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Aims and Scope

HemaSphere publishes results of highly relevant basic, translational, and clinical research in hematology. We are
especially looking for strong studies reporting novel findings that are of high impact to the field of hematology.

Review articles and guideline articles provide clear overviews and discussions of new developments as well as
recommendations for patient care.

HemaSphere is the premier hematology information resource, which is enhanced by the HemaTopics and HemaPolicy
sections of the journal. These sections provide insightful discussions on all aspects related to hematology, including
summaries of important articles, reports of new therapies, discussions on European policy, and other hematology
news items. HemaSphere is guided by Editor in Chief Jan Cools and Deputy Editor in Chief Claire Harrison. The
Editors and Editorial Board of HemaSphere are international research and clinical leaders, representing a diverse
range of areas of hematologic expertise.

Open Access Licensing and Copyright

HemaSphere is an Open Access journal: authors of accepted articles pay an article publication charge, and their
articles are published under a Creative Commons license.

Certain funders mandate a particular type of CC license is used. All other authors can choose between the CC BY-NC
and CC BY-NC-ND Creative Commons Licenses.

For more information about the licenses offered by this journal, please visit Wiley Author Services.

Disclaimer

The Publisher, European Hematology Association, and Editors cannot be held responsible for any errors in or any
consequences arising from the use of information contained in this journal. The views and opinions expressed do not
necessarily reflect those of the Publisher, European Hematology Association, or Editors, neither does the publication of
advertisements constitute any endorsement by the Publisher, European Hematology Association, Editors, or Authors
of the products advertised. Wiley Open Access articles posted to repositories or websites are without warranty from
Wiley of any kind, either express or implied, including, but not limited to, warranties of merchantability, fithess for a
particular purpose, or non-infringement. To the fullest extent permitted by law Wiley disclaims all liability for any loss
or damage arising out of, or in connection with, the use of or inability to use the content.
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TO01: CHOP/miniCHOP and Tislelizumab in Elderly patients with classical Hodgkin Lymphoma (cHL). A
report of the phase Il CATER-HL trial (HD12) from the Australasian Lymphoma and Leukaemia Group (ALLG)

Tara Cochrane®?, Sze Ting Lee®, Robin Gasiorowski*°, Shane A. Gangatharan®’, Fernando Roncolato®, William Ep Renwick”*°, Jock
Simpson¥*2, Amanda Johnston®®, Uwe Hahn#> Philip Wong'®1”, Masa Lasica®, Ann Solterbeck®?, Robert Traficante?, Sally Mapp?%:22,
Bianca Devitt?%2%, Dhvani Pandya?, Julia Carlson??, Tracey Gerber?*, Mark Hertzbergzs, Eliza Hawkes?%?7, Colm Keane?%28

1Gold Coast University Hospital, Southport, Queensland, Australia, 2Griffith University, School of Medicine and Dentistry, Griffith Health, Nathan, Australia, >Dept of Molecular Imaging
and Therapy, Austin Health, Melbourne, Australia, “4Concord Hospital, Sydney, Australia, 5University of Sydney, Australia, SFiona Stanley Hospital, Murdoch, Australia, 7University of
Western Australia, Crawley, Australia, 85t George Hospital, Sydney, Australia, *Western Health, Footscray, Australia, *°University of Melbourne, Melbourne Australia, **Mid North Coast
Cancer Institute, Port MacQuarie, Australia, *2University of UNSW, Sydney, Australia, **Westmead Hospital, Sydney, Australia, **Royal Adelaide Hospital and The Queen Elizabeth
Hospital, Adelaide Australia, *°SA Pathology, Adelaide, Australia, **Toowoomba Hospital, Toowoomba, Australia, ¥’ University of Queensland, Rural Clinical School, Brisbane, Australia,
185t Vincent's Hospital, Melbourne, Australia, °Statistical Revelations Pty Ltd, Ocean Grove, Australia, 2°Princess Alexandra Hospital, Brisbane, Australia, >University of Queensland,
Faculty of Medicine, Brisbane, Australia, >’Eastern Health, Oncology, Box Hill, Australia, 2*Monash University Eastern Health Clinical School, Melbourne, Australia, 2*Australasian
Lymphoma and Leukaemia Group, Melbourne Australia, 25Prince of Wales Hospital, Randwick, Australia, 2%0livia Newton John Cancer Research Institute at Austin Health, Melbourne,
Australia, 2’Monash University, School of Public Health and Preventive Medicine, Melbourne, Australia, ?University of Queensland, Frazer Institute, Brisbane, Australia
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Figure 1: 2-year PFS and OS of the entire HD12 cohort.

Anti-PD-1 therapy with Adriamycin, vinblastine, dacarbazine (AVD) is effective in older patients (pts) with cHL with limited data in those
>70 years. CHOP (cyclophosphamide, doxorubicin, vincristine, prednisone) is active in older cHL pts but has not been combined with anti-PD-1.

Methods: CATER-HL (ALLG-HD12) is a single arm phase Il study of anti-PD-1 agent, tislelizumab (T), with CHOP or miniCHOP in older (261 years)
pts with untreated cHL. Eligible pts were stage 2 unfavourable to stage 4, with no anthracycline/immunotherapy contraindications. T monotherapy
(200 mg q3W) was given for 3 cycles, followed by T in combination with CHOP (or miniCHOP if aged >80 or frail) g3W for 4-6 cycles (T-CHOP[mini]).
Radiotherapy (RT) or 4 extra doses of T was allowed for those with residual PET-CT avidity or if stage 2 (RT). Primary end points were complete
remission (CR) and deliverability of T monotherapy (no grade 3/4 toxicity and no symptomatic progressive disease [PD]). Secondary end points were
post-therapy overall response (ORR)/CR, PFS, OS and quality of life (QOL).

Results: 35 pts from 11 Australian sites were enrolled from May 2023-2025. Baseline characteristics: median age 74 years (range 63-90),
>70 years 69%, male 66%, ECOG 0-1 86%, European ethnicity 77%, advanced stage 89%, EBER-ish positive 46%, median Charlson's co-
morbidity score 4 (range 3-12). After T monotherapy the CR rate was 17% (ORR 69%); deliverability was 86%. 5 pts ceased T monotherapy
prematurely: 2 from immune related adverse event (IRAE) of grade 4 hepatitis and 3 for other reasons. 30 pts commenced T-CHOP[mini]

This is an open access article under the terms of the Creative Commons Attribution-NonCommercial-NoDerivs License, which
permits use and distribution in any medium, provided the original work is properly cited, the use is non-commercial and no
modifications or adaptations are made.

© 2026 The Author(s). HemaSphere published by John Wiley & Sons Ltd on behalf of European Hematology Association.
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(CHOP:70%, miniCHOP:30%). After 2 cycles of T-CHOP[mini] the ORR was 87% (CR 50%). At the end of T-CHOP[mini], ORR was 87% (CR
67%). Median follow up is 562 days (range 24-902). Estimated 2-year PFS/OS is 77%/94% (Figure 1) and 81%/100% for the 30 pts who
commenced T-CHOP(mini). Grade 3/4 treatment emergent AEs affected 51% of pts: infection 17%, hepatitis 11%, fever 9% peripheral neu-
ropathy 6%, confusion 6%. IRAEs affected 37% pts: thyroid dysfunction 14%, hepatitis 14%, raised creatinine kinase 3%, pancreatitis 3%, pruritis
3%. 2 pts died from PD, there was no treatment related mortality. QOL scores improved by 10% after T monotherapy, and 7% post therapy.

Conclusion: T monotherapy is deliverable and demonstrated early metabolic response. Sequential treatment with T-CHOP[mini] is well
tolerated with promising PFS and OS in this predominantly over 70 year old cohort.

T002: Simplified Geriatric Assessment (sGA) in Older Patients With Classical Hodgkin Lymphoma (cHL): The
Prospective ELDHL Project of the Fondazione Italiana Linfomi (FIL)

Vittorio Ruggero Ziliolit, Francesco Merli2, Alessandra Tucci®, Stefano Luminari?*, Giuseppe Colloca®, Cristina Muzi®, Benedetta Puccini®, Chiara Pagani®,
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University of Marche, Ancona, Italy, *®Division of Hematology, Department of Translational and Precision Medlicine, Sapienza University, Rome, Italy, 19Oncology Unit Azienda USL di
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Figure 1: Progression Free Survival (PFS) and Overall Survival (OS) by simplified Geriatric Assessment (sGA).
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Background: Older patients (pts) with cHL generally have a poor prognosis, due to both inferior disease control and increased treatment(tx)-
related toxicity. Recently, novel first-line txs have improved pts outcomes through enhanced efficacy. In this context, accurate stratification of
functional status is crucial to identify pts who may benefit from standard versus alternative txs. The FIL sGA is based on chronological age and on
determination of Activities of Daily Living (ADL), Instrumental ADL and Cumulative lliness Rating Scale for Geriatrics (CIRS-G). It is an easy-to-use
tool that has proven to effectively stratify pts in the setting of DLBCL.

Pupose: To prospectively validate the use of sGA at diagnosis for older pts with cHL.

Methods: We conducted the prospective ELDHL study including pts aged >64 years with cHL who underwent FIL-sGA before tx. Tx choice
was left to the physician's discretion. The endpoints were Overall Survival (OS) and Progression Free Survival (PFS) with the aim of developing a
potential new prognostic model.

Results: A total of 311 consecutive pts were analyzed (median age 74 years, range 65-91; 56% males). At baseline, 68% had advanced
stage disease, 39% B symptoms, 34% extranodal sites, 10% bulky disease. According to sGA, pts were classified as fit (58%), unfit (27%) and
frail (15%). Most pts received ABVD-like tx (95% of fit, 81% of unfit, and 50% of frail pts, respectively). In the whole cohort, Overall Response
Rate (ORR) was 70.2%, with a Complete Response Rate (CRR) of 61.7%. At a median follow up of 39 months, 5-year PFS was 52% (95% ClI,
44 to 58%), and 5-year OS 63% (95% Cl, 55 to 71%). Outcomes significantly differed across sGA categories: ORR was 76%, 67% and 50%
(p=0.010), CRR 66%, 61% and 41% (p = 0.021), 5-year OS 75%, 54%, and 25% (p < 0.001), and 5-year PFS 59%, 51% and 18% (p < 0.001), in
fit, unfit, and frail pts, respectively. After adjusting for Ann Arbor stage, in advanced stage cHL pts sGA stratification maintained its
prognostic power in terms of both 5-year OS (70%, 47% and 11%; p < 0.001) and 5-year PFS (52%, 51% and 12%; p < 0.001), in fit, unfit and
frail pts, respectively.

Conclusion: In older pts with cHL, the definition of fitness status by sGA allowed to stratify pts into three distinct categories (fit, unfit,
and frail) associated with significantly different survival outcomes. The prognostic role of sGA was independent from other risk factors and
particularly relevant for pts with advanced stage disease.

TO03: Durable Remissions and Late Immune-Related Toxicities After Frontline Pembrolizumab + AVD in
Classic Hodgkin Lymphoma

Ryan Lynchl, Thomas Kuczmarski?, Chaitra Ujjanil, Christina Poh®, Edus Warren?, Stephen Smith?, Mazyar Shadman?®, Brian Till*, Vikram
Raghunathan?, Yolanda Tseng?, Hongyan Du?, Heather Rasmussen?, Jenna Voutsinas!, Ajay Gopal®
Fred Hutch Cancer Center, ?MaineHealth, °City of Hope National Medical Center
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Figure 1: 5-year PFS stratified by early stage vs. advanced stage.

Introduction: We previously reported efficacy of frontline pembrolizumab + AVD in CHL (Lynch et al, Blood 2023; ASH 2024). With
emergence of highly effective frontline regimens that omit checkpoint inhibitors, better characterization of immune-related adverse events
(irAEs), including management required, is needed.

Methods: We analyzed additional long-term follow-up of patients with previously untreated CHL treated with pembrolizumab plus concurrent
AVD, as previously described (NCT03331341). In addition to survival outcomes, we analyzed treatment-emergent irAEs during and after study therapy.
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Results: At median follow-up of 4.8 years, 5-year progression-free survival (PFS) and overall survival (OS) were 98% (95% Cl 94%-100%) and
100% (95% Cl 100%-100%), respectively. Five-year PFS was 100% (95% Cl 100%-100%) in early-stage and 97% (95% Cl 92%-100%) in
advanced-stage disease.

