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T RS A BT B0 S FRA IR R L R R L B R AT SR 1T Bk IEAT .
[0077] @il fw b ArR M 78 BRI 590 () WA SEEBIFT R , BT 48 5 TRPMSTE {1t
VE IR R T ik, Dt JBder R AR 5o

[0078]  [A Itk , A& 4 (1) m] AAE Ay it JBGR FA TRPMSTE AL 77 (A R AR Ry it JE ) 45 ) B 1
H, 5540 mT CAE S F T il i o S 7) S5 ) SR ARMEE o S 4, a8 AL A 40 (1) AT AR 7 i
I Ty A, RISl A e BE B A5 31 IR AR

[0079]  54b, ik A m] Lo NBCE HE A 304 B o B Ath () AR R A4 b 1 A ade
TN, AT LA IRTT PR F g, AT DU ARV T R g AR, “AEVR T IR R AR IR T
AT RIS, BT, AR KT TR GRITEEE S AR S, S BAET 5, & A EHE
PR AR B 52 T BRAER TR R A N SETETF AR GBI BUEE 2 TT A RS A N IX R
AEVETT YRR I, AT LA B 28 H R 2R W IEAT IR IT

[0080] 4271 ke, AR i BH (1) B 8 571 DA B TRPMS & A I 5 it 77 AT Ul BH .

(00811 b3kt R S5 mr LAVE A N BBl I I 28 o At VR i s Dl R &9
Vet e L IS 5 A .

[0082]  7E44 bk it S5 AE MR 25 A I LR, T A ME R A A T NG 2 45 2
T ARREAT LA NI 8 e R R DA A R 45 2

[0083]  S4b, IR 24 it K 5 R A e SRR i o /B AR 11 25 245 FHI IR 2 L 1 7R L, 49
B3 7 W) B FLIE 7R VOB ) L AT 7 (cataplasm) VR BERI (Lotion) Ky & 57
JRA FIFRIZ A, T LA B 25 R 7] 39 877 5

[0084] 55— 75T , fE NG 45 25 IR 25 5 AV 8L, 46 0 m] BAB 2 771 s B 7] SR 71)
B R 70 AL TR B P IR ol VR A 2 R

[0085] 4N, L3R 24 Lt m] DL-& o LR a2 Rl DL B 1 98 48 b 98 7] 3% B T 25 50 S 8]
T RSB

[0086] 34, 7E4G [ ik it B S AR ot it S B DL T, LIRS AR IR =2 o 491 1, 7]
DA 1l B Bz ik 47 FH 751 (B0 55 2 ) T8 3 770 S ATk S LV P R A VB T S 1 40 Sk B2 AR
i B A (B A RS ) GRIG 7)5%

[0087]  y4h, Falbote shbi TAL G4 (1) Z 40 38 mT LS A LR 2R DL 1 (1 il 77) R Bk

14
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KB ABL LS | B ORI ) DU ) 5 AR ZRI AR 36 1 ) BE R B A 5T pH
‘IUMUJ%F_ 'J£
[0088]  Jy4b, 7E4% Tk it BRI A A R A vt AT FHIR IR 00 T 5 LTS AN 0l IR 22 o 18] 4 ] DA
ISR OB 2 Hﬁg KK
[0089]  4b, 7045 3k vt IR SR A S 1 i AL A i FH IR S 00, TS AR B IR 52, 9]
WIAT PAF 25 16 700 VK K R B 5
[0090]  34b, Fikpm @SR B b &4 (D) & AR IR & , 72 A T4 04251
P2 24 R i A A s B IS 0T, AN TRPMSYS AL AE I AR i R 7B N
TRRPLIE RO, Lppmbh b, 3 — PR N1 ppmbd b, BEINALIE 9 10ppm A _F, B — DR N
50ppmPA [ o 55— 5 1, fE N HL PR, 5T PR [FAE I & R, A3 10000ppmBA T 5 3#E—
W ARIE1000ppm B T, BENPLIE A T750ppmbA T o HART & , M TRPMSEALAE A B WL 5t %
Pk 0. Lppmbh b, #E— ik 1~ 10000ppm, B NLIE F910~1000ppm, 53— L% N
50~750ppm.,
[0091] 55— 5l , 78 FHTAE A 48 25 1 R 24 b At A B3 e W A S I I 0 5 A
TRPMSYEALAE R s R AE A N IR L 0. 001 i % B b, i — Bk 0. 0Ll & %
PLE o 55— 71, AE N EFR, NS TRRR R RER S R, i 10 & % LU R« BART 5
M TRPMSYEALAE FHRTAL 5 A , A3 20. 001 5T & %6 BA b, #E— D ARIE 0. 01~ 10/l & % »
[0092] 5540 BN IR A S I A A E TR G5, HB R oA & Z AN #AEE
PR 7
[0093] 432N 2k, X A ke B 4D v SR, - 572  TRPMS TG A 7 721 Sz it 7y QAT U A
[0094] 1 Rk A 1 v SRR, - TRPMSTE A 75 VA B SE it 7 3, W BAFI Ak 50 (1) B ¥R AT »
MR IS o S A s AT a4 A4 (L) B, A Sk &4 () AT DA - Fod B S8 55
[0095]  SGT FaR skt )y 2, AR Bt — 20 0 FF DA B o 81 4
[0096]  <1>—Pfrigt /s, Hodr, DA Bk 3K (1) PR s A & W E A 80853
[0097]  <2>—FpTRPMSTEALFA, o rp, BA IR (1) FriR R B AV E A U 5
[0098]  <3>— Pt IR T 77 2%, Horp AT BRSO Frm &4
[0009]  <4>—PpEIt 77k, Hoh 45 25 s B 3 IR (1) FrRon L5490 -
[0100]  <5>—FPTRPMSYEAL Ty i2:, Horp AT A FIR = (1) FriR R AL &4
[0101]  <6>—FPTRPMSHE AL 77 v , Horr , 4R 5B B B3k s (1) Fr Rk &40
[0102]  <7>4N<3> ~<6> FAL—TRTIA I 751k, o, BT o7 AR T M ik .
[0103] <8 iA=R (1) TR n AL A48 F - i3 v i) v (9 Al i
[0104]  <9> 3R (1) Fr SRR Ak & W48 FH T il i TRPMSYE A 751 (1) FH ik
[0105]  <10> FiA=R(1) FrRmm b &9 T i IR 5 o
[0106]  <11> BIAF (1) Fr oA F T TRPMSE AL, o
[0107]  <12> BiAsR(2) FrR R &4,
[0108]  <13>7E L3R <1>~<12>H, R N AR F BRI FHON L~ 3 et , i — A
puisy S = i
[0109]  <14>7E FiR<I>~<12oH , R RE JE T
[0110]  <15>7E IR <> ~<12>H, RMEZE N BRI I FHCh 2~ 61 5k, i — D ik

15
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SR FHC 2~ 6 [ M R, IO Sy B R o SR i R - o 2~ 6 i

