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Table 1 Serum and tissues concentration of CPZ (zg/ml or g)
30 min. 60 120 240 360

Serum 26.3+ 3.3 17.0+1.0 3.7+1.2 N.D. N.D.
Lung 9.4+ 0.8 6.0+0.2 1.9+0.2 N.D. N.D.
Liver 60.7+11.4 34.5+9.0 8.8+1.2 N.D. N.D.
Kidney 85.5+13.4 48.8+2.6 13.3%+4.1 1.5+1.1 1.0+0.7

Male Wistar rats Disc plate method

Average of 3 cases SL-15 Agar

50 mg/kg subcutaneously M. luteus ATCC 9341

1/15 M phosphate buffer pH 7.2

Fig. 1 Serum and tissues concentration Fig. 2 Serum concentration of CPZ in uremic
of CPZ in male Wistar rats patient
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Table 2 Clinical responses of CPZ

No. of Daily dose Bacterio-| Clinical Side | Pre-
Name |Age|Sex Clinical diagnosis & Duration logical treatment
cases (gxtimexday)| effect effect effect | (Effect)
. " 1x1x1
Chronic bronchitis _
1 | T.H. |69 F Bronchiectasis 1x§i>< 9 + +
2 | 0.S. |66 | F | Pneumonia 2X ﬁ:x 10 ? + _
3 | A.F. | 24 | M | Pneumonia zxﬁix 9 + + - E:E))(
4 |H.M. |32 | F | Pneumonia 2x2x10 + + _
Pneumonia 2X2x14 SBPC
5 | G.H. | 80 | M | Pulmonary tuberculosis + + _
Diabetes mellitus di (CD)
Pneumonia 2X2x5 CEX?
6 S.G. |14 F Pulmonary tuberculosis di - - - (=)
Pneumonia 1x2x7
7 | E.M. | 54 | F | Metastatic pulm. cancer ? ? -
Stomach cancer di
Pneumonia 1X2x5
8 | E.O. |76 | M | Pulmonary cancer — - —
Pulmonary tuberculosis di
Pulmonary abscess 2x2x13 _
9 |E.H. |27 | F Pulmonary tuberculosis di ? +
10 | K.K. | 80 | F | Pulmonary tuberculosis 1xgix 3 ? ? -
Biliary tract infection 2x2x15
11 | H.T. | 46 | M | Choledocholithiasis 1x2%x2 ? + -
Acute pancreatitis di
Biliary tract infection 1x2x21
12 I.F. |72 | F | Cholelithiasis ? + -
Gallbladder cancer di
FUO 1x2x9 Erup- ABPC
13 | E.H. | 74| M| (Biliary tract infection) di ? + | ton )
14 | Y.H. | 32| F | Acute pyelonephritis 2x ﬁlx 1z + H —
15 | T.M. | 45 | F | Acute pyelonephritis 2x2x13 + H -
16 | Y.M | 44| M Acute pyelonephritis 1xX1x8 + + _
cEE Chronic renal failure di
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hECUIZ4DTHY, 18], FH 101 HA DL
BICTERI DR SR BIR LT, Kk b #E ¥ i
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LHEL, o 18, EH 8 IR X O Mikic At
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Table 3 Laboratory findings of CPZ
