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Chemical structure of THR-221
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Table 1 Clinical trial of THR-221 on patients with respiratory tract infection
Maximum
Case | Ase BW Diagnosis Dose | Duration lsolat_ed Sputum sputum Clinical Side- R
No. | Sex (ke) i (s/day) | (days) orgamsm character | 1€v€! of effect effects emarks
N Underlying diseases (MIC : ug/ml) THR-221
{ug/ml)
B. calgrrhalis P5
Chronic bronchiolitis 1%10 (li 56)
1| % | s0o0 2 | 20.5 | K oxproca 4.30 Fair -
' 105
, P4
P. aeruginosa
2x10
Chronic pulmonary H. influenzae P5
2| 8 |6 _emphysema | | g o | 1XI0° 2.74 Fair | Diarrhea
M + Infection L 1} P3 Exanthema
Pulmonary emphysema Normal flora
Bronchial asthma B. cau;rrhalir‘ P4
3 25 62,2 |+ Infection 4 12 8x107(3.13) 0.448 Poor _ Eosino
M ) } (5-+11-2%)
Bronchial asthma P4
Normal flora
H. influenzae P4
>10%(0.2)
Bronchopneumonia B. catarrhalis®
54 5% 10°
4 F 49.0 2 12.5 ] 1.66 Good -
E. faescali.t P1
Liver dysfunction 1Xx10
S. epidermidis
5X10°
G((S)JT 106-49)
Chronic bronchitis .
H. m(f)lautnzae Ps G(I;‘T 1282)
X . =
s | 8 s 4 | 7.5 |PXIFOD 4.90 Good -
M ) LDH
Spontaneous Normal flora P3 (426-+502-+430)
pneumothorax Y -GTP
(34-+53-+54)
Chronic pulmonary H. inﬂ7uenzae P2
X .
6 | & | s20 _emphysema |, |, | 2X107(0.1) 0.663 | Good -
M + Infection i P1 ‘
Pulmonary_emphysema Normal flora
. K. pneumoniae* ;
Pneumonia 6 P2
X .
7| % | w0 — 4 | azs [PXW0 (0‘39) , 4.50 Good -
MSR P2
Normal flora

* P -lactamase positive
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Fig. 2 Serum levels of THR-221
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Fig. 3 Sputum levels of THR-221 of individual cases
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Fig. 4 Sputum levels of THR-221
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T REMIEEENORLMO MIC ERMLTHY,
BEARMB R Y KB L TV, BEEFREANMIC & hig
W ER LESIIMIHAL7- b DD, BERAIZIIRY
THolo Fig2~4L WHOMNL LI, ERORSR
Lt B L UREHEDIRAEMIC 2 dose response MFEAE
Hohie, T, M EBRPBITEIZ0.2~2.0%T,
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EEDRESERAMICH LN DILOCDENH 51, Z0
HHDENDKESRBELY PBXTVELHIZ, XM
Ot SN AHRBAL, REDHM, NHTWHOETHEM
LREIZEBLDTHHH,

KRIZ, BRAORIE TIZADAN T AP 4HT, AHE
57.1% TH - 7-H, MEFEHZHEIZBVTIL in vitno D
P NIZ—® L T, H influenzae, B. catarrhalis B LU
K. pneumoniae 13 B-lactamase B&t% - B2 A b6t
CRADHRERIBL, TNTHELL. L LEDS,
IhoREMEMELKE, EROREHIEBORITIZY
P. aeruginosa, E. faecalis, S.epidermidis f, B IV %
WEMSOHBLTWAZ it L T+ 2381
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Table 2 Laboratory findings before (B) and after (A) administration of THR-221

Case Peripheral blood Liver function Resal function ESR
No RBC Hb Ht WBC | Bosino | GOT | GPT | AI-P | LDH | y-GTP| BUN S-Cr | .CRP o)
) (x10%mmd) | g/d)) | (%) | (mm¥ | (%) | au/Ly | qu/L) | au/Ly | (U) | @U/al) | (mg/dl) | (mg/dl)

B 518 15.0 | 44.6 | 5800 3 26 24 126 458 28 n 0.8 - 16

! A 472 13.6 | 40.4 | 3700 3 30 31 122 406 13 10 0.7 — 25
B 474 13.9 | 40.8 |13300 0 20 21 123 357 86 18 1.0 6 +

2 A 547 15.6 | 47.7 | 5400 9 22 18 102 384 37 13 0.8 - 13

B 589 16.8 | 49.6 | 7000 5 30 42 506 10 0.7 - 6

3 A 616 17.3 | 51.3 | 9000 2 21 23 99 385 23 1 0.9 4+ 3

4 B 367 1.2 | 33.6 | 6400 7 51 60 269 414 | 193 15 1.0 t 112

A 368 11.3 | 33.8 | 4900 7 117 122 183 382 | 182 42

5 B 465 13.8 | 41.5 | 8700 2 53 64 74 426 K7} 15 0.9 - 21

A 451 13.6 | 40.3 | 7200 4 49 82 66 430 54 15 0.8 - 38

6 B 558 16.7 | 50.8 | 7500 4 16 18 60 246 13 12 0.6 - 1

A 535 16.2 | 49.2 | 6800 5 20 15 69 290 11 13 1.0 - 2

7 B 369 11.5 | 33.6 | 3600 5 36 27 154 338 | 117 30 1.3 - 79

A 330 10.4 | 30.4 | 4300 6 47 36 191 395 | 118 34 1.2 - 67
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SERUM AND SPUTUM CONCENTRATIONS OF CEFODIZIME(THR-221) AND ITS
THERAPEUTIC EFFICACY IN RESPIRATORY TRACT INFECTIONS

Yasuo Tanno, Kiyo NisHioka, Hisako OGIwARA, YUKO SATO, YURIKO SHINDOH, IsA0 OHNO,
RuURIKO MAMUNE, SHIRO IDA and TAMOTSU TAKISHIMA
First Department of Internal Medicine, School of Medicine, Tohoku University, Sendai

Cefodizime (THR-221), a new derivative of cefotaxime, was given to 7 patients with respiratory tract infection, and its
pharmacokinetic behavior and clinical response were examined.

The patients involved 2 cases of pneumonia, 2 of chronic bronchitis, 2 of pulmonary emphysema and 1 of bronchial
asthma with infection. One gram of the drug was dissolved in 100 ml of saline, and 2 g or 4 g were given to patients via
i.v. drip infusion b.i.d.. The duration of dosing ranged from 7.5~25.5 days.

Clinical efficacy was good in 4 patients, fair in 2 and poor in 1. The efficacy rate was 57.1 %.

The causative organisms isolated were H. influenzae in 4 patients, B. catarrhalis in 2 patients and K. pneumonige in 1. Of
these strains, 3 were g -lactamase positive, but all organisms isolated were eliminated.

Peak serum levels were 57.4~114.0 ng/ml and 204.87~236.16 .g/ml after a single administration of THR-221 at 1
g or 2 g respectively. Half-life was 2.84 and 2.39 h respectively. Peak sputum levels ranged from 0.49 ~4.90 ng/ml
(mean: 2.74 ug/ml), being attained at 2 h in 2 patients and at 4 h in 4 patients, respectively.

As to adverse reactions or subjective symptoms, diarrhea and rash occurred in 1 patient each on day 20 and 26 respec-
tively, but these were slight and disappeared soon after discontinuation of dosing.

As to laboratory examinations, slight eosinophilia was noted in the same patient, and slight elevation of GOT, GPT,
LDH and ¥ -GTP in another.



