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(12) 5533 H(B1) (24) 22 202413048259

(61) HAE3EFH(Int. Cl.) (73) 53

AGIK 9/00 (2006.01) A6IK 31/565 (2006.01) dAHE=Z, AAdH of HA2EA U uH

A6IK 9/20 (2006.01) A61IP 15/18 (2006.01) W 7le] B]-4000 2ol F | A 2EF 5
(52) CPCE3I &+ (72) W=

AGIK 9/0056 (2013.01) a2 e, AT T ol

AGIK 31/565 (2013.01) ) o] Ao B 2= Hlo]-4560 19 = H|~
(21) 995 10-2018-7001722 zﬁoeﬂxf“ |&-e-R 25 H[]-4560 19 F =
(22) &4 —ax].(j};q]) 20161 306¥ 17 TS, QA ¢

AT 2021058264 viges whsw Aojojol A 5283 rETEIR) 41
(85) HAZAZUA 20181301418 o W £, ¥y 23 Hpx
(65) 372 10-2018-0019697 diges ¥dal Aol 6642 AL UE 11
(43) &/HL=t 20181302926 (74) el
(86) = A=A HS  PCT/EP2016/064065 =89l 2o
(87) = AIZ7/IHS WO 2016/203006

A FALA 2016312422
(30) $-AAT%

15172767.4 2015306418

¥ 5313 (EPO) (EP)
(56) MEY7)|EFAHES

US20070286819 Alx

1102002094276 Al

w1 AR o)te] dgH 3
AA A+d 05 21 # AP o8 =
(54) o] WA N2HEE AES FHde TAENY Fo @9
(57) & o
ol e 30 WA 1,000 mgo] TSzt pAwEld aiA ofAlsHA Fo] wheje] wek zlojm, ] Fo] W
- =HEE, dAHEE o 2FH 4 o5 2FoRRE AHEHE J~HEE AR (component)S Ao1% 80 wt.%

(ol A%)

O ¥ =




il o AHEE AR 0.1-25 wt.%: 2

A7 A Fo @9l Azl g0l

(52) CPCE3EH
A6IK 9/2077 (2013.01)
A61P 15/18 (2018.01)

-] Hol 100 pg
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5 Al A
79
37E1

30 WA 1,000 mgd] F%HE& zk= FESA (orodispersible) TA] A &2 Fo] @] AFo2A, A7 Fo
o] AL,

- 3 um WA 35 me ¥3 =7+ A4 (volume median diameter)S 23 O AHEZE U435 Hoj® 90 wt.%
gfale AA=HEE JAEA, AV dzHEE A= e AEoEAM HV] F

ZA8=, AAHES A 0.1-25 wt.%; 2

- FAFgH o2 gt ARoEZA, AV FAFgHoR FErEe AR A e A L HAS FFEA
=2 ¥, Aoz S EEs AR 75-99.9 wt.%: 2 o] FoA| L,

A7) 1A Fol @9 AP 10 mg WA 20mge] AN=HEE d53ES E¥sta, 7] I3,

E 453E 5 WA 30 wt.% R

- A BestE, 294 B SeAE E3ske s F-A 70 WA 95 wt /%R o] F-ojA|aL,
3 3

Fol 50 WA 99.9 wt. %S TAsE A, Fof & A

AT 2

A&l QholA, 7] Fol &9 AL 40 WA 500 mgo] TS zt= AR, Fol @9 AE.

7% 3

AHA|

AT 4

2hA|

7% 5

AHA|

AT% 6

A1gke] oA, A7l Fo dY AFL LEeA, ITHEQLA FIARA, FHEQA
AR~ AEHE, JYEHE, QHE, THE, o|AUE Y9 o5 xPorF

=

E
B ded #84 grstes 4] FAdHeR 87 AL T SR 50-99.9 wt.% Erohs, Fol &
4.

Aol Ao, BF7] Fol @9 AL eSS 7] AR 87 AR T shitE Aol 20
f K

AT 8
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rlo

A1l JAA, 7] Fof w9 AF
29 >~ (carmellose) B o]E9 =%

M 52 (modified starches), 7Mu¥ FIH|EFEL =, 7lud 7hd
ozy 1ZKe
0.1-20 wt.% i3k, 5o &9 A4,

B oAEE $aAE 4] GASHoR Heksd AR F oshis

AT™ 9

A1gel] oA, A7 Fo] @9 AP Z2AAEE, daARED, oExAAEH(etonogestrel), ALER
(gestodene), tYlo|=AI2~E (dienogest), @R =AI~EZ(levonorgestrel), >=EAIZ~E]H|o]E (norgestimate),
2o X 2HE (norethisterone), wEZO|X|AE|Z-olA|E|o]E (norethisteron-acetate; NETA), =HWAAEE
(nomegestrol), w=vlA2=EE-olAlH ©]E (nomegestrol-acetate; NOMAC), =223 #+=(drospirenone), EZ||
A 2~E (trimegestone), U|ZEZ(nestorone), ¥ HEZA~HE (dydrogesterone) &2 o]Folzl Fo2RE A
Hus ZRAAENS Ao R &It AR T StUEA © XEEE, Fo @9 A

AT 10

A9l AN, 7] TRAXE

=

£ 0.05-10 mge] =22T# = A, Fo oy AH.

