DGHO 2023: Hamostaseologie Joint Symposium mit GTH

VASCg®
Center for
Vascular Research

Faktor-Xl/Xla-Inhibitoren

Rupert Bauersachs

CCB - Cardioangiologisches Centrum & CC B ZEE,?SSE

Bethanien, Frankfurt a. M. RHYTHMUS




Faktor-Xl/Xla-Inhibitoren

$CCB

HERZ
GEFASSE
RHYTHMUS

> F XI Mangel- Hamophilie C
> Pharmazeutische Ansatze

> Aktuelle Evidenz

> Blick in die Zukunft




Bedarf fur neue Antikoagulanzien

> Blutungsrisiko : Hohes Blutungsrisiko
> DOAKs mit weniger Blutungen als VKA; bei terminaler Niereninsuffizienz
> Trotzdem: Blutungen bei 5 bzw. 12% bei Alteren A - —
> => Unterversorgung, zu niedrige Dosis 5 Apaban 059
> Leber- oder Nierensuffizienz 3
> Terminale Niereninsuffizienz 58 " Phenprocoumon
> Krebs &Thrombose: Gl / urothelialer Krebs £s [ -
> Kombination mit TAH §§ 08 :
: . 5 = Apixaban

> Wirksamkeit, ZB CAT: 38 |
> Wechselwirkungen ;52 '
> Gl-Resorption, Mukositis L £3
> Adhérenz ié% 021

i€

> Fremdoberflachen = g o7
> Katheter, Filter, s e | 38 x 15 s : 2
> entziindliche Erkrankungen 0 250 500 750 000 1250

Days since randomization




FXI Mangel (Hamophilie C / Rosenthal disease - 1953)

> Familien mit Blutungen nach OPs oder Zahneingriffen

> urogenital, oro-pharyngeal, nach Verletzung, Nasenbluten?, Menstruationt)
> APTT 11; Blutungen generell mild, auch bei schwerem Mangel

> Blutung korreliert nicht mit FXI Level

> Ausgepragter FXI Mangel vermindert das
Risiko fur ischamischen Schlaganfall oder VTE
(OR 0.1, CI 0.07-0.14; OR 0.47, CI1 0.36-0.61) |
> Erhdhte FXI Spiegel sind assoziiert mit
erhohtem VTE Risiko S

Quartile

Meijers JC, et al . N Engl J Med. 2000;342:696-701

Odds Ratio
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Trennung
von Hamostase und antithrombotischer Wirkung

Thrombose

Hamostase

FXla wirkt v.a. tiber Feedback-
Aktivierung durch Flla; siehe *
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Thrombose verhindern kann, ohne das
Blutungsrisiko zu wesentlich verstarken.



Trennung
von Hamostase und antithrombotischer Wirkung
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Antikoagulation zwischen Hamostase und Thrombose

Heparins

DOACs FXI/Xla inhibition/deficiency
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Zielgerichtete Ansatze gegen Faktor XI

ASOs Antikorper Kleine
Molektule

Mechanismus Blockiert Bindung an Bindung an Bindung an Bindung an
Biosynthese Zielprotein Zielprotein Zielprotein Zielprotein
Anwendung Parenteral Parenteral Oral (oder Parenteral Parenteral
parenteral)
Haufigkeit Waochentl- Monatlich Taglich Taglich Taglich
Monatl.
Wirkbeginn Langsam Schnell Schnell Schnell Schnell
(Wochen) (Stunden bis (Minuten bis (Minuten) (Minuten bis
Tage) Stunden) Stunden)
Wirkende Langsam Langsam Schnell Schnell Schnell
(Wochen) (Wochen)
Renale Nein Nein Ja Unklar Nein

Elimination

Modified from: Greco A, Laudani C, Spagnolo M, Agnello F, Faro DC, Finocchiaro S, et al. Pharmacology and Clinical Development of
Factor X! Inhibitors. Circulation. 2023;147(11):897-913.



Zielgerichtete Ansatze gegen Faktor XI

-
Mechanismus Blockiert

Biosynthese
Haufigkeit Waochentl-

Monatl.

