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Cultural Linguistic Competency (CLC) & Implicit Bias (IB)

STATE LAW:
The California legislature has passed Assembly Bill (AB) 1195, which states that as of July 1, 2006, all Category 1 CME activities that relate to patient care must
include a cultural diversity/linguistics component. It has also passed AB 241, which states that as of January 1, 2022, all continuing education courses for a
physician and surgeon must contain curriculum that includes specified instruction in the understanding of implicit bias in medical treatment.

The cultural and linguistic competency (CLC) and implicit bias (IB) definitions reiterate how patients’ diverse backgrounds may impact their access to care.

EXEMPTION:
Business and Professions Code 2190.1 exempts activities which are dedicated solely to research or other issues that do not contain a direct patient care 
component. 

The following CLC & IB components will be addressed in this presentation: 

• Discuss possible barriers and biases which may impact patient care.

• Highlight that all populations may benefit from recent advances in HR+ breast cancer

https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241
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Overview: Early Stage

• Molecular risk assessment and Prosigna

• Review of updates with adjuvant CDK4/6i
• monarchE: Primary OS results, 

• menopausal status and other subgroups

• NATALEE: 5-year update, 
• Intrinsic subtype analysis

• Adjuvant oral SERD 
• lidERA Breast Cancer, 

• menopausal status



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

PICCART ASCO 2026

Tailor-X(1) 2006-
2010

(N= 6517 out of 
9719)

OPTIMA(4)
2017-2025
(N=4429)

RX-ponder (3) 
2011-2017
(N= 5018)

MINDACT (2)
2007 – 2011

(N= 2144 out of 
6693)

5y DMFS for ET alone in High 
clin/ low gen risk= 95.1%

(95% CI 93.1 – 96.6%)

9y iDFS HR = 1.08
(95% CI 0.94 – 1.24)

Absolute difference= 1%

5y iBCFS 
Overall HR 1.03 (90% CI 

0.85-1.25) for control vs test 
arm 

Absolute difference= 1.5%

Non-significant interaction between 
RS and CTX benefit (p= 0.35)
Overall 5y iDFS (ET ± CTX)
Absolute difference = 1.2%

• Randomized non inferiority trials 
(power > 80%)

• “Single arm” de-escalation trial 
• Trial testing an interaction 

Node - 1 – 3 N+ 1-9 N +
Increasing 
tumor 
burden

(1) Sparano, NEJM 2018  (2)  Piccart, Lancet 2021 
(3)  Kalinsky, NEJM 2021  (4)  Stein, ASCO 2026

Required:92%

* ONCOTYPE DX®: Tailor-X RXponder
* MammaPrint®: MINDACT
* Prosigna®: Optima



What is Prosigna?

Prosigna website



OPTIMA design

Stein ASCO 2026



Patient and tumor characteristics

Stein ASCO 2026
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Characteristic Control arm Test directed arm Total

number PP 2059 2094 4153

age (range) 55 (40-84) 56 (40-82) 56 (40-84)

premenopausal 776 (38%) 775 (37%) 1551 (37%)

postmenopausal 1265 (61%) 1302 (62%) 2567 (62%)

men 18 (1%) 17 (1%) 35 (1%)

grade 1-2 1417 (69%) 1465 (70%) 2862 (69%)

grade 3 642 (31%) 629 (30%) 1271 (31%)

tumor size <30 mm 1104 (54%) 1128 (54%) 2232 (54%)

tumor size ≥30 mm 955 (46%) 966 (46%) 3050 (46%)

nodes: 0 / micromets 160 (8%) 167 (8%) 327 (8%)

1-3* 1515 (74%) 1534 (73%) 3049 (73%)

4-9 384 (18%) 393 (19%) 777 (19%)

*39% of pN1 tumors had a sentinel node biopsy only



Invasive Breast Cancer Free Survival 9

Complete Per Protocol population ROR ≤60 subpopulation

Demonstrated non-inferiority limit = 2%
No certainty of chemotherapy benefit
1.5% observed 5-year difference –favors chemotherapy 

