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Adjuvant chemo & mortality in 65+ stage I-1ll BC

Giordano* Elkin
No. total 41,390 No. total 5,081
No. w/ chemo 4,500 No. w/chemo 1,711
Nodal status ER HR (95% IC) HR (95% IC)
pNO any 1.05 (0.85-1.31) NA
pN+ + 1.05 (0.85-1.31) NA
PNO & 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

*: BC specific mortality

Adjuvant chemo is useful FIRST

iIn ER-, pNO or pN+, even > 70 yo

3
Giordano & Elkin J Clin Oncol 2006



Addition of chemotherapy to local therapy in women aged > %®
70 years or older with triple-negative breast cancer:

a propensity-matched analysis

Crezahark

Jennifer A Crozier*, Todd A Pezzi*, Caitlin Hodge, Slavica Janeva, Beth-Ann Lesnikoski Laia Samiian, Amanda Devereaux, William Hammond,

Riccardo A Avdisio, Christopher M Pezzi

Ouerall wirvival (%)

Number at risk

{number censored)
Chemotherapy received
Chemotherapy recommended,
it received

=
T

—— Chematherapy received
— Chemotherapy recommended but not received
— Chemotherapy not recommended

5833 (1056) 4138 (3361) 13B4(4576) T6(4629)  15(4645) 2(4647)
1398 (1151)  444(1533)  22(1552) 3{1554) 1(1555)

Mochemotherspy 4722 (832) 2006 (2365) 963 (3155)  64(3143) 18(3205) 4(3208)

Orvesral | s reival { %)
B

HR 0-85 (85% C1 0.74-0-06): p=0-012

—— Chemothermpy received
—— Chemothermapy recommended but not received

Time since diagnosis (years)

1884 (357) 1301(2503) 411(2858)
1884 (357) 1266(1037) 408 (1389)

Chemotherapy received
Chemotherapy recommended,

3(2887) 0(2887)
3(1409) 2{1410)

Crozier Lancet Oncol 2020



General recommendations for adjuvant
chemo & trastuzumab in older BC patients

Focus on ER- and HER2+ (if > 5 mm)

* Regimen
» Validated 4 AC, 6 CMF
» Options 4 TC; paclitaxel qw x 127?; liposomal doxorubicin?
* No! capecitabine, docetaxel gw
* No data! Sequential regimen

Primary prophylaxis of febrile neutropenia w/ G-CSF

No restriction on trastuzumab if chemo indicated

4 TC + trastuzumab

Paclitaxel gw x 12 + trastuzumab (Tolaney)

TCH x 6?7 (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
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= Randomized Controlled Trial of Trastuzuma
- or Without Chemotherapy for HER2-Posjj
Breast Cancer in Older Patients

((\ * 2009-2014
Masataka Sawaki, MD, PhD'; Naruto Taira, MD, PhD®; Yukari Uemura, PhD¥; Tsuyoshi nichi Baba, M X i i i
Kokoro Kobayashi, MD®; Hiroaki Kawashima, MD, PhD"; Michiko Tsuneizumi, M , PhD®; D’&\ Non |nfer|0r|ty

Hiroko Bando, MD, PhD'®; Masato Takahashi, MD, PhD''; Miki Yamaguchi, MD, g ma, MD, F‘!# HR 1.22-1.69 B 20%

Takahiro Makayama, MD, PhD'*; Masahiro Kashiwaba, MD, PhD%; Toshi » o
Hiraji lwata, MD, PhD"; Takuya Kawahara, PhD"; Yasuo Ohashi, PhD'% l)hﬁlé"E‘.'ZT!5|J|.|nr:|'|' Eroup Follow-u p 4.1 years (03_8)

