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Offenlegung potentieller Interessenskonflikte

LymphomKompetenz KOMPAKT — ASH2021 wird in Kooperation mit sechs unterstiitzenden Firmen durchgefiihrt.
Meine personlichen Disclosures betreffen:

Anstellungsverhaltnis, Filhrungsposition -

Janssen, Roche, Novartis, AbbVie, Gilead, Celgene, ArQule, AstraZeneca, Oxford
Beratungs-/ Gutachtertatigkeit

Biomedica , BeiGene, MSD, Miltenyi, Lilly

Besitz von Geschaftsanteilen, Aktien oder Fonds -

Patent, Urheberrecht, Verkaufslizenz -

4 Janssen, Gilead, Roche, AbbVie, Novartis, Celgene, Adaptive Biotechnologies, BeiGene,
onorare

AstraZeneca

Finanzierung wissenschaftlicher Untersuchungen | Janssen, Gilead, Roche, AbbVie, BeiGene, AstraZeneca,

Andere finanzielle Beziehungen -

Immaterielle Interessenkonflikte DCLLSG
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Erstlinientherapie-Optionen bei der CLL

Dauertherapie Q) Zeitlich limitierte Therapie Q

BTKi BCL2i + Anti-CD20
*|brutinib +/- R or O *VVenetoclax + O
* Acalabrutinib +/- O 12 cycles

« Zanubrutinib

BTKi + BCL2i

*|brutinib + Venetoclax
15 cycles, approved 08/22

BCL2i

*Venetoclax
only in pts with TP53 aberration®

R = Rituximab; O = Obinutuzumab; *and not eligible/failed BTKi or in pts w/o TP53 aberration who failed CIT and BCRI
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Kapitel 1

Vergleiche im Nebenwirkungs- und Wirkungsprofil
verschiedener BTK inhibitoren
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ALPINE-Studie: Zanubrutinib versus Ibrutinib bei der rezidivierten CLL

Abstract LBA 06:

Zanubrutinib Demonstrates Superior Progression-Free Survival (PFS) Compared With Ibrutinib for
Treatment of Relapsed/Refractory Chronic Lymphocytic Leukemia and Small Lymphocytic Lymphoma
(R/R CLL/SLL): Results From Final Analysis of ALPINE Randomized Phase 3 Study

Jennifer Brown, Dana Faber , Boston
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ALPINE: Studiendesign

R/R CLL/SLL with 2 1 prior treatment
(Planned N=600, Actual N=652) Arm A

Key Inclusion Criteria Zanubrutinib 160 mg BID

* R/Rto 21 prior systemic therapy for CLL/SLL
* Measurable lymphadenopathy by CT or MRI

Key Exclusion Criteria

e Current or past Richter’s transformation

* Prior BTK inhibitor therapy Arm B

* Treatment with warfarin or other vitamin K Ibrutinib 420 mg QD
antagonists

m Prof. Dr. med. Barbara Eichhorst
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ALPINE: Progressions-freies Uberleben

PFS fiir alle Patienten und fiir Patienten mit TP53 Veranderungen

Alle . ;
CLL mit TP53 Veranderung
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Kapitel 2

Zeitlich begrenzte Therapie mit Venetoclax + Ibrutinib

m Prof. Dr. med. Barbara Eichhorst
Kompetenznetz

Maligne Lymphome 64th ASH Meeting 2022 Uniklinik K6In Seite 9



GLOW-Studie: Ibrutinib + Venetoclax vs. CLB+Obinutuzunab

93: Residual Disease Kinetics Among Patients with High-Risk Factors Treated with First-Line Fixed-
Duration Ibrutinib Plus Venetoclax (lbr+Ven) Versus Chlorambucil Plus Obinutuzumab (Clb+0): The Glow
Study

Carsten Niemann et al., Kopenhagen, Danemark

m Prof. Dr. med. Barbara Eichhorst
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GLOW-Studie

Studiendesign

Eligibility criteria

* Previously untreated CLL

» > 65 years of age or
< 65 years with CIRS > 6
or CrCl < 70 mL/min

* No del(17p) or known
TP53 mutation

« ECOG PS 0-2

Kompetenznetz

Stratified by IGHV

mutational status

and presence of
del(11q)

Maligne Lymphome 64th ASH Meeting 2022

Ibrutinib 420 mg daily for a 3-cycle lead-in
followed by

Ibrutinib + Venetoclax for 12 cycles

(venetoclax ramp-up 20-400 mg over 5 weeks beginning C4)

Chlorambucil
0.5 mg/kg on D1 and D15 for 6 cycles
+
Obinutuzumab
1000 mg on D1-2, D8, D15 of C1, and D1 of C2-6

