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Table 3. Grading of response to therapy for surgical infection

Excellent : Two-thirds or more of the signs and symptoms
disappeared within 5 days after the start of treatment

Good : Two-thirds or more of the signs and symptoms
disappeared within 7 days after the start of treatment

Fair : One sign or symptom disappeared within 10 days after the
start of treatment, although less than two-thirds within 7 days

Poor : None of the signs or symptoms disappeared, or else

they worsened, by 10 days after the start of treatment
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Table 4-1. Details about patients treated with cefozopran
Di
.1sease. Bacterium isolated at start Daily | Dura- | Total | Bacterio- L. .
Case site, prior surgery MIC X i Clinical Side
Age|Sex . . | dose | tion | dose | logical .
No. underlying disease, L (pg/ml) efficacy effects
T Bacterium isolated at end (g) |(days)| (g) | response
complication
1 | 57| F | Liver abscess Enterococcus faecalis 12.5 | 1x2 11 22 Unknown | Excellent —
hepatic resection po | Pseudomonas aeruginosa | 3.13
)
not tested
2 | 69| M | Liver abscess Klebsiella pneumoniae | 0.024 | 1Xx2 10 20 | Eradicated | Excellent -
!
not detected
3 |40 | F | Liver abscess Klebsiella pneumoniae 1x2 9 18 Eradicated | Excellent —
hepatic resection(S6) po | Staphylococcus aureus 25
!
not detected
4 | 79| M | Liver abscess with not tested 1x2 11 21 Unknown | Excellent —
cholangitis, |
choledocholithiasis not tested
5 |63 | M | Cholecystitis not tested 1x3 9 26 Unknown | Excellent | AST(GOT)
cholecystolithiasis ) 32 — 101
not tested Al-P
11.9—>23.2
6 | 76 | M | Cholecystitis not tested 1x2 7 14 Unknown | Excellent —
|
not tested
7 |40 | M | Cholangitis not tested 1x2 15 30 Unknown | Excellent —
choledocholithiasis 1)
not detected
8 (94| F | Cholangitis not detected 1x2 16 32 Unknown | Excellent —
cholangioma !
not detected
9 |76 | M | Cholangitis not tested 1x2 10 20 Unknown | Excellent —
choledocholithiasis 1)
not tested
10 | 47 | M | Cholangitis PTCD Morganella morganii | 3.13 | 1X2 7 13 Unknown | Excellent -
cholangioma )
not tested
11 |47 | M | Cholangitis PTCD Serratia marcescens 0.78 | 1x2 7 14 | Persisted | Good -
hepatic resection po |
Serratia marcescens
12 | 71| F | Cholangitis PTCD Acinetobacter calcoaceticus | 6.25 | 1X2 12 24 Eradicated | Good —
gallbladder ca. |
healed
13 |50 | M | Cholangitis PTCD not detected 1x2 7 14 Unknown Good -
pancreas-head ca. )
not tested

po, event occurred postoperatively;
AST, aspartate aminotransferase;

ca., carcinoma;

PTCD, percutaneous transhepatic cholangiodrainage

abs, possibly abscess-forming infection;
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Table 4-2. Details about patients treated with cefozopran
Dis
.1%ease' Bacterium isolated at start Daily | Dura- | Total | Bacterio- .. .
Case site, prior surgery MIC . . Clinical Side
N Age|Sex derlving di | (ug/m) dose | tion | dose | logical efficac fects
0. underlying disease, L m e
.y g Bacterium isolated at end| *® (g) |[(days)| (g) | response v ec
complication
14 | 78 | M | Cholangitis PTCD Escherichia coli 0.05 | 1x2 9 18 | Eradicated | Excellent | BUN
cholangioma | 15.6 > 29 .4
healed
15 | 65 | M | Cholangitis T-tube Enterococcus faecium | >100 | 1X2 7 14 Eradicated | Good -
choledocholithotomy | Peptostreptococcus 0.05
asaccharolyticus
l
not detected
16 | 38 | M | Peritonitis Propionibacterium acnes | 0.05 | 1X2 7 14 Eradicated | Excellent —
perforated appendicitis I
appendicectomy & healed
drainage
17 |19 | F | Peritonitis Staphylococcus aureus 100 | 1x2 8 16 | Eradicated | Excellent | Hb
adnexitis ! 15.2-11.6
healed Amylase
323929
18 |47 | M | Peritonitis Streptococcus constellatus | 0.78 | 1X2 9 18 | Eradicated | Excellent -
perforated appendicitis 1
healed
19 |49 | M | Peritonitis Bacteroides fragilis 3.13 | 1x2 12 24 | Eradicated | Good | ALT(GPT)
perinephritic abscess ! 6 — 62
healed
20 | 78 | F | Peritonitis Escherichia coli 0.05 | 1x2 11 22 Eradicated | Excellent -
perforated appendicitis | Pseudomonas aeruginosa | 0.39
Streptococcus equinus | 0.1
Bacteroides vulgatus 6.25
1
healed
21 | 34 | M | Peritonitis Enterococcus faecalis 12.5 | 1x2 8 16 Eradicated | Excellent -
perforated appendicitis | Peptostreptococcus 0.05
asaccharolyticus
)
not detected
22 | 44 | M | Peritonitis not detected 1x2 6 12 Unknown | Excellent | ALT(GPT)
perforated appendicitis 1) 49— 90
not detected
23 | 56 | M | Peritonitis Escherichia coli 0.1 | 2x2 9 36 | Eradicated | Good | Hb
perforated jejunum Pseudomonas aeruginosa | 0.39 15.0—~11.9
Proteus vulgaris 0.2 WBC
Enterococcus avium >100 1070020600
1)
not detected

po, event occurred postoperatively;

