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Topics

• Low dose tamoxifen for prevention (TAM01)
• Adjuvant abemaciclib (MonarchE)
• Oral SERDS in 2L (EMERALD, SERENA2)
• AKT inhibition (Capitello-292)
• Endocrine therapy interruption for pregnancy (POSITIVE)



Atypia/DCIS – to treat or not to treat

• Ongoing debate regarding the overdiagnosis and subsequent 
overtreatment of pure DCIS in the modern era (~1000 pts / yr in OR)

• Labeled as ‘cancer patients’
• Current risk perceptions are misleading and bias dialogue between 

clinicians and patients
• Autopsy studies median prevalence of DCIS 9%  

• Age >40 range 7-39%,
• Invasive breast cancer 1%

• DCIS diagnosed age <40 do pose an increased risk of breast cancer specific 
mortality (detected by symptomatic event, mass, bloody discharge)

1) Welch Ann of Int Med 1997



‘Baby TAM’: Tamoxifen 5mg Long-term follow-up

5y follow-up (DeCensi JCO 2019)
- ASCO and USPSTF guidelines for low-dose tamoxifen for high risk lesions
- NCCN if symptomatic or unwilling/unable to take full dose

DCIS ~70% (~30% HR unk)
ADH ~20%
LCIS ~10%

N = 500

Premenopausal ~40%
BMI 25

BCS 80%



‘Baby TAM’: Key patient characteristics

DCIS 70% 
~30% HR unk
~20% high grade

ADH 20%
LCIS 10%

Premenopausal 40%
BMI 25

Breast conservation 80%
Radiation 45%
Mastectomy 20%



‘Baby TAM’: Tamoxifen 5mg Long-term follow-up

N = 25

N = 41

N = 500



Main characteristics of breast events



Symptoms



Adverse events



When to use baby tam

• DCIS 
• Low risk features 

• Grade low-int, <2.5cm, neg margins, unifocal, RT
• Intolerant of tamoxifen 20mg 

• ADH, LCIS, ALH
• Young women with prior chest RT
• BRCA2 and moderate penetrance gene carriers (PALB2, CHEK2, ATM)



Case

• 52yo premenopausal female with screen detected intermediate grade DCIS, 
spanning 1.8cm on lumpectomy specimen

• DCISionRT – low risk ($3416)
• After discussion with rad onc decision to defer radiation 
• Patient was on HRT prior to diagnosis
• She sees medical oncology in clinic
• MSKCC nomogram without RT/ET  5y = 9%, 10y = 15%, (4% and 7% respectively 

with ET)
• Radiation oncology – if no endocrine therapy then will possibly radiate

• DCISionRT nor Oncotype DCIS DX score is not designed to predict endocrine therapy 
benefit



Adjuvant abemaciclib
monarchE: OS interim analysis and 4y efficacy outcomes 



Adjuvant abemaciclib: iDFS @ 4 years

6.4% @4

4.8% @3
2.8% @2



Adjuvant abemaciclib: overall survival



Adjuvant abemaciclib: metastatic disease



Adjuvant abemaciclib: Ki-67 is prognostic but not predictive

Cohort 1: low ki67  
> 4 ALN

1-3 ALN + [G3, T > 5cm]

Cohort 1: high Ki67  
> 4 ALN
1-3 ALN + [G3, T > 5cm]

1.6%
5.3% 3.9%

6.6% 5.2%
7.7%

2yr
3yr

4yr
low ki67 
high ki67 



Initial adjuvant abemaciclib approval

• First approval in 16 years for early-stage HR+ breast cancer
• Immature OS analysis, showed a potential detriment in survival in pts with Ki67 < 20% 

(OS HR >1)
• Ad hoc analysis of cohort 2 (517 pts) small number of events making difficult to interpret iDFS benefit

• FDA: limited to cohort 1 and Ki67 > 20% where iDFS remained consistent and no 
potential detriment in OS was observed

• NCCN: ≥4 ALN, or 1–3 ALN with one or more of the following: G3, T>5cm, or Ki67 ≥20

Cohort 1:  
> 4 ALN

1-3 ALN + [G3, T > 5cm]

Cohort 2:  
Ki67 > 20% + 1-3 ALN 

Royce JCO 2022



Oral SERDS: EMERALD & SERENA2



Phase III EMERALD



EMERALD: Baseline Characteristics



EMERALD: PFS by duration of CDK4/6 in IIT

1.6m 1.87m 2.16m



EMERALD: ESR1-mt PFS by duration of CDK4/6



EMERALD: Safety



Phase II SERENA-2: Camizestrant



SERENA-2: Camizestrant



SERENA-2: PFS by investigator assessment



SERENA-2: PFS by based on prior CDK4/6



SERENA-2: PFS by based on visceral mets



SERENA-2: PFS by based on ESR1m



SERENA-2: Changes in ESR1mt VAF



SERENA-2: Safety



SERENA-2: Safety



Summary of EMERALD (Elacestrant) & SERENA-2 (Camizestrant)

• 30-40% will have progression at 1st

staging (25% if ESR1-mt)
• Closer monitoring -- Tumor markers, 

ctDNA VAF, imaging?

