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Cefotiam hexetil (2HCl) O —#&ZEEIEMA

REE Wl - IEEX - SAET - iGXE
REER TEKR SRR

Cefotiam hexetil (2HCl) O—M3ERIER @B % BV TREL 72,

Cefotiam hexetil (2HCl) 3=AE (1000 mg/kg, p.o.) TYVAD—MEKRICBWT
BELZHEROET, BLUVAOBREHBOBE MG 2R LI, vV RACBT
2 E5otAR, LS, EERNENE, EBIFAB LY, 7y PEBUSRETRIERI TS 2o
-7, &5IZ, gallamine &ML A 2 D BFAE (1000 mg/kg, p.o.) B L URKEA 10D
HFHKE (1000 mg/kg, p.o.) KNLTHIERERE 20T,

FREE A 2 OFER, TERS R B & U BEHEEERICN L T, 1000 mg/kg DAED+ 155
WHdLIIEOKRETIX, Ho»RIEAE2TRE ko7,

Z v FORESB X URSE Na*, K+ #RtZ1oxt L, 1000 mg/kg £ COREOKROKRST
BREBERTERRIZE D572,

U ADBERNFRELICNL, 1000 mg/kg DR OIS THEROMINERERL, M
ko v NOBRAWICXTL, 300mg/kg D+ _HEBARS TCRIBEROFES, 1000
mg/kg DAETRBROBEB L UBRE £MH L7,

Key words : Cefotiam hexetil, —fFEH{EF

Cefotiam hexetil (CTM-HE, SCE-2174) (2HCI)
{(RS) -1- (cyclohexyloxycarbonyloxy) ethyl (+)
(6R, 7R) -7-[2- (2-amino-4-thiazolyl) acetamido]-
3-[[[1- (2-dimethylaminoethyl) -1H-tetrazol-5-yl]
thio] methyl]-8-oxo0-5-thia-1-azabicyclo[4. 2. 0] oct-2
-ene-2-carboxylate 2HCl} i cefotiam DT X 7 LB 7
aRrZv 7T, BOBRSTEZOMESBRFINTHL S,
E#E L, cefotiam hexetil (2HCl) O —REEER%
BRELLLOT, a6, TERBMTH 2 ERWHE 1
(A*-cefotiam), 1, 2-cyclohexanediol (1, 2-CHD),
1, 3-cyclohexanediol (1, 3-CHD), 1, 4-cyclohexanediol
(1, 4-CHD) # & U cefotiam hexetil (2HCI) &%t
oD —MRIFEIER & — MR L 72,

RBMHE L U—BNFE

KB L LTH#Y Jol I ICR v 7 R, HMBX
UMY Jcl: SD 5 v b, HEM Hartley RHEBEL
v b, H#M% New Zealand Y 4 ¥ 8 & Ulff#
HEAIEZAVL, ThoDEMORES LU~y

A, 7v bOBEEIIEEBRAFEOEICEEHEL /2,

Cefotiam hexetil (2HCI) (5F& : 768.77) &8
BERILREBDOHBKRTH S, 0.04 N HCl BHE%
FAWT 50% DEH % FAE L /2, Cefotiam hexetil (2
HC) #BH LR LA UCAETREL 12, A3
cefotiam, 1, 2-CHD, 1, 3-CHD 8 £ * 1, 4-CHD
BRI GEREEDDID, MBEBECEL TEY
KEROTHERL I,

TUABLUT Yy FCREERORS T 55613
REREEX Y7 ATIX0.2ml/10g A&, v b
T 1.0ml/100 g KEIZ2 2 L 5 WZEE* 0.04 N
HCl B TAEBL, §O0V>FERAVTERELT,

EEREEIZLBEIG U TEEHEERETRL
7zo FHEMOBEEREIFLEL 2 WRY —TiE
BOSEMMT A, FESEEY & & Dunnett
test X DREL 720

*T532 KIRME/INIIK+=4E2TE17#85%
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RRFEE L UK

1. 27 RAQ—MRERE L V1TE)