ALT, alanine aminotransferase;

PTCD, percutaneous transhepatic cholangiodrainage
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Table 4-3. Details about patients treated with cefozopran
D
.1sease' Bacterium isolated at start Daily | Dura- | Total | Bacterio- L. .
Case site, prior surgery MIC X R Clinical Side
N Age|Sex derlying disease ! (ug/ml) dose | tion | dose | logical efficac effects
un 3 N
o .y g Bacterium isolated at end | (g) |(days)| (g) |response Y
complication
24 |50 | F | Peritonitis Escherichia coli 0.05 | 1x2 8 16 Eradicated | Excellent -
perforated appendicitis !
not detected
25 | 65| F | Peritonitis Coagulase-negative 0.39 | 1x2 7 14 Eradicated | Excellent | Hb
rupture of pyosalpinx staphylococci 12.3—-10.7
)
healed
26 | 63| M | Intra-abd. infection | Streptococcus anginosus 0.2 1x2 11 22 Eradicated | Excellent —
subphrenic abscess )
(origin unknown) healed
27 | 66 | M | Intra-abd. infection po | Alcaligenes denitrificans 50 1x2 12 24 Eradicated Good —
abs subsp. xylosoxydans
subphrenic resion, 1
subtotal gastrectomy | healed
28 | 63 | M | Intra-abd. infection po | Enterococcus faecalis 6.25 | 1x2 6 12 Eradicated | Excellent —
subtotal gastrectomy !
healed
29 | 55| F | Intra-abd. infection po | not tested 1x2 12 24 Unknown Good —
abs )
total gastrectomy, not tested
splenectomy &
pancreatic tail resection
30 |51 | M | Intra-abd. infection po | Staphylococcus aureus | 3.13 | 1X2 13 25 Eradicated | Excellent —
abs Klebsiella pneumoniae | 0.05
anterior resection for | Pseudomonas aeruginosa | 0.78
rectum ca. !
healed
31 |52 | F | Intra-abd. infection po | Pseudomonas aeruginosa | 0.78 | 1Xx2 15 28 | Eradicated | Excellent | AST(GOT)
abs Escherichia coli 0.1 28 — 89
total gastrectomy for | Streptococcus bovis 0.78 ALT(GPT)
stomach ca. ! 12> 92
healed LAP
237 — 339
(<250)
32 | 61| F | Intra-abd. infection po | y-streptococcus sp. 1x2 15 28 | Persisted Fair -
abs !
subtotal gastrectomy | y-streptococcus sp.
for stomach ca.
33 |13 | M | Intra-abd. infection po | not detected 1x2 | 14 28 | Unknown | Excellent | Al-P
abs 1) 183 — 346 IU
appendicectomy healed

intra-abd., intra-abdominal; po, event occurred postoperatively; ca., carcinoma; abs, possibly abscess-forming infection;
AST, aspartate aminotransferase; ALT, alanine aminotransferase
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Table 4-4. Details about patients treated with cefozopran
D'lsease' Bacterium isolated at start Daily | Dura- | Total | Bacterio- . X
Case site, prior surgery MIC X i Clinical Side
Age|Sex . . | dose | tion | dose | logical i
No. under].ymg disease, Bacterium isolated at end (ug/mD) (g) |(days)| (g) |response efficacy effects
complication
34 | 65| F | Intra-abd. infection po | Escherichia coli 0.05 | 1x2 14 27 | Decreased | Good | AST(GOT)
mainly at pelvic region, | Klebsiella pneumoniae | 0.05 40 — 81
cholecystectomy for | Proteus vulgaris 0.2 ALT(GPT)
gallbladder ca., Enterococcus faecalis 25 35— 66
diabetes mellitus Peptostreptococcus magnus | 0.39
|
Klebsiella pneumoniae
Staphylococcus aureus
(MRSA)
Citrobacter freundii
Enterococcus faecalis
35 | 30 | M | Intra-abd. infection po | Citrobacter freundii 0.1 1%x2 10 19 Unknown Fair -
abs Pseudomonas aeruginosa | 0.78
cholecystectomy & 1)
choledocholithotomy | not tested
36 |39 | M | Wound infection knee | not detected 1x2 8 16 Unknown | Excellent —
(1) excoriation !
healed
37 | 71| F | Wound infection po | Klebsiella oxytoca 0.78 | 1x2 14 28 Replaced Fair Hb
lower midline Enterobacter cloacae 6.25 11.8—-9.9
I-hemicolectomy for | Escherichia coli 0.05 Al-P
colon ca. Enterococcus faecium | >100 199 — 298
Peptostreptococcus magnus | 0.1 BUN
Bacteroides ovatus >100 1234
[
Staphylococcus aureus
Alcaligenes denitrificans
subsp. xylosoxydans
38 | 80| F | Wound infection po | Staphylococcus aureus 25 1x2 7 13 Eradicated Fair -
mastectomy (1) l
healed
39 | 73| M | Wound infection po | Providencia retigeri 0.2 1x2 10 20 Decreased | Excellent -
lower abdomen Escherichia coli 0.1
Enterococcus faecalis 6.25
!
Escherichia coli
Enterococcus faecalis
40 | 55| F | Wound infection po | Enlerobacter aerogenes 0.05 | 1x2 6 12 Eradicated | Excellent -
hepaticolithiasis, Enterococcus faecalis 25
hepatic lobectomy (r) !
healed
41 | 74 | F | Wound infection po | Staphylococcus aureus | 3.13 | 1x1 10 10 Eradicated Fair -
mastectomy (1) [
not detected

intra-abd., intra-abdominal; po, event occurred postoperatively; ca., carcinoma; abs, possibly abscess-forming infection;

