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MELANOMA & NON-MELANOMA
SKIN CANCERS
Bart Neyns, UZ Brussel

Advances in (neo)adjuvant treatment

Neoadjuvant Management of High-Risk Resectable Melanoma
Professor Georgina Long presented the NeoReN:i Il phase Il trial
evaluating neoadjuvant nivolumab (anti-PD-1) plus relatlimab
(anti-LAG-3) in resectable stage IIA-1IC cutaneous melanoma.
Patients received two pre-operative cycles, followed by surgery
at week six. Post-operative management was response-adapted:
major pathological responders (MPR) skipped adjuvant therapy,
while non-responders received eleven adjuvant cycles. The
regimen yielded a 60% pathological complete response (pCR) and
65% MPR rate without delaying surgery. No Grade 4/5 toxicities
occurred, demonstrating that brief neoadjuvant dual-checkpoint
blockade safely spares responders from long-term adjuvant

side effects. The ongoing NeolRENIE phase Il trial is evaluating
intensified combinations tailored by multi-omic biomarkers for
poor-prognosis cohorts.

A phase Il study of neoadjuvant ipilimumab-nivolumab-
relatlimab combination immunotherapy in high-risk resectable
melanoma

Dr. Ahmad Tarhini presented the NeoINR phase Il study evaluating
a neoadjuvant triplet—ipilimumab (anti-CTLA-4), nivolumab,

and relatlimab (INR)—for macroscopic, resectable stage I1I1B-IV
melanoma to overcome anti-PD-1 resistance. Among 22 patients,
the triplet achieved a 66.7% objective response rate (ORR). Out
of 19 surgical patients, the MPR rate was 73.7% and the pCR rate
was 63.2%. At 10.3 months median follow-up, the 1-year event-
free survival (EFS) was 95.5%, facilitating structural preservation.
However, toxicity was severe: 36% skipped cycle two due to Grade
>2 adverse events. Grade 3 colitis and rash each occurred in 9.1%,
and one patient died from Grade 5 myocarditis. An expansion
cohort is underway.

Individualized neoantigen therapy intismeran autogene
(intismeran) plus pembrolizumab (pembro) in resected
melanoma: 5-year update of the KEYNOTE-942 study

The 5-year analysis of the phase IIb KEYNOTE-942 trial evaluated
individualized mRNA neoantigen therapy (INT; intismeran
autogene) plus pembrolizumab versus pembrolizumab alone

in resected, high-risk stage 11I/IV melanoma. At 60.3 months
median follow-up, the combination significantly reduced the risk
of recurrence or death by 49% (5-year RFS: 68.8% vs 49.1%) and
distant relapse by 59%. Five-year overall survival (OS) showed a
positive trend (92.2% vs 71.3%). Benefits were uniform across
all subgroups. The vaccine did not increase immune-related
toxicity; events were primarily transient Grade 1/2 injection-site
or systemic reactions. INT significantly accelerated T-cell clonal
expansion. A global clinical program, including the phase IlI
INTerpath-001 trial, is ongoing.

Neoadjuvant Cemiplimab in Hedgehog Inhibitor-Naive Basal
Cell Carcinoma of the Head and Neck

A phase Il multicenter study evaluated neoadjuvant cemiplimab
(anti-PD-1) in 35 adults with hedgehog inhibitor-naive, resectable
locally advanced basal cell carcinoma (LA BCC) of the head and
neck. Cemiplimab met its primary endpoints, achieving an ORR
of 60.1%, a disease control rate (DCR) of 91.4%, and a combined
mPR/pCR rate of 28.1%. This tumor downsizing resulted in a
surgical benefit rate of 42.9%, allowing for conservative organ
preservation (e.g., avoiding orbital exenteration). Cemiplimab was
highly tolerable, with treatment-related adverse events (TRAES)
occurring in 35.3% of patients.

Update of Long-Term Efficacy (5-Year Update of the phase Il/
111 RELATIVITY-047 trial), Safety, and Comparative Outcomes of
Dual Checkpoint Inhibition in Advanced Melanoma

The phase II/lll RELATIVITY-047 trial established frontline fixed-
dose nivolumab plus relatlimab (NIVO + RELA) as a benchmark

for advanced melanoma. At 5 years, NIVO + RELA demonstrated

a significant survival advantage over nivolumab monotherapy,
reducing the risk of progression by 21% ($\text{HR} = 0.795) and
melanoma-specific mortality by 29% ($\text{HR} = 0.71$). Survival
curves widened progressively over time. Patients with baseline
PD-L1 < 1% or LAG-3 resistance markers experienced enhanced
benefits. No late-onset toxicities emerged. An indirect treatment
comparison (ITC) using propensity-score weighting matched
5-year data from RELATIVITY-047 and CheckMate 067 (NIVO + IPI),
demonstrating therapeutic parity between NIVO + RELA and NIVO
+ IPI, but showing significantly lower Grade 3/4 toxicities with
NIVO + RELA.

Advanced cellular therapies for advanced

pretreated melanoma

Dr. Marco Donia discussed adoptive cellular therapies, noting

that standard bulk tumor-infiltrating lymphocyte (TIL) therapy
(lifileucel) delivers a ~30% response rate post-anti-PD-1 failure but
is restricted by intensive ICU monitoring, manufacturing times, and
high-dose systemic IL-2. Next-generation TILs use selective clonal
propagation, CRISPR-mediated PD-1 knockouts, and membrane-
bound IL-15 (mblIL15) to eliminate systemic IL-2. Additionally, T-cell
receptor (TCR) T-cell therapies modify peripheral T cells to target
intracellular antigens like PRAME, avoiding on-target, off-tumor
toxicities. CAR-T cell therapy remains exploratory in solid tumors
due to a lack of homogeneous surface targets.

OBX-115 engineered tumor-infiltrating lymphocyte (TIL) cell
therapy with regulatable membrane-bound IL15 (mbIL15) in
patients with advanced melanoma that has progressed on/
after immune checkpoint inhibitors

Dr. Allison Betof presented the Agni-01 phase I/Il trial of OBX-
115, an autologous TIL therapy featuring a regulatable mblIL15
construct stabilized by oral acetazolamide (ACZ). This completely
removes the need for systemic IL-2. In 15 heavily pretreated
patients (93% post-dual checkpoint failure), the outpatient-
compatible platform achieved an ORR of 67% (13% CR, 53%

PR) and a 93% DCR. Responses occurred rapidly, and median
response duration was not reached at 16.9 months. Responders
showed rapid ctDNA clearance. Safety was highly differentiated:
there were zero dose-limiting toxicities, zero ICANS, and zero ICU
transfers. Grade 3 cytokine release syndrome occurred in only 7%
of patients.

Precision Targeting of Intracellular Antigens in patients with
uveal melanoma and other melanoma subtypes: Anzutresgene
Autoleucel

The phase I/11 IMA203-101 trial evaluated anzutresgene autoleucel
(anzu-cel), a PRAME-targeted TCR T-cell therapy restricted to

the HLA-A02:01 complex. In 33 heavily pretreated patients

across multiple melanoma subtypes (including 16 uveal), anzu-
cel achieved an ORR of 56% and a DCR of 91%. The median
progression-free survival (PFS) was 6.1 months, and median OS
was 16.2 months. Durable responses extending past 3 years
occurred across metastatic sites, including immunologically "cold"
uveal melanoma. Anzu-cel demonstrated a manageable safety
profile, supporting the ongoing randomized phase Ill SUPRAME
registration trial.

Advances in the treatment of
metastasized uveal melanoma

Darovasertib in combination with crizotinib in first line
HLA*A2:01-negative metastatic uveal melanoma, a potential
new standard of care

The phase II/Ill OptimUM-02 trial randomized 313 treatment-
naive, HLA-A02:01-negative metastatic uveal melanoma patients
to receive either oral darovasertib (PKC inhibitor) plus crizotinib



(cMET inhibitor) or investigator's choice (predominantly
ipilimumab plus nivolumab). The targeted triplet combination
significantly improved median PFS to 6.9 months versus 3.1
months for the control ($\text{HR} = 0.42$). The ORR was 37.1%
versus 5.8%, and the DCR was 73.3% versus 31.1%. Benefits
were consistent across subgroups; OS data are immature.
Severe Grade 3/4 TRAEs occurred in 40.6% of the combination
group (comparable to 37.0% in controls). Toxicity-related
discontinuations were remarkably low (2.5% for darovasertib),
establishing this combination as a potential new frontline
standard of care.

TIL Therapy in Refractory Metastatic Uveal Melanoma

A phase Il trial evaluated autologous TIL Adoptive Cell Therapy
(TIL-ACT) in 33 heavily pretreated, highly refractory metastatic
uveal melanoma patients with extensive liver involvement. The
regimen was well-tolerated and achieved an ORR of 22% with a
durable median response duration of 17.3 months. Efficacy was
driven by product potency: patients receiving verified tumor-
reactive TILs achieved an ORR of 37% versus 0% for non-reactive
TILs. Investigators validated the Uveal Melanoma Immunogenomic
Score (UMIS); patients with High UMIS ($\ge 0.257$) achieved

a clinical ORR of 44% compared to 8% in the Low UMIS group,
demonstrating a 92% negative predictive value.

Adjuvant Immunotherapy in Resected
Merkel Cell Carcinoma: STAMP and
ADAM Trials

Two phase lll trials evaluated adjuvant anti-PD-(L)1 therapy in
Merkel cell carcinoma (MCC) following surgery or radiation.

» STAMP (EA6174): Randomized 293 patients (stages I-llIb) to
adjuvant pembrolizumab or observation. Pembrolizumab showed
a strong numerical trend toward improved RFS (12-month RFS:
83% Vs 72%) and significantly prolonged distant metastasis-free
survival (DMFS). Sequential radiation prior to immunotherapy
yielded superior benefits.

« ADAM Trial: Randomized 100 node-positive stage Ill patients
to avelumab or placebo. Avelumab halved the risk of MCC relapse
(age-adjusted $\text{HR} = 0.47$) and improved 1-year RFS by an
absolute 27.6%.

Both regimens matched known safety profiles. Given exceptional
disease-specific survival (~92%), close clinical surveillance with
salvage therapy at relapse remains a safe alternative to mandatory
adjuvant therapy.

Real-World Neoadjuvant Immunotherapy (NeolO) in Merkel
Cell Carcinoma

A retrospective Moffitt Cancer Center study analyzed real-

world neoadjuvant immunotherapy (NeolO)—primarily
pembrolizumab—in 25 patients with aggressive, resectable MCC.
Post-NeolO, 60% underwent surgery and 16% received radiation.
Treatment was well-tolerated (19% Grade 3 TRAEs, 0% Grade

4). NeolO delivered a 75% ORR. Among 15 evaluable surgical
patients, the combined cPR/mPR rate was 60% (40% cPR). At 23.4
months median follow-up, median OS was not reached, showing
a significant survival advantage for patients completing regional
therapy within 90 days of NeolO completion.

ASCO
Annual Meeting 2026

Melanoma & Skin Cancers.

Prof Bart Neyns
Medical Oncology
UZ Brussel
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The Challenge of Stage II Melanoma
Advances in (Neo)adjuvant Therapy
© Mortality Gap: 49% of melanoma deaths occur in
patients with >Imm primary tumor at diagnosis.
k2 Recurrence Risk: High-risk Stage Il patients face a 40~
Focusing on Stages Il & llI: Key Clinical Trial Insights (ASCO 2026) o nakoiyectrsnce with svgan/elone
4 Standard Shift: Neoadjuvant care is established for
Stage Ill; NeoReNi Il investigates the benefit in Stage .
Clinical Summary & Strategic Implications
3 4

NeoReNi II: Phase 2 Neoadjuvant Protocol

Baseline Weeks 1&4

Stage IIA-IIC patients
(N=20) Cycles)

Neoadjuvant Nivo + Rela (2

Week 6 Post-0p

Wide Local Excision + SLNB Response-adapted

adjuvant therapy

Primary Endpoint: Pathological Response Rate (MPR). Patients with MPR skip further adjuvant treatment.

NeoReNi II: Outstanding Tumor Clearance

65%

Major Pathological Response (MPR)

60%

Pathological Complete Response (pCR)

Safety Profile: 0% Grade 4/5 treatment-related adverse events. Pre-operative i did not
surgical care; sentinel lymph node mapping remained highly reliable.
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NeoIRENIE: Biomarker-Driven Evolution NeoINR: The Triplet Imnmunotherapy Regimen
Stratifying treatment-naive and recurrent patients via multi-omic biomarker prediction. Triple Blockade Strategy '
] Targeting three distinct immune checkpoints simultaneously:
Cohort Population Detail Target (N) Tailored Regimen
. o dictod bomate . e e R  CTLA-4: Ipilimumab (1mg/kg) e S——
la taneous; predicte iomarker poor responders - Arm Randomized (Ipi/Ni la/Pembro) « PD-1: Nivolumab (480 mg FDC) ) /’ .
: ’ e
L Cutaneous; predicted biomarker high responders 154 2-Arm Randomized * LAG-3: Relatlimab (160 mg FDC) Pl | — E—
2 Recurrence < 6 months post-prior NAT/Adjuvant m Intensified Combinations FrotocoE Saweekneotciivantphase priotto dehiithie 3
surgery. — — =
3 Mucosal Melanoma (Treatment-naive) 60 High-intensity Ipi/Nivo combinations
NeolINR: Potent Antitumor Activity NeoINR: Toxicity and Risk Management
e
o,
v © A -
‘Treatment Adherence Major AEs Patient Selection
36% of patients skipped the Grade 3 AEs included colitis Rigorous screening and protocol
2nd cycle of Nivo+Rela due to (91%), rash (9.1%), and adherence are mandatory given
AEs or shared preference. Al encephalitis (4.5%). One Grade the high potency and toxicity
% Key Takeaway: Triple blockade induces rapid tumor reduction, offering maximum tissue preservation for acral and received initial Ipi 5 myocarditis event risk of triplet therapy.
locoregionally advanced cases.
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T-CELLACTIVATION TUMOR DESTRUCTION e
KEYNOTE-942: 5-Year Durability Update
I . A APCs naturally process intismeran, then
ntismeran Utogene present tumor-specific neoantigens, Neoantigen-specific T-cells
(mRN A INT) generating de novo and actvating recognize and afiack tumor cells
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pre-existing T-cell clones
oo Tumar-speciic RFS Risk Reduction DMFS Risk Reduction
o T neoant
of Action: An o Tl -
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to 34 patient-specific tumor neoantigens. ¥ o cel 0 0
By targeting the unique mutational signature of a (0 HR: 051 SRR, S HR: 041 M’t""'""f""""’"‘""i
patient’s DNA, the vaccine trains T cells to specifically & 1 =e— if = -
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Neoadjuvant Cemiplimab in BCC

Organ Preservation Rates

Phase Il data in Hedgehog Inhibitor-Naive LA BCC of the * Lips & Ears: 100%

Head & Neck. * Eyelids: 43.8%
* Nose:37.5%

SR | < omisx

Treatment enabled significantly less morbidity for critical head
and neck organs.

P s g 1C. M aterweighting
Advanced Melanoma: ™ -
The 5-Year Efficacy Frontier =

5-Year Survival

Advantage ITC: Therapeutic Efficacy Parity

At tho 5-yeur miestone NIVO + RELA demorstrated

inciect Trosmant Compriscn 1C) s propanshy-score weghti rovess sauhalent outcomes batwsen NIVO + BELA and NV + 9t

Expanding therapeatic separation cbserved from yoor |
through year 5

13

14

Safety: Optimized Clinical Margin

Summary Conclusion

Parameter A NIVO+
. Nivolumab +Relatlimab provides long-term survival outcomes
et 23% 2% equivalent to NIVO + IPI but with a sigi
profile.
Treatment Discontinuation  18% 43%
. high-grade toxicities.
+ Lower corticosteroid requirement
Any-grade Gl Toxicities 20% 8% N

« Preferred frontline option for advanced/metastatic melanoma.

Next-Generation Adoptive
Cell Therapies for
Melanoma

| OBX-115: Engineered TIL Platform | Anzu-cel: Precision TCR Targeting
1 8 i i
marim

PRAME Target Recognition

o =

| Clinical Efficacy & Survival Metrics

12-Month Recurrence-Free Survival (RFS)

STAMP: Observation 2%

Red.) 87.2% Relapse Free

STAMP Trial Highlights: ADAM Trial Highlights:

HR =058 (Distant Metastasis-Free Survival, .
p=0.635) HR =047 (Age-Adj. MCC Relapse Risk)

Stoniflcant brolongiton of DMES daepke RFS rierical trefds Adjuvant avelumab eut the risk of MCC relapse roughly in half.

