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ASCEND: A Study of Cardiovascular Events iN () coas Bowman et al. Am Heart J 2018;198:135-144. Epub 2017 Dec 24.
Diabetes: Characteristics of a randomized

trial of aspirin and of omega-3 fatty acid Assessed for eligibility (121254) |
supplementation in 15,480 people
.PP . ! peop Excluded (94792)
with diabetes Dedined to join the study (66458)
% Inelighle (14451)

Incamplete guestionnaire (2465)
Recruitment target reached (11378)

L4
Entered run-in (26462) |

v AIM: primary prevention of CVD

. . Excluded (10982}
M To determine whether Aspirin 100 mg/day prevents CV unwilling to continue (5345)
events or cancer in patients with DM N ﬁgﬁ;;q;;;‘mg;;ﬂ"'““*'m not returned (2832)
M To assess significant bleeding or other SAEs Medical advice (556)
_— . Side effects of study medication (419)
I To assess whether omega-3 fatty acid * supplementation Other reasons (377)
prevents CVD
| Randomized (15480) |
Allocated to Allocated to Allocated to Alocated to
Aspirin and omega=3| | Aspirin and placebo omega=3 | | Mlacebo aspirin and omega=3| | Placebo aspirin and placebo omega=3
(3870) (3870) (3870) (3870)
* Omega-3 Fatty Acid Supplement:

Capsules of 1g/day containing 90% O-3FA =

0.41g eicosapentaenoic acid + 0.34g docosahexaenoic acid Trial prc-me: Flow of participants 1'|"|roug|’| the ASCEMND trial.




ASCEND: A Study of Cardiovascular Events iN () coss

Diabetes: Characteristics of a randomized Bowman et al. Am Heart J 2018;198:135-144. Epub 2017 Dec 24.
trial of aspirin and of omega-3 fatty acid
supplementation in 15,480 people

with diabetes

v Inclusion/Exclusion Criteria:

M Clinical diagnosis of TAIDM or T2DM (standard ADA or WHO diagnosis criteria)

M No clear indication for aspirin (i.e., no diagnosis of occlusive arterial disease)

M No clear contra-indication to aspirin (i.e., high risk of bleeding due GI hemorrhage or
peptic ulcer within the previous 6 months; active hepatic disease; use of warfarin or other

anti-coagulant therapy; no history of aspirin allergy)

[ Substantial uncertainty about whether antiplatelet or O-3FA therapy confers worthwhile
benefit (i.e., patient or GP did not consider use aspirin or O-3FA regularly)

I No other predominant life-threatening medical problem (other than DM) that might
prevent patients from taking at least 5 years of study treatment.

Conference 2018 |
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Table 1. Key Characteristics of the Participants at Baseline.*
The NEW ENGLAND JOURNAL of MEDICINE

Aspirin Group

Placebo Group

Characteristic (N=7740) (N=7740)
Age
~ ADTIAT I Mean —yr 63.2+9.2 63.3x9.2
ORIGINAL ARTICLE Distribution — no. (56)
<60 yr 2795 (36.1) 2795 (36.1)
60 to <70 yr 3123 (40.3) 3124 (40.4)
.. } . =70yr 1822 (23.5) 1821 (23.5)
Effects of Aspirin for Primary Prevention — Mew=—ro.co S e
White race — no. (%) 7467 (96.5) 7468 (96.5)
in Persons with Diabetes Mellitus Body mass indext rosaes oees
Distribution — no. (%6)
The ASCEND Study Collaborative Group* <25 1080 (14.0) 1169 (15.1)
25 to <30 2753 (35.6) 2776 (35.9)
=30 3665 (47.4) 3536 (45.7) |
Unknown 242 (3.1) 259 (3.3)
Smoking status — no. (2%)
Current smoker 639 (8.3) 640 (8.3)
/ Former smoker 3526 (45.6) 3525 (45.5)
BASEL INE CHA RACTERISTICS Never srmoked 3489 (45.1) 3488 (45.1)
Unknown 86 (1.1) 87 (1.1)
A et G [ Participant-reported hypertension — no. (3¢) 4766 (61.6) 4767 (61.6) |
S p I r I n ro u p S Aspirin use before screening — no. (%) 2740 (35.4) 2768 (35.8)
[ statin use —no. (9¢) 5854 (75.6) 5799 (74.9) |
Type 2 diabetes — no. (96)5 7282 (94.1) 7287 (94.1)
Duration of diabetes
Median (interquartile range) — yr 7 (3—13) 7 (3-13)
Distribution — no. (26)
<9yr 4337 (56.0) 4322 (55.8)
=9 yr 2976 (38.4) 2939 (38.6)
Unknown 427 (5.5) 429 (5.5)
Systolic blood pressure
ASCEND Study Collaborative Group, Bowman et al. Mean — mm Hg 136.1x15.2 136.2+15.3
N Engl J Med 2018;379(16):1529-1539. Epub 2018 Aug 26. Distribution — no. (%)
<130 mm Hg 1694 (21.9) 1700 (22.0)
=130 to <140 mm Hg 1550 (20.0) 1541 (19.9)
=140 mm Hg 2263 (29.2) 2292 (29.6)
Unknown 2233 (28.9) 2207 (28.5)
Vascular risk score — no. (%5)9
Low 3128 (40.4) 3136 (40.5)
Moderate 3204 (42.6) 3254 (42.0)
High 1318 (17.0) 1350 (17.4)




