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Table 1. Summary of patients with respiratory tract infections treated with cefozopran
Severit Treatment Effect
everity . .
Age . . Underlying C . . |Toral Causative . |Adverse
No. Sex| Diagnosis of . Complication Daily |Duration . - Bacterio- :
w infection disease (g xtimes)| (days) d(og s)e orgamism Clinical logical reaction
M. catarrhalis
Chronic . _ _ (#)=(-) . GOT 1
1161 M bronchitis Mild (=) (=) 1x2 7 14 H. parainfluenzae Good |Eradicated GPT ¢
(4+)=(-)
Chronic CRF P. aeruginosa(+)
2|1 M bronchitis Moderate (=) Chronic sinusitis | 1x2 14 28 ! Fair |Eradicated| (-)
Pul. The(V) (=)
Chronic P. aeruginosa(+)
3| T8 F | nchitis |Moderate (-) (=) 1x2 13 26 ! Fair |Unchanged| Eo.
ronchitis (+)
Chronic CRF
4|77 | M b ... |Moderate (=) SP 1x2 0.5 1 NF Unknown| Unknown | Shock
ronchitis EB
Chronic CRF
518 M .. |Moderate (=) CPE 1x2 7 14 Not done Poor | Unknown| (=)
bronchitis
Sus. lung tumor
) P. aeruginosa(+)
6 |ar|m| Diffuse |y -) RE e | 1 |u | Fair |Unchanged) ()
panbronchiolitis Chronic sinusitis (+)
P. aeruginosa(++)
7|37 | F |Bronchiectasis| Moderate (=) (=) 2X2 14 56 ! Good | Decreased | (-)
(+)
P. aeruginosa ()
8 | 48 | F |Bronchiectasis|Moderate|  Pul. The(V) (=) 2X2 13 52 ! Good |Eradicated| Eo. 1
(=)
P. aeruginosa (4#)
9 | 51 | M [Bronchiectasis| Moderate (=) CRF 2Xx2 7 28 ! Poor |Unchanged| (-)
(#)
P. aeruginosa(#)
10 | 61 | M |Bronchiectasis| Mild Pul. Tbe(V) CRF 1x2 6.5 13 ! Good |Unchanged| (-)
()
Pulmonary fibrosis P. aeruginosa(+)
11 | 71 | F |Bronchiectasis|Moderate (=) 1x2 14 28 i Good |Unchanged| (-)
CRF (+)
P. aeruginosa(+)
12 | 65 | M |Bronchiectasis| Moderate (=) (=) 2x2 13.5 54 ! Good |Eradicated| (=)
(=)
NF
13|25 | M| Pneumonia |Moderate (=) (=) 0.5%2 12.5 | 12.5 ! Good | Unknown | (=)
NF
NF
14|49 | M| Pneumonia |Moderate (=) Bronchial asthma | 0.5%2 5.5 5.5 ! Poor | Unknown [ (-)
NF
NF
15|61 | M| Pneumonia |Moderate CPE. . CRF 1x2 10 20 ! Poor | Unknown | (=)
Chronic bronchitis DLF NF
NF
16 [ 66 | M | Pneumonia |Moderate (=) (-) 0.5x2 14 14 ! Good | Unknown | (=)
NF
Pulmonary Suspicion of beni NF
17| 37 | M | suppuration |Moderate uspicion of benign (=) 1x2 3.5 7 1 Poor | Unknown | (-)
lung tumor
(secondary) NF
NF : normal flora, CRF : chronic respiratory failure, Pul. Th(V) : pulmonary tuberculosis (V), SP: spontaneous pneumothorax,

: emphysematous bulla, Sus.: suspicion, CPE : chronic pulmonary emphysema, DLF : disorder of liver function
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1h. No.| Serum Sput Di is | 48| sex Body
E 2 2g i‘v.d putum agnosis (y’ Welght
200 1 1 o . CB 67 | F 42.5Kg
2 a a BE 51 | M | 44 Kg
100 7 3 o . DPB 42 | M | 49 Kg
] CB : chronic bronchitis
50 1 BE : bronchiectasis
1 DPB : diffuse panbronchiolitis
E
an
2
g1
3 ]
S )
=5
s 5.0
@ J
Q
£
o
1.04
0.5 1
Time after T T T T T T T T T
No.| the end of infusion(h) | 0 | 1| 2| 3 | 4|5 | 6| 7|8
Serum concentration
(pg/ml) 181.4| 96.3 | 54.7 30.6 15.8
1 smem}QQQJmﬂmn_gﬁ 19| AEZS NN XY I
volume(ml) | 6 1 15 2
Serum concentration
(ng/ml) 114.7| 49.2 | 34.8 11.9 6.0 3.0
2 g outum | cone: (wg/b| 11 [ 15 [ 35| ar| |53 27.
putum " yolume (mh) | "5 [ 4 | 26 21 23 16
Serum concentration
(ng/ ml) 91.2( 53.5 21.3 6.4 3.7
3 Isomt me@@ﬂ&&q JEN N B N )
putum volume (ml) | 27 | 27 36 23 26
Fig.l. Serum and sputum concentration of cefozopran
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D% (B, PRHELBDLLDE [RPER,
ELHEORD SN Z b D% [HER] LHFEL
2o

