Genomically-Driven Adjuvant Precision

ASCO Rapid Recommendation Update: Adjuvant PARP
Inhibitors in High-Risk, Early-Stage HER2-Negative
Breast Cancer with Germline BRCA Mutations.

Executive Clinical Briefing & Decision Framework
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@ Check for updates

June 2021
ASCO Rapid Update

Practice-Changing Efficacy

Offer 1 year of adjuvant

olaparib after completion of
(neo)adjuvant chemotherapy
and local treatment.



Early-Stage Breast Cancer

A R T i e e
HER2-Negative
P e e e

High Risk of Recurrence
(Post at least 6 cycles of chemo)

P ER e
Germline BRCAT or

BRCAZ2 Pathogenic
Variants

Intervention Profile: 1 year of
olaparib versus placebo
following the completion of local
treatment and (neo)adjuvant
chemotherapy

(95% anthracycline/taxane-based).
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3-Year IDFS 3-Year DDFS
(Invasive Disease-Free Survival) (Distant Disease-Free Survival)
1 Olaparib: 87.5%
Olaparib: 85.9% T P Uarard
5 Ratio 0.58 5 Ratio 0.57
(P<.001) (P<.001)
Placebo: 80.4%
Placebo: 77.1%
0 Years 1 Year 2 Years 3 Years 0 Years 1 Year 2 Years 3 Years
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- Significant IDFS & DDFS

improvements
- No significant quality of

life degradation }

'_.______-?f—-’

Primary Adverse Event:
Grade 23 Anemia

Olaparib: 8.7%
Placebo: 0.3%

Intervention Required:
Blood transfusions (5.8% vs 0.9%)

Long-term monitoring required for Myelodysplastic Syndrome (MDS) and Acute

Leukemia. Incidence was not significantly higher than placebo in interim analysis, but
DNA-interacting drugs carry inherent hematologic risks requiring extended follow-up.
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The Era of Genomically-Driven Adjuvant Precision

Deep Pathologic Scoring

Nodal status, Tumor size, CPS+EG score

Baseline Clinical Phenotype
Early Stage, HER2-

Germline Profiling
BRCA1/2 Pathogenic Variants

We are no longer defining high-risk early-stage breast cancer by anatomical bulk alone.
Adjuvant therapy is now dictated by the intersection of systemic tumor burden
and inherited DNA repair deficiencies.
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2021 ASCO Guideline; Patient Selection Criteria

Triple-Negative Breast Cancer (TNBC)

Hormone Receptor-Positive (HR+)

Surgery First Tumor size > 2 cm OR any
(Adjuvant) involved axillary nodes.
Neoadjuvant

Chemotherapy

Any residual cancer.

>4 Involved axillary
lymph nodes.

Residual disease AND

a CPS+EG score > 3.
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Scoring High-Risk HR+ Neoadjuvant Patients
Clinical Stage + Pathologic Stage + ER Status + Nuclear Grade

Clinical Stage (AJCC)

Pathologic Stage (AJCC)

Receptor Status

Nuclear Grade

Stages I/11A: 0 pts

Stages [IB/IIIA: 1 pt

Stages II1B/IIIC: 2 pts

Total Score = 3 — Eligible for 1 Year Adjuvant Olaparib

Stages 0/1: 0 pts

Stages IIA-I1IB: 1 pt
Stage llIC: 2 pts

ER-negative: 1 pt

Grade 3: 1 pt
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The Triage Algorithm

Early-Stage, HER2-, High-Risk, gBRCA1/2 Mutation

No Yes

Local Treatment &
Chemo Completed?

I Subtype Analysis.

Complete 6+ cycles of
chemo + local tx/radiation.

TNBC HR+

Neoadjuvant with residual disease OR Neoadjuvant with residual disease AND CPS+EG 23
Surgery with tumor >2cm / pos nodes OR Surgery with >4 pos nodes

Initiate 1 Year Adjuvant Olaparib

& NotebookLM



Clinical Caveats & Evidence Boundaries

Overall Survival Maturity
3-year estimated OS was
greater with olaparib, but
the difference was not
statistically significant at

the 2.5-year median
interim follow-up.

The Capecitabine Gap

Postneoadjuvant
capecitabine was not
permitted in OlympiA.

Relative efficacy of
olaparib vs. capecitabine
IS currently unknown.

A

Genetic Specificity
Benefit is strictly proven
for germline BRCA1/2.
OlympiA did not assess
efficacy in other

hereditary breast cancers

or those lacking specific
high-risk features.
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Clinical Execution Brief

High-risk, early-stage, HER2-negative breast cancer with a germline
BRCA1/2 mutation is now a distinct actionable therapeutic entity.

1. Confirm gBRCA1/2 status early in the high-risk treatment journey.
2. Complete standard (neo)adjuvant chemotherapy and local control (including radiation).

3. Assess eligibility via the TNBC/HR+ and Surgery/Neoadjuvant matrix.

4. Initiate 1 year of adjuvant Olaparib to reduce invasive and distant
recurrence risk by >40%.
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