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CONCLUSIONS

Pegcetacoplan was efficacious and well tolerated in
post-transplant patients:

Six months of pegcetacoplan treatment resulted
in robust and sustained clinical benefits for
post-transplant patients with complement 3
glomerulopathy (C3G) or primary (idiopathic)
immune-complex membranoproliferative

glomerulonephritis (IC-MPGN).

— Reductions in proteinuria, stabilised estimated
glomerular filtration rate (eGFR), and glomerular
C3 clearance.

No new safety signals were identified and no

infections caused by encapsulated bacteria were

reported.

The efficacy and safety profile of pegcetacoplan in

post-transplant patients is consistent with that in the

overall pegcetacoplan-treated population.

BACKG ROUND

C3G and primary IC-MPGN often recur

after transplantation despite conventional
immunosuppression.'™

Pegcetacoplan is a targeted C3 and C3b inhibitor

that acts centrally to block C3 dysregulation and
downstream activation of the complement cascade

in C3G and primary IC-MPGN.°*

The NOBLE (phase 2) and VALIANT (phase 3) trials
showed that pegcetacoplan was efficacious (reduced
proteinuria, stable eGFR, and glomerular C3 clearance)
and well tolerated in adolescents/adults with native or
post-transplant recurrent C3G or primary IC-MPGN.*

OBJECTIVE

e Using data from NOBLE and VALIANT, we describe

the effect of pegcetacoplan in a subgroup of
post-transplant patients with recurrent C3G or
primary IC-MPGN.

METHODS

The two trials included patients with biopsy-proven
post-transplant recurrence of C3G and IC-MPGN,
proteinuria 21 g/g (VALIANT), 22+ staining for C3

on kidney biopsy, and eGFR 215 mL/min/1.73 m?

(NOBLE) or 230 mL/min/1.73 m? (VALIANT).

NOBLE recruited patients 218 years and VALIANT

recruited patients 212 years.

In total, 11 post-transplant patients with proteinuria

>1g/g received pegcetacoplan <1080 mg

subcutaneously twice weekly (based on age and weight)
for 224 weeks (NOBLE, n=6) or for 226 weeks (VALIANT,
n=5); both treatment arms continued to receive
optimised supportive care.

Kidney biopsies were conducted at weeks 12 and 52

in NOBLE and at week 26 in VALIANT (optional for

adolescents).

Efficacy endpoints included:

— Change from baseline in the log-transformed ratio of
urine protein-to-creatinine ratio (UPCR) at week 24
(NOBLE) or week 26 (VALIANT).

— Change in eGFR from baseline to week 24 (NOBLE)
or week 26 (VALIANT).

— C3 staining at the last timepoint assessed (NOBLE,
week 52; VALIANT, week 26) — zero staining and
a reduction in staining of at least two orders
of magnitude.

Treatment-emergent adverse event (TEAE) frequency,

severity, and relatedness to study drug were recorded.

Abbreviations: C3, complement 3; C3G, complement 3 glomerulopathy; eGFR, estimated glomerular filtration
rate; IC-MPGN, immune complex-membranoproliferative glomerulonephritis; TEAE, treatment-emergent
adverse event; UPCR, urine protein-to-creatinine ratio.

RESULTS
Efficacy

* Most patients in the analysis were adults (one patient

on average, 6 years from their most recent transplant
and had a recurrence of C3G or IC-MPGN in the last
yvear (Table 1).

* All patients were receiving standard post-transplant
immunosuppressant therapy with or without
glucocorticoids.

Table 1: Demographics and baseline clinical characteristics

NOBLE VALIANT Total
(n=6) (n=5) (n=11)
Sex, n (%)
Male 2 (33.3) 3 (60.0) 5(45.5)
Female 4 (66.7) 2 (40.0) 6 (54.5)
Age, years, mean (SD) 36.8(11.6) 41.4(16.7)° 38.9(13.6)
Disease, n (%)
C3G 4 (66.7) 5(100.0) 9 (81.8)
Primary IC-MPGN 2 (33.3) 0 (0.0) 2 (18.2)
Time since most 1.9 (0.8) 11.4 (6.7) 6.2 (6.5)
recent transplant,
years, mean (SD)
Time since most 0.8 (0.6) 1.5 (1.5) 1.1 (1.1)

recent recurrence,
years, mean (SD)

°0One post-transplant patient in the VALIANT trial was 17 years old.
C3G, complement 3 glomerulopathy; IC-MPGN, immune complex-
membranoproliferative glomerulonephritis; SD, standard deviation.

from the VALIANT trial was 17 years old); patients were,

Figure 1: Change in proteinuria from baseline to week 24
(NOBLE) or week 26 (VALIANT)
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°Based on triplicate first-morning spot urine.
IQR, interquartile range; UPCR, urine protein-to-creatinine ratio.

Figure 2: Change in eGFR from baseline to week 24
(NOBLE) or week 26 (VALIANT)
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eGFR, estimated glomerular filtration rate; IQR, interquartile range.
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* Pegcetacoplan treatment reduced proteinuria in the
NOBLE and VALIANT trials (Figure 1).

* Pegcetacoplan stabilised eGFR for the duration of the
two trials (Figure 2).

* At the last assessment (NOBLE, week 52; VALIANT, week
26), glomerular C3 staining was reduced by at least two
orders of magnitude in 60% of NOBLE patients and in
100% of VALIANT patients; corresponding values for
zero intensity staining were 40% and 100%, respectively
(Figure 3).

* For all parameters, the effect of pegcetacoplan in
post-transplant patients is consistent with that observed
in the overall population of pegcetacoplan-treated
patients from the two trials.*?

Safety

* One patient in the NOBLE trial discontinued
pegcetacoplan due to TEAEs of ‘flu and weight loss
(Table 2).

* No new safety signals were identified; no infections
caused by encapsulated bacteria were reported, and
there were no cases of graft loss/rejection.

Figure 3: Representative biopsies from a

pegcetacoplan-treated patient with C3G in a native
kidney (VALIANT)*
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C3 staining was assessed with kidney biopsies at weeks 12 and 52 during NOBLE
and at week 26 during VALIANT (optional for adolescents). Staining was assessed on
a standard 3-point scale (0=no staining; 1+=weak/minimal staining; 2+=moderate
staining; 3+=strong/high intensity staining).*> All patients had >2+ staining for C3 on
kidney biopsy at baseline.

C3G, complement 3 glomerulopathy; OOM, orders of magnitude.

Table 2: TEAEs reported in the two trials

VALIANT
(n=5)°
TEAEs 5(83.3) 5(100.0)
Related to 2 (33.3)¢ 1 (20.0)¢
pegcetacoplan
Serious TEAEs 1(16.7) 0 (0.0)
Related to 1(16.7) 0 (0.0)
pegcetacoplan
TEAEs leading 1(16.7)8 0 (0.0)
to treatment
discontinuation
Graft loss or rejection 0 (0.0) 0 (0.0)

?Patients with proteinuria 21 g/g at baseline.

Safety was assessed for 52 weeks.

‘Includes post-transplant patients who received pegcetacoplan during the
randomised controlled period.

IMild-to-moderate ‘flu and weight loss (one patient); possibly related.
*Mild-to-moderate mucositis, elevated gamma-glutamyltransferase, and rosacea (one
patient); all possibly related.

'Worsening neutropenia (one patient); possibly related; drug was interrupted,;
event resolved; drug was reintroduced.

ePegcetacoplan was withdrawn for the patient with TEAEs of ‘flu and weight loss.
TEAE, treatment-emergent adverse event.
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