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Cumulative Occurrence (%)

Aspowpupa Hodgkin: laocipo Néonpa?

40-

Recurrent Hodgkin's lymphoma

Second malignant condition X15 times more cause
30- . — of

Cardiovascular events X14 times more  death
204

104

Years






Early Stage Favorable HL

HD10 Study
(n=1190)

Stage I/ll without risk factors

| \

4x ‘ 4x 2X 2X
ABVD ABVD ABVD ABVD
30 Gy IF 26y IF 30 Gy IF 20Gy IF

Engert A, etal. N Engl J Med. 2010;363(7):640-652,
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Early Stage Favorable HL: HD10 Study

[ J S R p——

]
®

Chemo companson
4 ve 2 ABVD

Radiation therapy
comparison
30 vs 20 Gy

(sroup 1 and 4
comparison
ABVD x 4 + 30 Gy
Vs
ABVD x 2 + 20 Gy



Early Stage Favorable HL: HD10 Study
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EORTC/GELA IIL H10 study

H10
F _~ 2ABVD

R

™ 2 ABVD

HJO _» 2ABVD
R

™ 2 ABVD

=» PET

—~{MT
-

-

=» PET

—~{MT0

1 ABVD + INRT 30 Gy (+ 6 Gy)

2 ABVD

2 BEACOPPesc + INRT 30 Gy
(+ 6 Gy)

2 ABVD + INRT 30 Gy (+ 6 Gy)

4 ABVD

2 BEACOPPesc + INRT 30 Gy
(+ 6 Gy)




H10: PET positive

Progression-Free Survival

106 BEACOPPesc+INRT

90 -

80

TR ABVD+INRT

60 4

50 -

40 -

30 | HR=0.42 (95%CI= 0.23 to 0.74)

»0 | P=.002

10 -

0 T T 1 T T T T 1 {Y':ﬂrﬁ}

0 1 2 3 4 5 6 7 3

O N Number of patients at risk :
41 192 167 156 147 105 57 21 ABVD+INRT
16 169 157 152 141 95 61 14 BEACOPPesc+INRT

HR: Hazard Ratio BEACOPPesc vs. ABVD




Rapid Trial

Stage I/l
No Bulky . ABWDX3 |
No B symptoms l

.~ PET |

PET + PET -

Deauville 3-5 Deauville 1-2
ABVD x 1 = IFRT | ~ Randomization
R / \
IFRT, 30 Gy ‘ Observation |

|. N Engl J Med 2015;372 (17): 1598-607.



Progression-free Survival (%)

Rapid Trial

IOO'M 100 — Mo further treatment
90 —— 90 Radiotherapy
80+ No further treé'.m 20—
70 g 704
604 W &0+
) () 2
.| 3y PFS 94,6% vis 90,8% . ] 3y 08 97,1% vis 99,5%
) In favor of IFRT = ./ Infavor of NFT
in
304 6 304
i Rate ratio, 2.36 (95% Cl, 1.13-4.95) Rate ratio, 0.51 (95% CI, 0.15-1.68)
204 P=0.02 204 p_pa7 I
10~ 104
0 T T T T T T T T T D T T T T T T T T T 1
0 12 24 36 438 60 72 84 96 108 0 12 24 35 48 &0 72 B4 G5 108 120
Months since Randomization Months since Randomization

NEJM 2015



Dose-intensificationin early
unfavorable Hodgkin's
lymphoma: final analysis of the
German Hodgkin study group
HD14 trial.

Von Treschow etal. J Clin Cocol 2012, 30.807-13.

