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STRATIFICAZIONE DEL RISCHIO TROMBOTICO ED EMORRAGICO NEL PAZIENTE
SOTTOPOSTO A CHIRURGIA/PROCEDURA VALVOLARE

TIPO DI INTERVENTO: TIPO DI APPROCCIO: FATTORI AGGIUNTIVI
- Protesi meccaniche - Fibrillazione atriale
- Chirurgico
- Protesi biologiche - Posizione della valvola
- Riparazioni valvolari MIGEHIRSEIERERE - Timing dall’intervento
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STRATIFICAZIONE DEL RISCHIO TROMBOTICO ED EMORRAGICO NEL PAZIENTE
SOTTOPOSTO A CHIRURGIA/PROCEDURA VALVOLARE

RISCHIO TROMBOTICO RISCHIO EMORRAGICO
e Eta>65anni ] ¢ Etd> 65 anni ]
[° Ipertensione arteriosa ] [° Ipertensione arteriosa ]
[- Alterata funzione renale ] [° Alterata funzione renale ]
Diabete mellito *  Diabete mellito
Pregresso ictus ischemico *  Alterata funzione epatica
Malattia vascolare *  Stroke
Scompenso cardiaco . Pregressa emorragia
Immobilita prolungata * INR labile
Obesita *  Neoplasie
Neoplasie *  Anemia, piastrinopenia
Trombocitosi *  Droghe/alcool
Terapie mediche (contraccettivi orali) *  Terapie mediche (antiaggreganti, FANS)
Fattori genetici *  Rischio eccessivo di caduta
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management of valvular heart disease

Developed by the Task Force for the management of valvular heart
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Meta-analysis of clinical trials of DOACs versus warfarin in AF and VHD

CENTRAL ILLUSTRATION SSEE and Major Bleeding in Patients Without and With VHD, Treated With Higher-Dose
NOACs or Warfarin

Stroke/SEE Major Bleeding

Study or Subgroup

NO VHD

ARISTOTLE

ENGAGE AF-TIMI 48 (Higher Dose)
RE-LY (Higher Dose)

ROCKET AF

Subtotal RR (95% C1)=0.84 (0.75-0.95)

VHD

ARISTOTLE

ENGAGE AF-TIMI 48 (Higher Dose)
RE-LY (Higher Dose)

ROCKET AF

Subtotal RR (95% C1)=0.70 (0.58-0.86)

Total (95% Cl) RR=0.81(0.73-0.89)

Risk Ratio
IV, Random, 95% Ci
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Renda, G. et al. J Am Coll Cardiol. 2017;69(11):1363-71.
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NO VHD

ARISTOTLE

ENGAGE AF-TIMI 48 (Higher Dose)
RE-LY (Higher Dose)

ROCKET AF

Subtotal RR(95% C1)=0.85 (0.70-1.02)

VHD

ARISTOTLE

ENGAGE AF-TIMI 48 (Higher Dose)
RE-LY (Higher Dose)

ROCKET AF

Subtotal RR(95% C1)=0.93 (0.68-1.27)

Total (95% Cl) Rr=0.88 (0.75-1.02)

Risk Ratio
1V, Random, 95% Ci
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An Evidence-Based Approach to Anticoagulation K
Therapy Comparing Direct Oral Anticoagulants and s
Vitamin K Antagonists in Patients With Atrial
Fibrillation and Bioprosthetic Valves: A Systematic
Review, Meta-Analysis, and Network Meta-Analysis
Mustafa Suppah, MD™*, Abdallah Kamal, MD", Rakan Saadoun, MD", Ahmed M.A. Baradeiya, MD",

Bishoy Abraham, MD?, Said Alsidawi, MD", Dan Sorajja, MD®, F. David Fortuin, MD", and
Reza Arsanjani, MD*

... DOACs are more effective in reducing the risk of bleeding, stroke, systemic
embolism, and intracranial bleeding than VKAs. However, no significant
difference was observed in the incidence of gastrointestinal bleeding, major
bleeding, thromboembolic events, and all-cause mortality. In addition, our
network MA did not identify any specific DOAC treatment as more favorable
than others.

