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[Fig. 1}
Proportion of responder EPA-E
Placebo
(n of responder/n of cases) 1800mg/day
32.7% 32.7%
All Cases (18/55) (18/55)
. 27.5% 41.9%
Non-Diabetes (11/40) (13/31)
Non-Diabetes + Mild Diabetes 27.7% 37.8%
(anti-diabetes agent =1) (13/47) (17/45)
p value by x square test EPA-E
vs. Placebo 1800mg/day
All Cases 1.000
Non-Diabetes 0.202
Non-Diabetes + Mild Diabetes -0.301

(anti-diabetes agent =1)




WO 2014/142364 PCT/JP2014/058145
[Fig. 2]
Proportion of responder EPA-E |
Placebo
(n of responder/n of cases) 1800mg/day
23.7%
All - =<6.

Cases HbAlc=<6.4 (9/38)
. 22.9%
Non-Diabetes HbAlc=<6.4 (8/35)

X square test vs.Placebo

p value by x square test
vs. Placebo

EPA-E

1800mg/day

All Cases

HbAlc=<6.4

Non-Diabetes

HbAlc=<6.4
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[Fig. 3]
Proportion of responder Placebo EPA-E
(n of responder/n of cases) 1800mg/day
25.6% 36.2%
All Cases Glucose=<125 (11/43) (17/47)
0.0% 22.2%
Diabetes Glucose=<125
(0/5) (4/18)
i N 28.9% 44.8%
Non-Diabetes Glucose=<125 (11/38) (13/29)
p value by X square test EPA-E
vs. Placebo 1800mg/day
All Cases Glucose=<125 | 0.278
Diabetes Glucose=<125 0.246
Non-Diabetes Glucose=<125 0.179

Fig. 3
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[Fig. 4]
Proportion of responder ‘ EPA-E
Placebo
(n of responder/n of cases) 1800mg/day
All Cases HbA1c=<6.4 and 22.9%
Glucose=<125 (8/35)
Diabetes HbAlc=<6.4 and 0.0%
Glucose=<125 (0/2)
. HbAlc=<6.4 and ' 24.2%
Non-Diabetes Glucose=<125 (8/33)

X square test vs.Placebo

p value b\) X square test EPA-E
vs. Placebo

HbA1lc=<6.4 and

All Cases Glucose=<125

. HbA1lc=<6.4 and
Diabetes Glucose=<125 0.338

HbA1c=<6.4 and

Non-Diabetes Glucose=<125

4/30
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[Fig. 5-1]

Pre-treatrnent bascline After dosing {eilect) values

It (Typical Dbscrvable Obsorvable
Noemal Typical Ranges or Typical Ranges or
Vatues, Units) Range(s) Values Range(s) Values

ALT 10-300 Lower limit at beast 1% t to abowut 95%
{6-41 UsL) range vahies of lower reduction

14, §0, 100, 150,

Pre-treatment baseling After doging (effect) values

Ttem (Typical Observable Observable
Nommnal Typical Ranges or Typical Ranges or
Vatues, Units) Range(s) Values Range(s) Vilues

or 200, upper
limit range
values of 100,
150, 204, 250,
or 300, ranges
of 10-300, 10-
200, 10-150, 10«
100, 100-200,
2000-3000

AST 10-250 Lower limit at least % 1 to about 95%

{9-34U/L) range vahies of lower reduction
10,50, 100, 150,
or 200, upper
limit range
values of 100,
150, 200, 250,
ot 300, muges
of 10-300, 10-
200, 10-150, 10-
100, 100-200,
200-300

