Brentuximab Vedotin 2025
Post-Congress Deck

VV-MEDMAT-123828
July 2025

EDA and the TAKEDA logo are registered trademarks of Takeda Pharmaceuticals Company Limited

Better Health, Brighter Future



Disclaimers

-~

\_

Diese Folien sind zur reaktiven Verwendung durch Medical Affairs im wissenschaftlichen Austausch mit Angehorigen der

Fachkreise (nach 82 HWG) als Antwort auf unaufgeforderte Informationsanfragen zu den hierin enthaltenen Themen zugelassen.

Die Antworten miussen eng auf die unaufgeforderte Anfrage zugeschnitten sein und einen angemessenen Kontext enthalten.

Folien, die Daten aus extern gesponserten Studien enthalten, diirfen ohne Genehmigung des Hauptpriifers und/oder des
Hauptautors nicht hinzugefligt oder verandert werden.

Einige der in dieser Prasentation beschriebenen Verwendungen sind nicht von den Aufsichtsbehorden zugelassen.

Bitte beachten Sie die Fachinformation fiir ADCETRIS (Brentuximab Vedotin) verfligbar unter https://www.takeda-
produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-

infusionslosung.pdf.

Diese Folien diirfen nicht mit Sales geteilt oder durch Sales verwendet werden.

~

/

LOC, local operating company; MSL, medical science liaison.

Takeda Confidential — For Reactive Medical Use Only

| ONCOLOGY


https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf
https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf
https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf
https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf
https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf
https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf
https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf
https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf
https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf
https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf
https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf
https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf
https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf
https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf
https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf
https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf
https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf
https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf
https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf
https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf
https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf
https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf
https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf
https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf
https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf
https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf
https://www.takeda-produkte.de/system/files/produkt-info/fachinformation-adcetrisr-50-mg-pulver-fur-ein-konzentrat-zur-herstellung-einer-infusionslosung.pdf

Table of contents

Presentation title Authors Presented at Abstract Code
Frontline brentuximab vedotin (BV) and CHP in patients (pts) with peripheral T-cell ymphoma (PTCL) with <10% . *
CD30 expression: updated results from the phase 2 SGN35-032 study et il GRS FILG =S 0
ASCO 2025
Clrcul.atm.g tumor DNA a.ssessment .|n earlv-.stgge classical Hodgkin lymphoma patients treated with Lynch RC. et al. Abstract 7040 Pfizer — Sponsored"
combination of brentuximab vedotin and nivolumab
Safety Considerations And Related Healthcare Resource Utilization From A Study Aimed To Gather Clinicians’ ..
Insights And Perspectives On Care Provided In Front-Line Hodgkin’s Lymphoma In Europe LIIE LGS (B H AL (oI = L
A matching ad|u§ted indirect treatment comparison of BrECADD vs PET-Guided ABVD and eBEACOPP in Molinari A et al. Abstract PE1302 Company — Sponsored
advanced Hodgkin lymphoma
Treatme.nt efficacy for ad-vanced stage classic Hodgkin lymphoma: a systematic review and meta-analysis of Li DH, et al. Abstract PES65 T S
randomised controlled trials
EHA 2024
Metabolic Tun?or Volume in Older Patients with Advanced-Stage Classic Hodgkin Lymphoma: Results from the Brockelmann PJ et al. Abstract PS1863 Takeda IIR®
GHSG HD21 Trial
Elevated serum TARC after one cycle of BV-AVD correlates with adverse prognosis despite escalation to . .
BrECADD in advanced stage Hodgkin lymphoma: biomarker analysis from the EORTC-1537-COBRA trial UEEETT] 365 GLEL ABIEEL fakecale
Consolidation Treatment with Brentuximab vedotin after Allogeneic Stem-Cell Transplantation for Relapsed . ¥
Hodgkin Lymphoma: Analysis of the GHSG Phase 2 BV-ALLO Trial Scheid C, et al. Abstract PF870 Takeda lIR
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 CEkhadnrisel ICML 2025 GBI RS (SR TR
*IIR (investigator-initiated research) and Pfizer sponsored publications developed independently of Takeda 1 Click here for additional brentuximab vedotin data

ASCO, American Society of Clinical Oncology; EHA, European Hematology Association; ICML, International Congress on Malignant Lymphoma

ABVD, doxorubicin, bleomycin, vinblastine, and dacarbazine; BV+AVD, brentuximab vedotin, doxorubicin, vinblastine, and dacarbazine; BrECADD, brentuximab vedotin, etoposide, cyclophosphamide, doxorubicin, dacarbazine, and dexamethasone; CHP,
cyclophosphamide, doxorubicin, prednisone; EORTC, European Organisation for Research and Treatment of Cancer; escBEACOPP, escalated bleomycin, etoposide, doxorubicin, cyclophosphamide, vincristine, procarbazine, prednisone; GHSG, German ONCOLOGY

Hodgkin Study Group; N+AVD, nivolumab, doxorubicin, vinblastine, and dacarbazine
Takeda Confidential — For Reactive Medical Use Only



Cakedn

ASCO - Abstract #7077

Frontline brentuximab vedotin and CHP in patients with peripheral T-
cell ymphoma with <10% CD30 expression: primary analysis results
from the phase 2 SGN35-032 study

Swaminathan P. lyer, 1 Deepa Jagadeesh,?> Eva Domingo Domeénech,? Fabio Benedetti,* Antonia Rodriguez Izquierdo,> Krimo Bouabdallah,®
Umberto Vitolo,” Tim M. lllidge,® Jingmin Liu,® Eeman Shaikh,’® Steven M. Horwitz!?

1The University of Texas MD Anderson Cancer Center, Houston, TX, USA; 2Cleveland Clinic Taussig Cancer Institute and Case Comprehensive Cancer Center, Cleveland, OH, USA; 3Institut Catala
d'Oncologia — Hospital Duran i Reynals, Barcelona, Spain; *University of Verona, Verona, Italy; >Hospital 12 de Octubre, Madrid, Spain; éService d'hematologie clinique et therapie cellulaire, CHU
Haut-Leveque, Pessac, France; “Candiolo Cancer Institute, FPO-IRCCS, Candiolo, Italy; 8The Christie NHS Foundation Trust, Manchester, UK; °Pfizer, Bothell, WA, USA; *°Lymphoma Service,

Memorial Sloan Kettering Cancer Center, New York, NY, USA

Better Health, Brighter Future



Background

* BV, an antibody-drug conjugate targeting CD30, has shown single-agent activity in several lymphomas regardless of CD30 expression3*

* The BV combination therapy of A+CHP was approved as a frontline treatment for patients with sALCL or other CD30-positive PTCL
subtypes based on results from the phase 3 ECHELON-2 study (NCT01777152)%%

*  A+CHP had a 30% risk reduction in PFS (stratified hazard ratio [HR], 0.70; 95% Cl, 0.53-0.91; P=0.0077) and an OS benefit (HR, 0.72; 95% Cl, 0.53-0.99;
P=0.0424)!

* While high CD30 expression is a diagnostic characteristic of SALCL, CD30 expression is more variable in other PTCL subtypes?

* The SGN35-032 study is evaluating whether frontline A+CHP may also demonstrate efficacy in patients with non-sALCL PTCL with <10%
CD30 expression?

* We report primary analysis results of SGN35-032
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Methods

SGN35-032 (NCT04569032; EudraCT 2020-002336-74) is an open-label, dual-cohort, global, multicenter, phase 2 study (Figure 1)

Patients with newly diagnosed non-sALCL PTCL with <10% CD30 expression (by standard immunohistochemistry by local pathology
assessment) were enrolled

* Patients were assigned to either CD30 <1% or CD30 1% to <10% cohorts
All patients received 21-day cycles of A+CHP for up to 6 to 8 cycles

The primary endpoint, ORR following the completion of study treatment, was assessed by blinded independent central review (BICR) per
Cheson 2007°

Secondary endpoints included safety Figure 1: Study design

and complete response (CR) rate, PFS, Key inclusion criteria PR
+ Newly diagnosed PTCL

OS, and duration of response (DOR) . Age =18 years assessment
+ CD30 expression <10% by local assessment Y E—

i i + Measurable disease of 21.5 cm by CT and cycles of A+ Primary endpoint
Efficacy endpoints are reported per FDG avid disense by PET (in 21-day cycles)® - ORR at end of treatment
central CD30 assessment unless + ECOGPS 02 : ?ﬂmab vedotin by BICR per Cheson 2007%

. Key exclusion criteria — Cyclo id Key secondary endpoints
otherwise noted saLCL i - CR rate, PFS, and DOR
Primary CTCLs CD30 Doxorubicin 50 mg/m? by BICR

MPF, including TMF

Other primary malignancy within 3 years
History of PML

Active cerebral/meningeal disease

Prior BV or doxerubicin

Grade 22 peripheral neuropathy

Prednisone 100 mg + 0S5
PO QD® + Safety

1% to <10%
(n=48)

CT, computed tomegraphy; CTCL, cutanecus T-cell ymphoproliferative disorders and lymphomas; ECOG PS, Eastern Cooperative Oncology Group performance status; FOG, fluorodeoxyglucose;
MF, mycosis fungoides, PET, positron emission tomography; PML, progressive multifocal leukoencephalopathy, PO, orally, QD, once daily; TMF, transformed mycosis fungoides.
Brentuximab vedotin, cyclophosphamide, and doxorubicin were administered by intravenous infusion on day 1 of each cycle. *Prednisone was administered orally on days 1 to 5 of each cycle.
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Results

As of July 22, 2024, a total of 82 patients received >1 dose of
A+CHP, including 34 in the CD30 1% to < 10% cohort and 48 in the
CD30 1% to < 10% (per local assessment)

* Per central CD30 assessment, 23 patients were included in the CD30
<1% cohort, and 31 were included in the CD30 1% to < 10% cohort
At data cutoff, no patients were still receiving A + CHP; median
follow-up was 15.7 months

Baseline characteristics were generally balanced between the 2
cohorts (Table 1)
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Table 1: Demographics and baseline disease characteristics

CD30 <1%?* CD30 1% to <10%? -
(n=34) (n=48) Total (N=682)

Age, median (range), years 63.0 (24-78) 64.0 (32-80) 63.5 (24-80)
Age group, n (%)

<65 years 19 (56) 28 (58) 47 (57)

65 years 15 (44) 20 (42) 35 (43)
Race, n (%)

Asian 2(6) 4(8) 6(7)

Black or African American 2(6) 2(4) 4 (5)

White 26 (76) 37 (77) 63 (77)

Otherfunknown/not reportable 4(12) 5(10) 9(11)
ECOG PS, n (%)°

0 15 (44) 21 (44) 36 (44)

1 16 (47) 22 (46) 38 (46)

2 2(6) 5 (10) 7(9)

Missing 1(3) 0 1(1)
Disease diagnosis, n (%)

PTCL-NOS 18 (53) 19 (40) 37 (45)

Nodal TFH cell lymphoma 13 (38) 26 (54) 39 (48)

Other 3(9) 3(6) 6(7)
Baseline IP| score, n (%)

0/ 6 (18) 11(23) 17 (21)

2/3 22 (65) 33 (69) 55 (67)

4/5 5 (15) 3(6) 8 (10)

Missing 1(3) 1(2) 2(2)
IP1, International Prognostic Index; PTCL-NOS, peripheral T-cell lymphoma, not otherwise specified; TFH, T-follicular helper.
CD30 expression per local testing. "The last nonmissing value before or on the day of first study treatment.




