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ZLANMAGEL, TRAI~111 pg/ml, SU G A1 Y
THE3I1~15.7 pg/mlDO L XNV FCITF L7zo Ui
WASIR AN & Do 2245, 2~ SIS I D5 T10.7 ~
148 4 @/mIDE =7 L XL & b)), 5~6REIN 5} T3
B X EIT BN & G20 70 1903 7T 4L i A 4 2 1 1 )
I TOHMT—1121.2 pg/miE 15 L2 Aol
~20EMDIFMITIX106 g/mFTETF L, £6124~5
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Table 1. Background of patients in pharmacokinetic study

Case Sex Age BW Route of T. Bil AST ALT
no. (y) (kg) bile drainage (mg/d) (V) (119)]
1 M 82 45 PTCD 09 27 63
2 M 57 45 T-tube 0.6 25 28
3 F 59 46 T-tube 0.5 32 33
4 F 84 65 T-tube 0.7 4 78
5 F 75 47 T-tube 0.5 16 12
Table 2. Plasma levels (ug/ml) of cefpirome after venous drip infusion of 1 g for 30 min.
(;Zse at0.5h at1h at2h at4h at6 h
1 114 71.0 51.4 23.1
2 81.9 37.2 224 8.87 3.11
3 784 50.6 229 11.3 4.78
4 109 60.7 37.3 23.1 15.7
5 98.4 63.1 43.3 17.1 10.0
Mean +SD 96+ 16 56.5+13.0 35.5+12.7 16.7+6.6 8.4+57
Table 3. Bile levels (xg/ml) of cefpirome after venous drip infusion of 1 g for 30 min.
Case at0~1h at1~2h at2~3h at3~4h at4~5h at5-6h
no.
1 ND 5.26 10.7 8.18
2 0.57 32.5 51.9 56.0 48.4 40.3
3 21.2 10.6 66.4 130 148 114
4 ND 7.69 8.24 11.3 9.97 10.4
5 2.09 12.1 28.5 21.5 14.5 13.5
Mean + SD 8.0+11.5 13.6+10.9 33.1+255 45.4+51.0 55.2+64.2 44.6+48.2

ND: not detectable (<0.20 ug/ml)
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Pseudomonas aeruginosa DAY S L 7-6 Tid %434,
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SEENICHE SNCHMBEFOIHRIL, 29%kB214
K, 8ERD R, HAEIZT24% Th o7, P aerw-
ginosa|I6BR T RE S N, 4BRATH K L72(Table 9)o

4) BN AFES L UMIC(minimum inhibi-
tory concentration)

TSN REOMICIR26BKIZ DV TH A RETH
2726 P.aeruginosaid6tk THGT S N, MIC6.25 pg/ml,
313 ug/ml, 1.56 pg/mlASENEN2HKTH 5 72, En-
terococcus faecalistZ 28 TMIC25 pg/miTdh - 72 LT3
B L ORKEETE L h ol /2, 100 pg/mllEE
R L 72D it Xanthomonas maltophilia 1%k, AR TH
% Bacteroides thetaiotaomicron T & - 7=, Staphylococcus
aureus T 1ERIZ DV T D 25T S M 72 HSMICIE50 pg/ml
Tohh, Alcaligenes xylosoxidans 1 ¥k, B. thetaiotaomicron
1 ¥k, Bacteroides uniformis 1 ¥k 12 # h £, MIC25

Table 4. Grading of response to therapy for surgical infection

Excellent : Two thirds or more of signs or symptoms disappeared within 5 days after onset of the treatment.
Good ¢ Two thirds or more of signs or symptoms disappeared within 7 days after onset of the treatment.
Fair : Any one of signs or symptoms disappeared within 10 days after onset of the treatment.

