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THERAPEUTICS

Background/Methods

I9A Nephropathy (1A BION-1301 is 2 nove Study Design
ADU-CL-19 (Part 3) is an ongoing phase 1/2 trial investigating BION-1301 in patients with

= |[gAN is the leading cause of primary glomerulonephritis, w!th 1 humanized monoclonal @a‘ o IGAN (NCT03945318)
approximately 2.5 per 100,000 individuals per year worldwide . ] ?I%NXSQ:L AB) X g\au faE
anti- m " =
= Approximately 30-45% of IgAN patients progress to end-stage antlbOdy that binds and ig, "" - Cohort 1 (n=10) 450 mg Q2W IV — 600 mg Q2W SC, Ongoing
kidney disease (ESKD) over a period of 20-25 years?5 blocks APRIL ® | up to 104 weeks 't
‘ A TPati iti 224 w
» Proteinuria is strongly associated with kidney disease o o ?q‘ ratients transifioned fo SC af 224 weeks
rogression in IgAN267 and treatments that reduce proteinuria v Potential disease-modifying approach by - l _ 600 mg Q2W de novo SC, :
prog g P : . . - Cohort 2 (n=30) : Enrolling
result in improved clinical outcomes in IgAN8-® directly targeting the pathogenesis of IgAN up to 104 weeks
* v _ i i i BION-1301 red b v - e
BION-1301" and the APRIL Pathway BION-1301 was welltolerated it paients 3 o aaion Objectives | Key Eligibilty Criteria, Cohort 2 JlGN e S
v . Mcgrogan et al, , : 2. Reic
= A Proliferation Inducing Ligand (APRIL) is a TNF superfamily Gd-lgA1 and sustained, clinically .‘ P g = Safety, tolerability, PK, * Biopsy-proven IgAN diagnosis within past 10 et al, 200C7),SJéSN;_3. Moriyama et al,
cytokine that drives IgA class switching and survival of - - : e immunogenicity, biomarker years 20, PROS ONE 4. Rauen etal, 2020,
laA ti | llg10 meaningful proteinuria reduction by 12 L effects, and preliminary effecton  « Total protein excretion = 0.5 g/24h OR UPCR E}gﬂg :2}’Séga6sft$§§r§:,::)’n2§t1§|’ 2019
g_ -Secreling p asmé e S_ _ _ weeks of treatments Reduction in immune proteinuria in patients with IgAN > 0.5 g/g based on 24-hour urine collection at CJASN; 7. Barbour et al, 2019, JAMA Int
- H_|gher APRIL Ieyels In patients W|.th IgAN are correlated Wl_th _ o _ complex formation and * Proof of mechanism screening | gflteac: gozrékeéiglNZ%G /S%j;?k;i%tlgllfer
higher pathogenic Gd-IgA1, proteinuria, and lower eGFR-12 v Phase 1 bioavailability study in healthy deposition in the kidney » Proof of concept » eGFR 2 30 mL/min per 1.73 m2 2021, Sem Immuncl: 11. Zhai et al, 2016,
. - ) : volunteers (HV) supports subcutaneous « Explore dose/schedule, IV and « Stable/optimized dose of RASi for = 3 months Medicine; 12. McCarthy et al, 2011,
APIRIL e eeies G gl sseilon e M uee)i=s ol (SC) dosing4 | SC administration prior to screening (or intolerant to RAS) ‘IJEI%'\” 1'2\_/?_?613;,Bfégegtéézl_];zg%if

patients with IgAN™’

' An optional 1-year treatment extension is available to both cohorts

Baseline and Safety

Demographics and Baseline Characteristics Safety and Tolerability Pharmacokinetics

Cohort 1 enroliment and S Cohort 1 (n=107) Cohort 2 (n=24) In Cohort 1 and Cohort 2: - Low inter-individual variability in BION-1301 serum
treatment duration: concentrations following IV and SC administrations

450 mg IV - 600mg SC 600 mg de novo SC
Age, years, mean (min, maX) 42 (27, 59) 40 (21, 74) SAES, or AEs |eading to discontinuation of Study drug to date ° TrOUgh concentrations of BION-1301 fO”OWing 600 mg SC

