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Generalized lichen planus developing at the healed sites 
of  erythema multiforme in a human immunodeficiency 
virus‑seropositive patient

Figure 1: Multiple erythematous papules, plaques and target lesions distributed 
all over the back, neck and upper limbs with a few showing central necrotic 
area. The arrows point that lichen planus developed at the same site of healed 
of erythema multiforme lesions Figure 2: Crusted erosions present on the lips

Sir,
A 62‑year‑old man presented with 1‑week history of skin rash all 
on the body, oral erosions and ocular discharge 2 days following 

ingestion of capsule amoxicillin 500 mg three times daily for cough. 
History of evening rise of temperature and weight loss of around 
10% of body weight was present. The patient looked emaciated 
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Figure 3: Histology showing lymphocyte exocytosis, apoptotic keratinocytes, 
basal vacuolar degeneration and moderate dermal and perivascular 
lymphohistiocytic infiltrate (H and E, ×100)

Figure  4: Higher magnification demonstrating multiple apoptotic 
keratinocytes (H and E, ×400)

and had generalized lymphadenopathy. Cutaneous examination 
revealed multiple erythematous papules, plaques and target lesions 
distributed symmetrically all over the body including the palms and 
soles with a few lesions showing central necrosis [Figure 1]. Mucosal 
examination revealed erosions on lips  [Figure 2], bilateral buccal 
mucosa and palate. Ophthalmic examination revealed conjunctival 
congestion and superficial punctate keratitis. A  provisional 
diagnosis of amoxicillin‑induced erythema multiforme was 
made and the patient was started on prednisolone 0.5  mg/kg/day 
orally. A skin biopsy taken from one of the target lesions showed 
orthokeratosis, apoptotic keratinocytes, lymphocyte exocytosis, 
basal vacuolar degeneration and moderate upper dermal and 
perivascular lymphohistiocytic infiltrate; consistent with erythema 
multiforme [Figures 3‑6]. On investigation, the patient was found to 
be positive for human immunodeficiency virus‑1 by enzyme‑linked 
immunosorbent assay method, and his CD4 count was 335/mm3. 
His chest X‑ray features were suggestive of pulmonary tuberculosis 
and lymph node fine needle aspiration cytology showed reactive 
hyperplasia. Other investigations were within normal limits. All the 
erythema multiforme lesions healed over a 3‑week period during 
which prednisolone was tapered and stopped. Two weeks after, 
the patient started to develop multiple violaceous plaques on the 
previously healed cutaneous lesions of erythema multiforme on 
the anterior [Figure 7] and posterior [Figure 8] aspects of the trunk 
and extremities and Wickham’s striae in the oral cavity [Figure 9]. 

Histology of one of the violaceous plaques showed wedge‑shaped 
hypergranulosis, basal vacuolar degeneration, cytoid bodies and a 
subepidermal band‑like lymphocyte infiltrate with a few histiocytes 
and plasma cells [Figure 10]. A diagnosis of lichen planus was made 
and the patient was treated with topical clobetasol cream twice 
daily along with anti‑retroviral therapy  (zidovudine, lamivudine 
and nevirapine) and category‑I anti‑tubercular therapy  (isoniazid, 
rifampicin, pyrazinamide and ethambutol).

Immunologically mediated reactions play a significant role 
in the development of both erythema multiforme and lichen 
planus.1,2 The term “Wolf’s isotopic response” refers to the 
development of a new disease at the site of healed lesions of 
another unrelated disease.3 The interval between the healed 
first disorder and development of the second unrelated disorder 
varies from days to years. The initial dermatosis described in 
Wolf’s isotopic response is most commonly herpes zoster, and 
others being herpes simplex, varicella, vaccination site, burn 
scar, leishmania, etc.4,5 The second dermatosis may be classified 
as granulomatous reactions  (granuloma annulare, tuberculosis, 
sarcoidosis, granulomatous vasculitis), malignant tumors  (basal 
cell carcinoma, squamous cell carcinoma, Kaposi’s sarcoma, 
angiosarcoma, lymphoma, etc.), leukemic infiltrates, dermatoses 
secondary to immunologic dysfunction (pseudolymphoma, lichen 
planus, etc.), infections (tinea, furuncle etc.), comedonal reactions 
and other miscellaneous conditions.4,5 The pathomechanism 
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responsible for Wolf’s isotopic response is not fully understood 
and various speculations include change in immunological 
status such as atypical delayed‑type hypersensitivity reaction 
or immunosuppression, viral hypothesis, vascular hypothesis 

and neural hypothesis. One or more of these factors play role 
in the development of the second disease along “locus minoris 
resistentiae.”5 In our case, the patient developed widespread 
lichen planus [arrows in Figure 8] at the same site of previously 
healed lesions of erythema multiforme [arrows in Figure  1]. 
Kalbarczyk6 and Abraham et  al.1 reported development of 

Figure  5: Histology showing prominent basal vacuolar degeneration, 
basal tagging of lymphocytes, satellite cell necrosis and multiple apoptotic 
keratinocytes (H and E, ×400)

