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i3 L U REPIRED KR

e R - v EE - 08 E-
HE KRR M -EL EH
B+ FRBES B
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1@ 0.25g, 1H2[E) MRS LIcEZh, IWENRMER S DERER, HHRAIRLQPE
O 12 fll (80%) CHBTH 1o PREHELINEHD 35IL. WThIBBETRBEATS -
foo MBEIFHNCIE, BIBE, MEEEL S X2 BIBEMC X 5 Rjues L TaefBzhc %
EHELESHD 3FZVThE 7 7 AREEE, S faecalis, HEHED > LOVWThr 2E#E
CIXBBERRTH-T0

15 ADWThIZOWT , FEICERAT S LBbhs BUOENERL OO BERREMBED R
ErtaloY (NN AR o

FROGRABTORNTIL, 2 POKREFEEGEN KD BHFIT 2T, T-tube HrHLOEHA
BEYRHE LI LA, 1g #iEk 30 40 5 4 B0 LB EREIC D, 10~30pg/ml O
ErnBbhi, i, HERMEAEOKKE,»OCORKTIZ 1g MIE2MEK L 4RMKE T
OHFD 6.22pg/ml HE— 27 L LT, 6~ 8HEHED 2 01pug/ml &R SILEHEESH IR
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Ceftazidime (CAZ, SN401) i, # L\ cephalos-
porin RFEHE ¢, 7L aminothiazol L,
Serratia % Pseudomonas aeruginosa =¥ CTR.&IL
AR A OHEREEFTH Do

bhbhit 15 AOABRERECS LTEALER
L, 2oRHt e ReloRN ¥ Tino oo AR, 3
BOFHEOBECTOWT, MAH LV LEEKF~OFA
DBITEREH L,

I. % *®

L BERHEO &

1981 £9 AX b, 1982 4£1 A ¥ COMERATF
REABHC ABE LT, ABHORSEY b oRE 15 &%
HRELL BLATIRE 11 4, K 44T, kL3
BROD 74 % T 36.4 BMTHoTo

RBEGIL, ERBC T 5 Miles #7450 REEREY
EL1, +okBREH 5 A RELCERT A
BARMINA 301, BE KBl L X R TR
B30 BRELERCLOSMRRER 19, ARKEE
BECHRBE TRE 2 A6 Lo S B 5 6, RE
RSO BB 1 lss X ORLFIREES 1 SITH - co

15 IDBRIED 5 b, 13 B L Tit, AHRLE

L ERCER Frr— ok FOARYAEL Tb
nico SABHYAB D Tibhbhied - I IERIL, EBEIC
x+% Miles D RBREIIE # X O, B3
B oMRIETREN TS >0
FFO#EFEZ, 16 250mg, L 1g %, 4
BRREAKELS VOBBRCERLT, 1H2~3
|, #IRPAIZ one shot ¥ 7L REEH LI, BRED
£ one shot #EIC 3 \» T i 20ml, AEHETIL
500ml & Lic, #E5#IRZ4 BA 5 10 BET, KH5
B3 5~24g Thotoo
BENLHBLRIEREOERY, FAELLTEIF A
77 (A¥9 2 MWE #8) #H\o, EFRZHD
HEL, LBET 4 AZEC X0

BRI R OHIEL, FFRSHBEIBUACEHMLE
BT ROBEL RIbDEHER (good), 4 BLERXE
LicbDxRRHR (fair), ik E%h (poor) & L1,
AFOBIERCET AR £ LT, BMENFTRED
fib, AFBERECINT, BRI X b FFEE B
S0 EEH Rdlc,

2. HEABTORE
BHARNOBITY 2 BDOBHECOWTIL, F-KER
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Table 1 Fxcretion of CAZ in bile and pancreatic juice
Nuo. Case ;\:u\ B.W., (kg) Specimen Source ((;,},f;;rldj:;)
27 Choledocholithiasis
1 T.K. 52 Bile T-tube (Chl)ll‘(‘)’hll‘&"!nm)’, Choledochotomy
& T-tube drainage )
59 Chaoledocholithiasis
2 SO ) 45 Bile T-tube Cholecysteetomy, Choledochotomy
r I'-tube drainage
Pancreatic cyst
59 Panereatic | Drainage :
3 8.8, 39 ) _”_“I“ e ' lla.muu( (l’usl pun(-rculo—duoduneclumy)
? juice ube Drainage

