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Andre F et al. J Clin Oncol. 2022;40:1816-1837

Women with early-stage invasive breast cancer

HER2 POS HER2 NEG

No mature evidence to
recommend use of any other
biomarker for this patient ERELS e
population
| | No mature evidence to
recommend use of any other
Premenopausal Postmenopausal biomarker for this patient
or age < 50 years or age > 50 years population
Node NEG Node POS Node NEG de POS
Oncotype DXd Oncotype DX I
UEAEng RA] Insufficient MammaPrint? 1-3 node POS >4 node POS
evidence to EndoPredict
recommend a Prosigna | |
biomarker for use Ki67P
IHCab Oncotype DX
BOIC MammaPrint? Insufficient
Kig7° evidence to

uPA and PAI-1¢

EndoPredict
IHC4P®
BCI®

recommend a
biomarker for use



OncaypeDXR:. TAILORXial Key Results for Nodsegative Disease

16 Cancer and 5 Reference Genes From 3 Studies

 E — Intermediate risk (11 -25):
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Ki67 ER GRB7 No overall benefit to chemotherapy (2022 update)
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Sparano JA et al. SABCS 2022;Abstract GS1-05.



Chemotherapy and Anthracycline Benefits for Patients with High
Recurrence Scores® (>25)

- DRFI Benefit at 5 y with Anthracycline if RS > 3
High Risk (RS > 25): Expected

benefit with chemotherapy RS < 31 RS 2 31
1.0 10—
— TAC T —
P —_— T o :
® Chemo + ET (Actual) mET Alone (Expected*™*) g 081 g o8 :
(] (]
10005 5 € 06 5 € 06
A= 4
900% g E 5 Year Rate 97.0 97.6 & E 5 Year Rate 96.1 91.0
e E g 0.4 (95% CI) (93.9-986)  (96.7 - 98.2) E g 0.4 (95% CI) (915-98.2)  (86.7—94.0)
e i AdjHR 1.24.p = 0.484 i AR 032, p = 0.009 _
70.0% o 02 T ] o 02 *Interaction p value = 0.009
0.0 T T T T E T T T 1 0.0 T T T T ; T T T 1
60.0% 4,0 0 1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9
" At risk Years At risk Years
50.0% ; TAC 265 241 224 160 79 12 TAC 173 146 132 54 25 4
TC 1802 1711 1588 1251 475 27 TC 305 264 224 108 38 1

RS 26-30 RS 31-100

Subgroup analysis: Anthracycline benefit seen if tumor > 2 cm [HR: 0.29 (0.10-0.87) and
regardless of menopausal status

Gb2 OKSY2UKSNILI®RE NIYXGSa SaiarYAILGRN =2640BQ8SACA v 3
A patient-specific distant recurrence risk information with 5-y DRFI 96.1 vs 91%, HR 0(8%,0.006

A patient-specific chemotherapy benefit information 5-y DRFS 95.4% vs 89.834R0.49,p = 0.032
A from the ERBBRegative cohort of NSABP B20 OS NS

Sparano JA et alAMA Onca2020; Chen N et aAnn OncokR025.




PropensityScore Matched Analysis of Re@lorld FLEX Data: IDFS with
AnthracyclineBased Therapy for Patients with MammaPrint® High 2,

Luminal B, HRPositive, HERRlegative Localized Breast Cancer

Study Cohort

Propensity-score

Figure 2. IDFS in patients with High Risk 2 cancer: AC-T vs TC

matched Hiah Risk 2
Prospective, Observational FLEX Study (NCT03053193) population '9 I
100 -
1,259 patients diagnosed 1,106 patients with | TCtreated [ PSMTC treated I
bét\-/veen 2015-2022: High Risk 1 (H1) H1l: N =817 H1:N =289 ‘
3 Elllmlcal HPR_H:EHR_Z;] o (Index -0.569 to . AC-T treated # PSM AC-T treated 90 -
ammaPrint High Ris 0.000) — [] H1:N =289 =
3) BluePrint Luminal B \ il = 289 p = 0.048
4) Adjuvanﬂy TCor 15.3 pat.ients with TC treated PSM TC treated ‘69_ 80 | HR: 0.16 (950/0 CI: 0.02'1 .29)
AC-T treated High Risk 2 (H2) H2: N =102 H2: N=51 E
5) Follow-up d Index -1.000 to - . a
(;ec;i:r\:v:zp :;ta {n exo_57o) = AC-Ttreated | | || PSMACT treated —
b i h H2: N =51 . H2:N=51 701
3-year IDFS
. — AC-T 100% (95% CI: 100% - 100%)
Conclusions 604 —  TC 89.3% (95% Cl: 80.8% -98.7%)
* |In this PSM analysis of a non-randomized, prospective, real-world FLEX
Study data with 3.2 years median follow-up, patients with H2, HR+HER2-
cancer had significantly improved IDFS with AC-T compared to TC 50 -
* Although adjusted analyses were limited by few events, the direction and 0 1 2 3 5
magnitude of benefit remained consistent Time (years)
* In contrast, patients with H1 cancer did not benefit more from AC-T vs. TC PUmbee At ik
H2 0 1 2 3 4 5
* These findings further support the utility of MammaPrint in informing ACT 51 50 49 40 17 8
chemotherapy selection in patients with HR+HER2- breast cancer = = 2 = = - >
IDFS = invasive disedsee survival
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OnCdypeDX RxPONDEIRriaI RxPONDER: Chemo Benefit Different
Results Sum mary by Menopausal Status if RS 0-25
One tO Three POS|t|Ve Lym ph NOde Premenopausal (1/3" Trial) P?ftmenopausal (2/3 Trial)

