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ZHEPREBRBEED DIRRE BEHEY 1 X 5 T
107/ml P ERSEEINTREEOH BN, v 7 1 =
vE 65 ko CFT & CEX wwxi+% MIC %, {ba¢
kP SEAENT X ) SR % 108/ml & U-CLLigc il

E Lk, WEIE 5% FANLm¥E i BHI-broth®y,
EEMENEL 5% FKAEM LM BHI-agar® % /j
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1) 4v7r=v¥ED CFT x5 MIC

Table 1 w3 X5, CFT o MIC % 3.13ug/ml
CE—=2%b5THML, TOE— 7B 46 ¥ 71

waring

Table 1. Sensitivity distribution of Haemophilus influenzae 65 strains (#g/ml)
MIC
Total strains
078 | 156 | 3.13 | 6.25 | 125 | 25 ’ 50 | 100 | >100
Cefatrizine 65 2 46 11 3 3
Cephalexin 65 6 27 18 8 2 4
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Fig. 1-a Tissue concentrations of cefatrizine
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Fig. 1-b Tissue concentrations of cephalexin
in rats
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Fig. 2-a Tissue concentrations in mice
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Fig. 2-b Tissue concentrations in
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1ERIE O RIS/~ Y Al L, £ANCEEYR
LTkY, BRANBEOSHERIE - I - I - MoIH
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CERWTIE, 1HMNL Y7 r=vHFEIRNEEL, 26
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Table 2. Respiratory infections

C N Age| Sex| B. W Di . D Isolated . Clinical | Side

ase | Name|Age| Sex| B. W. iagnosis osage solated organisms response| effect

1 |Y.S.[30| M |55kg| Pneumonia 2.0g x14days | normal flora fair (=)
—normal flora

2 |T.T.|72 | M | 45kg | Chronic bronchitis 2.0gXx 7days| H. influenzae 108/ml good | (—)
—normal flora

3 |S.U.|75| M |56kg | Chronic bronchitis 2.0gx 7days| Str. pneumoniae 10"/r(nl) good | (—)
S (—

4 |K.D.| 54| F |45kg| Chronic bronchitis 2.0gx 7days| Str. pneumoniae 107/ml fair (=)
—H. inf. 108/ml

5 |S.A.| 69| M | 58kg | Chronic bronchitis 2.0g x26days | Str. pneumoniae— (—) fair (=)

6 |T.S.| 81| M |48kg| Chronic bronchitis 2.0gx 7days| H. influenzae 10°/ml poor | (—)
—H. inf. 10°/ml

7 |M.S.[61| M |63kg| Chronic bronchitis 2.0gx 7days| Str. pneumoniae 10%/ml poor | (—)
—H. inf. 10%/ml

8 |B.S.| 68| M |54kg| Chronic bronchitis 2.0gx14days| normal flora poor | (—)
—normal flora

9 |S.F.| 65| M |56kg| Chronic bronchitis 2.0g x25days | normal flora poor | (—)
—normal flora

10 |S.T.| 70 | M | 52kg | Bronchiectasis 2.0gx17days| Klebsiella 108/ml fair (=)
—Kleb. 108/ml

11 |M.O.| 60 | M |57kg| Bronchiectasis 2.0gx 5days| normal flora poor | (—)
—normal flora

12 {T.H.| 38| F |45kg| Bronchiectasis 2.0gXx 7days| normal flora poor | (—)
—normal flora

13 |A.0.|66 | F |42kg| Chronic bronchiolitis |2.0gx 8days| H. influenzae 108/ml poor | (—)
—H. inf. 108/ml

14 |T.C.| 58| M |59kg | Pulmonary fibrosis 2.0gx27days| Klebsiella 107/ml good | (—)
(FLD) —normal flora

15 |Y.H.| 37| F | 45kg | Pulmonary fibrosis 2.0gx14days | normal flora poor | (—)
(FLD) —normal flora

Table 3. Laboratory findings (Respiratory infections)

Case ESR (1°) WBC(mm?) GOT GPT Al-Pase Proteinuria | BUN (mg/dl)

No. before | after | before | after | before | after | before | after | before | after | before | after | before | after