Demonstrated non-inferiority limit = 2%
No certainty of chemotherapy benefit
1.2% observed 5-year difference –favors chemotherapy

Adjusted HR 1.03; 90% CI 0.85-1.25,
p(3%noninferiority) = 0.006  

No. 
events

%IBCFS (95% CI) 
at 5 years

Control arm 148 91.8 (90.1- 93.2)

Test-directed arm 153 90.3 (88.5- 91.8)

Adjusted HR 1.06; 90% CI 0.80-1.40,
p(3.5%noninferiority) = 0.003  

No. 
events

%IBCFS (95% CI) 
at 5 years

Control arm 68 94.8 (93.1- 96.1)

Test-directed arm 76 93.6 (91.7- 95.0)

Stein ASCO 2026



Distant Recurrence Free Interval

Stein ASCO 2026

10

Complete Per Protocol population ROR ≤60 subpopulation

Adjusted HR 1.04; 90% CI 0.83-1.30

No. 
events

%DRFI (95% CI) 
at 5 years

Control arm 104 94.1 (92.7-95.3)

Test-directed arm 108 93.3 (91.7-94.5)

Adjusted HR 1.17; 90% CI 0.82-1.66

No. 
events

%DRFI (95% CI) 
at 5 years

Control arm 40 97.0 (95.6-98.0)

Test-directed arm 49 96.0 (94.5-97.1)

0.8% observed 5-year difference –favors chemotherapy 1.0% observed 5-year difference –favors chemotherapy



Subgroup analysis: low ROR score 
population 

Stein ASCO 2026
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IBCFS vs menopausal status: low ROR score 
population

Stein ASCO 2026
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Premenopausal Postmenopausal

HR 1.14; 95% CI 0.76-1.71

No. 
events

%IBCFS (95% CI) 
at 5 years

Control arm 42 94.5 (92.2- 96.2)

Test-directed arm 50 93.2 (90.6- 95.0)

HR 1.04; 95% CI 0.60-1.80

No. 
events

%IBCFS (95% CI) 
at 5 years

Control arm 25 95.5 (92.6- 97.3)

Test-directed arm 26 94.2 (91.0- 96.2)

1.3% observed 5-year difference -favors chemotherapy 1.3% observed 5-year difference -favors chemotherapy



IBCFS vs nodal status: low ROR score 
population

Stein ASCO 2026
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1-3 involved nodes 4-9 involved nodes

HR 1.11; 95% CI 0.76-1.64

No. 
events

%IBCFS (95% CI) 
at 5 years

Control arm 48 95.2 (93.3- 96.6)

Test-directed arm 56 93.6 (91.4- 95.3)

HR 1.19; 95% CI 0.62-2.29

No. 
events

%IBCFS (95% CI) 
at 5 years

Control arm 17 93.1 (87.2- 96.4)

Test-directed arm 20 91.5 (86.0- 94.9)

1.6% observed 5-year difference -favors chemotherapy1.6% observed 5-year difference -favors chemotherapy
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Where do we stand?

 Limitations:
 majority of patients have not reached 5 years of follow up 
 Women <40 years were not included
 Not a diverse population

OPTIMA has demonstrated that the 50-gene Prosigna test 
identifies a patient group with minimal if any 
chemotherapy benefit

 Premenopausal patients age >40
 Larger tumor size
 4-9 Lymph nodes???



1.8% = 15.8% Rel Risk Reduction



iDFS benefit sustained over time 
6.5% at 7 years
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monarchE Cohort 1 IDFS benefit by key clinical subgroups



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

Study Design: NATALEE

John Crown, M.D. 

a Enrollment of patients with stage II disease was capped at 40%. b Per investigator choice. 
ctDNA/RNA, circulating tumor DNA/RNA; DDFS, distant disease–free survival; DRFS, distant 
recurrence–free survival; EBC, early breast cancer; ET, endocrine therapy; HR, hazard ratio; iDFS, 
invasive disease–free survival; ITT, intention to treat; N, node; NSAI, nonsteroidal aromatase 
inhibitor; OS, overall survival; PK, pharmacokinetics; PRO, patient-reported outcomes; RIB, 
ribociclib; RFS, recurrence-free survival; STEEP, Standardized Definitions for Efficacy End Points. 
1. ClinicalTrials.gov. Accessed November 8, 2023. https://clinicaltrials.gov/study/NCT03701334. 
2. Slamon D et al. Ther Adv Med Oncol. 2023;15:1-16.

