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Forward Looking Statements
These slides contain forward-looking statements and information relating to Elevation Oncology, Inc. within the meaning of, and made pursuant to
the safe harbor provisions of, the Private Securities Litigation Reform Act of 1995. You should not place undue reliance on forward-looking
statements, as these statements are based upon our current expectations, forecasts, and assumptions and are subject to significant risks and
uncertainties. Any statements contained herein or provided orally that are not statements of historical fact may be deemed to be forward-looking
statements. In some cases, you can identify forward-looking statements by terms such as “believe,” “may,” “will,” “potentially,” “estimate,”
“continue,” “anticipate,” “intend,” “could,” “would,” “project,” “plan,” “expect,” “predict,” “potential” and similar expressions that convey uncertainty of
future events or outcomes, although not all forward-looking statements contain these words. Forward-looking statements include all statements
other than statements of historical fact contained in this presentation, including information concerning our future financial performance, business
plans and objectives, timing and success of our planned development activities, our ability to obtain regulatory approval, the potential therapeutic
benefits and economic value of our product candidates, potential growth opportunities, competitive position, industry environment and potential
market opportunities, and the impact of the COVID-19 pandemic on our business and operations.
Forward-looking statements are subject to known and unknown risks, uncertainties, assumptions and other factors. It is not possible for our
management to predict all risks, nor can we assess the impact of all factors on our business or the extent to which any factor, or combination of
factors, may cause actual results to differ materially from those contained in any forward-looking statements we may make. These factors, together
with those that are described in under the heading “Risk Factors” contained in the final prospectus on Form 424B filed with the Securities and
Exchange Commission (“SEC”) on June 25, 2021, may cause our actual results, performance or achievements to differ materially and adversely from
those anticipated or implied by our forward-looking statements. Statements, including forward-looking statements, speak only to the date they are
provided (unless an earlier date is indicated). We undertake no obligation to update publicly any forward-looking statements for any reason after
the date of this prospectus to conform these statements to actual results or to changes in our expectations, except as required by law. Although we
believe the expectations reflected in such forward-looking statements are reasonable, we can give no assurance that such expectations will prove to
be correct. Accordingly, readers are cautioned not to place undue reliance on these forward-looking statements.
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Precision medicine is
transforming the
treatment of cancer

50-90%+
of tested patients with NSCLC estimated
to have at least one alteration that is
actionable through approved therapies
or clinical trials 2,3

23
targeted therapies have been FDA
approved for the treatment of NSCLC

1.
2.
3.
4.
5.

NSCLC
~10% of new
US cancer cases
in 20214

However,
advancements
are largely for
the treatment
of NSCLC

<10%
of all US patients
with cancer in
2018 were estimated
to be eligible for an
FDA approved
targeted therapy 5

1

American Cancer Society’s Cancer.org accessed July 6, 2021.
Singh et al, Cancers 2020.
Raymond James Initiating Coverage on Genomic Diagnostics, 2021.
ACS Cancer Facts & Figures 2021
Marquart et al., JAMA Oncology 2018.
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The time is now to expand
the promise of precision
medicine, through:
❑ Broad access to and adoption of
comprehensive DNA- and RNA-based
genomic testing across tumor types and in
the community
• Comprehensive genomic testing in oncology is
rapidly growing, with a projected 5-year CAGR of
>25% driven by innovation and insurance coverage

FOUNDED TO
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❑ Accelerated identification and prioritization
of new oncogenic drivers
• Inclusion of a biomarker has been shown to double
the rate of success in progressing from Phase 1
clinical trials to approval (7.6% vs 15.9%) 7

❑ Efficient patient identification and
matching with precision medicines

6.
7.

Illumina investor presentation, January 2021;
Clinical Development Success Rates and Contributing Factors 2011-2020,
BIO and PharmaIntelligence;

Elevate precision

medicine to the
forefront of every
cancer treatment journey
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OUR VISION

Elevating precision
medicine to the
forefront of every
cancer treatment journey

We envision a future in which each tumor’s unique genomic test
result can be matched with a purpose-built precision medicine.
We believe that only as a unified industry can we can best
provide our patients with a clear path forward.

