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Revision History

Revision Revision Date Summary of Changes
A 01DEC2020 Initial release

s Updated document title to reference that SAP pertains to interim and
primary analyses (p. 1)

*  Updated study title, introduction, descnption of sdy design, study
visiis and assessments and schedule of assessments o include one-
way crossover and open-label, long-term follow-up per SPM-020 Rev
E (pp. 1,8,9,41, 42)

*  Added Clinicaltrials gov identifier (p. 1)

*  Added abbreviations for MMP3, NRS, PMA, and SAA and removed
VAS (pp. 6-7)

*  Added reference to a separate SAP that details analysis for open-label,
long-term follow-up (p.8)

*  Added that blinding will be maintained until the last enrolled and
randomized subject in Stage 2 completes Week 12 assessments and
the study database is locked (p. 8)

*  Agdded statement that initial 12-week follow-up data along with
available long-term safety data will support PMA application (p. 8)

s  Updated DMC analysis to specify frequency of meetings, the period
when closed sessions are relevant and added data type for open
sessions and a description of the DMC review process (p. 10)

*  Added clarification to notes regarding access 1o study data in Table 3
(p. 12)

B 05MAY2021 * Updated description of actions taken in the event stopping rule is
triggered (p. 12)

*  Added the Co-Pl Rheumatologist’s blinding assessment to Table 4 (p.
13}, Section 8.7 (p. 43), Schedule of Assessments (Appendix A, p. 43)
and mockup tables (Appendix B) and mockup listings { Appendix C)

* (Changed final analysis to primary analysis (p. 13)

s Changed VAS to NRS (p. 21)

* lpdated examples of biomarkers to be analyzed (p. 28)

s lpdated AE relationship categories in table 14.1.3.1 and 14.1.3 3-
1436

*  Removed “Visit” column from listing mockup 16.1.2.12

*  Added association with AESAE to listing mockup 16.1.22

s lpdated biomarkers in listing 16.1.2.6.11 and table 14.1.2.18

*  Removed “Visit” column from listing mockup 16.12.7

s Added mockup listing 16.1.2.8 for device deficiencies

*  Minor editorial changes made throughout document

*  Mmor spelling, formatting, grammatical and typographical errors
fixed throughout document

s Updated Section 5.2, Table 4 and table mockups (Appendix B) by
deleting the PTE population from the primary and key secondary
endpoints
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* Updated enrollment from “up o 250 randomized subjects™ o “at least
240 and up to 250 randomized subjects™ and included information for
240 subjects in power analysis (pp. 9, 10, 12 and 17 )

* |pdates made for consistency with current revision of CLP-001,
Clinical Investigational Protocol SPM-020(The RESET-RA Study)
(pp. 9-10)

*  Updates made for consistency with current version of CLP-003, Data
Monitoring Committee Charter for SPM-020 (The RESET-RA Siudy)

{pp. 11 and 13)
»  Specified the Communication Plan that occurred for Interim Analysis
(pp. 12-13)

*  Added PTE analyses for primary outcome and key secondary
outcomes (pp. 14, 16 and Appendix B pp. 9, 19-20)

*  Clanfied missing data approaches (pp. 14, 20, 21, 26)

*  Generalized language peraining o sofiware requirements for
statistical analysis (p. 13)

*  Added additional strata for Cochran-Mantel Haenszel test and
variables to the MMRM to reflect stratification factors of Stage 1 and
2 subjects (pp. 15-16, 17, able footers throughout Appendix B)

*  Removed reference to collecting safety data once a subject is
withdrawn from the study (p. 16)

C 29JAN2024 *  Added text to delineate the start of the open label/ long term follow-up
period for instances in which a Week 12 assessment date is missing
(p-19)

* Limited requirement to set all subsequent visits to treatment failure in
the case of rescue with oral steroids considering the relatively limited
half-life and averaged use between study visits. (p. 19)

s Specified corticosteroid injection rescue conditions (p. 19)

*  Added detail on methods for calculating and analyzing RAMRIS
scores (pp. 31-32)

*  Removed information on calculation of SF-36 scores and replaced
with reference to the same information which 1s found in the SF-36
User's Manual (p. 32)

* (Clarified information on calculation of the EQ-5D-5L score (pp. 32-
33, Appendix B, pp. 63-67)

* lpdated description of how AEs are categorized for consistency with
siudy protocol. (pp. 33, Appendix B, p. 87)

*  Added allowance for adjudication of “stimulation-related™ AEs in
cases where subject is assigned to control (p. 34)

*  Added sensitivity analysis for protocol deviations that could
potentially bias the primary endpoint assessment (p. 35)

*  Added addifonal Covid-19 analyses (Appendix B, pp. 12-13)

+  Extended study duration by adding 6 visits as part of open-label, long-

D 15JUL2024 .
term follow-up afier completion of Week 12 (pp. 9-11)

CONFIDENTIAL 50f158
May not be reproduced outside of SetPoint Medical without written permission from Document Control.



Statistical Analysis Plan for Interim and Primary Analyses in
SPM-020 (The RESET-RA Study)
Doc# CLP-004 Rev D, 15JUL2024

2 LIST OF ABBREVIATIONS

“ SETPOINT

MEDICAL

Abbreviation Expansion

ACR American College of Rheumatology

AE Adverse event

CARLOS Cartilage Loss Score

CDAl Clinical Disease Activity Index

Cl Confidence mterval

CMH Cochran-Mantel-Haensze|

CMO Chief Medical Officer

CRF Case report form

CSR Clinical study report

DAS Disease Activity Score

DMARD Disease-modifying antirheumatic drug

DMC Data monitoring commiltee

EDC Electronic data capture

EGA Evaluator’s global assessment

eGFR Estimated glomerular filtration rate

EQ-5D-51L EuroQol 5 domains 5 levels

EULAR European League Against Rheumatism

Hg Null hypothesis

Hi Alternate hypothesis

HAQ-DI Health A ssessment Questionnaire Disability Index

hsCRP High-sensitivity C-reactive prolein

IL Intereukin

IRB Institutional Review Board

IRT Interactive response technology

ITT Intent to treat

JAK: Janus kinase inhibitors

LDA Low disease activily

LOCF Last observation carned forward
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“ SETPOINT

MEDICAL

Abbreviation Expansion
MAR Missing at random
MCID Minimal elinically important difference
MedDR A Medical Dictionary for Regulatory Activities
MMP3 Mairix metalloproteinase 3
MMEM Mixed-effect Model Repeated Measure
ME1 Magnetic resonance imaging
NRI Non-responder imputation
NRS Numerical rating scale
oc Observed case
PCS Physical component summary
PD Protocol deviaton
PF Physical functioning
PMA Premarket Approval
PT Preferred term
PTE Per-treatment evaluable
QC Quality check
RA Rheumatoid arthritis
RAMRIS Rheumatoid Arthritis MR Scoring System
RF Rheumatoid factor
SAA Serum amyloid A
SADE Serious adverse device effect
SAE Serious adverse event
SAP Statistical analysis plan
SAS Statistical Analysis Software
5D Standard deviation
SF Social functioning
SF-36 Short Form Survey with 36 items
SGA Subject’s global assessment
SIC28 Swollen joint count for 28 different joints
S0C System organ class
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“ SETPOINT

MEDICAL

Abbreviation Expansion
S0P Standard operating procedure
TEAE Treatment emergent adverse event
TIC28 Tender joint count for 28 different joints
UADE Unanticipated adverse device effect
USADE Unanticipated serious adverse device effect
WHO World Health Organization
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3 INTRODUCTION

This document outlines the statistical analysis plan (SAP) for the RESET-RA study conducted by
SetPoint Medical under protocol SPM-020 entitled “Vagus Nerve Stimulation Using the SetPoint
System for Moderate to Severe Rheumatoid Arthritis: The RESET-RA Study.” The SAP specifies
the data listings, tabular summaries, and analyses to be performed for the primary, secondary and
exploratory endpoints and safety evaluation using the randomized, controlled, double-blind data
through Week 12 to support an application for Premarket Approval (PMA).

The data listings, tabular summaries, and analyses to be performed for the exploratory endpoints
and long-term safety evaluation using the open-label follow-up data through Week 264 are detailed
in a separate SAP (CLP-008). The PMA application will include supporting data on long-term
safety for all subjects for whom long-term data are available at the time of application.

3.1 Study Objective

The overall objective of this study is to evaluate the safety and efficacy of the SetPoint System for
the treatment of adult patients with active, moderate to severe RA who have had an inadequate
response or intolerance to biologic or targeted synthetic DMARD:s.

3.2 Study Design

This is an operationally seamless, 2-stage, randomized, sham-controlled, double-blind, multicenter
pivotal study enrolling at least 240 and up to 250 randomized subjects at up to 45 study centers
across the U.S. Enrollment will be conducted in 2 consecutive stages:

e Stage | with 60 randomized subjects at up to 25 study centers; and

e Stage 2 with approximately 190 randomized subjects at up to 45 study centers, including those
from Stage 1.

There will be a pause in enrollment after enrollment in Stage | is completed. This pause in
enrollment is intended to allow completion of Week 12 assessments by 60 enrolled and
randomized subjects and an interim analysis (see Section 4.2). The primary analysis will occur
after the last enrolled and randomized subject in Stage 2 completes Week 12 assessments, which
is defined as the last subject’s Week 12 visit (see Section 4.3).

After completing primary endpoint assessments at Week 12, there will be a one-way crossover of
control subjects to active stimulation and a 252-week open-label follow-up with all subjects
receiving active stimulation to evaluate long-term safety. Blinding will be maintained until the last
enrolled and randomized subject in Stage 2 completes Week 12 assessments, and the study dataset
for the primary analysis is locked.

33 Study Visits and Assessments

On the same day that written consent is obtained, each subject will undergo physical examination,
RA disease activity assessments and review of prior and current RA medications to confirm their
initial eligibility and baseline values for the primary and key secondary efficacy endpoints. The
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remaining screening assessments, including blood work and pre-surgical clearance, will be
completed prior to Implant Procedure, which shall be performed within 30 days from informed
consent. Post-Surgical Clearance will be performed between 14 and 21 days from Implant
Procedure. Day 0 assessments, randomization and initial device titration will be performed after
completing Post-Surgical Clearance and within 14-21 days from Implant Procedure. There will be
3 additional device titration visits (Titration 1, 2, 3 at Week 1, 2 and 3, respectively), 3 follow-up
RA assessment visits (Week 4, 8, 12 primary efficacy endpoint and a one-way crossover) as
detailed in Schedule of Assessments (see Appendix A).

During open-label, long-term follow-up there will be 3 device titration visits ( Titration 4, 5, 6 at
Week 13, 14, 15, respectively), and 2| follow-up RA assessment visits every 12 weeks from Week
24 through Week 264 (end of study) as detailed in CLP-001.

34 Sample Size and Power

The sample size is calculated based on an estimated 60% response rate at Week 12 in the treatment
group and 30% response rate at Week 12 in the control group. A sample size of 250 randomized
subjects, 125 in each group, offers 96% power to detect a difference of 30% at the one-sided alpha
of 0.025. 1f the true response rates are 50% in the treatment and 30% in the control group, the
sample size of 250 subjects has 77% power to detect a difference of 20% at the one-sided alpha of
0.025. The table below provides additional power calculations for 250 subjects using estimated
response rates of 20 to 40% in control and 35-70% in treatment (Table 1). The table also shows
power if enrollment ends at 240 subjects. The decrease in power is <1% for all scenarios and most
often <0.5%.

Table 1: Power Calculation Based on Estimated ACR Response Rate

Control (%) Treatment (%a) Difference (%) Power Power
N=250 N=240
20 50 30 0.967 0966
20 45 25 0917 0916
20 40 20 0.812 0.807
20 35 15 0.609 0.601
30 60 30 0.959 0959
30 55 25 0.900 0.898
30 50 20 0.773 0770
30 45 15 0555 0.549
40 70 30 0.959 0958
40 635 25 0.897 0.893
40 60 20 0.762 0.750

All p-values are one-sided based on the chi-square test stratified incomplete response to JAKI and include
futility stopping. Power based upon 1,000,000 simulations per scenario.
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The smallest statistically significant difference that can be detected in the sample of 250
randomized subjects ranges from 11.2% to 12.8% for control rates of 20% to 40%, respectively.

4 TYPE OF PLANNED ANALYSIS
4.1 DMC Analysis

An independent Data Monitoring Committee (DMC) consisting of external, independent
rheumatology, surgery and biostatistics experts will be assessing the safety and efficacy of the
interventions during the trial and perform ongoing monitoring of overall study conduct. The
DMC’s role and responsibilities and the scope of study oversight are detailed in the DMC Charter,
which defines the DMC membership, meeting logistics, and meeting frequency.

After initiation of the study, the DMC will meet regularly (i.e., after enrollment of every 15
subjects through Stage 1 and once every three months from the start of Stage 2 until the last study
subject has been enrolled, and then once every six months after completing Stage 2 enrollment
through Week 264. In accordance with the DMC Charter, the DMC will provide recommendations
for continuing or stopping the study based on their ongoing review of cumulative safety data,
including reasons for screening failure, subject disposition, AEs, SAEs, device deficiencies,
protocol deviations, and concomitant medications, as well as descriptive summaries of TIC28 and
SIC28. At the end of Stage 1, the DMC will review the outcomes of a formal interim analysis (see
Section 4.2). Closed Sessions will occur until the study is unblinded afier data lock and primary
analysis.

4.2 Interim Analysis

One formal interim analysis is planned at the end of Stage 1 when approximately 60 randomized
subjects have reached their Week 12 endpoints. The purpose of this interim analysis is to check
for safety risks and a lack of efficacy prior to commencing enrollment for Stage 2. No early success
stopping may possibly occur. Therefore, there is no alpha-spending as there is no possibility for
early claim. As these data contribute to the overall device experience for the safety review, and no
early success stopping is permissible, no Type I error inflation occurs with such interims.

4.2.1 Stopping rule

The DMC and FDA will review the 12-week unblinded data from Stage |, including
demographics, efficacy, safety, enrollment rates, and device implantation rates, and determine
whether the following stopping rule is met:

e The observed difference between treatment and control in the proportion of subjects achieving
the ACR20 response at Week 12 from baseline on the day of informed consent is less than
10%.
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This stopping rule in 60 subjects balances the need to stop a trial with a projected low probability
of success with a need to avoid prematurely stopping a potentially successful trial after Stage 1,
given the decision is based on a dichotomous endpoint in a relatively small number of subjects.

For illustrative purposes, the table below provides stopping probabilities for 60 randomized
subjects and their effect on power in 250 randomized subjects, using an estimated ACR20 response
rate of 30% in the control group and a range of 35-60% in the treatment group (Table 2). The
proposed rule has a 50% probability of stopping a study having < 30% power to meet the primary
efficacy objective in 250 subjects. Type | error is maintained at 2.5% even without the futility
stop. The lastcolumn in the table shows power if enrollment ends at 240 subjects. Again, the power
decreases by < 1% in all scenarios.

Table 2: True Probability of Stopping after Stage | and Power of Study Success Based on Pooled Data

Control Treatment Probability of Stopping Power Power
N = 60 (Stage 1) N =250 (Stage 1+2) N =240 (Stage 1 +2)
30% o0% 0.040 0.959 0.959
30% 55% 0.089 0.900 0.898
30% 50% 0.173 0.773 0.770
30% 45% 0.293 0.555 0.549
30% 4% 0.444 0.291 0.282
30% 35% 0.608 0.096 0.093
30% 3% 0.760 0.017 0.017

Operating characteristics calculated by simulating 1,000,000 trials per scenano using chi-square test.

4.2.2 Communication plan

The Stage | efficacy and safety data for all 60 enrolled and randomized subjects will be exported
from the database and directly delivered to an independent, non-voting, biostatistician who will
analyze the data and report to the DMC without any involvement from the sponsor and study
biostatisticians (Table 3). The independent biostatistician will analyze the data by randomization
group, create an interim report and submit the report with the datasets, programs and program
outputs to the DMC. The interim report will be reviewed by the DMC in a Closed Session. The
DMC Chairperson will convey whether or not the stopping rule is triggered to the Chief Executive
Officer (CEQ) of SetPoint Medical.

If the stopping rule is triggered, the CEO or designee will notify the FDA about the DMC's
decision and the study will be terminated. The study will be unblinded, and all Stage 1 data
analyzed. The sponsor will submit to the FDA a report with the DMC’s decision together with the
datasets, programs and program outputs as well as any proposals for further clinical research.

If the stopping rule is not triggered, the sponsor will initiate an IDE Supplement to the FDA to
request commencement of Stage 2 enrollment, and will provide the name and contact information
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of the statistician from whom the FDA will request the Interim Report containing unblinded data.
The unblinded data will be provided directly to the FDA upon request, maintaining blinding of the
sponsor. The study will advance to Stage 2 only after receiving approval from the FDA _

The DMC Chairperson may also convey to the CEO the point estimates for ACR20 response rate
in the treatment and control groups, if requested by the Board of Directors or potential key
investors as a contingency for financing of Stage 2. The request and response will be documented
and not shared with anyone directly or indirectly involved in the management of the study. The
access to and communication of the interim findings will be tightly controlled to mitigate the
introduction of operational bias and documented in reports submitted by the CEO to the DMC
Chairperson following the communication procedures detailed in the DMC Charter.

Table 3: Interim Data Access Matrix

Department/Role Blinded Unblinded Note

CEO B - Receiving DMC's recommendations and decision as ves or no on the
Stage 1 stopping rule and point estimates if requested by the board or
investors as a contingency for financing Stage 2

Clinical Operations' B - Mot having access to randomization assignments or DMC Closed
Session reports to preserve blinding of everyone involved directly or
indirectly in the study conduct until locking the study dataset for the
primary efficacy analysis at Week 12

Climical Data B - Consultants to sponsor responsible for managing EDC and IRT,

Management generating blinded data exports and not having access to randomization
assignments until locking the study dataset for the primary efficacy
analysis at Week 12

Study Biostatisticians B - Consultants to sponsor responsible for programming but not having
access to randomization assignments until locking the study dataset for
the primary efficacy analysis at Week 12

Independent -- u Non-voting statistician reporting to DMC responsible for receiving

Biostatistician blinded data exports, accessing randomization assignments, conducting
unblinded analyses and preparing outputs for review during DMC closed
sessions

DMC - u DMC chairperson, biostatistician, and clinicians participating in closed
meetings

Abbreviations: B, blinded; CMO, Chief Medical Officer; CRA, clinical research associates; DMC, data monitoring
committee; EDC, electronic data capture; IRT, Interactive response technology; U, unblinded:.

'Clinical operations includes, but is not limited to, Chief Medical Officer, Vice President of
Clinical Affairs, Managers of Clinical Affairs/Operations, Clinical Research Associates, Field
Clinical Engineers
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4.3 Primary Analysis

After the last enrolled and randomized subject in Stage 2 has completed all Week 12 assessments
or been lost to follow-up, all outstanding data queries related to primary analysis have been
resolved or determined to be unresolvable, and the data have been cleaned, finalized and locked,
the study blind will be broken, and the primary analysis of the efficacy and safety data will be
performed. The primary analysis at Week 12 will include all population analyses and endpoints
using pooled data from all subjects enrolled and randomized in Stage | and 2 (Table 4: Summary
of Primary and Secondary Efficacy Endpoints at Week 12).

Table 4: Summary of Primary and Secondary Efficacy Endpoints at Week 12

Endpoint Display ITT PTE Sensitivity Subgroup  Missing Data
Imputation
Primary
ACR20 response T,L Y Y Y [1] Y NRI
Key Secondary Adjusted for Multiplicity
ACR20 response from Day 0 T,L Y Y Y [1] Y NRI
DAS28-CRP good'moderate EULAR response T,L Y Y Y [2] Y NRI
DAS28-CRP response (MCID) T,L Y Y Y [2] Y NRI
HAQ-DI response (MCID) T.L Y Y Y [2] Y NRI
Exploratory Secondary [3]
ACRS0/T0 response T.L Y - - - -
ACE. Components (TJC28, SIC28, Subject Pain, T,L Y - - - -
SGA, EGA, HAQ-DI, hsCRF) 20/50/70 response
Mean HAQ-DI score change at Week 12 T.L Y -- - - -
DAS28-CRP score change, LDA/remission T.L Y - - - -
CDAI score change, LD A/remission, response T.L ¥ -- - - -
SF-36/PCS/MCS score change T.L ¥ -- - - -
E()-5D-5L score change T,L Y - - - -
RAMRIS (bone erosion, osteitis, synovitis, T,L Y -- - - -
CARLOS) score change, progression (bone erosion)
Percent change in plasma biomarkers T,L Y - - - -
BI for subject’s blinding assessment T,L Y Y - - -
BI for Joint Evaluator’s blinding assessment T.L ¥ ¥ - - -
BI for Co-PI Rheumatologist’s blinding assessment T,L Y Y - - -

Abbreviations: ACR, American College of Rheumatology; BI, Bang s blinding index; CARLOS, cartilage loss score; COAL Clinical Disease Activity Index; CRF,
C-reactive protain; DAS, Disease Activity Score; EGA, evaluator 5 global assessment; EQ-50-5L, EuroQol § domains § levels; EULAR, European League Against
Rhewmatism; HAQ-DM, Health Assessment Questionnaire Disability Index; hsCRP, high sensitivity CRP; ITT, intent to treat; L, listings; LDA, low disease activity;
NRI non-responder imputation; PTE, per treatment evaluable; RAMRIS, Rheumatoid Arthritis MRI Scoring System; SF-36, Short Form Survey with 36 items; SGA,
subject 5 global axsessment; T, tables; TIC, tender joint count; 8IC, swollen joint count; ¥, yes.

Mote: All response rates are &t Week 12 based on change from baseline, unless stated otherwise. Refer to Section 8.1 for definitions of missing data imputation

stmtegies. Refer to Sections 8.2, 8.3, 84 and 8.6 for definition of response for specific endpoints. All score values are determined at all imepoints and for change
from baseline,

[1] Sensitivity analyses for rescue treatments and missing data,
[2] Sensitivity analysis for timing of baseline, rescue treatments and missing data,
[3] Approaches to handling of missing data are given in Section 8.1
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5 STATISTICAL METHODS
5.1 General Considerations for Data Analyses

The primary efficacy endpoint, all secondary efficacy endpoints, exploratory analyses identified
here, and safety evaluations are considered a priori analyses because they have been prespecified
in the SAP prior to locking the dataset and reviewing unblinded results. All other analyses, if any,
designed subsequent to locking the dataset will be considered post-hoc analyses, and their results
will be considered exploratory. Any post hoc analyses will be clearly identified in the clinical study

report.

Continuous data will be summarized in terms of the mean, SD. median. minimum, maximum and
number of observations, unless otherwise stated. The minimum and maximum will be reported to
the same number of decimal places as the raw data recorded in the database. The mean and median
will be reported to | more decimal place than the raw data recorded in the database. The SD will
be reported to 2 more decimal places than the raw data recorded in the database. In general, the
maximum number of decimal places reported shall be 4 for any summary statistic.

Categorical data will be summarized in terms of the number of subjects providing data at the
relevant time point, frequency counts and percentages. If not stated otherwise, percentages will be
presented with one decimal place. Percentages will not be presented for zero counts. Percentages
will be calculated using n as the denominator. 100% will be presented without decimal places.

P-values greater than or equal to 0.001, in general, will be presented to 3 decimal places. P-values
less than 0.001 will be presented as *“< 0.001™.

95% Confidence intervals (CI) will be presented to 1 more decimal place than the raw data. Unless
stated otherwise, a two-sided 95% confidence level will be caleulated when confidence interval is
presented.

Data from the protocol-specified visits (i.e., as reported in CRF) will be used in the summary tables
(Appendix B) and data listings (Appendix C). All report outputs will be produced using a
software package widely recognized as acceptable for analyzing clinical data in a secure and
validated environment.

The analyses for the primary and secondary efficacy endpoints are detailed below:

e The primary ACR20 response at Week 12 will be analyzed with the Cochran-Mantel-Haenszel
(CMH) test. For Stage | subjects, stratification factors are prior inadequate response or loss of
response to JAKI and RA disease severity of < 4 TIC28 or < 4 SIC28 at Day 0. For Stage 2
subjects, stratification factors are RA disease severity at Day 0 and inadequate response or loss
of response to = 4 biological DMARDs with = 2 mechanisms of action. Other binary response
endpoints at Week 12 will be analyzed similarly.

e The secondary efficacy endpoints that are continuous variables (change from baseline) will be
analyzed using Mixed-effect Model Repeated Measure (MMRM) statistics. The repeated-
measures analysis will be based on the restricted maximum likelihood method assuming an
unstructured covariance structure to model the within-subject errors. The model, including:
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treatment group; stratification factors - inadequate response or loss of response to JAKi and
RA disease severity at Day 0 (Stage 1 subjects): RA disease severity at Day 0 and inadequate
response or loss of response to = 4 biological DMARDSs with = 2 mechanisms of action (Stage
2 subjects); visit (all visits from Week 4 to Week 12); and treatment-by-visit interaction as
fixed effects and baseline as a covariate. will be used to test the difference between the
treatment and control group in a given efficacy endpoint change from baseline to Week 12.
The data collected after receiving rescue therapy will be set to missing. Therefore, the MMRM
analysis assumes a missing-at-random (MAR) mechanism for missing data due to dropout and
post-rescue data.

5.2 Analysis Populations

Analysis population defines the subjects to be included in an analysis. The primary efficacy
analyses for the primary and key secondary endpoints will be conducted on the intent-to-treat (ITT)
and per-treatment-evaluable (PTE) populations. The exploratory analyses will be conducted on the
ITT population as detailed in Table 4. All analysis populations are defined below:

e [TT population. All enrolled and randomized subjects in Stage | and 2.

e PTE population. Subjects from ITT population who have received the assigned treatment, who
have no major procedural protocol deviations (see Section 9.2) and for whom follow-up data
are available.

e Safety population. All enrolled subjects in Stage 1 and 2.
53 Baseline

Information and RA disease activity assessments collected during Screening on the day of
informed consent will be used to confirm initial eligibility and as the baseline assessments for
determination of the primary and key secondary efficacy endpoints (Table 5).

Baseline assessments for the exploratory endpoints (e.g., EQ-5D-5L, SF-36, RAMRIS,
biomarkers) will be collected during Screening.

Table 5: RA Disease Activity Assessments to Be Collected on the Day of Informed Consent and Used as the
Baseline Assessments for Determination of the Primary and Key Secondary Efficacy Endpoints

Endpoint HAQ-DI  SGA Swbject TICI8  SJCI8 EGA hsCRP
Pain
Primary
ACR ) response Y Y Y Y Y Y Y
Key Secondary Adjusted for Multiplicity
ACR 2 response from Day 0 Y Y Y Y Y Y Y
DAS2E-CRP good/modemte EULAR response - Y - Y Y - Y
DAS2E-CRP mesponse (MCID) - Y - Y Y - Y

HAQ-D response (MCID) Y - - - - - -
Abbreviations: ACR, American College of Rheumatology; CRP, C-reactive protein; DAS, Diseare Activity Score; EGA, evaluator s global
assessment; EULAR, Ewropean League Against Rheumatism; HAQ-DI Health Assessment Questionnaire Disability fndex; hsCRE, high
sengitivity CRP; 8GA, subject’s global assessment; TIC, tender joint count; SJC, swollen joint count; ¥, yes.

Mote: All response rates are at Week 12 based on change from baseline at the time of informed consent, unless stated otherwise

CONFIDENTIAL 16 of 158
May not be reproduced outside of SetPoint Medical without written permission from Document Control.



Statistical Analysis Plan for Interim and Primary Analyses in - s ETPOI N T

SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024

54 Study Day Calculation

Study day is calculated relative to the date of Day 0 (randomization) and will appear in the listings
where applicable. 1f the date of event is on or after Day 0, study day will be calculated as:

Study day = date of event — date of Day 0 (randomization)
55 Randomization

After completing the protocol-required assessments at Day 0, all enrolled subjects (i.e., meeting
all the inclusion and none of the exclusion criteria in whom the implant procedure was attempted)
that were implanted will be assigned in a 1:1 ratio to either the treatment or the control group. The
randomization scheme will be generated by the study biostatisticians and implemented centrally
through Interactive Response Technology (IRT).

The randomization will be stratified to help ensure balanced distribution between treatment groups.
For Stage | subjects, stratification factors are inadequate response or loss of response to JAKI and
RA disease severity of <4 TJC28 or < 4 SJC28 at Day 0. For Stage 2 subjects, stratification factors
are RA disease severity at Day 0 and inadequate response or loss of response to = 4 biological
DMARDs with = 2 mechanisms of action.

Enrollment will continue until at least 240 and up to 250 subjects are randomized. If there are
discrepancies in stratification factor values between the IRT and EDC systems, the data recorded
in the EDC will be used for analyses.

5.6 Change from Baseline Calculation

Percent change from baseline to any time point (e.g., Day 0, Week 4, 8 or 12) will be calculated
as follows:
[Value (Post-baseline) — Value (aseling)] / Value gaseliney X 100

A negative value reflects a decrease in a given parameter, while a positive relative difference
reflects an increase in the parameter.

5.7 Relative Difference Calculation

Relative difference between treatment and control groups at any time point will be calculated as:
[Value ; — Value ;] / Value . x 100

A negative relative difference reflects a decrease in a given parameter on the treatment side
compared to control, while a positive relative difference reflects an increase in the parameter on
the treatment side compared to control.
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5.8 Missing Dates

In analysis of AEs and medication, a complete date will be established in order to identify AEs or
medication as occurring during treatment or not. For handling partially reported onset/start and
outcome/end dates for AEs or medication the following algorithms are applied:

s AEs:
o Missing onset day, but month and year present:
= If baseline visit occurred in the same month and year as the occurrence of the AE, then
the onset day of the event is assigned to the date of baseline visit.

* Otherwise, the onset day is set to the first day of the month (e.g., XX-Sep-2020 is
considered as 01-Sep-2020).

o Missing onset day and month, but year present:
= If baseline visit occurred in the same year as the occurrence of the AE, then the onset
date of the event is assigned to the date of baseline visit.

* Otherwise, the onset day and month is set to 01 January (e.g., XX-XXX-2020 is
considered as 01-Jan-2020).

o Missing outcome day, but month and year present:
* The day is set to the last day of the month (e.g., XX-Sep-2020 is considered as 30-Sep-
2020).

o Missing outcome day and month, but year present:
* The outcome day and month is set to 31 December (e.g., XX-XXX-2020 is considered
as 31-Dec-2020).

¢ Medications:
o Missing start day, but month and year present:
= If baseline visit occurred in the same month and year as the occurrence of the
medication, then the start day of the medication is assigned to the date of baseline visit.
Otherwise, the start day is set to the first day of the month (e.g., XX-Sep-2020 is
considered as 01-Sep-2020).

o Missing start day and month, but year present:
= If baseline visit occurred in the same month in the same year as the occurrence of the
medication, then the start date of the medication is assigned to the date of baseline visit.

* Otherwise, the start day and month is set to 01 January (e.g., XX-XXX-2020 is
considered as 01-Jan-2020).

o Missing stop day, but month and year present:
* The day is set to the last day of the month (e.g., XX-Sep-2020 is considered as 30-Sep-
2020).

o Missing stop day and month, but year present:
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* The stop day and month is set to 31 December (e.g., XX-XXX-2020 is considered as
31-Dec-2020).

e Date of RA diagnosis:
o Missing day, but month and year present:
* Date is set to the first day of the month (e.g., XX-Sep-2010 is considered as 01-Sep-
2010).

o Missing day and month, but year present:
* Date is set to 01 January (e.g., XX-XXX-2010 is considered as 01-Jan-2010)

o  Week 12 visit:
o If the Week 12 visit date is missing (e.g., the subject missed the Week 12 assessment but
is still participating in the study), the Week 12 visit date will be set to the date that
subject's MicroRegulator was re-registered for open-label, long-term follow-up

5.8.1 Missing data for efficacy and safety endpoints

Missing data for each efficacy endpoint will be handled as described in Sections 8.2, 8.3, 8.4 and
8.6.

For continuous endpoints, change from baseline will be set to missing at visits with missing post-
baseline values or where data were imputed to missing. Continuous efficacy endpoints will be set
to missing for subjects who received rescue treatment before Week 12.

For binary endpoints, subjects with missing efficacy data, early withdrawals, or subjects who
received rescue treatment before Week 12 will be imputed as non-responders and therefore treated
as a failure (e.g., no ACR20/50/70 response, DAS28-CRP remission or no moderate/good EULAR

response).

Additional rules for handling of missing data and rescue treatments are detailed below:

o  Missing efficacy data. Visits with missing data (due to a missed visit or missing component
of a composite endpoint) will be set to treatment failure.

e Early withdrawals. Only visits following the early withdrawal visit will be set to treatment
failure.

e Prednisone equivalent =10 mg/day. The visit after a period (time from previous visit up to the
day before the current visit) of average daily corticosteroid use exceeding 10 mg/day
prednisone will be set to treatment failure and continuous endpoints set to missing due to
rescue.

e Corticosteroid injection. 1f subject received a corticosteroid injection within 30 days prior to
a study visit, that visit will be set to treatment failure and continuous endpoints set to missing
due to rescue.

e  bits/icsDMARD. Subjects who receive treatment before Week 12 with biologic, targeted
synthetic, or additional conventional synthetic DMARD, or increased dose of background
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conventional synthetic DMARD will be set to treatment failure at all subsequent visits and
continuous endpoints set to missing due to rescue.

e Missing baseline value. For efficacy endpoints, a missing value at baseline will not be imputed,
and the endpoint will be set to missing for all visits.

o  Missing analytes/ retests. If an analyte value is missing/its concentration cannot be reliably
determined (e.g., sample was lost, damaged, etc.), a retest value will be used for that analyte.
If an initial value is non-missing and reliable but the analyte was retested, the value that
coincides with the date of clinical assessment will be used. If neither an initial nor retest value
is available, the analyte value will be set to missing.

5.8.2 Multiple Assessments and Visits

If a variable (e.g., MRI, TIC, SJC) has been assessed multiple times at the same visit, only the last
assessment will be used.

Only completed scheduled visits will be included in summary tables (Appendix B). Listings will
include scheduled and unscheduled visits (Appendix C).

5.9 Data Assurance

All tables, figures and data listings to be included in the report will be independently checked for
consistency, integrity and in accordance with the study sponsor’s SOPs.

5.10 Consistency Across Study Centers

The consistency of ACR 20 response rate across the study centers will be evaluated using Breslow
Day test for homogeneity. Any center with < 5 subjects with ACR20 data in any treatment group
will be pooled from largest to smallest until the pooled center has 5 subjects in each treatment
group. If heterogeneity is found, exploratory analysis will be conducted to investigate the issue.
This may include analysis adjusted for baseline characteristics that significantly differ across sites.

5.11 Coding Dictionaries

AEs will be coded using the Medical Dictionary for Regulatory Activities (MedDRA, version 21.0
or later). Concomitant medications will be coded using the March 2019 or later version of the
WHO Drug Global dictionary.

6 SUBJECT DISPOSITION
6.1 Subject Enrollment and Disposition

A summary of subject enrollment will be provided by treatment group for each site. The summary
will present the number and percentage of subjects enrolled. For each column, the denominator for
the percentage calculation will be the total number of subjects analyzed for that column.
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A similar enrollment table will be provided by stratification factor stratum. The denominator for
the percentage of subjects in the stratum will be the total number of enrolled subjects. If there are
discrepancies in the value used for stratification assignment between the IRT and EDC systems,
the value collected in the EDC will be used for the summary.

A listing of subjects with discrepancies in the value used for stratification assignment between the
IRT and EDC systems at the time of data finalization will be provided.

The randomization schedule used for the study will be provided in a listing and as an appendix to
CSE.

The number and percentage of subjects in whom the implant procedure was attempted and in
whom it was successful will be summarized. The primary reason for subject discontinuation will
be summarized. Screen failures will be reported in the data listings and the summary table. Data
for subject disposition, including termination date and reason, will be listed.

7 DEMOGRAPHICS AND BASELINE CLINICAL CHARACTERISTICS

Demographic data (i.e., age, gender, race, ethnicity) and baseline clinical characteristics (i.e., years
since RA diagnosis, treatment history with biologic, targeted synthetic and conventional synthetic
DMARDs, baseline clinical variables) will be summarized per treatment group and overall using
descriptive statistics for continuous variables and using number and percentage of subjects for
categorical variables.

] EFFICACY ANALYSES
8.1 General Considerations

8.1.1 Missing endpoint data imputation

Below are the descriptions for the imputation methods that may be used throughout the efficacy
analyses:

e  (Observed case (OC). Missing values remain missing. For the categorical composite endpoints,
in the case that some components are missing, the composite endpoint assessment will be
derived based on the non-missing components. If non-missing components are not sufficient
to determine final composite endpoint, then the composite endpoint will be set as missing. For
continuous composite endpoints, if any components are missing, the composite endpoints will
be set as missing.

e Last observation carried forward (LOCF). Baseline and Day 0 measurements will not be
carried forward to post-baseline. Only measurements post Day 0 will be LOCF for continuous
and binary response measures. For the composite endpoints, the last non-missing, post-Day 0
observation will be carried forward to subsequent visits for each individual component first,
and then the composite endpoints using individual components imputed by LOCF will be
calculated as described above. If a subject does not have a non-missing observed record for a
post-Day 0 visit, the last post-Day 0 record prior to the missed visit will be used. If the last
non-missing observation prior to the missing visits cannot be determined due to multiple
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measurements occurring at the same time or the time not available within the same day, the
worst outcome will be used for LOCF. If missing components still exist after LOCF, the
composite endpoints will be calculated using the same rules as described in OC.

e  Non-responder imputation (NRI). For all binary response measurements, starting from OC, all
missing will be set as non-responders.

If subject only had baseline measurements, LOCF and OC analyses will not include this subject.
But this subject will be treated as non-responder in NRI analyses.

8.2 Clinical Variables

8.2.1 TJC28 and SJC28

The assessment for swelling is the total number of joints with a present swelling and ranges from
0 to 28 for SJIC28. The assessment for tendemess is the total number of joints with a present
tendemess and ranges from 0 to 28 for TIC28. The following 28 joints will be taken into account
for TIC28 and SJC28: shoulder (2 joints), knee (2), elbow (2), wrist (2), fingers (PIP, MCP: 20).
All joint assessments will be performed by an independent, blinded joint evaluator. Artificial,
ankylosed and missing joints are excluded from swelling and tenderness assessment.

If there are missing observations for tender or swollen joints, then the remaining observations will
be assessed and weighted by dividing the number presented by number of non-missing and by
multiplying by 28 for the joint count. No imputations for individual joints will be done. If a joint
is not evaluable at baseline, then that joint is set to missing throughout the study. If data for more
than 50% of the joints are missing at the time of a given assessment, then the total count will be
set to missing for that visit.

8.2.2 SGA
Subjects will complete a global assessment of their RA disease activity using the subject’s global
assessment of disease activity (SGA) item, a numerical rating scale (NRS) from “0" (inactive) to
“10™ (very active).
No imputations for missing data will be done.

8.2.3 Subject’s Pain Assessment

Subjects will assess the severity of their current RA-related pain using a NRS from “0" (no pain)
to “10™ (worst pain imaginable).

No imputations for missing data will be done.
8.24 EGA

The joint evaluator will complete the evaluator’s global assessment of disease activity item (EGA)
using a NRS from “0" (inactive) to *“10™ (very active).
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No imputations for missing data will be done.
8.2.5 HAQ-DI

The functional status of the subject will be assessed by means of the Health Assessment
Questionnaire Disability Index (HAQ-DI). This 20-question instrument assesses the degree of
difficulty a person has in accomplishing tasks in 8 functional areas:

e Dressing and grooming

e Arising
e Eating

e Walking
e Hygiene
e Reach

e  Grip

e Common daily activities

Each functional area contains at least 2 questions. For each question, there is a 4-level response
set that is scored from 0 (without any difficulty) to 3 (unable to do). If aids or devices or physical
assistance are used for a specific functional area (Table 6), and the maximum response of this
functional area is 0 or 1, the according value is increased to a score of 2.

Table 6: HAQ-DI Category Scores Depending on Aids, Devices or Physical Assistance

Aid or Equipment Will be Associated with Category Score
Walking stick/frame, crutches, wheelchair Walking
Aids used for dressing Diressing and grooming
Specially adapted utensils Eating
Specially adapted chair Rising
Raised toilet seat, bath rail, bath seat Hygiene
Long-handled appliance in bathroom Hygiene
Long-handled appliance for reaching Reach
Jar opener Grip
Other (1) Dressing & grooming, rising, eating, walking
Other (2) hygiene, reach, grip, common daily activities

If “other” is marked as an aid or equipment, then this can be assigned to a group of four functional
areas and will be handled as an aid or equipment for each of the four functional areas. Therefore,
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if the maximum score of a functional area is 0 or 1, that value is increased to a score of 2 for each
of the four functional areas.

Regarding these corrections, the highest response within each functional area determines the score
of that specific functional area. If no questions within a given functional area were answered, no
score will be provided for that category (even if answers on aids or equipment are available).

HAQ-DI score is only calculated if there are at least 6 functional area scores available. The average
of these non-missing functional area scores defines the continuous HAQ-DI score ranging from 0
to 3. If there are less than 6 functional area scores available, no imputation will be done, and the
HAQ-DI will be set to missing for the corresponding assessment.

A HAQ-DI score reduction from baseline by 0.22 represents the MCID.
8.2.6 hsCRP
Blood concentration of hsCRP (mg/L) for all subjects will be determined by a central laboratory.
8.3 Primary Efficacy Endpoint
o  ACR20 response at Week 12

8.3.1 Definition

A subject achieves ACR20 response when this subject experiences a = 20% improvement from
baseline on the day of informed consent to Week 12 in TJC28, SJIC28, and at least 3 of the
following 5 items:

e Subject's pain assessment

* SGA

* EGA
 HAQ-DI
» hsCRP

For all visits, if any of the component scores are missing, then those scores will be considered as
not having met the criteria for improvement. If 3 or more of the 5 remaining ACR measures are
missing, ACR20 will each be considered as “no response” in the final dataset.

For component scores with missing baseline values or a baseline value of 0, the percentage
improvement cannot be calculated, and the component will be considered as not having met the
criteria for improvement for all visits.

