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Table 1 ITRUERER, BEBBROABZE/L>

-, RIS THIEED 2 L Ulc. ZHBRD
VEBREX3ZEEUE L, TN ThABEORBOLKS
PEPTERL BT,

3. u5Hk

WAERHES (GE) : EMHAE CTM % 3ml 0 0.5%%
A4 ® (A EH4 M) ESBICERL,
R AR S Utze 728 2 AL LSO L 51284
Pl EEREE LI,

AEBIRAES (REBE) : 48 CTM %2 2HE
AUl 500ml, 1EFAIARAESIE 250m] OEFAENR
ICBRLT, BBIRAICERS U 2. B FEEIRIZIZ—E
i s k5 IcRBLIz,.

BIRPYS (BI) : E4AE CTM % 20ml OLRAR
HIICIBERL, #1520 THEBIRMRIKBS U1z,

4. BBRXrYa—JL

BRI EBRELRBRIB L O ARSI ETEBL L
CTM ik 1 M 50BSIIFHREMEFIC, 18 2EEH
50 513, REEEsSCE1EE, 68R%icE z
Be®5UL1z. 5L LBRESOB ABR T4%
T, BEMICH - REROBES L CBENRERE
TrEd e bic, ERERES L CTM HiE AR -
BR2BCI-10

Table 1 Medication Schedules

Group No. Medication Route g&‘g&z of
1 125mg X 1 im. 3
II 250mg X 1 im. 3
III 500mg X 1 im. 3
v 250mg X 2/day X 2days im. 4
\' 250mg X 2/day X b5days .m. 3
VI 500mg X 1 ivd. 2
viu 500mg X 2/day iv. 2
VIII 1000mg X 2/day iv. 3
IX 2000mg X 2/day ivd. 3

im. : intramuscular injection

i.v. : intravenous injection

iv.d.: intravenous drip infusion
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Fig. 1 Schedules for medications and examinations
CTM 2000mg i.v.d.
time 7 8 9 10 11 12 13 15 16 17 18 19 21 7 8 9
-2°-1" 0'3'1" 2° § & 6 7 8 9 10 12 % 23
. . L N I T L FOAS TR T
administration t ¢ ¢t ¢
collection of
blood sample €00 o o @ o o o
ysical exam.
:';gns & symptoms DDD D D D D [] D
llecti f
urine sample aAs & &4 & a4 a2 A
Cer — —
drinking 300m!
of rv‘vlta‘r " t t
meal * *
@ : for hematology, blood chemistry, serum level of CTM
O : for serum level of CTM
D : physical examination, signs and symptoms, ECG
4 :for urinalysis (including urinary sediment),
urinary level of CTM
A for urinalysis (excluding urinary sediment),
urinary level of CTM
Cer : Creatinine clearance is calculated from serum creatinine and
urine creatinine excreted for the period shown with the line.
% regular institutional diet

& UT 2000mg 2 B STEEHERFO RE A7 & a—
W% Fig. 1 RiRUIz. BBRAPOKKIIRARES v 7 F
=y 2 Y75 ARERERE, BERIFHEHELL
1o

BELUZ#EEIE Table 2 OTE L Th o120

HEBKT 1~2:8%8L 03 ~5E%D 2H2MIicD

WTRRZNT, —MIKRE, Mt RRE?
WITLUTRE2HRBLI.

5. CTM HXUKBHRIE

% - Rt CTM BEHEIZ P. mirabilis ATCC
21100 B BRI L T2 0 v THETHL L o1z, EBEH
Bizlsh mELEREE = o —v 1 IiB%, Rb

Table 2 Examination Items

1 Complaint

2 Physical Examination Blood pressure, Heart rate, ECG (Lead II)

Respiratory rate, Body temperature

3 Laboratory Tests

2) Blood Chemistry

1) Hematology RBC, WBC with differential, Platelets,
Hemoglobin, Hematocrit, MCV, MCH, MCHC,

Reticulocytes

Glucose, Cholesterol, Triglyceride, T. Protein,
Albumin, T. Bilirubin, D. Pilirubin, GOT. GPT,
ALP, LDH, CPK, BUN, Creatinine, Uric acid,
Na, K, Cl, P, Ca

(Technicon® autoanalyzer SMAC 20/60)
3) Urinalysis pH, Protein, Glucose, Ketones, Blood,
Urobilinogen (URO-LABSTIX®)
Sediments (examined by investigator)
Urine volume, Na, K, Cl, Osmolarity