AST, aspartate aminotransferase;

ALT, alanine aminotransferase
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Table 4-5. Details about patients treated with cefozopran
Disease
_l . Bacterium isolated at start Daily | Dura- | Total | Bacterio- .. .
Case site, prior surgery MIC . . Clinical Side
Age|Sex ) . ! dose | tion | dose | logical .
No. underlying disease, o (gg/ml) efficacy effects
DT Bacterium isolated at end (g) |[(days)| (g) |response
complication
42 | 41| F | Wound infection po | Pseudomonas aeruginosa | 1.56 | 1x2 6 12 Decreased Fair —
choledocholithotomy !
Pseudomonas aeruginosa
43 |54 | F | Wound infection po | Staphylococcus aureus 100 1x2 7 14 Eradicated | Excellent | WBC
mastectomy (1) ) 8300 — 2800
healed
44 |58 | F | Wound infection po | Staphylococcus aureus | 1.56 | 1x2 6 11 Eradicated | Excellent —
sternotomy 1
not detected
45 |52 | M | Wound infection po | Pseudomonas aeruginosa | 0.78 | 1x2 10 20 Eradicated | Excellent —
ileocecal wound, |
appendicectomy healed
46 |27 | M | Wound infection po | Coagulase-negative 0.78 | 1x2 7 14 Eradicated | Excellent —
ileocecal wound, staphylococct
appendicectomy Actnetobacter calcoaceticus | 0.78
fatty liver l
healed
47 |57 | F | Wound infection po | Pseudomonas aeruginosa | 0.78 | 1x2 5 10 | Eradicated | Excellent -
upper midline, Coagulase-negative 1.56
cholecystectomy staphylococci
[
healed
48 |36 | M | Wound infection po | Escherichia coli 1x2 10 20 | Eradicated | Excellent —
ileocecal wound, Streptococcus sp.
appendicectomy !
healed
49 |37 | M | Wound infection po | not detected 2x2 7 28 Unknown | Excellent -
ileocecal wound, l
appendicectomy not detected
50 | 70 | M | Wound infection po | Pseudomonas aeruginosa | 0.78 | 1X2 15 28 | Eradicated | Excellent -
choledocholithotomy !
healed
51 |89 | F | Wound infection po | not tested 1x2 12 24 Unknown Fair —
upper midline, 1)
cholecystectomy Staphylococcus aureus
52 |54 | F | Wound infection po | Enterococcus faecalis 12.5 | 1x2 10 19 | Eradicated | Excellent -
lower midline, sigmoid | Bacteroides 25
resection with invaded thetaiotaomicron
abdominal wall for )
advanced sigmoid ca. | healed
53 |68 | M | Wound infection po | Staphylococcus aureus 25 1x2 11 22 | Eradicated | Excellent | Hb
upper midline subtotal ! 13.1—11.6
gastrectomy for healed AST(GOT)
stomach ca. 24 — 86
ALT(GPT)
21 - 113
LDH
555 — 802

Po, event occurred postoperatively;

ca., carcinoma;

AST, aspartate aminotransferase;

ALT, alanine aminotransferase
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Table 4-6. Details about patients treated with cefozopran
l?lsease. Bacterium isolated at start Daily | Dura- | Total | Bacterio- .. .
Case site, prior surgery MIC i . Clinical Side
No. Age|Sex underlying disease ! (g/ml) dose | tion | dose | logical efficacy effects
T " |Bacterium isolated at end (g) |(days)| (g) | response
complication
54 |20 | M | Lymphadenitis Coagulase-negative 0.39 | 0.5x2 9 9 | Eradicated | Excellent -
groin(r) staphylococci
!
healed
55 {23 | M | Periproctal abscess | Coagulase-negative 0.78 | 1x2 15 30 Eradicated | Excellent -
staphylococci | 0.2
Streptococcus agalactiae “M
!
healed
56 |40 | M | Periproctal abscess | Escherichia coli 1X2 14 28 Replaced Poor —
idiopathic rectal ulcer | Enterobacter cloacae R
Bacteroides vulgatus
!
Staphylococcus aureus
Bacteroides fragilis
57 |59 | M | Infected anal fistula | Escherichia coli 0.05 | 1x2 14 28 Unknown | Unknown -
abscess arround Klebsiella pneumoniae | 0.05
Streptococcus agalactiae 0.1
Enterococcus avium >100 -
Bacteroides vuigatus 6.25
l
Bacteroides ovatus
Streptococcus morbillorum
58 | 38 | M | Intra-abd. infection po | Klebsiella oxytoca 0.1 1x2 14 8 Unknown | Unknown —
abs Enterococcus faecium | >100
subtotal gastrectomy l
for advanced stomach | not tested
ca.

po, event occurred postoperatively; ca., carcinoma

T Fisher DEEERFHEHEL 71 2EREL 2AV,
HKBERGOFEM EMRET L 1o,

7, AEBRIEVBEHELRER, BEOEHER
BEECEIBIBHEB LT 3 NVY U FESICH
STHEDSN, BEZVWL, OB X 2EERSE, &
T&hiz,

2. HER
1) ERRZNR

FBIEFIZ & OBEHIiE Table 4 &R L 72,

HRFIDOBRZNE 1Z Table 5- 1 2R LTz, EBR
DEEFRZEHIE ST Iz 56 BITIIER) (68 %), B
2098, RE% 84, Fah 1A, BIE 84 BOER
Thol, Tixbb, HEE4GITIIES 44, HRE
% 2 TR 2 B, I % 3 BT I13ER 3 61, PTCD

