CN 102985076 A

YRR AR
B, (12) £ B FIFRIE
bt

(10) HIFAHS CN 102985076 A
(43) HIF AT H 2013.03. 20

(21) IS 201180028385. 7
(22) HiEH 2011.04. 12

(30) LA E R
10160069. 0 2010. 04. 15 EP

(85) PCTERIFH AN E KM B B
2012. 12. 07

(86) PCTERIFRYHRIFELIE
PCT/EP2011/055717 2011. 04. 12

(87) PCTERIFRY A T ELIE
W02011/128337 EN 2011. 10. 20

(T1) BN FEE SRR AT A A
R

(T2) ZBAAN S « KIRZET R 2R Ko Hil
(74) TRUCIENA AL AUIER A R BU QA R
A 11285
RIBA £k BhsrH

(51) Int. Cl.
A61K 9/20(2006. 01) KRR 1 7 HEAH 11 7

(54) % PAR&FR

P HRT AR B AR A 1 s 2
(57) HE

AR B TR AT % (HRT) B {7
BRI SR, AR B S5 2 0. Smg I
T BEANLY 0. Smg B WRER | LA K 22 /D> — T 24 FH R
FEFRUII ] 1A R o RV B2 N DRSP 7 A, 4
N b R AN e ELA) 1 8 R 22 R G 211
A 2SRy B R AIRTT o BRIk, AR B 7R B AT A
FIFYESF HRT 254 HRT JFARIN T S 46 .




CN 102985076 A W F E k B /13

L —Fofr ] 4% CO AR, A9 35% 29 0. Smg HE —BELL K20 0. Sme Je R L L e 22 /b—Fha] 25 ]
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PR L AR e, HTIUE D IREE 2530 22/ 21 K

6. MRIABCAER 5 (AT, Hoh Bk v O ikgs 2530100 28 K.
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T HRT 8947 = 89 E{K O AR 7 2

ARG

[0001] AR BHW & — P H 33 AT (HRD YRR 58 5 ok, Ak B
Fe—Fi £ 40 0. 5mg ME % (455 8 “E2”) 12 0. 5mg MR Ei (455 4 “DRSP”) | LA %71
—Pbra] 2 FH IR A 500 6 [ 44 1 IRGRIZS . JAE B2 AT DRSP 518, 4 A et ik BAR = L 491 1K)
A B R AL L SEBR E N AT . BRI, AR B IR B AT Bl P AR 4ERF HRT B8
=4 HRT JHG I W] A

[0002] R 5

[0003]  MEWER, HAFHI & B2 AT AT TRy MES R s =20, R I %8 &7 4
o PR ZL 2 d B LT A IR B 4 28 Il PR IR , 52 K2 6% B 4848 J5 4 % (Sterns
et al.Lancet 2002;360;1851-1861). HABKIZEL PIREREFEIE L5 AL R AT AL 1
e fanG BIRAR A o P 20 AR A B G I 5 B 26 22 1) IR B AT BRI o0 . 48
2 PR T | AN MR, S5 40 AT 52 ) 2 A I P B B AL LA Wi 0 2 R ARG i . e 4
22 ST VA U ) EE TR D 92D 3 R s ) AU, 48 A B A E XU (STemenda et
al.Epidemiology of Osteoporisis. In:Treatment of the Postmenopausal Woman Basic
and Clinical Aspects. Raven Press.New York. 1994, %% 161-168 71)., HAuJ, fEEEA
114000 e ia e H)LSFH P —2F k63 5 DL E (Warren et al.Clin Obstet Gynecol
2004;47(2) ;450-470) . BT HUYIAF A ir £ G 0, K2 80A i) — 480 =70 — B R 48
CALESYER) UM

[0004]  ELARMRIE AR SONAE VR TT BRI EE B2 F) 6, 2448, BRI B2 5l &2 EE N,
JiTid B2 50 & NS v T R s B YERR IR TT

[0005]  FEEIPRZR, H 5 0E B2 BARAIAA T & A7 O, 045 M8 £ iR PRI A 78 2 1 it
b, BX K28 i@ M. BRA 000, IR WIAa ) B s 477 700 N 2 b R AF I 52 o
[0006] Notelovitz et al. (Obstet Gynecol 2000:95(5):726-731) ¥¥fh T H THEFE
TRT T R E ML R A0 IR R 48 28 0 2 PE R IR G AR 1) — FR A ) B2 502, BATH BT
LR 2 PRAR ) S AR 4R 57 o B8 HLAAE, Notelovitz et al. HEAT T —ABEHLALE -
RIS IR 12 FIFE, e rp B b 7 sl PG 2169 333 7 4848 00 e /- B 0. 25mg
£2.0.5mg E2.1mg E2.2mg E2 BRZ R (LIRZG ZDIRTT o R RIC KA ZL IR BRI B
.

[0007] Notelovitz et al. &I T B2 55 A0 & & 4aiE Ry 2 TR) 1) ol 25 28 1 51 5 —
VoK B, LI A 2 T ARG AT KR DA R B A1 T LA oy AT VAL . AEPITIR 12 4
FIVRTT M BESE SR, A5 LE 22 REFRIZH , 7E 0. Smg. 1mg 1 2mg 2 H PR 21 1) IR B0 LA A Pl 21453 J&]
IIRLAZ 73 b B35 S e B, AE58 4 ], X 1mg A1 2mg L BoR T 5 2 R A EL ) B3
M.

[0008]  [Alt,Notelovitz et al. #EWT Img B2 J&H TAEZ LS 0 iqyT vh 8 R B 4028
WIREAR T RIS IR57) 2. HRIE Notelovitz et al. FEARAYF G2 5 2 1 [ (0. bmg
E2) B0 8 B 42 5 A2 A4S Y A RE R U 2 HRPREAR 22 At e Jo 28 €0. 25mg E2) 0 AH S, B =i
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2mg B2 FEAPIEARGMEA R (H 2 H 5 I ESE A A R SR %

[0009] 4R, HIE Wi & fd BB (Women” s Health Initiative, WHI) FTomif T, 7538 7
B R B AR E2 55 B - I R 4 hE (17697 o e i, F5 0 R R 2R
SEARTR & E2 50 84 F T IV ST 4a0E 1R3R 7, H AT PRt B AT 52 i 2%, 1 BRI A T 243
RRITIETTLAN B AT A, hthagE % FH & 5 il & B2 B BYRIER TR YT o

[0010] X th 7 FDA fi5 B 4w, o B ih 32 5 AW 90500 & 07 RN E ik AR &, 5K
WLy R I B B Al A] B8 1 %% % (Guidance for Industry:Estrogen and Estrogen/

Progestin Drug Products to Treat Vasomotor Symptoms and Vulvar and Vaginal

Atrophy Symptoms—Recommendations for Clinical Evaluation;U.S.Department of
Health and Human Services;Food and Drug Administration;CDER; January 2003).
[0011] A7 E2 I DRSP &5 & W58 L84 102 T WO 01/52857 JVEILHI & 1K E2 57 TE
X EBEAEWO 01/52857 KA TFN A, SR P R LB B B2 5184 Img.

