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Wat is DLBCL?
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welke sub’cgpes
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Table 1. 2016 WHO claseilication of mature lymphoid, histiocytic,
and dendritic neoplasms
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welke Lymfomen kRomen het meest voor?

De meest voorkomende Non-Hodgkinlymfomen
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Bron : Belgian cancer register

az sintjan * Bron: Patiéntenbrochure leven met lymfeklierkanker
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Figuur:
lymfevatensysteem:
lymfevaten, klieren
en klierregio’s
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 vergrote lymfeklieren in de hals,
in de oksels en/of in de liezen

* rugpijn (veroorzaakt door

wall Zij n d e vergrote lymfeklieren)

* buikpijn (vanwege vergrote lever

kl q C h 'I'e n ? en/of milt en/of lymfeklieren)

* Andere ....

* B-symptomen
» vermoeidheid

nachtzweten

gewichtsverlies
koorts van ongekende oorsprong

* jeuk
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“Liquid Biopsy”

“From a liquid window through
which physicians could view the
body's inner workings” (Armstrong
JA, 2007).

Circulating tumor cells (CTCs)
and
Circulating tumor DNA (ctDNA)

scon] A, Alizadeh, Stanford, CA (USA)
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Figuur 1: Mogelijke toepassingen van celvrij tumor-DNA (ctDNA).
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Hoe worolt ole bepaald?

PERFORMANCGE STATUS PS

KARMOFSKY - ECDG
100-90 ? 0
90-70 % | v & Diffuse Large B-Cell Lymphoma Prognosis (R-I1PI)
Determine prognosis in diffuse large B-cell lymphoma
70-50 E'*"él 2
I
) Questions
50-20 ...FN. 3
BN 1. Age?
<20 o T 4 )
' 2. Performance?
3. LDH?
4. Extranodal Sites? Klinisch onderzoek
e (PET)-CT
5. Stage? o
Beenmergbiopsie
Bloedafname
?l;lﬂft—jflﬂ
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Hoe wordt het bepaald?

De ziekte blijft beperkt tot één lymfeklierregio A )4?
(hals, lies...) of één orgaan. Ny
i N,
< o = ‘-_-H‘ . N

y /‘\Z . T I'| féh\\\ ,

./ N -/ %
De ziekte beperkt zich tot twee of meer ;' ,..-7 ,z./ \ :JF_A: ;
klierregio's, maar wel aan dezelfde kant van 3 f' | __:*Ij_—rf_\_ Al
het middenrif e \\‘1 [/ 1\
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De ziekte heeft zich verspreid naar {\ /}
kliergebieden aan beide kanten van het P A e -;_..ﬁai
middenrif, en soms ook naar de milt. PoAL 1 .

Y A\

3 _J'f \\'x
De ziekte heeft zich verspreid naar andere
organen (longen, lever, beenmerg, huid...).
az sintyan " Bron: Patiéntenbrochure leven met lymfeklierkanker
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Outcome according to the revised International Prognostic Index (R-IPI).
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Laurie H. Sehn et al. Blood 2007;109:1857-1861
©2007 by American Society of Hematology
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Behandeling




<loccielr behandelingsstrategiegn - chemotheraple

Meest gebruikte kuur:

CHOP

E 120
(1]
2 100
C yclofosfamide % 80 +
H ydroxydaunorubicine = doxorubicine < &
() ncovin = vincristine § 40+
I’ rednisone = ‘cortisone’ ® xn+t
k- .
0

Chemotherapiekuran

== normale cellen = kankercellen

az s:nt-janQ www.hematologiegroningen.nl
d
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behandelingsstrategiegn: bijwerkingen

De dip 1-2 weken na chemotherapie

mmm“pw
@ -0 8B P
Bloed
1 2 3  weken
l | I I
Normaal gehalte Dip: alle cellen Herstel: weer
van alle cellen verlaagd normaal gehalte

van alle cellen

www.hematologiegroningen.nl

ontstoken slijmvliezen
Vermoeidheid
Bloedingen

www.allesoverkanker.be/bijwerkingen-chemotherapie-en-hoe-ermee-omgaan
<3 www.Kkanker.be/alles-over-kanker/bijwerkingen
az sint-jan Patiéntenbrochure Leven met lymfeklierkanker
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http://www.allesoverkanker.be/bijwerkingen-chemotherapie-en-hoe-ermee-omgaan
http://www.kanker.be/alles-over-kanker/bijwerkingen

behandelingsstrategieén : rituxinmab

‘monoclonale antistof’

