 7)

WRpH M 7o N EB 16 B 51T B 47443 938 %
(15/16) Th N, KBEBA ) DIBWTOLHBHY
74.3% (26/35) % Ll 7:, KBEHEBAT) NEML £
DM THD E, B TO4ELEORL ) E
<, 556% (5/9) Th-1:.

5) AR o AT S - RS Bk R

Table 4. Clinical efficacy classified by various infections

: Clinical efficacy Efficacy rate
nfecti
ion ' (%)
excellent good fairly good poor
Pneumonia 13 22 2 4 35/41 =5 4
Lung abscess 2 1 2/3 66.7)
Acute bronchitis 1 1 1/2
Chronic bronchitis 1 1 12
Pleuritis 1 1 1 2/3 66.7)
Total 14 27 4 6 41°51 =0 4
Table 5. Clinical efficacy classified by daily dose and frequency
Daily dose Frequency
() Total
& BID TID QID
. 17/23 17/23
(73.9) (73.9)
2 22/25 1/2 23/27
(88.0) (85.2)
3 1/1
39/48 1/1
Total / 1/2 41/51
(81.3) (80.4)

() Efficacy rate %
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(Table 8)

IPM/CS m*#)sh &5 B 45 B 172 14 B T4 Rz
85.7% (12/14) TH Y, £ITHLEWHIENTH - 12
IBBITOHEINHT88 % (26/33) % b¥hIc flal- 72,
FATHUE W E o B8 % penicillin %, cephem 5,
monobactam 5%, aminoglycoside %, % DMz 5284
HEEbic, BEE 2R EICaML TaL, 20k
R, MBI TIX, cephem F&BFI LIS T3 REMA AL 7%
<, BLEM A BB LI%h - 00, WMHASH T3 783
% (18/23), 2#ILAEEE T2 80.0% (8/10) T#
N, MEMICEZRBOHUh 12,

3. MIREEIY (Table 9)

5150 22 Bl v, i S AP ME X 41, F LSS0
LA Yt Table 94 i 722k <, 44,16
B, A 1B, A LH, WRINABITH Y, BEAR
TR 90.9 % (20/22) TH - 77, g
16 Bic 511 2055442 93.8 % (15/16), BB H it 6
Bl TIE833% (5/6) ThHY, ¥ b ic HEHEIS
PTOWMKHD |l - 12,

Th, WEMENELELo, 116550 13 #%
(Staphylococcus  epidermidis, Pseudomonas aer-
uginosa % 3 ¥, Staphylococcus aureus, Enterococcus

Table 6. Clinical efficacy classified by daily dose and severity of infection

Daily dose Severity
() Total
& mild moderate severe
! 1/2 14/17 2/4 17/23
(82.4) (50.0) (73.9)
2 14/15 9/12 23/27
(93.3) (75.0) (85.2)
1/1 1/1
3
Total 1/2 28/32 12/17 41/51
o (87.5) (70.6) (80.4)
() : Efficacy rate %
Table 7. Clinical efficacy classified by underlying disease
Clinical efficacy Efficacy rate
Underlying disease o
. (%)
excellent good fairly good poor
None 5 10 1 15/16 (93.8)
Yes 9 17 3 6 26/35 (74.3)
Malignant 1 4 1 3 5/9 (55.6)
Respiratory 6 4 2 1 10/13 (76.9)
Cardiovascular 2 1 2/3 (66.7)
Cerebrovascular 1 1/1
Gastrointestinal 1 1/1
Metabolic 1 5 1 6/7 (85.7)
Collagen 1 1/1
Total 14 27 4 6 41/51 (80.4)
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Table 8. Chmeal elficacy classihied by prior antibiotics
Chimcal etticacy Efficacy rate
Prior antibiotic e »
. (%)
excellent good fairly yood poor
None 3 9 ] 1 12/14 (85.7)
Yes 10 16 3 4 | 2643 (78.8)
Unknown 1 2 1 3/4 (75.0)
PC 2 1 2/3 (66.7)
CEP 4 7 1 2 11/14 (78.6)
MONO 1 1/1
Others 2 2 1 4/5 ‘8) 0)
PC + others 1 0/1
CEP (two drugs) 2 2/2
CFP + MONO 1 1/1
CEP + AG 1 0/1
CEP + others 3 3/3 (100)
Others (two drugs) 1 1/1
PC + CEP + AG 1 1/1
Total 14 27 4 6 41 51 ®0.4)
PC : penicillin, CEP . cephem, MONO : monobactam, AG . aminoglycoside
faecalis, Acinetobacter sp., Enterobacter cloacae, . =* =

Pseudomonas sp., Branhamella catarrhalis, GPB %
18) TH D, ZnbizvwTnd IPM o disc Bttt
T3 “+++" L L3 " #RL, TDHEEAD
&, P. aeruginosa O 1 (AR ETXTHEKLZ, 2h
51 FIOBERKNRIZ TR LENL LCRERTH
- 72,

