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Disclaimer: Forward Looking Statements & Market Data
We caution you that this presentation contains forward-looking statements. All statements other than statements of historical facts contained in this presentation, including statements regarding our future
results of operations and financial position, business strategy, research and development plans, the anticipated timing, costs, design and conduct of our ongoing and planned preclinical studies and clinical
trials for our product candidates and companion diagnostics, the potential benefits from our current or future collaboration arrangements with third parties, the timing and likelihood of success, prospective
products, product approvals, plans and objectives of management for future operations, and future results of anticipated product development efforts, are forward-looking statements. In some cases, you
can identify forward-looking statements by terms such as “may,” “will,” “should,” “expect,” “plan,” “anticipate,” “could,” “intend,” “target,” “project,” “contemplates,” “believes,” “estimates,” “predicts,”
“potential” or “continue” or the negative of these terms or other similar expressions. The inclusion of forward-looking statements should not be regarded as a representation by us that any of our plans will
be achieved.
Actual results may differ from those set forth in this presentation due to the risks and uncertainties inherent in our business, including, without limitation: our approach to the discovery and development of
precision medicines based on Prometheus360TM is unproven, and we do not know whether we will be able to develop any therapeutics or companion diagnostic products of commercial value; topline data
is based on a preliminary analysis of key safety, PD, PK and other data, and such data may change following a more comprehensive review of the data related to the clinical trial and such topline data may
not accurately reflect the complete results of a clinical trial, and the FDA and others may not agree with our interpretation of such results; we are early in our development efforts and have only one product
candidate in early clinical development and all of our other development programs are in the preclinical or discovery stage; potential delays in the commencement, enrollment and completion of clinical
trials and preclinical studies; disruption to our operations from the COVID-19 pandemic; the success of clinical trials and preclinical studies for our product candidates; the results of preclinical studies and
early clinical trials are not necessarily predictive of future results; we may not realize any benefits from our current and any future collaborations; our dependence on third parties in connection with product
manufacturing, research and preclinical and clinical testing; unexpected adverse side effects or inadequate efficacy of our product candidates that may limit their development, regulatory approval and/or
commercialization, or may result in recalls or product liability claims; our ability to develop companion diagnostics for our therapeutic product candidates; regulatory developments in the United States and
foreign countries, including acceptance of INDs and similar foreign regulatory filings and the proposed design of future clinical trials; our ability to obtain and maintain intellectual property protection for our
product candidates and maintain our rights under intellectual property licenses; we may use our capital resources sooner than we expect; and other risks described in our filings with the SEC, including
under the heading “Risk Factors” in our Form 10-K filed with the SEC on March 9, 2022 and any subsequent filings with the SEC. You are cautioned not to place undue reliance on these forward-looking
statements, which speak only as of the date hereof, and except as required by applicable law, we do not plan to publicly update or revise any forward-looking statements contained herein, whether as a
result of any new information, future events, changed circumstances or otherwise. All forward-looking statements are qualified in their entirety by this cautionary statement, which is made under the safe
harbor provisions of the Private Securities Litigation Reform Act of 1995.
This presentation also contains estimates and other statistical data made by independent parties and by us relating to market size and growth and other data about our industry. This data involves a
number of assumptions and limitations, and you are cautioned not to give undue weight to such estimates. In addition, projections, assumptions, and estimates of our future performance and the future
performance of the markets in which we operate are necessarily subject to a high degree of uncertainty and risk. These and other factors could cause results to differ materially from those expressed in the
estimates made by the independent parties and by us.

Pioneering Precision Medicine in Inflammatory Bowel Disease and
Other Immune-Mediated Diseases
Novel precision medicine approach to immune mediated
diseases, starting with inflammatory bowel disease

Expanded PRA023 beyond IBD with a Phase 2
trial in SSc-ILD initiated in 1Q 2022

Prometheus360TM Platform leverages one of the world’s
largest GI bioinformatics databases and biobanks with
proprietary machine learning algorithms

IND for second program (PR600) planned for
3Q 2022

IBD and immune-mediated diseases represent large
markets with high unmet need that are primed for
disruption

Experienced team of industry leaders with drug
discovery, development and commercialization
expertise
Ended Q1 2022 with $227 million cash

Lead candidate PRA023 currently enrolling two Phase 2
studies in IBD for clinically validated target (TL1A) with
anti-fibrotic and anti-inflammatory activities

Our Prometheus360™ Platform Enables Our Precision Approach
Our exclusive license to one of the world’s largest clinical databases and biobanks forms the backbone of Prometheus360™, our proprietary
precision medicine engine
BIOLOGICAL
RESPONSE
RNA-Seq
Microarray
In Vitro Assays
POM/POC

Large sample of >20,000 patients
Includes samples across GI diseases (UC, CD, non-IBD)