G708 DR4S
EE2

~ADBTE 1 ZDBECOWTHE Lic (Table 1),
IRH ABTIE, 27 BBk L 59 Mo RIBERHERE
FICoT, Wb IR BIEEYE, T-tube A
Fifitk 14 B Bz, T-tube WIAN~OBITEZREL fo
BEREABTIL 59 Ao REREMBRCRELL
BEEIFEGIC DV THREF L feo BEBEET=RBSR
Fhik, 22 ARTIERERY 2D, BFEEBHREC
X h AT L 2 S hie (Fig 1), FIRIFHSERTF
WThototodd, BREYERHC FLF—2L, Frr
— 2% 21 BBRARES BT
BEDOFE R, AF lg 2ABHAREK 20m] & 512
LTHIEL, BEkIORE% 4~ 8BS/, FREIC
MBH % 7R R BRI L, WL OO IRFDRF DR
BEOWEX Tt -Tco KT, #IRMBINC X v, MmiF
FDOEFIDREDRESR 1T 78 » To FREREIC I\
T, A1 A 300~500ml, JE#ix1 A 30~50ml @
WERLREL BN B bR T, ¥, 3EEMNT
BEDR 1ERL Eichic b, AR LIgRo %
ExFH Tt ot BHRBENED 2 Gl RAR
BT TFh b FESEREEIEFTREAAC D - o
AR OB F I L MEFREDOPIECL, pH 7.0 ©
0.1M VY vBRIERER Y EIERK & L, Proteus mivabilis

ATCC 21100 % REW L LW\ 4 A 7IT X % Bioas-
say #x Vi,
11

1 R R DK

FEBEIC X HBERYREHORR LIs 1 15 R
CoWT, BERHE, AFRESR BRE BERYRRE
% Table 2 &L,

Bt 15 Fidh 12 FITHERHERIL 80% Tholo ¥
TR E TR EDIERHET 93.3% (14 f) TH
7o

BYSEFI ORI, BEARERERD 35, 3SR
FHRO 5 HlE LORMERES, BIRSE PIRERE,
REERIED K 1 i 5 L TREPEHTH o700 —
¥, B TREA T, RREH2H. EH14T
BEFILED bhich -7 (Table 3),

12 FEFIT 2\ THEED BT iobh i Y EE
N 1EDOHRTH -7 b D3, P.aeruginosa ¥ &L/
5 AAHEEERYYED 4 6, ¥ XU Bacteroides &8
HEMERRED 20ITH Y, ThbixTXTHEHLH
Exhto —H, HO6HE 77 rBRERE Sfo
ecalis, BSHEED 5OV Thh 2EEC LD POT
bh, &26h1ATONEHT, MILOHHERR
WMENTH 7= (Table 4),

2. BlfFHOBR

AER G L ORERC, BIfFREELORBHR
3 RS SIZB SR o foo ERRERRT
1z, GOT, GPT, Al-P, BUN, 7v7%=v{EcH
LT14l GEfl 8 S.S) #BE¥ EHERAACEDY
AUt (Fig 2)o A 8 (XBER SR TRE L 4B
PG, AFIBENL D GOT, Al-P {EDLAFE
BDhRAT i,