BEACOPP x 2 plus ABVD x 2 (B)
Vs ABVD x 4 (A)

All got 30Gy IFRT
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BEACOPP v/r ABVD for Advanced

A Freedom from First Progression

Probability

Hodgkin’s

Lymphoma

B Event-free Survival

1.00=ra 1.00-
5 Hlt"'-u
BEACOPP
85% '
BEACOPP ..
0.754 0.75-
ABVD 739 ABVD 71%
Hazard ratio, 0.4 Hazard ratio, 0.72
0.50 P=0.004 o 050+ P=0.15
P
o
No.of No.of No.of No.of
0.25+ Patients Events 0.257 Patients Events
BEACOPP 163 20 BEACOPP 163 i1
ABVD 168 45 ABVD 168 48
0.00 T T T T T T | 0.00 T T T T T T 1
0 1 2 3 4 5 3 7 0 1 2 3 4 5 3
Years

NEJM 2011
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Long-Term Results of the HD2000 Trial Comparing ABV]
Versus BEACOPP Versus COPP-EBV-CAD in Untreated
Patients With Advanced Hodgkin Lymphoma: A Study by

Fondazione Italiana Linfomi

Francesco Merf, Stefano Luntinari, Paolo G. Gobbi, Nicola Cascavilla, Caterina Mamni, Fiorella lariucci
Cntmmr Srefihrmﬂ, Wﬂunzw Mum, Luca BﬂMIHI Sﬂm Gtrl'nubfm, Funceso ringnﬂ't, Giuseppe Polimeno
¢ Dasasd Ladusi
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10y PFS 69% ABVD
75% BEACOPP

VOLUME 34 - NUMBER 12 - APRIL 20, 2016

JOURNAL OF CLINICAL ONCOLOGY

25% PET2+ 4

Interim Positron Emission Tomography Response-Adapted
Therapy in Advanced-Stage Hodgkin Lymphoma; Final
Results of the Phase I1 Part of the HDOSOL Study

Pier Lug Zincari, Al Broscoh, Dl Maria Gioid, Antoi Castagnoh, Gowaein Cicne
Anctrea Evangetist, Armando Santoro, Umtherto Ricarc, Maurizio Bonfch, Ercole Srusamalino, f Giuseppe Ross
Antonell Anastasia, Francesco Zaja, Unberto Vitols, Vincenzo Pavone, Alessandro Pulsons, Luigs Rigace,
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A.Hodgkin:PET-2 + ve Aucpuevhg NMpoyvwoTIKOG AEIKTNG

1.04 -ﬂ
g PET negative b
) A 1 PET negative
'_,‘: 0.8 08 L'.
5 |
%! 1
o B o R
o 064 | = IPS 0:2, PET2 negative T
G * IPS 0-2, PET2 positive H :
= ” == IPS 3.7, PET2 negative § 04- "
E7 e == |PS 37, PET2 positive »
w PET positive
']
| == 02-
(=]
O 0.24 PET positive
s
o = -
0.0
Log-rank F==0 , T T T T T T
T T T T T 0 0 ) &0 80 100 120
0 1 2 3 4 5 Months
TlmE WeaFS} Figure 2. Progression-free survival according to interim-PET results using

IHP criteria. Upper line negative interim-PET, lower line positive interim-
PET. [Calor figure can be viewed in the online issue, which is available at
wileyonlinelibrary.com.]

Gallamini, A. et al. J Clin Oncol, 2007 Rigacci L. et al. Am. J. Hematol, 2015



GHSG Risk Allocation for HL

Stage (Ann Arbor)

Risk factors

IA, 1B, lIA 1]=]

A, llIB IVA, IVB

None

Early favorable

= 3 LK- Areas

Elevated ESR

Large Med Mass

Extranodal disease

Early

unfavor-
able

Advanced




BioAoyikoi lNpoyvwoTikoi MNMapayovteg kai Mopilaka
MovoTtratia oto Aépewpa Hodgkin

OeparreuTikoi ET1oyol ™) Neol MNapayovreg

P IL-10 MovokAwVIKa AvTiowuaTa

B CD30 @ximab Vedoti

P BCL2 AvTtivonuatika@  OAlyovouKkAeoTidIO
P NFK-B Bortezomib

o @ab , pebrolizumab

- CD20 Rituximab




AlaBeaiuol N€ol NapayovTeg yia Tn Oepartreia Tou
Neppwparoc Hodgkin.

