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1. —F AP XA LH R FSH o KF. Z4 . iR EHEY
BHERERTRE. AERERANMMELEGHHPHEA,;

M aE—HASHFTIHHR, IARXEBETREHL
e, Ki#td. TR E: GnRH; TR, &m0k, FLmxk;
R &I ; desorelin; LB FAHAK; H2Thik; IFadvaE; HMiphdy
EEAEWASY,; GnRH ##AA; GnRH LAKMAFH; citrorelix;
abberelix; #|#T# 4] LH. FSH 3 GnRH 1F—F &M &K = A 8
B RFAR; RITREY LH 24K, FSH £/ % GnRH % &8 ik >
AWFEHRFAK; AF LH X FSH 4 RA 84009, XERF LH
H FSH %Ry TR B 12 5 K.

2. BRAER1ENER, AFaHEHEATH LH X FSH
Ao 3 KPR KA B RARE LH X FSH 89 B #7038 K P, 3k B 47
f R KPFREMEERKEE D R RBERHE AT ALY LH X
FSH ¢ f & K,

3. ARAER 1 FRAGER, AT EHHEATH LH X FSH
FERAPRAEKERRBEE LHRX FSHHBHFEE, B A ERE
AR K T8 oh 66 P AR e AT AT 69 LH X FSH & = €.

4. B AR 1 FFRGER, AviasiwEZA T LH X FSH
Sh AP A KL B R LH X FSH &) B A7) 8, sb B A7h 6B 2%
AR IR K 75 2 46 00 B A s A B AT B 4G LH X FSH & 25 6.

5. mARAER 1 FFERMER, XFiasiw2A TH#H LH X FSH
EPEE T AKX B R LH X FSH # B A77& M, B REMHAE
AR R OK A TE o) 8B S AR L S R R BT i B LH 3, FSH #97& M.,

6. B AERK 1 AHEGER, KT ashHAA T4 LH X FSH
oo KRR R R ERR R RIUFR R

7. B ARK 1 FTARGER, XTE#&HHAATH LH & FSH
FEADTRGKERD R XLFRR RS,
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8. WwRMER 1FHENER, XFiEHHARA T LH R FSH
HEEAF R RERB AR JILFRR RS,

9. WA A ER 1 TAMEA, XPEdHaLA T4 LH X FSH
AT RERR R E R FRARE.

10, oA R 1AFRGER, XFEHHEATH LH X FSH
Ao % KPP RERE KRG TR, REARTELHREEMK
Al .

11, RALR1ARGER, XAFYEAHHRAA T LH X FSH
FEAFTRABKERHYRTHRFIK, REAARTESTHRREEA.

12, JoR AR 1FRGER, AYviZédaAA T4 LH X FSH
AERRATRERERYETHRAK, REAARTESHRREEA.

13, JwARABR1FRGER, XFViE#&HAER T LH X FSH
EMATEAERERHYRTHRFIK, REARTHELHCRIKA.

14, AR FAER 1R ER, LOLEEA—FEEEARA T4
&xBY.

15, Je R A ZR 14 ARG EA, AP LB OBRME, X
AWMU E AT ETESGE MY, Riltdy. TERKE,

16, oA R 4 FTRGER, LML EBROEER, 4
EAEETHRSEGEMYD . Kt FTRKRE,

17, JoiiFl 2R 14 A6 A, AP A BB OIEM, 34
BEAERE ETHZHRMY . Riltdh. TR,

18, AR A ERK 1 ATRMER, LAV EHHA TRAY AR
WG Bk,

19. 3R A|ERK 1 FMAGER, KT AHWA TFTHRIAKRGHAL
S EBER A KAB BB M BELRKREE S LA
PR XT3

20, —FHRAPF R KELTFRAEKE, FE, RKE, T4,
AERERGERNENEA TRE. AFRERNMMEEZHED T Y
BEA.
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21, Je AR AR 20 FTRGAR, AT GEHERNCHFAERR
FEARFERERAMER LTREZHE M. Kiltdh. TR,

22, oA B R 20 BTG R A, PR B B R LIamE R
Ao ELAE LTRSS R MY, Riltdh., TERE,

23, Je AR R 20 TS B A, Kb AT 5065 350 @i R BIp b
AN S DR F RSB EE ETHSHEMS. RiltD. A
xR

24, B AN ER 20 FFRGER, ETAiERarsEEL
At A LS A B ETRT G R . Kiltdh . WTARKE.

25, R AN ERK 20 TEAGEA, XY AAKGER aEFhE LA
FEAH RA R FRTSTREHFN AR ETR GRS, Riltd. o
TR

26, A AR R 20 Fri&eg B A, H P ATHLEG B ) i R vl E
HEHEIFENTARTEGRGRTAAR, A BEGRRALEE L
THZTHEMY. KRiltd. TARRE.

27 B A ER 20 FTRYGER, AT EHN AP ELE
AR ILGISY, RE LAY AERE ETHZGEMY . Kt .
AR,

28 e ARA|EK 20 FEGEA, XFAAGER QOERTELE
ZRA LR TERGIEY, RS WEE ET RS 6 XN
. Riftd. BTERRE. | |

29, AR A B K 20 FTRGEA, AT ZEWRA TFTRELE LR
KFRB Y KL B R —FFENRE B AR R AKT, b ARRAEK
T RAEFARER K AT ) 6 AR R BT sL HR RS AT oy T &G i B K,

30, AR F|BRK20FFAGER, AP ESGHRAA TFRELETE
AP REKAH R B —FERETBRTE, REFRFEREZM
R A Ao g B R B E LR R AT ey E .

31, JeAR AR 20 FTRGER, XV AGHERAFHELESE
A R EAKIA S| R4 —FFEAE B AR EE, B AR REREIAK
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K A 7E o 6B R K AT b RART BT L eg h 66

32, B ARR 20 FFEGER, AT ESEWEA THELEFK
PP IR E B RBIE—FEART B AFEN, REFERREEEMK
B K A TH o 68 R0 3 B s R ut BT ok TG FE

33. AR AR 20 TAGER, XV EGHER TRELETLR
KFFAFREIKERR R E RILFRBRY .

34, et Al B K 20 TR A, HY ZSGWRAA THRELESE
AP RERELR RS RIFRB RS,

35, A B RK 20 FTRMER, AFEGHRAR THFLESEL
AR ERR R RILFRR RS,

36, AR AR 20 FTAGER, XV EHHRATFREREENS
AP RERKERR R E RLFRR RS,

37. AR A B K20 T RGER, XV EBWEAA TFHRELE LR
KEFPEFRERERHYRTHRFIK, REAIITETHRIRIEAR.

38, oA AR 20 FTRMER, AV EEWRAFRERESE
AP REREXYRTRFIK, REERTETHRIREEA.

39, eRA|IBRK 20 FFEGER, XFEHHERA TRELESE
RE RS KERYR TR, REFARTESTHIREEA.

40, JoAR AR K 20 FTRGGEA, AV ESEWRA TRELEZH
PR ERYGRTRFIK, REAARTETHRREIEA.

41, AR AR 20 ST AR, R OIEER —Fr X EBEA TH
HZiEHBY.

42, e AR 41 TR ER, L PulXEBaFERE, X
HRHEAE LTHRZGE MY . Riltd. WHRRE.

43, Je AR F) B R 41 TR ER, AP X EBAEEFN, X4
EFAEETHSGEMY . Kiltdh. THRKEL.

44, B AER AN FFRAHGER, A PMXEBOHEFN, 24
BRWAEETHSHEMY . Rikdh. KKK,

45. oA F| 2K 20 FrRME A, XPiE B A TA X G
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WA 5 RIBHK.

46, oA F) B R 20 FTEMEA, X PiadHmA FRHEAMARGE L
AEBIRY A SRR RBIEENMB LR AE B SR H
#oRBK.

47. —FPAFARZNANELBKFE, FA. HERENRNH
FEHER TFHRE, AGRERANMEEZGHHFHER.

48. AR A BK 47 M AR, ¥ ATBLeg B H e e E X
Zpam kAR ETRLHE MY, Riltdh. AKX,

49. JeixF) B K 47 TR G B A, X P AT5L69 2 e 455 B ey
A BB RS WAETE ETHSGEMY . Kiltw. K
R

50. doAR A B R 47 A E R, XYL H N aFRAY I aw
FSARRANG LAY, IHA RSB EE ETHS G RY ., KRilfdh.
AR,

51, %A F) R 47 FrRGGE A, {FABLeY 8 A @R % Ip ey
FRRGSERERTHRANILESY, SERMEHEEETHSHE
s, Riktdh. ATRRE.

52, de i F|BR 47 FTRMBER, XV EGHRAA TRHIPAH T L
BAKPFAFEIARZEXHYRATHRAS, MRARTHRIGIREEA.

53, oA R 47T FTEMER, AV iash AR TFHIPAHE®
FATEARFERYRATHRAS, REAALSTHLHRRIEA.

54, B ANER 4T FTRGER, AT AHHRATRIFEAWES
RATEARBFEXYATHRAS, MRALTHRLHRREEA.

55, A B R AT FFRGBER, AP AW RAATRIAWETE
HAFRARFERYATERAS, REAARTELHTRIEA.

56. AR F|ER AT FFRKER, L OEA—FHLEEEATH
ZRHW.

57. oA F) &R 56 AR AR, AP XEFaZBRE, X
EMMEAE ETESHE MY, Riltd. THRRE.
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58, A BK 56 T RMEM, AP LAEBOEER, 34
ERAHEETHRSHEMY. Rit. AR,

59, doA Al K S6 FTRM A A, KPR AABOELSR, 4
ZRARETHESGE Y. Rk, TRXE.

60 IR F|RRK 47 FTR A, XFZHHA TRAP IEKLA
R A B I8k.

61, JoiF) R 47 T RM R, AV EZBHWA TFHRUEAARGT L
S RBEAY A RE B KB LN BELBRREEAS T OA
P8 Bt @

62. —FF AP R EIK LH 3 FSH iZ K. FA ., ShebREHE
BAESNERATEARTGAREREAXARGBHTHEA;

e BR OE—HREHUATHR, AF A LB ETRELHE
. Kilt#. WARXE: GnRH; RARNK; B8R, HFEmnk,;
AR T ; desorelin; LHRIHAR; BoFhik; P E; R BIpbay
E AWML 4ESY; GnRH #HEH; GnRH L&A H; citrorelix;
abberelix; %3 T# 4% LH. FSH & GnRH £—# & M H k=40
B HRIAK; RMTEY LH %4k, FSH %4 % GnRH %Kk 4k =
2B H R, AP LH R FSH 4R E G0 Y; XE2AY LH
H FSH %6 SR E1E S AW Y.

63. AR A &K 62 FTiEGE R, XV iZHHHAMA T LH X FSH
A 3% KPR AR GA B K AL LH & FSH #) B 474 % K-, 3k B 47
oK REZAMARK AL G RBEIE AT RN LH K
FSH &) fo & K F .,

64. JoRA|ERK 62 FTRAMEA, XFiEHEHAM TH LH & FSH
FEAPREKAI IR LH X FSHH B AF2E, B2 ER%
AR R K A T o g AR R AR T b AR AT B L6 LH X FSH #) = &

65. AR A| &K 62 FTEGE A, L FiEHWAEM T LH & FSH
oh 66 AP R KA S R4E3E LH X FSH ¢ B 473568, 2L B 4720 8b 2%
ASRIE R K 75 o 46 P A8 U s B BT i G LH K FSH #3h 8.
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66. JuARF) &R 62 FTRMAER, A PixHWAEA T LH X FSH
&P R KA B R 4T LH X FSH ) B A77E M, Sb B #F7EM A%
AR R K A 76 3 66 R R AR E S JR BT AT BL 49 LH 3, FSH #4975 M4,

67 JeAR AR 62 ATAMEA, X T HRA T LH X FSH
Ao KPR E K ERR R RLFRA RS,

68. AR F| &K 62 AL E A, X¥ e 2MA T4 LH X FSH
FERAYIERKELR R E XA RE.

69. Je A A B K 62 TR AR, ¥ a2 T4 LH X FSH
AP XK ERR R XILFRR RS,

70\ AR A ER 62 ATRM AR, XV aH AR T4 LH X FSH
XL RN ZER S P SLEWIES 2 IF S

71, R A &R 62 FFRWMER, XPiad#2A T4 LH X FSH
R KPP REREXYGR TR, REAFARTHLZHRRINHK
A .

72, de i A K 62 ARG A, ¥ iashH A T LH X FSH
FERATIRERERYGRTHRFIK, REARTESHRRIEAR.

73, Je R AR 62 FTRGEA, LA 4 A T LH X FSH
DA F I RERYGR TR, REALRITELSHITREKEAR.

74, AR F|ER 62 FTRME R, X ¥ 4T M T4 LH X FSH
AP RERERLYATHREK, REAARTESHRREKA.

75, oA B K 62 TR B A, L FEEA—FHLXEHRA T4
&inHY.

76, A RIS A ER, AP LAEBaBEE, X
ZMMEAEF ETHCHE MY, Riltdh. TARRE,

77 R AR ISHHREGER, AP XEBaER, 4
ERAE ETRS LMY . Riltdh, TR,

78, e BRF|ERK TS FTRGEA, APRMAEBRCIELER, X4
ZWAREETHSHE Y. Ri#td. TERE.

79 AR F|BR 62 FTRMGAER, A FAHEWHA TR XKL
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X R R T

80. AR B K 62 FTRMER, L riashidmA FHAKRGE £
SEBHAF IS RAF KB INMRBEELRKERD LN GE
EPE ET. &

81, —FrAP AR FLEFRAKE. A, oBEKFE, F4,
HERERGBHMNEMNERN TFTARIATGAMRER AKX ERGHY
F R A

82, AR F| &K 81 FTAMER, XFAALNENCHZRERR
FRHFREFNERANNEE LTRSS HE Y. Kt TERRE.

83. A A &K 81 FTRKEA, X VRN BN T awER
A EAE ETRESHEMY . KRiltdh, FTARIE,

84. JeAXF| B K 81 FraR 6G L A, JF AT L& 234 A €38 %) M TP s dv
EEA KIS DB E S HEE LTRSS EMY ., Kiltd. TR
K.

85. J A RK 81 FTiEM A, AV AN ashitnis
AW R A LS AR ETHZ G E Y. Ritdh . TRK .

86, JeAXF| &K 81 FTAME A, HTAANEHN aLFLEIKR
PR A R BTSSR AR L THEZ LMY, KRk, 7T
R

87. Jmi A E K 81 AT M A, JF ArLed 8 A e4s R v 4l 7%
HEDERFEGRAFLEGRGIAIMR, AR EGRAKREEL
TIEZ W R . Ritd. TARKE.

88. AR AR 81 FIAMER, XYV GEHN AT ELE
SRR K GIEY, REAHAERE TR EMY. Kiltd.
LEE %3

89, AR A K 81 FTRKEA, AFAAGHEHNCEATELE
FRGRREE TR S, RA S E TR 6 XM
. Ritdh. AR,

90, eARFNER 81 TARNGER, AT AHHAR THELE LR
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KPP R EIREE] R ABE—FERE B AR R KR, ShEFREK
PR AR R K R FE oh B R R AR AT e A B BT s T &G ot R KR

91. doAA| &R 81 FTAMEA, AV EEHRATHRELESE
AP R AB| RBE—FEREEFTE, LEFREEREME
ROK A 78 ) fe A R B IE e AR BT LG E &

92, B A|RK 81 FTRANER, AT HSHRA TFHRELESE
AP REREB B —FF LT DR, LB AL ENM L
R OK A7 o) gE AR R A sL R BT Pt A Sh 8k .