[0111]  <16>7F FR <>~ <120, R AR IR FHC L~ 3R b Ak, i — b e A R A
5,

[0112] 17> 7E B3R >~ <> R WA R T J 3 R BN L~ 1AR e 3 L
W F U2 ~ 1 200 bE SR R e S S I S R 3~ L 20 Rt A8 L e S R T ~ 1411 55
B R T HON 2~ 1 20 e BE A L, 33— B L N AR F IR RO L~ 1410 5t 44
B BWREF RN 2~ 1 200 B A B A IR RO 3~ L 20 B e A B L R SR P RN T ~
VAR 75 e 8 2 L S SR BN 2~ 1 20 e 25038 , S IO 3de i 0N 1~ 141 e S 3 i
W F 2 ~ 1 200 b A R e S S I SR R 3 ~ 120 B e AU L i SR R 7~ 1411 55
B BB IR RN 2~ 1 200 BEBE I , S NI B R EUN L~ 1A A A SR R
BR 2~ 1200 b B e L R R PR S~ 1 20 PR e S 3 B BN T ~ LA 5
B,

[0113]  I8>7E Bib 12> w , RUE % AR R TR 3~ LA e 3L L S R FEUh 2~ 126
Pe A e A I S RO 3~ L2 PR e U L T S R T~ 1A 5 b

[0114] syt 4

[0115]  JEaR iy SEiE 43 2 AL A A 26 A N T iR

[0116]  <NMRi%>

[0117]  "H-NMRiE i FICHC13( 7. 24) V£ A SR HEY 57, S 1L Bruker 24 ] il ) Avance—600
BEATISE o

[0118]  ">C-NMR¥E i FHCHC13(77.0) /E N PN bR #E) i, i 1 Bruker 2 &) il i [ Avance -
600BEATMI5E -

[0119] < jere)E>

[0120] Lt R adad H A4 A m) i Y JASCO P-1020Polarime ter AT %2 .

[o121] AR

[0122] M8 IR & RS2, A T 4851 (4) .

16
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OH oTBS oTBS
|_/ TBSC, imidazole, DMF || P EtMgBr, THF. 0°C ‘

H ~0O H SH ’ o

oTBS

OMe 1) Bry, CHCly _
, 2} HOI, MeOH/CHC, - OMe MnOy, CH,Cly
; ' !- 5 OMOM
7 o
FRRL bt iR

[0124] & ELEE (3)(7.61g) I MAE-TN, N-—H 3 I EEiZ (100mL) o, N BRI (9. 02¢ ) LA K2
BT B T RS (4.43) , AERIB AU N IREL . 5/NRF o 8] S SR R I K AT
B2 £ 186 4 18 R JZBHT IR T8 2 )5, @I i i BT A 1, 15 3 1 TBSIR Y4 (5)
(12.6g) .

[0125] K43 BRI TBSLRF 44 (5) 12, 5g¥a R T VY E ki (100mL) H1, I £ B IR AL B
(M L AR WL, 17 . 2mL) , FEOCAI TS T et 170 5/ o 1] S SV H I AT AL,
KB TR LB WE T G LR 3 3] T A A (6) g s i T & e
(100mL) 5, NN A A ER (52. 1g) , 7E I N HE27 /NN 2 i, e i 3k 98 4 DR sk & T
W I, I RIS g SGHAT RS 132 T SRR (7) (9.09g) .

[0126] K3 B 2 BE00 (7) H 9. 05g ¥ fif T 15 (60mL) H , IR (5. 408) V5 i T
S5 (37.8mL) BT S BRI VAR BERE T LR o 18] S M2 IR N BRAR AR BR B 7K V8 AN 2. 12 2.
e, 4 1R 2. T8 J2 D 15, 49 31 1 R IR AR O FL VA R T 99 I (99mL ) AT (99mL) L AN
6N HC1(2mL) , 7E = \A BT T HEFE LS/ o 7] R R H IR T 2B 2.1 ¥ 2. BR 2
B2 T2 o, ATRER s O AT R il , 4331 7 R TBSHA(8) (7.208)

[0127] X215 B9 B TBSIA (8) A T & A HE(60mL) 1, I — 5 TR 2, 2 i (6 . 29mL ) Al
SR L LK (2.53mL) , 7E WA AR T PR T 2/ o ) S RO NN T AT S AL
HOKIERA TR B8 1R O B8 AT U T8 2, il e R B ATk 1l 15 8] T
MOMERH44:(9) (6.23g)

[0128]  J45 2 FIMOMERY 4 (9) H Y71 Img ¥ i T I B (20mL) o, AN 6-FF 5 T &5 Vi)
(10)(0.46mL) FIHKEZHH (1.62g) , /£ MM BT R T IFE2R ik B8 1SS o A4 DV ek
TR )G W RIS BB SCHATAE H L 1521 T 4664k (4) (691mg) .

[0129]  SEjis1

[0130]  #ZMELL NRI GRS, AR T R - A8 -T-Z A -4- 1 H-3,3" 5 - = P A k-
8-0-4" —HiARKME & (LR, WK AR (1))

17
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LiAIHy, THE

[0131]

[0132]  #ZLiAlHs(149mg) 2y T VY LmE (6mL) H, I & B 1 45 21 1 48 644 (4)
(326mg ) ¥ fife T VY kIR (2mL) A3 B VR A9 , 72 S B A AR R BEEE T 27N o 1) S B2
W AR (0. 2mL) 15 % SEAA /KA (0. 2mL) < 7K (0. 6mL) , BihE 1R, ik e 3 8
Y BRI S TR 5 B R R B SCHAT ARG ] 15 2 T AR - A (11) (253mg) -

[0133] 515 3K 7% -4 (11) T 1 22me VA AR T DY S (3mL) v, NN S B Akl (4l
J#55% ,63.6mg) AL 2,48 (0.075mL ) , £ /UK T AEOC T 40 5/, FFAE 2 I T Hiht:
127N o T S SV N R AL B K IS VRN 2,12 B 1 .18 Z BR 2 S T2 5, iE it
TR BB SCHATAS 1], 15 2 T A -2 U 44 (12) (99.8mg) o

[0134] K43 B AR 20— A AR (12) Y 28 . Omg ¥ i T~ VY S (1mL) o, INAGN HC1
(0. 1mL) , 7E = E G N HEFE20/NF o 18] S5 SR H IR R B S BN K VA TR 2. B2 2.
5,8 2R LB Z AT WUE T8 2 J5 IRt i IR (g G AT K 1], VB R T BEAAR (racemate ) 13
BFRAE (1) (15.4mg) »

[0135]  ZRal4Ae (1) FINMRTE 41 R BT 7 o

[0136]  'HNMR(600MHz ,CDC13)66.87(d,J=1.8Hz,1H),6.81(d,J=8.1Hz,1H),6.74(dd,]J
=8.1,1.8Hz,1H),6.34(s,2H),5.93(ddt,J=17.0,10.1,6.8Hz,1H),5.51 (s, 1H),5.06(m,
oH),4.43(d,J=4.2Hz,1H),4.19(qd,J=6.4,4.2Hz,1H),3.84(s,3H),3.73(s,6H) ,3.47
(m,2H),3.30(d,J=6.8Hz,2H),1.25(d,J=6.4Hz,3H),1.22(t,J=7.0Hz, 3H)

[0137]  'SCNMR(150MHz,CDC13)6153.4,146.2,144.6,137.3,135.2,134.5,132.5,120.4,
115.9,113.6,109.5,105.5,83.3,82.4,64.7,55.9X2,40.5,15.4,14.4.