Brentuximab Vedotin: 2012 2% ypdupng

Nivolumab ; 2015>3"¢  ypaupNAGg

Pebrolizumab :  2016>3"S ypauurg




CD30: A Rational Targetin HL

Hodgkin Reed-
Sternberg (HRS)
cell

* Very low expression on normal cells?

* In healthy tissue,t}imited to small numbers of activated Band T
lymphocytes and natural killer cells?

Stein H, Blood 1985;66:848-858
2. Durkop H, J Pathol 2000;190:613-618



Brentuximab Vedotin Mechanism
of Action

Brentuximab vedotin (SGN-35) ADC

monomethyl auristatin E (MMAE), potent antitubulin agent
protease-cleavable linker
anti-CD30 monoclonal antibody

ADC binds to CD30

ADC-CD30 complex
traffics to lysosome

MMAE is released

_ ' G2/M cell
MMAE disrupts cycle arrest

microtubule network

Apoptosis




Brentuximab Vedotin in Relapsed/Refractory HL

* Pivotal study in 102 patients with relapsed/refractory HL after ASCT
* 75% objective response rate with brentuximab vedotin
* 34% complete response rate

=1
(=

Best Clinical Response perindependent ReviewFacility (IRF)
B Complete response
Partial response
B Stable disease
B Progressive disease

on
L=

&n
=

Tumor Size (% Change From Baseline)
L=

a7

-
o
=1

Individual Patients (n = 98)
YounesA, et al. J Clin Oncol, 2012;30(18):2183-2189.



Results of a Pivotal Phase I1 Study of Brentuximab Vedotin for
Patients With Relapsed or Refractory Hodgkin’s Lymphoma

Median Hazard
n Events (months) Ratio P

Median PFS with LY 42 18 041 <.001
brentuximab vedotin

Median PFS with last 57 54 4.1
previous therapy
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12 16 20 24 28 32 36
Time {months)

Mo. at risk (events)

Erﬁnt&.lximah 57 (0) 46 (8) 25(27) 16(3%) 8(40) 5(41) 0{42) 0(42) 0{42) 0(42)
vedotin

Prior therapy 57(0) 28(27) @&(46) 3(51) 3(51) 3(51) 1({53) 1(53) 1(53) 0(54)




Percent of Patients Free of PD or Death

Phase 2 study of frontline brentuximab vedotin monotherapy in Hodgkin
lymphoma patients aged 60 years and older

100- .
N Events (Montho)
80- 26 16 10.5
60
Key Points
40-
00 o * Frontline brentuximab vedotin
20 monotherapy provided a 92%
. ORR and was generally well
C d patient . .
of ° ] srere F?a o , | . l l tolerated in elderly HL patients.
0 4 A 12 16 20 24

| Time (Months)
N at Risk (events)

26(0) 25(0) 14(10) 6(15) 3(16) 1(16)  0(16)

A.F. TORRES Blood. 2015



Phase 2 study of frontline brentuximab vedotin monotherapy in Hodgkin
lymphoma patients aged 60 years and older

Percent of Patients Free of PD or Death

b Median
N Events (Months)
80- 19 1" 11.8
60
40+ 00 o
20-
o Censored patients
0_
0 4 8 12 16 20 24

_ Time (Months)
N at Risk (events)

19(0) 19(0) 13(6) 6(10) 3(11)  1(11)  0(11)

A.F. TORRES Blood 2015



Phase 2 study of frontline brentuximab vedotin monotherapy in Hodgkin
Ivmphoma patients aged 60 years and older

Table 5 Treatmnent-amergent AEs ocouarring in at least 159 of
patients treated with fromtline  bremtusimab sedotin monotherapy
Pl = =7
Event® Giredse 152 nn (T Girece 3 n Sa) Total v [k
e oy

