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Hvorfor tror vi | det hele tatt at immunterapi
skal hjelpe ved lymfom?

@Dkt forekomst av lymfom ved immunsuppresjon
— HIV

— Organtransplantasjon

— Medfgdte immundefekter

Monoklonale antistoffer (rituximab, obinituzumab)
Graft versus lymphoma effect
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Tre nye strategier for immunterapi ved
lymfom

* Checkpoint hemming I klassisk Hodgkin lymfom

« Kimeer antigen reseptor T-celler (CAR-T-celler)
ved lymfom

 Bispesifikke antistoffer
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WHO for dummies...

Hodgkin’s lymfom Diffust storcellet B-celle lymfom
14 % 31 %

Mantelcelle lymfom
Y Burkitt’s lymfom

(o)
6% 2 %
Lymfoblast-
lymfom
Follikulaert 1%
lymfom
22 %

Perifert T-celle
lymfom
6 %

Lymfocytaert lymfom/
6 %

Anaplastisk storcellet
lymfom
2 %

Lymfoplasmacytisk ~ Marginalsone
lymfom lymfom
1% 5%

Adaptert fra Nasjonalt handlingsprogram maligne lymfomer, januar 2019
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Hodgkins lymfom
-en malign B-celle sykdom

Nodulzert lymfocyttrikt HL
5%

(L&H celler; popcorn celler)

Klassisk HL
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Hodgkins lymfom

-en malign sykdom
L&H celler

B-celle genotype
Monoklonale
Delvis bevart B-celle fenotype
CD20, CD79a, Pax5
Oct2, BOB.1
Kan veere Ig+
Mangler CDX0 og CDX5

RS celler

w7

o

B-celle genotype (>98%)
Monoklonale
Mistet B-celle fenotype

CDRO, CD74a, Pax5

002, BOBX

Kan veere Ig+
Ekspresjon av CD30 og CD15 (>85%)
Opphav i germinalcenter celle
Apoptosedefekt? (NFkB, kB, IkBK,

TRAF1, LMP1, EBV)
Overuttrykk av PDL1 og L2
«Kringsatt av fiender —immune escape»



PD-L1 og L2 er overuttrykt | klassisk
Hodgkin lymfom
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Nye behandlingformer for klassisk Hodgkin lymfom

Brentuximab vedotin PD-1 inhibitorer
Antibody-Drug Conjugate Nivolumab, Pembrolizumab
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Virkningsmekansime for PD-1 hemmere

Tumorantigener

T-celle reseptor
v

PD-1 antistoff \

PD-1: Programmed death receptor; PD-L1: Programmed death ligand 1; MHC: Major histocompatibility

antigen Fra Aamdal E
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»Mutational burden» i Hodgkin og Reed
Sternberg celler

B ® Coding mutations
@ Clonal coding mutations
® Significantly mutated genes
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Alternativ mekanisme of PD-1 hemmer |
klassisk Hodgkin?

Makrofag
T-hjelper-celle

PD-1: Programmed death receptor; PD-L1: Programmed death ligand 1; MHC I/1l: Major
histocompatibility antigen class I/1l; KIR; Killer immunoglobulin-like receptor Carey et al 2017; Roemer at al 2018, Cader et al 2020
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Fase || Pembrolizumab — Keynote 087

All patients (N = 210)

n (%) 95% CI*
ORR 151 (71.9) 65.3-77.9
CRYT 58 (27.6) 21.7-34.2
PR 93 (44.3) 37.5-51.3
SD 23 (11.0) 7.1-16.0
PD 32 (15.2) 10.7-20.8
No assessment 4(1.9) 0.5-4.8

Events, PFS,* median  24-mo PFS,*

n (%) (95% Cl), mo %
All patients 120 (57.1)  13.7 (11.1-17.0) 31.3
CR 19 (32.8) NR (21.7-NR) 59.5

100
90 4
80
70
60
50 o
40 J
30 4
20
10 4

Progression-free survival, %

PR 53(57.0)  13.8(12.0-22.1) 29.1

No. at risk
210 167 134 106
58 55 50 44
93 90 72 52

12 15 18 21
Time, months

85 71 61 51
39 38 30 27
42 31 29 23

39 19 0 0
24 " 0 0
14 8 0 0

Chen et al 2019
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Fase Il Pembrolizumab — Keynote 087 —

endrer PD-1 hemming biologien?

Q0 4 :“mmmh

80 4 All patients, 90. 9%.

