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Background Results

Orelabrutinib Mechanism of Action Baseline Characteristics Safety: Predictable and Manageable Safety Profile With No Deaths Over the 24-week Double-Blind Period
« Bruton’s Tyrosine Kinase inhibitors (BTKi) act on both B and myeloid cells implicated in » Baseline characteristics were generally comparable across the two treatment arms (Table 1) » Overall Safety: Orelabrutinib safety was predictable and manageable over the 24-week double-blind period, with the majority of
multiple sclerosis (MS) Table 1. Baseline B - 1 Climical Ch " TEAEs being mild to moderate (CTCAE Grade 1or 2) (Table 2)
o , , , , able 1. Baseline Demographic an inical Characteristics , , , ,
« BTKis with CNS penetration may address CNS-compartmentalized neuroinflammation, a less . — Jrab - - » No deaths were reported throughout the Phase 2 RRMS study, including the double-blind, open-label extension, and safety follow-up
accessible driver of MS disease progression' EAO':;L"(‘SGD(;thCter'St'CS (ITT) qucebO/ore('ﬁ'?T(;')':'b S0 @1E Orelqbr‘z;‘\'l“_"zg)o g el periods through Week 124
) sc,i)g;fwloalibnrgﬁ:L)oc;thCpNO;—err;t;iglg:’ix;;eollepcglr\i/SBeCrNaIS;nF:rinJerwt;Ocn;IIEI;((II:iZ?;'S;C))CkS BTK-mediatea Age, years 35.6(10.4) 34.8 (9.6) Table 2. Overall Summary of Treatment-Emergent Adverse Events®
el C off 4 shortt fatv of orelabrutinib in o Phase 2 study in relaps: Female, n (%) 24 (60.0) 29 (72.5) Placebo/Orelabrutinib 50 mg Orelabrutinib Total Orelabrutinib
’ r;Nr:it\;ien_Wl\e/lz (R?RI\I/CIZS)ChyCIC\]/Z bseecl?]rr_e eg:[esg ergvci)ofj);le 30 rutinioin @ Fnase 2 Study in relapsing- Time since MS diagnosis, years 4.4 (5.3) 4.8 (5.8) Safety Adverse Events (24 Weeks), n (%) QD (N=40)° 80 mg QD (N=40) (N=151)°
o ¥ X Y Number of relapses in the last 2 years 1.7 (0.8) 1.6 (0.8) Al TEAES_ 18 (45.0) 23(57.5) 91(60.3)
Figure 1. Orelabrutinib blocks BTK-mediated immune cell activity EDSS Score 2.58 (1.6) 2.80(1.3) TEAEs with CTCAE Grade 23 12.5) 2(5.0) 10(6.6)
Patients with GAE T1lesions at baseline, n (%) 12 (30.0) 18 (45.0) >erious TEAES ) 0 D)
PERIPHERY CENTRAL NERVOUS SYSTEM STy - . (3'1) v (9'3) TEAEs leading to drug interruption 2 (5.0) 2 (5.0) 13 (8.6)
umioer O esions . . . . : :
RMS (peripheral inflammation)LO/ PMS (compartmentalized inflammation) : : TEAEs leading to drug withdrawn 0 0 4 (2.6)
Volume of T2 lesions, cm 17.48 (13.9) 17.60 (13.7) TEAEs leading to death 0 0 0
' @ 1 Participants who were treatment-naive, n (%) 25 (62.5) 21(52.5) Liverrelated TEAES 4 (10.0) 2 (5.0) 18 (11.9)
: Proinflammatory

Activated “The “Placebo/Orelabrutinib 50 mg QD” group received placebo during Weeks 1-12 and orelabrutinib 50 mg QD during Weeks 13-24.

. ; “The “Placebo/Orelabrutinib 50 mg QD” group received placebo during Weeks 1-12 and orelabrutinib 50 mg QD during Weeks 13-24. These results are from the Safety population.
\ Mmicroglia

®Total Orelabrutinib includes events from Weeks 1-24 in the orelabrutinib dose groups, and events occurring in Weeks 13-24 for subjects in Placebo/Orelabrutinib group who switched to Orelabrutinib.

Efficacy: Primary Endpoint Was Met at Week 12 and Maintained Through Week 24 Additionaldose-level data are avatiable via AR code.

