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LEARNING OBJECTIVES

•To discuss and critically evaluate notable recent publications.

•To enhance the understanding and application of the latest research in the field.

•To assess the study’s robustness, its significance to oncology practice, limitations, and its place within 

existing research.

•To identify and highlight any unclear aspects or unmet needs.
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ESR1 mutations

Ligand-binding domain

Constitutive ligand-independent ER activity

Enriched in metastatic disease

AI resistance

Decreased Fulvestrant affinity

A. Grinshpun, Heme Onc Clinics 2023; A. Grinshpun et al, BBA Rev on Cancer, 2023 



Selective ER Modulators
Tamoxifen
Lasoxifen

Selective ER Degraders
Elacestrant
Imlunestrant
Camizestrant
Giredestrant
….

Proteolysis Targeting Chimeras
Vepdegestrant

Selective ER Covalent Antagonist
H3B-6545

Complete ER antagonists
OP1250

Emerging ER targeting drugs 

Loyd MR et al, Ther Adv Med Oncol 2022



Trial design

K.L. Jhaveri et al SABCS 2024, K.L. Jhaveri et al NEJM 2024



Baseline Patient Characteristics

K.L. Jhaveri et al SABCS 2024, K.L. Jhaveri et al NEJM 2024



Statistical Considerations

K.L. Jhaveri et al SABCS 2024, K.L. Jhaveri et al NEJM 2024



Primary endpoint: Imlunestrant vs SOC ET
Investigator-assessed PFS in Patients with ESR1 mutations

K.L. Jhaveri et al SABCS 2024, K.L. Jhaveri et al NEJM 2024



K.L. Jhaveri et al SABCS 2024, K.L. Jhaveri et al NEJM 2024

Primary endpoint: Imlunestrant vs SOC ET
Investigator-assessed PFS in All Patients



K.L. Jhaveri et al SABCS 2024, K.L. Jhaveri et al NEJM 2024

Primary endpoint Imlunestrant + Abemaciclib vs Imnulestrant
Investigator-assessed PFS in All Patients



K.L. Jhaveri et al SABCS 2024, K.L. Jhaveri et al NEJM 2024

Investigator-assessed PFS by subgroup:
Consistent benefit of Imlunestrant + Abemaciclib 



Safety

K.L. Jhaveri et al SABCS 2024, K.L. Jhaveri et al NEJM 2024



Adapted by H.J. Burstein SABCS 2024,

SERDs monotherapy efficacy according to ESR1 mutations



FDA & EMA approved in ESR1mut ER+ MBC with progression after at least 1 ET   

A. Bardia et al, Clin Cancer Res  2024



F.C.  Bidard et al, Lancet Oncol  2022 N. Turner  et al, Future Oncol  2023

Early switch based on ESR1 mutations

PADA1 SERENA 6



H.J. Burstein SABCS 2024,



Toxicities of PI3K/AKT inhibitors  

Toxicity

Alpelisib Capivasertib Inavolisib

All grades % Grade 3+ % All grades % Grade 3+% All grades % Grade 3+%

Diarrhea 59.5 7 72.4 9.3 48 4

Rash 36.3 10 38 12 25 NA

Hyperglycemia 64.8 37 16.2 2.3 59 6

Stomatitis 25 2.5 14.6 2 51 6

Treatment
discontinuation due 
to adverse events

25% 13% 6.8%

Adapted from Fanucci et al, ESMO Open 2024



New epigenetic regulators 
PF- 07248144 (KAT6 inhibitor) + fulvestrant

ORR 21.7%, CBR 43.5%, mPFS 10.7 mo, response in 3/5 patinets who had prior fulvestrant

Mukohara T et al, Nature Med 2024



Limitations

 Suboptimal control arm: How imlunestrant+abemaciclib compares with
fulvestrant+ abemaciclib, fulvestrant+alpelisib, fulvestrant+ capivasertib?