RIB
400 mg/day 

3 weeks on/1 week off for 3 y 

+ 
NSAI

Letrozole or anastrozoleb for ≥5 y 
+ goserelin in men and premenopausal 

women 

NSAI
Letrozole or anastrozoleb for ≥5 y 

+ goserelin in men and premenopausal 
women

Adult patients with stage II and III HR+/HER2− EBC Primary End Point
iDFS using STEEP criteria 

Secondary End Points
 RFS, DDFS, OS
 PROs
 Safety and tolerability
 PK 

Exploratory End Points
 DRFS
 Gene expression and alterations in 

tumor ctDNA/ctRNA samples

• Prior ET allowed up to 12 months

• Anatomical stage IIAa

• N0 with:

• Grade 2 and evidence of high risk:

• Ki-67 ≥ 20%

• Oncotype DX Breast Recurrence Score ≥ 26 or

• High risk via genomic risk profiling

• Grade 3

• N1

• Anatomical stage IIBa

• N0 or N1

• Anatomical stage III

• N0, N1, N2, or N3

R 
1:1

An open-label, multicenter, randomized, phase 3 trial1,2

Efficacy outcomes for the 5-year analysis were estimated by the Kaplan-Meier method, and results are descriptive. 
The Cox proportional hazards model was used to estimate the HRs and 95% CIs.

Final 
iDFS

Primary Analysis 4-Year Exploratory 6-Year Prespecified 

Median iDFS follow-up
33.3 mo27.7 mo 44.2 mo 

5-Year Prespecified

Current readout 
55.4 mo and beyond





Ribociclib treatment benefit was seen across all 
PAM50-based intrinsic subtypes

HER2, human epidermal growth factor receptor 2; HR, hazard ratio; iDFS, invasive disease–free survival; NSAI, nonsteroidal aromatase inhibitor; PAM50, Prediction Analysis of Microarray 50; RIB, ribociclib.
a HRs were estimated using Cox proportional hazards models stratified by the four main strata and including a term for biomarker-by-treatment interaction. b The p-values for treatment effects within individual biomarker subgroups are model-based nominal two-sided Wald p-values without multiplicity 
correction. c HRs were obtained from Cox proportional hazards models stratified by the four main strata and adjusted for treatment group. d Nominal two-sided p-value from likelihood ratio test without multiplicity correction.

Chia et al. ASCO 2026

• Across treatment arms, PAM50 subtypes were 
strongly prognostic (hazard ratio vs luminal A: 
luminal B, 1.39; HER2-enriched, 2.62; 
basal-like, 3.92c)

• No significant interaction between subtype and 
treatment was observed (P=.34d)

Ribociclib Treatment Benefit 
Across Intrinsic Subtypesa,b

Population Events, n Patients, n P
HR for treatment benefit

(RIB + NSAI vs NSAI alone)

Luminal A 262 1990 .038 0.77 (0.61-0.99)

Luminal B 141 852 .25 0.71 (0.39-1.28)

HER2-enriched 26 89 .15 0.50 (0.20-1.29)

Basal-like 33 91 .049 0.42 (0.18-1.00)

Biomarker 462 3022 .0004 0.72 (0.60-0.86)

iDFS by Intrinsic Subtypea

87.5% (85.3%–89.7%)

84.7% (82.4%–87.0%)

78.0% (66.1%–91.9%)

64.7% (52.1%–80.3%)

RIB + NSAI NSAI alone

Events, n/N (%) 118/1016 (11.6) 144/974 (14.8)

HR (95% CI) 0.77 (0.61-0.99)

RIB + NSAI NSAI alone

Events, n/N (%) 9/43 (20.9) 17/46 (37.0)

HR (95% CI) 0.50 (0.20-1.29)

RIB + NSAI NSAI alone

Events, n/N (%) 12/46 (26.1) 21/45 (46.7)

