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lcosapent ethyl (Vascepa®; Amarin Pharma Inc., Bedminster, NJ) is a high-purity prescription form of EPA ethyl ester approved at 4 g/day Patients Icosapent Ethyl: Dose, Plasma EPA Levels, and TG-Lowering Relationships ® In the ANCHOR study, icosapent ethyl significantly increased
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(>200 and <500 mg/dL) despite control of LDL-C (=40 and <100 mg/dL). Patients (N=702) on stable diet were randomized to icosapent — Some patients had missing fatty acid data at baseline m— ~C Palmitoleic/ ® Increasing EPA concentrations in olasma and RBCs were olasma and RBCs: the AA/EPA ratio has been suggested to
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Mean baseline plasma EPA levels were 20, 27, and 24 pg/g for icosapent ethyl 4 g/day, 2 g/day, and placebo, respectively; mean EPA levels reflected in the n values) | ) 1 (Fi urep a) y9 P Plasma
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increased by 635% (P<0.0001) and 270% (P<0.0001) with icosapent ethyl 4 g/day and 2 g/day by week 12 compared with placebo. Mean ® Baseline characteristics were comparable between I - | 5 NS -3 3 g 301 T EPA Concentration ® |Icosapent ethyl 4 g/day significantly reduced the FADI ratios in
baseline plasma EPA expressed as percentage of total fatty acids (mol%) was 0.4%, 0.6%, and 0.5% for icosapent ethyl 4 g/day, 2 g/day, treatment groups: 61.4% male, 96.3% white, mean age § S - = both plasma and RBCs
and placebo, respectively. Mean plasma EPA (mol%) at week 12 was 3.6%, 1.9%, and 0.5% for icosapent ethyl 4 g/day, 2 g/day, and 61.4 years, weight 95.7 kg, BMI 32.9 kg/m? ki c § 1 10 Figure 3. Dose Dependence of EPA Concentrations in E ~ These reductions in FADI are consistent with the robust TG
placebo, respectively. Levels of the EPA metabolite DPAN-3 also increased with both doses of icosapent ethyl (P<0.0001). Compared with i a Plgsma ;m d RBCsp £ 0 Placebo T lowering observed in ANCHOR!
. : . . : . : > —15 D y
placebo, the mean AA/EPA plasma ratio (suggested to be useful as a biomarker for arteriosclerotic disease) decreased from baseline by Fatty Acid Concentrations in Plasma (Figures 1 and 2A, Table 1) L P E 15 " - § | a | | |
91% (P<0.0001) and 76% (P<0.0001) with icosapent ethyl 4 g/day and 2 g/day, respectively. Total n-3 fatty acids increased and total n-6 ® At baseline. the mean molar EPA blasma concentrations | I s g — This may be clinically meaningful, as reductions in the FADI
fatty acids decreased with both doses of icosapent ethyl (P<0.0001) and significant reductions were observed with icosapent ethyl 4 g/day (Mol%) wer,e 0.4% 0.6%. and O 5'?) v for icosanent ethyl | £ — s :':5:1 : T = might be expected to have beneficial effects on CVD and
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in the FADI compared with placebo. Similar results were observed in RBCs. Increased doses of icosapent ethyl resulted in increased EPA . P y YA 5 ~ i 5 _23 = -10- g daily other diseases*®
levels and corresponded with reductions in TG. The TG-lowering effect of icosapent ethyl was due to the increase in EPA, as there were b glieky, 2 gl Enel [pReelss, IEsEERvEly, e w2, i 5 g = p - - - -
o o . ' N9 ) yl was di | Y they were 3.6%, 1.9%, and 0.5%, respectively (data i = - 2 o 4 g daily ® Icosapent ethyl increased the proportion of n-3 fatty acids and
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membrane content that may have clinical benefit. ® Both doses of icosapent ethyl significantly increased mean 0 100 ;z‘;nge me"Base"ne ::Placebo1($:) 190 20 a5 =33 g "] 2 - — n-3 fatty acids generally exert anti-inflammatory effects
concentrations of EPA and DPANn-3, as well as the ratio of o . M Plasma 1 RBCs 5 Rl 40 while n-6 fatty acids may exert pro-inflammatory effects®’
. . asma s £ . - - . .