[0138]  SEjiif5i[2

[0139]  #ZHELL NI A EE R, A T Fral- A8 -T-L -4 H8-3,37 57 - = H K-
8-0-4"—FIANE R (LA T, AR AFAE(2)) .
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OMOM
| R OMe-
s
%0 DOMe
MeO OMe. NaBH,, 15:crown:5, Et,; Nat, THE
O FPIOHMeOH '
[0140]
|
4

[0141]  EANEALEN (136mg) =it T PR B (8mL) 5 A 1556 g5 (0. 857mL ) , 78 = iE Al
BARB T HEFE T 15/ o ) S BLIR I A B 1 A5 BRI 48 Ak (4) (500mg ) ¥4 il T
F S (AmL ) S A2 BN VAR, HE— B IEE TN o 22 5, I R S AL K IS VR BE R 2 B8 L
Bt 1R 2, B8 2 AT D8R T 2 5, 0 o A R i A AT RS ] A2 B T O - AR (13)
(338mg)

[0142] 515 3K 75 R -F 4K (13) T 1 25me VA AR T VY 0 (3mL) v, NN S AL A (4t 3
55% ,65. 1mg) A Z, % (0.077mL ) , 7E 2R NAEOC T #4057, FEAE = T i $E 12
JINE o 8] S5 SV I N LT S AR B A VA VRURN 2, B2 2 B8, 45 20 1R 2 BB )2 08US TR S, i ek
IO AEACHAT RG], 193] 7 752 A A4 (14) (85.8mg) o

[0143] KRR 750 -2 AR (14) P 1929 . Omga i T VU &R (1mL) o, NN 6N HC1
(0. 1mL) , 7EZ F NG N HEFE20/NF o 18] S5 SR HH N R B S AN K VB TR 2. B 2.
e, 4 2R B8 2 AT DS T 2 S5 » Tt Tk e €0 0 SCHEAT RS 1, A S 4 e A 15 21 I s A
(2)(18.8mg) .

[0144]  F5al4A (2) FINMRTE 41 R BT 7 o

[0145]  'HNMR(600MHz ,CDC13)66.94(s, 1H),6.85(m,2H),6.37(s,2H),5.94(ddt,J=16.9,
10.1,6.8Hz,1H),5.57(s,1H),5.07(m,2H) ,4.43(d,J=6.1Hz,1H),4.32(qd,]=6.4,
6.1Hz,1H),3.86(s,3H),3.79(s,6H),3.35(m,2H),3.31(d,J=6.8Hz,2H),1.03(t,J=
7.0Hz,3H),0.99(d,]=6.4Hz,3H) ;

[0146]  'SCNMR(150MHz,CDC13)6153.1,146.3,144.8,137.4,135.6,134.8,131.8,120.9,
115.8,113.6,109.8,105.4,85.5,81.5,64.5,55.9X2,40.5,16.8,15.2.

[0147]  SEJitf53

[o148] s 51 Hp 43 B K 2R 2044 (1) 38 1 FPE A (DATCEL 2 R il & Y CHIRALPAK 1€10 X
250mm) HEAT G2 E R, BB (TR,8S) - A 8° —T-Z A -4 4233 3 |5 - =4 E-8-0-4" -
BIANEZ (LA, HRRATRESHE (1)) (5. 1mg) A S (7S,8R)— A 8’ ~T-Z S H-4-F2 543,37,
5 - HEHHE-8-0-4"-FANRZE (LLF, WHNTS8RIE(1b) ) (4. 4mg) « T34k, fERZBAH A58
Tk /EtOH/AcOH=95/5/0. 1 [{IVR A VAT .

[0149] S 4h, ¥ szt 2 vh 45 3 1 75 204K (2) W78 Rl RE K 26 41 BEAT 6 22 37 9, 28] T
(7R,8R)- A 8’ -T-Z A Fa-4-$3£-3,3" 5" - = H 4 HE-8-0-4" - KHE X (LR, HK N TRSR
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1(2a)) (3.9mg) FI(7S,8S)- A 8" -T-Z A H-4-FHE-3,3" , 5" -—=HF A H-8-0-4" - H KJlE &=
(LR, R NTS8SHE(2b) ) (5. 4mg) .

[0150] 75 31 % S M AT b e 6 BE AN AL 22 45 A a0 T i o

[0151]  7R8SiA(1a):[a]D™+6.6(c0.25,CHCL3)

[0152]  7S8R{A&(1b):[a]D?™-2.5(c0.22,CHC3)

[0153]  7R8RA%(2a):[a]D*-13.9(c0.19,CHCI3)

[0154]  7S8S{A(2b):[a]D*"+18.6(c0.27,CHCL3)

[0155] 1a 1b 2a

[0156]  SKjifii {54

[0157] Y St 451 1 v 45 20 1 7R AR (1) Ase it 491 2 7 45 210 1) 25 204k (2) 4% 1 LI IR A
BE) AR -T-L -4 3-3,37 5 - = H I -8-0-4" - Fi A = 4P A1 IR A4 (A
T, MECAEA(15))

[0158]  sKjiihl5

[0159] [ T HE ML 2, e 5 5 il A e DA, 55 S 9] L [R)RE 1R 5 VR B A B A (4) B Rl T 7k
K-A8 —4-4H-3,3" 5", T-PU A -8-0-4" - A& (UL R, R AR 4k (16))
[0160] 43 BNFY AR (16) FINMRIE R T-BL R

[0161]  'HNMR(600MHz,CDC13)86.86-6.82(m,2H),6.71(dd,J=8.1,1.7Hz,1H),6.36(s,
2H),5.94(m,1H),5.56(br,1H),5.07(m,2H) ,4.37(d,J=3.6Hz,1H) ,4.14(qd,]=6.4,
3.6Hz,1H),3.84(s,3H),3.76(s,6H),3.35(s,3H),3.31(d,J=6.8Hz,2H),1.23(d,J=
6.4Hz,3H) ;

[0162]  *CNMR(150MHz,CDC13)6153.4,146.3,144.7,137.3,135.3,134.4,131.4,120.4,
115.9,113.7,109.3,105.4,85.0,82.5,57.4,55.9,40.5,13.8.

[0163] S —J7 1, b T KM 2, 52 5 e o R e DA b, 5 S i 491 2 [F) A5E b R 408 644 (4) B Rk
THN-AS —4-$5H-3,3 57, T-IY FHEFE-8-0-4" —F ARHE R (LT, R N (17)) o
[o164] R RNFY A AECIT) FINMRIEZR T-RLR

[0165]  'HNMR(600MHz,CDC13)66.91(d,J=1.7Hz,1H),6.87-6.82(m,2H),6.37(s,2H),
5.95(m,1H),5.60(br,1H),5.07 (m,2H),4.35-4.30(m, 2H),3.86(s,3H),3.79(s,6H),3.31
(d,]=6.8Hz,2H),3.19(s,3H),0.95(d, J=6.1Hz, 3H) ;
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[0166]  '3CNMR(150MHz,CDC13)6153.2,146.4,145.0,137.3,135.0,134.9,131.2,121.1,
115.8,113.7,109.7,105.3,87.7,81.1,56.8,55.9,40.5,16.7.