174 CHEMOTHERAPY

APR. 1879

MERSEME pH7.0000. 1M IAAREMIN % M L TR
RUT:e iGEEARBIISUTEIX P. mirabilis $12ik P

rettgeri HWERE & T A MM/ A A A— RS T alLdD
BT,

R %

1. kel
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20% 0L TRIE T~ EBEI LD > 12

WEROEMIIE L, RE5RMCmE, BHheLes
Xk otze BREAO—RBCEHBET O 22D
tehs, WIhd O IBET—ROBEIIRLTULIELIE
BRINIBEDEDTH 1. EARMEMSH A&
BAZ 20008 > 1208, BWHTENEOT, AFOBE
BEITE®BIZ LD 5100

mE, OR%, PR, OmE, KR ERESA
ITh-tie

(2) —mymBREE

500mg 1 [ESEEED 1 HlOHMERDS 6400/mm3 5>
b AEBALA 2 FERI I 3600/mm3 IZRD U TS, fic
HIMLUTWAFE b, —EDOEAL2BDEh >0 &
DHOEE T { ZAISIcBERT 2L Bbh3 X5 2%
BRED LN o1

(3) MEECLERE

HEFD> B, 500mg HEDOFEICEHS LT3

L% CPK 5 6 Btk X b ERERL, 24R5R%%
iz 54U/1 X b 125U/1, 101U/l kb 145U/1, 58U/1 %
h130U/1 L W SAIADL. 5~ 2 5B LR LT, LRE
OBREETS 145U/1 THH, ERBEROEHTH 3
», 5L 3F2flkEDHh, 1~ 3@KiCIZEE
LTz 2 2h 5, EHRRROHRBEERICLS S
DEEX bz, A—FHTTODI25, 250mg HETid
ERIz2 L 724, 250mgd 4 [@F i3 10EEHEEY S T H
HBERE LRI -T2,

2000mg 2 [E]ATEEIED 15153 2 B GPTHs 65U
/1 EREB%ZC %, GOT 40U/1, v yrey 1.7
mg/dl, Al-P 80U/1 %27RL, 58%$I2IZAKTH -
120 BN ESFES GPT 35, GOT 34, Br e
V1.2, AI-P 74 L EERERTH 120

DEDMITIIRBORE L EX Sh A, TF
—BO—BYOEBHBD bNIZDAETH -1,

(9 REE

125mg 1 [EIFFED 1 FICHRE 248M% D RILHEICE
BEIZ 1 2 ORMERAE2 BT, Tz 500mg 1
HED 1 e B4R RBICHNRAES LE b 0%2E
REFIC1 2@z, chb e EAREE E OBEEIZE S

TRV E DD, LBORBTIIRICEDORIAIL3E
Bei\ BT LEUtz. XD, BKBRED 2000mg}2
EAGRERST 725 £ T, IWHICRIET 5%l
Thotie

2000mg 2 [El A ERIIC HE SIS 2 ~ 4 B54%
ORIVHMBEDOEASHEAL, b THREMGLT
3 iR 2 FIT208EFiC 1 SBEOHTHMES A5h,
¥ EMRRE bTHTH AHMMBERZTR UL, 122U
ZhbiNWThBE - —BUETEMETLBESOAS
BEDOLDTH-1,

2. TRIX - et

1) HARRESE : i AOBNUI T APHT, 0.5~
1. 0% CRAG MM ME (Cmax) HELNI £
aAt: Cmax i 125, 250, 500mg 75 1 @&R58%H
Fn¥6.3, 10.0, 21.0ug/ml THbh, 4Ptk
zhEh 0.4, 1.4, 1.84g/ml &7zt (Table 3,
Fig. 2) 250mg % 6 R9MMA T 1 B 2 [510E %6
TEU B OMAHMEHEIZ 1 AR50 ThDL hd
ALUBRL, OEA~OEREMIILLBD5hah-
2o

Fig. 2 Serum levels of CTM after a single

im. injection. (mean+S.E.)
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Rep2485 R HRHEIX 1 A ER5E 71.6% (n=9),
18 2 @5 4 BB SHT479.9% (n=8), [ {10M
BERY970.8% (n=15) Th b, 1[@EEBERSIC
L BER D -T2, ZTOHMOEBIZOWT § AKT,
VWThOBEE b 5 RIChHH b b TR SH 6 B
BURicHiit ShTHE D, BHTHVRHABESELN
e TROL0~2KHMERETA 2 & 125mg SR
250pg/ml, 250mg FSHFYY 500ug/ml, 500mg B
BE¥ig# 1000pg/ml T, 125mg #5852 ~ 4FR
RT# 100pg/ml Ll ETdH 1z (Table 4), 1ERS
BORHAME, HHitE% Fig. 3 KRLIz,.



