A benefit assessment of pegcetacoplan dose increase in the Phase 3 PEGASUS trial of PNH patients
with difficult-to-control disease
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RESU LTS Table 1. Characteristics of patients from PEGASUS who received pegcetacoplan Q3D dosing for 230 days (n=12)
Overall, 15 patients in the PEGASUS study had a dose up-titration to Q3D and were included in this analysis: Reason for Q3D LDH level Setrum | Study Benefit
D : egcetacoplan enefi
e The majority (8 of 12) of evaluable PEGASUS patients who « 10 patients had LDH levels >2x ULN prior to or at the time of dose up-titration Patient dose up-titration duration  following Haemolysis status r::oicentrafion completion demonstrated
had difficult-to-control disease benefited from their dose « 13 patients due to acute haemolysis, 10 of whom had a potential complement-amplifying condition prior to to Q3D (days) Q3D following Q3D status
up-titration haemolysis —
: : : 1st event resolved,;
. . . * 1 patient due to haemolytic anaemia i ’
 These patients experienced LDH decrease with no new P _ _ Y Acute h_aemows's 2nd event ongoing at the end of
: 1 patient due to fatigue 1 (potential CAC" of >30 Decreased , Increased Completed Yes
safety signals _ _ _ _ o the study and resolved during
12 of 15 patients* received Q3D dosing for >30 days and were further evaluated (Table 1). Of these 12 patients, 8 vaccination for 1st event) extension study
* As per pegcetacoplan’s label, dose up-titration from 1,080 benefited from pegcetacoplan dose up-titration and experienced an LDH decrease (Table 1). . .
mg BIW to Q3D should be considered if a patient * For 3/15 patients, pegcetacoplan dose was up-titrated to Q3D due to acute haemolysis; however, observation period on Q3D dosing was <30 days. 2% Fatigue >30 Decreased No haemolysis TEAE reported Increased Discontinued Yes
: : %34 due to AML
experiences an LDH increase of >2% ULN.*>
Acute haemolysis
*In the event of a dose increase, monitor LDH twice weekly for at least 4 weeks.34 Among the 8 patients who benefited from pegcetacoplan Q3D dosing (Table 1): 3 (potential CAC' of >30 Decreased Resolved Increased Completed Yes
e 7 patients experienced an increase in haemoglobin (Hb) infection)
I NTRO D U CTI O N * 7 patients completed the PEGASUS trial, entered the open-label 307 extension study (NCT03531255), and Acute haemolysis
: : 4 >30 Decreased Resolved Increased Completed Yes
COhtIhUEd Q3D dOSlng (pOtentia/ CAC'I‘ Of URTI) C v C p
Paroxysmal nocturnal haemoglobinuria (PNH) is caused by complement- * For 6 patients, serum pegceta.coplfm cc?nc.entr.atlon was <450 pg/mL during or before haemolysis an.d mcrc.eased to Acute haemolysis Event ongoing at the end of the
mediated haemolysis, resulting in increased thrombosis risk and a >509 ug/mL after do.se up-tltr:':\tlon, mdlcatm.g that increased serum Regcetacoplan c?ncentratlon with Q3D c (potential CAC' of 530 Decreased study, and resolved during Increased Completed Yes
substantial symptom burden.! Complement C5 inhibitors (C5i) reduce dosing may have contributed to improvements in LDH and Hb, and resolution of haemolysis diarrhoea) extension study
intravascular haemolysis (IVH); however, residual IVH, extravascular No significant benefit was shown with Q3D dosing in 4 of 12 patients, in whom serum pegcetacoplan concentration
. . L . : p : : : : : Event ongoing at the end of the
haemolysis (EVH) and anaemia can persist in C5i-treated patients. reached >EC90 for LDH in 3 patients, suggesting that other factors may have influenced their response. _ .
Pegcetacoplan is a complement C3/C3b inhibitor providing broad control During or after dose up-titration, 13 of 15 patients (87%) experienced 21 treatment-emergent adverse event (TEAE). 6 Acute haemolysis >30 Decreased study, a:d r?solvtedddurlng Increased Completed ves
extension stu
over IVH and EVH.>* TEAEs among patients who received Q3D dosing were consistent with those observed in the BIW group and the known _ — y
In the Phase 3 PEGASUS trial of patients with persistent anaemia despite pegcetacoplan safety profile. Haemolyt.lc anaefmla
C5i treatment, pegcetacoplan demonstrated significant and sustained 7 (potential CAC" of >30 Decreased Resolved Increased Completed Yes
improvements in haematologic and clinical parameters versus C5i bacterial infection)