3. fEH

FBkD % PEslik & -7 1 flamd (Fig3)o BERS
BOLR GERMO) T, 1982 41 51 BAKRERT

# 3
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Table 2 Clinical effects of CAZ in surgical infections
I ) . Administration . . " .
Diagnosis o il — Causative Clinical | Side
o | Case |Age|Sex i peration e - "
Noo| Case | Age {Underlving disease Daily Route Duration| - Total organism effect | effect
| dose duyy | ddose (g)
At & —
1|{T.U.i52 ]t Rectal cancer’ Mle's op. 1x3 i 1 11 P aernginosa = {=) | Good | None
T Acute purulent Peptostreptococcus . s
Appende 5 G None
2|SH B2 appendicitis Appendeetomy 053] iv 8 W bsiella ond | None
e . | Acute purulent . T . ,
3|TE 2. + - Appendectomy 0.5v3 i 7 9.5 | Klehsiellu God | None
appendicitis
vk Lo ‘ N Acute panperitonitis Gastrectomy 3 4 153 . g 1 () Gonl | Nome
Duodenal ulcer BI
N Acute cholecystitis . . . . .
siNT. 620}, Cholecy stectomy 1v3) di 8 2 (-) Good | None
Cholecustahithiasis
Acute purulent . . .
6|D.S. 38|72 .. Appendectom 0.5-3 . 8 12 E. coli Good None
appendicitis
-Subphrenic ahscess E. coli
7 k| 6| g | Duberenic abseess o trectoms Vo2 |iwtdil 7| a0 Bl Poor | None
Castric cancer S. facecalis
-Subphrenic ab S /i
slss|ule rt-Subphrenic abscess Dranage 1.2 i 8 16 frmtalls Fair | None
Pancreatic cancer) Buacteroides
-Subphrenic absces Anaerobic GNR
9IT.M | 3] % rt-Subp I(‘HIC. 1‘b%ce<s Appendectomy, Drainage | 0.25 - 2 v, 10 5 e Tl'UIC 6 Fair None
Acute appendicitis) E. coli
Acute panperitonitis Castrectomy 3.4 . i
M. by . * 16 - Gond None
oy (Duodenal ulcer) RI Tez) i B =) o "
A o
Wiy [s3|2]. cute panperl_to?lllls Appendectomy 12 i 7 14 E. coli Good | None
Acute appendicitis)
elxs |l Wound mfechfm. ‘ Ap]fe?dectomy . 1x2] iw. s n Bacteroides Good | None
(Acute appendicitis) Incision and Drainage
Acute purulent E. coli
13(T.H. ¢ X Good | Ni
J(T.H. |11} % appendicitis Appendectomy 1X2( iw 6 12 S. faccalis 0 one
Bacterotdes
4|HU. |62 % Acute Aga.n.grenous Appendectomy 172 iv. 8 16 acterot ,N)—’ —) | Good | None
appendicitis S. faccalis
15 S.Y.| 26| % | Periproctal abscess Incision and Drainage 1x2 iy 6 12 Anaerobic GNR Good | None

Table 4 Effeet of CAZ and causative organisms

Table 3 Effect of CAZ and surgical infections

Good Fair Poor Total
Good Fair Poor Total G N R 4 0 0 1
Panperitonitis 3 0 0 3 Anaerobe 2 0 0 2
Subphrenic abscess | 0 | 2 | 1 | 3 crrmeerfereeepereesdeege
phrenic abscess 0 2 1 3 GNR--
Acute cholecystitis 1 0 0 1 GrcC ! 0 1 2
Acute appendicitis 5 0 0 5 GNR-+
Wound infection 1 0 0 1 Anaerobe 1 1 0 2
Periproctal abscess 1 0 0 1 GPC+ 1 1
UTI 1 0 0 1 Anaerobe 0 2
Total 12 2 1 15 Total 9 2 1 12
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Fig.2 Laboratory findings in patients before and after administration of CAZ

GOT(n=5) GPT(n=5) Al P(n—5) BUN(n=3) CRTNN(n=5)
(KU (K.U.) (K.A.) (mg/dI) (mg/dl)
52 |
\ I ! 2.0,
1 l/l?.ﬂ ”
37.8e

20,

40 40\
10§ 1.0
2 200 >< 10% §

Before After Before After Before After Before After Before After

Fig.3 T.M, 3y.0., 13kg, 2, Panperitonitis due to acute appendIcitis,
rt-subphrenic abscess

[CETT 54 day] CI'X 2y day 1 CAZ 500my_day ]

[GM SISO 50mk day] [SISO 75mg/day]

tor) <(op)
R

BQF }

ggl \’\—\w’/\“‘vA‘v S
Date 1982-Jan-1 5 10 15 20 25 30

WBC 21000 11700 21500 16300 11200 14300 7900 7400
ESR 59 89 75 77 54

(1hr.)

** 7§ B A/ S S

(Operation) (D1982-Jan-1 A ppendectomy
@ Jan-4 Drainage for rt-subphrenic abscess
(Isolated organisms) CAZ CEZ CMZ ABPC GM
E. coli H# #H o H# — +H
Anaerobe +H+ H H —

O BRI X b FHERIT LA, #itk 4 B HichHH ML, %4 38.4, 50.8, 60.5pg/ml Thoko
FRIE TGO ¥ v — S FEfix{Tie -1 (Fig 4), MBH P EED R, 1 FA% 29. 4pg/ml, fliAt 24.5
FMitk CET, GM, CFX, SISO /¢ & ##5 L1, pg/ml ThHh, TOEEHKE £ 0.5~1 BEE L2
Ko #t v R FT R (Fig.5), AmERE, mikfi, 8% ~AREEICERR LI D TH - 1o HRNRER &5
HELIVICH1IA 16 HE hAH%, 1HE 500mg 2 ~ 4 BRI ED 6. 22 pg/ml HREETH-1:
(38mglkg) 4y 2 THIRIES L7co 10 ARID # 512 k (Fig. 7),

