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A DLBCL klinikai jellemzdi

 Osszes lymphoma 30-35%-a, hazankban évente kb. 500 Uj eset
 Osszes agressziv lymphoma 75-80%-a
* Nyugati orszagokban a férfiaknal gyakoribb: 1,2:1

* IdGsebb kozépkoruak betegsege: atlagéletkor 60-65 ev, az eletkor elérehaladtaval
gyakorisaga jelent6sen novekszik

* Hazankban az atlagéletkor fiatalabb, n6knél gyakoribb
* Gyors novekedés, kezelés nélkil fél-2 éven belll halalhoz vezet

* El6rehaladott klinikai stadium:60%, ,, nagy tumor”:35 %, emelkedett LDH: 40%,
csontvelQi érintettség:10-20%, kdzponti idegrendszeri érintettség:1-3%, extranodalis
kiindulas: 30-40%

* Transzformalt esetek?(30% hordoz t(14;18) transzlokaciot)

* Es@ vonalas kezelés arany standardja évtizedek 6ta a Rituximab-CHOP, melyre a betegek
kb. 60%-a meggyogyul, kb. 40% primeren refrakter vagy relapszus jelentkezik

* PET/CT alapvets diagnosztika (staging, interim, EOT)
* Jelentds klinikai és terapias ,,unmet need”
» HETEROGEN betegség



R-CHOP +

esc rituximab!l

Stratified PFS HR: 0.92 (p=0.39)

Obinutuzumab + CHOP vs R-CHOP!

Lenalidomide + R-CHOP vs R-CHOP?
PFS HR: 0.85 (p=0.29)

Bortezomib + R-CHOP vs R-CHOP?
30-month PFS HR: 0.86 (p=0.28)

Ibrutinib + R-CHOP vs R-CHOP*
EFS HR: 0.93 (p=0.59)

| + R-CHOP improved EFS, PFS and OS in patients <60 years

Bevacizumab + R-CHOP vs R-CHOP>
PFS HR: 1.09 (p=0.49)

Early closure due to cardiotoxicity

Increase
Enhancing rituximab
anti-CD20
Intensified
chemo-
therapy

Addition of
targeted
therapy

R-CHOP+X ¥}

maintenance
therapy

Chemo-
therapy

Early closure due to DLT

Gemcitabine + R-CHOP vs R-CHOP®

Treatment options
for 1L DLBCL have

DA-EPOCH-R

not advanced for

R-ABCVP

20 years; most trials
have failed to show

R-CHOP + ASCT

Terapias probalkozasok az R-CHOP hatékonysaganak ndvelésére

DA-EPOCH vs R-CHOP?
PFS HR: 0.93 (p=0.65)

R-CHOP-21 vs R-CHOP-148

R-CHOP-21
0S HR: 0.90 (p=0.38)

vs-14

Enzastaurin maintenance vs

placebo®
DFS HR: 0.92 (p=0.54)

Everolimus maintenance vs
placebo'®
DFS HR: 0.92 (p=0.28)

R maintenance vs observation!
EFS HR: 0.79 (p=0.1433)

1. Vitolo U, et al. J Clin Oncol 2017;35:3529-37; 2. Vitolo U, et al. Hematol Oncol 2019;37:36-7;
3. Davies A, et al. Lancet Oncol 2019:20:649-62; 4. Younes A, et al. J Clin Oncol 2019;37:1285-95;
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7. Bartlett NL, et al. J Clin Oncol 2019;37:1790-9; 6. 8. Cunningham D, et al. Lancet 2013;381:1817-26;
. Crump M, etal. J Clin Oncol. 2016;34(21):2484-92; 10. Witzig TE, et al. Ann Oncol. 2018;29(3):707-714;

11. Jaeger U, et al. Haematologica. 2015;100(7):955-63.
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Diffuz nagy B-sejtes lymphoma (DLBCL)
mint entitas

Bioldgiai-patolégiai-klinikai entitas




DLBCL klasszifikacio (WHO, 2000-2008)

* DLBCL (NOS)-80% o DLBCL altipusok <
* Morfologiai variansok
* Centroblastos
* Immunoblastos
* Anaplasticus
* Ritka morfoldgiai variansok
* Molekularis alcsoportok
* Centrum germinativum B-sejt szer(i (GCB)
» Aktivalt B-sejt szer( (ABC)

* Immunhisztokémiai alcsoportok
* CD5-pozitiv
* Centrum germinativum B-sejt szer(i (GCB)
* Nem centrum germinativum

Morfologia

Kor
T-sejt/histiocyta gazdag nagy B-sejtes lymphoma (4-5%)

|d6skori EBV pozitiv DLBCL

Plasmoblastos lymphoma (2-3%)

B-sejt szerdi (non-GCB)
Patogenetikai sokszinliség

O O 0O O OOO O O O O O

Atmeneti formak:DLBCL / Burkitt ymphoma >High grade MYC, BCL2, BCL6
DLBCL / cHL (NS)