93, JeARF|EK 81 FTRMEA, AP ESHRATHEREEH
AP RERLB| KRB —FFERE D FEN, LEREREREMEA
RRXAEFAD IR IO BT I E b,

94. AR F|ERK 81 FTAMER, AP HdHRA THERELE
AKEAF RERERR R XKV R,

95, Je A ERK 81 ITRMER, AT EBEHRRA THERESE
PP R EAR R SV R,

96. I RFIEK 81 FTRAMER, AV HRA TFHENT S
AP R ERR R R IR R,

97. de A ERK 81 ATAMER, LT HHEHER TFHELTEN
PP RERERR R R IR R,

98. Jeix F| &R 81 FTRM AR, XV ESEYRA THENEFLRE
KFPAFTEXERERYGR TR, REAFRTESHRRSER.

99, WwARFIZRK 81 FTAKEA, AYEZ&EHRATHRERKEFE
PP RERERLYGRTRTIK, REAARTESHRRSKEA.

100. dAR A &K 81 AT B A, X E&HER FHELES
AP RS RERHRATEHRAIK, REARTESHRRINER.

101, JeAR A 2K 81 AT AR, P asimaEA THELER
MAFRERERYRA TR, RMEARTETHRRSEA.

102, JeARF| 2K 81 FTRMER, TOE—FHRXEBRELEY
FHETHER.

10
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103, AR F) &R 102 ATR& A, R P KB aizmpE,
BAMBE LT TGRS, Riltdh. TERKE,

104, e A ERK 102 TR AR, Ah M LEHOEER, &
AEWMAE L THSHE MY . Kiltdh. THRKE.

105, JeAR AR R 102 TR ER, AP RMLBHOIERR, &
ARWAZEETHZHEMY. Kiltdh. TRK L.

106. A F| &R 81 FTRME R, XbiasdHmAFAY REKit
MR E 2388,

107, JeARF) &K 81 FTAMAER, LPiEdsm FREANRGY
0B RBBORT A MIKAS| RB R FAMRBE LR KA S B4
- ECE 8

108. —F AP RRGF AW EFRRKE, T4, DRI ERQS
FEMHERTETIARBGAREELHEARRGBEHTHER.

109, de B A 2K 108 FTAMEA, X FPHANGENQERLHE
AAPAHEEE L TRZHEY ., Riftdh. STARKE,

110, 2R AR 108 TR B A, 3 AT 3064 25 A 48 %) 357 6
HEFEEGUADIA NS WAE ETESHEMNS ., RiltY. 7T
R

111, dei F| &R 108 AT A, X PAHe A i APIe
HELZHRRIEGIASY, AR OWAETE FTHESHEMY . Kkt
. AARRE,

112, AR A 2R 108 FTRGEA, X PGB @AY
HEZERGEREETHERNGLESY, A HAER FTHRSH
K. KRiltd. WHRIE.

113, 3eARFA)ZK 108 FTRAKER, AP EASHRA TR AL
o RARKFRAFARBGERLYRTRAS, MAEARTHELHRREEH%
R

114, e BAFHER 108 RGN AR, R VEBHRAATFRIPaTE
FERAVFIARGEAYHRATHAS, REARTHESHRREHEA,

11



02826983. 7 A kP FE1/20m

115. oA BK 108 ATRMEA, X ViEHARA TFHRIPEHE
HERAPIARGEXGRATRAS, RAFRTRLHRRIEA.

116, A A 2K 108 FFRYEA, AP EasHR A FHemE
EMHRAPRRFEXRYATRAS, DRARTRLHTRINEA.

117, Jei F| 2K 108 FTRAMEA, T OE—FELXEBAKEY
HEFHEA.

118, s Al 2K 117 FTRMAEA, L Pl AEHROBEE,
RAMBEAEELETHRZHERNY. Kiltdh. TARRE.

119, =R A)ERK 117 FFRAMER, AP XEROEER, K
ZERARETHRZHEMYD. Riftd. TEHE.

120, Jei Al &K 117 TR ER, APl XEBRCIERE, X
FRFAE ETHSHEMY. KRt RN,

121, FeAR A 2K 108 TR E A, LT E&GWA TR REKb
MRS A 253384,

122, AR A 2R 108 TRGER, XV EBEHA THRUAKRGE
25 FIBERF AEIRE D R EANREE LR KA 7 S B AR &
HunsRik,

123, Jei Al 2R 62 FTRME A, KPR LAXARKOIENIK
W AFREAL,

124, oA BK 2 FTRAMEA, XPHEEHXEROLIERE.

125, R ABRK 124 TRKER, LY RBLHALE. SHH
BT mRE. RAACaRE. WERREZ. 3 HHBRBRE. £
Htmpe . WA, ERREB. RAELFRFEEZAKRCE. RAVE
Tk, TTRE. A, VRNZKRRAB. BRN2ETBRAE. ¥
B I8 Ao b 2958

126, dRANEK 62 FTRMNER, AFPRHEERXARCETX
K.

127. e A 2R 2 FIRNER, AP HEEHAXAACIETH
Hogh kA

12
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128, 3R A &R 127 TR EA, AP FMEEMERL HTE
ARFAF. FAMEME. Keg. SEFTMMATIL, LxMEHY
k., LRUMOOZFRE. SO FREEL. BERLETTHAE
AR, EHBMEAGLE, EHESmpEGhE; EBAARKEHK
B, L@mpEHSE. wRHEEE. FTHELRETZOE. TH
SR, FR@MEHES GHE. RERCEAROLA. HhCBEY
. LafehhR. REMSROGLE. Ao hF. RALEF
Mk,

129, JeARFIRR 62 ITAMAER, APEEHMLAEFRECETR
BRANIE

130, R A| R 2 TEMAER, ATHEERAERROELH
M, |

131, A ERK 62 FTAKERA, AP BEEHXERCIELHE
R AR5 48 X B ARE .

132, —H AP RS/ LH KX FSH & KF. F4A, hebREM
MBMNEHER TFRERBEMNMF LB @m0, EREmE. FELE
Jo. AR @I, RAEBRIRCHREGERGE D THEA,;

il e —HXEHTHIR, REXABETHSHL
. Riltd. FTARRE: GnRH; KR, sk, ALk,
ARETAA; desorelin; LERIAAR; Bk, ik, Rmpaw
EFAEHASY; GnRH £HA; GnRH LKA ; citrorelix;
abberelix; #¥T#H 4 LH. FSH X GnRH F—#7EF M ey 5k =4 8
R FAR; RIMCT R LH %4k, FSH %43 GnRH < A& 8474k =
ARG RIFAR; AF LHR FSH £AREHHESY, XEAAY LH
X FSH £ ZREZESHRA QLY.

133, —F AP AMKERLTLRKE, FAE, HRREHRGHEH
EHRERTHRLERBLE L@k, Edamb. FRNLEK. HASK.
BERmMEIRC BB E DT HEA.

134, —FH BT RRGFEHERARFE, FL, DR FRGSH

13
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MASEA TFRILERREEZ @R, EXaR. FRILSEE. HA S
M. BRAgmpEIERC RHBGTEHTHER,

135. —FRP XML LH X FSH e KFE, F4 ., shebRiz i
MEMNEREGR TRILEXBENEALBEE BT AR,

B aE—HAEHTHIA, REA LB LTRSS
ity Ritdh. TARKE: GnRH; BRARMK; @Emak;, HFomxk;
AixzHAR; desorelin; LEBFHIK; BESWAK, AWE; #Mopaw
EEA QS %; GnRH ##H); GnRH S&MAFH; citrorelix;
abberelix; #¥T##| LH. FSH 3 GnRH F—#E K@ HRIKZ4LH
B HRIFAR; HBCTFEM LH %4 . FSH %43 GnRH %4 8 itk =
AWBEHERAK;, AP LH R FSH £ R E 444, LAY LH
A FSH LA K LR G5 4ERA e,

136, —FHAFEBKELELRAKE, FA, DR EHGHA
EHERTHILEREEFB T MBS BT A,

137. —FAFTRR A ELZRKE, FA. DRI EHRGH
FEHNERA THRLERNREAZAEREEGEDFHEA.

138, —# AP REAK LH R FSH ok KF. F4 . hebRzH
QLA AEREA THRIEREKRT @K, BRABEK. R4
B BRI B DT HER;

Tt R QE— R IR TR, REALABELTHRSHE
. Riftd. THARRELE: GonRH; FRINK; LK, FLmk;
AR FHM; desorelin; LB IHAK; BTk, FaivE; RMIFEW
A 8444 %; GnRH #4#AH); GoRH ZARMEMM; citrorelix;
abberelix; #|#¥T4# % LH. FSH 3% GnRH £ — & E M ik > 4 44
B HRFAR; HBCT T LH %4k, FSH %K% GnRH %Ktk &
AWRHRAAR; AF LH X FSH £HARA 40, ZA4AY LH
&K FSH £ L RE1E TR L84,

139, —FH AP A RELTLARKE., FE, HERFLGEH
EHRERA THLERRER T @, FRABSKE. RFE@BIA R

14
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SR HHFHEM.

140, —F AP RRSZF AR ELRAKE, ZA, R ERGH
FEFRERTFHRLIBEHR T, BFRARSKE. REFE@BBIA
&)k i ok XY

141, —F AP XK LH & FSH ek K-P, F4A . bR FH
HEMNEHER TRILRBETH OB TR ;

s M aE—RHREH T HWM: GoRH; BABMAK;, #&
Bk HEWIK;, AREIMIK; desorelin; LA RFAM; BESFK; 78
ok, REIPAINEF A4S, GnRH EHA; GnRH F4km#
#); citrorelix; abberelix; #|¥~T# 4] LH. FSH & GnRH =—# %
G FUAR T A 6 R R AR R T FLBT LH 4K . FSH %4 X GnRH
LRGP T E R G RIAE; AP LH R FSH LARB 61D,
RF LH X FSH £ AL RERESHER G d; R LAE ETH
R EMY . KRiktdh. TERRE.

142, —F AP AERERLE LB AR, FA2, HERFHRGHH
AHERATHLERREFTRERERGEDTIHEA.

143. —#HPAF IR G AW EFLRKE. F4A2., HEERFHRGH
FIERER FRIERRSE TR aEEEGHHTHEA.

144, —FriAP XML LH & FSH i KF. ZA ., SR EH
MEMAHER THRIERBERTHREENBMWTHEAR;

A aE—FHAEHTFHHA: GnRH; TARMK; B
TR, eIk, AREHIR; desoreling ALK, Bk b
FE; HBIFawE T AEAKGASY; GnRH FEHRA; GnRH /&AM
#|; citrorelix; abberelix; ®|#T# % LH. FSH 3 GnRH £—# 7%
MR TR F A WY, R BT LH %4k, FSH £4&% GnRH %4k
IR ZENEY, RELALAR ETRSHELY . RitHXE.

145, — AP KSR ENLE LR RE, FE, HEREHGEA
A¥ERATRILIBERFTAREEGEHTHER.

146. — A F AR ZHF AT ELBRKE, T, HEIERNEH

15
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HAHER FTRIERBERT@REFEGEHHFEHEA.

147. —F AP R M1& LH X FSH o KF. Z4 . HgeREM
M ERESA THBRIRERTBRERGHHTHEA;

e d ag—HASHTHHH: GnRH; EAFHK; B
Ak, ek, ARk, desorelin; LHRIAR; B TAK; A
#E; RWIPeHEE LAY, GnRHFZERA; GnRH LR
#; citrorelix; abberelix; #|¥ T##| LH. FSH & GnRH £—# 7%
A FUARE A GG AT FLET LH 24Kk, FSH %43 GnRH %4k
AR ELENEY;, REEAEETRSHEMY ., KilthR .,

148, —Fr AP RERFLERZEKFE. F4A. HEEREMGHH
ERERA THEIRERFTRREEABHTHEA.

149, —HF AP AR F[H P AT EF LR KF. L, HRXFRGH
FERER FHEIRERTHRHBBENEH T HEA.

150. —F AP R M4& LH X FSH & KF. 4, bR EFM
BB EFHERATRERBELEMERERNTL RN EHTHER;

ol s 7 Qie—HREMHTHHA: GoRH; EAMK; B
iR, Wemmak; MEFM; desorelin; LAHIHIK; HBLHiK;, e
#E; RWIPAEE A NS Y, GnRHZRA; GnRH LR
#; citrorelix; abberelix; #¥T# %] LH. FSH & GnRH #£—# 7%
PR PR E A R W RIBCTRET LH %4k, FSH %43 GnRH %4k
B EENEY, IARZEFTLTESHLENRY . RithR i,

151, —# P AMIRE LT LRKE, F A, HRIE G HA
ERERTRAGRARELMELMEATBRGBHFHER .,

152, —F AP RRHIP AW T LBEKE, FL. HEERFHEGE
HEHER TR ARELBHEIMEAHB RN BDPHER.

153, —FFiAP X4k LH K FSH @ K. F4 . HebREHR
BEMNEREA TFRIERSSLEMELMER G mIREEG B P
A

i h E—FASH THHMA: GoRH; EAHMK; BE

16



02826983. 7 A o ok B E16/20m

WAk, MeaI; AEBIR; desorelin; LRI, BEMK;, R
ok RMOPRdPE A KA W; GnRHZFHH; GnRH LKA
#; citrorelix; abberelix; # #T# 4] LH. FSH & GnRH £—#7%
MR IR = A 60 d; RIMCT FRBT LH £4% . FSH £/ X GnRH %4k
BRAEENEYS,; AAREBETESHEMS. RiltHR L.

154, — AP AERERLERBARE, FA, HERFEHGEH
EWER THRIERBELHAMEL N EREENEHPHEA,

155. —FF AP R AF X BZKFE. FAE, SHEERF NG
FESEATFHRIERBE LD EMASKEIRMENEDTHEA.

156. —FFiA ¥ X MA% LH K FSH & K-F, 4. sheeREM
KERENER THRERIRATALSEBHROGHHFIFHOEM,;

it h Qs — A EHTRMR, REAREBETHSHX
. Riltd. TARRE: GnRH; RAFMK; &k, HFLmk;
AR &M desoreling ZHE T4, AWM, Jradpk; HlIpadr
A4S W; GnRH #£#A; GnRH RN ; citrorelix;
abberelix; #|# T3 #] LH. FSH 2 GnRH & — & & M K &= 4 8
BRI, HBCTEE LH %K. FSH %4 3% GnRH % 4& & Htk =
ARG Rk, AP LH R FSH £ RE&0e4H; XAAF LH
X FSH & ki) 2R E1E 5 A HLeY.

157. —F AP REIRERERBRARE. FA. SRR E MG HH
&R TRARATHLIZBHNBHTHER.

158, —FriAF R FH AW ELAERF. 4L, HRAFHENE
MEHER TREARBAIHLSEBENBHTHEA,

159, —#iEP R M1& LH X FSH faK-F. F4. HeeREH
M EFHER THHREHEEGEHTHEA;

Bt M aE—HASHTHHIR, SEXEBLETRZHE
ot . Kiftdh. AR E: GnRH; FBAMK; BHERIK; HEk;
ARk sk, desorelin; LARFHI; Bk, FRIPE; REIPaHn
A0S %; GoRH #H#EHN; GnRH RN ; citrorelix;

17
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abberelix; #)# T4 4 LH. FSH & GnRH E—FE A HRAEZ 46
G HFAR; ABTEE LH %4, FSH %4 X GnRH %4k 8 Fik >
ARG RAAK; AF LH X FSH £ARREAHLAY; 3£AF LH
K FSH RS RERETHAHILEY.

