HIGHLIGHTS OF THE NCCN 2019 HEMATOLOGIC MALIGNANCIES CONGRESS

Updates in Treatment Strategies for
Hodgkin Lymphoma
Presented by Ranjana H. Advani, MD

ABSTRACT
Several options are available for frontline treatment of advanced-stage Hodgkin lymphoma (HL) and treatment of relapsed HL, each with inherent
advantages and disadvantages. Clinicians must balance risk with beneﬁt for the individual patient. At the NCCN 2019 Annual Congress:
Hematologic Malignancies, Dr. Ranjana H. Advani summarized the current frontline treatment options for advanced-stage HL and outlined
novel and emerging agents that may be incorporated as therapy options for relapsed disease.
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Given the myriad of treatment options available for
frontline treatment of advanced-stage Hodgkin lymphoma
(HL) and for relapsed HL, clinicians must evaluate the
advantages and disadvantages of each regimen, balancing
risk with beneﬁt for the individual patient.
At the NCCN 2019 Annual Congress: Hematologic
Malignancies, Ranjana H. Advani, MD, Saul Rosenberg
Professor of Lymphoma, Stanford Cancer Institute, summarized current standard treatment options for classic
HL and discussed the incorporation of novel therapeutic
agents in the management of patients with advanced or
relapsed/refractory disease. Dr. Advani also outlined potential strategies to consider when developing treatment
plans for patients with HL, including prognostic markers
and sequence of treatment. In addition, Dr. Advani noted
that because most patients with HL survive,1 optimizing
survivorship must be a priority in treatment selection.
Dr. Advani outlined the 3 suggested treatment options
for advanced HL (stage III and IV) in the NCCN Guidelines.2 The ﬁrst regimen, ABVD (doxorubicin/bleomycin/
vinblastine/dacarbazine), has been around for 30 years,
is easy to use, and is eﬀective in most patients. The
second regimen, escalated BEACOPP (bleomycin/
etoposide/doxorubicin/cyclophosphamide/vincristine/
procarbazine/prednisone), increases progression-free
survival (PFS) but at the cost of signiﬁcant toxicity with
no overall survival (OS) advantage. Finally, somewhere in
between, said Dr. Advani, is the newcomer: brentuximab
vedotin (BV) 1 AVD (doxorubicin/vinblastine/dacarbazine).
According to Dr. Advani, interim PET has emerged as a
useful tool for distinguishing response to therapy. In this
arena, 2 important questions are in focus: will modiﬁcation
of therapy based on interim PET results allow for selection
of patients for treatment escalation or de-escalation, and
will these modiﬁcations improve outcomes. With that in
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mind, said Dr. Advani, the past decade has been spent
developing PET-adapted strategies that study how to select
patients for therapy escalation or de-escalation.
“Basically, there are 2 strategies for initial therapy,” she
said. “You can start with ABVD and then escalate or de-escalate
based on interim PET, or start with escalated BEACOPP
and then do an interim PET and decide what to do after.”

Interim PET-Adapted Strategies
As Dr. Advani reported, 3 large trials have evaluated the ﬁrst
approach: starting with ABVD for 2 cycles, performing an
interim PET, and switching to escalated BEACOPP for
patients with PET-positive disease.3–5 Depending on the
trial and inclusion of patients with stage II bulky disease,
PFS rates ranged from 75% to 87%; however, OS was well
above 90% in all 3 trials, and patients whose interim PET
results were negative did well. Patients with interim PETpositive disease had PFS rates between 60% and 65% with
excellent OS (;90%).
“These data show that you can reserve the toxicity of
escalated BEACOPP for a highly selected group of patients who have positive results on interim PET,” said
Dr. Advani, who noted that in another trial, patients with
positive PET results underwent stem cell transplant and
demonstrated very good outcomes, with a PFS of 75%.6
The other strategy for initial therapy involves starting
patients on the more intensive BEACOPP regimen. Patients who have negative results on interim PET are reduced to ABVD, which is very well tolerated, whereas
those with positive results remain on escalated BEACOPP.7
As Dr. Advani reported, the results have been excellent,
with standard and experimental arms almost completely
overlapping. Patients with positive PET results after 4 cycles of escalated BEACOPP had the worst outcomes,
irrespective of arm.
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“These interim PET-adapted strategies provide an
opportunity to personalize treatment approach,” said
Dr. Advani, who noted that therapy de-escalation after
negative PET results largely retains its eﬃcacy, whereas
therapy escalation after positive PET results shows improved disease control and might warrant a change in
treatment. “However, there are prognostic factors other
than PET that might aﬀect outcomes, including stage IV
or higher International Prognostic Scores.”

