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Therapeutische Entwicklung beim Follikularen Lymphom (1/2)

FDA approved
. EMA approved
R maintenance (1L FL) R-SC (NHL)
R-chemo (1L FL) .
Idelalisib (3L + R/RFL
R (R/RFL) elalisib (3L +R/RFL) Copanlisib (3L + R/RFL)

o000 OO0 —

R maintenance (1L FL)?

1998

R maintenance (R/RFL) G-chemo (1L FL)

. R-chemo (1L FL)
. R (chemoresistant or R/RFL) . R-SC (NHL)

. G-benda (R/RFL)
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Therapeutische Entwicklung beim Follikularen Lymphom (2/2)

FDA approved

. EMA approved
O EU CHMP positive opinion

Duvelisib (3L+ R/R FL)

R-Len (R/R

Tazemetostat (R/R FL)

FL)

Axi-cel(3L+ R/RFL)

Umbralisib (4L+ R/RFL)

Duvelisib (3L+ R/RFL)

Tisa-cel (3L+ R/RFL)
Mosunetuzumab (3L+ R/R FL)

Axi-cel(4L+ R/RFL)

Investigational agents
aCD19 antibodies: tafasitamab
aCD19 antibody-drug conjugates: loncastuximab tesirine
aCD47 antibodies: magrolimab, SRF231
EZH2-inhibitors: tazemetostat
Antibody-radionuclide conjugates: lilotomab

Bispecific antibodies: mosunetuzumab, glofitamab,
epcoritamab, odronextamab, plamotamab

CAR-Ts: liso-cel, tisa-cel, axi-cel

BTK inhibitors: ibrutinib, zanubrutinib

IL-15 superagonist: N-803 (ALT-803)
Immunomodulatory agents: Len combinations

PI3K inhibitors: zandelisib, parsaclisib




ESMO / EHA Guidelines 2021
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Newly diagnosed and relapsed follicular lymphoma: Esmo Clinical Practice
Guidelines for diagnosis, treatment and follow-up

M. Dreyiing', . Ghictmini’, s Rule’, 6. Salles™, M. Ladetto®, 5. H Taning, i Hevfarth, 1. . Soymour” g . Jerkeman,
on behaif of the ESMO Guidelines Committee”
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First-line treatment of advanced FL (stage Ill-1V)

+ V
V -
¢ ptom Patient priority
'“ﬂ'v' : s . Long remission
Slﬂﬂe‘P = :ﬂ:b;::,:;r:;s Better quality of life
I
FUPI1-2 Life-/organ-threatening
Grade

Choose among

I +
i Mild symptom

Asymptomatic cases:
Watch-and-wait [1, A]

High tumour burden:

ImmunoChT
Non-ChT treatment [l C] (G/R-B, G/R-CHOP, G/R-CVP) [1, A]

Rituximab [ill, B]

Consider: -
Antibody maintenance (or radioimmunotherapy)

In selected cases:
Rituximab-lenalidomide® [I, C]

aAnn Arbor classification; Poff-label
Dreyling et al. Ann Oncol 2021;32:298-308



Der Verlauf eines follikularen Lymphoms

Je hoher die Therapielinie, desto kurzer das PFS

1L Therapie 2L Therapie 3L Therapie 4L Therapie 5L Therapie
PFS 6.62 PFS 1.50 PFS 0.83 PFS 0.69 PFS 0.68

Jahre Jahre Jahre Jahre Jahre

OS bei POD24 Patienten (National LymphoCare Study database)

1.0 4
0.8
z POD24 Reference
> = o6 (n=110) (n=420)
g 2-year 0S, % (95% Cl) 68 (58.2-76.3) 97 (94.6-98.1)
-Tas 0.4 4
z 5-year 0S, % (95% Cl) 50 (39.4-59.2) 90 (86.2-92.4)
oW
0.2
—— Reference Median follow-up: 7 years
—— POD24
L 0 1'2 2'4 3'6 4|a 6'0 7'2 8'4 9'6 Casulo C et al. JClin Oncol 2015;33(23):2516-22
Time from risk-defining events (months)
No. atrisk
Early POD 110 82 66 56 50 42 32 14 3

\ /

UNIKLINIK ‘ Reference 420 408 387 363 344 253 145 34 0

KOLN Link BK et al. Br J Haematol 2019;184:660-3



Management von POD24-Patienten

Patienten mit POD24 haben eine schlechte Prognose

Eine optimale Therapie flr diese Patienten ist bisher nicht
definiert.