160. —FFAH REARELELBAKRE. F4 | HEERFHGHA
EFERA THEBEEEGEHTHEA.

161. —HAPARFIF A FLBKFE. AL, DERFEGH
FEMER FHalsBmgatBh T,

162. —#AF A MEA% LH X FSH & KF. F4 ., shebR#E M
BHMNAERERATARARG EHBRGAXBREGE D P HE
Al

it BN e —HREHTHHR, SERXEBELTRLHE
iy, Rt ATARRE: GnRH; BAMMK; @-EHak; Hemk;
A&, desoreling AR FhHK; BTk, v E; H Py
EFAE WA Y; GnRH ##FEA; GnRH $RMEAEH; citrorelix;
abberelix; #|#T# 4 LH. FSH X GnRH E=—H# E M Fk =4 4
BHRIAR; AT LH %/, FSH %443 GnRH %4k & 3k =
A QB GRFAR; AP LH X FSH LA A0S %; XAAP LH
X FSH R ZRERZ TR 4L,

163. —F AP XK F LT AR F. FAE. DEEREHEGHE A
EHERATAAITG ERBRGAABREAEHTHEA.

164, —FF AP ARG AW ELBRKFE, A, HERFHHY
FEHSERA TARARG SHBBGAXRREGADPTHAA.

165. —H B A EHEH TFRE. R SLEENREZHEH T
KR

bt B e —FHA IR TFHHR, IAXERETHELHL
. Riktdh. WRRE: BB, RAFT A, BEK, KKME;
Mefe BB h4h; RAPIMT M —F RO QGFREGRKRZLEGE G RR
&K, HEEG 5t R IR £,

18
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166, —FF 35 H E RS T % 577 KB AP SRR 45 A8 X 4R
THBEHTHEA;

iR at—HIEHTHHA, IFALABRETRSHE
M. Riftdh. TARRE: BB, S4F A; BEAK, KRAM;
MRe B BE 24, AW THERF—FEGGFRGREELGEG IR
7, &G IR MR R4 £,

167. —F B A EFER T T IABHE MRS RBEHMRILG Y P
69 5L A

R e —HREMN TR, IARAERLETREEHE
. Riltdy. TARRE: BUE; S4F A; BEBK; AR,
MR BB 54, RV TREF—FEGGFMGIKRT LGRS IR
&, sk a SRt mie A IRMERAR L.

168. —F H A EFEA TR FIATGANAARTRANEGH B T
B ;

BN s —HASH TR, IAAEBLTHELHE
. Riktdh. WARRE: B, S42F A; £EK; KKK
Mo EBE# 4, RABTHEAF-—FHEGHFRGRERTLYGRZGIR
&, a5t meRRmETIRX.

169. £V —Frif¥F X M1K LH X FSH & KE. F4 . ek
EMW AN GA ARER FRIERFHA KRR LA E ST
&L ;

it M E—HA IR TFHHR, REA LB ETELHX
. Kistd. TAERE: GnRH; BRFK; Bk, Femk;
AREFHIR; desorelin; LR FHIK; HSmk; JPadrE; REIpaw
E A4 H; GnRH ##A); GnRH SRR H; citrorelix;
abberelix; #]¥ T374] LH. FSH X GnRH £—# & M HA =AM
B RFAR; RBTEE LH %4, FSH 243 GnRH %4k 8 ik *
AWEG R, AP LH R FSH A A 4G104%; AA4AF LH
R FSH AW T RERTHRAHLEY.

19
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170, 2V —FH AP AR ERTFLAEKE, FE, AEIAFHYG
ABMBHNE—FHHHNETHER, ZHHAA T IR FAK
¥ 40 6.8 AR 84 LA ;

171, 2V —F AP IR ELZKFE. ZE£, HEREH
AR MEHGA A ER TRIERFHAKR @A LRSS A
A

172, —FrR2H L0 LB F &

RAE—FRBHRE, ZRBREROSE—FEkamK, RakE
ARBHREFHIRALGBRE;

REAN R BLAE T

K G AR R, R LA,

R TS0 B A5t tm o3 A ;

RAE—FrstBER, AHBREROLSE_FE MK, RaHFE
ARBREFGIRANEIRE;

R st BB AE S 4 4 0L T ;

AR BT B R a e e AR Rty mp0sg7h.,

173, R A| R 172 697 %, AP R RESH R EREES
#F BrdU #Ficsh B &4 o

174, B A Z LK 172 69 F &, AP REHRISH R BREEC
FERA M E AR,

175, e A| B R 172 875 %, Av AT I oHRG@EEEC
EERS B R ) K S

176 AR A|ER 172 85 %, AP B TR HISH S
R E b st RAE G e ta IO TE & L &,

177. B AR 12 GF %, LPag#nbaik,

178. e A BR 172 8 F %, AP asiihhR,

179 3B A ER 172 85 %, X FHEEHROHERS ALY
SR,

180 AR ABR 172 ¥ F ik, LOEHRA LS ZBRELEA

20
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5 RISHHITIE, WEARELSEBRLRGEANERRRXETAY
Bb B A K 4830 S B 3

181. —FATRENGALSEAREN AL,

—HREHR, ARRFROLT—FS4mn, kalatk
BHEFHIFRLBIRA;

REMRHEGH LY TR,

W BRSO R—F ISR,

AT AR MR T R

—H RS, AR _HSHmie, RAFELAK
BAEFHIFRRERE; |

R 2 PR O 4 Ga S TR 4G T 1L

AR BN BRAR@mEEER T AR R @RS EG TR,

182, B F|ER 181 R LK, AP RERIASH R mEHIEY
IR &4 BrdU 4742,

183, A F|HR 181 WAL, AT REII A BRI
I R aFEMFIFL.

184, e F| &R 181 8 R %k, KT REE SRRty mpHE L
LRGP HE,

185. AR AEK 181 AL, RPHiasfRaisnid.

R ANER 181 WAL, Kb dagtaisnR,
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HEFEURAFR ARG RERERMEERG T &

&

[0001] REXRAFE—FELE. AFRLEEERE, RAELFRAAL
REMXERG T X, EHNRE, RAVRPRBLEALTARE
MEY —FEAERBEHN AL, AERLEREE, RALFIATAGX
FHAERG Tk, I TR AT IREREE (R ERK
# (“LH”) RABIFAME (“FSH”)) # i AKFE. FA. R F
M, RABRXAFERTHRRE, FE, DR FE, XFE
B XA I H E X I A E (Hollistatin) by B KE . FA ., HEERFE
D 30

A Ak

[0002] AKX PAEILENMRPBE. A REREE, RELFR
MR EARK, RAWHR B0 RNER, RHAGIKELH
K, RAWHREEEN TR, cRABTHARKRAT LH X
FSH #9 i KF. FA. HEAERGEH (“LI/FSHHHH”) @
LI,

[0003] AR ALOELANMRT R, P RERREL, XAEBFT
I RELRRK, REHWFHR LA LA, ERKE L
SERE, RAEWEREEEYFT X, cAEITHARKRBATEL
B AKE. FAE. HERFERGHH (“FLEFHH) AER
4.

[0004] % %), REAALQLIELENMRTRE. FHFRERREL, K
BEEARBRGREMEAAR, KAWHRXBLEEAH LA, IAR
EA 53R, AAWHREEEGTEH, ERELHEARGAA
¥ I G i KR A SRR R “IR A R A7)
T LI,

22
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[0005] REX AL ECHEENARTHE . FHRELERE, XA
AT EELMRER, RAWHR AL wmER LA, A REL
SRR, AAWHRBEREENTE, CRETAARZIATHH
ik KF, ZAE. DRREEGHR (“WwHEHELEHN") RER
8.

[0006] A& FAFOIERE. M RERRE, RELFTRXHAGH
RBAEREN., BRANE. REMLRBGHLBREG T %, ©RAE
R AR @REANBRRIGER (“@RABFEH") &
ERE., XFFEHOIEERRT, dide, KEEREQLTAELEY
SHRRABEE (“RAP”); A0 S AR @S E N TG HEH R RK
(Hldeétst miC R i Z Q3 CDK); RA8; #AX A; £EK &
KAusb; BReBE B4, # o R AT R-ERAEIT; AR A &
Kby, KRitd. Wi,

[0007] RE AL OFEREANGE LS EBBHFE, @3 B4t
— RS, RRAEFROONE—F S miok AirAL KR
AP mint; REMOGEEHES, RESHESMAKEH
g, BRIAHR, T HESHBH MBI, R4t—FtRBER,
B BARQSHE H S R MR AR RRRE T BRI E
JFE; REMBHERGMEEIE, AR B @RNE E
AH St mPHE T,

[0008] AKX ALEIERENMRF ALY RBRYEL, € ok
—FREHR, COANE—F KMk AIFRERRREFNHF
Rt ; ANARFREEEHBN TR, FARE LI KEH
R IAHRG I, MZIAHRmOEEG TR, —FR
o, CLONF S Hmk AFREKREREA TN ELEIE
%, REsBHELEIOEEY T, AR LN RAE 4 038 7 fe
EoHRmpE TR,

B B &9 B 2098

[0009] PR E 1 BFEFHEAMMNSZ ) BT 6142 49 9 1T M AR 8

23
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Fpb e AEX.

[0010] B 2 &BAKRE 49 LH xF BrdU #7732 &9 B A% 2 07 4
RO FE KGR A .

[0011] W E 3 XARBE T REARKRGRAT S @I ML),
FHECHEARET RARMRGT RA B HAITIRE,

[0012] P B 4 &BAVA 10meg/kg/ ) BE FiEHriE 10 DI A 24 VR
&4 97 Ja I & 64 fo K.

gk

[0013] ARHAB P, “BEo” RIBA PRI FAETHEL G D6
HAETERE, IARERERKABEAEBAEHEAEAETRR
REH, MANRXEEGEHE—BALETHI8E35Y. “REMX
KR RI{REEIIRY., EXEHKAY. IURECFTXE5X LKL
EATERRK. FE. B, A8HRK. IECTRERETHORAL, X
EHEARRYEFCIELRRT: SHRBEEL. BE (CEERRKR
FHELB. EHERBRARE. BB HE. FEBARB. 3%
MEMBRRE. EMmE. REAE. 2hME. RAETHRESZE
GHREE. RAFZEEIE. TERE. AB. VEFEBRAAE. K
HeEmEE. FUMWTRBATEHRE). LHENFLEHAME. TH
HWaMER (AEEARRTFITAEKRA. SLAETHE. heBh, 4
HEMEAFL (TMD) (LARABETRELZLSIE), LAKEH
Gfnk, AAMGOFRHRE., B LREHNA, SERTTHE
AR, EMRMEaRE (AML). EHEZMEG 2% (AMKL)
(AR hamp-Emibh®k), & B A& KemigaR
(ALL). e 5. o ¥ S5, THEERTEOME. FH
b, EB MmN S 244 (HES). RERC ARG ORE. SHKE
mph R, Lameghsk, REMSGOLRK. LECahK. AR
AEEFMME) FAYA. FRRMNE. B, AR, FaTH,
TrAh&L. PR FRARKR. FREY. AEAHL%. COPD. Ha/k,
MABERF. LAY E. ok, RAMFHKHLE, Lo
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HEB, AERA. CHMBER. £FTX. £FRF. FAE. R
MR K. HEEMAE. S h=Bhi, L, X, 258,
e, FalamE. KMk, PEMEOBE. FR/ILE. O,
BB, Bah. B, HAM Oz, BHER. P HSHHRE.
REBEHEMNA. ARNBHEF R, #AMAGHRIILE, FERE.
HMRG . BEkAH. FHERL. £F%. FHRARATFHRA. B
HEMN., ALK, BHEBHRBIEAR. RAHIBRAE. KRAMZ
K. FEABBEAHELR., LARFHEBFMAK. HEH. RKBHA
MALK. BLAHBE. AHEE. Barrett RF . KB HE. Bl
K. BAFER. ZXHEH. BESSE. SEANATER. €
FEIEXS . GHREHRSG. ER@aRBE. VENEREBEB. REAE.
HEKE., BARARE. BDREAGRBRBRMREABEE. REMTIR
HREAGHRCHE. RABE WA, FHMITE. SRS, S
MR, B EERLE. MEHEHFME. MERKK. SR mEE.
BiRRE. MX@maE. MlmpE,. £FH&. B, BRIRE. Hak
. RefE. HALMAE. FMAERRAK. FTASKRECHE. RAHK
B, PHREHEAREHE. EaRACHE. SERECE. RER XS
JAHRE B . Burkitt k€58 = Burkitt FREE . B E @K .
SFRA T @RWmeE. K (T @t null) BAFEREE. RAH
BAAMRECE. SAMTHE. LEAR. RTARE. FRAE. §e
BosE. BERLE. ENE. WESMKE. EHRBNAE. kRFAHEK
WmiaR . BRI, L. BARM . BA . RR T AL, 80F &,
BHREMZEMGR. FEERCET R I RGERAZ. HAmERT
REGER. AETHGRHREHZERM R, £FK. HEAEFH
SR, BLE MR A Xt B mE R E X, MR R. SHER
MAF K. e mR R X, R R R R, AR
MEIARET R AR RESIE, ROMLEFEL K., HEBMRF
M. EEMAFNRfE X, FRARESEEESIE. XX #
AV R, XPRBEEEMER, REMEXT X (LITHRY B EEE).
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FRBRFE. BREATK, HFHRXTA. BAXRKRXT X,
SAPHO (ABEX. A&, AR, REE. L) K&, RERA.
FRERH. T, MAETH., RBERETER, ABTE. ££
ARBY . RTBEREE. LAAETE. WAL TR, Skt i
K. REZE. FHhtbE. EHBRGHHLGBIRE, ARHHES
Y248,

[0014] “mAe R Lif” RAREA I A I @I M E Fopb R
KA, “GORH” RIBMEEAREEIF S ER LG Ta
JeryidAE, “HLHRAMHER REA LSRG E Tk KE,
A, DRIEMGRE, REFLIEAWHE FHozKFE, L,
HRREEG TR, “FLOERARA T RIshmpEAN BB ER
LERFHRBGLEY, CFERRT LH. FSH FEE., “H o
e BT Rl mpt A me g e sd, T2 A8mF
#, CTARBIHWHA LS EA BB EN, SNEEERRBRTH
HERPOWE, EEATFY, RiE “@RAHGLA" & “Hu
SRR BHER TLMAERIEA.

RExFRERLAERGIE

[0015] BT RELBFHERR, MENWKRL AL TS, #Am
ORI BG mele £ Rl T, FEYMBRBRENSLAEN, ©
R ALK HEFF X L ( Mathon NF, Lloyd AC, Cell senescence and
cancer, Nature Rev Cancer Dec; 1 (3): 203-13 (2001) ). 54 %3448
B, @BAKYR, REL Q@RI LiRF/SA L4550 #8535
Ay, RAELHEARGTRIEX, tlde, FREFTELERLGH T &
o ®AE (E g, Holt PR, Yeh KY, Kotler DP, Altered
controls of proliferation in proximal small intestine of the senescent
rat, Proc Natl Sci USA Apr; 85 (8): 2771-5 (1988) ). XAlsy K Ak
A K% #F2|3E8 ( Ciccocioppo R, Di Sabatino A, Luinetti O, Rossi M,
Cifone MG, Corazza GR. Descner EE, Small bowel enterocyte
apoptosis and proliferation are increased in the elderly, Gerontology
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2002 Jul-Aug; 48 (4): 204-8). Esb, KEXAG A GRBL L AHH &
A LR —FREHEHN, RREEE, K ERERELGR
* .

