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AlM RESULTS Efficacy outcomes (continued) Efficacy outcomes (continued)

_ : _ : . . . « After 1 round of intensive dosing, AH events resolved in 77% of « Within 1 week of initiating intensive dosing, there was a rapid decrease in median
Examine efficacy and safety of intensive subcutaneous (SC) Baseline characteristics patients (17/22); and after 2 rounds of intensive dosing, AH events LDH level and concomitant improvements in Hb and FACIT-Fatigue score (Figure 2)
or intravenous (IV) pegcetacoplan dosing to manage acute . As of data cutoff (31/1/2023), 22 of 137 patients who entered the OLE feselivee] [ & eeliientl [pElienl s Ee) el et FEeaie I 1 [FEdEmE o By Week 2, median (IQR) LDH/ULN ratio decreased from 6.9 (4.3, 11.6) at baseline
hemolysis (AH) in a subset of patients from the pegcetacoplan study received intensive pegcetacoplan to manage an AH event - Median time to AH resolution was 14.5 days, as reported by to 1.2 (0.9, 1.7)
open-label extension (OLE) study. . . - i |

P ( ) y  Table 1 summarizes the baseline characteristics of the OLE study; investigators o Mean (SD) Hb increased from 9.0 (1.9) g/dL at baseline to 10.5 (1.9) g/dL at Week 4
patients enolled in the AH substudy had similar baseline * Severe adverse evenit heimolysiis st?rtgdi on day 1 of pegcet?coplan treatment in the ar}tecedent study i308v8\1/ind _ . _ _
characteristics as the overall OLE study population Ir?asé?rjaff?;r%i (;ag?tetr" Eo?ﬁofgunnuda;}?’ inEJEgiv%Fé{setgereait Ie:’r;[gg%%gg:};tet?egts;z; ?r?ttfl;i[s)Hp;ﬁceIFftr}ﬂevetg © Ié\l/l4e?'}9(2)De)1tI?/'VA\eCerIE—éll:a:IegaucehiicqcrheeIrr(])prlj)l\;fignsaec)?(rjr:? from 31.4 (15.9) at baseline to

t usi ui t unit Y jor t t t t . .
INTRODUCTION « Table 2 shows patient baseline characteristics at the start of intensive overy 5 daysomwards. in 1 patient a C5 i ,h'b't ’ ’ dpt treat an AH t t v with
pegcetacoplan dosing in the AH substudy . | | o In 1 patient a C5 inhibitor was used to treat an event contemporaneously wi
;  noctumal hemodlobinuria (PNH) is characterized b SR Vedian (interauart 1ORI) LOH/UL rat 50 (43 Figure 2. LDH/ULN ratio, Hb, and FACIT-Fatigue score from Round 1 of intensive pegcetacoplan dosing
aroxysmal nocturnal hemoglobinuria Is characterized by complement-mediate o Median (interquartile range ratio was 6. .3, : : : A
hemolysis and increased thrombosis risk.? Pegcetacoplan is the first complement C3 11.6); mean (standard deviation, [SD]) Hb level and FACIT-Fatigue lirst dose of intensive pegcetacoplan dosing in Round 1. Safety outcomes
and C3b inhibitor approved by the EMA/FDA for treatment of adults with PNH, and score were 9.0 (1.9) g/dL and 31.4 (15.9), respectively

targets both intravascular and extravascular hemolysis.?? LDH/ULN ratiot * During intensive dosing of the 22 AH patients in the substudy, most treatment-

