CN 108904460 A

(19)thfe A B HFEE R IR =G

(12) ZRRE F|HIF

(10)BIF AN FS CN 108904460 A
(43)BIETH 2018. 11. 30

(21)EiES 201810700184.0
(22)EiEH 2013.02.18

(30) LSt EHE
61/600,659 2012.02.19 US

(62) 57 RIFHIEHE
201380010108.2 2013.02.18

(7TDERIEAN B IR A A
Motk 58 [ ARl
(T &R ZRIEH « T « 155
(74) EFURIBNW P IEESE I BACEE A TR
A F 11219
RIBA B BHER
(51)Int.Cl .

A61K 9/24(2006.01)
A61K 47/36(2006.01)

A61K 47,/02(2006.01)

BORIZESRALTT B340 B

(54) ZBB &R

FE T 10 Jl R B 0 P A 4 WA R K
7]

(57 %

AR B Fe— B R T 10 RS B I A f AL
B WIS FROR £ 770 o FITIROR 5 750 42 b 22280 % 1
B WO I S5 BB VR A T R TR I 5 244 XK
W 5K A FIS, HHFA T2 AR T5. 5HIpH. flik
PRI AL, 77 2 BRBR AT , L EL SR AE 15: 15850: 12
[H] o

BB HCaCos R L3 pH
19:1 64
201 6.3
26:1 62
33:1 6.1
4131 6.1




CN 108904460 A W F ZFE ok B /1R

. — R B T (FRG B & B, 2R N il BT kG B & A VR A A W R B
FEAR B AE O T AN ERRECRY , Brd RGP 25 s i LR 75 v il 4

() TR — 2, HONREURA 7 R R BB /A 4EE b 2 /0 omm ¥ KR ECF I H
BT i J2 5 A Ao R T3 2 e P ) 1 43 5

(b) TR EE — KB 2, O R EUR o Rt B B eI ANZE B & /D 5mmff) KECEIET
I, BTk |25 2 /080 % 1 IR & 2 18 &= Ik BR A5 1 4 A X R, M VE fEAE 104 /K i
TR E I pIME A5 . 5B B w5 DL

(c) 14 i J22 T [ AH ELRG 25, LS4 X REAS B & A i 88— B A B ARG P, IF BB
BB & A RS SR E R A R T,

H AR5 4 AWM I 22 91 : 1531 :50,

2. BRI SR AN B 25 R, 3 AR J8 e S 25 R e R T b B 2 8 B R R+, 2
Je 15 B AR FRUZ R A AL SR A2

3 BURIEL R LKA B 5 A, ForroRb B Z ARG B 2 A0 DB TR 58 )5, R AR R (R =
HEMET].

4 BUREESR LIRS BR 5 R, FedroRb B2 RG B 22 A0 0 IR TR 58 5, R AR R ES A EE
AhIN6802 v [ 5 77

5. — Pl B AT I RS B & F AR ERAE Nl e B, ISR B 2 1 Sl BN PR R B
FEARBEE 1 T AN IR R B R, BT R B & &

(a) B— 2, O REURA R AR It H B A £ 4EFE T 22 /D 5mm ) R 3501 30 (1) 1, Bk
J2 A RERE A MR I R

(b) 85 RN 2, HONREURA R TR AR I H B A LA 4EFE 2 /0 omm ¥ KBS T
Frid 25 2 /080 % 1 TR & 218 & I B BRI 4 A WO B M IE EAE 104 /K R N, TR A
VIR pHAE N5 . 5EREE i s LA K¢

