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Hodgkin Lymphoma

= Long-term follow-up from the Phase [l ECHELON-1 trial of first-line brentuximab
vedotin (BV) with AVD for advanced classical HL

= Early findings with BV-based therapy for early-stage, unfavorable-risk HL
= Available data with BV for older patients with newly diagnosed advanced HL

= Mechanism of action of and available efficacy and safety findings with
camidanlumab tesirine for patients with R/R HL

= Other promising investigational strategies for patients with HL (eg, novel
immunotherapeutic strategies, CAR T-cell therapy)
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Evolution of Hodgkin Lymphoma Treatment

1970 Chemotherapy Radiotherapy Survival
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Maraldo et al., Radiother Oncol 2014 SEER 8 registries, 1975-2019
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Hodgkin lymphoma: frontline standard treatment approach can
be PET-adapted or non PET-adapted

Non-PET ABVD2 + IFRT 20Gy
——
adapted }
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-— RAPID NEJM 2015
Dottt ™ .5 50604 olond 2018
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ABVD6 —
Stanford V
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adapted ™= escBEACOPP Is there a
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ECHELON-1: BV-AVD vs. ABVD
(not PET-adapted)

218 study sites in 21 countries worldwide

c Follow-up
o
c ' [— ABVD x 6 cycles (n=670) c
o § = ® Every 3
£ - E o 5 = months for 36
Qa s % w g months, then
8 5 S A+AVD x 6 cycles (n=664) = every
S o . . "
« = Brentuximab vedotin: 1.2 mg/kg IV infusion = 6 months until
i
Days1&15 study closure
* Inclusion criteria End-of-Cycle-2 PET scan
— cHLstage lll or IV « Deauville 5; could receive alternate therapy
— ECOGPSO0,10r2 per physician’s choice (not a modified PFS
— Age 218 years event)

— Measurable disease
— Adequate liver and renal function
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ECHELON-1 results (73m median f/u)

A+AVD significantly improved OS with a 41%
reduction in risk of death compared with ABVD

‘_;‘ 08
BV‘AVD arm % 06 ES :m :;y;;r (gss%ng;;ketoss,s)
. _% + ABVD: 89.4% (95% C186.6 1091.7)
* Fewer disease- or treatment-related 3 o4 e RS
. 2 Median follow-up73 months
progression and deaths £ 021 .
Log-rank test P-value —A V
* Fewer second malignancies and fewer L S S A S S S FEET el
deaths due to second malignancies e gy o oz K S

* More reported pregna.ncies (113. vs. 78) A+AVD reduced the risk of progression or death
* 86% of pts had resolution of peripheral by 32% when compared with ABVD

neuropathy symptoms i

08 - \\.._~ y » * o < 30.84) Eom— e— g 1

06 Estimated 6-year PFS rates:
* A+AVD: 82.3% (95% CI 79.1 10 85.0)
04 - * ABVD: 74.5% (95% CI 708 to 77.7)
+ Number of events: A+AVD: 112, ABVD: 159
Median follow-up 73 months

Probability of progression-free survival

927 A+AVD
Log-rank test P-value: 0.002 — ABVD
0 Hazard rati o 068 (95% CI 0.53 lo 0 86) + Censomd

06121824303642485460667278349096102
AT THE FOREFRONT Number of patients at risk Time ths) from randomiz

V
@i@ UChlcago ABVD 670 612 520 501 485 465 442 432 414 391 371 338 245 154 67 9 1 0
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OS benefit across subgroups

Subgroup
Overall ——
Age
<60 years ——
260 years ——
<45 years —
245 years ——
Region
Americas —a—
North America —a—
Europe —{l——
Asia ; —
Number of IPS risk factors
0-1 + — B
2-3 ——H
4-7 —a—
0.1 05 1

<@

Hazard Ratio

Favors A+AVD Favors ABVE)

<

Hazard Ratio
(95% ClI)

0.59 (0.40 t0 0.88)

0.51(0.29 to 0.89)
0.83 (0.47 to 1.47)
0.44 (0.20 t0 0.99)
0.75(0.47 t0 1.18)

§0.20 to 0.80;
0.15t00.70

0
3
8 (0.47 t0 1.32)
7

4
3
7
37 (0.07 to 1.91)

0.
0.
0.
0.
0.97 (0.34 t0 2.77)

0.62 (0.33t0 1.14)
0.48 (0.26 to 0.88)

Subgroup Hazard Ratio
(95% ClI)

Overall —— 0.59(0.40 t0 0.88)
Baseline cancer stage :

Stage IlI —— 8 0.86 (0.45 to 1.65)

Stage IV — 0.48 (0.29 to 0.80)
Baseline B symptoms :

Present — 0.71(0.44 to 1.14)

Absent — B 0.37 (0.17 t0 0.80)
Baseline extra nodal site :

0 - — 1.18 (0.64 to 2.19)

1 B 0.51(0.23to 1.14)

>1 [ 4 0.30(0.14 t0 0.67)
Baseline ECOG status :