« Dosing prior to the start of intensive pegcetacoplan was twice weekly

. . O emergent adverse events (TEAEs) were mild/moderate (Table 3); there were no
The ongoing OLE APL2-307 study (NCT03531255) evaluates the long-term safety and (n=11), every 3 days (n=6), and 3 times weekly (n=5) = 12 1 Cew s?afety . ( ) ( )
efficacy of pegcetacoplan in patients with PNH who had completed previous Phase 1-3 > 10 -
pegcetacoplan trials. 5' o There were no cases of meningitis, thrombosis, or death
Table 1. OLE study baseline characteristics =
All patients with PNH on complement inhibitors are at risk of AH events. As expected, E o There was 1 TEAE (aplastic anemia) leading to pegcetacoplan discontinuation
some pegcetacoplan-treated patients in the OLE study experienced AH events. We e alns charactarict AH SU'IC’Stt_UdV : tOI'-E Stuldzf — during the overall substudy follow up
hypothesized that intensive pegcetacloplan dosing may help manage AH by achieving SREE S P N=22) N30y x
an immediate increase in pegcetacoplan concentration. Age, mean (SD). years 45.7 (17.2) 46.4 (14.6) = Table 3. Safety summary in the AH substudy
Female, n (%) 10 (45.5) 76 (55.9) -.‘5° Category RounO(I N1_Igg§/ 1-21  Overall sut(’;t_uzdzxg follow-up*
Wei 69.9 (13.8) 70.2 (15.4) % Arv TEAES. n (% 3 (40.9 20 (90.9
M ET H 0 DS eight, mean (SD), kg =20 Y BL* Day2 Wk 1 Wk 2 Wk 3 Wk 4 ny TEAES, n (%) (40.9) (90.9)
BMI, mean (SD), kg/m? 25.7 (5.0) 25.7 (5.2) n=22 20 27 27 19 19 Total number of TEAES, n 0 14 117
Patients enrolled in the OLE study who experienced AH events warranting immediate ’ ’ n=18 n=124 A Start of intensive pegcetacoplan dosing Pegeetacoplan-related TEAES, n (%) 2(91) 7(31.8)
intervention were offered intensive pegcetacoplan (Figure 1).4 LDH level, median (range), U/L 190.0 (123, 2089) 184.0 (69, 3459) . - Injgction site-relatid TEAEs, n (%) 0 4 (18.2)
- o | | - Hb level, mean (SD), g/dL 111 (2.1) 11.6 (2.2) = 15 Hemoglobin Serious TEAES, n (%) | — : 3 (13.6)f 7(31.8)
Eligibility criteria for intensive dosing included lactate dehydrogenase (LDH) >2x the ARC, mean (SD), 10° cells/L 82.9 (23.6) 88.3 (40.4) = TEAEs leading to pegcetacoplan discontinuation, n (%) 0 1(4.53
upper limit of normal (ULN) and 1 new or worsening sign/symptom of hemolysis (e.g. Indirect bilirubin level, mean (SD), pmol/L 11.5 (6.5) 11.6 (7.5) = 14 - Igzszéizzg'c?aﬁn?:;t;:éo//"; - (202 o - (28 ”
decreased hemoglobin [Hb], hemoglobinuria, thrombosis, or fatigue). Total FACIT-Fatigue score, mean (SD) 44.4 (11.0) 42.9(8.7) 3 13 1LLN (female) e | | |
- . _ o . . < Hemolytic disorders 4 (18.2) 11 (50.0)
_ _ _ AH, acute hemolysis; ARC, absolute reticulocyte count; BMI, body mass index; FACIT-Fatigue, Functional 12 o o o o o o o e e o e o I I
Patients with AH on a steady-state pegcetacoplan dose of 1080 mg SC twice weekly Assessment of Chronic lliness Therapy-Fatigue; Hb, hemoglobin; LDH, lactate dehydrogenase; OLE, open- -_% Hypersensitivity 1(4.5) 3 (13.6)
received intensive pegcetacoplan treatment: a single dose of 1080 mg IV, or 1080 mg label extension; SD, standard deviation. ° 11 - Infections 0 10 (45.5)
SC on 3 consecutive days. After this, an increased maintenance regimen was g 10 1 Sepsis 1 (4.5)% 2 (9.1)
administered at the next higher dosing frequency as before the AH episode (1080 mg : ® 9 - Meningiti
: : . : : | gitis 0 0
SC every 3 days or 3 times weekly). A patient may receive repeated rounds of intensive gablT_ 2. Inr’:enSI\t/e .p?.gcetacoplan for AH substudy g g Thrombosis 0 0
i i A daSellne cnaracleristics "
dosmg with a minimum gap of 14 days between rounds. g)_/ 7 - *As of 31/1/2023, patients have received up to 4 rounds of intensive pegcetacoplan in the substudy; median (range) pegcetacoplan
) . ) . exposure: 277 (96, 475) days. TConsidered pegcetacoplan-related in 1 patient (sepsist). *Sepsis with no further infections. $One patient
Changes iIn Hb, LDH, and Functional Assessment of Chronic lliness Therapy-Fatlgue _ - _ . . i subst.udy % 6 - discontinued pegcetacoplan due to aplastic anemia. AH, acute hemolysis; TEAE, treatment-emergent adverse event.
FACIT-Fati ue) e e dleeer5Eal Sl SEiErEm G e e EvE [IE e Patient characteristics prior to the start of intensive pegcetacoplan population @
( g , - (N=22) = 5 . . . . . .

