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  BACKGROUND 
 The differential diagnosis of generalised lymphadenopathy 
includes – among other conditions – sarcoidosis, tubercu-
losis and lymphoma. These three conditions often present 
with similar clinical features – lymphadenopathy, fever, 
malaise, weight loss, respiratory symptoms, hypercalcae-
mia – making the establishment of the diagnosis challeng-
ing. Furthermore, the presence of one condition does not 
preclude the development of another. 

 We present the case of a 62-year-old woman with an 
established diagnosis of sarcoidosis affecting the lymph 
nodes, who subsequently developed high-grade peripheral 
T cell non-Hodgkin’s lymphoma and who was treated for 
presumed tuberculosis at the same time. To our knowl-
edge, there has been only one other report thus far where 
there was concurrent presentation of sarcoidosis, tubercu-
losis and lymphoma, with our case being the fi rst reported 
in the UK. 

 With this report and by reviewing the relevant literature 
we highlight the importance of being aware that these 
conditions can co-exist and that the occurrence of new and 
rapidly progressive symptoms in patients with an estab-
lished diagnosis should alert clinicians to vigilantly search 
for another possible diagnosis.  

  CASE PRESENTATION 
 A 61-year-old woman was referred to our respiratory 
clinic in September 2007 from the haematology depart-
ment where she presented with cervical and axillary lym-
phadenopathy; an excision lymph node biopsy showed 
‘non-caseating granulomatous lymphadenitis’ consistent 
with the diagnosis of sarcoidosis. She appeared systemi-
cally well. She had no respiratory symptoms at the time of 
presentation but complained of dry eyes and mouth and 
of a scaly itchy rash on her upper body, arms and legs; this 
was originally thought to represent cutaneous sarcoidosis 
but was later found to be ‘granuloma annulare’ on skin 

biopsy. Her respiratory examination was normal. A CT 
of neck/thorax/abdomen/pelvis showed enlarged cervical 
and axillary lymph nodes and normal lung parenchyma. 
Her spirometry, full blood count, renal, bone, liver func-
tion tests, autoimmune screen and immunoglobulin profi le 
were also normal. As she was symptomatic and uncom-
fortable due to the enlarged lymph nodes, she was started 
on steroid treatment with prednisolone 40 mg daily and on 
an oral bisphosphonate for bone prophylaxis. 

 Of note, a year earlier in May 2006, she had presented to 
the ENT (ear nose throat) department with an isolated right-
sided cervical lymph node, excision biopsy of which con-
cluded an ‘atypical reactive process’. Her medical history 
included depression, cervical spondylosis, treated cervical 
intraepithelial neoplasia grade 2 (CIN 2), total abdominal 
hysterectomy and bilateral breast augmentation. 

 She responded well to the steroid treatment. By January 
2008 she was taking prednisolone 20 mg daily, her lymph 
nodes had signifi cantly reduced in size and her cutane-
ous lesions had also signifi cantly improved. Her steroid 
treatment was slowly being weaned down and on regular 
reviews in the chest clinic she remained clinically stable 
and asymptomatic. 

 In September 2008, a year after her initial presentation 
to our department, she complained of a 2-month history of 
being unwell with general malaise, loss of appetite, weight 
loss of 5 kg, musculoskeletal pains, gastro-oesophageal 
refl ux, a dry cough, shortness of breath on exertion and 
headaches. On examination she had extensive cervical and 
axillary lymphadenopathy and a palpable spleen. She was 
at that point admitted for further investigation.  

  INVESTIGATIONS 
 On admission, her full blood count showed: normocytic 
anaemia with haemoglobin of 8 g/dl, elevated white cell 
count of 36.8×10 9 /l – with a differential of 30.2×10 9 /l neu-
trophils, 2.2×10 9 /l lymphocytes, 3.5×10 9 /l monocytes, 
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0.52×10 9 /l eosinophils and 0.44×10 9 /l basophils, throm-
bocytopenia with a platelet count of 52×10 9 /l and a nor-
mal clotting profi le. Her blood biochemistry showed: urea 
11 mmol/l, creatinine 130 mmol/l, corrected calcium 2.81 
mmol/l, albumin 30 g/l, C-reactive protein 87 mg/l, nor-
mal liver enzyme profi le, normal immunoglobulin electro-
phoresis, normal parathyroid hormone level and normal 
ACE level. 