l.O—W Endocrine only
— 0284 :
] 0.8+ Endocrine only _g g Chemoendocrine
@ % Tt E 3 o 5-Yr Invasive
- - g3 1 LI nvasive e No.of  No.of Disease-free
RXPO N D E R Tl'lal DeS lg n & i 06 No.of ~ No.of Disease-free Eﬁ Participants Events  Survival
g Participants Events  Survival 27 0.4 %
4 04 , % 8§ | Chemoendocrine 1658 163 91.3
=3 Chemoendocrine 829 57 93.9 S .o Endocrine Only 1671 169 91.9
— R [ Endocrine Only 826 92 89.0 a0 o2 i invasive di
Key Entry Criteria R a0 gy i : e, Hazard ratio for invasive disease recurrence, new
. Women age > 18 vrs E A Arm 1: HHZE.II’d ratio for invasive disease recurrence, new primary cancer, or death, 1.02 (95% Cl, 0.82-1.26)
gezloyl N Chemotherapy Followed by primary cancer, or death, 0.60 (95% Cl, 0.43-0.83) P-0.89
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Grade 2 64% Grade 3 10%
40-49 yrs 21% <40 yrs 3% 11-15, endocrine only 247 93.1+1.8 0.71 (0.33-1.51)
11-15, chemoendocrine 235 95.4+1.6
16-20, endocrine only 227 85.1+2.6 0.58 (0.33-1.00)
16-20, chemoendocrine 224 92.2+2.0
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Sparano JA et alAMA Oncat020; Chen N et ahnn OncoR025.



MammaPrint: MIndACTTrial Key Results

JEAYAOIT aKAFMECSB aléy ryyr: QMO benefitincreases over ime overall. Lostin those
Modified Adjuvant! Online to determine age >50, maintained in those age <50
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BCSS = breast cancer-specific survival; DMFS = distant metastasis-free survival

Cardoso F etal. N Engl J Med 2016; Piccart M et al. Lancet Oncol 2021.



Prosign&® RORENndoPredic®REPclinand Breast Cancer Index®

ROR (risk of recurrence, Prosigna )

A 50-gene RNA-based molecular subtyping assay

A ROR available in US; PAM50 not available

EPclin (EndoPredict )

A 12 genes i Proliferation and hormone receptor

Breast Cancer Index (BCI)

A 7 genes i Proliferation and hormone receptor
(HoxB13/IL17BR)

JAMA Oncology | Original Investigation

Comparison of the Performance of 6 Prognostic Signatures
for Estrogen Receptor-Positive Breast Cancer
A Secondary Analysis of a Randomized Clinical Trial

Largest retrospective prognostic validationTransATACrial
(included Onctype DX and BCI as well)

N = 535 nodenegative, 154 nodgositive

Examined risk years 0 to 10

ROREPclirand BCI provided most prognostic information
ROR HR 2.56 (13635)

EPclirHR 2.14 (1.7-2.68)

BCI HR 2.46 (1.8823)

To 3o 3o Io To Do Do

Sestak | et al. JAMA Oncol 2018;4(4):545-53.

