+ E 3 F R

BERBE TR EREER

MHEE  Fiiah

RE Iv FRBT 60 % 120 me/kg TRHENH 15k
BIRHRRARLH, PIBRE CaCl, 3| &2 5 B
KRB ARRETR, Iv BKBT 15 mg/ke R
120 mg/kg 5 BIRt K L BaCl, #: T 454Uk ¢ ¢ I
Ve R — AR, v 3.5 mg/ke WH
R R ETORRR G L 2 R A B4
DA AR iv 3,75 mg/ke WARRTREEE B
TRV VE R B 42 R RO R . 0,225 % 0.45 me/
ml T IR RGO BRI, TOxtL 55 i
HHTNBEM.

R@E TORET, LEERE, D3R, EEE

B ERRE, SIS R DEERARNM

W LR H, & H, 24 % &, H,
SREE), THESRIE. EREEM H,
S, WO LK e, Bk,
CoBENNEE, X S R L R LIS R R
FE R B A RS, 4L e T D e L R
¥, 7 H, 2R HF 5 ok B (metiamide)
RFXkET (cimetidine DL CMT)YHy &
BEEEEOKER O, CMT BB FIsE
BTG, AREND, B LERTER
LSRR

19824 2 H 16 By 19824 6 A 21 HEEME
1981 4F 10 AEHRELBRESETEER £ WALF)

LEB:

1983 4£ 6 H; 4 (2) : 106-110

o~ -~ ~

AL R B BB, HFA 050017

# 1
CMT hBERHZG-L AN B, &
¥R A CMT 200 mg, % 120 mg(GEM). IS
PRGN AR BB K v B AT K, T P,
FeHLTURL BBk by ok e & VA MRS, IR ERIAR
o CHREAM TR SRERD. %4 Bl ¥ 210
MRER, MENSSENTIERY CMT ¥
#5163, 7+ (SD)8. 7 mg, ¥IEHIFHE pH K
TEE, BnEgAEEK, R 16 mg/ml,
BABAEREJER E. Merck | H LA 877
We FIRTEC AR 10 peg/ml AEEELKE %, ML H
7Yt B, SEN-3201 &Y HLF 38 2% B B ml 9 #T4Y
#2147 DC~001 ZY B8 R 23 5 MU 7E (X 10 58 BS 4k
REDEERARR(ERP), RUTLIRI M 4=

MERWRE v ERmESY.

FErE YR

MBI LEEREN T KR 20
R, #E01+(SD)20¢g, ?5KH, HHK
PR . BhE R, iU F I 542 ECG. iv CMT
60 mg/kg J§ 2min, 1 iv & % 5% 10 pg/
kg-min~', FNE iv _EARHE CMT —k,
NRATHRNEAS B iv FFREREILK.
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Table 1. Effects of iv cimetidine (CMT) on aconitine (10 pg/kg/min) and ouabain (3 pg/min)

induced arrhythmias. N=10. Z+SD

Veatricular Ventricular Cardiac

Ventricular

extrasystole tachycardia fibrillation arrest
Aconitine(pg/kg)in rats
Control 14+3 2242 38+13 16832
CMT @ 22 p¥*x 34 £ XXX 5318 337 & 6gX*x
Ouabain(pg/kg)in guinea pigs
Control 14536 19549 26252 29147
CMT @@ _ 198 £ 29%* 220 30% 270+ 46* 346 44%xx

@® iv CMT g0 mg/kg 2 min before iv aconitine and 60 mg/kg at the outset of aconitine, @@ iv CMT
simultaneously with iv ouabain.* P>0.05, ** P<{0.05, *** P<{0.,01

CMT 120 mg/kg

70
~ 60
”
— 50
£ 40 CMT 60 mg/kg  (N=B)es
b
y % .
wg
i,E, 20 £l g
1 7 Saline
{N=10}
0 2 4 6 8 10 12
Time after 1st dose (min}
Fig 1. Effects of iv cimetidine and saline on

arrhythmia induced by aconitine in rats. C,,
2nd dose of cimetidine 60 mg/kg. S; iv saline,
*¥* P<0.05, *** P<0.01

AR R EFORRE ROEE LHSH B
BRBRE, F5NRALER. FRak1.
CMT BB E 120 mg/ke A BRE 3 X W
BEHRA(VE)(P<0.01), 2l 3)id &
(VTX(P<0.01), Z=#: 4 W(VF)(P<0.05)
RHS (i HE(P<0.01), H4b 28 RAR, 4k
H 306560 g, P 54, A8 H, HEH
Bl ivENES K BOAEEFERE), 5 H
BLVT, a2B 5 4, 4 W 4 iv CMT 60 meg/.
kg, Bmin )5, B iv CMT 60 mg/kg —%&,;Z
HTF ¥ —kiv CMT 60 mg/kg 5§ 5 min, iv
FABEELK, NRATHRN |/ & 3] iv
AR, SEHBEEARRTE ~ k4D
(RAEBHLAVEARNE O £ % F8%. 4
R RMEL, CMT 60 mg/kg KRR B H& 120

mg/kg 5B F45EE 6, 8, 10 min & 6, 8,
10, 12min B RARE M F 2% (P & 4 B
<0.05, 0.01, 0.01),

