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Advanced Stage Hodgkin Lymphoma

 (Good outcomes with combination chemotherapy

* Local combinations roughly all equivalent but most common used: ABVD
 Developed in 1975 and no real change to this standard of care

..o until . L.
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ECHELON-1

 1:1 Randomization between ABVD and Bv-AVD (A-AVD) given every 28
days for 6 cycles

 Eligibility Criteria:
18 and older
» Stage lll of IV
* ECOG of 2 or less

* Primary outcome of modified progression-free survival (PFS)

I. Haematologica 2023
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ECHELON-1

Characteristic

Male sex — no. (%)
Age —yr
Median
Range
Age categories — no. (%)
<45yr
45-59yr
60-64 yr
=65yr
Regions — no. (%)
Americas
Europe
Asia
Ann Arbor stage at initial diagnosis — no. (%)
Stage Il
Stage Il
Stage IV
Not applicable, unknown, or missing
International Prognostic Score — no. (%)
Oorl
2or3
4to7

Connors JM et al. NEJM 2018.
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A+AVD
(N=664)

378 (57)

35
18-82

451
129
24
60

68)
19)
4)
9)

e — e =

261 (39)
333 (50)
70 (11)

141 (21)
354 (53)
169 (25)

ABVD
(N=670)

398 (59)

37
18-83

423 (63)
145 (22)
40 (6)
62 (9)

262 (39)
336 (50)
72 (11)

141 (21)
351 (52)
178 (27)

Total
(N=1334)

776 (58)

36
18-33

874 (66)
274 (21)
64 (5)
122 (9)

523 (39)
669 (50)
142 (11)

1 (<1)
433 (36)
846 (64)

4 (<1)

282 (21)
705 (53)
347 (26)



ECHELON-1

A Modified Progression-free Survival as Assessed by Independent Review Commitiee Subgroup A+AVD ABVD Hazard Ratio (95% CI)

1.0~ _ no. of events/ftotal no. (%)

' ey Overall 117/664 (17.6) 146/670 (21.8) —a— 0.77 (0.60-0.98)
Age !

0.9 <60yr 93/580 (16.0) 117/568 (20.6) —a— 0.73 (0.56-0.96)
=60 yr 24/84 (28.6) 29/102 (28.4) — 1.00 (0.58-1.72)
<65 yr 99/604 (16.4) 128/608 (21.1) .l 0.74 (0.57-0.96)

