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iR g 53+ % Imipenem/Cilastatin sodium (MK-0787/MK-0791) o f{# /8 &

H-FREZ- K@Mk K BT BERESE
HF R RERP R

& H

bhbhiz4El, imipenem/cilastatin sodium (MK-0787/MK-0791) % 10 & DI fER %
R Lco IRBDOWIRITEMEMZ% 3 B, FHLIRE 3 6, SR RER O RYIERF 3 6, O8N
NASEZ RO BRIOITH olco EREBXSFICROh, ERK, K[IEZLEE, MIE £
EuESEEMER SEIWS CBEAMKESRR BERLETHY, EEOBEREES
Bl, RERE3G, BEEL1GIT, WMUTEBKEDD L HBEI &K E It

MK-0787/MK-0791 0523 500 mg/500 mg #EBOEFEEC I H 1 H2~3@&E L, Bl
ERHE - IS RMMLIRBEEGIZ 4 BT, TOB 120mg 1 H 2@%BtH L1z, EAKERMIL 3~21 H
T, ¥ 12 HTHh T,

HRAEZBKIER L N XREE, AMERE, KRikfE, CRP Rl OREMREOHEVIGE L
L, TREDCHMT, REHRA ML [ER B [ea%] EW) MHERE] © 5Bk
& LT,

BED 16, BL4060, OB 10, & 16, HETEIHATH 70, EHRIURR
BHO2EFAICTh b TEM BRI RBES SR LB, HEREDOIFIh2FiEr v o &
CXBMAEIE, 160k TOB LDfBEAT, Lich->THEBULXT G5 F, BHXR 71% T
Ho120 TOB R GEA LI 1 BIRRE XA EIT I » TRIE LICRIBEMKIMAE T, Wi %R B ¥
B LI-EEEGTH b, TIPC, DKB, CFS /X DA EHikxRL, TOB Xk DfiH TR
BHRL, AEOHADOSKROBER ST 2ERE LIHE, BRHBEALBbhi,

EIfERI 10 fI&flicEDd bh, RERBE T GOT,GPT oBRE FAM 2 filic, GOT,GPT,

LDH o ZE ERN1fIic, ¥ -HFBEROBEHS 1 FIcRbhic,

# LB % X h i imipenem/cilastatin sodium
(MK-0787/MK-0791) i, 75 A, 75 2R#%
Hiesn LB BWHEE® SR L, % 7 B-lactamase
EHLTRENSMERE . ET S 7 1% A RH4E
HWE MK-0787 L #0453 % dehydropepti-
dase-I DRRMMAER MK-0791 0 1:1 0RAKIC
H%, TORAKR YL H MK-0787 o fRch A IR Ry e
b, INHPERC I VB LR BESY LER
DTERB LIRS,

bhbhix, KEC>WTERIRE Y oD T,
TOREEUTHE T 5,

I. MR&LUVFH

L 3%

MEEZ XM 58 £ 12 Ah 5 59 £8 A F T, 4
FHCABE L 72 35~77 OB 6 0, &k 4 GIT, T
FIRIL 62 Th - Teo MRGEDHFIZ A2 3 6
LR 3 61, KB ERI~ D IGRERIEGE R 3 0, O
EMEARTEZROBR GITH » 7o EPEHEBI 8 I
KROh, BRE, SELLEE WRE SEMSE

MR, JEZWE CERAMSES L BELK
EThoteo REXEEENCHTZ L, BEE6SH, +
FIE3G, BELAT, BLT, EBEBEOHDHIEE
B RETE ol TUAF—BRERE LT FlIKEE
XWHENRD LD, BHT7 L AF—FILOicid
Bhtcﬁl o] ‘f;o

2. BEHE

MK-0787/MK-0791 o575 & it £ i 500 mg/500
mg ZHAEEREK 100ml EMEL, £ 30~60 ST
BEEA Lo #E5EIX 500 mg/500 mg % FKiiE U
T1H2~3EE L, KM% REMmCIEEEF
X1H4ET, X¥bic TOB120mg 1H 2@E%HHE L
oo BEXFHELABRI3IELUE, 14 BUATH-
o, KB, 3~21 A, FH12 H, HE5LE 3.0/3.0
~41.5/41.5g, ¥ 16.2/16.2g THhotoo 7ok, &
FBELSTEARIGT A LGRS TH » 720

