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Kapitel 1 WALDENSTROM MACROGLOBULINEMIA
Therapieoptionen nach BTKi Versagen?

Estimated cumulative incidence of Overall survival according to cause
ibrutinib discontinuation from of ibrutinib discontinuation
s,  treatment initiation
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Gustine et al. Am J Hematol. 2018;93:511-517.
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Morbus Waldenstrom
Ansprechkriterien:

Kompetenznetz

Major RR —

Komplette Remission (CR)

Sehr gute partielle Remission (VGPR)

Partielle Remission (PR)

Minor Response (MR)

Stabile Erkrankung (SD)

kein Nachweis des monoklonalen IgM in der Immunfixation im
Serum und

normaler IgM Spiegel im Serum und

komplette Ruckbildung vergroRBerter Lymphknoten und einer Sple-
nomegalie, wenn vor Therapie vorhanden und

Knochenmarkaspirat und -biopsie normal

Monoklonales IgM nachweisbar und

= 90% Reduktion des IgM Spiegels im Serum, ausgehend vom
Befund vor Therapie und

keine neuen Krankheitszeichen oder Symptome

Monoklonales IgM nachweisbar und

= 50%, aber < 90% Reduktion des IgM Spiegels im Serum, ausge-
hend vom Befund vor Therapie und

Ruckgang von Lymphadenopathie / Splenomegalie, wenn vor The-
rapie vorhanden und

keine neuen Krankheitszeichen oder Symptome

Monoklonales IgM nachweisbar und

= 25%, aber < 50% Reduktion des IgM Spiegels im Serum, ausge-
hend vom Befund vor Therapie und

keine neuen Krankheitszeichen

Monoklonales IgM nachweisbar und

< 25% Reduktion und < 25% Anstieg des IgM Spiegels im Serum,
ausgehend vom Befund vor Therapie und

keine neuen Krankheitszeichen
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P1108 EFFICACY OF PIRTOBRUTINIB, A HIGHLY SELECTIVE, NON-COVALENT (REVERSIBLE) BTK
INHIBITOR IN RELAPSED/REFRACTORY WALDENSTROM MACROGLOBULINEMIA: RESULTS FROM

THE PHASE 1/2 BRUIN STUDY

Lydia Scarfo*1, Manish R. Patel2, Toby A. Eyre3, Wojciech Jurczak4, David Lewis5, Thomas Gastinne6, Shuo Ma7, Jonathon B. Cohen8, Krish
Patel9, Jennifer R. Brown10, Talha Munir11, Ewa Lech-Maranda12, Marc S. Hoffmann13, Chaitra S. Ujjani14, Bita I'-'akhr!15, Michael Wa?\?16, Koji
Izutsu17, Hirokazu Nagai18, Constantine S. Tam19, John F, Seymour19, Joanna Rhodes20, Julie Vose21, Matthew Mckinney22, James N.
Gerson23, Minal A. Barve24, Bryone Kuss25, Youngil Koh26, Wei Gao27 Amy S. Ruppert27, Richard A. \/Valgren27, Donald E. Tsa|28, Binoj Nair28,
Katherine Bao28, Anthony R. Mato29, Chan Y. Cheah30, M Lia Palomba29

1Universita Vita-Salute San Raffaele And Irccs Ospedale San Raffaele, milan, Italy; 2Florida Cancer Specialists, Sarah Cannon Research Institute,
Sarasota, United States; 3Churchill Cancer Center, Oxford University Hospitals NAs Foundation Trust, Oxford, United Kingdom; 4Maria Sklodowska-
Curie National Institute Of Oncology, Krakow, Poland; 5Plymouth Hospitals Nhs Trust - Derriford Hospital, Plymouth, United Kingdom; 6Centre
Hospitalier Universitaire De Nantes, Nantes, France; 7Ro_bert H. Lurie Comprehensive Cancer Center, Felnbe(rjg School Of Medicine, Northwestern
Unlversmé, Chicago, United States; 8Winship Cancer Institute, Emory University, Atlanta, United States; 9Swedish Cancer Institute, seattle, United
States; 10Dana-Farber Cancer Institute And Harvard Medical School, Boston, United States; 11St. James’s University Hospital, Leeds, United
Kingdom; 12Institute Of Hematology And Transfusion Medicine, warsaw, Poland; 13The University Of Kansas Cancer Center, Kansas City, United
States; 14Fred Hutchinson Cancer Center L_Jnlve_rsr% Of Washington, Seattle, United States; 15University Of California San Francisco Medical
Center, San Francisco, United States; 16_Un|ver5|ty_ f Texas, Md Anderson Cancer Center, Houston, United States; 17National Cancer Center
Hospital, Tokyo, Japan; 18National Hospital Organization Nagoya Medical Center, Na%o(%a, Japan; 19Peter Maccallum Cancer Center, Royal
Melbourne Hospital, University Of Melbourne, Melbourne, Australia; 20Northwell Health Cancer Institute, New York, United States; 21University Of
Nebraska Medical Center, omaha, United States; 22Duke Cancer Institute, Durham, United States; 23Lymphoma Program, Abramson Cancer Center,
University Of Pennsylvania, Philadelphia, United States; 24Mary Crowley Cancer Research Center, Dallas, United States; 25Flinders University _
Medical Centre, Bedford Park, Australia; 26Seoul National University Hospital, Seoul, Korea, Rep. Of South; 27Eli Lilly And Company, Indianapolis,
United States; 28Loxo lilly, Indianapolis, United States; 29Memorial Sloan Kettering Cancer Center, New York, United States; 30Linear Clinical
Research And Sir Charles Gairdner Hospital, Perth, Australia
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NON-COVALENT BTKi, PIRTOBRUTINIB in R/R WM =

