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INFLGEMZA A VIRUS ATTENUATES ETH, BUT NOT ETA, RECEPTOR-
MEDIATED COKTRACTIONS TO ENDOTHELIN-T [N MOUSE AIRWAYS.

P, Hapry & 5L.G. Geldie.

Cepasment of Phammasology, Uriversity of Western Australi, Perth, Australia,

FRespiratery Lract viral inlections. ars associated with aireay pitheial ced dammags
and increased ainway reactivity in both amhmatic and ctheraisa healthy ndividuals.
Endothelin-1 [ET-1} is released from away epitnefial cells, is 2 potant ainway
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A DCSE RESPONSE STUDY COF DISKHALER SAL3UTAMOL
TREATMENT It ASTHMATIC PATIEKTS .

oy, CR Humana, MSK Ip, IT Lauder™, WK Lam and
I Chan. Dept of Medicine & Statistics™, University
of Hong Kong, Queen Mary Hospital, Hong Kong.

Yn & baldnced and randomized cross~over study,
peak axpiratary flow rate [PEFR) respgonses to
inhaled salbutamol {4G0 Mg, 200 ug and placebo by
diskhaler and 200 ug by metered dose inhaler wera
assessed in asthmatic out-patlents. The 12
patients, [2C-6C years old, BF/4M] were not on
eral stercids, and abstained from H-agonist
inhalation for §h prior to sach agsessaent. PEFR
was measured pre and 10-15 minutes post
inhalation. All patients gave informed consent and
the study was approved by ocur Ethics Committesa.
Mean =50 of first visit pre-treatment PEFR
percentage of predicted values were 337 87
[i/min) and T9% *17%. There was no clinically or
statistically significant differance in PEFR
increments after the active treatments; respective
mean (+$D) wvalues Leing 44 (#d4), 48 (2391, and
37 (%397 [Pairwise Mann-Whitney & £ tests]. Jue To
concerns about the safety ¢f pB-agonist inhala-
+tigns, use of 400 rather than 200 g doses of
salbttamol via diskhaler needs reassesspent.
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MUSCARINIC RECEPTDR ACTIVATION BY PENTAMIDINE ON AIRWAY
SMOOTH MUSTLE.

K. Biyah, E. Matlne and C. Adwenler, Facultd de Médecine, 73270 Pagls
Cedex 35

Fentasmidine [P} is poutinely used to reduce the Incidence of prewmntystis carini
pretimania in patients Infected with human jmovaredeficiency virus, but has
feen described to induce pulmorary sdverse eifects such as cough. We have
frrvestigated the effocks of F o the guinea-pig isolated main bronchus (GPE) and
o thee braznan dsotated bromchus (EEBL. .
idine induces a 50 1n both with; ply waliees of 35 =
02 (=8} and 9.7 & B3 fn=3) ln GPH and HB respectively. Maximal effects was.
howewer considerably Jower than ine (37 = 3% and 39 £ 4 % of
maximal effect of acetylcholine]. Prinduced contractions were not modified by
pi removal ot sum, They were inhibited or abolished by
atropine (0% 19107 M), ar by sery high concentrations of pirenzepine 308
03 M), or AFDX 1160165 M)
Firally the efiecs of P on the GFB were modified nsithér by mepysamine or by
indomethacin, nor by SR 48968, CP 95345, capsalcin, rutheniuem red.
don or sadivm ing that histamive recephas
sdonic aci o inin release are

phosp

not invaived in the effects of F.

I additional experiments, we have shown that P dices not induce a bradycardia
on the guinea-pig isolabed atria, § can be concluded that the Peinduced
i 33 £ric teceplar sti 1
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ANAPHTLACTIC SHOCK AMD CALCITONIN GEME-RELATED PEPTIDE-LIKE
EMMUNGREACTI¥ITY (CORP-L1) LEVELS IN PULMONARY TISSUES

F. F. Legire and A, Cadicus. Depatment of prarmacology, Facully of
enedicing, Universily of Sesbeoake, Shicrbenoks, Québce, Corata, TIH SN2

Evidenes it accurnutasing bat souropeplides do senicipas 35 mediawes of modutisarg
m hypormmactiug ainuay disbeders. Recenily we have shawn thal Calcisendn gene-relond
pepeide {CGRE), localized in senstry peoves, makzs the airsays ess senslive 1o ke
cbon of vartous bronchocarstiricioe agents including 3-HT, acetylckalime (ACh) and
However, in AL ini inea i

