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Brentuximab Vedotin in cHL: first line

* Younger pts:
= BV+concurrent chemo
e Elderly pts:
= BV single agent
= BV+concurrent chemo
= BV+sequential chemo



BV+ABVD/AVD

Phase 1 trial: 25 young cHL pts AS
BV 1.2 mg/kg every two weeks combined

Excessive pulmonary toxicity (any even
Bleomycine cannot be safely combined

26 pts treated with BV+AVD
Update after a median follow-up of 5 year

Percent survival

Percent survival

CR rate: 96%
5-years PFS: 92%
No unexpected late toxicity
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Connors JM et al, Blood 2017



ABVD vs Bv-AVD in AS cHL: ECHELON-1 trial

218 study sites in 21 countries worldwide

Follow-up
ABVD x 6 cycles (n=670)

y
C L L]

Every 3 months

for 36 months,
then every

6 months until

study closure

= A+AVD x 6 cydes (n=664)
—_— Brentulximab vedotin: 1.2 mg/kg IV infusion

Days 1 & 15

Screening
CT/PET scan
1:1 randomization
(N=1334)

* Inclusion criteria
End-of-Cycle-2 PET scan

— cHL stage MMorlv
ECOG PS 0.1 > * Deauville 5; could receive alternate therapy per
gl physician’s choice (not a modified PFS event)
Age 218 years

Measurable disease
Adequate liver and renal function

Primary endpoint: modified PFS (mPFS) = time to progression, death or non complete

response (EOT PET: DS 3-4-5) and use of subsequent cancer therapy

Connors JM et al, NEIM 2017



ECHELON-1: patients characteristics

A+AVD ABVD A+AVD ABVD
Baseline patient characteristics N=664 N=670 Baseline disease characteristics N=664 N=670
Male, % 57 59 Ann Arbor stage, %
Not.Hlspamc or Latino, % 86 86 v 64 63
White, % 84 83 PSTisk factors, %
Median age, years (range) 35(18-82) 37(18-83) 0-1 21 21
Age, years, % =
<45 68 63 a7 25 27
4 C C ECOGPS, %
o 57 57
1l 39 39
Median time since initial diagnosis, 0.92 0.89 < 4 4
months B symptoms, % 60 57
Region, % es of extranodal involvement, %
Americas 39 39 None 33 34
Europe 50 50
Asia 1lal 1l =1 29 29

Connors JM et al, NEIM 2017



Probability of modified PFS

ECHELON-1: modified PFS

1.0 Number of events
0.97 A+AVD ABVD
0.8 — Category N=117 N=146
= — Progression 90 102
0.7+
Death 18 22
0.61 - Modified progression 9 22
Chemotherapy 7 15
0.59 = A+AVD Censored Radiotherapy 2 7
a = ABVD °Censored
0 HR 0.77 (95% CI: 0.60-0.98)
034 Log-rank test p-value: 0.035 Modified PFS estimates
0.21
A+AVD ABVD
0.1+ Time (95% Cl) (95% Cl)
2-year 82.1 77.2
0.0 (78.7-85.0) (73.7-80.4)

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

Time from randomization (months)

No statistically significant differences in OS, ORR, CR

Connors JM et al, NEIM 2017




ECHELON-1: safety

A+AVD (N=662) ABVD (N=659)

Common adverse events, %* Anygrade Grade 23 Anygrade Grade 23
Neutropenia 58 54 45 39
Constipation 42 2 37 <1
Vomiting 33 3 28 1
Fatigue 32 3 32 1
Diarrhea 27 3 18 <1
Pyrexia 27 3 22 2
Peripheral neuropathy 26 4 13 <1
Abdominal pain 21 3 10 <1
Stomatitis 21 2 16 <1
Febrile neutropenia 19 19 8 8

Connors JM et al, NEIM 2017



ECHELON-1: treatment-emergent toxicity

Interstitial lung disease’

