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Aggressive B-NHL

DGHO Guidline 2019 - current developments and open questions
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FLYER: Study Design

* Front-line treatment of aggressive B-cell lymphoma
* 18-60 years, stage I/1l, aalPl = 0, no bulk (max. diameter < 7.5 cm)
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At 36 months:

(n = 295)

(n =293)

6 x R-CHOP-21
94% (95% Cl: 91 %; 97 %)

4 x R-CHOP-21 + 2 xR
96 %, (95 % Cl: 94 %; 99 %)

: Median follow-up: 66 months
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Overall Survival (OS)
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Study Design:

PHOENIX

PCI-32MGE50EBLI001

Double-Blind, Placebo-Controlled Study

N =838 Key eligibility criteria
"  Untreated non-GCB DLBCL

— Determined by Hans-based IHC at a
central laboratory

R-CHOP (6-8 cycles*) +

m pIECE bo — Retrospectively analyzed for ABC subtype
g using GEP
'E " Stage Il to IV measureable disease
_g *As prespecified by site . RIPI> 1
E " ECOG performance status < 2
- R-CHOP (6-8 cycles*) + End points
560 mg ibrutinib " Primary end point: EFST in ITT (non-GCB)
and ABC subgroup

®  Secondary end points: PFS, CR rate, OS,

*Stratified by R-IPI, region, and number of prespecified treatment cycles (6 vs 8 cycles). SE‘let‘y'
= Prophylactic antibiotics and G-CSF were not mandated but were permitted at the

investigator's discretion per local or other standard guidelines — Response assessed per Revised Response

Criteria for Malignant Lymphoma?

e N L i o
EFS: time from randomization to PD, relapse from CR, initiation of subsequent disease-specific therapy 1. Cheson BD, et al. J Clin Oncol. 2007:25:579-586.

for PET-positive or biopsy-proven residual disease after = 6 cycles of R-CHOP, or any-cause death.

American Society of Hematology 60th Annual Meeting and Exposition, Younes A, et al. Abstract 784. 4



EFS by investigator assessment (%)
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| Hazard ratio (95% Cl): 0.579 (0.380-0.881)
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Patients at risk
lbrutinib + R-CHOP 156 146 133 125% 121 117 113 93
Placebo + R-CHOP 186 177 148 137 132 127 120 104 78
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Months

lbrutinib + R-CHOP 156 151 145 142 138 137 134 125 96 62
Placebo + R-CHOP 186 181 173 161 1533 148 145 130 101 70

Ibrutinib + R-CHOP improved EFS and OS vs placebo + R-CHOP in patients < 60 years of age
Subgroup analyses showed that EFS benefit was consistent across most subgroups for baseline factors

A similar trend with age was seen in patients with the ABC subtype (HR [95% CI]: 0.532 [0.307-0.922] for EFS;

HR [95% Cl]: 0.345 [0.138-0.862] for OS)
More patients on the placebo + R-CHOP arm received subsequent antilymphoma therapy (25.2% vs 33.5%)

American Society of Hematology 60th Annual Meeting and Exposition, Younes A, et al. Abstract 784.
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German
Lymphoma
Trotz negativem Ausgang der PHOENIX-Studie: Projekt wird weiter verfolgt GLA Alliance
(Hinweis auf Subgruppen relevant)

- h
EaNuo rz:/ll:iularsubtypeS) T T T T T T T T

~aalPl= 2-3
*Age 18-60 yrs

\

,/

0 +14 +28 +42 +56 +70 +86 +100

CHOEP 14 T R

CYC 750 mg/m? d1
DOX 50 mg/m? d1i
VCR 1.4 mg/m? d1
ETO 100 mg/m? d1-3
PRD 100 mg/m? d1-5



DiffuseLargeBCellLymphoma: DGHO Leitlinie 2019
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Second line treatment in elderly patients GERMAN HIGH-GRADE NHL STUDY L i MR TR
Secondary OS after failure of standard therapy BN o