[0167]  Hg4%H8 FIA T 1EAR BRI AR XAk (16) A5x4k (17) BL60: 401 LL 2R 5, 433 T A
8 -4-¥2H4-3,3 57, 7T-VU A 3E-8-0-4" —Hi ARJE Z I VU R S M IR 5P (BA R, B RR TR
AW(18)) AFBNHIIR AW (18) AL L5 - T FTaR o

.OMe

18
[0169]  SEjiif5l6
[0170] [ 7 4&M £ e 5 e ML T ez Ab, -5 St 40 L [R5 V2 HH 4 64 (4) & il A
R-A8 -T-THIE-4-FH-3,3" 5" - HEE-8-0-4"-H AEE (LT, WF ARk
(19)) AFBNH AR =M (19) BFINMRIE AN AL 22 G5 - W R BT
[0171]  'HNMR(600MHz,CDC13)66.87(d,J=1.8Hz,1H),6.81(d,J=8.1Hz,1H),6.74(dd,]
=8.1,1.8Hz,1H),6.33(s,2H),5.94(m, 1H),5.12-5.02(m,2H),4.39(d,J=4.3Hz, 1),
4.20(qd,J=6.4,4.3Hz,1H),3.83(s,3H),3.72(s,6H),3.38(m,2H),3.29(d, J=6.8Hz,
2H),1.60(m,2H),1.40(m,2H),1.25(d,J=6.4Hz,3H),0.89(t, J="7.3Hz,3H);
[0172]  'SCNMR(150MHz,CDC13)6153.4,146.1,144.5,137.3,135.2,134.5,132.6,120.5,
115.8,113.5,109.5,105.6,83.5,82.4,69.2,56.0,55.8,40.5,32.1,19.5,14.5,14.0.

19
(01741 SCjat7
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[0175] [ T4 2, e & e it T B DL AN , FS S 2[RI AR 1 T VA B4R A4 () B R T 75
- A8 -T-THIE-4-F 53,37 5 —=HEH-8-0-4"-H AREx (LU T, WA AT Ak
(20))

[0176] 43 21 75 2044 (20) FINMRIE 217 F Bl

[0177]  'HNMR(600MHz ,CDC13)66.96(d, J=1.5Hz,1H),6.87(dd,J=8.1,1.5Hz,1H),6.86
(d,J=8.1Hz,1H),6.37(s,2H),5.94(m, 1H),5.12-5.02(m,2H) ,4.43(d,J=5.9Hz, 1H),
4.32(qd,]=6.4,5.9Hz,1H),3.86(s,3H),3.78(s,6H),3.31(d, J=6.8Hz,2H),3.28(m,
2H),1.40(m,2H),1.24(m,2H),0.98(d,]J=6.4Hz,3H),0.81(t,J=7.3Hz,3H) ;

[0178]  *CNMR(150MHz,CDC13)6153.2,146.2,144.8,137.4,135.6,134.8,131.9,120.9,
115.8,113.5,109.9,105.5,85.2,81.4,69.0,56.0,55.9,40.5,32.0,19.3,16.7,14.0.
[0179] SIS (4 f11)

[0180] ZHETAMI BT R, NG5 7 Bk - A8 -4, 7T- 8 H-3,37 5" -=H%H
F-8-0-4" - ARJEE (LL R, W AARAE(21)) AR - A8 -4, 7- 5 -3, 3 - & -
8-0-4"—HiARME = (LAR, WHCAZAR A (22)) B SR - A 8 -T-Z B A -4-32 23,3757 -
=HEHE-8-0-4FARIER (LT, WA AR (23)) .

[0181] [\400g &5 (Myristica fragrans Houtt. )R AP n4LEI50vol % 2 FEK
VTR, AE 2R NIRRT 2RI () AT T 3B )5 ik Y8 A5 B4R BOH 4 L08R R 48 2 ), i
2L I PEATED WG DEIIRE W A 2 )5 » IS VK R 2 B8 £ B 45 2L IEAT W, 5 IR . T
JEURE TSR T 13, 15 [BAEY oK Horh 5. 00g FIRE IR (18 ACHEAT RS 1l , 158 7 & A AR Rk
(21)~(23) I 1. 10g g Hgk— Dl K AHHPLC(Tnertsil ODS-3)i#AT S, 53] T 7&
T (21) ~(23) AR (23) ELE: FIEFIFRE, TR md .

[0182]  ZRafA (23) BUNMRIE AR A4 (21) ~ (23) B2 5 M 1 T B s o

[0183]  'HNMR(600MHz,CDC13)66.84(d,J=1.4Hz,1H),6.82(d,J=8.2Hz,1H),6.76(dd,]
=8.2,1.4Hz,1H),6.36(s,2H),5.94(ddt,J=16.9,10.1,6.8Hz,1H),5.81(d,J=3.3Hz,
1H),5.57(s,1H),5.11-5.05(m,2H) ,4.38(qd,J=6.4,3.3Hz,1H),3.84(s,3H),3.75(s,
6H),3.31(d,J=6.8Hz,2H),2.15(s,3H),1.26(d,]=6.4Hz,3H) ;

[0184]  *CNMR(600MHz,CDC13)6170.3,153.3,146.2,145.1,137.2,135.7,133.6,129.9,
119.9,116.0,114.0,109.5,105.4,80.1,76.6,55.9,55.8,40.5,21.3,14.4.

22
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OH
OMe

21 22 23

[0186]  SEjifif519

[0187] g4 B4 11 B HI AR 20AE (21) (5. 9mg ) VA il T A A EE (0. 2mL) Z J& , WS NV Eh 1
(2uL) , 7E60°C I E 2 R BLS/INEF o ¥ A1 JiT 5 NN 20 B8 2. T8 AN i Ak 1 VB /K V8 8 o 2 1
LR AT R WA 2 a5 3 I ek B 0 A HE AT ORG DA AR A AR EE D960 0 4015 3 A
8 -T-RHAEIL-4-FH-3,3" 5 -=HEIL-8-0-4" - AR (LLF, AR NIB &Y (24))
(4.4mg) .

[o188]  F3BIKVR A4 (24) KINMRIE ML 2 S5 - 20T s o

[0189]  'HNMR(600MHz,CDC13)87.04(d,J=1.7Hz,0.4H),6.93(dd,J=8.0,1.7Hz,0.4H),
6.91(s,0.6H),6.85(d,J=8.0Hz,0.4H),6.81(d,J=1.1Hz,1.2H),6.36(s,0.8H),6.30(s,
1.2H),5.97-5.88(m, 1H),5.53(s,0.4H),5.50(s,0.6H),5.10-5.02(m,2H) ,4.63(d,J=
4.9Hz,0.4H) ,4.51(d,J=5.3Hz,0.6H),4.29(qd,J=6.4,4.9Hz,0.4H) ,4.23(qd, ] =6.2,
5.3Hz,0.6H),3.87(s,1.2H),3.83(s,1.8H),3.76(s,2.4H),3.69(s,3.6H),3.62(m,0.6H),
3.57(m,0.4H),3.30(d,J=6.7Hz,0.8H),3.27(d,J=6.8Hz,1.2H),1.26(d,J=6.2Hz,
1.8H),1.18(d,J=6.0Hz,1.8H),1.07(d,J=6.0Hz,3H),1.03(d,]J=6.3Hz,1.2H),0.97(d,
J=6.4Hz,1.8H);

[0190]  *CNMR(150MHz,CDC13)6153.2(2C),146.0(2C),144.6,144.5,137.4(2C),135.4,
135.0,134.9,134.6,133.5,132.4,120.8,120.6,115.8(2C),113.4(2C),110.3,109.8,
105.6,105.5,82.2,81.7,81.3,81.2,69.7,69.4,56.0,55.9(2C),55.8,40.5,40.4,23.3
(2C),21.4(2C),16.1,15.3.

