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Cefotiam (CTM, SCE-963) i3 X EXRGEH RFKFT
AR ¥ v 7= cephalosporin ZRITEMR TH 3. AFZ,
cephalosporin #® 7 L fif #{iC, aminothiazole ®R%EH
L, 340U IC 2 tetrazole MEFT5, 2<(HM
O cephalosporin #| T % 2, £ 0 HiWH iz, KED
Cephalothin, Cephaloridine, Cefazolin 75 &#ic W U,
Escherichia coli, Klebsiella pneumoniae, Proteus
mirabilis R XICKHL, BEOHMAOEHL, 8o KK
Haemophilus influenzae, Enterobacter, Citrobacter,
indole ¥ Proteus 72 & iC &, B R ~2 + A %K

LT3, coBEh il %2838 CTM kKoL
Ty BAMMBERPE BEC XL TOMKKRIZOL
Ty RUET D TCHRET 5o

5 &

NDEABMR

a) 6 ZDOMEFBTF volunteer (Fih20~26%), F
1225%, (KES8~T78 kg, F¥1965.8 kg) i, HA KIGE
HEH»HTH, CTM 500mg %#10ml OB A K I
WKHERL, 3HMTHEL, MPRES X CRDERO
EBEsI, BolMhBBEORRL YD, B/ EEE
K&y, MPEFHHERB L. RN RKICD
T, GOT BXU GPT DREZETTo70

b) 3EZDOTTFRHIEIESRE (1. 80K, 40kg, 2. 65
%, 42kg, 3. 59i%, 50kg) ic, CTM 500 mg %@
U, MBS, Mo, Roditt s, 5%,
LhoDBER, BRECBREDOETLATS,

c) RERIKOEABERNEIX, Proteus mirabilis
ATCC 2110054 RV 2 EFEAR 2 » 73k, iR 7 4

22 HEIRE 2 TiTo2o KAMi2, trypticase soy EXix
i, —BEEER% EMAREKCESLAbO%A
V», EME DST X (pH 7.4) AL,
b, M e r R, Kiz pH 7.0BEIREX
PRV, BBRIZ, COBRKRTIMEL EICBRRLT
HEZT> %0

AN 3:3:%

ERBE-AME L UBEERICES T 2 ARIBREC
LT, CTM 2850, € OBKBDEERH LA,
B5R, #5H%E, 18 1~4g %, 2~3@KHY
EFICE > T, WX, ME, SHMERLEOHERKSES
TEINT. RSN 7 MRS LItk ‘;n
LOEMUMOERS 7o . BRKED, MAZHHR
&, BRZHFICHIG TR L. MEEOHRICOLT
2, BRRSIRICED AHMBEXHRAEKLY, BN
&, BHEZME-CENE, BRY, BRX, BXRE
REDHWEETo . BHK, B, RuuLXbBohk
SMBEIC DT, Cefazolin © 7 1 2 7 BSHERAN
BEL U, HMEIKIE, BREZRELBLILLOD
BIN T3, Kic, BECELTR, FHLLOHS
Ve, BEOBEHE L Lo bDIDOVLTIE, HHA
ELT, MOE-e BERARICOWLT, RARSN
MR OBKEROU RO BESE, MEZHHELED
T, EHEOHNICE T, %, B2, ©9FN &
o 4 B THEL. RAFICL SEBERBEHICHTS
EEEH 510, RENRIKCEHLT, Ko neX
B ~=r2 99+, BORY Mm/HE GOT,
GPT, Al-P, BUN, Creatinine 73 &ico W T, BE%
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Table 1 Serum concentrations and half-lives (ty) of CTM following 500 mg
intravenous administration in 6 healthy male volunteers

B.W. Serum concentration (ug/ml) ty
Case | Age
(kg) | Before | 15 min| 30 min| 1 hr.| 2 hr.| 4 hr.| 6 hr. (hr.)
1 20 | 62 - 32.0 13.5 5.7 1.6 0.3 0.18 | 0.79
2 20 | 65 — 21.5 10.5 4.1 1.5 0.25 0.12 | 0.79
3 22 | 60 - 27.5 13.0 4.1 1.7 0.35 0.1 [0.72
4 21 |72 - 27.0 12.5 4.1 1.7 0.46 0.1 |0.74
5 23 | 58 — 22.5 11.0 4.5 1.3 0.29 | <0.1 | 0.68
6 26 | 78 - 21.0 9.5 3.8 0.9 0.15 | <0.1 | 0.60
Mean| 22 | 65.8 - 25.3 11.7 4.4 1.45| 0.3 0.12 | 0.72
Table 2 GOT and GPT value in serum of 6 healthy male volunteers
administered 500 mg of CTM intravenously
Before | 15min | 30 min | 1hr. 2 hr. 4 hr, 6 hr.
1 GOT 28 26 24 23 24 24 24
GPT 13 13 12 11 10 11 13
9 GOT 22 22 20 30 22 20 22
GPT 15 16 12 12 14 13 12
g | GOT | 25 2 34 2 27 28 2
GPT 12 18 19 19 17 17 15
4 GOT 26 26 23 22 24 23 23
GPT 16 19 19 17 17 19 14
5 | GOT | 22 20 17 16 19 18 18
GPT 16 13 13 14 15 13 12
6 GOT 28 28 30 28 26 27 28
GPT 12 20 19 19 20 27 24
fTotze Tk, 6EMETOAIHTIE, 71.6~89.2%T, ¥
" . 78.8%ThH oo RPNOHHIEH TEL, 2KMT
TICZ DFYED b D2 S N, :
DE&EAL R b) BE3Z I DWLTORME Table 4 {T/RL %,

