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Table 1. Concentration of cefozopran after 1g I.V.

Parotid grand

Time (min) Concentration (ug/ml, xg/g) Ratio (%)
ime (min )
Serum Parotid grand Tissue/Serum
15 118.4 21.2 17.9
80 47.8 17.0 35.6
140 45.9 17.9 39.0
170 27.3 4.6 16.8
195 20.1 12.0 59.7
220 18.8 9.5 50.5
305 5.6 8.4 150.0
Submandibular grand
Concentration (ug/ml, x/g) Ratio (%)

Time (min)

Tissue/Serum

Serum Submandibular grand
35 58.5 23.2 39.7
45 46.9 23.4 49.9
50 56.1 17.5 31.2
60 47.3 12.6 26.6
65 68.8 28.8 41.9
80 38.3 15.4 40.2
95 38.0 16.4 43.2
160 26.6 18.0 67.7
187 20.4 13.0 63.7
216 22.4 12.8 57.1
280 17.0 12.4 72.9
290 7.7 3.7 48.1
mwl AEHSEShRA 19 B L, FHEIcA#1g
® X Serum 2EBAEK 20 ml K ERBEHBIRNZS L, 15~305
< o Parotid grand SR FE IR THE S N EEARES (HTR
5100 arotid gran
E o Submandibular grand R 7 B, TR 1260) Z2HEL 72, % R
= W AR ERARIN % BRER U MNFE % 538 U 7o, $REX L 7Rtk
gso i%, bioassay \ZTZ DEE % HIE L 720 Bioassay i
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o © ) ug/mlTHO, BETFRMEMAEBE & MEPREILR
og ™ - = o - 16.8~150.0 % TH > 720 % 7z, T TIBMAIME R

Time after administration (min)