Deaths during treatment

—_— 30 -
"
E 20
=
9 z
E g 15 - 13 (2%)
-
= 10 - 9 (1%) Associated with
2% Neutropenia pulmonary-related
or associated toxicity
s - *
< complications n=11
1% gt
- A+AVD ABVD

A+AVD ABVD A+AVD ABVD
All Grade 23

Connors JM et al, NEIM 2017



ECHELON-1: subgroups analysis

Stage IV

Baseline extranodal sites 21*
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02468101214161820222426283024363840 42444648 | e Time from randomisation (months)
No. of patients af rick Time from randomisation (months)

A+AVD 426411403 32434534328 17 01288227 216 206131124113 85 &7 &3 18 16 13 2 2 2
ABVD 421402399 378326302200 285 200268207186 138107 88 &3 42 41 22 11 8 7 0 0 0 o o

A+AVD 411384388 IT1IMIINIIMI02 288 271214203 183121117107 67 48 45 16 14 14 3 3 3 0 0O
ABVD 418388390 399318 205237279 269260200181 182106 82 82 42 40 32 10 8 7 0 0 0 0 O

Hutchings M et al, EHA 2018 Oral Presentation



ECHELON-1 2020

Characteristic A+AVD ABVD Total
(n = 664) (n=670) (N =1334)
Male sex, n (%) 378 (37) 398 (59) 776 (58)
Age. median (range), years 35(18-82) 37 (18-83) 36 (18-83)
<60 years. n (%) 580 (87) 568 (83) 1148 (86) o)
=60 years, n (%) 84 (13) 102 (15) 186 (4)
Regions. n (%)
Americas 261 (39) 262 (39) 523 (39)
Europe 333 (50) 336 (50) 669 (50)
Asia 70 (11) 72 (11) 142 (11)
International Prognostic Score. n (%)
Oorl 141 (21) 141 (21) 282 (21)
2o0r3 354 (53) 351 (52) 705 (53)
4t07 169 (25) 178 (27) 347 (26)
ECOG performance status, n (%)
0 376 (37) 378 (57) 754 (57)
1 260 (39) 263 (39) 523 (39)
2 28 (4 27 (4 35 (4

2 status
Positive

Negative
Unknown/unavailable

47 (7)
588 (89)

58 (9)
577 (86)

105(8)
1165(87)

Straus D al, Blood 2020



ECHELON-1 2020

PFS@3 years:
104 83.1% vs 76%
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Time from Randomization (Months) 8
N at Risk (Events) b

A+AVD 664 640 626 607 563 547 536 517 503 407 484 478 471 440 444 439 376 365 360 247 237 226 145 139 133 T §67
ABVD 670 636 628 603 545 513 407 485 472 467 456 450 440 410 403 399 342 332 325 222 218 210 130 119 113 39 837

Straus D al, Blood 2020



ECHELON-1 2020

% (95% CI) A+AVD ABVD Difference | HR (95% CI)® P
n = 664 n =670 (%) Value”
All patients 83.1(79.9-85.9) | 76.0 (72.4-79.2) 7.1 0.70 0.005
(0.55-0.90)
PET2(-) 85.8 (82.6-88.5) | 79.5(75.8-82.7) 6.3 0.69 0.009
n=577 n=>573 (0.52-0.91)
PET2(+) 67.7 (53.8-78.3) | 51.5(38.2-634) 16.2 0.59 0.077
n =358 n=63 (0.33-1.07)

Ready to get rid of PET-oriented strategies? If A-AVD you can:

settings

spare bleomycin-exposure to the totality of pts

avoid real-time disease assessment @ cycle 2, which may be challenging in some

avoid additional early and late toxicity of intensified strategies in PET2+ pts

Straus D al, Blood 2020



Not only ABVD...

