173

(Eicosapentaenoic Acid Ethyl Ester) Across Clinical Studies
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Synopsis: Icosapent ethyl is a high-purity prescription form of
eicosapentaenoic acid (EPA) ethyl ester approved to reduce triglyceride
(TG) levels in adult patients with severe (=500 mg/dL) hypertriglyceridemia.

Objective: To examine the effects of icosapent ethyl on EPA
concentrations in plasma and red blood cells (RBCs) in response to dose
and the relationship to TG lowering across 3 clinical studies.

Methods: MARINE and ANCHOR were 12-week, phase 3, double-

blind studies that randomized adult patients to icosapent ethyl 4 g/day,
icosapent ethyl 2 g/day, or placebo. MARINE randomized 229 patients
with TG >500 and <2000 mg/dL while ANCHOR randomized 702 high-risk
patients with TG >200 and <500 mg/dL despite low-density lipoprotein
cholesterol (LDL-C) control while on statin therapy. Icosapent ethyl 4 g/day
and 2 g/day was also investigated in 48 healthy adult subjects for 4 weeks
in a phase 1 pharmacokinetics (PK) study.

Results: In all studies, a greater increase in EPA concentrations in both
plasma and RBCs was observed with icosapent ethyl 4 g/day than

with 2 g/day, indicating a dose-dependent increase in EPA exposure.
EPA concentration data from healthy volunteers and in patients with
hypertriglyceridemia indicate that the PK of EPA are linear with dose.
Following treatment with icosapent ethyl 4 g/day, mean+SD plasma EPA
levels increased from 61.2+67.4 pg/mL at baseline to 326.7+205.7
pg/mL at 12 weeks in MARINE and from 28.1+18.8 ug/mL at baseline to
182.6+71.7 pg/mL at 12 weeks in ANCHOR. In MARINE and ANCHOR,
median percent reductions in TG from baseline were higher with icosapent
ethyl 4 g/day than with 2 g/day and demonstrated a dose-proportional
relationship. In plasma and RBCs, a linear pharmacodynamic (PD)
relationship between EPA levels and TG reduction was also observed,
demonstrating a linear concentration-response relationship.

Conclusions: Taken together, the linear-dose-PK and dose-concentration-
response PD relationships indicate that the PK/PD of icosapent ethyl are
predictable as the results demonstrate a trend of increasing TG-lowering
efficacy with respect to both the icosapent ethyl dose and EPA
concentration in plasma and RBCs.

® |cosapent ethyl (Vascepa® [formerly AMR101]; Amarin Pharma Inc.
Bedminster, NJ) is a high-purity prescription form of EPA ethyl ester
approved by the US FDA as an adjunct to diet to reduce TG levels in
adult patients with severe (>500 mg/dL) hypertriglyceridemia

® A phase 1 PK study conducted in healthy volunteers demonstrated
that the PK profile of icosapent ethyl was that of a slowly cleared and
extensively distributed molecule with dose-linearity

® The MARINE and ANCHOR pivotal studies demonstrated collectively
that icosapent ethyl significantly reduced TG levels in patients with
very high (MARINE) or high (ANCHOR) TG levels and on statin therapy
without raising LDL-C'-2

® The present analysis evaluated data from 2 studies conducted in
patients with elevated TG levels and 1 study conducted in healthy
volunteers for a PK/PD dose-response relationship with respect to
icosapent ethyl dose, EPA concentration in plasma and RBCs, and
reduction in TG levels

Study Design
® Phase 1 PK study

— Open-label, randomized, multidose study with a 14-day screening
period followed by a 4-week treatment period

— Healthy, nonsmoking volunteers aged >18 and <55 years not
receiving any lipid-altering medications or supplements within
6 weeks before the study were randomized to 4 icosapent ethyl
dose regimens (groups 1 and 2 are included in this analysis):
= Group 1: icosapent ethyl 2 g/day (one 1000-mg capsule BID)
= Group 2: icosapent ethyl 4 g/day (two 1000-mg capsules BID)
= Group 3: icosapent ethyl 2 g/day (two 1000-mg capsules QD)
= Group 4: icosapent ethyl 2 g/day (two 500-mg capsules BID)

— After dosing, subjects entered an 18-day post-treatment PK
sampling period

® MARINE and ANCHOR'"?