[0012]  fIGFRIE KA E2 BIF) 244123 T WO 2006,/048261

[0013]  —FfHRT 7=, Angeliq® , 5o 9 Img E2H10. mg DRSP, CL48 7535 [E Btk F it

RBAE

[0014] AR H AT N H R I, X5 T 5B AT A A i B2 FI &, Wi ik B2 57 &
EFIE 1K) DRSP 454, WliZ50) 2 A 3 e o B 4 0 82 0 /8 6 A4 i R PR s 7 2 () 2 A
Ao WA SCHRAL ) SE ) BH 2 H R, A ANl b & AR = LU 9] 1) A6 mh B 28 T A P 41
13 4 g N FH AL S AR =1 B2 (40 0. Bmg) —— 4 S{KFIE 1) DRSP (£ 0. bmg) &5 A
(1 [l A 1R R TR 9T

[0015] [l Brad 51 B O AL TR LR VG YT P 48 22 )5 0 Lo R AHons v B2 22 FE A 1
ERTAER——FE e B R A A —— R R A PR AR 750 28w B ol A
TR s BTV B T N YERRIRTT o BEAN, AR BH BT IR B 5 R N i AT
5 ) b, ARG S T A R AT GRS N P22 B R AR 3D

[oo16] PRIk, FESE— A5, AR BHW AL &40 0. bmg E2 F1Z 0. 5mgDRSP., LA & 42 /b —Fif
A] 225 F 70 1 [ A 1 AR 2R

[0017]  ZEZE A5 T, AR BV S —Fh b A5 T M7 A 2 1 HL SR ] 88 ) 1 A e B 174 ]
ARG ZRY 20 i I 28 1 T, HLFIE IR 2o 2270 21 R

[0018]  7E 57— ANJ7TH, AR B B AR 25300 B9 AR % BH 1 8] 44 1 iR 2R

[0019] 76X —ANJ7 M, AR B J T TR « Y6 97 BB 101 £ (1) 10055 &7 A e R 1 A B
Fy ] A 11 R 7R

[0020]  7E 55 —ANJ5 T, AR B B FH T BRAIC I £ R S A A H I Py A4 B o P 448 1 HE IR
BRI AR R B IR £ 1 RG2S

[0021]  {EX —AJ5 1, AR B9 B FH F 10 < VA7 BRIV &Y 4asietk 10 75 vk B
R IFEAFEE AR G 4 R FENE L.

[0022]  7E X —ANJ5 1, AR B B — Pl R T FRAR G o 1R S 1 ot () A 3 B4 I PR 22 1)
HIRE IR 7 v, ik T A FEF AR R BH 70 B 2 25 22 R B ) i e
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BAEXLHEAR

[0023] A BHERXT—FEL & 2 0. 5Bmg E2F1270. 5mg DRSP. UL & 22 /b—Firn] 25 IR T 5 1)
[l 4 1R 28 o

[0024] 1 b SCHTR, W BRI VAT I B 2 H A AN

[0025] LA SCERAE S s, B 9T T PUAS R E A s — AN B — AN 52 0. 3mg B2
(AE DRSP) [H 28— YA T 41— M52 0. bmg B2 454 0. 25mg  DRSP {128 —¥AyT 41 bL e —A>
%2 0.5mg E2 454 0. 5mg DRSP (28 =yRI7 4. ansili il b B s 50 HE s 22 3l B R
19, 7E 56 = A7 4P i m 5 22 1040 B EGAE 35— 058 iR 4l rb it 5 22 200 H LR AE 22 RE 5
AP E B . BARAHIEI B2 IS gn 25 258 N = 3R A 523, 7656 =R
7 4 AP Ay N 3 P A2 AR LU Rk 75. 8%, FLR M B T R T AL 62. 7% FmR Y .
[00261  [K 4 2% J5 S 52 FH Amageliq I fry HRT win i 35550 I %8 o » A 4 AR,
24 E2 I DRSP {7 FAK 50% (HHEL T Angelig “wI7 E2 A1 DRSP f58) I, 7E55 i
y7 e o 3 AT B B PR AR T 50%. 52 b, Hon B SO, 7R 58 vy A g iy
TR LU Rk 62. T%. {H A2, 24 DRSP {555 M 0. 25mg 38 i1 22 0. 5mg NP AFAEAE T
SR TP R RN, DR A 5 an b S R 1), i 5 1R LB B i A 62. T9% 38 42 75. 8%, Vi B2 (171
R FAE— 2 /KT (0. 5mg),

[0027]  DRSP & HA Hul bl §i v ME 22 s, o4& 5 B2 256401 & T HRT, FEA4 i
1 HRT 7 5 (Angeliq®, 3 AT SO BIF4 « DRSP HIES 512 AIE 15 T 25 B3 VLT, T i 25
P2 M5 2 A R B A ) G i A7 3R ) 245 B A MR JBORH LU B S5 Ml b Y YR IR A B R A
Ko fE HRT it 145 N\ DRSP [ 3= Z R [l 22 DRSP {4+ 5 W 5 T E2 A R .. g4
A Ak, WA FEAT DRSP XTI ¥ 7 BB I B A R AT = s i I R E B o BRI, AR5
R AR A NI

[0028]  Jt4b, 55 HRT 7= Sh— 1 i Amgeliq®— I FRa 48 2747 eI 3 UL ) 02 Sl o I
IR . AR B R BN LR IRAS & BARGRI & 157 2 55 2 58 iRy B2 SR 1) HRT 7= S AH L,
TEE L, R I AE A48 o e 2, 5 R S /D (R S M HE

