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DLBCL.: Moving beyond R-CHOP...

R-CHORP fit in all aggressive lymphomas? targeting all DLBCL

Kaplan-Meier plot of investigator-assessed
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No. of patients at risk Time (months)

R-CHOP 712 616 527 488 413 227 142 96 41 6
G-CHOP 706 622 540 502 425 240 158 102 39 2

Coiffier B, et al. Blood. 2010;116:2040-5; Sehn LH. ASH Education Book. 2012;1:402-9; Vitolo U, et al. J Clin Oncol 2017.
.
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The NEW ENGLAND JOURNAL of MEDICINE

Primary Refractory Complete Response Primary Refractory
‘ | REVIEW ARTICLE | ‘ Persistent disease or progression Determined by PET-CT and clinical assessment Persistent disease or progression
within 6 mo Clinical monitoring every 3 mo for 2yr, then every 6-12 mo within 6 mo
N Engl ) Med 2021;384:842-58. l I
DanL. LDHgO, M.D., Editor DOI: 10.1056/ NEJMra2027612
5-10% 20-25%
Diffuse Large B-Cell Lymphoma Mo S g . ASvamcuc Sage Rlapns
Laurie H. Sehn, M.D., M.P.H., and Gilles Salles, M.D., Ph.D. + *
»|  Relapsed or Refractory Disease |
Pathological Review of Biopsy Repeat biopsy recommended and
« H&E staining; IHC profile (e.g., COO, DEL); FISH (MYC, BCL2, BCL6) staging as outlined above
« Consider molecular testing for COO and viral testing as required
« Integrate dinical factors to identify unique WHO dinicopathological entities |
T M 1
Sy - o e i ~50% ASCT Eligible ~50% Not Candidates for ASCT
b ' ¥ ‘ ‘
Hah'frade :«Callot‘ymp:\:na Diffuse Large B-Cell Lymphoma, NOS OﬂllJu Large B-Cell Lymphomas
i ithout i ntiti r i ' N ¥ .
i i el i Platinum-Based Salvage Therapy Second-Line Therapy Avauh:dlo' (')&aons'fu
g 1 : et
- Rl i RI ! « Immunochemotherapy
= esponse - efractory ! + CAR T-cell therapy
- . { i + Polatuzumab vedotin+BR
! + Selinexor
If Standard Therapy Not Feasible or If ASCT ! + Tafasitamab-lenalidomide
Anthracycline Contraindicated: dose reduction I + Investigational agent
or drug substitution with curative intent [_"I'—'\ i or regimen
2 o + Allogenei I
Limited-Stage Advanced-Stage 50% R:sponse 50% Relapse No ASCT v ;F::t:ci osr:em-cel trans-
+3 Cycles of R-CHOP+XRT + 6 Cycles R-CHOP considered standard of care ' A ' oflMo 7 Py + Best supportive care
+ 4 Cycles of R-CHOP (bulk <7.5 cm, age-adjusted IPI=0) + New regimens to be considered in clinical trials ~25-35% of ASCT-EIigiblO After ASCT g (including XRT)
+ PET-guided 4-6 cycles R-CHOP with or without XRT + High CNSS risk: role of systemic prophylaxis unclear Patients Are Cured

l l

1 [
~5% ~95% ~85%

1
~15%

i { i b What is the rationale of adding novel drugs to
. Primary Refactory ~_ Complate Response . Primary Roffactory standard chemo in 15t line, or chemo-free regimens
Persistent disease or progression Determined by PET-CT and clinical assessment Persistent disease or progression . .
within 6 mo Clinical monitoring every 3 mo for 2 yr, then every 6~12 mo within 6 mo iN R/R Settl ng ?
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Key oncogenic pathways in DLBCL.
The GCB subtype arises from centroblasts, whereas the ABC
subtype arises from a plasmablastic cell just prior to germinal

GCB

-EZH2 mutations
-MLL2 mutations
-CREBBP mutations
-EP300 mutations

-BCL6 expression, EZH2 mutations

Coll orcls sctivation % biocks

apoptosis

-MYC and BCL2 translocations
(DHIT) and protein over-expression

MTOR pathway activation

Signaling cascades

-PTEN dellloss (PI3K and AKT

activation)

Sehn LH, Gascoyne RD, Blood 2015.

-CD79A/B, CARD11, MYD88 mutations,
TNFAIP3 (A20) deletions

-MLL2 mutations
-CREBBP mutations
-EP300 mutations

-BCLE translocations, PRDM1 loss/!

