PLATFORM OF LABORATORIES FOR ADVAMNCES IN CARDIAC EXPERIENCE

92 Edizione

ROMA

30 Settembre "

1 Ottobre
2022

Centro Congressi di Confindustria

Auditorium della Tecnica

Il futuro della terapia
antitrombotica:
Anticoagulanti e

cardiopatia ischemica

30 Settembre 2022

Alessandro Sciahbasi, MD, PhD
UOS Emodinamica
Ospedale Sandro Pertini - ASL RM2
Roma




Conflitto di interessi

Nessuno




i T

Ospedale ]
[Anaro Pe 1



Unstable angina Myocardial infarction Healthy volunteers

p= NS i ol p=NS
10‘G’L x e =

e

5

4 -

=
s
o
&
c
o
+
—
=
")
E
o
W
-
2=
O
£
(=)
L
£
-
E
o

Admission 6 months Admission 6 months
PANEL A

Unstable angina Myocardial infarction Healthy volunteers

S hevii Merlini MP et al., Circulation 1994; 90: 61-68 e T
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Studi con il Warfarin

| Morte, infarto non fatale ed ictus

Stucy Combination ASA glone OR (fixed) OR (fixed)
or sub-category ni ni 95% Cl 95% Cl

HR (95% Cl)
Warfarin monotherapy 1 [Reference]

ATACE pilot study 0/37 1/32 [0.01, 7.12Z]
ATACS 8/105 117109 [0.28, 1.91]
Willams 1729 6/28 [0.01, 1.17]
Oasis pit st 2 5798 13799 t [0.12, 1.04]
Huynh 2/44 1/46 [0.19, 24.5l]
0ASIS 140/1848 15571864 [0.71, 1.15]
Aspect 2 197333 34/336 [0.30, 0.96]
Apricot 2 4/135 11/133 [0.11, 1.14]
Waris 2 18171208 24171206 - [0.57, 0.87]
Iihaeenezhad £/70 12770 [0.16, 1.29]

Aspirin monotherapy 0.93 [0.88-0.98]
Clopidogrel monotherapy 1.06 [0.87-1.29]
Aspirin + clopidogrel 1.66 [1.34-2.04]
Warfarin + aspirin 1.83 [1.72-1.96]
Warfarin + clopidogrel 3.08 [2.32-3.91]
Triple therapy 3.70 [2.89-4.76]

Total (35% C) 3907 3929 .73 [0.63, 0.84]
Total events: 366 (Combination), 485 (ASA alone)

Test for heterogenetty: Chi* =11.69,df =9 (P=023),F = 230%
Test for overall effect Z=4.29 (P = 0.0001)

0.1 1.0 10.0
Hazard Ratio (95% ClI)

I

01 02 05 1 2 5 10

Favours combination  Favours aspirin

Ilg:?\%dr?)lepertin_ Andreotti F et al., Eur Heart J 2006; 27: 519-526 Hansen M et al. Arch Intern Med 2010;170:1433—41 o s



DOAC nella cardiopatia ischemica
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APPRAISE-2: Apixaban

Apixaban 279 (7.5%) Apixaban 48 (1.3%)
Placebo 293 (7.9%) Placebo 18 (0.5%)

HR 0.95; 95% CI 0.80-1.11; p=0.509 HR 2.59; 95% CI 1.50—4.46; p=0.001
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Studio interrotto

& / precocemente per
|\ sanguinamenti in assenza di

efficacia

| ATLAS TIMI 51: Rivaroxaban

Hazard Ratio 0.84
(95% Cl, 0.74-0.96) Placebo
P=.008

Rivaroxaban
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Scarsa possibilita di impiego

Events Leading to Irreversible Harm Prevented

and Caused By Rivaroxaban
(mITT/Stratum 2/2.5 mg)

Non-Fatal Non-Fatal Fatal Non-Fatal Deaths

ICH Ischemic ICH nMi
Stroke

-171 CV Deaths

| -12 Non-CV Deaths

Results based on 2 year KM event rates

il » Clopidogrel (300600 mg LD, 75 mg daily dose), only when prasugrel or ticagrelor are not available, cannot be tolerated, or are

@ E S C European Heart Journal (2021) 42, 1289—1367 ESC GUIDELINES

European Society doi:10.1093/eurheartjiehaa575
of Cardiology

2020 ESC Guidelines for the management of
acute coronary syndromes in patients
presenting without persistent ST-segment
elevation

e AR
contraindicated.
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dJOME  ABOUT

Follow Most Popular Posts

Enormous Rivaroxaban Study
+ New Blood Pressure Guideline Sets Lower
v Stopped Early For 130/80 Threshold

‘ L] L] ! b
Enter your email OverWhelmlng Efflcacy + Heart Failure Death Statistics: Don’t
address to receive believe what you read on the internet
notifications of new [7] February 8, 2017 by Larry Husten ) Leave a Comment