1 69 37 | 11500 | 7600 15 18 13 13 7.0 | 78| NT | NT | NT | NT

2 NT | NT| NT|NT 18 26 10 13 59| 63| NT |NT | 14.4 | 6.3

3 25 30 4400 | 4900 | 23 20 16 10 7.5 | 7.9 — — | 15.9 | 11.2

4 6 19 5900 | 6100 | 70 30 150 18 | 30.6 | 85| NT | NT | 20.7 |20

5 49 35 | 12700 | 4250 | 13 18 14 15 5.6 | 5.8 — — | NT | NT

6 23 NT | 6000 | 5200 18 22 14 12 85| 6.8 NT | NT | 29.7 | 36.6

7 10 NT 6000 | 6400 31 22 22 15 6.4 6.7 NT | NT | 22.3 | 18.0

8 68 52 6450 | 6300 | 15 13 17 11 70| 70| NT | NT| NT |NT

9 9 7 5400 | 7000 | 13 19 9 4 50| 7.0 — — | NT | NT

10 110 78 6200 | 7200 13 16 15 14 7.0 | 7.0 — — | NT |[NT

11 56 48 7200 | 6800 | 21 23 19 17 7.0 |NT — — | NT | NT

12 18 14 7600 | 7200 | 23 20 21 23 7.8 | 7.4 — — | NT | NT

13 42 53 6700 | 6400 | 15 15 18 14 7.8 | 7.8 NT | NT | NT |NT

14 59 50 7800 | 6900 | 18 17 21 25 5.0 | 6.5 — — | NT |[NT

15 18 25 7100 | 6900 | 21 24 19 17 6.5 | 7.0 — — | NT [NT
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T 5 RZ I 2 dic 3.13ug/ml THBOK, 14
AR, 16 EHOHK T AL B, ¥, CFT
DOEERZ X 5T, BEREL LTS v 7= v P ERS
MEX R LI 7 EMT, BUEKEXAT, BREER
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CHEZNR Lo BRERDHKEI L EHTH - o
DA E OB O FHIE L A A A T BT LB
2, BEENFA—REAh bEAFDOTEBRTORETC XS
P3DEMEINI D0 TOEDERVBDETHELEELD
Noo MARENERETH S 2 FINTEDOMWE L LEEW
PHBEDBRICEIE, AFBREOFTHBENLELT
BRI

BEAREHE 5812 2.0g 54T, BHHOF
BEEAKIT 14 AR, RREBHADOFEEE R KT 16
B, ®|HAOTFHEEART 12 BMTh -7 5
BE L 2R L ORICIZE Hh o HBIBIRILER D e b
otco FRIDOFRBRIEDOH G EIRZHLETHE
RETIX1AR2.0g CHREFTHBLELLRDM, 4
V7N = VFERPECOWTREEREDOREZSHD
BT E BV,

Q@R RRYSE « BT Table 4, 5 wiRTo 7HEH
NEYTH oo 4BBRKEE, 10N TrTFVRST
Y R, 1GMFEE Lich o e F AEHREORYT,
CFT o5 X b MEROME LEERER O 3E % &
oo REEREYIETHMMOBE L, BAEIKZHLE

Table 4. Urinary infections

Case | Name| Age | Sex | B. W. Diagnosis Dosage Isolated organisms Séis;ifx?sle eSﬂi.gcet
1 [T.N.| 75 F 38kg | Acute cystitis 1.0gx7days | E. coli 108/ml — (=) | good | (=)
2 |M.F.| 86 F 61kg | Acute cystitis 1.0gx7days | E. coli 10"/ml — (—) | good | (—)
3 |E.M.| 61 F 36kg | Acute cystitis 1.0gX7days | Proteus 108/ml — (—) | good | (=)
4 M.A.| 75 F 40kg | Acute cystitis 1.0gx7days | E. coli 105/ml — (=) | good | (=)
5 |S.A.| 28 M 58kg | Acute cystitis 1.5gx5days | E. coli 10%/ml — (—) | good | (=)
6 |T.A.| 47 F 43kg | Acute cystitis 2.0gx4days | E. coli 105/ml — (—) | good | (—)
7 |S.T.| 65 M 65kg | Chronic cystitis | 1.0gX7days | GNB 10%/ml — (=) | good | (=)

Table 5. Laboratory findings (Urinary infections)
Case ESR (1°) ‘WBC (mms?) GOT GPT Al-Pase Proteinuria | BUN(mg/dl)
No. before | after | before | after | before | after | before | after | before | after | before | after | before | after
1 9 NT | NT |NT | 22 14 10 14 | 12.8 |16.2| NT | NT | 16.6 | 27.5
2 35 17 | 4000 | 4400 | 16 10 10 14 6.4 | 85 + — | 13.5 | 14.5
3 NT 44 | 9200 | NT 14 20 14 12 NT 9.6 NT | NT| 6.4 | NT
4 8 13 | 7300 | 6750 | 18 19 17 15 NT | NT + + NT | NT
5 12 15 5800 | 6100 13 13 10 9 NT |NT +H + NT | NT
6 13 15 | 6800 | NT 8 10 7 13 5.3 | 5.0 + - NT | NT
7 NT | NT | 5200 | NT 13 13 15 11 5.3 5.0 + + NT |[NT
Table 6. Biliary infection

