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Outcomes for patients with cHL continue to improve over time

Percent of New Cases by Age Group: Hodgkin Lymphoma
Hodgkin lymphoma is most requently Estimated New Cases in 2024 8,570 5-Year
diagnosed among people aged 20-34. Relative Survival
40
% of All New Cancer Cases 0.4%
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Advanced-stage HL: N-AVD
versus BrECADD




Schema S1826: N-AVD vs BV-AVD

Newly diagnosed
Stage llI-IV cHL
Key Inclusion

« Age = 12 years old
e HIV+ ellglble, if controlled Key Exclusion
« Zubrod PS 0-2 (Peds: Lansky)

N-AVD x 6

*G-CSF optional

Bv-AVD x 6

*G-CSF required
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* Interstitial lung disease or

* LVEF =2 50% (or SF = 27%) oneumonitis
* CrCl 2 30 mL/min (Peds: CrClI/GFR = _
70, SCr < 1.5 ULN)  Peripheral neuropathy = Gr2

\Tbili <2 xULNand AST/ALT <3 x ULN « Active autoimmune disease

Herrera et al. NEJM 2024. ‘




Nivolumab dosing/schedule

/ Nivolumab: 240 mg day 1,15 \

Doxorubicin: 25 mg/m? day 1,15
Vinblastine 6 mg/m? day 1,15
Dacarbazine: 375 mg/m? day 1,15

Cycle length = 28 days




HD21: BEACOPP vs BrECADD

Newly diagnosed cHL, advanced stages*, 18-60 y
randomisation

4 )

Co-primary endpoints:
Superiority for treatment
related morbidity
Non-inferiority for efficacy

- /

2 x eBEACOPP 2 x BrECADD
PET2/CT Staging
PET2 neg. PET2 pos. PET2 neg. PET2 pos.
2X 4x 2X 4x
eBEACOPP eBEACOPP BrECADD BrECADD

EOT PET-positive RD consolidative radiotherapy,
PET-negative FU

* Includes stage IIB with RF LMM or ED, and stage Il and IV

Borchmann et al. Lancet Onc 2024.




BrECADD dosing/schedule

/ Brentuximab vedotin:
Etoposide:
Cyclophosphamide:
Doxorubicin:
Dacarbazine:
Dexamethasone:

\ Cycle length = 21 days

1.8 mg/kg day O
150 mg/m? days 1-3
1250 mg/m? days 1
40 mg/m? day 1

250 mg/m? day 2-3
40 mg days 1-4

~




36% of patients required 6 cycles of BrECADD

eBEACOPP | BrECADD | Total
(n=740) (n=742) (n=1482)

Response after two chemotherapy cycles

Central PET review after 669 (90%) | 677(91%)| 1346 (91%)
two cycles (post-amendment)

Complete metabolic response  430/669 430/677 86071346
(DS1-3) after two cycles (64%) (64%) (64%)
Therapy adherence

Cycles received that were 707 (95%) | 708 (96%)| 1415 (95%)

recommended




Patient populations

| N-AVD | BrECADD

N+AVD BV+AVD eBEACOPP BrECADD
Characteristic (N=487) (N=483) (n=740) (n=742)
A ge Median age, years 31 (24-42) 31(24-42)
Median (range) —yr 27.6 (12.0-83.7) 26.8 (12.0-81.7) Ann Arbor stage
Distribution — no. (%) lla 0 2 (<1%)
12-17 yr 118 (24) 118 (24) lib 117/739 (16%) 115 (16%)
18-60 yr 321 (66) 318 (66) = 132/739(18%)  129(17%)
~60 yr 48 (10) 47 (10) lib 156/739 (21%) 164 (22%)
IVa 112/739 (15%) 104 (14%)
Disease stage — no. (%) Vb 222[739 (30%) 228 (31%)
Il 185 (38) 168 (35) HEap——
IV 302 (62) 315 (65) Large mediastinal mass 235/735(32%) 253739 (35%)
Extranodal involvement 175/735 (24%) 202/739 (27%)
B symptoms present — no. (%) 288 (59) 273 (57)
Involvement of 3 or more 655/735 (89%) 667/739 (90%)
IPS — no. (%)§ nodal areas
0-3 332 (68) 328 (68) High erythrogyte 470/709 (66%)  481/708 (68%)
47 155 (32) 155 (32) sedimentation rate
Bulky disease — no. (%) 156 (32) 127 (26) International Prognostic Score
0-1 175 (24%) 195 (26%)
HIV-positive status — no. (%) 11 (2)
2-3 395 (53%) 390 (53%)
4-7 170 (23%) 157 (21%)




