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Abstract 

 

Cutaneous drug reactions have a wide variety of clinical features.  Lichenoid drug eruptions 

(LDE) are rare and it may be difficult to differentiate them from idiopathic lichen planus. Gold, quinine, 

quinidine and penicillamine are well- known inducers of such eruptions1,2, but there are only a few 

reports of lichenoid eruption induced by 3- hydroxy- 3- methyl- glutaryl coenzyme A ( HMG- CoA) 

reductase inhibitors (statin)2,3.  I described a lichenoid eruption linked to atorvastatin and rosuvastatin. 

His clinical features, in addition to histological findings, helped to establish the diagnosis. The cutaneous 

eruption resolved one month after the cessation of rosuvastatin. and a proposed alternative regimen to 

reduce total cholesterol (TC) and LDL-C in a patient with atherosclerotic heart disease. 

For this case study, the patient gave written informed consent. 

ผื่นแพ้ยาทางผิวหนังแบบไลเคนอยด์ที่ เกิดจากยา rosuvastatin รายงานผู้ป่วยและทบทวน

วรรณกรรม ผื่นแพย้าชนิดไลเคนอยดพ์บไดไ้ม่บ่อย อาการทางคลินิกแยกไดย้ากจากผื่นไลเคนนอยดป์ฐม

ภูมิ ยาที่ท าใหเ้กิดผื่นแพช้นิดไลเคนอยด ์ส่วนใหญ่เกิดจากยาทองค า ควินีนและเพนนิซิลลามีน รายงาน

การเกิดผื่นแพย้าชนิดนีจ้ากยากลุ่มยับยัง้โคเอนไซม ์3-hydroxy-3-methyl-glutaryl coenzyme A (HMG-

CoA) (สแตติน) นอ้ยมาก รายงานผูป่้วยฉบบันีเ้ก่ียวกบัการเกิดผื่นไลเคนอยดท์ี่เชื่อมโยงกับ atorvastatin 

และ rosuvastatin และผื่นผิวหนังหายไปหนึ่งเดือนหลงัจากการหยุด rosuvastatin และใชสู้ตรทางเลือก

การรกัษาลดคลอเลสเตอรอลรวม (TC) และ LDL-C ในผูป่้วยโรคหลอดเลือดหวัใจ 
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Case Report  
 

A 61-year-old man came to rheumatology clinic at Buddhachinaraj Phitsanulok hospital due to 

suffering from a 15 months history of a bilateral numerous pruritic, violaceous papulous eruptions on 

his forearms, hands, thighs, trunk and scalp.  (figure 1)There was neither mucosal nor nail involvement. 

He disclaimed having a fever, a viral infection that had occurred previously, arthritis, allergies, and any 

respiratory, gastrointestinal, or urinary symptoms, red eye, oral or genital ulcer. 

 

 
Figure 1. Multiple lentil sized, shiny, violaceous papules up to1 cm in size. 

 

  Physical examination revealed multiple lentil sized, shiny, violaceous papules up to1 cm in size. 

(Figure1)  His body temperature was normal, his heartbeat was regular at 80 beats per minute, and his 

arterial blood pressure was 1 4 0 / 9 0  mmHg.  There was no evidence of abdominal discomfort, 

lymphadenopathy, hepatosplenomegaly, or abnormal heart–lung or lymphatic examination results. His 

workup was normal for C-reactive protein 2.4 mg/dl (<5 mg/dl). The levels of complement component 

3, and complement component 4 were all within normal ranges. Autoantibodies (anti-nuclear antibodies 

and antineutrophilic cytoplasmic antibodies), and serological testing for hepatitis B and C, and HIV virus 

were all negative.  Hematuria, proteinuria, and granular casts were not detected in the urine analysis. 

Complete blood count including eosinophils , renal, and liver function test were within normal limit. The 

radiograph of the chest was normal.  No more organs were impacted.  Electrocardiography revealed 

normal sinus rhythm, no ST-T change, no chamber enlargement. 