Forty-one patients (82%) experienced at least 1 irAE during APVD, most commonly ALT elevation (29, 58%), rash (19, 38%), AST elevation
(16, 32%), and hypothyroidism (4, 8%). Six patients (12%) required oral corticosteroids for an irAE during treatment. One patient with Guillain-
Barré syndrome required IVIG and prolonged hospitalization.

Ten patients (20%) experienced a new irAE at least 30 days after the last pembrolizumab dose and completion of study therapy. These
emerged at median 67 days (range, 33-858). Two grade 4 late irAEs were observed (pneumonitis and adrenal insufficiency), both requiring
prolonged hospitalization.

Other late irAEs included hypothyroidism (5, 10%) and single cases of anterior uveitis, arthritis, AST elevation, colitis, hyperthyroidism,
psoriasis, and rash.

All irAEs during or after treatment resolved except adrenal insufficiency (1, 2%) and hypothyroidism (7, 14%), requiring indefinite corti-
costeroid and levothyroxine replacement, respectively.

Conclusion: APVD was highly active in untreated CHL, with durable remissions in nearly all treated patients. irAEs, including grade >3 events,
occurred during and after study therapy. Although most were reversible, there were late irAEs including grade 4 events as well as en-
docrinopathies that will require lifelong supplemention. Discussion of risks and benefits relative to other effective frontline regimens is important
when selecting therapy for untreated CHL.

P004: Low-dose nivolumab combined with AVD chemotherapy (Nivo40-AVD) for advanced classic Hodgkin
lymphoma: interim results

Mobil Akhmedov?, Pervin Zeynalova?, Mariya Vernyuk?, Sergey Semochkin?, Liliya Khairullina®, Irina Cherkashina®, Alevtina Chervontseva®,
Vladimir Lunin®, Alexander Fedenko?, Andrey Kaprin1

Hertsen Moscow Oncology Research Institute, 2Lapino Clinical Hospital

Background: Nivolumab plus AVD (N-AVD) is currently approved for newly diagnosed advanced-stage classical Hodgkin lymphoma (cHL).
However, substantially lower nivolumab doses (0.1-0.33 mg/kg) have demonstrated clinical activity in relapsed/refractory settings. We eval-
uated the efficacy and safety of a low-dose nivolumab regimen (Nivo40-AVD) in untreated advanced cHL.

Methods: This is an interim analysis of an investigator-initiated phase Il trial (NCT06984146). Eligible patients were =18 years with stage |IB
disease with bulky mediastinal mass and/or extranodal involvement, or stage IlI-IV cHL, with adequate cardiac function and no history of
autoimmune disease. Exclusion criteria were uncontrolled infection, decompensated organ failure unrelated to lymphoma, pregnancy, and
inability to consent. Treatment consisted of six cycles of Nivo40-AVD (nivolumab 40 mg; doxorubicin 25 mg/m2; vinblastine 6 mg/m2; da-
carbazine 375 mg/m2 on days 1 and 15). PET/CT was performed after cycle 2 and at the end of treatment. Consolidative radiotherapy was
permitted for partial response. The primary endpoint was 2-year progression-free survival (PFS); secondary endpoints included overall response
rate (ORR), complete response (CR), overall survival (OS), and adverse events rate.

Results: At data cutoff, 35/54 patients were enrolled; 20 (57%) completed therapy and were evaluable. Median age was 36 years (range
19-73). Most patients had stage IV disease (55%), B-symptoms (80%), extranodal involvement (70%), and nodular sclerosis subtype (95%); 75%
were female. EBV positivity was observed in 15%. Median nivolumab dose was 0.56 mg/kg (range 0.35-0.74). ORR was 100%, with CR in 90% of
patients. At a median follow-up of 10 months, PFS was 100%. Grade 3-4 adverse events included neutropenia (65%) and transaminitis (10%).

Conclusions: Low-dose nivolumab combined with AVD is feasible and demonstrates promising efficacy as frontline therapy for advanced
cHL. Follow-up is ongoing. Updated results will be presented at the meeting.

PO05: Real-World Tolerability and Efficacy of BrECADD in Advanced-Stage Hodgkin Lymphoma: A
Multicenter Brazilian Experience

Giovanna Peruzini, Matheus Garcia®, Ruddy De Barros?, Thiana De Moura®, Rafaella Samico?, Natalia Zing®, Raquel Brito®, Vanessa Bovolenta?,
Jayr Schimdt!, Arthur Bragal, Thais Fisher®, Talita Silveira®

1AC Camargo Cancer Center, 2Centron, *Hospital Clion, *Hospital Cancer Muriaé, °BP Hospital, *UFUberaba

Background: Since the introduction of the ABVD and BEACOPP regimen, Hodgkin Lymphoma (HL) has achieved high cure rates. Since then, new
therapeutic regimens have been investigated aiming to improve outcomes and reduce toxicity (mainly with intensive regimen), particularly in
advanced-stage HL. In this context, the HD21 trial comparing BrECADD regimen (brentuximab vedotin, etoposide, cyclophosphamide, doxor-
ubicin, dacarbazine, and dexamethasone) with BEACOPP (bleomycin, etoposide, doxorubicin, cyclophosphamide, vincristine, procarbazine, and
prednisone), demonstrated lower toxicity, as well as improved 4-year progression-free survival (94.3% vs. 90.9%) and maintain overall survival
(98.6% vs. 98.2%). The main treatment-related adverse events (AEs) include anemia, thrombocytopenia, neutropenia, and neuropathy, with dose
reductions required due to AEs in 34% of patients treated with BEACOPP and 21% of those receiving BrECADD. These results suggest that the
BrECADD combination may preserve or even improve therapeutic efficacy, while reducing the incidence of adverse events and, consequently,
the need for dose modifications.

Aims: To describe the initial real-world data on the use of the BrECADD regimen for advanced-stage HL in Brazilian centers.

Methods: This is an observational, retrospective study conducted across six private Brazilian referral centers in Onco-Hematology. A total of
22 patients diagnosed and treated at these institutions between September 2023 and January 2026 were included.

85U9017 SUOWILLOD SAIER.D d|qed ! dde au3 Ag pausenof a1e SSe O 8Sn JO S9IN. 10} Aeid 1 dUljuO 8|1/ UO (SUOIIPUOD-PpUe-SWLRIALI0D" AB| 1M Aeid Ut |UO//SAY) SUORIPUOD pUe SIS | 3U} 835 *[9202/0T/20] uo Ariqiauliuo (1M ‘06702 EWSU/Z00T OT/I0p/L0D" A8 | 1M Ae.q Ut |uoy//Sdiy WOy papeojumoq ‘ZS ‘9202 ‘Tve6eLSe



HemaSphere 5 of 115

Results: Among the 22 patients included, the first one was treated at sep/2023. Five had not yet completed the therapeutic protocol or
realized final PET. The median age of the cohort was 36 years (range: 17-51 years), with 14 females and 8 males. Performance status was
assessed using the Eastern Cooperative Oncology Group (ECOG) scale, with 100% of patients classified as ECOG 0 at treatment initiation.
Regarding disease staging, most patients presented with advanced disease, with Ann Arbor stage IV observed in 68.2% (15 patients). The
International Prognostic Score (IPS), 68.2% of patients had an IPS of 0-2, while 31.8% had an IPS = 3. As preliminary results, 3/22 (13,63%)
patients had iPET positive and realized 6 cycles of treatment. One of this patients had PET with Deauville 4 at the end of the treatment and was
sent to radiotherapy (now is waiting for final evaluation). No one patient had refractory disease or recidive (this is a very premature real life
cohort).

P006: BrECADD in Three Days: Condensing an Intensive First-Line Regimen in Classic Hodgkin Lymphoma

Christian Peter Jaworek®?, Maja Supprian'?, Paul J. Bréckelmann®?2, Hishan Tharmaseelan'?, Justin Ferdinandus?, Dennis Eichenauer®?,
Anne Sophie Robertz*2, Janina Jablonski®?, Vincent Combiichen?, Jan-Oliver Staak®, Karin T6pe|t1, Jan-Michel Hegerl, Jon Felix Rischewski?,
Jannik Stemler®>, Wolfram Klapper®, Bastian Von Tresckow’

1University of Cologne, Faculty of Medicine and University Hospital of Cologne, Department | of Internal Medicine, Center for Integrated Oncology Aachen Bonn
Cologne Duesseldorf (CIO ABCD), Cologne, Germany, 2German Hodgkin Study Group (GHSG), Cologne, Germany, 3SMV Zentrum Hdmatologie und Onkologie,
Sachsenring 69, 50677 Cologne, Germany, 4University of Cologne, Faculty of Medicine and University Hospital Cologne, Institute of Transfusion Medicine, Cologne,
Germany, °Institute of Translational Research, Cologne Excellence Cluster on Cellular Stress Responses in Aging-Associated Diseases (CECAD), Faculty of Medicine
and University Hospital Cologne, University of Cologne, Cologne, Germany, °Department of Pathology, Hematopathology Section, University Hospital Schleswig-
Holstein Campus, Kiel, Germany, ”Department of Hematology and Stem Cell Transplantation, West German Cancer Center, University Hospital Essen, University of
Duisburg-Essen, Essen, Germany
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C Substance 4-day 3-day Dose level 4, Dose level 3 Dose level 2 Dose level 1 Baseline dose
regimen regimen fulldose level

Brentuximab vedotin Day 1 Day 1 1.8 mg/kg 1.8mghksg 1.8mgkg 1.8 mg/kg 1.8mgkg
(iv.) 4 4 (max. 180 mg)" (max. 180 mg)! (max. 180 mg) " (max. 180 mg)" (max. 180 mg)"!
ﬁ(:r)mmde Days2-4 Days1-3 150 mg/n¥ 125 mg/m? 100 mg/m? 100 mg/m? 100 mg/m?

'
'lef)“"’ hosphammide. - pay2 Day1 1250 mg/n? 1100 mg/m? 950 mg/m? 800 mg/m? 650 mg/m?

1

U :?3‘}0"‘"":'” Day 2 Day1 40 mg/m? 40 mg/m? 40 mg/m? 40 mg/m? 35 mg/m?

E“’f)"‘b““e Days34 Days28 250 mg/m? 250 mg/m? 250 mg/m? 250 mg/m? 250 mg/m?

'
Dexamethasone Days2-5 Daysl<4 40mg 40 mg 40 mg 40 mg 40 mg

(p.o.)

1) The dose of brentuximab vedotin may be reduced to 1.2 mg/kg or permanently discontinued i signs of peripheral sensory motor neuropathy occur

Figure 1: Comparison of 4-day versus 3-day BrECADD regimen. (A) Conventionventional 4-day BrECADD regimen, (B) Condensed 3-day
BrECADD regimen, (C) Drug schedule and dosing for both regimens, including dose levels.
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Intensive multi-agent treatment regimens have substantially improved outcomes in advanced-stage classic Hodgkin lymphoma (cHL). BrECADD is
the first-line regimen that demonstrated the highest efficacy in cHL reported to date (Borchmann et al., Lancet 2024). The regimen combines
brentuximab vedotin (BV) with etoposide, cyclophosphamide, doxorubicin, dacarbazine and dexamethasone given in 21-day intervals with cytotoxic
agents during the first four days. Simplifying multi-day treatment schedules has the potential to reduce treatment burden and logistical demands in
routine clinical practice. We thus developed a condensed BrECADD protocol with BV being administered alongside etoposide, cyclophosphamide,
doxorubicin and dexamethasone on day 1 of each cycle, reducing i.v. administration days to only three (-25%). From January 2024 to February 2026,
22 patients were treated with the newly developed 3-day BrECADD protocol. Data was retrospectively collected from medical records for patients
treated at the University Hospital in Cologne. Primary objective was to describe feasibility and safety. Secondary objectives included evaluation of
treatment response, one-year-progression free survival (PFS) and one-year-overall survival (OS). A total of 96 treatment cycles were administered
across the 22 patients. CTCAE Grade 23 adverse events occurred in 13 patients (59%), with hematological toxicities being most frequent. Five patients
(23%) had grade =3 infections (3 viral, 2 bacterial), and 4 patients (18%) had febrile neutropenia without pathogen detection. After 2 treatment cycles of
BrECADD, a complete remission (CR) was achieved in 18 patients (82%). Irradiation due to PET-positive residual disease was performed in 2 patients
(9%). No treatment discontinuations occurred. With a median follow up of 19 months (min-max: 4-26), one-year PFS and OS were both 100%. Based
on these encouraging results, the condensed 3-day protocol is considered feasible and beneficial for logistical considerations in clinical practice. We
thus recommend the condensed 3-day protocol for future BrECADD use.