a) 6 LD B F volunteer {T CTM 500 mg #
S o M chilEE & I o 2 i RERGIC DT Table 1 1R
Lfco BEH%15%C, 21.0~32.0 zg/ml T, F1525.3
ug/ml ThHotoo DIKMIRL, FIGE T, 30411.7
ag/ml, 1K5f4.4, 2KeA01.45, 4B$RH0.3TH ok
6RMTIt, JERAME 0.1 2g/ml) LITObDdH
oo Mk iR, 0.6~0.7985 T, F150.72KF
MThoko BBECORKAICE Y 5 MiEFD GOT,
GPT OfEf#*% Table 2 {TR U ko TXTE # WH
ATHoto RePEEHIC D TI2, Table 3 L& H
TRLE. RORERBICEEINSH, 0~ 2K
TRVLRESERL, 600~3,800 #g/ml THoto CD
Motkitt#iz, 73.5%8Tdh -7co D%, HEMIZEMRL

Fiy, KE, WMECENSHD, LR HLL
2, MBI, 159 T38.0~125.0 #g/ml &4 5 &
DEZRLU. BB L, 6 BT 40.6~1.8 ug/
ml TH o fc. Mb RN, 1.03~1.15MTH b,
EEERERU. Reodkit®iz, 6T TT, FM
1T79.5%, fER 2 T4L.6HTH 1o FEH 2 13{EDE
THotco FEH 33, HER, RAMBELHKLERMTS
CEMTENDLON. TORIR, B TAA Y #ER
L, REPICRABRERL I-imBizhtbor
EZt

2) B KR

TPk BRRRGUELAR (R34, SIUIEXRSH, 8
HREXR 24, BIE XK 3IF, BHEEKL1H),
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Table 8 Urinary excretion of CTM following 500 mg intravenous
administration in 6 healthy male volunteers
———__  Time (hr)  0~8
Case \\\\ 0~2 2~4 4~8 mg (%) _
1 | Concentration (pg/ml) 2,300 ' 186 40
Urine volume (ml) 155 140 165
Recovery (mg) 356.6 | 26.9 6.6 389.0 (77.8)
2 | Concentration (ug/ml) | 650 | 140 30
Urine volume (ml) 560 115 175
Recovery (mg) 364.0 16.1 5.25 385.35 (77.1)
8 | Concentration (ug/ml) 2,100 27 31
Urine volume (ml) 160 665 125
Recovery (mg) 336.0 17.955 3.875 | 357.83 (71.6)
4 Concentration (pg/ml) 3,800 200 38
Urine volume (ml) 110 120 105
Recovery (mg) 418.0 | 24.0 3.99 445.99 (89.2)
5 Concentration (ug/ml) 600 59 20
Urine volume (ml) 625 370 230
Recovery (mg) 375.0 21.83 4.6 401.43 (80.3)
6 Concentration (ug/ml) 830 45 18
Urine volume (ml) 430 520 285
Recovery (mg) 356.9 23.4 5.13 385.43 (77.1)
Recovery (mg) 367.7 21.5 4.9
Mean| (Recovery rate %) 13.5) | .3 | .0 304.2  (78.8)
Table 4 Serum concentrations, half-lives (t%) and urinary recoveries
of CTM following 500 mg intravenous administration in 3
patients with infections
B.W. Serum concentration (pg/ml) ty Urinary recovery (%)
Case | Age | Sex
(kg) | 15 min | 30 min| 1hr. | 2hr. | 4hr. | 6hr. | (br) 0~6hr
1 80 f 40 45.0 | 22.5 13.5 9.6 2.9 1.0 1.15 79.§ o
65 f 42 38.0 | 22.0 ;12'0 9.0 2.1 0.6 1.03 41.6 »
3 59 f 50 125.0 | 45.0 31.0 19.5 6.0 1.8 1.08 ?
SNBSS, REBBYEEISH, (BEBIBER 4 4, (1.0%2) 2144, 3.0g (1.0%x3) 3fl, 4.0 g (2.0%2)