Safety Profile and Clinical Management

o 14

Toxicity Spectrum

RT Sequencing Individualized Care

Grade 3/4 Treatment-Related
AEs: 31% in STAMP vs 15% in
ADAM. Consistent with Adjuvant IO should be
established PD-1/L1 safety considered for high distant-risk
profiles cases.

Exploratory sub-analysis
suggests sequential RT prior to
immunotherapy is superior to

Rescue immunotherapy at
relapse is a safe alternative.

concurrent administration.

Conclusion: High MCC-specific survival (92% in ADAM) supports close clinical surveillance as a reasonable alternative
to immediate adjuvant treatment.
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NeolO Outcomes in Merkel Cell
Carcinoma

A Real-World Analysis of Immus py from Moffitt Cancer
Center (2015-Present)

Cohort Profile & Safety Analysis

Among 16 surgical patients evaluable:

60% Total Pathological Response (cPR + mPR).
40% achieved Complete Pathological Response (cPR).

20% achieved Major Pathological Response (mPR).
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| Agni-01Phase 1/2 Clinical Efficacy | IMA203-101 Clinical Outcomes
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SUPERIOR EFFIC

Advances in the Treatment of
Metastasized Uveal Melanoma

Best Overall Response
BICR Assessment
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Primary Efficacy Endpoint Results

BICR Assessment Investigator Assessment

Control
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ADOPTIVE CELL THERAPY & PRECISIO
ONCOLOGY

w L5

TIL-ACT Efficacy UMIS Biomarker Precision Strategy

Adjuvant Immunotherapy in Merkel
Cell Carcinoma

Focus on the STAMP (EA6174) and ADAM Phase Il Trials

The Pathophysiological Landscape

| Adjuvant Clinical Trial Methodology

STAMP (EAGT4) Tral ADAM Trial

+ Expanding Incidence: Rapid 95% increase between =
2000-2013 due to an aging demographic.

- [—— — i Bk 20 it s (4000

+ High Mortality: Historically, Stage Il disease f [ Opemisot o S Ol St M
extreme risk of recurrence and disease-sp Rogmen 200mg a0 7 e [ ———
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+ Therapeutic Shift: PD-1/PD-L1 blockade PryGndpomt Buba-Srs Suna (5551805 Ante-5re S 551

static care, leading to questions
setting.
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PATIENTS WITH RECURRENT
HEAD AND NECK CANCER:
OLD TARGETS, NEW DRUGS
Pierre Fréeres, CHU de Liege

Recurrent, locally advanced, or metastatic head and neck
squamous cell carcinoma (HNSCC) carries a poor prognosis.

The introduction of pembrolizumab — either in combination
with chemotherapy or as monotherapy — has improved
outcomes in this setting. However, long-term follow-up data
remain sobering, with 5-year survival rates barely reaching 20%,
underscoring the ongoing need For novel therapeutic strategies.

At the 2026 American Society of Clinical Oncology (ASCO) annual
meeting, several phase Il trials evaluated novel agents in this
disease context. Three drugs, already established in other cancer
types and targeting molecular alterations long recognized in
HNSCC, were of particular interest:

- Amivantamab (bispecific antibody targeting EGFR and MET),
administered subcutaneously in the ORIGAMI-4 trial. A total of
102 patients with locally advanced or metastatic HNSCC who
had not received prior cetuximab but had progressed after
chemotherapy and immunotherapy were enrolled. The objective
response rate was 47%, including 15% complete responses.
Median time to response was 6 weeks, and half of responses
lasted more than 6 months. Responses appeared particularly
favorable in oral cavity tumors. These outcomes compare
favorably with historical data for cetuximab. A first-line trial
combining amivantamab with carboplatin and pembrolizumab is
currently recruiting (NCT NCT07276399, the study is open in UZ
Antwerpen, Jolimont, UZ Leuven, Vitaz, Institut Roi Albert).

- Trastuzumab deruxtecan (T-DXd), an HER2-targeting antibody-
drug conjugate, is especially relevant in salivary gland cancers
(SGC), where HER2 overexpression occurs in approximately
half of cases. In the MYTHOS trial, enrolling SGC patients
with variable HER2 expression levels, a prior report showed a
nearly 70% response rate in HER2 3+ or 2+ tumors. New data
presented at ASCO 2026 revealed a response rate exceeding
40% in HER2 1+ tumors — though this benefit was observed
exclusively in salivary duct carcinoma histology.

- lvonescimab (bispecific antibody targeting VEGF and PD-

1) was tested in the neoadjuvant setting for stage IlI-IVA
HNSCC, combined with platinum-based chemotherapy. Among
35 patients, all but one responded, yielding a pathological
complete response rate of 50%. This enabled RO resection and
a high rate of larynx preservation. Surgical complications —
including wound healing issues and fistulas — occurred within
expected historical ranges, though prospective evaluation is
warranted.

These findings highlight a growing trend toward targeted
therapies in HNSCC. Other notable data included impressive
results with darolutamide plus androgen deprivation therapy
in adenoid cystic carcinoma patients. Collectively, these studies
underscore the increasing need for comprehensive molecular
profiling to identify patients eligible for novel agent trials.

Finally, a major challenge common to all these studies remains the
difficulty of enrolling HNSCC patients. Well-recognized barriers
include comorbidities, socioeconomic challenges, and overly
restrictive eligibility criteria. Rethinking trial inclusion criteria

to avoid systematically excluding these patients from clinical
research is an urgent priority.

Patients with brain metastases: the ROADS trial

Central nervous system (CNS) tumors continue to present
formidable clinical challenges, particularly in the management

of resectable brain metastases and the evolving treatment
landscape for IDH-mutated gliomas. Despite advances in systemic
therapy, brain metastases remain a devastating and frequently
underestimated entity, characterized by a median overall survival

10

(OS) of approximately 16 months and a substantial burden of
corticosteroid dependency. The current standard of care—
postoperative stereotactic radiotherapy (SRT) or stereotactic
body radiotherapy (SBRT)—is limited by two critical flaws. First,
logistical constraints, including delayed postoperative recovery
and scheduling conflicts, result in nearly 20% of patients never
receiving the intended radiation. Second, among those treated,
local recurrence at the surgical site occurs in roughly 25% of cases
despite protocol-conforming radiotherapy.

In response to these limitations, the ROADS phase I trial (Weinberg
et al., 2026) offers a potential paradigm shift by comparing
Cesium-131 Tile Brachytherapy (TBRT), whereby radiation seeds are
embedded in collagen tiles placed directly into the resection cavity,
against conventional postoperative SRT. The study randomized

230 patients (204 in the modified intention-to-treat population)
presenting with one to six total brain metastases, with a focus on

a dominant, resectable index lesion measuring 2.0 to 7.0 cm. In

the experimental arm, patients received GammaTiles at the index
lesion bed intraoperatively, with SRT reserved for non-index or
newly emergent lesions; the control arm underwent standard
postoperative SRT to the index lesion and all other sites. The
primary endpoint, time-to-surgical bed recurrence (SBR), was not
reached in the TBRT arm, whereas the median time-to-SBR in the
SRT arm was 17.4 months. At 12 months, the cumulative incidence
of SBR was 1.3% with TBRT versus 15.4% with SRT. Most notably,
the TBRT arm demonstrated a significant survival advantage, with

a median OS of 42.5 months compared to 17.6 months in the SRT
arm (hazard ratio 0.59, p=0.032), and 24-month OS estimates of
61.7% versus 35.7%, respectively. This survival benefit is plausibly
attributed to the elimination of postoperative treatment delays:
the median gap from surgery to SRT in the control arm was 27 days,
and prior evidence suggests that each four-week delay in cancer
therapy increases the risk of death by approximately 10% (Hanna
et al.,, BMJ 2020). Nevertheless, caution is warranted. The ROADS
trial was not placebo-controlled, and outstanding questions remain
regarding potential imbalances between arms, as well as infectious
and neurocognitive risks associated with implanted radioactive
seeds. Moreover, TBRT is not currently available in Europe, which
materially limits its immediate applicability to regional practice.

Patients with IDH-mutated glioma: updates from the INDIGO trial
The long-term analysis of the phase Ill INDIGO trial consolidates
the role of vorasidenib as a transformative targeted therapy

for patients with IDH-mutated grade 2 gliomas. With a median
follow-up of 41.6 months—representing more than three years

of extended observation—the updated findings demonstrate
durable and sustained clinical benefits that continue to improve
over time.

The primary efficacy endpoint, median progression-free survival
(PFS), reached 44.1 months in the vorasidenib arm, a marked
extension compared to the 11.1 months initially reported for
placebo. Furthermore, the median time to next intervention (TTNI)
remained not estimable in the vorasidenib group, as only 23.8%
of treated patients required subsequent anticancer therapy,
underscoring the agent’s ability to defer the need for more
aggressive interventions such as radiotherapy and chemotherapy.
Objective response rates rose to 20.8%, with an additional 72.6%
of patients achieving stable disease, indicating that over 90% of
vorasidenib-treated patients experienced disease control.

Exploratory analyses from the INDIGO trial also offer clinically
relevant insights into seizure control, an important quality-of-life
issue for patients with low-grade gliomas. Updated results showed
a 72% reduction in seizure rates with vorasidenib compared with
placebo. In a model-based analysis, the estimated seizure rate was
18.2 per person-year with vorasidenib versus 51.2 with placebo,
corresponding to a rate ratio of 0.36 (95% confidence interval,
0.14-0.89; p=0.0263). These findings suggest that, beyond the
effect of tumor shrinkage, IDH inhibition may also have a direct
anticonvulsant effect, possibly through lowering levels of the
oncometabolite 2-hydroxyglutarate (2-HG), which has been linked
to neuronal hyperexcitability.

The extended follow-up confirms that vorasidenib maintains a
manageable safety profile consistent with prior reports. Adverse
events were predominantly low-grade, with the most common
grade 3 or higher toxicities being asymptomatic elevation of alanine
aminotransferase (ALT, 10.8%) and aspartate aminotransferase (AST,
4.8%). Fewer than 5% of patients discontinued treatment due to
adverse events, and no treatment-related deaths occurred.

Building upon this foundation, the next phase of glioma
management is being defined by the EORTC VIGOR trial
(NCT06809322), which investigates Vorasidenib as maintenance
therapy specifically for patients with grade 2 or 3 astrocytoma
who have successfully completed initial radiochemotherapy.
This initiative marks a conceptual transition from the traditional
“watch-and-wait” approach to an active post-treatment

maintenance strategy, with the goal of prolonging disease control.
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Patient ith Recurrent or metastatic HNSCC patients
h ea d & n eC k Ca n Ce rS * Chemo-immunotherapy or immunotherapy is standard-of-care
Timepoints Pembro + chemo Pembro

1year 45% 45%

2 years 30% 25%

5 years 16% 14%

We need new treatment options !
Tahara et al. Eur J Cancer. 2025. doi: 10.1016/j.ejca.2025.115395.
Old targets, new drugs Amivantamab
Subgroup niN. ORR (95% CI)
Amivantamab Trastuzumab deruxtecan (T-DXd) - 42(32-52)
BICR-assessed respory
) o e | e
Qs 7“/ﬁ I Canfirmed ORR 42 (32-53)
b 77,:/ bl OO, S Best response, n (%) - q I G _5 x
\ (@‘ \ o R S
o f \\ PR Previously untreated, recurrent/metastatic AT ER)
i nealbztion ) o8 head and neck squamous cell cancer® f responsdfs €3 20
\K ose. | . nefit rate® "
Macrophage \ oo, ~ . P r:":':‘““ it}
NE Subcutaneous amivantamab + pembrolizumab s 1-62)
Bispecific binding and J 2 ‘Time to first response, { + carboplatin (n=250) S
... LS = R t@ s
A ACinemizationand (o 3360mg 3010 ] -
D> the bystander effect 30 (18-44)
) Teel
/ P{;@ A e : B
IVONESCIMAB targetlesions\(T07276399. Open in UZ Antwerpen, Jolimont, UZ Leuven, Vitaz, Institut Roi Albert.
Simultaneous Vegf and Pd-1 blockade
Burtness et al. J Clin Oncol. 2026. doi: 10.1200/JC0-26-01042.
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Trastuzumab deruxtecan (T-Dxd) in SGC

atignaBdhts
Anygrade _Grage 12 Graded. . Graded ., Grades

TEAES: any grade 30% or grade 23 In>5%,
excluding events of special interest, n (%)

Naubegz Status 25 (8.4%] ~ 125(69.4%) 1110 I(DD%)
Neutr R Rk Becreadt a o) 22(601%) | 9(50%) | 1 (0.0%)
Whitel cell count daereased ne (zeses) 2 (583%) 17 (42.2%) 4(‘ 6(0.0%)
AspameategicakTypensferase increased 1 (50.0%)  18(50.0%) " Ol 0(0.0%)
Decreagad appetite 30 ‘u wr  gesesn WAp2%)  13(36.1%) 4 (11 0(0.0%)
Constipatisnc. . 0 00 ooasey 17(47.2%)  17(472%)  0(00%) ° 0(0.0%)
AnaptioeTreatment f6(aa%) 13(361%  3(83%) O m&i"«fay
Lymprmesgesent decregsed 1(3how)  7(194%)  6(67%) 1080 088
Weigh® = © B3 IR )b 11(306%)  128%)  00.0%) | 068k
Alaninfstminetransierasqncreased ¢ o (1z2ras 1L(ED.6%IFCAINSOBmbopOBRIC 1+ 0(0.0%)L N 0(0.0%)
PlaterP 2T g 11 (306% 1L(306%  000%  0(00%  O0(00%
Pyrexia Resnonsaes were ohserved il SBE bit Ain ndi%&pec 0%  000%)
TEAEs of special interest, n (%)

ILD/preunfiBfftige e e z 1{2.8%)
Decreased left ventricular ejection fraction 0(00%  0(00%  0(00% _ 0(00% _ 0(00%)

Kinoshita et al. 2026 ASCO meeting. Abstract 6011. SGC : salivary gland cancer.

Ivonescimab in neoadjuvant setting
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S
regression

Organ preservation
rate (laryngeal / 926% (25/27) .
hypopharyngeal Cancers)

2
CR, n (%) 20 (57.1%) %
PR, n (%) 14 (40.0%) Ig
SD, n (%) 1(2.9%) B

g

Organ preservation rate & RO resection rate
* Larynx preservation rate with laryngeal / hypopharyngeal cancers was 92.6%
+ Patients who underwent surgical resection achieved a 100% RO resection rate

Yang et al. 2026 ASCO meeting. Abstract 6014.

Discussion

* Targeted therapies are coming in HNSCC
* EGFR, VEGF, HER2
* But also, androgen-receptor pathway, B7-H4, NTRK, ...

* Extensive molecular profiling for eligible patients

Alsahafi et al. Cell Death Dis. 2019. doi: 10.1038/541419-019-1769-9.

T
insufi

Using evidence
to focus on people
Deliveri A who are mostin need

Q.10
)

Increasing
access to care
closer to home

Lack of awareness ot available trials, referral

Physician-related boriors

Haddad et al. Oral Oncol. 2015. doi: 10.1016/j.oraloncology.2014.12.007. Chen et al. The Permanent Journal. 2026. doi: 10.7812/TPP/25.219.
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Patients with
central nervous system tumors

Newly diagnosed brain mets

* Brain mets is a devastating, underestimated, disease
* Median OS of maximum 16 months
* High steroid dependency and major impact on QoL

* Postoperative SBRT is standard-of-care

« Logistically challenging

* ~ 20% of patients do not receive postoperative SBRT
* Local recurrence in ~ 25% of patients

Mahajan et al. Lancet Oncol. 2017. doi: 10.1016/51470-2045(17)30414-X. Chin et al. World Neurosurg. 2020. doi: 10.1016/j.wneu.2020.09.085

- -~
- Y * Neurosurgery is sometimes required "
* Symptomatic relief N
* Histologic analyses
Sperduto et al. J Clin Oncol. 2020. doi: 10.1200/JC0.20.01255. QoL : quality of life.
11 12
B oeam Cesium-131 based tile therapy (TBRT)
L/ W
““ N \ ~

https://mayfieldclinic.com/qa_gamma-tile.htm.
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ROADS, phase I, trial

Envoliment
Freop
Randomiaton
Primary outcomes
Time-to-surgical bed time-to-SBR)
Surgical bed recurrence-free survival (SB-RFS)

Surgery.
Scheduiod

Secondary outcomes

Overall survival (OS) ReTBRT AT
Functional status (KPS, Barthel-ADL)
Quality of life (FACT-Br)
Adverse events (AEs) 1Brain 248rmin 1 rain 24 Brsin
Development of leptomeningeal disease (LMD) Vetastases Mot Metasiases
Assessment of radiation necrosis (RN)
Factors that cause delays in SRT

ReSRT Arm

- ReSRT to index
sion

- ReSRT to index

+ SRT to non-index
lesions and all now

Weinberg et al. 2026 ASCO meeting. Abstract LBA2000. SBR : surgical bed recurrence.