« BION-1301 is generally well tolerated in IgAN patients, with no reported deaths,
* 10 patients enrolled; 8

patients continued to SC Sex, male, n (%) 9 (90) 15 (63) - All infections in patients with IgAN have been Grade 1 or 2 in severity and only szw (Cgr]:olrlt 2) are4cé%nsist|e\;1tQV\éi;c/r\1/ tr((:)urg]h ::c;ncentrations
« Mean treatment duration of Race, White, n (%) 10 (100) 11 (46) one infection, which was Grade 1 in severity, was assessed as treatment-related © serv.e © OW'_ng _ Mg _ ( 0_ or )_
64 weeks (range 0.1 to 106 Asian, n (%) 0 11 (46) - Injection site reactions have all been Grade 1 or Grade 2 in severity * No anti-drug antibodies observed in patients with IgAN to date
(o)
weeks) M.BI?CK’ n (é’) 8 1 (j) * 1gG level below the study defined threshold (< 3 g/L) occurred in one patient in
« Mean treatment duration issing, n (%) (4) Cohort 1, requiring protocol-mandated withholding of study drug. There have 100.00 —
of 450 mg IV prior to Ethnicity, Hispanic, n (%) 2 (20) 2 (8) been no infections reported in this patient Cohort 1 Cohort 2
transition to SC was 37 0 - -
weeks - CUtry, =l O (100) 16 (7) AE Category (N=34) 10.00 100.00
* Mean treatment duration Sl e sles T [ G B (it T, Treatment Patients with any TEAE 23 (67.6) ﬁ - —
i+ i 1 ' —e— Cohort 1
gf(t:er tran4s(|)t|on ti 600 mg Time from biopsy, years 2.1 (0.3, 7.7) 3.3 (0.1, 7.6) emergent AEs Patients with Infection TEAE (Grades 1 or 2) 17 (50.0) TEI 1.00 2 . —o—Coho:ttZ
was 40 weeks Blood pressure (mmHg), Systolic 127 (113, 133) 127 (110, 147) (TEAES) Infection TEAE occurring in N>1 patient o) .
Diastolic 83 (69, 88) 79 (57, 88) COVID-19 8 (23.5) = 510 | 010 Days 1-15
eGFR (mL/min/1.73 m2)8 69 (30, 122) 75 (37, 131) Upper Respiratory Tract Infection 3 (8.8) ’ 001
Lonor: 2 enrolll_nen.t and 24-hour urine protein excretion Asymptomatic COVID-19 2 (59 o ; E
treatment duration: P (glday)  1-2(07.6.5) 1.0 (0.6, 2.7) Sinusitis 2 (5.9) 0.01 R T T — 9
« 24 patients enrolled gicday Urinary Tract Infection 2 (5.9)
(enrolling up to 30 patients) 24-hour UPCR (g/g) 0.5 (0.4, 4.6) 0.8 (0.2, 3.2) Wk 1 4 1012 16 20 24
_ Reni iotensi t Treatment-related | Patients with any treatment-related AE 8 (23.5) Co1,n= 9 9 8 8 2 2 4
« Mean treatment duration of enin-angiotensin system 100% 100% AESs . . Co 2, n= 20 17 8§ 9 9 4 0
17 weeks (range 2 to 30 inhibitor use (%) Related AEs occurring in N>1 patient
we g e . . . . Fatigue 3 (8.8) Data cut-off Sep 30, 2022
weeks) SeGFR by CKD-EPI, Chronic Kidney Disease Epidemiology Collaboration Injection site erythema 3 (8. 8) Mean (+ SD) BION-1301 serum concentrations following IV (Cohort 1) or SC (Cohort 2)
Two patients withdrew from study for reasons unrelated to study drug ' administration Q2W#*. Data points after Day 7 are trough concentrations.