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mean plasma AA to EPA ratio compared with placebo - 3 “ (including TG lowering) are not due to increases in DHA levels
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® Neither dose of icosapent ethyl produced a significant r 2 EPA Concentration
_ _ _ . _ o change in mean concentration of DHA in plasma Table 1. Change From Baseline to Week 12 in Plasma Fatty Acid Concentrations and Ratios 5 o 2 30 - T
® |cosapent ethyl (Vascepa®; Amarin Pharma Inc., Bedminster, NJ) is a high-purity prescription form of EPA ethyl ester approved by the US d with placeb IEEEE———————————m——m—m—m—m—m—m—m—m—m—m—m—m—m—m—m—m—m——m—m————m—m—m———m————a————m—————__—m—_————m—m—8—a—aa__m——————————" 5 S
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FDA as an adjunct to diet to reduce TG levels in adult patients with severe (=500 mg/dL) hypertriglyceridemia - S 20
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® In the ANCHOR study, icosapent ethyl significantly improved TG levels along with other lipid, lipoprotein, and inflammatory parameters in Fatty Acid Concentrations in RBCs (Figures 1 and 2A, Table 2) Plasma Fatty Acid Mean (SD) Mean (SD) LM (5E) Mean (SD) Mean (SD) LSM (5E) Mean (SD) Mean (SD) LSM (5E) Cdaldey Y 011 . —Lo £ T
patients at high risk for CVD with persistent high fasting TG levels (=200 and <500 mg/dL) despite LDL-C control (>40 and <100 mg/dL) ® Both doses of icosapent ethyl significantly increased mean Concentration (ug/g) ’ 2 ) g 1 —i— . L .
- : : - EPA (C20:5n-3) 19.57 144.68 135.98 26.58 89.26 71.82 24.29 24.39 10.43 634.50 269.83 \cosapent Ethyl Dose (g/day) S ® Overall, icosapent ethyl significantly increased EPA
1 f EPA and DPAN-3 | h f S
with statin treatment concentrations o an n-3, as well as the ratio o n=43, 50, 51 (6.410) (56.464) (5.998) (13.081) (39.682) (5.397) (29.025) (25.073) (5.457) <0.0001 <0.0001 S 0 : : : :
. . CPA dat o o baced on baseline-subtracted frouah concentrations of total EPA (chang f = concentrations in a linear, dose-dependent fashion
® SCD tal the bi thesi f MUFASs f t ted fatt id te-limiti 2 total n-3 to total n-6 in RBCs COmpared with placebO DHA (C22:6n-3) 51.80 54.02 284 58.90 62.68 518 58 54 61.59 4.44 112 0.72 E I.aaatretpredsentet as meabn conceggil/locnls ased on baseline-subtracted trough concentrations of tota (change from < ~ 1 . . . . o
catalyzes tne plosyntnesis o S Trom Saturated r1atty aclas (ra e-l1imiting enzyme) . o n=48, 51, 52 (15.369) (13.842) (1.852) (18.850) (18.569) (1.729) (34.274) (32.907) (1.743) 0.7820 0.8566 aseline) at steady state; error bars are 95% Cl. % o consistent with its TG-lowenng effect, caused beneficial

— MUFAs produced via SCD activity are the most abundant MUFAs used as substrates for TG synthesis; therefore, increased SCD ® Both doses of icosapent ethyl signiticantly decreased R t. 51,62 6579 117D .70) 6627 (15,536 a1 7.599) 0.409) 714 <0.0001 <0.0001 < | | shifts in the fatty acid profile, significantly decreased
activity leads to an increase in TG levels? mean RBC AA to EPA ratio compared with placebo AA (C20:4n-6) 282.84 223.26 ~60.69 301.19 266.70 -31.13 306.96 328.17 26.25 ~30.87 ~19.19 > 20 - the AA/EPA ratio in plasma and RBCs, and produced

) . o n=50, 51, 52 (71.080) (65.530) (6.295) (73.446) (61.205) (5.965) (74.556) (67.119) (6.124) <0.0001 <0.0001 _ _ _ s 1 sl BerEiealel meueieme i DA ) stei e Sieeted

— Accordingly, SCD has been shown to play an important role in atherosclerosis as well as obesity, diabetes, inflammation, and ® Both doses of icosapent ethyl significantly reduced mean Palmitic (C16:0) 974.49 846.22 -162.1 1066.3 1004.4 ~49.05 1038.7 1100.2 56.28 -22.87 ~11.64 Change in Proportion (mol%) of Fatty Acid Classes (Table 3) ° POt y B .