Suppah M et al. Am J Cardiol 2023;206:132-50

DOACs VKA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Broniecka et.al 2022 3 25 3 25 01% 1.00[0.22, 4.49] —_— T
Butt et.al 2021 11 219 28 516  0.8% 0.83[0.47,1.83] i
Duan etal 2021 18 439 18 2233 1.9% 0.78[0.48,1.26] —
Dura“es etal 2016 1 15 2 12 0.1% 0.40[0.04,3.90] ¢
Guimardes et.al 2019 30 87 28 B9 1.6% 0.85[0.57,1.28] —
Guimardes etal 2020 65 500 78 505 38% D.84[0.62,1.14] =
Jochheim et.al 2018 106 328 219 636 74% 0.94[0.77,1.13] =
Kawashima etal 2020 9 277 10 176 0.6% 0.70[0.28,1.68] —
Mangner et.al 2019 a0 182 45 15 2.8% 0.70[0.51,0.97] =
Mannacio etal 2021 22 3 44 321 22%  0.50[0.31,081) ——
Strange etal 2021 74 1528 65 1115 37% 0.83[0.60,1.15 —
Tanawuttiwat etal 2022 967 8127 1951 13004 749% 0.79[0.74, 0.85] |
Total (95% CI) 11994 18727 100.0%  0.80[0.75, 0.85] ‘
Total events 1355 2591
Heterogeneity: Chi#= 7.80, df=11 (P = 0.73); F= 0% 50 5 012 é 201
Testfor overall effect Z= 718 (P < 0.00001) ’ ’ VKA DOACS

Forest plot of all-cause bleeding

DOACs VKA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI|
Carnicelli et.al 2017 4 11 4 69 1.0% 0.461[0.13,1.64] —
Christersson etal 2021 3] 348 27 2108 1.2% 1.34 [0.56,3.23] S
Duanetal 2021 15 439 57 2233 2.8% 1.34[0.78, 2.34] T
Dura’es etal 2016 0 15 1 12 03%  0.27[0.01,6.11]
Guimardes etal 2019 4 a7 2 69 0.3% 1.59[0.30,8.41] -1
Guirnaraes etal 2020 3 a00 7 505 11% 0.43[0.11,1.66] —
lzurmi et al 2022 5 263 13 483 14% 072[0.26,198 —
Mangner etal 2019 4 182 4 115 0.7% 0.63[0.16, 2.48] —_—
Mannacio et.al 2021 29 N 53 N 8.1% 0.55[0.36, 0.84] -
Mentias et.al 2022 114 2940 221 4360 27.0% 0.76 [0.61,0.95] -
Mieghem et.al 2021 21 713 22 713 4.3% 0.79[0.45 1.36] e
Moon et.al 2022 19 362 43 724 44%  0.88[0.52,1.49) i
Mauffal et.al 2021 22 9763 51 16753 57% 0.74[0.451.22) T
Seegeretal 2017 3 11 7 13 11% 0.401[0.11,1.51] —
Strange etal 2021 42 1526 27 1115 4. 7% 114 [0.71,1.83] s
Tanawuttiwat etal 2022 204 8127 308 13004 36.0%  1.06[0.89,1.26] *
Total (95% CI) 25855 42721 100.0% 0.89 [0.80, 0.99] ¢
Total events 496 854
Heterogeneity: Chi*= 20,27, df= 15 (P = 0.16); F= 26% f t t |
Test for overall effect 7= 212 (P=003) L 0.1 DOACS VIA L 10e

Forest plot of stroke and SE
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(Class llb) (Class Ila) (Class lla) (Class llb)
N

@Eesc @EACTS

MuiftiMedica




Meeting Nazionale ITACARE-P 2025

Rivaroxaban in patients with atrial fibrillation and a bioprosthetic mitral valve

Cumulative Incidence (%)

Primary outcome (death, major cardiovascular events, or major bleeding)

. RIVER study
201 - 1005 pts
904 184 RMST dlﬁerence., 74day5 (95% Cl, -1l4to 163) - Biological mitral Valve + AF
P<0.001 for noninferiority . .
i 16 - Eligible >= 48hrs after
14+ surgery
. . o)
70- 12 Warfarin Note: 18.8% <3mos
10+
60 8-
Rivaroxaban
50 *]
4-
40- 2
0 T T T T T T T T T T T 1
304 0 30 60 90 120 150 180 210 240 270 300 330 360
20+
104 —
0——-—#‘_’:’_—7’_ T T T T T T 1
0 30 60 90 120 150 180 210 240 270 300 330 360
Days

Guimarées HP et al. N Engl J Med 2020;383:2117-26
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Efficacy and safety of edoxaban in patients early after surgical bioprosthetic valve
implantation or valve repair: a randomized clinical trial

Edoxaban is Noninferior to Warfarin in the First 3 Months after Surgical Bioprosthetic Valve
Implantation or Valve Repair
Results .
Methods Implication

® Primary efficacy outcome The ENAVLE StUdy

Surgical biprosthetic valve 10%

implantation or valve repair

- Prospective, randomized, open-label

Log-rank P value = .049
- 218 pts randomly assigned to receive

i~

Primary efficacy
outcome
&)
2

R Before discharge

lv ~— lr 0 15 30 45 60 75 0 Edoxaban Warfarin edoxaban 60/30mg OD vs warfarin for
Days . .