ASTIALT matic uppes limit
range vahies of
%.5,0.7,0.8, 1,
1.2, 2; ranges of
0.5-2, 0.5-1-1-2

alkaline 80-300 ranges of 50~ wo i no w ing. 1
phospatase 600 to about 90%
(ALF) reduction,
{80-260 FUL) 300 TU/L or less,
250 TU/AL or less
Total bilirubin RO WG ing ne ing. 1
{0.2-1.2 o about 90%
mgfdl) reduction
‘Garurna~ PO WOTSERIng no worsening, 1
Ghatamy) to sbout 90%
Transfersss reduction,
{GGT or YGTP} 106 U/L or less,
{males: 5-60 70 UL o1 fess
ULy
Altamin {3.8- 0o i no ing, §
5.2 gidl) to about 90%
increase, ranges
of 3-6 g/dl, 3.5-
5.5 gidi
HDL-C (high tess then 55 tess than no g, at  noch 1.
demsity 60 mg/dl, 55, 30, least 1% 90% increase,
lipoprotein 45,40, 35, 30, increase 40 mg/dl or
cholesterol) 25, 01 25 mg/dh morc .
(35-60- mg/d raoges of 25-55,
30-40 mg/dl, 40~
50 mg/dl, SO-
60 mgidt, at
least 60
N LDL-C (low 160-2040 at least 70 N0 W i no ch 1-
density mg/dl, 100, 9% reduction
Lipoprotein 120, 130 140 less than
chelesterol) 150, 170, 190, 160 mp/d, 140,
{50-130 or 200 ora 130,124, 100,
mg/de) tange of 70-300, 70 mgidl
20-250, 70-200,
100-250, 100-
200, 130-200,
140-180, 100~
130, 130-160,
160-190

Fig. 5
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WO 2014/142364 PCT/JP2014/058145
[Fig. 5-2]
Pre-treatrment baseline After dosing {cffect) values
Ttemn (Typical Observable Observable
Normal Typical Ranges or Typical Ranges or
Vahses, Units) Range(s} Values Ramge(s} Values
Triglycerides 100-1000 at beast 80 of least 1% 1 to about 50%
(TG) {fed or mg/dl, 100, 150, lower reduction, 500
fasting, 50~ 180, 200, 300, mg/dl or less,
150 mgfdty 500, 700, £000, 300, 200, 150,
1200, or 1500, 100 mg/dl or
or Jess than 150, foss
ot a range of
100-2500, 100-
1500, 100-1000,
150500, 200+
500, 150-300,
150-200, 200-
S00
Total 170-300 a range of 130- 1O WOISCning no change, 1-
Cholesterol 300 mg/dl, 200- 90% reduction
(TC) (100-200 220, 220-240,
mg/dl) 240-260, or ot
least 260, or less
than 200 mg/d]
TG and HDL-C  High TG and TG: at least 150, RO Worsening
low HDL-C 200, 500 mg/dl
(ex. TG = HDL-C; lese than
150 mp/d] and 40, 50 mgfd}
HDL = 40 mg/dl
TGHDL-LC at least .75 at least 2, 2.5, 3, at lonst 1% no warsening, at
ratio 3.75,4,5,10,0r lower Beast 1% lower, or
ranges of 1.90% seduction
2-3.75,3.75-10
Non-HDL-C at least 130 at least 1o Worsening, 00 Worsening,
(mg/dly 100 mg/dl, 130, or at least 1%
150, 160, 170, lower, ar loss
190, a range of than 130 mg/d],
100 o 2501 150, 160, 170,
180
Free futty acid at least 400 less than 400, at at lenst 1% ao change, or at
(p Ba/l) least 400, 600, fower least 1 to 90%
(140-850) 800, 1000 reductioh
Eicosapentacneic  less thaa 0.5/low  lessthan 1, ar Jeast 5% 5 to about 200%
Acid/Arachidonic compared to 0,75, 05,041, increase incyeaze, about
Acid average level ranges of 0.01-2 2-200-fold
(EPA/AA) or notmal increase
(ex. {mol/%) subjects
(Mo}
Arachidonic High at least 1% no change, 1 to
Acid (AA) compared to lower about 90%%
fex. mol%) average level reduction
of normal
subjocts
Eicosapentaenpic  low al least 5% 5 to about 200%
Acid (EPA} compared to increase increase, about
(ex. mol/%) mverage level 2-500-fold
of normal increase
subjects
Docosspentaenoic low at lenst 1% 1 to about 93%
Acid compared to increqse increase
(DPA) average level
(ex. moY%) of normal
subjects
Docosahexaenoic  low
Acid (DHA) compansd to
(ex. mol'%) average level
of normal
subjects
DPA/AA rstio low
compared to
average level
of normal
subiens

