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A double-blind placebo controlled crossdver  t r i a l  was carried out 
t o  assess the efficacy of ketotifen in p r e - s c b 1  asthmatics. l b e  
t r i a l  period consisted of a 1 rmnth run-in and tw 6 mnth 
t r e a m t  periods, with ketotifen 1 mg b.d. or  placebo, separated 
by a 1 m t h  wash-out. 47 children with &rate t o  severe asthma 
completed the study. 'Itere were 29 toys and 78 g e l s  age range3 
from 1 yr 10 rmnths t o  5 yrs 11 nwnths (man 4 yr + 1 yr 3 months). 
In addition t o  the study t reatmnt ,  patients were managed 
conventionally with beta agonists, theophylline, crcmglycate, 
inhaled oral  steroids. Throughout the study attempts were made 
t o  reduce mdications t o  tk minimum level compatible with good 
sympton control. Patients were seen mnthly (by BGL) and parents 
mnpleted a diary card betwen v i s i t s .  Benefit was assessed by 
canparing symptoms of asthma and rhini t is ,  concomitant mdication, 
and parental and physician preference for the t m  t r e a t m t  phases. 
A preliminary analysis of the data suggests that  there was an 
order effect with symptom control improving and concomitant 
mdication increasing throughout the study period. When active 
and placebo t rea tnwts  were compared there was l i t t l e  difference 
with respect t o  symptom control, or  level of concomitant rredication. 
There was no clear preference expressed for  active or  placebo 
therapy. Ketotifen was well tolerated and was a s m i a t e d  with 
increased wight  gain. 

EFFECT OF NIFEDIPXNE ON TID HISTMiINE (1%) OR 
1 5 1 lACEl'YLCIIOLINE ( A )  INDUCED BRONCHOCONSTRICTION 

CONTROLLED M PIIAFUMCOCAPNOCRAPITY. 
I<.Gyurkovits a n d  Z.Toldi. Ped.Dept.Univ.Med.Schoo1 of 
Szeged,  Hungary 

Before  a n d  a f t e r  a d m i n i s t r a t i o n  of t h e  ~ a + +  channe l  
b l o c k e r  n i f e d i p i n e  ( C o r i n f a r ,  GDR), b r o n c h i a l  p r o v o c a t i o n  
t e s t s  were performed i n  a s t h m a t i c  c h i l d r e n  d i s p l a y i n g  a n  
enhanced r e s p i r a t o r y  s e n s i t i v i t y  t o  H a n d  A aerosols.Con- 
t i n u o u s  c h a l l e n g e s  w i t h  0.05$ H r e s p .  w i t h  0.1% A s o l u -  
t i o n  were a d m i n i s t e r e d  f o r  max. 15 minu tes .  Computerised 
on- l ine  C02 a n a l y s i s  of  e x h a l e d  a i r  ( ~ a e g e r  C02 ~ e s t )  was, 
u s e d  t o  d e t e c t  s u b c l i n i c a l  b r o n c h o c o n s t r i c t i o n .  The r e -  
s u l t s  r e v e a l e d  f u l l  p r o t e c t i o n  a g a i n s t  t h e  e f f e c t  of  I1 ' 
from a s i n g l e  o r a l  dose  o f  C o r i n f a r  i n  4 o u t  o f  1 7  c a s e s ,  
a n d  p a r t i a l  p r o t e c t i o n  i n  10 o u t  o f  1 7  oases .  The c o r r e -  
sponding  d a t a  f o r  A xiere 5 a n d  7 o u t  of  17 c a s e s ,  r espec-  
t i v e l y .  Thus, C o r i n f a r  e x e r t s  a s i f n i f i c a n t  p r o t e c t i v e  ef- 
f e c t  a g a i n s t  b o t h  t y p e s  of p rovoca t ion .  The lower  s e n s i -  
t i v i t y  o f  s p i r o m e t r y  t h a n  t h a t  o f  capnography meant t h a t ,  
a l t h o u g h  moderate  p r o t e c t i v e  e f f e c t s  c o u l d  be denon- 
st a t e d ,  t h e s e  were n o t  matl ie .nnt ical ly  s i g n i f i c a n t .  The 
Car+ channe l  b l o c k e r s  may be u s e f u l  a n c i l l a r y  a g e n t s  i n  
t h e  complex t r e a t m e n t  of  p a t i e n t s  w i t h  b r o n c h i a l  hyper-  
r e a c t i v i t y ,  p a r t l y  because t h e y  d e c r e a s e  t h e  b r o n c h i a l  
smooth muscle  spasm, p a r t l y  because t h e y  i n h i b i t  t h e  r e -  
l e a s e  o f  a c t i v e  m e d i a t o r s .  
Ref.: Dames :  Calcium-channel b l o c k e r s  and  asthma. Thorax 
38, 481, 1983. 

