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Background

 The phase 3 ECHELON-2 study (NCT01777152) compared brentuximab vedotin (BV) plus
cyclophosphamide, doxorubicin, and prednisone (A+CHP) with cyclophosphamide, doxorubicin,
vincristine, and prednisone (CHOP) in patients (pts) with previously untreated CD30-expressing
peripheral T-cell lymphoma (PTCL)

« A+CHP was superior to CHOP with a significant improvement in progression-free survival (PFS),
the primary endpoint, and overall survival (OS), with a similar incidence and severity of adverse
events, including peripheral neuropathy (PN), between groups (Horwitz S, et al. Lancet 2019;
393:229-40).

» At the time of the primary analysis (2018), median follow-up: PFS, 36.2 months; OS, 42.1 months

 PFS (HR=0.71[95% CI: 0.54, 0.93], p=0.0110)
* OS (HR=0.66 [95% CI: 0.46, 0.95], p=0.0244)

* PFS and OS analyses for key prespecified subgroups were generally consistent with the overall

study results
* PFSin sALCL subgroup (HR=0.59 [95% CI: 0.42, 0.84], p=0.0031)

» We report the 5-year results of the ECHELON-2 study



Study Design

« ECHELON-2 is a phase 3, randomized, double-blind, double-dummy, placebo-

controlled, active-comparator, multicenter study.

Key Eligibility Criteria

« Age 218 years

+ CD30-expression (=10% cells)
» Previously-untreated PTCL:

o Systemic ALCL (sALCL)* including
ALK+ sALCL with IPI 22, ALK-
sALCL

o PTCL-NOS, AITL, ATLL, EATL,
HSTCL

*“targeting 75% (+5%) ALCL per EU regulatory
commitment

Stratification Factors

* |IPI score (0—1 vs. 2-3 vs. 4-5)

» Histologic subtype (ALK-positive
sALCL vs. all other histologies)

AITL, angicimmunoblastic T-cell lymphoma; ALCL, anaplastic large-
cell lymphoma; ALK, anaplastic lymphoma kinase ATLL, adult T-cell

EOT, end of treatment, GCSF, granulocyte-colony stimulating factor;
HSTCL, hepatosplenic T-cell lymphoma; P!, international prognostic
index

leukemia/lymphoma; EATL, enteropathy-associated T-cell lymphoma;

A+CHP
(A) brentuximab vedotin 1.8 mg/kg +
(C) cyclophosphamide 750 mg/m? +
(H) doxorubicin 50 mg/m? +
(P) prednisone 100 mg (Days 1-5)

+ placebo vincristine
Q3W for 6 to 8 cycles

CHOP
(C) cyclophosphamide 750 mg/m? +
(H) doxorubicin 50 mg/m? +
(O) vincristine 1.4 mg/m? +
(P) prednisone 100 mg (Days 1-5)

+ placebo brentuximab vedotin
Q3W for 6 to 8 cycles

Per investigator discretion:
GCSF primary prophylaxis, consolidative RT and SCT



Methods

» Primary endpoint: PFS assessed per blinded independent central review (BICR) in
primary analysis and per investigator (INV) assessment in current analysis

* PFS per INV: time from randomization to first documentation of progressive
disease, death due to any cause, or subsequent systemic chemotherapy to treat
residual or progressive PTCL, whichever occurred first

» Key secondary endpoints: OS, PFS in sALCL, complete remission (CR) rate, and
objective response rate (ORR)

» Subsequent therapies, including BV or BV-containing regimens, were permitted

* Response to BV retreatment (A+CHP arm) or first BV treatment (CHOP arm) by
INV assessment and based on Revised Response Criteria for Malignant
Lymphoma (Cheson BD, et al. J Clin Oncol 2007; 25:579-86)

» Resolution and improvement of PN monitored during extended follow-up



Baseline Characteristics

» Baseline demographics and disease characteristics were well balanced between groups and
have been previously described (Horwitz S, et al. ASH Annual Meeting, 2018).

A+CHP CHOP A+CHP CHOP
N=226 N=226 N=226 N=226
Age in years, median (range) 58 (18-92) 58 (18-83) Disease diagnosis, n (%)
Men, n (%) 133 (59) 151 (67) SALCL 162 (72) 154 (68)
Women, n (%) 93 (41) 75 (33) ALK+ 49 (22) 49 (22)
IP1 Score, n (%) ALK- 113 (50) 105 (46)
0-1 53 (23) 48 (21) PTCL-NOS 29 (13) 43 (19)
2-3 140 (62) 144 (64) AITL 30 (13) 24 (11)
4-5 33 (15) 34 (15) ATLL 4 (2) 3(1)
Stage II/IV, n (%) 184 (81) 180 (80) EATL 1 (0) 2 (1)




Landmark PFS Results

3-Year results (primary analysis): PFS per BICR
Median follow-up: 36.2 months 57.1% (49.9, 63.7) 44.4% (37.6, 50.9)