° 100 B Prior cBTKi discontinuation for progression Response Evaluable Prior cBTKi  cBTKiNaive
% B Prior cBTKi discontinuation for toxicity/other WM Patients n=63 n=17
- : Major Response Rate*, % (95% Cl)  66.7 (53.7-78.0)  88.2 (63.6-98.5) Prior cBTKI
@ cBTKi naive CR + VGPR Rate, % (95% CI) 238(14.0362) 29.4(10.3-56.0) cBTKI Naive
£ Best Response n=63 n=17
S 50- VGPR, n (%) 15(23.8) 5(294)
< PR, n (%) 27 (42.9) 10(58.8)
$ MR, n (%) 9(14.3) 0(0)
3 25 - SD, n (%) 9(14.3) 2(11.8)
[
>
% Progression-Free Survival and Overall Survival in Prior cBTKi Patients
- 0 1| 10T T 1 Progression-Free Survival Overall Survival
_E - = 1 mPFS (months) 95% CI Censored, n (%) 100+ 96.7% mOS (months) 95% CI Censored, n (%)
o s 00 Prior cBTKi 194 15.1-22.1 39 (62) - e Prior cBTKi NE NE-NE 53 (84)
o .25 11 ' 4 2 = 3 S 8% 81.7%
o : g 7 -
2 -50- - ! i o § =
s o
£ e a ” 2 ©
3 g 2
E 75 ‘ I o 2 =
3 i - 3 2 ; =
= 10 MocBCLZWNOM g " N
- * Prior -2 Inhibstor S
» a 04 ' 0
¢ MYDS8 Negative 0 2 4 6 8 10 12 14 16 18 20 22 24 2 28 0 2 4 6 8 10 12 14 16 18 20 22 24 25 28 30 2 3 %
. - - Number at risk Months from First Dose Number at risk Months from First Dose
PlrtObrutlnlb safety PrOflle -—e- 63 59 53 45 38 35 27 18 13 8 4 4 1 1 1 0 _— 63 63 59 56 51 43 37 33 24 19 11 9 6 5 4 2 2 1 0
All Doses and Patients (N=773)
Treatment-Emergent AEs, ( : Treatment-Related AEs, %
Fatigue 28.7% 21% 9.3% 0.8%
Diarrhea 24.2% 0.9% 9.3% 0.4% .
Neutropeniat 242% 204% 147% 11.5% Median Follow-up: 14 months
Contusion 19.4% 0.0% 12.8% 0.0%
Cough 17.5% 0.1% 23% 0.0% = E . 0
Covid 19 167% 27% 3% 00% After cBTKi: major RR: 67% ... mPFS 19.4 months
Nausea 16.2% 0.1% 47% 0.1% . . . 0
Dyspnea 15.5% 1.0% 3.0% 0.1% = =
Ciatee g% 1o 2% Gix Naive cBTKi: major RR: 88%
AEs of Special Interest* Any Grade Grade 2 3 Any Grade Grade 2 3 .
Brusing: Z21% 00% 151% 00% Very well tolerated with low rates of Grade 3 or 4 AEs
Rash? 127% 05% 6.0% 0.4%
Arthralgia 14.4% 0.6% 35% 0.0%
Hemorrhage/Hematoma® 11.4% 1.8% 4.0% 0.6%
Hypertension 9.2% 2.3% 3.4% 0.6%
Atrial fibrillation/fiutter's 28% 1.2% 0.8% 0.1%
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P1097 CD20 CAR-T THERAPY WITH MB-106 FOR BTK INHIBITOR-REFRACTORY WALDENSTROM
MACROGLOBULINEMIA (WM)/ LYMPHOPLASMACYTIC LYMPHOMA (LPL) — SINGLE INSTITUTION
STUDY