EWULISED BECKMETHASONE DIPROPIONATE SUSPENSION 
m P S m  IN C H 1 m  LNDER SIX YEARS 

WC Webb, AD Milner, EJ Hiller, RL Henry 
Dept. of Child Health, W e n ' s  W i c a l  Centre, Nottingham, 
Bqland. 

The role of kclanethasone in childhocd asthma i s  established, 
but the efficacy of the suspension form in clinical practice i s  
unconfirmed. In a double blind crffis-over trial, we conpared 
kclanethasone d i p r o p i o ~ t e  with placebo in 16 children less  than 
6 years old (mean age 40.9 rronths). Each child received nebulised 
solutions containing 150 nrx~ of bxlcmethasone or 3 mls of water 
three times per day, each for two months, as the sole form of 
prophylaxis. Three children abandoned the t r i a l  pranaturely due 
to marked worsening of synptans, m e  during the f i r s t  treatment 
period and two during the second treatment period - each was 
receiving p l a c b  a t  the time. Parental preference indicated 
kclanethasone superior t o  p laceb  in 11 children. Of the 13 
children who canpleted the t r i a l ,  eight were inproved m 
kclanethasme and five m placebo. There were no significant 
differences in daily symptan scores, brmchodilator and oral 
corticffiteroid use or numter of synptan free days. No side 
effects of active treatment were noted. These results shcw that 
kclanethasone d i p r o p i o ~ t e  suspension my k an effective 
treatment in young children, though the figure of f ive !d~o were 
k t t e r  on placebo i s  disappointingly high. Further cl inical  
studies are urgently needed. 

ANTIASTHMATIC EFFECTS OF ONIONS - THIN LAYER 153 CHROMATOGRAPHY FOR IDENTIFICATION OF THE 
ACTIVE COMPONENTS? 

W. Dorsch and P. Rohsum, K i n d e r p o l i h l i n i k ,  U n i v e r s i t y ,  
Munich 

Recen t ly  we r e p o r t e d  on a s t h m a p r o t e c t i v e  e f f e c t s  o f  
on ions  (Agents  & A c t i o n s  14:262,1984, Eur. J. Pharmacol. 
107:17,1985 . Now we a r e  t r y i n g  t o  i d e n t i f y  t h e i r  a c t i v e  
component ( s  I .  

Grou s o f  8-10 gu inea  p i g s  were s e n s i t i z e d  t o  ova lbua  
min (oAP and c h a l l e n g e d  by OA i n h a l a t i o n s  a s  d e s c r i b e d .  
T h e i r  a s t h m a t i c  r e a c t i o n s  were q u a n t i f i c a t e d  a s  m l  com- 
p r e s s e d  a i r  by whole body plethysmography.  / Onion j u i c e  
was o b t a i n e d  by s q e e z i n g  o n i o n s  and l y o p h i l i z e d .  Thin 
l a y e r  chromatography ( S i l i c a  g e l  Woelm 63 200 ch loro-  
form/methanol 70/30,  65/35, 60/40, 50/50, 100 j0  ( v / v ) )  
of  f r e s h  onion j u i c e  gave 6 s u b f r a c t i o n s .  / , 3 0  m i n . p r i o r  
t o  t h e  OA c h a l l e n g e s  t h e  an imals  were f e d  w l t h  1 m l  l y o -  
p h i l i z e d  onion j u i c e  (1  - 100 mg/kg), i t s  s u b f r a c t i o n s  
o r  s a l i n e  ( =  s o l v e n t  of b o t h ) .  

The whole e x t r a c t  p r e v e n t e d  t h e  nsth:nst ic  r e a c t i o n s  
i n  a dose dependent  f a s h i o n :  100 mgjkg :31%, 50 mg/k - 
86% ( p  < o .005) ,  20 mg/kg: 68% ( p  c o . o 5 ) ,  1 mg,kg: 4& 
( p > o . o 5 ,  t - t e s t  f o r  u n p a i r e d  d a t a ) ) .  Most a c t l v e  was 
s u b f r a c t i o n  6 a dosage o f  20 mg/kg b e i n g  e q u i p o t e n t  t o  
100 mg/kg of t h e  whole e x t r a c t .  I t  c o n t a i n s  a t  l e a s t  8 
d i f f e r e n t  s u b s t a n c e s .  T h e i r  b i o l o g i c a l  a c t i v i t y  w i l l  be 
t e s t e d  i n  f u t u r e  exper iments .  