A3 11

oA T2E A QW (replacement therapy)oll A AFE3}7] 918k A1, A2, 2L A6t WA A10F F o=
gk ol 7)AlE J—iﬂ Fo] @9 AFozA, 7] A2 7] Fo @9 AP M3} (sublingual), =
(buccal) =& Y% W(sublabial) Fol& 2Z3sh= A1, 1A Fo &) A,

N
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o
0,
2
>
ox
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>
ofo
flo
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—
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e
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o
oft
2
QL
it
=
o
[
=
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i
ke
i)
QL
s
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ro,
k]
B
=
2
my)
S

Zaksls=, A8, A28 2 Al6d A #1008 F o] g o JAH 1A Fol v AFHE A

- EHEE 4FFgES Holk 90 wt %5 FHotL 3 m WA 35 me] F-3 T AAE ke oZHEE |

- 7] AAZHEE AAE sk o] HyE FgAlet E5tste] Bt E9Es Ak |

- 47 B3t EFES At dA 9 E3ste] AAHEE-FF HHE Adcke GAIRA, 7] st A
= B, WEgE, e, o]A-T2 i olAE U o]59 ZFOTHE MEH A SuE % 015 60 wt.% 3+
Fohe A, @Al

- 47 AHEZE-3 HFHERYH A &ulE AASIe] 7z o2 s s AAdsE B
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- 7] Az Y st olarel AAsh ¥ At Bk WA U

- A7) Az WY, wE ] A2 Hhs A7) st o] AAE FAAe] ERES 1A Fo v Ade

A5l QolA], A7) erfa‘ EEEe WA w5, vhad PP, vt pEEe s 9l o5 2HoRRE A
H
H

A7 18
A15gel QoiA, A7) sk TRES 14 A 1:1,0000] Wlel FHNR, A7) o AHEES A4S S ol
el st v FRod AAHE A, B

A5l AoAAM, A7) ZHEE-FH FH 0.5:1 WA 20:1¢] LY FEHE, 7] Ry E9ES A
ol s

7% 20

A58 AAA, F7] AN=HEEZ-3H
shear granulator), # A¢ I}H7], =
AE = A, W,

379 21
A4

AT 22

37 23

A5kl QlolA, A7 A &ujE HoJ® 80 wt.%9] B At A, Wi,

AT 24

A5Gl glolAl, A7) Ask QA= 0.2-50 wi kel AFAE Ik, A7) ARAE ABRS FEA,

T mw fEA, Eeud gme, EYudsEeE, o, Agkd, el elehulebx, dAule=, &

AP FEF(polyethylene glycol), FFALA, FARA, £BHE % o5e] FomRY Au:
|

2, .

=

It



[0001]

[0002]
[0003]
[0004]

[0005]

[0006]
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A 248 oA, F7] APA= AERL2A FEA4, &9AE(pregelatinized starch), ZE|H|dI &= 2
7 H,

AT 26

A243e] Qold, A7) AERZe A FEAL SoluFATZRE AERO A do|EFAloY AERQA, Fo|=
ZAMY AERZO A o|mEANZTRIWYAER A WUAEZERT A oHAZT A FHEAWE MAEZQ
2 H ol 2FoRRE A= A, WY

A3 27

A5 oA, 7] Az AAHEE-3H #FHS 100-4,000 me] F-3] T3P ABE zk= A, W

A5l AAA, 7] st o] de AAS FEAe gEL~, RUE, AdEE, vAAGEd AR, F
]_ T

4 ARA7ER e~ AF(croscarmellose sodium), Z@H|d I EFE 2 o5 %IHS ¥IEE A9,

A3 29

AL

yige] Hy

e

L 30-1,000 mge FHS zt= FAESA (orodispersible) LA 2FA|8FA  Fof (pharmaceutical
dosage) Y ZA, ANRHEE JAHEE o2y 2 o5 ZFo2RE AMEH o AHEE A (componen
Eis

)& Aoz 0.1 mg ok A Fo &el= O A7) 3 Fol e vees FAd:

- JAHEE AES Hojk 80 wt.% St oNEIEE (estetrol) YA 0.1-25 wt.%; 2

i

il
é
o

- sl o)) ofAlEgH o R FEItEe AR 75-99.9 wt.%.

