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NEEYgE et %5 Cefoperazone (T-1551) @
FRARZIR & IR B H A BAT O tRE

HIEEFR - TR BYA - FR)IER - BEIA
BGEBRAFEFHIRELE

10 BIOARHEREEIC L, $L {BA% 312 cephalosporin #| cefoperazone (CPZ, T-1551)
YEAL, BROREORE XTI, 212, FRBARROBLATHEND4HE, BEEXAD1
PlickFIZ®EL, BEBHE~NOBTYRE LI, #5813 1H2g 2H, #IRAIC one shot
CHEH U, BHR5RI32~968 Tho12, ‘

10 HIOBEREEDONFIZ, BMIUEX &b U 1 Rl arat bR A 5 5, BMRETRE, &
VEIRZEL, W THEAG, BEIG, SMMEROE LFITh -1, FEIOERZRIL, BRI 48] (40%),
PERS B (50%), ERL1H (10%) Th-12,

FHHORERTS> 1 4Fvate 14 BFR, B, ENICEWERZBD 12 b Didizb -1, REMR
RDLETR, GOT, GPT O LR H-T, A% OEERORE DB 1HlH -1,

BEER#IC, ERAICEBUT FL— 2k b OBRB~DOAFIOBTERH LI, HERIZE
BRARATE 1B Eic, BEARKTIRE2BHItY -2 2B, CPZ OMER, MHlic
HUBWEDREY, BEERHED 1AYERV12 45105, BEPREKERT /44— 2RL
1o TOL S ILRFLEBEBHE~DOBML, BVIBEEEARE & bit, FHADELVVRHET

OCT. 1980

HBEEALNS,

L V4 A cephalosporin %l cefoperazone (CPZ,
T-1551) 13, /5 ABHER I/ SoBEHTHL
T, BVWHEARZ t Ak b b, &Y bi}, Serratia
marcescens, indole kgt Proteus, Enterobacter 7% & i3t
LTk, %KD cephalosporin REAI X b d EhHE
HheETrsEvwbhs?,

bhbhix, EHRNABFHEOBREEEZ PO, A
OERNSRLAEROBE X TR 2, £k, HERN
B ECH T 2 {LEREOBRSFLLT, bhbh
BREZKETTVWERBRBHE~ORABT2EF LA
EL, BTOMREBLOTHRET 5,

I. MBIV HE

1) EEEREIREY

AEI%EA U IZ10BIOBPEEONIRI, SHE(bHER
R 45, SHE BRI CRMEY S LIz D1
B, HRETHRE 16, SHEBER 15, WFEMLL
B, K15, SYEREXLIHATHS, FEENREDOK
SHREEEO 1 Ly RITBERAYEC Uz bik
BEAD 1R E, SHERAD4FBLUHBET
MED 1LHE, WTh b BBRENR Th -1, MK
Y, RRBELED IHIZ, WIN L ARBEEESNTH -
120

T DRMIT, Re DY U EEERER AL > BRRIB AT &

D 4flic, BRFHBEBNTEAIZERLI

CPZ OHEHIX, 28 % 20% 7 FUEK 20ml 12
L, 2~343f» 1 one shot THELTZ, 1H2MH
WE5E L, B5ARE 8 ~24 HE, #E5KERIL 32~968
TCdh-o1e

PROHER, FXIHREH%EE 3 BLNICE - bR
ROXERAIL 6 D2ER (good), 4 HULEREULR
b DR PPER (fair), FETIIEBEL AL
*4EZ) (poor) & U1,

BfEE oMEiiz, B - RFROE», KBOOR
MmEk3k, ~ErBy, A2 hs Yy b, HMERE, @
Wk, Mm/R3k, GOT, GPT, ALP, BUN, sV 7F=
>, Na, K, Cl iz&%, RAIE UTHSH, &, &icb
1ehBIELI

