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Cefotiam (SCE-963, CTM) i3 BEKZAH R T
INTFRO L7 7 02K LRERAFERNTH S, AH
2 Fig. 1 0 &5 2 t¥#zE% b & 7 SIfIRHIC aminothiazole
BEATACLMLNETREVFRIRTH 3.

Fig. 1 Chemical structure of CTM

HzN\(S
N CH.CONH Nl N
[T . 2HCI
AN CHZS—I\N/N 2HC
COOH ‘ /CHs
CHLCHN.
CHa

AFIOEBH L b CIERIIRN O 2EHEH T, TTiC
1978 T B N 12 260 B A LEMEF XBIOF L v X o
YATBOTHERIN, RO BRESHT LN,

1) kD7 7y o 2 H#Y ALK, E. coli, Klebsiella,
Proteus mirabilis LT in vitro, in vivo & $iTT
S HEEEE R T, TIHERARY PAVOEIRBNTS
Enterobacter, Citrobacter, indole Bt Proteus, Haem-
ophilus influenzae T THRKIN T3,

2) B, Hetic o Tidm AR 0. 7R T Cefazo-
lin (CEZ) & b4\ a5 Cephalothin (CET) XbHE{,
ZOHEIKET 5 LBbhs. TrRPHMEIHEEY
FOBHMERED ZVES, B5% 6% TTHNE0~80%

ThHse
3) —MERBR TR ERHRBEBRECHL T BHS5R]

~2g THYEI53.6% L AKBL L TREET<2ERSY

RERLTV S,

4) REEBIUER 517 2 MEEOHETIX, E. coli 91.7%,
Klebsiella 89.5%, Proteus mirabilis 100%, Proteus
vulgaris 70.0%, Proteus morganii 75.0%, Proteus
rettgeri 71.4%, Enterobacter 88.9%, Citrobacter 80.0
%DT SO BREHREZH T TV 3,

5) —MERARTOENERRERKIX 2.1 % T2DAXIRES
B, BE BES, BIE M2 CTERSEFERREY
TWwve 1o, ERREBERFIX GOT L&, GPT £t
R, Al-P R, ©9 v, RnkED, HimkED,
HETH DY, fbd p-lactam FRIEH & A ZDEER
DI,

AE, FxxARRIOSEEMHER BBREICN T 5 HRE,
K2l ICERAKR2HET » BT, Bttty CEZ
PHRE LERO_—EEREBABRZT-> 120 TZ0OHA# 2%
&I 2.0

B FH X
1. EBRPRELURR
REAIRNIZ19774E108 5 519788 3 B TTh - 170
NRITRECERKE 2 H T 5B SR By B Y fE
T, UTI EZFEERED 18N ERIZI6REIE, PR
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10a/hpf Bk, RAEERK 104a/ml] Qe L, AK
AR HBRAR 2288 L1,
2. ¥EEH

HEXKFIITRO 2 KA o 5.

REREF : CTM 1 g(F{Hi)/vial

HESEH : CEZ 2 g(JIffi)/vial

CTM itik=r=b—%BIMLT CEZ LHUEA
&, ABIcUTHRITEBE2REE LI, v> = =B
tn CTM & CTM BUHMORAIMOSMEEIIHBINT
3o TROLY—~S VR 6FHICTHMH% cross-over
T 20mg/kg 1 EBETREEHE) S 6 R F ToMmAp
BEHRER2RN Uz BIEIX Proteus mirabilis ATCC
21100 2HBEE TAMEY v THEY TfT-12. TOK

Fig. 2 Bioequivalency of two preparations
(ug/ml)
60

—— CTM with mannitol

----- CTM without mannitol

Rk Fig. 2 ITRT T & TMAM Ol WEDHBE
REBHLNLM» T

7233, WBKAE LT CEZ »BRUIEEIIRDE
BYThH2. T72bb CTMIdENA€7 7o ARY
FTad3sDT, 4EMAIATVAREZAMAZR
& LTI Cephaloridine (CER) CET, CEZ »#&X 5
2, D55 CER IMBHOE» S, CET 13
BAHOE»bAREE A5 3h, CEZ MHMNIBLIUIE
2HOEHOJMEBML TV A LY ahicz itk 5.
3. KFloHbDlF

B UpHar b e—7—HTKKIE 4 2 EFIIM4
EFD% 148 L, JERITD D DI 2170, EFSIHIC
BFIETIT L L LT,

av b -5 —i3EFERHRBIAS - EARESERIC
KL, key code DERE, MHAIDMIITREY:, &KIE
AbHolF, WMEADOIEDAFEE, key code Dpis
BLUBHED 7 — 4 OFEE, HAUBOATHEZE
g BRI L 120

4. Bk - B - 500

CTM of58% 1@ 1g 1H2[H (2g/8) L LD
12, REEERSMEERD MIC 4375 & A MAE & DBSEKS,
BLOEE L OEKRERERS T $»5 1H 0.58TIEA
+ATIEL1gICTAEDEDOYESAFTTES LH
Brltzz &tk 3o

CEZ okt Akkic, FHERKIMHKO MIC &
FRSRE & DBALR, BUEDIBHEBIMELE REEBIIEICH 5
EHZLDORABOERER, BIURNXBOHARIE S
HRUT1E2g 1H2E (4g/A)E UTz.

KT 1@ 1vial 25%F v Y b—VBK 300ml iz

%ﬁb#‘] 1 %Fﬁb’”’f» 355 2 @ﬁﬁﬁ&b‘l‘:o

Time (hr)
BERIZ UTI EZMEELED 25 HE (10[E
Table 1 Trial schedule
Day | Pre- Day of treatment | Post- Follow up
treat- treat-
Item ment | o | 1 | 2 ' 3 I 4 | ment | observation
Highest body temperature l (@) ’ (@) I (@) ‘ [oRNe; 1 @] ’ @] ’
WBC o O
Urinalysis Bacterial count (@) (@)
Protein O @] O
RBC, WEC, Hb,
Laboratory Platelet, GOT,
) GPT, AL-P O O @)
findings Creatinine
BUN
Side effects \ @] ‘O!O’O‘OIO‘ O } O
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) & Ut 8, BRCRIERALBDIR, 8L
RO Xtz Uiz 52k ac e e L, it
AL LorARRicHT A 5R, AEAMRGICREL S
JIZTEBALLNARAIDPAIZ 3T T2

5. MRABHKURRA

WMEIEER Table 1 QT &, RRE, ROE%H
B, —RERRE, BIEBORE, GRWESZICD
WTHIEIIARE (0 BB) LSEkT2403MLIAN (U
ZOHA) ICKMELIz. 2 b DH LRBMEBIZ DN
Tik, vV v b CB—{LEER) itk h ThENOHE
BTHEL, BKEORES L MIC ORI AR
SEHIREME R EBT—IEL TIT 1o MIC J3HAK
LM &ML (3% - Heart Infusion FKR—¥
F, NMRE : E. coli NIH]) iz kb, H:fE& 108/ml
3L0r108/ml O 1HEETHEL .

