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1. —#EM KX 1. L85 BTS2 63 R TARFHIK:

5 HF
X ZEAXRKE;
Z RE. CF. A Cskid, CulANX. HE. Caliifig
TR, PR AR RAAERM 1 2 T A RRTRA;
<:>KﬁﬁauT%£m:
10 EAH0.1.2. 3R4ANLAN. OF S KRBT 5 TK6 TEI

9 TLE4TLERKRE, EF—ARENKEFTHE, MATEHE
EAH0. 1. 2. 3R4MEAN. OF S HEERT;
Rl. RZ. RRFR‘ &L AIILA:

15 1) 2,
2) mE,
3) C]-S%g)

4) 2 Cos o,
5) Cre B Cos i ik,
20 6) (Crs Bo2h), BIE Cog bk,
7) Crs LR Cog bk,
8) BHPIK Coe ik,
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)
10)
11)
12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
£

Cre R Cogliik,
BAEBK CemEHE,
#E Cosliis,

A,

AR Cru ki,

2R Cla i A,

Co.s LA FKIL,

Cre SR BA R,

Crs i BE R,

Cre B A BRI,

Cirs MBAEHERA,

Cre I ERAH IR,
(Cre i), BAHARE, UK
(Cre k), B HA R,

Rl #= R? 5 #5369 88 8 F—AL TR R IB-Cys IR E R BNREL, F=
R3#= R* 5 it ity 5 B F—A TAEEH mIB-Cag SRR A R EAXE, A=

R!. R: RPFR'AHIEIAFZE —AREAN R R,

R. RFR & fiikf:

y
2)
3)
4)
3)
6)
7)
8)
9)

2,

il

(#H)0-1C1o10 B,
(B )01 Crro M A,

(3 3)0.1Crn0 B8,

(# A )o1 T Crio ke,

Ci.g B Coo FLIR(FH A )15
(Cs8) 22 3R A Coopo BUA (B A o
Cra BEA R Coqo BLIL,
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10) Co0 A F K Coro ik,
11) Co-10 IR Coo A RIEH A,
12) Z-(Crao B E)BEK Coo bk,
13) 5 Cono e BRI Copo bk,
5 14) (3 Copo ¥k ), B Copo ik,
15) Cag Stk Copo AERE Copo i,
16) Cig 22 3Rk Coo A EI Coo ik,
17) (Cis FRELIR Copo B i), B Copo i,
18) (Cag Z2 3R A Copo Bt ), BAL Copo bos,
10 19) Cig Fhb Ik Copp o BB AT,
20) (Crio k), BAHARE,
21) (A& Cryo i, REFE AL,
22) Co-10 AR BRI,
23) Csg 2303 Copo AR FAERA,
15 24) (Crao ¥ k), BAEHIA Coo ik,
25) (CGFA Crao e, BEHE Coodti,
26) Coo A BEAHA Coro ik,
27) Cs.s FRITH Coao WA BRI H IR Coro A,
28) Cag A Coro WA BEAH A Coo ik,
20 29) FH Copo A RAEF I Coo B,
30) (Crao Bo2h), BB,
31) (GFA Crio i, BAEHE,
32) Cr10 B (I )01 Co.10 S I 5
33) Cor0 A B AR (Coro o),
25 34) Coao AL H AR (Coro k),
35) BH Copo AR,
36) B Coaotits,
37) REFIK,
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38) HI Cog IR,
39) B Cag IR,
40) Crio 8k,
41) Crio I Coro ek,
5 42) Crio A B AR,

43) Cag 23R Copo A BAE AL,
44) Cag SR3EA Con MAB A AL,
45) FH Coro B FARAL,
46) Crio A AR RKA,

10 47) Cos 223 Coo A HARA AL,
48) Cig SRR Coo A IR,
19)  HE CooRABRERRLAE,
50) (Crao B A), BAFA R,
51) (5% Cono o BAHARAL,

15 52) (Cag 22 3R A Coo ko dh) RAEBA AL,
53) (Cs.s I Coio Bo )1 REH AR,
54) #H Coro ik,
55) BZEBIK Copn B,
56) BB ConWEL,

20 57) Crao Ak,
58) Crio A L aRBL AL, .
59) FE Coro A B ABLE,
60) Css 23R Copo W2 BALBRAL,
61) Cig FREEIE Coo WA LARBEIL,

25 62) Crio WA AR,
63) F 3 Coao A ARBEA,
64) Cag 23Rk Copp WA AR B,
65) Csg R Copo A ARBEA,
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66) Crio B AFEBLIE R,
67) FHA Cro i ABB A R,
68) Cas 2Bk CrLio S ARRBEA RE,
69) Css BRI Crig AMBLA R,
5 70) A,
71) FHAK,
72) AR Cleliik, AR
73) 28 Cre A,
R°. RO#= R4 g3 SAFRM—AKE A R IRA;

10 REiLA:
1) £
2) M,

3) (I )o1Cra0 5o
4) (FIHR)0.1Crr0 M A,
15 5) (B A)onCoro i,
6) (B0 F A Crokids,
7) Css FREH Coyo BAR (B )01
8) Ciu BEEA R Coyo ik,
9) Co10 A RIL Coo Bk,
20 10) Coa0 AL B Copo A B HHAE
11) = (Crao )R Coo ik,
12) 35 Coao ke AR Coro i,
13) (G 3 CopoBo8), B Copo itk
14) Css FRbuIk Coio BRI Coaoboik,
25 15) Cis 22 3R I Coo AR Coro it
16) (Csg FRIuA CoaoBodh), B Conotitk,
17) (Cag 2RI Cono btk ), Rk Cono Jo ik,
18) Cag FRb Ak Coo AR BARKL,



200480018337. X A B ok E6/49W

19)  (Crokidn BAHARE,
20) (F A Craobndh), BB AR,
21) Co.10 Fo AL B F I A,
22) Cis 23 Coro A BB 2,
5 23) (Crao A BAHA Copo i,
24) (F A& Crao i) BAHE Cooted,
25) Coa0 WA BAH A Coro ok,
26) Ci Rt Coo A RAHAK Corpo ik,
27) Cig 23R Cogo AR I Coo LI,
10 28) F 3 Coao ABAFIL Copo ik,
29) (Criobodh ), BAHIK,
30) (FFH Crio i) B E K,
31) Crao A ()01 Coro o
32) Co10 oI B IRE I (Copo LR
15 33) Co10 o BB A B (Coqo B2 AL),
34) B Copo a8,
35) RE Copotidk,
36) B Cig A,
37) Crao M8,
20 38) Crio 8 Copo ik,
39) Crio R BA R,
40) Csys 3R E Cono WA BA R,
41) Cyg SRtk Cono A BA R,
42) I Coro MAEBEFE,
25 43) Crio AT RL,
44) Cag 23K Coo A F A RARIKE,
45) Cyg SRBLE Copp A B A FARKE,
46) FH Coro MABERERE,
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47) (Cr0 E’ﬁ)it)z REHARL,
48) (F 2R Coqo M) BAEFHE R,
49) (Cag ZRER3E Couo¥idh) i, BE A R,
50) (Cag I Copobtdh) . BAFA RN,
5 51) #H Copo ki,
52) IR Co B,
53) FIEBHE Coro AL,
54) Craio AL,
55) Crio o2k L ARBL A,
10 56) F 3 Coo otk BAABLA,
57) Css 2231k Coo A LAABLIE,
58) Csg BRI Copo bk TARBLA,
59) Crio SAARBEA,
60) 75 Co.po B AAARBEA,
15 61) Csg 23R Coo A BEBEA
62) Csg REIE Copo SRR BLA,
63) Craobn i arBe ik 28,
64) F A Crao W AMB A AK,
65) Csg R Crio A mB Il 2K,
20 66) Cig b Cryo A m B R,

67) I,
68) FEA,

69) /E}ﬁ C1-6 %7_%’ 7‘F‘3
70) AR Cre AL,
25 H ¥ RAAFSBB—AREARERK; @

Rt A
1) £
2) M &,
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3)

4)

5)

6)

7)

8)

9

10)
11)
12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)
27)
28)
29)
30)

(HH)01Crao st ik,

(A )0.1Cor0 BEMF AL,

(F A )01Coro B,

(B o FH Crao ik,

Cag FRIEHE Coodik,

(Ca0) 23R Copo 08,

Cra BLEEIL Coo B,

Co.10 B IR EIL Coo bk,
Z-(Crao ) B Copo ik,

F 3 Coqo BRI Cogo o2k,
(F A Coao Bt B Copo ik,
Cis IR Coao AR Copo bk,
Cig 2RI Coo AR Copo ik,
(Crao i), B HI,

Cro10 B2 BAR (B )0-1Cour0 BT
Crao BB Coro B,

(Crao i), BB A FA,
#EFA Con WAL,

(Crao Bk, BAH A FAE,

(F K Coro i) BAHA AL,
#2 Copobeis,

Crao B ARBLA,

Crio SR AR BRI 2K,

FH Crio AR B A RK,

Cig 23R Crioln s B B,
Cyg B Cryo AR B 2K,
#k,

R,



200480018337. X A B ok E9/49m

31) 28 Csiik, &=
32) 2R Cre Ak, F
g, ROFgE—AREAN ik AATFTHERRNK: . OH. (Ciokk
4. BE. COH. CN. O(C=0)C,-Cs ¥, NO,. ZaF &AL, =
5 RTEIKA. -Oy(Crio)sE RS A NH,.
2. BABR 1 e d, EF XRARE, mZAMELK]1 E7

ANEBRTERARE Cs k.
3. MAER 1 6 ed, FTRiasEf X I
R® Ré
7 @ i

10 HHF ETHSERIARFHK,
;o

®K7§»iﬁ A AT e 3 B
BAO0. 1. 2. 3RANZLAN, OFSLRTFHSARO6ALERFR
%,
15 9AEMASKRE, EF—AXREAKRLF#e, mAFEREZEA
0. 1. 2. 3R4ALAN. OFSHERRT;
R!. R2Z. R®*FR'EHAIRILH:

1) £
2) S
20 3) Cig ko,
4) FIk Cos BLIL,
5) Cie I BRI Cos ok,

10
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6)
7)
8)
9
10)
11)
12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
oo

(Cre Xt th), B Cos ik,
Cirs LR Cos ot
HZEBKE Cos ik,

Cre LRI Coe Bl
BEFHR Cre Bk,
#I Cos ki,

-

AR Cra o,

AR Cra S ik,

Co.c LA,

Cre A H AR,

Cre b AR,

Cro ST AARBLA R,

Cre R BAH AR,

Crs MAREHARL,
(Creboih), BHEBARE, F
(Cre o 2k), BRA AR,

R' o R? 5 Lk B9 R T —R TR A IR-Cas RITAR, HEAME,
R A R 5 E #3809 3R T — AR TAER W RIE-Cog IRRA, REMNKE,

Fa

Rl R: R*#RIA A IAFEM—AREANROBK,
R. RAR' &ALk H:

1)
2)
3)
4)
3)

£

®E,

(B A)0.1Cra0 ek,
(HR)o1Crro B,
(IR )0-1Co10 BAK

11
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6) (33712_%)0-1 %f‘;‘ C1-10 }}':L:)Ei,

7) Csg R Copo ()01
&) (Csg) I Coo BRI (I )01

9) Cra Bt RH Coo ik,
5 10) Coo B IEEIAK Cogo ik,

11) Co.10 AR Co.o bR,
12) Z-(Crao BRI Copo ik,
13) F A Cono AR Copo ok,
14) (A Cono ki), B Coao ki,

10 15) Cs FRELH Copo BRI Copo ik,
16) Cs.s 2303k Coo BRI Coo itk
17) (Css bR Coaobodh) Bk Coao btk
18) (Css 23R 38 Coo ki dh), B Copo ik,
19) Css AL Copo bt A RAHE R,

15 20) (Crao ke ), BAHARK,
21) (FA CLpokR) L, REAZ L RL,
22) Coo IR H AR,
23) Css BHA Con R ARAHARE,
24) (Cryo o), BAEF A Coodnik,

20 25) (F & Crao B ) BAHAK Copo ik,
26) Cor0 BRI Copo B,
27) Cig SRt Coao AR HE A Copo ik,
28) Cis 23 Coo MARAH KL Coo ok,
29) F A Copo BRI FI Coo ik,

25 30) (Crao b i), BAF A,
31) (GG Crio B BEHEAE,
32) Cr10 BEEIR (IR )01 Cour0 oA
33) Co.10 oA B IR I (Coao ST L),

12
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34) Cor0 T BA B A RL(Coro i),
35) B Copo LA BRI
36) #HE Corodntk,
37) BIHFHR,
5 38) I Cig K,
39) B Cug Ak,
40) Crio S aIk,
41) Crio A Copo bk,
42) Crio BRI EIL,
10 43) Cag ZeBR A Copo A B AR,
44) Css I Coo A FA R,
45) F ik Copo A E R,
46) Crio A FEREARHE,
47) Cag 2234 Co A H A RARL,
15 48) Cag BRI Copo A F A BMARK,
49) A CoroAHATRERKE,
50) (Crio i), BARA R,
51) (G5 Coqo Bodh) o B FIL,
52) (Css ZIFHK Copo i) BREAHKARL,
20 53) (Cag FRBLA Coo Bidh) 1 BABAERKA,
54) 1 Coptii,
55) #IRHI Coo B,
56) #IFI Copo WA,
57) Crao BoALE,
25  58) Crio ¥k T ARBLA,
59) F A Coo A BABEA,
60) Css 22 3Rk Coo B2 T ARBEA,
61) Css SREEI Copo ik BABEA,

13
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62) Crao WA ARBLA,

63) F 5 Coqo MLAARBEA

64) Cis 23Rk Coo dr 2 AEBEL,

65) Cag I Copo A ARBA,

66) ORIPA-T 1/ F-E -8

67) F A Crao AR BLA R,

68) Cas 23K Crio i AFBEA R,
69) Css Rtk Cryo RAABEE R,
70) X,

71) R,

72) AR Celiik, AR

73) 2R Cre i,

R’. RS R & R afFdik— AR E AN ROERK;

R8i%& & :
1) £
2) M,

3) (FH)0.1Cr10 Bo AR

4) (FA)01Crro B A,

5) (IR )01Crr0 A,

6) (B0 F A Cro ks,

7 Cig Bt Coo A ()01

8) Cra BRI FI Copo 3ok,

9) Co10 SR Coaobidk,

10) Coo AR Copo A RIS IAK
11) Z(Crao IR Coodik,

12) & Coro IR Coo ik,
13) (FF A& Coaobei)n &8I Cop ik,
14) Css FRILE Coo A BRI Coo B,

14
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15) Cag R Copo A RL Coro bk,
16) (Cag BRETA Copo itk ), B Copo ik,
17)  (Cag Z23RE Coro#ith), B2k Coro it
18) Csg SRbui Coo A RAF A RA,
5 19) (Cr ko), BAHKARE,

20) (FA Crio ko) BARA R,
21) Coo AR A RK,
22) Css Z3RHAE Copo AR A RKE,
23) (Crao 5o k), BAFIK Coyo ik,

10 24) (FA Crio b)), BEHHA Coo ki,
25) Co0 AR IKA Copo bik,
26) Cag SRITIE Coao AR HIL Copo btik,
27) Csg IR Coqo A RAEHA Coo ik,
28) F & Coro B RAFA Cop ki,

15 29) (Crio ¥tk ), BAHHK,
30) (F 2 CraoBi) 1 BAHK,
31) Cr10 BRI (FKIR )01 Co.10 B2
32) Co-10 I BB (Copo S L),
33) Co0 REA B A RA(Copo L E),

20 34) BRI ConmERL,
35) B Coroboik,
36) #IK Cyg Tl ik,
37) Crio BRI,
38) Crio Rk Copobtik,

25 39) Cro i g 8,
40) Cag ZIRA Copo A A RK,
41) Csg BRI Coqo WA BA R,
42) F 3 Coro WAFILFXE,

15
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43) Crio oA A TR,
44) Cag 23R A Corobn b R RA RN,
45) Cas SRt Cono e R AR RKE,
46) FH CoomAFARARE,
5 47) (Crao$oh), BRI BA R,

48) (52 Coao Bodh) BAH AR,
49) (Cag Z2ERH Copo i), BABARK,
50) (Css RERI Coro i) BRAFA R,
51)  #4 ConEi, |

10 52) #ZEHK CopmAHK,
53) #EBHR Coo A,
54)  Cro sk,
55) Crio o2k LABEA
56) %3 Coro A BAABEE,

15 57) Cys 22 3R Copo oA BAABLA,
58) Csg SRItEE Coo SR ARBLA
59) Cro FAFEBEAE,
60) 3 Coo LA ARFLIL,
61) Cg 223 Ik Cono SEAAARBLE,

20 62) Csg BRI Copo WAARBLIL,
63) Crio WA BRI,
64) FH Cri AR RN,
65) Csys 2R E Crpo A B A R,
66) Cag IR Crio AR BLA R,

25 67) T,
68) FE AR

69) 2R Cie ki, #=
70) 2 3 Cre LA,

16
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RUMELE—AREANRBRK; #o

RO iL §:
1) E
2) sl

3) (K)o Crio A&,

DRNCE SROML- S 7 8

5) (#HK)01Cro0 BRI,

6) (BH)oa F A Cro i,

7) Css FRIek Corodnts,

8) (Csg)Z2 3R Coo bo ik,

9) Cra Bt ZIE Copo ik,

10) Co-10 Be AR Coo Bk,

11) Z-(Crao 3R B Cogo Bik,

12) F A Copo MEARIE Copo ik,

13) (F A Coao ), B Coqo B,
14) Cag FRELIR Copo LEEE Copo b ik,
15) Cs.3 22 3RIK Coo BRI Copo ik,
16) (Crao ki), BAHKE,

17) Crao BRI (F )01 Coo Bk,
18) Crio 58k Coro btk

19) (CraoBeah), BEKAEAE,

20)  FEBE CopBA,

21) (Crao B2 ), BAFAEA,

22) (FA Coo i BAEBARAL,
23) #E Corotitk,

24) Crio WA BEA,

25) Crao RABLA R,

26) FHE Criokn sl m Ak,
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27) Cs3 23Rk Crao A Ag BRI 2K,
28) Csg FREEI Crao WABBEA R,
29) A,
30) FEA,
5 31) 2R Cie i, F=
32) 2R Cre Bk,
£, RRAZEB-AREMLAATHEARNK: &, OH. (Cie)t
4. ¥E. COH. CN. O(C=0)C;-C#4. NO,. ZHFEAL. =
A CEL. -Oy(Crao) AL F= NH,.
10 4. BRAZRK 3 9164, HF

@iiaz*ﬁf&\ naphthinyl. FjfFeked sk, Fifekvbik. RH4E
k. RobmEee R RobEe R FOFZArkrgih, 1,3-3K5F dioxilyl
23-Z8-14-FF—REE. B A, SR, Brdekk. kA,
23-Z&-1H-"3 K. wled ik, sBekak. Febekdh. wkedhAk. Emep R
15 3H-skedFF[4,5-b]rre . wked R mEed k. Eed K| 56,7,8-W94-1,8-
ZRAERA. St Rtk FoEe . Aol wked R,
ek Ak . 1,6- =&t wbe k. B, e HH[3,4-cP iR ik
R, veRoiRak, wtbedokh . R e B ek W R Fezed

5. BRAIER 4 09bd, HF

20 ®iiélil+&£§. naphthinyl. FFFoked 2k, RopEeb AL, vk,
23-Z&-1H-lvk k. vk, oBekak. edekil. Bl 3H-Ree
FE[4,5-b]rtee Ak, sk L mEee k| Eed R | 567 8- A1 8- RAA
AL ek B . FrEek k. FoileRak. stk mbeg
T A . TR AL v FF[34-c]i k. kR k. wtheAobk R Feei ok

25 A,

6. A BR 5 6h4bbd, L

18
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<:>ﬁ5$£\%%£,%%£‘%%£Qg%£\W%&%
FHoged K
7. BRI R 6 i, HF

®i$ Aetu ik, iRk, Rtk R A K,
5 8. MAIZK 5 bt HF

<:>ﬁa$£‘%%£#§@go
9. BABK 1 694Lb4, Fridibidy LA sE# X 1l

Me III
H A5 ETHZEE R TAKFHIK
100 H+:

®’K%&iﬁQVXTfJ‘J§\W: XK. naphthinyl. Rifefmz. XK
Fekohk . FAEa k. FobEek k. FobEeedk, RSk,
1,3-% 5 dioxilyl. 2,3-=&-14-FHF R T4, SEaRA. BS54 %
ok AR, PR AR 2,3- & -1H-TR AR wled Ak, R Felekak,
15 vk, Ee k. 3H-RREH[4,5-b ek . oked L nEe | e A
567,851 8- fAEL. Areh. Akt SEaA &
glek k. wthed R wbeR A 1 6-—Fonme k. wbudk. ik sed A
[B4-clotee k. bk, sthefoik k. whedoksk . R e pE ek

v et J e = ek K

19
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RELRAWRAAMILR:

1)
2)
3)
4)
5)
6)
7)
8)
9
10)
11)
12)
13)
14)
15)
16)

£

M &,

Cis ok,

&I Cog btk

Cre AR Cost ik,
(Crs B2 ), B Coglik,
(Cos Bo ) RIK,

(Cos 3o ) BA R,

Crs LA Cos ST,
#AERFHK Cos bt ik,

Crs M AI A Costiik,
I ClamBE,
#2H Cos BLiK,

-

2R Ciaditk, #=

A Cra B,

A RAe R 5 B0 8UR T — AR TEEH RIB-Cos TREE, KA
Rk, F=
R’ RPfw R* & BB S AE M —A 3% A ROBRA,
R. AR &A% IikY:

1y
2)
3)
4)
5)
6)
7)

£

%,

(FHA)01Crao B,

(B )01 Coor0 BEMF A
(B )0.1Crr0 BRI,

(#H K)o FA Cro ik,

C3-3 %):}':ﬂ)_% CO-IO *z‘ﬂz%(?ﬁﬁ\)o-l ’

20
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8) (Cag) A 335 Coao LA(FEAK )01
9) Cra BEE R Copo ik,
10) Coro AR Copodiik,
11) Coo A RK Copo A RA TR,
5 12) —-(Crao &) R Copo ko,

13) %2 Coao 3o R Coo B,
14) (F 2 Copo i), B Coo ik,
15) Css FRIeHR Coqo SRR Copo Bk,
16) Cig I Coro AR Copo bk,

10 17) (Css FRABLAR Copo bt k), BA Copo ik,
18) (Css RERIK Copo Bo4h), B Coao ik,
19) Cig bt Coo A B R,
20) (Crao 22 i), BEHA A,
21) (GG Cro i), BAZARL,

15 22) Co0 WA RAFA AL,
23) Css 233K Coro A RAE AR,
24) (Crao %o ), BABE Copo bk,
25) (FA& Crpo i), BEAZE Copo ke,
26) Cor0 AR HIL Coo B0k,

20 27) Cag B IR Copo A BB Copobidk,
28) Csg Z 3R Coo SARA S Coo ik,
29) F Ik Coro WA BB E Coo ik,
30) (Crao Bo48), BAE B,
31) (FA Crpli), BEAEE,

25 32) Crao BB (B )0.1Cor0 oK,
33) Co-10 LA KRR (Cogo BEH),
34) Co-10 EIEH AR (Copo o),
35) B Coro bR,
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36)
37)
38)
39)
40)
41)
42)
43)
44)
45)
46)
47)
48)
49)
50)
51)
52)
53)
54)
55)
56)
57)
58)
59)
60)
61)
62)
63)

#H Coo btk

BT,

B Cyg BRI,

BRI Cyg ZRIRHK,

Crao BEI,

Crio I Coodnik,

Crao SEAKARA,

Csg A Coo A B AR,

Cag At Copo ABA AL,

F I Coo A ARK,
CrioBAF AR AL AL,

Csg 25k Coo R AR RA R,
Cag Itk Coro ABARA AL,
FH Coro AEHKAFAERAL,

(Crao¥e ), BAHARAL,

(F A& Copo i), BREAF A RL,

(Css 223RH Copo bt dh) 1, BA A AL,
(Cas IRk Coo i) BAHA AL,
7 Con ik,
#ZAEHIAK Coro ki
#AEHAE Copkt
CraoBaik,
Crio ik B aiBe A,

F A Copo bk BALBLE,

Css 23Rk Copo LA BAABEA,
Css IR Coo AR BAABEA,
Crao BAARBLIK,

& Coro AR BEA,

-
-3

)

22
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64) Css ZRIRA Coo BUELARBRIL,

65) Csg FRETI Copo i m BRI,

66) Crio A AR BRI R,

67) FHA Cro Bt A AL,

68) Csg 2R Cryo WA BBEA R,
69) Cas BRI Cro b shmb A R,

70) A,
71) K,

72) é\gh C1-6 %g, ﬁﬂ
73) 2 CreEH; #=
R’. RO#=R7 & B ¥k 5 AFikak — AR %A ROIAX,;

REiL A .
1) £
2) HWE,

3) (#HE)o1Crao Bk,

4) (BEE )01 Co0 BEM AL,

5) (BI)0.1Car0 BRI,

6) (B FE Cro i,

7) Cas FRIT A Coo BEE(FH )0,

8) C1-4 %ﬁiﬁg C0-10 }3%}}5,
9) CO-IO Eﬁﬁi‘ Co-1o *fﬂ)_%,

10) Coro AR Coo A REHA,

11) Z-(Crao R EI Copo bk,

12) FH Corn A EK Copo bk,

13) (FH Coqota k), B Coo ik,

14) Css FRIEHA Coo A RKA Copodi,
15) Csgs 22 IR AR Copo AR Copo ik,
16) (Csg AL Coo 2R ), B Copo o ik,

23
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17) (Css R FRAE Conp i) B Coao ik,
18) Cy IR Coo AR H AR,
19) (Crobiih), AL RAL,
20) (FA& Crpkedh) ., BRAF A AL,
5 21) Co-0 A RS H AR,
22) Csg IR Copo SARRAFARKL,
23) (Crao i), BABEA Coro ik,
24) (FA Crio ) BAHA Coo ik,
25) Co10 BAR BRI Coo B2,
10 26) Css FRbLIR Coqo i A B HA Copo ik,
27) Css 223 F Copo A RA A Copp ok,
28) F I Coro A RBAHI Coo ik,
29) (Crio Bt ih), ZEHK,
30) (F& Crokidh), AR,
15 31) Cr10 S EI(FHH)0.1Cor0 A,
32) Coo A AR (Copp IL),
33) Co10 B FE AR (Coo i h),
34) I Coro AR,
35) BI Coro ik,
20 36) BRI Cyg ik,
37) Crio SR,
38) Crao 3 EA Cogo ik,
39) Crio SA A A,
40) Css 2R Copp A A RA,
25 41) Cis I E Co A B A EAL
42) FA Coo MEBARL,
43) Crio A B A A RK,
44) Csg IR Coqo A HA BAERK,
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45) Css TR Coao A F AR RLARL,
46)  HE CooREARARERE,

47) (Criodtdh), BAHA R,

48) G Con B BRAEERL,
49) (Css A Copo ) BREF AL AL,
50) (Csg FRBEIL Coo Wi BREF X AK,
51) #ZA Copo ik,

52) BAHI Copn ik,

53) #EHHAE Copp LB,

54) Cri0 BLARH,

55) CrLio A B ABLA,

56) F i Copo bk BALBEA,

57) Cyg 2230 Coo 2k B ARBLA,

58)  CagBREEA Coro ik BAABLA,

59) Crao AR BLA,

60) F 3 Coro S ARBEA,

61) Csg IR Copo A ARBLE,

62) Cag b Copo A ARBEL

63) Crao bo A s BL AR,

64) FH Crio A s A UL,

65) Cag 23K Cro A BB AL,
66) Ci FRILIR Crapo AL E R,
67) 1% |

68) FHAR,

69) 2R Crhitk, f=

70) 28 CisEHK; A=
RMELB—ARE N RBK; Fo

ROt A :
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1)
2)
3)
4)
5)
6)
7
8)
9)
10)
11)
12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)
27)
28)

£

Eif

(FHH)oaCrao B3k,

(B )1 Coro B,

(B2 )01Coo IK,

(B H)oq F & Crao i,

Cs AT Copo Bo ik,
(Cag) R ERAE Copo Bk,

Cra Bt 2K Copo ik,

Coro 3B R Coo ik,

Z-(Crao AR Copouik,

F & Coro ARE Corottik,
(FH Conobith), B Copo ik,
Css FRELE Copo A EI Copobndk,
Cag # Bk Copo bu B Copo it
(Crao ¥k, BA A,

Crio B EI(FH )01 Coo Bk,
Crio Bt Ik Coqo bk,
(CraoBoh), BA L AL,
BEREFIK Conm ik,
(Craobtih), BREAH AR,

(FH Copoboi) ., REABA AL,
#E Coro ks,

Crao A AR,

Cro B s B A 2K,

Fi Crig btk 85,

Css RIRA Cro e hmB il 20K,
Cs.8 FRATIR Cryo b A BRI B,

26
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29)
30)
31)
32)

FH,
FEA,
AR Cleliik, Ao
AR Cis B, Fo
A, RAFRBE—ARE ANk AR THEARK: . OH. (Ciy)

wEA. NE. COH. CN. O(C=0)C;-Cs ¥k, NO,. =S FEAL.
ZRTEE. -Oy(Cr.10)2 Bz A= NH;. |

10. A 2K 9 694X oY, JESEF L THESHE

RLHFMR, FF

@Kiimyma@%m: Fak. RAvkorE. RE. 23-

ZE-1H-TR AR SRR 3H-SKeR R[4, 5-b] e ne Ak R R L R
A, 56,7851 8-—RLBEL. G brere it ke | wbeR | i

. . wheR 3 4-crkiR A At A
R AR &ALt h:

1) £,

2) ME,

3) Cra bk,

4) (Cos Bo )RS,

5) (Cos o) BRI,

6) A& Cos Bk,

7) Cre oA RHE& Cos bk,

8) (Crs k), A Coe bk,

9) Cre oI Cog boik,

10) Cre BRI B Cos bk,

11) # A Cos i,

12) FA,

13) 2R Ciatik, =

27



200480018337. X

BRSOk 27/490

10

15

20

25

14)

A8 Ciu REK,

£ 9 RPFe R 5 L5 48 69 8K B F —A TAEL T R IB-Css R, KA
R, F=

1)
2)
3)
4)
5)
6)
7)
8)
9
10)
11)
12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
23)

£

B,

(B )01Crao B,

(F A )01 Cor0 M A,

(FH A1 F 4 Crao bk,

Css AR Coao oA (B )0

(Csg) IR Coao BEA(F A )

Cira BEEA R Coqo BT,

Co.10 LRI Coo bk,

Cor0 AR Coo A RAHA,
Z-(Crao B A&)RIK Coo bk,

F & Coro AR Copo i,

Csg ki Coobe & Cookidh,
Cs.s A Coao AR Coro ik,
(Csg FRILIE Copo b ih), B Cogo Bk,
(Css 23Rk Coyo b)), B Copo AL,
Cig btk Coo A RAFA L,
(Crao kel ), BA B AR,

(F 2R Crao o), BAKARK,

Co10 WA B H A RK,

Cis 223 A Coo A B A B A AR,
(Crao Boih), BIEF I Coo il

(FA& Crao ¥ ), BEHE Copp e,

28

R2. R*#e R* & A XS5 AFikik— AR % A ROBRAX,
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24) Co10 BEA BRI Coao2ndk,
25)  CisERBA CoBARAZA Coil,
26) Csg B2 ERE Copo WA RILH A Coo ik,
27) F A Coro AR HA Coaodiik,
5 28) (Crao e ), BAHK,

29) (A Cryo ) BAHA,
30) Ci10 B EAA (B 2K )0.1Co.10 025
31) Co.10 RE B AR (Coo L R),
32) Co.10 o BEA BRI (Co0 o),

10 33) B CoomEERL,
34) A Coro ki,
35) AEFTHK,
36) BHE G A,
37) BRI Cag 0304,

15 38) Crio e8I,
39) Crio s8I Coobo ik,
40) Crao WA H KA,
41) Csg 23R Copo A B AR
42) GYE S # JOBPL-T -3

20 43) FH Coro AR AFK,
44) Criom A B AR AL,
45) Cig &3R5 Coo A B A RARK,
46) Csg FRBLA Copo SR B A R AN,
47) F A Coro A BARARKL,

25 48) (Crio kit BA A AL,
49) (FA& Coni), BAHLREL,
50) (Css 2 3RIR Copp bt dh) . BABA R,
51) (Css R Copo ) BRARARRL

*,
A,

>

>

29
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52) FIK Coqo ik,

53) . AAHA CuoREK,

54) AP CornEHE,

55) Crio AL,

56) Crio WA A B,

57) F 5 Coao SEAAEBLIL,

58) Csg 223K Coo Wik mBE AL,

59) Csg Rbek CopobiiimBtik,

60) Cro AR BRI,

61) FA& Crpo s il 2K,

62)  CagZ3FA CLi R BBEE A,
63) Css SRITIR Crao bt s Bl 5K,

64) A,
65) p5-

66) ERCrebidk, H

67) 2R Crs ik, F=

R’. RS#» R4 £ 3k 24544 —A K % A ROBRAK;
R A |

1) £

2) (#H I Crao Kok

3) (B )o1 F A Coao ik,

4) Cs.s FRATH Copo BRI (FE )01

5) Co.10 R B Cro ik,

6) #HA& Copo bk,

7) -%‘i)_% C3-8 7%%%7
8) Cr10 BRI Copo bk,
9) 7R Coppkidk, #

10) -/i\gd C1-6 %;tL)
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$F RMEAHE—AHE A ROBRAK;
RIiLH:

1) 0
2) iy o

) FEECokk,
4) (#H )01 Cro B AL,
5) (?ﬁ)ﬁ\)oq FE Criokik,

6) Csg FREA Copoboik,

7) (Csg) IR E Coo B2k,
8) Cra BRI Copo bk,
9) Co10 o RS Copo BTIK,

10) Z-(Crao 2RI Coro ik,

11) F 3 Coro e A EH Cogo ik,

12) (F 2 Corobi), BH Coaolok,

13) Css AL Copo A RA Copo bk,
14) Cag 2233 Copo A RL Coo b,
15) (Crao¥e i), BHEHA,

16) Cr10 BRI (3K )0.1Co10 S,

17) Crio st Bk Copo ik,

18) (Crao btk ), BEAHARK,

19) FREHIA Con AL,

20) (Crao B, BA B AR,

21) #E Copo ¥t ik,

22) ORIP:R-T; 13-

23) Crio B R,

24) FA Cri BB 2k,

25) Cis IRH Cro B AABLILEAL,
26) Cag SRAE 2 Crio A B R,

31
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27)
28)
29)
30)

A,

FHA,

et Cis ki, #n
2R CreES, Fo

W & OH. (Cre)kt
PARRA AR S AL B AT e R E IR 3" ;?;ﬁ: '
j\:;‘:’ 1;% CO,H. CN. O(C=0)C;-Cgtt k. NO;\ =
4. ¥E. |
TR, -Ob(Cl-lo)/Ef FIE A A= NH,.

v - b 2 é\
]. . ! 7]

#. Cre bk,

‘}‘ /:\ Q?‘
12. AA12K 10 944, EF RAR LML H A

Cig ik Ci-10 L’Eig&ﬁ"/i}ﬁ Cis })cﬁffgo
18 A Cr.

1)
2)
3)
4)
5)
6)
7)

8 . .
13. RAZK 10 6914, F+ RLH:

£

(iig)()-lcl-m *}:ﬁlg ’

(7‘%7_%)0-1 7_‘;;7:% C1-10 })%}_E,

Cis IR Coao B FR (B )01

Co.10 o ERIK Coo bk,

;‘ég CO-]O %ga ﬁ\?

-/1\ g‘ C1-6 %g’ %"

HF RMERME Y —Avik B AT 64 ROIBAREIRK:

1
2)
3)
4)
5)
6)
7)
8)

£

M E,

(B )01Crao Kok

# A )01Caro %ﬁﬁ)‘%’
(A ) FH Crpokii,
Csg AL Copo Bk,
(Csg)F 2R Ak Copo BT,
CiaBEE EHE Coo i,

32
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9)
10)
11)
12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)
27)
28)
29)
30)

Co-10 oA RS Copo B,

Z-(Crao AR RI Coro Bk,
FH Coro iR Coro Bk,
(FH Coro o) Bk CoroBidk,
Cig b Coro AR Copo ik,
Css 23K Copo B Copotitk,
(Crao ¥k, BRA B,

Cr10 B BI(H IR )0.1Co0 LI,
Crio B8 Corottdk,
(Craobuih), BABA R,
AEFIK Coro A,

(Crao i), BAHK AR,

#& Coro i,

Crio S ARsR B,

Crao SR A B EK,

F A Crpo AR B 2L,

Cs.s 23R Cryo A ARBEA FUK,
Csg FRbuA Crio BAAARBEA IR,
A,

b2:P-

AR Creih, #o

2R Cra ik, A

£ b ROAFEH—ARS MLk A TFHERRA: . OH. (Cre)ti
£. B%. COH. CN. O(C=0)C,-Cs¥e& . NO,. ZHATFHRE. =&
LEK. -Oy(CrLi)t At A= NH,.

14. —Friebodh, Fridfbbdhit A :
1) N-(Ho2-2- 2 F 3)-4-F K -3- B -4- B -S04 8 -1-H-17B- T Bt

.
Vi
)

33
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) N(-F AooA-2-A) P A4 T K3 AR AR A-Sa- 2 8 155 -

17B- T Bt
3) N-[4,6-=F &egee-2- ) F 3K]-4-F K -3-BARA4- R 4502 8 -1-0-
17B- L BLAE,;
5 4 N-(1,3-F2-4-2 F 3)-4-F K -3-RK-4- R % -50-H 8 -1-%%-17B- T
BRAZ;
5) N-(1H-r2-2- 2 F H)-4-F K -3-BX-4- R 5 -50- 4 & -1-%-17B- T
B,

6) N-(oZ-3-3 T 2)-4- F 5 -3- B -4- R4 -So- 1 & -1-45-17B- T BE
10 fez;
7) N_(wttn;;:_4_,§_§ ‘?5)4- F A 3-RAK-4- J S-S0 '1'%'176' LBt

e |
§) No[(6-F A2 ) T2 e T A3 Bk - 2o -Sou-H 8 -1
17B- T B,
15 9 N(1-Bfrom 2 K) T A4 T A3 RoA- R Fe S0 1§ o196 -
17B- LBtz
10) N-D3~( T Aot 224 ] T 2 -4- T -3 B 4o B Z =St 85 -1 -
17B- T B,

11) N-(FF"5ok-1-2 F 5 )-4-F K -3- B K-4- R 42 -5a-# 6 -1--17B- T B
20 Jez;
12) N-(1H-vteme F1[3 4-c]Pteoe -5- 25 F 45 )-4-F 3 -3-FAK-4- R -5a-4
-1-%5-17B- L BLAE;
13) N-{[1-F &-5-(= A F A)-1H- R Fokred-2- 30 F K }-4-F K -3-FAK-
4- R Ze-5a-HE & -1-H-17B- TBEAE;
25 14) N-(1H-"3|"k-5-5 F 3£ )-4-F K -3- R MK-4- R 42 -50-2 & -1-%-17B- T

BRI
15) N-(F"2-2- 2 F 2 )-4-F K -3- R A -4- R A -5a-4 1§ -1-2-17B- T Bt
iz

34
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16) N-{[6-(= #.F 2 )etb o2 -3- 20 F 2 ) -4- F 3K-3- BAK-4- B 42 -S4 8 -
1-%-17p- L BRAE;
17) N-[N-F 3 (vtbog-2- 25 F 35)]-4- F 25 -3- B AR -4- 54 -S0- 2 -1-H5 -

17B- LB
5 18) N-(1H-"3"%-6-3 F 3 )-4-F A -3- A AR-4- R 42 -Sa-4 8 -1-H-17B- &
B,

19) N-[(1-F #&-2,3- = £-1H-73 % -5-25) F K ]-4- F K -3-RAMK-4- R % -50-
M -1-H5-17B- TLBUAE;
20) N-(1-°072-2-35 TR )-4-F K -3- 8 AR -4- B & -50-H § -1-H-17B- TBE
10 i
21) N-2,2,2-Z #1772 -2- 2 T 36)-4- F K -3-RAX-4- R -Sa-HE 86 -1-

H-17p- T BLAE,
22) N-[(6-R-1H-F Fokod-2- 4 ) F 3 -4- F 2 -3- B AR -4- R 2501 85 -1-
Ye-17B- L BuAE;

15 23) N-[(6-F fA-1H-KHfoked-2-30) F K ]4-F K -3- 8K 4- R 4-50-4
$-1-Y-17p- LBLAE;
24) N-[(1H-FFoko-2-3 F 2K)-N-F 35 ]-4- F K -3- B MR-4- R A -S04
-1-4%-17B- T BLAE;
25) N-[1-(1H-FKFrkrd-2-3) T )-4- F 3-3-BK-4- B Z-So- 4 8 -1 -4 -
20 17B- L BLAZ,
26) N-[(5,6-=F A -1H-FRFokrd-2-38) F 2K ]-4- F K -3-BAK-4- R4 -50-
AR -1-H-17B- TBLAE,
27) N-(1H-F ko -2- 8 F 35)-4- F K -3- K -4- R & -5a-4 8 -1-5% -
17B- LBAE;
25 28) N-(HoE 42 B 2 )4 T 33 FAR-4- R 22 -5 2 8 -1-H5-17P- T Bk
J&z;
29) N-[(3-#&3-6-F Ahribog-2-) F 3R )-4- F K -3- 8K -4- R Je-50-# 8 -1-
Mr-17P- TBLAE,;

35
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30) N-{HB T A [6-(RA& T A )bz -2- 2 ) T A £ T ARG 4-F 13- A4,
-4- R -50-4 8 -1-H5-17B- T BLAE,;
31) N-[(3- b se-2- ) F 3 1-4- F 2k -3- AR -4 B 22 -S o1 4 -1-H5-17p-

LB,
5 32) N-[(4-BT Hatsg-2-K) FA]-4-F 2 -3-BK4- R 42 -50-7 & -1-H -
178- LBLAE,

33) N-(3H-2K 74 5[4,5-b] 1R -2- 2 F 3 )-4-F 2 3-FMK-4- R -S4 8
-1-4-17p- T BLAE,
34) N-[(5,6- =R -1H- R ok rd-2-2) F £ )-4-F 2 -3- A A -4- R 25018
10 §-1-4-17B- LBLRE;
35) N-(5,6,7,8-79 £.-1,8-= R R -2- 2 F % )-4- F £ -3- B 4K -4- F2e-50
A -1-H-17B- T B
36) N-[(3-B 72 -2-K) F A ]-4-F £-3- B AR -4- R 250 & -1-H-17p-

L BhE,
15 37) N-[(3-F A ritg-2-25) F 3 ]-4- F 2 -3- BAX-4- B -5 & -1-H -
17B- 2. BhA;

38) N-(FF2)-4-F K-3-BMK-4- R 4501 & -1-H-17B- T BERE;;
39) N-(3-F AAFA)-4-F K -3- B AR-4- R4 -50-4 8§ -1- 5 -17B- T BE
fez;
20 40) N-Q2-8F 5)-4-F K -3-FMK-4- R 4501 & -1-55-17B- LB
41) N-(2-F B AT H)-4-F K -3- R -4- R4 -5a-4 8 -1- 5 -17p- T B
Jez,
42) N-(4-FF 3)-4-F 3 -3-FRed- B2 -5 01 & -1--17p- T WL
43) N-2-Z 8 F BAF H)-4-F K 3-BR-4- RS -50-1 8 -1-5-17B- 2
25 B
44) N-(4-F B F AR )-4-F 2K -3- BR-4- B2 -5a- 48 8 -1- 45 -17B- T B
Jez;
45) N-(3-2F 3)-4-F 2 -3- AR -4- R A-50-1 5 -1-4-17p- T B

36
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16) N-(4-= R F A F 2)-4- F R 3- B MK-4- R4 -Sa- 4 4§ -1-45-17B- LB

Pz
47) N-(4-=F 2R 2K F 3 )-4-F 3 3- AR -A-R 22 -50-1 & -1-5-17B- 2
Bl
5 48 N-(-R-4-RFH)4-F K 3- A M-4- B2 -50-1 & -1-4-17B- T 8L
Pz ;
49) N-(3,5- = & F K )4-F 3 -3- 8K 4- £ £ -50- fﬁ & -1-H%-17p- T B
Fez;

50) N-(4-F 2 K)-4-F K -3-Ffk-4- R 2o -50-4 8 -1-H-17B- TBLAE
10 51) N-B-Z R FAFH)-4-FH-3-BMRA4- R -S04 -1-5%-17p- LBk
P,
52) N-(3,4- = R F A& )-4- F K -3- RoAX-4- R 22 -50- 4 & -1- 55 -17B- T Bt
i
53) N-24- =R F 3K )4-F A 3- B4R 22 -50-# & -1- 1 -17B- T Bk
15 i
54) N-2-= 8 F R FH)-4-F K-3-BRA- R fe-5a-48 8 -1-4-17p- LBt
i
B F ETHZ 6 fe SARFAMIR,
15. 12K 14 91064, Btttk g .
20 1) N-(FH)-4-FHK-3-RAR-4- R 5e-50-4 & -1-H5-17B- LBLEE;
2) N-(3-F BAFHK)4-F A -3- B4R 4- R 5-50-1 5 -1- % -17p- T B
Jie;
3) N-QQ-AFH)4-FH-3-FARA4- R Fe-50-2 & - -1-H5-17B- T BLA;
4 N-Q-F RAFH)4-FH-3-BRA4- R 2 -50-% & -1-%-17p- T B
25 i |
5) N-(4-BF2)-4-F J-3-RAR-4- R 22 -S04 8 -1-H5-17B- T BR B
6) N-2-Z R8T BT HK)-4-F A-3-BM-4- R A -50-4 & -1-%-17B- T
ok fee
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7) N-(4-F A FH)-4-F K -3-FK4- R4 -S04 & -1-H-17p- LB
iz
8 N-G-BFH)4-F A 3-RMA4- R A-50-5 & -1-H5-17p- TBLAE,
9) N-(4-Z T HRFH)4-F A -3- B4R fe-50-H & -1-5-17B- Tk
5 Jéz;
10) N-(4-=F AR 2 )-4-F K-3-BMRA- R 2 -50- 4 & -1-%%-17B- T
BRAZ;
11) N-(3-R-4- R 2 )-4-F 2K -3- AR -4- R 22 -Sa- 1 & -1-5%-17p- T8
P&
10 72) N-(3,5- =& F A& )-4- F A -3-FAR-4- R 22 -50- 4 6 -1- %% -17B- T B
iz
13) N-(4-F 2 2)-4-F 3-8 MK-4- 8 22 -50- 18 8 -1-H5-17B- T BESE ;.
14) N-B-Z R F A FHK)-4-F A-3-BA-A4- R 52-50-4 8 -1-%-178- T Bt
i
15 13 N-34- =& F A)-4-F K -3- R 4- R A -5a-4 & -1-%-17p- T B
i3
16) N-2,4- =& F & )-4-F K -3- BAR-4- R4 -50- 4 & -1- 5 -17B- T BL
i 3 |
17) N-2-Z 8 F R F3)-4-F AR -3-BAR-4- R4 -50-2 & -1-4-17B- T Bt
20 fig; |
18) N-[(3-#rttoz-2- ) F 3 ]-20- F-4- F 2 -3-FAK-4- 22502 8 14 -
17B- T BEA;
BA g ET L6 3% e SR FAMIK,
16. A &K 15 6414, Ptk A -
25 ) N-(3-F REAFHE)4-F A -3-A K4 R A -50-4 8 -1-H-17p- T Bk
iz
2) N-Q-RFH)-4-F A -3-FAR-4- R 2502 & -1-H5-17- TBEAE;
3) N-(4-8F3)-4-F H-3-BAR-4- R 2S04 & -1-5-17B- T BLAE;
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4) N-Q2-Z 8 F 8 F 2)-4-F £ -3-BK-4- 5 e So- A -1-H-17B- T

i
5 N-(4-F RAEF E)4-FH 3R AR A- R 22504 & 1-H-17p- 7 Bk
f; |

5 6 N-G-8FHK)4-FHE-3-FMR-4-F Le-50-1 - -1-H-17B- T BL
7)) N-(4-Z R F A H)-4- F K 3-BR4- R Fe -5 -1-H-17p- T8
Fez;
8 N-(4-=F EZETFH)4-FH-3- AR A- R 5-50-# & -1-H-17p- 2
BLAZ;
10 9 N-G-ZRTFAFH)4-FE3-BRA- KA -50-4 8 -1-H5-17p- T Bk
Pz,
10) N-24- = 32 F 2 )-4-F R 3- RfR-4- R 4 -So- 4 86 -1- 5% -17p- T 8
Jez;
1) N-2-Z R F R H)-4-F R -3- B AR -4- R 2e-S0- 4 8 -1-H-17B- T Bk
15 Vi
BEHF FT 26 Hhfe 5 AR R MR,
17 BFIZR 14 910bd, Fridieddhit g
D) N-(PoZ-2-2K F A)-4-F X 3-8 MK -4-8 22 -5- /tfz“‘ 1-%-17B- T Bk

5
20 2) N-[(5-F Avte-2-28) FHK]-4-F A -3- BAK4- R 2o -S0- 4 8 -1- 55 -
17B- T BB
3) N-[4,6-=F K Fo22-K)F K ]-4-F R -3- B4 B 22505 & -1 -
17p- T Bhfe;

4) N-(1,3-Fo-4-JK F 3 )-4-F £ 3- 4K -4- ] 2o Sa /k&“‘ 1-%-17B- &

25 B,
5) N-(LH-2Red-2- 35 F K )-4- F 3K -3- FR-4- R 42504 & -1-5-178- 2

B fe
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6) N-(HE-3-2 F 3K )-4-F 3 -3-BAK-4- R 5 -50-1 8§ -1--17p- Tk

Pz
7) N-(Pho2-4-2 F 2 )-4-F K 3-FAR-4- R 45048 & -1-4%-17B- T Bk
F&;
5 8 N-[(6-FA&mrg-2-2K)F K]-4- F A -3- B A4 B A-50-4 & -1-4% -
17B- T BB,
9 N-[(1-F AL -2-3K) F 3 ]-4- B 2 -3- B AR -4- L 22 -So- 2 4 -1- 0 -
17B- L BEAE;

10) N-[3-(F ARAL )t -2- 2K ) F 2 -4- F 2 -3- B -4- B 2e -5 & -1-% -
10 17B- L BLAE,;
1) N-(FFEo-1-2K F 35)-4-F K -3- 8K -4- R 4-50-4 & -1-H-17B- L BE

P,
12) N-(1H-vttra 553, 4-c]oHeg -5- 35 F 2)-4- F A -3- E K -4- R 2 -5a-#8 8
-1-B-17P- TR Rz

15 13 N-{[1-F A-5-(Z AT A)-1H- R okrd 24| F 2 ) -4-F A -3-A4K-
4- R F-50-H & -1 -17B- TBLAE;
14) N-(1H-"31"%-5-2K F 3)-4- F K -3- FAR-4- R 4 -500-28 8 -1-5-17B- T
Bt A
15) N-(EZ-2-3 F 3K )-4-F A -3-84K-4- R 22 -5a- 1 & -1-H-17p- T B
20 i
16) N-{[6-(= . F 2 )2 -3- K F & }-4- F 2 -3- BAR-4- RZe-50-4 & -

1-4-17B- L BLJEE;
17) N-[N-F 2 (oHer-2- 8 F 3R )]-4- F K -3- B -4- R 22 -S04 85 -1- 4 -
17p- 2. BBz,
25 18) N-(1H-%5|"k-6-2k F 3)-4-F 3K -3- FAK-4- R 4e-So-1 & -1-5-17B- T
Bt

19) N-[(1-F 2-2,3- = &-1H-"3%-5-25) F 4 ]-4- F A -3-BK-4- R 2 -50-
M -1-H5-17B- TBLAE,
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20) N-(1-072-2- 3 TH)-4-F A -3-BAK-4- R4 -So- 18 8 -1-H-17B- T BE
fie;
21) N-(2,2,2- = #-1-s072 -2- 2k T2 )-4-F H 3- B AR -4- R 3 -5a-4 & -1-
W-17B- T BLAE;
5 22) N-[(6-R-1H-FHoped2-3) F K ]-4- F AK-3- K -4- R 5 -50-7 4 - 1-
H-17B- TBLAE,
23) N-[(6-F BA-1H-FIokrd-2-K) F K ]-4-F R -3-BAR-4- R 5-50-#
% -1--17B- L BLAE;
24) N-[(1H-F ook -2-2K F 2)-N-F K )4-F 25-3- B AK-4- R 22 -S04 8 -
10 1-$5-17p- T BLAE,
25) N-[1-(1H-RFroked-2- ) LA ]4-F H-3-FRA- R B -Sa-# 5 -1-5-
17B- L BLAR;
26) N-[(5,6-=F - 1H-R Fokee-2- ) F 4 )-4-F H-3-8K-4- R 22-50-
B -1-H-17- T BB
15 27) N-(1H-KFFofrd2- A F K )-4- F 35K -3- BAR-4- B AR -So- 4 8 -1-0 -

17p- LBLAE;
28) N-(PH 2 -4-2 T 2)-4-F 2 -3- 8 K-4- R 2 -50-4 § -1-H-17p- T BL
Jez;

29) N-[(3-# 3 -6-F Frthr -2- ) F 3 ]-4- F A -3- BAK-4- BB -S04 4 -
20 1-%-17B- TBLAE,
30) N-(A T A [6-(FA T A ) -2- 4 ) T RS T 848 -4- T £-3- Atk
4- R 5501 5 -1-H-17p- TBLAE,
31) N-[(3- At o -2-28) F 2L ]-4- F A -3- AR -4- R 2 -50- 4 & -1- M5 -17B-
LR,
25 32) N-[(4-8 T Hoter-2- ) F A ]-4- F 2 -3-BAXK-4- R 52 -S04 4 10 -
17p- LBLAE,
33) N-(3H-2kv4 F[4,5-b] " -2- K F AR )-4- F AR -3-F AR -4- R 4 -S04
-1-45-17B- TRLAR;
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34) N-[(5,6-=R-1H-FKFFofod-2-28) F 2K]-4- F K-3-AK-4- R -50- 1
& -1-M-17B- L BLAE,
35) N-(5,6,7,8-79 £.-1,8- — R 4 R-2- 24 ¥ 2 )-4-F 31 3-8 4K-4- R 2 -50-
A -1-M-17p- TR
5 36) N-[(3-R o -2-28) F AR ]-4- F A-3- R -4- B4 -S0- 28 55 -1-45-17p-

LB
37) N-[(3-F A riwm -2- ) ¥ 30 )-4- F K 3- AR -4- R4 -S04 8 -1-H5 -
17p- L8Rz,
38) N-[(3- B PmE-2-3) F K 1-20- f-4- F £ -3-BR-4- R A -5 & -1-H5
10 -17B- LBAZ;

BREHF ETHZ 6 & ZKFAMIR,
18. MANER 17 t41eé4h, Fridiebdhit §.
1) N-(1,3-Ev-4- 3K F 3K)-4-F K -3- B A -4- R 22 -50-4 & -1-5-17B- T
(77
15 2) N-(1H-ske-2-2 F 2)-4-F 2K -3- B AR-4- R -S04 6 -1-5-17B-
B
3) N-(FoEobh-1-2 F 5)-4-F EK-3-BMR-4- A2 -So- 28 8 -1-5-17B- T B
fi,
4) N-(1H-eo 55 [3,4-c]rm2 -5-2 F 3K)-4-F K 3- R fk-4- R4 -5a-#
20 -1-5-17B- TBUAE;
5) N-{[1-F 2-5-(Z A F R)-1H- R HFoked-2- K] F K} -4-F K -3-AK-
4- K Z2-50-4 5 -1-H-17p- TBLAE;
6) N-(1H-73|"k-5-2 F £ )-4-F K -3- A A A4- R 2-50-4 6 -1-5-17B-

B
25 7) N-(1H-%|%k-6-2 F 3K)-4-F K -3- 8 AK-4- R 4e-So- 2 6 -1-5-17B- T
B

8) N-[(1-F #&-23- = &-1H-5"%-5-28) F £ )-4-F 3L 3-B4K-4- R 4-50-
A -1-H5-17B- L BLAE
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9) N-(6-8-1 H-3K Hokmk-2-2h) T 2K }-4- F 25 -3-Rlkod- FL S0 85 -1-
W-17B- LBLAR;
10) N-[(6-F FUA-1H-FRFFokvk-2-K) F K )-4-F 3 -3-FMK-4- RS -Sa-1
§-1-%-17p- LBLAE,
5 1) N-[(1H-FRHoKed-2- 2 F H)-N-F 5 )-4-F 2 -3- 8K 4- R -S04

- H-17p- LBLAE;
1) N-{1-(IH- 35 ok ok 2 2) L] 4- T -3 Fulkod- R 252 6§ <156
17B- L BLAZ;

13) N-[(5,6-=F A& -1H-FjFokod -2 ) F 2 ]-4- F 3 -3- B ARA4- R 4 -50-
10 A -1-H-170- LB,
14) N-(1H-F 502K e -2- 2L F 3K )-4- F 2-3- BAR-4- B A -S04 6 -1- 15 -
17p- LB,
15) N-(3H-2K& 51[4,5-b]Proe -2- 2 F 35)-4- F K -3- 8K -4- R 22 -50- 4
-5 -17B- T BRRE,
15 16) N-[(5,6- =R -1H-K Fofed 2- )P R ]-4-F £ 3- AR A4- R Le-50-4
% -1-H5-17p- TBLAE;
17) N-(5,6,7,8-W9 £.-1,8- = f e A -2- 2 F 2)-4- 7 H 3- B A 4- R4 -5a-
G -1-M-17B- TBLAE,
BB b AT R 6 B A SRR,
20 19. BAEK 17 844Le4), Frdieadith:
1) N-(PWo2-2-2 F 35)-4-F 2 -3- B A -4- B 4 -50-4 & -1- % -17B- T B
Pz
2) N-[4,6-=F F2ogme-2-20) F A )-4- F K -3-FK-4- B -So- 4 4 -1-H5 -
17B- LBLAE;
25  3) N-(PhP2-3-2 F )-4-F A 3-BAK-4- B Fe-5a-4 & -1-H-17p- T B
Pz
4) N-(R-4-2 F K)-4-F K -3-BAR-4- R D -5a-4 4 -1-H-17p- T BE
i
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5) N-[(6-F #rboe-2-K) F K ]-4- F A-3- B MK -4- R 5 -S0-4 8 -1-4 -

17B- LBLAR;
6) N-[(1-FALrm-2-2) F K ]-4- F A 3- A AK-4- B 4 -S0-4 & -1-H -
17B- L BLRE;
5 7) N-B-(FAA)RE-2-K]FK-4-FH3-BRA4- R 4-50-2 & -1-H -
17B- T BLAE;
8) N-(FR-2-2FH)-4-FE-3-BAK-4- R H&-5a-# 6 -1-5-17p- T Bt
P&

9) N-{[6-(Z= A TFR)oz-3- K] F A 4-FH3-FRA4- R Fe-50-1 8 -
10 1-¥%-17B- TBLAE,
10) N-[N-F A& (g -2- 2K F 2 )]-4- F A& -3- B -4- R 22 -50- 28 & -1-H5 -

17B- LBLAZ,
11) N-(1-9672 -2-35 T 3K )-4-F 35-3- R -4- R3-S0 & -1-H-17p- T Bk
JBz;
15 12) N-(2,2,2- = R-1-sb752 -2- 2 T )-4- 7 3 -3- BAK-4- R4 -S04 8 -1-
Me-17B- LBLAE;
13) N-(F 2 -4- 2K F 3K)-4-F 3 -3- 8K -4- R -S04 8 -1-H-17B- T B
Jez,

14) N-[(3-# A -6-F Rotng-2-28) F K ]-4- F A -3-FARK-4- R A -50-# 4 -
20 1-¥%-17B- TLBUAE,
15) N-{AR T A [6-(RA T A)HR-2-4) T R FA T BRET)-4-F £-3-84K
-4- R Fe-S0-1 & -1 -17B- LBLEE;
16) N-[(3-#rHen2-2- 20 ) F 2K [-4- F 2 -3- FR-4- R 2 -Sa- A 86 -1-45 -17B-

L BRE;
25 17) N-[(4-BRT R 2-2) T A4 F A3 Bl - 2 -S4 85 -1- 96
17B- LBt lz;

18) N-(5,6,7,8-79 £.-1,8- = R 4 H-2- F #)-4-F F 3-8 K4-F 250~
2 -1-M-17- TBEAE;
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19) N-[(3-R 72 -2-28) F AR -4- F AR -3- B -4- B A& -50- 4 & -1-H-17p-

L BRI,
20) N-[(3-F Frtkn2-2-2) F A 1-4-F A 3-FARA4- R -Sa- 48 -1- 5 -
17B- L BtAE;
5 21) N-[(3-Frrr-2-2) T 3K ]-20- F-4- F & -3- B -4- R A -So- B 8 -1-H
-17B- LB,

BREBF ETHS 6 e SR F AR,
20, —AFEEBXFETGRADD T AT LT ZENTFY
HEE T %, PP Ty ik QA TIE R AR EORAIELR 1 e H R
10 HHFLTHEZ LR IAFMIK,
21, — A REE BRI RE N HASN DGR E R T
B, A EaELTIERARENRFNER | IEHREHF L
L6 MR AR R MR,
22. BAZR 21 5, XTI g E X ARAN-FHARET
15 BAPLR LR P ARE, DENIIRRTF T FAIrH.
23. — R TR ILsh A B SR Z TR Y R R 0 T ik, TR
A Z TR IFERERNRTEER, K TRLBRERNITEE
Am, PR KR RIL G IR EREB. TREAE. TRAY . BER
BEFFOFTRGENE. TRAR. T FERFASYFTRG. ¥
20 MUE. B, EAREN. FHERAIGLRIE. KHEZEHER. B
BriAfAEAL, G BB fE. SAELE. JEit. BARFE T ot L
ik FH., XPXKFXNTEE. HIVIEE. 5153 E. BERESRM.
LERTE., FEMER, Rdn ) TH, Moy aerErg, sBRRH1%.
BMAATFI BRI A . WAE. FROFERBF G F LA ERK, AL
25 FiHOEALTEZIMEFAORILAIMERARLENRANEZR 1 494k
S RE B F BT HZ 6 B R LARF MK,
24, BRA\FZR 23 697k, B I ATERERT RARANE.,

45



200480018337. X A 3 ok 5 FE45/491

10

15

20

25

25. — MG E XA TR Y T REAEN T E, BT
AT HEOIELTERAREORFEZR 1| YREDRAEHF LTER
84 2 R AR FAIR,

26. BABK S F ik, FIRF AL TLAUNTHGEY:
1) B RE R R ERIAAT A IR ML E MR EITE
#,

2) MR,

3) TR FE KL R T AT A,
4) o B3 BEBLE G LRI RA,

5) BRE G B K W H R,

6) HMG-CoA & & B4 45|,

7) BUE fm AR 8 ATP Bdn 4|7,

8) 5 8B mie k444 VEGF #4L7),
9) it A BEARIE A - AL ARy E A
10) B45Z,

11) B HRIERA,

12) R F R E R AR,
13) A KM FALS R,

14) AEKEE,

15) MEHFEHEKRRBT,

16) p38 & & MBI H) 7|,

17) THREES,

18) BMP 2 4#4E A 4 w7

19) IR ETAY,

20) $AF D XYL L DITAEY,
21) A FKRBELEEKITAY,
22) &L R,

23) Aty
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24) HARAMER), Fo
25) TR E.
27. BAIEK 26 6F %k, HP.

