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FA: PREVALENZA
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Fig. 1 Prevalence of atrial fibrillation according to age in the
Rotterdam study. (adapted from Heeringa etal.[1]).
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Fig. 2 Rates (annual rate/100) of thromboembolic events
perage (adapted from Singeretal. [T]).
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IMPATTO CLINICO

Table 3 Cardiovascular morbidity and mortality
associated with atrial fibrillation

Event Association with AF

Death Increased mortality, especially cardiovascular
mortality due to sudden death, heart failure or
stroke.

Stroke 20-30% of all strokes are due to AFE. A growing

number of patients with stroke are diagnosed with
‘silent’, paroxysmal AR

Hospitalizations

10-40% of AF patients are hospitalized every year.

Quality of life

Quality of life is impaired in AF patients independent
of other cardiovascular conditions.

Left ventricular
dysfunction and
heart failure

Left ventricular dysfunction is found in 20-30% of all
AF patients. AF causes or aggravates LV dysfunction
in many AF patients, while others have completely
preserved LV function despite long-standing AF.

Cognitive decline
and vascular
dementia

Cognitive decline and vascular dementia can
develop even in anticoagulated AF patients.
Brain white matter lesions are more common in
AF patients than in patients without AF.

AF = atrial fibrillation; LV = left ventricular.
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FA: COSTI

UK (2000) 1.00% €815 million

France (2001) 1.88% €2.892 million

Germany (2004) ¥ €660 million
USA (2005) $US6.650 million
Greece (2006) €272 million
Italy (2006)
€3,286 million
Netherlands (2006 €554 million
Poland (2006) X7 €526 million
Spain (2006) €1.545 million

Australia (2009) $AUS1.060 million
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Fig. 6. Estimated health care costs of AF in a range of countries as a proportion of health care spending (= direct costs only; @=direct and indirect costs) [86-90,93].
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FISIOPATOLOGIA DELLA TROMBOSI
AS IN FA
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ITER DELLA FA

= Diagnosticare la fibrillazione atriale
= Stratificare il rischio tromboembolico
= Applicare le linee guida al mondo reale
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LA STRATIFICAZIONE DEL RISCHIO

The Risk of
Systemic Thromboembolism
in Patients With AF

IS NOT
Homogenous




STROKE PREVENTION IN FA
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CHA,DS,-VASc risk factor Points

Congestive heart failure 1
Signs/symptoms of heart failure or objective evidence of reduced left-
ventricular ejection fraction

Hypertension 1
Resting blood pressure >140/90 mmHg on at least two occasions or
current antihypertensive treatment

Age 75 years or older 2

Diabetes mellitus
Fasting glucose >125 mg/dL (7 mmol/L) or treatment with oral
hypoglycaemic agent and/or insulin

Previous stroke, transient ischaemic attack, or thromboembolism 2
Vascular disease 1
Previous myocardial infarction, peripheral artery disease, or aortic plaque

Age 65-74 years 1

Sex category (female) 1
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Recommendations Class | Level

Oral anticoagulation 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 CHA,DS,-VASc score of 1, IIa
considering individual characteristics and patient preferences.

Oral anticoagulation therapy to prevent thromboembolism should be
considered in female AF patients with a CHA,DS,-VASc score of 2, IIa
considering individual characteristics and patient preferences.

Vitamin K antagonist therapy (INR 2.0-3.0 or higher) is recommended
for stroke prevention in AF patients with moderate-to-severe mitral
stenosis or mechanical heart valves.

When oral anticoagulation is initiated in a patient with AF who is eligible
for a NOAC (apixaban, dabigatran, edoxaban, or rivaroxaban), a NOAC
is recommended in preference to a Vitamin K antagonist.
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IMAGING E RISCHIO
TROMBOEMBOLICO

L'IMAGING CARDIACO PUO’ PERMETTERE
UNA MIGLIORE STRATIFICAZIONE DEL
RISCHIO TROMBOEMBOLICO DELLA FA?