Fafigus 12 () i 12 [}
M= use s 12 [ i 12 [« )
Pariph esral edema 10 (37 i 10 [(FF R
s sarihes o (=3 i O =3)
[C= o smedd  sgmetite B =0y L] 8 (=0
o inestimest o T (25D i T E)
Allomesri= 5 (19 i 5 {14y
el 5 (19} i 5 (14a)
Fluscul=sr wes lkhess E- I kS L] =N L]
Prurtwus 5 (19} i 5 (14a)
A= =shi 2 (11} 2 (T 5 ({12}
Lirim=rny r=ct infescfioem 4 [(15) 1 [4) 5 (14a)
Wit 5 (19 i 5 {14y
D= e wsEim thinoemios s 4 [(15) i 4 [(15)
Co z=imess 4 (15 L] 4 (15
bl = bogagul=r r=sih = (11} 1 [4) 4 (15
Wil=ight decrsssesd 4 (15 L] 4 (15

“AFs were Sumimanizsd =g MedTAA wesrsiom 151 =nd gredsd w=ing e BN
Fational Carcer msthubs Somamon T emminckogyy Crtenas for Adadverse Events. wersion <05,

tThHo greds €4 svents weers reported for thesse AE fEmms.

A.F. TORRES Blood 2015



100 A v : ¥ ¥
90 - I
S 80 - !
= 1
= resenen ¥ g 4
~ 70 4 :
& I
S 60 - I
2 - Median
= 50 - ! N  Events (months)
@ 1
5 40 !.I CR 13 2 =
"g T emmaa= Non-CR 8 6 10.78
|
S 30 I
© 20 I
8 I
10 o '- - '
0 -
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Time (months)
N at risk (events)
CR 13(0)  13(0) 13(0) 12(0) 11(0) 10(0) 10(0) 10(0)  7(71) 5(2) 4(2) 1(2) 1(2) 1(2) 1(2) 0(2)

PFS of CR vs non-CR in elderly patients with HL treated with BV plus DTIC. Censored patients are indicated on the graph. Analysis used Kaplan-Meier methodology and was based on 21 efficacy-evaluable patients; all

8 patients with non-CR had a response of partial remission. PD, progressive disease. See Figure 3 in the article by Friedberg et al that begins on page 2829.

D.Straus blood 2017




Frontline Therapy With
Brentuximab Vedotin Combined
with ABVD or AVD in patients with
Newly Diagnosed Advanced-Stage

Hodgkin Lymphoma

Abstract 798 ASH 2012

Ansell SM




Study Design
- Phase |, multicenter, dose-escalation study

- Major eligibility criteria
— Treatment-naive HL patients
— Age 218 to <60 years
— Stage lIA bulky disease or Stage |lIB-lV disease

- Treatment design
— 28-day cycles (up to 6 cycles) with dosing on Days 1 and 15

— Dose escalation cohorts — I-6, 1I-13, 1lI-6, IV-6, expansion-20

Cycle 1 Cycle 2 Cycle 3

| |
Brentuximab Vedotin v

¥
ABVD v
2

|

0

» 6 Cycles +/- XRT

|
v
v
|

8

Ansell SM, et al. Blood. 2012;120: Abstract 798.




Response Results at End of Front-Line
Therapy

ABVD with AVD with
brentuximab vedotin brentuximab vedotin
N =22 N =25
Response at end of front-line
therapy, n (%)

Complete remission 21 (99) 24 (96)

Progressive disease 0 1(4)

Not evaluable due to AEs 10 (5) 0

a Assessed using Cheson 2007
b Patient had a Grade 5 event of pulmonary toxicity prior to the end of front-line therapy

 Response results at end of front-line therapy:
° ABVD cohorts: 21 of 22 CR (95%)
> AVD cohorts: 24 of 25 CR (96%)

* In addition, 1 patient withdrew consent and 3 patients were lost to

follow-up prior to completion of front-line therapy and were not
evaluable for response

Ansell SM, et al. Blood. 2012;120: Abstract 798.




