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A q t i c h o l i n e r g ~ c  d rugs  have 2hown good b ronchod i l a t ing  p r o p e r t i e s  
i n  both a d u l t s  and c h i l d r e n  with asthma. When combined with a 
b roqchod i l a to r ,  a summation e f f e c t  h a s  sometimes been seen3. I n  a 
double b l i n d  s tudy  we have compared the  e f f e c t  o f  nebu l i sed  salhutamd 
with nebu l i sed  salbutamol p l u s  ip ra t rop ium bromide i n  c h i l d r e n  
~ d m i t t e d  with an a c u t e  a t t a c k  o f  asthma. 1 2 7  consecu t ive  admissions 
were s t u d i e d ,  each p a t i e n t  be ing  randomly a l l o c a t e d  t o  one o f  the  
nbove t r ea tmen t  groups.  Therapy was g iven  4 hour ly  f o r  t h e  f i r s t  
24 hours  and then a s  r equ i red  t h e r e a f t e r .  The number of  
n e b u l i s a t i o n s  were noted a s  was t h e  l e n g t h  o f  h o s p i t a l  s t a y .  Peak 
Flow r a t e s  were measured i n  those  c h i l d r e n  who were a b l e  t o  use a 
peak f low meter. Thpre wcre no o v e r a l l  d i f f e r n e c e s  i n  r a t e  of  
improvement between t h e  two t r ea tmen t  groups and t h e  number o f  
n e b u l i s a t i o n s  was not  s i g n i f i c a n t l y  d i f f e r e n t .  Conclusion - Prom 
t h i s  s tudy  t h e m  is no evidence t h a t  nebu l i sed  ip ra t rop ium bromide 
and salbutamol hns  apy b e n e f i t  ove r  nebulised s a l b u t a n o l  a lone  i n  
ch i ld ren  admit ted t o  h o s p i t a l  with acu te  asthma. 
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The use  of a s t andard  metered ae roso l  needs cons ide rab le  s k i l l  and 
coord ina t ion ,  which i s  extremely d i f f i c u l t  f o r  c h i l d r e n .  To ensure 
s a t i s f a c t o r y  i n h a l a t i o n  of drugs s e v e r a l  dev ices  have been developed 
t o  overcome t h i s  problem. A s tudy  t o  compare t h e  c l i n i c a l  and broncho- 
d i l a t o r  e f f e c t  of Terbu ta l ine - su lpha te  admin i s t e red  v i a  a nebuhaler  
(TN), w i t h  t h a t  of Salbutamol powder admin i s t e red  v i a  a r o t a h a l e r  
(SR), was c a r r i e d  ou t  i n  10 boys wi th  s t a b l e  moderate asthma; age- 
r ange  8-13 yea r s .  The e f f e c t s  were measured by means of spirometry and 
c l i n i c a l  assessment  i n  a double-bl ind randomized cross-over  f a sh ion .  
With both drugs cumulat ive dose-response cu rves  were e s t a b l i s h e d .  With 
i n t e r v a l s  of 20 minutes  0.25 mg of TN o r  0.2 mg of SR was administered 
up t o  a maximal dose of 1.0 mg of TN and 0.8 mg of SR. Lungfunction- 
t e s t s  (FVC, FEVl, MMEF, MEF 50%, MEF 75%, PEFR) were performed 15 
minutes  a f t e r  each a d m i n i s t r a t i o n  of drug.  