Effects of Aspirin for Primary Prevention
v RESULTS in Persons with Diabetes Mellitus

A First Serious Vascular Event The ASCEND Study Collaborative Group*
100- 15+
90 Rate ratio, 0.8 (95% Cl, 0.79-0.97)
P=0.01 Placebo
g 80 104
‘E 70+ Aspirin
= . First serious vascular event is
3 504 the composite of:
w
E 40+ » nonfatal Ml,
T 304 0+ ; ; ; ; ; ; ; ; . nonfatal ischemic stroke or TIA
5 0l 0 ! 2 3 4 > 6 / 8 9« or death from any vascular cause
(excluding confirmed intracranial hemorrhage)
10
0 T T T T T T T T 1
0 1 2 3 4 5 6 7 H] 9
Years of Follow-up
No. at Risk
Placebo 7740 7618 748 7342 7188 7001 5771 3890 2200 1430
Aspirin 7740 7655 7536 7404 7252 7096 5825 3966 2222 1428
. ASCEND Study Collaborative Group, Bowman et al.
Cumulative benefit per 1000 4+32 6+2 9+3 10+£3 134 11:4 12+5 9+6 10+7

o h - N Engl J Med 2018;379(16):1529-1539. Epub 2018 Aug 26.
participants in aspirin group




@ Effects of Aspirin for Primary Prevention

v RESULTS in Persons with Diabetes Mellitus

The ASCEND Study Collaborative Group*

B First Serious Vascular Event, According to Year of Follow-up

Year of First Aspirin Placebo
Event (N=7740) (N=7740) Rate Ratio (95% Cl) P Value
no. of participants with event (%96)

<3 201 (2.6) 269 (3.5) . 0.74 (0.62-0.89)

3to<5 169 (2.3) 198 (2.7) - 0.85 (0.69—1.04)

=5 to <7 180 (2.5) 171 (2.4) —1 1.04 (0.84-1.28)

7 108 (2.7) 105 (2.7) T 1.02 (0.78-1.33)

All 658 (8.5) 743 (9.6) = 0.88 (0.79-0.97)  0.01

U.IE ﬂ.IS 1.0 1|.2 1I.4 l.lﬁ
g o

Aspirin Better Placebo Better

ASCEND Study Collaborative Group, Bowman et al.
N Engl J Med 2018;379(16):1529-1539. Epub 2018 Aug 26.




