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(57) Abstract: The present invention provides: a pharmaceutical preparation for oral administration with a controlled dissolution rate,
the preparation comprising Tamsulosin hydrochloride-containing sustained-release pellets, wherein the sustained-release pellets com-
prise (i) a Tamsulosin hydrochloride, (ii) hydroxypropyl methylcellulose (HPMC), (iii) an acid-resistant acryl polymer, and (iv) two
or more kinds of insoluble diluents; and a preparation method therefor. According to the present invention, the Tamsulosin hydrochlo-
ride-containing sustained-release pellets with a predetermined size can be reproducibly produced, thereby controlling the release rate
and reducing the size of pellets, thus improving drug compliance.
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i
a2

L
(I
ol

o
N
S
o
ofy M
off

)
N
o]
i
e
o0
=
=
=
o

~

o|slo] A=l oF 59 n| R & o] Fo] X, A A w) EE Aol U s}HA
WX E L gared 2 £ge

A7) A A EEE LR A DA 2 28 El 5 Tk AT A
O EA = B4E 9 AeA v EE s a8 v EEAY 5 Q) A
A EE2E dE 5o slo|=sA22d e A Eg 2~ TEY ol E,
lol=EZ A Z 2 v g A& 22 oA E o] E LAY ol E, Zeu] oA EH ol E
Zego|E, AER QA ol o] E ey o] E & (shellac),

HEelZ ik Ed el T g o) E 35 3A|, Wela g kool gl o] E
SEHA, R o5 Yo 2jelA AEE 5 o, o] A E = A&
of .

A7 AEA B EEAL O E Bo] Flo|EEAz g fegdsg s
HEAZEZ Q1 o ASRZ QA Zeu|dolMHo|E, 4 o] &2 ¢Jo]9
3ol A Al 4= 9lom, o] g ¥ = A1 of Tk

A7 A EEAL A gRE A8 xS v[Eo = oF 15 Ul A 15

FopZ E3HE = 9lom At o R 58S 246 A5t 9=
£0] 9F1.5,2,25,3,3.5,4.0,45,5.0,5.5,6.0,6.5,7.0,7.5, 8.0, 8.5,9.0, 9.5, 10,
10.5, 11, 11.5, 12, 12.5, 13, 13.5, 14, 14.5, TE3= 15 3%, 3= A7) 422 ¥ 9
el s x318tE 5359 HARE 23E oo, o5 5o 9 1.5 WA 15
%%, 3 WA 15 5%, oF 4 WA 13 5%, o 5 WA 10 5%, T 2F 1.5
WA 3 TF%e] Fo i x3hE 4= 9lu) ] Wl 0 EAS AFEshis A9
k= 59 &5 HE Ve 5 ok
LAY FEEAS 1S WA 15 THRE LA AA floll A2l
#7473 7 %-, USP monograph "Tamsulosin capsule”°l %] &3t 85 &
SR AES TET 5 A
A 2= g o] WE A 5ol & oA 8L A AlA=, 11k EE
2,0 BFEA G2 9F0.07~0.50 5%, (i) o]l =EA 22
2 2 (HPMC) % 1.0~7.0 T %%, (iil) WA o} F3H4] <F 3.0~20.0
%, (iv) 255 o) 4e] B84 XA °F 70.0~93.0 T H% S E3FEHH A, (v)

o
ol
o

=
=
=

A

T .

=

o
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[64]

[65]

[66]

[67]
[68]

[69]

[70]
[71]

A8 g EA o] geFol 1.5~15 %% 4 T )

AR E A 2UE VR, () FEA 94S 2F0.07~0.50
=%, (i) o) =EA 2 29 W e A S 2 A HPMCO) % 1.0~7.0 = %%, (iii)
WAL oF 18 S 3EA] oF 3.0~20.0 T H%, (iv) 27 o] 3] B84 34 A4 <

70.0~95.9 T %S XA, (v) AEA F5A ] ghEko] 3~15 TR A
A
A A oo A, B bk o) whE At Fo] & oFA| 812 A A= v] = oA (USP)ell

