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AUDIENCE POLL

A 38-year-old man with Hodgkin lymphoma (HL) receives ABVD
chemotherapy but experiences recurrent disease in the liver and
multiple nodes 12 months later. The patient receives ICE
chemotherapy followed by autologous stem cell transplant and
achieves a complete response. Would you recommend
consolidation brentuximab vedotin?

Yes, for 1 year | 52%

Yes, until toxicity or relapse
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AUDIENCE POLL

If you could access an anti-PD-1/anti-PD-L1 antibody, are there
patients in your practice with HL for whom you would like to
use it?

0% 10% 20% 30% 40% 50% 60%

Brentuximab vedotin as consolidation therapy after
autologous stem-cell transplantation in patients with
Hodgkin’s lymphoma at risk of relapse or progression
(AETHERA): a randomised, double-blind, placebo-controlled,
phase 3 trial
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Progression-Free and Interim Overall Survival
(ITT) by Independent Review

1 Median PFS: 42.9 versus 24.1 mos
w1 HR =0.57
©1 P =0.0013
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Mumber at rick
Brentuimabvedotin 165 (0} 145(14) 129(25) 114 (38} 104 (46) 95(53) 6B(56) 22(57
Placebo 164 (0) 108 (46) 85(61) 75(66) 71(69) 65(72) 44073 17075

Interim analysis of overall survival: No significant difference between
treatment groups (p = 0.6204).

Moskowitz CH et al. Lancet 2015;385(9980):1853-62.

Multivariate Analysis of PFS from
the AETHERA Trial: A Phase lll
Study of Brentuximab Vedotin
Consolidation After Autologous
Stem Cell Transplant for HL

Walewski JA et al.
Proc ASCO 2015;Abstract 8519.
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AETHERA: PFS by Subgroups

PFS by... Hazard ratio

Response to Front-Line Therapy

Refractory 0.55

Relapse <12 mo 0.55

Relapse 212 mo 0.30
(with extranodal disease)

Number of Risk Factors

=1

=22

=3

Presence of B Symptoms

MNo

Yes

Extranodal Disease Involvement

No

Yes

Walewski JA et al. Proc ASCO 2015;Abstract 8519.

Conclusions

Critical finding(s): This is the largest Phase Il study
done in relapsed/refractory HL and the only placebo-
controlled trial ever done in HL. Primary endpoint is PFS,
and there is a near doubling in time to progression in
patients receiving BV. There is no difference in OS at this
time, the primary reason being that in this patient
population median OS is about 5 years. BV was approved
by the FDA in this setting and has Level | evidence in the
NCCN guidelines. Patients are eligible if they have
presalvage risk factors of remission duration less than 1
year, primary refractory disease or extranodal
involvement. In addition, 3 other risk factors predicted for
added benefit for BV: B symptoms, lack of CR to salvage
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Conclusions

therapy or needing more than 1 salvage regimen to achieve
chemosensitive disease. Ninety percent of patients on study
had at least 1 risk factor and 50% had 3 or more. As the
number of factors increases the magnitude of BV
maintenance is amplified.

Clinical implication(s): The general oncologist will be
administering BV. Sixteen doses are planned with 1 dose
reduction for Grade 2 neuropathy. Rash is common and
may require steroids. There is no mention of previous BV
therapy prior to ASCT and the use of BV post-ASCT on the
label. In a patient who had a good response pre-ASCT |
administer BV as per AETHERA but usually will reduce the
number of cycles to 10 to 12. Patients refractory to

BV-AVD or BV-based salvage should not receive this agent.

Conclusions

Research relevance: The checkpoint inhibitors have only
been given for palliation and have not been combined with
salvage therapy. A number of studies are beginning:

1. BV/nivolumab for salvage pre-ASCT

2. |ICE/pembrolizumab for salvage

3. Pembrolizumab post-ASCT for consolidation
4

. | will initiate a small study of pembrolizumab/ISRT for
favorable relapsed HL, trying to avoid ASCT
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> (® PET-adapted sequential salvage therapy with brentuximab
~ vedotin followed by augmented ifosamide, carboplatin, and
etoposide for patients with relapsed and refractory
Hodgkin’s lymphoma: a non-randomised, open-label,
single-centre, phase 2 study

Steven Horwitz, Rochel Kobos, Anita Kumar, Matthew Matasar, Ariela Noy, M Lio Palombo, Miguel-Angel Peroles, Carol 5 Portlock, Craig Sauter

Weerav Shukla, Peter Steinherz, David Stiaus, Tampa Trippett, Anas Younes, Andrew Zelenetr, Craig H Moskowitz

Lancet Oncol 2015; 16: 284-92

Response to Salvage Therapy and Tumor
Reduction after Brentuximab Vedotin (BV)

Post-BV PET (n=45) Post-augICE PET (n=32) Deauville five-point score

Deauvville score
4 (9%) B (25%)
B (18%) 14 (44%)
8 (18%) 2 (6%)
23 (51%) 8 (25%)
2 (4%) O(0%)