(HiE] hE18~24g D~ 2 (4:88) %
1840 LTHERAL, RIERS5 O 1 RIS
mEBEEBNICANL, BECELs K, RIE
REOH 2V IXBRIRAKRS L, LUk 30 58 2
iZbtz->T, Irwin & ¥ —EHK B LIt AE L
o7, EREHEL

[B#&] Cefotiam hexetil (2HCI) @ 1000 mg/kg
BO/ET, 4@F2PICBWVT, 60 2EIC, &Y
28ITIE 90 HEIZ, VTHhLEEDHBRDETH
Aozl T ERkb o7z, LHL, cefotiam hexetil
(2HQ) 3&%1%1t& D 1000 mg/kg, p.o. Tix2Hl&
bIBEICEE L TV 7 R D—RIER B & U1TENC
ZTlrr&droiz,

% /2, A’-cefotiam (100 mg/kg, i.v.), 1, 2-CHD
B X1, 4-CHD (&% 1mg/kg, iv.) Z£FIxHE
BRI L T—RER B L TR b 2 Rs o
-7z, 1, 3-CHD (1 mg/kg, iv.) id 60 b &8
ELBHEROETE L UERESHORY 2R 72,

2. B X AR R

2.1, BREHE

(Hgk] HhE2~25g DM~ Y A (488 *
1EE8ILE LTER L REEEO®/ER, 7)) v
FREFZESEAEEE IC—ILTOAN, L& 120
HzbloT 15 SHBTHERERHE S HBHICS
L, NEEIRERSHOBERENE L &L 2,

[B#&] Cefotiam hexetil (2HCI) @ 100 8 & Uf

300 mg/kg, p.o. Ti&, w7 ADBFEBEIIHL
TEESRIZE R o7205, 1000 mg/kg Tld, BE
OHED A SN, &5 30 FE» S 45 FREHITT
BETH-o7 (Table 1),

2.2, HIFEES

[F&k] #HE2~23g0MHE~Y R (4:B8) »
1E10mE L, REEEORS%, 30 SRR T 26
MET, RKOIEORABREERL 2, a)ERHRE,
b)EEE, c)BEEEE,

(Fk#&] Cefotiam hexetil (2HCI) @ 100, 300 %
X 181000 mg/kg, p.o. Ti&, 3EOHEBREDV»TH
KBOTHERE R 2272,

2.3, MUREER

(] AE30~34gniEdE~Y R 588 %
1810 LT, RIEEBEOKE L, £0D 1KH
#, Woodbury and Davenport D? (FRESETHI2 ME
-4000) AV~ Y AOMRAEEEL T, AC 600
V, 15mA OESEES 0.2 PEITV, Zhick-
THFRSNIRRERZEED S b, BEMFREE
(TE) DL EHEECL THERERAERETLL,

(B #&] Cefotiam hexetil ® 100, 300 8 & U
1000 mg/kg, p.o. DL THOHBIIBWLTYH, TE
OHBIHL T, HEERIZE ko7, WHBED
phenytoin (10 mg/kg, p.o.) & TE OHE % 80%
MEIL 720

2.4, = RN E Y — VERIRESR

(Fk] #hE22~32g DK<V X (5:8#) %
IBI0E L, MEEEDSH 2 L IZHRAKREL,
Z ? 1 FE#1 pentobarbital-Na 55 mg/kg *H

Table 1 Effect of cefotiam hexetil (2HCI) on spontaneous
locomotor activity in mice

Activity counts (mean*S.E.)

— (mg/kg, p.o.) —

Time (min)  Control 300 1000
0~ 15 1511+ 77 1544+ 89 1570+121 1354%122
15~ 30 1080+ 94 1054+ 83 1072+112 818+ 97
30~ 45 956+123 895+ 166 735+138 435+ 93*
45~ 60 816+153 676+188 556161 238+ 95
60~ 75 416+136 416+185 228+ 98 303+148
75~ 90 372+159 325+138 252+102 140+137
90~105 177+ 86 183+101 91+ 67 92+ 70

105~120 197+ 55 90+ 53 173+ 65 103+ 59

Groups of 8 mice each were used.
Significantly different from control : *p<0.05.
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Table 2 Effects of cefotiam hexetil(2HCl) A®-cefotiam, 1,2-cyclohexanediol(1,2-
CHD), 1,3-cyclohexanediol(1,3-CHD), 1,4-cyclohexanediol(1,4-CHD) and
partially degraded cefotiam hexetil (2HCI) on pentobarbital sleeping time in

mice
Dose . Sleeping time (min)

