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fth#) & %H B I X $ % imipenem/cilastatin sodium D EREEEYRRET

O HE-RER Y BPITACBE &
BR RIX- bHE—MR - 5K &KW 57 &1
E# oz

WKL FEE R

(FRLTH 11 H 2 B4 - FRTE 12 A 12 BRHE)

ERLEREBLET 28 EICREL P HE - BEiFMARREE T, MhAIEHE 28 Flic 5t
¥ % imipenem/cilastatin sodium (IPM/CS) DBERERXIE % RETL 72, BIFEHAWNRIL, Bem
ESHBELUENRENSH, Mtidk 126, MRk+MBE% 3H], KRR %+ w2 4,
FBRERBRRE 1B TH- 72, BE5EER, IPMELT1IME0.25g~1g4%1H1~3M0, 38
5 40 BHSERREL 72, 16 BIATELE L & 728 minocycline % H:(+< fosfomycin, 7 3 /&
WK R GER L 7o, fBRIESIBLIC N3 5 IPM/CS DBERBIFEIZ, BX57.1%, RRE%
14.3%, #%h17.9%, FFETEE10.7% TH -7z, EREEHHBAL 72 13 EFNC ST 5 HEE
HykhRiz, HIHK 6B, B 26, TR 2H, TEIFTH 72, HEIEHD MRSA &
LfE 7BNICXL Tid, BRHSBITH N, HiEEE 28IIc@BH . BIEBIRBD b - 12ht, 8
En GOT, GPT & 2%, GOT, GPT, BUN L& #* 1f, iF&eskin% 16ici2H 7,

BEEYD, IPM/CS iR ESFIC BV TLLLIZHEAL ) 2FRRNH KA TH D &

Ebns,

Key words | IPM/CS, fi&|#&%h%l, Compromised host, MRSA

Imipenem (IPM) (3 %4174 8 thienamycin & ¥4k T
»", % dehydropeptidase—1 OB EH| TH 5 cilastatin
sodium (CS) & NEAH & L THARBE N A N/XNE L
FOEHEREWRE TH 5, IPM/CS 12, 77 LEBMESB
SUBRBE #2077 L2200, RAttEz TR
BH4BETHHAEWMETH 2720, FEHEHRZESE (mo-
notherapy) Td % DHEBRPERI AL EZ LN
510, zhwziz, BAETHOELERKLE, MmL T
WHEMERYE, MIEANRZ P TAL)EZ THEIMK
7 LEIERBICERAL THERTIME L EITHL T
LEBEI R EIN TV 3,

XIT, AEH <3, kRS - B MR R
EFICHL T, AR EHEE L, FORKEEREZREL
ROTHET B,

I. R & HE

BBH62 F9 AL ) FRAEREEZARE L UH
FHBLY F— (26)) I ABL 2 SEL Lo &HE
B RRYAE 28 Bl & X & L 72, FHIEMIT 63.6 5%
(17/%~90%) THY, HI Tk, BHE2H, kK
6BITh-7, REOWRIZ, BMIES L F£DEEW