TTE: FUNZIONE DIASTOLICA VS E RISCHIO
DI TROMBOSI AUS IN FA NON VALVOLARE

Incremental predictive value of diastolic function parameters beyond the CHA,DS,-VASc score
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TEE

- Thrombus (RR 2.5; p=0.04)

- Dense smoke (RR 3.7;
p<0.001)

- LAA emptying velocity < 20
cm/sec (RR 2.7; p=0.008)
. Complex atheromatous P

plaque in the thoracic aorta
(RR 2.1; p<0.001)
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ATRIAL FIBRILLATION
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TEE AND CV OF AF

¢ Initial studies: if thrombus excluded on TEE — CV
without OAC

¢ Post CV thromboembolic events described in Pts after a
TEE negative for thrombus

Black IW et al. Exclusion of atrial thrombus by transesophageal echocardiography does not

preclude embolism after cardioversion of atrial fibrillation. Circulation 1994;89:2509 - 2513

¢ A thrombogenic milieu may be created as a result of CV
from AF no NSR (LA/LAA stunning)
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CV ETE-GUIDATA DI FA:
STUDI CLINICI

Strategia della CV ETE-guidata: ricerca di trombi pre-esistenti e
scoagulazione al momento dell’ETE e per 4 settimane dopo la CV.

Nei pz. con trombosi atriale mantenimento della TAO > 4 settimane
e successivo ETE di controllo.

Reference Atrial Embolic
Study Number n Thrombi Events
Orsinelli (1993) 103 39 9 (23%) 1(2.56%)
Stoddard (1995) 113 206 37 (18%) 0
Klein (1997) 4 126 7 (13%) 0 Klein AL et al,.
Weigner (1998) 114 466 64 (13.9%) 1 (0.21%) | WLIeapDla Py A kN
Grimm (1998) 115 417 28 (7%) 0
Corrado (1999) 116 123 11 (9%) 0
ACUTE (2000) 16 619 79 (13.6%) 5 (0.81%)
Total 1,996 235(11.8%) 7 (0.35%)
ACUTE = Assessment of Cardioversion Using Transesophageal Echocardiography.




ENDPOINT PRIMARI E
SECONDARI - OR ( 95% Cl)

Intention-to-treat Stroke
analysis TIA

Stroke/TIA
Major bleed

Minor bleed

Any bleed

Death

Sinus rhythm post DCC

Sinus rhythm@8 weeks
0.05 TEE better 1 Conv better 20

DATI AGGREGATI PER ENTRAMBI | BRACCI

e eventi embolici: 0,7% (< dell’attesa)
e eventi emorragici: 4,2% (> dell’attesa)




PREVALENCE OF THROMBI IN PATIENTS ON

CHRONIC OAC WITH SUBTHERAPEUTIC INRs

EURGPEAN
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Fatients' characteristics

Mo LA LA,
thrombi thromhs Value

Humber of 37 (90 2%E) 4 (9. 8%)

Table 1

ELSEVIER

patients
Age (years) 64.35 ( +10.28) 66.25 (+=0.96) H5 CLINICAL/ORIGINAL PAPERS
Male gender 23 (62%) 2 (50%) M5
Hypertension 20 | 54%) 2 (50%) M5 . s . .
Digitalis use 13 (35%) 3 (75%) NS Prr-_\.valt?nc.e of atrial thrombi in patients w]th
Structural 20 (54%) 3 (75%) NS atrial fibrillation/flutter and subtherapeutic
';E'art anticoagulation prior to cardioversion
Bease
At;;ll_l Lation 32 (56%) 4 (100%) N3 G. Corrado™*, S. Beretta®, L. Sormani®, G. Tadeo?,
Atrial ferpar 5 (14%) 0 NE G. Foglia-Manzillo®, L.M. Tagliagambe®, M. Santarone
INR 1.72 (+£0.20 1.45 (+£0.09) 0.0068
‘ ,_,ETL:I; i l: ! l: 4 I Unitd Operativa di Cardiologia, Ospedale Valduce, Como, ltaly
_ ) BUnitd Operativa di Neurologia, AO Ospedale Civile di Vimercate, italy
LVEF % 54.91 (+10) 55.5 (£ 16.4) NS
LVFS (%) 3395 (9.7 35 (=B.B) NS
LA diameter  43.57 (£8.2)  42.75 (£10.4) N5 Prevalence of LAA thrombus in a similar
ARy .
LAA emptying 25.86 ( +12.4) 13.75 (+4.5) 0.031 3' population: 9.9%
velocity

