Case Report

DOI: 10.6003/jtad.1482c5

Photocontact Dermatitis due to Hypericum perforatum
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Abstract

Observations: Hypericin, originating from Hypericum perforatum, is a potent photosensitizer known to
induce skin phototoxicity when given systemically. Hypericum perforatum is a botanical extracts with
anti-inflammatory and antibacterial effect. Photocontact dermatitis is a common cutaneous reaction
by various herbs. We describe a 54-year-old female patient with Hypericum perforatum associated
photocontact dermatitis shortly after topical application therapy for knee pain due to osteoarthritis.
Hypericum perforatum therapy was stopped and the patient was treated with topical corticosteroids
and systemic antihistamines. The eruption resolved within ten days. Photocontact dermatitis induced
by Hypericum perforatum has been reported as second case in English literature. We propose that
photocontact dermatitis is a side-effect of topical Hypericum perforatum.

Introduction
Photocontact dermatitis is a pattern of skin reaction caused by various drugs and botanical
extracts. The incidence of photocontact dermatitis caused by a specific drug and herbals
depends on the frequency of its use. Hypericum
perforatum (Saint John's wort) extracts are
used mainly as oral antidepressants. Depending on source, the extracts contain various
amounts of phenylpropanes, flavonol derivates,
biflavones, proathocyanidines, xanthones,
phloroglucinoles, some amino acids, naphtodianthrones (hypericines) and essential oil constituents. The therapeutic use of Hypericum
perforatum extracts however is limited by their
phototoxic potential. Among the tested flavonoids quercitrin was found to be cytotoxic,
while rutin unexpectedly demonstrated phototoxicity whereas quercitrin was effective to control the phototoxic activity of Hypericum perfo-

ratum extracts. Recently, with roughly one report per 300,000 cases treated with extract of
Hypericum perforatum reversible phototoxic
skin reactions, such as delayed erythema, blistering, and hyperpigmentation, are the most
common pharmacovigilance case reports documented. Hypericum perforatum extract has
been used to treat a variety of conditions, especially psychovegetative disorders, depressive
disorders, anxiety, and/or nervous agitation.
The main bioactive components of Hypericum
perforatum extract for treatment of depression
were thought to be hypericin and hyperforin
[1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11]. We describe
a patient with severe photocontact dermatitis
caused by shortly after starting topical Hypericum perforatum therapy for osteoarthritis. Hypericum perforatum is a common specimen
plant in the Turkey. The diagnosis of photocontact dermatitis produced by plants that
are indigenous to a particular country is more
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Figure 1. Confluent erythematous and eroded rash on
the legs, sharply demarcated above the knees, with
multiple erosions and crusting

likely to be delayed, as well as mistaken for
cellulitis and burns.
Case Report
A 54-year-old female patient presented with a 2 days
history of erythematous to violaceous eroded lesions
on the knees. The lesions were sharply demarcated
and moderately pruritic (Figure 1). She was treated
for osteoarthritic pain with topical Hypericum perforatum, of 5 days duration. She had a negative history of any other drug intake. The result of routine
complete blood cell count, urinalysis, erythrocyte
sedimentation rate, liver and kidney function tests
were within normal limits. At that time, a possibility
of photocontact dermatitis was raised. Topical Hypericum perforatum treatment was stopped and the
patient was treated with topical corticosteroids and
systemic antihistamines. The eruption resolved
within ten days.