@ Breast cancer index

Patients with node-negative disease

BCI

Patients with node-positive disease

g 100 g 100+
ERN 5
g @ 80+ § :‘ 80+
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L] 2
B 60+ o 60
e T T T T 1 a T T T 1
0 2 4 6 6 10 0 2 4 6 6 10
Follow-up Time, y Follow-up Time, y
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kol 70- b
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Follow-up Time, y Follow-up Time, y
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Intermediate risk 165 155 149 138 125 72 Intermediate risk 51 48 44 42 38 23
High risk 78 70 64 58 50 33 High risk 88 80 70 66 56 34
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Follow-up Time, y Follow-up Time, y
No. at risk No. at risk
Low risk 393 384 369 356 335 202 Low risk 40 37 34 32 30 15
High risk 142 129 123 110 97 60 High risk 114 106 95 89 77 48
Low risk Intermediate risk High risk




Phase IlIl OPTIMA Study Design

Main eligibility criteria *Nodes: »0-9N+,
Women & men age 240 with excised breast cancer >minimum T-size requirement if NO/ N1mi
*ER-pos (IHC>10%) & HER2-neg *Neoadjuvant chemotherapy prohibited
Control arm » | chemo. —* endocrine| — '%
p g
e 1 blinded to randomisation Q
consent i 1 high score = fee T -
.cg’ R OR=60 chemo. - endocrine
Test-directed | & ’
i ROR<60 .
Q Pp— » | endocrine >

ET includes OFS for  All other treatment SoC
premenopausal patients

*Control arm Prosigna testing used for analysis only. U K. control arm testing performed following recruitment completion

Stein R et al. ASCO 2026;Abstract 500. %



Phase |ll OPTIMA: Invasive Breast Carleere Survival (IBCFS)

Complete Per Protocol population

100 -

75 ~

Adjusted HR 1.03; 90% CI 0.85-1.25,

50 p(3%noninferiority) = 0.006
No. %IBCFS (95% CI)
5 events at 5 years
— Control arm 148 91.8 (90.1- 93.2)

Invasive breast cancer free survival (%)

0

— Test-directed arm 153 90.3 (88.5- 91.8)

0 1 2 3 4 5 6
Years from trial entry

Number atrisk:
Control 2059 1818 1563 1283 999 741 485
Test-directed 2094 1857 1591 1303 989 724 481

Demonstrated non-inferiority limit = 2%
No certainty of chemotherapy benefit
1.5% observed 5-year difference —favors chemotherapy

ROR = ris&f recurrence

Stein R et al. ASCO 2026;Abstract 500.

100 -

Invasive breast cancer free survival (%)

Number atrisk:

75

50 -

25 A

ROR <60 subpopulation

Adjusted HR 1.06; 90% CI 0.80-1.40,
p(3.5%noninferiority) = 0.003

No.  %IBCFS (95% CI)
events at 5 years
— Control arm 68 94.8 (93.1- 96.1)
— Test-directed arm 76 93.6 (91.7- 95.0)

T T T T
0 1 2 3 4 5 6

Years from trial entry

Control 1358 1207 1043 862 672 504 337
Test-directed 1421 1257 1086 905 694 503 342

Demonstrated non-inferiority limit = 2%
No certainty of chemotherapy benefit
1.2% observed 5-year difference —favors chemotherapy
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Phase Ill OPTIMA: IBCFS and Menopausal Status (Low ROR Scot

Premenopausal Postmenopausal
100 - 100
z . g —_—
% 75 + % 75
5 HR 1.04; 95% Cl 0.60-1.80 5 . HR 1.14: 95% Cl 0.76-1.71
g No. %IBCFS (95% Cl) 2 No.  %IBCFS (95% CI)
- events at 5 years - events at 5 years
e — Control arm 25 95.5 (92.6- 97.3) 2 — Control arm 42 94.5 (92.2- 96.2)
g — Test-directed arm 26 94.2 (91.0- 96.2) g ~ Test-directed arm 50 93.2 (90.6- 95.0)
= 0 , , ; ; ' 1 = 0 ; ; ; . . ‘
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Years from trial entry Years from trial entry
Number atrisk: Number atrisk:
Control 561 481 409 338 258 200 140 Control 791 721 631 522 414 304 197
Test-directed 559 487 410 347 256 195 135 Test-directed 858 766 673 556 437 307 207

1.3% observed 5-year difference -favors chemotherapy  1.3% observed 5-year difference -favors chemotherapy

RESEARCH

Stein R et al. ASCO 2026;Abstract 500. 10 PRACTICE




Phase |ll OPTIMABCFS anNodal Status (Low ROR Score)

1-3 involved nodes 4-9 involved nodes

—_————— H—‘—\—\_‘:‘_

100 100

75 A 75 +

HR 1.11; 95% CI 0.76-1.64 HR 1.19; 95% Cl 0.62-2.29

50 - 50 -

Invasive breast cancer free survival (%)

No. %IBCFS (95% CI)
events at 5 years

— Control arm 48 95.2 (93.3- 96.6)

— Test-directed arm 56 93.6 (91.4- 95.3)

2 3 4 5 6
Years from trial entry

Invasive breast cancer free survival (%)

No. %IBCFS (95% Cl)
events at 5 years

— Control arm 17 93.1 (87.2- 96.4)
— Test-directed arm 20 91.5 (86.0- 94.9)

1 2 3 4 5 6
Years from trial entry

Number atrisk: Number atrisk:

Control 1015 914 798 651 499 382 264 Control 243 214 181 155 125 84

48
Test-directed 1063 953 829 700 539 389 270 Test-directed 269 232 197 158 118 86

49

1.6% observed 5-year difference -favors chemotherapy 1.6% observed 5-year difference -favors chemotherapy

Stein R et al. ASCO 2026;Abstract 500.