[0016] % %F, EHEFHAMR, HBRLA, REHLERIE
MR LA Ry, ®KRARYG LA IR ARG aRTRELA
REWHER, RIRREAERK. dld, EXBELHELAERTY,
WwiFERET, BREAERE, RENARRSRfHiE, L AX
REH—FNEZ DNA #FX 4RI, BAMESE N BRRAN
ARK L DNA $#%, FTA /e RAYE, DNA R 48R 6948 R AL
X, ARTIREE, nfdRarEEiEme. B, @A
O LARRHRRAAENGTHRYE, RBE—2X4AXE, @AW
& R TR % fn B VA 38 dm ik R I,

[0017] —& A E R EAXER, o543 H2TmMAA0 KRG
BRK, ZHgRotaie (FRETREBRANYEIL) @k
LA RN, @ICRREG LARE RS miet A mAH, 125
RE@EIETRARABEN, EMNATRERNERR, HEXK
HAREHEA., EX—BRAECREMEERRT, HFhRBARL
AT RBEMNEY, WA LA RERBOAKX T EE iR R
Wih, FEAEELERGELE, Bi, REAAH B NZETEAWH
MR LANEN, RAFIATHREHLERR,

[0018] M AKLR, LH X FSH ¢y ik RF. FA ., hepRFHE
BIRG, B FREFNLBRE. A, DRIAERNRE, AW
HERFAMEOLBKE., FL, HEERFHNGRIK, FIRES
Fe/REEHRXARA XG@|ER LA,

[0019] HEB 1 FTERARTHRAEEREANT SR A ERTHIR
MM E R, BRSO ER K, ABEAILE
BT HhLBRRFYARLBEREREFE (hCG) (—FR L FEHR 7 18] VA
BEFALEGREREE, RAXS LHEA 83%AFRAKKE, 5
LH 24 #8 B # %4k X Fisher DA, Endocrinology of fetal development,
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# Williams Textbook of Endocrinology, % # Wilson JD, Foster DW,
Kronenberg HM, Larsen PR, W. B. Saunders Co. , Philadelphia, PA
(1998)). AEEWRIE, MARE S5t HoR K FLE, ELFLLR
PELRTHTH mmRHEE (Qu J, Thomas K, Inhibin and
activin production in human placenta, Endocrine Reviews 16: 485-507
(1995) ). EE LR B BRI 5E FSH, vABARE S4& M) 3 S 4%
4-5: LH ( Robertson DM, McLachlan RI, Burger HG, Inhibin-related
proteins in the male, & The Testis, %% Burger H, de Kretser D,
Raven, New York, NY (1989) ).

[0020] 4B 1+ F7F, LH# FSH $ o a K- F EBILBA LS
—e i, BPAHAEEGNE 15, KRk meRA Y S B, EF
WATARPAAGKEREK 145, 155, LHOAKRIREZR L
BRI, @ FSH # e B K- PRIFAR K, BAXANEBE 4584
LIk, Rfa, 5 5N FAR (R4 13-18 ) Rikg mpHsi
& % —At R, FEStKAE] LH f= FSH 64 ik KRR A &, WEF AL
¥4 K 14 (Winter JSD, Faiman C, Reyes FI, Gonadotropins and
steroid hormones in the blood and urine of prepubertal girls and other
primates, Clin Endocrinol Metab 7: 513-530 (1978) ).

[0021) ARFATHER (4H 1835 % ) HMAX LA, FSH #=
LH & aRKFhEhEFRAMOLERMLASE, RELARMENSR
ARBEFRERTRRETENS BRARYRELSE4A
( Reichlin S, Neuroendocrinology, A& Williams Textbook of
Endocrinology, % & Wilson JD, Foster DW, Kronenberg HM, Larsen
PR, W. B. Saunders Co. , Philadelphia, PA, p. 212-213 (1998) ). =i &
1 Fiw, %old LH A= FSH & & K- A 78 B HA % K 3h (Reame N,
Saunder SE, Kelch RP, Pulsatile gonadotropin secretion during the
menstrual cycle: evidence for  altered frequency  of

gonadotropin-releasing hormone secretion, J Clin Endocrinol Metab

59:328-337(1984) ). ARFAFEE, FHEHLBEKRE., T4, HEk
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R FE M AR IP 0 F Fo/ R I 4] K 344 T (Halvorson, LM & Chin WW,
Gonadotropic hormones: biosynthesis, secretion, receptors, and action,
# Reproductive Endocrinology, 4™ ed., Yen, SSC, Jaffe RB & Barbieri
RL, eds.: 94-97, W. B. Saunders, Philadelphia, PA (1999) ).

[0022] AFEHREA T RAMELGTFHARR (LRALHNL
ZFF M ESFH) (Lamberts SW, van den Beld AW, van der Lely AJ,
The endocrinology of aging, Science, Oct 17; 278 (58337):
419-24(1997)). *=M @ 1 Fiw, EXEHNE, LH F FSH #) & K-F
W&, AW ALKE AR RERBI K EKE (Yen SCC, The
biology of menopause, J Reprod Med 18: 287-296 (1977); Harman DM,
Tsitouras PD, Reproductive hormones in aging men I: Measurement
of sex steroids, basal luteinizing hormone, and Leydig cell response to
human chorionic gonadotropin, J Clin Endocrinol Metab 51: 35-40
(1980) ). ¥ LH Fv FSH #93% & tb § ik it fo K X% % (Sherman BM,
West JH, Korenman SG, The menopausal tradition: analysis of LH,
FSH, estradiol and progesterone concentrations during menstrual
cycles of older women, J Clin Endocrinol Metab 42: 629-636 (1976) ).
—AMALRTEFIRG LH LFREHES 3 £ 445, FSH o RE
¥ % 4 £ 18 4+ (Chakravarti S, Collins WP, Forecast JD, Newton JR,
Oram DH, Studd JW, Hormonal profiles after the menopause, Br Med
J 1976, Oct 2; 2 (6039):784-7). Fl#, X5 F M4 LH #= FSH £/ K
BASANEHT 24204 Lf= 3 4% (Neaves FA, 1984), %4, £5F
ST i PR E A E Y mRNA KF# & (Rance NE,
Uswandi SV. Gonadotropin-releasing hormone gene expression is
increased in the medial basal hypothalamus of postmenopausal
women. Journal of Clinical Endocrinology and Metabolism. 81 (10):
3540-6 (1996)). X#F LH # FSH FAH¥ &, 2V HH4EHTEE
BERERWSHEH L THRAE ( Yen SCC, The biology of
menopause, J Reprod Med 18: 287-296 (1977)). Ex5F k¥, H¥
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FREAL, foF LH RESME EFE WX (van den Beld A,
Huhtaniemi IT, Pettersson KS, Pols HA, Grobbee DE, de Jong FH,
Lamberts SW, Leutinizing hormone and different genetic variants as
indicators of frailty in healthy elderly men, J Clin Endocrinol Metab
1999 Apr; 84 (4): 1334-9 ).

B, FAERERERE, AFETRTAHGREBXERGF &fo
A

[0023] BB AL\ —AF &, RELE P LHX FSH &K F .
FE. HRAFHRGRGEARARG LAEX, B, KRAWAHE
#F X0, BLLFAMMR—FRE A LH/FSH F A (7 B3R
¥ LH & FSH L& K-F. FA. HRAFEHRGHER ), RL. fHib
REREE, IAFGREAREHXAER.

[0024] LH/FSH #7 %]/l 4 5t 4] €354 R R TR MR E B AR E

(GnRH) & GnRH %£4%. T#F GnRH # GnRH %4 vA B4
HAF LH 3 FSH B KPE. A, AR EH. AL EF GnRH
% GunRH RMHKFHRERFHEFHIK LH f FSH AR+
( Thorner MO, et al., The anterior pituitary, #£ Williams Textbook of

Endocrinology 9" &, %# Wilson JD, Foster DW, Kronenberg H,
Larsen PR, 269, W. B. Saunders Company, Philadelphia, PA(1998) ).
Blde, BRMMKE—F GnRH X004, CBRPERNLES, BT
&4k 455 LH #= FSH & % JUX (Mazzei T ¥ A, Pharmacokinetics,
endocrine and antitumor effects of leuprolide depot (TAP-144-SR) in

Advanced Prostatic Cancer: A Dose Response Evaluation, Drugs in
Experimental and Clinical Research, 15: 373- 387 (1989)). &G, &
# GnRH %4 F#, ¥ LH # FSH %4 B2 F F#¥ (Mazzei T ¥
A., Human pharmacokinetic and pharmacodynamic profiles of

leuprorelin acetate depot in prostatic cancer patients, Journal of
Internal Medicine Research, 18 (suppl): 42-56 (1990)). A F AL A&

GnRH XM EF G ERRTEATNR, BEBKR, HE&BK,
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ARk Ak, desorelin. 2R FHHRFE R,

[0025] 3R AL, TA A& LH/FSH ¥ #H 64 3 € %4 @d642
RFRTF 44 £ R I a K, 34 R W&l X R Ik L& by,
NI 4 FSH o8k, HENFEZEBI4) LH 95 (Lee S, Rivier C.
Effect of repeated activin-A treatment on the activity of the
hypothalamic-pituitary-gonadal axis of the adult male rat, Biology of
Reproduction, 56 (4): 969-75 (1997)). ##l XM oW E LFEE L
&, A KRE, RERLETRBMEAS S FSH, 482 E b4 ¥
LH # 4 % ( Robertson DM % A, Inhibin-related proteins in the male,
ZE The Testis, 2" &, %# Burger H #= deKretser D, 1989: 231-254,
Raven, New York (1989); Xiao S % A, Interaction between activin and
follicle-stimulating hormone-suppressing protein/follistatin in the
regulation of basal inhibin production by cultured rat granulosa cells,
Endocrinology, 131 (5): 2365-70 (1992) ). #iLFABEAEHER,
#l & o 97 3 & T 44K LH X FSH 43¢,

[0026] #HBRALH, THEMAH LH/FSH #HHH e EHL e
18 RFR T ) B IR = A WG XK, BT A @ RATH 4| LH. FSH
K GnRH ¢47% K. LH/FSH ##H 45 1€ £ 4 @82 TR T R #Aak
P AW SR, BT E A 69 504K T LB LH % 46 .FSH %4 X GnRH
ZAR, RBERHHEHOIEELRIRTF Talwar & % F= Aphton
Corporation 4 = L # & % %% % GONADIMMUNE®#) & # .

[0027] LH/FSH #4749 5% #13€ €362 KRR F GnRH ##HA;
GnRH %K ML##], # e citrorelix & abberelix; A% LH & FSH %
A EERAH; PABRY LH X FSH A8 SARERTHRA e
. LH/FSH 3 #|# & K€ £ 4] €2 KRRk F4E4T Lid LH/FSH 4 4]
FG AR ETHEZGE M. Kiftdh., TR,

[0028] BRALPHF—F &, 2EEIBP, FLELDWAA
ERE, EVHRIRGTHHNEF/RIAHEGRER L THRAK

( Burger HG, Dudley EC, Hopper JL, Groome N, Guthrie JR, Green

31



02826983. 7 oM B FEi/am

A, Dennerstein L, Prospectively measured levels of serum
follicle-stimulating hormone, estradiol, and the dimeric inhibins

during the menopausal transition in a population-based cohort of
women, J Clin Endocrinol Metab Nov; 84(11) : 4025-30 (1999) ). #4L
FHpR Rty —RAKER, FHFTHA.B. C. DFE, FLRNH
ARARBGENRE. HERLE ArF@REANERF MR, &R
AL, HREGFNLE AELESARTTA, AREBRGHE
7,

[0029] B:RRALA, i b ERELRAFL. FE. K
EHNRES @AY LAMRE, B, KRAAYS KT
AL TFTAMB—FHREHELENHN (FRERRAFTELTNL
BAKE. FA, HRAERGHH) AHRL. RIERERRE, R4
HHRAETREBRAR.

[0030] SE/LEIHIA 4 ZH LIEMARRTELERLRA, #HioHr
HERIFAHE; AMFFHERTFEAWE TS EGLEY; AREEL
ERE@RLHENETARLELSRAHFENLNELSECALELS QLS
W, RERT AL ELERFAHNGRLEEOEARTRTEALETR
AR AP ERLESARRAGLAS. ABRATELERRNZ
WERSHRGER. ACERERFANG LA CHEIRTHER
MRS R, B EAMTARTIRG . £4. AMEBAERL
M iE T ERRE — AR ERE LK. RECFLERHMY
L4 QIR RRTET LR FEREFH A G £ ETHRZ G XMY
Rt Ahfeil.

[0031] BRBALH, Jadrk R, FL£, HRAERGE
@A LARE, B, RAAF—FEEFXeHELL
FAKR—F RS A RN (BPRJFRATIAHE QR K
F. FAE, ARAFRGHHN) ARE. FRLERERRE, RAWE
BAEFREREMXRR.

[0032] 97 347 % 3 3 A 49 £ 4] Q3512 IR T 97 840 K ARl 4P
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BIWEFEGNSY. PAREFEENGXECEHCERRRTAY
§F a4 & SRR AW, UBAY PR E LR SRR T4
RAEHR, FeawEHth Qe Rm T4 LR EER
M eG4 ETZ G EMY . Rilfdh. Wi, slifomEmRx
Za.

[0033] % 4F, BRARLYA, WHELRKF. FL. HRAEHR
TRELEE@BARG LAMAX. A, RAWF—FEhFXak
BB FAMR—FREFTHNEEGLHN (FPRHJJBIFH T LR
KP, A, HRXFRGHEN) R, FIERERRE, AW
Br & REAMKER.

[0034] #7414 3 dt A 49 55 4] 3542 R T 3 4l £ Fo bt S 4l £
FEGHA., HHEHGHNGLCEHOELTRTATREETA
RN, ARRATHHAELAGLABETERGEN.
4K 2 B 64 5 ) Q45 {0 RIRFAE4T L ] 3 A 0 Kb
Rt Wi,

[0035] RXAXRCEFRIREERAERG T X, AwLR I
M, REABIRBEAELRGHT], BEZLTRBESEFHTLTEH

( Alberts B, Bray D, Lewis J, Raff M, Roberts K, Watson JD, The cell
nucleus, /£ Molecular Biology of the Cell, Garland Publishing,Inc.,
New York, NY, p. 385-481 (1983) ). £ EFiE@me+, RS E,
HFaptyswiissss (Saretzki G, Von Zglinicki T, Replicative aging,
telomeres, and oxidative stress,Ann. N. Y. Acad. Sci. Apr; 959: 24-9
(2002)). EAFREKE S @mARE, RBERKE, "EaRRES
2, maRk &L T (Tzukerman M, Selig S, Skorecki K, Telomeres
and telomerase in human health and disease, J. Pediatr. Endocrinol.
Metab. , Mar; 15 (3): 229-40 (2002) ). 5% 453 47 M &4 4% 43 -5 B 3% 43 K 5%,
MEHORA A TE, it DNA RGRHNBERIIREKSHFE
KL ( Griffith JD, Comeau L, Rosenfield S, Stansel RM, Bianchi A, Moss

H, de Lange T, Mammalian telomeres end in a large duplex loop, Cell

33



02826983. 7 oM P FE13/4m

97: 503-514 (1999) ). # & E#., AREFRHRFR@EGEHBEL NN
M B ARG, B, A F 2 RETHERAKEZHE 65"
WM, CMAREIL “RFBH” MR REHHFE, Tk ‘R4
W mBRRAILR MR RRG .

