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Case presentation

Lichen planus-like drug reaction associated with recombinant human growth hormone therapy in a child
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Abstract

Turner syndrome (TS) is a genetic disease with an incidence rate of between 1:2000 and 1:5000 live female births. The
treatment of TS differs according to age and Recombinant Human Growth Hormone (RHGH) therapy is usually given for the
treatment of short stature in girls with TS in childhood. We describe the first case of a TS patient who presented with a clinical
picture compatible with oral and palmoplantar lichen planus-like reaction during RHGH therapy; spontaneous remission
occurred after therapy suspension.
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Introduction

Turner syndrome (TS) is a genetic disease with an incidence rate of between 1:2000 and 1:5000 live female births [1]. The
phenotypic abnormalities are related to monosomy of the X-chromosome or to many other X-chromosome abnormalities such
as rings, deletions, isochromosomes, and mosaicisms [2].

The degree to which girls are affected is determined by the specific chromosomal abnormality: they may have only a few of
the features associated with the syndrome, but short stature and infertility are nearly always present [3]. Oral findings, such as
malocclusions, premature eruption, crowding of teeth, and alterations in tooth shape, size, and enamel (hypoplasia) have been
observed [4].

The treatment of TS differs according to age and Recombinant Human Growth Hormone (RHGH) therapy is usually given for
the treatment of short stature in girls with TS in childhood [5]. We describe the first case of a TS patient who presented with a
clinical picture compatible with oral and palmoplantar lichenoid reaction during RHGH therapy. Spontaneous remission was
observed after the suspension of therapy.

Case synopsis
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A nine-year-old girl, previously diagnosed as having monosomy of the X-chromosome, reported “feeding difficulties” owing
to burning in the mouth. The burning sensation had appeared one month previously making it difficult for her to eat and she
had lost weight. The patient was under medical care with a cardiologist and endocrinologist and had been receiving HRGH for
two months (Figure 1).

Figure 1. Clinical features of the patient with Turner syndrome showing low-set pinna and webbed neck.

During the physical examination numerous scaly papules were observed on the palms and soles. The lesions of the hands were
seen on the fingers (Figure 2a); lesions on the soles were seen on the internal plantar arch (Figure 2b). The patient reported
itching in both areas. Numerous interlacing white keratotic lines were noted involving labial and buccal mucosa (Figure 2c
and 2d). Biopsy was carried out and histological findings were compatible with lichen planus-like drug reaction (Figure 3a
and 3b).

Figure 2. Pruriginous scaly papules on the fingers and on soles on the internal plantar arch (a and b). Multiplies interlacing white keratotic
lines were noted involving labial and buccal mucosa (c and d)



Figure 3. Oral mucosa with band-like inflammatory cell infiltrate, mainly of lymphocytes at the connective tissue junction (a and b)

Treatment was initiated with topical corticosteroid. Clobetasol propionate 0,05% cream was applied on palmoplantar lesions
and dexamethasone elixir 0,5 mg mouthwash was prescribed for oral lesions three times a day. Significant improvement in the
symptoms was observed after one month of treatment and the palmoplantar lesions completely disappeared whereas the oral
lesions remained present. The patient was monitored and the oral lesions remained stable until the patient discontinued the use
of HRGH and the oral lesions completely disappeared (Figure 4, a and b). The patient continues to be followed up.

Figure 4. Remission of the lesions in oral mucosa after suspension of hormone therapy (a and b).

Discussion

A high prevalence of autoimmunity and associated disease has been reported in TS patients, especially hypothyroidism, celiac
disease, and type | diabetes. Although less common, psoriasis and vitiligo are also reported in the literature [1, 6]. The
occurrence of LP in Turner syndrome patients is rare and there are just a few cases reported in the literature in adult patients
[6, 7]. However, this is the first reported case of LP-like reaction in a child.

The most interesting feature about this case is that the patient had just started to receive HRGH when she first presented with
the clinical signs of the disease, all of which disappeared when the therapy was do discontinued. To our knowledge, just one
similar case has been reported in the literature; a nine-year-old boy with dwarfism who presented with skin-colored discrete
pinpoint papules in the skin and a violaceous, polygonal plaque on the glans penis during the course of HRGH treatment. His
condition was diagnosed as lichen planus and it remained resistant to treatment during HRGH therapy [8].

Lichen planus-like drug reaction or lichenoid drug reactions (LDR) occur when oral and/or cutaneous lesions arise in a close
temporal association with the taking of certain medications and can occur anytime during the drug administration Oral LDR is
uncommon [9]. However, its prevalence is increasing, probably because of the introduction of new categories of medications
[10].

There are no clear or distinct clinical and histologic features that reliably distinguish LDR and lichen planus. The most
accurate way of diagnosing LDR is based on the resolution of the reaction after withdrawal of the suspected inciting drug. If



reintroduction of the drug produces recurrence, the association is confirmed. Nevertheless, this may not be acceptable in
clinical practice. Furthermore, a recurrence may take months to regress after drug withdrawal [9-11]. Hence, the differential
diagnosis of LDR remains problematic and there are no evidence-based studies regarding this condition [9].

Lichenoid drug reactions, such as lichen planus, are T-cell-mediated inflammatory diseases and evidence supports a role of
immune dysregulation in the LDR process mainly involving CD8+ cells [12]. As previous investigations demonstrate that
growth hormone exerts physiological effects on the immune system (increasing thymocyte migratory responses and
intrathymic traffic of developing T cells and peripheral T cell migration) [13, 14] it is possible that HRGH can contribute to
autoimmune diseases progression mediated by T cell such as LDR.

In conclusion, this is the first case report of a lichen planus-like reaction in a TS child receiving HRGH therapy. Although
there is no causal relationship established, it is known that TS patients have a high prevalence of autoimmunity and associated
disease and in this case the growth hormone therapy seems to have had a decisive role in the course of the disease. We
emphasize the need for multidisciplinary attention to TS patients during HRGH therapy.
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