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Aump-ESmlahnR ), $BASERECELGNR (ALL). &
Mk S, o BRHSE. FHMHEARFTEMIE. FHAENL.
BR a3 % 42442 (HES ). REREEEG LR, SR @mied i,
fmahn. BREMERAG K. RE a0k, ARLCTHEE).
FAFX. BRANNE. B, AR, RHETME, ThHEX., P,
FRK. BRAY. ABEHZ%. COPD. Hho/E. 11 HERA. AL
ME Y E. oA, RAWFHRGLE, Lol HREB, £ER

15
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Ky SBRMBBEAR. BT RETRE. FRA. BHMBRE. FpE
EBf e, HEdhZBbhE, FHEML, X, lBEiE. L. 5
M. KMMR. FRESMEA. F40E, e, X5, &
B AR, BABAE., REFR, 2FMHSHHRE. KBRS
M KREMXFTE, STHALRKBELE, BERT. $HIRG.
k. FHBEEL, £FR. SHANKAFHA. KOHETH. &
LR, BHEDAEIERK, RARORBAE. RIBBERELL. 48
HEEHRR, CARBRHESREK. BBH. RISEMRELRE.
BAEHRBL . ABEAME. Barrett RF . 2285, WhF KB, @
ZR. ZXMNBH. MEBASIE, BBENAFBR, TEILSH.
R WERY . ER @B, VENBBFRE. REE. 2855,
ERMRAE . A RAR O o RN BRI . R P A 3 R Gk
SR, BRATZEBIE. BUME. SISO, EMNER. 3
BRI B HHFME . MEAKRA. WS R®IOE. FHIRE.
k. W omlE. £FR. §E. MEA. Hars. g
B EMBME. TMREKA. ETAEHREE. BARKSHE. |
MEBIEHRETE . EBERECE. SERCHEH. REEXBEAREH .
Burkitt # &8 = Burkitt #3KEB . SR C@mEKRTE. SA T @k
MEBE. K@ (T @A null) BFEKRERE. BLMBITHKE
B, SRAMETHMAE. LANBE. RTRB. TAB. TamB. B
B FAR. MEREEAE. EREEHE. FFFHEKREE. &
RIRATG . LA, BARE . A, BMRIALH., &+ &, EHKE
PERFMAR R A RMRET K RGER. AL EI RO ER.
FERAGRERERR ARG RE, R, HLABMFRIL. BLE
PRI MR KR AR K. R R, S AR K.
M) ALY R R IR E N ALY Y B DAk X R
KA RGEESIE, ROBLEFUELERF., MEBRENEN. TEMRA
FHAFOE R, R S e, BAY X, BEAP L. 2%
BAMBRR . REMXF R (TR ARBBEOE). FRABEF X,

16
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FREFT R, EHBEATR. BRAXBELT L. SAPHO (B X,
B MARK. TRE. FR) 5o B4RRE. FRESER. F
Bib, MNETH., RRBRETHR, ARES. AREKRAS. KT
BREKR. REARTHE. WA TR, shokdiii. REE. ¥
kA, EHBRGAXNERE, ARHHIEERLA.

[0014] “%m A8 B # L 48> R 48 3\ 40 5L B J 64 9 B 44 3R 2 Am bl % 04
Bhn, “taR I RIMBE D FERIFF LR A G TF @R
widfe, “HLSFERBHEBABA LS RRBER TFHRBARE, &
2. DRRFHRGRS, XREALSEWHE FHRBEKE, T4,
HERERG TR, “FLHRRAERF R @t @A R
RERFHA RGNS Y, CEERRT LH. FSH %/ E. “H Ly
s B -Fr Al @Rt miem s, Tol2 by
#l, ETARBEWHAE L5 E M BPGEMR, CMNOHELRETH
FlEAIRIE. EEARET, RiB@RBHG LA FFLni
R M BT LA BRAER .

REFRELAX KR GIE

[0015] BATREBATHERE, MENARLBAREE, #Am
JRRM b R R T, LS mEREREN@OART, ©
) 8 RALEE AR X S ( Mathon NF, Lloyd AC, Cell senescence and
cancer, Nature Rev Cancer Dec; 1 (3): 203-13 (2001) ). 54 4% F 348
B, BRAZW, REZG WL LRSI L0 R A M%7
), RELEARGTHRAX. #lr, HAAETEEZRAGA T &
Mo e EAF (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) ). XMeHEX A4
A K P 153]4E80 ( 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

2002 Jul-Aug; 48 (4): 204-8 ). B, KEX AWM B 2B AH4 @

17
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ORI B LR —FREFFHH, RHALERE, NILERLEREE AL
.

[0016] %4, HHGAFHAR, BEBAKA, REMAARKAY
B ey LRI, IR LA AR AR 6 m T d LA
AR, MIRARGERK. dldn, EXBREZHLERT, #
WHSRET, WRALRE, REMNARRSE A, L4
REH—FHNEL DNA #FF@iR5R0. BAMESN 20A0
ARK AL DNA $#%, FTASILR HARYE, DNA B R P RMBER
K, BHRTIHRRE, AfERaEfE T Rar. Bk, @17
HH LRARBMRERRLANTERYE, RELE—B2X4AXE, ®KALY
6 L F TR M B A An bk B 7 |

[0017] —2 X ECREABX AR, #dohiF 43 7T 40 £ 84 7R
BRR, RHKRASNEE (FPRAETRERARGEK) HmibA
B LERAGIRY., @BAEYLAEKRILEREAEBALY, 2
BdmRt TR @A, SNUATREAMNERES, RS
RAREGER, EX—LELCRIMEER T, HdeshbRBHEREL
RERARESF, WORAHH LAN G REEERIAKTFEFHEE
Wk, THAEMERGR AL, B, KAPHE QL ELE A
ML BB ERGER, REFIATHEZARLER.

[0018] BB AKX, LH 3 FSH &k K-F. T4, hibRiEn
MRF, AAFERENGRRARE, FA, HRRERGRE, EH
FIERTF AT ENLAKE, A, A FREGEK, bis
Ao/ R EEAKKRRA X @R H LA,

[0019] WA 1¥TREBTHRAEFREANSZ L R TH1T
MARME G RKT, EIRR mI R KRR, A BILE
BT H oK ARLEREBEEE (hCG ) ( —FF AL SR 18] vA
EFXFTAEGRMBEE, "ELYS LH LA 83%A 5| FAMN, #5
LH £% 48 B #) % 4& X Fisher DA, Endocrinology of fetal development,
# Williams Textbook of Endocrinology, % # Wilson JD, Foster DW,

18
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Kronenberg HM, Larsen PR, W. B. Saunders Co. , Philadelphia, PA
(1998) ). AIEIRAA, PARE 5 il & B AKF G ENE, £ILA AR
FELRTHETH @MLK IE (Qu J, Thomas K, Inhibin and
activin production in human placenta, Endocrine Reviews 16: 485-507
(1995) ). EALF 4 4] SRR 5k FSH, vABAZ B 4K ) 21 AR
436 LH (Robertson DM, McLachlan RI, Burger HG, Inhibin-related
proteins in the male, 7 The Testis, %4 Burger H, de Kretser D,
Raven, New York, NY (1989) ).

[0020] 4=F B 1 ¥ A7+, LH #= FSH #)fe & K-+ £ B ILIA LR
—ff, BPAEEMNE 1, XRREMEHEENGF—NH, EF
HATERPEAAGAEERK14. 155, LH R KPRFER L
BRI AR E, @ FSH ¢ K-FREA SR, BAXNHHA L5 EAMA
Lk, Rin, 85 FHFRR (FHHH 13-18 5 ) R miii
8% —BTH, EHIE LH 4= FSH # oK P ## &, KREFRIL
F-3 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] ERFAAZER (4HH18-35% ) B R EAL, FSH F=
LH #fdKFfEns FRAMOLERRILAZ, BRERLY
ERBEAEFRTRRETENS BRABARALSEAEAR

( Reichlin S, Neuroendocrinology, # Williams Textbook of
Endocrinology, % # Wilson JD, Foster DW, Kronenberg HM, Larsen
PR, W. B. Saunders Co. , Philadelphia, PA, p. 212-213 (1998) ). J=# &
1 Ff, %k LH A= FSH % % KP4 4 58 /8 # 7 % 3 (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) ). ARFAAEK, FhEFGLEKE. L. FHik
K 7% M AR P & Ao/ R A4 K 448 T (Halvorson, LM & Chin WW,

19
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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] A FTRFEMEEZGFBFRR (LA HGL
%F= F 253 ) (Lamberts SW, van den Beld AW, van der Lely AJ,
The endocrinology of aging, Science, Oct 17; 278 (5337):
419-24(1997)). =M B 1 F77, EXEZHE, LH = FSH & f & K-F
¥a, AR AR RIERBI R FHAKTE (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 S51: 35-40
(1980) ). ¥ LH #= FSH #) 3 % b B iR ig A2 R R 4% £ (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) )e
— R R BTHEERME LH o REHNF 3 £ 445, FSH ifRAE
¥ % 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). B4, 5 F oy LH = FSH kR
BANAEEHT 24804 LF 34 (Neaves FA, 1984), A%, £HF
SobE T L PR EBEAME Y mRNA K-FE¥FH (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)). EXF LH A= FSH *A ¥ %, 2V HoRBTLE
BE g K fedr s E e E A FTHRA K (Yen SCC, The biology of
menopause, J Reprod Med 18: 287-296 (1977)). AZ S FH ¥, 5 ¥
FFREAL, ik LH RE 5K 2 FWAMX (van den Beld A,
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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, MIERERRH, RHAETRAGREMRXARROF LA
# A

[0023] HBRKLAH—ANF &, RETAL T LH X FSH & AKF,
FA., ARIAEEARGFEROA MG LAMEX. Bib, AXANK
oy X Gis, @i T AMR—H RS A LH/FSH 47 %13 ( B B3R
¥ LH 3 FSH s KFE. FA, ARREHGHH ), RAL. HiL
RERRE, RFATAGRETREMIKR.

