"> performance was so deficient as to suggest a specific develop-

‘mental failure. Fourteen of these children were matched for -

age, sex, handedness, verbal 1.Q., and home and school back-
ground with an equal number of children drawn from the same
sample who had shown no evidence of selective visuo-motor
impairment. Both groups were followed up for a three-year
period.

The children with visuo-motor defect were found to be
significantly inferior to the controls on a series of tests of
spatial judgement and manual skill, to present a variety of
educational problems, especially in regard to spelling and
arithmetic, and to give evidence of a relatively high incidence
of maladjustment. There was also evidence of a relatively high
incidence of perinatal abnormality in this group, raising the
possibility of minimal early brain damage.

This study supports the contention that agnosic-apraxic
disabilities in otherwise normal children are by no means rare
and warrant wider recognition.

This work is supported by a grant from the Spastics Society.
We wish to express out thanks to the Cambridgeshire County

Effect of Salicylates in Urticaria
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~ The ingestion of aspirin often seems to be responsible for
attacks of urticaria and it has been assumed that there is an
immunological basis for this effect. However, in the past few
years it has been realized that in some patients with chronic
urticaria which is apparently unrelated to food or drug allergy
an exacerbation may be caused by taking aspirin (Calnan,
1957 ; Warin, 1960). T*: purpose of this investigation was to
determine the incidence »f “his phenomenon and whether there
are any clinical differe:.ccs between patients with chronic
urticaria who react in - :is way to aspirin and those who do
not. In addition, we w.ished to discover which part of the
aspirin molecule was recsponsible and whether the - effect
extends to the physical urticarias and weals induced by

\, intradermal-injections of histamine.

Subjec. . and Merhods Used

Patients included in %e study were drawn from those
routinely seen in the .tpauent department at the Bristol
General Hospital. Othrs wure reficred to us by colleagues
and in answer to a circt. .+ sent to general practitioners in the
area. For the purpose : thi: study we have defined chronic
urticaria as urticaria wit: »ut an obvious cause which had been
present for at least six veeks. Ail the patients had dermal
weals, most of them al. had artacks of angioedema. A few
who presented with angicedema had had at some time a phase
of dermal wealing. A i.1al of 228 patients have been studied.

The proportion of maiss to females was 1:1.7, and \ages'

. ranged from 3 to 71 ye =

As part of a detailed mtervxew patients. ‘were quesuoned :

regarding the ingestion of aspirin or aspxrm-contammg com-
pounds, and any associanon with an increase in weals. If
there was any possibility of exacerbations from this cause an
aspirin test was carried out. This was done on a patient-
blind basis, and consisted of control inert tablets identical in
size, colour, and taste to aspirin labelled “A” and aspirin

* The United Bristol Hospitals.

" as used in the dermographic patients before and after asp

Educadtion Department and to the many head teachers .
who helped us in the work, not least the children themselve§
their parents. Mrs. P. Koskinen gave assistance in testing. sng:
Dr. J. L. Gedye helpful advice on the preparation of this paper
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tablets labelled “B.” The iriert tablet was always taken first,
as it was felt that if the patients were given the aspirin first
and reacted badly to it they would be. reluctant to take the
second tablet and so invalidate the test. A and, B tablets
were taken on consecutive days, the dose varying according
to the- history. Thus if the history were suggestive of an
aspirin reaction the initial dose was 300 mg., whereas if the
history were less certain it was 600 mg. of aspirin. Any
change in the skin and the timing of such a change was noted”:
by the patient. In eight patients the provocation tests were
repeated with increasing doses of aspirin. In 21 of the
patients who reacted to the test doses these were repeated:
with sodium salicylate (18 pauents) and phenyl salicylate (3
patients) in equxvalent molecular doses.
In order to assess t}.z effect on physical urticaria 10 pancnts
with dermographism, five with cholinergic urticaria, and three :
with cold urticaria were studied. Measurements in all cases.
were carried out four hours after administration of an inert’:
tablet and later aspirin (300 or 600 mg.). In the dermo-
graphic patients a standard method of measurement of the
wealing tendency was evolved. A spring-loaded blunt-ended
projection which could give known pressure effects of 60,
120, 180, and 240 g. was appiied to the volar surface of the
forearms in a 3—4 cm. line through a piece of thin metal, cut
to admit the projecting point, The width of the weals was
measured direct after seven minutes and a graded response
to the diffefent pressures obtained. Patients with cholinergic
urticaria were exercised for 10 minutes and the amount of
wealing was assessed clinically by the patient and the observe :
In cold urticaria the size of the weal produced by
with ice for 10 minutes was difficult to measure and was 3
assessed clinically. Four patients with urticaria pigment
were also studied and weals measured with the same methi

