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Neuroimmune Modulation for the Treatment of Rheumatoid Arthritis:
Long-term Results at 24 Months from a Randomized, Sham-Controlled, Double-Blind Trial

John R.P. Tesser', Angela R. Crowley?, Emily Jane Box3, Joshua P. June?, Pendleton Brewster Wickersham?®, Guillermo J. Valenzuela®, Norman B. Gaylis’, Gordon K.W. Lam?3, Leroy A. Pacheco®, David J. Ridley'?, Gineth Paola Pinto-Patarroyo'’?, Stuart N. Novack'?, Melvin A. Churchill’3, Minna Kohler'4, Eric C. Lee'®, Jose A.
Pando’%, Glenn R. Parris'’, Jeff R. Peterson'®, Tina Shah'®, Atul K. Singhal??, Victoria Vuong?', Jeffrey R. Curtis?2, David Chernoff?3

TArizona Arthritis & Rheumatology Research, Avondale, AZ, ?Willow Rheumatology and Wellness, Willowbrook, IL, DJL Clinical Research, Charlotte, NC, *Great Lakes Center of Rheumatology, Lansing, Ml, °Flourish Research, San Antonio, TX, °IRIS Research and Development, Plantation, FL, “Arthritis & Rheumatic Disease Specialties, Aventura, FL, Arthritis & Osteoporosis
Consultants of the Carolinas, Charlotte, NC, °Albuquerque Center for Rheumatology, Albuquerque, NM, 19St. Paul Rheumatology, Eagan, MN, ""Annapolis Rheumatology, Fairfax, VA, 1?Stamford Therapeutics Consortium, Stamford, CT, "®Physician Research Collaboration, Lincoln, NE, "*Massachusetts General Hospital, Boston, MA, "®*Inland Rheumatology Clinical Trials, Upland,
CA, "®Delaware Arthritis, Lewes, DE, '"Parris and Associates Rheumatology, Atlanta, GA, "®Western Washington Medical Group, Rheumatology Bothell, Bothell, WA, ®Kansas City Physician Partners, Kansas City, MO, 2°Southwest Rheumatology Research, Mesquite, TX, 2'Long Island Regional Arthritis & Osteoporosis Care, Babylon, NY, 2?University of Alabama at Birmingham,
Birmingham, AL, 23SetPoint Medical, Corp., Valencia, CA

SUMMARY INTRODUCTION STUDY DESIGN AND BASELINE DEMOGRAPHICS

Vagus-mediated neuroimmune
modulation represents a novel

Vagus-mediated neuroimmune reflex downregulates inflammatory cytokines, providing
a novel treatment approach for managing autoimmune conditions like RA."? The vagus
nerve also releases specialized pro-resolving mediators to aid resolution of

RESET-RA study was designed to assess the safety and efficacy of an implanted neuroimmune modulation device to treat adults
with active, moderate to severe RA who have had an inadequate response, loss of response, or intolerance to 1 or more
b/tsDMARDs. (NCT04539964). Baseline demographics and characteristics were well-balanced and representative of a typical

US RA population. On average, patients failed 2.5 prior b/tsDMARDs.

Open-label, 63 months

treatment modality for patients with RA.
The RESET-RA study evaluated the safety inflammation by decreasing proinflammatory cytokines while increasing clearance of
cellular debris and improving joint protection.? e
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patients avoiding b/tsDMARDs. Of those
managed with neuroimmune
modulation therapy without add-on
therapy, ~50% were in LDA or remission
at 24 months.