— Phase 3, placebo-controlled, randomized, double-blind,
multicenter studies with a 4- to 6-week lead-in period of diet,
lifestyle, and medication stabilization with washout of prohibited
lipid-altering medications

— In both studies, patients aged >18 years with qualifying lipid levels
(MARINE: TG =500 mg/dL and <2000 mg/dL; ANCHOR: TG >200
and <500 mg/dL and LDL-C >40 and <115 mg/dL) entered a
12-week, double-blind treatment period and were randomized to
receive either icosapent ethyl 4 g/day, icosapent ethyl 2 g/day, or
matched placebo

— In the MARINE study, stable statin therapy with or without
ezetimibe was permitted but not required

— In the ANCHOR study, patients were required to be at high
risk for cardiovascular disease as defined by the NCEP ATP Il
guidelines® and on stable statin dose (atorvastatin, rosuvastatin,
or simvastatin with or without ezetimibe)

Assessments and Measurements
® In the MARINE and ANCHOR studies, the trough EPA concentrations

were measured after 12 weeks of dosing with icosapent ethyl 4 g/day,
icosapent ethyl 2 g/day, or placebo

In the Phase 1 PK study, the trough EPA concentrations were
measured after 28 days of dosing with icosapent ethyl 4 or 2 g/day
(there was no placebo group; a value of zero is used in plots as a
point of reference)

EPA concentrations were measured with a validated LC-MS/MS
method in plasma and in RBCs in all 3 studies

— Total plasma EPA included all EPA forms (unesterified EPA
and that incorporated in phospholipids, triacylglycerols, and
cholesteryl esters); in RBCs, EPA was from cell membranes,
where it is mainly incorporated in phospholipids

— Total EPA in plasma and RBCs: lipids were isolated by acid/
methanol/chloroform extraction followed by centrifugation and
purified by isohexane and solid-phase extraction after confirmed
complete lipid hydrolysis and transmethylation (acid/methanol,
50°C overnight)

— Quantitation utilized linolenic acid as an internal standard and EPA
as the standard for the calibration curve; for total plasma EPA and
total RBC EPA, the lower limits of quantitation were 10 ug/mL and
5 pg/mL, respectively

® TG levels were evaluated in the MARINE and ANCHOR studies as

previously reported'?
— Serum TG levels were measured with enzymatic colorimetric
tests with calibration directly traceable to US CDC reference
procedures

Subjects

® Baseline characteristics are summarized in Table 1 and were
comparable among treatment groups within each study

Table 1. Demographics and Baseline Characteristics

Phase 1 PK Study MARINE ANCHOR

Icosapent Icosapent Icosapent Icosapent Icosapent Icosapent
Ethyl Ethyl Ethyl Ethyl Ethyl Ethyl
4 g/day 2 g/day 4 g/day 2 g/day Placebo 4 g/day 2 g/day Placebo
Characteristic ~ (n=12) (n=12) (n=77) (n=76) (n=76) (n=233) (n=236) (n=233)

Age, mean 37.9 36.9 5i1:9 53.4 53.4 61.1 61.8 61.2
(SD), y (12.9) (13.5) (10.3) 9.3) (8.3) (10.0) 9.4) (10.1)
Male, n (%) 6 6 59 58 58 142 144 145
’ (50.0) (50.0) (76.6) (76.3) (76.3) (60.9) (61.0) (62.2)
Weight, mean ~ 75.5 745 93.2 92.1 93.0 94.5 95.5 97.0
(SD), kg (13.4) (14.1) (18.3) (15.6) (16.9) (18.3) (18.3) (19.1)
BMI, mean 27.2 26.2 30.4 30.8 31.0 32.7 32.9 33.0
(SD), kg/m? (2.6) (2.6) 4.3) 4.2) 4.3) (5.0) (5.0 (5.0)
Diabetes, NA NA 22 20 21 171 172 171
n (%) (28.6) (26.3) (27.6) (73.4) (72.9) (73.4)
TG. median 679.5 656.5 703.0 264.8 254.0 259.0
(IQIyR) ma/dL NA NA (265.3)  (303.5)  (426.5) (93.0) (92.5) (81.0)
» Mg n=76  n=73 n=75  n=226 n=234  n=227
Total plasma 19.3 7.9 61.2 63.6 57.7 28.1 28.1 28.1
EPA, mean (16.1) (7.0) (67.4) (51.4) 42.7) (18.8) (13.7) (28.0)
(SD), pg/mL n=9 n=10 n=69 n=62 n=61 n=71 n=73 n=81
RBC EPA, 12.1 5.7 16.0 15.7 14.7 11.6 10.9 1.2
mean (SD), (15.7) 4.3) 9.2) 9.9) (9.3 (5.6) (5.2) (6.6)
pg/mL n=9 n=10 n=66 n=61 n=64 n=69 n=71 n=79