Wirkbeginn Langsam

(Wochen)
Wirkende Langsam

(Wochen)
Renale Nein
Elimination

Bindung an
Zielprotein

Parenteral

Monatlich

Schnell
(Stunden bis
Tage)

Langsam
(Wochen)

Nein

Kleine
Molekile

Bindung an
Zielprotein

Oral (oder
parenteral)

Téaglich

Schnell
(Minuten bis
Stunden)

Schnell

Ja

Bindung an Bindung an
Zielprotein Zielprotein
Parenteral Parenteral
Taglich Taglich
Schnell Schnell
(Minuten) (Minuten bis
Stunden)
Schnell Schnell
Unklar Nein

Modified from: Greco A, Laudani C, Spagnolo M, Agnello F, Faro DC, Finocchiaro S, et al. Pharmacology and Clinical Development of
Factor XI Inhibitors. Circulation. 2023;147(11):897-913..



FXI-ASO in Total Knee Replacement (Phase lla)

VTE % CR- Bleeding % N=293
4 300 mg FXI-ASO: _ numerically fewer major or clinically relevant
35 | VTE 7-fold lower than enoxaparin, p<0.001 15 - non-major bleedings
25 - 10 - 2.6% vs 8.3%
15 - 5
5 p <0.001
0 -
-5 200 mg 300 mg 40 mg 200mg 300 mg 40 mg
ISIS 416858 Enoxaparin ISIS 416858 Enoxaparin

Buller
oligon



FXI-Studien bel terminaler Niereninsuffizienz

: Study L
Drug Mechanism (NCT number) Route| Indication N | versus
i EMERALD
IONIS-FXIg, _ Antisense SC | ESRD on HD | 213 | Placebo
oligonucleotide of FXI | NCT03358030
Fesomersen Ligand-conjugated RE-THINC
(IONIS-FXI- (LICA) antisense ESRD SC | ESRD on HD | 307 | Placebo
Lrx) oligonucleotide NCT04534114
CONVERT
: SC | ESRD on HD | 686 | Placebo
: Monoclonal antibody | NCT04523220
Osocimab ]
againsiEAa MK-20260 IV | ESRD on HD | 55 |Placeb
NCT03787368 on acebo
gglg‘;ex'a” small molecule | NCT04510987 | oral | ESRD/HD | 48 |Phase 1
MK-2060 Monoclonal F XI Ab | NCT05027074 IV | ESRD / Shunt | 489 | Phase 2

Akbulut, AC,
Position Pape 23;123(8):808-39.




Zielgerichtete Ansatze gegen Faktor XI

ASOs Antikorper Kleine
Molektule
Mechanismus Blockiert Bindung an Bindung an
Biosynthese Zielprotein Zielprotein
Anwendung Parenteral Parenteral Oral (oder
parenteral)
Haufigkeit Waochentl- Monatlich Taglich
Monatl.
Wirkbeginn Langsam Schnell Schnell
(Wochen) (Stunden bis (Minuten bis
Tage) Stunden)
Wirkende Langsam Langsam Schnell
(Wochen) (Wochen)
Renale Nein Nein Ja
Elimination

Modified from: Greco A, Laudani C, Spagnolo M, Agnello F, Faro DC, Finocchiaro S, et al. Pharmacology and Clinical Development of
Factor X! Inhibitors. Circulation. 2023;147(11):897-913.




. L _ o _ 4
Osocimab: Human IgG1 AB, binding to active binding site of FXI |
blocking activation of FXI; T ., 1-4h T,,30-44d t' FOXTROT

Postoperative administration Preoperative administration

813 patients 1.8 mg/kg
randomized
1.2 mg/kg

0.6 mg/kg

Distributed £:8 g
across 1.8 ma/k
54 centers A
in 13 0.3 mg/kg

countries

Enoxaparin 40 mg OD statistical comparison for VTE

Apixaban 2.5 mg BID exploratory group
Primary endpoint : Efficacy: symptomatic and asymptomatic VTE
Safety: Major and CRNM bleeding (exploratory)

Follow-up until day 150



Systematic review and meta- analysis
Presume, J et al J Thromb Haemost. 2022;00:1-9.