RESULTS

At 3 months, a significantly greater percentage of patients in the treatment group were ACR20 responders (p=0.0209). At 24-month follow-up, 91.7% (222/242) continued with stimulation therapy; and 29.3% (71/242) had
added a b/tsDMARD to stimulation therapy. ACR20 response rate for stimulation therapy without add-on therapy was 56.5%, 58.5%, and 62.7% at 12, 18, and 24 months, respectively (Figure 1). At 24 months, ACR50 and
ACR70 rates were 38.7% and 18.7%; LDA or remission was attained by 47.3% based on DAS28-CRP (Figure 2) and 48.3% by CDAI, while 77.7% met EULAR good or moderate response. Mean reduction in tender and
swollen joint counts at 24 months were 57.6% and 66.3%, respectively (Figure 3). After crossover through 24 months, no serious adverse events related to device or stimulation therapy were reported. The most common
adverse event related to the device or stimulation therapy was mild to moderate pain occurring at the implant site in <5% of patients, that resolved on its own or with adjustment to stimulation or medication. A total of 14
patients (5.8%) underwent elective surgery to have the device removed primarily due to perceived lack of response (n=10). No deaths or unanticipated adverse device effects occurred (Table 1).

Kinetics of response differ from typical
RA treatments; MOA downregulates
multiple cytokines by 30-70%. At 3
months, structural joint protection and
clinically and statistically significant
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kinetics of the differentiated MOA.

*Of the 242 randomized participants, one did not crossover to long-term follow-up.

'Related - event counted as related if classified as “definitely related” or “probably related” to the implant device, implant procedure,
explant procedure, Charger, and/or stimulation therapy.

Figure 3: Mean percent reduction from baseline through 24 months for patients with no add-
on therapies after crossover. Left: Mean percent reduction of tender joints from baseline.
Right: Mean percent change of swollen joints from baseline. Modified non-responder
imputation (NRI) data. Patients were imputed as non-responder if rescued prior to Month 3,
regardless of treatment assignment. After Month 3, data presented for patients on non-
augmented stimulation therapy. Data does not include subjects who received treatment with
a biologic or targeted synthetic DMARD (“b/tsDMARD augmentation” subgroup) for the visit
following initiation of the b/tsDMARD and every subsequent visit untilthe b/tsDMARD has
ended and washed out (washout periods are drug dependent).

Figure 1: Summary of ACR20 response through 24 months for patients with no add-on
therapies after crossover. Modified non-responder imputation (NRI) data. Patients were
imputed as non-responder if rescued prior to Month 3, regardless of treatment assignment.
After Month 3, data presented for patients on non-augmented stimulation therapy. Data does
not include subjects who received treatment with a biologic or targeted synthetic DMARD
(“b/tsDMARD augmentation” subgroup) for the visit following initiation of the b/tsDMARD and
every subsequent visit until the b/tsDMARD has ended and washed out (washout periods are subsequent visit until the b/tsDMARD has ended and washed out (washout periods are drug
drug dependent). dependent).
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Figure 2: DAS28-CRP LDA or remission through 24 months for patients with no add-on therapies
after crossover. Modified non-responder imputation (NRI) data. Patients were imputed as non-
responder if rescued prior to Month 3, regardless of treatment assignment. After Month 3, data
presented for patients on non-augmented stimulation therapy. Data does not include subjects
who received treatment with a biologic or targeted synthetic DMARD (“b/tsDMARD
augmentation” subgroup) for the visit following initiation of the b/tsDMARD and every

2AEs included pain/discomfort (n=5), poor sleep quality (n=2) and one event (n=1) each of muscle spasm, dysphonia,
temporomandibular joint syndrome, paresthesia, and presyncope. Managed by the adjustment of stimulation.

No new safety concerns were identified.
The high therapy persistence rate
reflects the tolerability of this
implantable device, offering a
differentiated therapeutic approach for
treatment of RA.

SUnrelated - event counted as unrelated if classified as “unlikely related” or “not related” to the implant device, implant procedure,
explant procedure, Charger, or stimulation therapy.

4Gl symptoms attributed to device/stimulation. Pain near implant attributed to the device. Head/neck cancer requiring radiation therapy.

Table 1: Summary of safety in long-term follow-up through 24 months.
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