- Cohort 1, 92.5%
o\c’_ 7 Cohort 2, 90.6%
2 60 A
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0 3 6 Q 12 15 18 21 33
Time, months
No. at risk
210 207 205 198 190 186 178 175 0 Chen et al 2019
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Fase Il Nivolumab — Checkmate 205

All patients
Response (N = 243)
ORR, % (95% CI) 69 (63-75)
Best overall response
Complete remission 40 (16)
Partial remission 128 (b3)
Stable disease 47 (19)
Progressive disease 23 (9)
Unable to determine 5 (2)

£ 0.7 A

2 06

1.0
0.9
— 0.8 1
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a- 0.2

No. at risk:
CR
PR
SD

S 05-
£ 04+
P 03-

0.1 4

CR:22.2 (18.9 to NE) months
SD: 11.2 (6.3 to 18.3) months L‘
1 1 1 U 1 1 1 1
0 3 6 9 12 15 18 21 24
PES (months)
40 40 33 32 27 20 16 7 0
128 126 89 71 46 25 21 8 0
47 44 25 19 1 8 8 5 0

Armand et al 2018
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PD-1 hemmere | klassisk Hodgkin lymfom

Status; Estimated ClinicalTrials.gov

Trial Intervention Phase Completion Date NCT Reference
Combined with chemotherapy

Nivolumab and AVD in early-stage unfavorable HL It Recruiting; December 2020 NCT0O3004833

AB)VD foliowed by nivolumab as frontline therapy II Recruiting; January 2020 NCT03033914

Nivolumab wath ICE as second-line therapy Il Recruiting; April 2019 NCT03016871

Pembrolizumab with ICE as second-line therapy [ Recruiting; February 2020 NCT0D3077828

Pembrolizumab and combination chemotherapy in untreated patients Ii Not yet recruiting NCT03226249
Combined with brentuximab vedotin

Nivolumab plus brentuximab vedotin vs brentuximab alone in refapsed/refractory HL [l Recruiting; July 2023 NCT03138499

Nivolumab and brentuximab vedotin with or without ipilimumab in relapsed/refractory HL 1 Recruiting; June 2018 NCTO1896999

Nivolumab and brentuximab vedotin in oider patients with untreated HL Il Recruiting; May 2024 NCT02758717

Nivolumab and brentuximab vedotin after SCT in patients with relapsed/refractory HL Il Recruiting; April 2019 NCT03057795
Combined with BTK inhibitors

Ibrutinib and nivolumab in relapsed or refractory HL II Recruiting; May 2020 NCT02940301

ACP-196 (acalabrutinib) with pembrolizumab Al Ongoing; April 2021 NCT02362035
Combined with immunodulatory agents

Nivolumab and lenalidomide in relapsed or refractory NHL or HL ] Suspended; April 2020 NCT03015896

Pembrolizumab and lenalidomide In relapsed NHL and HL 1l Recruiting; August 2023 NCT02875067
Combined with HDAC inhibitors

Pembrolizumab and vorinostat in relapsed or refractory DLBCL, FL, or HL | Recruiting; July 2019 NCT03150329
Combined with radiotherapy

Pembrolizumab and ISRT for early-stage relapsed or primary refractory HL [ Recruiting; June 2020 NCT03179917

ABVD = adriamycin, bleomycin, vinblastine, dacarbazine, AVD = doxorubicin, vinblastine, and dacarbazing, BTK = Bruton tyrosine kinase, DLBCL = diffuse large B-cell lymphoma, FL=follicular lymphoma,
HDAC = histone deacetylase, HL =Hodgkin lymphoma, ICE = ifosfamide, carbopiatin, etoposide, ISRT = involived-site radiation therapy, NHL =non-Hodgkin lymphoma, SCT=stem cell transpiant.
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GHSG @

German Hodgkin Study Group

THE ABSCOPAL EFFECT OF RADIOTHERAPY AND
NIVOLUMAB TRIAL

A RE-6 RE-12
RT 20Gy PD: biopsy PD: biopsy
relapsed/refractory wid4-w3d2
Hodgkin lymphoma
- PDonanti-PD1
- SD >6 months N N N N \ [\ [\ N [\ N N [\
on anti-PD1 000
wildl w3d1l wil2 w24
B same regimen !
— in additional —>
>1AR n=20 23AR
20Gy RT +
” 6x Nivolumab
n=9
0AR
end of trial
( | )
Y Y
l Stage | Stage ll |
lf
Phase Il
Fra Brockelmann P
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PD-1 hemmere | andre former for lymfom