2) BEEBHi&HRA~D CPZ NBITORE

LREo UHDS 5, BEELHEORBETH ENL
B, BLOBERD v+ — > FHEO 1 HIOE 5 Ak
DWTHREHU T, BRGNS, 2RI TOY v 8
55 (Ro) %485 FHC, FHFHEMIX 460305,
Mgt 800ml Th-1z, 1BIOBIEAIESIL,
HERIL I RORAERL I 2 EHLMEBBERTH
h, FUF—OFHRICEFZER LI

ERBHEORRAEL, FHRTHEMICESRALD
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Table 1 CPZ in surgical infections

Case
Age . CPZ Organism
Sex Infection (Total dose) (Sensitivity ; Disc) Effect Remark
Body wt
1. H.T.| Septicemia 4g /day Enterobacter (CER (—)) Fair Post-gastrectomy
g{?yrs Acute peritonitis 92¢g) Candida albicans Acute renal failure
71kg Combined with GM
9. 1.1.| Acute peritonitis| 4g/day Acinetobacter (CER (—)) Fair Post-gastrectomy
‘lsv%yrs 80g) | S. epidermidis (CER (H#)) Combined with AMK &
73kg CBPC
3. H.K.| Acute peritonitis| 4g/day P. aeruginosa (CER (—)) | Fair Post-gastrectomy
M yrs (84g) Combined with DKB
55 kg
4, C.M.| Acute peritonitis | 4g /day Enterobacter (CER (—)) Poor Post-gastrectomy
?v]iyrs (40g) Citrobacter (CER (—)) Acute renal failure
64kg
5. M. T.| Acute peritonitis| 4g /day Enterococcus (CER (+)) } Fair Cancer of uterine cervix
41l yrs “40g) Bacteroides fragilis (CER(—)) Radiotherapy-ileus
F Colostomy and drainage
6. é}(’):Ir\s Lt-Subphrenic 4g /day " Enterobacter (CER (—)) Good | Post-gastrectomy
M abscess (568)
65 kg
£ 6%';?; Acute dg/day | Enterococcus (CER (HP)) Good | Cholecystectomy
2% « cholecystitis (32g)
g
8. é%.yA. Aspiration 4g /day E. coli (CER (#})) Fair %sop%ageal cancer
s . . racheostomy
M| pneumonia (96g) | Kiebsiella (CER (H0) Combined with CBPC &
53kg P. morganii (CER (—)) AMK
9. 430 .M.| Empyema 4g/day | Propionibacterium (CER (41)) Good | Esophageal cancer
yrs (7128) Bacteroides fragilis (CER(+)) Tracheo-esophageal
M
48 kg Klebsiella (CER (—=)) fistula
10. 5YZ;ZS Acute pleurisy 4g /day | Enterococcus (CER (—)) Good | Post-esophagectomy
M (64g)
66 kg
W T:| rophylaxisy | 4g/day | S. epidermidis (CER (49) Post-gastrectomy
412; K (488) B-hemolytic Streptococcus
g
12, Y.M. . )
2 ,}(5 yl\;.[s (Prophylaxis) 4g /day Not detected Post-gastrectomy
F (36g)
44kg
13. M. K. .
%gylr(s (Prophylaxis) 4¢g /day Enterococcus (CER (+)) Post-gastrectomy
511( (36g) | S. aureus (CER (41))
g
14. T.A. .
62 }f}s (Prophylaxis) 4g/day | S. aureus (CER (#1)] Post-gastrectomy
é\gk (44g) Enterococcus (CER (+))
g
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Fig. 1 Case 10 Y. Y. 52yrs. M. Acute pleurisy
1978

Date 11{27 12{ 4:? 7' ili ? lp 111 1|2 1|3 1‘4 1|5 1.6 117 1|8 1{9 29 ‘2|1 2? 2|5

B.T. 391

(c)

384
) \/\\//\/__\VAVA
- Esophagectomy

Remark - Esophago-gastrostomy

Chemo- CBPC s

therapy '———1GM 80mg/day im CPZ 2gX Z/day iv ,

T L]