T 034 265 yr 18/60 (30.0) 18/62 (29.0) . 1.01 (0.53-1.94)
= <45 yr 707451 (15.5) 83/423 (19.6) — 0.73 (0.53-1.01)
a 245 yr 47/213 (22.1) 63247 (25.5) —— 0.86 (0.59-1.25)
a 0.74 Geographic region !
= Americas 417261 (15.7) 58/262 (22.1) L 0.65 (0.44-0.97)
g North America 38/250 (15.2) 57/247 (23.1) — 0.60 (0.40-0.90)
5 0.64 Europe 62/333 (18.6) 74336 (22.0) —a—— 0.83 (0.59-1.17)
] Asia 14/70 (20.0) 14/72 (19.4) —.— 0.91 (0.43-1.94)
dh IPS |
& 054 o A+AVD, censored 0-1 22/141 (15.6) 25/141 (17.7) — 0.84 (0.47-1.49)
2-3 57/354 (16.1) 68/351 (19.4) —. 0.79 (0.55-1.12)
E © ABVD, censored 47 38/169 (22.5) 53/178 (29.8) —— 0.70 (0.46-1.07)
's 0.4 Baseline Ann Arbor stage |
s . . . . Stage IlI 407237 (16.9) 43246 (17.5) — 0.92 (0.60-1.42)
% Hazard ratio for progression, death, or modified progression, 0.77 (95% Cl, 0.60-0.98) Stage IV 77425 (13.) 102/421 (24.2) — . 071 (0.53-0.96)
> 034 P=0.04 by stratified log-rank test Baseline B symptoms |
= No. of events: A+AVD, 117; ABVD, 146 Yes 77/400 (19.3) 94/381 (24.7) —a— 0.74 (0.55-1.01)
= A+AVD ABVD No 40/264 (15.2) 52/289 (18.0) ——— 0.79 (0.52-1.20)
S 024 Reasons Leading to Event (N=117) (N=146) Baseline extranodal sites !
o 0 40217 (18.4) 39/228 (17.1) — 1.04 (0.67-1.62)
Disease progression 90 102 1 36/217 (16.6) 45/223 (20.2) — = 0.75 (0.48-1.16)
0.14 Death from any cause 13 22 >1 39/194 (20.1) 57/193 (29.5) -—-—‘- 0.67 (0.44-1.00)
Subsequent anticancer therapy when complete response 9 22 Baseline ECOG status !
not achieved at completion of frontline therapy 0 61/376 (16.2) 79/378 (20.9) —a— 0.74 (0.53-1.03)
0.0 - 1 48/260 (18.5) 57/263 (21.7) ——— 0.83 (0.56-1.21)
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 Sej E/ZE](ZE] L0/ZH 0} = 1 L5 (ALY
Months since Randomization Male 64378 (16.9) 90/398 (22.6) —a 0.70 (0.51-0.97)
No. at Risk Female 53/286 (18.5) 56/272 (20.6) . 0.86 (0.59-1.26)
o. at Ris ‘ 1 ‘
A+AVD 664 637 623 600 541 528 513 493 463 439 347 328 309 196 185 169 96 85 77 26 24 21 4 4 4 0 0 oL o3 Lo
ABVD 670 636 626 593 521 490 474 450 432 413 326 306 292 177 164153 76 66 62 16 13 12 1 1 1 0 0O A+AVD ABVD
Better Better

Connors JM et al. NEJM 2018.
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But do patients care about PFS?

When asked patients prioritize overall survival (living longer)
and minimizing short and long term toxicity (living better)

MEDICINE & Bio Ascend"
B[OLOC{ICAL A Vaniam Group Company
SCIENCES




ECHELON-1 Long Term Survival Follow Up

1.0-mmr, A+AVD

B
< 08 ABVD
@ 074
T 064
g 0 No. of Deaths
5=
< A+AVD 39
0.45 ABVD 64
=
= 034
8 o024 Hazard ratio for death, 0.59
e (95% Cl, 0.40—0.88)
% 014 P=0.009 by log-rank test
00 | | | | | | | | | | | | | | | | |
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102
Months since Randomization
No. at Risk
A+AVD 664 638 626 612 598 584 572 557 538 517 494 461 350 209 97 27 4 0
ABVD 670 634 614 604 587 567 545 527 505 479 454 411 308 191 84 11 1 0

Ansell SM et al. NEJM 2022.
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ECHELON-1 Long Term Survival Follow Up