HR (95% CI) 0.42 (0.18-1.00)

RIB + NSAI NSAI alone

Events, n/N (%) 64/439 (14.6) 77/413 (18.6)

HR (95% CI) 0.71 (0.39-1.28)

84.0% (80.4%–87.8%)

80.8% (76.9%–84.9%)

73.6% (61.8%–87.6%)

55.2% (42.4%–72.0%)
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lidERA Study Design

Bardia et al. SABCS 2025

Adjuvant Giridestrant
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Study Population:

Carey SABCS 2025
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 Primary Endpoint: IDFS

92.4%

89.6%
Benefit 2.8% at 3 years
Few events for medium risk group

lidERA iDFS



lidERA DRFI
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Safety Profile: less arthralgia?
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IDFS by Menopausal status

Schmid et al. ASCO 2026 26



Giredestrant + 
everolimus

(n = 102)

SOC ET + 
everolimus

(n = 105)

Events, n (%) 69 (5.7) 90 (7.3)

3-year rate, % 93.6 91.6

HR (95% CI) 0.76 (0.56, 1.04)

Giredestrant + 
everolimus

(n = 102)

SOC ET + 
everolimus

(n = 105)

Events, n (%) 33 (3.9) 55 (6.6)

3-year rate, % 95.5 92.6

HR (95% CI) 0.58 (0.38, 0.90)

DRFI by menopausal status

Schmid et al. ASCO 2026

Data cutoff: August 8, 2025. HR estimates are unstratified vs SOC ET.
AI, aromatase inhibitor; CI, confidence interval; DRFI, distant recurrence-free interval; ET, endocrine therapy; HR, hazard ratio; SOC, standard-of-care; TAM, tamoxifen.

SOC ET
n = 838

Giredestrant
n = 849

SOC ET
n = 1236

Giredestrant
n = 1220

Giredestrant showed DRFI benefit and higher 3-year rates in both pre-menopausal and post-menopausal subgroups

Giredestrant better SOC ET better Giredestrant better SOC ET better

Total, 
n

HR 
(95% CI)

AI 563 0.61 (0.38, 0.98)

TAM 269 0.54 (0.31, 0.94)

0.1 0.6 1.1

Exploratory analysis: DRFI by SOC ET

Total, 
n

HR 
(95% CI)

AI 1180 0.80 (0.58, 1.10)

TAM 48 0.34 (0.16, 0.74)

0.1 0.6 1.1

Exploratory analysis: DRFI by SOC ET

849 824 803 790 710 447 140 9
838 811 783 762 683 431 140 9

No. at risk

Giredestrant
SOC ET

Time (months)

0 6 12 18 24 30 36 42

D
R

F
I 
(%

)

100

80

70

90

1220 1186 1156 1130 997 637 203 17
1236 1192 1163 1154 987 611 181 15

No. at risk

Giredestrant
SOC ET

Time (months)

0 6 12 18 24 30 36 42

D
R

F
I 
(%

)

100

80

70

90

Pre-menopausal Post-menopausal
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 Comparing the criteria: 
AJCC 
anatomical 
staging TN (M0) NATALEE monarchE lidERA
Stage IA T1N0

T1cN0 G3, Ki-67 ≥20% or high genomic risk

Stage IB T0N1mi
T1N1mi G3 or Ki67 ≥20%

Stage IIA T0N1
T1N1 G3 or Ki67 ≥20%

T2N0
G3 or G2 with Ki-67 ≥20% or high 
genomic risk G3, Ki-67 ≥20% or high genomic risk

Stage IIB T2N1 G3 or Ki67 ≥20%

T3N0 G3, Ki-67 ≥20% or high genomic risk

Stage IIIA T0N2
T1N2
T2N2
T3N1
T3N2

Stage IIIB T4N0
T4N1
T4N2

Stage IIIC Any TN3 Carey SABCS 2025
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Takeaways for the Clinic