RBC 409 398 421
Hb 12.6 11.9 12.9
WBC 12700 10200 7400
Plat. 42.1 82.7 4.7
GOT 43 25 26
GPT 30 20 23
ALl:.> 13.6 11.6 9.2
T-Bil. 0.8 0.5 0.4
BUN 13.1 6.1 7.0 .
S-Cr. 1.1 0.9

12/1 Enterococcis (Drain) CER(—)

Al

Fig. 2 Before Fig. 3 After
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Table 2 Clinical effect of CPZ and
causative organisms

Clinical effect
Organism
Good Fair or Poor

S. epidermidis 1
Enterococcus 2 1
E. coli 1
Klebsiella 1 1
Proteus morganii 1
Enterobacter 1 2
P, aeruginosa 1
Acinetobacter 1
Citrobacter 1
Bacteroides fragilis 1 1
Propionibacterium 1

Candida albicans 1

LRI TIC balloon catheter 7713 salem sump
tube X HEL, FHRTHEL HFHEESICT, HEEH
ICBHR Y BENICRET S 8D TH B, FHKTED
b 2ABHEBICHKRERAIEL, 35107 D—BE R,
REL, CPZ BEB I OEHAMELYAIELT,

CPZ BEODRIEX, L FEEKREMA A, Micrococcus
luteus ATCC 9341 ZHREE &35 cup plate method
lekh, T, EERHFIZ M/15 pH 7.0 © PBS %
BRUI, BEBEIETE (74 TBHAESD) ik
hHEL I,

Io. #% e

1) EEEReYRRST

10 BIDRYuETS & 004 Bl DY TR BID E % Table
LITRU Tz, BRYURE 10 Blicdd% CPZ o Rk, B
4B (40%), ©CER 5 BI(50%), EE 16| (10%)
Tholz, THDOEBRBEEEDS 5, 1HOKMES
B &Y, 5B LI BEEAEA(ES 1~5)
R, RLEHAG, W 1BITH -1, SHIDRAREE,
disc ¥ic & 3 CER BistE% 5 5 &, 5 fildh 4 fliz CER
WD 7 s@HEREEIZE 5 4 O T, D 14k CER
BREED Enterococcus itk 3 6 DTh 12, MILERE
ERBEDI, HRETEED 14 (EM6) &, CER
WD Enterobacter D5RAKBEThH 1205, BHRDBIIE
RMEHEUI, Sz, SHEW|AD 15 GEBI7) 65
Bedotons, K20 zb N 12 183 5

T, B b CER RS2 D Enterococcus b5 5 M 3 h
126

BB RREBEESFIDS b, BEWRICk 25
RO 1BIER 813, KBV ICA, £# & AMKIE
L DB RTIz - t2h3, BREH CER BZHED E. coi,
Klebsiella ThH -T2t b b 5§, +28RI3BL N
T otz, ER9 DAERICE h ABKEXZED b MK
&7 5t fERE, CER Titted Klebsiella 3 X U° CER [
DB YEE  (Propionibacterium, Bacteroides fragilis)
BERETH 120, KE NV > - EEFIERICEY
B Uz, EH 10 0 RERATRORIRKRE B, Kk
Fr—2p 5 CER D Enterococcus H3MEI NIz
2, FEIDERBFIEHEHEINI: (Fig.1, 2,
3

ERERID CPZ DEEREIR% Table 2 ITRUTZ,
BEBNIZ Enterococcus D 2 B, Enterobacter D 14,
X O Klebsiella & BEYEBE D Bacteroides fragilis & Pro-
pionibacterium OBEEINTZ 1B TH T,

BBRIGHT®RICFHIC CPZ 2BEU 4BliTid,
W b EIESE, RIS TRTRBIMEIZREY b hig
otze Thb DEG, PAERTICERRK 31 TRE
R Tie > TH D, BREOBHKEET4HIFR3
Blic, Staphylococcus, Enterococcus, Streptococcus 72 E (D&
5 LABHREDOADDEIEINT,