Subgroup A+AVD ABVD Hazard Ratio for Death (95% Cl)
no. of deathstotal no. of patients (%)
Overall 39/664 (5.9)  64/670 (9.6) —— 0.59 (0.40-0.88)
Age H
<60 yr 19/580 (3.3)  35/568 (6.2) —a— 0.51 (0.29-0.89)
260 yr 20/84 (24)  29/102 (28.4) (RS - 0.83 (0.47-1.47)
<45 yr 9/451 (2.0)  18/423 (4.3) e 0.44 (0.20-0.99)
=45 yr 30/213 (14.1)  46/247 (18.6) w1 0.75 (0.47-1.18)
Geographic region i
Americas 11/261 (4.2)  27/262 (10.3) —a 0.40 (0.20-0.80)
North America 9/250 (3.6)  26/247 (10.5) — 0.33 (0.15-0.70)
Europe 26/333 (7.8)  32/336 (9.5) . 0.78 (0.47-1.32)
Asia 2/70 (3) 5/72 (7) — | 0.37 (0.07-1.91)
No. of IPS risk factors !
Oorl 7/142 (49)  7/141 (5.0) —— 0.97 (0.34-2.77)
2or3 17/355 (4.8)  26/357 (7.3) —p—H 0.62 (0.33-1.14)
47 15/167 (9.0)  31/172 (18.0) —a— 0.48 (0.26-0.88)
Cancer stage at baseline '
I 17/237 (7.2)  20/246 (8.1) brompoa 0.86 (0.45-1.65)
v 22/425 (5.2)  43/421 (10.2) —a 0.48 (0.29-0.80)
B symptoms at baseline i
Present 307400 (7.5)  39/381 (10.2) —a—H 0.71 (0.44-1.14)
Absent 9/264 (3.4)  25/289 (8.7) i 0.37 (0.17-0.80)
Extranodal site at baseline !
0 22/217 (10.1) 19/228 (8.3) H—r— 1.18 (0.64-2.19)
1 9/217 (4.1)  17/223 (7.6) — e 0.51 (0.23-1.14)
>1 8/194 (4.1)  25/193 (13.0) —a— 0.30 (0.14-0.67)
ECOG performance-status score H
at baseline '
0 15/376 (4.0)  21/378 (5.6) ——— 0.70 (0.36-1.37)
1 19/260 (7.3)  34/263 (12.9) —— 0.54 (0.31-0.94)
2 5/28 (18) 9/27 (33) | = i 0.41 (0.14-1.23)
Sex |
Male 19/378 (5.0)  45/398 (11.3) —a— 0.43 (0.25-0.73)
Female 20/286 (7.0) 19272 (7.0) H—a— 0.96 (0.51-1.80)
Oll 0!5 IID
A+AVD Better ABVD Better

Ansell SM et al. NEJM 2022.
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ECHELON-1 AYA Outcomes

A

©

=

c
“ B
S o  06-
Z 0
oY
T c
Qa 0 0.4 4
S m
—_
(Al % Events/Total HR (95% Cl) log-rank test p-value

| -

o | - A+AVD, Ages 18-29 30/244

ic-J 0.2 et ABVD, Ages 18.29 421204 0.604 (0.378, 0.965) 0.033

~—+— A+AVD, Ages 18-39 53/396
0o ABVD, Ages 18-39 79375 0.636 (0.445, 0.908) 0.012
) ] | 1 1 1 I | | | I | | | | 1 1 1 1 ] | | | I I | |
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96 100
Time (Months) from Randomization

Number at Risk:

A+AVD, Ages 18-29 244 240 226 219 210 205 199 197 194 192 189 185 184 180 171 168 158 142 108 74 50 27 13
ABVD, Ages 18-29 224 213 195 177 171 168 163 156 151 148 148 146 142 137 129 126 118 98 77 48 35 18 7
A+AVD, Ages 18-39 396 388 360 349 337 331 324 318 313 310 304 297 293 283 271 267 253 227 177 112 78 47 21
ABVD, Ages 18-39 375 354 322 207 287 284 277 266 256 250 249 241 235 224 213 209 199 1v2 134 86 60 36 1

—_ = —& {7
Lo B o Qe Y L
oo oo

Crosswell HE et al. Haematologica 2023.
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$1826 Youngish Adult Outcomes

i T 1
80%
60% —
- 2-Year
At Risk Failed Estimate
40% — BV-AVD 318 43 86%
N-AVD 321 27 92%
20% -
0% I T I | T | T I
0 12 24 36 48

Months After Randomization

Herrera AF et al. NEJM 2024.
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ECHELON-1 Long Term Toxicity Follow Up

Second Malignancy

Treatment arm Category (Number of Patients)

A+AVD Solid tumors (n=14)

Gastrointestinal (n=3)
Prostate (n=3)
Lung (n=2)
Urogenital (n=2)
Dermatological (n=2)
Breast (n=1)

