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• Optimal duration of ER

• Role of OFS in preserving oncofertility and 

improving outcomes

• CDK4/6 inhibition in EBC

• PARPi in EBC



EBCTCG Meta-analysis of 62,923 women with ER+ BC

N Engl J Med 2017; 377:1836-1846

Factors associated with risk of late 
recurrence:
• LN status
• Tumor size
• Tumor grade
• PR and HER2 not predictive



Clinical trials of Extended Endocrine Therapy

Trial Therapy n Absolute Benefit 
in DFS

ATLAS Tam x 5 yr 6846 3%*

aTTom Tam x 5 yr 6953 3%*

MA.17 AI x 5 yr 5187 4.6%*

MA.17R AI x 5 yr 1918 4%*

B14 Tam x 5 yr 1172 6%*

B33 AI x 5 yr 1598 2%

B42 AI x 5 yr 3966 3%

DATA AI x 3 yr 1912 4%

IDEAL AI x 2.5 yr 1824 3%

ABCSG-6a AI x 3 yr 856 4.7%

ABCSG16 AI x 3 yr 3484 -0.8%

SOLE AI  cont vs 
intermittent

4884 1.7%



High H/I significantly associated with decreased 
recurrence in letrozole arm 
OR=0.35, p=0.007

Interaction between H/I and letrozole, p=0.03

Lancet Oncol. 2013,14:1067-76.
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absolute benefit



Annals of Oncology, mdz289, https://doi.org/10.1093/annonc/mdz289

The content of this slide may be subject to copyright: please see the slide notes for details.

aTTom: Predictive performance by BCI (H/I) groups based on RFI in HR+ N+ patients (n = 583). 

51% of patients 
identified as low

https://doi.org/10.1093/annonc/mdz289


Factors Affecting Late Recurrence and Benefit 
from Extended Endocrine Therapy

• LN status
• Tumor Size
• Tumor Grade
• Prior Chemotherapy
• Switching from TAM to AI
• Genomic Assays

• Bone Fractures
• Osteoporosis
• Bone Pain
• Uterine ca
• VTEs

Tolerability



Meta-analysis of GnRHa during chemotherapy
Pregnancies

Premature ovarian insufficiency

Similar outcomes in all groups



SOFT and TEXT Designs

OFS=ovarian function suppression

Enrolled: Nov03-Apr11 R
A
N
D
O
M
I
Z
E

Tamoxifen+OFS x 5y

Exemestane+OFS x 5y

• Premenopausal HR+
• ≤12 wks after surgery
• Planned OFS
• No planned chemo (40%)
OR planned chemo (60%)

Median follow-up 9 years

TEXT (n=2672)

R
A
N
D
O
M
I
Z
E

Tamoxifen x 5y

Tamoxifen+OFS x 5y

Exemestane+OFS x 5y

• Premenopausal HR+
• ≤12 wks after surgery
• No chemo (47%)

OR
• Remain premenopausal           

≤ 8 mos after chemo (53%)

SOFT (n=3066)

Median follow-up 8 years

Current Follow-up



Distant Recurrence-free Interval

SOFT SOFT+TEXT

Combined SOFT+TEXT, use of E+OFS vs T+OFS improved 8-yr freedom from distant recurrence by 
2.1%



Distant Recurrence-free Interval by Cohort (HR+/HER2-)

Absolute improvement at 8 yr: 5.1% 

Absolute improvement at 8 yr: 0.9% Absolute improvement at 8 yr, E+OFS v T: 1.3%
T+OFS v T: 0.3%

Absolute improvement at 8 yr, E+OFS v T: 5.2%
T+OFS v T: -0.7% 

No 
Chemo-
therapy

Chemo-
therapy

SOFTTEXT



Guidelines for OFS
• ASCO:

• Offer in women receiving chemotherapy
• Offer to higher risk women: larger tumors, 

younger age, higher grade, pos LN
• St Gallen:

• Offer in women who are less than 35yo, received 
chemotherapy, have 4+LN 



MONARCH-E
Adjuvant abemaciclib in high risk node positive EBC
monarchE: Adjuvant Abemaciclib + ET in High-Risk,  
Node-Positive, HR+/HER2- EBC

□ Primary endpoint: iDFS

– Planned for after ~390 iDFS events (~85% power, assumed iDFS hazard ratio of 0.73, cumulative  
2-sided α =0.05)

– Current primary outcome efficacy analysis occurred after 395 iDFS events in ITT population

□ Key secondary endpoints: iDFS in Ki-67 high (≥20%) population, distant RFS, OS, safety, PRO, PK

Women or men with high-risk,  
node-positive, HR+/HER2- EBC;  

prior (neo)adjuvant CT permitted;  
pre- or postmenopausal
no distant metastasis;

≤16 mo from surgery to  
randomization; ≤12 wk of ET after  

last non-ET
(N = 5637)

Abemaciclib 150 mg BID up to 2 yr +  
ET per standard of care of physician’s  

choice for 5-10 yr as clinicallyindicated  
(n =2808)

ET per standard of care of physician’s  
choice for 5-10 yr as clinicallyindicated  

(n =2829)

Cohort 1
≥4 positive ALN or 1-3 positive  

ALN plus histologic grade 3  
and/or tumor ≥5cm

Cohort 2
1-3 positive ALN, Ki-67 ≥20%  

per central testing, not  
grade 3, tumor size <5cm

□ International, randomized, open-label phase III trial

ITT  Population (Cohorts 1 +2)
Stratified by prior CT, menopausal  
status, region

Johnston. JCO.  2020;38:3987. Rastogi. SABCS  2020. AbstrGS1-01.