Fig. 5 (continued)
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[Fig. 5-3]

PCT/JP2014/058145

Pre-treatinent hageline

After dosing (efTect) values

{tem (Typical Observable Observable
Nosmnal Typical Ranges or Typical Ranges ar
Vahtes, Units) Rangets) Values Range(s) Values
DPASAA ratio fow
compared to
average level
of norma)
subjects
DHA/DPA low
ratio compared to
average level
of normal
suhjocts
Monounsatumated High at least 1% no change, at
fatty acid compared to fower least 1% lower
{MUFA) average level :
{ex. mol%) of normal
subjects
Patmitoleic High at least, 1% no change, at
acid {16:1 w9 compared to fower least 1% lower
{ex. molh) average level
of normal
subjocts
Ofeic acid High at ieast 1% no cluange, a
{(18:1 n9) {ex. compared to fower Jeast 1% lower
mol/%6) average level
of normal
subjects :
Oleic acid High at least 1% no change, at
{18:1 n9)/ compared to lower Jeast 1% lower
stearic acid avemge level
(18:0) ratio of nonnal
suhjocts
Palmitoleic High at least 1% ac change, at
acid (16:1y compared to lower least 1% lower
Palmitic acid average level
(16:0) ratio of normal
subjects
Stearic acid High o change,orat  no clange, or 2t
(18:0¥ compared to feast J% lower least 195 lower
Palmitic acid average level
{16:0) natio or nonnal
subjects
f-linoleic High o change, oral  no change, or at
acid(i 8:3 n6y compared to feast 1% lower least 1% lower
Linoteic pcid avorage level
(18:2 06) ratio subjects
ANHomo-y- low no change, orat  no change, or at
linolenic acid compared to foast 1% {east 1%
{20:3 n6) ratio average level Increase increase
of nonval
subjects
Acrenic acid High no change, orat  no change, or at
(22:4 n6y/ compared to feast 1% lower least 1% lower
AA ratio average level
: of normal
subjects
Forritin at least 100, at Jeast 1% at least 1 to
(ng/ml) 120, 150, 200, lower about 95%
250, 300, 350, lower
400, or SO0
Thioredoxin at least 15, 20, ot least 1% ot least t to
{ng/mL) 25,30, 35, 40, fower about 25%
45,01 50 lower
TNFa (pg/ml.} at feast 1.5 at Jeast J, 1.5, at least 1% at fcast 1 10
(1.79 or less) 1.6, 1.7, 1.79, tower about 95%
1.8,19,20,22, lower

2,5,3,35,4,35,
6, 7or10

Fig. 5 (continued)
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[Fig. 5-4]

PCT/JP2014/058145

After dosing (effect) values

Pre-teeatinent baseline

Tremn (Typicat Obscrvablc Obsenable
Nonnal Typical Ranges or Typical Ranges or
Values, Units) Range(s) Values Range{s) Vatues
sTNF-R1 at least 400, at jeast 1% at least 1 %o
{pg/mL) 500, 600, 700, lower about 95%

800, 900, 1000, Yower

1100, 1200, )

1500, or 2000
sTNF-R2 at least 500, at least 1% Mt least 1 to
{pg/mL) 700, 1000, 1200, . tower about 95%%

1500, 1700, lower

2000, 2200,

2500, 2700, or

3000
High 0.2 0.1 ormore, 0.2, ot least 1% at least 510
Sensitivity C- 0.3,04,0.5 or lower about 95%
seactive more, ranges of fower
protien {Hs- 0.1-1,0.1-0.8,
CRP, mg/dly 0.1-0.5, 0.2-0.%
Conncctive at least 1% at feast 5 10
Tissue Growth tower about 93%
Factor (CTGF) lower
Serun Soluble S pg/ml or at Jeast 1% at least 510
CD40 (sCD40, more, 10, 20, fower about 95%
pg/ml) 30, 50, 70, 100, lower

