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HRD Companion Diagnostic Test
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HRD Companion Diagnostic Test

Univariate Analysis of Dichotomous Scores (SCOTROC4
myChoice® CDx biomarker definitions cohort)

:

' LOH: Presence of a single allele

PFS 0s

High/Low P Value P Value

TAI: A discrepancy in the 1:1 allele ratio at
the end of the chromosome (telomere)

5x10°5 0.7 8x10¢
. _ _ TAI 9x10° 071  6x107 0.61
LST: Transition points between regions of abnormal
= and normal DNA or between two different regions - Al e S 0.60
' of abnormality
i Choice smyriad- ¥4 Choice #myriad.
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HRD Companion Diagnostic Test

How Tumor BRACAnNalysis CDx status and Genomic Instability

Status factor into final myChoice® CDx status myChoice® CDx vs. %LOH (BRCA wild type samples)

myChoice® HRD+/%LOH- = 271
(9% of total/34% of myChoice® HRD+)

Genomic \ [ Tumor 1

Instability (@ BRACAnalysis €
Status | CDxstatus |

i~a®
myChoice
myChoice-GIS CDx Commercial Ovarian BRCA- (Wildtype) Samples

CDx Status

myChoiceGIS+ / %LOH- = 271

Genomic Tumor Final myChoice®

Instability Status BRACAnNalysis CDx status
CDx status

myChoiceGIS+ / %LOH+ = 518
.

% ,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,
Positive Negative Positive e
Positive Positive Positive
myChoiceGIS- / %LOH+ = 81
Negative Positive Positive :
o mndanlS-mLOH--zmi
Negative Negative Negative J TR ton. “

Y Choice yyLiag
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HRD Companion Diagnostic Test

myChoice® CDx vs. %LOH (BRCA wild type, N = 2991)

Positive Negative
Positive 518 271
myChoice® CDx -
Negative 81 2121

* PPA: 65.7% (false negative rate from %LOH = 34.3%)
* NPA: 96.3% (false positive rate from %LOH = 3.7%)

myChoice

~'myriad.

myChoice® CDx vs. 11 Gene HRR Panel

* Performed variant and large rearrangement detection on genes from
TumorNext-HRD panel on 187 samples from the SCOTROC4 cohort

* Assumed no differences in assay sensitivity or variant classification
between the Myriad and other company’s processes

TumorNext-HRD Gene
Panel

Positive Negative
myChoice®  Positive 26 23
CDx Negative 9 129

* PPA: 53.1% (false negative rate from 11 gene panel = 46.9%)
* NPA: 93.5% (false positive rate from 11 gene panel = 6.5%)

rmyChoice #myriad.
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HRD Companion Diagnostic Test

Summary

* These data show that tests used to evaluate HR
deficiency in published and ongoing clinical trials are
not equivalent, and they should not be considered
interchangeable in predicting PARP inhibitor response
in clinical practice

* %LOH may miss up to one third of patients who are
appropriate candidates for PARP inhibitors

*An 11 HRR gene panel failed to identify nearly half of
all myChoice® positive tumors in a HGSOC cohort

2021 EFIRARMBE S RSl =) —
#/Choice #myriad.



Summary

* The myChoice® CDx Gl score is comprised of 3 independent measures of
genomic instability

* The myChoice® CDx Gl score shows improved sensitivity to identify
patients that derive clinical benefit from DNA damaging chemotherapy
than any of the individual biomarkers

* myChoice® CDx is being, or has been, used in over 30 PARP inhibitor clinical
trials

* myChoice® CDx is the only HRD test to have been approved as a
companion diagnostic by the US FDA for PARPi treatment in ovarian cancer,
and is the only FDA approved HRD CDx which includes a genomic instability
score

| 2021ERAEE S RS S T —

iy Choice smyriad.



CLINICAL TRIAL ASSAY BASED ON

FOUNDATIONONE®CDX

Expand Your Clinical Trial Population
with Our HRD Signature (HRDsig)

HRDsig can identify more patients, including those with or without relevant
HRR gene mutations, that may respond to therapy.

0/ of patients were HRDsig+ compared to
O 18% of patients who were BRCAT/2+.

(O\RR Mutation+ Wild-Type with BRCAness

HRDsig has validation across tumor types that can support clinical trials
and future CDx development for tumor-specific or pan-tumor applications.




HRD signature
0

DATA EXAMPLE: OVARIAN CANCER!'

