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Effect of Mequitazine on the Muscarinic Receptors
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Abstract—The affinity of mequitazine, a non-sedating antihistamine, for muscarinic receptors was evaluated
in the guinea-pig ventricle and ileum by in vitro binding techniques and functional studies. In binding studies,
[*H]quinuclidinyl benzilate (QNB) identified a single class of muscarinic receptors with similar apparent Kp
value of about 100 pM in two tissues. Mequitazine inhibited [*H]QNB binding to muscarinic receptors competi-
tively. Analysis of the mequitazine inhibition curve of [PHIQNB binding to ventricular microsome and ileal
homogenate indicated the presence of a single homogeneous binding site with Ki value of 25nM and 18 nM,
respectively. In functional studies, mequitazine caused parallel rightward shifts of concentration-response curves
for carbachol and histamine in the isolated guinea-pig ileum. The slope values obtained from Schild plot
analysis for the antagonistic action of mequitazine on muscarinic and histamine Hj-receptors were not significa-
ntly different from unity. The pA; values of mequitazine for muscarinic and histamine H;-receptors were
about 7.6 (Kn=25.1 nM) and 8.88 (Ky=1.32 nM), respectively. These results indicate that the muscarinic recep-
tor blocking action of mequitazine is 15 times less potent than the H, receptor blocking action, but high
concentration of this drug may cause the peripheral muscarinic receptor blocking effect.
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Schwartz 5, 1991). welM cimetidineS H, 782 =}
FAE A A ko] HAEu|AL] Exeg dr o]
453 glow, Hi-g4 Jbadals HiedAd ofsle
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1994; Black 5, 1972; Garrison, 1992).

ghy, Hyp-8-3 AP A= Higpe88) 2bghabg o] ele) =
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&g AHgo] Qla, &3] AAztgol} FutAA
2L o5 GEANEA] B3 vehle AR, 8, 24,
TE, 77, 712389, Fx 5 7R L9
Aale] A (Ambre 5, 1991; Carruthers 5 1978; Lee
%, 1993). ¥ ¥ histamineAd) s =4 2 71 &3
vheluls 2 A 2488 7H4A]7)7] 913 @ Ae] A,
astemizole(Laduron &, 1981; Richards, 1984), lorata-
dine(Dockhorn, 1987; Hilbert, 1987), mequitazine(Mar-
tinez-Mir &, 1988; Nicholson=} Stone, 1983), terfena-
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dine(Carr®} Meyer, 1982; Sorkin#} Heel, 1985)% #l
ARG o] 7]0] ¢li= A 2 ¥4 7| Al sthistamine ]| (non-
sedating antihistamine)S-¢] 7B A% 7)o o]=Rle
] o]F ofFo] A4S el ¥ A2 e
e d9-u FF(blood-brain barrier)& A& E3}
314 927] wlFel Ao otadx] . ¢IciBrandon, 1985;
Cacy, 1991; Herman¥ Bernhard, 1991; Soter, 1991).
e} o) & fEE wadlAe A vke] 7€ his-
tamined| ¢+ Zro] muscarine§-A pwdel 23 7,
xR, Fnet e FHEE 4o sx 9ok
by o)E FEF muscarine 8§ o] AHEAbgo
A5 A AS AuA sk AHe] e R phenothia-
zine#| 9] ¥]4=7]A] Sthistamine] & G XL )= me-
quitazine?] muscarine<=§A | Hg 42 [PHIQNB
AT 7)5E AP Tl ZAbsla, 2 BHE
Hi 8- Apzhg-3) wia A Es3A} shglok
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HExE H Al

AYEFe AF 350~450g2] 7] (guinea-pig,
Hartley)-& ot v=Eele] I 249U (Seoul, Korea)
o 2xE F94, AH-shch

(—)*H]Quinuclidinyl  benzilate(C°*HIQNB, 50 Ci/
mmol)= Amersham International 24-¥, atropine sul-
fate, 14-bis[2-(5-phenyloxazolyl)] benzene(POPOP),
bovine serum albumin(BSA), 2,5-diphenyloxazole(POP),
tristhydroxymethyl)aminomethane(Trizma base), L-his-
tamine hydrochloride, carbamylcholine chloride(carba-
cho)¥ SigmaArl=%-8, Triton X-100-2 FlukaA}2 %€
T4 AHE-8E9 5L, mequitazine-S =¥ A AFI o2
B Aggoz AlF wighow, o9 XE Aok g
e dFES AR
A4l microsome2| &2

