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Therapie der CLL

Ubersicht

Erstlinie:
* Dauertherapie: Acalabrutinib +/- Obi, Zanubrutinib, Ibrutinib +/- Obi

e Zeitlich begrenzte Therapie:
* Venetoclax + Obinutuzumab
* |brutinib + Venetoclax

Rezidiv:
* Dauertherapie: Acalabrutinib, Zanubrutinib, Ibrutinib

e Zeitlich begrenzte Therapie:
* Venetoclax + Rituximab

Richter-Transformation: RCHOP, RDHAP, allo SCTx in fit
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Kapitel 1

Zeitliche begrenzte Therapien in der Erstlinientherapie der CLL:
Ibrutinib + Venetoclax

m Prof. Dr. med. Barbara Eichhorst
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FLAIR-Studie: Ibrutinib + Venetoclax (IV) MRD gesteuert vs. FCR

631 - Ibrutinib Plus Venetoclax with MRD-Directed Duration of Treatment Is Superior to FCR and Is a New
Standard of Care for Previously Untreated CLL: Report of the Phase Ill UK NCRI FLAIR Study

Peter Hillmen, Leeds, UK
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FLAIR: IV vs. FCR

Phase Il Studie des NCRI aus UK: Design

IF Oral Fludarabine (24mg/m?2/day x 5 days; C1-6)
© oral Cyclophosphamide (150mg/m2/days x 5 days; C1-6)

R intravenous Rituximab (375mg/m2 C1; 500mg/m?; C2-6)
v v ¥V ¥ Vv V¥

6 monthly pb MRD until positive x 3
Patients with CLL m m m M M M
requiring therapy Max. 6 years
by IWCLL Criteria—{R @ |brutinib (420mg/day) - 3 | _
(n=786) Interim analysis of MRD
, eradication when 50%
I+V given for 2 to 6 years —
reach 2 years post-
Venetoclax (400mg/day) randomisation (n=274)
Ibrutinib (420mg/day) -

In ibrutinib and ibrutinib+venetoclax arms: PB MRD every 6 months. If PB MRD negative repeat after 3 months and
then PB and BM at 6 months — if all MRD negative, then first PB MRD negative result is time to MRD negativity.
Duration of therapy — double time to MRD negativity (minimum 2 years; maximum 6 years)

m Prof. Dr. med. Barbara Eichhorst
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FLAIR: IV vs. FCR

Phase Ill Studie des NCRI aus UK: PFS

1907 ) %
- 1+V
80
£ 707 Median follow-up: 43.7 months
E 60
8 50 _ FCR
< Progression free at: | 3 years | 4years
2 40
5 I+V 97.2% 93.5%
]
a 30
FCR 76.8% 64.8%
20
- HR: 0.13 [0.07, 0.24], p-value: <0.0001
0 —
T T T T T T T
0 12 24 36 48 60 12
Months from randomisation
Number of PFS Events
FCR 0 18 41 55 71 74 75
[+V 0 1 5 7 12 12 12
Number at risk (number censored)
FCR 263 (2) 227 (18) 194 (28) 145 (63) 68 (126) 12 (177) 0 (188)
+V 260 (1) 253 (6) 239 (16) 183 (70) 99 (151) 21(227) 0 (248)
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FLAIR: IV vs. FCR

Phase Il Studie des NCRI aus UK: OS

100
> W Y
80 FCR
70 Median follow-up: 43.0 months
. B Number of
% 50 Overall survival 3 years 4 years deaths to date
g 40 I+V 98.0% | 94.9% 9
30 FCR 93.0% 87.3% 25
207 HR: 0.31 [0.15, 0.67], p-value: <0.005
10
0 —

T T T T T T T
0 12 24 36 48 60 72

Months from randomisation
Number of OS Events

FCR 0 10 16 17 24 25 25
+V 0 0 4 5 9 9 9
Number at risk (number censored)
FCR 263 (2) 234 (19) 213 (34) 166 (80) 79 (162) 15 (223) 0 (238)
+v 260 (1) 254 (6) 240 (16) 185 (70) 100 (1563) 22 (229) 0 (251)
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CAPTIVATE-Studie / Phase Il Studie:
Zeitlich begrenzte Ibrutinib + Venetoclax Therapie