GROUP (DSHNHL) GREsSEs
www.lymphome.de/en/Groups/DSHNHL 1 ;-:_ el I

RICOVER-60 study

relapsed disease primary refractory
100 100
901 primary therapy: 90 primary therapy:
80- — Without Rituximab (n=149) 80 = without Rituximab (n=54)
70- — With Rituximab (n=75) 70- = with Rituximab (n=37)
60- p=0.060 60- p=0.589
= 50- = 501
40- 40-
30- 30-
20- 20-
101 101
0 ! ! ! ! ! ! ! ! ! ! ! ! ! 0 ! ! ! ! ! ! ! ! ! ! ! ! !
0 5 1015 20 25 30 35 40 45 50 55 60 65 0 5 1015 20 25 30 35 40 45 50 55 60 65
months months

Glass et al, Ann Oncol. 2017 Dec 1,28(12):3058-3064



Randomised Phase Il study of pola-BR versus BR

(GO29365): study design

phase . (n=6/histo|ogy)

Safety run-in _ Pola 1.8mg/kg + BR

Pola 1.8mg/kg + BG

(n=6/histology)

Patients

« R/R DLBCL
« R/IRFL

Phase Il Pola 1.8mg/kg + BG
expansion (n=20/histology)

Pola 1.8mg/kg + BR
(n=40/histology)

Phase I R
randomisation 1:1
| BR

(n=40/histology)

Sehn L, et al. Abstract #1683, ASH 2018 relapsed/refractory

BG, bendamustine and obinutuzumab; BR, bendamustine and rituximab; FL, follicular lymphoma; PET-CR,
positron electron tomography—complete response; pola, polatuzumab vedotin; R, randomisation; R/R,




Ergebnisse: Baseline-Charakteristika

Phase-lb

Phase-Ib/ll

Phase-ll randomisiert

JAHRESTAGUNG
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Hauptcharakteristika Pola-BR Pola-BG Pola-BR BR

(N=6) (N=27) (N=40) (N=40)
Mittleres Alter, Jahre (Range) 65 (58-79) 66 (26-86) 67 (33-86) 71 (30-84)
ECOG PS Score 22, n (%) 0 4 (14,8) 7 (17,5) 9 (22,5)
IP1 Score 3-5 bei Registrierung, n (%) 2 (33,3) 20 (74,1) 22 (55,0) 29 (72,5)
Vorherige Therapielinien, n (%)

1 Linie 2 (33,3) 6 (22,2) 11 (27,5) 12 (30)
=2 Linien 4 (66,7) 21 (77,8) 29 (72,5) 28 (70)
I('\;Z;iaktér gegenuber der vorherigen Therapie, n 5 (83.3) 23 (85.2) 30 (75.0) 34 (85.0)
Vorherige Stammzelltransplantation, n (%) 0 2(7,4) 10 (250) 6 (15,0)
*Kein Ansprechen oder PD innerhalb 6 Monate nach der letzten Therapiedosis

IPI: Internationaler Prognostischer Index
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Ergebnisse: Wirksamkeit

Progressionsfreies Uberleben (IRC) Gesamtuberleben

1,0 HR (95% KI1)=0,36 (0,21; 0,63) 1,0 -

p-Wert (log-Rang)=0,0002

HR (95% Kl)=0,42 (0,24; 0,75)
p-Wert (log-Rang)=0,0023

0,8 - 0,8 -

— Pola-BR (N=40)
— BR (N=40)

<4+ Zensiert

—— Pola-BR (N=40)
— BR (N=40)

4+ Zensiert

0,6 - 0,6 -

0,4 - 0,4 -

Gesamtuberlebens

Wahrscheinlichkeit des

0,2 -

0,2 1 —_—

Wahrscheinlichkeit des
progressionsfreien Uberlebens

| | | | | | | | 1 |
101214 16 18 20 22 24 26 10 12 14 16 18 20 22 24 26
Zeit (Monate) Zeit (Monate)

o
N =
g
o) =
00 =
o
N =
-
o) =
0 =

Anzahl Patienten Anzahl Patienten
Pola-BR(Ph 11) 40383329292523212121191816141211118 7 7 7 6 5 1 1 Pola-BR(Ph 11) 4038363433303027252422211917161616151513129 9 5 3 2 1
BR(Ph 1) 40302418129 7 6 6 54 4 4443333321111 1 BR(Ph Il) 4033272517151110107 7 7 7 77 6 6 6 6 55 4 4 3 3 1
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2. Linentherapie DLBCL: Resultate der Salvagetherapie und autologen SZT
in 3 prospektiv-randomisierten klinischen Studien