+ IPI, R-IPI, L-IPI, stb; bcl-2, p53, Ki67, CD5, MUM1, Cd2,




DLBCL heterogén betegség

DLBCL, -
NOS =z
2000 . .ﬂ'
2007 \;ig* ~

2010 '
9 ‘m

2022

a "wastebasket” category based on morphology,
immunophenotype, location

transcriptional profiling identifies cell of orgin:
Germinal Center Type (GCB), non-Germinal Center Type (ABC)

FISH analysis to render alternative diagnosis of "High-grade
B-cell lymphoma (HGBL) with MYC and BCL2 and/or BCL6
rearrangements”

transcriptional profiling identifies microenvironmental signatures

NGS of lymphoma identifies at least 6 mutational signatures

NGS of microenvironment identifies several signatures and
distinct cell states

integration of transcriptional and mutational data

comprehensive assessment of mutational profiles,
microenvironment components, immune surveillance,

therapeutic targets

Alaggio R, Amador C, Anagnostopoulos |, et al. The 5th edition of the World Health Organization Classification of Haematolymphoid Tumours: Lymphoid Neoplasms. Leuk. 2022 367. 36(7), 1720-1748 (2022).
Molecular Subclassifications of... | College of American Pathologists [Internet]. . Available from: https://www.cap.org/member-resources/articles/molecular-subclassifications-of-dlbcl#modal-MolecularsubclassificationsofdIbclfigure2.



DLBCL molekularis sejteredet meghatarozasa

Alizadeh et al., Nature 2001

Figure 3: Discovery of DLBCL subtypes by gene expression profiling.
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double/tripple expressor

double/tripple hit

fehérje expresszio |IHC génatrendezédés FISH

GCB
C-MYC BCL2 ;
-EZH2 mutations
-MLL2 mutations
-CREBBP mutations

-EP300 mutations
] inal diff T
C MYC BCL2 BCL6 -BCL6 expression, EZH2 mutations
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apoptosis
-MYC and BCL2 translocations

DHIT) and protein over-expression
- BCL (
C MYC C 6 MTOR pathway activation

Signaling cascades

-PTEN dellloss (PI3K and AKT
activation)

Cut off : c-myc >40%, bcl2 >50%

ABC

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

-MLL2 mutations
-CREBBP mutations
-EP300 mutations

-BCLS translocations, PRDMT loss/!
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DLBCL genomikai komplexitasanak feltérképezése
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DHITsig+ — Ennishi és mtsai. JCO 2019 Harvard classifier — Chapuy és mtsai. Nat Med 2018
MHG = Sha és mtsai. JCO 2019 HMRN (Cambridge)— Lacy és mtsai. Blood 2020

LymphGen (NCI) — Wright és mtsai. Cancer Cell 2020

Morin et al., Br J Haem. 2021



Molekularis klasszifikacio DLBCL-ben

(ol0]0)

UNCLASS

Klasszifikacios rendszerek folytonos
fejlesztés alatt — dinamikusan valtozo
terilet

Cell of origin (COO): génexpresszios
mintazatok alapjan

Harvard (Chapuy et al. 2018):
feligyelet nélkuli klaszterezés, 5
genetikai alcsoportot fedett fel (C1-C5)

LymphGen (Wright et al. 2020): 6
eltérd genetikai alcsoport

HMRN — Cambridge (Lacy et al. 2020):
nagy szamu DLBCL FFPE mintabdl 6
eltérd alcsoport

DHITsig-

DHITsig-IND

DHITsig+

EIII |

Gene
Expression
Signatures

Harvard LymphGen HMRN

NOTCH?1

NOTCH2

MYD88

TET2/SGK1

SOCS1/SGK1

BCL2

EZB-MYC BCL2-MYC

Genetic classes assigned using mutations
identified from panel or global sequencing

Morin et al. B) Haem 2021



DLBCL subtypes: Implications for pathogenesis and therapy

Improvements in our understanding of DLBCL subtypes will support tailored treatment in the future

Genetically related Gene expression Potential
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Dreyling M, et al. HemaSphere2022; 6:e726
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A Propensity Score-Adjusted Comparison of

IELEVE T R B To L RVET ST (8ol To L R2CHOP indicates an improved overall survival
for MYC-Rearranged DLBCL 1:1 matching

Vera de Jonge, Erik van Werkhoven, Avinash Dinmohamed, Marcel Nijland, Cf
Aeilko Zwinderman, Patrick Bossuyt, Martine Veldhuis, Emma Rutten, Rogier Mous, t — RICHOP
Joost Vermaat, Yorick Sandberg, Eva de Jongh, Yavuz Bilgin, Rinske Boersma, Harry Koene,
Marie Jose Kersten, Daphne de Jong, Martine Chamuleau ~— R-CHOP
December 12, 2022
64th ASH Annual Meeting
Lenalidomide :?
, @ : .
w L : Hazard ratio 0.53
. . . . e EU 95% Cl 0.28'1.03
Lenalidomide is a promising drug for [
MYC-R DLBCL by downregulating MYC =™ ! p=0.061
o]
+ Oral immunomodulatory drug (IMiD) |
IKZF1/3 0
(i ]
+ Promising activity in relapsed DLBCL"%3 l q,ﬂhq'
IKZF1/3
and elderly patients with DLBCL* |
00 T T T I |
* Overcomes adverse effects of L N . 1 ) . . :
non-germinal center B-cell (ABC) phenotype DLBCL> o Time (years since dzgnosis)
l W 4 35 3 18 3 R2CHOP
v MVC v IRF4 ) IL2 46 3 28 15 1 3 R-CHOP
l l l De Jonge, et al. Submitted