As of May 2021 he was diagnosed triple vessels atherosclerotic heart disease, status post 

percutaneous coronary intervention of right coronary artery. His medicines were atorvastatin, carvedilol, 

enalapril and clopidogrel. Four months later, on August 2022 he developed multiple pruritic 

erythematous papules. He received topical corticosteroids, anti- histamine, and short course of 

prednisolone, his lesions transient improved and flared up again about 3 times.  Then atorvastatin was 

replaced by rosuvastatin on November 2022. His skin lesions continued grew up. He came to hospital 

and skin biopsy on 25 September 2023 revealed; perivascular dermatitis.  The treatment he received 

were topical corticosteroids, anti- histamine, and short course of prednisolone twice a month.  Until 29 
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Febuary 2024, at another hospital skin biopsy was done, and revealed:  parakeratosis, spongiosis, 

irregular acanthosis in the epidermis, superficial infiltration with lymphocytes in the dermis.  Histologic 

diagnosis was Spongiotic dermatitis. The treatment he received were multiple courses of topical 

corticosteroids, anti-histamine, and short course of prednisolone. His lesions briefly regressed and then 

rapidly grew up over and over.  Then he developed diabetes mellitus on May 2024, and empagliflozin 

was prescribed.  The lastest hospital he came performed skin biopsy again.  The information he gave 

was allergic dermatitis, but he had no the histological result, and prescribed him a cyclosporine. He was 

frustrated about the diagnosis and cyclosporine side effects.  Then he came to rheumatology clinic, 

Buddhachinaraj hospital.  I suggested histological reviewing, he was not comfortable going back to 

request a biopsy from the previous hospitals and requested re- biopsy.  Then the 4th skin biopsy was 

performed, and revealed:  Vacuolar interface dermatitis, superficial and deep perivascular lymphocytic 

infiltrates with rare eosinophils and neutrophils.  Acanthosis, spongiosis with parakeratosis and focal 

scale crust with neutrophils collection. No definite vasculitis was seen.  (figure 2) Pathologist comment 

it was consistent with clinical drug eruption. The other differential diagnosis includes contact dermatitis, 

insect bite and other eczematous dermatitis.  Rosuvastatin, enalapril, clopidogrel and carvedilol were 

stopped. I prescribed ezetimibe instead of rosuvastatin, diltiazem for carvedilol and enalapril, aspirin for 

clopidogrel.  Four weeks later, he did’t feel itchy at all and his skin lesion completely regressed.  Then I 

rechallenged enalapril, and two weeks later no new lesion developed. Again, I rechallenged carvedilol, 

and two weeks later no new lesion developed.  Next, Clopidogrel was rechallenged and no new lesion 

developed.  My patient and his wife did’t want to rechallenge rosuvastatin, and I absolutely agree with 

them. Finally his medications are ezetimibe, carvedilol, enalapril and clopidogrel.  

 

 

 

C 
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Figure 2.  a)  Vacuolar interface dermatitis, b) . superficial and deep perivascular lymphocytic 

infiltrates with rare eosinophils and neutrophils. c). Acanthosis, spongiosis with parakeratosis. 

 

Discussion 

  

Lichen planus ( LP)  is an inflammatory, pruritic disease of the skin and mucous membranes, 

which can be either generalized or localized.  It is characterized by distinctive purplish, flat- topped 

papules having a predilection for the trunk and flexor surfaces.  On the surface often white stripes 

( Wickham’ s striae)  might be visible. The lesions may be discrete or coalesce to form plaques. 

Histologically, there is a "saw- tooth"  pattern of epidermal hyperplasia and vacuolar alteration of the 

basal layer of the epidermis along with an intense upper dermal inflammatory infiltrate composed 

predominantly of T-cell lymphocytes. The etiology is unknown. It occurs in the general population at a 

rate of 0.9-1.2 % and oral lesions may be seen in 30-70 % of these patients. It is diagnosed on clinical 

symptoms and biopsy can confirm the diagnosis. It is a self-limiting disease, but recovery might be slow 

an remission occurs in 1- 2 years; oral lichen seems to follow a more chronic course, with a mean 

duration of 4.5 years4,5  

Drug induced lichenoid eruptions ( LDE)  can differ in clinical ( and histological)  aspects from 

lichen planus; next to lichenoid elements, LDE may be accompanied with papular, scaling and 

eczematous lesions. The predilection sites are not different. Clinical correlation can be very useful. Key 

histologic features seen in LDE, that are not common in LP, include the presence of eosinophils and 

the presence of prominent parakeratosis.  The two conditions can be differentiated only by the time 

course of skin or mucous membrane involvement in relation to drug administration and by re-

challenging with the suspected agent. 6 In this patient both clinical and histologic finding were mostly 

compatible with LDE. 

