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ABSTRACT
Diffuse infi ltrative lymphocytosis syndrome (DILS), a particular feature of HIV infection, is defi ned by the oli-
goclonal expansion of CD8+ T lymphocytes in response to HIV antigens. This syndrom is often associated 
with lymphocytic infi ltration of various organs, especially the salivary glands, followed by the onset of symp-
toms of Sjögren’s-like syndrome (xerostomia and xerophthalmia). The lung is the most common extra glan-
dular site affected during the evolution of the disease, causing a clinical and imaging pattern of interstitial 
pneumonia.
We describe a case of a 43-years-old patient with HIV infection who presented, at the time of diagnosis, a 
clinical Sicca syndrome and interstitial pneumonia highly suggestive for PCP. Initial biological evaluation 
showed a high CD8+ lymphocytosis (8819/mm3) which raised the suspicion of DILS. Simultaneously, acute 
CMV infection with CMV pneumonitis was confi rmed. The subsequent investigations ruled out the diagnosis 
of PCP, autoimmune diseases and malignancies. This case has some peculiarities related to HIV infection 
(higher viral replication [HIV RNA 115,000,000 cp/mL], acute HIV infection being excluded), and acute CMV 
infection associated with CD8+ lymphocytosis syndrome with common clinical and biological features.
The clinical and laboratory evolution was favorable under treatment with ganciclovir, corticosteroids and an-
tiretroviral drugs.
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6PREZENTARE DE CAZ

INTRODUCTION

Infection with human immunodefi ciency virus 
(HIV) causes a progressive decrease of CD4+ T 
cells and therefore patients are at risk for develop-
ing opportunistic diseases. Normally the CD8+ T 
cell population increases in the initial phase of HIV 
infection as part of the host immune response 
against HIV antigens (1). This response is not sus-
tained and is followed by a subsequent decline in 
the CD8+ T cells during disease evolution. How-
ever, persistent expansion of the CD8+ lympho-
cytes is observed in two related settings: diffuse 

infi ltrative lymphocytosis syndrome (DILS) and 
HIV associated CD8+ lymphocytosis syndrome 
(1,2). 

DILS is defi ned as a oligoclonal expansion of 
CD8+ T lymphocytes and lymphocytic infi ltration 
of various organs. These cells infi ltrate multiple or-
gans and the most common sites involved in this 
process are salivary glands and lungs (2,3). Patients 
typically present with bilateral parotid gland en-
largement (90% to 100% of cases), and often with 
symptoms of the Sicca syndrome or Sjögren’s-like 
syndrome (xerostomia in 82% and xerophtalmia in 
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35%) but without anti-Ro or anti-La antibodies 
(3,4). Unilateral parotid swelling has been de-
scribed, although it is a rare fi nding. Generalized 
lymphadenopathy was described in 80% to 100% 
of the patients (3). In a previous large study (5), 
31% of patients were diagnosed with lymphocytic 
interstitial pneumonitis. These patients can be as-
ymptomatic or may present cough (71%), dyspnea 
(61%), weight loss (16%), fever (10%), pleuritic 
chest pain (6%), fatigue and arthralgia (2,4). The 
pneumonitis is clinically and radiologically very 
similar to Pneumocystis jiroveci pneumonia (PCP) 
and therefore it’s important to perform a diagnostic 
bronchoscopy with broncho-alveolar lavage (BAL) 
(4). Other less common features can occur in HIV 
patients with DILS, such as myositis (26%), pe-
ripheral neuropathy (20-25%), lymphocytic hepati-
tis (23%), interstitial nephritis and interstitial gas-
trointestinal disease (2,3,4).

The exact prevalence of the disease is insuffi -
ciently documented to date. Most studies have re-
ported data ranging from 0.8% to 7.8%, and it 
seems to be more frequent in African populations4.

In addition to a positive HIV test, the diagnostic 
criteria of DILS are bilateral salivary gland en-
largement or xerostomia for more than six months 
and histological evidence of CD8+ focal lympho-
cytic infi ltration in the salivary or lacrimal glands 
in the absence of granulomatous or neoplastic in-
volvement (6). The histological diagnosis of DILS 
can be performed from a salivary gland biopsy or 
other tissue biopsies, including bronchoscopy with 
biopsy and liver biopsy. Also, MRI and CT scans 
can be useful for diagnosis of DILS, as well as gal-
lium scintigraphy as a substitute for salivary gland 
biopsy (2,4).

Commonly, the progression of HIV disease in 
patients with DILS is slower than in patients with 
HIV alone, presumably as a result of the strong im-
mune response mediated by CD8+ T lymphocytes 
elicited against the virus (3,4). 