100

BrECADD: o
brentuximab vedotin 1-8 mg/kg on day 1

etoposide 150 mg/m? on days 2—-4
doxorubicin 40 mg/m? on day 2
cyclophosphamide 1250 mg/m? on day 2
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dacarbazine 250 mg/m? on days 3—-4 i T snce andomsaton (morte)
BIECAPP 49(0) 49(0) 7 (12) 18 (30,
dexamethasone 40 mg on days 2-5 erca0D 5200 so0 405 e

Both eBEACOPP variants met primary efficacy endpoint.

BrECADD regimen associated with more favorable toxicity profile.
Phase 3 HD21 trial: BrECADD vs eBEACOPP

Eichenauer DA et al, Lancet Oncology 2017



Defined: age 260 years

Under-represented in clinical trials: <5-
10% (vs 15-25% population)

Outcomes disproportionately inferior
to younger patients (and other
cancers)

Probability

0.94
0.8
0.7
0.6+
0.57
0.4
0.37
0.2
0.4

0.0,

cHL: the elderly issue

Overall Survival

p<0.001

group = < B0yr

— > = B0yr

Evens AM et al, BJH 2013



Elderly: BV first line

27 pts > 60 y.o. not eligible fo
stardard chemo (investigator
judgment!)

Median age 78, range 64-92

CR 19 (73%), PFS 10.5 months
Median N cycles: 8 (range 1-23)

14 (52%) pts dose delays, 11(41%)

permanent dose reduction
PN 21 pts (78%) , G3 PN 8 (30%)

100

Tumor Size (% Change from Baseline)

EEm Complete remission
I Partial remission

Individual Patients (n=26)

Percent of Patients Free of PD or Death

100+

80+

60+

40

204

0_.

N at

Median
N Events (Months)
26 16 105
OO O
o Censored patients
T T T T T T T
0 4 8 12 16 20 24
, Time (Months)
Risk (events)
26 (0) 25 (0) 14 (10) 6 (15) 3 (16) 1(16) 0 (16)

Forero-Torres A et al, Blood 2015



Elderly: BV first line combo

Phase 2 non-randomized trial

42 elderly (260 years) treatment-naive
cHL pts

Ineligible for (85%) or declined frontline
standard chemotherapy

22 pts received BV 1.8
mg/kg+Dacarbazine 375 mg/mq up to 12
cycles; 20 pts received BV 1.8
mg/kg+Bendamustine 90/70 mg/mq up
to 6 cycles

Subsequent BV monotherapy was allowed
in both arms

Primary objective: ORR

» ORR: 100% in both arms;
CRR: 62% BV-DTIC, 88%
BV-Benda

» Median PFS: 17.9 ms BV-

DTIC (not reached for CR

pts),
Benda

not reached BV-

Friedberg JW et al, Blood 2017



BV - combo: toxicity

BV+DTIC ~ BV+Bendamustine

N=22) (N=20)

n (%) n (%)
Any treatment-emergent adverse event* 22 (100) 20 (100)
Treatment-related adverse events 22 (100) 19 (95)
- Grade 3 adverse events 10 (45) 18 (90)
Serious adverse events 4(18) 13 (65) G
Adverse events leading to treatment discontinuation 12 (55) 12 (60)
Deaths within 30 days of last dose 0 2 (107K

1 PD, 1 unknown

» High activity was demonstrated with BV in combination with DTIC or Bendamustine in
cHL elderly frail patients

» BV plus Bendamustine poorly tolerated

Friedberg JW et al, Blood 2017



Sequential Bv-AVD

PET1 and CT1 (staging

2 cycles brentuximab vedotin
(1.8 mg/kg Q3wk)

PET2 (first 22 pts)

CR, PR, SD

6 cycles AVD

CT + PET (all pts)

CR, PR

Brentuximab vedotin consolidation
(1.8 mg/kg Q3wk x 4 cycles)