C . . . Clinical | Side
ase | Name| Age | Sex | B. W. Diagnosis Dosage Isolated organisms response |effect
1 |F.S.| 38 F 45kg | Acute cholecystitis | 2.0gX7days | no test good (=)

Table 7. Laboratory findings (Biliary infection)

Case ESR WBC(mm?) GOT GPT Al-Pase Proteinuria | BUN (mg/dl)
No. before | after | before | after | before| after | before | after | before | after | before | aftre | before | after
1 9 NT | 4500 | NT 12 29 10 16 15.4|15.2| NT | NT | NT | 20.4




VOL. 24 NO. 9

CHEMOTHERAPY

1805

THRY 1IAHEREX 1.0g TR THH LEL DA
%o

@NEERGSE : BB Table 6, 7 TRTo Zt:AZE
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A OEA 47 4 12 A ¥ TO 1EMTIE 25% &%
TWBZ ENDLBRIND, D4 v 7 r=VHEes
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BDT, WMNOGHERPINT ENEDR, IR
DBEIMENZ LIITFET DL D TR\ Fhfidk
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EXb L RFRPRENREL, »oNANELREYDTD
BBERI, RPRPRERIFFEED MIC ¥z
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MIC 2MEWC & LBE— I THIDTH b, 7iF 5,
BEOSERIC ST, 1 v 7r= v FERTEER
RYPETH DT LR eht, 4 v 7=y FERRYE
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ftwEBbh, —ELHRENIEOhITWEE XL DR
%o
'kab,$ﬂm20gﬁ4&%ﬁﬁ4y7»:yf
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BRLFECILER BV LR EWRTHES RS
HBTEARY, ERDOE7 > v ARY VREQFI, H
HHOE» DML —HEALDIDEE XX S0
# E
@ PEBEHEA v 7= VHE 65 BiesdTs CFT
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Laboratory and clinical studies on cefatrizine were performed with following results.

1) MIC values of cefatrizine against 65 strains of respiratory pathogenic Haemophilus influenzae
ranged from 1.56 to 25 ug/ml, and those values were four times lower than those of cephalexin.

2) After oral administration of cefatrizine 100 mg/kg in rats, tissue concentrations reached peak
values in 1 hour. Tissue levels in order of concentration were kidney, serum, liver, and lung, and
each value was 112, 100, 28.0, 11.2 ug/ml. Half life of cefatrizine in tissues was between 1 hour to
2 hours.

After oral administration of cephalexin 100 mg/kg in rats, tissue concentrations reached peak values
in 30 minutes. Tissue levels in order of concentration were kidney, serum, liver, and lung, and
each value was 204, 148, 44.0, 12.4 ug/ml. Half life of cephalexin in tissues was between 30 minutes
to 1 hour. '

3) After oral administration of cefatrizine 200 mg/kg in mice, tissue concentrations reached peak
values in 30 minutes. Tissue levels in order of concentration were serum, liver, kidney, and lung,
and each value was 100, 62.9, 35.0, 12.0 ug/ml.

After oral administration of cefatrizine 200 mg/kg in BCG-infected mice, tissue concentrations
reached peak values in 30 minutes. Tissue levels in order of concentration were serum, liver, kid-
ney, and lung, and each value was 130, 83.0, 37.0, 18.0 u#g/ml.

4) Cefatrizine was administered orally to 23 patients. Respiratory infections were 15 patients
(pneumonia 1 case, chronic bronchitis 8 cases, bronchiectasis 3 cases, chronic bronchiolitis 1 case,
pulmonary fibrosis 2 cases), and cefatrizine was administered at a daily dose of 2.0g. Three cases
responded well, 4 cases fair, and 8 cases poor.

Urinary infections were 7 patients (acute cystitis 6 cases, chronic cystitis 1 case), and cefatrizine
was administered at a daily dose of 1.0g~2.0g. All cases were well responded.

Biliary infection was 1 case (acute cholecystitis), and cefatrizine was administered at a daily dose
of 2.0g. Cefatrizine was effective in this case. )

5) One case with respiratory infection had minimal hyperazotemia, and after administration of
cefatrizine hyperazotemia was increased slightly. The others had no adverse reactions.