6. BIMNBKUBERE

NR L BBELBRNT 330,
ANTrce el

1) €7 7028)y, R=v )7L ¥F—~gEDEE
FEohrEE.

2) CTM ¥1:13CEZ FRRIGSBEDEE.

3) HERBLUCHIHPDORE

4) ERCE, FHEREERE.

5) HIHIEVREEL ZA SN 2BE.

BRI OB CRDEFNIIBRN I BiE & U T -
1) AREHERUBWES

2) - AR, WM, RS TELIRI%E

RD & 5 72 BEIXFR

MhTEREshIRE

3) ZOMRYHERRRINTHL L BHIcHE

1. PMBRUNAKE
HYUEBRAS (RHER, AL, RRE—, =
ARE) Tk 2HKYR (ORESHKYR, OBMRITH
TR, ONERICHT 2R, OMEEHIYER, ©
FMic T 2RR) BIUEREIL L 5ORBRYRHE
L OB RABYEIL DN TR 21T - 12

1) EIRZHER

UTI R$IEEM (SB—HR)? IcH L THRDYIERR
LH19784E 4 A2THICHRAN, BRER L BRI ROHE
27, ¥ 51C19784E 6 A 9 ARMIREHRORKEKEITL
- T key code pspibh 5 iic LIHIEOBRBL T/
>12e
THOLMRICOWTIZZDEE % Table 2 DT
{SEMICABETRBINT 3 D% Table 3 DX

Table 2 Grade of pyuria

WBC occupy more than half the high #
power field

WBC occupy less than half the high power #
field and 30 cells or more per high power field

WBC are 10~29 per high power field +

WBC are 5~9 per high power field +

WBC are 0~4 per high power field -

Table 3 Criteria for pyuria

Af ter
\ + + —
Before
H# unchanged \ unchanged decreased decreased cleared
H+ unchanged l unchanged unchanged decreased cleared
+ ‘ unchanged ‘ unchanged unchanged unchanged cleared
Table 4 Criteria for bacteriuria
Replaced organism
by cross
infection 0 <10%ells/ml | =10%cells/ml
Infecting
organism
0 Eliminated Eliminated Replaced
<103cells/ml Suppressed Suppressed Replaced
=103cells/ml Unchanged Unchanged Unchanged
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Table 5 Overall clinical efficacy

Pyuria
\ Cleared | Decreased | Unchanged
Bacteriuria
Eliminated Excellent Good Good
Suppressed Good Good Good
Replaced Good Good Poor
Unchanged Poor Poor Poor

ieft->T, ERIL, HE, FEOIBRICHELR. ¥
AERIZ Table 4 DKM § & - stk WD,
X, TEDO4BBICHET B L L & U, BAR
PPIEEBTHE L. 2 OMRES & OMBEROHER
{td & NT, Table5 OEMITIE > THRABRYE %
£, B, O 3BRBICHIEL Iz,

MBEHYROHEIX, BABRGE S0 THHERNK
TLILMES IZFERDOVThdIHEL, ZhelM
JERE LTHMM LTz TR ESRIERE, BRI
TERBL 120

3, UTI FEZYFMONMED T B hMERIZFAIE
ULTEDHITRNZ EIRIZ>TVADYS, BRikBRDOHE
RONWT MM LA T=DT, Table6 IZRTEMTHEN
SERAE, W, TEOD 3 BRI, TR AR
& UTHIRSHIR & 13 JUikic 83 L 120
2) EREIT X A RMFRE BRAMEHE

EREREEOHTERIT L h Y, BHY, LCHEY
WEID 4 BT BERBREE 2T\, ¥ SICAWERARE
2EBUTHRERC LITRD 5 BEIC T HRME S HIE
Utze

FRICHE, WE, LT, M, ERICHA L.

Table 6 Criteria for highest body temperature

After
<37rC 37rC 38°C =39°C
Before
37°C Cleared Unchanged Unchanged Unchanged
38°C ‘ Cleared Decreased Unchanged Unchanged
=39°C ’ Cleared Decreased Decreased Unchanged

1. F=5OBARN

HBK T, BSHERREZEIEDb LI2EFOHEE
RTBRB2HBL, BNGI, BEE, BSHhIEFIDE
B, BIOF— 2 BIEZ LI OWTREL .

BRA®RE LTI, F— 2 OHEEISLT, X2 RE,
Fisher DEERESKEYE, Mann-Whitney ORES
AV, REOEREAEIRAE UTHES % %28
Uize

Iz, ERPDFRICBEALTREBECLAHELD 3
PHERBRI X2 HELERL, EIRTIEED
HERHERLI.