Compound (mg/kg) Route N (mean*S.E.)
I Control — B 10 32.8+3.8
Vehicle —_— — 10 36.3+3.2
Cefotiam hexetil (2HCI) 100 p.o. 10 30.9+2.3
Cefotiam hexetil (2HCI) 300 p.o. 10 37.1+1.3
Cefotiam hexetil (2HCI) 1000 p.o. 10 36.9+2.7
II  Control — —_— 10 47.4+4.5
A3-Cefotiam 10 Lv. 10 47.4+2.7
A3-Cefotiam 30 Lv. 10 45.3+2.0
A3-Cefotiam 100 Lv. 10 48.7+1.8
Il Control — — 10 50.9%3.5
1,2-CHD 1 Lv. 10 49.0+£2.7
1,3-CHD 1 Lv. 10 43.7+3.9
1,4-CHD 1 iv. 10 55.3+1.9
IV Control — — 10 40.7+ 2.2
Cefotiam hexetil (2HC) 4 100 p.o. 10 46.2+ 2.3
Cefotiam hexetil (2HCI) # 300 p.o. 10 42.1+ 3.6
Cefotiam hexetil (2HCI) # 1000 p.o. 10 49.7+£22.1

N : Number of animals

Cefotiam hexetil(2HCD # : Partially degraded cefotiam hexetil (2HCI)

0 1 2 3 4 5 6hr

r T T T T T ]
38!

S

®0 zxuo o .
a0 o= a
375 62 (AT 080
°C
Fig.1 Effect of cefotiam hexetil(2HCI) on body temper-

ature in normal rats.

The doses of cefotiam hexetil (2HCl) used are
indicated by the following symbols: (@ — @)
control ; (X —X) vehicle; (A—2A) 100 mg/kg, p.
o.; (O—0) 300 mg/kg, p.o.; (O—Q) 1000 mg/
kg, p.o. Each point represents the mean values

from n=6.



170 CHEMOTHERAPY

DEC. 1988

ER®KS L, ERRSOHEEL R IBE L L CHEIRIFME
ERIEL 72,

(R4 Cefotiam hexetil (2HCI) @ 100, 300 5
£ 771000 mg/kg, p.o. DO ITNOHEIIBLTH~
T AN ML E Y — VERIREFRICT L TRE %
Kig &2 m»-72(Table2), —74, cefotiam hexetil
(2HCl) #&#|4 b5 (100, 300 B X UF 1000 mg/kg,
p.o.), A*-cefotiam (10, 30 B & % 100 mg/kg, i.v.)
BX U1, 2-CHD, 1, 3-CHD, 1, 4-CHD (& X1
mg/kg, iv.) LIERERS o7,

2.5, HEEIEA

(FiE] HEIT~21goittE~y 2 (4BH) %
10 E L, BEEROKRES L, 20 1 BEH%
2, 0.6%BEEEER 2 0.1ml/10 g BEEAKRS LE S
IEBRT 7 ) VB RIBE S — VIClRIC AN, %

D®2SBICEHK SN 5 writhing 2 5 UV
stretching OE#ZEHAIL, WREKESE & B
SEEE A S MHEIE (%) 2Kz,

[Bi#&] Cefotiam hexetil (2HCD @ 100, 300 3
£ 1° 1000 mg/kg BOKSEED stretching DFHE
¥ (22.614.4, 21.2+2.9, 14.2+4.0) i¥, »Th
LNBEEOZFN (16.41£3.1) LOMICEEESR RS
Ao tz, HEEMEREEICAH V2 aminopyrine (50
mg/kg, p.o.) OFHELIE 3.1+1.2 (p<0.01) T
EHLERERE R L,

2.6, EEEE

(Hik) fKE 170~300g DHMES v b (6~8:8
) 216 LTHERALL, 51 U0, EE
B 30~40 DT Y Z VIBER (E1%,D 221)
FRVWTIEREIEL, BELERERT LD %EEG

Cefotiam hexetil (2HCI) 1000mg/kg, p.o.

