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. s F BRAFTENGF %, OELEZHEHER —Fras
Y, BEEYOLLHHENRANRRGRL G FTHL LB
FodEik 0 —AFP RS AV 2 F T L GHHER . WA . BRI A, L
Z LA B AR AR T

(a) RARKGEMXF KRG AT 71/29; 2

(b) ZA4 6.4 0%5) 25 29% w/w #9)IR X G K K F2Y 100%3) 24
T1%89 R X A A .

2. RAER 1 #g7E, AP ZaomE R EafAMEHRRE AN
AL F T2 09 B SR IEF A LR,

3. BMAER 195k, P iasHIAER 1-200mg B X - K
T EHA .

4. RAVFR 3 675k, L FzasomiiH 84 50mg X - 82k
e R E A .

5. MAI BRI H %k, B PzasdmiaiiEa 1.5 mgke X - &k
T F A .

6. MAIZR 1 675k, EPiZasWEVIREN XA,

T BRABRL28 7%, HPZaeHmEE 1-200mg RA - 5K
S FEHRA .

8. MANER T Fik, EFzA6HIAER % 50meg LN - 2KL5%
a7 = e .

0. MAIEZRK THFH %, LFizas#Hi&8 1.5 mgke L X - &k
G F E A .

10, BRAZRK28F %, LFZE0MW2AREN XEL,
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AR XAKRGET FHRRFEN T HFdh R

X P IEE R LA
[0001] R¥FEL 2005 £ 2 A 4 B3#E x4 US W+ 5 &iE
60/650,018 t94k 5648, HHIIARIMEASE.

BB AR IR
[0002] AL AS B FHIFE LS. B4, KARAS R OEL
BRXERGHULEMESLT AT ETHER.

;lbjl
A

[0003] £ 2 BT 2B %E, £F B R R T LIFEAMRL
FRVER . BT TR EZABMALE(ENR. IR WE. HERPZ)
Fa B G _MAE R BB HR T o l2e. C ARSI SRR T L
FERBOER, ST A gEFHE T AARLERY., ERLEA A
AL AR R E L. Flde, T©BITH I TARG T B E AR
ﬁﬂ,ﬁi%#hw%%ﬁ\mmk e ). CEAER TR ARRE
T A

[0004] ZB5 w2 — A I M EIRGRLK T, £ T Lmukdy
PP B F B AU F (GnRH) 42 4] 5 4K A A Z (LH) A= 42 97 78,8 % (FSH) ¢4
Fop Xooik, ERFEE L GERATToubey. ¥4, LH AT EAY
) it E B G A Fofik, . FSH B 8hisS45F 74,

[0005] &% s EBM T A “EEWH . ZMNITOET H5HEE
4 o385 4 (SHBG) & At 80 ( ~44% ) (B BiX 352 s 4 4 5] A
0) For B (~2%)RE 4K G FAnd st 4-(3F - SHBG - 45 4-)( - 54%)
0 £,

[0006] WHO FFR 94 R AR, ZBREF BB RTE b, F
BEARZHKE, £82 10 &AL BN 4%%% *FACEHHF
b 71 ) —ERERASYEREFBEARARE . AELRLE il XFF
TR E EM

[0007] @it A 4EE £ 24 T 2 & 10 4P AT R L 5 85 F R/F
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0. #&3E Tenover(1987), {2 A F42 F H(FEHTEE 22 93] 35 %,
P35 273 F)F 24 S FHEFEEFRKFEA 49 £0.3( £ SEM)
mg/ml(17.0 nmol/L), @ FA(F#EE 65 %) 84 %, 345707 F)AA
REFIKE 24 PP ERFERAKE, % 41204 mg/ml(P <0.5;
14.2 nmol/L).

[0008] L& B F42F 149 4.8+02 mg/ml[16.6 nmol/L]4BLL, &
EANFREANTEAAE S PR E R FZRARKPFLEF 2 KA4.0£02
mg/ml [13.9 n nmol/L]).

[0009] FE4Z 2 FHBRARRES K/, BFLEEFHHL
JE. Blde, §RAMEFNZBI| ARG RE A RE, EZEALT,
3 BRI K P B T B AR MR E (LH Fo FSH)A 5. 4% K M IR AL AR I 1R
R TEREAEBEF G TEL FHY., RT EHKAFRIK, LH
Fo FSH ¢ K P EBAKSAK T 7 . RFAZBS Z 6 — 2 505 035505
JTZA IR, AE: AR K. SAAGERERT . VHRIE SH TR 2 R
% T AEAR Z RABAL. ILRR ERATHIR Y . BT R E AR R
MER R Hn, X RARFIRE AL LS F M EFIH K.

