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Kapitel 1

Morbus Waldenstrom —

Bedeutung der autologen und allogenen
Stammzelltransplantation in der Ara der ,targeted therapies®?

m —Prof. Dr-med. Christian Buske
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Autologous and allogeneic stem-cell transplantation for transformed
Waldenstrom macroglobulinemia

P287

E.Durot et al.
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Histological transformation to diffuse large B-cell lymphoma =
[
. . . .. . . =1
in patients with Waldenstrom macroglobulinemia s
g3/
Jorge J. Castillo,* Joshua Gustine, Kirsten Meid, Toni Dubeau, Zachary R. Hunter, and Steven P. Treon =]
=3
w
Histological transformation to diffuse large B-cell lymphoma (DLBCL) rarely occurs in patients with ?;m
Waldenstrom Macroglobulinemia (WM). We identified 20 patients out of a cohort of 1,466 WM patients who 5 o
experienced histologic transformation. The 5, 10, and 15-year cumulative incidence rates were 1, 2.4, and = 1
3.8%, respectively. Approximately half of the patients were naive to nucleoside analogues, and a quarter
were previously untreated for WM at the time of transformation. More than 80% of patients presented with
extranodal involvement, 65% with high IPI scores. DLBCL cells did not express CD10 but expressed BCL6 8 4
and BCL2. All patients were treated with chemoimmunotherapy. The median survival from histological = é EI) 170 1‘5
transformation was 2.7 years. The median overall survival was shorter for transformed patients versus those Yoars fioni Ristdlogical ransiormate A dbansas
who did not transform (estimated 9 vs. 16 years; P = 0.09). Histological transformation to DLBCL is rare, and o9 9
is associated with inferior survival in WM. 95% CI Survivor function |
Am. J. Hematol. 91:1032-1035, 2016. © 2016 Wiley Periodicals, Inc.
o
D_ -

Log-rank p=0.09

e
Nach 10 Jahren Rate an Transformation 2,4 % 33 | g
';o e —————
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Years from Waldenstrom macroglobulinemia diagnosis

No transformation =~ ===== Histological transformation

O
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Transformierter WM —— METHODS

. v’ Patients with transformed WM who
Hintergrund und Methoden received autoSCT or alloSCT
between 1996 and 2021, identified
in an international multicenter

database of 285 patients.

v Primary end-point: overall survival
(0S), calculated from the date of
SCT to death from any cause

v’ Secondary end-points: progression-
free survival (PFS), incidence of
relapse/progression  and  non-
relapse mortality (NRM).

v/ Univariate and multivariate
analyses performed using the Cox
proportional hazards model for OS5
and PFS only for the autoSCT
cohort, due to the small sample
size of the alloSCT cohort.
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TABLE 1. PATIENT CHARACTERISTICS

Tra n Sfo r m i e rte r W M ‘:::::Ljfemale . AutoSCT (n =46) AlloSCT (n = 10)

30/16 (1.9) 4/6 (0.7)
Age at diagnosis of WM (years) 56 [27-70] 48 [38-66]
Median number of regimens prior to HT 1[0-5] 2[0-4]
. Time from WM diagn_osis to HT (years) 4.2[0-17.2] 3.3 [0-9.6]
E rge b nisse Age at diagnosis of HT (years) 62 [31-75] 50 [43-69]
Advanced Ann Arbor stage 84% 100%
Elevated LDH 56% 67%
Prior therapy regimens received for HT 2 [1-6] 2[1-3]
Prior autoSCT N/A 3(33%)
Time from HT to 5CT (months) 8[2-76] 7 [3-49]
Year of transplant
1996-200: 5(11%) 1(10%)
2006-2015 28 (61%) 7 (70%)
) RESU LTS 2016-2021 13 (28%) 2(20%)
Age at SCT (years)
Fifty-six patients were included i N Lo o
ere incluaeaq, 46 had received Median 63 (31-77) 51[43-70]
autoSCT and 10 alloSCT. The median time from P 27 (s9% 5 (50
: . 14 (30%) %
HT diagnosis to SCT was 8 months (range, 2 to o 4(9%) 10
nknown 1(2% o%
76 months) for autoSCT and 7 months (range, 3 BN .k.on.ngreggmen ) —
to 49 months) for alloSCT. The patients received e based L 2eon
a median of 2 lines of treatment for HT before B protocl s
SCT (range, 1 to 6 for autoSCT and 1 to 3 for T ndonan 2 o)
alloSCT), and 89% (complete response (CR): e« crbopine 2 4
0, - udarabine-Busulfan +/-
59 A)) and 80% (CR' 50%) Of the patlentS had z:u:ara:ine-zam;Zth-r{ieT::alan :((:g::;
chemosensitive disease at the time of autoSCT o e Busulfan Endosan . + ose)
and a“OSCT, respectiVEIy. Int::'lcslty of conditioning WA 7 70%)
Myeloablative N/A 2(20%)
Unknown N/A 1(10%)
Resc:onse to SCT 35 (76%) & (67%)
PR 4 (9%) 0 (0%)
s 0 (0%) 0(0%)
PD 7 (15%) 3(33%)
Unknown 0 (0%) 1 (10%)
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H utoSCT| OS lloSCT | OS
Transformierter WM el gl
1.00
%075‘ \\ :gors \_‘
Ergebnisse Bow T e R - -
§025< 'gozs
w000‘ wom
0 2 4 6 8 10 0 2 4 6 8 10
Time from transplantation (years) Time from transplantation (years)
. . . Number at risk (number censored) Number at risk (number censored)
The median fO"OW'Up time for the surviving patlents -=46(0) 19(8) 15(12) 13(14) 5@21)  3(23) -100) S5O 4 3@ 3@ 3@
w 0,
as 5.5 years (95% ClI, 2.8 to 7.1 years) from OE— aloSCT | PFS
autoSCT and 12.6 years (95% Cl, 2.7 to 14.4 years) ) R
from alloSCT. The 3-year estimates of OS, PFS and ;‘é“-" gors
cumulative incidences of relapse and NRM were s .—E-‘"”
57%, 44%, 54%, and 2% for autoSCT and 50%, 50%, 3 3"
0.001
30%, and 20% for alloSCT, respectively. In the J T AL 5 vttty T
autoSCT cohort, CR at SCT was found to be Number at risk (number censored) Number at risk (number censored)
associated with superior OS and PFS (3-year OS, 81% TEe re RE e s e TRO e s m e B
for CR vs 23% for less than CR, P = 0.001 and 3-year AUIOBCT | 08 + ot + preed autoSCT |08 — 1line — >1line
PFS, 62% vs 21%, P < 0.001) and less than 2 lines of - 100
therapy for HT with superior OS (3-year 0S, 75% for Ea %m
1line vs 36% for > 1 line, P = 0.01). gos So0s0
'gozs o e 'éozs c i v|
wom mOOO
0 2 4 6 8 10 0 2 4 6 8 10
Time from transplantation (years) Time from transplantation (years)

