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A Fixed Drug Eruption to
Medroxyprogesterone Acetate
Injectable Suspension
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PRACTICE POINTS

. Exogenous progesterone from the administration of
the contraceptive injectable medroxyprogesterone
acetate has the potential to cause a cutaneous
hypersensitivity reaction in the form of a fixed drug
eruption (FDE).

. Dermatologists should perform a careful and
detailed review of medication history to evaldate
drug eruptions.

To the Editor:

A fixed drug eruption (FDE)ds a well-documented form
of cutaneous hypersensitivity that typically manifests as
a sharply demarcated, dusky, round to oval, edematous,
red-violaceous macule, or patch on the skin and mucous
membranes. The/lesion, often resolves with residual
postinflammatory " hyperpigmentation, most commonly
as a reaction to ingested drugs or drug components.!
Lesions generally occur at the same anatomic site with
repeated exposure to the offending drug. Typically, a
single site is affected, but additional sites with more gen-
eralized involvement have been reported to occur with
subsequent exposure to the offending medication. The
diagnosis usually is clinical, but histopathologic findings
can help confirm the diagnosis in unusual presentations.
We present a novel case of a patient with an FDE from

medroxyprogesterone acetate, a contraceptive injection
that contains the hormone progestin.

A 35-year-old woman presented to the dermatology
clinie for evaluation of a lesion on the left lower buttock
of 1 year’s duration. She reported periodic swelling and
associated pruritus of the lesion. She denied any growth
in size, and no other similar lesions were present. The
patient reported a medication history of medroxyproges-
terone acetate for birth control, but she denied any other
prescription or over-the-counter medication, oral supple-
ments, or recreational drug use. Upon further inquiry,
she reported that the recurrence of symptoms appeared
to coincide with each administration of medroxypro-
gesterone acetate, which occurred approximately every
3 months. The eruption cleared between injections and
recurred in the same location following subsequent injec-
tions. The lesion appeared approximately 2 weeks after
the first injection (approximately 1 year prior to presen-
tation to dermatology) and within 2 to 3 days after each
subsequent injection. Physical examination revealed a
2X2-cm, circular, slightly violaceous patch on the left
buttock (Figure 1). A biopsy was recommended to aid in
diagnosis, and the patient was offered a topical steroid for
symptomatic relief. A punch biopsy revealed subtle inter-
face dermatitis with superficial perivascular lymphoid
infiltrate and marked pigmentary incontinence consistent
with an FDE (Figure 2).

An FDE was first reported in 1889 by Bourns,* and
over time more implicated agents and varying clinical
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FIGURE 1. Fixed drug eruption to medroxyprogesterone acetate. A
2X2-cm, circular, slightly violaceous patch on the left buttock.

FIGURE 2. Histopathology of @ punch biopsy showed subtle interface
dermatitis with superficial perivaseular lymphoid infiltrate and marked
pigment incontinence (H&E, original magnification x20).

presentations have been linked to the disease. The FDE
can be accompanied by symptoms of pruritus or pares-
thesia. Most cases are devoid of systemic symptoms. An
FDE can be located anywhere on the body, but it most
frequently manifests on the lips, face, hands, feet, and
genitalia. Although the eruption often heals with residual
postinflammatory hyperpigmentation, a nonpigmenting
FDE due to pseudoephedrine has been reported.?
Common culprits include antibiotics (eg, sulfonamides,
trimethoprim, fluoroquinolones, tetracyclines), nonsteroi-
dal anti-inflammatory medications (eg, naproxen sodium,
ibuprofen, celecoxib), barbiturates, antimalarials, and
anticonvulsants. Rare cases of FDE induced by foods
and food additives also have been reported. Oral fluco-
nazole, levocetirizine dihydrochloride, loperamide, and
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multivitamin-mineral preparations are other rare induc-
ers of FDE.>® In 2004, Ritter and Meffert’ described an
FDE to the green dye used in inactive oral contracep-
tive pills. A similar case was reported by Rea et al' that
described an FDE from the inactive sugar pills in ethinyl
estradiol and levonorgestrel, which is another combined
oral contraceptive.