633: Relapse after First-Line Fixed Duration Ibrutinib + Venetoclax: High Response Rates to Ibrutinib
Retreatment and Absence of BTK Mutations in Patients with Chronic Lymphocytic Leukemia (CLL)/Small
Lymphocytic Lymphoma (SLL) with up to 5 Years of Follow-up in the Phase 2 Captivate Study

Paolo Ghia et al., Mailand, Italien
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CAPTIVATE: Zeitlich begrenzte Ibrutinib + Venetoclax Therapie

Studiendesign der 2 Kohorten: zeitlich begrenzt und MRD gesteuert

F------------------------------------------------5

|l 3 cyt_:IP:s _12 cyc_les Upon PD, \l
I FD ibrutinib ibrutinib + patients could
i lead-in reinitiate :
] ibrutinib-based
L C?::'ggaed therapy ]
I I I D D D D D D D D D D . --_-w------------ ---------’
= Randomize 1:1
(double-blind) AL L0
3 cycles 12 cycles
MRD = 70 ibrutinib +

lead-in enetoclax

MRD-guided
randomization

secutoelll  brutinib |
Confirmed

Randomize 1:1
(open-label)

Ibrutinib + Venetoclax
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CAPTIVATE: Zeitlich begrenzte Ibrutinib + Venetoclax Therapie

Ibrutinib + Venetoclax zeitliche begrenzt: Ansprechen auf Therapie im Rezidiv

100 -
90 -
80 -
70 -
60 -
50 -
40 -
30 -
20 -
10 A

CR
33%

Patients (%)

Single-agent ibrutinib Ibrutinib + venetoclax
(n=21) (n=6)
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CAPTIVATE: Zeitlich begrenzte Ibrutinib + Venetoclax Therapie

Ibrutinib + Venetoclax zeitliche begrenzt: PFS

PFS, %

Patients at risk

All treated patients
Unmutated IGHV2

del(11q)?

aaaaaaaaaaaaaa

del(17p)mutated TF53
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100 =t
90— ﬁ ' % -
80 T 1L :
Tﬂ_ I_L‘_*_"b-t:
60— —
50 54-Month PFS
40 Rate, % (95% Cl)
| All treated patients (n=159) 70 (62-77) ———— Al treated patient
3071 Unmutated IGHV (n=40): 68 (50-80)  Unmutated |GHVE
20— del(11g) (n=11)2 64 (30-85) — del(11qP
10-|  Complex karyotype (n=31)° 60 (41-73) ——— Complex karyotypet
0 del(17p)mutated TP53 (n=27) 45 (25-64) —— del(17p)/mutated TP53
0 6 12 18 24 30 36 42 48 54 60
Time, Months
159 153 152 144 143 132 130 115 113 99 11
40 39 39 39 39 35 34 30 29 24 1
11 11 11 11 11 8 8 7 7 7 0
31 31 31 28 27 26 25 20 20 18 0
27 26 26 21 21 19 19 14 14 9 0
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Kapitel 2

Zeitliche begrenzte Therapien in der Erstlinientherapie der CLL:
Venetoclax + CD20-Antikorper
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CLL13/GAIA-Studie

635 - First-Line Venetoclax Combinations in Fit Patients with CLL: 4-Year Follow-up and NGS-Based MRD
Analysis from the Phase 3 GAIA/CLL13 Trial

Moritz Flrstenau, Koln

m Prof. Dr. med. Barbara Eichhorst
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CLL13/GAIA Studie

Phase lll: Venetoclax + Obinutuzumab + Ibrutinib vs Venetoclax + Obinutuzumab vs Venetoclax + Rituximab vs FCR/BR

Eligibility . Primary Endpoints

Treatment- N 1. uMRD rate at MO15
naive, fit s 2. Progression-free survival

patients with ]