Salvage regimen PFS /EFS Referenz
R-DHAP 62,8 % 42% 51%
51% o) % o % Gisselbrecht
CORAL R-ICE 63,5% * 31% P8 BT 40%%13Y | )co 2010
R-DHAP 44,1 % 26% EFS 39%
Crump
_ % %
el S R-GDP 45,1% 26% EFS 39% dy JCO 2014
R-DHAP 42% 26% 38%
Van Imhoff
ORCHARD O-DHAP 38% 24% 41% 2y JCO 2017

R-DHAP: Rituximab, Cytarabin, Cisplatin; R-ICE: Rituximab, Ifosfamid, Etoposid; R-GDP: Rituximab, Gemcitabin, Dexamethason, Cisplatin; O-DHAP: Ofatumomab,
Cytarabin, Cisplatin ; ORR: overall response rate ; PFS: progression free survival; OS: overall survival; OT: (median) observation time



PolaRICE Phase Il clinical trial: PolaR-ICE vs R-ICE in r/r DLBCL

standard procedures

study treatment

Ifosfamid 5000 mg/m?2
d1i

Carboplatin AUC 5
d2

Etoposide 100 mg/m2
di-3

Polatuzumab 1,8 mg/m2
di

Ifosfamid 5000 mg/m2
d1i

Carboplatin AUC 5
d2

Etoposide 100 mg/m2
di-3

German
Lymphoma
Alliance

Ifosfamid 5000 mg/m2
di

Carboplatin AUC 5
d2

Etoposide 100 mg/m2
di-3

Polatuzumab 1,8 mg/m2
d1

Ifosfamid 3000 mg/m2
d1i

Carboplatin AUC 5
d2

Etoposide 100 mg/m2
di-3

sensitive

HDT

PET

autologous SCT

HDT

refractory

Donoxgearch

allogeneic SCT




Aggressive B-NHL
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Ereignisfreies Uberleben von Patienten mit
refraktarem DLBCL

Median
1.0 Events/N (Months)
S h criteria f fractory DLBCL in SCHOLAR-1 .
SeHE STIEHE T IEHEEOT - 0.9 1 m—= Primary refractory 143179 7.1
= 08 - == Refractory to second-line or later-line  261/306 6.1
= == Relapsed =12 mo post-ASCT 101/118 6.2
First-line 4x R-CHOP PD or SD = 0.7
O
=
o
[ale
=
Second-line  Salvage Refractory o
Relapse = ©f later-line  chemotherapy PD or SD DLBCL 5
N=636 L:E [TH | ]
1 1 1 1 1 1 1 1 1
ASCT Relapse
<12 months 0 20 40 60 80 100 120 140 160 180

PR or CR

Months from commencement of salvage therapy

Ca. 400- 500 Patienten / Jahr in Deutschland
Crump-Blood-2017-130-1800-08



Axicabtagene ciloleucel, Tisagenlecleucel:

Chimeric Antigen Receptor T cell gegen CD19+

Axicabtagene Ciloleucel
(Axi-cel)

scFv (anti-CD19)

Hinge/Transmembrane

Signal 2: CD28

'ij Signal 1: CD3T
_ 100+
&
c
8 80+
9
g
S 60
wn
@
g
[ e e T T ——— e—— Pt o
7 2-JAHRES PFS | MEDIAN PFS
- 0 I
5 39,0% | 59 Monate
k : (95%-KI: 3,3-15,0)
i

Or—T—T—TT T

1T 1T 1T 17T 17T 1T 1T T T°71

\ \ I I
4 5 6 7 8 9

[ L
01 2 3 19 20 21 22 23 24 25

Patienten unter Risiko
(Zensierte Patienten)

101 95 85 66 58 49 47 46 45 44 44 44 42 40 38 37 37
(0) [0) (0] () (1) (1) (a) () (2] (0 (1) (1) (1) (1) (4) (4] (4]

10 11 12 13 14 15 16 17 18
Monate

37 36 36 36 36 34 21 3
(4) (&) (4) (4]

1 T 17T 1T T
26 27 28 29 30 31 32

SRR GREE 3 )

