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PRECISION ONCOLOGY APPROVALS CONTINUE T0 INCREASE

* Pembrolizumab *Dabrafenib + trametinib
* Dostarlimab *Selpercatinib
* Larotrectinib *Entrectinib

Pan-tumor

C *Dabrafenib + trametinib

* Alectinib * Osimertinib * Atezolizumab *Tepotinib Glioma
*Brigatinib * Afatinib * Adagrasib *Pralsetinib
« Ceritinib *Pembrolizumab *Sotorasib *Encorafenib +
« Crizotinib *Cemiplimab *Mobocertinib binimetinib o———_ NSCLC
*Entrectinib  *Nivolumab + * Amivantamab *Reprotrectinib
«Lorlatinib ipilumumab «Capmatinib *Trastuzumab

deruxtecan

Urothelial
*Enfortumab vedotin *Sacituzumab govitecan « Erdafitinib
*Dabrafenib + trametinib * Atezolizumab + M |
«Encorafenib + binimetinib vemurafenib + cobimetinib €lanoma
*Vemurafenib + cobimetinib *Tebentafusp
* Miretuximab soravtansine *Niraparib Ovarian
*Olaparib *Talazoparib
*Tucatinib + trastuzumab CRC
*Encorafenib + cetuximab

*Current as of November 2023.

*Olaparib ¢ Fulvestrant
*Talazoparib * Alpelisib
* Abemaciclib e Trastuzumab +

*Ribociclib pertuzumab
« Palbociclib *Trastuzumab +
Elacestrant tucatinib

*Trastuzumab
deruxtecan

*Trastuzumab
emtansine

*Margetuximab
* Sacituzumab govitecan

Gastric

*Trastuzumab
*Trastuzumab deruxtecan

*Pembrolizumab
*Nivolumab

Cholangiocarcinoma A
* Futibatinib
IgPemigatinib

eInfigratinib  *Durvalumab
*lvosidenib

Prostate *Talazoparib + * Lutetium Lu 177 vipivotide
enzalutamide tetraxetan
*Olaparib *Niraparib + abiraterone
*Rucaparib acetate
Endometrial

*Dostarlimab
*Pembrolizumab +/-lenvatinib

Pancreatic

Non-melanoma skin cancers

FDA. Oncology (Cancer) / Hematologic Malignancies Approval Notifications. Updated June 20, 2023. Accessed November 13, 2023. https://www.fda.gov/drugs/resources-information-approved-drugs/oncology-cancer- I

hematologic-malignancies-approval-notifications.

£L CAMMN

*Retifanlimab
*Pembrolizumab
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FOUNDATION MEDICINE DRIVES PRECISION CANCER CARE

ALL SOLID TUMORS
HEMATOLOGIC MALIGNANCIES AND
SARCOMAS
TISSUE BIOPSY LIQUID BIOPSY
L‘] FOUNDATIONONE®CDXx [;\’g FOUNDATIONONE®LIQUID CDx Q FOUNDATIONONE“HEME

* DNA (324 genes) * DNA (311 genes)* * DNA (406 genes) + RNA (265 genes)

e TMB + MSI * bTMB + MSI-H + tumor fraction** * For hematological malignancies, sarcomas, and
solid tumors where RNA sequencing is desired

* 25 CDx claims, 3 group CDx claims * 9 CDx claims, 1 group CDx claim

* Option to add IHC testing for PD-L1 - e

* Laboratory developed test (LDT)
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WORKFLOW OF FOUNDATION MEDICINE CGP WITH NGS

Multiple teams involved in the process

Pathology
reviews histology and
assigns tumor type

i

Clinical Bioinformatics
reviews variants and
quality metrics

Physician
submits order ))

L

anslational Oncology &

& Clinical Reporting AT
= » Create personalized clinical CTG
genomic readout A

Re'°°'ft Pathology * Functional evaluation of variants %
Transmittal « reviews and « . . e
sends out report approves = . + Create interpretive content g

" » Assess therapies for sensitivity
and resistance =

[ * Match applicable clinical trials
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CGP = comprehensive genomic profiling, NGS = next-generation sequencing.




