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Background Methods Conclusions

+ Rheumatoid arthritis (RA) presents ongoing challenges in clinical management, particularly for patients with Figure 2. Technology « PRIMA 102 is an ongoing, prospective, multi-center, observational study with
iInsufficient response or intolerance to targeted therapies. YR o) blood specimen collection and clinical outcome assessments performed

- Uncontrolled disease results in irreversible joint destruction leading to short and long term disability, diminished mﬂa.mg‘;ion \\{ D ““:,\ Background on technology (NCT05936970) with the goal of discovering features and training classifiers
qUCI“ty Of Iife Ond inCreGSGd I’iSk Of CCII’C“O%/CISC;”CII’ diSeCISG, COnCer, Ond deCIth]. ( ) Cytoklrzlerelease Ma(’phages 'H‘ ”‘1 o Unllke COnventiOnOI tiSSUG bIOpSIGS, CfDNA released intO the thqt are predlctive Of Clinlcql response to bDMARD or tsDMARD treqtment.

« The American College of Rheumatolo ACR)? and European League Against Rheumatism (EULAR)® define the YN bNAnuc  Monocytes L blood- stream upon cell death provides a non- invasive and
treatment goal as G%hieving low diseagg/e activity using DlF\)/lARDS* I—?owevger clinicians try several different S * %L dJ i pf lecular i fp i . Cell-free DNA from active chromatin offers a novel approach to capturin

| . . . - ol . | . i ynamic source of molecular information. . PP | P J

classes of DMARDS with no gwd?nce on)whlch class the patient is most likely to respond to. This results In . cfDNAGC « The process of cell death generates two types of cfDNA fragments: molecular features that can predict drug responses in RA patients.
chronic cycling of medications (Figure 1). 1) conventional nucleosomal fragments (cfDNA,.), and

e This stud;(/ aims to o;evelop a blood based cell-free DIZIA C|CISSifie)l‘(tO predic):t therapeutic response to biologic Cotlage 2) fragments derived from active chromatin (cfDNA,.). » The development and validation of a blood-based cfDNA__ classifier that
DMARDs (bDMARDs) and targeted synthetic DMARDs (tsDMARDs)(Figure 2). . Gene regulation (epigenome) and expression (trqnscriptome) delivers a positive prediction of drug-class specific therapy response

* conventional synthetic disease modifying anti-rheumatic drugs (cs)DMARD = methotrexate (MTX), leflunomide (LEF), hydroxychloroquine Chronerooytes — in the absence of MRNA — can be assessed by measuring could QUide perSOnC‘“.ZGd treatment deCiSiOnS.in RA, Iimproving outcomes

sulfate (HCQ), and sulfasalazine (SSZ); bDMARD = TNFi, anti-IL-6, T cell and B cell; ts DMARD = Janus Kinase Inhibitor (JAKi). cfDNA,. fragments released into the blood. for patients who have inadequate response or intolerance to current

therapies (Figure 5).

Figure 1. Current Clinical Paradigm
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PRIMA 102 is a prospective, multi-center, observational study with blood specimen collection and clinical Study Objective Definition of Response: defined according to minimally - LEF JAK inhibitor
outcome assessments performed (NCT05936970) The primary objective of this study is to discover features and train  Clinically important differences established for CDAI*
classifiers that are predictive of clinical response to bDMARD or Responders
Figure 3. PRIMA 102 Study Schema tsDMARD treatment. + If high (CDAI >22) at baseline, then responder defined as
having a decredse of 212 points, or
— Study Endpoints . If moderate (CDAI > 10 and <22) at baseline, then responder
Primary Endpoint defined as having a decrease of 26 points, or The goal of this study is to collect blood and clinical data from RA patients
‘ . Change from Baseline in CDAI Score at 12 weeks. + It the CDAI interpretation at 12 weeks is “low disease activity undergoing a switch in therapy. This data will inform the development of a

or “remission” (total score is <10). diagnostic test that could enable personalized treatment strategies and
Improve pdatient outcomes in RA management.

Secondary Endpoints
- Change from Baseline in Disease Activity Score — 28 with Non-responders

C-Reactive Protein (DAS-28 CRP) Score at 12 week. * Not meeting the criteria for response by CDAI.
» Change from Baseline in Simple Disease Activity Index (SDAI) , ,

Score at 12 weeks. Figure 4. PRIMA 102 study locations
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Screening (v1) ﬁ =

study Population enroliment of ~800 participants. 1. www.cdc.gov/arthritis/basics/rheumatoid-arthritis.ntml
2. Fraenkel, et al,, Arthritis Care Res. 2021
Initiation of b- or Baseline Initiate new b — or 12 week follow-up Inclusion Criteria | | | 3. Smolen, et al., Ann Rheum Dis. 2020
ts- DMARD planned (v2)e ts-DMARD (v3) » Ability to understand and provide written informed consent. 4. Curtis et al, Arthritis Care Res. 2015

« Male or female 218 years old.
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' . .. * Prior treatment with at least one csDMARD, bDMARD, or tsDMARD. . © o
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