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111, 15= =58 -9 a - 25 -2, 3,4, 5= I IERT 41 -1, 20— IR BT AR TE i) £ WLAZ P 9%
s B2 W0 s AR 6 b A R 34, G A e i A2 3R AR 2 B R R FE S R R 11, 15—
A9 a - -2, 3,4, 5~ WU IERTA —1, 20— RS Sk AT I 52 SEBLAT IR 2 Wil 52 , JF H AL
JIT I VAR P 503 A 1EAT PEUE FRAS BURE S Se R WUE AN RAE Ry BPVE FR A8 RAE L 1 JH
I ZINUE FRAS RE SR B VS 72 A R .

2. UMLK | Pk k) A 3, rpotl i iy OB i — 5 T BT T 2 N 2 V25 i
SRP IR S P2 N 52 25 5 S B ¥ IR G 90 W BRI 2 v BRI AT 11, 15— 5K 9 a - R
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3. W BUR) E SR 1P &R i A &, o g R R & AR 1L, 15— A 9a- R
5-2,3,4,5- PUIERTA -1, 20— —IRIHUAE AR ICH 11, 15— —4 -9 a - 2% -2, 3,4, 5- /Y
EATA) -1, 20— B8, DL AR 77 B2k A P e BR A A Pu A4 A o 30 B VL DL AR B b i
1) 11, 15— 4 -9 a — 255 -2, 3,4, 5- WWIE AT 41 —1, 20— BRI A R~ 02009 BE 1) b 1A
11, 15- =58 -9 a - 355 -2, 3,4, 5- U IERTA 1, 20— &, EIA HIHIJEM . BIA F 2T
(b 1 Ff,

411, 16- =58 -9 a - 325 -2, 3, 4, 5= TUIERTA) —1, 20— —FR I HUARAE H 28 AR PR v
[R36 T 290/ BORTT T3 RIZAR TENAN / 8CA) e AR &b i A ag, Horbod sk s Sz IR A
SRS R 11, 15— 5 -9 a - B3k -2, 3,4, 5- TIERT41 1, 20— R & &3 T I
SESEIVATT 2R/ SR TT 7R BRI / s , I H AL A BT IR WLAR PR A AT 1
WS FRAS RE SE R PENUE F2AS RE B B VS 75 A RAE 1A BE RIS F2 A8 ROE sl VLR
BEHENEFRA RAE,

5. UMLK 4 Pk iy FH i, rpotd i iy OB E i — 5 T T2 « T 2 N 2 25 i
SRR SR B N 3 V5 I B B2 I ¥ TR 5 WA BRI v BRI AT 11, 15— 5 9 a - 7
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AR B 7R L RGRTr R A E 77 7%

B
[0001] A< W9 B WLAZHE 5 1) - A0 7 i, ARG T 2500/ 867 T3k M A A /
SO TT ik

B

[0002]  fRBEA WL RS BULIRE R AR AU . AR R IURA NS F2A RIE.
WIRZE e . WUE FRAS B2 LU ZZ 55 108 10 25 46 4R AR (R AL e IR S bR . e, 1EAT
PEWLAE FRA RIER BB B 2, 9 | S AT N 7 o B4, LN Z400E 2 iz
FIPPLE RS 5 |HE AR 28 SR MR

[0003] W& FEA R i Hum 2 Ml B N RS 7R AN B, S ANAE 55 2 s () Gy etk
B P A PR, SR UL B 10 T3 A 3-5 AL BE 2000-3000 SErAE S A 1 AN, @
AR 3-5 %I, I IR M A B AR A S AT VB A ORI, AR 10 B AT IS AR 1T R
AT o Z 5, BRI TR S M PRl E AT, 25 | IR Ao, JF HAT W5 A0 ) 328 il
[0004]  H THIE F=A R W A & A Mgk & AL i 2 VL L UL RS 423K
. DNA 73 AT 5. ML 34 & A IS B B i BN B i 22 15 2 R A ph e B i 5 4, 54k
SR B R R T, ) 2 AT P SR i N R SR S R R o A A R T 1, B
7 B IRIN G E, T AP ELREEAT FUII, BRI 25 Eeni 381 JRR il S L AR AN I, R Bl
— B .