(c) FIradk J22 0 o) T AH ELRG 485 , AATAS IR R4 2000 5 Fr 19— AN B 10 # 2 ARG %, 9F B3
B A0 7 — AR AR

HA RIS 5 & 5O I EE 22 91 : 15311 :50,

6. — PR F 27 A, FAAE T ANZE R B %8 /D 5mm, Y730 70 D s ep i), BTl kB 27 e R
ARG B OR EE 76 D R T AN IR KRB, BT R B &

(@) 58— 2, o A 1 R & M 1 1 5 DA %

(b) 55 ANHH 2, oS A 222080 % I VIR A A W B I R IER 4% 1) 4 A WO IR, >4 T fide A
1047 7K HR I, R S pHE A5 . 5B R i,

H RIS 5 4 A WO T b 221 153 1:50,

T WRBRAS AERUREE 3K -6 4F— TR FT IR BRG B 2 v dh A D i A7 A e 7R B2 FH



CN 108904460 A w Bg B 1/4

FIT O B= 5553 (& YSEL & & I ARG & 71

[0001]  ZHI35 9 [ B H13E PCT/US2013 /026609 T-201 448 A 19 H i3k A 1 [ 1 K B . Hr iy
5289201380010108. 2 & B ZAH5 9 “FHT F1 RGP B F (B Ak 45 WO BSOS & 75107 1Y) 3 48 v
1 o

[0002]  FEARSUHAE FHA

[0003] L5010 kLB IR A (adhering disc) , R ARL 5 H (adhering troche) A] T
W B B I B TS 1 R PR M VR R L BRCUE A BITR BR TRRG i R BN (B R B AR S A B
W, 5 R B B A R AR o R 1 RORG B B A RN 2 SRR B R AR ) 22 12
VAR B BETUZ - ORI VT 2 A OISR K PR S 90T FAERG B 2 B an S TR R R
OB AR Y RN SR L B o AR R I — BT R R AR A WD R B X RS [ A LA i A1 4%
FRE T 280 o 24 L VA fA T M YRS 5 45 OB Rk A5 R R Tk , P AR 1 Je S pHAELAR T°5.. 5, 1% pHizE
BT & A5 F b A pH.

[0004] 44K KB W FF AN AR R A TR o e AT AT BAE IR T B BN T B (B T B3 &
> AN B AP 1) FL B AR AT AR o AL 5 B A 3 S TR 1 0 AR o5 2 BB & 7 GRS
FHT- R OR B8 75 11 o LIS B8R B 044)

REARE

[0005] AT B BRI — R R PR VD RG REORG BT 20 54 , Ll A3 280t Y TR B 255 A, O HL S5 40
A A IR PEFEARR , ik 2 & WD il R A 77) () 5 <8 45 XM e 5 R il 6 o

[0006]  FE—T5 i » A5 B A B AT AT BORG B 25 7 s S ORSFAE N R, Bl B 25 Ay
PR EANPDAE RGP I OR B8 5 1m0 AN 2 R PRECRITAE , B mti B 255 il AR 574 % 2 ()
TR — )=, HOREUR R R IF R FEP A B % /D smm ) RECTH I, LS
TP T M YR/ BORG R FR) Jl 25 (b) T RS RGBT 2, HON R SR A IR0 HLR A AE A
YL 2 2 D 5mmi) R ECT T, BA S S A 222080 % 1Y R A /2 8 S 1AL 7RI <645 o
JE B A L0 K I TR A VIR p B A5 . 5B ¥y 5 (o) H ITidh 2 T o) T AH TR 45 , DA fiE
XA R & A — DB E AR TR, T BTSRRI & i 5 — D B i B ARG TE
[0007] ] 3 ok Y82 AL A Bl A FHPRE RGBT 2 e WO IR 1, 2 S B P43 B 4L AR5

FIXUZ s AL B U= 5 Fro
[0008] B AL TR AT LA 5 WO SR 5~ TR 75 » - Je R FITAR R TR A FIOUZ s A AL
FEHIAXUZE Ao

[0009] WA FHPREF T LA < B OB ORE TR VR TR & » < e i AR VR S e I8
RL, SR 5 A BT UL A XUZ e A LR A UZ 35 o

[0010] Bl A FHPREF 7T LA < A OB ORE TRV TR B » 2 I A 1R TR 5 0 il e P AE
W L2 S8 J5 8 Bk A IR DI B A XUZ &

(0011 BidiAb iR~ ] LA-5 <o i WO R VR 45 ,ZF/I%F)T@@JE’J/% P lin Hs 5 H DA il 26
AR TR 5 R U2 IR A o 3K ARG PR 25 ) 26 7T DS A P A T A IR R R L)
FIvid P R BEAT IR 11, DLORE He o B oA B35 e, Z R AT L



CN 108904460 A w Bg B 2/4 T

[0012]  CRGE RGP 22 AR O TR 58 5, R IR FFAE =155 EEM E A7, IF H 2 %R
FHES A EEIMIN6S0Z L E 7.