Factor X! Inhibitor  Enoxaparin Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Abelacimab =75mg 9 197 22 101 23.5% 0.17 [0.08, 0.39] —_—
IONIS-FXIRx 300mg 3 71 22 71 12.9% 0.10 [0.03, 0.35] —
Milvexian =100mg/day 44 512 54 252 41.4% 0.34 [0.22, 0.53] ——
Osocimab 1.8mg/kg pre-op 9 80 20 77 22.1% 0.36 [0.15, 0.85] _—
Total (95% CI) 860 501 100.0% 0.25 [0.15, 0.42] i
"'_'I°ta' events il B T 2595 . 151)1?2 iR Prediction Interval - 0.25 [0.04;1.63]
eterogeneity: Tau’ = 0.12; Chi* = 5.29, df = =0.15); I’ = k + t J
. 0.01 0.1 10 100
Test for overall effect: Z = 5.27 (P < 0.00001) VTE Favours [Factor X! Inhibitor] Favours [Enoxaparin)

0.25[0.15, 0.42]

| 4
Factor Xl Inhibitor  Enoxaparin Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Abelacimab >75mg 2 197 0 101 5.6% 2.60 [0.12, 54.58]
IONIS-FXIRx 300mg 2 77 6 72 19.6% 0.29 [0.06, 1.50] b
Milvexian =100mg/day S 592 S 296 33.6% 0.50[0.14, 1.73] —_—
Osocimab 1.8mg/kg pre-op 6 107 7 102 41.2% 0.81 [0.26, 2.49] —a—
Total (95% CI) 973 571 100.0% 0.60 [0.29, 1.24] e
Total events 15 18 Prediction Interval - 0.60 [0.12;2.95]
Heterogeneity: Tau? = 0.00; Chi? = 1.98, df = 3 (P = 0.58); I> = 0% C R B YT o I 100
Test for overall effect: Z = 1.38 (P = 0.17) Favours [Factor X! Inhibitor] Favours [Enoxaparin)

0.60 [0.29, 1.24]

-




Abelacimab for management of
cancer-associated VTE

> T % : 20 days could improve adherence

> IV administration => better absorption in cancer patients with Gl
disturbances

> Not cleared via kidneys or metabolized in the liver

> Catheter related thrombosis is triggered by activation of FXII

> EXI inhibitors may prove more effective than other AC

> Phase lll RCTs in CAT :
> ASTER: vs Apixaban (NCT05171049 ) n=1655

> MAGNOLIA (NCT05171075) vs Dalteparin
in unresectable Gl or GU cancers; n=1.020

- .



Abelacimab AZALEA trial / LILAC trial
Atrial Fibrillation

> AZALEA, Open label, phase 2

>=1200 AF

> Abelacimab vs Rivaroxaban

> Two sc monthly doses of abelacimab (150 or 90 mq)
> FU 17 Months

> Primary outcome: Major or CRNM bleeding

> LILAC, double blind, placebo, phase 3

>=1900 AF, unsuitable for OAC

> Ischemic stroke or systemic embolism; major bleeding
> FU 30 Months

NCT04755283 NCT05712200 Anthos Therapeutics, Inc. ™5



Zielgerichtete Ansatze gegen Faktor XI

ASOs Antikorper Kleine
Molekdule
Mechanismus Blockiert Bindung an Bindung an
Biosynthese Zielprotein Zielprotein
Anwendung Parenteral Parenteral Oral (oder
parenteral)
Haufigkeit Waochentl- Monatlich Taglich
Monatl.
Wirkbeginn Langsam Schnell Schnell
(Wochen) (Stunden bis (Minuten bis
Tage) Stunden)
Wirkende Langsam Langsam Schnell
(Wochen) (Wochen)
Renale Nein Nein Ja
Elimination

Modified from: Greco A, Laudani C, Spagnolo M, Agnello F, Faro DC, Finocchiaro S, et al. Pharmacology and Clinical Development of
Factor X! Inhibitors. Circulation. 2023;147(11):897-913.




Milvexian, ein kleinmolekularer FXla Inhibitor
AXIOMATIC-TKR Trial (Phase 2 vs Enoxaparin)

> Potenter und spezifischer kleinmolekularer FXla Inhibitor !
> Schnelle Resorption nach oraler Einnahme

> Tmax 2-4 Stunden

> T,, 8-14 Stunden bei Gesunden 2

> Hepatische Metabolisierung, < 20 % renale Clearance?

1. Dilger AK et al ) Med Chem. 2022 Feb 10;65(3):1770-85.2021/09/09
2. Perera V, at al . Clin Transl| Sci. 2022 Feb;15(2):330-42.2021/09/25.