[0036] 3B AKX, MpsEEiRRHEImE mie R I LAMRKX.
B, RELARLECIHEELL FAMMR—FRZH LiZ LH/FSH 3 &7 |
EXEWHF . R EHREN R EREN, aEATRTEMN
e R, Rt WWAERE, WSS RbmanEd, AKX
KA H—FHFTXF, BEEPRALERER, NEHEET B0
MAENTFHRE, TRERNZEALTREGLRALZE.

[0037] £BH—REFXTF, REACEEKI AT MG HE LY
R m k., AASEBHEMEANA KRG DRHEER, SR EREA
W mpel R ATILE, FLSEBEENMRELWHRRILERE
HAERAGHMEOIEX., PR ELPBORTENTEREL, ENMAT
RENMRGELHSRBEK, B4, BaEFAERERRE (HleEhE)
d IS REH BRI R G RS, RXEHSR Ok AR
BB ARG E—FE R (Bl ARSE @B, ABAYE08HTE
M), AR, ERA—RELRELR, #é, REMGALHR,
Wt i, fo RIBHE, E—HEAFTXFT, REMG LM, &
S, SBLFEHS, EFT4A LH. FSH. FiE. 4 EHf/R 07
i E. B LH A FSH AR 695 Xosbty, FroAE—F £kF
XNF, ESIHFREU G LFER, XL 0FHERRESNEH
WEGHER, EAMELL, #eBRE, HAEH SR ERXEH
¥, FAEA—NELHR. RESHSPNBAERETHEOMBATE
B —B BT ], Hde 24 B, S XBENEE, SA—FHMNEIE, ¥
4v BrdU #Fit. MEFFeR et s, MeiofafstBAn T
MR, REERA—MTELR, it i, X468 F
MG E (RHMER) S5BERTHRKE (RHEE) b,
VA FE SR e A 5 BLAR KK
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[0038] X E Ak é) LH. FSH Fo/REFHRF Wik KF. T4,
HEERENLS, F/ApHERFOHEHLBRE. T4, AHRIFE
Bk, BB RLEFTIREEHRGGHHEER, AAhFHHH
Huniid, AREERE. Bit, RAROELTHASH L
i LH/FSH 3 #) ) . 7EE 3R | 45 4] £ 38 3L 5 fo 99 0 £ 3EA),
aFEeMeg Lo . KRiltd. TERE, ARKIBAINMOGTLSY
Ris¥,

[0039] AAKAMKECERFAFT, Wil . 2RIXENY
HEBHBE, RENQGXUH. Kiftdh. 4R, TS5 LHFSH
FHEA . BAEFFA . R ERLAIT O EEANKRESEA,
QELRAZGRLE, B FEAMESE, BHE. FRIERY
BESTLBAEREES, MY GnRH #£5: (Gharib SD A,
Molecular biology of the pituitary gonadotropins, Endocrine Reviews,
11:177-199 (1990) ; Steiner RA % A, Regulation of leutinizing
hormone pulse frequency and amplitude by testosterone in the adult
male rat, Endocrinology, 111: 2055-2061 (1982)). M5 GnRH & F &
1 LH #= FSH #)%-5:#8 V" ( Thorner MO % A, The anterior pituitary,
#& Williams Textbook of Endocrinology, 9" B&, % # Wilson JD, Foster
DW, Kronenberg H, Larsen PR, 269, W. B. Saunders Company,
Philadelphia, PA(1998) ). Bk, #RBRAX A, wik. 2FIEFY
B4 AL R T it — 3 MK LH 3, FSH #9436, B sbiv i @mme A e L
A, ARRIWMEEA. B, B LR LH/FSH #41H 495 A T8
BEXRERGER, FREAELEBRGARTLE, MARRBALE
FHXEBROGRESEA, AFPEXEEE,

[0040] &% —FF T XF, REAAQLIERL. IERERRE,
KA G I AT IR B, B AN &M B 4 15 48 K 84 F 4
T, cRBRHEAMRAEFHA (e aRf R miefng L
REGHH ) KRG, XFwmieR I E NG —F EFQBRELRE
O HRBAEOALARELKES (“RAP”). RAP Ha2 EXREH
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(“A2M”) K& S, AR EFM, Hik A2M #%84. LAY
A2M T EERELES. BRALN, A2M:5LEE0%E A2M $4
e, ANFRALEGELZN, REAYELETR ML,
B ;A BB A K AT B F) RAP.

[0041] fmfe B IRF #1645 —F L6 R 4T3t BAR B am e 2
MEE (Flde, BRAHEES, 4 CDKs) HEEIARK, RELR
RGBT, AR ERAT BL 10 RGBT, {28 4FstiX sk 4m
FOR R 6 F B —F W RARFT AT WM 2 R 2 %) K 1 8 e i
KE,

[0042] fZmfe R JAFr#I M 69 5 — LI R EA B, ©iB i b MRE Fo
MmMIE RO TR H @O E. KLU BT Q36 %80 8 B 4 H o
FERPOEETRRTREET A (PAFBR). BEAK. KRB AB
e Bl BR 24, B dmiB R4 T Fe L R4k iT,

%97 B AR

[0043] AL BAOIERE ., FILRERE SR, RELFIAAGES
AMRKEA, RAWH AL me R iR, XARRALsEigK,
RAEFH B A, XRBLRESW., A—Z EFRRE 5 REA—F
K E A L& LH/FSH ##|#), vA4% LH X FSH #9 sk KF, 4, 3
FERE MR R WA 2] RAEE T &4 LH A FSH 9 B 4700 & KE
BAR~E. BRI BIFERGETZ R TR,

[0044] E—Fr =45 X ¥, LH X FSH & B #7 e x K-F . B 47
. AAFARRBAFERRERMEAL TS e AR 44 7 5 e 3
HRGRKE, FF, DeREN, EALTHEFI8E35 5%,
Blde, ZAKH LH EF R AKFE, FHLA% 0-10.0mIU/mL, L2
A 0.4-92.9mIU/mL (€ M4 5 A #k 3y ). XA 8tH FSH E§ kK
F, FHHHA 2.0-22.6mIU/mL, *H%4%H 2.9-29.5mIU/mL (4R
AERIEE ). EFH—FFEHEFX ¥, LHX FSH 4 B 370 KF.
BARZE. BIRA R B AFF RN RHIRC o698 A 7 ik R eidm)
HRILF TR G R AKF. ZF, HERFER. 430, 3F LH
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#= FSH #%, 0.7mIU/mL 0@ KE B HEBRAEEE TR R
g, ERLAHFS —H5#EFX P, LHX FSH # B 470 K P
BARSE. BN B FERATRER, REAERATESHIE
SIEA. RTHZHE R RS ZRAREEHARAR S B 04K
HrREETFARYTIRSIER.

[0045] BRAVAF, RAAREBEBARAR T £ 1k iR 2] Tk
ZHBRANK LH R FSH 8tk KF. F4A ., HeeREH, EAT
A% LH A FSH % B A7 2 K-F. BAREE. BAFSHEE 3 B 47580,
TARERAE LH/FSH #HH 6484, AEFRREFT &, £—F 3
287 X\ ¥, LH/FSH #4IH 64 HE, FloBBERATK, TEY 0.01
mcg/kg/'NiF £ 100 mg/kg/ R Z 8], BRAVA B, 4deTHiXH
LH/FSH #F®AEH —FHE L HHRTEMRNER, D —F
BRGBIKABMBREA S I, IMEHERBRALX (Frbike
HERAMRAETGEHN) BAREFALBHIAZHANEA, K
ARAAABLBEARARBRERGRLEHNERFTEL Y, ATk
FXF, FHTHARETRANE, Bldndy 0.01 meg/kg/ BT, X
% 2RE, TRZ LH = FSH & K-E, 4o LH #= FSH & K-
ZEHTEAKE, WTRHERIZHNE (H202% 0.1 meg/kg/ ). T
FEXAMFEE, BLE LH K FSH 9 dAKF. 4| hebREME
BIATE R4 Lid LH X FSH B #7e& K-F. B>, BAFhEERA
AFEM.

[0046] #ldw, 3% 30mg R HHAA FHERERABKRAER T —2L
HNEXEFH, FEREARRCAEARSCHER Y, #ETEY 4
AR BT IR R BB, 2 ARG, AMRE LH % KF 2 RTHRA
4, W FSH &k KF 4% smIiU/mL. EF—FEZH ¥y, HHGER
SHRRFHTREERLYG 1AM 1.88 mg BB ERABARTHRAS
AN é4 LH A= FSH S K-F MK B RTAERI 6K -F. BRAHHSH,
RARR AL BHAA R AR ARE, HTRIXLAFZ—, B
BABAE, g, A KE, KR FIEFNER. AAKGE
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REEAEAGECHHF, TRAANKRZIE LH/FSH # &) F 64 7 £ 3§
& XA8R.

[0047) AZ AL QIEHME., MIEREREE, AELFIFGE
ZHXARK, AR B meF LA, S5 RA L5 Rk,
RAWH R4, IRFARSA—ZEFRREFTEEA—F L
RAEKEFEH A, AEEARTHLEKE, F4 . DR FEEKR
PAPRIRBAETHELETN DR KE, BHF~E. BEFEX
BAFERGEFZ—mERYG,

[0048] E—FrE#EFXNF, FHEHE HFLAKE. BHFZE.
B 472 6b 2 B ARE MR 2 R AE 4 78 o) A6 B S R 1E R A3 A 78 3 sE R BB
BRI AR, FAE HEREM., Hldo, IANHERLE-ALFE
EKE, FHWEHHhEY 590 pg/mL. £F—FrEkFXF, Fi
o) B ARk KF, BAEFE. BAFS R B AFEMR R R 408
FTRAFZERANRERILFRB R E 0B KE. FA, SRR EHR,
EF—FHEXRFAY, FLEHERLBEKE. BAFZE. BAEAE
B EAFRERXRYRTERFIRTMER RTEZUHRREEAR.

[0049] HERBARHAH, RAREFRARAAR THRIANRE TR
B RFERE YRR, T, DR ER, REHTREE
HEGEIFLBEAKE,. BAEFE. BRI AREE, TUHLR
AEERENFR GBS, AEPRBEFTE. E—FETHFX T, &
e F ) F &9 F) T AL 0.01 meg/kg/ B £ 100 mg/kg/ R Z ],
ERANAY, ARFLEFWRHANGERAFTXTRE, Hlie, HIw
BHUHETEMRMN, RATERS e eddiR B G HRAK A,
KRARNBERAH A (B CERSDERIMIFARF K EN ) £A
REFALHGIREHRA, AHFEARFREBHAATRFERY
EEABRFELYE, EXHTRFXY, TLTHAMREA Y 0.01
mcg/kg/ N ELEREN . KY2 A5, TREELELZKE,
HREF L ZKFRITHE. Hd, RO LBZKPKT B IFKE,
RTRBEGHHNE (H308 2 AW 0.1 meg/kg/NE), ABFERFE
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fo g KA | bR FTE B B AR R KR, EF—FEH T, K6
WEREMNETIGTRIAHNE. FREHSHNFopaip i stheg
FE. BBRAKBAH, FRLFRRAARKFLIARE, HTE
Bl ARZ—, RESFHEE, Be58. B KE. KL AT
BT ER. RANEREBERMEANLCHHF, MIEFELE
&R e EEE AR .

[0050] AKX AL AIEME., ML REERRE, REBFRAAGR
AL LR, REWHRBIE@ERHG LA, XERRAFLHSRI
¥, XAWHREGEE, IRBALKRSAN—FXFRRGFTELA—
FREFA LRI EHRSN, ABFENETHLEKE. 4,
BRXEHREI AT ERLYGR TR EREA LR TELHRRIEA R
KA.

[0051] ERBANAH, RAREBEAAR WFFB3INRE| TR
M ARG E SR AKF, FAE, HEERFEM, AN TR
P K 69i% B AT R AKF. BAREE. BARDERBFES, TR
WEBBEIFOEREMNGRKES. AEFRBREFTE, WoawtHt
FlegH &, FoeffowrE, THEEY 001 megkg/ I E4 100
mg/kg/ RZH], BBAMPH, XIFFamEHRARNGEAF X T
2, Blde, BINLHYEATERN, RETEAS I FHEER
R ARIER, RFERBEAE Y (Fr@ERSHER IMK
BN ) BERAXFFALEGIAZEHA, AR RARLEE
BRARBRFARYGACHBIFTELH.

[0052] #lde, P73 E EH 58 Z IR AR KF L BRA TR
FARMBZ, o AHY 6.610.3 ng/mL, F HH 24 5.410.2 ng/mL( Kettel
M % A, Circulating levels of follistatin from puberty to menopause,
Fertil. Steril., 1996 Mar; 65 (3): 472-6). #RB AL W, WMMdBitlex
R BRARIELYH (HiBd—FTHEANGERAR) QAW ET
REFEHFENRZREBHALARKFITF:
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R et Rk R | Tokg AR 24 D E RERSFBITE
( meg/hr/kg) (mg) Ao & KRR K
(ng/mL)
1.0 1.68 0.54
5.0 8.40 2.70
10.0 16.8 5.40
25.0 42.0 13.5
50.0 84.0 27.0
100.0 168.0 54.0

[0053] A4z KBy, TP K R KE T R2) EF kK
B, FRIAL 130 047, HE 4 FHHAEA LA 10 meg/kg/ &
b le R R M BRE R PRI E 10 DA 24 DTG PRI E R
KE.

[0054] B, #lde, TTEFIENZHNGHEARR, A 10meg/kg/
RS RE HIR R T0kg MR A 24 DR BRI E (RBHE TR
M H—&Z, RH 168 mg RHEFLE). K425, THAG
B ERKE, RERELERE, SMRFTLIEBE. WEH
Yo @AM R ETERFRT BFKEREERLEKRKESTE
AP RAER L5 RIBHEG T BARKE, RIPaFEGH ETH M,
e RB B AKX, TR PRGN E. RBAHLAH, A5
BEBHEARAR THRRIARE, REBEFEE, Hofid. HA.
WE, KRR FITNER. ARANLEREBE. RAREAKILEH
WE, NMEZEIF TR B G EHRETA8E.

[0055] AKX PALEQIERLE. MILREREY, XELFXFHE
FHXER, AEWHR LSO R MG LA, IHBRA LR
¥, XFxweimbsss, XEFFIRGUA—ZEFREFELA
LR EHGER, ARFHENRAEKRE, A HEIERRF
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RAFESRBAETENFX B ARLRKE. BiFFF. BARAEAA
EBRGAFZ—R IR,

[0056] ERKA—FEEFTXY, W4 EW B AFARKE. B
WEE. BRI EARFERAENMRREL T SR P RBE R
AR HEAGLRZKE, FE. HRXFMW. Hlde, XA
KWEHIHFEFT oBEAKFE, SiHhH2 300-1000 mIU/mL (M4
ABRAHRELR), FHEHY 232-866 mIU/mL ( Halvorson LM,
DeCherney AH, Inhibin, activin, and follistatin in reproductive
medicine, Fertility and Sterility, 65 (6), March 1996 ). /£ X & 8§ % —#F
KT XF, WHEGEIFLREKRE, BAFFE. BAFHERB R
HRLYRTREGHEA AR THELHRRSEA.