Prof. Dr. med. Barbara Eichhorst
Uniklinik KolIn
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Patients with IRC-
confirmed PD and
active disease
requiring treatment
are eligible to
receive subsequent
therapy with single-
agent ibrutinib?
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GLOW-Studie

Ergebnisse
Progression-Free Survival (IRC) by IGHV Status Overall Survival (ITT)
100 100
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Median study follow-up: 46 months )
Median study follow-up: 46 months
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Kapitel 3

Zeitlich begrenzte Therapie mit Venetoclax + CD20-Antikoper:
Outcome genetischer Subgruppen

m Prof. Dr. med. Barbara Eichhorst
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CLL13-Studie der DCLLSG

Eligibility CIT FCR <65y, BR >65y

Treatment-
naive, fit
patients with
CLL, no TP53
aberrations

(centrally

screened) GIV obinutuzumab, ibrutinib, venetoclax | 12-36 months

RV rituximab, venetoclax | FD 12 months

GV obinutuzumab, venetoclax | FD 12 months

m Prof. Dr. med. Barbara Eichhorst
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CLL13-Studie: Molekulargenetische Subgruppen

Abstract 345:
Genetic markers and front line FCR/BR vs. RVe, GVe and GIVe treatment — outcome results from the
CLL13/GAIA trial.

Eugen Tausch, Uniklinik Ulm

m Prof. Dr. med. Barbara Eichhorst
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CLL13: molekulargenetische Subgruppen

Progressions-freies Uberleben nach IGHV-Status und Arm

IGHV associated with shorter PFS for all treatment arms with highest difference between
U-IGHV and M-IGHV with CIT.

CIT / GlIVe GVe / RVe
"7 " ‘+'-I-I|H-+ =t =+ 7
—_ "*“ww‘h -
g 0,6 - I*JH. g 0,6 —
e e 2
3 | g = '
/] + 7] .
€. S E . :
G ™ " RVe, U-IGHV mut n=134 ¥
=== CIT, U-IGHV mut n=131 e - nve, ATy MUt n= ]HR 2.60 (1.13-5'99) p=0.03
o] = CIT. MAIGHV n=95 ]HR 4.47 (2.34-8.56) p<0.001 | ——RVe, M-IGHV n=95 60 (1.13-5. )EE :
-=-GIVe, U-IGHV mut n=123 === GVe, U-IGHV mut n=130 ]
! - = _ HR 1.71 (0.97-3.01) p=0.06
§ GIVe, M-IGHV n=101 ]HR 2.70 (1.08-6.78) p=0.03 | —— GVe, M-IGHV n=89 ( )p
Time to event [PFS] (months) Time to event [PFS] (months)
CIT,U-IGHV 131 108 88 48 14 RVe,U-IGHV 134 128 119 67 20
CIT,M-IGHY 95 86 83 50 14 RVe M-IGHV 95 91 86 49 12
GlVe U-IGHV 123 121 117 70 22 GVe,U-IGHV 130 125 116 71 21
GlVe,M-IGHV 101 99 94 59 22 GVe,M-IGHVY 89 86 82 48 17
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CLL13: molekulargenetische Subgruppen

Progressions-freies Uberleben nach NOTCH1 Status

NOTCH1
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CLL13: molekulargenetische Subgruppen

Multivariate Analyse zum Progressions-freien Uberleben

HR 95%CI p
GVevs.CIT  0.42 0.27-065  <0.001 Al factors, with a significant impact on
outcome in univariate analysis were
GIVe vs. CIT 0.33 0.21-0.52 <0.001 included in the MVA model.
U-IGHV 2.43 1.70-3.47 <0.001
Multivariate analysis of the full trial
CKT ~ 1.98 1.42-2.77 <0.001 confirmed a PFS benefit of GVe and GIVe
Binet B/Cvs.A  1.55 1.06-2.27 0.03 independent of the genetic risk factors.
NOTCH1mut 1.46 1.05-2.05 0.03

m Prof. Dr. med. Barbara Eichhorst
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CLL13-Studie: Bedeutung des komplex aberranten Karyotyps

Abstract 346:

High karyotypic complexity and translocations are adverse prognostic features in patients with chronic
lymphocytic leukemia without TP53 aberrations treated with venetoclax-based time-limited
combinations

Moritz Flrstenau, Uniklinik KoIn

m Prof. Dr. med. Barbara Eichhorst
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CLL13 Studie: Bedeutung des komplex aberranten Karyotyps fur das PFS

