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Cumulative incidence function

Epidemiology of AF
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AF is more common in males
Cumulative incidence curves and 95% Cls
for AF in women and men with death as a competing risk
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Lifetime risk of AF increases with
increasing risk factor burden®
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Optimal 23.4% (12.8% to 34.5%)
=== Borderline 33.4% (27.9% to 3B8.9%)
—-==— Elevated 38.4% (35.5% to 41.4%)

European Heart Journal (2020) 42, 373-
498
doi:10.1093/eurheartj/ehaa612
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@ ESC 2020 ESC Guidelines for the diagnosis and
management of atrial fibrillation developed in

collaboration with the European Association for
Cardio-Thoracic Surgery (EACTS)

ABC pathway:
— ‘A’ Anticoagulation/Avoid stroke

‘B’ Better symptom management

‘C’ Cardiovascular and Comorbidity optimization
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Recommendations for
the prevention of
thrombo-embolic
events in AF

European Heart Journal (2020) 42, 373-498
doi:10.1093/eurheartj/ehaa612
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Recommendations

For stroke prevention in AF patients who are eligible for OAC, NOACs are recommended in preference to VKAs (excluding

patients with mechanical heart valves or moderate-to-severe mitral stenosis). 342

For stroke risk assessment, a risk-factor-based approach is recommended, using the CHA;DS;-VASc clinical stroke risk score to

initially identify patients at ‘low stroke risk’ (CHA;DS,-VASc score =0 in men, or 1 in women) who should not be offered antith-

rombotic tht=3r51p}-r.334'3 s

OAC is recommended for stroke prevention in AF patients with CHA;DS,-VASc score =2 in men or 23 in women.*12

OAC should be considered for stroke prevention in AF patients with a CHA;DS,-VASc score of 1 in men or 2 in women.
Treatment should be individualized based on net clinical benefit and consideration of patient values and preferences, 32827838

For bleeding risk assessment, a formal structured risk-score-based bleeding risk assessment is recommended to help identify non-
modifiable and address modifiable bleeding risk factors in all AF patients, and to identify patients potentially at high risk of bleeding

who should be scheduled for early and more frequent clinical review and follow-u p.388'395‘404'4°6

For a formal risk-score-based assessment of bleeding risk, the HAS-BLED score should be considered to help address modifiable
bleeding risk factors, and to identify patients at high risk of bleeding (HAS-BLED score >3) for early and more frequent clinical

review and follow-up, 388395404406

Stroke and bleeding risk reassessment at periodic intervals is recommended to inform treatment decisions (e.g. initiation of OAC

in patients no longer at low risk of stroke) and address potentially modifiable bleeding risk factors.“*8%#7847%

In patients with AF initially at low risk of stroke, first reassessment of stroke risk should be made at 4 - 6 months after the index

. 385-387
evaluation.

If a VKA is used, a target INR of 2.0 - 3.0 is recommended, with individual TTR>70%.%'*
In patients on VKAs with low time in INR therapeutic range (e.g. TTR<70%), recommended options are:

415,416,

e Switching to a NOAC but ensuring good adherence and persistence with therapy or

e Efforts to improve TTR (e.g. education/counselling and more frequent INR checks).4m

Antiplatelet therapy alone (monotherapy oraspirin in combination with clopidogrel) is not recommended for stroke prevention
in AF 410441480481

Estimated bleeding risk, in the absence of absolute contraindications to OAC, should not in itself guide treatment decisions to use
OAC for stroke prevention.

Clinical pattern of AF (i.e. first detected, paroxysmal, persistent, long-standing persistent, permanent) should not condition the

indication to thromboprophylaxis.mo
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P| ACEC = Stroke prevention in AF

Patient with Atrial Fibrillation; Eligible for Oral Anticoagulation

BORATORIES FOR ADVANCES IN CARDIAC EXPERIENCE

¥
[ AF patients with prosthetic mechanical heart valves or moderate-severe mitral stenosis? ]
I I
@ E S C No Yes
: v ¥
Eumpe‘?m Society Step 1 Identify low-risk patients VKA with high time in
of Cardiology | therapeutic range
l (target INR range depends
3 on type of
Low stroke risk? valve lesion or prosthesis)
(CHA,DS,-VASc score: 0 in males 1 in females)
I I
No Yes
k4 o ¥
Step 2 No antithrombuotic
Consider stroke prevention (ie. OAC) in all AF patients with treatment
The ‘AF 3-step’ pathway CHA2DS2-VASE =1 (male) or 22 (ferale)

Address modifiable bleeding risk factors in all AF patients.
Calculate the HAS-BLED score,

If HAS-BLED =3, address the modifiable bleeding risk factors
and ‘flag up’ patient for regular review and follow-up.
High bleeding risk scores should not be used
as a reason to withhold OAC.,

¥
( CHA,DS,-VASc ]

| |
=1 (male) or =2 (female) 22 (male) or 23 (female)

v ¥

| QAC should be considered CAC is recommended
(Class lla)
L 4

Step 3 Begin NOAC (or VKA with high time
in therapeutic range?)
NOACs generally recommended
European Heart Journal (2020) 42, 373-498 as first line therapy for OAC

doi:10.1093/eurheartj/ehaa612

©ESC 2020




Therapeutic Advances in Cardiovascular Disease
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Ther Adv Cardiovasc Dis =

2018, Vol. 12(9) 247-262

Direct oral anticoagulants for stroke

prevention in atrial fibrillation: treatment
outcomes and dosing in special populations

Review ™

DOI: 10.1177/
1753944718787384
RE-LY ROCKET AF ARISTOTLE ENGAGE AF-TIMI 48

Patients (n) 18,113 14,264 18,201 21,105
Stroke or SEE [primary Dabigatran 150 mg: 1.7 versus 2.2; 0.79 (0.66-0.96)%; 1.27 versus 1.60; 0.79 Higher-dose edoxaban+: 1.18
efficacy endpoint for 1.11; 0.66 (0.53-0.82); <20.001 [0.66-0.95); 0.01 versus 1.50; 0.79 [0.63-0.99)§;
all trials) <0.001 <0.001
%/year versus
warfarin; HR (95% Cl);
p value

1.53; Dabigatran 110 mg: Lower-dose edoxaban® 1.61 versus
0.91(0.74-1.11); 0.30 1.50; 1.07 (0.87-1.31])§; 0.005

Major bleeding Dabigatran 150 mg: 3.6 versus 3.4; 1.04 (0.90-1.20); 2.13 versus 3.09; 0.69 Higher-dose edoxaban: 2.75
[primary safety 3.11 versus 3.36; 0.93 0.58 (0.60-0.80); <0.001 versus 3.43; 0.80 (0.71-0.91);
endpoint for RE-LY, (0.81-1.07); 0.31 <:0.001
ARISTOTLE, and
ENGAGE-AF TIMI 48)
%/year versus
warfarin; HR (95% CI);
L value

Dabigatran 110 mag:
2.71 versus 3.36; 0.80
(0.69-0.93); 0.003

Lower-dose edoxaban: 1.61 versus
3.43; 0.47 (0.41-0.55); <<0.001

Major and CRNM
bleeding (primary
safety endpoint for
ROCKET AF)

%/year versus warfarin;
HR [95% CI); p value

Dabigatran 150 mag:
16.42 versus 18.15; 0.91
(0.86-0.97); 0.002

14.9 versus 14.5; 1.03 (0.96-1.11);