Coll cvcis aciivation B Blocks't

-MYC translocations, MYC and BCL2
protein over-expression

ay activation

-PI13K and AKT activation

mmw e

center exit.

- main oncogenic pathways
- recurrent mutations, gains and losses of genetic material,
characteristic translocations that underlie these pathway

perturbations.
Agent Target Molecular subgroup
Bortezomib NF-xB ABC
Fostamatinib SYK ABC
Ibrutinid BTK ABC
Enzastaurin PKCB ABC
Idelalisib PIBK (?) GCB
ABT-199 BCL2 (?) GCB, dual expressers
EZH2 inhibitors EZH2 GCB
BCLS inhbitors BCL6 GCB
Lenalidomide Microenvironment, NF-xB ABC
Obinutuzumab CD20 Al
Ofatumomab CD20 Al
Polatuzumab vedotin CD79b Al
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Moving beyond R-CHOP... targeting ABC DLBCL

R-CHOP + Bortezomib R-CHOP + iBTK R-CHOP + Lenalidomide

1.0 1
A g 1004 ITT (n = 838)
100+ E 90 1 0.8 4
g é e Ibrutinib + R-CHOP 2 R2-CHOP
5 8 g 7 o 0.6
g ” g 5 601 Placebo + R-CHOP § S EC e G e IS e
§ 1 §§ 50 "i 0.4 - Placebo/R-CHO!
& = 1 (%]
& 40 Lmonths  30months 3 " e
I = 30 0.2 4 R2-CHOP v Placabo/R-CHOP
g | R-CHOP (95%C1) TIT%(730-817) 70-6% (655750) S HR (95% CI) - 0.85 (0.63 to 1.14}
g 207 —RB-CHOP(95% () 81:1% (76:6-849) 75:2% (703794) = P-2
£ Adjusted HR (95% 1 082 (0.63-108) p-016 R | — T T T
e ) i TR I P P P ) A e o) - 0 6 12 18 24 30 36 42 48
Nomberat sk 0 6 12 18 24 30 % £ 48 54 60 66 72 0 4 8 12 16 20 24 28 32 36 40 44 48 52 Tlme(months)
(number ensored) 25 Time Since Random Assignment (months) e
R-CHOP 361(46) 208(33) 74(16) 2550) 244(2) 229Q) 193() 12Q) 17(1) 77Q)) 410) 4(0) O e N e o HOPFA19E 374533833 18530082918276 5233 K179 120483625 i3k 10 R2-CHOP 286 21 178 162 119 6 10 0
RB-CHOP 358(36) 308(29) 277 (12) 259.(6) 2492) 1) 19202) 15(1) 107(Y) 7504 F() 10 0 Placebo + R-CHOP 419 390 341 316 297 286 277 244 184 118 60 33 5 0 Placebo/R-CHOP 285 220 187 173 111 6 10 3 0

Davies A, et al. Lancet Oncol 2019; Younes A, et al. J Clin Oncol 2019; Nowakowski G, et al. J Clin Oncol 2021.
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The key signalling pathways implicated in
GCB DLBCL

BCL-6 inhibitors
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v Loss of PTEN expression in 55% of cases >
activation of  PI3BK/Akt/mTOR  signalling
pathway; = small-molecule inhibitors can be
effective in GCB with decreased PTEN
expression.

Ceu membrane v BCL-6 is frequently activated in GCB DLBCL;

BCL-2 inhibitors

Py EoxD i
+p21
2T &2
S
miR-17-92
BET inhibitors
Akt inhibitors | (CAkt) 12
mTOR inhibitors|— @ D53
Y -
- - : DNA damage
Cell growth and metabolism Proliferation response

BC

L-2

Apop

tosis

Roschewski M, Staudt LM, Wilson WH, Nat. Rev. Clin. Oncol. 2013.

BCL6 deregulation results in enhanced tumour
proliferation via decreased expression of the
cell-cycle checkpoint proteins p21 and p27,
impaired DNA damage response through
decreased p53 expression, impaired cellular
metabolism and resistance to apoptosis. -
inhibitors that target key co-repressor
proteins of BCL-6. In normal B cells, BCL-6
suppresses transcription of the MYC oncogene.

v BET bromodomain inhibitors represent a
novel strategy of epigenetic regulation of MYC-
driven tumours.

v' BCL2 translocations are observed in up to 35%
of GCB DLBCL cases, resulting in inhibition of
apoptosis = Inhibitors of BCL-2.
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The key signalling pathways implicated in ABC DLBCL

] Lenalidomide

Everolimus @ .
i SR T Uy $4 T TTeTeecessccessesee= = ot et e e e e s e s
Temsirolimus L .,_S““’“’a'u,

Roschewski M, Staudt LM, Wilson WH, Nat. Rev. Clin. Oncol. 2013.

