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Fig. 1 Chemical structure of cefotiam
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Table 1 Antibacterial spectra of cefotiam cefazolin, cephaloridine and cephalothin
4 MIC (ng/ml)
Organism® Mediumb N N
g Cefotiam [Cefﬂzolin C&ﬁ};:io | Cﬁﬁ:‘b
Staphylococcus aureus FDA 209 P TSA 0.39 0.39 0.05 | 0.2
phy ” 308 A-1 ” 0.39 0.39 0.05 ] 0.2
” Heatley ” 0.39 0.39 0.05 ! 0.2
” 1840¢ ” 0.78 0.78 0.39 } 0.39
Streptococcus pyogenes E-14 Blood-TSA 0.05 0.1 0.013 0.1
P ” pyoB Dick ” 0.05 0.1 0.013{ 0.1
” 5-8 /” 0.05 0.1 0-013' 0.1
” NY-5 ” 0.05 0.1 0.013 0.1
Streptococcus mitior America ” 0.78 0.39 0.05 0.39
Streptococcus faecium IFO 3128 ” >100 >100 12.5 | 100
Streptococcus pneumoniae Type 1 ” 0.2 0.2 0.05 ! 0.2
” Type I ” 0.05 0.05 0.025, 0.05
” Type II ” 0.05 0.05 0.025  0.05
Corynebacterium diphtheriae Tronto 4 0.1 0.05 0.025. 0.025
Bacillus subtilis PCI 219 TSA 0.2 0.2 0.05 | 0.025
Escherichia coli NIHJ JC-2 ” 0.2 1.56 3.13 | 6.25
” Umezawa ” 0.2 3.13 6.25 12.5
” K-12 ” 0.1 1.56 3.13 | 6.25
” O-78 ” 0.2 1.56 6.25 | 12.5
” O-111 ” 0.05 1.56 3.13 1.56
” 0-143 ” 0.1 1.56 3.13 | 6.25
” T-7 ” 6.25 100 >100 | >100
Klebsiella pneumoniae DT ” 0.1 1.56 3.13 | 1.56
Salmonella paratyphi ” 0.2 1.56 3.13 | 6.25
Salmonella schottmueller: ” 0.1 1.56 3.13 | 1.56
Salmonella hirschfeldii ” 0.2 1.56 3.13 : 3.13
Salmonella typhi Boxhill-58 ” 0.05 0.78 3.13 0.78
” Watson ” 0.2 1.56 1.56 ! 3.13
Salmonella typhimurium ” 0.2 1.56 3.13 | 1.56
Shigella dysenteriae EW-1 ” 0.05 0.78 1.56 | 1.56
Shigella flexneri EW-10 ” 0.1 1.56 6.25 | 6.25
” EW-40 v 0.1 3.13 6.25 | 3.13
Shigella sonnet EW-33 ” 0.1 0.78 3.13 l 6.25
Haemophilus in fluenzae Type b CA 0.78 25 25 k 12.5
” N-200 ” 0.78 25 12.5 12.5
” NN-400 ” 0.78 50 25 i 6.25
” IID 983 ” 0.78 50 25 i 12.5
” IID 985 4 0.78 25 12.5 6.25
v 1ID 986 ” 0.78| 25 25 12.5
” IID 988 ” 0.78 12.5 12.5 | 6.25
Proteus mirabilis IFO 3849 MCA 12.5 50 50 | 100
” IFO 12255 ” 3.13 50 50 ‘ 50
Proteus vulgaris IFO 3851 ” 0.2 50 50 25
” IFO 3988 ” 1.56 25 25 6.25
” 0X-K ” 0.2 6.25 6.25 1.56
” 0X-19 ” 25 100 >100 50
Proteus morganii IFO 3168 ” 100 >100 >100 | >100
” IFO 3848 ” 0.39 100 100 100
Proteus rettger: IFO 13501 ” 0.05 1.56 1.56 1.56
Serratia marcescens IFO 12648 TSA >100 >100 >100 >100
Vibrio cholerae Inaba ” 0.78 6.25 0.78 1.56
Pseudomonas aeruginosa ” >100 >100 >100 >100
” U 31 ” >100 >100 >100 >100
” N 18 ” >100 >100 >100 >100
” D 363 ” >100 >100 =100 >100
” P8 ” >100 >100 >100 >100