Antigen binding site
Antigen recognition

—
Fab region ,
= \Light chain
Fc region — Heavy chain
. Constant region
~ B Variable region

Effector response
Immune response
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behandelingsstrategieén : rituxinmab

A Complement-mediated
cytotoxicity C3

< C3b
Complement /

receptor

C Direct lysis

B FcyR/CR-mediated opsonic
phagocytosis or ADCC

Macrophage

az sint-jan Taylor, Nature Reviews 2007
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stamceltranspla ntatie

‘ * ‘ -
\ v

stem cells

stem cells p stem cells
are separated gl are thawed
/ from blood
- -
' 1

"

some of patient’s /'
stem cells and \ . d ’

blood are removed : > >
paticnt reccives stem celis arc
chemotherapy returned to patient

)
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Nieuwe

therapieen
voor DLBCL




”

* 40 % van de patiénten zullen
refractair zijn aan deze
standaardbehandeling of
hervallen ...

* De helft van deze patiénten
komen niet in aanmerking voor
een autologe
stamceltransplantatie ...

)
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SCHOLAR-1

Median
1.0 Events/N (Months)

0.9 -+ = Primary refractory 143/179 71
> 08 A = Refractory to second-line or later-line  261/306 6.1
0.7 ~— Relapsed <12 mo post-ASCT 101/118 6.2

0.6 -
2 0.5 4
0.4 1
0.3 -
0.2 1
0.1 +
0.0 4

robabili

Event-free

0 20 40 60 80 100 120 140 160 180
Months from commencement of salvage therapy

Mediane overleving: 6,3 maand
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ASCT MOGELIJK?

JA

e

N

PALLIATIEVE
CHEMOTHERAPIE

Crump et al. Blood 2017
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| Paving the treatment in 2021

Transplant-
eligible

‘ Molecular

pathway

Palliative
inhibitors

care

Transplant-
ineligible

R-CHOP-like regimens il

R-Platinum-based regimens

R-Bendamustine-based regimens Cell immunotherapy
Monoclonal antibodies  Molecular pathway inhibitors

Immune checkpoint inhibitors

Catherine Thieblemont
\

| Connecting Hematology For Clinical and Research Excellence
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IMMUNOTHERAPIE

P

Immunotherapie afgeleid van antistoffen Immunotherapie op basis van T cellen
Monoclonale antistoffen CART cellen
Immunoconjugaten
BiTEs

‘/""l— ~ -y

az sint-yan -
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Nieuwe monoclonale

antistoffen

J

az sint-jan
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CO19 cpza [

Stem cell Pro-B-cell Pre-B-cell Immature B-cell Mature B-cell Activated B-cell Plasma cell

az sint-jan

brugge - oostende av



FDA (2020) only*

Tafasitamab-cxix?
(enhanced anti-CD19 mAD)

az sint-jan
d
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| Monoclonal antibodies