Pre - drug oshr thr
LI Y L o hunen e e S T4 L e g
LI e et T S v et
Hip [ st borrs il bl A ittt A
[PYORg ¢ A .L A\ puy - A Al 4 A
Amy € oirselaiiaatimiiting N~ a ’ o -— "
S50uV
HR 240 I
60t I
b./min .
B8P '50[ 1
0
mmHg
2hr 3br 4Lhr
FC [ araaqmmn e Amismtie AR AN i mamm N ey
TC [ cmmpsmnmsrmmmsr et b o . .
Hip [ Ao Anbiomd i iAo AN WPAY S A e A

Am €
Y 50uV

.
W AN AN AN ot st (il
A e o

HR 240[

60"
bJmin
BP 150

mmHg

Fig. 2

cat with acutely implanted electrodes.

FC, frontal cortex ; TC, temporal cortex ; Hip, dorsal hippocampus; Amy, basolateral amygdala;
HR, heart rate ; BP, blood pressure of the femoral artery.

——

10 sec

Effect of cefotiam hexetil (2HC1)(1000 mg/kg, p.o.) on spontaneous EEG in a gallamine immobilized
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Fig.3  Effect of cefotiam hexetil (2HCI)(1000 mg/kg, p.o.) on the spinal reflex potentials in an anesthetized

cat.

Reflex potentials were recorded from L, ventral root after stimulation of L, dorsal root.

Lictk, MEBEZEOH 2 VIIBIIRAKRS L, 20
%, 1REfIE I 6 BFfiR 2 ©, BN EBR 2 8IE
L, RIKESHE & NBEE 2 LB L 72,

(BA#] Cefotiam hexetil (2HCD @ 100, 300
£ 171000 mg/kg, p.o. DOITNDOBEXBVLT YL T
yINOEERBIIHLTEE*RIZE ko2
(Fig. 1), Cefotiam hexetil (2HCI) 3 %4 1t &
(100, 300 # & ¥ 1000 mg/kg, p.o.), A’-cefotiam
(10, 30 8 & ©* 100 mg/kg, iv.) B & U1, 2-
CHD, 1, 3-CHD, 1, 4-CHD(% % 1mg/kg, i.v.)
YIERER& LMo T,

2.7, 77 3 AREMEA 3D BRME

(F&] 1hE 2.6~3.8kg D+ 3 37C % KERIZF
W7z, Gallamine (3 mg/kg, iv.) TAEHMEICL T
DL, NIFETCKEMNBEEREICEEL 72, Fl
BRE (FC) 8 L UHHIEE (TC) O KB £ ik
HAVERE, s5THERL LR VESS
AIEEB A A 75, 72, Snider 5% DARIELIC
L7zd3-> T, FEEE (Hip) 8 & URMKMEIMIIEE
¥ (Amy) 2, TF AVEFEOEE0.2mm DR 7
YV AMBKBMIEERE (BRI 0.5mm) 2EAL 2,

FELUIKKZ2SMES L 0B E L b, K
V727 (Z%HI88, 142-8) HWTEFHEL
7o ECERIIMIR 2BFRIL LR T, MEMNEEL Th
S5iTo1, BERREOV Y FERLTERICERESL
AN

(B#&] Cefotiam hexetil (2HCI) ® 1000 mg/kg
(n=3) TiZ, £E3~4.5FM%E T, BREMEIC
ML THEERIZS o7 (Fig 2.
2.8, BHRERS

[(Fik] hE2.78XU3.3kg DA% 2KH
W37z, a-Chloralose (40 mg/kg, i.p.) FRE:E, ANTE
NMEEEBEEL, [EV =2 —VEAR, AT
HRTAHZ 3 o AREMbL 72, T3-S, DEMEZTIBR L
7205, Tiy-L, ORI TEREYINTL 72, L,-S, £ TOD
HFHEAEHL LS, ORMR2YIHIL T y-BOE
Wb, L, 2701k S, ORIMBOMIR 2 A THEKLE
BB LIcBOL, L 27213 S, DBRIBOWIEA B
ERBEBICEE L ETERBEE CESRL, 0.1
msec, ] Hz DEFHE VA2 52 7, B o i k5
Bl A v aRa—7 (Tektronix, 5223) L2
5/L, 727 =a—%— (Type 3077, BEEH) *H