29

 From OPTIMA, we now have growing data on molecular risk assessment with the Prosigna test in high risk clinical subtypes

o Short follow up, caution in 4-9 LN

o Premenopausal 1-3 LN, age >40, must get OFS

 Adjuvant CDK4/6 inhibitors have demonstrated significant improvements in IDFS for high risk HR+HER- EBC

o OS benefit demonstrated with adjuvant abemaciclib (higher risk population)

o iDFS benefit with adjuvant ribociclib even in node negative with high risk features

 Adjuvant giridestrant improves IDFS at early follow up (2.75 y)

o 3-year IDFS 92.4% vs 89.6%

 If approved, could we use giridestrant:

o after completion of CDK4/6i? 

o instead of AI for patients who cannot tolerate CDK4/6i or their AI

 Await data on switching to SERD after CDK4/6i + AI and/or combination CDK4/6i + oral SERD



Advanced Stage HR+ Disease

Monotherapy oral SERDs, PROTAC:
EMERALD, EMBER-3, VERITAC-2

Combinations:

Oral SERD + CDK4/6i: EMBER-3, ELEVATE
Oral SERD + everolimus: evERA, ELEVATE
Fulvestrant combinations: VIKTORIA-1

Switch strategies: SERENA-6



Treatment Landscape for HR+/HER2- mBC (2025)

This presentation is the intellectual property of the author/presenter. Contact sonya.reid@vumc.org for permission to reprint and/or distribute.

First Line Second Line 

ET + CDK4/6i
Fulvestrant + Alpelisib

ET + CDK4/6i + Inavolisib 
(High risk, PIK3CAmut) 

PIK3CAmut

Fulvestrant + Capivasertib

Olaparib; Talazoparib

AKT1/PTENalt 

ESR1mut Elacestrant; Imlunestrant

gBRCAmut

PIK3CAmut Fulvestrant + Capivasertib

No targetable 
mutation

Switch CDK4/6i + ET

Everolimus + ET

Chemotherapy

T-DXd (HER2-low or ultralow)

Later Line + 

Chemotherapy

T-DXd (HER2-low or ultralow)

NCCN Guidelines. Breast Cancer. v4.2025.

Sacituzumab Govitecan

Dato-DXd

mailto:sonya.reid@vumc.org






Bidard FC, et al. J Clin Oncol. 2022;40(28):3246-3256. 

mPFS in patients with prior ET + CDK4/6i for ≥12 mos

Median PFS in mESR1
3.8 v 1.9mo, HR 0.55, p 0.0005

Elacestrant (n=78)

Elacestrant

EMERALD: Randomized Phase III study all patients prior 
CDK4/6i



Real World Data in Pts with mESR1 MBC 

Lloyd et al, CCR 2025 Rugo et al, CCR 2025

mTTNT in two real world settings mirrored EMERALD trial results
Patients in the real world are being are benefitting!



Elevate: Phase II Study of Elacestrant in Combination with 
Everolimus or Abemacicilb

Ela/Eve
72% visceral mets
20% primary endocrine 
resistance
100% prior CDK4/6i

50% ribociclib
70% one prior line of Rx
50% prior fulvestrant

Safety
Consistent with either 
everolimus + standard ET or 
elacestrant; no new safety 
signals observed
No bradycardia or photopsia 
TEAE leading to elacestrant + 
everolimus drug withdrawal 6%
TEAE leading to elacestrant + 
everolimus drug dose reduction 
2%

Rugo et al, CCR 2026

• Ela/Eve

• PFS 8.3 mo (4-10.2)
• 82.9% DCR 
• 19.5% ORR
• 8.54 mo mDOR



Elevate: Elacestrant/Abemaciclib

Elacestrant/Abemaciclib
92% visceral mets
15% primary endocrine resistance
50% prior CDK4/6i
78% one prior line of Rx
30% prior fulvestrant

Safety
The safety profile is consistent with 

abemaciclib + standard ET or elacestrant; no 

new safety signals were observed

No bradycardia or photopsia

TEAE leading to elacestrant + abemaciclib

drug withdrawal 0%

TEAE leading to elacestrant + abemaciclib

drug reduction 5%

PFS: 14.3 months

91.2% DCR
24.6% ORR
14.75 mos mDOR

Arm C required prior CDK4/6i (palbociclib or ribociclib)
Arm D excluded prior CDK4/6i