EPA Dose Response

® Healthy subjects and patients with hypertriglyceridemia
experienced dose-dependent increases in plasma EPA
concentrations following treatment with icosapent ethyl (Figure 1)

® Similar plasma EPA increases were observed in the JELIS study,
which investigated pure EPA ethyl ester, the same active ingredient
as in icosapent ethyl, in a cardiovascular outcomes study with a
planned 5-year follow-up*

Figure 1. Mean Trough Total EPA Concentrations (+SD) in
Plasma at Baseline and EOT in the Phase 1 PK, MARINE,

ANCHOR, and JELIS Studies
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EOT=4 weeks for the phase 1 PK study; 12 weeks in the MARINE and ANCHOR studies. JELIS was an
outcomes study with a planned follow-up of 5 years. Baseline values were not subtracted from EOT values.

® |Increasing doses of icosapent ethyl led to greater increases in EPA
concentrations in both plasma and RBCs in all 3 studies (Figures 2
and 3)

Figure 2. Icosapent Ethyl Dose Dependence of Plasma EPA
Concentrations* in the Phase 1 PK, MARINE, and ANCHOR Studies
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*Mean concentrations are based on baseline-subtracted trough concentrations of total EPA (change from baseline)
at steady state.

Figure 3. Icosapent Ethyl Dose Dependence of RBC EPA
Concentrations in the Phase 1 PK, MARINE, and ANCHOR Studies
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Figure 4. Icosapent Ethyl: Relationship Between Plasma

TG-lowering and EPA Concentrations in Plasma and RBCs
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Relationship Between EPA Concentration and TG-lowering Response

® Patients in the MARINE and ANCHOR studies treated with icosapent
ethyl experienced a dose-dependent reduction in TG levels that was
also linearly associated with an increase in EPA levels (Figure 4)

Factors Potentially Affecting Icosapent Ethyl PK
® Data from both the MARINE and ANCHOR studies demonstrate

that gender, age, baseline TG levels, body weight, and BMI have
no effect on EPA concentrations in plasma and RBCs

Treatment with concomitant medications including statins,
antihypertensive medications, and antiplatelet medications did not
affect increases in plasma EPA concentrations in both the MARINE
and ANCHOR studies

® Analysis of patients in ANCHOR indicated that patients with and

without diabetes mellitus had on average the same plasma and
RBC EPA increases

Icosapent ethyl was administered with or following a meal (or
snack) and therefore exposure measurements of EPA were studied
in the fed state

® Plasma and RBC EPA levels were increased compared with
baseline in both the icosapent ethyl 4 g/day and 2 g/day groups in
all 3 studies, and were linear with dose, indicating that icosapent
ethyl has predictable PK

— In patients with very high TG levels, the end-of-treatment
plasma EPA level was 327 pg/mL with icosapent ethyl
4 g/day in the MARINE study; in the separate EVOLVE
study, plasma EPA and DHA levels were 170 pug/mL and
169 pg/mL, respectively, following treatment with omega-3-
carboxylic acids 4 g/day*

— In patients with high TG levels, the end-of-treatment plasma
EPA level was 183 pg/mL with icosapent ethyl 4 g/day in the
ANCHOR study; in the separate ESPRIT study, plasma EPA
and DHA levels were 105 pg/mL and 100 pug/mL, respectively,
following treatment with omega-3-carboxylic acids 4 g/day®

— In the JELIS study, which investigated EPA ethyl ester, the
same active ingredient as icosapent ethyl, the on-treatment
plasma EPA level was 170 pg/mL®

® The relationships between icosapent ethyl dose and TG-lowering
response and between EPA concentration and TG-lowering
response were similar and linear, indicating that icosapent ethyl
has predictable PD and PK/PD characteristics

® Demographic factors (age, gender, body weight, BMI, and
presence of diabetes mellitus), baseline TG levels, and
concomitant medications (statins, antihypertensives, and
antiplatelets) did not appear to affect the increase in EPA
concentrations in plasma and RBCs after treatment with
icosapent ethyl

® The PK results were similar among all 3 studies; the PK/PD
results were similar between the 2 studies investigated, MARINE
and ANCHOR