We advocate for:
▪ Widespread accessibility and adoption of genomic testing
for all patients with cancer

▪ A cooperative industry effort towards a “patients first”
awareness and education campaign to avoid further
burdening our patients with fragmented and competing messages

▪ A culture of collaboration across drug and diagnostic developers
to foster the diverse development and accessibility of
drugs for oncogenic driving genomic alterations
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OUR FOCUS: FOUR STEPS TO ELEVATING PRECISIO N MEDICINE

STEP 1 – MAPPING THE TERRAIN

STEP 2 – SURVEYING THE PEAKS

STEP 3 — BLAZING THE PATH

STEP 4 — OUR CURRENT TREKS

Genomic testing for
cancer, for all

Identifying targetable
driver alterations

Re-thinking drug
development

Making genomic test
results actionable

Elevation Oncology supports a future in
which all patients with cancer have
access to tests that reveal their tumor’s
unique genomic fingerprint.

In partnership with academic and clinical
collaborators and diagnostic leaders,
Elevation Oncology actively evaluates
emerging genomic research for
oncogenic driver alterations with a
druggable pathway.

Elevation Oncology continually pursues
innovations for more efficient and
selective drug development in
genomically defined patient populations.

Elevation Oncology applies all of its
insights towards the development of
targeted therapies for novel driver
alterations with high unmet patient needs.

PATIENT ADVOCACY ・ COALITION BUILDING ・
GENOMIC TESTING AWARENESS AND ACCESS

STRATEGIC PARTNERSHIPS FOR EXCLUSIVE
ACCESS ・ ACTIVE BD PROCESS

INNOVATIONS IN PATIENT IDENTIFICATION &
ENROLLMENT ・ TUMOR AGNOSTIC DEVELOPMENT

PROOF OF CONCEPT PROGRAM: NRG1
FUSIONS ・ FOCUSED PIPELINE EXPANSION
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anti-PD-1

Accelerated approval
for any MicroSatellite Instabilityhigh (MSI-high) or
mismatch repair
deficient tumor

TRK inhibitor

Accelerated
approval for any
adult solid tumor
with an NTRK
gene fusion

2020

2019

Vitrakvi

Rozlytrek
TRK inhibitor

Accelerated
approval for any
adult or pediatric
solid tumor with an
NTRK gene fusion

Keytruda
anti-PD-1

Accelerated
approval for any
tumor
mutational
burden-high
solid tumor

OPEN & ENROLLING

Keytruda

2018

Proof-of-concept program
establishing Elevation’s
innovative approach to
clinical development in
genomically defined
oncology populations,
leveraging an opportunity
for tumor-agnostic
development

2017

Our first trek:
NRG1 fusions

seribantumab
anti-HER3

Phase 2 CRESTONE
study of
seribantumab in
solid tumors with
Neuregulin-1
(NRG1) fusions*

* The CRESTONE study is designed as
a potential registrational trial
following an accelerated approval
pathway contingent upon continued
discussions with the FDA

TUMOR-AGNOSTIC PRECISION MEDICINES IN ONCOLOGY
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Focused pipeline expansion targeting oncogenic drivers
TARGET
ALTERATION

NRG1
Fusions

DRUG CANDIDATE

PRE-IND

PHASE 1

Seribantumab
(anti-HER3 mAb)

PHASE 2 /
PIVOTAL

*

PHASE 3 or
CONFIRMATORY

MILESTONE

OWNERSHIP

Initial Clinical
Data
Presentation
mid-2022

OUR NEXT TREKS
PIPELINE
EXPANSION
-with-

Joint Oncogenic Fusion and Mutation Collaboration**
• Cross-industry collaboration focused on making emerging data from whole transcriptome sequencing (WTS) and whole
exome sequencing (WES) actionable
• Jointly evaluate and select potential targets
• Elevation Oncology & Caris decide between in-licensing/product acquisition or novel drug discovery program
• Elevation Oncology will own the intellectual property rights to the therapeutics

* The CRESTONE study is designed as a potential registrational trial following an accelerated approval pathway contingent upon continued discussions with the FDA
** No upfront or milestone payments or royalties due to either party under the collaboration. Caris will be entitled an initial percentage ranging from mid-single digits to low
teens with remaining proceeds allocated based on each party's pro rata share of expenses incurred in development of the product
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LEADERSHIP TEAM

Action is
in our genes
We are a team of
experienced oncology drug
developers, united by a
shared passion for identifying
true precision therapies that
will illuminate a clear
treatment pathway for our
patients.