FDREE X 5 BITI3ER) 2 61, HZh 3B, T-tube FV
F—YHOEEL 1 B3R, BB 10 flTikERS
B, B%h28), BT 100 %, MEEEPIRR 1 HIIEERD
WML 9 BITIIELR 4 B, BRI3H, ©PF
%h 2 B, BIRRY 1 B3 ESRD, WERAURS 17 FICIEERN
1151, RXE%6 6, BEIE 65 %, V> ik 15l
%, NFIEEREE 2 BICIixERh 161, #3150R
BThote,

ERE DN BERTF OEEKZIR 1k Table 5 - 2 KR
L7z, BEABDRRIED >Nz 49 BITIxER) 334
(67 %), BRI8HI, 22EXTH, EX1H, EHE
B4 B DIERTH > 1z, HEERMH 6 BITIXEL 5T
BR0 1, BRI 24 BT IXER 1561 (63 %),
2461, RRER5 B, HHET9 %, BHERRG
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Table 5-1. Clinical efficacy in different infections
Di . Numbers of patients with clinical efficacy of Total
1seas Excellent Good Fair Poor

Liver abscess 4 0 0 0 4
Cholecystitis 2 0 0 0 2
Cholangitis 3 0 0 0 3
Cholangitis PTCD 2 3 0 0 5
Cholangitis T-tube 0 1 0 0 1
Peritonitis 8 2 0 0 10
Intra-abd. infection 1 0 0 0 1
Intra-abd. infection po 4 3 2 0 9
Wound infection 1 0 0 0 1
Wound infection po 11(65) 0 6 0 17
Lumphadenitis 1 0 0 0 1
Periproctal abscess 1 0 0 1 2

Total 38(68) 9 8 1 56

Efficacy, 84 %

PTCD, percutaneous transhepatic cholangiodrainage;

intra-abd., intra-abdominal;

po, event ocurred postoperatively

Table 5-2. Clinical efficacy in single or mixed infections
X Numbers of patients with clinical efficacy of
Infect

mection Excellent Good Fair Poor Total

Not cultured 5 1 0 0 6

Single 15(63) 4 5 0 24
(45) (49)

Mixed 13(68) 3 2 1 19
(39) (39)

Total 33(67) 8 7 1 49

Efficacy, 84 %
Table 5-3. Clinical efficacy by severity of infection

Severit Numbers of patients with clinical efficacy of Total
eventy Excellent Good Fair Poor ota

Mild 4 1 1 0 6

Moderate 20(74) 4 3 0 27

Serious 14(61) 4 4 1 23

Total 38(68) 9 8 1 56

Efficacy, 84 %

19BIT 3% 1361 (68 %), BRI 3, LHER?2
Bl, #5016, BE UOERTH- 12,

X GRIBLE O EE B B DEG R %R 12 Table 5-3 12
WU Tzo STERRYE O BB HE IR R HE DT
bz 56 FlEFIC B THEBET, BIE 6§ TIZER 4
Bl, B 1B, 2B 161, BRK 83 %, HEE 27
BIT3E# 2081 (714 %), AR 4B, LER3H,
B2 89 %, FAE 23 HITIFERN 1441 (61%), B
48, 2B 4B, EH 1B, BRE8BOERT

Hotz,
2) HEERIRIE

SEERE B OMEFEHIRNE % Table 6 - 1 1R L 72,
SEEE CHEENMRHENITON TLERTIIHEE
651K (92 %), WA 28k, TE 48k, HEAEX 2 %O
BTH - Iz, Staphylococcus aureus 8 BRTIXiH K 8
¥k, Coagulase-negative staphylococci (CNS) 58T
1314%% 58, Streptococcus agalactiae 1 ¥R TIIIEE,
Streptococcus anginosus 1 R TIXHR, Streptococcus
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Table 6-1.

Bacteriological response by bacterial species

Bacterium isolated at start

Numbers of strains with bacteriological response of

Eradicated Decreased Persisted Total
Staphylococcus aureus 8 0 0 8
Coagulase-negative staphylococci 5 0 0 5
Streptococcus agalactiae 1 0 0 1
Streptococcus anginosus 1 0 0 1
Streptococcus bovis 1 0 0 1
Streptococcus constellatus 1 0 0 1
Streptococcus equinus 1 0 0 1
Streptococcus sp. 1 0 0 1
Enterococcus faecalis 4 0 2 6
Enterococcus faecium 2 0 0 2
Enterococcus avium 1 0 0 1
Propionibacterium acnes 1 0 0 1
Peptostreptococcus magnus 2 0 0 2
Peptostreptococcus asaccharolyticus 2 0 0 2
Escherichia coli 9 0 1 10
(14)
Klebsiella pneumoniae 3 1 0 4
Klebsiella oxytoca 1 0 0 1
Enterobacter cloacae 2 0 0 2
Enterobacter aerogenes 1 0 0 1
Serratia marcescens 0 0 1 1
Proteus vulgaris 2 0 0 2
Providencia rettgeri 1 0 0 1
Pseudomonas aeruginosa 7 1 0 8
Acinetobacter calcoaceticus 2 0 0 2
Alcaligenes denitrificans subsp. xylosoxydans 1 0 0 1
Bacteroides fragilis 1 0 0 1
Bacteroides thetaiotaomicron 1 0 0 1
Bacteroides vulgatus 2 0 0 2
Bacteroides ovatus 1 0 0 1
Total 65(92) 2 4 71
Eradication rate, 92 %
Table 6-2. Bacteriological response in single or mixed infections
. Numbers of patients with bacteriological response of
Infection i
Eradicated Decreased Replaced Persisted Total