Edoxaban Warfarin e Mo ‘U 'U' the first 3 mos after surgical

60 mg or 30 mg (lNR 2.0—3.0) = Warlarin 109 108 107 107 107 106 102

(n=110) (n=110) bioprosthetic aortic or mitral valve
l l ® Primary safety outcome
3 months 10% i i i i
5. Logerank P value - 350 implantation/mitral valve repair

* Primary efficacy outcome i § 5% e Edoxaban can be an alternative to - AFin 61% of cases

Death from any cause E 3 warfarin in patients early after

Clinical thromboembolic events o I_IJ — surgical bioprosthetic valve

or asymptomatic intracardiac thrombosis e implantation or valve repair.
* Primary safety outcome 0 15 30 45 60 75 90

Major bleeding Days

No. at risk
= Edoxaban 109 102 a9 99 a9 99 29
= Warfarin 109 108 107 107 107 106 103

Shim CY et al. Efficacy and safety of edoxaban in patients early after surgical bioprosthetic valve implantation or valve repair: a
randomized clinical trial. J Thorac Cardiovasc Surg 2023;165:58—67 .54
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MV/TV Aortic
MVR/TVR SAVR TAVI surgical repair surgical repair
| | | [ | I | | [ |
Indication for long-term anticoagulation

®

Surgical biological heart valve with indication for oral

lla

anticoagulation

\T

OAC continuation is recommended in patients with

a clear indication for OAC undergoing surgical BHV

implantation.

DOACs should be considered over VKAs after

3 months following surgical implantation of a BHV in

f'li

hi b High bleeding risk hd patients with AF
OAC ASA or OAC ASA DOAC continuation may be considered after
for 3 months for 3 months for 3 months _ _ o , _
(Class Ila) (Class lla) (Class Ila) surgical BHV implantation in patients with an
I j T indication for DOAC.
ASAlongterm “ng'tz?g::““ OAC l ASA ‘ A previously existing therapy with a DOAC may be
a“”’d"}%g’ss'ﬁ;d'“g - 12 months fc::'c?ars";:gt}hs fc;[:?a';;‘l’lrt'f)hs continued after BHV implantation and should be
(Class lla) restarted, as soon as considered surgically safe, usually
within 2—3 days of surgery.
- @Esc @EACTS y gery
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a I
MV/TV Aortic
MVR/TVR SAVR TAVI surgical repair surgical repair
[ [ [ [ [ [ [ [ [ [
Indication for long-term anticoagulation
l@ 1|?. | # @l ®| 1',. ®| 4, Surgical biological heart valve with indication for oral
T ? ‘|: ‘I 1’ anticoagulation
OAC continuation is recommended in patients with
<3 mos >3 mos a clear indication for OAC undergoing surgical BHV
D(I?l?c D(I?AC w implantation.
a
DOACs should be considered over VKAs after
l 3 months following surgical implantation of a BHV in Ila
v A4 patients with AF
High bleeding risk
OAC ASA or OAC ASA DOAC continuation may be considered after
for 3 months for 3 months for 3 months _ _ o , _
(Class Ila) (Class lla) (Class Ila) surgical BHV implantation in patients with an
I j v indication for DOAC.
ASA long term AS‘:‘A‘;?%::““ OAC ASA A previously existing therapy with a DOAC may be
a“”"'"}%{;‘;ﬂﬁd'“g - 12 months fc::’c?a;";gghs fc;[:?a;‘;‘lrt';hs continued after BHV implantation and should be
(Class lla) restarted, as soon as considered surgically safe, usually
within 2—3 days of surgery.
- @Eesc @EACTS Y BETY
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Indication for long-term anticoagulation
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® T & & T ® f'li
¥ b b " v . . ¥
OAC ASA or OAC High bleeding risk ASA
for 3 months for 3 months onths for 3 months
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Anticoagulation with or without Clopidogrel
after Transcatheter Aortic-Valve Implantation

Primary outcome of all bleeding Cardiovascular death, ischemic stroke, Mi POPular TAVI trial cohort B

40- 20- 331 pts VKA/DOAC (AF 95%)

Oral anticoagulant+clopidogrel
=

30_{_/'/-’-' 7
—
20-

F~" Oral anticoagulant 10+

10 Risk ratio for oral anticoagulant vs. 5
oral anticoagulant+clopidogrel, Risk ratio for oral anticoagulant vs.

0.63 (95% Cl, 0.43-0.90) oral anticoagulant+clopidogrel,
0.77 (95% Cl, 0.46-1.31)

0 1 I I I I I I 1 l:}
0 45 % 135 180 225 270 315 360 0 45 90 135 180 225 270 315 360

Oral anticoagulant+clopidogrel Randomization to

OAC vs OAC+clopidogrel

Oral anticoagulant

ryppp, . .
Nijenhuis V et al. N Engl J Med 2020;382:1696-707 ; R)iurtl Medica
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Antithrombotic therapy after bioprosthetic aortic
valve implantation: Warfarin versus aspirin, a
randomized controlled trial

Sulman Rafiq 1, Daniel Andreas Steinbriichel 2, Nikolaj Bang Lillegr 3, Christian Holdflod Maller 4,
Jens Teglgaard Lund 3 Jens Juel Thiis 8, Lars Keber 7, Peter Skov Olsen 8

Abstract

Background: The optimal medical strategy for prevention of thromboembolic events after surgical
bioprosthetic aortic valve replacement (BAVR) is still debated. The objective of this study was to
compare warfarin therapy (target INR of 2.0 to 3.0) with aspirin 150mg daily as antithrombotic therapy
for the first three months after BAVR with or without concomitant coronary artery bypass grafting
(CABG). The aim was to evaluate thromboembolic complications, major bleeding complications and
death.

