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Brentuximab vedotin — the outstanding issues

» Long term follow up

» Efficacy in extracutaneous disease and LCT
» CD30 positivity

» Re-treatment

» C-ALCL — adding chemotherapy?



Brentuximab vedotin mechanism of action

Brentuximab vedotin antibody-drug conjugate (ADC)

—— Monomethyl auristatin E (MMAE), microtubule-disrupting agent

ADC binds to CD30

ADC-CD30 complex
is internalized and
traffics to lysosome

MMAE is released

MMAE disrupts
microtubule network

Protease-cleavable linker
Anti-CD30 monoclonal antibody

G2/M cell
cycle arrest

Apoptosis




Brentuximab vedotin or physician’s choice in CD30-positive
cutaneous T-cell ymphoma (ALCANZA): an international,
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ALCANZA: A phase 3, randomized study comparing the efficacy and safety of

brentuximab vedotin versus physician’s choice in CD30-positive MF or pcALCL
|

Screening*
Inclusion: End of Post-
- Diagnosis of CD30-positive MF or Up to 48 weeks (16 x 21-day cycles) treatment treatment
HEAHO » _ visit follow-up
— 210% CD30-positive on either g )
neoplastic cells or lymphoid infiltrate B Brentuximab vedotin: Everv 12
by central review of 21 biopsy (22 N 1.8 mg/kg IV, every 3 weeks 30 d ry
required for MF) £ ays weeks for
MF patients with 21 prior systemic a 1 after last 2 years and
c
therapy © Methotrexate: 5-50 mg PO, weekly dose of then every
pcALCL patients with prior 14 o study drug 6 months
radiotherapy or 21 prior systemic o Bexarotene: 300 mg/m? (target dose) thereafter
therapy PO, daily
Exclusion:
* Progression on both prior
methotrexate and bexarotene + Methotrexate or bexarotene was managed as standard of care, targeting maximum tolerated effective dose

* International study of 52 centers, 13 countries

*Within 28 days of randomization

¥

» Brentuximab vedotin was far superior to *cian’s choice, demonstrating improved ORR4 (56% vs 13%; p<0.0001),
CR rate (16% vs 2%; adjusted p=0.0046), and PFS (16.7 vs 3.5 months; HR=0.270, 95% CI: 0.169, 0.430; adjusted
p<0.0001), and a reduction in patient-reported symptoms (Skindex-29 symptom domain; —27.96 vs —8.62; adjusted
p<0.0001)"2

Safety data were consistent with the established tolerability profile’-2

Cl, confidence interval; CR, complete response; HR, hazard ratio; IV, intravenous; ORR4, overall rate of 1. Kim YH, et al. Blood 2016;128:182
responses lasting 24 months; PFS, progression-free survival; PO, orally 2. Prince HM, et al. Lancet 2017;390:555-66
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REGULAR ARTICLE € blood advances

— H — Randomized phase 3 ALCANZA study of brentuximab vedotin vs
- I I l e I a n m O n S physician’s choice in cutaneous T-cell lymphoma: final data

Steven M. Horwitz, Julia J. Scarisbrick,? Reinhard Dummer,® Sean Whittaker,* Madeleine Duvic,” Youn H. Kim,® Pietro Quaglino,”
Pier Luigi Zinzani,® Oliver Bechter,® Herbert Eradat,'® Lauren Pinter-Brown,'" Oleg E. Akilov,'? Larisa Geskin,'® Jose A. Sanches, '
Pablo L. Ortiz-Romero,'® Michael Weichenthal,'® David C. Fisher,'” Jan Walewski,'® Judith Trotman,'® Kerry Taylor,2 Stephane Dalle,2'
Rudolf Stadler,?? Julie Lisano,>* Veronica Bunn,* Meredith Little,** and H. Miles Prince®

Table 1. Summary of efficacy in the ITT population

Brentuximab vedotin Physician's choice
(n = 64) (n = 64) P

ORR4 per IRF, n (%) I 35 (54.7)" 8 (12.5) I <.001

Best response per IRF, n (%)

