Hodgkin Lymphoma (HL)
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5 year follow-up of Echelon-1: BV-AVD with improved
PFS, particularly in younger patients
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#= Dana-Farber cancer Institute Straus et al. Lancet Heme 2021
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= Dana-Farber cancer Institute Straus et al. Lancet Heme 2021




Phase 2 study of BV + chemotherapy in stage I/ll non-bulky patients

Table 1. Patient characteristics (N = 34)

Characteristic n

Age, median (range), y 36 (20-75)
Female/male 17117
Stage
IA 6 (18%)
BV AVD IA 24 (71%)
BV monotherapy 4-6 cvel 1B 4 (12%)
-6 cycles
1.2 mg/kg D1, 15 Size of largest lesion, median (range), cm 3.34 (1.51-8.33)
PET adapted
Risk
Early favorable 21 (62%)
Early unfavorable 13 (38%)
Histology
Nodular sclerosis 18 (53%)
Mixed cellularity 4 (12%)
Lymphocyte-rich 4 (12%)
Classical not otherwise specified 8 (24%)

= Dana-Farber cancer Institute Abramson et al. Blood 2019




BV + AVD in early stage patients: outcome and toxicity

Time point

Monotherapy lead-in

Overall response

34 (100; 89.7-100)

CR

18 (52.9; 35.1-70.2)

Partial response

16 (47.1; 29.8-64.9)

Cycle 2

33 (97.1; 84.7-99.9)

33 (97.1; 84.7-99.9)

0 (0; 0-10.3)

End of treatment

31 (91.2; 76.3-98.1)

31 (91.2; 76.3-98.1)

0 (0; 0-10.3)
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FFS probability

0

e H——F

0

Number at risk

Al — 34

L)

12 36
Months from study entry
29 18

48

¥ r Dana-Farber cancer Institute

Toxicity Any grade Grade 1 Grade 2 Grade 3 Grade 4
PSN 27 (79) 16 (47) 3(9) 8 (24) 0
Neutropenia 26 (76) 4(12) 1(3) 3(9 18 (53)
F+N 12 (35) 0 0 10 (29) 2 (6

Abramson et al. Blood 2019




Risk adapted chemotherapy followed by BV in early stage patients

Favorable? and PET(-)® PEL (')3 .
e > ———> NoRT Median age | 29 (19-67)
. B imab
N ABVD | Favorable and PET(+) OR rs::’u:t'ir: . 1 (2%)
U ble and PET(-
R - 2 cycles ke o BN —>» (Consolidation =3 0 (O%)
O (26/40) 2 cycles
L (n=41)’ 29 (73%)
6 cycles
L 10 (25%)
Unfaorablo and PETES) | ABVD _ PET (+) . Favorable 22 (55%)
4 cycles
S y ) Unfavorable | 18 (45%)

#= Dana-Farber cancer Institute Park et al. Blood Adv 2020



PET response and PFS with risk adapted BV strategy

Progression Free Survival
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= Dana-Farber cancer Institute Park et al, B|00d AdV 2020




BV-AVD in early unfavorable HL

. Cohort -n_l-“
Brentuximab + AVD x 2 cycles

PET-CT-2

|

- Age, med
Brentuximab + AVD x 2 cydles range 18 59 19 55 20 58 20 58 18 59
l Stage Il 115
"ET'l"“ (100) (100) (97) (97) (98)

'

|

Biopsy —>» Bx- —>» 30-GyISRT(C1)

20-Gy ISRT (C2)
! 20.Gy CVRT (C3) Bulky 12(40) 6(21) | 7(24) | 32(27)
BI* disease
e MSK 23(77) 29(100) | 29(100) | 101(86)
bulky*

* > 7 cm transverse/coronal

- + -

= Dana-Farber cancer Institute Kumar et al. JCO 2021



Favorable PFS without difference between cohorts

1.00 4— 1.00
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0.94 (0.90 to 0.98)
] 1 1 ] 1 T 1 1 1] 1 1 1 1 ]
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Years Years
No. at risk: No. at risk:
117 110 87 58 43 21 10 1 30 27 25 21 20 18 10 1
— 29 29 28 25 20 0
— 29 26 25 12 3 0 0 0
— 29 28 9 0 0