Tumor cytotoxicity Immunomodulation

1. Wiernik PH et al., JCO 2008. 2. Ivanov V et al., Leuk Lymphoma 2010. 3. Witzig TE et al., Ann Oncol 2011.
4. Vitolo U et al. Lancet Oncol 2014 5. Nowakowski GS. JCO 2015



Cancer Cell & CelPress
OPEN ACCESS

Genetic subtype-guided immunochemotherapy
in diffuse large B cell lymphoma: The randomized
GUIDANCE-01 trial

Mu-Chen Zang et al. Cancer Cell 41, 1-12, 2023 Oct 9.

Mégis van X-FAKTOR
elso6 vonalban?!

IBRUTINIB

LENALIDOMID

DECITABIN

TUCIDINOSTAT (chidamide)

MCD, BN2 -
N1, NOS -
TP53 -

EZB -

Newly Diagnosed DLBCL
+18-80 years -« IPI 22

Tumor Biopsy

Genetic Subtyping

N1-like

Simplified 20-gene Algorithm MCD-like ,.
‘ P53 @ __ BN2-like
Gene Mutation  Gene Re-arrangement Wild-type Tl T
MYD88 CD79B /" Patient . — Output
PIM1 MPEG1 / ! (TP53 Wild-type)
BTG1 TBL1XR1 TP53. ® MCD-like
BCL2 Mutation BN2-like
® N1-like
NOTCH1 EZH2 (TPS(;lIJ\}IthJ;tion) ® EZB-like
EP300 STAT6 ® TP53M ® NOS
CREBBP MTOR
TNFRSF14 TP53
Treatment Procedure coie Q E R-CHOP + lbrutinib
—— S x 5 cycles
o 1:1 g R-CHOP
7
g x 5 cycles
g | R-CHOP |
-7
N=128 NAJlike § & R-CHOP + Lenalidomide 5 o
—_— . = x 5 cycles
¥ RCHOP x 1 cycle gt 9 R-CHOP
Genetic Subtyping E7B-like 9E R-CHOP + Tucidinostat
EEEE— = x 5 cycles
1:1 § R-CHOP
7 TP5gm 9 & R-CHOP + Decitabine
— 4 x 5 cycles
) ? 11 g R-CHOP
- A 7
S x 5 cycles
g | R-CHOP |
-7
Primary Endpoint Secondary Endpoints

100%

80%

60% -

40%

20%

Complete Response Rate
100%

R-CHOP-X
88%

80%

60%

0%
Treatment Groups

20% 4

Progression-free Survival

40% -

R-CHOP
P<0.001
HR 0.28 (95%Cl, 0.14-0.55) months
12 24 36 48

100% {

80% 1

60% A

40% A

20% A

0%

Overall Survival

R-CHOP-X

j

R-CHOP

P=0.001

HR 0.23 (95%Cl, 0.10-0.50)  months
12 24 36 48




Polatuzumab Vedotin-R-CHP vs R-CHOP
elsévonalbeli kezelés DLBCL-ben (POLARIX study)

A Pola-R-CHP PFS elénye az
R-CHOP-val szemben hosszabb
kovetési ido mellett is
megmaradt(2-éves APFS: 6.5%),
de a teljes tulélés hasonlo
maradt a kezelési karok kozott!

Tilly H, et al. N Engl J Med 2022;386:351-63

A Investigator-Assessed Progression-free Survival

B Investigator-Assessed Event-free Survival

100 100+
90+ 90
80 -R- 804
‘3 Pola-R-CHP 42 Pola-R-CHP
Q2 704 Q2 704
© &
2 o -
g % R-CHOP s % R-CHOP
S 501 S 50
) )
8 40 £ 404
3 3
o 304 o 304
& 20 Hazard ratio for progression, relapse, or death, & 20 Hazard ratio for event or death,
0.73 (95% Cl, 0.57-0.95) 0.75 (95% Cl, 0.58-0.96)
109 p-0.02 109 p-0.02
O T T T T T T 1 O T T T T T T 1
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
Months Months
No. at Risk No. at Risk
Pola-R-CHP 440 404 353 327 246 78 NE NE Pola-R-CHP 440 402 348 323 243 78 NE NE
R-CHOP 439 389 330 296 220 78 3 NE R-CHOP 439 386 327 294 218 78 3 NE
C Investigator-Assessed Disease-free Survival D Overall Survival
100+ 100+
M Pola-R-CHP
20r] Pola-R-CHP 904
v 80+ a 804
t T
g 70+ R-CHOP g 704 R-CHOP
& 60 £ 60
k] s
S 50 S 50
) o0
S 404 S 404
3 3
o 304 o 304
g 20- Hazard ratio for relapse or death, & 20- Hazard ratio for death,
0.70 (95% Cl, 0.50-0.98) 0.94 (95% Cl, 0.65-1.37)
104 10
P=0.75
O T T T T T T 1 0 T T T T T T 1
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
Months Months
No. at Risk No. at Risk
Pola-R-CHP 381 342 322 266 106 2 NE NE Pola-R-CHP 440 423 397 384 362 140 15 1