10 B, Afige 12 B, Bfige & MR 5 &6 3 B, FrRHER
MR+ Y 2 B, FRBRRE 1B THY), TXT
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% BlReLrolBEB L EREELAL TV
72, BEREICL A TIE, B 136, HHEISH
THY, EEGIH6.4%% SHlz, 72, TXTH
BEIZ, MEHORNKSE2ZITTEY), BBEERT
i3, Bl 7 08 (1), B2+ 7 = 25
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(1), minocycline (MINO) (1) T&Y, GEBIT
i3, -7 7 % LEI+T 1/ ECHER (AGs) (1), 8
-7 7 % LE+AGsHEE (2), -7 7 7 LAIEE
(3), -7 7 % 4 #l+fosfomycin (FOM), clinda-
mycin (CLDM) #wW§* s> (4), amikacin (AMK)
+ofloxacin (OFLX) (1) Th-7,
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385 CHEMOTHERAPY APR,‘QQO
Table 2 1. Laboratory findings before and after administration of imipenem/cilastatin sodium
Case RBC Hb Plts WBC os CRP ESR | GOT | GPT | Al P | BUN | Creat
no. (X10%mm% | (g/dD) | (x10Ymm)] (/mm*) | (%) | (mg/dl)| (mm/h)| (IU) (1IU) | (K-AU) | (mg/dl) | (mg/dl)
B 241 7.2 7.6 1,300 0 20.5 128 28 44 542 26.3| 0.6
! A 262 8.1 12.2 2,000 1 18.4 114 26 23 592 19.9 | 0.6
5 B 346 10.7 8.2 6,200 2 3.3 43 24 29 262 25.1 1.5
A 365 11 14.5 5,300 2 0.3 55 39 20 268 24.0 1.5
, B 3% [ 117 | 281 | 10.400 6 | 6.7 13 19 15 | 201 78] 15
A 3N 10.9 19.6 | 10,700 6 4.5 33 27 17 227 11.6 0.5
4 B 363 10.4 42 8,300 1 5.6 106 18 15 274 14.4 0.8
A 410 11.6 |D39.2 9,800 (D 1 12.2 (D105 (D 23 |D 14 |D 242 |D20.6 |D 0.8
B 556 14.8 45.9 7.900 1 4.4 31 152 157 139 19.6 1.0
> A 508 13.7 37.4 | 12,200 4 5.2 18 B '31 44 192 13.9 0.9
B 310 9.7 29 4,000 10 5.1 69 95 54 667 21.1 1.1
6 A 300 9.3 32.8 5,900 13 17.3 72 31 9 393 17.3 | 0.9
7 B 364 10.7 39.7 | 10,300 5 1.7 .33 67 69 388 25.1 0.6
A 409 11.7 31.5 7.000 3 0.4 15 45 38 377 14.1 0.6
8 B 328 9.7 22.3 | 13,000 0 24 64 47 18 715 48.3 1.5
A 260 7.4 14.3 8,400 0 20.5 118 20 9 223 61.6 1.6
9 B 236 6.7 2.9 1,100 0 13.5 - 60 75 256 10.8 0.4
A 147 4.0 3.6 1,400 0 9 - 19 43 293 - -
10 B 311 9.7 6.7 | 11,700 0 15.1 66 34 48 258 141.9 7.3
A 305 9.8 18.0 9,600 0 11.0 82 20 6 357 53.6 5.7
n B 311 8.8 41.2 5,900 2 4.9 80 12 6 164 14 .4 0.8
A 311 9.0 38.7 7,300 0 3.6 55 14 5 161 14.9 0.8
12 B 250 8.0 33.1 | 10,000 6 4.2 107 51 26 224 9.7 1.0
A 259 8.1 13.3 | 11,200 0 15.7 86 98 49 325 31.3 1.0
13 B 454 14 51.8 | 12,500 3 6.5 20 46 9 689 12.5 0.7
A 419 13 37.4 4,800 17 0.3 26 21 27 291 10.6 0.8
14 B 542 15.1 22.4 | 15,800 0 21.6 42 16 9 126 23.2 0.9
D 561 16.3 28.3 | 15,900 - - 38 128 180 - 19.6 0.8

B : before treatment D : during treatment

-7z, 16 EEBIHY, BB & UEEERESE, Methi-
cillin—resistant Staphylococcus aureus (MRSA) &
RAF T D12 HGFEBELTEITE L2, BEEBITIR
IPM/CS & MINO % #.00i2, FOM, AGs % ¥ »# 5
anz,

HIEE, FRARHR, HEXHIER, BERRITBE
HEICET T » 72, BEEEFEIIZ, EE, %
fE, BHED 3B TIT4 » 72, BRIRFHRIZ, IPM/CS
Brkh, GtHEKRGRICEYN BH SXEFEH, &
%, FHETRED 5 EXBECRHEI L, MEFHIRHRIZ, &
Wk, B, TE, BN, THDS5 R TFREL
72,

I

1) BERAREHR

ZHER DGRBS % Table 1 12/RL 72, I EESh
7 28 FEFNIC *t 3 5 IPM/CS DEERZNFRIZ, F2h 16

A ' after treatment

Bl (57.1%), =Kz 46 (14.3%), BH5A
(17.9%), FEAEE3IH (10.7%) Tho1z.

