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L T FE 5200 3 i 7 BT 3 S A I A 38 B VD s 52 A4 (PPAR) A3 ) 5=
W 712 BT IR T3 128 4 1A Bk 523038 e FH A 75 15-HEPERY 254 41 & 4 LA 75 Bir ik 52 383
YBIT BT P BTk 50

2. QAR B SR LBk 16 70, Ferb B e 1o 14 19 8 I 2 SR P 52 401 R TS 0 i L F 4
b FEELERE PR IR AT R E IR T ISR  AORE PR L IR T 4 M 44k L AR B B B R
PEIR DA SR A

3. QBUREE R LTk (19 7512 Hovb Birad 1 5-HEPE LA £950mg 32 21 000mg [ & 4775 T Frid 41
“HH

A TSR E SR LT IR I 751 , P Bl 15-HEPE 5 ik 40 & ) v 4245 1 BT A e I R 1 &2
/D#190% o

5. BRI EE SR LB R 1 J7 75, o BT iR 15-HEPE (5 BT iR 444 b A7 75 B PE B BRI A A4S |
o 8

6. QBRI E SR LT IR (77725 , o BTk 15-HEPE 5 BTk 444 A7 A IR TG T BR (1) 438

7 ABUCRIE R BT 9 7515, Hrp BT iR 1A A S AT o -3JE IR -

8. QBRI E SR LBl (1) 77323, Horp BT i F 20 SREL 6 ) i A B2 i F B RLA1IKE L
AR TR 25 Aa 54 -

9. WIRLMZER BT IR I 735, Hoh Bk 290 4608 25 mT 10 IR ik () Be 28

10 AR ZE R LTIk 1 77325, Horp B N 852 3038 4 I e s B A & S MR/ B0 i
AEZE R IZHT

L1 — B T AESZ 3 i 7 BB HH o A ) B A SE S A 500 3248 (PPAR) /i3 R
W75 Bl 77 2845 1) Frid 5203 i FH . 75 £9100mg 22 295 ¥ 1 5-HEPE R Z5 ¥ 4H & 1) LA
FE TR 52 3 Hr iy T BT Firdt 2594
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B85 15-HEPERAE A PIFEFE B A X

PRI
[0001]  AKHIIEER20154F 1 H 16 H #4811 32 [E s i 511 FP 21 562/104, 47208 J6 B, %
22 [ s I H B I A E A 28 A BRI 7 203 R AAR S

BEEEAR

[0002] S S AL B4R B B D 8006 2 A4 (PPAR) J2 A% 18 25 52 4 b8 5 R ) T A S0 A S R 7
£345 DL = Fp &L . PPARa . PPAR v . LA J2PPARB/ S . PPAR—a K S B A% H i = BE K P 3 H 2
5T R &R -PPAR- v [FIB0E 51 RE g i 2= T O HL3% 9 ] AT WA, TIPPAR-B/ S B0E
SRR NG T B AU o IR I, A2 32 AR I PPAR SRR AT B S A AT D B 7 T A2 3= 221 1 1 A

b4 B

[0003]  {E45 s 77 e rh , AR R AL 1 VR YT Bk S AL DB A S S D 0S5 A (PPAR) £
S A IE (1 L A4 TR LA B 51 o AE 25 PR 7 S, I RE R e s A e B 6 i
FUBESZ IR B R R E (0 BB R R M B AT PR E (B A I
(Huntington’s disease)) - #&AE B0 g W7 40434k A2 B BOAR B In] B3 99  BELJREAE L DA
FCEATI S BUE , BT v T R Rt 190 75 ZE 0 32 i FHZ A & W) RS2 R, BT ik Z59)
HAEMAL 155 TR TR R (N SCHERR A “15-HEPE”) .

Bfit (=135 B

[0004] K[ 17xtH T HDMS0 (0.10%) \EPAZ I (100,000nm) LA A2GW590735 (PPAR-a) \GWO742
(PPAR-6) B T k% HI]l (rosiglitazone) (PPAR-y ) AHEL, 100,000nmik JE ) 15-HEPE Z, Bg X A
ZEPPAR I B -

[0005] P& 27RH T 5DMSO (0.10%) FIEPAZ S (11,11 1nm) AHEE , 11, 11 1nmi& & 1) 15-HEPE
TG X N SSPPARK BT o

[0006] &3/~ H T 5DMS0 (0.10%) FIEPAZ. i (33, 333nm) #HEL , 33, 333nmik 1) 15-HEPE
2 BExT NZEPPARK 0 .

[0007] 475 T 5DMS0 (0.10 %) FEPAZ fE (100,000nm) AHEE , 100,000nmiK FE [ 15—
HEPE Z, g 4t N ZEPPARFT I o

[0008] &[5~ T 5DMS0 (0.10%) FIEPAZ. i (33,333nm) #HEL , 33, 333nmik 11 15-HEPE
2 BE T K B PPARK 07 .