P007: Six Cycles of Pembrolizumab (PEM) Induction Followed by Abbreviated AVD: A Phase Il Trial of
Front-Line PET-adapted Therapy in Early Unfavorable and Advanced-Stage Classic Hodgkin Lymphoma (cHL)

Megan Melody?, Hatice Savas?, Joseph Schroers-Martin®, Reem Karmali2, Yangruijue Ma?, Caroline Mangan?, Wajiha Zehra?, Ryan Avery?,
Kenneth Carson?, Fahad Farugi?, Habib Shaikh?, Ruohui Chen?, Renee Cheng?, Leo Gordon?, Ranjana Advani®, Jane Winter?

Tampa General Hospital Cancer Institute, Tampa, FL, 2Northwestern University Feinberg School of Medicine, Chicago, IL, *Stanford Cancer Institute, Stanford, CA
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NoCR |— |nvestigator
Choice

PET:18F-fluorodeaxyglucose (FDG)-PET/CT scan.
PEM: Pembrolizumab, 200mg IV, on Day 1 of each 21-day cycle (q3W).
= individual infusion of PEM

CR:<3o0n the Deauville 5-point scale, per Lugano 2014 Response Criteria

AVD: 4-week (28-day) cycles of A: Doxorubicin 25mg/m? IV ; V: Vinblastine 6mg/m? IV ; D: Dacarbazine 375mg/m? IV; administer AVD on D1 and D15
of each cycle (q2W).

*:Early unfavorable non-bulky receive 2 cydles; all others receive 4 cycles AVD; elderly or those intolerant of AVD may receive 2.
§ : Collection of blood specimens for ctDNA

**.ctDNA at the EOT PET (PET #5) and 12 months post EOT.

K:Progressive disease (PD) to be confirmed by PET/CT and primary investigator

&: Patients with PD or SD following PEM monotherapy will not receive pembrolizumab consolidation.

€: Once off Treatment: complete EOT visit & continue with survival follow-up for total of 5 years post-EOT visit

Figure 1: Study Schema.

Background: In NU16HO08 (NCT03226249), 3 cycles of pembrolizumab (PEM) resulted in complete (37%) or near complete (25%) metabolic
responses (CMR) in two thirds of untreated patients (pts) w/classic Hodgkin lymphoma (cHL) and 100% PFS/QOS at 5 yrs when followed by 4-6
cycles of AVD (ASH 2024, abst# 1664). Based on these findings, we hypothesized that PEM x 6 would yield a higher CMR rate than PEM x 3 and
allow for a larger subset of pts to receive an abbreviated course of AVD while preserving efficacy.
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Methods: Adult pts >18 yrs w/untreated stage Ill/IV cHL or stage I/1l cHL w/at least 1 NCCN unfavorable risk factor received PEM X 6
followed by 2-6 AVD cycles (+/- PEM consolidation) based on response, stage, and bulk (see SCHEMA). The primary objective was CMR rate
after PEM induction by PET scan, w/secondary objectives including efficacy of PEM followed by abbreviated AVD, safety, and PFS/OS.
Exploratory objectives included clearance of circulating tumor DNA (ctDNA) as a predictor of response and association w/PET results.

Results: Thirty pts were enrolled: median age of 29 (25-33), 63% female, 50% stage Ill/1V, 50% w/early-stage unfavorable cHL (9 bulky, 5
B-symptoms, 7 ESR > 50). 26 pts completed all PEM x 6; 2 pts went off study after PEM x 1 (1w/grade 3 encephalitis, 1 w/grade 3 headache).
Two pts transitioned to AVD after PEM x 3 (1 w/grade 3 pancreatitis, 1 w/progression of disease). PET scans following PEM x 6 (PET #2) were
centrally reviewed: CMR (Deauville 1-3) in 27% (n = 8; 95% Cl: 12%-46%), partial metabolic response (Deauville 4-5) in 60% (n = 18). Three pts
(10%) had an overall reduction in disease burden w/PEM, but new PET+ sites (progressive disease). Two pts were PET+ (Deauville 4) after AVD x
2 and escalated to BrECADD; 1 pt completed 4 cycles and 1 pt received 2 and transitioned to proton irradiation due to toxicity. CMR was 100%
for all pts at end of treatment (n = 28) who received AVD following PEM. At a median follow-up of 15.1 months (range 1.0-24.2), no pt has
progressed or relapsed; median PFS has not been reached.

Conclusions: Induction with PEM x 6 was not more effective than PEM x 3 in producing CMR. Planned correlative analysis of ctDNA may
provide a better assessment of disease status post-PEM, aiding in future de-escalation strategies. Upfront treatment with PEM was associated
with significant toxicities, possibly reflecting the robust immune response in this young patient population.

P008: Real-world experience with first-line Nivolumab-AVD in advanced-stage Classical Hodgkin Lymphoma

Francisca Hernandez Mohedo?, Laura Curras Sanchez?, Laura Jimenez Blanco®, Ana Isabel Martinez Conejol, Maria Teresa Escudero Soler?,
Maria Luisa Rubio De La Rubia?, Carlos Ramos Font!, Jose Manuel Puerta Puerta®

Hospital Universitario Virgen de las Nieves. Granada

Table 1. Baseline descriptive characteristics of the patients.

Age (years), median (range) 24 (18 -58)
Sex Male/Female, n (%) 4/3 (52/43)
Histologicla subtype, n (%)

Nodular sclerosis 5(71)

NOS type 2 (29)
Stage, n (%)

1l 1(14)

1 2 (29)

\% 4 (52)
B symptoms, n (%) 6 (86)
Splenic disease, n (%) 3 (43)
Extranoda involvement, n (%) 7 (100)
Bulky disease, n (%) 5(71)
Ann Arbor IV 5(71)
Classic IPS, median (range) 4(2-4)

Hemoglobin, median (range)
Leukocytes, median (range)
Lymphocytes, mediana (range)
Albumin, median (range)

11 g/dL (8,4 - 14,8 g/dL)
10,5 x10%l (3,3 - 5,8 x10%pl)
1,14 x10%pl (0.23 - 3,46 x10%/ul)
3,5g/dL (2.2 -4 gldL)

TMTV at diagnosis, median (range)

309 (26 - 845)

TLG at diagnosis, median (range)

1013 (243 - 2620)

Table 2. Response to tretament.

TLG: total lesion glycolisis; TMTV: Total metabolic tumor volume.

TMTV on iPET = 0 4(52)
TMTV on iPET > 0 3(43)
TMTV on PET-EOT =0 6(86)
TMTV on PET-EOT >0 1(14)
Response on iPET, n (%)
PET negative (DS 1-3) 4(52)
PET positive (DS 4-5) 3(29)
Response on PET-EOTI, n (%)
PET negative (DS 1-3) 7 (100)
PET positive (DS 4-5)
Toxicity, n (%)
Inmune-mediated pneumonitis 1(14)
Inmune-mediated thyroiditis 2(29)
Follow-up (months), median (rango) 16 (2 -22)

DS: Deauville score; iPET: PET interim; PET-EOT: PET end-of-reatment;

TMTV: Total metabolic tumor volume.
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Introduction: Classical Hodgkin lymphoma (cHL) has high cure rates, although outcomes remain poorer in advanced stages and in patients
with high baseline metabolic tumor burden (3). Novel first-line regimens combining immunotherapy and chemotherapy have improved efficacy
and reduced toxicity (ECHELON-1, HD21 and SWOG 5$1826), but real-world data are still limited (1,2,4,5).

Objective: To evaluate the efficacy and safety of first-line Nivolumab-AVD in high-risk advanced cHL (stages IlI-IV and IIB
with risk factors) with high metabolic tumor burden on baseline PET (metabolic tumor volume (MTV) and total lesion glycolysis (TLG)), at our
center.

Materials and Methods: Retrospective study of patients with cHL treated with first-line Nivolumab-AVD (SWOG S1826 regimen) between
2024 and 2026. Clinical, metabolic imaging, response and survival data, were analyzed descriptively. Efficacy was assessed according to Lugano
2014 criteria, and adverse events (AEs) according to CTCAE v5.

Results: Seven of eight patients were analyzed; one was excluded due to grade 4 non-immune-mediated toxic hepatitis after cycle 1.
Median age was 24 years (18-58), 52% were male, nodular sclerosis was the most frequent subtype (71%). None of the patients were
EBER or HIV-positive. All patients had advanced disease (stages Il1-1V), except one high-risk stage IIB case. Median IPS was 4 and median
MTV was 309. Extranodal involvement was present in all patients, while 86% had B symptoms, 71% bulky disease, and 43% splenic
involvement.

After a median follow-up of 16 months, six patients completed treatment and one completed 3 cycles with complete
metabolic response (CMR) on interim PET (iPET). Median iPET MTV was 0 (0-16.5); CMR was observed in 4 patients with Deauville
score (DS) 2-3 while three patients obtained DS4. In this regard, recent studies such as HD21 have combined DS and MTV on iPET
for a more accurate evaluation of response to immunotherapy. End-of-treatment PET (EOT-PET) showed a 100% CMR rate, with
estimated 2-year progression-free survival and overall survival of 100%. All patients received G-CSF prophylaxis. Two patients devel-
oped grade 1-2 immune-mediated AEs after completing treatment (thyroiditis and pneumonitis). No consolidative radiotherapy was
administered.

Conclusion: First-line Nivolumab-AVD demonstrated excellent real-world efficacy and favorable tolerability in high-risk advanced cHL across
all ages, outperforming historical results with ABVD regimen.

P0O09: PRECISE-HL Trial: Personalized Reduction of Chemotherapy Intensity through ctDNA Evaluation in
Advanced Hodgkin Lymphoma

Ryan Lynch?, David Russler-Germain?, Joseph Schroers-Martin®, Alison Moskowitz*, Reid Merryman®, Azra Borogovac®, Hongyan Du?, Heather
Rasmussen?, Ranjana Advani®, Ash A. Alizadeh®, Philippe Armand?®, Nancy Bartlett?, Alex Herrera®, Sarah Rutherford’, David Kurtz®, Ted
Gooley?, Jenna Voutsinas?!, Ajay Gopal®

1Fred Hutch Cancer Center, 2Washington University School of Medicine, *Stanford University, “Memorial Sloan Kettering Cancer Center, >Dana Farber Cancer Institute, City
of Hope National Medical Center, "Weill Cornell School of Medicine, ®Natera

Introduction: Nivolumab-AVD has become a new standard for untreated advanced stage Hodgkin lymphoma in North America. The PRECISE-HL
trial will assess a response-adaptive CHL treatment approach utilizing PhasED-Seq to reduce the overall chemotherapy burden for patients with
early MRD-negativity when treated with nivolumab-AVD (NCT06745076).

Methods: This is a multi-center phase 2, open label pilot study of six cycles of response-adapted therapy based on MRD testing by PhasED-
Seq for untreated stage Ill or IV CHL. Patients will receive the combination of nivolumab (240 mg V), doxorubicin (25 mg/m2 V), vinblastine
(6 mg/m2 IV) dacarbazine (375 mg/m2 IV) on days 1 and 15 of 28-day cycles.

Blood samples for PhasED-Seq testing at baseline and post cycle 2 will be sent to Foresight Diagnostics for rapid processing (estimated turn-
around time 10-14 days). For patients with undetectable MRD at cycle 3 day 1, the doxorubicin, vinblastine, and dacarbazine will be removed
from Cycle 5 and Cycle 6 while continuing nivolumab. For patients with detectable or inconclusive MRD, treatment after interim assessment will
continue with all 4 agents for 6 total cycles.

Planned enrollment is 125 patients. The primary endpoint is 1-year PFS in patients with undetectable MRD after 2 cycles of treatment.
Secondary endpoints include 1-year PFS in MRD positive patients after 2 cycles of treatment, 2-year PFS in the overall cohort and stratified by
MRD status, and best overall response as complete or partial response (CR/PR). Exploratory endpoints include MRD assessments at other
timepoints and during follow up, patient reported outcomes, and cardiac biomarkers.