23
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24
[0192]  SEJf10
[0193]  [f T RARER N 7 T BEZ A1, 552 519 [l A 30 HH AR 204 (21) BAAE AT =44
W EL N60:4078 5] A8’ -T-R T IE-4-#H-3,3" 5 —=HHEILE-8-0-4" -HARBR (LT,
WA (25)) .
[0194] 15 RIFIR A (25) FINMRIE FIAL 22 5 M T T BT s o
[0195]  'HNMR(600MHz,CDC13)86.97(d,J=1.6Hz,0.4H),6.88(m,1H),6.85(d,J=8.1Hz,
4H),6.81(d,J=8.1Hz,0.6H),6.74(dd,J=8.1,1.7Hz,0.6H),6.36(s,0.8H),6.33(s,
.2H),5.97-5.89(m, 1H),5.53(s,0.4H),5.50(s,0.6H),5.10-5.03(m,2H) ,4.44(d,J=
.6Hz,0.4H) ,4.38(d,J=4.4Hz,0.6H) ,4.32(qd,J=6.4,5.6Hz,0.4H) ,4.21(qd,]=6.3,
.4Hz,0.6H),3.86(s,1.2H),3.83(s,1.8H),3.78(s,2.4H),3.72(s,3.6H),3.30(d,J=
.9Hz,0.8H),3.29(d,J=6.9Hz,1.2H),3.20(dd,]=8.9,6.0Hz,0.6H),3.11(dd,]=8.9,
.5Hz,0.6H),3.08(dd,J=8.8,6.2Hz,0.4H),3.04(dd,J=8.8,7.3Hz,0.4H),1.93(m,
6H),1.71(m,0.4H),1.26(d,J=6.3Hz,1.8H),0.98(d,J=6.4Hz,1.2H),0.93(d,J=
.7THz,1.8H),0.89(d,J=6.7Hz,1.8H),0.79(d,]=6.6Hz,1.2H),0.76(J=6.7THz,1.2H)
[0196]  *CNMR(150MHz,CDC13)6153.4,153.2,146.2,146.1,144.7,144.5,137.4,137.3,
135.5,135.2,134.8,134.5,132.6,131.8,120.9,120.5,115.8(2C),113.5(2C),110.1,
109.6,105.6(2C),84.7,83.5,82.4,81.4,76.2,75.8,56.0(2C) ,55.9,55.8,40.5(2C),
28.7,28.6,19.7,19.5,19.4,19.3,16.5,14.6.

(o P e 2L e )

24
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25
[0198]  SEjifsi11
[0199] [ T R TR EE & o1 -l DA A, 5 S 461 9 [R) BE 1 F 7 3044 (21) BAAE X iR 53244
EL H60: 40755 A 8 -T-C A -4- 53,3 5 - = AL -8-0-4" -HAEE (LA R,
MRNIBEM(26)) o
[0200] 15 RH)VR A1 (26) FINMRIG AL 22 MR T AT .
[0201]  'HNMR(600MHz,CDC13)86.95(d, J=1.4Hz,0.4H),6.88-6.85(m,1.4H),6.81(d,J=
8.1Hz,0.6H),6.74(dd,J=8.1,1.7Hz,0.6H),6.36(s,0.8H),6.33(s,1.2H),5.98-5.89(m,
1H),5.54(s,0.4H),5.50(s,0.6H),5.10-5.04(m,2H) ,4.42(d, J=5.9Hz,0.4H) ,4.39(d, J
=4.5Hz,0.6H),4.31(qd,J=6.4,5.9Hz,0.4H) ,4.20(qd,J=6.4,4.5Hz,0.6H),3.86(s,
1.2H),3.83(s,1.8H),3.78(s,2.4H),3.72(s,3.6H),3.42-3.24(m,4H) ,1.66-1.52(m, 2H)
1.44-1.14(m,6H),1.25(d,J=6.4Hz,1.8H),0.98(d,J=6.4Hz,1.2H),0.85(t,J=7.2Hz,
1.8H),0.82(t,J=7.2Hz,1.2H) ;
[0202]  *CNMR(150MHz,CDC13)6153.4,153.2,146.3,146.2,144.8,144.6,137.5,137.4,
135.6,135.2,134.8,134.5,132.6,131.9,120.9,120.5,115.9,115.8,113.6(2C),110.0,
109.6,105.6,105.5,85.3,83.5,82.4,81.5,69.6,69.4,56.0(2C),55.9(2C),40.5(2C),
31.8(2C),30.0,29.8,26.1,25.9,22.7(2C),16.7,14.6,14.1(2C) .

25
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[0204]  SEjifsi12

[0205] [ 1 A BEE o 1-E BE LA AL, 5 S 91 O [R] AL 1 HH 2R 2044 (21) DAFE AT e 4
IR N60:4015 5 A 8 -T- A F-4-23£-3,3 5 - =H A IE-8-0-4" - F AKHER (UL F,
FRNREM(27)) 6

[0206] 43 BNFIR AW (27) FINMRIE AL 2 S5 MR T-BA R

[0207]  'HNMR(600MHz ,CDC13)86.95(d, J=1.5Hz,0.4H),6.88-6.85(m,1.4H),6.81(d,J=
8.1Hz,0.6H),6.74(dd,J=8.1,1.7Hz,0.6H),6.36(s,0.8H),6.33(s,1.2H),5.98-5.89(m,
1H),5.54(s,0.4H),5.50(s,0.6H),5.10-5.04(m,2H) ,4.42(d,J=5.7Hz,0.4H) ,4.39(d, ]
=4.5Hz,0.6H),4.31(qd,J=6.4,5.7Hz,0.4H) ,4.20(qd,]=6.4,4.5Hz,0.6H),3.86 (s,
1.2H),3.83(s,1.8H),3.78(s,2.4H),3.72(s,3.6H),3.42-3.24(m,4H) ,1.66-1.52(m, 2H)
1.44-1.14(m,10H),1.25(d,J=6.4Hz,1.8H),0.98(d,J=6.4Hz,1.2H),0.85(t,J=7.2Hz,
1.8H),0.84(t,J=7.2Hz,1.2H);

[0208]  *CNMR(150MHz,CDC13)6153.4,153.1,146.2,146.1,144.8,144.6,137.4,137.3,
135.6,135.2,134.8,134.5,132.6,131.9,120.9,120.5,115.9,115.8,113.5(2C),109.9,
109.5,105.5(2C),85.2,83.5,82.3,81.4,69.5,69.3,56.0(2C) ,55.9,55.8,40.5(2C),
31.8(2C),30.0,29.8,29.5(2C),29.3(2C),26.3,26.2,22.7(2C),16.7,14.6,14.1(2C).