Frequently the lichenoid eruptions occur a few months after starting the drug, but the latency 

may very between days to several years.  The time period from the commencement of the medication 

to onset of drug eruption ranged from 4 days to 7 years with a median of 3 months7. In this patient the 

latent time period of atorvastatin to onset of LDE was 4 months and still continuing after rosuvastatin 

was used.  

The pathogenic mechanism of LDE is not well understood, a type IV allergy is sometimes 

involved. A dose dependency is suggested. Some drugs change surface antigens, whereas other drugs 

change enzyme systems.  These aberrations may precipitate an immune response, in which cytotoxic 

CD8+ T cells are activated, which then cause epidermal damage8,9. For statins no specific mechanism 

was described. 

LDE is most frequently related to β- blockers, captopril, penicillamine, hydrochlorothiazide, 

antimalarials, furosemide, quinidine, non- steroidal anti- inflammatory drugs, tetracycline, quinacrine, 

gold, sulfonylureas, hydroxyurea and methyldopa10.  Although its pathogenetic mechanism is 

a 
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incompletely understood, cell- mediated autoimmune reactions against basal layer keratinocytes are 

thought to be involved10.  3- Hydroxy- 3- methylglutaryl coenzyme A ( HMG- CoA)  reductase inhibitors 

(HMGCRi; statins) are frequently prescribed pharmaceutical products.  Statins are the mainstay of the 

management of elevated low- density lipoprotein- cholesterol ( LDL- C)  levels in patients with high 

cardiovascular (CV) risk. Statin are well tolerated with a good safety profile. 

The most commonly reported side effects of statins are myotoxicity and hepatotoxicity. Statins 

have also been associated with a number of cutaneous conditions. Common adverse skin reactions in 

this group are urticaria, eczema, dermatitis, skin eruption, pruritus, alopecia and angioneurotic edema. 

Beside these, several serious skin reactions are described. Lichenoid drug eruption caused by HMGCRi 

is exceptional.11-17 

Case reports of LDE have been described in association with simvastatin, 18,19 pravastatin, 20,21 

a torvastatin,22,23 rosuvastatin,24 fluvastatin and lovastatin.25 

In patient who had developed LDE from simvastatin and then switched to rosuvastatin, the rash 

came back again.24 And one case developed LDE due to fluvastatin and then switched to lovastatin the 

eruption recurred.25 Active form of statins are structurally similarity, then LDE due to statin may be class 

effect. Nevertheless, establishing a relationship between a suspected agent and the adverse reaction 

was also complicated by multiple drug used in this patient.  Since amlodipine,26,27 clopidogrel28, β-

blocker29- 34 and enalapril35- 37 had been reported drug induced LDE. β- Blockers are noted to have the 

highest occurrence of adverse cutaneous reactions compared with any other antihypertensive 

medication.29 Cross-reactivity among β -blocker agents has not been demonstrated, in five case reports 

of β -blocker induced LDE, no reaction was noted with an alternative - β blocker.32-34 

Carvedilol had never been reported drug induced LDE, then I rechallenged carvedilol.  Two 

weeks later no new lesion developed. Enalapril was the second drug that I rechallenged, and two weeks 

later no new lesion developed.  Next, clopidogrel was rechallenged and no new lesion developed.  

Hence in this case, statin was highly likely to be the offending drug because changing atorvastatin to 

rosuvastatin be equal to rechallenge with another statin also caused lichenoid eruption.  The temporal 

relationship also supported this hypothesis. and a proposed alternative regimen, rosuvastatin to reduce 

total cholesterol (TC) and LDL-C in this patient with ischemic atherosclerotic heart disease. Ezetimibe 

is cholesterol absorption inhibitor, indicated as first- line therapy in the case of proven intolerance to 

statins.38  

 

Conclusion  

 

Statins are generally used in the management of hypercholesterolemia; however, several 

adverse cutaneous events have been observed in patients treated with statins. LDEs are an uncommon 

adverse cutaneous event associated with statin medications.  The new onset of lichenoid dermatitis in 

an individual receiving statin therapy should raise the concern that this skin eruption may be associated 

with the medication.  LDE associated with statin therapy requires discontinuation of the statin.  Active 

form of statins are structurally similarity, then LDE due to statin may be class effect, alternative class of 

medication for the treatment of hypercholesterolemia is usually necessary. 
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