Phase IIRXFINH.ow EA12425tudy Design

| N=1978 |
Step0 ) Step 1  Randamzshon 11 .

* Postmenopausal F AviniAs
. Stage: pTO-T3 with 3 positive E R SOC Chematherapy*

ipsilateral lymph nodes A ; Eidocrie T,}'erapy‘; N

(micro-or macrometastatic i N Ribociclib®

disease) and no planned R D

axillary lymph node dissection E B

(ALND) after definitive G Stk & "

2 o niral testing: < ecurrence < . .
:;J(irl?:% tll'r': ::Txfatt)irve:isr: tzg(tj I | OncotypeDx' [ >| Score 0-25 < Primary Endpoint: "
_ S 7 Non-inferior IBCFS | Fo'owUp
* pTO-T3 with N2 or N3 T ¢ .
* pT3 with NO-N3 R T
« A Recurrence

* Must have undergone axillary Score 26-100 |

staging with sentinel lymph i o —

node biopsy (SLNB), targeted I ol

. ; - SOC End
axillary dissection (TAD), or o) l N Ther—:p;“cgne
ALND N Ribociclib®
Off Study?

*See protocol for complete schema footnotes
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Persistent Long -Term Risk of Distant Recurrence

Risk of late distant recurrence after 5 years of adjuvant endocrine therapy persists across all
clinical stages.

T1 Stage Risk of Distant Recurrence, According to Tumor Grade
45
307 Rate ratio (low vs. high grade), 0.50 (95% CI, 0.37-0.67)
1 ﬁs -4 P<0001

3 TINA-9 g 34 <

g 30+ £ 204

E § 17 High grade

: g sl

& dgz ;ll - ,130 Moderate grade

" 154 :é; 10+ I3 ”‘3, - : e 60 Low grade

a k7] R Lo X

Q 7 S -_ﬁ’ e =< 6
s’-.:.' cee®3”
0 = |2 T |
o X 0 10 15 20
Years

Mo, at Risk No. at Risk
TIN4-9 3,832 1193 214 iz High grade 3054 1010 188 2
TIN1-3 14,347 5138 817 154
T — — Modenie gt me we W

Pan H et al. N Engl J Med 2017;377(19):1836-46.



Breast Cancer Index (BCI)
Distribution of BCI scores

Low Risk (<4.8%) / Low Likelihood of Benefit

BCl Components

~45%
Breast Cancer Index

High Risk (>4.8%) / High Likelihood of Benefit

BCI Prognostic BCI Predictive

Individualized Risk of Individualized Prediction of
Cumulative Overall (0-10 vr) Likelihood of Benefit from
and Late Recurrence (5-10 yrs) Extended Endocrine Therapy

~30%

High Risk (>4.8%) / Low Likelihood of Benefit

BUB1B, CENPA, ~15%
NEK2, RACGAP1, |==| HOXB13/1L17BR HOXB13/IL17BR
RRM2
= Algorithmic combination of proliferation- = Aseparate algorithm based exclusively - 0 . o e .
<4,

related gene signature (Molecular Grade on H/l to provide a quantitative Low Risk (<4.8%) / High Likelihood of Benefit
Index, MGI) and an estrogen signaling molecular assessment of estrogen
pathway signature (HoxB13/IL17BR, signaling pathways
a.k.a. H/l)

Sgroi DC et all. Natl Cancer In2013;105(14):1034 2.



Predictive Performance by BCI H/I Groups Based on Recurrence
Free Interval in the Overall Cohort of the Phase Il IDEAL Trial

Overall, Unselected (N = 908) Overall, BCI (HN)-Low (N = 479) Overall, BCI (H/)-High (N = 429)
o = - O -
s ] w v
= 7.5 years = 7.5 years 7.5 years
_ Q = 10 years _ Q - = 10 years _ Q - = 10 years
F £ £
g 3 g 3 g 3
é Absolute benefit: 4.9% o Absolute benefit: 0.5% E Absolute benefit: 9.8%
5 & = HR: 0.69 (0.47-1.03) 5 S - HR: 0.95 (0.58-1.56) 5 R+ HR: 0.42 (0.21-0.84)
o [+ ] (&
& N O.O% : o O.Bﬁ & P =0.01 15"—_,_/’—_/;1
e — 'o_ = 'o_ —
ey T T T T 1 R T T T T 1 o= T T T 1
0 2 4 6 8 10 0 2 4 6 8 10 0 2 4 6 8 10
Years since randomization Years since randomization Years since randomization
No. at risk No. at nisk No. at nisk
- 454 454 433 401 302 117 — 246 246 239 221 165 66 - 208 208 194 180 137 51
— 454 454 433 407 311 124 — 233 233 219 205 161 63 — 221 221 214 202 150 61