[0024] LH/FSH 74| A ¢4 5 4] 462 Rk TR M E RSO E
(GnRH) % GnRH %4%. T4 F GnRH # GnRH %14 A A&
HAP LH X FSH ¢ B AP T4, AR EH. A ET GnRH
# GnRH (MR PFHRFEFHIFEIC LH A& FSH #yKF
( Thorner MO, et al., The anterior pituitary, A& Williams Textbook of
Endocrinology 9" F&, %# Wilson JD, Foster DW, Kronenberg H,
Larsen PR, 269, W. B. Saunders Company, Philadelphia, PA(1998) )
Blde, FRBMHRA—F GnRH X4, LE2XAERMNLHE, €7
1% E4K ik LH #= FSH & % JUA (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) ). &, &
# GnRH %4 T8, % LH A FSH 966 2 F TH (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) ). B F AKX A4
GnRH %) R4l QA RBRT RAMRK. BERR. FER,
ARk, desorelin. LR FRFAEE TR,
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[0025] #:FEAKBH, 7T A 4 LH/FSH # 4| F ¢4 1 & L4 4542
AP F #70 F RIPB 40K, RA R BT H)E R BIE Z L1,
CAVEF FSH 436, FEDE B3I H LH 4% (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)). #W#| EfWawELENEL
A, FRERE, RERETHEERSH FSH, 800425 ) %%
LH #)4-# ( Robertson DM % A, Inhibin-related proteins in the male,
F£ 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) ), BT Fadr B EHER,
# % Fo 0 /¥ & 7T 4% LH & FSH %3,

[0026] #=PBALBA, 7T A A& LH/FSH ¥ 4| #) 69 € £ 6L .46
8 R T R AUk = & R 8 Rk, AT A W 3RART ¥4 LH. FSH
X GnRH #7& ¥, LH/FSH ##|H 6 3 € 5 4] €342 TR T R ik
JE AW R R AR, BT A S KT FL BT LH % 4K .FSH 4K GnRH
TR, BB RN EH QLEERRT Talwar Z & F= Aphton
Corporation % = £ ¥ 4% & % 5 GONADIMMUNE®# & ¥ .

[0027] LH/FSH ##|# 64 £ 4L @& RRF GnRH #H#HA;
GnRH A& M# A, # 4= citrorelix & abarelix; #% LH & FSH %
HEE AW ABRFEYF LH X FSH £ 62K E15 54 R 6s
#. LH/FSH ¥ #|# #) 1€ £ 4| @& R -F/24T L& LH/FSH # 4!
Py £ E ETHZHEMY . Kiltw. WTRfd,

[0028] EBALPANS —F &, ERELEF, FLELHAM
BRG, EVHRSAGTIHHER/RFEAFEYGRFRTETRAK

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

A, Dennerstein L, Prospectively measured levels of serum

22
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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) ). &%
FHPR By —RIKARK, LAFFHA. B. C. DFE, FE£ 324
ARABGFENRE, HELEAFRNBRBE(GELRFHMR, &R
AEP, HRANELE AFFREZTARBITTA, FTREBILHNNY
3,

[0029] BRALHA, RELRPENELBRARL. FL. AR
EMORZE@EAHG EAMX. B, REAANF —LZEFTXE
HBLLTFAR—FFEEHFLEFHA (FRRRAFTERLE L
BAKE. T, HHRAFRAGHAN) REE. RIERERARE, XA
Wb KRBT REMRAR.

[0030] EEFHAM G RH CHEEARRTELERAN, #0w
#HERTFETE; HABFFHERFEAHNESLGLGH, AREEFL
ERE@REHFLELRELSTEHRZFLELLLALSHLE
¥, ALAFASNEREFHRNGLE R CHARRTELER
WA AP ERETRREGNEY . ABRFTERERRNZ
BERFHRGER ., LCHFLTHFN M EH LEERRT R BT
AR AT, BT EENRATIRA., 44, AKX ERL
Mk F A FRRE —F RS ENE LK. LCERTRHH G
£ ) QIR RRT AT LR FAEIF A 09 £ E ETHRZ LM,
Rty . ATARAm i,

[0031] BBALHA, FaFEFoAKE, F4£. HRIFHRGHR
KE@mEAHY LAEX. Bk, RAVF —FEEFXNQFELL
FAR—FRE A EESEN (FRFXATFTIFEH T LEK
P, FAE. ARIFERNEN) REL., FREXZRRE, XA
BT REMERAR.

[0032] 57 J8. 4 & 3 i A 69 5 4] € 3642 KPR TF 97 s & Ao R 97
B EFAEGKSH., PAREEENGAECERFCELRRTAT

23
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S SRR A IS, AERAT AN E LG LARBETH
RAHEH ., LeFamtlts et Rk FEMLRFANENS
My LB ETHLG R MUY, Rt HRFE, FllFoFEmx
k.
[0033] A4t BRALA, WHELRKE., FA, HRIEHK
HTRLEmp R Y LiAsk, Bk, KRANS —FEAFTXECHE
BB FAAME—FHREAWHETHEN (FRJRATHH T LA
KE. A HRAFRGERN) RAL., RLELRERRE, AR
LERERS & v e X TP

[0034] # & F M H 6 FH CHEERRTHAE MR E
FAEVHA . HEHENQGILE E G QI RIR TR H 5 & 4K
ALt d, URRFTHHELHANTREESTERANERN. L€
) A 6 K ) @ IR RIR TAEAT Lk 37 1 3 2 A 6 KAk
Kbt . AR F i,

[0035] AL AT QIEHFnEEERRY T X, ERRARRY
M, RERTTRBELRRHS, BHEATRAEBIESRATLTH
( 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) ). EE ¥R E@ME T, HFRh@mREI R,
A Famphegstkis4a (Saretzki G, Von Zglinicki T, Replicative aging,
telomeres, and oxidative stress,Ann. N. Y. Acad. Sci. Apr; 959: 24-9
(2002)). EARK B mERHE, HBEE/KRE, ARERTES
B, smgk 4T (Tzukerman M, Selig S, Skorecki K, Telomeres
and telomerase in human health and disease, J. Pediatr. Endocrinol.
Metab. , Mar; 15 (3): 229-40 (2002) ). s& A3 ¥E 47 M 44 48 48 9 B3R KL R 3%
HEGEELE T, il DNA RGRANEZAILERSFR
AL ( Griffith JD, Comeau L, Rosenfield S, Stansel RM, Bianchi A, Moss

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

97: 503-514 (1999) ), # &34, LA EFRERFRAEIHHELE KR
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Miedk B RAFRY . Bk, A H S AT @RAREHHREN
Mg, CAIHRBILRERG MR IEET S, Kb izgg”
0 0, R AL LR m B B R o4 2 4

[0036] BB AKEA, swAHiERER S @m0 H R LiAiX.
B, ARLALEHFFIL TR RS A LR LH/FSH # 4 7) .
EEWEA ., R ERSH KPR EHLN, GERBTFEMN
XM, RitH. THRRE, IFFHRBEREEENEE, AKX
XA A —FHETXNTF, AEEHRARFRAL, NIHALT HEHR
AN PHRE, TRERNZER TR EQGHREEE,

[0037] A —%#EFTAF, RAEPCIEERKRATMGH L5
Rt 7k, AAPRBHEAEZNMEG@EIEE, SR mitz
WA ERATIRE, ALLSEABBKENMMRRE LG ERRIALERSY
HXEARGHMEOMHX. FlRRROETENTEREL, SNAT
RENMRGFLSRBE. F4, B HEFEERERE (Hl0E)
TR BREHRFARALERE GRS, KB HEROA K
BB EGE—FZHEE (Bl ARTFEEIR, ABRMNZ@IB
@M ). Ak, BA—FEARRELL, #ipé, RENARGAZHES,
Wit i, hRXKBHR, E—FREFAT, REMLHE, &
S, B FEHS, EPTAA LH. FSH. E/4E. w4 £/ 07
BWE. BA LH = FSH R UABRAF 67 X4k ), FTAE—F RHF
AYF, EHIHFRE G LFHS, FFILaFHZREAHTLY
B EHEL, ERARBETL, #BR%E, KWIEEH S E XL
W, FE—HELMHR., RASH Rt BAES P EEBARL
6 — BB ], e 24 BT, S2EXBENE, EA—FREZTEL, 4
4e BrdU 472, MFAFeR @it R, e oM & fast B T
KNI, REERA—FIHFLL, it E, HEIAHEY
R (XHHAE) GrBAEL T @R R (RWHEE) H X,
AT B ARG A o3 4 4.