No. of Clinical isolates |[ESR RBC | Hb | Ht|Plate, Neu- (Stab. Seg.)I Lymph. [Eosi,
CRP|’ WBC| tro
cases from sputum or urine |(1°) (x 104 | (g/dD|(%)/(x 104 % %) (%) | (% (%
1 Before | E. cloacae (+) 45 =+ 334 | 8.6 [28. 6 6,100 66 12 54 31 7 0
After | Negative 68 — 348 | 9.0 (30.9| 47.0 | 4,300, 41 14 27 46 1
9 B. Normal flora 46| 2+ 360 | 10.5 |31.8] 26.0 | 4,800, 53 7 46 40 5
A. Normal flora 200 — 344 | 10.3 30.7| 21.0 | 4,600, 49 5 4 47 4
3 B. P. aeruginosa (+) 48 4+ 508 | 13.5 [42.4] 19.0 | 4,700, 50 28 22 47 1
A. Sputum negative 8 — 520 | 13.6 [45. 0| 6,000, 42 8 34 45 3
4 B. | E. cloacae (+) 126| 6+ | 453 | 11.9 (39.3] 32.0 | 9,500] 71 18 53 29 0
A. Sputum negative 57| 1+ 412 | 11.2 (34.7| 27.0 | 3,700, 42 26 18 48 3
5 B. | K. pneumoniae () 65 6+ | 395 | 12.3 [37.5/ 45.0 | 7,300, 75 17 58 22 0
A. Negative 80| 3+ 393 | 12.2 |37.7/ 37.0 | 4,700, 53 10 43 37 3
6 B. Negative 120 6+ 400 | 11.6 |36.6| 51.0 {12,500 78 23 55 16 0
A. K. pneumoniae (+) 128| 6+ 360 | 10.2 (32.3] 58.0 (10,800, 80 22 58 10 2
7 B. Streptococcus sp. (+) 55 3+ 471 | 14.2 |42. 4] 39.0 14,900 71 5 66 13 10
A. Streptococcus sp. (+) 86 5+ 430 | 12.6 (38.1| 33.0 (14,600 78 3 7 13 7
8 B. Serratia marcescens(+) 320 | 9.2 |27.7| 27.4| 6,100 72 40 32 4 14
A. Serratia marcescens(+) 342 | 9.7 29.7| 21.1 | 9, 800
9 B. Streptococcus sp. (H) 6+ 352 | 11.1 |32. 8] 40.0 (18,500, 81 19 62 18 1
A. Normal flora 2+ 356 | 11.1 33.1/ 66.0 | 8,100 76 24 52 22 0
B. 116| 5+ 331 | 8.3(29.0{ 46.0 | 7,400 62 10 52 34 1
10
A.
1 B. 72| 6+ 523 | 16.8 |49.4] 25.1 (19,900, 91 12 79 6 0
A. 42| =+ 505 | 15.5 |44.4 6,100
1 B. 66| 6+ 365 | 10.8 (33.8 10,7000 90 38 52 3 0
2 A. 50| 1+ 390 | 11.4 |35.1| 22.2 | 4,900{ 67 8 59 19 2
13 B. GNB (+) 17| 1+ 382 | 10.4 (32.0/ 17.1 { 3,800, 62 24 38 25 1
A. E. cloacae (+) 17| 1+ 377 | 10.1 |31.1{ 12.1 | 3,100 49 24 25 36 5
B. E. coli 107 90| 6+ 377 | 12.3 (36.0( 29.0 (11,600{ 80 24 56 19 0
14 A. Negative 8 — 374 | 12.2 |35.5| 42.0 | 6,100, 69 0 69 27 1
B. E. coli 107 65| 5+ 351 | 11.9 |35.9| 38.0 | 8,100 52 34 0
15 A. Negative 16| — 343 | 11.8 |34.6/ 29.0 | 5,700/ 60 31 0
B. E. cloacae 108 294 | 9.0 [25.8 35.6 |12,700| 66 24 1
16 A. Enterococcus sp. 108 242 | 7.8 |22.1 4,800