Results

Overall, the median treatment duration was 18.0
weeks (range, 3-24 weeks)

At end of treatment, ORR was 77%, with CR rate of
63% (Table 2)

* Inthe CD30 < 1% cohort, ORR was 61%, with CR rate
of 52%
* Inthe CD30 1% to < 10% cohort, ORR was 81%, with
CR rate of 71%
Overall median DOR was 15.9 months but NR in
either cohort

Table 2: Response by BICR by CD30 status

CD30 <1% CD30 1% to <10% Total
Per local CD30 n=34 n=48 N=82
Response at EOT, n (%)°

CR 19 (56) 33 (69) 52 (63)
PR 6 (18) 5(10) 11 (13)

sSD 0 3(6) 3(4)

PD 4 (12) 5(10) g (11)

NEe 5 (15) 2 (4) 7(9)

CR rate (95% Cl), %¢
ORR (95% Cl), %¢

Per central CD302

Response at EOT, n (%)°

CR
PR
sD
PD
NE¢

CR rate (95% Cl), %¢
ORR (95% Cl), %¢

56 (37.9-72.8)
74 (55.6-87.1)
n=23

12 (52)
2(9)
1(4)

5 (22)

3 (13)

52 (30.6-73.2)
61 (38.5-80.3)

69 (53.7-81.3)
79 (65.0-89.5)
n=31

22 (71)
3 (10)
1(3)
2 (6)
3(10)

71 (52.0-85.8)

81 (62.5-92.5)

63 (52.0-73.8)
77 (66.2-85.4)
N=82°

52 (63)
11 (13)
3 (4)
9 (11)
7 (9)
63 (52.0-73.8)
77 (66.2-85.4)

EOT, end of treatment; NE. not evaluable, PD, progressive disease; PR, partial response; SD, stable disease.

Based on response either at end of treatment or the first assessment after the last dose of study treatment. *CR, PR, SD, and PD per Cheson 2007 per
independent assessor. CR. PR, 5D, PD, and ME are mutually exclusive. “ME includes patient with no postbaseline response assessments. “Two-sided
95% exact Cl, computed using the Clopper-Peargon method. *Per central testing, 28 patients either had CD30 210% or were missing CD30 results.

lyer SP, et al. Abstract 7077. Presented at the 2025 American Society of Clinical Oncology Annual Meeting | May 30-June 3, 2025 | Chicago, IL



Results

Median PFS was 10.9 months in the CD30 <1% cohort, NR in the CD30 1% to <10% cohort, and 12.7 months in the overall population

(Figure 2)

Figure 2: PFS by central CD30 status
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SAs estimated using Kaplan-Meier methods. ®Calculated using the complementary log-log transformation method.
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Results

Median OS was NR in the CD30 <1% cohort, CD30 1% to <10% cohort, and overall population (Figure 3)

Figure 3: OS by central CD30 status
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Safety Profile

* Most patients (95%) had a treatment-emergent adverse event (TEAE), with
59% having a grade >3 TEAE (Table 3)

*  The most common (210%) overall grade >3 TEAEs were neutropenia (18%),
febrile neutropenia (17%), and anemia (10%)

* Treatment-related deaths were reported in 2 patients: decreased appetite
and general physical health deterioration

* TRAEs led to treatment discontinuation in 3 patients (4%)

* Decreased appetite, febrile neutropenia, and pneumonitis (1 patient each)
* After last treatment, 13 patients (38%) and 14 (29%) in the CD30 <1% and
CD30 1% to <10% cohorts, respectively, received autologous stem cell
transplant
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Table 3: Summary of TEAEs

CD301% to

Tome e G
Any-grade TEAEs, n (%) 32 (94) 46 (96) 78 (95)
Grade 23 TEAES, n (%) 22 (65) 26 (54) 48 (59)
Most common (210% of total patients)
Neutropenia 4(12) 11(23) 15 (18)
Febrile neutropenia 6(18) 8(17) 14 (17)
Anemia 2 (6) 6(13) 8(10)
Treatment-related TEAEs® 25 (74) 40 (83) 65 (79)
Most common (220% of total patients)
Peripheral sensory neuropathy 11 (32) 16 (33) 27 (33)
Diarrhea 7(21) 13 (27) 20 (24)
Nausea 7(21) 13 (27) 20 (24)
Neutropenia 4(12) 12 (25) 16 (20)
Serious TEAE, n (%) 15 (44) 16 (31) 31(38)
Treatment related 9(26) 12 (25) 21 (26)
BV related 9(26) 10 (21) 19 (23)
AT ednglo dosemanen 20 4@ ooy
Treatment related 1(3) 2(4) 34y
BV related 1(3) 2(4) 3(4)

G030 expression per local testing . "Per investigator determination of relatedness 1o any study drug. “These included anemia,
colitis, cutaneous T-cell lymphoma, decreased appetite, febrile neutropenia, and pneumenitis. “These included pneumonitis,

decreased appetite. and febrile neutropenia




Author’s Conclusions

Brentuximab vedotin (BV) combined with cyclophosphamide, doxorubicin, and prednisone (A+CHP) demonstrated clinically meaningful

efficacy as a frontline therapy in patients with nonsystemic anaplastic large cell ymphoma (non-sALCL) peripheral T-cell ymphoma
(PTCL) regardless of CD30 expression

* Objective response rate (ORR) at end of treatment was comparable for the CD30 <1% (61%) and CD30 1% to <10% (81%) cohorts

*  Progression-free survival (PFS) and overall survival (OS) were similar for the CD30 <1% (10.9 months and not reached [NR], respectively) and 1% to
<10% (NR and NR, respectively) cohorts

Safety was consistent with the known safety profile of A+CHP, with no new safety signals

This study demonstrated that the efficacy and safety of A+CHP in non-sALCL PTCL with CD30 <10% were comparable to those of a similar
population from ECHELON-2 with CD30 >10%-

Results show that A+CHP is effective for patients with nonsALCL PTCL regardless of CD30 expression, supporting the proposed,
multifaceted mechanism of action of BV in combination with CHP
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Background

BV is an ADC approved in combination with doxorubicin,

vinblastine, and dacarbazine for patients with cHL (Figure 1)3

A previous study in patients with nonbulky early-stage cHL

showed preserved efficacy and improved safety with BV plus

doxorubicin and dacarbazine regimen after vinblastine was
omitted*

Results from the phase 2 SGN35-027 part C study have
shown promising efficacy and tolerability with BV and
nivolumab in combination with chemotherapy in patients
with early-stage cHL in the first-line setting

Earlier results from the present study and in published
literature suggested that ctDNA can be detected in patients
with cHL, with molecular response potentially
complementing imaging assessments®’

Here, we report on the use of an ultrasensitive assay for
ctDNA detection in patients with early-stage cHL to explore
its utility in this population

Figure 1: BV, a CD30-directed ADC consisting of 3 components: (1)

an anti-CD30 monoclonal antibody (cAC10), (2) a protease-cleavable
mc-vc linker, and (3) the microtubule-disrupting agent MMAE
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ADCP, antibody-dependent cellular phagocytosis; APC, antigen-presenting cell; CD30, cluster of differentiation 30; ICD, immunogenic
cell death; mc-ve, maleimidocaproyl-valine-citrulline; MHC, major histocompatibility complex; MMAE, monomethyl auristatin E;
TCR, T-cell receptor.
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‘ Methods

* SGN35-027 is an open-label, multipart, multicenter, phase 2 study (Figure 2A)

* The part C portion of the study enrolled patients with Ann Arbor stage I/Il cHL without bulky disease (< 10 cm in tumor diameter on
computed tomography [CT])

* Patients received 4 cycles of BV 1.2 mg/kg, nivolumab 240 mg, doxorubicin 25 mg/m?, and dacarbazine 375 mg/m? (AN+AD)
intravenously on days 1 and 15 of each 28-day cycle

* Responses were assessed by positron emission
tomography [PET]/CT according to Lugano classification?

Figure 2: SGN35-027 part C study design and ctDNA sample collection schedule

. Patient Population Treatment Arms Primary Endpoints
with LYRIC? at cycle 2 day 25-28 (C2) and at EOT, 30t0 37 A ARt atied
. Part A: Brentuximab vedotin+AVD . )
days after last dose of study drug (Figure 2B) Previously untreated - 6 cycles neutropenia
advanced Parts B and C: CR rate
* Plasma samples were collected at baseline, cycle 2 day 1 (Parts A and B) or Part B: Brentuximab vedotin+ per LYRIC at EOT
. early stage nivolumab+AD 6 cycles Secondary Endpoints
(C2D1), C4D1, and EQOT. Samples from 36 patients were (Part C) cHL

Part C: Brentuximab vedotin+ Slilg i
nivolumab+AD 4 cycles Parts B and C: ORR,

DOR, DOCR, PFS

submitted for ctDNA analysis using phased variant
enrichment and detection sequencing (PhasED-seq,

. . . - B Baseline ™~ c2D1 c4D1 EOTN T
Foresight Diagnostics, Boulder, CO), an ultrasensitive CtDNA ctDNA 1) ctbNA CDNA
minimal residual disease assay for B-cell ymphomas — o —
(Figure ZB) PET/CT PET/CT PET/CT
e PET/CT results were compared with ctDNA dynamic LT tongriar foloweap, ORR. objective respones rate: PR progressom foe s o opones: DOCR. duration of G DOR, duration of response:
. . . . PhasEDseq is a new method to detect ctDNA through phased variants to tumor fractions on the order of ppm.'® Quantitative levels of ctDNA were measured in
changes in patients with detectable baseline ctDNA hapoid genome equivalents (hGEs) per m..