B OB

1. REAOIRAR

KHbhoFEICaY b — T —HEEFERICHIE LTz
Yo Ivieo&, HEBRERINCAEROYER 2, DX
v ho—5—-BREL, RRETHRIZZNZhREE
ERAZMEYEHEICKEL TERDOSBRBRMST/T
bhitz. zO&EFRIZ Table 7 D &SItV h d Higic
RETE6DTH 10

1. BREEHIR
AL B S X h - REFIBNZ 19151, CTM B¥9541,

Table 7 Results of contents of test drugs

CTM CEZ
content/vial content/vial
(%) (%)
0.9785g 2.047g
Before (97.9%) (102.3%)
0.9899g 1.9294g
After (99.0%) (96.5%)

CEZ B96BITh - 1z0 TD > bRIRYIETEER 2166
# (CTM gi86fl, CEZ ®80f) T, HRAtMEER
131681 (CTM BE¥874I, CEZ B¥81fl), F1-RIfEAMR
HEEFNX 191§ (CTM Bf955], CEZ Bf96f) T -
1zo ZTMARIZ Table 8 IZRTELBHT, D554
LEFER 103/ml LUT, ¥ZEMIR 9a/hpf IR, oM
B yeast DAD $ D235 (CTM B84, CEZ 8
1561) 2BRABIE UTEIRE L OB AT 5 Bz
s, BIWER¥TICIFA L. 28 CTM BOBRNE
(#I2E R 103/ml L) 1Tk, FEREEZED,
B 1z DI EHIE SNIES 1 BIBZ T h Tz,
BEEGIZRIERA Do B ERIEShiz  © 2 HI(CTM
B14l, CEZER 1) T, BRUESSBY, B
REEHIER X OBIFERHEITIZERA U,
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Table 8 No. of cases of exclusions or drop outs
Clinical Drug Sid
e effect
Reason response usefulness
CTM CEZ CTM CEZ CT™M CEZ
Bacteriuria ™ *
<10%cells/ml 5 13 5 13 0 0
Pyuriag9cells/hpf 1 1 1 1 0 0
Exclusion
Infected with
only yeast 0 1 0 1 0 0
Bacteriuria <103cells/ml
Pyuriasocells/hpf 2 0 2 0 0 0
Discontinued
Drop outs | 4010 side effect 1 1 0 0 0 0
Total 86 80 87 81 95 96
* : One case discontinued due to nausea and
vomiting after the first administration.
Fig. 3 Comparison of MIC value between CTM and CEZ groups
%
100¢
10" cells/ml I
2 80} —
;'g _____ |11]] Statistical analysis
geor N 1vsIl Zo=0.401(N.S.)
b1 wob MvsN Zo=0.729(N.S.)
/’ No examination
20t . CTM 15
—— e - CEZ 12
MIC (ug/ml) =T N
Group Drug 0.1{0.20.39(0.781.56 [3.13]6.25[12.5| 25 | 50 [ 100|200 | 400 [ 800 |1600 | >1600| No. of case
Recei
oM e T o™ 0 2 1{ofl2|22f1|1]|1]2|2|10]44 72
Rocernn
Cez ™ |1 0 2 2|2|4|1]0ofo]|3|2[0]|3]|2]|a 69
Recorm
crm | D cEr 0 0 ol2|2|2|2f2]o|lof1]|2]1]ss8 72
y—
cez N 0 0 oj2|2|2f1|3|3|o|l1]o0]2]s 69
%
1007 10% cells/ml ll]
Z 8ot -1
B N Statistical analysis
g 60 '.' I vsIl Zo=0.583(N.S.)
H © MvsV Zo=0.514(N.S.)
No examination
20+ ——____-i------IITCC 4 CTM 15
""""""""""" CEZ 12
MIC (ug/ml) B
Group Drug 0.1{0.2(0.78(0.78(1.56 |3.13|6.25[12.5| 25 | 50 | 100 | 200 | 400 [ 800 {1600 | >1600| No. of case
Receiving | 1 1|26 21|11 |11 |alalalo|7|w 72
¢T™ CTM
Becoi
cez ¢ |1 1/10]5s 1{2(o|l1|o|o|3|of6]|1]4]39 69
Qeceving | olo]o slafz2fs|l1]|1f{o|l1]|ol2]|3|ss| =
CEZ
—
cez ¢ |N 0fof1 2|3 |2|3|3]|o|2|1]0|1]|3]48 69
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Table 9 Background characteristics *P<0.1

Characteristics CTM CEZ Total
Male 71 71 142

Sex Female 16 10 26

~29 1 0 1

~39 3 2 5
~49 4 2 6
~59 12 10 22
Age (years) ~69 28 27 55
~79 32 31 63
~89 6 9 15
~99 1 0 1
Unknown B 1 3 4
~39 2 1 3
: ~49 27 23 50
Body weight (kg) ~59 37 32 69
~69 17 20 37
~T79 3 2 5
Pyelonephritis 32 18 50
Diagnosis Cystitis 24 28 52
Infection due to post prostatectomy 31 35 66
1st group (Indwelling catheter) 30 23 53
Single 2rd group (Post prostatectomy) 12 17 29
: infection | 3rd group (Upper U.T. 1) 16 9 25
Group of disease 4th group (Lower U.T.I) 6 9 15
Mixed 5th group (Indwelling catheter) 7 8 15
infection | 6th group(No indwelling catheter) 16 15 31
. . + 32 33 65
Urinary flow disturbance — 55 18 103
B. P. H. 6 5 11
Post operation of B.P. H. 29 30 59
. . Change of urinary tract 12 5 17
Underlying disease of Tumor of urinary tract 4 7 11
urinary tract Post operation of tumor of urinary tract 4 7 11
Calculus 10 4 14
Other single underlying disease 9 9 18
Mixed underlying disease 13 14 27
Complication Effect on clinical response 82 72 153
R — 29 24 53
Operation before treatment T 58 57 115
. — 50 50 100
Indwelling catheter ¥ 37 31 8
— 24 23 47
Chemotherapy before Penicillins 28 22 50
treatment + Cephalosporins 20 23 43
Others 15 13 28
Concomitant drug Effect on clinical response sg 72 lig
# (more than half field) 43 40 83
Pyuria +# (30cells/hpf~half field) 29 26 55
+ (10~29 cells/hpf) 15 15 30
104 cells/ml 5 10 15
Bacteriuria® 105 cells/ml 30 36 66
108 cells/ml 32 17 49
=107 cells/ml 20 18 38
No fever 58 54 112
) 37°C 18 20 38
Highest body temperature 38°C 5 7 =
39°C 3 0 3
Gram (+) 4 5 9
Single E. coli 12 8 20
. g Kiebsiella 8 7 15
Isolated organisms infection |_Serratia 19 18 37
Pseudomonas 9 6 15
others 12 14 26
Mixed infection 23 23 46
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Fig. 4 Comparison of MIC value between CTM and CEZ