1) B3R5 FARER N H BIRIRAT A D IBRAMR F RBRFITA B
S AR, DMEME. 17B-MEBE. MERR. 17B-C AR B,

A E Y ik § RFEFRA T BARRIR LRRESS 17p- TR AN

B%;

2) FTid —REBE Sk AT OBERR AL . SUBSER Y . RABERL E: | IRIIERR

HORFMRE. KEBRE, RIMRE. LmBaiE. MRBR
10 3. BB, FEBERL. BERBRE ok kB H

3) TR FESME RAEMWMEE T RET AL ATEES. fEF .

HRAKS. BRASG. REH L. Cl-680. CI-628. CN-55945-27.

Mer-25. U-11555A. U-100A. e ZH 5. &5 5. PG .

azorxifene. EM-800. EM-652. TSE424. BEAEZ. ¥ $E5f it
15 B85

4) FfiZ HMG-CoA & B BE4 4|7, it B BBRpeTT. FAMIT. —F 4

TR FAALT . ERAMIT . BT, FIARARIT. HARAIT.

F ARMIT . EARAITT Fo RARALIT;

5) BB EANRREFNL BN S S5,
20 6) AHAREELH BMP2. BMP3. BMP5. BMP6. BMP7. TGFB#=

GDF5;

7) MRS EAA KA Fi& g IGF # IGFII, #£5X 5 IGF &£4%49 3 B

CRc iR

8) FTERFI MR EATA YL A A7 IR E %4K EP,. EP,. EP,. FP #= IP
25 & IF;

9) BTk A4 4k mfie £ K B -Fik f aFGF #= bFGF;

10) ¥RFBREEPTH)R PTH £dik § PTH X Fia##%&. A PTH

(1-84). A PTH (1-34) R R E R R A RBR B3 H 2 7
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11) %4 % D REAE D ITAY LG RR%EAE D, 25-OH- 44 %
D3. 10,25(0H), 44 % D3. 10-OH-%4 % D3. 10-OH-44 % D2.
ZEak B, 2627-F6-10,25(0H), 424 % D3. 19-% ¥-10,25(0H), 4
AFD3. -ALFHZEE. FIAZBE. 10,25(0H),-16-5-23-%-4 4
5 % D3 (Ro23-7553). EB1089. 20-%-10,,25(0H), 4 4 % D3. KH1060.
ED71. 10,24(S)-(OH), 44 % D3 #= 10,24(R)-(OH), 4 & % D3;
12) AR 454N ik B AKBRAS . MBS R R4S, #o
13) Frit gfbdh it  BAtshF= FAXFE B —44 2 (MFP);
BB g TS 6 &R ZRFHIK,
10 28 RANIBR 27 897 ik, H P Tl speBR 3 & FT OB — 4R =K
S R TR —4—KEH.,
29. BAIZR 26 697k, LA GpLY:
1) BRRE KRR ZRIRITED A AR T SRR EATA
4,
15 2) . 3.
3) T FE ARSI E SRR T A,
4) B3 IR G LRIERA,
5) EREGEKITHA,

6) BF AR B ATP Bdn 417,
20 7) Me45
8) FHRPE,

9 FRF AR FE XL LY.
30. —HHAEEY, FTALEYOLERARENRINELR 1
HAL B e B 5 BT T M BUK,

25 31. BRA|E-K 30 494064, FTRLEAHL QL A5% § T 5 6475 Mg,
5
1) R RE FRFIRFRINT A IR 6 SR E AT A
¥,
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2) Z R,

3) FME R HE MR E AT A,
4) o.B3 BBE G AR RA,

5) R EGE K 47,

5 6) HMG-CoA L & 847 4|7 ,
7) BUE R I ATP Badp ),
8) 55 F mAR % A4t 4-44 VEGF #4471,
9) I FAAD BARIE A - E AL AR v BE
10) 455,

10 11) 45 ZARFE A,
12) FTRFBREEXRELEMY,
13) A K EARGEH],
14) AEKRME,
15) JE B EAAKAT,
15 16) p38 & & M Ba 47 HI A ,
17) FTHREE,
18) BMP 4% Futk A #p4 Al ,
19) W RETEM,
20) HAEZDRBLEZ DITAMY,
20 21) A EKRBELEE KITEDY,
22) IR-E-E B,
23) aAeh
24) HRARAMER), Fo
25) TRy E.
25 32, MANER 31 69486, HFATd BB SR OB,
33, — AP AR XA E RIS M T I B BB F ik, BTk
HROELTIEAAREGORFNEZR 1 9oL F L THZHHE
AR,
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34, —FERZFE BRI T EF T HREEA T %,
PRk 75 ik LA T AR M EARAZL | (9oL HF ETH
%8 3 R AR R AR,
35. —FP BV A XA E 2R LS e F R AT B TR
5 ik, A ROELTERAREORFEZR | AL HF L
B 0 B R AR MR,
36. —FLAH EFHE B HLDYINE RMAF I T, T
AT EAIELTERALEORAER | SR ELBF ETHER
3 SRR, AT FRSARIEL B 1 BB R C-35 Rk
10 MR ZH(CTX). [ RIRR 695 N-3k Ik LB H(NTX). DXA #= DPD.
37. —FH R EEY, FridomditEsAER 1 b hie
g ETHZ G BRIREH &,
38, —H4l& R EEMGFiE, TEFEOIHERAER 14
ot Fath 5 b5 B2 BRRA,
15 39. —FFEAEZOHADY T LA IAGRT LG F %, AT
ATk QL THAAKRENRAEZR | UM BEEBFETES
64 3 3 AR F MR,
40. MFIZK 23 877k, RH AL Kt R FBHXT £
R K.
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YA BRBEZHRBTAG 17-TBREE4-R 5 GHRiTEY

5 K BRI ATIR
ALK R NT-TBRE-4-RREHRATEY . CNHERT %
CMNEABRZEIRRAT G RE, EEKBH, RLXAKEHH
4 LGk B MM E AR FI(SARMs), TR T FAagE#RS
FlAeeg A TRILTREEEBARAF T RAERE. TRAR.
10 B, JEE5F) PLsE (sarcopenia). F 4L, ARZKEA4 SARMs T A Fib
5T HARFE A X QAT R i ARE . MR ) T
(cognitive decline). #EA4F A HLARIERF 4 SARMs LT FA-FH+
S M K A (elevated androgen tone)3k & M T ARZE IR E R, Bl R
MR 5 AR 38 A Fa i IR R 4T,
15
L
B EZHRAR)E TG/ FRLEL TR RBERE AR, ER
HEOELEC R QEBEE KR, BRIKR. BRAREZHRFLER
R FE LR, AR EAKRGEA AR P AL, RBi R E F 4o £
20 (DA =5, E8(DHT) ) £ B Aoym B A BAE A NS0 24K, Ee#E,
AR H =T EY AR Bk 43 (LBD). DNA &4 BAf2Ak
Kbk, 5 AR &4 HAERA R AR BeRAE A e91La-4h#5-4F AR
WMAHF], mIE AR AR Bk R 4910 S 4 AR1E AR HELFH).
5 AR #4tfgF BARKRBRAN/ TR oY, BECHILE
25 MPAZ N, SHAET@ERAZAGERARNG B FREEEZTRYA
7 DNA A 7| (AR & B A0 44~. T —H %k £ (Recruited)#R4E
HETFTHEECEAR, eNEARES, FHRARER,
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MEETEFCRTETEFFHER, HliorAERFFf B L M
RA YK M T HEEAEIRIR, FI, BFFRRRA R AR HFHF
RN KA TETF AT RAER, Flodm. hmiot RERE,
AMENR AR, FURRK. HBEMER, FATHFRERKS &
5 (HRT), #ldokoisgF42,. 545, AR #HA 4o flb o b+
ERROATHAMINRRE., Bk, IH GBS AR EEN X8
E(WB” ) AR TR E M EAR RAH, CAITTRAERE i &
EFRIEBAER, MERERERKERRG TSN T BT
% FEIE & G f2 B B2 (HDL).
10 EREGHRTT, KA FRRMEERLSLY, CERNRRE
xt 2 %85 B IR BRANE GG A 34 B [Hofbaver 5, Eur. J. Edocrinol. 140:
271-286 (1999)]. E—RAMALH 2 HFF AR T, TIREA M
#M & (CEE)A= ¥ FBBAA M i Z A AL AR T 0 F R 8 A
A, mPRERAEERBE T ETRG XL Reprod Med., 44:
15 1012-1020 (1999)].
o, AiEERTH CEE AT EBL7 69 R#am v &
o, Edaded iy 30%E& K AAAE LW B A, —F A R
F 6 e & B 7 R 6 S K g2 [Watts %5, Obstet. Gynecol., 85: 529-537
(1995)]. A3, AL CHAT FNEI ¢, HFEEFMWA CEE
20 BERY HDL KF. Bk, BEGHES MR E A GRS E
%97 3T IR KRB G Fra A TR B AR BTMESE AR 7 324
o N
M E R Rt A2 E E24EA, [Anderson %, “Androgen

supplementation in eugonadal men with osteoporosis-effects of six months

25 of treatment on bone mineral density and cardiovascular risk factors (4%
FF R HANE S eugonadal FANEAEM E - A 06 S xR A B E

B A dn e R B 44 BoR)” &szlﬂwﬂﬂ%mu%iﬁé
HERBFANEE) eugonadal F T, xTEEAS ST 699457 F R IRAEAE
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BMELAETEZOTEORMAGIEE. LALT 250 mg 69 £EES 5-6
A F ¥ EAE BMD A 0.799 g/em? 3 e £ 0.839 g/em?®. B ., SARMs

TR T8 57 B MR BRANE.
MR FRZ LA LEMIRRGEHS) D HYFHT, ©N25
5 T MM E F S5 5 (ADT). B K3 GnRH 7 Z I A 4k £ H)
FRAR, FIBFA AR #BRANFNABEE TRBEAEA . s EF ST %
RN A, XEFHENRFL., REFEL. BHFED. £E
FHAIGE D I UEMLEAES ADT & E 48k 645795 M (pilot)
HEF, #Z—FAL ADT FHAERBY (50%L 38%)4F K%

10 AAE(38%Ek 25%) £ A F IL[Wei %, Urology, 54: 607-611 (1999)]. £
% ADT &5 Mig4E BMD EF MK, Bib, EFFILA P42 R
YR GG AT A5 R E LRI B AR A IR REM A% ADT
QB B TR T8 05 RBE [V A N#l4e A. Stoch %, J. Clin.
Endocrin. Metab., 86: 2787-2791 (2001)].

15 MRAFEN AR RRALTAEFLEEEXN S ERPLE
&4E, JL C.A. Eagleson % “Polycystic ovarian syndrome: evidence that
flutamide restores sensitivity of the gonadotropin-releasing hormone pulse
generator to inhibition by estradiol and progesterone (% M 9p £ 24
fE: BACHEWR BT AR E AR K B K A Bk B e R 47

20 %) 698K M #94E48)” | T Clin. Endocrinol. Metab., 85: 4047-4052
(2000).

SARMs &7 il F76 77 3 2o id dn [ 55 Jm 2 4 & ) B PR K AoqR 4x
miet mEEPO) A, EFIANEHMAEPO X5, B ERAFLFd
BHERBIIRGT o, F5, AABEELWEAESELT R

25 AR hEFTHREET CREGAIMENR oE L 0E BEPO KT, BH R
ok F Bk WA, #]3=7T &) SARMs 424,

SARMs &7 BA4E 4 6 77 JERESH 80 ) 25 64 16 RANME. 2 5154
WG o 0 75 i A7 BB 1L 4 T ISR & 4 M BV 3 KT Fe ) BB B3R
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B8 7 84 R R 9IS FAH 649 2 [T, C. Lovejoy %, “Oral anabolic steroid
treatment, but not parenteral androgen treatment, decreases abdominal fat
in obese, older men (7 AR&AAM G ARG 77, MIEM B IPBBEIETT,
BV RERE RS B AR ) | Int. J. Obesity, 19: 614-624 (1995)],
[I. C. Lovejoy ¥, “Exogenous Androgens Influence Body Composition
and Regional Body Fat Distribution in Obese Postmenopausal Women - A
Clinical Research Center Study (R R MHERE P -RIEHELEE XY
PR B8 Fm By 3 S AR 8 B A —— Tl R R F S84 78 50)” , J. Clin.
Endocrinol. Metab., 81: 2198-2203 (1996)]. B ik, ## % T Robaif
$LE AR 69 SARMSs A 3 T34 77 et

Mgk F 2B F BT A AT £ K Mk R ) de F- 2 % R (AD)
ty38 A M{E. J. Hammond %, “Testosterone-mediated neuroprotection
through the androgen receptor in human primary neurons (i I A #1449
G W ERE IR FRNF AN ERY)”, J. Neurochem., 77
1319-1326 (2001)4R 8 T A & @ SRR E ARG | RATE R 52
Gouras 538 £8 ) Alzheimer’s B-ZZ4r KMk, B @< T8
5% AD [(Proc. Nat. Acad. Sci., 97: 1202-1205 (2000)). [S. Papasozomenos,
“Testosterone prevents the heat shock-induced over activation of glycogen
synthase kinase-3B but not of cyclin-dependent kinase 5 and c-Jun NH,-
terminal kinase and concomitantly abolishes hyperphosphorylation of 7
Implications for Alzheimer’s disease” (8RB 1k i B 7 48 R A 4 B
SRR AHIE R AR B G 4B 5 A2 c-Jun NH,-R3%88 7 £
S EIR L, BlIRTBUE ey BRIk 5T E M KA X), Proc. Nat.
Acad. Sci., 99: 1140-1145 (2002)|4L 8L T i@ 147 %) 3 & AD #4249 %
& AR FRBRAC AL

B E SRR A ET EA WA RAAAEFHNER. &
# 44 AF K iE 5% © Physiologic androgen replacement in healthy,
hypogonadal men is associated with significant gains in fat-free mass,
muscle size and maximal voluntary strength (424 325 694 & B-1R06
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TR, MRV TO T HRA R I LA AR, LR R
X Z #7)”, [S. Bhasin %, J. Endocrin., 170: 27-38 (2001)].
MHETRBATR TR TET B A RIKT, B E
Z 4 F 5 WKE YA %X, S. Howell %, Br. J. Cancer, 82: 158-161,
5 WM EKFFRAF S B AL LAB XA TR, S. Davis, J.
Clin. Endocrinol. Metab., 84: 1886-1891 (1999). E—RAHRKF, A}
HBHEFREMKEAX, AL EF—RHAT, SREHRE
AR LRI A S R g a o R A A T 4 DHEA #4076 77 (50 mg/B),
LA E AR akAat, 145 DHEA &k kB ak, H%
10 A iF R 3E . W. Arlt §, N Engl. J. Med. 341: 1013-1020 (1999), )
# R K. Miller, J. Clin. Endocrinol. Metab., 86: 2395-2401 (2001).
A, BMEEZKRATHNETATE A ALARE. ARLY
R, FREERME IR FERRSGLTLE B AKX O RY
KA EWHEHE 4 MA. AiE 4 AAREETFIERATNRRK, &
15 R LB R M E (125 me)A F £8(2.50 mg) ) & £ E
(Building Memory)it /It T4 F R #HAE T 69 L IKF, 7o fakdd A ¥
#(1.25 mg)#¥yfak R FH. A. Wisniewski, Horm. Res. 58: 150-155
(2002).

20 &R MR
KERFREMN 1Y

R®R! s RS g6
R
oHaR /
N
AN
X N
\R8

REHF L TR ERZARFMIR. EARELLREEY.
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KEAEYRA B BEETRLDA, LERARGEHS
MM FZRRBF(SARMs). Bd, CNTHFE7msiszs S
64 3T 3T 40T Mk LR AR 0 R |
KK L BAKEPIA YA S ETHS 6 Bk 5 A 48
5 a4, |
EXREZAF, LKAARN—RI K mp AR LN THASL
SARMSs ARF #9ee4h, Eftd ZMHBRMAAS AR WHCE, H
%e() N-CHEAER, (i) X4, i) 85, A EkFEL
R E)AZ I SARM e MAERN R ABELSFEE AR SL5EM,
10 BP % B B (R MR RS0 00 B RGN R 6 BB R), ®EN
FIRR T HRCGT BB 9k B M7 A K ZaE ), #HAE AR
BB 7| A6 A A K).
AR SARMs 6 KL AW T A T4 55 Mg & 52 2 S 3049 3,
TRILTFTHRYEEEBORRIBE. ATFE2—5F =355l
15 ) B o S BL 2 (BR). M . SERMs. 284375 @ 8 K 37415 . avp3
BEREQZKRERAN . BB EFRF R HER L4
xclfe F MG FRAEREGRRER, CNETE AT B R
MG TRFBREERL LMD TEA . ALY SARM odit
TR T8 T MIMRARSR, Bl w5 B A= KoM 3T 5] B3 & (BPH), b
20 5F AR ANE WA B BB (R BT LK), B
MARTER S M. A, FAELARSDHTRHHBNALK, BF
TRFEFYMERBEE, CAOTRFEY KIS, 3
5h, KX PUEMEFTBNZEZATERBRELSNER, BRT
R T 697 AT R (ML), AR FH e BAbak., ©NTH
25 TaRFEHEx,
AA LG ETHRES, KREARESYLTERRAM S GoRH
BB FNAE RN ST BB R T 06 57 w5 IR B 3T ARt s & 5
EOBENR, BARENIRFBRERE, RETRBREL. FHIb,
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wFHELFRGES, RLXPREN TR G RRBERE —
RATHAMRKRRE, o THLRggERRm AL —T&, &4t
#8145 45 A F R B (of being bone-sparing)s7 Bk e94L %, H b, K
KOS T mda tm o Bl o tmfofe R T, BRT A
5 Fia i nmoRRawRh AR TR, B, $TFHLERAR
MR E TR BER, T TREBNRIT HE 7T MR T (4
MEHRZ)F M, RLANESH LAY,

PO
10 AERGBRAVEREE ZRLHH, LERARERBERE L
B F) e, KEPESYRAERN T AL G FETHEZHE
AR MRRG L
Rz R‘l R3 R4 R5 /RS
R7
£
15 X ZREARKE;
ZREA. CF,. #ACLuBAi. CLRAN. BE. CyliiAfsi
Wﬁ,i¢%ﬁ%&%l%§&@&l;7kﬁ@%ﬁﬁ
<:>ﬁiﬁéuT%£m:

BEAHO0. 1. 2. 3R4ANEAN. OF S LBTHSARK6ALE
20 FHE,
9 LE 14 LERKEZ, HF—ANHEATRLFTHY, REATZIR
ZEA0.1. 2. 3R4ANZLAN, OFe SHIRET;
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R' fe R? 5 i 2 64 8% R F — AL TR W RIB-C, , TR A KA

R fe R* 5 L3098 R T —A TR R IEB-C, AR AR

R'. R R*FRE ML G
1) £,
2) M &,
3) Cs o,
4) FH Co B A,
5)  CeliBAC A,
6) (Cre bt dR), B C o bk,
7) Cl-6 }'JEM Co-s }57—%’
8)  AEEAC A,
9 CRBAEA Co ik,
10)  AAHEAE C AL,
1) £RC WA,
12)  #A4,
13)  AFRC A,
14) AR C AL,
15)  C, sis i,
16) C it as,
17)  ComABARL,
18)  C A mBrit Rk,
19)  CREBAEFARL,
20) CmARAHZAERA,
21) (CalA), RAZARL, UA
22)  (Coaiih), RAHARA,
w3 F
.,
&, Ao
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R!. R%, R¥F= R*Z A IR SAFRM—AR S A ROBAK,
R, REAR'&AMEiLA:

1) £,

2) K%,

5 3) (BA),.Cro A,

4) (¥M)0-1C2-10 %}ﬁ; 2?5’

5) (;££)0-1C2-10 }fkf{\,

6) (BA),, F& Cpotuk,

7 C, FRHLA Cypo oA (),
10 8) (Cop) BRIk Co o A

9) CuBEE R Cy o tuik,
10) Copo AR Cy o BE,
11) Coo EERI Cy o MBI H A,
12) Z-(Cppo A EE Cy o A
15 13) 3k Co o BEARKE Cy o i,
14) (A C k), 8 C ik,
15) Css AN R-S Co-10 bRk Cot0 ek
16) Cig RS Coto BRARA Coto B
17) (Cys BB Cy i), B Cy o B0,
20 18) (Cog BRI Cy o o HR), B Cy o S0
19) Cos R C o A RE AR,
20) (Co Wik, RA AL,
21) (F& Cpp o), BRAHKARK,
22) Coo AR B ARKL,
25 23) Cog 2233k Cy o A RE B A RK,
24) (Crio i), BAEHIK Cp o bk,
25) (%2% Cl-lO %:‘:;fg)l-z -ﬁ,},&;ﬁg CO-IO };EZES,
26) Coao AR FA Cy o oA,
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Cyg ZRERA Cp o A REBA Cp o 1ok,

FH Co o mAREBA Cy o oA,
(Cri i), BAEH KL,

(GFK C o), , BRAHAK,
Ciao0 %iﬁ‘(;ﬁﬁ)o-lco-lo B,
Copo WEF A FI(Cy 2020,
Coro B F I RA(Co 0 o),
#H & C, AERL,

B Cy o K,

BIRFA,

BIA C I,

B Cyy IRE,

CI-IO %iﬁ‘ ’

Cr.o B Cy o 1ok,

CrLo A FAERK,

Cog 2eii ik C o o A B,
Cis FRELIR Cy o A BRI,
FH Co o MAFARKA,

Cro A F R R RA,

Cos Ze5R A Cy o A B BRI,
Cas SR Cp o A B B EE,

F A Copo AR I RAE,

(Co ok, BRI AR,

(5 Co o), RAZARA,
(Cyg 232 Cy o 2, , REHA RN,

(C3_8 %*}Lg CO-IO %%)1_2 %ﬁ#ﬁgﬂﬁ ’

ZH Cp ik,
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60) Cyg I Cy A BAABLA,
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62) Cpio SRR BLA,

63) FH Co o AR,

64) Cog 24313k C, o sE L BB

65) Cos M C o AR,

66) Crio EAABE S,

67) FH C SARBEEARL,

68) Cog 23 C A B A R,

69) Cis bk C BB A R A,

70) FE,

71) b33

72) SR C Bk, AR

73) AR C AL,
R’. R R7 & f 4k S Eikik — /R % A ROBRAX;
R:i% f:

1) £,

2) %,

3) (;m)o-lcl-lo %ZE*-E’

4) (;M)O-ICZ-IO %*ﬁ A,

5) (B AR, Cyupo BRI

6) (BH)p, FA C ok,

7) Cag R Co o WA (A,
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(C3-3 ISR S CO-IO ﬂ)%g-‘)z EE-3 CO-]O Bk
(Ca-s %b’ 2% Co-10 %2&)2 £ Co-10 IR
Cyg FRBK Cp o A REH A RKL,
(CrLio &), RAHE AL,

(FA Co i), BRAH A AL,

Co.po A EA B A BRI,

Cog 23R Co o A RA B A RE,
(CHO %g—‘)z ‘ﬁg?@ CO-IO EVE\ ’

(T C oo ih),, BAHBK C ook,
Coo IR A Cy o ok,

C3-g ﬂ:%g Co_m %g%;ﬁg CO-lO %f*g ’
Cyg I Cp o A RAHAK Co o oA,

FH Co o AR A C o o,
(C,.o o), BAEF A,

(FA Co i), BAEHA,

Cro HEI(H ), Cy o BT 5
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HIK Cy o B,
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# A C L RRA,

CI-IO%K a2

C0 S RBI Cy o ¥k,

CLo kA RK,

Cyg 23R Cp o A HA R,
Cag IR Cy o LA A AL,
R C o A FARA,
Coro WAL RARE,

Cog 2 3FA Cy A AR AL,
Cos RIE Cp o A B BARKE,
FE Co o RAFARARL,

(Cpyo o), BRI H A FS,

(A Couoboth) , BAHA R,

(Cog RERH Cy o ), BEF AT,
(Cos FRIEA Cy o e, BA A RK,
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‘f,é}*_{ CO—IO %E)
F R B Co g AL,

ZAEBHE Co A,

Co oAk,

Coo i BAABLE,

FE Co it BABLA,

Cag Z03R A C, AL T ARBLAE,
Cy A Cy o AR R ARBLIK,
Cri AR,

F I Cy o oA BEBLIL,

Coa 23R Cy o WA ARBEA,
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21) (Co k), BAZARKL, #
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22) (Cis Mo ih), BAHA AL,
HF
R! #= R? 5 L B 048R T —# T 1L AR HE-Cy IR B EAMRE,
)
R* o R* 5 B8R T —ARTIEAR M IE-C, A RARE,
id
R'. R% R¥#e R*& A3 2iFkK—AR 3 A RORK;
R, RFR'Z-AIeikf:

1) _;::h’
2) HE,

3) Gjﬁg)o-lcl-lo Bk,

4) (;}iffg)o-lcz-lo If’éﬁi A,

5) (#’ﬁg‘)o-lcz-lo -

6) (), FAC L A&,

7 Ca FRIEE Cp o A B,

8) (Ca-s)fi’bT RE Co-t0 %g(;ig)m ’

9) Cia BLARA Co-10 B

10) Coo BRI Cy o 1ok,

11) Coo A RKE Cy  mEAREZ A,

12) Z-(Cryo AR RA Cp o ik,

13) FH Co o MAERE Cy i,

14) (FH Cy o h), B Cy o ok,

15) Cyg SR Cp o AR Cp o,
16) Cog 2R3 Cy o ERKL C o BE,
17) (Cog FRIEH Cy o b dh), BI Cy o I,
18) (C3-s Z’E‘%g‘ CO-IO })353)2 & Co-10 B,
19) Cys TRITIE Cp o SR BB R,
20) (Cpo ¥oih), BRI HA R,
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21)
22)
23)
24)
25)
26)
27)
28)
29)
30)
31)
32)
33)
34)
35)
36)
37)
38)
39)
40)
41)
42)
43)
44)
45)
46)
47)
48)