ERIIEELY A2 L, MBS APEDHIA, ©
LEZH G, EH1GITH ), Bk s ARAD
18, RH% 15, &2 @, FEMAE1ATH
7zo Bfige 12 BNCKEL Tit, BHRHOB (75%), *XF
16, &%h16), FEIELIFTHY), HRHRE
#KIBUKL TUE, RRHRN1H, Exh1H, FET
BEL1BITH - 72, RERMRIEM % + Rifko) 2 FUiL, X
A TH - 72, [LREBERREE 1 Flcttl THF
hTHo-1z,

BEENICARES A5 L, EEMERRE 13A
B, Hxh4 B (30.8%), AR 3H, HEHh I
FERAEIFITH N, hEEAOEREE, 15T
B 1261 (80%), A%h 16, Exh2HTH)
o SEAE OOl B R B Tl B B R ER AR b LT
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Table 2-2. Laboratory findings before and after administration of imipenem/cilastatin sodium
Case RBC Hb Plts WBC Eos CRP ESR GOT | GPT Al-P | BUN | Creat
no. (X10/mm’} | (g/dD) |(x10Ymm*)| (/mm?®) | (%) | (mg/dl)| (mm/h)| (IU) (IU) [ (K-AU)| (mg/dl) | (mg/d!)
15 B 342 11.5 20.1 8.600 3 4.2 25 25 16 183 16.0 1.0
A 295 10.4 15.6 5,700 0 1.6 15 18 13 180 16.6 1.3
% B 285 7.6 20.5 | 10,600 0 25.1 67 14 12 287 10.8 0.3
A 305 8.2 35.2 5,700 1 3.1 48 58 29 - 17.8 0.6
B 368 11.0 51.7 8,700 1 8.3 64 85 63 241 13.3 0.6
17 A 360 11.0 40.0 8,400 1 1.1 52 43 66 280 10.5 0.6
B 318 8.4 29.2 | 18,300 0 29.5 96 61 13 516 18.8 0.8
18 A | 2,600 7.0 31.7 | 21,600 0 26.7 31 (D 13 |D 8 [D500 (DP34.1 |D0.9
19 B 306 8.6 32.8 | 11,100 3 2.2 47 20 15 164 14.2 0.9
A 301 8.5 36.5 9,200 2 0.3 47 29 16 148 13.4 0.8
B 300 8.2 13.1 | 26.500 0 25.1 25 23 12 172 19.3 0.6
2 A 314 8.5 29.3 | 39,100 0 24.2 21 17 7 280 19.0 0.4
2 B 436 14.8 16.5 | 11,100 0 5.5 50 52 179 230 22.8 1.0
A 433 14.4 21.6 | 11,400 0 1.7 - 42 175 230 17.7 0.7
B 411 13.3 28.8 8,500 3 13.2 120 34 36 178 18.8 1.1
2 A 445 14.0 28.5 | 21,800 0 0.37 19 18 53 191 24.5 0.9
B 368 | 12.9 21.8 6.900 0 19.7 26 61 54 185 17.9 0.9
2 A 456 13.1 48.6 | 12,700 1 1.9 16 16 25 262 15.3 0.6
% B 307 9.1 43.4 | 10,400 2 31.4 17 27 19 105 20.6 0.8
A 348 11.1 38.1 | 10,000 7 6.2 38 22 12 128 17.9 0.5
B 321 9.9 18.1 8.600 0 11.3 - 33 24 113 16.6 0.5
5 A 308 9.4 27.4 | 11,500 0 6.1 - 22 25 285 24.7 0.5
% B 254 8.0 13.1 3,900 0 14.8 46 63 92 - 25.0 0.4
A 329 10.4 25.4 12,900 1 8.5 24 150 163 444 25.4 0.5
B 230 6.5 23.0 | 17,100 0 28.5 146 34 22 756 17.6 0.4
z D 308 8.8 30.8 18,900 1 34.2 128 26 21 675 24.9 0.4
B 395 11.7 28.1 10,400 6 6.7 13 19 15 201 7.8 0.5
2 A 37 10.9 19.6 | 10,700 6 4.5 33 27 17 227 11.6 0.3
B . before treatment D ! during treatment A : after treatment
BREFIBRRMFL 2D L, BREHHBALZI13 2) MEFRIRHR

fEFIH, MRSA BiaRUAE 4 B 2 B1F% (50%),
2PN TH - 72,

MRSA + Staphylococcus epidermidis (S. epidermi-
dis), MRSA + Pseudomonas aeruginosa (P. aerugi-
nosa) + Xanthomonas maltophilia (X. maltophilia)
NREBIE L U MRSA+P. aeruginosa DR E e
BB RAE 3 PUI BRI TH - 72,

