Mallgne Lymphome

=k e e SR LI F . -
i Bt o AT
T

BESTRLITTE AL
§ &8

: 5
” ; ;
L B A b
o 3-—;}1 | SRE }

A = o

Lymphom
Kompetenz
KOMpPAKT EHA 2026

[
Expertinnen berlchten zu 11. - 14. Juni 2026

—®— STOCKHOLM, SCHWEDEN



m Lymphom
Kompetenznetz Kompetenz

Maligne Lymphome KOMPAKT

KML KONGRESSE

Expertiinnen berichten zu
Lymphomen & Leukdmien

Prof. Dr. med. Peter Borchmann
Uniklinik Koln

Hodgkin Lymphom (HL)



Offenlegung potentieller Interessenskonflikte

LymphomKompetenz KOMPAKT — EHA 2026 Stockholm, Schweden wird in Kooperation mit acht unterstiitzenden Firmen

durchgefiihrt. Meine personlichen Disclosures betreffen:

Employment, management position

Advisory/expert activity

Takeda Oncology, BMS, Roche, Amgen, Novartis,
Miltenyi Biotech, Gilead, MSD, Incyte, Beigene

Ownership (shares, stocks, funds)

Patent, copyright, sales license

Honoraria

Takeda Oncology, Novartis, BMS, Roche, MSD,
Celgene, Miltenyi Biotech, Gilead, Abbvie

Funding scientific research

Takeda Oncology, MSD, Incyte

Other financial relationships

Intangible conflicts of interest

Kompetenznetz

Maligne Lymphome EHA 2026 Stockholm, Schweden

Prof. Dr. med. Peter Borchmann
Uniklinik K6ln

Seite 3


http://www.medroom.at/
http://www.medroom.at/
http://www.medroom.at/

Kapitel 1

Duale Checkpoint Blockade beim cHL?
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EHA-2417 Short: S220: COFORMULATED
FAVEZELIMAB/PEMBROLIZUMAB VERSUS CHEMOTHERAPY IN
PARTICIPANTS WITH RELAPSED OR REFRACTORY CLASSIC HODGKIN
LYMPHOMA: RESULTS OF THE RANDOMIZED PHASE 2 KEYFORM-008

STUDY

Guilherme Perini, David Lavie, Paul J. Brockelmann, Muhit Ozcan, Nathalie Johnson, Wonseog
Kim, Carolina Mahuad, Norma Gutierrez Gutierrez, Senem Maral, Cecile Borel, Tae Min Kim, lara
Goncalves, Deepa Jagadeesh, Yasmin Karimi, Nina Wagner-Johnston, John Timmerman, Ryan
Lynch, Graham Collins, Yulia Sidi, Pallavi Pillai, Rushdia Yusuf, Alex F. Herrera

Data Cutoff: September 3, 2025



Study Design & Patient Population

STUDY DESIGN
Randomized, open-label, phase 2 | 1:1 allocation 1 04
Eligible pts: 218 y, R/R cHL, ECOG PS 0-2, PD <12

wks from anti—PD-(L)1, exhausted SCT & BV options

ARM A Favezelimab 800 mg + Pembrolizumab 200 Favezelimab/Pembro
mg IV Q3W

ARM B Gemcitabine or Bendamustine (investigator
choice)

Crossover to Arm A permitted on PD 9 9

Primary endpoint: PFS (Lugano/investigator)
Secondary: OS, ORR, DOR, Safety

Crossover (Arm B->A)

' Chemotherapy
Median follow-up: 17.6 months (range: 7.9-34.3) e

Data cutoff: Sept 3, 2025

m Prof. Dr. med. Peter Borchmann
Kompetenznetz

Maligne Lymphome EHA 2026 Stockholm, Schweden Uniklinik Kéln Seite 6



Efficacy Results

PRIMARY: PROGRESSION-FREE SURVIVAL OVERALL SURVIVAL
6.4 MO s 5.7 mo NOt ReaChEd in either arm
Median PFS (Fave/Pembro vs Chemo) HR 0.67 ¢ 12-mo 0S: 92% (Fave/Pembro) vs 88% (Chemo)
HR 0.757 (90% Cl: 0.575-0.996) ¢ P =0.0462 Vv Favorable trend — OS data remain immature
OBJECTIVE RESPONSE RATE DURATION OF RESPONSE