[0005]  JULHL B & A BH IS Bl B i 2 15 42 F VLA 5 [ S Bl A 22 5k, 5 4k B S 0 7 B AR
FE, T R R SR, A LA P s N1 A R o AR AETE AN R I AR SR T
JUL PR PG 2 (LA ZAEAS B 2 BT I

[0006] 1 T-WLIAE ZH A 2 75 BORAENL I ZLZR, TR b 2 B4 PR IR, ASRE Ui A2 (8 6 2 o
B4R, DNA 73 A7 2 i i P 280 B3 DT 5 B NLE 55 AN B 2 W i 0 2 1) (H 5 AN G 1 IWLAR T 9
9 » B 2 38 A

[0007]  ifi YA 22538 ) FH IV UBR NG o LR P A S A7 A0 T B B LA O LR TS 15 53
(R, FH T4 M B I A FENVE A RIS DL, B B A2 B A DL AR,
I8 P LR S 7 HY B 1 e, AT R AT LS FR AN R B2 I, (EL Iy LR K
it AR T e DR G Ah PR 5 95 10 S s HR R (L AT I o DAASCZRE T LR 3 1 A P R S i 2 W, 75 42
RN EAT oAt R A 2

[0008]  7EH A (K IHEAT PENLE 92 AN ROAE L ERILAR 28 53 105 SUDL A R A= B 05 BR DR 16 95 9
of AT I 5 IR LR S ) I YA, AHL T AR LR S A LR ZE LA A ) 9 v i
VRV 7K~ A 27 v, AL e 2 E A () LR A BV LR PR IR AR S 4

[0009]  [AII, HHEE RE 6 AE . HA Ty (60t 1 WLE TR AN ) ILAR PR e AT 12 i 190 vk R
W& .

[0010] 11,15- — % 9a-# H -2,3,4,5- P4 1E A7 4 -1,20- — & (L N K K
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Tetranor—PGDM) 14 BT FIMEZ= D, ( LANFRA PGD,) AR M LN, # & FR Tetranor—PGDM
R A R 2 B N B80S B 280 B N iy 3 0, i FLA S ik PGD, I A2 iditdn & (JEL A
SCHR 1)

[0011] 55 [, A IR, TE18 WOVIE FRAS RIS P 505 1R Pk 37, X PGD, (#7742
HEATHEAL IR 3 AT ) B3R D A ( LURFR 4 HPGDS) (K385 1955, 17 H. PGD, 59595 K& FE I
B R FISGEAR DG (BRI SCHR 1, 3E LR SCHk 2)

[0012]  {HJZ, 58 AAIE Tetranor—PGDM 1E g IR 115 9 1R A8 38 10 JR Hh HEHE A L e 2
ek, H EI& Tetranor—PGDM (3R B HH T HPGDS il 3 1925 2451 225 FRAIK

[0013]  LRISCHR 1« HAEEH] i A AH R 2005-119984 5 AR ”

[0014]  AELAFISCHR 1 :J. Biol. Chem, Vol. 283, No. 2, 1179-1188 (2008)

[00151  JdEEF)SCHR 2 :Acta Neuropathol, 104, 377-384 (2002)

ZEAE

[oo16]  FE A @

[0017] AR EHR) HRTE T, S ARIE 0w JK 1 ¥ Tetranor—PGDM Sk 20 2 W 1A% 14 95
W78 DL IR Rei (VAT 2900/ BT VR IR 7 R BT B2 i 7 v

[0018] AN B 55— H BIAE T, 3 A WU M 259 12 Wik 371 60, T i 12 W i 51 2 48 1
Tetranor—-PGDM,