Escherichia coli (E. coli) , Acinetobacter, Acineto-
bacter+ Pseudomonas cepacia (P. cepacia) , methi-
cillin-sensitive Staphylococcus aureus (MSSA) »*
RUEEN 4L, T XTHRTH > 7255 P. aeru-
ginosa+ X. maltophilia DR BN RR0ERN, P. cepa-
ciat Candida tropicalis (C. tropicalis) HeHB)i3 E%)
Thot:, BEEABER 1561T, HzH7H] (46.7
%), RRE R 3 B, mxh 2 B, FMAEE 3 Bl TH-7z,

RREAHEAL 2 13 FEFIC BT 5 IPM/CS DE
HERhEIZ, HHE6H), Eid 26, BN 26,
TEIBITH - 72,

RREIICA D &, MRSA BB TREI N 4
FEFNCST L TS, B 160, BT 16, TE26
T&H » 72, MRSA+S. epidermidis, MRSA+P. ae-
ruginosa DR HE BT EIH K, MRSA (+) +X. mal-
tophilia (+) + P. aeruginosa (H#) (I8 DD H*A
&L 72h5, P. aeruginosa (W) + X. maltophilia (+)
BB, P. aeruginosa (#)+ Acinetobacter (+)
CETR L., 72, E coli Acinetobacter ()
MSSA (+) N HmEREHE & Acinetobacter (H-)
+P. cepacia (+) HRREBE N 4EBNL, TNTH
W H A L Iz HS, P. cepaciat C. tropicalis B B
3P ETH- 72,
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3) IPM/CS Bilh - )t B A E: 51 ) Bl K 2 31

IPM/CS B TR G- & 1170 12 fE I OB IK 2 B 12
A8 (66.7%), X{i 16, WHIFTH-
2. — A, IPM/CS & MINO % # .2, AGs,
OFLX, CLDM, FOM 7% & B & 1172 16 fEFI DR
KR T2, 8HAR (50%), *XHR3IF, Y
20, BEMEAEE3BITH - 7o, MIWEAIRIR TIL, W
W 6pi, IPM/CS MM TRE T2 LNt
2BInATH), HRABTIZ4APICKRBEMEIELN
A

4) BWER S & BRI [l R

IPM/CSERIC L 2 Lt BbnaRIERIZALNL
Mo feht, REMBY TIL, GOT, GPT oM E LA
2%, GOT, GPT, BUN » L8 1 #l, tF&sk¥mn%
1 BB 7z (Table 2).

m, * x

T, BRENI®ST H—HT, MAnEBKRELE
TEEMEBERMREMNRBEL LY AT 5 RIMERNIE
T18% (compromised hosts) »*HML TH"H, Zh
5D BEICRIET B BEAE TG MO MR RUE HRIE
L5 Twvwa, IPM/CS i3, ENHEH EBEW
MHZRI P T L2HTBHN SRR LBROHERIT
b, T TR % 1% - EIE M0 REEE S,
compromised hosts (=& L 72 B 1 RRGAE (24 L
T, monotherapy TLENZERERB BRI BME SN T
b\él.l‘)o

4E, HedBEOEBLEREBL AT LBHEIC
RAE L 72 P EEAE - EAE OO RUMFE MR 33 ME T, At
AEHBIC At L TIPM/CS # AL &2 557.1%
(16 B1/28 Bll) DEELSBEB LN, ZHORRKIZ, —
MEERRBRICHIT 2 MMAEHBFICNT 2 HHER
72.2%(489 BI/677 Bl) L ) %> T 552, 4
EIXtRELIZEBEY, EBLUERRBRLET LIRS
T, »OREE c EREOMERPIETH L L2 E 2
%k, IPM/CS 2 fthBIESBIcx L TLOHEBRMEYE
WERHTHL EEZ LN, S EIKEL 72 IPM/CS
EHBISH 2R DE, BLRETH2H BRI
MRSA % P. cepacia %% & 0 IPM/CS DI 11 H 55\
HHEIRRETH> 22 L LIEMCRCL h o 725
ELEZHbNLD, 31, BERRERTF225L, &
WENEC, LREAHEECEENEREEL AT S
BESLKYMBESE, AT TOMENTREL
FFTVWBL I U VWTNIEBLERKBELAL A
BORKRBRETH -7, ELT, ZhHDBEIZAHK
A% 1B S 152 ALURNIC, I3 0EBRER
ISk NEBIFEEL TE D, HilA o RYE G R B &K