MONARCH-E iDFS (median f/u 27.1 mos)

Harbeck N et al. Annals of Oncology 2021 321571-1581DOI: (10.1016/j.annonc.2021.09.015) 



Harbeck N et al. Annals of Oncology 2021 321571-1581DOI: (10.1016/j.annonc.2021.09.015) 

MONARCH-E iDFS by Ki67 (median f/u 27.1 mos)



Adjuvant CDK4/6i Reported Trials
PALLAS PENELOPE-B MONARCH-E

N 5600 1250 5637
Length of CDK4/6i 2 year 1 year 2 year
Prior chemotherapy 82% 100% 95%
Tamoxifen use 32% 50% 30%
Grade 3 29% 47% 38%
Node negative 13% Unknown 0.2%
N1 49% Unknown 40%
>N2 37% 50% (after NAC) 60%
Discontinued IP prematurely 42% 19.5% 28% (at 19 mos f/u)
Still on therapy 26% 0 10%
Median follow up 24 mos 42.8 mos 27.1 mos
2-year iDFS 88.3% vs 84%

△4.3%
92.7% vs 90.0%
△2.7%

3-year iDFS 88.2% vs. 88.5%
△-0.3%

81.2% vs. 77.7%
△3.5%

88.8% vs 83.4%
△5.4%, HR 0.696, P<0.0001





Comments on study population
•Very young (median 42-43, 25% > 50)
•72.3%  gBRCA1m
•82.2% TNBC, no HER2+ (by design)
•74.7% treated with mastectomy (46.5% bilateral)
•RRSO in ~60%

•CPS+EG score unfamiliar to many
•http://www3.mdanderson.org/app/medcalc/index.cfm?pagename=bcnt
•Remember to use nuclear grade, not histologic or overall

http://www3.mdanderson.org/app/medcalc/index.cfm?pagename=bcnt


Tutt et al, ESMO Virtual Plenary March 2022



Tutt et al, ESMO Virtual Plenary March 2022



Tutt et al, ESMO Virtual Plenary March 2022
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Dizziness

Arthralgia

Adverse events, %
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Conclusions

• EET benefits few and adds to AEs
• OFS during chemo can preserve ovarian function 
• OFS to high risk women. Can it replace chemo?
• CDK4/6i for high risk. Do we trust Ki67?
• PARPi for high risk. Do we perform CPS?





APPENDIX



Randomized Comparisons of Adjuvant Exemestane + 
Ovarian Function Suppression (OFS) vs Tamoxifen + 
OFS vs Tamoxifen in Premenopausal Women in HR+ 
Early Breast Cancer: Update of the TEXT and SOFT 
Trials 

Regan MM et al.
SABCS 2021;Abstract GS2-05.



TEXT and SOFT Trial Designs

Regan MM et al. SABCS 2021;Abstract GS2-05.



OFS Question: SOFT Overall Population

Regan MM et al. SABCS 2021;Abstract GS2-05.



AI Question: SOFT and TEXT Overall Populations

Regan MM et al. SABCS 2021;Abstract GS2-05.



SOFT and TEXT: No-Chemotherapy Cohorts

Regan MM et al. SABCS 2021;Abstract GS2-05.



SOFT and TEXT: Chemotherapy Cohorts

Regan MM et al. SABCS 2021;Abstract GS2-05.



SOFT and TEXT Overall Survival by HER2 Status and Cohort

Regan MM et al. SABCS 2021;Abstract GS2-05.



SOFT and TEXT After 12 and 13 Years Median Follow-Up

Regan MM et al. SABCS 2021;Abstract GS2-05.



Lancet Oncol 2022;23:382-92.

EBCTCG. Lancet Oncol 2022;23:382-92.



EBCTCG. Lancet Oncol 2022;23:382-92.

EBCTCG Meta-Analysis: Aromatase Inhibitors versus Tamoxifen for 
Premenopausal Women: Recurrence and Distant Recurrence Rates



EBCTCG. Lancet Oncol 2022;23:382-92.

EBCTCG Meta-Analysis: Aromatase Inhibitors versus Tamoxifen for 
Premenopausal Women: Breast Cancer and All-Cause Mortality





Li ZY et al. Menopause: J N American Menopaus Soc 2022;29(9):1093-100.

Forest Plot of the Rate of Resumed Ovarian Function with GnRHa
and Chemotherapy versus Chemotherapy Alone: All Patients



Forest Plot of the Rate of Resumed Ovarian Function with 
GnRHa and Chemotherapy versus Chemotherapy Alone: 
HR-Negative Disease

Li ZY et al. Menopause: J N American Menopaus Soc 2022;29(9):1093-100.



Forest Plot of the Rate of Spontaneous Pregnancy Achieved 
with GnRHa and Chemotherapy versus Chemotherapy Alone: 
All Patients

Li ZY et al. Menopause: J N American Menopaus Soc 2022;29(9):1093-100.



Forest Plot of the Rate of Spontaneous Pregnancy Achieved 
with GnRHa and Chemotherapy versus Chemotherapy Alone: 
HR-Negative Patients

Li ZY et al. Menopause: J N American Menopaus Soc 2022;29(9):1093-100.