.
R L -]

LAA filling 28.42 (+14.9) 13.75 (+10.4) 'D'mzf"l Shen X et al. Prevalence of intra-atrial thrombi in atrial

velocity fibrillation patients with subtherapeutic INRs while

sy ltaking conventional anticoagulation. Am J Cardiol
‘LA;'LAA 14/37 (38%) 4/4 (100%)  0.030 ' 2002;90:660-662

echo-

contrast
e



TEE AND CLINICAL RISK FACTORS FOR
THROMBOEMBOLISM IN AF

CARDIOVASCULAR MEDICINE n=2

Atrial fibrillation: relation between clinical risk factors 100
and tmnsoesolphcgeal echocardiographic risk factors for 90 n=24
thromboembolism 801
S lllien, S Maroto-Jarvinen, G von der Recke, C Hammerstingl, H Schmidt, n= 38
S Kuntz-Hehner, B Luderitz, H Omran 70 = 79
Heart 2003;89:145-148 60 _

Objective: To correlote clinical risk factors for thromk bl with ph 50 — n= 90

cchorardhogzaphy (TOF] morkers of o frombegenic milcy

Design: Clinical risk fuctors for lhmmboemboF:m and TOE markers of a thrambogenic miliey were 40 =

assessed in consecutive patients with nonsheumatic afrial fibrillation. The following TOE parameters

e avisssed presence ol spontoneous cho conrost, rombi, and lf el appendoge blood low

velocities. A history of hyperlension, diabetes mellitus, or thromboembolic evens, pofient age > 65 30 —

yenr_s,und :twom: heart failure were considered to be clinical risk factors for thromboembaolism.
Sefend‘e‘um(b’u Sefting: Tertiary cardioc care centre. 20 —Nn= 40

10 D
0 \

auhers’aflafions Patients: 301 conseculive patients with non-heumatic airicl fbrillafion scheduled for TOE.
Results: 255 patients presented with clinical risk foctors. 158 potients had reduced left atrial blood

Presence of a thrombogenic
miliev (%)

Cornespondence flow velocities, dense spontaneous echo conrmsr or both. Logistic regraiimn analysis showed that o
B i Goven, Depaen reduced left ventricular ejection fraction and age > 65 years were the only independent predictors of
o MadicineCardohgy. g fhrombogenic milieu [both p < 0.0001) Thepobuh r'yol having @ thrombogenic milieu increased

SSS"‘“',?F dorosse s, with the number of clinical risk factors present |p <0,0001). 17.4% nl the patients without clinical risk

DJIGSBMG! foctors had a thromb: liew wh 41 Fthe patients presentin inical risk .
BLER125 bour Gormcry {:r::: h:d :on:m agenic milieu whereas 41.2% of the patients presenting ane or mare clinical ris None WO Three Four FIVe
Accepled Conclusion: There is o close relation between clinical risk factors and TOE markers of a thrombogenic

2 Oclober 2002 milieu. In addition, TOE examination allows for the identification of patients with a thrombogenic milieu Nu m ber of "sk facfors presenf

.+ without clinical risk factors.

There is a close relation between clinical risk factors and TEE markers of a
thrombogenic milieu.

Nevertheless............

TEE allows for the identification of patients with a thrombogenic milieu
without clinical risk factors (17%).

\



TEE AND CLINICAL RISK FACTORS FOR
THROMBOEMBOLISM IN AF

45,
Utility of Transesophageal Echocardiography in Identification w0
of Thrombogenic Milieu in Patients With Atrial Fibrillation el
(an ACUTE Ancillary Study) W
30-
Senthil K. Thambidorai, MD?, R. Daniel Murray, PhD*, Kapil Parakh, MD*, e
Tushar K. Shah, MD®, Ian W. Black, MD¢, Susan E. Jasper, RN, BSN*, Jianbo Li, PhD", S5
Carolyn Apperson-Hansen, Mstat®, Craig R. Asher, MD®, Richard A. Grimm, DO* (3' a8
and Allan L. Klein, MD"*, for the ACUTE Investigators' 5 i
15+
10
5] 39
TEE performed at 70 |
Clinical TTE TEE

centers in 571 patients

- Figure 2. Chi-square and incremental value of clinical examination (p >

- ' = 0.05), transthoracic echocardiography (TTE) (p <0.01), and TEE (p
PrEdICtorS Of TE analyzed = e, <0.001) from the full model show that TEE had the most significant

. incremental value in predicting a thromboembolic milieu (patients who had
B B thrombi and a patient who had an embolic event, n = 85).

