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» Checkpoint inhibitors in advanced stage classic Hodgkin lymphoma (cHL)
» Checkpoint inhibitors in early stage cHL

= Next Questions
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Ansell SM, et al. NEJM 2022, Borchmann P et al. Lancet 2018, Casasnovas O et al. Lancet Oncol 2019, Johnson P et al. NEJM 2016
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e Studies of frontline PD-1
blockade in cHL have been

promisinglo'11'12'13
* N-AVD well-tolerated « 9mo mPFS: 92%

e Excellent PFS

1L Nivolumab-AVD in advanced stage cHL

ty)

0.6

05

mPFS (probabili

0 3 6 9
mPFS (months)

Sequential Pembro-AVD in cHL Concurrent Pembro-AVD in cHL 1| Nijvolumab-AVD in early stage cHL
Progression-free survival
o 1y PFS: 96% £ 0] 3y PFS
33-mo PFS: 100% £ £ 0 Concomitant N-AVD 100%
goz . _ 01 4 Sequential Nivo>AVD 98%
& Median follow-up 33.1 months Median follow-up 16.2 months ~ °°%, : . - - o .
i 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 " o ! 2 Time {months}

Years

Months since Registration 10. Bréckelmann PJ et al JCO. 2023 11. Ramchandren R et al JCO 2019 12. Allen PB, etal Blood. 2021 13. Lynch RC
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100 =
90 - Events HR P value
X n (%) (95% ClI)
_- 80 — 53.9%
S 35 6% Pembro 81 (53.6) 0.65 0.00271
> 70 | (0.48-0.88)
> BV 88 (57.5
B g0 I (57.5)
[¢b]
@
I 50
c
O 407 )
7] Median (95% CI)
o 307 13.2 mo (10.9-19.4)
S 20- 8.3 mo (5.7-8.8)
a
10 -
0 T T T 1
No. at Risk 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Pembro 151 116 96 74 65 55 44 35 18 15 9 4 1 0
BV 153 103 63 41 32 26 19 14 10 7 5 2 1 0

Kuruvilla J et al ASCO 2020, Lancet Oncol 2021
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N-AVD x 6 cycles

. [\Iivo!umab 240mg days 1_,15a 470 pts
Doxorubicin, Vinblastine, Dacarbazine days 1,15
4 ™\ *G-CSF optional

Newly diagnosed et
Stage -1V , > EOT RT i
| HOdr?k'n (residual FDG-avid i
ymphoma lesions) 1
- e o o o e e e |

N y Bv-AVD x 6 cycles

Bv 1.2mg/kg days 1,15
e ™ Doxorubicin, Vinblastine, Dacarbazine days 1,15" IS

*G-CSF required

Stratification:
* Age (12-17/18-60/>60)

* IPS (0-3/4-7) Primary endpoint: PFS

 EOT RT intended (Y/N) ) .
Assume 84% 2-year PFS for BV-AVD, 90% 2-year PFS in N-AVD, final
\_ J analysis @ 179 events

Herrera’ AF et al ASCO 2023 aNivolumab 3mg/kg for ages <17, max 240mg

b Conventional doses of AVD: Stephens DMet al Blood 2019, Ansell SM et al NEJM 2022
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2 National Cancer institute program

Patients Registered Dates of enroliment:
Data cut-off: Dec 15, 2022 N =994 July 19, 2019 — Oct 5, 2022

Randomized to N-AVD Randomized to Bv-AVD
N = 496 N = 498

Ineligible N=9 Ineligible N=15

Efficacy Analyzable (N-AVD) Efficacy Analyzable (Bv-AVD)

N = 487 N = 483
Not evaluable N=5 Not evaluable N=7

Safety Analyzable (N-AVD) Safety Analyzable (Bv-AVD)

N =482 N =476

Herrera, AF et al. NEJM in press.