Primary endpoint: CR rate after AVD

Characteristic

Age
Gender

Histology

ECOG PS
Stage
B symptoms
IPS>3
BM +

Functional status

Data (N=48)

Median 69 years (60-88)
M 62%, F 38%
NS 46%, MC 25%, NOS 25% LR 4%

0:40%; 1:41%; 2: 19%
1/1V in 81% (others 11X)
37%

58%

23%

Median CIRS 7 (0-20)
12% loss IADLs

Evens AM et al, JCO 2018



Sequential Bv-AVD: response and feasibility

5 AEs: nausea, fatigue, diarrhea, pneumonia,

Discontinuation due to: toxicity 35%, refusal
S fatal pacreatitis

7%, progressive disease/death 6%

AVD x 3 AVD x 3 BV x 4

ORR 82%
CR 36%
(PET)

*

6 pts off study
(5AEs, 1TWC)

Evens AM et al, JCO 2018



Sequential Bv-AVD: toxicity

Grade 3 Grade 4

Adverse Event

Neutropenia
ymphopenia
= openia
S10 = 16 SlelaANirs
FNeumonis
Diarrhea
Increased transaminases
Muscle weakness
Peripheral neuropathy (sensory)
Fatigue

Pancreatitis 2*

27% of patients experienced grade 2 PN (6% motor, 21% sensitive); 9/13 PN

reverse to grade 1 or lower at 90 days after EOT
Evens AM et al, JCO 2018



Sequential Bv-AVD: survival

CIRS 100 =
1

75 .
100 — -h_h"'!—h_l_u_. = jU\
o 50 -
‘é—’ HR, 1.19; 95% CI, 1.00 to 1.20; P < .001
— s CIRS-G high
== T T T T
— o 12 24 36 as
w 50 ]
' Time (months)
Q. CIRS-G low 30 28 18 7 0
CIRS-G high 14 5 2 1 0
25 -
IADL 100 -ﬁL
! ! ! ! ) 41 HR, 16.11; 95% CI, 3.02 to 85.85; P = .001
0 12 24 36 a8 s —
H :og 50 - L
Time (months) L
No. atrisk 48 35 20 8 0 25
wmdeees No |IADL loss

Sequential Bv-AVD: well tolerated and effective; geriatric based measures are strongly
associated with survival

Evens AM et al, JCO 2018




Brentuximab Vedotin in cHL: salvage therapy

e Post-ASCT salvage:
= BV single agent

* Pre-ASCT debulking:
= BV single agent
= BV plus chemo
= BV plus CPI



BV post HSCT failure: 5-years update

102 cHL pts R/R after ASCT (2 ASCT: 11%) |z ™
Median age: 31 (15-77) é -
N° of previous therapy lines: 3.5 (1-13) £ o
Primary refractory disease: 72% ? -
ORR: 76%, CRR 34%; Median DOR: 6.7 ms | |~ ...

o, Best Clinical Response per IRF
ORR 75% B Complete respons
o, # Partial response
C R 34 A B Stable diseas:
B Progressive dise:

(10.5 CR pts); Median PFS: 5.6 ms,

Individual Patients (n = 98)

Median 0OS: 22.4 ms

94% patients achieved tumour reduction

Younes A et al, JCO 2012

C L
2 90 4 = - N Events (Months)
= -— ——CR] 34 15 -
z 80 - = 80 - —— PR 32 34 69
S 70 4 == 704 —— SD 28 20 58
— —— €S
§ 01 5 & eo-
= 50 - = s 50 4 L o ecaomes
= 40 - S& 40
& 20 4 Meadian = = 20 -
= N Events (Months) =
S 201 —_cr 32 3 - = 20
& 10 —pPR 32 24 30.4 a 10 - -
o] —SD 28 19 18.3
T T T T T T T T T o T T T T T T T T T
0 9 18 27 36 45 54 63 72 0 9 18 27 36 45 54 63 72
Time (months) Time (months)

