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Le complicanze tromboemboliche nella fibrillazione

atriale trattata con cardioversione elettrica
Dott.ssa Ernesta Dores




Documento ANMCO su prevenzione
del tromboembolismo nella fibrillazione atriale
e ruolo dei nuovi anticoagulanti orali

Paclo Colonna’, Maurizio G. Abrignani?, Furio Colivicchi?, Paoclo Verdecchia®*, Gianfranco Alunni®,
Angelo 5. Bongo®, Roberto Ceravolo’, Fabrizio Oliva® Serena Rakar®, Carmine Riccio'®,
Marino Scherillo'', Roberto Valle'?, Francesco Bovenzi'?, a nome dell’Associazione Nazionale Medici
Cardiologi Ospedalieri (ANMCO)

La maggior parte degli ictus cerebrali che insorgono in pazienti con fibrillazione atriale (FA) sono
attribuibili ad emboli distaccati da trombi originati all’interno dell’atrio sinistro

Va tuttavia segnalato che i pazienti con FA presentano, in oltre il 50% dei casi, diverse fonti emboligene
(placche aterosclerotiche aortiche complesse o ulcerate, forame ovale pervio, aneurisma del setto
interatriale, ecc.) che potrebbero contribuire alla patogenesi degli eventi tromboembolici
indipendentemente dalla trombosi in atrio sinistro.

La FA induce una progressiva dilatazione dell’atrio sinistro. La dilatazione e in grado di aumentare
ulteriormente la stasi ematica e la tendenza alla trombosi

Lincidenza media dell’ictus cerebrale invalidante nei pazienti con FA e di circa il 2.5% per anno, che
aumenta ad oltre il 7% se includiamo anche gli attacchi ischemici transitori (TIA) e gli ictus silenti.

Circa una persona su 3 affetta da FA va incontro, nel corso della vita, ad ictus cerebrale, e circa un ictus su
5 e attribuito a questa aritmia.
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| nuovi farmaci anticoagulanti orali (NAO) inibiscono un solo fattore della coagulazione (Figura 1),
presentando quindi un meccanismo d’azione piu selettivo rispetto agli antagonisti della vitamina K
(AVK).
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Figura 1. Punti d"azione dei nuovi anticoagulanti orali all'interno della
della coagulazione.
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Tabella 1. Farmacologia e farmacocinetica dei nuovi anticoagulanti orali utilizzati nei trial dlinici per la prevenzione del tromboembolismo nella

fibrillazione atriale non valvolare.

Dabigatran
(RE-LY)

Rivaroxaban
(ROCKET AF)

Apixaban
(ARISTOTLE)

Meccanismo

Tempo al picco (h)
Biodisponibilita (%)
Metabolismo (citocromo P450)
Emivita (h)

Protarmaco

Eliminazione

Interazioni farmacologiche
Monitoraggio (routine)

Dose utilizzata nei trial

Dose in pazienti con insufficienza
renale moderata

Inibitore orale diretto
della trombina

3
6
No
12-17
Si
80% renale
Glicoproteina-P
No

Randomizzazione a
150 0 110 mg bid

Invariata

Inibitore orale diretto
del fattore X attivato

3

60-80
Si

5-13
No

213 epatica, 113 renale
Glicoproteina-P, CYP3A4
No
20 mg/die

15 mg/die

Inibitore orale diretto
del fattore X attivato

3
50
Si
g-14
No
25% renale, 75% fecale
Glicoproteina-P, CYP3A4
No
5 mg bid

2.5 mg bid
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Il rivaroxaban é stato il primo farmaco anticoagulante orale approvato, dopo il warfarin, per la profilassi
tromboembolica nei pazienti sottoposti a chirurgia ortopedica. Gli studi RECORD (Regulation of Coagulation in
Orthopedic Surgery to Prevent Deep Venous Thrombosis and Pulmonary Embolism) 1, 2, 3 e 4 hanno infatti
dimostrato la superiorita del rivaroxaban rispetto all’enoxaparina nella prevenzione della trombosi venosa
profonda e dell’'embolia polmonare, in assenza di aumento del rischio di emorragie.