The primary efficacy benchmark for this trial is a 1-year progression-free survival (PFS) rate of 294% for interim ctDNA negative patients
based on historical data from the S1826 study.

Additional key eligibility criteria include age 18+ and measurable disease per Lugano criteria. Key exclusion criteria include current or prior
autoimmune disease except vitiligo or thyroid disease on stable replacement doses.

P010: Frontline Escalation to BrECADD in Advanced Hodgkin Lymphoma: Multicenter
Real-World Experience

Tzvika Porgesl, Tsofia Levi?, Tareq Buqai3, Eldad J. Dann*

Linstitute of Hematology, Soroka university medical center, Beer sheva, Israel, 2Department of Hematology and bone Marrow Transplantation, Rambam health care campus,
Haifa, Israel, ZInstitute of Hematology, Soroka university medical center, Beer sheva, Israel, 4Clin Prof of Hematology Technion Israel technical institute, Rambam Medical
center, Haifa, Israel

85U9017 SUOWILLOD SAIER.D d|qed ! dde au3 Ag pausenof a1e SSe O 8Sn JO S9IN. 10} Aeid 1 dUljuO 8|1/ UO (SUOIIPUOD-PpUe-SWLRIALI0D" AB| 1M Aeid Ut |UO//SAY) SUORIPUOD pUe SIS | 3U} 835 *[9202/0T/20] uo Ariqiauliuo (1M ‘06702 EWSU/Z00T OT/I0p/L0D" A8 | 1M Ae.q Ut |uoy//Sdiy WOy papeojumoq ‘ZS ‘9202 ‘Tve6eLSe



HemaSphere 9 of 115

Overall cohort, n =

Characteristic 9

Age, median, range, years 25, 20-50
Female sex, n percent 6, 66.7
Ann Arbor stage II, 11, IV, n 4,1,4
IPS, median, range 2,0-5
Initial regimen ABVD, AAVD, CHOP, n 621

Escalation for inadequate or partial response, n

percent 7,77.8
BrECADD cycles, median, range 4, 3-4
Completed planned BrECADD, n percent 8,889

Dose reduction, n percent 2,222
Neurotoxicity, n percent 0,0

Grade 4 hematologic toxicity n,percent 6, 66.6
Complete metabolic response, n percent 9,100
Relapse or progression, n percent 2,222

Alive at last follow-up, n percent 9,100
Follow-up, median, range, months 15.7,5.1-30.7

Abbreviations: ABVD, doxorubicin, bleomycin, vinblastine, dacarbazine. AAVD, brentuximab
vedotin, doxorubicin, vinblastine, dacarbazine. BrECADD, brentuximab vedotin, etoposide,
cyclophosphamide, doxorubicin, dacarbazine, dexamethasone. IPS, International Prognostic
Score

Table 1: Baseline characteristics and treatment outcomes of patients who underwent frontline escalation to BrECADD.

Background: Response-adapted treatment escalation is an established strategy in advanced classical Hodgkin lymphoma for patients with
inadequate early response to initial lower-intensity therapy. However, the published evidence for PET2-adapted escalation is based largely on
escalation to escalated BEACOPP with The RATHL study and SWOG S0816 support escalation with 3- and 2-year progression-free survival of
67.5% and 64% respectively. BrECADD protocol has mainly been studied as an upfront intensive regimen and showed lower treatment-related
morbidity than escalated BEACOPP with at least noninferior efficacy and a 4-year progression-free survival of 94.3 percent. Data on BrECADD
as an escalation strategy in routine practice remain limited.

Methods: We conducted a multicenter retrospective real-world analysis of adults treated with BrECADD between July 1, 2023, and October
1, 2025, data cut off was 1.12.25. Within this cohort, we identified nine patients with advanced Hodgkin lymphoma who underwent escalation to
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BrECADD during frontline therapy. Most patients escalated because of inadequate response to initial lower-intensity treatment. This subgroup
was analyzed descriptively for treatment delivery, response, survival outcomes, and safety.

Results: Nine patients with advanced Hodgkin lymphoma underwent escalation to BrECADD after other regimen: ABVD in 6 patients, AAVD
in 2, and CHOP in 1. Escalation was triggered by partial response in 7 patients, toxicity in 1, and revised diagnosis in 1. The median age was 25
and stage 4 disease was reported in 4 patients. Patients received a median of 4 BrECADD cycles, with 8 of 9 completing planned treatment and 2
requiring dose reduction. All 9 patients achieved complete metabolic response after BrECADD, 7 of them after 2 cycles. After a median follow-up
of 15.7 months (range, 5.1-30.7), 2 patients had relapsed, and all patients were alive at last follow-up. Grade 4 hematologic adverse events were
recorded in 6 patients with only one patient with Grade 3-4 non-hematologic toxicity. No ICU admission or neurologic toxicity was reported.

Conclusions: In this multicenter real-world series, frontline escalation to BrECADD was feasible and induced complete metabolic response in
all patients. Although 2 relapses occurred during follow-up, there were no recorded death which bring the overall survival to 100%. These
findings extend the limited literature on BrECADD beyond its use as upfront.

PO11: Interim analysis of the A-AVD PET2 adapted in patients with stage IV classical Hodgkin lymphoma.
The AVATAR program

Andrea Visentin!, Alessandro Cellini®, Francesco Angotzi®, Martina De Ferrari’, Mattia D'Antigal, Anna Giordano®, Nicolo’ Danesin?,
Marco Pizzi%, Gaia Grassetto®, Federica Vianello®, Francesco Piazza®, Andrea Gallamini®, Livio Trentin®
1Hematology unit, Department of Medicine, University of Padova, Azienda Ospedale - Universita Padova, Padova, Italy, ?Pathology unit, Department of Medicine, University

of Padova, Azienda Ospedale - Universita Padova, Padova, Italy, *Nuclear Medicine, Azienda Ospedale - Universita Padova, Padova, Italy, “Radiotherapy unit, Veneto Institute
of Oncology 10V IRCCS, Padova, Italy, °Research and Clinical Innovation Department, A. Lacassagne Cancer Center, Nice, France
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Figure 1: Probability of Survival.

Background: In the ECHELON-1 trial brentuximab-AVD (A-AVD) improved the progression-free survival (PFS) and overall survival (OS) stage IV
classical Hodgkin lymphoma (cHL) compared to ABVD. This trial, alongside other real-life studies confirmed the predictive role of the 18FDG PET-CT
scan after the two courses of A-AVD (PET2), with PET2 positivity (PET2 +) associated with a higher risk of relapse. Recently in the COBRA trial
almost 40% of the patients with a positive PET after 1 cycle of A-AVD escalated to BrECADD for 6 cycles with a 2-yr PFS of 89%. We hypothesized
that escalation to BrECADD in PET2+ cases would reduce the number of patients requiring treatment intensification while improving their outcomes.

Methods: Patients with stage IV cHL aged 18-60 years were treated with A-AVD for 2 cycles according to ltalian regulatory agency. Patients
with a negative PET2 scan (Deauville score 1-3) continued A-AVD until cycle 6, whereas those with a positive PET2 scan (DS 4-5) received 4 cycles
of BrECADD. Consolidative radiotherapy (cRT) was provided in case of focal residual disease at the end of treatment (EoT).

Results: Fifty patients with stage IV cHL have been enrolled since 2021, 46% were male, median age was 31 years (IQR 25-43), 62% had B
symptoms, 38% an IPS > 3, 20% a bulky mass and 6% were HIV positive. Regarding histology, 70% had nodular sclerosis subtype, 4% mixed cellularity,
2% lymphocyte-rich, 2% lymphocyte depletion, 22% NOS. Only 10% of cases were PET2+ (6% DS 4, 4% DS 5). Among 90% PET2 negative cases, only
2 patients had a positive EoT PET, 1 with localized diseases received cRT achieving a complete remission. Among the 5 PET2+ patients, 1 patient with
localized EoT PET positivity received cRT. Only 1 patient in both subgroups relapsed, after 2 and 9 months, respectively. After a median follow-up of
24 months the 2-yr PFS and OS were 92.2% and 97.6%. Only 1 HIV+ PET2 negative patient died of infection at cycle 5.

As expected, cytopenias, blood transfusion and fatigue were more common with BrECADD, while the rate of peripheral neuropathy (PN) was
higher patients who received 6 cycles of A-AVD. Thus since February 2026, to reduce the incidence of PN, PET2-negative patients are receiving
A-AD (i.e w/o vinblastine).

Conclusions: In our ongoing program, we confirmed the low rate of PET2+ after of A-AVD and provide initial results that 4 cycles of
BrECADD can successfully rescue most PET2+ patients.
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P012: KEYNOTE-204 final analysis: An open-label, phase 3 study of pembrolizumab (pembro) versus
brentuximab vedotin (BV) in relapsed or refractory (R/R) classic Hodgkin lymphoma (cHL)
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Figure 1: Kaplan-Meier estimates of (A) PFS per IWG 2007 by BICR including clinical and imaging data after auto-SCT or allo-SCT and (B) OS.
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Background: At the second interim analysis of KEYNOTE-204 (NCT02684292), PFS was significantly improved with pembro vs BV in
participants with R/R cHL (median PFS, 13.2 vs 8.3 months; HR, 0.65 [95% Cl, 0.48-0.88]; P =0.0027 [P value threshold for significance,
0.0043]). We report results from the final analysis.

Methods: Eligible participants aged 218 years with R/R cHL who were post-autologous stem cell transplant (auto-SCT) or ineligible for auto-
SCT, had measurable disease, and an ECOG PS of 0 or 1, were randomly assigned 1:1 to pembro 200 mg or BV 1.8 mg/kg IV Q3W for 35 cycles.
Participants were stratified by prior auto-SCT (yes vs no) and status after 1 L therapy (primary refractory vs relapsed <12 months vs relapsed
212 months after 1 L). Dual primary end points were PFS per IWG 2007 criteria by BICR including clinical and imaging data after auto-SCT or
allogeneic SCT (allo-SCT) and OS. ORR per IWG by BICR and safety were secondary. DOR per IWG by BICR was exploratory.

Results: 304 participants were randomized and 300 participants were treated (pembro, n = 148; BV, n=152).

At data cutoff (Jan 14, 2026), median (range) follow-up was 97.6 months (90.6-113.9) for pembro and 97.7 months (90.1-114.3) for BV.
Median PFS was 13.6 months for pembro and 8.2 months for BV (HR [95% Cl], 0.73 [0.55-0.99]); median OS was 106.6 months and not reached
(NR; HR [95% Cl], 0.93 [0.66-1.33)), respectively (Figure). ORR (95% Cl) was 65.6% (57.4-73.1; 40 complete responses, 59 partial responses) for
pembro and 54.2% (46.0-62.3; 37 complete responses, 46 partial responses) for BV. Median (range) DOR was 24.9 months (0.0+ to 102.6) for
pembro and 13.8 months (0.0+ to 96.2 +) for BV. Treatment-related AEs occurred in 75.0% of participants for pembro and 77.0% for BV (grade
3-5, 19.6% and 25.0%). One participant in the pembro arm died due to treatment-related pneumonia. Subsequent therapies included auto-SCT
(23.0% pembro, 24.3% BV), allo-SCT (14.2%, 12.5%), BV (47.0%, 13.1%), anti-PD-1 (21.9%, 49.0%), and other (62.9%, 65.4%).

Conclusions: PFS benefit with pembro at the interim analysis was maintained at the final analysis. OS was not statistically significantly
improved with pembro vs BV. The converging OS Kaplan-Meier curves are likely due to receipt of effective subsequent therapies, including auto-
SCT, allo-SCT, or anti-PD-1 agents. Results illustrate the limitations of using OS as a primary end point in cancers with rapidly changing
therapeutic landscapes.