0.44

4.07 versus 6.01; 0.468
(0.61-0.75); <<0.001

Higher-dose edoxaban: 11.10
versus 13.02; 0.86 (0.80-0.92);
<0.001

Dabigatran 110 mag:
14.62 versus 18.15; 0.78
(0.74-0.83]; <0.001

Lower-dose edoxaban: 7.97 versus
13.02; 0.62 (0.57-0.67); <0.001

& M‘,}
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Ther Adv Cardiovasc Dis
2018, Vol. 12(9) 247-262

DOI: 10.1177/
1753944718787384

RE-LY

Direct oral anticoagulants for stroke

prevention in atrial fibrillation: treatment
outcomes and dosing in special populations

ROCKET AF

ARISTOTLE

ENGAGE AF-TIMI 48

Intracranial
hemorrhage
%/year versus

p value

warfarin: HR (95% ClIJ;

Dabigatran 150 mg:
0.30 versus 0.74; 0.40
(0.27-0.60); <0.001

0.5 versus 0.7; 0.67 (0.47-0.93);
0.02

0.33 versus 0.80; 0.42
(0.30-0.58); <0.001

Higher-dose edoxaban: 0.39
versus 0.85; 0.47 (0.34-0.63);
<0.001

Review

Dabigatran 110 mg:

0.23 versus 0.74; 0.31
(020047 0001

Lower-dose edoxaban: 0.26 versus

0.85; 0.30 (0.21-0.43); <0.001

Gastrointestinal
bleeding
%/year versus

p value

warfarin; HR [95% CI);

Dabigatran 150 mg:
1.51 versus 1.02; 1.50
(1.19-1.89]; <0.001

NA; <0.001

0.76 versus 0.846; 0.89
(0.70-1.15); 0.37

Higher-dose edoxaban: 1.51
versus 1.23; 1.23 (1.02-1.50); 0.03

Dabigatran 110 mg:
1.12 versus 1.02; 1.10
(0.86-1.41); 0.43

Lower-dose edoxaban:
0.82 versus 1.23; 0.67 (0.53-0.83);
<0.001




ROMA 30 Settembre - 1 Ottobre 2022 Centro Congressi di Confindustria Auditorium della Tecnica

PLACEC "

ATORIES FOR ADVANCES IN CARDIAC EXPERIENCE

Nuovi
anticoagulanti orali
nella fibrillazione
atriale: evidenze di
efficacia e sicurezza
nel mondo reale

Letizia Riva, Giuseppe Di Pasquale

U.0.C. Cardiologia, Ospedale Maggiore, Azienda USL di Bologna, Bologna

GIORNALE
ITALIANO

DI CARDIOLOGIA

Registro Pazienti con fibrillazione atriale Follow-up Risultati vs warfarin
(mesi)
Dabigatran
Registro Mini-Sentinel’™ >10 000 pazienti 12 | Rischio di emorragia intracranica
naive alla terapia anticoagulante orale } Rischio di sanguinamenti gastrointestinali
Registro danese'® >4000 pazienti 12 = Rischio di ictus ischemico
naive alla terapia anticoagulante orale = Rischio di sanguinamenti maggiori
| Rischio di emorragia intracranica, infarto miocardico e
mortalita
Registro danese?* >61 000 pazienti 22 = Rischio di ictus ischemico ed embolie sistemiche
naive alla terapia anticoagulante orale | Rischio di sanguinamenti maggiori
} Rischio di mortalita
Registro Medicare?® >67 000 pazienti 26 | Rischio di ictus ischemico, embolie sistemiche, emorragia
naive alla terapia anticoagulante orale intracranica e mortalita
= Rischio di sanguinamenti maggiori ed infarto miocardico
1 Rischio di sanguinamenti gastrointestinali con dabigatran
150 mg bid
Registro MonaldiCare*®* >2000 pazienti 6 Bassissimo rischio di sanguinamenti maggiori con entrambi
naive alla terapia anticoagulante orale i dosaggi di dabigatran
Rivaroxaban
Registro Dresda* >2700 pazienti 16 | Rischio di ictus, attacco ischemico transitorio ed embolie
naive alla terapia anticoagulante orale sistemiche
} Rischio di sanguinamenti maggiori
Studio XANTUS** >6000 pazienti 2 } Rischio di ictus, attacco ischemico transitorio, embolie
(50% naive alla terapia sistemiche, emorragia intracranica e mortalita
anticoagulante orale) = Rischio di sanguinamenti maggiori
| Rischio di sanguinamenti fatali
Studio RELIEF4@ >1000 pazienti 2 J Rischio di ictus, attacco ischemico transitorio, infarto
naive alla terapia anticoagulante orale miocardico ed emorragia intracranica
Studio REVISIT-US* >30 000 pazienti 33 | Rischio di ictus ischemico/emorragia intracranica
naive alla terapia anticoagulante orale (endpoint combinato)
Apixaban
Registro Medicare®® >15 000 pazienti 56 } Rischio di ictus ed embolie sistemiche

naive alla terapia anticoagulante orale

} Rischio di sanguinamenti maggiori
} Rischio di sanguinamenti gastrointestinali
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Quali sono i soliti
sospetti?

Anterior annubus Anterior keaflet Anteromedial

Pasteriar
— leaflet

FIBRILLAZIONE [l YW7me
ATRIALE e =
“VALVOLARE”
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Dabigatran versus Warfarin in Patients with Mechanical Heart Valves

John W. Eikelboom, M.D., Stuart ). Connolly, M.D., Martina Brueckmann, M.D., Christopher B. Granger, M.D., Arie P. Kappetein, M.D., Ph.D., Michael |. Mack, M.D., Jon
Blatchford, C.Stat., Kevin Devenny, B.Sc., Jeffrey Friedman, M.D., Kelly Guiver, M.Sc., Ruth Harper, Ph.D., Yasser Khder, M.D., et al., for the RE-ALIGN Investigators”*

A First Thromboembolic Event B First Bleeding Event
LE i Warfarin LY .
’J\_:___':; _______________ 03 l-‘—. W_ariagin
§ | “... Theuse of dabigatran in patients with mechanical heart valves was
2 associated with increased rates of thromboembolic and bleeding P
z | complications, as compared with warfarin, thus showing no benefit and
£ an excess risk. “
0.14 0.14
0.0 T T T I I , I . 0.0 T T T T T T T 1
0 50 100 150 200 250 300 350 400 0 50 100 150 200 250 300 350 400
Days Days
No. at Risk No. at Risk
Dabigatran 168 156 126 108 73 44 15 7 Dabigatran 168 129 103 86 58 32 11 6
Warfarin 84 82 66 55 40 29 9 4 Warfarin 84 73 56 50 38 22 11 4

N Engl J Med 2013; 369:1206-1214. DOI: 10.1056/NEJMoa 1300615




Cumulative Incidence (%)

No. at Risk
Rivaroxaban

VKA

Cumulative Incidence of the Composite of Stroke, Systemic
Embolism, Myocardial Infarction, or Death from Vascular or
Unknown Causes (Primary Outcome)

92 Edizione

Rivaroxaban in Rheumatic Heart Disease—Associated Atrial Fibrillation

ROMA 30 Settembre - 1 Ottobre 2022 Centro Congressi di Confindustria Auditorium della Tecnica