 60% of patients received prior CDK4/6inhibitor: Subgroup analysis
according to prior CDK4/6inhibitor reassuring

 60% of prior CDK4/6inhibitor was palbociclib: Not SOC any more 



Strengths - messages

Well conducted, international, phase 3 trial

 Imlunestant is a well tolerated oral SERD that is better than fulvestrant in ESR1 
mutant tumors

 First study to suggest that post CDK4/6i an oral SERD (imlunestrant) can be used
irrespective of ESR1 mutations when combined with abemaciclib

 Imlunestrant + abemaciclib can be a treatment option for patients with PIK3CA 
pathway mutated tumors



Open Questions

Will there be an improvement in Overall Survival in EMBER3 with longer follow-up?

What will be the optimal strategy in patients that have received abemaciclib/ribociclib
in the adjuvant or in the 1st line metastatic setting?

Will oral SERDs be better than SOC ET in the 1st line metastatic and adjuvant setting 
where ESR1 mutations are rare?



H.J. Burstein SABCS 2024,





Nivolumab plus Ipilimumab in Microsatellite-Instability–High 
Metastatic Colorectal Cancer

March 19, 2025

Claire Gallois

Digestive Oncology Department
Hôpital Européen Gorges Pompidou, Paris, France



André et al. NEJM 2024

André et al. ASCO GI 2025

André et al. Lancet 2025

André et al. ASCO GI 2024

Lenz et al. ASCO 2024



Rationale

• MSI-high/dMMR: 5% of mCRC and associated with poor outcomes with
chemotherapy +/- targeted therapies

• Keynote-177: Pembrolizumab monotherapy showed improved PFS vs 
chemo in the 1L setting
BUT primary progression: 29% of cases 
and for long-term outcomes →5-year PFS rate: 34%

• Phase II CheckMate-142 indirect comparisons suggested that Nivolumab + 
Ipilimumab provided better outcomes than Nivolumab monotherapy



Phase III trial
Randomized, mulicenter, open-label

Exclusion of patients who received prior ICI

• Patients in 1st line or 2nd line randomly assigned, in a 2:2:1 ratio, to receive nivo + ipi, nivo alone, or chemotherapy
• Patients in 3rd line or more randomly assigned in a 1:1 ratio, to receive nivo + ipilimumab, or nivo alone

In the chemo group: cross-over permitted with nivo + ipi

CheckMate 8HW study design

André et al. ASCO GI 2024

Lenz et al. ASCO 2024
André et al. NEJM 2024



CheckMate 8HW 
Nivolumab + Ipilimumab vs chemotherapy in 1st Line

André et al. ASCO GI 2024; Lenz et al. ASCO 2024; André et al. NEJM 2024



CheckMate 8HW 
Nivolumab + Ipilimumab vs chemotherapy in 1st Line

André et al. ASCO GI 2024; Lenz et al. ASCO 2024; André et al. NEJM 2024

NIVO + IPI
(n=202)

Chemo
(n=101)

Previous systemic
therapy

67 (33%) 32 (32%)

Neoadjuvant 7/67 (10%) 5/32 (16%)

Adjuvant 60/67 (90%) 27/32 (84%)
Metastatic 2/67 (3%) 2/32 (6%)



CheckMate 8HW 
Nivolumab + Ipilimumab vs chemotherapy in 1st Line

At data cutoff: median follow- up was 31.5 months (range 6.1-48.4)

Prespecified interim analysis

André et al. ASCO GI 2024; Lenz et al. ASCO 2024; André et al. NEJM 2024

PFS



CheckMate 8HW 
Nivolumab + Ipilimumab vs chemotherapy in 1st Line

PFS2 = time from randomization to progression after subsequent systemic treatment, initiation of 
systemic subsequent treatment or death

68% of patients of chemo group received ICI as subsequent treatment

Lenz et al. ASCO 2024 



CheckMate 8HW 
Nivolumab + Ipilimumab vs chemotherapy in 1st Line

Treatment-related adverse events

Median duration of treatment:  13.5 months (nivo+ipi) vs 4 months (chemo)