VOL. 27 S-3

CHEMOTHERAPY

Fig. 3 Urinary levels and recoveries of CTM
after single i.m. injection (mean+S.E.)

concentration

O 500 mg —e— %
B 250 mg —o— 100
B 125 mg —e—
50
0

24hr

recovery

(2) WIRMAME : 500mg, 1000mg 2 IMEL 10,
5 5 DM ME IR XN ENhY-164.7, 115.8u8
/mlTahb, UBBHITETL, 6RMBILIZENEN
0.3, 0.5ug/ml THhH-1z. 6HMMICFARSE BESLI
LELBIMEB L AMDOHRBERL 2 (Table 3, Fig.
4).

500mg 2 M) AR RGN vt (R IR DSBS M G e LW U
Cmax ZETEMTH 305, 12IZAEL AL 3N, KX
DOHBIC b K& IEE X0 h> > 120 2000mg 1 1KY G
HEE, KRR T IO g ML P 80.5ug/ml TH
h, MEWKT 5IMEIZIIH 1 ag/ml TTHDUI.
L ORRT2 EE DR 2 AL 1205, L MEENERS

Table 3 Mean serum levels of CTM (ug/ml)
1) im. injection
Doses time.after injection
15min| 30min| 1hr 2hr 4hr | 6hr 24hr
126mgX1 |mean| 5.53 | 6.33 | 4.80 | 2.10 | 0.43 — —_
SE.| 0.81| 0.41| 0.50| 0.40 0.07 — —
250mgx1 |mean| 7.13|10.03 | 9.47 | 5.53| 1.37| 0.27| —
SE.| 2.53| 2.23| 0.77| 0.74| 0.20 | 0.07 —
500mgx1 |mean| 16.20 | 21.00 | 18.63 | 9.47 | 1.77 | 0.33| —
SE.| 513| 3.91| 2.37| 1.09| 0.23( 0.03 —
2) i.v.d. infusion
Doses time after start of infusion
1hr 2hr 3hr 4hr 6hr
500mg/2hrx 1/ mean| 16.8 | 18.1 | 3.8 1.6 0.4
Doses time after start of Ist infusion time after start of 2nd infusion
3omin| 1hr | 2hr | 3hr | 6hr | 1br | 2hr | 3hr | 18hr
2000mg/1hr X 2| mean| 60.0 | 80.5 | 19.5 9.0 1.0 | 8.6 |21.6 9.6 —
SE.| 4.7 |11.9 3.9 2.0 0.4 |11.5 4.3 2.1 —
3) i.v. injection
Doses time after Ist injection time after 2nd injection
S5min | 15min| 30min| lhr 2hr 4hr 6hr 5min | 15min| 30min| 2hr |18h
500mg X2 |mean| 64.7 | 34.4 | 20.2 9.1 3.5 0.7 0.3 x * * 3.6 —
1000mg X2 |mean|115.8 | 66.3 | 40.0 | 18.7 6.7 1.1 | 0.5 (120.1 | 71.1 |38.4 6.1 —
S.E. | 14.5 3.8 4.6 0.6 0.1 0.05 | 0.03 | =« a0k ok *ok oK

— : not detected
* :not analyzed
#k : not calculated for n=2
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Table 5 Pharmacokinetic Parameters
im. injection (single-compartment open model)
Ka Kel tig Cls \'
(hr-1) (hr-1) (hr) (ml/min) (1)
4.07 0.81 0.83 195.4 14.6
i. v. injection (two-compartment open model)
« ] ‘ Kel thha ‘ Y Vi Vdg Cls,
(hr-1) (hr 1) (hr-1) (hr) (hr) (1) (1) (ml/min)
4.9 0.88 ' 2.35 0.15 0.79 6.1 15.6 228

X1 EBEEDS L >1: (Table 3, Fig. 5).