Number at risk (number censored)

-=27(0) 17(5 13(8) 11(11) 3(18)  1(20)
= 18(0) 2(3) 2(Q3) 2(3) 23 203

Number at risk (number censored)

- 22 (0, 4(5 3(6 3(6 0(8 08
- 24 EO; 15{( ) 12(( ) 10(( ) 5((1 ) 3((1 )
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Kapitel 2

Morbus Waldenstrom —
Kombination BTK Inhibitor mit R-Chemo beim WM?
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Next generation BTK inhibitor acalabrutinib with bendamustine-rituximab
in first line WM: BRAWN Study

P288

N. Berinstein et al.
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Kombination BTK Inhibitor mit R-Chemo beim WM?

Studiendesign

Methods: Symptomatic, previously untreated patients will be
'treated with bendamustine and rituximab for six 28-day cycles ®
‘acalabrutinib 100 mg BID for 1 year e CT scans at pre-treatment, 7,
‘12 & 18 months, unless stable IgM with previous negative CT ®

*Bone Marrow Aspirate for Standard of Care and MRD analysis pre-
treatment 7 12 & 18 Screenmg Cycle16 (:cle'l Cycle 12 le 8 _ Follow -Up
months; mutatlonal o
analysis at pre- N —
treatment only @ Active |&raisis S e

at 9 Canadian cancer | crsca
ce nt res Bone Marrow

Figure 1: Trial Design

2 2 4
L & 4

L 2 2 2
L& & 4
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Kombination BTK Inhibitor mit R-Chemo beim WM?

Patientencharakteristika

| nterim Results: 38/59 participants have been enrolled.

All Participants Mutational Analysis
n=38 n=31
\ MYD88 CXCR4 TP53
n=29 n=9 n=1
I;/‘l;:eaff,()o/) 29 (76) 23(79) 7(78) 1(100)
6 9 (24) 6(21) 2(22) 0(0)
,:\ge, m6e5dian ((;a)nge) - years 68 (45-79) 68 (45-79) 68 (52-78) 79
Be>06oyrs (% 26 (68
ST (68) 20 (69) 7 (78) 1(100)
Low Risk (%) 3(8) 3(10)
. . 0(0) 0(0
:\jce}:?eilft? Risk (%) 16 (42) 12 (42) 3(33) 0 ({0))
igh Risk (% 19 (50 14
Serum IgM level o0 e o e
Median (range) - g/L

>40g/L (%) T peet S e 389(751590) 609 (60.9-60.9)
Hemoglobin level (41) 4 (44) 1(100)
iﬂffisag/(;?o:je) -gfL 103.5 (69-157) 103 (69-157) 96 (69-118) 77(77-77)
Pl;telet Count .- S8 7(78) 1(100)
Median (range) - x10%/L

<100 x10%/L (%)

229.5 (56-778)

236 (68-778)

5 171 (68-333) 251 (251-251)
1(3) 1(11 0(0
Serum P2-microglobulin level 1y )
: n=35 n=28 n=9 n=1
Median (range) - g/dL 3.5(1.3-15.05) 3.49 (1.3-15.05) 3.35(2.4-3.82) 3.8(3.8-3.8)
<3 g/dL (%) 8 (23) 7 (25) 1(11) 0(0)
Table 1: Baseline demonoeranhics for enrnlled narticinante (n—22) 21 nacicioani. Lo il S g . .