BHEERR

[0009] AT BN iy B I SR AL MDA S SE A0 0 2 A4 (PPAR) A3 19 5 9 Al AiE ) 41
BB TTE, Pk a7 2 0 1m) A 75 200 52 6 1 20 WA & VIR sk B , ik 2
YA & Y40, 15-HEPE,

[0010] AR SChilr IR “15-HEPE” 5 16—F2 -+ 8%—5,8,11, 13, 17— T4 & - 1 5-HEPEf /R
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W4 F 9 15-0HEPA , 7] AAR 4 A4k O A 7 A M = T e (“EPA” L 15,8, 11,
14, 17- TR EL 20 :5n-3) (—F o =3JIG T HR) KA - WA SCHT I ARAE “15-HEPE” 451 72
IR BIER Wl 15-3 - 5,8, 11,13, 17-TiM ) (¥ 15-HEPE M/ B H 252 |- 7]
P2 R 2 AR BT IA Y B AT — PR VR A4 - T LA H 15-HEPERI AT AL ok AR
B, RE XA QB> 15-HEPER BT AT AE AL B4 o £ — 2Lt )T 2, BTk 15-HEPE
DL B R E 20 A o B, ZE A4S & B v A T L 5-HEPE ) 25 2% | AT 43252 O R Bk 46 o #F — B8 5L
T &R, Brid 15-HEPE £ Cr-abE 2 lE 1 JE 2 AR BB 2. BE T X
[0011] BRI, AE AR B — AN J5 1, 3 i 1 — Bl 7 52 3038 R PPAR ST 5 (1) 5% Jo3 B iE 1)
J73% BTk 7 1A FE 1] BT ik 523 35 it VG T A A E A 15-HEPER A & W) o FE45 PP SE Tt 7
Zrh, FrRPPARA Y T IR o BRI IE e I < JR B 3R SR P 52 400 AR B e (B A S 2 20080)
PREEIBAT I (9] 40 = S [ 9) DA % 28 SE VR 5
[0012] AR B 1 15-HEPEE AL {5 15-HEPEM H & ¥ F T fili& FH TG JTPPARAY 2 (1) =
T BT E 1) 25 W0 ) P38 5 T 3R 2 9 B30T i A1) 4 I A = B Pk 52 40 AR T s il (i A £
IR PREIBAT PEIRIE (19 =5 S me) DA S JERE PR o
[0013]  {E 5 — A5, ARHIRME T —FZAMAEM, TR AMHEMETIHIT AR E
[¥)15-HEPE o Ffrid 15-HEPE A] LA s i 2 A4 v LA S QAR ST ok (59 777 600 A s v — 1) 3 2500
PERY o TR 1 5-HEPE ] DA ME— (35 PR R 7 o BUE, Bk 15-HEPER] LA 5 H TR JTPPARS 7
1) 92 9 B I o 1140 HE 82 24 790 4H A FH T3 () o B [0 Tt P o 4 S S22 ) g A 3 e ) 5 B4
Frik 15-HEPE AT DA 3 ] e il Bl BR AN 77 & B o7 B ] AR P /i e A~ 22 2 = B4 DA T
I A BT -
[0014] A BHAb 42 £ 7 15-HEPE R il 57 F06D 75 1 5-HEPE 1) fill 771 LA S AT 1% 26 il 57) v 97
PPARS N F (I IR BIURIE I 7 V25 o
[0015]  15-HEPEE FM 4+ FF H AT L (S) %Ak Ek (R) -4 i Ag I B L SN e iR 598
AT FH o 1A SR I “15-HEPE” 49,45 BT A7 3X A58 (1) % 2 I 78 37 A4 o e 14 77 10 94 A7 R 1]« 7 73
— ANt &, BTk 15-HEPEALFE (S) B : 15 (S) —¥ 3k (57,87, 117, 13E,172) -+ HR Fi
IR o A — LS ST 5 B, TR 1 5-HEPE W] LA ZL a0 T 2048 FH o 72 e sty =, Tk 15—
HEPER] LAV S B X H .
[0016] A B ERAL T — A H T D RIEE M ZMA S, ik 23 A 5485 15-HEPE.
ZH AW UAE 2% BTS2 IR A1) Bk 15-HEPER] B 2 a0 A STk (AR T2 X P
& 15-HEPEA] BL £150mg & £13000mg A7 7F -
[0017]  BRAE S 4ME X, 5 WA B Br A SR ARE B2 ARE T A 15 LS AR K
FIt Ja A0 ) 7 3 2 AR N S8R BT 7 I 7 SOAH [R] o SR8 AT DA AE S A R BH HR AT 5 A SO B
T () 77 32 RO AR AR S5 (R (1) 7 V5 AR L ABAE R SCHER T A & B 7 A R AR SR 3
I ETA AR B RIHRAE BRI, K& B 22 S0k B wfkh DL 51 IR 7 OB AR AN RS AT
JERIE DL B UL ARS8 SCPE N A UL I A5 9 HE o BhAh , AR SCRTIR A KL 512 DA B S it 441
U PR I BA B AR 6T
[0018]  HRHELA T VEAN UL , AR B I H SRR AL e 48 3o 1 25 WL

