Rilparencel Autologous Cell Therapy in Patients with Diabetes and Advanced Chronic Kidney Disease: Phase 2 Interim Results
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BACKGROUND

* Cell-based therapies may repair diseased nephrons and stabilize function to .
delay organ failure and improve co-morbidities in patients with chronic
kidney disease (CKD) and diabetes
* We describe an interim analysis of an open label phase 2 clinical trial
(REGEN-007; NCT05018416) with rilparencel, an autologous cell product
made from kidney biopsy tissue

OBJECTIVES

* Assess the safety, efficacy, and durability of up to 2 rilparencel injections; 1
delivered percutaneously into each kidney in patients with type 1 or type 2 .
diabetes mellitus and CKD

PRIMARY ENDPOINTS

Efficacy

* Change in kidney function, as measured by slope of annualized estimated
glomerular filtration rate (eGFR) and change in average eGFR from baseline

Safety

* Procedure and product related serious adverse events

Figure 1. REGEN-007 Study Design
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METHODS

Patients with type 1 and 2 diabetes mellitus and CKD (eGFR 220 and <50
mL/min/1.73 m2and UACR 30-5000mg/gram) who met all eligibility criteria
were randomized 1:1 to two treatment groups (Figure 1)

Group 1—patients received 2 rilparencel injections, 1 injection into each
kidney 3-5 months apart

Group 2—patients received at least one rilparencel dose in the biopsied
kidney; and a second injection was given only after one of the following
predefined triggers was met: a sustained eGFR decline of 220% from
baseline or an increased UACR from baseline of 230% and 230 mg/g

Biopsy tissue was obtained using a standard percutaneous technique in an
outpatient setting and then transported to a central manufacturing facility.
After cells were expanded and subject to a selection process, selected renal
cells were formulated and filled into vials. Rilparencel was then
cryopreserved for storage and shipped to the clinical study site.

Under computerized tomography (CT) guidance, rilparencel was injected into
the patient’s renal cortex at a dose of 3 x 106 cells/gram estimated kidney
weight

Given the similar dosing regimen in Group 1 to an ongoing phase 3 clinical
study, we limited this interim efficacy analysis to participants in Group 1.
Within this group, we also focused on participants who had at least 12-
months follow-up after the second injection (Group 1 Subset).

Given the absence of an intrinsic control group, we also performed a post-hoc
analysis using external matched controls (10:1) identified from a subject level
clinical trial database. Matching was based upon 2-year risk of kidney failure
(Klinrisk model)2.

Serious Adverse Event (SAE) safety data was aggregated across both groups

RESULTS

Baseline characteristics by group are presented in Table 1

49 patients received at least one injection (n=24 Group 1; n=25 Group 2)
34 patients received a 2" injection (n=22 Group 1; n=12 Group 2)

13 Group 1 patients had more than 12 months follow-up post 2™ injection

RESULTS (continued)

Figure 2. Average Change from Baseline eGFR for Group 1 Subset
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* Six SAEs in 51 patients were related to the kidney biopsy procedure and one
SAE was related to the injection procedure. No product related SAEs were
observed.

eGFR slope in the 13 patients in Group 1 with at least 12-months follow-up
after the second injection was -1.1 ml/min/1.73m?/year (95% Cl -3.5,1.3)

Average change from baseline eGFR in these 13 patients is shown in Figure 2

Average change from baseline eGFR in 125 subjects in the matched control
group was -4.0 ml/min/1.73m?2 over 12-months, and -6.2 m|/min/1.73m?2 over

18-months (Figure 3)

Table 1. Baseline Characteristics

Group 1 Group 1 Subset Group 2

Characteristics N=24 N=13 N=25
Age, years (mean +/- SD) 61.5 +/- 10.6 62.8+/-8.2 58.4 +/-11.2
Female: Male (%) 33%, 67% 54%, 46% 28%, 72%
Hispanic or Latino, % 0% 0% 4%
Race (%)

Black or African 8.3% 0% 16%

American

White 91.7% 100% 84%

Other 0% 0% 0%
Blood pressure, mm Hg 137/76 135/72 132/80
eGFR, ml/min/1.73m?
(mean +/-SD) 31+/-8 30+/-10 34+/-12
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UACR, mg/g(med; 1,3 2o, 74 1937)  239(65,935) 229 (77, 780)
quartile)
SGLT2i Use, (N,%) 10 (42) 4(31) 8(32)
GLP-1, (N,%) 8(33) 6(46) 11 (44)
ACEi or ARB, (N,%) 18 (75) 9(69) 21 (84)
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CONCLUSION

Interim findings suggest that rilparencel stabilized kidney function in patients
with Type 2 diabetes and advanced CKD

* Procedure-related SAEs were infrequent and typical given the interventions

A phase 3 randomized controlled trial (NCT05099770) is under way to determine
efficacy and safety of rilparencel
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