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Introduction

Etofenamate is an anthranilic acid de-
rivative used for its anti-inflammatory
properties in the treatment of muscu-
loskeletal  disorders, soft tissue
trauma, and some inflammatory skin

diseases. Allergic contact dermatitis to
etofenamate has been rarely reported
(1-12). However, topical preparations
for rheumatism and sprains are widely
used nowadays. Therefore, it is possi-
ble that more cases of sensitization are
predictable and will be of clinical
importance in the future.

The aim of this study was to de-
scribe the clinical features and the
cross-sensitivity pattern to other non-
steroidal  anti-inflammatory  drugs
(NSAIDs) in patients with allergic
contact dermatitis to etofenamate.

Patients and Methods

We have studied 4 patients (3 females
and 1 male) with eczema after using
an anti-inflammatory gel containing
etofenamate (Table 1). All patients
showed positive patch test with com-
mercial etofenamate preparation,
etofenamate 2% pet., and negative
to the other compounds of the etofe-
namate gel: turpentine, carbapol, tri-
methylsulfoxide, and levomentol
(kindly supplied by Chiesi SA, Barce-
lona, Spain).

Patch tests with different NSAIDs
were performed in the 4 patients
(Table 2) and 25 control subjects.
No reactions were recorded in control
population.

Discussion

Allergic contact dermatitis because of
etofenamate has rarely been reported
(3-12). Patients who have etofena-
mate contact dermatitis showed (i)
tolerance to other non-structurally
related NSAIDs (1, 2, 10) and (ii) lack
of cross-sensitivity with the most
anthranilic derivatives, such as
meclofenamate, niflumic, and mefe-
namic acid (2, 12).

3 of our patients showed all the
above-mentioned clinical characteris-
tics, but 1 patient also displayed a posi-
tive patch test response to flufenamic
acid (Table 2). To our best know-
ledge, flufenamic acid and etofena-
mate have been only involved in a
single patient with photoallergic
contact dermatitis (11). As both are
anthranilic compounds and flufe-
namic acid is an etofenamate ester
form (Fig. 1), it is possible that the
similar chemical structure justifies
cross-sensitivity observed in this case
and, eventually, other cases of cross-
reactivity in susceptible patients.

From these data, we could con-
clude that patients who have positive
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Table 1. Patients with allergy contact dermatitis to etofenamate. Clinical findings and patch test results

Patch test
Patient Age Commercial Etofenamate Other
no. (years) Sex Atopic history Standard series preparation 2% pet. compounds
1 66 F — — +++ +++ -
2 33 M Allergy rhinitis/asthma Mercury +++ 44+ NI _
3 24 F Allergy rhinitis/asthma - +++ e+ _
4 36 F Allergy rhinitis/asthma — +++ +++ _

Table 2. Patch test results nonsteroidal anti-inflammatory drug series

Patient no. 1

Patient no. 2

Patient no. 3

Patient no. 4

Vehicle
Trade name Drug (% pet.) 48hr 96hr 48 hr 96hr 48 hr 96 hr 48 hr 96 hr
Meclomen® (Parke Davis SA, Sodium 3 — - — — — — — _
Barcelona, Spain) meclofenamate 10 — — — — — _ _ _
Coslan® (Pfizer SA, Madrid, Spain) Mefenamic acid 3 - — - - — _ _ _
10 — — — — — - — —
Niflactol® (Upsa Médica SA, Niflumic acid 3 — — — — — — _ _
Madrid, Spain) 10 — — — — — _ _
Movisilin® (Alfarma SA, grupo Sankyo, Flufenamic acid 1 - - — - _ — —
Madrid, Spain) 2 ++ 4+ - - - _ _
Inacid® (MSD SA, Madrid, Spain) Indomethacin 5 - - - — - - -

Voltaren®(Novartis SA, Barcelona,

Spain)

Neobrufen® (Abbott laboratories SA,

Madrid, Spain)

Orudis® (Sanofi-aventis SA, Barcelona,

Spain)

Froben® (Cantabria SA, Madrid, Spain)

Butazolidina® (Novartis SA,

Barcelona, Spain)

Feldene® (Pfizer SA, Madrid, Spain)

Diclofenac sodium 3 — -

10 — —

Ibuprofen 5 — —
Ketoprofen 3 — —
10 - —

Flurbiprofen 1 — -
2 _ _

Phenylbutazone 1 — —
Piroxicam 0.5 — —

R= Ocﬂzcﬁzocﬁzcﬂzoﬂ' etofenamate
R = OH: flufenamic acid

Fig. 1. Chemical structure of anthra-
nilic derivatives etofenamate and flufe-
namic acid.

patch test response to etofenamate
could use another topic NSAIDs,
except flufenamic acid (and other
anthranilic derivatives) until specific
patch tests have been performed.

References

1. Pigatto P D, Mozzanica N, Bigardi A S

et al. Topical NSAID allergic contact
dermatitis. Contact Dermatitis 1993:
29: 39-41.

. Gonzalo M A, Revenga F. Multiple
cutaneous sensitization to nonsteroi-
dal anti-inflammatory drugs. Derma-
tology 1996: 193: 59-60.

3. VanheeJ, Gevers D, Dooms-Goossens

A. Contact dermatitis from an anti-

rheumatic gel containing etofenam-
ate. Contact Dermatitis 1981: 7: 50-51.

. Balato N, Lembo G, Cantelli V,

Ayala F. Allergic dermatitis from
etofenamate.  Contact  Dermatitis
1984: 11: 190.

. Pifiol J, Navarro M, Carapeto FJ.

Allergic contact dermatitis to etofena-
mate. Contact Dermatitis 1985: 13:
193.

. Correia O, Barros A. Exfoliative

dermatitis with etofenamate. Contact
Dermatitis 1990: 23: 264.

. Guerra L, Piraccini B M, Adami F,

Venturo N, Tardio M. Contact
dermatitis due to etofenamate. Con-
tact Dermatitis 1992; 26: 199.

. Gotze A, Teikemeier G, Goerz G.

Contact dermatitis from etofenamate.
Contact Dermatitis 1992: 26: 209.

. Hergueta J P, Ortiz F J, Iglesias L.

Allergic contact dermatitis from eto-
fenamate: report of 9 cases. Contact
Dermatitis 1994: 31: 60-62.

. Gniazdowska B, Ruéff F, Przybilla B.

Delayed contact hypersensitivity to
non-steroidal anti-inflammatory drugs.
Contact Dermatitis 1999: 40: 63-65.

. Montoro J, Rodriguez-Serna M,

Linana J J, Ferré¢ M A, Sanchez-
Motilla J M. Photoallergic contact
dermatitis due to flufenamic acid

and etofenamate. Contact Dermatitis

1997: 37: 139-140.

12. ChuCY,ChenYL,LinLJ,SunCC.
Allergic contact dermatitis from etofe-
namate without cross-sensitization to

other
Dermatology 2003: 206: 341-342.

Address:

Manuel Alcantara Villar
Complejo Hospitalario de Jaén
Unidad de Alergologia

Avenida Ejercito Espariol, 10
23007 Jaén

Spain

e-mail: mav0411@saludalia.com

anthranilic acid derivatives.