BID=twice daily; BMI=body mass index; BW=body weight; CDC=Centers for Disease Control and Prevention;
Cl=confidence interval; EOT=end of treatment; EPA=eicosapentaenoic acid; ESPRIT=Epanova Combined With a Statin

in Patients With Hypertriglyceridemia to Reduce Non-HDL Cholesterol; EVOLVE=Epanova for Lowering Very High
Triglycerides trial; IQR=interquartile range; ITT=intent to treat; JELIS=Japan EPA Lipid Intervention Study; LC-MS/
MS=liquid chromatography with tandem mass spectrometry; LDL-C=low-density lipoprotein cholesterol; LSM=least-
squares means; MARINE=Multi-Center, PIAcebo Controlled, Randomized, Double-BIINd, 12-week study with an open-
label Extension; NA=not applicable; NCEP ATP lll=National Cholesterol Education Program Adult Treatment Panel IlI;
PD=pharmacodynamic; PK=pharmacokinetic; QD=once daily; RBC=red blood cell; SD=standard deviation; TG=triglyceride;
US FDA=United States Food and Drug Administration
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Synopsis: Icosapent ethyl is a high-purity prescription form of
eicosapentaenoic acid (EPA) ethyl ester approved to reduce triglyceride
(TG) levels in adult patients with severe (=500 mg/dL) hypertriglyceridemia.

Objective: To examine the effects of icosapent ethyl on EPA
concentrations in plasma and red blood cells (RBCs) in response to dose
and the relationship to TG lowering across 3 clinical studies.

Methods: MARINE and ANCHOR were 12-week, phase 3, double-

blind studies that randomized adult patients to icosapent ethyl 4 g/day,
icosapent ethyl 2 g/day, or placebo. MARINE randomized 229 patients
with TG =500 and <2000 mg/dL while ANCHOR randomized 702 high-risk
patients with TG >200 and <500 mg/dL despite low-density lipoprotein
cholesterol (LDL-C) control while on statin therapy. Icosapent ethyl 4 g/day
and 2 g/day was also investigated in 48 healthy adult subjects for 4 weeks
in a phase 1 pharmacokinetics (PK) study.

Results: In all studies, a greater increase in EPA concentrations in both
plasma and RBCs was observed with icosapent ethyl 4 g/day than

with 2 g/day, indicating a dose-dependent increase in EPA exposure.
EPA concentration data from healthy volunteers and in patients with
hypertriglyceridemia indicate that the PK of EPA are linear with dose.
Following treatment with icosapent ethyl 4 g/day, mean+SD plasma EPA
levels increased from 61.2+67.4 pg/mL at baseline to 326.7+205.7
pg/mL at 12 weeks in MARINE and from 28.1+18.8 pg/mL at baseline to
182.6+71.7 pg/mL at 12 weeks in ANCHOR. In MARINE and ANCHOR,
median percent reductions in TG from baseline were higher with icosapent
ethyl 4 g/day than with 2 g/day and demonstrated a dose-proportional
relationship. In plasma and RBCs, a linear pharmacodynamic (PD)
relationship between EPA levels and TG reduction was also observed,
demonstrating a linear concentration-response relationship.

Conclusions: Taken together, the linear-dose-PK and dose-concentration-
response PD relationships indicate that the PK/PD of icosapent ethyl are
predictable as the results demonstrate a trend of increasing TG-lowering
efficacy with respect to both the icosapent ethyl dose and EPA
concentration in plasma and RBCs.

® |cosapent ethyl (Vascepa® [formerly AMR101]; Amarin Pharma Inc.
Bedminster, NJ) is a high-purity prescription form of EPA ethyl ester
approved by the US FDA as an adjunct to diet to reduce TG levels in
adult patients with severe (=500 mg/dL) hypertriglyceridemia

® A phase 1 PK study conducted in healthy volunteers demonstrated
that the PK profile of icosapent ethyl was that of a slowly cleared and
extensively distributed molecule with dose-linearity

® The MARINE and ANCHOR pivotal studies demonstrated collectively
that icosapent ethyl significantly reduced TG levels in patients with
very high (MARINE) or high (ANCHOR) TG levels and on statin therapy
without raising LDL-C"?

® The present analysis evaluated data from 2 studies conducted in
patients with elevated TG levels and 1 study conducted in healthy
volunteers for a PK/PD dose-response relationship with respect to
icosapent ethyl dose, EPA concentration in plasma and RBCs, and
reduction in TG levels

Study Design
® Phase 1 PK study

— Open-label, randomized, multidose study with a 14-day screening
period followed by a 4-week treatment period

— Healthy, nonsmoking volunteers aged >18 and <55 years not
receiving any lipid-altering medications or supplements within
6 weeks before the study were randomized to 4 icosapent ethyl
dose regimens (groups 1 and 2 are included in this analysis):
= Group 1: icosapent ethyl 2 g/day (one 1000-mg capsule BID)
= Group 2: icosapent ethyl 4 g/day (two 1000-mg capsules BID)
= Group 3: icosapent ethyl 2 g/day (two 1000-mg capsules QD)
= Group 4: icosapent ethyl 2 g/day (two 500-mg capsules BID)

— After dosing, subjects entered an 18-day post-treatment PK
sampling period

® MARINE and ANCHOR'?