8.3.2 Statistical Hypothesis

The hypothesis of interest is:
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Ho: pt-pec=10
Hi:pe-pec=0

where ptis the response rate in the treatment group and pe is the response rate in the control group.
The study will test the null hypothesis (Ho) that there is no difference between the treatment and
control groups in the proportion of subjects achieving ACR20 response at Week 12 versus the
altemative hypothesis (H1) that treatment group response rate exceeds the control group response
rate. The study will be considered successful if there is a statistically significant improvement in
the proportion of subjects with ACR20 response in favor of the SetPoint System at the one-sided
alpha of 0.025.

8.3.3 Primary Analysis
The primary analysis of the ITT population will be the CMH test. ACR20 response is the outcome
variable. Subjects who received rescue treatment before Week 12 or who had missing data at Week
12 will be considered non-responders in the primary analysis.

8.3.4 Sensitivity Analyses

Sensitivity analvsis for rescue intervention

Because rescue interventions can potentially confound the primary efficacy outcome, a sensitivity
analysis will be performed to test the robustness of the efficacy conclusion to actual interventions
given.

In this analysis, data imputations will be performed if intervention is given prior to Week 12, then
ACR20 value prior to the intervention will be used in the analysis (LOCF).

Sensitivity analvsis for missing daia

Subjects with missed visit, lost to follow-up or partial ACR20 will be considered as missing data.
If more than 5% of the primary efficacy data are missing, the following imputation analyses will
be performed to assess the sensitivity of conclusions to missing data:

e A “tipping point” analysis in which all the primary analysis will be performed with all
combinations of missing data. For instance, with M¢ subjects with missing Week 12 data in
the control group and M, subjects with missing Week 12 data in the treatment group, then all
Mc % Mt possible interims are completed. Between-treatment comparisons will be performed
using a chi-squared test for each possible combinations of J (from 0 to Mc ) and K (from 0 to
Mt). The tipping point analysis will include the following cases:

o Impute “ACR20 responder” for all missing values in the control group and “ACR20 non-

responder” in the treatment group: this is a worst-case imputation.

o Impute “ACR20 non-responder” for all missing values in the control group and “ACR20
responder” in the treatment group; this is a best-case imputation.
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o If the decision about the null hypothesis using worst-case imputation agrees with the
decision about the null hypothesis using best-case imputation, the tipping point analysis
will include no further cases.

e In addition, an analysis will be conducted in which ACR20 responder or non-responder will
be imputed based upon the last observed value (at Week 8 or Week 4) according to fully
conditional specification predictive mean matching multiple imputation approach of Berglund
and Heeringa (2014).

8.35 Subgroup Analyses
The primary efficacy endpoint will be examined using the following subgroups (including but not
limited to the ones listed below):
o Age (<65 vs. =65)
s (Gender (male vs. female)

e Race(White vs. Non-White, including Black or African American, American Indian or Alaska
Native, Asian, Native Hawaiian or other Pacific Islander)

e Duration of RA (< 5 years vs. = 5 to < 10 years vs. > 10 years)

e Number of prior biologic and targeted synthetic DMARDs (e.g., <4 vs. = 4)

s Prior use of JAKi (Yes vs. No)

e RA disease activity at Screening (DAS28-CRP < 5.1 vs. DAS28-CRP = 5.1)

e Moderate-to-severe RA at Day 0 (<4 TIC28 or <4 SJC28 vs. = 4 TJC28 and = 4 SIC28)

8.4 Key Secondary Endpoints

e  ACR20 response at Week 12 from Day 0

e DAS28-CRP good/moderate EULAR response at Week 12 from baseline
e DAS28-CRP response (MCID -1.2) at Week 12 from baseline

e HAQ-DI response (MCID -0.22) at Week 12 from baseline

8.4.1 Definitions of key secondary endpoints

ACR20 response at Week 12 from Day ()

A subject achieves ACR20 response when this subject experiences a = 20% improvement at Week
12 from the post-surgical baseline at Day 0 in TJC28 and SJC28 and 3 out of 5 ACR core measures
and follows the same general and statistical analyses as for ACR20 response at Week 12 from
baseline on the day of informed consent (see Section 8.3.1).
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DAS28-CRP good/moderate EULAR response at Week 12

DAS28-CRP EULAR response at Week 12 is defined based on the combination of the current
DAS28-CRP score and its improvement relative to baseline on the day of inform consent as
illustrated in Table 7.

Table 7: EULAR Response Criteria

DAS28-CRP Score DAS28-CRP Score Decrease from Baseline Value
Week 12 >1.2 >0.6t0<1.2 <0.6
=32 Good response Moderate response Mo response
=32t0=5.1 Moderate response Moderate response Mo response
=51 Moderate response Mo response Mo response

A subject is considered having a moderate treatment response at Week 12 if:

e DAS28-CRP score improvement from baseline to Week 12 is = 0.6 and < 1.2, and the DAS28-
CRP score at Week 12 is<5.1; or

e DAS28-CRP score improvement from baseline to Week 12 is > 1.2, and the DAS28-CRP score
at Week 12 is = 3.2,

A subject is considered having a good treatment response at Week 12 if:

e DAS28-CRP score improvement from baseline to Week 12 is > 1.2 and the DAS28-CRP score
at Week 12 is <3.2.

If the post-baseline DAS28-CRP score is missing, then the corresponding EULAR category will
be missing.

Missing DAS28-CRP values will be considered as not achieving remission.

DAS2E-CRP response (MCID -1.2) at Week 12

A DAS28-CRP score reduction by at least 1.2 from baseline on the day of inform consent to Week
12 represents the MCID response (see Section 8.6.1).

HAQ-DI response (MCID -00.22) at Week 12

A HAQ-DI score reduction by at least 0.22 from baseline on the day of inform consent to Week
12 represents the MCID response (see Section 8.2.5).

8.5 Multiplicity Adjustment of Key Secondary Endpoints

This section describes the methods that will be used to control the familywise type 1 error rate
(FWER) among these 4 secondary endpoints. If and only if the primary efficacy objective is met,
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the Hochberg's step-up procedure (Hochberg 1988) will be used to control the FWER ata 1-sided
significance level of 0.025 for the following 4 secondary endpoints:

ACR20 response at Week 12 from Day 0

o Test: Ho: pt-pc=0 Hi: pt - pc = 0, using stratified CMH test, as detailed in Section 5.1
DAS28-CRP good/moderate EULAR. response at Week 12 from baseline on the day of informed
consent

o Test: Hg: pt-pc=0 Hy: pt - pc =0, using stratified CMH test

DAS28-CRP response (MCID -1.2) at Week 12 from baseline on the day of informed consent

o Test: Ho: pt-pc=0 Hau: pt - pc = 0, using stratified CMH test
HAQ-DI response (MCID -0.22) at Week 12 from baseline on the day of informed consent
o Test: Ho: pt-pc=0 Hau: pt - pc = 0, using stratified CMH test

The procedures rank the p-values from the above 4 tests from the least significant and examines
the other p-values in a sequential manner until it reaches the most significant one, i.e., p(4) = p(3)

=p(2) = p(l).
The decision rule for the Hochberg procedure is defined as follows:

e Step l. If p(4) = 0.025, retain H(4) and go to the next step. Otherwise reject all hypotheses and
stop.

e Step 2. If p(3) = 0.025/2, retain H(3) and go to the next step. Otherwise reject all hypotheses
and stop.

e Steps 3. If p(2) = 0.025/3, retain H(2) and go to the next step. Otherwise reject all remaining
hypotheses and stop.

e Steps 4. If p(1) = 0.025/4, retain H(1) otherwise reject it.
The adjusted p-value is calculated as detailed below:

e  Adjusted p(i) = p(4) for i = 4 other adjusted p(i) = minimum of [adjusted p(i+1), (5-1)*p(i)] for
i=3,2,1.

If any adjusted p-value exceeds 1, it is set to 1. Using this procedure, any adjusted p-value that is
< 0.025 is statistically significant and supports a claim for the corresponding endpoint, while any
adjusted p-value = 0.025 is not statistically significant. Both adjusted and unadjusted p-values will
be reported.

8.5.1 Sensitivity analyses of key secondary endpoints

The key secondary efficacy endpoints will be evaluated using the same sensitivity analyses for
rescue intervention and missing data as those used for the primary efficacy endpoint (see Section
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8.3.4). In addition, a sensitivity analysis for timing of baseline assessment will be performed to
evaluate the impact of it on the secondary efficacy conclusions.

Sensitivity analvsis for timine of baseline assessment

In this analysis, the baseline is defined as Day 0 assessments performed prior to randomization
and initiation of stimulation.

8.5.2 Subgroup Analysis of Key Secondary Endpoints

The 4 key secondary endpoints will be summarized for the following subgroups:

e Number of prior biologic and targeted synthetic DMARDs (e.g., <4 vs. = 4)

s Prior use of JAKi (Yes vs. No)

e RA disease activity at informed consent (DAS28-CRP = 5.1 vs. DAS28-CRP = 5.1)

e Moderate-to-severe RA at Day 0 (<4 TIC28 or <4 SIC28 vs. = 4 TJC28 and = 4 SIC28)

8.6 Exploratory Secondary Endpoints

The exploratory secondary endpoints through Week 12 include:

s ACR50/70 response

e Component (TJC28, SIC28, Subject Pain, SGA, HAQ-DI, EGA, hsCRP) 20/50/70 response
e DAS28-CRP score change from baseline and LDA/remission

e (CDAI score change from baseline, LDA/remission and MCID response

e Mean HAQ-DI score change from baseline

e RAMRIS bone erosion, osteitis, synovitis, and CARLOS score changes from baseline

e RAMRIS bone erosion progression (> ().5) rate from baseline

e SF-36/PCS/MCS score change from baseline

e EQ-5D-5L score change from baseline and response

e Percent change in plasma biomarker concentrations (e.g., IL-1, SAA, MMP-3)
8.6.1 Definitions of Exploratory Secondary Endpoints

ACRS0/70 response at Week 12

ACRS50/70 response corresponds to 50% and 70% improvement at Week 12 from baseline on the
day of informed consent, respectively, in TIC28 and SJIC28 and 3 out of 5 ACR core measures and
follows the same general and statistical analyses as for ACR20 (see Section 8.3.1).
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Component 2073070 response

20/50/70 response for each component (TJC28, SIC28, Subject Pain, SGA, HAQ-DI, EGA,
hsCRP) corresponds to 20, 50 and 70% improvement from baseline to Week 12, respectively (see
Section 8.2), and follows the same general and statistical analyses as for ACR20 (see Section
8.3.1).

DAS2E-CRP score change and LDA/remission

The Disease Activity Score (DAS) is a derived measurement of 4 components with differential
weighting:

e TIC28

e SJC28

s hsCRP (mg/L)
* SGA

A total score ranges from 0 to 10 and is computed as follows:

DAS28-CRP = 0.56 * sqrt(TJC28) + 0.28 * sqrt(SJC28) + 0.36 * In(CRP+1) + 0.014 * SGA +
0.96

If one of the components is missing at an individual assessment point, the DAS28-CRP value for
that assessment will be set to missing. An alternative imputation method for missing components
may be applied as described in Section 8.1.

The DAS28-CRP score corresponds to the current RA activity:
e (to< 2.6 Remission

e 2.61to<3.2 Low disease activity (LDA)

e 3.2 to =5.1 Moderate activity

e =5.1 High activity

If one of the components is missing at a given assessment point, no imputations will be done, and
the DAS28-CRP value for that assessment will be set to missing.

CDAIl LDAremission and MCID response at Week 12

The Clinical Disease Activity Index (CDAI) is a composite score consisting of the sum of:

s SJC28

» TIC28

o SGA/D

o EGA/ID
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The CDAI score is calculated as follows and ranges from 0 to 76 with higher values representing
higher disease activity:

o CDAI=TIC28 + SJC28 + SGA + EGA

The CDALI score corresponds to the current RA activity:
¢ (to= 2.8 Remission

e =2 8to=10Low disease activity (LDA)

e >0 to =22 Moderate activity

e =22 High activity

The MCID varies depending on RA activity at baseline:
e -12 for high activity
e -6 for moderate activity

e | for low activity

If one of the components is missing at a given assessment point, no imputations will be done, and
the CDAI value for that assessment will be set to missing. An imputation method for missing
components may be applied as described in Section 5.8.1.

HAO-DI score changee from baseline

Change from baseline on the day of inform consent to Week 12 in mean HAQ-DI score as
determined by subjects (see Section 8.2.5).

RAMRIS seore and progression at Week 12

RAMRIS is the standardized system for RA MRI scoring of 4 different types of joint pathologies
in the wrist and the hand. A total score for each pathology is generated by the summation of
individual joint/bone scores as follows:

e Synovitis. 8 joints each scored on a scale from 0 = normal to 3 = severe, resulting in a total
score from 0 to 24.

e Bone erosion. 25 bones each scored on a scale from 0 to 10, resulting in a total score from 0
to 250. An increase of = 0.5 from baseline to Week 12 will represent disease progression.

e (Osteitis. 25 bones scored on a scale from 0 to 3, resulting in a total score from 0 to 75.

e  CARLOS (cartilage loss). 25 joints each scored on a scale from 0 to 4, resulting in a total score
from 0 to 100.

Subjects will undergo MRI at Screening (baseline) and Week 12, and the MRI images will be
scored by independent centralized blinded readers. Scores for each bone/joint will be calculated as
the average of the score provided by each of the two readers. If a RAMRIS score from one of the
readers is missing, then the RAMRIS score from the other reader will be used. If the score was
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missing for both readers at any given time point, the average score is considered missing. An
imputation method for missing components may be applied as described in Section 5.8.1. A listing
will be provided that presents change in total score from baseline by subject for each of the
RAMRIS pathologies. The number of observations and the total score change mean, minimum,
maximum and 95% confidence interval will be presented for the treatment and control groups in a
table.

The smallest detectable change (SDC) will be calculated for each of the joint pathologies to assess
whether a patient experienced a change beyond measurement error. The SDC is calculated as:

+ 1.96 x SDa(cHANGE scorEs) /(v2 x VK)

where CHANGE SCORE = change in RAMRIS total score between two timepoints,
SDagcHANGEScORES) represents the standard deviation of difference in change scores between the
two readers, and k= the number of readers (Bruynesteyn et al., 2005).

In addition, subgroup analyses will be performed for subjects with and without baseline joint
damage that is predictive of future progression (Gandjbakhch et al, 2014).

SF-36/PCS/MCS score change from baseline to Week 12

Health-related quality of life will be assessed using the subject-completed Medical Outcomes
Study Short-Form 36 (SF-36), which is a generic health survey that contains 36 questions covering
eight domains of health. The SF-36 yields an 8-scale profile of functional health and well-being
scores as well as physical and mental component health summary scores. The version 2, 4-week
recall questionnaire will be used. Recoding, calculations, and standardization will be done as
recommended in the User’s manual for the SF-36 (Mariush, 201 1). Each of the § domain scores is
the sum of some of the overall 36 item scores.

Domain scores will only be calculated if less than half of the item scores are missing. Missing item
scores will be imputed as the mean of the other item scores within the same domain. If at least half
of the item scores of a domain are missing, imputation will not be performed, and the domain will
be set to missing. An imputation method for missing components may be applied as described in
Section 5.8.1.

EQ-5D-5L response at Week 12

A standardized instrument for measuring general health status within the following 5 dimensions:

Mobility

Self-care

o Usual activities

Pain/discomfort
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e Anxiety/depression

Each dimension is scored on 5-point scale as:
e | = No problems

e 2= Slight problems

e 3= Moderate problems

e 4= Severe problems

e 5= Extreme problems/Unable

General health status is scored on a VAS (0 = poor to 100 = the best). An imputation method for
missing components may be applied as described in Section 5.8.1.

Reduction in the proportion of subjects with problems (moderate, severe or extreme) will represent
improvement.

An EQ-5D summary index score can be derived by applying a formula that attached weights, or
index values, to each of the levels in each dimension. The index is calculated by deducting the
appropriate weights from the value for full health (i.e., 1). Value sets are country specific and can
be obtained from the EuroQol website (EuroQol Research Foundation, 2023).

8.6.2 Analysis of Exploratory Secondary Endpoints

The following endpoints will be analyzed with the CMH test, as described in Section 5.1:
s  ACR50/70 response at Week 12

¢ DAS28-CRP LDA/remission at Week 12

s (CDAI response at Week 12

s HAQ-DI response at Week 12

s EQ-5D-5L response at Week 12

e RAMRIS bone erosion progression (> (.5) at Week 12

The MMRM will be used to analyze the following endpoints, as described in Section 5.1:
e Mean CDALI score change from baseline to Week 12

e Mean HAQ-DI score change from baseline to Week 12

e Mean EQ-5D-5L score change from baseline to Week 12

e Mean SF-36/PCS/MCS score change from baseline to Week 12

e Mean RAMRIS bone erosion, osteitis, synovitis, and CARLOS score change from baseline to
Week 12

e Percent change in plasma biomarkers (e.g., IL-6, SAA, MMP3)
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8.7 Blinding Assessment

The effectiveness of blinding of subjects, joint evaluators and Co-PI Rheumatologists will be
evaluated at Week 4 and Week 12 using a blinding questionnaire with the following questions:

e [ strongly believe 1 am [or subject is] in the treatment group and receiving therapeutic
stimulation

e [ somewhat believe I am [or subject is] in the treatment group and receiving therapeutic
stimulation

e [ somewhat believe I am [or subject is] in the control group and receiving non-therapeutic
stimulation

e [ strongly believe I am [or subject is] in the control group and receiving non-therapeutic
stimulation

e [ don't know which group I am [or subject is] and which stimulation I am [or subject is]
receiving

The statistical test will be Bang's blinding index (BI) and its associated 95% confidence interval
(Bang 2010). The BI will be calculated for both the ITT and PTE populations.

9 SAFETY EVALUATION
9.1 AE and SAEs

The incidence of AEs and SAEs from informed consent date to Week 12 will be tabulated. Each
AE will be evaluated by clinical investigators in terms of seriousness, severity (i.e., mild,
moderate, severe) and strength of relationship (i.e., not related, unlikely related, probably related,
definitely related, indeterminate) to the implant procedure, implant device, stimulation, Energizer,
and explant procedure. Any AE that is determined by a participating investigator to be related
(definitely related or probably related) to the implant procedure, implant device, stimulation,
Energizer, or explant procedure will be categorized as device related. In unblinded analyses, if the
subject was assigned to the control group, but the AE indicates relationship to stimulation, the AE
relationship will be updated to “not related.”

For all AE tables, a subject reporting the same adverse event more than once will be counted once
when calculating the number and percentage of subjects with that particular event. If a subject
reports the same AE more than once or has the same AE on multiple occasions, the maximum
severity grade and relationship will be presented.

The frequencies and percentages of treatment-emergent adverse events will be presented by
MedDRA system organ class (SOC) and preferred term (PT). Complete subject listings of all AE
will be provided. For each AE the following will be specified: start and stop dates, severity grade,
MedDRA SOC and PT, relationship (not related, unlikely related, probably related, definitely
related, or indeterminate) to the implant procedure, implant device, stimulation, Energizer, and
explant procedure, , as well as action taken, outcome of the adverse event, and seriousness.
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9.2 Protocol Deviations

All protocol deviations will be tabulated with reasons for deviations, reviewed by sponsor using
blinded data and reported in compliance with the study protocol, IRB requirements and sponsor’s
SOPs.

Protocol deviations will be categorized as major procedural if a study subject:

e Undergoes any study-related procedure before signing an IRB-approved informed consent
form, or

e Receives study treatment not consistent with the treatment assignment, or

e Is no longer eligible but received study treatment.

Summary tables with the number and percentage of subjects with protocol deviations will be
provided by treatment group and by type of deviation (Appendix B). A by-subject listing of all
protocol deviations will be provided (Appendix C).

A sensitivity analysis for protocol deviations that could impact the primary endpoint will be
performed to address potential bias from minor deviations. Protocol deviations will be reviewed
by the Sponsor and those identified as possibly impacting the primary endpoint will be summarized
in the CSR.

9.3 Device Deficiencies

All device deficiencies related to the identity, quality, durability, reliability, safety or performance
of the study device, including device malfunctions, use errors, and inadequate labelling will be
tabulated. Summary tables with the number and percentage of device deficiencies will be provided
by type (Appendix B). A by-subject listing of all device malfunctions will be provided (Appendix
C).

10 STATISTICAL CONSIDERATIONS RELATED TO COVID-19

The statistical considerations detailed in this section are consistent with the FDA’s guidance on
the conduct of clinical trials during the COVID-19 pandemic (Guidance for Industry on Statistical
Considerations for Clinical Trials During the COVID-19 Public Health Emergency: Issued June
2020) and recommendations for the statistical analysis of the primary and key secondary endpoints
to help ensure that the COVID-19-related changes to the RESET-RA study conduct will provide
interpretable findings with correct statistical quantification of uncertainty.

10.1 Impact of COVID-19 on Study Integrity

Unavoidable protocol modifications may be required due to COVID-19 illness and/or COVID-19
control measures to protect subject safety and the to address its impact on the ability to collect
data. The context and/or reasons for post-baseline events as they relate to COVID-19, such as
discontinuation of treatment, withdrawal from the trial. use of altermative or rescue treatments,
missed endpoint assessments, and the use of alternative endpoint assessment methods will be
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captured at the subject level. Information not specific to individual subjects, such as information
on site closure (rheumatology or surgery) and its impact on disrupting administration of the
investigational study device (i.e., implant procedure, device titration, device adjustments) will also
be captured. This information at both the subject and site levels may be useful for incorporating into
additional sensitivity analyses related to the impact of COVID-19.

10.2 COVID-19 Analysis Considerations

The impact of COVID-19 on the study integrity will be assessed and included into summaries of
pooled data from Stage | and 2 over treatment groups, including information on missing data,
protocol deviations, subject discontinuation or interruption of the investigational treatment, subject
withdrawal, and changes in endpoint assessments (e.g., virtual visit).

To address adequately the impact of COVID-19 on evaluating the primary and key secondary
endpoints, the following analysis strategies may be considered:

e If the study is stopped earlier than planned because of COVID-19, a smaller sample size or
less follow-up time may result in loss of statistical power than was anticipated for the final
analysis. A blinded power assessment will be conducted to estimate the power of the modified
study. The assessment will use the actual event rates pooled over treatment group or the
observed vanability pooled over treatment group in the completed portion of the trial.

e Stopping the study earlier because of COVID-19 may impact the statistical inference (e.g., p-
values, confidence intervals). Any modification to the study, including the original planned
analyses, should not be based on data that reveal information on the treatment effect.

e If the study is stopped earlier because of COVID-19, the planned interim analysis may be
appropriate for the statistical interference. Modifications can be considered to maintain control
over Type | error. The actual results may be less statistically significant or have a wider
confidence interval than the trial was designed for because of reduced information (e.g., fewer
endpoint events).

e Extending the protocol-defined windows and using altemative remote methods for assessment
of the primary and secondary efficacy endpoints may be warranted to address the impact of
COVID-19. The data from these late or modified assessments can be leveraged based on
scientifically based rationale and clinical judgement.

e Any differences in the assessment methods between treatment groups or among subjects with
different baseline characteristics may be explored though sensitivity analyses stratified by the
method and timing of the endpoint assessment. Additional sensitivity analyses will examine
differences in baseline characteristics and post-baseline events (including endpoints and AEs)
between the originally enrolled subjects and those with missing endpoint assessments or
interrupted investigational treatment because of COVID-19.

e The available data at baseline and post-baseline, including COVID-19-related information will
be leveraged using the prespecified methods for handling missing data in Section 5.8. The
analysis will take into consideration the actual event rates pooled over treatment groups or the
observed varability pooled over treatment groups in the completed portion of the study.
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12 APPENDICES

Appendix A: Schedule of Assessments

“ SETPOINT

MEDICAL

Assessment

Informed

(Baseline)

Enrollment &

Implant

(< 30d post-

Informed
Consent)

Procedure

Post-Surgical
Clearance
({14-21d post-
Implant
Procedure)
Day 0

{Randomization

&
Stimulation)
(14-21d post-
Titration 1

Initiation of

(7 +2d2)

(14 £ 2d2)

Titration 2

(214 2d2)

Titration 3

Week 4
(28 + 3d2)

Week B

(56 + 5d2)

Week 12

(Primary

Endpoint & One-

way Crossover)

(84 +7d2)

Informed consent

Vital signs

E

E

Physical exam and medical history

****&uﬂli“.g

Pregnancy test (childbearing female)

E

RA disease activity assessments’

b

b

RA prior and current medication

Energizer fit test

SF-36 & E()-5D-5L guestionnaires

Blood collection { RE, ACPA, eGFR)

Blood collection { CBC, biomarkers)

Hand MRI

b B

12-lead ECG

X-ray cervical spine

Surgical clearance

] B2 B o e el B e B e Consent &

Implant procedure in operating room

F andomization

Subject training on the use of Energizer

Device check & dose titration

A b B

Device check & dose adjustment if needed

Blinding assessment *

Treatment decision for long-term follow-up

Device deficiency reporting

X

X

X

X

X

X

X

X

Adverse event reporting

X

X

X

X

X

X

X

X

X

Concomitant medication

X

X

X

X

X

X

X

X

X

P Bl B b

Abbreviations: ACPA, anti-citrullinated protein antibodies; CBC, complete blood count; d, day; EGA, evaluator's global assessment; eGFR: estimated glomerular filtration rate; HAQ-DI, Health
Assessment Questionnaire Disability ldex; heCRF, high-sensitivity C-reactive protein; MRS, magnetic resonance imaging: B4, rheumatoid arthritis; RF, rhewmatoid factor; SGA, subject s global

assezsment; SJC, swollen joint count; TIC, tender joint count
* Screening assessments that must be conducted on the day of informed consent to determine subject’s initial eligibility and baseline values for the poimary and key secondary efficacy endpoints,

CONFIDENTIAL

May not be reproduced outside of SetPoint Medical without written permission from Document Control.

350l 158



Statistical Analysis Plan for Interim and Primary Analyses in - s ETPOI N T

SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024
"BA discase activity assessments include: HAQ-DL SGA, subject’s pain asscssment, TICZE, SIC28, EGA, and hsCRE Subjects must ]nvczlﬁ']CEE and = 45JC28 at consent to be eligible.
* From Day 0 {mndomization).
3 Dose titration is not performed if subject and Co-Pl Rheumatologist decide that subject should not receive active stimulation in open-label, long-term follow-up pericd.
4 Blinding assessments are completed by the subject, Joint Evaluator and Co-PI Rheumatologist.
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Appendix B: Table Mockups

Table 14.1.1.1
Table 14.1.1.2
Table 14.1.2.1
Table 14.1.2.1.0
Table 14.1.2.1.1

Table 14.1.2.1.2
Table 14.1.2.1.3

Subject Disposition (ALl Subjects) ... 42
Demographic and Baseline Characteristics (ITT Population) ..................... 43
ACR20 Response (ITT Population). ... 47
ACR20 Response (PTE Population) ... 48
Sensitivity Analysis of ACR20 Response: Rescue Treatment (ITT

T TS o 49

Sensitivity Analysis of ACR20 Response: Missing Data (ITT Population).. 50
Sensitivity Analysis of ACR20 Response: Impact of COVID-19 (ITT

POPULELION) Lottt ettt e et e et e e 51
Table 14.1.2.1.3.1 Descriptive Analysis of Diagnosis of COVID-19 (ITT Population) ............ 52
Table 14.1.2.1.4 Subgroup Analysis of ACR20 Response: Age (ITT Population) ................ 53
Table 14.1.2.1.5 Subgroup Analysis of ACR20 Response: Gender  (ITT Population) .............. =
Table 14.1.2.1.6 Subgroup Analysis of ACR20 Response: Race (ITT Population) ................ =

Table 14.1.2.1.7
Table 14.1.2.1.8

Subgroup Analysis of ACR20 Response: RA Duration (ITT Population) ... 54
Subgroup Analysis of ACR20 Response: Prior b/tsDMARDs (ITT

POPULELION) Lottt ettt e et e et e e =
Table 14.1.2.1.9 Subgroup Analysis of ACR20 Response: Prior JAKI (1TT Population) ...... =
Table 14.1.2.1.10  Subgroup Analysis of ACR20 Response: RA Disease Activity at Screening
(TTT POPULATIONY .ottt e s 55
Table 14.1.2.1.11  Subgroup Analysis of ACR20 Response: Moderate-to-severe RA at Day (
(TTT POPULATIONY ..ottt 56
Table 14.1.2.2 Key Secondary Endpoints Adjusted for Multiplicity (ITT Population) ....... 57
Table 14.1.2.2.1 Key Secondary Endpoints (PTE Population)...........oooinn. 58
Table 14.1.2.2.2 Sensitivity Analysis of Key Secondary Endpoints: Timing of Baseline (ITT
POPULELION) Lottt ettt e et e et e e ]
Table 14.1.2.2.3 Sensitivity Analysis of Key Secondary Endpoints: Rescue Treatments (ITT
POPULELION) Lottt ettt e et e et e e 62
Table 14.1.2.2.4 Sensitivity Analysis of Key Secondary Endpoints: Missing Values (ITT
POPULELION) Lottt ettt e et e et e e 63
Table 14.1.2.2.5 Subgroup Analysis of Key Secondary Endpoints: Prior b/'tsDMARDs (ITT
POPULELION) Lottt ettt e et e et e e frd
Table 14.1.2.2.6 Subgroup Analysis of Key Secondary Endpoints: Prior JAKI (ITT
POPULELION) Lottt ettt e et e et e e 66
Table 14.1.2.2.7 Subgroup Analysis of Key Secondary Endpoints: RA Disease Activity at
Screening (ITT Population ) ..o 66
Table 14.1.2.2.8 Subgroup Analysis of Key Secondary Endpoints: Moderate-to-severe RA at
Day 0 (ITT Population ). ..ot 66
Table 14.1.2.3 ACRSO/TO(ITT Population) . ooooii et 67
Table 14.1.2.4 TIC2E (ITT Population) ... ooooo et 68
Table 14.1.2.5 STC28 (ITT POPUIAHON) ... ooooeo oo 71
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Table 14.1.2.6
Table 14.1.2.7
Table 14.1.2.8
Table 14.1.2.9
Table 14.1.2.10
Table 14.1.2.11
Table 14.1.2.12
Table 14.1.2.13
Table 14.1.2.14
Table 14.1.2.15
Table 14.1.2.16

Table 14.1.2.16.1

Table 14.1.2.17

Table 14.1.2.17.1

Table 14.1.2.18

Table 14.1.2.18.1

Table 14.1.2.19
Table 14.1.2.20
Table 14.1.2.22
Table 14.1.3.1
Table 14.1.3.2

Table 14.1.3.3

Table 14.1.3.4

Table 14.1.3.5

Table 14.1.3.6

Table 14.1.3.7

Table 14.1.3.8
Table 14.1.3.9

MEDICAL
Subject’s Assessment of Pain (ITT Population) ... 74
SGA (ITT POPUIBLION) .. ooooee oo oo 77
EGA (ITT POPUIAEON) ... oo ooe oo 80
hsCRP (ITT Population) ......oooiiiii it 83
HAQ-DI (ITT POPULAtION) cov-. e ooeoeeoeeeeeeee oo 86
DAS28-CRP (ITT POPULAON) .o 9]
CDATL (ITT POPULAtION). ... oo oo 95
RAMRIS (ITT POPUIAHON --.ov.oooeoeeeeeeee oo 99
EQ-5D-5L (ITT POPUIAEON) 1. oeoeoeeeeee oo 102
SF-36 (ITT POPUIAtION). ... ooooeoeoeeeoeeeeeee oo 107
Subject’s Blinding Assessment (ITT Population)............ccooiimnnn. 110
Subject’s Blinding Assessment (PTE Population). ..o, 110
Joint Evaluator’s Blinding Assessment (ITT Population) ..o 111
Evaluator’s Blinding Assessment (PTE Population) ... 111
Co-PI Rheumatologist’s Blinding Assessment (1TT Population)............... 112
Co-PI Rheumatologist’s Blinding Assessment (PTE Population).............. 112
Inflammatory Biomarkers (ITT Population)...........coi. 113
RA Rescue Treatments and Follow-up Interventions (ITT Population)..... 115
Implant Performance (ITT Population) ... 117
Adverse Events (Safety Population) ... 118
Adverse Events by SOC and Maximum Severity: All Events Safety
0 18 15 1 RS R 120
Implant Procedure-Related Adverse Events by SOC and Maximum
Severity: All Events (Safety Population) ..., 123
Implant Device-Related Adverse Events by SOC and Maximum Severity:
All Events (Safety Population) ... 125
Stimulation-Related Adverse Events by SOC and Maximum Severity: All
Events (Safety Population) ..o 126
Explant Procedure-Related Adverse Events by SOC and Maximum
Severity: All Events (Safety Population) ..., 126
Energizer-Related Adverse Events by SOC and Maximum Severity: All
Events (Safety Population) ..o 126
Device Deficiency (Safety Population) ... 127
Protocol Deviations (ITT Population) ... 128
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Table 14.1.1.1

Subject Disposition

{All Subjects)

Treatment Control All
Number of subjects:
Consented - - XXX
Screen falure - - XXX
Enrolled XAK XAK XAK
lmplanted XAX XAX XAX
Randomized XAK XAK XAK
ITT population [1] XXX XXX XXX
PTE population [2] XAX XAX XAX
Safety population [3] XAX XAX XAX
Withdrawn XAK XAK XAK
Completed study through Week 12 XAX XAX XAX
Primary reason for withdrawal [4]:
Subject decision o withdraw consent X (0. %) o (o0 %a) o (%)
Investigator decision or medical judgement X (0. %) o (o0 %a) o (%)
Lost to follow-up X (0. %) o (o0 %a) o (%)
Device malfunction X (0. %) o (o0 %a) o (%)
Adverse event X (0. %) o (o0 %a) o (%)
Subject no longer eligible X (0. %) o (o0 %a) o (%)
Death X (0. %) o (o0 %a) o (%)
Study ermminated X (0. %) o (o0 %a) o (%)
Sponsor or [RB decision X (0. %) o (o0 %a) o (%)
Other X o) X (oe %) o (%)

Abbreviations: ITT, intent to treat; PTE, per-treatment-evaluable.

[1]ITT population comprises all enrolled and randomized subjects in Stage 1 and 2.
[2] PTE population comprises subjects from the I'TT population who have received the assigned treatment, have no major procedural protocol deviations, and for whom

follow-up data are available.

[3] Safety population comprises all enrolled subjects in Stage 1 and 2.

[4] Percentage calculated based on ITT population.

Reference: Listing 163 x.x

SOURCE: xxxxx SAS 94 {program location} {run date/time}
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Table 14.1.1.2
Demographic and Baseline Characteristics
(ITT Population)

Treatment Control All
{(N=xx) {N=xxx) {(N=xx)
N o (%) X (0. %) o (%)
Age (years)
N XXX XXX XXX
Mean (SD) MK (XX XX (00X XK (XXX
Median XK XK XXX
Min-Max K — XX NHK — XX NN — XXX
Gender [1]
Male o (%) X (0. %) o (%)
Female o (%) X (0. %) o (%)

Ethnicity [1]
Hispanic or Latino
Mot Hispanic or Latino
Not disclosed

Race [1][2]
American Indian or Alaska Native
Asian
Black or African American
MNative Hawaiian or other Pacific lslander
White
Other

RA duration (years)

o (%)
o (%)
o (%)

o (%)
o (%)
o (%)
o (%)
o (%)
o (%)

X (0. %)
X (0. %)
X (0. %)

X (0. %)
X (0. %)
X (0. %)
X (0. %)
X (0. %)
X (0. %)

o (%)
o (%)
o (%)

o (%)
o (%)
o (%)
o (%)
o (%)
o (%)

N XXX XXX XXX
Mean (SD) MK (XX XX (00X XK (XXX
Median XK XK XXX
Min-Max K — XX NHK — XX NN — XXX
BMI (kg/m?)
N XX XX XX
Mean (SD) ANK.X (XXX XX) ANK.X (XXN.XX) ANEX (XXX.XX)
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Treatment Control All
(N=xxx) (N=xxx) (N=xxx)

Median AN XN AN XN ANHXN

Min-Max MK — NNELK HNHN — NNE X ENHN — NXNX
RF [1]

Positive X (o x%) X (%) X (%)
ACPA 1]

Positive X (o x%) X (%) X (%)
Positive serology (RF and/or ACPA positive) [1] X (o x%) X (%) X (%)
hsCRP (mg/L)

M KK KK KK

Mean (SD) A0 (NN A0 (3000 KX AN (L)

Median AN XN AN XN ANHXN

Min-Max MK — NNELK HNHN — NNE X ENHN — NXNX
TIC28

M KK KK KK

Mean ( SD) AN (NN A0 (3000 KX AN (NN

Median ANHXN AN XN ANHXN

Min-Max ENHN — NXNX HNHN — NNE X ENHN — NXNX
SIC28

M KK KK KK

Mean ( SD) AN (NN A0 (3000 KX AN (NN

Median ANHXN AN XN ANHXN

Min-Max ENHN — NXNX HNHN — NNE X ENHN — NXNX
CDAI score

M KK KK KK

Mean ( SD) AN (NN A0 (3000 KX AN (NN

Median ANHXN AN XN ANHXN

Min-Max ANHN — XNNX

DAS25-CEP score

XKXKXK —XXXK.X

XXKXK —XXXX
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Treatment Control All
(N=xxx) (N=xxx) (N=xxx)
M KK KK KK
Mean ( SD) ANHK (00 NK) AN K (3000 %X) ANHK (00 NK)
Median ANHXN AN XN ANHXN
Min-Max ANHN — XNNX ANHN — XX ANHN — XNNX
HAQ-DI score

M KK KK KK
Mean ( SD) ANHK (00 NK) AN K (3000 %X) ANHK (00 NK)
Median ANHXN AN XN ANHXN
Min-Max ANHN — XNNX

EQ-5D-5L Index

M

Mean ( SD)
Median
Min-Max

EQ-VAS
M
Mean ( SD)
Median
Min-Max

SF-36 MCS
M
Mean ( SD)
Median
Min-Max

SF-36 PCS
M
Mean ( SD)
Median
Min-Max

Number of prior b/ts DMARDs

AN (NN
AN KK
KENK — NXNX

AN (NN
AN KK
KENK — NXNX

AN (NN
AN KK
KENK — NXNX

AN (NN
AN KK
KENK — NXNX

XKXKXK —XXXK.X

A0 (3000 KX
KA. NN
KENK — NNHLX

A0 (3000 KX
KA. NN
KENK — NNHLX

A0 (3000 KX
KA. NN
KENK — NNHLX

A0 (3000 KX
KA. NN
KENK — NNHLX

XXKXK —XXXX

AN (NN
AN KK
KENK — NXNX

AN (NN
AN KK
KENK — NXNX

AN (NN
AN KK
KENK — NXNX

AN (NN
AN KK
KENK — NXNX
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Treatment Control All
(N=xxx) (N=xxx) (N=xxx)
N XX XX XX
Mean (SD) AN K (XK AN K (3000 %X) AN (KN
Median AL AN AL AN HHAX
Min-Max 0K — NN X N — NN X WL — NN

Number of prior b/ts DMARDs [1]

(=0 T = W T S R Ty (N

10+

Prior b/ts DMARDs [1]
Anti-1L-1 agents
Anti [L-6 agents
Anti-TNF agents
B-cell depleting agents

JAKi
CTLA4-1g

X (o x%)
X (o x%)
X (o x%)

X (o x%)
X (o x%)
X (o x%)
X (o x%)
X (o x%)
X (o x%)

X (%)
X (%)
X (%)

X (%)
X (%)
X (%)
X (%)
X (%)
X (%)

X (%)
X (%)
X (%)

X (%)
X (%)
X (%)
X (%)
X (%)
X (%)

Abbreviations : ACPA, anti~citrullinated protein antibodies; b/itsDMARD, biologic or targefed synthetic disease-modifving antirheumatic drug; CDAI, Clinical Disease
Activity Index; CTLA4-lg, cyiotoxic T-hmphocyte-associated anfigen-4 immunoglobulin; DAS, Disease Activity Score; HAQ-DI, Health Assessment Questionnaire
Disability Index; hs CRP, high-sensitivity C-reactive protein; IL, interleukin; ITT, inieni io treai; JAKI, Janus kinase inhibitor; RF, rheumatoid facior; 8D, siandard
deviation; SJC, swollen joint couni; TJC, tender joint count; TNF, fumor necrosis factor.

[1] Percentage calculated based on ITT population.
[2] Race selected based on all that applied.

Reference: Listing 163 x.x
SOURCE: xxoxx SAS 94 {program location} {run dateftime} }
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Table 14.12.1
ACR20 Response
{ITT Population)

Variable Treamment Control
(N=xxx) (N=xxx)
ACR20 Response from baseline on the day of informed consent
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
ACR20 Response from Day (*
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03

Abbreviations: ACR, American College of Rheumatology; CI confidence interval; ITT, intent io freat.

[1] Percentage calculated based on ITT population.

[2] Difference in proporions and one-sided p-value based on the Cochran-Mantel-Haenszel test stratified by inadequate response or loss of response to JAKI and RA
disease severty at Day 0 for Stage 1 subjects and RA disease severity at Day 0 and inadequate response or loss of response to = 4 biological DMARDs with = 2
mechanisms of action for Stage 2 subjects.

*Day 0 post-lmplant Procedure and before randomization and initiation of assigned treatment

Reference: Listing 16.x.x.x
SOURCE: xxoxxx SAS 94 {program location} {run date/time}}
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Table 14.1.2.1.0
ACR20 Response
{PTE Population)

Variable Treamment Control
(N=xxx) (N=xxx)
ACR20 Response from baseline on the day of informed consent
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
ACR20 Response from Day (*
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03

Abbreviations: ACR, American College of Rheumatology; CI confidence interval; ITT, intent io freat.

[1] Percentage calculated based on ITT population.

[2] Difference in proporions and one-sided p-value based on the Cochran-Mantel-Haenszel test stratified by inadequate response or loss of response to JAKI and RA
disease severty at Day 0 for Stage 1 subjects and RA disease severity at Day 0 and inadequate response or loss of response to = 4 biological DMARDs with = 2
mechanisms of action for Stage 2 subjects.