12, BEHERETHITEERRRICIKET 285
HANENWT LHTRRRENI,

4, MLIMBENMD - 7: MRSA i28tt 3
IPM/CS D K2R 12, MRSA BiaMiesE 4 i )
BIHFZHTHY, MRSA & S. epidermidis & 5\ i3 P
aeruginosa, X. maltophilia ) KK Y 5E 3 Fic i
WTLEMTH-72. LL, MRSA K@ Ens:
fEFNL, I 26ITHY), ELLHEEBENELH LN
BT E V) IR TH -7, IPM D MRSA izt 3
P 113, MIC, A% 2 ug/ml ~ 50 ug/ml & #%
EN T35, EFIZIPM #4%ED MRSA &ML
Tvwb, MRSA 283 5 IPM 9 MIC (2, #EEMIz
EZhAbL, FomMER EE, pH, EHoHE
HEDRERGFIZE > TLRL > TS B058, 2
i, MRSA n—8& iz, KWiZ% T PBP-2 0%
HHBIN IPMIIcT 5 MICH*ERL T, B
THZELHEINTWBY,

—%, IPM & AGs ® FOM, MINO, —#8n g-5
79 LK EDHEICL D MRSA (243 25 EhicH
EHMREIALNDEVIBRELH L7, IPMA
E&ttE MRSA Ti3, ##RZERRIALNENERD
nas, kLN, IPM/CS O MRSA RELEIZNT A
WIGE, IPMICREEEZTRL, MEDOAFIKEL
e WERE - PEEEE OMREE T, EKBFEENER TH
2B ICBon L 9. 72, IPM/CS & AGs®
FOM D3, in vitro THEREI A LN TV
A%, THOSIZBL TR 5% OBRKEIRETHLEL B
nas,

40, FMBEEHI LU b5 12H, P aeruginosal:
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EFFICACY OF IMIPENEM/CILASTATIN SODIUM
IN TREATMENT OF INFECTIOUS PATIENTS INEFFECTIVELY
TREATED WITH OTHER ANTIBIOTICS

YASUO ONO, ISAO OUYATSU, MASUMI BABA, HAJIME NISHIYA, NORIO NOZUE,

Yuichiro Uepa, Tosuiaki Haca, Atsuko Gun and Orouiko Kunn
Second Department of Internal Medicine, Teikyo University School of Medicine,
2-11-1 Kaga, Itabashi-ku Tokyo 173, Japan

The clinical efficacy and safety of imipenem/cilastatin sodium (IPM/CS) in the treatment of
immunocompromised patients suffering from moderate or severe bacterial infections against
which other antibiotics had been ineffective was investigated. The infectious diseases treated
were . sepsis, 5 cases. suspected sepsis, 5 cases. pneumonia, 12 cases. pleuritis with pneumonia, 3
cases . idiopathic interstitial pneumonia with bacterial infection, 2 cases. and decubitus infection,
1 case.

Doses of IPM/CS ranging from 0.25—1 g were administered one to three times a day by drip
infusion for 3—40 days. Because the infections were severe, 16 patients were treated in
combination with minocycline, fosfomycin, aminoglycoside, etc.

The clinical effect in 16 patients (57.1%) was good, fair (14.3%), poor (17.9%) and un-
evaluable (10.7%)

As for bacteriological effects after the treatment, causative organisms were eradicated in 6
patients, decreased in 2, replaced in 2, and persisted in 3.

No clinical adverse effects were noted. As for laboratory findings, slight elevations of GOT,
GPT were noted in 2 patients, slight elevation of GOT, GPT and BUN in 1, and eosinophilia
in 1.

In conclusion, IPM/CS was a well tolerated and very effective antibiotic even in patients in
whom other antibiotics had been ineffective.