(3) Y : 500mg FHERFDME B L RITONT
B LS, HEEEYHRIZ CTM UNicRHE s h
NAEEERRIRIFEEL SV DL Bbit,

(4) RyEmE

185 h iz iR mAE % HiEFlic DV VTt single-com-
partment open model G, #EHic DLV Tid two com-
partment open model 2\ CTarv¥a—4%—jtk
YRHTLIZ. BEROAKL LT, BAR - BIRNOI,

1[@ - #&E & 5  Blic X 3 pharmacokinetic para-
meters ICEIXIZE AL, 2R VT2 LEYE
HIEBHNII K90, 8550, AR L, S V7 5
v Zi3#210ml/min T& -1z (Table 5), 213, Sl
BERn LR MR HS pharmacokinetic DMRMTICAE X

Cls : Serum clearance

Thotelewd, ava—s—~itL3MMIBC bR
b”)f:u

x ®

CTM ©~v9 R, Jv bOSaYHEHD LD50 Hik#h
IRNBETH 4g/kg, B THRETH 8g/kg L BHTIE
$, REBIERIEFRINE, B AR, B1TRR, FECR
i1 AMOFEMHSTRHEBRITIHIZHEL T3,
D7 7 v AR Y L RIVENR & ARICERIZIHE
Bbhz. 1 vy AEAKEBHRBIZS » b, 1 X (K-
T) TCRIRODIBAHEURIII BHARRSS
v+ BARREB L0 1 X BIRWES & § 300mg/kg/
day Th 52 . ERCBURRIGARSORARMY T
BLILTHH, 1000mg/kg/day L EOWERTHER

Fig. 4 Serum levels of CTM after i.v. injection.

nug/ml
150

g

concentration

o—o 500mgX2 (mean, n=2)
— 1000mg X2 (mean+S.E., n=3)
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Fig. 5 Serum levels of CTM after i,v.d. infusion

ug/ml
150
0——0 500mg/Zhr X1 (mean, n=2)
»——e 1000mg/lhr X2 (mean+8.E., n=3)
100 Mﬂion i::lu_lhon
3
£
;
50
infu.
o ——
¥1 2 3 4 6 7 8 9 24 hr

time

DO, ENRME OBRERNEN, GOT, GPT Ok
5, A/G IHET, Rin, HERFAME (300mg/kg/day
ULTHI, SEERE, NFRER) 2ETH b,

- —RREEBERY T, SHEABYL 4 31T 250mg/kg
Bix 121z 20mg/kg/min. TEBIRNICERIEA LT &
XitftbD 7 >y v 2# Y~ (CEZ) & ABREICHKBICR
BELHRT AL, 35iT4 i 100mg/kg Ll E%
BIRMICBEEAT 3 & ME TR & A0 E OHLsRL
HRICHERT UMK, 1FEAEABNEIERIRR
HoLNTVE,

EERR R SYH] (E44F CTM) TS RFRRISER
U FTCHREBINTV A, ThicksE, 500mg H
#% 0.5% 8 VK H A L KEH 3ml iKBRL 10mg/kg
OFR T15H MEGEHARRIS U g, BED R
BYERABED bz OEREIIRIFTH > 120

B, 2376, HEticoVWTik= 92, 59 b, 94 ¥,
A RTRHFINTHTY, RTFERHEROBIULT
ARH T, 15~300HICHREMABEICEL, TOMHIX
20mg/kg WET 15~30pug/ml Th s, AEEPEEL
T2E XD 5 DHDOMAHMEIZA 100ug/ml 2RT.
BB - B - TR, & IFTMEIBEED
770 ARY U EHBUTEL SHEV. MAABE E A8
HNREIIBERBICHER L, BE5RBEHTHEDT 5. =
PEtEBBII N ThOBY T BT, TOKRKBI»EREH
BN cHE S h, SVURPBESBLN 3. T v
b TIXAEH AT § B SR D1920% 058 55 6 RERLIIIC

gt s, 1 X TiddI10%TH 3.