R-CHOP 363 326 282 238 96 5 NE

NE

R-CHOP 439 414 401 376 355 132 20




A ctDNA log-fold change of 2.0 at C2D1 was validated as

a prognostic biomarker in 1L DLBCL in POLARIX 1111

PFS from C2D1 in ctDNA-evaluable patients (N=618)

OS from C2D1 in ctDNA-evaluable patients (N=618)

100- 100-
90 - 90 - m T
80- 80-
704 704
< 60- P — i 604
S X
¥ 504 @ 504
= Jj Fc220 o [ rcx20
404 o). 40 o/)-
24-month PFS (%): 82 24-month OS (%): 92
30 HR1.75 95% Cl: 78-86 30] HR1.78 95% Cl: 89-95
204 95% Cl: 1.30-2.37 . LFC <2.0 20 95% Cl: 1.16-2.73 . LFC <2.0
Adjusted HR 1.82 24-month PFS (%): 65 Adjusted HR 1.84 24-month OS (%): 86
109 95% ClI: 1.34-2.46 95% Cl: 59-72 101 95% CI: 1.20-2.82 95% Cl: 81-90
0 T T T T T T T 0 T T T T T T T
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
Time (months) Time (months)
No. of patients at risk I|~lo. of patients at risk
LFC>2.0 409 367 342 322 304 180 106 25 0 LFC 2.0 409 393 377 369 366 358 301 112 7
LFC<2.0 209 167 141 132 127 76 52 12 0 LFC<2.0 209 204 191 179 174 169 143 65 9

Pola-R-CHP (n=319)

R-CHOP (n=299)*

24-month PFS, % (95% Cl)

LFC<2.0

68 (60-78)

62 (53-72)

LFC22.0

82 (77-87)

82 (76-87)

HR
(95% Cl)

1.63 (1.06-2.50)

1.90 (1.25-2.89)

Adjusted HR
(95% ClI)

1.67 (1.08-2.59)

2.05 (1.34-3.14)

*Three patients were censored between C1D1 and C2D1, and were therefore not included in this analysis.
Analysis based on the BEP. Relationships between ctDNA and PFS and OS were evaluated using univariate and multivariate Cox regression. Adjusted HRs are reported for Cox regression including
the study stratification factors (geographic region, baseline IPI score, bulky disease status), age >60 years, and cell of origin.

Pola-R-CHP (n=319)

R-CHOP (n=299)*

24-month OS, % (95% Cl)

LFC<2.0

87 (80-93)

84 (78-92)

LFC22.0

91 (87-95)

93 (90-97)

HR Adjusted HR

(95% Cl)
1.36 (0.75-2.47)

2.40 (1.29-4.47)

1.32 (0.72-2.40)

2.64 (1.40—-4.95)




DLBCL kezelési algoritmus

R-CHOP
(75-80%)*

e 20-25% relapse; 10-15% refractory

>60% achieve remission

Chemoimmunotherapy

(e.g. R-GEMOX)
or

Antibody-drug conjugates

(e.g. polatuzumab vedotin + BR)

or

Chemotherapy-free regimens
(e.g. tafasitamab + lenalidomide)

Relapse/refractory

CAR T-cell eligible CAR T-cell ineligible

A 4

A 4

v

Platin-based induction

v

HDT + ASCT

Post-ASCT relapse

v
CAR T-cell therapy

(e.g. axi-cel, tisa-cel and liso-cel )

A 4

CAR T-cell
therapy

Therapeutic options of
prior lines not yet applied

CAR T-cell
therapy

Platin-based induction & consolidation
(e.g. HDT + ASCT, AlloTx)

* 20-25% of patients are not candidates for R-CHOP because of poor fitness related to age, coexisting medical conditions, or cardiac dysfunction. T within 12 months of completion of first-line treatment.
AlloTx, allogeneic stem cell transplantation; ASCT, autologous haematopoietic stem cell transplantation; axi-cel, axicabtagene ciloleucel; BR, bendamustine and rituximab; CAR, chimeric antigen receptor; DLBCL, diffuse large B-cell
lymphoma; HDT, high-dose therapy; L, line; liso-cel, lisocabtagene maraleucel; R-CHOP, rituximab, cyclophosphamide, doxorubicin, vincristine, and prednisone; R-GemOx, rituximab, gemcitabine, and oxaliplatin; tisa-cel,

17

tisagenlecleucel.