[0057] BBABAH, RARLBEBRRAR KFHBIARE TR
BREMNANETFHEGLRKE. FE, HRAFY, RMEHTASMH
HEHBIFRBEKE. BiREE. BAFAERBIRERE, TUHELX
BREHFEHAEN OIS, AEFRRBEFTE. flde, HHEHLHNG
HE, HwEELRY, THES 0.01 megkeg/ it EL 100 mg/kg X
ZE, EEAAEXEFXF, TLEY 0.01 meg/kg/ B &34 F 38t
MLFTAK, BRAAH, IHHWHEHANGEAFXTUE,
Blde, FINLHHATERN, SETERAZ I HEBZHG#
FROHER, RAENBERYRXG (FeQAERSHER IMFAR P
HER) BAREFALBHIAREAHN, RAERARFREFHR
ARBFBHACHERFERLYE., EXHLEFTXP, %2 A5,
HAZWFELRKE, wREZARINEEZNE 47, MAEAE
FIRTHRLGINER, MAKREREGHAHNE (F3204 0.1meg/kg/ /)
R EGHFHAT), AWM TR KPLAE LRTE 26 B FF0AK
P ERARAPH, RAARLERRAREHFEIANRE, HTRE
LA WHEG AR, WHREHRANGH FRRESFBEE, 58,
MA, BRE KRR FTEANER. AANBREEREANLECH
¥ T EAKE KA,

41



02826983. 7 oM P oE/am

[0058] AKX UAEGEE A LH/FSH FHI A . FAEHHA ., 78
RN R HENERN PHHARS M, LiAE LH. FSH. #
HE. FRAWERHHET —FRSHHE AR KE. BAFRZE.
BAREMNAR R, Hlde, BBERFKR (—HF LH/FSH#HHH )
THEamE (—FHEREWHANFPOrERLEN) BEALA, K
& LH. FSH FoiE K 690 KF, TR EIFEIHFE 6 oEK
F. EREAGS —FERFXFZ QLA LA/FSH HHH . F1L
EWHA . FAREHEENIFF R AN FH—FXEH, RAD
LH. FSH. #F&E. FRAWERHFHE T QGREN RS A o) ik RKF.
A, DhteFaE ey,

[0059] AARKEASFEHRF XN P, WA LH. FSH. F/hE. #W4H
EA/RPAMENLRKE, A, HERFM, FBT—F IR
FRAGTHERAG— AN SEFHERNGAERRVH#FAS, Tk
8RB AP LH X FSH W& KF. A, HRREREREER
FHRERAKE. FA. DRI ES, AFEERRIFADHEHEX
SRR e R KT, FA. FEEREM,

[0060] &R AKX P EKF X, LEHF 6 LH/FSHIHH . &
ERER . FH R, A RN . KRR EER N
AL, TEIOR, 24, BEEE. BA. BH. $HHL
H(BPERNANBEIEMAORMBIA ), EaBAR . BB EHH (#
I LEBRRAIRGWERPHHHN) A F LA MFX#F. &R
AEPGECEHRFXN, LH/FSH #4 A . FEwmalH., ek
A, IR K A oMK E B, @%L@%E%% s TAVARE
FE. SHE. HEEAMNY, BAHXIEMTLE i%ﬁﬁﬁm
T4, KTl BAN @R LANHAT, E£R5
EEMXEFRORRAR, BAFEWETUANILRXILAZELY
RE,

7% 7 ATEF B A8 K A& A 4 LAY

[0061] TEEXRFIREAALPEAHAG R LML AR, Xk
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BALRA THHIHA, AARERRLARS B X EF)EERQGE T
KW, REXATATAEAETEERAER, O BRTLEF
B R R,

1. SHEBRBHAE

[0062] &K BA Q.34 5T AP SR HAERIL, CR—FEEHL
B BRBERNCR S BRAR B THARLE, CERCPRERB
BME. REFBRAEERRELANEN L ERAEFE (Lusis AJ,
Atherosclerosis, Nature, 407: 233-241 (Sept. 14, 2000) ). sh&E % % B X
Fribty, RARGTFHRBAFARGBG RTIL, LERESHRS
X & & (Mora R, Lupu F, Simionescu N, Prelesional events in
atherogenesis, Colocalization of apolipoprotein B, unesterified
cholesterol and extracellular phospholipid liposomes in the aorta of
hyperlipidemic rabbit, Atherosclerosis, Oct; 67 (2-3): 143-54 (1987) ).
FERBTIRHBRBY, CHERRTHENG, CEHEREE
HRAMKX 2 EAN, FlloshBREE AT B ILE I R EF A
71 (Ross R, The pathogenesis of atherosclerosis--an update, N Engl J
Med. , Feb 20; 314 (8): 488-500(1986) ). 3 bk 4 &9 /& B H 5t 3h Bk R 15
REVHBMEFERRMY, BRIIMRBERLHIREEREL
T & 6§ ILF #4347 (Stary HC, The sequence of cell and matrix
changes in atherosclerotic lesions of coronary arteries in the first forty
years of life, Eur Heart J Aug;11 Suppl E: 3-19 (1990) ). X% Zh bk #54E
RAKETEILERRT, FE302SBAURE, BRhAEARGFE
RARMEFHHKE] 50 2 60 F W+ ER—F L R2HEEFM. 3
RBFAEAG LR R X OEERRTEANS. FREBLE,. Hh
E. BB, ¥EFHFCHE (Lusis, AJ (2000)),

[0063] KT TRAMGSHKBHALRBAA “BHEL”, €5
HRRGBELL BB TR T EN A BRERNGRBERA E-A B
FAX. EAREY, RUmREEHELSR, CEFAHTREH,
CARA “AR@MIL”., RE, ARG T, FCMN G E ST RY A
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ARG IR,

[0064] 3208 B F AR R A E 7B BLbmfe, b BN 3h BRAE 64
TR EBTE BB &AAGHRE. ABRPATROALEK, REGSH
AT, TRRAORALFRESIRG TR, EXEHALT, HMH
ARRGTHREERGRR, AROEKRFEEH @R, EXmb.
o A AR ) Y ) N R ) TR NI ) XU
RERRIBEAFLER, FHRA—FapstLFug iR, LAR
T HRBHRAR REBARN SRR, TTHEYL, AL 0BT A
SRR RRAE (FlSPER),

[0065] HA4%FHAAR, HBARLH, LH X FSH g KE, *
2. FHIANRARGLTELRGHE K-8, IARFETT L
JARI Rty LiRf R M. ERmit. FF NI NRE mE
B B RBHRAG KL, dlde, RE@HTA LH £4
# K& (E. g.,Lin J ¥ A, Lymphocytes from pregnant women express
human chorionic gonadotropin/leutinizing hormone receptor gene,
Mol Cell Endocrinol. Apr 28; 111 (1):R13-7 (1995) ). A% &7, LH #=
FSH AR EMGEZRBRKC @M mMHTE ( Athreya BH,
Pletcher J, Zulian F, Weiner DB, Williams WV, Subset-specific effects
of sex hormones and pituitary gonadotropins on human lymphocyte
proliferation in vitro, Clin Immunol Immunopathol Mar; 66 3):
201-11 (1993)). Bt, KX\ —AF @ LIETE R4 IF Sh BB Mk
o, RAFIERBEE L m. EAmi. FHNE’R. AEK.
BRI EmPIRC oy, KRBt S A —F XS LH/FSH #
N, CHELEATGAFLERERLY, KEHHNTERERBY LH K
FSH 6 e R ARF. A, e RE M,

[0066] HH#AFHARK, BHBEALH, FRELRBKE, T4,
ARRFEUORS, IZHHER AW ELEKE. Z4, HEH
ERN TR, LRSHREHER. ERAml. FENLEKR. ALE
Jo. BREBMOIKRC DO EENE min X, B, KRLPLEQIHR
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B iEIT ShRRBAERRAIL, R AL XML B @G, EAme. 7
PLémfe., AE @I, R fmRIhe mia¥E, X2EIHAH—
HREMHFHNENHA, QELOERARGRER{H D LR, XLH
FTRARF TG B ARF, FA, FEAFHR., KAWL CIENY
KRG DRBHERENL, AR LRBE LA, EHmR. FRN
mie., WESKE. BRI ARCmenHE, XL A—F
REFFHEM AR RPN EHEN, QX LAY LEHN R
ERE, ZEBHANTREFHERIF TG LAKRE. ZE, HEk
REM,

[0067] AKX BAZ Q3 —F BB KRG 5T shMRBAARAL, KA Ik
BESLEme. Edmie. PRSI, AASK. R4S Em0RH
Bty Gk, CRBEHA—F LR IR PR H LR,
eTHEIEXFF @RENBRAR. XEHH O ARRTIRE LR
EOASHRMXEATHRLEES (“RAP?); 4t RATdt tmfie 9349
O WG RIAR (Hlieétst CDK F @A &G 65 G Rk );
BB, BAEE A, BER KRR, BREERHY, #psf
THRERET, AREMNGEMSD. Riltdh. TEhfi,

2. B

[0068] AEX AL LERGRAT A, ERA—MHREHAAR.
“WiE” RAETEVNBAMBNIETAFTHEZRGHEE. BEGEH
QEEARRTHEE. $HUBRBRABRE. BAAEH0E. HE2K
R $HHBHBARE. EXEmeB. BEE. 246RE. RAK
PRAZEGHRECE. RAZLTARE. TTHEE. AB. JXiH4s
IR BATZE TG . AR JE Foi¥ 2 ¥4 8 (Hill JR,Kuriyama N,
Kuriyama H, Israel MA, Molecular genetics of brain tumors, Arch
Neurol Apr; 56 (4): 439-41 (1999) ).

[0069] X Bk 9-#F 42 7T 48 e (neuronal cell, BP AR HN-F it
Rothmie, QG iV R DA BB A BT BT )R “4&
Aoey”, EBRREMAERAXRBER I EESH (Jacobsen M,
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Histogenesis and morphogenesis of cortical structures, /&
Developmental Neurobiology, M. Jacobsen %, Plenum, New York,
NY,1991, pp.401-451). REL RS Z T @I T £ T LA @I
A¥, REMRETRENALE, RBEAFLHERAT (FFakit
) ( Multani AS, Ozen M, Narayan S, Kumar V, Chandra J,
McConkey DJ, Newman RA, Pathak S, Caspase-dependent apoptosis
induced by telomere cleavage and TRF2 loss, Neoplasia Jul-Aug; 2 (4):
339-45 (2000)). ARSNGB A MR ELTEAERTHHEY
1, FEEAREBRAR, FIRmRHER B, WTELARE
( Hahn WC, Meyerson M, Telomerase activation, cellular
immortalization and cancer, Ann Med Mar; 33 (2): 123-9 (2001) ).

[0070] #RAKMA, OHBREOF L5 Ru MR @IELE e L
i, BERREEXATRAINHEAMREAGFEHER, RILE
BEKE, RRLABRNREF AR, “WHHFEHE RR45
Tt %, XFMBERTHT PRARRGHE TS EF/
RART MR LR,

[0071] 5A4%FHAAR, WRBRALN, LH K FSH & ok RKF,
PR ARAERGREG, LIRSV IRHBARRKEGF TR
%, Bldw, AT AR AEXBATZ MR @I (A BN
Jo) ¥ LH 89 A AT MmEHEE, EXAHLFT, ¥ 0 £ 160mIU
AR E4 LH A\ Ao ik 3% J7 K o 33 3109 BAY 2 0 108 40 L84 AF T
F. A BrdU Rt ki fkdy, ABT@RsEME. wWE 2 7,
HEAR#Z LH t9@mietark, #2ERE LH AR LR Ry @iy i
RAEFRG, RXORSEAELEELHRERS Z 40mIU B, #%
AFRE LH (5-10mIU/ml) #@i, e afibikiEs LH &
miLdH K4 50%.

[0072] B, KA QFETE XA A, R4 HILRKLEHS
Aenpetyh, XREEHA—FREF LH/FSH FHH, €L
ARAARE B A Iy, X HH TRALRAF LH X FSH 89 KF.
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FE. ARRFEE, Hlde, HF—AHFR, AELKEEATARLS TR
A 2 40 JO N dm LR AR ok S B RY 3 JE. B B AR R —FF GnRH £/,
C MK LH #= FSH 69 KT, F4 . heefEd. WA 3 BREKRSS
RETERBAYRA B WA EHRER, L+ EABRGRELY
A 10nM, FBARARARELGAR S TR ARG ETA KB AKF,
W B 3 T, 3 RE, 5K QB RATE 90058 48106 w134
FIL AL RAFRRGRANEZ DR BOGHIILF | 342,

[0073] SH4%FHAAA, EBRALN, FHELZIKE. T4,
HRAERGRERE T FHERIFATEKE. FL, AR EHY
TH, SARFZLMOHKARTHERX, FHER. Bk, KK
AEEETGRET R, AR BEN B MO HE, X
BLHEA—HREFERENFN, QI LEH AL HH LAY,
CMTHAREREGLBARFE, FE, HRIEHE;, XA REALEA
—FREHHEH AN R A EHAN, QLR AZGRLEEH
FIERE, EMTREWHERIT W EGLBAKFE, FA, SR

3. AR

[0074] RERELOKELTABGLEM LR, ER—HEEHX
R, SMBMRRABFZZRTLGEE, RARIREHALT
HE—RF LG RE, H5AH 135000 4 #4587 5 6 F= 70000 A BT 5
#] ( Greenlee RT,Hill-Harmon MB, Murray T, Thun M, Cancer
Statistics 2001, CA CancerJ Clin 51: 15-36 (2001) ). A iE#ER T X 3
SMEMBERBELEHEMBLEF EARI BB RELERK, N
RULEHEHBR T mBHEERFTHER IR (Robbins SL,
Cotran RS, Kumar V, The gastrointestinal tract, /&£ Pathologic Basis
of Disease, % # Robbins SL, Cotran RS, Kumar V, p. 797-883,1984 )
( Farraye FA, Wallace M, Clinical significance of small polyps found

during screeningwith flexible sigmoidoscopy,Gastrointest Endosc Clin

N Am 12: 41-51 (2002) ). XA ERGELFRMFBRRHEL, RRXKERK
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LA ES0ZE 70 FGFHBE (Okamoto M, Shiratori Y, Yamaji Y,
Kato J, Ikenoue T, Togo G, Yoshida H,Kawabe T, Omata M,
Relationship between age and site of colorectal cancer based on
colonoscopy findings, Gastrointest Endosc 55: 548-51 (2002) ).

[0075] &BAK, @AM L AR REMAMUBLE @R
WHREHRE, RRAETTENGHYRF . ALY
BARATRAE, “WHYGFFTHE ERREHEGHEE, €T
THEMEMARY EEARF/RART My L4 R K.

[0076] H5RA%FHAR, HLBKRKKLYHA, LH X FSH KF. F4.
ERIAEEFRAEXNGHEK, EVHEIRNFTLEREMBER T @
FRE R EHR, Hlde, AR T LH A FSH KPH#HHE L XL
&M, Xmi¥iEE£iRE (E. g, Holt PR, Yeh KY, KotlerDP, Altered
controls of proliferation in proximal small intestine of the senescent
rat, Proc Natl Sci USA Apr; 85 (8): 2771-5 (1988); Descner EE, Cell
proliferation and colonic neoplasia, Scand J Gastroenterol Suppl 151:
94-7(1988) ). F#sh, HFEKkF, BREHFKREST (HRT) (LA8%
1& LH #f= FSH ¢4 /= & ) ©iEAAT LM TR IR %A (Jagadeesan
UB, An incentive to start hormone replacement: the effect of

postmenopausal hormone replacement therapy on the risk of
colorectal cancer, J Am Geriatr Soc. 50: 768-70 (2002)). & —R 815

A5k S mQBEY, B HRT #RT4MEHREOBKELA
F] HRT #1& 40%, # BLE A HRT 4 55K 4 554 L4 B 45 5 M 5% 5
&) AKX /& ( Slattery ML, Anderson K, Samowitz W, Edwards SL,
Curtin K, Caan B, Potter JD, Hormone replacement therapy and

improved survival among postmenopausal women diagnosed with
colon cancer (USA), Cancer Causes Control 10: 467- 73 (1999) ).

