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Autoimmune progesterone dermatitis (APD) is an 
uncommon condition and often a diagnostic challenge. It 
is characterized by hypersensitivity to progestogens that 
manifests clinically in a cyclical manner beginning some days 
before onset of menstruation and resolving during or shortly 
after the menstrual period.  

Clinical presentation is extremely variable, the most 
common forms being urticaria and eczematous dermatitis. 
Other manifestations include morbilliform exanthema, bullous 
eruptions, erythema multiforme, and even purpura [1,2].

The first symptoms can arise as early as menarche, although 
onset during pregnancy or after hormonal therapy is common.

No specific histopathologic features have been described. 
Diagnosis is based on the clinical history and confirmed by a 
positive intradermal test with progesterone.

Therapy usually involves suppression of ovulation using 
different strategies, including contraceptive pills, GnRH 
analogues, and danazol. Other options in refractory cases are 
desensitization [3] and, as a last resort, bilateral oophorectomy.

We report the case of a 50-year-old woman who was 
diagnosed with atopic dermatitis 12 years ago. She had 
experienced clinical worsening during the last 2 years and 
received cyclosporine (200 mg daily) owing to the failure of 
previous treatments (topical and oral corticosteroids, bilastine, 
pimecrolimus, UV-B phototherapy, and off-label omalizumab). 
Skin biopsy revealed spongiotic dermatitis with no other 
findings. The patient was referred to our cutaneous allergy 
unit for patch testing, which yielded negative results with 
the Spanish baseline series. During history taking, the patient 
reported that she had been experiencing cyclical flares of her 
dermatitis over the last 6 months, involving mainly the face 
and neck (Figure, A). The flares started on days 8-12 of the 
menstrual cycle and resolved on days 1-2 of menstruation.
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We suspected APD and performed prick and intradermal 
tests with medroxyprogesterone up to 50 mg/mL in aqueous 
solution. The results were negative. This test was repeated 
3  weeks after cyclosporine was discontinued, and a late 
positive reaction (30 hours) to the prick and intradermal test 
was obtained, with erythema and papules that took >48 hours 
to resolve (Figure, B).

After gynecologic assessment, the patient was started on 
nasal nafarelin, a GnRH analogue (400 µg daily). The drug was 
well tolerated, and the next flare was of much lower intensity. 

In parallel, the cyclosporine dose was tapered by 50 mg 
every other week until complete withdrawal.

Four months later, nasal nafarelin was replaced with 
triptorelin (monthly 3.75-mg injections), since this was more 
comfortable for the patient, leaving the first option as rescue 
medication.

Once the patient started therapy with nafarelin, the dose 
of oral deflazacort was reduced to only 15-30 mg on 1-2 days 
per month to manage occasional flare-ups of dermatitis, 
which at that time were almost controlled with topical 
methylprednisolone aceponate. 

Four months later, atopic dermatitis and APD were 
well controlled, although the patient developed oral allergy 
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syndrome with recurrent dermatitis outbreaks that were 
initially related to the ingestion of apple and herb juice.

Prick tests and specific IgE to environmental allergens and 
foods yielded positive results (Figure, C). Nuts, apple, and 
peach, which contain lipid transfer protein, were considered 
clinically relevant. No clinical correlations were observed 
for the other foods to which the patient was sensitized. Oral 
symptoms and flare-ups of dermatitis resolved when the culprit 
foods were avoided, and the lesions of atopic dermatitis were 
better controlled.

The patient’s APD symptoms are now minimal, with well-
tolerated, faint facial erythema once or twice monthly. 

Provided that APD was controlled, and taking into 
account possible long-term adverse effects, we reduced 
the dose of triptorelin to 1.87 mg and increased the dosing 
interval to 6 weeks for 2 additional doses. The patient stopped 
triptorelin 8  months ago without worsening, even after 4 
menstrual cycles, and with detectable serum progesterone 
levels. Current therapy for atopic dermatitis consists only of 
emollients and occasional applications of methylprednisolone 
aceponate cream.

We report a complex and unusual case, in which different 
forms of allergic disease co-occur, namely, atopic dermatitis, 
APD, and food allergy.

We infer that the patient had had atopic dermatitis for 
over 12 years, with significant worsening in the last 2 years, 
probably related to superimposed APD that could be suspected 
because she reported cyclical aggravation of her dermatitis 
during the previous few months. The patient has taken oral 
contraceptives containing progestagen for dysmenorrhea 
(between the ages of 18 to 23 years and for some months 
at age  42). Once APD was controlled, the noncyclical 
manifestations of atopic dermatitis improved considerably, 
thus enabling withdrawal of cyclosporine and reducing the 
need for oral corticosteroids.