Data cut-off Oct 13, 2022

Results

- = % Reduction % Change from Baseline % Change from Baseline
BION-1301 Results in Rapld and BION-1301 UPCR  (Geometric Mean = sE) IgA  (Vean+se) Gd-IgA1  geanzse)
- - 10% 10% 10% Data cut-off Aug. 31, 2022
Durable Reduction in IgA and Treatment 0% 0% 0% 4
. -10% 10% 10%
Gd'lgA1 RQSUItS IN -20% —-Cohort 1 —e-Cohort 2 _;80;0 ——Cohort 1 ——Cohort 2 _;802 ——Cohort 1 —e—Cohort 2
. -30% -30% -30%
Following both IV and SC dosing, BION-1301 Sustained, o — 40% 40%
. . . . . -oU% -66.9% - 0 o -50% -50%
produced rapid and sustained reductions in IgA C||n|ca||y 60% 67{:/" -71-0‘/%0 80% 80%
and Gd-lgA1, the pathogenic variant - 70% 70% 70%
J pathod Meaningful -« o0 o0
Protei ria “90% -90% -90%
roteinuri -100% -100% -100%
Cohort 1 (|V - SC): . Wk 4 12 24 52 76 100 Wk 4 81216202428 40 52 64 76 88 100 Wk 4 81216202428 40 52 64 76 88 100
_ _ .. RedUCthns Col,n= 8 7 8 8 4 2 Cotn= 8888256 8 7 7 4 3 2 Cof,n= 8088257 8 6 6 4 2
 Patients received 450 mg |V then transitioned to 600 mg SC Co2,n= 23 15 9 Co2,n= 2318151010 9 3 Co2,n= 2013 910 8 2
after at least 24 weeks Median (range) baseline protein excretion: Cohort 1, 1.2 (0.7, 6.5) g/day ; Cohort 2, 1.0 (0.6, 2.7) g/day Mean Gd-IgA1 are not available at week 100
* Reductions in IgA and Gd-IgA1 were maintained beyond 52
weeks of treatment IgM % Change from Baseline IgG % Change from Baseline
- Mean + SE Mean + SE
« Reductions in IgM, and to a lesser extent IgG, were also Cohort 1 (|V - SC)- (09 : : 0 ( )
observed « Clinically meaningful reductions in UPCR from baseline were seen in patients with 0% 0%
 Reductions in free APRIL confirm durable target IgAN across a wide range of baseline proteinuria levels by Week 12 -10% 10%
neutralization sustained through 1 year (data not shown) - UPCR continued to decline through one year and then was maintained through two o ~Cohort 1 ==Cohort 2 20% ~-Cohort 1 ~=Cohort 2,
years, providing evidence of sustained efficacy -40% -30%
« Among patients with available data up to Week 52, 7/8 patients demonstrated a Zg; -40%
Cohort 2 (de novo SC): greater than 50% reduction in UPCR from baseline at Week 52 0% Zgj
-80% ’
« SC BION-1301 treatment resulted in rapid and sustained -90% -70%
reductions in IgA and Gd-IgA1, IgM, and to a lesser extent ) -100% -80%
IgG, through 24 weeks of treatment, consistent with Cohort 1 Cohort 2 (de NOVO SC)' - Wk g 2121222245122 42 sg 6;1 72 82 100 Wk 4 81216202428 40 52 64 76 88 100
. . . . 1,n= n=
« Cohort 2 measurements for free APRIL concentrations are in * Mean reduction in UPCR of 53.8% at 24 weeks in Cohort 2 with de novo SC Cor = 2318151070 93 82; SN S

process administration are consistent with those observed in Cohort 1

Mean IgM are not available at week 100

Data cut-off Oct. 13, 2022

Conclusions

Interim Data Continues to Demonstrate Disease- Modifying Potential of BION-1301 in

Patients with IgAN These data provide
proof-of-concept for

v deplete pathogenic Gd-IgA1 in
patients with IgAN

= BION-1301 results in rapid and durable reductions in IgA and Gd-IgA1, the pathogenic IgA variant which drives IgAN pathogenesis : o v reduce proteinuria in patients
« Reductions in IgM, and to a lesser extent IgG, were also observed the dlsease-modlfylng with IgAN who remain at risk for

= BION-1301 is generally well-tolerated with no ADAs observed to-date in patients with IgAN potential of progression with residual
proteinuria despite optimized

= BION-1301 results in clinically meaningful reductions in proteinuria in patients receiving optimized RASI BION-1301 to:
. standard-of-care treatment

» Results are consistent across Cohort 1 (450 mg Q2W IV-> 600 mg Q2W SC after 24 weeks) and Cohort 2 (600 mg Q2W SC)

Clinical data to date supports BION-1301 (600mg SC Q2W) is well-tolerated and results in clinically meaningful proteinuria reductions to be
further explored in phase 3
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