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Histamine & fE_t Cimetidine I EI1E B

s RlRE FmAE WRE AULE

A4k ( Histamine ) & il Ayl - TR 23 ( receptor ) —fk BIEANRBHLH, R
258 o [ Black %R 1972 EE RO —RTIH, K28 ERH ( H, -receptor blockers )
B » 5I8HAH, - KRR AREFAWE, OB b % i PE R &, AL A5 DR
{yfERFEAE , M H. - S B I 7 00 7B 4RI SL R HE , A H - R /OINTE o

A B TyHE A Cimetidine ( HHVH, - R s, SK&F ) ME4T 1 B FEEHER .
841 Cimetidine TRES SR IR, DR AR T AL EE R T2 (a7 SCBE T A Ak
S B O IER o + H A fREA B R EE B -, Cimetidine B 4 4R AR B0 1t PR RFE
(A3f: /NE2 % noradrenaline , isoprenaline MR RE , AEEMEEM .

A%z ( Histamine) RIEZ e
SRS IR , HE 0 — RO , REMRSE
B W L B G0 T AE BB , &/ NB A
3R | RSN S EER , TEREC X
i ramEERreY

1 @8 autacoids ) — %6 , 7E L A
| AR , 5 R R R R R
 gAENL, BEAEERFE EOEER ]
| EREEESSH, RH, B2, £1972
SRR T S A U R H - RS R T
( H, -receptor blockers ) , i 1972 %
© Black % o/ B — % 71 H,- R 3 EH0
“_. (H, -receptor blackers ) (2:3:4) [ ¥ H
BT —EAmHE , WA RLE EOBRE
 EEAREH, - R RO T RRREE
 TRAFITE 1977 SR H B A B Rk
DR Cimetidine ( H, - R MWEEA) ,
| SIEEFROREE S ; RERE RN
L, BT VR , e O VSR , KR
BT L ) | RS B R R
BB gm e

6745 A 25 %M

B (6,7) _ =%E® Cimetidine ¥ 4k e [ HE 11
W | LA RIEAR  BRRERA ML,
RH, - BB o

BB ER MR

— R R BT IRIER

KR (B E 300g 7 % ) FEERBMm ,
Y EIEA R B ER ( 3em ) , B (2~3
cm ) , Bk ( R IRERRS , 3mmx2cem)
FYEHIEA , BM#R 474 Locke Ringer So-
lutionffy organ bath A, (B 372 32T
,ELIZEE , EFIFERRER , DURRH
BHME MANREE (HBRE ) Wt I HEAE
EiE B ( lever ) SoRMiEISAEMER L ,
VL 1% T DU 6 % diphenhydramine (H,
R S8R M) ) B Cimetidine ( H, B3 &
EERH ) GEATINA 357 #iR , BIMARTHR
SR , SO RE |, TR AR
ﬁ%ﬁ@ﬁ%&ﬂt}ﬁﬁfi}ﬁdﬂﬁ( dose resp-
onse curves )(8) ; oI R A
REEZAS (E1) o
“~KEBEFEFRIER
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[ SRAESE:

KE (#8150 ~ 200g , ) BERK
m# , HF% ( 3em ) , [ _FERETE org-
an bath A, {EEHRFEE3I7C , BAZER (
#0,95%,C0O, 5% ) , ERFFEFREIH
HAR AN B BREEEIRF , A SR &
i% ( Il Single dose technique ) Gl&ktLA
HIRKE , et , BEASESH BN, &
ANA Cimetidine 34 &i1% I A MK X
S HNHE , % Cimetidine FEHERT %M
R HE
= REREBORERER ©

TR (#8E 300g M b ) BB, 26D
GrIf R O sk , SRl Be#E/E Langendor ff-
’s apparatus |, K RE A ARBMT
Kreb’s-Henslet’s Solution , ffij ELIAE (&
e 37+0.5C , Kk ixEA S EEER
Mt , MEEREREE , & REniEr
e O B RS Bl 0o 42 AT B AR L S5 aR Y T
# S0 RENREREFTEE , EY
EER BRI A (1, ¢ ) BEEENZD
WesE 7, O BB i VR A B ML
« 4EMEBE AR ( conscious ) fMEEHR ¢
65,07

KB (B8 8 250~300 ) 7EZERER EE il
BN, HERKFEAES ( cannula) & #iF
%R (1, v)  ANEREHKEAEY
ZIFEF , B —ImBEEE ) #EET ( pressu-
) ECSkIM MR , M =X %
R B A heparinBUBy [ A wE i PH 22
fh i R AR R OB, S AERIEBRLE
%, FRAEDBEEnRLIRE (B2 ) .

