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Abstract
Background: The propionic acid derivative Benoxaprofen was introduced for the
treatment of rheumatic disorders in 1980. Its product license was then withdrawn
2 years later due to concerns over serious dermatologic, hepatic and renal side
effects. Photosensitivity was the most common side effect with reported inciden-
ce of up to 50%.

Main observations: We present the first case report of a patient who presented
with a melanoma diagnosed 27 years after a benoxaprofen-induced photosensi-
tivity reaction. With an estimated 1.5 million patients previously on benoxapro-
fen, a large number of patients may potentially face increased risk of developing
malignant melanoma. This case report can only suggest an association between
solar injury secondary to benoxaprofen-related photosensitivity and subsequent
melanoma. However the primary factor that improves survival from melanoma
is early diagnosis, and so clinicians treating this group of patients should be awa-
re of this risk.

Conclusion: Although benoxaprofen is no longer in clinical use, the long-term se-
quelae to its photosensitizing effects may still be clinically important. Clinicians
treating this group of patients should be vigilant, and consider a low threshold for
diagnostic biopsy of suspicious skin lesions. (J Dermatol Case Rep. 2012; 6(1): 5-7)
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Introduction
The propionic acid derivative Benoxaprofen was introdu-

ced for the treatment of rheumatic disorders in 1980 under
the trade name Opren®,1 and marketed as a non-steroidal
anti-inflammatory drug.2 Its product license was then with-
drawn 2 years later due to concerns over serious derma-
tologic, hepatic and renal side effects that included rare
but severe complications.1,2,3 Among these, photosensitivi-
ty was the most common side effect with reported inciden-
ce of up to 50%.2 A case of melanoma, arising at a site of
previous benoxaprofen-related photosensitivity is presen-
ted, since this association may suggest these patients to be
at increased risk.

Case Report

A 64-year-old woman presented with a 5 mm wide
ulcerated lesion over her left trapezius. Initial excision
biopsy diagnosed a 2 mm Breslow thickness, Clark level
IV nodular malignant melanoma (Fig. 1), with no regression,
lymphovascular or perineural involvement. She proceeded
to 2 cm wide local excision, and direct closure. No further
tumour was present, and locoregional recurrence has not
been found after 2 years of follow up. This patient has also
had non-melanoma skin cancer of the scalp (basal cell
carcinoma). Neither tumour has been unduly aggressive
in behaviour, or pathological features. A number of dysplatic
naevi have been excised also.
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advised to undertake measures like using sunscreens which
are effective in preventing the symptoms.2

Although photosensitivity from benoxaprofen does not
persist after the treatment has been stopped, there are po-
tential long-term effects from the damage caused by previo-
us photosensitivity episodes. Malignant melanoma arises
from malignant transformation of melanocytes, and repre-
sents 4% of all cancers. A major risk factor for development
of malignant melanoma is UV exposure, with substantial
evidence of contribution from UVB (280-320 nm) and UVA
(320-400 nm).5 The peak action spectrum of benoxaprofen
as stated above, falls within the UVB spectrum and overlaps
UVA suggesting a possible mechanism contributing to me-
lanoma development. UV exposure risk primarily involves
intermittent damaging sun exposure,6 where a history of se-
vere sunburn (even in youth) conferring approximately 2-
fold increase in risk.7 Therefore patients who have suffered
from episodes of photosensitivity with benoxaprofen use
are at higher risk of developing malignant melanoma. This
risk also increases with adequate lag time (>10 years) after
commencement of exposure6 as seen with this patient. Al-
though a direct relationship between benoxaprofen-induced
photosensitivity reaction and development of melanoma has
not been proven, it seems highly probable.

The use of antifungal drug voriconazole has been associa-
ted with development of melanoma in the setting of photo-
sensitivity,8 with recommendations of skin surveillance in the-
se patients. Similarly, clinicians seeing patients previously on
benoxaprofen who suffered from photosensitivity reactions
should be aware of this risk and be vigilant in skin surveillance.

Conclusion
Although benoxaprofen is no longer in clinical use, the

long-term sequelae to its photosensitizing effects may still
be clinically important. With an estimated 1.5 million pa-
tients previously on benoxaprofen and up to 50% inciden-
ce of photosensitivity, a large number of patients may po-
tentially face increased risk of developing malignant mela-
noma. This first case report can only suggest an association
between solar injury secondary to benoxaprofen-related
photosensitivity and subsequent melanoma. However the
primary factor that improves survival from melanoma is ear-
ly diagnosis,9 and so clinicians treating this group of patients
should be vigilant, and consider a low threshold for diagno-
stic biopsy of suspicious skin lesions.
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She has no family history of malignancy, and sun exposu-
re history was moderate. However she clearly recalled ha-
ving suffered sunburn at the site of the subsequent melano-
ma formation 27 years previously. This solar injury was due
to a photosensitivity reaction secondary to osteoarthritis
management with benoxapren (Opren®) for a 5-month pe-
riod before its withdrawal from the market.

Discussion
Benoxaprofen is a proprionic acid derivative, which has a

marked inhibitory effect on lipoxygenase activity, leading to
depressed leukotriene formation and leukocyte chemokine-
sis. It also acts directly on mononuclear cells, inhibiting mo-
nonuclear cell chemotaxis.2,4 Worldwide, an estimated 1.5
million people took benoxaprofen over the 2-year period
(available from May 1980 - August 1982),2 when benoxa-
profen was on the market. 3500 cases of adverse reactions
had been reported to the Committee on Safety of Medici-
nes, with 65 deaths, most of which were elderly patient re-
nal or hepatic impairment, or both.2

In a study by Halsey and Cardoe1 of 300 patients using
benoxaprofen, about 70% of patients suffered cutaneous si-
de effects, with 29% of the total suffering from photosensi-
tivity (described as redness, itching and burning sensation
felt on the skin within a few minutes of sun exposure). In
the summer months, this incidence increased to 50%, con-
firming the drug as a potent photosensitiser. Hindson et al4

used irradiation monochromator on the patients' skin befo-
re and during benoxaprofen treatment and found all patients
demonstrating photosensitivity while on the drug, with red-
dening of skin accompanied by sensation of severe burning,
itching with formation of weals in some patients. Waveleng-
ths between 310 and 330 nm were found to be most the
most effective in producing this response.4 Patients were
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Figure 1

Haematoxylin and eosin staining of melanoma with 200x

magnification showing the deep edge of the tumour (white

arrow) with an underlying chronic inflammatory cell infiltrate.

Deep to this is a band of elastic tissue (arrow head), which

would be consistent with sun damage.
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