Shawn M. Leland,
PharmD, RPh
Founder and
Chief Executive Officer

Joseph Ferra
Chief Financial Officer

Tammy Furlong,
CPA, PMP
VP, Finance and Accounting

Sheila G. Magil,
PhD
VP, CMC & Quality

Valerie Malyvanh Jansen,
MD, PhD
Chief Medical Officer

Amy C. Cavers
VP, Medical
Affairs

Brian Sullivan
Siera Talbott, PhD, PMP
VP, Corporate Development VP, Program Management &
Strategic Alliances
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Elevation Oncology Scientific Advisory Board
ACADEMIC RESEARCHERS AND INDUSTRY EXPERTS AT THE FOREFRONT OF IDENTIFYING ACTIONABLE GENOMIC DRIVER ALTERATIONS

Lori Kunkel, MD
Medical Oncologist;
Previously CMO and
Member of the Board of
Loxo Oncology

Alex Drilon, MD
Medical Oncologist
Memorial Sloan Kettering
Cancer Center

David Ross Camidge,
MD, PhD
Director of Thoracic
Oncology, University of
Colorado Cancer Center

Sai-Hong Ignatius Ou,
MD, PhD
Clinical Professor, School
of Medicine, University of
California, Irvine

Siraj M. Ali, MD, PhD
VP Clinical Development,
EQRx; Previously
Foundation Medicine

SAB CHAIR
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Elevation Oncology Board of Directors

Steve Elms
Managing Partner,
Aisling Capital

Michael
Carruthers
CFO, Edgewise
Therapeutics

Tim Clackson,
PhD
President and
CEO, Theseus
Pharmaceuticals

Richard Gaster,
MD, PhD
Partner,
venBio Partners

Lori Hu
Managing Director,
Vertex Ventures
HC

Shawn M.
Leland,
PharmD, RPh
Founder and CEO,
Elevation Oncology

Colin Walsh,
PhD
Partner,
Qiming Venture
Partners USA

BOD CHAIR
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NRG1 gene fusions: A potentially actionable oncogenic driver
NRG1 gene fusions result from the combination
of the NRG1 gene with a partner gene
▪ Multiple CLIA-certified diagnostics are already available,
including from Ashion Analytics (now Exact Sciences),
Caris, Exactis, GTC, Invitae (ArcherDx),
Labcorp/OmniSeq, NeoGenomics, Strata Oncology,
Tempus, and ThermoFisher
▪ Additional diagnostic providers (e.g., Foundation
Medicine, PathGroup) can identify potential NRG1
fusions through the identification of common NRG1
fusion partners, such as CD74

NRG1 fusions are oncogenic drivers
through over-activation of the HER3
(ERBB3) pathway
▪ Cells with an NRG1 gene fusion produce
NRG1 fusion proteins which predominately
bind and activate HER3
▪ Activated HER3 predominately dimerizes
with HER2 to activate downstream
pathways leading to unregulated growth
and proliferation

Tumor cells with NRG1 fusions are
unlikely to carry any other known driver
mutations , making NRG1 fusions directly
actionable
▪ NRG1 fusions are the critical therapeutic target
▪ HER3 inhibition in a tumor with an NRG1 fusion
is likely to stop the driving cause of the tumor’s
growth, and can only be achieved with an
antibody since HER3 lacks a kinase domain

Anti-HER3 Antibody

NRG1 Fusion
Proteins

Ligand-activated
HER3 Receptor

Sources: Fernandez-Cuesta L et al.,
Clin Cancer Res 2014.; Jonna S et al.,
Clin Cancer Res 2019.; Drilon A et al.
Cancer Discov 2018.; Jones et al.,
Clinical Cancer Research 2019.

Dimerized
HER2
Receptor

NRG1
Gene

Antibody-inhibited
HER3 Receptor

Fusion
Partner
Gene

TUMOR CELL
OVER-ACTIVATION OF DOWNSTREAM
PI3K-AKT AND MAPK PATHWAYS LEADING TO
TUMOR GROWTH AND PROLIFERATION
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Targeting oncogenic driver events to increase the
potential for therapeutic success
GENOMIC
ALTERATION

GENE AMPLIFICATIONS /
OVEREXPRESSIONS

GENETIC MUTATIONS

GENE FUSIONS

PREVALENCE

High

Low-to-moderate

Low

ROLE IN
TUMORIGENESIS

Most likely to be a “passenger”
or “bystander” event*

Potentially an
oncogenic driver**
depending on the mutation

Rare, but likely to be
an oncogenic driver
when found [1]

PROBABILITY OF
SUCCESS

Low

Moderate

High

Extensive clinical study following the
success of Herceptin in HER2 amplified
cancers has resulted in few additional
approved therapies, and no approvals yet
for targets like FGFR, MET, and HER3
overexpression

Advancements in genomic testing have
enabled identification of specific mutations
leading to multiple targeted therapy
approvals (i.e., for KRAS G12C, EGFR,
EGFR exon 20, BRAF, MET exon 14,
and FGFR mutations).