Patients' population

Randomized Patients (Total 230) Lung 43.7 45.5
Modified Intent-to-Treat Population (Total 204) 103 101 Melanoma 16 109
Median age in years (range) 64 (34, 89) 63(31,89) Breast 126 89
Renal | 49 50
Sex, MF 1063 5249
5021139120 Colon 29 5.9
Race, % White, lack, Asian, other/unknown | 85.4 187100 59 | 20211321201 oter | 214 28
Duraton of extracranil dsease <3 months, % | 524 sas
Median resected tumor diameter, cm (range) 3.20(2.0-6.1) 3.25(2.1-5.8) Fractions: 1 | 3-5 7.8% | 92.2%
Mean number of brain metastases (standard dev) 18(1.13) 18(1.23) Median days from 27 (6-47)
resection to SRT
Number of brain metastases, %: 1 | 2-3 | 4-6 5831340178 55.4133.7] 109
rehabilitation,
Extent of Resection, %:GTR [NGTR [ TR | 73811171191 [,/ 11 411|155 ReasonsforSRT delay | weather events,
unknown 126 scheduling

120% of patients didn’t receive assigned postoperative SBRT !

Weinberg et al. 2026 ASCO meeting. Abstract LBA2000.
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Primary end-points

Time-to-SBR = time from surgery to SBR
Median time-to-SBR was not reached in R+TBRT vs 17.4 months in R+SRT
12-month cumulative incidence of SBR was 1.3% in R+TBRT vs 15.4% in R+SRT
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Weinberg et al. 2026 ASCO meeting. Abstract LBA2000.

Overall survival

0OS = time from surgery to death from any cause
Median OS was 42.5 months in R+TBRT vs 17.6 months in R+SRT
Estimated 24-month OS was 61.7% (95% ClI: 48.4-72.5) in R+TBRT vs 35.7% (20.2-51.5) in R+SRT
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Weinberg et al. 2026 ASCO meeting. Abstract LBA2000. Hanna et al. BMJ. 2020. doi: 10.1136/bmj.m4087.
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Radiation necrosis or SBR

Functional status, quality of life, distant brain failure, adverse events, radiation necrosis and
leptomeningeal dissemination rates were similar in each arm

Median time to SBR/RN was not reached (TBRT) vs 18.3m (SRT)

TS -

Probabilty of freedom from SBR or RN (%)

o 3 i 13 woa 2

5 ”
Months since Surgery

Weinberg et al. 2026 ASCO meeting. Abstract LBA2000.
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/\NN =~
—Not available in Europe
Caution —Not placebo-controlled trial
—Are the two arms (really) well balanced ?

—Infectious risks and cognitive impact ?

Trial for newly diagnosed glioblastoma patients is completed (NCT05342883)
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INDIGO trial updates

INvestigating vorasiDenlb in GliOma (NCT04164901)
i e
+ IDH1/2-mutated* grade 2

oligodendroglioma or astrocytoma 11 Orally, Centrally confirmed
per WHO 2016 guidelines double-blind once daily,  progressive disease
« Prior surgery only randomization 28-day permitted unblinding
* Measurable non-enhancing ffe=ai) cycles and crossovert

disease (21 target lesion -
measuring 21 cm x 21 cm), f;@'g'igﬁfs 5
confirmed by blinded review b (2o >

* Not in need of immediate tumor size g -
chemotherapy or radiotherapy per IDMC regularly reviewed safety and other

investigator assessment clinical data, as well as the efficacy data
following prespecified interim analyses.

Mellinghoff et al. N Engl J Med. 2023. doi: 10.1056/NEJM0a2304194.

3-years follow-up with vorasidenib

v
(N=168)
 Minor response 20(173)
stabe lsse, c03 (a7, o1 728))
Progrepsiygfigease 872(61.1,014 (60) |
24monts womome )
| 36 mont wrmeMs
CURR G N L e M TEEEEE4 o ssmows Ta2658,809)
i Ty Time to and diration of response,* months "~
Ui sepiangzi L Meeaie T dagags T Mediniigg figapg edWih*-220)

AF1RI%As not reach
Median duration of rgsensadoP¥bfidweup  NE (251, NE)

Cloughesy et al. 2026 ASCO meeting. Abstract 2010.
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Seizure control

All patients
0

—— - Vorasidenib
— - Placebo,

Wick et al. 2026 ASCO meeting. Poster Bd408.

VIGOR trial (NCT06809322)

| The VIGOR trial evaluates
‘ vorasidenib as maintenance
| therapy

| Targeting patients with grade 2
| or 3astrocytoma

| Administered following the
{ completion of standard
radiochemotherapy
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Gl ONCOLOGY AT ASCO 2026:
RAS TARGETING ARRIVES, AND
PRECISION THERAPY CONTINUES
TO RESHAPE THE FIELD

Timon Vandamme, UZ Antwerp’?

"Department of Oncology, Antwerp University Hospital
(UZA), Edegem, Belgium.

2 Center for Oncological Research, University of
Antwerp, Antwerp, Belgium

Daraxonrasib Changes the Landscape in Pancreatic Cancer

For decades, RAS has been considered the dominant but largely
“undruggable” driver of pancreatic cancer. The phase Il RASolute
302 trial fundamentally changes that paradigm. Daraxonrasib, an
oral multi-selective RAS(ON) inhibitor, significantly improved overall
survival, progression-free survival and objective response rate
compared with standard chemotherapy in patients with metastatic
pancreatic ductal adenocarcinoma (PDAC) after one prior systemic
regimen. Median overall survival in the overall population was 13.2
months with daraxonrasib versus 6.7 months with chemotherapy
(HR 0.40). Similar benefit was observed in patients with RAS G12
alterations. Progression-free survival improved from 3.5 to 7.3
months, while objective response rate increased from 12% to

33%. Importantly, treatment delayed deterioration in pain and
global quality of life. These data establish daraxonrasib as a new
standard of care after first-line therapy and represent a genuine
breakthrough for pancreatic cancer. Currently, evaluation of
Daraxonrasib in first-line is ongoing in multiple phase Il trials which
will also open in Belgium, both in combination with chemotherapy
as in monotherapy. If positive, the field could be moving towards a
chemotherapy-free treatment in first-line for PDAC, which of course
would be a true revolution in this hard-to-treat disease.

New Directions in Pancreatic Cancer Drug Development

Several early-phase studies suggested future opportunities in
pancreatic cancer. Among these, atebimetinib, a cyclic MEK inhibitor,
combined with modified gemcitabine and nab-paclitaxel produced
encouraging activity, with an objective response rate of 36%, disease
control rate of 82%, median progression-free survival of 8.3 months
and median overall survival of 17.3 months. Although these findings
require confirmation in the ongoing phase Il MAPKeeper 301

trial (which will also run in Belgium), they illustrate the continued
efforts to move beyond conventional chemotherapy backbones in
pancreatic cancer. It is too early to think about potential combination
strategies but mechanistically a combination with panRAS inhibition
and cyclic MEK inhibition might be interesting.

BRAF V600E Colorectal Cancer: BREAKWATER Establishes

a New Standard but no benefit from immunotherapy to
encorafenib-cetuximab

The most important colorectal cancer updates centered on
molecularly selected populations. First-line phase Il BREAKWATER
trial solidified the role of upfront BRAF and EGFR inhibition

in BRAF V600E-mutated metastatic colorectal cancer. After a
positive initial read-out in the FOLFOX cohort, at ASCO 2026 the
results in the FOLFIRI cohort were presented with an objective
response rates of 66% versus 41%, progression-free survival of
15.2 versus 8.3 months, and an overall survival hazard ratio of 0.56
favoring encorafenib plus cetuximab plus chemotherapy. These
findings complemented the previously reported FOLFOX cohort,
which showed median overall survival of 30.3 months versus 15.1
months. Taken together, the data strongly support chemotherapy
combined with encorafenib and cetuximab as the preferred
first-line approach for patients with BRAF V600E-mutant MSS
metastatic colorectal cancer. On thecontrary, the SWOG S2107
was negative. This trial investigated the addition of nivolumab to
encorafenib and cetuximab in previously treated MSS BRAF V600E-
mutant metastatic colorectal cancer. The study failed to improve
progression-free survival despite encouraging expectations
regarding immune sensitization.
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HER2-Positive Colorectal Cancer Enters the ADC Era
HER2-positive colorectal cancer emerged as another area of
significant progress. In the randomized phase Il HORIZON-CRCO1
trial, trastuzumab rezetecan demonstrated a marked improvement
in progression-free survival compared with standard later-line
therapy.Median progression-free survival improved from 2.8 to 5.5
months (HR 0.33), while objective response rates increased from
4.5% to 40.7%. Although overall survival data remain immature, the
magnitude of activity suggests that antibody-drug conjugates are
poised to become an important component of treatment sequencing
in HER2-positive colorectal cancer. Questions remain regarding
optimal sequencing after trastuzumab/tucatinib and trastuzumab
deruxtecan, but the therapeutic landscape is clearly evolving.

ctDNA Continues to Mature, but Clinical Utility Remains Unproven
Several presentations focused on circulating tumor DNA (ctDNA),
which continues to demonstrate strong prognostic value across
colorectal cancer settings. The consistency of the data is increasingly
convincing: patients who remain ctDNA-positive after surgery or
adjuvant therapy have a substantially higher risk of recurrence, while
CtDNA clearance during treatment is associated with more favorable
outcomes. This was again illustrated by studies evaluating ctDNA
dynamics after adjuvant chemotherapy, as well as by analyses in
metastatic colorectal cancer showing that early molecular response
can precede and predict radiological benefit.

In KRAS G12C-mutant metastatic colorectal cancer, early ctDNA
clearance during treatment with sotorasib plus panitumumab
provided further evidence that ctDNA may function as a rapid
pharmacodynamic marker of targeted treatment activity. Similarly,
in the adjuvant setting, postoperative and post-chemotherapy
ctDNA status helped identify patients with very different
recurrence risks, potentially allowing future escalation or de-
escalation of treatment intensity. These findings support the
concept that ctDNA could become a central tool for response
monitoring and risk stratification in colorectal cancer.

However, the important distinction between prognostic validity
and clinical utility remains as challenge. Although ctDNA clearly
identifies patients at high or low risk, no randomized study

has yet definitively shown that modifying treatment based on
ctDNA results improves survival or recurrence outcomes. Key
practical questions also remain unresolved, including the optimal
timing of testing, the preferred assay platform, the required
sensitivity for minimal residual disease detection, and the

best therapeutic intervention for patients who remain ctDNA-
positive. Consequently, ctDNA is rapidly becoming one of the
most powerful biomarkers in colorectal cancer research, but its
routine use to guide treatment decisions should still be considered
investigational. For now, ctDNA is best interpreted as a highly
informative risk marker and an increasingly useful tool for clinical
trial design, rather than as a standalone determinant of adjuvant or
metastatic treatment strategy.

Exercise Emerges as a True Adjuvant Intervention

In contrast to ctDNA, the CHALLENGE study continues to provide
some of the most compelling adjuvant survivorship data in
oncology. Long-term follow-up demonstrated improvements

in disease-free survival (HR 0.72) and overall survival (HR 0.63)
among patients participating in a structured exercise program
following treatment for colon cancer. New health-economic
analyses presented at ASCO 2026 further demonstrated that the
intervention is highly cost-effective and potentially cost-saving.
These findings strengthen the argument that exercise should be
viewed as an evidence-based adjuvant intervention rather than
simply a lifestyle recommendation. Currently, the question is no
longer “should we implement this in the Belgian setting?” but
“How fast can we implement this in the Belgian setting?”.

Aspirin and Hepatic Arterial Infusion: Two Negative Adjuvant
Studies

Two important studies provided negative but clinically relevant
findings. The EPISODE-III trial failed to demonstrate a significant
disease-free survival benefit for low-dose aspirin in unselected
stage Il colorectal cancer following surgery and adjuvant
chemotherapy. While safety was favorable, the results suggest



that future aspirin strategies should focus on biomarker-selected
populations as the result from the ALASCCA trial clearly showed a
benefit in a PI3KCA pathway-mutated population. Similarly, the Dutch
PUMP trial found no progression-free survival benefit from adjuvant
hepatic arterial infusion pump chemotherapy after resection of
colorectal liver metastases in low-risk patients. Although technically
feasible in European centers, routine implementation cannot currently
be recommended.

HER2-Positive Gastroesophageal Cancer: A New First-Line Standard
One of the most important gastroesophageal cancer presentations
was the HERIZON-GEA-01 update. Zanidatamab combined with
tislelizumab and chemotherapy significantly improved outcomes
compared with trastuzumab-based therapy in first-line HER2-positive
advanced gastroesophageal adenocarcinoma. Median progression-
free survival improved from 8.1 to 12.4 months (HR 0.63), while
median overall survival increased from 19.2 to 26.4 months (HR 0.72).
Importantly, benefit appeared independent of PD-L1 expression.
These results support zanidatamab-based therapy as a new first-line
standard in HER2-positive gastroesophageal cancer.

No efficacy For Dual Checkpoint Blockade while Novel
Immunotherapy Combinations and ADCs show promise

The phase Ill ATTRACTION-6 study evaluated nivolumab plus
ipilimumab in combination with chemotherapy for HER2-negative
advanced gastric and gastroesophageal junction cancer. Despite
modest improvements in progression-free survival and response

rates, no overall survival benefit was observed. Toxicity was
substantially higher than with chemotherapy alone. These findings do
not support routine use of dual checkpoint inhibition in unselected
gastric cancer populations. Among exploratory studies, ONO-4578,

an EP4 antagonist, generated encouraging results when combined
with nivolumab and chemotherapy. The randomized phase Il study
demonstrated progression-free survival of 9.0 months versus 6.9
months (HR 0.67), particularly among patients with PD-L1-positive
disease. While these findings require phase Ill validation, they highlight
innovative approaches aimed at overcoming resistance to immune
checkpoint blockade. In esophageal squamous cell carcinoma, the
Chinese phase Ill PANKU-Esophagus01 trial evaluated the EGFR/HER3
bispecific antibody-drug conjugate izalontamab brengitecan. The study
demonstrated significant improvements in both progression-free
survival (4.17 vs 1.97 months) and overall survival (9.79 vs 7.20 months)
compared with chemotherapy following prior platinum and PD-1-
based treatment. Although international validation remains necessary,
these data suggest a potentially important future treatment option in
refractory ESCC.In neuroendocrine carcinoma, the randomized phase

Il dose-optimization study of alveltamig (ZG006), a trispecific DLL3/
DLL3/CD3 T-cell engager, showed encouraging activity in previously
treated NEC patients with DLL3 expression in at least 50% of tumor
cells. The 30 mg Q2W dose appeared most active, with a confirmed
objective response rate of 56.3%, and a median duration of response
of 11.76 months. With approximately 14 months of follow-up, median
overall survival had not yet been reached in the 30 mg cohort, and the
12-month OS rate was 75%. These early data further support the role
of DLL3 as a promising immunotherapeutic therapeutic target in NEC.