 A chest x-radiograph was unremarkable but a non-con-
trast CT of thorax/abdomen/pelvis demonstrated wide-
spread signifi cant lymphadenopathy above and below the 
diaphragm – cervical, axillary, para-aortic, mesenteric and 
inguinal lymph nodes – splenomegaly, two liver lesions 
of unknown signifi cance and a few pulmonary nodules 
( fi gures 1  and  2 ). Stage 4 lymphoma was suspected.   

 Over the next 10 days as an inpatient, she deteriorated 
dramatically. She experienced night sweats and spiking 
fevers in the early hours of the morning. These episodes 
were associated with intermittent confusion and lactic 
acidosis, both of which resolved in the daytime. Her 

white cell count progressively increased and reached 
60×10 9 /l (mainly neutrophils and lymphocytes). 
Repeated septic screening (blood, urine, sputum) was 
negative; she, nevertheless, received intravenous antibi-
otics (meropenem, vancomycin and metronidazole) to 
cover possible sepsis. 

 She underwent an axillary lymph node surgical exci-
sion, histological examination of which showed: a diffuse 
infi ltrate of large atypical lymphoid cells which showed 
considerable nuclear pleiomorphism; immunohistochem-
istry showed that these T-cells expressed CD45, CD2 and 
CD3 and were negative for CD4, CD8, CD30 and ALK; 
in addition there were areas of necrosis and occasional 
multi-nucleated giant cells. These appearances were con-
sistent with a high-grade peripheral T cell non-Hodgkin’s 
lymphoma ( fi gure 3 ). Microbiological examination of the 
lymph node biopsy also showed the presence of acid fast 
bacilli on Zielh-Nielsen stain suggesting active tuberculosis. 
This was, nevertheless, not further confi rmed or proven on 
TB culture.   

 Figure 1    CT thorax showing bilateral axillary lymphadenopathy (arrows).    

 Figure 2    CT abdomen showing retroperitoneal lymphadenopathy (arrow).    
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  DIFFERENTIAL DIAGNOSIS 
   Stage 4 high-grade peripheral T cell non-Hodgkin’s 1. 
lymphoma  
  Possible active tuberculosis  2. 
  On the background of known sarcoidosis.    3. 

  TREATMENT 
 At this point, she was commenced on quadruple antituber-
culous treatment with isoniazid, rifampicin, pyrizinamide 
and ethambutol at the appropriate doses, pyridoxine to 
prevent peripheral neuropathy and also high dose of ster-
oids with dexamethasone 8 mg twice daily (recommended 
by the oncologist for the lymphoma). She also received 
supportive treatment with intravenous fl uids and nasogas-
tric tube feeding.  

  OUTCOME AND FOLLOW-UP 
 Her condition rapidly deteriorated in the course of a few 
days; she became very weak, confused and metabolically 
unstable. She was considered not fi t enough to withstand 
chemotherapy for her stage 4 high-grade lymphoma by the 
oncologists and she died 12 days after the day of admis-
sion to hospital.  

  DISCUSSION 
 Sarcoidosis is a multi-system granulomatous disease of 
unknown aetiology with pulmonary and extrapulmonary 
manifestations. Extrapulmonary sarcoidosis can affect the 
lymph nodes giving rise to lymphadenopathy and sys-
temic features can include fever, malaise and hypercalcae-
mia. 1  Tuberculosis and lymphoma can also lead to similar 
clinical presentations. Thus, it is often diffi cult to establish 
the diagnosis. Furthermore, the presence of one condition 

does not preclude the development of another and this is 
discussed below. 

  Sarcoidosis and lymphoma 
 The association between sarcoidosis and lymphoma has 
been thoroughly reviewed. 2  

 The sarcoidosis-lymphoma syndrome was fi rst described 
by Brincker in 1986. 3  He observed that malignant lympho-
proliferative disease developed at least 5.5 times more 
often than expected in middle-aged patients with chronic 
active sarcoidosis. The syndrome has three characteristics: 
(1) the onset of sarcoidosis precedes the diagnosis of the 
associated lymphoma; (2) the median age of onset of sar-
coidosis in patients who develop lymphoma is greater than 
40 years and (3) Hodgkin’s lymphoma is the most com-
monly associated lymphoma followed by non-Hodgkin’s 
and then other lymphoproliferative disorders. 