PLACEE

PLATFORM OF LABORATORIES FOR ADVANCES IN CARDIAC EXPERIENCE

Stuart J. Connolly, M.D., Ganesan Karthikeyan, M.D., D.M., Mpiko Ntsekhe, M.D., Ph.D., Abraham Haileamlak, M.D., Ahmed El Sayed, M.D., Alaa El Ghamrawy, M.D.,
Albertino Damasceno, M.D., Ph.D., Alvaro Avezum, M.D., Ph.D., Antonio M.L. Dans, M.D., Bernard Gitura, M.Med., Dayi Hu, M.D., Emmanuel R. Kamanzi, M.Med., et al., for

Rivaroxaban

VKA

Hazard ratio, 1.25 (95% Cl, 1.10-1.41)

T T T T T T T T 1
6 12 18 24 30 36 42 48 54

2275 2124 2023
2256 2100 2003 1944

Months since Randomization

1931 1838 1750 1356

1880 1809 1392

876
881

451 144
462 138

the INVICTUS InvestigatorsT

4531 pts were included in the final

analysis

A Stroke or Systemic Embolism

Cumulative Incidence (%)

No. at Risk
Rivaroxaban
VKA

N Engl J Med 2022; 387:978-988. DOI: 10.1056/NEJMo0a2209051

7 Rivaroxaban
100+ 6
90+ 5+
20+ 44 VKA
70 3+
60 25
50+ = Hazard ratio, 1.24 (95% CI, 0.92-1.68)
40+ 0 T T T T T T T T 1
il 0 12 18 24 30 36 42 48 54
20
10+
—
0 T T T T T T T 1
0 12 18 24 30 36 42 48 54
Months since Randomization
2275 2124 2025 1933 1841 1753 1358 879 451 144
2256 2100 2005 1946 1882 1811 1394 883 463 138

B Death

Cumulative I ncidence (%)

No. at Risk
Rivaroxaban

VKA

3124 Rivaroxaban
100+ 284
20 e VKA
164
704 12
B0 9+
(=
30+ 34 Hazard ratio, 1.23 (95% CI, 1.09-1.40)
404 0 T T T T T T T T 1
0 12 18 24 30 36 42 48 54
304
204
10
0_ T T T T T T T T 1
0 6 12 18 24 30 16 42 43 54
Months since Randomization
2275 2138 2052 1963 1876 1789 1389 901 467 143

2256 2117 2024 1968

1909 1843 1422 906 473 141

Cumulative Incidences of Stroke or Systemic Embolism and of

Death
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ESC Table | Selected indications and contraindications for NOAC therapy in AF patients

European Sociaty

A Sardiolagy Condition Eligibility for NOAC Comment

Europace (2021) 00, 1-65

doi:10.1093/europace/euabli65 Mechanical prosthetic valve Contraindicated Excluded from pivotal RCTs

: = . 15,1
Data indicating worse outcome g

POSITION PAPER

Moderate to severe mitral stenosis (usually rheumatic) Contraindicated Excluded from pivotal RCTs
EHRA PRACTICAL GUIDE '

Little rationale for less efficacy and safety vs. VKA

Hatched, limited data; See text for details.
AF, atrial fibrillation; NOAC, non-vitamin K antagonist oral anticoagulant; RCT, randomized clinical trial; VKA, vitamin K antagonist.
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Quali sono i soliti sospetti
nella gestione della
terapia anticoagulante?

A

)%
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O Diagnosi: FANV
O Eta:>75aa

O  Ridotta funzionalita renale

O  Ppolitrattato

O Patologie concomitanti
(una o piu di queste):
* |pertensione
* Scompenso/disfunzione ventricolare sx
* Diabete
* Pregressoictus
* Malattia vascolare
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Quali sono i soliti sospetti nella
pratica clinica?

PAZIENTE
ANZIANO

A
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Incidence of thromboembolic events (stroke/TIA/systemic embolism) and major bleeding at
1 year in patients aged <85 and 285 years.

A Sub-Analysis From the PREFER in AF
(PREvention oF Thromboembolic Events-European Registry in Atrial Fsibrillation)

-1 * P=0.003 va <75 yre
48 : F ) P=0.88 vs 7584 yrs
P=0.0006 " < P—0.047 va 75.84 yra A Pe0.11 .
g i 4
a 3 3 2
= =
=
— 3 a )
i » 18 E "
c l € o -
= <TE yrs T5-84 yrs =85 yrs
] ——
g 2 e «TSyrs TS-84yrs E8Syrs g 2
=
2 =3
1 &
5
E - o
=85 Wrs =856 yrs =85 yra =B85 ¥ra
Age groups Age groups

Rates of events according to 3 age strata (<75, 75-84, and 285 years) are also depicted.

Fattiet dl. J Am Heart ASSOC. ;0.€eUUo00 /. DUI: 1U. 110 AFA. .UUO G
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Anticoagulants for Stroke Prevention in Atrial
Fibrillation in Elderly Patients

event rates (b) hazard ratios (or relative risk for dabigatran)
Andreas Schafer, Ulrike Flierl, [...], and Johann Bauersachs

Stroke or

systemic vs. VKA

o
o

[ ] [ ]
embolism in INR 23 S [ Y
o % | pabigatran 110 mg bid (0.66-1.17)
patients = 75 N e
Dabigatran ——
. 50 bid abigatran o | 0.67"
years of age in I Ao 750 ma bid (085 50
= arrarin
. = | INnrR23
w
p = -
th e fou r trla IS § th;v:l;o::ban th;vr:;o;:ban —— (0.6%—8:02)
w | Warfari
g INR 2-3
- Apixaban 0.71
e g;::.);a:ia; 5 mg bid R (0.53-0.95)
=
% Warfarin
= | INnR2-3 ‘ E——— o>
% Edoxaban '_“]_ 60 :,"x; °dn ==y (0.67-1.04)
= | 80 mg od 1 ! | ’ y -
0 1 2 0, %5 0,50 1,00 2,00 =

SSE (Y%l/year) favours NOAC favours VKA
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Anticoagulants for Stroke Prevention in Atrial (@) eventrates

Fibrillation in Elderly Patients (b) hazard ratios (or relative risk for dabigatran)

Andreas Schafer, Ulrike Flierl, [...], and Johann Bauersachs

o
o

HR (RR*)
vs. VKA (95%C1)
Warfarin ‘
Maior e # 4,4 el | iy
J : Dabigatran 4,4 110 mg bid (0.83-1.23)
° ° E 110 mg bid ‘ |
bleedings in R 5,1 .
150 mg bid ! ’ Dabigatran

patients 2 75
years of age
in the four

1.18*

| | 150 mg bid T  (conia
Warfarin 4.4
INR 2-3
Rivaroxaban 4.9 Rivaroxaban 1.11
20 mg od ; . 20 mg od -T® (0.92-1.34)
Warfarin
INR 2-3 ,

Apixaban

ENGAGE-AF ARISTOTLE ROCKET-AF

tria IS g':':’::?d" 5 mg bid e (o.soz-c:.n)
INR 23
Edoxaban E:::‘; ?d" _— (0.7‘:;‘:.99)
60 mg od r | :
0, %5 0,50 1,00 2,00 -

Major bleeding (%/year) favours NOAC favours VKA
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Anticoagulants for Stroke Prevention in Atrial
Fibrillation in Elderly Patients

Andreas Schafer, Ulrike Flierl, [...], and Johann Bauersachs

: C e
L (95%C1)

° ° :’:‘T{f;;n | s Dabigatran ~
Gastrointestinal o] M | T tomgnia [ [
bleedi . W | 110 mg bid '

e.e Ings In ?;‘;:;g‘;t:: 2,8 Dabigatran 1.79~
patients = 75 years - - i i (st

. INR 2-3 =
of age in the four aian ' TR e - o

20 mg od | 20 mg od (1.19-2.39)

trials

Warfarin 9.
INR 2-3

soveter [
5 mg bid
0

Apixaban 0.99

5 mg bid d (0.69-1.42)

3
|
1,3

|
e .7
INR 2-3

\ Edoxaban ‘ Y 1.32

Edoxaban | ' 22 60 mg od (1.01-1.72)
60 mg od ' ' ’

1 2

0,50 1,00 2,00
€

ENGAGE-AF ARISTOTLE ROCKET-AF

>

gastrointestinal bleeding (%/year) favours NOAC favoursVKA
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Quali sono i soliti
sospetti nella
fibrillazione atriale?

