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Fig. 2 Cross susceptibility of Klebsiella (64 strains)
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ml @ MIC THb, 6.25ug/ml D 1 %% K&, T4
T 0.78 ug/ml TRHWEHIET 5 E05 BHT ALE
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Fig. 3 Susceptibility distribution of /laemophilus influenzae (61 strains)
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Fig. 4 Susceptibility of Haemophilus influenzae
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Table 1 MIC of ABPC and CTM against
B-lactamase-producing H. in fluenzae

MIC
Strain No.
~ ABPC CTM
H-608 ©12.5 wg/ml | 0.39 pg/ml
H-619 100 0.78
H-621 100 3.13
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Table 3 Clinical and laboratory results before and after CTM treatment
CTM Spu- MIC of S
Case i Chest-| ESR WBC : N CTM Super
No. t:frfent Fever ( r:gn Cough[Rale Xp|(1 hr)) CRP (/mm?) Bacterial count (/ml) (ua/m infection
Before | — | 20| + |+ | + 65 | + 10100 K. ozaenae 1x10° ;
1 |After | — | 20| + [+] + | 50|~ 9600 <ix10f 0.2 |Ps aeruginosa
5 Before | + 20 + |+ + 129 | +1 6600| K. pn. 5X10% 78 _
After - 20 - - - 95 | — 5300 <1%10?% '
3 Before + 210 + + + 48 | +2 7700| H. inf. 1x10’ 25 _
After | + | 150 + |+ | + 45| - 7100 5x10°
Before | — 5| + + + 20| — 4600| H. inf. 5x%10° -
4 | After | - 6| - |- | - 9| - | 2800 <ix10f 078
5 |Before | + 20| + |+ + 99 (NT| 14000| H. inf. 5X10% () 49 _
After - 5 - - - 59 INT 8000 <1X 10 :
6 Before + 20 + + + 52 | +6 10500 H. inf. 3x10° 0.39 —
After - 5| — - - 12| | 5700 2%10* '
Before | — 0] + (+] — 15| — 5600 H. inf. 1x107 _
T | After | — o - |- 9| —| 4200 <ix10q 0.3
g | Before | + NT| + |+ ]| + NT |NT 8400| H. inf. 2X10° a9 2
After + NT + + + NT | +6/ 13900 NT : :
Before | + 5| + |+ ] + 3| + 7700 H. inf. 1x10Y _
9 | After | - 5| - | -] + 6| — | 7800 <ix10qy NT
10 Before | — 5 | + + + 35 |NT 6100 S. aureus 1% 108 0.78 _
After - 30 - - + 18 |[NT 6300 <1X10? ‘
1 Before | + 0! + + + 22| +5 4900! S. aureus NT _
After - 0| - + + 20 | — [* 11000 -

* Administration of prednin 40 mg/day

&%) RREEOMAS X UBKEROHRESG L bICE

Hixpoteb Do
3) R’ #% (Table 2, 3)

@ Klebsiella f&3fE (Case 1, 2)

Klebsiella ozaenae 1T X 5 BHMIEXROBUME
IC1[E 2g 12KRAEBIRE LIcE C A, 7THRICEDH
BB LN, ThICH > TH M HKPDRL, CRP Dk
MBS hice L LEBEICHTTL It EREROEE
bd D, %, |, Rale, REROHBELLIHITHIC
WEIN/ITT EF i o oo Klebsiella ozaenae JE%K 1%,
4 HHIC P. aeruginosa ~D BERXRIENA S NI IcH
#EEE L1,

Fie, A o MBLRL2ICAH LI Klebsiella pneumo-
niae fiRIC CTM % 16 2g 2RI E L & C
A, CET, CEX, Sulbenicillin(SBPC)#5iC b b 5
THERLUEH o o Eids, 857 BE €<10¥/ml CH%
Uy RERIGOHRE, FROUESFTLTES LI

@ Staphylococcus aureus &Z:iE (Case 10, 11)

REZHIREICABE LB, 4% T Staphylococcus

aureus BHEHEOIICKVDELTH D, BRDD Sta-
phylococcus aureus ORINE & & IKEHE, WFZ b HE
Ufeds, #5857 B BICEOMHK E b BRERERD
BENH S NI COR—BEICHMNRRS 0SS e
M, 5B UBEORATIRERICEAEL T,

Dermatomyositis DXEKET b5 7 HEEX
D BEER, BERARESBONI

® Haemophilus influenzae E&Zefiz (Case 3~9)

THNC1E 2 g 12KFR0E 7o (324 RAE SRS L,
5 FIICEEFRY, BRAINENE SN, B-lactamase &
HEICK S 3FERGCHS ST, 3 BRAIC H.
influenzae DRALENLRIPEN S 6 h, B# ZK,
BRDORD, RERIGOUENEPHLIBO N, BHRNK
FESHC S5 Ed ok,

