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INTRODUCTION Kidney function by eGFR in pegcetacoplan-treated PNH patients Long-term renal safety in pegcetacoplan-treated PNH patients
sl nesinal hemneslslimus ) i 8 comlbmemamedtbisd henselesis dsomi; * Overall, there was no evidence of progressive kidney function decline as assessed by mean eGFR over up to 312 * In the PNH clinical development program (PEGASUS, PRINCE, and LTE), renal AEs were infrequent, reported in 17
assoc?;ted with substantial r%sk of kidnev im alrmentfz Both acute kidnev iniur (iKI) nd weeks of follow up in patients treated with pegcetacoplan. eGFR in the subgroup of patients who had baseline (12.9%) patients. The most common renal AEs were of AKI (n=9; 6.8%) and CKD (n=3; 2.3%) (Table 3); long-term
N a— freq?jent'IDy in untrea.ted PNH patients ;Is aJco\rlmsequence of hypertension or diabetes also remained relatively stable where sufficient sample size was available (Figure 1) and exposure did not increase the incidence rate of renal AEs
acute and chronic hemolysis, iron deposition, microvascular thrombosis, and other factorst-5 eGFR category tended to remain stable from baseline to last study visit (Table 2) » AKl events occurred in contexts typical of the PNH population. Detailed case narratives show AKI occurring with
* eGFR decline of 230% or 250% was recorded in 6.3% (n=7/112) and 1.8% (n=2/112) of patients at Week 60, 4.7% severe breakthrough hemolysis and hemoglobinuria, sepsis (including COVID-19), cellulitis-related sepsis, or acute

* In retrospective analyses, kidney failure accounted for 2—18% of deaths in untreated PNH

SR (n=4/86) and 2.3% (n=2/86) at Week 120, and 8.3% (n=2/24) and 4.2% (n=1/24) at Week 240 (n=24), respectively gastroenteritis with vomiting and diarrhea, sometimes in patients with pre-existing CKD

* Pegcetacoplan, a targeted C3/C3b inhibitor, demonstrated sustained hematologic and clinical Figure 1. eGFR over time ) Sgrlous renal. AEs reported in the Post—marketlng setting wereconsistent Wlt.h those observed in- clinical
trials, predominantly not related or unlikely related to pegcetacoplan, and resolved without dose change

benefits in the Phase 3 PEGASUS and PRINCE studies in patients with PNH, with follow-up