Es gibt keinen randomisierten Vergleich zwischen
verschiedenen Therapieansatzen.

Bei fitten Patienten in Remission scheint die ASCT Vorteile
Zu bringen.

100 ~ 1.00
80 ~
— 075
=
£ 60 - 8
= o
=1 a2 050
= =
o 40 A g
- 2
® 55 — POD>24: ASCT
20 A ’ POD=24: no transplant/no cytoreduction-failure
=— HCT —— POD24: ASCT
= No HCT p-value at 5 years: 0.05 — POD24: no transplant/no cytoreduction-failure
0 B 1 1 1 1 T O T T T T T T T T T T T T T T T T T
0 1 2 3 4 5 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17
Years Years after 2L treatment
Early ASCT (n=123) No ASCT (n=174) ASCT (n=123) No ASCT (n=174)
5-year OS, % (95% CI) 73 (66-81) 60 (52-67) 5-year OS, % 7 59
p-value 0.05 HR (95% CI), p-value 0.54 (0.30-0.95), p=0.031

Casulo et al., Biol Blood Marrow Transplant 2018;24:1163-71 Jurinovic et al., Biol Blood Marrow Transplant 2018;24:1172-9



Moglichkeiten der Risikostratifikation

Baseline PET!

Patienten mit niedrigem
TMTV (< 510 mm3) haben
eine bessere Prognose:

- 5-year PFS: 33% vs
65%
(p < 0.001)

- 5-year OS: 85% vs 95%
(p =0.010)

/%% | UNIKLINIK
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EOI PET?

Patienten mit negativem
PET nach der Erstlinie
haben eine bessere

Prognose:

- 4-year PFS: 23% vs
63%
(p < 0.0001)

« 4-year OS: 87% vs 97%
(p = 0.0002)

1. Meignan M et al. J Clin Oncol 2016;34:3618-26; 2. Trotman J et al. Lancet Haematol 2014;1:e17-27; 3. Cottereau AS et al. Blood 2018;131:2449-53

Baseline and EOI
PET3

Patienten mit 1 oder 2
Risikofaktoren (hohes
TMTV, positives EOI PET)
haben eine schlechtere
Prognose:

2-year PFS: 90%, 61%
und 46% fur Patienten mit
keinem, einem oder zwei
Risikofaktoren

Weitere mogliche
Kriterien

- MRD
- ctDNA

- Genetische/molekulare
Risikostratifikation
(m7FLIPI)

- Zusammensetzung des
Microenvironments




Vorgehen bei Patienten mit rezidivierten/refraktaren FL

Patienten mit r/r FL

|
| | | |

Patienten-Charakteristik Bisherige Therapie Therapieverlauf Aktueller Kranheitsstatus

« Komorbiditaten/Organ- + Anzahl an Therapielinien + Dauer der Remissionen * Transformation?
funktionen * Therapieregime « POD24? * Krankheitsaktivitat

« ECOG « Anthrazykline ja/nein? * Symptome

» Patienten-Praferenzen * Behandlungsindikation

#4985 | UNIKLINIK
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Therapeutische Uberlegungen bei r/r FL
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Eine Re-Biopsie ist grundsatzlich anzustreben.
Nach Maoglichkeit sollte der Patient in eine klinische Studie eingeschlossen werden.

Im ersten Rezidiv kann eine erneute Chemotherapie uberlegt werden (Ausnahme
POD24).

Ist der Patient fit fUr eine autologe Transplantation und nicht Chemo-refraktar, ist die
ASCT im zweiten Rezidiv zu prufen (Ausnahme POD24).