Recent clinical investigation has quickly
resulted in several approved therapies:
• Vitrakvi (2018) and Rozlytrek (2019) for
NTRK fusions
• Balversa (2019), Pemazyre (2020), and
Truseltiq (2021) for FGFR fusions
• Retevmo (2020) and Gavreto (2020) for
RET fusions

INCREASING ONCOGENIC POTENTIAL AND PROBABILITY OF SUCCESS
* “Passenger” or “bystander” events: Genomic alterations that have accumulated in a cancer cell but do not significantly sustain its survival or proliferation
** “Driver” events: Genomic alterations that sustain a tumor cell’s survival or proliferation. Multiple driver events may be present in one tumor cell.
Source: [1] Gao et al. Cell Reports 2018
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Gene fusions are an important class of oncogenic driver
alterations in oncology
OVER A DOZEN FDA DRUG APPROVALS IN GENE FUSION-POSITIVE TUMORS (2001 – 2021)
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DRILON ET AL. JCO 2021

Additional
treatment
options are
needed for
tumors
driven by an
NRG1 fusion
NRG1 fusion global
registry study reveals
poor outcomes with
existing therapies

Source: Drilon et al., JCO 2021

METHODS:
A global, multicenter network of thoracic oncologists (9 countries, 22 institutions) identified 110 NSCLC
patients with pathologically confirmed NRG1 fusion-positive tumors. Best response to systemic therapy was
determined (RECIST v1.1), and PFS was calculated (Kaplan-Meier).
RESULTS:
BEST RESPONSE

CR

PR

SD

PD

Afatinib, N = 20

-

25% (5/20)

15% (3/20)

60% (12/20)

2.8 months
Range 0.3-25.3

Platinum-doublet-based
chemotherapy, N = 15

-

13% (2/15)

47% (7/15)

40% (6/15)

5.8 months
Range 0.7-12.1

Taxane-based
chemotherapy, N = 7

-

14% (1/7)

14% (1/7)

71% (5/7)

4.0 months
Range 0.8-5.5

Single agent
immunotherapy, N = 5

-

20% (1/5)

20% (1/5)

60% (3/5)

3.6 months
Range 0.9-11.2

Chemo-immunotherapy,

-

-

44% (4/9)

56% (5/9)

3.3 months
Range 1.4-15.2

TREATMENT

N=9

MEDIAN PFS

QUOTED FROM CONCLUSIONS:

“NRG1 fusion–positive cancers typically do not express high levels of PD-L1 and
have a low TMB, consistent with their poor response to immunotherapy.
Furthermore, responses to chemotherapy or targeted therapy with afatinib are
underwhelming. The development of novel therapeutics for these cancers is thus
an unmet need.”
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Case studies highlight the potential for targeting HER
(ERBB) in NRG1 fusions across solid tumor types
Confirmed partial responses (PR) have been reported in clinical case studies and early clinical investigation
of NRG1 fusion positive solid tumors treated with therapies targeting the ERBB-family:
Seribantumab (anti-HER3)
▪

Investigator-presented case series from
the Cancer Molecular Screening and
Therapeutics (MoST) study (Chan et al.,
2021)

▪

Heavily-pretreated NRG1 fusion positive
metastatic pancreatic cancer patient
received seribantumab under
compassionate use

▪

As of the presentation data cut-off:
▪

Ongoing 3 month confirmed PR
with maximum tumor reduction of
over 50%

▪

Durable clinical benefit for over
9 months

▪

Approximately 90% reduction in
the cancer biomarker CA19-9

Afatinib (Pan-HER TKI)
▪

▪

▪

PRs have been reported
following off-label afatinib
treatment in patients with NRG1
fusion positive lung
adenocarcinoma including IMA,
cholangiocarcinoma, and PDAC
(Jones 2017, Gay 2017, Cheema
2017, Heining 2018, Weinberg
2019, Cadranel 2020)

