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Target Route of Estimated Half-life Renal Drug-Drug

Administratio Time to Elimination | Interaction
n Peak ? S

lonix FXI Rx Antisense FXI Subq ~B6 h ~2 wk Limited No

Fesomerse °ligonucleotide FXI Subg 1.5-3.5h 10-20 d No No

n

Osocimab FXla \Y 1-4h 30-44d No No
Abelacimab FXI & FXla IV, Subq 1 h(IV), 7-21 20-30d No No

d (subq)
Monoclonal

MK-2060 antibody FXI & FXla Subq

Xisomab FXI IV <1h 11-121h No No
(Asundexian | I Fxia Oral 1-4 h 14-21 h° Limited No )

Milvexian | Smallmolecule || gy, Oral ~3h 1118 h Limited CYP 3A4
\_ | inhibitors )
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PACIFIC-AF: Phase 2 Study in
Patients with Atrial Fibrillation

FXla Activity — Inhibition Data
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Safety of the oral factor Xla inhibitor asundexian compared % ®
with apixaban in patients with atrial fibrillation o
(PACIFIC-AF): a multicentre, randomised, double-blind,

double-dummyjdose-finding phase 2 study
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Primary Safety Outcome
(ISTH bleeding classification)
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OCEANIC AF

Hypotéza

Asundexian v davce 50 mg denne bude prinejmensim rovnocenny
apixabanu v prevenci CMP nebo systéemové embolie u pacientu s
fibrilaci sini s rizikem cevni mozkove prihody.

Asundexian ma ve srovnani s apixabanem nizsi riziko zavazného
krvaceni a |je ucinngjSi v cistem ,net” klinickem pfrinosu
kombinujicim CMP, systemovou embolil a zavazné krvaceni podle
ISTH.
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OCEANIC-AF Study Design OCEANIC
Atrial;liillatian
Asundexian Apixaban
50 mg QD 5 mg or 2.5 mg BID

Randomize Sample size of 18,000 (24 months

Double-Blind / randomization) allows for reaching 340

Double-Dummy primary efficacy (90% power) events
(n ~ 18,000) within 33 months for incidence rate 1.5.

Monthly Monitoring

Adherence to standard-of-care guidelines

Primary Efficacy Endpoint: Stroke or Systemic Embolism

Primary Safety Endpoint: ISTH Major Bleeding
Primary Net Clinical Benefit Endpoint: Stroke or Systemic Embolism and ISTH Major Bleeding
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Zarazovaci kriteria

Fibrilace sini* s indikaci k dlouhodobé [é¢bé antikoagulancii

« Skore CHA2DS2-VASc = 3 u muzu nebo 2 4 u zen

NEBO

« Skore CHA2DS2-VASc 2 u muzu nebo 3 u Zen A alespon 1 z nasleduijicich:

e vék = 70 let

« predchozi CMP, TIA nebo systémova embolie

» renalni dysfunkce s CKD-EPI eGFR <50 ml/min/1,73 m2 béhem 14 dnu pred

randomizaci

« predchozi epizoda netraumatického zavazného krvaceni

« souc¢asna monoterapie antiagregacnimi leky planovana alespon na
dalSich 6 mésicu

* < 6 po sobé jdoucich tydnu leécby peroralnimi antikoagulancii pred
randomizaci



IDMC Recommends Stopping OCEANIC-AF

« From December 2022 to November 2023, 14,830 of the planned 18,000 patients had
been randomized

« IDMC recommended stopping OCEANIC-AF to the EC and study team due to inferiority
of Asundexian to Apixaban for the prevention of stroke and systemic embolism

« November 19th, 2023: Sites notified worldwide

Patients transition to open-label therapy
and close-out visits conducted across the world




Cumulative Event Rate for the Primary Efficacy Endpoint

2.5

2.0+

1.5+

1.0

Cumulative Incidence (%)

Asundexian 50 mg

HR 3.79, 95% CIl 2.46-5.83

Apixaban

0.5

—

0.0-

T ; T T
a a0 1] k2] 180

Days

Mumiber of participants at risk

Td15 6564 5574 4522 1058
Apixaban T8 G596 5624 4657 1979

Asundexian 50 mg

Median follow-up: -
160 days

1.3%

0.4%



Uéinnost

Efficacy Events
According to ITT

Stroke or SE

Ischemic stroke or SE
All-cause mortality
Ischemic stroke

CV death

CV death, MI, or stroke

Asundexian

(N=7415)

98 (1.3%)
96 (1.3%)
60 (0.8%)
85 (1.1%)
48 (0.6%)
155 (2.1%)

Apixaban
(N=7395)

26 (0.4%)
22 (0.3%)
71 (1.0%)
21 (0.3%)
44 (0.6%)
77 (1.0%)

Total
(N=14,810)

124 (0.8%)
118 (0.8%)
131 (0.9%)
106 (0.7%)
92 (0.6%)
232 (1.6%)

/

csHR
(95% CI)*

3.79 (2.46-5.83)
4.38 (2.76-6.96)
0.84 (0.60-1.19)
4.06 (2.52-6.54)
1.09 (0.72-1.64)
2.02 (1.54-2.66)

