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Abstract: Lichenoid reaction (LR) is clinically and histopathologically similar to lichen
planus (LP), which involves the skin and mucous membrane. LR has identifiable etiology
and can be triggered by systemic drug exposure or any other agents. LR occurs in all racial
groups and is predominantly observed in young adults aged 20—40 years, but can occur in any
age group. Typically, the clinical manifestation of LR is an itchy rash of small (+3—5 mm)
shiny, raised, reddish-purple papules. The rash appears suddenly and commonly affects the
anterior surface of the arm and hand and the back part of the body. We report a rare case of LR
to antihistamines (cetirizine, loratadine) and corticosteroid (methylprednisolone): an adult
female 32-year-old patient, with a chief complaint of burning sensation, a few small rashes
and itching on the anterior surface of the arm after eating seafood and eggs 7 days prior to
admission. From the detailed and chronologic anamnesis of her dietary habits, routine use of
drugs and oral hygiene, and from the histopathological results, we concluded the patient has
lichenoid reaction caused by drugs (antihistamines and corticosteroids).
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Introduction

Lichenoid reaction (LR) is an adverse effect which may be caused by systemic admin-
istration of drugs including antihistamine, corticosteroid and some other triggers.'> The
prevalence of LR has been reported to be approximately 2.4% in the general population
and occurs in women three times more than in men.> Despite the tolerability and safety of
H; antihistamines in humans having been widely established, hypersensitivity reactions
have been reported since the 1940s.*® But LR induced by antihistamines and corticos-
teroids is rarely reported.”® Here, we report a rare case of LR in a 32-year-old adult
female, caused by antihistamines (cetirizine, loratadine) and corticosteroid (methylpred-
nisolone) that were given to the patient for food allergy (seafood, eggs) treatment.

To participate in this study, the patient specifically provided written informed consent
for the publication of the case details and any accompanying images. The study proce-
dure was approved by the Ethical Committee of Wangaya Hospital in Denpasar, Bali,
Indonesia with register number 08/RSUDW/Litbang/2020 and has permission to publish
this study. The study was conducted in accordance with the Declaration of Helsinki.

Case Presentation
A 32-year-old adult female patient reported with a chief complaint of burning
sensation, a few small rashes and itching on the anterior surface of the arm after

eating seafood and eggs 7 days prior to admission (Figure 1).
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Figure | Rash and minimal lesions with itching. (Photo taken by patient herself.)
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Figure 2 Rash and itching on the anterior surface of the left arm and hand, which the patient felt worsen.
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Past medical history; generally the patient felt fit with
a previous history of food allergy caused by seafood and
eggs. No family history of experienced allergic diseases.
On physical (skin) examination were observed on the
anterior surface of the arm a few red papules and itching,
with no local change in temperature.

Progress Note

The patient consulted the general medical practitioner and
was treated with antihistamine (10 mg cetirizine once
a day, orally) and corticosteroid (4 mg methylprednisolone
twice a day, orally) for food allergy treatment. Whenever
she was exposed to antihistamine (10 mg cetirizine) and
corticosteroid (4 mg methylprednisolone), she felt her skin
lesions and itching abruptly increased, which were

predominantly on the anterior surface of the left arm and
hand (unilateral) (Figure 2).

This made the patient come back to the private clinic.
She received another antihistamine (10 mg loratadine
once a day, orally) to increase the therapeutic effect of
antihistamines, but the skin lesions and itching were
worse and full blown immediately. The papules began
over the anterior surface of the left arm and hand asym-
metrically, and spread upwards on the back part of the
body, and she also felt chest discomfort. She was referred
to Wangaya Hospital in Denpasar, Bali, Indonesia when
the skin lesions were worse and she got chest discomfort.
On physical examination, she was fully alert, her axillary
temperature was 37.2 °C, blood pressure 110/70 mmHg,
and pulse rate 88 times/minute regularly. Multiple

Figure 3 Generalized itchy rash lesions (full blown).
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Figure 4 Admission chest radiograph, without any abnormality.

papules appeared all over the body, predominantly on the
anterior surface of the left arm and hand (asymmetric/
unilateral), and the back part of the body was itchy
(Figure 3).

The laboratory data on admission were as follows:
white blood count (WBC)=10.39x10%/uL; with differen-
tial count: neutrophiles, 69.3%; lymphocytes, 23.8%;
eosinophils, 6.9% (increasing the eosinophil plasma
level), without any other abnormalities found in the

blood chemistry panel. She felt chest discomfort, but
the chest radiograph showed no cardiac, pleural or pul-
monary abnormalities (Figure 4).

A skin biopsy was taken from the area with severe skin
lesions on the anterior surface of the left arm. The histo-
pathological examination showed findings consistent with
a lichenoid drug reaction. The epidermis with focal paraker-
atosis and the epidermis with superficial and deeper exten-
infiltrates,
lymphocytes and a few eosinophils. The epidermis had

sion are full of inflammatory numerous
focal parakeratosis (Figure 5).

Detailed histopathological examination revealed the
epidermis with superficial and deeper extension of inflam-
matory infiltrates, numerous lymphocytes and a few eosi-
nophils (Figure 6).

Based on the clinical history and histopathological
review, the final diagnosis was lichenoid reaction in a 32-
year-old adult female, caused by antihistamines (cetirizine,
loratadine) and corticosteroid (methylprednisolone).