1. Sehn & Salles N Engl J Med 2021 2. Frontzek et al. Ther Adv Hematol 2022.




Autoldg haematopoeticus dssejt attltetés diagndzis
szerint Tanszékinkdn 2003-2023 oktdéber (No-1207)

Hodgkin
lymphoma
12%

DLBC
14% (174)

Egyéb nem-Hodgkin
lymphoma
17%

Egyéb
2%

Plazmasejtes
betegség
54%



Teljes tulélés (%)

2010-2023 kozott transzplantalt PET/CT-vel

vizsgalt DLBCL-es betegeink (n=135) tulélése

100

50

=
o
o

50

Progresszidmentes tulélés (%)

Honapok Honapok

PET/CT negativ (KMR)
PET/CT pozitiv




DLBCL

DLBCL kezelési lehetdségei

2

kemoterapia

kismolekulak

Immun-modulator

epigenom

gatlé molekukak

antitestek

CD19, CD20, CD22, (CD40)

toxin+antitest

CD79, CD19, CD22, (CD30)

bispecifikus AT

CD20, CD19, (CD22)

CAR-T

CD20, CD19, (CD22)

chekpoint

PD1, PDL-1, CTLA-4, LAG-3, TIM-3, TIGIT




Primer R/R

DLBCL
I

TX-ra alkalmas ?

Fit

Ha elsGvonalra nem gydgyul a DLBCL, akkor
“Majdnem minden ut a CAR-T-hez vezet legalabbis

kalféldon 17

Itthoni valdsag:Azt adjuk, ami elérhet6(elmélet és
gyakorlat nagyon messze van egymastaol !
Olcsobb lenne az elsbvonalban meggyogyitani

Nem fit

\ 4

\ 4 A\ 4

Primer refracter vagy
ultra high risk DLBCL

Korai relapsus Késdbi relapsus

Igen

CAR-T (2L)
(axi-cel, liso-cel)

Van elérhet6 CAR-T

kezelés ?

a

Igen Nem

CAR-T (3L)
(axi-cel, liso-cel,
tisa-cel)

1

Salvage kemoterapia

Nem jol reagal

CMR

Van elérhet6 CAR-T

kezelés ?

Nem

CAR-T (2L liso-cel)

.............................. Tafa-Len

\ 4

Autolég TX

Klinikai vizsgalat
(Bispecifikus)
» Pola-BR

Loncastuximab
R-GemOx

Duarte C et al. 2023 ASCO Educational Book nyoman
NCCN Guideline 2023.2.



Az autolog CAR T-sejt terapia alapja, kivitelezése

Leukapheresis | Manufacturing Infusion Activity

Collect patient’s

Isolate and i Engineer T-cells | Expand CAR
white blood cells i

activate T-cells1 with CAR gene

Infuse same patient

. eg, CD19, BCMA
with CAR T-cells

I
Targeting element 1 T-cells
(eg, CD19, BCMA)

: I
® I :
o® | 4 |
o® | SN ]

: VR Spacer :

! . Transmembrane |

® ] YR domain :
..... : viral Costimulatory :
: vec-tor CAR- domain (eg, :

I with . CD28 or 4-1BB) '

| CAR engineered _ :

L ONA T-cell CD3( (essential I

signaling domain)

Median manufacturing time: 17-28 days

Patients undergo lymphodepleting (and possibly salvage/bridging) therapy

Majors. EHA 2018. Abstr PS1156. Lim. Cell. 2017;168:724. Sadelain. Nat Rev Cancer. 2003;3:35. E
Brentjens. Nat Med. 2003;9:279. Park. ASH 2015. Abstr 682. Axicabtagene ciloleucel PI. Tisagenlecleucel PI. Slide credit: clinicaloptions.com
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CD19-célzott CAR T-sejt termékek

Axicabtagene Ciloleucel
(Axi-cel)

= CD28 kostimulacio
= Masodik generacid

Tisagenlecleucel
(Tisa-cel)

= 4-1BB kostimulacié
= Masodik generacio

Lisocabtagene Maraleucel
(Liso-cel)

= 4-1BB kostimulacio
= Masodik generacio

EMCE3 FMC63 FMC63
Kostimulator Kostimulator Kostimulator
CD28 4=m CD28 4-1BB ? 4=m 4-1BB 4-1BB == 4-1BB
TCR-type ' TCR ¢ TCR-type l _ TCR¢ TCR-type é== TCR C
signal signal signal Transduction
CD3C CD3T CD3¢ D] marker huEGFRt

van der Stegen. Nat Rev Drug Discov. 2015;14:499.



3 kulénbdz6 CD19xCD3 CART kezelés lymphomaban

Table 1 Results from Pivotal CD19 CAR T-cell clinical trials

Characteristic

Cellular therapy
Co-stimulatory domain
Number (enrolled/treated)
Median age (range), yr

Prior autoSCT

Bridging therapy

Median turnaround time between apheresis and infusion, d
Best response (ORR/CR) rate
1-yr PFS (of infused patients)
1-yr OS (of infused patients)
> Grade 3 CRS

> Grade 3 NT

ZUMA-118
axi-cel
CD28
119/108
58 (23-76)
21%
0%

17
83%/58%
44%
59%
11%*

32%

JULIET?
tisa-cel
4-1BB
165/115
56 (22-76)
49%
92%
54
52%/40%
35%
49%
22%"