RTP

RESEARCH

Noordhoek | et alClin Cancer R@921;27(1):31419. 10 PRACTICE



Recurrence (%)

Primary Al, Unselected (N = 794)

2 -

= 7.5 years
o o = 10 years
-
p=
L]

Absolute benefit: 6.1%
S - HR: 0.62 (0.40-0.95)

P=0.027
S o
O -

1 1 1 1 ! 1

1

No. at risk

0 2 4 6 8 10

Years since randomization
- 308 398 378 348 263 96
— 396 396 377 353 266 101

Noordhoek | et alClin Cancer R2921;27(1):311419.

30 40 50
[ 1 )

Recurrence (%)
0

10
1

Primary Al, BCI (H/l)-Low (N = 418)

= 7.5 years
~ 10 years

Absolute benefit: 1.0%
HR: 0.90 (0.53-1.55)

- 01%

No. at risk
o 21T
— 201

2 4 6 8 10
Years since randomization
217 210 194 147 57

201 189 175 137 51

Recurrence (%)

No. at risk
- 181
— 195

Predictive Performance by BCI H/I Groups Based on
RecurrenceFree Interval in the Subset of Patients in the Phase I
DEAL Trial Who Received a Primary Aromatase Inhibitor (Al)

Primary Al, BCI (HN)-High (N = 376)

= 7.5 years
= 10 years

Absolute benefit: 11.8%
HR: 0.34 (0.16-0.73)

- aoméé_ﬁ
] ] 1 1

2 4 6 8 10
Years since randomization

181 168 154 116 39
195 188 178 129 50

RESEARCH
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Risk of Recurrence at Year 10 Since Randomization for Patients Whc
Recelved 5 Years versus 2.5 Years of Additional Letrozole in the Ove

Cohort and in the Primary Al Subsetthe Phase Ill IDEAL Trial

5-year letrozole 2.5-year letrozole
G Num.ber of 10-year risk Num-ber of 10-year risk ‘
Patients (95% ClI) Patients (95% Cl) HR (95% Cl)
Overall (N=908)
Unselected 454 (100%) 10.6% (7.1-14.0) 454 (100%) 15.5% (11.5-19.3) 0.69 (0.47-1.03)
BCI (H/1)-High 221 (49%) 5.9% (2.3-9.3) 208 (46%) 15.7% (9.5-21.5) 0.42 (0.21-0.84)
BCI (H/1)-Low 233 (51%) 14.9% (9.1-20.3) 246 (54%) 15.4% (10.1-20.4) 0.95 (0.58-1.56)
Primary Al (N=794)
Unselected 396 (100%) 10.5% (6.6-14.2) 398 (100%) 16.6% (12.1-20.8) 0.62 (0.40-0.95)
BCI (H/1)-High 195 (49%) 5.7% (1.9-9.4) 181 (45%) 17.5% (10.1-24.4) 0.34 (0.16-0.73)
BCI (H/l)-Low 201 (51%) 14.9% (8.2-21.1) 217 (55%) 15.9% (10.2-21.3) 0.90 (0.53-1.55)

"HR was calculated to compare 5-year letrozole vs. 2.5-year letrozole. HR=hazard ratio. Cl=confidence interval.

RESEARCH
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BCI Validation in Extendeddjuvant Therapy Trials

——&—— BCI (Hl) Low Scora, extended andocrine therapy versus standard

—— W BCI (HN) High Seore, extended endocrine therapy versus standard
Trial popuwlation Popuwation characleristics
= 058 {025, 1.36)
- 248 postmenopausal women
MATT B 0.33(0.15, 0.73)
ik 0.95(0.58, 1.56)
IDEAL ¥ 908 postmenopausalwomen
L 042021, 0.84)
. X 25 prameanopausalwomen
- ¥ 107 (D69, 1.685) 28 perimenopausalwomen
Trans-aTTom 679 postmenopausal women
I 0.35(0.15, 0.86) 57 unknown menopausal stalus

1,846 women:
3 0.84 {D.70, 1.28) 1.3% premenopausal

b
Summary 1.4% perimenopausal
94% postmenopausal
] 0.37 (0.24, 0.58) 2 6% unknown menopausal status
0.1 0.2 0.5 1.0 2.0
Recurrenco-free Interval

OR or HR (85% CI)

a, Estimates reported ars from mast recent update on resualts from this population,
b, Summary statistic calculated using a random effacts model incarporating each study's OR or HR and its associated 95% confidence interval,

Woolpert KM et al. Breast Cancer Res Treat 2024;203(3%407



ASCO Guideline: Extended Adjuvant Therapy

Extended Endocrine Therapy for ER-Positive HER2-Negative Breast Cancer
Oncotype DX, EndoPredict, Prosigna, Ki67, or IHC4.