Median follow-up: 35 ms (1.8-73 ms)

Chen R et al, Blood 2016



BV as bridge to transplant

bjh research pape

Results of a m
evaluating the
refractory clas
setting

Eligibili
SCT
99 cHL

Proportion

AS at di 20 40
Overall survival, months
BU|ky d Number at risk

Media None 38
Allograft 38

Media Autograft 23
Media Autograft

Median PFS/0OS: 5.6 ms/37.8 ms Eyre TA et al, BJH 2017



BV: real-life experiences

ncologist

Brentuximab Vedotin in Transplant-Naive Relapsed/Refractory
Hodgkin Lymphoma: Experience in 30 Patients

Ractvact 13 Seprariee 016 | Retsact 20w 20 | 9 O 2018
DO 101 002 haon 230

WILEY
DRIGINAL RESEARCH ARTICLE

Brentuximab vedotin in relapsed/refractory Hodgkin
lymphoma. The Hellenic experience

Hematological Oncology

Hematol Oncol (2013)

Published online in Wiley Online Library
(wileyonlinelibrary.com) DOI: 10.1002/hon.2119
Original Research Article

Brentuximab vedotin followed by allogeneic
transplantation as salvage regimen in patients with
relapsed and/or refractory Hodgkin’s lymphoma

-

Brentuximab vedotin In refractory CD30* lymphomas: a bridge to
allogenelc transplantation In approximately one quarter of patlents
treated on a Named Patlent Programme at a single UK center

Adam Gibb,"” Crasg Jomes,** Adrian Bloor," Samar Kulkarni,* Tim Bidge.”* Kim Linton,** and John Radford™

@ Hocgiin's |

“The Caristie NHS Tust, > and The L y of Man U=
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DOI 10.1007/s00277-014-2215-9

ORIGINAL ARTICLE

Brentuximab vedotin for relapsed or refractory Hodgkin
lymphoma: experience in turkey

LYMPHOID NEOPLASIA

Brief report
Brentuximab vedotin for relapsed or refractory CD30™ hematologic malignancies:
the German Hodgkin Study Group experience

Achim Rothe,’? Stephanie Sasse,'? Helen Goergen,’? Dennis A. Eichenauer,'-? Andreas Lohri,* Ulrich Jager,*

- .rd,5 Boris Béll,'2 Michael von Bergwelt Baildon,' Sebastian Theurich,? Peter Borchmann,'2 and
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Phase | dose-escalation study of brentuximab-

DH AP vedotin combined with dexamethasone, high-dose

| cytarabine and cisplatin, as salvage treatment in
relapsed/refractory classical Hodgkin lymphoma:
\ J The HOVON/LLPC Transplant BRaVE study
é N

> % Q@ PET-adapted sequential salvage therapy with brentuximab
- I C E vedotin followed by augmented ifosamide, carboplatin, and

etoposide for patients with relapsed and refractory
Hodgkin’s lymphoma: a non-randomised, open-label,
single-centre, phase 2 study

\ S
Alison] Moskowitz, Heiko Schader, Joachim Yahalom, Susan | McCall, Stephanie Y Fox,john Gerecitano, Ravinder Grewal, Paul A Hamiin,
Steven Honwitz, AnitaK . ArielaNoy, M Lia Palomba, Miguel-Angel Perales, Carol S Portlock, Craig Sauter,
Neerav Shukla, Peter Steinherz, David Straus, Tanya Trippett, Anas Younes, Andrew Zelenetz, CraigH Moskowitz
a N
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M. J. Rodriguez-Salazar'®, S. Jimenez-Cabrera'®, M. D. Caballero ™ & C. Martinez'®
CLINICAL TRIALS AND OBSERVATIONS | JULY 5, 2018
— . . ] .
Brentuximab vedotin plus bendamustine: a highly