Kompetenznetz
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Kombination BTK Inhibitor mit R-Chemo beim WM?

MRD unter Therapie

T Tr T mmomomna neas as awaMAF 4 g E L " T
1EBJ 1E6 1 i i
TFD 6 Median Hemoglobin and IgM
18- © I 154 MRD o
O Indeterminate O Negati
< Negative o Poesg'rzu;e 120
1E4H A Positive 1E44
g § Subject @
. =1 ubje
[=]
8 1ea- Subject 8 1e3 *1 07 80
= -1 e 7 S °® 2 o8 =
= *2 o8 = =3 e9 =
= 1e2- >3 w9 = 1E21 e 4.9 10 50
5 @ 4 o 10 i) o 5 @ 11
a o 5 @ 11 o @65 40
1E1 P 1E14
Specimen Source 20
1EQ- - 1E0+
Specimen Source © Bload - .
@ Bone Marrow 0 ° ° 09
o- S * 04 Screening Cycle 4 Maonth 7 Month 12 Month 18
Screén‘mg Cyc'IeIf Cycl'e 12 Screéning Cyrfle 7 Cycfe 12 Sty Time polnt
Timepoint Timepoint —o—Hg —e—igM
. . - @ - N - - W . . H H
Figure 2: MRD analysis by clonoSEQ® using (Left) bone marrow and (Right) peripheral blood for 11 participants with available Figure 3: Median Hemoglobin (Hg) and IgM at protocol specified time

samples at screening and > 1 time point.

points for enrolled participants.
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Kombination BTK Inhibitor mit R-Chemo beim WM?

Ansprechen oy Cycle 12 cycle18| Table 3: Clinical Responses using 6™ IWWM. 2
= 24 n=17 n=5 | participants improved from a VGPR to a CR
CR, n (%) 0 2(12) 0 between cycles 7 and 12. Interim primary endpoint
VGPR, n (%) 16 (67) 11 (65) 5(100) | f combined CR and VGPR rate is 13/17 (76%).
PR, n (%) 8 (22) 4(23) 0
— = - || Figure 4: Kaplan Meier curves for

100] Attt — ) Progression Free and Overall Survival for
enrolled participants. 24/38 participants
have completed combination therapy,
17/38 have completed monotherapy,
5/38 have completed 18 months, and
3/38 have completed 24 months (May
17, 2023). 1 participant discontinued
025 with a VGPR at cycle 7, and 1
discontinued at cycle 3 (response data
unavailable), both due to Treatment

0757

Survival probability
L=]
2

0.00- . . ;
T 3 10 15 . ® | Related Adverse Events. No participants
. have died during treatment or during the
Number at risk . 5 3 4 |l extended follow-up period. Median
o g ) A 5 3 1| follow-up of 7.16 months for al|
- " ' s 20 » icipants.
’ ’ PFS and OS Curves (1=38) particip

m Prof. Dr. med. Christian Buske
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Kombination BTK Inhibitor mit R-Chemo beim WM?

Vertraglichkeit
Combination Monotherapy
Grade1/2 Grade3/4 Total | Grade 1/2 Grade 3/4 Total
Infections and Infestations
Bronchopneumonia/bronchitis/upper respiratory infection 2 - 2 3 - 3
Pnemonia 1, 1* - 2 - 1% 1
Fever 3,1* 1% 5 - - -
Mouth/cold Sores/oropharangeal cadidosis 5 - 5 - - -
Central Nervous Sytem Disorders
Headaches/Migraine 13 - 13 1 - 1
Gastrointestinal Disorders
Constipation 6 - 6 1 - 1
Diarrhea 11 - 11 1 - 1
Nausea 12 - 12 1 - 1
Vomitting 6 - 6 1 -
Skin Disorders
Dry Skin 6 - 6 - - -
Infusion/Injection site Reaction 3 - 3 - - .
Rash 6 - 6 - - .
Blood & Lymphatic Disorders
Neutropenia 2 9 11 - 1 1
Febrile Neutropenia - 3* 3 - - R
Fatigue 9 - 9 - - ;
Bruising 8 - 8 - - .
Anemia 3 1 4 - - .
Decreased Platelet Count 5 - 5 - . )
" Musculoskeletal & Connective Tissue Disorders
Pain 6 - 6 - -
Total 109 14 123 8 1 9

@ - S ' s Prof. Dr. med. Christian Buske
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Kapitel 3

Marginalzonenlymphom —
BTKI weiter auf dem Vormarsch?

m Prof. Dr. med. Christian Buske
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Orelabrutinib for the treatment of relapsed or refractory marginal zone
lymphoma: a phase 2 multicenter, open-label study

P283

Y. Song et al.
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MZL: BTKi auf dem Vormarsch?

Studiendesign B e, e

Study Design

* This is a multicenter and open-label phase 2 study of orelabrutinib in r/r
MZL patients across 32 sites in China. Orelabrutinib was administered
orally at 150 mg QD for 28-day cycles until disease progression,
intolerable toxicity, death, or withdrawal of consent (Figure 1).