+ Documents Reveal Rogue Laboratory

CV Death, MI, Stroke
Cumulative incidence (%)

s Company's Unorthodox Bﬂ].mg Practices

(Updated)
Enter Email Address + The Wild West Of New Laboratorv Scams
—Oral anticoagulant reduced CV events in patients with » What Happens When A Healthy 86-Year-

ubscribe
coronary and peripheral disease. Old Gets Atrial Fibrillation
+ Experts Foresee Major Role For Generic

Al‘ChlVES The very large COMPASS study has been stopped early for Crestor

“overwhelming efficacy,” according to a press release

+ Vitamin B and steroids: monuments to

Nuove possibilita

Select Month issued by Bayer AG and Janssen, manufacturers of

rivaroxaban (Xarelto).

e Aspirin alone -

=nof
Rivaroxaban _—Jsigniﬁcan: 24% |
5mg bd

Rivaroxaban 2.5mg b
plus Aspirin

4 P<0.001

1
5 years

0
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Vantaggio significativo

Major bleeding

R+A R A Rlv?':xie::)nan * Rivaroxaban
N=9,152 |N=9,117 | N=9,126 i vs. Aspirin
Outcome vs. Aspirin
N N N HR p HR p
(%) (%) (%) (95% Cl) (95% Cl)
Maior 288 55 170 1.70 151
19 (3.1%) | (2.8%) | (1.9%) |(1.40-2.05)| <0.0001 (1.25- | <0.0001
bleeding 184

Net clinical benefit

COMPASS

R+A A Rivaroxaban + Aspirin
N=9,152 | N=9,126 vs. Aspirin
Outcome
N N HR p
(%) (%) (95% ClI)
Net clinical benefit
: 431 534 0.80
(Primary + Severe 0 o ; 0.0005
bleeding events) (4.7%) (5.9%) (0.70-0.91)

Ospedale Eikelboom JW et al N Engl J Med 2017



Confronto con altre terapie

Lipid- BP-
Rivaroxaban lowering lowering ACE SGLT2 inhibitor  PCSK9 inhibitor
+ aspirin! (1 mmol/L)®! (10 mm Hg)® Inhibitor!®! (Empagliflozin)ie!  (Alirocumab)t®
Triple 24% 21% 20% 18% 14% -14%
outcome
Death -18% -9% -13% -14% -32% -15%
Stroke -42% -15% -27% -23% +18% -27%
MI -14%* -24% -17% -18% -13% -14%

*Not significant,

a. Eikelboom JW, et al. N EnglJ Med. 2017;377:1319-1330; b. CTT Collaboration. Lancet. 2015;385:1397-1405;

c. Ettehad D, et al. Lancet. 2016;387:957-967; d. Dagenais GR, et al. Lancet. 2006; 368:581-588; e. Zinman B, et al.
N EnglJ Med. 2015;373:2117-2128; f. Schwartz GG, etal. N EnglJ Med. 2018;379:2097-2107.
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E il domani?

L’emostasi & prevalentemente mediata dalla via estrinseca della
coagulazione

( Via intrinseca (da contatto) \

a0
Xl ‘ Xla

IX

4 Via Estrinsy&da&:mzﬁ

V”a VII

@ p

Target dei farmaci attuali — _
- Prothrombin (II) Thrombin (l1a)

Fibrinogen (1) ’ Fibrin (1a)

\

L’attivazione del fattore Xl & essenziale per la crescita e stabilizzazione del trombo
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Lo scenario ideale

Pharmacologically m the pathways

Tissue

factor Factor

Factor

vil Factor

Vill

Factor
X/Xa

Factor V Factor V

Thrombin
(Factor Il)

Thrombin
(Factor If)

Physiological
hemostatisis

Pathological
thrombosis

Hsu C et al. JACC 2021;78:625-631
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Gli attuali farmaci

Hsu C et al. JACC 2021;78:625-631 N
I . e




Perche

0.04 -

Rate of CV Events
S

0.00

| fattore XI?

ire i

FXI >50%

- CV Events =
MI/Stroke/TIA

Rate of VT Events

FXI deficiency and CV- as well as VT-events

VT Events =
DVT/PE

FXI >50%

FXI =50%

Follow-up (years)

2 4 6 8 10 12 14

Follow-up (years)

Studi di genetica

Preis M, Blood 2017
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Risultati sull’animale

FeCl2-induced damage to carotid artery model in
rabbits

carotid artery thrombus
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= 0 ¢ ¢
Control 0.6 2 6 20 0.08 0.24
Asundexian 0.09 0.27
(mg/kg) Rivaroxaban
(mg/kg +
mg/kg/h)

FXla inhibitor vs FXa inhibitor:
similar anticoagulant effects results, different bleeding effects

Heitmeier S et al. J Thromb Haemost 2022;20(6):1400-1411
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Prospective, randomized, double-blind, placebo-controlled, phase 2, dose-ranging study

Objective:

To evaluate safety and explore the efficacy of 3 doses of asundexian vs placebo in

with acute Ml treated with dual antiplatelet therapy

Asundexian 50 mg QD n = 400

Primi studi nella cardiopatia ischemica

157 sites, 14 countries
June 2020 to July 2021

1600 /" Asundexian 20 mg QD n = 400 2 weeks
patients with ¢ post study drug
acqte = o . Asundexian 10 mg QD n = 400 bb’ser\.!allom
myocardial T period
infarction Placebo QD n = 400 >
Aspirin + P2Y12i >
Day 1 6-12 Months EOS
Randomization EOT

Quantification of
Factor Xla inhibition

Safety outcomes:
Significant (BARC type
2,3, or 5) bleeding and
any bleeding

Efficacy outcome: CV-
death, Ml, stroke, or
stent thrombosis

'Ospedale
lsandro Pertin

ASL
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PLACES

PACIFIC-AMI- Caratteristiche di base

)Y
PACIFiC

~ Asundexian 10 mg ~ Asundexian 20 mg  Asundexian 50 mg. Placebo
. N=397 N =401 - N=402 N = 401

Age (yrs), median (25, 75™) 67 (62, 73) 68 (61, 73) 68 (63, 73) 68 (60, 73)
Female, % 23 22 25 22
Race, % White 84 86 86 85
Asian 13 13 12 13

Weight (kg), median (25, 75t) 80 (70, 91) 80 (70, 92) 80 (72, 94) 81 (70, 92)
Diabetes mellitus, % 42 38 39 42
Prior MI, % 27 33 25 27
Prior stroke, % 5.8 4.5 6.5 5.0

Days from MI, median (25, 75'") 4 (3,5) 4(3,5) 4(3,5) 4(3,5)

Type of MI, % STEMI 54 54 50 46
NSTEMI 46 46 50 54
PCl for Index MI, % 100 Lh 100 9y
P2Y12i, % Ticagrelor/Prasugrel 80 80 80 80
Clopidogrel 20 20 20 20

Ig:ﬁeddr?)lepertin_ Rao SV et al. Circulation. 2022 Aug 27. doi: 10.1161/CIRCULATIONAHA.122.061612. Online ahead of print + Yoy
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Inibizione Xla

PACIFi
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L T e e e Pre-dose = 100%
M Trough Peak

co
o

(o))
o

>570% @ >80% @ >90% @

|

Asundexian 10 mg Asundexian 20 mg Asundexian 50 mg
n=327 n=320 n=347 n=344 n=347 n=338

I
o

Ratio to baseline of Factor Xla
Activity (%)
No
o
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Sanguinamenti (BARC 2, 3 e 5)

hY
PACIFiIC

AMI
Asundexian All vs Placebo
HR (90% Cl): 0.98 (0.71 to 1.35)
12%
10.5% | |
8.1%
8% 7.6% :
6% Asundexian 50
vs Placebo
. HR (90% Cl):
4% 1.20 (0.83 to 1.75)
2%
0%

Asundexian 10 mg Asundexian 20 mg Asundexian 50 mg Placebo

PLACEC o

e ale o Rao SV et al, Circulation. 2022 Aug 27. doi: 10.1161/CIRCULATIONAHA.122.061612. Online ahead of print e o 55,
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End-point di efficacia

CV Death, M, Stroke or Stent Thrombosis NS
PACIFi_\_\(;l.’

10% Asundexian 20+50 vs Placebo
HR (90% Cl): 1.05 (0.69 to 1.61)

8% l l

6.8%
| |
6% 5.5% 5.5%
Asundexian 50

, vs Placebo

4% HR (90% Cl):
1.01 (0.61 to 1.66)
2% : '
0%
Asundexian 10 mg Asundexian 20 mg Asundexian 50 mg Placebo

* No reduction in ischemic events with any dose of asundexian compared with placebo, however
only 95 events across 4 arms and thus wide confidence intervals.

These data, together with existing genetic and preclinical evidence, support the further
investigation of asundexian, as a potentially safer anticoagulant, in an adequately
powered phase 3 clinical trial of patients following an acute myocardial infarction. E—

ROMA2
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E dopo-domani?

Abelacimab is a highly selective, fully human
monoclonal antibody

Factor Xl

Homodimeric structure!
(two identical subunits)

Binds to both Factor Xl
and Factor Xla with
very high affinity and
selectivity

Modified to minimize
the chances of off
target effects

Abelacimab

Phase | and 2 clinical studies confirmed that a single 150mg dose of abelacimab (intravencus or
subcutaneous) effectively suppresses Factor Xl for at least 30 days.

ASL
ROMA2
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Il nostro piccolo contributo

PERcutaneou$ coronary
intErventions in patients treated
with Oral anticoagulant therapy:

the PERSEO Registry

I Reclutati oltre 1200 pazienti N

meiti il motore alla tua ricerca

Thinkbeart with GISE, Firenze 20-21 aprile 2017
1° Classificato

“PERataneoS coronary intFirventions in patients treated with Onul antivoquulant therapy:
the PERSEO Reginiy™ i

Alessandro Sciabbasi
Yspedale Sandio Pertini - Asl Roma B

Follow up ad 1 anno atteso a
Febbraio 2023
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