= C(Clinical, TTE, and TEE RF contributed significantly to the prediction of
composite thrombus/embolism.
= However, TEE thromboembolic RF were the strongest predictors of TE and

provided statistically significant incremental value (chi-square 38.0, p
<0.001) for identification of risk. "




TEE AND CLINICAL RISK FACTORS FOR
THROMBOEMBOLISM IN AF: LONE AF

 TEE in 82 LAF pts and in 289 non-LAF pts.

 LAA abnorm: LAA area > 5 cm?, LAA velocities < 25
cm/sec, LA/LAA SEC/Thr

o LA/LAA SEC: LAF 29,3%, non-LAF 49,8% (p<0.001)

* Prevalence of LAA SEC in LAF pts: 17.9% < 60 yrs
39.5% > 60 yrs (p<0.005)

* Prevalence of LAA SEC in LAF pts: 5.9% in
paroxysmal LAF 45.8% in persistent LAF (p<0.005)

-

Di Angelantonio E et al Am J Cardiol 2005;95:592




MORFOLOGIA DELLAUS E RISCHIO TE

Prevalence of prior stroke/TIA according to different LAA morphologies and in
chicken wing versus non—chicken wing morphologies

Prevalence of prior stroke/TIA Prevalence of prior stroke/TIA

20 OR 2.0 (0.2 20

OR 1.1 (0.82R 2.5 (1.0 —

R 15 AU, N ¥® 15 4 90/
P 3.2) 6.1) P 1470
o ®
210 210 ﬂ—
S OR %23 (0.4- S 4{%} -
3 5| 0.8) B 5 FY

u T T T u_ a

Chicken Windsock Cactus Cauliflower Chicken No
wing wing chicken wing

Non—-Chicken Wing: independent predictor of stroke with an
OR of 2.95 (95% Cl: 1.75 t0 4.99, p = 0.041).

Di Biase L. J Am Coll Cardiol 2012;60:531-8 "




MORFOLOGIA DELLAUS E RISCHIO TE

Forest plot : “Chicken wing” vs “non-chicken wing” and stroke risk

Study

MH Lower Upper Chicken No

odds limit limit  wing  chicken Relative

ratio wing weight
Di Biase 034 020 057 20/451  58/481 26,63
Kimura 039 010 155 314 27/66 3,69
Khurram 0,69 0,41 1,17  24/306  41/372 16,93
Kong 021 0,08 055 6120  20/100 10,29
Lee 052 034 080 55155  105/205 28,96
Fukushima 0,76 009 6,57 112 9/84 1,02
Petersen 033 012 0,89 6/56 20/75 7,58
Nedios 060 021 1,67 6/32 19/68 4,90

046 036 058 121/1146 299/1451

L ) 0.01 0,1 1 10 100
Heterogeneity : Tau® =000, Chi*=7 38, df=7, p=,39, ' . . . .
2=5.196, Test of overall effect - Z=6,29 (p<,001) Favors chicken wing  Non favors chicken wing

Lupercio, F. Heart Rhythm. 2016 : 15‘; 1402-9 "




FLUTTER ATRIALE

Thromboembeolic risk in atrial flutter

The FLASIEC (FLutter Atriale Socleta /fallana dl Ecografla
Cardlovascolare) multicentre study

G. Corrado’, A. Sgalambro?, A. Mantero®, F. Gentile*, M. Gasparini¥, R. Bufalino5,
A. Morabito®, G. Trocino’, R. Schiavina’, S. Mandorla®, R. Mangia®, D. Tovena'?,
K. Savino®!, F. Jacopi'?, E. M. Pellegrino™, F. Agostini'#, G. Centonze§,

F. Bovenzi'®, E. Caprino'’, G. Tadeo! and M. Santarone' for the FLASIEC
investigators
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Aima Patients with atrial flutter are believed to be at lower
risk of thromboembolism thao patients with ateial fbril-
lation. However, the incidensa of atrial thrombi aod the
need for anticoagplation in patieats with atrial Dutter is oot
well establishad.