L’apixaban é stato testato nello studio AVERROES (Apixaban Versus Acetylsalicylic Acid to Prevent Strokes) che ha
coinvolto 5599 pazienti affetti da FA associata ad almeno un fattore di rischio per ictus, intolleranti o non adatti al
trattamento con warfarin. Rispetto all’ASA, I'apixaban si € dimostrato superiore (p<0.001) per I'’endpoint primario
di efficacia (compositon di ictus ed embolia sistemica). | sanguinamenti maggiori, le emorragie fatali ed i
sanguinamenti intracranici non hanno mostrato differenze statisticamente significative tra il gruppo apixaban ed il
gruppo ASA.

| risultati incoraggianti di questi studi hanno portato allo sviluppo dei trial di fase Ill RE-LY18, ROCKET AF19 e
ARISTOTLE?20 al fine di valutare I'efficacia e la sicurezza, rispettivamente,del dabigatran, del rivaroxaban e
dell’apixaban nella prevenzione dell’ictus cardioembolico e dell’embolia sistemica nei pazienti con FA.

Tabella 6. Nuovi anticoagulanti orali: confronto tra trial di fase 1l

RE-LY ROCKET AF ARISTOTLE

Farmaco Dabigatran Rivaroxaban Apixaban

Dose 150 mg, 110 mg bid 20 mg/die (15 mg/die) 5 mg (2.5 mqg) bid

Disegno dello studio Randomizzato, Randomizzato, Randomizzato,
aperto (probe) doppio cieco doppio ceco

N. pazienti 18 111 14 264 18 201

Eta media (anni) 71 70 73

Warfarin-naive (%) 50 37.5 43

CHADS; medio 21 3.5 21

TTR medio (%) 64 55 62

TR, tempo nel range terapeutico.
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Tabella 7. Nuovi anticoagulanti orali: endpoint primario compaosito di ictus ed embolia sistemica.

%/anno Hazard ratlo p

RE-LY
Dabigatran 110 mg 1.53 0.91 <0.001 per non inferiorita
Dablgatran 150 mg 1.11 0.66 <0.001 per superiorita

War-“rabella 10. Nuovi anticoagulanti orali: mortalita per tutte le cause.

ROCKE1
Rivare % /anno Hazard ratio P
Warf:

RE-LY

i Dabigatran 110 mg
o Dabigatran 150 mg
Warf: Warfarin

Tabella8 ROCKET AF

Rivaroxaban 20 mg
Warfarin
RE-LY
Dabig  ARISTOTLE

Ejﬂg Apixaban 5 mg

Warfarin
ROCKET

Rivaroxaban 20 mg 0.26 0.59 ; Rivaroxaban 20 mg
Warfarin 0.44 Warfarin

ARISTOTLE ARISTOTLE
Apixaban 5 mg 0.24 0.51 <(0.001 Apixaban 5 mg
Warfarin 0.47 Warfarin

frop—
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.
Lo studio ENGAGE AF-TIMI 48

Andrea Rubbolil, Paolo Colonna21
U.O. Cardiologia, Laboratorio di Cardiologia Interventistica, Ospedale Maggiore, Bologna
2U.0. Cardiologia Ospedaliera, Azienda Ospedaliero-Universitaria Consorziale Policlinico, Bari

Tabella 1. Rischio relativo (intervalli di confidenza 95%) dei pit importanti endpoint di efficacia e sicurezza vs warfarin.

Ictus/embolia sistemica Emorragia maggiore Emorragia Intracranica

ENGAGE AF-TIMI 48°

Edoxaban 30 mg/die 1.07 (0.87-1.31)2 0.47 (0.41-0.55)° 0.30(0.21-0.43)

Edoxaban 60 mg/die 0.79 (0.63-0.99)* 0.80 (0.71-0.91)° 0.47 (0.34-0.63)°
RE-LY?

Dabigatran 110 mg bid 0.91 (0.74-1.11) 0.80 (0.69-0.93)° 0.31(0.20-0.47F

Dabigatran 150 mg bid 0.66 (0.53-0.82F 0.93 (0.81-1.07) 0.40 (0.27-0.60)
ROCKET AF*

Rivaroxaban 20 mg/die 0.88 (0.75-1.03)° 1.04 (0.90-1.20) 0.67 (0.47-0.93)°
ARISTOTLE®

Apixaban 5 mg bid 0.79 (0.66-0.95F 0.69 (0.60-0.80)° 0.42 (0.30-0.58)¢

limpiegato intervallo di confidenza 97.5%; significativo per non inferiorita; Ssignificativo per superiorita; dstatisticamente significativo.

