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The presentation of this symposium aims to share scientific information about Pfizer
products and information related to the approved use of products. Please note that any
information or views about non approved use of products that may be mentioned during
the live presentation regardless of Pfizer's intent are the views of the speaker and not
necessarily those of Pfizer. Full prescribing information and primary references should be
consulted for complete safety and efficacy information relating to the approved use of such
products. Physicians will have the professional responsibility to ensure that pharmaceutical
products are prescribed and used appropriately, based on their own medical judgment and
accepted standards of care.
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Indication for catheter ablation
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aSignificantly enlarged LA volume, advanced age, long AF duration, renal dysfunction, and other cardiovascular risk factors. °In rare individual circumstances, catheter ablation may be carefully considered as
first-line therapy. ‘Recommended to reverse LV dysfunction when tachycardiomyopathy is highly probable.9To improve survival and reduce hospitalization.




Catheter ablation for AF patients
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Stroke risk management peri-catheter ablation

*» Therapeutic OAC for at least 3 weeks before ablation
* Oral anticoagulants without interruption is recommended

Recommendations Class® Level®

In AF patients with stroke risk factors not taking OAC before ablation, it is recommended that pre-procedural management of stroke

risk includes initiation of anticoagulation and:

e Preferably, therapeutic OAC for at least 3 weeks before ablation, or

e Alternatively, the use of TOE to exclude LA thrombus before ablation.

For patients undergoing AF catheter ablation who have been therapeutically anticoagulated with warfarin, dabigatran, rivaroxaban,
(878879881

apixaban, or edoxaban, performance of the ablation procedure without OAC interruption is recommende



CXIEAIS (Catheter Ablation)

Last intake: Resumption:

-12h

) 2_4h (default)

3-5h after sheath removal

NOAC

— High CHA,DS,-VASc Score (= 4)

— No heparin i.v. prior to 1 TSP

- Protamine administration prior
to sheath removal

(Rule out tamponade
and other major
bleeding prior to
restarting)

AF ablation (target ACT 300 - 3505)

1
oI

Adapted from Steffel J et al, 2021

1. BEASXE Todg0o HEg7|E U Lo oot MEARZ(AH), LRHEDA[(2022-184%). 2022:1-22, 2. Steffel J et al. 2021 European Heart Rhythm Association Practical Guide on the Use of Non-Vitamin K
Antagonist K Antagonist Oral Anticoagulants in Patients with Atrial Fibrillation. Europace. 2021 Oct 9;23(10):1612-1676.
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Meta-analysis: Uninterrupted NOACs

T R R > The incidence of major bleeding

aT2016 100 ( 303012,

S A S was significantly lower in the

VENTURE-AF 2015 123 12 0.33(0.01, 8.06)

2 3 e NOAC group (1.68%) than the

Total events 16

Tostor avera st 7= 160 = 0000 VKA group (3.80%) (OR =0.45,
ili::ﬁ:‘é?gﬁm 4.98(0.24,104 23] 95% C' — 0.26—0.81 ’ p — 0.007);

Kuwahara T 2016 Not estimable
SUIT 2017

coowNn

0.33[0.01,8.21)

Not estimable ° ° ) e
» The incidence of ischemic
Subtotal (95% Cl) K 1.00 [0.23, 4.40)

T ey stroke or TIA was low and similar

Heterogeneity: Chi*=1

Test for overall effect Z 0(P=1.00) 0

between NOAC (0.21%) and VKA
AXAFA-AFNET 5 2018 318 50 315 3.29 0.85[0.55,1.32) 0

Kuwahara T 2016 3100 4 100 ‘ 0.74 [0.16, 3.41) 0 21 /

. ol 4 F L groups (0.21%).

Takatsuki S 2016 64 1 63 0.98[0.06,16.09)
VENTURE-AF 2015 123 17 121 b 1.26 (0.63, 2.52)
ZhuJ 2017 1 30 10 30 1.16 [0.40, 3.35)
Subtotal (95% CI) 952 947 3 1.01 [0.78,1.31]
Total events 0 138

Heterogenelty: Chi*=134 df=5(P=0093),F=0%

Test for overall effect. Z=0.09 (P =0.93)

oo

2.1.4 Silent cerebral thromboembolic events
FA-AFNET 5 2018 44 162 161 1.13[0.69, 1.86)

(uwahara T 2016 2 100 3 100 0.66[0.11,4.04)
Takatsuki 8 2016 0 64 63 Not estimable
Subtotal (95% CI) 326 324 1.09 [0.67,1.75)
Total events 46
Heterogeneity. Chi*= 0.31, d (P=058),F=0%
Test for overall effect Z=0.3 =0.74)

Zhao Y, et al. A meta-analysis of randomized controlled trials of uninterrupted periprocedural anticoagulation strategy in patients undergoing atrial fibrillation catheter ablation. Int J Cardiol. 2018;270:167-171.



