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Anti-CD30 antibody-drug conjugate

anti-CD30 monocional antibody
> monomethyl auristatin £ (MMAE)
(microtubule-drsrupting ogent)
receptor-mediated
endocytosis
. . & 30"0:
Brentuximab Vedotin %& rseseme "ive coy
N\
2\
o 1
celldeath +— oot o eerk by sceematprotmeses
diagnosis first line second line consolidation salvage therapy
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Brentuximab vedotin with chemotherapy for stage lll or IV
classical Hodgkin lymphoma (ECHELON-1): 5-year update of o,

. . . .

an international, open-label, randomised, phase 3 trial ? 80__\::_
=
3

David] Straus, Monika Dlugosz-Danecka, Joseph M Connors, Sergey Alekseev, Arpdd lllés, Marco Picardi, Ewa Lech-Maranda, Tatyana Feldman, § 60

Piotr Smolewski, Kerry ] Savage, Nancy L Bartlett, Jan Walewski, Radhakrishnan Ramchandren, Pier Luigi Zinzani, Martin Hutchings, £

Javier Munoz, Hun Ju Lee, Won Seog Kim, Ranjana Advani, Stephen M Ansell, Anas Younes, Andrea Gallamini, Rachael Liu, Meredith Little, 5 40

Keenan Fenton, Michelle Fanale, John Radford g
2 — A+AVD
£ 209 v

HR 0-68 (95% CI 0-53-0-87); log-rank p=0-0017
o T T T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
100
AV‘:; 2 Continue protocol therapy s 0 L\l‘s
7 AVD+A x4 or AVBD EN ;
ycles 2 by
- H S
Stage Il Interim Outcome assessment 2 60 :
or IV PET CT g - PO — —
z —— A+AVD PET-2-negative bo-eee e 4-ona
cHD 2 407 __ ABVDPET-2-negative
g --=- A+AVD PET-2-positive
g 20 - ABVDPET-2-positive
PET-2-negative patients: HR 0-66 (95% Cl 0-50-0-88); log-rank p=0-0035
PET-2-positive patients: HR 070 (95% CI 0-39-1-26); log-rank p=0-2
0
o 6 1 18 24 30 3 4 48 sS4 60 66 72 78 84 90

Continue protocol
Physician’s choice

therapy
AVD+A x4 or AVBD
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AVD plus concurrent BV
e
186 (14%) pts = 60y, median 67; ECOG 2 11% (vs 3%) '.§ oo [ = =iy
80% BV dose mod, 71% bleo dose mod (28% discon) £
TRM 3.6% (vs 5.1% ABVD) / 37% FN (vs 17%) g o | |
18% Grade 3-4 PN (vs 3% in <60y) S e Lol P 0443
2% lung toxicity (vs 13%) ' W”w
Bleomycin-free regimen as good as ABVD s e T L L D e o

Time from randomization (months)
Evens AM et al, Haematologica 2022

AVD plus sequential BV B e S

75 A

48 pts, median age 69 (60-88) 50 -
77% completed 6 cycles AVD 2y PFS: 84%
33% Grade 2 PN (4% G3) 2
8% febrile neutropenia
. . 0 12 24 36 48
Tolerable, apparently high efficacy Tine (months}

Evens AM et al, J Clin Oncol 2018

12-13 Ottobre 2023



monotherapy

BV mono & BV-plus therapies
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100 -

804

60

404

204

o Censored patients

Median
N Events (Months)
26 16 10.5

0 4

16 20 24

BV + BENDA

Percent of patients free of PD or death

N
BVsbendamustine 17

17 patients
ORR 100%
CRR 88%

BV + DACARBAZINE

0 2 4 6 8

N at Risk (Events)

1700 17(0) 15(2) 11(4) 9(5) 6(6) 4(6) 46) 1(6) 06) 06) 0®6) 0®6) 06) 06 0(6)

18 20 22 24 26 28 30

Percent of patients free of PD or death

Median
N Events (months)

BV:DTIC 21 8 17.94

19 patients
ORR 100%
CRR 68%

21(0) 210) 21(0) 18(1) 17(1)

4 6 8 10 12 14
Time (months)

143) 12(5) 12(5) 9(6) 6(8) 58 18)

Percent of patients free of PD or death

130) 130 130 12(0) 110) 100)
NON-CR 8(0) 8(0) 80) 6(1) (1) 4@3) 25 25 26

4 6 8 10 12

Time (months)

100) 100)  7(1)

24 26
1®  1®)
N Events
13 2
8 6
24 26
0@ 1
) 06) o)

28 30
1® 0@
Median
(months)
1078
28 30
1) 0
o) 0(6)

BV monotherapy not effective
BV plus benda toxic
BV plus dacarbazine good option!