Poor : None of signs or symptoms disappeared or else they were aggravated after 10 days.
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Table 6. Clinical efficacy in different infections

Efficacy

Disease Excellent Good Fair Poor Total
rate (%)

localized peritonitis
diffuse peritonitis

po. intraabd. infection
po. subphrenic abscess
po. mediastinitis
wound infection

po. wound infection
suppurative cholangitis

O = OO =N
O NN = OO
o OO OO C O
IO~ O OO OO

WU N =W W

Total 7

—
©

(84.2)

po.: postoperative, intraabd.: intraabdominal

Table 7. Clinical efficacy with different organisms for each patient

Efficacy

Bacternium Excellent Good Poor Total
rate (%)

Monomicrobial infection
S. aureus
S. constellatus
E. coli
K. pneumoniae
P. aeruginosa
X. maltophilia

N[O =O = OO0
DN = O e
—loococo o~
O = W o = =N

Sub-total

Polymicrobial infection
. th@:ohmwron 0 0 1
. uniformis

. colt A 1 0 0 1
. aeruginosa

ool

. aeruginosa
CNS 1 0 0 1
E. faecalis

. faecalis
E. cloacae 0 1 0 1
S. marcescens

C. freundii

K. oxytoca 0 1 0 1
E

K

tzy

. avium

. pneumoniae
A. xylosoxidans 0 0 1 1
P. aeruginosa

E. coli

E. faecalis

C. freundii

B. thetaiotaomicron

Sub-total 3 3 1 7

Total 5 9 2 16 (87.5)

CNS: coagulase-negative staphylococci
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ug/miTdh o720 12.5 sg/mIbh 1.0 K18 W PE i1 452, L
7226 8EK30.8%IZB L A 22 (Tuble 10),
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AR OB & » TIHLEM BRI L0 6 e -
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ATVIzAs, 3 %ICILT L7,
m = ]

R, 104FM1i cephalosporin K| O BF 78 A R ASHE &,
FOIAICH 2 DEME L SAL, B3 LN 6N
L MOEKIAMH ST WD, FOHEIIIWIEL,
M)IThHAN, VI LBEHE T HIE L LA
ST, KRR T AWML BTR TR,
F7:, BRAOWHEROLILLUNORIEZ L S IimttE
NOisME DS kM- ABT AL -TAETL:,
AR OMFIEE AR FE AL D cephalosporinF & [&]
B2 30 & 717 Dmodificationt 2 & W LR, MEH %L
AKLTWwh, 7, ~F AL, VEALHTIEEHIZER

Table 8. Bacteriological response by organisms in each patient

Bacterium Eradicated

Decreased

Eradication
Total e %)

Replaced Persisted

Monomicrobial infection
S. aureus
S. constellatus
E. coli
K. pneumoniae
P. aeruginosa
X. maltophilia

DN O

Sub-total

(=3 IR R R i = -

oo O OCOo
N[O~ O OO =
W = W = N

Polymicrobial infection
B. thetaiotaomicron
uniformis

B.

E. coli
P. aeruginosa
P.

aeruginosa

CNS 1
E. faecalis

E. faecalis
E. cloacae 0
. marcescens

S

C. freundii

K. oxytoca 0
E. avium
K. pneumoniae

A. xylosoxidans 0
P. aeruginosa
E
E

. cols
. faecalis
C. freundi
B. thetasotaomicron

Sub-total 4

Total 10

(68.8)

CNS: coagulase-negative staphylococci
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FTHEIM L 7 £ Lcefotaxime (CTX, HR756) % |i) 58
LY, IS LTV B2, KR CTX M AT D
methoxyimino2k & aminothiazolyl# % {1 4" A oxime type?
cephem®&| T, 3fMacethylsAicyclopentenopyridine ki
EboTWADN, FMTHo, LENTRYEL T
ALV EETHAH, 72, B-lactamase& DAGE B