120, 150, 170,

200, 220, 250,

300, 350, 400,

450, 500 or

more
Insulin 1.5 or more 1.6 orless/L.S no worsening no change, at
resistance or more, 1.6, 2, feast } to about
Index (HOMA- 258,3,35,4 50% lower
R){}.6 or
less)
Glycated 5.7 or moro a range of 4.3- no worsening no change, at
hemoglobin 5.8, 5.7-6.4, 5.8+ feast ) 1o about
(HbAIC) 4.3~ 6.5, 6.5-7.0, 7.0- 50% lower
5.8%) 80157 or

more, 5.8, 6,

6.5,7,7.58,0r

. 8.5
Fasting 100 or more less than 100/ no worsening no change, oz at
plasina 100 or more, jeast 1 to about
glucose (FPG) 110, 120, 126, 5094 lower
- {mgsdl) 130, 150, 200,

(less thaty 100) 250, 3004

ranges of 160- "

110, 100126
Postprandial 140 or more fess than 140, o Worrening no change, or at
plasma 160, 200/ feast 1 to about
glucose (alter 140 or more, 50% tower
amenl) 170, 180, 200,

250, 300, 350

400/ranges of

140-200, 140-

170, 170-200
two-hour 140-200 jess than 140, no Worsening no change, or at
glioose levels 160, 200/140 or jeast | to about
onthe 75-g more, 170, 180, 50% lower
ol ghicose 200, 250, 300,
tolemnce fest 350, 400/
{mg/dl) ranges of 140-
(OGTT) 200, 140-170,

170-200
Leptin (ng/mf) £ ng/ml or at Jeast 1% at lesst 1 to

more, 10, 12, lower about 3%

15,17, 20, 22, reduction

25, 30, 35,40

ar more

Fig. 5 (continued)
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[Fig. 5-5]
Fre-trealiment bascline Afer doging (cffec) walues
Ttem {Typical Observabie Observable
Nonnal Typical Ranges of Typical Rangesor
Values, Units) Range(s) Values Range(s) Values
Serum 5 pghul. or less, at lenst 1% no change, at
adiporcctin 4.5,4,35,0r3 increase least § to about
(ug/ml) pg/ml. or fess 95% increase
complement at least 15% ot least 1 t0
factor I fower about 95%
reduction
CK18 at lenst 1% ot least 1 to
fragment lower about 98%
reduction
sesum High at least 1% atleast 10
mobility group fower about 95%
box 1 protein reduction
(HMGB1}
Fas at least 1% atlcast 1 to
lower about 95%
reduction
Hynhironic 25 ng/ml or at Jeast 1% ot least 1 10
acid more, 50, 70, tower about 95%
{50 ng/mL or 100, 120, 150, reduction
less) 200, 250, or 300
or more; 200 mL
or less, 100, 70,
or 50 or less
Type IV S ag/ml or at least 1% ot least 1 to
collagen (75 more, 6,78, tower shout 95%
domain} 10,12, 15, ar 20 reduction
(6 ng/mL or or more;
lesx} 28 ng/ml. or
less, 20, 13,10,
or 6 ur less
procoliagen 111 0.2 U/ml o al lenst 1% at least 1 1o
peptide @3- more, 0.3, 0.5, fower about 95%
0.8 Uml a7, 1, L2, L5 reduction
2,253 )35 0r
4 ormore; 10or
less, §, 5,3, Y. o1
0.8 orless
PATL-1 (ng/mL) 50 or more
SQorless
[tems other than senun
platelet count 150000-300000 400000/l or no change no change, at
150000- less, 300000, feast 1%
40000044 200000/3 range increasc
of 150000-300000
BMI 18.5-40 18.5 or more, no change no change, at
20, 25, 30, 35, Jeast 1%
40, or 50 or reduction
more;/30 or
less, 40, 30, 25,
200ri8350r
loss; or range of
18.5-25, 25-30,
30438, 35-40

Fig. 5 (continued)
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[Fig. 6]