214 microsome®) 2&lE Van Alstyne 5(1980)2]
b2 A7 Lee $(1983)9] uhgdl] &J3jgick F
Fab A7 7] Aaks =A SA] AE, AN 2
71et FH 2L AAsT FAS & F s ARt
gon, AAdg AAZE FA bHulrt He WUl 5
mM NaN;, 10 mM NaHCO,, pH 7.0(medium A)ell 23
blender2 #4315 thg 8,700 X goll 4] 2083t LAl¢2]
st} Pellete] 5ull -42k2] medium AE o)) 715k
glass homogenizer %J| 4] teflon pestle2 1 3H80%
max, 140 W), ¥AE2)(8,700X g3 ¥ pelletel] 69 £
k2] 10 mM Tris-Cl, pH 74(medium B)E 7}3l3 tef-
lon pestle2 4% E#Hx]Z1 F 441&2](8,700Xg, 20
min) stgch o] A& 33 whEslw wiF AR AL
Ro} 35000X gl 2025k 9AEed ¥ micro-
some2 <o, microsomed] wA Fxr} oF 2

mg/m! %% 422 medium BE 7}8l] hand-driven
glass homogenizer2 53] E3x|7] c}-&, —70Te] A
sty Aol AHE-sisth

2| homogenate2] A=

g F558F Felsle] 2aAE £ B35 A5,
2248 A28k W9 10 mM Tris- Cl, pH 7.4(medium
Byg-oi e @& o1& AYL4-EE medium Bx F4-3
A, F022E AAsch AFAE SH5L T2
10817} H: medium BE 713kl 7192 A4, blen-
derZ 152 <t 4 FE3e o}5 3,600Xgol A 104
ot 23] dA st AA AL ohA] 45,000 X goll A
2087 AAEE o ZEE pellete]] wHA FE7}
oF 10 mg/mi7} ¥ ¥2 A#e] medium BE 7}slo] o
A shahalch
SeEEr £Y

2elgl H3e ghila 2T bhovine serum albu-
ming FFEEHo g sfe] Lowry 5(1951)2 =bel &
sje] 248k
[CH]QNB dgHa#

CCHIQNB ZAgdg-e iz (Wallick®}  Schwartz,
1974)e 23kl 2, FHIQNBS vl 5] 232 10 uM at-
ropine A&kl FA st
Megquitazineol 2|8t [PH]JQNB ZE{x|

50 mM Tris-Cl(pH 7.4), 10 mM MgCl; % ol 2.8
g-fahe Qoo dAExe] [PHIQNBS} 47 =9
mequitazine 7}3te] & £-Ho] 5mirt HA dtx, 37
colA A Age 2sls S8 A3k 15057 1t
271 %, GF/B glass fiber filtertoll 4] &) oia}sla
50 mM Tris-Cl(pH 7.4) % 10 mM MgCLE &f3h=
we] A 5mi filterd 33 AlFsbgch A=g
filterE scintillation vialell @32 Fd s}l A] 2412 A=
gl t}& oJ7]e] 8ml2] scintillation® (PPO:6g, PO-
POP : 0.225 g, Triton X-100:500g, Toluene:1[)& 7}
sl 1247} o)A} vl 4 liquid scintillation coun-
ter® 1 9AlEg FAsATh

B3 X529 dissociation constant(Ki)= Cheng}
Prusoff(1973)¢] wie) wlz} [PHIQNBAZS] 50%%
A s B EX| R FE(ICy), AH-E [*HIQNB2
2o(F) 2 BHIQNBY dissociation constant(Kp) 245 -€]
=% Ki=ICs/(1+F/Kp) el 23te] 4b&s}dict.
[(*H]QNB ZA3tdAel oigk w|E2|<E2] Hill coeffi-
clente ¥ w2 v]ER|E SA st &4 [*H]
QNBA T A A =S log(1/100-)=nlog[D]—nlog[1Cs0]
(¥ EAFEYAF=[DIAe] PHIQNBE A
%, n:Hill coefficient)2]el] H-&-A|A Hill plotdle] I
712712 5E Tk
[*H]QNB I 323HalH