SEQUENCE DATA ARE ANALYZED BY MULTIPLE METHODS T0 DETECT DIFFERENT TYPES OF
ALTERATIONS

gLOH

. HRDsig
PoN normali

{ amplifications &

. omozygous losses
allele frequencies copy nu y9

of germline SNPs model Tumor Fractlon
sequence data
local assembl bas stitutions
> (b)TMB
inser & deletions

re gements '

Assesg_’nent o_f ) MSI

repetitive loci

depth (coverage)

Results available
- for downstream
systems

Analysis pipeline
writes results to
VDB
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WHAT IS ARTIFIGIAL INTELLIGENCE (AD?

ARTIFICIAL INTELLIGENCE

Any technique

hich enakbies MACHINE LEARNING

computers to Ability to learn without

mimic human being explicitly DEEP LEARNING
behavior programmed

A subset of ML which make the
computation of multi-layer
neural network feasible

From Zhang B, Shi H, Wang H. Machine Learning and Al in Cancer Prognosis, Prediction, and Treatment Selection: A Critical Approach. J Multidiscip Healthc. 2023 SIMPOSIO - SYMPOSIUM | 2024
Jun 26;16:1779-1791. doi: 10.2147/JMDH.S410301. PMID: 37398894; PMCID: PMC10312208. IX
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DEVELOPMENT OF A NOVEL HRD
SIGNATURE - HRDSIG
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WHAT IS HOMOLOGOUS RECOMBINATION DEFICIENCY (HRD)?

* Homologous Recombination Repair (HRR) is a cellular pathway

. . . 5’ to 3’ end resection
that repairs double strand breaks in DNA, ensuring chromosomal

integrity and cell viability in healthy cells MRN-CtIP
. ]
KEY GENES IN THIS PATHWAY INCLUDE BRCAI/2, Ej
ATM, BARDI, BRIPI, CDK12, CHEK1/2, FANCL, RPA
PALB2, RAD51B/C/D, and RAD54L : ALB’ Assembly of the RAD51 presynaptic filament
‘ ' by BRCA1-PALB2-BRCA2 complex
* Tumors with defective HRR, are referred to as Homologous
Recombination Deficient (HRD) —-0-8- qﬁﬂ=
RADS51
* Mutation/loss of HRR genes is common in several cancer types, Invasion

: : PALB2-BRCA?2
including breast, ovary, pancreas, and prostate cancer, commonly enhancing D-loop formation

referred to as “BRCA-associated cancers”

D loop

Buisson R, Dion-Cété AM, Coulombe Y, et al. Cooperation of breast cancer 6)roteins PALB2 and piccolo BRCAZ in stimulating homologous recombination. Nature IX SIMPUSIQ - SYMPOSIUM | 202/
Structural & Molecular Biology. 2010;17(10):1247-1254. doi:https://doi.org/10.1038/nsmb.1915 BIOPSIA LIQUIDA - LIQuID BIOPSY
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HRD AND PARP INHIBITORS

PRACTICE CHANGING CLINICAL TRIALS

HRD tumors are hypothesized to be more susceptible to DNA-damaging therapeutics
through a process called synthetic lethality, confirmed through practice-changing
trials with platinum chemotherapies and Poly (ADP-ribose) polymerase (PARP)
inhibitors:

OVARIAN SOLO1 (maintenance olaparib, 2018), ARIEL3 (maintenance
rucaparib, 2018), PRIMA (niraparib, 2020)

HER2 neg BREAST EMBRACA (talazoparib; 2018); OlympiAD (olaparib, 2018);
OlympiA (adjuvant olaparib, 2022)

PANCREATIC POLO (maintenance Olaparib, 2019); Cis/Gem for mPDAC
(O’Reilly et al.,, 2020); Rucapanc-2 (2021

PROSTATE PROpel (olaparib, 2023), TALAPRO-2 (talazoparib, 2023),
PROfound (olaparib, 2020), TRITON2 (rucaparib, 2020)