Screen Dosing End of study

Note: ?ﬁ-smpiiﬂgb\.\’ﬂl-he-~umdenhkew in "l"ﬁfsubjecis.‘pemmu (6 male, 6 female)
Fig. 6
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PCT/JP2014/058145

[Fig. 7]
Proportion of responder EPA-E EPA-E
(n of responder/n of cases) All Cases Placebo 1800mg/day _{ 2700mg/day

All Cases 32.2% 32.7% 32.7% 31.3%
(56/174) (18/55) (18/55) (20/64)

41.9% 23.1% 45.5%

<

GGT=33 (13/31) (3/13) (5/11)
30.1% 35.7% 29.5% 26.3%
GGT>33 (43/143) (15/42) (13/44) (15/57)

X square test vs Placebo

p value by X square test EPA-E EPA-E
vs. Placebo All Cases Placebo 1800mg/day 2700mg/day
All Cases - - 1.000 0.863
GGT<33 - - 0.247 L0035 0 .
GGT>33 - - 0.542 0.315
Fig. 7
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WO 2014/142364 PCT/JP2014/058145
[Fig. 8-1]
Primary endpoint achieved rate Placeho EPA-E EPA-E
(n of achieved/n of cases) 1800mg/day 7 2700mg/day _
12.5% 50.0%
GGT=<24,25,26 or 27 a /8)° 2/ 4)°
12.59 40.0%
coT=<28 /e /%)
12.5% 33.3%
ooT=<29 (1/8) /)
11.1% 33.3%
GGT=<30 a /9)° 2 /6)°
10.0% 28.6%
GGT=<31 (1/10) 2 /7)°
16.7% 33.3%
GGT=<32 (26/12; : 3 /9)°
oeT<3 B3) 512
23.19 79 .59
oeT 1) /10 /o)
0, o, 0
S
GGT=<35 ?7%3/) (ﬁ/sag) (?3}33)
11.1% .39
GGT male=<30, female=<24 (1/19) ?g/i;f
Fig. 8
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[Fig. 8-2]

X square test vs.Placebo

PCT/JP2014/058145

R e T o ey

GGT=<24,25,26 or 27 - 0.157
GGT=<28 - 0.252
GGT=<29 - 0.347
GGT=<30 . 0.292
GGT=<31 . 0.323
GGT=<32 - 0.375

GGT=<33 - 0.247
GGT=<34 - 0.319
GGT=<35 - 0.319
GGT=<40 - 0.480
GGT=<45 - 0.386
GGT=<50 - 0.477
GGT=<55 - 0.697
GGT=<60 . 0.502
GGT male=<30, female=<24 - 0.292

Fig. 8 (continued)
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WO 2014/142364 PCT/JP2014/058145
[Fig. 9]
Change of NAS score mean=*SD Placebo EPA-E EPA-E
(n) 1800mg/day 2700mg/day
All Cases 0.927%1.500 - 1.018+1.258 0.844+1.573
(55) (55) (64)
0.769+1.527 £
GGT=33 = S
. (13) ! (75
0.976+1.476 0.818+1.230 0.667+1.514
GGT>33 (42) (a4) (57)

Student's t test vs Placgbo

p valug by student's t test Placebo EPA-E EPA-E
vs. Placebo ; 1800mg/day 2700mg/day
All Cases
GGT=33
GGT>33

14/30




WO 2014/142364 PCT/JP2014/058145
[Fig. 10]
EPA/AA ratio at Day365 mean=*SD Placebo EPA-E EPA-E
(n) 1800mg/day 2700mg/day
All Cases 0.076i0.080 0.311+0.206 0.557+0.374
(46) (51) (56)
0.124+0.165 0.313+0.192
GGT=33 N =
(8) (11)
: 0.077+0.080 0.383+0.251
3 + +
GGT>33 (38) (40) (49)

Student's t test vs GGT>33

15/30

. . EPA-E
p value by student's t test Placebo 1800mg/day
GGT=33vs GGT>33 0.070 0.202
Fig. 10
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[Fig. 11-1]