: 5
eculizumab. Two events resolved; 3rd event

Figure 1. PEGASUS study design (A) and post-hoc analysis on benefit and safety of

Acute haemolysis

pegcetacoplan dose up-titration (B) 8 (potential CAC” of acute >30 Decreased  e0 6 at th? end of the st.udy, Fluctuated Completed Yes
resolved during the extension

Pegcetacoplan is approved by the FDA for adult PNH patients and by the
EMA for adult PNH patients with haemolytic anaemia.3*

pancreatitis for 2nd event)

A serum concentration threshold of 442 pg/mL is required for study
pegcetacoplan to produce 90% of the proportional maximal change from A) | Run-in period Randomised controlled period Open-label period e
baseline (EC90) in lactate dehydrogenase (LDH) improvement for C5i- Screening ' i ‘ 16 weeks - 32 weeks ’ 9 Acute haemolysis >30 high Resolved Decreased Discontinued! No
treated patients (data on file). .
According to the pegcetacoplan EMA summary of product characteristics _ 1050 SCtp : Pegcetacoplan Pegcetacoplan 10 (potential CACT of >30 Fluctuated Resolved No change Discontinued NG
and US prescribing information, pegcetacoplan dose can be increased Adult patients ' M”,’eik,y e (n=41) (n=38) , _ 5
from 1,080 mg twice weekly (BIW) to 1,080 mg every three days (Q3D) sta‘l’a"l':he:mz::‘ab . infection)
when a patient experiences an LDH increase of >2% upper limit of normal for >3 months Eculizumab : Acute haemolysis
(ULN)*, potentially indicating an acute haemolysis event that may be Hb levels <10.5 g/dl. 900-1,500 mg 1V . 11 (potential CAC” of surgery, >30 Fluctuated Resolved Decreased Discontinued® No
pharmacokinetic or pharmacodynamic in nature.3* (N=80) b""’ee.kliy in‘accordance Eculizumab Eculizumab + Pegcetacoplan sepsis)
WIEAE eg/”me’z ae (n=39) Pegcetacoplan* (n=39)
. . . enroimen
*In the event of a dose increase, monitor LDH twice weekly for at least 4 weeks.3* 12 Acute haemolysis >305 Fluctuated Resolved No change Completed No
O O @ O
Baseline Week 0 Week 16 analysis Week 48 analysis * For this patient, Q3D dosing was administered for ~1.5 months, which led to an increase in serum pegcetacoplan concentration and improved LDH level;
AI M treatment was discontinued due to acute myeloid leukaemia, which was deemed unrelated to pegcetacoplan.
| | o B) PEGASUS post-hoc analysis: benefit and safety of pegcetacoplan dose up-titration " Potential C.ACs t-h-at 09curred within 30 days of the hz?emolysis even'F were reviewed jointly by authors and ana.lysi.s sponsors for a previous publication;®

To assess the benefits of pegcetacoplan dose up-titration in these were identified either as an AE reported by the investigator or inferred from records of concomitant medications.

PNH patients from the Phase 3 PEGASUS trial who had * Patient 7 had an adverse event of haemolytic anaemia, which was not considered equivalent to events of acute haemolysis observed in other patients.®

ARk e camirel dises e Criteria considered in determining the benefit § Eculizumab was added on Day 148.

' of pegcetacoplan BIW to Q3D dose up-titration: I'Pegcetacoplan was discontinued due to acute haemolysis deemed possibly related to pegcetacoplan.

q : : :
PEGASUS patients S e feaeived G5 dlosiag o S50 dleys viere fndie el (i) Pegcetacoplan was d-ISCOHt-IHUEd due to -acute-hae-moly5|s gleemed not reléted to pegcetacoplan.
who had a3 dose # Pegcetacoplan was discontinued due to intestinal ischaemia deemed possibly related to pegcetacoplan.