AXAFA-AFNET 5

PATIENTS WITH PRIMARY ENDPOINT RESULTS OF ENDPOINTS
Composite of all-cause death, stroke, or major bleeding IN DETAIL

ELIQUIST VKA
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fdapted frorm: Kirchhof P etal. 2018, Adapted from: Kirchhof P et al. 2018




Incidence of Silent stroke (SS) detected
via MRI-DW after the procedure
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Comparison of the incidence of periprocedural silent stroke (SS) among anticoagulant groups.

tP <.05 vs dabigatran group(DG).HD=high dose; LD = low dose Adapted from Nagao T et

al.2020



Incidence of Silent stroke (SS) detected
via MRI-DW after the procedure

Table 2 Procedural values

DG (n = 64)

RG (n = 62)

AG (n = 60)

EG (n = 59)

WG (n = 30)

P value

AF at the start of session

31 (49)

30 (48)

26 (43)

37 (62)

15 (50)

56

ACT before heparin bolus (s)

170 * 42

143 *+ 33

132 = 23

148 * 38

147 £ 45

.001

First ACT after heparin bolus (s)
First ACT <300 s after heparin bolus
First ACT <350 s after heparin bolus
Maximum ACT (s)

Minimum ACT (s)

Mean ACT (s)

Time required to reach target ACT (min)
UFH (U/kg)

Procedure time (min)

AM session

Cardioversion

Additional procedure

Total delivered energy (kJ)
Application time (min)

309 = 52
34 (53)
51 (80)
336 = 76
240 + 33
290 + 40
24 + 15
129 + 38
191 =+ 43
44 (68)
24 (38)
20 (31)
55 = 17
30 + 12

294 + 57
33 (53)
53 (85)
338 + 72
238 + 39
289 + 33
28 + 17
146 + 59
194 + 47
35 (57)
19 (31)
22 (35)
52 + 23
28 + 11

280 + 52
37 (62)
52 (87)
336 + 77
229 + 32
290 + 33
35 + 17
162 + 62
186 =+ 42
38 (63)
16 (26)
20 (33)
52 = 15
29 + 7

308 = 78
29 (49)
44 (75)
358 = 59
243 = 35
302 = 37
30 £ 19
131 = 25
185 = 41
35 (59)
25 (42)
21 (36)
54 + 22
28 = 12

317 * 40
14 (48)
27 (90)
362 + 99
252 + 30
305 + 53
23 + 11
105 + 46
171 + 35
16 (53)
8 (27)
10 (32)
44 + 20
24 + 11

.18
.29
41
40
.81
.28
.05
.001
.23
.22
.57
51
41
.36

Adapted from Nagao T et al.2020



CASE. Uninterrupted apixaban

 Male /49 YO
* Paroxysmal atrial fibrillation

 Palpitation - Atrial fibrillation
« Refractory to Flecainide
* Refractory to Dronedarone
* Planned RF catheter ablation

* On once daily NOAC
« = Changed to Eliquis 5mg bid
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CASE. Uninterrupted apixaban

mk
PV isolation + CTI| (BDB)

. )@ o ‘ '
Eliquis o (TR G : % ‘ | .
b P - % @ > . g Eliquis

9A 9A30 . - 10A 10A30

‘ f 30min ‘ I 30min Y

Baseline ACT 192 sec ACT 289|sec ACT 325 sec

Bolus heparin Bolus heparin
(7000UL) (3000VL)



Increasing number of persistent AF cases

RESEARCH OpenAccs (B) Persistent AF
Catheter ablation of atrial fibrillation

in Korea: results from the Korean Heart Rhythm
Society Ablation Registry for Atrial Fibrillation
(KARA)

Table 1 Baseline demographic characteristics of the study
population

Variables Total (N=2402)

Age 60.2+96
Male 1767 (73.6%)
He|ght (cm) 1669486
7174120
Paroxysmal AF 1097 (45.7%)
Persistent AF 1035 (43.1%) - PVI| alone
] 3 (50./9 . .
A S P-value 0.001 — PVI + additional ablation
Heart failure 259 (10.8%) : !

T T T
Ischemic stroke/TIA/SE 219(9.1%) 0 90 180 270 360
Ischemic heart disease 178 (7.4%) Days from ablation

AF-free survival (%)

Euijae Lee et al. Int J Arrhythm (2021) 22:20



Trends in coagulation markers during the
periprocedural period
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P <0.005

PF1+2 (pmol/ L)
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FMC and PF112 levels during the periprocedural period of AF ablation were higher in
Dabigatran group than in the other groups.

