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= Remibrutinib, a novel, potent, highly selective, covalent, » Data from a final analysis of phase 2 trials in chronic spontaneous urticaria (CSU; NCT03926611), — After 12 weeks, patients were eligible to roll over into the 52-week, single-arm OLE study » Efficacy and safety of remibrutinib in patients with asthma were assessed via a
R - b t' - b n A N I oral Bruton's tyrosine kinase inhibitor, is currently being Sjogren’s syndrome (SjS; NCT04035668), and asthma (NCT03944707), and an interim analysis of the (NCT04109313), where they received remibrutinib 100 mg BID (Figure 1) multicenter, randomized, placebo-controlled, patient- and investigator-blinded,
e m I ru I n I n Ove invigtilgatelci in pha:/les.3,Elric?_lrsofsczrf;gztgstcr;n_reonst1o5f6281 1 open-label extension (OLE) in CSU (NCT04109313) were included in this analysis = The LOUISSe trial (NCT04035668) was an adaptive-design phase 2 study to E)ear:]aigfllgi;r:i(;)u';])ot(r)iar:](Ngg%?;gdigzggéFigure 3). For 12 weeks, patients received either
. = multiple sclerosis (MS; ) = Efficacy, safety, and tolerability of remibrutinib in adult patients with CSU inadequately controlled by H, histamines establish safety and efficacy and characterize dose-response of remibrutinib in patients u ? P

BT KI I n D eve I O m e nt fo r = Remibrutinib showed a favorable selectivity and was assessed in a multicenter, randomized, double-blind, placebo-controlled, dose-finding, phase 2 core study with moderate to severe SjS (Figure 2). In this 24-week study, patients were allocated to = Safety assessments comprised AEs (including serious AEs [SAEs], AEs leading to

potency profile in vitro,2 with the potential to minimize (NCT03926611; Figure 1). Patients were allocated to 1 of 7 treatment arms and received either remibrutinib 1 of 3 treatments arms that received either remibrutinib 100 mg QD, remibrutinib 100 mg BID, treatment discontinuation, and AEs of special interest [AESIs]), vital signs,
- off-target toxicity and associated adverse events (AEs) 10, 35, or 100 mg once daily (QD); remibrutinib 10, 25, or 100 mg twice daily (BID); or placebo for 12 weeks or placebo electrocardiograms (ECGs), and laboratory parameters

M S WI t h a F avo ra b I e = The remibrutinib clinical development program includes

17 studies with >1000 participants (healthy volunteers Figure 1. Study Designs for the Phase 2 Core and Extension Trials for Remibrutinib in CSU Figure 2. Study Design for LOUiSSe Trial* for Remibrutinib in SjS Figure 3. Study Design for Phase 2 Trial for Remibrutinib in Asthma

and patients with various conditions) exposed to
remibrutinib at doses ranging from 0.5 to 600 mg and
with varying durations up to 52 weeks

Randomized, double-blind, placebo-controlled phase 2b core study (12 weeks) Multicenter, randomized, placebo-controlled, double-blind, parallel-group,

Randomized, double-blind, placebo-controlled phase 2a trial (24 weeks)
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s s ARA0 1 . 2 . - - 3 . 4 - TO present. a.n Ove.rV|e.\N Of the Safety.Of remlbrl.Jtlr"b from Week -2 o Wee'l‘ 12 Week 16 We?k 0 Week 52 (n=24) (Day -49) (Day -35) and randomization (Day 1) (Week 12) Day 107 safety contact
Mitzi Williams,' Laura Airas, Tanta Chitnis, Sarbjlt Saini, phase 2 clinical trials in various autoimmune disorders Phase 2a Remibrutinib 100 mg QD e
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M iCh i h i ro H id e 5 GO rd O n S u Ssma n 6 J i n N a ka h a ra 7 Robe r‘t Remibrutinib 100 mg BID (N=183) (N=73) (n=25) J < Background therapy: budesonide/formoterol 80 ug/4.5 ug (2 inhalations BID) >
’ ! ’ \4 Screening: Run—in:‘ Minimun] 3 weeks (21 Siay’s);
Bermel,® Thomas Dorner,® Brett Loop,'® Marina Ziehn, o o ralover o oo sty o ok 7200 Placebo UptoZea | Frequrdto s o optent Tesmen T =
) ) J ) Week 16 or any time during the observational period if UAS7 216 (n=24) the run-in visit extended up to 5 weeks (35 days)
Roman Willi," Bernd C. Kieseier,.12 [van Nikolaev,!
. 1 1 1 1 . . 1 3 BID, twice daily; CSU, chronic spontaneous urticaria; n, number of patients included in each group; N, total number of patients; OLE, open-label extension; QD, once daily; R, randomization; UAS7, weekly Urticaria BID, twice daily; n, number of patients included in each group; N, total number of patients; QD, once daily; SjS, Sjégren’s syndrome AM, morning; BID, twice daily; EOS, end of study; QD, once daily
Activity Score *A study of remibrutinib in SjS
S I byl I e H ae m m e rI e y Arte m Zh a rkOV, RI Ch a rd S I eg e I y *Patients with UAS7 <16 at Week 12 were not eligible to roll over into the extension study but needed to enter the follow-up period of the core study; tIf patients had UAS7 <16 at Week 16, they were allocated to the
. 1 3 . . 1 4 1 5 1 6 observational period of the extension study for up to 12 weeks. After a relapse in the extension study (UAS7 216 at least once), at any time during these 12 weeks, the observational period was terminated immediately,
and patients entered the open-label treatment period; ¥Data for 183 enrolled patients were available at the time of interim analysis (July 2021)
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RESULTS