Phase Ill Frontline HL (ECHELON-1)

* Design

Experimental Arm
AVD + B-Vedotin x 6 cycles

Newly Diagnosed Advanced

Stage cHL Patients
>18y

Standard of Care
ABVD x 6 cycles

* Target n=1040

* Primary outcome measure: PFS



Frontline HL :Phase Il (ECHELON-1) Trial

Conclusions: Compared with standard ABVD, A+AVD as frontline therapy improves outcome for patients with
advanced HL including a 23% risk reduction in progression, death, or need for additional anticancer therapy. This
establishes A+AVD as a new frontline option for patients with advanced-stage HL.

g ok

0.8+

0.6+ -

0.4+

Probability of modified
progression-free survival (%)

0.29 Log-rank test p-value: 0.035
Hazard ratio (95% Cl): 0.770 (0.603, 0.982) —— A+AVD = Censored
Number of events: A+AVD, 117; ABVD, 146 — ABVD o Censored

0.0

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 35 38 40 42 44 46 48 50 52
Time from randomization (months)
Number of patients at risk;

A+AVD B84 840 622 606 544 530 5716 496 474 447 350 334 311 200187174 99 B85 77 27V 24 21 6 4 4 0 0O
ABVD 670 G644 626 613 522 496 476 450 439 415 328 308 294 179 168153 78 68 62 16 13 12 1 1 1 0 0O

ASH 2017



Pilot study of brentuximab vedotin plus AVD/ISRT in previously
untreated early-stage, unfavorable-risk HL

Objectives: Primary: safety, pulmonary toxicity; Secondary: prognostic significance of
interim PET (Deauville criteria), preliminary efficacy

Pt Characteristics, N=30 ]

Median age, yrs (range) 31 (18-59) Brentuximab (1.2 mg/m?)+ AVD x 2 cycles
CD30+ HL, % 100 $
CD20+ 13 PET-CT-2
EBV +, n=27 11 . 4
Stage II, % 100 Brentuximab (1.2 mg/m?)+ AVD x 2 cycles
Unfavorable risk features, =1 (%) 100 Deauville 4-5 l' Deauville
B symptoms, % 47 e | 4 PET-CT-I,. - |-
ESR >50 or ESR >39 with B- 67 [ | ]
symptoms, %
. o . 30G
Nodal sites =2, % 67 Bx+ |¢=m BIOPSY =) Bx- |==
Extranodal involvement, % 47 . | ISR
Bulk 210 cm, % 47 Off study
Anterior mediastinal mass >10 cm, 13 (10-16.9)
n=14; median size, cm (range)
Bulky by MSK definition*, n=28 (%) 86

* =7 cmin MTD or =¥ cm in MCD Kurmar A et al. ICML 2015, Oral presentation from Abstract #88

3



Brentuximab vedotin and AVD followed by involved-site radiotherapy in
early stage, unfavorable risk Hodgkin lymphoma

Treated off study ——

30 patients enrolled

1 pt off study due to toxicity
(grade 3 PN) after 1 treatment

29 patients completed
Brentuximab + AVD x 4 cycles

2 PET-positive 27 PET-negative

Subsequent biopsy 2 pts did not receive ISRT
-2 pts refractory HL -1 received proton beam RT
-1 refused RT (received 2
add'n cycles of ABVD)

25 pts received
30Gy ISRT

Kumar 2015




Brentuximab vedotin and AVD followed by involved-site radiotherapy in
early stage, unfavorable risk Hodgkin lymphoma

1I:H:I_—I]—I-H-H—H—I—I—I—H—I—I—H—I-H-I-I—I-
=
TI:I Ell:l_
=
=
=
3 &0 -
(o b}
=
=
E 40 -
=
EI':
A 210 <
I:I 1 1 1 1 1 1
0 5 10 15 20 25 30
Time (mos)

Figure 4. PFS by intent to treat (M = 30)with median follow up of 188 months.