Ist der Patient Rituximab-refraktar: Prufe Obinutuzumab/Bendamustin

Ist der Patient Chemo-refraktar; Prufe Lenalidomid/Rituximab

Insbesondere durch die Einfihrung der T-Zell-vermittelten Therapien wird
sich die Behandlung des FL in Kdrze grundlegend verandern!



Mechanism of action: T-cell engaging therapies

¢ CAR-T cell

b ADC .

°® | CD3
s ® ®// Anti-cD3
® ¥/ Anti-CD19

&
Killing

Malignant B cell

CDC
ADCC
ADCP
Direct apoptosis %
Blocking

® Killing

ADCC, antibody-dependent cellular cytotoxicity; ADCP, antibody-dependent cellular phagocytosis; BiTE, bispecific T-cell engagers; BsAb, bispecific T cell-
UNIKLINIK engaging tandem scFvantibody; CAR, chimeric antigen receptor; CDC, complement-dependent cytoxicity; mAbs, monoclonal antibodies
‘ ‘ HoydahlLS et al. Antibodies 2019;8:32
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Mosunetuzumab (n=90, Phase l/ll, ab 3. Linie)

Anti-tumor efficacy

Best percentage change from baseline in tumor SPD*

100 Best response (PET/CT)
80 = CR
o PR
60 = 5D
40 = PD
20
£
& 0

o O

Best change (%) from baseline in tumor

i

Wl Progression-free survival

*in all patients with a baseline and 21 post-baseline SPD available; PD, progressive di SPD, sum of preduct diameters
Progression-free survival (N=90)

10 - Median PFS:
17.9 months (95% CI: 10.1, NE)
0.8
Z 06
el
©
Q9
o
a 04
0.2
0.0
0 2 4 6 8 10 12 14 16 18 20 22 24
Patients Time from the first response (months)
atrisk 90 80 66 56 55 486 39 35 26 15 12 10 3

KOLN

UNIKLINIK‘

Budde et al. ASH 2021, Abstract 127



Mosunetuzumab (n=90, Phase l/ll, ab 3. Linie)

Comparable response rates
in high-risk subgroups

CR rate (95% Cl) by IRF ORR (95% Cl) by IRF

All patients 60% (49%, 70%) —— 80% (70%, 88%) ——
Age
<65 years (n=60) 55% (42%, 68%) —ei 77% (64%, 87%) e
265 years (n=30) 70% (51%, 85%) ——— 87% (69%, 96%) ———
Number of prior therapies
2 (n=34) 74% (56%, 87%) H——i 85% (69%, 95%) —to—
23 (n=56) 52% (38%, 65%) —e—ts 77% (64%, 87%) —ein
RIR to last prior therapy
Yes (n=62) 52% (39%, 65%) ——t 77% (65%, 87%) —a—
No (n=28) 79% (59%, 92%) —e—s 86% (67%, 96%) e
Double refractory
Yes (n=48) 50% (35%, 65%) ——t 71% (56%, 83%) —e—t =
No (=42 7iv 554, 455 e s0% (7%, 7%) e Cytokine release syndrome
POD24
Yes (n=47) 57% (42%, 72%) —e— 85% (72%, 94%) —e—
No (n=43) 63% (47%, 77%) —je— 74% (59%, 86%) —et N (%) N=90
0.00 025 050 0.75 1.00 000 025 050 0.75 1.00
CRS (any Grade)* 40 (44.4%) CRS by Cycle and Grade
0,
Grade 1 23 (25‘6 A)) Grade 1 ®mGrade2 mGrade3 mGrade 4
Grade 2 15 (16.7%) 50
Grade 3 1(1.1%) , c ‘
Grade 4 1(1.1%)t 0 36.4%
s .
Median time to CRS onset, hours e 30
(range) g 23.3%
— o
C1D1 5.2(1.2-23.7) £ 5
C1D15 26.6 (0.1-390.9)
10.3%
Median CRS duration, days (range) 3(1-29) 10 5.6% -
Corticosteroids for CRS management 10 (11.1%) 0
Mosunetuzumab C1D1-7 C1D8-14 C1D15-21  C2 C3+
Tocilizumab for CRS management 7 (7.8%) dose 1mg 2mg 60mg 60mg 30mg

+ CRS was predominately low Grade and in Cycle 1. All events resolved.

