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TABLE 0. Properties of the three putative muscarinic receptors
{ il m
Selective competitive Pirenzepine, - 4 DAMP?
antagonists +DAMP?
Pirenzepine atfinity High Low Low
Selective allosteric - Gallamnine, -
anagonists Pancuronium(?)
Gallamine potency ++ +++ +
Selective agonists McN-A-343 3-acetoxy-N- Aceryltropine
Pilocarpine methylpiperidine methiodide{?)
methiodide(?)
Regulation by Mg=*/GTP ++ ++ v
Effector system M.channels{?} Adenylate cyclase (€3]
Tissue location Ganglia Myocardium Smooth muscle
(neuronal tissue )
*4_Diphenylacetoxy-N-methyipiperidine methiodide.
bElint:ling studies in smooth muscle have shown the presence of some sites which are regulated by Mg** /GTP.
(Ref, 2)
%
Tabie IV. Resuhs of some controlled chmcal trsels of pirenzeping in dubdenal uicer
Reterence No. of Total Heating rate
patients  dally . o \
treatad dose prrenzeping  placebo ranitiding cimeliding gefarnale
(mag) (300 mg/day} (1000 mg/oay) (300 mg/day)
Barbarz et al {(1979a) 79 75 {1 week) 23144 {(52%) 12735 (34%}
50 (3 weehs)
Barbara er ak (1979} 82 100 {4 weeks) 32042 {76%) 15/47 (36%)
Oselasore ef al. {1879} 45 75 (4 waeks) 815 (13%) 6715 (40%})
150 (4 weeks)  13/15
Giacosa ey al. (1982} 120 100 {4 waeks) 27731 (B7%:) 9/29 (31%)  27/371 (BT%) 25/30 (B3%)
Henry et al. (1882b) 47 100 {4 weaks) 1424 (64%) 17/26 (6B%})
100 {B weaks)  1B/24 (B2%) 22726 (BB8%;
Konii et al. (1982} 133 100 (8 weeks)  54/65 (B3%) 35/68 (54%)
{(Ref, 15)
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2. ﬁanistamine antagenists

NI13AUND H2—Histamine antagonists w77 iduaanvan 1SaduiiaTugnivau
WdEing w1z Wudiiagnspevnnsiauteeseiunueunssvaan Tana 1 FuanugRug R
A Y LnF TSNy ;ﬂﬁ 1,2 dunisudneBegasway  Histamine uazﬂﬂi;ﬂﬁuuuﬂaugnﬁkﬁaiﬁ
laasadingq #qoaiisitannztanzaeAe  Receptor wiim Hy wia H, uananazla
a1sffiuie  Agonists wia Antagonists luuq wanwfus-udlungu 1deduideanuiifnqe
ponlusn. Lou H -antagonist Astemizole anngnd lautuuas lufiauaudd iy anti
muscarinic wip antidopaminergic iniiaufuenlunguifsafuueia  dauenlunge H,-
receptor antagonists Alaun@elufiwalunis inhibit hepatic microsomal enzymes

iwnliow Cimetidine éqmenv tou  Ranitidine, Oxmetidine uaz Tiotidine iluau

t
4 Ho———r—— __r;ﬁCHz—CH,MN:H
o p n
BHN\\\ A¢%y1
§
H
2
Substitute (M) none 1 2 3 4 o § NiMel N'N'(Mel, 4, N'N'(Mely 4, N'(Mel; (Ref. 6)
{Histamire)
H-1 4 0 4+ 0 % 00 ++ 4 0
H-2 ik 0 £ 0 2 0 0 ¢ 0 ++

Fa 1 Modification of histamine by methyl substitutions in various marked locations to
iltustrate the principles of 1T1 and H2 receptor-specific compouvads.

H-1 Hittamine H-2
H4 G, C”z.S CH.‘,.CH,.NHCN M. CH,
| N v
As A HO = C.ClpCHy NHg C—r==
AN o ¥
&
CH.0.CHZ CHZ HH |
e ™ N N L}
A A HN \ //
c c
" " (Ref. 6}
Aryl ringy Irniciay ote Imigazole
lgannhilic hytraphitic hydrophilic
¥
Ammpninm Ammaniym Thioures 1= 51 = Meliamide
Cyanoguanidine {= N, CH} = Cimetiding
Charged Charged Unchirged

%8k p Essential chemical dilferences between histamine and its principal antagonists
B
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Table 1 Lipic soiubiines of some H-recepior antagonists In relalion 1o oxidative arug melabolism (Ref n 15)

Drug Lipid soiubility” Inhibitor of Ring siruciure

(log P} hepatic mcresomat

enzyme acliviiy

Ranilidine 0.20 No Furar
Cimetidine 0.40 Yes Imidazpie
Tiplidine C.68 No Thiazoie
AH 1BBD1 1,19 Yest Furan
Oxmeliging 2,11 Ho imidazole

t  Oclane!: water panition coetlicient; tne highe: the figure 1ne greatar the cegree Of lipia solubibty.

2 In rat siwdies.

Histamine Receptors

Hy

Agonist
Histamine
2-Methylhistamine
2-{2-Thiazolyl) Ethylamine

Antagonist

Mepyramine
Chlorpheniramine
Astemizole

Brompheniramine

H2
Agonist
Histamine

4-Methylhistamine

Dimaprit

Antagonist
Cimetidine Famotidine
Etinidine Tietidine
Ranitidine BMY 25368
Oxmetidine BMY 25405

BL 6341

TABLE 2 Management of Drug Interactions with
Cimetidine {Ref, 11)
Orug Management

Ketoconazale

Warfarin

Diazepam,
desmethyldiazepam,

and chlordiazepoxide

Theophylline

Phanytoin and
carbamazepine

Lidocaine

Prapranaicl, metopralal.

and labelaiol

Chiormethiazole

Use antacids instead of cimetidine
and administer ketoconazaie two
haurs prior {0 doses of antacids. if
cimetidine is required, give
ketoconazole in an acidic solution
and monitor antifungal serum
concentration,

Monitor prathromain times for two
weeks afler cimetidine
administration is begun and adjust
warfarin dose accordingly.

Titrate dosage based on degree of
sedation, dr substitute oxazepam
or forazepam.

Initially haive theophyitine
maintenance dose and use serum
concentration and ctinicai
paramelers as guides 1o therapy.
No loading dose adjustment is
required,

Reduce mainienance dosace oy 33
percent, Observe patients for
toxicity and monitar serum
concentrations for 10 days after
cimetidine administration is begun.
Loading doses remain unchanged.

Use siandard {pading dose folfowed
2y a 50 percent reduction of
maintenance infusion rate. Adjust
dosage according to clinical
parameters and serum fidoczine
concentration,

Reduce dasage based on clinical
parameters, or avoid imrleraction by
use of nadoloi or atenalal.

Reduce dosage based on degree of
sedation.




























































































































































































































