I n  a l l  c h i l d r e n  s i g n i f i c a n t  b r o n c h o d i l a t a t i o n  was seen  a f t e r  0.5 
mg of TN o r  0.4 mg of SR. The maximal b ronchod i l a to r  e f f e c t  of SR was 
s i g n i f i c a n t l y  l a r g e r  than t h a t  of TN, a s  can be shown f o r  MMEF, MLF 
50% and MEF 75%; t h i s  could no t  be shown f o r  FEVl and PEER. C l i n i c a l -  
l y  s i d e - e f f e c t s  d idno t  occur .  For a t  l e a s t  5 hours  a f t e r  t h e  l a s t  dosc 
b r o n c h o d i l a t a t i o n  was seen  a s  shown by hour ly  PEFR-measurements. 
S ince  a good b ronchod i l a to r  e f f e c t  was shown wi th  t h e  use of a nebu- 
h a l e r  we conclude i t  t o  be a good dev ice  f o r  inha la t ion the rapy  i n  
c h i l d r e n ,  c l i n i c a l l y  comparable t o  t h e  r o t a h a l e r ;  i n  our  group, how- 
e v e r ,  b e t t e r  b ronchod i l a to r  e f f e c t  was achieved wi th  t h e  r o t a h a l e r .  
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Vagal  r e f l e x e s  may b e  a f a c t o r  i n  noctwzndl asthma and t h e r e f o r e  
t r ea tmen t  w i t h  a l o n g  a c t i n g  a n t i c h o l i n e r g l c  would b e  appropr ia t e .  
!Phis s t u d y  waa d e s i w e d  t o  a s s e s s  t h e  d u r a t i o n  and  degree  of 
p r o t e c t i o n  a f f o r d e d  b y  t h e  W e d  a n t i c h o l i n e r g i c  agent M t r o p i u m  
bromide (OB) against methacholine-induced b ronchocons t r i c t ion .  Ten 
s u b j e c t s  (6 c h i l d r e n ,  4 a d u l t s ) ,  w i t h  a wide spectrum of clinical 
asthma, were s tud ied .  Af te r  a c o n t r o l  methacholine i n h a l a t i o n  
cks l l enge ,  OB 200 mcg o r  p lacebo  were given doub le -b l ind  and 
methacholine chaIllenges were r e p e a t e d  1 3 and 6 hours  l a t e r .  There 
was a s t a t i s t i c a l l y  s i g n i f i c a n t  (pt0.01) i n c r e a s e  in methacholine 
PC at 6 hours  a f t e r  0B 200 m c p  This however o n l y  r e p r e s e n t e d  
-r12&lution i n c r e a s e  i n  F'2 in 4 s u b j e c t s  and i n  1 s u b j e c t  t h e  PCp0 
had r e t u r n e d  t o  w i t h i n  1 &Pution b y  3 hours. The degree  and 
d u r a t i o n  o f  p r o t e c t i o n  was o n l y  weakly r e l a t e d  t o  s e n s i t i v i t y  t o  
methacholine,  b a s e l i n e  lung f u n c t i o n  and t h e  degree  o f  
b r o n c h o d i l a t i o n  induced. The seven  s u b j e c t s  n o t  f u l l y  p r o t e c t e d  
were r e t e s t e d  u s i n g  OB 100 and 400 mcg o n  two h t h e r  days,  b u t  n o  
c l e a r  dose  dependent  r e sponse  cou ld  b e  demonstrated. The prolonged 
a n t i c h o l i n e r g i c  a c t i o n  which was s e e n  i n  some s u b j e c t s  s w a t s  t h a t  
i n h a l e d  M t r o p i u m  bromide m a y  b e  useful i n  t r e a t i n g  n o c t u r n a l  
asthma. 
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The inhibition of asthmatic  responses a f t e r  antigenic challenges and 
of exercise-induced asthma by inhalation of sodium cromoglycate (DSCG) 
has been clearly demonstrated. Its short-term effect  on acetylcholine 
inhalation challenge remains controversial. Twelve adolescent asthmatics  
in a clinical s teady s t a t e  (7 female,  5 male; aged 15-19 years; both 
extrinsic and intrinsic type) with proven bronchial hyperreactivity under- 
went acetylcholine inhalation t e s t s  (AIT) on five consecutive days: On 
day 1, a f t e r  baseline assessment of spirometry (FEV 1)  they inhaled in- 
creasing doses of acetylcholine (1 mgl0.5 ml, 1 mglml, 10 mglml) t o  
measure the provocative dose causing a fall in FEV 1 of 2 0 %  (PD20). 
On days 2 ,3 ,4 ,  and 5 - a f t e r  baseline spirometry had confirmed that  
FEV 1 was within 1 0 %  of day 1 initial assessment - in a double blind 
intraindividual randomized study AIT was repeated 15 minutes a f t e r  
inhalation of DSCG 2 mg plus reproterol 1 mg, DSCG 2 mg, reproterol 
1 mg, and placebo, respectively (two puffs of pressurizd aerosol). The 
combination of reproterol and DSCG proved t o  have the best acu te  
protective e f fec t  on acetylcholine induced bronchoconstriction in 
adolescent asthmatics, giving the  best or  second best protection in 11 
out of 12 individuals, followed by reproterol alone. Therefore it is 
possible t o  reduce bronchial hyperreactivity with the  combination 
medication a f t e r  single use in adolescent asthmatics. 