(52 C Bk, RAKA R,

Co.po IR H AR,

Cos RFRE C WA RABARL,
(Crio Bh), BA A C o bk,

(F& Cp Bk, , BEAHKA Cy o oA,
Co0 BRI Cy o Mo I,

Ci S5k Cp o A RA B Cy o 2k,
Cyg IR Co o MAREHA Cy o oA,
FH Co A RBAHE C ik,

(CI-IO }EE‘)Z %f& ’

(A& Cpp¥aih),, BAEHK,

Crio BRI (H ), Copo

Coo A B RIL(Cy o L),

Coo HEA B A EIHK(Cy o A,

& C o AR,

B Co-10 Bk,

REFAK,

Bk C Rk,

BRI Cyy A,

Cl-lo %M ’

CrLic R Cy o ik,

Cro A ARL,

Cag e 3R 3k Co o A B A A,
Cos R Cp o A B A A,
FH Coo A AR,

Crio AR ABARA,

Cog 23R C A B A RARK,
Cys R Cp o AR A B AL,
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49)
50)
51)
52)
53)
54)
55)
56)
57)
58)
59)
60)
61)
62)
63)
64)
65)
66)
67)
68)
69)
70)
71)
72)
73)

FH Co o MAHARARL,
(CroBR), RABA AL,
(GFA& Co oo ih),, BAH A AN,
(Cos I C o ith) , RA B A AR,
(C3-8 %}EE C0-10 %7-%)1-2 M?@% ’
7R Cy ok,
BRBHE Cy AL,
BRHBA Cy AL,

C o FoAIL,

Coi AT RBEL,

F A Co o A B ABLE,

Cyg A Cy o A BABLE,
Coa It C o A B ALBLA,
Coio BoAAABEA,

FE Coo Bt A,

Cyg RIRK Cy o A BRBLAE
Cog R Cy o A AEBEL
Cpo S m A R,

FA& Cp S ABBL AR,

Cyg IR C M ARBLEA K,
Ci SR C A B A R,
K,

R,

AR C Bk, UA
2R C AR,

R, RSFe R7 & A Jk 5454k — /N3 % A ROBAX,;

D

Rk f -

=
AV

69



200480018337. X

W

i

B E20/10971

10

15

20

25

2)

3)

4)

5)

6)

7)

8)

9

10)
11)
12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)
27)
28)
29)

HE,

(3@)0-1(:1-10 Bk,
(B, Cono B A,

(), ,Copo B2,

(7%\2%)0-1 FE C1-10 B

C, FRIRHA Cp o AR,
CraBEERA Co o ik,

Coro B EHK Cy o lu K,

Con 84 C A BB A
:‘"(Cl-lo RE\)% Co-10 B

%A Co-10 BrA R Co.10 Ak,

(%E Co-t0 %5&)2 A& Coto bk

C,e Rk Cy o B E C o,
Css EES Co-10 B AR Co-10 Bk
(Cy I Cy o o), B Cy o Bk,
(Cag RIA Copo i th), BRI Cy o ik,
Cyg SRt Cp o WA RA AR,
(Cypo o), BAHA R,

(P& Co i), , REAHA AL,
Co1o A RAH IR,

Cog IR Cp o A REH ALK,
(Cro WA, BRABA Cy ook,
(FA& Cpo W R),, BAHA C o ik,
Coo A RBII A Cy o K,

Cys SRBIR Co o BRI Cp o B,
Cug 223 Cp o AR R B Cy o oA,
FH Coro EEAHA C o bk,
(Criobidh), BAHAK,
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30)
31)
32)
33)
34)
35)
36)
37)
38)
39)
40)
41)
42)
43)
44)
45)
46)
A7)
48)
49)
50)
51)
52)
53)
54)
55)
56)
57)

GFA CoBlh),, BAEHA,

Cy.10 R (I, Copo PR

Coo B FH AR (C o B2A),

Cono o BAFAFIH(Cy o i),
BRI Cp o AR,

BB Cot0 B

#H& C Ak,

C o8k,

CricBEBHA Cy o ik,

CLio MAKLRE,

Cag 23R Cp o A BARK,

C, g BRITEL Cy o WA FA B,
FH Cy o AEHAFHK,
CrLiomEHEFARL,

Cog RIRE C o MABRARARK,
C,g BRI Cp o A A A A,
F A Co o HABATERL,
(Crio ), BREB AR,

(G5 Coo i), BAEFR R,

(Cog RERE Co o oA, RAHARA,
(Cyg FREEIR Cy o B2, , B FA RN,

#E Coo ik,
BEBHA Cy o A,
BREBAE C AR
C,.0 A,

C,.o B A ZAABLAK,
FH Cypo MR LAABRIL,

Cag 23R 3k Cp o A BAABLA,

1
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58) C,o FRIEA Cy o oI LABL K,
59) Coyo A EEBA,

60) e ORI XX 1. %

61) Caog 2R H C A ARBEA,

62) C, s IR Cy o AR B,

63) Crio A BLEFIL,

64) FHE Cpo HARBLARE,

65) C,g 2253k C A RB AR,
66) C,o BRIk C s A R A,
67) -

68) AR

69) AR C K, o

70) A8 C  maK;
RMFiL AR — AR % A ROBUAK;;

FROIE A :

1) £

2) M &,

3) (#4£),.,C o ok,

4) (B ), Coo B,

5) (FHH),.,.Copo AR,

6) (B, T C ki,

7 Cy o BRI Cp o buik,

8) (Cy) 3 Cy o b K,

9) CraBEERA Copo i,

10) Co.10 B AR Co-10 B

11) —(Ci0 L‘ﬂg).ﬁ,ﬁ: Coto B
12) FE Cy o HERKL Cy ook,
13) (GFH Cp o iih), B Cy o 2o,
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14) C,o SRt Cp o AR Cy o oA,
15) Cyg Z 3Rk Cp o A RE Co o bk,
16) (Cro WoAR), BAH K,

17) Cpio BRI (B, Co o Fo ik

18) Ciio B A Co-10 B

19) (Cpyo o ih), BA B A FIK,

20) BZEBK C AL,

21) (Co i), BAH A AL,

22) (F A Copo Boih),, BB,
23) £z Cy i,

24) C,. 0 FAARBLIA,

25) C,.o AAEBLR EIK,

26) FH Cpy A BB RUL,

27) Cyg 22303k Cp o oA A B A R,
28) C,o FRITE C, o S sm A 8L,

29) A,
30) R,

31) ERC Rk, F

32) S C Bk, #

£F, ROAF®E—ARZNEAATHEARNK: &. OH. (Co)k
A4 . BZ. COH. CN. O(C=0)C,-C¢ ¥4 . NO,. = FHAK.
R LEAL. -0,(C A AKAEF NH,.

b e

E—ANFEF, ®1‘i55f\£§\ naphthinyl . FFfekeg i, X
Fekmp i, EobEe gt RKofmme A KiEek A R Rk
1,3-benzodioxilyl. 2,3-=&.-1,4-KF R E L. Bk E. 5K,
deedok ik | vk 23-ZR-1H-7 K valv:l:% ok, FEdk
A ovkehdk, Bk 3H-SRRIR[4,5-b1 e A sRee AR B R
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ek . 5,6,7,8- WA 8- RARA. Fmadk . FALHR A, RE
s FoleRak . whed k. eg k. 16-— Ak kv Eur
F ke FFR[3,4-c]rbnE . k. bRkl wthedkih . pE e
nE — v 3 (oxadiazolyl)., w9v H Fo = e 2 |

BER—NERFTEF, ®ii€3§££\ naphthinyl. X f=ked
B ESFeEed A, vk, 23-TA-1H-TR A, vl sk
ook . Eey i 3H-sked F[4,5-b]0me R sk . mEek k| o
. 5,6,7,8-WE-18-ZRERA. g, RfbwrR Ak, FER
A Sl vhed kL oS, R BRI ek A3 4]
vk, Rk bk R Atk i

EATAFT RS —AFEY, @ﬁaéﬁg A ER
Aok Emer R BIRAEF R, fldeit R K. )
k. Rk AR

Eiﬁ%%%*éﬁ%W,<:>ﬁaiﬁ‘%%£%g%£,
RE RIS Y — A E#hF R AT LA M X I 6914084 2
H % TS 6 3 R IARF MK,
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®4&7§1‘iauﬁé£&m: F . naphthinyl. 3ok & |
FAekv . FRAEw . Fohamed X FobeEek E | X Arkvh
. 1,3-FKHF dioxilyl. 2,3-Z&-14-FKF AT 4. SBkE. 4%
A ek, IR 23-ZA-IH-IRA. ek, BukA. £
5 kA R B SH-SReR (4,50 R BRe A KB
AL oEek k. 56,7,8-m9A-1,8- R AR, Fugrdk . Rdbeir k.
FoEep 3k o FealeR . wbed | wkeR R 1 6-— Atkme it e
ey g oetked F[3 4-c]brr . bR R eeRobkE . ethekebk R wE =
e RE e R g o = e

10 R:L RRFRZAMILLY:
1) £,
2) S
3) C,p ¥ok,

4) RBIk C bk,

15 5) Cs AT Co bk,
6) (CreBo i), B Cog btk
7) CosEVRE,
8) (Cos o) B E A,
9) Cre WA Cog ik,

20 10) HAEBIK C A,
11) Cre MBI HA C o ik,
12) BEBEC AL,
13) BHE Co ik,
14) FUk,

25 15) AR C Ak, #
16) AR C L REX,
Fo f o
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R #= R* 5 153809 R T —ATAEE T AR IR-Cy ¢ FRIA R ENRE,
Fo

R2. R3#fe R* % A 2 AR — AR % A~ ROBA,

R, R RT&AIRILA:

1) 2.

2) i

3) ()., Crao Bo

4) (), Coo BEMF A,

5) ()., Cppo B,

6) (B, FA& Cyo bk,

7) C,y o Tt Cyyg B A (B
8) (Ci)% #E& Coo BEA (AR o1

9) C AR Cy bk,

10) Co1o FEE R Cy o BTk,

11) Coro LR RA Cy o A RIEHIA,

12) S (Crp )R Co o Bk,

13) %E C0-10 bﬂﬁﬁﬁi‘i—‘ Couto B

14) (CGF A& Cy o 3adh), B Cp o ke,

15) C, 4 BRIEI Cy o AR Cy ik,
16) Cyg 23Rk Cy o AR Cy o I,
17) (Css N RS Co-t0 })37:%)2 S Co-10 A
18) (Ca-s & A Co-10 ))373‘-‘)2 -3 Co-10 B
19) Cag FRBE C o RARA BRI,
20) (Cao o), BA AR,

21) G C o ndh) , REAKERIL,

22) Co.po A BAF A RK,

23) Cog RERE C,y p HARAEARE,
24) (Cppo ¥odh), BB Cp b,

76



200480018337. X

W

B B H27/1097

10

15

20

25

25)
26)
27)
28)
29)
30)
31)
32)
33)
34)
35)
36)
37)
38)
39)
40)
41)
42)
43)
44)
45)
46)
47)
48)
49)
50)
51)
52)

Gha Coidh) , BABE C i,
Coso A BRI A Cp o ik,

Coo B Co o R B BA C o ik,
Cog R Cp o AR B Cy 1A,

A Copg ARAEHIA C o ok,
(Crao Boik), ZAEHAL,

(FA CLoh) , BAKRA,
Crio BRI (F ), Copo 0K
Coro ABERE(Cy o 1 H),
Copo MEIH IR ZI(Cy o B L),
BRI Cy AR,

B Cy ok,

BT,

B Gy I,

BH Cg o IRK,

Ci10 %% REA,

Crio BEH& Cy o buik,
Crio WA AL,
Cop ¥ Cy o EH A FIL,
Cyg Rt Cy o A A R,
FH Co o AR RK,
Cro AL A RAL,
Cyg IR C o A B L EERK,
Cyg FRbtik Cy o A FH BA R,
FH Co oA ERA AL,
(CrioBdh), BAFARA,
(F I Cy o Biih), 24&%5&% X,
(Cog 2233k Cy o o2, RA B A A,

(i
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53) (Cy o FRIEH Cy o bo i), BRI BA RN,
54) 7 C A,

55) ZAEHEI C, R E,

56) BRI C L A,

57) C, o FARE,

58) Coo A LABLA,

59) F 3 Cy o AL ABLA,

60) Cog 223 E C,y oA B HBEA,
61) Cyg SRR Cp o o BARBLAL,
62) C,.io A ARBEAL,

63) FH Cypo BEAEARBEE,

64) Cyg RIE Cy o AL,

65) ONN S % SO #-; {58

66) Copo A B EK,

67) F A Cp A RBLERA,

68) Cog 23K C A FBEERK,
69) Cog A C o AR R,
70) A,

71) FHAK,

72) AR C ik, A

73) S8 C ek, F

R, Ré#= R7 & A X LAtk — /3 % A RO
Ri% B

1) £
2) i

3) (#F2),.CrLio i,
4) (¥£7§)0-1C2-10 MR,
3 ) (}ﬁ’%)o-lcz-lo WA,
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6)

7)

8)

9)

10)
11)
12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)
27)
28)
29)
30)
31)
32)
33)

(B, FHE C ki,

Cyg BB Cy o BAFA),.,

C. B RHA C ik,

Coo A RIK C o bk,

Copo BEEBRAL C,y o AR B,
:“(Cl-lo %ik)'ﬁ}g C0-10 gf‘?—%’

B Cop A RA Co o bodk,

(G5 Cpo i), BE Cy 0 42k,

Csg FRIHA Cp o WA RK C o ik,
Cog ZRERA Cy A RK Cy 204,
(Css 2R3 Co.t0 }fo-r‘)z ¥ Co10 B
(C3-8 ZJL‘ ﬂ:)_’% CO-IO }%7—%)2 'ﬁg—‘ C0-10 A,
Cog TR Cp o MAREA B A RL,
(Cprio 5o ), BAEHARA,

(FA CL o), BRAZARL,

Coo AR B AR,

Cog A Cy o A RABERKE,
(Crio¥oiR), BEHIK Cy o btk

(A& CLobtdh) , BHA A C B,
Coo BEBIF A Cy o 0,

Cog B Cy o AR B Cy o bk,
Cig ZBIK Co o A RAHE Cy A,
FH Co o MEARAHIA Cy K,
(CraoBidh), REHK,

(F& CLolh) , BAEHE,

Crio AL (F ), Copo AL

Co.to FRAHKIE R (Cpuyo 50 ),

Co10 MBI B ZI(Cy o ),
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34)
35)
36)
37)
38)
39)
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41)
42)
43)
44)
45)
46)
47)
48)
49)
50)
51)
52)
53)
54)
55)
56)
57)
58)
59)
60)
61)

BE Cy HERKE,

B Cy B,

B HE C Ik,

Co B EAL,

Crio B EI Co o kedh,

CrLio mAHAFL,

Cao 2233 Cp o AL AA,
Cog R E Co o A B AR,
FH Co A HAEA,

Crio A B A TR,

Cyg IR Co o A B TR,
Coo FRBI Cp o A B A R R,
FH Co o mAHARARE,
(Cpo Bodh), BRI BA A,

(A oo idh),, A A A,
(Cog 22 Cy o IR, , BRAFARA,
(Cag FRETIR Cp o o2 L, RABA R,
2R C i,
BEBE Cy A,
B C B,

C,o FoARAK,

Co ik BABLA,

FH Cp o e BAABLA,

Cag 22 BR 3 Cy o A B AABEA,
Cy FRBEIE Cy o A B ABLE,
Cypo AR BLA

F R Co o MAFRBEA,
CNE-F-S WO -£-3: 1. -8
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62) Cos FRELE C, o SR ARBEA,
63) Cprio AR BLA R,

64) F A CL mEAB A RA,

65) Cog B3R C o BB A S,
66) Cy RELA Cp o WA RBE AR,
67) A,

68) FEE,

69) AR C Kk, o

70) AR C AL, F=
RMEZB—ANREANRBAX; W

Rt A :
1) 0
2) A

3) (;}‘JE)O-ICI-IO bk,

4) CEIMMOME 228

5) (¥i£)0-1C2-10 BRIk,

6) (), FA Cobiik,

7) Cyg FRATE Coyo o i
8) (Cip)# 33K Co o B,

9) C 4 BRI Cy o buik,

10) Copo WA RA Cy o A,

11) Z(Cppo FTA)EI Cy o bk,

12) I Copo i Cp oo,

13) (T Coo i), B Cy o B,
14) Cag FRILEE Cyo o AR Cy o A,
15)  Cu 23E C, AR E Cp ook,
16) (Cro i), BRAHA,

17) Cia10 %%(;ﬁﬁ)o-lcmo B
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18) Crao AW S Co-to0 B,

19) (Cpo i), B FA R,

20) BEBR C, mAHK,

21) (Cr b)), RAFARA,

22) (GF3k Co o b)), , BREHAEIK,

23) #HE Cy Ak,

24) Cypo AR BRI,

25) Cppo P m B 2K,

26) FHE C o AmmBLARR,

27) Cog 23 A C o AABA R,

28) Cos Rl C o A sB A R,

29) A,

30) FHAR,

31) AR CE, #

32) AR C AL, @

o, RFE‘B—ARENMEAATHERARN: . OH. (C )%

4. %, COH. CN. O(C=0)C,-C, %k, NO,. = #FHA.

ZRTEE. -0,(Cp )5 ALi A NH,.
EXRFEHAFEH—AFTEY, KELPNEAHiLH X T DK

EHF ETET AR TARFMIK, L

<:>KﬁﬁauT%£m:Kg‘i%%ﬁg‘M%ngy
ZE-IH-R A BBk 3H-sReESR[4,5-b]n L sRek kL &
ek | 56,78 WEA-1,8- R LA, A, e AR eeg R
e . BT A, et (3 4-criR A At A

R%, R*FR'&AIRZILH:
1) £
2) &,
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3) C, Bk,
4) (Cos A RA,
5) (Cos ) B RE,
6) A& C, b,
5 7 C A RKL C ik,
8) (Crs }’%f*g)z & Cos B
9) Cis BEI Cos ki,
10) Cs MBI HIA Co bk,
11) £ Co ik,
10 12) A,
13) AR C ik,
14) AR CLaAE,
Fa i op
R} #= R* 5 £33 09808 F —R TR R IER-C, ¢ TRRARARE,
15 i
R2, R}#= R*% A i s fFdi—A 3 % A ROBA.
R, RAR & Ak h:
1) £,
2) %,
20 3) (2, Cro oA,
4) (fﬁi)o-lcz-m I,
5) (?ﬁﬁ‘)m %g—‘ C1-10 Bk,
6) C, s BRIRE Cypo A (),
7) (Coo) R BR A Copo A (B A,
25 8) CBERK C o Bk,
9) Coo BRI Cp o S,
10) Copo BRI Cp o AR IA,
11) Z(Cpyp oA RI Co o B2,
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12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)
27)
28)
29)
30)
31)
32)
33)
34)
35)
36)
37)
38)
39)

I Cyo ki Co otk

Cy g IR Cp o A RK Cy o ik,
Cos 223K C,  mERKL C o1,
(C3-8 }Z:}fﬁ;i’( Co-m };57-%)2 'ﬁ’% CO-lO %2%’
(Css FAA Coto }9%73:‘)2 ¥ Co-t0 R
Cog FRIIE Cy o MARA B AR,
(Cryo 3o ih), BRA A RK,

(G55 Cp o idh) , BAHARA,

Coro A RI AR,

Cyg B3 Cpy RARA A AL,
(Cpyo bt i), BILHHA C o ik,

(GFA CLo o), BAE A C A,
Coo AR EA C o I,

Co R Cp o AR B Cy i,
Cyg IR Co o ARAHA C ook,
FHR Co o BEREHA Cy ok,
(CpoBidkh), A B,

(GF3k C oW ih),, BEAHA,

Ciato ﬁﬁﬁ(;’ig)o-lco-lo B

Co10 AR BIL R (Cy o L),

Cou10 BB I EIA(Cy o o),

B C A RK,

BRI Cy ik,

BT,

BE Cy 3,

B Cu g 235,

Cro B,

Cro AR S Co.t0 B,
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40)
41)
42)
43)
44)
45)
46)
47)
48)
49)
50)
51)
52)
53)
54)
55)
56)
57)
58)
59)
60)
61)
62)
63)
64)
65)
66)
67)

Cro A AL,

Cog 233 Cy o A A A,
C,o RIEE C, i A AH,
FHE Cp o mEZE RN,

Cro A AR AL,

Cog 2230 Co o BAS A BARA,
Cog SR Cy A F A RAEAL,
F A Coro EHIEFRRAL,
(Cro ¥ ih), BRAFA AR,

(G52 Co o o2, , RAHA RN,

(Cag ZHIRI Cp o bR, BAHA R,
(Cyg FRBEH Cy o ), BAFAEK,

%3 Cyo %;;g,
ﬁ%ﬁ%cm E

C, s R Cyyp %ﬂﬁﬁ‘ﬁiﬁ\

Cyio B AR B 2L,

Ak Cpy A F BRI,

Cue e 3h 4 C A ABEA R,
Cag SRIEA C o A ARBLA R,
A,

FHAK,

AR C BH, Fo

2 C JEL,; o
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R’. Ré#= R7 & g 2k S 4F8K— AR % A ROIRAK;
Ri% §

1 £

2) (;ﬁz‘g)o-lcl-lo %7:{“

3) (FHHR) FA C ok,

4) Co SR Cy o WE(FEE), 1>
5) C0-10 L%;E._Lﬁf& CO-IO WA,

6) BRI Cy B,

7) B Cy 230K,

8) Cio S-S Co-10 A,

9) 2R C ik, =

10) AR C ik, F

RMELB—AREANRBA; @
R §:

1) £

2) M,

3) (;‘%)0-1C1-10 %;_’F,_E,

4) (A0, Cruro B,

5) (BH), FHA Cp ki,

6) Cos FRERA Cy o BE,

7) (Cyo) B 3RH Cy o bk,

8) C. B EA C o bnik,

9) Coio BRI Cy o BT,

10) :“(Cl-lo RE)M Coto B,

11) FH Co o AEEI Cy o indk,

12) (FA Copp ), B Cy o Ik,

13) Cy Frhbtik Cy o A RK Cy o ik,
14) Co 0T Cy o A RA Cy B0k,
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15) (Cro ki), RAHIE,

16) Cy10 B (), Coro I

17) Crio BEIHE Cy o bk,

18) (Cr R, RAHK AL,

19) AR C  HEAK,

20) (Crao BoA8), B H IR A,

21) BHE Co ik,

22) Cypo FARRBLIL,

23) Crio MABBLR R,

24) FA Cpo MEARBLIRZL,

25) C,g 3R C AR BEARR,

26) Coa FRBEA C A B A R,

27) FIE,

28) FHAR,

29) AR C K, Fo

30) AR CImEHKE, Fo

g, RFGBE—ARENEAXTHEARNK: &, OH. (C K
4. BE. COH. CN. O(C=0)C,-C, ¥ . NO,. = fLFaL.
ZRTEE. -0,(C)a RS A A NH,.

E—ANFEHRFEFT, REAR. §F. CyiAhFe s C ik,
RARETHIEALA. BF. C ik, C RALFALAC K
.

ERLRH—AEHRFTETF, RPLE:

1) £

2) (%>o-1cl-1o A

3) (B FHEC A,

4) Cas SRIEE Cppo A F ),
5) Co.io WA EI Cy o bk,
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6)
7)

H o RMFEAME —ANik § AT 6 RO IRARERA:

1)
2)
3)
4)
5)
6)
7)
8)
9)
10)
11)
12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)

#R Cy ik, #=
-/f—\ﬁh Cl-6 %7_%’ ﬁ\:’l

A,

(}'M)O-ICI-IO 2%

(B3, Cypo B,

(B ), FHECL oA,

Cyg SRBHR Cp otk
(Cs) R IRE Cy o oA,

Cia BhA R Cot0 2%

C0-10 Rg% C0-10 bk, '
Z(C o ) EHA Cy o ik,
FHh Co B RK Cy ik,
(F A& CogoA), BE Cy B,
Css Aok Cot0 BARA Co-t0 B
Cag 22 3R Co o AR Cp o I,
(Cryo k), BAHA,

Cro R (B H),., Copo B,
Ciio ffﬂfbjt_\ Co-10 B |
(CripBoiR), A B A EAE,
ZEHEE C o B,

(Cro k), BA B AR,

72K Cy ook,

Cpoimiik,

Cpo AR R,

FH CLoABRBLARA,

C,q 23R C o A ARBL A B,
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26)
27)
28)
29)

130)
RO AERB AR S ML AR THARRK: . OH. (COEAL
K%, CO,H. CN. O(C=0)C-C, %4. NO,. Z R FHAL. =

Cys I C o A BB R A,
#A,

2

ERC Sk, F

2R C AR,

Sw

A -0(Cy )2 ASLA A NH,.

1)
2)

3)
4)

5)
6)
7)
8)
1)
2)
3

4)

5

ERLRAQH—NERFEF, RBLEH:
R
0 &,
(%)O-ICI-IO %
(), FE C o E,
Cyg RIA Cy o A (B,
Coro B RHA C o A,
2R C ik, Fo
2R C AR,
AE P-4 6 BLIR P AE PR A M 84 ) 4 T
N-(PHeo2 -2- 2 F 2 )-4-F 2K -3- BAR-4- R Fe-50- 4 4 -1-45-17B- T Bk
i
N-[(5-F At e-2-3K) F K ]-4- F & -3- BAR4- B 26 -5a- 4 8 -1- 4 -
17pB- T BLR;
N-[4,6-= F 2 E R -2-28) F A |-4- F A -3-BAR-4- R Ao -50-1 & -1-4%
-17B- T BhAE;
N-(1,3- 27 -4- 3K F 2)-4-F K -3- B -4- R fe-50-# & -1-%-17B- 2
Bz,
N-(1H-2K o4 -2- 2 F 3K)-4- F 2 -3- FX-4- R A-5a- 1 § -1-%-17B- T
i

89



200480018337. X oW P 2E40/1097

10

15

20

25

6) N-(hm2-3-k § 2)-4-F 3K -3- 8K -4- R 5 -50-# § -1-H-17p- LBt
fee;

7) N-(PHoZ-4- 2 F H)-4-F K 3- AR A- R 5 -50- % §-1-4%-17- LB
i

8 N-[(6-F Fotoz-2-2) F A4 F A -3- A4 R A-Sa- 1 4 -1-1 -
17p- LBLAE;

9) N-[(1-BAwR-2-2) F K ]-4-F A-3-BAR-4- R & -So-4 8 -1-F -
17B- L BEAZ,

10) N-[3-(F AR A )t or -2- 2 ) F A -4- F AR -3- K-4- R -S04 16 -1-H-
17p- BBz,

11) N-(FF5ok-1-2 F 2£)-4- F K -3-B AR -4- B 5 -5a-2 & -1-H-17B- T
B .