[o019] HiRH%E

[0020]  AREH AN TSR BB B W EEAT TIRABFIL, HEE T A3 i s DLAR 5E As &
i

[0021] 1) HIEFEBWAHLL, 1E 4 R PGD, AU AIF) Tetranor—PGDM (I /KFAENLE 72 A R
BRI 8

[0022]  2) @i P ILE FRAS ALY B 45 T 3 FI ) PGD, G BN, Te tranor—PGDM [ JR
HHE D

[0023] A BHERAIE LR 0 LR P e 0 FROAG: HH v, T8 P 2 12 W s A k) & A &
WS PESR IR VR TT 25F0 / B3R 77 B R T A/ s e R &

[0024] T 1. WILAS TS FA I 7 3%, A0 HE % A2 AR AR 20 8 HE AR & AP 1) Tetranor—PGDM
BT E P R

[0025] Tt 2. WIARPEZE IR ST 2570 / BB TT 7R3 A 5 7 i AR X MDLAR M0
1) 2 B AR TP Tetranor—PGDM 5 3T I 2 2D IR

[0026]  Iii 3. 400 1 B 2 ik i, Hod s i oA PR o

[0027] Tt 4. 40 30t 1-3 WP AT — I BT iR 1Y 7 vk, b il i v A0 A 60 - AR B R
(HPLC-MS/MS) - i S 2 5 v (BTA) JRURH Pk S Bzl 2 72 (RIA) 26 Bzl 2 v (FIA) Bl
S S B2 R BRI 2 3 (ELISA) BBRHEIEAT Tetranor—PGDM HIE -

[0028]  Tii 5. I 1 BY 2 Bk (7732, Herr Bl LR P i A AT PELE I8 AN RORE B R
PENVE FRAS RAE B BUVLUE FR A RAE 1R BEZUNLE F8 AN RAE L9 B IS 78 A RAE.
L 48 00 2= R A JE BRI

[0020]  Tii 6. WLAZ PR 12 Wil e AR &, AR IEAE T, B4 Tetranor—PGDM BT

4
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[0030] Tt 7. JWLAR MR AT 250 / BIATT IR SCR AN / B e ARG, FURE
MELE T, 945 Tetranor—PGDM FRIFiiA

[0031] Tt 8. 1 I 6 B 7 i i (1) 3K 5 &, AL FE Tetranor-PGDM [ HT 1K # 4% id 1)
Tetranor—PGDM, LA S AR U5 75 B 1k B it S 2 3K 8 8 P4 AL i B8RS VL. BT AR T4 B i 1)
Tetranor—PGDM FIHHREVE « O 50K B (K ARifE Tetranor-PGDM. ETA Y ETA FHRI 1B
DR I

[0032] AR

[0033] AR A B, 3@ b &k A2 IR A 23 B HE S P S Tetranor—PGDM 4TI &2 , B

fi] 5 b ELAE 5SS Wi L% 5 , 10 EL R 68 A R K S5 IRVR T 2R/ BB YT TR
TBIT R ATHE o

[0034] 1y ELARE 4% % B, 38 i B PR P B9 N Tetranor—PGDM /R A #5590 AE H , REAE I
J BB i (58 4 12 W JUL AR e 5 112 W P R &k g AT LA

M (&35 AR
[0035] K& 1 @3N mdx /)y HP ¥ HPGDS P55 245 )5 1 R HP Tetranor—PGDM ¥ B DL &2 Hif
J 4R 1 AR

[0036] & 2 1) /2 I & 3K 7 45 T HPGDS 10 57 20 1 4F Jm, A2 5 04 %5 51 45 25 I 11 JR
Tetranor—PGDM ¥ B HIARAL I I A7 BRI 48 T FIZY | A8 ), A2 S 37725 24 I g L
BHFEARR (CXMD)) KR Tetranor—PGDM ¥ & AL AL KT o

RN

[0037]  FEA K B H, e LL Tetranor—PGDM 15 2 45 b ok 2E AT JULAZ P 9 16912 W, H.
BE AT ZCHB S IX 28 TR IRVE T 2500/ SR TT T A IR YT R BEAT FE . iy H, Sl R
Tetranor-PGDM 1 4 b i YR AL HI » B % 52 (X L8 10 12 Wi A ) & DA B LA M0 1)
WIT 5/ BURTT AR TINAT /. sOAE R & .