Efficacy

N-AVD

No. at Risk
N+AVD
BV+AVD

Percentage of Patients

100
N+AVD
o] N
807 BV+AVD 2-Year Estimate
70+ for Progession-free
604 Disease Progression or Death  Survival (95% CI)
50 no. of patients percent
N+AVD 41 92 (89-94)
404 BV+AVD 81 83 (79-86)
304
20+ Hazard ratio, 0.45 (95% Cl, 0.30-0.65)
10+
o T T T T 1
0 12 24 36 48 60
Months since Randomization
487 450 281 101 9 0
433 392 244 97 7 0

2 yr PFS 92%

BrECADD

m'm
90+
= HR 0-66 (95% CI 0-45-0-97); p=0-035
S 80
E 70+ Treatment group Timepoint Kaplan-Meier estimate (95% CI)
< —BrECADD 36months  952(93-7-96.-8)
g 60 48 months 943 (92-6-96-1)
5 ——eBEACOPP 36months  92.3(90-3-94-2)
& 50 48 months  90-9 (88.7-931)
Z + Censored
O 4/
| I I I I I I I 1
] 6 12 18 24 30 36 42 48

Number at risk

(number censored)
BrECADD 742 (0)
eBEACOPP 740 (0)

721(14) 701(23) 688(32) 670(41) 639(70) 588 (120) 488 (217) 374 (329)
711(18) 685(26) 663(35) 643(47) 628(59) 578(107) 471(209) 372 (306)

4 yr PFS 94%




L Patients > age 60 }

| N-AVD |

[ 2 year PFS 88% J

 BrECADD |




L Patients age 12-17

| N-AVD | | BrECADD |

||||||||||

[ 2-year PFS 95% J




| N-AVD |

Radiotherapy

RADIATION THERAPY

Only seven patients received radia-
tion therapy — three in the N+AVD
group and four in the BV+AVD

group.

[<1% ]

[ BrECADD ]

eBEACOPP BrECADD  Total
(n=740) (n=742) (n=1482)

Status at end of chemotherapy
Radiotherapy recommended 127 (17%) 125 (17%) 252 (17%)
Radiotherapy documented 112 (15%) 104 (14%) 216 (15%)




acute toxicity
| N-AVD | | BrECADD |
PRBC Gr 3:6% 24%
transfusion
platelet :'f"' Gr4:1% 17%
transfusion
-
febrile &
neutropenia , 6% 28%
sensory PN mgm; 2 299% 399,
immipe 11% d/c nivo 0%
toxicity
steroid
toxicity




Late effects

[ N-AVD ] [ BrECADD]
Higher dose of More RT, possibly
, doxorubicin mediastinal
cardiac
? impact of
dexrazoxane
N Higher risk, especially
fertlllty LOW risk .
if 6 cycles of therapy
5 i—‘ myelotoxicity Low risk I-!Igher rISk' espeaally
if 6 cycles of therapy
ER . Low risk
g T immune e No risk
7‘, «  toxicity Except
T o thyroiditis
Mg,cma - neuropathy  Similar risk Similar risk




Nivo-AVD has rapidly become the standard of care

for advanced stage

HL in the US

100% — 100% —L‘E‘RHK{ |
80% —1 80%
60% — 60%
- 2-Year E 2-Year
At Risk Failed Estimate At Risk Failed Estimate
40% — BV-AVD 118 21 83% 40% = BV-AVD 318 43 86%
N-AVD 118 7 95% N-AVD 321 27 92%
20% — 20%
0% T T T T T T T T T ] 0% T I T I T I T I 1
0 12 24 36 48 60 0 12 24 ) 36_ 48 60
Months After Randomization Months After Randomization
Age 12-17 Age 18-60
100% —
80%
60%
. L1 ]
a0% Age > 60
2-Year
- AtRisk Failed Estimate
BV-AVD 47 17 65%
20% N-AVD 48 7 88%
0% T T T T T T T ]
Herrera et al. NEJM 2024. J T ) T I :

Months After Randomization




BV-nivo-doxorubicin-dacarbazine: small study but
with some recurrences after 12 months

Demographics Total (N = 57)