Sanguinamento maggiore ridotto del 20 % per il 60 mg e del 50% per il 30 mg

£ ‘{l.n-—--
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s Recent-onset AR
N Conventional route
Ems TOE strategy

AF = atrial fibrillation; DCC = direct current cardioversion; LA = left atium; & 7% appendage; OAC = oral anticoagutant
SR= zinus rhythm; TOE= fransoesophageal echocardiography.

www escardio.org/quidelines art Journal (2010) 31, 2369-2429 SOCIETY OF
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Profilassi tromboembolica in corso di
CVE/farmacologica

Terapia antitrombotica raccomandata | Classe di
raccomandazione e
livello di evidenza

Fa insorta =48h Cardioversione senza IHac
anticoagulazione

FA insorta =48h o Terapia anticoagulante orale per 3 B
non databile per settimane pre-cardioversione e per 4
insorgenza settimane post-cardioversione
(indefinitamente in caso di CHADS?Z2
o CHAD2Z DS2-VASc =2)

FA insorta =48h o Strategia eco-guidata seguita da
non databile per terapia anticoagulante orale per 4
insorgenza settimane post-cardioversione
(indefinitamente in caso di CHADS2
o CHADZ2 DS2-VASc >2)

= = = E L @O P AN
www escardio org/gundehines SOCIETY OF !

| trombi atriali si formano ed ebolizzano nelle prime 72 ore dalla cardioversione
per un meccanismo di disfunzione contrattile atriale.

_ G’-ﬁ*.1 -.~\J|.n-—=-_-
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EX plore the efficacy and safety of once-daily oral riVaroxaban for the prevention of
caRdiovascular events in subjects with non-valvular aTrial fibrillation scheduled for

cardioversion

J Studio prospettico, randomizzato, in aperto, a gruppi paralleli

O Fase III b, Multicentrico (16 paesi del mondo)

Precoce

Prmary endpoints:
Sufficient ant
coagulation Efficacy:
or ; I hromboernoiic
Immediate 20 mg od® 20 ma od® S0 events
TEE
Satety: major bleeding




Tabella 1. Numero di pazienti con eventi nello studio X-VeRT".

Totale Convenzionale

RIVA AVK AVK RIVA AVK

N. pazienti 978 492 271 411 215

Ictus ischemico 0 2(0.40%) 11(0.36%) 0 110.46%)
TIA 0 0 0 0 0
Embolia sistemica 0 1(0.20%) 1(0.36%) 0 0
Endpoint primario parziale® 0 3(0.60%) 2(0.72%) 0 (0.46%)

AVK, antagonisti della vitamina K; RIVA, rivaroxaban; TIA, attacco ischemico transitorio.
3sono stati esclusi dall'endpoint primario eventi correlati a ictus emorragico, infarto miocardico o morte cardiovascolare in quanto indipendent
dalla strategia di cardioversione precoce mediante ecocardiografia transesofagea o convenzionale.

L'outcome primario di efficacia era costituito da un composito di ictus, attacco
ischemico transitorio, embolia periferica, infarto miocardico e morte
cardiovascolare.

Il gruppo RIVA mostrava un rischio inferiore di eventi cardiovascolari( 0,51%
VS1,02%) rispetto agli AVK ed un minor richio di emorraggia maggiore 0,6% VS
0,8%

i ‘{m-—--




Evidenze dallo studio ROCKET AF -
Rivaroxaban

Durante lo studio 221 CVE pz :

181 CVE
194 CVF
85 procedure ablative

Totale 480 riconversione a RS

Risultati dei pazienti sottoposti a

CVE/CVF/Ablazione nello studio ROCKET AF

m| Rivaroxaban

m| Warfarin




1983 cardioversions were performed in 1270
patients during RE-LY®

Dabigatran Dabigatran
110 mwg BID 150 mwg BID

n Yo n ]
Total randomized 6015 o076

Cardioversions performed
Electrical 554 550

Phamacological o1 122
TEE 165 162

Normal sinus rhythm 566 596
at discharge

© =759 of patients received study drug for =3 weeks before cardioversion
-

=>85%06 of patients continued on randomized treatment within 30 days
after cardioversion

TEE = transoesophageal echocardiography
Nagarakanti R et al. Circulation 2011;123:131—6

DAB 110mg 0,77% DAB 150 0,30% AVK 0,60%

Sanguinamento 0,60%
maggiori

Rl coeibgrosio naiionals
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Ensure af

ENSURE-AF: Outcomes principali di efficacia

-~ B Edoxaban

OR (95% C1):
OR (95% CI): 0.50 (0.08-2.36)