Materials and methods: Prospective, single-centre, open-label, randomized controlled trial. 370
patients were enrolled, 328 were available for data analysis.

Results: At baseline the warfarin and aspirin groups were comparable. Thromboembalic events were
comparable between groups 11 {6.6%) vs. 12 (7.5%), p=0.83. Major bleeding events occurred
numerically more often in warfarin patients 9 (5.4%) vs. 3 (1.9%), p=0.14. Warfarin was in multivariate
analysis significantly associated with major bleeding OR 5.18 (Cl 1.06-25.43), p=0.043. 90-day
mortality was comparable between groups 8 (4.7%) vs. 6 (3.7%), p=0.79.

Conclusions: Our results suggest that aspirin might be equally effective as warfarin in preventing
thromboembolic events after BAVR, but with less major bleedings. Although this is numerically the
largest trial testing this hypothesis in a prospective randomized trial, further adequately powered
studies are warranted.

Rafiq S et al. Thromb Res 2017;150:104-10
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SYSTEMATIC REVIEW
put S August 2021

Antithrombotic Treatment After
Surgical and Transcatheter Heart
Valve Repair and Replacement

Andreas Verstraete ", Marie Christine Herregods ', Peter Verbrugghe?, Marie Lamberigts?,
Thomas Vanassche’, Bart Meyns?, Wouter Oosterlinck?, Filip Rega®, Tom Adriaenssens’,
Lucas Van Hoof?, Siegmund Keuleers ', Christophe Vandenbriele', Peter Sinnaeve’,
Stefan Janssens ', Christophe Dubois’, Bart Meuris? and Peter Verhamme'’

' Dapartment of Cardiovascular DVseases, Unversty Hospitals Lewven, Leuven, Beigum, * Department of Cardiac Surgery,
University Hospitals Lewven, Lauven, Belgum

New antithrombotic drugs have been developed, new valve types have been designed
and minimally invasive transcatheter techniques have emerged, making the choice of
antithrombotic therapy after surgical or transcatheter heart valve repair and replacement
increasingly complex. Moreover, due to a lack of large randomized controlled trials many
recommendations for antithrombotic therapy are based on expert opinion, reflected by
divergent recommendations in current guidelines. Therefore, decision-making in clinical
practice regarding antithrombotic therapy for prosthetic heart valves is difficult, potentially
resulting in sub-optimal patient treatment. This article compares the 2017 ESC/EACTS
and 2020 ACC/AHA guidelines on the management of valvular heart disease and
summarizes the available evidence. Finally, we established a convenient consensus on
antithrombotic therapy after valve interventions based on over 800 annual cases of
surgical and transcatheter heart valve repair and replacement and a multidisciplinary team
discussion between the department of cardiovascular diseases and cardiac surgery of
the University Hospitals Leuven, Belgium.

Verstraete A et al. Front Cardiovasc Med. 2021 Aug 5;8:702780.

... In the late phase, from 3 to
6 months after surgery, there

is controversy about the need
for lifelong low-dose aspirin...

MuiftiMedica
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Antithrombotic therapy and cardiovascular outcomes after TAVI in patients without
indications for chronic oral anticoagulation: a systematic review and network meta-analysis of
randomized controlled trials

Arm 1 vs Arm 2 Risk ratio (95% CI)
Myocardial infarction

SAPT vs DAPT ——— 0.68 (0.29-1.60)
SAPT vs DOACs —— 1.14(0.31-4.24)
SAPT vs Low-dose Rivaroxaban + 3M SAPT ——— 0.51(0.18-1.47)
DAPT vs DOACs — . 1.67(0.52-5.33) FO"OW| ng TAVI |n patlents
DAPT vs Low-dose Rivaroxaban + 3M SAPT —H— 0.75(0.41-1.39) . . . . .
DOACs vs Low-dose Rivaroxaban + 3M SAPT — 0450.12-1.67) without an indication for chronic

