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BACKGROUND

Hatch Waxman Act: A Policy Compromise

“The Hatch-Waxman Act strikes a balance between two potentially competing policy interests—
inducing pioneering development of pharmaceutical formulations and methods and facilitating
efficient transition to a market with low cost, generic copies of those pioneering inventions at the
close of a patent term.”

Novo Nordisk A/S, et al. v. Caraco Pharmaceutical Laboratories, Ltd., 601 F.3d 1359, 1360 (Fed. Cir. 2010).
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BACKGROUND

What Each Side Got

New Chemical Entity Exclusivity (NCE):

» 5 years of exclusivity for a drug product that contains a new chemical entity
* Precludes submission of a 505(b)(2) or ANDA application for a drug product with the same active moiety

« An ANDA or 505(b)(2) application can be submitted in year 4 with a Paragraph 4 certification if the NDA has
patentslisted in the Orange Book

New Clinical Investigation Exclusivity (NCI):

» 3 years of exclusivity to NDAs and supplemental NDAs that contain new clinical investigations (other than
bioavailabilitystudies) essential to approval of the application.

* FDA may accept and review ANDA or 505(b)(2) applications but cannot grant full approval until the exclusivity ends.
180-Day Exclusivity for Generic Drugs:

« 180-day exclusivity for the first applicant to file an ANDA that contains a Paragraph IV certification.

* Precludes approval of subsequent ANDAs during this 180-day period

« Biological Product Exclusivity: Blocks submission of biosimilar application for 4 years and approval of a biosimilar
application for12 years from date of first licensure

COOLEY LLP



BACKGROUND

Other Regulatory Exclusivities

Pediatric Exclusivity:

« Adds 6 months of exclusivity to the end of listed patents or other regulatory exclusivities for sponsors that
conduct a pediatric study at FDA's written request

* Does not extend the patent term but precludes FDA from approving a 505(b)(2), ANDA, or Section
351(k) biosimilar application during the 6-month period

Orphan Drug Exclusivity (ODE):
« 7 years of exclusivity for use in the rare disease or condition for which it was designated.

* A rare disease or condition affects less than 200,000 people in the United States; orphan subsets may also
be eligible

« During the exclusivity period, FDA will not approve another application for “same drug” for the “same
disease or condition” unless clinically superior

COOLEY LLP



BACKGROUND

Hatch Waxman Act has been Wildly Successtul

Branded Research and Development

Domestic R&D Spend
(dollar figures in milions)
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Since the mid-1990s, FDA approvals of Abbreviated New Drug Applications for generic drugs have grown rapidly,
whereas those for new drugs and biologics have remained fairly constant. SOURCE: Thomson Reuters
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Effect of Generic Entry on Brand Prices
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DRUG DEVELOPMENT

Modern Day Drug Development

> Discovery >> Preclinical >> Clinical

>> FDA Fiing >

« Target Selection « Toxicology * Phase |
 Lead Compound * Formulation . gﬁfetyér} volunteers,
« SAR optimization « Pharmacokinetics studies
« Pharmacological  Large scale * Phase ll
assessment synthesis »  Smaller scale trials
In patients to assess
efficacy
Longer term tox
studies
* Phasellll

Large scale clinical
trials assessing
efficacy and safety

 Comprehensive
data analyzed and
submitted to FDA

COOLEY LLP



DRUG DEVELOPMENT

A Drug's Life

Drug Development

Drug Discovery

Preclinical
Testing w Review of NDA

IND FDA Accepts  NDA Approved
Approved NDA

&Il
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DRUG DEVELOPMENT

Typical Types of Patents

Orange Book-Listed Patents
« Compound
* Formulation
« Methods of Treatment
« Crystalline Form/Polymorph

Devices (sometimes listable)