— Phase 3, placebo-controlled, randomized, double-blind,
multicenter studies with a 4- to 6-week lead-in period of diet,
lifestyle, and medication stabilization with washout of prohibited
lipid-altering medications

— In both studies, patients aged >18 years with qualifying lipid levels
(MARINE: TG =500 mg/dL and <2000 mg/dL; ANCHOR: TG >200
and <500 mg/dL and LDL-C >40 and <115 mg/dL) entered a
12-week, double-blind treatment period and were randomized to
receive either icosapent ethyl 4 g/day, icosapent ethyl 2 g/day, or
matched placebo

— In the MARINE study, stable statin therapy with or without
ezetimibe was permitted but not required

— In the ANCHOR study, patients were required to be at high
risk for cardiovascular disease as defined by the NCEP ATP Il
guidelines® and on stable statin dose (atorvastatin, rosuvastatin,
or simvastatin with or without ezetimibe)

Assessments and Measurements

® In the MARINE and ANCHOR studies, the trough EPA concentrations
were measured after 12 weeks of dosing with icosapent ethyl 4 g/day,
icosapent ethyl 2 g/day, or placebo

® |In the Phase 1 PK study, the trough EPA concentrations were
measured after 28 days of dosing with icosapent ethyl 4 or 2 g/day
(there was no placebo group; a value of zero is used in plots as a
point of reference)

® EPA concentrations were measured with a validated LC-MS/MS
method in plasma and in RBCs in all 3 studies

— Total plasma EPA included all EPA forms (unesterified EPA
and that incorporated in phospholipids, triacylglycerols, and
cholesteryl esters); in RBCs, EPA was from cell membranes,
where it is mainly incorporated in phospholipids

— Total EPA in plasma and RBCs: lipids were isolated by acid/
methanol/chloroform extraction followed by centrifugation and
purified by isohexane and solid-phase extraction after confirmed
complete lipid hydrolysis and transmethylation (acid/methanol,
50°C overnight)

— Quantitation utilized linolenic acid as an internal standard and EPA
as the standard for the calibration curve; for total plasma EPA and
total RBC EPA, the lower limits of quantitation were 10 pg/mL and
5 pg/mL, respectively

® TG levels were evaluated in the MARINE and ANCHOR studies as
previously reported'?

— Serum TG levels were measured with enzymatic colorimetric
tests with calibration directly traceable to US CDC reference
procedures