Effects of Aspirin for Primary Prevention
in Persons with Diabetes Mellitus

\/ R ES U LTS The ASCEND Study Collaborative Group™

Aspirin Placebo
Type of Event (N=7740) (N=7740) Rate Ratio (95% CI) P Value

no. of participants with event (95)

Vascular Outcomes

A

Nonfatal myocardial infarction 191 (2.5) 195 (2.5) 0.98 (0.30-1.19)
MNonfatal presumed ischemic stroke 202 (2.6) 229 (3.0) —-—— 0.88 (0.73-1.06)
Wascular death excluding intracranial hemorrhage 197 (2.5) 217 (2.8) —— 0.91 (0.75-1.10)
Any serious vascular event excluding TIA 542 (7.0) 587 (7.6) - 0.92 (0.82-1.03)
TIA 168 (2.2) 197 (2.5) — B 0.85 (0.69—1.04)
Any serious vascular event including TIA 658 (8.5) 743 (9.6) 0.88 (0.79-0.97) 0.01
Any arterial revascularization 340 (4.4) 384 (5.0) 3 0.88 (0.76—1.02)
Any serious vascular event or revascularization 833 (10.8) 936 (12.1) 0.88 (0.80-0.97)
Major Bleeding
Intracranial hemorrhage 55 (0.7) 45 (0.6) l: 1.22 (0.82-1.81)
Sight-threatening bleeding in eye 57 (0.7) 64 (0.8) i 1 0.89 (0.62-1.27)
Serious gastrointestinal bleeding 137 (1.8) 101 (1.3) + 1.36 (1.05-1.75)
Other major bleeding 74 (1.0) 43 (0.6) ———— > 1.70 (1.18-2.44)
Any major bleeding 314 (4.1) 245 (3.2) e 1.29 (1.09-1.52)  0.003
03 07 1.0 15 20
ASCEND Study Collaborative Group, Bowman et al. Aspirin Better Placebo Better

N Engl J Med 2018;379(16):1529-1539. Epub 2018 Aug 26.




The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

v CANCER RESULTS

Effects of Aspirin for Primary Prevention

in Persons with Diabetes Mellitus
Table 2. Effect of Aspirin Use on the Incidence of Site-Specific Fatal or Nonfatal Cancer.*

The ASCEND Study Collaborative Group*

Aspirin Group  Placebo Group
Cancer Type (N=7740) (N=7740) Rate Ratio (95% Cl)

no. of participants (%)

Gastrointestinal tract cancer 157 (2.0) 158 (2.0) 0.99 (0.80-1.24)

Other gastrointestinal cancer} 87 (L.1) 82 (1.1) 1.06 (0.78-1.43)

Respiratory cancer 101 (1.3) 103 (1.3) 0.98 (0.74-1.29)

Genitourinary cancer 332 (4.3) 294 (3.8) 1.13 (0.97-1.32)

Hematologic cancer 88 (1.1) 86 (1.1) 1.02 (0.76-1.38)

Breast cancer 97 (1.3) 96 (1.2) 1.01 (0.76-1.34)

Melanoma 50 (0.6) 59 (0.8) 0.85 (0.58-1.23)

Other cancer 25(0.3) 30 (0.4) 0.83 (0.49-1.41)

ASCEND Study Collaborative Group, Bowman et al. L pElisn EI 26(03) 31(04) 0.84 (0.50-1.41)

N Engl J Med 2018;379(16):1529-1539. Epub 2018 Aug 26. Any cancer: 897 (11.6) 887 (11.5) 1.01 (0.92-1.11)




Effects of n—3 Fatty Acid Supplements
in Diabetes Mellitus

The ASCEND Study Collaborative Group*

n-3Fatty Acid Suppl

v' RESULTS

A First Serious Vascular Event

100 15—
90 Rate ratio, 0.97 (95% CI, 0.87-1.08)
P=0.55 Placebo
g B804 104
= Fatty acids First serious vascular event is
& 60 5| the composite of:
g 50+ » nonfatal M,
n 40| e nonfatal ischemic stroke or TIA
c
3 304 0 T T T T T T . | | « or death from any vascular cause
Fy ] 1 2 3 4 5 [ 7 8 9 . . . .
20 (excluding confirmed intracranial hemorrhage)
104 p—
0 T T T T T T T T |
0 1 2 3 4 5 6 7 8 9
Years of Follow-up
No. at Risk
Placebo 7740 7627 7503 7377 7222 7047 5792 3934 2224 1428
Fatty acids 7740 7646 7519 7369 7218 7050 5804 3922 2198 1430

ASCEND Study Collaborative Group, Bowman et al.

