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MIC D LbERRET &
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Fe7 o LRBONEMETHS cefotiam hexetil (CTM-HE) 2T, cefaclor
(CCL) & MIC %#tt#& L, & 512 CTM-HE % MRBEPESNIIZEL, ZOERME
ERETL 72,

AL ERIE, RN 12 5k, BRODBENRIL 6 B8 122 4R Th - 7o, BRIRSTBERRIT,
Streptococcus pneumoniae 18 £, Staphylococcus aureus 25 ¥, Klebsiella pneumoniae 17
¥k, Pseudomonas aeruginosa 26 ¥k, Haemophilus influenzae 27 %k, Branhamella
catarrhalis 9tk TH > 72,

CTM-HE OFEMRTH % cefotiam (CTM) & CCL ® MIC *» BRI LIz L Z 3,
K. pneumoniae, S. aureus, H. influenzae, B. catarrhalis Ti¥, CTM X CCL X W Eh
TWwiz, &7 S pneumoniae B W TIX, RAEDHTEBENIERLICH, P aeruginosa W28
WTIEHER & b MIC i3 100 ug/ml LETH > 72,

5z, FPREBEBRSE 104lics\C, CTM-HE =%{ERL7:», EX16], 244,
RREAG], HERELIGITH -1,

BIfER L, &t 14, GPT L& 24, Eosino L& 16ITH -7z, M@t 1%k TAR

RIERIIXEI R, IhoDREBBLVEETH -T2,
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Table 1 Antibacterial activities of cefotiam against
standard strains of the bacteria

Organism

S. aureus ATCC 6538P

S. epidermidis ATCC 12228

E. faecalis ATCC 14433

B. subtilis ATCC 6633

C. freundii ATCC 8090

K. pneumoniae ATCC 10031

. cloacae ATCC 13047
marcescens ATCC 14756
vulgaris ATCC 13315
mirabilis NCTC 6197
aeruginosa 1IFO 3453

. hydrophilia ATCC 15338

nuvvivLlm

MIC(ug/ml)
Cefotiam Cefaclor
0.025 0.78
0.05 0.78
0.025 0.05
0.05 1.56
0.78 12.5
0.025 0.2
12.5 >100
6.25 >100
0.025 0.78
0.05 1.56
>100 >100
1.56 >100

%%, 4B CTM-HE 0oEHETH S CTM &,
cefaclor (CCL) 22T, MIC Q&R 1TV, &
512, MIRIFREGAE 10 flic DWW T CTM-HE O%E %
BREL, UTOREE2BOTHRET 5,

I.mERA=E

(1) EBAE

CTM & CCL KOWTHZERXREINTWBIE
#k L, RRRFEZTHREREPRREZICE W
TR D & BN BRIBERIC OV T,
MIC %#&FL 72,

I o DOFEME & BREUIE, EHERR 12 8%, SRR BRR
65 122 8 T, BB IR 2 B % 13 Streptococcus
preumoniae 18 ¥, Staphylococcus aureus 25 %k,
Klebsiella pneumoniae 17 %k, Pseudomonas aer-
uginosa 26 ¥k, Haemophilus influenzae 27 #%,
Branhamella catarrhalis 9% TH > 72,

UEDERICOWT, {EEBEEF¥EORELE
RKFRFRE? 0L D, RANFEBEHILBE (MIC) %
HIEL 72,

HH M L U Tid, Heart infusion broth (3FF)
2RV, S preumoniae WXTL TIX, EME% 10%
W5 &512M%, H influenzae W5t L T,
Fildes LI % 5% 7% 5 & 5 iU 72, 18 B
FMBESRR, £EREKTERL, wihb 109/
ml AL, ThEEEERE L,

HIE AsEHIE, Muller-Hinton agar II (BBL)
ZRV, FRIC, S prewmoniae WXL TiE, ¥M
BE %25 X1, £/, H influenzae Wit
L Ti&, Fildes LM% 5%2% % L5 chix,

3zurs vy — (AR 2RVWTHELEEL,
3C TIS~20RHEEK, R REHLEBE
(MIC) 2 BIE L 7z, M BT 2 RHISHRER
Fix, 100 ug/ml *HBBEE LT, EHAERCL
5% 13 RFBERR L 72,

(2) EERRIIE

BEKRICT5 CTM & CCL & MIC &%
Tablel iZ;xL 72,

BREERRIC BT, CTM & CCL HEL T, K
pneumoniae, Enterococcus faecalis, S. aureus,
Proteus mirabilis, Proteus vulgaris, Staphylococcus
epidermidis, Bacillus subtilis \Z 2\>Ti, MIC 28
EnTunri,