First-Line FGFR Inhibition Advances in Cholangiocarcinoma

The phase Ill FIGHT-302 trial provided the strongest evidence to
date supporting earlier use of FGFR inhibition in FGFR2-rearranged
cholangiocarcinoma. Although the trial was halted due to poor
recruitment and could therefore not reach its foreseen statistical
power, pemigatinib significantly improved progression-free survival
compared with gemcitabine-cisplatin (8.34 vs 6.80 months; HR 0.58)
and increased objective response rates from 15.5% to 47.0%. While
overall survival differences were likely obscured by crossover and
early cross-over, the trial confirms the importance of comprehensive
molecular profiling at diagnosis and supports consideration of
targeted therapy earlier in the disease course.

Balancing Efficacy and Toxicity in Hepatocellular Carcinoma
Several hepatocellular carcinoma studies explored increasingly
complex strategies combining immunotherapy, antiangiogenic therapy
and locoregional treatment. The main discussion focused on whether
the addition of systemic therapy to TACE can meaningfully improve
outcomes in patients with embolization-eligible unresectable HCC.
The EMERALD-3 trial provided important phase Ill data in this setting.
In patients with unresectable embolization-eligible HCC, STRIDE plus
lenvatinib combined with TACE improved progression-free survival
compared with TACE alone, with median PFS of 13.1 versus 8.1 months
and a hazard ratio of 0.66. STRIDE plus TACE without lenvatinib also
improved PFS, with median PFS of 12.9 versus 8.1 months and a hazard
ratio of 0.71. Early overall survival analyses were encouraging but not
yet definitive. These data suggest that immunotherapy-based TACE
combinations may become an important option in selected patients.
However, without clear benefit on overall survival, this regimen is

not yet ready from prime time. In the advanced-disease setting,
IMbrave251 addressed a different but highly relevant question:
whether atezolizumab should be continued beyond progression

after first-line atezolizumab plus bevacizumab. The trial randomized
patients to atezolizumab plus lenvatinib or sorafenib versus lenvatinib
or sorafenib alone after prior benefit from atezolizumab/bevacizumab.
The study did not meet its primary overall survival endpoint. Median
0OS was 14.6 months with continued atezolizumab plus TKI versus 12.5
months with TKI alone, with a hazard ratio of 0.88 and no statistically
significant benefit. PFS was also not improved, with median PFS of 4.3
versus 4.8 months. IMbrave251 shows that continuing immunotherapy
beyond progression is not sufficient as a general strategy.

Conclusions

ASCO 2026 will be remembered in Gl oncology for one truly practice-
changing presentation: the phase Ill RASolute 302 trial of daraxonrasib
in previously treated metastatic pancreatic adenocarcinoma, which
established daraxonrasib as a new standard of care for previously
treated metastatic pancreatic cancer and provided the first convincing
demonstration that direct RAS inhibition can substantially improve
survival in pancreatic ductal adenocarcinoma. In other GI tumor types,
progress seems to be focused on molecular selected subgroups such
as BRAF V600E-mutant CRC and HER2-positive GEJ-, gastric and
colorectal cancer

BRAF V600E CRC: targeted therapy moves upfront
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ctDNA in CRC: prognostic, but not yet predictive
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NCCN Guidelines

CGDNA s a prognostic marker; however, there is currently
insufficient evidence to recommend routine use of
CIDNA assays outside of a clinical trial.
De-escalation of care and treatment decision-making are
not recommended based on GIDNA results. Pariicipation in

clinical trials is encouraged.

50

Prognostic information # proven clinical utility

CIRCULATE adds evidence — not a practice change

Effect of adjuvant therapy - ITT

« Preplanned primary analysis
was negative

* GtDNA-positive patients have
high recurrence risk

« Need randomized proof that
acting on GtDNA improves
outcomes
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TACE + immunotherapy in HCC: promising but nuanced

PFS: STRIDE

Key Takeaway

EMERALD-3 is the first Phase 3 study to demonstrate that a
'STRIDE-based regimen improves clinical outcomes when

combined with TACE, supporting its role as a potential
new treatment option in unresectable eeHCC

First phase lll STRIDE-based TACE-combination trial

+TACE vs. TACE
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PFS improves vs TACE alone

CHALLENGE: exercise as adjuvant therapy
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Gl oncology at ASCO 2026
What do | take to work?

Timon Vandamme MD PhD
Senior consultant digestive and neuroendocrine oncology
Department of Oncology, UZA

Center for Oncological Research, University of Antwerp
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Daraxonrasib: survival benefit and disease control

Progression-Free Survival by BICR

e
Key Secondary Endpoint: Overall Survival in the Overall Population

asee

PFS:7.3vs 3.5 months

Overall survival: 13.2 vs 6.7 months

NEC: DLL3-targeted T-cell engagers enter the scene

Key Takeaway Points

Robust Antitumor Efficacy:

30 mg e, The contemed ORR o 6.3 and mecia DOR of 1.7 s sepport
[ 126006 o reas s iarapestsc poertil

Manageable Safety Profile:
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Robust activity in DLL3-high NEC

30 mg Q2W: ORR 56.3%; DoR 1.8 months

What do | take to work after ASCO 2026?

o Is RAS finally druggable in pancreatic cancer?
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LATEST ADVANCES IN THORACIC
ONCOLOGY AT ASCO 2026

Mariana Brandao, Institut Jules Bordet

ASCO 2026 further refined the therapeutic landscape of non-
small cell lung cancer (NSCLC) across both molecularly defined
and biomarker-negative populations, highlighting two parallel
trends: earlier use of targeted therapies and the expansion of
immunotherapy combinations and antibody drug conjugates
(ADC)-based strategies.

Key practice-changing data include a marked adjuvant benefit
with selpercatinib in early-stage RET fusion NSCLC, positive
first-line results for sunvozertinib in EGFR exon 20 insertion
disease, and 7-year confirmation of lorlatinib’s durable systemic
and intracranial control in ALK-positive NSCLC. In contrast,
adjuvant nivolumab failed to improve disease-free survival. Novel
combinations, such as a PD-1/VEGF bispecific antibody and an ADC
plus PD-1 blockade, also showed promising efficacy signals, mainly
in Chinese cohorts, warranting global validation.

This overview highlights selected abstracts from ASCO 2026 and is
not intended to be comprehensive.

NSCLC with actionable genomic

alterations

Adjuvant selpercatinib For RET Fusion early NSCLC (LIBRETTO
432)"

In early-stage NSCLC, there are already two approved targeted
therapies after local treatment: osimertinib for patients with
stage IB-IlIA resectable or stage Il unresectable NSCLC with classic
EGFR mutations and alectinib for ALK fusion positive resected
NSCLC. However, until now, there were no targeted therapies
approved for patients with other actionable genomic alterations
(AGA).

The LIBRETTO 432 trial was the first study testing a RET-
directed tyrosine kinase inhibitor (TKI) in RET fusion-positive
NSCLC. In patients with stage II-IlIA (the intention-to-treat
population), three years of adjuvant selpercatinib produced a
large improvement in event free survival (EFS): 2 year EFS was
92% versus 61% with placebo (HR = 0.17, 95% confidence interval
[CI], 0.06-0.51). In the overall population (stage IB-IlIA), 2 year EFS
was 94% with selpercatinib and 70% with placebo (HR = 0.17, 95%
Cl, 0.06-0.49).

This magnitude of benefit is large and clinically meaningful

in a population at substantial risk of recurrence; the result is
biomarker driven and immediately actionable where RET testing is
available.

However, RET fusions are rare, so sample size was modest
(n=151) and overall survival (OS) data remain immature; racial
representation was limited in parts of the dataset. Duration of
therapy and optimal sequencing with adjuvant chemotherapy also
require further refinement.

Practice implications: Routine RET testing in resected stage Il-

IIIA NSCLC should be prioritized. Adjuvant selpercatinib is now

a standard option for eligible patients after multidisciplinary
review, with counseling about expected toxicities and the current
evidence base.

Sunvozertinib as first line therapy for metastatic NSCLC with
EGFR exon 20 insertions (WU KONG28)?

EGFR exon 20 insertion mutations occur in 2 to 3% of cases of
NSCLC and in up to 12% of cases of EGFR-mutated NSCLC. The
insertional mutations at EGFR exon 20 induce a rigid conformation
of the kinase-active site and form steric hindrance, an effect

that results in a smaller drug-binding pocket and limits effective
binding of conventional first- to third-generation EGFR TKls,

such as osimertinib. Thus, until recently, these patients received
chemotherapy as first-line treatment and their prognosis is
generally poor. The phase Il PAPILLON trial showed that the
addition of amivantamab (a bispecific anti-EGFR/anti-MET
antibody) to chemotherapy with carboplatin-pemetrexed leads to
a significant improvement in progression-free survival (PFS). This
regimen is approved in Europe, but not reimbursed in Belgium.
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The WU KONG28 trial compared Sunvozertinib, a TKI

specifically designed to target EGFR exon 20 insertions, against
chemotherapy. Sunvozertinib significantly PFS versus carboplatin
pemetrexed (median PFS 10.3 vs 7.5 months; HR 0.65, 95% ClI
0.50-0.85) and produced higher objective response rates (58.9% vs
31.1%).

The advantage of Sunvozertinib is that it is an oral, chemotherapy
sparing targeted option with broad activity across exon 20
subtypes and durable responses, which improves convenience and
may preserve quality of life for many patients.

Nonetheless, higher rates of grade >3 adverse events (notably
creatine kinase elevations, diarrhea, anemia) require active
monitoring and management. OS data are immature and cross
over may confound long term comparisons. Also, there is no head-
to-head comparison with the current standard-of-care, which is the
combination of carboplatin-pemetrexed with amivantamab.
Practice implications: Sunvozertinib is a compelling first line
option for patients with confirmed EGFR exon 20 insertions
where available; baseline and on treatment monitoring (CK, LFTs,
hematologic parameters) and early toxicity management are
essential.

Lorlatinib 7 year update (CROWN) — first-line therapy for
metastatic NSCLC with ALK fusions?

Rearrangements of the anaplastic lymphoma kinase (ALK) gene
are found in approximately 4% of NSCLC and confer sensitivity to
treatment with ALK TKiIs. Lorlatinib is a highly potent
third-generation macrocyclic ALK TKI, specifically developed to
penetrate the blood-brain barrier and have broad activity against
most known ALK resistance mutations.

In the phase 3 CROWN study, lorlatinib showed superior efficacy
over crizotinib in patients

with treatment-naive advanced ALK-positive NSCLC, with marked
PFS benefit and intracranial efficacy.

In this updated analysis, after 7 years of follow up, median PFS
remained not reached with lorlatinib versus 9.1 months with
crizotinib (HR 0.19), with sustained intracranial control and a 7
year PFS of 55% on lorlatinib. OS follow-up is still ongoing. This
unprecedented long-term systemic and intracranial disease
control suggests that first-line lorlatinib could transform
outcomes for many patients with ALK-positive disease, with

the potential to redefine it as a more chronic condition for a
significant proportion of patients.

Still, lorlatinib’s metabolic and neurocognitive adverse event
profile (hyperlipidemia, weight gain, neurological effects) requires
proactive management; long term toxicity surveillance and
standardized mitigation strategies are needed.

Practice implications: Lorlatinib should be considered the
preferred first line ALK TKI, particularly for patients with baseline
brain metastases. Clinicians must implement lipid management
and neurocognitive monitoring.

Neoadjuvant lorlatinib in stage 11l ALK-positive NSCLC (LORIN)*
While targeted therapies have transformed outcomes in
advanced ALK-positive NSCLC and are now established in the
adjuvant setting, data on neoadjuvant approaches remain
limited. The phase Il LORIN trial explored the feasibility and
efficacy of neoadjuvant lorlatinib in patients with potentially
resectable or initially unresectable stage Il ALK-positive NSCLC.
Patients received up to three cycles of lorlatinib followed by
multidisciplinary evaluation for surgery or other local therapies,
with optional consolidation lorlatinib.

Neoadjuvant lorlatinib demonstrated high activity, with an
objective response rate of 83.7%. Among the 32 patients who
underwent surgery, the RO resection rate was 96.9%, with

major pathological response (MPR) and pathological complete
response (pCR) rates of 81.3% and 46.9%, respectively. Notably,
75% of patients initially deemed unresectable were converted
to surgical candidates, and nodal downstaging occurred in over
90% of resected cases. At a median follow-up of 13 months,

the 1-year event-free survival rate was 97.1%, with no deaths
reported. These findings suggest that neoadjuvant lorlatinib may
enable deep tumor responses and substantially increase surgical
eligibility in locally advanced ALK-positive NSCLC, representing a
promising step toward integrating highly potent ALK inhibition

earlier in the disease course. However, the single-arm design,
limited sample size, and short follow-up warrant caution, and
confirmatory randomized studies with longer-term outcomes are
needed before routine adoption.

Practice implications: Neoadjuvant lorlatinib should currently be
considered investigational, but may be an attractive option within
clinical trials or selected multidisciplinary settings, particularly for
patients with borderline resectable or initially unresectable stage
IIl ALK-positive disease.

NSCLC without actionable genomic
alterations (AGA)

Adjuvant nivolumab after standard adjuvant therapy (EA5142 /
ALCHEMIST)®

In recent years, the addition of immunotherapy to chemotherapy
has transformed the treatment of patients with early-stage
resectable EGFR/ALK negative NSCLC. Multiple neoadjuvant,
perioperative and adjuvant trials have been presented. Although
the added value of immunotherapy in the neoadjuvant /
perioperative setting in terms of EFS and OS improvement is well-
established, its role in the adjuvant setting is less-well defined.
The large EA5142 / ALCHEMIST trial enrolled 935 patients

with resected stage I1B=4cm, Il or IIIA EGFR/ALK negative NSCLC.
However, 1 year of adjuvant nivolumab given after completion

of planned adjuvant chemotherapy and/or radiotherapy did

not improve disease free survival in the ITT population (median
DFS 71.3 vs 68.8 months; HR 0.97, 95% Cl 0.81-1.17) nor among
patients with PD-L1 high (=50%) tumors (median DFS 89.9 vs 78.5
months; HR 0.86, 95% Cl 0.59-1.25). There were no differences,
either, in terms of OS.

Practice implications: This additional negative trial on the use of
immunotherapy after surgery reinforces the shift towards the
use chemo-immunotherapy preferentially in the neoadjuvant /
perioperative setting.

Advanced / metastatic NSCLC without AGA

In Europe, first-line treatment strategies for non—oncogene-
addicted NSCLC are largely guided by tumor PD-L1 expression.
Patients with PD-L1 expression 250% typically receive anti—
PD-(L)1 monotherapy or in combination with chemotherapy;
those with PD-L1 expression of 1-49% generally receive
chemoimmunotherapy; and patients with PD-L1-negative tumors
(<1%) may be treated with chemoimmunotherapy or with a
combination of nivolumab (anti-PD-1) and ipilimumab (anti-CTLA-
4) alongside a short course of chemotherapy.

Although these approaches have substantially improved overall
survival in advanced/metastatic NSCLC over the past decade,
most patients ultimately experience disease progression and die
from their disease. This underscores the need for more effective
therapeutic strategies, including novel immunotherapy- and
chemotherapy-based approaches.

HARMONi 6 (ivonescimab) — PD 1/VEGF bispecific in advanced
squamous NSCLC®

Ivonescimab is a bispecific antibody targeting PD-1 and VEGF and
it has shown promising efficacy in terms of tumor response and
PFS in advanced NSCLC, supported by both phase 2 and phase 3
studies.

In the randomized, double blind phase 3 HARMONi 6 trial in China,
ivonescimab plus chemotherapy improved OS versus tislelizumab
(anti-PD-1) plus chemotherapy (median OS 27.9 vs 23.7 months;
HR 0.66, 95% Cl 0.50-0.87) at interim analysis. This demonstrates
that PD 1/VEGF bispecific blockade can add survival benefit over
PD 1 alone in squamous histology, a population with historically
limited targeted options.

However, the study population was Chinese and predominantly
male; safety signals (higher grade >3 adverse events and
hemorrhage) require careful evaluation. Global generalizability
and confirmatory trials are needed.

Practice implications: The regimen is promising and may become

a new option for squamous NSCLC pending regulatory review and
global validation; clinicians should monitor bleeding risk and other
class specific toxicities.
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OptiTROP Lung05 (sacituzumab tirumotecan + pembrolizumab)
-PD L121% NSCLC’

In PD L1 =1% advanced NSCLC, sacituzumab tirumotecan (a TROP2
directed ADC) plus pembrolizumab significantly prolonged PFS
versus pembrolizumab alone (median PFS not reached vs 5.7
months; HR 0.35, 95% Cl 0.26-0.47) at interim analysis. This benefit
seemed larger among patients with PD-L1 TPS of 1-49% (HR 0.28,
95% CI 0.19-0.41) than among those with PD-L1 TPS of 250% (HR
0.47,95% C10.29-0.77).