UNIKLINIK
KOLN

‘ *assessed using ASTCT criteria’; Tpatient with leukemic phase FL 1. Lee et al. Biol Blood Marrow Transplant 20192019,25:625-38

Budde et al. ASH 2021, Abstract 127



ELARA: Tisa-Cel beim rezidivierten/refraktaren FL

Phase-Il-Studie mit 94 Patienten ab der 3. Therapielinie (refraktar / Rezidiv < 6 Monate)

Kaplan-Meier Curve of PFS per IRC Assessment

100 4

80 4

60 - Censoring times O
1 All patients (N=94) _o
40 Number of events [n)

1 Al patients: 37

20| Kaplan-Meier medians
All patients: 29.5 months, 95% CI [17.9-NE]

Probability (%) of eventfree

r - 1 11 1T T T T "1 ™ T T T "™ 1T T°' T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Time (months)

Number of subjects still at risk
All subjects 94 91 77 67 63 59 52 a1 a1 28 13 13 5 1 1

Medianes PFS: 29,5 Monate

% | UNIKLINIK
2 | KOLN

Events innerhalb der ersten 8 Wochen

Patienten mit CRS

CRS Grad
Grade 1
Grade 2
Grade 3/4

Medianer Beginn des CRS (Tag)
Min-Max

Mediane Dauer des CRS (Tage)
Min-Max

Thieblemont et al. ASH-Abstract 2021: 131

All Patienten
(N=97) (%)

48.5

27.8
20.6
0
4.0
1-14
4.0
1-24



ZUMA-5: Axi-Cel beim rezidivierten/refraktaren FL

Phase-Il-Studie mit 124 Patienten ab der 3. Therapielinie

PFS and OS

Progression-Free Survival Overall Survival

1004
®
= 80
E ®
a § 60 N ie—
¢ g
¥ 5
5 ,—3 40
2 ]
gé, 50 Estimated PFs FL (n=86) MZL (n=24) 1P t 1 é 50| Estimated 0S FL (n=86) MZL (n=24) Al =1
& Median (95% Cl),mo  39.6(25.7-NE)  17.3(9.2-NE)  39.6 (23.6-NE) Median (95% Cl), mo NR (39.6-NE)  NR (18.7-NE) NR (39.6-NE)
o4 24morate (95%CI), %  63.4(51.6-73.0) 47.4(23.1-68.4) 60.1(49.4-69.2) o 24-morate (95% cl), % 81.2(71.2-88.1) 69.9(44.0-85.5) 79.1(70.0-85.7)
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44
Months Months
No. at Risk No. at Risk
FL 8 83 74 69 65 62 60 S5 53 53 49 48 27 13 12 1 10 9 4 1 ) FL 8 84 84 83 8 8 8 77 76 75 75 74 69 60 S3 40 28 17 15 1 4 2 1
24 21 19 19 17 15 10 7 T 6 4 4 3 24 24 24 23 2 2 15 17 14 12 11 11 8 6

3 3 2 2 2 1 0

110 104 93 8 82 77 70 6 43 30 19 17 12 4 2 1

62 60 59 53 52 30 13 12 1 10 9 7 1 0 110 108 108 106 105 105 99 94 90 87 8 85 77 66

* Median OS was not yet reached in efficacy-eligible patients with FL or MZL

* Among patients with FL, 3 deaths occurred after Month 24?; no disease progression events occurred
after Month 24

2 0f the 3 deaths, 2 were from COVID-19 and 1 was from sepsis.
FL, follicular lymphoma; MZL, marginal zone lymphoma; NE, not estimable; NR, not reached; OS, overall survival; PFS, progression-free survival.