96 HER2-positive elderly patient
e(;%ge 70-80 years old
| stage : 1 (pT=1cm), lIA, 11B, II1A / MO

2
3 08-
c HER2 : IHC 3+ or FISH+
2
2
@ 04
£ Randomization
% .l ~ 0. events -
g H &v 18 / \
00 ngg@lny o astu | Trastuzumab + Chemotherapy
0 I 2 3 4 5 6 7 H.mom1sopaﬁem . H+CTa1b5(()1paﬁems0T
Time from randomization (years) zumab rastuzum yeal) +
135 132 116 82 a8 2 1 3 Trastu (Tyear) (I tor's choice from
H4CT group 131 119 105 88 50 27 1 6 PTXID A

Sawaki JCO 2020



IBCSG 55-17 TOUCH

Phase Il 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+,
265 years,
Neo-ad;j.
treatment
planned

FFPE sample

: paclitaxel '.' ... ..' ..'
trastuzumab
pertuzumab +
palbociclib I S [
letrozole [ !
trastuzumab
pertuzumab +

|

Week 1 2 3 4 5 6

T

Pertuzumab:
loading dose
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7 8 9 10 11
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Early 2000s: 15t GEP (intrinsic classification)

2 « Quantification of MRNA or
__- = - % cDNA of genes involved In
\‘" il '|\|||| il | tumour proliferation

' Luminal
!

HER2 « To identify patients requiring

s chemo despite good standard
prognostic factors

« To avoid chemo in others

Mesenchymal/ECM

moieaion ® BEttEr individual risk
stratification

8 Cell Adhesion

42 4 -2 Claudin-low (CL) ® Normal Breast-like (NBL)
R m Basal-like (BL) ® Luminal A and B (LA and LB)
HER2-enriched (H2)

Prat Mol Oncol 2011



MammaPrint Oncotype DX Breast Cancer Index Mapquant DX PAM 50 ROR EndoPredict
Provider Apendia Genomic Health Biotheranostics Ipsogen ManoString Sividon
Type of Fo-gene assay 21-gene 2-gene ratio (H/1) Genomic grade S0-gene assay 12-gene assay
Assay recurrence score and molecular
grade index
Type of Fresh or frozen FFPE FFPE Fresh or frozen FFPE FFPE
Sample or FFPE or FFPE
Technigue DM A microarray gRT-PCR qRT-PCR DMNA microarray qRT-PCR qRT-PCR
or gqRT-PCR or gRT-PCR
Clinical Progmosis of Prediction of Prognostic inm ER+, Maolecular COriginally for Recurrence
Application MO, =2 5 cm, recurrence risk o j—— v - s —— s t g, prediction for
stage 111, im ER+ and MO tion ER+ HER2—
age < Bl treated with TAM OI'ICMYPQDX. PAMSO
Results Dichotomous, Continuous variable ANLN BLVRA CONEY CDC20 Dichotomous, low
Presentation good or poor $TK1S CDC6 CDCAT CDH3 CENPF or high risk
pPrognosis scuse2 , CEPSS OOXXCS EGFR EXO1
\ FGFRA FOXA FOXC1 GPRIGO
I.Ehl.::\elidof I I Stomelysin 3 | USETKRCKNTQ2KRTIA | !
vidence | KRT17 KRTS MAPT MOM2
FDA Approwval YES MO /’ MELK MIA MLPH MMP1T MYC MNO
NAT1 ORCEL PHGDH PTTGY

Abbreviations: ER+, estrogen rece ptor—positive; FOA, US. Food and Drug

reverse transcription polymerase chain reaction; TAM, tamoxifen.

ide Index; gRT-PCR, quantitative

Bartlett JNCI 2016



The NEW ENGLAN D
JOURNAL o MEDICINE

SB | G ESTABLISHED IN 1812 AUGUST 25, 2016 VOL. 375 NO.8

70-Gene Signature as an Aid to Treatment Decisions
in Early-Stage Breast Cancer

F. Cardoso, LJ. van't Veer, |. Bogaerts, L. Slaets, G. Viale, S. Delaloge, J.-Y. Pierga, E. Brain, S. Causeret,
L ptS < y O M. DeLorenzi, A.M. Glas, V. Golfinopoulos, T. Goulioti, S. Knox, E. Matos, B. Meulemans, P.A. Neijenhuis, U. Nitz,
] R. Passalacqua, P. Ravdin, |.T. Rubio, M. Saghatchian, T,). Smilde, C. Sotiriou, L. Stork, C. Straehle, G. Thomas,
AM. Thompson, ).M. van der Hoeven, P. Vuylsteke, R. Bernards, K. Tryfonidis, E. Rutgers, and M. Piccart,