[0038] JmRAKE LH. FSH Fo/RENREQH LBKE. F4.
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HERERG, F/RFHERPEAHFEFGRARRT. FA, i3
PAK, R BN RE T I RREH R HHEEER, AR FHKHH
Huppaas, Brisid, @% ARRLELT—HAFH L
# LH/FSH # &1 H] . FAEH 5 A #H4X M Fo o iadr X3 H,
Qe Me £, Kb, “Wiﬁwﬁ, VAREAR SR T ARG H 24
T

[0039] EALAKLE FHEFT X, HillE. 2RAERY
HREBEE, RENYEBY . Ritdh. AR, TS5 LH/FSH
R, FAEWHN . WREHANIF AR ERENRAIEA,
CELOAZHAE, BL—MHARFD%, v E. ZRIERY
HBELTEBAEES, ABY GnRH # 43 (Gharib SD A,
Molecular biology of the pituitary gonadotropins, Endocrine Reviews,
11:177-199 (1990) ; Steiner RA F A, Regulation of leutinizing
hormone pulse frequency and amplitude by testosterone in the adult
male rat, Endocrinology, 111: 2055-2061 (1982) ). M5 GnRH #) T &
12 LH #= FSH #4358 Y ( Thorner MO % A, The anterior pituitary,
J£ Williams Textbook of Endocrinology, 9" i%, % # Wilson JD, Foster
DW, Kronenberg H, Larsen PR, 269, W. B. Saunders Company,
Philadelphia, PA(1998) ). B, BB ALH, £, ZFEXEHY
BRA-H R VT it — 5 M4k LH 3 FSH #9935k, B sbdv 4l 4a 0 8 #1149 L
A, ARRIBRAER. B, BA LR LH/FSH #7 4| H 6 5 A T 8t
FERERGMR, FREABAEEYGAERSE, FIUAARALE
HFHAEBRENA, AR HEARRE,

[0040] £ 5 —FF KT XY, RELACLERE ., FMIERERRE,
AT RATG S RPAARA . BT RANE R G MR A5 A8 X 64 B 4]
F, CABLHA @R R F (Et’#ﬂr% il R m e Er ey b
WE A ) EHE. :iﬁ'éail@}%ﬂﬁ}]#’f’% #) —FF k| LR E RIS &
é X 4R A8 a‘é%é ZHXEKEYE (“RAP”). RAP Ho-2 EXEH

(“A2M”) ZWh&E4, FEAXREF M, Mk A2M 4. LAH
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ACM T HFERELES. BBALH, A2M:EFRLETEL46ME A2M %4
A, UNSFELEHEEEN, RLRAFAETRSmBHEHE,
B vA 8 R AR PR =T AL A} RAP.

[0041] @IER KR4I Al 64 5 —Fr Ko R4TTH RARrmfaH B
HEE (Flie, MIEAEEE, v CDKs) HEGRFIKR. RELAR
RABEHRFAMRE, PR FERRTE ZY 10 REGET1E, /27 4rsFik e am
o B 3% & ¥ —FF 6 AR PT AT S AR 3h S AL 3 ) MRS A1 o e
K

[0042] WA H#W 4 H 695 — LR LA, CEALEKKE R
MILERGRARFF BT E. KA P @36 @08 B A
EERFIOCELARFRTHEEE A (FARKR). LEK. KRRILBRFRE
JEE B A4, it R AT fe SR AT,

& J7 B AR

[0043] RXAOFERLE., MIEREREE, KA LATATAH L
MR &EA, RAWHR @R LHE, SHBRAL,EHK,
RAWH G, XRXBLKRS., A—FEFRREFEEA—F
X % L& LH/FSH #4417, YA4§ LH & FSH #) & KF. 4. 3
B E M MR R T 1A 2| R AEIE T @49 LH F= FSH &) B A7 & KF
A€, BB FERGL T —REIY.

[0044] E—Fr%£#kF X F, LH 3 FSH #) B AR f & K-F. B 47 %
¥, AR RERRERELAE AR AR ELE SR
HRGRARFE, FF, DR EHR, EALTHLTF 18 £ 35 %,
Blde, EANNH LH EF RKF, FHLH 0-10.0mIU/mL, %4
4 0.4-92.9mIU/mL (CMA B K3 ). XAEH FSH EF kK
P, FMHYHHA 2.0-22.6mIU/mL, %H4H 2.9-29.5mIU/mL (EL4E
AR FES ). EH—FEHRFXN T, LH K FSH & B 47 fo ik K-F .
BAR*E. BAFH R B ARE R A KGR 4% A 7 ik R AR
B U R R B 6 iR E, FE. R FM. Sl4e, 5F LH
o FSH &4, 0.7mIU/mL #&KF B ABRELR T FEAA R
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heh, ERLPAH—F kS KT, LH K FSH 8 B 470K F
BAEE. DA EFERRATHRAK, REAASRTRELH IR
SR, ATHZGRRIEARFFRLEBEARARSZH 0 AK
MRIETALYRREER.

[0045] BRAHAF, RAFBRLERRKAR T F £ ik iRE] 7T 4
FHURAAR LH X FSH 9B KF. FA ., HeeREH, RAAT
A% LH #= FSH %) B AR KF. BARZ&. BAFH6ER B AR M,
TAERERKE LH/FSH 4 M 98k, AEFRRAFTR. E—F %
#7 X ¥, LHFSH W4\ F 4 H €, HloBBERBK, TEL 0.01
meg/kg/ N EF 24 100 mg/kg/ RZ ., HBABLA B, H)do TR
LH/FSH # I MEH —FHF ey L FiEAMNEH, RtEH—F
iR BN EREA S e, SIEHLERBAHX (FraiEREe
ERIMBAETGHERN ) BEAREFALBGNREHMNEZA, K
HFEARRBEBBARARBRFROLCHN B R T EL N, ALk
FARF, FHETHNERLFRANE, #1404 0.01 meg/kg/hEF. X
$%2RE, TRE LH # FSH & KF. 4% LH # FSH & K-F
ZHTFEAFRE, NTRHRZHNE (Fld00h 0.1 meg/kg/ DB ), T
FHEAMHLK, H% LH X FSH ¥k KE. A, AR FERE
B FFE B L LHK FSH B A& KFE. BAR=&. BARS KB
FFE M,

[0046] #lHe, & 30mg BN EHBEBERRRE A F—24
BHNIEETH, $BEBRERBRCERSCHERY, RETEY 4
AR GGt R AR, 2 BVAE, MR LH A K-F 2R AR
#, % FSH & KF 4% SmIU/mL. EF—FFEH+F, AHCLEE
AMERFHTEEBRKY 1AM 1.88 mg BERE ABRMKTHHFS
AR LH #= FSH £ & K- B RAK B RTAR 6 KT, BB RBHA P,
ABBLEBHRARARBFHBIARE, HTEHXLEHFZ—, RiE
BREE, Hiefi. B KRE. RE. G HER. RN
REEAERGLCHBHE, REAKRZE LH/FSH 47 # #] 8 7 £ 4%
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A TAE.

[0047) AE AL EIHEAELE. MIEREREYE, AFLFTIAAFX
ZHXAR, REWFRRE @R H LA, RAEERTLSRBLK,
RAEWH R EE, IREIRAS AR EFRAEFTELA—F L
RELEIE A, AR EREGLBRE. FE. i RFEBIKR
PHRBIRBETEHENETGEHFLRKE. BARZE. BTN
BARERGE T —m LR,

[0048] E—FP L F X F, FHEHBFLRARKE. BHFEE.
HAFZh R B 4775 MR 2 R 42 4 75 o 4 0 B S 8 1 R 3 A 7H o sk o R
R B ARKE. FAE, DRRER, B, XNHERLE-A EF
f R KFE, FhLHHhey 590 pgmL. £F—FREFXT, Fi
FHEFRARRE. BAFFE. BAFHEREDFESERZRAR L8
B F R RS FIUFARR R G R AR, FA. HERER,
BEF—FERFXE, FREHEHFLERKE, BAFZE. BHFAE
REAIFERKGRATHRFIKAEA R TELHRRENEA.