12%

TRANSCEND*

liso-cel
4-1BB
342/268
63 (18-86)
33%
59%
24
73%/53%
44%
58%
2%

10%

Riedel PA. Ther Adv Hematol 2020.. 11: 594-7



Harmadvonalbeli anti-CD19 CAR T-sejt terapias

vizsgalatok DLBCL-ben

ZUMA-1
100 Axicabtagene Ciloleucel
80+
ggem-
— S
3 40+
20+
O'-I-I-I-I-I-I-I-I-I-I-I-I-I-I-I-I-I-I-I-I-I-I-I-I-I-I-I-I-I'
OAN<TLOLOOANTOVLONTWVLOANTOVLOOANTOVLONTO0
AN T T T T LN LNLILNIL
100
80-
< 60-
e
o 40+ =L i
20+

Of+rrrrrrrrrrrrTTTTTTTTTITTTTITITITITM 0

JULIET
100 Tisagenlecleucel

100

804
604
404
204

TRANSCEND NHL 001
Lisocabtagene Maraleucel

O | | | | | | | | | | | | | | | L] 0 L] L] T r ¥r ¥r'r rrrr ¥ ¥ 1 11

03639 1215182124273033363942454851 03 6 9121518212427303336394245
100 100
80 80+
60+ 60+
40+ 40+
20+ 20

|| || || || || || || || || || || 1 1 O I ] | | ] ] || || ] 1

O 3 6 9 12 15 18 21 24 27 30

I I I
O O N N D n e RN N NaNRR®mmm 0 3 69 12151821242730333639424548

Locke. Lancet Oncol. 2019;20:31. Jacobson. ASH 2020. Abstr 1187. Jaeger. ASH 2020. Abstr 1194. Abramson. Lancet. 2020;396:839.

Slide credit: clinicaloptions.com
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Azok jarnak igazan jol, akik CR/PR-be kertilnek
JULIET—tisacel - PFS

B Progression-free Survival

Probability of Remaining

Progression-free

1.0¢
0.9+ Patients with complete response
0.8 So—SS
0.7
0.6+ . . . . .
- - Progression-free Survival among Patients with a Response
0.4 All patients 1.0+ S Patients with complete response at month 3
03 09- e
_ o0 i &2 SaaS A S1%:-0-
02 £ 0.8 Patients with partial response at month 3
0.1- S0 07-
< O .
00 T T T T T T T T T E ".T_
0 2 4 6 8 10 12 14 16 18 & £ 067
th =
Months since Infusion s g 054
> 0
E & 0.4
= o ’ 4
T& 03] Ha reagal (CR vagy PR) akkor jo !
<)
a 0.2
0.1
0.0 I I I I I I I I I
0 2 4 6 8 10 12 14 16 18

Months since Infusion

Schuster S. et al. NEJM 2019 Jan 3. 380(1): 45-56.



Patients (%)

Masodvonalbeli anti-CD19 CAR T-sejt terapias
vizsgalatok DLBCL-ben (EFS)

ZUMA-7 TRANSFORM
Axi-Cel SoC Liso-Cel SoC
(n=180) (n=179) (n=92) (n=92)
Median, mo (95% Cl) 8.3 (4.5-15.8) 2.0 (1.6-2.8) Median, mo (95% Cl) 10.1 (6.1-NE) 2.3 (2.2-4.3)
HR (95% Cl) 0.40 (0.310.51) HR (95% Cl): 0.349 (0.229-0.530)
P value <.0001 P value <.0001
100+ 100 7
— Axi-cel - |iso-cel
80+ — SoC _ 80 — SoC
S
@ 60
c
2
B 401
[
204 b
O L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L} 0 L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L}
0 2 4 6 810121416182022242628303234 01234567 8910111213141516171819
Mo Mo
Median follow-up: 24.9 mo Median follow-up: 6.2 mo

Locke. NEJM. 2022;386:640. Locke. ASH 2021. Abstr 2. Kamdar. Lancet. 2022;399:2294.
Kamdar. ASH 2021. Abstr 91. Bishop. NEJM. 2022. 386:629. Bishop. ASH 2021. Abstr LBA-6.

Patients Alive Without Event (%)

Y
o
o

BELINDA

Tisa-Cel SoC
(n=162) (n=160)

Median, mo (95% Cl) 3.0(2.9-4.2) 3.0 (3.0-3.5)
HR (95% Cl) 1.07 (0.82-1.40)
P value .61

— Tisagenlecleucel
= SoC

0 2 4 6 8 10 12 14 16 18 20 2
Mo

Median follow-up: 10 mo

Slide credit: clinicaloptions.com
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Miltényi DALY 2-EU V7 Protokoll: A vizsgalat felépitése: - két nyilt kar: kezelt

és kontroll, a kontrollkarrol a kezelési karra atkeresztezodési lehetoséggel:
Zamtocabtagene autoleucel (MB-CART2019.1) FEloallitas attekintése:

* DALY = Dual Anti-Lymphoma treatment

* Qyartas: kozponti gyartdhelyen, Miltényi Prodigy platformon

« CDA4/CDB8 sejtek keriilnek dusitasra, autolog, friss, nem-
krioprezervalt leukaferezisbol

* Transzdukcié lentiviralis vektorral, amely masodik-generacios
kiméra-antigén-receptort kodol, ami a CD20-at és a CD19-et célozza
meg, + 4-1BB kostimulatoros és CD3( stimulatoros doméneket.