Chronic active Constitutive Autocrine
BCR signalling MYDS8S8 signalling cytokine signalling
IFN-8 IL-6/1L-10
0O " /O
MYDS8S8
CD79B IR domain in'm&frs
SYK ITAM MY “JAK1
mutation
S B 0 g
SYK inhibitors BTK ) Ibrutinib > > P P
PISK PI;K PKCH) R e 7
inhibitors = : MALT O E E Ruxolitinib
act inhibitors /\ ] : 1 | SB15108
Akt/ ’ TOR Baimstaug NF-«xB Interferon ; :
m A 4 L ' -
pathway .<—l pathway '_.'_" pathway LEZ :
Akt 1 & : =k ‘
inhibitors \ B | ’ - QO "
Bortezomib E - E
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Regulation of BCR signaling and the therapeutic
inhibition of BTK and PI3K in DLBCL

Antigen-dependent & chronic BCR signaling Tonic BCR signaling v ABC-DLBCL displays chronic active BCR

BCR i signaling resulting in constitutive NF-kB

| ,.\ /4 i \ 4 Ny
Ibrutini \ CD79 Fostamatinib CcD79 / aCtIVIty
rutinib TAK-659 | . . .
Acalabrutinib " Entospletinib - v" In contrast to antigen and chronic active BCR
Zsa““ti’":!'ﬂgb Cerdulatinib | -
pebrutini SFK . . . . .
Tirabrutinib SFK sl , SFK signaling, the antigen-independent signal,

Antigen

n
" g

TG-1701
el e l termed ‘tonic BCR signaling’, is mediated by
Orelabrutinib
; Parsaclisib (8)
| Buparlisib (a. B, v, 6 PISK + PISK /AKT/mTOR, but not the NF-kB
e R G
KA2237 (B, . .
P } l l Tenaligip(g/,s)) l pathway, to promote the proliferation and
LFM-A13 o Duvelis (6) _ _ .
CG-806 | AKT pantati{a6) AKT survival of malignant B cells. Genomic data
Fenebrutinib l A?;:Iilzi'b ((g))
- cot7ess T 1 1 AIG319 0 1 have shown that GCB-DLBCL lines
Vecabrutinib .
o T VAP - exclusively use tonic BCR signaling.
A =
ABC-DLBCL | | | s}'fo'n'm":f,': | ece-niBCL
2o
s proliferation gr:‘ast‘;gelrr;ligs roliferation
survival : P

B cell differentiation survival

Profitos Peleja et al. Cancers 2022.




Eppur si muove... | La terapia nel MONDO LINFOMI MILANO, 4 APRILE 2022 [

... 1argeting Molecular Classification Subgroups?

C Biologic Features of DLBCL
Germinal Center B-Cell-Like Activated B-Cell-Like Genetlca"y defined category
Germinal center regulatory program Early plasmacytic regulatory program
PR reminiscent of light zone germinal center reminiscent of plasmablasts
ell of Origin centrocytes . Enhanced BCR signaling . .. ..
Classification  Immunoglobulin somatic hypermutation tacteasie’ie Genetic lesions: CARD11, CD79A/B, NlCD/C5 IertInIbl acalaertmlb; venetoclax
Genetic lesions: t(14;18), BCL2, PTEN, TNFAIP3 (constitutive NF-«xB
miR-17-92, GNA13, EZH2, KMT2D, CREBBP, activation), PRDM1, BCL2 (gain), BNZ/Cl b i b b b fl b
EP300 (chromatin modifiers)... CDKN2A, MYDSS... ibrutinib, bortezomib, carfilzomi
Potential d T T ™ T / T T T
e ! EZB/C3 venetoclax, tazemetostat, idelalisib, copanlisib, duvelisib, umbralisib
LymphGen
Classification
HGBCL- ~ ~ C4 idelalisib, copanlisib, duvelisib, bortezomib, carfilzomib, ruxolitinib
Potential correspondences I DH/TH ! I ! I
v v
DLBCL Clusters
TET2, SGK1, BCLG MYD88, CD798,
BCL2, EZH2, TNFSFR14, DUSP2, i PIM1, HLA-B,
Genetic Hallmarks CREBBP, KMT2D ZFP36L1, ';’T?;C,'g- anz;i-i - "I’I?FTZ?;;' BTG1, CDKN2A,
(and MYC in DH/TH cases) ACTG1, ACTB, g ETV6, SPIB, = = 11 yy
e nman O Future directions: “X-Y-Z” +/- R-chemo
Biologic Pathways ~ EPigenetic; PI3K signaling; JAK/STAT :;Lﬁrgz mGs::beltl:(c'y NFxp  Beellreceptor B| S ecC |f|C Antl bOd |eS
Deregulated cell mlgratlon; S cell signaling immunel immune, activation an.d NF,.KB p
interactions . . signaling
evasion evasion . .
Paticst Préonssis Favorable; poor if EZB-MYC+ Favorsbl Itormedint Poor or Unkaows Poor or Ant I bOdy' D ru g CO nJ u g ated
g or HGBCL-DH/TH SIOCUS ermediate  intermediate 4 intermediate . .
Nodulr pimary IMIDs, iBTK, iPI3K...
lymphocyte extranodal ) )
predominant Chioiie (CNS, testis, . .
Genetic Similarities with . Marginal zone ~ HL ’ skin) M I I A t b d
Other Lymphoma Entities Follicular ymphomma lymphoma  T-cell or histio- h{:ﬁlﬁﬁ'c Lymphoplas- o n o C O n a n I O I e S
cyte-rich macytic
B-cell lymphoma
lymphoma