Lynch RC, et al. Abstract 7040. Presented at the 2025 American Society of Clinical Oncology Annual Meeting | May 30-June 3, 2025 | Chicago, IL

16



Figure 3: Baseline ctDNA was detected in 94% of patients with early-stage cHL and appeared to

Results

Baseline ctDNA was detectable in 34 of 36 patients (94%)

ctDNA concentration was higher in patients with greater disease burden, indicated by baseline stage/risk status (P=0.015) and
International Prognostic Score (P=0.014) (Figure 3)

A numerical trend was seen toward worse progression-free survival (PFS) in patients with high baseline ctDNA (Figure 4)

be associated with higher disease burden
Baseline stage/risk status (n=34)
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Figure 4: Patients with high baseline ctDNA had a numerical trend toward worse PFS

PFS by ctDNA (C1D1) (n=34)
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Results

Figure 6: Tumor ctDNA change from C2D1 and PFS
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Results

At C2D1, ctDNA was detected in 6 of 33 patients (18%) and
was undetectable in 27 of 33 patients (82%) (Figure 7A)

At C2 interim PET/CT, 18 of 34 patients (53%) achieved
complete metabolic response (CMR); of these, 17 patients
had ctDNA samples evaluable, with 16 patients having
undetectable ctDNA (Figure 7B)

At C2 interim PET/CT, the remaining 16 of 34 patients (47%)
achieved partial metabolic response (PMR); of these, 5
patients had detectable ctDNA, and 11 had undetectable
ctDNA (Figure 7B)

* All 11 patients with undetectable ctDNA achieved CMR at later
time points
At C4D1, only 1 patient continued to have detectable ctDNA
At EOT, PET/CT showed that 26 of 34 patients (76%) achieved

CMR, 5 achieved PMR, and 3 achieved indeterminate
response (IR); none had detectable ctDNA at EOT (Figure 7B)

Cakeddr
Figure 7: ctDNA status and PET/CT assessment over time (n=36)
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Results

OncoPrint of ctDNA was available for 31 patients,
indicating that the most frequent genetic alterations
occurred in IGLL5 (55%), TNFAIP3 (42%), and STAT6 (42%)
(Figure 8)

Figure 8. Genetic alterations detected by ctDNA
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Author’s Conclusions

* The study showed that baseline circulating tumor DNA (ctDNA) was detectable in the majority of patients (34 of 36; 94%) with
early-stage classical Hodgkin lymphoma (cHL) and that higher levels of ctDNA expression were associated with increased disease
burden

* Treatment with brentuximab vedotin (BV), nivolumab, doxorubicin, and dacarbazine (AN+AD) reduced ctDNA levels, rendering
them undetectable by end of treatment (EOT) in all patients

* Alimitation of the study was that ctDNA was not collected during long-term follow-up, and this could have limited the ability to predict
relapse in long-term follow-up

* Identification of genetic alterations through ctDNA was consistent with alterations previous identified through tissue sequencing,
suggesting that liquid biopsy has the potential to supplement tissue biopsy

* In 7 out of 34 patients (21%), decline in ctDNA levels was observed earlier than metabolic responses detected through imaging,
suggesting the potential of ctDNA as an early indicator of treatment response

* The potential value of ctDNA as a biomarker for early detection and monitoring of treatment response in early-stage cHL should
be further investigated. We plan to further explore the utility of ctDNA in the development of second-generation cluster of
differentiation 30 (CD30)-directed antibody-drug conjugates (ADCs) SGN-35T and SGN-35C1-2
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Background & Objective

* Longstanding standard of care treatments for front-line Hodgkin’s lymphoma (FLHL), such as chemotherapy and radiotherapy, provide
high efficacy but are associated with short- and long-term treatment-related toxicity.

* New regimens are being proposed to reduce acute hematologic (HE) and non-HE (NHE) toxicities while optimizing efficacy.

* Pivotal HE (grade 4 anemia, infections, thrombocytopenia) and NHE (grade >3 cardiac, gastrointestinal, hepatobiliary, nervous system,
renal/urinary, and respiratory, thoracic, and mediastinal disorders) toxicities during therapy are captured in the composite endpoint of
treatment-related morbidity (TRMB) assessed in the HD21 trial (ClinicalTrials.gov ID: NCT02661503)!.

* However, the implications of reduced toxicity and the potential impact on a FLHL patient’s overall healthcare resource utilization (HCRU)
is not clearly understood among countries where new regimens are being introduced to serve a broad range of patients with varying
levels of healthcare support regionally.

Objective: To understand treatment considerations and HCRU related to TRMB elements and supportive care from the perspective of
clinicians treating patients with FLHL
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Methods

e This study employed an iterative survey process modeled
on Delphi method? principles and was designed with a
practicing clinical steering committee (SC). The general
study process is presented in Figure 1 below.

* Practicing hematology and/or fertility specialists with an
active license in Germany, Spain, Norway, United Kingdom,

. 5 v B
or Israel were outreached for participation. i Recrutment
ﬁ participants:
[ i il li § © hematologist
e Surveys were delivered via an email link to collect § 3. —_— s
quantitative estimates, qualitative insights, and structured g &) daingwith experts
opinion statements to solicit expert opinion on E consultation v (?l?:srr:):maire
safety/TRMB and supportive care. drating wih
consultation

* Qualitative and quantitative items on adverse events (AEs)
and safety considerations, points of care for safety events,
and general goals for patient treatment were analyzed.
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Results

* Five experts composed the SC, and 15 total hematologic (n=12 first round, n=11 second round) and fertility (n=3) experts were included
in the response cohort (‘respondents’), the majority practicing in an urban, public, and teaching/academically affiliated setting.

* Figure 2 presents the respondent profiles such as demographics and practice characteristics. Quantitative responses for care delivered by
site were collected only from the hematology respondents.

Figure 2: INSIGHTFUL study respondent profiles

Fertility Expert Profile Hematologist-Oncologist Profile
Proportion: 3/15 Proportion: 12/15
Urban practice (n=3, 100%) Urban practice (n=11.5/12, 95.8%)
Public hospital (n=2, 66.7%) Public hospital (n=10.5/12, 867 .5%)
Teaching/academically affiliated Teaching/academically affiliated
(n=3, 100%) (n=12/12, 100%)
Country of Practice: UK Country of Practice: UK (n=2), NO (n=4 R1,
(n=3, 100%) n=3 R2), SP (n=3), DE (n=3)
Mean # of patients with FLHL seen annually: 15 Mean # of patients with FLHL seen annually: 34
% of patients that are male: 40% % of patients that are male: 56.3%
Trial participation: “often™/“sometimes”™ (n=8)

DE, Germany; NO, Norway; R, Round; 5P, Spain; UK, United Kingdom.
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Qualitative Results

Statements that reached consensus are provided in Table 1 below, organized by topic, then by cohort (“full” = heme-oncologists and fertility experts,

“heme” = heme-oncologists only)

Takeda

The “heme” cohort reflected 12 participants versus the “full” cohort with a total of 15 respondents at Round 1. Note that, due to a dropout of one physician
at Round 2, some statements were calculated with a total of 11 and 14 respondents, respectively, but still reflect the “heme” and “full” cohorts.

Febrile neutropenia,
anemia,
thrombocytopenia,

and infection were
considered the most
burdensome HE AEs
while peripheral sensory
neuropathy was
considered the most
burdensome NHE AE
among heme-oncologists

Table 1: Qualitative results summary: topline statements that reached agreement

The compaosite of TRMB is a thoughtful endpoint that | would consider when comparing chemotherapy regimen
toxicity for [FLHL] treatment

\When considering patients who experience grade 3/4 AEs, [TRMB] sirongly captures the majority of severe AEs
facing patients initiating [FLHL] treatment

There is need for additional treatment options for front-line freatment of HL with reduced toxicity, as measurable via
TRMB

lffwhen patients suffer from a TRMB event mentioned [previously], | have an understanding of the treatment and
healthcare resource use they receive (including external to patient's cancer treatment) to treat the TRMB up until
the TRMB resolves, treatment for their TRMB ceases, or a chronic treatment plan is formulated

The conditions included in the definition of composite TRMB below would be discussed with patients when
discussing regimen toxicity prior to frontline therapy initiation

As a clinician, information on TRMB can be used in regular practice and in communication with patients with
frontline treated HL in the following ways:

- To discuss and compare different treatment options

- To counsel patients on side effects including those which could lead to
hospitalization and the frequency of these side effects

+ To advise patients on taking precautions and when to visit the emergency
department

- To develop an effective strategy for monitoring and responding to the occurrence
of TRMBs

Information on TRMBE should be incorporated within a holistic overview of clinical benefit to patients as an element
of future HL treatment guideline considerations, as TRMB is burd for patients and knowledge of side
effects can help guide treatment decisions

Cohort,
% agreed

Heme
91.7%

Heme
91.7%

Heme
833%

Heme
100%

Heme
82%

Full
100%

Heme
100%

. Cohort,
Transfusions .
% agreed
Red blood cell (RBC) transfusions are an available treatment provision as part of standard of care of patients with HL Heme
treated with frontline chemotherapy within my clinical practice (similar finding for platelet transfusions) 80%
Patient characteristics of those freated for HL with frontline therapy that would be a priority for administration of RBC Full
transfusions are advanced/older age, pre-existing cardiac disease, symptomatic anemia (i.e., shortness of breath, 100%
fatigue) and the presence of febrile neutropenia with severe anemia
For eligible patients with frontline-treated HL, platelet transfusions should be given if platelet count is <10,000/pL or Full
«20,000/pL and symptomatic or with underlying bleeding disorders 92%
Patient characteristics of those treated for HL with frontline therapy that would be a priority for administration of platelet Full
transfusions are underlying bleeding disorders, history of severe bleeding. treatment with anticoagulants, and febrile
. , f 93%
neutropenia or presence of infection
Fertili Cohort,
ity % agreed
All female patients of reproductive age who want to be referred to a gynecologist to discuss fertility preservation Full
methods are referred prior to starting gonadotoxic frontline chemotherapy 86%
Female patients are more willing to delay first-line chemotherapy in the interest of pursuing fertility preservation if Full
regimens they are designated to initiate are increasingly gonadotoxic 92%
Females' long-term (3-5-year post treatment initiation) fertility goals are a factor in deciding frontline chemotherapy Full
administered in younger patients (<40 years) 92%
| am aware and discuss my patients’ fertility goals before initiating frontline treatment for HL :‘gx
| have oversight of the specific fertility preservation or assisted reproductive therapy my patients receive prior to or post Heme
their frontline treatment for HL 83.3%
| have oversight of how long patients are treated with assisted reproductive therapies (ART) whilst it is incorporated Heme
within their frontline treatment for HL 90.9%
Oncologists treating patients with HL are aware of supportive treatment that occurs outside of their Heme
department/immediate care for these patients 82%
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Quantitative Results

* Participants were asked to respond to the following prompt on HCRU per site of care on the per-patient basis, with the exception of at-home care which was
engaged as the number of patients: “For each requested estimate, responses should be numeric free-text based on your practical experience (note: you are
not obliged to review patient clinical notes to final actual quantitative values, please provide your best estimations only). You may respond with 0.”