172 CHEMOTHERAPY

DEC. 1988

-10 0 20 40 60

74

30 120 150 180min

74

140

BP o}
(mmHg)

80
60 *
240

220
HR

T AT T T v/
180 i I I
160 |-

Ll 1 T L)

/\O———-O""‘O_%/

e LTS

180 T

160 ™=

Cefotiam hexetil (2HCI) 1000mg/kg, i.d.

Fig.4  Effect of cefotiam hexetil (2HCI)(1000 mg/kg, i.d.) on blood pressure (BP) and heart rate (HR) in

anesthetized cats.

WTEERL 72, B L - EREOREE, 37C 2B
TUREN ST T 4 v R L TRB L, BIRIZED
VYFERBVWT, BRICEEL T,

[A#&] Cefotiam hexetil (2HCI) @ 1000 mg/kg
(n=2)Tl&, BRREOEY > 7ABLULY + 7
ABMDOBTNIEN L THEELERIZE R h T
(Fig. 3),

3. Wk - ERBRB L UEEEER

3.1, FREEA o OMER - EERR

(k] hE2.8~4.4kg DA% 11EHALT,
a-Chloralose (50 mg/kg, i.p.) 8 & UF urethane (700
mg/kg, s.c.) & D MREE, B ErERCEE L
oo MHHREENIREICHBAL A2 —1L k=2 —
%% 2 A —% — (Hewlett Packard, Model 210698)
WER L TREORLE LT, £5MEF I KBRERK
WHBALLERVIFLYATF—FLEOENT VR
Va—4%— (HENE, MPU-0.5) =ML, (EBX
35 11 FET, & 5 IOLBEIME DR TERE) <
®r2Fax—5— (ZHAB) kb, zhznx
D777 (ZRAE) 2AOTIRHEAEL 2,
Cefotiam hexetil (2HCl) B & 0% 0 i&E4|E{tHIZ
ROV 7EAVT, +ZEBAES L, A%
cefotiam, 1, 2-CHD, 1, 3-CHD 8 £ ¥ 1, 4-CHD
BERNICR S L 72,

[R#&) Cefotiam hexetil (2HCI) ® 1000 mg/kg
(n=3) T, FEA 3 OWER, MFE, LHAHL LU
LERICH L TEE % RiZE kb o7 (Fig 4, 5.
—7%, cefotiam hexetil (2HCI) &% kD 1000
mg/kg (n=3) B & U A3-cefotiam ® 100 mg/kg (n
=3) Tk, BHOTERELXMEDOTEERLL, Ly
L, W%, GHEBS L VLERIEZEYRIZS R
»o7z, 1, 2-CHD, 1, 3-CHD 8 & U1, 4-CHD
® 1mg/kg (2 n=2) TiF, IR MR, M
E, O, LERICHL THEE2RIZE R ST,

3.2, FRE:A 2D BEMER

(k) fAE3.2~3.5kg DF 2% LAV,
a-Chloralose (50 mg/kg, i.p.) 8 & Uf urethane (700
mg/kg, s.c.) & & D FRE%, B EEACEIEL
720 MREEHIRECHEALY=a -V EZa—
%% 3 A —% — (Hewlett Packard, Model 210698)
WERALTREOR(LE LT, £5MEIR, KERE
RICBALIRVZF LU AT —TFLEDELNTV
AYa—%— (BHKXHKE, MPU-0.5) 2L, UH
Bix, MEDCHRE CHRES /-y ax—F%— (ZXK
HIER) &Y, BEONMEIXFD bS5 > A Y a—Y
— (A%KE, SB-1T) 2N LT, zhzhK) S
77 (Z5RAIE) 2BnT, ZHRAEL -, M
BRI T 2EAEZ L 6B 0,1) AXEME
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pre-drug A

— (Cefotiam hexetil (2HCI) 1000mg/kg, i.d.

e LA ULLE

90min Jjbth'l\ﬂ-\/ﬂ\jwpwb

1mmnAKfAWMKWAwJL/iv$WALﬂ#vjkﬂi

e | ALY

1sec

Fig.5 Effect of cefotiam hexetil (2HC1)(1000 mg/kg, i.d.) on lead II electrocardiograms in an anesthetized

cat.