[0077] B, REPELEELHAIAMBLEMHELME, RFLILEREE
HMEMERATR, REMILRBRBELEHE BT ) EE, AR
Bt A RS LH/FSHWH A, QELOAZHREEHN TR
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4, B H THIKKAY LH X FSH 8ok KF. 4, R #E
M,

[0078] SH4ERFHAMR, EBRLH, FALELBEKE. F4E,
ARAERNGR G/ R ERIFAHERE. FE. AERERY
bR BEMEME R MRGHEAFFTHBAAX, IHBERTH
BT FHEARRLEMEAMBEGL L, B, KLALOLIEEHTIH
Bk, XML RBRELMEME AR, & FLIER AL
MR ey, IRBIFA—FREFERLETWHAN, &
FLERHZGALEH KRR, EMNTHRIRELTGRBEKE, F4,
HEEREM; A RBEFA—FHREFHHRHAN RPN EH
#HH, QELBAHAZGARLERERMNERLY, CMNTRIZWE XX Er
E oy d sk RPE. FA, DEREHE.

4. FHMHETEM KR

[0079] AXRECETGFRETFMEAMAR, LEARERE
X, FHMHEEMLARR —Frdh@meA LA R, SEXBEIAL
CHAMXNER, @A ELATIIREMEEOETEGFTHE.
FHARRRETERGE TR, AL AINEHRFT AT, H
EHFFHEER BIANTHERGEETHRT FTHGETHEF/RL
AT REE MM E A H T AR £ AR,

[0080] FHMMAM AR EFOELRRTITRAERA. $LHK
FHAE. HCE. SHFTHEATL (TMD) (LAHEHFFHHEL
BAAE), AAMNEE G OBFZ. ARNAORHERL., Y G RN
A, BHRFEH@RAR. SHMMEGRRE (AML). SR EHS
BEafm (AMKL) (LR amie-Ezmian®k), ¥ B 244
HemiehoR (ALL). L@R¥ S i, o RHESE, FHELR
WA, BB, ERR MmN £ 52442 (HES), MK e@mie
Ay, hReEbghk. Lafehhm,. REMaKG LR, £
CHRK. ARLCHFHMHEAE.

[0081] FHMsfeR @A RAN TR @A KFH 4L ) (LiB,
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Yang J, Andrews C, Chen YX, Toofanfard P,Huang RW, Horvath E,
Chopra H, Raza A,Preisler HD, Telomerase activity in preleukemia
and acute myelogenous leukemia, Leuk Lymphoma Feb; 36 (5-6):
579-87 (2000);Clarkson B, Strife A,Cytokinetic considerations
relevant to development of a successful therapeutic strategy in chronic
myelogenous leukemia (CML), Leuk Lymphoma; 11 Suppl 1: 101-7
(1993)). SHARANKY LA, FREMSOEERFHEN, 0
RAEFTH¥TEMER (Robbins SL, Cotran RS, Kumar V, Diseases of
white cells, lymph nodes and spleen, 7 Pathologic Basis of Disease,
3" )&, %# Robbins SL, Cotran RS, Kumar V, pp. 653-704, W. B.
Saunders, Philadelphia PA (1984)). #&B KL H, A —FRZHE
R Fme A LA TR ERFTHBRGER, THRH X
RETMHAERRGERIIL.

[0082] HHGFHANR, BRALA, /&4 LH F/& FSH K
B A, FHEIAR, BB ETHMAREARFTHER, RIERFE
MABEMARGL L, fldo, ARECBETH LH ZAGKRE (E g,
Lin J ¥ A, Lymphocytes from pregnant women express human
chorionic gonadotropin/leutinizing hormone receptor gene, Mol Cell
Endocrinol. 1995 Apr 28; 111(1) :R13-7). %%}, &R+ # LH # FSH
TRBFHE ARG ERHEEXS K ( Athreya BH, Rettig P,
WilliamsWYV, Hypophyseal-pituitary-adrenal axis in autoimmune and
rheumatic diseases, Immunol Res; 18 (2): 93-102 (1998); Hotakainen
PK, Serlachius EM,Lintula SI, Alfthan HV, Schroder JP,Stenman UE,
Expression of luteinizing hormone and chorionic gonadotropin

beta-subunit messenger-RNA and protein in human peripheral blood
leukocytes, Mol Cell Endocrinol Apr 25; 162 (1-2): 79-85 (2000)). %

b, EV—RARRFT, LHA FSH FARFHRGRF AR C B0
W@, ot —FEABVGFTMaE (Lin J FA,
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Lymphocytes from pregnant women express human chorionic
gonadotropin/leutinizing hormone receptor gene, Mol Cell Endocrinol.
1995 Apr28 ; 111 (1):R13-7). ®mE, EBKEASEHMRELBAH
ABre, RARHRBEGKERA G, ANEEBARML, KLF
BEVERT G 0 AR A 10 £ 20 44 (Down syndrome and leukemia,
Leukemia.; 6 Suppl 1: §5-7 (1992); Zipursky A, Poon A, Doyle J,
Leukemia in Down syndrome: a review, Pediatr Hematol Oncol 9:
139-49 (1992);Avet-Loiseau H, Mechinaud F, Harousseau JL. Clonal
hematologic disorders in Down syndrome: a review, J Pediatr Hematol
Oncol 17: 19-24 (1995) ).

[0083] Ht, AL AIEEF ARG THMMEAMER, RAFILE
BB T, XA ESHA MRS H LH/FSH ## A,
Qi LEALGREHHERYG, CMNTHRIKKXAF LH X FSH 34
BENRARKF. FAE. HERRFH,

[0084] HH4G%FHAAR, BRARLN, FHELRERAKF. 4.
R FRGRE, AATHERFAFERE. 4. HRAFHR
HRIR, HRMETMAREARFHEERAX, IHRFTHRTFET
MMEMER, Bib, RLAPLEOETBRETFHEELEERA, R
FRLAE S T ey, X RBEHA—Fr RS A EREHFAN,
Qi EBARGALHH ERY, CMNTRRELE G BRKFE, &
A, ARAFEN, IARBLER —FRE R THEHN KT EH
FHHH, CELBARGREEIRY, ENTRHFTFHERIF LN
EHKE. FE. ARRIEK.

5. BEF K

[0085] AKX AL OIEBFARGEXT R, ERX—FHEXEMHAXA
., BEAFER—FEBAUMER, ETYRFERGLFEMXT, X
BAERAPULHIE LG TR, CERTRMKE, KEGHLTRB R,
ABRFa@ie. FRABRSR (FEBEFEKR). ’FEaE0 (FXK
BRBUBRFAKSAHEEN) PARSR (FRETEKFOE
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it $ ) 3 78 #9 3% 7% ( Dijkgraaf LC ¥ A, Ultrastructural characteristics
of the synovial membrane in osteoarthritic temporomandibular joints.
Journal of Oral & Maxillofacial Surgery. 55 (11): 1269-79; ¥+
1279-80 (1997); Kerin A % A, Molecular basis of osteoarthritis:
biomechanical aspects. Cell and Molecular Life Sciences 59(1) : 27-35
(2002); Hedbom E, Hauselmann HJ, Molecular aspects of
pathogenesis in osteoarthritis : the role of inflammation. Cell and
Molecular Life Sciences. 59(1) : 45-53 (2002) ). X Fr X F o R e§ €2 35|
RERK, THMEZH TR (Silver FH F A, Relationship among
biomechanical, biochemical, and cellular changes associated with

osteoarthritis. Critical Reviews in Biomedical Engineering. 29 (4):
373-91 (2001) ).

[0086] AAEMELE T ARILTFHABNME, FER. FRF
IR E, MWHAFARG 2 ER, IHFTERFTXH Ke)—
PER. B, TEdEBRAREERERAKE R LKIRGHE
MEEMEBBMENALE (Smith EP F A, Estrogen resistance
caused by a mutation in the estrogen-receptor gene in a man, New
England Journal of Medicine, 331: 1056-1061 (1994);Somjen D FA,
Age dependence and modulation by gonadectomy of the sex-specific
response of rat diaphyseal bone to gonadal steroids, Endocrinology
134 (2): 809-14 (1994)). EA LR KA, BB ETHREFXFTRETHE
4 M (Turner AS ¥ A, Biochemical effects of estrogen on articular
cartilage in ovariectomized sheep, Osteoarthritis and Cartilage 3:
63-69 (1997)). %4, BAMRRXEBRMELT. KEFXTAREK
Fask My K B4 A (Corvol M ¥ A, Bone and cartilage responsiveness
to sex steroid hormones, Journal of Steroid Biochemistry and
Molecular Biology. 43 (5): 415-8 (1992) ).

[0087] Rk t4AFRIEIRAL T 2R, MME LR T FRKT REHS
R, EfmfokEgiE e A& (Sypniewska G F A, Bone turnover
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markers and estradiol level in postmenopausal women, Clinical
Chemistry Laboratory Medicine, 38 (11): 1115-1119 (2000);D'Amore
M F A, Sex hormones and male osteoporosis: a physiologic
prospective for prevention and therapy, Minerva Medicine, 91 (11-12):
283-289 (2000) ). A—FJ AR, £—4 59 L X5 F b i EFRF
MERENTLE, RELRAMEREBEHNEHX LB T H—FIA
AREA. SRETHFHERBEGKFERFHEELBHL, #5
CE5F XY KHH B MA%(Khola S, Melton LI , Riggs BL, Estrogens
and bone health in men, Calcif. Tissue Int. 69: 189-192 (2001)). X©&
FMRBETHREBFARKFREXTRZIRLGELEMGI XM (Sowers
MF 3 A, Association of bone mineral density and sex hormone levels
with osteoarthritis of the hand and knee in premenopausal women,
American Journal of Epidemiology, 143(1) :38-47 (1996);Spector TD
¥ A, Endogenous sex steroid levels in women with generalised
osteoarthritis, Clinical Rheumatology, 10 (3): 316-9 (1991) ).

[0088] A, MABEBATATERXFTRNAKXRALERRSE
B, LARLRFTEBEBRET X RKGET FRALY (H,
Wluka AE ¥ A, Users of estrogen replacement therapy have more
knee cartilage than non-users, Annals of Rheumatoid Disease, 60 (4):
332-6 (2001); Felson DT, Nevitt MC, The effects of estrogen on
osteoarthritis, Current Opinions in Rheumatology, 10 (3):
269-72(1998) ), wF 3 L EHARRTRBEENREAETEL (4]
%=, Nevitt MC % A, The effect of estrogen plus progestin on knee
symptoms and related disability in postmenopausal women: The
Heart and Estrogen/Progestin Replacement Study, a randomized,
double-blind, placebo-controlled trial, Arthritis and Rheumatology, 44
(4):811-8 (2001); Maheu E % A, Hand osteoarthritis patients
characteristics according to the existence of a hormone replacement
therapy, Osteoarthritis and Cartilage, 8 Suppl A: S33-7 (2000); Exrb A
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F A, Hormone replacement therapy and patterns of osteoarthritis :
baseline data from the Ulm Osteoarthritis Study, Annals of
Rheumatoid Disease, 59 (2): 105-9 (2000) ). b5}, .33 ¥ &K%
FEIMRELRENAGHHX (Chen CL ¥ A, Hormone replacement
therapy in relation to breast cancer, Journal of the American Medical
Association, 287 (6): 734-41 (2002) ).

[0089] HEHLFHAAR, HBAKN, MR A L5 EAHKI L
mp R LA, BIRXPARRELSTRYHEBZRRKET oK.
BEABSmIE., R miefo L mlolie)Hz, nRRAFAT L
XA,

[0090] H4%FHAMR, HBEALHA, HHFXH KOMHE-XF
BB ERAMAG WA NN LA, £d LH /XK FSH & KE.
Fr., FHAARGRFIIRY., #le, —RAHELRT, ZHFHTP
LH /A REABHT 3 £ 44, FSH LFAREAFT 4 £ 18 £
( Chakravarti S, Collins WP, Forecast JD, Newton JR, Oram DH,
Studd JW, Hormonal profiles after the menopause, Br Med J 1976,
Oct 2; 2 (6039): 784- 7). B3, £ F ¥ LH #= FSH . iF RE 4.4
A &T 2424 Efe 3 4% (Neaves FA, 1984). H3F, HEHHIHT
ERPRFALERRERAME (LHRH) 4 mRNA KPFELEZAFH
( Rance NE, Uswandi SV,Gonadotropin-releasing hormone gene
expression is increased in the medial basal hypothalamus of
postmenopausal women, Journal of Clinical Endocrinology and
Metabolism, 81 (10): 3540-6 (1996)). —AMKLER T, LH A& L&F
BEKBRFRE @I (KT @) 494K (Webber RJ, Sokoloff L, In
vitro culture of rabbit growth plate chondrocytes : age- dependence of

response to fibroblast growth factor and'"chondrocyte growth
factor," Growth 45: 252-268 (1981) ). # B ARKX 9, LH X FSH MK

P FE ARIXEFRGRSTREX T ARG AKEER, FLTH
TR, XPRRZELUBHAHMSE, RmATHEETXF XGHHE- X
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VHERETRNRAEF T e,

[0091] Et, RXPEFE—FETFIATMEE XY X, KA MEXK
BERT @I, BBENRBIL. R % @RI AN Km0 ik,
W ERABEEA—F RS H LH/FSH ###H), i LBHRAL AL
fa Sk ag, EEHATHKKXAY LH X FSH R # #6908 K P
PR RRFHE,

[0092] 5L FHABR, EBRKA, FHELERKE, T4,
HEEREHRNREG, REFHERF A ELBEKE. FA, HEEK
EHGEK, FE@ERHY LAMX, RALMMEF L R
AR -FHIRELERHBRX, FHELHLEHILLEEY
(BMP) X#&4, INXRALETERTERAXGEE L, 55,
CEFEPEIRPE GREFREGSRE R T ABE T @A
( Qu J, Thomas K,Inhibin and activin production in human placenta,
Endocrine Reviews 16: 485-507 (1995)). ZARSFAEI T, #wH %X
gPa i K I T #EILE % bk ( Halvorson, LM & Chin WW,
Gonadotropic hormones: biosynthesis, secretion, receptors, and action,
# Reproductive Endocrinology, 4™ 3%, Yen SSC, Jaffe RB & Barbieri
LL %: 94-97, W. B. Saunders, Philadelphia, PA (1999) ).

[0093] Bt, AL ARLAE—FETARETXT X, KA HEL
RBBIRFT L. BEABESIE. R R BICE RN A a3 0 7 ik,
FERBEFA—FREFFLENHA, G LERTHREH
SRRy, XEHHTHRRFRLENLRAKE, FA, HERFHE;
RARBEE A —HREHHHEHAMNII A EHSLHN, L
BAXHARLER KRR, ZLEHNTREFHERF AN EH LR
KF. FAE, HEERERE.