L-MIND Tafasitamab (CD19 mAb) combined with Lenalidomine

100 -4
R = Median PFS: 12.1 months (95% CI, 5.7-NR)
Phase 2, single-arm, open-label, multicenter study (NCT02399085) o
Cycle 1-3 Cycle 4-12 Cycle 12 I e = pt
RI.R DLBCL Tafasitamab Tafasitamab Tafasitamab 254 Vf
" 12 mg/kg 12 ma/kg 12 mg/kg
qdw; d 1, 8, 15, 22' qdw;d 1, 15 dl, 15
04 + -
0 ) L 9 2 15 8 n 2 7
+ + Time (months)
Number of patients at risk
Ovenall &0 56 Q 35 26 2 17 13 3 0
~~~~~ h OS rate: 73.7% (95% C1, 62.2-82.2)

= ORR, 60.0% (95% CI, 48.4=70.8) 8 =

* CR rate, 42.5% .
* 82% of CRs PET-confirmed e e Time (o)
* 18% of CRs based on CT only R "

Salles G et al. Lancet Oncol 2020

Catherine Thieblemont

| Connecting Hematology For Clinical and Research Excellence
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IMMUNOCONJUGATEN




CD19
CD79b

CD22

b+ 3
x}— MMAE
Linker
=Anti-CD79b mAb

Polatuzumab Vedotin

)

az sint-jan
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Inotuzumab ozogamicin

Loncastuximab tesirine SC3199

Polatuzumab vedotin MMAE

calicheamicin

ADCT-402/anti-CD19: Mechanism of Action

ADCT-402 binds to

ADCT-402 the CD19 antigen on
the tumor cell surface

Following internalization of the ADC,
the protease-sensitive linker is
cleaved and the cytotoxic PBD

G A T (e
dimer is released inside the cell

The free PBD dimers bind ." D D D

P H
¥ in the minor groove of the

y ";N G Ohaome S ¢

- cell DNA and forms potent i

~ cytotoxic DNA cross-linksin  z o % . Y
a sequence-selective fashion. =

+ § T°F &
The cross-links resultin a Cytotoxic cross-links

stalled DNA replication fork,
blocking cell division and
causing cancer cell death

Stalled DNA replication fork

1. Hartley JA. The devel of lob

P ROTPY)

as antitumour agents. Expert Opin Investig Drugs 2011;20(6):733-744.



cancernetworn

= Polatuzumab Vedotin/R-CHP Meets Primary End Point of Progress
ree Survival for DLBCL in POLARIX Phase 3 Trial

POLARIX: A PHASE 3 STUDY OF POLATUZUMAB VEDOTIN (POLA) PLUS
RCHP VERSUS R-CHOP IN PATIENTS (PTS) WITH UNTREATED DLBCL



A Phase 3, randomized, open-label study of
Lonca combined with rituximab in R/R DLBCL?

A AL
LN fﬂllmu

K Follow-U
, Treatment Period i | y o
y g Period ‘ | [
3 ; s s g Y 1 |
Patient population \znf’lio-mmute IV infusions Lonca .
= e Cycles 1-2: 150 pg/kg IV Q3W
. e 1 ars 5
AJ‘» ’ 8ye nt. Non-randomized safety run-in (N=20) Cydes 3-8: 75 pg/kg IV Q3W Prof. Carmelo carlo-ste"a, MD
*EReEte a2 Lonca [andma Humanitas Universit
R/R DLBCL or high-grade B-cell Cydles 1-2: 150 IV Q3w 375 mg/n? IV Q3W Patients will y
- £ , y Hg/kg o 3 e,
tymphoma,* vith MYC-BCL2 and/or Cycles 3-8: 75 pg/kg IV Q3W be followed for Humanitas Clinical and Research Center
BCL6 rearrangements after 21 prior + rituximab e P L up to 4 years ;
multi-agent systemic treatment regimen 375 mg/m2 IV Q3W - nox.~ after EOT Milan, Italy

+ Lymphoma with active central nervous
system invoivement not permittedt

No prior R-GemOx or Lonca

+ Pnor CD19-directed therapy pemutted if
bropsy confirms CD19 expression

« AHCT or alloHCT permutted if received PRIMARY ENDPOINT
230 or 260 days prior to start of study « PFS
| rspectivel
e = SECONDARY ENDPOINTS
\ J + 0S8, ORR, CRR, DOR, safety, PK, HRQoL

*As defined by the World Health Organization ciassification of iymphoid neopiasms?, 'induding leptomeningeal disease

AHCT, autologous hematopoietic cell transplantation, alloHCT, allogenic hematopoietic cell transplantation, CD, cluster of differentation, CRR, complete response rate

DLBCL relapsedirefractory dffuse large B-cell lymphoma, DOR, duration of response, ECOG PS, Eastern Cooperative Oncology Group performance status, EOT, end of treatment

HRQoL. heaith-related quaity of Me, IV, mtravenous, Lonca, loncastuxamab tesimne-ipyl, ORR, overall response rate, OS, overall sunvival, PFS, progression-free sunival, PK. pharmacolanetics, Q2\W, every 2 weeks
Q3W, every 3 weeks, R-GemOx, ntuwaimab, gematabine, cxaliplatin, R/R, refapsed of refractory

1. CinicalTnals gov. NCT04384484. Available at DMIps //cinicaitrials. Qov/ct/show/NCT04384484 Accessed Apri 01, 2021, 2 Swerdlow SH, el al Blood 2016,127 2375-9%0