BRCAI/2 alt (1.8%)

BRCAl/2 wt
(22.7%)

HRDsig(+)
(39%)

BRCAI/2 alt
(16.6%)
BRCAI/2 wt

(59%)

HRDsig+ is detected in 39% of patients overall,
with 58% of these patients being BRCA1/2wt

MyChoice

PAOLA-1ERICH TS
HRDIZEDEIS

29%
HRDEB 1%/
BRCA1/BRCA2

BEFERBMEOHE 4 8%
HRDER %

19%
HRDEB 1%/

18% | v uxmzno
HRDFER® | REBICKIZHE



HRDsig is a comprehensive, scar-based signature with
diverse potential use cases for therapy development.

Better performance than gLOH (sensitivity and specificity)?

1 .
and designed for use across tumor types

2 Captures non-genomic mechanisms of HRD, like BRCAT promoter methylation

Detects different HRD phenotypes and can identify monoallelic HRR
passenger mutations as HRDsig-

HRDsig was developed with the use of machine-learning methods and further
explored using our FoundationCore® database, which contains comprehensive,
de-identified genomic data from >600,000 patient samples.®

HRDsig can also be explored for research collaborations using
blood or plasma samples—please contact us for more details.




Pan-Cancer

HRD sighature (HRDsig)

1. Predicting BRCAness

A
Using a large training data set, we trained

Training labels Machine learning features . . o
Biallelic BRCA calls and Disease-specific Indel composite  Copy-number an XGB maChIne |earn|ng CIaSSIerr to
> detect HRD positivity (HRDsig).
HRDsig E AUC: 0.962
2. Apply to all data 3 04 AuC: 0857 We analyzed the landscape of CN features
02 — HRDsig in 260,333 pan-cancer samples. We
RO calsinCeDB 1D e oo TR examined the association of 10 signatures
3. Evaluating BRCAness call in CGDB 1.0 08 06 04 02 00 Wlth genOmlc alteratlons and Cllnlcal
Pramance b cvary it AR Specificity characteristics and trained a machine
e learning classifier using CN and insertion
c M Biallelic BRCA [ OtherHRRm [ HRRwt D and deletion features to detect
1.00 B % biallelic BRCA homologous recombination deficiency
v w Y " B °: otherHRRm . . .
B % HRRwt signature (HRDsig) positivity.
0.75 ] D\‘_‘e
S Y
W =
?: 0.50 é
g T
T 025 g}
0.00 “ Jl E
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HRD signature

RESULT
HRDsig Positive

SCORE

POTENTIAL TREATMENT STRATEGIES

— Targeted Therapies —
On the basis of clinical data from real-world
clinicogenomic database analyses, HRD signature
(HRDsig) Positive status is associated with
sensitivity to PARP inhibitors. Multiple studies of
patients with either metastatic castration-resistant
prostate cancer or metastatic breast cancer treated
with PARP inhibitors observed more favorable OS,
PFS, and time to treatment discontinuation for
patients with HRDsig Positive status compared to
patients with HRDsig Negative status!-3. Patients

with HRDsig Positive platinum-sensitive advanced
ovarian cancer who received PARP inhibitor
maintenance therapy had more favorable PES than
patients who received no maintenance therapy or
patients with HRDsig Negative status4.
Additionally, in a real-world dataset, HRDsig
Positive status was associated with improved
outcomes on a platinum chemotherapy-containing
regimen in pancreatic cancer>.

FREQUENCY & PROGNOSIS

HRD signature (HRDsig) Positive status has been
identified in multiple solid tumor types, including
prostate (43%), ovarian (39%), breast (21%), and
pancreas (9%)2=. A pan-cancer analysis of a large
real-world dataset found a strong association
between HRDsig Positive status and biallelic
inactivation of BRCA1/2 in ovarian, prostate, and
pancreatic cancers®. Published data investigating
the prognostic implications of HRDsig Positive
status in solid tumors are limited (PubMed, Jul
2024).

FINDING SUMMARY

Homologous recombination deficiency (HRD)
produces characteristic genome-wide changes that
accumulate as genomic scars because of incorrect
DNA double-strand break repair. HRD signature
(HRDsig) is a biomarker developed and validated to
classify HRD status in pan-cancer samples using
hundreds of copy number (CN) features to capture
these genomic changes. HRDsig identifies both
genomic and non-genomic mechanisms of HRD
and has high sensitivity to detect samples with
biallelic genomic alterations in homologous
recombination repair (HRR) genes such as BRCA1/
2. This sample has a status of HRD signature
(HRDsig) Positive, defined as a model score of 2o027.
In real-world clinico-genomic database analyses,
HRDsig Positive status was assoclated with
sensitivity to PARP inhibitors in breast, ovarian,
and prostate cancers™ and a platinum
chemotherapy-containing regimen in pancreatic
cancer®.




