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We Encourage Clinicians in Practice to Submit Questions 

Feel free to submit questions now before the program 
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface

Expand chat submission box

Drag the white line above the submission box up to create 
more space for your message.



Familiarizing Yourself with the Zoom Interface

Increase chat font size

Press Command (for Mac) or Control (for PC) and the + symbol. 
You may do this as many times as you need for readability.
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Thank you for joining us!

Please take a moment to complete the 
survey currently up on Zoom. 

Your feedback is very important to us.

Information on how to obtain CME, ABIM MOC and 
ABS credit will be provided in the Zoom chat room. 

Attendees will also receive an email in 
1 to 3 business days with these instructions.
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2025;393(2):151-61.
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Gedatolisib Mechanism of Action

ώCǊƻƳ ǘƘŜ ƳŀƴǳŦŀŎǘǳǊŜǊΩǎ ǿŜōǎƛǘŜϐ



PIK3R1 (p85Ŭ) alterations define a targetable subset of breast 

cancer with broad sensitivity to PI3K and AKT inhibitors

34.2% PIK3CA

5.4% PTEN

1.0% AKT1

3.2% PIK3R1

Breast cancer N = 51,574

PIK3R1 alterations are 
found in 3.2% of BC
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PIK3R1 alterations predict 

sensitivity to AKTi, PI3Ki and 

mutant-selective PI3Ki

Fernando SABCS 2025;Abstract RF4-05  



Next Steps in Targeting the PI3K/AKT/mTOR Pathway

ÅTargeting PIK3CA with triplet therapy

ÅEndocrine sensitive disease in the 1st line setting:  
ÅINAVO123 (invavolisib, NCT06790693)

ÅVIKTORIA-2 (gedatolisib, NCT06757634)

ÅPIKALO-2 (tersolisib, NCT07174336)

ÅEndocrine resistant disease in the 1st line setting: 
ÅCAPItello-292 (capivasertib, NCT04862663)

ÅVIKTORIA-2 (gedatolisib, NCT06757634)

ÅPIKALO-2 (tersolisib; NCT07174336)

ÅTargeting PIK3CA in the >1st line setting

ÅRe-discover
ÅRLY-2608-102 (zovegalisib; NCT06982521)
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/ŀǇƛǾŀǎŜǊǘƛō ŀƴŘ CǳƭǾŜǎǘǊŀƴǘ ŦƻǊ IwҌκI9wнҍ a./Υ 
Final OS Results from the Phase 3 CAPItello-291 Trial 

Trial population

Å70% CDK4/6i

Å40% 1° end resistance

ÅMed 1 line prior Rx

Å19% prior chemo for 
advanced disease

Rugo et al, ESMO Breast 2026;Abstract 417O

The study was designed with 90% 
power to detect a difference in OS 

between arms in the overall 
population, but was 

underpowered in the altered 
population with only 53% power



Results: Altered Population Significant imbalance in 
subsequent therapy

ÅTargeted therapy in 
subsequent Rx

Å25.8% (Capi)

Å42.5% (Pla)

Prior CDK4/6i

PFS2
Time to 1st

Chemo

Rugo et al, ESMO Breast 2026;Abstract 417O



Capi/Fulvas 1st and 2nd Line ET in PIK3CA/AKT1/PTEN-
altered HR+ MBC: Subgroup analysis from the CAPItello-291

Å In patients with  PIK3CA/AKT1/PTEN altered, HR+ MBC:

ÅCapi and Fulvdemonstrated a consistent PFS 
benefit in either the 1L (PD <12 months after 
adjuvant ET) or as 2L setting in patients without 
prior chemotherapy

Å The numbers are too small for definitive conclusions 
but diarrhea and rash were less frequent in the 1st line 
population

Rugo et al, ESMO 2025;Abstract 526P



Conclusions and Take-Home Message

ÅCapivasertibςfulvestrant in the 2nd line setting for patients with PIK3CA/AKT1/PTEN-
altered HR+/HER2- MBC resulted in:

ÅStatistically significant, clinically meaningful PFS benefits, improved PFS2, and 
delayed time to first subsequent chemotherapy

ÅThe OS hazard ratio (0.83) indicated a numerical trend in favour of capi/ fulv in the 
altered population, but was not significant

ÅAs a key secondary endpoint with 53% power, the study was underpowered to detect 
a benefit in OS for the altered population

ÅMarked imbalance in post-progression therapy likely confounded OS

ÅIn PIK3CA/AKT1/PTEN-altered patients with prior CDK4/6i Rx, the
OS hazard ratio was 0.78

ÅSafety remained consistent and manageable with no new safety signals

Capivasertibςfulvestrant provides lasting treatment benefit vs placeboςfulvestrant, with manageable safety; 
OS interpretation is limited by study power and post-progression treatment confounding



