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How can we optimize the risk-benefit ratio of 1L treatment for AS-cHL?

é improve the risk/benefit ratio of the\

eBEACOPP regimen the GHSG has
focussed on

1. modification of eBEACOPP with
the CD30 targeting ADC
Brentuximab vedotin

2. treatment individualization by

k metabolic response assessment /
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Primary cure beyond individualization: eBEACOPP modification.

E E ﬂ E The Kairos backbone with doxorubicin,
>

cyclophosphamide, etoposide was
2 retained and brentuximab vedotin

added.

BrECADD

Problematic drugs were removed with
the aim to improve acute and long-term

> tolerability:
— Bleomycin (pulmonary toxicity)

— Vincristine (neurotoxicity)
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Etoposide DTIC

Etoposide DTIC

Etoposide

Doxorubicine, Cyclophosphamide,

— Procarbazine (gonadal and
genotoxicity)
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— 14 days of Prednisone

Borchmann et al, Lancet, 2024
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...:. GHSG BV administration on d0 as recommend by GHSG I



GHSG HD21 study design and primary endpoints

Randomized, open-label, Phase 3 trial of BrECADD versus eBEACOPP in patients with newly diagnosed AS-cHL

PET2 neg. 2x

Jb ﬁ BrECADD
- PET2 pos. 4x

2 x BrECADD ) 4 BrECADD PET-
Interim . .
Restaging  guided

- 2x
4x

AUS/NZ

4

1:1

PET/CT RT
PET2 neg.
2 x escBEACOPP > eBEACOPP
1500 patients PET2 pos
9 countries eBEACOPP

Co-primary objectives:
= Demonstrate better acute tolerability, i.e. reduced treatment-related morbidity (TRMB) with BrECADD .
=  Demonstrate non-inferior efficacy of BrECADD in terms of PFS
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GHSG HD21: sensory polyneuropathy with BV in BrECADD
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BEACOPP (%) ™ BrECADD (%) eBEACOPP BrECADD

N = 734 N = 739
e 368 (50%) 294 (36%)
treatment

No PNP at EOT 452 (62%) 540 (73%)

No PNP or resolved
at final analysis

Resolved to <G1 733 (100%) 735 (100%)

» 724 (99%) 724 (98%)

2 L

Early termination rate of BV in BrECADD: 2.4 %
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GHSG HD21: Gonadal function of BrECADD treated women

.l Age (</> 30)

Percentage of Patients
g B

Arm_Age30  Time-Point CIFEst[SECY  HA (9% CI)
<3y BIECADD 4 monthe 932(97.1-100.0%) 430 (323.7.42)
<3y eBEACOFP 43 months  889(830-952%) 403 (299629
...... 5«30y BrECADD 48 moethe  862(775-959%) 329 (203533
T 3u30y BEACOP 83 moriths 443(342:531%]  Reference
e . + Censor

o L] 12 1% 24 kel *® 4z 48
Time to FSH [months]
Patients-at-Fisk (No. Cumulative Censms}
<30y BIECADD 118 (0) nsim 102 () 30(0) [} A0 (0 1o 1
)-:N),IB.r_EEADt_) 58(0) SB (0} 53 (0) 2(0) 1810 10100 8(0) 4(4) 415

+<30y: 99.2 %
<30v: 88.9%

all women < 30y following BrECADD.

— Women > 30y derived the highest
relative benefit from BrECADD (HR
\_ 3.23, CI95: 2.03-5.33).

(" — Gonadal function recovery occurred in\

J

o2,
.’..’. GHSG  rerdinandus et al., BLOOD 2025; 146 abs 152

Anderson et al., Lancet Oncol 2018

Ovarian function in HD21 and RATHL

meBEACOPP = BreCADD

RATHL* HD21
7% 11%
31%
94%
69%
BEACOPP ABVD-AVD BEACOPP BrECADD

Not Recovered (>25 U/I) Abnormal (>21,5 U/I)

M Recovered (< 25 U/I) Normal (1,7 - 21,5 U/I)