Age (y), median (range) 35.0 (19-78)
Age (y), range, n (%)
<60 51 (89) 100 44 g - I
260 6 (11) 90 =
Sex, n (%) 80 -
Female 27 (47) \ L N ,
Male 30 (53) = 70 ' o '
Ethnicity, n (%) 'g 50 4
Hispanic 9 (16) S 5.
i , =
Not Hispanic 46 (81) = —
Unknown 2(4) = 40 4 Part S e
= 30 Estimated PFS rate at 24 months (95% Cl) | 88 (75.7, 94.4)
Race,.n 4 e PFS events, n (%) 7{12)
L Sl 20 + Disease progression & (11)
Black or African American 2 (4) 10 Death 1(2)
ALl L Median follow-up, months (95% CI) 24.2 (234, 26.9
Muttiple 1(2) 04
il o 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Disease stage at diagnosis, n (%) '|"| me (months)
I 18(32) N at risk (events)
Bulky* 1730 Part B 57(0) 56(0) 56(0) 56(0) 53(2) 51(3) 50(3) 49(3) 46(4) 43(4) 40(6) 39(6) 28(6) 21(6) 17(6) 7(6) 4T
1l 10 (18)
\% 29 (51)
Extranodal disease present at initial diagnosis, 28 (49)
n (%)
B symptoms present at initial diagnosis, n (%) 33 (58)
International Prognostic Score, n (%)
0-1 13 (23)
23 32 (56) Lee et al. Blood 2025
4.7 12 (21)

18
. N




Summary of N-AVD vs BrECADD:
personalize to the patient

N-AVD with excellent PFS and less toxicity than BrECADD.

N-AVD with relatively short follow-up and more time necessary
to ensure remissions are durable.

BrECADD with the best efficacy of any regimen in advanced
stage cHL.

.




Moving forward

Inflammatory immune
escape HL

1\ B symptoms T

Virally-driven HL

’H\ B symptoms T

PFS (%)

100

75

50

25

== |nflammatory immune escape HL Virally-driven HL =+ Oncogene-driven HL

L o o efh e s e e s =

3-year PFS 86.4% v 92.7% v 97.1%
P=.0310 (inflammatory immune escape HL v oncogene-driven HL)

0 6 12 18 24 30 36 42 48 54 60

Time (months)
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HL may be

Inflammatory/immune escape and viral driven

particularly well suited to PD-1
based combinations

Heger et al. JCO 2024.
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CT DNA may allow for the administration of

less chemotherapy

Alig et al. Nature 2024.




Early-stage HL: improving
outcomes/limiting late toxicity




Competing risks in early stage
Hodgkin lymphoma

40-

Recurrent Hodgkin’s lymphoma
= Second malignant condition

30+ - Cardiovascular events

Cumulative Occurrence (%)

Risk of relapse Late Toxicity

Armitage. NEJM 2010.




RT related late effects

4 A

Secondary cancer:
Long latency
Increasing risk over
time
Relates to dose and

field
0

R
\ D
\-.

\_ /

4 A

Secondary cancer:
Breast cancer T <30
Lung * .
Gl
Sarcoma
Thyroid

-

\_

Cardiovascular
disease:
CAD
Valvular
Pericardial
Conduction

2

~




Evolution of radiotherapy techniques

over time

Field
Design

Radiation
Modality/
Techniques

Total Nodal
Irradiation

Para-Aortic
(and Spleen)

Sub-Total Nodal
Irradiation

Pelvic

Involved-Field
Radiation Therapy

I

Involved-Node/
Involved-Site
Radiation Therapy

e
ol g

A

Typical
Doses

Time
Period

PET-CT Fusion
Breath-Hold
2D B 3D — IMRT
Proton RT
Image-Guided RT
40-44 Gy 20-36 Gy
1970s and 1970s to 1990s to 2010s to
earlier 1980s 2000s present

Bergom et al. JACC: Cardiooncology 2021.




Early-stage HL therapy

Current standard of Recent advances On-going
care

ABVD chemotherapy | Many phase 2 studies | Randomized study to
PET adapted/ with encouraging PFS assess impact of BV
individualized use of with less RT and PD-1 inhibitors
RT




EORTC H10: Testing PET adapted therapy in
early-stage Hodgkin lymphoma

H10F

2 AEND

2 AEND

2 AEND

2 AEND

PET

1 ABVD + INRT

2 ABVD

2 BEACOPPesc + INRT

2 ABVD + INRT

4 ABVD

2 BEACOPPesc + INRT

Andre et al. JCO 2017.