Single 20(87) 1 0 2 23

Mixed 13(76) 2 2 0 17

Total 33(83) 3 2 2 40

Eradication rate, 88 %

bovis 1 BRTIZIHE, Streptococcus constellatus 1 ¥k T
136K, Streptococcus equinus 1 BRTIIIHE, Strepto-
coccus sp. L (R TIXIHKR, Enterococcus faecalis 6 ¥ T
IXEE 48R, K 2 ¥k, Enterococcus faecium 2T

X 1 & 2 Bk, Enterococcus avium 1 £ T 1314 &%,

Propionibacterium acnes 1 ¥ TIXIHE, Peptostrepto -

coccus magnus 2 BRTIXIHE 2 Bk, Peptostreptococcus
asaccharolyticus 2 ¥k T3k 2 £k, E. coli 10 BkTH
W%k 9Bk, RE 1#k, Klebsiella oxytoca 1 #TiRH
R, Enterobacter cloacae 2 ¥R TIXWHK 2 £k, Enlero-
bacter aerogenes 1 ¥R TIIiHK, Serratia marcescens
1 % TIXTE, Proteus vulgaris 2 ¥R TIiRiE% 2%
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Providencia rettgeri 1 ¥R TIXHEK, Pseudomonas aer -
uginosa 8 BRTIZHK THR, B 14k, Acinetobacter
calcoaceticus 2 ¥k TIX M K 2 ¥k, Alcaligenes
denitrificans subsp. xylosoxydans 1 ¥k T I3 %,
Bacteroides  fragilis 1 ¥k T X ¥ %, Bacteroides
thetaiotaomicron 1 ¥ TIIWHK, Bacteroides vulgatus
2BETIZIHE 2 8K, Bacteroides ovatus 1 BT I3k,
DERTH -T2, 4B, SOSBEE NI S. aureus 137
~RTMRSA TH- 7z,

BEZ & IWCHE S NERE O EERTUA OHIE
HZHER X Table 6 - 2 W2/R L 72 TBEBNICHIE SRR
BHFEHThN T 40 BITIXHEE 33 61(83 %), WA 3
Bl, B 20, T 26, HEE B BDBERTH-
12 BEBERGI 23 FITIXIHE 20 B1(87 %), w1
B, T 26, HEAE-T %, EHRERLE 17 HITI3
HE 135176 %), B 261, BRMNR 24, HEEKSS
%DERTH> 12,

3) SEEEERI D MIC

LRFEREF D2 BERE XT3 % cefozopran @ MIC
(ug/mD DWW T Table 7-1KRL 7z MIC DEIE
ENTFZTORTIX0.024 wg/ml 1 £k, 0.05ug/ml 11
Bk, 0.1 ug/ml 64K, 0.2 ug/ml 5%, 0.39 ug/ml 5
B, 0.78 ug/ml 13 4%, 1.56 ug/ml 3%, 3.13 ug/ml
5%, 6.25ug/ml 58k, 12.5%k ug/ml 3%k, 25 ug/
ml 6, 50 ug/ml 1#, 100 ug/ml 2 #, 100 ug/ml
DEAROFERTH - 72,

S. aureus 8 ¥R T 12 1.56 ug/ml 1 #%, 3.13 ug/ml
2%, 25 ug/ml 3£k, 100 ug/ml 2 8k, CNS 54Tt
0.39 ug/ml 2 £k, 0.78 ug/ml 2 %k, 1.56 ug/ml1
¥, S. agalactize 188 T2 0.2 ug/ml, S. anginosus 1
BT 0.2 ug/ml, S. bovis 18 T120.78 ug/ml, S.
constellatus 1 ¥ T3 0.78 ug/ml, S. equinus 15T
1$0.1 ug/ml, E. faecalis 7THETIZ 6.25 ug/ml 2 £k,
12.5 ug/ml 38k, 25 ug/ml 2%k, E. faecium 2#KT
1100 wg/ml LA E 2 £k, E. avium 1#kTi3 100 pg/
ml Bk, P acnes 1#Ti20.05 ug/ml, P. magnus
2ERTIE 0.1 ug/ml 18k, 0.39 ug/ml 1 8%, P. asac-
charolyticus 2 #T13 0.05 ug/ml 2 ¥k, E. coli 8 kT
i20.05 ug/ml 58k, 0.1ug/ml 3%k, C. freundii 1
HTI20.1ug/ml, K. pneumoniae 3 ¥ T 12 0.024
ug/ml 18k, 0.05ug/ml 2 8k, K. oxytoca 1 ¥ T it
0.78 ug/ml, E.cloacae 18T 6.25 ug/ml, E. aer-
ogenes 1 ¥R T 0.05 ug/ml, S. marcescens 1 BT
0.78 ug/ml, M. morgalii 1 # T i&3.13 ug/ml, P.
vulgaris 24K T2 0.2 ug/ml 2%k, P. reftgeri 14T
120.2 ug/ml, P. aeruginosa 10 T 0.39 ug/ml 2

Bk, 0.78 ug/ml 6 ¥k, 1.56 ug/ml 14k, 3.13 yg/ml
1 ¥k, A. calcoaceticus 2 #% T 13 0.78 ug/ml 1 £%,
6.25 ug/ml 1%k, A. denitrificans subsp. xvlosoxydans
18R TIE 50 ug/ml, B. fragilis 18 Tix 3.13 ug/ml,
B. thetaiotaomicron 18 TId 25 ug/ml, B. vulgatus
1 #Ti36.25 ug/ml, B. ovatus 1T 100 pg/ml
UEo®ERTH- T2,