= Inoculum size : One loopful of bacterial suspension (10*)CFU/ml)
b Medium : TSA, Trypticase soy agar (BBL) ; Blood-TSA, TSA supplemented with 10% bovine
blood ; MCA, MacConkey agar (Eiken) ; CA, Chocolate-agar (Beef-extract-agar supplemented

with 10% horse blood)

¢ S. aureus 1840 : Penicillin G-resistant strain
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o7- (Fig. 2, 3)o S. pyogenes Tt LT CTM (%

Fig. 2 Susceptibility of 53 strains of S. aureus
to cefotiam, cefazolin, cephaloridine and
cephalothin
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N3 ChoWBBREDPAS hICHP oo FLD
Escherichia coli, Klebsiella pneumoniae, Haemophilus
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Fig. 4 Susceptibility of 39 strains of S. pyogenes
to cefotiam, cefazolin, cephaloridine and
cephalothin
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Fig. 6 Susceptibility of 98 strains of E. coli to
cefotiam, cefazolin, cephaloridine and
cephalothin
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Fig. 8 Susceptibility of 107 strains of E. coli to
cefotiam, cefmetazole, cefuroxime and
cefoxitin
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Fig, 11 Susceptibility of 89 strains of K. pneumoniae

to cefotiam, cefazolin, cephaloridine and

cephalothin
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0.78 pg/ml H3LIXZHA T ORETCRELMIEL
(Fig. 6~8, 11~13, 16~19), ch o EEiIC T 3
CTM o i1 i2 fli cephalosporin & © #1045 % 3
LiehEdlmb - *e &5iC, CTM i3 CEZ Mk
E. coli D50%PL LD ¥kiCcxt U, 10°CFU/ml oM
B Ti20.39 2g/ml DI FORBE T, 108 CFU/ml 0 #&
HEETI12.5g/ml P TOBRETRELRBEIEL L
(Fig. 9, 10). CEZ Tit¥: K. pneumoniae DS0%L_ED

Fig. 9 Susceptibility of 28 streins of cefagolin-
resistant E. coli to cefotiam, cefazolin
and cephalothin
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Fig. 13 Susceptibility of 108 strains of K. pneumo-
niae to cefotiam, cefmetazole, cefuroxime and
cefoxitin
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1325 pg/ml Y TOBRETZ OREZ ML (Fig

14, 15). Proteus rettgeri {Zxt L CTM 1 108 CFU/
ml 3 & T10° CFU/ml 0 EFEERTH  OBiskiTHL,
0.025~6.25 ug/ml @ MIC #5RzL7 (Fig. 20, 21).

Proteus vulgaris, Proteus morganii, Enterobacter clo-
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Fig. 14 Susceptibility of 77 strains of cefazolin-resi-
stant K. pneumoniae to cefotiam, cefazolin
and cephalothin
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Fig. 18 Susceptibility of 52 strains of P. mirabilis
to cefotiam, cefazolin, cephaloridine and
cephalothin
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acae 35 LU Citrobacter freundii D% { DEKICRL,
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¥Hs0REhD OB DR F£12.5 £g/ml 31
BENDTOBRECHIE Lz COBER CTM #
Btk hBERMICEBs s M P BELVED. UL
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Fig. 16 Susceptibility of 64 strains of H. influenzae
to cefotiam, cefazolin, cephaloridine and
cephalothin
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Fig. 20 Susceptibility of 44 strains of P. retigeri
to cefotiam, cefazolin, cephaloridine and
cephalothin
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rin & E#RICI00 zg/ml DI ETH -7 (Fig. 22~29),
X5, CTM (2 Serratia marcescens @ — I D Hikk
IZ% U Ti2108 CFU/ml O#EBEER T12.5 sg/m), 5 3
WRZNUTORETI LT 244, S. marcescens D%
{ OEEBRICK L10° CFU/ml 0 BB T, % 72, Acine-
tobacter calcoaceticus \CxtLTid, MEEER CTHE
FERE D o7 (Fig. 30~33),
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Fig. 22 Susceptibility of 52 strains of P. vulgaris
to cefotiam, cefazolin, cephaloridine and
cephalothin

10* CFU/ml

10* CFU/ml

Cumulative percentages of inhibited strain

£

cefotiam

T T T LR Tt T
0.013 0.05 a2 078 313 125 50 >0
MIC (ug/ml)