Recommendation 1.23. If a patient has node-negative breast cancer and has had 5 years of endocrine therapy without evidence of
recurrence, there is insufficient evidence to use Oncotype DX, EndoPredict, Prosigna, Ki6/, or IHC4 scores to guide decisions about
extended endocrine therapy (Type: evidence-based; Evidence quality: intermediate; Strength of recommendation: moderate).

Breast Cancer Index.

Recommendation 1.24. If a patient has node-negative or node-positive breast cancer with 1-3 positive nodes and has been
treated with 5 years of primary endocrine therapy without evidence of recurrence, the clinician may offer the BCI test to guide
decisions about extended endocrine therapy with either tamoxifen, an Al, or a sequence of tamoxifen followed by Al (Type:
evidence-based; Evidence quality: intermediate; Strength of recommendation: moderate).

Recommendation 1.25. If a patient has node-positive breast cancer with = 4 positive nodes and has been treated with 5 years
of primary endocrine therapy without evidence of recurrence, there Is Iinsufficient evidence to use the BCI test to guide
decisions about extended endocrine therapy with either tamoxifen, an Al, or a sequence of tamoxifen followed by Al (Type:
evidence-based; Evidence quality: intermediate; Strength of recommendation: strong).

Clinical treatment score post-5 years.

Recommendation 1.26. If a patient is postmenopausal and had invasive breast cancer and is recurrence-free after 5 years of
adjuvant endocrine therapy, the clinical treatment score post-5 years (CTSb) web tool may be used to calculate the estimated risk
of late recurrence (recurrence between years 5-10), which could assist in decisions about extended endocrine therapy (lype:
evidence-based; Evidence quality: intermediate; Strength of recommendation: moderate).

Andre F et al. J Clin Oncol. 2022:;40:1816-1837



Summary: ASCO Guideline 2022

Premenopausal or Age < 50 Years Postmenopausal or Age > 50 Years
ER+ and HER2- (evidence quality/strength of recommendation) (evidence quality/strength of recommendation)
Node-negative Oncotype DX (high/strong) Oncotype DX (high/strong)

MammaPrint? (intermediate/strong)
EndoPredict (intermediate/moderate)
Prosigna (intermediate/moderate)
Ki67® (intermediate/moderate)
IHC4® (intermediate/moderate)

BCI¢ (intermediate/moderate)

1-3 positive nodes Insufficient evidence to recommend a biomarker for use Oncotype DX (high/strong)
MammaPrint® (intermediate/strong)
EndoPredict (intermediate/moderate)
Ki67" (intermediate/strong)
IHC4® (intermediate/moderate)
BCI® (intermediate/moderate)

= 4 positive nodes Insufficient evidence to recommend a biomarker for use
HER2+ (ER+ or ER-) No mature evidence to recommend use of any other biomarker for this patient population
ER—/HER2- No mature evidence to recommend use of any other biomarker for this patient population

Andre F et al. J Clin Oncol. 2022;40:1816-1837



Management of Hormone Receptor (HRpsitive Localized Breast Cancer

Module 1:Risk Assessment and Genomic Assays forHdRitive, HERRegative
Localized Breast Cancer

Module 2: Clinician Survey Results

Module 3:Adjuvant CDK4/6 Inhibitors for HigRisk, HRPositive, HERRlegative
Localized Breast Cancer

Module 4:Clinician Survey Results

Module 5: Tolerability and Other Practical Considerations with Adjuvant CDK4/6
Inhibitor Therapy

Module 6:Clinician Survey Results

Module 7:Adjuvant Oral SERDs for H®sitive, HERRlegative Localized
Breast Cancer



Outside of a clinical trial, which genomic assay(s) do you routinely order to assist
with decisionrmaking regarding adjuvant systemic therapy for your patients with
HRpositive, HER2egative localized breast cancer (BC)?

-_'-Dr Mouabbi Oncaype DX, MammaPrint, Breast Cancer Index
Oncaype DX and MammaPrint

ﬂm Oncaype DX and MammaPrint

Oncaype DX and MammaPrint

RESEARCH
RACTICE




Would you recommend adjuvant chemotherapy for4D-year-old premenopausal
patient with node-negative HRpositive, HERz2egative |localized BC and the 2fene
Recurrence Score® (RS) listed below?