[0029]  ASCASE FH AT “ i N5 9t o XONTESR 4 FIRR I v B 22 8 A A 2k D (5 2%
AHEL) = 2.7, HAESS 12 IR RIH & 2 5 Al 20> (52 2AHEL) = 5.8 iid 4.
[0030]  ASCHY, PR ATE “E2” (B “ME —RE”) BAER R E2 AJ LR 17-a -E2 B 17-B -E2
M. PUikhh, Brik B2 & 17-B -E2 B i RIE“E2” (BC“HE—FE™) s E2 1
KETERS Rl & B2 WEKEW . N9 EAREA SR X T E2 FIEITR 2 TEK E2,
I, anSAE ] B2 /KG9, 040 B2 11921 /KG9, WL HO 2 A O B 448 FH 5 DK B2 19 BTk 51
T AR 8o 001, T 25 5 MV 0. Bmg JE7K B2 71 BEAH 24 F 0. 5x1. 033mg=0. 52mg
(1) B2 oK G E . TR ARIE“E2” (Bk“HE ") IS ELHE B2 [#¥)m] 25 H B, 9 an B2 K/
FRIEEE B2 RIS, il & E2 RIS .

[0031]  JITIAARIE “2Y 0. 5mg E2” 5 LR 7~ ] LS FHBEAK T 8B =1 T 0. 5mg 171 &, 41
L7E 0. 45-0. 55mg 70 [ N K E2 718, 1 40 0. 48-0. 52mg. E2 51| i) BAA S A5 0. 45mg.
0. 46mg.0. 47mg.0. 48mg.0. 49mg.0. 50mg. 0. 51mg.0. 52mg.0. 53mg.0. 54mg F1 0. 55mg. 1L &
(1) E2 554 0. 50mg.  WIRs 4 BEAA Y, W LA AH G BE AL B R =351 B 1 B2 112 K-G0
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E2 ()R] 25 B .

[0032]  [AIFEH, TR ARTE“ 4 0. 5mg DRSPS B2 7Rt Al U A WA T min & 1+ 0. Smeg [
5 &, 4 Wi {E 0. 45-0. 55mg i [F] A ¥) DRSP 5|5, 51 40 0. 48-0. 52mg. DRSP 5| & [ HL A4 S 451
4 #5 0. 45mg.0. 46mg.0. 47mg.0. 48mg.0. 49mg.0. 50mg.0. 51mg.0. 52mg.0. 53mg.0. 54mg FlI
0. 55mg. fILIE ) DRSP 54 0. 50mg.

[0033]  IMEET4ASEIRELFE(E 2 AR THGWIZ . T3 (sweating attacks) 4 €54l
B P A &7 4R mT L2 40 FDA ¥8 /g (BT 3CH T D 8 U “ 82 B8 7 rp B 7l “ R
PRI PEAS FRAR B TR S0, AR “ 82 B i A S 4a e IR 3 e SOh “A AR B, A T R
TP R R AR A SOR A R B S T, R REARETE B s HORTE “ L M
ERTARIER B 08 SR A I B T, 1 s sl ks

[0034] MR B = 100 B 2R AL R AR AN PR T 2R BRUIE LA S FLAR IR AR O 1242 00 22
RKeFEAT O IELE A AR TE  PEBRFRAR  ME LAER Ty ) e DAVE HE e R 0 R 3R 7 9k 2D
S8 (irritability YRI5 &K AE (erying spells). IRIEIRAIVE YT B AR ] 500 20 i
422 3] (perimenopausal ) B BeBR A48 48 2 JEAHOKC, A INAEZ JE IR — BUINHRIAH G . T AC K&
BF R ) B i 1 FH 70 [ 4 22 S Bt L A0 4 22 S sl 46 28 i B P IR 0otk DL LA 2 1)
SR o DAL, W SR PR e R R = 1) DR R P R D B DR el B B IR A B S Th e 5 v, )
TR B RPREAR AT AR gk o 75 AR R B IR ) — AN SET 7 Z2 T, AR R B ISR B4 A T 1B v
I7 BRI ME ZR R = IR A o 7K A 5 WA FE B ARZE A A5 s PR AT A 25 46 FL 5 25 40
oML I B R 3 A A T R R PE B RO B A8 A DA i OB IE o WA IR A T A8 22
G LA S 55 FEAH S IR0 0 4 BH 3 97 [0 3E pH XG0 LA & B IS B A AR AL, 80T BT R 25 46
VR A4 B I A R B AT 5L T AR BT L I i 41 4 ok 5 s 4 AR oD, 2 i A RSl
FHA R BH B0 B TS5 « v 77 BB R RS T AH DG BRPRER o M4, A BRI FRI R I 4 WA A 5 LA
55 ECER i = A OGP R AR TE A O R VR AR R | A R AR A B I A gk D LR AT
AR A Yl 2D BB R TR A 2R R SO AT R AR IS A DG Tk 45 7 AN e B BT R 2R T T
B7 B3R 36 57 1 LA AR D% 1 53 A2 S R g [ 18 5 52 100 40 BB K AR 6 nvs e P HE
[SFJ 308 98 1A 1 PR X