0.46 (0.12-1.43) I !
| : OR (95% Cl): 1.2%

0.40 (0.04—-2.47
1.0% | - )

, %

0.8%

MI, and CV De

Composite of Stroke, SEE,

... s s/510
Total by Treatment TEE Stratum Mon-TEE Stratum

. 4

PZ=12199 Dose 30 mg Dose 60 mg Follow up 28 gg + 30 gg

Per I'endpoint composito primario di efficacia (ictus, eventi embolici sistemici, infarto miocardico e mortalita
cardiovascolare), edoxaban ha dimostrato un’incidenza simile rispetto a enoxaparina/warfarin (0,5% vs.
1,0% rispettivamente, OR 0,46). La principale differenza tra i gruppi di trattamento e stata determinata dalla
mortalita cardiovascolare, con un evento nel gruppo edoxaban e cinque eventi nel gruppo
enoxaparina/warfarin (0,1% vs. 0,5%,Rispettivamente).

Prof
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ENSURE-AF: Outcomes principali di sicurezza

Event Rate, % (n/N)
E douaban Enouasparin « Warfarin OR [95% C1)

First Major or CRNM Bleeding

Total by Treatment
TEE Suratum
MNon-TEE Stratum

Major Bleeding

Total by Treatment
TEE Stratum
MNon-TEE Stratum

CRNM Bleeding

Total by Treatment
TEE Stratum
Non-TEE Stratum

Any Bleeding

Total by Treatment
TEE Stratum
Non-TEE Stratum

1.5 (16/1067)
1.9 (11/570)
1.0 (S/497)

0.3 (371067)
0

[
S (3/570)
[+]

1.3 (14/1067)
1.6 (9/570)
1.0 [S/497T)

3.0 (32/1067)
3.0 (17/570)
3.0 (15/497)

1.0 {11/1082)
a9 (S5/577)
1.2 (6/505)

oS (S51082)
03 [2/577)
0.6 (3/505)

0.6 (7/1082)
os [(3/57T)
O.B [4/505)

3.2 (35/1082)
2.9 (17/577)
3.6 (18/505)

1.48 (D.64-3.55)
2.30(0.72-8.31)
O.BS {0.20~3.35)

Q.61 (0.09-3.13)
152 {0.17-18.27)
NC

2.04 {0.77-6.00)
1.07 {0.76-17.70)
1.27 {0.27-6.45)

0.93 {(0.55-1.55)
1.01 (D.48-2.13)
0.B4 (0.39-1.79)

L 4

Goette A. et al. Lancet 2016 Oct 22:;388(10055):1995-2003

Per quanto riguarda I’endpoint composito principale di sicurezza (incidenza di emorragie maggiori ed emorragie
non maggiori clinicamente rilevanti), gli eventi si sono verificati nell’1,5% dei pazienti nel gruppo edoxaban e
nell’1,0% del gruppo enoxaparina/warfarin (OR 1,48). l'incidenza di emorragia maggiore & stata numericamente
inferiore nel gruppo edoxaban rispetto al gruppo enoxaparina/warfarin (0,3% vs. 0,5%, rispettivamente; OR 0,61).
Nello studio non sono stati segnalati casi di emorragia intracranica per nessuno dei due gruppi di trattamento.
Nessuna emorragia fatale e stata segnalata nel gruppo edoxaban, mentre si & verificato un caso nel gruppo
A e\Toxaparina/warfarin.
e

A o
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Gia nello studio ARISTOTELE 553 pz (272 apixaban e 281 AVK) sono stati sottoposti a
CVE ed a 90 gg non si e verificato alcun ictus o embolia in nessuno dei due gruppi.
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Apixaban compared to heparin/vitamin K
antagonist in patients with atrial fibrillation
scheduled for cardioversion: the
EMANATE ctrial

Micha«sl . Ezel-:nwitz"l“*"'. Charles V. Pollack jr"'. Jonmnathan L. H:l.IFIEI'irIS.
Richard D. England®, Sandra VanPelt Nguyen®, Judith Spahr?, Maria Sudwaorth?,

MNilo B. Cater”, Andrei Breazna®, Jonas Oldgren®, and Paulus Kirchhof'®
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90 (£7) days if not cardioverted

Treatment . ¥ i if .
/m begine Imaging** 30 (£7) days if cardioverted

wifﬂm-ﬁtm-dl‘

Randomization

e

Cons ting Apixaban 5.0 mg twice daily (2.5 mg BID i down-titrated) with or without a single loading dose of 10 mg (5
1:1