[0010] M £ B AL IR XY ZBRyT %, ik, TRHF AT
BB AMYGEEZ, 22, O TAMER Y SKREL Sa- LR, H
FHEFER FEH So- —AEM(DHT)ART T A KPR, iF k4o Brix ik
DHT K-F 9 S R AT BA Ky Hra. M E R RIS R E A
HA, KREHEFLBTEFEEANFHOFRE, FELAFEFK
69 DHT. 45 0 REWRG 7%, RARRATZEE2NH ST H5FER
HRELRA X.

fa ik

[0011] RAET —FE T ABTFEG T X, TAL RS T EH%
AR ANAARGREAFTET LB G804, Prdms
YL EHHFHRXNAARGT R D FTHEL G LB, FolEitty
— AR S AT F T BN . A BARRT F).

[0012] Z4ao-4 L4 th Bl KT 71729 #9 K X EK 5400 X Gk 5.,
LM 4 FT VA 8,4 0%%) £ 29% wiw 891 X B K 35 F2 29 100% %) 4 71%
B XEKG. BAASYWETARR EOHFKXETHRXAAGTRELS 2T
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B2 B R E A LR

[0013]iza &4 =T vAvA#& B 1-200 mg R XA KRFHHE3A. &
S METAAE B 2 50 mg R R RKGFF ZF . ZAE5 W4T VA
A4 B 1.5 mgkg R XEKRGHFH EHA . ZAEEWT AR S RAEEF
X, @ik E.

GRS

[0014] FHE 1 B AR T W(FBFak 5P EF okt % iF F 57
W2k o) KA H

[0015] PHE] 2 B-7 89 ZMMER R A9ILF M.

[0016] M 3 ¢ B, £ 78 2Z Clomid. Enclomid #= Zuclomid #9
Ao F B K- 6T AR,

[0017] M E 4 49 B F, &-7692A Clomid. Enclomid # Zuclomid
oG 7 64 ARk ik 64 R [B) BE K P 4G I A2

[0018] WHE 5 27492 Androxal™ 2, Androgel® st-F E&K-F ¢
1E A .

[0019] P E 6 2T &2 Androxal™ 2, Androgel® #f-F LH 7K-F 894k
J .

[0020] WE 7 27452 Androxal™ &, Androgel® st FSH 7K-F ¢4
YER .

ik

[0021] R4 E SR XAKGSGAES YR EFERFELDMYGRE
M. FORG(HE )R GE T RGREEEH, wEHFMET
T A6y B R R, ARG ¢ E ARG R . X SR E K
A E (LH)AAR 90 st & (FSH)¥E he . £ Bk o, 13X b8 M AR 2 09 KB F+
SRR T BAM R R @, FRTA RS ERART. MBERKNEL
A F 74945 4y: 1 Pharmaceut. Sci. 65:148(1976)%& 80 7 &K 352 FAF U
FTRMK R, ENRAK, -Z - RAKRFORXAKFIZRAKR)
R X, E-, Sk (RXAKFRERALS). #H4E Emst FA, K
KEALH B EH 149C - 150.5C, mMX AR5 84 2 g &
4 156.5C - 158°C,
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[0023] Ernst S A48 1, (RXAMR)Z I & 25(AE), mIAX
FHRLZER K e PR ERGHXN, MBLLRET B R T E
M., BEHF A Z AT HNEDOERZ G TXRFHLX, HARES
b B R XA KRG EAR K. RXAMARZAE R T F LK g HE 9P
TR . MEEAMEBPRRXNARGTA S TARZEEZLCHHIINHEER, &
HHIP. LRETZAMERELA REGERAF A, b, LRET A
BHREREMAH XNELL /NG R EZE T T REG oKF,

[0024] Vandekerckhove % A (Cochrane Database Syst Rev 2000;
(2):CD000151(2000))45 i , #5 & 738 A~ 5 b 44 10 R AF 50 & 9A Sk & 25
sTT N ukd B O Bp EHEA A BAER, ALRA R GRS RNt A
FAHNER . Rimd THhAEKRFIMWEBEFFAKTE, REFALARE
T AR F RN K8 58 ), AT VAR 5 3h i i 2 L 5 AR RS
of T FBR Rk A EIEA .

