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Giordano* Elkin
No. total 41,390

No. w/ chemo 4,500

No. total 5,081

No. w/ chemo 1,711

Nodal status ER HR (95% IC) HR (95% IC)

pN0 any 1.05 (0.85-1.31) NA

pN+ + 1.05 (0.85-1.31) NA

pN0 & pN+ - NA 0.85 (0.77-0.95)

pN+ - 0.72 (0.54-0.96) 0.76 (0.65-0.88)

pN+ > 70 yo - 0.74 (0.56-0.97) NA

Adjuvant chemo & mortality in 65+ stage I-III BC

Adjuvant chemo is useful FIRST

in ER-, pN0 or pN+, even > 70 yo

*: BC specific mortality

Giordano & Elkin J Clin Oncol 2006
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Crozier Lancet Oncol 2020



• Focus on ER- and HER2+ (if > 5 mm)

• Regimen

• Validated 4 AC, 6 CMF

• Options 4 TC; paclitaxel qw x 12?; liposomal doxorubicin?

• No! capecitabine, docetaxel qw

• No data! Sequential regimen

• Primary prophylaxis of febrile neutropenia w/ G-CSF

• No restriction on trastuzumab if chemo indicated

• 4 TC + trastuzumab

• Paclitaxel qw x 12 + trastuzumab (Tolaney)

• TCH x 6?? (but very unlikely in older patients since carboplatin AUC 6!)

• Trastuzumab alone: can be considered, especially for unfit patients (+ ET if ER+)

• Shorter duration for trastuzumab (6 months?)

Cheung, Livi, Brain in Geriatric Oncology/Elsevier, Editors Extermann, Fulop, Dale, Klepin & Brain 2019

Brain J Ger Oncol 2019, Biganzoli Lancet Oncol 2021

General recommendations for adjuvant 

chemo & trastuzumab in older BC patients
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275 patients

2009-2014

Non-inferiority

HR 1.22-1.69 β 20%

Follow-up 4.1 years (0.3-8)

Sawaki JCO 2020



IBCSG 55-17 TOUCH

IBCSG 55-17 TOUCH | Investigator meeting 27 September 2019

Phase II open-label, multicenter, randomized trial of neoadjuvant palbociclib in combination 

with hormonal therapy and HER2 blockade versus paclitaxel in combination with HER2 

blockade for elderly patients with hormone receptor positive/HER2 positive early breast 

cancer

Early BC, 
ER+, 
HER2+,
≥65 years,
Neo-adj. 
treatment 
planned

R

A: paclitaxel

trastuzumab

pertuzumab

B: palbociclib

letrozole

trastuzumab

pertuzumab

surgery

surgery

Week   1     2     3     4     5     6     7     8     9    10    11   12   13   14   15   16  

+

+

staging

FFPE sample FFPE sample

Pertuzumab: 
loading dose



Early 2000s: 1st GEP (intrinsic classification)

Prat Mol Oncol 2011

• Quantification of mRNA or 

cDNA of genes involved in 

tumour proliferation

• To identify patients requiring

chemo despite good standard 

prognostic factors

• To avoid chemo in others

• Better individual risk

stratification



Bartlett JNCI 2016



• 6,600 pts < 70 yo
– 02/2007-08/2011

– 112 institutions in 9 European countries

– 11,291 registered patients

– 6,673 enrolled (59.1%)

Primary goal

In patients w/ high-risk clinical & low-risk GEP and no chemotherapy, lower boundary of the 95% CI

for the rate of 5-yr survival w/o distant M+ ≥ 92% (i.e. the noninferiority boundary) at a 1-sided significance level of 0.025

Mammaprint

Risk of distant recurrence

@ 5 years

w/ no treatment
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pN0

Risk of distant recurrence

@ 10 years

w/ TAM 5 years

Individual results
0-17 v 18-30 v ≥ 31

0-10 v 11-25 v ≥ 26

OncotypeDX

pN+

Risk of distant recurrence

@ 5 years

w/ TAM 5 years



10.253 pN0

≤ 75 yo

5.018 pN1

70-75 yo RS 0-10 111/1.626 (7%)

RS 11-25 300/6.897 (4%)

70-75 yo RS ≤ 25 581/5018 (12%)

ER+



Sparano NEJM 2018

Similar distant/locoregional site (92.2% & 92.9%) and OS (93.9% & 93.8%)

Chemotherapy benefit for iDFS varied w/ RS & age (P=0.004)

Some chemo benefit in women ≤ 50 yo and RS 16-25

(94.5% vs 95.0%) 

83.3% vs 84.3%

TAILORx @ 9 years (ET vs chemo-ET) if RS 11-25
Trial Assigning IndividuaLized Options for TReatment



RxPONDER
A Clinical Trial Rx for Positive Node, Endocrine Responsive Breast Cancer

NEJM 2021 + SABCS 2021
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This presentation is the intellectual property of the author/presenter. Contact him at kkalins@emory.edu for permission to reprint and/or distribute.