= Dana-Farber cancer Institute Kumar et al. JCO 2021




Table 1. Patient Characteristics
No.
S t ° I BV_AV D ° I d I t ° t Characteristic (N = 48)* %
equentia IN elaerity patients | o=
60-70 25 52
71-80 15 31
> 80 8 17
Sex
Female 18 37
Male 30 63
Bv x 2 —rb AVD x 3 T AVD x 3 T Bvx4 Histology
T Nodular sclerosis 22 46
Mixed cellularity 12 25
ORR 82% ORR 98% ORR 95% ORR 95% Classic, not o’Fherwise specified 12 22
(18 of 22) (41 of 42) (40 of 42) (40 of 42) CYHRHOGYIS ) 2
CR 36% CR 76% CR 90% CR 93% gty
(8 of 22) (32 of 42) (38 of 42) (39 of 42) : b 5
| | 2 9 19
B symptoms 18 37
(e 58 - (n= 38) ’ - (np;tga)t Albumin
2 0 : = our patients en ients Low (< 4.0 g/dL) 22 46
e st?.llc’l(y')(aStlt:Ets‘l c\);,fc, (n=42) off study off study International Prognostic Score
E (2 AE, 1WC, 1 PD) (10 AE, 1 WC, 1 PD) 0-2 20 42
\ ] 3-7 28 58
Bone marrow
Y Involved 11 23
Bulky disease (= 10 cm) 5 10
All patients evaluable for EFS, PFS, and OS Stage
It 9 19
1 18 37
v 21 44
Median CIRS-G score (range) 7 (0-20)

¥ rDana-Farber Cancer Institute Evens et al. JCO 2018




BV followed by AVD with favorable PFS and
manageable toxicity

100 --\_‘_‘1_“\“‘
v 50
0 12 24 36 48
Time (months) *Grb5
No. at risk 48 35 20 8 0

Dana-Farber cancer Institute Evens et al. JCO 2018



BV-nivo in older/chemotherapy ineligible patients

71.5
(64-77)

ECOG PS

14 (30%)
26 (57%)

6 (13%)

1 (2%)
15 (33%)
9 (20%)
21 (46%)

= Dana-Farber cancer Institute

30 (65%)
12 (26%)

ENERECIE

—— CMR median progression-free survival

NR (95% Cl 11-1to NR)

—— PMR median progression-free survival

+

6-0 (95% C15-9 to NR)
Censored

100
90
80
70
60
50 -
40
30-
20+
10

Progression-free survival (%)

B

0
0

Number at risk

I -
(number censored)

o | 0

CMR 22 (0)
PMR 6 (0)

6 12 18 24
Time from cycle 8 response assessment (months)
16 (5) 8(11) 3(15) 0(18)
3(D) 1(2) 1(2) 0(3)

Cheson et al. Lancet Hem 2020




Pembro BV
n=151 N=153

Age 36 (28-53) | 35 (28-50)

Keynote 204: BV versus
pembrolizumab

<65
>65

124 (82%)
27 (18%)

131 (86%)
22 (14%)

Male

84 (56%)

90 (59%)

Response

Pembro
n=151

BV
n=153

Prior ASCT

56 (37%)

56 (37%)

ORR

99(66%)

83(54%)

Prim ref
Rel<12 m
Rel >12 m

61 (40%)
42 (28%)
48 (32%)

62 (41%)
42 (27%)
49 (32%)

CR

37(25%)

37(24%)

PR

62(41%)

46(30%)

Prior rx
1
>2

2 (2-3)
27 (18%)
124 (82%)

3 (2-3)
28 (18%)
125 (82%)

SD

2(14%)

36(24%)

Prior BV

5 (3%)

«”™ Dana-Farber cancer Institute

10 (7%)

Kuruvilla et al. Lancet Onc 2021

PD

26(17%)

28(18%)




Pembrolizumab with superior PFS

10¢ —— Pembrolizumab

—— Brentuximab vedotin

90+ HR 0-65 (95% Cl 0-48-0-88); p=0-0027

70+

o Toxicity Pembro
50- n=148

- — # ——t
Any gr 4-5 3%/1%* 4%/0%
Number at risk
(number censored)

Pembrolizumab  151(0) 116(9) 96(13) 74(22) 65(23) 55(26) 44(33) 35(37) 18(52) 15(55) 9(61)  4(66) 1(69)  0(70) .
Brentuximabvedotin  153(0) 103(22) 63(30) 41(38) 32(42) 26(44) 19(48) 14(52) 10(6) 7(59) 5(61) 2(63) 1(64) 0(65) * gr5 pneumonia