NEFYJLISED SODIUM CRWGLYCATE IN RECURRENTLY WHEEZY 148 PRE-SCHOOL CHILDREN 
JJ Cogswel I ,  M J  Simkiss  

P a e d i a t r i c  Dept .Poole General Hosp i t a l ,  Poole, England 

A double-bl ind cross-over  s tudy  o f  nebu l i sed  sod iun  c r a m g l y c a t e  
(SCG) was c a r r i e d  o u t  m 27 a s t h m t i c  pre-school c h i l d r e n  over  a m e  
yea r  pe r iod .  All s u b j e c t s  had s u f f i c i e n t l y  seve re  a s t h  t o  have had 
a t  l e a s t  one h o s p i t a l  admission.  The a c t i v e  t r ea tmen t  was SCG 20 mg 
i n  2 rnl a d m i n i s t e r e d  by n e b u l i s e r  4 t imes  d a i l y .  Assessment was made 
by d i a r y  c a r d  and c l i n i c a l  examinat ion.  

R e s u l t s  were ana lysed  in  24 s u b j e c t s  who ccmpleted t h e  s tudy.  S t a t i -  
s t i c a l  a n a l y s i s  al lowed f o r  t r e a t m n t  o r d e r  and seasonal  e f f e c t s .  Sig- 
n i f i c a n t  r e s u l t s  In favour o f  SCG were ob ta ined  f o r  n igh t  cough, day 
a c t i v i t y ,  pe rcen tage  o f  s y n p t m  f r e e  days  and o v e r a l l  a s thna  s e v e r i t y .  
During a c t i v e  t r ea tmen t  t h e r e  was no r e d c r t i o n  in  h o s p i t a l  admission 
r a t e  o r  in t r avenous  d rugs  used.  The wheeze s c o r e  in  t h e  week a f t e r  an  
upper r e s p i r a t o r y  i n f e c t i o n  was not  redcred dur ing  SCG t rea tmen t .  

Nebulised SCG is t e d i o u s  p rophy lac t i c  t r ea tmen t  f o r  t h e  ve ry  young 
a s t h m t i c  c h i l d ,  but  m r t h  a t r i a l  when o t h e r  t h e r a p i e s  have f a i l e d .  
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S ince  t h e  i n t r o d u c t i o n  of  sodium cromoglycate ,  a t t empts  

have been made t o  develop a drug w i t h  s i m i l a r  a c t i v i t y  

when t aken  o r a l l y .  M6B 22,948 is an  o r a l l y  absorbed mast 

c e l l  s t a b i l i s e r  which has  p rev ious ly  been shown t o  block 

e x e r c i s e  induced asthma i n  a d u l t s .  We conducted a t r i a l  

i n  which 15 c h i l d r e n  wi th  asthma each undertook t h r e e  

e x e r c i s e  cha l l enges .  They were p r e t r e a t e d  wi th  e i t h e r  MLB 

22,948 o r  placebo,  g iven  double-bl ind,  i n  randomly 

a l l o c a t e d  o r d e r ,  p r i o r  t o  t h e  second and t h i r d  cha l l enges .  

Our r e s u l t s  f a i l e d  t o  show a p r o t e c t i v e  e f f e c t  of MLB 

22,948 a g a i n s t  e x e r c i s e  induced asthma bu t  t h e  p o s s i b l e  

reasons f o r  t h e  d i sc repancy  wi th  t h e  p rev ious  t r i a l  w i l l  

be d i scussed .  
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