Cumulative benefit per 1000 3£2 2+2 0+3 0+3 0+4 1+4 35 4+6 317 N Engl J Med 2018;379(16):1540-1550. Epub 2018 Aug 26.
patients in fatty acid group




Effects of n—3 Fatty Acid Supplements
in Diabetes Mellitus

v RESULTS
The ASCEND Study Collaborative Group*

B First Serious Vascular Event, According to Year of Follow-up
Fatty Acids Placebo

Year of First Event (N=7740) (N=7740) Rate Ratio (95% Cl) P Value
no. of patients with event (%)
3 236 (3.0) 234 (3.0) 1.01 (0.84-1.21)
3 to <5 181 (2.5) 186 (2.5) IT 0.97 (0.79-1.20)
5 to <7 167 (2.4) 184 (2.6) B 0.91 (0.74-1.12)
=7 105 (2.7) 108 (2.7) 0.98 (0.75-1.28)
All 689 (.9) 712 (9.2) 0.97 (0.87-1.08)  0.55
Test for trend across years y*=0.22 (P=0.64) U.lﬁ ﬂl.ﬂ 1'_5 1'_2 l.l 4 1'_5
it -
ASCEND Study Collaborative Group, Bowman et al. Fatty Acids Better Placebo Better

N Engl J Med 2018;379(16):1540-1550. Epub 2018 Aug 26.




n-3Fatty Acid Suppl

v' RESULTS: Separate Components
of Primary Endpoint

Effects of n—3 Fatty Acid Supplements
in Diabetes Mellitus

The ASCEND Study Collaborative Group*

Fatty Acids Placebo
Type of Event (N=7740) (N=7740) Rate Ratio (95% ClI) P Value
no. of patients with event (%)
Nonfatal myocardial infarction 186 (2.4) 200 (2.6) - 0.93 (0.76-1.14)
Nonfatal ischemic stroke 217 (2.3) 214 (2.8) 1.01 (0.84-1.22)
Transient ischemic attack 185 (2.4) 180 (2.3) 1.03 (0.84-1.26)
Vascular death 186 (2.4) 228 (2.9) - 0.81 (0.67-0.99)
Serious vascular event 689 (8.9) 712 (9.2) 0.97 (0.87-1.08)  0.55
Any revascularization 368 (4.8) 356 (4.6) 1.04 (0.90-1.20)
Serious vascular event or revascularization 882 (11.4) 887 (11.5) 1.00 (0.91-1.09)
| T | T | |
0.6 0.3 1.0 12 14 16
ASCEND Study Collaborative Group, Bowman et al. _ . }
N Engl J Med 2018;379(16):1540-1550. Epub 2018 Aug 26. Fatty Acids Better  Placebo Better




Effects of n—3 Fatty Acid Supplements
in Diabetes Mellitus

n-3Fatty Acid Suppl

v" RESULTS: Death from vascular

and other causes The ASCEND Study Collaborative Group*
Fatty Acids Placebo
Cause of Death (N=7740) (N=7740) Rate Ratio (95% Cl)
no. of patients with event (%)
Coronary 100 (1.3) 127 (1.6) = 0.79 (0.61-1.02)
All stroke 35 (0.5) 37 (0.5) - = 0.94 (0.59-1.50)
Other vascular 61 (0.8) 76 (1.0) - - 0.80 (0.57-1.12)
Vascular 196 (2.5) 240 (3.1) T 0.82 (0.68—0.98)
Cancer 305 (3.9) 319 (4.1) —— 0.95 (0.82-1.12)
Respiratory 73 (0.9) 78 (1.0) — 0.93 (0.68—1.28)
Other medical 158 (2.0) 125 (1.6) B 1.26 (1.00—1.59)
External causes 17 (0.2) 22 (0.3) - = 0.77 (0.41-1.45)
Nonvascular 553 (7.1) 544 (7.0) —— 1.01 (0.90-1.14)
Unknown cause 3 (0.0) 4 (0.1) - = (.75 (0.17-3.31)
All causes 752 (9.7) 788 (10.2) —~— 0.95 (0.86—1.05)
UI.E DI.S ll.D 1I.2 1.I4 1‘|6

- -
~ulf -

ASCEND Study Collaborative Group, Bowman et al.

N Engl J Med 2018;379(16):1540-1550. Epub 2018 Aug 26. Fatty Acids Better  Placebo Better
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TRIAL DESIGNS

Rationale and design of REDUCE-IT: |Reduction of

Cardiovascular Events with Icosapent Ethyl-Intervention Trial

Question: Does lowering TG on top of
statin therapy improve CV outcomes?