Fig 1. Study Schema Key Eligibility

* Age 218 and <75 years old;
* MZL diagnosis by histology;
* Relapsed or refractory.
¢ Prior therapies: 21 and =4, including
anti-CD20 mAbs;
* Measurable disease;
Central - Adequate organ function:
Pathology * No prior BTK inhibitor exposure.

rir MZL

(N=111)

> Primary endpoints: ORR by IRC per 2014
Lugano;
» Secondary endpoints: ORR by INV,

PFS,DOR, TTR, TTP, OS and safety.
Data cut-off date: October 8, 2022
Median follow-up time: 24.3 months

Orelabrutinib B Full analysis set (FAS)
150mg QD . Modified full analysis set (mFAS¥#)
(central pathology confirmed patients)

m Prof. Dr. med. Christian Buske
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MZL: BTKi auf dem Vormarsch?

Patientencharakteristika

Tab 1. Demographics and disease characteristics Fig 2. Histological subtypes

Characteristic mFAS (N=90) MZL Subtype
Median Age (range) 62.0 (23, 77)
Male, n (%) 49 (54.4) .
Stage IIV/IV, n (%) 74 (82.3) | 3
Refractory, n (%) 32 (35.6)
BM involvement, n (%) 30 (33.3) 7
Median prior lines (range) 2 (1-3)
Prior Anti-CD20, n (%) 83 (92.2) Nodal = Mucosal = Other

Kompetenznetz
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MZL: BTKi auf dem Vormarsch?

Ansprechen

Results (continued

Fig 3. ORR by IRC and INV Fig 4. % SPD change to baseline (IRC)
70

ORR:58.9% ORR:533% 0 T

[] o

pr I ol

0 =

e
=)
TRt ] TEER ARt ARt L RRtGRR R BBt t AR R inet e b st trn,
““ T TN
| T IEEEEEEE LR L EL e L L L
T | FECEURLOEREREL L ELLRT LRt
| I ettt 1 11
i T HTELLEL LR Rl b 1
. SO U B R R EEEEE L L L
| HHHITH i 1 | | | |
1t i IR anaannganis |
AR L R H ! (
| L TR HI 1HH 1]
H 1HHT ] 1
| | T ! 1 11T
| 1] | i T 114
| 1 i 1 i ] il ‘I
i | |
uy 11 1L il i
} | |
d 11 { r" TRl Ll
i |
II | d
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IRC INV -100
Response to Orelabrutinib

g O
o O

o

N B
=
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N
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n
~
[o)
[
O
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-
o

o

1
o0
o
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MZL: BTKi auf dem Vormarsch?

Fig 5. KM curve of DOR (A) and PFS (B) by IRC

10 . 10 e,
Effektivitat und Nebenwirkungen o ek R 08 ° B T =
0.6 0.6 - =
0.4 | 0.4~
0.2 J 0.2 1 2.year PFS: 75.8% (95% Cl, 63.9-84.2)
0.0 -|Median DOR (95*:/0 cp-. 3|4.3 Tnorllthsl(NIl\, N:l\)' | | 0.0 - Mfzdi?n ?FS. (951% C|=l): INA |(36’; Nﬂlt) S P;‘
S c[) :lilﬁ §12151az12427303336 0 3 6 9 12 15 18 21 24 27 30 33 36 39
el o No. at risk Months
v Orelabrutinib demon i : : L atri :
with mDOR of 34.3ms.trr\ﬁ$1?ar:t|;fg ?12\2 i:ftsg:;drzggfgc{ Rl Melinatents ol Zts"ss‘; 44 42 35 30 26 22 11 4 2 1 © 908377 7355494136312111 7 3 0
v" High response rates were consistent among patients with different MZL
subtypes.
¥ Orelabrutinib is well tolerated with no Atrial fibrillation/flutter occurred. Fig 6. ORR per subtypes Tab 2. Treatment-related adverse events
v The results of this study support orelabrutinib as an effective treatment option m
for r/r MZL patients. 80 . .
All-grade TRAESs in 210% of patients (%)
70 Anemia 31 (27.9)
60 Neutrophil count decrease 26 (23.4)
= White blood cell count decrease 20 (18.0)
g 950 Platelet count decrease 19 (17.1)
> 40 Blood present in urine 18 (16.2)
> 75 Rash 16 (14.4)
% 30 48 Upper respiratory infection 12 (10.8)
20 Grade 23 TRAEs in >2 patients (%)
10 I‘ Neutrophil count decrease 9 (8.1)
‘ Pneumonia 7 (6.3)
. 0 ‘ Anemia 5 (4.5)
Nodal Mucosal Other White blood cell count decrease 4 (3.6)
& Subcutaneous hemorrhage 3(2.7)