-~y Yes, but offer OFS/OA
%] Dr Brufsky _ N
% Yes, but offer OFS/OA

Dr Kalinsky
é Dr Maht Yes, but offer OFS/OA Yes. but offer OFS/OA
r Mahtani as alternative as alternative
. Or Mouabb  No
e - Net
Yes, but offer OFS/OA
as alternative

@ Dr Stringer-
Reasor

OFS/OA = ovarian function suppression/ovarian ablatiduptild offer OFS/OA




Would you recommend adjuvant chemotherapy for4D-year-old premenopausal
patient with HRpositive, HER2egative localized BC witB positive nodesand
the 21-gene RS listed below?

‘ Yes, but offer OFS/OA Yes, but offer OFS/OA Yes, but offer OFS/OA

9 . Yes, but offer OFS/OA
% Dr Mouabbi as alternative

v

@ Dr Stringer-
Reasor

Yes Yes
Yes, but offer OFS/OA Yes, but offer OFS/OA
as alternative as alternative
Yes Yes

es
T
T EC

OFS/OA = ovarian function suppression/ovarian ablation

ll




Would you recommend adjuvant chemotherapy for@b-year-old postmenopausal
patient with HRpositive, HER2hegative localized BC witB positive hodesand the
21-gene RS listed below?

& Dr Brufsky
Dr DeMichele

@)
HI

¢ Dr Kalinsky

@ Dr Mahtani

' Dr Mouabbi
e | Dr Rugo

@)

o
o

o
@)

@)
o

Z
@)
@)

@ Dr Stringer-
Reasor

Z
o
@)
o




Have you ordered or would you order a genomic assay to assist with treatment
decisionmaking in the localized setting for any patients with Hi®sitive,
HER2nhegative localized BC and 4 or more positive nodes?

| have not and would not
ﬂm | have not and would not
~ Dr Stringer-
| have

RESEARCH
RACTICE




Outside of a clinical trial, which genomic assay(s) do you routinely order to assist
with decisionrmaking in theneoadjuvantsetting for your patients with HRpositive,
HER2nhegative localized BC?

), Dr Mouabbi
} MammaPrint and Onctype DX*
ﬂm Oncaype DX and MammaPrint

" Dr Stringer-

* All my patients with HR+ disease screen {8PIY with rare exceptions and we ordiéammaprintand BluePrint | will RTE
occasionally order Ontgpe DX. ** FSPY only, | do not routinely order genomic assays in the neoadjuvant setting




Outside of a clinical trial, do you routinely employ Breast Cancer Index (BCI) to
determine whether to continue adjuvant endocrine therapy beyond 5 years for patients
with HR-positive, HER2egative localized BC? If so, in which clinical situations?

Yes, primarily for patients with intermediate risk disease who would like more
information to assist with making the decision

aX AY aArddzr dAz2ya ¢ KSND

Yes, for patients with NO disease or up to 3 pos nodes

Yes, for patients for whom we are considering extended ET
ﬂm Yes, for patients with higkrisk, nodenegative disease
% Dr Stringer- Yes, for patients with HRpositive disease who may be
Reasor lymph nodenegative for whom extended therapy might be beneficial

ET = endocrine therapy;No due to reimbursement issues, but | would for patients with poor tolerance to ET amdlsti{gﬂlseas RTF

RESEARCH
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Approximately what proportion of the time would you estimate that having the results
from BCI cause you to change your recommendation regarding exterdedivant
endocrine therapy (ET)?

Recommending ET to not
recommending

Dr Brufsky 25%
Dr DeMichele 20%

Not recommending ET to
recommending

25%
20%

. Dr Kalinsky 10% 10%

&  Dr Mahtani 20%

% Dr Mouabbi 80%

20%
20%

>

Z

Dr Stringer-
~ Reasor

NA = not applicable



Outside of a clinical trial, do you routinely employ any genomic assays other than
Breast Cancer Index to determine whether to continue adjuvant endocrine therapy
beyond 5 years for patients with HRositive, HERz2hegative localized BC?

% Dr Mouabbi Yes, MammaPrint
~ Dr Stringer-




Have you ordered or would you order a circulating tumor DNA (ctDi¥Aa$ed molecular
residual disease (MRD) assay to assist with clinical decianaking for a patient with localized
BC? If you were to order a ctDN#ased MRD assay for a patient with localized BC, which
specific assay(s) would you use?