[0038] AR A A< S B 1 S 77 3, T R MEEAT s8] e JE AT LA P 11 52 K 70 B 11
FEEL A Tetranor—PGDM MEATINZE , BE U8 A6 H 2 W A B WL G sRULIRFE RO AR« B AR
o AERE P Tetranor-PGDM R B B0 & vy 1 TUE (I, % 32 1K AR BE WS 2 W o AT
WV PE T . N SZIRAA 53 B8 HHIRE S 9 Tetranor—PGDM [ FIE {5, REME 38 i X e A i
FE S AL PR BB HORE (1) Tetranor—PGDM HEATHINE KA 7€ o

[0030]  BbAL, VG 250 / BRI 3R I BCR AE TR IR RS T AT / V6T 454
2 FF 06 A JULAR P v 00 SR 3 RS 5 P [ Tetranor-PGDM 59897 PR )G / 187 945 20T
46 )5 18 Tetranor—PGDM I 2 (E BEAT LUEL, Y77 TH AR )5 / 1677 2548 250100 Ja I RE P g
Tetranor—PGDM [0 i (B 2 2 BCRAT 25 W i FRAIRINS , A2 VR 77 BRIATT 2545 250 200 FE
HK Tetranor—PGDM [N EEAEIR T ITAG / ¥ 77 2525 25T 0 AT B0 228 A 25 il il iR 22
S HEIZIRTT 2 /69T TR TERL

[0040]  HRAEASA W 55— 7 1D, BE U S (AL A HTARAS WAL i ) Tetranor—PGDM )12
W FH R

[0041]  ASCHEIARTE “ 3238087 2 FL s, EAEET A % 2R R/ B B

5
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o R E L e ARIEHE, S22 A

[0042]  HRHE A B ) 77 V00 5E 1] Tetranor—PGDM, 4 4 JKHh PGD, HIARE M4 & . I
4, Tetranor—PGDM b 7E I 5 N S8 o 4 A IR

[0043] AR BH ) S AR A 43 B HH IROAE S A0 AE DA PR < SIS0 L LR LK TV, SEARAE A B o
[0044] A S R TR UM B LR R L = R R B P AT — A BB IE X
Tetranor—PGDM HEAT I 52 7, AL 648 H A 5 P ) Tetranor—PGDM A1 5& 38 15 & ) 3 A i
W, T L, AL G ) 2R A R TS AR T E A DA L s O, B 2, B IA B O T A DA LA
HZRIARTE O .

[0045]  {E A N5E Tetranor—PGDM [ 77 V2%, 1l 7~ th GC-MS. HPLC. iy 80BUAH (il — A I i i
% (HPLC-MS/MS) B Sz il i (ETA) U PR e il 2 v (RIA) (2GRl g i (FIA) |
P IER 22 W BRI 32 2 (ELTSA) FHERNZ:, DUk s RO (il — AR IBEiiiiZ: (HPLC-MS/MS) , B
PEVE R TRIEPE B %, A 3648 FH BT Tetranor—PGDM HL 44 (19 G0 528 W 52 V2=, R ] 2 Tl 4 928 ) 2
(ETA) JBURH P o B2 M5 v (RTA) OB R PRI 22 (FTA) FURGHC e W B I sz 2% (ELISA) ,
FAPLIE R T eI e vk (BETA) I G2 W Bl 52 v (ELISA) .

[0046] RN WIAR PR, )7~ tH AT HENLE Fo AN RAE e RMENIE F8AS BRI RS
FEA RAE B BE RIS T A RAE VISR B NS 75 A RAE L4600 R a0 E U1 LA
P WP CLEZE ) Bl PR PR U B hS (& Ig WLREAS ) , DUk A o b AT 1
WUE FEA RAE SE R MENUE A RE i BUUE FRAS RAE S TH A BB VLS T8 A RAE VL5
BHENUE FEA RAERIIIE FEA RAEFIZE 45 00 2= B ALAE o

[0047]  BEAE FH T4 52 WLAZ PRS00 VG IT SCR IR TT 29452 e il R 7€ , AT LS AR TG 97
25, W& ety iRz D 58§ (HPGDS) FNHIFH] AT 2= D 2R F5 505, Pk id gy 4 iR =
D 4 (HPGDS) k51 o

[0048] i3 3 ok H 38 0 i V2 A 58 R TP Tetranor—PGDM IR B, (R k1% 77 V2= et i 5
i K B R EAT (RIS 2

[0049]  BEME FH T~ #3282 v BR 7 £ (T Tetranor—PGDM HL 4R A] LL 5 0 £ v [ Hi ik
B LR B