Kompetenznetz

Prof. Dr. med. Christian Buske
= Univefsitéjtskl’iﬁikum Ulm

Maligne Lymphome ~ 17th 1CMLE 2023 LUGANO

Seite 22



Kapitel 4

Marginalzonenlymphom —
Zanubrutinib vs lbrutinib?
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Matching-Adjusted Indirekt Comparison (MAIC) of Zanubrutib vs Ibrutibnib
in relapsed/refractory Marginal Zone Lymphoma

P282

C. Thieblemont et al.
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MZL: Zanubrutinib vs Ibrutinib (MAIC)

Hintergrund und Studiendesign

INTRODUCTION

Limited effective and tolerable treatment options are available for
patients with MZL who have experienced relapse after or whose
lymphoma was refractory to prior standard chemoimmunotherapy
with anti-CD20 monoclonal antibodies

Bruton tyrosine kinase inhibitors (BTKi) have shown deep and
durable responses in non-Hodgkin lymphoma subtypes, including
Waldenstrom macroglobulinemia, chronic lymphocytic leukemia, and
mantle cell ymphoma

Zanubrutinib, a second-generation BTKi, and ibrutinib, a first-
generation BTKi, have been assessed in single-arm clinical trials
in MZL

In the absence of head-to-head randomized controlled trials,
comparative efficacy estimates must come from unanchored
between-trial comparisons of reported treatment effects

OBJECTIVE

Kompetenznetz

Maligne Lymphome

To assess the comparative efficacy of zanubrutinib vs ibrutinib for

the treatment of R/R MZL

METHODS

Data Sources

- Zanubrutinib has been evaluated in 2 single-arm trials in R/R MZL
(phase 2 MAGNOLIA trial [NCT03846427]; phase 1/2 BGB-3111-
AU-003 trial [NCT02343120])"?

« |brutinib has also been evaluated in R/R MZL in a phase 2, single-arm
trial (PCYC-1121 [NCT01980628]3*#

Statistical Analysis

+ Propensity score models were used to match baseline characteristics
in MAGNOLIA and BGB-3111-AU-003 to those observed in PCYC-1121

« Prognostic factors were ranked by clinical experts (presented in
order of importance in Table 1)

« In the base-case model, matched variables included number of prior
lines of therapy, MZL subtype, response to prior therapy, and age

« In the sensitivity analysis, the following additional variables were
considered: lactate dehydrogenase above normal, bulky disease
(>5 cm), prior anti-CD20 therapy, time since last therapy, B symptoms,
bone marrow involvement, and Eastern Cooperative Oncology Group
(ECOG) performance status

« The impact of each covariate in the base-case and scenario models
were explored via a leave-one-out analysis

+ Logistic regression models for binary outcomes (objective response
rate [ORR]) and Cox proportional hazards models for time-to-event
outcomes (overall survival [OS], progression-free survival [PFS])
were used to estimate relative treatment effects for zanubrutinib vs
ibrutinib

Prof. Dr. med. Christian Buske

17th 1IEMLE2023-LUGANO
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MZL: Zanubrutinib vs Ibrutinib (MAIC)

Table 1. Baseline Characteristics in Zanubrutinib Treatment
Group Before and After Matching to Ibrutinib Treatment Group

Zanubrutinib

Patientencharakteristika

Weighted Weighted

base-case sensitivity

Observed model model Ibrutinib
Covariate (N=86) (ESS=68) (ESS=24) (N=60)
2 prior treatment lines, % 30.2 300 30.0 300
23 prior treatment lines, % 256 333 333 333
MZL subtype: nodal, % 36.6 283 283 283
MZL subtype: splenic, % 220 217 217 217
Refractory to last therapy, % 301 222 222 222
Age 265 y;;*a_rs._‘i'; N 651 - _EO_ o 60.0 60.0
;;l_;bo_ve normal, % - _27.9 N/A 19.;3 - -19._0.
Bulky disease >5-;m. %. a 354 N/A | 222 22.2
Prior anti—CDzoit;erapy. % o 98.9 o N/A N 1; : 100
_B_qnnptoms.._%m N - 198 - NJA __—2_3.8“ _ 238 :
-Bone mérrow Involvement.;é - ;0.0 N;A;i N/A N _33.3
EC_O:S 01,% 91.; N/A - N/A - 52.1

m Prof. Dr. med. Christian Buske ' : : :
Kompetenznetz - : X
: . 2 Seite 26

17th 1IEMLE2023-LUGANO Universitatsklinikum Ulm

Maligne Lymphome



MZL: Zanubrutinib vs Ibrutinib (MAIC)

Ergebnisse - PFS Figure 1. MAIC of Zanubrutinib and Ibrutinib in Base-Case
PFS Analysis (Cox Proportional Hazards Model)