UEDT & X ATERABRAM 2 B3 U R, B—H
EBRO ORISR % HE S v 8 OB A F R (300
mg/kg/day) D#91/100 iZHE4F 5 125mg/man iZF
AT LR B L RERERFOREY 5B
LYWL o HRBRITH I - TIZERIERIZ S & &,
BRI AR ORER S 5 M, (I3, §F - Bilee, m¥
REOEL, ERBFRGZLICE QICHBLINLE
MBliz. HESRIIEZULHWBL K OBRE LT2H
SR LT & 2RANE L, 250mg 1B 2EM10
[E M e e B IR S I BTL, 2000mg 3 2 EAK
B REARE LIz, ZOKE, HEOEELBEL
THEORERIRZ 2L, HEEBYETIHLLY
T&T, ‘

TRTORBEZEL THL HPREFRSOHELEL
SN AFTRIE, 500mg FHEERFICME CPK {#A51.5~2
BEELRLIZCEDATH - 1r. EHEDHERTM
e YT ICIZ M CPK @ME ¢ B THroERE
Db EHE INTNEODS, U TEROUHDA
267, BEOES, pH, BEE, Wik LHHET
BLEMPELIRINT VS, BEHAE+7 + F7 21,
pH BBAOKEY + YU 4% & Uiz, 0.5%0 W F
714 KW 3ml iZBMET 5 L 125, 250, 500mg M
FloBEEL (CERHEBOBEE® 1.0 23 3) 1%
hZhi2, 3, 6T 500mg MElI»ish HRTH
b, ThOBREFAOERE Bbh 3. EiRFIICHE
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18, TR EP2{BDE-Ttb DD, 500mg HH

PRA—BAIICHREAREETEZ L1832 L
FLNWEER an:e

nmﬁu1%.%mmﬂﬂ?ucmiu55M&m
B LR2EDT, MALBALDEEX SN, CPK
%R I t3ERE EOR{bE UTid, 2000mg 2
El AU EE B 1 BlastysS 2 Bkic GPT OB B LR
L, GOT, v vy, AI-POb¥ThiERe X1z

LzDATH 1. AT Tic 516 GPT, GO
T, ey vy, Al-P BSERERICHYH, Tl
#BPlic GOT, GPT O LR RALN Kh>12DT,
P11 Blicisi? 5 GOT, GPT O LR : &K OB
HbEoD TR, 1,

RR#EIBEAL T, RAOHRD 125mg 1 RS
O 1 FIcEE24R MO RIEICSEIFF 1 2 DFRMER
MERBHI- 6 DD, ThlHEEL T é RMERAED
BB A Bz /2> - 12, 2000mg 2 @] SRMESHTHY
Epath 2 ~ 4 BB REEOGHB Tz » 3 BHERL, »
DRTUEIC S T BETIRS 2 55WFREME, HMmR
ORMERIZTRTZ EDd T WTHEIERATER
KINIBEOBE»O—BYEDOLDTH Y, KRS
IERT A LREU# . Tnm@sIvrF=r, su
FFzweH U7 T ARIIHEN M-I, LU,
3PE b ERIOELY S HIFRIER S —BL TN BD
T, ZFOHERZERIIBELEBL,

R, BKBRO 2000mg 2 ARKERSH T - B
HMEEODOTHHRARFRSBOHONEC LITL B, W
N ThEHETRARRELB@ESTEC LIXTERND
BEDOLDTIRD 34, BPEBRTERAREYSHHF -
BHBCEL 5L ATRESTINhTVEL L 2HD
VTELB L, SHOBRIABRITIBNTE { ILAKREYS
K, »BVIZET - BEREEERBSTAILAIZY,
h o REMIBIC T DEREIAD C L OBBEHRETREL
TWAEWA L.

¥ &0

REZABFEFEEH262ICENA Cefotiam (SCE
-963) % 125, 250, 500mg# 1 [EFHHE, 250mg 3 6 B
FERERS 1 H 2 [l% 2 His X oF 5 BMME, 500mg 1[E
SWMRE, 500, 1000mg FE4 6 BEMARGR 2 E#RE, 2000

mg 576 BN 2 (B U R U TR & R - it

KDNWTHRH L, 2¥DOMREE:.

(1) B - tuRER, mE - A - FRYE - HBX
2 & OEENRE, IE—BREICHET~XEE L
hois. EMRFRORMIZEL, HIE TS 2RD
otz

(2) ZAFHIESIZESICERT S & ®A SN l—
OFfRE LT, 500mg Mirkskim CPK fliAsIEEMME
m&m%%emmrﬂb RO RTPS OMMEF LR
Mahrc, UfcdioT, 500mg A% F—HALic Mmk
BHRRRECT AL LIBT3 ESRELV KNS
fize

(3) 2000mg 2 [EFMIEGI T8I 2 ~ 4 R
HIRENERE DR RS HBIL RILE I I F AL - Al
YT BE— @i Mng B B DH 720 T D
5501385 2 #kic GPT BERBRASCZATE
RUtzo Tho OB tizERIBYS L 12125 ICXS1) 5
T EIRTEZVY, ARIICERL-TBELEEICIRE
ELEBZNDOT, SEARAFREICHIZ->TIX, &4
ICH - FAOKEBIC+IEREILS CEBBBELEXLD
h5,.