The goal of treatment is to minimize damage 
caused by the lymphocytic infi ltration in different 
organs. Thus, the therapy for DILS includes the use 
of corticosteroids in order to decrease infl ammation 
and antiretroviral drugs to remove the antigenic 
burden, the main trigger of the disease (2-4).

CASE REPORT

A 43-years-old male patient from Bucharest pre-
sented in October, 2012 at “Matei Bals” National 
Institute for Infectious Diseases with a clinical Sic-
ca syndrome and interstitial pneumonia. His symp-

toms started 10-weeks before the admission with 
worsening asthenia, dry cough and headache. After 
4 weeks of sickness a lung CT scan was performed 
without any abnormalities detected on native scan. 
These symptoms were followed by thrush and 2 
weeks later by fever (39-40°C), chills and sweats. 
After 10 days of antibiotics (clarithromycin and 
amoxicillin-clavulanate) the symptomatology was 
still persisting. The patient accused also dryness of 
mouth and eyes and started to complain about chest 
pain and dyspnea on exertion. In early October the 
patient was admitted to an internal medicine hospi-
tal and was treated again with antibiotics (ampicil-
lin, gentamycin and metronidazole) and intravenous 
steroids (dexamethasone). The fever disappeared 
but because of the persistence of chest pain, dys-
pnea and cough a cardiac disease was suspected 
(myocarditis, endocarditis or pulmonary thrombo-
embolism). The patient was transferred to the car-
diology department but a cardiac impairment was 
excluded. Additionally, an ELISA-HIV blood test 
was performed with positive result and the patient 
was sent to our hospital for further investigation 
and treatment.

The patient has a medical history of hyperten-
sion without regular treatment. He was married and 
had a 1 year-old child (obtained through in vitro 
fertilization). He denied smoking, alcohol con-
sumption, intravenous drug use or extramarital 
sexual intercourses. His wife was HIV negative.

On examination, we found an anxious patient 
with thrush, painless liver enlargement (4 cm be-
low the costal margin) and symmetrical upper limb 
tremor without any pathological changes at the re-
spiratory and cardiovascular physical exam. His 
vital signs were normal and there was no lymph-
adenopathy or parotid gland enlargement.

Extensive laboratory and imaging tests were 
performed in order to establish the fi nal diagnosis. 
Two HIV-1 ELISA 4th generation test were posi-
tive, subsequently confi rmed by Western-Blot HIV-
1 with 10 positive bands (excluding the diagnosis 
of acute HIV infection). The quantitative HIV-1 
RNA level was above 10,000,000 copies/mL (HIV- 
RNA Cobas TaqMan), respectively 115,000,000 
copies/mL. Baseline resistance testing showed a 
wild type virus.

White blood count (WBC) revealed leukocyto-
sis (16,100/mm3) with lymphocytosis (9900/mm3) 
and monocytosis (1,600/mm3) with a CD4+ T cell 
count of 316 cells/mm3 and a marked elevation of 
CD8+ T cell count -8,819 cells/mm3 (normal range, 
190-1,140 cells/mm3). Peripheral blood smears did 
not identify the presence of blasts.
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The liver test results were outside the normal 
range: alanine aminotransferase level was 829 UI/L 
(normal level, < 72 UI/L), aspartate aminotransfer-
ase level 636 UI/L (normal level, < 59 UI/L), gam-
ma glutamyltransferase 403 UI/L (normal level, < 
73 UI/L), alkaline phosphatase 191 UI/L (normal 
level, < 126 UI/L) with a slightly increase in biliru-
bin level 0.9 mg/dL (normal level, < 0.4 mg/dL). 
The amylase and lipase levels were increased at 
132 UI/L (normal range, 30-110 UI/L), respective-
ly at 497 UI/L (normal range, 23-300 UI/L). Pro-
tein electrophoresis showed hypergammaglobu-
linemia. 

IgM anti CMV were intense positive, IgG anti 
CMV positive and the serum CMV-DNA was 
36,832 copies/mL, suggestive for an acute CMV 
infection. IgG anti EBV antibodies were positive.

All other blood tests (erythrocyte sedimentation 
rate, coagulation parameters, fi brinogen level, hep-
atitis A, B, C and E serology, leptospirosis serolo-
gy, syphilis, toxoplasmosis serology, HTLV-1,2 
antibodies, herpes simplex viruses-1,2 antibodies, 
Quantiferon TB gold, cryptococcal antigen, cryo-
globulin, anti-nuclear, anti-Ro and anti-La antibod-
ies) were within normal limits or negative.