Process Patents
Metabolite Patents

COOLEY LLP
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DRUG DEVELOPMENT

A Drug's Life

Drug Development

] Approved
Drug Discovery
& I

Preclinical
Testino

IND

FDA Accepts  NDA Approved
NDA

Generic
Challenge
w Review of NDA

Potential
Patent

Exclusivity
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FDA

Lifecycle of an FDA-Regulated Product

Clinical Phase

End-of-Phase 1 End-of-Phase 2 Pre-NDA / BLA

COOLEY LLP

Meeting Meeting Meeting
- ik> Launch
> FDA Filing > > Challenge

> Preclinical >

AV V4

L J
1

Type A Meeting

« End-of-Phase 1 Meeting: For biologics that treat life-threatening and debilitating illnesses or drugs under accelerated
approval for serious/life-threatening illnesses, discuss proposed phase 2 protocol, identify population for phase 3 trials

+ End-of-Phase 2 Meeting: Discuss trial designs, modeling strategies, and clinical trial simulation

 Pre NDA/BLA Meeting: "Preview” of general information to be provided in application, discuss appropriate methods for
statistical analysis approach to presentation and formatting of the data

+ Type A Meeting: To discuss otherwise stalled product development or address an important safety issue

14



FDA

FDA Formal Meeting Types

Each of the four meeting types has different aims and procedures.

Type A

Type B

Type C

Type D

Purpose
| Aims

F

pr =

Scheduled to help an
otherwise stalled
product development
program including
dispute resolution.

Pre-investigational new drug
application (Pre-IND) meetings
Pre-new drug
application/biologics license
(Pre-NDA/BLA) application
meetings

Certain end-of-phase 1 meetings
End-of-phase 2 and Pre-phase 3
meetings

Development for breakthrough
designation products

Any meeting other than
a Type A or Type B
regarding the
development and review
of a product.

Focused on a narrow set
of issues (Ideally no
more than 2 focused
topics) and should not
require input from more
than 3 disciplines or
Divisions.

Timing

Fid

Typically scheduled to
occur within 30 days of
FDA receipt of a
meeting request.

FDA will grant or deny
the request within 14
days of receipt

Typically scheduled to occur
within 60 days of FDA receipt of
the meeting request.

FDA will grant or deny the
request within 21 days of receipt

Typically scheduled to
occur within 75 days of
FDA receipt of the
meeting request.

FDA will grant or deny
the request within 21
days of receipt

Typically scheduled to
occur within 50 days of
receipt of the meeting
request

FDA will respond within
14 days of receipt.

See, U.S. Food and Drug Admin., Guidance for Industry Formal Meetings Between the FDA and Sponsors or Applicants (2017), https://www.fda.gov/media/109951/download; SOPP 8101.1: Regulatory Meetings with Sponsors and Applicants for Drugs and

Biological Products (Mar, 2023), https://www.fda.gov/media/84040/download#:~:text=Type%20D%20Meeting%20-%20A %20meeting,than%203%20disciplines %200r%20Divisions.

COOLEY LLP
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FDA

Lifecycle of an FDA-Regulated Product

Clinical Phase

End-of-Phase 1 End-of-Phase 2 Pre-NDA / BLA

COOLEY LLP

Launch

Meeting Meeting Meeting
WY
FDA Filing >
) ;

> Preclinical >

Challenge

AV V4

L J
1

Type A Meeting

Patent Opportunities: Coordination Opportunities:
*Formulation Label (Product Insert)
*Pharmacokinetics/Pharmacodynamics Indication and usage
*Dosing Regimen +Clinical trials
*Method of treatment *Patient counseling
sLarge Scale production Investigator’s Brochure
Crystalline form/polymorphs *Formulation

*Manufacturing concerns
*Stability

16



FDA

Lifecycle of an FDA-Regulated Product

Submission and FDA Review

NDA/ BLA Mid- Cycle Late-Cycle Review
Filing Review Meeting Meeting
e e

COOLEY LLP

ik > Launch

> Challenge

AV V4

Refuse to File

What are the steps once | submit?
*Refuse to File: FDA may refuse to file if application is incomplete or not submitted in the proper form/format

*Mid-Cycle Review Meeting: Discuss review status, flag issues, update timelines, determination on need for post-
marketing commitments including REMS.

