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Abstract
We report a 42 year old male who was an interesting case of “idiopathic CD4 
lymphocytopenia”(ICL) in a non-HIV adult with-extra pulmonary tuberculosis 
along with the diffuse splenic calcification and whose symptoms improved with 
Antitubercular treatment. He was found to have low CD4 counts on two occasions.
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Introduction

The decrease in CD4 counts has 
varied detrimental effects on the 

immune system of the body leading 
to various opportunistic infections. 
It was described way back in 1992 
that a syndrome mimicking Human 
Immunodeficiency Virus (HIV) Infection 
can occur without any evidence of 
HIV-1, HIV-2, HTLV-I, or HTLV-II or 
any other associated immunodeficiency 
but with the presence of a persistent 
isolated low CD4 lymphocyte values (of 
less than 300 cells/mm3 or 20% of total T 
cells on a minimum of two occasions).1,2

T h e s e  v e r y  r a r e  s u b s e t s  o f 
patients present with opportunistic 
i n f e c t i o n s  a n d  m o r e  c o m m o n l y 
manifest  with cryptococcosis  and 
n o n - t u b e r c u l a r  m y c o b a c t e r i u m 
infections and progressive multifocal 
leukoencephalopathy.3-5 It has also been 
postulated that this lymphocytopenia 
may exist long before the opportunistic 

infections are documented as there 
have been reports of asymptomatic 
patients with low CD4 counts.6 

Case Report

Our patient was a 42 year old male 
born of 2nd degree consanguineous 
marriage. He had recurrent fever with 
suppurative ear infections, weight 
loss and grade III dyspnoea. He had 
a chronic cough with scanty mucoid 
expectoration over the past 3 months.

He had a bilateral conductive hearing 
loss  and he gave a past history of 
recurrent otitis media for which he had 
undergone bilateral tympanoplasty. He 
also was diagnosed to have anaemia 
of chronic disease 2 years prior to 
admission and he also recovered from a 
severe community acquired pneumonia 
caused by Streptococcus pneumoniae a 
year back.The patient was emaciated 
with a body mass index of 18 kg/m2 
and anaemic with grade 1 clubbing and 
a mild pitting pedal oedema with no 
generalised lymphadenopathy.

He had a mild tender hepatomegaly 

w i t h  m i n i m a l  a s c i t e s  w i t h  n o 
splenomegaly and his  respiratory 
examinat ion was ini t ia l ly  normal 
and subsequently he developed a 
mi ld  pleural  e f fus ion during the 
course of follow up. He constantly 
complained of a mild headache and 
subsequently developed terminal neck 
stiffness.  His blood investigations 
revealed a Haemoglobin of 9.6 gm/dl 
with the peripheral smear showing a 
normocytic hypochromic anaemia and 
his serum Ferritin was found to be 1102 
ng /dl, with a TIBC of 167.8 mcg/dl 
indicating anemia of chronic disease. 
His anti-nuclear antibody (ANA) and 
HIV-ELISA were negative and thyroid 
function tests and renal function tests 
and blood sugars were normal.

His sputum was negative for acid 
fast bacilli (AFB) in both microscopic 
e x a m i n a t i o n  a n d  b y  t h e  n u c l e i c 
ac id  ampli f icat ion tes t .  His  l iver 
function tests showed a mildly raised 
transaminases with a normal serum 
alkaline phosphatase and bilirubin 
levels. The serum protein was 6.3 mg/
dl and albumin was 2.9 mg/dl and 
serum globulin 3.4 mg/dl.  He had 
normal urine and stool examination 
with normal lipid and clotting profile. 
Echocardiograpy and bronchospcopy 
was normal and the bronchoalveolar 
lavage fluid was negative for AFB. 
During the course of the illness he 
developed left sided pleural effusion 
and mild Ascites and also complained 
of  headache with a terminal  neck 
stiffness. His ascitic fluid ADA and 
CSF ADA levels were normal and their 
culture did not grow any organism nor 
show any evidence of malignancy.