50 mM Tris-Cl(pH 7.4)¢} 10 mM MgCL3 &Hshe
SlFo] @izl U oJeexd [PHIQNBE 7}ste] &
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£-2o] 5mi7} FA ska 37T A 150%-FgF w2471
F F4o99, A o dAsg &35 PHIQNB 2
Sxolx9 [P*HIQNBAFS AEsteich PFHIQNBAFH
9] affinity(Kp)9} AEH-H5EBnE PHIQNB 7t 5
Foj A FHIQNB Z%B)& B=—Kp'B/F+B.(F:
[PHIQNB¢] free concentration)el]l #-8-A]7 Scatchard
plot(Scatchard, 1949)sled 731z, [*HIQNB#] Hill
coefficient(nH)= [*HIQNB F3}5437 442 log(Y/
1-Y)=nlog[F]—logKp (Y=B/Bra, n=Hill cofficient)])
A&7 o-g 7 A& ol IAAY J|ET2RE T
3h9dch
HE 2o g AE

Guinea-pig 798 Zetste] AapA & = B7E
AN, AL HEsT 22 AL AstHA g
& Tyroded aF4(137 mM NaCl, 2.68 mM KCI, 1.84
mM CaCl, 1.05 mM MgCl;, 11.9 mM NaHCOs, 0.42 mM
NaH,PO,, 5mM glucose, pH 7.8)2.2 Z&3] AFT
thg ok 2em9] ML HEF 0] E 15 m/9] Tyrodedo]
E pathfol] ¥4 Grass FT 03 force transducero] <
Asle] 1g tensiondlell A L 25L& polygraphitel] 7]
E3tgict. Bathwle] odoke] X 37CE fA3ta
A 95% 0.2 5% CO¢ EFgass T3tk
Bathtioll #AdHg d5sta 147 o4 7ok 3
Ae-5o] AT B oy oF 208 A2 E carba-
chol(1X10~" M) && histamine(1 X107 M)2 ~}s}e]
FUNE(10% 3}k variation)& do7|ER BT F
oFE-o] 53-8 FHslck A o2 carbachol -2

histamine FEZ7}o W& WHS-E7}E F H HHE 3l
I &b RAIZE AR of YA 5 2] mequitazine-S
7Fslar 208 o)Ak 7]chd & carbachol &£ histamine2

cumulative dose® r}s}ed I ubS-& absledc)
Mequitazine2| muscarineTE |2} H,$E/of| L5t pA,
% =3

Mequitazine 2] muscarine—&- ¢l 3+ pAx(—logKy)
¢} histamine8- o] gt pAx(—logKy)9] AH&-L2 Aru-
nlakshana®} Schild(1959)¢] ¥lol) ¢)s}l¢ic}. = carba-
chol &-& histamineol| &g+ Fhuk-§-2] 50%F el
o] 5 &5 A2 EDspAlet A% 2] mequitazine &3
3lel 2] carbachol X+ histamine®] ED'spXE T3
% o] & log(DR-1)=nlog(D)—1logKu(DR : ED’s,/EDso, D
: mequitazine®] 3%, —logKy=pA)e Ao dle}
Schild plotdled 7ZF AL sle A4 XHHCZRE
Tl
AEHdnEA

2E AAL FEA+ 3T AR Jehglen, 43
Ao F94 HAL S dent’s -testel] 2lslglw,
o5z e p<0.052 Bk

Table I. [*H]QNB equilibrium binding to guinea-pig ventri-
cular microsome and ileal homogenate

Ventricle Tleum
[(*"HIQNB binding % [*HIQNB binding %
(fmol/mg) (fmol/mg)
Total 1028.1+ 381 100 2279+ 9.3 100
Nonspecific 107.7+ 52 105 255+ 0.9 112
Specific 9203+ 432 895 2024+ 86 88.8

Veantricular microsome (100 ug) and ileal homogenate (500 ug)
were added to the tube containing 50 mM Tris-Cl(pH 7.4), 10
mM MgCh, and 100 pM [*HIQNB in a final volume of 5m/
and the tubes were incubated at 37C for 150 min. The suspen-
sion was then filtered through glass-fiber filter(Whatman GF/B).
Specific [*H]QNB binding was calculated by subtracting the non-
specific binding measured in the presence of 10 uM atropine
from the total binding measured in the absence of atropine. Va-
lues represent the meant S.EM. of four separate preparations.