[0025] S KGIAAMGE F MK A R X FH ARG REY, MK FH
KA 6 F 2 2 30%3%) 50%(Merck Manual), VA fE4%1E HE9P 64 B 3%
BAF . AKRGFEIIN L —ARINGR R FH R EHIT, vAHIP AT
IR EE, B IAKARIME, EHEULFH 53X 100 mg
MRl ERERZHEMS B, [AIRFLERZ AR X, @46 NS
A, B RE, FHIMAT. FANG. hFikgirna. &
Sk . sboh, R ERFR R R, ARG EA B ES R BIEIRAER.
WL 4R, BB ERGTEAR 30%3] 50%69)R X4
W, BB FRERSEZHRIETFTARTELY.

[0026] SRS ALFA T8 BA BKAKFEFRK-F 49 F 1 F 6956 57 N
Tenover % A, J. Clin. Endocrinol. Metab. 64: 1103,(1987)#= Tenover
Endocrinol. Metab. 64:1118(1987) I T AR R KB HTE, HFFHAA
¥ F ey FSH A LH AR ZG., N REF R FHEREERR
5, EFRIRFUNIEFTTEEZORE.

[0027] 44T T AR kAR ARG AT fe il LB EAF R A ZRA
Fik & B ey %F #. Homonnai 4 A Fertil. and Steril 50:801(1988)% 3L
HFREFKESG, BEBANZEA LR, (BF)4e, Sokel F A,
Fertil. and Steril. 49: 865(1988); Check % A, Int. J. Fertil. 34:120(1989);
Purvis & A, Int. J. Androl 21:109(1989); #= Breznik, Arch. Androl.
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21:109(1993))— A A L M A K004 57 it EEF 45 F 6498 £ tL % i . Shamis
& A, Arch. Androl 27: 109(1991). WHO A% %80, £ 6 /AN 8436 55 B4t
BFERATF HEALE . (Anonymous Androl. 15:299(1992).) i) 45 447
( meta — analysis ) fA-FE8], EMHRA TR £469 F M Z8K-FHA 5=
A& F #1325 (Vanderkerckhove % A, 2000), A5x4 %80, /A Ek%
KEG T AT RAAF R A R ENER, REEANABEZSEHTFXK
HRREEELE, ARTRFFIHRA KL 18 MABKERRS, KFAHE
H 25 mg R — 10 100 mg,

[0028] 4 1991 % Guay % A(Urology 35:377(1991)&4X, &K IE T
VATE YT B MGG e R, AN BB LIA D M de 5 FERKF R L. &
B M E Fe b o GE 1) 89 EEAR X 49 F- 9 AF %, Davidson % A, J. Clin,
Endocrinol. Metab. 48:955(1979), #=5 —ANFFRIAAG 5 IRA £ 6434
st T #9352 & 2, Cunningham % A_, J. Clin. Endocrinol. Metab.
70:792(1990), #EEFT Lk a4k, 122, £ 1995 F Guay % A(Gray
% A_, I. Clin. Endocrinol. Metab. 50:3546(1995)) 2 T —HAF%,, H P
AN E], ERARKG 2 /~AJ LH., FSH A £ 5, 1223342
MR AAER . B3t THF B F Mfotd T IR X F 5T 4L A —
s 3 4L, (2R A AL RAIR F F KT R KRB, 4 AL EER
st F 5 gk AR % 69 $hAL 694k Bl (Herskowitz % A, J. Psychosomat. Res.
42:541(1997)).

[0029] &4 R XA K G 6946 R H Bk 569 R XAl X F- A4k
A SORF T AR T FHARFE, vA 1 mg 3% 200 mg 657 =
(R A REF T EATREERRAR GRKEZANLEEREBLRS
FEMTAENGELERD —REZANEAALFTHELERNAKRST 4
Sd . MABRFETHETZEEMF, REBRXF LSRN ELK
e KT 1 BP AT, 2R 509 R Fo)ifl X 7 MR 69 KA 4] oo £ S
Ernst £ A PT i a9 AR L 5T VA B T KR BA 64 £,

[0030] 44 ik (2 7R 2 56 2 )56 8 69 5] B 5T AE 4 F) & 7 £ 65— 4,
A FFERRA TR FEFRARE, LEAURTETHE 1 7R
GG EF o uk ey FRRWM K. Plhe, RIEWE 1, T 24945 F) kb
FAMR LS MegF) 2, VAL 8 am A& 7 A o iF K FEE, Xk
My F) 5T A R LRI F 6 X, B B AU A T oA e £ B F A

7
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42 U.S.6,221 ,399, A K% 5] JP 4-312522, Meshali £ A, Int. J. Phar.

89:177 - 181(1993), Kharenko # A, Intern. Symp. Control Rel. Bioact.