Sehn LH, Salles G. N Engl J Med. 2021; Chapuy B et al, Nature Medicine 2018.
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ADC + R-chemotherapy

Rituximab + Bendamustine +/- Polatuzumab Vedotin in R/R DLBCL

Extension cohort

PFS (%)

Median PFS (95% CI)
- Pola+BR (N=106): 6.6 months (5.1, 9.2)

Median PFS (95% CI) 100
80 = - Pola+BR (N=40): 9.2 months (6.0, 13.9) - 80 =
==
60 - = BR (N=40): 3.7 months (2.1, 4.5) = 60 -
40 - & 40 -
o
20 -~ 20 =
0 rrrrrrrrrrrrrrrrrrrrrrrrrr 0 T
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 0 2
No. of pabents at rsk Time (months) No of patents at risk
Pola+BRR 40 32 28 25 20 18 %6 13 12 10 9 O 9 ©® 9 6 6 5 4 4 4 4 3 3 1 Pola+BR 1086 82
BR 40 24 13 6 6 6 5 5 4 4 4 2 21
100 Median OS (95% CI) 100 =
80 - Pola+BR (N=40): 12.4 months (9.0, 32.0) 80 =

0OS (%)

60 -

- BR (N=40): 4.7 months (3.7, 8.3)

1 ] ] ] | ) 1 1 1
12 14 16 18 20 22

Time (months)
" 12 ] 4 3

Median OS (95% CI)
- Pola+BR (N=106): 12.5 months (8.3, 23.1)

40 -
20 - 20 -
0 ID D D O e e e e e e e e e e e e e e e e ) 0 I
0 2 4 6 8 1012 14 18 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 0 2
No. of patents at rsk Time (months) No of patients a1 risk
Pola*BR 40 36 33 0 5 2 %9 ¥ M 15 1211MT11T1T1MT1010 9 9 5 2 Pola*BR 108 93

BR 40 27 17T 11

9 9 9 8 8 7
W7 7766555 4333222222221

- The significant survival benefit with Pola+BR persists with longer follow-up
- The 2-year PFS probability was 28.4% and the 2-year OS probability was 38.2% for patients in the randomized Pola+BR cohort

Sehn LH et al, J Clin Oncol 2020; Sehn LH et al. Blood Adv 2021.

1 |l 1 1 1 I ! 1 1

10 12 14 16 18 20 2 24 26 28

Time (months)
45 3% 20 10 10 9 7 4
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CD20xCD3 bispecific antibodies + SoC

Rational combinations of targeted therapies

Mosunetuzumab/glofitamab (+obi) + lenalidomide

Glofitamab + GemOx Macrophage
Phase 1, R/R FL Phase 1/3 R/R DLBCL
NCT04246086 (est. completion Aug 2022) NCT04313608 (est. completion Sep 2021) =
NCT04408638 (est. completion Mar 2022) MHC Il w
Tu peptide
Glofitamab + lenalidomide +/- obinutuzumab =14 ‘{ FoyR
Phase 1 R/R FL Epcoritamab + SoC