DRBAMIHOBLRARIEIC & 2 BRIRKIG, 2) TR
RARET TR D BT HRIBIC & 5 BRSNS, 3) &F&
BRMEESRICLI 2MERS s ZNZRIEEL L
2o BEMZ/EEIZE L L T norepinephrine (2~5
ug/kg, iv.) B & U histamine (0.3 xg/kg, i.v.)
ERV, REREROYV Y T2AVT, BRICERS
L7z,

[B##&] Cefotiam hexetil (2HCI) ® 1000 mg/kg
TIXRREE D O O REMERIEC & 3 RIRKIE, L5

RREHZE AT R B & 2 BB 5 U0,
norepinephrine ¥ £ U' histamine 2 & % ME K&
WXL THEE RIZE 2 » o7 (Table. 3),

4. REB L OEMREHEM

(Fe] fARls & UKEBBEROEE 280~290
g OHEEEZ v~ (6:88) % 1ESEE L THY,
THEEFEICIZ 0.04 N HCl 5ml/kg # & U 20 ml/kg
DEBREKAREOKRE L, REKRSHCIRER
D 0.04 N HCI THEREL -1tk & £ B R5/K 20 ml/
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Table 3 Effects of cefotiam hexetil(2HCI)

(1000 mg/kg, p.o.) on bradycardic response to

stimulation of the right cervical vagus nerve (VS), contraction of the nictitating
membrane (NM) to preganglionic stimulation of the cervical sympathetic nerve and
blood pressure responses to histamine (His, 0.3 ug/kg, i.v.) and norepinephrine (Norepi,
1.0~4.0 ug/kg, i.v.) in anesthetized and vagotomized cats

After administration (min)

N Pre-drug 30-40 60-70 120-130

VS(HR) , 718256 —78.0+26.9 —72.0+20.6 —73.5+21.2
(191.3+11.7)a (211.0+24.2) (221.3+22.8) (238.0+22.5)

NM (g) 3 6.740.8 6.5+1.1 8.3+1.4 7.040.7
His(BP) 3 47.1£8.7 ~36.4%5.0 —35.6+5.2 —39.0+4.1
(146.0+9.2)b (147.7+6.1) (146.7+2.8) (132.3+7.0)

Norepi (BP) 3 +52.5+7.4 +45.7+7.4 +47.7+8.8 +43.1+5.8
(145.3+9.6)b (148.7+5.9) (146.0+3.8) (132.3+5.4)

N : Number of animals. Each value represents the mean+S.E.
a) : Heart rate (HR, beats/min) immediately before stimulation of the vagus nerve.
b) : Mean blood pressure (BP, mmHg) immediately before challenging with each agonist.

Table 4 Effects of cefotiam hexetil(2HCI) and hydrochlorothiazide on volume and

electrolytes in 5-hr urine of rats

Compound Dose \ UnaV UxV
(mg/kg, p.o.) ml/100 gBW/5 hr 1eq/100 gBW/5 hr
Control —_— 5 2.75+0.18 310+37 312+22
Cefotiam hexetil (2HCI) 100 5 3.06+0.28 335+35 297422
Cefotiam hexetil(2HCI) 300 5 3.20+0.23 311437 240+31
Cefotiam hexetil(2HCI) 1000 5 2.75%0.25 34633 298+15
Hydrochlorothiazide 10 5 5.44+0.27 *** 771457 **+ 455+32**

N : Number of animals. Each value represents the mean*=S.E.