André et al. ASCO GI 2024; Lenz et al. ASCO 2024; André et al. NEJM 2024



CheckMate 8HW 
Nivolumab + Ipilimumab vs Nivolumab across all lines

André et al. ASCO GI 2025; André et al. Lancet 2025
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CheckMate 8HW 
Nivolumab + Ipilimumab vs Nivolumab across all lines

PFS

André et al. ASCO GI 2025; André et al. Lancet 2025

median follow-up: 47 months (range 16.7 – 60.5)

Prespecified interim analysis



CheckMate 8HW 
Nivolumab + Ipilimumab vs Nivolumab across all lines

PFS subgroup analysis

André et al. ASCO GI 2025; André et al. Lancet 2025



CheckMate 8HW 
Nivolumab + Ipilimumab vs Nivolumab across all lines

Immune-related Adverse Events

André et al. ASCO GI 2025; André et al. Lancet 2025

Treatment-related deaths: N= 2 in Nivo +Ipi group (myocarditis + pneumonitis) and N= 1 ni Nivo group (pneumonitis)



CheckMate 8HW 
Nivolumab + Ipilimumab vs Nivolumab across all lines

Health-related Quality Of Life

André et al. ASCO GI 2025; André et al. Lancet 2025



Summary CheckMate 8HW 
Nivo + Ipi vs Nivo

Positive phase III trial

• Nivo + Ipi demonstrated statistically significant and clinically meaningful improvement in PFS 
vs Nivo monotherapy in patients with centrally confirmed MSI-H/dMMR mCRC across all lines of 
therapy (HR: 0.62, p=0.0003)

• Consistent PFS benefit across subgroups

• Better ORR with Nivo + Ipi vs Nivolumab (71% vs 58%, p=0.001)
Primary resistance in only 10% of pts with Nivolumab +Ipilimumab vs 19% in Nivolumab group

• Limits:
➢ Efficacy by line of therapy unknown →the outcomes might be driven by patients in 1st Line (57% 

in both arms)
➢ No data on OS (immature data)



André et al. NEJM 2020; André et al. NEJM 2024; André et al. Lancet 2025

Keynote-177 CheckMate 8HW

MSI local testing Centrally confirmed MSI status

Pembro
1L

Nivo + Ipi
1L

Nivo 
all lines

Nivo + Ipi
all lines

Primary progression 29% - 19% 10%
24-month PFS 55% 72% 56% 71%

Keynote-177 CheckMate 8HW

Pembro

Chemo

• Truly primary resistant pts
• + MSI misdiagnosed pts (%age? 13% in CM 8HW)
MSI local testing
• +/-pseudoprogression

Centrally confirmed MSI status

L1 L1

All lines

Nivolumab + Ipilimumab or Pembrolizumab/Nivolumab monotherapy?



Nivolumab + Ipilimumab or Pembrolizumab/Nivolumab monotherapy?

Combotherapy a little bit more toxic (G3/4 AEs 22% vs 14% with Nivo)

• Higher rates of endocrine AEs
→7% hypophysitis, 10% adrenal insuffisency, 18% hypothyroidism, 12% hyperthyroidism

but very rarely grade 3-4 and presumably manageable with hormonal supplementation
• without impacting QoL
• Higher rate of discontinuation of ttt related to AEs, although pts were able to continue with nivo alone

BUT 

≃ 35-50% of patients: long-term responders to nivo/pembro and possibly already « cured »

André et al. NEJM 2024; André et al. Lancet 2025



Nivolumab + Ipilimumab or Pembrolizumab/Nivolumab monotherapy?

Nivolumab + Ipilimumab
Potential new standard of care in MSI-high patients

Perspectives:
Select the patient subgroups who truly benefit from the 
intensification of immunotherapy and are therefore exposed to more 
toxicities (study of the tumor microenvironment, transcriptomic data, 
etc...)
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