-Late Cycle Review Meeting: Topics can include major deficiencies identified, potential issues to be discussed by an
Advisory Committee, status update of FDA review activities

-Label Negotiations: Negotiation of the drug’s final package label with FDA.

17



FDA -

Lifecycle of an FDA-Regulated Product

Post-FDA Decision

COOLEY LLP

Postmarketing
Commitments (ongoing)
L

Approval I )

Vi tamh
> Preclinical >> Clinical > FDA Filing >®_

Complete Response ‘ l
What if | do not get approved? Letter Formal Dispute  APA Litigation

*Sponsors can engage with / challenge FDA: Resolution

*Formal Dispute Resolution: Sponsor / Applicant can obtain formal review to resolve scientific or medical disputes
by the supervisor of the employee who made the decision

18

Administrative Procedures Act (APA) Litigation: Challenge FDA in court for arbitrary or capricious actions or
ctions that exceed the agency's statutory authority. Post Loper-Bright such challenges may be more likely but also
require sponsors to more seriously consider intervening

What if | get approved with the label | want?
* Sue competitors for infringement
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THE IMPORTANCE OF THE LABEL

Induced Infringement

“[F]or a court to find induced infringement, it must be
established that the defendant possessed specific intent to
encourage another's infringement . . . When proof of intent
to encourage depends on the label accompanying the
marketing of a drug, the label must encourage,
recommend, or promote infringement.”

Sanofi v. Watson Lab’ys Inc., 875 F.3d 636, 644 (Fed. Cir. 2017)
(internal quotations and citations omitted).

COOLEY LLP
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THE IMPORTANCE OF THE LABEL

Induced Infringement

What 1s claimed 1s:
1. A method of decreasing a rnisk of cardiovascular hospi-
T talization in a patient, said method comprising administering
tor said patient an effective amount of dronedarone or a phar-
= United States Patent o puestra: | USBAIDI67 2 maceutically acceptable salt thereof, twice a day with a mom-
mg and an evemng meal, wheremn said patient does not have
severe heart failure, (i) wherein severe heart failure is indi-
cated by: a) NYHA Class IV heart failure or byhospitalization
o for heart failure within the last month: and (11) wherein said

(54} USE OF DRONEDARONE FOR THE
PREPARATION OF A MEDICAMENT FOR
USE IN THE PREVENTION OF
CARDIOVASCULAR HOSPITALIZATION OR
OF MORTALITY

0OTHA0 AL 27
MDY AL 1

(75) Inveators: Davide Radadk. Paris (FIt). Martin Van
Eickels, Berlin (DE). Nacéra Hamdani,
Paris (FR); Christophe Gaudin, Pasis
(FR)

(73) Assigness SANOFL, Paris (FR)

20000320099 AL
OLGIATH AL

B e Aimer, (e MO0 AL
") Motiee:  Subject o any disclaimer, theterm ofthis 3011 2L A

L Nﬁww B e patient has a history of, or current, paroxysmal or persistent

@ Fiok i o e non-permanent atrial fibrillation or flutter; and (111} wherein

o 101153012 27008

(65} Prior Publication Data H: ﬁ‘%:"é‘ﬁ ‘E :&'13 . . .
S 201000048694 A1 Feb. 25, 2010 2828 2
e o gmenie o the patient has at least one cardiovascular risk factor selected
(6l l|a ;lon:ﬂ ap| KME.QSS r;l%rm 2\{; EQ &/E §'§E£ :; EEE - -
i il N & 12, L]
I o el it Yo 0025, 48 Soms from the group consisting of:
:;;»:nsr.lwhnn No 113162, it o Eeb 13, 3009 B R B 4 ,
B WY i. an age greater than or equal to 73,
) (Continued)
(30} Forelgn Application Priority Data +4 ]l L .
) OTHER PUBLICATIONS . ne
'?,,D,f' :;3% Em: i :ﬁ;ﬂ US. Appl. No. 127777606, filed May 11, 2110, Scarzzin. :|I:! . }PE ﬂSIﬂJ] ?
i 3] : Astiarthythenac Eifs
mea oo i et 1. diabetes:
(51} Int.CL “:,'“ :‘“:" ! . " " .
e e . a history of cerebral stroke or of systemie embolism;