NECHIEOMEETH ZE KR 20
R, hE 40258, 9 S, BHIRMR.
BRI F 8 ECG, 5 iv iy i CMT 3.75
mg/kg-min™!, NWAHTEARERELK,
F B 5 WPk B B 8 pg/min, &
ELEEL SRR RFEASYE I VE, VT,
VF RHS MR AE, £Rm%k 1, CMT
AR RS EEE B VE(P<0.06)% HS
(P<0.0DHE.

X BaCl, SligivBEE MR KM 15
R, hE176+20¢, L 83#M. KEABK
B, iv ik BaCly,(240 pg/min), M B L 48
e IS ARSI 1 min, sy BD iv CMT 37.5
mg/kg, B minj5 F iv CMT 87.5 mg/kg —

S

550 3
£ 500 *
E .
1 450 + ?ﬁ"g?
& 400} ¢ i -
o350 [ Cimetidine
2300 s (N=
[ ‘ . :
:?ﬁ 2501 BaCl, . *

2000 7 4 6 8 10

Time (min}
Fig 2. Effects of cimetidine on heart rate of

rats iv infused with BaCl,. C; cimetidine 37,5
mg/kg. S, saline, ** P<{(,05; *** P<{0,01
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s, RHIRETARR R iv 52T
WEEH U A L5IF 10 min (ISP AR

W, BAHFETREIKE H.6/7, MNEAH

J31/8, ZFExRE B FEP<0.08), AHHF
BSHET AR 1076 )k, MEBANELIR
KFHIR, 229 k. ARILE RN MBS
2555 6 N 8 min, RROEREBNRARNE L
R R RE (P HE 45 <0.06 % <0.01)
(A 2).

MELREIIELEERERNEDE X4
17T R, & 2.8+0.2kg, ZREMKE. 0F
Bk EX TS ECG, A48 &, T &
iv CMT 87.5 mg/kg; XA, ivEAHT
ARG, LB iv B R R #E 76 pe/ke,
FEEER AR AW VE, VT Wa RO 2 &
WP, B RERSE VE MiE, SR
HH11:9s, AHEN 28+22s, Lt £
M AN R4 R 181459 s(P<0.05); 4%
40 98+9265,(P<0.01), 265582, iv CMT
s, MARRIME., LDRERENE FRESOT
FER AR .

7 CaCl, S| EEEN B k43

R, hE190+22¢g, 485 48, ZIIHERRE.
TR ISR ECG, %1,2,34 4 8] iv CMT
30, 60, 120 mg/kg;, % 4 HivF £ kA
10mg/kg; %0 H ivEFFAERIEK, 2min
J& ,iv Hegidfiiy: CaCl,(1 ml/15 s)144 mg/kg,
REHKR VF RAERRIETR, £RIE

Table 2. ITffects of iv cimetidine (2!min previ-
ously) on CaCl,~induced arrhythmia in rats

Number of rats

Dose Vontrioal
entricular .
| (mg/kg) Dosed fibrillation Died
Saline 11 11 11
Cimetidine 30 5 5% 5%
60 8 2*** 1***
120 6 prx pxxx
Lidocaine 10 6

4* 1***

* P>0.05, **x P<(,01

2. CMT 60, 120 mg/kg 4 VF % 4 & 5
TR LRI RRATET RGN AR E K
(P<0.01),

TR B KR 20 R, 9
64, (RE 248+162¢, HHRW A X B
Eb Z AR . T R F Bk mE R 11 8% ECG.
ANLWRE, JFRG, #2305 B 4L R 3k
RS, —RBTFEILES AR ST g
B, 8.2+1.6min YWD EMELD B LW,
13 VE, VT R VF, 18min EEER KK
Z ST BHREES 8 K 6min, iv CMT
60 mg/kg & —wk, KBATIRFR R 5 B iv
BRPAEELAKGEE S 1 K4 /5 16 min
NSRS 18 min PO VE % H, VT &
VF BARRIGHENE., 4% 0% 3. CMT
TS E /> VE # B(P<0.01), CMT %t ST
BB LEE: MRARABELBEEFA
R 2R (48] 5 8.2£1.6 min 2 8.1+
1.1min); EXNBAEL B L H LR N
12.5+8.0 min, #2541 % 8.5+8.2min, =
HEERFE(P<0.02); B4 I0R & 5 H
OELE, L4 10 RibE 2 RE% ki
PLLERAE. REmPAEMNER CMT FJHHE
BBLE,iv CMT #7245 864485 ¥k /min, #4
CMT J5a7 Bl b 8194384 yk /min(P<0.01),