Fig. 26 Susceptibility of 54 strains of E. cloacae
to cefotiam, cefazolin, cephaloridine and
cephalothin
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BEACBLIZTERFOEE : S. aureus FDA
209P, E. coli NIHJ JC-2, E. coli T-7, K. pneumoniae
DT, P. mirabilis IFO 3849, P. morganii IFO 3168%
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Fig. 24 Susceptibility of 54 strains of P. morganii
to cefotiam, cefazolin, cephaloridine and
cephalothin
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Fig. 28 Susceptibility of 52 strains of C. freundii
to cefotiam, cefazolin, cephaloridine and
cephalothin
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Motz (Table 2),
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Flg 30 Susceptibility of 59 strains of S. marcescens
to cefotiam, cefazolin, cephaloridine and
cephalothin
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Fig. 32 Susceptibility of 36 strains of A. calcoace-
ticus to cefotiam, cefazolin, cephaloridine

and cephalothin
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Table 3 Cross resistance among cefotiam, cefazolin, cephaloridine

and cephalothin

MIC (ug/ml)*

Organism
Cefotiam | Cefazolin ng?:io’ C&].;:alo-
S. aureus FDA 209 P (parent) 0.39 0.2 0.05 0.2
” r-Cefotiam 6.25 6.25 0.78 3.13
” r-Cefazolin 6.25 6.25 0.78 3.13
E. coli NIH]J JC-2 (parent) 0.2 3.13 3.13 12.5
” r-Cefotiam 25 100 100 200
” r-Cefazolin 25 100 200 400

2 Inoculum size : One loopful of bacterial suspension (10*CFU/ml) ; Medium : TSA

coli NIHJ JC-2 i3 CEZ X[k iC BYRehyiCiti: % BB
L7co 208kR% D CTM XU CEZ X3 5 AkfREk
© MIC izh#h12.5 sg/ml & U100 zg/ml TH
57 (Fig. 34),

In vitro TiEEICL 2 X XMW : CTM B XU CEZ
IC in vitro CHittEA A L7z S. aureus FDA 209P &
XU E coli NIHJ JC-2 i3 CTM, CEZ, CER, CET
Kt RLUize UL, £hoWHEKRICE LT 8-
lactamaseEE A fED I T & N 1ih 5 72 (Table 3),

MIC & MBC o B #% : K. pneumoniae 3 XU P.
mirabilis D%&108IC 13 5 CTM © MBC iz MIC
LEULD, MIC ®2~4 {&EE D > 720 E. coli D10
th 3 #k, P. rettgeri D108k 8% Tiz CTM o MBC

i@ MIC LR, MIC ®2~4 #Th ok, HE
BOMOEKTIE CTM © MBC i3 MIC kb 84£p]
LEP oo KEBRICHERLULEMICET 3 CEZ 0
MIC & MBC dBifkiz CTM T4 5 h i Li2iZREE
TdH o7 (Table 4),

FMEAIERM ¢ S. aureus FDA 209P iz 44 3 CTM
DREERAIR CEZ XD 20B ot RBEERYE
&3 MIC T55 CTM 00.39 ug/ml Bk U
CEZ 0.2 pg/ml TERS H 134 Bi%k (CFU) @bt
&ohtce E. coli NIHJ JC-2 %4 3 CTM o3
BfERIZ CEZ XDBIS D ITHE» 5 720 CTM {20.2
ug/ml T, CEZ 131.56 ug/ml THA 5 124 B DR
Dubonrds, ChoRAME T2 7HEME, &
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Table 4 Minimum inhibitory concentration (MIC)s
and minimum bactericidal concentration
(MBC)®b of cefotiam and cefazolin against