*Day 0 post-lmplant Procedure and before randomization and initiation of assigned treatment

Reference: Listing 16.x.x.x
SOURCE: xxoxxx SAS 94 {program location} {run date/time}}
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Table 14.1.2.1.1
Sensitivity Analysis of ACR20 Response: Rescue Treatment
{ITT Population)

Variable Treatment Control
(N=xxx) (N=xxx)
ACR20 Response from baseline on the day of informed consent
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, xx )
p-value for difference [2] xxx
ACR20 Response from Day 0
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, xx )
p-value for difference [2] xxx

Abbreviations: ACR, American College of Rhewmatology; ITT, intent io freat.

[1] Percentage caleulated based on ITT Population.

[2] Difference in proportions and one-sided p-value based on the Cochran-Mantel-Haenszel test stratified by inadequate response or loss of response to JAKI and RA
disease severty at Day 0 for Stage 1 subjects and RA disease severity at Day 0 and inadequate response or loss of response to = 4 biological DMARDs with = 2
mechamsms of action for Stage 2 subjects.

*Day 0 post-lmplant Procedure and before randomization and initiation of assigned treatment

Reference: Listing 16.x %%
SOURCE: xoooxx SAS 94 {program location } {run date/time } }

CONFIDENTIAL 49 of 158

May not be reproduced outside of SetPoint Medical without written permission from Document Control.



Statistical Analysis Plan for Interim and Primary Analyses in - s ETPOI N T

SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024

Table 14.1.2.1.2
Sensitivity Analysis of ACR20 Response: Missing Data
{ITT Population)

Treatment Control
Tipping Point Resulis (N=xxx) (N=xxx) p-value
ACR20 Non-responder X X 0. xxx
ACR20 Responder X X

Abbreviations: ACR, American College of Rhewmatology; ITT, intent io freat.
[1] Percentage calculated based on ITT population.

SOURCE: xomx SAS 94 {program location} {run date/ime} }

MNole to biostats: If more than 5% of primary efficacy data are missing, the table above 15 to be presented in addition to the multiple imputation approach of Berglund and

Heeringa (2014) described in SAP Section 83.4.
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Table 14.1.2.1.3
Sensitivity Analysis of ACR20 Response: lmpact of COVID-19
{ITT Population)

Variable Treamment Control
(N=xxx) (N=xxx)
ACR20 Response from baseline on the day of informed consent
No Covid-19 Diagnosis prior to Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
Covid-19 Diagnosis prior o Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
03

Interaction p-value [3]

Abbreviations: ACR, American College of Rhewmatology; ITT, intent io freat.

[1] Percentage caleulated based on ITT Population.

[2] Difference in proportions and one-sided p-value based on the Cochran-Mantel-Haenszel test stratified by inadequate response or loss of response to JAKI and RA
disease severty at Day 0 for Stage 1 subjects, and R A disease severity at Day 0 and inadequate response or loss of response to = 4 biological DMARDs with = 2
mechamsms of action for Stage 2 subjects.

[3] Based on the Breslow Day test for homogeneily across subgroups.

SOURCE: oo SAS 94 {program location} {run date/ime} }
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Table 14.1.2.1.3.1

Descriptive Analysis of Diagnosis of COVID-19

{ITT Population)

All
[ MN=xxx)
Diagnosed with Covid-19 post-procedure
N[1] XX
Yes X (%)

Received medication/treatment for Covid-19

N([1]
Yes

Protocol Deviations associated with Covid-19 Diagnosis

N[1]
Yes

Adverse Events associated with Covid-19 Diagnosis

N[T]
Yes

XX
X (%)

XX
X (%)

XX
X (%)

Abbreviations: ITT, intent fo treal.

[1] Percentage calculated based on ITT population.

Reference: Listing 16.x.%.x

SOURCE: xxoxx SAS 9.4 {program location} {run date/time} }
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Table 14.1.2.1.4
Subgroup Analysis of ACR20 Response: Age
{ITT Population)

Variable Treamment Control
(N=xxx) (N=xxx)
ACR20 Response from baseline on the day of informed consent
Age < 65
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
Age= 65
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
Inieraction p-value [3] 03

Abbreviations: ACR, American College of Rhewmatology; ITT, intent io freat.

[1] Percentage caleulated based on ITT Population.

[2] Difference in proportions and one-sided p-value based on the Cochran-Mantel-Haenszel test stratified by inadequate response or loss of response to JAKI and RA
disease severty at Day 0 for Stage 1 subjects and RA disease severity at Day 0 and inadequate response or loss of response to = 4 biological DMARDs with = 2
mechamsms of action for Stage 2 subjects.

[3] Based on the Breslow Day test for homogeneily across subgroups.

Reference: Listing 16.x %%
SOURCE: xxxxx SAS 94 {program location} {run date/time}}
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Table 14.1.2.1.5
Subgroup Analysis of ACR20 Response: Gender

(ITT Population)
Repeat Table 14.1.2.1.5 for Gender [Male vs. Female)

Table 14.1.2.1.6

Subgroup Analysis of ACR20 Response: Race

(ITT Population)
Repeat Table 14.1.2.1.5 for Race [White vs. Non-White including Black or African American, American Indian or Alaska Native, Asian, Native Hawaiian or other Pacific
Islander]

Table 14.1.2.1.7
Subgroup Analysis of ACR20 Response: RA Duration
(ITT Population)

Repeat Table 14.1.2.1.5 for RA Duration [< 5 yvears vs. = 5to < 10 years vs. = 10 vears]

Table 14.1.2.1.8
Subgroup Analysis of ACR20 Response: Prior b/isDMAR Ds
(ITT Population)
Repeat Table 14.1.2.1.5 for Number of Prior b/sDMARD [<4 vs. = 4]
Add o abbreviations: DMARD, discase-modifying antirheumatic drug;
Table 14.1.2.1.9
Subgroup Analysis of ACR20 Response: Prior JAK:
(ITT Population)
Repeat Table 14.1.2.1.5 for Prior JAKI [Yes vs. No|

Add to abbreviations: JAKD, Janus kinase inhibitor.
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Table 14.12.1.10
Subgroup Analysis of ACR20 Response: RA Disease Activily al Screening
{ITT Population)

Repeat Table 14.1.2.1.5 for RA Disease Activity at Screening [DAS2ZE-CRP = 5.1 vs DAS2ZE-CRP = 5.1

Add 1o abbreviations: DAS, Disease Activity Score.
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Table 14.12.1.11
Subgroup Analysis of ACE20 Response: Moderate-to-severe RA at Day 0
{ITT Population)

Variable Treamment Control
(N=xxx) (N=xxx)
Moderate-to-severe RA at Day 0
=<4 TIC28 or <4 SIC28
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
=4 TIC28 and = 4 81C28
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
Inieraction p-value [3] 03

Abbreviations: ACR, American College of Rhewmatology; ITT, intent io freat.

[1] Percentage caleulated based on ITT Population.

[2] Difference in proportions and one-sided p-value based on the Cochran-Mantel-Haenszel test stratified by inadequate response or loss of response to JAKI and RA
disease severty at Day 0 for Stage 1 subjects and RA disease severity at Day 0 and inadequate response or loss of response to = 4 biological DMARDs with = 2
mechamsms of action for Stage 2 subjects.

[3] Based on the Breslow Day test for homogeneily across subgroups.

Reference: Listing 16.x %%
SOURCE: xxxxx SAS 94 {program location} {run date/time}}

CONFIDENTIAL 56 of 158

May not be reproduced outside of SetPoint Medical without written permission from Document Control.



Statistical Analysis Plan for Interim and Primary Analyses in - s ETPOI N T

SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024

Table 14.122
Key Secondary Endpoints Adjusted for Multplicity
{ITT Population)

Endpoint Unadjusted p-value Adjusted p-value [1]
ACR20 response atl Week 12 from baseline at Day 0 XXX XXX
DAS28-CRP moderate/good EULAR response at Week 12 from baseline on the day of mformed XXX XXX
consent

DAS2E-CRP response (MCID = -1.2) at Week 12 from baseline on the day of informed consent XXX XXX
HAQ-DI response (MCID = -0.22) at Week 12 from baseline on the day of informed consent XXX XXX

Abbreviations: CRP, Coreactive protein; DAS, Disease Activity Score; EULAR, European League Against Rhewnatism; HAQ-DI, Health Assessment Quesiionnaire
Disability Index; ITT, intent to treai; MCID, minimal clinically important difference.
[1] Adjusted for multiplicity uwsing Hochberg®s Siep-Up Method

Reference: Listing 16.x.x.x
SOURCE: xxoxxx SAS 94 {program location} {run date/time}}
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Table 14.1.22.1
Key Secondary Endpoints
{PTE Population)

Variable Treamment Control
(N=xxx) (N=xxx)
DAS28-CRP moderate/good EULAR response at Week 12 from Day 0
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300 x%a, 100X %)
p-value for difference [2] 03
DASZE-CRP response (MCID = -1.2) at Week 12
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300 x%a, 100X %)
p-value for difference [2] 03
HAQ-DI response (MCID = -00.22) at Week 12
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300 x%a, 100X %)
p-value for difference [2] 03
Mean HAQ-DI score change at Week 12
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] XXX
95% Cl for difference [2] {300, AX)
p-value for difference [2] )3

Abbreviations: ACR, American College of Rheumatology; CRP, C-reactive protein; DAS, Disease Activity Score; EULAR, Evwropean League Against Rheumatism; HAQ-
DI, Health Assessment Questionnaive Disability Index; ITT, intent fo treat; MCID, minimal clinically important difference.
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Treatment Control

Variable (N=xxx) (N=xxx)

[1] Percentage caleulated based on ITT Population.

[2] Difference in proporions and one-sided p-value based on the Cochran-Mantel-Haenszel test stratified by inadequate response or loss of response to JAKI and RA
disease severty at Day 0 for Stage 1 subjects and RA disease severity at Day 0 and inadequate response or loss of response to = 4 biological DMARDs with = 2
mechanisms of action for Stage 2 subjects.

Reference: Listing 16.x.x.x
SOURCE: xomx SAS 94 {program location} {run date/ime} }
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Table 14.1.2.2.2

Sensitivity Analysis of Key Secondary Endpoints: Timing of Baseline
{ITT Population)

“ SETPOINT

SPM-020 (The RESET-RA Study) MEDICAL

Variable Treatment Control
(N=xxx) (N=xxx)
DAS28-CRP moderate/good EULAR response at Week 12 from Day 0
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% CI for difference [2] (xx.x%, xx.x%)
p-value for difference [2] 03
DAS2E-CRP response (MCID = -1.2) at Week 12 from Day 0
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% CI for difference [2] (xx.x%, xx.x%)
p-value for difference [2] 03
HAQ-DI response (MCID = -0.22) at Week 12 from Day 0
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% CI for difference [2] (xx.x%, xx.x%)
p-value for difference [2] 03
Mean HAQ-DI score change at Week 12 from Day 0
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] XXX
95% Cl for difference [2] (XXX, XX.X)
p-value for difference [2] 03
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Variable Treamment Control
(N=xxx) (N=xxx)

Abbreviations: ACR, American College of Rheumatology; CRP, C-reactive protein; DAS, Disease Activity Score; EULAR, Evwropean League Against Rheumatism; HAQ-

DI, Health Assessmeni Questionnaive Disability Index; ITT, intent fo treat; MCID, minimal clinically important difference.

[1] Percentage caleulated based on ITT Population.

[2] Difference in proporions and one-sided p-value based on the Cochran-Mantel-Haenszel test stratified by inadequate response or loss of response to JAKI and RA

disease severty at Day 0 for Stage 1 subjects and RA disease severity at Day 0 and inadequate response or loss of response to = 4 biological DMARDs with = 2

mechanisms of action for Stage 2 subjects.

Reference: Listing 16.x.x.x
SOURCE: xomx SAS 94 {program location} {run date/ime} }
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Table 14.1.22.3
Sensitivity Analysis of Key Secondary Endpoints: Rescue Treatments
{ITT Population)

Variable Treatment Control
(N=xxx) {N=xxx)
ACR20 response at Week 12 from Day 0
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% CI for difference [2] (xx.x%, xx.x%)
p-value for difference [2] 03
DAS28-CRP moderate/good EULAR response at Week 12 from baseline on the day of informed consent
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% CI for difference [2] (xx.x%, xx.x%)
p-value for difference [2] 03
DASZE-CRP response (MCID =-1.2) at Week 12 from baseline on the day of informed consent
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% CI for difference [2] (xx.x%, xx.x%)
p-value for difference [2] 03
HAQ-DI response ( MCID = -0.22) at Week 12 from baseline on the day of informed consent
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% CI for difference [2] (xx.x%, xx.x%)
p-value for difference [2] 03
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Variable Treatment Control

(N=xxx) {(N=xxx)
Abbreviations: ACR, American College of Rheumatology; CRP, C-reactive protein; DAS, Disease Activity Score; EULAR, Evwropean League Against Rheumatism; HAQ-
DI, Health Assessmeni Questionnaive Disability Index; ITT, intent fo treat; MCID, minimal clinically important difference.

[1] Percentage caleulated based on ITT Population.

[2] Difference in proporions and one-sided p-value based on the Cochran-Mantel-Haenszel test stratified by inadequate response or loss of response to JAKI and RA
disease severty at Day 0 for Stage 1 subjects and RA disease severity at Day 0 and inadequate response or loss of response to = 4 biological DMARDs with = 2
mechanisms of action for Stage 2 subjects.

Reference: Listing 163 x.x
SOURCE: xomx SAS 94 {program location} {run date/ime} }

Table 14.1.22.4
Sensitivity Analysis of Key Secondary Endpoints: Missing Values
{ITT Population)

Insert 2 x 2 table with tipping point results

MNote to biostats: [f more than 5% of primary efficacy data are missing, the table above is to be presented in addition to the multiple imputation approach of Berglund and
Heeringa (2014) described in SAP Section 83.4.
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Table 14.1.22.5
Subgroup Analysis of Key Secondary Endpoints: Prior b/isDMARDs
{ITT Population)

Variable Treamment Control
(N=xxx) (N=xxx)
ACR20 response from Day 0
<4 Prior b/sDMARD
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
= 4 Prior b/tsDMARD
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
03

Interaction p-value [3]
Repeat for:

DAS28-CRP moderate/good EULAR response at Week 12 from base line
DAS2E-CRP response (MCID = -1.2) at Week 12 from baseline
HAQ-DI response ( MCID = -00.22) at Week 12 from baseline

Abbreviations: ACR, American College of Rhewmatology; ITT, intent io freat.

[1] Percentage caleulated based on ITT Population.

[2] Difference in proportions and one-sided p-value based on the Cochran-Mantel-Haenszel test stratified by inadequate response or loss of response to JAKI and RA
disease severty at Day 0 for Stage 1 subjects and RA disease severity at Day 0 and inadequate response or loss of response to = 4 biological DMARDs with = 2
mechanisms of action for Stage 2 subjects.

CONFIDENTIAL 64 of 158

May not be reproduced outside of SetPoint Medical without written permission from Document Control.



Statistical Analysis Plan for Interim and Primary Analyses in ‘ S ETPOI N T

SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024

Variable Treamment Control
(N=xxx) (N=xxx)
[3] Based on the Breslow Day test for homogeneily across subgroups.
Reference: Listing 16.x.x.x
SOURCE: xxoxxx SAS 94 {program location} {run date/time}}
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Table 14.1.22.6
Subgroup Analysis of Key Secondary Endpoints: Prior JAK
(ITT Population)

Repeat Table 14.1.2.2.5 for Prior JAKI [Yes vs. No|
Table 14.1.22.7
Subgroup Analysis of Key Secondary Endpoints: RA Disease Activily at Screening
(ITT Population)

Repeat Table 14.1.22.5 for RA Disease Activity at Screening [DAS28-CRP = 5.1 vs DAS28-CRP = 5.1]

Table 14.1.22.8
Subgroup Analysis of Key Secondary Endpoints: Moderate-to-severe RA at Day 0
(ITT Population)

Repeat Table 14.1.22 5 for Moderate-to-severe BA at Day 0 [<4 TIC28 or <4 S1C28 vs. =4 TIC28 and = 4 SJC28]
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“ SETPOINT

MEDICAL

Table 14.1.2.3
ACRS0/70
{(ITT Population)

Variable Treamment Control
(N=xxx) (N=xxx)
ACRS50 Response
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
ACRT0) Response
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03

Abbreviations: ACR, American College of Rhewmatology; ITT, intent io freat.

[1] Percentage caleulated based on ITT Population.

[2] Difference in proportions and one-sided p-value based on the Cochran-Mantel-Haenszel test stratified by inadequate response or loss of response to JAKI and RA
disease severty at Day 0 for Stage 1 subjects and RA disease severity at Day 0 and inadequate response or loss of response to = 4 biological DMARDs with = 2

mechamsms of action for Stage 2 subjects.

Reference: Listing 16.x %%

SOURCE: xxxxx SAS 94 {program location} {run date/time}}
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Table 14.1.2.4
TIC2R
{(ITT Population)

Variable

Treatment
(N=xxx)

Control

[ MN=xxx)

TIC28 Score
Sereening (baseline)

N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
Median AN XK ANH XK
Min-Max LK — XXX EHHN — NENX
Day 0

N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
Median AN XK ANH XK
Min-Max LK — XXX EHHN — NENX

Change from baseline

N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
Median KX AKX
Min-Max OO N — NNNLX N — NNNX

95% Cl for difference [2]

(33, XX.X)

p-value for difference [2] 03

Week 4
N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
Median KX AKX
Min-Max OO N — NNNLX N — NNNX

Change from baseline

N[1] X (%) X (%)

Mean (SD) LN (NN AN AN (NN

Median AN XK ANH XK

Min-Max LK — XXX EHHN — NENX
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Variable Treatment Control
(N=xxx) (N=xxx)
95% Cl for difference [2] (XXX, XX.X)
p-value for difference [2] 03
Week 8

N[1] X (%) X (%)
Mean (SD) AN (AR AN ANHK (00 NK)
Median KX AKX
Min-Max K — XH0LX AN — XXX

Change from baseline
N[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]
p-value for difference [2]

Week 12
N[1]
Mean (SD)
Median
Min-Max

Change from baseline
N[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]
p-value for difference [2]

TIC28 2% Response [1]
Week 12
N[1]
Yes
Difference [2]

X (%)
LN (NN AN
KM KX
AOOLK — NN X
(33, XX.X)
0300

X (%)
LN (NN AN
AOOLK — NN X

X (%)
LN (NN AN

AOOLK — NN X
(A, XX

X (%)
1. %

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

XX
X (%)
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Variable Treamment Control
(N=xxx) (N=xxx)

95% Cl for difference [2] {300, AX)
p-value for difference [2] 03

TIC28 50% Response [1]

Week 12

N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03

TIC28 7% Response [1]

Week 12

N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03

Abbreviations: TJC, tender joint count for 28 different joinis; ITT, inteni to freaf.

[1] Percentage caleulated based on ITT Population.

[2] Difference in mean score change from baseline and one-sided p-value based on the Mixed-effect Model Repeated Measure model with PROC MIXED. Difference in
proportions and one-sided p-value based on the Cochran-Mantel-Haenszel test. Stratification factors are inadequate response or loss of response to JAKI and R A disease
severity at Day 0 For Stage 1 subjects and R A disease severty at Day 0 and inadequate response or loss of response to = 4 biological DMAR Ds with = 2 mechanisms of
action for Stage 2 subjects.

Reference: Listing 16.x %%
SOURCE: xxoxxx SAS 94 {program location} {run date/time}}
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“ SETPOINT

MEDICAL

Table 14.1.2.5
SIC28
{(ITT Population)

Variable

Treatment
(N=xxx)

Control
[ MN=xxx)

SIC28 Score
Sereening (baseline)
MN[1]
Mean (SD)
Median
Min-Max

Day 0
MN[1]
Mean (SD)
Median
Min-Max

Change from baseline
N[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]
p-value for difference [2]

Week 4
MN[1]
Mean (SD)
Median
Min-Max

Change from baseline

X (%)
LN (NN AN
KM KX
AOOLK — NN X

X (%)
LN (NN AN
KM KX
AOOLK — NN X

X (%)
LN (NN AN
KM KX
AOOLK — NN X
(A, XX
0.3

X (%)
LN (NN AN
KM KX
AOOLK — NN X

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
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WVariable Treatment Control
(N=xxx) (N=xxx)
Median AN XK ANH XK
Min-Max OO0 — XX ANHN — XXX

95% CI for difference [2]1
p-value for difference [2]

Week 8

N[1]
Mean (SD)
Median
Min-Max

Change from baseline
N[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]
p-value for difference [2]

Week 12

N[1]
Mean (SD)
Median
Min-Max

Change from baseline
N[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]

(A, XX
0300

X (%)
LN (NN AN
KM KX
AOOLK — NN X

X (%)
LN (NN AN
KM KX
AOOLK — NN X
(A, XX
0300

X (%)
LN (NN AN
AOOLK — NN X

X (%)
LN (NN AN

AOOLK — NN X
(A, XX

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

p-value for difference [2] 03
SIC28 20% Response [1]
Week 12
N[1] XX XX
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Variable Treamment Control
(N=xxx) (N=xxx)
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
SIC28 50% Response [1]
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
SIC28 70% Response [1]
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] )3

Abbreviations: 8JC, swollen joint count for 28 different joints; ITT, intent to freat.

[1] Percentage caleulated based on ITT Population.

[2] Difference in mean score change from baseline and one-sided p-value based on the Mixed-effect Model Repeated Measure model with PROC MIXED. Difference in
proportions and one-sided p-value based on the Cochran-Mantel-Haenszel test. Stratification factors are inadequate response or loss of response to JAKI and R A disease
severity at Day 0 for Stage 1 subjects and R A disease severity at Day 0 and inadequate response or loss of response to = 4 biological DMAR Ds with = 2 mechanisms of
action for Stage 2 subjects.

Reference: Listing 16.x %%
SOURCE: xxoxxx SAS 94 {program location} {run date/time}}
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Table 14.12.6
Subject’s Assessment of Pain
{ITT Population)

WVariable Treatment Control
(N=xxx) (N=xxx)
Subject’s Pain Assessment (NRS)
Sereening (baseline)
N[1] X (%) X (%)
Mean (SD) AN (AR AN ANHK (00 NK)
Median KX AKX
Min-Max K — XH0LX AN — XXX
Day 0
N[1] X (%) X (%)
Mean (SD) AN (AR AN ANHK (00 NK)
Median KX AKX
Min-Max K — XH0LX AN — XXX

Change from baseline

N[1] X (%) X (%)
Mean (SD) AN (AR AN ANHK (00 NK)
Median AN XK ANH XK
Min-Max OO0 — XX ANHN — XXX

95% Cl for difference [2]

(A, XX

p-value for difference [2] 03

Week 4
N[1] X (%) X (%)
Mean (SD) AN (AR AN ANHK (00 NK)
Median KX AKX
Min-Max K — XH0LX AN — XXX

Change from baseline

N[1] X (%) X (%)

Mean (SD) AN (AR AN ANHK (00 NK)

Median AN XK ANH XK

Min-Max OO0 — XX ANHN — XXX
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Variable Treatment Control
(N=xxx) (N=xxx)
95% Cl for difference [2] (XXX, XX.X)
p-value for difference [2] 03
Week 8

N[1] X (%) X (%)
Mean (SD) AN (AR AN ANHK (00 NK)
Median KX AKX
Min-Max K — XH0LX AN — XXX

Change from baseline
N[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]
p-value for difference [2]

Week 12
N[1]
Mean (SD)
Median
Min-Max

Change from baseline
N[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]
p-value for difference [2]

Subject’s Pain 20% Response [1]
Week 12
N[1]
Yes
Difference [2]

X (%)
LN (NN AN
KM KX
AOOLK — NN X
(A, XX
0300

X (%)
LN (NN AN
AOOLK — NN X

X (%)
LN (NN AN

AOOLK — NN X
(A, XX

X (%)
1. %

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

XX
X (%)
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Variable Treamment Control
(N=xxx) (N=xxx)
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
Subject’s Pain 50% Response [1]
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
Subject’s Pain 70% Response [1]
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03

Abbreviations: NRS, Numerical Rating Scale; ITT, intent to treat

[1] Percentage caleulated based on ITT Population.

[2] Difference in mean score change from baseline and one-sided p-value based on the Mixed-effect Model Repeated Measure model with PROC MIXED. Difference in
proportions and one-sided p-value based on the Cochran-Mantel-Haenszel test. Stratification factors are inadequate response or loss of response to JAKI and R A disease
severity at Day 0 for Stage 1 subjects and R A disease severity at Day 0 and inadequate response or loss of response to = 4 biological DMAR Ds with = 2 mechanisms of
action for Stage 2 subjects.

Reference: Listing 16.x %%
SOURCE: xxoxxx SAS 94 {program location} {run date/time}}
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Statistical Analysis Plan for Interim and Primary Analyses in - s ETPOI N T

SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024

Table 14.1.2.7
SGA
{(ITT Population)

Variable Treamment Control
(N=xxx) (N=xxx)
SGA Score
Sereening (baseline)
N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
Median AN XK ANH XK
Min-Max LK — XXX EHHN — NENX
Day 0
N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
Median AN XK ANH XK
Min-Max LK — XXX EHHN — NENX

Change from baseline

N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
Median KX AKX
Min-Max OO N — NNNLX N — NNNX

95% Cl for difference [2]

(A, XX

p-value for difference [2] 03

Week 4
N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
Median KX AKX
Min-Max OO N — NNNLX N — NNNX

Change from baseline

N[1] X (%) X (%)

Mean (SD) LN (NN AN AN (NN

Median AN XK ANH XK

Min-Max LK — XXX EHHN — NENX
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MEDICAL
Doc# CLP-004 Rev D, 15JUL2024
Variable Treatment Control
(N=xxx) (N=xxx)
95% Cl for difference [2] (XXX, XX.X)
p-value for difference [2] 03
Week 8

N[1] X (%) X (%)
Mean (SD) AN (AR AN ANHK (00 NK)
Median KX AKX
Min-Max K — XH0LX AN — XXX

Change from baseline
N[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]
p-value for difference [2]

Week 12
N[1]
Mean (SD)
Median
Min-Max

Change from baseline
N[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]
p-value for difference [2]

SGA 20% Response [1]
Week 12
N[1]
Yes
Difference [2]

X (%)
LN (NN AN
KM KX
AOOLK — NN X
(A, XX
0300

X (%)
LN (NN AN
AOOLK — NN X

X (%)
LN (NN AN

AOOLK — NN X
(A, XX

X (%)
1. %

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

XX
X (%)
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Statistical Analysis Plan for Interim and Primary Analyses in - s ETPOI N T

SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024

Variable Treamment Control
(N=xxx) (N=xxx)
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
SGA 50% Response [1]
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
SGA 70% Response [1]
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03

Abbreviations: SGA, subject s global assessment;, ITT, infent fo freat.

[1] Percentage caleulated based on ITT Population.

[2] Difference in mean score change from baseline and one-sided p-value based on the Mixed-effect Model Repeated Measure model with PROC MIXED. Difference in
proportions and one-sided p-value based on the Cochran-Mantel-Haenszel test. Stratification factors are inadequate response or loss of response to JAKI and R A disease
severity at Day 0 for Stage 1 subjects and R A disease severity at Day 0 and inadequate response or loss of response to = 4 biological DMAR Ds with = 2 mechanisms of
action for Stage 2 subjects.

Reference: Listing 16.x %%
SOURCE: xxoxxx SAS 94 {program location} {run date/time}}
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SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024

Table 14.1.2.8
EGA
{(ITT Population)

Variable Treamment Control
(N=xxx) (N=xxx)
EGA Score
Sereening (baseline)
N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
Median AN XK ANH XK
Min-Max LK — XXX EHHN — NENX
Day 0
N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
Median AN XK ANH XK
Min-Max LK — XXX EHHN — NENX

Change from baseline

N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
Median KX AKX
Min-Max OO N — NNNLX N — NNNX

95% Cl for difference [2]

(A, XX

p-value for difference [2] 03

Week 4
N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
Median KX AKX
Min-Max OO N — NNNLX N — NNNX

Change from baseline

N[1] X (%) X (%)

Mean (SD) LN (NN AN AN (NN

Median AN XK ANH XK

Min-Max LK — XXX EHHN — NENX
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MEDICAL
Doc# CLP-004 Rev D, 15JUL2024
Variable Treatment Control
(N=xxx) (N=xxx)
95% Cl for difference [2] (XXX, XX.X)
p-value for difference [2] 03
Week 8

N[1] X (%) X (%)
Mean (SD) AN (AR AN ANHK (00 NK)
Median KX AKX
Min-Max K — XH0LX AN — XXX

Change from baseline
N[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]
p-value for difference [2]

Week 12
N[1]
Mean (SD)
Median
Min-Max

Change from baseline
N[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]
p-value for difference [2]

EGA 20% Response [1]
Week 12
N[1]
Yes
Difference [2]

X (%)
LN (NN AN
KM KX
AOOLK — NN X
(A, XX
0300

X (%)
LN (NN AN
AOOLK — NN X

X (%)
LN (NN AN

AOOLK — NN X
(A, XX

X (%)
1. %

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

XX
X (%)
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Statistical Analysis Plan for Interim and Primary Analyses in - s ETPOI N T

SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024

Variable Treamment Control
(N=xxx) (N=xxx)
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
EGA 50% Response [1]
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
EGA 70% Response [1]
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] )3

Abbreviations: EGA, evaluaior s global assessment; ITT, intent fo freat

[1] Percentage caleulated based on ITT Population.

[2] Difference in mean score change from baseline and one-sided p-value based on the Mixed-effect Model Repeated Measure model with PROC MIXED. Difference in
proportions and one-sided p-value based on the Cochran-Mantel-Haenszel test. Stratification factors are inadequate response or loss of response to JAKI and R A disease
severity at Day 0 for Stage 1 subjects and R A disease severity at Day 0 and inadequate response or loss of response to = 4 biological DMAR Ds with = 2 mechanisms of
action for Stage 2 subjects.

Reference: Listing 16.x %%
SOURCE: xxoxxx SAS 94 {program location} {run date/time}}
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SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024

Table 14.1.2.9
hsCRP
{(ITT Population)

WVariable Treament Control
(N=xxx) (N=xxx)
hsCRP (mg/L)
Sereening (baseline)
N[1] X (%) X (%)
Mean (SD) AN (AR AN ANHK (00 NK)
Median KX AKX
Min-Max K — XH0LX AN — XXX
Day 0
N[1] X (%) X (%)
Mean (SD) AN (AR AN ANHK (00 NK)
Median KX AKX
Min-Max K — XH0LX AN — XXX

Change from baseline
N[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]
p-value for difference [2]

Week 4

N[1]
Mean (SD)
Median
Min-Max

Change from baseline

X (%)
LN (NN AN
KM KX
AOOLK — NN X
(A, XX
0300

X (%)
LN (NN AN
KM KX
AOOLK — NN X

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

N[1] X (%) X (%)

Mean (SD) AN (AR AN ANHK (00 NK)

Median AN XK ANH XK

Min-Max OO0 — XX ANHN — XXX
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Statistical Analysis Plan for Interim and Primary Analyses in
SPM-020 (The RESET-RA Study)

“ SETPOINT

MEDICAL
Doc# CLP-004 Rev D, 15JUL2024
Variable Treatment Control
(N=xxx) (N=xxx)
95% Cl for difference [2] (XXX, XX.X)
p-value for difference [2] 03
Week 8

N[1] X (%) X (%)
Mean (SD) AN (AR AN ANHK (00 NK)
Median KX AKX
Min-Max K — XH0LX AN — XXX

Change from baseline
N[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]
p-value for difference [2]

Week 12
N[1]
Mean (SD)
Median
Min-Max

Change from baseline
N[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]
p-value for difference [2]

hsCRP 20 Response [1]
Week 12
N[1]
Yes
Difference [2]

X (%)
LN (NN AN
KM KX
AOOLK — NN X
(A, XX
0300

X (%)
LN (NN AN
AOOLK — NN X

X (%)
LN (NN AN

AOOLK — NN X
(A, XX

X (%)
1. %

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

XX
X (%)
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Statistical Analysis Plan for Interim and Primary Analyses in - s ETPOI N T

SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024

Variable Treamment Control
(N=xxx) (N=xxx)
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
hsCRP 50 Response [1]
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
hsCRP 704 Response [1]
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] )3

Abbreviations: hs CRP, high sensitivity C-reactive protein; ITT, infent fo freat..

[1] Percentage caleulated based on ITT Population.

[2] Difference in mean score change from baseline and one-sided p-value based on the Mixed-effect Model Repeated Measure model with PROC MIXED. Difference in
proportions and one-sided p-value based on the Cochran-Mantel-Haenszel test. Stratification factors are inadequate response or loss of response to JAKI and R A disease
severity at Day 0 for Stage 1 subjects and R A disease severity at Day 0 and inadequate response or loss of response to = 4 biological DMAR Ds with = 2 mechanisms of
action for Stage 2 subjects.

Reference: Listing 16.x %%
SOURCE: xxoxxx SAS 94 {program location} {run date/time}}
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SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024

Table 14.1.2.10
HAQ-DI
(ITT Population)

Variable Treamment Control
(N=xxx) (N=xxx)
HAQ-DI Score
Sereening (baseline)
N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
Median AN XK ANH XK
Min-Max LK — XXX EHHN — NENX
Day 0
N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
Median AN XK ANH XK
Min-Max LK — XXX EHHN — NENX

Change from baseline

N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
Median KX AKX
Min-Max OO N — NNNLX N — NNNX

95% Cl for difference [2]

(A, XX

p-value for difference [2] 03

Week 4
N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
Median KX AKX
Min-Max OO N — NNNLX N — NNNX

Change from baseline

N[1] X (%) X (%)

Mean (SD) LN (NN AN AN (NN

Median AN XK ANH XK

Min-Max LK — XXX EHHN — NENX
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Statistical Analysis Plan for Interim and Primary Analyses in
SPM-020 (The RESET-RA Study)

“ SETPOINT

MEDICAL
Doc# CLP-004 Rev D, 15JUL2024
Variable Treatment Control
(N=xxx) (N=xxx)
95% Cl for difference [2] (XXX, XX.X)
p-value for difference [2] 03
Week 8

N[1] X (%) X (%)
Mean (SD) AN (AR AN ANHK (00 NK)
Median KX AKX
Min-Max K — XH0LX AN — XXX

Change from baseline
N[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]
p-value for difference [2]

Week 12
N[1]
Mean (SD)
Median
Min-Max

Change from baseline
N[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]
p-value for difference [2]

HAQ-DI 20% Response [1]
Week 12
N[1]
Yes
Difference [2]

X (%)
LN (NN AN
KM KX
AOOLK — NN X
(A, XX
0300

X (%)
LN (NN AN
AOOLK — NN X

X (%)
LN (NN AN

AOOLK — NN X
(A, XX

X (%)
1. %

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

XX
X (%)
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SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024
Variable Treamment Control
(N=xxx) (N=xxx)
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
HAQ-DI 50% Response [1]
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
HAQ-DI 70% Response [1]
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
HAQ-DI Mild Difficulties to Moderate Disability (score from 0 o < 1) [1]
Secreening ( baseline)
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
HAQ-DI Moderate Disability (score from 1 to < 2) [1]
Secreening ( baseline)
N[1] XX XX
Yes X (%) X (%)
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Statistical Analysis Plan for Interim and Primary Analyses in - s ETPOI N T

SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024

Variable Treamment Control
(N=xxx) (N=xxx)
Difference [2] o %
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
HAQ-DI Subjects with Severe to Very Severe Disability (score from 2 1o 3) [1]
Secreening ( baseline)
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03
HAQ-DI Response (MCID = 022) [1]
Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] .30

Abbreviations: HAQ-DI, Health Assessment Questionnaive Disability Index; ITT, intent fo treat; MCID, Minimal clinically imporiant difference.

[1] Percentage calculated based on ITT Population

[2] Difference in mean score change from baseline and one-sided p-value based on the Mixed-effect Model Repeated Measure model with PROC MIXED. Difference in
proportions and one-sided p-value based on the Cochran-Mantel-Haenszel test. Stratification factors are inadequate response or loss of response to JAKI and RA disease
severity at Day 0 for Stage 1 subjects and R A disease severity at Day 0 and inadequate response or loss of response to = 4 biological DMAR Ds with = 2 mechanisms of
action for Stage 2 subjects.
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Variable Treamment Control
(N=xxx) (N=xxx)
Reference: Listing 16.x.x.x
SOURCE: xxoxxx SAS 94 {program location} {run date/time}}
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SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024

Table 14.1.2.11
DAS2E-CRP
{(ITT Population)

WVariable Treament Control
(N=xxx) (N=xxx)
DAS28-CRP Score
Sereening (baseline)
N[1] X (%) X (%)
Mean (SD) AN (AR AN ANHK (00 NK)
Median KX AKX
Min-Max K — XH0LX AN — XXX
Day 0
N[1] X (%) X (%)
Mean (SD) AN (AR AN ANHK (00 NK)
Median KX AKX
Min-Max K — XH0LX AN — XXX

Change from baseline
N[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]
p-value for difference [2]

Week 4

N[1]
Mean (SD)
Median
Min-Max

Change from baseline

X (%)
LN (NN AN
KM KX
AOOLK — NN X
(A, XX
0300

X (%)
LN (NN AN
KM KX
AOOLK — NN X

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

N[1] X (%) X (%)

Mean (SD) AN (AR AN ANHK (00 NK)

Median AN XK ANH XK

Min-Max OO0 — XX ANHN — XXX
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MEDICAL
Doc# CLP-004 Rev D, 15JUL2024
Variable Treatment Control
(N=xxx) (N=xxx)
95% Cl for difference [2] (XXX, XX.X)
p-value for difference [2] 0o
Week 8

N[1] X (%) X (%)
Mean (SD) AN (AR AN ANHK (00 NK)
Median AKX HHAX
Min-Max MK — XXOLX I — XXX

Change from baseline
N[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]
p-value for difference [2]

Week 12
N[1]
Mean (SD)
Median
Min-Max

Change from baseline
N[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]
p-value for difference [2]

DAS28-CRP MCID Response (score reduction from Baseline by 1.2) [1]
Week 12
N[1]
Yes
Difference [2]

X (%)
LN (NN AN
AKX
ALK — MK
(A, XX
000

X (%)
LN (NN AN
ALK — MK

X (%)
LN (NN AN

ALK — MK
(A, XX

X (%)
1. %

X (%)
AN (NN
AN KK
KENK — NXNX

X (%)
AN (NN
AN KK
KENK — NXNX

X (%)
AN (NN
AN KK
KENK — NXNX

X (%)
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SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024
Variable Treamment Control
(N=xxx) (N=xxx)
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03

DAS28-CRP Low Disease Activity (score 2.6 to<3.2)[1]
Week 12
N[1]
Yes
Difference [2]
95% Cl for difference [2]
p-value for difference [2]

DAS28-CRP Remission (score 0 1o < 2.6) [1]
Week 12
N[1]
Yes
Difference [2]
95% Cl for difference [2]
p-value for difference [2]

DAS28-CRP EULAR Good Response [1][3]
Week 12
N[1]
Yes
Difference [2]
95% Cl for difference [2]
p-value for difference [2]

DAS28-CRP EULAR Moderate Response [1][4]
Week 12
N[1]
Yes
Difference [2]
95% Cl for difference [2]
p-value for difference [2]

X (%)
X X%
(A, XX
0.3

XX
X (%)
X X%
(A, XX
0.3

XX
X (%)
X X%
(A, XX
0.3

XX
X (%)
X X%
(A, XX
0.3

X (%)

XX
X (%)

XX
X (%)

XX
X (%)

Abbreviations: CRP, Coreactive protein; DAS, Disease Activity Score; EULAR, European League Against Rhewnatism; [TT, intent io freal.

[1] Percentage calculated based on ITT Population
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SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024

Treatment Control
(N=xxx) {N=xxx)
[2] Difference in mean score change from baseline and one-sided p-value based on the Mixed-effect Model Repeated Measure model with PROC MIXED. Difference in
proportions and one-sided p-value based on the Cochran-Mantel-Haenszel test. Stratification factors are inadequate response or loss of response to JAKI and R A disease
severity at Day 0 for Stage 1 subjects and R A disease severity at Day 0 and inadequate response or loss of response to = 4 biological DMAR Ds with = 2 mechanisms of
action for Stage 2 subjects.
[3] EULAR good treatment response if DAS28-CRP score reduced from baseline o a given timepoint by > 1.2 and s = 3.2 at a given timepoint
[4] EULAR moderate treatment response if DAS28-CRP score reduced from baseline to a given timepoint by =0.6to0 = 12, and 15 = 5.1 at a given timepoint; or DAS28-
CRP score reduced from baseline to a given timepoint by = 12, and 15> 3.2 al a given limepoint

Variable

Reference: Listing 16.x %%
SOURCE: xxoxxx SAS 94 {program location} {run date/time}}
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Statistical Analysis Plan for Interim and Primary Analyses in - s ETPOI N T

SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024

Table 14.1.2.12
CDAl
{(ITT Population)

Treatment Control
(N=xxx) (N=xxx)
CDAL Score
Sereening (baseline)
N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
Median AN XK ANH XK
Min-Max LK — XXX EHHN — NENX
Day 0
N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
Median AN XK ANH XK
Min-Max LK — XXX EHHN — NENX

Change from baseline

N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
Median KX AKX
Min-Max OO N — NNNLX N — NNNX

95% Cl for difference [2]

(A, XX

p-value for difference [2] 03

Week 4
N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
Median KX AKX
Min-Max OO N — NNNLX N — NNNX

Change from baseline

N[1] X (%) X (%)

Mean (SD) LN (NN AN AN (NN

Median AN XK ANH XK

Min-Max LK — XXX EHHN — NENX
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Statistical Analysis Plan for Interim and Primary Analyses in
SPM-020 (The RESET-RA Study)

“ SETPOINT

MEDICAL
Doc# CLP-004 Rev D, 15JUL2024
Treatment Control
(N=xxx) (N=xxx)
95% Cl for difference [2] (XXX, XX.X)
p-value for difference [2] 0o
Week 8

N[1] X (%) X (%)
Mean (SD) AN (AR AN ANHK (00 NK)
Median AKX HHAX
Min-Max MK — XXOLX I — XXX

Change from baseline
N[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]
p-value for difference [2]

Week 12
N[1]
Mean (SD)
Median
Min-Max

Change from baseline
N[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]
p-value for difference [2]

CDAI Low Disease Activity (Score =28 to = 10) [1]
Screning (baseline)
N[1]
Yes
Difference [2]

X (%)
LN (NN AN
AKX
ALK — MK
(A, XX
000

X (%)
LN (NN AN
ALK — MK

X (%)
LN (NN AN

ALK — MK
(A, XX

X (%)
1. %

X (%)
AN (NN
AN KK
KENK — NXNX

X (%)
AN (NN
AN KK
KENK — NXNX

X (%)
AN (NN
AN KK
KENK — NXNX

X (%)
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“ SETPOINT

SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024
Treatment Control
(N=xxx) (N=xxx)

Q5% Cl for difference (XX, XX
p-value for difference [2] 03

Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03

CDAI Remission (Score 0 to = 2.8) [1]

Secreening ( baseline)
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03

Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] 03

CDAI Response (MCILD) [1][3]

Week 12
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] {300, AX)
p-value for difference [2] .30

Abbreviations: CDAI, Clinical Disease Activity Index; ITT, intent to treai; MCID, Minimal clinically imporiant difference.