12) N-(1H-wteo2 53, 4-c] o2 -5- 2 F 25)-4-F 2K -3-BAK-4- R F-50-4 §
-1-H5-17B- L8R,

13) N-{[1-F 2-5-(Z= R F 2)-1H- R ek ek 2- K] F A ) 4-F 2R -3- 8-
4-FFe-5a-H & -1-H-17B- T BEAE;

14) N-(1H-"3"k-5-2 F 3£)-4- F K -3- B AK-4- 8 5-50-2 8§ -1-5-17B- T
B

15) N-(F -2- 2 F #)-4-F K -3- BAR-4- R B -S04 -1-H-17B- T Bt
i

16) N-{[6-(= . F 3 )rtbog -3- K ) F 35 }-4-F 2R -3- AR -4- B A -S04 6 -
1-%-17B- L BLE;

17) N-[N-F A (o2 -2-28 F 2)]4- F 28-3- B4 R AR -S04 8 -1-H -
17B- LBAE;

18) N-(1H-"3|%-6- 3 F #£)-4-F 5 -3- A MK -4- R Je-5a-# 6 -1-8-17B-
B

19) N-[(1-F 3-2,3- = §-1H-"3|%-5-25) F A )-4- F K-3-84K-4- R &-50-
S -1-H5-17B- TBLAE;
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20) N-(1-"#o2-2- % T2 )-4- T 4 -3-FAK-4- R -5 8 -1-55-17B- T Bk
Fez;

21) N-(2,2,2- = f.-1-vtbmz 23 T H)-4-F K 3-AAR-4- R K-S0~ & -1-
-17p- LBLRE;

22) N-[(6-R-1H-F Fokoe 2- ) F A ]-4-F 3-3- B -4- R 2 -S04 86 -
1-#%%-17p- T BLRE

23) N-[(6-F F A -1H-F 5 okrk 2- 3K ) T K ]-4-F B -3-AAR-4- R4 -50-
& -1-H5-17p- LB,

24) N-[(1H-3K ko 2- 2 F 5)-N-F K ]-4-F 2 -3-RAK-4- B L2 -50- 4
§-1-M-17B- L BLAE,

25) N-[1-(1H-3RFFoRe-2-8) TR )-4-F K -3- 5 AK4- B4 -5a-4 & -1-H
-17B- T BLAE,

26) N-[(5,6-=F A -1H-FRFFoked-2-8) F A )-4-F K-3-FMK-4- 8 #-50-
B -1-H5-17P- TBOAE,

27) N-(1H-F 3ok ek 2 F 35)-4- F 4 -3-BAK-4- R J -S04 § -1-H5 -
17p- T BRAE;

28) N-("Z°% -4- 2 F 3 )-4-F K -3- B AK-4- A A -S04 & -1-H-17B- T B
Pz

29) N-[(3- 2 -6-F Arteow 2-35) F K ]-4-F A -3-AAK4- R A-50-4 8 -
1-%5-17B- T BLAE;

30) N-{# T A [6-(RA T Ao -2- K] T AR T BREF)-4-F A-3-A,
AR-4- B2 -50-H & -1-H-17p- TBLAE;

31) N-[(3- ot -2-25) F 3 ]-4- F 3 -3- RAR-4- R e -S0- 2 & -1-45-17B-
LBLRE,

32) N-[(4-R T A rg-2- ) F 2 ]-4-F 2 3-8 K4- R 4501 & -1-5-
178- LBLAE;

33) N-(3H-2R4 3 [4,5-b]tboe-2- 28 F 3K )-4-F K -3-BAR-4- R AR -50-2 &
-1-%5-17p- L BRAE;
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34) N-[(5,6-=R-1H-Fioked-2-25) F K ]-4-F £-3-AMK-4- 85 -50-#
% -1-H5-17B- LBLAE;

35) N-(5,6,7,8-09 £.-1,8- — R & A 2- A F H)4-F R 3-FAK-4-8 &-50-
e -1-M-17B- TBEAE,

36) N-[(3-R"2-2-28) F Ak J-4- F A -3- FR-4- R4 -50- 4 6 -1-55-17B-
LBLAE,

37) N-[(3-F A mbog-2-2) F 2L ]-4-F 2L -3- AR -4- B 4 -So- 2 & -1- 45 -
17B- LBLAE;

38) N-(FF #)-4-F 2 -3- 8K -4- R 2 -5 & -1-45-17B- TBLAE;

39) N-3-F £ A F 2)-4-F 2 -3-BAR-4- R 4 -S0-4 6 -1-4-17p- LB
i

40) N-Q-8FH)-4-F 2 -3-BAR-4- R Je-50- 1 & -1-%-17P- LBLAE,

41) N-(2-F 8K F 5)-4-F A 3-AA4K-4- R 2 -S0-4 & -1- 3 -17p- T B
iz

42) N-(4-8F 2)-4-F 2 -3- BAR-4- R A -5 8 -1-05-17B- LBLAEE,

43) N-2-Z 5 F AT H)-4-F A 3-RAR-4- R 5-50-# 6 -1-45-17B-
B,

44) N-(4-F S A F K)4-F K 3-5R-4- R & -5a- 4§ -1- W -17B- T BE
Jez;

45) N-3-8F 2)-4-F £ -3-8R-4- 8 2e-Sa- 4 8 -1-H-17p- TBEAE,

46) N-(4-Z fF A F H)-4-F 5 -3-RAR-4- R e -50-1 8§ -1-45-178- T8t
i ‘

47) N-(4-=F R ERF H)-4-F 2 -3-8K4-8 5 -50-# 8 -1-%-17B- T
Bl

48) N-(3-&.-4- #F 2K )-4- F K 3- R AKX -4- R4 -S04 8 -1-H-17p- T B
i

49) N-(3,5- = &8 F 2 )-4- T A -3- AKX -4- B A -Sa-4 8§ -1-H-17B- T Bt
iy
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50) N-(4-F 27F 3)-4-F 3-3-8AR-4- R4 -50-2 8 -1-H5-17B- L BEAE,

51) N-(3-Z R F A F2)-4-F A -3-BAR-4- R 4-50-7 & -1-5%-17- Tk
i

52) N-3 4-— 8 F 2)-4-F &£ 3-8 AR 4- R A -50-4 8 -1-%-17p- T Bk
Fe;

53) N-QA-= & F H)-4-F K -3-A AR -4-8 5 -50-4 & -1-%-17p- T B
Fez;

54) N-Q2-Z 8 F R FH)-4-F A-3-RMR-4- R -S04 § -1-55-17B- LBk
JBz;

BEHF ETHZG L f LARFAMIK,

E—ARHETET, REAKESHLH:

1) N-(FA)-4-F HK-3-BMK-4- R 5 -50-4 8 -1-H-17p- TBLAEE;

2) N-B-F A FH)4-F K -3- 84K -4- R % -50-4 & -1-H-17p- T B
Jez;

3) N-QQ-8FH)-4-F H-3-BAMK-4- R 4-So-28 - 1-4-17p- LBLAE,

4 N-Q-F RAFH)4-FH3-BAR4- R 504 & -1-5-17p- LB
Fez;

5) N-(4- R FH)-4-F K -3- B4 R Je-Sa-4 §-1-H4-17p- LBEAE;

6) N-Q-ZFF EHEFH)-4-F R 3-FMK-4- R Je-50-4 8 -1-%5-17B- T
Wik |

7) N-(4-F £ F H)-4-F A -3-BARA- R 5 -S04 8§ -1-H-17p- LBk
i

8) N-(3-2FA)-4-F K -3-BAK-4- R Je-5a- 1 & -1-H-17p- LBLAE,

9 N-(4-Z#FEFH)4-FE-3-RAR-4-F 5504 6 -1-H-17p- T B
i

10) N-(4-=F K EHF K)-4-F K-3-FMR-4-R 5 -50-2 6 -1-5-17B- T
B
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11) N-(3- £-4- BF 2)-4- F A -3-AK-4- B 5 -S04 8 -1-H5-17B- LB

Fegs
12) N-(3,5- = 5. F 2 )-4-F X 3- B AR -4- R & -S04 45 -1-5%-17B- LB
s

5 13) N-(4-F A F £)-4-F £ 3-8 K -4- R Ae-50-2% & -1-H5-17B- T BL AR ;
14) N-(3-Z 8 F A F A)-4- F A -3-AAK-4- R 58 -S0-7 8§ -1-5-17p- Tk

Vi
15) N-(3,4- = & F 2 )-4-F K 3- B A -4- R £ -50-4 8 -1-H-17p- T 8
Pz
10 16) N-Q2,4- = 8.F 2 )-4-F A 3- B 4- R & -50-4 & -1-%-17- T B
Je&;
17) N-Q2-Z 8 F A F H)-4-F £ -3-BR-4- R R -50-4 & -1-H-17p- LBk
Je;
18) N-[(3-#rtbo-2-2) F A ]-20- F-4- F H-3-RAR4- R F-S0-4 & -1- 5%
15 -17B- LBLAE;

BRAHF ETHZ e fe TR FMR,
BEARKRN S —ANFRETRY, FFRALESHikh:
1) N-(3-F 8AFK)4-F K -3-F AR -4- R 5 -50-4 8§ -1-H5-17B- T Bt
P
20 2 N-Q2-8F&)-4-F 2 -3-BAK-4- 42 -So- 1§ -1- M -17p- TBUAE,;
3) N-(4-8F H)-4-F H-3-BAK-4- R 5-S0- 2 5 -1-H5-17B- TBLAE;
4 N-Q-ZRTFEILFH)4-F HE3-F4K-4- R 2 -50-48 & -1-H-17B- T
B
5) N-(4-F BAFHE)4-FR3-RAR-4- R4 -50-4 & -1-H-17B- T B
25 Jigt;
6) N-(3-FFH)-4-F 2 -3-8AK-4- R 5-Sa- §-1-5H-17p- TBLAE;
7) N-(4-Z R F A FK)4-F A 3-ARA4-R 4 -5a-1 8§ -1-5-17p- T Bk
P
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8)

9)

N-(4-=F A B FH)-4-F E3-8R4-R & -5a-# 8§ -1-%-17p- T
BEAE

N-G-Z A FEFH)A4-FHI3-BAR-4- R 2e-50-1 & -1-4-17B- T8
i

10) N-(2,4- = 8 F 3 )-4-F R 3- B A 4- R & -S04 -1-H-178- T B

i

1) N-Q2-Z R F A F2H)-4-F 2-3-BAR-4- R 4 -50-4 & -1-%-17p- T8t

Jez;
b

BEGF ETHRZ M A RFHMIK,

1)

2)

3)

4

5)

6)

7)

8)

9)

BEARLRH—NFEHRFEF, RS YLY:
N-(Hem2 -2- 2 F 2K )-4- F 2K -3- B -4- R 42 -50-4 8§ -1-H5-17B- T B
Jez;
N-[(5-F A e-2-2) F A ]-4-F 2K-3- AR 4- R &-So- 4 4 -1-05 -
17p- L8R
N-[4,6-=F FoHog-2-48) F AR J-4-F 2 -3-RAK-4- A -S04 & -1-H5 -
17B3- L BEAE;
N-(1,3-28 ek 4- K F 35)-4-F K -3- A -4- 8 2 -5a-# § -1-%-17B- T
BE A
N-(1H-2Kvo-2-5 ¥ 35)-4-F A -3- B -4- R 28-S0 8§ -1-3-17B- T
BRAE;
N-(PWo2.-3- 35 F 38)-4-F K -3- 8K -4- R 26 -50-4 8§ -1-%-17B- L B
i .
N-(oHe7-4- 25 F 3)-4-F K -3- B -4-R 4 -50-4 & -1--17p- T B
i '
N-[(6-F Zvt g -2-28 ) T A ]-4- T 2 -3- 8 AR -4- B 2 -S04 4 -1-H5 -
17p- LBk,
NI(1- R Atre g -2-38 ) F 2K ]-4- F 2 -3- B -4- R A -Sa-H & -1-55 -
17B- T BEAE:,
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10) N-[3-(F A )oHo 220 T A4~ 26 -3- FK-A- B2 -Soun 15 -1-F -

17p- TBLAE;
1) N-(Foeopk-1-2 F 2)-4-F 2 3- AR -4- R 42 -Sa-# & -1-5-17B- T
Brf;

5 12) N-(1H-"eP 513 4-c]oHe-5- 28 T 2 )-4- F 2 -3- AR -4- Rk -So- 1
-1-H-17B- T BLE;
13) N-{[1- F &-5-(Z R F 2R)-1H-F 5ok ek -2- 28 F A& }-4-F 2-3-RAK-
4- R e -50-H 8 -1- - 17B- TBLAE;
14) N-(1H-"3|%-5- 3 F 3)-4-F £ -3-RARA4- R B -50-4 & -1-%-17B- T
10 Bi;
15) N-(P%72 -2-3 F £ )-4-F 3 -3- AR -4- R B -S04 5 -1-H5-17B- T Bk
iy
16) N-{[6-(= & F 2 )oom -3-2K ] F 2} -4- F 2 -3- RAR-4- R A -5a- 48 4 -
1-55-17p- TLBLEE;
15 17) N-[N-F (e -2- 2 F 35)]-4- F A -3- R AR -4- B 4 -50-4 & -1-H -

17B- LBLRE,
18) N-(1H-73|%k-6-2k F #)-4-F K -3-BAR-4- B 52 -50- 4 & -1-%-17B- T
B,

19) N-[(1-F 22 3- = R -1H-3%-5-22) F & ]-4-F K -3- AK-4- R 4-50-
20 M -1--17p- TBLAE,
20) N-(1-72-2-2 TH)-4- F A -3-BK-4- R 5-50-#8 4§ -1-%-17p- LB

F&,
21) N-(2,2,2- = #-1-o072 2- 3k T3 )-4- F 3 -3- BAX-4- R B -50- 4§ -1-
W-17B- LBLAE,

25 22) N-[(6-R-1H-KFFokrd2- ) F 3K ]-4-F A -3- B AR -4- B &R-50-4 -
1-%-17B- LBLAE;
23) N-[(6-F B -1H- R oked2-5) F K ]-4-F K -3-AAK-A4- R & -50-
M 5 -1-H-17B- LB
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24) N-[(1H-3R5okre2- 2 F 2)-N-F 4K 4- F 5 -3- BR-4- Rk -So-AE

-1-$%-17B- L BRAE;
25) Ne[1-(1H-3 ok ed 2-2) Tk ]-4-F 2 -3-BAR-4-R5-50-# & -1-%
-17B-TBeAE;

5 26) N-[(5,6-="F 2 -1H-FFrokre-2-K8) F & ]-4-F K-3- BAR-4- R 5 -50-
& -1-H5-17p- LBOAE;
27) N-(1H-3F ko 2- 2 F 3£)-4- F 3 -3- A AR-4- B -S04 1 -1-H -
17p- L BAE;
28) N-(F°R-4-2 F 2 )-4-F 2 -3- BAR-4- R -S04 8 -1-H-17B- T B
10 i
29) N-[(3-# 2 -6-F Aoto -2- ) F A ]-4-F 2 -3-FAR-4- R A-50- 4 8 -
1-H-17p- TBLAEE;
30) N-{# T A [6-(RA T 2 )moz-2- 4 ) F AR F8ER ) -4-F A-3-8
WR-d- B 2504 -1-H5-17B- TBUAE;
15 31) N-[(3-Furtbrz-2-4) T & 1-4- F A -3- BR-4- B B2 -S0- 2 & -1- 5 -17B-

LB,
32) N-[(4-8 T Zorteog -2-38) F A& ]-4- F & -3-RAk-4- R -S04 & -1-H -
17B- L BL;

33) N-(3H-2k" 3 [4,5-b]orkm2-2- 2 F 2)-4-F K -3-FAKA4- R AR50
20 -1-45-17B- LBLAE;
34) N-[(5,6-=F-1H-F ko 2-3K) F A ]-4-F -3-AAR-4- A5 -S0-4
& -1-$-17p- LBLAE;
35) N-(5,6,7,8-09 £-1,8- = R A 5-2- 5 F H)-4-F R -3-AAA4-R 5 -50-
& -1-H-17B- TBLAEE;
25 36) N-[(3-FHm2-2-4) F 4 -4-F K -3- BK-4- R & -50-# 1 -1-H6-17B-

LBuAE,
37) N3 T Aot -2-26) T 2k ]-4- F 23~ Fkood- B Z -5 86 -1 -
17B- TR
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38) N-[(3-#rHe o2 -2-25) F 2 ]-20- #-4- F 2 -3- K -4- B A -S04 8 -1-

Wo-17p- LB

BAEBE ETEZ 6 E T KRR,

1)

2)

3)

9)

5)

6

7)

8

9)

EH—AERBIMERTER, RS HiLh:

N-(1,3-8 vk -4- 2 F H)-4-F 2 -3- AR -4- R 2o -S04 8 -1-5-17B- T
B ;
N-(1H-2Rok2- K F 58 )-4-F 3R -3- B -4- R 42 -5a-# & -1-5-17B- T
B ;
N-(FoEok-1-2 F 2H)-4-F A 3- B4 R 5 -Sa-4 § -1-M-17B- T
BAE;
N-(1H-"r 5F[3 4-c]oR =525 F 2 )-4- F 2-3-BAR-A- Ak -So-
-1-4-17B- TR,
N-{[1-F 3&-5-( = 8 F &)-1H-F F ok -2- ) F 3 )4-F 2K -3- BAX-
A- R 2 -So-H & -1--17p- TBLAE,
N-(1H-73| %k -5- & 7 5)-4- F 2£-3-BAK-4- R 42 -Sa-# & -1-4-17B- T
BrAz;
N-(1H-73|%-6-35 F 2 )-4-F K -3-BAR-4- R -S04 & -1-%-17B- T
B
N-[(1-F -2,3- = S -1H-73 %-5-4) F A ]-4-F A -3-84K4- 8 5-50-
A -1-H-17p- T BEAE;
N-[(6-R-1H- K Hfokre 2-2K) F K )-4-F ER-3-BAR-A4- R &-50-4 & -
1-$-17B- T B AR,

10) N-[(6-F A H- K Hokrk 228 F £ ]14-F 23 Blk4-F 2 -Sa-

M -1-M-17B- LB

11) N-[(1H-R Fofrd 2- 3 F 3K)-N-F K ]-4-F & -3-AAR-4- R H-50-4

§-1-%-17p- TLBLAZ;

12) N-[1-(1H-F ek e -2-38) TR ]-4- F K -3- 8K -4- R 5-50-# & -1-H

17B- LB
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13) N-[(5,6-=F A& -1H-FFFoRked-2-2) F 3K )-4-F 2-3-BMK4- R &=-50-
A -1 -17B- LBEAE;

14) N-(1H-FFFokok -2- 3k 0 3 )-4- F 3K 3- R AK-4- R 22 -So- 2 & -1-0 -
17B- L BLAE,

15) N-(3H-R 4 F[4,5-b]oHor -2- 3 F 2 )-4- F 2K -3- B4~ R Je -S04 8
-H-17pB- LB, |

16) N-[(5,6-=R-1H-F 5 okr-2-2) F K ]-4- F K -3-BAK-4- R 42-50-7
§-1-H-17B- T BERE,

17) N-(5,6,7,8-79 £-1,8- = F 4 A-2- 2 F H)-4-F A 3-8 K-4- R 2250
e -1-H-17P- T BEAE,

BEGE ETHZHEFTRRHIK,

EFH—ANEHRFTEY, kst h:

1) N-(oR-2-2K F 3K )-4- F HK-3- BK-4- R 2o -S04 & -1-5-17B- T B
Rz

2) N-[4,6-=9 Rogom-2-3)F A ]-4-F £ 3-8 AKA4- R 2e-50-# & -1-9F
~17B- LBk,

3) N-(22-3-A& F 3K)-4-F K -3- 8K -4-8 2 -5a-# 8 -1-%-17p- LBt
Fee

4 N-(Hoe-4- 3K F K )-4-F K -3- B AR 4- 8 5 -Sa-2 6 -1-5-17p- LBt
i

5 N-[(6-F Frieng-2-3) F 3 ]-4-F K -3-BK-4- R 5 -50-2 8§ -1-0% -
17B- T BtAE,

6) N-[(1-BALwt R -2- 3 ) F AR ]-4- F K -3- BAK-4- B Ae-So- A 46 -1- 5 -
17B- LBLRE,

7) N-[3-(FARA ) -2-20 | F 2 -4-F 2 -3- R4 R -So- 4 8 -1-H -
17B- T B A

8) N-(CER-2-ATF HK)-4-FHK-3- B -4-F 5 -50-4 & -1-H-17p- T #k
P
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9 N-{[6-(= . F 2 )mho2-3-28] F A& }-4-F 2 -3- FAR-4- R AR50 -
1-%-17p- T BLE:;

10) N-[N-F 3 (oo -2- 5 F 3K)]-4- F 35 -3- BAR-4- R -S04 6 -1- -
17p- 2Bk, |

11) N-(1-072-2-38 TA)-4-F K -3-8R-4- R 5 -50-# 8 -1-H6-17B- LBt
Jez;

12) N=(2,2,2- = f-1-9b72 2- 3% T30 )-4-F 2 -3- B-4- R 2o -S04 & -1-
Me-17B- LBLAE;

13) N-(B -4- 2 F 3 )-4-F A 3-8 -4- R 5 -50-4 & -1-%-17B- T Bt
Pz

14) N-[(3-5&2 2 -6-F F b -2-28) F 2R ]-4- F A -3-AAR-4- R A -So- 4 8 -
1-%%-17B- T Bb e

15) N-{# T & [6-(RA T )z -2- A | F A AL FRES)-4-F 2 -3-4
R-4- B2 -5a- 1 8 -1-H-17B- TBERE; |

16) N-[(3-# b -2-35) F 2 ]-4- F 3 -3- B -4- R Ze-So- 4 4§ -1-H-17B-
LBuAE;

17) N-[(4-8 T Foom-2-2) § A& ]-4- F 2-3-BAK-4- RS0 6 -1-5-
17B- LBLAE,

18) N-(5,6,7,8-19 £.-1,8-— R A-2- A F 4 )-4-F 3k -3-FK-4-R%-5a-
S -1-H-17p- TBLEE;

19) N-[(3- R -2-2) T 2 ]-4-F 3 -3- BAX-4- R 2 -Sa- 4 8 -1-H-17B-
LBEAE;

20) N-[(3-F hotbom -2- ) F K ]-4- F K -3- R AR -4- R R -50- 4§ -1- M -
17B- L BRAE;

21) N-[(3-#rteo -2- 4K ) F 2K ]-20- #-4- F 2 -3- FR-4- B 5 -50- 2 8 -1-
Mi-17B- T BRAE;

B thg T3 % 64 3 fe SRR,
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AL AT A R3FARF o FHifFHPFHGEe E L
Eliel #= S. H. Wilen 4 Stereochemistry of Carbon Compounds, John
Wiley & Sons, New York, 1994, % 1119-1190 T ¥ FfiX), Bl shH
AR, SPHAAR RS Y o B — AT BRI T X I, HATH THL®
AR Fe F MR R IR AN AR LI ERL AT, I,
ALFATFHEADTRALLTFMIK, RERFBRET —FLE
FARLEM, (AR REAHFEZERMARRCEERLAGTEER.
Bldo, SPATAEY A HBAIRREEMH QLIEEM B T FMIK,
B IR, BREREY, KiE Z REKRLY 4-R5 GHRITEMH K
R

QTZH »
F{"‘/N \Nf//n 4/ :CJ
N T R
RB
B

ARiE A" BREL 1-10 AR TF, 3H EWTEAEMTEK
AR FHRG AR IETBEFFTEA. TE. 1-A%. 2-AA.
ETHE. TE. RTEAH). RiE “CBL” (I “C mitFR”
VAR AR

AIE “BEMR” HIBE L 2-10 NEERTF, RELEZAEEARIE
T4 B BRR T T B0 L R X )2,

RiE <K R 2-10 MR TH B ) — AN BK-BK Z 4200 H 4%
XEAESIFTRBA, THERGEEANK-K 4L, Bk, “C,-Cobeik”
ATEA 2 E 6 AERBRTFERA, il et Ak,
Tl 3-FTETHRASF. wRIBARNGRE, A4, 48
REIFK L 7T 4 =48 5 THIRAK.

AXFAAGE “Fhaih” FROFEFAHIKE HKERFeHIEF
HIRBIE, CFTARTRMREREMRS . AL EH6 &
FERBRTHRAL. FTHEA FREA. KTHA, 2RKE. HFA,
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FRA. WEAR, RFTEARTEF. AXFHRA “C-CpiRmik”
b9 KB T LAEE R T

Xl 1290
SRONIEE:

WAL KRBT FAMEH RN ALE KR T R GIAKRRAE
5 TR A. Bk, WAL LIREAF A e 3L,
A F AR ERBR TR AL RAFRRRGEFHEL 10 4
BB T eI Ak,
AT A FRERRTEEN TR LEARZE 7 MET
CAETAR LR RTHEIR, AT ES —AKREFHK, sbhEkFHE
10 AEWHEFQIFBEIRTRE, AL, OEMAEL, 23-—S4HiE
REEFE, UFEABRNREARMK AL ARSI, XFEEH
52 fi b 1B 1L IR,
AL F MG REBRFEIREEEN TR LEARGE 7T MRT
HREGEAIRIR, BFEV—AREZFHHFSH 1 £ 4 ANk h
15 O. N#= S #9&BF. RAPNASERAARGRFAOIEERRT: °f
sk, vReR R RoRE. BRI vheed . Wk KA =i
sk, Ee k. Rk Robekvhi. BeRik. RokbokA. g
s ek el wbeR L. ekoR R mbueb ok kel
. WEEMK., SeRFATFRIRGES, “RFE I QI
20 AR FE A N-RALHIT Y.,
L AFEBRRERZNK, B—AKREIEFRRRESLRTFH,
XFPEIE G R A SR E L FIRRE LSRR TFHIR,
B HEREBRARCTR, RENAH T HE—T SRR B NE
BARAL AR T A Coy AT I, HIEM AL @350 L5 a§Af

102



200480018337. X o P E53/109m

ozt s R FaF R, BRT R ARKE (Flde C kit
AR AIR S Y8R T, AL P REH L TR LN
o K IR AR E o
A do AARBIE AN BT &R GG TR, AL PR <R KT
FEROIER. A Bfeah, AT G RERIRRCTIRL”
GETA1TE4AA O. NFe S BT 5TE 10 LHF#HRIE
ﬁ#ﬂ,@%u%%ﬁmoE%,%J%H@%LE%%EKﬂ;
CWEREMY ., RIAREN RHIT AR ILT AT RHfoked ik,
Fotekrhih . Rotekeg . Rk, R =3, RKiEyiL,
E A S 225 S S S AL S S LR S $o-F S, L
Ao 9wk F &% A (indolazinyl) . e . F Xk A
(isobenzofuranyl). F7l%ik. FoEoiik. ?r%;’?“ijéi’h AR RR
Bk e A ok, FEekdk, AR THRA. wmi.
ok, wbed . AR A bR e A Rk AR, e
15 A owkek Rk oSkl | oBekk . BoBdkk. wiskehik. wed ik,
e ek k. R ek ek Rk, el RARTR
AL rRTEEA. 14-ZRNHE. NARLERL. kEA. REA.
seed . k. ARk, AR A ARk
SRR —Arkvai. Aok,

W“%ﬂh%

3;

#

10

3. R K IFES
20 —AamI%REk. =5

25 Fag 4 2 A IR,
ASAEF TR S T TS SR ES TS TSGR £

SO LT FAGENR LA FAZRS. FEARAGEH {2
FREFFE. RATHE RERA, AFAFRTAE. AEFAY
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FH EHEERRTFTR, LR, AK. FTARR, ThAwR. AL
IR e T AR

RiE“RAZTEOVRF. RiBREFTH(S)RF . RiFRNR”
AF=0", RFHER ETC=0".

5 FIAARFBRAL” QEBRAGBRAE Z KRR, SR
2 RENMRRAEHNY QRA, HRRMUESHTREZE NI S
AT 5B RBAVRY AR AIR DB 5 3 AR, B TR,
ETR(FAANRE A BRARLT A E 2 RE

LALATR F(Flde RO RE )AEAEFTBRARAR K T FEI—Kk A

10 b, EEREANLZ S, RARRAR/REEHES
SRR A, FAKFRELS, EXALAMTFLIT M 8
WEGLET, LRARTMEHRRRY, RE2EEE AR
BB RLE . Blde CLRASEER C A RKREFRT

O
—qﬁﬁgHNJ\qéﬁg
15 B BRLPAHE, KAAREBRARAARL ST RBEFR

KA, BP R R ROFHARATR Lot 07 M RN 145,

FF HRARAZ S KR TIZART AT 54T T BAR 6 R
BTHE, wRAZRAERK, ZREEZRESRBANIR LYETE
AR ik,

20 FL B2 fR AATIR AL B AAR Tk 2R L ANEY L BRAREF
BARF X, THEH TR GERHM, BT RARC LB ARFA T A
BHFRk Tk, R FRTARHERNNLEY. S RERAREL
Fm—AMA L ARRAK, REBRBRETARTGEMN, X3
AR ETAEANR QR RR %L, 425 H—ARF A BRAKEFL

25 B EIAAFR T REBRE ) —ABRKBMEARNR”, EEFY
¥, —AEXRFTEEA 0 E3ANBRKRE,
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ERLPH—ANERFTEY, RR&B: & FHR),C KA.
(B Copo B A . (BE),Co ok, (BA),, FA C o BmE. C,
g RIEI Coyo A (B )0 Cru BRI B Cy o 302 Gy BRI Cy o
A Coo WARA Cp o MARRAEL., —(C o E)RK Cp Bt
Ao FA CopgRARK Copodtdh. (FA Copotidh), B Co o bokk.
Cis ke Co-xo Ifﬂ;%-ﬁ% Co-m B Ca-a %b? %755 Cmo %i’i-ﬁf_\ Co-m
B (Css SRS Coo %2%)2 A Couto T (Css RAE Cou10 gﬂ}i‘)z
FE Copp R (Crpo Bth), BRAHFR Copp . (FA Cpyp )L,
BAHEHE Cp k. Coo BAREHEAL C o i, C 3k Cou
BARRAHIA Cp o Boah. Cop RIFE Cp o MARAHE Cy oA
FE Co-10 BAREHA Co-t0 B (Cipo %ik)z REHHK. (%}—*i-‘ Cio
AR, BRAEHA. Cp WA (BE), Copo o Cop HAFARAL
(Coao 028). Cppo WARABARK(Coy ). BHE Cp o b2k, HBHE
Cos bk, C o mER C k. BHC, . C  HAE. C
WA BB, A Cp o MATABLE. C, 3 E C HEARR
Biik. Co 3Rk Co A BHBL. C  ABBE. F4 C 5
AABLA . Co BRA Co o MABBLA . C, R E Cy, A BBA
Fad i C o bnkk.

ERERAFZ—ANFHRFEF, RBEA: & (FEL),C ok,
FBHE) o FA Co ik Cog R Copo HAFA), s Coyo AR
A Coohtth. #K Cp a2 m C i,

EEERFTEHAFTEF, RELAH: &, C mEFELC,

BEAREREH—ANFEHRFEF, RVRL RRREAIMILES:

é’:h‘ Q—%‘ C].g *}':E%‘ C].6 %ig C0-6 %E‘ %Eﬁué—\ﬁ C1_4 %£7
Blam s, A C bk,
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EXREPAR—ANFHRFZEY, R PR 5LEBGRBTF A
R E- IR AEARENRER., EF—ANZERFEF, RAR' 5k
SRR BT — R B SRS R AR ERAR.

EX—ANFHRFTEF, RFERIZHEE.

EAR—ANFEHRTEF, RRARZ AL,

ERAKPH—AEHAFEF, R R4 R A ARkl 4.
KA (B0 Crio Bh s Coyo BARIE Copo Btk Coyo MEAHA
FH(Copp ). BAE Coo A RA . B C k. C AR,
Crio BB Cy o EEZRE Cypp Btk C sk, F&&. A &
A C b m C mak.

BEALEPH S —AERFET, RO ROFRRTE&HRIEH: A.
K& Copp BB RR Coyptodhs Coyg MAREHARK(Cy o 228, A
H Co o mERE, BHKC oA, C B, C A, R,
AR C At Feb i C R EA.

EEARKEPALEY A LR EFEHEBHEE ZIRAT A
(SARMs)., E—/AF &, AKHEEWT R T 55 L sh 4 e H %
F2HRME, LERBMEFT A/ IR AR P ey E TR b5
B AAP B (B ) FBARGI IR IBAN T T T O E S
KR8,

AL A —7 @AXN | 69LEH 5555 R LET AR M ahH 5549
FMAKRA P SRR XBAR T TR E TR, R AE K
FRAMGEKRRF T FOERE TR, FEET /IR LR,
0 A AAEFE B dn 8 KT 69 88 F (B 3 TR T 8 R E AR 8.