[0050] il 3% P A I, AT L s (O Bl /D BGIKORL Sy RO 4R B L 5% ) 4
¥ Tetranor—PGDM >k 1F AT % & 42 B, AT i) £ 2 50 [ B4R R 52 50 B B4k B0, A
Tetranor—PGDM 5 W4 MG A& EH (BSA) VERER A FARIRER S B 095 & A S 2 1 &
H4G, 2, 5E R SaiRiRE, 3 LL—& BN R R BE A i R/ B K
B R 4R 25 I 2R 2E ) BEAT YA 25, 280 I N TR) i SR A sh ) A T Y FE e 2 S0 i
VEHAT AL, I BREAT 21 22 va BE DA 5 e BE DL A

[0051]  HAKIN &, A LLUT T il £ B s B B fa < iR 4w 55 EAT 22 oo [ L Ak ol % 1) BT 4 FH 1)
Tetranor—-PCDM 5idi 18 A 45&, IR 3% ) Af FH AN T AE 340 Fe 2 , 700 FH 228 98 R ol
R E BEUAR, Horh, bR Je AT e A 2 a H MR A B ) R SO B DR TR i 4 S i R A
L FA T AT 20

[0052]  ZACJERefs ik W VA Bl A BUR BERE 2-3 B B g A B ERAE AR R
Tetranor—PGDM HAMEILEE A &5 &k 5 Ih IR S8 e ) — B IR N 45 20 R N 245 25 B R T
2R 2 R W R OK B RIS S I FLh I T AT S . SRS, Aok B R s e AR

6
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(R T A0 55 a8 7 0 1) BB A U P S B 1 R 4 ik . MM RLG T IE
T LI M Kohler and Mi 1stein (8% A 7= (Nature, vol. 256,495 (1975)) A FHEE £ —figk
AT, B R A & 8 B SR T

[0053]  {FH Hi E3R 757543 B HIPT Tetranor—PGDM HLiA, SE Tetranor—PGDM 1 5 35 il &
o AEN I G 3% i e v, A3 18 ik 81 1) Bl 72 (90 3 Tetranor—PGDM [ J& %0 1) 5 4+t
P2 EVEARTEAT , T LLA) 2830 I FRac ) B AT 23 IR S e I 2 v (ETA) %' Fo 82 W 5 s
(FTA) « RGN 52 v RO P e e i 2 v (RTA) 2%, e ALk 1A 7%,

[0054]  1H%, w4k R LS RGBS o ARicd SUELFE 5] s 5 6 T R e i i
ST R 225 o FRIC) IS TR I 456 mT DARA 28 S0 2 i A7) S sl AL A0 B 10 7 v ke ik
T8 o S5A IR, T CLANES A A5 FH A5 G 46 65 705K T e 00 B 19 7 v A FH 45 A
BN 71555 (Hian, 20« s A PUZIREE” 351 31 5, 37-45 7T (1985)) o FI A ILA 5
ik BT T LAE R BUR AP AR R B RE I 2 A, B T DAAE R 8 5 5 vk S ON @ W
AL RE VRN EREH G, Bl 45X Sy e Bk & bR id PR o BRAh, FE AR HES AT
ST 775, A LAG 28 BRI B

[0055]  Tetranor—PGDM [ 5& , DG i 451 4 LA S 80 S e s vE ok St . AT TIOE &
[ 4% B 32 B Tetranor—PGDM. FT Tetranor—PGDM Fi 1k 5 & H Tetranor—PGDM ) ££  (4HF
AR R EE ) e RO, R S PUIAR G A B0 &5 A bR G TR I &= YRS
Tetranor—-PGDM BE4T %€ &= o

[0056] W] LAUT N REAT SHUASE G KA ICPURFURES -G ARIC LR 708 ez 2k
F AP, B UIER (FRIEHUR ) - (3 Tetranor-PGDM Hi4k ) - (B sk APk ) &
G E 5 2GRS G B EH S G IRCY . FIR T ERRR A PR, deR] LA i A
FAAR R L 828 B 5 1R AT o IEREME I XS 55 [ AR 45 & 1Pt e Bk B AP S A S &
BN S5 AR 1) IO AT I 52 ke ST S e Bk R L PRI 2 o PR EE AR, RE
TR I A FIR 7 5 gy SR B R P AS TR B I BRI AR 5 Ak R P AR = - R
MR GRS S B A AR UL bRc i e SARYE BT FH G bR )i i 2 2
RHATIEFE