Stroke oral anticoagulant, SAPT more
SAPT vs DAPT —a— 093 (0.54-1.59) than halved the risk of
SAPT vs DOACs ——— 0.71 (0.30-1.68) . .
SAPT vs Low-dose Rivaroxaban + 3M SAPT _ 4 0.78(0.37-1.65) bleed Ing Compared Wlth DAPT
DAPT v DOAC — 076036160 and direct oral anticoagulant-
DAPT vs Low-dose Rivaroxaban + 3M SAPT —l— 0.84 (0.50-1.42) . .
DOACs vs Low-dose Rivaroxaban + 3M SAPT + 1.11(0.45-2.76) ba Sed reg I m e n S W Ithou t

| significant ischaemic offset.
Major bleeding
SAPT vs DAPT . 0.38 (0.22-0.68)
SAPT vs DOACs = 0.41 (0.20-0.82)
SAPT vs Low-dose Rivaroxaban + 3M SAPT - 0.19 (0.08-0.45)
DAPT vs DOACs — 1.05 (0.67-1.66)
DAPT vs Low-dose Rivaroxaban + 3M SAPT L ] 0.50 (0.27-0.93)
DOACs vs Low-dose Rivaroxaban + 3M SAPT - - 0.48 (0.22-1.03)
I 1
0.1 < 1 > 10
Favors Arm 1 Favors Arm 2

Guedeney P et al. Antithrombotic Therapy After Transcatheter Aortic Valve Replacement. Circ Cardiovasc Interv.
2019Jan;12(1):e007411
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Oral Anticoagulation Versus Antiplatelet Treatment
After Mitral Valve Repair: A Systematic Review and

Meta-Analysis Metanalisi 5 studi (5093 pts)

Anton TomsSi¢, MD, PhD™*, Chengji Zhao, BSc", Jan W. Schoones, MAP,
Robert J.M. Klautz, MD, PhD", and Meindert Palmen, MD, PhD"

No OAC OAC Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Brown et al. 48 1462 25 754 54.0% 0.99 [0.62, 1.59] _-_
. . . Meurin et al. 0 55 4 112 1.9% 0.22 [0.01, 4.09] T

Thromboembolic complications paparelia et al. 6 286 13 858 16.3% 1.38 [0.53, 3.61] —r—
van der Wall et al. 2 144 8 325 6.6% 0.56 [0.12, 2.62] w
Watt et al. 10 322 12 775 21.2% 2.01 [0.88, 4.60] T
Total (95% CI) 2269 2824 100.0% 1.14 [0.786, 1.70]
Total events 66 62
Heterogeneity: Tau® = 0.02; Chi* = 4.32, df = 4 (P = 0.36); I’ = 7% I t l l
Test for overall effect: Z = 0.63 (P = 0.53) 0.01 Fav%&rs =5 mci PRt Di?: 100

No OAC OAC Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Brown et al. 62 1462 65 754 29.6% 0.49 [0.35, 0.69] =
. . . Paparella et al. 2 286 32 858 19.1% 0.19 [0.05, 0.78] _—

Bleeding complications van der Wall et al. 14 144 21 325 27.2% 1.50 [0.79, 2.87]
Watt et al. 10 322 70775 24.0% 3.44 [1.32, 8.95] — =
Total (95% CI) 2214 2712 100.0% 0.89 [0.32, 2.44]
Total events 88 125
Heterogeneity: Tau® = 0.87; Chi* = 23.57, df = 3 (P < 0.0001); I = 87% I[] 01 ﬂ=1 1 llﬂ lﬁﬂl

Test for overall effect: Z = 0.24 (P = 0.81) Favours no OAC Favours OAC

Tomsic A et al. Am J Cardiol. 2024 Jan 1;210:58-64
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Clinical Therapeutics 46 (2024) 122-133

Contents lists available at ScienceDirect

; Clinical Therapeutics
ELSEVIER journal homepage: www.elsevier.com/locate/clinthera
Review

Antithrombotic Treatment After Transcatheter Valve Interventions: Current ﬂ
Status and Future Directions Ghock for

Annette Maznyczka, MBChB(Hons), PhD, MSc, BSc(Hons), MRCP, Thomas Pilgrim, MD, MSc*

Department of Cardiology, Bern University Hospitnl, Bern, Switzerland
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Thrombotic Risk Bleeding Risk

Procedural Factors for Thrombosis Procedural Factors for Bleeding
* Mechanical interaction of delivery catheter
with atherosclerotic aortic arch
* Prosthesis malpositioning with
implantation of a second valve
» Balloon dilatation pre &
post valve implantation
* Valve-in-valve replacement
* Rapid ventricular pacing

* Injury to cardiac structures:

Ventricular perforation
Annular rupture

* Vascular access site
complications

Patient Factors for Thrombosis Patient Factors for Bleeding

* Old age * Old age
* Low cardiac output/ left ventricular * Female sex
dysfunction * Chronic kidney disease