Pan-Cancer

Pan-Cancer Analysis of Copy-Number Features Identifies Recurrent Signatures and a
Homologous Recombination Deficiency Biomarker to Predict Poly (ADP-Ribose)

Polymerase Inhibitor Response
A D

2021 Q4 ovarian CGDB (N = 4,292)

2021 Q4 prostate CGDB (N = 3,661)

Later of metastatic diagnosis date or

Diagnosis date >January 2011 (n = 3,773) castrate resistance date > January 2011 (n = 3,617)

Later of metastatic diagnosis date or

Diagnosis date <80 days from first structured activity (n = 2,766)
castrate resistance date < 90 days from first structured activity (n = 2,222)

FMI CGP result <60 days after last FH visit (n = 2,440) EMI CGP result < 60 days after last FH visit {n = 1,995)

HRD signature (HRDsig)

Received PARPI after specimen collection (n=72)

Received PARPi after specimen collection (n = 220)

Included in outcomes anlaysis
HRDsig-positive {n = 109)
HRDsig-negative {n = 111)

Included in outcomes analyses
HRDsig-positive (n=31)
HRDsig-negative (n = 41)

1.00 1.00
—+— HRDsigi-): 4.0 months {3.0-5.2) —— HRDsig(-}: 3.2 months (2.5-5.2}
c —+— HRDsigl+): 9.0 months {6.4-13.6) = —— HRDsig(+}: 6.8 months (4.4-11.2)
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FIG A5. HRDsig is called at significant rates in liquid biopsy. Scatterplot show the prevalence of
HRDsig-positive calls in tissue biopsy and prevalence of HRDsig-positive calls in liquid biopsy
samples. A cutoff of 50 assessable liquid biopsy samples was used. Size of the points is the
number of assessable liquid biopsies in each tumor type. CRC, colorectal cancer; CUP, carcinoma
of unknown primary; HRDsig, homologous recombination deficiency signature; NSCLC, non—
small-cell lung cancer.

JCO Precis Oncol. 2023 Sep;7:e2300093.
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Effectiveness of PARP inhibitor main 1 tenance therapy in ovarian cancer by
BRCA1/2 and a scar-based HRD signature in real-world practice

- Patients with OC receiving 1st-line platinum-based chemotherapy and either mPARPi or no maintenance were included.

- Data was obtained from the US-wide Flatiron Health and Foundation Medicine clinicogenomic database (CGDB).

- Retrospective de-identified longitudinal clinical data were derived from electronic health records (EHR) from approximately 280 US cancer clinics
(~800 sites of care) between January 2015 and March 2023 and comprises patient-level structured and unstructured data, curated via
technology-enabled abstraction of clinical notes and radiology/pathology reports.

- A total of 673 OC patients were included in the study.

PFS: PARPi maintenance vs. none

1% (A) Favors PARPI  Favors no
A wPFS: HRDsig(+) G wPFS: HRDsig(-) SRS
& 1.00- e £ 1.00- - Full Cohort = n=s07 i I HR:0.55(0.41-0.73)
E anenciaae| 5 A e o BRCA 1/2 alteration = n=9 —— HR: 0.31(0.17-0.55)
20.75- P00 % 0.75- pegoz2 (Interaction p = 0.0502)
§ :ARPIAmtamtonan&e § PARPI melntenance BRCA WT = n=a1s -~ HR: 0.66 (0.48-0.92)
£0s0- 0 matntensnce £ 0.50- No maintenance tx . | BRCA1/2 alt
$ = HRDsig(+) (Any BRCA) = n=19 - HR:0.31(0.20-0.48) (2.2%)
5‘025- >0.25- ; (Interaction p < 0,0001)
H % HRDsug(-) (Any BRCA) - n=308 -‘-1 HR: 1.04 (0.72-151)
gooo- - — — - 2000- - — — — HRDsig(+) (BRCAWT) = n=115 P I HR: 0.31{0.17-0.58) BR(CZ?Z'?JW

0 12 4 4 1 4 36 4 (Interaction p = 0.0021) .
Months from Cohort Eligibility Months from Cohort Eligibility HRDsig(-) (BRCA WT) - n=209 ?— HR: 0.98 (0.68-1.43)
Number at risk Number at risk : 1 : . > .
0.02 0.06 025 100 4.00 16.00

g =138 37y 2 7 4 3 0
Z =613 12 1 1 1 1

77 28 13 3 1 0
10 3 0 0 0 0

Hazard Ratio (95% CI)

0 12 24 36 48 60 72 12 24 36 48 80 72
Months from Cohort Eligibility Months from Cohort Eligibility Y :
© wOS: HRDsig(+) (D) rwOS: HRDsig(-) OS: PARPIi maintenance vs. none

