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Patch tests

Since their introduction in the 1970s, the

use of topical nonsteroidal anti-inflammatory
drugs (NSAIDs) has become widespread
(particularly in countries bordering the Med-

iterranean). Compared to their wide use, the

incidence of published adverse cutaneous ef-

fects appears minimal, although they are in-

creasing. Most of them are a fbrm of allergic

contact dermatit is (ACD), but some, part icu-

larly those induccd by propionic acid deriva-

t ives, are identi f ied as photoal lergic contact

dermatit is [ ] .  Mult iple sensit izat ion and/or

cross-reactions are rarely reported [2].

Case Report

A 4O-year-olcl man, with no atopic or al-

lergic contact derrnatitis history, was treatecl

for an acute inf larnmation on his r ight elbow

with Voltaren Emulgel@ (diclof 'enac) twice

daily. Ten days later he developed an itchy

and vesicular eruption in this area, which dis-

appeareci with in 1 week after discontinuing

treatment. A similar reaction occurred on his

left wrist when 4 months later he applied Flo-

goprof'en@ (etofenamate) spray twice daily-

Previously, he had used topical NSAIDs (he

could not remember which) on several occa-

sions without problems.
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Table 1. Quali tat ive composit ion

Voltaren Emulsel' Flogoprofen spray:

Diclofènac
Capryl ic acid
Desionizated water
Polyethylene glycol
Diethylamine
Propylene glycol
Liquid petrolatum
Cinnamon esst:nce
Carbomer

Etofenamate
Propylene glycol
Menthol
Ethyl alcohol
Turpentine essence

I Provided by Ge igy Laboratory, Barcelona, Spain.
2 Provided by Wassermann Laboratory, Barcelona, Spain.

Epicutaneous tests were carr ied out with

the ICDRG standard series (Martí  Tor S.4.,
Barcelona, Spain), with Voltaren Emulgcl

and Flogoprofèn spray and their components
(table l) ,  and with a battery of NSAIDs (table

2). Drugs used in test preparations were ob-
tained from the trade name dealers in Spain.
Patch tests were performed on the back (nor-

mal skin) using Leukotest@ (Beiersdorf AG,

Hamburg, Germany) covered by Mefix'E
(Mólnlvcke Health Care AB, Sweden). The

patch trl st readings were conclucted according
to ICDRG guidel incs at 4tì ,  J2 artd 96 h.

Voltaren Emulgel and Flogoprolèn spray

werc posit ive. Thc GEIDC standard serics

and the Voltaren ancl Flogoprofen compo-
nents (excepting the active drug) proved neg-

ative. The results o1'the NSAID battery are

shown in table 2.
NSAIDs were selected among those mar-

keted in Spain. Vehicles and concentrat ions
were establ ished by considering previous ex-
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Table 2. NSAID senes

periences published by other authors I l ] ,  and

when these were not available, a concentra-

t ion in pet similar to the comrnercial prepara-

t ion was used. The same battery was tested on

20 controls with negative resuìts.

Discussion

Representative NSAIDs show consider-

able structural heterogeneity [1].  Cross-sen-

sit ivi ty and photo-cross-sensit ivi ty are de-

scribed among the NSAIDs in the same group

(c.g., antong the pyrazolones and propionic

acicl clerivatives) 12-71. There are no case

reports of cross-reactions among diffèrent

groups t l ,  21. Interestingly, our patient pre-

sented ACD with diclof 'enac and etof 'cnamate
(both frorn diff'erent groups) and, further-

Drug Chemicalgroup Vehicle Results after

4 8 h 72h 96 h

Nif lurnic acid
Etofenamate
Benzydamine
Indomethacin
Diclofenac
Piroxicam
Fepradinol
Isonixin
Ketoprofen
Naproxen
Pyrazinebufazone
Salicylate diethylamine

Anthrani l ic acid derivative
Anthran i l  ic  ac id  dcr ivat  ive

Indolacet  ic  ac id  der ivat  ive

Indolacetic acid derivative
Arylacetic derivative
Oxicam derivative
Adrenergic compound
Nicotinic acid derivative
Arylpropionic derivative
Ary lprop ion ic  der ivat ive
Pyrazolone derivative
Salicylate

3a/o pet

5o/rt pet

5o/o pel

5o /ope t  +++

l%a pef

0.5o/o pef

60/o pet ++

2.5o/o pef

lo/o pef

l0o/o pef

5o/o pef

1}o/c; pet

+ +  + +
+ + +  + + +
+ + +  + + +
+ + +  + + +
+ +  + +
+ + +  + + +

more, patch tests were positive with bencyd-

amine and indomethacin (both indolacetic

acid derivatives), piroxicam and fèpradinol '

