
INTRODUCTION

The introduction of combination antiretroviral
therapy (cART) has significantly reduced the inci-
dence of AIDS-defining cancers1-3. In contrast, the
incidence of Hodgkin lymphoma (HL), a non-
AIDS-defining cancer, has not decreased4-6, with
some studies reporting it may have increased7-9.

The incidence of HL is approximately 10-fold
higher in the HIV-positive population10. HIV-related
HL has unusual clinical and pathological characteris-
tics. It commonly has a more aggressive behavior, in-
cluding more advanced stage and extranodal
involvement at diagnosis. Mixed-cellularity HL is the
most common histological subtype. Bone marrow in-
volvement is present in up to 50% of cases at diag-
nosis and Epstein-Barr virus (EBV) genome is
usually found in the nucleus of Reed-Sternberg cells2. 

Optimal therapy for HIV-related HL has not
been defined, although the combined use of

chemotherapy and cART has significantly im-
proved the overall survival (OS). Several
chemotherapy regimens have been used, including
ABVD, Stanford V and BEACOPP. For patients
with relapsing or refractory HL, the use of high-
dose chemotherapy and autologous hematopoietic
stem cell transplantation (HSCT) has been sug-
gested as a salvage therapy2.

Here, we describe a case of nodular sclerosis
HL in a patient with HIV infection, who achieved
remission with ABVD chemotherapy, but unfortu-
nately relapsed and died two years after the initial
diagnosis.

CASE REPORT 

In 2012, a 56-year old HIV-positive man was admit-
ted to hospital complaining of fever, night sweats and
weight loss in the previous 6 months. The patient had
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of immune competence seems important for the
proliferation of malignant cells. In fact, in HL tis-
sues the majority of cells are benign lymphocytes,
histiocytes, plasma cells and eosinophil granulo-
cytes, which provide crucial antiapoptotic and pro-
liferative signals to Reed-Sternberg cells12. 

Before the introduction of cART, patients often
received suboptimal chemotherapy regimens. As a
consequence, response to treatment was poor and
OS significantly shorter than uninfected subjects.
With the availability of effective and tolerated anti-
retroviral drugs, as well as better supportive care,
the use of intensive chemotherapy protocols has be-
come feasible in the setting of HIV infection. It was
recently shown that the prognosis for HIV-related
HL has become similar to that observed in HIV-neg-
ative HL. In one study13, HIV status did not affect
OS: in fact, 5-year OS was 81% for HIV-positive
subjects and 88% for HIV-negative ones. Both
groups received ABVD chemotherapy. The optimal
chemotherapy regimen has not been defined. Spina
et al14 reported that the use of the Stanford V regi-
men was associated with complete remission in
81% of patients. After a median follow up of 17
months, 33 out of 59 patients were alive and dis-
ease-free. Although 69% of patients completed
treatment without dose reduction or delay in
chemotherapy administration, 78% of subjects de-
veloped grade 3 and 4 neutropenia. In another small
study15, the use of the BEACOPP regimen
(bleomycin, etoposide, doxorubicin, cyclophos-
phamide, vincristine, procarbazine and prednisone)
in 12 patients (5 of whom were on antiretroviral
therapy) was associated with a 100% complete re-
mission rate but a high incidence of opportunistic
infections. ABVD is considered the standard regi-
men for HL in HIV-negative patients. As for HIV-in-
fected subjects, in a recent multicenter Spanish
study16, 62 HIV-positive patients with advanced HL
received six to eight cycles of ABVD together with
cART. 20% of patients also received G-CSF. The
complete remission rate was 87%, which was sim-
ilar to the response rate observed with the Stanford
V regimen. Of importance, the authors found that
immunological response to cART was associated
with a better OS and event-free survival. For pa-
tients with relapsing or refractory disease, the asso-
ciation of high-dose chemotherapy and HSCT has
been suggested as a feasible salvage option17,18.

CONCLUSIONS

It is currently recommended to treat HIV-related
HL with the same regimens used in HIV-unin-
fected patients and to give concomitantly cART
and adequate supportive therapy. Randomized con-

been diagnosed with HIV infection in 1992 and had
started antiretroviral therapy in 1995. He was taking
darunavir, ritonavir, raltegravir and maraviroc, as he
had developed resistance to several nucleoside and
non-nucleoside reverse transcriptase inhibitors. His
last CD4+ T-cell count was 173 cells/µl, with an un-
detectable HIV viral load. The patient had a history
of hypertension, treated with candesartan, and
syphilis. Laboratory results revealed severe anemia
(hemoglobin 7.9 g/dl). A Computed Tomography
(CT) scan showed multiple lymphadenopathies both
above and below the diaphragm. A whole-body
positron-emission tomographic (PET) scan con-
firmed increased 18F-fluorodeoxyglucose (FDG)
uptake in several lymph nodes stations, in the lungs,
liver and throughout the skeleton. Histological ex-
amination of a cervical lymph node revealed the
presence of large nucleated Reed-Sternberg cells,
who were positive for CD15 and CD30 and nega-
tive for CD20. On the basis of cell morphology and
immunophenotype, a diagnosis of stage IVB nodu-
lar sclerosis HL was made. The patient was treated
with six cycles of reduced dose chemotherapy
(ABVD: doxorubicin, vinblastine, bleomycin and
dacarbazine) and received supportive care with
packed red cells and granulocyte colony-stimulating
factor (G-CSF). He achieved and remained in re-
mission for almost two years. However, in 2014 the
patient started complaining of lumbar pain and fa-
tigue. A relapse was suspected. A CT scan showed
the presence of a thoracic paravertebral mass and the
enlargement of lymph nodes since the last study. Sal-
vage therapy with C-MOPP (cyclophosphamide,
mechlorethamine, vincristine, procarbazine and
prednisone) was started. Unfortunately, chemother-
apy had to be suspended after two cycles, due to the
development of severe pancytopenia and a sudden
worsening of clinical conditions, which caused pa-
tient’s death 28 months after the initial diagnosis.

DISCUSSION

HIV-infected subjects with HL tend to present with
advanced stage disease. In fact, at the time of di-
agnosis up to 90% of patients have stage III/IV dis-
ease, with frequent involvement of extranodal sites
and high prevalence of B symptoms11. 

The relationship between HL and the magni-
tude of immune suppression is complex. The risk
of developing HL seems greater among patients
with moderate immune suppression. In the United
States HIV/AIDS Cancer Match study, patients
with a CD4+ T-cell count of 150-199 cells/µl were
at higher risk of developing HL in comparison to
those with severe immune suppression9. This ob-
servation may reflect the fact that a certain level



trolled trials are needed to compare the efficacy
and tolerability of different chemotherapy regi-
mens and to better assess the interaction between
chemotherapy and antiretroviral drugs.
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