NCT04246086 (est. completion Aug 2022) Phase 1b/2 ND or R/R DLBCL, ND or R/R FL

Complement NCT04663347 (est. completion Jan 2022)
4-188 / | Epcoritamab + investigator’s choice chemotherapy
o 4 Cytolytic Phase 3 R/R DLBCL
Anti-4-188 Z synapse g
b ™. Y NCT04628494 (est. completion Jun 2023)
CD4* §
T-lymphocyte ]
fi&
MHC I w‘\ [ L _an Glofitamab + obi + obi pre-treatment
Tu peptide '\\\ f . A o :’ Phase 1 R/R B-NHL NCT03075696
- 5 4 (est. completion Jun 2023)
bsAb, bispecific antibody; CAR, chimeric antigen receptor; 5 ,’:‘ - . \‘\'i_/ Dendritic cell Phase 1 ND and R/R 'B'NHL NCT03467373
FcR, receptor for constant fragment (Fc) of immunoglobulin o ‘N,-»’ ) N (est. completion Dec 2023)
gamma; mAb, monoclonal antibody; MHC, major histocompatibility d |\
complex; NK, natural killer; PD-1, programmed cell death 1; v N )
PD-L1, PD-1 ligand 1; TCR, T-cell receptor; Tu, tumor. \/ Figure adapted from: Pytlik R, et al. Vaccines (Basel) 2020; 8:708.

By courtesy of Salles G, ICML 2021
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Glofitamab in Combination with Polatuzumab Vedotin: Phase Ib/lIb in R/R DLBCL

* Glofit + Pola arm: study design in R/R DLBCL

Key inclusion criteria (DLBCL arm) Objectives

*  Age 218 years Primary: Secondary:

*  R/RDLBCL (including trFL and HGBCL)  DLTs «  Safety and tolerability

- ECOG performance status 0—2 *  Determine MTD and/or RP2D for Glofit + Pola « Efficacy (CR rate and
(including obinutuzumab pretreatment) BORR per Lugano 2014")

Glofit + Pola administration in R/R DLBCL

«  Target enroliment ~90 patients
*  CRS mitigation: obinutuzumab IV 1000 mg 7 days prior to glofitamab administration (step-up dosing)
« Efficacy assessments with PET-CT C3D1, C6D1 C8D15, EOT and Q3M

\ 4

. . Cycle = 21 days;
D1: Glofitamab 10 or 30 mg glofitamab (C2-C12) and

polatuzumab vedotin (C2-C6)
administered Q3W

D1: Obinutuzumab pretreatment 1000 mg D1: Polatuzumab vedotin 1.8
D2: Polatuzumab vedotin 1.8 mg/kg mg/kg

D8: Glofitamab 2.5 mg D1: Glofitamab 10 or 30 mg
D15: Glofitamab 10 mg

Glofitamab step-up dosing Glofitamab target dose (Q3W) Glofitamab target dose (Q3W)

Hutchings M et al. Abs#525, ASH 2021.
|
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Glofitamab in Combination with Polatuzumab Vedotin: Phase Ib/lIb in R/R DLBCL

Response rate by Glofit + Pola dosing cohort ——— ,’
DE 1 te—— 0 ° X >
. '
100 - m Partial response 2.5/10110mg — e ——mg >
o a0 > 0
90 85.2% 79.6% W —— *+ Median follow-up:
~ 80 - p— et — 3.7 (95% Cl: 1.9-5.3) months
X emuug o ~
< 70 1 — + Median CR follow-up:
2 50 4 — o Ol
© —— A - 3.9(95% Cl: 0-4.1) months
g 50 - DE 2 + expansion — * Median follow-up after first response:
S 40 - 2.510130mg — — 2.6 (range: 0-16) months
Q 0 ~
(7] 30 b : :~ >Activeinfollow-up
Q a A~ Complete response
m 20 | : A Ez;it; response
1 O = : A Progressive disease
i - A ~~ Still on treatment
N
0 i
DE 1 DE 2 + Expansion All patients A ’ ’ ’ ’ ’ ’ ’ ’ ’ ’
(Glofit 2.5/10/10 mg) (Glofit 2.5/10/30 mg) N=49 0 3 6 9 12 15 18 21 24 27 30
N=7* N=42 Time from first treatment (months)

