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Kapitel 1

/wei neue ,,Standards”: gibt es Unterschiede?
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Progression-Free Survival

* The extrapolated 3-year PFS increased from 79% with ABVD to 81% with ABVDesc, 85% with A-AVD,
90% with N-AVD or BEACOPPdesc, and 94.5% with BrECADD (p<0.0001).

* Of note, a significant difference was identified between BrECADD vs N-AVD (HR 0.44, 95%CI 0.27-
0.71, p=0.0002) and A-AVD (HR 0.31, 95%Cl 0.23-0.42, p<0.0001).
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cHL MAIC N-AVD versus BrECADD

Abs 354. A matching-adjusted indirect treatment comparison (MAIC) of BrECADD vs N+AVD in
populations with advanced Hodgkin lymphoma (aHL) treated in the Front-Line (FL) setting

Thomas Melchardt, MD,1 Alexa Molinari, PharmD, MS,2 Fjoralba Kristo, MD, MPH,3 Zhiyi Lan, MSc,4 Zijiao Yuan, MSc,4 Athanasios Zomas, MD,5
Vanessa Stache, PhD, MS,5 Abbey Poirier, MSc,4 Victoria Federico Paly, MHS2
1Paracelsus Medical University, Salzburg, Austria; 2Takeda Pharmaceuticals America, Inc., Lexington, MA, USA; 3Takeda Development Center Americas,
Inc., Cambridge, MA, USA;
4Cytel Inc., Cambridge, MA, USA; 5Takeda Pharmaceuticals International AG, Zurich, Switzerland
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cHL MAIC N-AVD versus BrECADD

Abs 354. A matching-adjusted indirect treatment comparison (MAIC) of BrECADD vs N+AVD in populations with advanced
Hodgkin lymphoma (aHL) treated in the Front-Line (FL) setting

Figure 1. Cox Regression Results for PFS Fully-Adjusted Base Case Scenarios

Age Stage ESS* HR (95% Cl) p-value
18-60 v 513.32 * L i 0.45(0.26,0.77) 0.009
>60 iV 53.65 | i, = 1.12(0.37,3.33) 0.843
218 iV~ 637.98 ¢ & 1 0.56 (0.34,0.91) 0.030
ITT range NIV  583.14 = 5 ! 0.53 (0.33,0.86) 0.013
3.:?5 0.:50 0.1{5 1?0 1?5 2?0 3.:)0 315
<--In favor of BrECADD In favor of N+AVD--->

*ESS calculated represents the adjusted BrECADD patient sample after weighting. BrECADD unweighted sample sizes were originally s60y n= 751, >80y n= 85, and 218y n= 836. N+AVD sample sizes
were <60y n=319, >60y n=50, 218y n= 365, and ITT n=487.

Abbreviations: BrECADD, PET-guided Brentuximab vedotin, etoposide, cyclophosphamide, adriamycin/doxorubicin; Cl, confidence interval; ESS, Effective Sample Size; HR, hazard ratio; ITT, intent-
to-treat; N+AVD, Nivolumab + adriamycin/doxorubicin, vinblastine, and dacarbazine; PFS, progression-free survival
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Kapitel 2

Therapiesteuerung mit ctDNA?
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Prognostic Value of Circulating Tumor DNA in
Patients with Advanced Stage Classic Hodgkin
Lymphoma Treated on SWOG 51826

Julia Paczkowska'’, Marcin Kaczkowiak?’, Michael LeBlanc?®’, Chip Stewart?”, Alex F. Herrera*", Juan Carlos
Fernando del Castillo?, Sharon M. Castellino®, Sarah C. Rutherford®, Andrew M. Evens’, Kelly Davison®, Hongli
Li3, Donna Neuberg'!, Mark Murakami', Jasmine Makker'!, Brad Kahl®, John P. Leonard®, Nancy L. Bartlett®,
Sonali M. Smith'°, Joo Y. Song?, Kara M. Kelly', Gad Getz2~*, Jonathan W. Friedberg'2~, Margaret A. Shipp*~

*JP., MK, ML, CS., AF.H. contributed equally
=G.G., JW.F., M.A.S. contributed equally