Rugo et al, SABCS 2025



EMBER-3: Imlunestrant as 2nd Line Therapy for HR+ MBC

Jhaveri et al, NEJM 2025; Jhaveri et al, SABCS 2025

PFS in ESR1m

Interim OS in ESR1m 
(50% maturity)

ESR1wt 
PFS 

Imlunestrant FDA approved Sep 25, 2025 for
ESR1-mutant HR+HER2- mBC progressed on at 
least one prior line of ET



Imlunestrant/Abemaciclib vs Imlunestrant
PFS in all patients

65 v 59% had 
prior CDK4/6i; 

>2/3 palbociclib 

Prior CDK4/6i

Benefit across PI3K pathway mutations
• Mutation

• 7.6 v 3.8 mo (n=88 v 84, HR 0.57)
• No mutation 

• 11.3 v 5.6 mo (n=109 v 112, HR 0.59)
• Safety

• As expected from each agent
• 86% diarrhea
• More dose reductions (39%), 

discontinuations in combination arm

FDA approved September 18, 2026

NCCN Guidelines Useful in Certain 
Circumstances (2A)



evERA: Phase III Trial of Giredestrant plus 
Everolimus in HR+ MBC Post CDK4/6i

Demographics
47% prior fulvestrant
25% CDK4/6i from 6 to 12 months

57% v 63% palbociclib, even split with ribociclib
and abemaciclib

Biomarkers
55% ESR1 mutations
35 vs 27% PIK3CA mutations
45 vs 42% pathway alterations

Mayer et al, ESMO 2025; Rugo et al, SABCS 2025

Co-primary endpoints (RECIST v1.1)

• INV-PFS in patients whose tumors had an ESR1m

• INV-PFS in the ITT population

Key secondary endpoints 

• OS

• INV-ORR, DoR



Additional Data

In both the ESR1m and ITT populations, 
the magnitude of clinical benefit was 
consistent, regardless of:

PIK3CAm and PIK3CA/AKT1/PTEN alterations
Duration of prior CDK4/6i
Choice of prior CDK4/6i (palbociclib, ribociclib, 
or abemaciclib)

In secondary analysis, benefit for PFS 
appeared restricted to the altered 
population
Safety as expected from individual 
agents

Giredestrant: 3.8% v 1% Gr1-2 bradycardia
No photopsia
Primary toxicity in both arms grade 1-2 
stomatitis

Take home message
• Effective and safe combination therapy
• Only trial to directly compare combination to 

combination therapy
• Majority of impact in ESR1m population but 

benefit in ITT and ORR encouraging



VERITAC-2: PROTAC Phase III Trial
PFS by BICR in pts with ESR1mTrial Design

PFS by BICR in All pts
CBRa and ORRb in pts with ESR1m

Hamilton E, ASCO 2025; Campone M, NEJM 2025

Safety: Well tolerated, mild increase in liver 
enzymes, minimal QT prolongation (11.1 ms) 

FDA Approved May 1, 2026



SERENA-6 Study Design and Disposition Over Time

Turner NC et al. ASCO 2025. Abstract LBA4; Bidard FC et al. N Engl J Med. 2025;393(6):569-580.

An estimate of the proportion of patients with emerging 
ESR1m during the study period is 42%, calculated from the 
548 patients with a positive test/(the number of patients tested 
for ESR1m [n=3256] minus the number of patients that were 
still ongoing in surveillance when screening closed 
[n=1949]). 