active first salvage regimen for relapsed or refractory
\ J Hodgkin lymphoma




N=55

Median age, (range) 36 years (19-79)
Gender (% female/male) 56/44 B BV
ECOG status, n (%)
0 36 (65) . .
= 18 (33) B o- Progression-Free Survival
2 1(2)
Median time since HL diagnosis, (range) 13.8 months (3—98 .. = 0.8
Stage II/IV at diagnosis, n (%) 29 (53) B ,
Baseline disease status, n (%) = 5 064 i
Primary refractory 28 (51) s 8
Relapsed 27 (49) £ € 0.4 o
No. of pts with remission duration < 1 yr 10 (18) S5 N  Events
B symptoms, n (%) 12(22) = g o02- Al 53 17
Bulky disease, n (%) 5(9) — ASCT 40 1
Extranodal disease, n (%) 17 (31) 0.0, T T . . r r T T
Bone marrow involvement, n (%) 9 (16) (0] 4 8 12 16 20 24 28 32
PET 8 (15) Time (months)
ma uoPsy 3 (1 5)3 :IIat sk (Evzgr(s))) 47(3) 37(9) 33(11) 29(12) 22(14) 14(16) 7(16) 1(17)
Median | infermational Prognostlc SN (IPSD)' ( ) 2 (0-5) ASCT 40(0) 39(1) 32(4) 31(5) 28(6) 21(8) 13(10) 6(10) 1(11)
Best clinical response In 53 pts %
ORR 92.5
CR 73.6
PR 18.9
Refractory 64
Relapsed 84

LaCasce A et al, Blood 2018



Benda-BV...
...as second salvage ...as first salvage

Brentuximab vedotin followed by bendamustine supercharge for Eirst sal\(aget) trez(ajtm.en.t with d blf.ndlamusl::ine e?nd
refractory or relapsed Hodgkin lymphoma rentuximab vedotin in Hodgkin lymphoma: a

phase 2 study of the Fondazione Italiana Linfomi

| L
|_EL R
B Two addesnal courves of By

2y PFS93.4%

.
L A R L

At post-Bv+Bs reevaluation, 80% of I—._

patients had deep metabolic responses AscT
with Deauville 5-point scale scores<2. =

Picardi et al, Blood Advances 2019 Broccoli et al, Blood Cancer Journal 2019
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Brentuximab-Vedotin +/- augICE pre-ASCT

| 46 patients enrolled |

—>I 1 ineligible for treatment

v
| 45 patients receved two oycles of

brentuximab vedotin (ondays 1, 8,
1.2 mg/mz I and 15 of 28-day cycles)

| 45 had PET scans |

|
v P

33 positive on PET I | 12 negative on PET

! Sl up DS1or2

4

30 patients recerved two
cycles of augmented ICE
2 patients received one
cycle of augmented ICE

- ,

"
Q N %] ~l 8
w Q v
| | 1 | |

target lesions from basdline (%)
¥
!

-50 -

Change in sum of cross-sectional areas of

75 -

-100 -

Deauville five-point score
Elilor2

i e

o S

Es

32 had PET scans 22 negative 44 underwent
g on PET HDT/ASCT

A

i F'Yy
10 positive on PET

+

10 treated according to treating physician
(all referred for HDT/ASCT)

Post-BV PET (n=45)

Post-auglICE PET (n=32)

Deavuville score

1+ 4(9%)
2+ 8 (18%)
3 8 (18%)
4 23 (51%)
5 2 (4%)

