VOL. 32 S-7 CHEMOTHERAPY

227

WP 25 B GediE 12 %9 % Ceftriaxone (Ro 13-9904) 7 g A o # 5

0 g B - G k-
FF 1)

AR HE 2 - BUEHERED
A ARG AL IR — - WA B 1
G TERACES 3 NE
W vi]
WL ST LA BENT-0 2 Ft
g A
e b TR S 3 INEE
hERMR-FEERE- O L
A b 2 N EE
ik 15 A
ol AR S N

® =

Ceftriaxone (CTRX, Ro 13-9904) (312D #1144 28 L v» cephalosporin £ Th 1, A4
O P R R 2 T S BERT 2 R C, F ARG in o vitro X ) in viveo THEILT VAL AR
P. mirabilis, P. morganii, > £ 18 H. influenzae (255 THZSECIE D 20313912 E. coli, C.
freundii, E. aervogenes, P. vulgalis, P. retigeri, S. marcescens 7 X102 L AL HUH 11 % L. 4309
DHEi%e, 2 BN F AN AUE 2 g8, SOEBYSE B L O AUE L RD 20101 BG4 THE )
ARPH X LT, KSRz oG TG L 72, AAIE T H 1 ~4 gf'“ A, 1H 1 gFrix2
g .o i wJ/) U610 Ty 72 ATANHIL8T z"o ), FONILEDISE, A7N2660, o= A7 3
B THERhA 3BT - 7z MIEHT X LT, 260 (4.3%) 12550 A s 07z, BRIKF o) S &
LT 18 (2.1%) (Zilig o GOT.GPT@ Lsbpizsdn, 360 (6.4%) (ZhffsEkhg % 4 27,

LLbonsi L 0, Asiz g HED @A s &2 5,

ARG, B lactamase P B L U EREd 2 L T

F Lt & . N
it R L b

BT AR AT 2P £,
losporin = @) % &l ) v T (g i v g 1%
CLT.5~8.8WER) T, Mk~ feir b i T4 1,

Ceftriaxone (CTRX, Ro 13-9904) (%, 197812 2 1 %,
F. Hoffmann-La Rochett o ThHEEN
724 3o Cepha]u\‘p()rin F R E R T A Y, F o

TREINER" & (2

novitro (2B T A% L0 L oin vive
ASKI L BE 4 cepha-
HEA R AN PRI =
N

fLryetod s Fig 1o =k 7, 3 {0l fis triazin Be 4 4

30 5 A S A2 03 i P8I ) 7055 % 27 bt vl (2

T

1\&/\’

: HEdt <402 29 ?
FIGE VN 98 2 vt = L 2247160 00 N W s s e i o0 1 %
HELD AR AT D TR L 7
Fig. 1 Chemical structure of CTRX WG AR DAL O T L
S
N H 1 CHy 09N ® WHRIE T T A OB E T, 16 L )93
5 («o—NHJj /- \K I -3.5H0 236 CIEYA56.THE) R 16ME L ) 825 3 T o4 Py
M ocH, 0 CHo 57.2) T A, DI MR 4300,
Co0ON.®