FIBICAf LIATREREPICFERBOBILICX DT
Tlicied, $RUERESE L,

fiE Bl
IFRBBALIER & 55 D ABPC Wit Haemophilus
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Fig. 5 Cese 3 O. S. 27 yo. m. Chronic bronchiolitis

Date  yn " /0 e v 0
B.T(T)
Chemotherapy | cMz 4g [AMPC 15g] CTM 4 | pipC 6g
10: H, influensae
Bacterial 10.
count 0
(/ml) 108
10¢
10°
Alactamase - - - -
MIC CTM 25 25 6.25 25
(ug/ml)CMZ 50 25 125 50
ABPC 3.13 3.13 313 6.25
PIPC 0.39 0.2 0.2 0.2
ESR (1hr) 83 82 51 45 48 45 “ 80
WBC (/mm?) | 8600 7400 6300 7700 7100 6600 6500
CRP +3 +2 +1 +1
GOT (U) 8 12 10 7
GPT (U) 7 11 3 3
AP (KU) 6.2 72 73 50
BUN (mg/dl.) 11 11 12
S-creatinine 08 0.7 07
(mg/dl)
Fig. 6 Case 5, 6 S. O. 32yo. m. Chronic bronchiolitis
Date o/m 17 6/1 78 21/1 6/11 /M 14/m
Chemoth CTM | ABPC 4g ABPC ABPC MNC
Chemotherapy | ©2™ | DKB 200mg CMZ 4g 7 gTSBPCI08|  pcppc CT™ 48 | 1oomg
39
BT(T) 8 A
37 Wm AA A 4 A
36 WA WWA WY VY
H. influenzae
10*
Bacterial 107
06
count s
(/ml) 10
10¢
10°
B-lactamase + + .
MIC CTM 0.39 0.39 0.39 0.39 039
(ug/ml) ABPC 6.3 50 50 50 50
SBPC 25 125 125 55 6.25
CMz 313 3.13 313 3.13
ESR (1hr.) 99 59 3 73 58 29 16 52 12
WBC (/mm? (14000 6600 4500 4200 10500 5700
CRP — +6 — +6 -
GOT (U) 21 24 26 25 25 4“0
GPT (U) 22 43 28 54 40 43
Al-P (KU) 84 85 6.2 7.1 71 7.8
BUN (mg/dl.) 20 20 16 18 20
S-creatinine 11 10 1.0 09 0.9
(mg/dl)
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Table 4 Summary of CTM treatment
Causative Bacteriological Clinical response

bacteria response Fever |Sputum| Cough | Rele | 3P| ESR | CRP | WBC
Klebsiella ozacnae 1/1 0/0 0/1 0/1 0/1 0/1 1/1 1/1 1/1
Klebsiella pneumoniae 1/1 1/1 0/1 1/1 1/1 1/1 1/1 1/1 0/0
H. influenzae 5/7 3/5 4/6 | §/7 5/7 3/6 3/4 2/2 2/2
Staph. aureus 2/2 1/1 1/1 2/2 1/2 0/2 2/2 1/1 0/0
Total 9/11 5/7 5/9 8/11 7/11 4/10 7/8 5/5 3/3

(%) (81.8) (77.1) | (55.6) | (72.6) | (63.5) | (40.0) | (87.5) (100) (100)

influenzae [COWVLTIRTTICWME LY, L d D
B LTD CTM DBEBHRELTICRT .

fE@ 1 Case No. 3, O. S. 27R$ (Fig. 5)

KREZ: MHEMAEIR

REE : #ici L

BECERE : 150%, Ru:EIMER (25, FH)

BUREE : BRIS24E 4 A, 40°C3e#h, MK, BROER
NHBEL, @rx D PC %, cephalosporin &K%
FERALANBRET, YBABRE L 5. ARRBBRR
100ml/HEBITLAN, BREIREINT, Drai-
nagl M¥EA® I/~ & ¢ A, Haemophilus influenzae
HRICOMIh, otk CTM 4g &, Amoxycil-
lin (AMPC) 1.5 g #0851, CMZ 4g SHE5
KEALY, BRUDPPBLLILLICS I, BY
TEOEMCIMI N, ChoEMEICLIRM, BHR
B U AUBRERREORBRBEEGLLLDL SR
MIC HEo#R, CTM iCi26.25~25 ug/ml & it %
~LU, ## ABPC it 5L T#% 3.13~6.25 #g/ml Ofiif
#HH# TH oo MIC @ &> Piperacillin (0.2~0.39
ug/ml) 6g/BZE®ELLECA, BATHOES, T
MIENEBS Lico B-lactamase test BT HOE TS
BYTH -~

fEH) 2 Case No. 5, 6, S. O. m. 32 (Fig. 6)

KBL : BEMTREIR

KK : i : WEAMBR, [EILRE

BAEE: 8, WER, 24, @UFIRBRDOFER,
PERAZEL D AERRER S 0, BRUSOELE XL
REORMERD 5.