RISCHIO A
l{ EMORRAGICO
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PER QUALI PAZIENTI SPESSO PENSIAMO AD UNA BASSA DOSE DI NAO?

ANZIANO OVER 75

ALTO RISCHIO EMORRAGICO

* Paziente fragile

* Paziente Basso peso corporeo

e Anemici

e Disfunzione epatica e/o renale

e Storia di sofferenza Gl

e Utilizzatori di FANS

* Pazientiin Triplice terapia antitrombotica

INTERAZIONI
FARMACOLOGICHE

COMORBIDITA’
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Nelle nostra scelta prevale quasi sempre la riduzione
del rischio emorragico rispetto al rischio

SCEMTA DI
___ SICUREZZA
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'''' BASSI DOSI DI NAO PER «PROTEGGERE» DAL RISCHIO EMORRAGICO

Qual’e la situazione italiana?
Dati ISS utilizzo di NAO

dabigatran apixaban rivaroxaban

&
m Edoxaban 30 mg = Edoxaban 60 mg

m Dabigatran 110 mg Dabigatran 150 mg m Apixaban 2.5 mg Apixaban 5 mg m Rivaroxaban 15mg = Rivaroxaban 20 mg

edoxaban

Nella realta italiana, il medico ricorre al «basso dosaggio»
in oltre il 37% dei pazienti

Fonte: Dati ISS 2017
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Off-label Dosing of Non-
Vitamin K Antagonist Oral
Anticoagulants and
Adverse Outcomes

Baseline NOAC Dosing 52

ORBIT-AF Il Registry

-Patients with intermediate
renal function (error in
calculation of CICr)

-Lack of familiarity with
dose guidelines and
adjustments for

Events During Follow-up (per 100 Patient-Years)

concomitant medlcatlons e Major Bleeding SSE M All All-Cause Mortality
Hospitalization
Steinberg, B.A. et al. J Am Coll Cardiol. 2016;68(24):2597-604. Recommended Dose mUnder-Dosed ~ MOver-Dosed
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Quale tip & trick ?
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PLACE@ "™ 2020 ESC Guidelines for the diagnosis and
management of atrial fibrillation developed in
@ ESC collaboration with the European Association for

European Society

of Cardioloay Cardio-Thoracic Surgery (EACTS)

Table I | Dose selection criteria for NOACs

Dabigatran Rivaroxaban Apixaban Edoxaban

Standard dose 150 mg b.i.d. 20 mg o.d. 5 mg b.id. 60 mg o.d.
Lower dose 110 mg b.i.d.
Reduced dose 15 mg o.d. 2.5 mg b.i.d. 30 mg o.d.
Dose-reduction Dabigatran 110 mg b.i.d. in patients with: CrCl 15-49 mL/min At least 2 of 3 criteria: If any of the following:
criteria e Age >80 years e Age >80 years, e CrCl15-50 mL/min,

e Concomitant use of verapamil, or e Body weight <60 kg, or e Body weight <60 kg,

e Increased bleeding risk e Serum creatinine e Concomitant use of dronedarone,

ketoconazole

>1.5 mg/dL (133 umol/L) ciclosporine, erythromycin, or

b.i.d. = bis in die (twice a day), CrCl = creatinine clearance; o.d. = omni die (once daily).

©ESC 2020
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EHRA PRACTICAL GUIDE - N

@ E S C Europace (2021) 00, 1-65

E;’Eﬁ:‘fﬁ;ggfew doi10.1093/eurcpace/euab(é5 via Dabigatran etexilate Apixaban Edoxaban Rivaroxaban
Other factors
Age 2 80 years Potential for increased .l ll%mm | b c
plasma levels - -
Age 275 years Potential for increased c
plasma levels
Stroke prevention in atrial fibrillation (SPAF)
...................... e et e 1 S S o A S D)
Apixaban®’  5mgBID 2.5mg BID if two out of three fulfilled: weight <60 kg, age >80 years, serum creatinine >133 pmol/L (1.5 mg/dL)
(or single criterion: if CrCl 15-29 mL/min) a) SmPC: 110 mg BID if age >_80 years,
Dabigatran48 150mg BID/110mg BID No pre-specified dose-reduction criteria in phase Ill tr concomitant verapamil, increased risk of Gl
Edoxaban”  60mg QD 30 mg QD if: weight <60 kg or CrCl 1549 mL/min or ¢ bleeding.
P-Gp inhibitor (see ‘Pharmacokinetics and drug-drug interactions of NOACs’ section)
Rivaroxaban®® 20mg QD 15mg QD if CrCl £15-49 mL/min




Idarucizumab?
Target: dabigatran

Andexanet alfal
Target:
FXa inhibitors

Ciraparantag
(PER977)!
Target:
universal

Studies in

volunteers

Studies in

volunteers

in healthy
volunteers
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5 FOR ADVANCES IN CARDIAC EXPERIENCE

Study in patients
requiring urgent
surgery/with
major bleeding;
completed Oct 2016%*

Study in patients
with major
bleeding only;
started Jan 2015’

Available NOAC reversal agent

Approval
FDA
Oct 2015°
EMA
Nov 2015¢
etc.

FDA delays
approval
Aug 2016°

No accelerated
approval
granted?®

Widespread
availability
following local
approval

Widespread

availability

following local
approval

* 1. Greinacher A et al. Thromb Haemost 2015; 2. Pollack C et al. N Engl ) Med 2017; 3. Pollack C et al.
Thromb Haemost 2015; 4. Boehringer Ingelheim, data on file; 5. US FDA 2015 press release, 16
October 2015; 6. European Commission Community Register of Medicinal Products for Human Use
2015; 7. ClinicalTrials.gov Identifier: NCT02329327; 8. Portola Pharmaceuticals press release, 18 Dec
2015; 9. Portola Pharmaceuticals press release, 17 August 2016; 10. Portola Pharmaceuticals press
release, 19 August 2016; 11. Ansell JE et al. N Engl J Med 2014; 12. Ansell JE et al. Thromb Res 2016
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Quali sono i soliti sospetti nella
pratica clinica?

RIDOTTA ‘_‘ r’
FUNZIONE RENALE

A
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RIES FOR ADVANCES IN CARDIAC EXPERIENCE

Worsening renal function (rather than renal impairmentj} is
associated with poor outcomes in individuals with AF across
the whole range of renal function, as measured by eGFR.