Cancer3’4 COncentI’athn Of DHA iNn RBCS Compared W|th placebo n=48, 49, 51 (223.707) (213.932) (44.906) (291.555) (321.157) (42.879) (299.038) (852.507) (42.832) <0.0001 0.0170 o T t t th . t th I lt d . . f t h -30 - | patlents a.t h|gh CHD ”Sk
Palmitoleic (C16:1 128.11 102.64 —28.98 141.85 129.91 -9.95 141.97 154.72 14.03 -33.15 -18.78
_ . . . . . . _ . . _ ) ) i anr:4tz§, Zg, (52 ) (41.653) (36.488) (8.043) (53.564) (55.681) (7.743) (62.221) (73.802) (7.703) <0.0001 0.0029 Ak _WI Jesiz|pieinly Uil Msstiizel ) <t niieeins Selniol=e
— The FADI (ratio of palmitoleic acid [C16:1]/palmitic acid [C16:0] or stearic acid [C18:0]/oleic acid [C18:1n-9] in plasma) can be used as a Fatty Acid Desaturation Index (Figure 2B) Stearic (C18:0) ”78 90 254,07 _30.83 302.46 276.18 1950 291,88 30454 13.52 1616 1235 as follows: —40 . . . . .
. NRTI) . o _ n=50, 46, 50 (55.757) (48.217) (8.149) (61.838) (52.769) (8.154) (61.887) (62.494) (7.995) <0.0001 0.0004 , i ) 0 10 20 30 40
biomarker to assess SCD activity ® Icosapent ethyl 4 g/day significantly reduced the ratios Oleic (C18:1n-9) 979,00 784,41 2200 1026.0 972.10 50,99 1011.0 10015 66.70 2048 13,50 — Increased proportion of n-3 fatty acids in plasma Change in REG EPA Concentration (ug/q)
® |In this analysis, the effects of icosapent ethyl on fatty acid profiles were evaluated and the relationship between changes in fatty acid of palmitoleic acid (C16:1)/palmitic acid (C16:0) and ; ”:I“_?’ :‘2’1:12 . (216;6;:046) (290282'92480) ‘4:9;24? ‘21711;583) ‘31208;92” ‘4;722) ‘219069';00& ‘41023;’483) (jjsz’ 02;’07‘: 0-1‘:2; and RBCs H
. . . . . . . . . . Inoieic zn- . . - . . . —o4. . . . —24. -14.
profiles to fasting TG reduction were explored in patients from the ANCHOR study oleic acid (C18:1n-9)/stearic acid (C18:0) in both plasma n=50, 49, 52 (262.259) (200.324) (38.151) (253.026) (284.980) (36.992) (258.966) (350.910) (36.433) <0.0001 0.0003 — Decreased proportion of n-6 fatty acids in plasma
and RBCS Ratio %, P %, P and RBCS TG concentrations are presented as median percent change from baseline; vertical error bars = Q1, Q3 of IQR; EPA data are
. . » AA/EPA 16.23 161 _14.17 13.19 335 ~11.21 16.97 16.63 0.60 -90.64 _75.70 z:zsézzgedsi\:t:ia;ri:g:tca?r:rrli;[;ogsr:eisgg(;)nct?aseline—subtracted trough concentrations of total EPA (change from baseline)
. In plasma, ICosapent ethyl 4 g/day S|gn|f|Cant|y reduced n=47, 50, 50 (6.665) (0.795) (0.556) (4.156) (1.727) (0.538) (6.785) (6.638) (0.532) <0.0001 <0.0001 . Decreased proportion Of MUFAS in plasma and RBCS Y ’ B . 1 Ba”aﬂtyne CM, et al Am J CardIOl 2012,1 1 0984_92
each of the FADI fatty acids: palmitoleic (C16:1), palmitic iy (0060194) (0062630) (00&)1056) (003200) (003357) (0060075) (0060490) (0060398) (0060015) o Sien (4 2. Sampath H, Ntambi JM. Future Lipidol. 2008;3:163-73
. . y =47, 51, ) ) ) ) ; ; ; : . <0. <0. g/day) . P , . P . o N .