Around 30%
Grade 3 PN

-13 Ottobre 2023

Forero-Torres A et al, 2015
Friedberg JW et al, 2017
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CLINICAL TRIALS AND OBSERVATIONS Cycle 1 Cycle 2 Cycle 3 Cycle 4 EOT
Brentuximab vedotin in combination with nivolumab in oo R R 2
relapsed or refractory Hodgkin lymphoma: 3-year Nio3mgkg A 4 A A M

study results

Ranjana H. Advani," Alison J. Moskowitz,? Nancy L. Bartlett,® Julie M. Vose,* Radhakrishnan Ramchandren,® Tatyana A. Feldman,®
Ann S. LaCasce,” Beth A. Christian,® Stephen M. Ansell,? Craig H. Moskowitz,'° Lisa Brown,'! Chiyu Zhang,'" David Taft,'" Sahar Ansari,""
Mariana Sacchi,? Linda Ho,"" and Alex F. Herrera'® A BV 1.8mgkg A Nivo 3 mglkg ® Peripheral blood biomarkers CT & CT/PET

100 4
Enroflec lo=?9) Excluded from efficacy analysis (n=2) 90 m
I &N * Discontinued prior 10 receiving study o o
+ a7 treatment (n=1) 04

* Withdrew consent after Cycle 1 (n=1)

CciD1 @
Cc1D8 @
C1D15 @
Cc2D1 @
Cc2D8 @
C3D1 @
C4aD1 @
EOT @

Evaluated for efficacy (n=91)

CR PR _SD PD NE
6 1 & 7 1

Percent of patients
free of PD or death
8

a0
30 4 3-month PFS 95% CI
20 N Events (%) (%)
10 4 —— All patiants 9N 16 7 (65, 86)
04 —+— ASCTpost8VsN & 5 N 79,96
- T T T T
0 2 4 & 8 10 12 14 16 18 20 22 24 26 28 30 32 34 346 38 40 42
Time (months)
CR PR SD PD NE 100 4
4 &6 4 72 1 904
I 0
3 B E J04
* Received ASCT (n=84) \ 4 4 sg w0
No post-salvage ASCT No post-BV + Nivo Sg 504
(a=5) ASCT (n=2) ze
CR PR _SD PD CR PR _PD NE CR_PR_SD CR_NE gg 401
A2 ) 6 10 1 1 1 £ 5 304 3-month PFS 95% CI
20 N Events %) (%)
10 4 Reokpsed 2 4 0 74,98
* + ol —+— Primary Rofractory 38 12 &1 0,76
e e e S S S e e e LA S e e s e e e
Standard of care consolidation ST oS 0 2 4 6 B 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 4
(BV: n=10; RT: ne2: lfmﬂagabol.\ol consolidation Time (morths)
(pembrolizumab: n=d)

BV + Nivo: n=1)

Advani RH et al, Blood 2021
12-13 Ottobre 2023




GIORNATE EMATOLOGICHE VICENTINE  Xedizione

CLINICAL TRIALS AND OBSERVATIONS AEs Grade 1 Grade 2 Grade 3 Grade 4 All

1 Fatigue 12 2 0 0 14
Response-adapted anti-PD-1-based salvage therapy for
~ . 3 s Rash maculopapular 7 1 0 0 8
Hodgkin lymphoma with nivolumab alone or in :