— gonadal function equal to A(B)VD treated
female patients in RATHL, and

— motherhood rate with BrECADD is equal to

\ German healthy control from 3 years onwards
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GHSG HD21 reducing genotoxicity: incidence of sMDS/AML at 5y mFU

eBEACOPP BrECADD ITT
N=734 N=739 N=1473
Second malignancies 19 (3%) 21 (3%) 40 (3%)
AML/MDS 6 (1%) 1 (<1%) 7 (<1%)
S NHL 2 (<1%) 8 (1%) 10 (1%)
yp gnancy  solid tumor 9 (1%) 11 (1%) 20 (1%)
Other hematological malignancy 2 (<1%) 1 (<1%) 3 (<1%)

- - i i 0 (o) 0,
Year of event 2016-2023 (pre-publication) 16/19 (84%) 21/21 (100%) 37/40 (93%)
2024 3/19 (16%) 0/21 (0%) 3/40 (8%)

Overall low rate of second primary malignancies and
very low incidence of SAML/MDS

Ferdinandus et al., BLOOD 2025; 146 abs 152 I
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GHSG HD21: some more key aspects of tolerability of BrECADD.

Full resolution of adverse events at 12
months FU in 675/677 patients (> 99%)

BrECADD

Treatment related morbidity
(n=677)

Anemia, thrombopenia, or 0(0)
infection of CTCAE grade 4
Organ toxicity of CTCAE 2 (<1)
grade 3-4
Treatment related morbidity 2 (<1)

no Tx-related mortality in a global study!

{03 GHSG
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Global health status [Diff. to refere

-20 4

Normalized global health status with
BrECADD starting at 12 months

T T T T T T
Baseline Cycle 2 EOT year 1 year 2 year 3

Time point

— . eBEACOPP . BrECADD




HD21: BrECADD is the most effective regimen for AS-cHL ever reported

Percentage of Patients

BEACOPP
BrECADD

Progression free survival

100 "H-"""ﬂﬁtm

L 959/?11
i L T

90 —_ TS . i CUSTIYT VI s i 94%
' o ' T 91%
£ 92% i
80 - :
70 |
60—
HR 0.64 (0.44-0.93)
40 |
30 |
20 - Treatment group  PFS events at 5 years
—_— BEACOPP 70/734 (10%)
10 | — BrECADD 46/739 (6%)
0 : T T T T
0 12 24 36 48 60
Progression-free survival (months)
Patients-at-Risk (No. Cumulative Censors)
734 (0) 682 (22) 647 (39) 624 (56) 581 (92) 359 (311)
739 (0) 701 (20) 672 (36) 637 (68) 587 (113) 358 (340)

/Only one additional PFS-
event since publication in
BrECADD arm (vs. 4 in
eBEACOPP):

\PFS of 94% at 5 y mFU

» Risk-benefit ratio for
BrECADD is exceptional,
if acute hem-tox can be
safely managed.
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Optimizing the risk-benefit ratio of 1L treatment for AS-cHL:
mission completed or do we have an unmet medical need still?

PET-2 positivity* 36

-~

needing only 4 cycles?

24
17,3
. » Improving treatment
individualization by modification of
I \ response assessment

How to increase the number of patients

~

J

HD18 RATHL AHL2011 HD21

NAVD in S1826: 15% (22%)**

o2, *as reported. Varying criteria in AHL2011.
[J [ ]
"" GHSG **Bartlett et al. et al, BLOOD 2025; 146 abs 1851
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C6 Cohort HD18 (n=645)
90 2‘: oo
é‘ 50-|
g 40
° “ Prog:sslon-ﬁu Su::Ival [momhsi«z ®
Patients-at-Risk (No. Cumulative Censors)
PET2- (DS<4) 486 (0) 450 27) 412 (55) 358 (93) 322 (135) 192 (264)
PeTox, MIV2>0 83(0) 69 (4) 62(8) 53(17) 51(19) 26 (41)
5y-PFS HR
92.9%
DS1-3 (90.5-95.4) Reference
DS4-5 & 89.5% 1.5
MTV = 0 (83.2-96.3) (0.74-3.05)
MTV>0 77.5% 3.29