%

100
10" cells/ml
50}
a0}
d0Fr
] S
s Mc Nemar Test
L x8=45.38 (P<0.01)
Do ———CTat/mT 39T 78] 1.56]3.13] 6.25] 12.5] 25 | 50 [ 100] 200] 400] 800] 1600] >100] No. of st rains
CT™M s{alal7|8|s|6|[1]w0falz]s]2e]|rs] 200
CEZ 1 s|s|6|6[10]s5|1|1|a]6]17 200
100
10° cells/ml
60}
so}
a0t
30}
20}
10¢ 26=72.0(P<0.01)
IC )
Do € 8/ 01{ 0.1] 0. 2[0.39]0.78(1.56{3.13] 625 12.5 25 | 50 | 100{ 200| 400 800 1600] >16m| No. of strains
CT™ 2|2|3|13|u|6|6|6|3|2|5]|9|uli|2]|16]s8] 200
CEZ 1 o s |8|9fw|2]al2|6]|8]0o[i2s] 200

3. EfloER, HHMOFRYE

LRRTFEUTYE, £#, &E, S, KRRBE
(UTI E3mEREc L 3), ROMEBERE, RERD
HEEER, RERUNOEHHE, FiH, HBr»F—7
v, KEUERRIO/LERE, DIEK, BE5mAOMR
BEARILONWTRE UIze ZDRERIZ Table 9 (TR
T & 5 I FRFIBRICRITR D 13 72> o 12e

KA ERIME ICONT, R, BEH, MIC o
SR MEHC W THE LTz (Table 9, Fig 3, 4),
Z OFR TIRAEFHOIMEILITITHFTICIH/L TN
1298, BERIZOWTIE CTM BCERO S W VEAY &

bhts (P<0.1)o MIC iz oW\ Tix CTM X CEZ
ZhZho MIC ORRIBGIS % LB L KR, 13T
BEFRAHLU T BBRABYED MIC igXE0
{E2HFALI.

EECHELSTDONIE 4 DEFlicOWTOD MIC D
H#, 2% b CTM #5gticisiy3 CTM o MIC
&, CEZ ¥ 58ticisi3% CEZ @ MIC »H#iT 5L
CTM #58tcisi7 32 CTM @ MIC pBERITHE»
51z (P<0.01)e UL, 2E#ICOVWTRERO
CTM & CEZ ORIEL A1z MIC 2183 3¢, CTM
@ MIC 5 CEZ @ MIC J b /b BB e A X WBREG
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Table 10 Overall clinical efficacy
Drug | No. of case | Excellent | Good Poor
10 30 46
cT™ 8 (11.6%) | (46.5) | (100.0)
12 15 53
CEZ 80 (15.0) | (33.8) | (100.0)
Zo=1.232(N.S.)
Table 11 Efficacy on pyuria
%
Drug | No.ofcase | Cleared | Decreased | Unchanged 100
80
17 19 50
CcT™ 86 (19.8%) | (41.9) (100.0) 6 Unchaned
14 7 59 10
CEZ 80 a7.5) (26.3) (100.0) b NN pecrensed
Zo=1.780(P<0.1) e Tt
Table 12 Efficacy on bacteriuria %
Drug No. of case | Eliminated | Suppressed | Replaced | Unchanged 100
80
26 3 21 36 Unchanged
CT™ 86 (30.2%) | (33.7) (8.1) (100.0) &
ao} | 1 Replaced
21 3 14 42 &
CEZ 80 (26.3) (30.0) (47.5) (100.0) 20} B 3R] Supressed
J Eliminated
Zy=1.126(N.S.) O CTMCEzZ

ZNFh 108/ml EETIa728kE 1086 TH b, 108/ml
HETIZ1008RE 1088 ThH -T2 T OEIE%HE > T Mc-
Nemar ORE%2T 5 L WTFhOEHEERTE CTM ©
MIC BERBICNE -T2 EH 5, Likabhlc MIC
DERREAEEDETH b, BRATFL L TIZMEMSIZ
VWiorELLII: (Fig. 4.
i BRHE

BABKRYDR, BRIHT29R, MERICNT
8, MEENHR, RMcHT IR, BRI AR
YR, THEICE ZEABHER EILONTRIE 21T
212
1) BAERHRE

CTM B TizE106], HZH308, 246 BITED
R46.5%, —7f5 CEZ BtCI3E%01260, 31561, &XD
S3BITHRIHE33.8% T CTM BHMBEVEHYELRUI

(Table 10).
2) BRizHT %R

CTM B TIIIERLI7TH, BE19B, 505 THE
R (ERL+3E) 41.9%, —F CEZ B CIIIER 14
O, W& 7H, FESPITHEK26.3%THhH, CTM

N
}

HORELELEERZRURZ (P<0.1) (Tablell).
3) MBERICH T 2EE

CTM g Tikiaiiteefl, B 36, ExR214, R
3608 TWER (BiE(L+BD) 1433.7%ThHY, —F
CEZ gtTixit{218l, B 35, B4, FE
25 TKEHE30.3%ThHH, WHBICEROELZE DL
D otze RPEZREZ CTM B 24.4%, CEZ 8
17.5% Ta& -1z (Table 12),

4) MEFHIHFR

LIEFIOI BT OV TEHEBIIC KA S H#OMAR
i CEE Eng A

75 LB (Staphylococcus, Streptococcus) Tik
CEZ BOHBPLPHEWHEER LRI,

E. coli, Klebsiella TIZTE L $12ZA UHKRETH
—17o ¥ 1z Citrobacter, Enterobacter, Serratia Tl
CTM BOHNBENHEETH 720 Proteus BT
Proteus mirabilis |3TEEE $ 2B THDOHEKR % A1
A3, indole [ttt Proteus BTl CEZ BOHMBE WY
KETCHo1zo UL, WThOBEKIZEBN T HEE
BREDLNE» Tz TIOMELEL UTABED
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BMLERIZINT S CTM BED62.4% (117HRHI73HK), CTM RT#3pi6h, H%0235, ©OHEYIG, &
CEZ 8¥56.8% (111%krh63tk) THRMIcEROZIIRE 345 THRHRI245.3%, —77 CEZ B TIAEI5H], &
W5z -1z (Table 13), 30206, RLERY12H], KRG THEYHKIZ43.7% T
5) F#ucxid 23R -tz (Table 15),
BEWASOEF 2R E Uize CTM RED 8 X i 7) XRIC & 3 HREYE