3rd MEETING ON T-CELL AND NK-CELL BASED IMMUNOTHERAPIES FOR LYMPHOID MALIGNANCIES BOLOGNA, ROYAL HOTEL CARLTON September 13-14, 2021



CANCER
RESEARCH
NETWORK

Z SWOG

]

b 1 i 4 i
S5 k8728 Hzs2]1n2 Crzirziciaflse

Baseline Baseline

characteristics characteristics

Age, median (range) 27 (12-83) 26 (12-81) Stage
12-17 years 118 (24%) 118 (24%) Il 185 (38%) 168 (35%)
18-60 years 321 (66%) 318 (66%) IV 302 (62%) 315 (65%)
2 61years 48 (10%) 47 (10%) B symptoms present 288 (59%) 273 (57%)

Female Sex 216 (44%) 210 (43%) |PS Score

Race 0-3 332 (68%) 328 (68%)
White 372 (76%) 361 (75%)  4-7 155 (32%) 155 (32%)
Black 58 (12%) 56 (12%)  Bulky disease > 10cm 156 (32%) 127 (26%)
Asian 11 (2%) 17 (4%) HIV+ 11 (2%) 5 (1%)
Other/Unknown 46 (9%) 49 (10%)

Hispanic 66 (14%) 58 (12%) Representative study, inclusive of high-risk pts

Herrera, AF et al. NEJM in press.
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Nausea

Neutrophil count decreased
Fatigue

Constipation

White blood cell decreased
Anemia

ALT increased

Peripheral sensory neuropathy
Vomiting

AST increased

Mucositis oral

Lymphocyte count decreased
Diarrhea

Alopecia

Headache

Arthralgia

Anorexia

Fever

Hyperglycemia

Abdominal pain

Alkaline phosphatase increased
Myalgia

Rash maculo-papular
Platelet count decreased
Dyspnea

Bone pain

Dysgeusia

Weight loss

Herrera, AF et al. NEJM in press.
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Nivolumab + AVD Brentuximab Vedotin + AVD

60 40 20 00 20 40 60
%
AESeverityGrade W 1 W 2 H 3 H 4 H 5
OR LYMPHOID MALIGNANCIES BOLOGNA, ROYAL HOTEL CARLTON September 13-14, 2024




CANCER
RRRRRRRR
NETWORK

1
A
.

Ll
=
uj
w
("2
=

-
w
‘:
(2)
L/
‘3
"ﬁ
Ll
S

. Z SWOG

llllllllllllllll Community Gncolegy
............. NCI .

Toxicity

Any Gr Grz23 Any Gr Grz3
Neutropenia 272 (56%) 232 (48%) 160 (34%) 126 (26%)
Anemia 190 (39%) 29 (6%0) 217 (46%) 43 (9%)
Thrombocytopenia 52 (11%) 9 (2%) 86 (18%) 16 (3%)
Received G-CSF 274 (56%) 467 (97%)
Bone pain 40 (8%) 96 (20%)

More neutropenia after N-AVD
More growth factor use, bone pain in Bv-AVD arm

Herrera, AF et al. NEJM in press.
Alex F. Herrera, MD
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N =482 Nn=47/6

Febrile Neutropenia 28 (6%) 33 (7%)
Sepsis 8 (2%) 16 (3%)
Infections/Infestations (Gr = 3) 22 (5%) 35 (7%)

No increased infectious toxicity in N-AVD arm

Herrera, AF et al. NEJM in press.
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AEs of Interest: Peripheral Neuropath

Toxicity N-AVD Bv-AVD
N =482 Nn=476

Any Gr Grz23 Any Gr Grz23
N (%) N (%) N (%) N (%)

Peripheral sensory 139 (29%) 5(1%) 266 (56%) 39 (8%)

neuropathy
Peripheral motor 20 (4%)  1(0%) 35(7%)  6(1%)

neuropathy
More neuropathy in Bv-AVD arm

Herrera, AF et al. NEJM in press.
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Toxicity N-AVD Bv-AVD
n = 482

Grl Gr?2 Grz23 Grl Gr?2 Grz23
(%) (%) N (%) (%) (%) N (%)

neuropathy 98 (20%) 36 (7%) 5 (1%) 115 (24%) 112 (24%) 39 (8%)

Peripheral sensory

Peripheral motor

neuropathy
13(3%) 7(1%) 1(0%) 12(3%) 17 (4%) 6 (1%)
Higher grade neuropathy in Bv-AVD arm