A 2021 global registry study
showed an 25% ORR in NRG1
fusion patients treated with offlabel afatinib (Drilon et al.,
2021)
Symptom resolution reported to
begin as early as 2-3 days after
beginning ERBB targeted
therapy (Gay et al, 2017)

MCLA-128 (HER2/3 bispecific antibody)
▪

Pooled data reported from NRG1
fusion positive patients in an ongoing
Phase 1/2 clinical trial and Expanded
Access Program (EAP) (Schram,
ASCO 2021)
▪

42% (5/12) ORR in PDAC

▪

25% (6/24) ORR in NSCLC

▪

29% (13/45) ORR overall (any
solid tumor)

▪

Reported responses are all
confirmed PRs (no CRs)

▪

5.5 month median Duration of
Exposure

GSK2849330 (anti-HER3)
▪

The only observed
response in the Phase 1
study of GSK's anti-HER3
mAb (GSK2849330) was
in a patient with IMA
harboring an NRG1 fusion
(Drilon et al., 2018)

▪

Patient’s 19-month
response was superior to
that from all 4 prior lines
of therapy combined
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Targeting HER3 may be optimal for NRG1 fusions
PRE-CLINICAL CLU-NRG1 PDX MODEL | Alex Drilon, MD (MSKCC), Cancer Discovery, 2018

In a preclinical model, HER3 mAb has shown superior
tumor growth inhibition vs. afatinib, a pan-HER TKI
▪

HER3 mAb (GSK2849330) leads to complete dissolution of tumors
across all 10 animals, while afatinib shows modest shrinkage in
only 3

▪

Afatinib hits EGFR, HER2, and HER4, but not HER3, and
does not shut down the PI3K-AKT signaling axis with the
same efficacy of the HER3 mAb

▪

HER3, the key overactive signaling node in NRG1
fusions, is not druggable by small molecules like afatinib

Source: Drilon A et al. Cancer Discov 2018.
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Baseline expectations for success
▪

▪

ORR
>20 – 30%
DOR
5+ months
Clinically meaningful benefit in an
NRG1 fusion population

▪

Clear clinical need within the NRG1 fusion patient population:
o

No current approved therapies

o

Low ORR and short PFS, OS and DFS have been reported in retrospective studies of
patients treated with existing therapies, including chemo-immunotherapy (no responses)

Recent FDA regulatory action (accelerated approval) on FGFR inhibitors
for patients with FGFR fusions established a potential base case:
o

2019: Erdafitinib (32.2% ORR and 5.4 month median DOR; urothelial carcinomas)

o

2020: Pemigatinib (36% ORR and 9.1 month median DOR; cholangiocarcinoma)

o

2021: Infigratinib (23% ORR and 5 month median DOR; cholangiocarcinoma)

Individual case reports of NRG1 fusion positive patients suggest that
clinically meaningful benefit may be achievable through inhibition of
the ERBB signaling pathway:
o

Individual case studies of treatment with various ERBB family inhibitors report DOR of
~4 to 27+ months (ongoing), with reports of confirmed partial responses and symptom
resolution beginning as early as 2-3 days

o

Case studies and preclinical data to date suggest that within the ERRB family, targeting
HER3 (ERBB3) specifically may be optimal for NRG1 fusions
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Identification of NRG1 fusions across multiple tumor types
highlights potential for a tumor agnostic approach
NRG1 fusions have been
identified in > 10 unique
solid tumor types
Prevalence across solid tumor
types:

~0.2%*

Estimated annual US

Head and Neck

Lung (NSCLC)
Enriched in invasive
mucinous
adenocarcinomas
(IMA)***, where
prevalence is 27 - 31%

Breast

Kidney (Renal)
Gallbladder
Pancreatic

Bile duct

Potentially enriched in
pancreatic ductal
adenocarcinoma
(PDAC)*** where prevalence
may be up to 6%

incidence: ~3,200**
* Based on an updated 2020 Jonna et al. analysis
of 44,570 tumor specimens
** Calculated based on an estimated 1.6M new
US solid tumor cases in 2019
*** IMA: Est. 0.2% of lung cancers; PDAC: Est.
90% of pancreatic cancers