-

~

Risk factors:

LMA (> 1/3 max intrathoracic

.

diameter)
Age > 50
ESR > 50 without B sx
ESR > 30 with B sx

> 3 lymph node groups

/




Long term follow-up of PET 2 negative patients

Positive PET = Deauville 3-5
81% of patients PET2 negative

PFS (%)

No. at risk:

4 ABVD (Exp, Fav)-

100

90 -

80 -

70 -

60 4

50 A

40 -

30

20 A

10

\_\\\

[ 10 yr PFS 99% vs 85%

Log-rank P < .0001

\

No. of
Events/Total
Group No. of Events Time Point KM Est (95% Cl) HR (95% CI)
=3 ABVD + INRT (Std, Fav) 2/174 5 years 98.8 (95.4-99.7) Reference
10 years 98.8 (95.4-99.7)
— 4 ABVD (Exp, Fav) 26/183 5 years 86.8 (80.9-90.9) 13.24 (3.14-55.76}
10 years 85.4 (79.3-89.8)

3 ABVD + INRT (Std, Fav)- 174
183

172
163

3 4 5 6 7 8 9 10

Time (years)

168 132 105 74
154 130 107 74

I I I 1 I 1

11 12 13 14 15 16

32 7 0
30 3 0

Progression Free Survival (%]

4ABVD+INRT (Std,Unfav)-
BABVD (Exp,Unfav)-

100 L \
70 1
60 (o) 0,
I 10 yr PFS 91% vs 87% ]

50
40 -
30
201
10 Logrank P-value: 0.1628

0 T T T T T T T T T T T

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16
Years
Group Events/Total Time-Point KM Est(95% CI) HR (95% CI)
_— AABVD+INRT 18206 Syears 920 (87.3-95.0%) Reference
(Std,Unfav) 10years 914 (86.4-94.5%)
287216 Syears B9.3 (84.4-928%) 1.52(0.84-2.75)
B6ABVD (Exp.Unfav) 10years 86.5 (81.0-90.5%)
Patients-at-Risk
206 195 185 153 129 96 33
216 194 190 169 142 a7 44

Federico et al. JCO 2023.




Long term follow-up of PET 2 positive patients

Positive PET = Deauville 3-5
19% of patients PET2 positive

100 A
80 ~
70
60+
=
v 50
L
o Log-rank P: .1777
40
No. of
30 H Events/Total
Group No. of Events Time Point KM Est (95% Cl)  HR (95% ClI)
20 { — 3 or 4 ABVD + INRT (Std) 30/143 5years  80.2(72.6-85.9) Reference
10 years  79.2 (71.4-85.1)
10 1 =——2 ABVD + 2 BEACOPPesc + INRT (Exp) 18/117 5 years 87.9 (80.4-92.6) 0.67 (0.37-1.20)
10 years  85.1(76.5-90.8)
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 1 2: 3 4 5 6 7 8 9 10 11 12 13 14 15 16
Time (years)
No. at risk:
3 or 4 ABVD + INRT (Std)- 143 121 112 93 73 51 22 6 0
2 ABVD + 2 BEACOPPesc 117 107 101 87 74 45 21 6 0
+ INRT (Exp)-

| 10yrPFS80%vs 85% |

Federico et al. JCO 2023.




Nivolumab + AVD (concurrent and sequential) in early
unfavorable HL very promising though all patients received RT

/R \ 1.0 4=

andomized phase 2 ' : T T T e S s
0.9 ~
A: 4 x N-AVD il
' 08 n
B:4xN 2 0.7
Te)
2 x N-AVD S 06
0.5
2 x AVD i -
© 0.4 -
\ / -
o 0.3 A Median Follow-Up 36-Month Estimate (95% Cl)
Oo- 0.2 { A: Concomitant 39 months 100%
0.1 - B: Sequential 41 months 98% (95 to 100) —_A
0.0 J + Censored "
0 6 12 18 24 30 36
Time (months)
No. at risk:
A 55 54 53 53 53
30 Gy B 54 53 52 51 49
ISRT

Brocklemann et al. JCO 2022.




Updated Analysis of Brentuximab Vedotin, Nivolumab,
Doxorubicin, and Dacarbazine for Nonbulky, Early-Stage CHL

/

Treatment Arms Endpoints

Part A: Brentuximab vedotin + AVD |
up to 6 cycles

Patient Population
Primary Endpoint

Previously untreated Part A: Rate of febrile neutropenia

(Pa::xaz:gil) or Part B: Brentuximab vedotin with nivolumab Parts B and C: CR rate at EOT
ly-st +AD | up to 6 cycles )
early-stage Key Secondary Endpoints

(Part C) cHL Part C: Brentuximab vedotin with

nivolumab + AD | 4 cycles

Part A: PFS
Parts B and C: ORR, DOR, DOCR, PFS

1

~

( 98% of patients received 4 cycleb
of treatment

* Six patients (4%) received
subsequent treatment, 2 of
whom received consolidative

radiotherapy

N

PFS

(.