0
44. 2 /0 Fave/Pembro (95% Cl: 34.5-54.3) 1 1 .0 m O Fave/Pembro (range 0.0+-21.8+)

0
67 ° 7 /0 Chemotherapy (95% Cl: 57.5-76.7) 5 o4 m O Chemotherapy (range 0.0+-27.6+)
Disease control (CR+PR+SD) was similar between arms 43% vs 21% of responders DOR 212 months
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Safety & Conclusions

SAFETY KEY CONCLUSIONS

Primary endpoint met: PFS benefit (HR 0.757;

76.0% 83.5% P=0.0462) with late curve separation at 6 mo.

RR and DOR: lower ORR (44% vs 67%), however DOR

Any TRAE Any TRAE longer 11.0 vs 5.4 mo; 43% vs 21% with response 212
Fave/Pembro Chemo thS
months.

OS trend: Favorable (HR 0.67), 12-mo rates 92% vs
88%; data immature.

18.3% 40.2%

Grade 3-5 Grade 3-5
Fave/Pembro Chemo

Manageable safety: Grade 3—5 TRAEs 18.3% vs 40.2%;
1 death in chemo arm only.

Discontinuation: Sponsor's business decision — not

1 treatment-related death (sepsis) in chemotherapy arm only driven by Safety or efflcacy'

None with favezelimab/pembrolizumab
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m Prof. Dr. med. Peter Borchmann
Kompetenznetz

Maligne Lymphome EHA 2026 Stockholm, Schweden Uniklinik Kéln Seite 9



Final analysis of the GHSG HD21 older cohort: efficacy, survival and late
toxicity of PET-guided BrECADD in older patients with advanced-stage
classic Hodgkin lymphoma

Justin Ferdinandus, Helen Kaul, Alexander Fossa, Andreas Hattmann, Felix Keil, Yon-Dschun Ko, Felicitas Hitz, Michaela Schwarz, Corinna
Trenker, Andrea Kerkhoff, Peter Staib, Kai Wille, Irmgard Dresel, Dennis Hahn, Bernd Hertenstein, Peter Moosmann, Ulrich Mey, Stefan
Balabanov, Tasman Armytage, Fernando Roncolato, Johannes C. Hellmuth, Mark Hertzberg, Carsten Kobe, Wolfram Klapper, Christian Baues,
Hans-Theodor Eich, Stefanie Kreissl, Michael Fuchs, Janina Jablonski, Hishan Tharmaseelan, Dennis A. Eichenauer, Bastian von Tresckow,
Peter Borchmann, Paul J. Brockelmann
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Prospective, international, multicenter, single-arm add-on cohort to the HD21 trial

2 x BrECADD

N=85
Age 61-75

Trial objectives

Interim
PET/CT
staging

PET2 pos.
By 4xBrECADD

PETZ neg. 2x BrECADD RT 306y

to PET+
residuals

Restaging

*  Primary: Estimate efficacy of PET-guided BrECADD defined as CR rate after chemotherapy (primary endpaint).

*  Secondary: Further explore efficacy, safety and feasibility of PET-guided BrECADD in older patients with AS-cHL

$@: GHSG

85 pts enrolled in HD21 Older Cohort

83 pts included in the

2 pts excluded from ITT / safety population:
— 2 with disconfirmed cHL by central pathology review

A4

ITT / safety population

3 pts without PET-2 Panel recommendation:
— — 2 termination due to toxicity after ¢1
— 1 withdrawal of consent after c1

A J

80 pts received PET-2 based Panel recommendation

¥
32 (39%) pts with 6 cycles recommended
(PET-2 positive)

» A majority of patients achieved CR in PET2 and was scheduled for 4 cycles of BrECADD.