Ovarian

Colorectal

Sarcomas

Sources: Jonna S et al., ASCO 2020 Annual Meeting abstr #3113.; Jonna S et al., Clinical Cancer Research 2019.;
Drilon et al., Cancer Discovery 2018.; Jones et al., Clinical Cancer Research 2019.; American Cancer Society Cancer
Facts and Figure 2019; Moon SW et al., J Thorac Dis. 2018; Adamska A et al., Int J Mol Sci. 2017

Bladder
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Seribantumab

(anti-HER3 mAb)
Potential novel targeted therapy for solid tumors driven
by an NRG1 fusion
▪ Seribantumab’s mechanism of action inhibits both NRG1 fusion liganddependent activation of HER3 and HER3 dimerization with other ERBB
family members

NRG1 Fusion
Proteins

Consistent and well-tolerated safety profile
SERIBANTUMAB
HER3
Receptor

Fully Human IgG2
anti-HER3 Monoclonal
Antibody

BLOCKS LIGAND-DEPENDENT
ACTIVATION AND
PHOSPHORYLATION OF HER3

Activated
HER3
Receptor

Dimerized
HER2
Receptor

BLOCKS HER3-HER2
DIMERIZATION AND
DOWNSTREAM SIGNALING

Strong IP Position
•

CoM through 2028, with projected biologic exclusivity through 2035

•

PCT filed with potential to extend exclusivity to 2040+

Clinical supply is available and manufacturing is scalable

▪ Clinical safety data set in >800 patients shows mostly Grade 1/2
adverse events
▪ No Grade 3+ treatment emergent SAEs related to study drug at the
highest monotherapy dose level studied in the Phase 1 dose finding
study (N = 22)
▪ Seribantumab was shown to be tolerable at 3g weekly in a pre-planned
CRESTONE safety run-in

Potential for accelerated tumor-agnostic approval path*
▪ CRESTONE is an ongoing Phase 2 registration-directed study of
seribantumab in patients with any solid tumor harboring an NRG1 fusion
▪ Conditional approvals of Vitrakvi (2018) and Rozlytrek (2019) for solid
tumors with NTRK gene fusions, and Keytruda (2020) for TMB-H solid
tumors provide potential precedent
* Contingent upon continued discussions with the FDA
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Treatment with seribantumab resulted in near complete inhibition of
the HER family and downstream signaling in vitro and in vivo
(Odintsov I et al., Clinical Cancer Research 2021)

In vitro

In vivo

10

LUAD-0061AS3 PDX
1

0.1

0.001
0.01

0

10

1

0.1

Seribantumab
mechanism
of action

Seribantumab (µM)

0.001
0.01

PRECLINICAL PROOF OF CONCEPT (in vitro)

0

LUAD-0061AS3 cell line

0.6 mg

Seribantumab:
Time (h):

0

2

24 168

0.75 mg
2

24 168

1 mg
2

24 168

▪ Fully human IgG2 anti-HER3
monoclonal antibody
▪ Blocks ligand-dependent activation
and phosphorylation of HER3
▪ Blocks HER3-HER2 dimerization,
activation of other ERBB family
members, and downstream
signaling

Treatment with seribantumab additionally blocked HER3—HER2
dimerization in vitro (data on file)

▪ HER3-HER2 dimers were detected in MDA-MB-175-V11
cells under serum starved conditions
▪ Treatment with NRG1 did not increase association
between HER3 and HER2 beyond basal levels
▪ Treatment with seribantumab reduced HER3-HER2
dimer formation
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LUAD-0061AS3 model
* In preclinical models, 5 mg/kg QD of afatinib is the
expected equivalent of the clinical dose of 40 mg QD

Source: Odintsov I et al., Clinical Cancer Research 2021;
Odintsov I et al., EORTC-NCI-AACR 2020
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Seribantumab in
a lung cancer
SLC3A2-NRG1
fusion PDX
model

Change in Tumor Volume (%)

PRECLINICAL PROOF-OF-CONCEPT (in vivo)

Tumor Volume (mm3)

Vehicle
Afatinib (5 mg/kg QD)
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Treatment T

Vehicle
TUMOR VOLUME (mm3)
Afatinib (5 mg/kg QD)

OV-10-0050 model
* In preclinical models, 5 mg/kg QD of afatinib is the
expected equivalent of the clinical dose of 40 mg QD