* Totals were calculated by care site type per each TRMB element and reported in highlighted bands below, in Table 2; peripheral sensory neuropathy and
peripheral motor neuropathy were included in the overall reporting to provide context on complexity of nervous system management vs neuropathy-
specific management

Table 2. Per-patient treatment summaries by TRMB element

uemmuog-c e Hematologic TRMB |

Respiratory,

Care Delivery Thrombo- | cardiac i;i:;::;l Hepatobiliary |Nervous system - R:'r‘ii':r;'d thoracic &

cytopenia disorder disorders disorders disorders disorders mediastinal

disorders
Site delivered care IP+OP care 31 8 26.8 9.4 79 8.2 5.0 0.0 39 28 62 106
= ciesine Total adm 53 5.1 16 11 0.6 06 0.0 0.0 0.2 1.2 1.9
% 17% 19% 16% 15% 7% 12% 0% 0% 6% 19% 18%
Floor IP Admissions 5.3 4.4 1.3 0.7 0.6 06 0.0 0.0 0.2 1.0 1.7
admission % 17% 17% 14% 9% 7% 12% 0% 0% 6% 16% 16%
ICUIP Admissions 0.0 0.7 0.2 0.4 0.0 0.0 0.0 0.0 0.0 0.2 0.2
admission % 0% 2% 2% 5% 0% 0% 0% 0% 0% 3% 2%
. Total adm 12.9 10.8 3.7 3.2 3.8 A7) 0.0 1.8 1.4 2.4 42
. % 41% 40% 39% 1% 46% 44% 0% 7% 41% 39% 40%
Ambulatory Admissions 16 5.2 2.2 1.0 1.0 0.4 0.0 0.3 0.3 0.8 1.7
admission % 5% 20% 24% 13% 12% 8% 0% 7% 12% 13% 16%
Specialist Visits 5.9 47 1.0 15 1.9 14 0.0 1.2 0.8 1.0 21
appointment % 19% 18% 1% 19% 23% 28% 0% 30% 29% 16% 20%
Generalist Visits 5.4 0.9 0.4 0.7 0.9 0.4 0.0 0.4 0.0 0.6 0.4
appointment % 17% 3% 5% 9% 1% 8% 0% 9% 0% 10% 4%
I Referrals 07 0.0 0.6 0.3 01 0.0 0.0 0.3 0.3 0.2 02
% 2% 0% 6% 4% 1% 0% 0% 7% 12% 3% 2%

Adm, admission(s); ICU, intensive care unit; IF, inpatient; OF, i PSMN, perip SEnsory pathy; PMN, perip motor neuropathy

*Mo overall event management was reported in the INSIGHTFUL study for Nervous System Disorders overall (see table 2), so these were adjusted to £0 while the sections for PSN and PMN were included as separate entities

*  To contextualize INSIGHTFUL quantitative results, these rates of care provided by site were applied to the HD21 trial and costed according to the event at hand and the setting of care
a patient would be theoretically treated at based on the respondents’ reflections. For example, the rate of anemia being treated in the inpatient setting was applied to the number of
patients in HD21 who experienced anemia and then conservatively costed based on the length of stay in the HD21 trial per NHS rates! in pound sterling. Similarly, ambulatory
care/specialist/generalist visits were costed as a single visit or day-case while home-care was readjusted to a per-patient rate and costed for an average length of stay per the HD21

trial.
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Results

Table 3: HD21 Trial example of applied costs by site of care: BrECADD vs eBEACOPP

* Greatest theoretical savings of treating with [ 0000 [ Hemeselated TRMB | Non-heme related TRMB
BrECADD versus eBEACOPP were observed for c !! L iy
astro- | Hepato- | Nervous thoracic &
i Thrombo- [ intestinal system urinary | mediastinal
thrombocytopenla (£57'113 Vs £96'363’ a Care Delive: i openia i disorders | disorders |disorders™ disorders | disorders
difference of £39,250 in favor of BrECADD), Total PP excluding home-
] ) care: £783 £57,113 £5005  £6,030  £16813  £17.965 £0 £1451  £416  £5518 £11,714
hepatobilary disorders (£17,965 vs £15,537, a Total PP excluding home-
. . care: eBEACOPP £783 £06,363 £4612  £3355  £9276  £15537 £0 £2467 £139  £7,383 £16,309
difference of £2428 in favor of eBEACOPP), and IP admissions (critical and non-critical)

; ; oot ; PP cost: BIECADD £435 £14,785 £2177 £3587  £9.958  £13.441 £0 £0 £0 £2.431 £8,642
respiratory, thoracic & m_ed iastinal disorde I‘S. PP cost: eBEACOPP £435 £24,945 £1674 £1993  £5494  £11,624 £0 £0 £0 £3473 £12,000
(£11,714 vs £16,399, a difference of £4,685 in Floor IP admissions (non-critical)

PP cost: BIECADD £435 £27 ATT £3424  £3587  £9058  £13.441 £0 £0 £0 £3,077 £8,642
favor of BrECAD D) as a consequence of the PP cost: eBEACOPP £435 £46,360 £2 634 £1,993 £5.494 £11,624 £0 £0 £0 £4,395 £12,009
b q ity of admissi t ICU IP admissions (critical)
numper and severily o admissions to PP cost: BIECADD £0 £2,002 £929 £0 £0 £0 £0 £0 £0  £1726 £0
adequately treat patients with these types of PP cost: eBEACOPP £0 £3,530 £715 £0 £0 £0 £0 £0 £0 £2 552 £0
OP admissions (ambulatory, specialist, & generalist)

adverse events. PP cost: BFECADD £350 £0,181 £547 £818 £2285 £1,508 £0 £434  £139 £218 £1,024
PP cost: eBEACOPP £350 £15,491 £421 £454 £1,261 £1.304 £0 £822 €69 £312 £1,433
Ambulatory admission
PP cost: BIECADD £45 £13,200 £822 £608 £1,978 £676 £0 £181  £77 £267 £1,121
PP cost: eBEACOPP £45 £22.271 £632 £388 £1,091 £758 £0 £208  £26 £382 £1570
Specialist appointment
PP cost: BIECADD £171 £12,401 £660 £1385  £3357  £2,800 £0 £1,061  £339 £215 £1,602
PP cost: eBEACOPP £171 £20,923 £508 £770 £1852  £2500 £0 £1804 E£113  E306 £2,368
Generalist appointment
PP cost: BIECADD £132 £1,943 £160 £370 £1,520 £753 £0 £200 £ £173 £259
PP cost: eBEACOPP £132 £3,279 £123 £205 £839 £655 £0 £355  £0 £248 £362
Home visit
PP cost: BIECADD £1 £0 £10 £20 £0 £0 £0 £92 £3 £3 £379
PP cost: eBEACOPP £33 £0 £225 £481 £0 £0 £0 £4684 £33 £121 £530

BrECADD, brentuximab vedotin, etoposide, cyclophosphamide, doxorubicin, dacarbazine, dexamethasone; eBEACOPP, bleomycin, etoposide,
doxorubicin, cyclophosphamide, vincristine, procarbazine, prednisone; PF, per patient; PSN, Penipheral sensory neuropathy; PMN, Peripheral
motor neuropathy

*No overall event management was reported in the INSIGHTFUL study for nervous system disorders overall (see table 2). Nervous system
disorders were adjusted to £0 while sections for PSN and PMN were included as separate entities and accounted for according to care reported
in the INSIGHTFUL study.
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Results

* The summary findings of Table 3 are presented in Figure 3 below, but instead organized collectively by heme-related TRMB elements, non-heme related

TRMB elements, and all-TRMB elements.

* Anillustrative total savings of £38,597 was observed in favor of BrECADD when accounting for all TRMB.

Figure 3: lllustrative per-patient costs by site of care and TRMB classification

E£170,000
= |P Care m JF Care
£180,000
£150,000
£140,000
£130,000
£120,000
£110,000
Lagre

£400.000 o=

£80,000

E£80.000

Cost (GBP)

£70,000 .

80,000 . -
£50,000

£40,000

£30,000
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BrECADLC: Heme TRMB eBEACOPP: Hame TRMB BrECADD: Mon-Heme TRMB

All Care £683,002 £102,0118 50423
# Home Care £11 £250 E£506
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Limitations

 The INSIGHTFUL study presented a unique view on safety and supportive care elements related to FLHL treatment, but with caveats of a
small sample size (due to recruitment challenges and a restricted scope of participating countries) and targeted objectives for exploration

* The objective to better understand safety and TRMB versus exploring broader disease and regimen implications (e.g. dosing

considerations, relapse risk, etc) introduces additional questions on remaining core elements of the FLHL experience to be investigated in
a larger forum

* The costing exercise was performed under a number of assumptions. Of note, event rates utilized could have differed appreciably if this
example was otherwise conducted with rates from real-world data sources.
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Author’s Conclusions

* Participating hematologists reflect favorably on TRMB as a clinical endpoint and would support its inclusion in guidelines as it delivers a
broad reflection on HL regimen safety profiles. Secondary life-goals (e.g fertility/family planning) are considered prior to front-line
therapy initiation.

* The example HD21 trial application demonstrates how impactful AE-sparing regimens such as BrECADD could be for reducing healthcare
spending, especially in the presence of high efficacy

« TRMB would be a valuable addition to the community’s assessment of chemotherapy options in FLHL in terms of decision making and
healthcare spending consequences
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What is the comparative effectiveness of BrECADD versus PET-
guided ABVD, BEACOPP, and eBEACOPP among patients aged
18-60 years, patients >60 years, and the overall adult patient
population with aHL?

Study design

A feasibility assessment and matching-adjusted indirect
comparison were conducted to evaluate the comparative
effectiveness of different therapies for adults with aHL.

Table 1: Studies considered in the feasibility assessment

HD21 BrECADD eBEACOPP 18-60 B, i, IvV

HD21

nonrandomized

SWOG S0816

BrECADD N/A 61-75 B, I, IvV

PET-guided N/A 18-60

ABVD

PET-guided
ABVD

i, v

RATHL N/A 18-79

(9.5% >60y)

B, Iil, IvV

HD9
(ages 66-75)

Mondello 2020

BEACOPP ABVD 66-75 i, 1Iv

ABVD eBEACOPP

Key take aways

19-75
(3.3% >60y)

m, Iv

Figure 1: Fully-adjusted Cox regression results for progression-free survival and overall survival

Comparison

Progression-free survival
BrECADD vs PET-guided ABVD
BrECADD vs PET-guided ABVD
BrECADD vs PET-guided ABVD*
BrECADD vs PET-guided ABVD
BrECADD vs PET-guided ABVD
BrECADD vs eBEACOPP
BrECADD vs BEACOPP

Overall survival

BrECADD vs PET-guided ABVD
BrECADD vs PET-guided ABVD
BrECADD vs PET-guided ABVD*
BrECADD vs PET-guided ABVD
BrECADD vs PET-guided ABVD

BrECADD vs BEACOPP

Age

18-60
18-60
61-75
18-75
18-75
18-75

66-75

18-60
18-60
61-75
18-75
18-75

66-75

Stage

v
1B, 11,1V
1B,V
1B, 11,1V
v
v

v

v
B, 1,1V
1B, 111V
B, 11,1V
v

v

Index arm

HD21 randomized (stage Il & IV)
HD21 randomized ITT

HD21 nonrandomized ITT

HD21 pooled ITT

HD21 pooled (stage Il & V)
HD21 pooled (stage Il & V)

HD21 nonrandomized (stage Ill & IV, age >65)

HD21 randomized (stage Il & IV)
HD21 randomized ITT

HD21 nonrandomized ITT

HD21 pooled ITT

HD21 pooled (stage Il & IV)

HD21 nonrandomized (stage Ill & IV, age >65)

Comparator arm

SWOG S0816 ITT
RATHL (age < 60)
RATHL (age > 60)
RATHL ITT

RATHL (stage Il & IV)
Mondello 2020 ITT

HD9 ITT (age 66-75)

SWOG S0816 ITT
RATHL (age<60)
RATHL (age>60)
RATHL ITT

RATHL (stage I11&IV)

HD9 ITT (age 66-75)

0.10
<---In favor of BIEECADD

e
R
i
B
—
b
e
b
[ —
"
I
i
_—

HR (95% Cl) p value

0.24 (0.16, 0.35)
0.24 (0.16, 0.37)
0.45 (0.21, 0.97)
0.24 (0.16, 0.36)
0.24 (0.16, 0.35)
0.58 (0.29, 1.19)

0.63 (0.28, 1.44)

0.30 (0.14, 0.63)
0.32 (0.14, 0.70)
0.77 (0.32, 1.82)
0.47 (0.25, 0.89)
0.45 (0.24, 0.84)

0.29 (0.09, 0.92)

025 050075 15
In favor of comparator--->

*Naive (unweighted) results presented as patient characteristics were not available for the RATHL age 61—

75 subgroup.