Mazyar Shadman*1,2, Cecilia Yeung1, Mary W Redman1, Sang Yun Lee1, Dong Hoon Lee1, Susan Ra1,
David H Qian1, Bruce Dezube3, Aude Chapuis1,2, Damian Green2,1, Andrew Cowan1,2, Ryan
Cassaday2,1, Hans-Peter Kiem1,2, Houston E Warren2,1, Filippo Milano1,2, Jordan Gauthier2,1, Alexandre
Hirayama1,2, Mary Kwok1,2, Chaitra Ujjani1,2, David Maloney2,1, Ajay Gopal1,2, Brian Till2,1

1Fred Hutchinson Cancer Center, Seattle, United States; 2University Of Washington, Seattle, United States;
3Mustang Bio, Worcester, United States
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CD20 CAR-T, MB-106 in BTKi R/R WM

fully human 3" gen. CD20 CAR-T with 2 costimulatory domains: 4-1BB and CD28

1gG2 hinge linker
+1gG1 hinge

Adverse events:

: Y PPT EFla ; .
S'LTR promoter [| _scFv s @‘9 SHIR Outpatient treatment
Major RR No grade 3 or 4 CRS or ICANS
Baseline (N = 6) Duration Of Response Grade 3 Grade 4 | Grade 3or4d
Leukopeni 1(16% 4 (66% 5 (83%)
Age, median (range) 69 (51-79) Pt 1 E> T— e oe
Neutropenia 2(32%) 4 (66%) 6 (100%)
Female sex, n (%) 2(33%) rt2 . Died of COVID-19 complication - CR Lymphopenia 3 (50%) 2 (33%) 5(83%)
A VGPR
Prior lines of therapy, m(range) 7.5(2-12) Pt3 E> B R Thrombocytopenia 2(33%) - 2(33%)
Prior BTKi treatment 6 (100%) P X MR Hypotension 2(33%) ' 2(33%)
Ibrutinib 5 M so
N Pt5 |:> Hypertension 1(16%) . 1(16%)
Acalabrutinib 1 X PD
zanubrutinib 2 pte 1R ¢ Fatigue 1(16%) - 1(16%)
BTKi progression 6 (100%) 0 5 10 15 20 25 Elevated ALT 1(16%) - 1(16%)
BTKi intolerant 2 (33%) months Elevated AST 1(26%) : inen
MYD88L265P mutation 6 (100%) Sum: Short FU
Major RR: 4/6, 2CR, 1VGPR FDA granted orphan drug designation
safe, outpatient setting WM is one of the priority disease for MB-106
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Kapitel 2
MARGINAL ZONE LYMPHOMA (MZL
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P1084 LONG-TERM EFFICACY AND SAFETY OF ZANUBRUTINIB (ZANU) IN PATIENTS (PTS) WITH
RELAPSED/REFRACTORY (R/R) MARGINAL ZONE LYMPHOMA (MZL): FINAL ANALYSIS OF THE
MAGNOLIA (BGB-3111-214) TRIAL

Stephen Opat*1, Alessandra Tedeschi2, Bei Hu3, Kim Linton4, Pam Mckay5, Sophie Leitch6, Jie Jin7,
Mingyuan Sun8, Magdalena Sobieraj-Teague9, Pier Luigi Zinzani10, Peter Browett11, Catherine
Thieblemont12, Anna Marina Liberati13, Emmanuel Bachy14, Federica Cavallo15, Régis Costello16, Sunil
lyengar17, Roberto Marasca18, Heidi Mocikova19, Jin Seok Kim20, Dipti Talaulikar21, Zhiyu Liang22,
Jianfeng Xu22, Chris Tankersley22, Richard Delarue22, Melannie Co22, Judith Trotman23