P013: Subcutaneous Pembrolizumab (Pembro) in Relapsed or Refractory Classic Hodgkin Lymphoma (cHL) or
Primary Mediastinal Large B-cell Lymphoma (PMBCL): Additional Follow-Up From a Phase 2 Study

Elizabeth H. PhiIIipsl, Gabriel Barragan Ibafiez?, Ewa Paszkiewicz-Kozik®, Wojciech Jurczak®, Mauricio Chandia Cabas®, Sergio Portifio®, Elifcan Aladag
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Antonia Rodriguez lzquierdo®®, Bastian Von Tresckow'¢'’, Gina Song'®, Jessica Flynn'®, Katherine Ryland*®, Rushdia Yusuf®, Muhit Ozcan'?
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% Ankara University School of Medicine, Ankara, Tiirkiye

Pembrolizumab Na GM (95% ClI) Geometric % CV
PK exposures

Cnax (Ug/mL) 64 74.78 (67.66-82.65) 41.73
Cyougn (Ug/mL) 64 28.63 (25.22-32.51) 54.26

AUC 6 64 2100.21 (1898.36-2323.53) 4217
(ug*day/mL)

AUC 4, area under the concentration-time curve from time 0 to 6 weeks; C,,.,, maximum concentration;
Croughs frough concentration; CV, coefficient variation; GM, geometric mean; PK, pharmacokinetics.

aNumber of participants who met per protocol population criteria.

Table 1: PK exposures of pembrolizumab in cycle 1 following administration of subcutaneous pembrolizumab in participants with hematologic
tumors.

Background: Subcutaneous pembro is approved outside the US for treatment of relapsed or refractory (R/R) cHL and PMBCL. Prior analysis of
an open-label, phase 2 study (NCT06504394) evaluated pharmacokinetics (PK), efficacy, and safety of subcutaneous pembro in participants (pts) with
R/R cHL or R/R PMBCL. At a median follow-up of 2.6 months, subcutaneous pembro 790 mg Q6W had a manageable safety profile and efficacy
consistent with intravenous pembro. Additional follow-up are presented that includes complete cycle 1 data for all pts.
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Methods: Eligible pts were 218 years with histologically confirmed, FDG-avid cHL or PMBCL per WHO criteria, radiographically measurable
disease, and ECOG PS 0 or 1. Pts with cHL or PMBCL were anti-PD-1 naive and had disease that was refractory to, did not achieve CR with, or
had relapsed after prior therapy. Pts with cHL received =1 multiagent regimen, and those with PMBCL received 22 prior therapies (including =21
rituximab-based regimen). Pts could enroll if they were ineligible for or had relapsed after stem cell transplant. Pts received subcutaneous
pembro 790 mg Q6W for <18 cycles (~2 years) or until disease progression or other discontinuation criteria were met. Primary objectives
included PK exposure measures during cycle 1 (C1) and ORR; secondary objectives included safety and duration of response (DOR). OS and PFS
were exploratory objectives. ORR, DOR, and PFS were assessed per Lugano criteria by investigator.

Results: At data cutoff (January 28, 2026), 64 pts had enrolled and received 21 cycle of subcutaneous pembro (n =58, cHL; n =6, PMBCL).
Median follow-up was 9.9 months (range, 1.4-15.0). PK exposures of subcutaneous pembro in pts with hematologic tumors were consistent with
those with IV pembro (table). Overall, 57 pts with cHL and 4 with PMBCL had a baseline and postbaseline assessment. For pts with cHL ORR was
84% (95% Cl, 72-93; 26 CR; 22 PR). Among those with PMBCL, the ORR was 75% (95% Cl, 19-99; 1 CR and 2 PR). For pts with cHL, median
DOR was 8.3 months (range, 0.0+-10.8+), median PFS was 11.0 (95% ClI, 8.5-NR) and median OS was NR (95% Cl, NR-NR). Among all pts, 12
(19%) had a grade 3 or 4 treatment-related AEs (TRAESs), and 3 (5%) discontinued due to a TRAE. No deaths due to TRAEs occurred.

Conclusion: With 29 months follow-up, the PK profile was consistent with the previous report; subcutaneous pembro Qé6W continues to
demonstrate durable responses with no new safety concerns.

P0O14: Changes in Patient Reported Outcomes and Treatment Tolerance with a Structured Diet and
Exercise Plan

Michele Stanchina®, Melissa Lopez—Pentecostz, Akina Natori®, Juan Alderuccio®, Asaad Trabolsi®, Alvaro Alencar?, Emily Panzner?,
Grey Freylersythe®, Tracy Crane®, Craig Moskowitz*
!Department of Medicine, Division of Hematology. University of Miami Miller School of Medicine, Miami, FL. Sylvester Comprehensive Cancer Center, Miami, FL, ?Department
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Medical Oncology, University of Miami Miller School of Medicine. Sylvester Comprehensive Cancer Center, Miami, FL

Peripheral neuropathy Frequency Peripheral neuropathy Frequency

Control Interventon Type lll Tests of Fixed Effects
A ‘00 - = i ; - == - Effect Num DF DenDF  FValue Pr>F
3" - study_arm 1 86 0.00 | 0.0084
% . ' time 8 | 0687 05727

W W

study_arm*time 86 0.40 | 0.7531

Peripheral neuropathy Interference Peripheral neuropathy interference

Percentage

Control Intervention

1 . . [

Type lll Tests of Fixed Effects

- Effect Num DF DenDF FValue Pr>F

study_arm 1 67 38.7 <.0001
© time 3 67 17.63  <.0001
» study_arm*time 2 67 84.35 <.0001

Time Point
PRO-CTCAE Grade 0(None) 0 1(Mid) B 2 (Moderate) [ 3 (Severe) M 4 (Very severe)

Figure 1: Graph A: Frequency of Peripheral Neuropathy in Control vs Intervention Group by PRO-CTCAE at Timepoints (T) 1-4 Graph B: The
Amount of Interference in Daily Life Caused by Peripheral Neuropathy in Control vs Intervention Group by PRO-CTCAE at T1-4.

Background: Diet and exercise have shown benefits in a variety of cancers but evidence in lymphoma is limited. Here we explore the
impact of a structured diet and exercise intervention during treatment on patient-reported outcomes (PRO) in patients (pts) with Hodgkin
lymphoma (HL).

Methods: Patients with newly diagnosed lymphoma receiving six cycles of chemotherapy were enrolled on the Lifestyle Intervention of Food
and Exercise for Lymphoma Survivors (LIFE-L) trial (NCT05839210) and randomized 2:1 to the intervention arm, where pts followed a Medi-
terranean diet and a home-based exercise regimen with weekly remote health coaching from a registered dietitian and exercise physiologist, or
the control arm. Patient-Generated Subjective Global Assessment (PG-SGA) for malnutrition assessment, handgrip strength, and PRO-Common
Terminology Criteria for Adverse Events (PRO-CTCAE) were completed at baseline, before cycle (C) 3 and Cé, and 4 weeks post treatment. This
is a secondary analysis of HL pts from LIFE-L. Descriptive statistics were used to summarize pt characteristics and generalized linear mixed-
effects models evaluated changes in outcomes.

Results: 32 pts with HL were enrolled between 04/26/2023-10/2/2025. Pts were white (91%), Hispanic (84%), and had advanced stage HL
(75%) with equal distribution of sex (male 50%). Groups were well balanced other than age; control group (n = 13) was younger than intervention
group (n=19), 39.8 (SD: 14.0) vs 43.1 (SD: 16.4) yrs old respectively (p < 0.001). PG-SGA was significantly different over time (p < 0.001) with a
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trend towards significance between groups (p = 0.056), with the intervention arm reporting better nutritional status at baseline. Peripheral
neuropathy differed between groups, timepoints, and their interaction (all p < 0.001), however, estimates were unstable with large odds ratios,
suggesting model instability due to sparse data. Constipation severity varied over time (p = 0.001), but not between groups (p = 0.771). Fatigue
frequency worsened over time (p = 0.013), particularly from baseline to C3, (OR 3.41, Cl 95%, 1.10-10.56), as did depression severity (p = 0.036).
No significant difference was observed for vomiting, anxiety, depression, cognition, insomnia or handgrip strength.

Conclusion: The LIFE-L study is among the first interventional trials evaluating a structured diet and exercise program in HL. These early
results from this ongoing trial are promising and should be replicated in a more robust sample size.

PO15: High efficacy and acceptable toxicity of BrECADD regimen in advanced-stage classical Hodgkin
lymphoma

Heidi Mocikova?, Lubica Gaherova®, Barbara Brizova?, Katerina Steinerova?, Jozef Michalka®, Zdenek Kral®, Marie Lukasova®, Vit Prochazka®,
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Hematology, University Hospital, Pilsen, Czech Republic, *Department of Internal Medicine, Hematology and Oncology, University Hospital Brno, Faculty of Medicine, Masaryk
University Brno, Czech Republic, “Department of Hemato-Oncology, Faculty of Medicine and Dentistry, Palacky University and University Hospital Olomouc, Czech Republic, °th
Department of Internal Medicine-Hematology, University Hospital and Faculty of Medicine, Hradec Kralove, Czech Republic, SDepartment of Hematooncology, University Hospital
Ostrava and Faculty of Medicine, University of Ostrava, ’Ist Department of Medicine, General University Hospital, Ist Faculty of Medicine, Charles University, Prague, Czech Republic

Background: The HD21 trial conducted by the German Hodgkin Lymphoma Study Group established BrECADD, a regimen including bren-
tuximab vedotin, etoposide, cyclophosphamide, doxorubicin, dacarbazine, and dexamethasone, as the standard first-line therapy for advanced-
stage classical Hodgkin lymphoma (cHL). Our retrospective analysis provides real-world data on the efficacy and toxicity of BrECADD regimen in
patients with cHL in the Czech Republic.

Methods: Patient demographics and baseline characteristics were analyzed using descriptive statistics. PET/CT scans were performed
before starting treatment, after completing two cycles of chemotherapy, upon the conclusion of treatment, and assessed according to the
Lugano criteria. Overall survival (OS) and progression-free survival (PFS) were calculated utilizing the Kaplan-Meier method.

Results: A total of 97 patients, including 58 males, who received at least one cycle of the BrECADD regimen between November 2023 and
February 2026, were evaluated. The median age was 32 (range 18-66) years. Among the 97 patients, 76 (78%) were classified as being in clinical
stages Ill or IV, while 21 (21.6%) were in stage IIB with a massive mediastinal tumor and/or extranodal disease. Additionally, 18 patients (18.5%)
had an International Prognostic Score 4-7. Overall 7.2% of patients did not complete the planned number of BrECADD cycles. A complete
metabolic response was observed in 63.9% of cases after two cycles and increased to 84.5% by the end of the treatment. Only four (4.1%)
patients received radiotherapy. During a median follow-up of 8.2 months three patients relapsed. The estimated 1-year PFS rate was 96.5% and
the 1-year OS rate was 100%. Although the incidence of grade 23 neutropenia was high at 65%, the occurrence of grade >3 infections remained
relatively low at 15.8%. Toxicity resulted in treatment reductions for 25.4% of patients. Brentuximab vedotin was prematurely discontinued in
two (3.1%) patients due to grade >3 peripheral neuropathy.

Conclusion: The BrECADD regimen was well-tolerated, and our efficacy findings closely match those reported in the HD21 trial.

This work was supported by the grant AZV NU22-03-00182 from the Ministry of Health of the Czech Republic and by the Cooperatio
Program, research area “Oncology and Haematology”.

P016: FENIX Score: A Novel PET-Derived Signature Predicting Neurotoxicity in Advanced Hodgkin
Lymphoma Treated with A+AVD
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Variable OR 95% CI p-value Additional tests*
Age 1.03 0.97-1.09 0.357 MW: 0.286
Male sex 1.75 0.24-12.64 0.579 Fisher: 0.659
B Symptoms 0.63 0.11-3.71 0.605 Fisher: 0.673
Bulky disease 0.63 0.48-8.20 0.720 Fisher: 1.00
IPS 0.84 0.36-1.93 0.672 MW: 0.636
Hb 2.48 1.18-5.51 0.026 MW: 0.007
CRP 0.98 0.96-1.00 0.096 Fisher: 0.096
Albumin 1.09 0.92-1.30 0.312 Fisher: 0.153
Comorbidities** 1.50 0.22-10.08 0.677 Fisher: 0.523
FENIX score 1.04 0.98-1.10 0.141 MW: 0.017
FENIX score (high) 10.00 1.28-78.10 0.028 Fisher: 0.032
Multivariate Analysis
FENIXscore (high) [ 277 | 021-31.78 [ 0413 |
Hb [ 214 [ 092495 | 0.077 |

Table 1: Univariate analysis of peripheral neuropathy and characteristics. *Additional test includes Fisher's exact test and Mann-Whitney test.
**Comorbidities: hypertension (n = 4), diabetes (n = 1), hypertension+autoimmune thyroiditis (n = 1).
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Background: Brentuximab vedotin plus AVD (A+AVD) is a standard treatment for advanced-stage Hodgkin lymphoma (HL), but peripheral
neuropathy (PN) remains a frequent and clinically relevant toxicity. Reliable predictors are lacking. While PET-derived parameters are established
prognostic biomarkers, their role in predicting treatment-related toxicity is largely unexplored.