Mater. 22:232 - 233(1995), WO 95/35093, Dangprasit % A, Drug. Devel.

and Incl. Pharm. 21(20):2323 - 2337(1995); £ &+ 4] U.S.6,143,353,

6,190,591, 6,096,338, 6,129,933, 6,126,969, 6,248,363 Fo K AR 3K ~Fn b
H A Fr AR T R F)

[0031] & & 64 25 W 20 Ay 2k A5 F) A T VA2 BAR 6478 X, ] 3e B 7
RAAIRE, RBREGHR, k. BFR. 3Lk, 85 RA4F
Y ARG I, AR T o R iZ?ﬂ/a\%ﬂL'ﬁJ'w AR T BINEFELT)
1 R 8 T W TR AT R BRI AT X, X B W2 A Fe 45 7] AL T A
84 AL 5] 89 AR

[0032] AR#E AR AGGAEHELTLETHKA. LT, 9K
(buccal ) . &2 (transmucusal ) . 2. AKA. A RLMEZ
KA, ERATASME, Tikde L AR RN E o iEEEKE, T
m%*%%?%mi%m$$%£%ﬁé,u%%%iki F A £
R AR FLER,

[0033] AR¥E ALK A G LAE YT VA &4 1 mg 8|29 200 mg 7| & 49
BX-FZARAGREHAEZRENZTERAAMREBHLRAR KT
N). ZARGMHTALERAN - 2K, HEAHY 1 mg, 2mg, 3 mg,
4 mg, 5mg, 10mg, 15mg, 20 mg, 25 mg, 30 mg, 35 mg, 40 mg,
45 mg, 50 mg, 55 mg, 60 mg, 65 mg, 70 mg, 75 mg, 80 mg, 85 mg,
90 mg, 95 mg, 100 mg, 110 mg, 120 mg, 130 mg, 140 mg, 150 mg,
160 mg, 170 mg, 180 mg, 190 mg, 200 mg, XTI HF 5. Z4
T A LERXAKRGAMKAKS, o2 7129, 72/28,
73/27, 74/26, 75/25, 76/24, 77/23, 78/22, 79/21 ,80/20, 81/19,82/18,
83/17, 84/16, 85/15, 86/14, 87/13, 88/12, 89/11, 90/10, 91/9, 92/8,
93/7, 94/6, 95/5, 96/4, 97/3, 98/2, 99/1, 99.5/0.5 =K &1 8] &9tk
1), FR 09 B R AR X M AR 6 K049 ) 4o 4o £ S Brnst & A FFiE
By AR S ST VA T AR 8 56

[0034]7F 5] & st 2B T A AR A, A ZTERIRE] & B Ao
ARAN B R B G R LR ETEE.
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) 1
Clomids 3 T 4 M 4 b 6 o 7 3 BF A= 2. B B3 6915 A
[0035] &£ 4 12 K& F RFHEEHH 1.5 mgkg # Clomid.
Enclomid( & X, - Clomid)s Zuclomid(Oii X, Clomid), & XIEA 505 F —
SBHRBA(FEO0B). 8RB RRE 120 REELFE THEERER)
B 75 AR A AT 69 4 o

1. stk EFadnid LH, FSH. PRL F=£87 6944 Al ;

[0036] f£42% Enclomid #548%F, S FEMIERS. AL 1.
EAKXIRE 0 BB EH £7, £EFE T BCERAG =82
AR £ F. /224 % 6 B Enclomid 5 Clomid #= Zuclomid #8 bt (%~
F1A p=0.03 #= p=0.00002)A & 5 % 12 8 44 Zuclomid 48 bt (p = 0.047)
AT #H5KPEeER, Zuclomid B K EH K G b FERI 5 E T2
JE. B TR A HORFIB, 532X Enclomid #9sh44atk, 3% Clomid
EMES 6 BEAGFAT EATEHEEFRAKF. HRANVEAEA
e ETAZ (M B 3)aF, ERATAE T, HALNRSE 0 A48k, /24X Enclomid
BERGITFHAZTTE 6/ 12 0 658 miF 28, o, 1218 Enclomid
BT FHTAES 12 3% 18 B (AR & il 86 2 EBEK, X
%80, Enclomid & & MG P EH, X 50554 Enclomid £ A ¥ &
R FHAFF. Enclomid 5 Clomid KRE AR AR ELFFE —5%, @&
Zuclomid N Z =4y,
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%1 fEEmAF (ng/dl)