E K7}

fEFI%E ( Agonists ) :
Histamine-dihydrochloride , Norad-

re transducer

renaline ( @ -Stimulant ) , Isoprena-

line ( B - Stimulant )

L0 ( Antagonists ) :
Diphenhydramine ( H. - &3 23887 7

) , Cimetidine ( H, - SRR &) |,
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phentolamine ( a - &3 33 %M # ) ,Pr-
opranolol ( B -R&SZaREEIA]) .

f FIZE e RERS AR AR |, W WO bk
RUED g/ml BB, HERSO I 5 L EER
BARD g BEAL , 76 ERMECK B LR T
B pg/ kg Bimg/ kg REAL

HRER

—  REREEEE, 55a, BHEFEIE

5

meE 3FR , fEEBEA L, Ak
B EMARE A di phenhydramine 107 °g/
ml { FEFET 4G BT E, ST SR TR
giremegsag R ®P | afiCimetidine
107 ° 80 107 ° g/m Iy 475 S5 BB ANRE OE AL ik
e FE 15 I by AR OB

Hit g5, BPHEAK |- diphenhydra-
mine FEMBEAMABBHIHEL , MCimet-
idine fAfE ML BATLMTELE
“NKARTFEFBINER

B hAMTEFENEITCREGHT,
A g ehEs L, B AR 107 ° 5
BEZE 10 ° g/ml 4B E & ESHMEE
B(E4) MR %E Cimetidine 107*
g/ml [EEFE I AR , QI E 5E S AH
IR B B b BRI | vEEER , B HEE By
DA KR e 0 A5 BA BRI E L B
= R FEES O RERE R

e R @ ki ARG 1eg (1, o) HIE
B MAER I, ORI, My &N (

5, MWIRSEHE A Cimetidine 10 zg +#

PR AR 1 g B H O A6 A 050 B
Bk N BB B |, 5 i U At e
il , Cimetidine fifE B840 e B0 I Y 77
G4 5
~ JEMEBEA ER ( Conscious rats) [fifg
BR
B AR 7R %E noradrenaline  (
Sug/kg , IV ) HFBERR GO BB (E
[, i HPhentolamine 5mg/kg REMRCAE
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Effect of Cimetidine
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J8 B HE

Conscious Rat saline
Q
=
— "
| R S N S RN I N & e
heparin
Anticoagulation

Fig 2. Method for recording blood pressure in conscious rat

CONTRACTION (%) ILEUM, GUINEA PIG

100 |-
n =10
E /
O: Cimetidi
o5
5 10° 2
50 L

Drug administra-

tion ( i.v.)

Pressure
transducer

Blood pressure

Histamine ( g/ml )

Fig 3. The effects of dinhenhydramine and cimetidine on histamine-induced contraction
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in ileum of guinea-pig.




Effect of Cimetidine

Rat , Uterus 37°C

J«.Uu I Jitd mm L&L NN

[ ) ‘ L ) [ ] -

®10-5 106 “10-5 1077
Histamine ( g/ml ) Histamine ( g/ml )
Cimetidine 10™% ( g/m1 )

-—-%L

Fig 4. The effects of histamine and cimetidine on the spontaneous rhythmic contractions
of rat uterus.

3 150
- Contraction "4‘/\_¢
507 THistamine 1 pg, i.c. 1Histamine 15 gl tisc.

i Cimetidine 10 ug, i.c.

4
ronary flow o~ ._.__‘,\'_—.____.
2
ml/min )
o L
Ju) ] ] ] L (% pen) ! ) i
QNS Th D) 3 5 ( min ) o 1 2 3 5

The effects of histamine and cimetidine on the isolated perfused heart of guinea-pig.
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Fig 6. The effects of drugs on BP and HR in conscious rats.




#14 noradrenaline WIFHERfEA 4 B
(& HRZE isoprenaline 5 g/ kg [ R B> Bk
N fEF , T H propranolol 1mg/kg % B
§Ei4 isoprenaline Z MK L BEINE(EH
, [ Cimetidine 0.1mg/kg 7R Eno-
radrenaline } isoprenaline HRKE . B
AR 10 pg/ kg WK HH £19 18mmHg
foREME(EF , diphenhydramine 10xg/kg
s I fE AR, B AR AR e iy [ R 8 S 10mmH g
, fiCimetidine C.1mg/kg WAEE I
AR R EIE A, O AR E BB R
gmmHg , I Cimetidine 0.1mg/kghndi-
phenhydramine 3¢ g/kg BE A AR R Y
REREVEFR , i AL BB £ qmmHg , &
BB E M ERER , Cimetidine REBINM
MEA S mE FEER (B6 ) .