— 02/2007-08/2011
— 112 institutions in 9 European countries
— 11,291 registered patients —

— 6,673 enrolled (59.1%) Adjuvant Online! Sy

¢ v L
N=592 Discordant N=1550 |_c-High/g-High |
N=2745 c-Low/g-High | c-High/g-Low l N=1806

Microarray In Node-negative
and 1 to 3 positive lymph node
Disease may Avoid ChemoTherapy

EORTC 10041 / BIG 3-04

Enrolled
N = 6.693

Genomicrisk (g)

Mammaprint
Risk of distant recurrence

@ 5 years /. R-T
w/ no treatment No Chemotherapy Chemotherapy
Primary goal N =644
In patients w/ high-risk clinical & low-risk GEP and no chemotherapy, lower boundary of the 95% CI 10

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



OncotypeDX

PNO

3 . Page 103
Genomic Health' | oncope DX’ awumermam.ve o
] & 301 Pancbec e, Aadmcad Cay. CA MCKI USA
anada: +1866.ONGO
@ Breast Cancer Report - Node Neg intomationat:
wwoncoypeds.com
Prognosis CLIA Number 0501018272
PatienID: DOE. JANE ELIZABETH Report Number: OR123456789-01
Gender: Female ‘Specimen Received: 30-Oct-2015
Date of Birth: 01-Jan-1950 Date Reported: 10-Nov-2015
Medical Record/Patient #: 556577771 Client: Communty Medical Center
Date of Collection: 10-0ct-2015 Ordoring Physician: Or. Harry O Smn
Specimen Type/lD: BreastCE3POZDYQ Additional Recipient: Dr. Sally M Jones
Study #: ReponSudy1055
Recurrence o
Assay a panel o1 21
Score”  tsaue. Tho from 0-100.
@ Result The findi stage .
3 Itis. findings apply 1o other
pabents outside these criteria.
@ ty. The study I, N-, ER year
oftam."

Prognosis: 10-Year Risk of Distant Recurrence after 5 Years of Tam,
@ Based on the Recurrence Score Result (from NSABP B-14)
10-Year Risk of
Distant Recurrence

40%

Tam Alone
5%

(95% Cl: 3%-7%)

£

10-Yoar Risk of Distant Rocurronce
3
§ ¥
" n

0%

Recurrence Score Result

P Mg s 2000

Laboratory Director(s): S. Shak, MD; J. Anderson, MD; F. Bachner, MD & P. Joseph, MD
et -
plowtion

bwmm‘lm

. Oncotype OX. s

Risk of distant recurrence
@ 10 years
w/ TAM 5 years

Individual results

0-17v 18-30v = 31
0-10v 11-25v 2 26

Genomic Health | oncotype DX

@ Breast Cancer Report - Node Positive
Prognosis and Chemotherapy Benefit (1-3 N+)

Page 1012
‘Ganomic Meain, .
301 Pencbscol Drve, Redwood Gl CA 94063 USA
USACanada: +1.866,ONCOTYPE
rtarmational. wew oncolyped comcontact
W oncotypede.com
CUA Nuroer 0501016272
Report Number: OR123456789.01
Specimen Received: 30-0c12015
Dato Reported: 10-Nov-2015
Client: Community Medical Center
Ordoring Physician: Or. Harry D Smn
‘Addltional Reciplent: Dr. Saly M Jones

Assay uses e ot 21 gor
d ranges from 0-100.
Score” {
1-3 positive
@ Result nodes, . Itis.
patients outside these crtoria
SWOG 8814 study. ER
1o 6ither tam alono or CAF che by tam (CAF-T). pis study
primary and 5-yoar risks
aro prosented.
and Ci : 5-Year Risk of Recurrence or Mortality

