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Outline

Evolution of front-line therapy for classical Hodgkins lymphoma (cHL)

Recent NCCN updates for advanced cHL
* Nivolumab + AVD > Brentuximab vedotin (BV) + AVD per SWOG 1826

NCCN updates for early stage, unfavorable risk cHL
* Nivo-AVD (Nivahl trial) & BV-AVD (Breach trial)

Options for frail patients

TGH Tampa : nc M Do
Gene ra 3 _USNSWSE ~ USNSWS
Hospital. TR e




Evolution of First-line Therapy in Advanced cHL
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Trial Design

Patients Registered (n=994
Randomized Patients (n=994

Brentuximab Vedotin + AVD (n=498) Nivolumab + AVD (n=496)

Excluded (n=9):

« Did not meet staging criteria (n=1)

« Histology not eligible (n=4)

+ No bidimensionally measurable disease (n=3)
« Prior malignancy (n=1)

Excluded (n=15):

« Did not meet staging criteria (n=1)

« Histology not eligible (n=8)

+ Inadequate hepatic function (n=2)

« Prior malignancy (n=1)

+ Prior systemic treatment or medication did
not meet eligibility criteria (n=3)

Efficacy Analyzable (n=483) Efficacy Analyzable (n=487)

Not Evaluable (n=7): Not Evaluable (n=5):
- Did not start protocol therapy (n=6) « Did not start protocol therapy (n=>5)
+ Toxicity not assessed (n=1)

Safety Analyzable (n=476) Safety Analyzable (n=482)
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Survival Advantage with Nivo-AVD Compared to BV-AVD

Herrera et al., NEJM 2024
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Subgroup Analysis

N + AVD
Events/IN (%) Events/N (%) HR (95% ClI)

7118 (5.9) 21118 (17.8) 0.31(0.13,0.74)
27/321  (8.4) 43/318  (13.5) 0.59 (0.36, 0.95)
7148 (14.6) 1747 (36.2) 0.30(0.12,0.72)

24/332  (72) 48/328 ; 0.46 (0.28, 0.76)
171155 (11.0) 33/155 . 0.46 (0.26, 0.83)

12185 (6.5) 22/168 0.45 (0.22, 0.92)
29/302  (9.6) 59/315 0.48 (0.31, 0.74)

121199  (6.0) 27/210 0.44 (0.22, 0.86)
29/288  (10.1) 54/273 0.47 (0.30, 0.74)

0.5 1 15

n 1 favors N-AVD
Herrera et al., NEJM 2024

Nivo-AVD favored in all subgruops
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Adverse Events N-AVD BV-AVD

d
Adverse Events 512 (659

50 55
TAmDEE e iee @RI et Uit wiin Nive--YD

160 (33%)
Significantly lower PN with nivo-AVD
Higher rate of treatment discontinuation in BV-AVD arm
Higher rate of neutropenia in nivo-AVD arm, gcsf was not azz::,c: :i:,ount fecreased 123 g;; 18(9) gij;

mandatory 61 (13%)
81 (17%)
61(13%)
57 (12%)

Herrera et al., NEJM 2024
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CLIN I.CAL PR ES ENTATION i Important Considerations:
Classic Hodgkin Lymphoma: Stage | . Al patients will benefit from multidisciplinary team (including radiation oncology) input prior to final treatment decisions.
I/ll Unfavorable (B symptoms or « Treatment with CMT provides for a better PFS/FFP, but no difference in overall survival.
bulky mediastinal disease or >10 * Selection of treatment (CMT or chemotherapy alone) should be based on patient age, sex, family history of cancer or cardiac
cm adenopathy)p dizease, comorbid conditions, and sites of invalvement (especially within mediastinum or axilla).
« For patients assigned female at birth with intact breast tissue:
» Chemotherapy alone may be preferred tor those <30 years where recommended breast DVH constraints are exceeded, It
cardiac constraints cannot be met, or in the presence of high-risk como&bidities.
» CMT may be preferred if the doxorubicin dose would exceed 200 mg/m< provided that breast and cardiac constraints can
be met.
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CLINICAL PRESENTATION:

I/ll Unfavorable (B symptoms or
bulky mediastinal disease or >10
cm adenopathy)P

- - ' Important Considerations:
Classic Hodgkin Lymphoma: Stage | Al patients will benefit from multidisciplinary team (including radiation oncology) input prior to final treatment decisions.

» Treatment with CMT provides for a better PFS/FFP, but no difference in overall survival.
+ Selection of treatment (CMT or chemotherapy alone) should be based on patient age, sex, family history of cancer or cardiac

+ For patients assigned female at birth with intact breast tissue:

disease, comorbid conditions, and sites of involvement (especially within mediastinum or axilla).

b Chemotherapy alone may be preferred for those <30 years where recommended breast DVH constraints are exceeded, if
cardiac constraints cannot be met, or in the presence of high-risk cemo&bidities.