[1] Percentage caleulated based on ITT Population.

[2] Difference in mean score change from baseline and one-sided p-value based on the Mixed-effect Model Repeated Measure model with PROC MIXED. Difference in
proportions and one-sided p-value based on the Cochran-Mantel-Haenszel test. Stratification factors are inadequate response or loss of response to JAK and R A disease
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Statistical Analysis Plan for Interim and Primary Analyses in - s ETPOI N T

SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024

Treatment Control
(N=xxx) (N=xxx)
severity at Day 0 for Stage 1 subjects and R A disease severity at Day 0 and inadequate response or loss of response to = 4 biological DMAR Ds with = 2 mechanisms of
action for Stage 2 subjects.
[3]MCID a5 -12 if starting in high disease (= 22), -6 1f starting in moderate disease (10-22); and 1 1f starting in low disease (< 10).CDAI manges from 0 to 76 with higher
values representing higher disease activity.

Reference: Listing 16.x %%
SOURCE: xxoxxx SAS 94 {program location} {run date/time}}
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Statistical Analysis Plan for Interim and Primary Analyses in
SPM-020 (The RESET-RA Study)
Doc# CLP-004 Rev D, 15JUL2024

“ SETPOINT

MEDICAL

Table 14.1.2.13
RAMRIS

{(ITT Population)

WVariable Treament Control
(N=xxx) (N=xxx)
RAMRIS Bone Erosion Score
Sereening (baseline)
N[1] X (%) X (%)
Mean (SD) AN (AR AN ANHK (00 NK)
Median AN XK ANH XK
Min-Max OO0 — XX ANHN — XXX
Week 12
N[1] X (%) X (%)
Mean (SD) AN (AR AN ANHK (00 NK)
Median AN XK ANH XK
Min-Max

Change from baseline (SDC: x_xx)
MN[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]

LN — XNAX

X (%)
LN (NN AN
KM KX
AOOLK — NN X
(A, XX

XXN.K —XKXXX

X (%)
AN (NN
KA KX
KANK — NNNX

p-value for difference [2] 03

Progression rate from baseline (= 00.5)
N[1] XX XX
Yes X (%) X (%)
Difference [2] o %
95% Cl for difference [2] (XXX, XX.X)
p-value for difference [2] 03

RAMRIS Osteitis Score

Sereening (baseline)
N[1] X (%) X (%)
Mean (SD) AN (AR AN ANHK (00 NK)
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SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024
WVariable Treatment Control
(N=xxx) (N=xxx)
Median AN KN ANHXN
Min-Max OO — XNNX ANHN — XNNX
Week 12
N[1] X (%) X (%)
Mean (SD) AN (AR AN ANHK (00 NK)
Median AN KN ANHXN
Min-Max OO — XNNX ANHN — XNNX

Change from baseline (SDC: x_xx)
N[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]

p-value for difference [2]

RAMRIS Synovitis Score
Sereening (baseline)
MN[1]
Mean (SD)
Median
Min-Max

Week 12
MN[1]
Mean (SD)
Median
Min-Max

Change from baseline (SDC: x_xx)
MN[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]

X (%)
LN (NN AN
AKX
ALK — MK
(A, XX
000

X (%)
LN (NN AN

ALK — MK
X (%)
LN (NN AN
ALK — MK
X (%)
LN (NN AN

ALK — MK
(A, XX

X (%)
AN (NN
AN KK
KENK — NXNX

X (%)
AN (NN
AN KK
KENK — NXNX

X (%)
AN (NN
AN KK
KENK — NXNX

X (%)
AN (NN
AN KK
KENK — NXNX
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SPM-020 (The RESET-RA Study)

“ SETPOINT

MEDICAL
Doc# CLP-004 Rev D, 15JUL2024
Variable Treamment Control
(N=xxx) (N=xxx)
p-value for difference [2] 03

RAMEIS CARLOS Score
Sereening (baseline)
MN[1]
Mean (SD)
Median
Min-Max

Week 12
MN[1]
Mean (SD)
Median
Min-Max

Change from baseline (SDC: x_xx)
N[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]

p-value for difference [2]

X (%)
LN (NN AN
KM KX
AOOLK — NN X

X (%)
LN (NN AN
KM KX
AOOLK — NN X

X (%)
LN (NN AN
KM KX
AOOLK — NN X
(A, XX
0.3

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

Abbreviations: CARLOS, cartilage loss score; ITT, infent to freat; RAMRIS, Rheumaioid Arthritis MRI Scoving System; SDC, Smallesi Detectable Change

[1] Percentage caleulated based on ITT Population.

[2] Difference in mean score change from baseline and one-sided p-value based on the Mixed-effect Model Repeated Measure model with PROC MIXED. Difference in
proportions and one-sided p-value based on the Cochran-Mantel-Haenszel test. Stratification factors are inadequate response or loss of response to JAKI and RA disease
severity at Day 0 for Stage 1 subjects and R A disease severity at Day 0 and inadequate response or loss of response to = 4 biological DMAR Ds with = 2 mechanisms of
action for Stage 2 subjects.

Reference: Listing 16.x %%
SOURCE: xxoxxx SAS 94 {program location} {run date/time}}
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SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024

Table 14.1.2.14
EQ-5D-5L
(ITT Population)

Variable

Treatment
( M=xxx)

Control
[ MN=xxx)

EQ-53D-5L1 Index Score
Sereening (baseline)

N[1] X (%) X (%)
Mean (SD) AN (L) A0 (NN
Median ANH XK ANH. KX
Min-Max HHHK — XXX HHHLK — XX
Day 0

N[1] X (%) X (%)
Mean (SD) AN (L) A0 (NN
Median ANH XK ANH. KX
Min-Max HHHK — XXX HHHLK — XX

Change from baseline

X (%)

N[1] o (00X %)

Mean (SD) AN (L) A0 (NN
Median AKX XXX
Min-Max N — NNNX WO — NNNLX

Difference [2]
95% Cl for difference [2]
p-value for difference [2]

X (%)
(3., XX
0. xxx

Week 4
N[1] X (%) X (%)
Mean (SD) AN (L) A0 (NN
Median AKX XXX
Min-Max N — NNNX WO — NNNLX

Change from baseline

N[1] X (%) X (%)

Mean (SD) AN (L) A0 (NN

Median AKX XXX
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SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024

Treatment Control
( M=xxx) [ MN=xxx)
Min-Max HHNK — XXX MK — NN
Difference [2] o (00X %)
95% Cl for difference [2] (300, Xx.x)
p-value for difference [2] Oy
Week 8
N[1] X (%) X (%)
Mean (SD) AN (KN AN K (XK
Median HHAX AL AN
Min-Max HHNK — XXX MK — NN
Change from baseline
N[1] X (%) X (%)
Mean (SD) AN (KN AN K (XK
Median HHAX AL AN
Min-Max HHNK — XXX MK — NN
Difference [2] o (00X %)
95% Cl for difference [2] (300, Xx.x)
p-value for difference [2] Oy
Week 12
N[1] X (%) X (%)
Mean (SD) AN (KN AN K (XK
Median HHAX AL AN
Min-Max HHNK — XXX MK — NN
Change from baseline
N[1] X (%) X (%)
Mean (SD) AN (KN AN K (XK
Median HHAX AL AN
Min-Max HHNK — XXX MK — NN
Difference [2] o (00X %)
95% Cl for difference [2] (300, Xx.x)
p-value for difference [2] Oy
EQ-3D-51 Mobility Dimension [1]
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SPM-020 (The RESET-RA Study)

“ SETPOINT

MEDICAL
Doc# CLP-004 Rev D, 15JUL2024
Variable Treatment Control
[ M=xxx) | MN=xxx)
Sereening (baseline)
Level 1 (Mo problem) X (%) X (%)
Level 2 (Slight problems) X (%) X (%)
Level 3 (Moderate problems) X (%) X (%)
Level 4 (Severe problems) X (%) X (%)
Level 5 (Extreme problems) X (%) X (%)
Repeat each level for: Day 0, Week 4, Week 8, and Week 12
Repeat for other dimensions:
EQ-5D-5L1 Self-care
EQ-3D-5L1 Usual activities
EQ-3D-5L1 Pain/discom{ort
EQ-3D-5L Anxiety/depression
EQ VAS
Sereening (baseline)
N[1] X (%) X (%)
Mean (SD) AN (KN AN K (XK
Median HHAX AL AN
Min-Max HHNK — XXX MK — NN
Day 0
N[1] X (%) X (%)
Mean (SD) AN (KN AN K (XK
Median HHAX AL AN
Min-Max HHNK — XXX MK — NN

Change from baseline
N[1]

Mean (SD)

Median

Min-Max

Difference [2]

95% Cl for difference [2]
p-value for difference [2]

X (%)
AN (L)
AN KK
AN — NN
X (%)
(3., XX

X (%)
A0 (NN
KA. NN
NHMLK — NNHLX
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SPM-020 (The RESET-RA Study)

“ SETPOINT

MEDICAL
Doc# CLP-004 Rev D, 15JUL2024
Treatment Control
( M=xxx) [ MN=xxx)
Week 4

N[1] X (%) X (%)
Mean (SD) AN (KN AN K (XK
Median ANHXN AN XN
Min-Max ANHN — XNNX AN K — 0L

Change from baseline
N[1]

Mean (SD)

Median

Min-Max

Difference [2]

95% Cl for difference [2]
p-value for difference [2]

Week 8

N[1]
Mean (SD)
Median
Min-Max

Change from baseline

X (%)
AN (L)
AKX
AN — XNNX
X (%)
(3., XX
0.xxx

X (%)
AN (L)
AKX
AN — XNNX

X (%)
A0 (NN
KA. NN
NHMLK — NNHLX

X (%)
A0 (NN
KA. NN
NHMLK — NNHLX

May not be reproduced outside of SetPoint Medical without written permission from Document Control.

N[1] X (%) X (%)

Mean (SD) AN (KN AN K (XK

Median HHAX AL AN

Min-Max HHNK — XXX MK — NN

Difference [2] o (00X %)

95% Cl for difference [2] (300, Xx.x)

p-value for difference [2] Oy

Week 12

N[1] X (%) X (%)

Mean (SD) AN (KN AN K (XK

Median HHAX AL AN

Min-Max HHNK — XXX MK — NN
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MEDICAL
Doc# CLP-004 Rev D, 15JUL2024
Variable Treatment Control
( M=xxx) [ MN=xxx)

Change from baseline
N[1] X (%) X (%)
Mean (SD) AN (L) A0 (NN
Median AKX XXX
Min-Max N — NNNX WO — NNNLX
Difference [2] o (00X %)
95% Cl for difference [2] (3003, 10X
p-value for difference [2] 0.xxx

Abbreviations: EQ-5D-5L, EuroQol 5 domains 3 levels; [TT, inteni to freaf.

[1] Percentage calculated based on I'TT Population

[2] Difference in mean score change from baseline and one-sided p-value based on the Mixed-effect Model Repeated Measure model with PROC MIXED. Stratification
factors are inadequate response or loss of response o JAKI and RA disease severity at Day 0 for Stage 1 subjects and RA disease severity at Day 0 and inadequate
response or loss of response o = 4 biological DMARDs with = 2 mechanisms of action for Stage 2 subjects.

Reference: Listing 16.x.%.x
SOURCE: x0omx SAS 9.4 {program location} {run date/time} }
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SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024

Table 14.1.2.15
SF-36
{(ITT Population)

Variable

Treatment
(N=xxx)

Control

[ MN=xxx)

SF-36 MCS Score
Sereening (baseline)

N[1] X (%) X (%)
Mean (SD) IO N (NN AN (NN
Median LXK ANH XK
Min-Max HHHLK — MNALX EHHN — NENX
Day 0

N[1] X (%) X (%)
Mean (SD) IO N (NN AN (NN
Median LXK ANH XK
Min-Max HHHLK — MNALX EHHN — NENX

Change from baseline

N[1] X (%) X (%)
Mean (SD) IO N (NN AN (NN
Median KX AKX
Min-Max 00N — MK N — NNNX

95% Cl for difference [2]

(3, XXX

p-value for difference [2] xxx

Week 4
N[1] X (%) X (%)
Mean (SD) IO N (NN AN (NN
Median KX AKX
Min-Max 00N — MK N — NNNX

Change from baseline

N[1] X (%) X (%)

Mean (SD) IO N (NN AN (NN

Median LXK ANH XK

Min-Max HHHLK — MNALX EHHN — NENX
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Treatment Control
(N=xxx) (N=xxx)
95% Cl for difference [2] {300, xx )
p-value for difference [2] xxx

Week 8

N[1]
Mean (SD)
Median
Min-Max

Change from baseline
N[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]
p-value for difference [2]

Week 12

N[1]
Mean (SD)
Median
Min-Max

Change from baseline
N[1]

Mean (SD)

Median

Min-Max

95% Cl for difference [2]
p-value for difference [2]

X (%)
IO N (NN
R
MK — 300X

X (%)
IO N (NN
R
MK — 300X
(3, XXX
0.xxx

X (%)
IO N (NN
R
MK — 300X

X (%)
IO N (NN
R
MK — 300X
(3, XXX
0.xxx

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

Repeat for:

SF-36 PCS Score

Abbreviations: I'TT, intent to treat; MCS, Mental Component Summary; PCS, Physical Component Summary; SF-36, Short Form Survey with 36 items.
[1] Percentage calculated based on ITT Population
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SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024

Treatment Control
(N=xxx) (N=xxx)
[2] Difference in mean score change from baseline and one-sided p-value based on the Mixed-effect Model Repeated Measure model with PROC MIXED. Stratification
factors are inadequate response or loss of response to JAKI and RA disease severity at Day 0 for Stage 1 subjects and RA disease severity at Day 0 and inadequate
response or loss of response to = 4 biological DM ARDs with = 2 mechanisms of action for Stage 2 subjects.

Variable

Reference: Listing 16.x %%
SOURCE: xxoxxx SAS 94 {program location} {run date/time}}
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SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024

Table 14.1.2.16
Subject’s Blinding Assessment
{ITT Population)

Subject believes he/she was in Bl
Assignment Treatment Treatment Control Control
) Strongly Believe Somewhat Believe Somewhat Believe Strongly Believe Don’t Know {95% CI)

Week 4

Treatment X (%) X (%) X (%) X (%) X (%) O (0xx, 0uxx)

Control X (%) X (%) X (%) X (%) X (%) O (0xx, 0uxx)
Week 12

Treatment X (%) X (%) X (%) X (%) X (%) O (0xx, 0uxx)

Control X (%) X (%) X (%) X (%) X (%) O (0xx, 0uxx)

Abbreviations: B Bang's blinding index; ITT, intent fo treal.

Reference: Listing 16.x.x.x
SOURCE: xxoxxx SAS 94 {program location} {run date/time}}

Table 14.12.16.1
Subject’s Blinding Assessment
(PTE Population)

Repeat Table 14.2.16 for PTE population
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SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024

Table 14.1.2.17
Joint Evaluator’s Blinding Assessment
{ITT Population)

Evaluator believes subject is in Bl
Assignment Treatment Treatment Control Control
) Strongly Believe Somewhat Believe Somewhat Believe Strongly Believe Don’t Know {95% CI)

Week 4

Treatment X (%) X (%) X (%) X (%) X (%) O (0xx, 0uxx)

Control X (%) X (%) X (%) X (%) X (%) O (0xx, 0uxx)
Week 12

Treatment X (%) X (%) X (%) X (%) X (%) O (0xx, 0uxx)

Control X (%) X (%) X (%) X (%) X (%) O (0xx, 0uxx)

Abbreviations: B Bang's blinding index; ITT, intent fo treal.

Reference: Listing 16.x.x.x
SOURCE: xxoxxx SAS 94 {program location} {run date/time}}

Table 14.12.17.1
Evaluator’s Blinding Assessment
{PTE Population)

Repeat Table 14.2.17 for PTE population
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Doc# CLP-004 Rev D, 15JUL2024

Table 14.1.2.18
Co-Pl Rheumatologist’s Blinding Assessment
{ITT Population)

Co-Pl Rheumaiologist believes subject is in Bl
Assignment Treatment Treatment Control Control
' Strongly Believe Somewhat Believe Somewhat Believe Strongly Believe Don’t Know {95% CI)

Week 4

Treatment X (%) X (%) X (%) X (%) X (%) O (0xx, 0uxx)

Control X (%) X (%) X (%) X (%) X (%) O (0xx, 0uxx)
Week 12

Treatment X (%) X (%) X (%) X (%) X (%) O (0xx, 0uxx)

Control X (%) X (%) X (%) X (%) X (%) O (0xx, 0uxx)

Abbreviations: B Bang's blinding index; ITT, intent fo treal.

Reference: Listing 16.x.x.x
SOURCE: xxoxxx SAS 94 {program location} {run date/time}}

Table 14.12.18.1
Co-Pl Rheumatologist’s Blinding Assessment
(PTE Population)

Repeat Table 142 18 for PTE population
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SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024

Table 14.1.2.19
Inflammatory Biomarkers
{ITT Population)

Variable Treamment Control
(N=xxx) (N=xxx)
IL-6 (pg/mL)

Sereening (baseline)
N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
Median KX AKX
Min-Max OO N — NNNLX N — NNNX

Day 0
N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
Median KX AKX
Min-Max OO N — NNNLX N — NNNX

Week 4
N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
Median KX AKX
Min-Max OO N — NNNLX N — NNNX

Week 8
N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
Median KX AKX
Min-Max OO N — NNNLX N — NNNX

Week 12
N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
Median KX AKX
Min-Max OO N — NNNLX N — NNNX
Change from baseline
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SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024

Variable Treamment Control
(N=xxx) (N=xxx)

N[1] X (%) X (%)
Mean (SD) LN (NN AN AN (NN
Median KX AKX
Min-Max OO N — NNNLX N — NNNX
Percent change o % . X%
Relative difference [2] o %
95% Cl for difference [2] {300 x%a, 100X %)
p-value for difference [2] 03

Repeat for:

SAA (pg/mL)

MMP-3 (pg/mL)

Abbreviations: IL, interleukin; ITT, intent o treat; MMP, matrix metalloproteinase; SAA, serum amyloid A.

[1] Percentage caleulated based on ITT Population.

[2] Relative difference in mean score change from baseline and one-sided p-value based on the Mixed-effect Model Repeated Measure model with PROC MIXED.
Stratification factors are inadequate response or loss of response to JAKI and RA disease severity at Day 0 for Stage 1 subjects and RA disease severity at Day 0 and
inadequate response or loss of response to = 4 biological DMARDs with = 2 mechanisms of action for Stage 2 subjects.

Reference: Listing 16.x %%
SOURCE: xxoxxx SAS 94 {program location} {run date/time}}
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Table 14.1.2.20

RA Rescue Treatments and Follow-up Interventions

(ITT Population)

“ SETPOINT

Treatment Control
{(N=xx) {N=xxx)
Received any post-procedure BA rescue treatment
Yes [1] o (%) o (%)
If yes, first noted at [2] o (%) o (%)
Post-Surgical Clearance o (%) o (%)
Day 0 o (%) o (%)
Titration 1 o (%) o (%)
Titration 2 o (%) o (%)
Titration 3 o (%) o (%)
Weck 4 o (%) o (%)
Week 8 o (%) o (%)
Week 12 o (%) o (%)
Received cs DMARD for RA (other than 1 at stable dose from Informed Consent o Week 12, as required per
protocol) [1]
Yes [1] o (%) o (%)
If yes, first noted at [2] o (%) o (%)
Post-Surgical Clearance o (%) o (%)
Day 0 o (%) o (%)
Titration 1 o (%) o (%)
Titration 2 o (%) o (%)
Titration 3 o (%) o (%)
Weck 4 o (%) o (%)
Week 8 o (%) o (%)
Week 12 o (%) o (%)
Received b/isDMARDs for RA [1]
Yes [1] o (%) o (%)
If yes, first noted at [2] o (%) o (%)
Post-Surgical Clearance o (%) o (%)
Day 0 o (%) o (%)
Titration 1 o (%) o (%)
Titration 2 o (%) o (%)
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“ SETPOINT

MEDICAL

Treatment Control
(N=xxx) (N=xxx)
Titration 3 AR (K% o (%)
Week 4 AR (K% o (%)
Week 8 AR (K% o (%)
Week 12 AR (K% o (%)
Received corticosteroids (equivalent =10mg/day average dose prednisone) for RA [1]
Yes [1] AR (K% o (%)
If yes, first noted at [2] AR (K% o (%)
Post-Surgical Clearance AR (K% o (%)
Baseline AR (K% o (%)
Titration 1 AR (K% o (%)
Titration 2 AR (K% o (%)
Titration 3 AR (K% o (%)
Week 4 AR (K% o (%)
Week 8 AR (K% o (%)
Week 12 AR (K% o (%)
Repeat for other RA rescue treatments as reported in CRFs
Abbreviations: bisDMARD, biologic or targeted synthefic disease-modifving anfi-rheumatic drug.
[1] Percentage caleulated based on ITT Population.
[2] Percent is caleulated based on the start date noted on the Concomitant Medication log.
Reference: Listing 16.x.x.x
SOURCE: xxoxxx SAS 94 {program location} {run date/time}}
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Table 14.1.222
lmplant Performance
{ITT Population)

Vanable

Treatment

Control

All

Status of Smdy Implant at Smdy Exit [1]
Subjects with active implant
Subjects with deactivated/decommissioned implant
Subjects with explanted implant
Unknown
Other

AR (K%
AR (K%
AR (K%
AR (K%
AR (K%
A (%)

AR (X %)
AR (X %)
AR (X %)
AR (X %)
AR (X %)
A (XX %a)

AR (K%
AR (K%
AR (K%
AR (K%
AR (K%
A (%)

[1] Percentage calculated based on I'TT Population
Reference: Listing 16.x.%.x
SOURCE: xxomxx SAS 9.4 {program location} {run date/time}
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Table 14.13.1
Adverse Events
{Safety Population)

Treatment Control All
WVarable (N=xx) {N=x00x) (N=xx)
Events n (%) Evenis  n (%) Evenis n (%)
Any AE XN A (%) XN A (%) XN XX (%)
Not Related XN A (%) XN A (%) XN XX (%)
Implant Procedure XN A (%) XN A (%) XN XX (%)
Implant Device XN A (%) XN A (%) XN XX (%)
Stimulation XN A (%) XN A (%) XN XX (%)
Explant Procedure XN A (%) XN A (%) XN XX (%)
Related [1]
Implant Procedure XN A (%) XN A (%) XN XX (%)
Implant Device XN A (%) XN A (%) XN XX (%)
Stimulation XN A (%) XN A (%) XN XX (%)
Explant Procedure XN A (%) XN A (%) XN XX (%)
Indeterminate
Implant Procedure XN A (%) XN A (%) XN XX (%)
Implant Device XN A (%) XN A (%) XN XX (%)
Stimulation XN A (%) XN A (%) XN XX (%)
Explant Procedure XN A (%) XN A (%) XN XX (%)
AE resulting in discontinuation XN A (%) XN A (%) XN XX (%)
AE by maximum severity
Mild XN A (%) XN A (%) XN XX (%)
Moderate XN A (%) XN A (%) XN XX (%)
Severe XN A (%) XN A (%) XN XX (%)
Implant Procedure AE by maximum severty
Mild XN A (%) XN A (%) XN XX (%)
Moderate XN A (%) XN A (%) XN XX (%)
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Treatment Control All
Vanable (N=xxx) (N=xx) (N=xxx)
Events n (%) Events n (%) Events n (%)
Severe AN Ax (0 x%a) AN AX (%) AN AX (%)
Implant Device AE by maximum severty
Mild AN Ax (0 x%a) AN AX (%) AN AX (%)
Moderate AN Ax (0 x%a) AN AX (%) AN AX (%)
Severe AN Ax (0 x%a) AN AX (%) AN AX (%)
Stimulation AE by maximum severity
Mild AN Ax (0 x%a) AN AX (%) AN AX (%)
Moderate AN Ax (0 x%a) AN AX (%) AN AX (%)
Severe AN Ax (0 x%a) AN AX (%) AN AX (%)
Explant Procedure AE by maximum severty [1]
Mild AN Ax (0 x%a) AN AX (%) AN AX (%)
Moderate AN Ax (0 x%a) AN AX (%) AN AX (%)
Severe AN Ax (0 x%a) AN AX (%) AN AX (%)
SAE[1] AN Ax (0 x%a) AN AX (%) AN AX (%)
lmplant Procedure SAE AN Ax (0 x%a) AN AX (%) AN AX (%)
lmplant Device SAE AN Ax (0 x%a) AN AX (%) AN AX (%)
Sumulation SAE AN Ax (0 x%a) AN AX (%) AN AX (%)
Energizer SAE AN Ax (0 x%a) AN AX (%) AN AX (%)
Explant Procedure SAE AN Ax (0 x%a) AN AX (%) AN AX (%)

Abbreviations: AE, adverse eveni; RA, rheumatoid arthriiis; SAE, serious adverse event.

Note: AEs coded using the MedDRA dictionary Version 21.0 or later. Given in the table are subject counts and percentages. At each level of summation, subjects are
counted only once. Subjects experiencing AEs of more than one severity are summarized according o the maximum severity experienced over all episodes of an
AE.

[1] AEs judged to be “Definitely related” or “Probably related”™ are reported as “Related™.

Reference: Listing 163 x.x
SOURCE: xxoxxx SAS 94 {program location} {run date/time}}
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Table 14.132
Adverse Events by SOC and Maximum Severty: All Events
Safety Population

May not be reproduced outside of SetPoint Medical without written permission from Document Control.

Treatment Control All
{N=xxx) {(N=xx) {N=xxx)
S0C Mild Moderate Severe Total Mild Moderate  Severe Total Mild Moderate Severe Total
Preferred Term Events Events Events Events Events Events Events Events Events Events Events Events
i (%a) 1 { %a) 1 { %a) 1 { %a) 1 { %a) 1 { %a) 1 { %a) 1 (%a) 1 (%a) 1 (%a) i (%a) i (%a)
Prior to lmplant Procedure
Any AE [1] XX XX XX XX XX XX XX XX XX XX XX XX
X (xx%) X (xx%a) X (xx%a) ® (%) x(xx%)  x (%) X (xx%a) ®(ax%)  x (xx%) X (xx%) X (%) K (xx%)
S0C 1 (1] XX XX XX XX XX XX XX XX XX XX XX XX
X (xx%) X (xx%a) X (xx%a) ® (%) x(xx%)  x (%) X (xx%a) ®(ax%)  x (xx%) X (xx%) X (%) K (xx%)
Preferred Term 1 XX XX XX XX XX XX XX XX XX XX XX XX
X (xx%) X (xx%a) X (xx%a) ® (%) x(xx%)  x (%) X (xx%a) x (xx%) X (xx%) X (xx%) X (%) x (xx%)
Preferred Term 2 XX XX XX XX XX XX XX XX XX XX XX XX
X (xx%) X (xx%a) X (xx%a) ® (%) x(xx%)  x (%) X (xx%a) ®(ax%)  x (xx%) X (xx%) X (%) K (xx%)
Preferred Term 3 XX XX XX XX XX XX XX XX XX XX XX XX
X (xx%) X (xx%a) X (xx%a) ® (%) x(xx%)  x (%) X (xx%a) ®(ax%)  x (xx%) X (xx%) X (%) K (xx%)
Preferred Term 4 XX XX XX XX XX XX XX XX XX XX XX
X (xx%) X (xx%a) X (xx%a) ® (%) x(xx%)  x (%) ®(ax%) % (ooo%) X (%) X (xx%) X (%) K (xx%)
S0OC 2 (1] XX XX XX XX XX XX XX XX XX XX XX XX
X (xx%) X (xx%a) X (xx%a) ® (%) x(xx%)  x (%) X (xx%a) ®(ax%)  x (xx%) X (xx%) X (%) K (xx%)
Preferred Term 1 XX XX XX XX XX XX XX XX XX XX XX XX
X (xx%) X (xx%a) X (xx%a) ® (%) x(xx%)  x (%) X (xx%a) ®(ax%)  x (xx%) X (xx%) X (%) K (xx%)
Preferred Term 2 XX XX XX XX XX XX XX XX XX XX XX XX
X (xx%) X (xx%a) X (xx%a) ® (%) x(xx%)  x (%) X (xx%a) x (xx%) X (xx%) X (xx%) X (%) x (xx%)
Preferred Term 3 XX XX XX XX XX XX XX XX XX XX XX XX
X (xx%) X (xx%a) X (xx%a) ® (%) x(xx%)  x (%) X (xx%a) ®(ax%)  x (xx%) X (xx%) X (%) K (xx%)
Preferred Term 4 XX XX XX XX XX XX XX XX XX XX XX XX
X (xx%) X (xx%a) X (xx%a) ® (%) x(xx%)  x (%) X (xx%a) x (xx%) X (xx%) X (xx%) X (%) x (xx%)
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Treatment Control
(N=xxx) (N=xxx) (N=xxx)
S0OC Mild Moderate Severe Total Mild Moderate Severe Total Mild Moderate Sevene Total
Preferred Term Events Events Events Events Events Events Events Events Events Events Events Events
1 {%a) (%) (%) (%) (%) (%) (%) (%) (%) (%) 1 {%a) 1 {%a)
Continue to report all
reporied events
At and Posi-lmplant
Procedure
Any AE [1] XX XX XX XX XX XX XX XX XX XX XX XX
% (xx%) % (%) % (%) (%) x (%) x(xx%) % (%) % (xx%) % (xx%) % (xx%) X% X (xx%)
S0C 1 (1] XX XX XX XX XX XX XX XX XX XX XX XX
% (xx%) % (%) % (%) (%) x (%) x(xx%) % (%) % (xx%) % (xx%) % (xx%) X% X (xx%)
Preferned Term 1 X X X X X X X X X X X X
% (xx%) % (%) % (%) (%) x (%) x(xx%) % (%) % (xx%) % (xx%) % (xx%) X% X (xx%)
Preferned Term 2 X X X X X X X X X X X X
% (xx%) % (%) % (%) (%) x (%) x(xx%) % (%) % (xx%) % (xx%) % (xx%) X% X (xx%)
Preferred Term 3 X X X X X X X X X X X X
% (xx%) % (%) % (%) (%) x (%) x(xx%) % (%) % (xx%) % (xx%) % (xx%) X% X (xx%)
Preferned Term 4 X X X X X X X X X X X X
% (xx%) % (%) % (%) (%) x (%) x(xx%) % (%) % (xx%) % (xx%) % (xx%) X% X (xx%)
S0OC 2 (1] XX XX XX XX XX XX XX XX XX XX XX XX
% (xx%) % (%) % (%) (%) x (%) x(xx%) % (%) % (xx%) % (xx%) % (xx%) X% X (xx%)
Preferned Term 1 X X X X X X X X X X X X
% (xx%) % (%) % (%) (%) x (%) x(xx%) % (%) % (xx%) % (xx%) % (xx%) X% X (xx%)
Preferned Term 2 X X X X X X X X X X X X
% (xx%) % (%) % (%) (%) x (%) x(xx%) % (%) % (xx%) % (xx%) % (xx%) X% X (xx%)
Preferred Term 3 X X X X X X X X X X X X
% (xx%) % (%) % (%) (%) x (%) x(xx%) % (%) % (xx%) % (xx%) % (xx%) X% X (xx%)
Preferned Term 4 X X X X X X X X X X X X
% (xx%) % (%) % (%) (%) x (%) x(xx%) % (%) % (xx%) % (xx%) % (xx%) X% X (xx%)
Continue to report all
repored events
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Treatment Control All
(N=xxx) (N=xxx) (N=xxx)
SOC Mild Moderate Sevene Total Mild Moderate Severe Mild Moderate Severe Total
Preferred Temn Events Events Events Events Events Events Events Events Events Events Events
1 {%a) (%) (%) (%) (%) (%) (%) (%) (%) 1 {%a) 1 {%a)

Abbreviations : AE, adverse event; SOC, sysiem organ class.

Note: Als coded using the MedDRA dictionary Version 21.0 or later. Given in the table are subject counts and percentages. At each level of summation, subjects are counted only
once. Subjects experencing AEs of more than one severily are summarized according to the maximum severity experienced over all episodes of an AE.

[1] Percentage calculated based on ITT Population.

Reference: Listing 163 x.x
SOURCE: xxoxxx SAS 94 {program location} {run datefime} }
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Table 14.1.33

Implant Procedure-Related Adverse Events by SOC and Maximum Severity: All Events
{Safety Population)

Treatment Control
{N=xxx) {(N=xx) {N=xxx)
S0C Mild Moderate Severe Total Mild Moderate  Severe Total Mild Moderate Severe Total
Preferred Term Events Events Events Events Events Events Events Events Events Events Events Events
1 {%a) (%) (%) (%) (%) (%) (%) (%) (%) (%) 1 {%a) 1 {%a)
Subjects with any AE [1,2] XX XX XX XX XX XX XX XX XX XX XX XX
X (xx%) X (xx%) X (xx%) (xx%)  x(xx%)  x (%) X (xx%) X (xx%) X (xx%) X (xx%) (%) x (xx%)
System Organ Class 1[1,2] XX XX XX XX XX XX XX XX XX XX XX XX
X (xx%) X (xx%) X (xx%) (xx%)  x(xx%)  x (%) X (xx%) X (xx%) X (xx%) X (xx%) (%) x (xx%)
Preferred Term 1 XX XX XX XX XX XX XX XX XX XX XX XX
X (xx%) X (xx%) X (xx%) (xx%)  x(xx%)  x (%) X (xx%) X (xx%) X (xx%) X (xx%) (%) x (xx%)
Preferred Term 2 XX XX XX XX XX XX XX XX XX XX XX XX
X (xx%) X (xx%) X (xx%) (xx%)  x(xx%)  x (%) X (xx%) X (xx%) X (xx%) X (xx%) (%) x (xx%)
Preferred Term 3 XX XX XX XX XX XX XX XX XX XX XX XX
X (xx%) X (xx%) X (xx%) (xx%)  x(xx%)  x (%) X (xx%) X (xx%) X (xx%) X (xx%) (%) x (xx%)
Preferred Term 4 XX XX XX XX XX XX XX XX XX XX XX XX
X (xx%) X (xx%) X (xx%) (xx%)  x(xx%)  x (%) X (xx%) X (xx%) X (xx%) X (xx%) (%) x (xx%)
System Organ Class 2 [1,2] XX XX XX XX XX XX XX XX XX XX XX XX
X (xx%) X (xx%) X (xx%) (xx%)  x(xx%)  x (%) X (xx%) X (xx%) X (xx%) X (xx%) (%) x (xx%)
Preferred Term 1 XX XX XX XX XX XX XX XX XX XX XX XX
X (xx%) X (xx%) X (xx%) (xx%)  x(xx%)  x (%) X (xx%) X (xx%) X (xx%) X (xx%) (%) x (xx%)
Preferred Term 2 XX XX XX XX XX XX XX XX XX XX XX XX
X (xx%) X (xx%) X (xx%) (xx%)  x(xx%)  x (%) X (xx%) X (xx%) X (xx%) X (xx%) (%) x (xx%)
Preferred Term 3 XX XX XX XX XX XX XX XX XX XX XX XX
X (xx%) X (xx%) X (xx%) (xx%)  x(xx%)  x (%) X (xx%) X (xx%) X (xx%) X (xx%) (%) x (xx%)
Preferred Term 4 XX XX XX XX XX XX XX XX XX XX XX XX
X (xx%) X (xx%) X (xx%) (xx%)  x(xx%)  x (%) X (xx%) X (xx%) X (xx%) X (xx%) (%) x (xx%)
Continue to report all
reporied events
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Abbreviations : AE, adverse event; SOC, system organ class.
Note: Als coded using the MedDRA dictionary Version 21.0 or later. Given in the table are subject counts and percentages. At each level of summation, subjects are counted only

once. Subjects experencing AEs of more than one severily are summarized according to the maximum severity experienced over all episodes of an AE.
[1] Percentage calculated based on ITT Population.

[2] AEs judged to be “Definitely Related™ or “Probably Related™ ™ to Implant Procedure are reported.

Reference: Listing 163 x.x
SOURCE: xxoxx SAS 94 {program location} {run dateftime} }
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Table 14.13 4
lmplant Device-Related Adverse Events by SOC and Maximum Severity: All Events
{Safety Population)

Repeat Table 14.1.3 4 for implant device-related adverse events
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Table 14.13.5
Stimulation-Related Adverse Events by SOC and Maximum Severty: All Events
{Safety Population)

Repeat Table 14.1.3 4 for stimulation-related adverse evenis

Table 14.13.6
Explant Procedure-Related Adverse Events by SOC and Maximum Severity: All Evenits
{Safety Population)

Repeat Table 14.1.3 4 for explant procedure-related adverse events

Table 14.13.7
Energizer-Related Adverse Events by SOC and Maximum Severity: All Events
{Safety Population)

Repeat Table 14.1.3.4 for Energizer-related adverse events
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Table 14.13.8
Device Deficiency
{Safety Population)

Treatment Control All
Variable (N=xxx) (N=xxx) (N=xxx)
Events n (%) Evenls n (%) Events n (%)
Any study device deficiency [1] AN Ax (0 x%a) AN A (%) AN A (%)
Relationship of study device deficiency [1]
MicroRegulator (lmplant) AN Ax (0 x%a) AN A (%) AN A (%)
POD AN Ax (0 x%a) AN A (%) AN A (%)
Energizer AN Ax (0 x%a) AN A (%) AN A (%)
Stumulation AN Ax (0 x%a) AN A (%) AN A (%)
Prescription Pad AN Ax (0 x%a) AN A (%) AN A (%)
IFU/Labeling XX XX (0 x%) XX XN (xxx%) XX XN (xxx%)
Study device deficiency associated with AE [1] AN Ax (0 x%a) AN A (%) AN A (%)
Study device deficiency associated with SAE [1] AN Ax (0 x%a) AN A (%) AN A (%)

Abbreviations: AE, adverse event; POD, Positioning Ovientation Device; SAE,
MNote: Given in the table are subject counts and percentages. At each level of summation, subjects are counted only once. Subject experiencing several episodes of the

same type of study device deficiency is counted once.
[1] Percentage calculated based on safery ITT population.

Reference: Listing 16.x.%.x
SOURCE: xxoxx SAS 9.4 {program location} {run date/time} }

seriows adverse eveni.
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Table 14.139
Protocol Deviations
(ITT Population)

Treatment Control All
Wariable (N=xx) {N=xxx) {N=xxx)
Events n (%) Evenis  n (%) Evenis  n (%)
Any protocol deviations [1] o XX (%) o X (xxx%) o X (xxx%)
Any major procedural protocol deviations o XX (%) o X (xxx%) o (00X %)
Consent not obtained prior to mitiating any study- o o o
related procedures XX XX (xx.x%) XX XX (xxx%) XX XX (xxx%)
Received .‘iluvllﬂj-' treatment not consistent with the XX XX (OxY%) XX XX (X% XX XX (X%
treatment assignment
Subject not eligible received treatment procedure o XX (%) o X (xxx%) o (00X %)
Minor protocol deviations [1] o XX (%) o X (xxx%) o X (xxx%)
Improper documentation of consent o XX (%) o X (xxx%) o X (xxx%)
Wisil or assessment nol done o XX (%) o X (xxx%) o X (xxx%)
Visil or assessment completed out of window o XX (%) o X (xxx%) o X (xxx%)
AE not reported within required schedule o XX (%) o X (xxx%) o X (xxx%)
Received medication not allowed per protocol o XX (%) o X (xxx%) o X (xxx%)
Subject or study staff unblinded o XX (%) o X (xxx%) o X (xxx%)
Other, specify o XX (%) o X (xxx%) o X (xxx%)
Protocol deviations due o COVID-19 [1] o XX (%) o X (xxx%) o X (xxx%)
Protocol deviations associated with AE [1] o XX (%) o X (xxx%) o X (xxx%)
Protocol deviations associated with SAE [1] o XX (%) o X (xxx%) o X (xxx%)

Abbreviations: AE, adverse eveni; SAE, serious adverse eveni.

MNote: Given in the table are subject counts and percentages. Al each level of summation, subjects are counted only once.