CLINICAL
METADATA
Natural History
Disease Subtype
Response to Therapy

Longitudinal data collected over 20+ years
Clinical data from EHR is captured and analyzed over time

Comprehensive clinical data reporting
Includes IFX, ADA, VDZ, UST responses

GENOTYPE
Whole Exome Sequencing
SNP Genotyping
GWAS
Exome Chip
Immuno Chip
SEROLOGICAL
PHENOTYPE
ANCA
OmpC
Cbir
ASCA

Diverse collection of >300,000 specimens
CLINICAL DATABASES
& BIOBANK

Blood, serum, plasma, PBMC, DNA, RNA, stool, tissues, biopsies, others

Deep analytical insights
Genotypes, serotypes, RNA-seq, metabolomics, microbiomics, others

Exclusive & evergreen license
Licensed from Cedars-Sinai Medical Center
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The First Precision Therapeutic Pipeline for Immune-Mediated Disease
Program

PRA023
Anti-TL1A mAb

Indication

Discovery

Validation

IND-enabling

Phase 1

Phase 2

Phase 3

Ulcerative colitis
Crohn’s disease
SSc-ILD

PR600*
Anti-TNF superfamily member mAb

Immune-mediated
diseases

PR300
GPCR modulator small molecule

Immune-mediated
diseases

PR1100
Anti-cytokine receptor mAb

Immune-mediated
diseases

PR2100
Anti-inflammatory cytokine mAb

Immune-mediated
diseases

Undisclosed Preclinical Targets

Multiple

PR600 partnered with Dr. Falk Pharma in Europe, Australia and New Zealand
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PRA023 anti-TL1A mAb
Lead Product Candidate in Development for UC, CD, SSc-ILD
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PRA023: Novel Dual Mechanism for IBD and Beyond
Our first application of our precision strategy is a mAb targeting TL1A, a target with strong genetic association to inflammatory bowel disease

NOVEL, DIFFERENTIATED TARGET

VALIDATED AND DE-RISKED ASSET

TL1A discovered at Cedars-Sinai by RXDX
co-founder Dr. Stephan Targan

Target validated by PFE in a Phase 2a study
PRA023 well-differentiated vs. PF-06480605

Unique dual mechanism thought to address
both inflammation and fibrosis

PRIME FOR PRECISION APPROACH

THREE PHASE 2 STUDIES ACTIVE

Strong genetic association of TL1A with IBD

Phase 2 active in ulcerative colitis, Crohn’s
disease and SSc-ILD

Genetic CDx used in Phase 2 studies currently

PRA023: anti-TL1A mAb

CDx stratification & Enroll360TM platform have
potential to accelerate enrollment timelines

Humanized IgG1 monoclonal antibody
with high binding affinity and potency
against TNF superfamily member TL1A

Danese S, et al. Anti-TL1A Antibody PF-06480605 Safety and Efficacy for Ulcerative Colitis: A Phase 2a Single-Arm Study. Clin Gastroenterol Hepatol. 2021 Nov;19(11):2324-2332.e6. | Banfield C, et al. First-in-human,
randomized dose-escalation study of the safety, tolerability, pharmacokinetics, pharmacodynamics and immunogenicity of PF-06480605 in healthy subjects. Br J Clin Pharmacol. 2020;86(4):812-824.
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PRA023: Path to Best-in-Class and First-in-Class
Phase 1 results indicate PRA023 is equivalent or differentiated to Pfizer’s anti-TL1A PF-06480605 (‘605) on all meaningful metrics evaluated

PRA023 PHASE 1 RESULTS

ANTIBODY ATTRIBUTES

COMMERCIAL POTENTIAL

CLINICAL PERFORMANCE

•

Affinity and potency similar to ‘605

•

Favorable safety and tolerability

•

Broad clinical utility: UC, CD, SSc-ILD

•

Unique epitope binds both TL1A
monomers and trimers

•

>4-fold higher target engagement

•

Precision approach could drive firstline reimbursement

•

•

Superior immunogenicity profile

•

‘605 binds only trimers

Subcutaneous formulation 200mg/mL
currently in GMP production with
auto-injector planned for Phase 3
•

‘605 is 100 mg/mL

•

PRA023 ADA <20% at clinicallyrelevant doses

•

‘605 ADA >80% at similar doses

•

Phase 2 dosing designed to reach
steady state faster

•

Auto-injector planned for Ph 3

•

•

First prospective use of CDx in
immune-mediated disease study

Robust patent estate covering
PRA023 and companion diagnostic
through 2040+

US Pat. No. 9,683,998 | RXDX internal data on file | Danese S, et al. Anti-TL1A Antibody PF-06480605 Safety and Efficacy for Ulcerative Colitis: A Phase 2a Single-Arm Study. Clin Gastroenterol Hepatol. 2021
Nov;19(11):2324-2332.e6. | Banfield C, et al. First-in-human, randomized dose-escalation study of the safety, tolerability, pharmacokinetics, pharmacodynamics and immunogenicity of PF-06480605 in healthy subjects.
Br J Clin Pharmacol. 2020;86(4):812-824. | Pfizer. Inflammation & Immunology Investor Day. Dec 13, 2021 | Results not based on head-to-head studies. See Disclaimer on page 2 for additional information.