# &

RS -, —BE , B R
SRR O R e R FRfE AL R HL - R &%
el , meb EHEBRERAE —BNER ,
diphenhydramine B #E AR SHE #ARID A
B ® , i Cimetidine J67/RUBE ALY
REEf % , HF Cimetidine jfl diphenhyd-
ramine %4 BEANKE , KARTERR
AL, Askps s BESMmEER , mHDH
VEFATI S Cimetidine {97 7ERT B R A HEH |
&EH, -receptor MIATE , T BASH TEikER
, Cimetidine fyREBA{E W Sedi% , LT
Dl Cimetidine HoMEHR(ERR Mtey
2, Rl CREE L AE AR DR
 WfERREAH: XH, - BZBRONTE , MER
IO TR ¥ AR 1 ng AR HO1E
'; 76, Dl Cimetidine 10 gt AW BERIIIH
fEF B, BREETRER , MRH,- B3 &
- MERH - R Ena s REE SV,
. RBEEREAARNEER L, 8§50
BAFIF-BEZE noradrenaline K EMREE isop-
. renaline R T M MELBRAIRHE , AL
- BEAVNH3E phentolamine & propranolol

Effect of Cimetidine

EFI R ERER , B S UG REEN
MR fE A& Cimetidine 2R ETRATH
e R S | £—RRBE S M
EREB |, diphenhydramine fiCimetid-
ine T 4B M crt 0 R E , T Cimetid-
ine HUEGE 4 R B34, RTAESE
MigAERMmEER , ZMBEHCimetid-
ine Bt A8 JEET A A% e HORE IR 1E F . S HBSE Y
4 |, Cimetidine BEAZMMNHH, -ag-
onist (Dimaprit) fymMERHE 10 ,
BRSO ) = /E i H, RH, % 8%,
i, Cimetidine % diphenhydramine &
BAREADHIMEA

Ui RE S IR R IE , YRS
B RETYE , B LSS RSREB K (]
Bfix) RO nERREGEER, BF
SR BaE , REEENEARNTR
s HEEERNNEBRE, X LEERES
FLUgE  BAEEMREKIER BRSO WE
B, AR EFERS WERERKHER
I, i Cimetidine FE T A8 Hl A Mo 7
, = B _E AR R F FEH, - B a6
gaw@Em D | 3F4Esk Cimetidine 78 ,
+ iR EE AR A HEFERER .

Dl A BB R, ZMEFRE 1977 F
ErEgEsg LR 12,

®

AWFZeH i F Cimetidine 795 5T KEHT
EX SK&FiiR #itk# , AHENETE
%g@ﬁ%ﬁ ~ AEAEEL Bt —0F 36 H

o
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The Inhibitory Effects of Cimetidine on Histamine Response
in Various Tissues

Jung-Kuei CHOU, Hui-Mei LEW, Rei-Tsang SHIOU, Shu-Hwa LIN
and Chung Shin LIAO

Cimetidine, a selective histamine H,-receptor antagonist, is synthetized and studied by
Smith Kline & French laboratory.
" A small amount of cimetidine is given from Dr. S Okabe (University of Tokyo) and
' SK&F. We used it to investigate histamine responses in several pharmacological experi-
ments. In isolated ileum and taenia caecum of gunieapig, histamine induced dose-de-
endent contraction and that was inhibited by diphenhydramine (H,-antagonist) pre-
treatment, but that was not affected by cimetidine pretreatment. Histamine could inhibit
he spontaneous rhythmic contraction of rat uterus at 37°C. This inhibition could be
locked by cimetidine pretreatment. In isolated perfused heart of guinea-pig, histamine
,, temporarily positive inotropic effect, positive chronotropic effect and increasing
oronary flow. Pretreating with cimetidine, these effects were partially reduced. Using
onscious rat, histamine was intravenously injected from tail vein. Histamine (10 ug/kg)
oduced blood pressure depression temporarily (18 mmHg). This depression was partially
lblted (8 mmHg) by cimentidine pretreatment, and mostly inhibited (4 mmHg) by
netidine and diphenhydramine combination. The concentration of cimetidine we used,
Idn t change the pressure effects of noradrenaline and isoprenaline in the same con-
jous rat. In the experiment of gastric secretion, in conscious rats, histamine increased
stric secretion and acid output. This histamine effect was inhibited by cimetidine pre-
ent, but was not changed by promethazine (H,-antagonist).
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