Milvexian AXIOMATIC-SSP
Secondary Stroke Prevention Dose-finding Randomized Trial

Placebo

200 mg milvexian BID*

100 mg milvexian BID
( Key inclusion criteria \ 1" dose of
S - study dru
‘r;l'olllacunar stroke VIS 50 mg milvexian BID
L Isiblie -
atherosclerosis . —
* NIHSS score 7 . 25 mg milvexian BID
* ABCD?score 26 u
* <48 hours after . 25 mg milvexian QD
\ = symptom ofset J Maximum of 6h  §
-

between MRI and 1"_
dose of study drug o

.
~ Day All particlpants on
100 mg asplrin

Patients with
acute stroke or

All participants on 75 mg
clopldogrel + 100 mgasplrin 91

Randomization
(a8h)*!

transient
ischemic attack

OR
Study MRI S Study MRI Study MRI

(preferred) within 72h

Sharma M. AXIOMATIC-SSP: Antithrombotic treatment with factor Xla inhibition to optimize management of acute thromboembolic events for
secondary stroke prevention. Paper presented at: European Society of Cardiology 2022 Conference; August 28, 2022.



Milvexian AXIOMATIC-SSP
Secondary Stroke Prevention

Symptomatic Ischemic Stroke

12

o 7,1%

o 10

R

S 8 5,5%

& 2 4,6%

— 0, 0,

e 6 3,8% 4.0% 3,5%

©

[+ )]

g 4

(Y]

O

£ 2

0 38/691
Placebo 25 mg QD 25 mg BID 50 mg BID 100 mg BID 200 mg BID
Milvexian

RR (95% C1) 0.83 (0.46, 1.49) 0.69 (0.36,1.30) 0.72(0.39,1.33) 0.65(0.33,1.25) 1.40(0.87, 2.25)
vs Placebo

» No hemorrhagic strokes occurred

Sharma M. AXIOMATIC-SSP: Antithrombotic treatment with factor Xla inhibition to optimize management of acute thromboembolic events for
secondary stroke prevention. Paper presented at: European Society of Cardiology 2022 Conference; August 28, 2022.



Milvexian AXIOMATIC-SSP
Secondary Stroke Prevention

Bleeding BARC-Type 3and 5

mg 100 mg 200 mg
non R

: 4 (0.6) 2 (0.6) 2(0.6
c t t rate, n (¢ 9 .6) 5(1.5 5(1.6 :
omposite event rate, n (%) [95% Cl] [0.2, 1.5] [0.1,2.2] [0.1, 2.3] [O.é, 3.)6] [O.é, 3.)8] [(?'_S,,l:)a]
Components, n (%)
BARC Type 3 4 (0.6) 2 (0.6) 2 (0.6) 5 (1.5) 5 (1.6) 5 (1.5)
BARC Type 5 0 0 0 0 0 0
Risk difference vs placebo (95% Cl) - 0:05 0.05 0.95 1.05 0.87
(-1.03,1.72) (-1.02,1.81) (-0.35, 3.06) (-0.30,3.27) (-0.41, 2.86)
Relative risk vs placebo (95% Cl) - 1.05 1.09 2.62 2.79 2.48

(0.14, 5.89) (0.15,6.11)  (0.64,11.75) (0.68, 12.47) (0.60, 11.09)

Sharma M. AXIOMATIC-SSP: Antithrombotic treatment with factor Xla inhibition to optimize management of acute thromboembolic events for
secondary stroke prevention. Paper presented at: European Society of Cardiology 2022 Conference; August 28, 2022.



Milvexian AXIOMATIC-SSP
Sekundare Schlaganfallprophylaxe

> Wirksamkeit
> Keine Dosis Wirkung Beziehung

> 2x 25 mg bis 100 mg zeigten ahnliche rel. Risikoreduktion von ca. 30 % flr
symptomatische ischamische Schlaganfalle versus Placebo

> Blutungen
> Inzidenz von schweren Blutungen (BARC « |LIBREXIASTROKE (Phase 3)
> Numerischer Anstieg schwere Blutungen ( . NCTO05702034

> Kein Anstieg von symptomatischen ICH v«

* N=15.000 Stroke or high-risk TIA
> Lasst sich die geeignete Dosis ableiten?

> 2x25-100 mg zeigte vergleichbare Risikore
> Zunahme von BARC 3 Blutungen bei > 2x&

Sharma M. ents for
secondary st

 Milvexian vs Placebo
FU: 41Monate



Asundexian
Spezifischer kleinmolekularer FXla Inhibitor

> Asundexian reduzierte dosisabhangig arterielle und vendse
Thrombosen im Tiermodell

> Mono- oder Kombinationstherapie mit Asundexian erhdhte nicht die
Blutungsneigung.