'Dana-Farber Cancer Institute, Boston, MA; 2 Broad Institute, Cambridge, MA; *SWOG Statistics and Data Management Center, Seattle, WA, “City of Hope Comprehensive Cancer Center, Duarte,
CA; *Children’s Healthcare of Atlanta, Emory University Hospital/Winship Cancer Institute, Atlanta, GA; ‘Weill Cornell Medicine, New York, NY; "Rutgers Cancer Institute of New Jersey, New
Brunswick, NJ; ®McGill University Health Centre, Montreal, Quebec, CAN; *Siteman Cancer Center, Washington University, St. Louis, MO; "University of Chicago, Chicago, IL; '"Roswell Park
Comprehensive Cancer Center, Buffalo, NY "2University of Rochester Wilmot Cancer Institute, Rochester, NY
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51826 CtDNA Analyses - Two Complementary Approaches
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Changes in Molecular Tumor Burden Over Time

1.00
o
?:.’ 0.75 -
=
o
< 050
=
K=
© 025
8 O
w
0.00-- .
Baseline
B Positive
] Negative

Fraction with Detectable ctDNA (MTB) by Timepoint and Treatment Arm

Overall

C3D1

Time Point

/ SWOG =y Egl 137 T%T

KN

End of

Treatment

’: Dana Farber

Baseline

N-AVD BV-AVD

108%

C3D1 End of " Baseline C3D1 End of
Time Point Treatment Time Point Treatment



MTB Trajectory at C3D1 Identifies High- and

Low-risk CtDNA+ Groups

PFS by ctDNA Trajectory in All
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Kapitel 3

Therapiesteuerung mit verbesserter PET-Beurteilung?
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Therapiesteuerung mit verbesserter PET-Beurteilung?

Imaging Biomarkers for the Definition of Response in the GHSG HD18, GHSG HD21 and
LYSA AHL2011 Trials for Advanced-stage Hodgkin Lymphoma

Justin Ferdinandus’, Cedric Rossi’, Helen Kaul, Simon Leiders, Olivier Casasnovas, Herve Guesquieres,

Caroline Rossoni, Salim Kanoun, Solene Malmon, Michael Fuchs, Gundolf Schneider, Peter Borchmann,
Carsten Kobe*, Anne-Ségoléne Cottereau”
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Therapiesteuerung mit verbesserter PET-Beurteilung?

HD18 6xeB: PET-2 Positivity by different definitions

PET-2 Positivity (%)

Deauville score
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Therapiesteuerung mit verbesserter PET-Beurteilung?

HD18 6xeB: Impact PET-positivity definitions on PFS

HR 2.2 (1.3-3.7) HR 3.3 (1.8-5.9) HR 3.1 (1.5-6.3)

Ppﬁ Rigdg (No. Cumulatiyg Cegsors)
547 (33 4 42 (118, 383 (171
_ B 55)) q §W re 2-6526212)) B 213))

HR 2.7 (1.5-4.6) HR 3.1 (1.7-5.7) HR 3.2 (1.0-10.34)
Pati t-Risk (No. Ci ive Censors) Pati t-Risk (No. Ci ive Censors; ) Pati t-Risk (No. Ci ive Censors; )
507 (0) 468 (29) 426 (61) 381 (102) 559 (0) 517 (31) 474 (64) 420 (110) 626 (0) 572 (37) 522 (74) 460 (127) 401 (180)
133 (0) 114 (9) 106 (14) 87 (28) 81(0) 65 (7) 58 (11) 48 (20) 14 (0) 10 (1) 10 (1) 8(3) 7(4)
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All Cohorts: Time-dependent sensitivity & Specificity

HD18 6xeB (no PET-guidance):

DOR DOR

Metric at 12mo at 24dmo

Deauville score 3.66 2.48




Hodgkin Lymphom ICML2025: take home messages

1. BrECADD ist mit der verfiigbaren Evidenz mit verschiedenen Methoden
bestatigt das wirksamste Schema zur Therapie des fortgeschrittenen
klassischen Hodgkin Lymphomes.

2. Die MRD Bestimmung mittels ctDNA ist prognostisch bedeutsam: der
Stellenwert zur Therapiesteuerung muss noch etwas herausgearbeitet
werden.

3. Die quantitative Auswertung der PET zeigt eine sehr hohe Testqualitat
und sollte unbedingt prospektiv evaluiert werden.

Kompetenznetz
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Alle Kurzprasentationen sind online unter

www.lymphome.de/icml2025

FlUr den Inhalt verantwortlich:

Prof. Dr. med. Peter Borchmann

Uniklinikum Koln
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