CLL, no TP53 L . —> alpha split (0.025 each)

aberrations - 97.5% Cl for primary/
(centrally secondary endpoints
screened) -

Y
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CLL13/GAIA Studie

PFS nach 50.7 Monaten Beobachtungszeit fiir Venetoclax + Obinutuzumab (GIV + Ibrutinib vs Venetoclax + Obinutuzumab
vs Venetoclax + Rituximab vs FCR/BR

PFS comparisons

Cum Survival

GIV vs CIT: HR 0.30, 97.5%Cl: 0.19-0.47, p<0.001

4-year PFS rates GIV vs RV: HR 0.38, 97.5%Cl: 0.24-0.59, p<0.001

GIV 85.5% GIV vs GV: HR 063, 97.5%Cl: 039-102, p=003
GV 81.8%
02 - RV 70.1% GVvsCIT: HR 047, 97.5%Cl: 032‘069, p<0.001
CIT 62.0% GVvsRV: HR 057, 97.5%Cl: 038‘084, p=0.001
0 1 1 1 1 1 RV vs CIT: HR 0.78, 97.5%Cl: 0.55-1.10, p=0.1
0 12 24 36 48 60 72

Time to Event [PFS] (months)

Patients at risk

cIT 229 197 173 156 84 24
RV 237 227 214 188 106 21
GV 229 222 209 198 121 32
GIV 231 227 218 201 130 44
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CLL13/GAIA Studie

PFS nach IGHV Status
PFS, patients with mutated IGHV

PFS, patients with unmutated IGHV

1,0 1 GIv 1.0 To———y . ,
0,8 - 0.8 -
TR T
f f
= 067 = 067
< <
a a — GIv
g g GIVvsCIT:  HR 0.40, 95%Cl: 0.17-0.92, p=0.030 — GV
3 GIVvs CIT:  HR 0.27,95%Cl: 0.17-0.42, p<0.001 = vs L 0, 29760 B2, P — RV
© 047 CusRV:  HR040.95%C1: 0.25.0.63 ped.001 O g4- GIVVsRV:  HR0.34,95%Cl: 0.15-0.77, p=0.010 i
GIVvsGV:  HR0.58,95%Cl: 0.36-0.94, p=0.025 GIVvs GV:  HR 0.87,95%CI: 0.33-2.31,p=0.774
GVusCIT:  HR0.45,95%Cl: 0.31-0.66, p<0.001 GV s CIT: - HR 0.45,95%Cl: 0.20-1.05, p=0.063
029 GVusRV:  HR 0.65 95%Cl. 0.45.0.96 p=0.030 02 GVVsRV:  HR0.40,95%Cl: 0.18-0.91, p=0.028
RV s CIT: MR 0.66,95%Cl: 0.46-0.92, p=0.016 RVsCIT: - HR 1.13, 95%C1: 0.59-2.15,p=0.720
0.0 T T T T T T 0.0 T T T T T T
4] 12 24 368 48 80 T2 4] 12 24 38 48 80 T2
Time to Event [PFE] (months) Time to Event [PFE] (months)
Pts at risk Pts at risk
T 131 108 89 77 34 9 T 95 86 83 78 50 15
RV 134 128 119 100 56 10 RV 95 92 88 82 47 11
GV 130 125 116 108 67 15 GV 89 87 83 80 48 15
GIV 123 121 117 105 65 24 GIV 101 99 95 90 60 20
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CLL13/GAIA Studie

Nebenwirkungen kumulativ berechnet

Adverse events ) )
Cardiac adverse events and hypertension

1400
2 1230 B chemoimmunotherapy B chemoimmunotherapy
e
S 1200 W venetoclax-rituximab W venetoclax-rituximab
£ £ 16 15 .
"é 1000 294 B venetoclax-obinutuzumab = iy B venetoclax-obinutuzumab
2 801 B venetoclax-obinutuzumab-ibrutinib £ 12 m venetoclax-obinutuzumab-ibrutinib
© 800 713 O 12
a c
8 600 "'G_-J' 10 8 °
S S 8 7 7 6
2 a0 S & 5
E 296 S
~—
3 500 . 140 178 170 ?"5 4
c 2
m . :
0 () 0