HPEAHGC, KBD B lactamase & ./ D Enterobacter
I8 X Citrobacterlg (2 LT CRrAiLb )& S4ML, /-
lactamase O A5 MAE R (L ILIRIE Tid D Zevvs Thrik il
& o T B -lactamasell M4 B LN E 626 DDT a -
methoxy H i % & D cephamycin 2 It~ T Bacteroides & 7z
EDUWAMER N T AR )IES > TV B Celotiam

Table 9. Bacteriological response by bacterial species

Bacterium Eradicated

Eradication

Persisted Total rate (%)

S. aureus

CNS

S. constellatus
E. faecalis

E. avium

E. coli

C. freundii

K. pneumoniae
K. oxytoca
cloacae
marcescens
aeruginosa
maltophilia
xylosoxidans
thetatotaomicron
. uniformis

Pt DN b b B e OO = b D e DD e e

DT Om

Ll S I e = I e e e S S R R S R )

N
—

Total

WV OO OO NDO I I OO OO

[ ]
©

(72.4)

CNS: coagulase-negative staphylococci

Table 10. Minimum inhibitory concentration (ug/ml) of cefpirome for each species

Bacterium

o
—
e
o

=0.025 0.05

(=]

oo

MIC (ug/ml)

1.56 3.13 6. Total

(9]
—
(9,
N
[3,]
—
8

S. aureus

CNS

S. constellatus
E. faecalis

E. avium

E. coli

C. freundii

K. pneumoniae
K. oxytoca

. cloacae

. marcescens
aeruginosa
maltophilia
xylosoxidans
. thetaiotaomicron
. uniformis

.0
0
0
0
0
0
1

C OO0 OO OCOHOHMHODOODOO

0
2
0
0
1
0
0
0
0
0

oo e o

DD b e QD e e D)D) DD e BN e e

OO o ocooO~NOOO0COOOOO O
N|Icoooooocoo~oOOoO OO

Total 3 4

N[O OOONOOODOODODOOOOO| N
N|IH-H MM OOOODOOODODONMNODO O
HOOOOOOOOOOOOOOOHS
N(OHOHOODODODDODODODODOOOO

(S~}
»