This trial shows that ADC + PD 1 combinations may improve

PFS across PD L1 strata and histologies, offering a new biologic
strategy beyond “classic” chemoimmunotherapy.

Nonetheless, interim follow up is short and OS data are pending;
grade >3 toxicity was higher in the combination arm, necessitating
careful patient selection and toxicity management. Also, the

trial was conducted in China and requires broader validation.
Furthermore, Pembrolizumab alone as the comparator arm in the
PD-L1 TPS of 1-49% is not considered adequate in Europe, where
the standard-of-care treatment is chemoimmunotherapy.

Practice implications: ADC + PD 1 is a compelling strategy for

PD L1 positive disease; adoption should be guided by regulatory
approvals and institutional capacity to manage ADC related
toxicities.

Conclusions

ASCO 2026 delivered several practice defining and practice
influencing results. Targeted therapies continue to reshape
outcomes for molecularly defined NSCLC, while innovative
immunotherapy and ADC combinations expand therapeutic
possibilities for PD L1 positive and squamous disease. The
immediate clinical task is to integrate molecular testing into
routine workflows, adopt targeted adjuvant and first line
strategies where evidence is robust, and cautiously evaluate novel
immunotherapy-based combination regimens as confirmatory
data emerge.
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LIBRETTO-432: adjuvant Selpercatinib

A global, multicenter, phase 3, double-blind, randomized, placebo-controlled study

Key eligibility criteria

+ Histologically confirmed-RET
fusion-positive NSCLC stage
18, 11, or A

+ Received definiive therapy
(surgery or radiotherapy, +/-
systemic adjuvant
chemotherapy)

+ No evidence of disease

recurrence or progression

following defintive therapy

Treatment completed
(upto 3years),
disease recurrence,
progression, or

Survival
follo

Primary Endpoint

+ Investigator assessed EFS in primary analysis population (stage I1-IIA)
Secondary Endpoints

+ EFS by BICR in primary analysis population

« EFS by investigator and BICR assessment in overall popuiation (stage 18-111A)
- Safe

ty
+ Overall survival

Stratified by stage (18 or II1A)
and definitive treatment (surgery
or radiotherapy)
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Early stage NSC
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Event-Free Survival by Investigator Assessment
Primary Analysis Population, Stage II-llIA RET fusion-positive NSCLC
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ALCHEMIST: adjuvant Nivolumab

Nivolumab 480 mg IV
every 4 weeks for up to 1
« Resected stage IB24cm, Il or IlIA AICC v7 year
« Registered to ALCHEMIST (A151216) for PD-L1

evaluation and negative for EGFR/ALK if non-
squamous

* No prior immunotherapy
* No contraindication to nivolumab
+ Completed planned adjuvant therapy

Stratification Factors
« Disease stage (IB/I1A vs IIB/Ill
« PD-LL expression by Dako 28-8 (<1% vs 21%)
« Histology (squamous vs non-squamous)
« Prior adjuvant treatment (none vs chemo vs chemo &
radiation

Dual primary end points: DFS (in ITT and in PD-L1 250%. OS tested
hierarchically if DFS significant.

Key secondary end points: safety, DFS in prespecified subsets

ALCHEMIST (adj Nivo): DFS

Intention to Treat Population Population with tumor PD-L1 2 50%

Treatment Group Treatment Group
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Metastatic NSCLC

EGFR ex20 ins (~2% adeno)

WU-KONG28: 1L Sunvozertinib

Metastatic NSC|

WU-KONG28 (1L Sunvozertinib): BICR PFS =

100 4= Median Hazard Ratic P Value
(95% CI) (95% CI)

o HARMONI-6: ivonescimab + CT

Ivonescimab (20 mg/kg, Q3W)
+ Carboplatin (AUC 5, Q3W)
+ Paclitaxel (175 m
up to 4 cycles

Ivonescimab
(20 mglkg, Q3W)
up to 24 months

lly confirmed
squamous NSCLC

tage I1IB-1V

No prior systemic therapy
Tislelizumab (200 mg, Q3W)
No EGFR mut ALK + Carboplatin (AUC 5, Q3W)
ments. + Paclitaxel (175 mg/m?, Q3W)
up 10 4 cycles

Tislelizumab.
(200 mg, Q3W)
up to 24 months

Stvatification Factors: Endpoints:
tratification Factors: + Primary endpoint: PFS by IRRC per RECIST v1.1
- Stage: IIBIIC vs. IV W=
Cvs. . Key secondary endpoint: 0S
+ PD-L1TPS:21%vs. <1% . secondary endpoints: PFS by INV, ORR, DCR, DoR, TTR and safety

@ HARMONI-6 (ivo + CT): 0S

ivonescimab | Tislelizumab

+ chemo +chemo.
= 66) 6)
< mOS, months 27.89 2369

E (95% Cl) (27.89, NE) (20.11,NE)
Z Stratified HR 0.66

H (95% CI) (0.50, 0.87)

g p-value 0.0017

Q

> OS significance boundary: 0.0049

> The median OS in the ivonescimab group
would have not been reached without the.

. e o) last single event
Vonecmib ggo asaol w0 200 M s s sstoo) s as0e  ous)
TN a0 o) a0 0 e e U s 001 w0 o)
Abbreviation: mOS, ‘hazard ratio; CI, +  Data cutoff date: Feb 27, 2026

+ Median Follow-up: 21.36 months.

First regimen showing a survival superiority vs chemotherapy + anti-PD-(L)1
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Biomarker analyses.
No crossover betweentreatment arms was permitted

« In this post hoc analysis with 7 years of follow-up, we present investigator-assessed efficacy
outcomes, safety, and biomarker analyses (data cutoff: October 31, 2025)

At data cutoff, the required number of OS events for a protocol-specified second interim analysis (at least 139
deaths) has not been reached; 123 of 296 (42%) discontinued the study in both arms due to death

Metastatic NSCLC
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PD-L1 TPS<1%
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o OptiTROP-Lung05: sac-TMT + Pembro -

Sac-TMT (TROP2 ADC) design

Endpoints ® %

Primary
PFS assessed by BICR

Key

bility
Locally advanced (stage IIB/IIC) or
metastatic (stage IV) NSCLC

Sac-TMT 4 mglkg Q2W.
*

Pembrolizumab 400 mg Q6W=
(n=208)

No prior systemic antitumor therapy
Secondary

08 (key secondary endpoint)
PFS assessed by investigator
ORR, DCR, DOR, etc.

Safety

No sensiizing EGFR or ALK
aleration

Pembrolizumab 400 mg Q6W=
(n=205%)

+ PD-L1TPS2 1% (IHC 22C3,
central lab)

ECOG score 0 or 1

Stratification factors Patients received sac-TMT + pembro or pembro monotherapy until disease progression or
Histology (squamous vs. non-squamous) unacceptable toxicity

PD-L1 TPS (1-49% vs. 2 50%)

ECOG score (0vs. 1)
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+ Comne Pembro alone is NOT SoC!

R
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]

17

Conclusions in NSCLC

* Adjuvant Selpercatinib in stage IB-Ill RET+: new

SoC (LIBRETTO 432)

* Sunvozertinib in 1L mNSCLC with EGFR exon 20

insertions: new treatment option (WU KONG28)

* Lorlatinib:

« established 1L SoC in ALK+ mNSCLC
(CROWN 7-year PFS analysis)

* promising data as neoadjuvant treatment in
stage IIl ALK+ NSCLC (LORIN)
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RENAL CANCER
Sylvie Rottey, UZ Gent

ctDNA analysis in participants with renal cell carcinoma
treated with adjuvant pembrolizumab or placebo in the
KEYNOTE-564 trial.

Abstract 4502

Toni K. Choueiri et al.

While sensitivity was low, ctDNA positivity was associated with
worse DFS outcomes irrespective of the ctDNA assay used. ctDNA
clearance was higher in the pembro arm than in the pbo arm.
These data highlight the limitations of these assays in ccRCC.

Durvalumab monotherapy versus active monitoring for
resected primary renal cell carcinoma in RAMPART: An
international, phase 3, randomized controlled trial.

Abstract LBA4511

James M.G. Larkin et al.

In RAMPART, durvalumab plus tremelimumab was associated
with a statistically significant improvement in DFS, which was nog
observed with durvalumab monotherapy.

Extended follow-up (6 years) of the phase 2 LITESPARK-004
study of belzutifan in participants with von Hippel-Lindau
disease—associated neoplasms.

Abstract 4550

Srinivasan et al.

After 6 years of FU, Belzutifan continues to show durable
antitumor activity and a manageable safety profile in pts with VHL
associated RCC, CNS HB, pNETs who do not require immediate
surgery.

Urinary Bladder Cancer

Enfortumab vedotin plus pembrolizumab (EV+P) vs
chemotherapy for previously untreated locally advanced or
metastatic urothelial carcinoma (la/mUC): 3.5-year follow-up
and response analyses from the phase 3 EV-302 study.
Abstract 4507

Thomas Powles, MD, PhD, et al.

EV 302 represents the longest FU available for EV+P in a phase

3 trial. 3.5 years of median FU, EV+P continues to demonstrate
superior efficacy vs chemo, with no safety signals. 2/3 of patients
achieving CR converted from an initial PR.

Health-related quality of life (HRQOL) with pembrolizumab or
observation for high-risk muscle-invasive urothelial carcinoma
after surgery: Results from the AMBASSADOR randomized
trial (Alliance A031501).

Abstract 4513

Ronald C. Chen, et al.

Adjuvant pembrolizumab after radical surgery for patients with
high risk muscle invasive urothelial carcinoma improved disease
free survival without negatively affecting HRQOL.

Health-related quality of life (HRQoL) with neoadjuvant
and adjuvant (neoadj-adj) enfortumab vedotin (EV) plus
pembrolizumab (pembro) in participants (pts) with muscle-
invasive bladder cancer (MIBC) who are cisplatin ineligible:
Phase 3 KEYNOTE-905 study. EV 303

Abstract 4510

Peter H. O'Donnell, et al.

The addition of neoadjuvnat EV plus pembro did not decrease
HRQoL 18 weeks post surgery relative to RC + PLND alone. BCI
bowel and sexual domains worsened in both arms consistent with
prior reports of RC impact. Support the use for pts with MIBC
ineligible for or declining cis.

Prostate Cancer

TALAPRO-3: Talazoparib (TALA) + enzalutamide (ENZA)
compared with placebo (PBO) + ENZA for the treatment of
patients (pts) with metastatic castration-sensitive prostate
cancer (mCSPC) harboring homologous recombination repair

23

(HRR) gene alterations.

Abstract LBA5007

Neeraj Agarwal, MD, et al.

Treatment with TALA plus ENZA led to statistically significant

and clinically meaningful improvement in the primary endpoint of
rPFS with a trend towards improved OS vs SOC ENZA in pts with
HRRdeficient mCSPC. The safety was manageable and consistent
with prior data.

[PARP-inhibitoren bij mHSPC — Overzicht Klinische Trials

Fase Il trials | Stand van zaken juni 2026
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[TALAPRO-2 vs. TALAPRO-3: Vergelijkende Overzichtstabel

Talezoparib + enzelutamide bij gevorderd prostaatkanker — fase Ilf trials
TALAPRO-2 TALAPRO-3
OPZET

Faso Fase Ill Fase Ill

Setting Metastatisch castratieresistent (GREG) Metastatisch castiatiesensitief (NGSPC)

Populatie All-comers + HRR-gedeflciénte. conort Enkel HRR-gemuteerd (a prior selectie)

Aantal patiénten (N) ~399 (HRR-cohort): ~805 (al-comers) 509

Behandeling Toozopacn0.5mg + cnaaanide. 100 mg v

Talazoparib 0.5 mg + enzalutamide 160 mg vs.
placebo + enzaluta piacebo + +AOT

Primair eindpunt (BES (BICR) (ES (investigator)

Gerandomiseerd 101 11

Stratificatie

HRR.staus, ECOG P, botmetastasen e g v.relaps, volume, BRCA vs. non-BRCA

Perioperative (neoadjuvant and adjuvant) apalutamide (APA)

+ androgen deprivation therapy (ADT) vs placebo (PBO) + ADT
with radical prostatectomy (RP) in high-risk localized or locally
advanced prostate cancer (HR LPC/LAPC): Final analysis of the
PROTEUS phase 3 study.

Abstract LBA1

Mary-Ellen Taplin, MD, et al.

APA + ADT significantly increased the curative success of RP in pts
with HR LPC/LAPC with a 10 fold higher odds of pCR/MRD and a
clinically meaningfull 20% reduction in risk of distant metastasis
or death. Sec endpoints all favored APA+ADT. New standard of
care?

Sylvie Rottey June 2026



Bladder : EV 302 study - first line metastatic disease

Urinary Bladder Cancer EV-302/KEYNOTE-A39 Design'
7Y Fatient Popuston PE————
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UNIVERSITEIT Genito-urinary cancer » Neoadjuvant/adjuvant EV pembro  Abstr 4510 Updated OS (ITT Population)

G E N T G EN At 3.5 years, an estimated 44.0% of patrents m the EV+P arm were alive vs 24.6% in the
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Kidney : adjuvant Check Point Inhibition : Keynote 564 Bladder : EV 302 study - first line metastatic disease Bladder : AMBASSADOR- adjuvant pembrolizumab

Objective Response and CR Rates in EV-302
Renal Cancer The CR rate was approximately doubled in the EV+P vs chemotherapy arm AMBASSADOR: N=702
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Kidney : adjuvant Check Point Inhibition : RAMPART Kidney : adjuvant treatment : what about belzutifan ? Bladder : peri-operative EV pembro - EV 303 Bladder : peri-operative EV pembro - EV 303

Durvalumab monotherapy versus active monitoring KEYNOTE-564 KEYNOTE-905/EV-303 Study (NCT03924895)
for resected primary renal cell carcinoma in

RAMPART: An ternational, investigator d, phase
3, randomized controlled trial

PrE—— mmmmmmwmmﬂ e The addition of perioperative enfortumab vedotin (EV) + pembrolizumab
Adults with MIBG IV 03W 3 cycl v o (p ) to radical cy with standard pelvic lymph node

TG by cantat” dissection (RC + PLND) was associated with preservation of HRQoL over
assessmant

time relative to RC + PLND alone

Pombrolizumab
x1yoar

Phacebo x 1 yar

« 250% uathelal histology
* or

Enfortumab vedotin (EV)

- Ci
dsplatn declining 1.25 mgikg 01 and D8 1V

« ECOG PS sccra of 0:2

S Mean changes in general HRQoL, cystectomy-specific HRQoL, and

prrerm——— B Pembrolizuman 200mg P'TF:;;W‘T;EEW overall health status did not exceed eslahllshed thresholds for clinically

v St bt L meaningful deteri

o m:.‘. stage (T2NO ve End Points Exploratory: Mean change from baseine fo postsurery week

B L e e ocr O, B iy e s e, and £S5 Together with the efficacy and safety results, these PRO findings support
‘world) Other Secondary: p0S, DFS, and safety | /A5 the overall benefit-risk profile of perioperative EV + pembro for patients

with MIBC who are cisplatin ineligible
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Prostate Cancer : Peri operative high risk PROTEUS

