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I N r R O 13 U C T I O N

Since Ilowell and Altounyan in 1967 published their trial of
tlisodium cromoglycate (DSCG) in the treatment of allergic
broncJiia] asthina (7) about 80 reports have appeared. About
7(.)O patients with asthma of different types and of varying
severity have been treated and studied. Both open trials and
studies with the double blind technique have been performed.
The views on the effect of the drug dlfier from enthusiasm
to skepticism.

In some studies in vilro methods have been used to investi-
gate the mode of action of DSCG. Cox (2) showed that
DSCG inhibits the immetliate hypersensitivity reaction of al-
lergy (type 1) presumably by inhibiting the release of hista-
niine from the mast cells ( i ' ) ) . Furthermore, it has been de-
monstrated (2) that DSC(i inhibits the passive cutaneous
anaphylactic reaction in animals. In man, Pepys el al. (12)
convincingly demonstrated that pretreatment with DSCG in-
hibits the air\\'ays obstruction induced by inhalation of specific
allergen. Tliey showed that immetliate hypersensitivity reac-
tion (type 1) as well as the late type of reaction mediated by
immune complexes (type 111) were suppressed by the drug.
Other investigators have contirmed their findings (5). Also
in exercise-induced asthma the prophylactic eltect has been
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documented (4, 11, 14). hi long-term stuilies the best results
have been achievetl in patients witli extrinsic asthma. On
t h e otiier hand some investigators have got less striking re-
sults or have not been able to demonstrate any obvious effect
of the drug (6, 8).

We intentled to test the usefulness ol DSCCi in intrinsic
asthma, i.e. in patients where no allergy can he proven by
skin tests and inhalation tests.

M A T !•: R I A L A N D M E T 11 O 1) S

Nineteen ]>atients (nine women and ten men) took part in the study. The

m e a n age was forty-two with a range of 25-58 years. All had regularly been

seen by us at the out-patient clinic tor more than one year. They fulfilled tlie

cr i te r ia of intrinsic asthma, based on case history, skin tests and inhalation

tes ts . All of them had dailv moderate symptoms of asthma with demonstrable

re versibilit\' of the airway obstruction. None had detectable s}'mptoms ot

chronic bronchitis or empln'sema. The mean duration of the asthmatic symp-

t o m s was 15 years and all had received longterm (more than one year) treat-

i n e n t with steroids. The <laily mean maintenance dose of steroids was 10 mg

of prednisolone. Reside the steroids the patients were regularly treated with

o r a l bronehodilating drugs contaiiiing ephedrine and theophyllamine. When

needed, isoprenaline or orciprenaline dose aerosols were used. Before the trial

t h e patients were informed of the presumed effect of the new drug. They were

a l l carefully instructed how to tise the special device for powder inhalations

(Spinhaler) and were ordered 4 capsules (20 mg DSCC;) daily. Tivelve pa-

t i e n t s received DSCC! with 0.1 mg isoprenaline' and seven patients DSCC!

p l a i n . ']"hev were told to record their symptoms and daily medications on a

specia l card.

T h e card used is described in detail by Morrison Smith & Devey (9). For

example the score for optimal condition was 6 for asthmatic sym])loms, 7 for

expectoration, and 4 for cougli, and ilecreasing scores for increasing severity.

T i l e patients started record-kee|iing 2-6 \yeeks before they recieved the

d r u f i .

T h e patients \yere investigated in the out-])atient ward every 4th \yeek after

institution of OSCC!, and the cards were also checked. Spirometry was recorded

\v i th \'italograph.' The highest values of three measurements of forced vital

caj iaci ty (F\'C) and forced expiratory volume during the first seeond (FE\',)

a t each examination \yere used in the calculations.

•̂  Intal compound. FIsons |)harm. ltd., Fngland.

- A'italograph Lt<l., Maids Moreton Mouse, Buckingham, Fngland.
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TABLE I

Spirotnclry Values in I.lfrrs, for Forced Viliil Ciifiacily (FVC) and

Forced Expiratory Volume/Second (FEVi).

1

FVC
FEV,

Ntitnbcr of

-*reclictecl

Mcart

4.to

3.20

patients

tiormal value

S.D.

0.88

0.62

]5cfore tre

Mean

3.80

2.20***

18

atment

S.O.

I.IO

0.83

Me

4tli

0.

0.

18

•a i l i i i c r

week

17

37**

ease (luring treatmetu

8tlt neck 12th week

0.12 o.oS

0.16 0.05

18 13

** Statistically significant p < o.oi.
*** Statistically significant p < o.ooi.

S.D. Standard deviation.

The subjective scores were separated day and night and weekly total scores
for each variable (asthma, expectoration, cough and medication) were made for
the pretreatment, 4th, 8th and i2th weeks. The variables were kept separate,
and no overall score was made. The calculations \vere done \vith an Olivetti
Programma tor computer. Mean differences between the pretrial scores and
the total scores for the 4th, 8th anil 12th weeks during treattnent were tested for
significance with Student's t-test.