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O Epcoritamab

- Epcoritamab is a novel bispecific (CD3xCD20) T-cell-engaging antibody that promotes
activation of a patient’s own immune system (CD3+ T-cells) to attack and kill CD20+
malignant B-cells®*'® (Figure 1)

- The Fc domain of epcoritamab has been modified to silence Fc-mediated effector functions
(eg, antibody-dependent cellular cytotoxicity, antibody-dependent cellular phagocytosis, or
complement-dependent cytotoxicity) ensuring that epcoritamab does not activate T-cells
through IgG Fc receptor—mediated CD3 crosslinking®

- Preserved binding to the neonatal Fc receptor induces a long plasma half-life®
= Subcutaneous administration provides more convenient dosing and may improve safety®

Figure 1. Epcoritamab Mechanism of Action

B cell

Epcoritamab£?

(% ' Cytotoxic

az sint-jan 2 S
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CD19/CD3 BLINATUMOMAB

CD20/CD3 RG6026 GLOFITAMAB
CD20/CD3 MOSUNETUZUMAB
CD20/CD3 REGN1979 ODRONEXTAMAB
CD20/CD3 EPCORITAMAB

-~
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Immuno-T
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MOTION COMIC

IMMUNO-T IN MOTION

Deze tool legt immunotherapie
op een eenvoudige manier uit.

Welkom op de website van Immuno-T, de eerste motion comic om aan patiénten, en hun familie en
vrienden, uit te leggen hoe verschillende vormen van immunotherapie werken. Immuno-T werd

ontwikkeld door het UZ Gent en UGent, in de schoot van het Cancer Research Institute Gent (CRIG

sch Network Gent (ION). Immunotherapie is een recent ontwikkelde, totaal

en het Immunao-Oncologi
nieuwe, vorm van behandeling voor kanker. Het betekent een doorbraak in de behandeling van vele
kankers, en verdere ontwikkelingen stemmen onderzoekers en artsen hoopvol. Immunotherapie
werkt totaal anders dan de klassieke behandelingen van kanker, zoals chemotherapie of
radiotherapie (bestraling). Inmunotherapie gebruikt het immuunsysteem van de patiént om de
kankercellen aan te vallen en te doden. Er bestaan verschillende vormen van immunotherapie, die
allemaal complex zijn, en niet gemakkelijk uit te leggen. Daarom hebben we deze tool ontwikkeld.

versie (PC/Mac) / voor iPhone (via de App Store) / voor Android (via de

Gebruik Immuno-T we
Google Play Store).
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CIBMTR: Lymphoma alloHCT activity over time
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Revolutionaire therapie herprogrammeert aﬁveérsysteem

Genetisch gemanipuleerde
cellen verslaan leukemie -

De zevenjarige |
Emma Whitehead
dankt haar leven
aan een experimen- |-
tele bloedkanker-
therapie. Door een
variant van het hiv-
virus toe te voegen,
konden haar eigen
cellen leukemie
verslaan. Met succes. |

2
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Bron: De Morgen, 29 december 2012
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CD19-directed CAR-T for R/R DLBCL

FDA (2017)" and EMA (2018)? FDA (2017)* and EMA (2018)? FDA (2021) only5*

Axicabtagene ciloleucel® I Tisagenlecleucel® | Lisocabtagene maraleucel®
(Axi-cel) (Liso-cel)

Sonali M. Smith, MD, FASCO
University of Chicago

Chicago, IL, USA

Yescarta CD3Z Kymriah cox CD3C

Gene transfer: Retroviral Gene transfer: Lentiviral Gene transfer: Lentiviral

*The Marketing Authorisabion Appication for ksocablagene maraleucel was vaidated by the EMA on July 17, 2020 The submission is currently under centralized review

CAR-T, chimeric antigen receptor T-cell therapy, CD, duster of differentation, CO3. T-cell receptor zeta chain, DLBCL, diffuse large B-cell lymphoma, EMA, European Medianes Agency

FDA, Food and Drug Administration. R/R. relapsed of refractory

1 Yescarna® (axcabtagene cioleucel) [Prescnbing Information] Santa Monica, CA. Kite Pharma, inc Revised May 2020 Accessed Aprll 22, 2021, 2 Yescarta® (axicablagene cioleucel) [Summary of Product