an Acetylcholing-swiivatal
Br J Pharmaco (2000) 130 pp. 1315

D B e e s, s, s, v. a left atral diameter greater than or equal to 50 mm; and

See upplication file for complete search history. Drugs 2 D (2007) 5 (S)pp. 17117
et al [C orrespondence Relte 0 Singh et al, NEEIM (20071357

= - g s N vi. a left ventricular ejection fraction less than 40%%.

US, PATENT DOCUMENTS (Continusd)

i Py Eir— ey Lt 2. The method according to claim 1, wherein said cardio-

Assistant Exanrimer — Meghan Finn

oo e vascular hospitalization is hospitalization for atrial fibrilla-
: Hon.

SR II5 A
4208414 BI 42001 Nj
£.297.257 BI

20020150622 AL
20030737 AL 42003 Tietal
Q0030113330 AL 62003 Ukal

2003022007 AL 1203 Levi et al 24 Claims, 5§ Drawing Sheets
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THE IMPORTANCE OF THE LABEL

Induced Infringement

HICHLIGHTS OF PRESCAEING INFORMATION « Savera hiapatic mpairment [{]

Thess highlights 82 not include all the information nzeded 1o use MULTAQ ssely and * Hypemnsiavey tn the achve subsience or fo any of e excipients (4]

effectively. See full prescribing information for MULTAL

UL 20 ronecies) ool e Ditarmine cardisc rhyf wlummm o ?Ecnam'rﬁ detacied di MLULTAD
s 3 . ine Cat rhyhm at lesst once every 3 moni L1 iacominue

Inisl 115, Approval: 2008 : e ¥

» Ensura appreite anfifvonbosc herspy prior o and foughast MULTAC use (53]
1 = Liver . E hepeic iy s suspected, deconinae MULTAZ. 5]
i o .. =

WARNING: IRCREASED RISK OF DEAT
'WiTH DECOMPERSATED HEART Fi

S full praseribing inforn
MULTAQ is contrindicated in

ERET INDICATIONS AND USAGE

st of death, stroke. and

- MULTAQ is an antiarrhythmic drug indicated to reduce the risk of hospitalization for atrial fibrillation

MLLTAQ is an amfarhythmic g ndcaed|
[AF) In patients in Srus ryhm weh 2 iy

—==2= (AF) in patients in sinus rhythm with a history of paroxysmal or persistent AF (1, 14

—— DOSARE FOR
00 mg fim-costed tables [3)

COOLEY LLP

— C(ONT§

+ Permanent AF (pafiertz in whom
Waming, 4 ‘» Grapeinut juic= Avod concomian LBe.

+ Fiacarily decompansstad hasit il requifing hospiaizsson o Class IV hesrt Silrs (Boxed « St vl mmm]m,w 0] \abel recommendaficns fo
Waming, 4 concomitent use of ober st=ins wih & w;ﬁﬁ;.mm 1] :tmlume |'|'3'|
« Second o ird-degres atfioveniiculr (AV) block or sick snus yndrome [axcept when wsed « CYPIA. and
in conjuncton with & functioning panenujaer ] adust dosage of concomeart drug as restal ten nsed with MULTAQL (7

« Bradycardia <30 bom )  Wariafin: Moritor INR aber inizfing dronedesone in pefents fking warkin (7

+ Concomitant wse of & song CYP3A nlibéor [4)