“sanfeA 103 WO} PaJoBAgNS 10U iaMm sanjeA auljaseg 'sieak g Jo dn-mojjoj pauueld & yym Apnis sawoono
Ue sem S[3( "saipnis HOHONY PUE INIHVIA 8u} Ul seam Z| “Apmis Md | eseyd sy} 1o} syeem =103
lge'g=u  gL=u 1=u z9=u 69=u ol=u 6=u
S ( @anB14) S|9A9| YT Ul 8SEBIOU| UB UM pPaleloosse Alieaul| os|e fep/bg'L Aepbz Aep/by Aep/z  Aep/By  fAepBz  Aep/By
q psj} sy ul SEM Jeuy} S[9AS] D] Ul uoronpai juspuadap-asop e psousuadxe [Auye SITAr  HOHONV HOHONY INIHVIN NIV ApmSyd  Apmisid
palpnis alam Y43 JO Sluswainseaw ainsodxa 810018yl pue (3oeus JUedesoo] Uy pajesi} seipnis HOHONY PUB INILVIA 8U Ul Siushed e Lo
J0) [eSW B BuIMO||0} JO YyUM paisisiuiupe sem |Ayie jusdesod| ¢ o
asuodsay Hullamol-9] pue uonesuaIu0Y Y43 usamiag diysuonejay L oot g
S9SEaI0Ul V3 D9y R
pue ewse|d awes ay} abesane UO pey sniijjowW Sa1egelp INOYUM a9h2 roee —go
]
pue yym sjusiyed yeyy pajedipul HOHONY Ul siuafied jo sisAeuy @ p— s E g
(auijeseq wouy 86UBY0) Y3 [E10} JO SUONEUSOUOD YBNOJ) PAJOBIIGNS-aUIaSEq UO PasEq SIE St ueapy 69+ 152  00€ W g
Salpnis HOHONY pue (Aep/B) asoq L oow gg
INIHVIN @Ul Y10g Ul SUOIIBJIUSIUOD Y43 ewse|d ul Sesealoul 109)e v € z i 0 =
10U pIp suoljedipaw }ajeie|dilue pue ‘suoljedipaw aAlsuspadAyiue ! * * * * L oog B
. E|
suljels Buipn|oul SUOIIEDIPSW JUEHWOOUOD YJIM Juswieal] e d | 958l -=- » Lo = 0z 128 m____m“mwn B
INIIYIN = : - 009
sOgY pue ewse|d Ul SUOIBJJUSOUOD 4T UO }0aye ou HOHONY o= B
aney NG pue ‘Wyblem Apoq ‘sjans| H] suljeseq ‘abe “spuab jey fpmg L oz g
dlelisuowsp saipnis HOHONY Pue INIYVIN 8Ul Uiog wolj eleq e T w SR Te DL G
; s IPNIS SIT73r pue "HOHONV
=3
d 1AW3 Juadesod] Bunoayy Allenualod siojoed g iy Loy S ‘ANIHVIN Nd | @Seyd ayi ul 103 pue auljaseq je ewse|d
T mw ul (@S¥) suonesuad’uo) vdd |e1ol ybnoil uesiy “| ainbi4
| sl
Los % ,dn-moj|o} seah-g pauueld
S B YlM Apnis SaW0o}NO0 JejndSeAoIpIed e Ul ‘|Ayle uadesool ul se
- jusIpaibul A130E SWES ay} 491sd [AUle Yd3 aind pajebiisanul yoiym
19 %86+ duijaseq wioig abuey) 19 %567 auljaseg wosd abueyy - 08 ‘ApNis SN 8Ul Ul PaAISSUO aJaM Sasealoul Y43 ewseld Jejluis @
uealy :(Jw/6r) uogenuasuo) vd3 994 uea|y :(Jwy/6r) uonesuacU0Y Y43 ewseld fpep by fpep bz 0qgaoeld
o 05 13 o o1- 0ZL0SL OELOLL 06 OL 0S OF OL OL- (1 @anb1g) |Ayje Juadesodl yym juswieal} Buimol|o) SuoiFeljuaduod
1Al > Al =2
g g S9IpPMS HOHONY PUE ‘INIHVIN “Md | 8Seud oU} Ul SUOEIUSIUOD Vd3 ewse|d ul seseaoul Juspusdep-asop paousliadxe