Brentuximab Vedotin
Another treatment approach for advanced HL involves
BV, an anti‐CD30 antibody–drug conjugate. BV is FDAapproved for relapsed HL after autologous hematopoietic
stem cell transplant (HSCT), failure of 2 regimens in
patients not eligible for transplant, and as consolidation
for patients with high-risk HL after autologous HSCT. BV
is also approved in the frontline setting in combination
with AVD (BV-AVD) for stage III and IV HL. The latter indication was based on data from the phase III ECHELON‐1
study, which randomized patients with newly diagnosed
advanced HL to BV-AVD versus ABVD.8
As Dr. Advani reported, treatment with BV-AVD was
associated with a 5% improvement in modiﬁed PFS but
also higher rates of febrile neutropenia and neuropathy.
The FDA indication approval recommends growth factor
support with BV‐AVD.8
The other issue to consider with these regimens is cost.
Because of the growth factor requirement, said Dr. Advani,
a 6-month treatment course with BV-AVD is $284,616
versus only $3,648 for ABVD.9 “This gets back to the dilemma of therapy,” said Dr. Advani. “Do you want better
outcomes upfront or reduced toxicity? You really have to
individualize therapy based on what your patient can
tolerate and what resources you have available.”

Checkpoint Inhibitors and Biological
Parameters of High-Risk Disease
Two checkpoint inhibitors, nivolumab and pembrolizumab,
are also approved for relapsed disease, and investigators are
exploring these agents in the frontline setting. The phase II
CheckMate 205 trial showed that nivolumab monotherapy
followed by nivolumab 1 AVD (Nivo‐AVD) was well tolerated in newly diagnosed classic HL.10
“PFS with this combination has fallen to 83% at
2 years, and more follow-up is needed to see if it remains
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at that level,” said Dr. Advani, who noted that a trial
comparing BV-AVD versus Nivo-AVD in patients with
newly diagnosed advanced-stage classic HL has already
opened at a few centers across the country.
Researchers are also trying to identify subsets of
patients with negative interim PET results who have
poorer outcomes. Recent data have shown that .25%
expression of CD68, a diﬀuse versus scattered pattern
of expression of PD-1 in the microenvironment, and
STAT1-negativity in Hodgkin and Reed/Sternberg (HRS)
cells are all associated with signiﬁcantly worse PFS, even
in patients who are interim PET-negative (64% vs 95%).11
“Maybe in time we’ll be able to select patients upfront
based on biologic parameters,” Dr. Advani observed.

Relapsed/Refractory Disease
Despite the success seen with frontline therapies, however, between 10% and 30% of patients will develop primary refractory or relapsed disease, said Dr. Advani, who
emphasized the importance of performing a biopsy on
relapse. Standard therapy for patients with disease relapse
is a second-line regimen followed by autologous HSCT,
which leads to cure in approximately half of patients.
The combination of BV 1 nivolumab has also
shown impressive results, said Dr. Advani, with the
complete response rate at approximately 61%.12 Furthermore, patients who experienced complete response after
nivolumab 1 BV and transplant had an estimated 2-year
PFS of 96%.
Finally, given the success of the BV/nivolumab
combination, investigators are even exploring the
addition of another checkpoint inhibitor, ipilimumab,
which targets CTLA-4.
Regarding the combination of multiple targeted
agents, “in a very small interim analysis, it appears that
PFS may be in favor of the triplet versus the doublet, but
time will tell,” Dr. Advani concluded.
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