C h e s t  r a d i o g r a p h  s h o w e d 
medias t ina l  widening  (F igure  1 ) 
Trans-bronchial needle biopsy of the 
mediastinal node did not yield much 
results and mediastinal lymph node 
biopsy specimen obtained through the 
transesophageal route was positive for 
AFB (Figure 2). His CD4 counts on 2 

Fig. 1:  Chest X-ray showing mediastinal 
meaning the splenic calcification 
at left hypochondrium

Fig. 2: Biopsy specimen of mediastinal 
node showing AFB
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occasions 6 weeks apart were 250 cells/
mm3 and 275 cells/mm3 with a CD4/
CD8 ratio of 0.44. CT abdomen showed 
diffuse splenic calcification along with 
renal calcification, omental calcification 
and a discrete calcific node in the 
periportal and peripancreatic region 
(Figure 3). PET scan (Figure 4), lymph 
node biopsy, cytological analysis of 
pleural ,  peritoneal,  CSF and bone 
marrow did not show any evidence of 
malignancy.

The levels of Immunoglobulin A was 
0.57 (0.7 - 4.0 g/L), Immunoglobulin 
G was less than 1.3 (7 - 16 g/L) and 
Immunoglobulin M was 27.70 (0.4 
- 2.3 g/L), with normal Serum ACE 
levels. We came to a final diagnosis 
of Disseminated TB with idiopathic 
CD4 lymphocytopenia (ICL) as he 
had the features of TB meningitis, 
pleural effusion and ascites, besides 
the demonstration of AFB from the 
mediastinal node. He started showing 
symptomatic improvement after he 
was  ini t ia ted on ant i tuberculosis 
treatment and opportunistic infections 
prophylaxis as in a HIV patient.

Discussion

Idiopathic CD4 lymphocytopenia 
(ICL) is a very heterogeneous clinical 

entity and the pathogenesis has been 
linked to an accelerated apoptotic 
function and a diminished proliferative 
capacity of the T lymphocytes leading 
on to a multitude of opportunistic 
infections in the affected individual.7 

It has been reported that in 15% of 
patients there occurs a spontaneous 
reversal of the lymphocytopenia. No 
micro-organism has been linked to the 
transmission of this clinical entity, but 
there occurs commonly, an associated 
hypogammaglobulinemia, as was also 
found in our patient.There is no inter-
human transmission documented and 
there is also no specific endemicity for 
this entity.5 

The loss of naive T-cells, decreased 
CD-127 (IL-7 receptor ) expression, 
together with increased serum IL-7 
have been postulated to be the cause of 
this clinical entity.8 This syndrome can 
be confirmed if there is a persistent low 
CD4 cell counts which has been tested 
at least 6 weeks apart with no associated 
HIV infection and with no documented 
therapies that reduce the CD4 counts.8,9 
In our patient the CD4 was less than 300 
cells/mm3 in more than one occasion 
in a 6-week interval period with no 
evidence of any associated immuno-
compromised  condi t ion ,  thereby 
conf i rming  the  d iagnos is .  Extra -
pulmonary tuberculosis (mediastinal 
node involvement, pleural effusion, 
ascites, TB meningitis) as evidenced by 
the detection of acid fast bacilli in the 
biopsy specimen along with the diffuse 
splenic calcification, necessitated the 
initiation of antitubercular drugs along 
with co-trimoxazole prophylaxis to 
prevent other dreadful opportunistic 
infections.

E ve n  t h o u g h  t h e  C S F ,  a s c i t i c 
fluid and pleural fluid ADA levels 

were normal and cytology did not 
contribute to the diagnosis of TB, 
the patient was initiated on ATT on 
the basis of histopathology findings 
and the patient’s symptoms started 
improving after  3  weeks.  Though 
there are novel therapeutic measures 
like interleukin-2, interferon-gamma, 
interleukin-7 and hematopoietic stem 
cell transplantation, the management 
of ICL is focussed on the treatment of 
opportunistic infections and supportive 
care which we had provided to our 
patient.10

Conclusion

Ours was a rare case of extrapulmonary 
TB with extensive splenic calcification 
with idiopathic CD4 depletion and 
h y p o g a m m a g l o b u l i n e m i a .  T h i s 
case  highl ights  the occurrence of 
disseminated TB in a rare setting of 
adult onset primary immunodeficiency 
syndrome and we conclude by stating 
that a high index of suspicion has to 
be maintained for earlier identification 
so as to achieve good response to 
the  avai lable  l imited therapeut ic 
interventions.
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Fig. 3:  CT scan (A) and PET scan images 
(B) showing diffuse splenic 
calcification

Fig. 4:  PET scan image showing the 
mediastinal lymph node
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