M EY
[0019] B AR AR BH BB A% DA 35 PR AR T, (LR AR th DA 0h 5 1 S it 77 48 149 146 B T 1224

4
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TR IS, AR TR N A2 AR R B IR 20 48 i B, i AS 2 R AR e B R T P i B ) L A4 52
Tt J5 8 o b R U7 (RS DL $R AL, FF H AR 4 8 R g DL AEART 7 0P il 48 % B o FEATAT
Pl B UL B I S it 7 58 AT DA S ARART FLE AR Bl B ) SE Tt 7 SR A .
[0020]  ERAE 3 HMERBATE e , 15 W0IAS HHAE R BT AR 0 1) 25 P e 24 R B8 3 g R R it
ABMAEL » 50201 [75) P 3R Y0 P ) e /DB AN s R ABLIR TR 35 2 BT 380 1) 1 “407 o LA IX 7 =X, AT DAATE
FAAEXS T B i B R 32 A e ST 5 BT IR B L AR T AH R 0 45 SR ek, YE I 1 A = AEAE
N ], P 3 468 0 R A4 BT A 1) e /DML s R AL 2 ) P A — ML DA S AT DA FH X 264
TE BRI ATARTYE ] o AR SR A FF 1 AT LA I Ik B i 508 K A ART JHE 2 B i 1 B0 48 P T2 R ) A
A AT LL 2 (BL AT X RE R EE 2R JE D o DR, ARSI RN G0 T R 2, VR 2 IX B
[PIEE 2 L JE ] AR bE 22 1) e AT DA BH #f kb B A SCRr I BUE 5 L HF HAERT A LT,
IXFERI L 22 JE DA S b 2 TERARER T AR BB & Phak i 7 %o
15§23 R TG IR
[0021]  FE—ASLiE )7 &9, A K HINAH AV 5 15-HEPE/E TG 1 43 - 15-HEPEZ 1552
R IEBINA S, 2 = TR TUERE EPA) AR 8, 7T LAZS FH AR A1 O A 772k
ARG I IR TUATR 2 5 T 16— M85 & 8 - A SO - ARE “15-HEPE” 451 2 2 iF
BRI (01532 — 13 T ER) 1) 15-HEPE RN /BY Hi 22 b nl$232 (K G 25 5 sk 26
BT AR W 5 AT — A IR A . AT DA fE A5 -HEPERI T AE Mok AR B , RE IX A B 8D
15-HEPE [ F FE AF AT AT AL S W) AEAR KNI 5T, RiE 2y BT B2 107 B 4a % &
(K1) LA 7 AN A2 (R 32 B R B B S A A e A A ELAE F
[0022]  FE—ANSEfiti )7 R, i 15-HEPE 2 BRI 2 3 (FEA SCH 4 FK NE-15-HEPESY £, 3 -
15-HEPE) o /£ 3 —A 5Lt /7 270 , FTid 15-HEPEAL 5 1 5-HEPE ) C1—Cs e FE B o 7F 55— NS it /7
Zr, BT 15-HEPEAS 5 1 5-HEPE FR B . 1 5-HEPE P i . B 1 5-HEPE | B& o £E 5 o — AN SE it 7 %
il 15-HEPEALFE 6 2238 1 15 (S) 83~ (5Z,8Z, 117 ,13E,177) — — T Bk TLIR R » IX i 57
PRI LA F3R T A AT — AT
[0023]  7E 55— ANSEhE Ty &=, Brid 1 5-HEPEAL$5 1 5-HEPE4E £ L 15-HEPEH yi—Hg . H il —
BEECH i = B E 1 5-HEPE R TA] B BRER £k L B 1 5-HEPE ) iF B R T 2o
[0024]  FER PPy SH, AR IR AL T A5 15-HEPERI 25440 & » 461 a0 mT 11 iRt 15 1)
HAEW AL —NSLHE T B, Frid A AW E R IT B E N 15-HEPE A — AL 7, B
R EMEEL0. 1 HEE% ELEEY LI HEHEX ELISHEE % LI5HEE % £ 490
& % [ 15-HEPE,
[0025]  7E—ANsSERt Ty B, TR A G E L R /DATOE S % B /D80 H & % Bl
F /D190 H & % (K 15-HEPEAE — L7 B, T A A MBS 2 DL50HE &% 2
NG0B % (/DA TOHE B % B /D LS80 & % B /4190 H & % 1) 15-1EPE
[0026] £ 53— AL s &, 15-HEPELL W T B|AFAE T AR B AH AW : Z91mg 2 210,