8

PRA023 Phase 2 Clinical Programs Provide Multiple Ways to Win
Our studies are designed to demonstrate induction efficacy, assess CDx performance, and inform future study design
APOLLO-CD Phase 2a
CROHN’S DISEASE

Open label study (N~50) with centrally-read
endoscopy and subgroup analysis by CDx status

Primary endpoint: Proportion of subjects with
endoscopic improvement
Topline data expected 4Q 22

ARTEMIS-UC Phase 2
ULCERATIVE COLITIS

Primary endpoint: Clinical remission at Week 12

Placebo-controlled (N~120) adaptive design with expansion
cohort to enrich for additional CDx+ subjects (N~40)

Topline data expected 4Q 22

ATHENA-SSc-ILD Phase 2
SSc INTERSTITIAL LUNG DISEASE

Primary endpoint: change in FVC at week 50

Placebo-controlled study (N~100) with centrally-read
spirometry and subgroup analysis by CDx status

Topline data expected 1H 24

9

PRA023 anti-TL1A mAb
Enrollment Update: ARTEMIS-UC & APOLLO CD Phase 2 Studies
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APOLLO-CD Phase 2a Study Design
Open label study (N=50) in Crohn’s disease with centrally-read endoscopy and subgroup analysis by CDx status

Induction (N = 50)

Screening

Day 1
1000 mg IV

Week 2
500 mg IV

Week 6
500 mg IV

Week -5
Endoscopy

Week 10
500 mg IV

Week 12

Induction
Primary
Endpoint

CDx status analyzed in all subjects

Inclusion Criteria

Primary Efficacy Endpoint

• Moderately to severely active CD
• Endoscopically active disease

• Proportion of subjects with
endoscopic improvement

• No/insufficient response and/or
intolerance to conventional biologic*

• Subgroup analysis to be
conducted per CDx status

Open-Label Extension
RESPONDERS (decrease in CDAI of ≥100 points)
Randomization:

PRA023 250 mg IV Q4W

1:1

PRA023 100 mg IV Q4W

NON-RESPONDERS terminated from study
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APOLLO-CD Phase 2a Crohn’s Disease Study: Completed Enrollment
APOLLO-CD Study: Completed Enrollment

37
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SITES

COUNTRIES

1.6
PATIENTS / SITE / YEAR
ENROLLMENT RATE

Q4
TOPLINE RESULTS
EXPECTED Q4 2022

Australia
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ARTEMIS-UC Phase 2 Study Design
Placebo-controlled study in ulcerative colitis with adaptive design and expansion cohort to enrich for CDx+ subjects

Randomization:
•

CDx status (+/-)

•

Prior biologic (yes/no)

Cohort 1 to Demonstrate
Efficacy of PRA023

PRA023, N=60
Placebo, N=60
Day 1
1000 mg IV

(includes CDx+ from initial cohort)*

•

Week 2
500 mg IV

Week 6
500 mg IV

Primary Endpoint:

Secondary Endpoints (α-controlled):

•

•

Clinical remission at Week 12
defined by Modified Mayo Score

•

Endoscopic improvement
Clinical response

•
•

Week 10
500 mg IV

Prior biologic (yes/no)

Week 12
Endoscopy

Inclusion Criteria:

Clinical remission (in CDx+)

•

Moderately to severely active UC

Histologic Remission

•

No/insufficient response and/or intolerance
to conventional therapy including biologic

PRA023, N = Per Interim Analysis / DMC (~40)

Randomization:

Phase 2 Expansion to
Enrich for CDx+

Induction
Open
Primary
Label
Extension
Endpoint

Placebo, N = Per Interim Analysis / DMC (~40)

Open

Induction
Label
Endpoint Extension

Inclusion Criteria:
•

As in Cohort 1

•

Must also be CDx+

Day 1
1000 mg IV

Week 2
500 mg IV

Week 6
500 mg IV

We expect to enroll an additional ~20 patients per arm in the expansion cohort to reach a total of ~40 CDx+ patients per arm (Cohort 1 + Cohort 2)

Week 10
500 mg IV

Week 12
Endoscopy
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ARTEMIS-UC Phase 2 Ulcerative Colitis Study: Enrollment Update
APOLLO-CD Study: Completed Enrollment