Arthralgia 6 1 0 0 7
combination with ICE Fever : 2 5 0 ;
Matthew G. Mei,"* Hun Ju Lee,>* Joycelynne M. Palmer,® Robert Chen," Ni-Chun Tsai,® Lu Chen, Kathryn McBride," D. Lynne Smith,’ Nausea 7 0 0 0 7
Ivana Melgar," Joo Y. Song,* Kimberley-Jane Bonjoc,® Saro Armenian,® Mary Nwangwu,’ Peter P. Lee,” Jasmine Zain,’ White blood cell decreased 4 3 0 0 7
Liana Nikolaenko,' Leslie Popplewell,' Auayporn Nademanee,! Ammar Chaudhry,® Steven Rosen," Larry Kwak,' Stephen J. Forman,’ - -

d Alex F. H 1 Alanine aminotransferase 6 0 0 0 6
an ex F. Herrera increased

Headache 5 0 0 0 5

Response after Nivo x 37 Response after Nivo x 6 End of Nivo response End of protocol therapy Neutrophil count decreased 4 1 0 0 5
37/42 ORR 88% 33/37 ORR 89% 34/42 ORR 81% 39/42 ORR 93%
26/42 CR 62% 29/37 CR 78% 30/42CR71% 38/42CR91%
Fincludes n = 1 CR after Nivo x
2 d/c for toxicity N=29 N-=4refused N = 33 (77%) directly to
AHCT in CR SNl B AHCT after protocol tx 104 10—y,
—7 CR mobilization ) 09
N = N=25 N = 26 (60%) directly to 094 .
CR AHCT after Nivo alone 084 08
PR CT/PET N=8 074 2-year PFS: 94% (95% CI: 77-98)
SD* scan Z 07+ Eo
:g 3 044 7 044
N = 1 d/c Nivo early PD N=7 s 05 2.year PFS: 72% (95% Cl: 56-83) = 0.5
N =43 = =
for AHCT ERYS g 044
CT/PET N = 1 refused NICE in N=7 E ! 3 034
CZI PD post Nivo - CR N =1CR, refused AHCT 031 o
N=3 PR* N =1 PR, alternative salvage 0.2 “1
N = 1 d/c for toxicity, PD SD N=2 R CT/PET 0.14 0.14
N = 1 d/c for toxicity, direct to AHCT in CR PD > . 00 L0 —
N =1 d/c for toxicity, alternative tx N = 1 death PR* "0 3 L 912151821 24273033 35 3942 45 4 0 3 4 9121518212427 303336394245
from sepsis SD —» Time (months) from initial treatment Time (months) from date of transplant
. PD
. L Response — end of protocol tx (all treated) End of Nivo + ICE
*Indicates treatment choice is at
investigator’s discretion 39/43 ORR 91% 9/9 ORR 100%
38/43 CR 88% 8/9 CR 89%

Mei MG et al, Blood 2022
12-13 Ottobre 2023
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Phase Il Trial of Pembrolizumab Plus

- Gemcitabine, Vinorelbine, and Liposomal 100 it

Doxorubicin as Second-Line Therapy for
Relapsed or Refractory Classical 0.75 -

'H Odgkl n Lym p h oma median post-transplant follow-up of 13.5 month

Alison J. Moskowitz, MD*; Gunjan Shah, MD?; Heiko Schoder, MD*; Nivetha G MPH?; Esther Drill, PhD?; Helen Hancock, NP?;

Theresa Davey, PA!; Leslie Perez, RN'; Sunyoung Ryu, RN'; Samia Sohail, MBS'; Alayna Santarosa, MPH'; Natasha Galasso, MSW"; 0.50 -+
Rachel Neuman, MBA'; Brielle Liotta, BS'; William Blouin, MBA®; Anita Kumar, MD*; Oscar Lahoud, MD*; Connie L. Batlevi, MD*;

Paul Hamlin, MD?; David J. Straus, MD’; lidefonso Rodriguez-Rivera, MD*; Colette Owens, MD*; Philip Caron, MD*;

Andrew M. Intlekofer, MD*; Audrey Hamilton, MD?; Steven M. Horwitz, MD*; Lorenzo Falchi, MD*; Erel Joffe, MD*; William Johnson, DO*;

Christina Lee, MD?; M. Lia Palomba, MD?; Ariela Noy, MD*; Matthew J. Matasar, MD*; Georgios Pongas, MD*; Gilles Salles, MD*;

Santosha Vardhana, MD?; Beatriz Wills Sanin, MD'; Gottfried von Keudell, MD?; Joachim Yahalom, MD'; Ahmet Dogan, MD*;