MIC A, BEBRBNICAEREDOWH KK % Table 7 -2
IR L 720 MIC 23518 & W BEERIZN R 235 & AL 7
65 BROFD 59 Bk (91 %) FHEEL, & MIC JLick
358, 0.024 wg/ml 14T id 1k, 0.05 wg/mi 11
T 108k, 0.1 xg/ml SEETIE 48K, 0.2 ug/ml 5%k
TIX 58K, 0.39 ug/ml 58KTIZ 58K, 0.78 pg/ml 12
BETIE 118K, 1.56 ug/ml 3£R T3 2 #%, 3.13 ug/ml
IRTIE 35K, 6.25 ug/ml 5ERTIF 4 ¥k, 12.5 ug/ml
2 KTt 2 4K, 25 wg/ml 6 BETIE 5 4k, 50 wg/ml 1k
T 1%, 100 ug/ml 2 BT 2 B, 100 wg/ml 2LED
4R TR 4 BEDHE L 72

4) BIFAB L VBERREBEOEELT)

KEIDR S & 2 Bt EAOBIER LA S Lo Tz,

BB IR SRR OLTHIBR TERTE DI
58 Bl 56 BT Z DEKAE% Table 8 IC/RL Tz, Zh
5O TEEE L ICIEEREFIR TES 2 RaT L
FEFIDOF 00, REREBOBEDFKIERI % Table 9
WR L7z,

IRIMERR DR FEZE I 55 Bloh, BE 2 4, hZEE
2flD 4 B, QMR OREREE I 55 Flod, &EE 1
B, PERE 2 HID 36, FERKOERELEHIZ 47T
B3ED T, M/IMRBORELZH 53 Flogd, &EEF 1
B, FEEZROBREZXEIZI S5 Flod, BE 76|, h%E
2610 9 B, BHRAEEREDOREEE L 52 flodh, BE
20, FEE1HOIFOERTH - 12, HatEm
BELZFBREEZRLIOIKRBINCA S & —RHEK
L TMEROETH IFIF 3FIED SN, ok
BUELLLTBEEOEHETH -2 (p=0.012), %7,
e ORERERNESE T 10 Bl 4 FlLCBE ORFBEE 2332
SN EERRTIXERE L HIE SNz 24 i 4 )
WKMEROET 2388, BE - FE L HE S NIE
WKL CERECEHEE TH - 12(p=0.031), FFEEED
REEMIOVTOEELHIE SN 24 BT 7 HIFE
Hohn, BE - PEELHEINBCEL TERC
EBHEETH-72(p=0.029), ZHIWHL THREEER
WA IEHR, 20~29 g B 5FET 25 Blch 7 B & AFBER
DEELEBRENS LV L I CBbN 5, HEEnc
BEECTCEZ»L- 7z (p=0.10),

FERI 17 D 38D A & VERBELR THEYIR 22T
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Table 9. Graded worsening of laboratory data observed after treatment of cefozopran classified
by different factors in patients
No. with mild worsening/No. with moderate worsening/All patients observed
Erythrocyte Leucocyte Eosinophilia Platelets Liver Kidney
enzymes function
Total 2/2/55 1/2/55 0/0/47 1/0/53 7/2/53 2/1/52
Different infections
Liver abscess 0/0/4 0/0/4 0/0/4 0/0/4 0/0/4 0/0/4
Cholecystitis 0/0/2 0/0/2 0/0/2 0/0/2 0/1/2 0/0/1
Cholangitis 0/0/3 0/0/3 0/0/3 0/0/3 0/0/3 0/0/3
Cholangitis PTCD 0/0/4 0/0/4 0/0/4 0/0/4 0/0/4 1/0/3
Cholangitis T-tube 0/0/1 0/0/1 0/0/1 0/0/1 0/0/1 0/0/1
Peritonitis 1/2/9» 0/1/9 0/0/9 0/0/9 2/0/9 0/0/9
Intra-abd. infection po 0/0/10 0/1/10 0/0/8 1/0/9 4/0/10% 0/1/10
Wound infection 0/0/1 0/0/1 0/0/1 0/0/1 0/0/1 0/0/1
Wound infection po 1/0/17 1/0/17 0/0/12 0/0/16 1/1/17 1/0/16
Lymphadenitis 0/0/1 0/0/1 0/0/1 0/0/1 0/0/1 0/0/1
Periproctal abscess 0/0/2 0/0/2 0/0/1 0/0/2 0/0/2 0/0/2
Infected anal fistula 0/0/1 0/0/1 0/0/1 0/0/1 0/0/1 0/0/1
Severity of infections
Mild 0/0/6 0/0/6 0/0/5 0/0/6 0/0/6 0/0/6
Moderate 0/0/25 1/0/25 0/0/22 0/0/25 0/2/25 0/0/23
Serious 2/2/24® 0/2/24 0/0/20 1/0/22 7/0/24% 2/1/24
Age (years) of patients
10-19 0/1/2 0/0/2 0/0/2 0/0/2 1/0/2 0/0/2
20-29 0/0/3 0/0/3 0/0/3 0/0/3 0/0/3 0/0/3
30-39 0/0/6 0/1/6 0/0/3 1/0/6 1/0/6 0/1/6
49-49 0/0/8 0/0/8 0/0/7 0/0/8 2/0/8 0/0/7
50-59 0/1/14 1/1/14 0/0/13 0/0/13 1/0/14 0/0/13
60-69 1/0/9 0/0/9 0/0/9 0/0/9 1/2/9 0/0/8
70-79 1/0/10 0/0/10 0/0/8 0/0/9 1/0/10 2/0/10
80-89 0/0/2 0/0/2 0/0/1 0/0/2 0/0/2 0/0/2
90-99 0/0/1 0/0/1 0/0/1 0/0/1 0/0/1 0/0/1
Total dose (g) of cefozopran administered
0-9 0/0/2 0/1/2 0/0/1 1/0/2 1/0/2 0/1/2
10-19 1/1/24 1/0/24 0/0/24 0/0/24 1/0/24 1/0/22
20-29 1/0/25 0/0/25 0/0/18 0/0/23 5/2/25% 1/0/24
30-39 0/1/4 0/1/4 0/0/4 0/0/4 0/0/4 0/0/4