EfEF T, B - thENIBBESE, 7vvy—-, &
EROMERE, ZO0RDOBIRKSEEZBD D51,

RERAY Table 3 5k vr Fig. 4, 5, 6ICRL
7o RBMTIXFMERE, v +2Y v b, NESDVE
v, BMmMRE, MMREICRELZBD 12 Didsh -
2o MKER TES 13 DIFBRERYS, ZEIEHD 4 % 5
8 BIT LR LT zh3, EHTIZ 310/mms »>5 376/
mm® U ILDATh-> 1, FEEETIS, AFI LR
Fic GOT, GPT, ALP icREMEEZRLUIZED 5 6 Bl

GEBI2, 6, 7, 8, 12, 13) E®ohizds, Lhb
D> LIERI 2, 6 T ALP 3, EH 7, 8 Tit GOT,
GPT M ZhZNnHEFNCT TIKEEEERL TV,
EH 12, 13 13 ESRIOF#EEL EE T, #54 GOT,
GPT o ERMHH, BEEKTHRBETERELIZY, WTh
b BBREMBROTFHNREL TH - 12, FEH 12 13F
#i5Rs 1,000ml DM 32 T3,

BUN, 2V 7F=1%56ak Bttt oEER
BIIBREEOHEE A2 512,

2) [ERBHiKP~D CPZ BT (Table 4, Fig.

7, 8)

BRERIEHED 4 AloRBOBBBHIK R, HTEE
D24KKE (B1H) 30~150ml, 2 HHIZ 7~34
ml, 3HEIKIZ3~16ml Tdh -1, CPZ OME
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i3, #E%ZEL T2.7~39.0 £g/ml Th - 12, FEFI 11
I3 1HD39.0» 553 HD 4.6 #g/ml & EEDIE
TERRLUIZDIINL, EH12, 13, 14 13881 H» 5K
BICHBEDOLRYEY, 205 LD 24(TiE3HEI
30pg/ml HETEEL B, BHEKELEEDHT
Kbanhs CPZ OWkBEEN 1 BHtREY A% &,
B2HBIRY - RRUKEMN 14 X R\ 12 3B TE
1HBIREEE®TRUT,

BRMEOIMELBEERERR (EFI4) TiF, B
HEEIZ2HEIC 150m] LREME* R U1, CPZ
WEIIE1HE 2.7¢g/ml, 52 H 38.0pg/ml, %3
H 64.0 pzg/ml L#MERY 1z, CPZ HiltE T3,
2HEIT 5,700¢g tBREHEE ST,

[ ICREL - BHEKARDESEE (Table 4) 13,
0~6.0g/dl &RWEHEATEEN AL 0, CPZ #E
EDOBITHTH2H 6 AfTERVED 5 h iz (Fig.
9,

m = E 3

1) ERFReYIRET

10 BIDRBIUED > b, BMEBPEIESNZ 7 HITH -
teh, HILBERBEREDOH 5 EERD 5 Hli, B
EXESTI1BEZED T, R2FL4H, ES1ET
By, BRI sh 512, BILERBEXEBDOH 58
i3, YREFEOBRAEVSRIGEAE L LTH
BahalE0%L, DRMZFHBELF—oxm
A1: £ T, aminoglycoside RIEWE L E OBEE
725> THEREROREX GBS C LI3ES
T3z HILBERE L RED 2D - 1 RREOHKRE
ETERED 16Tk, =48 CER iTxtd 2 B
IR\~ Enterobacter ThH -1z BEBHTH Y, &5l
DOHBE 2R bVORBRICMA T, BERBHE~D
BITHORIESL bDEEALN S, FIRERRK
YUED 3 Bl REHBER T, BN, MEAD 2 HlosE
REICENTH -1z, EH6~10 XML B PR & B8
EIRTEII ST DT, Th b OEMhTIZ
Enterococcus, Enterobacter, Bacteroides 12 X4 3 % BEpE%h
RYABENT-DIAEKEM § 12h B,