This study supports the use of BrECADD over PET-guided ABVD and BEACOPP-based treatment in both younger and older adult
patients with aHL. Results should be interpreted with caution due to methodological and comparator trial-related limitations.




Background & Objectives

* Inadvanced Hodgkin lymphoma (aHL), brentuximab vedotin, etoposide, cyclophosphamide, doxorubicin, dacarbazine, dexamethasone
(BrECADD) is a preferred front-line regimen in the United States

* Positron emission tomography (PET)-guided doxorubicin, bleomycin, vinblastine, and dacarbazine (ABVD) and escalated bleomycin,
etoposide, doxorubicin, cyclophosphamide, vincristine, procarbazine, and prednisone (eBEACOPP) are also widely used regimens

* Inthe HD21 randomized, open-label, phase 3 trial comparing the efficacy and safety of BrECADD and eBEACOPP, BrECADD was
associated with improved progression-free survival (PFS) and lower treatment-related morbidity compared to eBEACOPP among patients
aged 18-60 years with Stage IIb, Ill, or IV HL3

* Inthe single-arm nonrandomized extension cohort of the HD21 trial, patients aged 61-75 years were treated with BrECADD exclusively,
as eBEACOPP has been shown to be associated with a severe toxicity profile in patients older than 60 years and therefore is not
recommended as first-line therapy in this patient population

* No head-to-head randomized trials have been conducted comparing BrECADD to ABVD-based regimens in adult patients with aHL or to
eBEACOPP in older adults to date

Objectives: In the absence of head-to-head trials, the objective of this study was to evaluate the comparative effectiveness of BrECADD
versus PET-guided ABVD, BEACOPP, and eBEACOPP among patients aged 18—60 years, >60 years, and the overall adult patient population
with aHL
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‘ Methods

Data sources
* |ndividual patient-level data (IPD) from the HD21 clinical trial*- for BrECADD, and published evidence reporting on risk-adapted therapy

for aHL (RATHL)**> and SWOG S0816° clinical trials for PET-guided ABVD, HD9 trial’ for BEACOPP, and Mondello 20202 observational study
for eBEACOPP were used in this analysis (Table 1)

* For the PET-guided ABVD trials, the overall study population was used, with no differentiation based on the post-PET randomization of patients
*  The main study cohort from HD9 (patients aged 15-65 years) was not assessed as HD21 already includes a direct comparison of BrECADD versus
eBEACOPP for this age group. The cohort of patients aged 66—75 in HD9 was included to allow for comparison to BEACOPP in the older adult

population

Feasibility assessment
* In RATHL and Mondello 2020, only 9.5% and 3.3% of the patient populations were comprised of patients >60 years, respectively

« SWOG S0816 only included patients from the United States, whereas HD21 and all other comparators only included patients from
outside of the United States

 SWOG S0816 and HD9 did not report information on Eastern Cooperative Oncology Group performance status (ECOG PS). Extranodal
site was not reported in S0816, RATHL, or Mondello 2020

* PFS and overall survival (OS) outcomes were available for SWOG S0816, RATHL, and Mondello 2020. Although HD21 and RATHL included
patients with Stage IIB HL, Stage Ill/IV subgroup results were available for PFS and OS

* In HDY9, OS was available, and freedom from treatment failure (FFTF) was used as a survival endpoint, rather than PFS. Therefore,
modified PFS (mPFS) was generated using IPD from HD21 to match the definition of FFTF in HD9, defined as the time from registration to
occurrence of death from any cause, progressive disease, no complete remission at the end of protocol treatment, relapse, or non-study
treatment
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‘ Methods

Statistical analyses

* Based on the feasibility assessment, there were no potential anchors for the comparison of HD21 and the comparator studies (Table 1);
therefore, an unanchored matching-adjusted indirect comparison (MAIC) was conducted to compare BrECADD versus PET-guided ABVD,
BEACOPP, and eBEACOPP using IPD from HD21 and aggregate data from the comparator trials. Analyses were conducted for subgroups
based on age group and Stage to best align the trial populations prior to matching

* Treatment effect modifiers (TEMs) and prognostic variables (PVs) for matching were identified based on literature review, results of Cox
regression analyses of the HD21 trial IPD, and clinician input from external key opinion leaders. Age, sex, International Prognostic Score
(IPS), ECOG PS, Stage, and B symptoms (fever, weight loss, night sweats) at baseline were identified as potential TEMs/PVs and were
used as matching factors in the base case analyses based on data availability

* Weighted Cox regression was employed to generate hazard ratios (HR) with 95% confidence intervals (Cl) for PFS and OS. Scenario and
sensitivity analyses were conducted to explore the inclusion/exclusion of covariates in the model and various censoring cut-off
timepoints

* Insituations where the proportional hazard assumption was violated (Schoenfeld residual P value <0.05), analysis of restricted mean
survival time (RMST) was conducted
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Results

In all analyses performed, MAIC reweighting resulted in
effective sample sizes between 48-98% of the original
sample size in the HD21 population (Table 2)

Results of the fully-adjusted base case models are presented
in Figure 1. Results of additional scenarios, with adjustments
for study variation and follow-up time, will be reported in
future publications

Table 2: Matching variables and effective sample sizes

BrECADD, HD21 Comparator Matching HD21 effective sample
subgroup variables size
Intervention Subgroup (n}) Before After
(study) matching matching
Age 18-60, stage Il & PET-guided ITT Age, sex, IPS, 631 620 (98%)
A ABVD (SWOG  (n=336) stage, B
S0816) symptoms

Age 18-60, stage IIB, PET-guided  Age<60  Sex, IPS,ECOG 748 441 (59%)

& v ABVD (n=1,103) PS5, stage, B
(RATHL) symptoms
Age 61-75, stage IIB, PET-guided Age =60 Sex, IPS, ECOG 85 *
& v ABVD (n=98) PS5, stage, B
(RATHL) symptoms
Age 18-75, stage 1IB, PET-guided ITT Age, sex, IP5, 833 439 (53%)
I & IV, HD21 pooled ABVD (n=1,201) ECOG PS5, stage,
ITT (RATHL) B symptoms
Age 18-75,stage Il & PET-guided Stagelll &1V  Age, sex, IPS, 713 632 (89%)
IV, HD21 pooled ABVD (n=702) ECOG PS, B
(RATHL) symptoms
Age =65, stage Ill & BEACOPP Age 66-75 Age, sex, IPS, 47 26 (955%)
v (HD9) (n=42) stage, B
symptoms
Age 18-75, stage Il & eBEACOPP 10 Age, sex, IPS, 713 340 (48%)
IV, HD21 pooled {Mondello (n=121) ECOG P5, stage,
2020) B symptoms

*Only naive (umweighted) comparisons possible as patient characteristics were not available for the RATHL age =60 years
subgroup.
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Results

Among patients aged 18-60 years, BrECADD (HD21 randomized, Stage Ill and IV subgroup) was associated with significantly improved
PFS and OS compared to PET-guided ABVD in SWOG S0816 (PFS HR: 0.24 [95% Cl: 0.16—0.35], P<0.001; OS HR: 0.30 [0.14-0.63], P=0.004)

PET-guided ABVD RATHL comparison results for patients aged 18—60 years and 61-75 years were generally consistent with those for the
overall adult population of SWOG S0816, with the exception of OS for the age 61—75 subgroup, which did not reach statistical
significance

Patient characteristics were not available for the 61-75-year age group in RATHL for matching; therefore, only naive (unweighted)
comparisons are presented for PFS and OS

In patients aged 18-75 years, BrECADD (HD21 pooled, Stage Ill and IV subgroup) also demonstrated significantly improved PFS and OS
compared to PET-guided ABVD in RATHL (PFS HR: 0.24 [95% Cl: 0.16—0.35], P<0.001); OS HR: 0.47 [0.25-0.89], P=0.01)

For OS, among patients aged 66—75, BrECADD (HD21 nonrandomized, Stage Il and IV, age >65 subgroup) was associated with a 71%
reduced risk of death when compared to BEACOPP in the HD9 trial (OS HR: 0.29 [0.09-0.92], P=0.014). A trend favoring BrECADD for PFS

was observed, but results were not statistically significant

In adults aged 18-75 years, there was a trend for improvement in PFS in favor of BrECADD (HD21 pooled, Stage Ill and IV subgroup)
compared to real-world use of eBEACOPP (Mondello 2020).

RMST analyses conducted to account for any violation to the proportional hazard assumptions were consistent with the Cox regressions,
favoring BrECADD over comparators

The sensitivity and scenario analyses results to explore the inclusion/exclusion of covariates in the model and various censoring cut-off
timepoints were consistent with the base case results
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Limitations

Methodological limitations

* There are substantial differences in locations, populations, and follow-up timepoints between studies and cohorts compared that could
not be fully addressed by the methods applied

* Not all variables identified as TEMs or PVs were available for matching in all included studies. In the presence of residual confounding,
unanchored comparisons are more susceptible to bias and systematic error from improper model specification

Comparator trial-related limitations

* |PD from the HD21 nonrandomized single-arm cohort of patients were used to generate mPFS to match FFTF in the HD9 study.
Assumptions were required for some patients where complete remission was not achieved or assessed

* The HD21 nonrandomized cohort (the elderly cohort, 60+) had a relatively short median follow-up time of 27.1 months and a small
sample size, which limited the power of any analysis involving these data and prompts the need for further analysis

* In RATHL, although outcome data were available for Stage lll or IV patients, the aggregate patient characteristics of the overall
population, which included Stage lla patients (41.5%), were used as a proxy for Stage Il or IV patients
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Author’s Conclusions

* Among adult patients with aHL, BrECADD was robustly associated with significantly improved PFS and OS compared to PET-guided ABVD
per RATHL and SWOG S0816 protocols

e OS results were also significantly in favor of BrECADD versus BEACOPP in older adults. A similar trend in PFS was observed in eBEACOPP
comparisons in all adults over the age of 18

* These results further support the use of BrECADD over PET-guided ABVD and BEACOPP-based treatment in both younger and older adult
patients with aHL
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studies’* 616 included 4,339 patients received Non-PET guided chemotherapy combinations.

What is the treatment efficacy for newly diagnosed advanced-stage classic Hodgkin lymphoma who received BV-
based PET-guided regimens, Non-BV PET-guided regimens, and Non-PET guided chemotherapy combinations?