Progression-free survival (%)

10+

Median PFS
BV: 8.3 m

Pembro: 13.2 m

= Dana-Farber cancer Institute Kuruvilla et al. Lancet Onc 2021




Brentuximab containing salvage regimens with high CR rates

PET CR rate associated with Standard salvage regimens with
improved PFS CR rates: 50-60%

Regimen ref

27% BV Moskowitz

e 76% total 80% (EFS) Lancet Onc 2015

: 73% ) leao LaCasce
BV bendamustine 70%/63% Blood 2018

70% . Garcia-Sanz
BV ESHAP 71% Ann Onc 2019

«”™ Dana-Farber cancer Institute



All treated

=1y

patients,
N =91
Median age (range), y 34 (18, 69)
Sex, n (%)
Male 40 (44)
Female 51 (56)
Prior systemic therapy
regimens,* n (%)
ABVD 82 (20)
BEACOPP 2.(2)
Radiation 18 (20)
Stanford V 3 ()
Other 8 (9)
Disease status relative to
frontline treatment, n (%)
Primary refractory 38 (42)
PR or SD to frontline therapy 13 (14)
Relapsed, remission duration 27 (30)
=l
Relapsed, remission duration 26 (29)

™ r Dana-Farber cancer Institute

BV-nivo second line therapy

All treated
patients, N = 91

n (%) 95% Cl

Objective response 77 (85) 755913
rate (CR + PR)

CMR/CR 61 (67) 56.4,76.5

Advani et al. Blood 2021
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"68 50 4
E 4
85
5 M 36-month PFS 95% Cl
a £ o) N Events (%) (%)
10 - —+— Al patients 91 16 77 (65, 86)
0. —+— ASCTpostBV4N 67 5 91 (79, 96)
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
Time (Months) H
—— BV plus nivolumab
Al pasents 9110) &5(1) G658 &3y B2(11) 6112 SAa1Y 5513 5113 WIS 3/{15 (15 S JW) M4(1N 81T NI 4T AWM NI A o)

Perprobocd ASCT  67]0) &7(0) 6M0) 610) &Y 55 573 S52) 50{2) 34 M4 304 254 285 245 85 55 45 a5 3IF 2 os)

with favorable PFS

1m. [ ] [ ]
: in first relapse
90 + —-E -
80 4
~ 704 2
3 &0 a | S ' ——t
= O
B M
3 4
® ©
58 30 4 36-month PFS  95% CI
aE gl N Events (%) (%)
10 4 —+— Relapsed 53 4 90 (74, 96)
0. —+— Primary Refractory 38 12 61 (40, 76)
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 M4 36 38 40 42 44
Time (Months)
N at Risk ([Events)
Reapses 530 S30) WY 3/R) W2 W) W2 B ¥D 1[I [F) DY A3 0E 254 W) 144 134 124) 2 94 14) o)

Primary Refractory 33§00 37(1) 25(5) 24(7) 23%) 2219) 20{10p *3(10) 1X10) 16(11) 95{11) M4(19) W4(1) 14)11) 212) 912y 12 (12) 812 813 &12 0O12) oL

= Dana-Farber cancer Institute Advani et al. Blood 2021




Pembrolizumab + GVD is highly active in second line

No. (range or %),

Characteristic N = 39°
Median age (range), years 38 (21-71) Frontline therapy
Male 18 (46) ABVD 14 (36)
Disease characteristics at time of enrollment ABVD and AVD 8 (21)
B-symptoms 6 (15) ABVD and escBEACOPP 3(8)
Extranodal disease 12 (31) ABVD and BV + AVD 2(5)
EBV-positive 5({13) ABVD and CMOPP 154(3)
Disease status after frontline therapy AVD 1(3)
Refractory (no CR to frontline and 16 (41) BV, AVD, and BV 1(3)
progression = 1 year)
. — BV + AVD 5(13)
Relapse (CR to frontline and remission 15 {38)
duration = 1 year) BV + AVD and escBEACOPP 1 (3)
Relapse (CR to frontline and remission 8 (21) Consolidation with radiation therapy® 3 (8)

duration > 1 year)

+ Dana-Farber cancer Institute Moskowitz et al. JCO 2021




Total enrolled
(N = 39)