* Atherosclerotic burden

» Suboptimal antithrombotic
therapy

* Atrial fibrillation/ prior
thromboembolic events * Arteriovenous malformations

* Secondary hypercoagulable states* of the gastrointestinal tract

* Primary hypercoagulable states** * Gastric ulcer disease

* Prior bleeding events

* Acquired thrombocytopenia

* Acquired von Willebrand
factor deficiency

“ ViultiMedica
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No pre-existing indication
for OAC

* 3 months OAC with

vitamin K antagonist

;“ No pre-existing indication

' for OAC

« If no recent coronary stent
(< 3 months) single
antiplatelet therapy
long-term

Concurrent
indication for OAC

« If recent coronary stent * OAC alone long-term

(< 3 months) DAPT for 1to 6
months followed by single
antiplatelet therapy long-term

Concurrent indication

for OAC No pre-existing indication
« If no recent coronary stent for OAC
<3 months) OAC alone
( . ) * Single antiplatelet
long-term After

therapy long-term

Mitral
TEER

« If recent coronary stent (<3
months) single antiplatelet

. drug for 1 to 6 months along

| with long-term OAC i

|

Concurrent indication
for OAC

* OAC alone long-term

No pre-existing
indication for OAC

= Single antiplatelet therapy long-term

Concurrent indication for OAC
* OAC alone long-term

No pre-existing
indication for OAC

= 3 months OAC with vitamin K antagonist

Concurrent indication for OAC
« OAC alone long-term

w ViultiVedica




Patients with CCS without indication for OAC undergoing CABG

Non-high bleeding risk High bleeding risk l
@ I N
T YT .. ;- CABG ARiA )@ DAPT De-escalation
CABG ( Aspiin ) @) (—*—\
@ \ PZYu inhibitor 2 > \ 5w|tch|ng '
— | Aspirin )
st AR 00 @ | Dose reduction )
0 @ F2 months: fross=cea=—=c=c=rmr=rr
(_ Discontinuation )
TLMORNS |- e e etllSS R e e S | Aspirin )@
| Aspirin ,@ | Aspirin )@ Long-term
Long-term
& @ Aspirin 75-100 mg od @ Ticagrelor 90 mg bid
Ne—" Ne——

@ Aspirin 75-100 mg od o Ticagrelor 90 mg bid @ Clopidogrel 75 mg od
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Non-high bleeding risk

Patients with ACS without indication for OAC undergoing CABG

High bleeding risk

@ Clopidogrel 75 mg od Q Prasugrel 10 mg od
N —" ———

Bleeding ri
management

Thrombosls risk
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antithrombatic therapy

antiplatelet therapy
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Perioperative period POAF

Therapeutic doses of UFH or LMWH
should be considered within 24
hours of the onset of POAF,
balancing cardioembolic and surgical
bleeding risks

Discharge Atrial Fibrillation Sinus rhythm

OAC therapy for 4 weeks may be
considered taking bleeding risk and
thromboembolic risk into
consideration

Figure 4 Anticoagulation strategies for stroke prevention in patients with post-operative atrial fibrillation. Recommendations shown are adapted
from the 2024 EACTS Guidelines on Peri-operative Medication in Adult Cardiac Surgery.! LMWH, low-molecular-weight heparin; OAC, oral antic-
oagulation; POAF, post-operative atrial fibrillation; UFH, unfractionated heparin
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I'insufficienza renale cronica & un fattore di rischio trombotico o emorragico?

L'insufficienza renale cronica (IRC) € un fattore dirischio sia per gli eventitromboticiche per quelli emorragici, creando una situazione paradossale e complessa nella gestione clinica. La coesistenza di questi due rischicontrapposti & dovuta a molteplici alterazioni a
carico dei sistemi di coagulazione e delle piastrine.

Rischio trombotico

L'insufficienza renale cronica aumentaiil rischio di eventitrombotici, in particolare la tromboembolia venosa (TEV). Questo aumento & graduale: pil la funzionalita renale si riduce (ciog, minore & il filtrato glomerulare stimato o eGFR), maggiore € il rischio di
trombosi. Le ragioni principali includono:

eAumento dei fattori della coagulazione: L'IRC porta a un aumento di alcuni fattori pro-coagulanti ea una diminuzione dei fattorianticoagulanti.

eDisfunzione endoteliale: || danno ai vasi sanguigni (endotelio) & comune nell'IRC e favorisce I'attivazione della coagulazione.

eAttivazione piastrinica: Le piastrine diventano piu attive e propense ad aggregarsi, anche se la loro funzione & paradossalmente compromessa (vedi rischio emorragico).

eAltre comorbilita: | pazienti con IRC spesso presentano altre patologie che aumentano ulteriormente il rischio di trombosi, come la fibrillaziore atriale, I'obesita e il diabete.