Type lymfom Antall Overall response Referanse

pasienter rate
PMBCL 17 41 Zinzani PL et al, 2017
MF/SS 24 38 Khodadoust MS et al, 2020
RT 9 4 Ding W et al, 2017
PTCL 5 40 Lesokhin AM et al, 2016
FL 10 40 Lesokhin AM et al, 2016
DLBCL 11 36 Lesokhin AM et al, 2016
PTL ?
PCNSL ?
CLL 16 0 Ding W et al, 2017
Myelomatose 27 1 Lesokhin AM et al, 2016

PMBCL, Primary mediastinal B-cell ymphoma; MF, Mycosis fungoides; SS, Sezary syndrome; PTCL, Peripheral T-cell ymphoma; FL, Follicular lymphoma; DLBCL, Diffuse large B-cell
lymphoma; PTL, Primary Testicular Lymphoma; PCNSL, Primary central nervous system lymphoma; CLL, Chronic lymphocytic leukemia
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CD19 og CD 20: Gode mal for immunterapi ved
B-celle neoplasier

« (CD19/CD20 ekspresjon er begrenset til B-celler og B-celle forstadier?

— er ikke uttrykt pa hematopoietiske stamceller eller
plasmaceller !

* Mennesker kan klare seg uten B-celler
 CD19/CD 20 er uttrykt pa de fleste B-celle neoplasier

— KLL, B-ALL, DLBCL, FL, MCL*!

CD19 expression

CD20 expressmn

e ® ® o @ e

Hematopoietic Pro-B Pre-B Immature Mature Activated Memory Plasma
stem cell (lgM) (IgM, IgD) B cell B cell cell
(I9G, 1gA) (19G)

1. Scheuermann RH, et al. Leuk Lymphoma. 1995;18:385-397

Image adapted from Janeway CA, Travers P, Walport M, et al. Immunobiology. 5th ed. New York, NY: Garland Science; 2001:221-293; Scheuermann RH, et al. Leuk Lymphoma.
1995;18:385-397; and Feldman M, Marini JC. Cell cooperation in the antibody response. In: Roitt |, Brostoff J, Male D, eds. Immunology. 6th ed. Maryland Heights, Missouri:
Mosby;2001:131-146.



Rituximab - virkningsmekanismer

Antistoff avhengig
cellulaer

cytotoksistet (ADCC)
Komplement

NK-celler, avhengig
makrofager, cR cytotoksistet
monocytter (cDC)

C1

FcyR
Intracellulaer v

signalering

C3

CD20

Tumor antigen

MHC molekyl

Peptid

T-celle reseptor

Aktivert T-celle

FcyR: Fc gamma reseptor; CR3: Komplementreseptor 3; C1 og C3: Komplementfaktorer 1 og 3; NK-celler: Natural killer celler



T-celle reseptor eller antistoffer?
Kimaere antigen reseptorer

Heavy Chain

~—

15! Generation 2"d Generation 3™ Generation

ScFv

Transmembrane Domain

Costimulatory
cDag Molecule

CcD27/CD28 CD27/CD28
CD134/CD137 etc. CD134/CD137 ete.

‘. 4 coat Sxcdo
’ GDax

Intracellular Domain

Adaptert fra Milne AA 1926; Hughes-Parry et al 2019
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CAR T-celler: Pasientens egne T celler far nye

“kimaere antigen reseptorer”

Flere firma har utviklet CAR T-celler
mot CD19, ettervhert flere andre
targets

Gen-terapi som setter inn nye kimaere
reseptorer mot CD 19 pa T celler

CAR19 T celler ment a drepe alle
celler med CD19 pa overflaten

CAR19 cellene ment a overleve i
pasienten over tid

Adaptert fra Holte H

Anti-CD19
CAR konstrukt




CAR-T behandling i klinikken

e (CTLO19 terapi innebaerer adoptiv overfgring av autologe T celler som er
genetisk modifisert til 8 uttrykke den kimaere anti-CD19 reseptoren

1. Leukaferese: pasientens T

1-3
Modified T-cell infusion Ce"er thteS

<

s

N
o Leukapheresis '?EU e
y 2. T celler blir genetisk
A ‘ - trandusert og aktivert ex vivo

f ‘
A~
- /l/ - \ med genkonstrukt som koder for
N anti-CD19 CAR?3
e - / N— & |
if O cremotherapy 3. CTLO19 celler blir ekspandert
\ | ex vivo pa antistoff-dekkede
! \

Antbody-cozted magnetiske kulert-3

)

transduction® A Modified T-cell
expansion®

lymfodeplesjon - en
lymfotoksisk kjemoterapi rett for
reinfujsont-3

Gt

beads \I . ' *
A HMI @ 1-cen activation/ /j p g$ 4. Pasienten far kjemoterapi for

5. CTLO19 celler blir reinfudert
pasientent3

a Cellular reprogramming and ex vivo expansion are conducted at a cell processing facility.