BRE : M52 Ah & 0 s, WMWK L,
WCEORMEM S THFRRBREICAREYREN LS
50 ABRsliBF2&IC/KBEF A, I #HK55~60
ml/H, W& X-P TU T ASBRNNETRRE®S D,
REBCRERMOHRILAB/ETH > 2 BK & v Hae-
mophilus influenzae » 5X10°/ml H )M X hi-b¢, I
BERIBYTH 7o CTM g/ B8 ETHT H. in-

fuenzae 13<<10*/ml KR, REREOKBLASH
7=, ABPC, Dibekacin k& £/ & C A3 T L A MM
%KL, CMZ 4g/B AB R E T<10*/ml 120,
FEROBRAICRM LioT AMPC 1g 2R O8R5
Lt s, BUARKELCHE RO MEER 35
h, chicx LT SBPC 10g, & & U ABPC+MCIPC
O FRizEHTKHL, CTM2g/B, 7TEMDEMRT,

BEM, MEKMNEBNEBO AL, £D% Minomycin

100mg OEOB/EEHI TS, D6 » AAAS
WMEFERZBE b, f-lactamase test Tid ABEK %
B, ERRSEKEGICBYTHED, T MIC Rk
$ T2 ABPC 6.3~50 ug/ml, SBPC 6.3~25 ug/ml &
it &R L, CMZ i33.13 #g/ml ©, CTM 120.39 ug/
ml ERGFEIETH >R

VI E Table 4 (€ Klebsiella ozaenae, Klebsiella pneu-
moniae, Haemophilus influenzae, Staphylococcus aureus
RRFEICH L TD CTM OERBEREZ T EHTRL
oo THOLHEMRBOBS Nic b DIFIHIH
(81.8%), T#T7HIFS5 H (77.1%), WR ML 9 Hh
5] (55.6%), WEWHALLFID 84 (72.6%), 7 &I
K11BIP 74 (63.5%), MEREHK105D 4 F] (40%),
Rk E 8 HIch 74 (87.5%), CRP ¥ 5 #dh 5 #
(100%), HMER¥KHFA 3 HIth3H] (100%) THY, #
PHRBLTNICES BB RERISOREZIC CTM @
MR EONS,.

4) & £ B (Table 5)

CTM #EFIORNF 2+ TR2ARKETHD, &
BEhorrva¥-RGRASONEL >, 5 2RI
BImERRD YA 5 h Dt (Case 4, 2,800/mm?, Case 10,
3,200/mm?®), Case 4 (35T, /- Case 10 i3
RFEFSCHLHST 7 BRICIERILL . BBk
SECREENL L, BHREIETLTOLRYL, Fitk
BLUBWBMENDOEEREREM L bAONED ST,
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Table 5 Effect of CTM treatment on hepatic and renal function
é;e d.g'::‘lof CTM Liver function Renal function Urine Clinifod Side
CTM GOT T GPT | AP | BUN [B-crestinine | prorair 15605 " Te | effect
Nl e [T ) L) | KY) (/| g P men
) 6 Before | 17 12 6.4 18 12 b 2
After 19 15 6.0 23 1.3 | - ;
5 84 Before 42 46 9.8| 38 2.1 + - - -
After 27 13 9.0 13 1.0 - - T
3 56 Before 12 11 7.2 11 0.7 - - _ _
After 10 3 7.3 12 0.7 - -
4 16 Before 12 4 5.7 12 NT - - _ | Leuko.
After 10 9 4.1 13 NT - - penia
Before | 20 16 8.6 21 1.3 N - . _
5 14 After NT | NT NT| NT NT = z
6 1 Before 25 54 7.1| 18 0.9 - - - -
After 40 43 7.8] 20 0.8 - -
. 28 Before 26 18 8.9| 15 0.7 - - - _
After 24 20 9.7 13 0.7 - -
8 14 Before 37 8 153.0 | 18 1.0 - - _ _
After NT NT NT 40 NT - - ;
9 14 Before 34 22 4.7 11 | 0.9 - - _ , _
| After 35 34 5.1 1 1o | - - |
10 i Before 19 8 4.9 9 0.6 | - - Leuko-
After 25 12 4.7 1 0.6 | - - i penia
1 54 Before | 22 7 330 11 1.0 - o
| After | 24 17 3.8 11 0.5 - :
L % ® BIZEROMTEH D, BEFREBRIEBE,PCO §-