Underlined item (or items) compared with all;
compared by gradings; ¥p=0.031, “p=0.029, ®p=0.10 (NS)
Intra-abd., intra-abdominal;

eLWT7 17 —EEDOERMNA SN, KER
323 D354 9291U £ TER L Twiz, REFEROE
ROFTH SN b D TEREMBEITL T I-aTFEM I3
BETEL LI BN S, FHERBMEAERIZ
BOSDDANVENERAYT Yy F28BE5TEREL,
ABICIEBRL - Z L 2HEL, &F L OBRizH
ZorbHNTVETFHEL T3,
C. # =

OYBETIIREENS OB LD, 72 SADES

Yp=0.012, p=0.047

po, event occurred postoperatively; PTCD, percutaneous transhepatic cholangiodrainage

A7 = £FIDBE% - HRE N T3, REEHTH
BEZ cefotiam (CTM), cefmenoxime (CMX) %H
%, IRELTWw3, CTM izb»BE TR 7K
aminothiazole 2% H A L 7z cephem H| T2 7 2BH
BHONMEE A 2HEL, 77 rBERE T 5H
B A REBOICKT £ L bz 3 fiZic N-methyl-
thiotetrazole % B A L £ AN TORB 22Tl
CUTEHIE LTBFEEshTw3, %7, 5l&K0T
7 L1845~ D methoxyimino EOHAIKL L Y g—7
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72— TEIREEFEHEI T CMX FE 5
wEhSDHBESEEEINT, bhbhid CTM T
371 %%, CMX Tix 82 %ODEMENEONI-Z &
PHE LT, ERMBREENRE L, CTM I cef-
azolin (CEZ) &t L T, BWEREETRL, Tk
EMBEOBECIERCHEVESELED L b8
TENTY. ERICCMX DWW TH CTM ik L
TENTBRELRENIY, T2bb, MEREEIEN
2 LTSRS A RHEENIC 13 CMX DS ISR DS e
wrEzohd, LrL, CMX D5 3 H#H{R ce-
phem | & FRkIC 77 ABHREHR THEET N VERHE
T BIMEAN 1, 2 MM cephem FiZELL T -
Tw %9, Miyake & & 3 i ® N - methyl - thiotetr-
azole # % condensed-heterocyclic azolium (2 &
L, %7 N ORE» S BREFHCEL T TIHE
nr-HEH 2E T 5 EHFI SCE-2787 4% b b cefozo-
pran DERICETI L, EVFHNTEAEE T T2 &
HIZRIEL /219, B &K\ T Iwahi 5 I3EH| & ceft-
azidime (CAZ), flomoxef (FMOX), cefpirome
(CPR), cefclidin (CFCL) @ 4 #|®D cephem FZ D>
THEKET L, methicillin &2 4ED&EE 7 N 7 RH,
KE7 FUERBEICDOWTIZCAZ, CFCL X & T,
FMOX, CPR L iZIZEIZEDOHE I 2FE L, &KEBEE X
T35 MICq & CPR £ D1EL, CAZ LIZIZAETH 3
Z ¥, methicillin iED 7" K 7 ERERIBERE N L T
YMBEER 2R, ZD 4 F D cephem HIOFTHRD
BWMIC 2 RLTW3 Ik, Y7 AREEROBER
RERSEZT, BRARMBEH DY, T S FB
*BEZz Thhibiid CZOP DERBBRICEF L /2
DThH5b,

£9, EENLRE L L TRIEMEROBIRG 5
TH2HERAM%RRZ S L% X seroma NN\DOBEIT 2 RET
T35 LT, ARBMEORIRLEIIBIERDBEBED
—ATEEFILED DL LR L AR BRVWEDITH
29, ZOFHRBEHERAO L VBREINS D
DTRZRVLLH L, SEIORE CILEVINME
D seroma INDORFIOBATIZRIF T30 55/ L 72
58, AEKTHEETRMBELYAVSEEE 505,
PAthtk 4 RREIRIT IR L, AUC TRIME LV~
ERLEBRWIEMTRENT, Ihidseroma AK
RELE L RINOEOFEHREET, MEEh OARF 0 IGHE
AETBITL T ZERFLTL LI L 2K T
2rEZOND, Tbb, KAL) IEMEOL
REDHBEZTIRUNRENRTH 2, AEOR
FHIRE® 512 & 5 T aspoxicillin (ASPC) 12 DWW THT
bh, W% 1BB®Fv—HE®KTIZ ASPC % one

shot BHEL 2B &8I 2~ 3G TmE LY N &
DB THENEEL I EERLTWE I, i, FH S
i cefoperazone (CPZ) 22T 5 BFRILAE TRIKE S
MFELVARILE QORI THEDIEE S I EERL TV,
ESZbNbNOEBETIIILEMNE D seroma I3RE
L7z 4Blodh 36 THRBEERL TS I EE2RW
LT THIRBIO—REBEHTSH I LiIRwIcL
THEME 2RI LVABBICEEL Tyw s L
D, SHIEHEVTRETILEND S, SEDORK
BT 2 B EORAE R T v T ORE R
T X L EEERR seroma DK & WEEFNIZ D\ TIT-
1258, ZhOHRZEBIC/NE % seroma @G L T
LVdidl BRETORMH 5,