Figure  6: Histology showing prominent basal vacuolar degeneration and 
confluent keratinocyte apoptosis (arrow, H and E, ×400)

Figure 7: Multiple violaceous plaques present all over the anterior aspect of 
the trunk at the same site of healed lesions of erythema multiforme

Figure 8: Multiple violaceous plaques present all over the posterior aspect of 
the trunk at the same site of healed lesions of erythema multiforme. Arrows 
to show that lichen planus developed at the same site of previously healed 
erythema multiforme lesions
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generalized granuloma annulare on the healed lesions of erythema 
multiforme in three patients and speculated the reason to be of 
either Wolf’s isotopic response or Koebner phenomenon.1 The 
Koebner phenomenon is characterized by the development of 
typical skin lesions of an existing dermatosis at sites of injuries 
which was not in our case as the patient did not have any evidence 
of lichen planus before or at the onset of erythema multiforme. 
In our case, the occurrence of lichen planus at the healed sites of 
erythema multiforme is probably due to Wolf’s isotopic response 
rather than an occurrence by chance. The appearance of erythema 
multiforme made the cutaneous sites more prone (locus minoris 
resistentiae) to develop lichen planus by a probable mechanism 
described below. In human immunodeficiency virus‑infected 
individuals, there is an increase in the ratio of CD8+ to CD4+ cells 
and a decrease in the number of skin‑directed CD4+ cells7 and at 
the same time development of erythema multiforme is associated 
with an increase number of epidermal CD8+ cells.8 The above two 
factors may have contributed to development of lichen planus at 
the healed sites of erythema multiforme due to increase in number 
of epidermal CD8+  cytotoxic T cells leading to keratinocyte 
damage.2 In their case report of a postherpetic Wolf’s isotopic 
response, Ise et al., found the presence of skin‑resident memory 
T cells with immune‑phenotype CD45RO+ CD8+ CD69+ within 
the lesional epidermis and postulated the possible role of 
CD8+  skin‑resident memory T cells in the pathogenesis of 
lichenoid reaction.9

Erythema multiforme‑like lesions have been described both 
during the acute human immunodeficiency virus illness and as a 
presentation of secondary syphilis in human immunodeficiency 
virus positive patient.10,11 In our case, prior history of drug intake 
and negative Venereal Disease Research Laboratory test ruled out 
both the conditions.

Review of the literature suggests acitretin as the first‑line agent 
while oral corticosteroids as second‑line therapy for treatments of 
lichen planus. 12 In our case, the patient was treated with topical 
clobetasol for lichen planus because of the coexisting pulmonary 
tuberculosis. We report this case to highlight the rare presentation 

of Wolf’s isotopic response in which lichen planus developed on the 
healed lesions of erythema multiforme.
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Figure 9: Wickham’s striae on the dorsum of tongue (arrow)

Figure 10: Histology showing orthokeratosis, wedge‑shaped hypergranulosis, 
saw‑tooth shaped rete ridges, basal vacuolar degeneration, cytoid bodies and 
subepidermal lymphocytic infiltration (H and E, ×100)
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Upper genital tract infection due to Ureaplasma 
urealyticum: Etiological or syndromic management?
Sir,
In light of the decreasing prevalence of traditional sexually 
transmitted pathogens, genital mycoplasma infections are 
gaining importance.1 The pathogenic role of Ureaplasma spp. 
as a causative agent of upper and lower genital tract infections 
has been well established. If left undiagnosed, it can lead to 
sequelae such as pelvic inflammatory disease, infertility and 
ectopic pregnancy.2,3 However, its role is often underestimated 
due to the difficulty associated with isolating it. We report a case 
of cervical discharge due to infection of the upper genital tract 
with Ureaplasma urealyticum, which also resulted in secondary 
infertility.

A 32‑year‑old woman was referred to the sexually transmitted 
disease clinic, All India Institute of Medical Sciences, New Delhi, 
from the gynecology out‑patient department, with a history of 
persistent vaginal discharge since 4–5 months. There was associated 
occasional dysuria along with pain and heaviness in the lower 
abdomen since 3–4  years. She had one 12‑year‑old living child 
and had suffered three miscarriages. Her menstrual cycles were 

regular. She was married for 15 years and denied having any pre‑ or 
extra‑marital sexual contact. Her husband could not be contacted for 
eliciting history or for examination.

She was diagnosed to have reproductive tract tuberculosis 4 years 
back and had completed a 6  –month course of anti‑tuberculosis 
treatment. Recent endometrial biopsy and aspirate did not show any 
granuloma or acid‑fast bacilli. She was non‑reactive for venereal 
disease research laboratories test and seronegative for human 
immunodeficiency virus, hepatitis B surface antigen and hepatitis 
C antibody.

Speculum examination revealed an odorless, mucoid, nonbloody, 
thick creamy discharge, from the cervical os. However, there was 
no erythema or inflammation of the cervical os or the vaginal walls, 
suggesting the source of discharge to be from the upper genital 
tract [Figure  1]. Cervical motion tenderness was also absent. 
The perianal and perivulval areas were normal. There was no 
inguinal lymphadenopathy or suprapubic tenderness and her pelvic 
ultrasound was normal.
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