+ Concomitant use of enthromyon (4) — USEINSPECIIC POPULATIONS

« Concomitant use of drugs or herbel products that prolong the OT imerval and may induce « Lacwtor Do not breastieed (8.2)
forsade de pointes (4)

+ Lver or ing oy relsed i the peaviots usa of amiodarons (4] See 17 for PATENT COUMSELING INFORMATION and Medicaion Guide

« Qe imerval 500 ms o PR nienval 280 ms (8 Revised: IS0

FULL PRESCRIENG INFORMATION: CONTENTS® 4 USEIN SPECFK POPULATIONS

'WARHING: INCAEASED RISK OF DEATH, STROKE AND HEART FAILURE IN PATENTS WITH 8 Pragany

DECOMPENSATED HEART FAILURE OR PERMANENT ATRIAL FIBRILLATION B2 Lackfon

1 INDICATIONS AND USACE 83 Femaies and Males of Reproductve Prental

1 DOSAGE AND ADMIRSTRATION B4 Pedatic Use

3 DOSAGE FORMS AND STRENGTHS B5  Geralic Use
4 CONTRAMDICATIONS BE  Renal Impaiment
5 WARNINGS AND PRECAUTIONS 87 Hagatc Inpsiment

ai Canfiovasculer Dest in NYHA Class IV or Decompensaied Heart Failure. 10 OVERDOSAGE
82 Canfiovascuzr Desth and Heart Fallure in Pemanent AF 1 DESCRPTION
83 Increasid Risk of Stroke in Permanent AF 42 CLINICAL PHARMACOLOGY
a4 Mew Onset or Worszring Haart Failure 121 Mechanism of Acion
85 Liver Iy 122 Pramacodymenics
56 Pubmonay Toicly 123 Phamasdineics
57 Hypokalemia and Hypomegnesemia wib Poassum-Deplsting Diredics 13 NONCLINICAL TOXKOLOSY
58 OT kisnwal Froongaion 131 Garcnogenseis, Mutigenests, Ipanment of Farsily
55 Fenal Inpsiment and Fsiure 133 Developmentsl Touciy
810 Embryoietsl Toxity 14 CLNICAL STUDES
&  ADVERSE REACTIONS 141 ATHENA
4] Chrical Tnals Experience 142 EURIDIS and ADONS
a2 Postmarksfing Experience: 143 ANDROMEDA
7 DAUG INTERACTIONS 4L PALAS
Phamacodynami: Inercions 46 HOW SUPPLIEIVSTORAGE AND HANDUNG
Effects of Ofher Dnuge on Drenadarme A7 PATIENT COUNSELING INFORMATION
Bfacks of [ronadanne on Ckher Dnue “Seicns or Eubsectons cmitizd frem the Rl presciting miomeson wre nct fsted
1




THE IMPORTANCE OF THE LABEL

Induced Infringement

HICHLIGHTS OF PRESCAEING INFORMATION

Thess highlights 82 not include all the information nzeded 1o use MULTAQ ssely and
effecsvely. See ful prescrbing nformation for MULTAQL

MULTAQ® (dronedarone] tsbists, for oral use

Inisl 115, Approval: 2008

'WARHING: INCREASED FISK OF DEATH, STROKE AND HEART FAILURE IN PATENTS
'WATH DECOMPENSATED HEART FALLIRE OR PERMANENT ATRIAL FIERLLATION

s full praseribing information for complste bowd warning.
MULTAQ s contmindicsted n pafients with symptomatic heart faiurs with secent
dscompenssSn requifing hospitalization or NYHA Class IV heart ailure. MULTAD
Goubles the risk of death in Sese pafiente (1, 51, 143)
MULTAQ s contraindicated in pafients inatril fibeilafion [AF) who wil na or cannot
be cardioverted nto normal sivs I et wth pemarat A7 WULTAD
douies the risk of death, ssroke, and hospraization for hesrt felura (4, 52 144