Post
[T g e ey | £ | s, o onn | Cnprommsartss
e e = P e i Neosa ot wenment
et W | g | S B St | ek o T |
. vy s a
A e P T M N e e e N
Ca el P | o - o o
o e | e it STEAE | e | w5900+ | Conty | 72203 | oy cosre e sy | rasea oo 52 o) + PSMAPET (3 moths sher EOT)
par— iNCTorzzzens) oo | Ranmzed penssae | Bosmy | o m“‘“m'““:'m‘;f’é‘:m““ n ive hiah ri " acasmSncnhe)
et <2 E e o DTS s » Peri-operative high risk Abstr LBA1 J - ora ondPoUAPET
e o Imaging ng/mL)
T g [ eg Py T » PARP inhibition £ vy B monts ot
Bty | | e edte | B | 707 Biovags b UTESPARK. | Phase | Adarigert | Pemcinenab mg | 1841 PG MR ROR 072060 1 | 4 OUTVE A3co QW0 2
s 3 o | R o gt o by 3 | ey n- | GW 9 doss -1 year - S e v
Do . Werosarany TGO NG | bk 120 mp OO B3 1hma ot S B i ms | oo o e et TALAPRO 3 Abstr LBA5007 1
PRIES - Feticknman a0 m) 0 Pava T P o 758 13 b
R, EnonmRTs | oW 0 s + poctoo o Gesan 23 TEAE 33 110
5 G Rindortzss 11 ot 50.7% s 32 1 0 %
e T rere L e A o | by TR B e £ o
S | et 0T e il "
et ncy ey | Fansomins 1, o ot | ) == Gseese D) Dual Primary End Point Met: pCRIMRD Eve s
e e y : p vent Froe Survival Time to First Subsequent Therapy
- .
|+ | G, | SO || BHET | St o | D menent mrm
Seronsson B gt e | e e e -
et & ey | ek s e 1
e o S
, A ot Lo Commts o s
B me

24 25



Prostate Cancer : Peri operative high risk PROTEUS

PROTEUS sets a new standard of care in HR-LPC

Disease Known Safety
Control of RP Profile

Unp More to Come
Study Design

Significant benefit:

g o = Substudy comparing

with direct RP

-Largest size to date -20% less risk of MFS of
+Novel end points AL APASADT consistent [§ “Siomarker
-PSMA-PET inclusion [l recurrence or death U (i ETELE

- Surgical outcomes.
+3 years longer time - Pathology correlates.
to next

PARP Combinatie

Apirateron +
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ThuAPRGS  Taspare LG

Saparip
ARPI nar kouzo
(AZD5305)
(abi{ nza / daro)
Prostate0t  pagpi. o ’
seloctil
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Prostate Cancer : PARPi

Biomarke PFS.
lectie HR
HRR- FDA- e
vemuteers  goocpekeraBREA)
CL IHYRR

« doc
GoedKeuing)  (BRCAZ)

955 e Postiel 048
HRRM emioord | ASCO2026  (HRR
MHSPC TNEM tot)
HRR® Gohart 1
n=550 HRR*

. opena
n=1250 HRR- sl

(2 cohorten)  (unisk)

PFS re: os NCT
SROL " s
20,5 mng (HR 0,63, BROAZ:22%  \ycT04407844.
Non-BRGA2 HR 0,88 ke
INS)
Non-BRGA HRR: HR (trend)
e

PSA-ondatectaarbaar
op 52w. 76.7%
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Prostate Cancer : PARPi TALAPRO - 3

TALAPRO:
OPZET
Fase Fase Il Fase Il
Setting Metasiatisch casiratiereslstent (TGREC) Metastatisch castratlesensiiel (NGSPC)
Populatie All-comers + HRR-gegefiiente. conort Enkel HRR.gemuteerd (a prior selectie)
Aantal patiénten (N ~308 (HRR-cohort): ~805 (alkcamers) 500
Behandeling Talazopadb 0.5 mg + enzalutamide, 160 mg vs. Talazgparib. 0.5 mg + enzalulamide 160 mg vs.
placedo + placebo + aDT
Primair eindpunt 1PES (BICR) {PES (invesligatar)
Gerandomisserd 1 01
Stratificatie HRR-status, ECOG PS, botmetastasen D R v3.reiaps, volume, BRCA Y. non-SRCA

WERKZAAMHEID
Mediana rPFS — combinatie
Mediane rPFS — controle
Hazard Ratio rPFS (ovarall)
IPFS — BRCA12:subgroep
FPF5 — non-BRCA HRR
Overall Survival
PSAuresponsrate 250%
VEILIGHEID

Graad 3-4 TEAE

2

Nat reached (HRR-cohort)
13,8 maanden (HRR-cohort); 19.5 mnd (all-comers)
HR 0,46 (HRR): HR 0,63 (all-comers)

HR 0,20 (80% reductie)

HR 0,68 (32% reducte)

Significant verbeterd (finale analyse, Lancet 2025)

Significant verbeterd vs. controle

~46% (HRR-cehort)

Prostate Cancer : PARPi TALAPRO - 3

Not reachied
45,8 maanden

HRO48

HR 0,37 (83% reductie)

HR 0,57 (43% reductie)

Immatuur; HR 0,77 {numerieke trend)

90,5% vs. 86,5% (NS)

79% vs. 41% (controle)

GYNECOLOGIC CANCER

Jean Francois Baurain, UC Louvain.

Prostate Cancer : PARPi TALAPRO - 3

TALAPRO-2 TALAPRO-3
Graad 3-4 TEAE ~46% (HRR-oohort) 79% vs. 4+1% {controle) GAVE TOX

Anemie (alle graden) Meest requent (voomaamste G4 TEAE) 715% Vs, 22% GAVE TOX

Neutropenis (G34) 18% v 1% Freauent (zie profiel)

Permanents stop wegens anemia Beperkt 5%

MDS / AML. Zeigen gerapporieerd MDS: 3 vs. 1; AML: 2 . 0

QoL (PRO) Geen Kinisen relevante achlenuiigang ‘Geen relevante achteruilgang; meer eelusiveries

STATUS & KLINISCHE IMPLICATIES

Requletoire status

FDAgocckeuting (WORPG + HRR-alteraties) Data gepresenicera ASCO 2025; epucoEran

T, Stendaand sarssiinsopte b| MGREG met HAR-

Patentieel nieuwe standaard bl MGSPG met HRR-
mutatie.

Publicatie Lancet 2023 {primair); Lancet 2025 (finale OS) NEJM 2026 (DOI: 10.1056/NEJMoa2004126)
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," Since half of our patients die within two years, where is the wave of ADCs ?
~
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New cleveable linker : more stable
Payload with higher toxicity

Study design

Topoisomerase | inhibitor payloac
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| UCLouvain

§ New Chinese ADC Platform targetin:
~ .

+ Duration of disease controk(DOR): Maximum Dokt
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0 3 6 & 12 15 16 21 24 27 30 33 36 39 42 45 4B 3 6 : o1’ 182 W 27
New ADC targeting NaPi2b or c-MET Time (months) o Months
(riming of cytoreductive surgery isn'timportant) e ploswten o S
The Chicago Theater 6 361 138 207 173 s a8 11T 107 W 81 ® 24 3 0 o
o DERUMONCER PRACTICE CHANGING ’ -
W UCLouvain [T — Huni W UCLouvain e — Monk BJ, JCO 2023; Vergote |, NEJM 2024 HURi
~

g TROP2 beyond 1st Line RIMCC

ORR: 35%

reached 24m, Overall mDoR was 9.0

P/kg dose group achieving a longer MPFS compared to e

soneE 507 atascoanze Huni

27




Nedianolowsp, 1120

Evert Total Median
tod: 1.002

Destariab + CP

0.4 4

Overall Survival [proportion)

*  N=225dMMRECpts
+ 08 s a Secondary End.Point

in
+ 051 evaluated separately in pMMR and dMMR populations

N=118 GMMR EC pts

4 New ADC Platform targeting Nectin-4 beyond 1st Line R/MCC ,’ New ADC Platform targeting Nectin-4 beyond 1st Line R/MCC
< Patient disposition
J0dhinmen Neolrd oAb Best overall response (1/2) @ ey Best overall response (2/2) @ s gmesd
Satety Populaton B B
ANT /4 Neciimé-targeted -
o Pationts with cervical cancer
MMAE-based ADC' - H ]
' e I ;
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L. @ oo wiGas oy ssessment scan Pl
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a2 Treatment-related adverse events occurring in :
Methods 220% of patients by masimum CTCAE grade (v5.0) CORR, DoR and PFS
et PR Still a long road to go !
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”1 The Cinderella’s Story : Major INCREASE in SURVIVAL for EC patients ”1 It is even more important for I(MMR/MSI EC patients : 4-Year OS
NRG/GOG-0209 RUBY part 1 NRG-GY018 RUBY

- 0SindMVR i a Prespecified Subgroup Analyses
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What does it mean ?
If the patient is Progression-free at 2 y,
she has more than 90% chance
to remains progression-free and alive at 4y
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Whom really benefits ICI within the pMMR/MSS EC Cohort ?

 After ASCO 2026, still an open question !

Post-hoc exploratory analysis in pMMR(PFS)

Serous Histology-TP53m
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TP53 wt => Selinexor ?

DUO-E/GOG-3041/ENGOT-EN10 trial
ENGOT-EN6-NSGO/GOG-3031/RUBY
< Ry 2 CP + durvalumab + olaparib versus CP l
- — i hariest .o
Fssg e e smn - ua
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’1 New ADC in End ial Cancer pr d at ASCO
. ADC FRa + anti-PD-1 ADC B7-H4
Study Design Puxi-Sam, a B7-H4-targeting TOP1 inhibitor ADC:

BLUESTAR study

Promising ORR and PFS were observed following treatment
with Puxi-Sam in patients with EC, particularly at the

||II||A — l"ﬂl”"m

ORR : 36%

LONG X, #5512; MLESHKN L #s5t5 t scozozs. HURT

W UCLouvain
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W UCLouvain

Boosted Hormonotherapy in ER+ EC or LGSOC

Rationale for combining endocrine therapy + CDK4/6
inhibition in EC and OC

Phase Il Trial Design

Eigiie Patents

-

In ER+ Endometrial cancer, 24-week PFS was 56%
longest in the NSMP subgroup

! et tame 703

Frow Suial— on s

In LGSOC, durable benefit was independent of KRAS
status
e s s £

s — s

SuveRsTEN S, #sst0atascozzs HUNE

k The wave of ADCs for Ovarian Cancer : two new kids in the block

#5513 NaPi2b

¥

#5514 cwer

¥

Temab-A

Katsushika HOKUSAI

W UCLouvain F— VAN GORP T, #5513, FLEMING G, #5508 at Ascozozs Huni
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TUB-040, a new highly potent ADC tested in PROC

DESIGN ELEMENTS OF TUB-040

‘ /0‘?,4'_,":"7'
\1 £ it ij
By e S

New linker : more stable, hydrophobic
Payload with higher toxicity

Efficacy across a wide therapeutic range with complete responses.

§L--.||__|| l“'l

64.2% uORR (95% C1 51.5,75.5)
5825 CORR (95% C1 45.5,70.2)

Clinically meaningful progression free survival - all dose levels

VAN GORP T, #5513 2t ASCO2026 HIURE

k Temab-A, a new highly potent ADC tested in PROC
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Stable linker with new payload (adizutecan)
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New forms of Imnmunotherapies tested in Ovarian Cancer Patients

#5509  PRAME-TCR

IMA203

#5510  Peptide Vaccine

.‘l
‘..
LA

UKIYO-E OSE2101

BuSSE A, #5509, LEARY A, #8510 atascozazs. HURT

k IMA203CD8 is a recombinant PRAME.A2 TCR tested in PROC
Mechanism of action Phase 1 Multicenter Trial of IMA203CD8 in PRAME+ Solid Tumors
m.m\ 5 —

B susse & assos s ascomz HURE
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k OSE 2101 is a multi-epitope peptide vaccine tested in PROC with Pembro

(052101 vaccine: Combination of neo-¢pitopes o . i i
— 1° results: PFS with OSE+Pembro as maintenance vs BSC

Epitopes derived from tumor P53 =
associated antigens (TAks)  CEA % BsC OsEvpembro

Modifiedto  bindingaffinty  HER2 ; MedanPFS 276[23286]  4.11(299545)

tothe TCR and/or class I HUA-  MAGE-A2 2 mo (#5%CY)

2 MAGEAS ] . A HR 95%C1) 0531036078)
<0001

Epitope stimulating the helper Pan OR T helper cell E Povaive
function of COA T cells epitope (PADRE) i 8 \

PFS Subgroup Analyses: OSE+Pembro vs BSC
Bonofit accross subgroups

K MIRVOVA Trial : MIRV failed to demonstrate superiority against chemo

Adverse events

What can we learn from this negative study?
What more do we need to know to understand

the results?

CHRONO trial (NCT03579394):
Multicenter randomized phase Il trial
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k Timing of Surgery in Newly Diagnosed Advanced Ovarian cancer k Primary or Interval Cytoreductive Surgery : 5 randomized Trials
PCS EORTC55971 CHORUS JCOG0602  SCORPION TRUST
c
H
: Study Design  ICS ics ics ICS superiority  PCS superiority
| ® 3
| : Primary Endpoint os os os PFS o0s
Ics L
o Nbr patients. 670 468 277 171 688
PCS 49.0
) PCS 29 mos ICS PCS 22.6 mos PCS15mos  PCS 54.3 mos
Median 0S 30 mos ©s241mos MO 1443 G5 tamos  ICs 48:3 mos
HR 0.98(0.82-1.17) 0.89 (0.72-1.05) 1.05(0.83-1.33) 1.05 (0.77-144) 0.89 (0.74-1.08)
Lcs
R @ : YES YES NO NO NO
Interpretation 105’ pes ics = PCs Ics = PCs Ics > PCS PCS > ICS
MITSUGORO Il PATIENTS WITH CCO in ALL GROUPS HAVE THE BETTER PROGNOSIS
W UCLouvain " P Huni W UCLouvain — e Huni
k CHRONO Trial : Place of Late Debulking Surgery k CHRONO Trial : Place of Late Debulking Surgery

Mortality and severe morbidity

Overall Survival (secondary endpoint)

W UCLouvain " P— cuasse m sssos aascozozs. Humi
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k 6 randomized Trials have tried to find the place of Surgery in advanced OC

EORTC55971  CHORUS JCOG0602  SCORPION TRUST CHRONO
Study Design ICS fority ICS noninferiority ICS noninferiority ICS superiority ~ PCS superiority ~ LCS superiority
Primary os os os PFS os PFS
Endpoint
Nbr patients 670 468 277 171 688 209
Median0g PCS29mos IS PCS226mos  PORA90  pCsismos  PCS543mos  1CS50.5mos
edian 30 mos IcS24.1mos TS 044 ICS14mos  ICS483mos  LCS 60.0 mos
HR 0.98 (0.82-1.17) 0.89(0.72-1.05) 1.05(0.83-1.33) 1.05 (0.77-1.44) 0.89 (0.74-1.08) 0.83 (0.54-1.28)
— YE: YES NO NO NO NO
nterpretation o5 = pcs ICS = PCS ICS = PCS ICS > PCS PCS > ICS Lcs > Ics

CCO rate PCs 19:/» IcCs  PCS 17°% IcCs  PCS 31:/° Ics  PCS 45:/0 ICs PCs 70:/0 ICs ICcs ag:g/z Lcs
PATIENTS WITH CCO in ALL GROUPS HAVE THE BETTER PROGNOSIS

W UCLouvain Huni

Take-Home Messages from ASCO 2026

ﬁ

4
\ New ADC targeting TROP2 or Nectin-4

CERVICAL CANCER
4 , 4-Year OS data from NRG-GY018 and RUBY

! AN

ENDOMETRIAL CANCER

New ADC targeting FRa or B7-Hd4,

Abemaciclib + Hormonotherapy as an option

Novel Inmunotherapies are effective

New ADC targeting NaPi2b or ¢-MET

[Timing of cytoreductive surgery isn't impnnam]

PRACTICE CHANGING
W UCLouvain SES—— Huni

The Chicago Theater OVARIAN CANCER
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CLINICIANS GRADE TOXICITY,
PATIENTS LIVE IT: HOW CAN WE
IMPROVE THE (QUALITY OF) LIFE
OF PEOPLE LIVING WITH CANCER
BY SUPPORTIVE CARE?

Sandrine Aspeslagh, UZ Brussel

More and more patients with cancer become long survivors,
therefore, supportive care during and after cancer specific
treatments is essential for patients and their caretakers.
Establishing evidence For supportive care is a major challenge
since randomized clinical trials, which are the cornerstone of
evidence-based cancer care, are very challenging for several
reasons. The control arm may not be a perfect control as the
fact of participating to a trial studying behavioral changes,
such as diet or exercise, in itself, may induce changes in the
patients behavior. In addition, many of those trials are often
pragmatic in nature and therefore include very heterogeneous
populations which in turn make it very challenging to interpret
from a statistical point of view.