ORR (CR+PR) 42 (65.6) 13 (20.3) <.001
CR 11 (17.2) 1(1.6) 002
PR 31 (48.4) 12 (18.8)

SD 10 (15.6) 18 (28.1)

PD 5 (7.8) 22 (34.4)

Median PFS per IRF, months (95% CDt 16.7 (15.4-21.6) 35 (2.4-4.6)

HR for PFS (95% Cl) 0.38 (0.25-0.58) <.001

3-y OS rate, % (95% CI) 64.4 (50.7-75.2) 619 (47.3-73.6)¢
HR for OS (95% ClI) 0.75 (0.42-1.32) 310

PD, progressive disease; PR, partial response; SD, stable disease.

*Based on additional information provided to the IRF after the 31 May 2016 data cutoff, the IRF determined that 1 patient had not achieved ORR4 as was onginally reported; the change in
status was determined through a standard IRF adjudication process.

tMedian follow-up for OS in the brentuximab vedotin arm was 48.4 mo.

#Median follow-up for OS in the physician’s choice arm was 42.9 mo.

These materials are provided to you solely as an educational resource for your personal use. Any commercial use or distribution of these materials or any portion thereof is strictly prohibited.



REGULAR ARTICLE € blood advances

— H — Randomized phase 3 ALCANZA study of brentuximab vedotin vs
- I I l e I a n m O n S physician’s choice in cutaneous T-cell lymphoma: final data

Steven M. Horwitz, Julia J. Scarisbrick,? Reinhard Dummer,® Sean Whittaker,* Madeleine Duvic,” Youn H. Kim,® Pietro Quaglino,”
Pier Luigi Zinzani,® Oliver Bechter,® Herbert Eradat,'® Lauren Pinter-Brown,'" Oleg E. Akilov,'? Larisa Geskin,'® Jose A. Sanches, '
Pablo L. Ortiz-Romero,'® Michael Weichenthal,'® David C. Fisher,'” Jan Walewski,'® Judith Trotman,'® Kerry Taylor,2 Stephane Dalle,2'
Rudolf Stadler,?? Julie Lisano,>* Veronica Bunn,* Meredith Little,** and H. Miles Prince®

Table 1. Summary of efficacy in the ITT population

Brentuximab vedotin Physician’s choice
(n = 64) (n = 64) P

ORR4 per IRF, n (%) 35 (54.7)" 8 (12.5) <.001

Best response per IRF, n (%)

ORR (CR+PR) 42 (65.6) 13 (20.3) <.001
CR 11 (17.2) 1(1.6) 002
PR 31 (48.4) 12 (18.8)

SD 10 (15.6) 18 (28.1)

PD 5 (7.8) 22 (34.4)

Median PFS per IRF, months (95% CDt 16.7 (15.4-21.6) 3.5 (2.4-4.6)

HR for PFS (95% Cl) 0.38 (0.25-0.58) <.001

3-y OS rate, % (95% CI) 64.4 (50.7-75.2) 61.9 (47.3-73.6¢
HR for OS (95% Cl) 0.75 (0.42-1.32) 310

PD, progressive disease; PR, partial response; SD, stable disease.

*Based on additional information provided to the IRF after the 31 May 2016 data cutoff, the IRF determined that 1 patient had not achieved ORR4 as was onginally reported; the change in
status was determined through a standard IRF adjudication process.

tMedian follow-up for OS in the brentuximab vedotin arm was 48.4 mo.

#Median follow-up for OS in the physician’s choice arm was 42.9 mo.

These materials are provided to you solely as an educational resource for your personal use. Any commercial use or distribution of these materials or any portion thereof is strictly prohibited.