S U U l U M  CKUMUCLYCA'l't l N U U C E U  CHANCES 

154 CURVE OF INHALED METHACHOLINE IN cYS- 
C.J.L.Newth#,H.Ei en* and B Nickerson+ Moffitt Hospital 
San Francisco CA! ~ i l e ~  children's ~ e h o r i a l  Hospital, 

Indianapolis, I N * ,  and ~h i id ren '  s Hospital, Oakland, CA+. USA 
Patients with Cystic Fibrosis (CF) have an increased incidence of 
bronchial hyper-reactivity to inhaled methacholinc (MCIi). T:le;e i s  
also an increased skin reactivity to inhaled allergcils and ao Increas- 
ed incidence of allergic rhini t is .  Thus, CF shares some clinical fea-, 
tures with asthma and drugs used in asthma may be useful in CF. 
Sodium cromoglycate (SCGi i s  efficacious in  asthma blocking some 
patients agalnst MCh cha lenge and decreasing bron;hial hyper-reactiv- 
i ty .  WE studied the potential role of SCG i n  CF by determining i f  i t  
could block acute bronchoconstriction induced by MCh, and predict CF 
Patients whose bronchial hv~er-reactivitv and svmotoms would lessen 
with longterm use. 

. . * .  

Fifteen CF patients known to respond co an MCh challenge were studied. 
None had clinical asthma, nor had intercurrent infections a t  the time 
of the study. Three standard MCh challenges were performed on consec- 
utive days at  the same time; two a f te r  placebo (dis t i l led water) and 
one a f te r  2nd 17 SCG which were glven in random order i n  a double- 
blind manner. i s  weil as providing a baseline, the two placebo 
studies provided a measure of the reproducibility of the MCh challenge 
(variation less than 10%). There were only small changes in FEVl after 
placebo and SCG (less than 6%).  The mean FEVl was 65% (range 32-90) 
and PD20 was calculated from the dose-response curves of cumulative 
MCh inhaled versus drop in FEV1. Four patients ( 2 7 % )  were completely 
protected by SCG. We conclude that longtenn t r i a l s  of SCG in CF are 
indicated to assess predictive ability of MCh challenge blocking for 
improved symptom scores and decreased MCh sensitivity. SCG may bene- 
i i t  selected CF patients. 

(Introduced by Melvin M. Grumbach, M.D.) 

EFFECT OF INHALED AZLOCILLIX, MISTABRON AND COITEINATION 155 THnULW IN CHILDREN WIm CYSTIC FIBROSIS. 
J Stroobant, D P Heaf, S Tyson and D J Matthew 

Hospital for  Sick Children, Great Ormond Street, London, WC1N 3JH, UK 
Previous cl inical  t r i a l s  have shown a beneficial effect of inhaled 
antibiotios and mcolytics i n  cystic f ibmsis .  In vi t ro studies have 
suggested eignifioant enhancement of azlooillin inhibition of Pseudo- 
monas ae&nosa by the addition of the mcolytic, mistabron (sodium 
2 mercaptoethane eulphonate). We compared the cl inical  effect of 
inhaled a&loci l l in ,  mistabron and azloci l l in  combined with mistabmn 
i n  21 children with cystic fibrosis aged 6 to  15 years, chronically 
infected with Ps. aeruginosa, using a double blind cross over design 
with random order of 4 month treatment periods separated by 2 month , treatment-free periods. 18 patients completed the study. The 
number of respiratory infections during combination therapy was 
significantly less  compared with azloci l l in  (p<0.01) and mistabron 
(PC 0.01). The number of hospital admissions was also less  during 
combination therapy, compared with mistabmn (~(0.02) .  Percentage 
weight gain was significantly more during combination therapy compared 
dith mistabmn (pC0.05). Lung function, chest X-ray scores and 
ventilation/perfusion lung scan scores were not significantly 
different during any treatment period. No apparent a l lergic ,  broncho- 
spastic or  other adverse reactions to  treatment werz noted. Although 
resistance of Ps. aeruginosa to  azloci l l in  dib develop during a l l  3 
treatment periods, i n  no case did i t  persist.  Combination therapy 
with inhaled azloci l l in  and mistabron i s  superior to  ei ther  treatment 
used alone. These results support previous i n  vi t ro findings that 
inhibition of Ps. aeruginosa by azloci l l in  i s  enhanced by mistabron. 
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