[0013] LIk ) Bt A 71 A B PR 5

[0014]  f£ 55— T3, A & — P LA PRI ORGP &5 17, B ORFFAEN D SR, g lify
B R AN A YIPERG B I OR B AL O iy ASERIR RS, T pb b 35 & () 38— )=, Hoh
KB P IR IF B A P GE B B2/ 5mmif) K BCT IR, BTR 2 &5 R il 2 M i
AN/ BRERR T 73 5 (b) 55 —oRGHT /=, HO R SR Ao IR0F HLER A AE PN 4E 5 | 25 /b 5mmft) K
BOPIHA I , g )2 5147 2 /080 % (1 IR & 2 6 S BRI <6 5 WOW I, 478 AL 1047y
KA, VRS WA pIME 5 . 5B (1 5 LA K (o) BT 2= 1 X T A TR &5, DB AR XA AR 2R &5
A AR AR ARG PR, I H A BI85 7 80 o0 — N R A A R T

[0015] £ 55— T3t » AR W RSB &5 B, BeAE PR 4E I B 22 /b 5mm, R FFAEN D R
PITR R B 25 AR D SRS I ARG B O OR B AE 11 o i AN SR IR R , P BB &5 v 547 (2) 58
— R M AR I R VR B g3 s BA K (b) B R = AT 2080 % [ IR A 2
S IBRAL FA GBS B AT LOf /K R VR A P KT pHYEL M5 . 5B RE = 6

Bf [E135E BA

[0016] [ 145 H B <5 YWY S AT RER 12 95 F) Ve 5 20 ) 6 1 A e ) ) S 36 P 5 i 07 3 &
%o

[0017] ‘K EAVEAR

[0018]  FEDLIZAISKHETT S » B o MW A FXUZ v e A AL B 8 s Bl sl XU 18 7 P i
— )z BUARE R AR AET-200745 H4 H 1SS L A R F S5 #11/800381 7 PIrid , #71% 3
R T ANAE NS AL 77 (B0 m] LA T8 55 4 O ok KR & B0 Al BLAE R vk i
R R BT R R 5 < A U ok AR il iz o

[0019] 7L m] 3 K 7 ST, x5 W Jse Al A5 VU 9] G 7 B B R 5 R BSORS A PO 481K
W 2N IR JE A e AE IR |, 4053 A3 1 1) 1 3 IR A 5 W) R IR o i P IR
AT RN R UIRUAIR Fr, BSEH IR N R R e BEAT T8 o £E A e 21 A IR L T, A5k
WFNR & E BRI

[0020] 7 55— ANAIIESKHE T G, e WO R T S AL TR 45, SR JR I I B T R A IR
Y, b A IR AT

(00211 it 751 B 190NN & D938 B BT 75 vh A fie /N &5 DAAR KR <6 o IS 7l e ik
76 » DLLERF B RGP R

[0022]  EEARDNHEEEART 34022 v iR AL 11 JRORG BT [ A (38 P AT RORG BE )2 120k Y 2 R %
IR VLORER A =5 By 5 1) 5 0 A 2 ORI T AR R 0

[0023]  EEARDY & R T-34022 v (XY 52 D1 JRORG BT [ A (38 P AT RORG B )2 i20RG B 2 R %
IR BLOREF AR 7 A N6 802 5 F) H 5 4 T 7 A 56 BERN B T A B0 11 JEs T

[0024]  FEG ARG OLT , o T SRR W NIRG PN 5 5, 6 B XM N 1200 22 /080 %
FCVF 22 20 %6 FTAL VB & 3 7)o

[0025]  FOVFL ™ i R 7 2 W A A A7 A6 08 PRI AR SR Bl AL 77220 P A o

[0026] i A 57 AT 5 3R 1D <15 SRR HEE RS 5 6 <0 OB S A FlL KL - J8 AT e BRAE DA IR

4



CN 108904460 A w Bg B 3/4 7

VA e 2 0 AT W A A X — 5 R, AT DA A SR AR AL 7, 491 A KOH (UL ) BA
AN, R BT 8 A pHAES . 5428, 0.2 1], fLik6.0-7.0.