Methods: We retrospectively analyzed 21 patients with stage IV HL treated with frontline A+AVD. Baseline PET/CT parameters included
SUVmax, total metabolic tumor volume (TMTV4), and total lesion glycolysis (TLG4).

The FENIX score (FDG-based Extraction of Neurotoxicity Imaging indeX) was defined as a composite PET-derived index integrating focal
metabolic activity and global tumor burden, calculated as (SUVmax/TMTV4 + SUVmax/TLG4) x100, reflecting the relative metabolic intensity of
the disease.

The primary endpoint was grade 22 PN. Continuous variables were compared using the Mann-Whitney test, while categorical variables
were analyzed using Fisher's exact test. Receiver operating characteristic (ROC) analysis was performed to assess the discriminative performance
and identify an optimal cut-off.

Results: Baseline PET showed heterogeneous tumor burden. Grade 22 PN occurred in 9/21 patients (42.9%).

FENIX score was significantly higher in patients developing PN (p = 0.017). ROC analysis demonstrated good discrimination (AUC 0.81).

Using an optimal cut-off of 8.7, FENIX identified patients at higher risk with 77.8% sensitivity and 83.3% specificity. PN incidence was higher
in patients with high FENIX score (75.0% vs 23.1%, p = 0.032).

Among baseline clinical variables, only hemoglobin was associated with PN, while no significant associations were observed for other
baseline characteristics.

Conclusion: The FENIX score, a PET-derived index integrating metabolic activity and tumor burden, predicts clinically relevant PN using
baseline PET alone. The FENIX score reflects the relative metabolic intensity of the disease, integrating peak metabolic activity with both tumor
mass and overall metabolic burden.

These findings support the role of PET-based biomarkers in identifying patients at increased risk of neurotoxicity and guiding personalized
therapeutic strategies. The association with hemoglobin should be interpreted with caution given the small sample size. Prospective validation is
warranted.

PO17: Frontline Use of Nivolumab with Doxorubicin, Vinblastine, and Dacarbazine in Advanced-Stage
Classical Hodgkin Lymphoma: A Real-World Analysis

lubica Gahérova', Tomag Kozak?, Jozef Michalka?, Marcela Cermanova?, Zdenék Kral?, Blanka Vackova®, Jan Kofen®, Alice Sykorova’4, Katarina
Hradska®, Katefina Steinerova®, Marie Lukasova’, Heidi Mdcikova®

Department of Haematology, Fakultni nemocnice Kralovske Vinohrady and Third Faculty of Medicine, Charles University, Prague, Czech Republic, 2Department of Internal
Medicine, Hematology and Oncology, University Hospital Brno, Faculty of Medicine, Masaryk University Brno, Czech Republic, 3Ist Department of Medicine, General
University Hospital, Ist Faculty of Medicine, CharlesUniversity, Prague, Czech Republic, “th Department of Internal Medicine- Hematology, University Hospital and Faculty
ofMedicine, Hradec Kralove, Czech Republic, >Department of Hematooncology, University Hospital Ostrava and Faculty of Medicine, University of Ostrava, Czech Republic,
SDepartment of Clinical Hematology, University Hospital, Pilsen, Czech Republic, ’Department of Hemato-Oncology, Faculty of Medicine and Dentistry, Palacky Universityand
University Hospital Olomouc, Czech Republic

Background: The combination of nivolumab with doxorubicin, vinblastine, and dacarbazine (N-AVD) represents a promising frontline therapeutic
approach that has demonstrated high efficacy in the treatment of advanced-stage classical Hodgkin lymphoma (cHL). We assessed the real-world
effectiveness and safety of frontline N-AVD treatment in patients with advanced-stage cHL.

Methods: A retrospective analysis was conducted on 61 cHL patients in clinical stages IlI/IV who received N-AVD treatment
between 2023 and 2026 in the Czech Republic. Treatment response was assessed using 18F-FDG PET/CT imaging based on the Lugano
criteria.

Results: Out of 61 patients 19 were aged <60 and 42 were 260, with a median age of 67 years. Of the participants, 68.9% were diagnosed
with stage |V disease and 75.4% presented with B symptoms. The PET-2 results showed rapid metabolic clearance in 85.7% of patients, whereas
11.9% demonstrated Deauville scores of 4 to 5. N-AVD demonstrated an overall response rate of 89.2%, with 86.5% of patients achieving a
complete metabolic response at the end of treatment. After a median follow-up of 8.9 months, 5 (8.1%) patients progressed or relapsed, resulting
in an estimated 1-year progression-free survival rate of 91.8%. Four patients died (two due to cardiotoxicity-related complications, one due to
infection and one unknown cause) and the estimated 1-year overall survival rate was 93.4%. Grade >3 hematological toxicities were observed in
44.3% of cases (neutropenia 27.9%, anemia 11.5%, thrombocytopenia 4.9%). Non-hematologic toxicities including immune-related adverse
events of grade 23 were reported in 16.4% of cases. Treatment discontinuation due to toxicity was reported in 11.5% of patients. This included
two patients (3.2%) experiencing grade =3 neurotoxicity and one patient (1.6%) with grade >3 ulcerative colitis. Patients aged 260 years had
higher rates of severe hematologic toxicities, while younger patients experienced more immune-related adverse events. Treatment dis-
continuation rates were similar across both age groups.

Conclusions: The frontline N-AVD regimen demonstrated excellent response rates in patients with advanced-stage cHL. Extended follow-up
is necessary to better assess the durability of responses, long-term toxicity, and overall survival outcomes.This work was supported by the grant
AZV NU22-03-00182 from the Ministry of Health of the Czech Republic and by the Cooperatio Program, research area “Oncology and
Haematology”.
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PO18: Interim PET remains clinically informative during frontline nivolumab-based therapy in advanced-stage
classical Hodgkin lymphoma

Anna Kravtsova?, Daria Koroleva®, Olga Shchetsova®, Madina Bagova®l, Aminat Magomedova®, Oleg Margolin®, Ekaterina Gitelzon!, Alexey
Subbotin?, Evgeny Zvonkov'®, Yana Mangasarova®

1National Medical Research Center for Hematology, Moscow, Russia, 2N.N. Blokhin National Medical Research Center of Oncology, Moscow, Russia, 3The Russian University
of Medicine, Moscow, Russia

A B AS-cHL CO__ AT AT R S A S A T AT A
Characteristic Value, n (%) N40-EACOPD-14
Patients, n 44 2 -204
Median age (range) 29 (18-43)
Male / Female sex 18/ 26 (40%/60%) 40/
Stage Il (E and/or X) 23 (52%)/ X
I/ v 10 (23%) / 11 (25%) =
B symptoms 20 (54%) < 60
Bulky disease 25 (57%)
IPS >3 7 (16%) -801
NAG-EACOPD-14: nivolumab 40 mg on day 0, etoposide 100 mgim* on days 1-3, dosorubicn 25 mg/m* on day 1 -100¢
cyclophasphamido 650 mgim? on day 1, vincrisine 1.4 mg/m? on day 8, prodnisckone 40 mgim? on days 1-7, and N40 Patients
dacarbazin 75 mo/m Gn Gay 1, admistored lavencuslyna 14-Gay cydo . X2
vty an Gos 1900 5.8 38day oy e ¢ (O 8 dacarbezine 375 mom’ aminsieced M 2suvmax, DS 1-3 [ ASUVmax, DS 4 [l AMTV

Figure 1: Baseline patient characteristics (A), study design (B) and quantitative PET response (C).

Background: Interim PET is essential for response-adapted frontline treatment in classical Hodgkin lymphoma, but its interpretation may be
complicated by PD-1 blockade. We evaluated whether PET2, supported by quantitative PET parameters, remains informative for treatment
adaptation during nivolumab-based treatment.

Methods: We conducted a prospective single-center study (NCT07209059) evaluating a PET-adapted nivolumab-based first-line strategy in
advanced-stage classical Hodgkin lymphoma (AS-cHL). 44 previously untreated pts were enrolled.

All pts received two induction cycles of nivolumab 40 mg (N40) plus EACOPD-14. Patients achieving CMR (DS 1-3) at PET2 received N40-
AVD consolidation followed by 2 cycles of N40, whereas patients with PMR (DS 4-5) continued N40-EACOPD-14 up to 6 cycles. RT was
omitted in all patients. Quantitative PET analysis included changes in SUVmax (ASUVmax) and metabolic tumor volume (AMTV) and was
available for 31 patients.

Results: All 44 pts completed induction therapy and underwent PET2 assessment. CMR was achieved in 36/44 patients (82%), while 8/44
(18%) demonstrated PMR. No DS5 cases were observed. All PMR cases showed low-volume residual uptake confined to mediastinal lesions. One
patient experienced pseudoprogression after 2 cycles of N40-AVD.

Quantitative PET analysis demonstrated profound early metabolic responses. Median ASUVmax was -84.5% (IQR, -87.3% to -81.4%) in pts
achieving PET2 CMR and -72.8% (IQR, -78.6% to -70.6%) in pts with PET2 PMR. Importantly, near-complete elimination of MTV was observed
irrespective of PET2 category, with AMTV of 100% in 30/31 pts and 99% in the remaining patient.

At data cutoff, 38 patients had completed treatment and all achieved EOT CMR. No relapses or disease progression have been observed. Me
FU was 10.2 months.

Conclusions: This PET-adapted nivolumab-based strategy demonstrated high early metabolic response rates and enabled che-
motherapy de-escalation with radiotherapy omission in AS-cHL. Despite residual PET2 DS4 uptake, metabolic tumor burden was nearly
completely eliminated, suggesting treatment-related inflammatory activity rather than substantial viable lymphoma. Quantitative PET
parameters may help refine PET2 interpretation during PD-1-containing treatment regimens and improve response assessment beyond
conventional Deauville scoring.

P019: Real-World Treatment Options and Outcomes of Hodgkin Lymphoma in Hungary

Zsofia Dr Miltényi', Fanni Borics?, David Téthfalusi®, Boglarka Fiilsp-Dob6?, LaszI6 Imre Pinczés?, Arpad lllés?
1University of Debrecen, Department of Hematology, Debrecen, Hungary

Background: Survival outcomes in Hodgkin lymphoma (HL) have markedly improved, with 80-90% of patients now curable. A nationwide
initiative was launched in Hungary to evaluate real-world treatment patterns and compare them with international results. Since January 2021,
17 of 20 hematology centers have contributed data.

Aims: To assess epidemiology, treatment approaches, and survival outcomes of HL patients diagnosed between 2021-2023 in Hungary,
with special focus on stage IV disease and the real-world introduction of brentuximab vedotin (A)+AVD.

Methods: Patients diagnosed and treated for HL between 01/01/2021 and 12/31/2023 were analyzed. Progression-free survival (PFS) and
overall survival were evaluated by stage and treatment. A+AVD was accessible only for stage IV patients through individual reimbursement
requests, typically allowing its use from cycle 3 after initial ABVD. Stage IV patients were grouped into: ABVD (n =75);

ABVD — AVD with negative interim PET/CT (n = 15); A+AVD from cycle 1 (n = 6); ABVD — A+AVD following approval (n = 12). Interim PET/
CT was evaluated using the Deauville score.
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Results: A total of 385 HL patients were identified (204 female, 181 male). Of these, 361 had classical HL and received curative-intent
therapy (187 early-stage, 149 advanced-stage). Sixteen patients received non-standard therapy due to age or comorbidities.

The 2-year PFS was 87.6% in early-stage and 79.9% in advanced-stage disease. Twenty-seven early-stage and 32 advanced-stage
patients were refractory or relapsed. In stage Ill, 2-year PFS was 90.5%; in stage IV, 75.7% (p = 0.024), lower than international bench-
marks. In stage IV, combined ABVD/AVD groups (1+2) achieved a 2-year PFS of 75.6%, while brentuximab-treated groups (3+4) reached
77.8%. No relapses or deaths occurred after 2 years in patients receiving any brentuximab vedotin. Group-specific 2-year PFS was: 76%
(group 1), 73.3% (group 2), 50% (group 3), and 91.7% (group 4) (p = 0.04). Interim PET/CT was Deauville 4 in three patients each in groups
3 and 4.