Source: Odintsov I et al., Clinical Cancer Research 2021;
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The observed active preclinical dose range of 1 mg — 10 mg BIW
corresponds to ~260 mg – 2.6g fixed dose in humans by allometric scaling
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Case study: Treatment of pancreatic cancer harboring an
ATP1B1-NRG1 fusion

Patient with metastatic KRAS wt PDAC w/liver metastases harboring an NRG1 fusion and treated with seribantumab via compassionate use
Presented at the AGITG 2021 conference

Oct 2019 – Jan 2020: FOLFIRINOX | Jan 2020 – June 2020:
FOLFIRI | June 2020 – August 2020: Gemcitabine / Abraxane |
August 2020 – Dec 2020: FOLFIRI | December 2020: Seribantumab

Chan et al., presented at AGITG 2020

As of the data cut-off for the presentation:
• Ongoing 3 month confirmed PR with maximum tumor
reduction of over 50%
• Durable clinical benefit for over 9 months
• Approximately 90% reduction in the cancer biomarker
CA19-9
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CLINICAL STUDY OF RESPONSE TO SERIBANTUMAB IN TUMORS WITH
NEUREGULIN-1 (NRG1) FUSIONS
CLINICALTRIALS.GOV IDENTIFIER: NCT04383210

INTENT TO TREAT (ITT) ANALYSIS:

INCLUSION CRITERIA:
✓ Advanced solid tumors progressed after
1+ prior lines of therapy

PIVOTAL
Cohort 1

(N ≥ 55)

✓ NRG1 fusion positive by local CLIA
or similarly accredited lab
✓ No prior treatment with Pan-ERBB,
HER2, HER3 targeted therapy
✓ No other actionable molecular
alteration

INVESTIGATIONAL
THERAPY:
Seribantumab

3g weekly (1-hr IV)

o

NRG1 status by confirmed by central
RNA-based sequencing test

o

Primary endpoint: Objective response rate
(ORR) per RECIST v1.1 by independent/
central radiologic review

o

Secondary endpoints: Duration of response
(DoR), Safety, Progression free survival
(PFS), Overall survival (OS), Clinical Benefit
Rate (CR, PR, SD > 24 weeks)

▪

Phase 2 study designed as a potentially registrational trial: Potential accelerated approval pathway in support of a tumor-agnostic NRG1 fusion
indication contingent upon continued discussions with the FDA

▪

Pre-planned safety run-in completed: Safety Review Committee evaluated data from the first 13 patients and approved moving to the optimized
dosing regimen of 3g weekly

▪

Pre-planned interim futility analysis: Following enrollment of 20 patients in pivotal Cohort 1 with centrally confirmed NRG1 status

▪

Exploratory Cohorts 2 and 3 will receive investigational treatment with seribantumab, but are not included in the ITT analysis
▪ Cohort 2 (N ≥ 10): NRG1 fusion positive solid tumor that is relapsed/refractory following treatment with Pan-ERBB, HER2, or HER3 targeted therapy, with no
other actionable molecular alteration
▪ Cohort 3 (N ≥ 10): NRG1 fusions without EGF-like domain or Presence of both an NRG1 fusion and other molecular alteration(s) lacking standard treatment
options, and/or Insufficient tissue for central confirmatory testing
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Current as of November 12, 2021

| Global study sites and collaborations
Active Core Sites (~30)
WA
MT

ME

ND
VT

MN

OR
ID

NY

WI

SD

IL
UT

DC
WV

KS

AZ

OH

IN

CO

CA

MO

OK

NM

NJ

Compassionate
Cancer Care

“Just-In-Time”
Network

VA

KY
NC

TN
AR

SC
MS
AL

TX

Acquired by Exact Sciences Feb 2021

PA

IA

NE

NH

MA
CT RI

MI

WY

NV

Partner collaborations for
patient identification*

GA

LA

FL

* Map overlay is illustrative only of
additional geographic coverage
through partner collaborations
and not comprehensive of all
partner networks.

