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2) BEBRYETAECOENT BT 2g ABSBIER, ©— 21E 1,000 £g/ml~2, 400 pg/
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Fig. 1 Chemical structure of CPZ
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CPZ »REIZMAETF 34&D volunteer IZ A%
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Table 1 Serum concentration of CPZ after 1g intravenous drip iufusion in 3 healthy volunteers

Case Hour after administration
Name | Sex |Age(y)| Body weight (kg) | 1/2 1 | 2 | 4 ] 6
TK. | M | 29 63 94 112 25.5 135 | 7.4
K.M | M | 34 55 96 108 20.0 9.0 4.8
R.O. | M | 43 72 72 84 ; 16.0 13.0 9.0
Average 87.3 | 10L3 } 20.5 | 11.8 1 7.1

CPZ 1g+52% glucose 300 ml, drip infusion 1 hour
Method : Thin layer cup method
Standard : Monitrol-I

Test organism : M. luteus ATCC 9341

(pg/ml)

Table 2 Urinary recovery of CPZ after 1 g intravenous drip infusion in 3 healthy volunteers

(mg)
Case Hour after administration Total recovery
Name | Sex |Age(y)| Body weight (kg) | 0~2 | 2~4 | 4~6 | 6~8 mg (%)
T. K. M 29 63 73.6 40.2 33.4 5.3 152.5 (15.3)
K. M. M 34 55 156 124.8 52.0 16.3 349.1 (34.9)
R. O. M 43 72 294 131.3 107.0 15.2 547.5 (54.8)
Average 174.5 98. 8 64.1 12.3 349.7 (35.0)

CPZ 1g+5% glucose 300 ml, drip infusion 1 hour
Method : Thin layer cup method
Standard : 1/15 M phosphate buffer (pH 7.0)
Test organism : M. [uteus ATCC 9341

Table 3 Excretion in bile of CPZ after 2 g intravenous drip infusion in a case of choledocholithiasis

(pg/ml)
Hour after administration
Case Dose Sample e
1 2 4 6
K. N 2.0 g drip infusion 1 hour Bile 240 1,000 280 150
Bile 75 1, 000 2,400 1, 250
A.Y. 2.0 g drip infusion 1 hour
Serum 250 160 58 54

Method : Thin layer cup method
Standard : 1/15 M phosphate buffer (pH 7.0)
Test organism : M. luteus ATCC 9341
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Table 5 Criteria for evaluating effectiveness of an agent on infections diseases

Excellent : The principal symptoms and signs disappear completely within 5 days

after onset of the treatment.

Good : Almost symptoms and signs disappear within 7 days after onset of the

treatment.

Fair : Any of the symptoms and signs disappear within 7 days after onset of
the treatment, and persisted symptoms and signs disappear completely

within a few days.

Poor : Either none of the symptoms and signs disappears or their aggravation is

observed after 7 days.

1) MiEEE

CPZ 1g% 5 %¥5¥Hk 300ml T/ L, 18T
AEEEUBOMBREEIZ Table 1 DC &L, &
B TRIZE - 2 {ER R, 84~112 pg/ml, F#5101.3
pg/ml iTEUIL, U UUMBIISFIVET U, 2E[M
#BOFEIEIZ 20.5 #g/ml, 4 B354 11.8 #g/ml, 85
Mkicid 3.8 pg/ml & 721z,

2) ReqBEttE

3P hDIE S5 D3 H Y, Table 20T
&L, RebEREEIE 2 B LIMIT 73.6~294mg, Fiy
174.5mg, 2~48 $ Tlc 40.2~131.3mg, Fi
98.8mg, 4~ 6BEfE T 33.4~107.0mg, Fi564.1
mg 8B LIMNITIZ 5.3~16.3mg, F1#512.3mg T8
BE&DOKBEME I3 152.5mg (15.3%)~547.5 mg
(54.8%), Y5 349.7mg (35%) L7iz-1lo

3) A PABEE
MEERRET, BT = -7 FL ¥ — o EfihD
2fEfli, AF2g & 1 B0 CAMBEL, SN
KET R R U CHIE Uz, 1 B UR OB i
Bid 75~240 pg/ml, 1~2BETIXHEZ & & 1,000
pg/ml, 2~ 4 BRI Tld 280~2,400 #g/ml, 4~ 685
HTIE 150~1, 250 pg/ml & /5, AKID BEH P BEE
BRIDDTEWERRUI: (Table 3),
O. (REEAERBK

L MR IoH®

bNbh VR % EE U e A EHEEEYYE L Table 4
Db, BERYLT G, RFEA - BB 10 Fl, HAIE
R 3B, SREALAURY 6 B, AFEIRRLL 2 Bl Xk O
IE 1 BIOKE 29 Bl Th T2, ChbicUEAFIE 1B
B2~6g%2~3EIcRE L CaBlELI, 5N
Mid4~25 BT, ¥#99.4 0, L5813 15~98¢,
¥#138.48 Th -1z,