Neurological evaluation did not confi rm the 
presence of peripheral neuropathy.

Chest-X ray showed bilateral diffuse micronod-
ular interstitial infi ltrates in the lower lung lobes 
very similar to PCP. Oropharyngeal culture re-
vealed Candida albicans with fl uconazole suscepti-
bility. Although the CD4+ count was above 200 
cells/mm3, considering the suspicion of PCP, we 
promptly started treatment with cotrimoxazole (15 
mg/kg of body weight/day for trimethoprim, TID) 
and steroids (intravenous dexamethasone 16 mg/
day as a starting dose, BID). A diagnostic bron-
choscopy with BAL was performed. Analysis of 
the BAL samples revealed frequently CMV-infect-
ed cells with no other pathogens (bacteria, fungi, 
acid fast bacilli or Pneumocystis jiroveci) on exam-
ined smears. All bacterial and fungal cultures were 
negative. The polymerase chain reaction (Plex-ID) 
from BAL specimen was positive for CMV and 
two bacteria (Stenotrophomonas maltophilia and 
Streptococcus pneumoniae). Based on these data 
we were able to rule out PCP and CMV pneumoni-
tis was confi rmed. Subsequently cotrimoxazole 
treatment was stopped and intravenous treatment 
with ganciclovir (5 mg/Kg of body weight, twice a 
day) was started and maintained for a total period 
of 21 days. Treatment with dexamethasone was 
stopped after 14 days. 

The diagnosis of DILS was established in the 
presence of CD8+ lymphocytosis and Sicca syn-
drome in an HIV infected patient. We did not per-
form any tissue biopsy for histological confi rma-
tion.

During treatment with ganciclovir, in the 14th 
day, we initiated antiretroviral therapy (ART) with 
tenofovir (TDF), emtricitabine (FTC) and boosted 
darunavir (DRV) 800 mg once daily. We mention 
that at the beginning of cART, the CD4+ and CD8+ 
cell count had dropped to 108 cells/mm3 and 2093 
cells/mm3, respectively. 

One month after starting cART, the outcome 
was favorable with complete resolution of Sicca 
syndrome and respiratory symptoms associated 
with pulmonary infi ltrates disappearance and nor-
malization of liver and pancreatic function tests.

The immune response during cART was favor-
able, the CD4+ cell count was constantly increas-
ing, reaching 625 cells/mm3 at 6 months. In addi-
tion, the level of CD8+ cells had a fl uctuating 
evolution, without getting into the normal range, 
the level at 6 months being 3903 cells/mm3. Con-
sidering the very high level of HIV RNA, the viral 
response was initially evaluated after 2 months of 
cART. At that point the viral load (VL) was 2284 
cp/mL and we decided to increase the daily dose of 
DRV to 1200 mg. The VL at 6 months of cART was 
still detectable (2761 copies/mL) with a slightly in-
crease compared to the previous value. Genotypic 
resistance test showed the presence of M184V mu-
tation in the reverse transcriptase gene. cART was 
changed according to resistance profi le, the new 
antiretroviral regimen containing tenofovir, etra-
virine and boosted DRV 1200 mg/day. After anoth-
er six months, the VL became undetectable with 
stable immune recovery (Figure 1). At two years 
from diagnosis, the patient continued to do well, 
without any symptoms and with fully suppressed 
virus. However, despite viral suppression and im-
mune reconstruction, CD8+ cell count is still ele-
vated to a value of 2787 cells/mm3 (Figure 2).

DISCUSSIONS

In our opinion this case has some particularities 
related to HIV infection itself and acute CMV in-
fection in combination with DILS.

DILS may be seen in all stages of HIV infection, 
but more commonly in early HIV stage with higher 
CD4+ cell counts (usually above 200 cells/mm3) 
and fewer opportunistic infection (3,4). Although 
our patient was not diagnosed in acute HIV phase, 
the level of HIV RNA was very high which in-
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creased the risk of virologic failure and emergence 
of resistance.

In these particular settings of HIV positive naive 
patients with very high level of viremia at baseline, 
we recommend to start from the beginning with a 
higher dose of boosted DRV (1200 mg/day) to de-
crease the risk of resistance.