(4) (6] (19)(37)(37)(37)(37)(37) (38) (40)

NHL

Antigen-binding
(CD19) domain

)

T cell

CD8-alpha hinge
and transmembrane

4-1BB Costimulatory
domain

CD3-zeta signaling
domain

B Progression-free Survival

1.0D=ed
0.9+ Patients with complete response
o 0.8 : ¢ S— OGO
b —
'a'ﬁ 0.7
QEJ = 0.6+
x o
5@ 0.5
ga 0.4 All patients
B9
Sa 034
2 :
& 0.2
0.14
0.0 T T T T T T T T T
0 2 4 6 8 10 12 14 16 18
Months since Infusion
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
response

All patients 111 65 38 34 32 25 16 10 9 3

19
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35%

— Owverall survival

—— Progression-free survival

Risiko chronische GVHD

i 1
T |

Number at risk

Overall survival 84

Progression-free 84
survival

Glass et al, Lancet Oncology 2014 15: 757-66
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52
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Time after transplantation (years)

41 35 28 26

36 32 26
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£

DSHNHL R3 GERMAN HIGH-GRADE NHL STUDY %%

GROUP (DSHNHL) i s s
Outcome due to donor match and ATG SU— .. ;.

— MRD or MUD, and treated with ATG
— MUD not treated with ATG, or mismatched donor

Owverall survival (%)

HR 3-41, 95% Cl 1-82-6-36; p<0-0001

0 | | | | | | | | | | | | | |
0 o5 10 15 20 25 30 35 40 45 50O L5 60 65 70

Time after transplantation (years)

10 —

Number at risk
MRDorMUD 40 33 28 28 25 20 15 12 11 9 7 5 4 1 0
and ATG
MUD not treated 44 29 15 13 10 8 8 6 5 5 2 1 1 1 0
with ATG, or
mismatched donor

Glass et al, Lancet Oncology 2014 15: 757-66



DSHNHL-R7 ASTRAL I
Allogeneic SCT in Relapsed Aggressive NHL
Flowchart

Relapse or Outside clinical
progression of tudy ASTRAL II: — 5| Staging
aggressive B or 2 -3 cycles
T-NHL salvage therpay

Donor search should not extend 8 weeks
after start of salvage treatment

German
Lymphoma
Alliance

. < .
rem. < 12 mon HLA 10/ 10 FTC
CR, PR, SD . )
—> compatible donor Allogeneic
rem. > 12 mon. .
PR SD available? PBSCT

CHARLY-Study

Bertram.Glass@helios-gesundheit.de
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DLBCL, MCL,

FL, PTCL,
CHARLY flow sheet
Failed auto or
double
refractory
18-65 yrs
SIB/MUD alloHSCT .
PS 0-1 (off protocol) : PFS
Intent-to allo 1
yes
4 E R
SIB/ | xS |L E
Donor WMUD |_{ ¢ I G
search; found MAC ptCY
R R |G | »l 1-y PFS
Salvage > I haplo ->| 50mg/kg > y
therapy CR PR E yes||S (TBF) TBF
SD E E T
yes
N E E
_Pre-registratio . o o . e m - ——— ol ial duration __ _ _ IStudyintervention| . _ _ . Thalduration,

Sascha.Dietrich@med.uni-heidelberg.de



Speed-Report: aggressive NHL
Zusammenfassung

De-Esklation der Chemotherapie bei (jungen) Patienten mit niedrigem Risiko (IPI =, no bulk)
moglich.

Ibrutinib + R-CHOP in Phase 3 Studie gescheitert, aber gute Ergebnisse bei jingeren Patienten.
Phase Il Studie Ibrutinib + R-CHOEP weiter offen

ADC Polatuzumab Vedotin mit guten Ergebnissen in der Drittlininen-Therapie der nicht-

transplantationsfahigen Patienten vor der Zulassung. Zukiinftig Einsatz zum Bridging in der 2. und
3. Therapielinie vor Konsolidierung (SZT, CART) ?

CART im Routineeinsatz mit ca 30-40 % PFS fiir die Patienten, die die Infusion erhalten; allo SZT
als Option bei CART-Versagen (fiir jlingere Patienten)
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