[0057] A% BH ()R 50) & A & i Tetranor—PGDM Hit 44, 1 H.7E 584016 (1) 55 il 77 =, 18
£ 45 bR id 1) Tetranor—PGDM F it Tetranor—PGDM $i k. 753K ) &+, w1 LUAR ¥ 75 22 0
NN 5Pt Tetranor—PGDM FT 74 45 & (1 BT F0 2 BR 3 (VPR B 0 40 R VS B A R b 1 1)
Tetranor—PGDM (KGR « 41K BE IR BRiE Te tranor—PGDM 45, 76 ETA FI (iR & b, 3 7] LA
IO G ey 26005

[0058]  TEA B T2 Tetranor—PGDM FRFF Sl B A4 H A 49 it AR B IK o

[0059]  7EMLAR M £ 2 AR ) 58 T v XP¥R YT 2545 2500 A RS CRRAZIR ) o
[ Tetranor—PGDM [l & (A BEAT LLEL o

[0060]  FF b m] U BA—RE IR, FF 0] DL E R AT R AR AT e . REEW
PR DASE 35 T 3T ORAF (BRI T AT IRAZ H 2 e A H

[0061]  FE&: A1 Tetranor—PGDM [ 5E , HT LUAH XS F B RAE (A 5 B kBT, th
A] LU BT SRS B i )00 43 RdEAT I L&A FH v an LR I (0t FE ) U AT AL IE
[0062] M3 AE i Pk H A, B i & 1 Tetranor—PGDM I 52 , A0 3 AR X 1 BT R 4E

7
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FRIAE it ) — 0 7 SR R AT I 2% B8 FH LR B AT A2 1E

[0063] "I, A A & B B A FH ) (B B AT D6

[0064]  FHT-UAZME S0 B8 VR T 3 A A8 W TIE A, W] DA G 00 5 f e N\ R 288 FX A
il RS Tetranor—PGDM KA € » 28 i B — I e (B Re % FH T e A 9 AR 98 18 T v e A
TBIT I RIRRYER “TUE(E”

[0065] {5 LI AEAT: it A PR KA OO0 T 5 I 224 DA 32 A5 FH At e AN AR M s i o 1 — R K R
PRESAE RN T I TR) SR AR 1) PR R A S T AE o

[0066]  7EJH Il & Tetranor—PGDM H| 52 1647 RUR B 7 v, FEAEBEIR Y 2545 25007 5
R, B4 71897 25 T B B E R & A 1) Tetranor—PGDM ¥k BE (A V% 0 P2 M8, B2 T
ZIUEAE, IRH Tetranor—PGDM ¥ B (AR . 35 B LA 10 22 (0 ) Hb FRAER BN, )5 vR 7 2570/
BURTT ITEA G RIBTT TTEN / BURTT 525 R ELAT o WAL, IR 1) Tetranor—PGDM ¥
FE B 3 52 B 8 2 (0 ) s BRI, W a T 7V / BR T 2 FF il LAk
[I3ETT 2501 / BURIT Tk

[0067]  SLjifafy]

[oo68]  LLI, i A St fgi A A< & BHEEAT VEAN 38 I, (ELAS A B FF AN IR 3 L8 5 5] o

[0069] St 1

[0070] 1. FARLFI T3

[0071] (1) FHBFRIFE

[0072]  AFH LT RIZIEANVE FRA RS .

[0073] WUEFEA R /P :mdx (C57B1/10 ScSn, 3k153KJE : JAX Laboratories)

[0074]  WLEFEA R K :CXMD; (CXMD;, $RAF AR < B SRS i Se et oy )

[0075]  BbAb, & T LG, A8 BA AR R S i sh Ve S 5 JE B4 o

[0076]  HFAAY/NER (CHTBL/10 ScSn, 343 3K¥5 : JAX Laboratories)

[0077]  IEWECAE R (FRAFAYR RS b St ge o )

[0078]  (2) ZAMWAEW

[0079]  {FH LA RS2k &4, Son] DA b A & i ar 70 iR 25 D &8 (HPGDS) $1F] ifi
233

[0080] 2K AL &4 14— K HAR AL —1-{(3-(1H- P M —5- 2% ) - A 2} WR e (Jpn.
J. Pharmacol. ,78,1-10(1998)) ;