h, VEEATR (Fig.6), AmE7c FoHENED LR 1. % %

oo FEGITIE, FIROBFCCCHBEYEL ot ®, Caftazidime 3BI7E, BGIREREMH5 CPL, CL

BRDRICCHEDEHE S htco BHIVOQME X, CTX, LMOX 7 KD A~7 b AHAEHD, 7

i3, E.coli 5XUVEMH 77 22EBETH 100 5 AEHEEC T AHENLY T K, Serratia ®
4. GBEBEABTOKRE P.aeruginosa % &t 7 ¥ oSEIEBEEY 7 LRaHREY

BIEGNC 313 5 KAIR S HO MpPES L ORI, B TOHEA~2 b APRIILHL$ L cephalosporin §
WRNBEA <L (Table5), 1g M#rbik 1 /RO FTHB!™, B-lactamase I H KETY, HRBHBEO
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Fig. 4 Fig.5
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Table 5 Excretion of CAZ in bile and pancreatic juice (1g i.v.)
(1) Serum (ug/ml)

) Time
. 30min. 1hr. 2 hr. 3 hr. 4 hr. 6 hr. 8 hr.
Case

T.X. 58.5 38.4 15.7 10.7
S.M. 50.8 32.7 11.9 5.23
S.S. 60.5 43.6 14.0 10.1 5.85

(2) Bile (ug/ml)

Time . 30min.
0~30min. 1~1.5hr. | 1.5~2hr. | 2~2.5hr. | 2.5~3hr. | 3~3.5hr. { 3.5~4hr. | 4 ~6hr.
Case ~1hr.
TK 7.62 29.4 21.1 15.6 12.7 10.5 8.08 7.29
(8.0) (7.4 (8.4) (4.9) (7.6) (7.4) (9.3) (9.1)
S.M 9.92 22.3 24.5 14.1
(18.0) (19.0) (27.0) (42.0)
{3) Pancreatic juice (ug/ml) () * volume (ml)
Time
O~1hr. | 1~2hr. | 2~4hr. | 4 ~6hr. | 6 ~8hr.
Case
S.S. N.D. 3.92 6.22 2.42 2.01
(0.75) (3.0) (5.0) (4.0) (1.4)

( ) volume (ml)
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Fig.7 CAZ in bile and pancreatic juice
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Mo 6 b ERR Lo R RAR S, BonEd &t i
P+ A EREORE L A BB,

AEIDOKRF T, 15 FIDSBIEYRREC 2 L T AH)
YHE5L, 12 fl, 80% »AEFEED LI, KBFIT
X, BRI TIREO 3 Aot Th b R0Rm ¥ Ak Es
ThHotehd, MOBBICH L TREAEHTH >,

ARHOAE L DB % & % &, FHHRELRAKCE
#5, SIBRED N RIBABD fTichhicd o foERIL 2 B
T, 1BIIAZIE HE S itk RS RYSE, Tz
&I BRI TIRBERNTH - tco BRI TIRED fL
D 2, ABRBOABE  Tobhic b #5T, BRI
ROEMCE L E 5T,

AWEEFORHRTIE, 77 2BREREC X5 BHEERY
IEAPLBNER EED bhl, i P aerugi-
nosa ¥ {5ty 7 7 A BEHBERYLET 3T 5 EFOHE
DBHLNTHD LEL BB, —F, Bacteroidesiy
E L5 2D MIMEEBEMBREIED & HIc B & HE
Ihtzo KRID in vitro COKHE I T 5 HEK
2, HEBMIED L 5 B 25, BERSED L
T, FHIAZ LD, IOBRFLEERY LT
B RS X hico

BERE, 77 2[GHRE #REED S5, WThn
2HEC LAEAGEPL, Z20F1ADLNELER
Bdhhic, Thix S. faecalis R R IEE 2%, in vitro
TRARCH LEZHOEVCEEN ST T W5 & &
R, ChHoDEFADELY, BEACEEOEC X5&
BIRELIETHH I DTHD LEL bR, D cephem
FHAERTLIHIBO LD LBbhic, RPARC L L ¥
ot 28lb, 1HIE—RANCIERDO EME, o 1 HTik
BIEENCAFNC L5 HBBEORTED, ThbDHE
wEETHY, EERPMECHT 2 AFOERED G