Kumar 2015



/34 A Pilot Study of Brentuximab Vedotin and AVD Chemotherapy Followed By 20 Gy
Involved-5Site Radiotherapy in Early Stage, Unfavorable Risk Hodgkin Lymphoma

Conclusiof BY+AVD x 4 cycles followed by 20y ISRT is an effective treatment program for early sta

unfavorable risk HL, including a high proparfion af patients with Bulky drsease. As with 4 cycles of escalated
BEACOPP tested in the GHSG HDT1 clinical trial 20Gy ISRT appears to be adequate cnnmﬁdatiﬂnm
cycles. A third cohort of this pilat study is currently accruing in which patients receive BV=+AVD x 4 cycles followed
by 30Cy consolidation volume radiation, ThereTs also a planned 4th cohort with no radiotherapy for PET-negal
natients after 4 cycles of BV+AVD. After completion of the 4 cohorts, we plan to recommend the therapeutic
strateqy with the greatest efficacy and least toxicity to be further studied in a larqer, randomized prospective study
for early stage, bulky HL. Updated response data for all patients will be presented ar the meeting,

A. KUMAR ASH 2017



BV after ABMT
Study Design and Key Eligibility Criteria

e Additional Study Treatment
Ehghiity Critena Stratification Factor Start D30-45
Stralification i o ASCT
| Refractory to frontine | il

[ | treatment

| o | | ol pR el aser | |
Restage | |

Frontline = | " ' | | Relapsed <12 mos Salvage LI | | 1

therapy Lg;:gﬁ” I frorm:?hwapy ’[ therapy "9' L) we ‘

.| Relapsed 212 mos with | |
extranodal involvement




Progression-Free Survival

PFS per IRF PFS per Investigator’
100 ; 100 i
ﬁ 80 E 80
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Time (Months)

N at Risk (Events)
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Hazard Ratio (5% CI)
Events
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2.year PFSrate

051040081, P=001)  HazardRatio®5%Cl)  0.50(0.36-0.70

60

Ol

63%

Time (Months)
N at Risk (Events)

BN PAm W MR RO ROV OO VN VDN RSN A B0E D Was Jan s 0

M AP N B B R RA WM 1D AT 0N TTE) T e e Bom e Ui DR e 0w

15
A
51%

Events 60 89
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PD-1 Immune Checkpoint Pathway

* Classical Hodgkin lymphoma (cHL) is characterized by expression of
PD-L1 and PD-L2 on malignant Reed-Sternberg cells and on
inflammatory cells in the tumor microenvironment

* PD-L1 expression in cHL frequently occurs in the setting of genetic
amplification of the 9p24.1 locus

)
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AT R . - i i

L gl ]
i i ] 'y o
' [—) . %
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s | ) 1

ol ' 4 e

F 8 P
S A

‘ Amplification
PD-L1 expression in cHL PD-L1/12 copy gains and amplification visible by FISH

Chen BJ, at al. Clin Concer Res. 2013:19(13):3462-3473. Ansall SM, et al. N Engl J Med. 2015;372(4):311-318,
Ansell SM. et al. Blood. 2015:126: Abstract 583.



Study Design

August 2012 ’!

June 2014 April 2015 August 2015

Median 40 weeks 76 weeks 101 weeks
Follow-up

Ansell SM, et al. Blood. 2015;126: Abstract 583.