Rischio emorragico

Contemporaneamente, I'IRC € un noto fattore di rischio per gli eventiemorragici, che possono essere gravi. Questo rischio € legato principalmente alla disfunzione piastrinica indotta dall'uremia.

eAnomalia delle piastrine: Nelle fasiavanzate dell'IRC (uremia), le piastrine non funzionano correttamente: pur essendo in numero sufficiente, non sono in grado di aderire e aggregarsiin modo efficace per fermare il sanguinamento.

eAnemia e uremia: L'anemia, comune nei pazienti con IRC, e I'accumulo disostanze uremiche contribuiscono ad aggravare la disfunzione piastrinta.

eTrattamenti anticoagulanti: La necessita di anticoagulanti, ad esempio per fibrillazione atriale o dopo I'impianto di protesivalvolari, aumenta ulteriomente il rischio emorragico, specialmente considerando il rallentato metabolismo e I'eliminazione renale di molti
di questi farmaci.




Meeting Nazionale ITACARE-P 2025

3.3. Assessment of bleeding risk due to anticoagulation

Table S5 Published bleeding risk scores

Score Criteria Point Low risk Intermediate risk (f  High risk
applicable)
HEMORR,HAGES*®  Hepatic or renal disease +1 Oor1 2or3 >4
Ethanal (alcohol) abuse +
Malignancy history +
Older (age >75 years) +1

Reduced platelet count or +
function (includes aspirin

use, any

thrombocytopaenia of

blood dyscrasia, such as
haemophiia)

Rebleeding risk (history of +2
past bieeding)

Hypertension +
(uncontrolled)

Anzermia (Hb <13g/dLfor  +1
men; Hb <12 g/dL for

women)
Genetic factors (CYP 2C9 +1
single-nucleotide
polymorphisms)
ORBIT* Age >74 years + 0-2 3 >4
Bleeding history (any +2

history of G bleeding,

intracranial bleeding, or
haemorrhagic stroke)

GFR <60 mUmin173m*  +1
Treatment with antiplatelet +1

agents
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Dopo un intervento chirurgico valvolare, la stratificazione del rischio trombotico ed emorragico & fondamentale per guidare la terapia antitrombotica, bilanciando la prevenzione degli eventi ischemici (ictus, tromboembolismo) con il rischio di complicanze emorragiche. La valutazione
si basa su diversi fattori, tra cui il tipo e la posizione della protesivalvolare, la presenza di altre patologie e le caratteristiche individuali del paziente.

Stratificazione del rischio trombotico

I rischio trombotico dipende principalmente dal tipo di protesi e dalla sua posizione:

eProtesi meccaniche: Richiedono una terapia anticoagulante a lungo termine (spesso a vita) a base diantagonisti della vitamina K (AVK), come il warfarin. Il rischio di trombosi valvolare ostruttiva e dicirca 0,3-1,3% per paziente all'anno, mentre il rischio di eventitromboembolici
sistemici & piti alto (0,7-6% per paziente all'anno).

eBioprotesi (valvole biologiche): Comportano un rischio trombotico inferiore rispetto alle protesi meccaniche. Generalmente, richiedono una terapia anticoagulante (con AVK) per un periodo limitato di 3-6 mesi dopo l'intervento, per poi passare a una terapia antiaggregante
(aspirina).

eValvoleriparate: In seguito a unariparazione valvolare, non esiste un consenso unanime sulla terapia antitrombotica. La decisione dipende dafattori come il successo dell'intervento e la presenza difibrillazione atriale. Alcuni studi suggeriscono che un breve periodo di
anticoagulazione (come 3 mesi) possa essere benefico, mentre altri non hanno riscontrato differenze significative tra l'uso di AVK e antiaggreganti.

eProtesi transcatetere (TAVI): Per I'impianto valvolare aortico transcatetere (TAVI), la gestione antitrombotica & un'area di ricerca attiva. La terapia puo prevedere |'uso di anticoagulanti orali diretti (DOAC) o una combinazione di antiaggreganti piastrinici, specialmente in pazienti con
fibrillazione atriale preesistente.

Fattori aggiuntivi per il rischio trombotico

eFibrillazione atriale: La presenza di fibrillazione atriale & un fattore di rischio significativo per I'ictus tromboembolico, e spesso si utilizzano score come il CHA,DS,-VASc per valutare questo rischio anche nei pazienti con patologia valvolare.

ePosizione dellavalvola: Le protesi mitraliche hanno un rischio trombotico pit elevato rispetto a quelle aortiche, a causa delle maggiori sollecitazio ni meccaniche e del flusso sanguigno pili turbolento.