ww m_m Vd3 08y Jo eouspuadaq asoq Ay uadesos] ‘g ainbig elwaple2A|buadAy yum sjusiyed pue sjoslgns AyyesH e
fepbyp e g ferlv e 5 asuodsay asoq Vd3
g8 g8
55 z3 6/=U  |/=U  69=U  Y9=U  |9=U  g9=u  Q}=U 6=u /b
g e ¢ Be =| = =1 = = = = =
fepBiz g8 fepbz g8 "s1EIs Apors 1o @ @9 @9 € 6 o €n  (s) (@S ueew
Py Py (suljeseq wouy abueyd) Y43 810} JO SUOIBAUSOUOD YBNnoJ} pejoeiigns-aulleseq UO PasE( 8Je SUOIBIIUSOUOD US|, ZLL 601 9L Il JGL 0oL ' L'z “vd3 0g4
8 8 (kep/6) asoq
[ m [ m Lg=u €/=u b.=u L9=u 29=u 69=U oL=u 6=u  Ju/br (as)
0gedeld ogedeld v £ ¢ ' 0 082 (en @) (zm (19 9 (0 (K9l uesw ‘vd3
(%14 '8e 1'8c LS 9'€9 29 6L €6l ewse|d [BjoL
o284 ewseld =2
d | 3seud == B [gz=u  pEg=u  9gg=u  gJ=u €/=u  g/=u .
HOHONY INHYIN = r° 3 o8 (26 (e (G9zy)  (Geoe) (€592  WN wN ﬁ%ﬁ%wm
HOHONY o m 0652  O¥SZ 892  0€0L  S959  S'6L9 ’
o >
fipms o S (e (62  (e) (@) (€9 (989 N WN (%) u
3 L Ll L 4 0c t44 ‘selageIq
19 %6+ auljaseg woid abuey) 19 %G6= auljaseg woi4 abueysy - 00L W X . X 5 i 5 X X By ¢
ueayy :(Jw/6r) uopenuasu0) V4 99y ueayy :(Tw/6r) uopenuaU0) Y43 ewseld g (09 (0°9) (09 (€v) (4] (€v) 92 92 2W/B ,Emv
0L 09 05 OF O£ 02 OL O OI- 0S€ 00€ 0SZ 00Z OSL 00OL 0S O OS- - os1L W-. o'ee 6ce Liee o'le 80¢e vioe coe ¢l Lesw INg
® S % s Wen €8N 8l o) @Sn  E8N  (v)  (e) 64 (as)
fepby o g fepBy o 8 L ooz 2 0'26 §'G6 g6 0'€6 1'26 2'€6 37 G'GL  uesw ‘Wblem
B
w 2 m m s @29 (19 (609 (€9 (€9 (99 (09  (©09) (o oy
0 = 0 & = L osz Mm SpL il [148 85 85 65 9 9 ©
fepbz 28 Kep bz Z2 = wO/
058 0 55 e (Lok) (v'e) (004 (€8 (€'6) (€ob) (Ger) (621 A“(@s)
| °3 | °3 L ooe Z19 819 19 v'es 7'eS 615 6'9¢ 6.8 uesw ‘eby
©o a3 [ -1
ogeoeld o g8 ogedelg 0 2E fuep 8y fuepbz 0GB9EId (eez=u) (ecz=w) (gez=u) (oz=w) (a=u) (u=w) (2k=u) (z1=U) onsualesey)
29 =] e ogaseld  Aep/bg fep/6y oqaoeld Aep/biz  Aep/by Kep/b g Kep/b ¢
e e £ p p LS " L0 ST T B 'E N
e e ° SaIpniS HOHONY pue "INIHVIN “Md | 9seyd 8y} ul ,suoljesjusadsuod juadesoo] juadesoo) adesos] juadesoo] juadesos] juadesod)
- ewseig Vd3 ewse|d jo asuapuadaq asoq |AYlg uadesoo] g ainbig OT e
INIYIN solsUa)oeIRYy) Bulldseg pue solydeibowaq °| ajgel
(¢ pue Apnis yoes uiyym sdnoub juswieal; buowe sjgesedwod
SOHY PUE BWISE|d Ul SUOHEIUSDUOD YdT pue BuLiamol- 1 T sainbiy) ssipnis ¢ |[e ul sOFY pue ewse|d yiog Ul SUOIFeIuUSOU0D 9JoM puUB | 3|qeL Ul pazuewuwns aJe solisueloeleyd suljeseqg e
ewse|d usamiag diysuonejay :jAy13 yuadesod] * ainbi4 Vd3 Ul sesealoul Jajealb o} pa| |Ayle Juadesool Jo sasop Buiseaiou| @