• ctDNA C1D1 and C3D1
• Median time to positive test when first test 

was positive: ~18 mo
• Median time to randomization: 23 mo
• 75-76% palbociclib

FDA Accelerated 
Approved Sep 4, 2026

NCCN Category 2B: useful in 
certain circumstances



AI + CDK4/6i
0

10
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90

100

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48

P
FS

2
 (

%
)

Time from randomization (months)

Camizestrant + 
CDK4/6i (n=157)

AI + CDK4/6i
(n=158)

Events, n (%) 80 (51.0) 90 (57.0)

Median PFS2 
(95% CI); 
months

25.7 
(20.4-30.3)

19.1 
(16.8-21.0)

HR (95% CI): 0.63 (0.46-0.86); p=0.00373

SERENA6: Efficacy 
Updated PFS (primary endpoint, investigator-assessed)
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48

P
FS

 (
%

)

Time from randomization (months)

Number of patients at risk

157 143 125 109 90 78 57 42 31 23 17 7 5 2 2 0

158 127 90 73 48 35 20 16 12 4 1 1 0 0 0 0

Number of patients at risk

157 150 145 138 127 113 86 63 42 32 24 10 5 5 4 0

158 149 129 120 102 82 60 40 30 17 12 8 3 2 0 0

Final (PFS2)

Bidard, F et al. ASCO 2026

Camizestrant + 
CDK4/6i (n=157)

AI + CDK4/6i
(n=158)

Events, n (%) 99 (63.1) 124 (78.5)

Median PFS 
(95% CI); 
months

16.8 
(14.7-19.4)

9.2 
(7.2-9.7)

HR (95% CI): 0.45 (0.34-0.59); nominal 
p<0.00001

34.9%

14.2%

Median follow-up: 23.5 months

30.4% Camizestrant + 
CDK4/6i

AI + CDK4/6i
2.7%

50.8%
41.5%

Camizestrant + 
CDK4/6i

36.3%
29.7%

A supplementary analysis
of PFS2 per RECIST v1.1 
criteria was consistent: 

HR 0.64 (95% CI: 0.46-0.90), 
nominal p=0.0094



Subgroup N PFS PFS2

Overall 315

Menopausal status at randomization
Pre-/peri-menopausal women and men 66

Postmenopausal women 249

Region

Asia 79

Europe 180

North America 56

Disease site
Visceral 127

Non-visceral 187

Time from initiation of AI + CDK4/6i until 
randomization, months

<18 95

≥18 220

CDK4/6i maintained at randomization

Palbociclib 235

Ribociclib 46

Abemaciclib 30

Time of ESR1m detection
First test 161

Subsequent test 154

Number of ESR1m
Single 257

Multiple 58

ESR1m*

D538G 152

Y537S 121

Y537N 54

Co-mutations

PIK3CA - present 130

PIK3CA - absent 185

TP53 - present 80

TP53 - absent 235

SERENA6: Subgroup analysis PFS & PFS2 

Bidard, F et al. ASCO 2026

Consistent PFS and PFS2 benefit with camizestrant + CDK4/6i observed across subgroups

DCO3 (Jan 02, 2026). *The 3 most common ESR1m are shown 

0.0 0.5 1.0 1.5 2.0 2.5 3.00.0 0.5 1.0 1.5 2.0 2.5 3.00.04 0.08 0.16 0.32 0.64 1.28 2.56 0.04 0.08 0.16 0.32 0.64 1.28 2.56

HR (95% CI) HR (95% CI)



SERENA6: Switching to camizestrant + CDK4/6i prolongs 
chemotherapy/ADC-free survival, improves QOL

Bidard, F et al. SABCS 2025

Second pre-specified data cut off DCO2: June 30, 2025. 



Week 8 (n = 81)
(Cycle 3 Day 1)

Week 4 (n = 97)
(Cycle 2 Day 1)

Week 8 (n = 91)
(Cycle 3 Day 1)
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Week 4 (n = 91)
(Cycle 2 Day 1)

SERENA6: Total ctDNA dynamics on treatment
Total ctDNA levels were substantially reduced on camizestrant + CDK4/6i
Median 99% reduction at Week 8; 51% of patients showed clearance of total ctDNA

Change in total ctDNA Total ctDNA clearance by Guardant360*

Camizestrant + 
CDK4/6i

AI + CDK4/6i

51.0%
N = 50 / 98

In an exploratory analysis pooled across arms, total 
ctDNA clearance is associated with OS benefit 
(HR 0.39; 95% CI 0.19–0.73); consistent with 

other studies

1.9%
N = 2 / 108

Total ctDNA = mean VAF of probable tumor-specific somatic mutations (Guardant360); *Total ctDNA clearance at Week 4 and/or Week 8 in clearance-evaluable patients

