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MFP is time consuming, labor intensive, and insensitive. 
Detection of mutation in the folP1 gene identifies 
dapsone resistance more rapidly, but compared to DNA 
methods, MFP differentiates viable and non-viable  
M. leprae and it reflects clinical efficacy.[1]

Primary dapsone-resistance in Malaysia may increase 
further. Early identification of resistance using 
rapid methods of detection will help maintain the 
effectiveness of the MDT and prevent spread of 
resistant cases. M. leprae cultivation using MFP may 
be used in adjunct to molecular techniques. 
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Alopecia areata in a patient 
receiving infliximab

Sir, 
In the last few years, several tumor necrosis factor alfa 
(TNF-α) antagonists are being used for the treatment 
of chronic immune inflammatory disorders. With their 
increasing use and longer follow-up periods, adverse 
effects including a wide-spectrum of autoimmune 
diseases are emerging as adverse events. We report 
a case of alopecia areata (AA) in a patient receiving 
infliximab for Crohn’s disease.

A 36-year-old white woman with Crohn’s disease 
of 2 years duration was treated with infliximab in 
monotherapy as first-line therapy at an intravenous 
dose of 5 mg/kg, according to the standard schedule, 
for the last 9 months. After the fourth infusion, she 
developed a non-scarring hair loss involving sides 
and occiput (ophiasis area), eyebrows, and eyelashes 
[Figure 1]. She had no nail changes, clinical features 
of collagen vascular disorders, nor personal or family 
history of AA. Blood analysis, including thyroid 
hormones, was normal except for positive anti-nuclear 
antibodies of 1/1280. A biopsy specimen of the scalp 
showed peribulbar lymphocytic infiltrates with a 
reduced number of hairs consistent with AA [Figure 2].  
Therapy with infliximab was discontinued, and she was 
treated with methotrexate at a weekly dose of 25 mg, 
in order to treat her Crohn’s disease and the AA, 
getting total recovery of the scalp hair in 2 months 
[Figure 3]. Furthermore, the anti-nuclear antibodies 
became negative. She continued with methotrexate 
for 4 months for her inflammatory bowel disease, 
with no further alopecia or other adverse event during  
12 months of follow-up. 

AA is an autoimmune inflammatory disease, in 
which T lymphocytes play a central pathogenetic 
role. It is postulated that CD4+ and CD8+ T cells 
directed against hair bulb autoantigens lead to non-
scarring hair loss. Nevertheless, some authors have 
suggested a complex and contradictory role of TNF-α 
in its pathogenesis. In vitro studies have shown that 
TNF-α and interleukin-1-β are potent inhibitors of hair 
follicle growth, by causing distorsion of the dermal 
papilla, vacuolization, and abnormal keratinization of 
the matrix. However, anti-TNF-α agents have shown 
no efficacy in the treatment of AA.[1] 
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TNF-α blocking switches off the primary disease’s 
inflammatory pathway, moving the unblocked 
proximal inflammatory response into an alternative 
signaling pathway. Depending on individual genetic 
susceptibility, this pathway could clinically manifest 
as another immune-mediated disease, such as AA.[2]

Several AA cases have been described during anti-
TNF-α therapy. In the literature reviewed, we found 5 
cases of AA after therapy with infliximab:[3-7] Two cases 
in patients with rheumatoid arthritis, one in a patient 
with psoriasis pustulosa, and other two in patients 
with ankylosing spondylitis. Anti-nuclear antibodies 
titer was available in one case,[4] and was negative. 

AA is usually associated with other autoimmune 
disorders such as vitiligo and thyroid disease, but there 
is little data in the literature about the association of AA 
and Crohn’s disease.[8] Considering that the patient had 
no history of AA, that AA happened after beginning 
treatment with infliximab and that it resolved when 
the anti-TNF-α therapy was discontinued, we believe 
that in our patient, infliximab might have had a 
predominant role in triggering the AA. In addition, the 
fact that the autoantibodies raised during treatment 
with infliximab, and the decrease of them when the 
therapy was discontinued strengthens our hypothesis 
that infliximab may have caused this autoimmune 
phenomenon. Taking into account that different TNF- α  
inhibitors have shown to induce diverse biological 
and clinical effects, AA may have been induced by 
infliximab, but other TNF- α inhibitors could not have 
led to the disease. On the other hand, MTX may have 
had some influence in the clinical course of AA. In 
conclusion, we describe the first case of AA during 
infliximab therapy in a patient with Crohn’s disease.