Results
Prior Autotransplant, n (%)

Prior BV, n (%) 18(78)
Number of prior therapies, median * 5(2-15)
(range)
cHL (n = 23)
Overall response, n (%) 20 (87)
24-week PFS, % 86%

Median duration of response, weeks (range) NR (18-82+)

N

R, not reached
Ansell SM, et al. Blood. 2015;126: Abstract 583.
Ansell SM, et al. N Engl ] Med 2015



KEYNOTE-013 Study

Overall Study
MDS

MM

NHL/PMBL
Classical HL Cohort

PR or SD
Brentuximab failure

ASCT failure/ineligible
ECOGPS 0-1

Adequate organ function

No autoimmune disease

No interstitial lung dz
PET/CT scans at 12 wks then q8 wks

IHP criteria
N

Primary endpoints: ?afety, CR rate
Secondary endpoints: OR, DOR, PFS, OS, biomarkers

Discontinuation allowed
after 224 wk

Treat for 24 mo
or
PD
or
Intolerable toxicity

Discontinue
{option to continue unti
confirmed)

Data cutoff date:
October 27,2015
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KEYNOTE- 013 Study

Conclusions: With nearly 2.5 years of median follow-up, the present results demonstrate that a

subsetgl heavily pretreated patients who failed BV therapy can achieve a long-term respol with

single-agent pembrolizumab, without consolidative Therapy. PD-1 blockade may offer a new

treatment paradigm for patients with relapsed/refractory cHL, supporting the hypothesis that this

tumor has a genetic dependence on the PD-1 pathway.

Kaplan-Meier Estimates of Response Duration par Ceniral Review in Patients With Response

110 —

100 —
50 — Median time to response 2,8mo
2 807 Duration of response: 70% of
3 T response lasted>12mo
= 60 —
2
s s e
E a0
E
O 30 <
20 —
10 <
a T T T T T T 1
o ] =] 12 15 18 21 24
Time, months
n at risk
18 14 & F ] [+ i a

P. ARMAD ASH 2016



KEYNOTE-087: Study Design

Response assessed
according to Revised
Response Criteria for
Malignant Lymphomas

(Cheson 2007)

Survival
Follow-Up

CT scans repeated Q12W

PET repeated at W12, W24, to confirm
CRor PD, and as clinically indicated

* Primary end point: %erall response rate (ORR; blinded independent
central review)
+ Secondary end points: ORR (investigator review), DOR, PFS, OS

*Patients in all cohorts hadto have ECOG PS (-1 _ _
*Unableto achieve a CR or PRto salvage chematherapy ClinicalTrials.gov registration number: NCT02453594



KEYNOTE -087 study

Percent Change From Baseline in Tumor Size in Patients With R/R cHL Treated With Pembrolizumab
100

80

.

.

i\
Sl

=20+ IM.I
-40
-60

Change From Baseline in Tumor Size, %

-80

-100-

C. Moskowitz ASH 2016



KEYTONE - 087 STUDY
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2 uptrepacuara |

e 2170 Aépwpa Hodgkin n epappoyn Tou PET-
CT kai o1 véol TTapayovTec Ba Kabopioouv TNV
VEQ ETTOXI TWV BEPATTEIWYV PE AIYOTEPEC
ETTITTAOKEC IGCIUN VEOTTAOCIA.

2.€ TTEPIOPIOPEVOU OTADIOU ,EUVOIKNG
TTPOYVWONC VOOO, O JIKPOC apIiOuoc(2-4)

KUKAWV TOUu ouvdouaouou ABVD+/- |

-RT

(20Gy) TTapapével BepaTtreia ekKAoyn

C.




2YMMNEPAZMATA I

2.€ TTEPIOPICUEVA OTADIA PE OUTUEVH TTPOYVWON
OTTWC Kal O€ TTPOXWPNUEVA O CUVOUAONOC
Brentuximab+AVD wc¢ Bepartreia 1S ypauung
UTTOOXETAI:
upnAQ TTooooTa upeoewyv PET- ve

UEIWON OUXVOTNTOC TWV UTTOTPOTTWV

TTEPIOPICUO TNG AVAYKNG XOpNynong
OepaTreiag dIdowaonc.