FUTURE

Single strand DNA break PARP inhibition and
ri FARF trapping
PARP PARP
NIV NGV
Base exicion repair
(BER)
WAV MIVGT L0
DNA repaired Double strand DNA break
Normal cells ‘ { Cells with HRD |
Homologous
recombination repair
(HRR)
IERDODON MIVTTLTVEK
DMNA repaired Cell death

Pan-tumor | New therapies (e.g. PARP1, ATR inhibitors) | Earlier stage disease

Buisson R, Dion-Cété AM, Coulombe Y, et al. Cooperation of breast cancer 6)roteins PALB2 and piccolo BRCAZ2 in stimulating homologous recombination. Nature

Structural & Molecular Biology. 2010;17(10):1247-1254. doi-https.//doi.org/10.1038/nsmb. 1915
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THE LANDSCAPE OF HRD BIOMARKERS IS COMPLEX

Multiple mutational

and genomic scar
biomarkers exist to
help identify tumors
with an HRD phenotype

Most HRD biomarkers
are based on
detection

of germline

and/or tumor
mutations

BREAST
CANCER

OVARIAN ___J
CANCER

PCR or NGS

NGS

Tumor BRCA1/2*
PCR or NGS

Tumor HRR Panel* )
(e.g. BRCA1/2, ATM, PALB2)

PCR

HRD

(e.g. BRCAI/2 + GIS or gLOH)
NGS

PROSTATE
~ CANCER

PANCREATIC
CANCER

1. Stewart MD, Merino Vega D, Arend RC, et al. Homologous recombination deficiency: Concepts, definitions, and assays. The Oncologist. 2022,27(3):167-174.

doi:10.1093/oncolo/oyab053

PCR = Polymerase Chain Reaction
NGS = Next Generation Sequencing

Complex scar-based
biomarkers like
gLOH and GIS may
allow for detection
of HRD in the
absence of gene
mutations
(approved for use
in ovarian cancer

only)
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A TRANSFORMATIVE CLINICO-GENOMIC DATABASE (CGDB)

|

The Flatiron Health-
Foundation Medicine
Clinico-Genomic Database
(CGDB) contains

Clinico- more than 110,000

linked patient profiles

Genomic
Database
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HRD SIGNATURE (HRDSIG) DEVELOPMENT

Compute absolute CN from shallow WGS
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HRDsig was built with a diverse set of >100 CN features, expending upon Macintyre et al.

For investigational use only

Macintyre et al., Copy number signatures and mutational processes in ovarian carcinoma. Nature Genetics, 2018.

IX SIMPOSIO - SYMPOSIUM | 2024
BIOPSIA LIQUIDA - LIQUID BIOPSY

EL CAMIND A LA ONCOLOGIA DE PRECISION - THE WAY TO PRECISION MEDICINE
GL--2400001




HRD SIGNATURE (HRDSIG) DEVELOPMENT

Built with a diverse set of 100 CN
features HRD- HRD+

Trained using our large pan-tumor B 30,799
(>500,000 pt) genomic database

Performance was examined in a set of
approximated “true positive” and “true
negative” samples: biallelic BRCA

mutation
- “True positive”: Biallelic BRCA1/2
- “True negative”: HRR WT

Performance down to at least 20%
tumor purity

6851
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Alexandrov et al. The repertoire of mutational signatures in human cancer. Nature 2020. GL--2400001



CLINICAL VALIDITY OF HRDSIG

2024
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HRDSIG IDENTIFIES BREAST CANCER PATIENTS BEYOND BRCA/PALB2

BREAST CANCER —-FOUNDATION CORE

N
(%2}

22% (2%)

P Hrosig+)
78% HRDsig(-)
\ (7%)

m HRDsig+/WT for BRCA
and gPALB2

N
o

m germiline PALB2

=
w

somatic BRCA

i
o

m germline BRCA

% of Breast Cancer Cases

HRR WT 5
0 3
Q\
BRCA or gPALB2 §~
&Q
& (9+
QQ

21% (2%)