» Overall treatment completion rate was 87%
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MTV-2: Change from baseline

x MTV-0 not available x PFS event: Progression or relapse  + PFS event: Death Response after 2 cycles: m CR PR
o Non-CR after end of chemotherapy o RE-4/6 not done & no interim response by central review
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Progression-free survival Time to progression
mFU 34 months mFU 34 months

100 7+_I_I- 100 74_I_"' ! ! - [N el
00 - — A " ﬂq_._._._l_‘_h_h-" o 90 | U U
" 80 - " m 80 -
g 70 g 70
® s
o 60 o 60
5 5
Gg’, 50 - %, 50 -
§ 40 - § 40
S 30- S 30-
20 - Time-Point KM Est (95% ClI) 20 - Time-Point KM Est (95% Cl)
= 24 months 92.3 (86.4-98.2%) = 24 months 96.3 (92.2-100.0%)
10 - 36 months 83.2 (73.7-92.7%) 10 - 36 months 91.7 (84.1-99.3%)
+ Censor + Censor
0 T T T 0 T T I
0 12 24 36 0 12 24 36
Progression-free survival (months) Time to progression
Patients-at-Risk (No. Cumulative Censors) Patients-at-Risk (No. Cumulative Censors)
83 (0) 76 (3) 62 (15) 29 (43) 83 (0) 76 (4) 62 (18) 29 (49)
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Organ function tests — Investigator assessed

End of treatment

ECG

at EOT (mL/min)

Pulmonary function test

Echocardiography

Creatinine clearance

Thyroid function at EOT

Abnormal

Gas exchange/
DLCO abn.

Restriction
Obstruction

Abnormal

Conduction abnorm.
Arrhythmias
Repolarization abn.

Abnormal

Reduced pump
function

Other structural abn.

Valvular disease

Abnormal (<70)

Abnormal

Fit
6/31 (19%)
1/31 (3%)
2/31 (6%)
2/31 (6%)
2/33 (6%)
1/33 (3%)
1/33 (3%)
5/32 (16%)
2/32 (6%)
1/32 (3%)

1/32 (3%)

3 (8%)

1/36 (3%)

Unfit or frail
13/29 (45%)
6/29 (21%)
6/29 (21%)
3/30 (10%)
1/30 (3%)
1/30 (3%)
4/30 (13%)
2/30 (7%)
1/30 (3%)

1/30 (3%)

6 (17%)

3/32 (9%)

Total
19/60 (32%)
7/60 (12%)
2/60 (3%)
8/60 (13%)
5/63 (8%)
2/63 (3%)
1/63 (2%)
1/63 (2%)
9/62 (15%)
4/63 (6%)
2/62 (3%)

2/62 (3%)

9 (12%)

4168 (6%)

$@: GHSG

Comparison to baseline:

» No change among fit patients (19% vs.
19%)
> 45% vs. 33% among unfit/frail patients

» No change (8% vs. 9%)

» Slight increase (15% vs. 10%)

> Improvement (12% vs. 18%)

> Improvement (6% vs. 11%)

Similar organ function before and after BrECADD among older patients.



Summary & Conclusion

The final analysis of the HD21 older cohort demonstrates that PET-guided BrECADD:

« provides durable disease control in fit older patients with AS-cHL, with low late toxicity and no treatment-

related mortality
» results in early, deep and durable remissions irregard of initial tumor volume.

« Has low impact on organ and nerve function. Almost all patients recovered from peripheral neuropathy

during follow-up.

The high efficacy outcomes encourage the use of PET-guided BrECADD as first-line

treatment option for patients with AS-cHL between 61-75 years

9: GHSG
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EHA 2025 e Abstract EHA-6728 Short: S224 ¢ Oral Presentation e Session: Hodgkin Lymphoma (HL)

Cedric Rossi, Jordan Goldstein, David Kurtz, Mohammad Shahrokh Esfahani, Stefan Alig, Andrea Garofalo, Chih Long
Liu, Joe Schroers-Martin, Mari Olsen, Xiaoman Kang, Feng Tian, Marc André, Luc Matthieu Fornecker, Olivier
Casasnovas, Maximillian Diehn, Herve Ghesquieres, Ash Alizadeh