2
2 8523 A2H < HEH ol ule} 37°C, pH 6.8 £ 2 (A ol ¥l o] ¢li= USP
152kl 900mL & 50rpm £ 0.7 £ A 1/&17&011 o} 30~50%, T- A A o2 =
32~48%, B0} T- A A 0 &2 = oF 35~45%2] 443 EEES Ve 5= 9o
A A el A, 2 g o] k& oFA| 84 AlA = AV A I E S
SRt o B M 0 2F WhEoll 77k A A S YER W, A7 oFA A Al A=
u] srobA (USP)oll whE S A1 8 A2w ¢l s 51 ol whe}, 37+0.5 °C, 0.1N HC,
750 mLe] A 8- Yol A 2A]ZF &9 50 rppm o2 A § F, 154 02 3740.5
°C, Q143 & AFE-8 HF 9 250mLE F7F5F] pH 6.8 9 G4 5 ol A
50 pm O & 8§ A1 E Al 0.IN HCL 74 &9 S0l A 24| 7k ot B2 4]
A 8EE0 17E H%Bkoﬂ 3l 10% v T, Bo) upek2] ) A =
nRkol 58 A 4= lom, Ei= 13~34%, B} vz 6 A = 20~27%2]
T

w
Sl

A 3 pH 6 84 T4 ghs Aol A gAIZEA ol T
ZEo] 174 all el el 80% o1& ek = vt ]
BA S A B G 48FoRA TAH Q9

g9 5 912 ek oheh, ol 4 gF oA U

= glelo] Aol X szo] ALgE = Yk B A A 1R mri
(treatment), 7l A1 (improvement), $+3}(amelioration) *= ¥ ] (management) &
EdtetE g o B A AR R T A A el A 7] oFA 8HA Al A= A
1w o2, A A b)) Zel] Seubat u) kg ol 54 2.7 (acute urinary
retension) 2] X| Zof] AFE-E 4= it}

o e ThE 9 el QlojAl,

=
(a) () B=2] G4, (i) pH B o &4] 2LF-AR1 spo| =5 A2 =2
e Al S 2 A(HPMO), (iii) pH &1 &4 2741 WAk o1 T34, ¥ (iv)
o

Eiuﬁnﬁo

ﬁ_aj&mlo

MU oo S

Pl oF 2 e o

—U‘l mor

W

P b Y0 pE of oo
E

2B o4 B4A HUAE Tehohiz R
) Aadsl= v 2

(b) 471 59 e TP F o] §50] A E o 600~800 pm & of
10~45%7F T3 3hsho] AL Az ohis WAE Tabohiz, 47] 2wy
Pl upE 77501 & opA S AA o A2 S AT T,

(@) Az AA LG 7] F0 2 () G524 gaked ¢k 0.07~0.50 %, (ii)
slo|ESA L2 W A E 2 2HPMC) oF 1.0~7.0 5 %%, (i) WA oF= ™
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K
N —
S
g5
< )
8 %
o O
" <
o
oy
7o B°
oo HE
i
o T
~o =
<0 o
o N
e OF
Mo BK
N @
Z o))
=K ol
S
fo TR
Nfo ol
<
S
S W
iz
or
°
RS
on o

600~800 rppm . = o}

ok
2

23!

RESEEGERES T

47) 34
nhe} @ 4 ek A AN A, 4] 3

[74]

™

Tk
i

|z

830 24 o] o4 5 Itk

[E]

600 =] 800 rpm &= °F 10 W] 45 ¥+ -

g7t stob -2 7}

0

p=1
R

$1.0m, 247) W9l Bk
ERE R s

S 7k At

s

[76]

o whet, 471

J

A

il

To=

A

J

A7HAE bR T

8‘}

=
[€)

187+

53

AstA o w

ok
2

WA el

A

7hAA|, ZEA], Ve BE

7HA 2=

oy -
=

187+

53

| & A & 2 2~ HPMO), (iii)

hyi|
=

SOl EHA LR

A, (i)

od
jm

Y

A) @

[78]

[79]

TR

2+ 2F 0.07~0.50 5%, (ii)

| €l Al 5 22 A~ (HPMC) % 1.0~7.0 %%, (iii) WA oF=1

2]
=

Ry AR= SR
—_— =

-

N

w

9

<

o

7

o

=

LU
o B
7o
oo Y
HE %o
o =
T
o of
e ToR
EO oyl
~ mr,u
~ X
2 3
ELY?
® M
o
Nfo 38R
< )
a8 %
S o
Py
o

°
RS
Ton o
Nfo Nfo
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T

-

i

ojo

A
<r
i
oH

%

TR
TR
ro
TR

<

TR

i

FEF 22 E) 2} o] = (dutasteride), EFEF 2} (tadalafil), 3] v}~ Bl 2} ©] = (finasteride),

= 49 9 Y2 (solifenacin)

TR

TR

ul
=

of e &2 A g 2} o
12,22

[e)

0=,1=%,2%,

AA 1= 29 &2 7 (polycap),

2 3} g~ glo| = kg A A,

=

T .