Joi Life Wellness Group, Smyrna, GA, USA,; 2Turku University Hospital and University of Turku, Turku,
Finland; 3Department of Neurology, Brigham and Women's Hospital, Boston, MA, USA; 4Johns Hopkins

Asthma and Allergy Center, Baltimore, MD, USA; ®Hiroshima City Hiroshima Citizens Hospital, - : . . Qic- 410- . . oo . . -

Hiroshima, Japan; ®University of Toronto, Toronto, ON, Canada; "Department of Neurology, Keio Atotal of .363 patl_ents (CSU: 267; SiS: 49; asthma: 47) Table 1. Remibrutinib in CSU: Overall Safety Profile REMIB_RUTINIB _IN SJS_ _ . REMIB_RUTINIB Wl . _ .

University School of Medicine, Tokyo, Japan; 8Mellen Center for MS, Cleveland Clinic, Cleveland, OH, who. recgl\_/ed various doses (10—190 mg QD/BID) of = |n patients with SjS, the incidence of AEs was generally similar across treatment groups = |n patients with asthma, the rate of AEs was similar between the remibrutinib and placebo
USA,; °Department of Rheumatology and Clinical Immunology, Charite — Universitatsmedizin Berlin, remibrutinib for 12-52 weeks were included (Table 2) groups (Table 3)

G Rh tism R h Center (DRFZ), Berlin, G ; 1"'Novartis Ph tical . . . . . . . . .

Cg:&igtion,elggiLsrzgg:ijzfcus ,A\G;r:1(ilrc)(vartis I)D’hafrrr:g’ AGe,rg::gl’, Swi?::ﬂ:nd; gr[)rg?;:,tunlgitsof = Across the CSU, SjS, and asthma studies, the most (12weeks) (52 weeks) * Remibrutinib had a favorable safety profile and was well tolerated over 24 weeks in patients - All AEs were mild or moderate and no participants reported any SAEs

Neurology, Heinrich Heine University, Diisseldorf, Germany; '3Novartis Institutes for BioMedical frequently reported grouped AEs (210%) were Remibrutinib with SjS (Table 2) - No deaths occurred in the study

Research, Basel, Switzerland; "4Department of Neurology with Institute of Translational Neurology, Infections and infestations, Skin and subcutaneous Placebo 100 mg BID

University of Miinster, Miinster, Germany; ‘SUrticaria Center of Reference and Excellence (UCARE) tissue disorders, Gastrointestinal diseases, and Patients, n (%) o= (N=183) Table 2. Remibrutinib in SjS: Overall Safety Profile "+ e moelilely e Aionees e e, arialagn g