PEOLAN SRS X498 2 31, i ey

(AR S WUL J-U Ji (\.r'. )Lk



228 CHEMOTHERAPY OCT. 1984
Table 1 Clinical trials with CTRX
. . Adverse
Daily dosis Effect )
Case | Nume | “6° | Disgnosis g x time)&| SNl . Abnormal
No. Sex (Underlying disease) Dlg;m(;n Clinical Bﬁ)ct_ecr;lo- Overall | laboratory
(days &l finding
. . % : .
1 KY. 43 | Bacterial pneumonia 2g X 2 K ;.meumomae Fair Unknown | Fair None
M | (Bronchiectasis) 17 H. influenzae
66 terial ia| lgx2
2 S.Y. Bacterial pneumonia & S. pneumoniae | Excellent | Eradicated |Excellent | None
M | (ALS) 14
3 H.K. 30 | Bacterial pneumonia lg x 2 Unknown Excellent | Unknown |Excellent | None
M | (CPE) 14
71 . . lgx 1
4 K.N. r Bacterial pneumonia | 12 Unknown Good Unknown | Good None
33 0.5g X2
5 Y.M. E Bacterial pneumonia i‘ S. aureus Good Eradicated | Good None
6 | Hs. | > | Bacterial | 7 Nommalm Excellent | Unk Good | Eosine-
S. cterial pneumoni orm xcellen nown 00
M a alp a 10 r ora philia
46 . . 1lgX 1 .
7 H.T. M Bacterial pneumonia Is S. aureus Good Eradicated | Good None
61 | Bacterial pneumoni 1gx1
8 T.I. a na_pn oma & Unknown Poor Unknown | Poor None
F (Bronchial asthma) 6
16 | Bacterial pneumonia 1gx 1 . N
9 N.S. . K. oxytoca Excellent | Eradicated |Excellent | None
M (Anemia) 7
68 | Bacterial pneumonia 2g X 1
10 S.S. ? P mc,’, & Unknown Poor Unknown Poor None
F (Chronic bronchitis) 3
38 . . 1lg X 2 . .
11 N.S. M Bacterial pneumonia 14 K. pneumoniae | Good Eradicated |Good None
70 . . 1lgx 2
12 T.S. E Bacterial pneumonia 13 S. aureus Good Eradicated |Good None
33 . . 1g X 2
13 R.N. F Bacterial pneumonia 13 S. aureus Good Eradicated |Good None
79 ) . 1gx 2 .
14 Y.Y. F Bacterial pneumonia 15 E. coli Good Eradicaed |Good None
75 . Sl 2gx1
15 S.T. F Bacterial pneumonia | 13 E. agglomerans |Poor Replaced Poor None
51 . . 2g X 1 .
16 M.K. M Bacterial pneumonia 14 K. pneumoniae | Good Eradicated |Good None
ALS: Amyotrophic lateral sclerosis, CPE: Chronic pulmonary emphysema
tbc:  tuberculosis, CHD: Congestive heart disease, RTI: Respiratory tract infection
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Table 1 (Continued)
. . Adverse
Daily dosis Effect ;
Cose | vame| A | | Dinmoss g tmora|  Solaed acion o
No. Sex (Underlying disease) D(udrj}trls(;n Clinical Blactgnf)- Overall |laboratory
ogica finding
68 | Bacterial pneumonia | 0.5g X 2
17 F.O. . Normal flora Good Unknown |Good None
F (Bronchial asthma) 39
35 . . 1lg X 2 ‘
18 T.S. F Bacterial pneumonia 8 Normal flora Good Unknown |Good None
63 . | 1gx2 ' GOT 1
19 N.N. E Bacterial pneumonia g22 Normal flora Excellent |Unknown |Good (GPT
62 . L o1gx1 o , }
20 | T.U. E Bacterial pneumonia 27 S. epidermidis | Good Eradicated |Good | None
54 . . 1g X 2 ) . .
21 K.T. M Bacterial pneumonia 9 S. liquefaciens | Good | Eradicated |Excellent | None
28 . . lgx 2 . .
22 E.S. F Bacterial pneumonia 15 K. pneumoniae | Good Eradicated |Good None
34 X . 1gx 2 . .
23 | M.S. M Bacterial pneumonia 10 K. pneumoniae | Good Eradicated |Good None
73 . . 1gXx 2
24 | K.T. E Bacterial pneumonia 15 Unknown Excellent | Unknown |Excellent | None
64 1lgx 2 ‘
25 KM. E Bacterial pneumonia ng S. aureus Good Eradicated |Good i None
56 . . 1gx 1 .
26 M.K. F Bacterial pneumonia 1s S. marcescens |Excellent |Eradicated |Excellent | None
78 | Bacterial pneumonia 1gx1 .
27 Y.S. S. aureus Excellent |Eradicated |Excellent | None
F | (Old lung tbc) 15
74 . . Igx1 $§
28 | T.O. Bacterial pneumonia Unknown Good Unknown |Good None
M 2g X 117
30 . . 1gx1 .
29 | M.T. F Bacterial pneumonia 3 Unknown Good Unknown | Fair Exanthema
i i X 1
30 | AL 61 | Bacterial pneu.moma le S. aureus Excellent |Eradicated |Excellent | None