Stratificazione del rischio emorragico
Il rischio emorragico € legato alla terapia anticoagulante, ma anche alle caratteristiche del paziente. Per valutarlo, si possono utilizzare score specifici, benché la loro applicabilita specifica nella chirurgia valvolare sia ancorain fase di studio.
eScore HAS-BLED: Sebbene sviluppato per la fibrillazione atriale non valvolare, il punteggio HAS-BLED puo essere utilizzato come riferimento per stimareil rischio emorragico. Un punteggio elevato identifica i pazienti che necessitano di un monitoraggio piu attento durante la terapia
anticoagulante.
e Altri fattori di rischio emorragico:
¢Eta avanzata: Un'eta avanzata aumenta il rischio di complicanze emorragiche.
eComorbidita: Patologie come l'insufficienza renale ed epatica, I'ipertensione arteriosa non controllata, e l'anemia aumentano il rischio di sanguinamento.
eSanguinamento pregresso: Un'anamnesidi sanguinamenti importantiaumenta il rischio di recidiva.
eTerapia farmacologica: L'uso concomitante di altri farmaci (antiaggreganti, farmaci antinfiammatori) puo aumentare il rischio di sanguinamento.
eComplicanze procedurali: Eventi come sanguinamenti intra-operatori o la necessita direvisione chirurgica per emorragia possono aumentare il rischio postoperatorio.
Considerazioni per la gestione clinica
eValutazione individuale: La scelta della terapia deve essere personalizzata in base alla combinazione dei fattori di rischio trombotico ed emorragico di ciascun paziente.
eBilancio rischio/beneficio: Per i pazienti con alto rischio emorragico, si deve considerare un regime antitrombotico meno aggressivo o |'utilizzo di dosaggi pil bassi, se compatibile con il rischio trombotico. Ad esempio, & necessario valutare con attenzione I'uso dei DOAC rispetto agli
AVK, poichéi DOAC possono essere associati a un rischio maggiore di sanguinamento gastrointestinale in alcuni casi.
eMonitoraggio: E cruciale un monitoraggio regolare della terapia anticoagulante (tramite I'INR per gli AVK) e una stretta sorveglianza delle condizionidel paziente per identificare e gestire tempestivamente eventuali complicanze emorragiche o tromboemboliche.
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Recommendation Table 6 — Recommendations to
assess and manage thromboembolic risk in AF (see also

Evidence Table 6)

Recommendations

Oral anticoagulation is recommended in patients
with clinical AF at elevated thromboembolic risk to
prevent ischaemic stroke and

thromboembolism. = *2%°

A CHA,DS,-VA score of 2 or more is recommended
as an indicator of elevated thromboembolic risk for

decisions on initiating oral anticoagulation.

Class®

Level®
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CHA;DS,-VA component

C  Chronic heart failure

H  Hypertension

A Age 75 years or above

D  Diabetes mellitus

S Prior stroke, TIA, or arterial
thromboembolism

V  Vascular discase

A Age 65-74 years

Points
awarded®

© ESC 2024
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DOAC vs. VKA in AF + mitral/aortic bioprosthetic implant or mitral repair

6 clinical frials with a fotal of 1,857 pts.

DOAC VEA Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
Carnicelli 2017 5 121 9 70 19.6% 0.32 [0.11, 0.92) — MCI]OI‘ b|eeding
Duraes 2016 1 15 2 12 4.2% 0.40 [0.04, 3.90)
Guimaraes 2019 7 87 7 63 21.7% 0.79[0.29, 2.15] .
Cuimaraes 2020 7500 13 505 26.2% 0,54 [0.22, 1.35] — &
Russo 2019 B 130 12 130 24.1% 0.50[0.19, 1.29] —
Shim 2021 3 109 1 109 4.3% 3.00 [0.32, 28.39)
Total (95% CI) 962 B95S 100.0% 0.55 [0.35, 0.88] -
Total events 29 44

ity T . ™ - - 1. I t 1 1
Heterogeneity: Tau® = 0.00; Chi* = 3.82, df = 5 (P = 0.57); 1 = 0% .01 o1 1 10 100

Test for averall effect: Z = 2. 48 (P = 0.01) Favours DOAC Favaurs VA

DOAC VKA Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Carnicelli 2017 7 121 8 70 28.1% 0.51 [0.19, 1.34] — &
Duraes 2016 0 15 1 12 2.7% 0.27 [0.01, 6.11] v
Guimarass 2019 4 87 2 69 9.5% 1.59 [0.30, 8.41] e TE stroke/SE
Guimaraes 2020 9 500 20 505 43.8% 0.45 [0.21, 0.99] ——
Russo 2019 3 130 5 130 13.3% 0,60 [0.15, 2.46] D
Shim 2021 0 109 1 109 2.6% .33 [0.01, 8.09]
Total (95% CI) 962 B95 100.0% 0.54 [0.32, 0.90] i
Total events 23 a7

TR x _ i 2 _ = = -2 — I 1 I 1
Heterogeneity: Tau® = 0.00; Chi* = 2.11, df = 5(F = 0.83); I = 0% 001 01 1 10 100

Test for overall effect: Z = 2.38 (P = 0.02) Fawours DOAC Favours VEA

Gerfer S et al. Ther Adv Cardiovasc Dis 2022 Jan-Dec;16:1753944722 1093963
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