« Most frequently reported TEAEs (>5% in orelabrutinib-treated participants): ALT increased, headache, COVID-19, rash, neutrophil
count decreased, and hemorrhage (Table 3)
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» Orelabrutinib 80 mg QD significantly reduced cumulative new GdE T1lesions at Week 12 vs placebo
in the PHS population: 20.4% (80 mg QD, p=0.0018)° (Figure 3a)

v » Results sustained through Week 24: 92.3% (80 mg QD, p=0.0037) Table 3. Most Common Treatment-Emergent Adverse Events™

Cellular %

;-""4 _ - e « Results were consistent in the ITT population where orelabrutinib significantly reduced the adjusted Placebo/Orelabrutinib 50 mg Orelabrutinib Total Orelabrutinib
v - QWY ] ] o o _ a - - b
Bfl.e" N . AN bl mean cumulative number of new GdE T1lesions at Week 12 vs placebo: 80.5% (80 mg QD, p=0.0013) Most Common TEAEs (> 5%), n (%) QD (N=40) 80 mg QD (N=40) (N=151)
coanBfenxis ; [Demyeli.nation) » Results sustained through Week 24: 81.6% (80 mg QD, p=0.0022) Alanine aminotransferase increased 3(7.5) 1(2.5) 14 (9.3)
y U : : . : H h 4 (10. /. 1T(7.
ﬁ’ « Suppression of acute inflammatory activity was observed as early as Week 4 and sustained through eadache [10.0) 3(7.9) [7.3)
_ . y s . . . .. . COVID-19 1(2.5) 4 (10.0) 10 (6.6)
[Antlbody secret.on) Axonal Degradation] % ¥ the 24-week double-blind period with 80 mg QD orelabrutinib (Figure 3b)
(Dying Neuron) 5: !.{q‘ Rash 0] 3 (75) 9 (60)
i \ . Figure 3a. Primary Endpoint: Figure 3b. Secondary Endpoint: Neutrophil count decreased 1(2.5) 2 (5.0) 8 (5.3)
Cre}tedw,thB,.oRendemm Cumulative number of new GdE T1brain Cumulative number of new GdE T1brain lesions Hemorrhage subcutaneous 1(2.5) 3(7.5) 8 (5.3)
A . I I 3% I 3% “The “Placebo/Orelabrutinib 50 mg QD” group received placebo durin ks 1-12 and orelabrutinib 50 mg QD durin ks 13-24. These results are from the Saf ulation.
Perlpheral Compartmentallzed IeSIOnS at Week ]2 (PHS pOpUIOtIOn) at WeekS ]6’ 20’ Gnd 24 (PHS pOpUIGtIOﬂ) b$otec1llz;:r’g%bC;utiniebOincltjdes Zventgs frc[))mgV\(/)eskse1C—§4ientk?eoéfelgbrutin?bvc\jlgfe Sg]ro]up?s,or?dee?/ent: occirringin \[;Veeks%\f\Z/i?o?lubjicTtsier?IGDIc?zegZ?Oerelgbr:[JtienibOgiYJgc\)/\?hoas:[v(\?itched to Orelabrutinib.
CT) 8_ 8- Plgcebo/Orek]brutinib 50 mg QD *Additional dose-level data are available via QR code.
BBB, blood-brain barrier; BTKi, Bruton’s Tyrosine Kinase inhibitors; CNS, central nervous system; PMS, progressive multiple sclerosis; RMS, relapsing multiple sclerosis. 0O L . =
£~ -90.4% (p = 0.0018) —o— Orelabrutinib 80 mg QD H tic Safetv: Earlv. T ient LFT FI H ith O R ible Hv’s L C
Obijective 5 x ) 5 epatic Safety: Early, Transien evations wi ne Reversible Hy’s Law Case
o L O- 0.9 61
Z S €0 « Most liver-related TEAEs (such as ALT/AST elevations) occurred in the first 12 weeks of treatment and were transient and resolved upon
To present the 24-week efficacy and safety profile of orelabrutinib in participants with RRMS o5 434 2 - . . ( . /. o ) P
22 4 oF dose interruption or treatment discontinuation® (Table 4)
“ 3 -% 5 3 50 Mg Q[T) dose for « One orelabrutinib-treated participant met Hy’s law laboratory criteria (in the 50 mg BID dose group); the event resolved completely
S = 5 — g > patients on placebo after treatment discontinuation, and was the only such case reported in the study”
« A Phase 2, randomized, double-blind, placebo-controlled trial (NCTO4711148) evaluated e 2 3E 2 _
158 adults with RRMS (Figure 2) BN 0.42 } | ° Table 4. Hepatic Safety™”
: : oo + P —@ ® .. . . . .
» This poster focuses on the 80 mg QD dose, which has been selected for further clinical 280 Placebo Orelabrutinib 0 o/.F — D . . e HlasesejorElielan Ll S0 DI il e e Enrils
development, and the total orelabrutinib populations; additional dose-level data are available 2 (n=27) 80 mg QD Baseline 4 8 12 16 20 24 Safety Adverse Events (24 Weeks), n/N*** (%) QD (N=40) 80 mg QD (N=40) (N=151)
via QR code (R = 29) Week ALT > 3x ULN 2/40 (5.0) 1/40 (2.5) 9/147 (6.))
The adjusted mean cumulative number, percent reduction (orelabrutinib vs placebo) associated with the 95% Cl and p-values are estimated from a Poisson regression model with a Pearson AST > 3x ULN 0/40 ]/40 (25) 4/]46 (27)
i l scale parameter with alog link function and offset by log number of scans as of Week 12. Baseline number of GAE T1brain lesions is included in the model as a continuous covariate.
Flgure 2° Phqse 2 StUdy D@Slgn ' i’_The“Ilgl'ocebc;[/Oreltqbrut?nib 50 mthD”group ré;give% plo;ebo during Weeks 1-12 and orelabrutinib 50 mg QDduring V\(eeks.13—24. . t ' ‘ t t ALP > Ix ULN ]/40 (25) 3/40 (75) 5/]47 (34)
[ 5 essse | FTT 0 I o e e s o A o i cnclyedbosed on e PAS porulation 015 nwhich sbjects it ot s any ene ofhetree i Total Bilirubin (TBL) >1x ULN 2/40 (5.0 2/40 (5.0 12/147 8.2
9 -wee
Patients — g Orelabrutinib 50 mg @]D) (n = 37) _ . .. Concurrent ALT or AST > 3x ULN and TBL > 2x ULN 0/40 0/40 ]/]47 (07)
Enrolled B : g . . OEF)):;\nI;?Ok;\eI EffICCIcy: Orelaertlnlb 80 mg QD Improved Relapse_Free RCIteS Concurrent ALT or AST S 3)( ULN Clnd ALP < 2% ULN
g Orelabrutinib 50 mg BID (n = 41) : : . : - 0/40 0/40 1/147 (0.7)
Diaignosis of RRMS: S —— - 1Bl (50 mg QD) While Maintaining Stable Disability Through Week 24 and TBL > 2x ULN
- Age 18-55 years - Orelabrutinib 80 e QD (n _ 40) . o . o °The“PIocebo/Qrqubrutinib 50 mg QD” group received placebo duri.n.g Weeks 1-12 and orelabrutinib 50.mg.QD during Weeks13—24. These results are from the Sofety populatio.n. N
S etora0 o Week Wesk 2 Week 2 + Relapse-free rates were 90% with orelabrutinib 80 mg QD vs 70% in the placebo/orelabrutinib 50 mg o e o L W oy e . ek e S0 o o o SR o o s ot o ot b xcloced
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- > Trelapses within 2 years with l12-week blinded treatment: 124-week blinded extension: QD group (O R: 4.05, 9.5/0 Cl1.14 ]4.4], P < 0.05) (Flgu.re 4) | ***N = Total samples collected across treatment groups.
= 2 Trelapse within the last year, o | primary endpoint: Cumulative number Number of new GdE Tl lesions » The adjusted Annualized Relapse Rate (ARR) remained consistently low across all groups (0.04 to 0.14)