> Tmax 2-4 h

> Terminal T1/2 (15.8-17.8 h)

Heit
Kubit



Asundexian, a small molecule FXla Inhibitor

PACIFIC- Study Program

h Y h Y
PACIFiC PACIFiC PACIFiC

AMI STROKE
Atrial fibrillation Acute myocardial infarction Non-cardioembolic ischemic stroke
20mg asundexian 10mg asundexian 10mg asundexian
50mg asundexian 20mg asundexian  + dual antiplatelet 20mg asundexian + single or dual
apixaban 50mg asundexian  therapy 50mg asundexian antiplatelet therapy
placebo placebo
Less bleeding with asundexian 20 No increase in bleeding on top of
or 50 mg QD than with apixaban dual antiplatelet therapy
in patients with AF!

- 00



Asundexian, a small molecule FXla Inhibitor
PACIFIC-AF: versus Apixaban (n=755 randomized)

nt (%)

Proportion of participants with eve

100
7

124
10
84

6

> Safety

[ ISTH major bleeding or clinically relevant non-major bleeding

[ ISTH minor bleeding
3 All bleeding

0-50 (0-14-1-68)

0-16 (0-01-0-99)

0-33(0-09-0-97)

Il Al s

Asundexian 20 mg

Asundexian 50 mg

Asundexian pooled

Apixaban

> Exploratory thrombotic outcomes

Asundexian|{Asundexian )
Apixaban
20 mg 50 mg (n=250)
(n=251) (n=254)
Cardiovascular death,
myocardial infarction,
. . 2 4 %)
ischaemic stroke. or
« OCEANIC-AF (Phase 3) |
- N=18.000 3 |
0

« Asundexian 1x 50 mg vs Apixaban

e FU: 34 Monate

All-cause mortality

2

4

Piccini, JP etal Lancet2022




Asundexian: PACIFIC AMI

Study Design PACIF‘AF?‘

Prospective, randomized, double-blind, placebo-controlled, phas dose-ranging study

Objective:
To evaluate safety and explore the efficacy of 3 doses of asundexian vs placebo in patients
with acute Ml treated with dual antiplatelet therapy

| g B ! ! Quantification of
E Asundexian 50 mg QD n = 400 —) Factor Xla inhibition
A g Asundexian 20 mg QD n =400 o Rtet 2uttomes:
Significant (BARC type
Asundexian 10 mg QD n = 400 = 2,3, or 5) bleeding and
::: Placebo QD n =400 Y any bleeding
E i ] Efficacy outcome: CV-
Aspirin + P2Y12i .' ; :': death, M, stroke, or
Day 1 6-12 Months EOS lhagstionboss
Randomization EOT

© Mlexander, J. etal ESC Barcelona 28.82022 225



Asundexian: PACIFIC AMI

Two patients with ICH, 1 with asundexian 50 mg

. Y
Bleedlng Outcomes and one with placebo. No fatal bleeding. PACIFiC
Significant (BARC 2, 3, or 5) Bleeding

Asundexian All vs Placebo
HR (90% Cl): 0.98 (0.71 to 1.35)

| 1

12%
, 10,5%
10%
8,1%
8% = .71.6%,,,,A*,,, e > —e SRRSO L SR L D
9 _— - Asundexian 50
% vs Placebo
HR (90% Cl):
4% 1120(083t01 75)
2%
0%
Asundexian 10 mg Asundexian 20 mg Asundexian 50 mg Placebo




Asundexian: PACIFIC AMI

. y
Efficacy Outcome PACIFIC
CV Death, MlI, Stroke or Stent Thrombosis

KR e e s T T ASURUEXAn 20550 Ve Placeto g
‘ HR (90% Cl): 1.05 (0.69 to 1.61)
8% : e
6,55% ! 1
6,0%
% 5,5% s, 5%
Asundexian 50
vs Placebo
e HR (0% Cl):
1 01 (0.61 to 1. 66)
2%
0% - e e e o S