F | (Bronchiectasis) 15
ial ia |0.5g X 4
31 AW. 82 | Bacterial pneumonia & Unknown Good Unknown |Good None
F | (CHD) 14
i i 1lg X 2
32 | JK. 60 | Bacterial pneumonia & K. pneumoniae |Excellent |Eradicated |Excellent | None
M | (CPE) 11
ALS: Amyotrophic lateral sclerosis, CPE: Chronic pulmonary emphysema
tbe:  tuberculosis, CHD: Congestive heart disease, RTI: Respiratory tract infection
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Table 1 (Continued)
. . Adverse
Daily dosis Effect :
Case Age Diagnosis (@ X time) & Isolated reaction or
No. | Name | & | Underlying disease) | Duration | ©T8mism Bacterio- Abnormal
. Sex nderlying disease (d? ‘; Clinical logical Overall |laboratory
s &t finding
i i X 2
33 | Mo, | 51 |Bacterial pneumonia| lg C freundii  |Excellent |Eradicated |Excellent | None
M [ (CO-toxicosis) 14
68 . . 1lgx 2
34 | H.N. F Bacterial pneumonia 12 Unknown Good Unknown |Good Exanthema
Bacterial penumonia
61 0.5gXx 3 12\E. coli .
35 T.K. (Lung tbc, & C ! Good Eradicated |Good None
F . . . lg x 2 10|H. influenzae
Liver cirrhosis)
77 | Bacterial i 2g x 1
36 Z.K. ac en‘:i pneum(.)r-ua & H. influenzae Good Eradicated |Good None
M | (Chronic bronchitis) 12
67 | Bacterial i 2g X1
37 K.S. acterial pneumonia & Unknown Excellent |Unknown |Excellent | None
M (O1d lung tbce) 11
74 |B i i 2g X 1
38 K.A acterial pneumonia & K. pneumoniae | Excellent |Eradicated |Excellent | None
M | (CPE) 18
93 . . 1g X 2
39 I.S. M Bacterial pneumonia 2 Unknown Excellent |Unknown |Excellent | None
78 . . lg X 2 L. .
40 | Y.T. E Bacterial pneumonia 14 Unknown Fair Unknown | Fair None
16 . . 1gx 1
41 | Tl r Bacterial pneumonia 14 Unknown Good Unknown |Good None
72 | Aspiration 1gx 1 .
42 Y.T. . H. alvei Excellent |Unknown |Excellent | None
M | pneumonia 15
77 | Bacterial pneumonia 2g X 1 Eosino-
43 | M.T. pRetmo & Unknown Good  |Unknown |Good osino
M (CPE, Hypertension) 14 philia
53 | Diffuse lgx 2 .
44 S.Y. . S. marcescens | Good Eradicated |Good None
M | panbronchitis 14
61 | Diffuse 2gx 1 Eosino-
45 LI . & K. oxytoca Good Eradicated |[Good 0, .
M | panbronchitis 16 philia
; 62 | RTI 1lgx 1 P. aeruginosa . . .
46 K.S. Fair Persisted Fair None
M | (Purulent meningitis) 7 S. aureus
47 YF 72 | Chronic bronchitis 1lgx 2 S. pneumoniae Good Eradicated |Good N
FL e
M | (CPE) 13 E. cloacae 0 radicated | boo on
ALS: Amyotrophic lateral sclerosis, CPE: Chronic pulmonary emphysema
tbc: tuberculosis, CHD: Congestive heart disease, RTI: Respiratory tract infection
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Table 3 Age distribution of patients and clinical effect
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7:(Table 1)
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~19 1 1 0 0 gw' TR Y A 2 2 2 0.5g 1 11 2 oo el 4t
20 ~ 29 0 1 0 0 B 1B, S 1T, AT 2 T S 1g 11
30 ~39 2 6 0 0 WD FEERE 10, S LT 2 B S ) A
40 ~ 49 0 1 1 0 W5, AT L S 1T o 7 0.5g 10
50~ 359 2 3 0 0 A5 T LA T o 7 L 12
60~69 S 6 ! 2 'zs i 6 00, D ERLSEL, A LT 2h H 8
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80 ~ 89 0 1 0 0 A I o
% ~ X o o o n TUHREE 2 (00, P S I, T2 BT b e,
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Table 4 Distribution of daily dose of CTRX and clinical effect
Daily dose Cases and severity Clinical effect
(g X time) Total (Mild, Moderate, Severe) Excellent Good Fair Poor
0.5%x2 2 (1, 1, 0 ) 0 2 0 0
10x 1 12 (1, 11, 0 ) 5 5 1 1
0.5x 4 1 (0, 0, 1) 0 1 0 0
1.0x 2 22 (6, 15, 1) 8 13 1 0
20x1 9 ( 2, s, 2) 2 5 0 2
20x 2 1 (0o, R 0 ) 0 1 0
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Table 5 Daily doses and bacterial effect