83.3%, CEZ B11371.4% T CTM HDOFHH BER HAMES MFERCME] &L THE] OEHik CTM
%RU1Tc (Table 14)0 R¥39.1%, CEZ ®#33.3%7T, 9% 2rze
6) LIAEIT X B EREHR CTM 11t 65.5%, CEZ B¥59.3% T 'hizisT

Thblea 13 Bacteriological response

s No. of No. of strains
Organism Drug Eradicated | pergigted . appeared after
(%) strains | treatment
CTM 6 (54.5) 5 11 3
G
ram (+) CEZ 7 (70.0) 3 10 3
CTM 15 (100) 0 15 1
E. coli
CEZ 12 (92.3) 1 13 2
CTM 5 (62.5) 3 8 1
Citrobacter
CEZ 1 (33.3) 2 5
CTM 11 (78.6) 3 14 2
Klebsiella
CEZ 8 (80.0) 2 10 2
CTM 6 (66.7) 3 9 4
Enterobacter
CEZ 2 (28.6) 5 7 2
CTM 4 (100) 0 4 0
P. mirabilis
CEZ 6 (100) 0 6 0
CTM 4 (44.4) 5 9 5
Indole (4) Proteus
CEZ 6 (85.7) 1 7 1
. CTM 15 (51.7) 14 29 4
Serratia
CEZ 11 (36.7) 19 30 5
CTM 6 (35.3) 11 17 12
Pseudomonas
CEZ 5 (25.0) 15 20 5
CTM 1 (100 0 1
Others )
CEZ 5 (100) 0 5 5
CTM 73 (62.4) 4 117 36
Total
CEZ 63 (56.8) 48 111 30
N. S
Table 14 Efficacy on the highest body temperature %
100
No. of
Drug case Cleared Decreased Unchangld 80 Unchanged
y Decreased
14 1 3 60 3
™ 18 (77.8%) (83.3) (100.0)
. 40
9 1 4
CEz 14 (64.3) (71.4) (100.0) 2

LB K
Zo=0.821(N. S.) CTM CEZ
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Table 15 Clinical assessment by urologist lg’g
Drug No'cgge Excellent | Good Fair Poor 80 Poor
16 23 13 34 60
CT™ % | asew)| s | w08 | a0.0) | QR
\ Good
CE 15 20 12 33 20 N
Z 80 8.7 | 43.7) | (s8.8) | (100.0) R eacten
oL B R
Z0=0.178(N. S.) cT™MCEZ
Fig. 5 Comparison of profile
Efficacy rate Overall clinical . . Efficacy on
efficacy Efficacy on pyuria bacteriuria
20 40 60 80% 20 40 60 80 % 20 40 60 80 %
1 st group
; Indwelling catheter
o ?: 2 nd group
g = Post prostatectomy
] o 3 rd group
. 'gc Upper U.T.I.
s 0 4 th group
a Lower U.T.I.
3 g 5 th group
G T35 Indwelling catheter
& 6 th group
= . No indwelling
Indwelling Done
catheter None
Type of Single infection
infection | Mixed infection
Pyelonephritis ?
Diagnosis | Cystitis Id'
Infection due to 7
post prostatectomy
H# 1‘ Y ] aN
\ H
Pyuria +# ‘\\ & J
+ “o b o
104 cells/ml Y Q
.\ AN
10° cells/ml > ‘,-
Bacteriuria e /
10° cells/ml (\’ ¢
2107 cells/ml AN H
*1 S °
ICEZ effective organisms (1) ,/? !
o) . *2 4 ;’
FganiSMs|cp7 effective organisms (2) I/ /
*3 4 4
CTM effective organisms
— CTM  ------ CEZ Statistical analysis . y*-test

%1 Staphylococcus, Streptococcus, E.coli, Klebsiella, P. mirabilis
* 2 Staphylococcus, Streptococcus, E. coli, Klebsiella, P. mirabilis Proteus indole (+)

* 3 Staphylococcus, Streptococcus, E. coli, Klebsiella, P. mirabilis
Proteus indole (+), Enterobacter, Citrobacter

* P<0.05
aP<0.1



640 CHEMOTHERAPY APR. 1979

Table 16 Drug usefulness

%
Sufficiently | Satis- Unsatis- No. of 100 ow Useloss
Drug | catisfactory| factory | COMMON | factory | Useless | g, ®
16 18 23 29 1 Unsatisfactory
CTM (18.4%) | (39.1) | (65.5) | (98.9) | (100.0) 87 ) .
40 pr ommon
13 14 21 32 1 )
CEZ (16.0) | (33.3) | (59.8) | (98.8) | (100.0)| & | B N Suusteciar
Ssistaeiory
Zo=0.859(N. S.) Z
Table 17 Side effects
No. of Present
Drug o ° Absent
case Slight Moderate
CTM 95 93 0 2
CEZ 96 94 1 1
Drug Age| Sex Disease Complication S(:_l&(;omitant cs:ympaul)r::lou%
Infection of _ _ Nausea and Vomiting (moderate)
59 | m | o rostatectomy Appeared after first administration
CTM Discontinuation of administration

54 | m | Cystitis —

Eruption (moderate)
Discontinuation of administration

36 f | Pyelonephritis | Bronchitis

Nausea (slight)
Continuation of administration

CEZ Diabetes
mellitus and
Cardiac

73 | m | Cystitis

insufficiency

Chill, Arhythmia, Dyspnea, Feeling
of chest pressure and Pain in the
throat (moderate)

Discontinuation of administration

Digitoxin

CTM BYBWERYERRUIBEEERED L1
(Table 16). 73 CTM BEficitZ O BRARIDH
ICEIER DD OIS 1 & Th Tz, the
MERICA ] & UTHEILTS 93] Sk
DEP#EI364.8% Th - 120