1-3 Positive Nodes

5-Year Risk of Recurrence
or Mortality

after 5 Years of Tam, Based on the Recurrence Score Result

% Low Risk

Intermediate
Risk

High Risk

Tam Alone
8%

(95% CI: 4%-15%)

Tam + Chemo

1%

(95% CI: 7%-17%)

Recurrence Scoro Rosult

Laboratory Director(s): S. Shak, MD; J. Anderson, MD; F. Baehner, MD & P. Joseph, MD

o
0 20tV 1 P O3 Py WO

Oncoype OX.

Risk of distant recurrence
@ 5 years
w/ TAM 5 years



ER+

A

TAILORx TRIAL 10.253 pNO
£75y0

70-75y0

RS0-10 111/1.626 (7%)
RS 11-25 300/6.897 (4%)

Discuss
alternatives

RxPONDER Trial

5.018 pN1

70-75y0

RS =25

581/5018 (12%)




TAILORXx @ 9 years (ET vs chemo-ET) if RS 11-25

Trial Assigning IndividuaLized Options for TReatment

The NEW ENGLAND
JOURNAL o MEDICINE

Adjuvant Chemotherapy
A Invasive Disease—fres Survival As
1.0+
0.9+ B Freedom from Recurrence at a Distant Site
o 08 83.3% vs 84.3% 1.0
> @ ——
9 07 0.9+
> 5 ES 0 0,
EZ 06 # 03 94.5% vs 95.0%
L
S8 o £
zE ES o7-
E N Ed
Z % 04 §¢5 0.6
£ 8§ o3 €5 ol
ao 0.7 Hazard ratic for invasive-disease recurrence, second prim ® -
' ar death, 1,08 (959 CI, 0,94-1.24) z Y 0.4
0.14 =026 2 E o3
0.0 . . . . . . . 23 ' Hazard ratio for recurrence at a distant site, 1.10 (95% C1, 0.85-1.41)
0 12 24 3% 48 &0 7T B4 ¢ § é 024 P-0.43
Months 0.14
Mo, at Risk 0.0+ T T T T 1 T 1 T 1
Chemoendocrine therapy 3312 3204 3104 2993 2848 2645 2335 1781 11 0 12 4 3% 4@ 0 27 Hu % 108
Endecrine thierapy 3395 3293 3194 3081 2933 2741 2431 1E5% 1] Months
No. at Risk
Chemoendocrine therapy 3312 3215 3142 3059 2935 2734 2432 1366 1197 554
Endocrine therapy 3399 3313 3239 3147 3033 2833 2537 1947 1267 581

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
Sparano NEJM 2018



RXPONDER

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

21-Gene Assay to Inform Chemotherapy Benefit in Node-Positive Breast Cancer

Kevin Kalinsky, M.D., William E. Barlow, Ph.D., Julie R. Gralow, M.D., Funda Meric-Bernstam, M.D., Kathy S. Albain, M.D., Daniel F. Hayes, M.D., Nancy U. Lin,
M.D., Edith A. Perez, M.D., Lori ]. Goldstein, M.D., Stephen K.L. Chia, M.D., Sukhbinder Dhesy-Thind, M.D., Priya Rastogi, M.D., Emilio Alba, M.D., Ph.D.,
Suzette Delaloge, M.D., Miguel Martin, M.D., Catherine M. Kelly, M.B., Manuel Ruiz-Borrego, M.D., Miguel Gil-Gil, M.D., Claudia H. Arce-Salinas, M.D., Etienne
G.C. Brain, M.D., Ph.D., Eun-Sook Lee, M.D., Jean-Yves Pierga, M.D., Ph.D., Begofia Bermejo, M.D., Manuel Ramos-Vazquez, M.D., Ph.D., Kyung-Hae Jung,
M.D., Ph.D., Jean-Marc Ferrero, M.D., Anne F. Schott, M.D., Steven Shak, M.D., Priyanka Sharma, M.D., Danika L. Lew, M.A., Jieling Miao, M.S., Debasish
Tripathy, M.D., Lajos Pusztai, M.D., Ph.D., and Gabriel N. Hortobagyi, M.D.

