
-.ì performanct was so defieient as to suggest a specific develop-- 
mental failure. Fourteen of these children were nlatched for
aga, sex, handedness, verbal I.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 gxoups 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 varlety of
eclucational problems, especially in regard to spelling and
arithmetic, and to give evidence of a relatively high incidence

' of maladiustment. There was also evidence of a relatively high
incidence of per,inatal 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 bv no means rare
and warrant wider recognition.

This work is supported by a grant fmm the Spastics Society.
\tre wish to express out thanks to the Cambridgeshire County

. :':',
Education Deparment.and to the many head teachcrs als;*
who belped us in the work, not least the children thmlvEí
their parents. Mrs. P. Koskinen gave assistance in testiúg,sdù1
Dr. J. L. Gedye helpful advice on the preparation of this papcr.
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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
inmunological 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
àn exacerbation may be caused by 'taking aspirin (C'alnan'

1957 ; I0'arin, 1960). Ti'r' purpose of this investigation was to
detenrrine the incidence r-'r 'his phenomenon and whether there
are any clinical differe:.*es between patients with chronic
urticaria who react in I ,rs way to aspirin and those who do
not. In addition, we t,.:;iiud tii discover which part of the
aspirin molecule was r:sponsible and whether the effect
extends to the physicei urticarias and weals induced by
inuadermal"iniections ci histamine.

Subiec. aird Mcih.ods Used

Patients included in i:i,: srudi' ,:rîî€ drawn fróm those
routinely seen in the ..rtpa"ilent department at the Bristol
General Hospital. Ott,':s wi*rs re1-:rred to us by còlleagues
and in answer to a circu ,r sent to general practitioners in the
area. For the purpose ; tr;,.: study lve have defined chmnic
urticaria as urticaria wit, )rlî an cbvious cause which had been
present for at least six veehs. Ail the patients had dermal
weals, most of them al. had attaci<s of angioedema. A few
who presented with angiledema haC had at some time a phase

of dermal wealing. A t',,ial of.228 patients have been srudied'
The proportion of maì;:s to females was l:1.7, add ages
ranged from 3 to 71 Yc .-.

As part of a detailei interview patients were questioned

regarding the ingestion ;f nspirin or aspirin-genlxining com-
pounds, and any associ:ìîifin with an increase in weals. If
there was any possibilít*: of exacerbations from this cause an

aspirin test $tas carriec out. This was done on a patient-

blind basis, and consisrcd of control inert tablets identical in

size, colour, and taste to aspirin labelled 'r A " and aspirin

'Thc United Bristol HosPitals. i

second tablet and so invalidate the test A ** B tabteni$
'were taken on consecutive days, the dose varvinÉ accftrdidg.:'Î

Effect of Salicylates in Urticaria

M.R.c.p. ; ROBERT P. IFARIN,* M.D., F.R.c.P.

tablets labelled " 8." The iriert tablet was always takcn frst
as it was felt that if the patients urere giveo the mpirin fir*tt
aRd reacted badly to it they would be reluctant'trl H*e thei,;

l ^ . 9 v V g s r v  s s J ù t  s v  s v e v  r s J * ó

to the'history. Thus if the history \tere suggestive of a{t,}
aspirin reaction the initial dose was 300 mg; whereas if th6li
history were less certain it was 600 mg. of aspirin Any,,
change in the skin and the timing of such a change was noled:,
by the patient. In eight patients the provrcation tests weî€
repeated with increasing doses of aspirin. In 21 of the
patients who reacted to the tesr dpses these were relreated,ri
with sodium salicylate (18 patients) and phenyl salicylate (3',',
patients) in equivalent molecular doses. : t

In order to assess tI : effect on physical urticaria l0 patients '

with derrrrographism, five with cholinergrc urticaria, and thrtt
with cold urticarià were studied. Measurements in all ca$es, ,'

were caried out four hours after administration of an incn:1
tablet and later aspirin (300 or 600 mg.). In the delmq-',:r
graphic patients a standard n:ethod of ,measureclent of the l
wealing tendency'was evolved. A spring-loaded blunt-ended'-,'
proiection which could giv. known pressure effects of 60, ,;
120, 180, arú 240 g. was appiied to the volar snrface of ths''

forearms in a 3-4 crn. line through a piece of thin'metal, sut'

to admit the projecting point. The width of ttre weels was'ì

measured direct after sevèn'minutes and a grade{

to the diffeicnt pressur€s obtained. Patierits \rith drolircrgic;ji
urticaria were exercised for 10 minutes and the amourt'd;'e
wealing was assessed clinically by the patiept and the observe-+:
.In 

cold urticaria the sizp of the weal:produced by
with ice for l0 minutes was difficult to meÍsur€ and was
asse.ssed clinically. Fo-ur patients with unicaria pi
were also studied and weals measured with the samc
as used in tbe dermographic patients before and after

In a group of 14 patients comprising four who'
reacted to the aspirin test and l0 who h'ad no1, lhe effscgì
aspirin on induced histamine weatins was decide ,;:i



Results

Out of thle 228 patients with chrorúc urticaria, from the
bistory, there appeared,to be a possibiliry of an exacerbation
caused by taking an aspirin-containing compound in ll2, and
in these the provocative test was carried out. There was no
Ésponse in any case to the inert tablet, but 50 patients
reacted to aspirin. This was usually felt within four hours.
Prurirus, 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
ro five days, but a few patients noted that the worsening from
one dose of aspirin lasted for several weeks. It was thus
shown that aspir,ig had_an exacerbating effect in "at last 2Zf"
of all the patients dùth 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 11200 mg. In four
others the reaction worsened so markedly benrreen 300 and
600 mg. of aspirin that a rhfud dose was not given.