Fig. 1. Concentration of cefozopran after 1g 1.V.
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Table 2-1. Clinical summary of cefozopran
A Dosage Organism (MIC, xg/ml) ) B
Case| 8¢ Di . Before Biological | Clinical Adverse
No. | o) 1agnosis Daily dose| Duration |Total dose effect | efficacy | reaction
Sex (gxtimes)| (days) After
61 E. coli (0.05)
1 M Acute otitis media 1.0x2 7 14.0 ( | ) Eradicated | Excellent
17 P. aeruginosa (0.78)
2 M Acute otitis media 1.0x2 9 17.0 i Persisted | Good
P. aeruginosa (25)
46 P. aeruginosa (1.56)
3 M Acute otitis media 1.0x2 12 23.0 ( l) Eradicated| Good
s . P. aeruginosa (1.56)
46 Chronic otitis media . Leukocyte
4 M (Acute exacerbation) 0.5%2 4 4.0 ( i : Eradicated | Excellent 7600 - 12000
P. mirabilis (0.2)
18 Chronic otitis media E. cloacae (0.05) .
5 F (Acute exacerbation) 1.0%x2 5 10.0 ( l) Eradicated| Exeellent
L . S. aureus (0.78)
6 | M| (e otitl media | 1.0x2 6 12.0 ! Persisted | Fair
cute exacerbation S, aureus (0.78)
L . S. aureus (0.78)
7 | %8| Chronic ofitis media |y 5, 7 13.0 ! Eradicated| Good
F (Acute exacerbation) (=)
A. denitrificans subsp.
L . xylosoxidans (>100)
8 15\/? &hc rotmc otltlsbmte_dla) 1.0x2 8 14.0 l Persisted | Poor
ute exacerbation, A. denitrificans subsp.
xylosoxidans (>100)
s . P. aeruginosa (0.78)
9 | 0 &}‘C’:’t’:‘; )‘(’;‘;;Srb";g‘(’)‘:) 1.0x2 7 14.0 ! Eradicated | Excellent
(-)
S. aureus (0.%9) )
59 Chronic otitis media A. calcoaceticus (1.56 .
10 M (Acute exacerbation) 1.0x2 10 18.0 | Eradicated| Good
(=)
A. denitrificans subsp.
xylosoxidans (50)
Al P. aeruginosa (1.56)
11 F Chronic otitis media 1.0x2 11 21.0 | Persisted Fair
A. denitrificans subsp.
xylosoxidans (50)
P. aeruginosa (1.56)
S. constellatus (£0.025) P
12 12\2 Acute paranasal sinusitis | 0.5x2 4 4.0 ( | ) Eradicated| Excellent Prlozﬂ.];oib?m‘e
H. influenzae 0.1)
13 §A7 Acute paranasal sinusitis | 0.5X2 5 4.5 Sp neumomlae (<0.025) Unknown | Good
N.D.
35 Corynebacterium sp. (£0.025)
14 M | Acute paranasal sinusitis | 0.5x2 10 10.0 ( | Eradicated| Good
-)
2% H. influenzae (0.05)
15 F Acute paranasal sinusitis | 1.0x2 8 15.0 ( | Eradicated | Excellent
=)
54 9. 0%2 3 P. aeruginosa (1.56)
16 F Acute paranasal sinusitis Lox2 3 18.0 ( } Eradicated | Excellent
) -)
. L Neisseria sp. (£0.025)
46 | Chronic paranasal sinusitis . .
17 g (Acute exacerbbation) 0.5x2 6 6.0 ( i ) Eradicated | Excellent
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Table 2-2. Clinical summary of cefozopran
Age Dosage Organism(MIC, xg/ml)
Case . . - Before Biological | Clinical Adverse
No. (Syr) Diagnosis Dally_ dose| Duration |Total dose effect efficacy reaction
€x (gxtimes)| (days) ® After
. A S.intermedius (0.025)
13 |Chronic paranasal sinusitis .
18 M (Acute exacerbbation) 1.0%x2 6 11.0 (i) Eradicated| Good
s N H. influenzae (0.05)
32 | Chronic paranasal sinusitis .
9% (Acute exacerbbation) 0.5%x2 13 12.5 (i) Eradicated| Good
2 S. pyogenes (<0.025)
20 M Acute tonsillitis 0.5x2 3 3.0 | Unknown | Excellent
N.D.
%5 S. dysgalactiae (0.05)
21 M Acute tonsillitis 1.0x2 3 5.0 | Eradicated| Excellent
(=)
31 S. pyogenes (<0.025)
22 F Acute tonsillitis 1.0x2 3 6.0 ! Eradicated| Excellent
(-)
S. pneumoniae (<0.025) N
23 41\2 Acute tonsillitis 1.0x2 3 6.0 Unknown |  Poor 8(13¥ gf R 18’{
N.D.
92 S. dysgalactiae (0.05)
24 F Acute tonsillitis 1.0X2 5 10.0 ! Eradicated| Good
(=)
S. dysgalactiae (0.05)
25 SFZ Acute tonsillitis 1.0x2 8 15.0 | Unknown | Excellent SIégglic.)czy?toeo
N.D.
B. catarrhalis (0.39)
26 17 Acute tonsillitis 2.0x2 3 18.0 | Eradicated| Excellent
M 1.0%2 3 <)
. s S. dysgalactiae (0.05)
22 Chronic tonsillitis 0.5x2 4
27 F (Acute exacerbation) 05x1 9 5.0 NlD Unknown | Excellent
S. anginosus (0.2)
28 2 Peritonsillar abscess 1.0x2 I 21.0 I Eradicated| Good
M 1.0x1 3 )
3 S. intermedius (<0.025)
29 F Purulent parotiditis 1.0x2 6 11.0 | Eradicated| Good
(-)
29 P. micros (£0.025)
30 M Purulent parotiditis 1.0x2 7 13.0 ! Unknown | Good
N.D.
S. sanguis (0.05)
. S. salivarius (£0.025)
31 | 18| Acute submandibular |y ., 8 15.0 S. constellatus (0.1) | Unknown |  Fair
M sialoadenitis |
N.D.
S. equinus (0.2)
52 Acute submandibular P. asaccharolyticus (0.05) . GOT 29 — 57
32 M sialoadenitis 2.0%2 10 38.0 Eradicated| Excellent | Sp130 g
(-)
S. mitis (0.78)
) Chronic submandibular Cerynebacterium sp. (0.1)
B F sialoadenitis 1.0x2 9 18.0 | Gemella haemolysans (0.2) |Eradicated| Good
(Acute exacerbation) | :
( —
75 S. aureus (0.78)
34 M Palatum durum abscess 0.5x%2 8 7.0 | Eradicated| Excellent
(=)
42 Mucor sp.
35 M Chronic otitis media 1.0x2 6 12.0 ! Unevaluable|Unevaluable
Mucor sp.
N.D.. Not done
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Table 3. Clinical efficacy of cefozopran classified by diagnosis
Diagnosis No. of Excellent Good Fair Poor Ef‘ﬁcaﬂcy rate
cases (%)
Acute otitis media 3 1 2 3/ 3
Chronic otitis media
(Acute exacebation) 7 3 2 ! ! 51
Chronic otitis media 1 1 0/ 1
Acute paranasal sinusitis 5 2 3 5/ 5
Chronic paranasal sinusitis
(Acute exacebation) 3 1 2 33
Acute tonsillitis 8 6 1 1 7/ 8
Peritonsillar abscess 1 1 1/1
Purulent parotiditis 2 2 2/ 2
Submandibular sialoadenitis 3 1 1 1 2/ 3
Palatum durum abscess 1 1 1/ 1
Total 34 15 14 3 2 29/34(85.3)