000mg . 25mg 2 £)7500mg « £ 25mg £ £75000mg . Z150mg 2 £15000mg . Z150mg £ £)3000mg . Z]
75mg & £]2500mg » B, £7100mg 5= £71000mg , {51 {121 25mg « £50mg » £)75mg « £7100mg » £J125mg
#£1150mg £J175mg - £1200mg « £1225mg » £1250mg » £]275mg « £)300mg . £]325mg . £]350mg « £
375mg . £1400mg « £)425mg . £1450mg . £)475mg . Z1500mg « £1525mg . £)550mg . £)575mg 4
600mg . £1625mg \ £1650mg  £]675mg . £1700mg . £)725mg . £)750mg £ 775mg . £)800mg . £
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825mg . Z1850mg « ZJ875mg - £1900mg . £]925mg » Z]1950mg . £J975mg~ £J1000mg -+ £)1025mg £
1050mg . £)1075mg£J1100mg . £J1025mg £J1050mg . £J1075mg £)1200mg . £J1225mg . ]
1250mg . £)1275mg £)1300mg . £J1325mg« £)1350mg . £J1375mg £)1400mg . £J1425mg . Z]
1450mg . £J1475mg Z]1500mg . £ 1525mg  £)1550mg £J1575mg . £]1600mg  £]1625mg ]
1650mg . £)1675mgZJ1700mg . £ 1725mg £J1750mg . ZJ1775mg . £]1800mg . £]1825mg . £
1850mg . £)1875mg~ ZJ1900mg . £]1925mg £11950mg . £J1975mg . £J2000mg « £12025mg - £
2050mg . £)2075mg . £J2100mg £)2125mg . £J2150mg £)2175mg . £12200mg . £)2225mg « £]
2250mg . £)2275mg . £]2300mg \ £)2325mg . £12350mg . £)2375mg . £12400mg » £)2425mg « £]
2450mg « £)2475mg E{ £12500mg .
[0027]  FE—ANSLiE T B, AR A S AR 15-HEPEE & £ /D90 HE & % 115
HEPE OR ¥ “15-HEPE” ££ 4R SUH 8 Uzl EH) o 15-HEPEZH A4 m] DA A0 5 3 22 5 s 4 2 1)
15-HEPE, 1 {1 %2 /095 5 & % [1 1 5-HEPEEY 42 /97 & % [1) 1 5-HEPE , H 1 Fri& 1 5-HEPE 42 41
A [ 3R 1 15-HEPE R AEA T2 2K o 15-HEPE R 21 B2 AT BA FH A SC B fe L1 1 5-HEPE R AEA7] 18
ket — P IR (4% 543 AT o
[0028] [ itk T AWM A W) 15-HEPER & AEA T 265 o 06 75 I8 iy B AN S AT 1Y A ik
(1) 14 5T {15 1 5-HEPEZH & W ] LA >k 3 0 75 18 o7 B AU 40 0k mh 110 8 06 75 T 0 IR ) 358
e
[0029]  FE—ADLHEHT R, ARHKAEMETAAZTA0EES AL TLIEE% .
AN TYBEEXL AZTATEER AZTH6HES ANZTASEEY A2 TH4E
BEUN NAEZTLBEES ASAZTLR2EEU AZTHIEE% BAZTL0.5HE K H
‘B o -3, BT FRER /B VYR B . — T =ik oS Hiie (DHA) BT A o A8 H e s
T, HEAR BB AR S o 381 .
[0030]  7E 5 — NS 77 9, 15-HEPE 5 AR B 20 G40 A7 A 1 BT A T D B 1) &2 /4
60 & % FE/DAT0OEE % . B/ A80H & % E /D90 H &% . B /D495 H 8B %  F /04197
HE% . 2/DA98H &% 2 /DZ)99H & % (B 100 H 5 % .
[0031] W] EEAFAER H 15-HEPER & Bl — AR — TR A IR - 7T AE/EA 2 T 2910
FEB NEZTLIEER NSLZTLASEEY AL THATEES AL TLCEE% AEZT
ZISHEU AL TLYIEES AL TLBEEX AL TLREEY AL THIEEY (B
ANZ T 0. 58 & % WEPA BT , A EAFEAEBAMEAE 2% A iz o it R
IEPA