BB R 65, BHERER1H, JIUWEWRIA,

WU ERR 1H) ORHMFICOVTRNEITo . C
0o DEMICOVNTOMES Table5 WRLK. 188,
ERD 1 ~2, 11~12, 28~29(3[E—EHTi2dH 558,

3N A EOMRBEBOTOERTHY, ThENLE
BlELTHDOHo1z. IEFIIZBI2H, 228 T, Fihid
21~84ETH - 1co HIBENB L, BIIE, BERFLEL
OEPEBLEHOOONE oI, #5RIT1HL.0g
(0.5%2, 1.0x1) 841, 1.5g (0.5%3) 14, 2.0g

1TH>1z0 5HMIR 7~168MTH D, 7HMEY
00 TH 7o HEE4H, ME4R, SHMEBHTH
Of\:o

LM R OEEEKLIE%E Table 6 L RLI. FREBE
EOUPTE, EH3M, AR H, PPERHIM R
#1PTH> 1o WHO 1ML, FEH 8 ORHETEIR
<, BEHD S. pneumoniae I N§H&L1ch, 9 HHEO
BETH, M, B L O K E R RE LD
S bDTHB. AHEBERD S HIILPEHTH-
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Table 6 Clinical responses to CTM treatment by diseases

. No. of Clinical responses
Diseases
cases | Excellent | Good | Fair Poor
Respiratory tract infections 14 3 6 4 1
Pneumonia 3 1 2
Bronchitis acuta 5 1 3 1
Bronchitis chronica 2 1 1
Bronchiolitis 3 1 1 1
Tonsillitis acuta 1 1
. Cholecystitis acuta 5 5
Urinary tract infections 15 6 6 2 1
Cystitis acuta 4 3 1
Cystitis chronica 6 1 2 2 1
Pyelitis acuta 1 1
Pyelonephritis acuta 3 1 2
Pyelonephritis chronica 1 1
Total ' 34 9 17 6 2
76.5%

Table 7 Bacteriological responses to CTM treatment by diseases

No. of Bacteriological responses
Diseases cases | Cure Se‘f;;s:ith ‘Decreased’ Persistence si‘:&:;i on
Respiratory tract infections 14 10 3 1
Pneumonia 3 1 1 1
Bronchitis acuta 5 5
Bronchitis chronica 2 1 1
Bronchiolitis 3 2 1
Tonsillitis acuta 1 1
Cholecystitis acuta 5 3 2
Urinary tract infections 15 10 3 1 1
Cystitis acuta 4 4
Cystitis chronica 6 1 3 1 1
Pyelitis acuta 1 1
Pyelonephritis acuta 3 3
Pyelonephritis chronica 1 1
Total M |eresw| 3 3 3 2

oo RESBHUSEDISHZ, ERH6H, HH6H, POH
H2p, BHIATH 1. POEL, H|HD IHI,
DINLIRMBERE R DORIT, BEBMEERREL b - RS
HOSDTH oo 2PBIFITEL 9B, HHITHT,
BRRIZT6.58TH oo

BRI A 7o B AR % Table 7 (CRU7o BF
BREBLIED 14T, EHKI0F, EARE 3, BX
R1ATH o7, SHAEERD 5 HTIE, EHEIH,

BRD 2HITH o700 RBBEEDOISHITIE, EMEL
B, BEMEEKOEM 3, BRL 15, BXR1AT
boto BHE, BEAE, BXROLLNIEMIT,
ShOBYOKBTS 5700 2HI4HID, BENELES
DH2PIT, ENERIZ6T.6HTH 7,

SEEREB O RELHIZRE = L /D% Table 8 |
AUt 2HULOERAEINI DR, ThELD
BHTHERLTE, 75 2[BURE T2, Enterococcus



_CHEMOTHERAPY

APR. 1979

Table 8 Bacteriological responses to CTM treatment by isolated organisms

. No. of Bacteriologicsl response

Organiams strains | Cure Cr:]?p:;iﬂ" Decreased| Persistence Super infection
Staphylococcus aureus 1 1
Streptococcus pneumoniae 2 2
a-Streptococcus 1 1
Enterococcus 4 1 1
Escherichia coli 15 11 2 1
Klebsiella 3 1 1 1
Proteus spp. 3 2 1 1(E. coli)
Cloaca 2 1
Citrobacter 1 1
Hemophilus influenzae 1 1
Hemophilus parainfluenzae 1 1 B
Serratia 2 1 1(11; %‘:‘:& a)