SEEE B-lactamase i #ED 3 L 1> cephalosporin i
EHEMBRIN, ThoOREHEBREKHRERML
Ta1: 099, CTM 3 & D 155 T & 1T Klebsiella
pneumoniae (LT AHEHREATIHER LTS
0.78 ug/ml TREEMILT 5. €D L CEZ T100 #g/
ml T% 5% 1 #i2 CTM T6.25 pg/ml TH b, M
ERMEENEEL LD EBEBRICATOR24D Eb
SHLEETHS. BEA L DR bT» 2RATHA
B, DTHLERUEREREETE2HATHY, hod
WEMTH >1-C &2, Klebsiella TR BERFEICKTL,
AHIDBOTHERATHEC LERRT 5,

% 1<, Haemophilus influenzae \Cxt3 A P Ti3, it
@ Cephalosporin ZRIAEHL DX EMhICENTE D, £
DffiZ ABPC O Z IR, U b #1dd THPIR 25 ESE
BEY ML 7 3-lactamase BEHIC L 5 ABPC it
Bicet LTh, 7 Tit#H% L7 Cefamandole (0.39 xg/
ml)¥, R.B. KAMMER® O#4C & % Chloramphenicol
(0.5~2.0 ug/ml), Cefamandole (0.5~2.0 xg/ml) &

lactamase #4 ABPC REBKOREI"HEARTHHS
N ABBE, ABPCitROBAEME LTERENS. D
hbhOBERLES BO 1 A TMER TSR
it 57 DD, LEVIN,D.C. &Y Ut X S 13 diffuse
alveolitis %S5 Mich 2 EE 72 1§ HAKEIROSE
WET Hb, SBPC 10 g, ABPC+MCIPC ThiiE¥
), EEERARENBO B >EDORMLT, bkl
@2 g, 247 & s TIEBRIIC £ DA AR
Anto LHL—F T B-lactamase 3 & 4 ABPC #
HEY ICR U TRIER 3 €A S h B& 5 IKFEEHRT
(o TOHEMFELLDLE T A K S ICHRFAIATVE
Vo 21 Haemophilus influenzae REHEICMT 554
HORRICBIEA R ERMBNETH S5,

CTM #5HDf, B OEEIsonibok
¢, EMBMON 2PICH SN L3, BEKRUE
BEETIETH 5,

Iv. # 1"
1) SRR E LM Kiebsiella pneumoniae, Haemophilss
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influenzae {Cxt3 5 Cefotiam (SCE-963) D8 Hid
2he&h, <0.2~6.25 ug/ml (70.3% 0.2 ug/ml),
<0.2~25 pg/ml (75.4%, <0.78 ag/ml) THY, §-
lactamase 41L& 5 ABPC W#:BIC LTS, 0.29,
0.78, 3.13 ug/ml LD TIFRRETH 12,

2) Klebsiella BYE, Haemophilus influenzae MYy
fE, Staphylococcus aureus REHFEICKKIZEREL,81.8
FICHFHINE, 87.5~100% i & fERISD R WHE S
nicht, ZWKRBOEEICK D BKERD W RKII57.1
~80% Tdh > 7= Haemophilus influenzae RHfE IC
T, B-lactamase EEABHIC X 2 RUAVEICIIFRTH -
7edt, B-lactamase FEEE4: ABPC itk iz D\ Tid 4
HTholo

3) 852 fliC—BEED QMBS S s,
WORTREIML, FFHEE, BMENOES, €00
f'ﬁﬁﬁ(ibt}nfitl o276

X L

1) B+ BRERFERE2OMB L, HERE
26 : 452, 1976
2) CATLIN, B.W. : Iodometric detection of Haemo-

philus influenzae beta-lactamase. Antimicrob.
Agents & Chemoth. 7 : 265~270, 1975

3) W+, WHEX,

4

5

6

7

8

)

y
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IcHiyo Honbpa, Sumio Aral, Kiyo NisHIOKA

and TaMoTsu TAKISHIMA

The First Department of Internal Medicine,
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Laboratory and clinical investigations on cefotiam (SCE-963)

obtained as follows ;

were performed and the results were

1) ‘Susceptibility of clinically isolated strains to cefotiam was tested by agar plate dilution method. Minimum
inhibitory concentrations (MICs) of cefotiam against 64 strains of Klebsiella and 61 strains of [Haemophilus
influenzae were 0.2 #g/ml (70.3%) and 0.78 ug/ml (75.4%) respectively. And MICs of cefotiam against
three B-lactamase-producing ABPC-resistant strains of Haemophilus influenzae were very excellent values,

which were 0.29 #g/ml, 0.78 #g/ml and 3.13 zg/ml.

2) Nine out of 11 patients with respiratory tract infections (Klebsiella 2 cases, Staphylococcus 2 cases, Haemo-

philus influenzae 7 cases) showed effective clinical results.

The effect of cefotiam on the acute exacervation

of chronic bronchiolitis due to S-lactamase-producing Haemophilus influenzae was remarkable.

3) Transient leukopenia was found in 2 cases.



