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Drug-induced subacute cutaneous lupus ery-
thematosus (DI-SCLE) has been associated with 
numerous drugs, but there are limited reports of 
its association with aromatase inhibitor anastro-
zole. We report the case of a patient undergoing 
treatment with anastrozole for breast cancer who 
presented with clinical, serological, and histo-
logical evidence consistent with DI-SCLE. Her 
condition quickly began to improve after the use 
of anastrozole was discontinued and hydroxychlo-
roquine therapy was initiated. Cases such as ours 
as well as several others that implicate antiestro-
gen drugs in association with DI-SCLE seem to be 
contradictory to studies looking at the usefulness 
of treating systemic lupus erythematosus (SLE) 
with antiestrogen therapy. Further research on this 
relationship is warranted. 
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Drug-induced subacute cutaneous lupus ery-
thematosus (DI-SCLE) was first described 
in 1985 in 5 patients who had been tak-

ing hydrochlorothiazide.1 The skin lesions in these 
patients were identical to those seen in idiopathic 
subacute cutaneous lupus erythematosus (SCLE) 
and were accompanied by the same autoantibodies  
(anti-Ro/Sjögren syndrome antigen A [SS-A] and 
anti-La/Sjögren syndrome antigen B [SS-B]) and 
HLA type (HLA-DR2/DR3) that are known to be 
associated with idiopathic SCLE. The skin lesions 
of SCLE in these 5 patients resolved spontaneously 
after discontinuing hydrochlorothiazide; however,  
anti-Ro/SS-A antibodies persisted in all except  
1 patient.1 Over the last decade, an increasing  
number of drugs from different classes have been 
implicated to be associated with DI-SCLE. Since 
the concept of DI-SCLE was introduced, it has been 
reported to look identical to idiopathic SCLE, both 
clinically and histopathologically; however, one report 
suggested that the 2 entities can be distinguished  
based on clinical variations.2 In general, patients with 
DI-SCLE develop the same anti-Ro antibodies as 
seen in idiopathic SCLE. In addition, although the  
rash in DI-SCLE typically resolves with withdrawal 
of the offending drug, the antibodies tend to per-
sist. Herein, we report a case of a patient being 
treated with an aromatase inhibitor who presented 
with clinical, serologic, and histopathologic evidence  
of DI-SCLE.
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PRACTICE POINTS
•	  There are numerous cases of drug-induced subacute cutaneous lupus erythematosus (DI-SCLE)  

published in the literature; however, there are limited reports with anastrozole implicated as the  
causative agent. 

•	  Cases of DI-SCLE are clinically and histologically indistinguishable from idiopathic cases. It is important to 
recognize and withdraw the offending agent.
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Case Report
A 69-year-old woman diagnosed with breast cancer 
4 years prior to her presentation to dermatology ini-
tially underwent a lumpectomy and radiation treat-
ment. She was subsequently started on anastrozole  
2 years later. After 16 months of treatment with 
anastrozole, she developed an erythematous scaly 
rash on sun-exposed areas of the skin. The patient 
was seen by an outside dermatologist who treated 
her for a patient-perceived drug rash based on 
biopsy results that simply demonstrated interface 
dermatitis. She was treated with both topical and 
oral steroids with little improvement and therefore 
presented to our office approximately 6 months after 
starting treatment seeking a second opinion. 

Physical examination revealed numerous ery-
thematous scaly papules and plaques in a photodis-
tributed pattern on the chest, back, legs, and arms 
(Figure 1). On further questioning, the patient 
noted that the rash became worse when she was at 
the beach or playing tennis outside as well as under 
indoor lights. A repeat biopsy was performed, reveal-
ing interface and perivascular dermatitis with an 
infiltrate composed of lymphocytes, histiocytes, and 
scattered pigment-laden macrophages (Figure 2). 
Given the appearance and distribution of the rash 
as well as the clinical scenario, drug-induced lupus 
was suspected. Anastrozole was the only medication 
being taken. Laboratory evaluation was performed 
and was negative for antinuclear antibodies, anti-
histone antibodies, and anti-La/SS-B antibodies but 
was positive for anti-Ro/SS-A antibodies (>8.0 U 
[reference range, <1.0 U]). Based on these findings, 
anastrozole-induced SCLE was the most likely expla-
nation for this presentation. The patient was started 
on a sun-protective regimen (ie, wide-brimmed hat, 

daily sunscreen) and anastrozole was discontinued 
by her oncologist; the combination led to moder-
ate improvement in symptoms. One week later, oral 
hydroxychloroquine 200 mg twice daily was started, 
which led to notable improvement (Figure 3). The 
patient was seen for 2 additional follow-up visits, 
each time with sustained resolution of the rash. The 

Figure 2. Histopathology at presentation showed an 
inflammatory infiltrate on low-power (A) and high-power 
magnification (B)(H&E, original magnifications ×10  
and ×40).

Figure 1. Erythematous scaly 
papules and plaques in a  
photodistributed pattern on  
the back (A), right arm, and 
chest (B).
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hydroxychloroquine was then stopped at her last 
visit 3 months after diagnosis. The patient was sub-
sequently lost to follow-up. 