San Antonio Breast Cancer Symposium®, December 7-10, 2021

Invasive Disease-Free Survival Distant Relapse-Free Survival

Updated Analysis: Postmenopausal Women Have No Chemotherapy Benefit

No Chemotherapy Benefit No Chemotherapy Benefit

mailto:kkalins@emory.edu


This presentation is the intellectual property of the author/presenter. Contact him at kkalins@emory.edu for permission to reprint and/or distribute.

San Antonio Breast Cancer Symposium®, December 7-10, 2021

5-year IDFS Absolute Chemotherapy Benefit: 4.9%

(Previous: 4.9%1)

Invasive Disease-Free Survival

5-year DRFS Absolute Chemotherapy Benefit: 2.5%

(Previous: 3.3%1)

Distant Relapse-Free Survival

Updated Analysis: Premenopausal Women Have Chemotherapy Benefit

1 Kalinsky et al, New England Journal of Medicine: December 1, 2021

mailto:kkalins@emory.edu


• Chemotherapy benefit if RS > 25?

– TAILORx 73/1.389 (5%) patients 70-75 yo

• 10 declined chemo

– RxPONDER ?

Shortfall



High recurrence score > 70 yo
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• Higher likelihood of death

(HR 1.47, 95% CI 1.15-1.90)

• Chemo  lower risk of death in younger 
but not in older group

Kizy JGO 2019

<70 70+
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Gulbahce JGO 2021

SEER 2004-2015

235.171 women 65+

33.584 w/ RS (14.3%) 

BCSM
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https://agegap.shef.ac.uk/surgery_and_chemotherapy/comparisons/new

Age gap tool

&

chemo

Tumour & age

+ Comorbidities

+ ADL
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Magnuson J Clin Oncol 2021

• 473 pts evaluable/501
 283 development

 190 validation

• Median age 70 (65-85)

• Stage I/II/III:  39%/41%/20%

• Phenotype
 24% TNBC

 48% ER+

 10% HER2+ER+

 17% HER2+ER-

• 46% grade 3-5 AEs
 Haem 25%/non-haem 36%

CARG-BC Risk predictor Response Score

BC stage
II-III

I

3

0

Anthracyclines
YES

NO

1

0

Treatment duration
> 3 months

≤ 3 months

4

0

Hemoglobin
≤ 12/13 g/dL (F/M)

> 12/13 g/dL (F/M)

3

0

Liver function
Abnormal

Normal

3

0

Falls in last 6 months
≥ 1

0

4

0

Limitations in walking > 1 mile
Somewhat

Not

3

0

Someone available to give good advice

about a crisis?

None of the time

Most of the time

3

0



• PREDICT
1. Age

2. pT

3. Tumour grade

4. Nodal status

5. Hormone-receptor status

6. HER2 status

7. Ki67 (≥10%)

8. Mode of detection 
(symptomatic or screen-
detected)

9. Absolute number of 

comorbidities (ICD-10)

10. Walking difficulties

11. Dementia or cognitive 

impairment

12. Polypharmacy (≥ 5 types of 

drugs/day)

13. Sensory deficits (hearing aid, 

poor vision)

PORTRET: 5-year recurrence, overall 

mortality, and other-cause mortality

van der Plas-Krijgsman Lancet Healthy Longev 2021

+



ASTER 70s (EUDRACT N° 2011-004744-22, PHRC national 2011, NCT01564056)

Adjuvant chemotherapy for ER+ HER2- BC in 70+ patients

CGA
Microarray

qRT-PCR

screened

randomized

Chemo = 4 TC or 4 AC or4 MC

4-yr OS 25
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Key points ASTER 70s

Specific for the older population 70+ women with early-stage breast cancer

Frequent/common and meaningful question Adjuvant chemotherapy for luminal cases

Non-restrictive inclusion criteria 40% G8 ≤14, 18% prior cancer, 11% isolated local

relapse

De-escalation/optimization primary question Chemotherapy de-escalation

Other research questions HRQoL, acceptability

Methodology Observational arm for ineligible patients as internal

control control, 1 PISIC, OS

Education of both patients & physicians Changes in institutions (MDT, guidelines)

Collaboration w/ geriatrician GO consultations

Time GO and research nurses

Translational research (biobank) Genomic grade as signature + TR program

~ 2000 patients enrolled in 4 years



Differences do exist across countries
• Incidence

• Life expectancy (definition of old)

• Over- versus under-treatment (cultural factors)

• Screening tool (BMI and G8)
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But actually constantly!
• Poorly evidence-based (refrain)

• More targeted therapy (key and lock)

• Adjustment is needed (leitmotiv)

• De escalation (research question)
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https://commons.wikimedia.org/wiki/File:Marie_Curie_c1920.png?uselang=fr


Optimising treatment

in older cancer patients

is precision medicine too!
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8th edition
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