Andrew D. Zelenetz, MD*; and Craig H. Moskowitz, MD* 0.25 4

|)1([v-1

suonediunuwuwod

. Pri‘r'nary -endpt')int: CR (by Deahville 3) rate a?ter 2-4 cycles o

CR after 2 cycles eligible for ASCT

Cycle1 | Cycle2 | Cycle3 | Cycle4 | ASCT | Post-ASCT follow up ! ! ! !
: 0 6 12 18 24
Pembrolizumab (200 mg IVPB)
Gemcitabine (1000 mg/m2 IVPB) *
Vinorelbine (20 mg/m2 IVPB) I 36/38 CR -S> 95%
Liposomal Doxorubicin (15 mg/m2 IVPB)

Days 1 8 2 29 743 50 6 n t Follow-up for 2 years post ASCT
PET after 2 and 4 cycles of treatment ﬁ

Moskowitz AJ et al, J Clin Oncol 2021

12-13 Ottobre 2023
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Moving towards an ASCT-free approach?

(patients in CR after Pembro-GVD x 4 will receive 13 cycles of Pembrolizumab
manteinance)

Next cohort: .
- | Patients with CR after
Pembro-GVD -> maintenance \. pembro-GVD x 4
| Cycle 1 ngozlma3|0yde4 13 cycles pembrolizumab mai

Pembrolizumab (200 mg IVPB) X X x X

Gemcitabine (1000 mg/m2 IVPB) X X X x

Vinorelbine (20 mg/m2 IVPB) X X X ) 4

Liposomal Doxorubsicin (15 mg/m2 IVPB) 3 X X X

Days 2 8 2 29 I 50 64 N AL Follow-up for 2 years post maintenance
PET | PET

Unprecedented CR rate with pembro GVD
ASCT could be shifted to third line setting for those who need it

Moskowitz AJ et al, ASH 2020

12-13 Ottobre 2023



GIORNATE EMATOLOGICHE VICENTINE  Xedizione

PD-1 blockade with pembrolizumab for classical Hodgkin D _ BV 1.8 ma/ka + nivo 3 ma/ka
lymphoma after autologous stem cell transplantation B 8 o || 3075days o S
Philippe Armand,’ Yi-Bin Chen,? Robert A. Redd,® Robin M. Joyce,* Jad Bsat," Erin Jeter,' Reid W. Merryman,’ Kimberly C. Coleman,’ 8 -g -E after AHCT every 21 days for 8 CyCIes
e o vk e o o ey s o o et St @2 > | If one drug discontinued for toxicity, other
Jrer L i Coro . aon B . s Sy L Wong, Sy . et e i S .o s E > ' :
. =S could be continued
22
B 14 < PET-CT: after AHCT/baseline, Cycle 4 Day 15,
—‘—I_, EOT, 12 and 18 months after initiation
— 804
f_‘j— Progression-free survival
; 9 1.0 —"“'\o—n-—t.mm + Censored
.é INE 0.8
g, £ o6 BV + Nivo for 8 cycles
E o
2 . - tolerable approach
I I o ’ 00
01234567 8910111213141516171819 0.2 9 pr0m|5|ng approaCh
Months from transplantation
0.0
18'm05 PFS 82% MRisk | % 54 5 © 1" 4 1
18'm05 OS 100% 0 6 12 18 24 30 36
o . Time (months)
Promising results in HR R/R cHL pts
Need for randomized trial 19-month PFS in all patients (n=59): 92% (95 Cl 79-97)
Armand P et al, Blood 2019 Herrera AF et al, ASH 2020
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Improving first line treatment efficacy

12

Proportion of Patients (%)

8

8

=
I3
f

]
oS
L

0 -

4 x NIVO

—>

NIVO+AVD

6 X

CA209-205 Cohort D (Advanced stages, N=51)

W CR
ORR: 90 ORR: 88
e ORR: 84 ORR: 84
18
ORR: 69 1L
ORR: 67 39
a1
A 67
51
25
IRC INV IRC INV IRC INV
End of Monotherapy After Two Combination End of Therapy

Cycles
9-month PFS: 92%, 9-month OS: 98%

13 Ottobre 2023

Phase 2 KEYNOTE-C11 Study

(NCT05008224)