T

T .

T

d| 4] o =2

HAA =, GA
A

&b,

E/l,
AYA
s Y

H &

oz
=

A el el whE & A

248

371

)
1

A
(<3
;)

o)1
IR
9] o)
G}

I
o5
2l

=

]

h

Z,:
i, ool =, & sy

=

she

)
°|

=4
2).© ™ (elongated capsule

1

A
e

1

g
1

T
~L-

T
AYA
s o
P
T

[89]



WO 2018/030862 PCT/KR2017/008800
[90] g o) o A o ol A B R A AR SR A A ElE ARl g
THE A2 E 0.5mgd} A 13 H A Fgol S35t FEl2EH ol =
0.5mg/ B2 21 0.4mg =] 7 (polycap) H A2 A 22 4~ Ut}
[91] ES E g o] A A ool A B R A GANY SR A A A El e Bt
A A e A 15 A E Aol SHske] B Smy/ R4

0.4mg & 2|7 A= A2 5= 3

[92] EEE, EEr el A A el H i1%t%%%ﬁ%@%%%
ol A9 st 1 AA AEel Ak LAl Smg/E R A

[93] [ AT l]

[94] ola}, & W & 57| A A del ot v Al Al A gkt ¢, 8]
AA o= & S oAl EL7] 9§ AU, o] o & & g o HY Tt
A E = A& ot}

[95] AN 1WA 12D v 1 WA 10 B A G4 S M Eb Az
o3| aﬂol Zﬂl

[96] B2 A 914193; 100,000cps ] A= ZEi= o] =E A L2 ]

| €l Al 2 2 2~ (HPMC)(METOLOSE 90SH); Eudragit L30 D-55, Eudragit L100
D-55, B£+= Eudragit L12,5; M| A 244 A &2 Q2 ~(MCC); 2 &35 77} 3}17]
F 1WA 340l ZTAE (D9 mg) o =2 aLE 3] Yol EEete] 54
E A8 Th 27171 0.8mme) A G- A E $FEA & 7] (extruder)ol] H =S
Ho] A F(screw) 5% 35rpm &2 B2 T - §}7](Spheromzer)§ o] g5} o
345 750rpm e 2 255 ot Zoj A A S A %=

(971  [3:1]
A e 1~6: ZF AW Az A o] A=)

AAlel | AAT 2 [EA3 [ EA 4 [ DA s A A6
Tamsulosin HCl 0.4 0.4 0.4 0.4 0.4 0.4
HPMC 3.0 L.5 2.0 4.0 8.0 3.0
MCC 110.0 110.0 110.0 110.0 110.0 110.0
Talc 11.0 11.0 5.0 5.0 11.0 11.0
Eudragit L30 D-55 9.0 9.0 9.0 9.0 9.0 6.0
Eudragit .100 - - - - - -
D-55
Eudragit 12,5 - - - - - -
Total 133.4 131.9 126.4 128.4 138.4 130.4
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[98]

[99]

[100]
[101]

13

PCT/KR2017/008800
[¥2]
A Y 6~12: 74 M A2 A el o A Z(2)
Aol 7 (DA 8 (DA 9 DA 10 |2 A1 |2 A] el 12
Tamsulosin HCI 04 04 0.4 04 04 0.4
HPMC 3.0 6.0 1.0 6.0 3.0 3.0
MCC 1100 [110.0  [82.5 1980  [110.0  [110.0
Talc 110|220  [83 19.8 11.0 11.0
Eudragit L30D-55 [27.0  [27.0 |68 16.2 - -
Eudragit .100 - - - - 9.0 -
D-55
Eudragit 12,5 - - - - - 9.0
Total 1514 |1654 |99 2404  |1334  |133.4
[¥3]
Ml W] [~6: 7k Aubd 71 el o] 4 %(])
Hlule] 1 |¥]ale] 2 [H]xle]] 3 [H]uld] 4 |[H]ule] 5 |H]2le]] 6
Tamsulosin HC1 |A| & (F | A #5(C 0.4 0.4 0.4 04
HPMC lomax |ombodart)|g g 1.0 12.0 1.0
MCC 0-4mg) 1100 [1100  [1100 1100
Talc 11.0 11.0 11.0 11.0
Eudragit L30 13.2 13.2 13.2 3.0
D-55
Total °F330mg |- 1346  [135.6  |146.6  |1254
A7l A, Bl ale] 1 E 25 242 37 9] mi X|(Z5, vl ale] 1-1, 1-2 R 1-37 ¥] 5l