MA 9 FEAM PHIQNBS HE A

223k A4 microsome 3% homogenateol| 4 [*H]
QNB ZA§Ade] 715aAlE delrr] $ste 100 pM
[CHIQNB ZAj3}el4 [PHIQNB JaAFdH-& A3
stodvt. onlAE As} o] A of 90F-) H3H e
ERElgen®g B Agdis HIid Edde 23
A|7kel 15082 uh-8-A)12ke 2 $gich Table Iol A B
npe} 7o) A4 microsomeel| A= AA A2 ok 90%7}
muscarines§-# o] g+ [*H]QNB2] Bo]Agle]9l s 10
EM atropine £Ajslel 4] FAH W] Fo| AL AA A
el ¢k 10%°]32o™, 33 homogenateo| = A
A oF 89%7} B2 A3, oF 11%7} v| o] Ajte] g}
ulgbr] B A Eejd F3E o]83t9 musca-
rine=-4-A4¢] thE PHIQNB A4 g 4ut3) 3
T odE AeE A7
Mequitazine0| PHJQNB HE ol n|xl= dg

B)47]4  dlhistamine | 2 C’JE%Z] 2]+ mequita-
zineo] A4 W 32 muscarine=-E-A o] g [*H]
QNBASHE A=A E A7) S5l o8 Fx 9
mequitazine &) 3}l 4 [PHIQNB(100 pM) H3 A3
HE A8 A3 mequitazine2 F A7)oA i o)
2nMe| el X e FreojEyen [3H]QNB7§1}— o
Astgr 1 pMoll A 95%e] A A5l 2w (Fig. 1), [
HIQNBZ§e] 50%E A5k s=7) Aol <
50 nM, 3ol AE oF 40nMEAN T ZAlelA fAFE}
Atk o|2|¥F mequitazines] 213 [PHIQNB A< A)
#35 Hofstee plot(Fig. 1. Inset)8]-S wf 2z} e =
AAdel o1& = 3, Hill plotdl]-& v Hill coefficient % A]
14l 717k 7o B Hol mequitazined YAI
AghE o] Adtele] PHIQNBZ S AAlshes 7oz
A ZH ey,
PH]QNBZEQ| affinitye} HAEFRSE
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Mequitazineo] 2§+ [PHIQNB Z#<A|7} musca-
rinef=&-Ao] g [CHIQNB&} mequitazine?] 7374
Al A7 A=A, = Aoz muscarine-§-A
of g} mequitazine? affinity7} o= HEJAE F
A7) Ysllde 14 2 APz A2 muscarine
4A o dg QNBY AgAAS dofe} gr), ulehs &
Agelse [PHIQNB A ES A9sln o] A
< Scatchard plotdte] [PHIQNBZA§] affinitye} 2
FH-A5=F Falsick

A& microsome®} 34 homogenate®] [*HIQNBA
T2 PCHIQNBF= Z7te wel S71=gr o 400

e e veptov 7 28] AHA A7) 27
o Foll & A@PdHe = Pu|wr)t Erpsdich
c}al o] A= mequitazinee] BHPL-YFEe] <GS
n]X) RS dolrs] $)gt hEX e Qs

gk, [PHJQNB(100 pM)Z 4] 50%F A3 me-
quitazine(44 ; 50 nM, 3|7} ; 40 nM) £ 5}l A A 3§t
[*HIQNB 2323949 A& Scatchard plot3-& of
7t A ole HAAY 71€717F xRl vle] F7hE

A (Ventricle)

_ v s N 2000
pMe] [PHIQNB &A35lelA E3tss 234 Aol =
on, PHIQNB 7 =l [PHIQNBZ§-E Scat- £ j_“_-&oe'x?('mine
chard plot3g o zZ+ B& = 3|AAL] HAdAe] B Boor " (500M)
AHAS ¥ ol IAAAY 7270 F Al F é \
AbatghFig. 2). & 5 #A7]¢l= [PHIQNBe)] disjx= 3 1000F |
affinity7} 242 %+ muscarine 247} EAF-e el @ ‘\‘
& ¢ 9lgich & Al AneA @A mgd A9 % 00} *
EEX A4 microsomee] & homogenateX.t} <F 5ulf = t.
0 10 0
oy T * Ventricle
o O leum
ug;;, sl 400 B (Jeum)
%.:'. . — . Cantrol
§ & ] 300} \! m?‘%azne
2 aw
2 200+ .
20f
0o+ =
3 8 7 6 .!!
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Fig. 1. Inhibition of [PH]JQNB binding by mequitazine in
guinea-pig ventricular microsome and ileal homogenate.
Microsome(@) and homogenate(()) were incubated with 100
pM of [*H]QNB and various concentrations of mequitazine
for 150 min at 37C. Other legends were as described in Ta-
ble I. Each point represents the mean % specific [*H]QNB
binding from four independent experiments performed in
duplicate. Inset : Hofstee plot of the inhibition data. B repre-
sents the percentage inhibition of [SHIQNB binding and F
the free mequitazine concentration. y is the regression coef-
ficient of the Hofstee plots.