Excluded from efficacy analysis because
of the presence of composite lymphoma

(n=1)
.  » 1
Pembro-GVD x 2 cycl
I All evaluable patients I
I (n = 38) |
| CR: 35 (92%); PR: 3 (8%) |
C
31 patients 7 patients (4 CR and 3 PR)
Additional Pembro-GVD x 2 cycles
(n=7)
) CRs maintained (n = 4)
Lost o follow-up New CR (n = 1
Remained in PR (n = 2)
Declined HDT/AHCT and started
pembrolizumab maintenance
(n=1)
Pre-HDT/AHCT ISRT Pre-HDT/AHCT ISRT
(n=1) (n=1)
| " HDT/AHCT after Pembro- HDT/AHCT after Pembro-
I Recelv;end_H:gl)'/AHCT D 2ycles GVD x 4 cycles
| - (n = 30) (n=6)
e e o o e e e e— e — — — — — — e e — — e e — e — — — — —
I ]
Consolidation after Consolidation after
HDT/AHCT with BV HDT/AHCT with BV
h=12) (= 1)

= Dana-Farber cancer Institute

Moskowitz et al. JCO 2021
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med f/u 13.5 m
All transplanted
patients in remission




PFS of nivolumab + AVD in untreated advanced stage HL

Nivo x 4

n=51

N-AVD x 6

cycles

10 12 months 18 months 21 months
: 1 A o i i i
|
0.9 = ‘_A_‘_‘_H : A A A : l
~ | [= N = =Y
> 95% CI 72869?; : BG%I :
@ 07 (95% CI, 72-93)! (95% Cl, 72-93)1 |
e ! I I
ey l : |
g 05 l | l
2 044 ] | |
a | | |
2 034 l | '
o | | :
0.2 | ! i
|
01 4 | : :
0.0 ! | !
1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21
Time (months)
Patients at risk 51 49 48 47 41 39 38 36
(events: 9)
Traditional PFS per IRC was not analyzed because tumor scans were not centrally collected in the study after patients receiving subsequent therapy.

1.0

PFS by Deauville PET Status

After 2 combination cycles

0.9
0.8 1
0.7 1
0.6 4
0.5
0.4 4

Probability of PFS

0.3 1
0.2 1
0.1

0.0-I

PET negative

PET positive

Patients at risk
PET positive
(events: 1)

PET negative
(events: 5)

36 36 35 34 31 27 26 24

End of therapy

1.0 1
094
0.8
0.7
0.6 4
0.5 4
0.4 4

Probability of PFS

0.3
0.2 4
0.1 4

0.0 4

1 _camwo

PET negative

Ao A A A A

PET positive

Patients at risk

PET positive 7
(events: 2)

PET negative 38
(events: 3)

T T T T T
9 12 15 18 21

Time (months)

o -

7 6 3 2 1 1

38 38 36 34 33 31

¥ r Dana-Farber cancer Institute

Ramachandren et al. JCO 2019

Ansell et al. ICML 2019




Pembrolizumab+AVD in early unfavorable and advanced stage HL

Patients (N = 30) .
37% 100% 100%*
Characteristic n % 30 A
)
Median age, y (range) 29 (21-77) 5 25 4
©
Age 45-60 4 133 & 20 ~
[ ) o
Pembrolizumab =5
£ 104
Sex =
Male 1 36.7 51
x Female 19 633 0
= T
Disease stage Pembrolizumab AVD x 2 EOT
IA 6 200 Monotherapy
1B 6 20.0
IIB with >10 cm mass 5 16.7
A 4 4313 1.00 A
B 1 3.3
VA 6 200 -
VB 7 233 S 0.75 1
\4 2
IPS Score* ]
0-1 4 133 L 0.50 ~
2 6 200 2
AV D x 4-6 3 6 20.0 g 0.25 - Median follow-up (range)
=4 2 6.7 2 22.5 months (14.2, 30.6)
ESR =50t 6 50
B symptoms 14 46.7 0.00 -
Bxranodal disease e 533 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Bonet 14 46.7 , . .
e . b Months since registration
sy ) Number at risk
Bulky A||~| 30::30:30 =30 130" 30 30-:30.727 22 20.16 13 11 8 3
>7 cmt 1" 91.7 T T T r T r T T T T T T T T r T
>10 cm 10 333 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 3
MMR >1/3 9 300 Months since registration
>10 cm or MMR >1/3 12 400

rDana-Farber Cancer Institute Allen et al. Blood 2021