Stroke or systemic thromboembolism Major bleeding events
Eventfree Eventfree

A A A A A A A Il 1 A L 1 A e

7 — Quartile 1 L 7 - ——  Quartilo 1 E
| — Quartile 2
Quartile 2 :
: ———  Quartile 3 :
—  Quartie 3 i — Quartile 4
s e Quartile 4 & o a b
' - -
Hazard relio (Cox model) = 1228, B6%CI 1.067-1 201 L' ""’o ra:k';“:,'ic"E E?zd'”; 1.184,95%C11.071-1.308
Logrank test. p=0.0000 5 v dame 3
|b i B L v T - L b L J - L bd L b L
: . Y ’ 5 ’ e 0 500 1000 1500 2000 2500 3000 Days
0 500 1000 1800 2000 2500 3000 Days

Figure 2. Top: Kaplan-Meier estimates of the percentages of patients remaining free of
stroke and/or thromboembolic events by quartile of renal function worsening. Bottom:
Kaplan-Meier estimates of the percentages of patients remaining free of major bleeding
by quartile of renal function worsening.

L. Fauchier et al. / American Heart Journal 198 (2018) 39-45
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Parameter ARIOSTOTLE [13,14]) ROCKET AF [9-11] EMNGAGE AFTIMI4E [15-17] RE-LY [7.8]) J-ROCKETAF [12]

n= 14913 n = 14X36 n = 21025 n= 18113 n= 1278

Age, mean [(S5D).y 69.1{9,68) 713 9.92]) TG94 71.3(8.5) 71.1{8.1)
Male () G5 000 fll, 300g &1 . 908, 3008 a0, S,
Race/ethnicity, no. (%)

White B2.90%%: 80, 0% B, Q0% FO00%

Rlack 1.-30%: 4, 10%% 1.4 0, 5

fslan 1450 13, 30% 13,805 15904 1,

Others 1.30% 2.0 ., I 13,209
Clinical presentation no. (%) (type of atrial fibrilladon)

Parmcysmal 124004 17 .5&0% 25, 400 31,90 Pl

Persistent/ permanent GO H0s g1 .00, Fi S0, 91 008 Bl

Mewly diagnosed 1820 1.4 k] i B
Diabetes mellitus, no. (%) L I D 36,1 0% 23 a0% 38%
Hyperiension, no, (%) MM &, S 93.60% TN 7, 5
Heart failure, o, (9 242004 G2 S0, ST A0, 2710494 A0, B,
Previous stroke or TLA, no. (%) 18.60% Sed 0 280N, 20,0094 G,
Previous B, na. (96) ], 17 .30%5 11.50% by o 7o 7 0
CHALS-2 scorne

Seore of =1 3400 L 02 31 5094 ]

Srore of 2 A5.804 13000 TT A0 600 16,

Score of =3 30, 20 B, % ad S0 32.50% B3, 40
Renal functdon impairment, Mo, (%)

Mormmal renal function 3630 31.71% i 21 60N 215, Q5

Mild renal fumcton 54 4004 47 5704 43, 4304 RO on00s 51,4

Moderate renal function 14009 20, T4 10, &0 18.8009% 22 I

Severs penal function 1.50%: O, 0P M 0 1]
Randomized study treatment Apixaban Rivaroxaban Edoxaban Dabigatran Rivaroxaban
Duration, ¥ 1.8 1.9 2.8 p 1.9

MA: Mot acquired, SIx: Standard deviadon, TiA: Transient Ischemic Armck, M1: myocardial infaretomn,
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Patients with Chronic Renal Failure

Stroke or SE Cochrane

Library

Study or subgroup DOAC Warfarn Risk Ratio Weight Risk Ratio
i b k 1,R.a.ndn%?5% 3 I.Randor:;? 5%

ARISTOTLE Study 2010 3271502 40/1515 - 225 % 081 [051,1.28]
ENGAGE AF-TIMI 48 Study 2013 321379 3771361 — 21.7 % 0B85[ 053, 136
JFROCKET AF Study 2012 47141 5/143 2.8 % 081 [022, 296 ]
RE-LY Study 2009 47/2428 30/1126 — 232 % 073[ 046, 1.14]
ROCKET AF Study 2010 43/1474 51/1476 - 29.8 % 084 [ 057, 1.26]
Total (95% CI) 6924 5621 - 100.0 % 0.81 [ 0.65, 1.00 ]

Total events: |58 (DOAC), 163 (Warfarin)
Heterogeneity: Tau? = 0.0; Chi? = 031, df = 4 (P = 0.99); P =00%
Test for overall effect: Z = 1.92 (P = 0.055)

Test for subgroup differences: Not applicable

i A A i i

02 05 I 2 5
Less with DOAC Less with warfarin

Kimaki et al; Cochrane 2017
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Patients with Chronic Renal Failure

Major Bleeding : Cochrane
: Library

Study or subgroup DOAC Warfarin Risk Ratio Weight Risk Ratio
HRandom95% H Random 95%

n/N N Q =

ARISTOTLE Study 2010 48/1493 97/1512 — 228 % 050 [ 0.36, 0.70 ]

ENGAGE AF-TIMI 48 Study 2013 55/1372 72/1356 T | 226 % 0.75 [ 0.54, 1.06 ]

JFROCKET AF Study 2012 7/14| B/143 - 65 % 0.89 [ 0.33, 238 ]

RE-LY Study 2009 13372428 62/1126 —— 249 % 099 [ 0.74, 1.33 ]

ROCKET AF Study 2010 66/1474 &9/ 1476 . 232 % 096 [ 069, 1.33]

Total (95% CI) 6908 5613 - 100.0 % 0.79 [ 0.59, 1.04 ]

Total events: 309 (DOAC), 308 (Warfarin)

Heterogeneity: Tau? = 0.06; ChiZ = 10.76, df = 4 (P = 0.03); P =63%
Test for overall effect: Z = 1.68 (P = 0.092)

Test for subgroup differences: Not applicable

02 05 I 2 5

Less wath DOAC Less with warfarin

Kimaki et al; Cochrane 2017
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PLACE® ™
DOACs and Warfarin Real World Data in AF Patients:
Different impact on adverse renal outcomes

>30% Decline in eGFR

)
n

=k BJ
cn (=
1 ]

Cumulative Risk (%)
2

Dabigatran
Warfarin

Apixaban
Rivaroxaban

tn
]

6 12 18 24
Follow-up time (month)

Adapted from Yao X et al. J Am Coll Cardiol 2017;70:2621-2632
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Subclinical
Tubular Bleeding

|

Tubular
Necrosis

Acceleration
of Vascular
Calcification

Suboptimal
Anticoagulation

Thromboembolism
and Bleeding

Induction of
Vulnerable
Plaque

Phenotype 7
Faster
Progression Increased

of CKD Risk of Stroke
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~ Warfarin e ictus/embolia sistemica in pazienti con FA e IRC

Hazard Ratio Hazard Ratio
Study or Subgroup IV, Random, 95% CI IV, Random, 85% CI
1 Non-end-stage CKD
Banerjee et al 2014 0.79 [0.44-1.42] —
Carrero et al 2014 0.54 [0.42-0.69] -
Chiu et al 2014 0.51 [0.10-2.55]
Lai et al 2008 0.71 [0.43-1.16] —a
Olesen et al 2012 0850691050 = 30%
Subtotal (95% CI) 0.70 [0.54-0.88] L 4
Heterogeneity: ©2= 0.03; x2=7.72, df = 4 [P = .10); 2 = 48%
Test for overall effect: z = 2.84 (P = .004)
2 End-stage CKD
Chan et al 2009 1.93 [1.29-2.89] -
Genovesi et al 2015 0.12 [0.00-14.41] =
Lai et al 2008 1.69 [0.72-3.97] S E
Olesen et al 2012 0.43 [0.26-0.71] ——
Shah et al 2014 1.14 [0.78-1.67] —-—
Wakasugi et al 2014 3.36 [0.67-16.86]
Winkelmayer et al 2011 0.92 [0.61-1.39] N S —1;
Subtotal (95% CI) 1.12 [0.69-1.82]
Heterogeneity: ©° = 0.26; x° = 25.20, df = & (P = .0003); I = 76% , . , ,
Test for overall effect: z = 0.46 (P = .65) 0.01 0.1 1 10 100
Favors warfarin Favors no warfarin

