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Long-term Lumasiran Treatment, Kidney Function, and Isolated Kidney Transplant Outcomes in Primary Hyperoxaluria Type 1
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« All patients who had isolated kidney transplantation remained
dialysis-free, had no oxalate nephropathy, and continued
lumasiran treatment.

Five patients in whom sufficient POx reduction was observed by Month 36 underwent isolated
Kidney transplantation at their investigators’ discretion; kidney graft survival without oxalate
nephropathy has been demonstrated in 3 to 29 months of post-transplant follow-up.

Patients with PH1 had minimal eGFR decline over 54 to 60 months of .
treatment in lumasiran clinical trials, demonstrating eGFR stabilization
across a range of ages and kidney function levels.

Conclusions o

Results

Introduction

« PHA1, a rare autosomal recessive disorder associated with hepatic oxalate overproduction, leads to
progressive kidney damage, with poor historical graft survival rates after isolated kidney transplantation.'-3

 Prior to availability of the RNA interference therapeutic lumasiran, which is indicated for the treatment of
PH1, decline in kidney function in patients with PH1 and CKD was notably rapid in more advanced stages
of kidney failure.3

« A Phase 2 trial*® and three Phase 3 trials (ILLUMINATE-A,%8 ILLUMINATE-B,®"" and ILLUMINATE-C'213)
(Table) have shown sustained reductions in UOx and POx and consistent safety with lumasiran across a
wide range of ages and baseline kidney function.

eGFR Change in Lumasiran Clinical Trials

* Mean (SD) eGFR actual values over time in the Phase 2, ILLUMINATE-A, and ILLUMINATE-B trials are
displayed in Figure 1.

— The range of baseline eGFR values was 32 to 174 mL/min/1.73m?2 among patients enrolled in the 3 trials.
— Median (range) ages at baseline were 11.5 (6-43), 14.0 (6-60), and 4.2 (0.3-6) years, respectively.

Figure 1. Mean (SD) eGFR Actual Values Over Time in Lumasiran Clinical Trials
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Isolated Kidney Transplantation

* In ILLUMINATE-C, Cohort B (on hemodialysis at study start), 5 of the 15 enrolled patients underwent
isolated kidney transplant as of Month 36 (Figure 3A-E).

— Prior to transplant, patients had a median 6 dialysis sessions/week, for a median 4 hours/session.
— Transplant decisions were made at the discretion of the individual investigators.

Figure 3. Patients With Isolated Kidney Transplant: POx, UOx:Cr, and Post-transplant eGFR
A. Patient 1 (age 44 years at study entry; pyridoxine-responsive genotype)?

» All 5 patients had reductions in POx from baseline prior to transplantation (range: —37.5 to —87.8 ymol/L);
further reductions post-transplant indicate improved POx clearance with functioning kidney grafts.

— Baseline POx values ranged from 84.6 to 152.3 ymol/L.

D. Patient 4 (age 18 years at study entry; non-pyridoxine-responsive genotype)
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this post hoc analysis.
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respectively, over 36 months.
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