BOUND /FREE (f mol /mg/pM)

Fig. 2. Scatchard plot of specific *H]QNB saturation binding
data in ventricular microsome and ileal homogenate.
Tissue preparations were incubated with increasing concent-
rations of [(HJQNB for 150 min at 37C and the assay was
terminated as described under “Methods”. Data shown are
the Scatchard transformation of the results from four diffe-
rent preparations performed in duplicate. Bound [FHIQNB
at a given [*H]QNB concentration was plotted as a function
of bound [P*H]QNB / free [FHIQNB.

Table II. Effect of mequitazine on [*HIQNB binding in ventricular microsome and ileal homogenate

Ventricle [leum
Kp (pM) Buax (fmol/mg) nH Ko (M) Buax (fmol/mg) nH
Control 91.34+ 9.98 2044.7+ 100.8 1.03+ 0.02 99.4+ 16.3 438.0+ 25.6 1.05+ 0.02
Mequitazine 313.2+ 27.2* 2235.7+ 251.1 1.03+ 0.01 2539+ 21.7* 4443+ 21.1 1.04+ 0.02

Kp and B were calenlated from Scatchard analysis. Hill coefficient (nH) was taken as the slope of the repression line of the Hill
plots. Values represent the mean+ S.EM. of four separate preparations. * : Statistically significant from corresponding value of control
(p<0.01).
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(Fig. 2), Hill plotd& d= 2z AL olE 3] F
A7) A thilo] e BE 02 HfolFg HeIFA 9]
tHFig. 3). Table = )& F45 A Ao Az
2 muscarine8-A= [CHIQNBe| <3l affinity7}
242y < 90 nM 2 100 nMZA A8}, mequitazine
(40~50 nM)E A} ELell A= [CHIQNBA §2) affinity7} F
B o] A ZhAx]g] ot [*HIQNBS] Agy-osx=1} [FH]
QNBAFY cooperativityx A3 W57}l glgich

—- . Conlrol
*T77. Mequitazine
Q. Ventricle
. lleum

8/Bmax)

JRFE

LOG (YA =YY

.

1 2 3
LOG L{111]one], pa
Fig. 3. Hill plot of the data shown in Fig. 2.
Binding assay was carried out in the presence or absence
of mequitazine(50 nM for ventricle, 40 nM for ileum). Data
were plotted according to Equation described under “Me-
thods”.

MuscarineTEX[0oll H$ mequitazine?| affinity

&9 23L& B3 mequitazine®] muscarines=$-
Aol 3 PHIQNBZA e AAA JAAZ egs
@322 muscarined-2A o it mequitazine?] K,
AE T A7NA49 ICoA2HE A&sdd uf AA
dAde oF 25nM, AN <k 18nM=2A musca-
rine&-Aol] gt affinity7} Abds] 2 AR ey
2t F A7 7l f-9)7 Aels) glglel(Table D).
Carbachole| 2%|E $£Z%HI20| 0|X|&= mequitazine2)
=k

2 A ¢4 4% A¥ J5d AT
ArRAdE AR Y15k A 71U 3 A o)A musca-
rine4-4 &5Al carbachol?] HMg3} o)o] m|X&=
mequitazine®] @33k& FAlslgdch Fig 4-Ad4 Re
ute} zre| carbachold] 3ApEy Zrlage Ex o
FEAolglon o] SIS FMOBIE 77 carba-
chol®] EDg*|+= ¥ 400 nMe]¢lch. Mequitazine(3X 1078
M)+ carbachol®] &-8-uleI X8 o BZo7 o]
EAF oY, mequitazine?] EEZvle waEl . o]E