DahalK et al. CHEST 2016:149(4):951-9
'S
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Warfarin ed emorragie maggiori in pazienti con FA e IRC

Hazard Ratio Hazard Ratio
Study or Subgroup IV, Random, 95% CI IV, Random, 85% CI
1 Non-end-stage CKD
Banerjee et al 2014 0.96 [0.55-1.67] —a—
Carrero et al 2014 0.97 [0.78-1.21] 3
Chiu et al 2014 2.72 [0.38-19.30] NS
Olesen et al 2012 1.36 [1.17-1.58] [ ]
Subtotal (95% CI) 1.15 [0.88-1.49] %
Heterogeneity: 2 = 0.04; ¥2 = 7.55, df = 3 (P = .06); 2= 60%
Test for overall effect: z=1.00 (P = .31)
2 End-stage CKD
Genovesi et al 2015 3.96 [1.15-13.64]
Olesen et al 2012 1.27 [1.01-1.60] L
Shah et al 2014 1.44 [1.13-1.84] -
Wakasugi et al 2014 0.85 [0.19-3.80] o
Winkelmayer et al 2011 1.11 [0.83-1.48] + 30/0 e
Subtotal (95% CI) 1.30 [1.08-1.56] &
Heterogeneity: 2= 0.01; 2= 5.29, df = 4 (P = .26); 2 = 24% , . , :
Test for overall effect: z = 2.84 (P = .0058) 0.01 0.1 1 10 100

Favors warfarin Favors no warfarin

DahalK et al. CHEST 2016:149(4):951-9
'S
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P e n B
s o omac o ‘ Anti-inflammatory activity of

L DOACs J

Anti-infammatory activity
/ Vascular protection \

/ Inhibition .
Of Platelet |

ﬁi:ibmo“n\
Of Platelet
Aggregatior

Endothelial
NO Release

Rogula S et al. Int. J. Environ. Res. Public Health 2022:19:1436
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Quale tip & trick ?
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@ ESC CrClI Dabigatran Rivaroxaban Edoxaban Apixaban
European Saciety

of Cardiology —_—
Europace (2021) 00, 1-65 Ll i GG G i
doic10.1093/ europace’euab065
POSITION PAPER
EHRA PRACTICAL GUIDE i _1s0mg BID. N Y e e b 3 mg BID /
50 ml/min F110mg BIDA ~— 2.5 mg BID®
40 ml/min
30 mlfmin
15 ml/min
Dialysis

Figure 7 Use of NOACs according to renal function. *110 mg BID in patients at high risk of bleeding (per SmPc). "Other dose reduction criteria
may apply (weight < 60 kg, concomitant potent P-Gp inhibitor therapy). According to EMA, SmPc edoxaban should be used in ‘high CrCl only after a
careful evaluation of the individual thromboembolic and bleeding risk’.*’* See text for details. 2 x 2.5 mg only if at least two out of three fulfilled: age
>80 years, body weight <60 kg, creatinine =1.5 mg/dL (133 pmol/L). Orange arrows indicate cautionary use; see text for details. BID, twice daily;
CrCl, creatinine clearance; EMA, European Medicines Agency; NOAC, non-vitamin K antagonist oral anticoagulant; RCT, randomized clinical trial;

VKA, vitamin K antagonist.

.. ¥ ——
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P|_ ACEQ == Should We Continue Assessing Glomerular Filtration
Rate with the Cockroft-Gault Formula in
NOAC-Treated Patients? The Magnitude of the Problem

Roberto Cemin !, Luisa Foco %, Carmine Zoccali 3 and Raffaele De Caterina 4*

Abstract: Despite the proven superiority of the Chronic Kidney Disease Epidemiology Collaboration
(CKD-EPI) over the Cockcroft-Gault (CG) formula, current guidelines recommend the latter to
assess renal function in patients treated with non-vitamin K antagonist oral anticoagulants (NOACs).
To assess the relationship between the CG and the recommended CKD-EPI formulas, in a cohort of

=]
atrial fibrillation (AF) patients treated with NOACs, and the misclassifications introduced by the CG -
formula for renal function levels, we estimated renal function with three equations: CG, CKD-EPI with S |
body surface adjustment (1.73 mL/m?, CKD-EPI) and without such adjustment (CKD-EPI noBSA), _ 5
in all consecutive AF patients discharged from NOACs from the Cardiology Division of a main &JE .
city hospital between February 1st and May 31st 2018. We compared the different estimates of gg
glomerular filtration rate and potential renal function class misclassifications. We reclassified 37/115
patients (32.1%) when switching from the CG to the CKD-EPI; and 24/115 (20.8%) switching from =
the CG to the CKD-EPI noBSA formulas. Class reallocation was distributed across all levels of
renal function, but mostly affected the “hyper-normal” function. In estimating consequences ot &1 : ‘ r :
such reallocation, a change in NOAC dosages would have occurred in 10/115 patients (8.7%) when 0 50 100 150 200

switching from the CG to the CKD-EPI formula and in 10/115 patients when switching from the CG to Cockroft-Gaul

the CKD-EPI_noBSA formula. Although the CG method has been traditionally used to calculate renal
function in all NOAC studies, a renal dysfunction class reallocation occurs in a substantial fraction of
hospital-admitted AF patients with the use of better estimates of renal function.

J. Clin. Med.2020,9, 1893; doi:10.3390/jcm9061893www.mdpi
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Impact of Polypharmacy and P-Glycoprotein- R

and CYP3A4-Modulating Drugs on Safety and Efficacy of Oral .
Anticoagulation Therapy in Patients with Atrial Fibrillation

ARISTUOTLE (= 1H201)

ROCKET-AF (4 = 14,2364}

Polyphasmacy Mo polyphamecy Polypharmacy Mo polyphanmacy

Palsenls {Bumbes) 13,932 (TT%) 4249 {23%) FIE3 (6450 5101 (36%)
Age (years) T {(+9) HE [(=10) T3 (56, TR Tl{64, 7T)
Blale EH3] {63%) 2054 (M9} Sddd (39%) 316k (B2
[ilh 1 2 (65) 28 (=5) 29 (26310 T (24-31)
CHADSZ -score (= 3) 4661 (34%) RBd1 (20 RORS (RRS) 4317 (R3%)
Pricr M1 ZIRT {16%) 258 (T} 1912 (21%:) 256 (11%)
Congestrve hoart fasture 4498 (31 1043 (24%:) G071 (S50 ZHYT (569
Pricr sérokeTIA Z249 (16%) STT (145%:) 4363 (4R 1447 (HEE)
Peripheml anery discsse THI [B%:) 103 (3%} 651 (TR IHE [(4%%)
[Mabetes medlitus 4117 (M%) A30 (10¢%:) 4509 (497%:) 1188 (23%:)
Hypertension 12,422 (RO5) F494 (B2} RSTO (45 4340 (R5%)
Crealinine clarnse (il fmin) T {+33) Rl (=30 &7 {51, B&) Gl {54, BT)
COPD 17TIR {12%) 232 (&%) L1198 (139%:) 9 (%)
Sleep apnen 934 (TH) 9 29%)
Domeniis BT {<1%:) D<) -
History of ancmis 1121 (B%:) 124 (3% -
Pricr bleading 580 (19%) A0 (1155
Osteopornosis HRT (6% B3 (2%
Falls within | yesr GEE (5% BE (%) -
Price isoi-trsumalic st SR (T 156 (4% )
Medioations