1. Kalos M, et al. Sci Transl Med. 2011;3(95):95ra73.
2. Porter DL, et al. J Cancer. 2011;2:331-332.

3. Porter DL, et al. New Engl J Med. 2011;365(8):725-733. Adaptert fra Holte H



Mange CAR T celle studier 1 akutt lymfatisk
leukemi: Klinisk respons hos ca 80%

.yneter > Verden

Nvheter | Verden . .
UPenn and Novartis form alliance

Kurerte kreft med HIV-virus on T Cell therapy for cancer
patients

CANCER RESEARCH | AUGUST 6, 2012 | BY: YVONNE P MAZZULO | + Subscribe

2) T Cell 3) T Cell Adoptive  4) Patient

Transfer Monitoring

a) Disease response
~CT scans

Emma Whitehead er n& tilbake p3 skolen, og er helt kreftfri. Moren Kari |
|
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|
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] DOI: 10.1126/scitransimed.3005930
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JULIET: CAR19 for refrakteert/residivert diffust storcellet
B-celle lymfom

B Progression-free Survival

1.04
(
0 ()j%_'b‘—‘_\—i_\:;;‘““ with complete response
%b 0.8 = L as . )
ES 06
&5 al
‘s'g 0.5
2 x 4 All patients
i3
. . ®a 03
Objektiv tumor respons 2 o
0.1
Rate 95 % 0.0 T T T T T T T T T
. 0 2 gl 6 8 10 12 14 16 18
Confidence . :
Months since Infusion
interval No. at Risk
Patients with 40 39 39 36 35 35 33 31 31 29 24 23 15 9 9 9 8 7 2
complete
Overa” 52% 41'62% response
All patients 111 65 38 34 32 25 16 10 9 3
Complete
40 % 10
response 1 — v
09 ——  Primary refractory
. 2 08+ —  Relapse=12month
Partial £ e
12 % 5 . ‘
response £ o Median OS was 6.3 (range, 5.9-7.0)
£ 03
@
o °2 —
0.1 J
00
O 10 20 30 40 50 60 70 80 SO 100 110 120 130 140
Months from Commencement of Salvage Therapy
Schuster et al 2019; Crump et al 2017
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Zuma-1: CAR19 for refraktaert/residivert diffust storcellet
B-celle lymfom

Investigator-assessed  IRC-assessed

(n=101) (n=101)
Objective response* 84 (83%) 75 (74%)
Complete responset 59 (58%) 55 (54%)
Partial response 25 (25%) 20 (20%)
Ongoing responset 39 (39%) 36 (36%)
Complete response 37 (37%) 35(35%)
Partial response 2 (2%) 1(1%)

100 Median progression-free survival 5.9 months (95% Cl 3-3-15-0)
80

60—

40

Progression-free survival (%)

20+

O T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 1
0 1 2 3 4 § é 7 é g 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32
Number at risk

(number censored) 101 95 85 66 58 55 49 47 46 45 44 44 44 42 40 38 37 37 37 36 36 36 36 34 21 3 3 3 3 3 2 0O -
0 (© (@ © @ @O @O OO @O @O@OOE @@ @@ @M@ @ @ 06 @a9)E7)GE7)E)E7)E7)(38)40) -

Locke et al 2019
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Belinda: CAR19 for refrakteert/residivert diffust storcellet
B-celle lymfom

Bridging chemo Follow-up
as needed

. Week 6 for
treatment
decision

. Week 12 +/1w
for disease
assessment

. q3mto M12
q6ém to M24

®  annualtoM60

n=318 randomized 1:1,
stratification by region (NAv. ROW),
refractory/relapsed <émv. 6-12m,
IPI (<2 v. 22)

mz—zmmxmml
4 Aa~-Amwuv x5 o

Crossover allowed,
if no response at 12
weeks by BIRC until
SD/PD 1 year post ASCT
BIRC

- A~ =- m D ~ s N B

Ifthe patientresponds to
1 or morecycles of SOC2,

CR/PR every attempt should be
made to bring the patient
to ASCT

HHE

Start CTLO19
A Therapy manufacture if PD/SD
required ot week 6

(n="107) 1° Endpoint: EFS
EFS event:
Week 6 Week 12 .