1.0
Unadjusted HR, 0.38; 85% CI, 0.22-0.65; P<.001
Adjusted HR, 0.38, 95% CI, 0.21-0.89; P=001

0759 E_%

0.50+

Progresslon-free survival

0.25-
~— [brutinib
— Zanubnutinib, unwelghted
— Zanubnutinib, weighted
0.0 | T T Y T
0 8 12 18 24 30 36
No. at risk Months
— 60 38 20 14 5 0 0
- 65 59 50 45 0 4
68 50 43 37 33 6 a

m - Prof. Dr. med. Christian Buske —
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MZL: Zanubrutinib vs Ibrutinib (MAIC)

Ergebnisse — OS

Figure 2. MAIC of Zanubrutinib and Ibrutinib in Base-Case OS

Analysis (Cox Proportional Hazards Model)
1.0+

Unadjusted HR, 0.61; 95% Cl, 0.30-1.22; P=.160
Adjusted HR, 0.68; 95% ClI, 0.34-1.39; P=.295

L
B H_‘—'—\_

=
2
d
=
® 0504
'
8
0.25-
— lbrutinib
— Zanubrutinib, unweighted
— Zanubrutinib, weighted
0.0 T T T T T T T T T U
0 6 12 18 24 30 36 42 48 54 60
No. at risk Months
—_ 60 53 49 45 44 41 15 1 0 0 0
= 86 83 80 74 69 36 14 8 4 4 2
— 68 65 64 58 54 28 10 6 3 3 2
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Kapitel 5

Marginalzonenlymphom —
Ein neuer Score fur alle MZL?

m Prof. Dr. med. Christian Buske
Kompetenznetz
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MARGINAL ZONE LYMPHOMA INTERNATIONAL PROGNOSTIC INDEX (MZL-
IPI): A PROGNOSTIC SCORE FOR THE ENTIRE SPECTRUM OF MARGINAL
ZONE LYMPHOMAS. A FIL AND SPORE-MER STUDY

Abstract 063

S. Luminari et al.

—Prof. Dr. med. Christian Buske -
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Marginal Zone Lymphoma International Prognostic
Index (MZL-IPI): a prognostic score for the entire

spectrum of marginal zone lymphomas.
A FIL and SPORE-MER study

Stefano Luminari*, COme Bommier, Nicole Fabbri, Maria Elena Nizzoli , Matthew J
Maurer, Vittoria Tarantino6, Simone Ferrero, Sara Rattotti, Michele Merli, Angela
Ferrari, Roberta Murru, Arushi Khurana, Raphael Mwangi, Marina Deodato, llaria Del
Giudice, Emanuele Cencini, Francesca Re, Carlo Visco, Andrew L Feldman, Brian K Link,
Marcia Torresan Delamain, Michele Spina, Annibali Ombretta, Alessandro Pulsoni,
Donato Mannina, Carola Boccomini, Andres Ferreri, Thomas M Habermann, Luigi
Marcheselli, James R Cerhan, Luca Arcaini
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Background — Marginal Zone Lymphomas

" 6-9% of NHL.
®,
= Splenic, Nodal and Extranodal subtype 2
= 075 7%
= Indolent course improved in the rituximab era s P
= 0.25 4 — Arm A& ichioramiudly HA, 1.00 0:25+
Aami B R-chicramiacill | HA, 0.6 G5% O, 0.35 o LT
= Missing standard tx but immunochemotherapy T
required in -symptomatic patients (i.e. R-Chl, R- ENMZL- IELSG19 trial®)
bendamustine) (Chlvs R vs R-Chl)
= Most of recent trials consider MZL as a single
entity: Gallium, Augment, Magnify, Magnolia,
etc... ) ool ——
= Subtype specific prognostic scores (i.e. HPLL for wl T T
SMZL, MALT-IPI for ENMZL). I
= A prognostic score validated for all MZLs is s e
missing - O A

(1) Zucca et al. ] clin oncol 2017; (2) lannitto et al Leuk & Lymph 2018; (3) Salar et al. Lancet oncol 2017,
(4) Montalban et al BJH 2012, (5) Thieblemont et al. Blood 2017, (6) Casulo et al. J clin oncol 2015.
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The NF10 study by FIL

Prospective observational study to investigate
the prognosis of Indolent Non-Follicular B-Cell
Lymphomas (INFL).

Adult patients with biopsy-proven INFL

SMZL (bone marrow and/or splenic histology)
ENMZL (tissue biopsy)

NMZL (lymph node biopsy)

Lymphocytic lymphoma (lymph node biopsy)

Lymphoplasmacytic lymphoma (bone marrow histology or
lymph node biopsy)

CD5-negative leukemia (bone marrow histology)

No exclusion criteria

Started in 2010;

FONDAZIONE
ITALIANA
LINFOMI

47 active centers in Europe and South

America

1340 patients eligible based on local

pathology report

Austria
Medical Uni rstyof\le na

II PIPka Rader _
France

Hospita’ Saint Lo Ukraine

PI C.Thieblemont National Can
1] Pl I.Kriachok
Portugal l I

Ist. “Francisco Gentil”, Lisboa,

Pl M.Gomes da Silva
(FIL) Fondazione

Italiana Linfomi

GEMOH Brazil

University of Campinas

Sao Paulo-Santa Casa Medical School,
Pl M.Torresan Delamain

cer Institute, Kyiv,

Study coordinators S.Luminari L.Arcaini



Study aims and design

Study aim: to identify and validate a prognostic model for patients with MZLs identified from

the prospective NF10 study

Inclusion criteria Exclusion criteria
 any MZL, * histology other than MZL,
e adult age, * |ocal treatment (RT),
 start of systemic therapy (at * antibiotics,
diagnosis or after W&W)  observation without any systemic
therapy.

