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DIFFUSE LARGE B-CELL LYMPHOMA AND LUPUS VULGARIS: A TALE OF TWO DISEASES 

 

DĠFFÜZ BÜYÜK B-HÜCRELĠ LENFOMA VE LUPUS VULGARĠS: ĠKĠ HASTALIĞIN HĠKAYESĠ 
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ABSTRACT                                                                                                                                                                                       
Multi-drug resistant tuberculosis is problematic in immunocompromised individuals. In such patients, CD4 

lymphocytopenia appears to correlate with the severity of the disease and with low interferon gamma production in response 

to infection with Mycobacterium tuberculosis. Treatment with interferon gamma may be a useful adjunct therapy in those 

patients. In this report, we describe a patient with idiopathic CD4 lymphocytopenia who presented with diffuse large B cell 

lymphoma after interferon gamma therapy for drug resistant tuberculosis. Gamma interferon treatment may be of benefit to 
patients with impaired cellular immune response. Before that therapy is initiated the clinicians should consider  the patient's 

CD4 cell count considered carefully. 
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ÖZET 

BağıĢıklık sistemi zayıflamıĢ hastalarda çok ilaca dirençli tüberküloz bir problemdir. Bu hastalarda CD4 lenfositopenisi 
hastalığın Ģiddeti ile iliĢkilidir ve mycobacterium tuberculosis enfeksiyonuna yanıt olarak düĢük gamma interferon 

üretiminden sorumludur. Bu hastalarda gamma interferon tedavisi faydalı bir yardımcı tedavi olabilir. Bu yazıda idiopatik 

CD4 lenfositopenisi olan bir hastada çok ilaca dirençli tüberküloz nedeniyle gamma interferon tedavisi sonrası diffüz büyük 

B hücreli lenfoma geliĢmesi tanımlanmaktadır. BağıĢıklık sistemi baskılanmıĢ olan hastalarda gamma interferon tedavisi 

faydalı olabilir fakat bu tedaviye baĢlamadan önce klinisyenler hastanın CD4 hücre sayısına dikkat etmelidirler ve bu bilgi 

tedavi seçeneklerine karar verilmeden önce dikkatli bir Ģekilde düĢünülmelidir. 

Anahtar kelimeler:  Ġdiopatik CD lenfositopenisi, interferon gamma, çok ilaca dirençli tüberküloz, büyük b hücreli lenfoma, 

Epstein Barr virüsü  

 

INTRODUCTION 

Multi-drug-resistant (MDR) tuberculosis is problematic in 

immunocompromised individuals (5). Patients with 

idiopathic CD4 T-lymphocytopenia(ICL) exhibit defective 

production of cytokines such as tumor necrosis factor 

alpha and interferon gamma. The administration of 

interferon gamma to such patients however can lead to an 

improvement in cellular immunity (11) that may potentiate 

the effects of anti-mycobacterial therapy. 

 
 

 

 

We have previously reported on a patient with multidrug-

resistant tuberculosis associated with ICL who also 

exhibited primary amenorrhea, mental retardation and a 

paracentric inversion of chromosome 14(12).  Because of 

her progressive tuberculosis, treatment with interferon 

gamma was initiated. Six months after the discontinuation 

of that therapy, the patient was diagnosed as having diffuse 

large B-cell lymphoma.  

It is unclear whether that type of lymphoma is caused by 

ICL or by a chromosomal abnormality. In this report we 
describe the long-term follow-up of that individual. 
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CASE  

A 19-year-old woman had been admitted to our dermatology 

department with endurated plaque on her nose. The results of 

a skin biopsy of the lesion revealed a granulomatous reaction. 

The diagnosis of cutaneous tuberculosis was based on the 

clinical and histopathologic findings. In this patient, who was 

born to consanguineous parents and was mentally retarted, 

external genitalia and secondary sexual characteristics were 

absent (Figure 1). Antituberculosis therapy both first line 

(isoniazid, ethambutol, rifampicin, pyrazinamide) and second 
line(ciprofloxacin, clarithromycine) had been started and had 

been found ineffective. Because the patient had failed to 

responsol to  treatment, persistent lymphocytopenia (200 

/mm³) and a ratio of less than 1.0 CD4/CD8, ICL had been 

diagnosed. She had also paracentric inversion of chromosome 

14(46 xx, 14 q11-q32) and multiple chromosomal deletions. 

The disease progressed and new lesions developed (Figure 2). 

Six year after clinical diagnosis, polymerase chain 

reaction(PCR) search had revealed the presence of 

Mycobacterium tuberculosis DNA. Because she had not 

demonstrated a response to long courses of treatment, the 
decision to initiate therapy with interferon gamma was made. 

Before treatment with interferon gamma was begun, the 

patient‟s CD4+ T lymphocyte count was 50 mm³. She was 

treated with 50 μg/m2, of subcutaneously administered 

interferon gamma 3 times per week for 5 months (Imukin, 

Boehringer Ingelheim) and received no other medications 

during that time although her condition was evaluated every 3 

weeks. After that regimen, a partial improvement in her 

lesions was noted. During the course of therapy with 

interferon gamma, those lesions decreased in size and became 

less erythematous (Figure 3). Because of a moderate 
elevation of liver enzymes and the development of arthralgia 

and myalgia, interferon gamma therapy was discontinued 

after 5 months of treatment. Six months after the termination 

of that therapy, this patient began to cough and lose weight 

and she exhibited  shortness of breath and hoarseness.  