BHE S L UMBELOHE IR EIO W TE o0
10°cells/ml 3 X UF 108cells/ml DE D MIC * JIE L 720

®#EEB P, GOT, GPT, Al-P, S-Bilirubin, BUN,



CHEMOTHERAPY

400 NOV. 1985
Tablel Therapeutic effect of MK-0787/MK-0791 on respiratory tract infections
P . . A
Bod . . Organism isolated Clinical finding
Case | Age we? }}it Diagnosis Severity Dosage Before of chest X-ray photo Clinical | Side
No. | Sex (kg.) (Underlying disease) Y |(gxdays) effect | effect
g After Before After
Acute pneumonia .
1 |71 ¢ due to Candida . C.albicans Not
54.5 . . Severe 1.5X3 -
KN.| M (Dlabetes melhtus) ! evaluable
Angina pectoris Y.LO
1.25 1.28
| E—
S.sanguis 11
2 | 68 Pulmonary suppuration | S.avium
Ns | F 32 (Bronchiectasis ) Severe 1.5X12 ! Good -
~ Old pulmonary t.bc. S.epidermidis
S.faecium 2.2 2 14
. S.sanguis 1
Pulmonary mixed
3 | 53 infecti Y.LO. Not
infection
52 ) Severe | 1.0X13 ! ) -
TH.| M ?;Ie tho Cantdzdabu(n?)) S.sanguis 11 evaluable
mphysematous bulla
Y.LO. 3.7 3.21
Streptococcits sp.
S.sanguis 11 \
4 66 Acute pneumonia S.salivarius / )
te| 1.5X12 Excellent | Eos
10| F 56 (Bronchial asthma) Moderate 5 I xcellent |Eosino t
S.faecium
YLO. 3.12 3.24
K.pneumoniace >G5 >S) (2
5 | 77 Exacerbation S.epidermidis :‘ (
vul 7 45 |of DPB Severe 1.5X14 | S.sanguis 11 1 i Good —
o (DPB) ! & B 2
Not done 53 5 92
Pulmonary suppuration Streptococcus sp. R
6 — Pulmonary emphy) S sanauis 11 GOT?
BS vai 39 sema with Severe 1.0%8 . l" Poor GPT?
~ emphysematous Not done LDHt
cyst 6.20 6.29
7 63 Sepsis 2. 0:_( . P.aeruginosa .
49 | Pulmonary suppuration |Severe 1 Excellent| —
SM M (Cholangitis) TOB | (-)
olangitis 240mg X 21
7.16 8.9
Streptococcus sp. NE
l
8 35 . . . 5 _
FF| F 47 | Acute pneumonia Mild 1.0X7 S. sanguis 11 Good
o !
Not done 8.8 8.16 _
> R
9 56 S.sanguis 11 GOT 1
NaRY 59 | Pulmonary suppuration | Moderate| 1.0X14 ) Good GPT |
o Not done
8.8 8.27 I
10 | 58 Pulmonary suppuration . GOT 1
60 q 5% Not done Fair
RS.| M (Multiple bulla) | oderate| 1.5%14 | Not don @ ﬁ a E airlgprt
8.17 8.31 I

DPB : Diffuse panbronchiolitis
* 3 Clinical effect was evaluated from combined chemotherapy.
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S-Creatinine |3 autoanalyser téchnicon SMA'12/60 % -

A ‘Tiﬁ“% L7
3. ZRHE

HREHEIER, HR, COEY EPF IOFHER

HEOSEME L, BEXSEEOUE THROREEZE
L, BEER EBRRERSS IVEIFROBERY
DREHIRHN SHTE Uiz, 10 Fld 1 Blidfh o Hi4EH
BEBAL, 2HOBAMRL LTHE LIS

I & & X

Table 1 128 4« DIEFICDOWT, XFIEBRIH DOEE
o (1GoAaMmd) OMER BWRXKRTHE BRIR
+ XOBIER OB BV TR o

FEFI 1, 5561 3 1% Candida 1T X % IfiRGWE T, &KL
&% T, SFC T X hRRIHEL, FHETEATSH 50