MEERIZNROHE X, FHRSHIHROEEDL» S D
BRHEEOHEREZHEICLT, [#HKl, WY, 1%,
[BERAR], [T LHEL 2,

BIEA R UERREERE OFEIIBMEERZ 5
AR, R, MEBELFERFE#ES EOREY
TORARIZHEL 12,

KHREGHROBEHBEE L MFEFBEOHBE:
Fig. 1 &R U7z, BETEE I, No. 1 TIHAEKT
1R 1.9 wg/ml, 4 BRI 3.4 ug/ml, 6 B
%12 0.9 pg/ml 2R U7z, BT, No.2 T 1.5 ug/
ml( 1 FEf), 4.7 pg/ml( 4 BEREI.), 5.3 ug/ml(6
BEf#), 2.7 ug/ml (8 B¥R9%%), No.3 T3 8.0 ug/
ml (1BFfE#), 12.0 g/ml (3 BERA%, 5 BEER),
6.0 ug/ml (7B5fEIT%) THole, E— 7 fEIIKRK3L
wug/ml (No. 1, 4B¥R3%), 5.3 (No.2, 6 K,
12.0 ug/ml (No. 3, 3B¥f#%, 5BFMER) ThHoT.
—%, MEPEERZ, No 1 TCIIABEKTE, 1, 2,
4, 6RFRIBICK%Z, 181.4, 96.3, 54.7, 30.6, 15.8
ug/ml DEMETHY, FEEIC, No.2 T 114.7(8T
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Table 2. Clinical efficacy
Clinical efficacy Efficacy rate(%)
Diagnosis Total Excellent
Excellent| Good Fair Poor |Unknown Excellent +
Good
X Bronchitis 1 2 1 1 5
. Chronic 6/11
iﬁfl;(\;iaoyn airway Diffuse panbronchiolitis 1 1112 (54.5)
infection - - 54.
Bronchiectasis 5 1 6
Acute pulmonary | Pneumonia 2 2 4
parenchymatous 5 2/5
infection Pulmonary suppuration 1 1
. 8/16
Total 8 3 5 1 17 (50.0)
Table 3. Efficacy of cefozopran in infections with Pseudomonas aeruginosa
Daily dose
Total
X X
Diagnosis No. of lgx2 2gx2 No. of Efficacy rate
cases No. of No. of No. of No. of responders
cases responders cases responders
Bronchiectasis 6 2 2 4 3 5 5/6
Chronic bronchitis 2 2 0 0
Diffuse panbronchiolitis 1 1 0 0
Total 9 5 2 4 3 5 5/9
Efficacy rate by dose 2/5 3/4
BF), 49.2 (1B5fE#%), 34.8 (2B%fE%), 11.9 (4 B &, Moraxella catarrhalis & Haemophilus parain-

fit%), 6.0 (6 BFfE%), 3.0 xg/ml (8 EFfE%), No.
3TIX91.2 (B&THF), 53.5 (1KefI%R), 21.3 (3B
fitk), 6.4 (5BFE#), 3.7 ug/ml (7 EBEREIER) D&
BTHo e Tl dkX%1.13 (No. 1), 1.56 (No.
2), 145K (No.3) TH oz REMFEE T
SRABETEEDLIZXRZ21.9% (No. 1), 4.6%
(No. 2), 13.2% (No.3) Tho1

(3) FRIRAYE M

17 FEFID—E % Table 1 IZ/R L 72,17 BlLEDERK
R IIBER 8B, BER 3B, HEsh5H, FEH1H)
THRIZEIL50.0 % & FYEANC IZTRR TH - 7z (Table
2)o THERBINCAZ L, 1@HSEBREEI 12 5
(70.6 %) L 2D 7 Hggx LD, TDIH IFI(75.0
%) RBEBLEBITH > 72, > T, ZORBEEK
RIEGIBHOBBEORBRRBEEARECERT S LK
2BDT, ZORKE% Table3 i, KKRWERI% Fig.
21, RRERY,