Capivasertib /Fulvestrant in HR+ PIK3CA /AKT1/PTEN-altered 
ABC: Exploratory ctDNA analyses from CAPItello -291

ÁGuardant Infinity assay

ÁLarge genomic (750+ genes) and epigenomic panel with dense probe 
coverage for certain genes, including PTEN & methylation-based tumor
DNA tumor fraction

Á658/708 ctDNA samples; 279 pathway alteration, 149/279 co-occurring 
ESR1m

ÁAlterations detected by ctDNA only in 72/700 pts (10.3%) 

ÁDetection of PTEN alterations was the most discordant between tissue 
and ctDNA

Turner et al, SABCS 2025; Abstract RF7-05 

29+ by ctDNA only, 22+ by tissue only 



PFS by ctDNA 
alteration 
status

PFS by ctDNA 
alteration 
status: post-IL 
ET/CDK4/6i for 
ABC

Turner et al, SABCS 2025; Abstract RF7-05 



Conclusions

ÅctDNA testing has revolutionized testing for targetable mutations

ÅOffers a non-invasive option to identify PIK3CA/AKT1/PTENalterations in 
HR+ ABC

ÅImportant alternative for those without suitable tumor tissue analysis

ÅPIK3CA/AKT1/PTENalterations were detected by ctDNA only (non-altered or 
unknown by tissue) in ~10% of patients, and by tissue only in ~11% of patients 

ÅDiscordance between detection in ctDNA and tissue NGS was greatest for 
PTEN deletions

ÅPIK3CA pathway alterations are generally conserved

ÅImportant to check NGS on tumor tissue AND ctDNA for optimal 
identification of pathway alterations

ÅPFS benefit from capivasertib+ fulvestrant in the ctDNA-altered group was 
consistent with primary tissue-based analysis, irrespective of ESR1m



Capivasertib(C) + ribociclib(R) + fulvestrant (F) in patients (pts) with HR-
positive/HER2-negative advanced breast cancer (ABC): CAPItello-292 Phase 1b

Based on the PK and overall safety profile, 
capivasertib320 mg + ribociclib600 mg  + 
fulvestrant 500 mg was selected as the RP3D 

CBR: 23.1%Prevalence of newly detected genomic alterations 
at EoT in key pathways a

Å New PIK3CA/PTEN alterations were detected at EoT in 6% of patients , and no acquired AKT mutations were detected

Å This suggests robust PI3K/AKT pathway inhibition , i.e., that acquisition of AKT and upstream alterations does not 

confer survival advantage in the presence of capivasertib

Neven ESMO Breast 2025;Abstract 316P & Sudhan SABCS 2025;Abstract RF4-04   



CAPItello-292 Phase Ib/III Study Design

Neven P et al. ESMO 2024;Abstract 316P.
Hamilton EP et al. ESMO 2021;Abstract 338TiP.

Phase III endpoints



SERENA-1: Phase I Study of Camizestrantand Capivasertib

Å29 patients treated with camizestrant75 mg/d and capivasertib400 mg 4d 
on, 3d off
ÅMedian 2 lines prior therapy
Å90% prior CDK4/6i, 55% prior fulvestrant, 
Å15 (52%) with PIK3CA/AKT/PTEN alterations, 17 (59%) with ESR1m

ÅThe mean (±SD) treatment duration was 8.6 ± 6.7 months for camizestrant
and 7.3 ± 6.7 months for capivasertib.

ÅSafety
ÅMost common TEAEs (all grade): diarrhea (75.9%) and nausea (44.8%)
Åaƻǎǘ ŎƻƳƳƻƴ ƎǊŀŘŜ җо ¢9!9 ǿŀǎ ŘƛŀǊǊƘŜŀ όоκмлΦо҈ύΤ ƎǊŀŘŜ о ǊŀǎƘ όнκсΦф҈ύ
ÅAll grade 1: sinus bradycardia (37.9%), photopsia (20.7%), visual impairment (20.7%)

Vaklavaset al, ESMO Open 2026



Å җрл҈ ǊŜŘǳŎǘƛƻƴ ŦǊƻƳ ōŀǎŜƭƛƴŜ ƛƴ ǎǳƳƳŜŘ ESR1m VAF seen in 92% (11/12) treated with 
camizestrantplus capivasertib,

Å Clearance to undetectable levels seen in 67% (8/12)

Clinical Efficacy



Conclusions

ÅThe oral SERD camizestrantcan be safely combined with the AKT 
inhibitor capivasertib

ÅNo new toxicity signals

ÅAll oral combination is appealing but needs further study in a larger 
population

ÅThe ongoing Elevate trial evaluated elacestrantand capivasertibin a 
phase II expansion cohort, enrollment completed
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GedatolisibCombined with Palbociclib and Letrozole in Patients with No Prior Systemic 
Therapy for Hormone ReceptorïPositive, HER2-Negative Advanced Breast Cancer

ORR: 79% 
mPFS: 48.4 months, and the mOS: 77.3 months. 
The overall response rate and PFS were 
comparable in patients with and without PIK3CA 
mutations. 