5. MHIMiT
BYEREBIMEIC BN TIRERE UTOERFSY
BieE»RizTEEALNAIYD, BERICE D &
EELSRFICOWTEBIIRR 2T -1

Tizbb, EEREE, HEy7—7v, BYEG,
SR, BR, BERCOWTENENRIIUBSER
R, BRICHT ARSI OMERICHT 28R %215
B UCHR 2 8 UTz. 53, CTM X CEZ X h v
5 AREEEICHUTHEARS b 7 2aBHARLTWA
o, PEEICOWTLENER 2T T4b
t CEZ OECEERE (Staphylococcus, Streptococcus,

E. coli, Klebsiella, Proteus) ¢ CTM T xh
BHEER (CEZ HEISEEDftlic Enterobacter, Ctrio-
bacter ZIMAI:BY) LICEBIL THRHNUI. Proteus
12DV Tid Proteus mirabilis DA DOEEE indole BiE
ETLADNHDO2ODEE LT o120
Z OfiFiL Fig 5 IRTIL, 5% Rid10%0K
HETEBHLLNIIDRTEDOE TN CTM #H
CEZ X h RS ED > 120
1) BBRORIIRAEBYE (28 TOBRAER
R (P<0.1), BRicHd 28 (P<0.05), @
BRicHT 2588 (P<0.1)
2) BR (i) TOLEBKRYE (P<0.1), BRicH
TR (P<0.1)
3) KEE 104/ml TOMRICH TR (P<0.1)
4) CEZ B3EER: (Proteus |3 P. mirabilis DA D
B OEDKBREERFFE (P<0.1).
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Table 18 Laboratory findings
No. of | Normal | Abnormal Abnormal—Abnormal Normal No. of abn-
Item Drug ormal cases
cases | Normal| Normal |Improved Unchanged | Worsened| Abnormal due to drug
REG CTM 92 29 (32)| 4 (4)] 21(23) 2 (2 31 (33) 5 (5) 1 (1
. CEZ 94 20 2| 7 (7| 30 (32) 1 23 (24) 13 (14) 0
WEC CTM 92 41 (45)| 23 (25) | 13 (14) 0 5 ( 5) 10 (11) 0
CEZ 94 45 (48)| 16 (17) 9 (10) 1 (1) 14 (15) 9 (10) 0
- CTM 92 29 (32)] 5 (5)| 21 (23 1 28 (30) 8 (11 1 Q)
CEZ 94 25 (20| 5 (5 | 20 (21 2 (2) 39 (41) 3(3) 0
CTM 73 53 (72)| 7 (10) 4 (5) 0 3(4) 6 (8) 1 @
Platelet
CEZ 76 53 (70)| 8 (11 2 (3 2 3 8 (11) 3(4) 0
cOT CTM 91 74 (81) 6 (7 2 (2 0 5 (5) _4( 0
CEZ 93 74 (80)| 6 ( 6) 3(3) 0 4 (4) 6 (6) 6 (6)
GPT CTM 91 79 (87) 1(1) 4 (4) 0 3(3 4 (4) 1
CEZ | 93 |69 (74)| 11 (12)| 3(3 0 2(2)| 8(9 3 ®
AL-P CTM 88 73 (83)| 3 (3) 7 (8 0 2(2 3(3 0
CEZ 89 76 (85) 3(3) 4 (5) 0 2 (2 4 (5) 3 (3)
CTM 91 65 (71)| 6 (7 5 (5) 4 (4) 3(3) 8 (9 0
Creatinine
CEZ 87 63 (72)] 6 (7 6 (7 3 3 3(3) 6 (7 0
BUN CTM 91 66 (73)| 8 (9) 9 (10) 0 2 (2 6 (7 1 D
CEZ 93 71 (76)| 6 ( 6) 5 (5) 2 (2 6 (6) 3(3) 0
CT™M 92 8 (97)| 3 (3) 0 0 0 0 0
Albuminuria
CEZ 90 90(100) 0 0 0 0 0 0
No. of patients with abnormal findings CT™ 69 4
CEZ 73 6

():%

Normal or abnormal finding was judged by the normal range in each hospital.

ZOMTIZERELRD /DS, BEMEROSE 3L
JUBMR(+) CORAERE, BRES X OMERICH
TIHE, INBEBROMERICTT 3HRICENT
CEZ BOA BBV EELEDIIUNMIEDO B2 E ST
t CTM BOH»RVR2TD Iz,

6. EfER& LUBKREAEDOEY

BiVEmIx CTM BECIZosBIR 2Bl (2.1%) K& 5
h, 1B EEORSS EFICHIZSDTHY, 1
Mg oED, BHETHY, WTFhiESHES

ftzo CEZ BTI13965H 241 (2.1%) ita 540, 14
RBEDESTH h BSRETETDH - 12. D15z
FEEOER, WRERE, TBIR, MBELm, HES
Tdb, ®5IxAIEINz (Table 17),

ARG BHOBRREMBDOERICDWT Table 18
=L TRUIZ. 2D bEADHEL»BETE 2
>td DIk CTM 8544, CEZEE6 I TH >0 CTM
B, GPT 1514, RBC, Hb %4> 14, BUN L&
181, mMEA 168ICh b, CEZ#hiivihé GOT,
GPT, Al-P OERTH -1zhs, WS4 TH 2 HES
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Table 19 Abnormal laboratory findings
Drug | Age | Sex Disease Complication Conc;;ﬁi‘tant Abnorrg:‘lul:::ratoryw
38 m Pyelonephritis — —_ Elevation of GPT
(20—+45u)
75 m Pyelonephritis | Disturbance — Decrease °‘f RBC
of walking (399 X 104347 X 104)
Decrease of Hb
™ (12-10.5g/dl)

60 m Infection after _ _ Elevation of BUN
post prosta-
tectomy (17-21.8mg/dl)
Infection after Ischemic Dasen Decrease of platelet

“ " post prosta- heart disease Neuzym (55 X104 —3. 3 X104)
tectomy .