MEZEANCIZ 1081 L 0 11 BRORREBE BB - FE
SN, 7 DWERIZ Pseudomonas aeruginosa 9 Bk,
Moraxella catarrhalis & Haemophilus parainfluenzae

EIHT, Ihs 1RCHT 2 KF OMBEEHIRR

Auenzae \$HIZTEER L 123, Pseudomonas aeruginosa
X 9RRT, HER2EE B 3K TEIKRTH- 12
(Table 4),
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Y—vay 7 LIZRRY, ETSERT, HRAELD
HEERLBRIATER L,

EREEFE Z2H R o, ZONEIZ
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LEETHY, BERTTSRIEIZ2» - 1,
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FESAY 7 = ARTEYE cefozopran 137 7 A
BHE» S RBEE2 S0V 7 AREEICN LIBL < 58
WHENERL, BEOY 7 = LKA SIS VNS
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7783 —EIIHLTbEOEEEETT, 5%
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Course before initiation on cefozopran therapy :

Course after initiation on cefozopran therapy :

1966 ! Pulmonary Tbe(V) ——> Secondary BE
7 cefozopran 2gX2 /daily d.i.v.
| (OPLX
Airway cleaning (in outpatient) T | %%
Chemotherapy instituted on evidence of infection 38 7
(in hospitalization depending on state) /\
N
¢ V\,wﬁwaw%pJV\mrv
October 3, 1989 : Catching cold ——> BE with infection 36 7
WBC 14,400 9,000 8,900 5400
——> NQ administered N‘;{ 7;‘8 5::: ﬂ:g m
CRP 5.67 0.16 —0.82 —-om
~—> Insufficient effect of chemotherapy ESR (1h) 32 26 19 n
(P. aeruginosa colonized) £ aeruginoas tepupiest e = e o

—— NQ was inued (b

of easy reinfection)

The drug was temporarily switched to ST based on
the test for sensitivity of P. aeruginosa

Late August 1990 : Purulent sputum increased
(during continuous treatment with NQ)
— Ch d to cef an administration
during hospitalization

150 *-——*-*l
100 L—l AAAAAAAA

50 P \_._\__L

m' ST —

Sept. 3 4 5 6 7 8 9 10 11 12 13 14 156 16 17 187

1990

Fig.2. Case No.8 48y, ¥, Bronchiectasis

Table 4. Bacteriological response

Organisms No. of strains | Eradicated Decreased Unchanged Replaced Eradication rate (%)
M. catarrhalis 1 1 1/ 1
H. parainfluenzae 1 1 1/ 1
P.aeruginosa 9 3 5 3/9
Total 11 5 5 45.5 (5/11) -
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TeBRIRRBRTH B, E->T, ZDbPEER, VKR
ERLD T2 2REBRESE SN, QRFRIF
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ARBERRETR I OBERBEARLH 5 F [5/
9(55.6%)] LEXRTHoTz, bdsHEHEROL
AR OFBNT 26K 5/9 (55.6%) &, #
40 B ARLEREE ST AR TR DORFFREY
YRV AN B BAEBRRENBHOBRET.L
% (37/48) LHBEL T, EL %5 b, ZhiZLA0
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n, Bo, EABEENICL L) BIFICKE - ek
T3 LERBLIEBRTH S5, BR2OLRDE
B 5/9 (55.6 %) HEEREOTRLEVIBALS A
i, —BCBCLARIFEEBTEI/BREEZ
38, IhbEEORFLIEN LRERITH 2 KR
LzbDEEBEL TS, ZO—InsHEEL THLIN
{, Fig. 2 CREMEFIEERL T, Ffl (=2 —F
Ju HIORMERICDOWTIE, SEREREDEE
BoLE B8N ET L2 ERCEBENSESL, HE
HATET CRESCRELCRLRE~NERET 5720
W, B EBTFoa—F o EOERERICA X
STbDTH3) KNITL2EFOERIZ, —2—F/
o VER TEGIOFBEBRE TIRIHRILEEECTY
FREBRBETER -7 (BEBEOINE TORER) 12d
Abs T, KF 4 g i 2 OHEERETERLIZRED
Bohlzfild 3, BKSBERIC T 5 KEID MIC,,
i31.56 ug/ml AT THD, —HEHF 1 g DEATEHE
T 1 ug/ml LA EOBERATH 6 BEREILLE#ERF 2 1,
Z THHiE dose-dependency 2 RT DT, AHF2 g D
BTEHEE TR FIOBEHEFEEH 1.56 ug/ml %27 Y
T—T&5%, (-7, FBEERLIXL T Table 3
»oLEBTELML, 1Hdg- 52 RLELRS,
FRAEOBESERE 2R 0B D OEFIE XS
HREZL I, Mk 46, MLIBE (FHH) 146
DEFF8BIT, IS INT EREOILENFEIZEL 3
B, #Zh4 61, FEE 1A BIEARELD ThH-o7,
MEZHICIE, BEREXR 1 B Heemophilus
parainfluenzae ¥ Moraxella catarrhalis DRI RS
BITHEILRIC THER (ERZR) -#Hk HEEIEIE)
L7:d8, 207 Blizfn b FREE2RETE R 1>
2o BWRINC A5 L, BRSIETHFIERVIZZNS
6 BT IHEMTRTS 2 6, [KEXWE - RUEMEE
RE 1L 4 PUCHBRE - BHHELH D, T0D4
BIOERIR AN b ESHTH - 7208, ThDelk
V2 BIOBRB AN OB TH -1, #oT, R
HERBEDORR T CIRIIS RELIEZARETIRD S
»3, “RAE TG T ERE s R E L R R E O A e