Methoda end Results A prospective ohservational moolli-
ceatra stody was uodertaken ta assess Lhe frequency of
atrial thrombi aod spmlamzuus echocontrast and the
for aortic ic Jedons in a
nahun of unseiacted patients wnh atrial fulter. Wa evalu-
ated 134 patients (102 male, aged 70+ 9 years); exclusion
critecia were history of alrial fbrillation, rheumatic mitral
valve diseass and mitmi mechanical prosthesis. The mediao
of atrial Qutter duratioa was 33 days Twefve patieots had
beea toking warfarin for mora than 7 days Ons hundred
and tweoty-four patients (94%) underweot a {rans-
aesophageal echocardiogram, which revealad Jet atral
appendaga thromti in iwo patients (1-6%) aod right atdal
thrombi in ooe patient (1%). At least maoderate Jelt

atrial cchocontrast was found io 167124 pationts (13%4).
Complex athernscleratic aortic phgues wers detected in
10 patients (8%). A trial futtec corversion was attempted in
9¥134 ratieats (89%) At the J-moath follow-up, two
palients T event og.
restoration of sinus rh;tbm

Conclugions Atrial thrombi and edwcontrast, and com-
plex aartic athzrasclerolic plaques are relatively uncommon
in patients with atrial Qutter. Post-cacdiovecsion anbolism
was abservad in twa patieots in our study population.
{Eur 1leart J 200%; 2% 1042-1051, dot10.105¥enbj.2000
2270

£ 2001 Tha European Saciely of Cardiology

Kay Words: Atrial flutter, echocardiograpby, thrombo-
embolign.

See pape 984 for the Editorisl comment on this arlicle

Eur Heart J 2001;22:1042-45

134 pz. con FLA isolato
provenienti da 13 strutture
ospedaliere italiane.

ETE in 124/134 — trombosi
Aus in 2 pz. (1,6%), trombosi
AD in 1 pz. (1%), ECS
moderato/denso in 16 pz.
(13%), placche Ao complesse
in 10 pz. (8%)

CV in 93/134 pz.; 2 eventi
embolici nel FU post CV




FLUTTER ATRIALE

Investigators TEEs with

A Flutter
Santiago et al 17
Corrado et al 124
Omran et al 20

(9, pure AFL)
Schmidt et al 202
Parikh et al. 455
(270, pure AFL)

Gronefeld et al 62
Irani et al 47
Gaibazzi et al 106
Black et al 7

Prevalence of LA
thrombus (%)

0%
1.6% (pure AFL)
0%

1%
5.3%

(5.2%, pure AFL)
6.5 %

11%

14%
(3% with pure AFL)

14%

Prevalence of
SEC (%)




IMAGING E RISCHIO
TROMBOEMBOLICO

L'IMAGING CARDIACO PUO’ PERMETTERE
UNA MIGLIORE STRATIFICAZIONE DEL
RISCHIO TROMBOEMBOLICO DELLA FA?

NUMEROSI DATI DELLA LETTERATURA
INDICANO CHE QUESTO E’ POSSIBILE.

TUTTAVIA IL RUOLO DELLIMAGING NELLA
STRATIFICAZIONE DEL RISCHIO TE,
ECCETTO CHE PER LA CV, NON HA
TUTT'ORA UN RUOLO SIGNIFICATIVO
NELLE LINEE GUIDA E NELLA PRATICA

| CLINICA ‘”
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Mantha, S., Cabral, K. and Ansell,
J. (2013), New Avenues for
Anticoagulation in Atrial
Fibrillation. Clinical Pharmacology
& Therapeutics, 93: 68-77.
doi: 10.1038/clpt.2012.197
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FA ED EFFETTO PROTETTIVO
DEGLI ANTI VIT K

Prolonged Anticoagulation in Patients
With Atrial Fibrillation*

FAVORISCONO LA LISI ENDOGENA, A Transesophageal Echocardiographic Study
PREVENGONO LA SOVRAPPOSIZIONE TROMBOTICA o Tsgunte M, G o sl

TEE con sonda monoplana.
Fig. A:Trombo peduncolato all'imbocco della AuS (freccia)
Fig. B: stessa paziente dopo 4 sett di TAO. Regressione del trombo




ANTI VIT K.
NON SEMPRE...