CEZ 58 m Cystitis Hypertension — Elevation of GOT
Disterbance (59_:101“)
of liver Elevation of GPT
(48—60u)
Elevation of AL-P
(11.9-12.7u)

78 m Cystitis Cancer of _ Elevation of GOT

larynx (31-55u)

62 m Pyelonephritis — — Elevation of GOT

(41-65u)

72 m Infection after _ _ Elevation of GOT
post (30—72u)
prostatectomy Elevation of GPT

(29-85u)
Elevation of AL-P
(9.8—15.6u)
75 m Pyelonephritis Diabetes _ Elevation of GOT
mellitus (28—174u)
Cancer of Elevation of GPT
Stomach (8—122u)
Elevation of AL-P
(9.0—18.6u)
75 m Cystitis — ubretid Elevation of GOT
(32—73u)

ORETIZERICEEL TWz (Table19),

z

Rty o 2#Y VEITHS CTM OEHMMER
BT A IRR e BBRACHEB T 2EHNT,

#®

—EEKEIc X3 CEZ * DHBARZ T 10

CTM RRERDOEHA €770 XH#Y v Al <
TY 7 sREEENOHRENBEELE®RAT, SbHiT
Enterobacter, Citrobacter, indole [Bftt Proteus |z %
HEARY 7 ADBHARINTNB T LKL Wbh
TBo P> THRHAIORHMIC $ & SRR RERHT
BITITHMEIRBEBIEDSR B LU I-EBO—2E 0
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x50 AERBIZZT OWMLRBOIZDMRD & OIS HE
T, ZLORERDHRBINISETY T2+ nER
PRE DT TVB LRI, B> TERERITH L
FHROFAL O S5 icHY2RAHRIN2 25,
ERETOBEIIALE .

AHBONRLE 2o BEOEREFICONTIE, £
EHCSNCIITSERIBMICRICR DI B D & hizd -
120

RAMERTIZ CTM BHIKEROZ O BINS L A
phichd, BEIOAENRIINThOETE CTM #it
» CEZ Bt D3IRMH <, CEZ BETEBMGD IR
ERRBROBBANEIZNAZVDT, ZORYIZRERIC
BUTHICHEE TAER TRV EEL S A

3T, BRYRZZRNICEELTAHSE CTM it
CEZ Xh 33 <ChTnit. BICMRORER S L ost
BEEDORE T 2 BT IRINEBYUE COH HEH» CEZ
LU 5 ~10%DKETHERICT CnERIIEE 3 h
3o

MERORERIITAIE $ 1IZAL THh - 1205, BX
REiz CTM 223 CEZ B L b PHED -2 LU,
CTM HOEZRHIOFITIZBRSHEINTNE D
BEL, BRREE VS L HIZVDYIERRES L&
AbhA (Table 20).

BARBEBINAEIE TIZ Enterobocter, Citrobacter D
KEH CTM HTEM» - EIX, ThITOHREN
DEBHIRFER L KLU T 3. LHL indole Bk
Proteus BHTOWTIZ CTM BEOMEHKIZ 44.4%&
EETH-7:08, FEL R0 4D CHRESNIIMNE
i3 71.4%Tdh -120 —1, CEZ BEDNERIL 85.7%
Thoizhs, BRXOBHERTIZ CEZ $ 3D TRKD
€7 70 2R VRRRBRA LRSS LN TN,

MIC LE@EM& L DBEME 2 A S 2DiT, FEREAT
DENMEOEERE 108/ml F12i1x 108/ml TO
CTM X or CEZ @ MIC fi & EMEIC W TRE L
1o

Z DR, E. coli, Proteus mirabilis |3 MIC iTh>
Db e dEIZMELTVAD, FOMOMMICBLT
B OMERL TWZWERIIZ MIC DX SV E DHEHL
By ohic. i, LWEENRIZLT MIC & WML
EDORGREASB L, 10¢/ml HERIM L b 108/m] ERlNE
D MIC LHIMKRE OBIMMENSHENE 5 Th -1

(Table 21, 22),

UTI SEZHMMHAMED TIZH - RERIZ RAIE LT
LD BTN LIRS TNAD, BHL ATttt
T 23R CTM REOWBHK 83.3%, CEZ [71.4%
T CTM OFBENEBERLRUI.

FREI L ZFABUTICONT S, MREICEEE
X8z o1cd8, CTM HOSHNERAELTELI,

CTM HOBERIRED, 'BHEFBSTHHREN
2 DTIR/LV e TIHERREBOLTE L TIXBEED
GPT t%, BUN L8, 'RBC ¥/, Hb Bdtor
TUMRRDH B 5 izh3, RBC, Hb B DFCiasy
Bty o BOERSH Y, COBREETERNER
bhd. BEHICEHL TIIHAEANIIIIEABEEZLS
N3,

Ll E DR 5 i WA FRERR AU E DTSRI L LT
CTM iz CEZ iU EARORVEREZLbN3,

¥ ]

Cefotiam (CTM, SCE 963) OERK% S bicd
5129, BHRHERBBRNMELRRE LT, —EER
I X 5T Cefotiam & Cefazolin & OEFRIHERE
2ITNUTORR 2B,

1) £ERFZ—EUIREERYDE, EAEHETE
Cefotiam BfAS®R g N T izo $12, Cefotiam
BOMR O EKIL Cefazolin BHZ HE L THVVER

2RUTz (P<0.1)0

2) BRIEROKER, 12 A X DB DT Cefotiam
Bfid Cefazolin B X b § STz RHCATSIIRAT
HBRTER OMR DR E XTI T Cefotiam B

Table 20 Relationship between bacteriuria and pyuria

CTM CEZ
Pyuria Pyuria
Cleared | Decreased | Unchanged Cleared | Decreased ‘Unchanged
, |Bliminated | 10 8 8 _ |Bliminated | 12 3 | 6
§ Suppressed 0 2 1 § Suppressed’ 0 \ 1 { 2
‘:3.: Replaced 4 7 10 {3 Replaced , 1 l 2 ‘ 11
. Unchangedl 3 ‘ 2 31 a Unchanged] 1 [ 1 ‘ 40
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‘iz <nTvis (P<0.05).

3) ME¥HRM TIZ  Enterobacter, Citrobacter
Serratia DT BT Cefotiam HEASM > - 120
4) BfER B L UREIBRE L B 5 Wit HRIREED

Z Ry Cefotiam B¥95HIF 6 B (6.3%), Cefazolin

Bio6BIR 8 Bl (8.3%) Thh, RCEMDOEDIdAH

bhizhotte
5) FEBROMETIZ, BEMMMREBNECNT 2

Cefotiam & Cefazolin DERRZR TORIXIZIZ

2:1tHmah3,

LIk, Cefotiam i3 Cefazolin & DXHiITINT, &
e RBEBRuEIC X U T ILRE O A1 B 12 ZhR %2R
U, BREORWERIEZXL LN .