Enncdomized 1o DOAC X2 (S0.4%) 2098 (49, 1% A5G0 (50N I540 (S0

= | combined P-gp and 2TI2 (24%:) 1128 {16%:) 1908 (21%) GO5 (14%)

CYPIAL inhibivor

*Polyphanmacy sialus for o patkent was defined as 5 or more dnsgs in conconuiiant use ol baseline

% of patients

16

14

2
Pk

=
=

==}

o

o=

P

0 IIII‘|‘|| ||“||‘||I‘IIIIIII“lllll-l-lll- ke

1 2 3 4 5 &6 7 B 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Number of medications at baseline

B ARISTOTLE = ROCKET-AF

Harskampl. et al., Cardiov Drug Ther 2019
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Impact of Polypharmacy and P-Glycoprotein-

and CYP3A4-Modulating Drugs on Safety and Efficacy of Oral
Anticoagulation Therapy in Patients with Atrial Fibrillation

12

[
o

o

¥

L

Event rate (%) during follow-up {median 1.9 years)
()]

Q

Stroke/SE

Death from any
cause

m 0-5 medications

Major bleeding

m 5-9 medications

Intracranial
hemorrhage

®m =10 medications

CRMM bleeding

Harskampl. et al., Cardiov Drug Ther 2019



ROMA 30 Settembre - 1 Ottobre 2022 Centro Congressi di Confindustria Auditorium della Tecnica
PLACE® ™

INTERAZIONI o &
FARMACOLOGICHE

Quale tip & trick?




ROMA 30 Settembre - 1 Ottobre 2022 Centro Congressi di Confindustria Auditorium della Tecnica

PLACEC "™

ORIES FOR ADVANCES IN CARDIAC EXPERIENCE

WESC

European Soclety Ap ixaban Da higﬂt ran

of Cardiology
esterase-mediated ~208
hydrolysis

~* Dabigatran t,=12-17h

¥ ~73%

Europace (2021) 00, 1-65
doi:10.1093/europace/euab(65

POSITION PAPER
EHRA PRACTICAL GUIDE

Bio-availability:

Bio-availability:
50%

~27% 3-7% ~80%
Rivaroxaban
Edoxaban
I o
= B ; E t.= 5-9h (young)
—} Edoxaban t, =10-14 h 8p )— Rivaroxaban " 11-13h (elderly)
: G amEn Bio-availability: i :
Bio-availability: e ; ~350
62% A * 66% (without food)

* =100% (with food)

Figure 5 Absorption and metabolism of the different NOACs. There are interaction possibilities at the level of absorption or first transformation,
and at the level of metabolization and excretion. *Also via CYP1A2, CYP2J2, CYP2C8, CYP2C9, and CYP2C1%. NOAC, non-vitamin K antagonist

oral anticoagulant.
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Via Dabigatran etexilate Apixaban Edoxaban Rivaroxaban ’
@ E S C P-gp substrate Yes Yes Yes Yes
European Society 519
af Cardmluul'l CYP3A4 substrate Mo Yes (=25%) MNe (<4%) Yes (=18%) PDSITIDN PAPER
Europace (2021} 00, 1-65 : ;
e Antiarrhythmic drugs EHRA PRACTICAL GUIDE
doi10.1093/europace/euab065
Amiodarone Moderate P-gp +12% o 680%™ " Mo PK dara® +40% 8 Minor effeet”
POSITION PAPER e
EHRA PRACTICAL GUIDE Digoxin P-gp competition Mo effect™ Mo effect Mo effect™ Mo effect ™
Dileiazem Weak P-gp and Mo effect™ " +40% ** / Mo effect
CYP3A4 inhibition g
Drenedarane P-gp and CYP3A4 With caution ; 2
inhibition ey
|k o
Quinidine P-gp inhibition /
/ (Ne dase reduction
required by label) /
] /
Verapamil P-gp inhibition and _ / +53% (SR) " +40%"
weak CYP3A4 | {no dose reduction
inhibition Papiien eEibaly || RSty ot velesmnt)
Other cardiovascular drugs
i 523 530
Atorvastatin P-gp inhibition and Mo relevant interaction 7 & gara y Mo effect Mo effect
CYP3A4 competition e /
Ticagrelor P-gp inhibition +24% to 65% " (give do 7‘?“?" 7’ -
(see also ‘Patients with leading dase 2h after ) "
atrial fibrillation and dabigatran)”
coronary artery
disease’ section)
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WESC

European Society
of Cardiology

Europace (2021) 00. 1-65
doi10.1093/europace/euab065

POSITION PAPER
EHRA PRACTICAL GUIDE
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via

Dabigatran etexilate

Apixaban

Edoxaban

Rivaroxaban

HIV protease inhibitors
(e.g., ritonavir)

P-gp and BCRP

inhibition or induction;
CYP3A4 inhibition

Antiviral Drugs

Strong

increase

Fungostatics

No data yet

Fluconazole Moderate CYP3A4
inhibition
Itraconazole; Potent P-gp and BCRP

Ketoconazole

competition; strong
CYP3A4 inhibition

Voriconazole

Strong CYP3A4
inhibition

Posaconazole

Mild to moderate P-gp
inhibition, strong

CYP3A4 inhibition

7

+42% AUC;

+30% C,,,.
(if given systemically) =

Other drugs
Naproxen P-gp competition; t +55% AUC; No difference in No relevant increase of
pharmacody-namically +61% C . ™8 AUCE AUCH
(increased bleeding time)
H,-blockers; PPI; Al- Gl absorption Minor effect, not Mo effect Minor effect, not No effect '%:53#

Mg-hydroxide

o SmPC
clinically relevant

s i SmPC
clinically relevant

SmPC

SSRls; SNRIs Pharmacodynamic effect
on platelets
St. John's wort P-gp/ BCRP and

CYP3A4 induction
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Quali sono i soliti
sospetti?

/3

SOVRAPPESO
O
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(« “ Tabella 3. Anticoagulanti orali diretti nella fibrillazione atriale: dosaggi raccomandati e guida alla scelta in rapporto alle caratteristiche del
= paziente con specifico riferimento a peso corporeo e indice di massa corporea.

BORATORIES FOR ADVANCES IN CARDIAC EXPERIENCE

Dabigatran Rivaroxaban Apixaban Edoxaban
Dosaggio standard 150 mg x 2/die 20 mg/die 5 mg x 2/die 60 mg/die
Basso dosaggio 110 mg x 2/die - - 30 mg/die*
Dosaggio ridotto o - 15 mg/die 2.5 mg x 2/die 30 mg/die
adattato
Criteri per la riduzione Dabigatran 110 mg x 2/die Clearance della creatinina Almeno due dei sequenti  Almeno uno dei sequenti
del dosaggio secondo "European label” 15-49 ml/min (formula criteri: criteri:

— se: di Cockcroft-Gault) — eta =80 anni ~ peso s60 kg —
2 — eta =80 anni, oppure — peso =60 kg — clearance della e
] — aumento del rischio di _  creatininemia =1.5 creatinina 15-50 -

sanguinamento oppure mag/dl (133 pmol/l) mi/min (formula

. — terapia con verapamil di Cockcroft-Gault) o
— terapia con
ciclosporina
o dronedarone
o eritromicina
o ketoconazolo
Disponibilita di dati ’2

di farmacocinetica

per pazienti sottopeso + + & ++
(BMI <18.5 kg/m?