T

Daily doses Isolated organism Cases | Eradicated | Decreased Persisted Replaced | Unknown

(g X time)

0.5X 2 |S. aureus 1
Normal flora

p—

1.0x1 S. aureus

S. epidermidis

K. oxytoca

H. alvei

S. marcescens

S. aureus + P. aeruginosa
Unknown |

0.5x 4 Unknown

= |l ,hPO O OOCO|~=O

1.0X 2 | S. aureus

) S. pneumoniae

E. coli

K. pneumoniae

C. freundii

S. marcescens

S. liquefaciens

S. pneumoniae + E. cloacae
E. coli + H. influenzae
Nomal flora
Unknown

COO0OO0CoOO ||l O0OO0CO |00

2.0x 1 | K. pneumoniae
K. oxytoca

H. influenzae
E. agglomerans
Unknown

B el S R Y R P R e - T e T 7F T IS [ N S U W Y

POOOCO |  LWWLWOODODOODOOOO

—
—

20X 2 | K. pneumoniae + H. influenzae

Over all |S. aureus

S. epidermidis

S. pneumoniae

E. coli

K. pneumoniae

K. oxytoca

H. influenzae

C. freundii

E. agglomerans

H. alvei

S. marcescens

S. liquefaciens

S. aureus + P. aeruginosa

S. pneumoniae + E. cloacae
E. coli + H. influenzae

K. pneumoniae + H. influenzae
Normal flora

Unknown

*
PA - OO0 OCOR OO0 OCOODOOO

COOP PO NOOHFH P INAKFMFEFENQI O OO =N | OOk  — i B W [ O OO O W | O
C OO0 OO0 | O OO0 | OO0 OO0OO0OOCOC | oloccoocoococo|oco
COO0OO0O OO0 O0ODOOCOO | O OO0 | 0000000 OOC|o|lo~rco0ocoo|oo

N A e T T S T T o S S N o i S S S
OO OO OO OOCHPODOODO0OO0OOQOO | O O~0CO0OO0O | 0OOoO OO

—
—

* E. agglomerans — P. putida
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Table 6 Relationship between daily doses and adverse
reaction or abnormal laboratory findings

Abnormal
laboratory
findings (%)

Adverse
reaction (%)

Daily doses

(g X time) Total (%)
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05x4 |01 O |01 O |01 O
10x2 | 17222 @5 ] 2229 0.1) | 322 (13.6)
20x1 |09 © |20Y @229 @22
20x2 |01 © |oa  © |01 ©

a): Exanthema

b): Erythema exsudativum maltiforme

¢): Elevation of s-GOT, s-GPT. Eosinophilia
d): Eosinophilia (2 cases)
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CLINICAL EVALUATION OF THE EFFECT OF CEFTRIAXONE
(Ro 13-9904) ON RESPIRATORY TRACT INFECTIONS

TakasHI ITo, KAzuo TANIFUJI, YASUYUKI SUZUKI, KOHTARO ITAKURA,
TAKEHISA MURAKAMI, MIKIO MATSUI, SHUNICHI KiTAzAwA and MAsA0O TAMURA
The 3rd Department of Internal Medicine,

School of Medicine, Iwate Medical University
TSUKASA YOSHIDA
The Department of Respiratory Disease, Iwate Prefectural Central Hospital
TAKESHI BANDO
The 3rd Department of Internal Medicine, Morioka Red Cross Hospital
KazutosHi Gomi, KATSURA Moriva and HirosHi KURAMITSU
The Department of Internal Medicine, Kitakami-Saiseikai Hospital
NOBUHISA SATO
The Department of Internal Medicine, Kanan Hospital

Ceftriaxone (CTRX, Ro 13-9904) is a new cephalosporin with a broad range of antibacterial activity.
It is characterized not only its extraordinary in vitro and in vivo activity, but also by its long half-life. CTRX
inhibits P. morganii, P. mirabilis, and H. influenzae extremely and also inhibits E. coli, C. freundii, E. aeroge-
nes, P. vulgalis, S. marcescens, etc. Therefore, we performed the following clinical evaluation of CTRX on 47
patients with respiratory tract infections including 43 cases of bacterial pneumonia, 2 cases of diffuse pan-
bronchitis, one respiratory tract infection and chronic bronchitis. The dosage level 0.5 to 2 g was admin-
istrated intravenously one to two times a day, and daily doses 1 to 4 g. The efficacy rate was 87.2% (excel-
lent 15, good 26, fair 3 and poor 3). Two cases showed exanthema as adverse reaction. Transient elevation of
transaminase was observed in one patient and eosinophilia in 3 patients as abnormal laboratory findings.

It is concluded that CTRX is highly useful for the treatment of lower respiratory tract infections.