[1] Percentage calculated based on safery ITT population.
Reference: Listing 16.xx.%
SOURCE: xxoxx SAS 9.4 {program location} {run date/time} }
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Appendix C: Listing Mockups

Listing 16.1.1
Listing 16.1.2.1.1
Listing 16.1.2.1.2
Listing 16.1.2.2
Listing 16.1.2.3
Listing 16.1.2.4
Listing 16.1.2.5.1
Listing 16.1.2.5.2
Listing 16.1.2.5.3
Listing 16.1.2.5.3
Listing 16.1.2.6.1
Listing 16.1.2.6.2
Listing 16.1.2.6.2.1
Listing 16.1.2.6.2
Listing 16.1.2.6.2
Listing 16.1.2.6.5
Listing 16.1.2.6.6
Listing 16.1.2.6.7
Listing 16.1.2.6.8
Listing 16.1.2.6.9
Listing 16.1.2.6.10
Listing 16.1.2.6.11
Listing 16.1.2.6.12
Listing 16.1.2.6.13
Listing 16.1.2.6.14
Listing 16.1.2.7
Listing 16.1.2.8
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Listing 16.1.1
Eligibility and Treatment Assignment

Subject 1D Enrolled Randomized Randomization Number Randomization Date Treamment Assignment
AX-XANY Yes Yes XX-XX DD-MMM-YYYY Treatment
AX-NXNXK Yes Yes AX-XX DD-MMM-YYYY Control

SOURCE: xxxxx SAS 94 {program location} {run date/time}
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Listing 16.1.2.1.1

Subject Disposition
Treamment lmplant Randomization Reason for Implant Stams at
Group Subject D Consent Date Procedure Date Date Subject Status Diate of Exit Withdrawal Study Exit
- DD-MMM-YYYY DD-MMM-YYYY DDMMM-YYYY

Programming note: This listing will include all consented subjects including screen failures, all other listings should only include all enmlled subjects.

Subject Sams: Consented, Screen Failure, Enrolled, Implanted, Randomized, Withdrawn, Completed Study

Reason for withdrawal: Subject decision to withdraw consent, Investigator decision or medical judgement, Lost to follow-up, Device malfunction, Adverse event, Subject
no longer eligible, Death, Study terminated, Sponsor or IRB decision, Other

SOURCE: xxomxx SAS 94 {program location} {run datefime}

CONFIDENTIAL

May not be reproduced outside of SetPoint Medical without written permission from Document Control.

131 of 158



Statistical Analysis Plan for Interim and Primary Analyses in

SPM-020 (The RESET-RA Study)
Doc# CLP-004 Rev D, 15JUL2024

“ SETPOINT

MEDICAL

Listing 16.1.2.1.2
Eligibility Not Met

Inclusion Exclusion
sublect Date o e W Met AR Criteria Not Met Met Any? Criteria Met
HH-NANK DD-MMM-YYYY (-x) Yes Yes 3 = RO OO X
HH-NANK DD-MMM-YYYY (-x) Mo AN =00 X Mo
HH-NANK DD-MMM-YYYY (-x) Yes Mo

SOURCE: xxoxx SAS 9.4 {program location} {run date/time}
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Listing 16.1.22
Protocol Deviations

Treatmen  Subject ~ Deviation Deviation Associated Associated  Reported to
t Group D D Visil Date Classification  Category  Reason with AE? with SAE? IRB? Description
Treatmen
t EXN=-EXNEX
Control AX-NXNXK

SOURCE: xxoxx SAS 9.4 {program location} {run date/time}
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Listing 16.1.2.3
Analysis Populations

Treatment Population
(roup Subject 1D ITT[1] PTE[2] Beason for Exclusion from PTE
Treatment NN Yes Yes
Treatment NN Mo Yes
{:ﬂ'ﬂlrﬂl RR-RUNY No Yes NN N NN NN XN XXX

X

Abbreviations: ITT, intent to ftreat; PTE, per-treatment-cvaluable; RA, rheumatoid arthrifis.
[1]ITT populaton comprises all enrolled and randomized subjects in Stage 1 and 2

2] PTE ulation comprises subjects from ITT ulation who have received the assigned treatment, have no major
pop! p e pop! =l 1]
procedural protocol deviations, and for whom follow-up data are available

SOURCE: xxoxx SAS 9.4 {program location} {run date/time}
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Listing 16.1.2.4
Demographics and Baseline Characteristics

(Part 1)
EA
Treatment  Subject Age Duration ~ BMI hsCRP
Group 1D {year) Gender Ethniecity Race {year) (kg/m?) EF ACPA {mg/L) TIC28 SIC28

Trealmenl — XX-XXXX XX F Non-Hispanic White MNegative Positive

Control XX M Hispanic White Positive MNegative

SOURCE: xxomxx SAS 94 {program location} {run datefime}
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Listing 16.1.2.4
Demographics and Baseline Characteristics

(Part 2)

o P Number of Ongoing
. I8

Iﬁxm Subject 1D CDAI Score D""iiﬁi‘“ HAQ-DI Score Prior Prior b/isDMARDs  Prior Jaki (Y/N) Medical
o ‘ bisDMARDs Condition

Treatment =300

Control

SOURCE: xxomxx SAS 94 {program location} {run datefime}
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“ SETPOINT

MEDICAL

Listing 16.1.2.5.1
Subjects Receiving Rescue Treatment Prior to Week 12 (ITT Population)

Eescue type
CDAI prior to star Start date / ongoing in Rescue start relative
Subject 1D CDAI at baseline of mescue Type of rescue Stop date OL/LTFU {(Y/N) to Day 0 {days)
XH-XAKXK Baseline: xx.x Day 0: xx.x
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Listing 16.1.2.5.1
Prior and Concomitant Medication

Star Stop
ATC level Study
Treatment  Subject Preferred Ternm/ Date Day

Smdy

Damwe Day
Primary Indication

Dosage
{Unit)

Foute

Frequency

Group 1D Medication
EX-XXXX

XX~-XXXX

Programmingz Note:
1. I Ongoing is checked “Yes™ list “Ongoing™ under stop date column
Concatenate dose and unit Tor listing, if other unit exists then List it for units

5
3. Route, if Other Route 15 not blank, list it under “Route™ column
4. Frequency, if Other Frequency is not blank, list it under *Frequency™ Column

SOURCE: xxoxx SAS 9.4 {program location} {run date/time}
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Listing 16.1.25.2
Implant and Explant Procedure

Treamment Subject  Procedure  MicroRegulator  Procedure Prc CeduTe  procedure Lype %’nsl-f}p
N . S Stop . Clearance
Group 1D Date Serial# Start Time o {ImplanyExplant)
lime Dhate
EX-XXXX
EX-XXXX
SOURCE: xxoxx SAS 9.4 {program location} {run date/time}
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“ SETPOINT

MEDICAL

Listing 16.1.25.3
Stimulation Prescription

{Part 1)
Treatment  Subject Strength Dose Changed
Group 1D Wisil {uA) Duration Frequency Schedule  at this Visii? Dose Change Reason
EX-XXXX
EX-XXXX
CONFIDENTIAL 140 of 158

May not be reproduced outside of SetPoint Medical without written permission from Document Control.



Statistical Analysis Plan for Interim and Primary Analyses in ‘ S ETPOI N T

SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-004 Rev D, 15JUL2024

Listing 16.1.25.3
Stimulation Prescription

{Part 2)
Energizer MicroRegulator
Treatment  Subject Energizer App Bluetooth lmplant App Suspended?/
Group 1D Firmware Firmware Fimware lmplant lmpedance Reason
EX-XXXX
EX-XXXX
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Listing 16.1.2.6.1
RA Disease Activily Assessments

Treatment  Subject HAQDI  Subject’s  Subjecls  Evaluator's —p opp

N Wisil SIC28 TIC2R . : Global Global .
Group 1D Score Pain Assessment  Assessment {mg/mL)
Treament  XX-XXXX Screening XX XX XXX XXX XX XXX XX
Day 0
Week 4
Week 8
Week 12
Control NH-XNAX
SOURCE: xxxxx SAS 94 {program location}
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Listing 16.1.2.6.2
ACR20 Response from Baseline on the Day of Informed Consent

Subject’s Evaluator’s

freament  Sublect iy ACRID ooy megg MAQDE S Swects g Global ~ MCRE
rroup esponse seare am Assessment  Assessment (&/ML)
Treatmenl  XX-XXXX Day 0 N N N N N N N N
Week 4 N N N N N N N N
Week 8 Y N N N N N N N
Week 12 Y Y Y N Y Y N Y
Control AX-NXNXK Day 0 N N N N N N N N
Week 4 Y N N N N N N N
Week 8 N N N N N N N N
Week 12

MNote: Response defined by at least 20% reduction from baseline on the day of informed consent in TIC28 and S1C28 and 3 our 5 oulcomes,
according o ACR definition.

SOURCE: xxxxx SAS 94 {program location} {run date/time}
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Listing 16.1.2.6.2.1
ACR20 Response from Day 0

Subject’s Evaluator’s

T o] J L] j L L et P s
freament  Sublect iy ACRID ooy megg MAQDE S Swects g Global {I':{.;zl]i]
1oup spom: ) Assessment  Assessment &
Treatment  Xx-Xxxx Week 4 N N N N N N N N
Week 8 Y N N N N N N N
Week 12 Y Y Y N Y Y N Y
Control AX-NXNXK Week 4 N N N N N N N N
Week 8 Y N N N N N N N
Week 12 Y Y Y N Y Y N Y
MNote: Response defined by at least 20% reduction from Day 0 in TIC28 and SIC28 and 3 our 5 outcomes, according to ACR definition.
SOURCE: xxxxx SAS 94 {program location} {run date/time}
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Listing 16.1.2.6.2
ACRS0 Response

Subject’s Evaluator’s

freatment - Sublect i ACKSD ooy meag PAQDE Swects g o Global ~ MCRE
oup esponse seore am Assessment  Assessment (M&/ML)
Trealment  XX-XXXX Day 0 N N N N N N N N
Week 4 Y N N N N N N N
Week 5 Y Y Y N Y Y N Y
Week 12
Control XH-XAKXK Day 0 N N N N N N N N
Week 4 Y N N N N N N N
Week 5 N N N N N N N N
Week 12

MNote: Response defined by at least 50% reduction from baseline on the day of informed consent in TIC28 and S1C28 and 3 our 5 oulcomes,
according o ACR definition.

SOURCE: xxxxx SAS 94 {program location} {run date/time}
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Listing 16.1.2.6.2
ACRT0 Response

Subject’s Evaluator’s

freatment - Sublect iy ACRTD oy meag PAQDE S Swects g o Global ~ MCRE
oup esponse seore am Assessment  Assessment (M&/ML)
Trealment  XX-XXXX Day 0 N N N N N N N N
Week 4 Y N N N N N N N
Week 5 Y Y Y N Y Y N Y
Week 12
Control XH-XAKXK Day 0 N N N N N N N N
Week 4 Y N N N N N N N
Week 5 N N N N N N N N
Week 12

MNote: Response defined by at least 70% reduction from baseline on the day of informed consent in TIC28 and S1C28 and 3 our 5 oulcomes,
according o ACR definition.

SOURCE: xxxxx SAS 94 {program location} {run date/time}
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Listing 16.1.2.6.5

CDhaAl
Treatment Subject e . . CDAI {'L?A} CDAl
Grou D Visit CDAI Score LDA Remission MCID Resnonse
oup 2810 <10) (0t0<2.8) - SPotE

Treatment NH-XNAX Screening XH.X -- -- --
Day 0 -- -- --

Week 4 No No No

Week 8 Yes No Yes

Week 12 Yes Yes Yes

SOURCE: xxomxx SAS 94 {program location} {run datefime}
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Listing 16.1.2.6.6

DAS28-CRP
g e ; . DAS28-CRP
Treatment  Subject L DAS28-CRp ~ DAS28CRP  DASB-CRP  DASIS-CRP i derase
Group D Wisit Score LDA Remission MCID Response FULAR
{6t =32) (0= 2.6) (-1.2)
Response
Treamment NH-XNAX Screening XX - -- -- --
Day 0 XX - -- -- --
Week 4 XX No No No
Week 8 XX Yes No Yes Moderate
Week 12 XX Yes Yes Yes Good

SOURCE: xxxxx SAS 94 {program location} {run date/time}
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Listing 16.1.2.6.7

HAQ-DI1
Treatment Subject L HAQ-DI H,.AQPI,
Group D Visit Score Response
] (MCID -0.22)
Treatment NH-XNAX Screening XX -

Day 0 XX No
chk 4 XX Mo
chk H XX Yeg

ka 12 XX Yeg

SOURCE: xxoxx SAS 9.4 {program location} {run date/time}
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Listing 16.1.2.6.8

RAMRIS
Treatment Subject Bone erosion Progression?
. S WVisit Synovitis score  Osteilis score ' {bone erosion CARLOS
Group 1D score N
increase = 00.5)
Trealment  300-XX Screening --
Week 12 No
Change from
baseline

SOURCE: xxxxx SAS 94 {program location} {run date/time}
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Listing 16.1.2.6.9

EQ-5D-5L
Treatment  Subject Wisit Mobilit Self-Care Usual Pain/Discomfort  Anxiery/Depression  EQ-VAS Index
Group 1D ' o ’ ” Activities Xiety/Depres: : ’ value
Trealmenl — XX-XXXX Screening X X X X X XXX XX
Day 0
Week 4
Week 8
Week 12
SOURCE: xxomxx SAS 94 {program location} {run datefime}
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Listing 16.1.2.6.10

SF-36
Ir?filmMI Subject Visit PCS score MCS score
Group D
Trealment — XX-XXXX Screening
Day 0
Week 4
Week 8
Week 12

SOURCE: xxomxx SAS 94 {program location} {run datefime}

CONFIDENTIAL

May not be reproduced outside of SetPoint Medical without written permission from Document Control.

152 of 158



Statistical Analysis Plan for Interim and Primary Analyses in
SPM-020 (The RESET-RA Study)
Doc# CLP-004 Rev D, 15JUL2024

“ SETPOINT

MEDICAL

Listing 16.1.2.6.11
Inflammatory Biomarkers

Treatment Subject Visit IL-6 IL-6 SAA SAA MMP-3 MMP-3
Group 1D ' (pg/mL) % Change (ngmL) % Change  (pg/mL) % Change
Trealmenl — XX-XXXX Screening -- -- -
Day 0 - - -
Week 4
Week 8
Week 12

SOURCE: xxomxx SAS 94 {program location} {run datefime}
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“ SETPOINT

MEDICAL

Listing 16.1.2.6.12
Subject’s Blinding Assessment

Treatment  Subject Wisit Date
Group 1D {Study Day)

Why?

Week 12

Why?

XXX KX-XXXX

SOURCE: xxomxx SAS 9.4 {program location} {run date/time}
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Listing 16.1.2.6.13
Joint Evaluator’s Blinding Assessment

Treatment  Subject Wisit Date

- 7 ok 12 9
Group 1D (Study Day) Week4 Wiy Weak 12 Why?

XXX KX-XXXX

SOURCE: xxomxx SAS 9.4 {program location} {run date/time}
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Listing 16.1.2.6.14
Co-Pl Rheumatologist’s Blinding Assessment

Treatment  Subject Wisit Date

- 7 ok 12 9
Group 1D (Study Day) Week4 Wiy Weak 12 Why?

XXX KX-XXXX

SOURCE: xxomxx SAS 9.4 {program location} {run date/time}
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Listing 16.1.2.7
Adverse Events

System Organ
Treatment Class/ Omset Date Resolution Date Treatment/
Grou Subject 1D Preferred Term/ {.Da ) ' (Day) Severnty SAE?  Relationship oM
rolp Adverse Event ¥ ¥
Verbatim
. I DD-MMM-YYYY  DD-MMM-YYYY XXXXKK/
Ireatment XX-XXXX XXXXXY/
, {3 (%) KK
EXEXXNS
aXRAAy
aXRAAy
aXRAAy
Control AN-NHNK None
Note: If a Subject has no AEs then "None" will be displayed. Adverse Evenis are coded in MedDRA.
Programming Note: If Ongoing is checked then list “Continuing™ in the place for “Resolution Date (Day)™.
SOURCE: xxoxx SAS 9.4 {program location} {run date/time}
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Listing 16.1.2.8
Device Deficiencies

Treatment Deficiency Related Associated with Associated with

i Subjec Deficiency 1D Deficiency Date o . . esCripli
Group Subject 1D iciency iciency Date To AF? ALY Description
Treatment XX-XXNXX
Control HH-NXXN
SOURCE: xxoxx SAS 9.4 {program location} {run date/time}
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STATISTICAL ANALYSIS PLAN

For Long-Term Safety and Exploratory Analyses

1 TITLE PAGE
Study Title WVagus Ncrlvc Slllm!.lllt:l-lll_{?‘ll U.‘iii_lf?? 914., Scllttinl System for Moderate-lo-Severe
Rheumatoid Arhritis: The RESET-RA Siudy
Protocol Number SPM-020
ClinicalTrials.gov NCTO4539964

ldentifier

Investigational Device

The SetPoint System

Study Sponsor’s Name
and Address

SetPoint Medical, Inc.
25101 Rye Canyon Loop
Valencia, CA 91355

Biostatistics and Data
Analysis

SetPoint Medical, Inc.
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Revision History

Revision Revision Date Summary of Changes

A 05MAY2021 Document created

»  Updates made for consistency with current revision of CLP-001,
Clinical Investgational Protocol SPM-020 (The RESET-R A Study)
(p-7)

»  Updates made for consistency with current version of CLP-003, Data
Monitoring Committee Charter for SPM-020 (The RESET-RA
Study) (pp. 7-8)

»  Added subgroup analyses for subjects receiving augmented therapy
(pp. 9, 18, Appendix B pp. 17, 23, 29,35, 74-77)

»  Generalized language pertaining o sofiware requirements for
statistical analysis (p. 10)

»  Change in nomenclature from Open-label PTE population to
Treatment to Open Label (TOL), and crossover PTE population to
Control to Open Label (TOL) for accuracy (p. 10, table and listing
headers and footers throughout Appendices B & C)

» Removed reference to collecting safety data once a subject is
withdrawn from the study (p. 10)

B 29] AN2024 » Rescue language and penalty as treatment failures is removed
because additional R A treatment is allowed during open-label follow-
up per protocol (p. 11}

»  Added detail on missing analytes/retests (p. 11)

»  Clarified missing data approaches (p. 12)

«  Descriptions of ACR. components removed as the section is duplicative with
CLP-004; CLP-004 is referenced (p. 13)

»  Added detail on methods for calculating and analyzing RAMRIS
scores (p. 16)

»  Removed information on calculation of SF-36 scores and replaced with
reference to the same information which is found in the SF-36 User’s
Manual (p. 16)

»  Clarified information on caleulation of the EQ-5D-5L score (p. 17,
Appendix B, pp. 63-67)

» Updated description of how AEs are categorized for consistency with
study protocol (p. 18, Appendix B, p. 88)

»  Added listing of subjects receiving augmented therapy (Appendix C,
p. 6)

»  Extended study duration by adding 6 visils as part of open-label,
long-term follow-up after completion of Week 12 (pp. 7-8,21)

C 15JUL2024
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2 LIST OF ABBREVIATIONS

Abbreviation Expansion
ACR American College of Rheumatology
AE Adverse event
CARLOS Cartilage Loss Score
CDAl Clinical Disease Activity Index
Cl Confidence mterval
CMO Chief Medical Officer
COL Control to Open Label
CRF Case report form
DAS Disease Activity Score
DMARD Disease-modifying antirheumatic drug
DMC Data monitoring commiltee
EDC Electronic data capture
EGA Evaluator’s global assessment
EQ-5D-51L EuroQol 5 domains 5 levels
EULAR European League Against Rheumatism
HAQ-DI Health A ssessment Questionnaire Disability Index
hsCRP High-sensitivity C-reactive prolein
IL Intereukin
IRB Institutional Review Board
ITT Intent to treat
JAK: Janus kinase inhibitors
LDA Low disease activily
LOCF Last observation carned forward
MCID Minimal elinically important difference
MedDR A Medical Dictionary for Regulatory Activities
ME1 Magnetic resonance imaging
NRI Non-responder imputation
NRS Numerical rating scale
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Abbreviation Expansion

oc Observed case

PCS Physical component summary

PD Protocol deviaton

PMA Premarket Approval

PT Preferred term

PTE Per-treatment evaluable

RA Rheumatoid arthritis

RAMRIS Rheumatoid Arthritis MR Scoring System

RF Rheumatoid factor

SADE Serious adverse device effect

SAE Serious adverse event

SAP Statistical analysis plan

SAS Statistical Analysis Software

5D Standard deviation

SF-36 Short Form Survey with 36 items

SGA Subject’s global assessment

SIC28 Swollen joint count for 28 different joints

S0C System organ class

S0P Standard operating procedure

TEAE Treatment emergent adverse event

TIC28 Tender joint count for 28 different joints

TOL Treatment o Open Label

UADE Unanticipated adverse device effect

USADE Unanticipated serious adverse device effect

WHO World Health Organization
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3 INTRODUCTION

This document outlines the statistical analysis plan (SAP) for the exploratory analysis during the
open-label, long-term follow-up period in the RESET-RA study conducted by SetPoint Medical
under protocol SPM-020 entitled “Vagus Nerve Stimulation Using the SetPoint System for
Moderate to Severe Rheumatoid Arthritis: The RESET-RA Study.” The SAP specifies the listings
and tabular summaries for the exploratory data analyses to be performed using the data collected
during the open-label, long-term follow-up.

Note: The primary, secondary and exploratory efficacy analyses of the randomized, sham-
controlled, double-blind data through Week 12 are detailed in a separate SAP (CLP-004).

3.1 Study Objective

The overall objective of this study is to evaluate the safety and efficacy of the SetPoint System for
the treatment of adult patients with active, moderate-to-severe RA who have had an inadequate
response or intolerance to biologic or targeted synthetic DMARDs.

The specific objective of the open-label follow-up with all subjects receiving active stimulation is
to gather long-term safety and exploratory efficacy data.

3.2 Study Design

This is an operationally seamless, 2-stage, randomized, sham-controlled, double-blind, multicenter
pivotal study enrolling up to 250 randomized subjects at up to 45 study centers across the U.S.
After completing a 12-week follow-up for the primary efficacy endpoint, there is a one-way
crossover of the control group and a 252-week follow-up of all subjects on active stimulation for
long-term safety and exploratory efficacy data. The blinding to the original treatment assignment
will be maintained until the last subject completes Week 12 assessments, and the study dataset for
the primary analysis is locked.

33 Study Visits and Assessments During Extension

The open-label follow-up will begin after completion of assessments at Week 12 and a one-way
crossover of the control group to active stimulation. Subjects receiving active stimulation will
continue on active stimulation. Subjects will return for 3 device titration visits (Titration 4, 5 and
6at Week 13, 14, 15, respectively), and 21 follow-up assessment visits every 12 weeks from Week
24 through Week 264 (end of study). See Appendix A for Schedule of Assessments.

4 TYPE OF PLANNED ANALYSES
4.1 DMC Analysis

An independent Data Monitoring Committee (DMC) consisting of external, independent
rheumatology, surgery and biostatistics experts will continue to provide ongoing monitoring of the
safety, efficacy and overall study conduct. The DMC’s role and responsibilities and the scope of
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study oversight are detailed in the DMC Charter, which defines the DMC membership, meeting
logistics, and meeting frequency.

During long-term extension, once the last study subject has been enrolled, the DMC will continue
to meet once every 6 months and provide recommendations for continuing or stopping the study
based on their ongoing review of cumulative safety data, including AEs, SAEs, device
deficiencies, protocol deviations, and concomitant medications, as well as descriptive summaries
of TIC28 and SJC28.

The DMC meetings will be performed in closed sessions until the study is unblinded. Data access
is described in Table 1

Table 1: Data Access Matrix During Open-Label Extension

Department/Role  Blinded Unblinded Note
CEO B Receiving DMC recommendations
Clinical B -- Mot having access to randomization assignments or DMC Closed
Operations! Session reports to preserve blinding of everyone involved directly

or indirectly in the study conduct until locking the study dataset
for the primary eflicacy analysis at Week 12

Clinical Data B -- Consultants to sponsor responsible for managing EDC and [RT,
Management generating data exports and not having access to randomization

assignments until locking the study dataset for the primary
efficacy analysis at Week 12

Study B -~ Consultants o sponsor responsible for programming but not
Biostatsticians having access 1o randomization assignments until locking the

study dataset for the primary efficacy analysis at Week12.

Independent -~ U Non-voling  statistician reporting to DMC  responsible  for
Biostatstician receiving  blinded data exports, accessing randomization

assignments, conducting unblinded analyses and prepanng outpuis
for review during DMC closed sessions

DMC - U DMC chairperson, biostatistician, and clinicians participaling in
closed meetings

Abbreviations: B, blinded; CEQ, Chief Executive Officer; DMC, data monitoring committee; EDC, electronic data
capture; U, unblinded.

'Clinical operations includes but i not hmited to Chief Medical Officer, Vice President of Clinical Affairs,
Managers of Chnical Affairs/Operations, Clinical Research Associates, Field Clinical Engineers.

4.2 Exploratory Analysis

During the open-label follow-up, changes in exploratory efficacy endpoints at Week 24, 48, 96,
144 and 264 (end of study) will be evaluated in comparison to baseline and Day 0 for the treatment
population and Week 12 for the crossover population using data for all subjects available at a given
timepoint (Table 2). Refer to Section 5.2 for definitions of populations.
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Table 2: Summary of Exploratory Efficacy Endpoints

Endpoint Display TOL COL Subgroup
ACR20/50/70 response T.L Y Y Y [1]
DAS28-CRP moderate/good EULAR response T.L Y Y Y
DAS28-CRP response ( MCID) T,L Y Y Y
HAQ-DI score change and response (MCID) T.L Y Y Y
ACR components (TIC28, SIC28, Subject Pain, SGA, T.L Y Y -
HAQ-DI, EGA, hsCRP) 20/50¢70response

DAS2E-CRP score change, LDA/remmssion T.L Y Y -
CDALI score change, LDA/remission, response (MCID) T,L Y Y --
RAMRIS (bone erosion, osteitis, synovitis, CARLOS) T,L Y Y --
score change, progression (bone erosion) at Week 24

EQ-53D-5L1 score change T.L Y Y --
SFE-36/PCS/MCS score change T.L Y Y --
Percent change in inflammatory biomarkers at Week 24 T.L Y Y --
Subject satisfaction at Week 24 T.L Y Y --

Abbreviations: ACR, American College of Rheumatology; CARLOS, cartilage loss score; CDAIL Clinical Disease Activity
Index; COL, control to open label; CRP, C-reactive protein; DAS, Disease Activity Score; EGA, evaluator's global
assessment; EQ-5d-5L, EuroQol 5 domains 5 levels; EULAR, European League Against Rheumatism; HAQ-DI, Health
Assessment Questionnaire Disability Index; hsCRP, high sensitivity CRP; L, listings; LDA, low disease activity; RAMRIS,
Rheumatoid Arthritis MRI Scoving System; SF-36, Short Form Survey with 36 items; SG A, subject s global assessment; T,
tables; TJC, tender joint count; TOL, trearment to open label: SJC, swollen joint count; ¥, yes.

[1] Subgroup analyses as defined in Section 6.3

Mote: All score values are determined at all imepoints, unless stated otherwise. All response rates are determined based on
change from baseline (i.e., on the day of informed consent for OL PTE population and Week 12 for CO PTE population) to
a specified timepoint. Refer to Section 5.2 for definitions of populations Sections 6.2 for definition of response for specific

endpoints,

5 STATISTICAL METHODS
5.1 General Considerations for Data Analyses

The exploratory analyses and safety evaluations are considered a priori analyses because they have
been prespecified in the SAP prior to locking the database. All other analyses, if any, designed
subsequent to locking the database will be considered post-hoc analyses, and their results will be
considered exploratory. Any post hoe analyses will be clearly identified in the clinical study report.

Continuous data will be summarized in terms of the mean, SD. median. minimum, maximum and
number of observations, unless otherwise stated. The minimum and maximum will be reported to
the same number of decimal places as the raw data recorded in the database. The mean and median
will be reported to | more decimal place than the raw data recorded in the database. The SD will
be reported to 2 more decimal places than the raw data recorded in the database. In general, the
maximum number of decimal places reported shall be 4 for any summary statistic.
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Categorical data will be summarized in terms of the number of subjects providing data at the
relevant time point, frequency counts and percentages. If not stated otherwise, percentages will be
presented with one decimal place. Percentages will not be presented for zero counts. Percentages
will be calculated using n as the denominator. 100% will be presented without decimal places.

95% Confidence intervals (CI) will be presented to 1 more decimal place than the raw data. Unless
stated otherwise, a two-sided 95% confidence level will be caleulated when confidence interval is
presented.

Data from the protocol-specified visits (i.e., as reported in CRF) will be used in the summary tables
(Appendix B) and data listings (Appendix C). All report outputs will be produced using a
software package widely recognized as acceptable for analyzing clinical data in a secure and
validated environment.

5.2 Analysis Populations

Analysis population defines the subjects to be included in an analysis. The exploratory analyses

will be conducted on the Treatment to Open Label (TOL) and Control to Open Label (COL)

populations. The safety analyses will be evaluated on the safety population. All analysis

populations are defined below and the exploratory endpoints summarized in Table 2.

« Treatment to Open Label (TOL): The TOL population comprises treatment subjects from ITT
population who received active stimulation through Week 12, completed Week 12
assessments, continued to receive active stimulation during open-label follow-up, and for
whom follow-up data are available.

«  Control to Open Label (COL): The COL population comprises Control subjects from ITT
population who received non-active (sham) stimulation through Week 12, switched to active
stimulation after completing Week 12 assessments, continued to receive active stimulation
during open-label follow-up, and for whom follow-up data are available.

«  Safety population. All enrolled subjects.

53 Study Day Calculation

Study day is calculated relative to the date of Day 0 (randomization) and will appear in the listings
where applicable. 1f the date of event is on or after Day 0, study day will be calculated as:

Study day = date of event — date of Day 0 (randomization)
54 Change from Baseline Calculation

Percent change from baseline to any time point will be calculated as follows:
[Value (Post-baseline) — Value (aseling)] / Value gaseliney X 100

A negative value reflects a decrease in a given parameter, while a positive relative difference
reflects an increase in the parameter.
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5.5 Missing Data

For continuous endpoints, change from baseline will be set to missing at visits with missing values
or where data were imputed to missing.

For binary endpoints, subjects with missing efficacy data or early withdrawals will be set to
missing.

Additional rules for handling of missing data are detailed below:

«  Missing efficacy data. Visits with missing data (due to a missed visit or missing component
of a composite endpoint) will be set to missing.

«  Early withdrawals. Visits following the early withdrawal will be set to missing.

«  Missing baseline value. For efficacy endpoints, a missing value at baseline will not be imputed,
and the endpoint will be set to missing for all visits.

«  Missing analytes/ retests. 1f an analyte value is missing/ its concentration cannot be reliably
determined (eg. sample was lost, damaged, etc.), a retest value will be used for that analyte. If
an initial value is non-missing and reliable but the analyte was retested, the value that coincides
with the date of clinical assessment will be used. If neither an initial and nor retest value are
available, the analyte value will be set to missing.

» For missing dates, refer to Section 5.8 of CLP-004.
5.5.1 Multiple Assessments and Visits

If a variable (e.g., MRI, TIC, SJC) has been assessed multiple times at the same visit, only the last
assessment will be used.

Only completed scheduled visits will be included in summary tables (Appendix B). Listings will
include scheduled and unscheduled visits (Appendix C).

5.6 Data Assurance

All tables, figures and data listings to be included in the report will be independently checked for
consistency, integrity and in accordance with the study sponsor’s SOPs.

5.7 Coding Dictionaries

AEs will be coded using the Medical Dictionary for Regulatory Activities (MedDRA, version 21.0
or later). Concomitant medications will be coded using the March 2019 or later version of the
WHO Drug Global dictionary.

6 EXPLORATORY EFFICACY ANALYSES
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6.1 General Considerations

For each follow-up time point, all dichotomous variables will be reported as responders / patients
who have achieved that follow-up duration, percentage of responders, and 95% CI.

Values will be reported at each follow-up timepoint.

For continuous measures, mean, SD, median, minimum and maximum will be presented at each
time point.

Time will be measured from initiation of stimulation. Therefore study participants originally
randomized to stimulation will, for example, have Week 24 visits represented at 24 weeks of
follow-up while study participants randomized to sham will have Week 24 visits represented as 12
weeks, since they will have been on stimulation on for 12 weeks at the Week 24 visit.

6.1.1 Missing endpoint data imputation

Below are the descriptions for the imputation methods that may be used throughout the efficacy
analyses:

«  Observed case (OC). Missing values remain missing. For the categorical composite endpoints,
in the case that some components are missing, the composite endpoint assessment will be
derived based on the non-missing components. If non-missing components are not sufficient
to determine final composite endpoint, then the composite endpoint will be set as missing. For
continuous composite endpoints, if any components are missing, the composite endpoints will
be set as missing.

«  Last observation carried forward (LOCF). Baseline and Day 0 measurements will not be
carried forward to post-baseline. Only measurements post Day 0 will be LOCF for continuous
and binary response measures. For the composite endpoints, the last non-missing, post-Day 0
observation will be carried forward to subsequent visits for each individual component first,
and then the composite endpoints using individual components imputed by LOCF will be
calculated as described above. If a subject does not have a non-missing observed record for a
post-Day 0 visit, the last post-Day 0 record prior to the missed visit will be used. If the last
non-missing observation prior to the missing visits cannot be determined due to multiple
measurements occurring at the same time or the time not available within the same day, the
worst outcome will be used for LOCF. If missing components still exist after LOCF, the
composite endpoints will be calculated using the same rules as described in OC.

«  Non-responder imputation (NRI). For all binary response measurements, starting from OC, all

missing will be set as non-responders.

If subject only had baseline measurements, LOCF and OC analyses will not include this subject.
But this subject will be treated as non-responder in NRI analyses.
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6.2 Clinical Variables

For descriptions and definitions of ACR components (TJC28, SIC28, Subject’s Pain Assessment,
SGA, EGA, HA(Q)-DI, hsCRP), refer to Section 8.2 of CLP-004.

6.2.1 ACR20/50/70

A subject achieves ACR20/50/70 response when this subject experiences a = 20%/50%/70%,
respectively improvement from baseline to a given timepoint in TJC28, SJIC28, and at least 3 of
the following 5 items:

« Subject’s pain assessment

. SGA
. EGA

. HAQ-DI
. hsCRP

For all visits, if any of the component scores are missing, then those scores will be considered as
not having met the criteria for improvement. If 3 or more of the 5 remaining ACR measures are
missing, ACR20/50/70 will each be considered missing.

For component scores with missing baseline values or a baseline value of 0, the percentage
improvement cannot be calculated, and the component will be considered as not having met the
criteria for improvement for all visits.

20/50/70 response for each component (TJC28, SIC28, Subject’s Pain Assessment, SGA, HAQ-
DI, EGA, hsCRP) corresponds to 20, 50 and 70% improvement from baseline to a given timepoint,
respectively.

6.2.2 DAS28-CRP

The Disease Activity Score (DAS) is a derived measurement of 4 components with differential
weighting:

« TIC2Z8

« SIC28

«» hsCEP (mg/L)
«  SGA

A total score ranges from 0 to 10 and is computed as follows:

DAS28-CRP = 0.56 * sqrt(TJC28) + 0.28 * sqrt(SJC28) + 0.36 * In(CRP+1) + 0.014 * SGA +
0.96

CONFIDENTIAL 13 of 141
May not be reproduced outside of SetPoint Medical without written permission from Document Control.



Statistical_ﬁualysis Plan for Long-Term Safety and Exploratory - S E T PO' N T
Analyses in SPM-020 (The RESET-RA Study) MEDICAL

Doc# CLP-008 Rev C, 15JUL2024

If one of the components is missing at an individual assessment point, the DAS28-CRP value for
that assessment will be set to missing. An alternative imputation method for missing components
may be applied as described in Section 6.1.1.

The DAS28-CRP score corresponds to the current RA activity:
» 0to< 2.6 Remission

» 2.6 to<3.2 Low disease activity (LDA)

« 3.2 to =5.1 Moderate activity

« =5.1 High activity
A DAS28-CRP score reduction by 1.2 represents the MCID.
6.2.3 DAS28-CRP Good/Moderate EULAR Response

DAS28-CRP good/moderate EULAR response is defined based on the combination of the current
DAS28-CRP score and its improvement relative to baseline as illustrated in Table 3.
A subject is considered having a moderate treatment response if’

« DAS28-CRP score improvement from baseline to a given timepoint is > 0.6 and < 1.2, and the
DAS28-CRP score at that timepoint is <5.1; or

» DAS28-CRP score improvement from baseline to a given timepoint is > 1.2, and the DAS28-
CRP score at that timepoint is > 3.2,

A subject is considered having a good treatment response if:

»  DAS28-CRP score improvement from baseline to a given timepoint is > 1.2 and the DAS28-
CRP score at that timepoint is < 3.2.

Table 3: EULAR Response Criteria

DAS28-CRP Score at DAS28-CRP Score Decrease from Baseline Value to a Given Timepoint

a Given Timepoint >1.2 >06to<1.2 <0.6
=32 Good response Moderate response Mo response
=32t0=5.1 Moderate response Moderate response Mo response
=51 Moderate response Mo response Mo response

If the post-baseline DAS28-CRP score is missing, then the corresponding EULAR category will
be missing.

Missing DAS28-CRP values will be set as missing.
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6.2.4 CDAI

The Clinical Disease Activity Index (CDAI) is a composite score consisting of the sum of:

« SICZ8

« TICZE
o SGA/D
« EGA/IO

The CDAI score is calculated as follows and ranges from 0 to 76 with higher values representing
higher disease activity:

CDAI =TIJC28 + 5JC28 + SGA + EGA

The CDALI score corresponds to the current RA activity:

« 0to=< 2.8 Remission

» =2.8to= 10 Low disease activity (LDA)

« =10 to = 22 Moderate activity

» =22 High activity

The MCID varies depending on RA activity at baseline:
» -12 for high activity

» -0 for moderate activity

« | for low activity

If one of the components is missing at a given assessment point, no imputations will be done, and
the CDALI value for that assessment will be set to missing. An alternative imputation method for
missing components may be applied as described in Section 6.1.1.

6.2.5 RAMRIS

RAMRIS is the standardized system for RA MRI scoring of 4 different types of joint pathologies
in the wrist and the hand. A total score for each pathology is generated by the summation of
individual joint/bone scores as follows:

« Synovitis. 8 joints each scored on a scale from 0 = normal to 3 = severe, resulting in a total
score from 0 to 24.

« Bone erosion. 25 bones each scored on a scale from 0 to 10, resulting in a total score from 0
to 250. An increase of = 0.5 from baseline to Week 12 will represent disease progression.

«  Osteitis. 25 bones scored on a scale from 0 to 3, resulting in a total score from 0 to 75.
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«  CARLOS (cartilage loss). 25 joints each scored on a scale from 0 to 4, resulting in a total score
from 0 to 100.

Subjects will undergo MRI at Week 24, and the MRI images will be scored by the same
independent centralized blinded readers who scored baseline and Week 12 MRIs. Scores for each
bone/joint will be calculated as the average of the score provided by each of the two readers. If a
RAMRIS score from one of the readers is missing, then the RAMRIS score from the other reader
will be used. 1f the score was missing for both readers at any given time point, the average score
is considered missing. An imputation method for missing components may be applied as described
in Section 6.1.1.

The smallest detectable change (SDC) will be calculated for each of the joint pathologies to assess
whether a patient experienced a change beyond measurement error. The SDC is calculated as:

+ 1.96 x SDa(cHANGE scorEs) /(v2 x VK)

where CHANGE SCORE = change in RAMRIS total score between two timepoints,
SDagcHaNGEscorEs) represents the standard deviation of difference in change scores between the
two readers, and k= the number of readers (Bruynesteyn et al., 2005).

In addition, subgroup analyses will be performed for subjects with and without baseline joint
damage that is predictive of future progression (Gandjbakhch et al, 2014).

6.2.6 SF-36

Health-related quality of life will be assessed using the subject-completed Medical Outcomes
Study Short-Form 36 (SF-36), which is a generic health survey that contains 36 questions covering
eight domains of health. The SF-36 yields an 8-scale profile of functional health and well-being
scores as well as physical and mental component health summary scores. The version 2, 4-week
recall questionnaire will be used. Recoding, calculations and standardization will be done as
recommended in the User’s manual for the SF-36 (Mariush, 201 1). Each of the § domain scores is
the sum of some of the overall 36 item scores.

The initial domain scores are the sum of individual item scores:

« General Health

»  Physical Functioning

» Role Physical

« Role Emotional

» Social Functioning

» Bodily Pain

« Vitality
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« Mental Health

Domain scores will only be calculated if less than half of the item scores are missing. An
imputation method for missing components may be applied as described in Section 5.5.1.

6.2.7 EQ-5D-5L

A standardized instrument for measuring general health status within the following 5 dimensions:
»  Mobility

« Self-care

« Usual activities

« Pain/discomfort

» Anxiety/depression

Each dimension is scored on 5-point scale as:
« 1 =No problems

» 2= Slight problems

» 3= Moderate problems

» 4= Severe problems

» 5= Extreme problems

General health status is scored on a VAS (0 = poor to 100 = the best). An imputation method for
missing components may be applied as described in Section 5.5.1.

Reduction in the proportion of subjects with problems (moderate, severe or extreme) will represent

improvement.

An EQ-5D summary index score can be derived by applying a formula that attaches weights, or
index values, to each of the levels in each dimension. The index is calculated by deducting the
appropriate weights from the value for full health (i.e., 1). Value sets are country specific and can
be obtained from the EuroQol website (EuroQol Research Foundation, 2023).

6.3 Subgroup Analyses

Response rates for the key exploratory efficacy endpoints, as specified in Table 2, will be
examined using the following subgroups:

«  Number of prior biologic and targeted synthetic DMARD:s (e.g., <4 vs. = 4)
+  Prior use of JAKi (Yes vs. No)
» RA activity at baseline (DAS28-CRP = 5.1 vs. DAS28-CRP = 5.1)
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» RA severity at imitation of stimulation (< 4 TJC28 or <4 SIC28 vs. = 4 TIC28 and = 4 SIC28)

»  Augmented therapy (ves, no)

After completion of Week 12 assessments, additional treatment for RA may be provided at any
time. The decision about the need, type and timing of treatment is left to the discretion of the Co-
Pl Rheumatologist and the subject. The initiation of these treatments with study treatment during
open-label follow-up is considered “augmented therapy™. Subjects combining stimulation with the
following additions to RA therapy will fall into the augmented therapy subgroup for analysis of
response rates for key exploratory efficacy endpoints at specific timepoints:

«  Prednisone equivalent =10 mg/day. 1f average daily corticosteroid use exceeds 10 mg/day
prednisone after a period (time from previous visit up to the day before the current visit), the
subject is assigned to the augmented therapy subgroup for that visit.