2-1,2-2 2 2-3)& Az AS A 23T
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[102] [3E4]
Bl o 7~10: 7 A ¥ A x #El o A=X(2)
Hlale] 7 B3l 8 Hlald] 9 |B]ale] 10
Tamsulosin HCI 0.4 0.4 04 0.4
HPMC 8.0 8.0 1.0 1.5
MCC 110.0 82.5 198 110.0
Talc 11.0 8.25 19.8 0.0
Eudragit L30 D-55 45.0 6.75 16.2 9.0
Total 174.4 105.9 2354 120.9
[103]
[104] AA o] 3-1 K] 3-4: Ao 39] Ax Ao 3t v S A8 I
[105] A7 A Al of 30l A A Z B R Al A A A Az o] T 8
et HAbo| ol A - ol E g5 A 26.7 (ALY W T 8.0 5 FT),
e 1.2 T2 2 Eg o} A ¥l (Triacetin, 7FAA]) 0.8 T3 2 T79°24.0
FHRR A 9 50L o] §8o] U¥ YE (DALTON)AFS] NQ-160 &
H = (bed) Sl A 8k 25 (bottom spray)st ATt o] W, o7 2 5= 35 WA
45°C, &7 =25 A 35°C, I E o B 5 =7 WA 13rpm, &
5713} (spraying air)-> 500 W] %] 1000 m¥/h<l Z=71 S}l A 3] 3-8 A A 0}04
A I B A 2 g5 Rl QA A el 5sqloh
[106] A8 F¥ ZA): Eudragit L30 D-55
[107] ARE A F5 S ZH 7
[108] [3£5]
AAel31 |[AAe32 (2633 (2] ¢34
Az A= 126.4
2 2 (mg/cap)
Ae AU (%) |10% 4% 7% 13%
& A= (mglcap)  [139.0 131.5 135.2 142.8
[109]
[110] AA o] 13: Ao 3] Ax A S F NeE A2
[111] Ao 38 B R A 1A 0 2 4 0.2mg B FEES E8Ehi= A HEA HEl oF
63.2mgs 3% A&l SR
[112]
[113] AA o 14; A A o] 3-18] Ax B S F WaE A
[114]  AAe) 318 B4z dad o2 0ome 23S Foahz A 42
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[115]
[116]
[117]

[118]

[119]

[120
[121
[122
[123
[124

—t e e d

[125]

[126]

[127]

69.5mg= 3% el S AT

Agd 1: &< H 7HpH 6.8)

A7 AALE 1WA 5, AR 13 E b ko] 1,3 W A] 109] Az A=l ofj sho
sh7] 2710l whel &5 HI7HE A ASH T

1] o5 o} A (USP) 8% A| & (Dissolution test) #1250 <1 7} 5 1 (paddle method)©l]
w2} pH 6.8 SN (A ol¥l o] ¢li= USP 91-374-<0) 900mL % 50rpm 2 2
S8 A3 AL, 155, 3038 2 60+ Al Foll A A& 8] 0.45um filter &
o}z HPLC¥-4A =71 uje} FA35} o).