FEOU 2 X BRIBPERRS A% & S IRIREE O KRB A
U7-EEMLIRER T, PIPC, ST &%, MINO 2
T, AFERC I YT XETR, BREROHEY
LbRich, EEMNPLRFE I DERE Lico

fERl 4 REEZME, FBEEnETYPhTEBR LT
WIeBET, Gl BERAL, o X #8 TH LR
FBEORVEELRD, AFOFHT, SECTHE
L, BIEREREDERILDIBETH 1T &b HER
& LT,

FERIS XU BHAMSEILONT, LETSEHC AR
LIcBRED B b, T OHRAKEBE LTV ok, HFRERE
AL, BELH O hEVWRBTAR L. KFD
ERTHEAL, BEERbH;EL, 20800 OEMBRED
fi D SIERT R EFCIEFHL Lico 7o, BHRXKREEEL
DYLRIEE DLW I LD e D TER L Lo

EFI6, FEF 10 1 Fh b AR B ZER S -
1-FIT, BCHEIMRES AP LT, FEIFEAT
VR LI X EOBEMNE LA ER SRtk 5T,
BETHRELORETNROBENR LN IDOT, °XF
& Lico

fEGI 81X, REIZEA LIcEE TH—OBREMNT, &
HEINRERE L HEE S h, FFIOHERT, o4ty
BIZHB LT, BRPHSER LI DB RIX L s
o

FEBI 9 X EBERE OV ILIES T, KFOEAT
M XARAT R, KIERT RILEEE Lichd, ZROBE/M
RRBIEL 7o X 5 KBb it O THERIE Lis ML
MK-0787/MK-0791 B¥h{E 8 7l 9 IO BKILER) 1 61
Bh4 6, ©BE LA, ExH16, FERE2NTH
b, Lichi-T, BHUER7 fih 55T, BHRT71Y
THoT0

#AH & fhFl (TOB) LoBtA% 1 IEm Lo FER

" Table2 | MIC of MK-0787/MK-0791 against isolated

. organisms | - .
: Lo ’ (1g/ml)
_ Case No. . Organism 108 108

1 C.albicajns

S.sanguis - . . 0.39 6.25

S.avium - L 1.56 1.56
3 S.sanguis -~ 0.39 1.56

Y.LO. !

55tre[)tocbccus sp. 0.025 100
4 S.sangus 1 _0.013 0.025

S.salivarins = . <0.013 <0.013

S.epidermidis 0.013 0.013
5 S.sanguis 11 0.05 0.05

K.pneumoniae 0.2 . 0.39
6 Streptococcus: sp. 0.013 | 0.05

S.sanguis 11 <0.013 0.05
7 P.ae:'z(gg'lzosa 1.56 1.56
8 | Streptococcus sp. 0.013 | 0.013

S.sanguis 11 0.39 0.78
10 Not tested

7C, BECBARECFMADY, 0K, LURUE
BTREREIL, SEXThRERE L -T, RIBEK
IfE & it & RUEBE* R Lic, Fig. 1 WRRER%
WLTCo MBERERER 7 » 14— A3 -THRT
P, aeruginosa p\H Xh, DKB ofFERTHRIROET
Y—EElb B o EANT RN, BORMKLMEEEH
HBEL, ILRBERY PR LI, MK-0787/MK-0791
500 mg/500mg 1 H 4 @iz, FRAED TESRLLD,
TOB 120 mg 1 B 2 EME §HA Lo WRIZBIARE
%%Ef:o

BIfERIX 10 BIEBICERD Bivish o1,

HERT, M (1 PRm) » 5%« DMELIYER
FEXhicht (Table2), 108cells/m! TERF 2 D S.sang-
uis T LER 4 O Streptococcus sp. DEF X T4
MIC 7%, FhZh 6.25 100 TH - f=List£&T 1.56
LT Thotco BEFOMBEROMRBLTL 51
DB THRES OMBERARNEHL I T, WEFOHRE
THTH -T2