(67.9-88.4) (1.81-6.01)

HD21 ITT (n=1211)

Proportions of PET-negative,
PET-positive & MTV =0 and
patients with remaining
MTV-2

Improving treatment individualization by modification of response
assessment: MITV-2

HD21 ITT (n=1211)

ntage of Patients

Pregresslon-:ee Surv:al [mor:l:s]
A T
4y-PFS HR
94.8%
DS1- Refi
S1-3 (93.3-96.4) eference
DS4-5 & 93.2% 1.03
MTV =0 (89.4-97.2) (0.55-1.95)
77.1% 4.44
MTV>!
g (69.9-85.1)

(2.78-7.09) I



rGHSG QUANTIFY: A Low-Intervention Phase Il Trial of Quantitative Imaging for Individualized
Treatment of Advanced-Stage Classic Hodgkin Lymphoma

| Advanced Stage Classic Hodgkin Lymphoma

PHASE OF DEVELOPMENT

Histelogically praven cHL

INTERVENTION MODEL Low-intervention single-group trial

First dagnosis, no previcus treatment

PRIMARY ENDPOINT 1y-PFS I T YT

S4age 1B with larga madiastinal mass andicr axtranadal lesions, stage Il or IV diseass

NUMBER OF PARTICIPANTS | 300

PET-0
TRIAL SITES 50 sites in Germany
SCHEDULE First patientin (FPI) | approval date + approx. 2
months
Last patient in (LPI) | FPI + 24 months PET-2 incl. MTV-2 mrp ey
End of Study (EoS) |LPI + 18 months
Final analysis Within 6 months after EoS 2x BrECADD
mPD cdF sbudy
Main responsible persons:
- Dr. Justin Ferdinandus (PI)
PET4 i
- Prof. Dr. Carsten Kobe (Reference Nuclear Medicine) i
- PD Dr. Dr. Sven Borchmann (GHSG Laboratory) EOT/PET4 guided RT — i rp e

- Max Buttner, M.Sc. (Patient representative)

EOQT ! PET-6 guided RT

@:GHSG 0 udn )




I-Is BrECADD effective enough to overcome the poor outcome of ABVD-based early
iIPET-positive patients? The EORTC COBRA trial challenges the Kairos principle.

24 months
|
: ) ' : 4 P
Max 2 weeks 5-6 weeks 80 : ; : :
—— —_— \ 704 : : ;
Registration (T Central Review o RT RT 2 60+
(step1)  start (step2) end start end 4 B
H : 40
30 4
204
: If PET -
i P psia ]
ith & Consolidation 0 T T T T T T T T
P%‘q 1x A-AVD .""E'T‘“"' | sxa-AvD P»%? RT tossites of P:T.{r? Diagnostic ’ ¢ h 15 “ * * * *
diagnostic a \ diagnosti PET+(0545) || giagnostic | /"] qualityct Months
quality T (PET1) If PET + quality CT residual quality CT PET1 res ult Eve nts /To tal
disease Negative 11/86
(DS 4'5) Posifive. 559
Negative- 86 83 77 76 71 47 23 9 0
6x BrECADD Positive- 59 57 56 54 36 21 1 3 0
2y PFS
PET1-negative (60%, 6x BV-AVD) 88.3%
PET1-positive (40%, 1x BV-AVD, 6x BrECADD) 91.3%

$@% GHSG

Hutchings et al., The Lancet preprint: https://papers.ssrn.com/sol3/papers.cfm?abstract_id=5781033 I



I- Any new development must include the patients” perspectives on
the relevance of its endpoints!

1. Primary cure > x BrECADD — BrECADD
(GHSG) PET2pos. 4
m— BrECADD

— Determined by PFS Interim

X
X
PETICT
staging PET2neg. . i;:m
; . Restaging 188
X
N= XXX

2. No late or persisting toxicity

®— 2 x N-AVD PET2pos. 4 per SOC
—) BrECADD

1:1:1
— Any organ dysfunction
— Second primary malignancies

Increasing benefit of NAVD by interim PET/ctDNA guided
treatment duration in good responders?