L Heparin/VKA

Figure 1 Study design. *The protocol encouraged a single loading dase of apixaban either 10mg or 5 mg and image-guided at the discretion of
the investigator, to allow more rapid transtion to cardioversion. *Dasage was reduced to 2.5 mg bi.d or a single loading dose of 5 mg when twao
of the following were present age =80 years, weight =60kg, or serum creatinine =1.5mg/dL (133 pmolfL). **lmaging guidance (transoesophageal
echocardiography orcomputer tomography) was at the disaetion of the investigator. b.id., twice daily; VEA, vitamin K antagonist
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ntention to Treat Populatien’
Randomized (n = 1500)

Apixaban
n=753)

'

Loading Dose = Imwestigator
Decision

{n=411) {n =347}

Investigator ' ) ¥
= Image Guidance Image Guidance

P VI ™

Decision

Mo Yes M Yes
[n=243) [n = 168] [n=92) [n = 250)

|

! | }

Cardioversion” Cardioversion” Cardioversion® Cardioversian®

2 L] No Yes No Yes

{n=50) (n=193){n =11 {n =157) {n=5) (n=87) (n=6] [n=224]
Resasan for mo cardioversion

Adverse events q
‘Withdrew cansent i
ssestigatar Decision, 10
HPer L]
Mot recorded 25

Heparin / Vitamin K
{n=747]

Investigator

Decision =p |mage Guidance

S

Mo Yes
n =310} n=437
!

' ‘

) ol y L
Cardioversion Cardiovarsion

Ma Yes Ma Ye

in=73) (n=237} (n=17] (n=420)

if
4

Figure 2 Patient disposition (ITT population). '<48h of anticoagulation for current episode of atrial fibrillation. “Includes active and first spontan-

eous cardioversions.
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| risultati hanno dimostrato che nel gruppo Eliquis della popolazione intent-to-treat (ITT)
(n = 1500, Eliquis n = 753, Eparina / VKA n = 747) non si sono verificati ictus o embolie
sistemiche, rispetto a sei ictus (uno emorragico e cinque ischemici) e nessuna embolia




European Heart Journal Advance Access published August 27, 2016
ESC GUIDELINES

European Heart Journal
dot10.1093/eurheartj/ehw210

2016 ESC Guidelines for the management of atrial
fibrillation developed in collaboration with EACTS

The Task Force for the management of atrial fibrillation of the
European Society of Cardiology (ESC)

Developed with the special contribution of the European Heart
Rhythm Association (EHRA) of the ESC

9. Stroke prevention therapy in
atrial fibrillation patients

OAC therapy can prevent the majority of ischaemic strokes in AF

pr 4 29, — 2 : i
.38'39' 2.194 201 329 350 35 |tl5 5uper'10l’

patients and can |prolong life
to NO treatment or aspirin in patients with different profiles for

stroke risk.>~ " *"% The net clinical benefit is almost universal,
with the exception of patients at very low stroke risk, and OAC
should therefore be used in most patients with AF (Figure 8). Des-

Prap—
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Recommendations for stroke prevention in patients with atrial fibrillation

Recommendations

38.
Jie-3zi,
54, 404

38,
Jle=3zl.
354, 404

Oral antdcoagulation therapy to prevent thromboembolism is recommended for all male AF patients with a CHA;DS-VASc
score of 2 or more,

Oral anticoagulation therapy to prevent thromboembolism is recommended in all female AF patients with a CHA:DS:-VASc
score of 3 or more.

Oral anticoagulation therapy to prevent thromboembolism should be considered in male AF patients with a
CHAIDS:-WASc score of |, considering individual characteristics and patient preferences.

Oral anticoagulation therapy to prevent thromboembolism should be considered in female AF patients with a 371,376,
CHALDS:-VASC score of 2, considering individual characteristics and patient preferences. 77

Vimamin K antagonist therapy (INR 2.0-3.0 or higher) iz recommended for stroke prevencion in AF patients with
moderate-to-severs mitral stenosis or mechanical heart valves.

39,
318321,
204

VWhen patients are treated with a vitamin K antagonist, time in therapeutic range (T TR) should be kept as high as | . 395,432,
possible and closely monitored. | . 441 444

When oral anticoagulation is initiaved in a patient with AF who is eligible for a NOAC (apixaban, dabigatran, edoxaban, or
rivaroxaban), a NOAC is recommended in preference to a Yitamin K antagonist.