Enterobacter cloacae, Citrobacter freundii,
Serratia marcescens, Aeromonas hydrophilia &8
WTIE, MEAIE D, MICRSETH - 7008, mE
BlDLEBIZ BV TIE, CTM 8 CCL & W T<¢AT
Wiz,

P. aeruginosa DWW TiE, WEFEH MIC &
100 zg/ml A ETH - 72,

R, HERPRSTBERE 6 HRE 122 BRI DWW T CTM &
CCL DI HE&L 12,

S. pneumoniae WO T, MIC L&KL TAHL
(Fig. 2, 3), MEFIECHENCKERERAGN
Zholz,

S. aureus \T DOV T, MEFIOHEH 2 HEL T4
7z (Fig. 4, 5 ZTZIXBWTIX, CTM 2 CCL &
HBLTIERBET ATV,

K. pneumoniae \Z 2> Tix, CTM it CCL X
LT, a3 ihnipfgfzrL (Fig.6, 7
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(%)
100

Cefotiam

Cefaclor ----

MIC (ug/ml)

T T T T T

f T T T T T T T T
.5 25 50 100 >100 Total

T
<0.025 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12

Cefotiam 14 2 2 18
Cefaclor 5 2 9 1 1 18
Fig.2 MICs of cefotiam and cefaclor to Streptococcus pneumoniae (18 strains)
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Correlation between cefotiam and
cefaclor to Streptococcus pnenmoniae
(18 strains)

Fig. 3
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60

Cefotiam——
Cefaclor ---—

MIC (gg/ml)

T T T T

T T T T T T T T T T T
£0.025 0.05 0.2 0.39 0.78 1.56 3. 25 12.5 100 >100 Total

0.1 13 6. 25 50
Cefotiam 1 15 4 2 1 2 25
Cefaclor 1 8 6 7 1 2 25
Fig.4 MICs of cefotiam and cefaclor to Staphylococcus aureus (25 strains)
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cefaclor to Staphylococcus aureus (25
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Fig.5
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- |
1
1
40 !
1
]
] ]
1
!
20 |
1
_ 1
1
1
]
MIC (/lg/ml) T T i T T T T T T T T T T T T
$0.050.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100 Total
Cefotiam 3 9 3 1 1 17
Cefaclor 12 1 1 1 2 17
Fig.6 MICs of cefotiam and cefaclor to Klebsiella pneumoniae (17 strains)
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Cefotiam—-
Cefaclor ----
(%)
100
80
60
40 +
20
MIC (ug/ml) T T f T T f T T T T T T T T T
$0.0250.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100 Total
Cefotiam 2 8 2 10 5 27
Cefaclor 4 6 5 1 1 27

Fig. 8

MICs of cefotiam and cefaclor to Haemophilus influenzae (27 strains)
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Fig.9 Correlation between cefotiam and

cefaclor to Haemophilus influenzae
(27 strains)
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Cefotiam
Cefaclor ----

(%)
100 —

80

60 1

40

20

MIC (gxg/ml) T T T 1 1 T T T T T T T T T T
<0.025 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100 Total

Cefotiam 1 2 4 2 9

Cefaclor 2 1 3 1 2 9

Fig. 10 MICs of cefotiam and cefaclor to Branhamella catarrhalis (9 strains)
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2%
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Fig.12 Correlation between cefotiam and
cefaclor to Pseudomonas aeruginosa

(26 strains)

[BI#kiC, H. influenzae '\ o\ Tix, CTM i, CCL
WHBRLT, pRYFShREERLE (Fig. 8,
9,

B. catarrhalis 2\ Tix, CTM 1, CCL ¥t

LTI2ES Szl e R L 2 (Fig 10, 11),

P. aeruginosa \ZxL CTix, WMEHL b, MIC i
100 ug/ml Bl ETH -7 (Fig. 12),

BlE, BAEMIZAT, CTM &, CCL kL
T, 77 LGHHE, 77 sBREEOmES, Lot
SNIHEI R L OBERTH 572,

II. BR &K &) %) §
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BARRERE, BMBXREZ 2 ans, £
(Excellent), &%l (Good), &% (Fair), &3
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BA&, BWFR 2 &2 DT Table 2, Table 3 RL
720

(3) ERPRBBE

BERNCIX, BRI, 22016, B34,
PRER4AF, HETEEIHTH ). HIETEER
X, BWER L L TE S D REMKGTOIRATRE L 2
D,2HTREERRIELI D TH 2, BREKIZ55.6
% THotz,