sjo9lqng



SUMMARY AND CONCLUSION

® Plasma and RBC EPA levels were increased compared with

baseline in both the icosapent ethyl 4 g/day and 2 g/day groups in
all 3 studies, and were linear with dose, indicating that icosapent
ethyl has predictable PK

In patients with very high TG levels, the end-of-treatment

plasma EPA level was 327 pg/mL with icosapent ethyl

4 g/day in the MARINE study; in the separate EVOLVE

study, plasma EPA and DHA levels were 170 pg/mL and

169 pg/mL, respectively, following treatment with omega-3-

carboxylic acids 4 g/day*

— In patients with high TG levels, the end-of-treatment plasma
EPA level was 183 pg/mL with icosapent ethyl 4 g/day in the
ANCHOR study; in the separate ESPRIT study, plasma EPA
and DHA levels were 105 pg/mL and 100 pg/mL, respectively,
following treatment with omega-3-carboxylic acids 4 g/day®

— In the JELIS study, which investigated EPA ethyl ester, the
same active ingredient as icosapent ethyl, the on-treatment
plasma EPA level was 170 pg/mL?

® The relationships between icosapent ethyl dose and TG-lowering
response and between EPA concentration and TG-lowering
response were similar and linear, indicating that icosapent ethyl
has predictable PD and PK/PD characteristics

® Demographic factors (age, gender, body weight, BMI, and
presence of diabetes mellitus), baseline TG levels, and
concomitant medications (statins, antihypertensives, and
antiplatelets) did not appear to affect the increase in EPA
concentrations in plasma and RBCs after treatment with
icosapent ethyl

® The PK results were similar among all 3 studies; the PK/PD
results were similar between the 2 studies investigated, MARINE
and ANCHOR

ABBREVIATIONS

BID=twice daily; BMI=body mass index; BW=body weight; CDC=Centers for Disease Control and Prevention;
Cl=confidence interval; EOT=end of treatment; EPA=eicosapentaenoic acid; ESPRIT=Epanova Combined With a Statin
in Patients With Hypertnglycendemla to Reduce Non-HDL Cholesterol; EVOLVE Epanova for Lowering Very High
Trlglycendes trial; IQR=interquartile range; ITT=intent to treat; JELIS=. Japan EPA Lipid Intervention Study. LC MS/

liquid chromatography with tandem mass ; LDL-C=I it
squares means; MARINE=Multi-Center, F‘IAcebo Controlled, Randomlzed Doub\e BIINd 12-week study W|th an open-
label Extension; NA=not applicable; NCEP ATP lll=National Cholesteml Educatlon Program Adult Treatment Panel II;
PD= pharmacodynamlc. PK=pharmacokinetic; QD=once daily; RBC=red blood cell; SD=standard deviation; TG= trlglycende;
US FDA=United States Food and Drug Administration

AUTHOR DISCLOSURES

Drs. Braeckman and Soni are former employees of Amarin Pharma Inc.

Dr. Bays' research site has received research grants from Amarin Pharma Inc., Amgen, Ardea, Arena, Boehringer
Ingelheim, Cargill Inc., Cahfornla Raisin Board, Eisai, Elcelyx, Esperion, Essentlalls, Forest Laboratories, Gilead Sciences
Inc., Given, . High Point Pl Hoffman LaRoche, Home Access, Merck & Co., Micropharma,
Nektar, Novartis, Novo Nordlsk Omthera, Orexigen, Pfizer Inc., Pozen, Regeneron, Shionogi, Stratum Numtlon Takeda
Pharmaceuhcals TIMI, TransTech Pharma Trygg Phavmaceuncals TWI Bio, Vivus, WPU, and Xoma. Dr. Bays has received
consulting fees or speakmg honoraria from Amarin Pharma Inc., Amgen AstraZeneca, Bristol-Myers Squibb, Catabasis,
Daiichi Sankyo, Eisai, Merck & Co., Vivus, WPU, and Zeomedex.

Dr. Ballantyne has received research/grant support from Abbott, Amarin Pharma Inc., AstraZeneca, Bristol-Myers
Squibb, Genentech, GlaxoSmithKline, Merck, Novartis, Roche, Sanoﬂ-Synthelabo, Takeda, NIH, ADA, and AHA (all paid
to institution, not individual), serves on the speakers bureau of Abbott and GlaxoSmithKline, is a consultant for Abbott,
Adnexus, Amarin Pharma Inc., Amgen, Bristol-Myers Squibb, Cerenis, Esperion, Genentech, GlaxoSmithKline, Idera
Pharma, Kowa, Merck, Novartis, Omthera, Pfizer, Resverlogix, Roche, Sanofi-Synthelabo, and Takeda, and has received
honoraria from Abbott, Adnexus, Amarin Pharma Inc., AstraZeneca, Bristol-Myers Squibb, Cerenis, Esperion, Genentech,
GlaxoSmithKline, Idera Pharma, Kowa, Merck, Novartis, Omthera, Resverlogix, Roche, Sanofi-Synthelabo, and Takeda.

Dr. Stirtan is an employee and stock shareholder of Amarin Pharma Inc.

Bays HE, et al. Am J Cardiol. 2011;108:682-90.

Ballantyne CM, et al. Am J Cardiol. 2012;110:984-92.

Third Report of the National Cholesterol Education Program (NCEP) Expert Panel on Detection, Evaluation, and
Treatment of High Blood Cholesterol in Adults (Adult Treatment Panel Ill) final report. Circulation. 2002;106:3143-421.
Kastelein JJ, et al. J Clin Lipidol. 2014 891:94-10¢

Maki K, et al. Clin Ther. 2013;35:1400-11.

Itakura H, et al. J Atheroscler Thromb 2011;18:99-107.

oos P

This study was designed and sponsored by Amarin Pharma Inc., Bedminster, NJ. Medical writing assistance was provided
by Elizabeth Daro-Kaftan, PhD, and funded by Amarin Pharma Inc.

Presented at the National Lipid Association Scientific Sessions, June 11-14, 2015 Chicago, IL.
Previous presentation: American Heart Association Annual Scientific Sessions, November 16-20, 2013, Dallas, TX.