«  Corticosteroid infection. 1f subject received a corticosteroid injection within 30 days prior to
a study visit, the subject is assigned to the augmented therapy subgroup for that visit.

«  bitsicsDMARD. Subjects who receive treatment with biologic, targeted synthetic, or additional
conventional synthetic DMARD, or increased dose of background conventional synthetic
DMARD will be assigned to the augmented therapy subgroup for all subsequent visits.

7 SAFETY EVALUATION
7.1 AE and SAEs

The incidence of AEsand SAEs in the safety population (see Section 5.2) will be tabulated through
Week 264 (end of study). Each AE will be evaluated by clinical investigators in terms of
seriousness, severity (i.e., mild, moderate, severe) and strength of relationship (i.e., not related,
unlikely related, probably related, definitely related, indeterminate) to the implant procedure,
explant procedure, implant device, stimulation and Energizer. Any AE that is determined by a
participating investigator to be related (definitely related or probably related) to the implant
procedure, explant procedure, implant device, stimulation or Energizer will be categorized as
device related.

For all AE tables, a subject reporting the same adverse event more than once will be counted once
when calculating the number and percentage of subjects with that particular event. If a subject
reports the same AE more than once or has the same AE on multiple occasions, the maximum
severity grade and relationship to the study implant and/or study drug will be presented.

The frequencies and percentages of treatment-emergent adverse events will be presented by
MedDRA system organ class (SOC) and preferred term (PT). Complete subject listings of all AE
will be provided. For each AE the following will be specified: start and stop dates, severity grade,
MedDRA SOC and PT, relationship (unlikely related, probably related, definitely related or
indeterminate) to the implant procedure, explant procedure, implant device, stimulation or
Energizer , and, as well as action taken, outcome of the adverse event, and seriousness.
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7.2 Protocol Deviations

All protocol deviations will be tabulated with reasons for deviations reviewed by sponsor and
reported in compliance with the study protocol, IRB requirements and sponsor's SOPs.

Summary tables with the number and percentage of subjects with protocol deviations will be
provided by type of deviation (Appendix B). A by-subject listing of all protocol deviations will
be provided (Appendix C).

7.3 Device Deficiencies

All device deficiencies related to the identity, quality, durability, reliability, safety or performance
of the study device, including device malfunctions, use errors, and inadequate labelling will be
tabulated. Summary tables with the number and percentage of device deficiencies will be provided
by type (Appendix B). A by-subject listing of all device malfunctions will be provided (Appendix
C).

8 STATISTICAL CONSIDERATIONS RELATED TO COVID-19

The statistical considerations detailed in this section are consistent with the FDA’s guidance on
the conduct of clinical trials during the COVID-19 pandemic and recommendations for the
statistical analysis of the primary and key secondary endpoints to help ensure that the COVID-19-
related changes to the RESET-RA study conduct will provide interpretable findings with correct
statistical quantification of uncertainty.

8.1 Impact of COVID-19 on Study Integrity

Unavoidable protocol modifications may be required due to COVID-19 illness and/or COVID-19
control measures to protect subject safety and the to address its impact on the ability to collect
data. The context and/or reasons for post-baseline events as they relate to COVID-19, such as
discontinuation of treatment, withdrawal from the trial. use of altermative or rescue treatments,
missed endpoint assessments, and the use of alternative endpoint assessment methods will be
captured at the subject level. Information not specific to individual subjects, such as information
on site closure (rheumatology or surgery) and its impact on disrupting administration of the
investigational study device (i.e., implant procedure, device titration, device adjustments) will also
be captured. This information at both the subject and site levels may be useful for incorporating into
additional sensitivity analyses related to the impact of COVID-19.

8.2 COVID-19 Analysis Considerations

The impact of COVID-19 on the study integrity will be assessed and included into data summaries,
including information on missing data, protocol deviations, subject discontinuation or interruption
of the investigational treatment, subject withdrawal, and changes in endpoint assessments (e.g.,
virtual visit).

Extending the protocol-defined windows and using alternative remote methods for assessment of
the exploratory efficacy endpoints may be warranted to address the impact of COVID-19. The data
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from these late or modified assessments can be leveraged based on scientifically based rationale
and clinical judgement.

The available data at baseline and post-baseline, including COVID-19-related information will be
leveraged using the prespecified methods for handling missing data.
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10 APPENDICES

Appendix A: Schedule of Assessments

Assessment

Titration 4
91 & 26)
Titration 5
{98 + 24)
Titration &
(105 & 24%)
Week 24
(168 + 7d%)
Week 36
(252 & 1449
Week 48
{336+ 14d%)
Week 60
{420+ 144%)
Week T2
{504 o 1407)
Week B4
(588 + 144%)
Week 96
(672 & 14d%)
Week 108
(756 & 1449
Week 120
(B4 = 1447
Week 132
{924 & 14d%)
Week 144
{1,008 + 1447
Week 156
{1,002 + 1447
Week 168
{1,176 + 14d%)
Week 180
{1,260 + 1447
Week 192
{1,344 + 1447
Week 204
{1,428 + 14d%)
Week 216
{1,512 & 14d%)
Week 218
{1,596 + 14d%)
Week 240
{1,1680 &+ 14)
Week 252
{1,764k 144%)
Week 264
(1,548 + 14d%)
{End of Sudy)

E
E
E
E
E
E
E

Vital signs
Pregnancy test (childbearing XXX
female)

R A disease activity
assessments’

SF-36 & EQ-3D-35L
questionnaires

Satisfaction questionnaire
Blood collection { CBC)
Blood collection ( biomarkers)
Hand MRI

12-lead ECG

Device check & dose titration x| X
Device check & dose
adjustment if needed
Device deficiency reporting X X
Adverse event reporting X X
Concomitant medication X X X

Abbrevigtions: CBC, complete blood count; d day; EGA, evaluator’s global assessment; HAQ-DI, Health Assessment Questionnaire Disability Index; hs CRP, high-sengitivity C-reactive protein; MR magnetic
resonance imaging; RA, rhewmatoid arthritis; SGA, subject’s global assessment; 8JC, swollen foint count; TIC, tender foint conmt.

E
E
E
E
E

P
P
P

Eo

Eo

Eo

Eo

Eo

E
E
E

Eo
E I I B
E I I B
Eo
Eo
Eo
E ] B
E ] B

E
E
E
E
E
E
E
E
E
E
E
E
E
E
E
E
E
E
E
E

A Bl Bl Bl B s sl s

E
E
E
E

X
X

b B B s
b B B s
b B B s
b B B s
b B B s
b B B s
b B B s
b B B s
b B B s
b B B s
b e Bl S
b e Bl S
b e Bl S
b e Bl S
b e Bl S
b B B s
b B B s
b B B s
b B B s
b B B s
b B B s

' BA discase activity assessments include: HAQ-DI, SGA, subject’s pain assessment, TIC28, SIC28, EGA, and hsCRP. Subjects must have > 4TIC28 and > 45JC28 at consant to be digible.
*From Day 0 {randomization).

* Dose titration is noit performed if subject and Co-PT Rheumato o gist decide that subject should not receive active stimulation in open-label, long-term follow-up period.
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Appendix B: Table Mockups
Table 14.8.1.1 Subject DISPOSITION ..ot e et et e e e st e et e e 24
Table 14.8.1.2 Demographic and Baseline Characteristics ... 25
Table 14.8.2.1 ACB20/50/ T BBSPOMISE ..ottt e e 29
Table 14.8.2.1.1 Subgroup Analysis of ACR20 Response: Prior b/tsDMARDs ... 33
Table 14.8.2.1.1.1 Subgroup Analysis of ACR50 Response: Prior b/tsDMARDs ... 36
Table 14.8.2.1.1.2  Subgroup Analysis of ACR70 Response: Prior b/tssDMARDs ... 36
Table 14.8.2.1.2 Subgroup Analysis of ACR20 Response: Prior JAKI. ... 36
Table 14.8.2.1.2.1 Subgroup Analysis of ACRS50 Response: Prior JAKI ... 36
Table 14.8.2.1.2.2  Subgroup Analysis of ACR70 Response: Prior JAKI ... 36
Table 14.8.2.1.3 Subgroup Analysis of ACR20 Response: RA Activity at Baseline.............. 37
Table 14.8.2.1.3.1 Subgroup Analysis of ACR50 Response: RA Activity at Baseline............. 37
Table 14.8.2.1.3.2  Subgroup Analysis of ACR70 Response: RA Activity at Baseline............ 37
Table 14.8.2.1.4 Subgroup Analysis of ACR20 Response: RA Severity at Initiation of

o BTy L) L Tx ¥ 37
Table 14.8.2.1.4.1 Subgroup Analysis of ACR50 Response: RA Severity at Initiation of

oL Ty LT N L Tx 37
Table 14.8.2.1.4.2  Subgroup Analysis of ACR70 Response: RA Severity at Initiation of

oL Ty LT N L Tx 38
Table 14.8.2.1.5 Subgroup Analysis of ACR20 Response: RA Augmented Therapy ............ 38
Table 14.8.2.1.5.1 Subgroup Analysis of ACR50 Response: RA Augmented Therapy .............. 38
Table 14.8.2.1.5.2 Subgroup Analysis of ACR70 Response: RA Augmented Therapy ............... 38
Table 14.8.2.2 DAS2E-CRP Moderate/Good EULAR Response......ocoiiiiians 38
Table 14.8.2.2.1 Subgroup Analysis EULAR Response: Prior b/tsDMARDs ... 40
Table 14.8.2.2.2 Subgroup Analysis of EULAR Response: Prior JAKI L. 43
Table 14.8.2.2.3 Subgroup Analysis of EULAR Response: RA Activity at Baseline............. 43
Table 14.8.2.2.4 Subgroup Analysis of EULAR Response: RA Severity at Initiation of

oL Tr LT L Tx 43
Table 14.8.2.2.5 Subgroup Analysis of EULAR Response: RA Augmented Therapy ........... 43
Table 14.8.2.3 DASZE-CRP MCID ReSPONSE . ..ot -+
Table 14.8.2.3.1 Subgroup Analysis DAS28-CRP MCID Response: Prior b/'tsDMARDs ... 46
Table 14.8.2.3.2 Subgroup Analysis of DAS28-CRP MCID Response: Prior JAKI ... 49
Table 14.8.2.3.3 Subgroup Analysis of DAS2E-CRP MCID Response: RA Activity at

T 49
Table 14.8.2.3.4 Subgroup Analysis of DAS2E-CRP MCID Response: RA Severity at

Initiation of SMUIAtON ... 49
Table 14.8.2.3.5 Subgroup Analysis of DAS2E-CRP MCID Response: Augmented Therapy49
Table 14.8.2.4 HAQ-DI MUID BeSPOmSe . ittt e e e 50
Table 14.8.2.4.1 Subgroup Analysis HAQ-DI MCID Response: Prior b/tsDMARDs . .......... 52
Table 14.8.2.4.2 Subgroup Analysis of HAQ-DI MCID Response: Prior JAKI ... 55
Table 14.8.2.4.3 Subgroup Analysis of HAQ-DI MCID Response: RA Disease Activity at

T U 55
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Table 14.8.2.4.4

Table 14.8.2.4.5
Table 14.8.2.5
Table 14.8.2.6
Table 14.8.2.7
Table 14.8.2.8
Table 14.8.2.9
Table 14.8.2.10
Table 14.8.2.11
Table 14.8.2.12
Table 14.8.2.13
Table 14.8.2.14
Table 14.8.2.15
Table 14.8.2.16
Table 14.8.2.17
Table 14.8.2.18
Table 14.8.2.20
Table 14.8.3.1
Table 14.8.3.2
Table 14.8.3.3

Table 14.8.3.4
Table 14.8.3.5
Table 14.8.3.6

Subgroup Analysis of HAQ-DI MCID Response: RA Severity at Initiation

OF SHMUIATION Lot 55
Subgroup Analysis of HAQ-DI MCID Response: Augmented Therapy......55
O 56
b L U 62
Subject’s Assessment of Painm ... o]
b U 68
U 68
T RSP 68
I U 69
L T U 73
L L U 77
L ) U 20
b e U 24
Subject Satisfaction. ... oo 86
Inflammatory Biomarkers ... 87
BA Augmented TRETAPY ..ot BO
Implant Performance ... . ..o 92
B e T e 03
Adverse Events by SOC and Maximum Severity: All Events..................... O
Implant Procedure-Related AEs by S0OC and Maximum Severity: All
EVemS. OR
Implant Device-Related AEs by SOC and Maximum Severity: All Events 100
Stimulation-Related AEs by SOC and Maximum Severity: All Events..... 101
Energizer-Related AEs by SOC and Maximum Severity: All Events........ 102

Table 14.8.3.7 Explant Procedure-Related Adverse Events by SOC and Maximum Severity: All

L= 1 102
Table 14.8.3.8 Device DefloiBIoy (it 103
Table 14.8.3.9 Protoco] DIEVIATIONS ..o e e eeee e ee e e e eeeeeesee e ees s e e et e e e e easesesae e e meeessesmmmaaseesman 104
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Table 14.8.1.1
Subject Disposition

4 SETPOINT

MEDICAL

TOL [1]

COL 2]

Owerall

Number of subjects:

TOL [1]

COL [2]
Owverall population

Withdrawn

Completed study through Week 192

Primary reason for withdrawal [3]:
Subject decision to withdraw consent
Investigator decision or medical judgement
Lost to follow-up
Device malfunction
Adverse event
Subject no longer eligible

Death

Study terminated
Sponsor or IRB decision

Other

XXX
XXX
XXX

AR (X%.%%)
AR (X%.%%)
AR (X%.%%)
AR (X%.%%)
AR (X%.%%)
AR (X%.%%)
AR (X%.%%)
AR (X%.%%)
AR (X%.%%)
A% (0. %%)

EE'E

AR (X%.%%)
AR (X%.%%)
AR (X%.%%)
AR (X%.%%)
AR (X%.%%)
AR (X%.%%)
AR (X%.%%)
AR (X%.%%)
AR (X%.%%)
A% (0. %%)

EEE'

AR (K%
AR (K%
AR (K%
AR (K%
AR (K%
AR (K%
AR (K%
AR (K%
AR (K%
A (%)

Abbreviations: COL, Control fo Open Label; ITT, intent fo treat; TOL, Treatment to Open Label

[1] Treatment to Open Label (TOL): The TOL population comprises treatment subjects from [TT population who received active stimulation through Week
12, completed Week 12 assessments, continued to receive active stimulation during open-label follow-up, and for whom follow-up data are available.

[2] Control to Open Label (COL): The COL population comprises control subjects from [TT population who received non-active (sham) stimulation through
Week 12, switched to active stimulation after completing Week 12 assessments, continued to receive active siimulation during open-label follow-up, and

for whom follow-up data are available.
[3] Percentage calculated based on each analysis population (1.e., TOL, COL, Overall).

Reference: Listing 163 x.x
SOURCE: xxomxx SAS 94 {program location} {run datefime}
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Table 14.8.1.2
Demographic and Baseline Characteristics

4 SETPOINT

TOL [1] COL[2] Overall [3]
N X (%) XA (. %) X (oY)
Age (years)
N XXX XXX XXX
Mean (SD) 00K (XA XX (30030 XX (00
Median XAKX XAKX XALKX
Min-Max XK — XX XAK —AHX XAK —AHX
Gender [3]
Male X (%) XA (. %) X (oY)
Female X (%) XA (. %) X (oY)
Ethmicity [3]
Hispanic or Latino X (%) XA (. %) X (oY)
Mot Hispanic or Latino X (%) XA (. %) X (oY)
Not disclosed X (%) XA (. %) X (oY)
Race [3][4]
American Indian or Alaska Native X (%) XA (. %) X (oY)
Asian X (%) XA (. %) X (oY)
Black or African American X (%) XA (. %) X (oY)
MNative Hawaiian or other Pacific Islander X (%) XA (. %) X (oY)
White X (%) XA (. %) X (oY)
Other X (%) XA (. %) X (oY)
RA duration (years) [3]
N XXX XXX XXX
Mean (SD) 00K (XA XX (30030 XX (00
Median XAKX XAKX XALKX
Min-Max XK — XX XAK —AHX XAK —AHX
BMI (kg/m?)
N XX XX XX
Mean (SD) 000X (300000 0K (300030 KR (X030
Median UK. XK XAAXK XAAXK
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TOL [1]

COL[2]

Ovenall [3]

Min-Max

RF [3]
Positive

ACPA [3]
Positive

Serology for RF and’or ACPA [3]
Positive

hsCRP (mg/L)
N

Mean (SD)
Median
Min-Max

TIC28
M
Mean (SD)
Median
Min-Max

SIC28
M
Mean (SD)
Median
Min-Max

CDAI score
M
Mean (SD)
Median
Min-Max

DAS25-CEP score

XN X — XX

0 (300 x%a)

0 (300 x%a)

0 (300 x%a)

ANH.X [ XXX XX)
XK XX
AXEX — X00LX

ANK.X (XXN.XX)
XN XK
AXNEN — XXX

ANK.X (XXN.XX)
XN XK
AXNEN — XXX

ANK.X (XXN.XX)
XN XK
AXNEN — XXX

XKXKXK —XXXK.X

o (00X %)

o (00X %)

o (00X %)

ANK.X [ MHN.XX)
XXK XK
AXNEN — XXX

ANK.X [ MHN.XX)
XXK XK
AXNEN — XXX

ANK.X [ MHN.XX)
XXK XK
AXNEN — XXX

ANK.X [ MHN.XX)
XXK XK
AXNEN — XXX

XXKXK —XXXX

o (00X %)

o (00X %)

o (00X %)

ANKX (XXN.XX)
XXK XK
XXNEX — NXNX

ANK.X (XXN.XX)
XN XK
AXNEN — XXX

ANK.X (XXN.XX)
XN XK
AXNEN — XXX

ANK.X (XXN.XX)
XN XK
AXNEN — XXX

N XX XX XX
Mean (SD) ANK.X (XXN.XX) ANK.X [ MHN.XX) ANK.X (XXN.XX)
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TOL [1] COL[2] Owerall [3]
Median AL XN AKX AL XN
Min-Max HHNX — NN HHNX — NN HHNX — NN
HAQ-DI score

N XX XX XX
Mean (SD) X (3000300 X (3000300 X (3000300
Median AL XK HHAX AL XK
Min-Max HHNX — NN HHNX — NN HHNX — NN

EQ-5D-5L Index

M

Mean (SD)
Median
Min-Max

EQ-VAS
M
Mean (SD)
Median
Min-Max

SF-36 MCS
M
Mean (SD)
Median
Min-Max

SF-36 PCS
M
Mean (SD)
Median
Min-Max

Number of prior b/ts DMARDs

ANK.X (XXN.XX)
XN XK
AXNEN — XXX

ANK.X (XXN.XX)
XN XK
AXNEN — XXX

ANK.X (XXN.XX)
XN XK
AXNEN — XXX

ANK.X (XXN.XX)
XN XK
AXNEN — XXX

ANK.X [ MHN.XX)
XXK XK
AXNEN — XXX

ANK.X [ MHN.XX)
XXK XK
AXNEN — XXX

ANK.X [ MHN.XX)
XXK XK
AXNEN — XXX

ANK.X [ MHN.XX)
XXK XK
AXNEN — XXX

ANK.X (XXN.XX)
XN XK
AXNEN — XXX

ANK.X (XXN.XX)
XN XK
AXNEN — XXX

ANK.X (XXN.XX)
XN XK
AXNEN — XXX

ANK.X (XXN.XX)
XN XK
AXNEN — XXX

M KK KK KK

Mean (SD) ANH.X [ XXX XX) ANK.X [ MHN.XX) ANKX (XXN.XX)

Median b ANHXN ANHXN

Min-Max ALK — 000K HNHN — NNE X ENHN — NXNX
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TOL [1] COL[2] Overll [3]
Number of prior b/ts DMARDs [3]
1 * (X% %) X (xxx%) X (xxx%)
2 * (X% %) X (xxx%) X (xxx%)
3 * (X% %) X (xxx%) X (xxx%)
4
5
6
7
8
9
10+
Prior b/ts DMARDs [3]
Anti-11-1 agents * (X% %) X (xxx%) X (xxx%)
Anti IL-6 agenits * (X% %) X (xxx%) X (xxx%)
Anti-TNF agenis * (X% %) X (xxx%) X (xxx%)
B-cell depleting agents * (X% %) X (xxx%) X (xxx%)
JAKS * (X% %) X (xxx%) X (xxx%)
CTLA4-Ig X (X x%) X (xxx%) X (xxx%)

Abbreviations : ACPA, anti-citrullinaied protein antibodies ; bBisDMARD, biologic or targeted synthe fic diseave-modifving antirheumatic drug; CDAL Clinical
Disease Activity Index; COL, Control to Open Label: CTLA4-Ig, cyiotoxic T-hmphocyte-associated antfigen-4 immunoglobuling DAS, Disease Activity Score;
eGFR, estimaied glomerular filtration rate; EQ-5D-5L Index, EuroQol-3D-5L Index; EQ-VAS, EuroQol Visual Analogue Scale; HAQ-DI, Health Assessmeni
Ouestionnaire Disability Index; hs CRP, high-sensitivity C-reaciive protein; IL, interlewkin; ITT, intent to treat; JAKL Janus Kinase inhibitor; OL, open label;
PTE, per-treatment-evaluable; RF, rheumatoid facior; SD, standard deviation; SJC, swollen joint count; SF-36 MCS Short Form 36 Mental Componeni
Swmmary Score; SF-36 PCS, Short Form 36 Physical Component Score; TJC, tender joint couni; TNF, tumor necrosis factor; TOL, Treatment to Open Label

[1] Treatment to Open Label (TOL): The TOL population comprises treatment subjects from ITT population who received active stimulation through Week
12, completed Week 12 assessments, continued to receive active stimulation during open-label follow-up, and for whom follow-up data are available.

[2] Control to Open Label (COL): The COL population comprises control subjects from ITT population who received non-active (sham) stimulation through
Week 12, switched to active stimulation afier completing Week 12 assessments, continued to receive active simulation durng open-label follow-up, and

for whom follow-up data are available.

[3] Percentage calculated based on each analysis population (i.e., TOL, COL, Overall).

[4] Race selected based on all that applied.

Reference: Listing 163 x.x
SOURCE: xxoxx SAS 94 {program location} {run dateftime} }
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Table 1482.1
ACBR20/50/70 Response

TOL [1] COL[2)

WVariable {(N=xxx) {N=xxx)

ACR20 response from baseline [4]
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (XX, XX (XX, XX

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 84
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

ACR20 response from initiation of simulation [3]
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (XX, XX (XX, XX

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 54
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Variable

TOL [1]

( M=xxx)

COL[2)

{ M=xxx)

Week 96

Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

ACR 50 response from baseline [4]
Week 24
N
Yes [3]
95% Cl1

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 54
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

ACR 50 response from initiation of simulation [3]

XX
X (%)
(A, XX

XX
X (%)
(33K, XX

Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (XX, XX (XX, XX
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TOL [1] COL[2)

Variable ( M=xxx) { M=xxx)

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 54
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

ACRT) Response from baseline [4]
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (XX, XX (XX, XX

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 84
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
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TOL [1] COL[2)

Variable {N=xxx) {N=xxx)

Week 192

ACRT0 response from initiation of simulation [3]
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (XX, XX (XX, XX

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 54
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

Abbreviations : ACR, American College of Rheumatology; Cl confidence interval; COL, Control fo Open Label; TOL, Treatment to Open Label

[1] Treatment o Open Label (TOL): The TOL population comprises treatment subjects from I'TT population who received active stimulation through Week 12,
completed Week 12 assessments, continued to receive active stimulation during open-label follow-up, and for whom follow-up data are available.

[2] Control to Open Label (COL): The COL population comprises control subjects from ITT population who received non-active (sham) stimulation through
Week 12, switched o active stimulation afier completing Week 12 assessmenis, conlinued to receive active stimulation during open-label follow-up, and
for whom follow-up data are available.

[3] Percentage calculated based on each analysis population (i.e., TOL, COL)

[4] Baseline on the day of informed consent for TOL and Week 12 for COL

[5] Initiation of stimulaton at Day 0 for TOL and Week 12 for COL

Reference: Listing 16.3x.x.x
SOURCE: xxoxx SAS 94 {program location} {run dateftime} }
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Table 14.82.1.1
Subgroup Analysis of ACR20 Response: Prior b/isDMARDs

Variable

TOL [1]

( M=xxx)

COL [2]
{ M=xxx)

ACR20 response from baseline [4]

Pror b/isDMARD = 4
Week 24
M
Yes [3]
Q5% Cl

Prior b/isDMARD = 4
Week 24
N
Yes [3]
95% Cl1

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 84
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

ACR20 response from initiation of simulation [3]

Prior b/isDMARD < 4
Week 24

XX
X (%)
(A, XX

XX
X (%)
(A, XX

XX
X (%)
(33K, XX

XX
X (%)
(33K, XX
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TOL [1] COL[2)

Variable {N=xxx) {N=xxx)

N X X
Yes [3] X (%) X (%)
Q5% Cl (XX, XX (XX, XX

Prior b/isDMARD = 4
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (XX, XX (XX, XX

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 584
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

Abbreviations: ACR, American College of Rheumatology; CI, confidence interval; COL, Control fo Open Label; TOL, Treatmeni to Open Label

[1] Treatment o Open Label (TOL): The TOL population comprises treatment subjects from ITT population who received active stimulation through Week 12,
completed Week 12 assessments, continued to receive active stimulation during open-label follow-up, and for whom follow-up data are available.

[2] Control to Open Label (COL): The COL population comprises control subjects from ITT population who received non-active (sham) simulation through
Week 12, swiiched o active stimulation after completing Week 12 assessmenis, conlinued to receive active stimulation during open-label follow-up, and
for whom follow-up data are available.

[3] Percentage calculated based on each analysis population (i.e., TOL, COL)

[4] Baseline on the day of informed consent for TOL and Week 12 for COL

[5] Initiation of stimulaton at Day 0 for TOL and Week 12 for COL
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et TOL [1] COL 2]
Variable ( M=xxx) { M=xxx)
Reference: Listing 163 x.x
SOURCE: xxoxx SAS 94 {program location} {run dateftime} }
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Table 14.82.1.1.1
Subgroup Analysis of ACRS0 Response: Prior b/isDMARDs

Repeat Table 14.8.2.1.1 for ACRS0

Table 14.82.1.12
Subgroup Analysis of ACRT0 Response: Prior b/isDMARDs

Repeat Table 14.8.2.1.1 for ACRT0

Table 14.82.12
Subgroup Analysis of ACR20 Response: Prior JAK:

Repeat Table 14.8.2.1.1 for Prior JAKI [Yes vs. No|
Add to abbreviations: JAKD, Janus kinase inhibitor.

Table 14.82.1.2.1
Subgroup Analysis of ACRS0 Response: Prior JAK:

Repeat Table 14.8.2.1.1 for ACR50 and for Prior JAK]: [Yes vs. No)

Table 14.82.1.22
Subgroup Analysis of ACRT0 Response: Prior JAK:

Repeat Table 14.8.2.1.1 for ACR70 and for Prior JAK] [Yes vs. No)
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Table 14.82.13
Subgroup Analysis of ACR20 Response: RA Activity at Baseline

Repeat Table 14.8.2.1.1 for RA Disease Activity at Baseline [DAS28-CRP < 5.1 vs DAS2E8-CRP = 5.1]
Add 1o abbreviations: DAS, Disease Activity Score.

Table 14.82.1.3.1
Subgroup Analysis of ACR 50 Response: RA Activity at Baseline

Repeat Table 14.8.2.1.1 for ACR50 and BA Disease Activity at Baseline [DAS28-CRP = 5.1 vs DAS2E-CRP =5.1]

Table 14.82.1.32
Subgroup Analysis of ACR 70 Response: RA Activity at Baseline

Repeat Table 14.8.2.1.1 for ACR70 and for RA Disease Activity at Baseline [DAS28-CRP = 5.1 vs DAS28-CRP = 5.1

Table 14.82.1.4
Subgroup Analysis of ACR20 Response: RA Severity at Initiation of Stimulation
Repeat Table 14.8.2.1.1 for RA Severity at Initiation of Samulation [< 4 TIC28 or <4 S1C28 vs. =4 TIC28 and = 4 S1C28]

Add o abbreviations: TJC, tender joint count; SJC, swollen joini count

Programming note: For this analysis, remove the “from baseline” portion of the table.

Table 14.82.1.4.1
Subgroup Analysis of ACRS0 Response: RA Severity at Initiation of Stimulation

Repeat Table 14.8.2.1.1 for ACR50 and for RA Severity at Initiation of Sumulation [< 4 TIC28 or < 4 SIC28 vs. = 4 TIC28 and = 4 SJC28)

Add to abbreviations: TJC, fender joint couni; SJC, swollen joint count.
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Programming note: For this analysis, remove the “from baseline™ portion of the table.

Table 14.82.1.42
Subgroup Analysis of ACRT0 Response: RA Severity at Initiation of Stimulation

Repeat Table 14.8.2.1.1 for ACR70 and for RA Severity at Initiation of Sumulation [< 4 TIC28 or < 4 SIC28 vs. = 4 TIC28 and = 4 SJC28)
Add o abbreviations: TJC, tender joint couni; SJC, swollen joint count
Programming note: For this analysis, remove the “from baseline™ portion of the table.

Table 14.82.1.5
Subgroup Analysis of ACR20 Response: RA Augmented Therapy

Repeat Table 14.8.2.1.1 for ACR20 and BA Augmenied Therapy [ves/no]

Table 14.82.1.5.1
Subgroup Analysis of ACR50 Response: RA Augmented Therapy

Repeat Table 14.8.2.1.1 for ACR50 and BA Augmenied Therapy [ves/no]

Table 14.82.1.52
Subgroup Analysis of ACR70 Response: RA Augmented Therapy

Repeat Table 14.8.2.1.1 for ACR70 and BA Augmenied Therapy [ves/no]

Table 14.82.2
DAS28-CRP Moderate/Good EULAR. Response

- TOL [1] COL 2]
Variable {N=xxx) (N=xxx])
DAS28-CRP moderate/good EULAR response from baseline [4]
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et TOL[1 CoL 2
Variable { N=.VJ[J.J:I { N=.1u[u-!
Week 24

N X X

Yes [3] X (%) X (%)
Q5% Cl (o X%, x0x%) (%, xx%)

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 54
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

DAS28-CRP moderate/good EULAR response from initiation of stimulation [3]
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (o X%, x0x%) (%, xx%)

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 84
Week 96
Week 108
Week 120
Week 132
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TOL [1] COL[2)

Variable (N=xxx) {N=nx0x)

Week 144
Week 156
Week 168
Week 180
Week 192

Abbreviations: Cl, confidence interval; COL, Control o Open Label (COL): DAS, Disease Activity Scove; EULAR, Euwropean League Against Rheumatism;
hsCRP, High-sensitivity C-reactive protein; TOL, Treaiment to Open Label (TOL)

[1] Treatment to Open Label (TOL): The TOL population comprises treatment subjects from ITT population who received active stimulation through Week 12,
completed Week 12 assessments, continued to receive active simulation during open-label follow-up, and for whom follow-up data are available.

[2] Control to Open Label (COL): The COL population comprises control subjects from ITT population who received non-active (sham) stimulation through
Week 12, switched to active stimulation afier completing Week 12 assessmenis, continued o receive active stimulation during open-label follow-up, and
for whom follow-up data are available.

[3] Percentage calculated based on each analysis population (1.e., TOL, COL)

[4] Baseline on the day of informed consent for TOL and Week 12 for COL

[5] Intiation of stimulation at Day 0 for TOL and Week 12 for COL

Reference: Listing 16.x.%.x

SOURCE: xxoxx SAS 9.4 {program location} {run date/time} }

Table 14.82.2.1
Subgroup Analysis EULAR Response: Prior bisDMARDs

ey TOL [1] COL [2]
Variable {(N=xxx) (N=x%x)
DAS28-CRP moderate/severe EULAR response from baseline [4]

Prior b/isDMARD < 4
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (XX, XX (XX, XX
Prior b/isDMARD = 4
Week 24
CONFIDENTIAL 40 of 141

May not be reproduced outside of SetPoint Medical without written permission from Document Control.



Statistical_ﬁnalysis Plan for Long-Term Safety and Exploratory - S E T PO' N T
Analyses in SPM-020 (The RESET-RA Study) MEDICAL

Doc# CLP-008 Rev C, 15JUL2024

TOL [1]

Variable (N==xxx)

COL[2)

{ M=xxx)

N X
Yes [3] o (00 %)
Q5% Cl (XX, XX

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 584
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

DAS28-CRP moderate/severe ELULAR response from initiation of stimulation 5]

Prior b/isDMARD < 4
Week 24
N X
Yes [3] o (00 %)
Q5% Cl (XX, XX

Prior b/isDMARD = 4
Week 24
N X
Yes [3] o (00 %)
Q5% Cl (XX, XX

Repeat for:

XX
X (%)
(33K, XX

XX
X (%)
(33K, XX

XX
X (%)
(33K, XX
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TOL [1] COL[2)

Variable {N=xxx) {N=xxx)

Week 36
Week 48
Week o0
Week 72
Week 584
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

Abbreviations: CI, confidence inferval; COL, Control o Open Label: DAS, Disease Activity Score; EULAR, Ewropean League Against Rheumatism; hs CRP,
High-sensitivity C-reactive protein; TOL, Treatment fo Open Label

[1] Treatment to Open Label (TOL): The TOL population comprises treatment subjects from ITT population who received active stimulation through Week 12,
completed Week 12 assessments, continued to receive active simulation during open-label follow-up, and for whom follow-up data are available.

[2] Control to Open Label (COL): The COL population comprises control subjects from ITT population who received non-active (sham) stimulation through
Week 12, switched to active stimulation afier completing Week 12 assessmenis, continued o receive active stimulation during open-label follow-up, and
for whom follow-up data are available.

[3] Percentage calculated based on each analysis population (1.e., TOL, COL)

[4] Baseline on the day of informed consent for TOL and Week 12 for COL

[5] Intiation of stimulation at Day 0 for TOL and Week 12 for COL

Reference: Listing 16.xx.%
SOURCE: xxoxx SAS 9.4 {program location} {run date/time} }

CONFIDENTIAL 42 0f 141
May not be reproduced outside of SetPoint Medical without written permission from Document Control.



Statistical_ﬁualysis Plan for Long-Term Safety and Exploratory - S E T POI N T
Analyses in SPM-020 (The RESET-RA Smdy) MEDICAL

Doc# CLP-008 Rev C, 15JUL2024

Table 14.82.22
Subgroup Analysis of EULAR Response: Prior JAK:

Repeat Table 14.8.22.1 for Prior JAKI [Yes vs. No|

Add to abbreviations: JAKD, Janus kinase inhibitor.

Table 14.82.23
Subgroup Analysis of EULAR Response: RA Activity at Baseline

Repeat Table 14.8.22.1 for RA Disease Activity at Baseline [DAS28-CRP < 5.1 vs. DAS28-CRP = 51]

Add to abbreviations: DAS, Disease Activity Score.

Table 14.82.2.4
Subgroup Analysis of EULAR Response: RA Severity at Initiation of Stimulation

Repeat Table 14.8.22.1 for RA Severity at Initiation of Stimulation [< 4 TIC28 or <4 S1C28 vs. =4 TIC28 and = 4 SIC28]
Add o abbreviations: TJC, fender joint count; SJC, swollen joint couni

Programming note: For this analysis, remove the “from baseline” portion of the table.

Table 14.82.2.5
Subgroup Analysis of EULAR Response: RA Augmented Therapy

Repeat Table 14.8.22.1 for RA Augmented Therapy [ves, no]
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Table 14.82.3
DAS28-CRP MCID Response

ey TOL [1] COL[2]
Varishle { M=xxx) [ M=xxx)
DAS2E-CRP response (MCID = -1.2) from baselne [4]

Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (o X%, x0x%) (%, xx%)

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 54
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

DAS2E-CRP response (MCID = -1.2) from initiation of stimulation [5]
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (o X%, x0x%) (%, xx%)

Repeat for:
Week 36
Week 48
Week 60
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TOL [1] COL[2]

( M=xxx) { M=xxx)

Variable

Week 72

Week 54

Week 96

Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

Abbreviations: CI, confidence inferval; COL, Control io Open Label; DAS, Disease Activity Score; CRP, C-reactive protein; MCID, minimal clinically imporiant
difference OL, TOL, Treatmeni to Open Label

[1] Treatment to Open Label (TOL): The TOL population comprises treatment subjects from ITT population who received active stimulation through Week 12,
completed Week 12 assessments, continued to receive active simulation during open-label follow-up, and for whom follow-up data are available.

[2] Control to Open Label (COL): The COL population comprises control subjects from ITT population who received non-active (sham) stimulation through
Week 12, switched to active stimulation afier completing Week 12 assessmenis, continued o receive active stimulation during open-label follow-up, and
for whom follow-up data are available.

[3] Percentage calculated based on each analysis population (1.e., TOL, COL)

[4] Baseline on the day of informed consent for TOL and Week 12 for COL

[5] Intiation of stimulation at Day 0 for TOL and Week 12 for COL

Reference: Listing 16.xx.%
SOURCE: xxoxx SAS 9.4 {program location} {run date/time} }
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Table 14.8.2.3.1

Subgroup Analysis DAS28-CRP MCID Response: Prior biisDMARDs

e TOL [1] COL [2]
Varisble ( M=xxx) { M=xxx)
DAS2E-CRP response (MCID = -1.2) from baselne [4]

Prior b/isDMARD < 4
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (XX, XX (XX, XX

Pror b/isDMARD = 4
Week 24
M
Yes [3]
Q5% Cl

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 584
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

DAS2E-CRP Response (MCID = -1.2) from imitiation of stimulation [5]

Prior b/isDMARD < 4

XX
X (%)
(A, XX

XX
X (%)
(33K, XX
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TOL [1] COL[2)

Variable {N=xxx) {N=xxx)

Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (XX, XX (XX, XX

Prior b/isDMARD = 4
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (XX, XX (XX, XX

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 84
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

Abbreviations: CI, confidence inferval; COL, Control io Open Label; DAS, Disease Activity Score; CRP, C-reactive protein; MCID, minimal clinically imporiant
difference; TOL, Treaiment to Open Label

[1] Treatment to Open Label (TOL): The TOL population comprises treatment subjects from ITT population who received active stimulation through Week 12,
completed Week 12 assessments, continued to receive active simulation during open-label follow-up, and for whom follow-up data are available.

[2] Control to Open Label (COL): The COL population comprises control subjects from ITT population who received non-active (sham) stimulation through
Week 12, switched to active stimulation afier completing Week 12 assessmenis, continued o receive active stimulation during open-label follow-up, and
for whom follow-up data are available.

[3] Percentage calculated based on each analysis population (1.e., TOL, COL)

[4] Baseline on the day of informed consent for TOL and Week 12 for COL
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ey TOL [1] COL 2]
Variable ( M=xxx) { M=xxx)
[5] Intiation of stmulation at Day 0 for TOL and Week 12 for COL
Reference: Listing 16.x.%.x
SOURCE: xxoxx SAS 9.4 {program location} {run date/time} }
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Table 14.82.32
Subgroup Analysis of DAS28-CRP MCID Response: Prior JAKI

Repeat Table 14.8.2.3.1 for Prior JAKI [Yes vs. No|

Add to abbreviations: JAKD, Janus kinase inhibitor.

Table 14.82.33
Subgroup Analysis of DAS28-CRP MCID Response: RA Actvity at Baseline

Repeat Table 14.8.2.3.1 for RA Activity at Baseline [DAS28-CRP < 5.1 vs. DAS2E-CRP = 5.1]
Add to abbreviations: DAS, Disease Activity Score.

Table 14.82.3.4
Subgroup Analysis of DAS28-CRP MCID Response: RA Severty at Initiation of Stimulation

Repeat Table 14.8.2.3.1 for RA Severity at Initiation of Stimulation [< 4 TIC28 or <4 S1C28 vs. =4 TIC28 and = 4 S1C28]
Add o abbreviations: TJC, fender joint count; SJC, swollen joint couni

Programming note: For this analysis, remove the “from baseline” portion of the table.

Table 14.82.3.5
Subgroup Analysis of DAS28-CRP MCID Response: Augmented Therapy

Repeat Table 14.8.2.3.1 for RA Augmented Therapy [ves, no|
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Table 14.82.4
HAQ-DI MCID Response

ey TOL [1] COL [2]
Varishle { M=xxx) [ M=xxx)
HAQ-DI response (MCID = -0.22) from baseline [4]

Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (o X%, x0x%) (%, xx%)

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 54
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

HAQ-DI response (MCID = -0.22) from initiation of stimulation [5]
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (o X%, x0x%) (%, xx%)

Repeat for:
Week 36
Week 48
Week 60
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TOL [1] COL[2)

Variable {N=xxx) {N=xxx)

Week 72

Week 54

Week 96

Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

Abbreviations: CI, confidence inferval; COL, Control to Open Label; HAQ-DI, Health Assessment Questionnaire Disability Index; MCID, minimal clinically
importani difference; TOL, Treatment io Open Label;

[1] Treatment to Open Label (TOL): The TOL population comprises treatment subjects from ITT population who received active stimulation through Week 12,
completed Week 12 assessments, continued to receive active simulation during open-label follow-up, and for whom follow-up data are available.

[2] Control to Open Label (COL): The COL population comprises control subjects from ITT population who received non-active (sham) stimulation through
Week 12, switched to active stimulation afier completing Week 12 assessmenis, continued o receive active stimulation during open-label follow-up, and
for whom follow-up data are available.