- A WA oF4.6mm Aol semQl ZH| Q1 2Tkl 78 5pme
N ARt E g Seru A A Este A s Aol S ¥ A9 (Kromasil
Eternity-5-C18, AkzoNobelAH)

- AZ7) AR FF B A (54 3 2250m)

- % 1.3mL/E

- T Y 10040

- AR 5 :30°C
157 A48 7mL B A E R 3.0g2 & 1900mLol =<1 %
FABIYEF O ® pH2.02 2 2435l B2 718 2000mLE 53t o] o
1520mLell oA EY EH 480mLE 7}l o] 54 o & 3t}

Al 1WA 5, AA e 13 2 vlale] 1 D 3 A 109] 1% 2 §58E 54
A5 ol 3% 6 2 70 FEl8FA a1, 5= 2a A 5 2col] A BT
[3£6]

(o]

Al ZHGE) AAfell [AAe2 (A3 (A4 [AA5 (DA 13
0 0.0 0.0 0.0 0.0 0.0 0.0

15 16.6 15.6 15.9 16.6 17.7 15.0

30 28.4 275 28.0 28.7 31.4 27.4

60 40.1 39.5 40.0 41.6 43.3 39.5
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[128] [3%7]
ALl ale] (W] alef] [H]ale]l | H]nle]l (] alel] (W] ale] (B]aldl] 1H]nle] |H]nle]
H 3 4 5 6 7 8 9 10
)

o

0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0

15 (254 |73 9.5 18.4 11.4 20.7 224 7.0 26.2

30 |42.6 16.6 184 (335 205 40.2 38.2 149  |40.6

60 |546 243 |27.1 |50.1 27.8 63.4 53.6 214|649

[129]
[130] 52 2a WA 5 2coll YER upo} gho), AA[of] 1 W] 59 Az A2 &&
e o] M2 gt Fge HEtlgle, 0.2mg s FE S0 AA o 139

i

1
SE B MR AoldtaL, HxshH= o §E558 4V 0 A er

AW =S 7 240 P=5 A= Heln.

[131]
[132]  Al¥d2: 83 J& H7}
[133] A7) AAd 1WA 12 2 8] alol] 1 WA] 1004 A28 B2 A Gaked AHkAd

3 212 355 Al (market grade, sieve size: 0.44mm), 203 | (market grade, sieve size:
0.85mm)<} 143 A (market grade, sieve size: 1.4mm)E- ©]-8-3}o] A5} 1435 A
AT, 202 A4 A, 3554 A R 352 A S AEE e e v, 2 El
Q=¥ 1.4mm ©]4%, 0.85~1.4mm, 0.44~0.85mm 2 0.44mm ©|3}%] Y& 2=
Aol Bl & (29 FH%) S S 1 ATE 8] s WA 100]
HERH AT

[134]
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[136]
[137]
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[3£8]
AL [AAT A | DAL [RA] [RA] | AA] | DA [ZDA] [RA] | AA] (A |AA
dle] ol |2 |43 |ol4 |45 |de |7 |18 |49 [o]10 |o]11 |12
o)l =
H -
1.4mm [0.0 |00 (0.0 [0.0 |02 (00 0.0 [0.1 |00 |0.1 (0.0 |0.0
o]ﬁg
0.85~1.75.0 |67.9 |69.5 [78.3 |83.2 |74.2 |70.6 |78.7 |65.3 |77.2 |74.6 |76.3
4mm
0.44~0.]24.7 128.9 [30.2 [21.5 |16.6 |25.5 |28.9 [21.0 |30.6 [22.4 [25.1 |23.4
85Smm
044m (0.3 3.2 (0.3 (02 |00 |03 |05 (02 |41 (03 (03 |03
m©| 5}

100 [100 [100 |100 |100 [100 [100 |100 |100 |[100 [100 |[100
[3£9]
A kA H] e | H] 3l o] 2
AN AE |w)wof 11 |8 e 12 [8]) 5 ol 1-3 | 8] 5.0 2-1 | ] 3 o] 2-2 8] 57 of] 2-3
1.4mm ©]% (0.0 0.0 0.0 1.2 4.1 54
0.85~1.4mm [0.4 0.0 0.0 43.7 38.4 49.5
0.44~0.85mm |26.1 67.5 54.3 52.7 48.7 38.4
0.44mmo)3} |73.5 325 45.7 24 8.8 6.7

100 100 100 100 100 100

[138]
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[139]

[140]
[141]

[142]
[143]
[144]

[145]

[146]

[3£10]

Ak Hlalef| |H]nle]  |H]nle] (H]alef (W] nle] (W] nle] (H]ale] |H]nld]
3 = o] 3 4 5 6 7 8 9 10
=