4. RIEH B & UERIK#AE RS (Table 10)

F e PEREAM A 5 59 B, BIVERTIZ 1 Blic LaBH o
o 12 ht, BKER A E T IPM/CS ol 558t 5
REHTH (11.9%) 2o 7z, BnERs 8 % &
L MBEDREH IH (1B TIIHFBRRERAIED R
a), WA REL 36, B L UBREER
HBEDRE VI TH - 1205, ZHHIFTILEEE
DLNTHY, FHICEHREELT, IPM/CS nf s
b BT HERHIRGBIOICE L2, b,
BaEh R YIED SR Z iz, CeteHiie SR & 7
572 8Bz x$ 5 IPM/CS w5 &, &5 0%, &5
R, %5 I3 ERRRD BB E A R B3 D HIEE IS
ABLDTH- 12,

IPM/CS I3 57644 1 F 248 L 7212 B X v,
FDOREAXT iz dbdHTIL, oD HE
EH&ERT 2 06 KE LRI FEE L0, SHER
TIEICHH SN TE T3, —ICH L -HAEDE
AHBIT I RRICIZ T TIoEE LA A T Y, £B
DEEERDS TR T 2E B o2 2 h LI
Lih b,

K2 DBBTEHRAMEWEOEHNER 05008
FICRBELSE TH ), IPM/CS DB REHENK
MO A DL, TOMNRBFEYASEIZ M3 2 F8FIE 73
% EBNIZLDOTH 1205, FOBELH LKL ELE
WL 72 BUE T LB AT 4 RIET 3 5 T BBk D
HHEIDHTH-1:, £2T, 4021270t
DL L LEMIC OV TRHT 2 -k AR 4 £
ML 72,

IPM/CS D& 5-HEB113 60 B TH 2 A, %HBHE
AHRETH S ZHEBNUISIBITH Y, 9B LKL 72,
LA KB Th 60~79 BOIEBIHE 50 % % &,
F72H) 70 % DIEBI A KBEE B D SHBI Th - 212 b
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Table 9. Bacteriological effect

l%n .t i ’. e 2 N
wteriological effect Eradication rate
Isolate — —
o
eradicated | decreased | unchanged | replaced (%)

S. aureus 2 2/2
S. epidermidis 2 1 3/3 (100)
S. pneumoniae 1 1/1
E. faecalis 1 1/1
GPB 1 1/1
B. catarrhalis 1 1/1
P. aeruginosa 3 1 1 4/5 (80.0)
H. influenzae 1 1/1
Acinetobacter sp. 1 1/1
S. aureus + E. cloacae 1 1/1
S. epidermidis + C. freundii 1 1/1
S. pyogenes + P. aeruginosa 1 1/1
K. pneumoniae + P. aeruginosa 1 1/1
Staphylococcus sp.+ E. faecium + P. aeruginosa 1 1/1
E. cloacae + Pseudomonas sp.+ P. aeruginosa 1° 0/1

Total 16 1 1 4 20/22 (90.9)
* P. aeruginosa was not eradicated.
S. aureus . Staphylococcus aureus, S. epidermidis . Staphylococcus epidermidis,
S. pneumoniae . Streptococcus pneumoniae, E. faecalis . Enterococcus faecalis,
B. catarrhalis . Branhamella catarrvhalis, P. aeruginosa . Pseudomonas aeruginosa,
H. influenzae . Haemophilus influenzae, E. cloacae . Enterobacter cloacae, C. freundii : Citrobacter freundi,
S. pyogenes . Streptococcus pyogenes, K. pneumoniae . Klebsiella pneumoniae, E. faecium . Enterococcus faecium

Table 10. Abnormal laboratory findings
(59 patients)

Item No. of patients
(%)

WBC 1
Eosino 1
RBC| - Hbl - Ht| - platelets| - GPT?! - »-GTPt - LDH ! 1
GPT t 1
GOT?! - GPT! 1
GOT'! -GPT?t AI-P! - r-GTP?! - LDH! 1
BUN?T - Crt 1

Total 7 (11.9)
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b b 80.4%E X HH T RIHH S HL,
S ONMRU BRI OIS E LB bonThHY, L1t
M2 D 90.9 B AN & Ao 2 &L M T X
B, AT AR A7 6 T L 7208048 TEAA G 1L
afel bl bbbtz TabE, IPM/CS H4bi
EDR ML R Y, QTR R o 70 % 2 B F
STWBI ERHBMEEL, (ELYORHOBIC &
5 &, IPM ORI 3 IS0 EWE % |l b L D
THY, W, SRR T L b A 13 T disc &
LMD TIE H B, IPMIFwdns “+++" 4
L3 s"®mL 7o, BT MEW 30 B e AT
L, 77 LMMMIzese LikL, BMKTY P
aeruginosa O I 2R EREVIROLMILTSEH
1), IPM/CS D LR TokH 2 AW % BT 512 F
S AR S L7z, RS IPM/CS ICATE X 115 Bl
P. aeruginosa \= & BBYHENHHICH B RIS,
Fz DER TL, P.aeruginosa hr#EE L 9B TO
HHERDTI8% (7/9) Th-72Z L3RRI XELT
D9, —FH, BYEIERE ERIC L S THOREK
H55.6 % (5/9) LK<, ZHMBITLRERTH B
P, BUHEEASHG TOBREOBL 2 EHEIELN
LERETH-T,