Total ctDNA was profoundly reduced in the camizestrant + CDK4/6i arm vs 
the AI + CDK4/6i arm (Wilcoxon nominal P<0.00001) at 

Week 4 and 8

Median change 
from baseline :

Camizestrant + CDK4/6i AI + CDK4/6i

-94% -99% +16% +64%
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VIKTORIA-1

Hurvitz et al. ESMO 2025



VIKTORIA-1: PFS in PIK3CA-wt (study 1)

Giredestrant + Fulvestrant, +/- palbociclib, FDA approved July 14, 2026 for patients 
with HR+/HER2- mBC, PIK3CA-WT following at least one line of ET in the 

metastatic setting

Hurvitz et al. ESMO 2025



VIKTORIA-1: A randomized, open-label, Phase 3 study of gedatolisib + fulvestrant ± palbociclib vs. standard of 
care in HR+/HER2-/PIK3CA-mutant advanced breast cancer 



CITY OF HOPE

VIKTORIA-1: PIK3CA mut

Hurvitz et al. ASCO 2026

Secondary Endpoint: PFS (BICR) 



Safety/Toxicity

Hurvitz et al. ASCO 2026



VIKTORIA-1: secondary endpoints and subgroup analysis
DoR:

Hurvitz et al. ASCO 2026

OS:



VIKTORIA-1 takeaways

Pan-PI3K + mTOR inhibition may drive benefit regardless of PIK3CA mutation status (WT 
and mut both benefit)

FDA approved for wild-type indication July 2026

IV route – will it limit clinical use?
Subcutaneous route to come

Encouragingly less hyperglycemia but still on-target side effects e.g. stomatitis, rash



CITY OF HOPE 55

Therapeutic Window

Vasan N et al. Nat Rev Clin Oncol 2022

Zovegalisib (RLY-2608)
Tersolisib (LY4064809 (STX-478):
Pan-Mutant Selective PI3K inhibitors



ReDiscover-2 – Phase III Registrational Trial for Post-
CDK4/6 inhibitor HR+/HER2- Advanced Breast Cancer 
with a PIK3CA Mutation



A Phase 3, Randomized, Double-blind, Placebo-controlled 
Study of LY4064809 Combined with a CDK4/6 inhibitor and 
Endocrine Therapy in Adults with HR+, HER2- Advanced Breast 
Cancer with a PIK3CA Mutation who received no prior treatment 
for Advanced Breast Cancer (PIKALO-2)



Key Takeaways: Metastatic Disease

What did we learn?
Oral SERDs/PROTACs are more effective than fulvestrant (and exemestane) in patients whose tumors have 
acquired ESR1m

This represents 35-40% of patients with HR+/HER2- MBC
Oral SERDs may be superior to standard endocrine therapy when combined with targeted agents regardless of 
ESR1m status

Overall toxicity is as expected from each individual agent
Ongoing studies to help define the role of this emerging strategy

Current state:
Option to switch AI to SERD at the emergence of ESR1m: Camizestrant
2nd line monotherapy therapy for patients with ESR1m and indolent highly endocrine responsive disease

Elacestrant, Imlunestrant, Vepdegestrant
And new combination option Imlunestrant + Abemaciclib

More combinations with targeted agents are on the horizon

Everolimus or Abemaciclib depending on co-morbidities, duration of response to prior 
CDK4/6i
Fulvestrant + PI3K/AKT/mTOR pathway agents continues to evolve (Gedatolisib)

Rapidly changing data and treatment options! 2026 is likely to see multiple approvals in this space



Looking to the future

• CERAN, SERCA, SERMs
Other endocrine therapies:

CERAN, SERCA

• SERENA-4 (camizestrant), OPERA-02 (palazestrant), persevERA
(giredestrant)

Moving oral SERD/CERAN to 
first line?

• CDK2 inhibitors/degraders, CDK4 selective inhibitors, KAT6 
inhibitors, RSK, Aurorakinase inhibitors, PI3K

Innovations on targeted 
partners:



ThankYou

cityofhope.org
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