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Oral Therapies in Breast Cancer: Pros & Cons

Category Advantages Disadvantages

Convenience & Autonomy ω IƻƳŜ ŀŘƳƛƴƛǎǘǊŀǘƛƻƴ
ω CŜǿŜǊ ƘƻǎǇƛǘŀƭ Ǿƛǎƛǘǎ
ω DǊŜŀǘŜǊ ƛƴŘŜǇŜƴŘŜƴŎŜ

ω wŜǉǳƛǊŜǎ ŀŘƘŜǊŜƴŎŜ
ω wƛǎƪ ƻŦ ƳƛǎǎŜŘ ŘƻǎŜǎ
ω [Ŝǎǎ ǎǳǇŜǊǾƛǎƛƻƴ

Quality of Life ω aƻǊŜ ŦƭŜȄƛōƭŜ ƭƛŦŜǎǘȅƭŜ
ω aŀƛƴǘŀƛƴǎ ǿƻǊƪ ŀŎǘƛǾƛǘƛŜǎ
ω bƻ ƛƴŦǳǎƛƻƴ ǊŜŀŎǘƛƻƴǎ

ω /ƘǊƻƴƛŎ ǘƻȄƛŎƛǘƛŜǎ όŜΦƎΦ ŘƛŀǊǊƘŜŀΣ ŦŀǘƛƎǳŜύ
ω tǎȅŎƘƻƭƻƎƛŎŀƭ ŦŀǘƛƎǳŜ

Healthcare System Impact ω wŜŘǳŎŜǎ ƘƻǎǇƛǘŀƭ ǿƻǊƪƭƻŀŘ
ω /ƻǎǘ ǎŀǾƛƴƎǎ
ω 9ŀǎƛŜǊ ƻǳǘǇŀǘƛŜƴǘ ƳŀƴŀƎŜƳŜƴǘ

ω .ǳǊŘŜƴ ƻƴ ǇŀǘƛŜƴǘǎ
ω bŜŜŘ ŦƻǊ ŜŘǳŎŀǘƛƻƴ ϧ Ŧƻƭƭƻǿ-up
ω IƛŘŘŜƴ Ŏƻǎǘǎ

Pharmacological Aspects ω /ƻƴǘƛƴǳƻǳǎ ŜȄǇƻǎǳǊŜ
ω !ǾƻƛŘǎ L± ǊŜŀŎǘƛƻƴǎ
ω 9ŀǎƛŜǊ ŎƻƳōƛƴŀǘƛƻƴǎ

ω ±ŀǊƛŀōƭŜ ŀōǎƻǊǇǘƛƻƴ
ω CƻƻŘκŘǊǳƎ ƛƴǘŜǊŀŎǘƛƻƴǎ
ω 5ƻǎŜ ŀŘƧǳǎǘƳŜƴǘǎ

Safety & Monitoring ω bƻ ǾŜƴƻǳǎ ŀŎŎŜǎǎ Ǌƛǎƪǎ
ω {ǳƛǘŀōƭŜ ŦƻǊ ŎƘǊƻƴƛŎ ǳǎŜ

ω CǊŜǉǳŜƴǘ ƭŀōǎ ƴŜŜŘŜŘ
ω [ŀǘŜ !9 ŘŜǘŜŎǘƛƻƴ ǇƻǎǎƛōƭŜ

PatientςClinician Relationship ω Promotes empowerment
ω {ƘŀǊŜŘ ŘŜŎƛǎƛƻƴ-making

ω [Ŝǎǎ ŎƻƴǘŀŎǘ Ҧ ŘŜƭŀȅŜŘ !9 ŘŜǘŜŎǘƛƻƴ
ω /ƻƳƳǳƴƛŎŀǘƛƻƴ ŎƘŀƭƭŜƴƎŜǎ



Oralchemo



Aromataseinhibitors: 
Introduction and Indications

ÅAIs are the backbone of endocrine therapy in 
postmenopausal HR+ breast cancer.
ïAdjuvant: upfront, sequential, or extended 

therapy.

ïMetastatic: first-line for HR+/HER2ς, usually 
combined with CDK4/6 inhibitors.