 

 

   
 

Figure 1 and Figure 2. Absence of secondary sexual 

characteristics & An erythematous ulcerated lesion on the 

face in a patient with ICD and cutaneous tuberculosis. 

 
 

 

 

     
 

Figure 3 and Figure 4. Partial improvement after interferon 

gamma therapy & Computed tomography reveals a 

mediastinal  mass in a patient with diffuse large B-cell 

lymphoma. 

 

A physical examination revealed diffuse lymphadenopathy in 

the supraclavicular, axillary and cervical regions. The results 

of serologic tests showed a prior infection with Epstein-Barr 

virus and abdominal examination indicated hepatomegaly. A 
computed tomographic scan of the thorax showed enlarged 

mediastinal lymph nodes (Figure 4) and excisional biopsy of 

a lymph node specimen revealed dense lymphoid infiltrates 

that had abundant clear cytoplasm. Sclerotic areas were also 

noted. Those findings were consistent with diffuse large B-

cell lymphoma. The patient‟s family refused  treatment for 

this patient and she died 4 months after the diagnosis. The 

family also refused an autopsy.        

 

DISCUSSION          

Lupus vulgaris is a progressive form of tuberculosis that tends 

to occur in individuals with a variable degree of immune 
dysfunction. The diagnosis of cutaneous tuberculosis can be 

difficult, due to its resemblance to many other dermatological 

conditions. The diagnosis is based on clinical and 

histopathological findings. PCR has been shown to be better 

than that of microscopic examination and comparable with 

that of culture. 

For patients in whom cutaneous tuberculosis remains a strong 

possibility, a therapeutic test of improvement after anti 

tuberculotic therapy has been approved as a diagnostic tool 

(1). increasing MDR-TB is a global problem. World Health 

Organisation guideliness for MDR-TB have been established 
for pulmonary tuberculosis but no recommendations are 

available for cutaneous tuberculotic. The reasons for this 

could be that very few cases of MDR-TB have been reported, 

the number of organisms present in the skin lesions is quite 

small and isolation of M. Tuberculosis on culture is low in 

cases of cutaneous tuberculosis. Cutaneous MDR-TB is 

defined as resistance to both isoniazid and rifampicin (13). 

More severe mycobacterial infections and MDR-TB are 

common in patients with ICL. Patients with ICL exhibit 

insufficient production of the proinflammatory mediators 

interferon gamma and tumor necrosis factor-alpha thus 
cytokine-based therapy is one of the last treatment options for 

patients with MDR-TB. Vaccination against Mycobacterium 

vaccae and the administration of interleukin 2 or interferon 

gamma have been promising in the treatment of ICL in small 
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preliminary studies (14). Holland and colleagues used 
interferon gamma in addition to antimycobacterial therapy to 

treat 4 patients with ICL who had a disseminated 

nontuberculous mycobacterial infection. Within 8 weeks of 

the initiation of interferon gamma therapy, those patients 

exhibited a clinical improvement (6). After interferon 

treatment our patient experienced a partial improvement and 

her lesions became smaller and less erythematous.  

Treatment with interferon gamma causes many adverse 

effects. Most common of which are  fatigue, arthralgia, 

myalgia, fever, nausea, vomiting, chest pain and the transient 

elevation of liver enzymes (10). Because of treatment-related 
adverse effects, therapy with interferon gamma was 

discontinued in our patient.   

Diffuse large B-cell lymphoma is the most common type of 

lymphoma in adults and immunodeficiency is a significant  

risk factor for that disease (9). Holland and colleagues. 

reported on an ICL patient with non-Burkitt‟s large cell 

lymphoma that developed during interferon gamma therapy 

for a Mycobacterium avium infection (6). As soon as the 

lymphoma was diagnosed, gamma interferon treatment was 

discontinued and the patient was treated for lymphoma. These 

authors concluded that the patient‟s lymphoma may have 
been associated with the immunodeficiency that causes 

Epstein-Barr virus reactivation. Campbell and colleagues 

described an ICL patient with diffuse large B-cell lymphoma 

that developed several years after. The patient had also 

subclinical evidence of SLE. They concluded that 

immunosuppression resulting from the co-existence of ICL 

and probable autoimmune disease could contribute to the 

development of lymphoma (2). Mediastinal large B cell 

lymphoma is a subtype of diffuse large B-cell lymphoma that 

occurs primarily in young women who always present with a 

mediastinal mass (4). Mediastinal large B-cell lymphoma also 

develops in patients with human immunodeficiency virus and 
appears to occur in patients with a low CD4 T cell count (8). 

Cytogenetic abnormalities of chromosome 9,12 and xq have 

been identified in patients with that type of lymphoma (15) 

and rare cases of  mediastinal B-cell lymphoma with t(14; 18) 

have also been described (7). Mediastinal large B cell 

lymphoma developed in our patient 6 months after the 

termination of treatment with gamma interferon. In patients 

with a healthy immune system, the proliferation of B cells 

infected with Epstein-Barr virus is prevented by cytotoxic T 

cells and a latent infection develops. In immunodeficient 

patients, infected B cells proliferate and B-cell lymphoma 
develops (3). The extent to which Epstein-Barr virus infection 

contributed to the development of lymphoma in our patient 

remains unclear.                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                  

Our case report shows that that clinicians must be aware of 

their patients‟ CD4 +T cell counts before interferon gamma 

therapy is initiated. In patients with MDR-TB, gamma 

interferon treatment is an option but the initiation of that 

therapy should be preceded by multiple evaluations of the 

CD4 T cell count to prevent reactivation of Epstein-Barr virus 

infection. 
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