between the remibrutinib and placebo groups

Institute of Allergology, Charité — Universitatsmedizin Berlin, Corporate Member of Freie Universitat Nervous system disorders Duration of exposure
Berlin and Humboldt-Universitat zu Berlin, Berlin, Germany; '®Fraunhofer Institute for Translational ) ’ 12 (12.0-12.3) 12 (12.1-12.7) 35 (14.4-52.0) . . . . . .
Medicine and Pharmacology ITMP, Allergology and Immunology, Berlin, Germany; '"Department of weeks, median (IQR) Remibrutinib 100 mg QD was safe and well tolerated in patients with asthma (Table 3)
Dermatology, Hospital del Mar - IMIM, Universitat Pompeu Fabra, Barcelona, Spain; '8 Department of REMIBRUTINIB IN CSU ] ] . . ST . -
Neurology-Neuroimmunology, Centre d'Esclerosi Mdltiple de Catalunya (Cemcat), Hospital Universitari , , , , , Patients with 21 AE 155 (58.1) 18 (42.9) 105 (57.4) Patients, n (%) Table 3. Remibrutinib in Asthma: Overall Safety Profile
Vall d'Hebron, Barcelona, Spain * The proportions of patients with 21 AE, patients with an _ _ _ R —
AE leading to treatment discontinuation, and patients Discontinued study 7(2.6) 0 6 (3.3) Patients with 21 AE 43 (87.8) 20 (83.3) 63 (86.3) LT
: : . L treatment due to AE(s) ' ' 100 mg QD Placebo QD
with SAEs on remibrutinib treatment were similar in the . . Patient % =47 =29
core and extension studies (Table 1) Discontinued study 7 (14.3) 2(8.3) 9 (12.3) atients, n (%) (n=47) (n=29)
SU M MARY Patients with SAE(s) 5(1.9) 0 4(2.2) treatment due to AE(s) Patients with >1 AE 24 (51.1) 15 (51.7) 39 (51.3)
- No deaths occurred during the core and extension
studies Deaths 0 0 0 Patients with SAE(s) 2(4.1) 1(4.2) 3 (4.1) Discontinued study 0 2 (6.9) 2 (2.6)
The safety profile of remibrutinib was explored in phase 2 clinical trials Most f q rted d AEsT (310% treatment due to AE(s) ' '
in various autoimmune disorders including chronic spontaneous - The analyses of laboratory parameters, vital signs, ost frequently reported grouped AEs (210%) Most frequently reported grouped AEs* (210%) Patients with SAE(s) 0 0 0
urticaria, Sjégren’s syndrome, and asthma and ECG findings did not reveal any significant Infections and infestations ot § ifostat
safety concerns ﬁggts:‘% ;’(ﬁg‘lxsf)espif atory 64 (24.0) 9 (21.4) 42 (23.0) niections and iniestations 20 (40.8) 10(41.7) 30 (41.1) Most frequently reported grouped AEs*
Remibrutinib demonstrated a favorable safety profile and was well = Overall, remibrutinib up to 100 mg BID was well Skin and subcutaneous 16 (21.9 Infections and infestations 11 (23.4) 13 (44.8) 24 (31.6)
tolerated at all doses studied in the phase 2 trials and in the 52-week tolerated during long-term treatment, with mostly Skin and subcutaneous 45 (16.9) 2(4.8) 32 (17.5) tissue disorders 12 (24.5) 4 (16.7) (21.9) |
open-label extension (up to 100 mg BID) in various autoimmune disorders S rEEEE AES (e R 6 RS 7 (e e tissue disorders ' ' ' Skin and subcutaneous 2 (4.3) 1(3.4) 3(3.9)
(Table 1) | Nervous system disorders 10 (20.4) 8 (33.3) 18 (24.7) tissue disorders
- . .y s Nervous system disorders 35 (13.1) 7(16.7) 19 (10.4) _
These findings support the development of remibrutinib in phase 3 R o e /S e _ _ _ Nervous system disorders 2 (4.3) 0 2 (2.6)
clinical trials for the treatment of MS e Incidence o ese. S r.emalln.e S.a e auring . Gastrointestinal disorders 30 (11.2) 5 (11.9) 26 (14.2) Gastrointestinal disorders 16 (32.7) 7(29.2) 23 (31.5) _ _ _
long-term treatment with remibrutinib, with the exception Gastrointestinal disorders 3(6.4) 1(3.4) 4(5.3)
in di i . . AESiIs (beyond infections
of skin disorders, where an imbalance was observed AESiIs (beyond infections) (bey ) AESIs (beyond infections)
due to CSU flares after the last dose of study treatment _
(Table 1) Minor hemorrhages 18 (6.7) 1(2.4) 8 (4.4) Minor hemorrhages 5(10.2) 2(8.3) 7(9.6) Hemorrhages 0 0 0
» The incidence of AESIs, including minor hemorrhages Cytopenia 8 (3.0) 1(2.4) 1(0.5) Cytopenia 6 (12.2) 5 (20.8) 11 (15.1) Cytopenia 0 0 0
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CO ieS Of thIS oster ancf/{s Contenlt) Obtained and CYtODGnla, remalned Stable Wlth Iong term AE, adverse event; AESI, adverse event of special interest; BID, twice daily; CSU, chronic spontaneous urticaria; IQR, interquartile range; MedDRA, Medical Dictionary for Regulatory Activities; AE, adverse event; AESI, adverse event of special interest; MedDRA, Medical Dictionary for Regulatory Activities; n, number of patients included in each group; N, total number of patients; AE, adverse event; AESI, adverse event of special interest; MedDRA, Medical Dictionary for Regulatory Activities; n, number of patients included in each group; N, total number of patients;
P P 9 treatment (Table 1 ) n, number of patients included in each group; N, total number of patients; SAE, serious adverse event SAE, serious adverse event; SjS, Sjogren’s syndrome QD, once daily; SAE, serious adverse event
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