Comment
Presentation of SCLE—Subacute cutaneous lupus 
erythematosus is a form of lupus erythematosus 
characterized by nonscarring, annular, scaly, ery-
thematous plaques that occur on sun-exposed skin. 
The lesions are classically distributed on the upper 
back, chest, dorsal arms, and lateral neck but 
also can be found in other locations.3,4 Subacute 
cutaneous lupus erythematosus may be idiopathic; 
may occur in patients with systemic lupus erythe-
matosus, Sjögren syndrome, or deficiency of the 
second component of complement (C2d); or may 
be drug induced.5 On histology SCLE presents as 
a lichenoid tissue reaction with focal vacuolization 
of the epidermal basal layer and perivascular lym-
phocytic infiltrate. On direct immunofluorescence,  
both idiopathic and drug-induced SCLE present 
with granular deposition of IgM, IgG, and C3 in a 
bandlike array at the dermoepidermal junction and 
circulating anti-Ro/SS-A antibodies. Therefore, his-
topathologically and immunologically, DI-SCLE is 
indistinguishable from idiopathic cases.6

Differential Diagnosis—It was previously thought 
that the clinical presentation of DI-SCLE and 
idiopathic SCLE were indistinguishable; however, 
Marzano et al2 described remarkable differences 
in the cutaneous manifestations of the 2 diseases.  
Drug-induced SCLE lesions are more widespread, 
occur more frequently on the legs, and may be bul-
lous or erythema multiforme–like versus the idio-
pathic lesions, which tend to be more concentrated 

on the upper body and classically present as  
scaly erythematous plaques. Additionally, malar  
rash and vasculitic lesions, such as purpura  
and necrotic-ulcerative lesions, are seen more often 
in DI-SCLE. 

Drug-induced systemic lupus erythematosus 
(DI-SLE) is a lupuslike syndrome that can be dif-
ferentiated from DI-SCLE by virtue of its clinical 
and serological presentation. It differs from DI-SCLE 
in that DI-SLE typically does not present with skin 
symptoms; rather, systemic symptoms such as fever, 
weight loss, arthralgia, polyarthritis, pericarditis, 
and pleuritis are more commonly seen. Additionally, 
it has been associated with antihistone antibod-
ies.4 More than 80 drugs have been reported to  
cause DI-SLE, including procainamide, hydralazine, 
and quinidine.7

To be classified as either DI-SCLE or DI-SLE, 
symptoms need to present after administration of 
the triggering drug and must resolve after the drug 
is discontinued.7 The drugs most commonly associ-
ated with DI-SCLE are thiazides, calcium channel  
blockers, tumor necrosis factor α inhibitors,  
angiotensin-converting enzyme inhibitors, and 
terbinafine, with few cases citing anastrozole as 
the inciting agent.4,6,8,9 The incubation period for 
DI-SCLE varies substantially. Thiazide diuretics and 
calcium channel blockers typically have the longest 
incubation period, ranging from 6 months to 5 years 
for thiazides,1,6,10,11 while calcium channel block-
ers have an average incubation period of 3 years.12  
Drug-induced SCLE associated with antifungals, 
however, usually is much more rapid in onset;  
the incubation period on average is 5 weeks for  
terbinafine and 2 weeks for griseofulvin.13-15 

Figure 3. Drug-induced sub-
acute cutaneous lupus  
erythematosus on the  
back (A) and right arm (B) 
improved 1 month following treat-
ment with hydroxychloroquine. BA
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Antiestrogen Drugs and SCLE—Anastrozole, the 
inciting agent in our case, is a third-generation, 
selective, nonsteroidal, aromatase inhibitor with no 
progestogenic, androgenic, or estrogenic activity. 
Anastrozole, when taken at its recommended dosage 
of 1 mg daily, will suppress estradiol. It is used as an 
adjuvant treatment of estrogen-sensitive breast can-
cer in postmenopausal women. In contrast to a prior 
case of DI-SCLE secondary to anastrozole in which 
the incubation period was approximately 1 month,8 
our patient had an incubation period of approxi-
mately 16 months. Tamoxifen, another antiestrogen 
drug, also has been associated with DI-SCLE.9 In 
cases of tamoxifen-induced SCLE, the incubation 
period was several years, which is more similar to our 
patient. Although these drugs do not have the same 
mechanism of action, they both have antiestrogen 
properties.9 A systemic review of DI-SCLE reported 
that incubation periods between drug exposure and 
appearance of DI-SCLE varied greatly and were drug 
class dependent. It is possible that reactions associ-
ated with antiestrogen medications have a delayed 
presentation; however, given there are limited cases 
of anastrozole-induced DI-SCLE, we cannot make a 
clear statement on incubation periods.6 

Reports of DI-SCLE caused by antiestrogen drugs 
are particularly interesting because sex hormones 
in relation to lupus disease activity have been the 
subject of debate for decades. Women are consider-
ably more likely to develop autoimmune diseases  
than men, suggesting that steroid hormones, especially 
estrogen and progesterone, influence the immune  
system.16 Estrogen actions are proinflammatory,  
while the actions of progesterone, androgens, and 
glucocorticoids are anti-inflammatory.17 Studies in 
women with lupus revealed an increased rate of  
mild- to moderate-intensity disease flares associ-
ated with estrogen-containing hormone replace- 
ment therapy.18-20

Over the years, several antiestrogen therapies 
have been used in murine models, which showed 
remarkable clinical improvement in the course of 
SLE. The precise mechanisms involved in disease 
immunomodulation by these therapies have not 
been elucidated.21-23 It is thought that estrogen plays 
a role in the synthesis and expression of Ro anti-
gens on the surface of keratinocytes, increasing the 
fixation of anti-Ro antibodies in keratinocytes and 
provoking the appearance of a cutaneous eruption in 
patients with a susceptible HLA profile.6 

Conclusion
We report a rare case of SCLE induced by anastro-
zole use. Cases such as ours and others that implicate 
antiestrogen drugs in association with DI-SCLE are 

particularly noteworthy, considering many studies 
are looking at the potential usefulness of anties-
trogen therapy in the treatment of SLE. Further 
research on this relationship is warranted.
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