AEPHNAYERRE L TEREYEATR TS5 %
FiZ A, RTALBMEBNRT EFEBG KRR TE AL
FHRRT E R E G ER, TEERROUIERIRT): BREL
E. BRBY . BEREEFFHTRENE. TRAB. FHH
HMFE BT, FEEFARABNERG. YE. BB, K
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BREA. FHMEBAEBRE. SBREZ2ERER. FHERBHFEL, F
PR Bf fnsE . HAEdniE. JEM. FARRURT il €t a@Rf,
AV EAEFEEL, HIV-HE. WORE. BRERA. WERX
B, THEMHER. A ARE. BETHE., THOPERBFE S
5 FFMER, AL TEREIHETORLDDETAKENLEM
N1 et Tie . Ao, REMEMBEEIELCHETREY
BT AR R 40 F 69 sy
E—ANERFTEF, REAGHADTERIS L EHERS
MBEAR TET FUANARTHRLTRZIRGRTAEAIRYES
10 RITEE B ER, LIEERRRP)FRARE. BFRAY . BERK
HEFIFOTRANE. TR, HIV-ERE. W5RE. BRER
B e, 2% X Rafl B ABRRRRARNERIR, @it
BT EEIETHFRAMREARKLENEAX | 9IS HEAITE
57 .
15 “RFR” BORDRMARR” AL F KRG HRIRH) E X
PHRERREETXTEE, RELWOEFXFTRXALRNEHXYT
X (Academic Press Dictionary of Science Technology; Academic Press;
B 1R, 199251 A 15 8), X194 aTEIRRIKE A T4
RFEF X T XK, FlNpF KA. BREXFMK. CPPD WARM. B
20 FUEAAE, BB DK GEAAE. HHNAR. AR BRERXT R K
HWHiE KR, FYFERNEBXT R, SBRAE. RBR. 5745
AR, LK. BEXF R, REFRE. FHRRA. ZHHKK. RNEKRS
M. FEABEADE, TERAL. LEARMHHEERRREEHIE
B RREGEAE, ERIEMXT K. AR AR I KRS 4E
25 AEPAH—ANEHRFTEOLEETEATHEXT X, CaEL TS 75
HEAXN ] 9Lt — AN FhTRRETRPGFXT X,
%%%%ﬁﬁﬁ%%ﬁl%%%%uékzQMOMSmmﬂi
Villaggio B, Pizzomi C, Craviotto C, Sulli A. Ann. N.Y. Acad. Sci. 2002
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%6 A 966: 131-42; Cutolo, M. Rheum Dis Clin North Am 2000 5 11
H; 26(4): 881-95; Bijlsma JW, Van den Brink Hr. Am J Reprod Immunol
1992 % 10-12 A 28(3-4): 231-4; Jansson L, Holmdahl R.; Arthritis
Rheum 2001 4+ 9 A; 44(9): 2168-75 #= Purdie Dw. Br Med Bull 2000
4 56(3): 809-23, 4B A Merck Manual, % 17 B, % 449-451 R.
BEOM T kP X, X [ WEYHTAE LT 124
BYRATERETE, RTHBEAXTGXT X LB bR
KXEBER., mioFEHY(RKERT] A(nducing)E F L ECARBEH
#). £(gold)’s 77 . R FHE% . NSAIDs A= COX-2 4| H —ABA .
BEH—AFEHRFTRT, FAELANEYTEERRE L CEHR
HUMBRAEA TR MR g R 2R TRIBEE
BT ERENGRRD, CHEERRT)EFRGENE. FRAY . K
A, BEFABREFFOTRAE. BEEHER, T . HIV-
HE., BRESRFA. . RhbfleBAERRMAT L. LERRE.
MR, PEIFRB, Ad ) THh. EARMERF. IARE.
KMXF KAXPEE. B HFEALFS LA AER, BT
FHLEAT OTMARE AR ENEHNK T QA HLATS
KX 1 9E- LT B T A0 iR H L P Bl e A B LA B K,
MK 1 ST T EMNI RBIETF ARG EREHR
B ENHMENEGE TR, REERRER D, ARFFTFHR
R, BuFET, SNTEERGBELEEFSFE, €3 GoRH
BEHF AR RA), )R A T AR AT 69 AR L8 Sh A /3 A B
P. Limonta %, “LHRH analogues as anticancer agents: pituitary and
extrapituitary sites of action (FA & %4 ¢y LHRH £44: EikFe
E4RIMERALE) , Exp. Opin. Invest. Drugs, 10: 709-720 (2001); H.J.
Stricker, “Luteinizing hormone-releasing hormone antagonists (1€ & 44
REBRSERFA)”, Urology, 58 (3% F) 2A): 24-27(2001); R.P. Millar
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%, “Progress towards the development of non-peptide orally-active GnRH
antagonists (3FAK 7 JR7E M GnRH 27| FF & 694t /&)” | British Medical
Bulletin, 56: 761-772 (2000)#= A.V. Schally %, “Rational use of agonists
and antagonists of LH-RH in the treatment of hormone-sensitive
neoplasms and gynecologic conditions (£ ¥ -8R M A5 Fada # & 5%
%97 F LH-RH #3507 Fedd 317 6962245 )", Advanced Drug Delivery
Reviews, 28: 157-169 (1997). #M X 1A T 5 St F F| 4] 4o £
e, 2-3 S AL (RAL B 697 AR H). RER#FrbF &8
(Casodex™) Bt A 76 47 71 7 R %

AL, AR CATG A F IR KA A A E R ) 4= A
By 2-BEFAIR(RACKE G E RREY). RERBF b F &R
(Casodex™)eq 44 8 2 4p, REK PILEWHET A F95 55 IR %E,

RIBETRIE R TBREIE T " RAGL T EARERENEL Y
B ARBABLFREMBE BB REGER, LI5S HIT4 5
A KA/ SEEH R .

HMN 1 ST RS SIER R, B, L£FE1M0
é’J éﬂ,/\xz't_*?'fié‘]ﬂiﬁi? AR, RNEPIE YT AR MR

TLAE IR (B F B 2) 09 R BRT o5 F B AT 7 i 094 5,

%5, $i%%A%Tﬁmm%%,W%ﬁﬁ@h%ﬁ‘ﬁ%
# A8, BEWTATFET om0t RERE e F AR o,

EAEXRAG—AZhTRT, WEAAKEGX 1 b T
I IE T REEL AT OAER: LA EREBL. FREL
. BRBRY . BERABEASFAFTREAE. TARB. T, &
TRFREFTMG . VWi (sarcopenia). B35, Ak Z. T MM
PRALEE AR . oM B2 EER. FHBRBHEN, SREBELE. &
PRz, JeRt. BRAEMRART hfL e i, RKRE. LK
KPP RAXFEE, HIV-HR. #50MRE. RHTF A4 (BPH).
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BHRERR. FE2EER. WRTRARE., A TH. R
B, BRIRCFREAT. WARE. PRI T RBN A H REMER,

BEF—ANEZHRFEF, BHRAXEYTEAASYT A F BT X
BEL A TH AR NWARKRESL. BFRARE. BFRAY.
BEARREFFOTRERE. THAR. B FEEFREHF
Bt VIE. FEBERFEL,

BEH—NFRHRTEF, KLAKESH TR TETRELEERR,
Bldo B HMBAERE ., LHBEZEEKR. SHIBHENL, §2E
BifnjE. SMEdmiE, JEM. BFABAUR hf LT hBF. KR
B, RMEDPXREDHE, HIV-EE. WT7RE. BHATH IR
A (BPH). BHEERR. WRERIRK. A TH. HBIhbER.
BEIRAF AT, WARE. PRI TFRBRHH LEMARRA,

A ST B AR 6 T X T AL A E. THRLEHFIF
RN RSN B A LR xR, X G ROEFHENE.
B FHBRIT, MEZRENERE M H. 584 Rk,

EAIFAER G A BRE TR “UHF” RERHEALRPK
LT ERBETRES, RERELZZRGARFRBERFFL
fh., RiE “ARGAEMBEEKRATH RBAEELER AT
RAEFLCQEER PR REARGE R R T ZTIRBLAR,  “Fy
MAF” ARBHERAGREHEES Y, AR RTIKBR
(population)&k K L& B . “TLMIHF” ELTHRETHF
B EZRBRRDFN, RELE R “BRAN” ERAGEKLNA
YT HEBRRFZTHRES, REMEIAMFHETHRARABELET R
ENIESAP AN Y- & ¥ P3P

K “HFETEZAL REABHFLTEZHAFHANR
845 AR AsAe TAUEA HLBRH) & 04 3. M ABRAT A 69 3F IR
SR AN S G4, 4. 5. 4R, 4. L4k, 42, 4. BN
. M4, 47 A BEF. ERKAN—AFEF, ik
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B4k, 45. 42, 4. RRF. AEZLETEZHANLERITA
b 2k 69 AR TR M B L4l AR, BRRBH L ORRARAE
IR . ok BE, VABRBRE F RS, Hlhedi 2R . R .
e B, Ak, NN-ZF R fk. 0. 2-—ZARATE., 2-
5 —VARATE., LK. oK. N-TE-D9k, N-TE%RR. F
VeRe. BEEE. KM, &% (hydrabamine). FAK. BMEARK.
WEEEE. Dok, RE. RE. REME., L&FE. g%, 7T
Thh. k. ZFhk, Rk, ATZB%.
LARL PGS DA BMER, TRAHFLETEZYGAEFROHE
10 A BREERE, THRANKRIAENROE LR, XaBR. X
VL. REIRARRR. MR, AR, TR, 35K, FBER. 54
. FORER. BB, BB, LB, DLRBER. ERM. RAME.
WEEEL . R TBR. FER. FHBR. WHRAR. 2. K. AR, &
B, B, BERR. M TERER. ZRALBRF. E—NERFE
15 ¥, AR AATRER. TLM. FUEM. B8, DRE. BR.
B AR G R
Berg %, “Pharmaceutical Salts” (2% A &), J. Parm. Sci., 1977: 66:
1-19 st & LA 5% beTHZ W EFRLCRBVGHF ETHREZHNE
HITT EodmegLiRd,
20 TEFRAOARALPLADABAGALRXNARET, BAHE
ARENT, FFAMEHF PR TS H B R T AR AR,
R WA TR F AR EA G B F 3 F BT 6 E & 57
FE R ERIRIH
Ri&E BRARE” ATHEAAR. LE. ERREGIE K
25 E TR F(sought) ¥y 5| A2204R . A%k, FHMWRANAMREF L EH
HM R TSN E.
AL F A RIE oY BROFELANT EHHTANY
4, AR EME B RGE FAE R ) AT B 14T 4.
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“BFELTHEZEH THRLDAEFHN T QEC g EART L
B ERE GBI HEH SR A

RiE “bFoM” HEBHETEOTEETOMRBLARL
BAALa) ALK A4 49 B M ATAK,

5 RiE “CABRABHG T BT HREEZRNFHAR B
FEB A 68 (B Fo/ LR )L LR (F Ao UL ) ) e FE B2 23X A 48 69424
HAEG) (A )AL B T2 . Eh, BHE. FTL FEfiew
MR T, AT B E RN TR, &
—NEHRFTEPR, BMESRARELE P OB E TR, AR

10 ﬁim@m¢,mﬁiwﬁﬁ&%x%%%

BHTEEEIMETXATG QELRARLENEMN | 69446
Y, z’oﬁk T MmN [ IS A ZHARE T 7 k. BT Rs
R ZAHEIEBALP T ENAGTHAENTE R, —1EoHH
HREHARAENETERLOINFHE, [2ERETEHE

15 FHI W FTE T AR B TR R AA L R R R
M. TAENLAREZE. BHFTRANEZHRCHNEHAFE
A EERE.

o REFREENE, SWELESSHETRAYF ETLE AR
ALK RANS YT EAFHOHNERBRAEA L CES LS., XA LA

20 SRBRETN, THRREARALARSYF Ll B F ETHEZ
w5y,

B, KX 11EHe B F T HENRAED 0.01-1000 mg.
Flde, F=4 0.1-200 mg/B. AT 2 R&%, #A44-0.01-1000 mg,
XEZ 001, 0.05. 0.1. 0.5. 1.0. 2.5. 3.0. 5.0. 6.0. 10.0. 15.0.

25 25.0. 50.0. 75. 100. 125. 150. 175. 180. 200. 225 #= 500 mg 7%
MRS R R Xegeabd, R T xTF76 77 8 3030 4h 64 R AT A
ERT.
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FMETALZRGEFIHN ELAIEDEANEUNEIARKR, =K
RYORGHFNELT. HI, REBRBLHHENCAYHBA,
TABR Y QRBEG o EE R —k. BRAMAR. A —KRELDH, LK,
TRV QLB RIE, ELEHNEEAAEIIE K,

BARLRNER, EREPZ, CAMKP AL, ALEiTH
PrisRETHE, BENGHFTEY, 2HFTELSRREEHN DL
9] B &9

AEZ P TH A Qo LIRATFTIA Y Fe o LT HS 6 B4R
BREEY., KL FH— T 6B T RA ERAEAT S Fa 25 %
LT REZOEAFNEG B R LY. KELPH—ANHPLHE 632
e LRI S M A F ETHZ BN E R B oM 5 ik,

BERTEFEAGERNBREEEREE TR D A 47 &
SEABF LT RZOEAFIERGECTERERRSE—ARGE
M TS, L5 EE6HMROREARF L3t 45 9458 5 1
FEN L, FTRABIRSCRARLF E TS,

R, AXAERBOLELGF L TR OBERE AL
CENMEEE R R R

FROEERN TR, AW, MER. BN, HEXEMHEL
FERT . AFBRAE)QRLEF, E—ANFHhFEF, #H b
AT A IRA AR 2,

ERTAIFMNAX I eV OHEREE. LFN. FAH.
BERF . REH . BIRA . A . AMF. SRLIESYE I
BREEY—REOIESHE ETHEZONFIRE02 0.005%E4 5%
(EE)NFERAESY. THTLEHGRLPASYGERER QIR
ABREBHARAAR At It AHBZREBZAGHBILH, £
HNHZEF, LHFNELIRRBELY R AR T,

)BT A A FI A 69 S XA A2 5 BT il it 25 3 A0 € 4o 09424
FiEwl G PR 60k A E RS SR —FF R E S AR
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HBRRAE—RGTER., —Khs, BaEERLENERKE
. HOR BASARR B ABAR R HFEERRSE—R, RE
B A% T 4 iR b BT E 64 ] A ) -4 F)
E R T O R T 6 AL N B A T%wmé$h, 1) 4o B2 )
RERN. ARIBRANALE, ZHGTEZTHERNLES; FAHK
FIBBAA, REAHESKRXTEKF G RBRRER, Hliodt R
Vil J'fmtnl.,

Bt S —FRE S HHBI RS —REHIARE, THEH
F, BEESEHIE EES 5HB RSBl 4 AH . BER . A
PR . ABA XA EM RS A AT X6l KRB
FEWAAY, THEEFAR ., ALAESEZGNE LBEZE MBS
Y (R A X)E SEBARG RESY, THEEERF. EEEH
AR IR RET) RS, PR, RRBEEGF HIER D -FLIE.
EAHARA, RARSBMBAwTEMK. FERRERA. &R
TRA%E. RC_B. 35, ATXEHNE R
R AL RRT)hBR 4N . RSB . FRAS BR4E. 4\‘?’&%#3\ &
B4l RALAF., BMRAGEERRT)RS. TEAALE. 7K.
mEat., ERKF.

TR EERRAERFT ANTERAESY, HEEELHHRY
EF AN EANA SRR RO R EZR., Mgk, T4
HHEF PO OIRBAY AGERXARERN. ZETHRAGS
ﬁd@%ﬁm%

ERAMLBHFNTHEH ST FRABART A ER, STHEL
J&& 54 1 b Yiendy, FELAEEFHRE BN &M
X I oM s b RTFREM X LS ERG LR O AE, &
FHRER OIS TTR(CTTEW). RLoBAWRL_EFR
LoBER), UBE-AEERAES. RO B 40 BIE8MEE. REA
My 3L 38 B8 By B B (#l 42 Tween. Myrj #= Arlacel). &-Hib a9 9K
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Fo 2 ACAE M, HAE R A A IRAE R B, TR R BB A 4] dexd
BEAXTRTEITEARNTEAEE.

S E MW RS 6 B AR T B KARR O 4o 64 By Bk 4 R
BlimBE K. FPRBIR. REE. Hh. g4 F ARE W, 4. PPG2
ABAEREFRES, WA WEER. HRFETHN. FEE. K
BREUR . KRR B R SBR A A R e Kok,

AZPQUAH LT A RIRE S R bl L EEB, K%
ERaAE ERBATRLE. TR SRS 6 dofe B1BE, A5 H
S IPHERE T BB AR

5T @It ) L ERARE A H5E W TF1ah i) % — Bk
BARKANEY . RE PSS YT 54 4 deb) 54 B4R T M
ReWBE., ZHHRESMT OLIER THEITE. bt B4,
REARETEAHBE-RE . REL- TEARABIRE X 1549
BLAABRRKGRIAATHESBAR. A4, KXPAHLEHTE —
KR T RAEHNBERG NG TEDERREN P RIAK. Re-TA
Fe(caprolactone). RAZKTE. REME. RE®. R—_—awwh. &
FAR R M BR B A STIK SR ) 3 09 KSR R 188,

ERTEBELEHNHNHNOESR TEERAE LRFSHEHK
M LH KRN T ORI A IHGHNESOEZERE
09t R B0 Y R R B R . XA B R T A RABK. 5%
F B VB 09 BB AR R K BR Ao TE ML, BFE, 48T R A
BEHEEBEMEQTHENSME L F EFth RS LTS 6 B A0 R
HRAAG, ARGHMNTZOELH RN SEERNHBEFD hiEL Ik
Py 1845 24 R ) 7 MR 4 SR 4 R 3R B K

AERANIEHTE — LR T ERIEH G BFERGT A YA
HREMPI R, Re-THB. BEATH. BREME. RER.
Koo, RAEAHREER LRI AERRKRRRELEREY S

&
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AERABRBEHFF ERTORETENTEF LEER
MECETEMRAEY, ZERROIETRANE. TAR. T,
BEEFREHETRG . VILE. B, R, BHMEBILEE
BAR, MBREHER. HRBHEEL., SlEBEELRE. K0
JE, BRI BAERREERT L., BREE. FEHER. KHE
P RAK TS,

AB T AT B RFAE, RLPLESHT Hik fRBIKS.
FERRHBERACWEIALT LT FHOGHEF D (bone-
strengthening)#4w45 41 %] . A AL F D AUHEA. TARK.
FHREERFABH BT RGAREETL AT I LELALS, 4
Yo, REAANREHNTHERKEOLCHNREARL T, ALY
Bl Mt F . B8 L. SERMs. AR F G K W47, avp3 &
BRE G TR IA . R ATP Badp#|7). % KERPE. VEGF #
P E LB, A5 R, RO MBI A . TRF R EPTH)
Fakddy . BZARBERA . ERPERS0H . AR ERMRE.
PRBEHAKAT. FHAREEBMP). BMP 54k A #H4 4. 7
FIRENTAEY . RAg@REKRAT. 45 D REFT4ES. %4
% K ZAAATAY . KR40, SAREAYE. FAK. Tk
FEEFRBEOTRGARNEZ LT L HTFRILBEAES,

EARPY—ANFHRTEF, RELPHLAEDTEERKEWML
OMERE MR EITEDGEFTHRE, MR E B REX &K
Pradh; —MEERE; FRME RAFWERE AR T, a3 &
BEOARBBRA,;, MREG K WA, EmRe ATP By
FH,;, BEEREPRPEZOETHRSARLT.

G B RERNER, KREASYQGERS T HRBMS R
Fl: M. AR . SERMs. %455, R ZEa8 K #4157,
&0 ATP B34 %) . T4 RANK/RANKL/ B> £ &2 654 . p38
PR RAEAT R € BF ot RRA BT @ieEhir 85, sHX 1
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ALY R Rk, YR TFAl kT FRENEEZRINOT R,
R FEN, RFRAEEERALFHRY TR, LE£
BEH. BATARARMRBSER G LAME, M a8t
MRS EZRBAT A ERBICE DG et F . ZBRE . M
5 % . SERMs. B45%. ovB3 KRG ZREFRAN. HMG-CoA LR
Badp )R] . B ATP Badp#F A=A B G 8 K I H H R 2L R
A,
FB BACH W A AR RATRTF St 4 BRI B4, 0¥
Bl Lo B A MR E F WO GRS MR EFEETED,
10 BT AR fl o % 17p-M —BF . MR . LM E
(PREMARIN®). DL¥fgh#. 17p-T etk — RS, MMMl %
AT LA A R E TR R FIRRITED A . RRBTLEY
64 4 PR M S245) 3 S BR Ao S B T EUL E KR,
R BRI ETRIYE., LETERRLRALEMX 1 HEHEA
15 g =R B 3 B4 6 3F PR M 52 4] .4
(a) FIABERR 3 (XARFT O MR, 4-BA-1-B AT T HA-1,1-008%
BR. FTORMEBRAN. PO —4h KA 4-RA-1-B AT T A-1,1-
BB — A= KEH): FMOMBRIEAL 1990 F 5 A 1 BKE
Kieczykowski 549 £ B+ A% 4922007 5; 1991 4 5 A 28 B# L5
20 Kieczykowski #) £ B & #]% 5019651 5; 1996 5 4 A 23 H4&5 Dauer
EehEEHFE 5510517 55 1997 %7 A 15 8¢5 Daver $ 69 £ B
+ A5 5648491 TR AR, FTA Lakidid 3] e L LR AL P);
(b) [CRRARIL)-T FAR]-R-Bo & (EFRERE), LE 1990
411 A 13 B35 Isomura F69 £ B £ )% 4970335 5 A #4ik, @
25 T AL LB R F;
(©) (=R EFA)-W-BREMB)AF NI EBRRE), LA
FIBF -+ F) 672205 (1966)F= J. Org. Chem 32, 4111 (1967)F A #4&,
BT 5| R AL EAB AP,
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(d) [1-23-3-(1-weettr 2)- T 7 2 ]- 3 B4 2 (EB-1053);

(&) (1-Z K T TR )-V-BRR 3 (IR A BB )

0 [-ZE3(FRERLERE)T B -3 AL 3h (U PE B 8L 3h),
AAET 1990 F 5 A 22 BERGEB EHE 4927814 5 A #&,
Bt A AL LA K P;

(8) (6-BA-1-2K T TA)-2-B B4 2k (R 2 B RR 3h);

(h) [3-(=F&&)-1-2 4 T RHA]-A-BERR (R vaBERR A );

(1) (3-FIE-1-F2 2 T R )32 B BR 3k (hh R MR 2 );

() [2-Q- )T THR]-R-BE B B ), HAEER A5
4761406 5 A #4518, @i 3| Ao LA B AL F;

(k) [1-F 2 -2-3-2 38 )~ T K ]- 3R - AR 2k () R e AR 3 ),

() {[(A-BFRF)VFARE FR)--BE (R EBBE), LAKS
Breeliere 5§69 £ B & £ % 4876248 5-(1989 4 10 A 24 B)¥ A #ik,
SCECRA D @1 P e

(m) [1-B 2 -2-(1H-k o -1-3) T T ]-3-BE B 45 (v R 8% 3,
Fa

(n) [1-#22-2-2ked Hoboz-(1,2-a)-3-2 T T2 -3 B 2 (R 32 g
B i),

BEARPT ERBENH—NFZRTEF, TEAZBRELH
AR A . SR, RBEMERRE . IRIIBARE ., RFBMAL.
REBRRE . BB, RraMeRi. vMRBRL., s,
FIEBERR . B EMME . R MM B A X — BB eyt b T
BRZOEACNGREY. EZERFTEHN—AFTEY, —BEKH
wH T OMBRE . FIEBRE., R MARL. RIBEME. HER
BMEFEMBRE., EZIANFTRO—AZAEATY, ZBREAHFTOBRK
B, AAFETEZHREFKEYBELREY. PO 6 —F
FRAMHFETEINEAFTORBR—ME, MOBR—MENY
FETHRZ KON OLIE—KoEMI KoM, ARG —F
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FANHFETRIOEANERR —AE, AEBRR—MNEGH
¥ ET R KA QI EKEH, |

FI, HEEELE DB LT EEF (BN E R FHE
5393763 5). &K HEKS. BRAKG. FH48% £ (nafoxidene).
CI-680. CI-628. CN-55945-27. Mer-25. U-11555A. U-100A & i
BHFESE LI EB F A F 4729999 574 4894373 5)T 5 KL 00 5%
Fatl oW TN T EHIRA . XL HY XAk SERMs ik
HHEHEEFZHRATA, ENRMLHAEA SR TR EZE
W EFBRF B E LG IR TF G0 th i,

SERMs THX [ WEMBA, K& TE57 T RENENT
. BHOEY RFRESS. TEEF. B85, kB
4. azorxifene. EM-800. EM-652. TSE 424. fkir. J&&H 3.
X % 4 5 A £ £ % 5 [Goldstein %, “Pharmacological review of
selective estrogen receptor modulators (&8P & LKA F 6425
B 472)” | Human Reproduction Update, 6: 212-224 (2000)#= Lufkin
%, “The role of selective estrogen receptor modulators in the prevention
and treatment of osteoporosis (&M MM F ZARE D F) ARG 26 75 F
JRGANJEGYER)” |, Rheumatic Disease Clinics of North America, 27:
163-185 (2001)]. SERMs #.#& “Targeting the estrogen receptor with
SERMs (il SERMs ¥ew) 45 &8 & 2 4K)” | Ann. Rep. Med. Chem. 36:
149-158 (2001) ¥ A #4534 .

oavB3 ERE G XARBRAFHEIK, THLEMHX 1 AR
BMABYERRT RS T CIETRAMENGT ERB. avp3 &
BREG TR RE AR R RA CERF R £ A KT A 44
£, #l4e S L #k W.J. Hoekstra #= B.L. Poulter, Curr. Med. Chem. 5
195-204 (1998) A= A L ¥ 5] Al 6§ % L #k; WO 95/32710. WO
95/37655. WO 97/01540. WO 97/37655. WO 98/08840. WO 98/18460.
WO 98/18461. WO 98/25892. WO 98/31359. WO 98/30542. WO
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99/15506. WO 99/15507. WO 00/03973. EP 853084. EP 854140. EP
854145. £ B+ F)% 5204350, 5217994. 5639754, 5741796, 5780426.
5929120. 5952341. 6017925 #= 6048861 5.
€42 o B3 KR A TARIEIRAAKRIS, 4Rk Bk B ROk £

#9iEHE (AL V.W. Engleman %, “A Peptidomimetic Antagonist of the
ovB3 Integrin Inhibits Bone Resorption In Vitro and Prevents
Osteoporosis In Vivo (av3 2EE & AKIBMAY) 3 307 4R S b3 4 B ROl
Fak 7 B R HANIE)” |, J. Clin. Invest. 99: 2284-2292 (1997); S, B.
Rodan %, “A High Affinity Non-peptide avP3 Ligand Inhibits Osteoclast
Activity In Vitro and In Vivo (4R}, 4R 8 30 #8805 A& M 6 —FF 5
FAMIE Ko B3 BAR)” | J Bone Miner. Res. 11: S289(1996); J.F.
Gourvest %, “Prevention of OVX-Induced Bone Loss With a Non-peptidic
Ligand of the avP3 Vitronectin Receptor” (Jlovp3 3 i&E & & ARk 3E
FRELAR TR, OVX 514288 £ %) , Bone 23: S612 (1998); M.W. Lark
%, “An Orally Active Vitronectin Receptor avB3 Antagonist Prevents
Bone Resorption In Vitro and In Vivo in the Ovariectomized Rat (—#f &
JRE M B R G % ARavB3 HRAVIRI Ak A TS MR TP S K K8 F
BUK)” , Bone 23: S219 (1998)). H € #9ovP3 454 L RM. Keenan
%, “Discovery of Potent Nonpeptide Vitronectin Receptor (ovB3)
Antagonists (X I IE BRIKEE G TR(avB3) A Iz HA)” |, J Med
Chem. 40: 2289-2292 (1997); R.M. Keenan % , “Benzimidazole
Derivatives As Arginine Mimetics in 1,4-Benzodiazepine Nonpeptide
Vitronectin Receptor (atvf3) Antagonists (7 1,4-F = R 4 EE k sk %
E A AR (avB3)FE LA F A A 45 B B 69 R IR AT A )
Bioorg. Med. Chem. Lett. 8: 3165-3170 (1998)# R.M. Keenan %

“ Discovery of an Imidazopyridine-Containing 1,4-Benzodiazepine
Nonpeptide Vitronectin Receptor(avBf3) Antagonist With Efficacy in a
Restenosis Model (A% EARZR ¥, KA Soked stz ed 1,4-K54 =
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A R HUE E G TR (vBI)FE L A )", Bioorg. Med. Chem.
Lett. 8. 3171-3176 (1998) ¥ Ffik.,

EEMEARLE. RA-RLERIFREHE LRES
SHRBERFN AT £ FAH: WO 96/00574. WO 96/00730. WO
96/06087 . WO 96/26190. WO 97/24119. WO 97/24122. WO 97/24124.
WO 98/14192, WO 98/15278. WO 99/05107. WO 99/06049. WO
99/15170. WO 99/15178. WO 99/15506 F= £ B+ #]% 6159964 5 VA
B WO 97/34865, BA —RKAER . ZRFFRIAZFFRAL
EHERavpl EEEFATARERAANCELE WO 97/01540. WO
98/30542. WO 99/11626. WO 99/15508. WO 00/33838. £ E %A%
6008213 #= 6069158 5 ¥ Ffi.