There is no clear data on the CD8+ cell counts in 
patients with DILS (3). In one study, the mean 
CD8+ cell count was 1639/mm3, with a broad range 

of values (560/mm3 to almost 5000/mm3) (5). The 
CD8+ T cell count in our case was extremely high, 
to 8819 cells/mm3, much higher than has been pub-
lished to date. Our possible explanation for this 
particular immune response is the combination of 
two different viruses (HIV and CMV, both with 
high antigenic load), which acted as a super-anti-
gen with strong booster effect on the immune sys-
tem. DILS is mostly associated with HIV infection, 
although isolated case reports of HIV negative pa-

FIGURE 1. Evolution of HIV-RNA (cp/mL) during antiretroviral treatment with different regimens 
(TDF – tenofovir; FTC – emtricitabine; DRV – darunavir; ETR – etravirine; und – undetectable VL)

FIGURE 2. Evolution of CD4+ cell count and CD8+ cell count during antiretroviral treatment with different 
regimens
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tients with DILS (7) have been described. Another 
study found EBV markers in histological specimen 
of salivary glands which may emphasize a role for 
EBV in pathophysiology of DILS (8). In our case 
we defi nitely think about the role of CMV acute 
infection in triggering the massive CD8+ cells ele-
vation and DILS occurrence.

Another specifi c feature of our patient was the 
combination of acute CMV infection and DILS. 
Both diseases share the same clinical patterns with 
interstitial pneumonitis and hepatitis. After all lab-
oratory results we were able to confi rm CMV pneu-
monitis but we could not exclude DILS as coexist-
ing condition for respiratory impairment. Also, the 
liver dysfunction could be related to CMV acute 
infection or DILS or both conditions. Perhaps in 
these particular cases the biopsy play a major role.

There are no randomized control studies com-
paring different treatments for DILS. Several au-
thors reported that cART might be effective for 
treating sicca symptoms and visceral manifesta-

1. Smith P.R., Cavenagh J.D., Milne T., et al. Benign monoclonal 
expansion of CD8+ lymphocytes in HIV infection. J Clin Pathol 2000; 
53:177-181

2. Genga E.K. Oyoo G.O. When is the last time you looked for diffuse 
infi ltrative lymphocytosis syndrome in HIV patients? Afr J Rheumatol 
2014; 2(2):1-6

3. Levay P.F., Botes M.E. Diffuse Infi ltrative Lymphocytosis Syndrome 
(DILS). SA Fam Pract 2008; 50(2):42-44.

4. Eaton M.E. Selected Rare, Noninfectious Syndromes Associated 
With HIV. International AIDS Society–USA. Top HIV Med 2005; 
13(2):75-78

5. Kazi S., Cohen P.R., Williams F., et al. The diffuse infi ltrative 
lymphocytosis syndrome. Clinical and immunogenetic features in 35 
patients. AIDS 1996; 10:385-91

6. Itescu S., Winchester R. Diffuse infi ltrative lymphocytosis syndrome: 
a disorder occurring in human immunodefi ciency virus-1 infection 
that may present as a sicca syndrome. Rheum Dis Clin North Am 
1992; 18:683-697

7. Agah R., Sockell M., Felsovanyi A. Diffuse infi ltrative lymphocytosis 
syndrome in a patient not infected with the human immunodefi ciency 
virus. West J Med 1996; 164:266-8

8. Rivera H., Nikitalis N.G., Castillo S., et al. Histopathological 
analysis and demonstration of EBV and HIV-p2 antigen but not CMV 
expression in labial minor salivary glands of HIV patients affected by 
diffuse infi ltrative lymphocytosis syndrome. J Oral Pathol Med 2003; 
32:431-7

9. Meyback A., Breton G., Aoun N., et al. Upper Respiratory Tract 
Involvement in the Course of Diffuse Infi ltrative Lymphocytosis 
Syndrome in HIV-1-infected Patients: Report of 2 Cases. CID 2005; 
41:22-26

10. Reveille J.D. The changing spectrum of rheumatic disease in human 
immunodefi ciency virus infection. Semin Arthritis Rheum 2000; 
30:147-166

tions. However, little is known about the role of 
boosted protease inhibitor based regimen (9). Sev-
eral visceral manifestations such as lymphocytic 
interstitial pneumonitis require corticosteroids in 
moderate to high doses (10). In our case we used 
simultaneously steroids for 14 days, ganciclovir for 
21 days and cART containing protease inhibitor 
with favorable clinical, virological and immune 
outcomes. However, the CD8+ cell count was still 
elevated after two years of cART with fully sup-
pressed virus and good immune recovery. We are 
doing also regular checking of the patient because 
of the risk of developing lymphoma.

In conclusion, we emphasize that DILS is a par-
ticular immune response commonly described in 
HIV positive patients with large spectrum of clini-
cal features, including salivary glands and respira-
tory tract involvement which may result in delayed 
or wrong diagnosis. ART alone or associated with 
corticosteroids for a short period of time have been 
shown to be effective for the treatment of DILS.
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