1.4mm 40.2 37.8 15.7 0.0 1.4 12.6 30.6 0.0

0.85~1.4m (11.8 12.5 70.3 79.2 63.0 |75.3 33.9 75.6

0.44~0.85 (234 |(31.2 14.0 |20.1 33.0 12.1 25.3 24.3

mim

0.44mm©°]| [24.6 18.5 0.0 0.7 2.6 0.0 10.2 0.1

100 100 100 100 100 100 100 100

Fars
@Mqlmﬂmqa%ﬁ%@@agﬁE@%ﬂ%@Jﬁﬂ%ﬂ,uﬁﬂ
7% Lammo] 4 5= 0.44mm o) 5he] A o] ol X3k §5 Az D W) A}

Al o] 3: &% 7HpH 6.8)- ] X 2F A AA] gl
A7 A 1A A SEAE Wl a‘rﬂbwﬂ 1,2 2 Ao 3-100 4]

Azet AAG 247 3| X 2 &) 1 £585S Hrlelgar, 1 AE olg T 11
3128 Qe shar &= da WA deell =AIE ST

[3E11]

ARHE e 1 B el 2 AA o 31

) fua (u e (vl [e)ae) (] ane) [wlae] (Ao [AA] ] [2A] o
di-11-2 (13 |21 22 |23 [3-1-1 [3-12 |3-13

=
e
o
=
o

0.0 0.0 0.0 0.0 0.0 0.0 0.0

IS5 1254 (203 22.4 17.0 18.3 15.2 16.6 16.7 16.4

30 |42.6 |(36.6 39.4 28.4 30.5 24.6 28.4 29.7 29.0

60 |54.6 (487 52.1 41.2 44.8 37.6 40.1 41.0 41.3




19

WO 2018/030862 PCT/KR2017/008800

[147] [E£12)
ARG (Blate| 13 A=) B alef2(8 T3 xp) (A Ao 3-1(H 7+ A}
0 0.0 0.0 0.0
15 22.742.6 16.8+1.6 16.6+0.2
30 39.5+3.0 27.8+3.0 29.0+0.7
60 51.8+3.0 41.2+3.6 40.8+0.6

[148]

[149] 3E 11 2 128} 5 da WA 4eol] WHERE BEef o] AlahEQl Blale] 1 H 2] A -
Hi 2| 3F & Eol 2lo] & Kol=tl vhaf, & ol wpE A Ao 3-19] ¢
A 2 A A A o] F-3hE FR1T o= AT ol &= A T A WE S Hol=
A& AN 5 &= oulstar, o] & Bl 4 A8 ad3E =9 7 US
Z o= o T

[150]

[151] Ald 4 4. 8% 3 7H0.IN HCI 750mL— 250ml =7}, pH 6.8. 1000ml)

[152] AL 3-1 WA Aol 3-4 AN o] 140] A 23 A& B H A HEAl Helo)
dﬁﬂ sh7l W e g 8558 WUkl

[153] ._E-_/\] o§4_7']>

[154] ]%QFXJ(USP) &% Al 9 (Dissolution test) 123 21 2 = (paddle method)°]
w2} A Ao ol 50rpmell A 2Hd 8- 750mL-S AF-8-3te] A2 1208 &5 &
H ] Al 9 250mL-S F-7Fsho] 480 7HA] 8E A1 & ek SlTh Al 7] 2 A |

A A T 1205, 180%-, 2405, 360%- 2 480%-o &AM [omLE A==

A H e A HF ES 6] HPLC ¥4 2 A0 2 Bt gh=g A
ArA e EEEEH: ) ALt

[155] - &= M AHAd 8 9-0.IN FAH-Ef

[156] H ] Al g H-0.2M A3 EF(1258E), pH 6.8

[157] [313]
Time(h) [2A1el3-1  |[&AA3-2  |AA3-3  [AA3-4  |[AA]4 14
0 0.0 0.0 0.0 0.0 0.0
2 1.3 3.5 2.1 1.1 1.2
3 59.3 61.2 60.1 58.6 60.1
8 97.5 97.0 97.7 97.3 97.9

[158]

[159]  AA[el] 3-1 WA 3-4+= 5 Aol thsl] & =29 o) E-& A3 A=l gy

710 5%, 4 THF%, T 5F% 2 135 F %% FE S A 07 A Ao 3.1 WA
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