Order a ctDNAbased MRD assay Assay

&) Dr Brufsky | have Signater&'
L% 1 Dr DeMichele | have Personali® orSignatera

' Dr Kalinsky | have not but would for the right patien Signatera

| have not and would not A
Dr Mouabbi | have Signatera
| have Signatera
ﬂm | have not and would not NA
| have Signateraor Guardant Reved

NA = not applicable




Management of Hormone Receptor (HRpsitive Localized Breast Cancer

Module 1:Risk Assessment and Genomic Assays forHdRitive, HERRegative
Localized Breast Cancer

Module 2:Clinician Survey Results
Module 3: Adjuvant CDK4/6 Inhibitors for HigRisk, HRPositive, HERRlegative

Localized Breast Cancer

Module 4:Clinician Survey Results

Module 5: Tolerability and Other Practical Considerations with Adjuvant CDK4/6
Inhibitor Therapy

Module 6:Clinician Survey Results

Module 7:Adjuvant Oral SERDs for H®sitive, HERRlegative Localized
Breast Cancer




Key Datasets

Johnston S et amonarchE Primary overall surviva{OS) results of adjuvaabemaciclib+ endocrine therapy (ET) for HR+,
HER?Z2 highrisk early breast cancer (EBC). ESMO 2025;Abstract LBA13.

Johnston S et aDverall survivawith abemaciclibin early breast canceAnn OncokR026;37(2):1555.

Cortés J et amonarchE Subgroup analysisf adjuvantabemaciclib+ endocrine therapy for HR+, HER#ghrisk early
breast cancer by nodal status. San Antonio Breast Cancer Symposium 2025;Absta&0BS1

Crown JP et aAdjuvantribociclib (RIB)plus nonsteroidal aromatase inhibitod b { ' L0 Ay LI 0ASyGa 6 LI A&l
early breast cancer (EBG)ATALEE-§ear outcomes ESMO 2025;Abstract LBA14.

Chia SKL et al. Prognostic and predictive impact of baseline gene expression (exp)ANMALEE trialf adjuvant (ad))
ribociclib(RIB) + nonsteroidal aromatase inhibitor (NSAI) in HR+/HtaR$ breast cancer (EBC). ASCO 2026;Abstract 501.
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monarchEStudy Design

ITT population*
(includes both Cohort 1 and Cohort 2)
e ~ ’ -
COHORT 1 [ On-study ;re:gpsent period }
High-risk based on clinical y
pathological features Abemaciclib
150mg twice dail
» 24 ALN bl + L
I OR Foll iod
HR+, HER2-, Endocrine Therapy L
Node-Positive, = 1-3 ALN and at least 1 of: R11
High-Risk COHORT 1 — Grade 3 disease e Endocrine Therapy 1
EBC .~ Tumorsize 25¢cm _ 3-8 years as clinically
,f L
indicated
Endocrine Therapy T
e N
- COHORT 2
High-risk based on Ki-67
9% e : . .
« 13 ALN and Ki.67 >20% -Strgtrli::‘reghfgr;mhera * Primary Objective: DFS
_ Grade <3 and tumor size <5 cm PY | -+ Secondary Objectives: IDFS in high Ki-67
+ Menopausal status .
COHORT2 ) populations, DRFS, 08, safety, PK, PROs

+ Region

RTP
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Johnston S et al. ESMO 2025;Abstract LBA13. Johnston Sret &ncoP026;37(2):1555. ezt




monarchE Invasive Diseaséree Survival (IDFS) Outcomes

1004

92.7 A=6.6 A
30, Tl
| 89.9 831 80.0
80 | | 84, ; : 77.4
| I | I
70 - I : | | 76.5 1 74.1 '
—_ | . | | i 1709 |
< 60 : i : | l |
0 50 | | | : | | Number of IDFS events
L | | | | | —
O 40- | | i ! i | Abemaciclib + ET ET
- ' | I |
20 i | | : i | 547 722
20- | | | i | | HR (95% CI): 0.734 (0.657, 0.820)
! I I | I | Nominal P<.0001
(['E 2-year abemaciclib : | ] | |
0 treatment period ! ! ! ! !
0 12 24 36 48 60 72 84 96
Time (months)
MNo. at risk
Abemaciclib + ET 2808 2549 2406 2285 2173 2056 1763 369 0
ET 2829 2573 2374 2193 2057 1923 1621 363 0

[ Abemaciclib + ET reduced the risk of IDFS events by 26.6% compared to ET alone

RESEARCH

ET = endocrine therapy
Johnston S et al. ESMO 2025;Abstract LBA13. Johnston Sret &ncoP026;37(2):1555. '° ol



monarchE Overall Survival (OS) Outcomes

Johnston S et al. ESMO 2025;Abstract LBA13. Johnston Sret &incoR026;37(2):1555.