[0049] EBAHLAH, AMUBREBEBRAAR T H B ARE TR
BB AMARFER R FAE, HRREN, AN TRAE
E B IFRBEAKE, BAREE. BARHEREIFER, TARBZX
RKEFREFEN GBS, AERRBAFTER. E—FEEFTXNF, &
WEFFNANGHNETELS 0.01 meg/kg/ N £4 100 mg/kg/ RZ ],
BRAMAPR, IRELEFFHMNGERFXNTUAR, Fldo, &0
WG ETEMN, RAETERS DTy AEBEHRAHIZAN,
RAEGERAH XY (FrCERSWERIMBARTHGEA ) & A
REFABLBHIRERN, REEARFAREEBRARARRFAEY
AEMBRFELY, EXFHTHAFXNT, TATHAMEAY 0.01
meg/kg/ N EREFRE N . K42 A8, TREFLE LRKF,
HARE L R AT RFHE. Flde, RELZEKPET B FRE,
NTRAGRZHNE (HldeF 2 A 0.1 meg/kg/ 0 ), HE|FENE
f i KFEE PR ATE B B AR, A —FEHE, ®ITE
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FEREN AT XTI A E. BTSN A FeIpadr EH LN
FE. BRAKES, FAMUREEHRAARKFH B RE, AT
Blix 2k B ARZ—, WRESFEE, HF, BA KT KR AT
BRYER. RANHEREEFAEAGLEHSDSE, MIEELE
FHE A G THE AR,

[0050] AZ AL GQIEHRE. MIERERRE, RAEBFATRHR
ZHEAER, REWH XL LmRA Y L, RABRAE LR
¥, REWHFAERE, XAAELRGMWA—ZITRREFTELA —
AR P A LR AN EESHN, AW A TN RAERKE. £, P
RREURERAFTEXYGRATHRIEARTHLORRIEAR
EHE .

[0051) 4&BABAF, RFBREEBEAAR ¥ F BB ARETE
BB RAERI AT E R ARTE, FE, DR EE, RELAHTAE
SRR E 6L B ARk KF. BAREE. BAARRBAREML, T
RRREEIPEWER LRGBS, AEFAREFE., A EHGE
F A E, WA E, THEEYS 0.01 megkg/ BT EL 100
mg/kg/ R Z 18, BBAHPH, XA EFHLEHNGE A F KT
2, Hlde, BIHLBGETERN, XFTEAS PHGFHRER
BB BR A HER, RA BT X (Fde G ERSWER XK
WAl ) HAREFALBGIAEHN, HAEARARER
BARARBFBYHLEMNB R T ELEH,

[0052] #lde, 97L& B A8 2R A& 69 18 30 fn B K -F 2 RA SR
¥AsTBE, XHHY 6.6£0.3 ng/mL, F ¥4 % 5.440.2 ng/mL( Kettel
M % A, Circulating levels of follistatin from puberty to menopause,
Fertil. Steril., 1996 Mar; 65 (3): 472-6). ¥R AKX, MypALEE
AR BRAKIELE (Bl THANERR) Qe ET
RENVAHREHHRERSBERLAZAKF T
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R E R EEE | T0kg MK 24 D ETHF EREIFAWE I’
( meg/hr/kg) (mg) A 3R KR 6 R K
(ng/mL)
1.0 1.68 | 0.54
5.0 8.40 ‘ 2.70 |
10.0 16.8 5.40 E
25.0 42.0 13.5 |
50.0 84.0 27.0
100.0 | 168.0 54.0 |

[0053] A#rizs A, TR AP &R KF T M2 EF kK
B, FRAALY 130 54, WE 4 X265 EA LA 10 meg/kg/ B
$ e R R BAREIE I AR E 10 it 24 P FBEN AN ERR
KE,

[0054] Bk, #lde, TEFBEHBHANERZRFR, 4 10meg/kg/
B IR G T0kg ANMREL A 24 BT BBREIE (REFE A TE
e H—Z, A 168 mg RYEFLHL ), XY 2 A5, THRIP
BWELBAKF, RELELRKE, INMA LS AIBK, R
1SRN AP AFERF KT EAREREFNEKREZTE
KPR ER LS RBEEG T BAFRKE, WIFEIEH ETH A,
e R BB R KK, TERADFENENHNE. BBRABAH, K4
BREBRARAR THRBRINRE, RESHEL, #fid. KA.
BRE. RE. FIEFNEAR. ARGHERELE. REFEAKLEH
WF, NMRZIRFPAFELRNGHN ERETAR.

[0055) AKX BAEQLIEMAE. ML RERRE, RESATRATHX
ZHXARK, RAFFRR LA MG LA, RHE R L0848
¥, RAEWHmEGEE, TLZALKREGBA—ZEPRRAEFTELA
LA HERBR, ARIFEH RO RBRE. A, ARAERRE
KPP ERBETEWHXEHFLRKE, BFFE. BASHNE
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ARERGE T —RERS.

[0056] EAZRA—MEHhFX P, WHF69EFLAEKE, B
FREE. BRARKIFERRENMRELAA RN HARBLIRE
EHEGRETPERGLRKFE. FE. HRIER. Flde, INHH
KT 34l E EF R AKPE, KA % 300-1000 mIU/mL (€4
2B RER), BHAY 232-866 mIU/mL ( Halvorson LM,
DeCherney AH, Inhibin, activin, and follistatin in reproductive
medicine, Fertility and Sterility, 65 (6), March 1996 ). £ XX 8 5 —#F
EFX T, WHEN D FLAKE, BAFZE. BASEXEHFRE
MRKARTHREZHHERA R TELHOTREEA.

[0057] 3BAVHAFH, RRREBHARAAR B FHZIIARE TR
BURAAMRIpHERARKRE, FAE, SRRER, REAHT EHW
HEWBAFRLREKE, BARSE. BRARERBFEL, TAHZX
REWHEREMNGBRS, AEFRREFR. i, HHEHEEMN
HE, FeWEERY, TAEY 0.01 mcgkg/ it E% 100 mg/kg/ X
ZE, BEAAFE®RFXT, LKL 0.01 meg/kg/ B adHr &Kt
PP AR, BBAULAS, IAWFEEAMNGERAFTXTUAE,
Blde, HFPHLBHHRTEMRMN, RETERS PEFFRBEEZN#
BROVHEER, RALRBRATY XY (FrQERSHAR RMRKT
BBH ) FAREFALBHILREHA, KA RRERER
ARBRERGLEHNBRFTEL S, AXREXAEFTXT, H2HE,
BRZWHELRKE, wREZARIGERGAAF, RLEAME
ATRTRS SR, MAKEHRGEMNE (H3=2h 0.1meg/kg/ I
BH a9 E3AT), EAWH X LRKFEE LAMFE RN B FLRERK
P, BBALEE, KARLEAHRAR K FEIARE, ATiEE
LR HlE B AR, FHEHEENGH BRREBEFFEE, HoFE,
MR, RE. R, TSR NAR. ARGERBEFAEANELECH
WFRENRERE,

[0058] AL BRE G # A LH/FSH # & #] . BHEWEHA . e
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WERBER R TR AP AAR S M, AkE LH. FSH. #
WwE. PaHERFHET ARG EAFLRKE. BFFSE.
B Azt B A4, #le, BERREARM (—F LH/FSH # /A )
TEHEFEHE (—HELEFHAFemEHER) WRELA, &
T4k LH. FSH FoidfbE 6 ik KF, KX TRF AT E AR
. ERRPN R —FRAEF XNTECLELA LH/FSH #4H . Z4
FEA . A RN NI E EH AN O REN, ART
LH. FSH. #FF. WaHEF e T oAt RS 6 mlKF.
FE. DEEFE RS,

[0059] ARKBAMERFX T, WA LH. FSH. FhE. 74
F AR A EGLBARE., FE, HERFE, FBEL—FFRMBE
BAGITE AN —FHHREHEHNGA ERLBRATRY, T
KR AF LH X FSH 9oz KT, F4 ., HRAEFHRIEFNL
FHERE, FA, HREREE, REFEERRIZIATHHER
FRAHENREKFE. FAE. HERFH.

[0060] BB ALAM EHAF X, LEFIE LH/FSH #FH Al &
EWEH . FEEHRA . AR TR, BABBR@RA M
WMW%%%,Tﬁﬁuﬁ\éﬁ\ﬁﬁmﬁ\ﬁA‘%m\%ﬂ%
3 (Bp R AT A AR ek AR A ). GERP A R SE RS R ACEA A (38
O EREERBESWERTHEN) ABLCH MG KN#sT. BR
ALPHECEHRF X, LH/FSH #&IH . FEHHA. 558
A, e EHH N KK EEE, @%L@%iﬁ% , TVAVARE
FE. SHE. FEBHXMAE, BRAHXIEMELE i%mﬁﬁm
Fo%. KT HLE, BAS®KEARY LARSAT, X235
FEMAEFORBRAR. BAFETATURALRRILAEZESN
RE.