AF patients already on treatment with a vitamin K antagonist may be considered for MOAC treatment if TTR is not well
controlied despite good adherence, or if patient preference without contra-indications to NOAC (eg. prosthetdc valve).

Combinations of oral anticoagulants and platelet inhibitors increase bleeding risk and should be avoided in AF patients
without another indication for platelet inhibition.

In male or female AF patients without additional stroke risk factors, anmticoagulant or antiplateler therapy is not 368,371,
recommended for stroke prevention. 376, 377

Antiplatelet monotherapy is not recommended for stroke prevention in AF patients, regardless of stroke risk.

MNOACs (apixaban, dabigavran, edoxaban, and rivaroxaban) are not recommended in patients with mechanical heart valves I} 3321,
(Level of evidence B) or moderate-to-severe mitral stenosis (Level of evidence C). 400, 404

AF — arrial fibrillation; CHALDS, VAS: — C.nng‘_'sl'.ivn Heart failure, hypertersion, Agl! =75 (doubled), Diabetes, Strodoes (doubled), Vascubar disease, A 65— T4 and Se (female);
R = nternational normalized avo; MNOAT = non-vi@amin K anagonst ora anticoagulant: OAC = oral anticoagulaton: T TR = dme in therapeutic range VA = vitammn K
antagoist.

*Class of recommendation.

"Level of evidence,

‘Peference(s) supponing recommendations.
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Criteri di Eligibilita

Table | Selected indications and contraindications for non-vitamin K antagonist oral anticoagulant therapy in atrial
fibrillation patients

Eligibility for NOAC therapy

Hatched—limited data
PTAY, percutaneous transluminal aortic vabvuloplasty; TAVI, transcatheter aortic valve implantation.
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]
Switching tra NOAC e VKA

2018 EHRA Practical Guide on MOACs in AF

From VKA to NOAC

Increased TE risk
B

Increased bleeding risk
_—

| INR 23: postpone NOAC

From NOAC to VKA After 3-5 days: INR

{sampled before NOAC intake)

Daily NOAC Continue NOAC Continue NOAC if INR <2
(half dose for edoxaban]) {half dose for edoxaban)

| L]

| if INR <2; repeat INR after 1-3 days (before NOAC intake) I

[ if INR >2: repeat INR 1 day after stopping NOAC 1

{ continue inensive INR sampling for 1 month
{ {goal: 23 consecutive INR vales 2.0 - 3.0)

Figure 2 Switching between vitamin K antagonists and non-vitamin K antagonist ol anticoagulants and vice versa. TE, thromboembolic.

5 1
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Interazioni Farmacologiche
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Table § Calculation of the ChidTurcotte-Pugh score and use of NOACs n hepati insuffiiency
O Dadgar  Rvaoiben  Edodan  Apbaba

‘-‘  Puanees f pomt {2 points ) puints
i -

Enceghabuty No | Crade -1 (sporesedwith medicator) | rade 4 refrcty/hron)

hiore Mo | i e ey Maderse-savre (duretcreacin

Bindn | Hng Ingdl

0 umall

4 mimn— Qgd

Qg

15 miimin =1

Diskss =

Figure 4 Use of noneviamin K anagonist oal anticosgubants according to rend funcion, *2x 110mg in patints at high sk of beeding (per B (-4 part)
P Ot e reucn trheriamay apply (weiht <l concomitantpotert P-Gp hhihiturmmrl"l  L9img ool ifat least two out o :
theefulled: ae >80 years body weight <60k, creatnine 21 SmgfdL (133 umolL.) Orange arows incicatecautionary s (dabigtran  moder- C(10-15 poirs
ate renal rsuficency, FXa inhibtors i severe renal nuffcency,edoxabanin ‘supranorma renalfincion) seetevtfor detals
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Monitoraggio livelli plasmatici

Table9 Plasma levels and coagulation assays in patients treated with non-vitamin K antagonist oral anticoagulants

Dabigatran®*?%® Apixaban™", SmPc Edoxaban'**¥ Rivaroxaban " "'®

Expected plasma levels of NOACs in patients treated for AF (based on dTT/ECA for dabigatran and anti-FXa activity for Xa inhibitors)

Expected range of plasma levels ot peak f4—443 69-321 913N 184343

for standard dose (ng/mL )

Expected range of plasma levels at trough
for standard dose (ng/mL)?