FAVORISCONO LA LISI
ENDOGENA,
PREVENGONO LA
SOVRAPPOSIZIONE
TROMBOTICA




EFFETTI DELLA TERAPIA ANTICOAGULANTE
SULLA TROMBOSI AS/AuS

Supplementary Table I. Published studies on LA/LAA thrombus on echocardiography and resolution with anticoagulation

Study

Akdeniz et al*® (observational)
Collins et ol (observational)

Seidl et al'” (single-center
observational)

Corrado et al* (observational)

Jaber et al'® (observational)

Fukuda et al®* (observational)

Nagarakanti et al® (RE-LY,
post hoc andlysis)

Vidal et al?? (case study)

Hammersting| et ol % (case study)

Takasugi et al?® (case study)

Kawakami et al?® (case study)

Dobashi et al?” (case study)

Anticoagulant

Warfarin (target INR 2.0-3.0)

Warfarin (target INR 2.0-2.8)

Warfarin (target INR 2.0-3.0)

Warfarin (target INR >2)

Warfarin (mean INR 2.2) or heparin

Warfarin (target INR >2)

Dabigatran 110 mg bid (D110);
dabigatran 150 mg bid (D150);
warfarin

Dabigatran 150 mg bid

Rivaroxaban 15 mg od

Rivaroxaban 10 mg od

Apixaban 5 mg bid

Apixaban 2.5 mg bid

Abbreviations: bid, twice daily; od, once daily; LAC, left atrial cavity.

Findings

» Thrombus was observed in 32 (15.4%) of 208 patients after 4-6 wk of warfarin therapy

» Of the 11 patients who underwent a control TEE, 7 (63.6%) exhibited
thrombus resolution

* Thrombus resolution in 86% of patients with AF after 4 wk of warfarin therapy

« Thrombus was observed in the left atrium of 55 (7.7%) of the 719 patients in the
TEE-guided group

« All 55 patients had their INR increased to 3-3.5 for 4 wk, and resolution of the LA
thrombus was detected on TEE in 55% of patients

* Low resolution rate explained partially by the inclusion of patients with valvular AF
(nearly one-third of study population)

* Resolution of atrial thrombi after 4 wk of warfarin therapy in 9 (81.8%) of 11 patients
(95% Cl 48.2-97.7%)

* 174 patients with thrombi in LAC and LAA. 161 patients received anticoagulant
therapy for 47 + 18 d

 80% success in resolving LAC and LAA thrombi as demonstrated by follow-up TEE.
Better success in resolving LAA thrombi (82.5%) vs LAC thrombi (53.3%)

* 148 patients on warfarin therapy for >3 wk with subtherapeutic anticoagulation
(INR1.9 +0.7)

« LA thrombus was observed on TEE in 13 (8.8%) patients with nonvalvular AF

* LA thrombus was observed in 3 (3.6%) of 83 patients with sufficient
anticoagulation (>3 wk)

* 165 patients on D110 therapy, 162 patients on D150 therapy, and 88 patients on
warfarin therapy were assessed using TEE

* 1.8% of D110 patients, 1.2% of D150 patients, and 1.1% of warfarin patients were
positive for LA thrombi

* Thrombus resolution not reported

* 59-year-old White woman had LAA thrombus detected by TEE

¢ Unable to achieve therapeutic INR with warfarin therapy so switched to dabigatran

« Resolution of thrombus achieved after 7 wk of dabigatran treatment

« 64-year-old man with LAA thrombus detected by TEE

* 4 wk of treatment with rivaroxaban was associated with decrease in thrombus size

» Complete thrombus resolution was identified after 6 wk of therapy

« 3 patients (2 males, 1 female) had presence of LAA thrombi detected by TEE

* Treatment with rivaroxaban led to resolution of thrombus within 8-33 d

* 2 patients had resolution after 8 d of therapy, with the other patient showing a
reduction in thrombus size after 21 d and resolution after 33 d of therapy