This meta-analysis included 14 RCTs'"16 (Table 1) with a total of 6,483 patients (range of median age: 28-49 years). The ECHELON-1 study provided 3 reports ! 1% 16, Ten studies’. 2 59, 12-16
were finally included in this analysis, which simultaneously reported survival rates and 95% confidence intervals (Cls), while the remaining 4 studies® # 1% " only provided point estimates for
survival outcomes. One study® included 742 patients received BV based PET-guided regimens, 3 studies® ¢ '*included 1,402 patients received non-BV PET-guided regimens, and 13

Figure 2 Forest diagrams for 3-year OS

treatment and studylab

Effect %
(95%CI)  Weight

Figure 3 Forest diagrams for 3-year PFS

treatment and studylab

Effect %
(95%CI)  Weight

BV based PET-guided regimens
HD21 [PET-Adapted BrECADD (N=742)]
DL (12 = 100.0%, p < 0.000)

Non-BV PET-guided regimens

FIL-Rouge [PET-Adapted ABVD (N=252)]
HD21 [PET-Adapted eBEACOPP (N=740)]
DL (2= 0.0%, p = 0.652)

Non-PET guided chemotherapy combinations
NCT01569204 [6xBrECADD (N=52)]
FIL-Rouge [ABVD DD-DI (N=251)]

LY09 [6xABVD (N=406)]

DL (2 =90.2%, p < 0.000)

0.99 (0.98, 1.00) 100.00
0.99 (0.98, 0.99) 100.00

0.98 (0.95,0.99) 15.30
0.99 (0.98, 1.00) 84.70
0.98 (0.98, 0.99) 100.00

0.95(0.89, 1.00) 29.53
0.99 (0.95, 1.00) 35.67
0.90 (0.87,0.93) 34.80
0.95 (0.89, 1.01) 100.00

BV based PET-guided regimens
HD21 [PET-Adapted BrECADD (N=742)]
DL (= 0.0%, p < 0.000)

Non-BV PET-guided regimens

FIL-Rouge [PET-Adapted ABVD (N=252)]
HD21 [PET-Adapted eBEACOPP (N=740)]
DL (*=97.1%, p < 0.000)

Non-PET guided chemotherapy combinations
ECHELON-1 [6x(A+AVD) (N=664)]
NCT01569204 [6xBrECADD (N=52)]
ECHELON-1 [6xABVD (N=670)]

FIL-Rouge [ABVD DD-DI (N=251)]

DL (I = 85.0%, p < 0.000)

——
<

0.95 (0.93, 0.97) 100.00
0.95 (0.93, 0.97) 100.00

0.73 (0.67,0.79) 49.04
0.92 (0.90, 0.95) 50.96

0.83 (0.64, 1.02) 100.00

0.83 (0.80,0.86) 28.54
0.90 (0.81,0.98) 17.52
0.76 (0.72,0.79) 27 86
0.87 (0.82,090) 26.07
0.83 (0.78, 0.89) 100.00

1.0 12

1.0 12

Notes: PET-Adapted BrECADD, PET driven BrECADD *2 cycles—BrECADD *2 cycles negative or BrECADD *4 cycles postive; PET-Adapted eBEACOPP, PET driven eBEACOPP *2 cycles—eBEACOPP *2 cycles negative or e BEACOPP *4 cycles postive;

PET-Adapted eBEACOPP/ABVD, PET driven eBEACOPP *2 cycles —ABVD *2 cycles negative or e BEACOPP *2 cycles positive.

When using the DL (DerSimonian-Laird) method for a pooled analysis of survival rates, if the upper limit of the 95% Cl exceeded 100%, the result was textually described as 100% in order to be consistent with the actual situation.

& The pooled 3-year OS rates were 99% (95% Cl, 98%-99%), 98% (95% ClI, 98%-99%), and 95% (95% CI, 89%-100%)for BV based PET-guided regimens, non-BV PET-guided
regimens and non-PET guided chemotherapy combinations, respectively (Figure 2).

€ The pooled 3-year PFS rates were 95% (95% CI, 93%-97%), 83% (95% CI, 64%-100%), and 83% (95% CI, 78%-89%) across the three treatment modalities, respectively (Figure 3).




Background & Objective

* The goal of treatment in classical Hodgkin Lymphoma (cHL) is to achieve cure with less toxicity.

* Traditional chemotherapy regimens for frontline advanced-stage cHL like ABVD (doxorubicin, bleomycin, vinblastine, and dacarbazine)
have been widely used but are associated with toxicities and a 30% relapse/progression rate.

Several clinical trials confirmed the high efficacy of the incorporation of brentuximab vedotin (BV) to chemotherapy regimens with
positron emission tomography (PET)-guided approaches to adapt the intensity and length of therapy.

Objective: This study aims to evaluate the efficacy of various therapeutic interventions in advanced-stage cHL through a meta-analysis of
published randomised controlled trials (RCTs).
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Methods

* A systematic search of databases (PubMed, EMBASE, the Cochrane Library, Web of
Science, CBM, CNKI, Wanfang and VIP) was conducted to identify RCTs involving adult
patients with newly diagnosed advanced stage cHL, with experts providing gray literature
as a supplement. A PRISMA flow diagram was presented after study screening (Figure 1).

* Population: adult patients with newly diagnosed advanced stage cHL

* Interventions: categorized into three non-overlapping groups based on common clinical
practice:

1. BV based PET-guided regimens.

2. Non-BV PET-guided regimens.

3. Non-PET guided chemotherapy combinations (included BV-based chemotherapy and non-BV based
chemotherapy).

Notes: BV-based regimens only included BrECADD (brentuximab vedotin, etoposide, cyclophosphamide, doxorubicin,

dacarbazine, dexamethasone) and BV-AVD (brentuximab vedotin, doxorubicin, vinblastine, and dacarbazine);

Chemotherapy regimens only included ABVD and eBEACOPP (bleomycin, etoposide, doxorubicin, cyclophosphamide,

vincristine, procarbazine, and prednisone in escalated doses) *4-6 cycles regimen.

*  Outcomes: 3- and 5-year cumulative overall survival (OS) and progression-free survival (PFS)
rates. If data is missing in a group, we used the closest data result to the target time point. For
instance, data from the 4- or 6- year can be used to replace the missing data from the 5-year.

* We extracted cumulative incidence for PFS and OS rates with 95% confidence interval (Cl)
for each study. The Cochrane risk-of-bias tool (RoB) for RCTs were employed. Meta-
analysis were performed using Stata (version 16.0) with the DerSimonian-Laird (DL)

random-effects model.
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Figure 1: PRISMA flow diagram
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Baseline Characteristics

Table 1: Baseline characteristics of the included studies
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Notes: a, 3-year OS;b, 3-year PFS;c, 5-
year OS;d, 5-year PFS.

PET-Adapted BrECADD, PET driven
BrECADD *2 cycles—BrECADD *2 cycles
negative or BrECADD *4 cycles positive;
PET-Adapted eBEACOPP, PET driven
eBEACOPP *2 cycles—eBEACOPP *2
cycles negative or eBEACOPP *4 cycles
positive; PET-Adapted eBEACOPP/ABVD,
PET driven eBEACOPP *2 cycles -ABVD
*2 cycles negative or eBEACOPP *2 cycles
positive.
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Results

For long-term outcomes, the 5-year pooled OS rates were 99% (95% Cl, 98%-100%), 98% (95% Cl, 96%-99%), and 93% (95% Cl, 90%-

95%) across the three treatment modalities, respectively (Figure 4).

Corresponding the 5-year pooled PFS rates were 94% (95% Cl, 93%-96%), 89% (95% Cl, 83%-94%), and 81% (95% Cl, 75%-87%) across
the three treatment modalities, respectively (Figure 5).

Figure 4 Forest diagrams for 5-year OS

treatment and studylab

Effect %
(95%CI)  Weight

Figure 5 Forest diagrams for 5-year PFS

BV based PET-guided regimens

HD21 [PET-Adapted BrECADD (N=742)] * + 0.99 (0.98, 1.00) 100.00
DL (?=100.0%, p < 0.000) ¢ 0.99 (0.98, 1.00) 100.00
Non-BV PET-guided regimens .
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AHL2011 [6xeBEACOPP (N=413)] ':—‘- 0.95(0.91,0.97) 18.01
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* During this meta-analysis, 4-year data was used in place of 5-year for HD21.
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Limitations and Author’s Conclusions

Limitations

* The use of proportional meta-analysis, which focuses on pooled single-arm proportions, may itself contribute to substantial
heterogeneity due to differences in baseline risk and study design.

* The absence of real-world data may restrict generalizability to everyday clinical practice.

Author’s Conclusions

* This systematic review and meta-analysis of frontline studies in advanced stage cHL patients further supports the effectiveness of BV-
based PET-regimens in achieving favorable 3- and 5-year OS and PFS rates. This meta-analysis integrates high-quality RCTs data across
multiple international and national databases, covering a large sample of advanced-stage cHL patients.

* Based on the observed heterogeneity in efficacy, this study highlights the importance of individualized, PET-guided treatment strategies
in advanced-stage cHL patients. Patients with high relapse risk—such as those with poor interim PET response or adverse baseline
features—may benefit from treatment intensification using BV-based regimens, which demonstrated superior PFS and OS.

* Future research should focus on integrating prognostic indicators, PET response, and toxicity data into adaptive treatment frameworks to
optimize therapeutic benefit while minimizing harm.
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Introduction

* |nthe phase 2 cohort of the GHSG HD21 trial,! PET-guided treatment with 4-6x brentuximab vedotin, etoposide, cyclophosphamide,
doxorubicin, dacarbazine and dexamethasone (BrECADD) was feasible and highly effective in older patients with advanced-stage Hodgkin
lymphoma (AS-cHL) >60 years of age.?

* We previously demonstrated absence of residual metabolic tumor volume (MTV) after two cycles of chemotherapy in a majority of
younger patients with AS-cHL, which was associated with favorable outcome.3

* Here, we analyze the metabolic tumor volume (MTV) at baseline and during treatment of patients in the HD21 older cohort.
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Methods

* Patients with AS-cHL aged 61-75 years were enrolled in a phase Il single-arm cohort of the HD21 trial (NCT02661503).

* Patients with negative PET/CT, i.e. Deauville score (DS) 1-3, after 2x BrECADD received a total of 4x BrECADD, while PET2-positive patients
received 6x BrECADD.

* We centrally measured MTV before treatment (MTV-0) and after 2x BrECADD (MTV-2) encompassing all sites of disease visible in PET
with a standard uptake value above 4 (MTV4.0).

* Analyses were done using descriptive statistics. Kaplan-Meier analyses were used to analyze progression-free (PFS) and disease-specific
survival (DSS), and Cox regressions were used to quantify associations of MTV.
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Results

 MTV-0 was measurable in 62 (75%) of the 83 patients included
in the intention-to-treat cohort. MTV-2 could be measured in 79

, , , Figure 1: Metabolic tumor volume at baseline (MTV-0)
of 80 patients with centrally reviewed PET2. Both MTV-0 and

30
MTV-2 were measured in 60 patients. -
 Median MTV-0 was 195 mL (range 5-1525; Figure 1). Patients 25
with a complete response after 2x BrECADD had a median MTV-
0 of 165 mL (range 5-1525) and patients with partial response 20
(PR) a median of 198 mL (56-1238). MTVO was not predictive of =
response at interim or end of treatment in this small cohort. 8 15
&
10 ]
5
: | oo
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Brockelmann PJ, et al. Abstract PS1863. Presented at the 2025 European Hematology Association Annual Meeting | June 12-15, 2025 | Milan, Italy

55



‘ Results

* Intotal, 60/79 (76%) patients had no residual MTV-2 (Figure 2). Among 31 patients with PR, 12 (39%) had no measurable MTV-2.

* The 2-year PFS estimates for patients with and without measurable MTV-2 were 89% (CI95: 75-100) and 92% (CI95: 84-100), respectively,
with a hazard ratio of 1.63 (95%Cl: 0.41-6.53). The 2-year DSS estimates for patients with and without measurable MTV-2 were 91%
(95%Cl: 74-100) and 98% (CI95: 95-100), respectively, with a hazard ratio of 3.26 (95%Cl: 0.20-52.12).