The therapeutic approach is discontinuing the previous
drugs (cetirizine, loratadine, methylprednisolone). At a
screening, she was tested with other antihistamines by rapid
desensitization protocol. The Chlor Tri Method (CTM) was
tolerable. Other medicine given was shown to be not toler-
able, such as azithromycin and gentamycin. Finally, the
patient was treated by antihistamine (4 mg CTM) 3 times

Figure 5 The epidermis with focal parakeratosis.
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Figure 6 The epidermis with superficial and deeper extension full of inflammatory infiltrates, numerous lymphocytes and a few eosinophils.

a day, orally. In a week follow-up, the patient had better
condition day by day gradually.

Discussion and the Literature

Review

Lichenoid reaction (LR) may associate with systemic drug
exposure involving the skin, oral mucosa or both.” "' Despite
this, the tolerability and safety of H; antihistamines in
humans have been widely established. The case of hypersen-
sitive reactions has been reported since the 1940s.'

The patient came to consult the general medical prac-
titioner with a complaint of the presence of small papules
and itching on the anterior surface of the arm after eating
seafood and eggs. The clinical finding suggested that her
complaint was caused by food allergy. She was treated
with antihistamine (10 mg cetirizine once a day, orally)
and corticosteroid (4 mg methylprednisolone twice a day,
orally).

Systemic adverse effects of antihistamines are caused
by inhibition of peripheral and central cholinergic and
serotoninergic receptors by antihistamines, inducing dizzi-
ness, drowsiness, nausea, restlessness, dry mouth, pro-
blems with memory, tinnitus, sometimes difficulty of
urination and defecation.'*'*

Also, adverse effects caused by short-term low-dose
corticosteroids such as of the gastrointestinal system

(gastric irritation) and endocrine-metabolic system (hyper-
glycemia) are frequent.'™"’

But LR reported in association with many systemic
medications (antihistamines and corticosteroids) are very
rare. This patient, whenever she was exposed to the drugs
(cetirizine and methylprednisolone) during food allergy
treatment, felt the skin lesions and itching abruptly were
worse. This made the patient come back to the private
clinic. Then, she was treated with another antihistamine
(10 mg loratadine once a day, orally) to increase the
therapeutic effect of antihistamines, but the skin lesions
and itching were worse and full blown immediately. The
papules began over the anterior surface of the left arm and
hand asymmetrically, and spread upwards on the back part
of the body, and she also felt chest discomfort. Based on
the clinical findings, the clinical adjustment was suspicion
of lichenoid reaction caused by antihistamines (10 mg
cetirizine, 10 mg loratadine) and corticosteroid (4 mg
methylprednisolone). She was referred to Wangaya
Hospital in Denpasar, Bali, Indonesia.

Lichenoid reactions reported in association with many
systemic medications are now known such as ACE inhi-
bitors, interferon alfa, antihistamines, lithium, antimalar-
ials, methyldopa, beta-blockers, NSAIDs, carbamazepine,
penicillamine, furosemide, penothiazines, gold, phenytoin,
hydroxycarbamide, proton pump inhibitors, corticosteroids

and sulphonylureas.™'®
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In this case, the suspicious systemic drug administration
triggers were antihistamines (cetirizine 10 mg and loratadine
10 mg) and corticosteroid (methylprednisolone 4 mg).

Theoretically, the histopathologic feature of lichenoid
reaction is that subepithelial infiltrate is more diffuse and
less band like, with deeper extension into the connective
tissue and a more mixed cell population, including eosi-
nophils and plasma cells, perivascular infiltrate and
parakeratosis.”' !

Lichenoid reaction and lichen planus on the micro-
scope characteristics are no different, so detailed ana-
mnesis is more important.**

In this case, from detailed and chronologic ana-
mnesis of her dietary habits, routine use of drugs and
oral hygiene, and from the histopathological results —
epidermis with focal parakeratosis and the epidermis
with superficial and deeper extension of inflammatory
infiltrates, and numerous lymphocytes with a few eosi-
nophils — we concluded the patient had a lichenoid
reaction caused by drugs (antihistamines and
corticosteroids).

The comparison between the literature review and case
are: 2

1. Clinically

a. Literature review, the lichenoid reaction is unilat-
eral lesion / asymmetric; in this case we found rash
and itchy predominance raised on anterior surface of
left arm, hand (asymetric)

b. In less well-established sites like gingiva, lips,
palate; in this case we found Rash and itchy on
back part of the body

c. Association with the triggers; in this case we
found the suspicient triggers: antihistamines and
corticosteroids

2. The histopathological features

Literature reviews are focal parakeratosis, lymphocytes
infiltration, eosinophils; in this case we found the epider-
mis with focal parakeratosis, superficial and deeper exten-
sion of inflammatory infiltrates, numerous lymphocytes
with few eosinophils.

The principle therapy of LR first requires identification
or recognition of the triggering factor, and it is necessary
to avoid these triggering factors. The symptoms typically
reduce after elimination of the suspected drug or other
triggers and one should suppress symptoms as optimally
as possible until there is spontaneous remission.?* 2
Before starting the treatment with the new regimen, we

performed a drug provocation test. She was tested with

other antihistamines by rapid desensitization protocol, and
the Chlor Tri Method (CTM) was tolerable. Another med-
icine given was not tolerable or showed a hypersensitivity
reaction, such as azithromycin or gentamycin. Finally, the
patient was treated by antihistamine (4 mg CTM) 3 times
a day, orally. The patient was observed and the condition
was better day by day gradually.

Conclusions

The adverse drug reactions of antihistamines and corticos-
teroid are common but lichenoid reaction is very rare.
There are many challenges that should be solved step by
step and simultancously with observation. The problems
can occur due to the diagnostic approach and/or manage-
ment cases. It is important for the practitioner to use
antihistamines and corticosteroids in case of cutaneous
reactions before obtaining a certain diagnosis to avoid
improper use of drugs.
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