The time between ingestion of the offending agent
and the manifestation of the disease usually is 1 to
2 weeks; however, upon subsequent exposure, the
disease has been reported to manifest within hours.!
CD8" memory T cells have been shown to be major
players in the development of FDE and can be found
along the dermoepidermal junctionfas part of a delayed
type IV hypersensitivity reaction.' Histopathology
reveals superficial and deep . interstitial and perivascular
infiltrates consisting of lymphocytes with admixed eosino-
phils and possibly neutrophils in the dermis. In the epi-
dermis, necrotic keratinogytes can be present. In rare cases,
FDE may have atypicalfeatures, such as in generalized
bullous FDE and nonpigmenting FDE, the latter of which
more commonly is associated with pseudoephedrine.

The differential diagnosis for FDE includes erythema
multiforme, Stevens-Johnson syndrome/toxic epidermal
necrolysis, autoimmune progesterone dermatitis, and
large plaque parapsoriasis. The number and morphology
of lesions in erythema multiforme help differentiate it
from FDE, as erythema multiforme presents with multiple
targetoid lesions. The lesions of generalized bullous FDE
can be similar to those of Stevens-Johnson syndrome/
toxic epidermal necrolysis, and the pigmented patches of
FDE can resemble large plaque parapsoriasis.

It is important to consider any medication ingested
in the 1- to 2-week period before FDE onset, including
over-the-counter medications, health food supplements,
and prescription medications. Discontinuation of the
implicated medication or any medication potentially
cross-reacting with another medication is the most
important step in management. Wound care may be
needed for any bullous or eroded lesions. Lesions typi-
cally resolve within a few days to weeks of stopping the
offending agent. Importantly, patients should be coun-
seled on the secondary pigment alterations that may be
persistent for several months. Other treatment for FDEs
is aimed at symptomatic relief and may include topical
corticosteroids and oral antihistamines.

Medroxyprogesterone acetate is a highly effective
contraceptive drug with low rates of failure.”” It is a weak
androgenic progestin that is administered as a single
150-mg intramuscular injection every 3 months and
inhibits gonadotropins. Common side effects include
local injection-site reactions, unscheduled bleeding,
amenorrhea, weight gain, headache, and mood changes.
However, FDE has not been reported as an adverse
effect to medroxyprogesterone acetate, both in official
US Food and Drug Administration information and in the
current literature.'
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Autoimmune progesterone dermatitis (also known as
progestin hypersensitivity) is a well-characterized cyclic
hypersensitivity reaction to the hormone progesterone
that occurs during the luteal phase of the menstrual
cycle. It is known to have a variable clinical presentation
including urticaria, erythema multiforme, eczema, and
angioedema." Autoimmune progesterone dermatitis also
has been reported to present as an FDE."*' The onset
of the cutaneous manifestation often starts a few days
before the onset of menses, with spontaneous resolution
occurring after the onset of menstruation. The mecha-
nism by which endogenous progesterone or other secre-
tory products become antigenic is unknown. It has been
suggested that there is an alteration in the properties of
the hormone that would predispose it to be antigenic
as it would not be considered self. In 2001, Warin'” pro-
posed the following diagnostic criteria for autoimmune
progesterone dermatitis: (1) skin lesions associated
with menstrual cycle (premenstrual flare); (2) a posi-
tive response to the progesterone intradermal or intra-
muscular test; and (3) symptomatic improvement after
inhibiting progesterone secretion by suppressing ovula-
tion."” The treatment includes antiallergy medications,
progesterone desensitization, omalizumab injection, and
leuprolide acetate injection.

Our case represents FDE from medroxyprogesterone
acetate. Although we did not formally investigate the
antigenicity of the exogenous progesterone, we postu-
late that the pathophysiology likely is similar to.an, FDE
associated with endogenous progesterone. Thisreasoning
is supported by the time course of the patient’s lesion as
well as the worsening of symptoms in therdays following
the administration of the medication. Additionally, the
patient had no history of skin lesions prier to the ini-
tiation of medroxyprogesterone-acetate or similar lesions
associated with her menstrual eycles.

A careful and detailed feview of medication history is
necessary to evaluate FDEs. Our case emphasizes that not
only endogenous but.also exegenous forms of progester-
one may cause hypersensitivity, leading to an FDE. With
more than 2 million prescriptions of medroxyprogester-
one acetate written every year, dermatologists should be
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aware of the rare but potential risk for an FDE in patients
using this medication.™®
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