Although etofenamate and niflurnic acid are

included in the same group (anthrani l ic acid

derivatives), the f irst was posit ive and the

second negative. Fepradinol represents a

special case because, structural ly, i t  belongs

to the group of adrenergic compounds

[8], moreover, no cross-reactivity with other

NSAIDs has been observed in previous ref-er-

ences  [ 9 ,  l 0 l .
We searched for structural analogies

among the diff'erent NSAIDs to detect a par-

t icular chemical component, but we did not

frncl any. However, we found that drugs with

posit ive results share a high clegree of 'nu-

cleophil ia'  ( tendency to give electrons); on

thc contrary, drugs with negativc results are

'electrophilic' (tendency to take electrons).
The first could react with other compounds
more easi ly than the sccond I l  l l .

Final ly. we think that our rcsults cannot bc

explained by cross-reactivi ty, and that mult i-
ple sensit izat ion is more l ikely. Perhaps, the

frequent use of topical NSAIDs faci l i tated

the sensit izat ion.

Acknowledgement

We thank Ana Mata Duràn (Prof'essor ol

Biochemistry, University of Extremaclura.

Spain) and Alonso Montero Muri l lo (Assis-

tant Prof'essor) for their helpful review of the

manuscript.

References

I Ophaswongse S, Maibach H: Îrpical nonste-

roidal antiinl ' larnrrratory clrugs: Allergic and

photoaI lcrg ic conlact  t lerntat i t is  a l rd p l . tototox-

ic i ty .  ( lonlact  Dcrnrat i t is  1993;29:  -57*64.

2 Pigat to PI) .  Moz.z.ar l ica N. I l igar( l i  AS'  Lcgor i

A.  Valsecchi  R,  ( ' t rsat lo [ r .  c l  a l : ' l i lp ical  NSAID

al lcrg ic cor l tact  t lcrr l ret i t ls :  I t l r l i l t r r  cx1.rg1lg11t . .

Con tac t  Der rna t i t i s  1993 ;29 :39  41 .

3  Came l i  N .  V incenz i  C ,  Morc l l r  R .  e t  a l :  Con tac t

allergy to oxyphenbutiìzollc. Ctlntact Derrtlati-

t is  1991t2,1:7-5-7ó.
,1  Ma l l i ka  N ,  Ng  See  Kc t :  Cor t tac t  scns i t i v i t y  to

phenylbutazone cream. Contact  Dermat i t is

199l25:263-264.

5 Valsecchi  R.  Cainel l i  T:  Contact  der lnat t t ts

f ront  ibuproxam: A crsc wi th cross-reuctrv i ty

with ketoprofen. Contact Dcrrnatitis lt)90:22:

-51 .
6 Moz.z.anica N, Pigatto PD: Contacl ancl phottl-

contacl  a l lergy to ketoprol in:  Cl in ical  ant ì  cx-

pcr imel t ta l  s tucly.  Cìontact  Dernlat i t is  1990;23:

336-340.
7 Kulurnqi  Y,  Ohshiro Y.  Miyanroto C, Keong

CH, Katoh T,  Nishioka K:  Al lergic photocort-

tact derrnatitis cluc ttl suprof'cn. Photopatch

testing ancl cross-reaction stucly. Ctltttacl Del'-

matitis 199|.25218-223.

ll Schnuch A: Fepraclinol allergy: Possibly a case

of' unnoliced cross-reactitln due tcl rnisclassil ' i-

cat ion.  Contact  Dcrmat i t is  I994;30:  243-24-5.

9 Cioclay JJ,  Yanguas I larc l ia R,  Solocta R: Suh-

iìcute col'ìtact dcrrnatitis f 'rorl l 'epradinol. Con-

tact  Dernrat i t is  1993;29:  160.
l0 Izu R. Aguirre A,  I razabal  B,  Goclay i ,  I ) íaz. '

Pórez. JL: Allcrgic contact clcrr-natit is lì ' ttnl

lèpraclirrol. Contact De rmatitis 1t1t1221

266-261.
ll Carcy FA, Sunclberg RJ: Advancccl Orgarrtc

Chent ist ry.  Part  B:  React ions and Synthcsis,

ccl 2. New York, Plenum Press, lc)tl3' pp

37-5 -3c) l.

l ) c r rnu îo logy  1996;  l9 l :59 '  60 Gonzalo/Re vcngrì


