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Background

Natural progression of atrial fibrillation over time

Nriudi time course of atrial fibrillatic n

ESC: Focused update on treatment of AF 2012



Progression from PAE to chronic AE

Patients | Follow-up PAF —> CAF
n (y)

n Pts

1 65/757

Kerr 2005
(5) (187/757)

Ruigomez 2005 70/418

Abe 1997 14/122

Sakamoto 2013 30/137

Kato 2004 132/171
De Vos 2010 178/1219

Kerr et al. AM Heart J 2005;149:489-96.; Rodruigez et al. BMC Cardiovasc Disord. 2005; Abe Y et al. Circulation 1998;98:1045-6.; Sakimoto T et al. Nihon
Rinsho. 2013;7:15-20.; Kato T et al. Circ J 2004;68:568-72.; J Am Coll Cardiol. 2010;55(8):725-31



HATCH Score — Progression from PAF to chronic AF

History of stroke or TIA 2.02 1.24-3.31
Age >75 yrs 1.57 1.07-2.30

de Vos et al. JACC 2010; 55: 725-31



Background
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 Catheter ablation® |

AF = gtrigl fbrillstion HF = heart fallure. ‘Usally pudemonary wein isolation is appropriste, "More extensive left aarial ablation may be reeded
‘Caution with cororary heart dsease. “Not recommended with left ventricular hypertrophy. Heart fallure due 1o AF = tachycardomyopathy.

.o
ESC: Focused update on treatment of AF 2012




Impact of ablation on AE progression

Table 4 impact of Catheter Ablabion on AF Disease Progression. Within-study Comparnsons
(0N FANOOMIZed uniess noled)

RCT (APAF-2 i)
Datrowsh) 2010 . s (1R peieS
Al 1y
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Pappone 2008 o% o) =0 029
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Bertagha 2090 WS ON02) 3 your lowp or
paterts Yee Yom
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Pappone C et al. Circ A and E 2011;4:808-14.; Pappone C et al. Heart Rhythm 2008;5:1501-7.; Bertaglia et al. Europace
2010:12:181-7.: Ouyang et al. Circulation 2010:122:2368-77.: Sawhney et al. Am J Cardiol.2009:104:366-72.



ATTEST: Study Hypothesis
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For subjects undergoing early RF ablation for recumrent, symplomatic\
PAF, it is hypothesized that;

* compared to the Drug Therapy (control) Group,
+ the PVI (lest) Group will demonstrate

=> superior effectiveness
as evidenced by
=> a longer time needed to progress to persistent AF/AT

during follow-up through 3 years J




Study-Design: Primary Endpoint

Time to Persistent/AT AF
With peristent being defined as:
“AF/AT lasting longer than 7 consecutive days or
requiring termination by cardioversion after 48 houwrs™

(

» Unnecessary Carioverson < 7 days shoukd be descouraoed. bt withn etiveal bound's

» N the vestgator bedeves the sutyect’s AF symplioms are suificlently sevare o wamrant
cardioversion, he'she should proceed, regardiess of yming

» AF Sympicms salicently Seveve 10 warrant Cardioversion ae anping, shormness of
breath andhor sysiolc Nood prasswre < 90 mmbig: redated fo AF




Study-Design: Secondary Endpoints

» Rate and tirme 10 persistent AFIAT o 1 your 204 2 vy rate of persaslient
AFJAT By rrarer of ablations & J Yooy

-R’WdMMMmMWMWSM

o RRy®wm (% sutpects 0 SR % sbjects with recurment AF) thoughout 3
yoars FUP

* Sutects pre-etialing or new cosetworsened condition(s), 'ha! may be
ancciated with AF progression,

> D Emeters inckade age and gender; LA size. HATOM Goose, BP, NYHA
Funcoonal Classiication of heat decdse, dadetes. bpd profie. rens
hncion, dermenta

» Subgects wil De CoNsdered an effectiveness success ¢ ey 30 Not
prOgress 10 perssient AF theough the L year folow-up penod




Study-Design: Secondary Endpoints

* Health care utilization
(number and jength of hospaizatons and
unscheduled cardiovascular-telaled vists)

Health Economics

Outcomes . of Life
B SR st a1,




Study-Design: Study overview

Patient population:
Pastxcysnal AF wilh teCurront AF 1o 2 yaders
Faded &t oast 1. no more than 2 prescribed arugs

ry

Rardomvsaton
RF ablation | 1 Optimal AAD therapy
(TraemoC oot Catheter Famly wih {using Curment stansardked AF
CARTO®) MAnAQement Quidoines )
-
Study Objective

Earty RF aliatvdn v Daroxyset AF (PAF ) pOSuiaton Oulays roQressd of AF
companng wih anug Mevapy
Primary Endpoint at 3 years
Time 10 DErRstany AFAT
(Dertfery Dery Jefned &3 BN oey i 7 Consecutive diyt O reQueenry
COrUwerson afer &8 Nowry)




Study-Device/Equipment

Including ad cathetens from

the ThemoCool®™ Nangabon h“.— :
<

Faméy of Cathweters (g RMT

— ; .;
SF. Smatouch) h ¢

.."