Herrera, AF et al. NEJM in press.
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ALT increased
AST increased

Rash maculo-papular

Hypothyroidism
Rash acneiform
Pneumonitis
Gastritis
Hyperthyroidism
Colitis

Herrera, AF et al. NEJM in press.
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Any Grade
No (%

No (%

160 (33%) 22 (5%) 201 (42%)

125 (26%) 12 (2%) 160 (34%)
54 (11%) 4 (1%) 58 (12%)
35 (7%) 1 (0%) 3 (1%)
17 (4%) 0 (0) 12 (3%)
11 (2%) 3 (1%) 15 (3%)
9 (2%) 3 (1%) 8 (2%)
13 (3%) 0 (0) 0 (0)
6 (1%) 1 (0%) 6 (1%)

Low rates of immune-related adverse events

No (%
23 (5%)
14 (3%)
0 (0)
0 (0)
0 (0)
10 (2%)
0 (0)
0 (0)
4 (1%)

BOLOGNA, ROYAL HOTEL CARLTON September 13-14, 2024
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Disposition

Completed treatment 450 (92.4%) 425 (88%)

Discontinued all treatment early 37 (7.6%) 58 (12%)
Adverse event 20 (4.1%) 20 (4.1%)
Refusal unrelated to AE 9 13
Progression/relapse 0 (0%) 9 (1.9%)
Death on treatment 3 (0.6%) 8 (1.7%)
Other — not protocol specified 5 8

Any discontinuation Bv or Nivolumab 46 (9.4%) 107 (22.2%)

Received radiotherapy 3 (0.6%) 4 (0.8%)

Herrera, AF et al. NEJM in press.
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100%

80%

60%

40%

20%

0%

# at Risk
BV-AVD
N-AVD

Herrera, AF et al. ASCO 2023.
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N-AVD
86% 11 1] | W 111 | BV—AVD
1-Year 95%
N Events Estimate Conf. Int.
BV-AVD 487 58 86% (82% - 90%)
N-AVD 489 30 94% (91% - 96%)

ONE-SIDED LOG-RANK P-VALUE = .0005
HR=0.48, 99% CI (0.27 - 0.87)

Median follow-up 12.1 months

24 36 48
Months After Randomization
130 71 21 5 0
148 77 30 5 0 0

X SWOG

1-year PFS
N-AVD 94%
Bv-AVD 86%

BOLOGNA, ROYAL HOTEL CARLTON September 13-14, 2024
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100% 92%
' N-AVD 2-year PFS
80% — ' 220 Bv-AVD
83% N-AVD 92%
' HR 0.45 Bv-AVD 83%
60% |
. i 2-Year 95%
At Risk i Failed Estimate Conf. Int.
40% BV-AVD 483 ! 81 83% (79% - 86%)
N-AVD 487 | 41 92% (89% - 94%)
7] TWO-SIDED STRATIFIEDI LOG-RANK P-VALUE < .001
HR=0.45 (95% CI: 0.30-0.65)
20% !
T . Median follow-up 2.1 years
0% T T T |I T T T T | |
0 12 24 36 48 60
# at Risk Months After Randomization
BV-AVD 483 392 244 97 7 0
N-AVD 487 450 281 101 9 0

Herrera, AF et al. NEJM in press.
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N + AVD BV + AVD

Subgroup Events/N (%) Events/N (%) HR (95% CI) P Value
Age

12-17y 6/120 (5.0) 12/117 (10.3) 0.48 (0.18, 1.27) I = | 0.140

18 -60y 19/323 (5.9) 32/323 (9.9) 0.56 (0.32, 0.98) —— 0.042

>60y 5/46  (10.9) 14/47  (29.8) 0.27 (0.10, 0.76) = | 0.013
IPS

0-3 20/331 (6.0) 36/330 (10.9) 0.53 (0.31, 0.91) i 0.023

4-7 10/158 (6.3) 22/157 (14.0) 0.40 (0.19, 0.84) I = | 0.015
Stage

11} 11/187 (5.9) 15/167 (9.0) 0.58 (0.27, 1.27) f = | 0.176

v 19/301 (6.3) 43/317 (13.6) 0.44 (0.26, 0.75) —— 0.003
Symptoms

A 10/202 (5.0) 24/210 (11.4) 0.41 (0.20, 0.86) | u | 0.017

B 20/286 (7.0) 34/274 (12.4) 0.52 (0.30, 0.90) —— 0.020

T T T
0.25 0.5 1 15
HR less than 1 favors N-AVD

Herrera, AF et al. ASCO 2023.
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t-cansistentacrosseliBerouns (2v) sl