Ty R T
[0032]  ZE—ANSETt Ty 2, ek 20 WA & V0 8, 5 — R a2 M 53 A B TS PR o £E— SR
772, TR A MA S A SN &N HAMTE TR, ik &/ T AR — B A A
BITAHRE AL B, T A A5 W &0 A/MTE R rd &% T
BOR T ZARIN— R A AR T AR E .
[0033]  EPAA B 7E3647FLDT [ HA A s M IF B AR — B MESE T 20, A fels
15-HEPESEPAZH & .
[0034]  FE—/NSEJE 7 Z2, 15-HEPEFI— BhE 2 Bhik 14 771 LA 15-HEPE : S5 4MW 257 T
HEW AT AR AEA Y B L F A : £01: 100082251000 1. 2491:5002 21500 1,



CON 107405324 A w Bg B 5/10 7

ZI1: 1002 29100: 1. 491 :50 8 4)50: 1. 4)1:25 8 24525: 1. 41 : 108 4910: 1. 41 :5 8 4)5: 1.4
1:4FZ)4: 1 Z41: 358 4)3: 1. 41 : 28 4)2: 1541 : 1.

S B!
[0035]  FH-T-AR HE A & FFA% 9 20 A W mT LA B il |l — AN B 2 AN 50 & B A7 o R T &=
fir (dose unit)” Fl“FIE B A7 (dosage unit)” FEA IR R AU AR —H 5, %84
A TE T Bk F AR SRR FI I 2 06T 7 X FE R A& AL m] LR — IR B 2R
EP LR ELIL0IK IR ESIK IR B 6IR  LIR BARBL IR Z29K) Tt FH VB LA 51 VA7 i ST 7
JHE 22 IR 20t FH
[0036]  7E— LSty S, AR I B -5 400 8 AT 1 R 28 1) R0 A B & SR A ) TR 2
T 1 2R 1) = IR ] P S KR ) (8 R B e T e VR R RS a3 A R IELRES
FIEE) HE R B FE (19 T ¢ B s e B el P I s e BRHPMC S 38) W /N4 3 e 59 B
FS FUFR VR VR il 771) AR R B R & A T 1 AR iE AT AT L T A R A AR T
L7 AT Mgt 7 AE AR SRR AT AR T IR 332 , e BTk 24 5 B A W R 332 R T I
S I TR, To v Bk 24 55 B A 2 1 4 G TR 3K AT b, sk e FH R T i R A &
TERH .
[0037] B, A KRHIAEGYER g G H T LB W /"3 8U 8 7 (BT L
P K A DA B L R A BRI IR
[0038]  FEIRIAA K BH 40 AW 15-HEPER) &I, 3X W] LA 43 Bl LA 77U 2L o 78 1 kit FH )
FURE T3 100 A7 75 PR i1l o 01 2R 5240 K B e FH 1 g 2241 15-HEPE , AL AiX 7] LAJE it i 2 41
WEHER TE N, BE— MR BRI 1 g 15-HEPE
[0039] AR B 4 A W] LA 22 450 e EL M N IR V04 77 2R i) & o 5 (1) T2 B AT TR DA
TEFINZ T 5 BYBCRHE G o A 38 I A 751 28 14 = PR ail P S 00) 6,58 s VAR B AR Tt 51
WK VRAA=C FR i 795
[0040]  7E F—ANSEE T B, AR B A G W8 & — Pk 2 PP 22 bl 852 I IRIE 71
ARAE Dy Bl IR A R AR SCR AR AR 5 ARV T R AT 5, Fridk 4 o A FHT
[] 52 G 3 1 6 VE T ) B AR BN VB I N 2 251 20 5 10 b DL ek e 10 b 28 B4 A7
PEBAE VPO B T A AW B A7 A E TR I A AT 2 s s S H 45+
(1) H e H o A ELAE A SR UL, iR AR A 29 A S W] LA BL T & B Y —
PRS2 s PSR 2 0 14 700 S 77 FE 700 RO 7)o 700 KGR B =2 BRI BA AR e
o
[0041]  FE—ASZHETT =, TR 29 AW & — FhE 2 Py A7), InPu sk MR KR Ad
R BUIR I PR AR AR I 6~ a— 2 B W SCHO ORI 72 B BT 2R R 4 AQ1O B 4l 28 et o . L&
R RN BEFILRRI-WEFIRES ECCO) A2y (GTP) K KHEI R IS [ 27 EE
%R AR EUY) R R S R 25 1 (pyenogenol) JABEREES AE — AN St v, Tk
YU EMEEL0.01 EE% EL2H & % K HEF, HIZ0.01 EE% . ZL0.02F
=% 20.03EHE% . £0.04FH &% . £J0.05FH =% . 2J0. 06 H = % . £70. 07 H & % . £J0.08
BFE%Z0.09EHE% L0, |HE% 40 11 EFE % 290.12E 5% .20, I3HEE % . £0. 14
HE% 0. 15HE% L0, 16 E % L0, ITHEE % Z0.18FH 5% . £0. 19 2% . £)0.2
HE% 021 HEE % Z0.22HE % Z)0.23FHE % 0. 24 FHE % £0.25FH & % . 4]

7
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0.26 5% 20.27TH & % . £J0. 28 =% 20. 29 8H & % . £J0. 3H &= % . £J0. 31 H = % . 2
0.328H &% .20.33E =% 2J0.34HE =% £J0.35H & % . £0.36 H =% . £J0.37TH =% .
210.38H & % £)0.39H T % L0 4HE% . £0. 41 H & % . £)0. 425 5 % . 20 . 43EE % .
Z10. 44 EFE % Z10. 45 H & % 2046 FH & % . £0.47TH & % . £J0.48FH & % . £)0. 49 H
% A0 5H &% Z0.51 HE % £0.52H & % . £)0.53H & % . £4)0. 54 H & % . £0. 55 H
=% 20.56H &8 % . 20.57TH 5 % £)0.58H & % . £0.59H & % . £0.6 HE % . £J0.61 H
% 210.62EE % A410.63HEE% A0.64FEE % . Z40.65FH E % . £0.66 H &% . £]0.67
HE% 2)0.68HE % 20.69FH &% Z0.7THEE% 0. TIHE % . 20. 72H £ % . £0.73
HE% A0.TAEE % ZA0.75HE % A0. 76 HE % . L0. TTHE % . £0.78EH & % . 4]
0.79FEE % ZJ0.8HE% . Z£J0.81 HE % £)0.82FH & % . £J0.83H & % . 4)0.84FH & % . 4
0.85H &= % 20.86H & % £J0.87TH &= % . £0. 88 H & % . £J0.89H & % . £J0. 9H = % . £
0.91HE % 20.92EH =% £J0.93EH =% £J0.94HE & % . 20.95H =% . £J0.96 H = % .
ZJ0.97TH & % 0. 98E &% L0. 9 =%  LIHEE% L. 1EHEE% L1.2EE % .4
1.3EE% A1 4HEE% A1 .5EE% ZL1.6EHEE% L] TEE% 41.8FE=% . 41.95H
=% VB2 & % N PRE 2 Rl s A