ÅPremenopausal: only in combination with 
ovarian suppression (GnRHagonists).



Mechanism of Action and Classes
Å Aromatase (CYP19A1) converts androgens into estrogens in 

peripheral tissues.
Å AIs lower estrogen levels by >95ς99%, blocking ER-driven 

proliferation.
ï Non-steroidal, reversible: anastrozole, letrozole.
ï Steroidal, irreversible: exemestane (suicide inhibitor).



First-line hormonal therapy in 
metastatic breast cancer

NabholtzJM, Eur J Cancer. 2003;39:1684ς1689
MouridsenH, et al. J ClinOncol. 2003;21:2101ς2109. 
ParidaensRJ, et al. J ClinOncol. 2008;26:4883ς4890.



Randomizedtrials in adjuvantsetting

Trial (reference) Population/ design
Comparison(AI vs 
tamoxifen)

Median follow-up
DFS result
 (HR, 95% CI; p)

Key absolute result / 
5-yr DFS

Note / interpretation

ATAC τ Arimidex, 
Tamoxifen, Alone or 
in Combination. 
(primary/updates) 

Postmenopausal,
 3-arm (anastrozole, 

tamoxifen, 
combination)

Anastrozole1 mg 
dailyvs tamoxifen20 
mg daily(upfront)

68 months (initial); 
longer updates to 
~100ς120 months 

reported

HR ~ 0.87 (95% CI 0.78ς
0.97) at 68 months; 
~0.85 (95% CI 0.76ς0.94) 
in long-term analyses. 

Absolute difference 
~3ς5% in recurrence 
rates

Upfront anastrozole 
produced a 
statistically significant 
DFS advantage vs 
tamoxifen though OS 
differences were 
small/absent in 
earliest reports. 

BIG 1-98 τ Breast 
International Group 

1-98. 

Postmenopausal, 4-
arm (letrozole, 
tamoxifen, and 

sequences)

Letrozole2.5 mg daily
vs tamoxifen20 mg 
daily(monotherapy
comparison)

Median ~8.1 years 
(reported update)

HR ~ 0.82 (95% CI 
~0.71ς0.95) in earlier
monotherapyanalyses
(5-yr) and later analyses
report HRsnear0.91 
dependingon 
censoring/crossover 
adjustments

!ōǎƻƭǳǘŜ Ғнς3% 
benefit at 5 yearsin 
manyanalyses.

Letrozole as initial 
monotherapy showed 
superior DFS to 
tamoxifen in multiple 
analyses

IES τ Intergroup 
Exemestane Study 
(switch trial). 

Postmenopausal, 
randomized switch 
trial (after 2ς3 yrs 

tamoxifen)

Switch to exemestane 
25 mg daily vs 
continue tamoxifen to 
complete 5 years

Median follow-up 
30.6 months 

(initial 
publication); later 
long-term follow-

ups available

Switching to 
exemestane: HR = 0.68 
(95% CI 0.56ς0.82); P < 
0.001 τ a 32% reduction 
in risk of DFS event 
(initial report).

Absolute DFS benefit: 
~4.7% at 3 years after 
randomization 
(favoring 
exemestane) in the 
initial report.

The IES switching 
strategy produced a 
substantial and 
statistically significant 
DFS improvement vs 
continuing tamoxifen. 

FACEτ
LetrozoleVersus 
Anastrozole

Postmenopausal, HR+ 
node-positive early 

breast cancer; 
randomized head-to-
head trial letrozole vs 

anastrozole

Letrozole 2.5 mg daily 
vs anastrozole 1 mg 
daily (upfront)

Final analysis at 
~5-year endpoint 

(planned primary = 
5-yr DFS); analysis 
at 709 DFS events 

(final)

No statistically
significantDFS 
difference: HR = 0.93 
(95% CI 0.80ς1.07); P = 
0.315. (5-yr DFS 84.9% 
letrozolevs 82.9% 
anastrozole; 
nonsignificant). 

5-yr DFS: 84.9% 
(letrozole) vs 82.9% 
(anastrozole); 
absolutedifference
~2% (not statistically
significant). 

trial was affected by 
event rates and early 
termination 
considerations 
discussed in the 
paper. 