3-year PFS rate (95% CI)
HR (95% CI)

p-value
0.71 (0.54, 0.93)
p=0.0110
5-Year results: PFS per INV assessment o o
R TaTEeLTor A @ e 51.4% (42.8, 59.4) 43.0% (35.8, 50.0)
5-year PFS rate (95% CI)

HR (95% CI)
p-value 0.70 (0.53, 0.91)
p=0.0077




PFS (INV Assessment) and OS
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0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Time (Months)
M at Risk [Events)

AsCHF  228(0)  208(14) 193(27) 1B4(33) 17342} 162(4) 15652) 152(36) 143(57) 117(51) 103(63) B0(6E) 4A(B8) 23(GE) 5(58)  0(B8)
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Medians
N Events (Months)
A+CHP 228 68

CHOP

HR(95% CI)  p-value*
0.72 (0.53, 0.99) 0.0424

226 a9



PFS (INV Assessment) in SALCL Subset
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Median follow-up: 42.7 months

0 6 12 18 24 30 36 42 48 54 60 66

NatRisk [Evens) Time (Months)

A+CHP 162(0)  136(18)  117(34)  107(42)  95(46)  81(48)  ©67(48)  55(49)  33(50)  23(b1) 15(52) 1(53)
CHOP 154(0)  103(48)  89(62)  84(66)  75(69)  68(72)  57(73)  48(74)  38(74)  26(74)  16(75) 477}
Medians
N Events (Months) HR (95% CI) p-value*
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CHOP = 154 77 5418 | 9-°(039,0.79)  0.0009

72

2(53)
0(77)

78

0(53)
0(77)

84

0(53)
0(77)



Prespecified Subset Analyses: PFS

Event/N

ITT Subgroups A+CHP CHOP Hazard Ratio (95% Cl)
PFS per Investigator 94/226  125/226 - 0.70 (0.53, 0.91)
IPI Score

0-1 14/52 27/48 s 0.42 (0.22, 0.81)

2-3 59/141 79/145 ] 0.72 (0.51,1.01)

4-5 21/33 19/33 b 1.14 (0.61, 2.15)
Age

<65 511157 74/156 L — 0.64 (0.45, 0.92)
265 43/69 51/70 e} 0.68 (0.45, 1.04)

Sex

Male 60/133 79/151 —a 0.84 (0.60, 1.17)

Female 34/93 46/75 [ 0.44 (0.28, 0.69)
Baseline ECOG Status

0 36/84 56/93 —a 0.63 (0.41, 0.96)

1 38/90 50/86 [ 0.61 (0.40, 0.93)

2 20/51 19/47 —_— 0.99 (0.52, 1.88)
Disease Stage

| 3n2 2/9 } = | 2.15 (0.22, 20.88)

Il 12/30 18/37 e 0.93(0.43, 1.99)

11 26/57 36/67 —a— 0.63 (0.37, 1.05)

v 53/127 69/113 —a— 0.66 (0.46, 0.95)
Disease Indication

ALK-positive sALCL 7/49 16/49 f = f 0.40(0.17,0.98)

ALK-negative sALCL  46/113 61/105 L 0.58 (0.40, 0.86)

ATLL 2/4 2/3 | 1 f 0.69 (0.10, 4.94)

AITL 19/30 12/24 | ] | 1.41 (0.64, 3.11)

EATL 11 22 not estimable

PTCL-NOS 19/29 32/43 L 0.79 (0.43, 1.43)

sALCL 53/162 77/154 —a— 0.55(0.39, 0.79)

non sALCL 41/64 48/72 l—q—i 0.96 (0.63, 1.47)

T
0.1 0.5 1 10

A+CHP Better CHOP Better



Prespecified Subset Analyses: OS

Event/N

ITT Subgroups A+CHP CHOP Hazard Ratio (95% CI)
Overall Survival 68/226 89/226 [ 0.72 (0.53, 0.99)
IPI Score

0-1 8/52 13/48 I = { 0.58 (0.24, 1.39)

2-3 40/141 59/145 —a 0.61(0.41,0.91)

4-5 20/33 17/33 —-— 1.23 (0.64, 2.34)
Age

<65 37157 44/156 .t 0.79 (0.51, 1.23)

=65 31/69 45/70 ——| 0.62 (0.39, 0.98)
Sex

Male 41/133 59/151 —a—H 0.73 (0.49, 1.08)

Female 27/93 30/75 — 0.68 (0.40, 1.16)
Baseline ECOG Status

0 25/84 38/93 ] 0.59 (0.35, 0.99)

1 25/90 38/86 — 0.54 (0.33, 0.90)

2 18/51 13/47 — 1.42 (0.69, 2.93)
Disease Stage

| 212 2/9 = 1.34 (0.12, 14.81)