NfoCcoOoOoOMNMNOOOCDCOOCOODOOD OO
WIOO OO NODDODODODOOHOOOO

CNS: coagulase-negative staphylococci
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Table 11. Laboratory data before (B) and after (A) treatment
Case RBC Hb Ht WBC Eosino TC AST | ALT | Al-P BUN S-Cr.
no. | (x10%mm® | @d) | @) | (x10¥/mm® | (%) | (x10/mm® | AU) | AU) | (KAU) | (mg/d) | (mg/d)
1 B 532 16.5 | 474 217 0 7.5 26 23 8.4 25 1.1
A 527 16.2 | 46.3 114 0 20.3 28 16 8.0 20 0.9
2 B 521 15.6 | 48.6 146 0 19.1 21 15 4.7 8 0.9
A 491 14.6 | 45.1 69 2 24.5 26 33 4.4 15 0.9
3 B 402 11.7 | 35.6 85 22.3 13 10 4.0 11.6 0.9
A 397 11.6 | 35.1 66 4 53.9 33 29 6.0 8.4 0.85
4 B 535 16.1 | 49.6 228 0 24.1 23 17 | 104* 19
A 392 11.6 | 36.3 67 27 21 | 116° 12
5 B 389 11.7 | 35.5 103 3.4 54.2 21 22 16.3 12.1 0.6
A 364 115 | 35.2 83 3 49.3 22 25 13.1 6.7 0.7
6 B 306 95 | 28.3 71 4 40.6 20 16 9.1 10.6 0.71
A 343 10.2 | 31.7 74 1 33.7 25 8 11.7 12.1
7 B 282 9.3 | 284 67 5 16.5 17 10 6.4 10.8 0.7
A 389 12.6 | 40.2 75 1 23.9 18 9 6.4 8.3 0.74
8 B 387 123 | 37.2 73 6 61.1 46 61 42.8 15 1.1
A 322 10.2 | 31.1 111 3 69.9 38 62 43.8 14 0.8
9 B 370 11.8 | 35.2 214 8 20.8 81 214 4.2 50 2.1
A 283 8.8 | 26.7 72 2 30.4 429 | 412 17.0 10 2.4
10 B 339 103 | 31.3 56 8 24.3 27 34 21.3 9 0.6
A 398 12.0 | 36.6 70 21 27.0 34 44 21.8 10 0.7
1 B 325 116 | 32.8 150 0 21.7 33 14 6.4 5 0.8
A 307 99 | 31.2 88 0 31.2 22 11 8.4 7 0.8
12 B 379 119 | 37.0 40 0 19.5 22 13 6.8 11 0.9
A 346 11.0 | 32.0 36 0 17.8 24 16 6.2 12 0.9
13 B 307 8.5 | 28.1 60 0 30.4 21 7 9.0 10 0.6
A 335 8.7 | 28.2 56 0 30.3 21 7 10.8 13 0.5
14 B 357 10.3 | 31.2 72 5 23.6 17 8 7 0.7
A 360 10.5 | 31.1 71 1 46.8 21 14 6.0 6 0.7
15 B 354 12.3 | 35.8 52 4 16.6 16 20 7.0 17.4 0.8
A 379 124 | 36.9 35 4.6 16.7 25 28 6.4 16.1 0.7
16 B 336 9.1 | 28.2 52.6 9.5 15 10 6.1 19.9 0.8
A 18 22 11.3
17 B 388 134 | 40.2 92.7 7.8 26.6 18 17 7.5 15.5 0.82
A 365 124 | 373 55.6 6.3 14 12 5.6
18 B 254 84 | 26.1 86 26.2 57 37 16.4 26.2 1.66
A 300 9.6 | 30.7 73 24.2 44 32 18.7 15.9
19 B 273 8.3 | 26.9 173 19.5 56 15 11.1 5.9
A 271 8.3 | 27.0 93 2 26.6 85 25 10.5 7.1
20 B 333 10.7 | 32.9 79 17 22 13.9 12.0
A 361 114 | 359 48 4 21.9 20 22 15.2 9.7 0.82

* IU: normal, 40 ~250
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(CTM), ceftazidime(CAZ), piperacilline( PIPC), cefox
itin (CFX) & @ I8 T {2 Bacteroides fragilis i 3 L T i
CAZE D N TH B & DD Bacteroides IR 12 13 CFX,
PIPCHSER 3 A A%B. thetaiotaomicron 125K\ ¢ 4L & 410
itk T, Fusobacterium, Veillonella 35KV N & {4 T
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Between September 1988 and January 1990, we gave cefpirome (CPR) to five subjects after surgery and studied the
pharmacokinetics of the drug. In the same period, we treated 20 patients with surgical infections with the same drug and
evaluated its clinical effects.

1. Inthe basic study, 1 g was given intravenously over a 30 min. period. The peak levels in the plasma, 78.4—114 pg/ml,
were at around the end of this time. The peak levels in the bile, 10.7—148 ug/ml, were at hours 2-5, depending on the
patient. At hours 5 and 6, the range was 10.4-114 pg/ml.

2. In the 20 patients with surgical infection, the clinical efficacy of the drug was excellent in seven, good in nine, fair in
one, and poor in two, with an efficacy rate of 84%.

3. The bacteriological response was evaluated in the 16 patients, for whom the species of the probable causative organism
could be identified. The bacteria were eradicated in ten patients, decreased in one, were replaced in one, and persisted in four,
with an eradication rate of 69%.

4. For the six strains of Pseudomonas aeruginosa isolated, the highest MIC was 6.25 xg/ml, so this drug should be effective
toward this species. Two strains of Staphylococcus aureus were isolated, one of which was resistant to methicillin. It was not

eradicated.