27
[0210]  SEjfs13
[0211] B T4 R TR B & o1 - 251 2 Ab , 5 S 451 9 [R) BE 1 FH 7 344 (21) BAAE X IR 53244
1L 604078 5] A 8 —T-B S -4-$ -3 37 |5’ - = H A H-8-0-4" - F AJEZE (UL T, 1
PR AW (28))
[0212] 73 BIFIR AP0 (28) INMRTE R 22 S5 /R TRA T o
[0213]  'HNMR(600MHz ,CDC13)66.95(d,J=1.4Hz,0.4H),6.88-6.85(m,1.4H),6.81(d,J=
8.0Hz,0.6H),6.74(dd,J=8.0,1.7Hz,0.6H),6.36(s,0.8H),6.33(s,1.2H),5.98-5.89(m,
1H),5.54(s,0.4H),5.50(s,0.6H),5.10-5.04(m,2H) ,4.42(d,J=5.8Hz,0.4H) ,4.39(d,J
=4.3Hz,0.6H),4.31(qd,J=6.4,5.8Hz,0.4H),4.20(qd,J=6.4,4.3Hz,0.6H) ,3.86(s,
1.2H),3.83(s,1.8H),3.78(s,2.4H),3.72(s,3.6H),3.42-3.24(m,4H) ,1.66-1.52(m, 2H) ,
1.44-1.14(m,14H),1.25(d,J=6.4Hz,1.8H),0.98(d, J=6.4Hz,1.2H),0.85(t,J=7.2Hz,

26
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3H)

[0214]  *CNMR(150MHz,CDC13)6153.4,153.1,146.2,146.1,144.8,144.6,137.4,137.3,
135.6,135.2,134.8,134.5,132.6,131.9,120.9,120.5,115.9,115.8,113.6,113.5,
109.9,109.5,105.5(2C),85.2,83.5,82.3,81.4,69.5,69.3,56.0(2C),55.9,55.8,40.5
(2€),31.9(2C),30.0,29.8,29.7,29.6(5C),29.3(2C),26.3,26.2,22.7(2C),16.9,14.6,
14.1(2C).

[0215]

28
[0216]  SEjiifsi14
[0217] & 145 57 A B B N R LB LA AL, 5 St 481 O 1) A 1 1 i A4 (21) DA XS R 2 44
PREL A60: 40795 A 8 -T- R AL -4-F 43,37 5" - = HEIE-8-0-4" - HABE (LR,
WAAREY(29)) .
[0218] 13 BIRIIR A4 (29) INMRTE AL 22 S5 /R FAF o
[0219]  'HNMR(600MHz ,CDC13)87.06(d, J=1.8Hz,0.4H),6.93(dd,J=8.0,1.8Hz,0.4H),
6.92(d,J=1.4Hz,0.6H),6.85(d,]J=8.0Hz,0.4H),6.81(m,1.2H),6.36(s,0.8H),6.30(s,
1.2H),5.97-5.89(m, 1H),5.53(s,0.4H),5.49(s,0.6H),5.10-5.02(m,2H) ,4.68(d,J=
4.9Hz,0.4H) ,4.55(d,J=5.5Hz,0.6H) ,4.29(qd,]=6.4,4.9Hz,0.4H) ,4.24(qd, ]=6.3,
5.5Hz,0.6H),3.87(s,1.2H),3.83(s,1.8H),3.76(s,2.4H),3.68(s,3.6H),3.33-3.21(m,
3H),1.76-1.08(m,10H),1.26(d,J=6.3Hz,1.8H),0.97(d,J=6.4Hz,1.2H);
[0220]  *CNMR(150MHz,CDC13)6153.3(2C),146.0(2C),144.5,144.4,137.4(2C),135.4,
135.0,134.9,134.5,132.6(2C),120.7,120.6,115.8(2C),113.3(2C),110.4,109.8,
105.7,105.5,82.2,81.8,80.9,80.8,75.9,75.4,56.0,55.9(3C) ,40.5,40.4,33.5,33.4,
31.7,31.5,25.9,25.8,24.3,24.2(2C),24.1,16.1,15.5.

27
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[0222]  SEjifs15

[0223] [ 145 57 O B 5 8 o R B DA A1, 5 St 9 9 R ASE by B AR 044 (21) BRI S5 4 4
bt H60: 4043 5] A 8”74 FE-4- -3 .3 |5 - = A H-8-0-4"-F A JEE (LA R, H#K
RIREM(30)) .

[0224] 15 RFIR-A Y (30) FINMRIE AL 22 5 MR T AT .

[0225]  'HNMR(600MHz,CDC13)87.39-7.10(m,5H),6.97(d,J=1.8Hz,0.4H),6.92(d,]J=
.8Hz,0.6H),6.90(dd, J=8.0,1.8Hz,0.4H),6.87(d,J=8.0Hz,0.4H) ,6.84(d,J=8. [Hz,
.6H),6.80(dd,J=8.1,1.8Hz,0.6H),6.35(s,0.8H),6.33(s,1.2H),5.99-5.89(m, 1H),
.56(s,0.4H),5.53(s,0.6H),5.12-5.04(m,2H) ,4.59(d,J=5.8Hz,0.4H) ,4.55(d, J=
.5Hz,0.6H),4.52(d,J=11.8Hz,0.6H),4.48(d,J=11.8Hz,0.6H),4.42(d,J=11.9Hz,
.4H),4.40(qd,J=6.4,5.8Hz,0.4H),4.37(d,J=11.9Hz,0.4H) ,4.33(qd,J=6.4,4.5Hz,
.6H),3.84(s,1.2H),3.80(s,1.8H),3.71(s,2.4H),3.70(s,3.6H),3.31(d,J=6.9Hz,
.8H),3.29(d,J=6.9Hz,1.2H),1.29(d,J=6.4Hz,1.8H),1.03(d,J=6.4Hz,1.2H) ;
[0226]  'SCNMR(150MHz,CDC13)6153.4,153.1,146.4,146.2,145.0,144.8,139.0,138.9,
137.5,137.3,135.5,135.2,134.8,134.3,131.9,131.2,128.2,128.0,127.5,127.2(2C),
127.0,121.1,120.7,115.9,115.8,113.7,113.6,110.0,109.8,105.6,105.5,85.1,83.4,
82.1,81.5,70.9,70.5,56.0(2C),55.9(2C),40.5(2C),16.9,14.9.

[ R 2 B e
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30
[0228]  SEjiifs16
[0229] [ 145 5 A B 5 8 A BT B LA AL, 5 St 481 O [R) A 1 i 344 (21) DA X R 5244
B N50:5078 5] A 8 -T-fU T A -4-# 53,3 5 = A ILE-8-0-4" -HARBR (LT,
WA (31)) .
[0230] 15 RIFVRA Y (31) FINMRIG AL 22 MR T LA T .
[0231]  'HNMR(600MHz,CDC13)87.20(d,J=1.7Hz,0.5H),7.04(dd,J=8.1,1.7Hz,0.5H),
6.98(d,J=1.8Hz,0.5H),6.87(dd,J=8.1,1.8Hz,0.5H),6.84(d,J=8.1Hz,0.5H),6.79
(d,J=8.1Hz,0.5H),6.37(s,1H),6.30(s,1H),5.97-5.87(m, 1H),5.48(s,0.5H) ,5.45(s,
0.5H),5.09-5.01(m,2H),4.86(d,J=4.0Hz,0.5H),4.69(d,J=5.7Hz,0.5H) ,4.18-4.09
(m,1H),3.87(s,1.5H),3.84(s,1.5H),3.76(s,3H),3.67(s,3H),3.30(d,J=6.7Hz,1H),
3.26(d,J=6.8Hz,1H),1.18(d,J=6.3Hz,1.5H),1.15(s,4.5H),1.09(s,4.5H),0.92(d,J
=6.4Hz,1.5H).

31
[0233]  sETff17
[0234] [ T N EE B o 2T S AR G BE LA AL 5 SR A9 [R] A s FH 7% 044 (21) BAEEXS
e S AAREL 960: 4043 2] A 87 =74t T 4| Ak £ H 420 -3,37 |57 - = H A FE-8-0-4

29
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AKIEZE (LR, W HIREY(32)).