Summary/Conclusion: Real-world PFS of stage IV HL patients in Hungary was inferior to outcomes from clinical trials. Nevertheless, adding
brentuximab vedotin improved PFS even when initiated after initial ABVD cycles. Although subgroup numbers were small, the findings provide
important real-world evidence supporting the use of brentuximab vedotin in advanced HL.

P020: Efficacy and Safety of the combination of Programmed Death-1 inhibitors (PD-1i) with chemotherapy
for the treatment of classical Hodgkin's Lymphoma (cHL). A single center experience

Kassiani Papanastassil, Pavlos Triantafylloul, Chara Giatra®, Natassa - Eleni Loutsidi®, Alexandros Tolias®, Antonis Patrinos®, Eleni Tsitziloni®,
Leonidas Kotsifas?, Evaggelia Giannikou®, Maria Vasilleiou®, Christos Massaoutis?, Phoebi Rondogiannis, loannis Baltadakis®, Maria Bouzani®

!Hematology & Lymphoma Dpt, BMT Unit, Evaggelismos General Hospital of Athens, Greece, 2Hematopathology Dpt, Evaggelismos General Hospital of Athens, Greece,
3Nuclear Medicine Dpt, Evaggelismos General Hospital of Athens, Greece

Background: Although efficacy and toxicity of the continuous treatment of PD-1i is well documented, less is known about their combination with
chemotherapy.

Aim: Our aim is to provide real-word data on this topic.

Methods: We report outcomes and toxicities of 11 subjects treated with Nivolumab+AVD as 1L for advanced stage cHL (AS-cHL) and 6
other salvaged with Pembrolizumab+GVD for primary refractory disease.

Results: Between 2023-2026, 2 men and 9 women, median age 61y (51-70), were newly diagnosed with AS-cHL. The subtypes were
nodular sclerosis (NS) in 5, mixed cellularity (MC) in 3, lymphocyte-rich (LRcHL) in 3 cases. Ann Arbor stage was Il in 8, IV in 3 patients. Seven
patients concluded 6 cycles, 3 interrupted due to toxicity and 1 is on treatment. iPET was performed in 9: DS2 n=5,DS3 n=2, DS1 n=1, DS4
n=1. EoT PET was performed in 8 patients: DS2 n=4, DS3 n=3, DS5 n=1. All had GCSF prophylaxis. Treatment-related toxicities were
observed in 7 patients: Acute heart failure, rash, hypothyroidism, thrombocytopenia with hemorrhagic manifestations, anemia, stomatitis,
cataract. Febrile neutropenia requiring hospitalization was manifested in 4 (36%) and hepatotoxicity >= grade 3 in 4 (36%) patients. Among them
a woman died due to liver failure, while delayed hepatic fibrosis occurring 6 months after treatment completion was observed in another case.
With a mfollow up of 27.7 months (0.9-34), all patients but 1 are alive. The mPFS is 18.93 months (5.17-31.8) with 3 (27%) patients relapsing
after achieving CR and 1 dying in CR. Median OS was not reached. Between 2024-2026, 3 men and 3 women, median age 51vy. (33-69) with
primary refractory cHL-NS, after treatment with BrECADD (n = 2) and ABVD (n = 4) were salvaged with PembroGVD. The Ann Arbor stage was Il
(n=1), lll (n=3) and IV (n=2). One patient is on treatment and 5 completed it: Four achieved CMR and 3 underwent ASCT. A 4th patient
manifested acute heart and renal failure, becoming ineligible for ASCT. The 5th subject showed resistant disease and died thereafter. One patient
was intubated due to severe pulmonary toxicity and another 1 for aseptic meningitis, 2 developed hypothyroidism, 1 hepatotoxicity. With a
mfollow up of 17.8 months (0.6-20.8), all patients but 1 are alive. MedianOS was not reached. Among patients who achieved CR nobody
relapsed.

Conclusions: Combining PD-1i with chemotherapy is efficacious, but it demonstrates significant toxicity, more than it is described in the
pivotal trials.

P021: Vanishing Bile Duct Syndrome as a Paraneoplastic Manifestation of Hodgkin Lymphoma

Elizaveta Kodrul®, Larisa Filatova®, Stanislav Volchenkov?, Svetlana Elkhova?, Alexander Lomazov?, Leonid Kramynin!, Anastasia Kolgotina®,
Anna Zverkova?, Irina Ishmatova?®, Nikita Kolupaevl, Alina Eliseeva®, llya Zyuzgin1

Federal State Budget Institution «N.N. Petrov National Medical Research Centre of Oncology»

Introduction: Vanishing bile duct syndrome (VBDS) is a rare, life-threatening paraneoplastic complication of Hodgkin lymphoma (HL), char-
acterized by severe cholestasis and ductopenia. Its pathogenesis is linked to immune dysregulation within the tumor microenvironment and
cytokine-mediated cholangiocyte damage.

Objective: To describe the clinical and laboratory features, diagnostic approach, and response to therapy in a patient with HL complicated
by VBDS.

Materials and Methods: We report a case of a 31-year-old patient with classical HL complicated by VBDS. The clinical presentation included
weakness, nausea, generalized lymphadenopathy (cervical, axillary, mediastinal, intra-abdominal), pruritus, lower back pain, fever up to 39°C
persisting for 2 months and progressive jaundice. Prior to hospitalization, the patient had been taking paracetamol 500 mg and ketorolac 20 mg
daily for month to relieve fever and lower back pain. Laboratory findings revealed leukocytosis (25x109/L), eosinophilia, ESR 55 mm/h, total
bilirubin 186 mg/dL, direct bilirubin 154 mg/dL, ALT 334 U/L, AST 287 U/L, LDH 824 U/L, and GGT 308 U/L. Mechanical biliary obstruction was
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excluded by abdominal ultrasound and CT. Test for viral hepatitis, HIV, herpes viruses and syphilis is negative results. Given the history of
prolonged NSAID use, a probable diagnosis of drug-induced liver injury was made. Ursodeoxycholic acid and ademetionine were administered.
However, this therapy proved ineffective. Further diagnostic workup was therefore pursued. Liver biopsy confirmed VBDS, demonstrating
greater than 50% loss of interlobular bile ducts, with no histological evidence of primary sclerosing cholangitis, autoimmune liver disease or
infiltration by lymphoma cells.

Results: Treatment with the DHAP regimen was initiated. Fever resolved by day 7. After the first cycle of chemotherapy, all disease-
related symptoms completely resolved, with significant decreases in bilirubin, GGT, ALP, and aminotransferase levels. After the third cycle,
PET-CT confirmed a complete metabolic response, and all laboratory parameters normalized. No hepatic failure was observed.

Conclusion: VBDS associated with HL represents a paraneoplastic syndrome. Timely performance of liver biopsy is essential for establishing
the diagnosis and guiding treatment. In patients with HL presenting with cholestasis that cannot be attributed to other causes, a comprehensive
diagnostic evaluation for VBDS should be systematically undert.

P022: Association of Patlak-derived dynamic FDG PET parameters with Deauville response categories
and kinetic heterogeneity of residual PET-positive findings in classical Hodgkin lymphoma: a prospective
single-center pilot study

Gregor Horfiak!, Veronika Hanackova?, Marie Lukasova?, Jaroslav Ptacek®, Vit Prochazka?, Milan Kaminek®

1Department of Nuclear Medicine, University Hospital Olomouc, Palacky University Olomouc, Czech Republic, ?Department of Hemato-Oncology, Faculty of Medicine and
Dentistry, Palacky University Olomouc and University Hospital Olomouc, Czech Republic, *Department of Medical Physics and Radiation Protection, University Hospital
Olomouc, Palacky University Olomouc, Czech Republic
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Figure 1: ROC analysis of Patlak-derived MRFDG and DVFDG for discrimination between DS 1-3 and DS 4-5 cHL lesions. Ratio parameters are
shown as exploratory metrics.

Background: FDG PET/CT interpreted using the Deauville score (DS) is the standard method for response assessment in classical Hodgkin
lymphoma (cHL). However, visual assessment of residual uptake is limited by inflammatory changes and suboptimal specificity. Dynamic FDG
PET/CT with Patlak kinetic modeling enables quantitative evaluation of tracer kinetics beyond SUV metrics.

Aim: To assess the association between Patlak-derived FDG PET parameters and Deauville response categories and to explore kinetic
heterogeneity among residual PET-positive lesions in cHL.

Methods: In this prospective single-center pilot study, patients with cHL undergoing interim or end-of-treatment FDG PET/CT with residual
uptake (Aug 2025-May 2026, University Hospital Olomouc) were included.

Dynamic PET/CT was performed on a Siemens Biograph Vision 600 scanner. Patlak analysis with population-based input function was used
to calculate metabolic rate of FDG (MRFDG) and distribution volume (DVFDG). One dominant mediastinal lesion per scan was analyzed.

Scans were classified as PET-negative (DS 1-3) or PET-positive (DS 4-5). MRFDG and DVFDG were compared between groups; ROC
analysis and intra-group variability were assessed.

Results: Fourteen examinations were included; 5 were DS 1-3 and 9 DS 4-5.

MRFDG was higher in PET-positive vs PET-negative scans (12.34 + 6.72 vs 4.59 + 2.00; p = 0,009), with a 2.7-fold difference. DVFDG was
also increased (208.83 + 81.48 vs 110.95 + 18.99; p = 0.006).
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MRFDG and DVFDG showed strong discrimination (AUC 0.93 and 0.91, respectively). PET-positive scans showed marked heterogeneity in
MRFDG (4.73-24.21) and DVFDG (105.84-389.39) despite identical DS.

Conclusions: Patlak-derived FDG PET parameters correlate with Deauville categories and reveal substantial kinetic heterogeneity among
residual PET-positive cHL lesions. Dynamic PET may provide additional quantitative information beyond visual assessment. Further outcome-
based validation is required.

P023: Real-World Effectiveness and Safety of the BrECADD Regimen in Advanced Hodgkin Lymphoma. A
Multicenter Observational Study of the Polish Lymphoma Research Group

Justyna Rybka', Tomasz Wrdébel', Anna Czyz*, Kacper Butdys!, lwona Grygoruk-Wisniowska?, Monika Dtugosz-Danecka?, Mateusz Sawicki®,
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Poland, **Hematology and Bone Marrow Transplantation Clinic of the Medical University of Silesia in Katowice, Poland, *2Department of General Hematology and Internal Diseases of
the Hematology Clinic in +6dz, Poland, 13Department and Clinic of Hematology, Jagiellonian University Medical College in Krakéw, Poland

N, n (%) 61 (100.0)
Female 30 (49.2)
Male 31(50.8)

Age at diagnosis, years, mean = SD 33.58 £10.79

CS, n (%)

2 1(1.6)
3 14 (23.0)
4 46 (75.4)

IPS, n (%)

Low risk 23 (37.7)
High risk 38 (62.3)

General symptoms, n (%) 43 (70.5)

Extranodal location, n (%) * 45 (75.0)

No of cycles, mean £ SD 4.00+1.41

No of cycles, n (%)

1 2(3.3)
2 10 (16.4)
3 4(6.6)
4 29 (47.5)
5 2(33)

6 14 (23.0)

Table 1: Clinical data of patients treated with BrECADD.
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Introduction: The BrECADD regimen has demonstrated high efficacy in patients with advanced Hodgkin lymphoma (HL).

Aim: The aim of this observational study conducted by the Polish Lymphoma Research Group (PLRG) was to assess the efficacy and safety of
the BrECADD regimen in patients with advanced HL treated in real-world clinical practice.

Materials and methods: Clinical data from patients with HL treated in 12 hematology centers in Poland were retrospectively evaluated. The
analysis included 61 patients: 30 women and 31 men, diagnosed with advanced-stage HL. The mean age was 33 years. According to the Ann
Arbor classification, 15 patients had stage Il disease and 46 had stage IV. B symptoms were present in 43 patients (70.5%), while extranodal
involvement was confirmed in 45 patients (75%).