- - - - Oleic/Steari 3.5186 3.1572 -0.3976 3.4239 3.4014 -0.0860 3.4780 3.4626 -0.0647 -9.5415 -0.0889 . .
(C1 6'0)’ oleic (C1 8:1n 9)’ and stearic (C1 80) (:1:47,t22, gz (0.4372) (0.5703) (0.0818) (0.4943) (0.5492) (0.0766) (0.5323) (0.6427) (0.0778) 0.0009 0.9743 3. Sampath H, Ntambi JM. Ann N'Y Acad Sci. 2011;1243:47-53.
® In RBCs, icosapent ethyl 4 g/day significantly reduced e i oz o2z 0008 otz o129 028 oises Diss 008 08178 18428 4. Paton CM, Ntambi JM. Am J Physiol Endocrinol Metab. 2009;297:E28-E37.
. almitoleic acid (0161) but reductions in the other FADI — . . . . . . - - - - . 5  |tak H . J Ath ler Th b. 2011:18:99-107
Study DGS|gn p . . ’ . aPatient numbers (n) are reported for icosapent ethyl 4 g/day, icosapent ethyl 2 g/day, and placebo, respectively. Table 3. Percent Change in the Proportion Of Fatty ACid Classes to Totala Fatty ACidS - takura ’ et al. theroscler romo. ’ . - .
. | | . o fatty acids were not significant 6. LiuX, et al. Adv Nutr. 2011:2:15-22.
® ANCHOR was a phase 3, 12-week, multicenter, double-blind, randomized, placebo-controlled study with a 4-6 week lead-in period of (cosapent Ethyl 4 glday \cosapent Ethyl 2 glday blaceh %% Change From Baseline vs Placebo (LSHI)
diet and lifestyle stabilization and washout of prohibited non-statin lipid-altering medications e o = el e (e < oy v [Eltarere] Gt [Forion Focaicd] (@ - e » " ) » " . » " . . 7. James MJ, et al. Am J Clin Nutr. 2000;71(1 Suppl):343S-8.
. . e . . Figure 1. Change From Baseline to Week 12 in Plasma and apbié . Lhange rrom baseline 1o vwee In he 0o0d Leill Fatty Acla Loncentrations ana natios 4 Class? S o s e o s S o o Oy Oy
® Patients aged >18 years with qualifying lipid levels (TG =200 and <500 mg/dL and LDL-C >40 and <100 mg/dL) at high risk for CVD on d 9 : : R L ean &2 LM 5B ean &) ean &2 LM 5B
. . . . . . . . . . . \ RBC EPA Concentratlons Compared With PlacebO Icosapent Ethyl 4 g/day Icosapent Ethyl 2 g/day Placebo % Change From Baseline vs Placebo (LSM) .