AF|OREB~OHEL, Tabled RTTel, &
FHRMBRRICOWTEE, FEFERE, EH2 THOIC
FRMERY, Hb, Ht HORIMROhi, EA6, ER
10 THEG e S, FOEEH - fent, HEH3D
T L MMT B Rohic, ER 4 s\ TR
RENRORI, MK BCREERDD-IENTT
13, AFERHE, GOT, GTP, Al-P, vy r ¥ v{EOH



Table3 Laboratory findings before and after treatment with MK-0787,/MK-0791
~ : . . GOT | GPT | LDH | AI-P |S-Bilira S-Creati-
Case| RBC | Hb | Ht | Platelet | WBC [Eosino, BSRILE CRP ¢ty np)| (mU/mi) [ (mUm)|(mU )| bin | BUN nine
No. |(x104)| (g/dD) | (%) | (X10") | (%6) | (mm 1(10~50)*|(10<40) | (100~2303* ' 38~ 85)*| (mg/d1} | ™8 )| (g /dr)
B| 413 13.3 | 37.8 20.3 11800 0 30 +5 54 76 211 68 0.9 33 2.5
! Al 399 | 12.7 | 36.4 24.1 9800 2 -+5 75 69 396 64 0.8 14 1.5
B| 439 12.5 | 37.2 16.0 4400 0 75 +4 206 50 1393 ° 98 0.2 17 1.0
2 Al 375 | 10.6 | 32.1 45.6 6300 1 135 +5 40 30 229 94 0.3 12 0.6
B| 422 12.8 | 36.7 24.0 5300 1 77 +2 34 32 190 68 0.4 14 1.0
3 A| 459 | 13.5 | 40.1 19.4 4100 0 40 +4 27 23 155 53 0.9 18 0.8
B| 443 | 13.1 | 39.7 4.1 14700 0 125 +5 53 74 269 118 1.0 28 1.2
1 Al 408 | 12.0 | 36.0 46.1 3600 9 90 +1 65 60 245 82 0.4 21 0.8
B 415 11.7 | 36.3 29.9 20800 0 118 +5 54 47 230 120 0.6 24 0.9
5 Al 407 | 12.0 | 36.1 27.8 5800 4 48 + 23 23 159 97 0.3 17 0.7
B| 384 12.6 | 38.4 22.3 9300 0 95 +4 47 68 172 90 0.6 22 0.9
6 Al 31 11.1 | 32.9 14.3 17100 0 50 +6 140 217 346 67 0.3 23 1.0
Bl 334 11.3 | 32.7 36.5 25200 0 130 +3 435 505 ‘229 630 4.8 14 0.6
7 Al 336 10.8 | 32.7 13.8 6200 33 - 45 42 158 139 1.8 14 0.8
s B| 412 12.1 | 36.9 14.4 4900 2 10 +2 24 12 184 56 0.4 14 1.0
Al 411 12.3 | 36.3 20.1 4200 2 9 - 18 12 166 44 0.6 21 0.8
9 Bl 449 | 15.8 | 46.3 21.3 13100 0 48 - 33 51 225 |° 65 0.3 17 1.2
Al 442 | 15.2 | 45.3 19.2 8100 0 18 - 53 90 192 57 0.6 23 1.1
1 B| 485 | 16.0 | 47.6 29.8 11700 0 100 +6 31 34 210 103 0.7 17 1.0
Al 434 | '14.1 | 41.1 23.1 6400 0 28 +1 69 90 182 69 0.5 18 0.9

B Before, A . After, 3% : Normal range
LhicHENR SR, HEAN GOT EEDER 2 T,
EREEOEILER Lico M9, EH 10 T3, K
AR, GOT, GPT REED LB Y Riz, ¥ KiEM
6 TiX, GOT, GPT % X0 LDH 0% ED LA* R
%o BUN, 7 v75=vigBjLTi3, {FAMK T, RE
fEiZ & A EBLE R E Ieh » 1o

DEDZ &b ERIC X » T A#liZ GOT, GPT %
BELNOERAXRBBEACHD X 5 S 2T 1o

1. # ®

FRRHEALL 10 GIOWREHHT5 &, EBESR
DHBHHIL, 10 Fis 8 G, BRI, EAE 6 G, PHE
3O, BEE1GIE BRI ENEREGITH b, FHEBIT
B2 RMERBTHDE L, HRMERT ¥ EH
EXRE LI L2 M B, L Lishtd 3 BIOFHER
EORBR 7 Glh 5 I ESIA ETH -2 243, 1
BB DI DTRERBIR S LTV 2 TeuAs, Dl &
S EEMBRIE NEA CHEATEE? 55 L Bb
i,