» CMT may be preferred if the doxorubicin dose would exceed 200 mg/m* provided that breast and cardiac constraints can
be met.

PRIMARY TREATMENTA

ADDITIONAL THERAPY

Stage I/l
Unfavorable
CHLP

(B symptoms
or bulky
mediastinal

or

Nivolumab-AVD x4 cycles’ + ISRT
30 Gy! (B symptoms and/or bulky Deauville
disease, adapted from NIVAHL)® 1-3S * IFollow-up

Brentuximab vedotin (BV)-AVD +
G-CSF x4 cycles" + ISRT 30 Gyt
(adapted from BREACH)?

Restage
_ |with ) Negative —» |(HODG-12)

" |FDG-
PET/CTS Deauville

4-5%

— Biopsy"Y
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Tampa
TGH Genera
Hospital.

BEST
HOSPITALS
T
RANKED IN
7SPECIALTIES

BEST

REROMALH

S




Reduced-chemo Regimens for Early Stage, Unfavorable Risk cHL

NIVAHL (Brockelmann et al., JCO 2023) BREACH (BV-AVD, Fornecker et al., JCO 2023)
* Nivo-AVD x 4 cycles -> 30 Gy ISRT  BV-AVD or ABVD x 4 cycles -> 30 Gy ISRT
« Sequential (nivo x 4, nivo-AVD x 2, AVD x 2) .

PET negativity after 2 cycles:
« Concomitant (nivo-AVD x 4) .

« Median f/u 41 mo

82% vs 75%, respectively

2-yr PFS in whole treatment arms:
* PFS 98% & 100%, respectively e 97% vs 92%

* OS 100% both groups

Patients with high tumor volume (TMTV):

« Low rates of grade 3-4 AEs * 2-yr PFS 90% vs 70%
* 15% on thyroid supplementation  Grade 3-4 AEs, 86% vs 69%
- Preserved FEV1 & DLCO « Grade 3-4 PN 3% vs 2%

» Grade 3-4 neutropenia 75% vs 62%
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PRINCIPLES OF SYSTEMIC THERAPY?
Primary Systemic Therapy Regimens

Classic Hodgkin Lymphoma in Adults Age >60 Years or Adults Unfit for Intensive Therapy

Primary Systemic Therapy Regimens (Listed In Alphabetical Order) Primary Systemic Therapy Regimens (Listed In Alphabetical Order)
Age >60 Years and Candidate for Anthracycline Any Age and Not a Candidate for Anthracycline

Stage Il « A(B)VDS4eK (2 cycles) + ISRT!1.11.12 Stage I-IV + BV-DTIC (dacarbazing) + ISRT" 18,19
Favorable Disease |« A(B)VD%9-8K (3 cycles) = ISRT' (if CR)1.11.12 « BV-nivolumab  ISRT"20

Stage Il . A(B}VDc=d=9'k (2 cycles) followed by AVD (4 . vaolu!'na_b or pembrolizumab + ISRT (if
Unfavorable cycles), if FDG-PET scan is negative after 2 contraindications to BV)
cycles of ABVD.13
» Patients with a positive FDG-PET scan after 2
cycles of ABVD need individualized treatment.
+ A(B)VDSdekK x 4 cycles + ISRT!14
* BV x2 cycles followed by AVD x6 cycles,
conditionally followed by BV x2 cycles in patients
with CR or PR and no neuropathy‘~1_5
+ Nivolumab-AVD x4 cycles + ISRTH.10

Stage -1V * BV x2 cycles followed by AVD x6 cycles,

Disease conditionally followed by BV x2 cycles in
patients with CR or PR and no neurc:-pa‘chy'=15 (if
contraindications to CPI)

* Nivolumab-AVD x8 cyclesd=f=1'15=17 (preferred)
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Lee et al., Blood 2025
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BV+Nivo+AD (Lee et al., Blood 2025)

« 57 pts with cHL treated (age = 12)
Bulky stage Il & stage Ill/IV

» Up to 6 cycles of therapy
Days 1,15 q28days
BV 1.2 mg/kg, nivo 240 mg

- 88% CR, 88% 2yr PFS
94% 2-yr PFS for bulky stage Il pts (n=17)

* 9% Gr 3-4 neutropenia
» No febrile neutropenia
* 49% rec’'d gcsf

*  44% neuropathy, 4% Gr 3
* 5% pneumonitis, 4% colitis

« No XRT given

Hospital.
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Summary

* Newer agents allow for reduced chemotherapy in advanced classical
Hodgkins lymphoma

« Improved outcomes by replacing bleomycin

* Nivolumab + AVD has superior outcomes in advanced cHL compared to
BV-AVD

« consider BV-AVD for patients with contraindications to CPI

« Both nivo-AVD & BV-AVD are showing significant responses in early-
stage, unfavorable risk cHL

« Multiple reduced-intensity options for elderly and/or frail patients
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