BV=brentiedmab vedotin, AuglCE=augmented ifosamide, carboplatin, and
etoposide. *PET-negative response was defined as a Deauville scoreof 1or 2.
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Tumor reduction after BV
27% PET-negative after BV
69% PET-negative after auglCE

Patients

Moskowitz AJ et al. Lancet Oncol 2015;16(3):284-92.
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Conclusions

Critical finding(s): First salvage study reported
combining BV and chemotherapy. BV was administered
weekly x 6, and if a CR was achieved then ICE was not
given. CR was seen in 40% of patients. The remaining
patients received an augmented version of ICE. Overall
CR rate pre-ASCT was 80%, and 90% of the CR patients
remain in remission 2 years post-ASCT.

This study was initiated to see if ICE could be avoided and
hence long-term side effects might be minimized, and in
fact 3 pregnancies have been reported thus far. It is
somewhat disappointing that the CR rate was low, but it is
consistent with previous reports.

Conclusions

Clinical implication(s): Weekly BV, especially for
patients with favorable relapse, is a reasonable option as
first salvage, and there are confirmatory data from City of
Hope, albeit with a g3wk schedule, in press. If BV is
administered as per the MSKCC paper and a CR is
achieved either with 6 doses of BV or after ICE and the
response to BV is a Deauville 3 or 4, then BV should be
administered post-ASCT for 8 to 12 doses provided there
IS no contraindication.

Research relevance: The CR rate with BV alone is
suboptimal, and combining with checkpoint inhibitors
makes sense. Combination with chemo, as with
bendamustine/BV, does not solve the problem of potential
long-term side effects.
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PD-1 Blockade with Nivolumab in Relapsed or Refractory
Hodgkin’s Lymphoma
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Onset and Duration of Response to Nivolumab

ASCT failure and W No ASCT and No brentuximab
brentuximab failure brentuximab failure

A Response Characteristics

Patient Mo,
204 4 First complete response
194 m First pall|a| response
18 Therapy duratien
174 ® Transplantation
* Ongoing response
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Ansell SM et al. N Engl J Med 2015;372(4):311-19.
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Reduction of Tumor Burden with Nivolumab
ORR = 87%

Stable Complete
Disease Partial Response Response

Change (%)

Individual Patient Data (N=23)

Ansell SM et al. N Engl J Med 2015;372(4).311-19.

Conclusions

Critical finding(s): Very small study in a poor-risk HL
population. The results are outstanding. An update of this
paper at Lugano has a median time to progression of 95
weeks. CR rate is low, half that of BV, but stable PRs and
stable disease can mean very long time to progression.
The use of a consolidative allogeneic stem cell transplant
in these patients has yet to be reported in a peer-reviewed
format.

Clinical implication(s): Very well tolerated. However,
here are some of my rules: Any patient with a history of
steroid-necessitating pneumonitis should not receive this
drug, and if pneumonitis develops, pulmonary support is
needed and | would stop the agent.
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Conclusions

Significant endocrinopathies happen and TFTs should be
checked ever other cycle. Endocrine consultative support
may be necessary.

All patients have a sense of well-being on this drug and B
symptoms resolve quickly. Weight gain is common.

Research relevance: A registration trial for nivolumab
with 150 patients is accrued and will almost certainly lead
to approval for patients for whom ASCT has failed.

PD-1 Blockade with the Monoclonal
Antibody Pembrolizumab (MK-3475)

in Patients with Classical Hodgkin
Lymphoma After Brentuximab Vedotin
Failure: Preliminary Results from a
Phase 1b Study (KEYNOTE-013)

Moskowitz CH et al.
Proc ASH 2014 ;Abstract 290.
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Response and Best Percentage Change from
Baseline in Tumor Size

ORR: 66%

B Complete remission
H Partial remission
B Stable disease

O Progressive disease

Change From Baseline, %

* Patient became PET negative and was therefore declared to be in complete remission

Moskowitz CH et al. Proc ASH 2014:;Abstract 290.

Conclusions

Critical finding(s): Slightly larger study than nivolumab in
same patient population. CR rate is higher but overall
response somewhat less. In general, this study is 1 year
behind nivolumab program in HL.

Data will be updated at ASH 2015 and manuscript has
been submitted. Median time to progression has not been
reached.

Clinical implication(s): Same as with nivolumab.
However, dose used was high in pembrolizumab HL

study, and now all pembrolizumab studies have fixed
dosing of 200 mg. | honestly do not see any difference
between these drugs, and it is unclear to me why we need
2 PD-1 inhibitors in HL. | have treated 40 patients with
these agents in HL thus far on study.
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Conclusions

Research relevance: Pembrolizumab registration trial is
under way at 60 centers. | am the PI.

ResearchToPractice.com/YiRMultitumorl5

13