» Eaver hepatc mparment [£]
. o the acve subsince of fo &

WARNINGS AND e
= Detarmine cardiscfhybm atless once svery 9
o cardiowet, (3]
» Ensurs apppeite anlifvonbosic hery prir
= Liver . E hepeic iy s suspeced, dsof
« F pumonary toicly s cenfimed, discandnge ff
« Hypokaleria and hypomagnsssmia Meintzin
el range. (57
« Penel impaiment: Moo rendl funci perid
« Emryoisal Towciy: Bised on animl das, M
e fo 2 pregrant wman, Adise s of ]
s and bo e efacive cantmoapbon whis u]

ADVERSE REA]
{2.2%] are damhea, |

AND USAGE
MULTAQ i an aniantytic dnug ndicaied 1 reduse the ik of hoephaizaton for iicl silaion
[AF} I patents n sinus fiybm wih 2 hisiory of parcaysmal or persistent AF (1, 14).

— DOSAGE AND ADMNISTRATION
One bkt o 400 mg twics @ day with moing and avering mads (2)

bradycarde, skin issues [rachee, pruts, eczems, o

To rgort SUSPECTED ADVERSE REACTIONS,
6334640 or FOA at 1-800-FOA-1038 or wane ida,

———————— DAUG INTERA(]
& ey TP 4
mlnrml; mponarl pharmacodynamic nerac
 Cime | B iyt Gt |
« Digaxi. Considsr dsocrinuation or halve

DOSAGE FORMS AND STRENGTHS fj:_" levele. T Ibl;;g . oo
0 my Amenss et ) e wmm'éﬂ 3T
——————— CONTRANDICATIONS ——————— Ec.. vetan J mﬁi‘ﬁﬁ‘" =
« Pemanent AF (pasents in whom normal sinss riyhm will not or cannot be restored) (Bowed « CYP3A inducere Avoid concomiant use. 2
Waming, 4 » Grapeinit juic Avoid concomient wse. [7.2)

+ Riscanty decompensstes hasr il requing ospitaizzon or Class IV hesr Silure (Boxed e Ay izt doses graster then 1)
Waing, &) comcxmitent use of ofer sleins wih & CYF3A
« Second nuhm-deglsemmmn.w-:#]ﬁ-blod: 1 tick snus gyndrome [mxospt when uesd  CYP3A suberates wifh 2 nermw therapeuicinds]
in conluncton with & functioning pacemaker) (4] t dosage of concomeant drg 2 nesdad
» Bradycardia <30 bym |£) » Warlafin Monidor INR afer inifafing dronesden

+ Concomitant use of  skong CYP3A nhibitor (4)
+ Concomitant use of enthromyon (4) USE IN SPECIFIC P
« Concomitant use of drugs or herbel products that prolong the OT imerval and may induce « Lacwtor Do not breastieed (8.2)
forsade de pointes (4)
« Liver or lung oxicly releied b the previous use of emiodarons (4] See 17 for PATENT COUNSELING INFORMATICN
+ i imaval 500 ms or PR inrvl 280 ms (8]
FULL PRESCRIBING INFORMATICM: CONTENTS* & USEIN SPECIFK POPULATIONS
'WARHING: INCAEASED RISK OF DEATH, STROKE AND HEART FAILURE IN PATENTS WITH i Pregnancy
DECOMPENSATED HEART FAILURE OR PERMANENT ATRIAL FIBRILLATION B2 Lackfon
1 INDICATIONS AND USACE 83 Femaies and Males of Reproductne.
1 DOSAGE AND ADMIRSTRATION B4 Pedatic Use
3 DOSAGE FORMS AND STRENGTHS B5  Geralic Use
4 CONTRAMDICATIONS BE  Renal Impaiment
5 WARNINGS AND PRECALTIONS 87 Hegaic Inpsiment
ai Canfiovasculer Dest in NYHA Class IV or Decompensaied Heart Failure. 10 OVERDOSAGE
82 Canfiovascuzr Desth and Heart Fallure in Pemanent AF 1 DESCRPTION
83 Increasid Risk of Stroke in Permanent AF 42 CLINICAL PHARMACOLOGY
a4 Mew Onset or Worszring Haart Failure 121 Mechanism of Acion
85 Liver Iy 122 Pramacodymenics
56 Pubmonay Toicly 123 Phamasdineics
57 Hypokalemia and Hypomegnesemia wib Poassum-Deplsting Diredics 13 NONCLINICAL TOXKOLOSY
aB QT Interval Prolongafion 131 Carcnogenssis, Mutigeness, Impeim)
55 Fenal Inpsiment and Fsiure 133 Developmentsl Touciy