% 9T A TEF R AR X A 5 A

[0061] TERAFRZEARALPETHAGREMA AR, X
AR D T HBHIHA, AR AL RS 2 E 585K 5% 6976 57
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BB, AELATHA TFEAEMREMAXAR, CEERRT LEHS
EHAGAR & A,

1. SHBRWAERRAL

[0062] RK A QLIEET ARG SHRBAEAL, EXA—FREHX
B, SHRBHEARFRERBATHARILE, CRACPRERR
BE. FEFRBRIEELLANEY LT E2RKE X (Lusis AJ,
Atherosclerosis, Nature, 407: 233-241 (Sept. 14, 2000) ). st & &K Z A X
F4b, RAERGTHRBAFRELGHRGRIIL, LERESRS

% &4 (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) ).
*ERBETI ARG, CHERBRTHEANY, CHEARER
et X G2 E MG, Bl B AR ALA IS R E R R T
/) (Ross R, The pathogenesis of atherosclerosis--an update, N Engl J
Med. , Feb 20; 314 (8): 488-500(1986) ). 3h Bk 1 49 R B R 3T 3h Bk IR 4%
REGHBMFERLERRMS, BRAHRBEELMGRRETREL
T H LT #H8Ri#4T (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) ). /& 3 Bk #
BAUKETAENLERRAE, FE0SSBANRE, FRARGRE
ARAMA S KE 50 7 60 F 0T A RAR—H ZEARRFME. 3
BRBHERALY LR R OEETRTEENS. FRERLE. FHio
B, B, ¥ERFARFACHE (Lusis, AJ (2000) ).

[0063] &FTARMN G SHARBHBARFRAPBHFL”, EE5FH
RBGHEERBRTREFLIAR B ERNGRERN E-RABT
Bk, ENEY, $H@REEAHELARE, CLRAKTEER,
BARACHRMPE. RA, AXR@RLT, HeNtieE BT &Y R
AR 6 RIS,
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[0064] XA SRR E P GIL, X4k &m0 3 Bk AR 84
bR EBTE B FEHIL,. RRAGERGANLEK, REQS i
ANEE, TEALRALPRIGHRYER, EXEHFALT, ARY
ARKEGTFTHREBEHRR., ARNAREEEE B, EXER.
B F PFEAEIE. AKER. R B@ET/IRTBIRKGIEIE, R
HRELBRBEORERE, fHYRA—FaRIEFARER. AR
W SRR R RN sk, CTHE, BitobH R
Gl R RAAE (FlhoS LK),

[0065] 5H%FHAARL, BBALKYH, LH X FSH & AKF, &
4. FHAGRORFETHFRNEK—&, IARFALT | Lm
FLE ey LiAA R MR, EXEE. FRILGIEAKRT B
WM m FEHRBHELGE L, Flde, AEBIEFTAH LH LK
#9 %A (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) ). Af %L #& F, LH f=
FSH FAREMGEGZHRRC @I @A ( Athreya BH,
Pletcher J, Zulian F, Weiner DB, Williams WYV, Subset-specific effects
of sex hormones and pituitary gonadotropins on human lymphocyte
proliferation in vitro, Clin Immunol Immunopathol Mar; 66 (3):
201-11 (1993) ). B, KEAE—AF & CIETAEF X6 57 SHRBAFR
W, RAERLERRELEER. EdalR. FRLER. ARSE.
BRE R mEIAMC I, XABLHA—F K% LH/FSH 47
#lH, QX EGAZGARLERERL, XBHHTEMERAT LH K
FSH # K. F A, HhaAEE.

[0066] HHAFHAR, BRALYA, FHELEKE, FA,
HEIRFRGREG, RAWHERP AW KT LRAKPE, 5L, FHHRK
EWH TR, LARSHEEEEE. Edale. FRLER. AKS
Fo. REFEMEIAMCBEGHEH mAEX. B, RLALTLER
B RIEFSIRBEENL, AL LERBRE LR mE. E@miE. £/
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PLgaiie. MRS, RAEMES KO MM, X2 Fit e H—
FREMELEWHA, CHLOATHFLENRTHY, Xk
M TRARFRFE G RRE, FE, HRRER, ALULTCERS
NG ST I RBARRRAN, REF LS RE L@, ERmB. &0
Mt ARMIE. RFL@BIRC MM, K2R LHH—F
REFWH AR AARIT A ERERN, G LOATHTLEHH R
KA, ZEHATREWH IR AW ENLRBRAKE, FA, it
RiE M,

[0067] AZBAE Q3% —F BB K6 77 HIRBAAEAY, RH LIS,
BRELB@E. EREE. FRLEM. QRSO &% 803 H%
SRR Tk, CRABLER —F L& @RI E M LR,
CT LR R AN SR H, Xk 36 A €342 IR FAKE RS
FORBMEXEGZAXREEG (“RAP”); 41315 BRAR s i 2L 84
T O QR EGRIAR (Fmstst CDK @07 &G 6 E % Rk );
R, BAEE A, BEAMK KKK BREBENY, #issb
TRERLIT; AREMG LS. Riltdh. TRA 2,

2. W&

[0068] AKX AEQLEMBREGTRAE, CRA—FELMERR.
“RRIBETEAVFEABRYETAEHEBONE, BEQLHE
HEXRTHEE. SHBUABRRBHBE. RABEBE. 285
B SHBEHBRE. EXNmbB. BEE. 2468E. RAM+
BV ZEAARERE. RASEF@EE. TEEAE. AB. VEHEK
R BAYEE LG . KM EA4 2% (Hill JR,Kuriyama N,
Kuriyama H, Israel MA, Molecular genetics of brain tumors, Arch
Neurol Apr; 56 (4): 439-41 (1999) ).

[0069] K394 2L (neuronal cell, BFHRINF ¥4
RGtimie, QIEHI AT B0, N3 BUR @A 2 E K 40 ) 2
Rotety”, ERRAEMABEEAE ZAEMBA IS (Jacobsen M,

Histogenesis and morphogenesis of cortical structures, /&
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Developmental Neurobiology, M. Jacobsen %, Plenum, New York,
NY,1991, pp.401-451 ). R/ 85 K10 b 4% 22 7T 0 I8 T 65T vA 3 fm J,
%%,E?WK%%ﬁﬁ¢ﬁﬁ,ﬁﬂﬁ%%ﬁ%%%ﬁ(%%%%
=) ( 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)). HARSHAFZEAMMERT KL AT ORP k
ﬁ,%%%ﬂmmﬁﬁ,ﬂﬂw%%ﬁﬁﬁﬁﬁw,wﬁﬁi%ﬁ
( Hahn WC, Meyerson M, Telomerase activation, cellular
immortalization and cancer, Ann Med Mar; 33 (2): 123-9 (2001) ).

[0070] BARAK, o3& egH 25 50 83| A2 td sm o B A9 b
W, BUERRRATRAGHEABREE G R ERE, 7Lk
BOL L. RALPBRNEARF AT, WAGREHRE Loz
EMHTEGH R, RAPHERIETRT A2 4 5000 E8 3 655/
KR T M ARk,

[0071] SH4FHAMR, #BALYH, LH K FSH 6 f&k K P
Fi\%%ﬁ%ﬁ%&%,i&%%%ﬂﬂﬁ%i%%%ﬁ%%%%
B, Bldm, HAT—RBFR AR K RAYE I G I (B A2 B 4
Jo) ¥ LH A ETHR MMM, AXFHLY, % 0 £ 160mIU
R FE# LH AeNfE Rdn 33 3 5 38 4 00 B A% 42 40 098 4 B 69 A2 1
T. R BrdU #Ritstsdfidh, AB~@mmoBuE. wWE 2 Fx,
EABZ LH i mMtar, B2ERE LH QAL R0 m L
FRERS, RAGBLSEELAL LHRAER S E 40mIU 0, 29
EZRE LH (5-10mIU/m1) $4af8, HmBRmEE L ARS LH #
A H R 50%.