N + AVD BV + AVD
Subgroup Events/N (%) Events/N (%) HR (95% CI)
Age
12-17y 7118 (59) 21118 (17.8) 0.31(0.13,0.74) | = |
18-60y 271321 (84) 43/318  (135) 0.59 (0.36, 0.95) —a—
>60y 743 (14.6) 17047 (362) 0.30 (0.12, 0.72) | |
IPS
0-3 241332 (72) 48328 (14.6) 0.46 (0.28, 0.76) —a—
4-7 17155 (11.0) 33155  (21.3) 0.46 (0.26, 0.83) } = |
Stage
1l 121185  (65) 22168 (13.1) 0.45 (0.22, 0.92) | = |
v 20302 (96) 50315  (187) 048 (0.31,0.74) —a—
Symptoms
A 121199 (6.0) 27210 (12.9) 0.4 (0.22, 0.86) | = |
B 29288 (10.1) 54273 (19.8) 0.47 (0.30, 0.74) —=—
1 1 1

0.25 05 1 15
HR less than 1 favors N-AVD

Herrera, AF et al. NEJM in press.
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100%
80%
60%
40%
20%

0%

2-year EFS
N-AVD 95%
Bv-AVD 83%

Months After Randomization

Herrera, AF et al. NEJM in press.
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=AY D > BY-AVD If gscizirflc ozritlerts
1LL Il 1111 L1l 1 ]
||l.|.|h (TN T | L1
2-Year
At Risk Failed Estimate
BV-AVD 118 21 83%
N-AVD 118 7 95%
! | I | ! I ! [ I |
12 24 36 48

60
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N-AVED >=> 8V-AVD in older gatients (g1ry0)

100% —
I I I

2-year EFS
' N-AVD 88%
T N B I Death 6.3%

= h} Bv-AVD 65%
Death 19.1%

80% —

40% —
2-Year
- At Risk Failed Estimate
BV-AVD 47 17 65%
20% — N-AVD 43 7 88%
0% T T T T T T T T T 1
0 12 24 36 48 60

Months After Randomization
Herrera, AF et al. NEJM in press.
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100%

80%

(=]

EVearni-rras Survival

2'y ear E FS EFS events: death,

progression, non-protocol

N-AVD N 'AV D 9 O% treatment before progression
Bv-AVD BV_AVD 81%

Type of EFS Event (NE7ANV/D) BV-AVD
N=487 N=483
2-Year 95% 5 o 0
At Risk Eailed Eetimate  Conf Int. Non-protocol chemo prior 10 (2.1%) 7 (1.4%)
BV-AVD 483 91 81% (77% - 84%) to PD
NAVD o > 0% (80%-92%) Non-protocol RT prior to PD 3 (0.6%) 5 (1.0%)
HR=0.50 (95% CI: 0.36-0.71)

_ Progression/Relapse 32 (6.6%) 67 (13.9%)
Median follow-up 2.1 years

60% —
40% —
20% —
0%
# at Risk
BV-AVD 483
N-AVD 487

' ! ' : ' ! ' ! ' ! Death without progression 7 (1.4%) 12 (2.5%)
12 24 36 48 60
Months After Randomization
o 20 # ! . Total EFS events 52 (10.7%) 91 (18.8%)

437 273 97 7

Herrera, AF et al. NEJM in press.
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100%
Cause of Death

80%

50% Infection/Sepsis
7 2-Year 95% 1 2

AtRisk Deaths Estimate Conf. Int. Medical issues 2 4
40% — BV-AVD 483 14 98% (96% - 99%)
N-AVD 487 7 99% (97% - 100%) other than cancer