Ut IR EB TR KR & b Serratia marcescens % 5L
Tw5 03, F#5 BRORES CHRKIERIIAETHY,
Serratia BB T X4, #IT carbenicillin, dibekacin
OB TREUIERITH b BRI EHEL 120
A OB ICHBEFORIELIIT 2 b h 1o EFIE

1 AdY, ICHERINICIIREINIY, BERKIIER
OBHD 2 IRETA L STt b OD 28 b 5,

TR B3 RRYLSE Tl3 Enterobacter cloacae dHRH NI
2 Bl & Pseudomonas aeruginosa, Klebsiella pneumoniae

D% 1 FIDE 4 BITHEDRRMEA LR A 1203, D 3BT
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Table 3 (Continued)
g‘a‘gegf GOT | GPT | AI-P | T.Bil. | BUN | Creat. Na K cl
, | Before | 13 1 4.4 6.9 0.54 130 4.1 99
After 16 12 4.7 0.4 7.5 0.52 133 4.3 100
) B. 10 8 8.8 0.1 25.8 0.74 140 4.4 103
1 12 10.4 0.1 14.3 0. 64 140 4.6 102
. B. 26 38 13.2 10.7 0.9
A. 9 14 8.3 9.0 0.84
) B. 34 34 18.6 0.4 16.0 136 4.2 99
A. 10 12 11.4 0.4 8.7 137 4.2 102
] B. 28 21 13.4 0.5 10.9 0.82 126 4.9 94
A. 14 12 8.6 0.3 11.9 0.82 136 4.4 96
6 B. 21 27 9.0 0.3 16.5 0.95 132 5.0 96
A. 35 33 11.7 0.2 11.6 0.79 128 4.7 9%
. B. 22 25 20.8 0.5 11.2 1.06 134 4.2 98
A. 23 13 31.0 0.5 9.7 0.57 138 4.6 94
. B. 23 113* 0.5 18.0 135 4.6 98
A. 37 183* 0.7 16.0 140 4.5 100
. B. 17 23 7.2 7.5 0.7 138 3.6 96
A. 16 16 7.0 6.8 0.8
B. 9 9 7.4 138 4.1 98
10
A.
” B. 168 | 470 545% 11.5 21.0 1.2 141 3.8 103
A. 30 46 370% 1.3 7.0 137 3.9 102
" B. 205 | 163 475% 7.0 19.0 136 3.2 106
A. 62 64 148% L5 18.0 134 3.5 95
13 B. 28 22 176* 0.7
A. 65 48 256+ 0.7
” B. 7 7 3.5 0.2 8.9 0.74 139 3.9 100
A. 13 15 5.9 0.3 8.9 0.54 135 3.7 104
15 B. 21 33 25.2 0.3 0.76 140 4.9 101
A. 21 22 10.8 0.4 10.6 0.65 140 4.3 107
16 B. 293 | 660 295% 1.5 65.0 122 3.9 87
A. 77 4 348* 0.8 37.0 127 3.5 95

GOT, GPT, Al-P*: 1 U.

Al-P: KAU
T. Bil, BUN, Creat. : mg/dl

Na, K, C1: mEq/1
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Fig. 3 Case 11 H. T. 46 M Biliary tract infection (Choledocholithiasis, Acute pancreatitis)

[—CPZ 2gX2 di Solita Ts G500 ml (120 min.)

Body SBPC 5gX2 di
temp,J
39°C PTC+HDG.
38"+
37°
36° +
8/23 8/26 8/29 9/1 9/4 9/7 9/ 10
WBC 119,900 11,400 6,700 18,600 8,900 6,100
RBC 523 490 462 528 494 505
Hb 16.8 15.2 4.8 159 15.7 15.5
Ht 49.4 45.0 42.3  49.8 45.6 4.4
ESR 72/106 57/93 45/8 42/67
CRP 6+ + 4+
GOT 168 60 38 55 266 278 66 52 30
GPT 470 103 88 175 62 46
Al-P(IU) 545 356 295 253 357 1135 640 56 370
T.Bil. 1.5 4.0 1.8 1.5 2.8 8.3 2.0 1.3
BUN 21 12 12 10 12 7
Abdom.

HAN®E bICERFEZETHD, BY D2 HTRERF
IRWUERRDA LN

RESBYUEE TIX E. coli DRHINT 2 BB DRYE
{t%& 1203, Enterobacter cloacae O 1 FIIBEEIZD Iz N
5 Enterococcus 1R U1

BEERRYLAE % 3 < B - 1o RBAZL O 1 Bl B ERI+=48
B Fick32BBI L b 75 ~RREY WL, &
5%z~ T b Enterobacter cloacae %* IR L, MBS
BNTIZERD & Lo

L, FAL 3, 4, 5, 14, 15, 16 D 7 EFIIHEZFH
I h BRI EHIE LI

5 BIER

RS UIZIGEFHD > b 15 GEAI13) T, FH
#E58 HEL H R, HEAYR ERICIHERORZ Y
Wtz hs, BICNBRYERT, #EfIE4~56 BHRITZ
WBUTz. %1z, ZEMICIWT GOT, GPT, Al-P @
BEOLEYZD T3, HHIEZOBEOEEHIC
COBREDOREHEYBH TR H, FK & EHERRERIE
I DEEATWS (Table 2, 3),