6. B R IANE
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YAty 44 FTHA, KP4 68%A 3t (Brunader R, Shelton DK,
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Physician 65: 1357-64 (2002) ). &1t 150 75 464 F 3 2 G 35 3]
#2 4 (NORA study sounds alarm on risk of osteoporotic fractures, Dis
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[0095] F/RBAME (RFHTHE, EER “BUNHE") KR
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949: 188-97 (2001) ). FHELA—A F AU EFER, ARF LB
FAask M £ ¢ £ % H ( Manolagas SC, Jilka RL, Bone marrow,
cytokines, and bone remodeling, New Eng J Med 332: 305-311
(1995) ). EidARAR AR E G @GR, B FHELMEIK, F
8 A ARARA R WIS WM VER, TN FAEARBR. EEFHAL
T, FARERRMIARLATH, BF @0E LB A B G KRN
RAERBREREAR, ABRFERIENTER (REFFLECEGG—F
AR CREHTILAYRITHEHL.

[0096] EAILERFFHME, $7TF M mbe T 0 F Bk, &
FREFEXR, EREREAFBLEHF (Saggese G Baroncelli GI,
Bertelloni S, Puberty and bone development, Best Pract Res Clin
Endocrinol Metab 16: 53-64 (2002) ). A &AL A, 185 6 Rlcik £
Fd R REXLGNF, REGER, FERFERFATER

( Raisz LG, Kream BE, Lorenzo JA, Metabolic Bone Disease, JE
Williams Textbook of Endocrinology, p. 1211-1239, % 3% Wilson JD,
Foster DW, Kronenberg HM, Larsen PR, WB Saunders Co.,
Philadelphia, PA (1998) ). Z3tHE], #4 X% 25% £ F K% 3%
BJR B AR K E # ( Manolagas SC, Jilka RL, Bone marrow, cytokines,
and bone remodeling, New Eng J Med 332: 305-311 (1995) ).

[0097] ¢4+ RE+ SR, BRIk ERFIBIEHETHBAY
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( Raisz LG, Kream BE, Lorenzo JA, Metabolic bone disease, IE
Williams Textbook of Endocrinology, p.1211-1239, 1998, % :# Wilson
JD, Foster DW, Kronenberg HM, Larsen PR, WB Saunders Co.,
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ERMTHEE (Melton LI, Chrischilles EA, Cooper C, Lane AW,
Riggs BL, Perspective: How many women have osteoporosis?, J Bone
Miner Res 7: 1005-10 (1992) ). F/R R E G LR B F ORI T
A F#H MRS (FRIAEGTRLARRER). H&% (K
Afe B HALBRKEKR), REL., KEREFRERKE. RE. KB
Folk s A K DA, RIEF®F (Raisz LG, Kream BE, Lorenzo JA,
Metabolic bone disease, p. 1221-1222; Messinger-Rapport BJ,
Thacker HL, Prevention for the older woman: A practical guide to
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HHEEEREZERRNN (B ERES). BEE. S84 % D
( Lafferty FW, Fiske ME, Postmenopausal estrogen replacement: a
long-term cohort study, Am J Med, 97: 66-77 (1994); Chestnut CH 3rd
% A, Alendronate treatment of the postmenopausal osteoporotic
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Am J Med 99: 144-52 (1995);Maricic M, Gluck O, Review of
raloxifene and its clinical applications in osteoporosis, Expert Opin
Pharmacother 3: 767-75 (2002); Civitelli R ¥ A, Bone turnover in
postmenopausal osteoporosis: Effect of calcitonin treatment, J Clin
Invest. 82 : 1268-74(1988) ; Prentice A, What are the Dietary
Requirements for Calcium and Vitamin D?, Calcif Tissue Int 70:83-8
(2002) ).

[0099] HAELFHAR, BRALE, @A LAETT &%
e (EMNBKFE) AGREF/IRT @R (CENMBAFT) ¥
T ERERE RAMNE, XTREENSRF@AL, RFak
ERMBREEEZAGRENERIIR, SHAAFEHMAE, HBRLHA,
LH & FSH L& K-E. FA. e RFREFAn L0 Kk, HiL3)
REFTHREARZF/ARTBREETYE, FHTEK, 7P F
RHFMMEQGREE, Hlde, —ARRLCLEARALELEF MY LH 0 iR
B &3 E 445, FSH o RE A & 4 £ 18 44( Chakravarti S, Collins
WP, Forecast JD, Newton JR, Oram DH, Studd JW, Hormonal
profiles after the menopause, Br Med J 1976, Oct 2; 2 (6039): 784-7 ).
Fl#, 2554 LH & FSH £ RELSFAZT 28U L3 42
(Neaves FA, 1984). H5F, HFIHTLRFIRREKLRMEE
A¥#E (LHRH) # mRNA KFL£ZFA FH# (Rance NE, Uswandi
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Clinical Endocrinology and Metabolism, 81 (10): 3540-6 (1996) ).

[00100] Est, REAP\OE—FRAGRAHFFTRALE, AR
LEXBERFTHIHE., REHEBRRARFT @O Tk, sF
HEABIEE A —FREH LH/FSH 41, QELHHTHARLRE
Pt , XL H THRAKR A Y LH R FSH 4 F A4 6 gk KE ., =4,
AR E M.
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[00101] 5HGFHANR, BREALA, FHEFLEKE, T4,
HEEREHGEK, XEWHEXRT AW ELRAKE., 4. K
EMAEK, REBFTERHEGH B/ IRFT BREEY T R
X, MARF WA B GBI/ IR T @R T T SR ERK.
Blde, EREEFTHELLEE (BMP) £hEs, IS RELETF
EfRggpXemet. %5, CBRPERNEFHREEREGS
wo3Hn T JUATLLR F 4 i 69 3 75 ( Qu J, Thomas K, Inhibin and activin
production in human placenta, Endocrine Reviews 16: 485-507
(1995)). ERSFALEFIHHE, WHERIAFERE TELEHSH 8L
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J&, Yen SSC, Jaffe RB & Barbieri LL %: 94-97, W. B. Saunders,
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[00103] RAX AL AFE—MIG XA FREME, KA LR
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WAL A —FF LR AR A R A S IeG, Xk iR R KR 4 R T R
ERFH AN BER ., XEBH OEERRTFREERES
BAXEORARXKEES (“RAP); 4t T RAREBRIEHEEH
B RGR (#ldedtst CDK F @R E G QA G RHR ), 48,
BAEX A, BRER; AKME; GReBEBEHY, #eb R AaiT X%
RIT, ARRBHH R, Riktdh, HTHhfi.
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[00104] REX AL CESL T AT SHBRGBXBRE, i
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Bro ERWART, “SHBHRG” BERLAENRAET R AREY
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e B2 40 8 5t 48 0 B B9 48 3K (cell cycling) # 478 ¥ ( Kaya
SS,Mahmood A, Li Y, Yavuz E, Chopp M, Expression of cell cycle
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2002 Feb; 37 (2): 93-104), AFLERY, HeMiE Y, @RS E

REFAHRALER, BT RFT@MBEALRISNLY, ZalefR
¢ ELARREEL, LARASHBHRGE. FELARTLHFHEL
M TR TARASRAR, 2EMNRETRI L, Pikmp
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# LA E VRS A S LH X FSH ok K. FA | ShebX &M e#
K54, Hldw, W LR, #4457 —ABR AE LR E 008 0
Jo (BPA2UMEaie) ¥ LH AE TR MMRME., EXRAAFR
¥, % 0 £ 160mIU RE ¥4 LH AL fo i3 K & 32 3k 64 BAt
Z@mEE MRS T. A BrdU iRttt fdh, AR T@aRSEH
¥, PRB 28T, 5AET LH @R, B22ERE LH &
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[00107] % %t, dw ERfd, AR —AHR, ANEERERBAK
BTRAAZEMEBEE, FERX MmO, & RBKRRE—FF
GnRH %444, ©THAK LH #= FSH 9 K-F. =4, hebR g8, W
BI3IEFEAMIRETREARRNBRAZERBERGLER, £ +%
ARG REN Y 10nM, EHBERLARRKREH L TR ABKREN S
FARBRNKE. B 3R, 3RE, BEEAERY R H
.38 40 8 64 48 O3 70 L R A% 6 R B AR 69 B AT 22 40 IO 78 S L B4 3% 7 )L
o 3 4%, |
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CRBIEH A —F RS LH/FSH HHH, Q@i L& AL H
EHE, X WA THRKK A LH X FSH X2 B H e kKR, &
. AR FEM.

[00109] 5L FHAAR, HBEAKY, FLELBAKFE, F4.
AR EENER, REWHERF AN T LABAKRE. FA. FHEER
FHAGEIK, RE5MRAE2LEREANEBRAPERX. flo, LRF
AR ) B KT iE LK M0 THR B JUAP AL F ¢ 56 8 B4 3R (Qu
J, Thomas K,Inhibin and activin production in human placenta,
Endocrine Reviews 16: 485-507 (1995)). AR FAL I, 374 E Fo/3,
R E A4 T EF 4 & ( Halvorson, LM & Chin WW,

61



02826983. 7 oM P FE4a/am

Gonadotropic hormones: biosynthesis, secretion, receptors, and action,
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RL %: 94-97. W. B. Saunders, Philadelphia, PA (1999) ).

[00110] B, KEALQIETE R4 T B A8 X 69 B4R
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AERBEHA—FXEHFHERSARF A THLN, €L
EHRHZYMEEH LR, ZEHMNTREWHERPEAH T LRE
KE. FAE, SDeERFME,

[00111] B, KA AL QE—FEF X EHBRGADX 64
BRENT *, WA EXELTRA—H LR @RRA B4 A LI,
X gk 4 B B SR IR T L R R mie A @R A R, X EH K e
PERRTIREERES ZABRXEGLTHERXKEE (“RAP”); 413+
BAR M me R G EOHRGARAR (Flioétst CDK F@RAHEZ
ARG RIRA);, BB, AT A, BEAK RAMLES; HepsE
By, BB RAeTREEREIT; ARXEH NGRS, K.
Ak Fadl,

[00112] EH—F LEAREMEARPETAECRELMEERY
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wEFRERN ., FHEHAEN A EREAN, £ LH. FSH. F4
. WHER/RF AR EHLBRRKE. FE, HRRFWAI] BT
L& LH. FSH. #F/E. FHEA/RIFAW KB R RAKE. B
WHEE. BAEAERBAFER, Lk, ZEHHNETE—FRZ
Gl il 3

[00113] L@ O AL AN S FH EHAFTABFTHE, 28 LA
RE MR A F XL ey, RMARA T HATRSE]. Hle,
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BFa) BRERE FEM LRHIFGERATXT, MASRE T O
BA|ER X FRHREFRE.

62



F1/4m

M

iA

i

02826983. 7

786 :L87 "PON [ "T3UE 'N(ZL6T) 18 19 134og ¢

HFE HEFHW

Mg

HeE

Bl B

o ., - AR
G Y (8 U Lt .,. B %
4..1..u . . -. Q ) b N
g ot . -

1o siem

H1 < HSd

’ . , 4 %J

" HI<HsE -

63



H2/40

I R

[Ty

3

02826983. 7

(1Y) FREFHEY

4

L0

1°0

i
.

120
(% 594 7) NPIg

64



F3/4mW

I R

i

02826983. 7

WOQT=H A 5 «
R YTFYs .

i 7 BB 7 T W LIN -

J_% wﬁw_ .er

2

|

(A s St g R Xt

T
i

on
B

[al o 2

s — = 0
L

8 DAC TR T

Sr e = ~p s g

L AT

000002

Catth = T P

00000V

e ———— o

< 000009
R

65



Ha/4m

I R

B

02826983. 7

(d4-%) el b1t

0081 ool oozt gool

!

1
t - $

=¥

p28- 2 N4

E280 TN

0] —»

KR yT SAfOT

v &

66



RiES
FRIRAA
KRN

IPCH &S

CPCH¥S

L5

S\ EREERE

BEGF)

patsnap

HEERRELRET MBS REMX KRB 5

CN1612745A NF(E)R 2005-05-04
CN02826983.7 &R 2002-12-19
RLE3Z

R-L- 83

C12Q1/02 A61K31/00 A61K31/07 A61K31/165 A61K31/17 A61K31/337 A61K31/565 A61K31/568
A61K31/57 A61K38/00 AG1K38/09 AG61K38/17 A61K38/24 A61K39/00 A61K39/395 A61K45/00 A61K45
/06 A61P1/00 A61P1/02 A61P1/04 A61P1/16 A61P1/18 A61P3/04 A61P3/06 A61P3/10 A61P5/00
A61P5/02 A61P5/04 A61P5/06 A61P5/08 A61P5/24 A61P5/26 A61P5/30 A61P5/34 A61P7/00 A61P7
/04 A61P7/06 A61P9/00 A61P9/04 A61P9/10 A61P9/12 A61P9/14 A61P11/00 A61P11/04 A61P13/02
A61P13/12 A61P15/02 A61P15/12 A61P17/00 A61P17/02 A61P17/06 A61P17/08 A61P17/12 A61P17
/14 A61P17/16 A61P19/00 A61P19/02 A61P19/04 A61P19/06 A61P19/08 A61P19/10 A61P21/00
A61P21/02 A61P21/04 A61P25/00 A61P25/02 A61P25/04 A61P25/06 A61P25/16 A61P25/28 A61P27
/02 A61P27/12 A61P27/16 A61P29/00 A61P35/00 A61P35/02 A61P37/00 A61P37/04 A61P43/00
C07K14/00 C07K14/59 GO1N33/53

A61K45/06 A61K31/00 AG61K31/07 A61K31/17 A61K31/165 A61K31/337 A61K38/24 A61K38/1709
A61K38/09 A61P1/00 A61P1/02 A61P1/04 A61P1/12 A61P1/16 A61P1/18 A61P3/04 A61P3/06 AG1P3
/10 A61P5/00 A61P5/02 A61P5/04 A61P5/06 A61P5/08 A61P5/24 A61P5/26 A61P5/30 A61P5/34
A61P7/00 A61P7/04 A61P7/06 A61P9/00 A61P9/04 A61P9/10 A61P9/12 A61P9/14 A61P11/00 A61P 11
/04 A61P13/00 A61P13/02 A61P13/12 A61P15/02 A61P15/12 A61P17/00 A61P17/02 A61P17/06
A61P17/08 A61P17/12 A61P17/14 A61P17/16 A61P19/00 A61P19/02 A61P19/04 A61P19/06 A61P19
/08 A61P19/10 A61P21/00 A61P21/02 A61P21/04 A61P25/00 A61P25/02 A61P25/04 A61P25/06
A61P25/16 A61P25/28 A61P27/02 A61P27/12 A61P27/16 A61P29/00 A61P35/00 A61P35/02 A61P37
/00 A61P37/04 A61P39/00 A61P43/00 YO02A50/414 A61K2300/00

60/340502 2001-12-19 US
60/369857 2002-04-05 US
60/383624 2002-05-29 US
60/385577 2002-06-05 US
60/385576 2002-06-05 US
60/385560 2002-06-05 US
60/385559 2002-06-05 US
60/385561 2002-06-05 US
60/385575 2002-06-05 US

Espacenet  SIPO

FERSREINAED MG ERENERMAHIMRE, MPERRE , AERTIMHREERRBNTE , LAEFT
AR T LHEFSHI MM KT, 4, EesduEt , IERERFIECRNTEESE , RERSHATNHRLINAMEN

Mgk, =4, ZhEEs

EE,


https://share-analytics.zhihuiya.com/view/22af24b9-30ce-49fe-9b0d-46c3d0c9713d
https://worldwide.espacenet.com/patent/search/family/027578815/publication/CN1612745A?q=CN1612745A
http://epub.sipo.gov.cn/tdcdesc.action?strWhere=CN1612745

FSH > LH

By BB LR FAR LELE E .

#4: Boyer et al. (1972)N. Engl. J. Med. 287: 582