UNIKLINIK
KOLN

Efficacy Outcomes in Patients With FL by POD24 Status

Follicular Lymphoma (n=78)

Parameter (95% Cl) Wi:::gl))Z4 With(‘:‘ u=tzl;())D24
Median DOR, months 38.6 (14.5-NE) NR (24.7-NE)
24-month rate, % 61.1 (44.3-74.3) 72.4 (50.2-85.9)
Median PFS, months 39.6 (13.1-NE) NR (25.7-NE)
24-month rate, % 57.3 (41.2-70.4) 73.0 (51.1-86.2)
Median OS, months NR (39.6—-NE) NR (NE-NE)
24-month rate, % 77.6 (63.1-86.9) 85.9 (66.7-94.5)

* Patients with FL who had POD24 benefitted from axi-cel, with estimated medians and 24-month rates
of DOR and PFS consistent with all efficacy-eligible patients

- Medians of DOR and PFS among patients without POD24 were not yet reached at data cutoff

a Axi-cel-treated patients with FL and available efficacy data on progression after an anti-CD20 mAb + alkylating agent were included in the POD24 analysis.
Axi-cel, axicabtagene ciloleucel; DOR, duration of response; FL, follicular lymphoma; mAb, monoclonal antibody; NE, not estimable; NR, not reached; OS, overall survival; PFS, progression-free survival;

5 POD?24, progression of disease <24 months from initiating the first anti-CD20-containing chemoimmunotherapy.

Neelapu et al. ASH-Abstract 2021:

93



Die Definition eines sinnvollen Therapiealgorithmus,
moglichst basierend auf Patienten-individuellen Faktoren,

ist eine der Herausforderungen der kommenden Zeit.

9% | UNIKLINIK



Morbus Waldenstrom

Waldenstrom’s Macroglobulinemia - first described by Jan Gosta Waldenstrom in 1944

Acta Medica Scandinavica. Vol. CXVII, fasc, [TI—IV, 1944,

Incipient myelomatosis or <essential< hyper-
globulinemia with fibrinogenopenia —
a new syndrome?

By

JAN WALDENSTROM.
Subniitted for publication September 2, 1943.

The real nature of myelomatosis.

The title of this paper may at first seem somewhat surprising.
The myeloma has of old had a reputation as a well defined clinical
entity, With the aid of the typical changes on the X-ray film and
guided by the examination of the cells from a sternal puncture the
diagnosis should therefore be easy and there ought not to be found
any serious diagnostical troubles. In the following 1 am going to
give a description of two cases, who have several symptoms suggest-
ing myelomatosis but also show decided differences. They are very
much alike even as regards details in the chemistry of the blood
proteins and it seems probable according to my opinion, that they
suffer from the same malady. A third case very much resembles
these two patients but also shows other signs, that do not fit in
so well with the picture.




Der M. Waldenstrom ist eine klinisch und molekular
heterogene Erkrankung

Klinisch Molekular

« B-Symptome « MYD88-Mutation (ca. 95%)
* |IgM-Neuropathie « CXCR4-Mutation (ca. 40%)
 Anamie

« Hyperviskositats-Syndrom

* Lymphadenopathie

Splenomegalie



Die molekularen Veranderungen bestimmen das Therapieansprechen
auf BTK-Inhibitoren!

MYDS88/ Ibrutinib Ibrutinib
CXCR4 OR VGPR/PR
+/\WT
+/+

WT/WT



Onkopedia-Leitlinie zur Erstlinientherapie (01/22)

asymptomatic,

All patients

Watch & wait

WM
First line

symptomatic
In need of treatment

Hyperviscosity

Plasmapheresis

no hyperviscosity

Medically fit Medically non-fit
Chemotherapy Low dose
+ Rituximab Chemotherapy +
Rituximab
or
or
Ibrutinib+Rituximab Ibrutinib or

