Seven-year overall survival analysis from the ECHELON-1 study of brentuximab vedotin plus chemotherapy in patients with previously 7053
untreated Stage Ill/IV classical Hodgkin lymphoma
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OS by PET2 status

Background
. . . : . . + Seven-year OS rates were improved with A+AVD compared to ABVD in patients with both PET2- (95.0% versus
The standard-of-care for the treatment of advanced-stage classical Hodgkin lymphoma (cHL) has been first-line QU estion Is the benefit seen with A+AVD versus ABVD in the ECHEL ON-1 StUdy at 6 years’ f°"°W'Up maintained after 7 yearS? 90.2%; HR 0.57; 95% CI:. 0.37-0.87; P=0.009) and PET2+ (90.7% versus 74.0%; HR 0.34; 95% CI: 0.11-1.03;

treatment with doxorubicin, bleomycin, vinblastine, and dacarbazine (ABVD) for over 30 years? P=0.046) status, respectively (Figure 5)

B N . : : . 12
However, a significant proportion of patients with Stage lI'lV cHL either relapse or are refractory to ABVD Causes of death

Although various approaches including positron emission tomography (PET)-adapted strategies and bleomycin, NCT01712490 _ . In the A+AVD and ABVD freat . 46 (22 di lated) and 69 (30 di lated) death
etoposide, doxorubicin, cyclophosphamide, vincristine, procarbazine, and prednisone (BEACOPP)-based A+AVD or ABVD Endpoints Current analysis n the an reatment arms, 46 (22 disease-related) an (30 disease-related) deaths were

regimens have succeeded in improving disease control or tolerability versus ABVD,3none show a meaningful Study design open-label, 6 cycles, intravenous (IV) infusion PES and OS Data cut-off reported, respectively (Table 1)
overall survival (OS) advantage RCT, phase 3 days 1 and 15 March 11, 2023

After a 6-year follow-up of the phase 3 ECHELON-1 study (NCT01712490), analyses demonstrated a long-term
OS and progression-free survival (PFS) benefit with first-line brentuximab vedotin + doxorubicin, vinblastine, and
dacarbazine (A+AVD) versus ABVD*

Here we report an updated analysis of PFS, OS, and safety for patients in the ECHELON-1 study after a median
follow-up of 7 years

Methods
. . . _ Not disease related, n (%) 24 (4) 38 (6)
« In the open-label, randomized, phase 3 ECHELON-1 study, patients with previously untreated Stage II/IV cHL Figure 1: OS Figure 2: PFS 0 1 (<)

were randomized 1:1 to receive 6 cycles of A+AVD or ABVD Unknown,n (%)
PET scan after cycle 2 (PET2) evaluation was mandatory

10 , Deaths >30 days after last dose of frontline therapy, n (%) 37 (6) 56 (8)
Primary endpoint: Modified PFS per independent review facility (IRF; previously reported) .WW Disease related, n (%) 19 (3) 26 (4)
, 0

Key secondary endpoint: Alpha-controlled, event-driven analysis of OS

Table 1: Summary of deaths

c  death A+AVD ABVD
ause of dea (N=662) (n=659)
Key take aways

All deaths, n (%) 46 (7) 69 (10)

At 7-year median follow-up, patients with Stage Ill/IV cHL who received A+AVD continued to show a sustained PFS and OS benefit versus ABVD Disease related, n (%) 22 (3) 30 (5)

«  Safety outcomes include: v Not disease related*, n (%) 18 (3) 29 (4)
0
_ . . '®) n
Second malignancies 2 2 Unknown, n (%) 2 (<1) 7 (1)
— Adverse events > =
. . = Deceased, n (% 3 (<1 0
— Outcomes of pregnancy among patients and their partners = = (%) (<1)
— Peripheral neuropathy (PN) resolution and improvement rates § 2 Cardiac arrest, n (%) 2 (<1) 0
o o
* P-values are descriptive only r_f{
. *Causes of death in 22 patients in either arm
Log-rank test P-value: 0.011 . Log-rank test P-value: 0.001
Figure 3: Study design Hazard ratio (95% CI): 0.617 (0.423-0.899) A+AVD  © Censored Hazard ratio (95% Cl): 0.677 (0.532-0.863) o Censored _ _
Number of events A+AVD:46; ABVD:69 ABVD  © Censored Number of events A+AVD:112; ABVD:159 o Censored Second malignancies
AR O GTEIES (ielEn) ' e o Ty T T Y . - The rate of second malignancies was similar between arms; 33 (5%) in patients who received A+AVD and 39
Brentuximab vedotin 1.2 mg/kg Sl G Follow-up 6 12 18 24 30 36 42 48 54 60 66 84 90 96 102 0 6 12 18 24 30 36 42 48 54 60 66 96 102 (6%) in patients who recgeived ABVD ; 33 (3%) inp

1:1 IV infusion days 1 and 15 treatment Every 3 months for Time (months) from randomization Time (months) from randomization P

randomization Computerized 36 months, then . : _ _
(N=1,334) ABVD x 6 cycles (n=670) tomography/ every 6 months until ML G2 S Y Number of patients at risk Pregnancy
il X =
Y PET scan study closure A+AVD 664 638 626 A+AVD 664 619 563 537 520 508 496 480 463 446 426 405