28 ID 74 %08 | 68 | %1208 | Fhi
12/3/01 | 12/7/01 | 12/13/01 | 12020001 | 12/26/01
7500 79.01 76.15 940.97 891.5 150.9
CLO 9012 97.55 305.24 585.92 555.6 316.3
9097 158.06 102.94 151.12 318.9 143.6
F 1 1115 161.4 550.3 588.7 203.6
SD 413 | 1252 | 3956 | 2877 | 977
7223 64.57 74.96 1223.8 633.6 307.2
ENCLO 8021 166.86 133.59 11282 1466 399.2
8369 170.45 106.47 1081.1 1166 271
T3 134.0 105.0 11444  1088.5 325.8
SD 6001 | 203 | 727 | 416 | 661
7438 124.84 2104 137.51 314.5 359.7
ZUCLO 8292 104.66 67.37 169.98 406.1 860.5
10098 28229  904.82  227.95 353.0 274.1
T 170.6 394.2 178.5 3579 498.1
SD 973 | 4480 | 458 46.0 316.8

ANOVA p=061 p=043 p=0007 p=057 p=0256
K-W  p=056 p=084 p=0051 p=0079 p=0252

[0037] i LH X FSH XA 4k, EFEHE LH a9l 5 & o
FEFREA AR X, AP T RARIERATEIEE). £ 12 X4t
R P AR E LA T AL, ££45 % Enclomid #9 28 44 A 5 4 149 fo 75 4% $L£ (PRL)
1%, &9 T £ 3¢ 45-(Ben - Jonathan #= Hnasko, 2001) % 4% i£ 44 4 B & F
TR E LR MR T AR A B ey Feh, ZREBA1E
L% 4% F (Feldman % A, 2002),

2. xtfe B &5 7K 69 4E A

[0038]/F] Enclomid /457 44K T A2 E &, @ Zuclomid 25 7 %
MR Sd. T oA A, IREBKFHRERATFAREY, &
HMELAEFTRE A, AT YR EX 9 FF F- A 4K VA E BA 2 42 B 8] A <1 A2 )
BE/K-F a9 RAE R, 4TI —F 89547

[0039] i 4m&y 447 £ 5, Enclomid $2 7 7% Ao B B2 K-F AL T
8%. #8 &, Al Zuclomid 74 77 S e F 2 B 85K -FH & T 22%. /A Clomid
% T T B e B B KR A2 A . %Fﬂ%i%ﬁ%?ﬁﬁ%ﬂﬁ%
ME S F) R AE A E ., Enclomid #» Zuclomid ¢ oo 7 A2 E 85 7K -F 44
MEAER R BT, Xk R LR, &wmﬂTum%,ﬁﬂﬁ&

10
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SR B BERK-F e B, XBERERN, WRATREA G ERAKF,
Enclomid % - fn 7% B2 ] &% btk Zuclomid £ 4 B M.

3. 3 Tk RACF A 6E A

[0040]:8 i& ANOVA 3%:i8 it Kruskal - Wallis #3054 7., A5 T4
B, ZMZMAEZ N ERAK T EMNBARYGFHYEEA L7, FTA EE
BEFTHEANASBYEFTE, BT (DiiFsh, —AMEetELe, 5
TR, EEAZERGIA 9 AT R QadEHEHE;, 0)
BUN, J/f Enclomid 4584 E% 0 R4 5. %765 12 885 78
(F%H), SN ERLSHEAH AR, RTWABTER, 254 Clomid
F= Zuclomid 28 E- 4 tb Enclomid 8 K& 1A, Z4ABB e FshA A B
T 18) B2 49 (B AT = 77 4.

[0041] /A Enclomid #= Zuclomid xt4rfesk 2 LA SR e91EH,
Zuclomid st fesm o b R EA SR GGVER . 5 0 R &0, PTA 6910
SMHFERT FHY @ Z G REMCHC), i TR mpmirE
(MCH) R & #y B 3 s oAk AR (MC V)3 hn, MCHC & FRAKZ =T FUL 4G .
R B8 EBAT A S tm o tb 2%, A2 U R A3 n %, o 7 £ B 49
Zuclomid %67 EF~T 4t F £7F. R, N EHNAEIEE Zuclomid 44
o AR IRIE 69 e o e BRABF 6945, T3+ Enclomid BF #8946 8 .

[0042] RRE AR X LA RFAEFHTLEHA, -F 12 B 4
Enclomid 74 57 xF T s LA BA R a94E B . A bk F Bag—H EH 24
M AR R (279 R Ak e 348 XM )X 8] oS AR AL B 65 AL
%. XTHLH T%E. §F Enclomid 48& 34 £, FEHAEE
M R ERTRES TERG T/ mB LG, i, A
Enclomid 74 57 #§ fo B E 0 B 49K-F3H E EFKF, & 0 B ¢gK
PR EF KT 5%, F TN Enclomid s& A xf do AR B A A
EEA.