0% — HR=0.39 (95% Cl: 0.15-1.03) N ew prl m ary 0 1
’ malignanc
1 Median follow-up 2.1 years Unknown 0 1
0% — 111+ 1 7 14
0 12 24 36 43 60
# at Risk Months After Randomization

BV-AVD 483 447 274 107 7 0
N-AVD 487 467 300 110 9 0

Herrera, AF et al. NEJM in press.
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. N-AVD improved PFS compared to Bv-AVD in advanced stage cHL
* N-AVD improved EFS versus Bv-AVD

. N-AVD was well-tolerated

. Few immune-related adverse events

. < 1% of patients received consolidative RT

May reduce late effects

. Follow-up ongoing to assess long-term safety, OS, and PROs

. Key step towards harmonizing pediatric and adult therapy of cHL

. N-AVD is a new standard therapy for advanced stage cHL
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rID 21 Raduclrg toxiclty of esepE ACC PR
e Advanced stage cHL < 60y
Randomisation
2 x eBEACOPP 2 x BrECADD
PET2/CT Staging
PET2 neg. PET2 pos. PET2 neg. PET2 pos.
Non-inferiority design
2X 4x 2X 4x
eBEACOPP eBEACOPP BrECADD BreCADD

End of therapy staging: PET-positive RD consolidative radiotherapy, PET-negative FU

Borchmann P et al, ICML 2023
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BEACOPP? BrECADD .
Drug Day Dose (mg/m?) Dose (mg/m?) Potential improvement
Bleomycin 8 10 - lung tox
Etoposide 1-3 200 hem tox, transfusion frequency
Doxorubicin 1 35
Cyclophosphamide 1
Vincristine 8 neuropathy
Brentuximab vedotin 1 -
Procarbazine 1-7 100 gonadal tox, sAML/MDS
Prednisone 1-14 40 weight, bone, infections
Dacarbazine 2-3 -
Dexamethasone 1-4 -

Borchmann et al, Abstract #T002 ISHL 2022
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GHSG HD21 clinical irnolicatiorns of oasarvad diff2rancas

SNl  BrECADD
(%) (%)

Anemia (at least 1 red cell transfusion) 22 8

Toxicity

Thrombocytopenia (at least 1 platelet

transfusion) = £

eBEACOPP BrECADD
(%) (%)

Sensory PNP
All grades 49 38
Grade 2 14 6

Grade 3 eBEACOPP BrECADD
(%0) (%0)

Treatment related mortality < 1% 0%

Borchmann et al, Abstract #7002 ISHL 2022
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Gonadal dysfunction? rFo-| (U/]) 1n =021

female patients (18-39) per arm male patients (18-49) per arm
BEACOPP BrECADD BEACOPP BrECADD
(N=326) (N=331) (N=418) (N=417)
N Mean N Mean N Mean N Mean
N N
(min FU12 IEZRYAVAVIIN 149 | 13,4 U/ (min FU12 [EENECERRIZORSRV/IN 178 | 11,9 U/
m) m)
— FSH normal values (cycle dependent): —  ESH normal values:
1,7-21,5Ul

—  FSH documented in: FSH: 1.5-12.4 U/l

— FSH was documented in:
58 % in BEACOPP and 57 % in 45 % in BEACOPP and 45 % in

BrECADD BrECADD

Borchmann et al, Abstfdct #1002 ISHL 2022
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HR 0-66 (95% Cl 0-45-0-97); p=0-035

Treatmentgroup Timepoint  Kaplan-Meier estimate (95% Cl)

Progression-free survival (%)
\J
o
]

——BrECADD 36 months 95-2 (93-7-96-8)
60— 48 months  94-3(92-6-96-1)
——eBEACOPP 36 months 92-3(90-3-94-2)
50 - 48 months  90-9 (88-7-93-1)

51/ + Censored

0 | | | | | | | | |

0 6 12 18 24 30 36 42 48

Borchmann P et al, Lancet 2024
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BrECADD vs $1820 Baseline Cr

= 91% White
= Ages 18-60 only
= HIV+ excluded

= Stage IIB (+ extranodal and/or bulky), 1, IV
o Stage IV = 45% (vs 63% in S1826)

