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Editorial on the Research Topic
Cancer in people living with HIV/AIDS

Human immunodeficiency virus (HIV), a member of the Retroviridae family, is an
enveloped virus with a positive-sense single-stranded RNA genome (Hoffman et al., 2020).
The RNA genome is reverse transcribed into a proviral double-stranded DNA (dsDNA) by
reverse transcriptase, and the proviral dsDNA is subsequently integrated into the host
genome by integrase (Tekeste et al., 2015). HIV usually infects CD4-expressing immune
cells, such as CD4™T cells, macrophages, and dendritic cells, leading to immunodeficiency
(Hoftman et al, 2020). People living with HIV (PLWH) are susceptible to developing
additional complications (i.e., cancer and opportunistic infections) since HIV infects and
destroys the activators and controllers of the immune system (Manches et al., 2014; Vidya
Vijayan et al., 2017). It is important to note that a dysfunctional immune surveillance
system in PLWH makes it possible for cancer cells to evade immune recognition and
destruction (Puronen et al., 2019), resulting in non-Hodgkin’s lymphomas (NHLs) such as
diffuse large B-cell lymphoma (DLBCL) and Burkitt lymphoma that represent the major
AIDS defining cancers.

PLWH are at significant risk of developing cancer due to the reactivation of dormant
cancer-causing viruses despite the patient’s compliance with antiretroviral therapy (Javid
etal., 2023). Many cancers in PLWH are due to oncogenic viruses such as Hepatitis B virus
(HBV), HCV, Human herpesvirus-8 (HHV-8), Human papillomavirus (HPV), Epstein-
Barr virus (EBV), Kaposi sarcoma-associated herpesvirus (KSHV), and Merkel cell
polyomavirus (MCPyV) (Lurain, 2023). Human oncogenic viruses can promote
uncontrolled cellular proliferation and inhibit apoptosis of infected cells, resulting in the
development of cancer (Krump and You, 2018). The chronic immune activation and
chronic inflammation associated with persistent infection from HIV and oncogenic viruses
play a role in the development of cancer (Senba and Mori, 2012; Paiardini and Muller-
Trutwin, 2013; Odeny et al., 2024; Shiels et al., 2018; Zamaraev et al., 2020). Kaposi
sarcoma, breast cancer, lung cancer, liver cancer, prostate cancer, non-Hodgkin lymphoma,
conjunctival cancer, cervical cancer, laryngeal cancer, cutaneous squamous cell carcinoma,
colorectal cancer, oropharyngeal cancer, melanoma, and laryngeal cancer have been
observed in HIV seropositive individuals (Sengayi-Muchengeti et al., 2023; Lurain, 2023;
Odeny et al,, 2024). The high burden of cancer in PLWH co-infected with oncogenic
viruses is a compelling reason for continued research in targeted therapy for these HIV-
associated cancers (Lurain, 2023; Odeny et al., 2024).
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This editorial will present articles published on the Research Topic,
highlighting the link between cancer and PLWH. Vaughan et al.
discussed the immunological abnormalities and prognostic
relevance of immune mediators in PLWH with DLBCL. These
researchers studied 76 individuals with DLBCL, of which 61 were
PLWH. In this study, the researchers found that these patients have
significant levels of immune mediators such as interleukin-6 and
C-reactive protein. The authors suggested that the derangement of
immune mediators is common in PLWH with DLBCL.
Morsica et al. reported two cases of PLWH with unresectable
hepatocellular carcinoma who developed intolerance to
Lenvatinib. The authors suggested that PLWH with unresectable
hepatocellular carcinoma have reduced overall survival outcomes,
and a multidisciplinary approach is needed to manage these
patients. Lenvatinib, a multi-targeted receptor tyrosine kinase
inhibitor, is an FDA-approved anti-cancer therapy indicated for
patients with unresectable hepatocellular carcinoma (Hao and
Wang, 2020). Kaposi sarcoma, caused by KSHV, is a multifocal
proliferative vascular tumor observed in PLWH. Julius et al.
discussed a case of an individual with HIV seropositivity co-
infected with KSHV and EBV in a conjunctival Kaposi sarcoma.
The authors recommended additional studies to determine whether
this presentation of KSHV and EBV co-localization of a Kaposi
sarcoma tumor can contribute to the development and progression
of Kaposi sarcoma cancer. Xiong et al. analyzed the safety and
efficacy of PD-1 inhibitors, an immune checkpoint inhibitor, for
treating cancer in PLWH. In a study of 16 PLWH with cancer, the
authors demonstrated that monoclonal antibodies against PD1 and
PD-L1 are safe and efficacious cancer immunotherapeutic agents.
Thus, camrelizumab and other anti-PD-1/anti-PD-L1 are safe and
efficacious in PLWH with advanced cancer (Baraibar et al., 2019).
Because PLWH are at risk of being an underserved group with
limited access to cancer clinical trials, it is crucial to include these
patients in cancer clinical trials (Uldrick et al, 2017). Yang et al.
evaluated eight studies involving 2180 patients, and they revealed
that PLWH with colorectal cancer had a poor overall postoperative
survival outcome. These authors identified that higher HIV viral
load and lower CD4"T cell count is contributing factors to the poor
postoperative overall survival in PLWH. Because PLWH with
colorectal cancer have a worse prognosis, there is a need to
provide these patients a multidisciplinary approach to cancer
therapy involving infectious disease specialists and immuno-
oncologists. In their commentary, Sun et al. discussed the efficacy
and adverse reactions associated with Lenvatinib. The authors
discussed the tolerability and safety of Lenvatinib in treating
patients with hepatocellular carcinoma (HCC). It has been
revealed that patients with advanced HCC had a better overall
survival outcome when treated with Lenvatinib (Jaiswal et al., 2023).
Hua et al (Hua et al., 2024). showed that patients with HCC who
used Lenvatinib had better overall survival than those on Sorafenib.
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The authors recommended that oncology surveillance and a
multidisciplinary approach to managing PLWH with HCC will be
beneficial in reducing the cancer burden in PLWH.

In conclusion, the papers published in this Research Topic have
provided insight into cancer in people living with HIV as well as
reiterated the necessity of instituting a multidisciplinary approach
to managing PLWH with cancer. Additionally, inclusion of
these individuals with HIV seropositivity in clinical trials on
cancer immunotherapy is very crucial to ensure that cancer
immunotherapies are safe and efficacious in PLWH with cancer.
We express our appreciation to all authors who contributed to this
Research Topic, and we hope that this Research Topic will continue
to expand our knowledge of cancer in people living with HIV.
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