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Dramatic improvements in HIV-infected patient survival and morbidity has followed the expand-
ed use of highly active antiretroviral therapy (HAART), opening a new era in which HIV disease 
has become a chronic disease. However, the increased survival has turned in a substantial number 
of HIV-infected patient to age-related diseases that now have a significant impact on morbidity1,2. 
Furthermore, in the last decade, a significant decline in the incidence of virus-related AIDS-defin-
ing malignancies (Kaposi’s sarcoma, non-Hodgkin lymphoma, and invasive cervical cancer) has 
been accompanied by a dramatic increase in the incidence of non-AIDS defining malignancies 
(NADMs)3. Among these, an increasing role is played by HPV-related cancer such anal cancer4. 
Among hematological NADMs an increasing impact is attributable to Hodgkin lymphoma (HL) 
which displays several peculiarities when compared with HL of the general population. In fact, 
HIV-HL exhibits an unusually aggressive clinical behavior, which mandates the use of specific ther-
apeutic strategies and is associated with a poor prognosis5. The availability of direct-acting antiviral 
agents (DAAs) for the treatment of HCV infection has substantially improved the probability of sus-
tained virologic response even in HIV-infected patients. These successes have led the World Health 
Organization to call for the eradication of HCV infection by 2030. However, despite the projected 
reduction in the occurrence of HCV-related hepatocellular carcinoma (HCC) due to the eradication 
of patients with early fibrosis stages, HIV patients with cirrhosis remain at substantial risk of HCC6. 
Therefore, they should be considered for liver transplantation given their improved survival with 
regards to HIV-infection7. Among not virus-related NADMs colorectal cancer shows different char-
acteristics in respect of HIV negative patients. Berretta et al8, in a case-control study, compared the 
clinical characteristics of HIV-positive patients with colorectal cancer (CRC) with the uninfected 
patients. They found that HIV-infected patients were younger compared to the general population, 
72% of HIV-positive patients are younger than 50 years at the time of CRC diagnosis (median age 
41 years). They also that found 90% of patients had advanced stages (III-IV) at diagnosis compared 
to 57% in the general population. At multivariate analysis, the only characteristics that significantly 
reduced the survival of the CRC patients were: HIV-positive status (hazard ratio (HR): 2.4; 95% 
CI: 1.1-5.2) and Dukes’ stage D (HR: 3.7; 95% CI: 1.9-7.1). Although FOLFOX4 (Folinic acid/5 
Fluorouracil/Oxaliplatin) is considered the standard chemotherapy regimen for CRC, few data are 
available on its results in HIV-related CRC. Berretta et al9 described 24 patients that were select-
ed among the HIV-infected patients with CRC treated with FOLFOX4 and concomitant HAART 
within the Italian Cooperative Group on AIDS and Tumors (GICAT). An overall response rate of 
50% was observed, 4.2% of patients achieved a complete response and 45.8% partial response. In-
terestingly, no opportunistic infections occurred during or immediately after chemotherapy. These 
results suggest that FOLFOX4 associated with HAART is a feasible option in HIV-infected patients 
with CRC. Recently, Robbins et al studied excess cancer rates in the United States. They found 
that among NADMs the most common excess cancers were anal cancer (n = 740, 97% excess) and 
lung cancer (n = 440, 52% excess)10,11. Furthermore, HIV-related lung cancer seems to be associated 
with a poorer prognosis when compared to the general population. Taken together, the results of 
the more recent studies on NADMs in HIV-infected patients highlight an occurrence increase over 
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time despite fully suppressive HAART. In this scenario, there is a clear need to identify prevention 
strategies specifically tailored for the HIV-infected population in the absence of which there could 
be a loss in the HAART associated mortality and morbidity benefits.
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