~




Bezpecnost

ISTH major bleeding

ISTH major and CRNM bleeding

ISTH CRNM bleeding

Hemorrhagic stroke

Symptomatic intracranial hemorrhage
Fatal bleeding

ISTH minor bleeding

Stroke, SE, or ISTH major bleeding
(net clinical benefit endpoint)

Asundexian 50 mg

(N=7373)
17 (0.2%)
83 (1.1%)
67 (0.9%)
1 (<0.1%)
3 (<0.1%)
0 (0%)

187 (2.5%)

120 (1.6%)

Apixaban
(N=T364)

53 (0.7%)
188 (2.6%)
140 (1.9%)
6 (0.1%)
18 (0.2%)
4 (0.1%)

317 (4.3%)

75 (1.0%)

Total
(N=14,737)

70 (0.5%)
271 (1.8%)
207 (1.4%)
7 (<0.1%)
21 (0.1%)
4 (=0.1%)

504 (3.4%)

195 (1.3%)

/

csHR
(95% EI]T

0.32 (0.18-0.55)
0.44 (0.34-0.57)
0.48 (0.36-0.64)
0.17 (0.02-1.42)

0.16 (0.05-0.55)

Mot calculated

0.59 (0.49-0.70)

1.61 (1.21-2.15)




Podskupinova analyza

Asundexian 50mg  Apixaban

Crverall

Single agent antiplatelet therapy planned to continue for 26 months after randomization
Mo

Yes

eGFR group (mLimint.73m)
<50

50 o 80
=80

Pooled CHA
=3 for I'I'IdJEE a

=3 fior makes and =4 for females

Sax
Female
Malke

Age group
<65 years
G5=T35 years
=70 years

Atrial fibrillation
Parosysmal
Permstent

DS, -VASc score Group 1

nd =4 for fernales

pattemn

Leng-stsnding persistent

Parmanent

History of stroke or TIA

Mo
‘fes

26 consecutive weeks of treatment with oral anticoagulant prier to randomization

Mo
Yes

niN (%)

9877415 (1.2%)

QONGET 3 (1.3%)
B4 (1.1%)

IHIIAT (2.2%}
SAIBSH (1.4%)
1602133 [0.8%}

FIOTT (0.7%)
TSA33E (1.7%)

AHIE56 (1.8%)
29158 (1.2%)

HTI0 (0.4%)
ITIA45S (1.1%)
58/3230 (1.8%)

332760 (1.2%)
251773 (1.4%)
BI436 (2.1%)
12327 (1.3%)

BTIB026 (1.1%)
1380 (2.2%)

AENTT (1.4%)
1EN1 236 (0.8%)

n/N (%)

ZETIGS (D.4%)

228832 (0.3%)
AT43 (0.5%)

81289 (0.8%)
973854 (0.2%)
2162 (0.4%)

83132 (D.2%)
004263 (0.5%)

H2558 (0.4%)
174837 (0.4%)

2715 (0.3%)
1073408 (0.3%)
1473277 (0.4%)

82641 (0.2%)
BAANS (0.4%)
10428 (0.29%)
872384 (0.2%)

190B0S0 (0.3%)
71305 (0.5%)

1976140 (0 3%
7M255 (0.6%)

Fofe

101

CoxPFH model
csHR (95% Cl)

379 (246, 5.83)

1(2.58, 8.33)
01 (061, 6.69)

348 (1.59, 7.60)
592 (2.92, 1.9
1.81 (080, 4.09)

P <0.05
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* V prubéhu 11 mésicu bylo do studie zarazeno vice nez
14 810 pacientu s FiS a CMP.

« Asundexian 50 mg jednou denné byl méné ucinny v prevenci CMP a
systémové embolie ve srovnani s apixabanem u pacientl s FiS s
vysokym rizikem CMP.

« VétSina pacientu (83 %) byla drive le¢ena OAC.

 Pozorovana mira CMP a systémové embolie pri Iécbé apixabanem v
této vysoce rizikové populaci byla nizSi nez drive pozorovana.






Implikace

Je zapotrebi dalSiho vyzkumu k uréeni spravné miry inhibice FXla pro prevenci CMP u
FiS.

Pro tuto indikaci muze byt zapotrebi témér uplné potlaceni aktivity FXla.

Predchozi uzivani peroralnich antikoagulancii bez klinickych problému a lec¢ba F Xla-i
mohou vést k niz§i mire CMP a systemovée embolie

Pod dohledem IDMC probiha nékolik studii s inhibici faktoru Xl u ruznych indikaci.









Pre-specified Post Hoc Hypothesis Generating: OAC Naive or OAC
Experienced Assigned to Asundexian or Apixaban

Stroke or Systemic Embolism (%)

2.5
1: Asundexian - OAC Experienced =
— 2. Apixaban - OAC Experienced OAC Experienced
209 _ _ _ 3: Asundexian - OAC Naive HR 95% C.1.
— — - 4: Apixaban - OAC Naive 4.66 (2.84-7.65)
1.5 ~
------------ i OAC Naive*
: - HR 95% C..
1.0 -_——_—_,—,—_—_—_——_—_—_—— } 1.42(0.54-3.73)
ST |
- ___J- -_—— =
L
0.0- T T T T T
0 30 60 90 180 270
Days
Participants at risk
1 6177 5500 4683 3874 1648 192
2 6140 5519 4734 3924 1682 182
3 1238 1064 891 748 310 26
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