stable diet and statin dose (atorvastatin, rosuvastatin, or simvastatin with or without ezetimibe) were eligible for inclusion R T
. . . . . . Baseline Week 12 Change Baseline Week 12 Change Baseline Week 12 Change Icosapent Ethyl Icosapent Ethyl
® Patients were randomized to receive either icosapent ethyl 4 g/day, icosapent ethyl 2 g/day, or matched placebo and entered a 12-week RBC Fatty Acid" Mean (SD) Mean (SD) LSM (SE) Mean (SD) Mean (SD) LSM (SE) Mean (SD) Mean (D) LSM (SE) 4 g/day 2 g/day Saturated 33.79 33.59 054 34.28 33.62 ~0.71 34.20 33.63 ~0.69 0.48 0.19
double-blind treatment perio g Concentration (ua/q) %, P %, P n=50, 52, 53 (2.543) (2.389) (0.312) (2.188) (2.244) (0.294) (2.488) (2.357) (0.297) 0.6611 0.8643
) 4 Plasma EPA (C20:5n-3 6.09 43.28 39.38 8.19 28.38 21.08 7.09 6.40 0.84 618.46 291.74
RBCs n:£19, 49, 48) (2.248) (17.957) (1.791) (2.741) (8.467) (1.748) (3.320) (3.313) (1.730) <0.0001 <0.0001 Monounsaturated 28.63 26.72 —2.04 28.48 27.96 -0.72 28.67 28.40 -0.38 -5.58 -1.09
Assessments and Measurements Icosapent Ethyl 4 g/day - S DHA (C22:6n-3) 44.10 39.14 6.9 50.53 44.72 _5.49 47 35 45.12 270 612 4.93 n=50, 52, 53 (2.770) (2.976) (0.442) (2.240) (2.811) (0.418) (2.586) (8.301) (0.421) 0.0038 0.5623 AA _ araChidoniC aCid; ANCOVA _ anaIySiS Of Covariance; BIV” _ bOdy
n=44, 48, 47 (11.708) (8.328) (0.983) (13.163) (11.403) (0.935) (11.696) (11.861) (0.919) 0.0178 0.0491 : ] _ : . . : : ]
: : : . . . DPA (C22:50-3) 0854 62 14 23 67 a1 50 5 24 o1 24 20,65 28 60 085 123 56 e o Total n-6 34.63 32.54 ~1.85 34.01 33.30 ~0.77 34.02 34.85 0.79 ~7.66 ~4.81 mass index; CHD = coronary heart disease; Cl = confidence interval;
® Exploratory efficacy end points included percent change from baseline to week 12 in plasma concentration and RBC membrane content 46 50 46 5.757) (12,560 4 4.673) 8.551) (1.528) 5.496) 5.146) (1.580) e Jipved n=50, 52, 53 (3.910) (3.429) (0.520) (2.688) (3.425) (0.490) (3.350) (3.840) (0.494) <0.0001 0.0115 CVD = cardiovascular disease: DHA = docosahexaenoic acid:
I I AA (C20:4n-6) 185.38 153.50 -37.08 190.87 173.05 -19.77 189.44 193.57 0.98 -19.48 -10.92 -1 = i I -3 — ai I id-
of fatty acids com pared with placebo \cosapent Ethyl 2 g/day - n=44, 48, 47 (37.044) (28.599) (3.596) (28.621) (25.684) (3.314) (25.769) (27.707) (3.417) <0.0001 <0.0001 T°:]a:'5'g352 - (02_;19759) (17_;768) (0‘%'14954) (035739) (15'11638) (02_'11825) (1?'21917) (13_'11326) (09'12855) 251_35021 <g%gg1 E:ér —3f ttdocqzagentfen?.lc a.C IS : 3(,3(E)/PFAI D _emosap;}entae)r;om ac;:d’
® Lipids were extracted from plasma and RBC suspensions and converted into fatty acid methyl esters for analysis using a validated Palmitic (¢16:0) 20413 20124 >0 21729 22113 > s 218,92 00 oy 089 - L T abld Besgrraron I . 9as SOIaiogdrabh assey
P P P y y y o) n=46, 49, 50 (36.930) (36.607) (4.438) (37.234) (41.409) (4.120) (39.421) (32.643) (4.151) 0.1895 0.5946 RECs with flame ionization detector; IQR = interquartile range; ITT = intent-to-treat;

GC/FID method e o (4?.13824) (27.56770) (5.13;4718) (26?'88508) (3?212263) (0?54581) (3?532543) (3?.'24255) (00.54528) S T A i i LDL-C = low-density lipoprotein cholesterol; LSM = least-squares mean;