— TRM — Is N-AVD associated with less acute and severe toxicities or
— Unplanned hospitalization do IRAEs outweigh neutropenic fever? LT-Tox? PROs?

3. Low acute toxicties

o(@)e
LGHSG patient representatives Survey-Monkey; GHSG data on file; ‘ees’ I




Thank you very much for your attention!

Chairman: P. Borchmann TRIAL COORDINATION CENTER

Former-Chairman: A. Engert Head: M. Fuchs

Honorary Chairman: V. Diehl Trial physicians: C. Jaworek

Pathology: F. Fend, S. Hartmann, W. Klapper, G. Ott, Data Management: B. Andrulevicius, B. Koch, S. Ladewig,

A. Rosenwald B. van den Hoonaard

Radiotherapy: C. Baues, H. T. Eich Project Management: L. Klemm, L.C. Klostermann. S. Kreitz, N. Moroz,

I. Oosterhaar, S. Sevimli-Abdis, M. Weber
Nuclear Medicine: M. Dietlein, C. Kobe

Quality Management: |. Oosterhaar
Laboratory: S. Borchmann

Database / IT: O.W. Abudu, L. GanR, T. Schober, N. Schulze
Physicians: K. Behringer, B. Boll, P. Bréckelmann,
D. Eichenauer, J. Ferdinandus, S. Gillessen, A.S. Robertz, Statistics: I. Bihnen, J. Jablonski, H. Kaul, M. Supprian
H. Tharmaseelan, B. v. Tresckow, J. Welters
Assistant / Secretary: K. Rust, M. Schumacher, K. Tittmann
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GHSG HD21 Progression-free survival

By treatment group and PET-2 result (Deauville Score)

100 47/ :

DS4-5 positivity rates

£ 80-
BEACOPP % 70 -
o
60
[e]
© 50
1]
£ 40
b —
E’ 30+ .
35% 20 - —
BrECADD o~
; ol |
BEACOPP DS 1-3 428 (0)
BEACOPP DS 4-5 229 (0)
BrECADD DS 1-3 429 (0)
BrECADD DS 4-5 235 (0)

410 (6)
211 (5)
412 (8)
221 (8)

rFauerits-al-
388 (16)
200 (12)
400 (18)
208 (11)

376 (26) 349 (50)
191 (17) 177 (28)
381 (37) 350 (66)
199 (19) 185 (30)

208 (189)
105 (99)
201 (215)
117 (97)
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GHSG HD21 Progression-free survival
By treatment group and MTV-2 result (SUV4-Method)

MTV-2 positivity rates

100 _———
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£ 80
.E 70 | “
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Residual MTV after two cycles (MTV-2) is a better risk marker than DS4-5.

|



GHSG HD21 eBEACOPP vs. BrECADD Organ function over time

Abnormal spirometry (%)

baseline

1y: 0 vs. 1 patients with CTCAE G3-4 respiratory disorder

Abnormal Echochardiography and/or ECG (%)

10 9
baseline EOT 1y

1y: 3 vs. 1 patients with CTCAE G3-4 cardiac disorder

Abnormal creatinine / GFR (%)

4

1 1 2 2 3
— N — T
baseline EOT 1y

Abnormal thyroid hormone levels (%)

baseline EOT 1y

1y: No patients with CTCAE G3-4 renal disorder 1y: No patients with CTCAE G3-4 endocrine disorders

£@< GHSG J
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GHSG HD21 Final Analysis (5y mFU): Summary and Conclusions

Very high primary cure rate with BrECADD Low rate of long-term side effects with BrECADD

5y PFS 94% for all patients Omission of problematic drugs led to

PET-2 guided approach: * improvements in organ function

* Allows short treatment for most patients * very low AML/MDS rate
with 5y-PFS 96% after 4 cycles «  high childbirth rate

Almost all patients recovered from peripheral
neuropathy and any other toxicity during FU

Negates risk from higher lymphoma burden
with 5y-PFS 90% after 6 cycles

Individualized BrECADD sets a new benchmark for the primary cure rate of AS-cHL
with minimal long-term side effects

{03 GHSG )
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