clinical isolates of E. coli, K. pneumoniae,
P. mirabilis and P. rettgeri

i Cefotiam Cefazolin
Organism | —yrc—T MBC | MIC | MBC
(ug/ml) | (ug/ml) | (ug/ml) | (ug/ml)
0.2 0.2 1.56 | 1.56
0.2 0.78 3.13| 6.25
0.39 | 0.39 3.13| 12.5
X A AR
- 78 : .
E. coli 0.78 | 25 6.25| 12.5
0.78 | 100 12,5 [>100
0.78 | 100 12,5 [>100
1.5 | 25 12.5 [>100
1.56 | 100 50 [>100
0.39 | 0.39 1.56 | 3.13
0.39 | 0.39 1.56 |  6.25
0.78 | 0.78 313 | 3.13
0.78 | 0.78 3.13| 25
K. pneumo-| 0.78 | 1.56 6.25| 6.25
niae 0.78 | 3.13 6.25| 6.25
1.56 | 3.13 6.25| 6.25
313 | 3.13 | 25 25
313 | 313 | 25 25
6.25 | 6.25 | 50 50
0.39 | 0.39 6.25| 12.5
0.39 | 0.39 6.25| 12.5
0,39 | 0.39 6.25 | 50
AR 1RR:
P.mirabilis| o728 | 078 | 12.5 | 100
078 | 313 | 25 25
313 | 313 | 25 25
313 | 313 | 50 50
12,5 | 12,5 | 100 100
0.06 | 0.1 3.13| 3.13
0.1 0.39 6.25| 25
0.1 0.39 | 12,5 | 100
i1 | o8 | B
| o, ) 5 [>1
P.rettgeri | o'39 | 1.56 | 25 [>100
0.78 | 1.56 | 25 [>100
0.78 | 50 25 [>100
1.56 | 100 25 [>100
313 | 3.13 [>100 [>100

¢ Tnoculum size : One-tenth ml of bacterial
suspension (10’CFU/ml) ; Medium : TSB

b Inoculum size : Two ul of the culture ;
Subculture medium : TSA

BoMmhsas oz CTM 00.78 ug/ml, £ X U
CEZ ?6.25 ug/ml Ti3 9 Ktk T T EEMORDH
Aohi (Fig. 35)0

BEVER ¢ S. aureus x93 5 CTM O BHEER
120.39 sg/ml G, CEZ ® = #130.2 sg/ml TREDH S
o E. coli T ABEEEAR CTM & CEZ 3
& $1T1.56 ug/ml TED LN (Fig. 36)0

Fig. 34 Patterns of development of resistance of
S. aureus FDA 209P and E. coli NIH]
JC-2 to cefotiam and cefazolin

E coll NiHJ JC2

S. aureus FDA 209 P

5 10 15 20 o 5 1o 15 2
Number of transfer Number of transfer

11, In vivo ;iMifER

BHBFRHE : 7 5 1[G EBLU 7 5 ~BREROK
% BN MENBRYEEcv 9 2iCE 175 CTM OB
HphimR% R % CEZ 8L UCET O£ N & LB L 72 (Table
5)o S. aureus 308 A-1 XU S. pneumoniae type 1
Bi=v zicdi3s CTM o541 82 CEZ o%h
X DEG o 7ch8, S. pyogenes E-14 e = v 2 i B3
3 CTM ofj®% %2 CEZ oeh & ¥ oo
CTM @ 7 7 s BHE EE~ v 2 LB 2BRAFRI
CET KDL hil#lip o7, 75 2B HEREESR~v 2
BT, CTM i3 CEZ @ 3 ~30f%, CET ® 3~
100£E0) EROBRZRER U £/, P. vulgaris
& U P. morganii B~ v 2k} 3 CTM Op5ees
Ri210°CFU/m] oEMERiC k3 MIC 22X RKBL
7= (Table 6),

RRER DI L BHRENE : E. coli O-1110 1X MLD
(BRIBLE~ 7 2024 T I €58/ ER) BX
U10XMLD 2B#:xg=v 2T, CTM 3FE#REIB
LHFEERUo E. coli O-11100 K& B B 510 X MLD
(106 CFU/mouse) 51,000 X MLD (10* CFU/mouse)
ICHng 52&, CTM @ EDs f#i2 0.119 mg/kg 5
34.5 mg/kg IT, CEZ ® EDso f# 12 2.28 mg/kg 5
54.3 mg/kg W LR L7co E. coli T-7, K. pneumoniae
DT B XU P. vulgaris GN 4712 Ci2 LB R H10451H
3& CTM o EDs, f#ii32.3~3.94%, CEZ Ti11.8~
2.4 LR U7 (Table 7).

EYOREREEEPRDT : 75 LBUBES LU 5
LB EOFE . NEKTRE L <9 it T,CT™M
RET, BRASXUCBEEAESICE D RBREDOEY
BERL. BOKEICX 3 CTM B 8245 Rid R
OREICLE2ENLDELFED» 57~ (Table 8),

IIL, i %% ch B &
CTM ?0.625~40mg/kg % = v 2 CE TS5 L
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Table 5 Comparative protective effect of cefotiam, cefazolin and cephalothin
against experimental intraperitoneal infection in mice®

. rettgeri

Challenge EDg, (mg/kg)®
Organism dose - : .