NEJM 2021 + SABCS 2021



San Antania Breast Cancer Symiposium@, December 7-10, 2021

RXPONDER Schema

Key Entry Criteria

» Women age = 18 yrs

« ER andlor PR = 1%,
HERZ- breast cancer
with 1-3 LN+ without
distant metastasis

+ Able to receive
adjuvant taxane and/or
anthracycline-based
chemotherapy

» Auxdllary staging by
SLNB or ALND

Arm 1:

R

A

N Chemotherapy Followed by
D / Endocrine Therapy

O

Z

A

T

’-_.’ Recurrence Score (-25 | =l ||
\A Arm 2:

!
Endocrine Therapy Alone

Recurmrence Score = 25
|

0
N

Z0——Hrad-dwn—=—oma

Stratification Factors

N = 5,000 pts Recurrence Score: 0-13 vs.14-25
Menopausal Status: pre vs. post
Axillary Surgery: ALND vs. SLMNE

Off Study
Chemotherapy Followed by
Endocrine Therapy Recommended

ALND = Axillary Lymph Mode Dissection, SLME = Sentinel Lymph MNode Biopsy

.
% SWUG SCHAsTE This presantation i the mellectual property of the achoripressnter. Contact iim ot kkalins femony. sdu far permission o reprint andter distriute, Wlm N-’:lm



San Antonio Breast Cancer SymposiumE, Decamber 8-11, 2020

IDFS in Overall Population by Treatment Arm

= CET 5-year IDFS 92.4%
- N
2 ET 5-year IDFS 91.0%
co
?
]
L=
E:;i CET (N = 2,509, 198 events)
& ET (N = 2,506, 249 evenls)
e Adjusted HR = 0.81; 85% CI 0.67-0.98: p=0.028
Do
o
=
Wl =
T -
Eo 5 year IDFS Absolute Difference: 1.4%
=
I'.:.'f -
= T T T T T T T T T T

i) 1 2 3 4 5 & 7 8 9
Years since randomization

Mumber at risk
CET 2509 2277 2104 1893 1648 1397 857 403 122 4
ET 2506 2327 2161 1910 1696 1404 846 397 135 11

CET = Chemotherapy + Endocrine Therapy, ET = Endocrine Therapy Alone

447 observed IDFS events (54% of expected at final analysis) at a median follow-up of 5.1 years

CARCER
>< SWUG ArstiEy This presantation is the intellectual property of the author/presenter. Contact him at kkalinsi@emory.edu for parmission to reprint andior distribute. Nﬂlm



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

Updated Analysis: Postmenopausal Women Have No Chemotherapy Benefit

Invasive Disease-Free Survival Distant Relapse-Free Survival
o DRFS by Treatment Arm: Postmenopausal Participants
° IDFS by Treatment Arm: Postmenopausal Participants S |
= - \E
— — O
© O g 0 -
% g b So
5 2
O o Q 8 -
O © o~
o Eo
2 3
§ 2 No Chemotherapy Benefit E—g i No Chemotherapy Benefit
23 o
Q ©
%o Treatment arm Lo Treatment arm
E S ) CET (N=1,659; 190 events; 5-year IDFS 91.2%) a g 7 CET (N=1,659; 131 events; 5-year DRFS 94.3%)
ET (N=1,670; 187 events; 5-year IDFS 91.9%) —  ET (N=1,670; 122 events; 5-year DRFS 94.8%)
S | Adjusted HR (CET vs ET) = 1.06; 95% Cl 0.87-1.30; 2-sided p=0.55 = Adjusted HR (CET vs ET) = 1.12; 95% Cl 0.88-1.44; 2-sided p=0.35
o T T T T T T T T T T o T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9
Years since randomization Years since randomization
Number at risk Number at risk
CET 1659 1557 1498 1427 1258 1118 848 540 243 64 CET 1659 1567 1514 1448 1291 1152 884 571 261 71
ET 1670 1599 1550 1465 1314 1164 879 547 247 67 ET 1670 1614 1569 1491 1345 1201 916 582 264 71