¢ Global study initiated in 2021
- Evaluates the safety and efficacy of a PET-adapted regimen of sequential
pembrolizumab monotherapy followed by AVD or escBEACOPP and
pembrolizumab consolidation in untreated, early unfavorable or advanced-stage
cHL without radiotherapy

Screening
N =148

Chemotherapy = >
Consadaton Follwup
Chemotherapy

Phase 1
PET3-negative’<

Deauville 1-3
P AVD Q4w
P
Soomanoan | £ avD Qv 24 cycles Pembrolizumab
2omgivasw = COPENC Qe
for 3 Cycles G I T 400 mg IV Q8W
3 "PET3-positived< ACycies

Deauville 4-5
escBEACOPP

Key Eligibllity Criteria
« Age>18years

Efficacy and
Survival follow-up
for pts with CR

Survival follow-up
only for no CR

ELELE]

« Buky disease (> 10 cm)
+ ECOGPS0-1

Qaw
24 cycles
Complete

100%
90% 84%

[l PET-negative (Deauville 1-3)
. PET-positive (Deauville 4-5)

B VMissing

80%
70%
60%
50%
40%
30%
20%
10%

0%

PET Response Rate

Advani RH et al, ASH 2022
Ramchandren R et al, 2019
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A SWOG

S1826 Study Design

N-AVD x 6 cycles

Nivolumab 240mg days 1,15° 470 pts
Doxorubicin, Vinblastine, Dacarbazine days 1,15
*G-CSF optional

Newly diagnosed e
Stage lll-IV i EOTRT i
Hodgkin e (residual FDG-avid lesions) i

lymphoma

Bv-AVD x 6 cycles
Bv 1.2mglkg days 1,15 \/ SWOG o
Doxorubicin, Vinblastine, Dacarbazine days 1,15 470 pts “\ NETWORK

ST, —— N-AVD improves PFS compared to Bv-AVD E=-E==

+ IPS (0-3/4-7) ; it
. EOT RT intended (viN) Primary endpoint: PFS

MN—-=200Z>»2

Assume 84%_2-year PFS for BV-AVD, 90% 2-year PFS in N-AVD, final
analysis @ 179 events 100%
. N-AVD 1-year PFS
80% HR 0.48 | 86% g Bv-AVD N-AVD 94%’
' Bv-AVD 86%
60%
| 1-Year 95%
<1 ] N Events Estimate Conf. Int.
1 BV-AVD 487 58 86% (82% - 90%)
40% | N-AVD 489 30 4%  (91% - 96%)
i ONE-SIDED LOG-RANK P-VALUE = .0005
HR=0.48, 99% CI (0.27 - 0.87)
20%
Median follow-up 12.1 months
0% T T T T T T T 1
0 12 24 36 48
# at Risk Months After Randomization
BV-AVD 487 359 218 130 Al 21 S 0 0
N-AVD 489 384 244 148 77 30 S 0 0

Herrera AF et al, ASCO 2023
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Sparing toxicity Reducing chemotherapy burden
E-f-aﬁy_(f;"_):- - _ - _ ------------- i Early stage (fav) RT! PET u oA s
:v ;tSaRg<I5/(I)I(orﬂ<‘38:«?::35ymptoms), : T2 ] [ ] u?rt'olrf\'?i’rz‘:;g:ezy HDZO
|+ noE-disease; |
| * 1-2nodal sites involved ! CMR
""""""""""""""" ' Early stage (unfav) 1 RT! || PET L. X .
THAVD X2 Individualized Immunotherapy in Early-Stage Unfavourable cHL
Rewlydignosed INDIE): HD20 pil FPI planned for Q1 202
CHL > 60 chemo fit Advanced stage RT PET ( ) 0 p Ot' status p Z ed 0 Q 0 3
but for whom Tislelizumab Ll PET T+AVDX4 [l 1
ABVD not x3
recommended by
thei tigat Early st 1
e investigators ::XVSD axE: PET [ | RT' | | PET

RT!