(4) BEHORITBIFTO.5~ 1 B icBm
M ICEL Tz BEmEWEL 250mg FEEERY
10ug/ml, 500mg XM LOF 500mg 2 B A
IR 20ug/ml, 2000mg 1 FEM RMERIERIAY 80ug/
ml Th b, #ES5HMMEOMHIZ 500mg BETH 658/
ml, 1000mg #¥5TH 115pg/ml T, FA—REETIX
SR HBIL T ER Uz, £REAERHINTHhO

CBEL0.8MT, BrE 6 rMMIcit 1ug/ml HTRE 2

o120 24BRIRAHHH RIS, RERITHHHLT
H70~80% T, & DXIPIL 6 BEMLIRICHEft S h, &
HTEVRARESB LN

500mg FRERRAIZIZEERRGEIRE S hed -
1zo

SEoEE, BEROBENTIZ, 6MMROR
HHETERERIZLL{BYH LD 1,

b4 L

1) "y U3 HE  BARMAMLE, 74 : 1040~1041, 1975

2) @%@ — : Cefotiam (SCE-963) D ERAM s & Ui@it#
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PHASE I CLINICAL STUDIES ON CEFOTIAM (SCE-963)

TOSHIO YAMAMOTO, ICHIRO KUWAHARA and YUKIHIKO ADACHI
The Second Department of Internal Medicine, Kinki University School of Medicine

NOBORU YAMAGUCHI
Department of Clinical Pharmacology, Takeda Chemical Industries, Ltd.

A total of 26 normal adult volunteers were given cefotiam(SCE-963) in a single dose of 125, 250
and 500mg i.m.; twice a day at a 6-hour interval with each doses of 250mg i.m. for 2 and 5 days; in
a single dose of 500mg by i.v. drip infusion ; twice at a 6-hour interval with doses of 500mg and 1000
mg by i.v. injection as a bolus and twice at a 6-hour interval with each dose of 2000mg by i.v. drip
infusion to study the safety and the absorption and excretion of drug :

(1) No significant changes were noted as to subjective and objective symptoms, blood pressure,
heart rate, respiratory rate, ECG and hematological examinations. The pain at the site of intramuscu-
lar injection was mild and neither swelling nor induration was observed.

(2) The only finding that was caused by the administration of cefotiam was an apparent elevation of
the serum CPK, though within normal range, following intramuscular injection of 500mg, suggesting.
a damage to the muscle at the site of injection. It would, therefore, be advisable to avoid consecutive
intramuscular injections of 500mg at one site.

(3) In the subjects receiving two doses of 2000mg by i.v. drip infusion, urinalysis showed traces of
protein two to four hours after the start of the infusion, associated with a tendency toward very mild,
transient increases in hyaline casts and white blood cells in the urinary sediments. In one of these
subjects, S-GPT was elevated above the normal range two weeks after the infusion. These abnorma-
lities could not immediately be related to the administration of cefotiam, but it appears necessary to
pay attention to the effects of the drug on kidneys and liver when large doses are repeated.

(4) Cefotiam, when administered intramuscularly, was rapidly absorbed, reaching its maximum serum
levels in 0.5-1hour. The maximum serum level was about 10ug/ml after 250mg i.m., about 20ug/ml
after 500mg i. m. and also after i.v. drip infusion of 500mg over 2 hours, and about GOﬂg/mi, after iy
drip infusion of 2000mg over 1 hour. The serum levels were about 654g/ml and 1154g/ml five minutes
after 500mg iv. and 1000mg i.v., respectively. Thus, the serum levels were high in proportion to doses
with the sﬁme route of administration. The biological half-life was about 0.8 hours in every case, the
serum level falling below lug/ml six hours after the administration. The- 24-hour urinary -excretion

‘rates remained in the range of from about 70 to 80% in all cases and the major portion. was excreted
within six hours giving very high urinary levels. o
With the administration routes and dose.é studied, repeated administration of cefotiam at a 6-houry
interval did not given rise to a tendency for drug accumulation in the body.