0.9 1
0.8 4
0.7 +
2
% 0.6
3 N=154
£ ™| Median follow-up® (95% Cl), month® 21.9
03 ian follow-up? (95% CI), months® (27.2-28.6)
024 PFS events, n (%) 5(3)
01 4 Disease progression 5(3)
Estimated PFS rate® at 24 months (95% CI), % 97 (92-99)
0.0 T T T T T T T T T T T T T T T

0 2 4 ] 8 10 12 14 16

Months

No. of patients at risk (no. of events)

.

T T T T T 1
18 20 22 24 26 28 30 32 34 36 38 40 42

Abramson et al. ASH 2024




A Randomized Phase 2 Study Incorporating Nivolumab and Brentuximab
Vedotin into Radiation-Free Treatment of Early Stage CHL

100% | HJI :. |I: : I [LILLI Wi Tn :H | /

i : .
BV-
90% . ¥
LN P TR T RN TR AT N T
80% N o e Ty B -
I I Im — T Bulky

el -— Nivo x g 2 weeks x 6

T0% SOC ABVD

x 2 cycles =
60% PET2 + BV-ABVD Nivox q 2
50% | i Deawvilled-s [ ™ x4 cycles

~

ABVD x 2 cycles

w weaks x 6
L
i3 \_ -
40% -
30% PFS(95% CI) | #of 18-month 24-month
20% — Arm A PD/Rel
10% Arm B1 Arm A (n=45) 0 100% 100%
Arm B2 ArmB1(n=36) | 0 100% 100%
0% — Arm C ArmB2(n=35) | 5 97% (81-100%) 86% (67-95%)
AmA | as 42 18 30 22 18 12 o Arm C (n=37) 7 85% (68-94%) 77% (57-89%)
ArmB1 | =8 35 a0 27 22 15 10 5 1
Arm B2 a5 a5 32 20 23 18 10 4 1
Arm C 37 37 ao 22 17 13 8 ] 1
[ | | |
0 6 12 18 24 30 26 42 48 [ No deaths reported thus far. }
Median follow-up is 27.7 months (range 3.2-51.0).
Months from Start of SOC ABVD P (rang )

LaCasce et al. ASH 2024




Standard therapy vs. immuno-oncology for children and adults with
newly diagnosed stage | and Il classic HL: AHOD 2131

ANCE
RESEARCH
NETWORK

woe

Favorable Risk

+

ABVD x 2 cycles

\

i
PET-2 )

RER

SER

+

Planned enrollment

1875 patients
(ages 5-60 years)

CRandomize)

Unfavorable Risk

@andomize)

A

AT

S
Al
Al "!

==ECO(

Alliance
for Clinical Trials
in Oncology

1-ACRIN

NCT05675410

CRandomize)

3
ABVD x 2 cycles
v
( PET-2
RER ) SER
+
v
-
Arm F Arm G
Bv-Nivo x eBEACOPP
3 4 cycles x 2 cycles

ArmH

Bv-Nivo x

4 cycles

Protocol

Therapy End of

v po + v
ArmA Arm B ArmC ArmD ArmE
ABVD x Bv-Nivo x eBEACOPP Bv-Nivo x AVD x 4
2 cycles 9 4 cycles x 2 cycles 4 cycles cycles
| | * |
End of End of ISRT il End of
Protocol Protocol Protocol
Therapy Therapy End of End of Therapy
Protocol Protocol
Therapy Therapy

Protocol
Therapy

End of
Protocol
Therapy




Future directions in cHL

Tissue

composition

HL subgroup @ o

by ctDNA

Immunophenotype —

Disease extent ——

Clinical —
characteristics and __|
individual
preferences

Integrated
assessment

MRD by  Biomarkers  Quantitative
ctDNA (e.g. CCL17) PET response

Integrated re-evaluation for
adjustment of treatment strategy

Individualized
Type A —> treatment

strategy A Aim: highest

Individualized likelihood of
Type B — treatment = cure with

strategy B minimal

Individualized morbidity

Type X —> treatment
strategy X

Brockelmann . Nature Reviews Clinic Onc 2025

Follow-up care
adjusted to

= individual
needs and
risks




Summary

will experience
Id long term disease
control after front-
line therapy

The vast majority of

. Novel agents remain
% experimental in early-
stage cHL

e

Balancing efficacy vs late
toxicity key for individual
patients

ctDNA may allow
for improved risk
adapted
approaches

|

Incorporating novh

agents (where
approved/available)
standard in advanced

stage disease

w,
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