1Monash Health And Monash University, Clayton, Australia; 2Asst Grande Ospedale Metropolitano Niguarda, Milan, Italy; 3Levine Cancer Institute/Atrium Health, Charlotte, United
States; 4Manchester Cancer Research Centre, Division Of Cancer Sciences, Manchester, United Kingdom; 5Beatson West Of Scotland Cancer Centre, Glasgow, United Kingdom;
6North Shore Hospital, Auckland, New Zealand; 7The First Affiliated Hospital, Zhejiang University, Hangzhou, Zhejiang, China; 8Institute Of Hematology & Blood Diseases Hospital,
Chinese Academy Of Medical Sciences And Peking Union Medical College, Tianjin, China; 9Flinders Medical Centre, Bedford Park, Australia; 10Institute Of Hematology “seragnoli”
University Of Bologna, Bologna, Italy; 11Auckland City Hospital, Grafton, New Zealand; 12Aphp, Hopital Saint-Louis, Hemato-Oncology, Paris University Diderot, Paris, France;
13Universita Degli Studi Di Perugia, Azienda Ospedaliera Santa Maria Di Terni, Terni, Italy; 14Hematology Department, Lyon-Sud Hospital, University Of Lyon, Lyon, France; 15Division
Of Hematology, Department Of Molecular Biotechnologies And Health Sciences, University Of Torino/Aou Citta Della Salute E Della Scienza Di Torino, Torino, Italy; 16Hematology And
Cellular Therapy Department, Conception University Hospital, Marseille, France; 17Royal Marsden Hospital And Institute Of Cancer Research, Sutton, United Kingdom; 18University Of
Modena E Reggio Emilia, Modena, Italy; 19Department Of Clinical Hematology, University Hospital Kralovske Vinohrady And Third Faculty Of Medicine, Charles University, Prague,
Czech Republic; 20Division Of Hematology, Department Of Internal Medicine, Yonsei University College Of Medicine, Seoul, Korea, Rep. Of South; 21Australian National University,
Canberra, Australia; 22Beigene (Beijing) Co., Ltd., Beijing, China, Beigene Switzerland Gmbh, Basel, Switzerland, And Beigene Usa, Inc., San Mateo, United States; 23Concord
Repatriation General Hospital, University Of Sydney, Concord, Australia
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ZANUBRUTINIB in R/R MZL

FINAL ANALYSIS OF THE MAGNOLIA (BGB-3111-214) TRIAL

Enrolled/safety population (N=68)
Median study follow-up:

Best Overall Response by IRC and MZL Subtypes

28 months (range, 1.6-32.9) 100+ /A T .
90 12% uPD TEAESs of clinical interest, n (%) All grade Grade 23
804 =SD Infections 38 (56) 15 (22)*
® 1 =PR Hemorrhage 28 (41 1(1.5)°
Efficacy population (n=66) Not evaluable for efficacy (n=2)* g ;g aCR Cardiac v @9 o)
2 5. Hypertension 34 2@3)
g 404 Atrial fibrillation/flutter 23y 1(1.5)
Continuing zanubrutinib on LTE1® (n=31) g 304 VenU|cu!ar extrasy‘stole 1015 0
On zanubrutinib at end of study but did not roll over to LTE1 (n=3) 204 Second primary malignancy 5() 34
Off treatment (n=34) 104
- PD (n=24) - Investigator decision (n=4)° o
- AE (n=5) -~ Withdrawal by patient (n=1) Extranodal (n=25) Nodal (n=25) Splenic (n=12) Unknown (n=4) Total (N=66)
ORR, % 64 76 67 50 68
Age, median (range), years 70 (37-95)
265 years, n (%) 41(60)
75 e 09 %0 : * Median Follow-Up 28 months
Male, n (%) 36 (53) 20 . [
ECOGPS 0 or 1, n (%)' 63(93) 80 ’ * i ° (0)
LI " : g e ORR 68%
Extranodal 26 (38) E‘ $ 0
= 60 [ ] o
Nodal 26 (38) .g 50 24m0 PFS 71%)
Splenic 12 (18) 3
T o & 40 PFS rate at 24 months: e Well tolerated
Disease status, n (%) g 30 Overall 7 %
Relapsed 44 (65) 20 MALT 7%
Refractory 22(32) 10 g:gt ;2:
Segemvn e 2267 0 B S S S S S s s e e a s S s am s
FDG avid (by IRC), n (%) 61(20) 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
Extranodal site involvement, n (%) 53 (78) Months after first response
Bone marrow infiltration, n (%) 29(43) No. at risk
faroc ines of systeac therepy, Madien (ran 08l el MALT 25 23 22 21 21 20 18 18 18 18 17 17 16 16 16 14 14 14 14 14 14 14 14 13 12
MINOCheMCHISEEY. 1 (4) alials NMZL 25 25 25 24 24 23 21 21 21 20 20 20 20 20 20 20 19 15 15 15 15 15 15 156 15
Rituximab monotherapy, n (%) 7 (10)
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Zusammenfassung | Take-Home-Messages

 WM-R/R, aus BRUIN Studie, R/R nach cBTKi:
Pirtobrutinib major RR: 67% ... mPFS 19.4 mo

« WM-R/R, 3rd gen. CD20-CAR-T, R/R nach cBTKi:
outpatient setting, keine Gr3 oder 4 CRS, NCANs
MB-106 major RR: 4/6 (67%) ... kurzes Follow-up

 MZL-R/R, Finale Analyse der Magnolia Studie:
Zanubrutinib ORR 68%, 24mo-PFS 71%
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Die Kurzprasentationen sind online unter

www.lymphome.de/eha2023
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