[0027] ST FHOBUZ IS A AL 28 e 28 8, AR SREU AR & B e, < SRR & &
W ARACTEA T, DA BRI R A P E T s Bl o o] DS AT ART R A ot R 3R U
B2 580 AR Ak 4 A R e VR A B AR R A A7 AR 0w (B 771 o S 49 B0, i R A5 i IR % T PR &L
BN IRER S IR LB A AL R AICHs B 046

[0028] B R4S 5 4 A XM st 1A R b 2R AR A 12 50 o P il 77 A ARG 40k R IR 45, H 5
G A IS L 2 AE 1 : 15821 :50.2 i) o H /i SRk I b 22 10040 ST R B, iR &
VB REAE 28K R N X MR A R B pME &1 T°5. 50 M = ¥ pHIE T [H 26 . 0226 . 4., A R 1
TNBRER A5 1) & , pHEL RE W8 Rk T . 0, {2 FH T 4 B OB e (R0 RS B P BT B A1 5 3K FF AN A2 e 1
HFE,

[0029] k3 2R AT AR HF He B8 v % Fr 7)o 3P L% 28 ELAR9—16mm, FF H. H & 70-800
0o TSk R R A 5 s SR T R A 4 i T AR, 8 o A R P, AT A R A
A RS AR AE B 2 3 R T, A I A AR I DG i (4 S 3R T 2 1 191 G35 b B £
FET00 e TR P Sk AT U MR BAZE R R R A B3R e 3k A3 ) , B3 7] D& A IR, H
T AR o

BRSCEsEN

[0030]  sKita 51

(00311 DL Skt ) £ e PR 28 B A 5 AS F BR 861l AR 5 P ) i o 1 5 3 = 1 L
R TR A R I 5 104 KR A 5 B pHE I 2 24 . 4. LN R S pHE B 4T
TI5E -

[0032]  sgjia i1

[0033]

K G A W st CaC0s AG/CaCOstt % pH
40 4.4 0.6 7.3:1 >7.0
108.2 4.8 0.6 8:1 >7.0
108.2 5.6 0.6 9.3:1 6.
108.2 8.4 0.6 14:1 6.
6.6 3.3 .22 15:1 6.45
7.0 3.0 .16 19:1 6.4
12.3 4.0 .20 20:1 6.35
9.46 5.5 .27 20:1 6.25
7.0 3.0 12 25:1 6.1
15.8 7.32 .28 26:1 6.2
15.8 7.32 .22 33:1 6.1
13.5 6.59 .18 37:1 6.3
13.5 6.59 .16 41:1 6.1

[0034]  sLiiifsi2



CN 108904460 A W B P 4/4 1
[0035]
K G B O BR NaHCO3 AG/TL 2 pH
6.3 1.8 .28 6.4:1 8.04
00361 S i3
[0037]
7K LA R B KoHPO4 AG/BigLE 2 pH
6.3 1.8 .28 6.4:1 8.04
4.2 3.2 16 20:1 5.8

[0038] A< LR AR il - B A st () B AR SE 5 SR AV o 58 B AR RS B AR S IA K

T3 AR B 25 BB BRI IR U 5 AS S AR 5 5 R A2 A5 1f 2 WL - IX B

S AEVR AR ZER ARV A



CN 108904460 A

w BB M

1/1 3¢

EE WML 5 CaCO s [ L% pH
19:1 64
2051 6:3
261 6.2
33:1 6.1
41:1 6.1
1