Mosckowitz AJ et al, Lancet Oncol 2015




Nivolumab&Brentuximab-Vedotin as bridge to ASCT

Cycle 1 Cycle 2 Cycle 3 Cycle 4

BV 1.8 mg/kg A

> >

Nivo 3 mg/kg A
85% objective response

I T T I T T I T T
Weeks 1 4 A? rate with 63% complete
CT
Patient demographics and disease characteristics N =62 rES pOI’lSES
Median age, years (range) 36 (18-69) h 100 -
Gender (M/F) 30/32
Disease status relative to frontline tx, n (%) e esponse
Primary refractory 28 (45) g, . gg
Relapsed, remission duration <1yr/>1yr 19 (31) / 15 (24) S " PD
Bulky disease at baseline, n (%) 8 (13) 2\3 0
Extranodal disease at baseline, n (%) 16 (26) g-zo-
Disease stage at initial diagnosis, n (%) @
% -40
I/1 37 (60) £
/v 24 (39) 601
Unknown 1(2) -801
Median prior therapies? (range) 1(1-3) h -100+4
Prior chemotherapy regimens, n (%) Individual Patients (n=58)
ABVD 56 (90) <pmmm—
BEACOPP 2(3)

2(3)

Stanford V
6 (10) Herrera AF et al, Blood 2018

Otherb
Prior radiation 9 (15)



Nivolumab&Brentuximab-Vedotin as bridge to ASCT

IRRs occurred in 25 pts
(41%), most frequently

during the Cycle 2 BV
infusion=>mandatory

premedication

Percentage of Patients with IRRs

N

30

20 -

10 -

o - - — - —
Nivo BV

No impact on cell stem cyele 1 oyce 2 oyele 3 oves |

BEN
0 0 0

harvest. No unusual post-
ASCT toxicities. 54 pts underwent ASCT

6-month PFS 89% for all pts

Herrera AF et al, Blood 2018



BV in cHL: summary

First line:

Promising data on BV-sequential AVD in elderly pts
ECHELON-1: BV-concurrent AVD as an alternative to PET oriented
strategy in AS pts

Salvage:

BV monotherapy is an effective and well known strategy in post-
ASCT salvage

BV combined with chemotherapy as bridge to ASCT improves CR
rate

BV combined with CPI represents a chance for chemo-free salvage



FONDAZIONE IRCCS
ISTITUTO NAZIONALE
DEI TUMORI

o

>

.

k=

Societa ItalianadiEmatologia

T

T REL ‘
+ RETE

FONDAZIONE
ITALIANA '
LINFOM]

Grazie per |’attenzione!

=l EMATOLOGICA
LOMBARDA




BV+chemo first line: Early Stage cHL

1.2 mg/kg d1-15 30 pts, Early Unfavorable

Brentuximab + AVD x 2 cycles Unfavorable risk features
B symptoms 14 47
I ESR =50 or ESR =30 with B symptoms 20 67
BRI Nodal sites =2 20 67
I Extranodal involvement 14 47
Brentuximab + AVD x 2 cycles Bulk =10 cm on CT e L4
Bulk =1/3 MMR on CXR 17 57

|

‘l‘ I . *  Most frequent gr3 AE: neutropenia
Biopsy —> ~  —> 30GyISRT * PN 40% (grl: 10 pts, gr3: 2 pts)

| 3 pts FUO, 2 pts admitted for fever

| w/0o neutropenia

Treatment failure, * No drug-related pneumonitis
* Transient reversible impairment of
PET negativity (DS 1-2-3): PFTs

89% after 2 cycles, 92% at end of therapy
PFS@1y: 93% Kumar A et al, Blood 2016



ECHELON-1: critical issues

JOURNAL OF CLINICAL ONCOLOGY

Cost-Effectiveness Analysis of Brentuximab Vedotin With
Chemotherapy in Newly Diagnosed Stage III and IV
Hodgkin Lymphoma

Scott E Huntington, Gottfried von Keudell, Amy J. Davidoff, Cary P. Gross, and Sapna A. Prasad

" |s modified PFS an adequate end point?

Is a PFS advantage of 4.9% satisfactory?

" No advantage in OS

" Increased toxicity, G-CSF primary prophylaxis is required;
incomplete data on fertility

EOT DS:3 usually considered negative!

EOT DS 4 and 5: a biopsy is required in routine pratice
" Cost-effectiveness?