REGULAR ARTICLE € blood advances

— H — Randomized phase 3 ALCANZA study of brentuximab vedotin vs
- I I l e I a n m O n S physician’s choice in cutaneous T-cell lymphoma: final data

Steven M. Horwitz, Julia J. Scarisbrick,? Reinhard Dummer,® Sean Whittaker,* Madeleine Duvic,” Youn H. Kim,® Pietro Quaglino,”
Pier Luigi Zinzani,® Oliver Bechter,® Herbert Eradat,'® Lauren Pinter-Brown,'" Oleg E. Akilov,'? Larisa Geskin,'® Jose A. Sanches, '
Pablo L. Ortiz-Romero,'® Michael Weichenthal,'® David C. Fisher,'” Jan Walewski,'® Judith Trotman,'® Kerry Taylor,2 Stephane Dalle,2'
Rudolf Stadler,?? Julie Lisano,>* Veronica Bunn,* Meredith Little,** and H. Miles Prince®

Table 1. Summary of efficacy in the ITT population

Brentuximab vedotin Physician’s choice
(n = 64) (n = 64) P

ORR4 per IRF, n (%) 35 (54.7)" 8 (12.5) <.001

Best response per IRF, n (%)

ORR (CR+PR) 42 (65.6) 13 (20.3) <.001
CR 11 (17.2) 1(1.6) 002
PR 31 (48.4) 12 (18.8)

SD 10 (15.6) 18 (28.1)

PD 5 (7.8) 22 (34.4)

Median PFS per IRF, months (95% CDt 16.7 (15.4-21.6) 3.5 (2.4-4.6)

HR for PFS (95% Cl) 0.38 (0.25-0.58) <.001

3-y OS rate, % (95% CI) 64.4 (50.7-75.2) 61.9 (47.3-73.6¢

HR for OS (95% Cl) 0.75 (0.42-1.32)

PD, progressive disease; PR, partial response; SD, stable disease.

*Based on additional information provided to the IRF after the 31 May 2016 data cutoff, the IRF determined that 1 patient had not achieved ORR4 as was onginally reported; the change in
status was determined through a standard IRF adjudication process.

tMedian follow-up for OS in the brentuximab vedotin arm was 48.4 mo.

#Median follow-up for OS in the physician’s choice arm was 42.9 mo.

These materials are provided to you solely as an educational resource for your personal use. Any commercial use or distribution of these materials or any portion thereof is strictly prohibited.
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ALCANZA: PFS results

€ blood advances
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ALCANZA: TTNT results
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Figure 3. TTNT in the ITT population. Time to next antineoplastic therapy was defined as the time from randomization to the date of the first d
therapy or the last contact date for subjects who never received antineoplastic therapy. NE, not evaluable.
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Table 4. Resolution, improvement, and duration of PN (SMQ) in the safety population

Brentuximab vedotin Physician’s choice
(n — 44) (n - 4)
Data cutoff 31 May 2016 28 September 2018 31 May 2016 28 September 2018
Patients with resolution or improvement of PN events, n (%) 36 (82) 38 (86) 1 (25) 2 (50)
Patients with resolution of all PN events, n (%) 22 (50) 26 (59) 1 (25) 2 (50)
Median time 1o resolution, wk 27.0 33.0 2.0 105
Patients with improvement in PN events by =1 grade, n (%) 14 (32) 12 (27) 0 0
Median time to improvement, wk 8.0 15.0 - -
Patients with ongoing PN events, n (%) 22 (50) 18 (41) 3 (75) 2 (50)
Maxmum severity grade 1, n (%) 17 (39) 15 (34) 1 (25) 1 (25)
Maxamum severity grade 2, n (%) 5(11) 3(7) 2 (50) 1 (25)
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Brentuximab vedotin — the outstanding issues

» Efficacy in extracutaneous disease and LCT



Brentuximab vedotin therapy




Baseline




* How many in Alcanza had Visceral involvement?
* How many in Alcanza had Visceral involvement and LCT?
* How many in Alcanza had Visceral involvement and LCT and low CD307?