Characternstics] The Nethertands, Kte Pharma EU BV Revised July 26, 2020 Ac ed Aprl 222021, 3. Kymriah™ (tisageniedieucsd) [Prescribing Information) East Hanoves, NJ, Novartis Pharmaceutscals
Corporation Revised December 2020 Accessed Apnl 22, 2021, 4 Kymriah™ (Bsageniedeucel) [Summary of Product Charactenstics) Ireland, Novarts Europharm Lid Revised March 07, 2021 Accessed Apnl UChicago
22,2021, 5 Breyanze® (ksocablagene maraleucel) [Prescnbing information) Bothwed, WA Bristol-Myers Squibb. Revised February 2021 Accessed Apnl 22, 2021, 6 Roex G, et al Pharmaceutics 202012 194 Medicine
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Approved CD19-directed CAR-T for R/R DLBCL: PFS
-
e Sule bl
Median PFS: 5.9 months Median PFS: NR Median PFS: 6 8 months
) - - () -
100 96% Cl: 3.3,15.0 ‘o 95% Cl: Not reported o 96% Cl: 3.3, 14.1
N\ Weiyun Z. Ai, MD, PhD
804 \ 0.8+ 80 XX;
\ T University of California San Francisco,
= 604 . > 06 2 6047 ! ¥
£ e ¥ £ £ ‘Ht Al San Francisco, CA, USA
w »n » | =—hy patients
& 404 TTN—— S - & 04 All patients & g0 T *_Hiﬁ._.—._,
t
201 02 20/ 3 L PR patients
-+t SDIPD patients
0+ ' . ' v y y v . v v v . 00+ y T - v 04
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 0 2 4 6 8 10 12 14 16 18 0 3 6 9 12 15 18 21 24 27 30
No. at risk Time (months) Time (months) Time (months)
No. censoced No atrish No. at sk
tmtcbertsercdiodanbaces et lobe e el K R L RIS "6 18 “ R 2 1 10 0 3 M 133 W0 T s & M B w
Median follow-up: 15.4 months? Median follow-up: 28.6 months Median follow-up: 18.8 months
DIRECT COMPARISONS CANNOT BE MADE IN THE ABSENCE OF HEAD-TO-HEAD TRIALS.
*Efficacy reported for the infused patient poputation (n=111), 'All efficacy endpoints, except for medan OS are reported with a median follow-up of 15 4 months  The medsan follow-up for median OS was 51 1 months
Ax-cel, aacablagene cloleucel, CAR-T, chimenc antigen receptor T-cell therapy, CD, duster of differentiabon, Cl, confidence interval, CR. compiete response; DLBCL, diffuse large B-cell iymphoma
iso-cel, ksocablagene marakeucel, NR, not reached, PD, progressive disease, PFS, progression-tree survival, PR, partial response, R/R, relapsed of refractory, SD, stable disease, tisa-cel, tisageniecieucel
Figures reprinted with permission L%:
1 Locke FL, et al Lancet Oncol 201920 31-42, 2 Schuster SJ, et al N Engl J Med 2019,380 45-56, 3 Abramson JS, el al Lance! 2020,396 839-52 v
N




Long term follow up of CAR-T pivotal studies

ZUMA-1: Overall Survival at 4 Years Juliet: DOR at 40 months
(mITT, n =101) (mITT, n = 115)

The KM estimate of the(3-year OS rate was@ 36-month PFS = 31%@nths oS = 3@
Median OS was 25.8 mo
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Jacobson CA et al. 2021 Transplantation & Cellular Therap ings of ASTCT and CIBMTR. Abstract 494.

o] G. Salles, New York, NY (USA




Limitations of CAR-T

Can only be administered at
certified CAR-T centers'?

o=

Not all patients have access
to CAR-T due to logistical complexity?

J
__Time | "

The time period between apheresis
and CAR-T infusion ranges from
2 to 5 weeks'

=1 effective bridging therapies,

increasing the risk of relapse?#

ERE
\
Time
: Not all patients are eligible for
(@
.

J

CAR-T, chimeric antigen receplor T-cell therapy

Limited data in patients >65 years
(many of whom are not suitable candidates
for CAR-T)>6

Only non-randomized study data
available;' randomized comparisons vs.
other therapies are ongoing’

High cost of individualized
CAR-T products and adverse
event management’

Resistance

\Iﬁ-
e
e

Not all patients respond and many
progress;' resistance mechanisms are
not clearly elucidated

1. Chavez JC, et al. Ther Adv Hematol. 2019,10 1-20, 2 Cahil KE, el al Leuk Lymphoma 2020,61.799-807; 3. Nastoupd LJ, et al J Cin Oncol. 2020,38,3119-28

4. Yakoub-Agha |, et al FHaematologica 2020,105297-316, 5 Kersten MJ, et al. Curr Opin Oncol. 2020,32 40817, 6. Neelapu SS, et al. Blood. 2020,1352106-9, 7. Vitale C, Strati P. Front Oncol 2020,10.849
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Weiyun Z. Ai, MD, PhD

University of California San Francisco,

San Francisco, CA, USA