Table 1. Binding parameters of mequitazine for muscarinic
receptors

K, (aM) nH
Ventricle 25,68+ 4.56 098+ 0.08
Neum 18.204+-2.24 091+ 0.05

100 A
O, Canwel
80 L Motz
- AWM
o &, 1xmm
b4 A, AX107M
g L 0L 6xw™'u
SOBD o x4
o
-
z
had
o
g «wf
a,
20k
-f" L L L
‘ 1 [ S

-10¢ [CARBACHOL]. (M)

K; value was calculated using Equation of Ki=1Csy/(1-++F/Kp) as
described under “Methods”. Hill coefficient (nH) for inhibition
of specific [PHIQNB binding was taken as the slope of the regre-
ssion line of the Hill plots of [*HIQNB/mequitazine competition
binding shown in Fig. 1. Values are the mean+ SEM. of four
separate experiments,

~L0C [MEQUITAZINE), (M)

Fig. 4. Effect of mequitazine on carbachol-induced contractile response of isolated guinea-pig ileum(A) and Schild plot for
the antagonistic effect of mequitazine(B).

Responses are expressed as a percentage of the maximum contraction elicited by carbachol. Each point is the mean response
of five experiments. DR : ratio of EDs for carbachol in the absence of mequitazine to that in the presence of mequitazine.
The slope of the regression line is close to unity.
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A7)} 2 #AHLE 2 oh)z} 107°M mequitazined
A shel A5 carbacholel] ]t #HoukgolE W37} ¢l
9t} ©]21%+ mequitazined] A 3+a8-g Schild plot3]-&
o 2 Ao HdAde] JAHI(r:0987), HAML 7S
717} 14 71749 o= A(Fig. 4-B)2 mequitazine©] mus-
carinesF-8-Aoll sle] <fu)dhE ZFA R 2HEE A
AFEk . 9k wbebA muscarines-£-A o] o]l mequita-
zined pAAE FAsIEW wlh oF 7.6(Kwv:25.1 nM)e]
g1t (Table IV).

Mequitazine®] acetylcholine2] 3)A4&38 ZF712b4-
£ IA8l7 mequitazine 1077 M £z} 3}l A acetylcho-
line®] EDg#7} oF 4.5¢] Z71& ¢t ¥ l(Martinez-
Mir 5 1988)7) ¢]37, o] ¥ arel 4+ ¥] = mequitazine ]
muscarines-8-F o] gk affinityE FA A LA
o] A=Z K;=[I1/(ED'**/EDs— 1)([1] : mequitazines-
©)ol] Hgshd of 288 nMEA] E AgAste} wlg f
Abslet. B ABo|d 7|5AH o7 £A%8 muscarined§
Aol W3 mequitazine® Kux7t [P*HIQNB A4 4
©.82 FA4 mequitazine?] KiX(~20nM)£} FAH A
2.2 ®o}l mequitazine®] Ae]F 7|53 A== mus-

Table IV. Inhibition constant and Schild’s slope of mequita-
zine for muscarinic and Hj-receptors in isolated guinea-pig
ileum

Receptor n pA; Schild’s slope
Muscarinic 5 7.60+ 0.15 111+ 0.09
Histamine H, 4 8.88+ 0.21 121+ 0.15

pA:; value and Schild’s slope were taken as the intercept on the
abscissa and the slope of the regression line shown in Fig 4
and b5, respectively. Values are the mean+ SE.M. n : number of
experiments.

100t A
O, Conuol

80 Mequazine
] ® %1077
3 A, 6% 107TM
a -1
g et K, I1%10"'
-
z
]
o
& 40

20-

carine=§-A o ZAgste] PFHIQNBAE-E AAsk= 2
o2 Aqzrem ol £ [PHIQNB AFAH-E £}
Z A%+ mequitazine muscarineff‘—%—iﬂ o gk At
AL oku]stA o 7 BE == muscarine & A< ¥
AgAEz AH 5@“9“@ F 9eS WilFx glrk
Histamine®| 3#|Zr=0k20]| 0|X|E mequitazine2|
o

Mequitazine®] muscarines&A Apta-8-2  hista-
mine Hy 44 Apztg-3) vlwslr] 9)ste] Hi-8-A ol
)&t mequitazine2] affinity2 #4393t} Mequitazine
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Fig. 5. Effect of mequitazine on histamine-induced contractile response of isolated guinea-pig ileum(A) and Schild plot for

the antagonistic effect of mequitazine(B).

Each point is the mean response of four experiments. DR : ratio of EDy for histamine in the absence of mequitazine to that

in the presence of mequitazine.
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