Total 36 23 5 3 2

EBROIMDO DI, TRTHEBRESATL S, BB
BERD 2T, Enterococcus p$ 5 MEhichs, L3h
LEHEL TR, 75 2BHEREIR, E. coli B8EHKRT
b, 150 o720 £D 5 BLFINENETH >k i
O 4 i3, AMIETRO 2 FIOEERRD, B R HIHS
B, MEIEXRAMNERETH 5o Klebsiella
O3Fi3, 1PDOHHEHETSH > o Haemophilus
influenzae, Citrobacter (3% 1 I THo1chs, & bICH
HE LT

BIEAE LTRENLODRBH O NI o> fco KA
DEERIBICB D THRE L7 B KEXME Table 9 (LR
L7zo GOT, GPT 2K\ Tid, £ RBLBHIL >
72 GOT, GPT i3, 0B UTHERMBETHE, #
Hih, 5% T, £OEEBI LD, EML, 11,
24, 0TEHS e ETDE(LILDOVTIE, Table 5 D
BlEMicEe#E L. GOT LR34, GOT, GPT L&E
BIPTHo7o CUDSRINH43~51HA LD
BEOLARTHY, MELD 5 v+xbdb, EHED
REBRIIRFRTEH o 7o

EELSORE

# LU> cephalosporin R EMK D Cefotiam (SCE-
963) IL DT, EABIELEEEKEBICOVT, RAET
276

HRNEIRBIE, REBET volunteer {500 mg KD
iohipr & Rt 2 & oo M hiBATI3155T25.3 ng/
ml EEEEERL, UKL, 4 BRITO0.3 sg/ml
Tholo COMHEI, MOBMEY LBXRT, PPEWVE

Tdhofoo Mg RKEFMIL, 0.728MTH o7 COH
{2 Cephalothin, Cephaloridine, Cefazolin LB~ 3 &Y
B, KALSORAMEODODEEEIN S, KP
Hett iz, 6BRATT8.8% TH o 1ohs, 0~ 2Kfllicz
DN LD bDOMH#EINTE D, WhSOHtsE
HTEDNEH THA 5, volunteer O [l WILOVT,
GOT, GPT OX®%EH71h, MEROE/LIIBHON
Bhotco BELEIT Z2HRABBTIE, BER, RWAE
RBOKELELNS, MPREOERE, mpERE
HMOEENED S hice XAIZ, BiBEREROTEKT
50, BREOCEEIAIVLEEIShI,

BREREZRIC DL TIZ, 340 ARYMRYSE TRI AT
o720 ARHHRIIT6.58TH . ARERR, 20K
BBEIEICIWLHRERLE, 2BE O BEEOHHR
Ti2, Enterococcus %K< 7 7 ~[BHkE, E. cols,
Proteus, Citrobacter, Haemophilus 15 & {C & WL $1R%
RU7co Enterococcus ¢t L Tid, M&ZHMEDLED
B, BRI oo Klebsiella i3 3Hh 1 HOHT
BHEEALNEDT, fIBHORIICKL, REIEL
ofce BIKEYICH, MEEANCSH, BROED > EH
3, BUEEDOLORBRBATHY, RAHROREL
3, —EBEETIbDTHS 5. AFILEBYIEICL
DLHRER LU, ERIRIEHBTHESILY HTH
550 4%, CORBBIXLTOHRN, WHEIN
LTATH5Bo

BIfERICBIL TR, EBIRMICBED O I3 bOREHo
2o REBMEI VAT, GOT LRH 34, GOT, GPT
LA LHD > rcds, LFNLBETHY, AFEOH
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Cefotiam (SCE-963), a new cephalosporin antibiotic, has been investigated to give the following results.

As to the pharmacokinetics, serum concentrations and urinary recoveries of cefotiam were measured in
6 healthy male volunteers following intravenous administration of 500 mg. The mean serum concentration
was 25.3 #g/ml after 15 minutes, 11.7 after 30 minutes, 4.4 after 1 hour and 1.45 after 2 hours, respecti-
vely. The mean half life in blood was 0.72 hour. Urinary recovery was 78.8% within 6 hours. The serum
concentration and the half life in blood in 3 patients with mild renal impairment was determined following

500 mg of intravenous administration. The serum concentration was higher than normal volunteers and

the half life was 1.03 to 1.15 hours.

As to the clinical evaluation, 34 patients with various infections (14 respiratory, 5 biliary and 15 urinary
tract infections) were treated with cefotiam in daily doses of 1 to 4 g for 7 to 16 days. Clinical responses
were excellent in 9 cases, good in 17, fair in 6 and poor in 2. The effective rate was 76 5%. As for the
bacteriological effect, organisms disappeared in 23 of 34 cases, and the rate of disappearance was 67 6%.

No side effect was observed clinically. On the laboratory finding, GOT elevation in 3 cases and both
GOT and GPT elevation in 1 case were observed.