#5822 #4531 29 & (backbone conformational ring constraints)#9
EE W MR E G AR RA CH EA Lk E., B RE
#h R B3 R A TF 84 F AP ERRARE A @45 WO 98/00395. WO
09/32457. WO 99/37621. WO 99/44994. WO 99/45927. WO 99/52872.
WO 99/52879. WO 99/52896. WO 00/06169. EP 0820988, EP 0820991
£ B+ H)% 5741796, 5773644, 5773646, 5843906, 5852210, 5929120,
5952381, 6028223 #= 6040311 5. BA FIRLYREFFRA 62T &
+ ) FE R ARG A @ WO 99/26945. WO 99/30709. WO
99/30713. WO 99/31099. WO 99/59992. WO 00/00486 . WO 00/09503
EP 0796855 EP 0928790. EP 0928793, £ & ¥ 1% 5710159. 5723480
5981546. 6017926 #= 6066648 5. B-A A IRFRA| 29 K693 HA 692
by £ F) B E R FF L WO 98/23608. WO 98/35949. WO
99/33798. EP 0853084. £ B £H|% 5760028. 5919792 #= 5925655
5,

TAPA T Ba, FBREQRAAN QI CHFFFHRGR L
477 %A#: ME. Duggan %, “Ligands to the integrin receptor o,p; (¥
BE G % ikap, 9 BR), Exp. Opin. Ther. Patents, 10: 1367-1383
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(2000); M. Gowen %, “Emerging therapies for osteoporosis (/& S
JEH &R IT %), Emerging Drugs, 5: 1-43 (2000); J.S. Kerr %, “Small
molecule o, integrin antagonists: novel anticancer agents (+J>%-F o, 2 B¢
EORRA: #FIEH),” Exp. Opin. Invest. Drugs, 9: 1271-1291 (2000)
F= W.H. Miller %, “Identification and in vivo efficacy of small-molecule
antagonists of integrin o B, (the vitronectin receptor) (3B %& & o B; (&
HEO RGNS THANGEZFIRAET),” Drug Discovery
Today, 5: 397-408 (2000).

MREAR K, ANRALAREGE 02, HXMAREGH,
1£1996 % 5 A 9 HaA & PCT B % A9 #5204 5 WO 96/13523,
11996 % 3 A 3 BERREE FHF 5501969 T4 1998 F 4 A 7
AR EEERFE 5736357 THHMBE, AABLTIALILE
ALY, FRABREGH, LAZHRESEEL LM ERKRAY
SRt REEEAS . KE. XPRPRRERAX. A8 pH T, AR
i M AR REEG. AREG R GBI H 5 7T 8 a4 AR
JRE QR IERRIP R BUR e B BOl, B b A T8 57 B RO R B
Yo B RGN, AR EGE K #7555 GFERAEEFATEATET
Merck Frost Canada #= Axix Pharmaceuticals #) PCT B FR2H F 383
2001 7 A 7 B/aA &9 WO 01/49288 #= 2001 5 10 A 18 A AH#)
WO 01/77073.

EEIMARE “@iTER” &) HMG-CoA &L /J7 B 4] H| K 69 & R 31
K EHEK, MARBEREANETEE RER(EI The Wall Street
Journal, 1999 % 12 A 3 0, 2#A, FBI R). Bk, ITEHFAEZ
R F 677 BB, HMG-CoA i& /R Ba+p 4|7 & 5 4 L& oA H A BBt
R-FARTFTRBET X TRA L HF E TR HE B, SiE(2
TIRF)BBRAIT (BRI EE £ 55 4342767 5). FRMET(ALER
L F% 4444784 F). FRAAT_EEFRE, LEZEER452,
ERAT, RARLAEELEZE EHF 4346227 F); #f&AT,
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AEREAREBFRLEBEAE 5354772 5); F#A4biT, LERE
EHSRNEBEAFE 5273995 §); BT, LERLME(E
REB £ A% 5177080 5); T HAA4iT, Hk ZD-4522 (AL LE
% A1 5 5260440 5 )Fe EARMLIT , XA NK-104, F4% 47T %, nisvastatin
(3L PCT B Fr4 #9295 WO 97/23200).

A ML ATP BaapHl 7, XARER T RITHF, £TH4
MR T R e BENBRE TR TH—REA, BRE, ERFae
JEE TR IR X T ATP e e itz v RESHA, Bk,
st TR A R T 77 A TG B R Gk A AR KA R 5% 69 B ol
WHRA, TR TRREASABLBYFE[A N C. Farina %,

“Selective inhibitors of the osteoclast vacuolar proton ATPase as novel

bone antiresorptive agents” (# &) 4L F BRI ¥ bG8 F m LR TE F
ATP Bt 8394 7), DDT, 4: 163-172 (1999)].

g A R EF VEGF G425 RAILSERT mie Lg%k
R 5B R RAE mI e B RME B[R M. Nakagawa %,

“ Vascular endothelial growth factor (VEGF) directly enhances

osteoclastic bone resorption and survival of mature osteoclasts” | (4% K
KA KB F(VEGF) B 438 32 80 F 40 i B BO A= s 34 09 3B s B A5 38,
FEBS Letters, 473: 161-164 (2000)]. B st, FER &L TFTHF @B TIR
# VEGF ##.7] %% KDR/FIk-1 #o Flt-1, T3RAE7 —F74 57 XA
BB T k.

1L B ALY BRI A - AL K- v (PPAR vy ) 8 37 F 4] 4mo o
B —BR(TZD sy S b3 %) 3 Fr 4m B AF dm BT s F BBk, & R. Okazaki
%4 Endocrinology, 140: 5060-5065 (1999)%F 3Rif #44 F 48k B
Jo. k64 By 3R ALEDA B X T R B MR 69 2 F ALkl . PPARYMUE H) 44 3F
MRl SE 4] L3546 ) BRE, Hldeth 5| B, wARZ| B . T &7 R
#= BRL 49653,
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A5 R LT HEMN 1 9B 56EEWERE TRATH —2t
A, R4 ER ﬁﬁﬁﬁ—“ﬁgﬁ'l(Azra %, Calcitonin. 1996. f: JP.
Bilezikian % %%, Principles of Bone Biology, San Diego: Academic
J&ttA= Silverman, “Calcitonin” , Rheumatic Disease Clinics of North
America, 27: 187-196, 2001).

FOMBITHAN LT HELEMX [ EREBRRYE LKA
Fl—ARALA . MBI HIF @EL WO 01/17562 F AT egAR e Fafe —
AT EFLE p38 6934l Al. A F ALK p38 F4lf ehIErR
%)M K ) @45 SB 203580 [Badger %, “Pharmacological Profile of SB
203580, a selective inhibitor of cytokine suppressive binding protein/p38

kinase, in animal models of arthritis, bone resorption, endotoxin shock,
and immune function” (SB 203580 ¢4 R/, £ XF K. BRIk,
W EERAR SR D IARE b o — M| A E G /p38 WAL
AL T 69 T %I R), J Pharmacol. Exp. Ther., 279: 1453-1461
(1996)].

BERNRMA A AR Lot B B R ORTN FAME
BRI Y, IHEGTASRRMY CIEH AT X FRER
M EPTH) 4= X A4 PTH (1-84). PTH (1-34)R LR R4 LA
BREGEMY, LERZFRFBKERLTEHR. LN PTH 3
e RCE IR A e E M, d AR 3 B A m(Modern Drug
Discovery, % 3 %, % 8 #, 2000). £4LA PTH & JZ#& Forteo (4
LK) EEE CRFATHIER TR/ T REAE, Bk, TIieo
PTH A3 R B#l4e hPTH(1-34) 43R5 2 € 6o A K 9 4548 4%
WA AR E AR R B 6T B RGN E B A 2K

L5 AL YP SARMs B 4923553 PTH 4k 6945 L ARFE 47
%= Gowen % f£ “Antagonizing the parathyroid calcium receptor stimulates

parathyroid hormone secretion and bone formation in osteopenic rats (3%
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T KT IR 45 ARV F R FRAE R T RF BT S A
) ,J. Clin. Invest. 105: 1595-604 (2000) % Ffi£ .

QAR ERIH. AREE. ERBEERYEFHH
CEARRMBLTELEMX [ —RER LT T RESE. K
5 EMWAE RS ERSRANEATIRFAF: ZBFHE 3239345
2. £BEAF 4036979 5. EREFAHF 4411890 5. EEEFHEFE
5206235 5. £EF A F 5283241 5. EEHAF 5284841 5. £
+H)% 5310737 5. AR EHE 5317017 F. £BEEHFE 5374721
. ABEAF 5430144 5. EBEAF 5434261 5. ERAEAF
10 5438136 5. EAEEAF 5494919 5. EEFFIF 5494920 5. £
+ F)% 5492916 5. 2B F A% 5536716 5. EPO % ok 5
0144230. EPO % #|,v# % 0513974, PCT % #|2% & WO 94/07486.
PCT #+ #|.2 75 WO 94/08583. PCT ¥ #|a-A 5 WO 94/11012. PCT
£ A AH 5 WO 94/13696. PCT + #1204 5 WO 94/19367. PCT %
15 A5 WO 95/03289. PCT % F|A# 5 WO 95/03290. PCT + #|
N5 WO 95/09633. PCT £ #14A 5 WO 95/11029. PCT & A/~
# 5 WO 95/12598. PCT % #|,»~#5 WO 95/13069. PCT % #|2H
£ WO 95/14666. PCT + #|2% 5 WO 95/16675. PCT % F|2H 5
WO 95/16692. PCT ¥ #2245 WO 95/17422. PCT + #|22# & WO
20 95/17423. PCT ##|.x% -5 WO 95/34311. PCT £ #|2a#% 5 WO
96/02530. Science, 260, 1640-1643 (1993 % 6 A 11 B). Ann. Rep. Med.
Chem., 28: 177-186 (1993). Bioorg. Med. Chem. Lett., 4. 2709-2714

(1994)#= Proc. Natl. Acad. Sci. USA, 92: 7001-7005 (1995).
M EAMA KR TFIGHETEEMN [ BREFBBBHE TR
25 BHH—RER, RSEHAKA T TROMRSEHFAKAT I, &
I KL IGF &£4-% % 3 #= IGF II 5841 A [£ L Johannson #= Rosen,
“The IGFs as potential therapy for metabolic bone diseases” (%474 77
B X4 ¢4 IGFs), 1996, 4£: Bilezikian % % %%, Principles of Bone
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Biology, San Diego: Academic % #&#:#= Ghiron ¥, “Effects of
recombinant insulin-like growth factor-I and growth hormone on bone
turnover in elderly women (Z4LRE B ZAEA KA F-1 fodt Kok F2+2
FhadcF Kte94ER)” |, J. Bone Miner. Res. 10: 1844-1852 (1995)].

TR RE G BMPYT 5 4M X 1 REEWBERELRET R
—&AEH., FHREEEHEBMP2. 3. 5. 6. 7TABEMEHF TGF B
#= GDF 5 [Rosen %, “Bone morphogenetic proteins (‘B 7 %5 &) ,1996.
#: ]P. Bilezikian % %%, Principles of Bone Biology, San Diego:
Academic i &#t#= Wang EA, “Bone morphogenetic proteins(bmps):
therapeutic potential in healing bony defects (% &% @ (BMPs): A4
S F ARG 6976 57 % /1)), Trends Biotechnol., 11: 379-383 (1993)].

BMP HHAFRAFHIF T ELEMX 1 6948 5 FWRE%E LK
RARA—RAEA ., A—ANEHRFTET, BMP ERAW4F ik § BMP
#F#F SOST. k%&¥&. chordin. gremlin #= dan [Massague #= Chen,

“Controlling TGF-B signaling” (24| TGF-B4Z%), Genes Dev., 14:

627-644, 2000; Aspenberg %, “The bone morphogenetic proteins
antagonist noggin inhibits membranous ossification” (F# K& @
7l k&AW F AR FTI), J Bone Miner. Res. 16: 497-500, 2001;
Brunkow %, “Bone dysplasia sclerosteosis results from loss of the SOST
gene product, a novel cystine knot-containing protein” (SOST £ B =45
BRIIATELE RNRRERNL, —FHIHGEREBENEY) , Am. J.
Hum. Genet. 68: 577-89 (2001)].

AEPUERBEFERBERLEZHRATHLTE S KR EFB
R, R EFEZREXGERG BT RENE. ZTRPELHH
AU ERPERATRPE. SRERPEAMNBHRLRF K
RFEARN— T, TRTEFHRA T EZRE b B RRANE G F
. BEIBRAYEREFF 6288032 F, @it5| Ao X443 AL
i
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MARETAEDELTELEMX 1 GARABUBREZKAT
FBER . IR ETED I RFIEREKMEFL G AT RE K
EP1. EP2. EP4. FP # IP A H#iT A 4 ¢4 % 3h 7| [Pilbeam %,
“Prostaglandins and bone metabolism” (777 i & Fo B B HALH),
5 1996. f£: Bilezikian % % %%, Principles of Bone Biology, San Diego:
Academic i #&4#t; Weinreb %, “Expression of the prostaglandin E(2)
(PGE(2)) receptor subtype EP(4) and its regulation by PGE(2) in
osteoblastic cell lines and adult rat bone tissue (777 f% % E(2) (PGE(2))
ZAREAR EP(4)6) f ik Fn % R E @0 & A R RV 4R F PGEQ2)
10 49i8%)” , Bone, 28: 275-281 (2001)].
BB EPERRTFLTELEMN 1 HERGBEMRBERE IR
APRBA, mAFgmes KB T a4 aFGF. bFGF ##5 FGF &M
A * 4 A [Hurley Florkiewicz, “Fibroblast growth factor and vascular
endothelial growth factor families” (A4 4 fmie £ KB F g i &L
15 A kBT R#%), 1996. f£: JP. Bilezikian % % %%, Principles of Bone
Biology, San Diego: Academic i FRAL].
BT BB B R AR AR A S, A LT RAME
ek BT HEBG Cithy, ZLHPELTEEMX T GEREFRLE
ME AR FA A BB,
20 %AE DARAET DATANLT HLEMKX | ARG ELRY
EXHETABR, FAEE D PHREE D ITAY QS RREL
# D. 25-OH-4 4 % D3. 1a,25(0H), 44 % D3. 1a-OH-44 % D3.
lo-OH-4 4 % D2. =5k 8. 2627-F6-10,25(0H), % 4 % D3. 19-
* ¥-1025(0H), e A % D3. 2-8 4L FH=8. Fh=8.
25 10,25(0H),-16-%-23-4&-4 £ & D3 (Ro 23-7553). EB1089. 20-%-
10,25(0H), 44 % D3. KHI060. ED71. 10,24(S)-(OH), 44 % D3.
1,24(R)-(OH), 4 4 % D3 [£ L Jones G.,“Pharmacological mechanisms
of therapeutics: Vitamin D and analogs” (7477 9 % FAH: LA X
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D A XAU#), 4£:1996. 1.P. Bilezikian % % %% Principles of Bone Biology,
San Diego: Academic  hRAL].
fAFZ KA £ KATAD LT EEMK 1 98B FMEY
EALRADREA, fAf KPgAt T KTEDOEwE T AR
5 4% K2) [# L Shiraki %, “Vitamin K2 (menatetrenone) effectively
prevents fractures and sustains lumbar bone mineral density in
osteoporosis]” (44 % K2 (W T AR KA B RGN E T 5
HrFe e H BB & MR ), J. Bone Miner. Res., 15: 515-521(2000)].
REAFRE(CHEREZF)THEMX 1 ARG ESBELE
10 LA A B
AL 3 .45 BAL A (NaF) Fo SUKAE B — 44 2 (MFP) T 5 45 4
K1 9 REBMMHELHATHBA . REFHHMNELT H LMK
I 62 RN E XA T ABEA ., RRBAM QKRS A
M BRAS Fa R K45 3 (Heaney. Calcium. 1996. f£: J. P. Bilezikian % 4 %%,
15 Principles of Bone Biology, San Diego: Academic i Aa4t).
FRBAFRF . FoRRSEFRECELEMX 1 4 ohRrA
NAATHE®GHDE AR EREN KRR O L, RAXHGHIKA,
M X 1 AR RFERBRME AT R 6 B AR E AT RA
#X 0.01-1000 mg, #l4= 0.1-200 mg/ K. Ré, @FEALHEK
20 N3 e, TAEREURE—FF YT £,
A SR BB AT, 2.5-100 mg/ R &9 F B (A B B
#l4e 5-20 mg/ R, R 10 mg/RAF FiEAET. BT, H4EHA L
25-10mg/R, RARY SmgROANE. ATRVEER, #H 1%
RELTHEMXINEUWAZBRBRETETEEZ. XN TEHER 1 k4 Y,
25 % T1£ 8 £9 15 mg-700 mg —M:ER 2 4= 0.07-7000 mg £# X 1 4
MATE, TRRASFHOFN AL, HRAEHBHEREE, L
ERERLH 1K, TAATETHEMXIEY.
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KL HIRBAEREN., SREEELERSEAE, SHX 1 &
AP TE—FRESFETENEYEAE LS, LuiEn
B RBH Tk §AEILA Y4 HMG-CoA E B EIr4|F . LA
EECHYERG G DRI ABEAFLCEHERG LS. HMG-
CoA if & Be 4] 7] 64 3E F] M R4 3B L L MBS R — 2 B F IR B
AAENPITER LG F ETEZ G LB, QIR RT)E Al
TELEBEHF 4342767 5). FARAT(ARLEE 4% 4444784
T). FRMETZAEEAFRR, LERAEIBE, L8407, LE
ZEMBBLEBFAF 4346227 F); RABAT, LEAL4MB (S
REBEHE 5354772 F); FIRALT, LEAESLEGALLRE
FIF 5273995 F); BHIEMIT, AEREABALLBDEAHE
5177080 5 )%= nisvastatin, X #RA NK-104 (A PCT B Fr+ 4| %35
AFEE WO 97/23200).

THEMN [ILEHBERA L CEL Y aIEERERT) HMG-
CoA A mBEa¥#| 7], A EWHIREABITHA, A A R B4 7 (4
A B A Be 7). BRI -4HBE A: Pe B B3BL A 444585 (ACAT)
#7603 ACAT-1 3 ACAT-2 #9i B M 34|75 A B ACAT-1 #F=-2
R E IR AR ZEBEHS R MIP)ITHIA;, A TE,; 1
AR, P2 B BE RO 4 H) 4= SCH-58235, LARMEARER AN A= 1-(4-
AFKE)-3R)-[3(S)-(4- B FHK)-3-£ K A H)]-4(S)-(4-F A K H)-2-77 2
B, ERAEEZEEAE 5767115 FH= 5846966 5 F A ik, fartdss
&7; LDL (1A% ERE & G)ZIRET4; )RR EIHF 6l ots X
B I[b/llla 4 4ERE R RFRANFFTE) BM;, AR BEERIE
P&y ZAR(PPARY) LI 7], L3518 F ARAEA 5| BA K 64105 %, 4
Yoy #5| BR . HAE S| B AR F HAE S B, FE s A AR R
ZERR M AR F AR A BoE e by B4 AR R A sh g
AR% PPARy# Zh#|; PPARa A #l ke Z N TE. AEE N 4F L3
AR N £ dE T . PPAROYRE LA . %4 £ B, (M4
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S EE)R L2 ET S e &40 HCL 3 %A% B, (XIMFMERL
HIE), TRAEGFETEZHLEREBFA AL TEAREEL,
HEAA A EH oA £ CHAE RPAYE ME,; B-IAWA,; 0Z %
RE T BRI RV, g B RE LB I H] 7] 4] 2R AR 5|
Fofi A, 458 FA R Bl oA KT Aol REAAE, AR EHR
F; HAhplHesE iz ABC1 AR KiAe) LXR Bk, —BRRELAHH)
Yo FTHE B BR 4R, FaIfAn 8 B-2 W4 M Fl e F I H A F B H AR
C4nfl Tk kA e L€ 4,

Y EEMK 1 eI A T, HMG-CoA i& B Bap 45| 45 B 7|
B S ARG LAEE. FIAF, HMG-CoA 4BHIH. A
EHAEBERIR) A A A BRI B R (AR A A B )
). BrAR-HEE A 2B BEBLA B (ACAT)I?H 7 .45 ACAT-1
R ACAT-2 49 Bbedp HF) AR ACAT-1 Fo-2 ¢y EIpH|F] . #k
R Z BB A MTP)P 4 A . ATE. JEER. A2 B BE By 4|
F| QIR FRA N FRITEASF . LDL (I&F ERE )L KR5S,
A BB EHF OEEEES b/la 445G R IR RA FFT 3
Ak, AR EEARIEIAY FEN TR v (PPAR v)# 3/, PPARa
#M A . PPAR o [y EHMFHA| . $A % B,. LA F B, T8, KA
PR ek . B-FABTR . A FRE I HRA . 08 FkE i1
PR, ASBETAMR . AR ERRAAN . BHF%5R ABCL AR
ik ey LXR Bedk. MBS WA i B EE-2 W HIF 69 B F L
B AAR Oy AR B A BSE B AR, RAEETHELEMX T E
YABEAAER, AFRELHE, FETHML—LL,

AEPAH—NFEhFTERLHLGHHINT RBAFZH G T
%, BHFEORELTEAAKRENN EY, FREFTTHEGIER
#lMEHTER | BIREEE 6k C-3% BK(C-telopeptide) & &~ 44
(CTX). 1R ERE G 6k NS KX BESH(NTX), FHRE(F Gla &
). REHE x-H &AL (dual energy x-ray absorptionmetry)
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(DXA). F4¥ 5 Mokt e BR 85 85 (BSAP). £ &4 7 (QUS)A=BL Atz
& (deoxypyridinoline) (DPD) & Bk 7 (crosslinks).
Ve R L P ik, DA EAN AT 0657 T2 F 69 K F) ot 1)

/\ ﬂ—

%, BE SR RARAN LT X B4
5 FRAARK R OLIFEA EHGR RIS T AR

%, Bk, gk
£ Xﬂ-?F‘X«’E‘ cc%-w-»

CAEARE AR, HEBALANEMELCA TR aBRE S
Z 5| R RA B LS T HRPERENRAROBYKESGTEE.

ERAERL RS ET TR GES
AcOH a1
DHT X EE BF)
DMAP 4-ZF ZAR
DMEM Dulbecceo 2B eagle 37
DMSO = F LR,
DMF N,N-= F & ¥ Bt
EA LB LB
EDC 1-G-=F R4 HA)3-T A = T i HCI
EDTA LW LB
EtOH Bz
Et,N =Lk
FCS B4 4 ok
HEPES (2-#2 TH)-1-%% LA B
HOALt 1-ZK-T-REFRFF =
HPLC 5 BORAR gk
KHMDS R F A AR R A4
LCMS BAR B R
LDA R AL R4
LG &5 AR
MeOH ¥ B
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n-Bu4NI AR B T 4%
PMBCL *-FEATFER
p-TosCl - R AR RE R
Rt iR

TFA ZALE

TLC BEEE&

R AR Cdr R E I F kP AR L e AR ERES, BB
1 ) VAT IRAR T 7 B 46 KA Aa4 ., Bk, A TFHBAMASR
RZ IR THA B 6 91T IR G F%] . AAEF AT
5 THRREAGTERATRAZRKFHRTAX, AREFTAHAT AR
AL, RI|EENEHEEGENBRE, REATLFRAEGXN 1
FLTF A8 % AR
AAZ A-D BASIEX 1 WS 0387 4. AR A LR
R AR I Am B B AR, 245 8K 4-R R HRFT R E. A4 B 3L
10 ¥ R Fe X BARESHwB) - R EERFREGAF2EE L, At
C REASARN C-T WoHB R ik, #if2 D RESRES 4-8%
SRR 17 /2% 860 T F 3R E EA AL R R3 #91es
W S S F 4., EARRN C7 # D2 {ubdF, THAEHT
Che, PEBAREBAD ¥, B EAKGELLAR LG F IR
15 TEHFRLEMESGERBRRELEY ., ESRAIACEARK, 4F
Aol & FADRBL AR, S04 e, KMMURBAARES S
FRIX, JL#l4e Organic Synthesis, Smith, M, McGraw-Hill INC, 1994,
New York, (ISBN 0-07-048716-2).
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OMe

1) NaH, R'-Cl,
2) Hp, Pd/IC

1) LDA;
X-LG

2) LDA;
PhS(0)OCHs,
BRIE Jm
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1) CICO,CH,CH(CHa),, Et;N

2) LiBH,, THF
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~ HCI, AcOH a
0~ N7z
gt cs
HOAt, EDC,
HNRSCA
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AL D

1) HC!, AcOH

2) MeOH, HCI

3) LDA, R%LG:

LDA, R%-LG

LG =Br, Cl, I, OTf,
N(SO,Ph), etc

1) LIOH
2) HOAt, EDC,
HNRP’CAR®
R% R®=F, OH, Etc

% 3649)

5 TTHBIA T R RfEF R0 X E BT R T T, AR
HHAMFAARLBRAAR Bl 5 5 EF GG BA. AMFF
MFERE BT EHERLANSY . EZARTLEOEEY
BARR AR T B 8, RXHTR T sk AT AT IR A,

RBAT EhAHE— T @A RL RS & F AR,

10 CAVIRXE ALK 6950 B HATIEATIRG), R XHFEB . A9,
REHEA T LR34 F ik b I2m A RE R E—KEA, Mk
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oW R R AR EMBEAR S THREFKE, KAABEARAAR
EHEE, ATHET EQEFHFIEN Sl TR T4 &X
ody. AR IS, IR BAEHUERET.

BAEZ 1 F 2 PHASNEXN ] 2ERBREKRATH

5 (SARMs).