Phase 3b RCT, double-blinded, placebo-controlled trial
Icosapent ethyl 4g/day
(a highly purified ethyl ester of EPA)
versus
Placebo

Primary Endpoint: a composite of CV death, nonfatal M,
nonfatal stroke, coronary revascularization, or UA

n = 8,179 event-driven trial (until approximately 1612
adjudicated primary-efficacy endpoint events)

Bhatt et al on behalf of the REDUCE-IT Investigators.
Clin Cardiol 2017;40:138-148.

4

<+—— Double-Blind Treatment/Follow-up Period —» <«—— Screening Period ——»

— Randomization

— Follow-up

(up to ~6.5 years)*

- End of Study®

Key Inclusion Criteria
Statin treated men & women 245 yrs
Established CVD (=70% of patients) or T2DM + 21 risk factor
TG 2150 mg/dL and <500 mg/dL*
LDL-C >40 mg/dL and <100 mg/dL

Lead-in
« Statin stabilization
* Medication washout
* Lipid qualification

'

1:1 Randomization with continuation
of stable statin therapy

(N=8000)*
! !
Ilcosapent Ethyl Placebo
4g/day
(N~4000)f (N~4000)t
v A 4
4 months, 4 months,
12 months, 12 months,
Annually Annually

Y A4

End-of-Study End-of-Study
Follow-up Visit Follow-up Visit




REDUCE-IT™ Cardiovascular Outcomes Study of Vascepa® (icosapent ethyl) Capsules Met Primary
Endpoint

September 24, 2018

REDUCE-IT Is First Outcomes Study to Assess Treatment of Patients with LDL-C Controlled by Statin Therapy, Persistent Elevated
Triglycerides and Other Cardiovascular Risk Factors

Results Specific to Pure EPA Vascepa at 4 Grams Daily

» Efficacy: Approximately 25% relative risk reduction, demonstrated to a high degree of statistical significance (p<0.001), in
the primary endpoint composite of the first occurrence of MACE, including cardiovascular death, nonfatal myocardial
infarction (M), nonfatal stroke, coronary revascularization, or unstable angina requiring hospitalization. This result was
supported by robust demonstrations of efficacy across multiple secondary endpoints.

REDUCE-IT met its primary endpoint with approximately 25% RRR (p<0.001)
in MACEs in the intent-to-treat patient population

» Safety: Vascepa was well tolerated with a safety profile consistent with clinical experience associated with omega-3 fatty
acids and current FDA-approved labeling. The proportions of patients experiencing adverse events and serious adverse
events in REDUCE-IT were similar between the active and placebo treatment groups. Median follow-up time in
REDUCE-IT was 4.9 years.

“robust demonstrations of efficacy across multiple secondary endpoints”

REDUCET™ Cardi o Study of Vascepa® (i ethyl) Capsules Met Primary
Endpoint

Sepismber 24, 2018

REDUCET ks idy to Assess DL-C Controlled by Statin Therapy. Persistent Elevated
Triglycerides and Other Cardiovascular Risk Factors.
Results Specific to Pure EPA Vascepa at 4 Grams Daily
Conference Call Scheduled for Today, Monday: September 24, 2018 at 8:00 am ET
BEDMINSTER, N.J and DUBLIN, rtand. Sept. 24, 2018 (GLOBE NEWSWIRE) — Amarn Gorporation plo (NASDAQUAMAN) anrcunced odsy
topiine results from the Uisscepa® cardiovascular (CV) outcomes trial, RE tudy of

REDUCE:T et ¢ primary endocint demonstaing an spprosenstaly 257
(p<0.001), in ma MACE} in the

Patients enrolled in REDUCE-T had LOL-C between 41-100 mg/cL (median baseline LDL-C 75 mgidL) controlled by statn therspy and various
cardiovaseutar risk factors including persistent elevated wiglycerides (TGs) between 150-420 mg/dL (median baseline 216 mg/dL) and either
established cardiovascular disease (secondary prevention cohort) or diabetes mellitus and at least one other CV risk fastor (primary prevertion
eohart)

Key topiine resuts nclude:

* Efficacy: Approximately 25% relative risk redustion, demensirated to 3 mgn degree of statistical significance (p<0.001). in
the primary first [0 death, nonfatal myocardial
infarction (MI), nonfatal stroke, coronary ngina requiring hospitalization. This result was

supported by robust demanstrations of efficacy across multiple ry endpoints.