[0043] FTiXBa 44 FrA Clomids s+ F & e R (WBC) B XA A A, &
R Z#Z Enclomid 3/ T HhE @efEamitegsiisd . ZHAAFRE
Lo BT AL GG AR AR 1 8. #A-F Enclomid x4 M4kofe ¥ 43 48 0,69 & 2 b 2L
AR . BEAERKEEFTCEATH, £7 B65FR 5245
A AF T 3R 2L (I B AR T VA R i i 280k WBC B 69 5L E & 40t 4k K 49

11
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BFiE)). AR, B mERBILFIER A SR, Bk, ZEART
AW TFREMARY, AL ERGKRE. 22, 4&K10H WBC 4
AL g e 6 EAR R, RAVE IS FEZRAS WA MR ZH £
. BB, Hempey IR 2R A&, AHFTHRCBROKE FF
LR £ Enclomid 2657 MR 5. A, HE @6 d o ke F 344
MREEFEGTERN, £/E3 WBC #4948 LA otg# 4%, Enclomid
B AE R R IE Ak e dg 4 B . BEarmiteg s REZ KM, XS
A BAKKRE @iy S, Flae HIV - Fatey SHEAEFR AL, &
TR FiZ4 X Enclomid R&B Ve, ReTAR TE6578H
AIDS ¢ FHBAR, B THRBOEEMER, I®ANMRKEFTERIZHHAZ
Z B 4G RF) G T . K BT A B A Box e B BE e S K 09 55 3R 2T
FESAT HV-faite) FHegEES MR IETAAGRT, £F
HIV - FEM 6 B M 23 1% & 7 & kR 3kdn 7.

[0044] Clomid 2, Zuclomid 3§ du & # 424938 m T EEFEEA.
#£ Enclomid ¢9F5F, FHaFHHEMEEE 0 B LR FZY, A4S
AR B e, KA EIE & BF Enclomid ke B A A EA4E A .

[0045] i@ LB AST Fe ALT |87, *HATH A AR 69A F4EA.
YT BT IR A KA, A P EEKFHAZERTAFME. £
F Clomid #8, EAMR L 28 ALT/SGPT B85 7% B = 9F, RAE L4877
BN e £ F SRR R %t F 2 F 45, Enclomid Fe Zuclomid &) 4L £ E
FIEZ A, EWREH AST < 2 E47; B b 04 B AL %3
F 694E B, Hlde Zuclomid FfKia % AST KF., EFTLEINT #rtsh
B8 (ALP), FERR G RBRENAE. ALP o9kt —F RR T A
ME., aFaFaELR2—FIF 49, L4 EH, ERKEEZ 0F
B &G R T AR HAG BB A G R MERF, REMREL
CHREBEORET EETEZNHERN. A AKX, R\ EK, &
Ao E5RMEAR X.

[0046] s B o fi0 & Sh A kmAFRA & i ALP {4, £ Zuclomid
5697 J& ALP XA 4+ &, 4 Enclomid & 57 & %A N 4-1%. & Zuclomid #8
tb, 4% Enclomid Flit &K $ 4 R eyt &,

[0047] R-% f£ Clomid #= Enclomid £8 ¥ £ #F 5 #1/8) 2% & 7 BUN 4=
BUN/LER BF, DUBRBTA A LA R M ERRT e, Bk

12
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LRI FELSFHBUNE I, § FERRR(REATIENGF X)
BRI B 0 RAR B IR (B AR A RAF), AKAT BUN K. REF, &%
A Enclomid if £ % 0 B4 % 12 B X\ S i EFR S5, f# LA
B BE, RIT AZARAE 60T 8] 8] 1 A LI R & 6938 Aa

[0048] EEANFFR T, FiH shih ¢ d F 4 KT HAK T AR AE.
Clomid #= Zuclomid B¢) ik —EABE LS 12 B 5 TARAL., E%EA
R P TR S ey F I B TR EAK, 54eER T4, At FEF
{&, Enclomid #+ & T iZ A4k, EEANSE ST BT E RS TN 6 &7
JR R BEAREE, {24 BUN LR A7, THREMERIKFTILINEZLG—
o

[0049] Lik4: R £ BR, £ 303% 8 f ik 85 &, Enclomid tb Clomid
&, Zuclomid & A A #% . Zuclomid £ A% L2y, %444 T Clomid
TEERE T 68 AR P AR R A, 45512 E T Zuclomid % &9 F % H1,
Clomid ¥ 9 Zuclomid £8 54 [ B 8] B IR P & 41 4,

[0050] %5 Zuclomid F= 4 %38 % & Clomid A48 tb, Enclomid £ Ff A
7@ AR ARRT B4y, 4% &%) Enclomid FKA2 B B2 fo AT 5 69 A% 3,
VAR AR B M Zuclomid #9A2# R AR A4, LR 482471
e, e RE T AR T H RIS Rk & aminey CDA+ I & 8,
Enclomid 4+ 2 & fm i 3k b 1x AR 7T 8 F 24 AIDS 49 5 1.