CANCER

RESEARCH - This presentation is the intellectual property of the author/presenter. Contact him at kkalins@emory.edu for permission to reprint and/or distribute. NC| Frempiad
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San Antonio Breast Cancer Symposium®, December 7-10, 2021

Updated Analysis: Premenopausal Women Have Chemotherapy Benefit

Invasive Disease-Free Survival Distant Relapse-Free Survival
DRFS by Treatment Arm: Premenopausal Participants
° IDFS by Treatment Arm: Premenopausal Participants 8 |
7 \ M
) \ 53
£8 23
2o S
2 7
(2] S o
83 3
S o 5-year IDFS Absolute Chemotherapy Benefit: 4.9% % 5-year DRFS Absolute Chemotherapy Benefit: 2.5%
@ (Previous: 4.9%?) 3o (Previous: 3.3%!?)
.8 g - % g |
T o :
2 5
3 o Treatment arm %S | Treatment arm
z2o CET (N=828; 71 events; 5-year IDFS 93.9%) 0o CET (N=828; 46 events; 5-year DRFS 95.9%)
ET (N=826; 105 events; 5-year IDFS 89.0%) — ET (N=826; 66 events; 5-year DRFS 93.4%)
S | Adjusted HR (CET vs ET) = 0.64; 95% Cl 0.47-0.87; 2-sided p=0.004 8 | Adjusted HR (CET vs ET) = 0.66; 95% Cl 0.45-0.97; 2-sided p=0.033
o T T T T T T T T T T O T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9
Years since randomization Years since randomization
Number at risk Number at risk
CET 828 783 754 706 632 561 408 252 99 21 CET 828 786 761 714 641 575 421 266 106 22
ET 826 774 737 694 610 533 398 236 86 27 ET 826 780 751 712 631 555 420 247 93 28

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

CANCER

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

 Chemotherapy benefit if RS > 25?

— TAILORX 73/1.389 (5%) patients 70-75 yo
* 10 declined chemo

— RXPONDER ?



High recurrence score > 70 yo

Overall Survival Probability

* Chemo - lower risk of death in younger

0.9

0.8

)
N

0.6

0.5

0.4

0.3

0.2

0.1

0.0

 Higher likelihood of death
(HR 1.47, 95% CI 1.15-1.90)

but not in older group

1.0 SO0 -0 o N
haaaa t ° T S s s, g
=0.004

" z
i
©
a2
[
a
<70 £
3
a
B
8

<——= No chemotherapy in 18 to 69 year-olds with high risk RS by TAILORx

== == 4 Chemotherapy in 18 to 69 year-olds with high risk RS by TAILORx
0 10 20 30 40 50 60
Months
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21-gene recurrence score testing in the older population
with estrogen receptor-positive breast cancer

Scott Kizy, Ariella M_Altman, Schelome Marmor, Jason W. Denbo, Eric H _Jensen, Todd M. Tuttle, Jane Yuet

Ching Hui* BT
Department of Surgery, University of Minnesota, United States

07
0.6
usl 70+
0.4
03

0.2

01 | #—e—+ No chemotherapy in 270 year-olds with high risk RS by TAILORX

0.0l w= s Chemotherapy in 270 year-olds with high risk RS by TAILORx

0 10 20 30 40 50 60
Months

Fig. 2. Kaplan Meier curves surveying overall survival among patients with high-risk Recurrence Score with and without the use of adjuvant chemotherapy. A. Patients aged 18-69 years

(p = .004); B. Patients aged 70 years or older (p = .60).

20
Kizy JGO 2019



Hazard ratios for risk of breast cancer specific death among patients 65 with estrogen-re-
cepior positive breast cancer who had high-risk recurrence score (RS = 25) diagnosed in
20042015, SEER regisiries.