(B) Favors PARPI  Favors no

1.00- Median, 39 va 40 1.00- Modan 316 vs. 27.7
® HR: 0.6 (05%C) 0.23-1,52) B HIE 0.94 (95%C1 0.5-1.76) | maintenance maintenance
£ 075- S £ o5 oA Full Cohort 507 —..l-l HR: 0.74 (0.44-1.27
main N > I maintenance - ns
‘E No meintenance & @ No maintenance tx il sono ; :
;;o 50 go.so- BRCA 1/2 alteration = n=9 m——— HR:0.50 (0.14-1.69)
= = (Imeraction p = 0.2463)
2025' B02s- BRCA WT = n=au4 e it HR: 1.00 (0.56-1.69) BRCA1/2 alt BRCA1/2WT
8 € (17.1%) (59.4%)
o s . 566 HRDsig(+) (Any BRCA) = n=1 — HR:0.60 (0.23-1.52)
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Primary results and characterization of patients with exceptional outcomes in a
phase 1b study combining PARP and MEK inhibition, with or without anti-PD-L1, for

BRCA wild-type, platinum-sensitive, recurrent ovarian cancer

- This phase 1b study (ClinicalTrials.gov identifier NCT03695380) evaluated regimens combining PARP and MEK inhibition, with or without PD-L1

inhibition, for BRCA wild-type, platinum-sensitive, recurrent ovarian cancer (PSROCQC).
- Patients with PSROC who had received one or two prior treatment lines were treated with 28-day cycles of cobimetinib 60 mg daily (days 1-21) plus

niraparib 200 mg daily (days 1-28) with or without atezolizumab 840 mg (days 1 and 15).
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Homologous Recombination Deficiency Landscape of Breast Cancers and Real-World
Effectiveness of Poly ADP-Ribose Polymerase Inhibitors in Patients With Somatic
BRCA1/2, Germline PALB2, or Homologous Recombination Deficiency Signature

- A real-world (RW) clinico-genomic database (CGDB) of comprehensive genomic profiling (CGP) linked to deidentified, electronic health record-

derived clinical data was used. CGP was analyzed for HRR genes and HRDsig.
- The CGDB enabled cohort characterization and outcomes analyses of 177 patients exposed

to PARPI.
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A Novel HRD Signature Is Predictive of FOLFIRINOX Benefit in Metastatic Pancreatic
Cancer

- This study used the nationwide (US-based, ~280 US cancer clinics) de-identified Flatiron Health-Foundation Medicine PC clinico-genomic database
profiled from August 2014 to September 2021.

- Comprehensive genomic profiling was performed on 8358 Pancreatic cancer (PC) patients. Outcomes were available for 1149 metastatic PC
patients treated with 1L FOLFIRINOX or gemcitabine and paclitaxel.
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Figure 3. HRDsig is associated with FOLFIRINOX benefit in a clinical cohort. (A} Overlap of HRDsig with mutations in BRCA1/2 or PALBZ in the CGDB
cohort. (B) Allelic status for BRCA1/2/PALB2 mutant samples based on overlap with HRDsig. Kaplan-Meir plots for rwQOS (C) and TTNT (D) in HRDsig(+)

and HRDsig(-) patients treated with FOLFIRINOX or GP rwOS (E) and TTNT (F) for FOLFIRINOX or GP-treated patients based on HRDsig and BRCA1/2/
PALB2 mutation status.

Oncologist. 2023 Aug 3;28(8):691-698.
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Homologous recombination deficiency (HRD) and genomic associations in non-small
cell lung cancer (NSCLC) using a novel HRD signature (HRDsig)

- This study used the nationwide (US-based) de-identified Flatiron Health-Foundation Medicine NSCLC clinico-genomic database (FH-FMI CGDB)

- Targeted next generation sequencing was performed on 48,344 NSCLC specimens.

- Patients included in outcomes analysis received FMI tissue CGP with specimen collection prior to first line therapy and were treated with cisplatin or
carboplatin combined alone or combined with any of the following therapies: paclitaxel, pemetrexed, docetaxel, gemcitabine and bevacizumab.
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Real-world effectiveness of PARP inhibitors (PARPi) in metastatic castration-
resistant prostate cancer (MmCRPC) by genomic homologous recombination repair
(HRR) alterations and homologous recombination deficiency signature (HRDsiqg)

- This study used the nationwide (US-based) de-identified Flatiron Health-Foundation Medicine Prostate Cancer clinico-genomic database (FH-FMI
CGDB), originating from approximately 280 US cancer clinics (~800 sites of care).

- Patients with mCRPC and tumor genomic profiling (tissue or liquid) who underwent single agent PARPi treatment were included.

- 313 patients with mCRPC met inclusion criteria, of which 162 had tissue specimens for genomics evaluations and 151 had liquid profiling.
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