The negative result of the first intradermal test with 
medroxyprogesterone, while the patient was still receiving 
cyclosporine, along with the positive late reaction observed 
3 weeks after stopping the drug, supports the hypothesis that, 
in this case, the pathogenetic mechanism depends on a type IV, 
T cell–mediated hypersensitivity reaction. This contrasts 
with most previously published cases, in which immediate 
reactions predominate. We found only 1 report describing a 
late reaction [4]. It is noteworthy that cyclosporine inhibited 
the intradermal test, yet it was not able to control APD 
outbreaks. This observation could be explained by assuming 
that endogenous progesterone was probably a stronger 
immunologic stimulus than the concentration of intradermal 
progestagen. 

Suppressing ovulation for 12 months undoubtedly 
modified the course of APD, with the result that the patient 
could tolerate endogenous progesterone, as she had normal 
menstrual cycles after stopping triptorelin.  

Type I IgE-mediated hypersensitivity is an aggravating 
factor in atopic dermatitis. The clinical expertise of the 
physician is crucial in determining the relevance of allergic 
sensitizations detected by prick testing or in vitro tests 
and the potential role that allergen exposure might play in 
specific cases [5]. In the patient we report, sensitization to 

	 Prick Test, mm	 Specific IgE, kU/L

LTP (Pru p3)	 5×5	 3.38

Corn	 5×5	 2.36

Almond	 3×3	 ND

Hazelnut	 3×3	 0.03

Peanut	 3×3	 0.05

Strawberry	 3×3	 ND

Apple	 3×3	 0.21

Peach	 3×2	 ND

Artemisia	 3×3	 0.08

Dog dander	 3×3	 ND

Cat dander	 4×4	 ND

C

BA

Figure. A, Involvement of the face and neck (arrows). B, Intradermal test 
with medroxyprogesterone 50 mg/mL. Positive result after 30 hours. 
C, Positive prick test and specific IgE. ND indicates not done; LTP, lipid 
transfer protein.
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The clinical manifestations of contact dermatitis are 
varied and present as either eczematous or noneczematous 
eruptions [1]. Lichenoid contact dermatitis (LCD) is a rare 
noneczematous form of contact dermatitis. It is caused by 
multiple factors, including exposure to plants, drugs, and 
chemicals [2]. Nonetheless, to the best of our knowledge, 
lichenoid contact dermatitis induced by an acupoint herbal 
patch (AHP) with Semen Sinapis Albae (SSA) has never 
been reported. 

A 55-year-old Chinese man was evaluated for a 4-month 
history of nummular eruptions on an area treated with AHP. He 
had a 14-year history of chronic obstructive pulmonary disease 
with repeated exacerbations in winter. Following a prescription 
from a herbalist, AHP with SSA seeds was applied twice, on 
June 12 and 22, 2017. Twenty-four hours after the second 
application, each patch was detached with no noticeable 
cutaneous abnormalities. One month later, pruritic erythema 
and pin-sized papules appeared at the site. The primary 
eruptions became progressively pigmented and coalesced and 
did not fade with discontinuation of SSA or recede with the 
administration of topical corticosteroids and antihistamines. 
The patient was otherwise in good health and denied exposure 
to SSA before treatment of AHP. Skin examination revealed 
multiple nummular lesions distributed bilaterally along the 
spine, each overlaying a specific Back-shu acupoint. The 
lesions comprised demarcated erythematous macules and 
plaques. Some of the lesions were entirely pigmented or 
overlapped with pin-sized papules (Figure, A). A skin biopsy 
displayed parakeratosis, acanthosis, and focal spongiosis 
in the epidermis. An infiltration of band-like mononuclear 
cells was visible along the dermoepidermal junction. There 
was no evidence of liquefaction of the basal cell layer or 
hyaline bodies (Figure, B). The patient was diagnosed with 
lichenoid contact dermatitis induced by SSA. The lesions 
did not improve with 1 month of topical application of 0.1% 
tacrolimus and persisted during follow-up. 

The remedy of AHP was firstly introduced in the Chinese 
medical book Prescriptions for Fifty-two Diseases written in 
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the panallergen lipid transfer protein could have caused 
atopic dermatitis before the onset of symptoms of oral allergy 
syndrome, although with no clear clinical correlation. In any 
case, avoidance of clinically relevant culprit foods (all of which 
contain lipid transfer protein) eventually helped to optimize 
control of atopic dermatitis, thus highlighting the importance of 
a thorough allergology work-up in difficult-to-control disease, 
in addition to merely prescribing symptomatic treatment.
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