12 nap gyartasi ido + szallitasi logisztika

. . : 3 . Vizsgalati
Leukaferezis |—| . ot S Seijt Il et NN BN .| | <csitmény
kivalasztas || aktivacio |transzdukcid|| expanzid || formulacio beadasa

w Beteg

Legfoljebb 15 nap “tiitol tiig* (aferezistol transzfuzioig)

Beteg

leucel is an investigational medicinal product and is not approved for therapeutic use in any country.

Miltenyi Biomedicine, Data on file, 2022



75 éves refrakter DLBCL-es (non-GC)
masodvonalbeli
Zamto-cell CAR-T sejtes kezelése

Elsé kontroll PET/CT 6 hét utan tortént

A lathato tumortomeg jelentdsen regredialt.

PET/CT: PMR, DS 5
LYRIC IR2.




L-MIND: Tafasitamab (CD 19 Naked mAb) + Lenalidomide

Patients with R/R DLBCL;

If no PD after Tafasitamab

1-3 prior regimens Lenalidomide 25 mg/d PO, D1-21 x <12 28-d cycles |
EXRELIEODPI)NICOICH NPT  Tafasitamab 12 mg/kg/wk IV, cycles 1-3 (Q4W; D1,8,15,22) LI 12 mg/kg/wk
ineligible for HDT/ASCT,; (+ additional loading dose C1, D4) and C4-12 (Q4W, D1,15) D1,15 until PD
primary refractory excluded
(N =81)
OS by Best Response
1.0 - PFS by Best Response o . 4 Censored 10 :nedia:: g:"”md
— Median: PFS —_ == PR:22.5 m
g 0.8 e ?9R5:(y7'g|-nz‘;°3 " E 0.8 (95% Cl: S.g-NR)
§ 0.6 CR: ;IR' ' .-,‘: 0.6 (C9RS.‘;:EI:45.7-NR)
) (95% Cl: 45.7-NR) 2 w SD/PD/NE: 10.1 mo
& 04 SD/PD/NE: 2.1 mo 204 I_I (95% Cl: 3.6-14.9)
- = (95% Cl: 1.9-3.7) = B — All patients: 33.5 mo
L 0.2 — All patients: 11.6 v 0.2 ol
L (951';)3(:':2 ;._45 .7)mo oY (95% Cl: 18.3-NR)
0.0 R 0.0
0O 4 8 12 16 20 24M28 32 36 40 44 48 52 0O 4 8 12 16 20 24 I\2/I8 32 36 40 44 48 52 56
(o) (o)
= ORR:58% (40% CRs) = Median PFS: 11.6 mo = Notable toxicity (grade >3):

— Median DoR: 43.9 mo= Median OS: 33.5 mo — Neutropenia: 49.4%

— Thrombocytopenia: 17.3%

Salles. Lancet Oncol. 2020;21:978. Dull. ASCO 2021. Abstract 7513; Duell. Haematologica. 2021;106:2417.



. o o L] . 100—
Loncastuximab tesirine in relapsed or refractory diffuse large
90
B-cell lymphoma (LOTIS-2): a multicentre, open-label, 80- PFS
<
single-arm, phase 2 trial 3 7]
2 60
Paolo F Caimi, Weiyun Ai, Juan Pablo Alderuccio, Kirit M Ardeshna, Mehdi Hamadani, Brian Hess, Brad S Kahl, John Radford, Melhem Solh, Y 50
Anastasios Stathis, Pier Luigi Zinzani, Karin Havenith, Jay Feingold, Shui He, Yajuan Qin, David Ungar, Xiaoyan Zhang, Carmelo Carlo-Stella i
.g 40
www.thelancet.com/oncology Vol 22 June 2021 5 301
a t
204 Number
of events
184 patients assessed for eligibility 10
—— As-treated population 67
C T T T T T T T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16
| 39 excluded (ineligible)
As-treated population (n=145) Time since first dose of loncastuximab tesirine (months)
v
145 enrolled and received at least Overall response rate (Comp|Ete or 70 (48'3% [399_567])
one dose of loncastuximab tesirine partial response)
Complete response rate 35 (24-1% [17-4-31-9])
¢ ¢ Complete response 35 (24%) OS
8 treatment ongoing 137 discontinued treatment Partial r n 35 (24% )
81 disease progression CUUEIE DRl ( °
30 unacceptable toxicity Stable disease 22 (15%)
9 death
6 discontinuation by Progressive disease 30 (21%)
patient
6 HSCT Not evaluable* 23 (16%)
3 physician decision
2 other reasons*
100
: 90+
i 87 discontinued study 8
: 77 death Sy
: 6 discontinuation 70
: . by patient ---s <
: 1 physician or : = 60
sponsor decision : 2
! 3 lost to follow-up ! § 50—
| | =
i v i g 407
i i S Sttt HHH—
i 50 remaining in follow-up but : 30
E no longer receiving study U Number
treatment : 207 of events
' \ 10+ )
; ¢ : —— As-treated population 77
i 145 included in analyses : g ! ! ! ; i ) i : i : ! ! ! . i : | )
------------------------------ (as-treated population) - 0 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18