Adverse events CTC grade 3-5 adverse events Cardiac disorders Hypertension
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Vergleich CLL13 und CLL14 zum Outcome von Ven+Obi bei fitten/unfitten
Patienten

4639: The impact of fitness and dose intensity on safety and efficacy outcomes after venetoclax-
obinutuzumab in previously untreated chronic lymphocytic leukemia

Florian Simon, Koln
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Vergleich CLL13 und CLL14 Studie: Outcome Ven + Obi

Evaluation von 181 fitten und 228 unfitten Patienten, die Ven + Obi erhielten: Vertraglichkeit

Neutropenia

Infections and infestations
Infusion related reaction
Diarrhoea
Thrombocytopenia
Nausea

Pyrexia

Fatigue

Constipation

Cough

Anaemia

Back pain

Arthralgia

Headache

Leukopenia

Febrile neutropenia
Tumour lysis syndrome

40 60 80 100

% of patients

o
N
o

Fithess status = Unfit mFit
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Vergleich CLL13 und CLL14 Studie: Outcome Ven + Obi

Evaluation von 181 fitten und 228 unfitten Patienten, die Ven + Obi erhielten: PFS

=
=
Z
=
(7]
E
S 04
0.2 —
0.0 —
I I I I I I 1
0 12 24 36 48 60 72 84
Time to Event [PFS] (months)
unfit 228 210 197 167 125 89 4 1]
Fit 181 177 167 99 35 0] 0 0]
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Kapitel 3

Herausforderung: Behandlung der Richter-Transformation
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Anti-CD19-CART cells in Richter Transformation

108: Anti-CD19 Chimeric Antigen Receptor T-Cell Therapy for Richter’s Transformation: An International
Multicenter Retrospective Study

Adam Kittai at al., Columbus, Ohio; USA

m Prof. Dr. med. Barbara Eichhorst
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CART cells in Richter Transformation

Retrospektive multizentrische Analyse

RT Characteristics and TRMT N=69

Age at RT Dx, median (range) 63 (26-80)

Clonal relationship to CLL, N (%)
Related 23 (100)
Unknown 46

Complex KT (23 abn) at RT, N (%) 19 (65.5)
Unknown 40

del17p (RT), N (%) 12 (41.4)
Unknown 40

TP53 mut (RT), N (%) 14 (58.3)
Unknown 45

NOTCH1 mut (RT), N (%) 4 (21.1)
Unknown 50

MYC translocation, N (%) 8 (20.0)
Unknown 29

Median Ki-67 (%) 80 (40-100)
Unknown 9

Prior BTKi alone or in combo for RT |46 (66.7)

Prior Ven alone or in combo for RT 35 (50.7)

Prior BTKi or Ven for RT or CLL, N (%) |58 (84%)

Kompetenznetz

Maligne Lymphome

65th ASH Meeting 2023

Survival Probability

Median follow-up in months (range) — 24.13 (2.14-46.02)

10+ Events/Total Median(95% CI)
—_ 05 44/69 8.45(5.06-2541)
0g- —— PFS  49/69  4.70(2.04-6.94)
+ Censor
08—
0.7
06—
05—
04 - '
03-
02 i 1 T T LU Iﬁ
0.1-
00—
[ I [ [ [ [ I [ [ I [ [ [ [ I [ [
3 6 9 12 15 18 219 24 27 30 33 36 39 42 45 48
Months from CAR19 Infusion
Patients-at-Risk
05- 69 39 23 20 17 13 10 3 0
PFS- 69 30 20 16 13 10 7 2 0
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CART cells in Richter Transformation

Retrospektive multizentrische Analyse: Toxizitat

3-month estimate
6-month estimate
12-month estimate

N=69
Cause of Death (N=44), N (%)
Disease 32(72.7)
Non-disease 12 (27.3)
Non-relapse Mortality from CART Infusion,
% (95% Cl)
Number of events 12