Wk b0 LBbhb,

BlfeORMTIZ, BMERTREORERBS HhY
Mot REBRKTL, 16U GOT, Al-P fEin Ly
D & ohfe 2, BEMDSORMETH ),
CEHHDEHELLIMBD cephem FyidkH L Hey
rozerAmTS L Wb h A3EAFOBESARE A
ey

BENBTORNTIL, ZhiTCOHEY L4ENH
HTE D 5 hie, AROLBRRE M EH0 L 5k
L, WFh b B iRED LR, FRARLL, B
B X B B A 2 TR 4 29.4, 24.5pg/m] T
D, CPZ [ LIHBEL TIEVMATH - 7chS, 8543
~ 6 TL 10pug/ml FEDOMENBOATEY, &
Flo MIC '™ 64T, BERPFECHTHAK
ﬂ:ﬁ'\'%éhf:.o

R DS, BEIEH 6.22pg/ml Thoteo &
ERITIBRBEC RE L - BRNOBRE AV T u itk
», FFDKEKRBTEHEMCRIELTWEVWAEELD
A%, SEOKRFTADRY L, KHHEFP~OFXHOBT
BEFTHRCEEL BRI,

b4 .3

1) O’CALLAGHAN, C.H.; P.ACRED, P.B.HARPER,
D. M. RYAN, S.M.KIRBY & S.M. HARDING:
GR 20263, a new broad-spectrum cephalos-
porin with antipseudomonal activity. Anti-
microb. Apgents Chemother. 17 : 876~883,
1980

2) VERBIST,L. & J. VERHAEGEN: GR 20263, a
new aminothiazolyl cephalosporin with high
activity against Pseudomonas and Entero-
bacteriaceae. Antimicrob. Agents Chemo-
ther. 17 : 807~812, 1980

3) # 30 EHAREREFELRSE, FEIVEVY
A 1. SN401 (Ceftazidime), i, 1982

4) LIVERMORE,D. M.; R.J. WILLIAMS & J.D. WL-
IAMS : Comparison of the B-lactamase stabi-
lity and the in vitro actvity of cefoperazone,
cefotaxime, cefsulodin, ceftazidime, moxa-
lactam and ceftriaxone against Pseudomonas
aeruginosa. J. Antimicrob. Chemother. 8:
323~331, 1981

5) GOzzARD,D.I.; A.M.GEDDES, I D.FARRELL,
S.J.EYKYN, I PHILLIPS, R.WISE & R.M
BROWN : Ceftazidime—a new extended-spect-
rum cephalosporin. Lancet 1 :1152~1156,

1982



CHEMOTHERAPY 708

yoL. 31 S—-3

EVALUATION OF CEFTAZIDIME : ITS CLINICAL EFFECTS
ON SURGICAL INFECTIONS AND ITS CONCENTRATION
IN BILE AND PANCREATIC JUICE

Yosuinort YaMapa, YukiHiko Ikenata, KoHicHi MATsUDA,
Minoru Iwamoto, Hirovya Fukami and Masao Sumivama

Department of Surgery, Hamamatsu Red Cross Hospital

Clinical effects of Ceftazidime (CAZ, SN401) were studied in surgical infections as well as for its
penetration into bile and pancreatic juice.

Ceftazidime was administered intravenously to 15 patients with various surgical infections including
acute panperitonitis, acute appendicitis, subphrenic abscess, postoperative wound infection, etc. The
daily dose of CAZ was 1.5 to 3 g in 14 adults and 500 mg in one 3-year-old child.

Favourable clinical effects were obtained in 12 patients (80%). Surgical treatments were also per-
formed in all these patients except for 1 with urinary tract infections after Miles’ abdominoperineal
resection. Clinical effects in three patients with subphrenic abscess were all assessed to be fair or
poor. Bacteriologically, the organisms isolated from these 3 cases consisted of 2 different species.

Neither adverse effect nor abnormal laboratory finding related to the drug was observed during the
study period.

Concentrations of CAZ in bile were determined in 2 patients who had undergone cholecystectomy
and choledochotomy. During the first 4 hours after intravenous injection of 1 g of CAZ, the bile levels
were 10 ug/ml or higher, with the maximum levels of 29.4 and 24.5 ug/ml, respectively. In the
pancreatic juice samples collected hourly from a patient with postoperative pancreatic cyst, the peak
level of 6.22 pg/ml was attained in the samples collected between 2 and 4 hours after the injection.

Through this study, CAZ was thought to be useful in surgical field, especially in postoperative
infections.