Unterscheidung zwischen high Complex Karyoptype (hCKT: 2 5 chromosomale Veranderungen) und

intermediate Complex Karyoptype (iCKT: 3-4 chromosomale Veranderungen)

PFS, chemoimmunotherapy arm

PFS, pooled venetoclax arms

= nCKT (<2 aberrations)

. ——  nCKT (<2 aberrations)
- ) _ — iCKT (3-4 aberrations)
= jCKT (3-4 aberrations)
—— hCKT (=5 aberrations)
o by — hCKT (=5 aberrations)
. 4y,
Ty ECH %
9!
E 1. -a R R 1
08
E g H o
4—"[ L+
£ — 2
- §
947 s © 04+ ,
0,2 iCKT vs nCKT: HR 2.49, 95% Cl 1.36-4.57, p=0.003 02 iCKT vs nCKT: HR 1.19, 95% Cl 0.69-2.06, p=0.525
hCKT vs nCKT: HR 2.75, 95% Cl 1.29-5.85, p=0.009 hCKT vs nCKT: HR 3.72, 95% Cl 2.03-6.82, p<0.001
00 T T T T T 0,0 T T T T T
0 12 24 2 48 60 0 12 2 36 4 80
Time to event [PFS] {(months) Time to evant [PFS] (months)
Patients at risk Patients at risk
nCKT 177 155 141 24 24 nCKT 565 547 522 308 499
iCKT 30 24 18 =] 3 iCKT 20 75 71 44 14
hCKT 16 14 10 4 1 hCKT a7 7 a 8 2

Kompetenznetz
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CLL13 Studie: Bedeutung des komplex aberranten Karyotyps fur das PFS

Prognostische Bedeutung des high Complex Karyoptype und von Translokationen nach einzelnen
Therapiearmen

PES, 25 aberrations vs <5 aberrations

087

0,2 7

-+
+H+

hCKT vs nCKT/iCKT:

GIV:

GV:
RV:
CIT:

HR 7.90, 95% Cl 2.31-27.03, p=0.001
HR 3.33, 95% Cl 1.16-9.56, p=0.025
HR 2.78, 95% Cl 1.10-6.98, p=0.030
HR 2.34, 95% Cl 1.11-4.92, p=0.025

e —)

+

'ilm b

P

00

Patients at risk
CIT, nCKT/iCKT 207

CIT, hCKT 16
RV, nCKT/iCKT 221
RV, hCKT 10

GV, nCKT/iCKT 207

GV, hCKT 11
GIV, nCKT/IiCKT 217
GIV, hCKT 6
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12 24 38 48
Time to event [PFS] {months)

179 159 93 27
14 10 4 1
210 198 113 31
10 9 2

199 191 115 39
11 7 5 2
213 204 124 43
6 5 1
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GIV nCKT/iCKT (<5 aberrations)
GIV hCKT (=5 aberrations)

GV nCKT/iCKT (<5 aberrations)
GV hCKT (=5 aberrations)

RV nCKT/iCKT (<5 aberrations)
RV hCKT (=5 aberrations)

CIT nCKT/iCKT (<5 aberrations)
CIT hCKT (=5 aberrations)

Cum Survival

Patients at risk
CIT,no TL

T, TL

RVe, no TL

RVe, TL

GVe, noTL

GVe, TL

GIVe, no TL
Glve, TL

PFS, translocations vs no translocations

21 translocation(s) vs no translocation:

HR 2.53, 95% Cl 1.05-6.11, p=0.039
HR 2.19, 95% Cl 1.03-4.65, p=0.041
HR 1.70, 95% Cl 1.01-2.85, p=0.045
HR 1.73, 95% Cl 1.01-2.95, p=0.046

4+
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12 24 8
Time to event [PFS] {(months)

151 135 82
41 33 14
148 143 82
72 64 EE]
161 153 90
as a1 0
181 174 108
35 32 16

23

26

36

40

GIV without translocation
GIV with 21 translocation(s)
GV without translocation
GV with >1 translocation(s)
RV without translocation
RV with 21 translocation(s)
CIT without translocation

CIT with 21 translocation(s)
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Kapitel 4

Nicht-Kovalent bindende BTK inhibitoren
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Kovalent = irreversible vs nicht-kovalent = reversible BTK-i

Irreversible BTK-i Reversible BTK-i
Ibrutinib
Acalabrutinib @‘. Pirtobrutinib )

Zanubrutinib
Inhibited No inhibition Both wild type and mutant BTK inhibited

BTK = Bruton tyrosine kinase; BTK-i = Bruton tyrosine kinase inhibitor.
Tambaro FP et al. J Exp Pharmacol. 2021;13 923-935.
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BRUIN-Studie: Pirtobrutinib in der nach BTKi rezidivierten CLL