Hutchings M et al. Abs#525, ASH 2021.
|



Eppur si muove... | La terapia nel MONDO LINFOMI MILANO, 4 APRILE 2022 [

Clinical trials with targeted BCR inhibition in combination

Targets Drug/Regimen Clinical Trial Phase NbPts Status Conditions Response Data References
ORR 26%
BTK Acalabrutinib + . Discontinuation was =
Fi8 - S my NCT02362035 1&2 161 Active WEDECE ey s
AEs (26%)
BTK  Acalabrutinib + RCHOP  NCT03571308 1&2 39 Active nHL NA NA
BTK Ibrutinib + RCHOP ~ NCTO01855750 3 838  Completed Do ORR 93.6% [154]
Lymphomas
BTK Trutinib + R-ICE NCT02219737 1 26  Completed DLBCL ORR 90% [155]
” . DLBCL, MCL, —
BTK  Ibrutinib + CAR-Tcell  NCT05020392 3 24 Active erspe gy ORR 83% [156]
BTK
a R/R DLBCL,
PDL1  Ibrutinib + Avelumab +  \ypyapg050; g 16 Active R/R MCL, NA NA
4-1BB Utomilumab + Rituximab
Transformed FL
CD20
CR 42%
g PR 25%
BTK Mratindb & NCT02055024 1 85 | Taminiied B-cell T dus [157]
Immuno-chemotherapy Lymphomas d
ue to veno
occlusive disease
ek Ibrutinib + Itacitinb ~ NCT02760485 1&2 33 Active B-ccl ORR 24% [158]
JAK1 Lymphomas
R/R DLBCL,
BTK  Ibrutinib + Lenalidomide NCTO01955499 1 34 Active R/RFL, R/R NA NA
MZL, R/R MCL
BTK e G g Bcell - 2
CD20 Ibrutinib + Rituximab NCT01980654 2 80 Completed Lymphomas ORR 85-75% [159]

Profitos Peleja et al. Cancers 2022.
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Clinical trials with targeted BCR inhibition in combination

Targets Drug/Regimen Clinical Trial Phase NbPts Status Conditions Response Data References
OR 94% in MCL and
BTK Ibrutinib + Rituximab + : MZL, FL, MCL,  37%in DLBCL CR -
CD20 Bendamustine neee o 18 Retiee WM 76% in MCL and (160]
31% in DLBCL
Ibrutinib + Rituximab + ’ ORR 65% :
BTK = T NCT02636322 2 60 Active DLBCL DOR 15.9 months [161]
ORR 47%
BTK  Ibrutinib + Rituximab + e
A p NCT02077166 1&2 134 Completed R/R DLBCL PFS 21 months [162]
CD20 Lenalidomide g
AEs grade > 3in less
30% patients
BTK Ibrutinib + Rituximab + P
CD20 b NCT03136497 1 10 Active R/R DLBCL NA NA
BTK Spebrutinib NCT01351935 1 113 Completed L i ORR 53% [163]
ymphomas
BTK OpEDRIhER NCTO01766583 1 18 Completed ,/REBcell NA NA
Lenalidomide Lymphomas
BTK Zanubrutinib + MZL, FL, ORR 35% .
CD20 Rituximab o 2 il DLBCL PFS 3.38 months [164]
DTRMWXHS-12 +
g Everolimus + NCT02000716 1 48  Completed £l WD jolcomted anct [131]
mTOR : E Lymphomas no DLT achieved
Pomalidomide
BTK 25t 3 ORR 31% :
PI3K Ibrutinib + Umbralisib NCT02874404 2 13 Completed R/R DLBCL PFS 3 months [165]

Profitos Peleja et al. Cancers 2022.
I ——
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...adding mAb antiCD19?

] Lenalidomide

Temeirotimus [1 @TOR
i SR T Uy $4 T TTeTeecessccessesee= = ot et e e e e s e s
Temsirolimus L .,_S““’“’a'u,

Roschewski M, Staudt LM, Wilson WH, Nat. Rev. Clin. Oncol. 2013.

hronic active Constitutive Autocrine
CD 19&¢R signalling MYDSS signalling cytokine signalling
IFN-8 IL-6/1L-10
O O
MYD88
o CD798 IR domain®> | ; ot
CD79A/B mutation
K ITAM MY “ JAK1
mutation
- - - \ o 3
SYK inhibito BTK )} lbrutinib » = P P
. STATE I—|

CPI3K L (PI3K PKcH) - :
inhibitors = : MALT O - ' | Ruxolitinib
S inhibitors /\ h : | | sB15108
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...adding mAb antiCD19?