HRDsig captures most patients with gBRCA or Breast cancers tested with CGP:

SBRCA/gPALB2 (which appear similarly 3.4% with gBRCA (current CDx)
predictive to gBRCA) as well as a subset of 9.6% with any BRCA or gPALB2
patients WT for HRR alterations 21% with HRDSIg+

23% with any BRCA, gPALB2 or HRDsig+
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For investigational use only gBRCA = germline BRCA, gPALB2 = germline PALB2 GL-2400001
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HRDSIG IDENTIFIES METASTATIC BREAST CANCER PATIENTS WHO BENEFIT FROM PARPI

1,007

~ HRDsig(-
HRD§=8 +))
§ 075 Patients with HRDsig(+) have longer median rwPFS and
©_ significantly reduced risk of progression (6.3 v 2.8
2% HR 0.65 (0.43-0.96) _ _ : ' _
e b months) on PARPi compared to patients without HRDsig
29 detected (similar trends were observed for rwQOS)
B
i 025
P Opportunities for HRDsig to predict benefit from platinum
o 6 2 3 % % chemo and PARPi in the neoadjuvant and adjuvant settings
HRDsig(-) 46 14 a 1 1 1 are being explored
HRDsig(+) 122 51 18 10 4 2
0 6 12 18 24 30
Months

Batalini etal. DOI: 10.1
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HRDSIG+ AT BASELINE CORRELATED WITH BENEFIT FROM RUCAPARIB IN ARIEL2

HRDsig POSITIVITY ACROSS BRCAwt, BRCAmut, AND BRCA7 PROMOTER METHYLATION

( A
04% 08%  48% HRDsig in ITT HRDsig in Platinum Sensitive
(+] 0 0
97/103 51/52 141/294 .
1.00 e : 1.00
. ) - HRDsig*  HRosig-
% Y = 2 { 9
: : g % 0.75 N i:" 0.75
075 - S A "5 \j\\ HR = 0.66 (0.53-0.82) 3
§ . : g 0.50 3 ‘ P p 0.601 ‘ ;E: 0.50 ; HR = 0:: 3?611;-0.85)
§:o_50 V E 025 " € o2 :
: : ’ .
0.25 ..‘; o 0 6 12 18 24 30 o 0 6 12 18 24 30
é-; PFS, Months PFS, Months
. = Number at risk Number at risk
060 HRDSlg “%‘: HRDsig- 158 51 19 5 0 0 HRDsig- 106 3 12 4 0 0
BRCAm SRCAmeth BR wi HRDsig+ 238 118 56 3 21 12 HRDsig+ 129 T A 25 17 10
HRDsig was able to detect ) e . :
epigenetic HRD in patients In ARIEL2, HRDsig positivity prior to rucaparib was
with BRCAT promoter associated with PFS benefit in the ITT (platinum
hypermethylation resistant or sensitive) and the platinum sensitive
L y population

Sokol ES, Madison RW, Jin DX, et al. Abstract 966: Exploration of a novel HRD signature (HRDsig) as a biomarker for rucaparib benefit in ARIEL2. 2023;83(7_Supplement):966-966. doi:https://doi.org/10.1158/1538-7445.am2023-966 IX SIMPUSIU ) SYMPUSIUM ‘ 2024
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HRDSIG IDENTIFIES OVARIAN CANCER PATIENTS WHO BENEFIT FROM MAINTENANCE PARPI