Fig. 11 a) Stedmansonline Laboratory Referénce Range Values
ig. b) Merck Manual Appendix Il Normal Laboratory Values |
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[Fig. 11-2]

Fig. 11 (continued)
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[Fig. 12]

Serum EPA/AA ratio

Serum EPA/AA ratio

1.2
Significant increase in GGT < 33 patients
. ", %< [ Range of EPA/AA
/ 3 ratio is 0.406-
1.637
0.8 —— Placebo =<33
-~~-Placebo >33
0.6 e ——EPA-E 1800 =<33
L ‘, --=-EPA-E 1800 >33
0.4 b S
—— ——EPA-E 2700 =<33
~=~-EPA-E 2700 >33
0.2
o T T T T 1
Baseline Day 29 ' Day 85 Day 169 Day 365
Fig. 12
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WO 2014/142364 PCT/JP2014/058145
[Fig. 13]
ALP(U/L) p=0.005 p=0.090 p=0.093
100 1 | 1 1
90 Placebo
80 ‘ BGGT=<33 & GGT>33
7
0 EPA-E 1800
60 -
MGGT=<33 BGGT>33
50 A
40 - EPA-E 2700
MGGT=<33 W GGT>33
30 '
20 +——
. N
10 Student’s t test
0 L—o : T : }________ ’
GGT  =<33 >33 =33 >33 =<33 >33 P:GGT=<33 v s GGT>33
n 13 42 11 44 7 57
Group  Placebo EPA-E 1800 EPA-E 2700
Fig. 13
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WO 2014/142364 PCT/JP2014/058145
[Fig. 14]
Proportion of responder EPA-E
Placebo
(n of responder/n of cases) 1800mg/day
32.7% 34.0%
All Cases (18/55) (18/53)
33.3% o e
sFas=<9.5
(3/9)
32.6%
sFas>9.5 (15/46)

X square test

vs Placebo
p value by X square test EPA-E
vs. Placebo Placebo 1800mg/day
All Cases -
sFas<9.5 -
sFas>9.5 -

Fig. 14
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[Fig. 15-1]

X square test vs Placebo

PCT/JP2014/058145

Proportion of responder Placebo EPA-E
(n of responder/n of cases) 1800mg/day
sFas=<10.0 (346/;‘ ;A; (681/ f;f;
sFas=<9.9 (346/32/; (681/;/;
sFas=<9.8 ?40/2(?; ?81/ f:f;
sFas=<9.7 ?:/f(:/; Z:/Z;A;
sFas=<9.6 ?f/%; (782/Z;A;
33.3% 0%
sFas=<9.5 (3/9)0
37.5%
sFas=<9.4 (3/8)0
37.5%
sFas=<9.3 (3,/8)o
42.9%
sFas=<9.2 (3/7)0
50.0%
sFas=<9.1 (3/5)0
50.0%
sFas=<9.0 (3/5)0
50.0%
sFas=<8.9 (3/5)‘J
50.0%
sFas=<8.8 (3/5)0
50.0% 100.0%
sFas=<8.7 (3/5)0 (3/3)0
Fig. 15
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WO 2014/142364 PCT/JP2014/058145

[Fig. 15-2]

X square test vs.Placebo

p value by X square test EPA-E
vs. Placebo Placebo 1800mg/day

sFas=<10.0 - 0.219

sFas=<9.9 - 0.219

sFas=<9.8 - 0.305

sFas=<9.7 - 0.130

sFas=<9.6 - 0.130

sFas=<9.5 -

sFas=<9.4 -

sFas=<9.3 -

sFas=<«9.2 ' -

sFas=<9.1 -

sFas=<9.0 -

sFas=<8.9 _

sFas=<8.8 _

sFas=<8.7 -

Fig. 15 continued
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WO 2014/142364 PCT/JP2014/058145
[Fig. 16]
Change of NAS score mean=*SD Placebo EPA-E
(n) 1800mg/day
All Cases 0.927+1.500 1.057+1.265
(55) (53)
Fas<95 1.000+1.491
(9)
0.913+1.501
sFas>9.5 (46)