FRHEIZDOWTIZ 59 B % SHETR & L oo, £
LEWER D RBR B h » 12, BEREEDRE %
78 (11.9%) c@BHizh, InbiznwIFndBET
HN, BERIMBELZLLOTIZ L, 72, €KL
NHEENTWBELNDTHHT2, LIzH->T, 1H2
g F TR THNUL, KLIIHRETELEMTHS
rEZLND, LL, Bl - B S VIIHBFD
WEOL SN, BBcmPBES LTS L) LikEH
EIIRITEXETHA ),

IPM/CS n#5&IcH>\wTit, 1H2 gB5DHE
FH1H]1 g/GOBEY LR->TEY, Lrd, B
FEFRDH Y LT PEEFENEFICBVW TLREMES LA
HRADLNIZ EEEET L L, IPM/CS nix A&
LENTIZWAY, 1H2 g5rH#dH LN S, Bk
DEEFTCIGTE L o KT LTHORERRNCH B
BITEHEROICR LI LD TE DL, TDOBKIIFIRE*
FKE T ARFBRABORGESED - b, BEFICHT S
LDOTHBHH, IPM/CSH 1 B#H5EAH1S5, 2 g &
Y Bkt FRERO ERBEEsEH STV 5,
B, Zn2gklH2EETEAFEET B
22T, 4E4SEDEFI LT 2B TH- 72
LT BEIENTEL 7205 1 H24%E
DA EhEH 88.0 % (22/25) LR TE BB TH -2
ZrEEZNE, HLTAREL4FEICTHLERER
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LWt b,

L1, A omit s &, IPM/CS (2 DMK
PENT I B 12 0 L TR 4 R L T Y,
B LRI B VIZE KL OB b LT
FOMNIWIGTE B UL LIV HHE 7. 505 %
ORGERIZINI gl L2g 2T b LhH#D,
Ha, Lal, THhomEs LT, IPM/CSDER
IETNMIN (' BOUN SR/ S NG TRNM A t5:d: 12} |
IS MR P NETHY, FOBEC EEE BT
tr&sov,
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CLINICAL EVALUATION OF IMIPENEM/CILASTATIN SODIUM
IN RESPIRATORY TRACT INFECTIONS

SIIINSUI\'I‘ TAMURI\ and KI\ZUY/\ III()ASI{[N()
The Third Department of Internal Medicine, Hyogo College of Medicine,
1 -1 Mukogawacho, Nishinomiya 663, Japan

Nosuvuki Aniara and Yosuiraka Kawa
Department of Internal Medicine, Takarazuka City Hospital

Yosumaru Ivon and Kouicni Sexi
Department of Internal Medicine, Kawanishi Municipal Hospital

Simicnr Kiso and Hayme Tako
Department of Internal Medicine, Itami Municipal Hospital

N aovosui Kojro and Masami Ito
Department of Internal Medicine, Kinki Central Hospital

Shiceo Nomura
Department of Internal Medicine, Hyogo Prefectural Amagasaki Hospital

Key Umevama and Takaniko Yosuimoro
Department of Internal Medicine, Nishinomiya Municipal Central Hospital

T akasur Sonopa and Normrro Iwao
Department of Internal Medicine, Ashiya Municipal Hospital

Sixty patients with bacterial respiratory tract infections were treated with imipenem/cilastatin
sodium (IPM/CS, TIENAM®), and the efficacy and sefety of the drug were evaluated. Total daily
doses of 1 — 2 g of IPM/CS were administered twice a day by intravenous drip infusion for periods
of 2 — 29 days and the following results were obtained :

1. The efficacy rate in 51 patients in whom efficacy was evaluable was 80.4 %.

2. The efficacy rate in patients given 2 g daily was 85.2 %, higher than in patients given 1 g daily
(73.9 %). The same tendency was observed when patients were classified by the severity of infection.

3. The efficacy rate in patients with underlying diseases was 74.3 %, lower than in patients
without underlying diseases (93.8 %). The efficacy was comparatively low in patients with malignant
tumors.

4. The efficacy rate was not influenced by the presence or absence of prior treatment with other
antibiotics. There was no difference in efficacy rate between patients treated with a single prior
antibiotic and those previously treated with two or more antibiotics.

5. The eradication rate in 22 patients from whom causative organisms were isolated was 90.9 %.
The eradication rate in patients infected by a single organism was slightly higher than that in patients
infected by mixed organisms.
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6. OF 59 patients in whom safety was evaluable, no side effects were observed. Abnormal
laboratory findings were noted in 7 patients (11.9 %), but these were mild and not clinically signifi-
cant.

From these results, we consider IPM/CS i elfective and sate antibiotic for the treatment of
various hacterial respiratory tract infections and a daily dose of 2 g rather than 1 g is recommended.