from their Ior;gg—term extension (LTE) study supporting maintained efficacy and a favorable _ eGFR in clinical trial safety set Table 3. Treatment-emergent renal adverse events
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has been shown to reduce proteinuria and stabilize kidney function0! ;f' 60 + Any renal failure or impairment, n (%) /
G 40 4 patients with AEs per 100 patient-years e S ekl 17 (12.9)/ 4.5
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LTE, and in real-world post-marketing data Numberof . y . " 60V N . y . . 1 with AEs per 100 patient-years
patients End stage renal disease, n (%) / patients
M ETH O DS o eGFR by baseline comorbidity with AEs per 100 patient-years 0/0 1(1.9)/0.5 1(0.8)/0.2
* The Phase 3 trials PEGASUS (C5 inhibitor-experienced patients; NCT03500549) and PRINCE (C5 5 100 | —— = —— Renal failure, n (%) / patients with AEs per 2(2.5)/ 1.0 0/0 2(1.5)/0.5
inhibitor-naive patients; NCT04085601), included a 16-week randomized controlled period . 100 patient-years
(RCP) followed by a 32-week open-label period or a 26-week RCP, respectively. Upon § o | — "\ “\,\/\, Renal impairment, n (%) / patients with 1(1.3)/05 1(1.9)/0.5 2(1.5) /0.5
completion, patients were eligible to roll over into the LTE study (NCT03531255). Patients were £ AEs per 100 patient-years ' ' ' ' ' '
followed for up to 5 additional years in the LTE. Combined data from the Phase 3 trials and the % 40 1 e Hypertension m— Diabetes Renal events are listed according to AEs within MedDRA under the High-Level Term of Renal failure and impairment, by Preferred Term.
LTE are displayed fOF the total safety set = 20 + AE, adverse event; LTE, long-term extension.
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» Baseline for this combined analysis was defined as the start of treatment with pegcetacoplan 0 o 2’4 4’8 7’2 9’6 1;0 1;4 1:38 1;2 2’16 24’10 2(’54 2;8 3’12 Limitations
monotherapy. The mean estimated glomerular filtration rate (eGFR) over time is presented for Week of study * During the LTE, patients with acute hemolysis could transfer into a dedicated substudy. At that time, they were
the overall safety set, and in patients subgrouped by comorbidities known to affect kidney 31 26 25 19 17 16 14 1 12 9 5 3 2 0 censored and no further data were included in the main LTE analyses
function (hypertension and diabetes). Analyses also included patients with eGFR decline of N”Fr;;kt’l‘:n‘t’: e ) " 7 7 7 T 4l 3 19 16 / ! « Results from week 264 onwards are based on a limited number of patients
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EOA and 5(% artm)d KDIGOf.(Kldne;/ |D|sea.sc.a I:;Ip(;ovmg Global Out;c:jmes). e(.SFRI RN * Urine protein-to-creatinine ratio was not available for this analysis and there are limited information on the renal
SRl O time between first and last visit. ata are presente escrlptlve y Baseline represents the start of pegcetacoplan monotherapy. Data are shown where available at each time point. Standard error is shown for the overall Safety Of pegcetacoplan in patients With pre-existing CKD
e Renal adverse events (AES) were defined as those within the MedDRA High Level Term of renal population and are omitted for the graph by baseline comorbidities for clarity. eGFR, estimated glomerular filtration rate; SE, standard error. ) ) o o ) )
£l di , t by Preferred T Post et | \d dat | ; * Post-marketing data are submitted by external reporters and may contain incomplete clinical information; although
aliure andimpairment by Freterred terms. Fost-marketing real-world data Were renal events Table 2. KDIGO eGFR category shift over time follow-up is routinely performed, additional details may not always be obtained
reported to the Sobi global safety database before the predetermined data lock point on
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R E S U LTS eGFR category at last visit* ( '?:9) '6(0 E;;)QO '3(0 E‘; :)60 '15( t?2<)30
= = = 5 * In these PNH clinical trials, eGFR remained broadly stable among patients with available measurements over
132 patients were included in the combined clinical trial safety set. Baseline characteristics at >90 mL/min/1.73 mZ, n (%) 80 (89.9) 7 (24.1) 0 0 approximately 5 years of follow-up, as well as in a limited sample size at later time points; no evidence of progressive
the start of pegcetacoplan treatment are shown in Table 1° >60 to <90 mL/min/1.73 m2, n (%) 8(9.0) _ 2 (18.2) 0 kidney function decline with long-term use was observed in the overall population or in those with baseline
: S SR : comorbidities
Table 1. Baseline characteristics at the initiation of pegcetacoplan 230 to <60 mL/min/1.73 m?, n (%) 0 6(20.7) > (45.5) 0 - . _ . _ _
PEGASUS (n=80 PRINCE (n=52 ical i ill N ignal r r incr isk of ren ilur [ ifi
(n=80) (n=52) <15 mL/min/1.73 m2, n (%) 5 5 1(9.1) 1 (50.0) an::?;;r;tigcrl:ree:;elrir;iscsees, o new safety signals were observed and no increased risk of renal failure was identified
Age' mean (SD)' years 49 (16'0) 44 (14'0) * Last visit for n=131 patients was median (min, max) 160.4 (7.1, 312.1) weeks. . . . . . .
Time since PNH diagnosis, mean (SD), years 10.2 (8.6) 5.7 (5.7) eGFR, estimated glomerular filtration rate; KDIGO, Kidney Disease: Improving Global Outcomes. These data identify no renal safety concerns with pegcetacoplan supportive of the overall favorable benefit:risk profile
- - : .. : T : of pegcetacoplan in PNH. Kidney function stability from the PRINCE and PEGASUS studies in PNH patients suggests
eGFR, mean (SD), mL/min/1.73 m? 97.7 (24.4) 99.3 (31.2)* * Overall, most patients had no decline in eGFR category from baseline to the last study visit; interpretation

broad, long-term haemolysis control with pegcetacoplan

of the lowest baseline eGFR stratum is limited by the small sample size

* Available in n=51 patients. eGFR, estimated glomerular filtration rate; PNH, paroxysmal nocturnal hemoglobinuria; SD, standard deviation.
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