Significantly different from control :

kg ERIFFICEOKRE L2 &5B% LD 7y b 2@

UZRBE 7 — VIC AR, BREXKT T, 5 BEEIR 2%
HL, FR&E (V), Na* BL U K* #ittE (UyV B

LU UKV) 2BIEL 7, BRHF Nat 8L U K BE

X REAXEE (HIZ, 205DT) # AW THIEL 72,
V, UV BLU UV IZERE100g Y7z 0 o8 L

THRRLI, FYEROBEEZIZ Student’s t-test

WL OBELI,

(B##] Cefotiam hexetil (2HCD @ 100, 300 ¥
L1000 mg/kg DL THOBRIZBWVWT Y, T v
DV, UV BLU UkV L TEERZER %2
RE& Mo Tz, XfHEED hydrochlorothiazide (10
mg/kg, p.o.) &, FEBHLFIRIEA %R L 72 (Table
4),

5. H1LER

5.1, BENEHXGE

**p<0.01, ***p<0.001

(Fik] #E2~3R2goiM~Y A (588 %
1B£0~10mE LTRAV, lI6MBASERDS
MEEEOKREH 2 CIZBIRAIES L. 20 60 55
"I, W0%REBBDS5%7 7 €7 T LEBEH%0.2
ml/animal £ O#&5 L, 30 2% - EHERGEIC & 0 &
L, E5ICHBEL, MNB2B J LR L, BFulf
HrosBIEHE TEERE L, WPIEH» S REBIT
W ToORIEZNETNEEIL, RIELSE R
BOEXEEX (%) ®H&L 1,

(Fk#&] Table5 2R3 & 512, cefotiam hexetil
(2HCD i, 1000 mg/kg T= 7 R DB RN B HI%AE
ZEEWCHEML, UHL, cefotiam hexetil (2
HCI) #&&I% b 1000 mg/kg Tl EER 0 REM
EmERLICT Ehdotz, —F, A-cefotiam
(10, 30 8 £ ¥*100 mg/kg, iv.) B &£ U1, 2-
CHD, 1, 3-CHD & X 1*1, 4-CHD (%%1mg/
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Table 5 Effects of cefotiam hexetil (2HCl) A*-cefotiam, 1,2-cyclohexanediol
(1,2-CHD), 1,3-cyclohexanediol (1,3-CHD),1,4-cyclohexanediol (1,4-
CHD) and partially degraded cefotiam hexetil(2HC]) on intestinal
transport of charcoal meal in mice

Dose . Transfer rate(%)
Compound (mg/kg) Route N (mean+S.E.)
I  Control — —_— 10 55.7+£5.7
Vehicle — —_— 10 45.7+3.9
Cefotiam hexetil (2HCI) 100 p.o. 10 49.0+3.7
Cefotiam hexetil (2HCI) 300 p.o. 10 56.0+3.0
Cefotiam hexetil (2HCI) 1000 p.o. 10 69.4+1.8*
II  Control — — 10 60.9+2.6
A3-cefotiam 10 iv. 10 59.2+3.5
A3-cefotiam 30 Lv. 10 52.3+3.8
A3-cefotiam 100 Lv. 10 56.5x2.7
Il Control — — 10 58.1%3.5
1,2-CHD 1 Lv. 10 53.3£2.5
1,3-CHD 1 iv. 10 54.4+4.0
1,4-CHD 1 iv. 10 60.8+4.6
IV Control — — 10 53.6+3.7
Cefotiam hexetil (2HCI) # 100 p.o. 10 57.7+3.4
Cefotiam hexetil (2HCI) # 300 p.o. 10 52.1+2.1
Cefotiam hexetil (2HCI) # 1000 p.o. 10 62.6+3.2
N : Number of animals.

Cefotiam hexetil (2HCI) # : Partially degraded cefotiam hexetil (2HCI).
*p<0.05.

Significantly different from control :
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Table 6 Effects of cefotiam hexetil(2HCI) A3-cefotiam, 1,2-cyclohexanediol(1,2-
CHD), 1,3-cyclohexanediol (1,3-CHD) ,1,4-cyclohexanediol (1,4-CHD) and
partially degraded cefotiam hexetil (2HCl) on volume and acidity of gastric