Joumal of Geriatric Oncology 12 (2021) 206-211

Contents lists available at ScienceDirect

Journal of Geriatric Oncology

HR [N |
Progesterone Receptor
ot HEF 21-gene recurrence score testing utilization among older women from
Megative L42 135 1.50 different races: A population-based study B
Erm H. Evin Gulbahce **, Sandra White ?, Kimberly A. Herget ®, Greg Stoddard ©, Nicola . Camp ©,
1&101 REF Saundra S. Buys °, Carol Sweeney "
* Department of Putholugy. Huntsman Cancer Institute, University of Urah Health, 2000 Circle of Hope. Room 3100, Solt Luke Clty. UT §4112. United States of America
ety — 7 e e e e
Hﬂllu nkﬂl:l wn * Department of Internal Medicine, Division of Oncology, University of Utah Health, 1950 Cirdle of Hepe, Salr Lake City, UT 84103, United States of America
Yeg &0 &7
Lymph Mode Status
il i
M1 [1-3 positive nodes) 1.56 1.46 1.6E
M2 [4-9 positive nodes) 232 185 276 SEER 2004'2015
M3 (210 positive nodes) 182 322 453
Tumor Size 235.171 women 65+
T [ =2 cm) HEF
TE[d- 55 cm) 208 192 225 33 584 W/ RS (14 3%)
13 (=5 cm) 3064 272 140 . "
Kace
White REF B C S M
Back 1.30 120 140
Acian/Pacific Islander 032 .64 0E1
Hispanic 0.96 0.E8 1.05
AllAN 1539 115 221
HE: Hazards rario; Cl: confidence interval 21

bald rexr designiates statistical significance. Gulbahce JGO 2021



Compare surgery with/without chemo

Age(70- 79

bizta: For patlarce ovar B0 tha regulte are leas ralaizie

Turmcur zrade 1 =2 2
A t I Tumour size 15 mm
g e g ap O O Cizszse nodes positive @ Mome 1tal ds
ER status Negztive @ Positve
& HER2 status @ Megative Pogitive

Comorbidities - Tick al| that spoly

C h e m O AlDS Livar Diezze mild]
COPD Livar Disagse  mocarste peere]

Cerebrovasoular Diszase Moderzte Severe Ranal Disecse
Congestive Hegr: Failure Mygocardial Infarction
Connective Tissos Dhseze iher cancer (metaststic)
Dearmertiz Peptic Uloer Cizease
T & Dizbet e bsllits (o complicstions) Pariphars| Wasoular Disazes
u m O u r ag e Dizbet s bsllitus fwith orzsn damaze) Previousioncurrant cancer [mon-metasistic)
Harriplaziz

+ C O m O r b I d I tl e S Frailty - Activity of Daily Living (ADL)

Flagsa smber 3 soore for each dimension belove (0= Nodifficulty, 1 = Some dificulty, 2 = A lot of difficuity; 2 =
Lrsblel and the ADL Stome will be caloulated su

+ AD L Cifficulty eating - -I::I: 0 1 2 2

Cifficulty petting to and using the toilet [ 1 2 2
Cifficuity dressing [ 1 2 3
ARDIF i
me Sheffield - . Diffscuty transferring {to and from chair/bed) @0 ol o2 o2
L o 2B S Ulmmniversitgn N l H R | National Institute
— elield. . -

QERDY® for Health Research Dty bathing #0 o1 02 o3

Difficulty vaalking w0 1 2 2

Ener the patient’s details above and dick the button: G GEMERATE OUTODMES

https://agegap.shef.ac.uk/surgery _and_chemotherapy/comparisons/new




CARG-BC

* 473 pts evaluable/501
v' 283 development
v/ 190 validation
« Median age 70 (65-85)
« Stage I/lI/lIl: 39%/41%/20%
* Phenotype
v’ 24% TNBC
v 48% ER+
v' 10% HER2+ER+
v 17% HER2+ER-
* 46% grade 3-5 AEs
v' Haem 25%/non-haem 36%