Figure 2: Metabolic tumor volume (MTV4.0) after two cycles of BrECADD (MTV-2): Change from baseline and outcome correlation

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

—_ .20 |
£
L]
£
2

40 -
£
2
=
&
[ =
£ 60
o
o
g

-80 |

o
-100 — +*O oo oo o o o o] o]
# # + 4+ * +
MTV-2(mL) |582142963940101101000000000000000000000000000000000000000000000000000000000000000

Brockelmann PJ, et al. Abstract PS1863. Presented at the 2025 European Hematology Association Annual Meeting | June 12-15,2025 | Milan, Italy

56



Author’s Conclusions

 PET-guided BrECADD achieves early deep remissions in older patients with AS-cHL, irrespective of initial ymphoma burden.
* Most patients had no measurable MTV-2, including many patients with PR according to Deauville criteria.

* The observed high PFS and DSS rates in this group encourage the evaluation of MTV-2 to guide individualized treatment also in older
patients with AS-cHL.
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Background

* In cHL golden standard: interim FDG-PET response adapted treatment 4

* Limitations
—Nonspecific
—Limited positive predictive value

e Room for biomarkers

1. GallaminiA. et al. J Clin Oncol. 2007
Johnson PW. etal. N Engl J Med 2016
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...
Background

* Thymus and Activation related chemokine (TARC, or CCL17)
— Excreted by Hodgkin-Reed Sternberg cells
— Elevated in >90% of patients at baseline

Does early interim sTARC have potential as a biomarker to

stratify patients and guide treatment?

.......

— TARC-2 negative, PET-2 negative
TARC-2 positive, PET-2 negative
TARC-2 negative, PET-2 positive

— TARC-2 positive, PET-2 positive
T T T T T T
Time [months] 0 12 24 36 48 60
0\% (\\% Number at risk
Q\& ’b'\\el 153 143 134 127 119 104
[e) 16 15 14 13 11 10
0 Q a4 42 40 36 32 24
; 14 13 10
Kllsdonk M et al. Histopathology 2022

9 7
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Aim

Does early interim sTARC have potential as a biomarker to

stratify patients and guide treatment?

Main aim:
 Correlation of early interim sTARC with interim PET after one cycle BV-AVD

* Prognostic value of interim sTARC, PET and combination

b European Organisation for Research



EORTC-COBRA trial - Background

* COBRA study (very early PET response adapted)
* Advanced stage cHL
— 145 eligible patients at PET1

24 months

A
4 N\

5x BV-AVD
If PET+
1x BV-AVD @< Jap) Radiotherapy
6x BrECADD
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Methods

* Preplanned sTARC = baseline & one cycle
— Measured by ELISA blinded for clinical characteristics and outcome
— Predefined cut-off >1000 pg/ml

e OQutcome analysis only pts with both sTARC positive baseline (95%) +
available sample over time (n=127)
24 months

— — HHH—

5x BV-AVD
If PET+
1x BV-AVD ﬂ< PET2 I o fiotherapy
6x BrECADD
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Very early response: PET1 vs sTARC

Box Plot of TARC value by Deauville score after cycle one

%, . 36/53 (68%) of PET1+ patients
2 ! . is STARC1 negative
_g 10000
g s | T
w1000 | Odds of elevated sTARC 2.3x
E . higher in PET+ patients
< ’ N
I |

PET Deauville score after cycle one
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Outcome PET

 Complete metabolic response rate at end of treatment all patients: 91.0%
* 16 PFS events
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Progression free survial While adapted based on PET1!

MmPFS based on PET1 MPFS based on sTARC

Modified progression-free survival ; Modified progression-free survival

80 | 80 H
70— ) 70 4
60 60
X 50 X 50
40 40

mPFS | mPFS

% | TARC- 91.2%
PET1-85.1% S -91.2%
PET1+ 90.6% | STARC+ 73.3%
. o . o
0 T T T T T T T T 0 T T T T T T T T
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
Months Since Sampling After Cycle One Months Since Sampling After Cycle One
PET positivity = Events/Total Time-Point KM Est (95% Cl) TARC level after one cycle Events/Total Time-Point KM Est (95% CI)
,,,,,,,,,,,,,,,, Deauville score <=3 11/74 24 months ~ 85.0 (74.5-91.4%) TARC<=1000 8/97 24 months  91.5 (83.8-95.7%)
Deauville score >=4 5/53 24 months  90.3 (78.1-95.8%) TARC<=1000 o1 TARC;; 000 o 8/30 4:4 months 72;) (53-2-85-5%)5 .
Deauville score <=3- 74 68 66 64 52 33 15 3 0 <=1000- 97 93
Deauville score >=4- 53 51 49 48 31 21 10 2 0 TARC>1000- 30 26 24 23 15
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PET1 negative: 5x BV-AVD (n=74)

Modified progression-free survival

100 4 Y
90 | o] e ettt

801

70

60

%

50

40

STARC+ 76.2%

%

STARC- 86.9%

3 eventsin 13 patients 8 events in 61 patients

0 \ \ \ \ \ \ \

0 6 12 18 24 30 36 42
Months Since Sampling After Cycle One

TARC level after one cycle Events/Total Time-Point KM Est (95% CI)

,,,,,,,,,,,,,,,, TARC<=1000 8/61 24 months  86.8 (75.3-93.2%)

—_— TARC>1000 3/13 24 months  76.2 (42.7-91.7%)

TARC<=1000- 61 57 55 54 46 31 14 3
TARC>1000- 13 1 11 10 6 2 1 0

PET1 positive: 6x BrECADD (n=53)
68% of patients sTARC-

Modified progression-free survival

100
90
80
70
60
50
40
STARC+ 70.6% STARC-100%
5 eventsin 17 patients 0 events in 36 patients
0 \ \ \ \ \ \ \ \
0 6 12 18 24 30 36 42 48
Months Since Sampling After Cycle One
TARC level after one cycle Events/Total Time-Point KM Est (95% ClI)
,,,,,,,,,,,,,,,, TARC<=1000 0/36 24 months  100.0 (100.0-100.0%)
TARC>1000 5/17 24 months 70.6 (43.1-86.6%)
36 36 36 35 22 15 8 2 0
17 15 13 13 9 6 2 0
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Conclusion

« Early normalisation of STARC predicts excellent outcome despite PET
positivity
>Most of PET1+ patients are sTARC- (68%)

* Double positive patients (interim sTARC & PET) are at increased risk of
treatment failure despite treatment intensification

sTARC has a significant prognostic value very early during

treatment and can be used in treatment guidance

70
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Introduction & Aim

Introduction

* Allogeneic stem cell transplantation (alloSCT) is potentially curative in patients with relapsed or refractory classic Hodgkin Lymphoma
(rrHL).

* However, relapse occurs in about 50% of patients within the first 2 years after alloSCT (Sureda et al. Haematologica 2012).
* Brentuximab vedotin (BV) is an antibody drug-conjugate targeting CD30 and approved as consolidation treatment after autologous SCT.

* Feasibility and efficacy after alloSCT have, however, not yet been studied prospectively.

Aim
* To investigate the safety and efficacy of BV consolidation after alloSCT

e To reduce the risk of relapse within the first year after alloSCT
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‘ Methods

Study Design:

* Prospective multicenter single-arm GHSG phase Il trial (NCT03652441)

Recruitment:

« 11/2019-9/2022, 5 German centers

Study treatment:

* BV was administered at 1.8 mg/kg every 3 weeks for up to 16 doses and a maximum of 12 months
* Start between days +30 to +45 after alloSCT

 Maximum interruption allowed: 12 weeks

Primary endpoint:

* Cumulative incidence of relapse (CIR) at 12 months

Secondary endpoints: included safety, feasibility, progression-free (PFS) and overall survival (OS)
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Results

13 patients with Hodgkin lymphoma
* Sex: male 69% female 31%

* Age: median 33 years (range 19-61)
Prior treatment:

* median 4 prior (range: 2-17)

e prior BV: 11 (85%)

e prior anti-PD1: 13 (100%)
Response prior alloSCT:

CR: 4 (31%), PR: 8 (61%), SD 1 (8%)
Median BV treatment duration:

21 weeks (range: 6-58) after alloSCT,
Median number of BV doses:

5 (range: 1-15)

Reasons for BV discontinuation: treatment interruption >12 weeks: 5, toxicity: 3, other disease incl. GvHD: 3, PD: 2, non-relapse mortality: 1

GvHD: acute GvHD: 9 (69%), grade 3-4: 5 (39%) chronic GvHD: 2 (15%)
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Results

Figure 1. Cumulative incidence of relapse

100 - Time-Point CIF Est (95% CI)
= 12 months 7.7 (0.0-22.8%)
80 - 24 months 23.1 (0.0-47.3%)
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Best response after alloSCT: CR 11/13 patients (85%), 1 no change, 1 unknown
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Figure 2. PFS (top) and OS (bottom)

PFS [%]

p J * Censored

|

T
Time [months] 0

Number at risk
13

100 J—
ob
80
70 -
&0 -
50 -
40 -

Overall Survival [%]

30
20 4

10 4
o ] * Censored

13

10

18

24

T
Time [months] ©

Number at risk
13

12

10

24



Scheid C, et al. Abstract PF870. Presented at the 2025 European Hematology Association Annual Meeting | June 12-15,2025 | Milan, Italy

77

Results

Table 1. Toxicity unrelated to alloSCT

all Grades [Grade rade 1 |Grade 2 Grade 3 |Grade 4

Alopecia 1(8%) 1
Anaphylactic
e 2 (15%) 1 1
Anemia 4(31%) | 1(8%) 1 2 1
Gastrointestinal
di " 3 (23%) 3
[Hepatobiliary
di i 2(15%) | 1(8%) 1 1
[mpairment of
organ function 4 (31%) 2 2
Infection 4(31%) | 1(8%) 3 . 1 )
F.aulmpania 5(39%) | 2(15%) 2 1 2
Mucositis 1(8%) 1
Llauﬂahmmitinm 5 (39%) 3 2
[Neutropenia 5(39%) | 4(31%) 1 1 3

nsory

lyneuropathy 10 (77%) | 1(8%) B 3 1
Thrombopenia 3 (23%) 2 1

Table 2. Toxicity related to alloSCT

lall Grades |Grade 3-4 |Grade 1 |Grade 2 rade 3 |Grade 4

lAnemia 6 (46%) | 3 (23%) 1 2 3
Bleeding 1(8%) 1

rile
t:" ala 1(8%) | 1(8%) 1
Gastrointestinal
Jisord 1(8%) | 1(8%) 1
[Haemorrhagic
cystitis 1(8%) | 1(8%) 1
Hepatobiliary
disord 4(31%) | 3(23%) 1 3
impairment of
R 1(8%) 1
Infection 3 (23%) 3
b.aulmpenia 3(23%) | 1(8%) 1 1 1
Mucositis . . _
haumaﬂnmltlnﬂ 2 (15%) 1 1
hauu-opania 3(23%) | 2(15%) 1 1 1
Thrombopenia 5(39%) | 3(23%) 1 1 2 1




Author’s Conclusions

* Combining BV consolidation with alloSCT resulted in a high complete remission rate and cumulative incidence of relapse of less than 10%
at 12 months.