Patient-level meta-analysis of RCTs with
endocrine therapy

EBCTCG. Lancet 2015

EBCTCG 2015: AIs vs tamoxifen reduced recurrence by ~30% and breast cancer 
mortality by ~15% (10-year outcomes).



Post-menopausal

Tamoxifen alone is still appropriate for some patients Better individualtollerability



Histologyand letrozoleeffectiveness



Intrinsicsubtypeand letrozole
effectiveness



Toxicity



Selectionof AdjuvantEndocrine Therapy

Å Post-menopausal
ïAromataseinhibitors

ÅDrugof choicefor most
ï Upfront x 5-10 ys
ï Sequentialafter tamoxifenx 2-3 years; total 5-10 ys
ï Sequentialafter tamoxifenx 5 years; total 10-15 ys

ïTamoxifen
ÅAppropriate for some pts; total 5-(10?) years

ï aTTom, ATLAS

Å Premenopausal
ïTamoxifen5-10 ys
ïOvarianablation(OFS) with tamoxifenor AI x 5 ys(10?) years



SOFT + TEXT studies

Francis et al. N EnglJ Med 2018; 379:122
Pagani et al. et al. et al. J ClinOncol2019 ; 38:1293 -1303



Premenopausal: AI vs TAM

ITT population

HER2-negative cancers

Long-Term Follow-Up of the Combined TEXT and SOFT Trials: Outcomes After a 13-Year 
Median Follow-Up

Pagani O et al. J ClinOncol2023 March 1;41(7):1376-82.



EBCTCG

EBCTCG; Thelancet 2022

Aromataseinhibitors versus 
tamoxifen in pre-menopausal
women with ER+ BC treated with 
ovariansuppression: a patient
levelmetanalysisof 7030 women 
in four randomisedtrials



Francis P et al. J ClinOncol2023 March 1;41(7):1370-75. 

EscalatedET:OFS?  

After 12 yearsbenefit from 
includingOFSin adjuvant
endocrine therapy, with an 
absoluteimprovementin 
OS more apparentwith 
higherbaseline risk of 
recurrence



12 yearsOS in subgroupswith HER2 negative cancers

Connolly MR JCO 2023

Pagani O JCO 2023 



Cautionwith IA

Å BewareAI use in women< 50ys with chemotherapy-inducedmenopausa (unless
LHRHaor Oophorectomy)-significantratesof ovarianrecovery

Å Prolongedamenorrheaon TAM isnot equalmenopause 

Å TamoxifenreducesFSH and LH levelsin postmenopausalwomenmaking
determinationof menopausalstatus more difficult

Å The risk of OFR during treatment with AIs in amenorrheic women in their 40s is 
high, and AI therapy alone  should be avoided in these patients.

Å Concurrentuse of LHRHaand chemotherapyisa safeoption 

Smith et al JCO 2006
Guerreroet al AnnOncol2012
KrekowLK JCO 2016, 34.1594-600
Reganet al AnnOncol2017

Non randomizedcomparative 
effectivenessmodelingoutcomeswomen
Җ пл 9wҌ ./ receinvingchemotherapy
and LHRH in TEXT (concurrent) or SOFT 

(sequential) 

Non randomizedcomparative 
effectivenessmodelingoutcomeswomen
Җ пл 9wҌ ./ receinvingchemotherapy
and LHRH in TEXT (concurrent) or SOFT 

(sequential) 







Escalation ET: longerduration

Gray R, Cancer Res. 2019;79(4 suppl):GS3-03.

The benefit > in TAM (x5 y) group  



Early Breast Cancer TrialistsΩ /ƻƭƭŀōƻǊŀǘƛǾŜ DǊƻǳǇ ό9./¢/Dύ 
TheLancet 2025

Effects on any recurrence, distant recurrence, and 
breast cancer mortality in the trials of 2ς3 further 
years of AIT versus no further AIT or of 5 further 
years of AIT versus no further AIT following some 
previous AIT



Determining the Duration of Endocrine Therapy for Premenopausal Women With 
Breast Cancer

Valenza C et al Journal of Clinical Oncology Volume43,Number16_suppl 
https://doi.org/10.1200/JCO.2025.43.16_suppl.5

https://ascopubs.org/toc/jco/43/16_suppl
https://ascopubs.org/toc/jco/43/16_suppl
https://ascopubs.org/toc/jco/43/16_suppl
https://ascopubs.org/toc/jco/43/16_suppl
https://doi.org/10.1200/JCO.2025.43.16_suppl.537


Is There a Role for CDK4/6 Inhibition in 
Early-Stage HR+ Disease?