Magnuson J Clin Oncol 2021

Risk predictor Response Score
H-111 3
BC stage
I 0
_ YES 1
Anthracyclines
NO 0
_ > 3 months 4
Treatment duration
< 3 months 0
_ <12/13 g/dL (F/M) 3
Hemoglobin
> 12/13 g/dL (F/M) 0
_ _ Abnormal 3
Liver function
Normal 0
. > 1 4
Falls in last 6 months
0 0
S _ _ _ Somewhat 3
Limitations in walking > 1 mile
Not 0
Someone available to give good advice None of the time 3
about a crisis? Most of the time 0



POR

RE

. 5-year recurrence, overall

mortality, and other-cause mortality

« PREDICT
1. Age 0.
2. pT
3. Tumour grade 10.
4. Nodal status 11
5. Hormone-receptor status -
6. HER2 status 12
7. Kie7 (210%)
8. Mode of detection 13

(symptomatic or screen-

detected)

Absolute number of
comorbidities (ICD-10)

Walking difficulties

. Dementia or cognitive

impairment

. Polypharmacy (= 5 types of

drugs/day)

. Sensory deficits (hearing aid,

poor vision)

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

Complete
curative

surgery

6 J [ IF1CT G T e T - —

Genomic Grade

IGG)
evaluation

Group
Low GG

HT 5 yr

"""" baselme """""""--"@ - 1,2,3 & A year
MMSE, 1ADL Chemo tolerance Polymedications G, CCl
OLQ C30 &ELD1S Standard Lab MMSE, 1ADL Palymedications
LVEF QLQ C30 & ELD1S MMSE, 1ADL
Socioeconomic, LVEF aLQ C30 &ELD1S
Standard Lab Socipeconomic LVEF _
All patients Wilingness Socigeconomic
Lee Score 1 blood + serum Standard Lab Wilingness.
G&, CCl 1 blood + serum
Polvmedications Standard Lab every year

1 blood + serum (12 & M4g)

Events

NO CHEMOTHERAPY 1S RECOMMENDED - Follow up |

*Randomizationstratified on pl, G& and centre

= Group ! inciude bath high and eguivocal GG cases

Chemo =4 TC or 4 AC or4 MC

' 1,2,3& A year >

CCl
Polymedications

Events

Hypothesis B = A A+7.5% (A 80% vs B 87.5%) HR 0.60 « 5% § 10%

4-yr OS

Microarray
gRT-PCR

GERICO

screened 1,989

e

”

f,-rﬁndomized 1,089

.».»*,N

April

BB BB DD

P R R RV R VN P Y P VY E RS
017 April 2016
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Key points

Specific for the older population
Frequent/common and meaningful question
Non-restrictive inclusion criteria

De-escalation/optimization primary question
Other research questions
Methodology

Education of both patients & physicians
Collaboration w/ geriatrician

Time

Translational research (biobank)

> ~ 2000 patients enrolled in 4 years

ASTER 70s
70+ women with early-stage breast cancer
Adjuvant chemotherapy for luminal cases

40% G8 <14, 18% prior cancer, 11% isolated local
relapse

Chemotherapy de-escalation
HRQoL, acceptability

Observational arm for ineligible patients as internal
control control, 1 PISIC, OS

Changes in institutions (MDT, guidelines)
GO consultations

GO and research nurses

Genomic grade as signature + TR program

26



Differences do exist across countries

 Incidence

* Life expectancy (definition of old) 5
* Over- versus under-treatment (cultural factors) SIQJ
» Screening tool (BMI and G8) INTERNATIONAL SOCIETY

But actually constantly!

* Poorly evidence-based (refrain)
 More targeted therapy (key and lock)
* Adjustment is needed (leitmotiv)

 De escalation (research question)
27





https://commons.wikimedia.org/wiki/File:Marie_Curie_c1920.png?uselang=fr
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