ECHELON-1 trial: subgroups analysis

Event/ N (%)

Subgroup A+AVD ABVD Hazard ratio (95% Cl)
Overall 117/664 (17.6) 146/670 (21.8) 0.77 (0.60—0.98)
Age <60vyears 93/580 }16.0 117{568 20.6 —=— 0.73 (0.560.96
Age =>60years 24/84 28.6 29/102 8.4 I 1 1.01(0.59-1.73
Age <45 vyears 70/451 15.5 83/423 19.6 — 0.73(0.53—-1.01
Age =45 years a7/213 22.1 63/247 25.5 —a— 0.86(0.59-1.26
Re ion:AmeI:.icas . 41/261 15.7 58/262 22.1 —e 0.65(0.44-0.97
Regjon: North America 38/250 (15.2 57/247 (23.1 —— 0.60(0.39—-0.90
Region: Europe 62/333 }18.6 74/336 22.0 —e 0.83(0.59-1.17
Region: Asia 14/70 20.0 14/72 19.4 F = 1 0.91(0.43-1.93
IPS:0-1 22/141 }15.6 25/141 17.7 I i=) 1 0.83(0.47-1.48
IPS:2-3 57/354 (16.1 68/351 (19.4 0.79(0.56-1.13
IPS:4-7 38/169 22.5 53/178 29.8 < |—-—; > 0.70(0.46—-1.07
Stagelll 40/237 }16.9 43/246 17.5 0.92(0.60-1.42
StagelVv 77/425 18.1 102/421 (24.2 < —a— S 0.71(0.53-0.96
B symptoms: Present 77/399 >19.3 94/381 24.7 —a— 0.74(0.55-1.01
B symptoms: Absent 40/265 (15.1 52/289 (18.0 I e ] 0.79(0.52-1.20
Extranodalsites:0 40/217 18.4 39/228 17.1 1.04(0.67-1.62
Extranodalsites:1 36/217 16.6 45/223 20.2 0.75(0.48-1.16
Extranodalsites:>1 39/194 (20.1) 57/193 (295 0.67 (0.44-1.00
Gender: Male 64/378 16.9 90/398 22.6 —e 0.71(0.51—0.97
Gender: Female 53/286 18.5 56/272 20.6 —e— 0.86(0.59-1.26
0.1 0.5

1
Hazard ratio

~ Favors A+AVD

Connors JM et al, NEIM 2017

Favors ABVD



FIL_ELDHL protocol

INCLUSION

Diagnosis of classical Hodgkin Lymphoma
Age 2 65 year-old
Evaluation of CGA at baseline
Signed informed consent
Previously untreated patients

None

ClinicalTrials.gov Identifier: NCT03552003



BBV

BV: 1,8 mg/kg d 1 + Bendamustine 90 mg/mq d 1+2, q 3 weeks
2-6 cycles--- 2 ASCT-- 2 +/- BV (up to 16 total cycles)

Treatment (21-Day Cycles, Up to 16 Total Cycles Brentuximab Vedotin)

Combination Therapy Optional Monotherapy
é 2—6 cycles Up to 14 cycles
©
. o

8 Day 1 Day 21 Optional ASCT Day 1 Day 21 = >
> L o (any time e o—> 3
% A  Brentuximab Vedotin (Day 1) after cycle 2) A Brentuximab Vedotin (Day 1) E
L)
g A A Bendustimine (Days 1 and 2)
%)

Response Assessment (Days 15-21) Response Assessment

CT/PET™ (cycles 2, 4, pre-ASCT and/or EOT) CT (every 3 months during year 1)

*PET not required following CR CT (every 6 months after year 1)

LaCasce A et al, Blood 2018



Towards a chemo-free salvage?

* BV activates the immune system and initiates
an antitumor response through the induction of
immunogenic cell death

* Nivolumab targets PD-1 and restores an
effective antitumor response