(" _>1CdE Tlesionwithinomonths ) of new T1 Gd-enhancing lesions and additional endpoints » Mean EDSS scores remained stable from baseline through Week 24, with no significant differences vs Conclusions

placebo; mean change -0.22 to 0.05 (Figure 5)

Key Endpoints: Analysis Populations: . . . . « 1 g o ey
gadolinium-enhancing (GJE) T1 brain lesions at disposition and clinical efficacy analyses g ‘ P g ‘ 9 profile, characterized by rapid and sustained suppression of disease activity as measured by MRI
Week 12 - Post-hoc Set (PHS) (n=115): MRI endpoints; Excludes participants who 100- o) 157 m Week 12 : : : : .
. Secondary: MRI efficacy, Annualized Relapse Rate missed MRI data points in the first 12 weeks due to force majeure events* N 90.0 k= - eek ; » The 24-week safety profile was predictable and manageable with most TEAEs being Grade 1-2, with no reported
(ARR), Expanded Disability Status Scale (EDSS), and - Safety (N=158): All randomized subjects th received at least one dose —Ef) — Q 10- Week 24 deaths through the treatment period
24-week safety of study drug. (Note: For 24-week orelabrutinib safety analyses, n=151, as O 754 70.0 rg .
. Exploratory: Additional MRI outcomes, PK/PD 7 placebo subjects did not transition to active treatment at Week 13) % €0 05-  Collectively, these findings provide a foundational benefit-risk justification for ongoing global Phase 3 studies of
*COVID-19, Ukraine war, US FDA partial clinical hold O ot orelabrutinib 80 mg In progressive MS
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,, 5 25- O are currently actively enrolling patients with progressive MS
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