M ETH 0 DS up-titration Demonstration of LDH decrease AML, acute myeloid leukaemia; CAC, complement-amplifying condition; LDH, lactate dehydrogenase; Q3D, every three days;
TEAE, treatment-emergent adverse event; URTI, upper respiratory tract infection.

from 1,080 mg Resolution of haemolytic events and/or no new events after dose up-titration

Patients from the Phase 3 PEGASUS trial (NCTO3500549) who had a dose BIW to Q3D Stabilisation or increase in serum pegcetacoplan concentration RE FE RE N CES CO NTACT I N FO RMATI O N E] EE-:‘f::f'§°=::‘:f°§:°:=:5§= E]
frequency increase from 1,080 mg BIW to 1,080 mg Q3D were included in (n=15) Completion of the PEGASUS study T SO ISt T 5 U N
this post-hoc analysis (Figure 1). 1. Hill A et al. Nat Rev Dis Primers 2017;3:17028; Morag Griffin | m.griffin@nhs.net o i R s R Y
Reasons for dose up-titration and safety were examined in all patients who Safety: Adverse events during Q3D dosing were evaluated (n=15) 2. Risitano et al. Front Immunol 2019;10:1157 : . ottt tip etz o R e S
, _ , L _ N _ Scan to obtain a digital copy of the poster. . ¥ spien s o eidteiindog,”
received Q3D dosing. The benefit of dose up-titration was evaluated in 3. EMPAVELI (pegcetacoplan) US Prescribing Information. 2021; - - SR B e ey e G R L
tient h ived Q3D dosing for >30 d h : included Copies obtained through the QR Code are for U L IRt G K I K g g L % B8
atients who recelve osing 1or 2 ays, where outcomes inciuae . . o * 3 Sert8eg 33003%°850 0 8% o0% Cses 3380 o35%%es
patients who . 5 Ve . . , . . . . | | | . _ - 4. ASPAVELI (pegcetacoplan) EMA SmPC 2024; personal use only. The hosting website is non- e B St WL
stabilisation/increase in serum pegcetacoplan concentration, decrease in * Patients who received eculizumab during the 16-week randomised controlled period continued to receive eculizumab in addition to 5. Peffault de Latour R et al. Lancet Haematol 2022:9:e648-59: promotional and global, and it may include
LDH, resolution of haemolysis and/or no occurrence of further haemolytic pegcetacoplan for the first 4 weeks of the open-label period. BIW, twice weekly; Hb, haemoglobin; IV, intravenous; ) ] ) TR L OO R E XA B
: : : NH | Ih [Ghinuria: davs SC sib 6. Peffault de Latour et al. Blood Adv 2024; 8:2718-25 information not applicable to your country. @ i I hd i
events, and study completion status (Figure 1B). PNH, paroxysmal nocturnal haemoglobinuria; Q3D, every 3 days; SC, subcutaneous. L . M X e X e IO
Always refer to your local prescribing information.
ABBREVIATIONS: AML, acute myeloid leukaemia; BIW, twice weekly; C5i, complement 5 inhibitor; DISCLOSURES: MG: Fees from Alexion AstraZeneca, Novartis, Swedish Orphan Biovitrum AB, Amgen, Pfizer, Regeneron, and Biocryst; and benefits not directly related to research for ASH 2022 from Alexion AstraZeneca and ASH 2023 from Swedish Orphan Biovitrum AB. AR: Consultancy and
E I_l A20 25 CAC, complement-amplifying condition; EC90, 90% of the proportional maximal change from baseline (90% honoraria from Alexion Pharmaceuticals, Apellis Pharmaceuticals Inc., Biocryst, Novartis, Roche, and Sanofi; and research funding from Alexion and Roche. BM: Nothing to declare. ES: Employee of Swedish Orphan Biovitrum AB. PH: Employee and stockholders of Apellis Pharmaceutical Inc.
effective concentration); EMA, European Medicines Agency; EVH; extravascular haemolysis; FDA, Food and Drug RPdL: Consultancy, honoraria, research funding with Alexion, Novartis, and Pfizer; research funding with Amgen; and consultancy and honoraria with Apellis Pharmaceuticals and Swedish Orphan Biovitrum AB.
Congl’eSS e a Administration; Hb, haemoglobin; 1V, intravenous; IVH, intravascular haemolysis; LDH, lactate dehydrogenase;
PNH, paroxysmal nocturnal haemoglobinuria; Q3D, every 3 days; SC, subcutaneous; TEAEs, treatment-emergent
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