o — CONCLUSIONS
Time since diagnosis of PNH 11.0 (6.6) n=22 20 21 21 19 18

_ _ to Day 1 of AH substudy, mean (SD), years
Figure 1. Intensive pegcetacoplan treatment regimens* FACIT-Fatigues » Preliminary data suggest that intensive SC or IV pegcetacoplan dosing was

LDH/ULN rati ' IQR 6.9 (4.3, 11.6 . . : :
/ULN ratio, median (IGR) ( ) o 60 - effective, safe, and well-tolerated in the management of AH events in patients
Hb level, mean (SD), g/dL 9.0 (1.9) 9 receiving pegcetacoplan
7
Next higher dosing frequency as before ARC, mean (SD), 10° cells/L 153.6 (65.9) D o Median time to AH resolution was 14.5 days from the date of the 1st intensive
the AH episode: 1080 mg Q3D or TIW Indirect bilirubin level, mean (SD), umol/L 30.6 (19.9) 2 ey d dosing as reported by the investigator
1080 mg . © . . . .
AH episode dose of Total FACIT-Fatigue score, mean (SD) 31.4 (15.9) L o There were timely improvements in LDH, Hb, and FACIT-Fatigue score
LPH >2)f .ULN WVPEG AH, acute hemolysis; ARC, absolute reticulocyte count; FACIT-Fatigue, Functional Assessment of Chronic - P |ati fOHOWing intensive pegCetaCOD|an dOSing
YD B e lliness Th Fatigue: Hb, hemoglobin: IQR, interquarti . LDH, lactate dehyd . OLE O opulation
: /symptom » » » ness ergpy- atigue; , N€MmMOogloDIN; , 1IN erqug I? range, , lacla e e ydrogenase, , open- < Th t f th b . d t I
zlfq;emolysis* 1080 mg 2" 41080 mg 3" 1080 mg : : label extension; PNH, paroxysmal nocturnal hemoglobinuria; SD, standard deviation. LL norm O ere were no events o romposis and No pegcetacopian
intensive intensive intensive S 20 - discontinuations due to an AH event; most TEAEs were mild/moderate and
SC PEG SC PEG SC PEG ) .
\ — — Sovs Day? Dayid Day2i Dayzg months n there were no new safety signals
ay > m
o Efficacy outcomes S 10
study . o E
Repeat AH episode visit « 22 AH events (9 severe, 10 moderate, 3 mild) led to initiation of = 0 | | | | | | RE FERE N C ES
_______________________________ LDH >2x ULN with - - - _ _ .
additional sign/symptom of hemolysis* Round 1 of intensive pegcetacoplan dosing (SC n=15, IV n=7) 82L1 Da;'72 W1k71 VV1§2 V\;if V\1”;4 1. Hill A et al. Nat Rev Dis Primers 2017:3:17028 2. EMPAVELI (pegcetacoplan) US Prescribing
: - : n= Information. 2021 3. ASPAVELI (pegcetacoplan) EMA Summary of Product Characteristics. 2024
o In the 28 days prior to the AH events, 2 patients received a 4. Griffin M et al. Blood Ady 2024:8:1776-86 5. Cella et al. Cancer 2002:94:528-38.
*D dHb. h lobinuria. thrombosi fati vaccination and 8 patlents experlenced an infection, which were * Baseline of substudy. t LDH reference range: 113-226 U/L. +Hb LLN (female): 12 g/dL. 8 FACIT-Fatigue score
AHecrease ’ emog obntna, TOT“ osis, orfa |gu.e. _ _ _ - £ Fr US population norm?: 44. BL, baseline; FACIT-Fatigue, Functional Assessment of Chronic Iliness Therapy-
, acute hemolysis; Hb, hgmoglobm, 1V, mtravenous., L.DH, lactate dehydrogenase; PEG, pegcetacoplan; Q3D, every 3 days; potentlal Complement-ampllfylng conditions Fatigue; IQR, interquartile range: LDH, lactate dehydrogenase: LLN, lower limit of normal: SD, standard
SC, subcutaneous; TIW, 3 times weekly; ULN, upper limit of normal. deviatio’n; UL’N, upper limit of no;mal; Wk, Week. ’ ’ o CO N TACT I N FO RMATI O N
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