(CFU/animal) Cefotiam Cefazolin Cephalothin
S. aureus 308 A-1 10t (483858 ) | (1.06 377 ) (13.0 238.9 )
S. aureus E o7 10° (1.903.01 ) (0.29313‘.1203) (3.935ig.95 )
S. pyogenes  E 14 10° (0.14g:(1)7216) (0.24318%303) (0.911;¥856)
S. pneumoniae Type 1 10* (9.611?ig.4 ) (0.792;71?43 ) (69.39§'(1)23 )
E. coli 0-111 10° (0.047218?8;58) (1.571;2%26 ) (9.18 7.6 )
E. coli T-7 10¢ (3.73-986 ) | (39.2"61.0) e
K. pneumoniae DT 10t (4.966:I§.s> (11.2133.2 ) (78.9198149)
P. mirabilis  IFO 3849 10° (429015 ) | (22.2° 5.5 ) et )
P. mirabilis  GN 4330 10° (5.40 8139 ) (10.6 2.6 ) @34 7))
P. mirabilis  GN 4336 1o¢ (1232249 ) | (0.03 08,5 | (20.438.8 )
P. mirabilis  GN 4355 10 (089208 ) | (3.86 -6.59) | (6.90 -13.4)
P. vulgaris  IFO 3988 10° 0.717150 ) | (2.56-4.51) | (0.48 463 )
P. vulgaris  GN 4422 10° (26.4238.4 ) (70.68§ég.1 ) |« 122 2173 )
P. vulgaris  GN 4712 10° (16.62353.7 ) (64.988'?19 ) |( 214226355 )
P. vulgaris TN 237 10¢ (38.75?62.1 ) |« 131 2204 ) [« 267 454 )
P. morganii IFO 3168 10% (7_3319]'_2_9 ) (59'57%;.2 ) =800
P. morganii GN 4757 108 . 429;%’{_7 ) (66.289{)?_1 ) =800
P. morganii  GN 4794 10° (4.57-9.33 ) | (53.6 277.0) 80
P. morganii TN 373 1o¢ (49.563'?18 ) |« 129 2910 ) o0
P TN 338 1o* 0100008 | 117 508 | (8.5 92.6)

2:S. aureus E 97 and S. pneumoniae Type 1 was suspended in TSB, and other organisms
were suspended in 5% mucin.

Mice were infected intraperitoneally with test organism in 0.5 ml of medium.

b: In mice infected with S. pneumoniae, antibiotics were administered subcutaneously at 0

and 4 h after infection.

stered subcutaneously at 0 h after infection.
EDs, values were calculated by the probit method. Number in parenthesis indicated 95%

confidence limits.

In mice infected with other organisms, antibiotics were admini-
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Table 6 Susceptibility of challenge organisms against cefotiam, cefazolin and cephalothin

M I C (pg/ml)b
Organism* Cefotiam Cefazolin Cephalothin
10° 10° 10* 10° 100 | 10
S. aureus 308 A-1 0.39 | 0.39 0.39 0.2 0.2 0.1
S. aureus E 97 0.78 0.78 0.78 0.39 0.39 0.2
S. pyogenes  E-14 0.06 | 0.05 0.1 0.1 0.2 0.1
S. pneumoniae Type 1 0.2 0.2 0.2 0.1 0.2 0.2
E. cols 0-111 0.2 0.05 1.56 1.56 6.25 1.56
E. coli T-7 6.25| 0.78 100 25 >100 100
K. pneumoniae DT 0.1 0.1 1.56 1.56 1.56 1.56
P. mirabilis  IFO 3849 3.13| 1.56 25 25 50 \ 25
P. mirabilis  GN 4330 6.25 | 3.13 25 6.25 25 | 12.5
P. mirabilis  GN 4336 1.56 | 1.56 12.5 12.5 5 | 2
P. mirabilis  GN 4355 3.13| 1.56 12.5 12.5 25 1 12.5
P. vulgaris  IFO 3988 0.39 0.2 6.25 6.25 3.13 ‘ 3.13
P. vulgaris  GN 4422 50 3.13 | >100 50 >100 | >100
P. vulgaris  GN 4712 100 1.56 | >100 100 |>100 | 100
P. vulgaris TN 237 >100 3.13 | >100 100 |[>100 | 100
P. morganii  IFO 3168 100 0.78 | >100 >100 >100 | >100
P. morganii  GN 4757 50 1.56 | >100 >100 >100 | >100
P. morganii  GN 4794 100 3.13 | >100 >100 >100 | >100
P. morganii TN 373 50 0.39 | >100 >100 >100 >100
P. rettgeri TN 338 <0.025 | <0.025 6.25 0.2 50 0.78

s : Inoculum size : One loopful of bacterial suspension (10* or 10®* CFU/ml)
b : Medium : TSA