2%, BERMEDOEIX Table 5 ICRTEMEICHE -

TEML, REERDLVIZEDOBEELEELLT, C
Ny 5 BURITHEEL L OxXER, 7 HUREEL,
7T BURIA S DR BEX AT b DEPLOEL, Zhil
EREXHEITUTHERVIFELU2h 512 § DR R &
HELT,

2. # R

KB EIC L B EBRRG % Table 6 IKRUT,

REERRYLAE 7 Brh T3 %) 3 B, B%) 2 61, sh 1 Bl
T OHIETREELBITH - 1203, TD D LERIFNL Table
4, EHIBS 4 ICEMINT 8 HDOE T, LIEEREAD
BREINSVCIIFADPERINILDTH S, KHIH
B Res /5t U, B LIEE, PTC MfIRICiE
B3Ntz Enterobacter 13AKIHE/RIEBITT DA
PTCD HEMIZ 8 BEEL Tz, F 12, HIETREERNL,
SEBRIE S 3 DIED > WEERICEHUIZIED 5 #HBIT, &
F5Bm% 4 BRANFESARBEORZ B 5
bh, BE20g THRERFILLIL, E12AMKIC GOT,
GPT »—@tticEE LR L T\ 1o, REBTIZEFIR
SRR E RSB SE IR U s, Fiudizis
BHELTED, DROUERFEHLUIL, ZRERBIIRE
Fik# 4 BRI CRSIEEL I,

HER - EREAD 10 FITIE, EH76, BR28],
PEDLFITH-1, 72k, BERERULEERERS
DO1H GERES 17 13, BS5EE%k6 BB Y EEY
BRLBIILFIESESEDLN, THRORERTHR4LAE
BUBRB YT C &2 B U T, HRAIBYLEE 3 ik
& bIT E. coli BRBITEDLULTH b, HKIBAGBYL
FETIX 6 Bl 4 FISER Ch -1, EH1H GERRE
22) I EEATERABIIIC E. coli DRBRIT L 2 B4R
UTEEBIT, KL r—o®fTR-ObRKRHES LT
B3, FH OB SHMA TIIHE « REDREELUDRY A
BIREL Iz -1, Z DA B FEHTE DREIR L %) & %)
Eahiz, ULIid-> TLERDEYDERYRDTAS &,
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Table 6 Clinical effectiveness of CPZ on infections in the field of surgery

Number Clinical response - Efficacy rate
Infections y
of cases |Excellent| Good | Fair | Poor |Unknown %

Biliary tract infections 7 3 2 1 1 5/ 6
Perforative peritonitis 8 5 2 1 7/ 8
Gangrenous appendicitis 2 2 2/ 2
Postoperative wound infections 3 1 2 3/3
Abscess (abdominal, periproctal) .
Decubitus 6 1 8 1 1 4/ 6
Respiratory tract infections 2 1 1 1/ 2
Sepsis 1 1 /1

Total 29 14 9 2 3 1 23/28(82.1%)
HIETEBER L 28 Bk, EF 148, BB, P tzuv
28, EH3HT, ZOEPRIZ2.1% Lzt |\ =

. EEH - BRRREERE

AF|OBERICAH SN IZBIER & UTHED 2 BlicR
»ohicds, Bih, BH, TRZE OWLEREERIX
ZBH oY, TLAHRESHROMERE b BDL» -1,
s, AEHESER L ovkic K & (RBC, Hb, Ht,
Platelet, WBC), FF - Bi#t (GOT, GPT, Al-P,
BUN, S-Cr), RFiRZEZAEL, sHDOEEILEA
DEREYRIEUIL, NSRBI FF1H ERFS3)
X, DS REEAICE LS EDS KBIT, ®E4HE
ICHERIFY ICREERE Y 5 b bh, Ak GOT, GPT
PEE LRGSR 19y, 12u-#54HE 33w, 530
Uiz CAROR SR HIE Uz, UbsL, sk 4 HE
Wit L%k, GOT f#id 26y, GPT {H 19u &IE
BECEBLTE D, —BHETIRHEY, FHOKEY
BETI, Z0OM, HEBYER, EMNETI9
#5587 GOT ff 40u, #¥59BHE GOT & 31u Ch-
tzhl, ZOREERREA, TbLbLXF/ESI0EEL
hEfM 200ml ¥ 4 BREBEA LIz LT 5, BMETED
BEE T GOT 5 120u & ERUL Tz, &1z, #BE
W EBERIC b OEBERES, EAES 1813, BE
BIGOT, GPT f 40u 8% 0 30u »#Erh 70u, 50u
Lizh, MERTHIZBWT 75u L 50u &2
Tiz. &b Wity FzbhTish, aifle &
LI DBEDOLRYAFICERT A 4 O L3 E AP
Vo X5 ICREEROYET 5 HELIRER, EAES
4128\ Tit GOT, GPT fE»#54] 94u, 32u »5
#E4% 2501, 87u &5 T\WAH, REBKEHETS
R E s ZA0h, HOREICE 3 EREELY