Main study endpoint: Progression free survival (PFS) calculated for all patients requiring systemic therapy
from the date of treatment start to disease progression or death for any cause.



Patients’ flow

Collected 1717 :_Removed (error) n=132

l

L _Missing planning n=31 |

Evaluable 11537 (97%)

Revised histology/Complete plan information 1340 (87%)

Marginal n=790 (60%)

——————————— g
|

L _ Other 550 (40%)  _

ENMZL 335 (42%)
SMZL 261 (33%)
NMZL 87 (11%)
Diss. 107 (14%)

For Prognostic model n=501
Systemic treatment at diagnosys n=435 (58%
Treatment after W&W, n=66 (8%)

Excluded:

Only RT/surgery at diagnosis, n=38 (5%)
Antiviral treatment, n=25 (3%)

Only RT/surgery after W&W, n=10 (1%)
W&W, n=216 (26%, PD but not treat.)




Patient's characteristics and treatment details (n=501)

Covariate Status |[Missing (n) N %
Age >70 202 40
Sex M - 243 49
Stage -1 8 398 81
Extranodal sites >1 8 90 18
Nodal sites >2 9 165 34
Symptoms B 11 102 21
LDH >UNL 18 154 32
ALC <1109/L 21 99 21
Hemoglobin <12 mg/dL 12 204 42
Platelets <100 10°/L 12 71 15
Treatment At diagnosis - 435 87
From W&W 66 13

MZL subtype ENMZL - 197 39
SMZL 166 33

NMZL 60 12

Diss.MZL 78 16

At diagnosis | After W&W Total
Treatment n (%) n (%) n (%)
Mono-alkylating 29 (6.7) 4 (6.1) 33 (6.6)
Mono-rituximab 43 (9.9) 7 (10.6) 50 (10.0)
R-alkylating 118 (27.1) 3 (4.6) 121 (24.1)
R-CHOP like 59 (13.6) 10 (15.1) 69 (13.8)
R-bendamustine| 179 (41.1) 29 (43.9) 208 (41.5)
R-fludarabine 4 (0.9) 5(7.6) 9 (1.8)
Others 3(0.7) 8(12.1) 11 (2.2)
Total 435 66 501
Rituximab was used in: 91.2%
Immunochemotherapy regimens were used in: 81.2%

Legend to table: LDH, Lactic Dehydrogenase; ALC, Absolute Lymphocyte counts;

UNL, Upper Normal Limit; SMZL, Splenic Marginal Zone Lymphoma;
ENMZL. Extranodal Marginal zone Lymphoma; NMZL, Nodal Marginal Zone Lymphoma;
Diss, Disseminated; B2M beta2-microglobuline; LoDLIN, Longest diameter of largest lymphonode




Progression Free Survival from treatment start
N=501: Median follow up 61 mo (range 1-114) ; # events 150

1 =

'\,
o
|

5-yr PFS 67% (95%C| 62-71%)

Cumulative probability
7

)
(&)
|

0 I I I I I I I I I I L

I I I
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Time, months

at risk
501 466 442 412 375 347 317 282 246 209 178 129 76 53 27



Multivariable analysis of PFS

Cases with complete details for 12 covariates (N=456, 138 events)

Covariate Status Multivariable Final model
HR (95%CI) P HR (95%Cl) P
Age >70 1.40 (0.98-1.99) 0.061
Stage H-1v 1.78 (0.97-3.30) 0.064
Extranodal sites >1 0.77 (0.48-1.26) 0.305
Nodal sites >2 1.06 (0.72-1.55) 0.781
Symptoms B 1.38 (0.93-2.04) 0.110
LDH >UNL 1.54 (1.06-2.25) 0.025 1.60 (1.12-2.30) 0.011
ALC <110°%/L 1.58 (1.07-2.35) 0.022 1.72 (1.17-2.53) 0.006
Hemoglobin <12 g/dL 1.36 (0.92-2.01) 0.122 1.61 (1.13-2.30) 0.009
Platelets <100 10°%/L 1.88 (1.17-3.04) 0.009 1.86 (1.18-2.92) 0.007
MZL subtype ENMZL 1.00
SMZL 0.75 (0.43-1.33) 0.330 Ref. EN/S-MZL
NMZL/Diss. 1.46 (0.99-2.16) 0.059 1.66 (1.17-2.36) 0.004
AIC 1543.4 1540.4
LR test (df 5) 0.171