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

Of the 2l aspirin reactors on whom provocative tests were
performed with compounds chemically related to aspirin, 13
out oT 18 suffered worsening of their urticaria after sodium
salicylate and two out of three after phenyl salicylate.

In the 10 patients with derrnographism 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
degree of wealing after exercise with both the aspirin and
inen tablets. Thus no qffect of aspirin on these phynical
urdcarias was deinonstrated. The four cases of urticaria
pigmentosa showed no inaease in the width of weal after
aspirin as compared with the inert tablets, and none had any
general reaction to it.

The 14 patients in whom the effect of aspirin on induced
histamine wealing was assessed carl be divided into two
Eoups; the first comprising l0 who had not reacted to the
tesr dose of aspirin and in whom the histamine weal size war
not different before and after aspirin, and the second con-

T.rsrs T.-Weat Svrlace n*i#:f{:i",turu Hours After Ingestbn ol

0{5 ml. Histamir
Acid Phosphatc

Solutioa
Iaaadesnally

Non-rcact rrs (10 Patientr)- -
Acnral Areas I Mean

(sq. mm.) | tS.e.l

Reactors (4

Actual Areas
(sq. mm.)

'atiente)

I Meau
I (S.8.)

o.oool% 59,62165,68,7O,7A,
71, 71,71,71

68
( t 1'5)

68, 69,72,75 7 L
+ 1.6)

0.@r% 185, 188, 189, 192,
195, 1981 2W,2OO,
2fi1,242

195
( r 1.9)

195, 1gg, 201,
N9

nl
(tz'9,

o.ot 7o 274,276,278, 2gO,
281,283,285,zffi"
292.297

284
(r 2.0)

2&,299,296,
WI

294
( + 5.0)

Non-reactors ( 1O Patients) Reactors (4 Patieou)

Actual Arear
(sq. mm.)

Meao
(s.8.)

74
( t 1-4)

2 8 5  .  . : ,
( r{'f} ' .'

Acftal Aices
(gq. mm.)

275,281,288,
296

Mce(s.s,)
o.o0o19/o 67,69r7Or73r75r75,

761 77, 79r 80

o.00r% 185
( r 2.r)

285, 2ú, 288,292
295,r0l,3Ol, 306,

297
( r 2'8)

306,306

Discussion

It is difficult to understand the -*h"oirm'of this
exacerbati,ng €ffect of aspirin ín 22% of patim6 with
.urticaria. A nonspecific histamineliberating effe! ,bp"b
suggested, and Hamrin Q95n described a case of a patíent
urticaria' pigmentosa who develgped flushing, vomitiitg;'.m
collapse after aspirin, and it was considered that this resutt waS5
due to histamine release. Howevc, we have been- unablè'

173, 177, 181, 184,
186 186, r87, lE%
r93, r94

0'05ml.Hi

repeat these observations in the fo* puti*L-*itfr 
"tioit,.



F stibili{i wotild be that aspirin was actÍng a8 a thepatiunts.tnbotai#ir'thb..wrry'eidi'
formíng an antigen when combined with scum pro- Thi$ actisl of aspirin fu probgblyj dug

Ve hgve no clear evidence against thls, but we ntóutd radical; as.mocr:pqtiiùts:tes&a 5po":h#

, and iarrndice fevealed .ahnormal liver 'hiÈ!Òlógf;

as atypical portal cirhosis ThÍs finding prtiÌnped
'h;estigatiron of all patimts who leacted to aspirin.' To
ittro other similar cascs-harrc beeo found" tt is intended

lr-*Bqrt tatc the 4.tuils of these thrce cases with tb€ ttlad'l:l.rfronic 
utticaria, aspirin rractivity, asd livu d*àsc, . ",;ì

and rÈ sbffdd,-Iffc*

$rrt?mary

;;'Àspiiín-containing drugs will cause exacrtbation in sone :
Èlkpts with chronic unicaria. In 112 out of 228 patietns .'.

chronic urticaria'such a reaction could not be excluded r .
. t  I \

'  r ' '

Measuremènt
: ,' . .i , i i:, r';'1.r:;. , i;

, "  :  1 i ; ,  t . - - i a r i , ' , , ; , ,

Rhéuhatoid
' !

P. L. BOARDM.IINT* m.D,, uf,.cr.;

úred.Í:,l%A 4 264F2ffi

in datircIy low doaagp ffodify certain cwpoq€nts

ú\k, C- D. GeúiS::;'.Isúr& S.:
Húritr' B,,(195?'i llÍt+'l*:fi6?"':;

#ffiktr'ffi$ffi{

t'dllE inflammatory reaction in qninet eryer.imene (Ad+Fs
ú'qbbb, 1963I mwticdly they uay be uged in'rhetm*toid

pi$r to lrronote the relief , of,' peiq or for tbfo ,erti.
effect, It is importgnt to &termine ,whher