CPZ 1%, BRDCTE ¥ sBHERLIT S 5 1R
HEict ULERZHE A2 b5 2 %RU, Bitss
LEAHEDIzh> T b Pseudomonas, Enterobacter X U*
4> K—VE#E Proteus iTxtd 3 Bis2HEIL, cefazolin,
cephalothin IZHB LT D THV L INTHAY,
%1z, E. coli, Klebsiella, Serratia 33X 04 v K—NE
¥ Proteus T3 LT % cefazolin, cephalothin *%%
T23Lwbh, Ubd, BEAYREINBLELLR
s L CHEH ic BB ICHE I B W iR b
DHLUVLARET v n 2R CRHEMPETHEY, U
RH-T, ¥I sBEREBRY B LT VIBEBR
FEDEEYRICHT 2 RN b TAEIW, §EDD
NbhOBERSD 54T b, IEEBYLT Hidk s plicE
B b REYOREY A 5 h, KFIOHE B LR
BT 2 EBER YR 2 I BB IFRERY AU
HEYELSRE I hi-EficksVwTh, RE0RbNS
FT03HEORESHMRICERE U TRRIWIEE
BEELsET 2 Y, EEREERT Chi PRV
BTAX2L5IBDh3, UbL, REEREHSVE
g PIET S - W OERZERIBVWTIE, FAO
AN EBGSEEIN A DL PRORBRIIENS O
LEDbND, FREREORD b hIES, 1ok AKH
BARRESINI Y, WilsFebhiBEd 31
FERBOBEERSL ¥ OMEERNICAR YRS LIV,
WEh b EH 5 WILER LHIE S h, ARIOBMMEL
BEWVETINT,

EHIOEH EBFICET 5 bhbhORERER T,
FFID € b COBET S BE IO €7 7 8 AR) Y
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RAAERICHBE L TIDD TR, BEOTH-1, L
Hl, DT T TICERI OB RER DBRRE CTEI 2
hT\whe ZBT v MBI AERERD S, FHOH
EBHEINT 3100->7C, %DM RHERSYWITUET
TAEE? KEBAL, BREICB\WTH, EEREICE
UTAHIOZERSED 5 VI3 EAB OB %5 3 5t
AL ENBETHS EEDNS,
54 ik
1) B2 EARALEREELEBE, FR Vv HEIY

2)

A1, T-1551 $D&k#E, 1979

¥ OB, wHF M, BRI, BEEA, F
X#E, BAAET, WAER :4C & Sodium
7-(D(—)-a~- (4-ethyl-2, 3-dioxo-1-piperazinecar-
boxamido) -a-[ (4-hydroxyphenyl) acetamido)-3-
( (1-methyl - 1H ~ tetrazol-5-yl) - thiomethyl] -3~
cephem-4-carboxylate 14C-CPZ) ® 5 v P X T
< VAC BT EBRI, SAF X B, Jap. J.
Antibiotics &,
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Cefoperazone (CPZ, T-1551), a new derivative from cephalosporin C, was investi-
gated on its serum level, the bile concentration, urinary excretion, clinical effectiveness and

side effects.

1) Following a one hour intravenous drip infusion of 1g CPZ with a 200 ml 5%
glucose solution in 3 healthy volunteers, the mean serum level showed a peak of
101.3 ug/ml at one hour and continued detectable level as high as more than 3.8 ug/ml

for 8 hours.

The average exctetion in urine within 2 hours after drip infusion was 174.5 mg
and within 8 hours following the drip infusion 349.7 mg (35% of the dose) was excreted

~ in urine,
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2) The biliary distribution was also studied on the bile collected through a PTCD
catheter indwelt in 2 patients. -

Following a one hour intravenous drip infusion of 2g CPZ, the average bile
concentration reach its peak of 1000-2400 pug/ml in 2 to 4 hours and maintained a high '
level thereafter up to 6 hours after the drip infusion.

3) CPZ was given to 29 patients with various infections in the field of surgery.
The results obtained were “excellent” in 14, “good” in 9, “fair” in 2, “poor” in 3 and
“unknown’ in one patient (efﬁcacy-rate: 82.1%).

Particularly satisfactory results obtained were as follow: Excellent and good in 5
cases out of 6 patients with biliary tract infection, excellent and good in 7 cases out
of 8 patients with peritonitis, excellent and good in 5 cases of appendicitis and post-
operative wound infection, excellent and good in 4 cases out of 6 patients with abscess
and excellent in 2 cases out of 3 cases of other infections. ‘

4) Side effects noted were eruption in one case and eruption and GOT elevation
in one case.