‘In a group of 14 patients comprising four who.~
reacted to the aspirin test and 10 who had not, the effect’
aspirin on induced histamine wealing was decided
measuring the weals produced by intradermal m)ecnom



hours after the control tablets and the second four hours after
600 mg. of aspirin. Weals were measured by first taking a
racing of the weal and then transferring this to millimetre
graph paper. An accurate measurement of surface area could
be calculated by counting the squares in the outline of the
weal.

Results

Out of the 228 patients with chromic urticaria, from the
nistory, there appeared.to be a possibility of an exacerbation
caused by taking an aspirin-containing compound in 112, and
in these the provocative test was carried out.
response in any case to the inert tablet, but 50 patients
reacted to aspirin. This was usually felt within four hours.
Pruritus, often of the lips and eyes, was the first symptom,
and was followed by the development of widespread weals,
and in many cases swelling of the lips and eyelids. The
attack settled in a time varying from a few hours up to four
to five days, but a few patients noted that the worsening from
one dose of aspirin lasted for several weeks. It was thus
shown that aspn'm had an exacerbating effect in.at least 22%
of all the patients with chronic urticaria.

Of the eight patients tested with increasing doses of aspirin,
four failed to react at all to 300 mg. of aspirin and had
successively worse reactions with 600 and 1,200 mg. In four
others the reaction worsened so markedly between 300 and
600 mg. of aspirin that a third dose was not given.

Furthermore, this quantitative effect was supported by
clinical observations in other patients who commonly reported
that they had taken a single aspirin without effect, but on
occasion had ingestéd a larger dose over a short period—for
example, two tablets (600 mg.) four times a day for two days—
with the result that their urticaria became worse.

Of the 21 aspirin reactors on whom provocative tests were
performed with compounds chemically related to aspirin, 13
out of 18 suffered worsening of their urticaria after sodium
salicylate and two out of three after phenyl salicylate.

In the 10 patients with dermographism the measurement of
the weal width was in no case greater after aspirin than after
the inert tablets. The weal size in the four cases of cold
urticaria did not appear to be larger after aspirin. The five
, patients with cholinergic urticaria also showed the same
i degree of wealing after exercise with both the aspirin and
inert tablets. Thus mo effect of aspirin on these physzcal
urticarias was demonstrated. The four cases of urticaria
pigmentosa showed no increase in the width of weal after
i aspirin as compared with the inert tablets, and none had any
4 general reaction to it.

4 The 14 patients in whom the effect of aspirin on induced
histamine wealing was assessed can be divided into two
groups ; the first comprising 10 who had not reacted to the
test dose of aspirin and in whom the histamine weal size was
not different before and after aspirin, and the second com-

TaBLE 1.—Weal Surface Area Measured Four Hours After Inge.mon of
Inert Tablets

€-05 ml. Histamine; Non-react ors {10 Patients) Reactors (4 Patients)
Acid Phosphate -
Solution Actual Areas Mean Actual Areas Mean
Intradermally (sq. mm.) (S.B.) (sq. mm.) (S.E.)
0-0001% 59, 62, 65, 68,70, 70, 68 68, 69, 72, 75 71
71,71, 71,71 (+15) (£16)
0001% 185, 188, 189, 192, 195 195, 199, 201, 201
195, 198, 200, 200, (£19) 209 (£29)
201, 202
0019% 274, 276, 278, 280, 284 284, 289, 296, 294
28;, %gg, 285, 288, (£2:0) 307 (£5-0)
292.