Brentuximab:is it time for anew “B” in ABVD?
D.M. Stephens Blood 2017

IT IS TIME




2uptrepacpara |l

2.€ 000eveic>65 eTwv ol cuvduaouoi pe Brentuximab
gival KAAQ AVEKTOI ,ECAIPETIKA OATTOTEAECMATIKOI
(Brentuximab+DTIC) kal eAkuaTIKOi w¢ Oepartreia

1NS ypapune.

H 6€on Twv avaotoAéwv Tou PD-1 o€

VEOOIOYVWOOEVTEC a0OEVEIC CETACETAI OE KAIVIKEG
MEAETEC ,wC povoBepartreia (Pebrotuzomab) kai
o€ ouvouaauo pe X/O (Nivolumab+AVD).




_'_r;-;éljxorploub yla TNV TTPO00XN 0ag




Phase II Study of the Efficacy and Safety of Pembrolizumab
for Relapsed/Refractory Classic Hodgkin Lymphoma
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Phase II Study of the Efficacy and Safety of Pembrolizumab
for Relapsed/Refractory Classic Hodgkin Lymphoma

Cohort 1
69 patients started treatment
Completed Treatment ongoing
in=0 {n = 43; 62.3%)
Discontinued (n=26; 37.7%)
Adverse event (n=4;58%)
Bone marrow transplant ~ (n=1; 1.4%)
Clinical prograssion (n=2;2.9%)
Complete response (n=5;7.2%)
Death (n=1;14%)
Lost to follow-up (n=0)
Physician decision (n=343%
Progressive disease in = 10; 14.5%)
Patient withdrawal in=0)

Cohort 2
81 patients started treatment
Completed Traatment ongoing
n=0) (n = 36; 44.4%)

Discontinued (n = 45; 55.6%)
Adverse event (n=337%)
Bone marrow transplant {n=2;25%)
Clinical progression in=1;1.2%)
Complete response in=7;86%)
Death in=1;12%)
Lost to follow-up in=1;1.2%)
Physician decision {n=7;86%)
Progressive disease in=20; 24.7%)
Patient withdrawal n=337%

Cohort 3
60 patients started treatment
Complated Treatment ongoing
in=0) in = 41; 68.3%)

Discontinued (n=19; 31.7%)
Adverse avent (n=2;33%
Bone marrow transplant (n=0)
Clinical progression (n=1;1.7%
Complete response (in=1;1.7%
Death (n=0)
Lost to follow-up (n=0)
Physician decision (n=233%)
Prograssive disease (n=13;21.7%)
Patient withdrawal (n=0)




/36 PET-Based Response after 2 Cycles of Brentuximab Vedotin in Combination with AVD
for First-Line Treatment of Unfavorable Early-5Stage Hodgkin Lymphoma: First Analysis of
the Primary Endpoint of Breach, a Randomized Phase Il Tnial of Lysa-FIL-EORTC
Intergroup

serious AEs (SAES) were documented in 19% of the patients in the experimental arm (treatment-related SAES in 17%)
and 7% in the standard arm, SAES have led to permanent BV discontinuation in 7/113 (6% patients during the first 2
cycles. Reasons for permanent BY discontinuation were loss of weight, hyponatremia, febrile neutropenia, epileptic
seizure, peripheral neuropathy, hepatitis and cutaneous rash,

Conclusion: This randomized, multicentric, open-label phase Il trial aimed to evaluate the efficacy of BV in

combination with AVD chematherapy based on PET respanse after 2 cycles for previously untreated, unfavorable
early-stage HL The-primary objective was met with an improvement of the negative-PET rate with BV-AVD reqimes.
This first analysis highlighted egncreased toxicity with BV-AVD regimen compared to ABVD,with a higher rate 0

grade 3-4 AEs and SAEs during the first 2 cycles of treatment.

L.M. FORNECKER ASH 2017