A+AVD ABVD } Thvffid_("f‘” o
Cause of Death (N=662) (N=659) Sratdlogioa malgnancies (n°10)

cute myeloid leukemia (n=2)
Diffuse large B-cell lymphoma NOS (n=1)
Any cause — no. (%) 39 (5.9) 64 (9.7) Double-hit lymphoma (n=1)
Follicular lymphoma (n=1)
Hodgkin’s lymphoma or complications 32 45 Primary cutaneous marginal zone lymphoma (n=1)
Angioimmunoblastic T-cell lymphoma (n=1)

— no. Peripheral T-cell lymphoma, not otherwise specified (n=1)
Mycosis fungoides (n=1)
11 Non-Hodgkin's Lymphoma, unspecified subtype (n=1)

Table 1. Summary of Causes of Death (Safety Population).*

Second cancer — no.

ABVD Solid tumors (n=14)*

Gastrointestinal (n=5)
Dermatological (n=4)
Prostate (n=2)

Lung (n=1)

Thyreoid (n=1)
Gynecological (n=1)

Other cause — no. 8
5
0
1 Gallbladder (n=1)
1
0
1

Unknown cause

Accident or suicide

Covid-19 Other (n=1)

Hematological malignancies (n=17)
Follicular lymphoma (n=4)
Diffuse large B-cell lymphoma NOS (n=4)
Primary mediastinal (thymic) large B-cell lymphoma (n=1)
Extranodal marginal zone B-cell lymphoma of mucosa-associated
lymphoid tissue (n=1)
Precursor B-acute lymphoblastic leukemia/lymphoblastic
lymphoma (n=1)
Acute promyelocytic leukemia (n=1)
Acute myeloid leukemia or related precursor neoplasm (n=1)
Myelodysplastic syndrome (n=1)
Angioimmunoblastic T-cell lymphoma (n=1)
Peripheral T-cell lymphoma, not otherwise specified (n=1)
Other (n=1)

Unknown malignancy (n=1)

Heart failure

Intracranial hemorrhage

o~ H O W~ o

Lower respiratory tract infection

el Gl N2 20 *Numbers are reported by patient. Three solid tumors (basal cell carcinoma, colon tumor,

melanoma) were reported for one patient.
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ECHELON-1 Long Term Toxicity Follow Up

Second Malignancy

A+AVD ABVD Treatment arm Category (Number of Patients)
(n=662) (n=659) A+AVD Solid tumors (n=14)
All female patients or partners of male patients 82 61 Gastrointestinal (n=3)
pregnant — n* Prostate (n=3)
Lung (n=2)
Total pregnancies — n* 114 81 Urogenital (n=2)
Dermatological (n=2)
: . Breast (n=1)
Live birth 96 59 Thyroid (n=1)
Pregnancy ongoing 7 9 Hematological malignancies (n=10)

Acute myeloid leukemia (n=2)

P Diffuse large B-cell lymphoma NOS (n=1)
Early termination 11 13 Double-hit lymphoma (n=1)
L Follicular lymphoma (n=1)
Stillbirth 0 0 Primary cutaneous marginal zone lymphoma (n=1)
Angioimmunoblastic T-cell lymphoma (n=1)
Female patients pregnant — n* 49 28 Peripheral T-cell lymphoma, not otherwise specified (n=1)
Mycosis fungoides (n=1)
Total pregnancies — n* 70 35 Non-Hodgkin's Lymphoma, unspecified subtype (n=1)
ABVD Solid tumors (n=14)*
Live birthT 56 23 Gastrointestinal (n=5)
Dermatological (n=4)
Pregnancy ongoing 6 3 Prostate (n=2)
Lung (n=1)
Early termination 8 9 Thyroid (n=1)

Gynecological (n=1)

o Gallbladder (n=1)
Stillbirth 0 0 Other (n=1)