Ibrutinib+Rituximab or
Zanubrutinib

or

Rltuximab
Monotherapy



Ibrutinib

BTK-Inhibitoren
beim M. Waldenstrom

Zanubrutinib



Ibrutinib beim r/r M. Waldenstrom: Effektivitat

(N=63) (%)
VGPR 10 jitons
PR 36 57
MR 11 17.5

Response criteria adapted from 3 International Workshop on WM (Treon et al, BJH 2011)

ORR: 90.5% Major RR (2 PR): 73%

MYD8gMUT MYD8gMUT MYD88WT -value
CXCRA4WT CXCR4WHIM CXCRAWT P

N= 36 21 5

Overall RR 100% 85.7% 60% <0.01

Major RR 91.7% 61.9% <0.01

Treon et al, NEJM 2015; 372(15):1430-40




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Phase 3 Trial of Ibrutinib phlS leleab Dimopoulos et al., N Engl J Med 2018;378(25):2399-2410.
in Waldenstrom’s Macroglobulinemia

M.A. Dimopoulos, A. Tedeschi, ]J. Trotman, R. Garcia-Sanz, D. Macdonald,

V. Leblond, B. Mahe, C. Herbaux, C. Tam, L. Orsucci, M.L. Palomba, J.V. Matous,
C. Shustik, E. Kastritis, S.P. Treon, J. Li, Z. Salman, T. Graef, and C. Buske,
for the INNOVATE Study Group and the European Consortium
for Waldenstrom’s Macroglobulinemia*

L)

Ibrutinib Plus Rituximab Versus Placebo | updates
. Plus Rituximab for Waldenstrom’s
Macroglnhulmemla Final Analysis From the
> Randomized Phase Ill INNOVATE Study

Christian Buske, MD?; Alessandra Tedeschi, MD?; Judith Trotman, MBChB*; Ramon Garcia-Sanz, MD, PhD*; David MacDonald, MD*;
Veronique Leblond, MD, PhD®; Beatrice Mahe, MD’; Charles Herbaux, MD*®; Jeffrey V. Matous, MD®; Constantine 5. Tam, MBBS, MD*%;
Leonard T. Heffner, MD''; Marzia Varettoni, MD'?; M. Lia Palomba, MD'*; Chaim Shustik, MD"*; Efstathios Kastritis, MD"%;

Steven P. Treon, MD, PhD'®; Jerry Ping, PhD'"; Bernhard Hauns, MD, PhD'; Israel Arango-Hisijara, MD'"; and

Meletios A. Dimopoulos, MD**

3110 (@]

Buske et al., J Clin Oncol 2022;40(1):2399-2410
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Progression-Free Survival, %

20

10

Patients at risk

Ibrutinib-RTX
Placebo-RTX

Progressions-freies Uberleben

54-month PFS rate: 68% vs 25%

tPlacebo-RTX

_ Ibrutinib-RTX Placebo-RTX H—H I H—
Median PFS, mo Not reached 20.3
HR (95% CI) 0.250 (0.148-0.420)
~1 |Log-rank P-value <0.0001
| | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | : | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Months
75 73 69 67 66 60 60 58 57 56 54 54 46 48 47 44 32 22 15 7
75 64 54 48 43 39 33 32 31 27 23 19 19 17 17 15 7 4 3 2

Buske et al., JCO 2022



Progressions-freies Uberleben nach Genotyp
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Months

Patients at risk

Ibrutinib-RTX MYD88-265P/CXCR4WHM 26 26 25 24 23 20 20 20 20 19 17 17 13 13 13 13 8 7 5
Ibrutinib-RTX MYD88-265P/CXCR4WT 32 31 29 29 29 27 2t 26 25 25 25 25 24 23 22 19 15 8 5
Ibrutinib-RTX MYD88WT/CXCR4WT 11 10 9 8 8 8 8 8 8 8 8 8 8 8 8 8 6 5 3
Placebo-RTX MYD88265P/CXCR4WHM 23 20 17 16 14 11 10 9 9 8 6 4 4 4 4 4 2 1 1
Placebo-RTX MYD88-265P/CXCR4WT 35 28 23 20 17 17 15 15 15 14 12 10 10 8 8 7 3 1 1
Placebo-RTX MYD88WT/CXCR4WT 9 8 6 6 6 6 5 5 4 4 4 4 4 4 4 3 2 2 1

Kaplan-Meier curves are shown for timepoints with 210 patients at risk.