Table 8 Effect of administration route on EDs, of cefotiam against experimental intraperitoneal infection in mice®

Organism Chgl(l;:ge EDwo (mg/kg)®
(CFU/animal)| Subcutaneous Intravenous Intraperitoneal Oral
S. aureus 308 A-1 100 (4.89858 ) | ( 4,086 54 ) | 265503 y | ( 20. 8—28 9)
S. pyogenes  E-14 10* (0.143:(1)’{316) (0.242:?)?456) (0.0565-0-1 104) | | (3. 96—5 17)
S. pneumoniae Type 1 10* (33.550.1) | (45.6980.3) | (21.040.5) | C45.579.3)
E. coli 0-11 10° (0.0476-0.0758) | (0.0281-0-795) |(0.0247"9.2529) | ¢ 090349 )
E. coli T-7¢ 1o? (3.75786) | (1.092.5) | (a.rae2r) | (:.451)
K. pneumoniae DT 10* (4.9818.3) | (3.99920) | (150815) | (s5.5m021)
P. mirabilis  IFO 3849 1o0° (4.29015) | (5.6040.0) | € 2.45-450 y | (11.896.9)
P. vulgaris  IFO 3088 1o¢ 7141149 ) | (0.995°1.92) | (0.229:0.605) |  2.90418 )
P. morganii  IFO 3168 10° (7.3314.9) | (6.9718.8) | (3.43:585) | C 0.60i0.0)
P. rettgeri TN 338 1o¢ (0.108-0.914) (0.294°0.265) (0.0521(1)’.“2%74) (0.623:0.623)

s : S. pneumoniae Type 1 was suspended in TSB, and other organisms were suspended in 5% mucin.
Mice were infected intraperitoneally with test organism in 0.5 ml of medium.
b : Antibiotics were administered at 0 h after infection.
EDs, values were calculated by the probit method. Number in parenthesis indicated 95% confidence limits.
¢ : E.coli T-7, cefazolin-resistant strain
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Fig. 35 Bactericidal effect of cefotiam and cefazolin on
S, aureus FDA 209 P and E. coli NIHJ JC-2
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Fig. 36 Bacteriolytic effect of cefotiam and cefazolin on S. aureus FDA 209 P

and E. coli NIHJ JC-2
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CEFOTIAM (SCE-963), A NEW BROAD-SPECTRUM
CEPHALOSPORIN: IN VITRO AND IN VIVO
ANTIBACTERIAL ACTIVITIES

Kanit TsucHiys, Makoto Kipa, Masauiro Konpo,
Hipeo ONo, MARIkO TakeucHI and TakesHr NisHI
Central Research Division, Takeda Chemical Industries, Ltd.

Cefotiam (SCE-963) showed excellent antibacterial activities against gram-positive and gram-negative
bacteria including Haemophilus influenzae, indol-positive Proteus, Enterobacter cloacae, and Citrobacter
freundii. The MICs of cefotiam against most strains of clinically isolated Escherichia coli, Klebsiella pneu-
moniae, H. influenzae and Proteus mirabilis were within the range of 0.2 to 0.78 #g/ml. These activities
were about 10 times or more than 10 times as potent as that of cefazolin, cephaloridine, cephalothin,
cefuroxime, cefoxitin and cefmetazole. Variations of MICs in medium pH, addition of horse serum and kind
of growth medium had no significant effects on the activity of the cephalosporin, but the inoculum size
elicited a considerable effect on the activity of B-lactamase-producing strains of bacteria. Cefotiam exerted
bactericidal and bacteriolytic effects on Staphylococcus aureus and E. coli. The pronounced in vitro activity
was reflected in the remarkable protection in mice infected with a wide range of gram-negative bacteria,
such as E. coli, K. pneumoniae, P. mirabilis, Proteus vulgaris, Proteus morganii and Proteus rettgeri. The
protective effects of cefotiam in mice infected with E. coli, K. pneumoniae and P. vulgaris varied according
to the challenge dose. The activity of cefotiam in parenteral administration was far more potent than that
in oral administration.