BITITE
[0042]  ZASCHr A FF A -G PR i )R] LA T35 97 PPARS Y 3 (1) 5 98 B IE o« 72— DN SR i 77
ZEHh, BTk PPARAY 5 () 5 9 BRI HE 448 1 ok i 2% U MR 52 400 AR T s e (g R B 20080
AR YAl PPEER AT VERAE (191 0 ML)  SORE TR0 g DT 4 434k L A2 B BRCAR B i
PIR  IEHERE DA B EAT T J5 180
[0043]  AE—ASEHE T R, RQ TR T — M AESZ 3 TR T R/ BT R 2 U
SARBIIT % BT iR T ik AR ) BT IR 52 3 it A AR R A 15-HEPER 4 &4 o 75— LL Sl
7 =, Bk 5 1A AR AR i FH AR 4925 1 5-HEPE i 40 &) 2 Wi 1 58 T ik 32 3R 2 6 il i &=
FRUBAT /B 7 AR R B 2 U PR I UGS
[0044]  AE— LT R, AN TR T — P e S v T A/ B AR R N U7V
FIiR 77 12048 ) ik 532360 35 it A = A5 15-HEPER 2 G W) o /E — LS 77 S8, prik
D728 A4 AE it FH BT IR A9 75 15-HEPE ) 2H 5 4) < Wl 1 5 P it 523X 2 A6 A R g o A/ BA A6
T 9 1 AU
[0045]  fE—ANSEj Ty R, RN FFRAL T — PhE 2 Hhis T A/ BIRP RERE I T v B
IR VRS ) A 52 i A A= A8 1 5-HEPERI 2 &4 o A8 — B8 s it 5 &b, ik
EIE RS 7R BT IR 5 15-HEPER 2 & W0 < B 0 08 PIrak 52 35 S s iE A/ B0 A
(R RS o 7 —BE Lt Ty 22 0, T e A2 B i o 7E — SE STt Ty 22, Bk J2 e 2 R A R
I o
[0046]  fE—ANSEE T R, R A TSRt 1 — P e 2 i3 iR T A/ BB M AIRAT MR
SIE ) T732% , Bk 77 1A 85 1] Bk 52 6035 it A A= 945 15-HEPER A G 1) o 7 — LE STt 7
R, BIFR 5 A A it Tk A 2 1 5-HEPE I 40 &) 2 Wi i 58 Pk 32 i s g P48
AT TR IE A/ B AR R IR AT PRI 1 RURSE o 72— LE STt 7 B, IR SR B AT VR IE & 5
SE LRI -
[0047]  AE—ANSEHETT P, R QTR T — M AESZ 33 TR T A/ BRI 2ERE T4 59 1
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J3VE S FIT IR J5 v 4 18] Pk 526 3 i A AR AL 5 L 5-HEPERY L& W) - £E — B SK i Jy 56
H, BITIR J7 V8 A AE e AT IR A0 75 15-HEPE [ 2 & W) < 1 1 08 T il 32 3 B J8nE MR IR
T F/ BRCAT B8 JRE PR o FE RS

[0048]  FE—ANSEHETT SR, AR A TFERAE T — B AESZ X TRy TOR /B s U 4 1k
TRRE I T332, BTk 7 A4 1m) B ik 3243 it F A 2R A2 1 5-HEPERI A &4 o £ — L8 5K il
7w, Brid 7 i AR AR it F B iR 422 15-HEPE I 41 A4 < 0 4 o2 B i 3238 & A Hg
1 JH 23 A T i R/ BT ST T 4 4 A i ) IR

[0049]  FE—ANSERfE ) Zrh , A A FHRAL T —MAES2 3 hif T A/ BB AL B B B i
FRER) 7325 Tk J7 2 45 1) Ik 32438 T A R I A5 15-HEPER A &4 - £ — S8 SK it U
L, Brid i AR i H PriA 8 15-HEPER A AW 2 vl #f e ik 52 iR & H £ B Bk
B i) REUR /B 7 AR A B B B ] R RS

[0050]  7E—ANSEEJy b, AATHRAL T —MhAESZ p0E a7 A BB AR U B
AT VA B AE M BT 52 e A S E A5 15-HEPER A &4  AE — S8 5L 5 R vh, Frid 77
VEIG A AE T ik A0 5 1 5-HEPE B 4L & M . Al 1 78 Jirad 32 6l 3 S R/ B R
T DRSS o

[0051]  AE—ASEHEJT b, A NTHRAL | — e 32 50 by A/ B B RERERE Y 52
JIrad 520 45 0] P ik 32 e A AR ) 5 15-HEPERI A 54 o 2 — LS8 i 7 &b, irik
TG FE AL B FTIA A, 5 1 5-HEPE I 2065 W) Wl A 58 P idk 52 a3 A& R JRE ) A/ B0FT A2 45
JIESPHE R XSS o

[0052] G SCHT HIf “YR9T (treating) ” B “VRYT (treatment) ” Foiv ok « B O 22 /D
oy MR - (1) FRB ik B0 903 i B 100 » R4 22 e T B 5 S8 i 00  Joa ik B0 4 » 1B
1) A 52 BRI HH BT IR 08 99 i B 450 PR E LR 1) Ul 7L B AS 77 A BT 3 5 996 o i B 5
(I ARIEIR 5 (2) #0H BT IR 9 e B 400 » BT BEL 1 Bk 2D BT I 995 L J i B 0 B 1Y)
et ARIEIR () 7 A 5 B (3) G BT 5 o T ik« B O, RS B o 5 1 T i B0 0 BB 1) i
PRIEIR VAR o 5% T 45 58 B P00 BRI E [ ARG “TIR” =48 « AR R AR I G &0 T By gk
T FT 067 A4 5 B 1L 7] 58 2y ST IR o E BRI 5 AHL A i AR 12 Wi Dy S8 AT I o o hE BP9 (1) 52
T KA TR PR BURAE A/ BUAE L RAFAER G 60 T BT LR me /R RE i — P K e