[3] Percentage calculated based on each analysis population (1.e., TOL, COL)

[4] Baseline on the day of informed consent for TOL and Week 12 for COL

[5] Intiation of stimulation at Day 0 for TOL and Week 12 for COL

Reference: Listing 16.xx.%
SOURCE: xxoxx SAS 9.4 {program location} {run date/time} }
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Table 14.82.4.1
Subgroup Analysis HAQ-DI MCID Response: Prior b/tsDMARDs

e TOL [1] COL [2]
Varisble ( M=xxx) { M=xxx)
HAQ-DI response (MCID = -0.22) from baseline [4]

Prior b/isDMARD < 4
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (XX, XX (XX, XX

Pror b/isDMARD = 4
Week 24
M
Yes [3]
Q5% Cl

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 584
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

HAQ-DI response (MCID = -0.22) from initiation of stimulation [5]

XX
X (%)
(A, XX

XX
X (%)
(33K, XX
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TOL [1] COL[2)

Variable {N=xxx) {N=xxx)

Prior b/isDMARD < 4
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (XX, XX (XX, XX

Prior b/isDMARD = 4
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (XX, XX (XX, XX

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 84
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

Abbreviations: CI, confidence inferval; COL, Control to Open Label; HAQ-DI, Health Assessment Questionnaire Disability Index; MCID, minimal clinically
important difference; TOL, Treatment to Open Label

[1] Treatment to Open Label (TOL): The TOL population comprises treatment subjects from ITT population who received active stimulation through Week 12,
completed Week 12 assessments, continued to receive active simulation during open-label follow-up, and for whom follow-up data are available.

[2] Control to Open Label (COL): The COL population comprises control subjects from ITT population who received non-active (sham) stimulation through
Week 12, switched to active stimulation afier completing Week 12 assessmenis, continued o receive active stimulation during open-label follow-up, and
for whom follow-up data are available.

[3] Percentage caleulated based on each analysis population (i.e., TOL, COL)
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ey TOL [1] COL 2]
Variable ( M=xxx) { M=xxx)
[4] Baseline on the day of informed consent for TOL and Week 12 for COL
[5] Intiation of stmulation at Day 0 for TOL and Week 12 for COL
Reference: Listing 16.x.%.x
SOURCE: xxoxx SAS 9.4 {program location} {run date/time} }
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Table 14.82.42
Subgroup Analysis of HAQ-DI MCID Response: Prior JAK:

Repeat Table 14.8.2.4.1 for Prior JAKI [Yes vs. No|)

Add to abbreviations: JAKD, Janus kinase inhibitor.

Table 14.82.43
Subgroup Analysis of HAQ-DI MCID Response: RA Disease Activity al Baseline

Repeat Table 14.8.2.4.1 for RA Disease Activity at Baseline [DAS28-CRP < 5.1 vs. DAS28-CRP = 51]

Add to abbreviations: DAS, Disease Activity Score.

Table 14.82.44
Subgroup Analysis of HAQ-DI MCID Response: R A Severity at Initiation of Stimulation

Repeat Table 14.8.2.4.1 for RA Severity at Initiation of Samulation [< 4 TIC28 or <4 SIC28 vs. =4 TIC28 and = 4 SIC28]
Add o abbreviations: TJC, fender joint count; SJC, swollen joint couni
Programming note: For this analysis, remove the “from baseline” portion of the table.

Table 14.82.45
Subgroup Analysis of HAQ-DI MCID Response: Augmented Therapy

Repeat Table 14.8.2.4.1 for RA Augmented Therapy [ves, no|
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Table 14.82.5

TIC2R

Variable

TOL [1]

( M=xxx)

COL [2]
{ M=xxx)

TIC28 Score
Baseline [4]
N [3]
Mean (SD)
Median
Min-Max

Week 24
N [3]
Mean (SD)
Median
Min-Max

Change from baseline [4]
N[3]

Mean (SD)

Median

Min-Max

95% Cl1

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 54
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180

X (%)
AN (NN
KA KX
KANK — NNN.X

X (%)
AN (NN
KA KX
KANK — NNN.X

X (%)
AN (NN
KA KX
KANK — NNN.X
(A, XX

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX
(33K, XX
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TOL [1] COL[2)

Variable (N=xxx) {N=nx0x)

Week 192

TIC28 2% response from baseline [4]
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (XX, XX (XX, XX

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 584
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

TIC28 50% response from baseline [4]
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (XX, XX (XX, XX

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 84
Week 96
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TOL [1] COL[2)

Variable (N=xxx) {N=nx0x)

Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

TIC28 7% response from baseline [4]
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (XX, XX (XX, XX

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 584
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

TIC28 change from initiation of simulation
Day of Initation of stimulation [3]
N3] X (%) X (%)
Mean (SD) AN (NN AN (NN
Median AKX AKX
Min-Max N — NNNX N — NNNX
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TOL [1] COL[2)

Variable (N=xxx) {N=nx0x)

Week 24
Change from initiation of stimulation [3]
N3] X (%) X (%)
Mean (SD) AN (NN AN (NN
Median AKX AKX
Min-Max N — NNNX N — NNNX
Q5% Cl (XX, XX (XX, XX

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 584
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

TIC28 2% response from initiation of stimulation [3]
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (XX, XX (XX, XX

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 84
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Variable

TOL [1]

( M=xxx)

COL[2)

{ M=xxx)

Week Y6

Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

TIC28 50% response from iniiation of stimulation [3]
Week 24
N
Yes [3]
95% Cl1

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 584
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

TIC28 7% response from initiation of stimulation [3]

XX
X (%)
(A, XX

XX
X (%)
(33K, XX

Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (XX, XX (XX, XX
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TOL [1] COL[2)

Variable {N=xxx) {N=xxx)

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 584
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

Abbreviations: Cl, confidence interval; COL, Control to Open Label; TIC, tender joint count; TOL, Treatment o Open Label

[1] Treatment to Open Label (TOL): The TOL population comprises treatment subjects from ITT population who received active stimulation through Week 12,
completed Week 12 assessments, continued to receive active simulation during open-label follow-up, and for whom follow-up data are available.

[2] Control to Open Label (COL): The COL population comprises control subjects from ITT population who received non-active (sham) stimulation through
Week 12, switched to active stimulation afier completing Week 12 assessmenis, continued o receive active stimulation during open-label follow-up, and
for whom follow-up data are available.

[3] Percentage calculated based on each analysis population (1.e., TOL, COL)

[4] Baseline on the day of informed consent for TOL and Week 12 for COL

[5] Intiation of stimulation at Day 0 for TOL and Week 12 for COL

Reference: Listing 16.x.%.x
SOURCE: xxoxx SAS 9.4 {program location} {run date/time} }
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Table 14.82.6

SIC28
et TOL[1 COL [2
Varisble { N=x.1[m-]) { N=x.1[m-])
SIC28 Score
Baseline [4]
N3] X (%) X (%)
Mean (SD) AN (NN R A |
Median AKX AKX
Min-Max N — NNNX N — NNNX
Week 24
N3] X (%) X (%)
Mean (SD) AN (NN AN (NN
Median AKX AKX
Min-Max N — NNNX N — NNNX

Change from baseline [4]
N[3]

Mean (SD)

Median

Min-Max

95% Cl1

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 54
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180

X (%)
AN (NN
KA KX
KANK — NNNX
(3K, XXX

X (%)
R A |
KA KX
KANK — NNNX
(33, 300X
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Foriahla TOL [1] COL [2]
Variable (N=xxx) { N=xxx)

Week 192

SIC28 20% response from baseline [4)
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (XX, XxX) (XX, 300X

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 584
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

SIC28 50% response from baseline [4)
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (XX, XxX) (XX, 300X

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 84
Week 96
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Variable

TOL [1]

{ M=xxx)

COL [2]
( M=x3x)

Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

SIC28 70% response from baseline [4)
Week 24
N
Yes [3]
95% Cl1

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 584
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

SIC28 change from initiation of stimulation
Day of Initation of stimulation [3]
N[3]
Mean (SD)
Median
Min-Max

XX
X (%)
(3K, XXX

X (%)
AN (NN
KA KX
KANK — NNNX

X
X (%)
(33, 300X

X (%)
R A |
KA KX
KANK — NNNX
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TOL [1] COL[2)

Variable {(N=xxx) {N=x0x )

Week 24
Change from initiation of stimulation [3]
N3] X (%) X (%)
Mean (SD) AN (NN R A |
Median AKX AKX
Min-Max N — NNNX N — NNNX
Q5% Cl (XX, XxX) (XX, 300X

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 584
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

SIC28 20% response from initiation of stimulation [ 3]
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (XX, XxX) (XX, 300X

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 84
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Variable

TOL [1]

{ M=xxx)

COL [2]
( M=x3x)

Week Y6

Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

SIC28 50% response from initiation of stimulation [ 3]
Week 24
N
Yes [3]
95% Cl1

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 584
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

SIC28 70% response from initiation of stimulation [ 3]

XX
X (%)
(3K, XXX

X
X (%)
(33, 300X

Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (XX, XxX) (XX, 300X
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TOL [1] COL[2)

Variable (N=xxx) { N=xxx)

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 584
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

Abbreviations: Cl, confidence interval; COL, Control io Open Label; SIC, swollen joint couni; TOL, Treatment to Open Label

[1] Treatment to Open Label (TOL): The TOL population comprises treatment subjects from ITT population who received active stimulation through Week 12,
completed Week 12 assessments, continued to receive active simulation during open-label follow-up, and for whom follow-up data are available.

[2] Control to Open Label (COL): The COL population comprises control subjects from ITT population who received non-active (sham) stimulation through
Week 12, switched to active stimulation afier completing Week 12 assessmenis, continued o receive active stimulation during open-label follow-up, and
for whom follow-up data are available.

[3] Percentage calculated based on each analysis population (1.e., TOL, COL)

[4] Baseline on the day of informed consent for TOL and Week 12 for COL

[5] Intiation of stimulation at Day 0 for TOL and Week 12 for COL

Reference: Listing 16.x.%.x
SOURCE: xxoxx SAS 9.4 {program location} {run date/time} }
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Table 1482.7

Subject’s Assessment of Pain

Repeat 14.5.2.6 for Subject’s Pain Assessment

Note o Programmer: Bemove SIC from footnote.

Table 14.82.8
SGA

Repeat 14.5.2.6 for SGA

Note o Programmer: Remove S1C from footnote and add SGA, subject s global assessment.

Table 14.82.9
EGA

Repeat 14.52.6 for EGA

Note o Progrmmer: Remove SIC from footnote and add EGA, evaluator's global assessment.

Table 14.8.2.10
hsCEP

Repeat 14.5.2.6 for hsCRP (mg/mL)

Note to Progrmmmer: Remove SIC from footnote and add hsCRP, high sensitivity C-reaciive proiein.
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Table 14.8.2.11

May not be reproduced outside of SetPoint Medical without written permission from Document Control.

DAS25-CRP
WVariable TOL [1] COL [2]
{ M=xxx) [ M=xxx)
DAS2E-CRP Score

Baseline [4]
N3] X (%) X (%)
Mean (SD) AN (NN AN (NN
Median AKX AKX
Min-Max N — NNNX N — NNNX

Week 24
N3] X (%) X (%)
Mean (SD) AN (NN AN (NN
Median AKX AKX
Min-Max N — NNNX N — NNNX
Change from baseline [4]
N3] X (%) X (%)
Mean (SD) AN (NN AN (NN
Median AKX AKX
Min-Max N — NNNX N — NNNX
Q5% Cl (XX, XX (XX, XX

Repeat for:
Week 36
Week 48
Week 60
Week 72
Week 54
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
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Variable TOL [1] COL[2)

( M=xxx) { M=xxx)

Week 150
Week 192

DAS28-CRP low disease activity (score 2.6 1o < 3.2)
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (XX, XX (XX, XX

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 584
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

DAS28-CRP remission (score (0 to < 2.6)
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (XX, XX (XX, XX

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 84
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Variable

TOL [1]

( M=xxx)

COL[2)

{ M=xxx)

Week Y6

Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

DAS28-CRP score change from initiation of stimulation [5]
Day of initiation of stimulation 5]
N[3]
Mean (SD)
Median
Min-Max

Week 24
Change from initiation of stimulation [3]
N[3]
Mean (SD)
Median
Min-Max
95% Cl1

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 84
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156

X (%)
AN (NN
KA KX
KANK — NNN.X

X (%)
AN (NN
KA KX
KANK — NNN.X
(A, XX

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX
(33K, XX
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WVariable TOL [1] COL [2]
( M=xxx) { M=xxx)
Week 168
Week 180
Week 192

Abbreviations: Cl, confidence interval; COL, Control to Open Label; CRP, C-reactive protein; DAS, Disease Activity Score; TOL, Treatmeni to Open Label:

[1] Treatment to Open Label (TOL): The TOL population comprises treatment subjects from ITT population who received active stimulation through Week 12,
completed Week 12 assessments, continued to receive active simulation during open-label follow-up, and for whom follow-up data are available.

[2] Control to Open Label (COL): The COL population comprises control subjects from ITT population who received non-active (sham) stimulation through
Week 12, switched to active stimulation afier completing Week 12 assessmenis, continued to receive active stimulation during open-label follow-up, and
for whom follow-up data are available.

[3] Percentage calculated based on each analysis population (1.e., TOL, COL)

[4] Baseline on the day of informed consent for TOL and Week 12 for COL

[5] Intiation of stimulation at Day 0 for TOL and Week 12 for COL

Reference: Listing 16.x.%.x
SOURCE: xxoxx SAS 9.4 {program location} {run date/time} }

CONFIDENTIAL T2of141
May not be reproduced outside of SetPoint Medical without written permission from Document Control.



Statistical_ﬁualysis Plan for Long-Term Safety and Exploratory - S E T PO' N T
Analyses in SPM-020 (The RESET-RA Study) MEDICAL

Doc# CLP-008 Rev C, 15JUL2024

Table 14.8.2.12
CDAl

Variable TOL [1]

(IN=x3x)

COL [2]
(IN=x3x)

CDAI score

Baseline [4]

N [3] X (%) X (%)
Mean (SD) A0 (NN LN (NN AN
Median XXX KX
Min-Max 00N — MK OO N — NNNLX
Week 24

N [3] X (%) X (%)
Mean (SD) A0 (NN LN (NN AN
Median XXX KX
Min-Max 00N — MK OO N — NNNLX

Change from baseline [4]

N [3]
Mean (SD)
Median
Min-Max
Q5% Cl

Repeat for:
Week 36
Week 48
Week 60
Week 72
Week 84
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168

X (%)
A0 (NN
AN KX
MK — 300X
(3, XXX

X (%)
LN (NN AN
KM KX
AOOLK — NN X
(A, XX
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WVanable TOL [1] COL [2]
(N=xxx) (N=xxx)

Week 150
Week 192

CDAL low disease activity (score =2.8 to = 10)
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (H3X, XxX) (XX, XX

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 54
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

CDAI remission (score 0 to = 2.8)
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (H3X, XxX) (XX, XX

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 84
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Vanable

TOL [1]
(N=xxx)

COL [2]
(N=xxx)

Week 96

Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

CDAI score change from initiation of stimulation [3]
Day of initation of stimulation [3]
N [3]
Mean (SD)
Median
Min-Max

Week 24
Change from initiation of stimulation [3]
N [3]
Mean (SD)
Median
Min-Max
95% Cl

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 84
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156

X (%)
A0 (NN
AN KX
MK — 300X

X (%)
A0 (NN
AN KX
MK — 300X
(3, XXX

X (%)
LN (NN AN
KM KX
AOOLK — NN X

X (%)
LN (NN AN
KM KX
AOOLK — NN X
(A, XX
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WVanable TOL [1] COL [2]
(N=xxx) (N=xxx)
Week 168
Week 180
Week 192

CDAI response (MCLD) from baseline [4]
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (s x %, X)) (X%, 0 x%)

Repeat for:
Week 36
Week 48
Week o0
Week 72
Week 54
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

CDAI response (MCID) from initiation of stimulation [ 5]
Week 24
N X X
Yes [3] X (%) X (%)
Q5% Cl (s x %, X)) (X%, 0 x%)

Repeat for:
Week 36
Week 48
Week 60
Week 72
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WVanable TOL [1] COL [2]
(N=xxx) (N=xxx)

Week 54

Week 96

Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

Abbreviations: CDAI, Clinical Disease Activity Index; CI confidence interval; COL, Contol o Open Label; TOL, Treatment io Open Label

[1] Treamment o Open Label (TOL): The TOL population comprses treatment subjects from ITT population who received active stimulation through Week 12,
completed Week 12 assessments, continued to receive active stimulation during open-label follow-up, and for whom follow-up data are available.

[2] Control o Open Label (COL): The COL population comprises control subjects from ITT population who received non-active (sham) stimulation through
Week 12, swiiched to active stimulation after completing Week 12 assessmenis, continued o receive active stimulation during open-label follow-up, and
for whom follow-up data are available.

[3] Percentage calculated based on each analysis population (i.e., TOL, COL)

[4] Baseline on the day of informed consent for TOL and Week 12 for COL

[5] Initiation of stimulaton at Day 0 for TOL and Week 12 for COL

Reference: Listing 163 x.x
SOURCE: xxoxx SAS 94 {program location} {run dateftime} }

Table 14.8.2.13

RAMRIS
WVariable TOL [1] COL [2]
{ M=xxx) [ M=xxx)
RAMEIS bone erosion score
Baseline [4]
N3] X (%) X (%)
Mean (SD) AN (NN AN (NN
Median AKX AKX
Min-Max N — NNNX N — NNNX
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WVariable TOL [1] COL 2]
{ N=xxx) { N=xxx)
Week 24
N3] o (00 %) o (00X %)
Mean (SD) A (OO (300000
Median XXX XXX
Min-Max A — XXX AN — XXX

Change from baseline [4] (SDC: xxx)
N[3]

Mean (SD)

Median

Min-Max

95% Cl1

Progression rate from baseline (= 0.3)
N[3]

Mean (SD)

Median

Min-Max

BEAMRIS osteitis score

o (00 %)
ANEX (XXX XX)
XXK XK
XXEX — XXNX
(XXX, XX.X)

o (00X %)
ANEX (XXX XX)
XXK XK
XXEX — XXNX

o (00X %)
ANKX (XXN.XX)
XXK XK
XXNEX — NXNX
(XXX, X%.X)

o (00X %)
ANKX (XXN.XX)
XXK XK
XXNEX — NXNX

Baseline [4]
N3] o (00 %) o (00X %)
Mean (SD) A (OO (300000
Median XXX XXX
Min-Max A — XXX AN — XXX
Week 24
N3] o (00 %) o (00X %)
Mean (SD) A (OO (300000
Median XXX XXX
Min-Max A — XXX AN — XXX
Change from baseline [4] (SDC: xxx)
N3] o (00 %) o (00X %)
Mean (SD) A (OO (300000
Median XXX XXX
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WVariable TOL [1] COL [2]
[ M=xxx) [ M=xxx)
Min-Max HHK — XXX I — XXX
Q5% Cl (XX, XX (XX, XX

EAMRIS CARLOS score

Baseline [4]
N3] X (%) X (%)
Mean (SD) ANHN (AR AN ANHK (00 NK)
Median ANHXN ANHXN
Min-Max ANHN — XNNX ANHN — XNNX
Week 24
N3] X (%) X (%)
Mean (SD) ANHN (AR AN ANHK (00 NK)
Median ANHXN ANHXN
Min-Max ANHN — XNNX ANHN — XNNX

Change from baseline [4] (SDC: xxx)

N3] X (%) X (%)
Mean (SD) ANHN (AR AN ANHK (00 NK)
Median HHAX HHAX
Min-Max HHNK — XXX I — XXX
Q5% Cl (XX, XX (XX, XX

Abbreviations: CARLOS, cartilage loss score; C, confidence interval; COL, Control io Open Label; RAMRIS, Rheumatoid Arihritis MRI Scoring System; SDC,
Smallest Detectable Change; TOL, Treatmeni to Open Label

[1] Treatment to Open Label (TOL): The TOL population comprises treatment subjects from ITT population who received active stimulation through Week 12,
completed Week 12 assessments, continued to receive active simulation during open-label follow-up, and for whom follow-up data are available.

[2] Control to Open Label (COL): The COL population comprises control subjects from ITT population who received non-active (sham) stimulation through
Week 12, switched to active stimulation afier completing Week 12 assessmenis, continued o receive active stimulation during open-label follow-up, and
for whom follow-up data are available.

[3] Percentage calculated based on each analysis population (1.e., TOL, COL)

[4] Baseline on the day of informed consent for TOL and Week 12 for COL

[5] Intiation of stimulation at Day 0 for TOL and Week 12 for COL

Reference: Listing 16.xx.%
SOURCE: xxoxx SAS 9.4 {program location} {run date/time} }
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Table 14.8.2.14

EQ-5D-5L
WVariable TOL [1] COL[2]
| M=xxx) | M=xxx)
EQ-5D-5L Index score
Baseline [4]
N3] X (%) X (%)
Mean (SD) ANHN (AR AN ANHK (00 NK)
Median HHAX HHAX
Min-Max HHNK — XXX I — XXX
Week 24
N3] X (%) X (%)
Mean (SD) ANHN (AR AN ANHK (00 NK)
Median HHAX HHAX
Min-Max

Change from baseline [4]

XXKXK — XXX.X

N3] o (00X %)

Mean (SD) ANHN (AR AN

Median HHAX

Min-Max HHNK — XXX

Q5% Cl (XX, 300X
Repeat for:

Week 48

Week 96

Week 144

Week 192

EQ-5D-5L Mobility Dimension
Baseline [4]

XXKXK —XXXX

X (%)
AN (NN
AN KK
KENK — NXNX
(33K, XX

Level 1 (No problem) X (%) X (%)
Level 2 (Slight problems) X (%) X (%)
Level 3 (Moderate problem) X (%) X (%)
Level 4 (Severe problems) X (%) X (%)
Level 5 (Extreme problems) X (%) X (%)
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Variable TOL [1] COL[2]

( M=xxx) { M=xxx)

Initiation of simulation [3]

Level 1 (No problem) X (%) X (%)

Level 2 (Slight problems) X (%) X (%)

Level 3 (Moderate problems) X (%) X (%)

Level 4 (Severe problems) X (%) X (%)

Level 5 (Extreme problems) X (%) X (%)
Week 24

Level 1 (No problem) X (%) X (%)

Level 2 (Slight problems) X (%) X (%)

Level 3 (Moderate problems) X (%) X (%)

Level 4 (Severe problems) X (%) X (%)

Level 5 (Extreme problems) X (%) X (%)
Repeat for:

Week 48

Week 96

Week 144

Week 192

Repeat for other dimensions:
EQ-3D-5L Self-care
EQ-3D-5L Usual activities
EQ-3D-5L Pain/discomfort
EQ-5D-5L Anxiety/depression

EQ-5D-5L Index score
Initiation of simulation [3]

N3] X (%) X (%)

Mean (SD) ANHN (AR AN ANHK (00 NK)

Median HHAX HHAX

Min-Max HHNK — XXX I — XXX

Week 24

Change from initiation of stimulation [3]

N3] X (%) X (%)
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MEDICAL

WVariable TOL [1] COL[2]
( M=xxx) { M=xxx)
Mean (SD) ANHNN (NN ANHNK (00 NK)
Median AKX AKX
Min-Max I — XXX AN — XXX
Q5% Cl (XX, 300X (XX, XX
Repeat for:

Week 48
Week 96
Week 144
Week 192

EQ-5D-5L VAS score
Baseline [4]
N[3]
Mean (SD)
Median
Min-Max

Week 24
N [3]
Mean (SD)
Median
Min-Max

Change from baseline [4]

X (%)
AN (NN
KA KX
KANK — NNN.X

X (%)
AN (L)
MK XX
ANHX — NXNX

X (%)
AN (NN
KA KX
KANK — NNNX

X (%)
AN (NN
KA KX
KANK — NNNX

N3] X (%) X (%)
Mean (SD) ANHN (AR AN ANHK (00 NK)
Median AKX AKX
Min-Max I — XXX AN — XXX
Q5% Cl (XX, 300X (XX, XX
Repeat for:

Week 48
Week 96
Week 144
Week 192
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WVariable TOL [1] COL[2]
[ M=xxx) [ M=xxx)
EQ-5D-5L VAS score

Initiation of simulation [3]
N3] X (%) X (%)
Mean (SD) ANHN (AR AN ANHK (00 NK)
Median HHAX HHAX
Min-Max HHNK — XXX I — XXX

Week 24
Change from initiation of stimulation [3]
N3] X (%) X (%)
Mean (SD) ANHN (AR AN ANHK (00 NK)
Median HHAX HHAX
Min-Max HHNK — XXX I — XXX
Q5% Cl (XX, 300X (XX, XX

Repeat for:
Week 48
Week 96
Week 144
Week 192

Abbreviations: Cl, confidence interval; COL, Control io Open Label; EQ-5d-51, EwroQol 5 domains 5§ levels; OL, open label; TOL, Treamtent to Open Label

[1] Treatment to Open Label (TOL): The TOL population comprises treatment subjects from ITT population who received active stimulation through Week 12,
completed Week 12 assessments, continued to receive active simulation during open-label follow-up, and for whom follow-up data are available.

[2] Control to Open Label (COL): The COL population comprises control subjects from ITT population who received non-active (sham) stimulation through
Week 12, switched to active stimulation afier completing Week 12 assessmenis, continued o receive active stimulation during open-label follow-up, and
for whom follow-up data are available.

[3] Percentage calculated based on each analysis population (1.e., TOL, COL)

[4] Baseline on the day of informed consent for TOL and Week 12 for COL

[5] Intiation of stimulation at Day 0 for TOL and Week 12 for COL

Reference: Listing 16.xx.%
SOURCE: xxoxx SAS 9.4 {program location} {run date/time} }
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Table 14.8.2.15

SF-36
Variable TOL [1] COL [2]
(N=xxx) (N=xxx)
SF-36 MCS score
Baseline [4]
N3] X (oY) X (%)
Mean (SD) AN (NN AN ANHK (00 NK)
Median AKX AKX
Min-Max HHLK — XXX AN — XXX
Week 24
N3] X (oY) X (%)
Mean (SD) AN (NN AN ANHK (00 NK)
Median AKX AKX
Min-Max HHLK — XXX AN — XXX
Change from baseline [4]
N3] X (oY) X (%)
Mean (SD) AN (NN AN ANHK (00 NK)
Median AKX AKX
Min-Max HHLK — XXX AN — XXX
Q5% Cl (XX, XX (XX, XX
Repeat for:
Week 48
Week 96
Week 144
Week 192
Repeat for:
SF-36 PCS score
SF-36 MCS score
Initiation of simulation [3]
N3] X (oY) X (%)
Mean (SD) AN (NN AN ANHK (00 NK)
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Variable TOL [1] COL [2]
(N=xxx) (N=xxx)
Median AKX AKX
Min-Max MILK — XXX I — XXX
Week 24
Change from initiation of stimulation [3]
N3] X (oY) X (%)
Mean (SD) AN (NN AN ANHK (00 NK)
Median HHAX HHAX
Min-Max MILK — XXX I — XXX
Q5% Cl (XX, XX (XX, XX
Repeat for:
Week 48
Week 96
Week 144
Week 192
Repeat for:

SF-36 PCS score

Abbreviations: CI, confidence inferval; COL Confrol fo Open Label; MCS, Menial Component Summary; PCS, Physical Component Summary; SF-36, Short
Form Survey with 36 items; TOL, Treatment o Open Label

[1] Treatment to Open Label (TOL): The TOL population comprises treatment subjects from ITT population who received active stimulation through Week 12,
completed Week 12 assessments, continued to receive active simulation during open-label follow-up, and for whom follow-up data are available.

[2] Control to Open Label (COL): The COL population comprises control subjects from ITT population who received non-active (sham) stimulation through
Week 12, switched to active stimulation afier completing Week 12 assessmenis, continued o receive active stimulation during open-label follow-up, and
for whom follow-up data are available.

[3] Percentage calculated based on each analysis population (1.e., TOL, COL)

[4] Baseline on the day of informed consent for TOL and Week 12 for COL

[5] Intiation of stimulation at Day 0 for TOL and Week 12 for COL

Reference: Listing 16.xx.%
SOURCE: xxoxx SAS 9.4 {program location} {run date/time} }
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Table 14.8.2.16
Subject Satisfaction

Variable

TOL [1]

( M=xxx)

COL[2)

{ M=xxx)

How satisfied are you with the SetPoint System for treatment of RA?
Week 24
N[3]
Very satisfied
Satsfied
MNeither satisfied nor dissatisfied
Somewhat dissatisfied
Very dissatisfied

Would you recommend the SetPoint System to a family member or a friend?
Week 24
N[3]
Yes
Mo

X (%)
X (%)
X (%)
X (%)
X (%)
X (%)

X (%)
X (%)
X (%)

X (%)
X (%)
X (%)
X (%)
X (%)
X (%)

X (%)
X (%)
X (%)

Abbreviations: COL, Control fo Open Label; TOL, Treatmeni to Open Label

[1] Treatment to Open Label (TOL): The TOL population comprises treatment subjects from ITT population who received active stimulation through Week 12,
completed Week 12 assessments, continued to receive active simulation during open-label follow-up, and for whom follow-up data are available.

[2] Control to Open Label (COL): The COL population comprises control subjects from ITT population who received non-active (sham) stimulation through
Week 12, switched to active stimulation afier completing Week 12 assessmenis, continued o receive active stimulation during open-label follow-up, and

for whom follow-up data are available.
[3] Percentage calculated based on each analysis population (1.e., TOL, COL)

Reference: Listing 16.x.%.x
SOURCE: xxoxx SAS 9.4 {program location} {run date/time} }
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Table 14.8.2.17
Inflammatory Biomarkers

et TOL[1 COL [2
Varisble { N=.VJ[J.:]:I { N=.1u[u-])
IL-6 (pg/mL)
Baseline [4]
N3] X (%) X (%)
Mean (SD) AN (NN AN (NN
Median AKX AKX
Min-Max N — NNNX N — NNNX
Week 24
N3] X (%) X (%)
Mean (SD) AN (NN AN (NN
Median AKX AKX
Min-Max

Change from baseline [4]

XXX — KXX.X

XXN.K —XKXXX

N3] X (%) X (%)
Mean (SD) AN (NN AN (NN
Median AKX AKX
Min-Max N — NNNX N — NNNX
Q5% Cl (XX, XX (XX, XX
Repeat for:
SAA (pg/mL)
MMP-3 (pg/mL)
IL-6 (pg/mL)
Initiation of simulation [3]
N3] X (%) X (%)
Mean (SD) AN (NN AN (NN
Median AKX AKX
Min-Max N — NNNX N — NNNX
Week 24

Change from initiation of stimulation [3]

N3]

X (%)

X (%)
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. TOL[1 COL [2

Variable { N=.u[u-! { N=.1u[u-!
Mean (SD) AN (NN AN (NN
Median AKX AKX
Min-Max N — NNNX N — NNNX
Q5% Cl (XX, XX (XX, XX

Repeat for:

SAA (pg/mL)

MMP-3 (pg/mL)

Abbreviations :COL, Control o Open Label; IL, interleukin; MMP, matvix metalloproteinase; SAA, serum amyloid A; TOL, Treatmeni to Open Label

[1] Treatment o Open Label (TOL): The TOL population comprises treatment subjects from I'TT population who received active stimulation through Week 12,
completed Week 12 assessments, continued to receive active stimulation during open-label follow-up, and for whom follow-up data are available.

[2] Control to Open Label (COL): The COL population comprises control subjects from ITT population who received non-active (sham) simulation through
Week 12, swiiched o active stimulation after completing Week 12 assessmenis, continued to receive active simulation duning open-label follow-up, and
for whom follow-up data are available.

[3] Percentage calculated based on each analysis population (i.e., TOL, COL)

[4] Baseline on the day of informed consent for TOL and Week 12 for COL

[5] Initiation of stimulaton at Day 0 for TOL and Week 12 for COL

Reference: Listing 163 x.x
SOURCE: xxoxx SAS 94 {program location} {run dateftime} }
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MEDICAL

RA Augmenied Therapy

Variable

TOL [1]

{ N=xxx)

COL 2]
{ N=xxx)

Received any RA augmented therapy
Yes [3]

IT yes, first noted at [4]
Titration 4
Titration 5
Titraton 6
Week 24
Week 36
Week 45
Week 60
Week 72
Weck 84
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

Received cs DMARD for RA
Yes [3]
IT yes, first noted at [4]
Titration 4
Titration 5
Titration 6
Week 24
Week 36
Week 48
Week 60
Week 72

o (%)
o (%)
o (%)
o (%)
o (%)
o (%)
o (%)
o (%)
o (%)
o (%)
o (%)
o (%)
o (%)
o (%)
o (%)
o (%)
o (%)
o (%)
o (%)
o (%)

o (%)

o (%)
o (%)
o (%)
o (%)
o (%)
o (%)
o (%)
o (%)

X (0. %)
X (0. %)
X (0. %)
X (0. %)
X (0. %)
X (0. %)
X (0. %)
X (0. %)
X (0. %)
X (0. %)
X (0. %)
X (0. %)
X (0. %)
X (0. %)
X (0. %)
X (0. %)
X (0. %)
X (0. %)
X (0. %)
X (0. %)

X (0. %)

X (0. %)
X (0. %)
X (0. %)
X (0. %)
X (0. %)
X (0. %)
X (0. %)
X (0. %)
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WVariable TOL [1] COL 2]
{ N=xxx) { N=xxx)

Week 84 X (%) XA (0. x%)
Week 96 X (%) XA (. %)
Week 108 X (%) XA (. %)
Week 120 X (%) XA (. %)
Week 132 X (%) XA (. %)
Week 144 X (%) XA (. %)
Week 156 X (%) XA (. %)
Week 168 X (%) XA (. %)
Week 180 X (%) XA (. %)
Week 192 X (%) XA (. %)

Received b/isDMARDs for RA [1]

Yes [3] X (%) XA (. %)
If yes, first noted at [4]

Titration 4 X (%) XA (. %)
Titration 5 X (%) XA (. %)
Titraton 6 X (%) XA (. %)
Week 24 X (%) XA (. %)
Week 36 X (%) XA (. %)
Week 45 X (%) XA (. %)
Week 60 X (%) XA (. %)
Week 72 X (%) XA (. %)
Weck 84 X (%) XA (. %)
Week 96 X (%) XA (. %)
Week 108 X (%) XA (. %)
Week 120 X (%) XA (. %)
Week 132 X (%) XA (. %)
Week 144 X (%) XA (. %)
Week 156 X (%) XA (. %)
Week 168 X (%) XA (. %)
Week 180 X (%) XA (. %)
Week 192 X (%) XA (. %)

Received corticosteroids (equivalent =10mg/day mean dose prednisone) for RA

Yes [3] X (%) XA (. %)
If yes, first noted at [4]
Titration 4 X (%) XA (. %)
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WVariable TOL [1] COL 2]
{ N=xxx) { N=xxx)
Titration 5 o (%) X (0. %)
Titraton 6 o (%) X (0. %)
Week 24 o (%) X (0. %)
Week 36 o (%) X (0. %)
Week 45 o (%) X (0. %)
Week 60 o (%) X (0. %)
Week 72 o (%) X (0. %)
Weck 84 o (%) X (0. %)
Week 96 o (%) X (0. %)
Week 108 o (%) X (0. %)
Week 120 o (%) X (0. %)
Week 132 o (%) X (0. %)
Week 144 o (%) X (0. %)
Week 156 o (%) X (0. %)
Week 168 o (%) X (0. %)
Week 180 o (%) X (0. %)
Week 192 o (%) X (0. %)

Repeat for other RA augmented therapy as reporied in CRFs

Abbreviations: COL, Confrol io Open Label; cs/b/sDMARD, conmventional synthetic, biologic or fargeted synthetic disease-modifying anti-rheumatic drug;

TOL, Treameni to Open Label

[1] Treatment o Open Label (TOL): The TOL population comprises treatment subjects from I'TT population who received active stimulation through Week 12,

completed Week 12 assessments, continued to receive active stimulation during open-label follow-up, and for whom follow-up data are available.

[2] Control to Open Label (COL): The COL population comprises control subjects from ITT population who received non-active (sham) simulation through
Week 12, swiiched o active stimulation after completing Week 12 assessmenis, conlinued to receive active stimulation during open-label follow-up, and

for whom follow-up data are available.
[3] Percentage calculated based on each analysis population (i.e., TOL, COL)

[4] Percentage calculated based on the start date noted on the Concomitant Medication log

Reference: Listing 163 x.x
SOURCE: xxoxx SAS 94 {program location} {run dateftime} }
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Table 14.8.220
Implant Performance

MEDICAL

Vanable

TOL [1]

COL 2]

Owerall

Status of study implant at study exit [3]
Subjects with active implant
Subjects with suspended implant
Subjects with explanted implant
Unknown
Other

o (%)
o (%)
o (%)
o (%)
o (%)
o (0 x%a)

AR (X%.%%)
AR (X%.%%)
AR (X%.%%)
AR (X%.%%)
AR (X%.%%)
AR (.x%)

AR (Xxx%)
AR (Xxx%)
AR (Xxx%)
AR (Xxx%)
AR (Xxx%)
AR (%)

Abbreviations: COL, Control fo Open Label; TOL, Treatment to Open Label

[1] Treatment to Open Label (TOL): The TOL population comprises treatment subjects from ITT population who received active simulation through Week
12, completed Week 12 assessments, continued to receive active stimulation during open-label follow-up, and for whom follow-up data are available.

[2] Control to Open Label (COL): The COL population comprises control subjects from I'TT population who received non-active (sham) stimulation through
Week 12, switched o active stimulation afier completing Week 12 assessmenis, contmued to receive active stimulation during open-label follow-up, and

for whom follow-up data are available.

[3] Percentage calculated based on each analysis population (i.e., TOL, COL, Overall)

Reference: Listing 163 x.x
SOURCE: xxomxx SAS 94 {program location} {run datefime}
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Table 14.83.1
Adverse Events

TOL [1] COL [2] Safety Population [3]
WVarable (N=xx) {N=xxx) {N=x0)
Evenis n (%) Evenis  n (%) Evenis  n (%)
Any AE [4] XN XX (%) XN A (xxx%) XN A (xxx%)
Not Related [4] XN XX (%) XN A (xxx%) XN A (xxx%)
Implant Procedure XN XX (%) XN A (xxx%) XN A (xxx%)
Implant Device XN XX (%) XN A (xxx%) XN A (xxx%)
Stimulation XN XX (%) XN A (xxx%) XN A (xxx%)
Explant Procedure XN XX (%) XN A (xxx%) XN A (xxx%)
Related [4][5]
Implant Procedure XN XX (%) XN A (xxx%) XN A (xxx%)
Implant Device XN XX (%) XN A (xxx%) XN A (xxx%)
Stimulation XN XX (%) XN A (xxx%) XN A (xxx%)
Explant Procedure XN XX (%) XN A (xxx%) XN A (xxx%)
Indeterminate [4)
Implant Procedure XN XX (%) XN A (xxx%) XN A (xxx%)
Implant Device XN XX (%) XN A (xxx%) XN A (xxx%)
Stimulation XN XX (%) XN A (xxx%) XN A (xxx%)
Explant Procedure XN XX (%) XN A (xxx%) XN A (xxx%)
AE resulting in discontinuation [4] AKX (Xx.X%) i ax (axxt) i ax (axxt)
AE by maximum severity [4]
Mild XN XX (%) XN A (xxx%) XN A (xxx%)
Moderate XN XX (%) XN A (xxx%) XN A (xxx%)
Severe XN XX (%) XN A (xxx%) XN A (xxx%)
Implant Procedure related AE by maximum
severity [4][3]
Mild XN XX (%) XN A (xxx%) XN A (xxx%)
Moderate XN XX (%) XN A (xxx%) XN A (xxx%)
Severe XN XX (%) XN A (xxx%) XN A (xxx%)
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TOL [1] COL [2] Safety Population [3]
WVarable (N=xx) {N=xxx) {N=x0)
Evenis n (%) Evenis  n (%) Evenis  n (%)
Implant Device AE by maximum severty
[4][5]
Mild o Xy (%) o X (xxx%) o X (xxx%)
Moderate o Xy (%) o X (xxx%) o X (xxx%)
Severe o Xy (%) o X (xxx%) o X (xxx%)
Stimulation related AE by maximum severity
[4][5]
Mild o Xy (%) o X (xxx%) o X (xxx%)
Moderate o Xy (%) o X (xxx%) o X (xxx%)
Severe o Xy (%) o X (xxx%) o X (xxx%)
Energizer related AE by maximum severty
[4][5]
Mild o Xy (%) o X (xxx%) o X (xxx%)
Moderate o Xy (%) o X (xxx%) o X (xxx%)
Severe o Xy (%) o X (xxx%) o X (xxx%)
Explant Procedure related AE by maximum
severity [4][5]
Mild o Xy (%) o X (xxx%) o X (xxx%)
Moderate o Xy (%) o X (xxx%) o X (xxx%)
Severe o Xy (%) o X (xxx%) o X (xxx%)
SAE [4][5] o Xy (%) o X (xxx%) o X (xxx%)
lmplant Procedure SAE o Xy (%) o X (xxx%) o X (xxx%)
lmplant Device SAE o Xy (%) o X (xxx%) o X (xxx%)
Stimulation SAE o Xy (%) o X (xxx%) o X (xxx%)
Energixer SAE o Xy (%) o X (xxx%) o X (xxx%)
Explant Procedure SAE o Xy (%) o X (xxx%) o X (xxx%)

Abbreviations: AE, adverse event; COL, Conirol to Open Label: SA4E, serious adverse eveni; TOL, Treatment to Open Label

MNote: AEs coded using the MedDRA dictionary Version 21.0 or later. Given in the table are subject counts and percentages. At each level of summation,
subjects are counted only once. Subjects experiencing AEs of more than one severity are summarized according to the maximum severity experienced over
all episodes of an AE
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TOL [1] COL [2] Safety Population [3]
Vanable (N=xxx) (N=xxx) (N=x3xx)
Events n (%) Events n (%) Events n (%)

[1] Treatment to Open Label (TOL): The TOL population comprises treatment subjects from ITT population who received active stimulation through Week
12, completed Week 12 assessments, continued to receive active stimulation during open-label follow-up, and for whom follow-up data are available.

[2] Control o Open Label (COL): The COL population comprises control subjects from ITT population who received non-active (sham) stimulation through
Week 12, swiiched to active stimulation afier completing Week 12 assessments, continued to receive active stimulation duning open-label follow-up, and
for whom follow-up data are available.

[3] Safety population comprises all enrolled subjects.

[4] Percentage calculated based on each analysis population (i.e., TOL, CL, Safety).

[5] AEs judged to be “Definitely related” or “Probably related™ are reported as “Related™.