[0035]  [bAk, R BRI YL AT S 2 2 5 B ALK ) I 22 7K P AH O I A WREIR o AR e BH i 4L
A S5t 7 22 B 46 TS ¥R T B M ER B 2 AH DG 1 B AR AR AL, 4 B SRR AR AL B
RAATLA B R IE R TS BABCE FURAAE . JRAN, & R0 B 205 55 B Kb |
/INGEAR R A W, R/ BB 2 A I R T B AR T I EE IR DA R A DG . B BB A
(R TIRT T ¥ T A2 A R BH i 55 Y (1) 4 N QTR IR 7 R o AR R BH I — AN RE Sl & A R
1) STt 7 S R D DL IR R A0 RF AT L RREEIN (AR / BlO™ R AT - AT 41 CRE s 2
rh R A R T 21D T R Lo HERROIR L 1 28 R Ak P R B AR R s ) E VR 2
fF 0 HEARIEOR B AN RS 19k s IR D98 5 28 WA PR A TE A 25 4 LS 4
L MUVE R B R A B Z R B2 PR OEAZ A AR B AARE CHL A5 B B A R JiE R 99
B, 5 52 2 I A2 ARG AL T RAE O3 RO D0 1 2872 A0 R 28 T B £ 1 WA IR AR TR A
YR FLE 28, DN UM IE R I 80 B o AR BH I 55— A4 NS O SE il 77 R F X%
TR IR BRI PG 20 T R AE O3 S BERARR O« 1 28 28 A0 st i Bl AR 1B e 2 T 22
ReFAT O HEBRRIBOR T B I AT KE 39D s N IK 98 B 2 PR AR TR A 2 S 2
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i O MU B R A A ARA B R R E B2 JHIR 0 AR AL A BT A e CELES B BUiAR AiE 1
TR 5 40 25 1R P 21 HR YT A AE O SHEHRCIR D0 15 46 304k 28 ik B A58 WA PR AR
BRI A, ULRCE BURARIE B TR Bl .
[0036] T EH A 10, A B B 55 B0 1 48 FE b S8 2 B9 30 AT A6 ¥R T 1R
F TR < ¥6 77 B B 2 o A I &7 AR A an G 40 o B, Ak B BTl 5 8 n] A
Yekpvayr , W ISP 4aRE () 10 22 ] 8 A B s ) & 1 HRT Fn”nfﬁﬂﬁDAngeliq@%Dﬁﬁ?ﬁﬁE
DI B A SO 1) HRT 7=
[0037]  FE—AMILLE RSt 7 27, IR A R I VAT I Id oA A 4 fa td 2
[0038] T 3R AT« 4t 28 B 4 0 R “H g T DL R R SOAE A 0 s,
“Menopause Practice:A Clinicians’ s Guide”, % = Jit,2007, The North American
Menopause Society (NAMS) ™ A #0535 LY. S ELARHE, Pl A3 “4a 22 )7 NI AR5 & s
(R ER GREFEFED HE o Ho —FF H2 MO 0 D Re R G i &5 3 . a2 2
FH B S 93 D FL P SRR R S A R 1= AR T S 8UW . A0 A B AR T3 — BAERT,
O S AN AR s A IRV AN R R . TR AR B IR B AT, i [ 4 28 B B DAY
JEI 722 45 T A () I SE AR SRR ) R A 4 HAR 2 ] — S 45 . Rl Za 2 I B 1 45
RATAEAS H ML GBS ) — BB 0] JE A A » 2048 5 R AELO L M 0B FF FREE 2 IE T BL
[0039]  HRHE A A VRT3 L] LR B A U1 B (R B 5 AR A DI R R 8 eo AR AR B
(R — A N ORI SE Tt 77 S 7, IR A R B 167 I I 202 1 8 R B DT BRI 30 2, Rl 2
TEREVIBRNAL G EHL .
[0040] T EVIBRARZETERIEIGR. 27 EUIBRALVIGRFEMES. 5 15 Uk
ARV 5 BT B30 b EFRN B 53 (supra—cervical D)o T B YIBR AT {1 pl
S SRS RHDIER (BR SLDIBRAD o AFE MR P SR 2 L MM (female castration). $%
2 XA O O SEDIBR A COTRBR 0N O S, BRI (1) 4 5 DIBR AR I £ 2k 25 FLP &R AR Ak
[RIRER 7, LGV Z B SR R . &) BRI 10 & B e 3 HLDh Re e i id &«
A E AL DIER 5 LS A i 8 ) ] Lo i e B HL D BRItk ) e S o BRI, FEA KR
B BRSO IR ARE “ R VIR B BE L Fr it R 2 T s sl o T E VIR AR EH L, H
“REEVIRFE R L7 a2 A B2 e 2 B0 B PIBR AR d &
[0041]  4OET STV I, AR B B 77 B9k L2 A AR b SO S s I IR A6 ¥R 97 e )
F T 9B)7 < v 7 s B2 22 B A i A8 R AR an A 410 PRI, A8 — A4 A OR3E IR S T
T7 R, ARG 25 25 22 T IR iH L, Bk i oS T B MR VR T, B B TR
HEZHEBRIBIT ARG — DN KRER ST b, AR RRIR G 42T
WA Lo, Pk i Lo e AT CB 2 MER R VR T, B B AT IE R MR VAT Rl 2 H P B2 [
FFRE 27 B 0. bmg [FIHEEZ VAT .
[0042]  FEAREH bR 3T, Bk AT 1R B RS0 28 T8 Fa A2 F ) (BB R SnT A i
(183t A, AT L I 49 T2 20 B Z 501 L FURE 51) S Oz () B2 500 R0 AR BRI, AR D B 1) 71 2
AT LR R ) B FE SR B2 T v (gelcap) MURi S ZE B X o TEAR B I — MLk SE
77 G B ) 8 e on) sl ) () 8 X e 2 B iz 2K
[0043]  AS W RI55I 2L e LLEORE SR B IR B8tk o S e AT Iy, RE“ IR Ron &
>Rl SRR PR MRS, 24 I AE 900m] 7K B 900ml 0. IN HC1 #1748 37° C FA#H]
7
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USP XXTIT #%¥% 11 LA 50rpm [HeH 18 5 R IS HESEER IR, 2270 70% £E 30 73 8PN H o 1
—MMRIE R L TT T, DR SRR PR Ry, SR I SRR I SRR I
2/b 80% £F 30 A BN o AE— AN S INARIL ) SE i 77 22, 2 b — b s Ik P AR P Ak
G310, M E T ESCHEAR IS U SEER I, 2220 90% 76 30 2 Bh s H o

[0044]  THURE T2 ) il £ 5 2 AN 53 A2 AR T JEL R ) o 352 M st R T P 88 AT 22 1 — AR IR
CE T Remington’ s Pharmaceutical Sciences, % 18 i), 1990, %5 31 %, %5 591-595
Lo 5 20, 3o R 5 28 ] 30 ok AR BORE A T 2 ¥ PR R 23 i &, 8 T AE WO 01/52857 H
REIR KT B, W PR 23 TR T T B (A RORE 1) 2 1t —— 191 4n 28 e A 5 33 1A AL )
TP AR R R A3 LRSS BT PR R A3 R R T BT e R 2 A Ok 1R R i ——, 8 A
WO 01/52857 AR K. VEA I — B AT S, R AW 3@ i 72 7 B b 8 AN i B
5] 1fi i) £ 5 ) WIAE WO 01/52857 H A 1. ik 1942 %5 W 37 Ay 2% 1 & PR 37, 4] 4 B WO
2006/128907 15 5 JUEE AT 2258 7 DUAE A AT 4 S IR AR &8 , 7RI 63 1) 7% 157 b, A1 BT AR 1)
Bl ALEE RS, R ) B I ALEEER 80, WK HA A S LAY, BB I AL LU AR Tween ™
T o AE A X — AT 8, OB A m] 3l i 42 T s T X (03 2k 1 2 1 ) 2% » 461 40 2 WO
2009/138224 FRHEER K]