CARTO *3 System
CARTO * XP System

CARTO* RMT Systems




Inclusion Criteria

Patiants with oot AF for 2 yodrs, wih = 2 efas0des Over the iewt 6 months

HATCHScore r Tand s 4

Cigbe for catreier ablaon AND Ior and-aartyyhmec of rate contiol medcatons, afer hawng faded at least 1,
DUt N0 MOre an 2 preacritod Srugs (eher And-ahythrad of rnite contal deug)

> €0 yoars
LA Gaamater £ S5 by TTE

LV @ochon Yachon & 50% when it snus Miyhim oF LY aedion fracton & 35% when n AF

Sgnead Patent Informed Consent Form
Ao and willrg o Comply Wil proloco! feguErements




Exclusion Criteria

1 Asafing Gordac ansplantation of GIer Cardac sunpery

2 | Acute Brwss [ONQONG) OF SCIVE Sysiemic rfecion of s epen

3 Reversbio caunes of AF ¢ g thyrosd daonders, aculn Scoho! Imoxcaton, necent major surgcal procedures of Tauma,
R Recent cardac events ina ML PCIL heart Iadure o valve or Dypass surpery n the precedng J months

5 Hear® tadure decompersaton

6 Prevousy Sagnosed wth perusiertpermanent AF (AT

T Previously reQuired Cardoversion ~48n after onaat AFIAT

PYovous stroke - Subeect hivang previous TIA O SroRs (CofeOrOVasCUN SCOKI0NT) ONe yod P! 10 Dabent onroiment
A '0r nO WSt recovery

9 PUlmonary embobsm o recont atral emDoiemthomboss

10 HPeYOPNC ODSTUCIVE COrTMNTTPODatty
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Exclusion Criteria cont.

Ciss IV angn o Qs IV O Incuding paal or planned haar? tansptaniaton)

Mandaind ard-arythme Sug Petagy 1of Seease condlons other Tan AS

HarEadie srrhythmas of NCeated ek 1o Loraace do pordes with class | or I8 Deugs

~ PTior LA cameter abiation wih the intenton of Yeatng AF, prior surgical interventions for AF such as the MAZE

procedure
Prioe AV nodad ablation

Confra-nacations for the study cathwiens) red inatructons For Use

Conrandcation 10 martann, other anicoagiaton therapy, o 3 and-platelet medcatons

Mool conatons imidng especied sarvivad 10 < 3 yoan
ConOument Saricpanon i any other cnical study
Prior history of non-adherence 10 prescrited drug regmens

Pregnant, actating or plannng % Become prognant durng cowse of iral




Study Schedule

Clinic Visit X X X X X X X
Phone follow-up X X X

Patient X

Information and

Consent

Medical history X

HATCH score X X X X X X X
ECG X X X X X X X
TT™ X X X X X X X X X X
TEE X

TTE X X X X X X

QoL (EQ-5D, X X X X X X

AFEQT)

Health status X X X X X X X
Cardiac X X X X X X X X X X
medication

Adverse events X X X X X X X X X
Cardioversion/re- X X X X X X X X X
ablation

documented




Time to event monitoring

Patient enrolment

Test group Day 0 = index ablation Control group Day 0 = Randomization

Start weekly TTM Day 104 (+/-3M FU)
1x/week to capture some asymptomatic episodes

I' AF documented - Daily monitoring for 7 consecutive days

Start monthly TTM Day 300 (+/-9M FU)

1x/month to capture some asymptomatic episodes
I' AF documented - Daily monitoring for 7 consecutive days

Primary endpoint reached
AF present for 7 consecutive days or requires termination by cardioversion >48h

- Stop TTM monitoring, FUP visit at 3Y, continue safety reporting




Overall Project Status

Status sites
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Overall Project Status — Enroliment by Country

46.9% of ereoliment Lacpet reached 1o date (total of 155 subpects out of 330 subjecty)
m Russis (34 8%)
B Germany (14 %)
® Latvea (14.5%)
8 Hungary (9.7 %)
» taly (52%)
UK (5.2%)
n Korea (4.5%)
B Belghum (3.2%)
o Acntria [ 1.6%)
LRSS PR
Sweden (1.3I%)

ireland (0.6%)

Norway (0.6%)




Overall Project Status — Enroliment by Site

# Subjects enrolled
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Conclusions

S0 far only limited data on AF progression is available

The ATTEST trial aims at assesment of AF progression
comparing ablation vs. drug-based treatment in a
randomized, prospective, multi-center fashion

~50% of patients are enrolled

— more active centers are required
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