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Offenlegung potentieller Interessenskonflikte

LymphomKompetenz KOMPAKT — ASH2019 wird in Kooperation mit vier unterstlitzenden Firmen
durchgefiihrt. Diese Firmen haben keinen Einfluss auf die Inhalte dieses Vortrags. Meine weiteren
Disclosures betreffen:

Anstellungsverhaltnis, -
Flhrungsposition
Janssen, Gilead, Roche, Abbvie, Novartis, Celgene,

Beratungs-/ Gutachtertatigkeit
AstraZeneca, Arqule

Besitz von Geschaftsanteilen, Aktien -
oder Fonds

Patent, Urheberrecht, Verkaufslizenz

Honorare Roche, Novartis, Gilead, Janssen, Abbvie, Celgene, Hexal
Finanzierung wissenschaftlicher Roche, Janssen, Abbvie, Gilead, BeiGene
Untersuchungen

Andere finanzielle Beziehungen -

Immaterielle Interessenskonflikte -

Prof. Dr. med. Barbara Eichhorst
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Kapitel 1
Erstlinientherapie
Wie effektiv ist die demndichst zugelassene

Kombinationstherapie Venetoclax plus
Obinutuzumab ?

Prof. Dr. med. Barbara Eichhorst
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QUANTITATIVE ANALYSIS OF MINIMAL RESIDUAL DISEASE (MRD)
SHOWS HIGH RATES OF UNDETECTABLE MRD AFTER FIXED-
DURATION CHEMOTHERAPY-FREE TREATMENT AND SERVES AS
SURROGATE MARKER FOR PROGRESSION-FREE SURVIVAL: A
PROSPECTIVE ANALYSIS OF THE RANDOMIZED CLL14 TRIAL

Presenter: K. Fischer, Koln fur DCLLSG
ASH 2019, Abstract 36

Prof. Dr. med. Barbara Eichhorst
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CLL14 Studie: Update
Safety Run-in Phase*
Venetoclax—
Obinutuzumab
Venetoclax— Venetoclax
. Obinutuzumab
6 cycles 6 cycles Follow-up Phase

Previously untreated Primary endpoint:

patients with CLL and 11 Progression-free survival
coexisting medical conditions L —
randomization

Key secondary endpoints:
Response, Minimal Residual
Disease, Overall

CIRS > 6 or CrCl < 70mL/min

Chlorambucil- Chlorambucil Survival
»  Obinutuzumab —
6 cycles 6 cycles

* Fischer K et al. Venetoclax and Obinutuzumab in chronic lymphocytic leukemia, Blood 11 May 2017
Fischer et al. N Engl J Med. 2019 Jun 6;380(23):2225-2236

Prof. Dr. med. Barbara Eichhorst
Orlando, 7.-10. Dezember 2019
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CLL14 Studie: Update
PFS
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& Hazard ratio 0.31 (95% CI1 0.22 — 0.44), P < 0.0001

0 | 39.6 months median follow-up
6 12 18 24 30 36 42 48

Time on study in months

Prof. Dr. med. Barbara Eichhorst

Lymphom
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CLL14 Studie: Update
PFS according to IGHV and TP53

100

Venetoclax—Obinutuzumab
30 IGHV mutated
Venetoclax—Obinutuzumab
IGHV unmutated

Progression-free survival (%)

60
Chlorambucil-Obinutuzumab
40 == 1GHY muated
Chlorambucil-Obinutuzumab
20 ' . IGHV unmutated
- IGHV mutational status

0 | 339.6 months median follow-up

T T T T T T T T

6 12 18 24 30 36 42 48

Time on study in months

Venetoclax-Obinutuzumab
TP33 none

Venetoclax—Obinutuzumab
TP33 deleted and/or mutated

Chlorambucil-Obinutuzumab
TP33 deleted and/or mutated
Chlorambucil-Obinutuzumab
TF33 none

20

Progression-free survival (%)

TP33 mutational status

0 3 9.6 months median follow-up

6 12 18 24 30 36 42 48
Time on study in months

Prof. Dr. med. Barbara Eichhorst
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CLL14 Studie: Update
MRD Verlauf gemessen mit PCR vs NGS
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Obinutuzumab Obinutuzumab
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Prof. Dr. med. Barbara Eichhorst
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Kapitel 2
Erstlinientherapie

Was gibt es Neues zu BTK-Inhibitoren in der
Erstlinientherapie?