[0235] 43 BIKVR 54 (32) KINMRIE ML 7 &5 14 7R T-RA R

[0236]  'HNMR(600MHz,CDC13)86.98(d,J=1.7Hz,0.4H),6.92(d,J=1.8Hz,0.6H),6.88
(dd,J=8.0,1.7Hz,0.4H),6.85(d,J=8.0Hz,0.4H),6.81(d,J=8.0Hz,0.6H),6.74(dd, ]
=8.0,1.8Hz,0.6H),6.36(s,0.8H),6.34(s,1.2H),5.97-5.89(m, 1H),5.52(br,1H),5.10-
5.03(m,2H),4.47(d,J=5.9Hz,0.4H) ,4.46(d,J=4.3Hz,0.6H) ,4.34(qd,]=6.4,5.9Hz,
0.4H),4.21(qd,J=6.4,4.3Hz,0.6H),3.86(s,1.2H),3.83(s,1.8H),3.78(s,2.4H),3.73
(s,3.6H),3.67-3.28(m,8H),1.56-1.50(m,1.2H),1.49-1.43(m,0.8H),1.38-1.31(m,
1.2H),1.31-1.26(m,0.8H),1.25(d,J=6.4Hz,1.8H),0.99(d,J=6.4Hz,1.2H),0.89(t,]
=7.3Hz,1.8H),0.86(t,J=7.3Hz,1.2H);

[0237]  "*CNMR(150MHz,CDC13)8153.3,153.2,146.3,146.2,144.9,144.6,137.4,137.3,
135.4,135.3,134.9,134.4,132.0,131.4,121.0,120.5,115.9,115.8,113.6(2C),110.0,
109.7,105.5(2C),85.6,83.7,82.4,81.3,71.1,71.0,70.1,69.9,68.8,68.4,55.9(4C),
40.5(2C),31.8(2C),19.3,19.2,16.6,14.4,14.0,13.9.

32
[0239]  SEjfs18
[0240] 543 B4 1 15 2 1) AR 204k (22) (5. 0mg ) ¥ il T L BE (0. 2mL ) W 2 J& L U NI SR 1R
(2uL) 7E60°C M2 R BI5/INB] o ¥ EZ Ji7
[0241]  fN N2, BR . s AN R BR S A K VAW, % . B R 2 U IR 46 2 )
[0242]  JEEAEAL (B CHAT RS, 13 8] T AR - A 87 -T- L -4 -3, 37 - I A -
8-0-4" —HiAKHEZ (LA, WA AR U4 (33)) (4. 0mg)
[0243] 1321 7R 3044 (33) FINMRBE FIAL 22 5 /R TR R &
[0244]  'HNMR(600MHz ,CDC13)86.91(s,1H),6.82(m,2H),6.66(d, J=8.1Hz,1H),6.64(d,]
=1.9Hz,1H),6.60(dd,J=8.1,1.9Hz,1H),5.91(ddt,J=16.9,10.1,6.7Hz,1H),5.52(s,
1H),5.06-5.00(m,2H) ,4.34(d,J=5.5Hz,1H),4.29(qd,J=6.3,5.5Hz,1H),3.84(s,3H),
3.74(s,3H),3.47(dq,J=9.3,6.9Hz,1H),3.41(dq,J=9.3,7.1Hz,1H),3.28(d,J=6.7Hz,
2H),1.33(d,J=6.3Hz,3H),1.19(dd,J=7.1,6.9Hz,3H) ;
[0245]  3CNMR(150MHz,CDC13)6150.5,146.3,145.7,144.9,137.6,133.6,131.9,120.5
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(2€),117.2,115.6,113.7,112.8,109.8,83.4,79.7,64.7,55.9(2C),39.8,15.7,15.3.
OH
OMe

33
[0247]  sLjafs19
[0248] A8’ -4-$5H-3,3 - HHIE-8-0-4" - AHg & (Analyticon/A &) filli& ,NP-
016261) (LT, tHFR AL &Y (34) ) EL#2 A AR R, T304 1 o A& 1 (34) I Ak 2 45
TR 7R o
OH

34
[0250]  SEjiif520
[0251] % A8 -4-380-3,3 - " HHIE-1"-NiiA-8-0-4"-H AJEZ (AnalyticonA 7]
Hl3% ,NP-000262) (LA R, tHER AL & (35)) (4. 8mg ) VAMET 2.8 (0. 2mL) 2 J& , TR ik £h ik
(2uL) 7E60°C N [ ML3/NE o ¥4 E1 2 S5 5 TN 2R £, B A FBR IR S AN K T VL 15 TR . BB 2
AT RUE R 48 2 I 0 ek B B G AT A il DA XS I S A A4 b 960 : 4015 31 A 87 -T2,
A4 RE-3,3 - CERE- -TRE R -8-0-4" - KRB R (UL, R AR A (36))
(1.9mg) .
[0252] 43 BFIRE A4 (36) FINMRIE FIAL A4 (35) IR G (36) AL S R TBA R .
[0253]  'HNMR(600MHz,CDC13)66.92-6.80(m,4.8H),6.74(dd,J=8.2,2.0Hz,0.6H),6.66
(d,J=8.2Hz,0.6H),6.31(m,0.4H),6.28(m,0.6H),6.12-6.03(m,1H),5.56(s,0.4H) ,5.52
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(s,0.6H),4.42(m,0.4H),4.38-4.30(m,1.6H),3.87(s,1.2H),3.84(s,1.8H),3.82(s,
1.2H),3.77(s,1.8H),3.49-3.38(m,2H),1.84(m,1.2H),1.83(dd,]J=6.7,1.7Hz,1.8H),
1.33(d,J=6.0Hz,1.8H),1.18(dd,J=7.1,6.9Hz,1.8H),1.12(dd,J=7.1,6.9Hz,1.2H),
1.07(d,J=6.4Hz,1.2H);

[0254]  '3CNMR(150MHz,CDC13)8150.6,150.4,147.3,146.5,146.4,146.3,145.1,144.9,
132.0,131.8,131.7,131.2,130.5(2C),124.0,123.9,120.9,120.5,118.6(2C),117.0,
116.6,113.7(2C),109.8(2C),109.5,109.4,84.4,83.3,79.6,79.1,64.7(2C),55.9(4C),
18.4(2C),16.5,15.6,15.3(2C).