XBtkELEERP BRI FR 11K,
ki 2.31+0.5 kg, HIBLELBEHRERS®, PR
RlEEWE ERPW, FiFARFE 40 min J5,
fShE 6 min W1k, W RBPEERE, HHEA
#2551 ERP(2184+29 ms, N=11),8REM A
CMT, E#WEH 0.225 mg/ml, %5 )5 2,
5,10, 16 min R ERP, 11 RAFEFHF IR,
F8 — vk in CMT J5 16 min, F jn CMT —
), HRABRPIREILO0.46 mg/ml, & [ ¥
mEdxm%GE ERP, B8 %5 & A WA
ERP B 54 Bt ERA%K 4. CMT
0.225 % 0.46 mg/ml BB EK ERP, i
sHDERSEHTH R, Wk ARG 5-10
min, ERPIREEH B E T FE K F; BN
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Effccts of iv cimetidine (60 mg/kg at 3 and § min after ST elevation@)don arrhythmia in~-
duced by coronary occlusion in rats, N=10,  +SD

Ventr.icular Ventricular tachycardia Ventricular fibrillation
ectopic , Rats Duration Rats  Duration
beats@ @ (s) ()

Control 304£230 10/10 86+122 4/10 92138
Cimetidine 69 £ T1¥¥* 8t9 - 1/10 2.0

@ST elevated immediately after occlusion, @ @during 18 min after occlusion, ***P<( 01

Table 4. Effects of cimetidine on the effective refractory period of isolated rabbit atria,
Cimetidine Effective refractory period (ms) Y =£SD
Atria ~
(mg/ml) 0 min 2 min 5 min 10 min 15 min
0.225 11 21829  230:26%¥* 233 £ 24FK* 938k 25¥X 240 £ 26¥**
0.45 9 21927 2423 2T7K¥¥ . QAT L QTHR*X 254127**_* 258 + 2%

x¥x P<() 01 (compared with ( min)
ANZEERERE 0.01 5k 1 mM, ERP R4 &,
FHAFTIR R R LR 4.
5] it

Xk IRaE CMT Wy s ek B E 80O 5
B FHE, HIAX R E AR R, A5
IERH CMT Bl X B PR AT R B R 1 35
PEAN, BRI R M 2RI SEE 1 0 A Ot
#. WG iv CMT —zk 200 mg'®, % fk &
HRPTEL, £9S T REAE 160, B 90,
Fo 41 mg/kg, AT A TFHHK R E®
B B 0 A 2 % 80 I 1876 mg/kg ~min~!)H
AN, HoAth SERR Eh M H BB BUNT IR A

BF CMT W& FA R SR L%k
WA IUER, RUERS Na* fiE
MR KR L RREEREE, RERE
X EREEK Bk Gl s ERP, TN 54K % &
BRI S i L R RO A O RIS TR AR

5%, MITIRRER AL ERR B & 55
A, BAFEEHERR ST UL B . AR SEIe W
23] CMT T BRBARLE, XTREME
WL H, 24807, 537 CMT # 0 4
e U PR BT o H0 0 3 A A9

8 £ X R
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ANTI-ARRHYTHMIC ACTION OF CIMETIDINE

Yun-shan

FU Shao-xuan, LI

(Department of Pharmacology, Hebei Medical College, Shijiazhuang 050017)

ABSTRACT In anesthetized rats, cimeti-
dine (CMT) 120 mg/kg iv significantly in-
creased the doses of aconitine required to
induce arrhythmia and death;the incidence
of ventricular fibrilliation and mortality
due to iv CaCl, 144 mg/kg were decreased
by CMT 60 and 120 mg/kg iv. The ar-
rhythmias induced by iv BaCl, 240 pg/min
and by coronary occlusions in rats were
also counteracted by iv CMT 75 and 120
mg/kg, respectively.

In anesthetized rabbits, iv CMT 87.5
mg/kg delayed the onset of ventricular ec—
topic beats and shortened the total du-
ration of arrhythmia induced by iv ad-

renaline 75 ug/kg. '

The doses of ouabain necessary to in-
duce ventricular extrasystole and death
were elevated by iv CMT 8.75 mg/kg-min~!
in anesthetized guinea pigs.

The effective refractory period (ERP)
of isolated rabbit left atria was prolonged
significantly by CMT 0.225 and 0.45 mg/
ml without affecting myocardial contrac—
tility.

cimetidine;

KEY WORDS arrhythmia;
aconitine; ouabain; epinephrine; CaCl,;
coronary ligation; effective refractory

period of atria