juice in pylorus-ligated rats

C d Dose Rout N Volume(ml) Acidity (zeq/ml)
ompoun (mg/kg) oM € (mean*+S.E.) (mean*S.E.)
I Control — — 6 4.0x0.9 85.1+8.2
Cefotiam hexetil (2HCI) 100 id. 6 3.0%+0.3 71.3+9.5
Cefotiam hexetil (2HCI) 300 id. 6 2.0£0.3* 66.0+6.1
Cefotiam hexetil (2HCI) 1000 id. 3 1.2+0.7* 38.0+2.6**
II Control —_— — 6 2.0+0.4 66.3+3.8
A3-cefotiam 10 Lv. 6 4.6+0.6 86.3+5.3
A3-cefotiam 30 Lv. 6 3.7+0.6 60.8+4.7
A3-cefotiam 100 iv. 6 3.8+0.6 67.5+5.9
I Control — — 6 4.1£0.4 100.8+ 3.9
1,2-CHD 1 Lv. 6 2.5+0.2 70.2+ 7.6
1,3-CHD 1 iv. 6 3.6+£0.5 93.5+ 6.2
1,4-CHD 1 iv. 6 4.5+0.8 91.9+10.2
IV Control — — 6 4.6%x0.7 71.7+ 6.4
Cefotiam hexetil (2HCI) # 100 id. 6 3.5+0.4 68.8+ 6.2
Cefotiam hexetil 2HCI) # 300 id. 6 2.3+0.4** 65.7+ 4.6
Cefotiam hexetil (2HCI) # 1000 i.d. 3 0.8+0.4** 44.3+12.1
V Control — e 6 3.8+0.5 81.6+6.0
Cefotiam 100 iv. 6 3.1%£0.3 80.9+6.4
Cefotiam 300 iv. 6 2.9%0.3 95.3+4.7

N : Number of animals.

Cefotiam hexetil 2HCI) # : Partially degraded cefotiam hexetil (2HCI).

Significantly different from control :
i.d.: intradoudenal administration
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1,4-CHD 10~5M

10 min

Fig.6 Effect of A*-cefotiam, 1,2-CHD, 1,3-CHD and 1,4-CHD on spontaneous motility of isolated rabbit

ileum.
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Fig. 7  Effect of A*-cefotiam, 1,2-CHD, 1,3-CHD and 1,4-CHD on spontaneous motility of non-pregnant rat

uterus.
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GENERAL PHARMACOLOGICAL STUDIES ON
CEFOTIAM HEXETIL (2HCL)

Go Kito, TAKEO WADA,
HIROKO YOSHIMURA and Y OSHIAKI SAJI
Central Research Division, Takeda Chemical Industries, Ltd.,

2-17-85 Juso-honmachi, Yodogawa-ku, Osaka 532, Japan

We studied the general pharmacological properties of cefotiam hexetil (2HCI) in mice, rats and cats.

Cefotiam hexetil (2HCI), at an oral dose of 1000 mg/kg, produced a slight decrease in body tone in
general behavior, and a slight decrease in spontaneous locomotor activity in mice, but had no muscle
-relaxant, anticonvulsant, hypnosis-potentiating, analgesic or hypothermic activity in mice or rats.
Cefotiam hexetil (2HCI) did not affect the spontaneous EEG in gallamine-immobilized cats (1000 mg/
kg, p. 0.), or the spinal reflex in anesthetized cats (1000 mg/kg, p. 0.)

Cefotiam hexetil (2HCI) had no effect on respiratory movement, blood pressure, heart rate or ECG
at an intraduodenal dose of 1000 mg/kg in anesthetized cats.

In anesthetized cats, cefotiam hexetil (2HCI) (1000 mg/kg, p. 0.) did not affect the bradycardic
response to stimulation of the cervical vagus nerve, contraction of the nictitating membrane to
preganglionic stimulation of the cervical sympathetic nerve, or changes in blood pressure in response
to histamine or norepinephrine.

No significant effect on urinary volume or excretion of sodium and potassium was observed in rats
(1000 mg/kg, p. 0.).

Cefotiam hexetil (2HCI) slightly potentiated the intestinal transport of a charcoal meal in mice (1000
mg/kg, p. 0.), and produced an inhibitory effect on the gastric secretion in pylorus-ligated rats (300 and
1000 mg/kg, i. d.).

In conclusion, cefotiam hexetil (2HCI) at high doses had an inhibitory effect on the gastric secretion,
but no pharmacological effect on the central, somatic or autonomic nervous system, cardiovascular
system or renal function.