Several supportive care options such as exercise, diet, digital
health applications and yoga were subject of randomized trials
presented at ASCO 2026. The YOGAS trial demonstrated that

a 4-week yoga intervention in cancer survivors improves mood
disturbances and fatigue thereby improving insomnia problems.
The follow up of the CHALLENGE trial showed health economic
superiority of structured exercise programs for colon cancer

survivors. The results of the DeDiCa study, which studied a
combination of Mediterranean diet, an exercise program and Vit
D supplementation, in non-metastatic breast cancer survivors,
suggested that high adherence to the exercise program was
related to less breast cancer relapses. The BWEL trialis a
telephone-based weight loss intervention which led to significant
improvements in physical function and other quality of life
outcomes in patients with breast cancer and overweight/obesity.
Trials on digital health applications (EMPOWER, EC2C, SUPPORT+)
demonstrate that accompanying patients in their day-to-day life
may improve of several aspects of quality of life. Especially digital
natives such as the AYA (adolescents and young adults) population
may be the ideal target group for those digital health applications.

Another part of supportive care concerns adequate care of

side effects of cancer therapeuticals. Interventions from
dermatologists, ophthalmologists and other organ specialists
at ASCO 2026 show that multidisciplinary collaborations lead to
better understanding of the organ specific side effects as well
as better treatment options (e.g. extracorporeal photopheresis)
thereby emphasizing the need for multidisciplinary collaborations.
Pneumonitis related to immune checkpoint inhibition (ICl) is
often lethal if there is no response to steroids. Rapid response
to a combination of a JAK -inhibitor combined with steroids may
therefore be of interest in the setting of severe pneumonitis.
Beside medical treatments for side effects, exercise may also
constitute a cornerstone for a better tolerance as was shown

in the URCC 19075 randomized phase Il trial for chemotherapy
induced neuropathy (CIP). Analysis of vit D status in the SWOG
S1714 study showed that vit D deficiency was associated with
more CIP, thereby once again suggesting the importance of a
correct vit D status in patients with cancer.

Clinicians grade toxicity, patients live it:

How can we improve the (quality of)
life of people living with cancer by
supportive care?

Sandrine Aspeslagh
POST ASCO 20™ JUNE 2026
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* stock ownership: none

* membership on an advisory board or board of directors the last 36
months: MSD, Sanofi, Roche, BMS, Pfizer, Ipsen, Galapagos, Astra
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 corporate-sponsored research: CSL Behring, Octapharma

* other substantive relationships such as employment with a
pharmaceutical company: none
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YOCAS®® Yoga, Mood Disturbance, and Insomnia: A URCC .
< . o ©°®
NCORP RB Nationwide Phase Ill Randomized Controlled YOga for CAncer Survivors (YOCAS®")
Trial With Cancer Survivors
Yuri Chol, PhD, RN Wilmot Cancer Institute Yoga Tl ypes
Gentle Hatha
Baseline Intervention Post-Intervention Restorative
Components
< Eligibility & Postur«?s
Consent < Assessments Br.eathmg
« Assessments o Mood Mlndf.uln.ess
o Mood Disturbance Prescription
Disturbance o Anxiety 4 Weeks Average Attendance of Prescribed Sessions:
o Anxiety o Fatigue 2 Sessions/Week (75 Minutes) 6.5 out of 8 sessions (81%)
o Fatigue o Insomnia Home Pl:actif:e
o Insomnia o Stop Daily Standardization
o Start Daily Diary Yoga Alliance-Certified Instructors
Diary YOCAS®” Kit
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YOCAS® Improves Mood Dlsturbance. Anxlety, and Fat|gue Observational analysis: survw.al curves .by higher vs lower ASCO
adherence change to high intensity program igaﬁ“ i
for the whole cohort (1) and for patients with HR+BC (2) MEETING
o Structured exercise program following N 2 4 ETTET Effect of a weight loss intervention (WLI) on
g . . ) igh intensiy rsakmen . A \
g adjuvant chemotherapy for colon cancer: A » == e quality of life (QOL) and symptoms in women
= TH - - - - - .
5 cost-utility analysis of the CHALLENGE trial o N : with breast cancer: Results from the Breast
& 2. HR*=0.61 (0.27-1.40) .| HR'=0.24,95% CI:0.06-0.95 Cancer WEight Loss (BWEL) Trial
[ : -
= Presenter: Kelvin KW Chan, MD PhD H p=04384 L 0451 X Jennifer A. Ligibel*, Dawn L. Hershman* Amylou Dueck, Linda McCall, Brenda Ginos, Pamela J. Goodwin,
= T o “acjusted for recruitment centre, BMI and o ‘adjusted for recrultment centre and BMI Anna Weiss, Olwen Hahn, Patricia A. Spears, Electra D. Paskett, Judith O. Hopkins, Erica L. Mayer,
Sunnybrook Odette Cancer Centre, University of Toronto H bonmonsl receptar (Foskire/egetve). Elizabeth Frank, Vanessa Bernstein, Vered Stearns, Julia White, Thomas A. Wadden, Eric P. Winer,
B voca H l 76% BC recurrence risk Lisa A. Carey, Ann H. Partridge
2 *co-first author
[ Standard Care on behalf of: R. Chu, M. Cheung, K. Courneya, C. O'Callaghan, J. Vardy, S. Gill, C. Friedenreich, R. Wong, . S
BETTER H. Dhillon, V. Coyle, N. Chua, D. Jonker, R. Meyer, S. Ahmed, J. Zalcberg, S. Clarke, P. O'Brien, P. Tang, " o —
R. Wong, H. Lim, M. Burge, M. Brundage, A. Hay, D. Tu, C. Booth ° © » » o o » » JENNIFER A. LIGIBEL, MD
Mood Disturbance Anxiety Fatigue and CCTG CO21 the CHALLENGE Trial Investigators & CCTG Committee on Economic Analysis Disease-free survival time (months) Disease-free survival time (months) Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA
ANCOVA model adjusted for baseline values and baseline-by-group interaction 102 ASCO - ’w_ i‘v.‘t"‘" o 2"? o ASCO . s zugbASCO ; T "‘i‘_““f!—“" ; " ':f’ ] ASCO . e e s o
5 6 13 14
Structured Exercise p . = . . .
e HR 0.63 (95%CI 0.43-0.94), p=0.022 The Breast Cancer Weight Loss Trial Impact of BWEL WLI on QOL and Symptoms Over Time
Health Education g
S et \—\% Global Physical Health Global Mental Health
atients with colon : .. w o
cancer who tlealthvedication 8321 3180 pARTICIPANTS || 1 g Health Education + 2-year “ . : “ ///'
S e group i - D Telophone-Based “ : w
Difference, Key Eligibility* - Weight Loss Intervention h @
chemotherapy 7.1 percentage points Baseline Gmonths 2t months Baseline &-months 24-months
Health Educati e e e = Randomize oot e R ——
calt] ucation H
B For every 14 ' Cancer @ <0.00 =0.00 =0.00 =0.0
Materials (HEM) vy . : L d @ Health Education Alone P proon P proos
people, exercise H + HR+/HER-2- or TNBC ) - ;
prevented one : Social Roles and Activities Fatigue
. y + BMI 227 kg/im2 Primary Objective: Invasive disease-free survival . o
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Total Costs - Exercise (SEP) vs. Education (HEM)

2026 ASCO Key Takeaways

ANNUAL MEETING

Cost of Structured Exercise Program (SEP)

33,546

u SEP mHEM =
« Total Fixed start-up costs: c! e « Digital supporti\_/e care can improve meaningful patient outcomes across
» Based on 8-hour training session and hourly wages as physiotherapist! °f£;9"95 the cancer continuum.
o 9 FTE exercise specialists estimated to deliver the SEP to n = 445 participants L t! G t D 1 't I * The greatest benefits appear in systems combining symptom monitoring
e S e Igl a with responsive clinical care, of which human connection remains a
critical component.
« SEP sessions: . R e ) . B .
- B . . eported benefits included improved quality of life, reduced psychological
o 1 hour of exercise specialist's time as physiotherapist Reclaiming Quality of Life and Well-Being ’

distress, greater self-efficacy, preservation of functional status and
reduced hospitalization burden.

Patients do .n(_)t e_XPenenC.e cancer « The future challenge is not whether to implement digital supportive care,
o it tee) | Cont ; — Tyler Murphy, MD one clinic visit at a time. but rather how to integrate it equitably, sustainably and intelligently.

Increasingly, our supportive care
models should not either.

o Mean number of SEP sessions was 63

ASCO =iz 2026 ASCO

AScoeem

Tyer Murphy, M

DEDiCa study: multicentric RCT in 7 Italian oncologic centres 1'.
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Why Patients Don't Report

* Fear of dose reductions or treatment loss

* Belief that side effects are a part of treatment

* Uncertainty about what is serious

* Prior dismissal or minimization by healthcare ecosystem
* Desire to not seem difficult or ungrateful

Underreporting is often protective, not careless.

SyaneyBamed, MD

How We Make It Easier for Patients to
Tell the Truth

* Ask about function, not just severity
* “What has this stopped you from doing?”
* “What are you pushing through that is becoming unsustainable?”
* Normalize early reporting
* “Telling us early does not usually mean stopping treatment.”
* Create low-friction pathways
« Clear triage for symptoms, rapid specialist access
* Interdisciplinary toxboards for complex cases

SydneyBares, MO

Results: Effects of Exercise on Daily Symptoms

2026 ASCO

orYanxy

2026 ASCO
ANNUAL MEETING Methods
oy
PRIMARY OUTCOME
Severe CIP « Proportion of patients
- Ta Inclusion Criteria: who improved to G1 CIP
The efficacy and safety of add-on ruxolitinib for e Corteonteroids i mproved 2 G1LCln
. : P . 2 Disrnass of mal L
patients with severe checkpoint inhibitor pneumonitis 2 ibgnod: oAy 00 sk
A > o
management with corticosteroids: 4 Grade3or4clP : Foliow-up > CENEHChEE
N . o . - + All-cause mortality,
A multicenter, open-label, randomised phase 2 trial Excusion Crteria: Corticosteroids incidance of imiashie
3 edicted ifespanl< ]2 and Ruxolitinib mechanical ventilation,
. Active or uncontrolle infecti
Yan Xu', Xiaoxing Gao', Chen Wi, Zhimin Zeng?, Junzhen Gao®, Xiaoling Yang", Xiaoyan Liu', : pulmonse irectioniand
Qing Zhou', Ruxuan Chen', Xiaoyan Si', Hanping Wang', Jing Zhao', Minjiang Chen', Wei Zhong', Zhiwei Leng', o cthinE e
Junping Zhang?, Anwen Liu2, Hui Huang', Mengzhao Wang'
Hospital, B¢ China; 2 o hospital of :’:’fr;;{m’e;“:”"”””””””"”’”””””""""""””"”””””””"””"‘
anchang Uiy Nanchan, i ATt Hospitt f et Honols Medcal Uiy, Hoo, Gin pital, of i « Initial corticosteroid dose: prednisone =1 mg/kg/day (or equivalent dose of other corticosteroid). H
1 Ruxolitinib: Smg twice a day for 2 weeks, followed by Smg once a day for 2 weeks. !
H « In the corticosteroid-only arm, rescue with infliximab or tocilizumab was permitted at any time. |
1+ CTCAE 5.0 was used as a standardized metric for grading the severity of CIP. |
— -
. . 2026 ASCO
Efficacy Endpoint ANNUAL TIEETING
. .
URCC 19075: A URCC NCORP Research Base nationwide phase Il
CIP Status Distribution Over Time ] 2, H 2 2
. AtWeeks i Kl o randomized controlled trial (RCT) investigating the effect of
o o
- : . o exercise on chemotherapy-induced peripheral neurotoxicity (CIPN
G 0-1CIP: an
. -1 CIP: i [ 2] o
S = " 4 . . . .
Rusxolitinib group 80.0% (24/30) vs. = = = oy o ) L IR lan R. Kleckner, Po-Ju Lin, Hongying Sun, Chin-Shang Li, Umang Gada, Dee Murray,
Control group 40.0% (12/30) . = & i Thushini Manuweera, Amber S. Kleckner, Aruna Gowda, Natalya Greyz, Seema
(OR, 5.80; 95% Cl, 1.67 to 22.93; p = 0.003) E |-} L 1 = =) Harichand, Arshin Sheybani, Nimish A. Mohile, Bryan Faller, Karen Mustian
= oy , NE 3]
+ G0-1CIPand 10 mg prednisone QD: e amy - il
= s .
Ruxolitinib group 66.7% (20/30) vs. = E @m0 =
T & .0
Control group 36.7% (11/30) . I . - o ﬁ ' Ly e ,
(OR, 3.38; 95% CI, 1.06 to 11.45; p = 0.038) " . . l wn g 5 o
: e R
Figure 2. Distributi i Time by’
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Eligibility: neurotoxic chemo in past 9 months, current
symptoms of CIPN, and not currently exercising

Wrenvenron & AmtBewsspesseor RSN
ASSESSMENT (T1) : N=66 R
Questonnares (PN, o e S et
Symptoms, Interoception) 1 2.Tactile Sensitivity Test
2.Tactile Sensitivity Test z 3.Finish Daily Diary and
3.Start Daily Diary and A Arm 2: Control: Standard Pedometer (7 days)
Pedt_)meter @ d_ays) T Care / Waitlist N=66 4.0Optional — Brain MRI scan
4.Optional — Brain MRI scan 1
(N’ No activity tracker

lanKisckner

Virtual Exercise for Cancer Patients (VEXCAP®")

* Low-moderate intensity home-
based walking and resistance
exercise intervention

* Virtual 1-hrinstruction with 15-min
booster meetings at weeks 2 and 4

* Centralized instruction through
URCC PEAK Lab

lanKisckner
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w ANNUAL MEETING
S Lower means VEXCAP
15 R
e helped more
K] Possible
@ linical * . * .
g el Vitamin D Insufficiency and Risk of
E . *
E ~3weeks Taxane-Induced Peripheral Neuropathy:
£
g g Gl Results from SWOG S1714
a enefit
£ ~6-7 weeks Nam Nguyen-Hoang?* Joseph M Unger, Amy Darke, Michael J Fisch, N Lynn Henry,
§ Dawn L Hershman, Meghna S Trivedi, Daniel L Hertz
2
3
£
a
7 0 7 14 21 28 35 42 49
Study Intervention Day
29 30
o o . . o o . . .
Vitamin D and TIPN measurements Vitamin D insufficiency is a validated TIPN risk factor
Registration Week 0 Week 24 Primary endpoint (TIPN onset)
@ T P . Vitamin D insufficiency ~ No -+ Yes
Vitamin D (n=610) Taxane-induced peripheral neuropathy (TIPN, N = 1278) g
50 Baseline vitamin
Before taxane Patient-reported EORTC QLQ-CIPN202 (scale 0-100) g 050~ R . . .
treatment — D insufficiency is
Primary endpoint: Time to initial development of TIPN éu 25- . .
Insufficiency': (increase of 8+ points from baseline in sensory subscale score) F 000 M WIth
.00- .
totaliplasma . X X 0 4 & 12 16 20 24 increased TIPN
25(0H)D <20 Secondary endpoint: Maximum increase from Weeks
ng/mL baseline in sensory subscale score Adjusted HR = 1.35
(95% ClI, 1.06 to 1.72; p = 0.013)
" Results not reported to 2European Organization for Research and Treatment of Cancer Quality of
patients or physicians Life Q duced Peripheral
Nam Nguyen-Hoang, M5 Nam Nguyen-Hoang, M5
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BREAST CANCER AT ASCO 2026
Earlier intervention, better selection
and treatment de-escalation across

disease subtypes
Laurence Buisseret, Institut Jules Bordet /
H.U.B.

ASCO 2026 highlighted a growing trend toward personalized
breast cancer treatment across early and metastatic disease.
Beyond new drug development, key studies focused on
optimizing how therapies are selected, sequenced, and timed
to improve outcomes while reducing overtreatment. Across
ER-positive/HER2-negative, triple-negative, and HER2-positive
subtypes, data supported earlier intervention in selected
patients, biomarker-driven treatment adjustments, and de-
escalation strategies in low-risk groups. This summary covers
selected ASCO 2026 abstracts and is not exhaustive.