[0072] BHsb, AR QERG RS 7F MM, KA MESBLEHZ
G R, XRBEE R —H K S LH/FSH #44, @it d
AREAEHH KRG, XN THRAKKA Y LH K FSH 49 KF .
FR. ARIFR. G, T—FFE, UHELEERERL T A
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A2 ML IR e e v I . B A B AR R —FF GnRH £ 44,
AR LH A= FSH 4 KF, Z 4, ez h. WE 3 ZFAKRI
REFRABRKGRAZHRBEBRGER, LT EABKRGRES
A 10nM, BERALAKEAHIA S TR ARG ST A K EAKE,
oM B 3 TR, 3 RE, BRXERRRGRANE @ICE 806 IR
FE bk R B B R IR R AY 2 B BT e e HY 36 3E LT s 3 4,

[0073) SHLAFHAAR, HBAKLH, FHELBRRKFE, 4,
AR ERAGRZREFITHERT AT ERKE. L. HRAFHY
T, SRMABAEBEBARFTHERL, FHERE. B, AX
e LERTRETRE, RATLLIXRENZA BT, XE
BEPRA—FREFHFREFRSN, QI LEH R G HH LR,
CMTHRARFNE G AKFE, FA, HERFH, AEAREALEA
—F RS AR EH LA RO LSRN, QHE LRGN
FERE, EMTREFHERIN AW LG LB KE. FE. FHER

3. £MEME

[0074] RERLEKEXLFATNGLEMEME, CRA—FEERRX
R, SMBLMBRABZZRETLGELE, RARAFIREAXAT
HE—RFTLARE, B54 135000 A4 87 5% # 5 70000 4~ 5B 5
#| ( Greenlee RT,Hill-Harmon MB, Murray T, Thun M, Cancer
Statistics 2001, CA CancerJ Clin 51: 15-36 (2001) ). AiE#E R T X X
HMEMBERBIEMEMBR T LA BB RLERR, M
ROEMAMBL Y mRHARFTHERF AL (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
NAm 12: 41-51 2002)). B ARG L REEFHRE K, RXLR
BE A S50 E 70 FHHF#HE (Okamoto M, Shiratori Y, Yamaji Y,
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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] #RAKXEA, MmICR R LABLT | REMEMUER @I
YR RHER, ARRERT EAGBAFLEMEME. AALY
ENFEAFTATET, “WHORFTH B RBBRGHEGHER, €©F#
TEMEMBRYGETHRF/RLERAT MG EFIMER.

[0076] HA4%FHABR, BEALHA, LH R FSH KF. F4.
ERRAREFRAXNHK, EVRTRNFTEMAMAR T &
JRHTE G R F R, Hlde, A BT LH = FSH K-EHE ZH R H XK
Wi, L ERE (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) ). # &, ZHFak ¥, REABFENRET (HRT) (FHER
1 LH #= FSH % * 4 ) CiErAst et % TR I KPP 4%ER (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) ). £—3 815
EXFBXSGARLT, EF HRT #RTEBEHBOBEL A
/) HRT #1& 40%, m B A HRT 4 X 4 FA LA BEM A& R
T 8 A& 4% ( 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, REAPOIFEEFARGLEMAME, XILILRERE
SMAMERTR, RATLLERBELEM A MER MRS E, X7
WL —F RS LH/FSH W4 %], L6 L&A M iH LR
8, XBWHHTRAKRAY LH R FSH th kK F. FA . hebRiE
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M

[0078] HH%FEHARR, BBREALH, FHELEKE, FAE,
DR FE R G REF/ TR AT ERE, FE, HRRFRY
Mk B h e AT MR AR EHRMMX, XRHERTH
BT SHEAA/REMEMBHLE., Bb, RAPLELHEEITAM
M A E, RALERBEEHEMEAT R, XA LERREL
Ay mibeiE, XRBLHA—FRSHELERFN, &
HLEBAZHAEHN LR, CNTERENEGLBRKE, T4,
hebREM; REARBEER —F R E A ip6 EH IR R I EH
HA, QRLOAZHREHER LR, CNTRGITHE R AH
EHoBRRKFE. FE, FHRREHR.

4. M MK

[0079] AL ALEQFERGRET THEANLAR, WARERE
fE., FHNEREARZ - O@BRARLATIR, BLAXKIUKE
B x XAR K MR, @R M LATIRET MM m MG FHE,
MR RRTEMAGE TR, RALPIANKATXNME, 3
AR EH BRI THAOGEETRT THRGETHEP/RL
AT HAFHMEHIXFEBENIMRGE FRER.

[0080] B HMEIAME AR EH QHEERRTFMALRA. FAHK
FHAE. HEB. Y FTHHEATL (TMD) (LAAEFFTHEL
BAAE), AEAMEEOLR. ARAMARRHRLE. B8 G hRFH
A, BHEFETHBBAER. EHHMEGRRK (AML). EHEHSE
BafE (AMKL) (LA mib-Edmitansm), & B 28K
HKE@mBG R (ALL), a@¥$E. b RHESE. FHEARF
H o AAE, TR RN, HRMEH S 5S4 (HES), REARE ML
GQiyE. $hRhempahR. LakhahR. REMaLaGLR. X
ChhRk. ARECETHMLE.

[0081] BMaAKEAHAFTRBIEA A8 S (LiB,
Yang J, Andrews C, Chen YX, Toofanfard P,Huang RW, Horvath E,
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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)). YA @MRAHY LA, FRHEMERHEEFFTHRE, N
EEFTHMHEEMNALA (Robbins SL, Cotran RS, Kumar V, Diseases of
white cells, lymph nodes and spleen, /& Pathologic Basis of Disease,
3R, %4# Robbins SL, Cotran RS, Kumar V, pp. 653-704, W. B.
Saunders, Philadelphia PA (1984)). #B AL, LA —FRS M
L RIFF meR L ARE T BN E R FTHRBGBA, THH X
G RMAAERRGHRRLAL.

[0082] HHAFHAMRE, BRALA, #£FHH LH #/&K FSH K
Fo A, ERRGE, BARTREREARTHE, RRRFT
MEHEMERGEE. Hlde, EREEETH LH 2ARG KA (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). # %), & 27 # LH # FSH
TR M F M e a0 T R 4 1L ( 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 HY, 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) ). #
sh, EV—ABART, LHF FSH FARFRORFZARARTHL
MmekE, ahemRE - FAVGEM M (Lin J FA,

Lymphocytes from pregnant women express human chorionic
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gonadotropin/leutinizing hormone receptor gene, Mol Cell Endocrinol.
1995 Apr28 ; 111 (1):R13-7). ®mE, &EKESEGMEKE EBAR
Fr, FATMMBESARTERAFE, RN5EIARBL, KLF
B AFIB 6 AR 10 £ 20 4 (Down syndrome and leukemia,
Leukemia.; 6 Suppl 1: 5-7 (1992); Zip\ursky 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] Bk, REXPEAEEFAMGTHHEARAR, XA MELE
KRG THMmpE, XRXFLEA —H RS LH/FSH #HIH,
Gl LrEATHRLEHN LAY, CMNTEKRFAT LH R FSH &4
AR ARKF,. FAE. FHERRFEE,

[0084] SHRFHAME, BHERALY, FLETLEKFE. FAE,
HEERERMGRT, REWHERNEHEKRTE. 4. HRFHK
Mk, Bl THaREARFEEBRAX, ANATHBTIFEFT
MEEMER, Bib, RLAPLOERGREFFHERLEERR, K
PLAE R T Mg, X R BT E A RS A ELENHAN,
Qi L EATHREERNEZRY, EMNTERELEGLRKE, &
E. AR EN; XA LBLE R —F RS I E R KA
RN, QB LEAZGMELIY, SMNTREHHH TR T
EWKE. T, HRIFHR,

5. BXTR

[0085] AL L EELFTARHEFLT X, CRA-FREMXA
., BRI RRE—FBILKER, ETHRSTKRGUHEMXY, £
BAER (T ERHRELHTE, QERTRE, KOBHT R,
ABRT @i, BEARGKE (FRELAFEK) AHEaR (FK
BREHEFERSFFETN) FPHAER (FRLELEKFLE
it % ) H7h 44 3% 7& ( Dijkgraaf LC ¥ A, Ultrastructural characteristics
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of the synovial membrane in osteoarthritic temporomandibular joints.
Journal of Oral & Maxillofacial Surgery. 55 (11): 1269-79; 1+
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 #f X F AR o) & 32 7]
AR, EHAEZH LR (Silver FH % A, Relationship among
biomechanical, biochemical, and cellular changes associated with

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

[0086] AT & T ABELFHLEARME, FER, WP
BB E, RHHXFTALRG 2 TR, IFTEAFTXT R
FER., Flde, Lr¥BHAFFEMNERARKET K& AEKIRGH S
MEEMAEBEREWYWAAE (Smith EP ¥ 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) ). EAEHERP, MBEFTRFXTRFT KL
# M (Turner AS ¥ A, Biochemical effects of estrogen on articular
cartilage in ovariectomized sheep, Osteoarthritis and Cartilage 5:
63-69 (1997)). %%, HEUAEBBELT. KEPXFARLEK
Fatk #) s X F#EAE 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] LG AFFIERAETIEE, MR EERT T RKY LEHS
B, BB EERETHE R (Sypniewska G F A, Bone turnover

markers and estradiol level in postmenopausal women, Clinical

43



200710001670. 5 oM P E32/4m

Chemistry Laboratory Medicine, 38 (11): 1115-1119 (2000);D'Amore

M % A, Sex hormones and male osteoporosis: a physiologic

prospective for prevention and therapy, Minerva Medicine, 91 (11-12):
283-289 (2000) ). E—FRAAK T, £—4 59 & &5 F M Bt £ fe
MBENTLE, RELAMNEALEANEHIEREFEPG—FH R
FARER ., GRETFURBENKFE Ty HERLLBHAR, ¥R
© 5B LAY X6y 5B MARX(Khola S, Melton LJ, Riggs BL, Estrogens
and bone health in men, Calcif. Tissue Int. 69: 189-192 (2001)). £ %
AR THEAEBBKERTAFTRZINLALEMGIE XM (Sowers
MF % 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) Ry, MABBAFAAETXTRAMNBRALERARS
t, LARERTEREBRETXFTRYGEATRAAN (0,
Wiluka 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) ), mHF$ EEHNARRTBRBEEFREAETAL (4
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