= IPS 4-7 = 21% (vs 32% in S1826)
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Toleraoility of BrECADD

Frequency (%)

Gr 2 3 anemia 30% (vs 6%)
PRBC transfusion 24%

Gr 2 3 thrombocytopenia 55% (vs 2%)
Platelet transfusion 17%

Gr 2 3 leukopenia 87% (vs 47%)
Febrile neutropenia 28% (vs 5%)
Gr 2 3 infection 20% (vs 5%)

= Use of consolidative radiation: BrECADD 14% vs S1826 < 1%

3rd MEETING ON T-CELL AND NK-CELL BASED IMMUNOTHERAPIES FOR LYMPHOID MALIGNANCIES BOLOGNA, ROYAL HOTEL CARLTON September 13-14, 2024




Clrrerit Menzigemeart of Acvariege Sizige ol

Advanced Stage cHL

N-AVDx6 BrECADD

Useful in certain circumstances
E-1 RATHL

AHL2011

____________________________________

Herrera AF, et al. ASCO 2022. Borchmann P, et al. ICML 2022. Ansell SM, et al. NEJM 2022, Borchmann P et al. Lancet 2018, Casasnovas O et al. Lancet Oncol
2019, Johnson P et al. NEJM 2016
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Early Stage Disease
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Early Stage

oy FFTF Favorable cHL
IL.2% HD10 CALGB
ABVDx2 + 20Gy H10F 3y PFS ABVDx4 gi/(yEOFS

RAPID 90.8%

ABVDx3 + 30Gy ABVDx3

3y EFS 67%
5y PFS y ’

99% _
PFS 87.6% (incl DS3)

Engert A etal. N Engl J Med 2010, Andre MPE et al. JCO 2017, Straus D et al. Blood. 2018, Radford J et al. NEJM 2015
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Early Stage
Unfavorable cHL

5y FFTF
85.3%

CALGB

RATHL 3y PFS 90% 3y EFS

IoYkMll AB\/Dx4 + 30 Gy ABVDx4  pyIR
A(B)VDx6

AR esCBEACOPPX2

Yaa=id ABVDx2 +/- 30 Gy
94.8% 3y PFS 67.5%

Eich HT et al. JCO 2011, von Tresckow B et al. JCO 2012, Straus D et al. Blood. 2018, Johnson P et al. NEJM 2016
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e Studies of frontline PD-1
blockade in cHL have been 1L Nivolumab-AVD in advanced stage

. e ch "0'6—13—.&—\—‘—“‘;
prom|s| ng10,11,12,13 .
gu;
. - - Ezns
N-AVD well-tolerated X 9mo mPFS: 92%
 Excellent PFS
mPFS (months)
Sequential Pembro-AVD in cHL Concurrﬁgt Pembrfo-AVD in cI:HL 1L Nivolumab-AVD in early stage cHL
_ gression-rree surviva A
S| 1y PFS: 96% e 3y PFS
33-mo PFS: 100% : £ 0 Concomitant N-AVD 100%
go2 . 01 Sequential Nivo>AVD 98%
& Median follow-up 33.1 months Median follow-up 16.2 months ~ °°%, : g . - - 3'00 .
0.00+ 0w 3 ; p Time (months)

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44

e
Months since Registration sars

10. Bréckelmann PJ et al JCO. 2023 11. Ramchandren R et al JCO 2019 12. Allen PB, etal Blood. 2021 13. Lynch RC etal Blood 2023
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e Studies of frontline BV in cHL have been promising

e Well-tolerated
e Excellent PFS

BV-AVD in early stage non-bulky cHL BV-AD in early stage non-bulky cHL BV-AVD+/-RT in early unfavorable cHL

. e 100 f——h,

©] 5y PFS: 91%

3y PFS: 94%

FFS probability
o
w
Percent progression—free

0

T T T T
0 12 24 36 48

0 T T \ \ T
12 24 36 48 60

Months from study entry

Abramson J, et al Blood 2019; Abramson J, etal. Blood Adv 2022; Kumar A, etal JCO 2021.
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n=1782 Ney Randomize
ABVD
=P  PET2
X 2 cycles
Pcét
Randomize