Expected impact of NOACs on routine coagulation tests

PT

aPTT

ACT

RS

Ranges indicate the P5/95 percentiles for dabigtran, rivarosaban, and apbatan, and the interquartile ranges for edoxaban.

The reagents influence the sensitivity of the PT for FiXa inhibitors and of the aPTT for dabigatran. When a sensitive assay is used, normal aPTT excludes above on-therapy levels
in dabigtran-treated patients, and normal PT excludes above on-therapy levek in riaroxaban and edoxaban, but not apixaban treated patients. Point-of-care INR devices devel-
oped to monitor vitamin K antagonists do not accurately reflect the anticoagulant status of NOAC treated patients.

ACT, activated clotting time; aPTT, activated partial thromboplastin time; dTT, diluted thrombin time; BCA, ecarin clotting assay; INR, international normalived ratio: FT, pro-
thrombin time.
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Gestione del pz con sanguinamenti maggiori

Table 10 Possible measures to take in case of bleeding

Direc ¢ thromb in inhibitors
(datvigatran)

FXa inhibitors
{ap ixab an, edoxaban, rivaroxzaban)

Maon ife-threatening major blecding

Inguire abouwt last in@ake 4+ dosing regimen
Local hasmostatc measunes

Fluid replacement

RBC substitution, If necessary

03 puglkg Lv. infusion {max dose 20 ug)

Plateler substtuton (in ase of thrombocytopenia =60 = 10%L or thrombopathy)

Fresh frozen plasmanot as reversal agent {(may be considered as plasma esxpamndar)
Tranexamic acid can be considered as adjuvant (1 g i.v., repeat every 6h, F necessary)
Desmopressin can be considered in special cases such as coagulopathy or thrombopathy;

Estimate normalizarion of plaama levels:
- Formal renal function: 12—24 h

e CrCl 50-80mL/imin: 24—36 h

o CrCl 30-50mbL min: 26—48 h

- Cricl < 30 mbl/min: >=48h

Maintain diuresis

Comider idarudzumab (see below)

Maormalization of plasma levels: 12-24 k1

Al of the abowe
Diirect reversal: ldarvcizumab 5 g v, in two
doses a 2.5g i.v no more than 15 min apart

All of the abowe

Direct reversal: Andecanet alpha

{¥ available and approved)™

& Bolus over 1530 min, followed by 2-h nfusion

& Rivarosaban (st intake =7 h beflore) or apixaban:
400 g bobkus, 480 mg infusion (@ 4 mgimin
Rivaroxaban (last intake <=7 h before or unknown )
or enoxapann or edoxaban: 800 mg bolus,
260 g infusion (@ Bmglimin

& Prothrombin complex concentrare (PCC) 50U (with additional 25 Lfkg if clinically neaded)
& Arvvared POC 50 Ugg: maoe 200 Wkgfday): no strong dars abour additionsl benefit over PCC.
Can be considerad before PCC, if avallable

HBC, red bood cell CrAZL crestinmmne clearance; PLC, prothrombn comples concantrate
“Andexanet alpha iz currently neither approved nor avallable and final resules of the AMNMNE<A-4 study are pending.

I/\X,l .
“mC -r?’l,n..—-._____
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]
Gestione del pz che necessita di chirurgia elettiva

Table |1 Timing of last non-vitamin K antagonist oral anticoagulant intake before start of an elective intervention

Dabigatran Apixaban - Edoxaban - Rivaroxaban

Mo important bleeding risk and/or adequate local haemostasis possible: perform at trough level
(ie. 12h or 24 h after last intake)

CrCl >80 mL/min

CrCl 5079 mL/min

CrCl 30—49 mL/min

CrCl 15-29 mLimin Mot indicated Mot indicated

CrCl <15mL/min Mo official indication for use

No bridging with LMWH/UFH

Resume ful dose of NOAC >24 h post-low bleeding risk interventions and 48 (~72) h post-high-bleeding risk interventions (see also Figure 8)

Patlents undergoing a planned intervention should receive a written note indicating the anticipated date and time of their intervention,
and the date and time of the last intake of their NOAC (and any other medication)

Low risk: with a low frequency of bleeding and/or minor impact of a bieeding; high riskc with a high frequency of bleeding and/or impormant clinical impact. See akso Table 12.
CrCl, creatinine clearance; LMWH, low molecular weight heparing UPH, unfractionated heparin

simeu
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Gestione del pz che necessita di chirurgia d'urgenza

Patient requiring unplanned surgery

!

| i r Expedite Procedure

et 1o operste within minutes, th \ need Lo operate within diys
(meed t e with e | (need to operate within hours) {need o operate within diys)

Blood sample for full coagulation panel (incl. PT, aPTT, anti-FXa, dTT)

, !