Wesolowski Clin Cancer Res 2025;31(19):4040-8. 



aProphylactic use of a steroid-ĦŸŰƣċŔŰŔŰŊШљƚƽŔƚőШċŰĬШƚƓŔƣњШƖĲŊŔůĲŰШƽċƚШƓƖŸƣŸĦŸũ-
mandated; oral non-sedating antihistamine therapy was recommended.
Hurvitz SA, et al. JCO 2026; Pistilli et al, ESMO BC 2026;Abstract 505P

VIKTORIA-1 (Phase 3): Gedatolisib+ fulvestrant ± palbociclib vs 
fulvestrant for HR+, HER2ҍ, PIK3CA WT advanced breast cancer 

ÅGedatolisibis a multitarget PAM inhibitor of all class I P13K isoforms, mTORC1 and mTORC2

Å Aim: Evaluate gedatolisibin patients with HR+/HER2ҍadvanced breast cancer after progression on CDK4/6i and NSAI

Key eligibility
ÅIwҌκI9wнҍ !./
ÅPre- & postmenopausal women & men

ÅProgression on/after CDK4/6i + NSAI
ÅҖн ƭƛƴŜǎ ƻŦ ǇǊƛƻǊ 9¢ ŦƻǊ !./
ÅMeasurable disease, RECIST v1.1

ÅScreening result for PIK3CAstatus
ÅNo T2DM with HbA1c >6.4% or T1DM
ÅNo prior mTORi, PI3Ki, or AKTi

ÅNo prior chemotherapy for ABC

Primary endpoint:

ÅPFS (BICR):
Arm A vs Arm C;
Arm B vs Arm C

Secondary endpoints:

ÅOS

ÅResponse

ÅSafety

ÅQOL

R
1:1:1

N=392

STUDY 1
PIK3CA-WT

Assign

STUDY 2
PIK3CA-MT

R
3:1:3

Gedatolisib 180 mg IV QW

(3 weeks on, 1 week off)
+ palbociclib 125 mg QD
(21 days on, 7 days off)

+ fulvestrant 500 mg
(cycle 1: days 1 & 15, then Q4W)

Arm A

Gedatolisib 180 mg IV QW

(3 weeks on, 1 week off)
+ fulvestrant 500 mg

(same schedule)

Fulvestrant 500 mg

(cycle 1: days 1 & 15, then Q4W)
Optional crossover to Arm A or Arm B

at progression

Gedatolisiba + palbociclib + fulvestrant

Arm B

Arm C

Gedatolisiba + fulvestrant

Alpelisib+ fulvestrant



aProphylactic use of a steroid-ĦŸŰƣċŔŰŔŰŊШљƚƽŔƚőШċŰĬШƚƓŔƣњШƖĲŊŔůĲŰШƽċƚШƓƖŸƣŸĦŸũ-
mandated; oral non-sedating antihistamine therapy was recommended.
Hurvitz SA, et al. JCO 2026; Pistilli et al, ESMO BC 2026;Abstract 505P

VIKTORIA-1 (Phase 3): Gedatolisib+ fulvestrant ± palbociclib vs 
fulvestrant for HR+, HER2ҍ, PIK3CA WT advanced breast cancer 

ÅGedatolisibis a multitarget PAM inhibitor of all class I P13K isoforms, mTORC1 and mTORC2

Å Aim: Evaluate gedatolisibin patients with HR+/HER2ҍadvanced breast cancer after progression on CDK4/6i and NSAI

Key eligibility
ÅIwҌκI9wнҍ !./
ÅPre- & postmenopausal women & men

ÅProgression on/after CDK4/6i + NSAI
ÅҖн ƭƛƴŜǎ ƻŦ ǇǊƛƻǊ 9¢ ŦƻǊ !./
ÅMeasurable disease, RECIST v1.1

ÅScreening result for PIK3CAstatus
ÅNo T2DM with HbA1c >6.4% or T1DM
ÅNo prior mTORi, PI3Ki, or AKTi

ÅNo prior chemotherapy for ABC

ÅLung/liver metastases (yes/no)

ÅTTP on immediate prior therapy

όсҖ ƻǊ Ҕс ƳƻƴǘƘǎύ

ÅRegion (US/Canada or ROW)

Stratification factors

Primary endpoint:

ÅPFS (BICR):
Arm A vs Arm C;
Arm B vs Arm C

Secondary endpoints:

ÅOS

ÅResponse

ÅSafety

ÅQOL

R
1:1:1

N=392

STUDY 1
PIK3CA-WT

Assign

STUDY 2
PIK3CA-MT

R
3:1:3

Gedatolisib 180 mg IV QW

(3 weeks on, 1 week off)
+ palbociclib 125 mg QD
(21 days on, 7 days off)