[0045] Y AE AT AT IR, ARTE“TIORLAL” 7R TG 1 573 HLA T SO EO AT S I 2 IRk
o434 :90% [k B < 20 um (I EL4%, H 50% R A < 10 um B2, EE<5um.
N SRR, BT IR AR TR “Aonidl” i R 7R EEOGRT I I E BIREAE 73 A 443 90% BTk B K T
0. L um[FEAS, LIEKT 0. 2 1 me I FOCHTHFRAR M 2 7] LAEH Sympatec HELIOS,
7E 1-4bar )T (BED #lE#HT.

[0046]  fu1 b SCHRE KLY, A & B R0 RO 30 S BT T R 0 OB o 3 St S B AR BT AR )
PR Y AR A T TR D08 25 T LA JIT 3 3% 1 e 70 e DR R T o 9 A 1) TR N A 38 /N 1 10 43
B, FARIE/NT 5 408D, iR 2E E 25 L (USP 27 58 <701 20) R &8 FH A I 2 1) 7F
— IR S 5 TR, AR RN T 4 2Bk, BN 3 a3 8h, Bl T 2 43,
[0047] AT “ AR FE” SRIRAE VRS 24 J5 A WRBCEE A B3 8 1) DRSP B8 E2 ) &
H IR 5k (. ov. ) 25 T AH IR A RS 2 523 5 A7 08 B 1 98 0 (1) =2 AH Lo i o2
AR FE AT IN5E Ky AUC, oy (ARZE 2D /AUC, oy (FRAKZEZ9) KL,

[0048]  WIFEA 40 WO 2006/048261 ik 1), & AGHIE 1 E2 1578 ] 75— LE B 57 1)
AEAE T AR AT SE » BRI E A 1 7 v ) 490 A48 A 0 K T BRI T 28 4t
W (PVP) o BRI, PR3 BT iR WA FIAE AR i BRI B b i AN I e BRI, AR I — A4
NS 5 S AR5 AE Horh PVP R B2 Z [ FE & oA 10:1 SO /NRFRL, DL x4,
AR HFRPLLE A E /N T Smg PVP, B W12 4mgPVP.

[0049]  RiE“F LIGMEMELERT” (@ “PVP”) Rom HAH LK X (CHNO), FEH K 2,500 £
3,000, 000 [{17rF & HEEA FHZM 1- L858 —2- nbmse e 2k A A & g 4. e
i, B 5 PVP AHIRRIAEXT T E2 BRI 7 18 A T 70 028 e R 53 B8 A i B 13 28 o DA
AR EATH . BT HARR TR 26 7] A2 SR A4Ef o =5 DA 44 11 iR ) B 1 A B
PVP HAT Z AL B DI BE, 191 0 78 =5 A A0 78 =4 tH B3 R 301, GV 1) « 78 2 B )
PLE 78 s & 5ill. Hokh, PVP 55 & B /K PR 2964 A0 UL s BRAE 7T BAR 2B SE P i
HRTTE B TR S T 2 R OB IR
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[0050] Ay 4038 E A R BH 50 B0 Hh A7 A8 B35 R s 43 IR 2 A P, AELRE I A2 B2 W] 5 BR8]
WE 5.
[0051]  ARif “E2- MK E 697 80 SMBIRE E-6 1 E2” BAERIR E2 FIERRIRS 2 (B
HAEY), Horp B2 4 2 /D805 Mt N BIERRIRG 20 1 IR o B2 FIERRIRS 2 8] 1) B R B ]
RO R T LM TEAR I — 4 N KRVE R SEIE 77 22747, B2 FIERRIRS 2 [8) () R R B
B2y 2:1 2 1:10,01EZ 101 2 125, Smflakey 101 2 123,404 101 8 122, FEila 1:2.
BEAR, B2 237 R] 2 /03055 Hhudeh N BP9 B0 2 AN FORDRE 23 TR T 49 s — 1) B2 4]
FENBN A TR 2 1 LAS B B2 FIMRRS 2 18] 122 [ Lefl . AU, Tk & &Y s
Z T A 2D Ml N B B —EORDRS 4 P ) B2 4, S B2 4] DAR b
Iy MR B B — RS 7 T DS 31 B2 FORRIRE 2 7] 2:1 L. B2 FIHIRE < R 5=
AT ARSI O 7123843, 1 nfE US 5,798, 338 FIEP 1 353 700 "R,
[0052]  AiE “DRSP- MWIKE E A4 8L “ SHHIAEE A1) DRSP” 5 7E4K 7~ DRSP IR
ZIRIWIR A4, Horp BTIA DRSP 431 22 /D3 43 Hidii N BIPRRIDRG 73 F I . DRSP AR RS
Z TR EE IR L i B T R T B EA R B — A4 A ORE R St 75 2, DRSP
WRIRE Z M BE AR LU 2 2:1 22 1010, IRIEZ) 1:1 & 1:5, Ly 1:1 2 1:3, Fr A2
1:3. b4k, DRSP 43— A &2 /b3 43 Hlu e A\ B P9 AN BE 2 SRR 43 7 I s b 461 4 58— 1)
DRSP 43 1] 3 A\ B IS 21 71 LAAS 21 DRSP AIERRIDRG 2 1) 1:2 50 1:3 [ Lfl. AR
o, Frid AW AE 2 T— A 12D Mo N B 5 — OB 41 7 (1) DRSP 431, il 4
PR~ DRSP 73R 22 /-8 73 Hiu g A\ 21 55— ERRIORS 73 1 o LAAS 21 DRSP ARG 2 18] 2: 1 (1] EL
11 o DRSP FHERRIING 2 18] (1) 524400 mT FH AU 40 1 7516 3RS, B 48 US 6, 610, 670 FIH 2
7 SR P RER 1
[0053]  ARIE“FRRIKG” B 1R RN EORIDR BEAT A DL S8 RIS (PR A4« 5 B R RRS
TR G UL RS PR FI AT A R G . RIS AT IE B o — FRRIKS . B - 31
BIRS Y - SRR AL A . FERIILIE B — SRRIRE . PR T e MEAE A5 K BRI 2 2R 5.
PRFEFEI — e ol A S A A BRIEAL o 3 e R I ) AOPE 7 Y06 A AT B AR 532 A T
S VP 2 1P OO R IR 2 TS 1. 9, BRRIDRE 28 12U B A i T 4 O-R L A1k
0-C(0) R F=FIEAR, Horb R WAEIEMEUR Y C L Bedk ATLEREEUACIY Cog KRS AT 1 BUAR
(1) Cyog BRIE IR BUAC I SF FE B S5 IR IE A . IR, R AT LU AR 06 P9 3k T 3k Rk
B CIESE M, B 0-C(0) -R AT LLJE SRR o BEAl, BT 228 m] DUMNAE RH — T b4 4k
42K AL A ECE AL, BRI 1.2.3.4.5 B 6 MR ILHE BB E Flkfh. AR M, 32
FEIE T LANAE R — T _E A e AL BTk, B0 4 B A B A AL, B8 e 34k
ERWEAL ) i AR R B 2 WAk, B 142,345 B 6 MR R il e R Ak s kAL, , 49 4 AR Ak s 2
WEAY. . T8 A P PR RIORS A R P — B — 2RMIRS . DIMEB. RAMEB RS Se Je AL BEEAHIKS , 91 4
T BRI CARIARCaptisol B . BURFBIRS — 54 1035 Mo W S % 18, 8
2, TR, FEA R B — AN St 7 2 rh, A E R IR .
[0054]  TEAREH EF3CH, RiE“C L btk ” BERR B — 2750 R 1) B 5 B
(R RRIRE ,  n FR 2 L SR VT (A IE TN ZE R R N 28D T R (e T 28 7 T2 T
FERRUT 55 B () an 1E Be 2k e SEEFRn DD L O3k (B an IE MR 2. [FIFE
M, RTE“C, pedt” BAER R BA — 2 VAR IR 1) B RE SO RE R 8, pl i 2t &
9
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SEVNEE (BIUNEA R SN ED T 5 Al E T 28 57 T2 TR 2.