[0053]  fnASCRT I “A 20&” Fe R 2 Tm el A a2 X W TR T E TR & . Ak
SCHT ) YR 9T A BCE” 1R 2 it I 25 7 B S 2 81 &, Iind A MIRE k-
RSP IR IT R RAE  BUR DL AER T B — DB A AE— B2 T b, 45 2 R
1/ BRZE APIR HAAAE VRER B9 DR B ) 3 e B A 4] HL 8 e 30 B ) 508 o 28 451 R i, £
—Be sty Z b, TR FIE R AR S BRI A S AT S I A S VR A
ik BERAS B B RIS B0 T AR5 R IR tH Bl PR 2 25 i/ i /e ) & A2 — S8 SK T Uy
S AT B0 R & 2 B A ROCET S A T E I S A R B R B E B  RE
VI SR AR TR A AR AR SE T R ARSI AR E ), Ik (A) BL
1 (D SV “F R Je A SR BB 1 25 38/ B0 T eE s Al 2R A R 2
YERBE AR BRI R, RS T AER &, “H 3R BRI A SR R 2l T e, X
e PR N AE 2 B A8 AR —SRB O0 ITiR yT RR O0 FTia T R e A T AR
AR AL T3 e T %) SR W T A A 28 St o AE AR BB 50T, Rl 252 Ll 052 17 AR IS
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R A= AT B2 (0 2 R I S s S A A el 5 A EAER .
[0054]  FEVRA B DU RSO T , P545 AR U B BN 52 AT P A HT A Ui BT
B0 B A S e A7) Sk ) 4% RN R FH AR A R IR 25 70 DA B S it 2 SRAR AP (1 7 7 SR 6 DA R TAE SR it
BILAA BTS2 AR A FF 3 HASRE 244800 DAATAR] 77 2BR il A 2 FF B AR 4

i it 451

S 1 1 : PPARBAEN N Tk
[0055]  IXANSRiti 3R B T 15-HEPEFE 77 & M 7 (i1 2% Hh A0 AR 771 & 22 0 /g 771 &6 A ZKPPARa,
PPARS . BA J2PPAR v EL A5 8l G 14, I HL7E 5] & 7 il 28 v 7 v 25 5] 8 28 W R 26 K
SR PPARa \PPARS ., L X PPAR v LA 48 & &5 vt 5 S sh i Pk

IR ary
[0056]  ZWER A T LA RE M, ik g RG220, TR G2 EaE5 555
PENFEZ A% (hPPARa hPPARS . LA JZhPPAR v ) FIUK BR 4% 52 44 (rPPARa . rPPARS. A JrPPAR
V) WG AR &5 £ 45 A A A (NS B Ga 1 ADNA LS 7 45 FA3 » 751X AN St 491 A Bir FH R 3 25 3 4
A5 5Gald L IEes 7P hEe i Be M K e e RN

1.2777%
[0057] it R4 1 40 B T 5 A 10 %6 AW B AL ZRFBS I 4 i [l ie 3 572 55 (CRM) HH ¥ 1001L&E
TR B2 1 296 FLAR 18 B — AL SR BEAT A2 52 AR 0 5E o A3 F 75 A 10 % R W Bt b FEFBSIH
WA By 7= 5L (COM) A BRI A B AR “2 XK 2 I R 57 Bk o AEIX — R D IR 2
JE SERIHE100uL K B — P 1 5 B 2 X IR BE AL B B 32 0 BE (B2 — 3= A40) BG4 25 4
JLF 0 52 FL A
[0058]  7E37°CH & 24/NIF 2 )i , 7725 AL RS R AL O L00RL I %6 't 2 B AG IS 700 SIS s
B — AL I BN — AL ERLULA A 2 4% 52 A TS M

1.34%5
[0059]  15-HEPE (£, () —XJWLAR) B SIFIE 4 Ron T FRIP O THE, R T
15-HEPE 1) AH S 155 48, 7 B 5 AAEP A 2 B8 140 38 a0 770 D0 s 45 3L o 1S4 F A4 (DMSO) 19 52
g BB EEE I GETE=1.0) .

R 1A T BEN P EI B Eh I e 45 R

8/10 7T

BEEK (AT 0.10% DMSO)
nM hWPPAR-o | hPPAR-5 | hPPARsy | rPPAR-a | rPPAR-6 | rPPARy
o 137 0.90 1.4 1.0 1.1 1.3 12
E 412 L1 2.1% 1.1 12 15 1.2
; 1,235 1.1 2.1% 1.3 1.2 L6 14
3,704 2.1% 2.4% L5 1.4 1.8 1.4

10
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11,111 4.2% 5.6% 2.1% 1.7 2.4* 1.8
33.333 6.8% 4.1% 3.6% 2.6* 2.7% 3.5*
100,000 5,0% 8.0% 6.1% 1.4 7.2% 10*
300,000 0.98 0.073 0.027 0.068 1.9 14*

137 0.88 1.2 0.90 1.3 1.3 0.90

412 1.0 1.2 0.94 1.3 1.3 0.94

1,235 0.90 1.3 0.94 1.3 1.2 0.99

3 3,704 0.89 1.5 0.88 1.3 1.5 097
=t 0.86 1.4 1.0 1.4 1.4 0.97
33,333 0.95 1.8 0.78 1.3 15 | 099
100,000 1.1 2.6* 1.2 1.3 2.0 1.0
300,000 2.0% 3.8% 2.8% 1.5 3.6% 2.1%