R E S U L T S

Compared with the predicted normal valties, there was a
significant reduction of F]iV, before the trial (p < o . o o i ) .
After four weeks of treatment the FEVj, increased by 0.37
liter (p < 0.01), but during the remaining period the FEV,
returned to the pretreatment level (Table i ) . The mean
asthma score increased slightly during the first four weeks
and did not diffei- significantly between the ])SCG compound
and plain groups (Fig. i ) . Although, this improvement is sta-
tistically significant, it means only half a score per day. Dur-
ing the remaining 8 weeks the asthma score declined. Con-
cerning the fre(]uency of isoprenahne inhalations (Fig. i ) ,
there was an initial striking decrease. This decrease was only
oserved in the DSCG eompotind group. Flie tise of oral
bronchodilating drugs could also be reduced a little in the
beginning of the trial (Fig. 2 ) . The daily maintenance dose
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C h a n g e s of mean asthma scores and mean use of isoprenaline during treatment
^vitli disodium crornogl\'cate expressctl in relation to figures for the pretreatment

of prednisolone could be reduced hy 2.5 mg during- the first
8 >veeks, but then it returned to the initial level. The scores
for cough and sputum did not show any appreciable changes.

One patient with concomitant rhinitis who improvetl sub-
jectively and objectively (increase ol FKV]) made several at-
tempts to reduce bis daily prednisolone dosage but each time
nasa l congestion and anosmia returned to the same degree as
he had had 8 years earlier. Two patients wanted to continue
the medication because of subjective improvement. In the re-
mainmg cases the drug wns withdrawn without increased
asthmatic symptoms.

s 1 ]•: V V E c: T s

N o serious side efleets have ben noted. Some patients were
uncertain whether or not the proper amount of the drug-
reached the bronchi, since they noted that the biggest particles



—K Bronchodilatmg UbI.

--K Prednisolon tabl. 5 mg

Tablets/day

3-
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12wftks

C'hatiges in supplementary oi'al therapv during treattiient with disodiutn
cromoglycate expressed in number of tablets per day.

Stayed in the oropharynx. Accordinfr to Cox (3) the bigger
particles consist mainly of the inert carrier substance (lac-
tose). Occasionally gelatin particles have been inhaled after
too vigorous perforations of the capsules. Temporary cough
was observetl after the inhalation.

D I s s s I 0 N

Many of the reported good results are difficult to compare
because of the sparce descriptions of the patients and the
lailtire to separate extrinsic from intrinsic asthma. Daily ex-
posure to undetected allergens may mimic tlie intrinsic form
of asthma. Patients with chronic bronchitis and emphysema
may sometimes have been included. Another obstacle in the
evaluation of the effect of a drug is the lack of objective
methotls to judge the response to therapy. This is especially
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TABLE 2

of Ilie DifjerenI I'arial/les as Compared to the Pretreatment Figures.

\\ eekly Mean jiaired diflerence dtiring
"T-'̂ "! IISCC; medication
before
OSCCJ 12th week ,Sth week 4th week

'^thma score

'Ugb s c o r e

Piitum score

iprenaline

•'inchodilating tablets

rtdnisoloiie tablets a 5 tng

limber of patients

day

night

day

night

day

night

day

night

28.6

30.4

20.3

21.2

38-5
56.4
31.0

29.8

• 3.6

t 8

3.1*

2.9*

1.0

1.6

0 . 2

—0.7

—19.6*

—9.9*

—2.9**

—1.6

18

1-3

1.8

0.8

1.2

0 . 1

—1.4

—16. li"

—10.6*

—4.6*

- 4 . < - > t

18

0.8

0.4

0.8

'•3
2."5

— 3 4

— • • • 3

—12.9

—4.8*
—0.3

' 3

* Statistically significant p < 0.05.
** Statistically significant p < o.oi.

t r u e with asthma, in which the appearance oi symptoms chan-
ges spontaneously from one time to another. Furthermore,
the methods of treatment are different in ilifferent countries
and climates also vary.

W e have selected the patients with asthma according to
the definitions proposed at the Congress of Allergology in
O s l o 1966. Asthma is defined as a disease in the airways
characterized by a reversible dyspnoea of obstructive type
with varying duration and se\'erity. Extrinsic asthma, as
provet l by positive intracutaneous and inhalation tests, is
differentiated from intrinsic asthma, where these tests are
nes^ative. At present there exists no other objective method
to separate these two types of asthma. Quantitative Igl̂ '. de-
termination may be ol value, but it is not yet available for
clinical use (i ^). in the intrinsic type ol asthma based on the
previously mentioned diagnostie principles we have not been
ahle to show that DSCG has any obvious chnical eflect.



7'he observed initial improvement may be a placebo effect.
The decrease in the fre(]uency of isoprenaline inhalations is
to some extent due to hetter awareness of misuse of the drug
in some patients. The daily dose of DSCCJ compountl means a
hidden administration of isoprenaline equivalent to five iso-
prenaline inhalations per day and thus decreases the spray
consumption.

It has heen reported (r, 13) that steroul medication has
heen reduced and even terminated in relation to treatment
with DSCCJ. The patients were not selectetl however in regard
to allergy, therefore they may have had allergy of patho-
genetic importance.

In conclusion, the negative results o( our open study indi-
cate that DSCCJ seems to he of little if any value in the treat-
ment of patients with uilrinsic astiima.

SUMMARY

Nineteen adult patients with intrinsic asthma were treated
with DSCCJ in an open assessment. No significant changes in
symptoms, steroid dosage or FIW, persisted after three
months. The importance of classifying astlima as extrinsic or
intrinsic is stressed.
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