 Safety: Vasoepa was well tolerated with a safety profile consistent with clinical experience associated with omega-3 fatty
acids and current FDA-approved labeling. The propartions of patients experiencing adverse events and serious adverse.
vants in REDUCE-IT were similar betwaen the active and placebo raatment groups. Median follow-up sme in
REDUCE-IT was 4.0 years.

Amarn s age o share REDUCET data i grester tal wih b he mecicalcammuniy and regulairy suthoriies, REDUCE-T resuls have been
‘aceepted for presentation at the 201  the American Heart A {AHA) on November 10, 2018 in Chicago, Ninois. The

presentstion, dhassfied a5 fate breaking e e, St cominres 2218 pm Central Time and lisied s Main Event 1 forthe tme
frame. This acceptance as 3 presentation of ate-breaking elinical trial results was granted based on the ability of REDUCE-T to address a critcal
‘question in cardiovascular prevention.

7 ook ot the puticaton of these detaled REDUGET resuts i maor peer-eewes foumal 32 to presentng thr 2 e AA i
November. stated Deepak L Bhatt. MD, MPH. Professor of Medicine at Harvard Medical School, Executive of Interventional Caniovascuiar
Programs in the Heart and Vaseular Canter at Brigham and Women's Hospital, and the Principal Inmlgm ang Steering Commitiee Chair for
REDUCET.

to completion, especially the patients and investigators and teir
wlleagues:td nical snasl)lzlpamcwared e sludy or many years, suled Toven Ko 210, president of research and development and
ehief scientific offer of Amarin. Amafin is also orateful to the L 5. Food (FDA) for and support
towara study design and complesion. REDUGE-IT was concucted under 3 specla\ protocal assessment agresment wih FDA that was re-affrmed
018"

e are delighted with thess topline study results” s3id_John F. Thero, president and CED of Amarin. TGiven Vaseepa is afordadly priced, orally
‘administered and has a favorable safety profie, REDUCE-IT resuls could lead to a new paradigm in treatment fo further reduce the signiicant
cartiovascular risk that remains in millons of patients with LDL-C controlled by statin therapy. as studied in REDUCET™

“Considered against swdies of earfier pies. nciuging multple
recent candovasaular swdies e omega-3 miture prosucts that contain 3-3 acid DHA, opline results stand alone 3s

confrm our hypothesis that pure EPA Vascepa at 4 gramsiday c: sosionalca beneft on top of
i stancand of care st harapy i shodhed pations- a4 iz, M d chief medical
fficer of Amarin. "REDUCE-IT results cannot be generaized to fenofibrate, fish ol or omega-2 mixure products that contain DHA. The mest relevant

cemparator sy o REDUCEIT s the Japan EPA pid srvntion sady (ELIS) e 16,41 patent. open abel,binded sncpoint avtcomes sudy of
EPA added to low-dose statn therapy. 1% in the overal
‘population and 3% in a subgroup of patients with ekevated TG levels and low HDL-C." ‘ 23

Commercial Expansion and Next Steps

As previously deseribed. given the Sucoessful topiine results of REDUCE-TT, Amarin is in the process of inoreasing the number of company sales

Amarin is eager to share REDUCE-IT data in greater detail with both the medical community and regulatory authorities. REDUCE-IT resulis have been
accepted for presentation at the 2018 Scientific Sessions of the American Heart Association (AHA) on November 10, 2018 in Chicago, lllinois. The
presentation, classified as late breaking clinical tnial results, is scheduled to commence at 2:16 pm Cenfral Time and listed as Main Event 1 for the time
frame. This acceptance as a presentation of late-breaking clinical trial results was granted based on the ability of REDUCE-IT to address a critical
question in cardiovascular prevention.

https://investor.amarincorp.com/news-releases/news-release-
details/reduce-ittm-cardiovascular-outcomes-study-vascepar-icosapent
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