/' N\ / \

A(BF)VD x 2F — 4Y cycles

Bv-Nivo x 4 cycles

eBEACOPP x 2 cycles +
ISRT

Bv-Nivo x 4 cycles + ISRT

a1l cycle = 28 days

b PET2 positive defined as Deauville 4 or 5
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Nivealurnze into Racliztion-Fras |

Standard of care therapy
Correlative blood collections
Quality of life assessments

Lehy o [PIETT=A

il ricaroaraiion i (BY el

=
JE-L

Froriline Vlzrnaeemernt of Esirly Stae)e Rl

Protocol therapy
Correlative blood collections
Quality of life assessments

BV plus NIVO Experimental arm of
(3 cycles) upcoming Phase 3 COG
early stage HL trial
PETICT-2 negative
(Deauville 1-3) ABVD
(2 cycles)
~ thenNIVO (q 2 wks x 3 mo)

PETICT-2 positive
(Deauville 4 or 5)

B t

Patients may enroll before or anytime after the start of
standard of care ABVD as long as they can start
protocol therapy (Arms A, B1, B2, or C) within timelines
specified by the trial (See Section 10)*

ArmC
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Szaseline Craraciaristics

)

Baseline Characteristics N=153

Age (median/range) 31 (18-73)
78 (51%)

Extra-nodal disease

Baseline Characteristics N=153

Hispanic YES 22 )

pan — 125 (825%)

6 (4%)

126 (825%)
— 48 (31%
[
17 (77%) N
10 (7%)
— 17 (115
— 134 @3%)
2 %) 2 (1%)
14 (9%)
e 54 (35%)
R 01 (59%)

A . 8 (5%)
lymphocytic predominant
8 (5%) 72 (47%)
83 (54%) 79 (52%)
EBV

_  <loom  feblen

63 (41%) Tl
22 (14%) 2 (19%)
68 (44%)
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100% —H-H-% PET2 negative arms
90% . E
80% p——

z 0% PET2 Negative Arms
g 60% Arm A: ABVDx2 = BV-Nivo x 3
“—E 50% Arm B1: ABVDx2 = ABVD x 2, Nivo x 6
g 40%
®  30% Arm B2 (bulky) ABVDx2 - ABVD x 2,
20% | — am A Nivo X 6
109 Arm B1
o i PET2 Positive
;r:]rré? ;g ;.; g? 261 1: :j Ign i Arm C: ABVDx2 - BV-AVD x 4, Nivo X 6
e | o - o o I 5 ; :
0 6 12 18 24 30 36 42

Time (months)
Unpublished, ASH 2024
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Newly diagnosed early stage Hodgkin lymphoma patients
Staging including baseline PET-CT scan

Randomise

Blinded PET
after 1 cycle

Blinded PET
after Leyele

PET2 +

stage IA-IIB
with RFs,

Deauville 4

2X

Tislelizumab’

ABVD x1

age 18-60y

No evidence
of PD

T T
' 1
I [
] '
] '
i '
' '
' '
' '
] '
] |
] '
I ]
1 ]
| 1
1 '
] '
] '
i 1
1 1

.
.

+ 4+
| No further treatment*; Follow up |
I
| PD or CMR not achieved |
|

Further treatment off-trial if PD at any point, Deauville 5 at PET2, or
persistent disease at EOT. Patient remains in follow up for trial

Deauville 5

Deauville 5 |
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INDIE (GHSG)

PET/CT PETICT

PET positive PET

positive

PET negaive

— %

PET negative
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10 refractory: PD1+chemo
ABVD/BEACOPP Relapse (late): PD1-chemo vs
BV+Nivo

BV-based PDl1l+chemo

PD1+chemo?

Salvage chemo?

Nivo-AVD ?0?0°7?7?

BV-based
salvage?
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Coneclusiors

Moving PD-1 blockade into earlier lines of cHL treatment has been promising and established
a new paradigm of immunotherapy-based treatment of cHL

Nivo-AVD improved PFS over BV-AVD
Nivo-AVD better tolerated than BV-AVD

Future questions
o Nivo-AVD vs BrECADD?

o How to salvage frontline anti-PD-1 relapses?
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