1. ER-positive/HER2-negative Breast Cancer

Early-stage disease: refining chemotherapy de-escalation

In early ER-positive/HER2-negative breast cancer, the phase IlI
OPTIMA trial provided important evidence supporting the use of
genomic assays to guide chemotherapy decisions in patients with
clinically high-risk disease, including those with node-positive
tumors. Among patients with a low Prosigna Risk of Recurrence
(ROR) score (<60), endocrine therapy alone demonstrated non-
inferior outcomes compared with chemo-endocrine therapy, with

a 5-year invasive breast cancer-free survival of 93.6% versus 94.8%
in the control arm (adjusted HR 1.06; 90% Cl 0.80-1.40). Crucially,
the absence of meaningful chemotherapy benefit was consistent
across menopausal status and nodal burden (0 to 9 involved nodes).
Importantly, this conclusion now extends to premenopausal women
older than 40 years receiving ovarian function suppression, a group
previously less well characterized in this context.

Combined with TAILORx, RxPONDER and MINDACT, OPTIMA
confirms across more than 18,000 women that gene expression
signatures allow safe tailoring of adjuvant chemotherapy in
postmenopausal women and in premenopausal women older
than 40 years receiving optimal endocrine therapy. These results
support broader use of genomic profiling in routine practice.

Metastatic disease: timing becomes the key question

Several phase Ill studies addressed endocrine resistance from
different perspectives. PersevERA evaluated first-line endocrine
intensification with giredestrant plus palbociclib but failed to
meet its predefined statistical threshold despite a numerical
improvement in PFS (33.1 vs 28.2 months; HR 0.89, p = 0.155).

In SERENA-6, patients receiving first-line Al plus CDK4/6 inhibitor
underwent serial ccDNA monitoring every 2-3 months; those
developing an ESR1 mutation without radiological progression
were randomized to switch to camizestrant versus continue

Al, both with ongoing CDK4/6 inhibitor. Updated results
demonstrated a clinically meaningful PFS benefit (median 16.8 vs
9.2 months; HR 0.45) and improved PFS2 (25.7 vs 19.1 months; HR
0.63), supporting the concept of treating molecular progression
before clinical progression. However, important limitations
temper the interpretation: the trial simultaneously tests two
experimental hypotheses (a new monitoring strategy and a novel
drug).

VIKTORIA-1 (study 2) further demonstrated that gedatolisib
combined with fulvestrant, with or without palbociclib,
approximately doubled progression-free survival compared with
alpelisib-based therapy in patients with PIK3CA-mutant HR-
positive/HER2-negative advanced disease post-CDK4/6 inhibitor
(doublet: ~11.1 vs ~5.6 months; HR 0.51), with better tolerability.
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Trial Regimen Main message
Early disease

OPTIMA Prosigna ROR-directed CT vs ET non-inferior to CT in patients with low ROR score (60), regardless of nodal
ET burden (0-9 N+) or menopausal status. Gene expression assays now validate
chemotherapy de-escalation in women >40 y on OFS
Short follow-up to be considered.
5y iBCFS 93.6% vs 94.8% — HR 1.06; 90% CI 0.80-1.40

Phase Ill adjuvant

Advanced disease

SERENA-6 Camizestrant + CDK4/6i vs Al Switching to camizestrant at molecular (ESR1) progression prolongs PFS and
Phase Il 1st line + CDK4/6i on ESR1 detection  PFS2. OS immature; design conflates monitoring strategy with drug effect.
MPFS 16.8 vs 9.2 m (HR 0.45) - mPFS2 25.7 vs 19.1m (HR 0.63)

persevERA Giredestrant + palbociciib vs  Numerical PFS gain (33.1 vs 28.2 m) did not meet statistical threshold.

Phase Il 1st line letrozole + palbociclib HR 0.89; p = 0.155 — primary endpoint not met

VIKTORIA-1 Gedatolisib + fulvestrant + Multi-target inhibition doubles PFS vs alpelisib with better tolerability in PIK3CA-
Phase Ill 2nd line Palbociclib vs alpelisib +  mutant ABC post-CDK4/6i. FDA approval anticipated mid-2026
PIK3CA-mut fulvestrant MPFS triplet ~11.1vs ~5.6 m — HR 0.50

mPFS doublet 11.3 vs 5.6 months — HR 0.51

2. Triple-Negative Breast Cancer

Early-stage disease: long-term confirmation and immune priming
The final KEYNOTE-522 analysis (~94-month follow-up) confirmed
sustained benefit of pembrolizumab-based neoadjuvant chemo-
immunotherapy followed by adjuvant pembrolizumab. At ~8 years,
overall survival was 85.1% vs 77.2% with chemotherapy alone (HR
0.64; 95% Cl 0.49-0.85), an absolute gain of ~8%. Despite this, a
20-30% risk of recurrence or death persists in node-positive and T3-
T4 patients, highlighting the need for further intensification.

The phase Il P-RAD trial (TBCRC-053) demonstrated that low-

dose preoperative radiotherapy can serve as an immune-priming
intervention in node-positive TNBC. Both 9 Gy and 24 Gy combined
with pembrolizumab significantly increased tumor T-cell infiltration
versus pembrolizumab alone, with the immune response extending
to non-irradiated lymph nodes. The 9 Gy dose was sufficient,
translating into a 15% higher nodal clearance rate and 10% higher
pCR rate.

Metastatic disease: ADCs move to the First line and dissecting
TNBC heterogeneity

Three phase Il trials reinforced the growing role of ADCs in first-line
metastatic TNBC. ASCENT-03 (SG vs chemotherapy, I0-ineligible),
ASCENT-04 (SG + pembrolizumab vs chemo + pembrolizumab,
PD-L1+), and TROPION-Breast02 (Dato-DXd vs chemotherapy, I0-
ineligible) all demonstrated superior progression-free outcomes
with ADC-based strategies. TROPION-Breast02 additionally showed
an overall survival benefit (dual primary endpoint).

The major new data at ASCO 2026 focused on PFS2. PFS2 is defined
as the time from randomization to progression on the next line of
therapy or death. Across all three trials, earlier ADC use translated
into sustained benefit beyond first progression — median PFS2
improved from 14.0 to 18.2 months in ASCENT-03 (HR 0.70),
remained not reached versus 21.0 months in ASCENT-04 (HR 0.67),
and improved from 11.8 to 15.6 months in TROPION-Breast02

— despite approximately 80% crossover to SG in the ASCENT
control arms. While PFS2 is not validated as a surrogate for OS,
the consistency across PFS, PFS2, TFST and TSST is increasingly
convincing. The central question in metastatic TNBC is no longer
whether ADCs should be used, but how early.

Among the ASCENT trials, biomarker analyses showed benefit across
all Trop-2 quartiles, BRCA and HER2 subgroups, with a trend toward
greater PFS benefit at higher Trop-2 levels in ASCENT-04.

The FUTURE 2.0 study added a conceptually important finding: in
patients with the basal-like immune-suppressed (BLIS) subtype,
combining bevacizumab with a Trop-2-targeted ADC achieved
response rates exceeding 80% and doubled median PFS versus ADC
monotherapy (9.2 vs 4.6 months; HR 0.47). Beyond the numbers, the
broader message is compelling: TNBC is not a single disease. Distinct
molecular subtypes harbor distinct biological vulnerabilities that can
be therapeutically exploited.

Trial Regimen Main results

Early disease

KEYNOTE-522 Pembro + chemo — adj.  8-year OS confirms durable survival benefit.

Phase lll (final analysis) ~ Pembro vs chemo 8y OS 85.1% vs 77.2% — HR 0.64 (95% Cl 0.49-0.85)

P-RAD (TBCRC-053) Preoperative RT (9024 Immune SBRT (9 Gy sufficient) converts cold tumors to TCl-high in node+ TNBC,

Eh— Gy) + pembro + chemo  extending the immune response to non-irradiated nodes (+15% ypNO, +10% pCR).
vs pembro + chemo Upper quartile TCI 80% vs 44% — p <0.001

Neo-adjuvant

Advanced disease

ASCENT-03/04 o4poLi+: SG + pembro SG + pembro new 1L SOC in mTNBC. PFS2 benefit sustained despite ~80%

crossover to SG.
PFS2: 18.2 vs 14.0 m (HR 0.70) in 03 - NR vs 21.0 m (HR 0.67) in 04

Phase Ill 1st line vs chemo + pembro
0wPDL1-: SG vs chemo

TROPION-Breast02 Dato-DXd vs  Overall survival benefit confirmed (dual primary endpoint).
chemotherapy (IO~ ppsp: 1 1 i

Phase IIl 1st line ineligible) -§2: 15.6 vs 11.8 m + OS benefit

10-ineligible

FUTURE 2.0 Trop-2 ADC + Response rates >80% and doubling of PFS with ADC + bevacizumab in the BLIS

Phase Il Platorm BLIS bevacizumab vs ADC - subtype.

subtype monotherapy  (BLIS  oRR g5% vs 40% - mPFS 9.2 vs 4.6 m (HR 0.47)
subtype)

3. HER2-Positive Breast Cancer

Early-stage disease: continuing treatment de-escalation

For patients with stage IA HER2-positive breast cancer, the phase

Il IRIS-A study explored an intravenous chemotherapy-sparing
approach combining oral capecitabine and trastuzumab. After

a median follow-up of 66 months, invasive disease-free survival
reached 97.8% (95% Cl 94.3-99.1) and recurrence-free survival
98.9%, in a predominantly ER-negative (87%), high-grade (55% grade
1) population.

Metastatic disease: optimizing HER2-directed sequencing
HER2CLIMB-05 evaluated the addition of tucatinib to standard Ffirst-
line maintenance with trastuzumab and pertuzumab, after induction
chemotherapy (4-8 cycles of THP). In the overall population (n =
654), tucatinib significantly improved median PFS from 16.3 to

24.9 months (HR 0.641; 95% Cl 0.514-0.799; p < 0.0001). Benefit
was consistent across HR status, de novo vs recurrent disease,

and in patients with or without baseline brain metastases, though
the absolute improvement was numerically larger in HR-negative
disease (12.3 months) than HR-positive (6.9 months). Notably,
concurrent endocrine therapy was permitted during maintenance
the results highlight the importance of optimized endocrine therapy
as part of the maintenance strategy.

Trial Regimen Main message

Early disease

IRIS-A + IV chemo-free adjuvant regimen achieves excellent 5-year outcomes in stage IA

Phase Il Adjuvant (70 !V chemo)— Stage IA HER2+ BC. Single-arm; predominantly T1mic/T1a (80%).

Stage IA 5y IDFS 97.8% - 5y RFS 98.9%

Advanced disease

HER2CLIMB-05 Tucatinib + trastuzumab +  Tucatinib added to HP maintenance significantly prolongs PFS. Concurrent ET
Phase NIl fstine Pertuzumab vs HPlikely contributes in ER+ patients. Benefit across HR status and BM subgroups.
maintenance maintenance mMPFS 24.9 vs 16.3 m — HR 0.641; p <0.0001

4. Supportive Care

The phase Ill REDUSE trial (SAKK 96/12) is the standout result

in this category. Denosumab every 12 weeks (after a 4-month
monthly induction phase) was non-inferior to the standard every-
4-weeks schedule for prevention of symptomatic skeletal events
in bone-metastatic breast cancer, with an improved safety profile
with lower rates of hypocalcemia and osteonecrosis of the jaw.
Denosumab g12w can reduce treatment burden and toxicity
without compromising bone protection.

The OASIS trial confirmed that elinzanetant effectively reduces hot
flashes regardless of the hormonal therapy being used, providing

a non-hormonal option across the full range of adjuvant endocrine
regimens.

Trial Regimen Main message
REDUSE (SAKK Denosumab qi2w vs 4w Denosumab q12w non-inferior to qdw for skeletal event prevention, with lower
96/12)

(after 4-month loading) toxicity (hypocalcemia 30% vs 46%; ONJ 6.9% vs 8.5%).
SSE HR 1.02 (90% CI 0.87~1.20) — non-inferior

OASIS Elinzanetant for hot flashes  Non-hormonal NK3R antagonist effectively reduces hot flashes across all adjuvant
endocrine regimens.

Conclusion

Across breast cancer subtypes, ASCO 2026 highlighted three
recurring themes: treatment de-escalation in biologically favorable
early-stage disease, earlier intervention in metastatic disease
through molecular monitoring or earlier use of highly active
therapies, and continued refinement of treatment sequencing.
Rather than asking only which drugs are effective, many of the
most influential studies focused on a more nuanced question: when
should these therapies be introduced to maximize long-term benefit
while minimizing unnecessary treatment burden. This shift toward
precision in both patient selection and timing may ultimately prove
as important as the development of new agents themselves.

Thanks to Luca Arecco, MD, for his help in compiling the data.

Abbreviations: ADC antibody-drug conjugate - Al aromatase inhibitor - BLIS basal-
like immune-suppressed - BM brain metastases - CT chemotherapy - ET endocrine
therapy - HR hazard ratio - iDFS invasive disease-free survival - 10 immunotherapy
- mPFS median progression-free survival - OFS ovarian function suppression - pCR
pathological complete response - RFS recurrence-free survival - SOC standard of
care - SSE symptomatic skeletal event - TCI tumour T-cell infiltration - TFST/TSST
time to first/second subsequent therapy
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§ Adjusted HR 1.03; 90% CI 0.85-1.25, E Adjusted HR 1.06; 90% Cl 0.80-1.40,
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Distant Recurrence Free Interval HuB
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- A “low risk” genomic test resuit will trigger shared decision-making based on "trade-off” regarding CT Yes or No in the
presence of optimal endocrine therapy (OFS)

- Current knowledge indicates a very low (if any) CT benefit i of nodal burden and status

- Some uncertainty remains in view of relatively small key sub populations and short follow-up in the OPTIMA trial

Endocrine therapy (ET)NOT INFERIOR to ET + Chemotherapy in
the presence of a favorable multigene expression assay*
N = 18,108 women recruited in 4 academic trials over 25 years
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advanced breast cancer: Final progression-free
survival 2 from the Phase Ill SERENA-6 trial

Phase I, randomized, double-blind, placebo-controlled study (NCT04964934)

Camizestrant (75 mg
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ASCENT-03 and ASCENT-04 trials HUB

2026 ASCO 2026 ASCO

Progression-Free Survival After Next Line of Treatment (PFS2)
and Subsequent Theraples in the ASCENT-03 Study of
Participants With Previously Untreated Metastatic Triple-
Negative Braast Cancer Traated With Sacituzumab Govitecan
vs Chemotherapy

and Subsequent Therapies in the ASCENT-04 Study of

Plus vs Plus

Progression-Free Survival After Next Line of Treatment (PFS2)

Participants With Previously Untreated PD-L1+ Metastatic Triple-
Negative Breast Cancer Treated With Sacituzumab Govitecan

ASCENT-03: Study Design
et i

ASCENT-04/KEYNOTE-D19: Study Design
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2026 ASCQ Primary Results from the Triple Negative Cohort of [
ANNUALMEETING TBCRC-053 (P-RAD): A Randomized Trial of NO, Low,

or High Dose Preoperative RADiation with

Pembrolizumab and Chemotherapy in Node-Positive

Breast Cancer

Can pre-op breast RT serve as an immune-priming intervention to
improve to ch il
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Outstanding Questions:
1) Does RT+aPD1 achieve greater benefit than aPD1 alone?
2) Is concurrent RT+aPD1 more effective than sequential?

3) What RT dose is optimal for immune activation?
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TBCRC-053: P-RAD Multicenter Randomized Phase Il Clinical Trial
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Pembro + RT (both 9Gy and 24Gy) Significantly Increases TCI —

2026 ASCO Adjuvant Capecitabine and Trastuzumab
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. HER2CLIMB-05 :Efficacy and safety of tucatinib (TUC) vs placebo
The IRIS-A trial e 2026 ASCO Y y (TUC) vs p =
FREIRGY (PBO) combined with trastuzumab and pertuzumab (HP) as
ADFS BRFS

maintenance therapy for HER2+ metastatic BC by stratified subgroups.

HER2CLIMB-05 is a randomized, double-blind, placebo-controlied, intemnational, phase 3 trial (NCT05132582)

1L Maintenance Therapy Endpoints
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For 175 years, we have worked to make

a difference for all who rely on us.

Every day, we apply our science and our resources
to bring therapies to people that can expand
and significantly improve their lives.

Pﬁzer Breakthroughs that change patients’ lives
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