IV infusion days 1 and 15

« Atotal of 92 patients reported pregnancies in the A+AVD arm (55 female patients and 37 males with pregnant
ABVD 670 634 614 ABVD 670 612 519 500 484 464 441 430 412 389 369 348 partners); in the ABVD arm 73 patients reported pregnancies (31 female patients and 42 males with pregnant
partners)

PET2 scan by IRF per Deauville 5-point scale
* PET2-negative: 1-3

« Of these pregnancies, 1 or more live births were reported in 84/92 patients and their partners treated with

* PET2-positive: 4-5 A+AVD (91%) and 59/73 treated with ABVD (81%)
Figure 4: OS benefit across subgroups Figure 5: OS by PET2 status * No stillbirths were reported in either treatment arm
azar 10.
Results I I e peripheral neuropathy
Overall s 0.617 (0.423-0.899) v
) . . L. Age <60 years I o | 0.489 (0.287-0.833) Ce00-0B-0--0 . . .
Patient demographics and disease characteristics Age 260 years [ = i 1.006 (0.592-1.712) 0.87 —— oo * In patients with PN receiving A+AVD and ABVD:
L ] - - L._._H—..“.—...
. . . e < ears r = 1 . (0.307-0.799) . . . .
« In total, 1,334 patients were randomized to receive A+AVD (n=664) or ABVD (n=670) e 6 yemre [ s | © 078 (0 511 90 ” — Treatment-emergent PN resolved or improved in 86% (381/443) and 87% (249/286) of patients, respectively
. Median follow-up was 89.3 months (95% confidence interval [CI]: 87.0-90.2) Qi;;ﬂﬁi[fcas | .I | - — ' . 23121:2322 95 0.6 — Median (range) time to resolution was 16 (0-373) weeks with A+AVD and 10 (0-343) weeks with ABVD
« Baseline demographics and disease characteristics were well balanced between the two treatment arms and EZE:EE 23:,2: e ' —_— i oo Eﬁéiiii’i;‘ii 2 — Median (range) time to improvement was 42 (2—-182) weeks with A+AVD and 19 (15-142) weeks with ABVD
have been described previously* Region: Asia ’ - ’ 0.699 (0.212-2.300) 3 « PN was ongoing in 28% of A+AVD (122/443; 12% grade >2) and 20% of ABVD (58/286; 7% grade >2) patients
Number of IPEP risk Factors: 0-1 | = i 0.975 (0.342-2.779) A+AVD ABVD A+AVD going 0 ’ °g = 0 » (70 g =) P
0OS and PFS Number of IPFP risk Factors: 2-3 I @ | 0.725 (0.410-1.283) g _
Numb_er of IPFP risk F-actors:4—7 I ! - ] ) 0.461 (0.258-0.823) o Events, n (%) 33 54 4 14 PET2— A+AVD Censored
«  The clinical benefit of A+AVD was maintained compared to ABVD e e | . .1 ' 150 (2000 0 024, azard ratio ©5% G 0,566 (0.367-0.673) 0,340 (0.112-1.034) PET2- ABVD © Censored
4 ' ' I . I ' ' ' azard ratio 0 . .367-0. . 112-1. .
—  7-year OS rates: A+AVD 93.5% (95% confidence interval [CI: 91.1-95.2); ABVD 88.8% e ot | - — s ot oo 0.000 s | T PET2+ A+AVD © Censored Conclusions
(95% CI: 85.8-91.1); hazard ratio (HR) 0.617 (95% CI: 0.423-0.899); P=0.011 (Figure 1) Baseline extra Nodal sites: 0 } - I 1,270 (0.710-2.309) - Log-rank_test P-value : : PET2+ ABVD  © Censored
. . . Baseline extra Nodal sites: 1 : = : 0.533 (0.246-1.155) . L] L] L] L] L] L] L] L] L] ] ] ] ] ] ] ] ]
~  Median OS has not been reached in either treatment arm paselne o tode sties : . . . 0755 (0.2 147 S - At 7-year median follow up, patients with Stage Il and IV cHL who received A+AVD showed a sustained PFS
« Consistent with previous PFS analysis in ECHELON-1, 7-year PFS rates with A+AVD versus ABVD were 82.3% Baseline ECOG Status: 1 — - | ' 0.595 (0.352-1.007) _ _ Time (months) from randomization and OS benefit vs ABVD, with fewer lymphoma-related deaths and PFS rates suggesting potential curability
(95% CI: 79.1-85.0) versus 74.5% (95% CI: 70.8-77.7); HR 0.677 (95% CI: 0.532-0.863); P=0.001 (Figure 2) e e S ' P - o S oon 6ot Number of patients at risk + Based on these data, A+AVD should be considered a preferred first-line treatment option for patients with
* OS benefit was generally consistent across subgroups, including in the age <40 years and Stage IV disease Gender: Female I - i 0.828 (0.452-1.518) previously untreated Stage Il or IV cHL
subgroups (Figure 4) T T ' ABVD 577 566 550 542 527 510 490 472 453 430 410 382 357 337 311 248 168 93
' — Fayors AeAVD o Ratio ayore ABVD ——— A+AVD 47 45 45 43 42 41 39 39 38 36 33 29 27 24 18 16 12 6
ABVD 58 55 53 51 49 46 44 44 41 39 35 34 32 28 25 20 10 4
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