 As an explanation for the syndrome, it was specu-
lated that in sarcoidosis, the increased mitotic activity of 
lymphocytes due to the immune infl ammatory response 
in the involved tissues may increase the risk of lym-
phocytes undergoing mutation and subsequent malignant 
transformation. 4  

 Since then, a number of cases with co-existing sarcoido-
sis and lymphoproliferative disorders have been reported 
in the literature. 5  One such report describes the case of 
a 71-year-old woman presenting with fever of unknown 
origin due to sarcoidosis-lymphoma syndrome, as active 
sarcoidosis and B cell lymphoma were found to be concur-
rently present. 6  

 There is confl icting evidence as to whether patients 
with sarcoidosis are more likely to develop a cancer. 
Some studies suggest that sarcoidosis may be a predispos-
ing factor for the development of a lymphoid malignancy 

 Figure 3    H&E slide showing a diffuse infi ltrate of large atypical lymphoid cells consistent with peripheral T cell non-Hodgkin’s lymphoma 
(photomicrograph x40).    
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in affected organs 7  while others dispute such associative 
risk. 8   9  

 In addition to the sarcoidosis-lymphoma syndrome, 
whereby sarcoidosis precedes the development of the 
malignancy by a number of years, there are also patients 
with cancer – and particularly haematological malignancies 
– in whom sarcoidosis subsequently appears. 10  Sometimes, 
but not always, this is seen after antineoplastic treatment 
administration.  

  Sarcoidosis and tuberculosis 
 Both sarcoidosis and tuberculosis are granulomatous dis-
eases. The association of sarcoidosis with tuberculosis is 
complex. 11   Mycobacterium tuberculosis  has been implicated 
in the pathogenesis of sarcoidosis. 12  Tuberculosis has been 
described to precede but also to occur concurrently with 
sarcoidosis, usually as an opportunistic infection in sar-
coidosis patients who are on immunosuppressant treat-
ment. 13   14   

  Sarcoidosis, lymphoma and tuberculosis 
 We found only one other case report whereby concurrent 
presentation of sarcoidosis, tuberculosis and lymphoma 
was reported in a single patient who presented with dysp-
noea, fever and cough. 15  This case bears similarities as well 
as differences to our case, as highlighted below. 

 This patient 15  developed anaplastic T cell lymphoma 7 
years after her initial diagnosis with sarcoidosis. In fact, she 
was completely asymptomatic without any treatment for 
7 years before re-presenting with symptoms of exertional 
dyspnoea and cough. At this point, she was treated with 
systemic steroids for about 9 months but progressively 
deteriorated which led to her admission and establishment 
of the concurrent diagnoses. 

 In our patient, the time interval between the initial diag-
nosis of sarcoidosis and the development of lymphoma 
was much shorter at 1 year. Our patient had been stable 
for one year on systemic steroids before developing new 
and rapidly progressive clinical features – weight loss, fever 
of unexplained origin, cough and shortness of breath, new 
lymphadenopathy and new-onset hypercalcaemia – which 
prompted the pursue of an alternative diagnosis. 

 In the other case, 15  acid fast bacilli were detected on 
Zielh–Nielsen stain but TB-PCR and subsequent culture 
were negative. Nevertheless, she was treated as a case 
of tuberculosis based on clinical suspicion, in view of the 
fact that tuberculosis has relatively high prevalence in that 
region of Turkey. 

 In our patient, an initial ZN stain on the lymph node 
biopsy sample showed the presence of acid fast bacilli. In 
our region in the UK tuberculosis is not very prevalent; 
however, at the time, the patient showed clinical signs 
of sepsis (with elevated neutrophils and repeated sterile 
blood cultures) and was on immunosuppressive medica-
tion (steroids), and was thus treated with anti-TB medica-
tions. Retrospectively, especially in view of the fact that 
the patient died within a few days, we cannot be sure of 

the signifi cance of the acid fast bacilli detected, as tubercu-
losis was not subsequently confi rmed on TB culture. 

 To summarise, we report a rare case – the fi rst in the UK 
– of a 62-year old woman with an established diagnosis of 
sarcoidosis affecting the lymph nodes, who subsequently 
developed high grade T cell non-Hodgkin’s lymphoma and 
tuberculosis, at the same time. This case and the extensive 
review of the literature highlights three important leaning 
points, shown below. 

  Learning points 

 ▶    Lymphoma, sarcoidosis and tuberculosis can present 
with similar clinical features.  
  The three conditions can co-exist.   ▶

  Clinicians should be alerted by the presentation of  ▶

new-onset and rapidly progressive symptoms in 
patients with an established diagnosis – especially 
if they have been stable or on treatment – and to 
vigilantly search for another possible diagnosis.       
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