(BT A Po eI B KR TR R 5 5 185t e 5
L)

X [y
1) TSUCHIYA, K., M. KIDA & M. KONDO : SCE-963, a new

broad spectrum cephalosporin : in vitro and in vivo
antibacterial activities., Antimicrb, Agents & Chemoth
er. 14 : 551~568, 1978

2) M26ERA{LEMELIMEIFRL oY 4 SCE-963,
1978

3) FA%SN : REBBREITIT 3 5 RYIEIT DT, Chem-
otherapy 26 : 45~46, 1978

4) ®#% A, MEE— : Cefotiam (SCE-963) D&MAM
EME:, Chemotherapy 27 (S-3) : 106~111, 1979

5) MKM/\8B, MEMF, MENF : Cefotiam (SCE-963)
1CBET 5 XKy, REKMYZE, Chemotherapy 27(S-3) :
255~-266, 1979

6) KEF=KA8, WH, DHBIR : HMEREBRIECHT
% Cefotiam (SCE-963) DOXi$: K. Chemotherapy
27 (S-3) : 568~579, 1979

7) MRS —, MUIR—AB, EWitRAD : MMLIRBEBRIEIC
4% Cefotiam (SCE-963) 0{#f#&#, Chemotherapy
27(S-3) : 604~610, 1979
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CLINICAL EVALUATION OF CEFOTIAM (SCE-963) IN COMPLICATED
URINARY TRACT INFECTIONS: A COMPARATIVE STUDY WITH
CEFAZOLIN BY A RANDOMIZED DOUBLE BLIND TECHNIQUE

JoI1 ISHIGAMI, SANTARO OHNO and OSAMU TOMIOKA
Department of Urology, School of Medicine, Kobe University
SHUNRO MOMOSE and JOICHI KUMAZAWA
Department of Urology, School of Medicine, Kyushu University
SIGERU MIYAZAKI and SEIKI NUMATA
Department of Urology, Osaka Medical College
KIMITAKA SAKAMOTO and KAZUHIRO OSHIMA
Department of Urology, School of Medicine, Fukuoka University
NOBUYUKI ISHIZAWA and KOHEI SENOH
Department of Urology, Miyazaki Medical College
TARO FURUSAWA
Department of Urology, Kyoto Second Red Cross Hospital
MAMORU KURODA and KYUBEI HIROOKA
Department of Urology, Kansai Rosai Hospital
KIYOTERU KURODA and EI1J1 NAKATSUKA
Department of Urology, Hyogo Prefectural Amagasaki Hospital
TOSHIHIKO MITA and MASAYUKI SUGIMOTO
Department of Urology, Himeji Red Cross Hospital
YASUMASA TAKAHASHI
Department of Urology, Shinko Hospital
HIROSHI SUEMITSU and KENICHI TAKADA
Department of Urology, Kobe Rosai Hospital
SHINJI HARA
Hara Urologist Clinic
KAZUNORI TERASOMA
Department of Urology, Social Insurance Central of Kobe
HIDEO OHSHIMA, KUNIHIKO TANAKA and HIROSHI OHMAE
Department of Urology, Hyogo Prefectural Kakogawa Hospital
KoJI HIKOSAKA and KENSUKE MAYUMI
Department of Urology, Nishiwaki City Hospital
SATOSHI OHBE
Department of Urology, Akashi City Hospital
YASUTOSHI AKITA
Department of Urology, Ohtu Red Cross Hospital
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HITOSHI OKANO
Department of Urology, Saiseikal Nakatu Hospital

K0z0 HIRATA and ICHIKIRO MORITA
Department of Urology, National Fukuoka Central Hospital

YASUHIRO OHTA
Department of Urology, Fukuoka Red Cross Hospital
SANSHINIHARA, TAKAHIKO HARA, KAZUSHIGE NANRI and AKITO YAMAGUCHI
Department of Urology, Sanshinkai Hara Hospital
KANICHI EMOTO and KENJI AITO
Department of Urology, Hamanomachi Hospital

TETUO OMOTO and KENJI ITO
Department of Urology, Kyushu Koseinenkin Hospital

SEIICHIRO ANDO
Department of Urology, Kitakyushu City Kokura Hospital

HIROYUKI NAGAYOSHI
Department of Urology, Yahata Seitetu Hospital

HIROSHI NAKAYAMA and SHINICHI SATO
Department of Urology, National Beppu Hospital

KEN NAKAYAMA and SADAMU HIEDA
Department of Urology, Miyazaki Prefectural Hospital

HIROSHI HIRATA, HIROSHI KURAMOTO and MASAO OHKUSU
Department of Urology, Hiroshima Red Cross Hospital

NOBUMASA KATAOKA
Department of Microbiology, Kobe Tokiwa College

A group comparison study was performed by the double-blind method to evaluate the clinical
usefulness of cefotiam (SCE-963) as compared with cefazolin in the treatment of chronic complicated
urinary-tract infections. The results obtained were :

1) The overall clinical efficacy and the judgement of usefulness in all patients showed a small
difference in favor of cefotiam over cefazolin. The improvement rate of pyuria in the cefotiam
group showed a tendency to be superior to that in the cefazolin group (P<0.1).

2) Stratified analyses favored cefotiam over cefazolin in most of strata. Especially cefotiam was
significantly superior to cefazolin in the improvement rate of pyuria of the patients with postoperative
infections of the prostate (P<0.05).

3) Bacteriological evaluation showed that the eradication of Enterobacter, Citrobacter and Serratia
occurred more frequently with the cefotiam treatment.

4) Side effects and changes in laboratory values attributable to medication were noted in 6 of 95 (6.3%)
in the cefotiam group and in 8 of 96 (8.3%) in the cefazolin group. No severe adverse reactions were
recorded.

§) The efficacy ratio of cefotiam as judged by clinical responses to that of cefazolin was presumed
to be 2:1 in treatment of chronic complicated urinary-tract infections.

Cefotiam is thus considered to be a useful drug, showing a broad-spectrum activity in chronic

complicated urinary-tract infections as compared with cefazolin.