Loncastuximab tesirine: humanized anti-CD19 antibody, stochastically

conjugated through a cathepsin-cleavable valine-alanine linker to a : ] anhi, 1)
pyrrolobenzodiazepine (PBD) dimer toxin causing DNA crosslinking. Tafasitamab (chnhwrccd, anti-GD19 ﬂlAb)

Mechanism of action of Lonca Affinity-matured

T P CD19 binding site
Tesirine ’:\ ’ \\
¢ 7 mc Enhanced Fc portion
Lysasome P o :' \ | l; v ADCC |
feATC ‘3. / ," ’ ADCP'
i bl + Direct cell death
Col death :&#ﬁ }' A v Encouraging single-agent activity in

Tumor ol AL patients with R/R DLBCL and iNHL

-----
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Phase 2 Study of Loncastuximab Tesirine Plus Ibrutinib in RR-DLBCL (LOTIS-3)

* ECOG PS 0-2

Primary phase 2 study objective: Planned interim analysis objective:
* CRR assessed by central review in * To determine if CRR in the non-GCB DLBCL
R/R non-GCB DLBCL (investigator- cohort warranted the continuation of
determined COO) patient enrollment for study completion?
SCREENING PERIOD TREATMENT PERIOD
KEY INCLUSION
CRITERIA: -
2
+ R/R DLBCL, tonca (60 ug/ke) B .\503231(?2:1 g\//tlge)s =
|_
measurable ; Non-GCB DLBCL IV Q3W for Cycles 1 and 2 '-% 56,9, and 10 <
disease < GCB DLBCL % CR/PR/SD -
(2014 Lugano) a MCL g — o
= ()
2
(NN}

Ibrutinib po daily Continue ibrutinib daily

Week 14 Up to 1 year

I As of Aug 30, 2021, 35 patients with R/R DLBCL received Lonca 60 ug/kg plus ibrutinib 560 mg

Carlo-Stella C, Abs#0054, ASH 2021
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Phase 2 Study of Loncastuximab Tesirine Plus lbrutinib in RR-DLBCL (LOTIS-3)

Median Lonca cycles: 2 (range: 1-6) Non-GCB (n=22) | GCB (n=13) | All patients (n=35)

Median ibrutinib cycles: 3.5 (range: 1-15) Age, yrs, median (range) 72 (19-82) 66 (53-82) 72 (19-82)

Prior systemic therapies, n

Median (range) 3 (1-6) 3 (2-5) 3 (1-6)
100 4 m Partial Response
m Complete Response
80 -
60 -
40 A
20 A
0 -
Non-GCB DLBCL GCB DLBCL All DLBCL
(n=22) (n=13) (n=35)
ORR 45.5% 76.9% 57.1%
(n/N) (10/22) (10/13) (20/35)
(95% Cl)P (24.4, 67.8) (46.2, 95.0) (39.4, 73.7)

Carlo-Stella C, Abs#0054, ASH 2021
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RE-MIND2: Tafa-Len vs. Pola-BR, R2, and CAR T in RR-DLBCL

Tafasitamab + LEN Tafasitamab + LEN Tafasitamab + LEN
0 b t H I 100 4 vs Pola-BR cohort vs 122 cohort vs cohort
= - 75.79
servational, il
80 - . V) ORR: 63.6% : 99.9% 58.8-88.2)
= ORR: 62.5%  oRR: 58.3% (9%l (95% CI:
etrospective Cohort bosin el " -
—_ 40.6-812) o Cl: 1779 CR: 43.2%
2 60 4 %6779 (95% Cl:
o . 27.1-60.5)
- 2 CR: 20.2% CR: 20.8% CRISOA% CR: 37.8%
St d R R D I B I S (85% Cl: (95% O ggﬁ‘é%) ORR: 30.3% (95% CI:
u y I n - £ 40 126-51.1) 7.1-42.2) & - (95%Cl: 225-55.2)
o 15.6-48.7)
CR: 15.2%
4 (95% Cl:
) - -
o
Tafasitamab + LEN  Pola-BR Tafasitamab + LEN R2 Tafasitamab + LEN CAR-T
T f L P I B R (n=24) (n=24) (n=33) (n=33) (n=37) (n=37)
1.0~ ' 104
KM Median (mo) '|,'\ KM Median (mo)
09 — Tafa+LEN  20.1 (95% Cl: 8.6-NR) 0.9 — Tafa+tlEN  24.6(95% Cl, 12.1-NR) 10
0.8 = Pola-BR  7.2(95% Cl: 4.9-11.6) 0.8 b — R2 7.4 (95% Cl, 4.2-11.1) 09 KM Median (mo)
07 : T . — Tafa+tLEN 225 (95% Cl: 86-NR)
g g 0.7 081 Ly CART 16.0 (95% CI: 10.1-NR)
5 0.6 2 o06d g o7
£ 05 £ 054 5 05
g 5 R
S 04 S 044 I
IS g g 04
0.3 [ i e
0.3 £ s
02 0.2 024
0.1 i |
. HR (95% Cl): 0.44 (0.20-0.96); p = 0.0340 017 1R (5% Cl): 0.44 (0.22-0.85); p = 0.0122 1T LR @5 Gl 095 (047-1.91) p=08929
T 1 T T T T T 1 [V e | T T T T T 1 0T T T T T T T 1
013 6 12 18 24 30 36 44 013 6 12 18 24 30 36 24 01 3 6 12 18 % Ed % “
Time (months) Time (months)
S e w s ow o om s . Teaeves o Tmemonms) , -l SV . o s . . .
Comiaea 505 o H 7 7 5 7 b vt LR is u B w © © St LR b H b B b i
Z:):;ER o 2424 22 13 3 1 ] A Ty 2 i 5 % h M o
Atrisk 3333 28 19 5 1 0 0 0 er I b
AL A R ¥ G R T _ . - z < - =