F iz, EH 1L it TAR®RS 17 HEIZR\T38.6
COHRBAY Y, —5 drug fever & EALN S5,
IR b 2 BRIFRLEGE L, 80 3 Bafic PTC
725 etic HDG 2 EMRIERsmASL L TR h, &
ORMIFANCE B DTV EE LTS (Fig.
3o

D 14 P OWTHRNEELREDIZ b D34,
HWRBICE 3 L E AL N ABRREEOBREOLEY
Abhiicd Eiguy,

m % %

ot~z 8h, CPZ 3fbD 7 7ux®Y Y
Hl &Rz h, B-lactamase ICRKETH Y, Pseudomonas,
Enterobacter, indole (+) Proteus 73 ¥1T & IR &2
T EHEME SN TVAY, FAE b OERRRILEWT
4, Pseudomonas aeruginosa, Enterobacter cloacae PR
BTANC LR CORMPENT ARMEEALNS.

HRRBBO—HEA s BT/ -1c 7 v LB A
MRS & O ME OREIT, Z DB L ~VIT
BNTESH>ME>MOETH D, B, Boi3mh
Bt U TEhEhig 2, 0315 L RBEEZRUILD
LT, TG 1/3 LIEERRUI., CORBER
Y b 25T TR LT cefmetazole DRRED & LY
% & ARSI ICRBI U MR B T H > 120,
[, BMBLIEHE, MR I3 EE T B b BN
AR TH-10

1, b FNOMAMEIZOWTIE, FAE bR 1A
OERTHY, BEETIEL, ATERETL->TWA
BHBRLBEEORETH S, &K 1g H5 24 RHE
2T b 27 pg/ml OIAFABELGEL NIz &, 7.y
FlrBREREEICRET 35S, ToRERINGN

AL LLERSS
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BEPRIICIZ R R BERAYLAE 8 B, BEERYVEE (RBEZED
15xate) 361, RERBYYE 3 Bl X OBEFRRDY)
ETHRI L Utz 2 Btk L 0B EEERE 141
Ot 16 Pz DWW TRET U TR, £202 ), B 10 B,
R 2 B, HIEREE2 BIORBEL B 1o EH K Dz
¢, COMBCRHREHTCLIZREETH 205, HELE
»HBWIZZN L EOERIC U THEKRDRVIAZF T 3
HHTHBELEAD,

2z, 1 HRERDEICL ZBERBREADEILX, C¢hb

DEFITIZA O NILh 5120
BHICBIERICOWTI 1 BlicRB % B 12 MBI s
KRRBEEORERZED TRILTNE DI o1

1)

2)

X 8
WTEIA KL EFEERBR, FEVY VATV VA
I, T-1551 #§k4%k, 1979
WiAesE, LB, MR, KEREE, ¥
%, T&IBE, FAEE :CS-1170 B+ 5 &R
By « BEERHITH7 , Chemotherapy 26 (S-5) : 275~
282, 1978
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LABORATORY AND CLINICAL STUDIES
ON CEFOPERAZONE (T-1551)

Tosuivukl Yamamoro, HiroHiko Nacasaka, Masauito Karo,
Kouzo Morr and TosmiHiko TAKEUCHI

The First Department of Internal Medicine, Nagoya City University,
School of Medicine

SaBuro Kitaura, Kunio Nanjo and JoicHr Karto

Department of Internal Medicine, Nagoya Higashi Municipal Hospital

Laboratory and clinical studies on cefoperazone (CPZ, T-1551) were performed and
the following results were obtained.

1) Tissue concentrations in rats reached peak values at 30 minutes after subcutane-
ous administration and they were the following order of kidney, liver, serum and lung.
Afterwards they decreased rapidly, and 4 hours later CPZ was not detectable in all
organs except kidney.

2) In a patient with chronic renal insufficiency (under hemodialysis), serum con-
centration of CPZ, 24 hours after intravenous administration of 1g, showed high
value (27 ug/ml).

3) Clinical trial of CPZ were performed in 16 patients, 10 with moderate and
serious respiratory tract infections, 3 with biliary tract infections and 3 with urinary tract
infections. The treatment was markedly effective in 2, moderately effective in 10,
ineffective in 2 and unevaluable in 2. Except for skin eruption observed in one case,
no other adverse or side effects were noticed.