Prof. Dr. med. Barbara Eichhorst

Orlando, 7.-10. Dezember 2019 Oberirztin der Klinik I fiir Innere Medizin ® Uniklinik KéIn Seite 10
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IBRUTINIB AND RITUXIMAB PROVIDES SUPERIOR CLINICAL
OUTCOME COMPARED TO FCR IN YOUNGER PATIENTS WITH
CHRONIC LYMPHOCYTIC LEUKEMIA (CLL): EXTENDED FOLLOW-UP
FROM THE E1912 TRIAL

Presenter: T. Shanafelt, Stanford, US fur ECOG
ASH 2019, Abstract 33

Prof. Dr. med. Barbara Eichhorst
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E1912 Studie: Update
Patienten:
* unbehandelt Daily oral
» <70 Jahre R 'bmim'b Daily oral
. A Daily oral rituximab B
N ibrutinib intravenousl Each month
behandlungsbediirftig D 1 i e at the s until == i
0 mon TS . -
.t g . ginning of progression T
« fit fur FCR-Therapie M ah it af your CiL follow-up
, | Until
* keine del(17p) (FISH) 7 6 months 10 years
. A from date
: ke":‘e Gr?d_ 3/4 T of registration
Herzinsuffizienz I Fludarabine + cyclophosphamide + rituximab
. . 8] intravenously at the beginning of each month ’
* Kein Warfarin/ N
andere Vitamin K- 6 months

Antagonisten

Prof. Dr. med. Barbara Eichhorst

Orlando, 7.-10. Dezember 2019 Oberirztin der Klinik | fiir Innere Medizin ® Uniklinik KoIn Seite 12
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E1912 Studie: Update
PFS nach 45 Monaten Beobachtung

alle Patienten IGHV Mutated

o o |
2 2
E g 1 mE s - =z g n
a o
g £
& I - HR=0.39,(95% Cl: 0.26 - 0.57) & 3 | HR=0.42,(95% CL 0.16 - 1.16)
P < 0.0001 P = 0.086
3-year rates: 89%, 71% 3—year rates: 88%, 82%
™ o
o L =1
- - FCR (52 events/ 175 cases) - - FCR (8 events/ 44 cases)
—— IR (58 events/ 354 cases) IR (10 events/ 70 cases)
o | =
o (=]
| ] ] | | | T T T T T T
0 1 2 3 4 5 0 1 2 3 4 5
Years v
Number at risk Number at risk
-= 175 145 123 82 31 0 - - 44 as 34 25 11 4]
— 354 338 321 280 121 8 — 70 67 64 54 20 1

Prof. Dr. med. Barbara Eichhorst
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E1912 Studie: Update

PFS fir Patienten , die die Therapie aufgrund von NW beendeten

o
—— IR (32 events/ 72 cases)
- Discont not due to progression or death
2
> o
= o |
3 Median:
% edian: 22.5
S =
o o |
N=72
a) |
S -
Median time
o of therapy
o 15.1 months
[ | | | |
0 10 20 30 40

Months since discontiuation

Prof. Dr. med. Barbara Eichhorst
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E1912 Studie: Update
Uberleben
o
-] K i T - - - 1
(e0]
® -
> © _|
£ o
=
©
S
a & 4 HR=0.34,(95% Cl:0.15-0.79)
P =0.009
3-year rates: 99%, 93%
N
© - = FCR (12 events/ 175 cases)
—— IR (11 events/ 354 cases)
o
S -
T | | | | |
0 1 2 3 4 5
Years
Number at risk
-= 175 155 143 131 69 9
— 354 347 343 335 193 37

Prof. Dr. med. Barbara Eichhorst
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ELEVATE TN: PHASE 3 STUDY OF ACALABRUTINIB COMBINED
WITH OBINUTUZUMAB (O) OR ALONE VS O PLUS CHLORAMBUCIL
(CLB) IN PATIENTS (PTS) WITH TREATMENT-NAIVE CHRONIC
LYMPHOCYTIC LEUKEMIA (CLL)