* ORR: 62.5% for taf + LEN vs 58.3% for pola-BR, 63.6% vs 30.3% for R2, and 59.5% vs 75.7% for CAR-T
* OS: significant benefit was associated with taf + LEN vs pola-BR and vs R2 (HR: 0.44 in both matched comparisons)
* There was no significant difference in OS benefit between taf + LEN vs CAR-T (HR: 0.95)

Nowakowski G, Abs#183, ASH 2021
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topMIND: PHASE 1B/2A BASKET STUDY TO EVALUATE TAFASITAMAB® AND THE
PI3KS INHIBITOR PARSACLISIB IN RELAPSED/REFRACTORY NON-HODGKIN

LYMPHOMA OR CHRONIC LYMPHOCYTIC LEUKAEMIA?

Tafasitamab 12 mg/kg IV QW (Cycles 1-3) then Q2W (Cycle 4 onward),
plus parsaclisib 20 mg QD (Cycles 1-2) then 2.5 mg QD (Cycle 3 onward)

Adult patients with R/R B-cell
malignancies, including DLBCL,
MCL, FL, MZL and CLL/SLL, with

ECOG PS 0-2 and 22 prior systemic R/R DLBCL R/R MCL R/R FL R/R MZL R/R CLL/SLL
antilymphomalantileukemia Phase 1b = = = = =
therapies (N=100) Phase 2a = = = = =
\_ J
Primary Endpoint:® Key Secondary/Exploratory Endpoints:®
* Phase 1b: incidence and severity of TEAEs and * PK parameters of tafasitamab in combination * Immunogenicity of tafasitamab
incidence of DLTs with parsaclisib e Cytokine, immune cell and tumour microenvironment
* Phase 2a: ORR « PK parameters of parsaclisib in combination response to tafasitamab plus parsaclisib
with tafasitamab * Molecular markers for response or resistance

* CRR, DOR, PFS, OS, MRD
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frontMIND: STUDY DESIGN (MORPHOSYS TRIAL)

INTERNATIONAL, PROSPECTIVE, OPEN-LABEL PHASE 3 STUDY IN 1L DLBCL AND HIGH-GRADE
B-CELL LYMPHOMA

Stratification: IPI13/

aalPI2 vs IP14/5/ TN TN
i Arm A:
p - ~ aalPI3, region
% LBCL R-CHOP x 6 cycles Q21D + -
untreated DLBCL Tafasitamab: cycles 1-6, S
and high-grade () d1. 8 ‘{5 qé ]
’ y o -
B-cell lymphoma =2 Lenalidomide: cycles 1-6, 3 Follow-up ®
‘S d1-10 (25 mg/day) - e
- Age 218 years = @ ° °
- IPI 3-5 + aalPl 2-3 5 = D
- ECOG PS 0-2 » Arm B: L
« Diagnosis to
treatment interval ~— R-CHOP: 6 cycles Q21D
<28 days —
« Candidate for
q R-CHOP )
Primary endpoint Target enrolment
= EFS = N=450

1L, first-line; aalPI, age-adjusted International Prognostic Index; d, day(s); DLBCL, diffuse large B-cell lymphoma; ECOG PS, Eastern
Cooperative Oncology Group performance status; EFS, event-free survival; IPI, International Prognostic Index; Q21D, every 21 days;
R, randomisation; R-CHOP, rituximab, cyclophosphamide, doxorubicin hydrochloride, vincristine and prednisolone.
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Conclusions

v' DLBCL is a heterogenous disease, and a more accurate recognition of unfavourable
DLBCL subsets is recommended to better tailor the treatment

v" R-chemotherapy is the backbone of treatments with novel drugs, but randomized trials with
«X» + R-CHOP have failed.

v New study designs potentially focused on mutational alterations with combination of
multiple novel drugs may have a greater chance of success.

v The addition of mAb anti-CD19 could represent the keystone in the treatment of DLBCL.
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