e have ipsicd far clevassd of dewecased Sovols of CORPLS in gulmonary liswes
(rachca, Dronchus, partnchyma) and plasma feom  aaweaied  and  ovalbumin
(ARscaslimd guinca-pigs brfoee and afier an OA chalknge asing a sperific
smmuncessay (REA) wcolinique. Scasiasion wis performed 3y Injesting 100 mg
i and §0%mg s.c. on day | and a Further 10 mg 1.ps o doy B animals wore wssd s
wpeks Ly {chavs 20-12. Dur resulty shawed thes the sensilizaion procaoure dit s
altge the Sovels of CGRP-Li in pulianury Ussues and plasma of GA-ssnsiized guinea-
igs when coenparcd 1o comrals, However when seasitized guinea-pigs were challenged
Witk 2 Jow dose of O {1 mg 653 which causad oly @ minoe anaphylactic reaction, 3
2 fild increase in OGRE-Li kvels in pulscnary rissucs ez perenchyma, foms 0.6 £ 05
1o 12 ¢ 0.1 pmelig} was abscrcd goe bous Gollowing B jocion of O, The vk
of CORP-Li slowly miwmred 1o bascline volues withinn 3 10 & ours. Significara changes
in plasms CORP-LI coaceniaisons were also abserad in challengsd animals. These
msalis indicass that tissucs s plasma CORP-Li Ievels e significantly sicred during
Tmaphylactic reaciion which sugges 3 involvement of CGRP in yperreactive zirway
i [Suppoeted by "I" Assocition Prusmonaise du Quibec}
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EFFECT OF NELROPEPTIDE ¥ ON THE BELEASE OF CYCLO-QXYGENASE
PRODUCTS INDUCED BY BRADYKININ FROM UNTREATED AND
OVALEUMIN-SENSITIZED GUINEA-PIG PERFUSED LENG.

M, Tacusi Berghgkepizn,, F. Pomettean., F. £ Cridars fusle., A Foumier.. 5. StFiene’,
1nd A, Cadiea.,

of Phamucoligy. Usiursity of Sherbrocks, Sherbrocks  (Québeck,
CANADA, FIH-SM4, TNRS-Sanat, Universicy of Quibec, Poime Clare, Quéter,
CANADA, HIR-1GE.

Rncostiy, e have shown s Newipeptide ¥ (NPY), lotalived in sympahetlc rerves,
inbilies rospoase induced by soverel agonisis (VIF, SP. S-HT and NA} in Sofaied guines
g tmachea, When pasyuncBonally. mediaied, this effect of NPY was found o %

el response. Hawever, this inhibiioey acion of NPY was iost when messarss =
sirways from ovalbumin-sensitiag guines plgs (4], The 2ira of thé present Sudy wes.
10 cxaming whoiher NEY was mpabie of rogulating the refease of cyca-arygenise
prodacts derectod by el induced By b mediaies Ern
Untrested snd O guinez pig peciise fung. Ous rusals showed bat infsion of NEY
[24x 10" theough he Lang snhidiled the eteas of G-Kas-POF,, #9.5%} ad TxB,
[30%) inducod. by inra arteral adminisvation of BX. (3yg) from unercated guines. pig
pecfused bung. Howovct, in OA guinea pig, NPY did rou affit (e release of T, bt
Slighily eahances. the rulciss of 6-Kelo- PGE, indocsd ry BK. Fusthermore NPY inditizt
e relewse of BECIOPOE,, (665%) and TaB, (40.6%) inducod by inra amecial
sdmiisiaica of ovalbumin {1pgh. These results sopgess that NPY may at as 2
mulanw:gwofnwmkxscntgm:wpm

[Suppansd by MRC and the Asscciior: Puimoasis du Quibec).
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Ta 2005, A NEW LONG ACTING §-ADRENGCEI’T{)R AGONIST:
2 Mozs. D Daanell and A, Sast. Dept of Phamacnchemisery. LeienfAmsains
Center Tog Drug Resasch, Amsteatars, the Metherlznds aml 3M Heallls Cars lizmitesd,
Loughberoisgh, UK.

TA 2005 is 2 niew suny cing fy-alfenecepior agoeist [Vius, 19923 The potancy of this
compaued s lgher tha 1 agoniss semendly on the maske, The qily-vale Far
melhachckne (%30 M1 prevoesractet guinea pig tracheal smoodh muscle relanaticn a5
.39 £ 11, The coanperunsd i 3 Tl agomist an 1Be Py hut = pantiab aganst o the fy-
adrenoceproe. The A (By-slectivily matio was measared ca different goives pig beart
ssues vs, trachea wnd was foan o be 250, On guinza pig right airial chranotrapiss 3
biphasic cxspeise wis obsecved for T 2005, Due o0k high seleciivicy and poesncy 3
very < Fyalieniceptor mediated eospanse s Semonstrated (B, vadve of B54 %
0,511 besilles the [-repanse. Effects of TA 2005 on the heart weae 250 rueasized i
vive in tBe Heaghe dog, Toblation of TA 2005 gives avise 30 the beact r2ic, Tps aspecifcc
B-audrencceptar anluysnist propeanciol and the Jy-selective (CT §18.551 were both ablz i
comipliacky inhibit the cesnse of TA 2005, Alsa atenolct, 3 B -seiesiive antagamist
coud ishikit the T4 HH response, aitbongh ot complekely. Fman these sesults # is
hapeidiesized thal By calrerosyioes facifiute a By -respoose, positly i presymamic 3y
alrenocegiees om symqehic neuoe it the dog heast.

H.P. ¥nss, D. Donnell =il A, Bast, Appicel molecular phartcalogy of 2 mew long
acting Paadrenacepiar wgrairt, T4 3605, Bur 1. Phormacol. - Molee. Prasmacal.
Section 27, 43408, 192