Time since first dose of loncastuximab tesirine (months)



Bispecifikus antitestek

MoA of CD3+ Bispecific T-Cell Redirection _ _ o
" Fc-mediated effector mechanisms may inhibit T-cell

Redirected tumor lysis redirection against tumor cells. Newer bispecifics have
ceoo s modifications to Fc domains to silence those functions,
. ®e minimize off-target toxicity, and maximize efficacy

Performin/ .‘
granzymes [

= Full length antibody - longer half-life, convenience
benefits

Accelerated

\ , approvals: Selected Bispecific Antibodies in Development for Lymphoma
. '0‘ May 2023 —> Epcoritamab CD20 x CD3
June 2023 = Glofitamab CD20 x CD3 (2:1)

./ 1gG-like bispecific Odronextamab CD20 x CD3
jj 2ntibody Blinatumomab CD19 x CD3

|
. T . Mosunetuzumab CD20 x CD3

= Simultaneous binding of malignant cell and

T-cell activates the T-cell, leading to Plamotamab CD20x CD3
release of granzymes and perforin and Imvotamab (IgM2323) CD20 x CD3

eventually target cell lysis

Labrijn. Nat Rev Drug Discovery. 2019;18:585. Singh. Br J Cancer. 2021;124:1037. Slide credit: rockpointe.com RU[EEEEJ"TE
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A kiilonb6z6 bispecikusok CD3/CD20 kotohelyei eltéroek

. Mosunetuzumab
Epcoritamab Epcoritamab ICofiiaman]
Glofitamab
Mosunetuzumab _ a——
E;g::;‘::::m binding site
(X ) ﬂ.%’t*

TCR (CD3)
complex i |

W
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Probability of PFS (%)

Epcoritamab (sc.) fazis Il vizsgalat hatékonysaga

(EPCORE NHL-1)

PFS by Best Response per IRC?!

100 =
L
80 |
60 1 — CR (61/157; 39%)
— PR (38/157; 24%)
40 — No response (58/157; 37%)
20
O | | L] L}
0 3 6 9 12

Mo

1. Thieblemont. EHA 2022. Abstr LB2364. 2. Thieblemont. JCO. 2022;41:2238. 3. Karimi. ASCO 2023. Abstr 7525.

Best response rates?3
= CR:39.0%

= Median DoR: 15.5 wk
= ORR: 63.0%

Subgroup CR rate?

= Post CAR T-cell: 34%

= Refractory 30%

Survival

* Median PFS: 4.4 mo?

» Estimated 15-mo OS: 88%3

Slide credit: rockpointe.com ROCKPOINTE
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Glofitamab fazis 1l vizsgalat hatékonysaga

Median follow-up: 18.2 mo

PFS by Response at Cycle 3
——CR (N = 44)
—— NR (N = 36)
—~ 100 0 —PR (N = 26)
X 72|A) + Censored
3 80'
2 o I_-".x'-l--l—|—|-|-
8
3 40~
i |
Q. O I 1 1

0 3 6 9 12 15 18 21 24 27 30 33
Mo

OS Probability (%)

o

[ERY
B OO 0 O
T T

OS by Response at Cycle 3 RN
——NR (N = 36)
+ Censored
20~ I
I I I I I ! I I I I I 1
O 3 6 9 12 15 18 21 24 27 30 33 36

Mo

Best Response, % N =155 Response Group Median, Mo Subgroup CR, %

ORR 51.6 Median DoR (n = 80)
CR 39.4 DoCR (n = 62)

Dickinson. NEJM. 2022;387:2220. Falchi. ASCO 2023. Abstr 7550.

18.4 Post CAR T-cell therapy (n =52) 35
26.9 Relapsed (n = 23) 70
Refractory (n = 132) 34

Slide credit: rockpointe.com ROCKPOINTE
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Mi a problémank?
* Nagyon heterogén betegcsoport! (GC vs. non-GC nem elégséges)
* Molekularis diagnosztika, monitorozas (likvid biopszia) sziikséges
* Els6vonalban kellene gyogyitani -- kell az X faktor a R-CHOP mellé!
» Korai R/R esetekben sziikséges CAR-T nem elérhet6 (csak studyban ritkan)
* A valosag, hogy tobbnyire salvage (R-DHAP, R-ICE, P-RB) kapnak a betegek

e 2-3. vonaltdl van uj gyogyszer (Polatuzumab, Loncastuximab, Tafasitamab)
lesz gyogyszer (glofitamab, epcoritamab) de még nehezen elérhet6

* Bispecikus antitestek, CAR-T sejt terapia, 6ssejt transzplantacio viszonya

* Eredmény: Ma Magyarorszagon 100 DLBCL esetbd6l 25-30 meghal, mig
mashol ez mar csak 10-15!

* A nemzetkozi kezelési lehetbségek és a hazai valodi gyakorlati élet kozotti
szakadék betemetése szuikséges minél el6bb!!! (nem rajunk mulik)
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