B : ' : : £ : : : L : Stearic (C18:0 170.95 170.73 ~1.15 174.94 178.73 4.00 173.93 174.73 0.74 —0.71 213 Saturated 43.35 44.15 0.47 43.76 43.50 —0.31 43.82 42.98 —0.88 3.13 1.24 MUFAs = monounsaturated fatty acids; PD = pharmacodynamics; PK =
G,C/FID. measures to.ta_l fatty_ acid concentrations, including unesterified fatty acids and fatty acids incorporated (esterified) in cosapent Ethyl 4 g/day - tearc (G184 o500 RN 580 o059 oo vy Pl A5 o0 16509 2106 o o atas n=50, 51, 53 2.165) 3.010) 0.342) (3.052) 2.110) (0.328) (2.504) (1.724) (0.326) 0.0011 0.1852 pharmacokinetics: RBC = red blood cell: SCD = stearoyl-coenzyme A desaturase:
circulating phospholipids, triacylglycerols, and cholesteryl esters Ve o o ooy S ke B biee oo i 55 SD = standard deviation; SE = standard error; TG = triglycerides; US FDA =

Statistical Analvsis Linoleic (C18:2n-6) 146.81 132.49 15.77 154.32 153.06 112 151.38 153.50 1.53 -10.65 —1.71 n=50, 51,53 (2.199) (1.688) (0.227) (1.142) (1.142) (0.216) (1.587) (1.848) 0215 0.0401 0.6790 United States Food and Drug Administration
ISTI ySi n=48, 49, 48 (31.853) (26.003) (3.752) (33.436) (37.572) (3.521) (24.241) (32.521) 3.612) 0.0004 0.5610
. Total n-6 30.75 25.84 -4.91 30.23 28.10 -2.45 30.58 31.47 0.81 -19.60 -11.40
. . . ‘“ o . Ratio %, P %, P o:1a=5r(‘), 51, 53 (1.967) (8.165) (0.365) (3.085) (2.103) (0.351) (8.051) (2.178) (0.348) <0.0001 <0.0001
® All end points were exploratory, with significance defined as P<0.05 Icosapent Ethyl 2 g/day - AA/EPA 31.86 3.61 -26.95 26.12 6.39 —21.98 31.44 33.26 3.10 ~98.64 ~87.14
. . . . . . . . . n=46, 50, 50 (10.373) (1.700) (0.801) (8.202) (1.965) (0.771) (11.465) (9.955) (0.767) <0.0001 <0.0001 Total n-3 546 10.92 4.93 6.05 8.46 565 570 5 50 0.0 89.38 50.07
® Analyses included the ITT population (all randomized patients who had a baseline TG primary efficacy end point measurement, received | | | | | | | | Rl A sk oz o2 2% o e s ) jezee 05 n=50, 51, 53 (1.130) (2.484) (0.242) (1.314) (1.482) (0.236) (1.185) (1.116) (0.231) <0.0001 <0.0001 ANCHOR was desianed and sponsored by Amarin Pharma Inc
>1 dose of study drug, and had >1 postrandomization efficacy measurement); patients with missing baseline or week 12 measurements 0 100 200 300 400 500 600 700 800 Oleic/Stearic 11496 11263 00058 | 1465 | 1602 0.0115 1488 1614 0.0106 s 1585 0.0005 Total = mole s of omEga-3. omega.6, monounsaturated, and saturated fatty acids Bedminster N USgA P y s
. . Change From Baseline vs Placebo (%) n=48, 50, 51 (0.1127) (0.1080) (0.0112) (0.0980) (0.1135) (0.0106) (0.1235) (0.1284) (0.0107) 0.0066 0.9933 bPati umb d fori hyl 4 g/day, i hyl 2 g/day, and placebo, ively. y y .
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® Fatty acid parameters were compared between icosapent ethyl and placebo using an ANCOVA model with treatment, gender, type of N Po0.0001: o | | -6 fatty acids = sum of linoleic, y-linolenic, eicosadienoic, dihomo-y-linolenic, n-6 arachidonic, adrenic, and n-6 docosapentaenoic acids.
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for each treatment group and for each comparison were reported Session, November 3-7, 2012, Los Angeles, CA.