Statistical analyses were performed using R software. Categorical variables were presented as n (%), while continuous variables were
expressed as mean * standard deviation due to their normal distribution. Normality of distribution was assessed using the Shapiro-Wilk test and
additionally verified by skewness and kurtosis analyses.

Results: The median number of administered cycles was 4. Interim PET/CT assessment after 2 cycles was performed in 53 patients and
demonstrated complete remission (CR) in 40 patients (75%) and partial remission (PR) in 12 patients (22.6%). Disease progression (PD) was
observed in 1 patient.PET/CT assessment after 4 cycles was available in 39 patients and confirmed CR in 34 patients (87%), while PD was
observed in 2 patients (5%). Progression-free survival (PFS) in the overall analyzed cohort was 97.1% at 6 months. Grade 3-4 neutropenia
occurred in 40 patients (89%), thrombocytopenia with platelet count below 20 G/L was observed in 13 patients (21%). Febrile neutropenia
developed in 13 patients (21%). Dose reduction of brentuximab vedotin was required in 12 patients (19%), whereas dose reductions of other
agents (cyclophosphamide and etoposide) were necessary in 19 patients (31%).

Conclusion: Our preliminary real-world data confirm the high efficacy of the BrECADD regimen in patients with advanced HL, with high
complete remission rates and excellent short-term PFS. Although hematologic toxicity was frequent, adverse events were manageable and
consistent with the known safety profile of the regimen. These findings support the implementation of BrECADD as an effective first-line
treatment option for advanced HL in Poland.

P024: Anthracycline-containing regimens confer better survival in risk-matched, advanced stage older
patients with classic Hodgkin lymphoma; comorbidity, not age, predicts cardiac toxicity
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Figure 1: Event-free survival of older classic Hodgkin lymphoma patients.

Introduction: Older (260 year old (y)) patients with classical Hodgkin lymphoma (cHL) have worse outcomes than their younger
counterparts. The interplay between comorbidities, treatment choice and outcomes has been incompletely examined.

Methods: This is a retrospective cohort study with contribution from 24 UK sites. Eligible 260y cHL patients were diagnosed from
2010-23. Baseline factors were compared using Kruskal Wallis and Fisher's exact tests. Overall survival (OS) and event-free survival (EFS)
were assessed using Kaplan-Meier survival analysis with groups compared using Cox regression. Binary endpoints were compared using
logistic regression.

Results: A total of 1011 eligible patients were registered to the study: 645 receiving anthracycline-containing chemotherapy (anthra), 202
multiagent chemotherapy without anthra (non-anthra), 48 single-agent, 31 radiotherapy alone and 85 with no treatment. Anthra was used more
commonly and radiotherapy less commonly in the more recent era (2020-23 p =0.002 compared to pre-2020). Anthra patients had lower
CIRS-G score at diagnosis (p < 0.0001).

The median follow up was 5.3 years. OS and EFS varied significantly by CIRS-G score at baseline, treatment groups and type of che-
motherapy delivered (all p < 0.0001).

Upfront dose modification was more common in the non-anthra group (p=0.002), older patients (p <0.0001), prior cardiac history
(p =0.016) and higher CIRS-G score (p = 0.007); it did not protect against later treatment changes when groups were adjusted for age, CIRS-G
and treatment group.

There was increased risk of treatment-related cardiac toxicity if prior cardiac history, but only in the non-anthra group (p = 0.0092). CIRSG
with omission of cardiac scores was more predictive in anthra but the interaction was not significant (p = 0.11). No significant difference was seen
with increasing age (p=0.15). There was increased risk of infectious admission in the non-anthra group (p=0.002), higher CIRS-G score
(p =0.008) and increased age at diagnosis (p = 0.005).

When advanced stage patients were matched for international prognostic score factors, CIRS-G and age band the non-anthra group had
inferior OS (HR 1.59, p=0.021) and EFS (1.45, p = 0.046) compared to anthra.

Discussion: Anthracycline use is preferable in older cHL patients. A comorbidity-focused approach to treatment selection may improve
outcomes whilst maintaining acceptable toxicity.
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P025: Validation of the Hodgkin lymphoma Simplified Frailty Score for Patients Receiving Modern Regimens
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Figure 1: A. PFS for unfit patients treated with BV-based therapy versus Nivo-based therapy B. PFS for fit patients treated with BV-based
therapy versus Nivo-based therapy.

Background: Treatment of classic Hodgkin lymphoma (cHL) in older patients (260 years) is challenging due to frailty, comorbidities,
and poor tolerance to standard therapies. Front-line regimens incorporating either brentuximab vedotin (BV) or nivolumab (nivo) de-
monstrated improved outcomes. A simplified frailty score combining age (270), Charlson Comorbidity Index (CClI (0-2 vs 3 or higher)), and
Eastern Cancer Oncology Group (ECOG 2 2) predicted outcomes in older patients treated with conventional curative treatment (Lia, et al.
Haematologica 2025). We assessed the utility of the simplified frailty score in patients treated with newer regimens containing either BV
or nivo.

Methods: We identified consecutive patients age 260 at the time of cHL diagnosis treated with curative-intent treatment consisting of BV or
nivo in combination (or sequentially) with AVD chemotherapy, treated from June 2014 to February 2025. Each frailty criterion contributed one
point for an index ranging from fit (0), unfit (1-2), and frail (3). The primary outcomes were progression-free survival (PFS) and overall survival
(OS) analyzed using Kaplan-Meier methods and log-rank tests.

Results: Among 75 patients, median age was 69 (60-82); 29 (39%) received nivo-based therapy and 46 (61%) BV-based (67%
sequential; 33% combined). There were 31 (41%) fit patients, 43 (57%) unfit patients, and one frail patient. 5-year PFS and OS were 65%
and 85%, respectively. The 5-year PFS for fit and unfit patients were 74% and 59% (p =0.10); the 5-year OS were 100% and 72%
(p =0.009). Treatment with nivo-based, BV-sequential, or BV-combined therapy was associated with 5-year PFS of 80%, 54%, and 53%,
respectively (p=0.16 for nivo-based vs BV-sequential, p=0.039 for nivo-based vs BV-combination). For unfit patients, PFS was sig-
nificantly improved for patients treated with nivo-based therapy compared to BV-based therapy (5-year PFS 91% vs 43%, p = 0.039),
however OS was not significantly different (5-year OS 89% vs 61%, p =0.24). For fit patients, outcomes were similar regardless of
treatment; 5-year PFS, OS were 74%, 100% and 78%, 100%, for patients treated with nivo-based therapy and BV-based therapy,
respectively (Figure).

Conclusion: These findings aid in validating the simplified frailty score in patients treated with modern therapy and suggest that nivo-based
therapy is particularly beneficial for unfit elderly patients. Treatment choice is less likely to impact outcomes for fit patients.

P026: Fitness-adapted, pembrolizumab-based therapy for untreated classical Hodgkin Lymphoma (cHL)
patients (Pts) 60 years of age and above: a multicenter prospective study

Craig Portell®, Bethany Horton', David Brightonl, Jakub Svoboda?, Victor Orellana-Noia®, Andrew M. Evens®
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Figure 1: Treatment Schema and Fitness assignment.

Background: cHL occurs in a bimodal age distribution with 20-30% of diagnoses occurring in Pts aged 260 years. Outcomes have improved
in the recent era. However, treatment related toxicities are common, especially for unfit and frail pts. We designed a multicenter prospective
study utilizing fitness-based assessments to assign targeted cHL therapy.

Methods: Subjects had untreated cHL with an age 260 years and ECOG performance status (PS) of 0-1 or PS of 2 if decline was cHL-related.
Those with Grade 22 neuropathy, known additional malignancy, and active inflammatory disease were excluded.

All subjects were treated with brentuximab vedotin (BV) and pembrilizumab (Pem) for 6 weeks (Figure). Thereafter, fitness assessment,
comprising activities of daily living (ADLs), instrumental ADLs, and Cumulative lliness Rating Scale-Geriatric scores were repeated. Subjects were
grouped into Fit, Unfit and Frail adapted from Merli et al JCO 2021. All patients continued Pem, with additional treatment based on fitness: Fit
(full dose AVD x4 cycles), Unfit (half-dose “mini” AVD x4 cycles), and Frail (BV x18 weeks). Primary objectives were to assess safety and efficacy.
Target sample size was 44 participants. The study was registered on clinicaltrials.gov (NCT05404945) and supported by a research grant from
Merck Sharp &Dohme LLC.
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Results: Enrollment occurred from 7/2022 to 12/2025 at 3 US institutions. Due to slow enroliment and a new standard therapy for fit older
cHL Pts (51826 study: Rutherford et al JCO 2025), the study closed early. Ten pts consented to the trial and 8, with a median age of 81 years
(range 66-85), were treated. After BV/Pem lead-in, 3 were allocated to the frail arm, 4 were allocated to the unfit arm, and 1 was allocated to the
fit arm. 75% (n = 6) completed induction. All subjects responded; best response was CR in 75% (n = 6) and PR in 25% (n = 2). Five related SAE's
occurred in 37.5% (n = 3) of subjects. No new toxicities were identified or Grade 5 events. One subject remains on treatment.

Conclusions: Treatment with Bv/Pem-based therapy for newly-diagnosed older cHL Pts based on fitness assessments was feasible. This
study also introduced a new “mini-AVD” regimen for unfit cHL Pts. Responses rates were robust in this small cohort; however, the study was
closed prematurely. Further study is warranted for older cHL pts with therapy tailored according to fitness.

P027: Cost-effectiveness analysis of N-AVD vs BrECADD in advanced-stage classic Hodgkin lymphoma
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Figure 1: Probabilistic sensitivity analyses with (A) cost effectiveness plane (B) cost effectiveness acceptability curve.
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Background: Recent trials have established Nivolumab(N)-AVD and BrECADD as parallel standards in advanced-stage
classic Hodgkin lymphoma (cHL). Many factors influence the choice of frontline regimen, including comorbidities, stage, toxicities,
and reimbursement decisions. We compared the cost-effectiveness of the two strategies from a US payer perspective over a lifetime
horizon.

Methods: A 5-state Markov model was developed: progression-free after first-line therapy (PF1), salvage therapy +/- ASCT for first
progression (PD1), progression-free after salvage and ASCT (PF2), second progression (PD2), and death. Patients who relapsed after N-AVD
were assumed to receive Brentuximab-based salvage, while patients who relapsed after BrECADD were assumed to receive Pembrolizumab-
based salvage. Costs and utilities were discounted at 3% annually. Transition probabilities were derived from digitized and extrapolated survival
curves. Main outcomes were incremental cost-effectiveness ratio (ICER) and incremental net monetary benefit (INMB). Sensitivity analyses were
performed to test the validity of the base case conclusions.

Results: In the base case, BrECADD increased discounted quality-adjusted life years (QALYs) by 0.50 and life-years by 0.36 at an incremental
cost of $39,307, yielding an ICER of $79,298/QALY and an INMB of $35,046 at a willingness-to-pay (WTP) threshold of $150,000/QALY. In
probabilistic sensitivity analysis (10,000 simulations), the ratio-of-means ICER was $84,241/QALY, and the probability that BrECADD was cost-
effective was 74.3% at a WTP of $150,000/QALY. In one-way sensitivity analyses, the base case conclusion was most sensitive to varying
frontline regimen efficacy, frontline costs, and the time horizon. In two-way sensitivity analyses, BrPECADD was no longer preferred when N-AVD
5-year PFS was increased to 91.3%, when BrECADD drug costs were increased by 125%, or when the time horizon was shortened to 26 years. In
a structural sensitivity analysis assigning Pembrolizumab-based salvage after both N-AVD and BrECADD, the ICER for BrECADD rose to
$176,019/QALY.

Conclusion: BrECADD was cost-effective compared with N-AVD at a WTP threshold of $150,000/QALY. This finding remained consistent
across most deterministic and probability sensitivity analyses.

P028: First-line BrECADD in routine clinical practice: excellent treatment deliverability and early efficacy in
advanced-stage classical Hodgkin lymphoma
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Figure 1: Significant reductions were observed in overall transfusion requirements and treatment attenuation. Differences in neuropathy and
emergency hospitalization were not statistically significant. Rates of neutropaenia 2G3 were similar between cohorts.

Background: BrECADD became the preferred first-line treatment for advanced-stage (AS) classical Hodgkin lymphoma (cHL) following
HD21. However, real-world data remain limited.
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