VMEROBKIR > SBENRL2EHET 5 2 L3R
KRABREOERERTFEZVICENH > THHRERNITIE
BHETE, FHTHL, KEITOEMEIIE 40 BAE
CEREFSHBRITREHTE Y VK Y 7 A cef-
ozopran UATFTHE Y »RY w7 4) TONEREBIC OV
TIFRNE 210/251 (83.7 %) WXL, KBRATKT 47/
56 (84 %) L2 AKTHZ, LrL, EHERIFE
YV YRY YL T5/251 (29.9 %) WXL T, KERHEAT
38/56 (68 %), T RbbBIFFIZL {FIVZE WS HIR
RS TWBDIED, ZDL SRR E DEHHE
WHELTWEONERMBERL EZ5THDE, bitb
NOBEDEBICRB > TAHTHAS E CTM TOERER
17/24 (71 %), E%ME 8/24 (33 %)Y, CMX TOHER
H23/28 (82 %), EZhFE 9/28 (32 %) TSEIOEE
L ARV T DOREIRIGED > 72, BB R B RS
Mg ERGE I S O BEE O BER TR BRI & A
1258, BEEEMNCAIIGETOENRICEZ2TD R
mole, BEY VRV Y ATIREERE & ORICHEE%:
BHOTVED, bbb OBAED S IIED 6o
12o bbb O - IERFITIIRIE 6 #, FFIE 27
B, BRE 236, FEY > RY 7 ATIIEE 304, B
EE 174 B, FE 47 et U CEEF 2L <> T
72&5T, TOMBERLTWLafEERbH D, /2.
EEEHEREEVPEETE VW D IbhbhidhE
EEALBEUFWEERIE LTz Ly,

HMEFHDRISBEBRICALES, RELELT]
BRI D 65 £k 92 % THLERD, HET N VKRE S
Bk, Lo 8 ke MRSA Tho e, T, &
BESHKRTY THhE THHEAL T, HEBT N YR
B 58 1E CZOP @ MIC 25 25 yg/ml % kB> T
7-08, MEHES NI, £ OMEERICEENED
HHOPBHNZ VO, MRSA tbbd o> THEHAT 52T
RIS, H 5, FEEE2ESH, SHAMERECBRBAZIR
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New parenteral cephem, cefozopran, in treatment of patients with surgical infections

Ken Morimoto, Hiroaki Kinoshita, Shuichi Nakatani, Shoji Kubo, Daisuke Kubota
Second Department of Surgery, Osaka City University Medical School
1-5-7 Asahimachi, Abeno-ku, Osaka 545

Takami Ueda
Department of Surgery, Hattori Central Hospital

Mikio Fujimoto, Koh-ichi Ohno
Department of Surgery, Fujiidera City Hospital

Kunio Ohmori

Department of Surgery, Higashisumiyoshi Morimoto Hospital

Susumu Doi
Department of Surgery, Osaka City Kita Hospital
Present address, Osaka City Sumiyoshi Municipal Hospital

Sanae Hirata
Department of Surgery, Osaka Municipal Shirokita Citizens’ Hospital

Osamu Yamazaki
Department of Surgery, Momoyama Municipal Hospital of Osaka City

Katsuji Sakai
Tanabe Central Hospital

We gave cefozopran, a new semisynthetic parenteral cephem, to five patients with wound seroma after
radical mastectomy, in a study of its pharmacokinetics. We also treated 58 surgical infections with this drug
and evaluted its clinical efficacy in 56 of them. In the pharmacokinetic study, 1.0 g was infused intravenously
for 30 min. The peak levels in the serum were 64.6 to 125.7 #g/ml at 0.5 hour, with a decrease to <0.3 to 8.4
ug/ml at 6 hours. At 24 hours, the drug was not detected in the serum. The peak levels in the seroma were
14.4 to 28.0 xg/ml at 2 to 4 hours, with a decrease to 8.4 to 21.0 xg/ml at 6 hours. The levels in the serum
were simulated well by a two-compartment model, and the levels in the seroma were simulated well by a
one-compartment model. Areas under the curve (AUC) were higher in the seroma than in the serum for
four patients.

Of the 56 infections, clinical efficacy was excellent in 38 (68 %), good in 9, fair in 8, and poor in one, with
an efficacy rate of 84 %. The efficacy was not correlated to the number of strains isolated per patient or the
severity of the infection. The bacteriological response for each bacterium isolated was evaluated. Sixty-five
strains (92 %) were eradicated, two strains decreased, and four strains persisted, with an eradication rate
of 92 %. The bacteriological response of the host was evaluated in 40 infections. Bacteria were eradicated
in 33 infections (83 %), decreased in three, were replaced in two, and persisted in two, with an eradication
rate of 88 %. In 23 single-bacterial infections, bacteria were eradicated in 20 (87 %). In 17 mixed-bacterial
infections, bacteria were eradicated in 13 (76 %) and replaced in two infections, with an eradication rate
of 88 %.

Minimum inhibitory concentrations (MICs) were calculated for the 71 bacterial strains isolated. In the 65
strains evaluated for the bacteriological response, no correlation was observed between MIC and eradica-
tion.
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No side effects were observed during this trial. Large abnormal changes in laboratory data during
treatment with this drug were analyzed by stratification into subgruops classified by the factors responsible.
Hemoglobin decreased in three of the nine patients with primary peritonitis (p=0.012) and in four of the
24 patients with serious infections (p=0.031). Abnormal changes in liver enzymes were observed in seven
of the 24 patients (p=0.029). The number of abnormal changes observed did not depend on the total dose,
although in seven of the 25 patients given a total dose of 20 to 29 g, abnormal changes in liver enzymes were
observed (p=0.10). These abnormal changes seemed to arise from factors other than cefozopran.

These results showed that a high efficacy rate could be expected with cefozopran without serious toxicity
when used for surgical infections.