BAE 1 FRANSLEMN 16 ABMERERAT A
(SARMs). EAtZ 17p-# 88 1-1, #% B4 G. H. Rasmusson %, J. Med.
Chem., 29: 2298-2315 (1986)#=R. L. Tolman %, J. Steroid Biochem. Mol.
Biol., 60: 303-309 (1997)F A 7F, & fidit5| AeA AT,
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WA 1

O
>/OH
Me
1) CICO,CH,CH(CHjg),, EtsN
2) LiBH,4, THF :

HCl, AcOH
——ree P

HOAt, EDC,
HNR'R2
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OoH
o
-REF AR
EDC, HOAt N N
N

A4 1

HRA: 4-FHR-3-FAKA-R & -So-# §-1-H-178-F 85(1-2)

£ 0°C F, & 1-1(36.5 g, 110.12 mmol)# CH,C1,: THF (1: 1-500
mL)#2& F /m A EtN (20.0 mL, 143.2 mmol). #&4e & F 8L 5 T &4 &5
(17.1 mL, 132.1 mmol), 30 94F/5, #Ekis, IR LM 2 1o,
RGN R LA E 0°C, b2 M LiBH, #9 THF (165.2 mL, 330.4
mmol) &3k, f£ 0°C F, BALE Y 2 I, #Aekef= NH,C1 (125 mL)
BRI R B EL, A CHCL, (900mL)##:, M 1 N NaOH, K%,
FHRMeSO,), RERE. BERAMETRER, FAZTFTTR 18
DB, RERAET I RE G,
MS B8 M+H: 318, FAE 318,

Y B: st TR 4-FHE-3-BAARA-RL-S50-4 & -1-H-17p- F A B
(1-3)

FE0°CTF, @12 (27.0 g% 4, #585.0 mmol)é CH,C1, (250 mL)
R W A AP (50 mL)A= p-TosCl (26.0 g, 136.1 mmol). 30 H-4F 55,
WERE, WHFERLY 15 P EF. LCMS KA RE T AR. AeAeFe
NaHCO, (125 mL)%&#&R¥FR R E, A CH,Cl, (800 mL)##, A K
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ik, THRMgSO,), RERY. KEWAEAKEH(0-100% EtOAc
0 LEER) AL, 53] 13, HE EREK, MS i E4E M+H: 472,
EMAE 472,

FHEC: 4-FH3-BARA- R L5028 & -1-5-17B- THE(1-4)
EERT, 13 (43.0 g, 91 mmol)# DMSO (120 mL)%&#& F 4

#&Am A NaCN (17.9 g, 365mmol), ¥R % EF 120°C #9ibis+, #

#2008, 245, A CHCL (1000 mL)##R 4, M46F NaHCO,

(125 mL)&#%&. #HKu&k, FIRMSO,), RERE., RAeMBHK

EH7(0-100% EtOAc/ T3%)4hdt, 133 1-4, H & & B4k,

MS + H44 M+H: 327, S AME 327,

BTRD: 4-FH-3-BARA-BF-So-1 & -1-5-17B- T (1-5)

EERT, & 14 (28.7 g, 87.9 mmol)# AcOH (50 mL)iZ & ¥ An
N HCL (50 mL), #&REZHin#ZE 125°C, B3 14 ot 235,
R CH,Cl, (800 mLy##R E4, RAK. 464 NaHCO, k. #HAK
ok, THRMESO,), RERSE. ¥EAME FTERLR, 23] 1.5,
AHFERRY . MS HHAE M+H: 346, FERME 346,

T E: N-(Choe-2-35 FH)-4-F 2 3- R4 84504 § -1-%5-17p-
LERAR(1-7)

AEERT, ® HOAt(1.737 mL, 0.868 mmol, 0.5 M #§ DMF &%)
#) DMF & ¥ Ae X 1-5 (0.250 g, mmol)F= EDC (0.166 g, 0.868
mmol). £ £ 8 FHH# 30 41/ , #n A 2-R I F A 5H°2(0.090 mL, 0.868
mmol), EERBFTHIFERES 1 JoF. K1 mLFER S, Tk
MEFR GBI, AReE, KT, 358 17, Ha & Bk,
MS # F48 M+H: 436.0, 5£RI{E 436.0.

b 5aks) 1 AR 6T kAL 1 e 2-54, {2 AiE Y e
Pz 7= A Bk,

140



200480018337. X WO B 4891/109T
F A5 R A %, RAF4Y
N
=G e
1 HN AN N-(Fog2- £ FH)-4-FH3-| 4360
| > B -4- R -So- 8 & -1- 0 -
17B- LBk
2 HN "N N-[(5-F #othor2- ) F &]-4- | 4510
/\[ )\ A3 R A4 R F S0 -
N 1-45-17B- L BLA:
3 HN/\‘/N\ N-[4,6-—F ooz 2 )F | 4650
;\! y AJ4-F R 3-RAR-4- R A
Sou-# 8§ - 1-H-17B- T BLME
4 HN = N-(1,3-2F-4-3)F 3-4-F & | 442.2523
N 3-FAK-4- TS0 8 -1-H
-17B- LBk
5 o /\\/,ﬁ} N-(1H-2Kok 22 F 2)-4-F & | 425.2904
1) |samassscns1n
-17B- T BhA:
6 HN = N-(e-3- 25 F 4 )-4-F -3-|  436.0
| 7 BAR -4 R 22 -So- A 8 -1- K -
17B- L8k
7 HN AN N-(Fto2-4- 2K F 35)-4-F 3L-3- | 436.2928
| N B -4- B2 -So- 8 -1- 0 -
17B- BB
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HN

N-[(6-F Aotz -2-2) F K ]-4-
T -3-RR4- AR50 8 -
1-57-17B- LB

450.0

N-[(1- B 2- 1) F K ]-4-
A -3- A -4- R 4S04 -
1-$%-17p- T8

452.0

10

N-[3-(F Ak )mboe-2- 2L F A&
-4-F 2 -3- B -4- R A-50-18
% -1-H-17p- LBLAE

482.0

11

N-(FoEok-1-2 F 55)-4-F -
3- B -4- T2 -S04 S -1-H5 -
17p- T BB

486.0

12

N-(1H-#tt = F [3,4-c] 7 %2 -5-
AT HK)-4-F K -3- RAR4- R
Je-50-1 85 -1-45-17B- L BLAE:

476.0

13

N-{[1-F &-5-(= A F &) 1H-
F okt 2 K] F & )-4-F -
3-FAK 4B Fe 5o H 14
17p- LB

557.1

14

N-(1H-73]%-5-2L F 1£)-4-F 5%
3-FA4- R -S04 8 -1-H
-17B- L BAE

474.0

15

N-(PZ2-2-3 F #)-4-F 3.-3-
AR -4- R A So- A 8 -1 -
17B- T BbA

437.0

16

HN

N-([6-(Z A F £ )72 3-4]
TR )-4-F R 3- B4R -
So-#  -1-%-17B- LB

504.2815
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17

N-[N-9 A (g -2- 2 F 2))-
4-F K -3- B AKX -4- R -5a-1
& -1-M5-17p- TBLEE

450.308

18

N-(1H-"|%-6-25 F #)-4-F £
-3- R AR-4- R AR-Sa-28 & -1
-17B- LB

4743107

19

N-[(1-F #-23- = §-1H-"3 ",k
-5-2) F & ]-4-F 2 -3- R K4
RE-Sa-# & -1-H-17B- T Bk
i3

490.3436

20

HN

N-(1-vbmr-2- 4K T 2K )-4- F K-
3- B -4- R -Sa-1 & -1-H -
17B- T 8L

450.3085

21

HN

N-(2,22- = #-1-7"-2- 2 T
A )-4-F K 3- R4 R -
So-Hf & -1-%-17p- LBLEE

504.2822

22

N-[(6- R~ 1H-F Ffokek -2- )
F A ]-4- F R -3- B -4- R Ak -
So-H 8§ -1-H-17p- TBLAE:

509.2665

23

N-[(6-F B -1H-F Hoknk 2.
) F R )4-F A 3- AR -4- R
Fe-Sou-t 8 -1-He-17p- ZBuAE

5053174

24

N-[(VH-FFF ok ok -2- 2 F 4 )-
N-F K ]J4-F K 3-BK-4-R 2
-So-7R 6 -1-M-17B- LB

489.3207

25

N-[1-(1H-F H K -2- ) T
A4 F R 3-RAR4-R %
So-4 & -1-#-17B- TBLAR

489.3181
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26

N-[(5,6-=F -1 H-F% Fok k-
2-3) F A )-4- F K -3- K -4-
RA-50-4 8 -1-H-178- L Bt
2’3

503.3365

27

N-(LH-F ok -2- 3 F 3)-4-
¥R -3- R R4 R 5018 -
1-M5-17p- TBLAE

475.3039

28

N-("E"2 -4- 35 F 3 )-4-F 5 -3-
AR -4- R A -50- 18 8 -1- 4% -
17B- BB

437.0

29

NIG-% A6 T ER2 )
CESPIF R Y
Sou-Hh 8 -1-H-17p- L AL

466.3026

30

N-{# T 2 [6-(R A F 2K )rboz
2-R)FRRA T BB }-4-F
H-3-BA-4- R -Sa- 4 -1-
H-17B- T BAE:

565.3734

31

N-[(3-$Lvtt‘a"£-2-}£)‘f’);g]-4-t?
A3-BAR-4-RA-50- 8 -1-
H-17B- TBLEE

454.2838

32

NGB T EHR 2 E)F
PAPILE SN PN
Sout 8- 1-H-17p- L BbAE

4923567

33

N-(3H-%k =k 5-[4,5-b] b 7% -2-
AT A)-4-F K 3- B AR-4-R
Ze-So-HE 8 -1-H-17B- TBLAE

476.2989

144



200480018337. X

W

B 595/10971

34

o 8
=z
Z.=2
ZT
Q
Q

N-[(5,6-— -1 H-F FF ok =k -2-
) F A4 F A-3- Ak4- K
Ze-So-H 8 -1-K6-17p- LA

543.226

35

/Z

HN

N-(5,6,7,8-4-79 £,-1,8- = & &+
B2 FH)-4-F A 3-BAR-
4- R 28 -So-# 8 -1-K5-17B- T
S

491.1

36

N{G- B2 ) F R 4-F
E3-RMRA-RR-Sa-H -1
Hi-17B- LB

471.0

37

HN

N-[(3-F A -2-2) T £ ]-4-
P A -3-F R4 R -Sa- R -
1-¥-17p-TBEE:

450.1

38

HN

.

N-(FF #£)-4-F K -3-AAK-4- R
JeSo- & -1-H5-17p- LBEAE

435.0

39

HN Mo

v

N-(3-F £ A F K )4-F 4 -3-
A -4- R D -Sa-H & -1-H -
17B- L BuAE

465.0

40

Cl

3

N-(2-87F £ )-4-F £ 3-8
4- R4 -So-# & -1-5-17B- T
B

469.0

41

OMe

B

N-(2-F 8 A F A )-4-F K -3-
FAR-4- R4 -S04 8§ -1- K -
17B- T BhA:

465.0

42

I
=4
.‘.:

N-(4- BF 2£)-4- F 13- AKX
4- R -So-H 8§ -1-H-17B- T
%3

453.0

43

T

Z
O
(9]
mn
w

N-Q-Z R FRAFE)4-F
A-3- B AR-A- R AR-So- 1 8 -1-
Ho-17p- LB |

519.2813
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44

HN

g

Me

N-(4-F 8 & F K)-4-F 5K -3-
AR -4- T2 -So- M 4 -1- 4 -
17B- L8R

465.307

45

HN

s

N-(3-8.F 2 )-4- F A -3- K-
4- R -S04 8 -1-%-17B- T
Bz

469.2572

46

HN

/

\

0
N

N-(4- = 8 F 2R F 5K)-4- F -
3-FM-4- R A -Sa- 1 5 -1-H -
17p- TBLAE

503.2851

47

HN

¢

N-(4-=—F K RAEFK)4-F
A 3- A -4- RS0 6 -1-
H-17B- TBLAE

478.3424

48

z
z
Q

i

N-(3-F-4- B F 2 )-4-F 2 3-
FAR4- R A -Sa-1 8 -1-H -
17B- LBk

487.2526

49

44

Q

N-(3,5- = &F #)-4-F K-3-5
Ke-4- AR -50-#8 & -1-H5 -17p-
LB

503.2196

50

:

N-(4-F K F A)-4-F & 3-8
Re-4- R AR50 & -1-H5-17B-
B

4493113

51

T
-4

o)

o

NG-ZATFEEL) 4 TE-
3-Fed- R Je S0 AR 8 144
17B- LB

503.2852

52

x
Z
Q Q

N-(3,4- =5 F £)-4-F £-3-&
ARe-4- R B -50-# 8§ -1-H5-17p-
LB

503.2194

53

0

z
Z
Q

N-(2,4-=RF 2)-4-F £-3-8,
ARe-4-RZ2-So- 8 -1-H-17p-
L BRI

503.0
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54 CFs N-2-Z R FAFE)4-FHL-| 5030
HN 3-FAR-4- R AR50 8 -1-H -
17p- L BLE: |

BRAZ 2 MAERESEM KN 24 A BMBELE KRR A
(SARMs). BARAAZ 1 F414-69 17p- T8 1-5.

5 RAZ 2

1) LDA, THF, -78 °C
2) N- R B
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HOAt, EDC,
HNR'R®

645 55

5 FTHEA: 21-FHA4-FH-3-FAXA- R 5-50-# 8 -1-55-17B- LEEES(2-1)
# 1-5 3.0 g, 9.1 mmol)#y MeOH: AcOH (2: 1-22.5 mL)#% & An #
E 55°C, B#H 18 1B, RESHREHEER, K CH,CL, (900 mL)
R, A HO0 ARk, TIHRMgS0,), RERY%E. BAMBAR
E-H7(0-100% EtOAc/ TRk, 53] 2-1, A é & B4,
10 MS i+ F1E M+H: 360, 3EM{A 360.

148



200480018337. X oW P 2E99/109m

10

15

20

25

% B: 20-f-21-F % 4- FHE-3-BAKA4- 8 &-50-4 §-1-4-178-T 8
BH(2-2)

#£-78°C F, & 2-1(0.75 g, 2.8 mmol)#) %7K THF (11 mL)%&E % ¥
e oS ¥ E A8 = M (hexamethylphosphorous triamide)(0.25 mL, 1.39
mmol). A/JEi#An = AARNAE— (W Ak 8% 44 (2.8 mL, 4.17
mmol, 1.5 M # THF i&#&), 4-78°C F#t4 15 min. R/E @ N-A
FAEmeRE(1.32 g, 427 mmol, %F 1.5 mL THF), R EHHBREE
B, BEAE 4 BT, Ae Ade A2 NH,Cl (25 mL)% &3 XK R A , i CH,CI, (200
mL)##, AHKeek, FBRMSO0,), RERE. ALY ERAKE
#(0-100% EtOAc # SHRER ) Ak, 53] 22, AR EHKY.
MS B8 M+H: 378, 3£ RI4E 378.

BB C: 20-Fud- T R3-BARA-F IS0 & -1-85-17-TBR(2-3)

ETET, € 22079 g, 2.09 mmol)#) = £ <K (7 mL)ER F 4o
A LiOH —7K44(0.26 g, 6.28 mmol)/&F H,0 2 mL)¥ #5i5%&, £EZE
BTHERAEY 18 1., A 1 NHCIEREMBE pH 5, REA
CH,C1, (200 mL)F &, A #HKz%k, FHRMgSO,), REKR%E, #F3)
2-3, A @ EEKR, MS T E4E M+H: 364, 5 R1E 364,

T D: N-[(3-#owg-2-4) F 3£ 1-20- #-4- F A -3- BAR-4- R A -S0-%
& -1-H5-17p- T BLAE(2-5)

% 2-3 (0.05 g, 0.14 mmol)#= HOAt (0.024 g, 0.18 mmol)# =R T
$(2.0 mL)#z & F e N EDC (0.034 g, 0.18 mmol), A=A 3-#-2-8& T
FAe2(0.029 g, 0.018 mmol), #HREH 2 i, REREY, X
St 2 EERREHT(0-100% EtOAc # TIRIER)MAL, 155] 2-5, H @&
B4, MS it EA4L M+H: 472, R4 472,
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4] 56

RS .

J% 100 mg N-[(3-Freeg-2-H ) F 3 1-4-F K -3-BAK-4-8 4-50-#
& 1-$-17p- LB A BB 44 HAB oy —AeBie b, 324L5F 580 £ 590

5 mg, EL 0 FHBKREEH KL NG —NERERTE,

BARAABLI B ARG AR ERAHFRT ARXARE, {2
MBEIFERE PG EHRCIFETINRFAZRRELFNHTCE ARG TR K
B RA R,

10 M E

K% BA SARM & M 694059 94k b A ik 1 IR e
AERAFFHFHGTHINADE—FREAATREF AR L F

.

15 RAATEBER L M B AR R M Z At AR E L AR
A FEA S
s 44 4% TEGM (10 mM Tris-HCI, 1 mM EDTA, 10%+H i, 1
mM B-#4 28 10 mM 4884k, pH 7.2)
20 50% HAP #: Calbiochem Hydroxylapatite, ti& 73y, £ 10 mM
Tris, pH 8.0 #= 1 mM EDTA ¥ .
ks 4. 40 mM Tris, pH 7.5, 100 mM KCI, 1 mM EDTA #= 1
mM EGTA. 95% EtOH
¥ 3k = $ BF(trienolone), [17a-F 3 -H], (R1881%); NEN NET590
25 ¥R = BA(R1881), NEN NLPOOS (&F 95% EtOH)
Z & FF(DHT) [1,2,4,5,6,7-°H(N)] NEN NET453
Hydroxylapatite Hi% #i3); Calbiochem 4% 5 391947
(0B 3L = 4882 (Sigma, M1651)
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10

15

MDA-MB-453 a3 F ik .

RPMI 1640
(Gibco 11835-055) w/23.8 mM NaHCO,, 2 mM L-% & Bt

#F 500 mL AR SR E

10 mL (1 M Hepes) 20 mM

5 mL (200 mM L-glu) 4 mM

0.5 mL (10 mg/mL AM& %% - 10 pg/mL
#F 0.01 N HCI Calbiochem#407694-S)

50 mL FBS (Sigma, F2442) 10%

1 mL (10 mg/mL A XEF 20 pg/mL

Gibco #15710-072)

tm oAt 4K

J PBS ¥ #c4m fes(Hall R.E.%, European Journal of Cancer, 30A:
484-490 (1994))# K., A A8F & PBS (1: 1038 R ABr 4L 69 M & & B
EDTA. A 1X REaBEYRmRE, MEIENREAEE, £ 37C
TERAE®EE~2 54, RAERBIRE@OERER. —L@mief
¥ A, AR ARAAZIRREEGHE., Wi mieit ik,
R T B B O35 6 IR E FE B (split) e A B AR R A w3 — 3%
FEAT 1.3 2 1. 6 #HFE).

%4 MDA-MB-453 0 LA = 4

L 70-85% MDA #mfe.ek a0, el LB, H#F4C. 1000
g F,#id & 10 o4& . A TEGM (10 mM Tris-HCl, 1 mM EDTA,
10% 5%, 1 mM -3 8%, 10 mM 48840, pH 7.2)4% @0l iE 4 ik
Bk, BAAZE, F TEGM %A 107 M/mL &) K& & &% tmp,
ERERE B/ TR FPRAZ@EETR, BB E80CKIETH
Fok k. FIEREHN, KLAEHRE TA-KFRAEFHA(~]
JED). RE, F47C. 12500 g £ 20000 g T, #4550 30 494t
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10
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SRR BRI 4RI, o R AR S0 pL 69 L&, T 50 uL TEGM
%R F &MY,

ik Z ALYk

#14& 1 x TEGM &R, A TIRAHE&EFLE 690 2 RA
#): BtOH (ERE F 694K E 2%). *H-R1881 2 *H-DHT (KA ¥
# 4R E 0.5 nM)F= 1 x TEGM. [#4=x} 100 44f &=, 200 pL (100 x 2)
EtOH + 4.25 uL 1: 10 3H-R1881 £45&-3& + 2300 pL (100 x 23) 1 x
TEGM]. & 4#HBNAY, PlioteRAWBLREA 1 1M, L4
AT 25 L ER, TR MR, 41475 pL e 4 x 1 pMIER
F42 3 uL 100 uM Ao A B 72 pL £, A2 1:5 R H R T,

4% 25 pL #9 SH-R1881 f &A= 25 pL ALk iRb £ —#,
FE AN 50 L RARER, R EZRBFRA, £ 200 pm F4HEH
B, FACTFRTIA., #4100 uL 50% HAP XA B2 F &
RERYT, RERRHITRLER 5-10 54F. KR RESHHRR
Mk, ZEF HAP RN EH KRR, REA Filtermate™ Universal
Harvester #./ #t 25 (Packard), J /¥ 28 ¥ R F 2t 96 Futs XAr L ag4F
s, RIS A RARKRR LG LR HAP I E Unifilter-96
GF/B & #5.(Packard) L . 1% 784K L 69 HAP #TiE 5 50 pL 49 MICROSCINT
(Packard) W Rk —AZRH 30 947, REE Topcéunt AP &
(Packard) Eit#&. /A R1881 4 A B sbit K IC,,.

J A B AR EE M)XK R T 1-55 /A4, KIEAE IC50 44 1
WERREN.

4 MMP1 23hT, BEadsh iK% (TRAMPS)

F 37C. 5% CO, F, £48-432# 10% FCS #) LBrer MEM
B I3E5 HepG2 M., A3, 18 96 3L@ &% 90 &M L3 10000 /0
LA AL, 24 IS, BB ERE G5 E, #M FuGENES
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10

15

20
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HEF, 4 MMP] B3 T-RAFBRERBMHFE TR EEMT
(50: 1 ) Hmpn kst e, @ity A MMPL B3 F K K (-179/+63) #5
A pGL2 3k F B4k 4 X B M4 (Promega), 4 & MMP1 B3h-F-% %
TR A LA RM, £ CMV-Tag2B & ik B 4K(Stratagene) T 4 &8 7]
#% AR R EMH, BRI@IE 24 o, KRB AR THAn MMPL &3
T ey aliE e 100 nM # & BF-12-#) 2 7% B (myristate)-13- 2 BR 85
(PMAYHFAT, AREASHLIE, iFE 1000nM-0.030M #4578 H ,
10 MM, £ 10X RE T, 1/10th ARAR(ZE 4] % 10 #47t Bk (10X)
ANE| SAEILT 49 100 IR F ) bt BRI 48 /)
B, A PBS AicsmiemR, Bid@iLd N 70 pl 4Eiesg it
#&(1x, Promega)&ffmjie. A 1450 Microbeta Jet (Perkin Elmer)& %
THAF 96 I XAk L3 A EBEE M, AXALASH 69 7E AT B PMA-
RIMAEH KT K ATEETORIB AT, _id EC,y# E_ 18. @&
TAEI R G EA BHER EC, {if B, A KL PALEFEHA
AR T A L 50%0A k.
JL Newberry EP, Willis D, Latifi T, Boudreaux JM, Towler DA,
“ Fibroblast growth factor receptor signaling activates the human
interstitial collagenase promoter via the bipartite ETs-AP1 element (5 4F
fmpet KA FRXHE5EL = F Bts-AP1 A UHFEAR TR ER R
B8 B 2)-F)” , Mol Endocrinol. 11: 1129-44 (1997)#= Schneikert J,
Peterziel H, Defossez PA, Klocker H, Launoit, Cato AC, “Androgen

receptor-Ets protein interaction is a novel mechanism for steroid hormone-

mediated down-modulation of matrix metalloproteinase expression (%
EXR-Ets ZAMEIER A SKEENFHARLERABELTA
e #rAuE])” | J. Biol. Chem. 271: 23907-23913 (1996).
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R EAREF AR E TR N-Ksw s C-RpdAa R 69ra 3L 3)
4 X 2 ZARFE (B FIAE X))

ARSI AR %3 F) 55 rhAR 49 N-K35RWNTD)E C-K3%
B(CTD)Z [0 AR Ak R 64 88 ), AR R R Bl i Bl & AR5
WK oM B e S, A CV-1 BE @R RLS PR
X (two-hybrid)ikE, PABLAREF49 Gal4DBD-ThARCTD ak4-% & Fe
VP16-thARNTD #&46-% & 4469422 2 ¥ thAR #) NTD #= CTD #448
B4R,

M —X, FMMREEEI CV-1 @i, 4K, REE 96 JUR K
#FRGBAEY X)L, £ DMEM + 10% FCS % & 20000 4~4m it/
LEFHmpe., KB EF, BRBRHALEFHRESG T X, XA
LIPOFECTAMINE PLUS ##|(GIBCO-BRL), /A pCBB1(# SV40 ¥
#1583 F F 43424 GaldaDBD-thARLBD #k&-#44). pCBB2 (£ SV40
5023 F F &4 4 VP16-thAR NTD &4 4)F= pFR (Gald B R
X EBRE LB, Promega)dtbit$ CV-1 @f. 4 0.05 ng pCBBI.
0.051g pCBB2 # 0.1 pg pFR # DNA %44 42 324 “PLUS X 7] " (1.6L,
GIBCO-BRL)# 3.4 pL OPTI-MEM (GIBCO-BRL)¥ ##R4-, £EE
BRT)FRE 1504, BAFLLHDNA,

st4E3L, £HZARE T, 4 04 pl LIPOFECTAMINE &7
(GIBCO-BRL)# # %| 4.6 pL OPTI-MEM %, &4 % & #H &6
LIPOFECTAMINE & #l. & #F A 44 DNA (A E)F#H#F e
LIPOFECTAMINE X#F| (A L), R4, TEBTFTEE 15 94, A 40 pL/
3L OPTI-MEM KAk tmfe, £ 693542, 45 10 pl DNA-RIEE 4Hhon
HIF, BELSYFIEHREBARS, F37C. 5% CO, Fi&E 5
i, BEF S, # 200 puL/3Lim A D-MEM #8542 44 13% FCS, B
F37C. 5% CO, Fi&%. 24 I /B, #&FEZ0RE( nM-10 uM)#=
ANRRACS W, 48 BT S, BHE R H %, A LUC-Screen % 4
(TROPIX)M & H& X E 8 EM., BIDRAFImNGRIRER 1 BB AKX
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Bk 2 450 pL, HEALFHATNE., AFTETRT 40 945,
A 2-5 Ay R EL K. |
vAARATF A 3 nM R1881 fF 2| 647& M 64 B+t F XA A4 64 7%
M., EiZREY, AL —RARLEMBHETZHRATHEAR
5 th 53 649 R A A MAF E M, £ 10 SER T #SHH F M T 50%.
JL He B, Kemppainen JA, Voegel JJ, GRonemeyer H, Wilson EM,
“Activation function in the human androgen receptor ligand binding
domain mediates inter-domain communication with the NH(2)-terminal
domain” (A E TARBLARLE S BBE 2 A~ NH(2) R 3% 319 3%
10 B£%), J. Biol. Chem. 274: 37219-37225 (1999),

PR E TR N-K3b 5 C- A% BZ 148 ZAE A 69 B $Lsh 4 AR-4¢
ORI (FEAANAEX)
ARE N LRE LS4 CV-1 mAsR-2e LK & AR 1k 4
15 347 R1881 5 thAR #) NTD 5 CTD A8 ZA4E A &40 R .

AR A8 N EFJS, A4S 10 pM. 3.3 M. 1 pM. 0.33 pM. 100
nM. 33 nM. 10 nM. 3.3 oM #= 1 nM LRE A RSP CV-1
mpp., 4 37°C. 5% CO, FiRE 10-30 24F 5, ImA AR #ahH T4
= ## BF)(methyltrienolone)(R1881) £ 0.3 nM 3Kk &, F 37CRFH. 48

20 DR, BBHEHRAEG S %, KA LUC-Screen % % (TROPIX)R
FRATEENR, FRESHIER R1881 ER i 5323 A 0.3
nM R1881 #9{&48 tuak s 4ast & A+ K.

B A& A g E LR (TAMAR)

25 AR RN H R A s 4 MDA-MB-453 @mfa(—Fr R R &k
A AR HAZLRBE WAL Z )T 69 MMTV-LUC #4 AR FT 65
RN FiE 4 LUC B4 AR 54 MMTV LTR/B 3T 6534
Ji I
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E“FeH A KIFHIA” (Exponential Growth Medium) (3 b R4
Brér, 4 10% FBS. 4 mM L-%&8tk&. 20 mM HEPES. 10 pg/mL
AWM EAF 20 pg/ml KX EF 4 RPMI 1640 AX)F, FHé&. &
B9 96 FLAR L 4% 20000-30000 fmfe/sLaEAr. BF &4 4 37C. 5%
CO,. AGH X#ATH . MEAREOBEEI, EETOHeEs
FAFHRITEA G @I B, REL Fugene/DNA A7 AR AR
& BB 96 IR L. HF 200 T 493 FR A+ K IE/DNA B &4 NPy
Fid, RET 3TCEFIR. #FE0H b R4 wiFe Optimem.
Fugene 6 7%= DNA £88%. #:4)i% % (Roche Biochemical)i% & #94
R 7 EH#/AE. £B(TD)E DNA(TYH W ELH 3: 2, TR TFHEE R
8% 20 o%F. # 3 1624 G, MARMGEHRLEESMIE, AR
4 DMSO(EHE)RE H <3%, HameREFANILS4 48 | 0. 48
JNBTJE, 42 Promega £0JUIE RSO T RIERE AL 30-60 04F, KRB
A 96 HAEXZ A RZRIRR T R ATHEN,

FrmALA- & M a4zt T/ 100 nM R1881 /2|64 5E ey B+
¥.

J RE. Hall ¥, “MDA-MB-453, an androgen-responsive human
breast carcinoma cell line with high androgen receptor expression”
(MDA-MB-453, —#t B & B A LB F T h e M FE B M AL
MR mA 2), Eur. J. Cancer., 30A: 484-490 (1990)# R.E. Hall %,

“Regulation of androgen receptor gene expression by steroids and
retinoic acid in human breast-cancer cells” (B iL A FLIRSE 40 o 49 &
AN F BT Bk F TARE B KIL), Int. J Cancer., 52: 778-784
(1992).
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10
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A B Z AR

& F#eg 9-10 Bl#4EH Sprague-Dawley KA T HREFAE X,
. B 692 B AR E A A IR E IR (E AR R [ORX])E
7 R KA IR 5] IR Aok AR B4~ 85%) W9 A2 .

BFXEEALMR(ORX). ERKEME, REBTFHEIR A
BEASHAER ., EREFHR 1.5 cm WEEW T, A MEHRE
ML, A 4.0 2KEBERIE 0.5 cm LI EHIRFHAEE.
A ALRSE, BE—/ D FRFT oIl Eh, Foi 8RR
AEAE., TEAMRTRBMAELMEN, ¥ HMEALS A &6,
B 40 B2 EAE LW, 5T Sham-ORX, TARMRE LI
FASMG PR A, 10-15 4T A KRR E B RAES).

FRyvESE, RRBRATRAZLTFAR—ERN E69FN
et ., SR FHE 6 X,

F ARt 8.

AL RKEAME, REAE CO, EMBELILT, ACBEF HFE
295 mL 2, RELERXRIAEXERTIERF ORX T2E. ME,
@*ﬁ@ﬁ%ﬁ%%ﬁ,uﬁﬁ%%ﬁiﬂﬂﬂ@Ag %ﬁ%#
FIRAT 3-5 8, RERENPW). %5, BEHE, SH.
EHMEERT 3-54, REHKRESVWT).

RKABW T EREHABIRNINBAFENETE. REGHEL
#Ed g LH (FAMGEE)F FSH (P8R0 E) AT 869 B 7 R %
M5B AL 8 fo 75 A7ie. i8iE ANOVA Au Fisher PLSD post-hoc #4584~
MBI, S 40 18) £ AR MK A4 374 ORX 5 VPW #2 SVWT
XA

A B R AR
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10

15

20

25

¥ 7-10 A #6493 Sprague-Dawley K &8 F 48 s 4244474
TN, 75-180 RATHX AP LR (OVX), ERFEL, R
FHZ. BFRENEGRF LU, AEN BRI BAG TS
W2 #(0.0028 mpk SC, 2X/AES 0 R 6Fki677. A% 15 R,
BB RACSM 460657, EF 15-31 RBATRRSWE T, & 32
RP#H3E., BHREBLFTREADEMGRALET/FLET, WE
BB EHNENE T RENRE. EFAREY, AALEX(E
ER)VRATAAR. AF 19 F 29 ROEFHE 5 15 R), 4 HERK
R R TF iEH45 % %% (8 mg/ky).

Vil S ek

REKBAMRE, REAE CO, EMRBELL T, A SKEF HF5
295 mL &, RERMNKAGEERATIERF OVX LK. B L,
BETE, AHAFTAF XA FHE, BT 354, REHKE
UW). BFTET 10%FTHEFRRIHRT. KRB, FethRERH
RPRLANYT AR BB BT, AR LERNA, REET 70%
LEE .,

¥ AR E-ZRFT LT FSERFTG lem WA ETFIA
W EE, A RF L LB Ao R ER P BLKFBLRS . R B mAER,
FIRS3E 40 F ARG FTEQRE. £ 90%TFAAHM TE: 10%4FXK
—WER-TABEGRSMTIRE, HIFKA 48-72 DA L, dTH)
HE, 45 %2 A1 & (plastic block)#y 25 2F & #) £ (trimmed )& -F3€ 4~ Leica 1600
Saw Microtome &) RAAEHE & Bl B 69K, LEF Kb H&ENE
h., #1485 nm BHZ3RYaMA HE TR ABER L, S s
RRENGBLEFTFEN—RME, %54, THE—WAHFTERL
W ETRRE . F—KAEFIFL. RRAEF T AFITHEE,

ARG I EHREABFT IR LGTRATE S ERT WAL
Jit L AR (apposition) & (4712 18] 2E(um)/10d) . B &84 F 3k 5 4740, K
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PHBOETETESHURFHME, ZAKETECETH ALK
F A6y o F 47T, @it ANOVA plus Fisher PLSD post-hoc #2504~
MEHE, S E R, TN RSB IE A E T R B AGAR A,
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