PET/CT PETICT
T\ PMR, SD, PD
> A & %
\ M Advanced stage 4 cycles T-AVD!
{

T+AVDX6 > >
: PET
1 it H .
RATI FY Radiotherapy integrated as per local recommendations stago (MIB . = L

with RFs, :

Tislelizumab

age 18-60y PET negative
4x Tislelizumab? PET negative

Anti- Anti- Anti- Anti- Anti- Anti-
20 Gy IS-RT
PD1 PD1 PD1 PD1 PD1 PD1 _
. . . . . . GHSG

I XED XD XTI XIS XD

| Patients 18-75y |

12-13 Ottobre 2023
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Enabling non-fit patients to receive effective therapy

100 + Censored
90
80
70
60
50

BV plus Nivo
ACCRU

40
30

46 patle nts 20— Median progression-free survival 18-3 months
0, 10+ (95% Cl12-7to NR)
ORR 64% °

Progression-free survival (%)

o o] 6 12 18 24 30
CR R 52 A) Time from registration (months)
Numberatrisk 46 39 27 13 5 o
(number censored) (1) (4) 7) (16) (22) (27)

Cheson BD et al, 2020

100 4 Median curation

Median  95% CI of follow-up;
904 N_Events (months) (months) Months (Min, Max)

Nivo +/- vinblastine
NIVINHO

56 pts
median 75y
CIRS-G 10
ORR 47%
CR
29%(16%)

Inclusion within 78 days
before eatment start . = = 4 o 0

PatA BVmonotherspy 26 16 1048 (555,7747) 545(4.6,895)

Part B: BV+DTIC 20 8 4675  (11.687) 636(67.770)
Part C: BVebenda 20 11 4034 (401,-)  392(04,660)
Part D: BVenivo 2 6 - (938.-)  262(05,417)

BV plus Nivo
SGN35-015

18 patients
ORR 95% |_'

(y ¢ —r——
CRR 79 (o} 0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 64 66 68 70 72 74 76 78 80 82 84
Time (months)

Percent of Subjects Free PD or Death
5 8
_;HJ

Yasenchak C, ASH 2020

12-13 Ottobre 2023

|Adminstration Niolumab en v

Sadminsliation Vinbistine en v

PFS - Efficacy Set Efficacy
wih Neumbser of Sutyects ot Rosk

Survival Probabiity
° ° ° °
S N H N

0s- Set
W Number of Subjects at Rk

+ Consored 13 95% Contdence Limes

Survival Probabiity
° ° ° °
N 2 H H

= = - » .
2 &) © 2 2 2 2
PFS (months) ©S (months)
encored  Median Survival (SE%CL. No. of Sutjects ersored  Median Surival (95%CL)
ssssssssss 12) % » 786 % (44) Not (268 NA)

Lazarovici J et al, ASH 2021




GIORNATE EMATOLOGICHE VICENTINE  Xedizione

New options
Camidanlumab teserine
Anti-PD1 + epigenetic modifiers
Anti-PD1 + AntiLAG3
AntiPD1 + bispecific Ab
AntiCD30+ CART

diagnosis first line second line consolidation salvage therapy
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CAMIDANLUMAB TESIRINE (CAMI)
anti-CD25 antibody drug conjugate

Cami composition

PBD-based ADC
* Human IgG1 anti-CD25 mAb Anti-CD25 “‘
stochastically conjugated to
PBD dimer warhead

Cross-link DNA
PuG AT C Py
Y- g —— — -

o
% |

Mechanism of action!3

* Death of CD25-expressing
tumor cells

: . eII death PYC T AG Pu
* Depletion of CD25-expressing

Tcells in HL tumor Warhead released

microenvironment after Intemakzation
and binds in minor

* Possible bystander killing of groove of DNA * No DNA distortion
CD25-negative cells * Avoids DNA repair mechanism

* PBD dimer creates
interstrand cross-links

1. Hartey JA. Expert Opin Investig Drugs 2011:20:733-44; 2. Flynn MJ, et al. Mod Cancer Ther 2016;15:2706-21; 3. Zammarchi F, et al. J immuno Ther Cancer 2020,8:0000850.
ADC, antibody-drug conjugate; igG, immunoglobulin G, mAb, r | antibody, PBD, pyrrolobenzodiazepine.
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4 )

KEY INCLUSION CRITERIA
Age > 18 years (16 in US) Camidanlumab Tesirine Camidanlumab Tesirine
R/R cHL w > 3 prior LOT (2 if ASCT ineligible) 45 ug/Kg 30 pg/Ke
Measurable disease
ECOG 0 =2 Cycle1&2 Cycle 3 onwards
\ Adequate organ function )

Most common Grade 23 TEAEs (25% of patients)?