[0081]  Ziffb&H 2 :N- AL -N- 3L —4- (5- 2X LA R IRk e —2- 2 -3, 5- — Ik
ni e —2— FPERE (1 fi A FF W02007007778 5 A4 ) -

[0082]  (3) /MEUKFKEE

[0083] ] 4 FAE 1) mdx /MR, DA 30mg/ke I HH & FIRES TH557) (0. 5% FIELT4E 2=V )
2R EY 15 Ko AN RARBEREZ IR EY | L ITERTREG 2 5 R4
12 /NSRS TR B P BRI PR o BB AN, A 1 B S, AAT] Jo 6% T 1) 1 496 5 A 28 /) Bl SR B PR A A 0o
I 2 57 & (L type Wako CRE « M, F1Y62t 2 ) Sof /R A ULER B oA 2 R4 T 00 52 o

[o084]  (4) RIRKAE

[0085] X} CXMD; FIHRZ T 7 (0. 5% FFLEF A2 ) Bt &9 2 4 1 F )5, IR
VAT 2GR T2 RAEY) 2, H 23R B 2 45 25 R4 TR £ B FIZ 2517 523
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G 2 45 251078 B8 UL A2 A G 2 45 25 IR R 45 25 1R 78 B0 2 /T, 49 Sl 0 IR T R 4R
WAL, 25 25 IRAR AR B, BE IS TR)HERS A PRIFAT R o IHAE, A T EAE, AIER BUAS R AR IR AR
pIRapic
[0086]  (5) JKHFMALTE
[0087]  7E 200 L [#) K £E B /N B8 R W JR v, IR & dng 1E 4 N A5 19 19 7 b 12 1)
Tetranor-PGDM-d6 (Cayman Chemical /A7) ) o i 41 ACK AR EL ] 22 2mL, F4% pH i $E % 3,
SRIE s PRI N TS SmL ZJTE N dmlL 234 7K 11 J5 1) Sep—Pak Vac C18 Cartridge (Waters)
o T8 A A K A4 1) BmL [ 10 % ZJEEECORT 10mL 1) CpEiE e, H bmL () L8 L R idE
ATVEWE, SRR RV T T4 AR i T F 4K i £ 1 100w L 1) 10 % LG
o I E A
[0088]  (6) Tetranor—PGDM (il &
[0089] 5 FH T b 35 5 1 FRAFE i 52 Tetranor—PGDM /K F . A FH w0 AH (i — £f Ik BT
(HPLC-MS/MS) 32 & 34T 2. AW, {F /] Prominence System( &% #il%F CBM-20A,
TEVR 0 LC-20AD 2 & AEZR i A 58 B DGU-20A, FEIR AR CTO-20A. 545 YA 2N THREI A Bhilkke
% STL-20AC, & EHIE Tl ) VB8 HPLC 228, {# A TnertsilODS3 ( W42 2. 1mmX K 50mm ;
GL Science ) H] ) YE I 4E, 1 H InertsilODS3 ( N4E 2. Imm X £ 250mm ;GL Science
ATV VERS B AL, WA RS 0. 01% 0. 2% FEREK 0. 01% 0. 2% L%, LA K ZfiEE 2
&/ EE (90 10) [RIKFERREE . Fiis s E A 0. 2mL/ 438 W AERATE A 37°C, ¥ B
BIEFEARBOE A 4°C o MS/MS FAT T LA HLIE 25 H B9 41 0 125 -5 1) = 3 DU 0 BT A (4000Q
TRAP LC/MS/MS % 4%, Applied Biosystems 2wl ) o A3 F MRM( 22 e BRI ) H4T € & 7E
ZOTE, WK EREEF (AT ) F1CID (RS SAR S ) 2B RRE A3 7 s
ERERIE B 1, FFARARE BFE 7 I AR BRI AT RS i B o FL A, i il s 55 v
FRE bR IR T, AT — G TR/ TAE (QL) 40 B IR S REE -, FERERET (Q2) @i
CID (AR5 T ) 7 A S BEES 1 IR I 38 1, ARG 7250 — & a7 irds (Q3)
I3 B IXLEE R 1, P I TR U RS A A i R . W IEAT Tetranor—PGDM ( Jit
AL 328) BRI, B CID (REFE S SARES ) KB m/z (LA + M) 4 327 &
T30 i, A AR B m/z A 155,143,109 H IR E— R v B . Wi R AT AR
Tetranor—-PGDM-d6 ( it & %1 334) RN, @ik CID (Alf f 15 S Af 2 ) ¥ AL Rl i m/z (i =
- W) A 333 E b2 R, A H IR AR R m/z A 161,149,109 R AT — e
FE T ATH MS/MS B K {4 Analyst Version 1. 4. 1 SRUATEAE 4. XT3 i ]
ok B Tetranor—PGDM YU IARBEAT V5, FFARYE AT FH BRVEEART: i il e (R b v il 42 1R AT %
(R . &EN, ARSI, @A H K BAE A AR Tetranor—PGDM-d6 [RIUE (]
BUER IE PR EUSCE AN B T ROCR R AT R IE
[0090]  (7) SEARVFAY
[0091]  XFF mdx /N R FPREIRVPAN , A A /N A 38 Dl e 25 8 (425111, BrainScienceldea
Hi) MWERTIE T 76 2 4308 LA AT —IRIIE, FH 5 IR I~ 34E
[0092] 2. 5L
[0093]  (1)mdx /P FEIKT Tetranor—PGDM ¥R & /K i
[0094] 7 B A= A4 /N B, A8 R A DL R B K B B IE S 1 Tetranor—PGDM ¥ & 4
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6. 84 1. Ong/mg Cre ( “F-3{H + Fr#EIRZ ), (H 2 7E mdx /N H, W 17. 840. 8ng/mg
Cre (CPI{E + FrUEIRZE, p < 0.0003), Won i 2y 3 M5 EfE. Bl RaRH, BegHs R
() Tetranor—PGDM ¥ & FHAENIE FRA R TR K RE R R P hREY) o