RBE X 2 MlUE D& OF L SRRSO, &
Hle TOB %L, Zuhaigrent, AxFIET7 /7 7V
IV FRUEWE & ORI Synergistic effect %30 %
EVORUD O by, S, EOE TR, MK-0787/

MK-0791 3 X7 3 / 7V 2 ¥ ¥ RyUEWED BZH
LI5RL, MHEDHIAIC LB potentiatic effect DHE
R TAILELD B,
X [N
1D 5320 A AL¥EREFE LA RTHEE, HEY
vHE Ty A1, MK-0787/MK-0791, [, 1984
2) DIEZ ENCISO, M.; M. L. MATEOS LINDEMANN &
A.GUTIERREZ ALTES : In vitro evaluation of
N-formimidoyl Thienamycin (MK-0787)
Combined with Amikacin against Gram-
Negative Bacilli and Staphylococcus aureus.
Antimicrobial Agents
22 :1064~1066, 1982
3) WATANAKUNAKORN, C. ; J. C. TISONE:Synergism
between N-formimidoyl Thienamycin and
Gentamicin or Tobramycin against Enterococ-
ci. Antimicrobial Agents and Chemotherapy
22 :1082~1083, 1982
4) GOMBERT, M.E.; L. B. BERKOWITZ & M.C. CUM-
MINGS : Synergistic effect of N-formimidoyl
Thienamycin with Gentamicin and Amikacin
against Streptococcus faecalis. Antimicrobial
Agents and Chemotherapy 23 : 245~247, 1983

and Chemotherapy
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CLINICAL EXPERIENCE WITH IMIPENEM/CILASTATIN SODIUM
IN THE TREATMENT OF PULMONARY INFECTIONS

Tsukasa Yosuipa, Masayukr Yosuizawa, Kazuo MizukosH,
Masaaxkr Itazawa .and Hipeo Kosokase

Department of Respiratory Disease, Iwate Prefectural Central Hospital

Imipenem/Cilastatin sodium (MK-0787/MK-0791) therapy was performed in 10 cases of pulmonary
infections including 3 cases with acute pneumonia, 3 cases with pulmonary suppuration, 3 cases with
infectious emphysematous bulla, and one with relapse into diffuse panbronchiolitis. 8 cases- had
underlying disease such as diabetes mellitus, bronchial asthma, diffuse panbronchiolitis, and cholan-
gitis. Degree of severity, in 6 cases was severe, in 3 cases, moderate and in one ¢ase, mild.

MK-0787/MK-0791 was administered at a dose of 500 mg/500 mg x 2~3/day for 3 to 21 days (average
12 days) except in one case of multiple pulmonary suppuration with septicemia in which 500 mg/500
mg x 4/day combined with TOB 120 mgx2/day was administered.

The overall clinical efficacy of each case was rated on a five-step scale (excellent, good, fair, poor
and unevaluable), according primarily to the degree of improvement in chest X-ray photographs
and bacteriological effect from sputum and also by reference to other laboratory findings and subjective
symptoms including adverse reactions. . '

Clinical response was excellent:in 1 case, good in 4 cases, fair in one case, poor in one case and
unevaluable in 3 cases. The cases evaluated fair and poor were emphysematous bulla and pulmonary

- mfectlon Two cases of the unevaluable cases were pneumonia due to Candida and 1 casé was com-
bmed Wlth TOB. Therefore the clinical effectiveness rate was 71%. The case combmed with TOB was

~of severemu}txple pulmonary- suppuration with septicemia due to Pseudomonas aerugmosa Tt opposed :
prechemotherapy by TIPC, DKB, CFS etc, but dramatically improved with combined MK-0787/MK- * -

0791 and TOB. It was an interesting case of combined treatment.

No adverse reaction was observed. Abnormal laboratory findings were noted in 2 cases with slight
elevation of GOT, GPT in one case with moderate elevation of GOT, GPT, LDH and in one case
with minor eosinophilia.