Buske et al., JCO 2022



Ibrutinib vs Zanubrutinib: ASPEN-Studie

7

,ifiASPEN

Phase 3 Waldenstrom Macruglobulinemié

~

Study Identifier: BGB-3111-302, Primary Endpoint: CR/VGPR rate
NCT03053440 Key Secondary Endpoints: MRR (zPR), PFS, OS, DOR, symptom resolution, safety

Exploratory Endpoints: PK, QoL
Key eligibility criteria Stratification Factors Treatment _ m

Zanubrutinib 160 mg PO BID

+ Histologic diagnosis
of WM Cohort1 stratification (n=102) Treatment until
factors unacceptable
* Meeting 21 criterion « CXCR4mutational status ™ toxicity —>
for treatment (CXCR4WHM yg or disease
initiation? CXCR4"T) Ibrutinib 420 mg PO QD progression
. Iftreatment naive + Number of prior lines of (n=99) Safety and
(TN¥), must be therapy survival
considered unsuitable (Ovs. 1-3vs >3)

for standard
chemoimmunctherapy

+ No prior BTK .
inhibiors Cohort2 Zanubrutinib 160 mg BID I;ii";g?é;’;t"
) LGRS - (n=28, 23 R/R) toxicity or discase

progression

Tam CS et al. ASCO 2020. Abstract 8007



Progressions-freies Uberleben und Gesamtiiberleben in der ITT-Population
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Tam CS et al. ASCO 2020. Abstract 8007



BTK-typische Nebenwirkungen

AE Categories, n (%) Ibrutinib Zanubrutinib Ibrutinib Zanubrutinib
(pooled terms) (n=98) (n=101) (n=98) (n=101)
Atrial fibrillation/flutter* 18 (18.4%) 3 (3.0%) 7 (7.1%) 0
Diarrhea (PT) 32 (32.7%) 22 (21.8%) 2 (2.0%) 3 (3.0%)
Hemorrhage 59 (60.2%) 51 (50.5%) 9 (9.2%) 6 (5.9%)
Major hemorrhage’ 10 (10.2%) 6 (5.9%) 9 (9.2%) 6 (5.9%)
Hypertension 20 (20.4%) 13 (12.9%) 15 (15.3%) 8 (7.9%)
Neutropenia** 15 (15.3%) 32 (31.7%) 8 (8.2%) 23 (22.8%)
Infection 70 (71.4%) 70 (69.3%) 23 (23.5%) 19 (18.8%)
Second malignancy 12 (12.2%) 13 (12.9%) 1(1.0%) 3 (3.0%)

Tam CS et al. ASCO 2020. Abstract 8007



Onkopedia-Leitlinie zur Rezidivtherapie (01/22)

asymptomatic

WM R/R

| all patients |

| Hyperviscosity

w&w

Plasmapheresis

symptomatic

| no Hyperviscosity

Medically fit

Remission after
First line = 24 Monate

Medically non-fit

Remission after
First line < 24 Monate

Repeat first line tx

or

Ibrutinib
+/- Rituximab
or
Zanubrutinib

Remission after
First line = 24 Monate

Remission after
First line < 24 Monate

Ibrutinib+/- Rituximab
or Zanubrutinib

ar

Alternative
Chemotherapy
+ Rituximab

or

Bortezomib+Rituximab

or
ASCT

or

Novel agents
(clinical trial)

Repeat low dose
Chemotherapy
+ Rituximab

or

Ibrutinib +/- Rituximab
or Zanubrutinib

or
Bortezomib+Rituximab

or

Novel agents
(clinical trial)

Ibrutinib +/- Rituximab
or Zanubrutinib

or
alternative low dose

Chemotherapy
+ Rituximab

or
Bortezomib+Rituximab

or

Novel agents
(clinical trial)



Vielen Dank!
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