1l 7/30 14/37 f = ! 0.66 (0.26, 1.68)

11 18/57 22/67 —a—1 0.70 (0.37, 1.33)

IV 41127 51113 1 0.73(0.48, 1.10)
Disease Indication

ALK-positive sALCL 5/49 10/49 ] { 0.48 (0.16, 1.40)

ALK-negative sALCL  34/113 39/105 —a— 0.71(0.44, 1.12)

ATLL 2/4 3/3 = f 0.70 (0.11, 4.27)

AITL 12/30 8/ 24 } ] | 1.01(0.40, 2.55)

EATL 11 2/2 not estimable

PTCL-NOS 14/29 27143 I — 0.75 (0.37, 1.48)

sALCL 39/162 49/154 | 0.66 (0.43, 1.01)

non sALCL 29/64 40/72 —— 0.76 (0.46, 1.23)

0?5 1 10

0.1

A+CHP Better

CHOP Better
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BV Retreatment in A+CHP Arm or First BV Treatment in CHOP Arm

First BV treatment after frontline therapy, n (%)

A+CHP

N=29

CHOP
N=54

(months), median (range)?

Monotherapy 25 (86) 48 (89)
Combination therapy 4 (14) 6 (11)
Number of therapies prior to first BV treatment after 0 (0,8) 0 (0,6)
frontline therapy, median (range)
Time from start of frontline treatment to first BV treatment 15.0 (3, 64) 8.2 (1, 67)
after frontline therapy (months), median (range)
Received any SCT after frontline therapy, n (%) 17 (59) 22 (41)
Received autologous SCT after frontline therapy, n (%) 16 (55) 13 (24)
Duration of first BV treatment after frontline therapy 2.1 (0, 18) 2.2 (0, 11)

a. Duration of BV retreatment or first BV treatment after frontline therapy was not calculated for 12 pts (2 pts in A+CHP arm and 10 pts
in CHOP arm). For 2 of these pts, treatment was ongoing, and for the remaining 10 patients, the end date of treatment was missing.
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Response to BV Retreatment (A+CHP Arm) or First BV Treatment
(CHOP Arm) After Frontline Therapy

BV Retreatment Regimen in A+CHP Arm

Overall SALCL PTCL-NOS
N=29 N=19 NESS)
Response rate, n (%) 17 (59) 12 (63) 3 (60) 2 (40)
CR 11 (38) 8 (42) 2 (40) 1 (20)
PR 6 (21) 4 (21) 1 (20) 1 (20)

BV First Treatment Regimen in CHOP Arm

Overall SALCL PTCL-NOS AITL

N=54 N=39 N=10 N=4
Response rate, n (%) 27 (50) 23 (59) 3 (30) 1(25) 0
CR 16 (30) 12 (31) 3 (30) 1(25) 0

PR 11 (20) 11 (28) 0 0 0
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Treatment-Emergent Peripheral Neuropathy

A+CHP CHOP
N=223 N=226
Treatment-emergent PN, n 117 124
Resolution or improvement of all PN events 84 (72) 97 (78)
Resolution? 71 (85) 82 (85)
Improvement® 13 (15) 15 (15)
Pts with ongoing PN at last visit 47 (40) 42 (34)
Grade 1 33 (70) 30 (71)
Grade 2 13 (28) 11 (26)
Grade 3 1(2) 1(2)

a. 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.

b. Improvement was defined as decrease by at least 1 grade from the worst grade with no higher grade thereafter. Pts with
improvement in any event at last follow up were those with at least one improved event and the date of improvement was before last
follow up date. Subjects with all events resolved were excluded.



Summary and Conclusions

» At 5 years, frontline treatment with A+CHP continues to provide clinically
meaningful improvement in PFS and OS versus CHOP

ITT Analysis Set
* PFS: HR 0.70 (95% CI: 0.53, 0.91); 30% reduction in the risk of a progression event

e 0OS:HR0.72 (95% CI: 0.53, 0.99); 28% reduction in the risk of death

SALCL Subset

* PFS: HR 0.55 (95% CI: 0.39, 0.79); 45% reduction in the risk of a progression event
e 0OS: HR 0.66 (95% CI: 0.43, 1.01); 34% reduction in the risk of death

« After frontline therapy, the response to BV retreatment was 59% for A+CHP arm,
and the response to first BV treatment was 50% for CHOP arm

 A+CHP continues to have a manageable safety profile with extended follow-up
» A+CHP 72% versus CHOP 78% had resolution or improvement of PN events
* For ongoing PN events, A+CHP 98% versus CHOP 98% were Grade 1 or 2
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. Funding

» Study funded by Seagen Inc. and Millennium Pharmaceuticals, Inc., a wholly
owned subsidiary of Takeda Pharmaceutical Company Limited.

» This research was funded in part through the National Institutes of Health/National
Cancer Institute Cancer Center Support Grant P30 CA008748.
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