Hypophosphatemia 6(11.8)
Gamma-glutamyltransferase increased 5(9.8)

S M= Alanine aminotransferase increased 3(5.9)
ORR, % (95% Cl) 70.1 (60.9-78.2) Maculopapular rash 3(5.9)
CR, % 33.3

PR, % 36.8 No. of patients who No. of patients with
Rl e
PD, % 6.8

Not evaluable, % 5.1 TEAEs leading to dose TEAEs leading to

reduction/delay treatment withdrawal
Median DOR 13.7 months at a median follow-up of 10.7 \11.5%) 7(13.7%)

months; median PFS: 9.1 months

* No. of cases of GBS/polyradiculopathy: 3 (6.4%)

Zinzani P et al, ICML 2021; Carlo-Stella C et al, EHA 2022
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Two-arm, open-label, phase Il study: Low-dose decitabine plus anti-PD1 antibody Camrelizumab

COHORT 1 N COHORT 2
Relapsed/refractory HL, Relapsed/refractory HL,
PD-1 blockade naive PD-1 blockade in past

Randomized
1:2

Decitabine 20mg/d, d1-5
Camrelizumab, 200mg d8
Every 21 days

Decitabine 10mg/d, d1-5
Camrelizumab, 20o0mg d8
Every 21 days

Camrelizumab, 20omg

Every 21 days

Nie et al JCO, 2019
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Low-dose decitabine plus anti-PD1 antibody Camrelizumab

A Cohort 1 (anti-PD-1 naive) Cohort 1 (anti-PD-1 naive) Cohort 2 (anti-PD-1 resistant)
Monotherapy Combination Therapy Combination Therapy
100 A M CRr
- N=19 N=42 N=25 .
ORR 90% ORR 95% ORR 52% W SsD
50 CR 32% CR71% CR 28% : T cion
- 1y-PFS 59% 1y-PFS 89% 1y-PFS 59%

Change (%)

Nie et al JCO, 2019
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Treatment
-
Updated Results From an Open-Label - — | Group MK-4280A Q3W (up to 35 cycles)
Phase 1/2 Study of Favezelimab (anti— = (Arm A)
LAG-3) Plus Pembrolizumab in Relapsed ! o
or Refractory Classical Hodgkin Lymphoma g 3|
After Anti—PD-1 Treatment E 2
=
John Timmerman'; David Lavie?; Nathalie A. Johnson?; Abraham Avigdor*; Peter Borchmann5; 'g Control physicinn's Choice Chcmothcmpy:
Charalambos Andreadis®; Ali Bazargan’; Gareth P. Gregory®; Colm Keane?; Inna Tzoran'0; e < -
Vladan Vucinic''; Pier Luigi Zinzani'?; Rachel Marceau West'3; Pallavi Pillai'3; é —_ GTOUP 1. Gemcitabine (UP o6 C)'Ck‘.\) or
Alex F. Herrera™ (Arm B) 2. Bendamustine (up to 6 cycles)
PFS, median
20 (95% Cl), monthsP « 28-Day Window
2 10.7 (5.1-14.7) * Informed Consent
3 707 . . 707 * Confirm Eligibility
e ;g;'w 2 T o Key Eligibility:
a % : Z 2 87% - PD-1/L1-refractory |-
g o 3 s R/R cHL
£ o T 0 -ECOG PS 0-2
ﬁ g 0S, median - Alllf!-S('T
§' 30 30 (95% Cl), months® ineligible or
S failed
4 2 BR(ZE-LHR) - BV incligible,
10- 10 failed or
. . discontinued due
0 5 10 15 2 25 2 3 40 0 5 10 15 20 25 30 35 40 to toxicity
No. at risk Months No. at risk Months
34 22 14 9 8 5 1 1 0 34 31 27 23 18 14 3 1 0
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A phase 1b study of AFM13 in combination with pembrolizumab in patients with R/R HL