Table 4. Bacteriological response of cefozopran

Isolate No. of strains Eradicated Persisted Eradication
rate (%)

S. aureus 4 3 1 3/ 4
S. pyogenes 1 1 1/1
T S. anginosus 1 1 1/ 1
— S. dysgalactiae 2 2 2/ 2
E S. equinus 1 1 1/1
& S. mitis 1 1 /1
Corynebacterium sp. 2 2 2/ 2

Sub-total 12 11 1 11/12 (91.7)
Neisseria sp. 1 1 1/ 1
B. catarrhalis 1 1 1/1
H. influenzae 2 2 2/ 2
. E. coli 1 1 1/ 1
b E. cloacae 1 1 1/1
£ P. mirabilis 1 1 1/1
g P. aeruginosa 6 4 2 4/ 6
A. calcoaceticus 1 1 1/1

A. denitrificans subsp.

xylosoxidans 2 2 0/ 2

Sub-total 16 12 4 12/16 (75.0)
Anaerobes 5 5 5/ 5

Total 33 28 5 28/33 (84.8)

Bx1361, E2h2HITERNEKES.3% LBD TREFR
BRESIRER L 2o SERBRHOBERRIZ, A¥FEL
3/3, 100 %, BHEFERBMUMES/T, 71.4%, 12
HHREX0/1, JEBISMERXS5/5, 100%, BMHE&
e BMEIETE 3/3, 100 %, BMERHkE 7/8, 87.5%,
RACE BB 1/1, 100 %, {LIEHETEL 2/2, 100
%, BTARK 2/3, 66.7 % ThH o1z, §£72, BWOER
BB 1HEMTH- 72, ThohER, BIBKEA
T AEEE, BEOESFBE Y 7 £ LK cef-

clidin (CFCL), cefepime (CFPM) 2t L TH& <%,
A W8 A A F D meropenem (MEPM) & iFIZARE
ETHD7,

¥/, MEYHHRE, SEshT 7 LBYEE
128kD 3 5 S. aureus D 1 #%E < 11 iz BV TH
KL, 77 LBME 16 4% Tid P. aeruginosa ® 24
A. denitrificans subsp. xylosoxidans D 2 #% K< 12
BROSIELk, BESMETIE 5 HRE THME L, 26T
DEWEERI, 84.8% L RFRRENBONT 4§
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EIORRET 1, S. aureus 75 %, P. aeruginosa 66.7 %
DEBERTHY, Ihid, BEOESHAEL 7 x LK
CFCL, CFPM, AW/ N32 AFZD MEPM &4 <&
BROREE VWX B,

ZeHwowTiE, BRREERELLTHIND
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ZHo5nizDIZGOT, GPT DEE LFEH 15D »
ThHY, icH - ENEWER IR T, ZenEH
LEZSNTZ,

FHIDOWRE BOTMEARI bV, 7 70 ARY
FT—YREEEENOEWTEN, g-779<—¥
T AEVWRENE R U OB BT - K
PREVRZEHDOBRE L B2 b Y 5 L HARGRHE
BREFECBVW TR Y BEAMOEVWERAIC LD
EEzZHN5,
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Pharmacokinetic, clinical and bacteriological studies were carried out with cefozopran (CZOP) on

infectious diseases of the otolaryngological field.
The results were as follows :

The levels of CZOP in the parotid tissue and in serum were 4.6ug/g to 21.2ug/g and 5.6 to 118.4ug/
ml, respectively, at 15 to 305 min following the intravenous administratration of the drug at a dose of
1g. In the submandibular gland tissue, they were 3.7ug/g to 28.8ug/g and 7.7ug/ml to 68.8ug/ml at

35 to 290 min.

In the clinical study, 35 patients with otolaryngological infection were given CZOP at a dose of 0.5
to 2g, 2 times a day by intravenous infusion. The overall efficacy rate was 85.3 % in 34 cases, excellent
in 15, good in 14, fair in 3 and poor in 2 cases. The bacteriological eradication rate was 84.8 % in 28
of 33 strains isolated from the subjects. No adverse effects were observed except for a slight elevation

in GOT and GPT in one case.

From the above results, CZOP was considered to be a useful antibiotic in the treatment of otolaryn-

gological infectious diseases.