HRDsig identifies more than 2x as many patients as BRCA mutation alone

e N
HRDsig Positiv HRDsig N iv . .
) e sig Negative PFS: PARPi Maintenance vs. None
. rwPFS: HRDsig(+) . rwPFS: HRDsig(-)
£ 1.00- Median: 5.6 vs. 26.3 & 1.00- Midion: 6.1 ¥s. /-2 ‘
é HR: 0.31 (95%C1 0.2-0.48) é HR: 1.04 (95%C1 0.72-151) Full Cohort = n=so7 -2~ \ RO OAT 01T
2075 P£0.0001 2075 p=0.6272 BRCA 1/2 alteration = n=93 —— | HR: 0.31 (0.17-0.55)
2 PARPi mai 2 PARPi maintenance (Interaction p = 0.0502
gg 50 No m;ir::el:taenr::in:: EO.SO- No maintenance tx BRCAWT = n=s1s bl st f g E
2 3 HEDEH A BRON]- axié  =e= 1 saniain
Z02s- Zozs- HRDsig(-) (Any BRCA) = n=%s + HR. 1.8 (072:151)
§ 0.00- § 0.00- HRDsig(+) (BRCA WT)= n=1us = | HH'R 0.‘.51 [0.;7[;0[.):2]’
S 0 12 24 36 48 60 72 = 0 12 24 36 48 60 72 HRDsig(-) (BRCA WT) = n=208 -’- HR 0.98 (0681 43)
Months from Cohort Eligibility Months from Cohort Eligibility ' ' 1 1 '
Number at risk Number at risk R0S Ges Uas [0 40 jeel
& & Hazard Ratio (95% Cl)
w ™= 138 37 22 i 4 3 0 w == 257 77 28 13 3 1 0
E e 6130 12 1 1 1 1 S = 5110 3 0 0 0 0
0 12 24 36 48 60 72 0 12 24 36 48 60 72
Months from Cohort Eligibility Months from Cohort Eligibility
HRDsig is able to predict and refine
o . . . benefit from mPARPI in patients
HRDsig+ is predictive of improved PFS (HR of 0.31) to maintenance with or without BRCA aItZrations
PARPI therapy regardless of BRCA status in real-world patients with
advanced ovarian cancer

- J
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Richardson DL, Julia, Graf R, et al. Effectiveness of PARP inhibitor maintenance therapy (mPARPI) in advanced ovarian cancer (OC) by BRCA1/2 and i
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HRDSIG FOR 1L PLATINUM CHEMO SELECTION IN PANCREATIC CANCER

PANCREATIC CANCER- CGDB

Potential to complement professional guidelines recommending BRCA and PALB2 mutation testing

1.00- ~ HRDsig- in GP cohort
~ HRDsig+ in GP cohort
== HRDsig- in FOLF cohort
-~ HRDsig+ in FOLF cohort
0.75-

HRDsig+ median rwOS 14.8
vs 5.8 mo;

HRDsig+

54 (5.0%) 40 (3.7%)

aHR: 0.37 (0.22-0.62),
p<0.001

Survival probability
o
o
o

0.25-
BRCA/PALB2m 0.00-
0 6 12 18 24 30 36
Time (months)
HRDsig positivity co-occurred with HRDsig has the potential to identify patients with HRD-associated genomic
BRCA and PALB2m but was also scars who are more likely to benefit from FOLF vs GP in this retrospective
present in a wild-type population analysis

Kuei-Ting Chen and others, A Novel HRD Signature Is Predictive of FOLFIRINOX Benefit in Metastatic Pancreatic Cancer, The Oncologist, 2023;,
Oyad178, hitps-Jidor.ora/ 10.1093/oncolo/oyad 178 9 | SIMPOSIO - SYMPOSIUM | 2024
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CLINICAL VALIDITY EVIDENGE FOR HRDSIG

Summary of published evidence

OVARIAN and PROSTATE

CN signature methods and HRDsig initial CV in ovarian and prostate cancer
Antonarakis et al. AACR 2022 and Moore et al. JCO-PO 2023.

HRDsig for PARPiI maintenance therapy in ovarian cancer

Richardson et al. ASCO 2023.
HRDsig as a PARPi biomarker in ovarian cancer (ARIEL2 trial)

Sokol et al. AACR 2023.

PANCREATIC
HRDsig for FOLFIRINOX vs Gem/Pac in pancreatic cancer

Chen et al. The Oncologist 2023.

BREAST
BRCA, PALB2 and HRDsig for PARPI therapy in advanced breast cancer

Batalini et al. JCO-PO 2023.

Genomics of HRDsig in early vs advanced stage breast cancer

Jeon et al. ASCO 2023.
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IGRACIAS!
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