Discussion
Potential patients in the developed world are
increasingly turning to treatment with herbs.
One of the most popular herbs taken for depression is Hypericum perforatum, which contains the potential photosensitizer hypericin.
'Hypericism' is a term used to describe a state
of skin sensitivity to visible light in animals
following ingestion of hypericin-containing
plants and feed [1, 2] Recent investigations
suggest an anti-inflammatory and antibacterial
effect of hyperforin, which is a major constituent of Hypericum perforatum. In a halfside comparison study, it was assessed the efficacy of a cream containing Hypericum extract
standardized to 1.5% hyperforin (verum) in
comparison to the corresponding vehicle
(placebo) for the treatment of subacute atopic
dermatitis. The study design was a prospective
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randomized placebo-controlled double-blind
single center study. Hypericum cream was significantly superior to its vehicle in the topical
treatment of mild to moderate atopic dermatitis
[10]. The therapeutic efficacy of the Hypericin,
originating from Hypericum perforatum, is a
potent photosensitizer known to induce skin
phototoxicity when given systemically. In a
study, it was assessed the time course and
skin histopathology of the phototoxic response
after a single topical application of hypericin
and hypericin acetate, and subsequent irradiation. The results indicate that hypericin is
an effective photosensitizer not only after systemic administration, but also after topical application, especially when applied as its precursor acetate ester [6]. A patient who
developed a severe phototoxic reaction to laser
light at 532 nm and also an exaggerated and
unexpectedly severe response to pulsed dye
laser light at 585 nm is described. It subsequently transpired that the patient was taking
Hypericum perforatum at the time of laser
treatment [9]. Hypericum perforatum extracts
are used mainly as oral antidepressants. Depending on source the extracts contain various
amounts of phenylpropanes, flavonol derivates, biflavones, proathocyanidines, xanthones, phloroglucinoles, some amino acids,
naphtodianthrones (hypericines) and essential
oil constituents. The therapeutic use of Hypericum perforatum extracts however is limited by their phototoxic potential. Hypericum
perforatum extracts demonstrated cytotoxicity
and photocytotoxicity in a dose and UVA-dose
dependent manner. Hypericine itself also
evoked severe phototoxic effects and was thus
identified as the main phototoxic constituent.
Among the tested flavonoids quercitrin was
found to be cytotoxic, while rutin unexpectedly
demonstrated phototoxicity whereas quercitrin
was effective to control the phototoxic activity
of Hypericum perforatum extracts [7, 8].
Observational studies with preparations of Hypericum perforatum have recorded an incidence of adverse events among those treated
of between 1 and 3%. This is some ten times
less than with synthetic antidepressants. The
most common adverse events (1 per 300000
treated cases) among the spontaneous reports
in the official register concern reactions of the
skin exposed to light. Extracts of Hypericum
perforatum are used in the treatment of depression. They contain the plant pigment hyPage 2 of 3
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pericin and hypericin derivates. These compounds have light-dependent activities [11].
Dry skin is associated with a disturbed skin
barrier and reduced formation of epidermal
proteins and lipids. During recent years, skinbarrier-reinforcing properties of some botanical
compounds have been described. Hypericum
perforatum can specifically improve skin barrier and/or promote keratinocyte differentiation in vivo after topical application [5]. Botanical extracts and single compounds are
increasingly used in cosmetics but also in overthe-counter drugs and food supplements.
Topical Hypericum appear promising for atopic
dermatitis. Topical Dynamiclear is a topical
formulation containing copper sulfate and Hypericum perforatum and also only single dose
application may provide a more effective and
convenient treatment option for symptomatic
management of HSV. The Dynamiclear formulation was well tolerated, and efficacy was
demonstrated in a number of measured parameters, which are helpful in the symptomatic management of HSV-1 and HSV-2 lesions in adult patients. Remarkably, the effects
seen from this product came from a single application [3]. The naphthodiantrones hypericin
and pseudohypericin, ingredients of hypericum extracts, are known as potent photosensitizers that may cause phototoxic effects in
grazing animals after excessive ingestion of
hypericum species and in some cases in higher
concentrations of hypericum extracts oder
pure hypericin in humans as well [2].
Hypericum perforatum dermatitis is rare in
the world, it has not been reported previously
in Turkey. The most commonly affected sites
for phototoxic dermatitis are exposed areas on
the arms, legs and face. In our patients, skin
lesions were seen on the knees. Dermatitis
may have a diffuse, patchy appearance if the
sap soaks through the clothing onto the skin.
Although the mildest presentation often lacks
vesicles, the most severe reaction manifests
with bullae and oedema. Without continued
or new exposures, Hypericum perforatum dermatitis resolves untreated in 3 weeks. However, due to the severity of inflammation, oral
and topical corticosteroids and antihistamines
are often used and they do alter the time
course of the disease. We used only topical
corticosteroid and antihistamines in our patient. The diagnosis of phototoxic dermatitis
produced by plants that are not indigenous to
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a particular country may be delayed, as well
as mistaken for cellulitis, burn and especially
when patients present to other specialities.
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