4) MEZHRHE

10 Fish, B ERRE CHBENTHINZ LD
B5BITHY, ZONE, H. influenzae 34, P.
aeruginosa 2B, K. pneumonice 1 B TH 720

H. infiuenzae 3 BIFHE 16, FE 14, TH1
BTHorz,

P. aeruginosa 1 Bl L, K. pnewmoniae 1 i, T
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(Fair) k#Hlishiz,

B, 182w T, CTM-HE ¥ %%, P
aeruginosa HBERL, H. influenzae HIHIRL TV
188, FOEBRITHATH -7,

() Bl 15 A

FRRESHOBIFAERET 5720, BMEER,
ML FERE, BREREXBITL

BIER & LT, WM X 5 dikhs—BDH - 7208,
ftric i3 fFEEERD LR/ 16, GPT 0OBE LR 26 TH
ot, BH 1HI2ERE, RECOLWTOEE X2

2720
m. =& E 3

&# cefotiam hexetil (CTM-HE) i3, ¥ Tz
RfzEHiZ, CTM D4 ANVKEF Y IVEEL R T
MEFaZ ek, HLERRERXEDTHY,
mETIXEERD CTM L LTHENERET 3,

CTM 1%, FE 2R L& 3 HROBENEAI L L
THBIUo6NTBY, 77 LG%HE, 75 LBH%
b, NIVAQENITENERET I LI

IlfonizzeTh, BLxDIT-7 CCL £D
MIC BBV T b, 2D EABEEhITH 572 &
Bbhs,

Lo, BROIT>BRIROBETIX, B%
KiZ55.6% L ETESL>TWw3, Zhid, [EFX
HEL, MKHE, BHERL2 Y OEREROY
BREOVRD, BREROKEL+FCESNLH
Sl EBbhs,

EIFRIEIEEIC X D EPIE L 72 1 B2V T,
BREERCEES &2 LIERIZ 2 » 5 72,

HE, CTM-HE BHENICBVT Y, BERME
KBWTOERLER L EZ 5hiz,

X L3

1) $5H @&, =¥ & SCE-2174 O EFRA R K
WEIBIC DV (L5 35 A EA L EEEFX LB LHE
Wk, EE 230, AfE, 1987

2) HAEREZESR MIC /N\EES | /KB
B (MIC) BIZ&EHETIZDV>T, Chemotherapy
29 1 76~79, 1981
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LABORATORY AND CLINICAL STUDIES
ON CEFOTIAM HEXETIL

Yuuel IrRaBU, ToMOKAZU KAKAZU, KAZUNORI TAMAKI,
HIrROSHI FUKUHARA, MUTSUKO MIYAGI, HIROAKI NAKAMURA,
HirosHI KANESHIMA, KATSUYOSHI SHIMOJI, KEIZOU KITSUKAWA,
KENJ1 MORI, YOSHITERU SHIGENO, YUUTOKU KINjoU
and ATSUSHI SAITO
First Department of Internal Madicine, Faculty of Medicine, Ryukyu University,
207 Uehara, Nishihara-cho, Nakagami-gun, Okinawa 903-1, Japan
IsAMU NAKASONE, SHINKOU TAIRA,

NoBUCHIKA KUsaNO and SEITETSU HokAMA
Central Clinical Laboratory,

Ryukyu University Hospital, Nakagami-gun, Okinawa

We performed laboratory and clinical studies on cefotiam hexetil (CTM-HE), a new cephalosporin
and pro-drug of cefotiam, with the following results.

1) Antimicrobial activity

The minimum inhibitory concentrations (MICs) of cefotiam (CTM) for a total 134 strains, consisting
of 12 standard strains and 122 clinical isolates, were determined and compared with those of cefaclor
(CCL). The activity of CTM against Klebsiella pneumoniae, Staphylococcus aureus, Haemophilus
influenzae and Branhamella catarrhalis was superior to that of CCL. The activity of CTM against
Streptococcus pneumoniae was equally potent to that of CCL. MICs of both antibiotics against strains
of Pseudomonas aeruginosa were more than 100 xg/ml.

2) Clinical efficacy

CTM-HE 300 or 600 mg/day was given to 4 patients with pneumonia, 3 with acute bronchitis and
3 with acute exacerbation of chronic bronchitis for 5 to 14 days. Clinical response was excellent in 1,
good in 4, fair in 4 and not assessable in 1 patient. Vomiting as a side effect was observed in one
patient. Altered laboratory findings were observed in 2 patients with transient elevation of GOT and
in one case with an increase in eosinophils.