[0055]  FEAK DRSP il E2 () 2 FhERRIRS &9t b SCHEK, {52 B BT ftik DRSP 1 E2 #EA
SRS A Bk, 75— MR R SE 7 2, A% B REANL & FRRIRS

[0056]  ASCAE HIIATE “RE-E 57 85 5 AERGE , W78y AR R LUK, 5 5 50 AT HE A
TR R I AT 2 s 2 42 R M IR R BB B (secondary aggregates) IR . 2448 FH—Fh &
B BT T LA BB AR A R 48 1 700 B 7 1R 46 R, ZEPTdops AR RV &
T 70 DA S8 D070 Fe 460 38 b B R R 28 00 o [RLE, R A IR PR AL B AE “ M o
FH 2 b, 1 )2 76 JURE Fh i 2 1 23 5 R 300 45 TR R0 2R BT, BTG o ok o 86 7 V2 B B RORE
R KA TR B SRR A Y DA e 15 B RO« T2k & R AR AE T “ AR
RGN v 75 ORI SE BT N, FS7E“HMB” R & ¢ TR, N AR ATE “ N
FH” F8 I AERIURL P 38 () 20 R ELARTE “ SN T 2 AR RO S B L R TEAR R BH ) — 264
N RIS T P, R B FRIELE “ AR Fo YA BHLE AR PR &I, FR
N 53 AR A AT IR TR AR MA R AR R R & 55— MR 2R &
T AR BRTF T /K A BT A A3 9 77 s LS KR S RNR A, LB I e 1R
BRI o« X — IR BRI VE T8 R RS &I B AR &9 h B4y L&
FH RS R R A Bl R VT SR &5

[0057]  ARGE “H—IEBERG G )” AL4E 78 20K G0 (LA 0 BRI 1R o T R R e 1 7
2O HHIC BABEEREEROR AR PYP JE IR RS & A e — s, AR5 “ 58 ZIE$eh &
)7 ARG AE AR F 1) 2% mh D458 140 9 4T < Y T PR R s e v 7 20 78 24k A 50 Rkl &
o FLRFAE 2 Bl D s HAT A PR AR R . ol R DA I R N B2 S R ik
FERGGR)” I 5T 9 A ARS8 FE AN, 75 BT ik A JSURH ESE 2% 2 TR) R4 fi A AN 2t gk 2>
BRI D o BEAN, BT doRA F00 38 5 AN G0 BT IR0 PR o s O A T A B S
AV HE BT AT S R TR PR R I & S Bk« R RS L B IR AU B I FT A R L TUR IR V&AL
T AR ER A W 25 VR B 1) H BRI KR 1 Ve (9 40 T K GE K « 48R ek KoK
Wy AR BN GR350 B e A v B PR AR SR Ve R R T AR A (9 L 22 ZE R RIRED
T Bl 5E A e M B PR AL SN« 41 4 22 (49 Tk o 2T 4 500 1 4 2= A0 AR (9 iR TR 2 41 4
R CHEAR R BNEARR R CETEAR R ANEFEAELRZMPREAHEZ LK
HREW .

[0058] “VE¥” 1B % £ n HAA L% X (CH0), (HAn Kk 300-1000)0 H 2 78K
50, 000-160, 000 [f14 5 H L i B BE UM RS WEe b 4L, IX A ie iy B e T o — R0l
BT, VERR BAEMARL, FLE S LU 7EA% 5 B B B SE R 7 193 2 2 A A1 R
R/ INBORE (L2 525 TCKD I NAFAE . SR B0k v] LU R A R P s A 7, HL bl e
To7K D- A RE R G (EBESEN I SCREVERD) U PEE ) (&5 SR R il . B Ve
SRR o —1-4 B RERE PR DR ARE R T R G . SCREERY R A SR S A
A oa-1-6 PR ER D AEEM XIS AR o 14 ERNECT M AR T RS
Yo ABIEI5r S B 20-30 AN A HETR I .