Legend to table: LDH, Lactic Dehydrogenase; ALC, Absolute Lymphocyte counts; UNL, Upper Normal Limit, NMZL, Nodal Marginal Zone
Lymphoma; Diss, Disseminated;




Building of the Marginal Zone Lymphoma
International Prognostic Index (MZL-IPI)

Score level | N (%) [#fail] | 5-yr PFS% (95%Cl)
0 123 (27) [19] 85 (76-90)
1 151 (33) [41] 72 (63-79)
2 107 (23) [38] 58 (47-68)
3 61 (13) [31] 41 (26-55)
4 11 (2) [6] NA
5 3 (1) [3] NA
Total 456

Probability
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PFS According to MZL-IPI groups

Probability
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Building of the independent validation set
A Spore/MER database of MZLs

Covariate Status |Missing (n) N %
LGBCL n = 822(*
o Age >70 73 29
LPLn =91 Sex M 120 48
= Stage -1V 5 183 75
LGBCL-U + MZLn = 731
MAYO Extranodal sites >1 75 30
CLINIC Observation n = 289 Nodal sites >4 2 13 13
Surgery n =55
ATB n =23 Symptoms B 39 16
RTn=103 LDH >UNL 43 45 22
Steroidsn=5
Other = 10 ALC <1 109/|. 31 57 26
| Hemoglobin <12 mg/dL 33 95 44
LGBCL-U + MZL n =249 Platelets <100 10°/L 17 23 10
v MZL subtype |SMZL/ENMZL - 121 49
EMZLn=101 SMZLn=20 NMZLn=29 Dissn =99 NMZL/Diss. 128 51
1 Treatment AntiCD20 99 40
Complete cases n =192 ImmunoCT 114 46
Other 36 14




MZL-IPI validation on the SPORE/MER dataset .o

5-yr PFS 57% (95%Cl 51% - 64%) W

1.00
5-yr
0, yO HR
Total % PFS% (95% Cl) p
0,751
(95%Cl) _ -
75 g LR
e o004 0 saweaes
Low (O RF) 41 21.3 (63-90) 1.00 < 1 T s
=
@
52 1.57
Int. (1-2 RF) 113 >8.8 (43-62) (0.97-2.54) 0.068 4 Score 35
Score 1/2
== Score 0
47 2 04 0 12 24 36 48 A
. . Time
High (3-5 RF) 38 198 1 (33.66) (1.15-3.62) 0014
Score 3/5 38 28 25 20 19 17 14 13
Score 1/2 113 a5 81 71 64 55 45 35
Score 0 41 39 39 35 34 30 28 24
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Prognostic role of MZL-IPI for Overall survival

FONDAZIONE
[TALIANA
LINFOMI
1,00 gommen
.‘ '... LY
...'II
0.75
"y ssssssssssssssnss
z &
% S :
o e emsamnneans
o
o
0.254
= Score 0
Score 1/2
000J = Score 3/5
0 12 24 36 48 60 72 84
Time, months
at risk
Low 123 119 108 102 81 65 28 8
Int. 258 245 224 189 155 103 46 19
High 75 61 49 38 28 14 8 2
Score group 5-yr OS (95%Cl) HR (95%ClI p
Low O 97 (91-99) 1.00
Intermediate 1-2 88 (83-92) 3.46 (1.21-9.89) 0.020
High 3/5 56 (40-69) 17.2 (6.04-49.0) <0.001
High vs Interm. 4,97 (2.94-8.42) <0.001

Survival probability

MAYO
CLINIC

1.00 —1
.............. + «’——‘_L’_
osd T
Score 3/5
Score 1/2
1.00 == Score 0
0 12 24 36 48 60 72 B4
Time
Score 3/5 38 L 35 N 29 27 24 23
Score 1/2 116 108 102 98 93 BE 79 67
Score 0 41 40 40 40 39 38 36 32
0 12 24 36 48 60 T2 B4
Time
Score group 5-yr OS (95%Cl) HR (95%Cl p
Low O 95 (89-100) 1.00
Intermediate 1-2 81 (74-89) 1.52 (0.77-3.01) 0.059
High 3/5 73 (60-89) 2.72 (1.29-5.74) 0.008
High vs Interm. 1.76 (1.007-3.085) 0.47




Conclusions

 Anemia, Thrombocytopenia, Lymphocytopenia, elevated LDH, and EN or
diss MZL subtype are independent risk factors (RF) for shorter PFS in MZL
patients in need of therapy.

 Combined together the 5 RFs allow to build the MZL-IPl which identifies 3
patients groups at different risk of PFS

 The MZL-IPl is internally validated and its prognostic role is confirmed on a
independent series of MZLs (SPORE-MER cohort)

* The MZL-IPI has better prognostic performance vs conventional prognostic
indexes and is prognostic for OS

* We support the use of the MZL-IPI for future studies in MZLs
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