Klein ME, et al. Cancer Cell. 2018;34:9-20. 



MONARCH-E TRIAL

JonshonS ESMO 2025



JohnstonS ESMO 2025



MONARCH-E TRIAL



MONARCH-E TRIAL: Impact of Dose reductionon efficacy



NATALEE: 4y landmark iDFSanalysis

Peter A. FaschingESMO 2025

RIB + NSAI, n = 2549
ÅNSAI ongoing: 1794 (70.4%)
ÅRIB ongoing: 0

ÅStopped RIB: 2524 (99.0%)a

ÅCompleted 3 years: 1601 (62.8%)

ÅEarly discontinuation: 923 (36.2%)

ÅDiscontinued due to AEs: 509 (20.0%)









a Grouped term that combines neutropenia and neutrophil count decreased. b Grouped term that includes all preferred terms identified by standardized MedDRA queries 

for drug-related hepatic disorders. c Grouped term. d Grouped term that includes all preferred terms identified by standardized MedDRA queries for interstitial lung 

disease. e Grouped term that includes all preferred terms identified by standardized MedDRA queries for venous thromboembolism.
Reference: 1. Fasching PA, et al. Oral presentation at: ESMO 2024. Oral LBA13. 2. Slamon D, et al. N Eng J Med. 2024;390(12):1080-1091. 3. Hortobagyi G, et al. Oral presentation at: SABCS 2023. Oral GS03-03.
Untch M, et al. ESMO 2024. Poster 240P

 

ÅRates of discontinuation due to 
AEs (20.0%) remained stable 
through all of the data cuts, with 
a <1.0% increase from the 
previous cutoff2,3

ÅLiver-related AEs were 
predominately ALT/AST 
elevations without concomitant 
bilirubin increase

RIB + NSAI 
n = 2526

NSAI alone 
n = 2441

AESIs, % Any grade DǊŀŘŜ җоAny grade DǊŀŘŜ җо

Neutropeniaa

Febrile neutropenia
62.8

0.3

44.4

0.3

4.5

0

0.9

0

Liver-related AEsb 26.7 8.6 11.4 1.7

QT interval prolongationc

ECG QT prolonged
5.4

4.4

1.0

0.2

1.6

0.8

0.7

<0.1

Interstitial lung 
disease/pneumonitisd

1.6 0 0.9 0.1

Clinically relevant AEs, %

Arthralgia 38.8 1.0 44.4 1.3

Nausea 23.5 0.2 7.9 <0.1

Headache 22.9 0.4 17.2 0.2

Fatigue 22.8 0.8 13.5 0.2

Diarrhea 14.6 0.6 5.5 0.1

VTEe 1.1 0.6 0.5 0.3

The safety profile at the 4-y landmark analysis of NATALEE was consistent with those at the final iDFS cutoff

Safety was consistent in NATALEE regardless of age

Safety



CC # 10240807000

Landmark analysis showed that ribociclib dose reductions due to 
AEs did not impact efficacy in NATALEE

a Of dose reduction time, calculated from randomization

References:  1. Barrios C, et al. ESMO Breast 2024. #600 [Oral]. 

iDFS by Dose Reduction

 at 25th Percentile a 

(1.87 months)

iDFS by Dose Reduction 

at 50th Percentile a

(3.17 months)

iDFS by Dose Reduction 

at 75th Percentile a

(7.28 months)

Without 

dose 

reduction

With 

dose reduction

Events/n 208 / 2315 13 / 123

Without 

dose 

reduction

With 

dose reduction

Events/n 193 / 2117 19 / 276

Without 

dose 

reduction

With 

dose reduction

Events/n 158 / 1933 35 / 406

Data cutoff date: July 21, 2023