Hematological malignancies (n=17)

Partners of male patients pregnant — n 33 33 Follicular lymphoma (n=4)
. Diffuse large B-cell lymphoma NOS (n=4
Total pregnancies — n* 44 46 Primary mgediastinals(’thgmic) large BEceII )Iymphoma (n=1)
. ) Extranodal marginal zone B-cell lymphoma of mucosa-associated
Live birth* 40 36 lymphoid tissue (n=1)
Precursor B-acute lymphoblastic leukemia/lymphoblastic
Pregnancy ongoing 1 6 lymphoma (n=1)
Acute promyelocytic leukemia (n=1)
Early termination 3 4 Acute myeloid leukemia or related precursor neoplasm (n=1)
Myelodysplastic syndrome (n=1)
Stillbirth 0 0 Angioimmunoblastic T-cell lymphoma (n=1)
Peripheral T-cell lymphoma, not otherwise specified (n=1)
Other (n=1)

Unknown malignancy (n=1)

el Gl N2 20 *Numbers are reported by patient. Three solid tumors (basal cell carcinoma, colon tumor,

melanoma) were reported for one patient.
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ECHELON-1 Long Term Toxicity Follow Up

Table $11. Summary of Qutcomes in Patients with Treatment-Emergent Peripheral

Neuropathy (Safety Population)

Patients with treatment-emergent PN F"":xg (ABz\:;%)
n= n=
Patients with resolution/improvement of PN events at last 379 (85.6) 249 (87.1)
follow-up — n (%)
Resolution™ 318 (71.8) 227 (79.4)
Improvementt 61 (13.8) 22 (71.7)
L . 16.0 10.0
Median time to resolution of PN events (range) — weeks (0 to 283) (0 to 343)
Median time to improvement of PN events (range) — 42.0 725
weeks (2 to 182) (1510 142)
. A+AVD ABVD
Safety population (n=662) (n=659)
Patients with ongoing PN events at last follow-up — n (%) 125 (18.9) 59 (9.0)
Grade 1 71 (10.7) 39 (5.9)
Grade 2 38 (5.7) 16 (2.4)
Grade 3% 15(2.3) 4(0.6)
Grade 41 1(0.2) 0

*Resolution was defined as resolved/recovered with or without sequelae; or return to baseline or

lower severity as of the latest assessment for pre-existing events.

Ansell SM et al. NEJM 2022.
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ECHELON-1 AYA Outcomes

89% 90%

A+AVD ABVD A+AVD ABVD

Complete
Resolution Improvement
A+AVD [ |
ABVD
100 - " _
;\3
P
o
=
E
£
c
Q0
IS
o
A+AVD ABVD A+AVD ABVD
Follow-up 2 years 6 years
time
| Ages 18-29

Crosswell HE et al. Haematologica 2023.
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2 years 6 years

Ages 18-39



Pediatric Approach - AHOD1331

A Event-free Survival

1.0~ Brentuximab vedotin+chemotherapy
0.9 R i A R R e e
0.8
0.7 Standard care
Z 0.6
] 054
[
& 04—
0.3
0.2
0.1 Hazard ratio for event or death, 0.41 (95% Cl, 0.25-0.67)
: P<0.001 by log-rank test
00 I | | | I 1
0 1 2 3 4 5 6
Years
No. at Risk
Brentuximab vedotin+chemotherapy 298 275 260 194 105 45 3
Standard care 289 246 226 164 84 45 7

Castellino SM et al. NEJM 2022.

22 |nternational Ultmann Chicago Lymphoma Symposium




Bv-AVD for Advanced Stage HL

* Only combination currently with overall survival benefit over standard
chemotherapy

e Side effect of concern (neuropathy) almost completely resolves over
time
* Neutropenic infection risk mitigated by GCSF support

 Most available data for AYA population and consistent between adult
and paediatric studies

Conclusion: Still a role for Bv-AVD in treatment algorithm
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