0 —— 0.70 (0.36 to 1.37)

1 —— 0.54 (0.31 t0 0.94)

2 B 0.41(0.14 to 1.23)
Sex ;

Male —B 0.43(0.25t00.73)

Female l—q—l 0.96 (0.51 to 1.80)

0.1 0.5 1

Hazard Ratio

Favors A+AVD Favors ABVDA

<
«

+ The OS benefit with A+AVD was preserved in a multivariable analysis when simultaneously adjusting for baseline
demographic and disease factors (HR 0.53; 95% CI, 0.34 to 0.83)

* Age, non-white race, ECOG performance status score, and PET2 status were identified as the covariates with

greatest evidence of association with overall survival
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BV-based regimens in limited stage cHL
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Early stage cHL with
unfavorable features
(including bulky disease)

BV-AVD x 4 = if PET neg =2

3 RT cohorts

1 no RT cohort

1.00 4
0.75 - 0.75
w w
(N il
L 0.50 - o 050
Cohort
== 1
o= 2
0.25 - 0.25 ==
2-Year PFS (95% Cl) e 4
0.94 (0.90 t0 0.98)
1 T T T T T T T T T T
0 1 2 3 5 6 7 0 1 2 3 4 5 6 7
Years Years
No. at risk: No. at risk:
117 110 87 58 21 10 1 30 27 25 21 20 18 10 1
e, 20 29 28 25 20 3 0
— 29 26 25 12 3 0 0 0
— 29 28 9 0 0 0 0 0

Kumar J Clin Oncol 2021 Jul 10;39(20):2257-2265



RP2 trial of BV-AVD v. ABVD (2:1) in limited stage unfavorable
cHL (LYSA -FIL-EORTC Intergroup) BREACH ftrial

1.0 4 1.0 -
= 08- = 0.8
— A —
S =
& 06- < 0.6
o £
o o
c S
= 0.4 oy ~—— 0.4 -
i %
- 0.2 4 0 yo-
’ e ABVD ’ - PET2-positive
— BV-AVD + Censored - PET2-negative + Censored
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
Time (months) Time (months)
No. at risk: No. at risk:
ABVD 57 53 53 51 47 47 42 33 15 7 0 PET2-positive 27 24 24 23 21 21 19 14 7 2 0
BV-AVD 113 111 109 108 105 104 97 80 44 17 2 PET2-negative 136 136 134 132 127 126 116 95 50 21 1
PFS by treatment arm PFS by PET2 status
o - AT THE FOREFRONT
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If BV is used, can vinblastine be omitted? Can nivo
be added?

BV plus AD x 4-6 cycles (N=34) BV plus nivo plus AD (AN-AD) x 4
PET-adapted phase 2 trial non-bulky, limited st dz
non-bulky, limited st dz (abstract 4230)
Med f/u 53m
TTP: Disease stage log-rank p = 0.50
100 t t H—t .
ol — e BV-AVD x 3 =2 Nivo consol.
o non-bulky, limited st dz
8 60 - (abstract 728)
S 50
S 40
g 30
S 20
10
0 T T T T T
0 12 24 36 48 60
Number at risk Months from registration
= 4 4 4 4 4 1
Il— 30 29 26 24 16 5
o - AT THE FOREFRONT
ﬁi@ UChI_Ca_go Abramson Blood Adv 2022 Sep 2;bloodadvances.2022008420
w MedICIne Park ASH 2022 Abstract 728 (Oral Monday)

Lee ASH 2022 Abstract #4230 (Poster Hall Monday)



Treatment of older patients with cHL

10 1
90 1
08+ 80 4

§
® o
< g
I& 06 ‘_.-.‘._"._-_'.b—.—o e °
2 : S 60
3
g 04+ i —
H
o HR: 0.820 (95% Cl: 0.494-1.362) £ 401
Log-rank test P-value: 0.443 o
Patients aged 260 A+AVD ABVD -
0.2+ ” e yous, (':_“) (n=102) Number of events: A+AVD, 25; ABVD, 37 = 30 4
S-year PFS per INV, 671 616 —— A+AVD o Censored S 5 adan
% (95% C1) (551-765)  (50.9-707) _ABVD o Censored e 1
0 s & N  Events (months)
L} T L} T T 1 T 1 T 1 T 1 T 1 1 10 4 e S ——
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 Bv+DTIC 21 8 17.94
Time from randomization (months) 0

Number of patients at risk:
A+AVD B84 1Al 60 57 56 55 52 49 43 40 33 b« 14 E 0 0
ABVD 102 84 4l 70 66 64 62 62 57 51 42 23 8 1 0 0

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Time (months)
N at Risk (Events)

ECHELON-1: BV-AVD = ABVD BV olus DTIC
(more neuropathy and neutropenia but less plus
pulmonary toxicity than ABVD)

A B

fhor bt e T Other:
- LH‘“‘ - e RATHL approach

§ N § o (only 10% > 60y)