[0095]  (2) HPGDS #1503 mdx /) BLIRIIER, f# R o Tetranor—PGDM ¥ FEA

[0096] % HPGDS il FIXT mdx /) B ERIRE IR I RCR AT T VP . TEUS RI4h 2541, AT
DI 525 A AR IS R B RS T2 E 1, mdx /N EISTET IR ) 22515 (
145 ) o XFAHTR mdx /B R F Tetranor—PGDM ¥R B HEATIN & , o4 R RAEZ L& 1 45
i, R Tetranor—PGDM K& B FRK (K 1 Z8) . EIREE RERI, mdx /N IFPREIR L
5 R Tetranor—PGDM ¥ B IR 2548 HATAH G 1

[0097]  (3) CXMD; FIJR ' Tetranor—PGDM K & 7K - g

[0098] 5 IEH RAHEL, fENLE 7 A RALALR CXMD, /1, JRH Tetranor—PGDM ¥ B2 7K 145
151 25T 5B E ) 2 1) CXMD, [RJR 7 Tetranor-PGDM WK FEFRAIK (R 1) . Bk R K, B
5 R Tetranor—PGDM W &2 FHAENLE 75 A R AR R R IR IR P bR &)

[0099] %1

[0100]  WIEFEA R R R A Tetranor—PGDM ¥ &
[0101]

Tetranor-PGDM ¥/ (ng/m1)
EFER (D) 5.9
EFR (1) 9.3
IEFR (1) 5.0
IEFR (1) 5.8
CXMD; R 27.8
Y5F HPGDS HHIFI B CXMD, R 17.9

[0102]  (4) @it HPGDS #7145 25, 48 CXMD,; FH IR Tetranor—PGDM ¥ FE F#AIK

[0103] [k T2 LG 2 9—4F 5, AR T NS5 251 CXMD; [ PR Tetranor—PGDM
RN (B 2 26) SRV W B AL . 55— 5 T, IRES T2 —4F J, 28 5 A P05
#5251 CXMD; PR Tetranor—PGDM K B FRAK (] 2 47 ), iR VPAr s . IR &5 5K,
REAE K PR T Tetranor—PGDM ¥R BE (178 4k HIAE A i BTN LS 2 A R G y7 25 45 25 K R
IR ED -
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