Patient responses per IRF by baseline TNMB stage
per investigator: MF

» For patients with MF, ORR4 and ORR were superior with brentuximab vedotin versus physician’s
choice across subgroups defined by TNMB stage

Treatment group

Brentuximab vedotin Physician’s choice
(N=64) (N=64)
ORR4 ORR ORR
MF 48 (75) 24 (50) 31 (65) 5(10) 49 (77) 5(10) 8 (16) 0
Skin*
T1 5(10) 1 (20) 1 (20) 0 1(2) 0 1 (100) 0
T2 13 (27) 7 (54) 10 (77) 1(8) 20 (41) 4 (20) 4 (20) 0
T3 25 (52) 13 (52) 16 (64) 4 (16) 24 (49) 1(4) 3 (13) 0
T4 5(10) 3 (60) 4 (80) 0 4 (8) 0 0 0
Node
NO 25 (52) 14 (56) 18 (72) 4 (16) 23 (47) 2(9) 5 (22) 0
N1-NX 23 (48) 10 (43) 13 (57) 1(4) 26 (53) 3(12) 3(12) 0
Visceral*
MO 41 (85) 22 (54) 27 (66) 5(12) 48 (98) 5(10) 8 (17) 0
M1 15) 2 (29) 4(57) 0 | 0 NA NA NA
Bloodt
BO 43 (90) 23 (53) 28 (65) 4(9) 41 (84) 4 (10) 6 (15) 0
B1 4 (8) 1 (25) 2 (50) 1(25) 7 (14) 1(14) 2 (29) 0
B2* 0 NA NA NA 1(2) 0 0 0

*One patient in the physician’s choice arm had no biopsy performed to confirm visceral staging, and had no response; tOne patient in the brentuximab vedotin arm had incomplete staging data, and had a PR; ¥One
patient in the physician’s choice arm had confirmed blood stage B1 at screening and B2 at baseline



ALCANZA: LCT status in patients with MF by patient demographics

+ 35% of patients had LCT in both study arms

(

Table 1. Baseline demographics, disease characteristics, and LCT status in
patients with MF in ALCANZA

LCT Brentuximab vedotin (n=48) Physician’s choice (n=48)

Present (n=17) JAbsent (n=31) Present(n=17) Absent(n=31)
Male, n (%) 11 (65) 16 (52) 8 (47) 18 (S8)
Median age, years (range) 56.0 (37-81) 60.0 (22-83) 49.0 (27-74) 60.0 (22-81)
Median number of prior systemic

therapies, n (range) 20(1-11) 2.0 (1-11) 2.0 (1-6) 2.0 (1-6)

Overall staging, n (%)

IA 0 (0) 4 (13) 0 (0) 1(3)
IBAIA 1(6) 10 (32) 6 (35) 12 (39)
I8 10 (59) 9 (29) 7 (41) 11 (35)
NAMIB 2 (12) 2 (6) 0 (0) 2 (6)
IVA, 0 (D) 0 (0) 0 (0) 1(3)
IVA, 1(6) 1(3) 4 (24) 4(13)

VB Yk 3 (18) 4 (13)* 0 (0) 0(0)

( *One aaditional patient had an unknown staging.




ALCANZA: Efficacy of brentuximab vedotin by LCT status

* Proportions of patients who achieved an ORR4 were higher in LCT-positive patients versus LCT-negative
patients in the brentuximab vedotin arm (65% vs 39%) and the PC arm (18% vs 6%)

* Median PFS improved with brentuximab vedotin versus PC in patients with LCT (15.5 vs 2.8 months) and
without LCT (16.1 vs 3.5 months)
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LW —July 2019 to Jan 2020 — PET scans = CR

Baseline

End cycle 9




Brentuximab vedotin — the outstanding issues

» CD30 positivity



Assessment of CD30 expression and statistical analysis

CD30, 0% CD30,
10%

CD30max = 90%
CD30min <10%

CD30min = 10%
CD30max = 90%




ORR4 with brentuximab vedotin across a broad range
of baseline CD30 expression scores
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MF patients who achieved ORR4
Brentuximab vedotin Physician’s choice Difference

CD30,,,;, per patient

n/N (%) n/N (%) % (95% Cl)
CD30min <10% 9/22 (40.9) 2/21 (9.5) 31.4 (2.8, 58.1)
CD30,in 210% 16/28 (57.1) 3/29 (10.3) 46.8 (20.6, 67.0)