• CDK progression <6-12m
• Should they be treated with cytotoxics?

• Most appropriate for pts with ESR1-mts
• At least as effective FUL in ESR1-wt

• Elacestrant up for FDA approval 
(EMERALD)

• Will drugs prevent ESR1-mt when given 
frontline?

Kingston Nat Comm 2021

ESR1-mt and clonality

Resistance driven by ESR1-mt
ESR1-mt that don’t drive resistance
ESR1-wt with resistance



Phase III Capitello-292: AKT inhibitor capivasertib

PI3K-AKT-mTOR pathway alterations are common in HR+ disease
• PIK3CA-mt 30-40% 
• PTEN loss is mechanism for resistance to PI3K inhibitors

Capivasertib AKT1/2/3 inhibitor 
• AKT mutant isoforms are weak oncogenes
• AKT1 E17K hotspot is found in 3% HR+ breast
• AKT2/3 can be amplified but rarely mutated



P2 FAKTION: Capivasertib + Fulvestrant
PFS/OS by PIK3CA, AKT-mt or PTEN loss

PFS Altered Non-altered

OS Altered Non-altered



P3 CAPItello-292: fulvestrant +/- capivasertib



P3 CAPItello-292: fulvestrant +/- capivasertib



P3 CAPItello-292: fulvestrant +/- capivasertib



P3 CAPItello-292: fulvestrant +/- capivasertib



P3 CAPItello-292: fulvestrant +/- capivasertib

16% (capi arm) and 13% (placebo arm)



P3 CAPItello-292: fulvestrant +/- capivasertib

16% (capi arm) and 13% (placebo arm)



P3 CAPItello-292: fulvestrant +/- capivasertib

16% (capi arm) and 13% (placebo arm)

64% / 32%

24% / 3%

57% / 7%
AE rates alpelisib SOLAR-1 (any grade/G3)

44% / 3%

35% / 9%
24% / 4%



Capivasertib summary

• Combination capivasertib + fulvestrant
• Improvement in PFS (7.2 versus 3.6m)
• Likely OS benefit

• Performed equally well in PIK3CA, AKT, PTEN alterations disease

• Benefit consistent across clinically relevant subgroups
• Prior CDK, liver metastases

• Safety – side effects similar to alpelisib & everolimus - diarrhea, N/V, stomatitis, hyperglycemia

• Dosing schedule maybe challenging (BID 4d on 3d off)
• Potential interaction with metformin and capivasertib (?metformin given days capivasertib is administered)

• Capivasertib, alpelisib, or everolimus?  (SOLAR-1; BOLERO-2, TAMRAD, GINECO)



Capivasertib upcoming trials

• CAPItello-292: capivasertib, palbociclib, fulvestrant for HR+HER2- advanced breast cancer

• Fulvestrant +/- capivasertib advanced HR+HER2-

• T-DXd + capivasertib (HER2-low, P1 Destiny Breast 08)
• At least 1 prior line of therapy (ET acceptable for HR+ disease)
• DB08 also includes durvalumab, paclitaxel, anastrozole, fulvestrant, capecitabine

• For TNBC:
• Capivasertib + paclitaxel for 1L  mTNBC

• AMTEC (OHSU):  Olaparib + capivasertib in mTNBC
• PI3K pathway alterations by NGS and NanoString DSP (p-AKT, PRAS40, GSK3B), PTEN loss by IHC



POSITIVE: Safety of interrupting therapy for pregnancy

Interruption of ET to attempt pregnancy has not been prospectively studied

Eligibility
- Stage I-III HR+ breast cancer
- Age <43
- Prior chemo and fertility preservation allowed

If no pregnancy by 1y, fertility assessment strongly recommended
ET resumption strongly recommended after pregnancy to complete 5-10y

Endpoints:
- BCFI after 18-30m
- Pregnancy/offspring outcomes
- Breast feeding
- Assisted reproductive technology 
- Adherence to endocrine treatment
- SOFT/TEXT external control



Retrospective analysis



POSITIVE: Safety of interrupting therapy for pregnancy



POSITIVE: Safety of interrupting therapy for pregnancy



POSITIVE: Outcomes by pregnancy vs no pregnancy

Meta-analysis of 14 studies 
(1244 cases, 18k controls)
Pregnant after BC ddx 41% reduced risk of death



POSITIVE: Safety of interrupting therapy for pregnancy

No significant differences in offspring outcomes compared to general population (2% birth defects, not associated to treatment
exposure)



POSITIVE: Summary and general practice recommendations

• HR-
• Wait 18+ months

• HR+ 
• Endocrine therapy x18-30m 
• Consider OFS+AI prior to fertility attempt
• Tamoxifen washout 3-6m



Questions?
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