Keywords: Minimal Residual Disease (MRD) o Hodgkin Lymphoma e PET/CT e ctDNA e Liquid Biopsy




Background & Study Design

BACKGROUND STUDY DESIGN AND AIM

Current challenge:

Response-adapted therapy in cHL is guided by PET/CT, but Evaluate the prognostic value of ctDNA MRD across
is limited by: different cHL disease stages

. Suboptimal sensitivity
for MRD detection

. High false-positive rates COHORTS
at interim assessments

I PVAB

Prospective clinical trial
ctDNA has demonstrated diagnostic and prognostic utility
in cHL at baseline and during post-treatment surveillance REALYSA
(Spina et al, Blood 2018). Independent real-world cohort
PhasED-seq enables MRD detection at extremely low BIOLYMPH
variant allele fractions by leveraging phased variants in Independent real-world cohort

plasma ctDNA (Kurtz et al., Nat Biotech 2021).

Median follow-up: 4.2 years e Pretreatment plasma for phased
variant identification

m Prof. Dr. med. Peter Borchmann
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Patient Population & Baseline ctDNA

166 27% 73%

Pts Evaluable Limited Stage Advanced Stage
for ctDNA (early-stage cHL) (cHL)

FRONTLINE TREATMENT REGIMENS BASELINE CTDNA BURDEN BY STAGE

PVAG/PVAB-based (n=73) [Sotjgfi 9%4-]55 log hGE/mL

Stage IV 2.38 log hGE/mL

ABVD-based (n=53) [1.83 —3.69]

BEACOPP-containi n=30 Corr. with TMTV (p=0.34, p<0.001) e No difference by

histologic subtype (KW p=0.634) ¢ Phased variant yield
Plasma samples: Baseline + C3D1 (n=116) + EOT (n=110) similar across stages (KW p=0.058)

m Prof. Dr. med. Peter Borchmann
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Prognostic Value of ctDNA MRD

LIMITED STAGE (27% of pts) ADVANCED STAGE (73% of pts)

INTERIM ctDNA (C3D1) END OF TREATMENT (EOT)

PFS HR 40.0 (95% Cl: 4.48-357) ctDNA+ PFS HR 5.38 (2.74-10.6) p<0.001

Log-rank p < 0.001 ctDNA+ OS HR 7.05 (3.00-16.6) p<0.001
ctDNA+ Relapse HR 5.76 (2.71-12.3) p<0.001

END OF TREATMENT (EOT)

PET+ PFS HR 10.8 (5.09-23.1) p<0.001
ctDNA+ PFS HR 13.5 (95% Cl: 2.38-76.2) p<0.001
MULTIVARIATE ANALYSIS:

PET+ PFS HR 54.8 (95% Cl: 5.57-540) p<0.001 ctDNA+: strongest predictor of relapse (HR 4.76) & OS (HR
6.94)

o _ PET+: predicts relapse (HR 8.31) but not OS independently
ctDNA MRD significant as early as after 2 cycles of therapy in

limited-stage disease

IPS 23: not independently prognostic for either endpoint

m Prof. Dr. med. Peter Borchmann
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Zusammenfassung | Take-Home-Messages

1. Duale Checkpoint Blockade beim cHL? Phase 2 KEYFORM-008

— Positive Studie fiur das PFS, basierend auf geringerem, jedoch langerem Ansprechen im
Vergleich zu Chemotherapie

— Leider: Abbruch der Studie seitens des Sponsors MSD aus kommerziellen Grinden

2. BreECADD fur > 60 jahrige Patientinnen? HD21 Phase 2 ELDERLY

— Studie zeigt Machbarkeit bei sehr guter Wirksamkeit und mit guter Langzeitvertraglichkeit

— Engmaschige Kontrolle der Patientinnen ist erforderlich, Ergebnisse sind dann aber sehr
gut

1. ctDNA beim cHL?

— Der prognostische Wert positiver MRD nach 2 Zyklen Therapie oder zum Ende der
Therapie ist hoch,

— WENN: wenig wirksame Schemate verwendet werden. Stellenwert unter BrECADD?

m Prof. Dr. med. Peter Borchmann
Kompetenznetz
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