Asundexian 10 mg Asundexian 20 mg Asundexian 50 mg Placebo




Asundexian: PACIFIC Stroke

Ischemic Stroke or Covert Infarcts at 6 months

22

22
20.1

20 18.9 19.1
18

16

14

12

10

Asundexian 10mg = Asundexian 20mg ® Asundexian 50mg = Placebo
Keine beobachtete Dosisbeziehung (Emax? Modell t Statistik: -0,68, p=0,80)

Shoam
stroke

% Patienten




Asundexian: PACIFIC Stroke

2 and TIA

B. Patients with any extra-/intracranial
atherosclerosis (vascular imaging, N= 791)

8,1%

e e W 1580

16 . :
o 14
£ 12 Ee
= 10 9% ko)
8 g ©
“ e 3,1%
x 6 2
() 4 > 2
2
0 0
Placebo Asundexian 50 Placebo

Asundexian 50

I Patients with atherosclerosis had fewer recurrent stroke and TIA with asundexian 50 \

‘Shoamanesh, Aetal ESC Barcelona 28.82022 252




Asundexian: PACIFIC Stroke: Bleeding

A. Major or Clinically-Relevant Non-Major Bleeding (ISTH)! B. All Bleeding
5 HR 1.57, 90% €1 0.91 - 2,71
12 10,76%  10,84%

A 10 9,97 3,73%
5 i 8,31%
c t 8 : :
‘s 2 S 4
32 R E22 ; e

1 2 —

0

« OCEANIC-Stroke (Phase 3)

C. Hemorrhagic transformation in patient

BN [ Suoke orhighrisk TiA
N=455 N =4
‘Hiland2 18.4% 17. e N= 9300

PH1and 2 0.7% 0.2
l No significant increase in bleedingand he « Asgyndexian 1x 50 mg vs Placebo

« FU: 31Monate

‘Shoamanesh, Aetal ESC Barcelona 2882022 253
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Laufende Studien mit FXI Inhibitoren (n > 100)

Trial Design Sample, n Population Intervention Control Primary outcomes Follow-

up, mo
EMERALD (NCT03358030) Double blind, ph 2 213 ESRD IONIS-FXI 5 Placebo Treatment-emergent AEs; CRNM bleeding =9
RE-THINc ESRD (NCT04534114) Double blind, ph 2 307 ESRD Fesomersen Placebo Major or CRNM bleeding 6
CONVERT (NCT04523220) Double blind, ph2 | 686 ESRD Osocimab Eheig || CETOORIILERIERCITSOET || g

moderate/severe AEs and SAEs
MK-2060-007 (NCT05027074) Double blind, ph 2 489 ESRD MK-2060 Placebo Arteriovenous graft thrombosis 17
ASTER (NCT05171049) Open label, ph 3 1655 Cancer Abelacimab Apixaban VTE 6
MAGNOLIA (NCT05171075) Open label, ph 3 1020 Cancer Abelacimab Dalteparin VTE 6
IAZALEA (NCT04755283) Open label, ph 2 .1200 AF Abelacimab Rivaroxaban Major or CRNM bleeding 17
LILAC (NCT05712200) Double-blind, ph 3| 1900  |[AF unsuitableforl o\ imab | Placebo | 'SChemic stroke or systemic embo- fism; | 4
OAC major bleeding
OCEANIC-AF (NCT05643573) Double-blind, ph3 | 18000 AF Asundexian | Apixaban | SUTOKeOr Sysfl";;;’gb°"sm; ] 34
. Stroke or high- . . o .

OCEANIC-STROKE (NCT05686070) | Double-blind, ph 3 9300 risk TIA Asundexian Placebo Ischemic stroke; major bleeding 31
LIBREXIASTROKE (NCT05702034) | Double-blind, ph3 | 15000 St"’r'i‘:k°T’|:'9h' Milvexian Placebo Ischemic stroke 41

Factor Xl Inhi




Blutungsmanagement




FXI Mangel (Hamophilie C)
Blutungsmanagement

> Fresh Frozen Plasma

> FX1 Konzentrate

> (T ., 50 -70 h; exogene FXI Substitition mit FFP oder FXI Konzentrat etwa alle
48 - 72 h)

> Niedrigdosierter rekombinanter Faktor Vlla [ (15-20 pg/kg)]

> Antifibrinolytika, Tranexam-Saure

> Antithrombotisch wirksame Substanzen, wie Antikoagulanzien oder TAH
sollten allgemein gemieden werden