OH

35 36
[0256]  skjififsi21
[0257]  ¥ga-[1-¥2HE-2-(2-F S IR E 0L ) TR 2L 1 -2 - FF S L R Wy (Pharmeks 24 ] il i
P2000N-11879) (LA R, R A &4 (37)) (5. Img ) VAR T 2B (0. 2mL) th 2 & , AR N £6 1%
(2uL) 7E60°C R L3/ o A EIZ S » TN £ T £ B8 OV TR R S BN K VAL s TR L TR 2
BEAT VR IR A 2 5 B I i R S SGHAT R il DA AR XTI A A b 50 : 5043 B 4-[ 1-2. %
Fe-0-(2-F LRI ) AL ] -2-FR AL 25y (DL R, AR AR 5 4(38) ) (5. 4mg)
[0258] 79 B[R A4 (38) KINMRIE AL A4 (37) IR AW (38) (AL 22 45 MR T UL .
[0259]  '"HNMR(600MHz,CDC13)86.99(m,0.5H),6.93-6.73(m,6.5H),5.57(s,0.5H),5.53
(s,0.5H),4.45(m,0.5H),4.40-4.32(m,1.5H),3.87(s,1.5H),3.84(s,1.5H),3.82(s,
1.5H),3.76(s,1.5H),3.51-3.37(m, 2H),1.35(d,J=5.7Hz,1.5H),1.19(t,J=7.1Hz,
1.5H),1.13(t,J=7.0Hz,1.5H),1.08(d,J=6.3Hz,1.5H) ;
[0260]  "SCNMR(150MHz,CDC13)6150.6,150.4,148.2,147.5,146.4,146.3,145.1,144.9,
131.8,131.3,121.7,121.5,120.9,120.8(2C),120.5,117.0,116.8,113.7(2C),112.4,
112.3,109.8(2C),84.4,83.4,79.4,79.1,64.7,55.9(3C),55.8,16.5,15.7,15.3(2C) .
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[0261]

37 38
[0262] L3511
[0263]  FZHE LA BT , B 5 156 A ot 1) TRPMSY AAE FH HH IR ECaofH o
[0264] (1) ATRPM8E: & R IEHKMH HlfE
[0265] Ay 7 il /£ N TRPMSH 52 1A FUHEK 29341 i % , #4777 A TRPMSHE [RI ) 3 b o A= K A
TRPMS I K B A 1T 51 45 21 4~ RNA (COSMOBTO 2 ) il ) , 43 FHRT-PCRYE AT 438,
[0266] Ki45 B IPCR™H) ve B T A [T 8i4&pENTR-D/TOPO(Invitrogen /s ) fili& ) Z J& , i
% T pCDNA3. 2-V5/DEST (Invitrogen/A d i) , i Lipofectamine2000( Invi trogen 2 &)
#ili& ) % 5 T-HEK29 340 o 4 % 5 J5 I 4l L 72 % 45 450ug /mLI¥ G-418 (Promega 2y ) ) [
DMEM3 5% 2 rh 3 B i ie « FH T-HEK 29340 i AN 215 PN Y [ TRPMS , PR , 7] DA 96 TRPM8 %% 5t
PRI B A
[0267]  (2)85 4
[0268] %% 5 IHEK 29 340 o, 1) TRPMSYE 14 (1) M) 5 S A 5 Y6 45 A% VR 04T
[0269] ¥4k, 5 55 3 (0 TRPMS ZRAA 4w (LA 30, 00041 i/ FL) #& Fh T 2 H -D- M & L (poly-
D-lysine)RAfF96FLIK (BD FalconZ ®lffilid) , fE37C R EEF M2 )T , b 25 B2, ¥ N
Fluod-AMM ([RAZ A2 2wl il , B550R & 1) , /37T C R R FR30~6043 %1 . 2 )i , K96 LR
BT RN (Fluorescence Plate Reader)(FDSS3000;Hamamatsu Photonics K.K. il
I8, 7R B IR R B R 32 CIRRAS T, A3 FHCCD AR A Ao 8% 5 20nm e il B FH UK
KA A80nmIE R I Y ERF Tuod = A i e Y6 4 o
[0270]  JU5E BRI AL THHAT 45 Bh , 7208 FF AR 1680 2 J5 , MEDSS3000 1 B 1 43 v 2% HH s
RIS i CRF T IR R LR AL S 4 TSR T CBE TR AR BN AL ) , 1l I 58Ot 58 B2 1) A2
A PEA TRPMS )G 4
[0271]1  (3) TRPMSIH AL LR
[0272]  TRPMSYE 1, v 1 HERR BRI AL S = A B & e sem, Zil il N A 72 g
RN
[0273]  y 2 T A B ZOGHI R IGHE L (Fsun) = (I ZI ¥ TRPMSZR 15 40 B ¥ 5 1 2 ) — { (%
I} ZIHEK 29340 i i 2 D56 B2 ) — Gl 72 145 e R HEK 29340 i 5 0 i) )
[0274]  534b, A5 H it A ) TRPMSYE A6 A FH A5 FH a6 A ot 75 J000 i 1 2 D i 32 T 11 e
TV A IR X FE G ELL .
[0275]  5&Stni L EL = &I ZI ) Fsun/ WU 5E H UG I Fsub
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[0276]  %-AbFRA R FI2ALORBEAT VAT, 138 FH EL - 2 4HL

[0277]  (4)TRPMSVEALAE FI AN 45 5
[0278] 7 f £ A InMB! 10OUMFRT Y [Hl P8 PR 25 15l 36 A5 b (19 TRPMSYE AL AE H , 38 1L B¢ /)
TIRVESRBIFUT AR T FE(Hi 11 s equation )78 B il 28 o Hi A il 43 5 ) %R 56

£ 5 1 TRPMSTEALAE F R I ECsof L 4L R IR LT
[0279] [%1]

[0280]

SEi FE i EC50(nM)
1 AR (1) 1569
2 Tk (2) 199

3 TR8SHA (1a) 1225
3 7TS8R{A(1b) 981

3 TR8R{A (2a) 610

3 7S8SHA (2b) 87

4 REW(15) 309

5 REM(18) 2412
6 AR (19) 581

7 73744 (20) 43

8 R4 (23) 2600
9 BEM(24) 75

10 REM(25) 113
11 REY(26) 218
12 TRE(27) 88

13 RA(28) 61

14 BEM(29) 45

15 RAY(30) 144
16 BEM(31) 40

17 REM(32) 131
19 BEM(34) 5853
20 REM(36) 12235
21 REM(38) 56167
— 1V A 9566

[0281] i BRI Fraw , SEhit o] 45 2 1) % AL S0 B A 8 51 TRPMSYE AL AE A

[0282] RI&2

[0283] i fill 2 B 7~ 1) 3k B8 A s R VL) 5 92 BB DL TR 10 L R B R VYA 75 18 B (cool ing
sensation) AR MV &S RN TE 1,

[0284] [%2]

[0285]

e ACEEBAIL)

I8 LB (5L 5122)
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EMANON CH-40(4£F) 1.2¢ 1.2g
1 - e B (R 2) 0.02g —
TR A (15) - 0.02g
K(RE) SERCN100gH & BRI 100g &

[o286] (1) VAT

[0287] X644 Pk L T IV /N A 53 3R AT FR K VR A A9 U S KT VAR o 4 T 3R a6 A

(b1 ) B3 k56 i B (SE e 191122 ) % 15mL & T 1 F 3070
T IJE/J“%{'?\ (PLO~5.05 (FF0. 559 1) L LZE 2 R AVEAN ) i3

BheL F i
[0288] (2)‘1”?%1‘??&(?*7? B HD)
[0289] 043 : AT AHRIE AN

[0290] 0.5%)

[0291]  1.043 : U BT B35 it 2
[0292] 1.54)

[0293]  2.043 : JEYT B 55179 75 1t 2
[0294] 2.54%

[0295]  3.04) : JBit 2 BH 211 T v ek
[0296] 3.5%%

[0297]  4.04) : JBHE B 55 119 75 [t 2
[0298] 4.5%%

[0299]  5.043 : Bt B HE 5 5 ZU I 775 vl Jek
[0300]  (3) 75 R BRI PPAN 45 R

[0301] G &l 1 i~ , Sl 451 2 2 (4 i 11 8 AH L T bl 38 1 g ik 1 i (B iR A

) 0 JE 1A 1 R Ay B2 A K 90D S s o 8 M v PR 3
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