Nerea Ormaechea-Pérez,  
Arantxa López-Pestaña,  

Ana Isabel Muñagorri-Santos1,  
Ane Jaka Moreno, Anna Tuneu-Valls
Departments of Dermatology, and 1Gastroenterology,  

Hospital Donostia, San Sebastian, Spain 

Address for correspondence: Dr. Nerea Ormaechea Pérez,  
Paseo Doctor Begiristain, Department of Dermatology,  
Hospital Donostia, San Sebastian, CP: 20014. Spain.  

E-mail: nereaorma@hotmail.com

REFERENCES

1. Beccastrini E, Squatrito D, Emmi G, Fabbri P, Emmi L. Alopecia 
areata universalis during off-label treatment with infliximab in 
a patient with Behçet disease. Dermatol Online J 2010;16:15. 

Figure 1: Non-scarring alopecic patches involving ophiasis area 
and eyebrows

Figure 2: Scalp biopsy histology showing peribulbar lymphocytic 
infiltrates (H and E, ×40)

Figure 3: Almost complete re-growth after infliximab cessation

Infliximab is a chimeric monoclonal antibody against 
TNF- α that is used to treat autoimmune diseases. 
However, it has been associated with the development 
of other autoimmune disorders such as psoriasis, 
granuloma annulare, or vitiligo. It is proposed that 
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A unique case of thrombosis  
in Behçet’s disease with 
methylene tetrahydrofolate 
reductase homozygous 
polymorphism and raised 
homocysteine levels

Sir,
Behçet’s disease is a chronic multisystem  
inflammatory disorder characterized clinically 
by recurrent oral and genital ulcers, skin lesions,  
posterior uveitis, and rarely systemic involvement 
in the form of arthritis, vascular thrombosis, 
gastrointestinal tract and central nervous system 
features. We report here a case of Behçet’s disease who 
presented with deep vein thrombosis (DVT) associated 
with homozygous methylene tetrahydrofolate 
reductase (MTHFR) mutation and raised homocysteine 
levels. 

A 17-year-old male presented with multiple, 
recurrent, painful oral ulcers of 6 years duration 
with about 10 episodes per year. He also gave history 
of two episodes of painful genital ulcers in last 2 
months. He gave history of an episode of acute-onset 
painful swelling of left lower limb a month ago. 
Prior to presenting to us for the orogenital ulcers, he 
was evaluated for the leg swelling by a hematologist 
wherein Color Doppler of the left lower limb had 
confirmed DVT along left common femoral vein and 
superficial femoral vein. He was managed with Inj. 
low molecular weight heparin (LMWH) followed by 
Tab. Warfarin 5 mg daily. 

Dermatological examination at our center revealed 
an oval, punched-out, tender ulcer on the lower 
lip, measuring 1.5 × 1 cm [Figure 1a]. A 2 × 2 cm 
sized tender, punched-out ulcer was present on the 
left hemiscrotum [Figure 1b]. There was a solitary 
pustule on the dorsum of left foot [Figure 1c] and 
multiple hyperpigmented polysized discrete to 
coalescent macules arranged in a linear fashion 
along the left leg [Figure 1d]. Acneiform lesions were 
also present on the trunk. Pathergy was positive. On 
ocular examination, there were no features of uveitis 
or retinitis.

Investigations revealed normal blood counts and 
biochemical parameters. Erythrocyte sedimentation 
rate (ESR) was elevated with 45 mm fall in first hour 
(Wintrobe’s method). Ultrasound (USG) abdomen, 
magnetic resonance imaging (MRI) abdomen and chest 
were normal. Skin biopsy from the genital ulcer as well 
as the pustular lesion on the foot showed perivascular 
and periadnexal mixed inflammatory cell infiltrate 
comprising neutrophils and lymphocytes, consistent 
with Behçet’s disease [Figure 2]. Both human leukocyte 
antigen (HLA)-B51 and -B5 were negative. Prothrombotic 
investigations done in the form of protein C, protein S, 
prothrombin III gene mutation, antithrombin III, 
anticardiolipin antibodies ( ACLA)/lupus anticoagulant, 
and C3, C4 levels were within normal limits (WNL). 
However, serum homocysteine levels were raised  
(38 µmol/l with normal range = 2.2–13.2 µmol/l) and 
MTHFR gene polymorphism was found to be homozygous 
positive. The patient was initially started on Tab. 
Dapsone 100 mg once daily and Tab. Folic acid 5 mg/day. 
He showed significant improvement in the ulcers after 2 
weeks of Dapsone. Tab. Warfarin was reduced to 2.5 mg 
alternate day and later tapered off. Dapsone was stopped 
after 4 weeks. Patient was started on Tab. Azathioprine 
50 mg BD as a part of immunosuppressive therapy to 

Azhar
Rectangle

Azhar
Rectangle

Azhar
Rectangle