Student’s t test vs Placebo

p value by student's t test Placebo EPA-E
vs. Placebo 1800mg/day
All Cases - 0.316
sFas=9.5 .
sFas>9.5 -
Fig. 16
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[Fig. 17]

PCT/JP2014/058145

[Fig. 18-1]

24/30

Proportion of responder Placebo EPA-E
(n of responder/n of cases) 1800mg/day
26.7% 31.9%
M30=<1500 (12/45) (15/47)
26.7% 34.9%
M30=<1000 (12/45) (15/43)
21.4% 34.9%
M30=<300 (9/42) (15/43)
23.7% 33.3%
M30=<800 (9/38) (14/42)
25.0% 32.4%
M30=<700 (9/36) (12/37)
26.6% 35.5%
M30=<600 (8/30) (11/31)
25.9% 45.5%
M30=<500 (7/27) (10/22)
p value by x square test EPA-E
vs. Placebo Placebo 1800mg/day
M30=<1500 - 0.581
M30=<1000 - 0.403
M30=<900 - 0.168
M30=<800 - 0.341
M30=<700 - 0.483
M30=<600 - 0.433
M30=<500 - 0.153
Fig. 17
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Student’s t test vs Placebo %

PCT/JP2014/058145

Proportion of responder Placebo EPA-E EPA-E
{n of responder/n of cases) 1800mg/day 2700mg/day
M301500 @i i) )
30.0% 66.6 % 50.0 %
sFas=<10.0 M30=<600 (3/10(; (6/?59‘);%? (6/12;
25.09 55.5 %
M30=500 2 /sf’ ‘ 5 /59)°
33.3% 70.0 % 61.59
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[Fig. 18-2]

X square test vs.Placebo

PCT/JP2014/058145

p value by x square test Placebo EPA-E EPA-E
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[Fig. 19]

Further Characterization of Patient Group 3: Risk Score*
Proportion of responder of Primary Endpoint
~ (NAS score =3or improve=2 across at least 2 of NAS components)

Proportion of responder Placebo EPA-E .
(n of responder/n of cases) 1800mg/day
Risk Score=<4.000 %85/220/; “ (ig/?;)
Risk Score=<3.000 %;/g;/; VQ \
Risk Score=<2.859 %2/279;’ (ﬁ;ﬁ)
X square test vs.Placebo -

Risk Score=<4.000 -

0.183

" Risk Score=<3.000

Risk Score=<2.859

- 0.186

The regression formula for prediction of presence of NASH based on sFas and M30
Risk Score=-6.4894+0.0078xM30(U/L)+0.4668xsFas(ng/mL)

(Tamimi Tl., et.al., J. Hepatol., 54, 1224-1229, 2011)

Fig. 19
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[Fig. 20]

" Parameter -
. (Baseline)

a) Tamimi Tl.,
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[Fig. 21]
EPAIAATaO  Tendency of increase in sFas < 9.5 patients
0.8 /
N N%;‘:
0 8. - ‘ sFas
P T T g / —4—Placebo=<9.5
0.5 ( [_\/‘\;V - - Placebo >9.5
04 _ ——EPA-E 1800=<9.5
“““““““ ™ ->¢-EPA-E 1800 >9.5
0.3
—#—EPA-E 2700=<9.5
0.2 - @-EPA-E 2700 >9.5
0.1 ST epep——r— |
0 i 1 H 1 i i
Baseline Day 29 Day 85 Day 169 Day 365

Fig. 21

29/30



WO 2014/142364 PCT/JP2014/058145

[Fig. 22]
EPA/AA ratio at Day365 mean=SD Placebo EPA-E EPA-E
{n) 1800mg/day 2700mg/day
All Cases 0.086+0.080 0.36240.240 0.572+0.390
€ (46) (50) (56)
. +0.
sFas=9.5 0.056£0.012
(4)
SFas>9.5 0.088+0.084 0.341+0.212 0.537+0.369
' (42) (41) (46)
Student's t test vs sFas>9.5
, EPA-E EPA-E
p value by student's t test Placebo 2700mg/day
sFas<9.5 vs sFas>9.5 0.227
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