« 72-year-old man with LAA thrombus identified by TEE

* 16 d of apixaban treatment led to complete thrombus resolution

* 86-year-old man with LA thrombus detected through TEE

* 11 wk of apixaban freatment resulted in almost complete thrombus resolution

Rationale and design of a study exploring the
efficacy of once-daily oral rivaroxaban (X-TRA)
on the outcome of left atrial/left atrial appendage
thrombus in nonvalvular atrial fibrillation or atrial
flutter and a retrospective observational registry
providing baseline data (CLOT-AF)

Gregory Y. 1. Lip, MD,* Christoph Hammerstingl, MD,” Francisco Marin, MD,  Riccardo Cappato, MD, ¢
Isabelle Ling Meng, MD, PhD,* Bodo Kirsch, MSc,” Eolo Morandi, MD,* Martin van Fickels, MD, © and




Left atrial thrombus resolution in atrial

fibrillation or flutter: Results of a prospective
study with rivaroxaban (X-TRA) and a
retrospective observational registry

providing baseline data (CLOT-AF)

THR. RESOLUTION

Table Il. Resolution rates of LA /LAA thrombi

Thrombus resclution

n thrombus resolved %

Prospective X-TRA study
Complete thrombus resolution (assessed by blinded adjudicators)® 28.1-55.9
Complete thrombus resolution (assessed by blinded adjudicators), worst-case 24.6-50.1
scenario considering subjects without EOT TEE as nonresolved
Resolved or reduced thrombus (assessed by blinded adjudicators)T . 46.0-73.6
Retrospective CLOT-AF registry
Complete thrombus resolution . 52.0-72.2
Complete thrombus resolution by region
Eastern Europe FAREYAN
Western Europe 53.3-80.5
Complete thrombus resolution, worst-case scenario considering subjects 30.8-46.6
without EOT TEE as nonresolved
Complete thrombus resolution, best-case scenario considering subjeds : 69.5-83.3
without EOT TEE as resolved

* This includes 2 patients who had 2 thrombi each. Both thrombi were resolved in each case.
tIn 12 patients (22.6%), thrombi were larger, and in another 9 patients (17.0%), thrombi were found unchanged (blinded central assessment); no patients had a new thrombus.




Novel antithrombotic agents 3 @®

for stroke ion in atrial

RE-L¥* ROCKET-AF ARISTOTLE EMGAGE-AF"
Drug Dabigatran Rivrarcocatian Aipiaban Edoxaban
Dirug target Factar lla Factor Xa Factor X Factor da
Fonal clearamoo =i -5 ~ 255 =~
Crug dosing 150 g bevice a day; 20 miy once a day & my bekon aday {245 myg when bao of theee G40 gy once-a day (30 mg for
100 mig twice aday (15 fng foe Fodliving ciieria ase met: age =B vears, weight  cieatinive dearance 3050 mbimin,
creatinine clearande B0 by, creatinire =1/5 meg L [133 proaliL]) gl 250k, or strong
w50 mbLimin) Pughycopeotein inhibites
Drug metabolisrm F-glycopratein Prglycoproteinand  P-ghycoprotein and CYP3A4 P-ghycoprotein
CYPIAG
Mean CHADS scof 21 35 21 2:8
Design Dipien Labol Elirded Elirdhexd Blinded
(dablgatran vs
wearfarin)

Table 1: The four large trials comparing non-vitamin K antagonist oral anticoagulants with warfarin for stroke prevention in atrial fibrillation

MO (events) Warfarin {events) RE{g5%Ll) =]
RE-LY* 1346076 19816022 0 566 (05308 0000
REOCKET AF* 247081 3070 ——F BEB (075103 02
ARSTOTLE HHI 2659081 —.— 080 (0-67-0-95)  0-012
EMGAGE AF-TIMI 45" 2967035 1036 +- O-88 (075-102) 010
Cambined [random) Q11029312 110716220 ._%_. GB1 (07 3=041) DO
I - 1
05 10 20
Fancours PR Fawours warfann

Figure 12 Strofke oo systemic envbolism inthe four trials comparing non-vitamin K antagenist oral anticoagulants (MOACs) to warfarin in patients with ateial Rbrillation™
R = risk ratie, Reproduced from refererice 12, by permission of Elsever,
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