Superior PFS with brentuximab vedotin versus

physician’s choice regardless of baseline CD30 expression
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CD30,,;, <10%
N 22 21 -
Median PFS 27.9 2.3 0.125
(95% ClI) (8.6, 27.9) (1.6, 3.5) (0.044, 0.355)
Number of events 8 17 -
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Brentuximab vedotin — the outstanding issues

» Re-treatment



Treatment duration and follow-up status of
patients receiving brentuximab vedotin (MF and pcALCL)
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Discontinued treatment for reason other than PD
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Brentuximab vedotin — the outstanding issues

» C-ALCL — adding chemotherapy in extracutaneous disease?



How I treat primary cutaneous CD30"
lymphoproliferative disorders

Michi M. Shinchara’* and Andrei Shustov?*

'Division of Dermatology and 2Division of Hematology, Department of Medicine, University of Washington, Seattle, WA

T: skin
T1: solitary skin involvement
T1a: solitary lesion <<5-cm diameter

Tib: solitary >5-cm dliameter - Table 3. Most frequently used treatment modalities for pcALCL
T2: regional skin involvement: multiple lesions limited to 1 body

region or 2 contiguous body regions*
T2a: all-disease-encompassing in a <15-cm diameter circular area Skin directed Systemic
T2b: all-disease-encompassing in a >15- and <30-cm diameter

circular area Localized (T1, T2) Radiotherapy,®*® surgical excision® Low-dose methotrexate®®
T2c: all-disease-encompassing in a >30-cm diameter circular area
T3: generalized skin involvernent Widespread localized (T2) or generalized (T3) with BV (preferred) 7 low-dose methotrexate *
T3a: multiple lesions involving 2 noncontiguous body regions no regional node involvement retinoids,*'** pralatrexate™
T3b: Multiple lesions involving =3 body regions
pcALCL with regional node involvement BV (preferred) *7* low-dose methotrexate, *=°
N: node retinoids,*'#? pralatrexate,”® CHOP 223 RT>*

NO: no clinical or pathologic lymph node involvement

N1: involvement of 1 peripheral lymph node regiont that drains an
area of current or prior skin involvement

N2: involvement of =2 peripheral lymph node regions or
involvement of any lymph node region that does not drain an area
of current or prior skin involvement

N3: involvement of central lymph nodes

M: visceral
MQ0: no evidence of extracutaneous non-lymph node disease
M1: extracutaneous non-lymph node disease present
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Outcomes of rare patients with a primary cutaneous
CD30" lymphoproliferative disorder developing
extracutaneous disease

Rutger C. Melchers,' Rein Willemze," Joost S. P. Vermaat,? Patty M. Jansen,* Laurien A. Daniéls,* Hein Putter,® Marcel W. Bekkenk,*
Ellen R. M. de Haas,” Barbara Horvath,* Michelle M. van Rossum,” Comelus J. G. Sanders,' Joep C. J. M. Veraart,"' Maarten H. Vermeer,’
and Koen D. Quint’
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C-ALCL - adding chemotherapy to BV

eMelchers et al, reported that 12% of patients with C-ALCL developed extracutaneous
manifestations:
e CR 61% to front-line therapy with CHOP.
e TTP = 27 months.
e ECHELON-2 (PTCL): 50% were ALK negative systemic ALCL
e CR 56% with CHOP therapy.
e PFS = 20.8 months.
o ALCANZA: extracutaneous C-ALCL (n =7)
*RR=57%
*CR only 14%.
*PFS = 27.5 months but only 14.9 m for extracutaneous disease.

Given ECHELON-2 which demonstrated the value of adding BV to CHOP-based Rx in sALCL .
Suggest BV+CHP be the preferred therapy for extracutaneous C-ALCL over BV-alone or

systemic chemotherapy-alone.



Brentuximab vedotin — the outstanding issues

» Long term follow up

» Efficacy in extracutaneous disease and LCT
» CD30 positivity

» Re-treatment

» C-ALCL — adding chemotherapy?