25 25 ® AVD
* CHOP

T T T T T T T T
0 12 24 36 48 0 12 24 36 48

Time (months) Time (months)
No. atrisk 48 35 20 8 0 No. atrisk 48 35 20 8 0
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Camidanlumab tesirine: anti-CD25 plus PBD dimer ADC

Cami composition
PBD-based ADC

* Human IgG1 anti-CD25 mAb Anti-CD25
stochastically conjugated to
PBD dimer warhead

Cross-link DNA

PuG A T C Py
AL R R

tumor cells

Mechanism of actionl3 :*g’%&" e o

* Death of CD25-expressing "‘ )2
> NN . Qe _._._._._ L
LiP Cell death

Py C T A G Pu
* Depletion of CD25-expressing

Warhead released

Tcells in HL tumor . o * PBD dimer creates
. . t after internalization interstrand link
microenvironmen bt (s Inters ran. CI’O?S— INKS
* Possible bystander killing of groove of DNA = No DR dstorton

CD25-negative cells * Avoids DNA repair mechanism

1. Hartley JA. Expert Opin Investig Drugs 2011;20:733—44; 2. Flynn MJ, et al. Mol Cancer Ther 2016;15:2709-21; 3. Zammarchi F, et al. J ImmunoTher Cancer 2020;8:e¢000860.
ADC, antibody-drug conjugate; IgG, immunoglobulin G; mAb, monoclonal antibody; PBD, pyrrolobenzodiazepine.
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Ph 2 International monotherapy trial of cami
(NCT04052997)

1

Key findings:
N=117 with med SIX prior regimens

Response (%)
co388883888

ORR 70.1% (CR: 33.3%)

Patients (n=117)

CR, complete responze; NE, not ¢ bie; PD, prog ed : PR, partiad resporse; SO, stable disease Response independent Of age’ SeX,

— response to last PD-1 inhibitor

—CR

1.0
0.9
0.8

=i B S E T Median DOR of 13.7m
=l Median PFS of 9.1m

0.4
0.3 Number of events, median (95% CI) months:
o2 CR 8,1452(7.36.NR)

=3 PR 14, 7.85(3.84 NR)

ol & X | | Guillan-Barre syndrome in 8 pts

0.0
b CR

+ CR+PR

Probabllity

© 1 2 3 4 S5 & 7T 88 9 10 11 12 13 14 15 16 17 18
Time (months)
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Emerging therapies: anti-CD30 CAR-T

Low MTV High MTV Kaplan-Meier progression free survival
- 1.00 4

0.75 4
0.50 4

e
r 0.25 4
. v
=
-
.' “# 0.00 4 Log-rank P = 0.02

Al A i

= -
%
.
Probability

.' L} v L L 4 T L4
) 0 250 500 750 1000 1250 1500
Ti
MTV = 28ml| MTV = 410ml| Namber ot ik me (days)
— Pra CARTMTV <80 20 13 7 4 2 1 0
— Pra CAR-TMTV >80 7 1 0 0 0 0 0

CAR-T outcomes in cHL by pre-CAR-T MTV (n=27)

Emerging CAR-T for cHL: “off the shelf”
ASH 2022 Abstract 167 CD30.CAR-Modified Epstein-Barr Virus-Specific T Cells

"W AT THE FOREFRONT (CD30.CAR EBVSTs) Provide a Safe and Effective Off-the-Shelf Therapy for Patients

UChlga_go with CD30-Positive Lymphoma
MedICIne Voorhees Blood Adv. 2022 Feb 22;6(4):1255-1263




Next steps for immunotherapy in cHL? Dual
blockade of LAG-3 and PD-1

100 Target tumor reduction
90 — from baseline Overall (%) 250%
80 —
70 — n=28 25 (89) 12 (43)
60 —
D =T T T e ey e e G e g e G P e p— = +50% Tumor Growth
40
30
20—
10
0 —
_1 0 -
_20 —
_30 —
_40 —
-0T----"-"=—-"=""="="="="="="="="="==--7 - =50% Tumor Reduction
_60 a—
_70 —
_80 —
_90 -
-100—

Changes From Baseline, %

*Value is +0.16
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@ P Classical Hodgkin Lymphoma after Anti—PD-1 Treatment
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Hodgkin Lymphoma (HL) — Dr Smith

Total Slides: 16
Data Slides: 13

*Long-term follow-up from the Phase [l ECHELON-1 trial of first-line brentuximab vedotin (BV) with AVD
for advanced classical HL
o Slides 5-7
Early findings with BV-based therapy for early-stage, unfavorable-risk HL
o Slides 8-10
*Available data with BV for older patients with newly diagnosed advanced HL
o Slide 11
*Mechanism of action of and available efficacy and safety findings with camidanlumab tesirine for patients
with R/R HL
o Slides 12-13
*Other promising investigational strategies for patients with HL (eg, novel immunotherapeutic strategies
o Slides 14-16



