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Editorial on the Research Topic 
 

Advances in the treatment of Hodgkin lymphoma


Recent years have seen numerous advances in classical Hodgkin lymphoma (cHL) both from the standpoint of understanding its unique disease biology and in clinical practice, with an increasing number of patients treated effectively with novel combinations across multiple lines of therapy. For instance, incorporation of brentuximab vedotin (BV) in the frontline setting has now been shown to extend overall survival as compared to ABVD (1), and second-line regimens incorporating programmed cell death-1 (PD-1) blockade have delivered unprecedented response rates (2–4). However, in spite of the fact that the large majority of patients with newly diagnosed cHL are ultimately cured, the notion that cHL has been solved is false, and there remains significant room for further innovation.

This Frontiers special section on Advances in the Treatment of Hodgkin Lymphoma includes five manuscripts that highlight some of the progress made as unmet needs remain in cHL. Song et al. report on the outcomes of penpulimab, a novel anti-PD-1 monoclonal antibody, in patients with relapsed/refractory (r/r) cHL. In distinction to other approved anti-PD-1 therapies in cHL (nivolumab, pembrolizumab in the U.S.; tislelizumab,sintilimab, and camrelizumab in China) which are IgG4 monoclonal antibodies, penpulimab uses an IgG1 construct. Moreover, it is further engineered with an Fc mutation that eliminates the Fc receptor, which prevents antibody-dependent cell-mediated cytotoxicity. The overall response rate (89%) in pre-treated patients who had at least two prior lines of therapy compares favorably to other anti-PD-1 agents; notably, no patient had prior BV, however. Toxicity (grade 3+ irAE of 4.3%) also seemed low compared to other checkpoint inhibitors in use, and a randomized phase 3 trial of penpulimab vs. investigator’s choice therapy is underway in China.

Li et al. report on a single fascinating case of a child with a germline titin (TTN) mutation and severely depressed ejection fraction at the time of being diagnosed with advanced stage cHL. As pathogeneic TTN mutations appear to be highly correlated with anthracycline-induced cardiotoxicity, he was treated with an anthracycline-free regimen including BV and subsequently achieved CR, which had been sustained for 11 months at the time of the writing of the manuscript. Delivery of curative therapy without anthracycline use remains elusive in cHL; yet, with a growing appreciation of the long-term cardiotoxic risk of anthracycline exposure (5), this remains an unmet need and an important goal.

Barrett and Collins provide an excellent summary on challenges relating to the treatment of older persons with cHL and the difficult decision-making regarding the optimal choice of therapy in this population as delivery of curative therapy is fraught with baseline comorbidities, yet undertreating the disease in an effort to avoid toxicity also results in poor outcomes. Minimizing the use of bleomycin, the judicious use of intensive salvage therapies such as autologous stem cell transplantation (autoHCT) in eligible patients, and the unmet need for improved therapies for truly unfit patients are all highlighted.

Maranzano and Mead review data and strategies surrounding stem cell transplantation in cHL. They discuss novel salvage therapies as incorporation of BV and/or anti-PD-1 agents has resulted in an unprecedented number of patients proceeding to potentially curative autoHCT in complete remission as well as the role of maintenance therapies after autoHCT. Allogeneic stem cell transplantation (alloHCT) still plays a role in patients who relapse after prior autoHCT but is associated with significant toxicity, particularly when performed shortly after recent anti-PD-1 exposure.

Finally, Ullah et al. comprehensively review the treatment landscape of cHL with a focus on novel therapies and approaches. In addition to reviewing existing approved therapies, they also discuss newer data on epigenetic treatments in cHL, the potentially emerging role of alternative immune checkpoint inhibitors directed against LAG-3 and TIGIT, and cellular therapies including chimeric antigen receptor T-cell (CAR T-cells) and natural killer (NK) cell therapy, both of which have demonstrated clinical efficacy in early phase trials.
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