[0059]  TEAR % BH () BARR St 77 Serbye kit B B A B Em IS B0 10 i % 2 40 &
B YU TR o T8I0 SEB N TR EER DA BEN  CRIER R B RN Ve R
[0060]  TEAR R BH () —ANSE i 7 S, VE R AR 7 24 1) 1-5 T 5 % 1R FE A FHAE RS 577
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PLIETE 2-3 T % MIVEIHI N o JEKy AT LATE BORL AR s I 18 V7 1R B At i 1 Bk AT
FEk R AT o Sk m] LH R eoft etk DA BB 2 e MR TR AT o AR ST FH 1)
H /24 DRSP. E2 1 22 /b —Ffrn] 245 F W ) (-8 ACIR VR G A BORL IR, T 4 D028 A2 oA ek 1)
e (R, JEM IS &R BT ESCRiaE, B an7ER AL 5-25 & % 1IN .
[0061]  ATE “TAIHEVERD” F“ FATERD” H2& 7] B # BARTE H 5 758 XAEKRIAFAE T Ak
2R/ BOHIOIN A 2R A S B 23 ks I B M8 B K o — SR R IR RO A U K Pl A
O DA B A ot 1 R A8 PRI B TR AR o T8 B TR A E R A 5% IR I ELREVE R
15% PRIV 8 SCREVE R A 80% IR e tEve by o Il Abve iy n] LU DL B SO 40 28 A0/ 8L
BROTE I T FOKTER o B K UE R A1 FLAR IS Y (138 0 R 48 TR AL, 491 G KoK B 4% 50
[0062]  RTE “HBor i MEve Ry ” A« PR AL e ¥y ™ 2 n] B4 AR TR H 5 75 2 oM 2 L MR
AR EARFR RS I TURALTE N o 24 110 56 4 OB b AN AT P I ) L2 ek 2R T4k
SERD PRI AP BT VB FSCAT A L e A B A it i 8 ) il b T ) % o 1) YR R0 A T AL
BB 7493 205 73 TRAGTE D o

[0063]  ARIE“RekMye” B 76 e LU b SCEARTE “Yer” T E LRI LIEr .

[0064]  Rifs “LTAERATAEY)” B AL ARSI A4 s i S R SE SR A A/ Bl
SRR AR BRI, Ym0 B R Y m B/ BRAT Y 22 lk . Prid et 1 sl e 25
AT B A A R R R BE A B, 40 an B B mnids 10 MR, DIk i ik 8645 B 4 Mk
JRFIRE. T4 R AT AR WS R TR 4R QAR R RN EA R RN
FEMREAYE R PIELTYE R o 2 NSRRGSR IRBAR I £T 4E = AT, Fe 2 R P 2 R
FEAYER MR NI iR . ARTEARBUNH” R A>T 5% HAZ T 16% K F2HLA BRI 4]
1/ BREEEE AT AT 4E R AT AV TR AR SLAE 2% WKW ¥ h 753 21 FRoRs B gk AT e . @
W IEAAE RS AT AT Y 2 /T4, 16 2% 7K B I TR 1 - 20mPas, L
& 2 - 12mPas, BALIEL 3 - 6mPas. FTIR A4 R AT F LT )AL 1 0. 5-5 FE & % 1)
WREAE

[0065]  7EAN & B — A4 N ORVE IS 7 22, FR TN JR 4T 4 3= 49 An IR EUA R IR P P JR 4T 4
FLLITARFAAL 0. 5-5 & % B REAT ), P 1-3 & % ITEHIN .

[0066]  7EAN & B I — ML e IRy St 7 S, Bl & 510 5 0 1 s 2 A e — A sl 22 i
AR EAT 25 R TE ) — R AZAE T AR ICORLRIB S “ AR ho R, FrdoRl & 570 mT B 7 5.
A TG0 () R v A o, Bl 5 40 A 7 BT v PR 13 o0 (R RORTR 54 b AER &7
TRERY) B & B OL R, iRl & R0 IE 0 B R ot Ve R 22 ZE BRSO N IR AT iR
MNP ELT Y=,

[0067]  EXII, I 25 BRAR, 76 A% A B ) — 285 77 S0, R & AN AE T AR, BRIFERDIR
TS TR I AT/ BRI o AR A R B ) HEA IR STt 77 22 70, BTkt & A2 45 T4k
FEHR S RIANAERIURE (K400 o 754 J B ) HoAh R STt 77 S8, PRl & 50478 T P AH A BL & Ak
FE.

[0068] AKX B 117 20w A5 B 20 R o ELA2: 5 EH A R BRI Y (978 R 10 e AR 4iE , B Rl
YA A R B R AT I N R AN U6 B2 1R o R B 0 00 PR L A S48 A 2 ik L BRVE K M AT TR
SR YE R ANAT IR PVPo BRI, £F — AL IR STt 77 270 5 A I B TR 301 280 A 5 88 0 it
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o

[0069]  ATE“ A" 5 A6 2 SCHA LR 0 A ok T2 (10300, 55 L e At el R 2 3 FE RS R
L, A P R A3 2 K PR TR T AR 2 B B Vb BRI A /p S PR b R AR e .« B
JAEF (R85 DL S48 A B TR TR BRI Ak B2 1= (bentoni t) i BREEAR (veegum) 4T 4E F
T AR (9 Ty PR S 2 44 22 0D « IR s« RS o 11 58 PR S5 TR BR AT AR ) ~ AR S Tk S ~ ek
R UL 43 Mk S S8 B BRAT A4 (A K 220D SR B IR RS RO AR SR o i it m] A7
FE T WAHSAMH A ZEAR B — A4 N0 Sl 77 227, BT i s i ek » 491 o 2t
PESE R A MRV IR G

[0070]  WELFELEAS & BRI AL A ) E AT 16 55 40 S0 L F5 S 78 70 RS, 481 o FL B
TERE AT HERE (dextrose) FIAT BERERT £k (dextrate) sHEEESS, 1 dn H B dEEE L (L AL R FUAR
P S 4 TR0 R kR TR &, f97) Qo RS R g TR A 5 4T 4 2=, 91 oy A IR 41 4 3= Al
AT HE R IS T EARE s ARAAR g 3D, CLRE IR T (9 Wi AR EREE)