SD/PD by BRC
at/after week 12 +
ASCT: autologous hematopoietic stem cell transpiant; BIRC: Blinded Independent Review Committee; HD: High dose chemotherapy; LD: lymphodepietion; iw

M: Manufacturing; CR: complete response: PR: partial response; SD: stable disease; PD: progressive disease; APH: leukapheress; IPI: International . Death at any time
Prognostic Index (1993); R: Randomization

Oslo (YY)
University Hospital °




CAR 19 T-celler i follikulaere lymfomer

Follikulzere lymfomer n=8 Transformerte lymfomer n=13
Rate komplett remisjon 88 % Rate komplett remisjon 46 %
A B
1.00 4 — 1.00 4
= . + 4 + J =
= 0.75 - = 0.75 -
= =
_§_ 0.50 1 _§_ 0.50 1 Patients with complete remission
< 0.25 1 £ 0.25 -+ All patients
(. [m .
O‘OO i ] ] 1 1 1 1 ] O.OO 1 1 1 1 I ] 1 1
0 6 12 18 24 30 36 0 6 12 18 24 30 36
Months after CAR-T cell infusion Months after CAR-T cell infusion
No. at risk No. at risk
—_— | 13 4 3 2 2 2 2
— L8 / / / 2 ! L — L 4 3 2 2 2 2

Hirayama et al 2019
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ELARA-studien: Fgrste norske pasient

Fér Kymriah®

, 3 maneder etter Kymriah®
(Tisagenlecleucel)

2004 Follikuleert lymfom
2004 Oral kjemoterapi

2011 R-CHOP x 6

2011-13 R vedlikehold

2017 HMAS

2018 Tilbakefall

2019 CAR19 T-celler i Elara
studien

Desember 2020
Komplett remisjon

c\ Oslo ’
University Hospital °



CAR 19 T-celler i mantelcelle lymfomer

Best Response

1004 56 (93) Complete response
90+ M Partial response
80+
w
£ 704
2
g 07 40 (67) ) )
% 504 C Progression-free Survival
£ i
§ 40 100~
3 30
20 v S 80—
10~ £.0
2(3) 2(3) a 2
0- s 5 60-
Objective Stable Progressive & B ' } ' HHH H
Response Disease Disease ‘-5 o
o
5 407
[=]
Y <
QU =
&2 20-
Median, not reached (95% ClI, 9.2-NE)
0

I I I I I I I I | | I I I I I I |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Months
No. at Risk 60 54 43 38 31 17 16 1513 121211 4 2 2 1 0

Wang et al 2020
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Toksisitet ved CAR19 T-celle terapl

* Cytokine release syndrom (CRS)
» Reversibel, «on target» toksisitet
« Relatert til tumor byrde
« Feber, blodtrykksfall, respirasjonsproblemer...overvakning!
« Sannsynlig i stor grad relatert til Interleukin-6
« Tidlig behandling med tocilizumab +/- steroider

 Nevrotoksistet

« Mange mulige symptomer, monitorering
« Mekanismene uklare*
« Steroider

* Tumor lyse syndrom
* B-celle aplasi med behov for gammaglobuliner

*Hunter et al 2019

‘ o Oslo °
University Hospital | | °



Table 6-2

CRS management

CRS severity

Symptomatic
treatment

Tocilizumab

Corticosteroids

Mild symptoms requiring
symptomatic treatment
only e.g. low fever,
fatigue, anorexia, etc.

1 Exclude other causes
(e.g. infection) and treat
specific symptoms with
e.g. antipyretics, anti-
emetics, anti-
analgesics, etc.

If neutropenic,
administer antibiotics
per local guidelines

Not applicable

Not applicable

Symptoms requiring
moderate intervention:
- high fever

- hypoxia

- mild hypotension

2 Antipyretics, oxygen,
intravenous fluids
and/or low dose
vasopressors as
needed.

Symptoms requiring
aggressive intervention:
Hypoxia requiring high-
flow oxygen
supplementation or

3 High-flow oxygen
Intravenous fluids and
high-dose*
vasopressor/s

If no improvement after

symptomatic treatment

administer tocilizumab i.v.

over 1 hour:

- 8 mg/kg (max. 800 mg)
if body weight = 30 kg

- 12 mg/kg if body weight
<30 kg

If no improvement within
12-18 hours of
tocilizumab, administer
a daily dose of 2 mg/kg
i.v. methylprednisolone
(or equivalent) until
vasopressor and oxygen
no longer need, then
taper*”

Hypotension requiring
high-dose or multiple
vasopressors

Treat other organ
toxicities as per local
guidelines

Life-threatening

symptoms:

— Hemodynamic
instability despite i.v.
fluids and vasopressors

— Worsening respiratory
distress

— Rapid clinical
deterioration

4 Mechanical ventilation
Intravenous fluids and
high-dose™*
vasopressor/s
Treat other organ
toxicities as per local
guidelines

If no improvement, repeat

every 8 hours (max total of 4

doses)*™*

Cancor
TaLICCr

CARIOX
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Kan bispesifikke antistoffer veere fremtiden?

o-CD19 mAb Blinatumomab 0-CD3 mAb
VH

V, h,

~" Single-chain
antibody

>
S

Linker

Tumor cell T cell

Litzow MR, 2014; Wu J et al, 2015
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Mange varianter av bispesifikke antistoffer

Symmetric
IgG and IgG-like molecules

Bivalent Tetravalent
Asymmetric IgG and

Antibody i i
conjugates
T IgG-like molecules
Antigen-binding sites E
of 2 antibodies

YN\

Small molecules Non-immunoglobulin
fusion proteins

R +

Drug Discovery Today
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Anti Anti
CD3 CD20

A\

Mosunetuzumab antitumor activity in patients
with R/R FL across dose levels

100 =
™ 0.4/1.0/2.8mg
40 * ORR: 42/62 (67.7%) H 0.8/2.0/4.2mg
1.0/2.0/6_0mg
Q 60 *» CR: 32/62 (51.6% W 0.8/2.0/6.0m
1 g
B 4o W 1.0/2.0/9.0mg
E M 1.0/2.0/13.5mg
@ Z20w=
S (o 0o oo pp o enp e on a0 b e b o b i 2 ca s cn o br o o o8 o Ca o PR o e R 2 PR C2 PR BD or on o5 B o e cE o ca o e oo o
£
© 20=
= -40
E -
/ZNN R
o -60-
-804
100= 50% reduction {dashed line) = criterion for PR based on CT
Patients
Assessment of higher dose levels is ongoing
SPD, sum of product dameber 1. Cheson BD, et al. J Ciin Oncol 3007, 25(5): 57556
Assouline S et al, 2020
c\ Oslo .
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Subcutaneous epcoritamab in relpased/refractory B ceII
Non Hodgkin lymphomas

Best percent change from baseline in tumor size

100 4
75
50
25
0

Best change from baseline in fumor size (%)

-125 -

C Oslo
‘% University Hospital

PD PD PD FPD pn
-25
50 A
PR pR
*
*

DLECL FL
12-60 mg

DLBL 248 mq: 6/10 patients
have an ongoing response

I:"DI
CR
PR -
+ CR
TR cr cr cr PR PR ¢crR cr
% " em L] L
* . T8 crR crR * @
* * -+
12mg M 2dmg EM2Emg B E0mg 0.76 mg 3mg

* 5iill on treatment @ Patients who did not have a PET scan 4 Prior CAR-T

Department of Oncology, Lymphoma Programme

0.76—48 mg

PR
.

PR

Emg M 12mg M 24mg M45mg

CBZO

\&

MCL
0.76-48 mg

s
o I
PR
cR
*

12mg 24 mg 43 mg

{:"I
% GCR
*

Hutchings M et al, 2020



Glofitamab Step-Up Dosing Induces High Response Rates
in Patients with Hard-to-treat Refractory or Relapsed (R/R)
Non-Hodgkin Lymphoma (NHL)

Glofitamab
High avidity binding
1o CD20 on B cells
++

Aggressive NHL"

100 =
CR: 53.6%

5090 ORR: 60.7%

) N OB @
& o a8 & a
[ [ 1 [ ] [ ] [ ]

Best % change in
sum of product diameter

I
=

-G -

Patiants assessed by CT and Lugana criterla.' Dashad INes represent 50% reduction In sum of product paramaters (criterion for PR based on CT).
*N=23; 2 patients did not have 3 response assessment and 3 did not have basaline SPOD reponiad at ime of CCOD.

TN=18; & pafients did not have a respanse assessment at ime of CCOD.
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1. Cheson BD, &1 al. J Clin Oncol 2014,32-30559-68.
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