*BA Gt B2 GHEE TEAYD) S

SE it 451 2 : PPARTE HL 771 A1 2 e 22 3 4
[0060]  IX ALt 2 B T 15-HEPE £, B AE B i (1) D iR 2 X A SEPPARFIK B PPARZR B tH
BH 2 0 1], T EPA 2 BE A A7 22 D0 HE S ABL R 4 3

2. st st
[0061]  iZWFFR A T LA WA G, Bk 4 215 25 & 2K, ik 24 2608 5 7
PN %S A% (hPPARahPPARS . LA JZhPPAR v ) UK BR A% 52 44 (rPPARa. rPPARS. DA S rPPAR
V) WITCAR &5 £ 45 A R A AN Bt Ga 1 ADNA LS 4 45 FA3 753X AN St 491 A Bir FH ) 3 25 A
5 HGald B EEE 7 7 Dhse e e )l K U e R L A

2. 2771k
[0062]  JEIEREHR A5 S LB TFAE S A 10 % MR B AL BEFBSIF) CRMA SR BHAT 122 52 4 I 52 - SR 5
W2 X ECBOME FE 3T 4 (19 2 5 S sh 7 as N2 4 2 40 i B b, 9 BB 100uL iR &4 73 T
B A 96 FUAR [ FLH oA F 575 10 % W B AL FRFBSHI AL & W i 1 55 5% 3 (CSM) AR ik Ak
GHPUAT A 2 X IR T AL R BRI AR IX — MR D IR 2 S5 S RS 100uL I B — PP 1 W R (1)
2X IR AL SR BT (F— R =) IR GRS gl i i il 2 FL .
[0063]  7E37°CHF & 247N Z J& , 37 2 A B RS 5 58 W B — AL FHLOMER PR PP — K 5 R
Je BN INLCMJE A o 7237 “CHF & 3093 Bh 2 Jim » W52 56 DA 8 5 41 I 5 L I A X0V 4 B 20 28
J5 7L LMY I HUK 1000l 2 R A SR AR i B — N Lh M — N LE &
RLUBA 58 1% 52 A4 05 14

2.3%45
[0064]  15-HEPE (Z.fi5, (S) —%fWRAk) (7G4 2 AR E S R e T TR2H N T
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iR

B

10/10 L

FLAE, 37 th T 15-HEPE R AHRL 1 5-HE 28 5 B8 A A EPA 2L BRI B 90 2 45 2R o (U TN

(DMSO) [ &5 SR Bdhs V1 — Ak (i %6 = 0% s 75 41l %6 = 100%)

R2: ML THA ) (0. 10 % DMSO) F) 355 4H L 2 FAFE 70 2 45 2R

WPPAR-o hPPAR-6 hPPAR-y rPPAR-a rPPAR-H rPPAR-y
oM 1 In%  LC% | In% | LC% | In% | LC% | In% | LC% | In% | LC% | In% | LC%
137 49 | 96 |068 | 95 17 86 | 42 | 89 | 25 | 99 10 98
412 21 94 |77 | 98 |o87 | 99 | 26 | 98 | 1.5 | 97 | -13 | 101
w b 1235 |13 | 19 ] -1 | 99 |14 | 101 | 25 | 97 |18 | 98 |-76 | 10
% 3704 | 14 | 120 | <10 | 100 | 46 | 101 | 21 99 | 68 | 99 | 6.7 | 100
g 11} 14 | 17 | -1 | 101 |-042] 100 | 21 99 | 12 | 100 | 41 | 101
33333 | 26 | 115 | 16 | 101 | 52 | 99 | 3% | 98 | 26 | 100 | 84 | 101
100,000 | 40 | 69 29 | ot | 44 o1 79 76 58 99 % | 99
300,000 83 | 35 J 100 | 77 [ 100 | 49 [100 | 31 f1oo | 50 | 93 91

e
g 137 35 99 | -34 | 97 13 88 | sl 89 | 26 | 100 | 96 | 97
il B 20 | 93 |89 97 | 38 | 99 [ 20 | 98 |40 | 94 |-74 | 101
1,235 | 18 | 113 | -55 | 99 | -80 | 101 | 57 | 102 | 57 | 98 | -73 | 102
3,704 | 17 | 112 | <15 | 100 | <11 | 101 | 42 | 103 | 81 | 95 |-055| 101
i | it | 16 |79 | 101 | -84 | 101 | 47 | 102 | 3.7 | 100 | 2.8 | 100
33333 | 10 | 112 J-18 | 100 | 29 | 102 [ 14 | 100 | 72 | 99 | 50 | 101
100,000 71 | 96 | -68 | 103 |-0.50 | 103 | 13 93 10 | 1ot | 62 | 98
300,000 | 28 | 80 11| 103 | 30 92 | 36 | 94 | 36 | 12 | 70 | 102

In% =#HELT0. 10 % DMSO (=0 %) Xof 3 277 M 1) 52 A4 i 1A ) 47171 %6
LC% =AHHEL T°0. 10%DMSO (= 100 %) 1175 41 . %

12
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