BIfERORREI TIE, B - WENIKFIRZBD T, 7
V¥ —, BEBEEDIID, FHERED cephalosporin
Flo—ifick L LTA BN D, BERORRR, meE
W baonkhots,

BREFR T, FBRIROMEH 1 flica bhnizs,
#E§1L b 310/mm?® LEh o1, H - I
TLUVX—DEREBED S 12T &6, £HED
BEH I EEZEA BN B,
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Fig. 4 Laboratory findings in patients before and after administration of CPZ
(1) Peripheral blood

/mm? WBC g/dl Hb X 10*/mm®  Platelet
22100

15000+

10000

Pre Post Pre Post Pre Post

Fig. 5 Laboratory findings in patients before and after administration of CPZ
(2) Liver function

Kl};Js GOT K.U. GPT K.A.U. ALP
124 76 g g
74 2}

60- 15.0+

50

40+ 10.0+

30

20

10+ 10

Pre Post Pre Post Pre Post
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100+
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Fig. 6 Laboratory findings in patients before and after administration of CPZ

(8) Renal function

Pre

Post

mg/dl

S-Cr

6.3
1.7
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Fig. 7 Excretion of CPZ in peritoneal exudate after abdominal surgery
(1) Subtotal gastrectomy (Rs) for gastric carcinoma (CPZ 2g x2/day iv)

Volume of exudate

D

T T
1 2 3 4
Days after operation

Concentration of CPZ

,rzg/ml
60-
50
409 o
A
30- s
A /
Py
20 N
A
104 A /
o
[}
T

1 2 3 g
Days after operation

Daily excretion of CPZ

1g
e o Case 11
40007 4 A Case 12
A Case 13
e Case 14
3000+
20004
o
10004 &
A
.\A
*A
L4 0\5/.

T T T

1 2 3 4
Days after operation
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Table 4 Excretion of CPZ in peritoneal exudate after abdominal surgery
(1) Radical operation(Rs) for gastric carcinoma (prophylactic use)
T Days after operation
Case No. Analy;;:\\“‘--~\\\\\\\\\\\\\\\ 1 2 3 4
of exudate
Volume (ml) 30 7 3 —
Protein (g/dl) 3.3 3.0 0 —
1 Concentration of CPZ (#g/ml) 39.0 24.0 4.6 —
Daily excretion of CPZ (ug) 1,170 168 13.8 —
Volume (ml) 110 12 8 —
Protein (g/dl) 2.8 4.0 5.0 —
1 Concentration of CPZ (¢g/ml) 8.8 23.5 32.0 —_
Daily excretion of CPZ (pg) 968 282 256 —
Volume (ml) 150 28 16 —
Protin (g/dl) 3.9 3.0 3.0 -~
13 Concentration of CPZ (¢g/ml) 26.0 29.0 30.5 —
Daily excretion of CPZ (p¢g) 3,900 812 488 —
Volume (ml) 80 34 5 7
Protein (g/dl) < 0.2 8.1 wfsif 4.9 6.0
u Concentration of CPZ (gg/ml) 2.7 13.5 " 12.0 19.0
Daily excretion of CPZ (pg) 216 459 60.0 133
(2) Drainage operation for acute peritonitis
Days after operation
Case No. Analysis 1 2 3
of exudate
Volume (ml) 80 150 50
Protein (g/dl) 3.0 3.2 3.2
4 Concentration of CPZ (pg/ml) 2.7 38.0 64.0
Daily excretion of CPZ (pg) 216 5,700 3,200

g E cid, ERERRLIC6BDS 5, 4Hhd
#¥58H 5 GOT, GPT, ALP 2 X it BEEMA b NIz
LT, FANCE B DTRITVEELZL NS, 8D 2
Bl SAIMELER T, ¥ 5ric GOT, GPT ¥ L&
U, BERTHETRUIZ LD TH S, WIh bFF
ZD LD, MBRICLABEBLEALN S, RITES