E At 2
18 B REK A BB KT 1 8 R XA KA
A X BKG0 RA iR & F W ERRF 67 %

[0051] &M R X - &K5H, RFHEH FIRMOAFE, 4 e
Matsumoto, % A. Clin. Endocrinol. Metab. 56; 720(1983)(F] AR XAE A
REVF R FEMEZFRAKE. T L4 Tenover F A J. Clin.
Endocrinol. Metab. 65:1118(1987) A7 i£ sk M & M £ £ A K & &
(SHBG), FibA# & 69iE2 5 B, £FZXFHET @I H]
ZEF B e Fe o AT Ae AT S A M & R . SHBG, AL 7T vA A e AR 3B
Tenover 4 A. J. Clin. Endocrinol #= Metab. 65:1118(1987)k M & x5
SHBG - 444 8K (AT | F 89 F8). 47 £ I Soderguard %
A, J. Steroid Biochem 16:801(1982), FI AKX AH A%,
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[0052] #4F & &4 B 15mgkes R KFOHE, LRI KGTE
RN AARG B RT 1. B EH G EWAF, REFTARTLHE
B I E VAL R & A F R 606 T KF

%k aef 3
Androxal™ 5 Androgel®# ph3x

[0053] # Hackensack, New Jersey & Advanced Biological Research,
Inc.(ABR) Clinical Research Center #4742 &L 7) % B8 64 R AF 57, VAR M
AR oh e R B 49 B M b b & v R 49 Androxal™( B R & Kk 3R ) F=
Androgel®, Androgel®(Solvay Pharmaceuticals, Inc.)dg L& 20 5%, % 5L
TR T A2 I 4991 R R,

[0054] ZAFF LT 62 & MR AL B &g T h, 4bA] 69 F BRI K-
A>T 300 ng/dI(GE {5 4 298 — 1034 ng/dl), 53X & F b AL K 6 A48,
Z AN #) Androxal M(12.5 mg, 25 mg#w 50 mg). ALK, AR FHFe
%3] % 49 Androgel®. f£# A Androxal™ a ez REF) 40P 64— B [k
M AR, F5H 1 A= 14 R bk PRt A 12 41k #4 52 Androxal ™ ¢4
BN FARABREFRGBIE T, AR E XA 27 4
Androxal ™ #| & . AAFARE AL XM Androgel®ILF. LT LA
R EE, —F 49 Androgel® & F St AAZ R B, EIEARE ) E &,
FRELER T2 10 REAHTRMNGEFRRKFRE, KRNEZF,
5 2B RF), AR 4 Androxal™ sk Androgel®2a F #Ri& A 84k A

1. 3380 7K -F 69 4E A

[0055] FfA %)% &5 Androxal ™ 3, Androgel®4( = 4 T £MM L & &
RAKFHORTZFIEZORAKHE 5., BIK. FEFRRRZHN T
Androxal™ LI T F 3 A5 169, 247 F= 294 ng/dl, @ BRI
)& &9 Androgel® 5G Aok & $bEFH) 69 Androgel® 10G = A4 ¢ M &,
49 Ak h 212 A= 363 ng/dl, X sk fE £k 5 Androxal ™ 52 3169 7k T AE %3t
F X 5. XA LR K 4 &8 Androxal™ Fe Androgel®=_ ) 4§ £ 5 2
B H 1% H Androgel®it & L4 & K A& RPFF5069. #l4=, 50 mg 7
%49 Androxal ™M £ 15 X B4+ L £ 5 2 589+ 172 ng/dl, T F %
2 (CV)h 29%, 5 2 AL 48 £ 40(36%). % —# @, Androgel® 5G F= 10G

14
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135 84 F 1 % EEE S 5] A 473 289 ng/dl F= 608 = 323 ng/dl, CVs 451
A 61%F= 53%,

[0056] # Androxal™ &7 14 RJ&, A #8464k 42 AL H) 40 K4
B8 FW B FARXAMX, IFFROE, FRASFRRIG. R
it k4, A X2 b T Androxal ™ #4155 X, AT 4o F AT B L
FF s - R A4 A A5 . Androgel®st F oM a4 B 8 42 X JL-F 2
FH 4. 422, Androgel®st g EMRM) RIEAZ S 5HBH £, BEAR L
T 1,034 ng/dl #9E % ZH7K-F. IRA Androgel® 10G #4 3 3k ANK 58 45 34 3|
23t 2500 ng/dl 49 % £ B F .