75
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SITES

COUNTRIES

1.5
PATIENTS / SITE / YEAR
PROJECTED ENROLLMENT RATE

Q3
EXPECTED ENROLLMENT
COMPLETION, COHORT 1

Q4

TOPLINE RESULTS
EXPECTED Q4 2022

Australia
Australia
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ATHENA-SSc Phase 2 Study Design

Week -4

Randomization*

Screening

Double-Blind Treatment Phase

Day 1
1000 mg IV

Placebo, N=50

Open Label
Extension

PRA023, N=50

Week 2
500 mg IV

Inclusion Criteria
• Adults SSc with disease duration ≤5 years

• Diffuse cutaneous scleroderma subtype with modified
Rodnan skin score (mRSS) 15-35 units, inclusive
• SSC-related ILD fibrotic disease in lung confirmed by
HRCT as assessed by central reading

Week 6
500 mg IV

Q 4 Weeks
500 mg IV

Primary Endpoint
• Annual rate of change in Forced Vital
Capacity (FVC) over 50 weeks by centrallyread spirometry

Week 50
500 mg IV

Secondary Endpoints
• Change in quantitative interstitial lung disease
by centrally-read HRCT
• Improvement in ACR Combined Response
Index in SSc (ACR-CRISS) score

• Enrichment criteria for progressivity of SSc-ILD

Stratification Factors: CDx status (+/-); Anti-topoisomerase Ab (y/n)
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Proprietary Genetic CDx for PRA023 Enriches for Likely Responders

• Buccal swab-based PCR assay

• Patent coverage through 2040+

• Validated in >400 IBD patients

• Expected to drive differentiated efficacy

• Employed in Phase 2 studies

• Potential for front-line Rx positioning

~ 30%
> 85%

TEST-POSITIVE
RATE IN IBD
PPV IN IBD

Multi-SNP signatures discovered
using our Prometheus360TM
biorepository and AI/ML platform

Optimized for PRA023 efficacy
while ensuring a significant
population can benefit

Validated in four independent
CD and UC patient cohorts
across >400 individuals

Big data analysis of population genetics, multiomics from patient tissue and PBMCs, and 20
years of matching longitudinal clinical data

Our SNP interpretation algorithm is tuned for a
30% test-positive rate while maintaining >85%
positive predictive value to enrich for responders

Our proprietary interpretation of SNP networks
reliably predicts ex vivo TL1A over production
capacity of immune cells from IBD patients
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RXDX’s TL1A Program Greatly Outpacing PFE’s Clinical Timeline
Despite PFE starting TL1A clinical studies in 2013, RXDX has three Ph 2 studies active compared to PFE’s single active Ph 2 study
Topline
Results
Expected

PRA023 Ph 1 Study
Ph 2 UC, N=170
Ph 2a CD, N=50

Ph 2 SSc-ILD, N=100

2013

2014

PF-06480605 Ph 1

2015

2016

2017

Ph 2a OL UC N=50

2018

2019

2020

2021

2022

2023

2024

Phase 2b in UC N=246

17

ENROLL360™ Accelerates Enrollment in Biomarker-guided Studies
Our novel Enroll360TM platform is designed to accelerate pre-screening and enrollment in biomarker-guided clinical trials

SCREENED
Network of trial-ready sites standardized
on our molecular profiling & data platform
PATIENT SAMPLES

MATCHED

ENROLLED

>5,000 patients to be molecularly
profiled and clinically characterized

>2,500 patients screened and
enrolled into platform to date

ELIGIBILITY ASSESSMENT
TRIAL #1
TRIAL #2
TRIAL #3
PENDING MATCH

SEQUENCING

CLINICAL HISTORY

Designed to enable rapid precision enrollment: right patient + right study + right time
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Momentum Continues Into 2022 with Significant Milestones
NUMEROUS MEANINGFUL CATALYSTS IN 2022
Q1: Earned final preclinical milestone from Dr. Falk

• Q2: Enrollment update on UC and CD Phase 2 studies

Q1: Patent issued for PRA023 companion diagnostic

• Summer: R&D Day & target unveiling for PR600

Q1: FDA Fast Track granted to PRA023 in SSc-ILD

• Q3: File IND for second Rx program PR600

Q1: Initiated PRA023 subcutaneous bridging study in NHV

• Q4: Topline data for APOLLO-CD Phase 2a study

Q1: Initiated Phase 2 study of PRA023 in SSc-ILD

• Q4: Topline data for ARTEMIS-UC Phase 2 study

2021
1H

2022
2H

1H

2H

PHASE 1A STUDY

PRA023
Anti-TL1A mAb

PHASE 2 UC STUDY
PHASE 2a CD STUDY
PHASE 2 SSc-ILD STUDY

PR600
Precision mAb

PR600 IND
Submission

Well-resourced to meet these milestones with $227 million cash balance end of Q1 2022
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