HWEHRE W IR, IS 4 FloREEYDER
ELTR, EFEROME L HCEFORE NSRS
W WLERTHEREICH 2 BREDTREENE 2 5N b,
EIERIZBE RO T, &&| & ORFEBFEMMRICH
27 LT, ZORBEFRITVALF-—HDObDLE
25, P VRI T LAOXRKNER 1,640 flh T 3
v IBRIERDRER A2 b DBEE1BIDOH (FEE
0.06%) THYH, »hr2EdTEVERETE, §T
KB Eh T ERRAMFITH+FICHKELI 60
THH, BEROEKORBE T 2 BN ERKRNE
DEEEER> bDTIIR» S5, BRBREEERIZ
BERDAIL, BRI SHBE 22 D TidiH
-7,

UEEXY, RENZEEEORIBEIC L 28 SERK
PN L TCHHBFOTE2H5AOER L2,
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Clinical studies on cefozopran

Shigeki Odagiri, Kaneo Suzuki, Hiroshi Takahashi,
Kenichi Takahashi, Takashi Ogura

Department of Respiratory Diseases, Kanagawa Prefectural
Cardiovascular and Respiratory Disease Center
6-16-1 Tomiokahigashi, Kanazawa-ku, Yokohama 236, Japan

The penetration of cefozopran into sputum and its clinical efficacy were studied in patients with
respiratory tract infections. The results are as follow.

1) Penetration of cefozopran into sputum

The penetration of cefozopran into sputum was investigdted in one case each of chronic bronchitis,
bronchiectasis and diffuse panbronchiolitis (DPB). Each patient was given a single dose of 2.0 g of
cefozopran by intravenous drip infusion. The concentration of drug in the sputum reached a peak 3
to 5 hours after adnimistration, and its peaks in the 3 patients were 3.4, 5.3, and 12.0 xg/ml. The serum
concentration, on the other hand, reached a peak at the end of infusion, and its peaks into 3 patients
being 181.4, 114.7, and 91.2 ug/ml and its T,, being 1.13, 1.56, and 1.45 hours. The peak drug
concentration ratio of sputum to serum were 0.019, 0.046, and 0.13.

2) Clinical efficacy

Cefozopran was administered in a dose of 1.0 to 4.0 g daily in a b.i.d. regimen to 17 patients with
respiratory tract infection for 1/2 to 14 days. The clinical effect was good in 8 patients, fair in 3
patients, poor in 5 patients, and unknown in one patient, the overall efficacy rate being 50.0%.
Bacteriological effects of cefozopran on 11 strains of causative clinical isolates were eradicated in 5
strains, decreased in one strain, and unchanged in 5 strains. The eradication rate of causative
pathogens was 45.5%. One patient fell into a shock-like state and died. The causal relation of this
event to cefozopran was considered “probable”, but was not considered definite.

Laboratory tests showed elevation of eosinophil count in one pateint and elevation of serum GOT
and GPT in one patient, but these changes had not clinical implications.