[0071]  METIRFITRLARGE A2 R 30T 2C I, AR (DR Ja s At 1 7 25 1S 1 53 AR DG B S 50
TR T o A R 248 1 1y 00 AT S A2 8 (A R DA A6 0285 L I8 SR e FH I R O BN o £E
S5 T, BT B Y 2 Fe v SR . R, AEAR R B — AN St b, N AL
o

[0072]  YEACKREH bR S0, RIE“HEAATN” R N 48 197 FI4L A9 DUR T 0385 n
(A R TR o 7 50 P (O R T RE R TR 5 B TR A R IR — 45 B RS L AT 4 32
R ACIRET 4 22 A7 HERE T 8 BN B 2 (O A e B o SRR L LR T S B I L 2 e o
D Rl R R A A R H I v - VB R 5 L S AL Bk L 22 2RI RIRG L AL R AR ek T
FRATE R AT SRR . AE— IR R SERE T 2, BT Ak 570k e kv

[0073] 5 I R B LIS B SRR BT 75 B9 10 i, AN CREID v AE— A2 AR 5K
JE 7 2 7R, AR e R R R EA RS AT A 25N 2 120N FR5E LA, L 4F 35N & 90N FITE LAY,
BARIELE 40N 28 80 N TG H P, 4H24 T4 80mg & i ([ B 7% . ZEHA N 5 b AT i
SRS AR 0 B RS R AR T A3l (R i

[0074]  AE—AMRIERISEHE T Z0, B BA 8 5 T REATR BRI E e . Ak
A, A ] 0, £ 9 A R TR R PR B AT 4 35 B & R (macrogo 1) I A7 I 1
AR ALER AL R IR 5

[0075]  [RI A ATk ) AR 26 4 A S R SR AL B2 008, BT iR 0 L P i AN 4 25 B Ptk v R A ¢ ()
B,

[0076]  JHiE “RR AL 7 T 2455 T Ao F—Fl B 22 Pl A0 (00 AR IR Bk e A8 i
o BEAE BIBEORL AN/ ORI I EETE 5K BT AR 3% 0 A K TR I TR ARRIR A
YITRI AR . FTIREE AR W A8 A R RN 53 LN AT A3 1 1 2% 130T, DL e T8 A A& 1 )
RS B A A R BREK Ky ARV & )5 R A B AT

[0077]  ORUE“RiAL” NV FRAA A — P U Ll FE , A5 U AL S v 40 2 AR JE 500 0ok AR 38 43
b IR B R ELAT L AR N T ARk A B R AR (R Aok RN/ SRR o E— NS0 5 S, DRSP i E2
DL TR 300 (o8 ARV A 4 5 BORE IR R OB i ORI A R 5 R 657D e, JLAE Fridk ki
AR R IR B AR TR BORE IR AR AT AT 7 A R 5, E A 0 5 m] N FH 1
SEKEEEAIEIK o AE— A0 7 S, PRy ARV A A8 FH A s ks (4 4338 1 v
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M UTRALIR %, 5 ORI AR B e AT, Ry B DD ks ] AR S A R R AR FH o

[0078]  FEAS B oy — A5 18 1 SE it 77 2270, BT il OREAR AN BRGS0 BT okt 4511
bt ) CAF48 0% 3K 5 ROk RT3 DRSP A1 E2 [ ARRIEE W) .

[0079] G SC RN 1, AR B 5 — 7 BT R pi 28 SRS A 258 1 HL kom0 1 4% % B
[ 4% 11 ) B 20 R R A 2 58 e, LT UIRER 2530 0 220 21 R iR I 2k B o ml FH 5461
28 1V 3 22 25 7 AR B O v il 2% ELAT L, 48] G o B 9 B R B e I SN
EEHARTE S, ) Wide B R AR AR 6 5875 e R0 DL G0 78 o) e 1) 2 B B A e v
FEERE AR R o, BB T B Id . AEAR I — MILE R S
77 Z A, BTk CIRZE 25 B AEFFEE 28 R, RIAZE A O T v A28 60 5 28 M7 A e B
BB SR . WAR, FEIIE ORI A H 2 28 51 28 A4, i 28 11y 2 &2 12 %,
B 28 1) 2 & 6 i,

[0080] AN BHIE It LA = R i) otk St g gk — 20 2545 1 B o

[0081] 5L Jiify]

[0082]  SEjifs] 1- I RHIFST

[0083] H3TiX1

[0084] P PRIFFUAE 2 HH 0o s AUE  BE AL 22 B BERIAIF T, AISEFE 12 R T 38
A TR 48 22 J 0 2o h G2 At o B 20 B IV 7 A PR 1 1 IREE 25 1) B2 I i AICH 20T o
[0085]  “HZRSFIABREZEA Omg E2 CHAE DRSP) (I FlEra: 12 J&.

[0086] VAT AR RIEZ & 0. 3mg E2 (HLASE DRSP) [ ISt 12 /&,

[0087] 2 —iRITAHRERIERZ EH 0. bmg E2 F1 0. 25mg DRSP ¥ vl 4¢4L 12 i,

[0088] A =iRIT A BFRIEZ T 0. 5mg E2 1 0. 5mg DRSP [ v Fll4F4L 12 fi o

[0089] A3 DY #E B AT ZEAH AT T rp B 22 8 B S 2D IR (1 BE 2 AR Y i~ F- S 5oR v £
5

[o090]  Z&J)

[0091]  RERIRH T Va7 LI N 2 1 LLAg)

[0092]
¥ ZRMNa F—itia Bl 8 Zkira

(0.3 mgE2) (0.5mg E2/0.25 (0.5 mg E2/0.5
mg DRSP) mg DRSP)

ZREHE 176 (100% ) 170 (100% ) 177 (100% ) 178 (100%)
oy B
ol BL 129 (73.3%) 91 (50.8% ) 66 (37.3%) 43 (24.2%)
LoPs 47 (26.7%) 88 (49.2%) 111 ( 62.7%) 135 (75.8%)
p-{E Y <0.0001 <0.0001 <0.0001

[0093] " p— (L iot B A5 SRR RAA: 60 LG 5 BT IR (K0 97 2L 2 FR SR 4 it )
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