7.3% (2.7-15.0)
10.3% (4.5-18.9)
13.4% (6.5-22.8)

Kompetenznetz

Maligne Lymphome 65th ASH Meeting 2023

CAR-T Outcomes N=69
Grade 3-4 neutropenia, N (%) 60 (87.0)
Grade 3-4 thrombocytopenia, N (%) 49 (71.0)
Febrile neutropenia, N (%) 46 (66.7)
CRS max grade, N (%)
0 8 (11.6)
1 24 (34.8)
2 26 (37.7)
3 9 (13.0)
4 2(2.9)
ICANS max grade, N (%)
0 23 (33.8)
1 12 (17.7)
2 8(11.8)
3 17 (25.0)
4 8(11.8)
Unknown 1
Grade 3-4 infection, N (%) 14 (20.3)

Prof. Dr. med. Barbara Eichhorst
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RT1-Studie der DCLLSG: Tislelizumab + Zanubrutinib bei Richter Transfromation

204: Tislelizumab Plus Zanubrutinib in Patients with Richter Transformation: Primary Endpoint Analysis
of the Prospective, Multi-Center, Phase-Il RT1 Trial of the German CLL Study Group

Othman Al Sawaf et al., KoIn

/—\ Prof. Dr. med. Barbara Eichhorst
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RT1: Tislelizumab + Zanubrutinib bei RT

Studiendesign

Induction Consolidation Maintenance

(6 cycles a 21 days) (6 cycles a 21 days) (for responders, until PD)

Primary endpoint
» Opverall response rate (ORR) after

444444 40 4 4 0 induction therapy
SOOGS0 GGG OGO GO0 03 00000

Key secondary endpoints

Tislelizumab + Zanubrutinib * PFS
Tislelizumab (200 mg) Q3W on day 1 of each e OS

T « TTINT

Continuous zanubrutinib (160 mg BID).

m Prof. Dr. med. Barbara Eichhorst
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RT1: Tislelizumab + Zanubrutinib bei RT

Ansprechen und Dauer des Ansprechens

Primary endpoint met with
ORR of 58.3%
(95% CIl 43.2-72.4)

14 (292%)

6 (12.5%)

Number of patlente
#

10

Kompetenznetz

Patients

Time since enrollment (maonths)

Prof. Dr. med. Barbara Eichhorst

Phase
Induction
Consolidation
Maintenance
Event
A Death
7 PD

M Subsequent therapy
O Subsequent therapy without PD
B SCT

Maligne Lymphome 65th ASH Meeting 2023

Uniklinik KolIn
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RT1: Tislelizumab + Zanubrutinib bei RT

PFS & Uberleben
10 — 10
08 — 08 —
1Bl 1Ll g L 4 - 1
06 — 06 —
04 — 04
02 — 02 —
00 = i I I T | 00— | | | | I
0 6 12 18 24 30 0 6 12 18 24 30
PFS (months) OS (months)
Patients at risk Patients at nsk
418 30 17 9 4 1 48 38 19 11 5 1

Kompetenznetz
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Median PFS 10.0 months
(95% CI 3.8 — 16.3)

12-month-PFS rate 46.9%
(95% CI 29.4-64.5)

Prof. Dr. med. Barbara Eichhorst

65th ASH Meeting 2023 Uniklinik K6In

« Median OS not reached

* 12-month-OS rate 74.7%
(95% CI 58.4-91.0)

Seite 30



Zusammenfassung | Take-Home-Messages

Neue Daten zur Kombination Ibrutinib + Venetoclax mit Uberlebensvorteil:

* |brutinib+ Venetoclax V.a. bei Patienten mit unmutiertem IGHV und ohne cardiale
Begleiterkrankungen erwagen

* Risiko der Resistenzentwicklung ist gering

Venetoclax + Obinutuzumab ist V.a. bei alteren Patienten gut vertraglich

Hoffnung fur Richter Transformation: Ziel — gerichtete Therapien und Zellulare Therapien
auf dem Vormarsch: Einschluss in Studien !

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

www.lymphome.de/ash2023
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