# A, Hormone replacement therapy and patterns of osteoarthritis :
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baseline data from the Ulm Osteoarthritis Study, Annals of
Rheumatoid Disease, 59 (2): 105-9 (2000) ), t3), 3£ &K%
5715 LB AR E 897 HA8 X (Chen CL ¥ A, Hormone replacement
therapy in relation to breast cancer, Journal of the American Medical
Association, 287 (6): 734-41 (2002) ).
[0089] LA FHARR, BRALN, HiRGAH L4 ELpML
MR F LA, B RAFURRELEENHERRT B,
WERAEEE. T EmefRA L BB E, RRRTXT X
KK
[0090] 5E#%FHABR, BBRALH, SHXTRGHE-XF
SRR ERAANEEA RN LA, £d LH /3 FSH &k KF,
FE. EHERARGEFZIIRYG., #lde, —AHRLEF, ETFXUF
LH ek REAZHT 3 £ 4 4%, FSH FREAEHT 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). B4k, £ F 4 LH F FSH o7 R E L5
AAET 2484 Efe 345 (Neaves FA, 1984). A9, £HF KT
B P AR AR A R E M E (LHRH) 6 mRNA K-PLRH &
( 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) ). —H A RLER T, LH ¥ KR T
BAERKRFIRE @I (KREFSE) 994K (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 KL B8, LH & FSH f& K

P A HRIAFUARSFTREXTAR G E KRS, HRTR
AR XPRIAELSLAGHARNES, RETREXT Xl - X
FTHELERGR AT ERHE o,

45



200710001670. 5 oM P E34/4m

[0091] B, KEAPEOFE—FEFIAMBEXT X, AR
BERETEE. RRABRSGRE. RAEBRIARECHEEN T %,
Sy ik RABILH A —F R A LH/FSH 7 H) 7], €3 L&A AL
%imw,ﬁ%%ﬁT%%ﬂﬁ%LHimmi%ﬁ%%mﬁﬁ%\
FE. RAFEMR

[0092] HEH%AFHAR, BRALA, FHELRERKFE. FL,
NEERFRAREG, REWHERT AT ELZRKE. L. HiEK
MR, K@M LAEX, RAEEMRE XY ReY4iE
AR -FHRELTAMBENL, FHEEHTHILLEES
(BMP) &héd, BHIAAEETEFERMXN@E L. 75,
CERREIRPE GREFFLEGSLERT IUAHER T @i H
( Qu J, Thomas K,Inhibin and activin production in human placenta,
Endocrine Reviews 16: 485-507 (1995)). ARFLEH Y, WHER
7 L E 4K T F K 4930 8 (Halvorson, LM & Chin WW,
Gonadotropic hormones: biosynthesis, secretion, receptors, and action,
J£ Reproductive Endocrinology, 4™ BR, Yen SSC, Jaffe RB & Barbieri
LL %: 94-97, W. B. Saunders, Philadelphia, PA (1999) ).

[0093] Eit, AXALEE—FEFIMGEFXT X, AL
RBBHRF L. FRARSL. RTR@ICRA L 3T T ik,
HFERBELHEA—FREFHEREFFHN, CHELBARZHREY
PR, XEHHNTERICELEGLRAKE, FE. HRRFH;
AARBEHA—FrREFFWHEL AN R AT RGN, QL
AR LER ERL, TEBHHNTREWHERFAHE G LR
KF. FE, HRIER

6. F/RHRANE

[0094] AKX AL OB ARG FRARESF %, hRALE—
HREEMXER. TRADERLBA—FLRONERRPIHE, €
Yoty 4.4 FFEA, L +% 68%H %% (Brunader R, Shelton DK,

Radiologic bone assessment in the evaluation of osteoporosis, Am Fam
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Physician 65: 1357-64 (2002)). &8 i{ 150 7 4 &) F 37 & by 3o 5% 5|
#2#9 (NORA study sounds alarm on risk of osteoporotic fractures, Dis
Manag Advis 8: 17-21 (2002) ).

[0095] BRHELE (RTFTHTE, EEAZLNET”) HElLF
REXFTERGEMBILFRE, FREPHHHBEAZT, H32
EBEHR. HEFPE Y FT (Sherman S, Preventing and treating
osteoporosis : strategies at the millennium, Ann N Y Acad Sci, Dec;
949: 188-97 (2001)). FHRA—AL ¥ AU RBITEE, URFBLE
F Aok M £ 69 £ M ( Manolagas SC, Jilka RL, Bone marrow,
cytokines, and bone remodeling, New Eng J Med 332: 305-311
(1995)). BEMAARE @K @OHER, B8 FEEHRIK, R
B @ ARG R E IR MR, N FARHAR. EEEHL
T, FRREZRMIRAITY, BF@RELTBRMR TG KB
RAYERREFTER, MARFERSETER (REFLEEEG —#
AR ), CRAF TR FHR,

[0096] A LEHAFEE, HF QG okT EFRI, %
FREFEXR, ERFTREAHBLEKF (Saggese G, Baroncelli GI,
Bertelloni S, Puberty and bone development, Best Pract Res Clin
Endocrinol Metab 16: 53-64 (2002) ). /£ &4 74, 185 49 Bikik &
T BRI EXLGEEF, REOER. RERFEAFRTER

(Raisz LG, Kream BE, Lorenzo JA, Metabolic Bone Disease, /&
Williams Textbook of Endocrinology, p. 1211-1239, %:# Wilson JD,
Foster DW, Kronenberg HM, Larsen PR, WB Saunders Co.,
Philadelphia, PA (1998) ). ZEtHH], H#F K4 25% R FF K% 3%
B B WA AK £ 4 ( Manolagas SC, Jilka RL, Bone marrow, cytokines,
and bone remodeling, New Eng J Med 332: 305-311 (1995) ).

[0097] L9RW+RE+ R, FRIKGEEFHBEHFTH ALY
®E, RELATARDEGRIE: FEEATERLEHBLAMES

( Raisz LG, Kream BE, Lorenzo JA, Metabolic bone disease, /&

47



200710001670. 5 oM P E36/41m

Williams Textbook of Endocrinology, p.1211-1239, 1998, % % Wilson
JD, Foster DW, Kronenberg HM, Larsen PR, WB Saunders Co.,
Philadelphia, PA ), EX KM ¥ FEXER, LEARLELEHNRILE
( Cooper C, Melton LJ, Epidemiology of osteoporosis, Trends
Endocrinol Metab 3: 224-228 (1992)). {22, MAEFHHE K, FEX
AP K% (Melton LI, Chrischilles EA, Cooper C, Lane AW,
Riggs BL, Perspective: How many women have osteoporosis?, J Bone
Miner Res 7: 1005-10 (1992) ). B R #AAANE G L0 B K LEERR T
Al S AHRD (BRI AEGTRARMEER). Mk (FE
AFBHALEKEEKR ) R, KEREIEFRKE, R, K4S
Folk sk 4 & DARER. BRBEABE (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
prevention and treatment of osteoporosis, Geriatrics 57: 16-8,21-4
(2002); Zipfel S ¥ A, Herzog W, Osteoporosis in eating disorders: a
follow-up study of patients with anorexia and bulimia nervosa, J Clin
Endocrinol Metab 86: 5227-33 (2001); Brown AF % A, Ethnic
differences in hormone replacement prescribing patterns, J Gen
Intern Med 14: 663-9 (1999); Moniz C, Alcohol and bone, Br Med Bull
50: 67-75 (1994); Ward KD, Klesges RC, A meta-analysis of the effects

of cigarette smoking on bone mineral density, Calcif Tissue Int 68:
259-70 (2001) ).

[0098] B 8T B RHAMEN ST OHERRTFTEARERERLE
BAEBAERL., —HRELNGD G ORBAF T ERERHM ).
BB ELRAHN (FeTEEF). BE5E. HRELE 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

woman: effect of multiple dosages on bone mass and bone remodeling,

48



200710001670. 5 oM P E3T/Am

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] EHG%FHARR, BBALY, @OAH L AALT ALK
B (CMEKE) ARG/ IART L (ENYAET) ¥
MTERERTRANE, XTREBAS KT EEML, RTHK
ERMBREELCHRGR AN BERIIRL. SHEFHMR, BEBALA,
LH & FSH o & KF. FA, R ERSFHRMAGH K, @3]
RRETEREERZA/BIRT BREETR, FEHFTRK, AT
RRME(RE., Hldw, —RAARLCEBERAELF BT LH iR
B & 3 E 445, FSH i RE 7% 4 £ 18 42( 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#, £4FH LH # FSH i RELSHAZHT 245 LA 3 4%
(Neaves FA, 1984). Hs5t, ZEE AU T LB PRRALREER
A% (LHRH) 4 mRNA KFELEZH&HH (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) ).