Presenter: J. Sharman, Eugene, Oregon, US
ASH 2019, Abstract 31

Prof. Dr. med. Barbara Eichhorst

Orlando, 7.-10. Dezember 2019 Oberirztin der Klinik I fiir Innere Medizin ® Uniklinik KéIn Seite 16
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ELEVATE Studie

Acalabrutinib (100 mg 2x taglich bis zum Progress)

Patienten 2 65 Jahre oder

Acalabrutinib (100 mg 2x taglich bis zum Progress)
Patienten < 65 Jahre mit

Begleiterkrankungen

Obinutuzumab (1000 mg, 6 Zyklen)

O2cCcxm—unw-=<00223rwx

Prof. Dr. med. Barbara Eichhorst
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ELEVATE Studie
PFS

Median follow-up 28.3 months

100

1 1 1 } : T g 930/0
S 80 -
g Hazard ratio (95% Cl)
% Acala-G 0.10 (0.06,0.17)
o 60 7 vs G-Clb p<0.0001
=
"é Acalabrutinib 0.20 (0.13,0.30)
2 vs G-Clb p<0.0001
a 40
< - Acala-G vs 0.49 (0.26,0.95
2 ‘ 1 acalabrutinib? 49 (0.26,0.99)
& 20 A
— Acala-G
— Acala :
0| — G-Clb (Median PFS 22.6 months [95% C1 20.2, 27.6))
I I I I I I I 1
0 6 12 18 24 30 36 42

Number at risk Months

179 176 170 168 163 160 159 155 109 104 46 a1 4 2

179 166 161 157 153 150 148 147 103 94 43 40 4 3

177 162 157 151 136 113 102 86 46 a1 13 13 3 2

Kaplan-Meier estimates performed by IRC and all analyses for the intention-to-treat population. No. of events: Acala-G, 14 (7.8%); Acala, 26 (14.5%); G-Clb, 93 (52.5%)
aPost hoc analysis.

Richter's transformation occurred in: Acala-G n=1, Acala n=5, G-Clb n=1

Prof. Dr. med. Barbara Eichhorst
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ELEVATE Studie
Nebenwirkungen von speziellem Interesse
Acala-G Acalabrutinib G-Clb
AEs, n (%) N=178 N=179 N=169
Any Grade 23 Any Grade 23 Any Grade 23
Atrial fibrillation 6 (3.4) 1(0.6) 7 (3.9) 0 1(0.6) 0
Hypertension 13 (7.3) 5(2.8) 8 (4.5) 4(2.2) 6 (3.6) 5(3.0)
Bleeding 76 (42.7) 3(1.7) 70 (39.1) 3 (1.7) 20 (11.8) 0
Major bleeding? 5 (2.8)° 3 (1.7) 3 (L.7)° 3(1.7) 2 (1.2)d 0
Infections 123 (69.1) 37 (20.8) 117 (65.4) 25 (14.0) 74 (43.8) 14 (8.3)
Second primary malignancies, 10 (5.6)° 6 (3.4) 5 (2.8)f 2 (1.1) 3(1.8) 2(1.2)

excluding NMSC

Prof. Dr. med. Barbara Eichhorst

Orlando, 7.-10. Dezember 2019 Oberirztin der Klinik I fiir Innere Medizin ® Uniklinik KéIn Seite 19



m Lymphom
n KOMPAKT

Maligne Lymphome

Kapitel 3
Rezidivtherapie

Wie lange halten die Remissionen nach einer
zeitlich begrenzten Rezidivtherapie mit neuen
Kombinationen an?