12 Ti, FHAFICS 1F 12 1,000m! OFF [ & O

BEEDBEA LN

B, MEEPRICHL T, FRGIEEYS

AZWEEALND,
'2) BRBHE~OBITICOWT

BHERE LU Tid, SEinmmo 46 b, B1E
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Fig. 8 Excretion of CPZ in peritoneal exudate after abdominal surgery
(2) Drainage operation for peritonitis (CPZ 2g x2/day iv) Case 4
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Fig. 9 Relationship between concentrations of
protein and CPZ in peritoneal exudate
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N O Case 11
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°© 401 O ® Case 14
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2 304 % 4
© A
s o
5 201 ‘ °
M °
S 107 a r=0.319
B X
T T T T T T T
0 1 2 3 4 5 6 7(g/d)

Protein concentration

Bic 30~150ml 2RI Nizhs, H2 HED S I3AE
RBDUT, EHE, Ra DY o oEEfEi > ks
FHTIR, HEPEEMIABEAL b O oozing 35k 0¥
MicE-S < i~ OB H h, ZORBEMI
AR\ U Y o S ESRO IR ORI Y 5 3 0 &

T

2

Days after operation

T T T
3 1 2 3
Days after operation

BOBEBBEEY FL + - o 3hTIEBRICEEEL,
MEBEMCHS &, BRETREE: CBREBBEADR
Reigh33¢Er10n3, Udi->T, HiEOBEEA
L hOEEREL, ZOWROERICLD, FLr—oF
BORNTHVEBILU T2 RT3 C LidieEsE
LTEETCHE, FHNUSTAEHMBREV Tibh 35
&, BEBHEHOIENEBEY, fhOBLEED
EEXIEIL S 200R@BE 25, CPZI122g1H2
B DEE T, tOTERICHENE - EEBHE R REE Y
AU, I5ICEERBEC EiT, BEONERITZ-125
Birh 4 Bl E THS, WMEDOBEELESICUIZN - THEED
ERUT, D& 5 72FHmE, #D cephalosporin Flic
FaL6NZWEDTHY, FRAOKEVMBEEQEERE
DOEEHVEEINS, BHEFOEABE », CPZ
BAL & R TERICH B &b, ThERRTS S
DEBbh 3,

X ik

1) HETEARCEREESBE, FEI v Ky
A1, T-1551 &k, 1979
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STUDIES ON CLINICAL EFFECT AND EXCRETION INTO
PERITONEAL EXUDATE OF CEFOPERAZONE (T-1551)
IN SURGICAL FIELD

YosHINORI Yarxapa, Yuji Hanarani, Naoki Aikawa
and Kyuya IsHIBIKI

Department of Surgery, School of Medciine, Keio University

Clinical effect and excretion into peritoneal exudate of a new cephaloﬁporin, cefopera-
zone (CPZ, T-1551), were studied. _

Two grams of CPZ was administered intravenously twice a day and total dosage
was ranged between 32g and 96g.

CPZ was given in 10 cases of surgical infections; 5 cases of acute purulent peritonitis
in which a case with septicemia was involved, and each onc case of subphrenic abscess, acute
cholecystitis, aspiration pncumonia, empyema and acute pleuritis. Clinically favorable
results were observed in 4 cases (409%), poor effect in 1 case and fair in the other 5 cases.

Out of 14 cases including 4 cases of prophylactic use, no subjective, nor objective
adverse effects were noticed. On laboratory examination elevation of s-GOT and s-GPT
which was possibly due to the drug was revealed in one case.

Excretion of CPZ into peritoneal exudate collected through the catheter left in the
left subphrenic space at the end of operation were observed in 5 patients.

In 4 postoperative cases of gastric carcinoma daily amount of exudate was maximum
in the first 24 hours, then decreased gradually. In contrast, in the postoperative case of
acute peritonitis the amount was much larger and had a peak on the second day.,

The concentration of the antibiotic increased day by day up to 30 ug/ml in 4 cases
which was considered to be a character of CPZ as well as the high serum protein
binding capacity.