[00100] Esb, REAAEOHE—FRAHRETTRAALE, A4
LRRERTmRNE, AL BRIRERFT AR EGF 5, bF
EABEPA —FRSF LH/FSH #WHH, L@ dmE
Py, X e B HTRAKRA Y LH R FSH XA B E W) ik KF . F 4,
HERFE M,

[00101] SR LRHAIR, BRALH, FAHETLANKE, F4,
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HRRERGHERK, XFWHERT AT EFLRKRE. A, HEEK
ERAGEK, AERTEREAGHE B/ ART BRHEEN T R4
X, FARF RGBSR T BRAEN TRTFHERK.
Blgo, FREERHESALEEYG (BMP) ka4, XM SARALT
EREgmXtimie L, 55, CERRERANFREENESS
we3m T JUATLELR P AL 493 75 ( Qu J, Thomas K, Inhibin and activin
production in human placenta, Endocrine Reviews 16: 485-507
(1995)). ERFAAHIE, WHHERTAHERYE TELE G
( Halvorson, LM & Chin WW, Gonadotropic hormones: biosynthesis,

secretion, receptors, and action, /£ Reproductive Endocrinology, 4th
#&, Yen SSC, Jaffe RB & Barbieri LL %: 94-97, W. B. Saunders,
Philadelphia, PA (1999) ).

[00102] Bk, RXPEAIF— M RETTRAME, AR
I RBERETWOEE, RAEHEBRRERFT @A T, BF
HERBUEBA—FREFEREHRA, Q3L EHHZGARLEH L
), LB THARFRL TN LARKE, P, HRAFL,; RF
RESHA—FREFFFHEHAANRT AN ERLSN, O LEHH
A AR B ) 5L P e, X 4k B A TR 4 8 K R IR E 6 f ik K F
A HRAFM,

[00103] AKX AL QIE—FFBF RE 5T FRAME, A ML
BERT KL, RAHBIARAERFTBRHELH T, WFER
Wit f R —AF LR e B I R A L Iey, Xk 4 e B AR 4 R T L
R HFH @A RERR. XEHHNCEEARRTRELEETEL
HAXEZEOZARXKREEG (“RAP”); 4t P AR @RS AN EE Y
B R (Flinstst CDK F @A HEE 4R EG RAK ), B4,
BAEE A, BER; KRR BSRBEBEHY, SR A0 T REK
T, ARXEHH G KUY, Kiftdh. TR,

7. &M GAXBRE

[00104] RE AL QST AT EHBRGAALBRE, i
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QRS R LG R BARKXBHMG, L OFEAR LS R E L L 6 BT
B EARAREF, “GHRBRGEBEARALANIEET AL EH
SEEMRE . IH[HEG R QRETRT IR &R £8.
kS, BESREMERRKRIIROARE.

[00105] &M MM G R BBEEEAH, L+ —%AmER B
E& (Chirumamilla S, Sun D, Bullock MR, Colello RJ, Traumatic
brain injury induced cell proliferation in the adult mammalian central
nervous system, J Neurotrauma 2002 Jun; 19 (6): 693-703; Kernie SG,
Erwin TM, Parada LF, Brain remodeling due to neuronal and
astrocytic proliferation after controlled cortical injury in mice, J
Neurosci Res 2001 Nov 1; 66 (3): 317-26 ). XA 45 £ A4 BL M4 & £ 47
XRHEG (Fed ) —REE, LEESREAXRGRAY (#
St ) —REE. RPN EG Y #EE (“CDKs”) LA E,
m B4 € x5 @ B B B 4 3K (cell cycling) # 478 ¥ ( Kaya
SS,Mahmood A, Li Y, Yavuz E, Chopp M, Expression of cell cycle
proteins (cyclin D1 and cdk4) after controlled cortical impact in rat
brain, J Neurotrauma 1999 Dec; 16 (12):1187-96 ;Koguchi K,
Nakatsuji Y, Nakayama K, Sakoda S, Modulation of astrocyte
proliferation by cyclin-dependent kinase inhibitor p27(Kipl), Glia
2002 Feb; 37 (2): 93-104), AXEHRF, HMEYy, mpsL
REFAHRFSCELN, AT RETBRALRINY, LaKAH
HEANRAEN, LAEARESHBHRGE., REARSUYNFET
WMET T ARANBREA R, REMNAETREINTE, hikhaie
RAEZRENRES, FilRERARTERIR@RAT (F@RLLT)

( 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) ).

[00106] HA4 L FHAAR, BRALA, FEALEET ®IEF K
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LR ZEVHSWAS LH R FSH & K-F. 4| DR EHegH
kit Hlde, e LATR, #HATT —RAFR AGEERAVE WG
o (FPAA2AMBEIE) F LH A ETHREREE, EXRMR
¥, ¥ 0 £ 160mIU RE £45 LH e AR fif 32 31 4 o 32 3k 44 R A
S@mieBmitRnT. A BrdU Rttt fd, AR T@ERIEY
¥. eWBE 2T, 5AREZ LH @fesatt, #%EEE LH 47
ERERDOERI R EREFRS, RAPEAELAEILHREA S E
40mIU B, %A FRE LH (5-10mIU/ml) @b, Hmpigsmx
AL LH 885 4 50%.

[00107] % %h, S LATiE, #ATR AL, RIEEZHERHBHR
BTARMEGERBEE, KEKXEmpuiia. SRMKRE—F
GnRH %%, ©THIK LH #= FSH #¥9KF. 4| heeREMK., W
BI3BRFAKRIRERETEARKRGBRN ZERABEBRYER, LF5
AFRAARERE AL 10nM, BBRELARRELH Y TR HIHKG S
FAKAMBAKE., oM E 3T, 3RE, BLEABKRNORATE
LTG0 Je b m IO 38 b RAR T 7 R TR AR 00 AT 22 40 078 40 0 04 3 75 L
F 0 3 45,

[00108] Bk, RLP LERERE T EEBRGAALGBRE,
CABIE A —FR S LH/FSH W4 #), €36 L& H 4R H
EHE, K FHHTHRKRAF LH R FSH KA HH ) o KE, T
A, AR EMR,

[00109] 54 GFHAAR, EBALN, FLETLEKE, F4A,
HERFRGHEK, REFHERT AT RBZRKE, FE, R
FEWRGEIK, HRENMUAEAMBENBR AL, e, LRF
SR AR 3 K P B E 6 403 T R & JUAF AR F &) @ i B A 3K (Qu
J, Thomas K.,Inhibin and activin production in human placenta,
Endocrine Reviews 16: 485-507 (1995) ). ARFALEH, W4 £ F/K
g7 J6 k4K T 4L E ¢ 3 68 ( Halvorson, LM & Chin WW,

Gonadotropic hormones: biosynthesis, secretion, receptors, and action,
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ped Reproductive Endocrinology, 4 h&, Yen SSC, Jaffe RB & Barbieri
RL %: 94-97. W. B. Saunders, Philadelphia, PA (1999) ).

[00110] E b, AKX G NG T &MBIRY A4 X 6 R
E, CREGTFTA—MASHELETHN, QR LOATHALY
P EIEG, XA TEARFE G LRAKF. FE, HRREH;
RARBLEHA—FREFWH X LA RPAWEHSEAN, 5L
BAZGAREEA FRY, XBANTRGEHH FRIF L Gk
KE. FAE. HEEREM,

[00111] Bk, REAPLOFE—FEF AT EHBERHGA X
BREF ik, soFkLBEH A —F Lk smhe B B A LI,
X mpe R R A THRIERFH @@ AR, XkhH e
ERBTFREEBEGTARBRAEOGZARIKREE (“RAP”); 43FH
B ey LA EAHREGRRAR (Hliétst CDK FREAHE
OREGERIR);, BB, REFE A, BEAK RKWH; KBS
Wd, Hde AR T R AR IT; AR A e K. Rl .
ikFadh,

[00112] EH—FH LR REHMXEARFETEECREMRERY
BT R, A A KNBES. EFRBEFELA LH/FSH WHIH . &
wEEF ., R ERLEH I EHEN, 4 LH. FSH. #F4k
. WHER/RPANEGLAEKE, A, FHRREWRAD| RBL
L& LH. FSH. FHE. #HEh/ X0 K6 B AR RAKFE. B
WEE. BRARRBFREN, LR, XEHHNELTES—FXEZ
A K B BEBR G- EL A

[00113] L@ ENRLAK S A L#4F XS T ML, B HA
RE|E MR AEF B F XA Hey, MAREA T HATHRS. 40,
AXPHRBETHH TR RGARLENRAR, IH, RLANHK
Ao R R TAEAT LR BB RS AT, MESRET @Y
A E K Fo 33 F By R HATIRE
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