“005 mL of 0.0001%, 0.001%, and - 001%' histamine ‘acid . ‘pnsmg fom:\who had reacted to. aspmn,‘

‘ phosphate solution on twe separate occasions—the first four |

There was no -

‘are acting at the same time. Patients often mentioned that a }

" urticaria. -

 penicillin ; her mother and one maternal aunt suffer from

mine weals were significantly larger after . aspxrm (Tables'
and II). Table I shows the weal size irf both groups four
hours after ingestion of inert tablets. There is no statistical
difference between the two sets of figures. Table II shows
the same measurement four hours after taking 600 mg. of
aspirin. The weal surface area in the four patients who had-
reacted to aspirin is obviously much greater—(P=0.001). The
reaction to 0.05 ml. of 0.0001% histamine acid phosphate
solution was such in all four patients that intradermal tests
with higher concentrations of histamine were not attemptcd

TABLE II.—Weal Surface Area Measured Four Hours After Ingestion’
600 mg. of Aspirin :

0-05 ml. Histamine Non-reactors (10 Patients) Reactors (4 Patients).
Acid Phosphate T ;
Solution Actual Areas Mean Actual Areas |- Mean
Intradermally (sq. mm.) . (S.E.) (sq. mm.) (S.B.)
0:0001% 67, 69, 70, 73, 75, 75, 74 275, 281, 288, 285 .
76, 77, 79, 80 (x1-4) 296 (% b?}
0-001% 173, 177, 181, 184, | 185 :
. 186, 186, 187, 189, (£21)
193, 194 .
C-01% 285, 286, 288, 292, 297
295, 301, 305, 306, | (+28)
306, 306

Further clinical observations of the series of patienss
revealed points of interest. Firstly, there would appear to be '
no clinical difference or variation in the pattern of urticaria -
between those patients who react to aspirin and those who do -
not. There was evidence that the effect
apparent in a. suscepnblc mdmdual

head cold,
anxiety, plus taking a large dose of aspirin exacerbate

sore throat, gastrointestinal upset, period “of
b "

The urticarial tendency in panents thh ch.;omc urqcatxa
fluctuates in degree, and the severity of an aspmn—mdu .
exacerbation is greater when the wealing tendmcy is pri
nounced. Thus patients who have shown a reaction with
300 mg. of aspirin, at a later stage when the wealing tendency
was less have had little or no reaction with 600 mg., and ity
some patients tested when the urticaria had cleared an aspirift
effect has been obtained only when doses up to 2,400 mg.
of aspirin have been given. ok kL I SO SO U

Another. interesting clxmcal association: was that of the 56
patients who developed an exacerbation after aspirin four alst
had exacerbations after both penicillin and -antitetanus: serum
on different occasions. Y loadier.

The series include four. famihes in Wthh successive
generations have suffered from chronic urticaria and exacerba-
tions due to aspirin. In one, the mother, who had suffered
from chronic urticaria for 17 years, was shown to reagt to
aspirin and sodium salicylate. - One of her sons has had ‘urti:
caria for nine years and is also an aspirin reactor. In one-of
our youngest patients, aged 4, who has had urticaria since
age of 18 months, wealing is increased after aspirin and also

chronic urticaria which is severely mcreased after mkmg
aspirin.
Discussion

It is difficult to understand the mechamsm of thm wea
exacerbatmg effect of aspirm in 22% of panents with

suggested, and Hamrin (1957) described a case of a ‘p'aﬁe'nt '
urticaria’ pigmentosa who developed flushing, vomiting,



en, m-mmg an’ antigén "when combined with serum pro-
‘We have no clear evidence against this, but we would

shave to assume that at least one in five patients who suffered
*ﬁmm chromc urticaria would also have such an allergy to

g,mn‘adermal ‘histamine weals were larger after aspirin. in
these patients. In this connexion it is: interesting that Juhlin

Rune (1962) have reported that the threshold to 48/80; a o

histamine liberator, is lowered in acute -urticaria. i
has ‘been stated m the past ‘that aspirin sensxtmty is “

: yl sahcylate, and it wouid seem hkely that it is the sahcﬁ:m
id radxcal which is responslble for aspmn react:mty :

wty, and )aundice revealed ‘abnormal liver - hismlogy'; e

ing is proportional to the dose of ‘aspirin
 four pauents whc did not: Teact. at,all m,3

’bed as atyplcal portal cirrhosis. ~ This ﬁndmg prompted* - aspirin

fn-containing drugs will cause e:tacerbatiox‘i m some

ts with chronic urticaria. In 112 out of 228 patients -
chromc urticaria such a reaction could not be excluded

nical Measurement of the Anti-mﬂ
o Rheumatoxd
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latee in relatxvely low dosage modify cettam componcms

, mﬂammgtory, reaction in animal experiments (Adan;s ;

to pmmote the rehef of pain or for then' anti-

Smiyth and. Clark (1957) and by Vaughn, Howell, and
19) 5 , it 'was foundtobeofhtﬁevalﬂe The latter

‘efsmmktd