TIME Trial™
Network

Open and enrolling in US, Canada, and Australia

STAR
Program
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CRESTONE
leverages a hybrid
approach to both
site initiation and
genomic testing
✓ Broadens the funnel to enhance patient
identification, enrollment, and capital efficiency in
genomically-driven, tumor-agnostic trials
✓ Helps to maximize the value of a single genomic
test, supporting their broader adoption
✓ Helps to maximize treatment opportunities
available to patients, regardless of where they
may live
✓ Flexible initiation of local sites can help minimize
travel and keep patients safer in the face of
ongoing travel restrictions due to COVID-19

Patients in the US, Canada and Australia receiving proprietary
commercially available RNA- and/or DNA-based genomic tests

Acquired by Exact Sciences Feb 2021

Patients within ”On Demand” clinical site networks
receiving proprietary or local CLIA-certified tests
New site initiation often within 14 days of patient identification

”Just-In-Time” network
TIME Trial™ network
RNA- and/or DNA-based NGS RNA- and/or DNA-based NGS

STAR network
CLIA-certified

Patients at core CRESTONE sites
receiving local CLIA-certified tests
Traditional site selection & initiation;
RT-PCR, FISH, DNA- and/or RNA-based NGS
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UPCOMING MILESTONES

H2 2021

2019

✓
✓

Company foundation

Acquisition of seribantumab, a Phase 2 ready asset,
for targeted development in NRG1 fusions

2020

✓
✓

CRESTONE Phase 2 trial initiation
Preclinical data in NRG1 fusion models first presented
at AACR-NCI-EORTC

Publication | Phase 1 dose escalation and
expansion trial for seribantumab
Mid-2022
CRESTONE | Complete enrollment of the first 20
patients in Cohort 1

2021

✓

Optimized dose and schedule determined following
Safety Review Committee meetings

✓

Four additional diagnostic collaborations for NRG1
fusion patient identification (total 10)

✓

Preclinical data in NRG1 fusion PDX models of
additional tumor types presented at AACR 2021

✓
✓

Preclinical data published in Clinical Cancer Research

✓
✓

Initial Public Offering (IPO) [Nasdaq: ELEV]

✓

Global expansion of CRESTONE into Australia and
Canada

Caris novel oncogenic fusion and driver mutation
collaboration announced
Confirmed partial and durable clinical benefit shown
in case study of a patient with pancreatic cancer

CRESTONE | Initial clinical data presentation at
major medical meeting (including data from ~10
patients treated at 3g weekly)

Ongoing target evaluation & pipeline expansion
Collaboration with Caris Life Sciences
License and M&A

Cash of $155 million as of Q3 2021 funds current operations into Q2 2023
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Elevating precision medicine
to the forefront of every cancer treatment journey
TREK 1: NRG1 Fusions

Seribantumab for solid tumors
harboring an NRG1 fusion
▪ Proof-of-concept program
▪ Establishes Elevation’s innovative
approach to clinical development in
genomically defined oncology
populations

STRATEGIC COLLABORATION

FUTURE TREKS:

Oncogenic Fusions and Driver Mutations

✓ Targets identified in house or
through strategic collaboration
✓ Assets identified through
targeted search or focused drug
discovery

▪ Exclusive cross-industry collaboration
▪ Accelerates identification of actionable genomic targets
and advancement into drug development
▪ Establishes operational efficiencies in patient
identification and CDx development

▪ Leverage infrastructure established
through CRESTONE and diagnostic
partnerships
▪ Accelerate drug development in
genomically-defined populations
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LOOKING FORWARD

The path to the summit
Established expertise to efficiently advance clinical development for patients with
genomically defined cancers
▪

Innovative operational models for efficient identification and enrollment of patients, including
established collaborations with leading diagnostic providers and NGS centers of excellence

▪

Active advocacy and participation in industry-wide initiatives to improve access, awareness, and
clarity around genomic testing opportunities for patients

Ongoing Phase 2 tumor-agnostic study for NRG1 fusions designed as a potential
registrational trial (CRESTONE)*
▪

Anti-HER3 mAb seribantumab targets NRG1 fusions, an oncogenic driver associated with poor
prognosis across multiple solid tumor types

▪

Initial clinical data presentation from Cohort 1 of CRESTONE anticipated mid-2022

Focused pipeline expansion accelerated through strategic collaboration
▪

Selective target prioritization of oncogenic driver events leverages established expertise from
NRG1 fusion proof-of-concept program

▪

Joint collaboration with Caris Life Sciences for the identification of actionable oncogenic fusions,
mutations, and other driver alterations

Strong financial support: Cash of $155 million as of Q3 2021 funds current operations into Q2 2023
* The CRESTONE study is designed as a potential registrational trial following an accelerated approval pathway
contingent upon continued discussions with the FDA
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CONTACT

info@elevationoncology.com

31