Reversal of NOAC | Defer surgery for Defar surgery

It necessary { epending on the 12 (-24) h if possible ieally ns for pluane
bleeding sk of the procedure imberventions (see chapter 11]

[and il available [ approved) I * —

| Repeat coag panel Repeat coag panel

v
Operation

[ necessary [ availlable [ approved) :

Defer further

(If necessary)

v 4
Repeat coag panel Operation Operation

v !

Targeted hemostatic intervention based on coag panel results and clinical picture

Figure 9 MNon-vitamin K antagonist oral anticoagulant management in the setting of unplanned surgery.
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Gestione del pz con SCA

AF patient on NOAC
|

Elective PCI
Stop NOAC: last dose =24h before intervention On admission

- Stop NOAC
Load with ASA (150-300 mg) +/- P2Y; inhibitor as per standard protocol

v
Consider alternatives (as in all with l.
noed for chronic OAC):

Bypass surgery
| Sole balloons angioplasty]

i ¥ _ ¥ g v

Periprocedural anticoagulation Fibrrinolysis | Primary POl {preferred) Urgent Mon-urgent
per local proctice: <
UFH (per ACT/aPTT) Dby il beloawr = Radial scoess Approach &5 ped Defay PCI
RBivalirudin refgrance range = Prefer naw. primary PCI Start
Avoid Gp /1A inhibitors {Tak. 5} generation DES 3 ¥ f ot Bpar inain
Mo UFH or Additienal UFH, [preferred]) ar
,L Enaxapanin wni LWWWH, Bivalirudin LMWH 212h aftar
1 NMOAL levels {regardiess of kast last NOAL
Stent type: Bolow refarence NOAC) Avold upstream
Prefer contemporary DES range [Tab. 9) Al b/ 1ea inki- bivaliruding, UFH,
(BMS and 17 gen DES to be avoided] | bitors unless bail-ows or Hb/Wila
l Awoid fondepsrinus imhibitors

+ v

After discontinuation of parenteral anticoagulation: restart (same) NOAC according to SmPC, in combination with single or dual antiplatelets
(sew Figure 11)

+

PPl should be considered
Discharge with prespecified step-down plan (Figure 11)

Figure 10 Acure management of elective percutaneocus coronary intervention or acute coronary syndrome in atrial fibrillation patients treated
with non-vitamin K antagonist oral anticoagulant

fh—
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Gestione del pz con stroke

| Acute ischemic stroke with clinically relevant neurological deficit |

y

| NOAC plasma level below the lower limit of detection

] w

| Last NOAC intake > 48 hours, normal renal function

l No
Direct NOAC antidote available® —=

Mo 9
Last NOAC intake within 24-48 hours & normal renal function Consider
OR thrombolysis in
NOAC plasma level < 30 ng/mil for rivarcxaban, apixaban or selected patients”
edoxaban (measured > 4 hours after intake)** after reversal*

s

Yes

L 4
| Consider thrombaolysis in selected patients® |

Mo

Consider endovascular thrombectomy™

!

Stroke Unit treatrment

Figure |3 Acute management of acute ischaemic stroke in a patient on non-vitamin K antagonist oral anticoagulant *Currenty only available for
dabigatran (idarucizumab). “Perform systemic thrombolysis only if there are no (other) contraindications for intravenous appliation of recombinant
tissue plasminogen activator according to its label. *Perform endovascular thrombectomy only if there is a target vessel occlusion and procedure is
indicated and feasible according to present evidence. **According to expert consensus.”™

Prap—
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La cardioversione farmacologica del elettrica della FA
parossistica nel Pronto Soccorso di Potenza
nell'anno 2017 ( Gennaio - Ottobre)

Pazienti n. 138
Eta media 68,2 (24 - 92) | San Carlo

M/F - 58/80 :_;I_ ’E“E'E”;zg':ijt?:ldealiers
CHA2DS2-VASC medio = 2,36




Cardioversione

67

Elettrica Farmac Spontanea

Cadioversione




CARDIOVERSIONE FARMACOLOGICA

Flecainide Amiodarone Propafenone

A\

—

w\ San Carlo

i
( Azienda Ospedaliera
-4




Complicanze

m Totale pazienti

B Jctus emorragico

San Carlo

Azienda Ospedaliera
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