Reversal of JNJ-70033093 (Milvexian) by
PCC (Part 1) and rFVlla (Part 2) in Healthy Participants

Period 1 Period 2 Period 3 Period 1 Period 2 Period 3
BMS-986177 BMS-986177 BMS-986177 BMS-986177 BM5-986177 BMS-986177
dose 1 dose 2 . dose 2 dose 1 . dose 2 dose 1
4F-PCC 4F-PCC 4F-PCC 4F-pCC
dose 3 dose 3 Placebo dose 3 dose 3 Placebo
BMS-986177 BMS-986177 BMS-986177 BMS-986177 BMS-986177 BMS-986177
Part 1 dose 2 . dose 2 l dose 1 Part 1 dose 2 . dose 1 l dose 1
- - 4F-PCC
Group 1 dose s Placebo dose 3 Group 2 doses Flacebo
N =60 BMS-986177 BMS-986177 BMS-986177 N =60 BMS-986177 BMS-986177 BMS-986177
dose 2 ' dose 1 l dose 2 dose 1 l dose 1 l dose 2
4F-PCC 4F-PCC 4F-PCC 4F-PCC
e Placebo dose 3 dose 3 @ Placebo dose 3 dose 3
\ BMS-986177 BMS-986177 BMS-986177 \ BMS-986177 BMS-986177 BMS-986177
dose 2 l dose 1 l dose 2 dose 2 dose 1 dose 1
4F-PCC 4F-PCC 4F-PCC 4F-PCC
dose 3 dose 3 Placebo dose 3 dose 3 Placebo

BMS-986177 BMS-986177 BMS-986177 BMS-986177 BMS-986177 BMS 986177
dose 2 l dose 2 l dose 1 dose 1 l dose 2 l dose 1
Placebo 4F-pCC 4F-PCC Placebo 4F-PCC 4aF-PCC

dose 3 dose 3

dose 3 dose 3

BMS-986177 BMS-986177 BMS-986177 BMS-986177 BMS-986177 BMS-986177
dose 1 l dose 2 l dose 2 dose 1 . dose 1 l dose 2
aF-PCC 4F-PCC 4F-PCC 4aF-PCC

Placebo Placebo o (FRASS

Randomized, Crossover, Open Label

Outcome: Ratio in aPTT, ETP, peak thrombin Lag time, time to peak thrombin



Evidenz zur
Faktor XlI-Inhibition

> Das Konzept ist vielversprechend..
> Trennung von Thrombose und Blutung

> Die Erwartungen hoch..
> Unterstitzt durch FXI Mangel Patienten, Tiermodelle, Pathophysiologie
> Verbindung von Entziindung —Fremdoberflachen

> Aktuelle Evidenz: Phase 2 Studien sind Phase 2 Studien
> Studien gegen NOAKs werden sehr grol3 sein mussen

> Jetzige Herausforderung: Substanz-, Dosis- und Indikationswahl
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Thank you very much for your attention!




Mogliche Indikationen fur Faktor Xll oder Xl basierte
Strategien

Indication Rationale
Premiere VTEProphylaxe Long-acting strategies such as antisense oligonucleotides or antibodies permit
simple and safe single-dose regimens for extended thromboprophylaxis in medically T h ere are :

ill patients or after major orthopedic surgery

some indic

a
=7
Secondary VTE prophylaxis May be safer than current therapies for secondary prevention in patients with
unprovoked or cancer-associated venous thromboembolism C h al I e n g eS
AC S Prevention of recurrent ischemia  May provide a safer anticoagulant platform on top of single- or dual-antiplatelet
after ACS therapy pate nt conr
End-stage renal disease May be safe and effective for reducing cardiovascular death, myocardial infarction,

and stroke in patients receiving hemodialysis h ead _to_ h e

High-risk atrial fibrillation patients  May be safer than current therapies for stroke prevention in patients with atrial

1 fibrillation at high risk of bleeding such as those with a history of major bleeding or
rh Ofﬂ I m m e rn with end-stage renal disease Iarg e n u m t

Medical devices May be more effective and safer than current therapies to prevent clotting on hl d ru C OC
C mechanical heart valves, left ventricular assist devices, small caliber grafts, or central g ~
venous catheters

Extracorporeal circuits May be more effective and safer than heparin to prevent clotting on extracorporeal pressu re e
membrane oxygenator or cardiopulmonary bypass circuits

exciting are
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