* For a HL patient cohort with mostly active disease at alloSCT, this compares favourably with previous results.
* However, treatment interruption and discontinuation were common due to alloSCT related complications and toxicities.

* Therefore, BV consolidation is an effective treatment option post alloSCT, but needs to be adapted to the clinical complexity and
increased vulnerabilities in this setting.
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What is the comparative effectiveness of
BrECADD vs N+AVD with regards to
progression-free survival (PFS) in patients
aged 18-60, 18-75, and 61-75 years with
aHL?

Figure 1: Cox regression results for base case scenario PFS

A feasibility assessment and a MAIC
were conducted to compare PFS in
patients with aHL treated with BrECADD
vs N+AVD.

BrECADD was associated with significantly
improved PFS in comparison to N+AVD in
patients with aHL aged 18-60 and 18-75.

Age Stage ESS* HR (95% CI)

18-60 v 513.32 ' ' 0.45 (0.26, 0.77)
61-75 1,1V 53.65 ' ' 1.12 (0.37, 3.33)

18-75 v 637.98 L ! 0.56 (0.34, 0.91)

ITT range IIIV 583.14 l L = 0.53 (0.33, 0.86)
| | | T

0.50 0.75 ) 1.5 2.0
<---In favor of BrECADD In favor of N+AVD--->

*ESS (effective sample size) calculated represents the adjusted BrECADD patient sample after weighting. BPECADD unweighted sample sizes were originally 18—60 years n=751, 61-75 n=85, and 18—
75 n=836. N+AVD sample sizes were 18—60 years n=319, 61-75 n=50, 18-75 n=365, and ITT n=487.




Background & Objective

. In the HD21 trial, PET-guided brentuximab vedotin, etoposide, cyclophosphamide, adriamycin/doxorubicin, dacarbazine,
dexamethasone (BrECADD) demonstrated improved PFS over PET-guided escalated bleomycin, etoposide, doxorubicin,
cyclophosphamide, vincristine, procarbazine, prednisone (eBEACOPP) among patients with aHL aged 18—60 years.! Patients aged 61—
75 years were treated in a single-arm, nonrandomized, phase 2 cohort with BrECADD exclusively. !

. SWOG S1826 evaluated nivolumab (N) + adriamycin/doxorubicin, vinblastine, and dacarbazine (AVD) against brentuximab vedotin (BV)
+ AVD in patients with Stage Ill/IV aHL, and N+AVD was found to be superior in PFS with a 25.2-month median follow-up.?2

. No head-to-head comparisons have been conducted between these regimens in patients with aHL to date.

Objective: In the absence of head-to-head comparisons, this set of analyses assessed the comparative effectiveness of first-line BrECADD
versus N+AVD with regards to PFS in the 18—60, 18-75, and 61-75 years old populations and the SWOG S1826 intention-to-treat (ITT) (age
12+) population with Stage III/IV aHL.

Melchardt T, et al. Abstract 354. Presented at the 2025 International Conference on Malignant Lymphoma| June 17-21, 2025 | Lugano, Switzerland

81



‘ Methods

Data sources
* Baseline characteristics and efficacy data for SWOG S1826 were sourced from conference presentations and published reports.?

* Patient-level data pooled for the randomized and nonrandomized cohorts (R+nR) from HD21 were weighted for comparison with
aggregate data from SWOG S1826 using a MAIC approach.

* The HD21 median follow-up (mFU) was 53.0 months for the randomized cohorts and 27.1 months for the nonrandomized cohort, while
the mFU for SWOG S1826 was 25.2 months.

Effect modifiers and prognostic factors

* Potential treatment effect modifiers (TEMs) and prognostic variables (PVs) were identified through interviews with practicing
hematologists across EU countries for each cohort and statistical significance based on analysis of HD21 IPD. These TEMs and PVs were
used to inform the scenario analyses conducted.
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Methods

MAIC analysis methods

83

The time-to-event outcome data in SWOG S1826 were recreated via digitization based on available PFS curves for the overall ITT (age
12+), age 18-60, age 18-75, and age 61-75 years populations.

Analyses were adjusted for age, sex, international prognostic score (IPS), stage, and B symptoms at baseline to inform the base case (BC)

comparisons. Please see Table 1 below for a list of scenario analyses conducted. The best case (BC) conditions are highlighted in purple
and represent the analyses presented in Figure 1.

Weighted Cox regression was Table 1: Scenarios for analysis

em_ployed to g_enerate haZE':'] rd Analysis Matching Variables Rationale

ratios (HRs) with 95% confidence

intervals (C'S) Scenario analyses Base case (“BC”): ‘:}?n‘?l'p?;ﬁslps’ sta0e, B Ayl available matching variables included
were conducted to assess the

. . . . - I - Limit to matching variables identified as statistically significant
implications of covariate Scenario 1 (S1) - Significant variables Age, sex, IPS per analysis of HD21 IPD

combinations and various
censoring cutoff timepoints.

Limit to matching vanables deemed relevant per interviews with

Scenario 2 (S2) — Clinically-relevant variable adjustment Age, stage, B symptoms practicing hematologists

Scenario 3 (S3) — Age sensitivity Age, sex, IPS, stage, Implement age as continuous vs categorical

B symptoms

Scenario 4 (S4) — Adjustment without age Sex, IPS, stage, Explore the potential impact of adjusting for all BC variables

B symptoms except age
Additional scenarios for 18+, pooled HD21 R+nR analyses only Time h?nzon Rationale

censoring
Base Qase (:BC 307) _ 30 months In the pooled analysis (HD21 + HD21 elderly), considering the
Scenario 1 ("SC-24"): Censoring at 24 months 24 months potential censoring bias due to different follow-up times for the
Scenario 2 (“SC-36"): Censoring at 36 months 36 months two cohorts, different time cutoffs were tested to assess the
Scenario 3 (“SC-all’): No time cutoff Full follow-up robustness of results
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Results

e Patient characteristics were well-balanced between trials after MAIC reweighting.
Base case results

 BreCADD demonstrated significantly improved PFS compared to N+AVD in the overall 18-75 aHL population (HD21 R+nR) with a
HR=0.56 (95% Cl: 0.34—-0.91, P=0.030) and in the 18—60 population (HD21 R): HR=0.45 (95% Cl: 0.26—0.77, P=0.009). Among the 61-75
aHL population, a non-significant trend in favor of N+AVD was observed (HR=1.12; 95% Cl: 0.37-3.33, P=0.843). When compared to the
SWOG S1826 ITT population (age 12+), BrECADD (HD21 R+nR, 18-75) demonstrated significant benefit in PFS (HR=0.53; 95% Cl: 0.33—
0.86, P=0.013). Figure 1 above depicts all BC results.

Scenario analysis results

* Additional scenario analyses also demonstrated benefit in favor of BrECADD regardless of variable adjustment or censoring timepoint
cutoff applied for the 18—60 and 18-75 cohorts. These results are presented in Figure 2 below and display the robustness of the
analyses as the findings remained consistent with the BC results.
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Results

Figure 2: Cox regression results for PFS: Additional scenarios

85

Comparison Scenario ESS*
Age 18-60; Stage III/IV Naive 631
HD21 younger vs SWOG S1826 younger BC 513.32
S1 533.69
S2 533.28
S3 358.68
S4 579.51
Age 61-75; Stage IIl/IV Naive 82
HD21 elderly vs SWOG S1826 elderly BC 53.65
S1 81.8
S2 55.15
S3 50.58
S4 54.25
Age 18-75; Stage III/IV Naive (30) 713
HD21 pooled vs SWOG S1826 adult BC (30) 637.98

S1(30)  674.87
S2(30)  654.09
S3 (30) 531,96

SC-24 637.98

SC-36 637.98

SC-All 637.98
Age ITT range; Stage lII/IV Naive (30) 713
HD21 pooled vs SWOG S1826 ITT BC (30) 583.14

S1(30) 605.86
S2 (30) 597.95
S3 (30) 412.99
S4 (30) 668.29
SC-24 583.14
SC-36 583.14
SC-All 583.14

S4 (30) 650.26 e

0.15 0.25 0.50
<---In favor of BrECADD

1.78

1
3.00

HR (95% Cl)

0.48 (0.29, 0.80)
0.45 (0.26, 0.77)
0.43 (0.25, 0.75)
0.44 (0.25, 0.77)
0.36 (0.19, 0.68)
0.50 (0.29, 0.85)
0.96 (0.36, 2.60)
1.12 (0.37, 3.33)
0.95 (0.35, 2.59)
1.22 (0.41, 3.62)
0.97 (0.32, 2.92)
1.13(0.38, 3.41)
0.56 (0.35, 0.90)
0.56 (0.34, 0.91)
0.54 (0.34, 0.88)
0.55 (0.34, 0.89)
0.46 (0.27, 0.78)
0.59 (0.36, 0.96)
0.52 (0.31, 0.88)
0.54 (0.33, 0.88)
0.50 (0.31, 0.81)
0.59 (0.38, 0.92)
0.53 (0.33, 0.86)
0.52 (0.33, 0.83)
0.52 (0.32, 0.85)
0.40 (0.22, 0.71)
0.61 (0.39, 0.96)
0.56 (0.34, 0.93)
0.52 (0.32, 0.84)
0.52 (0.32, 0.82)

In favor of N+AVD --->

p value
0.004
0.009
0.007
0.008
0.003
0.019
0.941
0.843
0.914
0.728
0.958
0.824
0.016
0.030
0.023
0.025
0.007
0.046
0.023
0.021
0.009
0.019
0.013
0.010
0.011
0.002
0.040
0.031
0.010
0.007

Note Unadjusted analyses are otherwise denoted as “naive” in the scenarios above. BC is to communicate the “base case” scenario which are fully adjusted for all mutually available/reported variables.

SC1through SC-AIl are the scenario analyses ran according to Table 1.

*ESS (effective sample size) calculated represents the adjusted BrECADD patient sample after weighting. BrECADD unweighted sample sizes were originally 18—60 years n=751, 61-75 n=85, and 18—

75 n=836. N+AVD sample sizes were 18-60 years n=319, 61-75 n=50, 18—75 n=365, and ITT n=487.
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Limitations & Author’s Conclusions

Limitations

* There are limitations to consider when interpreting the results from these unanchored MAICs, including:

* All variables identified as TEMs or PVs were not available for matching in all included studies. In the presence of residual confounding, unanchored
comparisons are more susceptible to bias and systematic error from improper model specification.

*  The HD21 nR cohort (the elderly cohort, 61-75) had a relatively short median follow-up time of 27.1 months and a small sample size, which limited
the power of any analysis involving these data and prompts the need for further analysis.

*  There are substantial differences in regional location, patient populations, and follow-up time between studies and cohorts compared.

*  These analyses were limited to PFS and did not include indirect comparison of overall survival due to the immaturity of the data for that outcome.

Author’s Conclusions

* Among patients aged 18—-60 and 18-75 years with aHL, BrECADD was robustly associated with significantly improved PFS in comparison
to N+AVD. Results for the 61-75 years old population deliver additional evidence but are limited by small sample size and number of
events. These findings can aid healthcare decision-makers where head-to-head data are unavailable.
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Artificial Intelligence-assisted Quantitative Analysis for the Immunohistochemical Expression of CD30 in Lymphomas. Jiang XN, et al.
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