Abstract 961:

Efficacy of Pirtobrutinib in Covalent BTK-Inhibitor Pre-Treated Relapsed / Refractory CLL/SLL: Additional
Patients and Extended Follow-up from the Phase 1/2 BRUIN Study

Anthony Mato, Memorial Sloan Kettering, New York, USA

m Prof. Dr. med. Barbara Eichhorst
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Pirtobrutinib bei Patienten mit R/R CLL nach vorheriger Therapie mit BTKi

13.9 Monate FU-Update einer Phase I/1l Studie mit 276 Patienten mit CLL

BTKi pre- Basnongs Median Estimated | Estimated
treated EvaIF:lable ORR, PFS, 12-month 18-month
CLL/SLL, TR % (95% Cl) | months PFS rate, PFS rate,
n s (95% CI) | % (95% CI) | % (95% CI)
74 19.4 68 54
Sl 264 ek (68-79) | (16.6-22.3) |  (62-74) (46-61)
7 201 78 62
275 57 56 (58-83) | (15.7- NE) (63-87) (44-75)
Age 74 187 66 52
<75 219 217 :
(68-80) | (16.6-NE) | (58-73) (43-60)
73 141 58 42
At least prior b 122 e (64-81) | (11.1-18.7) |  (47-68) (29-55)
BTKi and BCL2i 74 221 75 62
e et el (66-81) | (184-NE) | (67-82) (52-70)
80 16.6 69 47
Del(17p) and/or s o0 ad (70-87) | (13.822.1)|  (58-78) (33-59)
TP53 mutation 67 194 66 58
bia 107 102 (58-76) (14 1-NF) (55-75) (46-68)
81 17.0 69 49
BTK C481 Mutated 83 8= (71-89) | (13.8-20.3)|  (57-79) (35-61) ]]
status” 65 20.3 63 54
Snmsated A < (54-75) | (138-NE) | (52-73) (40-65)
. Disease 73 18.6 66 50
gzlals_on S progression 498 e (66-79) | (13.9-20.3) |  (58-73) (41-59)
Saipilr—g Intolerance 76 NE 77 67
discontinuation | "o ooy a8 og (64-85) | (184-NE) | (64-86) (51-79)
*Pts with available mutation data who progressed on any prior covalent BTKi, excluding those who were covalent
BTKi intolerant.
Del(17p)- deletion 17p; PFS- median progression-free survival; DOR- median duration of response; Cl- confidence
interval; ORR- overall response rate; N- number of patients; n- number of response evaluable patients in sample;
NE- not evaluable
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Pirtobrutinib bei Patienten mit R/R CLL nach vorheriger Therapie mit BTKi

13.9 Monate FU-Update einer Phase I/1l Studie mit 276 Patienten mit CLL

Median PFS: 19.4 Months

90- 84.3% 95% CI mPFS: 16.6 - 22.3
Median Follow-up:13.9 Months

Progression-Free Survival (%)
3
|

|
|
I I
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| |

|
I
I
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I
I
I
I
I
0 1 4 1 o 1 - ! ) 1 : 1 - - 1 i 1 > : I . I > I E I : I & I a I
6 8 10 12 14 16 18 20 22 24 26 28 30 32
: Months from First Dose
Number at Risk:

276 250 230 209 188 148 110 83 /77 55 33 28 8 5 1 1 0
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Zusammenfassung | Take-Home-Messages

e Zanubrutinib ist Ibrutinib in der R/R CLL Gberlegen, vor allem bei Patienten mit TP53 Veranderung.
Im Vergleich zu Acalabrutinib ??

* Die Kombination | +V resultiert in einem guten Ansprechen fir Patienten mit mutiertem und
unmutiertem IGHV-Status. Die Daten zum Gesamtuiberleben sind vielversprechend,
mussen aber mit Vorsicht interpretiert werden.

e Patienten mit NOTCH1 Mutation oder hochkomplexem Karyotyp oder Translokationen haben
eine ungunstigere Prognose unter Venetoclax + CD20-Antikdrper-Therapie

* Pirtobrutinib bei Patienten mit einer CLL, die nicht mehr auf kovalent-bindende BTK Inhibitoren anspricht,
resultiert in ca 20 Monaten PFS.

m Prof. Dr. med. Barbara Eichhorst _
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Die Kurzprasentationen sind online unter

www.lymphome.de/ash2022

FlUr den Inhalt verantwortlich:

Prof. Dr. med. Barbara Eichhorst
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