0 peso <55 kg)

Disponibilita di dati L/
di farmacocinetica

per pazienti con obesita
severa (classe ll, con BMI
35-39.9 kg/m? o peso
120-149 kg)**
Disponibilita di dati

di farmacocinetica

per pazienti con obesita
morbida o patologica

(classe Ill, con BMI =40 , )
kg/m? 0 peso 2150 kg)** G Ital Cardiol 2022:
23(8):585-590

[1*]
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PLACE © Edoxaban versus Warfarin in Patients with Atrial
Fibrillation at the Extremes of Body Weight: An
Analysis from the ENGAGE AF-TIMI 48 Trial

Giuseppe Boriani' ChristianT. Ruff? Julia F. Kuder? Minggao Shi® Hans].Lanz* Elliott M. Antman?
Eugene Braunwald? Robert P. Giugliano?

PRIMARY EFFICACY END POINT: STROKE/SEE Primary efficacy (left) and safety (right) endpoints for
P,=0.52 and P, ,..,s=0.86 for HDER vs. WARF; P,,=0.61 and P, ,.,,=0.46 for LDER vs. WARF Wa rfarin (WARF) hlgher dose edoxaban (HDER) and
% LBW % MBW % HBW lower dose edoxaban (LDER) regimens in high-, middle-,
" " " and low body weight patients
12 HR 1.08 HR 1.03 12 12
(0.51-1.88) (0.59-1.79)
10 P=0.80 P=0.92 10 HR 1.04 10
" 5 HRO.75  (0.65-1.65) » T
(0.44-1.25)  P=0.88 — 0 e b
" s a7 PeO.Z7 " (0.46-3.67) P-o 26
5 « . P02 PRIMARY SAFETY END POINT: MAJOR BLEEDING
: | " i B . . P,,:=0.35 and Py, ;;ens=0.15 for HDER vs. WARF; P;,,=0.061 and P, ,.,s=0.023 for LDER vs. WARF
. B
: ’ WARF LDER WARF % LBW » MBW % HBW
14 14 "
12 12 R
10 93 10 HR 0.77 » {onsi-?g?ga]
iy HR 0.55 : i sl HR 0.77
. (0.31-0.97) . @ MW ::,,12:,5’ :ongl : P=0.97  (0.41.1.43)
P<0.05 HR 0.27 P=0.40
6 5.3 (0.13-0.54) & 6
P<0.0005
o l I | l
3 - 2 2
WARF HDER LDER WARF WARF LDER

Thromb Haemost. 2021 Feb;121(2):140-149. doi: 10.1055/s-0040-1716540
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Quale tip & trick?
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P|_ ACE (R Direct-Acting Oral Anticoagulant Choice for Stroke

Prevention in Obese Patients With Atrial Fibrillation

Tanveer Brar, BSc(Pharm), ACPR, PharmD and
Doson Chua, BSc(Pharm), PharmD, FCSHP, BCPS, BCCP

Use of DOAC in Obese Patients

BMI < 30 kg/m? BMI 30 to 40 kg/m? BMI 40 to 49 kg/m? BMI > 50 kg/m?
Use any DOAC as per  Use any DOAC as per Use warfarin Use warfarin
guidelines guidelines
Can consider
apixaban or Very limited data on
edoxaban * DOAC use

*Recommendation based on lack of specific evidence for dabigatran and rivaroxaban in this BMI
category and sub-group analysis with apixaban and edoxaban not suggesting any inferior benefit

compared to warfarin

“... based on the available evidence from post hoc analyses of the major landmark trials, meta-analysis, and the International

Society of Thrombosis and Haemostasis 2016 recommendations, we propose an algorithm to guide DOAC use for
anticoagulation in obese individuals with AF. This algorithm is congruent with the Canadian Cardiovascular Society 2020
Comprehensive Guidelines on the Management of Atrial Fibrillation and provides additional detail regarding anticoagulant G Ital Cardiol 2022:

choice based on BMI category.” 23(8):585-590
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PLACEC’ “*=Direct Oral Anticoagulant Dosing in Extremes of
Body Weight: Time to Revisit the Guidelines?

Arjun K. Pandey' John W. Eikelboom?2:3-4

AF or VTE
Indication for long term OAC

h v A 4

Body weight Body weight Body weight
<35 kg 35to 150 kg >150 kg
VKA may be preferred DOAC preferred VKA may be preferred
Use DOAC with caution Use approved doses Use DOAC with caution
(If DOAC used, consider dose (If DOAC used, consider
reduction and measurement measurement
of blood levels) of blood levels)

Thromb Haemost. 2021 Feb;121(2):118-120. doi: 10.1055/s-0040-1716753
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TORIES FOR ADVANCES It

@ESC

European Soclety S :
af I::.:lrdlulug',' Initiator of anticoagulant treatment

Europace (2021) 00, 1-65
doi10.1093/europace/euab065

Indication (contraindication?) for anticoagulation

Baseline blood works, incl. hemoglobin, renal / liver function, full coagulation panel
Choice of anticoagulant and correct dose

Education and handover of anticoagulation card

Organization of follow-up (when, where, by whom, what?)

POSITION PAPER
EHRA PRACTICAL GUIDE

first FU: 1 month

Regular follow-up: GP; cardiologist, anticoagulation / AF clinic, ...
(may be performed via phone / video call, particularly if in-person visit is not possible or
deemed risky, e.g., during Covid-19 pandemic)

— Thromboembolic / bleeding events?

.. . — Side effects?
Intew?l quick check” / blood — Adherence (discussion, explanation, remaining pills, NOAC card, ...)?
sampling — Change in co-medication (incl. over-the-counter drugs)?
*&:monthly: 275y (especlally if. on — Need for blood sampling? Hemoglobin, renal function, coagulation panel etc.
catigatenn) oevrall: — Re-assessment of CHA,DS,-VASc and HAS-BLED score
’ %Mm #Crcl <60 - Modifiable stroke- and bleeding risk factor assessment and -improvement
: : > — Re-assessment of optimal NOAC and correct dosing
+ Immediately in case of intercurrent
conditions, esp. with potential Severe problems or
impact on renal or hepatic function No severe challenges - -
{e.g., infection, NSAID use, problems or CO”%”'FE‘UOH Wlt_h
dehydration etc.). challenges specialist / multi-
disciplinary team

— Filling of anticoagulation card
— Reinforcement of key educational aspects
— Schedule of date/place for next follow-up
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@ESC

European Sociaty
of Cardiology

Europace (2021) 00, 1-65
doi10.1093/europace/euab065

POSITION PAPER
EHRA PRACTICAL GUIDE

el

Involvement of family members

Patient & family
education on AF
and anticoagulation

Pill organizer &
medication boxes
(+/- intake logbook)

Pharmacy database

Once vs. twice

daily regimens Technology aids

(Remote) electronic monitoring

Figure | Selection of possibilities to increase adherence to NOACs. AF, atrial fibrillation; NOAC, non-vitamin K antagonist oral anticoagulant.
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