- AFM13 is a bispecific, tetravalent innate cell engager that activates NK cells and macrophages via CD16A to

target CD30+ lymphoma cells

- AFM13 in combination with pembrolizumab for HL patients was well-tolerated with adverse events that were

generally manageable

Characteristics N=30

Median age (range) 33.5 (18, 73)
Relapsed 13 (43%)
Refractory 17 (57%)
Prior lines of therapy = 4 16 (53%)
Prior ASCT 12 (40%)
BV as last prior therapy 13 (43%)

*prior anti PD1 excluded

| —
N —
L .
- Median DOR 9.9 mo
[ ]
A A
@
(]
A
'g ®
< : °® Il Cohort 1 (0.1x3)/0.5 mg/kg (n=3)
j A O [ Cohort 2 (0.5x3/1.5 mg/kg (n=3)
A ° Cohort 3 and Extension (3.0x3)/7.0 mg/kg (n=24)
A A NMR
A [ d
A Y A PMR
A A CMR
7~ A b A Not evaluable
A @ Progressive Disease
A L]

Transplants

Week

Bartlett et al, Blood 2020
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Anti-CD30 CAR-T

Phase 1 trials run in parallel at BCM and UNC

41 HL, Median 35 yrs (range 17-69)
Bridging — Median 7 regimens (range 2 -23)
theI:apy d1 d3-6 ik — BV (38; 90%), CPI (34; 81%), SCT (32; 76%), Allo (10; 24%)

- Primary Objective: safety
2 T *

Lymphodepletion

Secondary: response per Lugano

Procurement CAR T cell assessment — Initial assessment at week 6
Infusion

Bendamustine (90 mg/m2/day) x 2 days Characteristics All patients N=42
or Prior BV 38 (90%)

Bendamustine (70 mg/m“/day) x 3 days . o
Fludarabine (30 mg/m?/day) x 3 days Progression on BV 32 (84%)
Prior CPI 34 (81%)
Cyclophosphamide (500 mg/m?/day) x 3 days Prior ASCT 32 (76%)

Fludarabine (30 mg/m?/day) x 3 days

Prior AlloSCT 10 (24%)

Ramos et al, JCO 2020
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14
E 0.8 All Patients Benda Benda-Flu Cy-Flu
% Adverse Event (N= 42y (n = 8y (n =17) (n =17y
= 0.6 1 Lymphopenia 42 (100) 8 (100) 17 (100) 17 (100)
E Leukopenia 24 (57) 3(38) 8 (47) 13 (76)
= 044 Anemia 5(12) 0 212 308)
& S — O Hypoalbuminemia 3(7) 0 0 3(18)
o 021 Hyponatremia 2 (5) 0 0 2(12)
1-Year PFS, 61% (95% CI, 35% to 70%) Hyperkalemia 0 0 0 1(6)
O 100 200 300 400 500 600 700 800 900 Dyspnea he 0 0 L6
. . oua . Rash (any grade) 20 (48) 2 (25) 4 (24) 14 (82)
Time Since Initial Infusion (days) . o 5 5 0
Pharyngitis 1(2) 0 1(6) 0
> Lung infection 1(2) 0 1(6) 0
% 1 = Neutropenia 20 (48) 2 (25) 7 (41) 11 (65)
é P=0.0004 Grade 3/4 neutropenia not resolved by day 28 4 (10) 0 2(12) 2(12)
08+ - Benda/LD - UNC Prolonged grade 3/4 neutropenia (not resolved by month 3)° 0 0 0 0
- = Flu/Benda - UNC Thrombocytopenia 11 (26) 1(13) 7 (41) 3(18)
g 06+ e F'UICV'BCM Grade 3/4 thrombocytopenia not resolved by day 28 10 (24) 0 7 (41) 3(18)
: Prolonged grade 3/4 thrombocytopenia (not resolved by month 3)° 4 (10) 0 3 (18) 1(6)
g' 0.4 Cytokine release syndrome (all grade 1) 10 (24) 1(13) 2(12) 7 (41)
% 021
g o
< T T T T T T T T T T
G 0 100 200 300 400 500 600 700 800 900
Ramos et al, JCO 2020

Days after initial infusion
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Brentuximab Vedotin Anti-PD1 New options
Known efficacy and good safety profile Good efficacy in R/R cHL For “unmet need”
Recent approval in first line Favorable safety profile Mainly immunotherapy
New SOC in first line? (new targets, combos, bispecific, CART)
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