+ fulvestrant 500 mg
(cycle 1: days 1 & 15, then Q4W)

Arm A

Gedatolisib 180 mg IV QW

(3 weeks on, 1 week off)
+ fulvestrant 500 mg

(same schedule)

Fulvestrant 500 mg

(cycle 1: days 1 & 15, then Q4W)
Optional crossover to Arm A or Arm B

at progression

Gedatolisiba + palbociclib + fulvestrant

Arm B

Arm C

Gedatolisiba + fulvestrant

Alpelisib+ fulvestrant

Study 1 Efficacy:
ÅGedatolisib+ palbo+ fulvestrant: mPFS9.3 mo. (HR, 0.24; 95% CI, 0.17-0.35; P< 0.0001)
ÅGedatolisib+ fulvestrant: mPFS7.4 mo. (HR, 0.33; 95% CI, 0.24-0.48; P< 0.0001)
Treatment-related AEs associated with gedatolisib:
ÅMainly grade 1-2
ÅHyperglycemia and diarrhea were relatively uncommon
ÅGrade 3 stomatitis: triplet, 19.2%; doublet, 12.3%



Updated Data: Study 1

Pistilli et al, ESMO BC 2026; Abstract 505P 



Å Efficacy with gedatolisibwas observed regardless of duration of prior treatment
Å Stomatitis generally an early event, with resolution to a lower grade in ~2 weeks
Å Hyperglycemia rates were low, HgbA1c levels stable over time
Å The triplet and doublet delayed TTDD in well-being 

Pistilli et al, ESMO BC 2026; Abstract 505P 



FDA Approves Gedatolisibwith Fulvestrant, with or without Palbociclib, for 
HR-Positive, HER2-Negative Locally Advanced or Metastatic Breast Cancer
Press Release: July 14, 2026

άhƴ Wǳƭȅ мпΣ нлнсΣ ǘƘŜ CƻƻŘ ŀƴŘ 5ǊǳƎ !ŘƳƛƴƛǎǘǊŀǘƛƻƴ ŀǇǇǊƻǾŜŘ gedatolisibin combination with fulvestrant, with or 
without palbociclib, for adults with hormone receptor (HR)-positive, human epidermal growth factor receptor 2 (HER2)-

negative locally advanced or metastatic breast cancer without a PIK3CA mutation detected following progression on or 
after treatment with at least one line of endocrine therapy in the metastatic setting.

Efficacy was evaluated inStudy 1 of VIKTORIA-1 (NCT05501886), an open-label, randomized, multicenter trial that 
enrolled 392 adults with locally advanced (inoperable) or metastatic HR-positive, HER2-negative breast cancer. Patients 

were randomized (1:1:1) to receive either gedatolisibin combination with fulvestrant and palbociclib (Arm A), 
gedatolisibin combination with fulvestrant (Arm B), or fulvestrant alone (Arm C). Patients received treatment until 

disease progression or unacceptable toxicity.

There was a statistically significant improvement in PFS for Arm A vs Arm C, with a median PFS of 9.3 months (95% CI: 

7.2, 16.6) in Arm A and 2.0 months (95% CI: 1.8, 2.3) in Arm C (hazard ratio [HR] 0.24 [95% CI: 0.17, 0.35]; p-value 
<0.0001). There was also a statistically significant improvement in PFS for Arm B vs Arm C with a median PFS of 7.4 

months (95% CI: 5.5, 9.9) in Arm B and 2.0 months (95% CI: 1.8, 2.3) in Arm C (HR 0.33 [95% CI: 0.24, 0.48]; p-value 
ғлΦлллмύΦ !ǘ ǘƘŜ ǘƛƳŜ ƻŦ ǘƘŜ tC{ ŀƴŀƭȅǎƛǎΣ h{ Řŀǘŀ ǿŜǊŜ ƴƻǘ ƳŀǘǳǊŜ ǿƛǘƘ нр҈ ŘŜŀǘƘǎ ƛƴ ǘƘŜ ƻǾŜǊŀƭƭ ǇƻǇǳƭŀǘƛƻƴΦέ

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-gedatolisib-fulvestrant-or-without-
palbociclib-hr-positive-her2-negative-locally



VIKTORIA-1: Study 2

ÅDemographics
Å85-90% had 1 line of prior therapy
ÅMedian duration of prior CDK4/6i 17.5 ς22.1 mo

Å14-17% progressed <6 mo on last therapy
Å~44% de novo mBC; 75% visceral mets

Hurvitz SA, et al. ASCO 2026;LBA1008

N=155

N=52

N=155



ORR:
49%, 36% and 26% (control)

Hurvitz SA, et al. 

ASCO 2026;LBA1008