Trends for coagulation markers, including mean fibrin monomer
complex (FMC) and prothrombin fragment 112 (PF112), among the anticoagulant groups. tP <.05 vs before

operation (BO). AG =apixaban group; DG=dabigatran group; EG =edoxaban group; RG = rivaroxaban group; 'Nagao T, et al. Prospective comparison of periprocedural
_ . coagulation markers among uninterrupted anticoagulants for atrial
WG=warfarin group. fibrillation ablation. Heart Rhythm. 2020;17:391-397




Case. Persistent AF

 Male/ 78 YO
 Persistent atrial fibrillation since 1YA

 Hypertension
 H/O stroke (3YA)

 Enlarged RV with moderate functional TR
* Biatrial enlargement (LA size 46mm)

- Refractory to antiarrhythmics



Longer procedure time

Eliquis

No baselin

Bolus

e ACT

heparin

(6500U)

ACT 301 sec

Bolus heparin

Y ' 30min Y 30min

ACT 325 sec ACT 303 sec

Bolus heparin



Need for studies on catheter ablation lesion set for
long-standing persistent atrial fibrillation

- Right atrium
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' S Intercaval linear ablation with BDB
cSpts ® ’ SVCisolation

. Patients completed biatrial ablation (PP, n=91)

This interim analysis of the prospective
| T D registry showed that biatrial catheter
S —— ablation is a safe and effective treatment
option for persistent AF, which presents
84.5% of AF-free survival at average 8-
month follow-up (87.5 % in per-protocol
analysis).

Follow-up duration (days)

MJ Cha, Jun Kim et al. KHRS 2023, e-poster



Recommendations for stroke risk
management peri-cardioversion

Recommendations Class® Level®

In patients with AF undergoing cardioversion,

MNOACs are recommended with at least similar

efficacy and safety to warfarin.
For cardioversion of AF/AFL, effective anticoagu-
lation is recommended for a minimum of 3

. = B8 —870
weeks before cardioversion.

TOE is recommended to exclude cardiac throm-
bus as an alternative to 3-week pre-procedural
anticoagulation when early cardioversion is

planned.




Recommendations for stroke risk
management peri-cardioversion

It is recommended that the importance of adher-

ence and persistence to NOAC treatment both

before and after cardioversion is strongly

emphasized to patients.

In patients with AF duration of =24 h undergoing
cardioversion, therapeutic anticoagulation

should be continued for at least 4 weeks, even
after successful cardioversion to sinus rhythm
(beyond 4 weeks, the decision about long-term
OAC treatment is ::|r=-tr=-| mined by the presence

60861

of stroke risk factor rr




Adherence to NOACs in NVAF is
important to maintain effectiveness over
the course of treatment

Cohort selection and attrition. Application of inclusion and exclusion criteria

Eligible sample (N=48,442):

» Had first prescription (index date) of any studied drug during Oct 19,
2010 to Oct 1%, 2015

* Had at least one-year continuous enrolment before index date.

* Had diagnosis of AF and not VTE within 60 days before index date.

Exclude patients with more than one studied medication
prescribed on the index date (N=10)

( Eligible sample (N=48,432)

Exclude patients with mitral stenosis or prosthetic heart
valve, mitral or aortic valve repair or replacement, and
joint replacement (N=6, 368)

C

Exclude patients without 3-month continuous enrolment
after index date (N=3,117)

Eligible sample (N=38,947)

C
vd
|

Adatpted from Pham PN and Brown JD. 2019.




Apixaban users had the highest overall
adherence despite BID vs. OD for
rivaroxaban

PDC 2 0.80 to index OAC
Rvs.D

Avs.D

Avs. R

PDC z 0.80to any OAC
Rvs. D 1.26
Avs.D 1.28

Avs. R 1.01

* Denotes statistical significance at p <0.05

1.33-1.50*

0.99-1.12

1.20-1.33*
1.20-1.36*

0.95-1.08

95% Cl

1.25-1.39*
1.42-1.62*

1.08-1.23*

1.17-1.29*
1.31-1.49*

1.06-1.21*

95% Cl AdjOR |

1.30-1.44*
1.56-1.79*

1.14-1.31*

1.23-1.36*
1.44-1.66*

1.12-1.29*

95% CI

1.32-1.48*
1.60-1.88*

1.14-1.34*

1.25-1.40*

1.50-1.76*

Adatpted from Pham PN and Brown JD. 2019.




Twice-daily dosing was specially chosen
as the optimal dosing regimen
for Eliquis®

Data from a PK / PD study Mean plasma concentration following multiple oral Eliquis® doses.
in healthy patients (N=36)"" (double-blind, randomized, multiple ascending dose study in 48 healthy subjects over 24 hours)

Eliquis®
5 mg BD (N=6)

Eliquis®
10mg QD (N=6)
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Adapted from Frost et al.*
Eliquis® 10 mg QDis not an approved dose of Eliguis®.?




Take Home message

" [n patients with AF undergoing catheter ablation or cardioversion,
NOACs are preferable to Warfarin.

» Eliquis demonstrates a good safety profile and is highly effective
in stroke risk prevention.

* Given the bleeding risks associated with catheter ablation, the
low bleeding risk of Eliquis, as substantiated by extensive data, is
a crucial consideration.

» Eliquis, shown for good adherence, ensures stable drug
concentrations pre- and post-procedure due to its BID
administration.

* As procedures become increasingly complex, Eliquis, backed by
extensive data, is a safe and effective therapeutic option to
consider for AF patients.
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