510 Embryvietsl Tovicty
&  ADVERSE REACTIONS
4] Chrical Tnals Experience
a2 Postmarksfng Experience:
7 DAUG INTERACTIONS
[A] Phamacodynamic: Inerscions
12 Effects of Ofher Dnuge on Drenadarme
73 Effects of Dronadarne on Oher Drugs

14 CLNICAL STUDES

141 ATHENA

142 EURIDS and ADONS

143 ANDROMEDA

e PULAS
16 HOW SUPPLIEDVSTORAGE AND HANDUNG|
AT PATIENT COUNSELING INFORMATION

*Sadions or subsectons omitisd from the|

14 CLINICAL STUDIES
14.1 ATHENA

ATHENA was a mulficenter, multinational, double blind, and randomized placebo-controlled study of
dronedarone in 4628 patients with a recent history of AF/AFL who were in sinus rhythm or who were
to be converted to sinus rhythm. The objective of the study was to determine whether dronedarone
could delay death from any cause or hospitalization for cardiovascular reasons.

Initially patients were to be >70 years old, or <70 years old with at least one risk factor (including
hypertension, diabetes, prior cerebrovascular accident, left atrial diameter >50 mm or LVEF <0.40).
The inclusion criteria were later changed such that patients were to be >75 years old, or >70 years
old with at least one risk factor. Patients had to have both AF/AFL and sinus rhythm documented within
the previous 6 months. Patients could have been in AF/AFL or in sinus rhythm at the time of
randomization, but patients not in sinus rhythm were expected to be either electrically or chemically
converted to normal sinus rhythm after anticoagulation.

Subjects were randomized and treated for up to 30 months (median follow-up: 22 months) with either
MULTAQ 400 mg twice daily (2301 patients) or placebo (2327 patients), in addition to conventional
therapy for cardiovascular diseases that included beta-blockers (71%), ACE inhibitors or angiotensin
II receptor blockers (ARBs) (69%), digoxin (14%), calcium antagonists (14%), statins (39%), oral
anticoagulants (60%), aspirin (44%), other chronic antiplatelet therapy (6%) and diuretics (54%).
The primary endpoint of the study was the time to first hospitalization for cardiovascular reasons or
death from any cause. Time to death from any cause, time to first hospitalization for cardiovascular
reasons, and time to cardiovascular death and time to all causes of death were also explored.
Patients ranged in age from 23 to 97 years; 42% were 75 years old or older. Forty-seven percent (47%)
of patients were female and a majority was Caucasian (89%). Seventy-one percent (71%) of those
enrolled had no history of heart failure. The median ejection fraction was 60%. Twenty-nine percent
(29%) of patients had heart failure, mostly NYHA class Il (17%). The majority had hypertension (86%)
and structural heart disease (60%).

Results are shown in Table 3. MULTAQ reduced the combined endpoint of cardiovascular hospital-
ization or death from any cause by 24.2% when compared to placebo. This difference was entirely
aftributable to its effect on cardiovascular hospitalization, principally hospitalization related to AF.
Other endpoints, death from any cause and first hospitalization for cardiovascular reasons, are shown
in Table 3. Secondary endpoints count all first events of a particular type, whether or not they were
preceded by a different type of event.
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