Reference: Listing 163 x.x
SOURCE: xxxxx SAS 94 {program location} {run date/time}}
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Table 14.8.3.2
Adverse Events by SOC and Maximum Severity: All Events

TOL [1] COL [2] Safety Population [3]
(N=xxx) (N=xxx) (N=xxx)
sS0C Mild Moderate Severe Total Mild Moderate Severe Total Mild Moderate  Severe Total
Prefered Term Events Events Events Events  Events Events Events Events Evenits Events Events Events
n (%) 1 (%) n (%) n(®%) 0%  n(%)  n®%)  n(%)  n(%) n (%) n(%)  n(%)
Any AE [4] XX XX XX XX e XX XX XX XX XX XX e
X (xx%) X (xx%a) ®(o%)  x(ax%) x(oe%)  x(o%) xoo%) x(xx%) X (%) X (%) x(o%e)  x(x%)
S0OC1 [4) XX XX XX XX e XX XX XX XX XX XX e
X (%) x (o) ®0o%)  x (%) () x(0o%)  xo%) x(ax%) x o) o) x(a) x (o)
Preferred Tenm 1 XX XX XX XX M XX XX XX XX XX XX M
X (%) x (o) ®0o%)  x (%) () x(0o%)  xo%) x(ax%) x o) o) x(a) x (o)
Preferred Term 2 XX XX XX XX M XX XX XX XX XX XX M
X (xx%) X (xx%a) ®(o%)  x(ax%) x(oe%)  x(o%) xoo%) x(xx%) X (%) X (%) x(o%e)  x(x%)
Preferred Term 3 XX XX XX XX M XX XX XX XX XX XX M
X (%) x (o) ®0o%)  x (%) () x(0o%)  xo%) x(ax%) x o) o) x(a) x (o)
Preferred Term 4 XX XX XX XX M XX XX XX XX XX XX M
X (xx%) X (xx%a) ®(o%)  x(ax%) x(oe%)  x(o%) xoo%) x(xx%) X (%) X (%) x(o%e)  x(x%)
S0OC2 (4] XX XX XX XX e XX XX XX XX XX XX e
X (xx%) X (xx%a) ®(o%)  x(ax%) x(oe%)  x(o%) xoo%) x(xx%) X (%) X (%) x(o%e)  x(x%)
Preferred Tenm 1 XX XX XX XX M XX XX XX XX XX XX M
X (%) x (o) ®0o%)  x (%) () x(0o%)  xo%) x(ax%) x o) o) x(a) x (o)
Preferred Term 2 XX XX XX XX M XX XX XX XX XX XX M
X (%) x (o) ®0o%)  x (%) () x(0o%)  xo%) x(ax%) x o) o) x(a) x (o)
Preferred Term 3 XX XX XX XX M XX XX XX XX XX XX M
X (%) x (o) ®0o%)  x (%) () x(0o%)  xo%) x(ax%) x o) o) x(a) x (o)
Preferred Term 4 XX XX XX XX M XX XX XX XX XX XX M
X (%) x (o) ®0o%)  x (%) () x(0o%)  xo%) x(ax%) x o) o) x(a) x (o)

Continue ...

Abbreviations: AE, adverse event; COL, Control to Open Label; SOC, system organ class; TOL, Treatment io Open Label

Note: AEs coded using the MedDRA dictionary Version 21.0 or later. Given in the table are subject counts and percentages. At each level of summation, subjects are
counted only once. Subjects experencing AEs of more than one severity are summarized according to the maximum severity experienced over all episodes of an

AE.
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[1] Treatment to Open Label (TOL): The TOL population comprises treatment subjects from ITT population who received active stimulation through Week 12, completed
Week 12 assessments, continued 1o receive active stimulation during open-label follow-up, and for whom follow-up data are available.

[2] Control to Open Label (COL): The COL population comprises control subjects from ITT population who received non-active (sham) stimulation through Week 12,
switched to active stimulation after completing Week 12 assessments, continued o receive active stimulation duning open-label follow-up, and for whom follow-up
data are available.

[3] Safety population comprises all enrolled subjects.

[4] Percentage caleulated based on each analysis population (i.e., TOL, CL, Safety).

Reference: Listing 16.xx.%
SOURCE: xxoxx SAS 9.4 {program location} {run date/time} }
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Table 14.8.3.3
Implant Procedure-Related AEs by SOC and Maximum Severity: All Events

4 SETPOINT

TOL [1] COL [2] Safety Population [3]
(N=xxx) (N=xxx) (N=xxx)
sS0C Mild Moderate Severe Total Mild Moderate Severe Total Mild Moderate  Severe Total
Prefered Term Events Events Events Events  Events Events Events Events Evenits Events Events Events
n (%) 1 (%) n (%) n(®%) 0%  n(%)  n®%)  n(%)  n(%) n (%) n(%)  n(%)
Any AE [4][5] XX XX XX XX e XX XX XX XX XX XX e
X (xx%) X (xx%a) ®(o%)  x(ax%) x(oe%)  x(o%) xoo%) x(xx%) X (%) X (%) x(o%e)  x(x%)
S0OC1 [4][3] XX XX XX XX e XX XX XX XX XX XX e
X (%) x (o) ®0o%)  x (%) () x(0o%)  xo%) x(ax%) x o) o) x(a) x (o)
Preferred Tenm 1 XX XX XX XX M XX XX XX XX XX XX M
X (%) x (o) ®0o%)  x (%) () x(0o%)  xo%) x(ax%) x o) o) x(a) x (o)
Preferred Term 2 XX XX XX XX M XX XX XX XX XX XX M
X (xx%) X (xx%a) ®(o%)  x(ax%) x(oe%)  x(o%) xoo%) x(xx%) X (%) X (%) x(o%e)  x(x%)
Preferred Term 3 XX XX XX XX M XX XX XX XX XX XX M
X (%) x (o) ®0o%)  x (%) () x(0o%)  xo%) x(ax%) x o) o) x(a) x (o)
Preferred Term 4 XX XX XX XX M XX XX XX XX XX XX M
X (xx%) X (xx%a) ®(o%)  x(ax%) x(oe%)  x(o%) xoo%) x(xx%) X (%) X (%) x(o%e)  x(x%)
S0C 2 [4][3] XX XX XX XX e XX XX XX XX XX XX e
X (xx%) X (xx%a) ®(o%)  x(ax%) x(oe%)  x(o%) xoo%) x(xx%) X (%) X (%) x(o%e)  x(x%)
Preferred Tenm 1 XX XX XX XX M XX XX XX XX XX XX M
X (%) x (o) ®0o%)  x (%) () x(0o%)  xo%) x(ax%) x o) o) x(a) x (o)
Preferred Term 2 XX XX XX XX M XX XX XX XX XX XX M
X (%) x (o) ®0o%)  x (%) () x(0o%)  xo%) x(ax%) x o) o) x(a) x (o)
Preferred Term 3 XX XX XX XX M XX XX XX XX XX XX M
X (%) x (o) ®0o%)  x (%) () x(0o%)  xo%) x(ax%) x o) o) x(a) x (o)
Preferred Term 4 XX XX XX XX M XX XX XX XX XX XX M
X (%) x (o) ®0o%)  x (%) () x(0o%)  xo%) x(ax%) x o) o) x(a) x (o)

Continue ...

Abbreviations: AE, adverse event; COL, Control to Open Label, SOC, system organ class; TOL, Treatmeni to Open Label

Note: AEs coded using the MedDRA dictionary Version 21.0 or later. Given in the table are subject counts and percentages. At each level of summation, subjects are
counted only once. Subjects experencing AEs of more than one severity are summarized according to the maximum severity experenced over all episodes of an

AE.
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[1] Treatment to Open Label (TOL): The TOL population comprises treatment subjects from ITT population who received active stimulation through Week 12, completed
Week 12 assessments, continued 1o receive active stimulation during open-label follow-up, and for whom follow-up data are available.

[2] Control to Open Label (COL): The COL population comprises control subjects from ITT population who received non-active (sham) stimulation through Week 12,
switched to active stimulation after completing Week 12 assessments, continued o receive active stimulation duning open-label follow-up, and for whom follow-up
data are available.

[3] Safety population comprises all enrolled subjects.

[4] Percentage caleulated based on each analysis population (i.e., TOL, CL, Safety).

[5] AEs judged to be “Definitely related” or “Probably related™ are reported as “Related”.

Reference: Listing 16.xx.%
SOURCE: xxoxx SAS 9.4 {program location} {run date/time} }
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Table 14.83.4
lmplant Device-Related AEs by SOC and Maximum Severity: All Events

Repeat Table 14.8.3 3 for implant device-related adverse events
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Table 1483.5
Stimulation-Related AEs by SOC and Maximum Severity: All Events

Repeat Table 14 8.3 3 for stimulation-related adverse evenis

CONFIDENTIAL 101 of 141
May not be reproduced outside of SetPoint Medical without written permission from Document Control.



Statistical_ﬁualysis Plan for Long-Term Safety and Exploratory - s E T POI N T
Analyses in SPM-020 (The RESET-RA Study) MEDICAL

Doc# CLP-008 Rev C, 15JUL2024

Table 14.83.6
Energizer-Related AEs by SOC and Maximum Severity: All Events

Repeat Table 14.8.3 3 for Energizer-related adverse events

Table 1483.7
Explant Procedure-Related Adverse Events by SOC and Maximum Severity: All Events

Repeat Table 14.8.3 3 for explant procedure-related adverse events
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Table 14838
Device Deficiency

TOL [1] COL [2] Safety Population [3]

WVariable {N=xxx) {N=xxx) {N=a00x)
Evenis  n (%) Evenis  n (%) Evenis n (%)
Any study device deficiency [4] o x (xxx%) XX XX (xx.X%) XX XX (XX.x%)
Relationship of study device deficiency [4] o X (xxx%) o X (xxx%) o o (xea%a)
MicroRegulator (Implant) o X (xxx%) o X (xxx%) o o (xea%a)
POD o X (xxx%) o X (xxx%) o o (oea%a)
Energizer o X (xxx%) o X (xxx%) o o (xea%a)
Stimulation o X (xxx%) o X (xxx%) o o (xea%a)
Prescription Pad o X (xxx%) o X (xxx%) o o (xea%a)
IFU/Labeling o X (xxx%) o X (xxx%) o o (xea%a)
Study device deficiency associated with AE [4] o X (xxx%) o X (xxx%) o o (xea%a)
Study device deficiency associated with SAE [4] o X (xxx%) o X (xxx%) o o (xea%a)

Abbreviations : AE, adverse event; COL, Control o Open Label; POD, Positioning Orientation Device; SAE, serious adverse eveni; SOC, system organ
class; TOL, Treatment to Open Label

MNote: Given in the table are subject counts and percentages. At each level of summation, subjects are counted only once. Subject experiencing several
episodes of the same type of study device deficiency is counted once.

[1] Treatment to Open Label (TOL): The TOL population comprises treatment subjects from ITT population who received active stimulation through Week
12, completed Week 12 assessments, continued to receive active stimulation during open-label follow-up, and for whom follow-up data are available.

[2] Control o Open Label (COL): The COL population comprises control subjects from ITT population who received non-active (sham) stimulation through
Week 12, swiiched o active simulation after completing Week 12 assessments, continued to receive active stimulation during open-label follow-up,
and for whom follow-up data are available.

[3] Safety population comprises all enrolled subjects.

[4] Percentage calculated based on each analysis population (i.e., TOL, CL, Safety).

Reference: Listing 163 x.x
SOURCE: xxoxx SAS 94 {program location} {run dateftime} }
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Table 14.83.9
Protocol Deviations

4 SETPOINT

Analyses in SPM-020 (The RESET-RA Study) MEDICAL

OL PTE [1] CO PTE [2] Safety Population [3]

WVariable {N=xxx) {N=xxx) {N=a00x)
Evenis  n (%) Evenis  n (%) Evenis n (%)
Any protocol deviation [4] o X (xxx%) o X (xxx%) o o (oea%a)
Minor protocol deviations [4] o X (xxx%) o X (xxx%) o o (xea%a)
Improper documentation of consent o X (xxx%) o X (xxx%) o o (xea%a)
Wisit or assessment nol done o X (xxx%) o X (xxx%) o o (oea%a)
Wisit or assessment completed out of window o X (xxx%) o X (xxx%) o o (xea%a)
AE not reported within required schedule o X (xxx%) o X (xxx%) o o (xea%a)
Received medication not allowed per protocol o X (xxx%) o X (xxx%) o o (xea%a)
Subject or sudy staff unblinded o X (xxx%) o X (xxx%) o o (xea%a)
Other, specify o X (xxx%) o X (xxx%) o o (xea%a)
Protocol deviations due to COVID-19 [4] o X (xxx%) o X (xxx%) o o (xea%a)
Wisit or assessment nol done o X (xxx%) o X (xxx%) o o (xea%a)
Wisit or assessment completed out of window o X (xxx%) o X (xxx%) o o (xea%a)
Wisit or assessment compleied not per protocol o X (xxx%) o X (xxx%) o o (xea%a)
Protocol deviations associated with AE [4] o X (xxx%) o X (xxx%) o o (xea%a)
Protocol deviations associated with SAE [4] o X (xxx%) o X (xxx%) o o (xea%a)

Abbreviations : AE, adverse event; COL, Conirol o Open Label; SAE, serious adverse eveni; TOL, Treatmeni to Open Label
MNote: Given in the table are subject counts and percentages. Al each level of summation, subjects are counted only once.

[1] Treatment to Open Label (TOL): The TOL population comprises treatment subjects from ITT population who received active stimulation through Week
12, completed Week 12 assessments, continued to receive active stimulation during open-label follow-up, and for whom follow-up data are available.

[2] Control o Open Label (COL): The COL population comprises control subjects from ITT population who received non-active (sham) stimulation through
Week 12, switched o active stimulation after completing Week 12 assessments, continued to receive active stimulation during open-label follow-up,

and for whom follow-up data are available.
[3] Safety population comprises all enrolled subjects.
[4] Percentage calculated based on each analysis population (i.e., TOL, CL, Safety).

Reference: Listing 163 x.x
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OL PTE [1] CO PTE 2] Safety Population [3]
Vanable (N=xxx) (N=xxx) (N=xxx)
Events n (%) Events n (%) Events n (%)
SOURCE: xxxxx SAS 94 {program location} {run date/time} }
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Appendix C: Listing Mockups

Listing 16.8.2.1  Subject DISPOSIHON oottt e e 107
Listing 16.8.2.2  Protocol Deviations ...t 108
Listing 16.8.2.3  Analysis Populafions ... it 109
Listing 16.8.2.4  Concomitant Medication ... 110
Listing 16.8.2.5 Subjects Receiving Augmented Treatment After Week 12 ... 111
Listing 16.8.2.6.1 Explant Procedure ... 112
Listing 16.8.2.6.2 Stimulation Prescription (Part 1), 113
Listing 16.8.2.6.2 Stimulation Prescription (Part 2). ... 114
Listing 16.8.2.7.1 RA Discase Activity ASSESSITIEIES ..ottt e e eaieas 115
Listing 16.8.2.7.2 ACR20 Response from Baseline.............ocooiiiiseceeeien 116
Listing 16.8.2.7.2.1 ACR20 Response from Initiation of Stimulation ... 118
Listing 16.8.2.7.3 ACRS50 Response from Baseline.............ocoiiicieieceen 120
Listing 16.8.2.7.3.1 ACR50 Response from Initiation of Stimulation ... 122
Listing 16.8.2.7.4 ACR70 Response from Baseline.............ocoiiiiseeceeein 124
Listing 16.8.2.7.4.1 ACR70 Response from Initiation of Stimulation ... 126
Listing TO.B.2.7.5 DAL ettt ettt 128
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Listing 16.82.1
Subject Disposition

Analysis Implant lmplant
Populai  Subject Procedure Week 12 Subject Reason for Status at
on 1D Consent Date Date Day 0 Date Date Status Diate of Exit Withdrawal Study Exit
TOL
AX-XANY DD-MMM - DD-MMM- DD-MMM -
YYYY YYYY YYYY
oL
AX-XANY DD-MMM - DD-MMM- DD-MMM -
YYYY YYYY YYYY

Programming noles:
This listing will include all subjects from Control to Open Label (COL) and Treatment to Open Label (TOL) populations for whom follow-up data are available.
Subject Stams: Withdrawn, Completed Study.

Reason for withdrawal: Subject decision to withdraw consent, Investgator decision or medical judgement, Lost to follow-up, Device malfunction, Adverse
event, Subject no longer eligible, Death, Study terminated, Sponsor or IRB decision, Other

SOURCE: xxoxx SAS 94 {program location} {run datefime}

CONFIDENTIAL 107 of 141
May not be reproduced outside of SetPoint Medical without written permission from Document Control.



Statistical_ﬁnalysis Plan for Long-Term Safety and Exploratory - s ET POI N T
Analyses in SPM-020 (The RESET-RA Study) MEDICAL

Doc# CLP-008 Rev C, 15JUL2024

Listing 16.82.2
Protocol Deviations

Analysis

Populati  Subject  Deviation Deviation Associated  Associated  Reporied to

on 1D D Visit Date Classification Category Reason  with AE? with SAE? IRB? Description
EXN=-EXNEX
EXN=-EXNEX

SOURCE: xxoxx SAS 9.4 {program location} {run date/time}
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Listing 16.82.3
Analysis Populations

Population
Subject 1D TOL [1] COL [2]
XX-XXXX Yes No
XX-XXXX No Yes
XX-XXXX No Yes

Abbreviations: COL, Control fo Open Label; ITT, intent fo treai; TOL, Treatmeni to Open Label

[1] Treatment to Open Label (TOL): The TOL population comprises treatment subjects from ITT population who received active stimulation through
Week 12, completed Week 12 assessments, continued to receive active stimulation during open-label follow-up, and for whom follow-up data are
available.

[2] Control to Open Label (COL): The COL population comprises control subjects from ITT population who received non-active (sham) stimulation
through Week 12, switched to active stimulation after completing Week 12 assessments, continued to receive active stimulation during open-label
follow-up, and for whom follow-up data are available.

SOURCE: xxoxx SAS 9.4 {program location} {run date/time}

CONFIDENTIAL 109 of 141
May not be reproduced outside of SetPoint Medical without written permission from Document Control.



Statiﬂtical_ﬁnalyﬂiﬂ Plan for Long-Term Safety and Exploratory - s E T PO' N T
Analyses in SPM-020 (The RESET-RA Study) MEDICAL

Doc# CLP-008 Rev C, 15JUL2024

Listing 16.8.2.4
Concomitant Medication

ATC level Start Stop
Analysis  Subject Preferred Term/ Study Study Dosage
Population 1D Medication Date Diay Daie Day Primary Indication {Unit) Route  Frequency

OL PTE AN-XHAN

COPTE AN-XHAN

Programming notes:

This listing will include all subjects from OL PTE and CO PTE populations for whom follow-up data are available.

L]
o [{Ongoing is checked " Yes™ list “Ongoing™ under stop date column

* Concatenate dose and unit for listing, if other unit exists then list it for units

s Route, 1f Other Route 15 not blank, hist it under “Route™ column

s Frequency, if Other Frequency i1s not blank, list it under “Frequency™ Column

SOURCE: xxoxx SAS 9.4 {program location} {run date/time}
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Subjects Receiving Augmented Treatment Afier Week 12

4 SETPOINT

MEDICAL

Listing 16.82.5

CDAI prior to star Therapy started Therapy start
of augmented Type of augmented Start date / prior to Week 127 relative to Day 0
Subject D DAl at baseline therapy therapy Stop date {Y/N) {days)
NH-XNAX Baseline: xx.x Day 0: xx.x
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Listing 16.82.6.1

Explant Procedure
Population  Subject MicroRegulator MicroRegulator Post-Op Clearance
Analysis 1D Explant Procedure Date Senal# Explanted? Date Any AEs?
TOL
EX-XXXX
COL
EX-XXXX
SOURCE: xxomxx SAS 94 {program location} {run datefime}
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Listing 16.82.6.2
Stimulation Prescription

4 SETPOINT

{Part 1)
Analysis Dose
Populati  Subject Strength Changed at
on 1D Visil {uA) Duration Frequency Schedule this Visit? Dose Change Reason
TOL
EX-XXXX
EX-XXXX
COL
EX-XXXX
EX-XXXX

SOURCE: xxomxx SAS 94 {program location} {run datefime}
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Listing 16.82.6.2
Stimulation Prescription

{Part 2)
Analysis Energizer MicroRegulator
Population Subject Energizer Energizer App Bluetooth lmplant App lmplant Suspended?/Reason
1D Batiery Charge Fimware Fimware Fimware lmpedance
TOL
EX-XXXX
EX-XXXX
COL
EX-XXXX
EX-XXXX
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Listing 16.82.7.1
RA Disease Activily Assessments

Analysis Subject SIC28 TIC28 HAQ-DI Subject’s SGA hsCRP
Population 1D Visil Score Scon: Score Pain Score Score EGA Score (mg/mL)
TOL

NA-XAXXK
Screening XX XX XXX XXX XX XXX XX
Day 0
Week 12
Week 24
Week 36
Week 48
Week 60
Week 72
Week 84
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

COL
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Statiﬂtical_ﬁnalyﬂiﬂ Plan for Long-Term Safety and Exploratory - s E T PO' N T
Analyses in SPM-020 (The RESET-RA Study) MEDICAL

Doc# CLP-008 Rev C, 15JUL2024

Listing 16.82.7.2
ACR20 Response from Baseline

Reduced by at least 20%7

Analysis Subject ACR20 Subject’s
Population 1D Visit Response SIC28 TIC28 HAQ-DI Pain SGA EGA hsCRP
TOL

ak-xx Week 24 M M M M M M M M
Week 36 M M M M M M M M
Week 48 Y M M M M M M M
Week 60 Y Y Y M Y Y M Y
Week 72 M M M M M M M M
Week 84 Y M M M M M M M
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

COL

ak-xx Week 24 M M M M M M M M
Week 36 M M M M M M M M
Week 48 Y M M M M M M M
Week 60 Y Y Y M Y Y M Y
Week 72 M M M M M M M M
Week 84 Y M M M M M M M
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168 2
Week 180
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4 SETPOINT

Statistical Analysis Plan for Long-Term Safety and Exploratory
MEDICAL

Analyses in SPM-020 (The RESET-RA Study)

Doc# CLP-008 Rev C, 15JUL2024
Beduced by at least 20067

Analysis Subject ACR20 Subject’s
Population 1D Wisil Response SIC28 Pain SGA EGA hsCRP
Week 192

TIC2R HAQ-DI

MNote: Response defined by at least 7004 reduction from baseline (i.e., on the day of informed consent for TOL and Week 12 for COL) mn TIC28

and SJC28 and 3 our 5 outcomes, according to ACR. definition.

SOURCE: xxoxx SAS 94 {program location} {run date/time }
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Statistical_ﬁnalysis Plan for Long-Term Safety and Exploratory - S E T PO' N T
Analyses in SPM-020 (The RESET-RA Study) MEDICAL

Doc# CLP-008 Rev C, 15JUL2024

Listing 16.8.2.7.2.1
ACR20 Response from Initiation of Stimulation

Reduced by at least 20%7

Analysis Subject ACR20 Subject’s
Population 1D Visit Response SIC28 TIC28 HAQ-DI Pain SGA EGA hsCRP
TOL

ak-xx Week 24 M M M M M M M M
Week 36 M M M M M M M M
Week 48 Y M M M M M M M
Week 60 Y Y Y M Y Y M Y
Week 72 M M M M M M M M
Week 84 Y M M M M M M M
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

COL

NH-XNKK Week 24 M M M M M M M M
Week 36 M M M M M M M M
Week 48 Y M M M M M M M
Week 60 Y Y Y M Y Y M Y
Week 72 M M M M M M M M
Week 84 Y M M M M M M M
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192
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Statiﬂtical_ﬁnalyﬂiﬂ Plan for Long-Term Safety and Exploratory - s E T PO' N T
Analyses in SPM-020 (The RESET-RA Study) MEDICAL

Doc# CLP-008 Rev C, 15JUL2024

Beduced by at least 20067

Analysis Subject ACR20 Subject’s
Population 1D Wisil Response SIC28 TIC28 HAQ-DI Pain SGA EGA hsCRP

MNote: Response defined by at least 200 reduction from inigation of stimulation (i.e., Day 0 for subjects in TOL, and Week 12 for subjects in COL)
in TIC28 and SJC28 and 3 our 5 outcomes, according to ACR definition.

MNole Lo programmer:
Subjects from both TOL and COL populations are listed here.

SOURCE: xxomxx SAS 94 {program location} {run datefime}
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Statiﬂtical_ﬁnalyﬂiﬂ Plan for Long-Term Safety and Exploratory - s E T PO' N T
Analyses in SPM-020 (The RESET-RA Study) MEDICAL

Doc# CLP-008 Rev C, 15JUL2024

Listing 16.82.7.3
ACRS50 Response from Baseline

Reduced by at least 50%7

Analysis Subject ACRS0 Subject’s
Population 1D Wisil Response SIC28 TIC28 HAQ-DI Pain SGA EGA hsCRP
TOL

-y Week 24 N N M M N N N N
Week 36 N N N M M N N N
Week 458 Y N N M M N N N
Week o0 Y Y ¥ M Y Y N ¥
Week 72 N N N M M N N N
Week 84 Y N N M M N N N
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

COL

-y Week 24 N N M M N N N N
Week 36 N N N N N N N N
Week 458 Y N N M M N N N
Week o0 Y Y ¥ M Y Y N ¥
Week 72 N N N N N N N N
Week 84 Y N N M M N N N
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
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4 SETPOINT

Statistical Analysis Plan for Long-Term Safety and Exploratory
MEDICAL

Analyses in SPM-020 (The RESET-RA Study)
Doc# CLP-008 Rev C, 15JUL2024

Beduced by at least 5007

Subject’s

Analysis Subject ACRS0

Population 1D Wisil Response SIC28 TIC28 HAQ-DI Pain SGA EGA hsCRP
Week 180
Week 192

MNote: Response defined by at least 7004 reduction from baseline (i.e., on the day of informed consent for TOL and Week 12 for COL) mn TIC28

and SJC28 and 3 our 5 outcomes, according to ACR. definition.

SOURCE: xxomxx SAS 94 {program location} {run datefime}
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Statistical_ﬁnalysis Plan for Long-Term Safety and Exploratory - S E T PO' N T
Analyses in SPM-020 (The RESET-RA Study) MEDICAL

Doc# CLP-008 Rev C, 15JUL2024

Listing 16.8.2.7.3.1
ACRS50 Response from Initiation of Stimulation

Reduced by at least 50%7

Analysis Subject ACRS0 Subject’s
Population 1D Visit Response SIC28 TIC28 HAQ-DI Pain SGA EGA hsCRP
TOL

ak-xx Week 24 M M M M M M M M
Week 36 M M M M M M M M
Week 48 Y M M M M M M M
Week 60 Y Y Y M Y Y M Y
Week 72 M M M M M M M M
Week 84 Y M M M M M M M
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

COL

NH-XNKK Week 24 M M M M M M M M
Week 36 M M M M M M M M
Week 48 Y M M M M M M M
Week 60 Y Y Y M Y Y M Y
Week 72 M M M M M M M M
Week 84 Y M M M M M M M
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192
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4 SETPOINT

Statistical Analysis Plan for Long-Term Safety and Exploratory
MEDICAL

Analyses in SPM-020 (The RESET-RA Study)

Doc# CLP-008 Rev C, 15JUL2024
Beduced by at least 5007
Analysis Subject ACRS0 Subject’s
Population 1D WVisil Response SIC28 TIC28 HAQ-DI Pain SGA EGA hsCEP

MNote: Response defined by at least 5(P4 reduction from inigation of stimulation (i.e., Day 0 for subjects in TOL, and Week 12 for subjects in COL)
in TIC28 and SJC28 and 3 our 5 outcomes, according to ACR definition.

SOURCE: xxomxx SAS 94 {program location} {run datefime}
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Statiﬂtical_ﬁnalyﬂiﬂ Plan for Long-Term Safety and Exploratory - s E T PO' N T
Analyses in SPM-020 (The RESET-RA Study) MEDICAL

Doc# CLP-008 Rev C, 15JUL2024

Listing 16.82.7.4
ACRT0 Response from Baseline

Reduced by at least 70%7

Analysis Subject ACRT0 Subject’s
Population 1D Wisil Response SIC28 TIC28 HAQ-DI Pain SGA EGA hsCRP
TOL

-y Week 24 N N M M N N N N
Week 36 N N N M M N N N
Week 458 Y N N M M N N N
Week o0 Y Y ¥ M Y Y N ¥
Week 72 N N N M M N N N
Week 84 Y N N M M N N N
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

COL

-y Week 24 N N M M N N N N
Week 36 N N N N N N N N
Week 458 Y N N M M N N N
Week o0 Y Y ¥ M Y Y N ¥
Week 72 N N N N N N N N
Week 84 Y N N M M N N N
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
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4 SETPOINT

Statistical Analysis Plan for Long-Term Safety and Exploratory
MEDICAL

Analyses in SPM-020 (The RESET-RA Study)
Doc# CLP-008 Rev C, 15JUL2024

Beduced by at least 7007

Subject’s

Analysis Subject ACRT0
Population 1D Wisil Response SIC28 TIC28 HAQ-DI Pain SGA EGA hsCRP
Week 180
Week 192

MNote: Response defined by at least 7004 reduction from baseline (i.e., on the day of informed consent for TOL and Week 12 for COL) mn TIC28

and SJC28 and 3 our 5 outcomes, according to ACR. definition.

SOURCE: xxomxx SAS 94 {program location} {run datefime}
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Statistical_ﬁnalysis Plan for Long-Term Safety and Exploratory - S E T PO' N T
Analyses in SPM-020 (The RESET-RA Study) MEDICAL

Doc# CLP-008 Rev C, 15JUL2024

Listing 16.8.2.7.4.1
ACRT0) Response from Initiation of Stimulation

Reduced by at least 70%7

Analysis Subject ACRT0 Subject’s
Population 1D Visit Response SIC28 TIC28 HAQ-DI Pain SGA EGA hsCRP
TOL

ak-xx Week 24 M M M M M M M M
Week 36 M M M M M M M M
Week 48 Y M M M M M M M
Week 60 Y Y Y M Y Y M Y
Week 72 M M M M M M M M
Week 84 Y M M M M M M M
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

COL

NH-XNKK Week 24 M M M M M M M M
Week 36 M M M M M M M M
Week 48 Y M M M M M M M
Week 60 Y Y Y M Y Y M Y
Week 72 M M M M M M M M
Week 84 Y M M M M M M M
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192
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Statiﬂtical_ﬁnalyﬂiﬂ Plan for Long-Term Safety and Exploratory - s E T PO' N T
Analyses in SPM-020 (The RESET-RA Study) MEDICAL

Doc# CLP-008 Rev C, 15JUL2024

Beduced by at least 7007

Analysis Subject ACRT0 Subject’s
Population 1D Wisil Response SIC28 TIC28 HAQ-DI Pain SGA EGA hsCRP

MNote: Response defined by at least 70P% reduction from inigation of stimulation (i.e., Day 0 for subjects in TOL, and Week 12 for subjects in COL)
in TIC28 and SJC28 and 3 our 5 outcomes, according to ACR definition.

MNole Lo programmer:
Subjects from both TOL and COL populations are listed here.

SOURCE: xxomxx SAS 94 {program location} {run datefime}
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Statistical_ﬁnalysis Plan for Long-Term Safety and Exploratory - S E T PO' N T
Analyses in SPM-020 (The RESET-RA Study) MEDICAL

Doc# CLP-008 Rev C, 15JUL2024

Listing 16.82.7.5
CDAl

Population Subject Visit CDAI Score LDA Remission MCID from MCID from
Analysis 1D (=28 1w <10) (0t =28) Baseline Initiation of
Stmulation

TOL

XK Baseline XX
Day 0 XXX
Week 12 XX

Week 24

Week 36

Week 48

Week 60

Week 72

Week 54

Week 96

Week 108

Week 120

Week 132

Week 144

Week 156

Week 168

Week 180

Week 192

e 2 Z
2 EEE
- 2
o Z

COL

XXX Week 12 AN.X ™ ™
Week 24 Y M Y Y
Week 36 Y Y
Week 48
Week o0
Week 72
Week 584
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156

CONFIDENTIAL 128 of 141
May not be reproduced outside of SetPoint Medical without written permission from Document Control.



Statiﬂtical_ﬁnalyﬂiﬂ Plan for Long-Term Safety and Exploratory - s E T PO' N T
Analyses in SPM-020 (The RESET-RA Study) MEDICAL

Doc# CLP-008 Rev C, 15JUL2024

Population Subject Visit CDAI Score LDA Remission MCID from MCID from
Analysis 1D (=28 1w <10) (0t =28) Baseline Initiation of
Stmulation

Week 168

Week 180

Week 192

Note: The MCID varies depending on RA disease activity at baseline (i.e., on the day of informed consent for TOL and at Week 12 for COL)
or imtiation of stimulation (TOL, COL): -12 for high activity (CDAL = 22), -6 for moderate activity (=10 to < 22), or 1 if low disease activity
(=28 = 10).

MNole 1o progmmmer: Baseline on the day of informed consent for TOL and at Week 12 for COL.

SOURCE: xxxxx SAS 94 {program location} {run date/time}
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Statistical_ﬁnalysis Plan for Long-Term Safety and Exploratory - S E T PO' N T
Analyses in SPM-020 (The RESET-RA Study) MEDICAL

Doc# CLP-008 Rev C, 15JUL2024

Listing 16.82.7.6
DAS28-CRP

MCID from DAS2E-CRP
MCID from Initiation of GoodModerat
Population Subject DAS28-CRP LDA Remission Baseline Stimulation e EULAR
Analysis D Visit Scone 0.61w=132) (010 =2.6) {-1.2) {-1.2) Response
TOL

-- M
Moderate
Y Good

AN-NHNK Baseline X
Day 0 XX
Week 12 X
Week 24 X
Week 36
Week 48
Week o0
Week 72
Week 54
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

- o E 2

- 2L Z

o 2
-

COL

AH-XAKK Week 12 XX
Week 24 XX
Week 36 XX
Week 48 XX
Week 60
Week 72
Week 54
Week 96
Week 108
Week 120
Week 132
Week 144

Mﬂr:icmlc
Good

- o E 2
- 2L Z
o 2

|
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Statiﬂtical_ﬁnalyﬂiﬂ Plan for Long-Term Safety and Exploratory - s E T PO' N T
Analyses in SPM-020 (The RESET-RA Study) MEDICAL

Doc# CLP-008 Rev C, 15JUL2024

Week 156
Week 168
Week 180
Week 192

MNole o programmer; Baseline on the day of informed consent for TOL and at Week 12 for COL.

SOURCE: xxomxx SAS 9.4 {program location} {run date/time}
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Statistical_ﬁnalysis Plan for Long-Term Safety and Exploratory - S E T PO' N T
Analyses in SPM-020 (The RESET-RA Study) MEDICAL

Doc# CLP-008 Rev C, 15JUL2024

Listing 16.82.7.7
HAQ-DI

Population Subject MCID from Baseline MCID from Initiation of
Analysis 1D Visil HAQ-DI Score {-01.22) Stumulation
TOL

AN-XHAN Baseline X
Day 0 XX
Week 12 X
Week 24 X
Week 36 X
Week 48
Week &0
Week 72
Week 84
Week 96
Week 108
Week 120
Week 132
Week 144
Week 156
Week 168
Week 180
Week 192

- o E 2

COL

AN-XHAN Week 12 X --
Week 24 X
Week 36 X
Week 48 X

Week 60

Week 72

Week 84

Week 96

Week 108

Week 120

Week 132

Week 144

Week 156

o 2
o 2
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Statistical Analysis Plan for Long-Term Safety and Exploratory
Analyses in SPM-020 (The RESET-RA Study)
Doc# CLP-008 Rev C, 15JUL2024

4 SETPOINT

MEDICAL

Population Subject
Analysis 1D Visil HAQ-DI Score

MCID from Baseline
{-0.22)

MCID from Imtiation of
Sumulation

eck 168
eek 180
eck 192

===

(]

MNole o programmer; Baseline on the day of informed consent for TOL and at Week 12 for COL

SOURCE: xxomxx SAS 9.4 {program location} {run date/time}
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Statiﬂtical_ﬁnalyﬂiﬂ Plan for Long-Term Safety and Exploratory - s E T PO' N T
Analyses in SPM-020 (The RESET-RA Study) MEDICAL

Doc# CLP-008 Rev C, 15JUL2024

Listing 16.82.7.8

RAMRIS
Bone Progression?
Population — Subject Synovitis Osleitis Erosion {Bone Erosion
Analysis 1D Visit Score SCOTE SCOTE Increase = 0.5)  CARLOS
TOL w-xxxx  Baseline (Screening) X X X - X
Week 24 -
% Change from baseline N
COL ix-xxxy  Baselme (Week 12)
Week 24
Change from baseline
MNole to programmer: Baseline during Screening for TOL and at Week 12 for COL
SOURCE: xxomxx SAS 94 {program location} {run datefime}
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Statiﬂtical_ﬁnalyﬂiﬂ Plan for Long-Term Safety and Exploratory - s E T PO' N T
Analyses in SPM-020 (The RESET-RA Study) MEDICAL

Doc# CLP-008 Rev C, 15JUL2024

Listing 16.82.7.9

EQ-5D-5L
Population Subject o - TV Usual e o - T Index
Analysis D Visit Mobility Self-Care Activities Pain/Discomfort  Anxiety/Depression  EQ-VAS value
TOL
-NANK Week 24 X X X X X XX X
Week 48
Week 96
Week 144
COL
-NANK Week 24 X X X X X XX X
Week 48
Week 96
Week 144
Week 192
SOURCE: xxomxx SAS 94 {program location} {run datefime}
1350f 141
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Statistical_ﬁnalysis Plan for Long-Term Safety and Exploratory - s E T PO] N T
Analyses in SPM-020 (The RESET-RA Study) MEDICAL
Doc# CLP-008 Rev C, 15JUL2024

Listing 16.8.2.7.10
SF-36

Population — Subject Visit
Analysis D '

PCS score MCS scone

TOL

AN-3NK Week 24
Week 48
Week 96
Week 144
COL

XK Week 24
Week 48

Week 96

Week 144

Week 192

SOURCE: xxxxx SAS 94 {program location} {run date/time}
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Statistical Analysis Plan for Long-Term Safety and Exploratory
Analyses in SPM-020 (The RESET-RA Study)
Doc# CLP-008 Rev C, 15JUL2024

% SETPOINT

MEDICAL

Listing 16.8.2.7.11
Subject Satisfaction

Population Subject

How satisfied are you with the

Would you recommend

. Wisit SetPoint System for treatment it to a family member Comment
Analysis D :
of your RA or a friend?
TOL
XXX Week 24 Very satisfied Yes
XXX Week 24 Satisfied Yes
XXK-XKX Week 24 Neither satisfied nor dissatisfied No
XXX Week 24 Somewhat dissatisfied No
XXX Week 24 Very dissatisfied No
COL
XXX Week 24 Very satisfied Yes
XXX Week 24 Satisfied Yes
XXK-XKX Week 24 Neither satisfied nor dissatisfied No
XXX Week 24 Somewhat dissatisfied No
XXX Week 24 Very dissatisfied No

SOURCE: xxomxx SAS 94 {program location} {run datefime}
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Statistical Analysis Plan for Long-Term Safety and Exploratory

Analyses in SPM-020 (The RESET-RA Study)
Doc# CLP-008 Rev C, 15JUL2024

4 SETPOINT

MEDICAL

Listing 16.8.2.7.12
Inflammatory Biomarkers

Population  Subject

Analysis D Visit

IL-&
(pg/mL)

IL-6 SAA
% Change (pg/ml)

SAA
% Change

MMP-3
(pg/mL)

MMP-3
% Change

TOL
XX-XXKX Baseline
Day 0

Week 12

Week 24

Week 36

Week 48

Week o0

Week 72

Week 84

Week 96

Week 108
Week 120

Week 132

Week 144

Week 156

Week 168

Week 180

Week 192

COL

XX-XXKX Week 12
Week 24

Week 36

Week 48

Week o0

Week 72

Week 84

Week 96

Week 108

Week 120

Week 132

Week 144
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Statistical_ﬁnalysis Plan for Long-Term Safety and Exploratory - S E T PO' N T
Analyses in SPM-020 (The RESET-RA Study) MEDICAL

Doc# CLP-008 Rev C, 15JUL2024

MNole o programmer; Percent change from baseline (i.e., Screening for TOL and at Week 12 for COL).

SOURCE: xxomxx SAS 9.4 {program location} {run date/time}
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Statistical Analysis Plan for Long-Term Safety and Exploratory - s ET PO] N T
Analyses in SPM-020 (The RESET-RA Study)

MEDICAL
Doc# CLP-008 Rev C, 15JUL2024

Listing 16.82.8
Adverse Events

System Organ
Class/ )
Subject ID  Preferred Term/ D“{"“];;“;a“* R‘“:ﬂ:"z Date Severity ~ SAE?  Relationship
Adverse Event Y Y

Verbatim

Analysis Treatment/
Population

oulcome

TOL
I DD-MMM-YYYY  DD-MMM-YYYY
EX-XXXX EXEXXN

RN
/ AR XX
AN ( ] { ]

XXXXXX

aXRAAy
aXRAAy
aXRAAy

COL

HH-KANK MNone

Note: If' a Subject has no AEs then "None" will be displayed. Adverse Events are coded in MedDR A V21.0 or later.
MNole 1o progmmmer: 1T Ongoing is checked then list “Continuing™ in the place for “Resolution Date (Day)™.

SOURCE: xxxxx SAS 94 {program location} {run date/time}
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Statistical_ﬁnalysis Plan for Long-Term Safety and Exploratory - s ET POI N T
Analyses in SPM-020 (The RESET-RA Study) MEDICAL

Doc# CLP-008 Rev C, 15JUL2024

Listing 16.82.9
Device Deficiencies

Analysis Deficiency Deficiency Associated with  Associated with

. Subjec Deficiency 1D . . . eseriph
Population Subject ID Heleney Date Related To AE? SAE? Description

TOL
KX-XXXX

COL
KX-XXXX

SOURCE: xxomxx SAS 9.4 {program location} {run date/time}
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