Prof. Dr. med. Barbara Eichhorst

Orlando, 7.-10. Dezember 2019 Oberirztin der Klinik I fiir Innere Medizin ® Uniklinik KéIn Seite 20
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FOUR-YEAR ANALYSIS OF MURANO STUDY CONFIRMS SUSTAINED
BENEFIT OF TIME-LIMITED VENETOCLAX-RITUXIMAB (VENR) IN
RELAPSED/REFRACTORY (R/R) CHRONIC LYMPHOCYTIC LEUKEMIA
(CLL)

Presenter: J. Seymour, Melbourne, Australien
ASH 2019, Abstract 355

Prof. Dr. med. Barbara Eichhorst

Orlando, 7.-10. Dezember 2019 Oberirztin der Klinik I fiir Innere Medizin ® Uniklinik KéIn Seite 21
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CLL Maligne Lymphome —®— 7. 10, Dazamber 2013
MURANO-Studie
PFS nach 4 Jahren Beobachtung
100 -':_"—-hl_ 4-yr PFS, %
" Treatment (95% CI)
== VenR 57.3
80 = (n=194) (49.4-65.3)
BR 4.6
(n=195) (0.1-9.2)
9 60 7 Median follow up: 48 months
o
s
O 40 =
20 1 HR, 0.19 (95% CI, 0.14-0.25); p<0.0001
EOCT EOT
0 v
| I BN B RN RN NN NN NN R RN RN B BN NN B RN RN

1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60

Time (months)

No. of patients at risk
== \/enR 194 190 185 179 176 174 170 167 161 150 141 134 130 118 101 55 40 14 7 2 -

BR 195 178 165 143 129 104 85 80 66 956 45 40 32 23 14 9 3 2 - - -

Prof. Dr. med. Barbara Eichhorst
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CLL

MURANO-Studie

OS nach 4 Jahren Beobachtung

0S (%)
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100 =gty .
I _-Il- 1] T
80 =
HR, 0.41 (95% CI, 0.26-0.65); p<0.0001
60 =
Treatment 4-yr OS, %
40 - == VenR (n=134) 853 OS benefit with VenR seen despite a high
- proportion of patients with PD in the BR arm
BR (n=193) 06.8 (81/103; 79%) receiving novel targeted
20 = agents as their first follow-up therapy
EOCT EOT after PD
0 v 1 T 1 |v | BN R BN BN BN NN BN NN BN R R

No. of patients at risk

== \/enR 194

Orlando, 7.-10. Dezember 2019

I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60

Time (months)

190 185 183 182 179 178 176 173 168 166 165 164 163 154 110 84 34 15 6 1

BR 195 181 175 167 162 155 152 150 147 141 140 138 134 130 116 94 58 29 7 - -

Prof. Dr. med. Barbara Eichhorst
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MURANO-Studie

PFS nach MRD Status zum Zeitpunkt des

Therapieendes
100 T T : LI
80 =
S
D 60 = =t —
o
4
= PFS* (95% CI)
'g 40 MRD status 18 month 24 month
c
% uMRD 90.3% (83.5-97.2)  83.9% (72.9-94.9)
20 = 64.4% (42.1-86.6)  45.7% (18.1-73.4)
. High-MRD+ 8.33% (0.0-24.0) NE
0 T T T T T T T T | T | |
EOT 3 6 9 12 15 18 21 24 27 30 33 36
No. of patients at risk Time since EOT (months)
N VenRuMRD 83 78 77 76 74 63 42 33 13 9 2 2 1
VenR low-MRD+ 23 23 23 21 20 17 9 7 1 -
- VenR high-MRD+ 12 8 6 2 2 1 1 1 - - - -

Prof. Dr. med. Barbara Eichhorst
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Lymphom  (EN-E
/—\ Kompetenz (NI B/
Kompetenznetz ;Y

KOMPAKT
Maligne Lymphome —®— EeT———

Die Kurzprasentationen sind online unter

www.lymphome.de/ash2019
FuUr den Inhalt verantwortlich:

Prof. Dr. med. Barbara Eichhorst

Klinik | fir Innere Medizin ® Uniklinik Kdln

Prof. Dr. med. Barbara Eichhorst

Orlando, 7.-10. Dezember 2019
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Das Informationsprojekt wird unterstutzt von den Firmen

A N

abbvie AstraZeneca% @gene Janssen

Diese hatten keinen Einfluss auf die Inhalte.

Prof. Dr. med. Barbara Eichhorst

Orlando, 7.-10. Dezember 2019
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