2. s LH #= FSH 7K -F ¢4 4 )

[0057] el MeshsemBeg B &H ., A Androxal ™ 3657 =4 T
LH s K- Fth%it $ B ENRE(HE 6). tofh b fiFEmeELy,
R (B, 8 aRiEs7151E/E 7-10 B)did LH #97K-F h A Z4
t9ik 4, HoF 3¢ F =48 Androxal ™ #] &, fif LH FRHFRGKF. %
bt , A Androgel®:4 57 £ F 4 B 4K T LH, 1535 54 &g 55K
- 69 B 2= Bk

[0058] fed4 M sh 4618 &9 B M &% F , A Androxal ™4 75 4.4 7 4
FSH f i KF o 4hait 3 R EHRS(WHE 7). . FSH ¥R S8 X 54 LH
b H LR BT UL B 4G KA, B, BT A 7] ¥ 49 Androxal M 32 & T f27& FSH,
F B A 17 AR S K-, 71 AndroGel®#p 4| 7 f /& FSH &4 7K-F,
1%1k54 77 1245 dn & FSH 6 4 £ T T8 77 K-F 69 3R e 3k

3. AF Bl KA AR AE A

[0059] .l T 2t o i = % KX £ &) (DHT) K -Fa94EA . AR A
Androxal™ & % £ £ 4 7 DHT 1 % £ 8694 41 2. i, BUA S0 mg
%1% 49 Androxal™ # %+ DHT/IT sk b 0.83, datk A bix, L7 44
1.07, 4EA4 i, H/~ Androgel®4a 445 DHT/TT b #9>1.5. %4 R £ 00,
JR A Androgel® 44y F b 3T vA W % E B8R # b 35 4F DHT., Bk, 2R A
Androgel®¢4 B e F, Aaxt T80, DHT ¢ E 7 K-F %5 T a3k,

[0060] &2 &7 6 kb FAHeaE R, B ATH®L, KA
Androxal™ ¢4 B {2 2 i T A F FIRBUM A H i ZBEIRAK. ESF 2 A

15
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&, B Z BRI T 19.1%. Ak, AF AT 59%,
%t Androgel® 5G #= 10G M 55138 5 7 0.3%4= 22%,

4. it

[0061] #3EiZ AR, RAVIEBTAE A #6557 %, Androxal ™ =t F4&
% B HHEH F)h. Androxal M T AR L ERA S EERHFRRTE
EFEE, Mo FERE TGS, i, ARXEAL
RGO R MR AEL R IR 8 B R AT — AP AT IR, BAK
o, 2 BT VAR S IR S 97 ) e Androgel®#g 3 — £ 28 4E R . MR M
BRARNRAET ARAR, BT BIKFSHA LH 4. FSHZ —HF &%
WA E, AEFWTTARNMKET A, 5RKIE IR M E Ik
By, AEAxf FSH Z A e94E A 694K, SR THRSREK, dTHTE
BAKFHTRAGHGIEE, RFHRELKRE, ELGKERE B
W N AEF AR RFA £ . FSH K-F 69 # 54 %80, Androxal™ T4
ATa7FMH, QMR EYNTHOTEE.
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(C,H5),NCH,CH,0 C=C CeHsO7

18



H3/TH

LI VA

i

200680004157. 5

e =
tff
L0/0g/31 10/saie) L0/0ziz1 L0/S1H2) L0/0L/2) 10/s/2} s\m:o_
¥
-002
00y
009
-008
- 0001
019NZ —W—
O19N3 —e— -00c!
o1 —m—
00v1

gs-/+(1p/3u) & 7F

19



200680004157. 5

W B W H4/TH

120
115 ‘\\
1
10 \/%
P
%’105 /-:“;.
Bl 100 ‘__.—','z'
o " P
) 95 r e
2 | -
90 re
o
85
80 L)
%08 %1246

—&—— Enclomid — R - Clomid — e~ Zuclomid

20



200680004157. 5 L L /70

700 & ;
L EX-
600 £ O0%1H
500 0158
= s
2 400 L
18]
E
— 300
)
YT 200
H
100
Fnc@ Enc@25 Enc@50 Androgel Androgel  2-REH)
12,5 19%(5G)  1%(10G)
76 7
5

21



200680004157. 5 L L H6/TH
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4 97 * dn 7 FSHEG 4 )
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