o2 3 dest aA] Fo] G E Alxshs WS A

w3, B oaye ot X7, oA T2 AW (replacement therapy) ® oA ¥ < (female contraceptio
ol Ale] 7] 1A Fol ©@9le] ARge] #gk Ao=R | Y] A2 V] 1A Fo ©@hele] AEk(sublingual),

= A% (buccal) = Y% W(sublabial) F9& X &g,

in
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to
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22 Hol 7 el FAET. 24 F, oled 219
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[0007]

[0008]

[0009]

[0010]

[0011]

[0012]

[0013]

[0014]

[0015]

AAHEES HHFS B3 & 3 (maternal circulation)o] Z&sla & AW oA Al 959 o]n
Ak, 914l 670 (the second trimester) 5<¢F B]743HE (unconjugated) o ~HIEZ

°F 1 ng/mL (> 3 mmol/L)E FF3] S7bdA, & FFo] B 4 oA 2AHJTE. Aa7kA o4
o] AYdHA 7)eS LeEAA &skrh. Efol A (well-being)S Y3 ntARAY o AHEEY 715 &
g FHASA A= gk gy, A B9 B 2HESR I 59, A Ui 9 A 43
(intra- and inter-individual) & ®W3l2 <&, o] A&/}ed Aoz BAXX] gke=r},

N ¥ T R O
1o rr omh ot

2001 o] ¥ 2 SAHEELS FHLSHA ATFEHIUTE. A WA AZHEES & Fo-H|HE= AT A
olgE W oF 28A7+e] 71 FA AA ¥ZH7](terminal elimination half-life)S ZEeTh, Algd U] Ay=zH
o] A= d2HEEC], d2ERZ dEd dAEftE 9 178-d2Egdu & g, qAEZ &4
of A Meixoz Ajsta, 7] FE&AY ER o FEC Uigt A3 E ZeEvE S HAFrh. E oF
d o ~EfHE, 53] 178~ OﬂiEE‘rﬂ = g2 o2, qAHEES AFS voA 4 S28 A3 22&
Y (sex hormone binding globulin; SHBG)oll ZA3tA] &ar SHBGS AAS X34 gk+=t}.

wg Aol A, F WR S A W A= 2D el A 2Apsle] gt of
.- %, E 7

m

g8 meldd, daHERE A, AFRFLEF D ATUY BF), B 4%, 3 A, dEE Y
WREAD) o sl A ~EZAS) E3E Leie, diHEES oldd wE Ea vae ol EA A
E9E e 8- Edoldr. HRAE, dAHESS IBA 4% B¢ i dolA o AR o

_
S oA 2 daAAE FABH T AFS AT 17 - Jd=EF
o] o]#fdt F-o2ER = T3 A7 FHY AXE ol &3 AFT Ul o
Tl M= ZEE AT

AAHEES A3l (sublingual), & % (buccal) EE= U& H(subl abia) FolE= WO 2002/094275, WO
2002/094276, WO 2002/094278 = WO 2003/018026< X 3}sl= 3 A dgdd. dek, B Ay &

1o
g% W FolB AW AHES Fi Fol welt odd AR W 45HA 2o

ot Jlm

8l
WO 2010/0338322 o ~ET S 33E 9 %xﬂﬁm o2 387 EY
=
=g

2 EHS ¥3e= AT Fo] dHE
Avsiy | A7) AT Fol deE 7 2/EE JUe I (cavity)d 3 HEA <k 300 = muke] A7l A

Aol oF 90%e] A ~ET]S ites HJ%?‘&D}

US 2007/2868292 7Alel A0l &8-S 2= oEld d2EH S AEd = &, FTHeR Ty 1A
o gulE Adwsta, 7] nA Fol Fes (1) 9F 0.5 wg WA oF 50 gl AEIE clAEZHE 8 (i) A
7] A Fol Fert 2@ ojste] b A fAlA Ay Ao Fold o AT e 9 clEd dxE
Hrge Hojx 156 F55 AFehz, A 2 Zese 2As xddo

US 6,117,446> A&34d (bioerodible) LA @A & H2EXHE H o]
FH AdgE, 84 fFagel t=mAe] AAle] gEE A, ZEAsd
o= &gl W& FAE A% 7 Fol HHE ARG, = dge
Y= 7 Fol deE ARy dxE=Al, #Eﬂl’\Eﬂ F==Al,

vl zHoldgolE. 1 thd, A7 EFELS 55 HHsH(fluidized bed
A 5 FHS GA

=3bshol o3l Az
Zelolddl SAfol=, Zhuw 9wl
ranulation)E £ #}HI}Hr 1

oQ

WO 2002/094276> T2 A ¥l WolA AFES 93t FAEd AEZA, 7] HHE oY XNEE
A7 3= AMFOA FaHY dAHEEZSS Fodts dAES Edsla, A ZAES A Z2AAEA
L 5 ] o, ZAELS A, WO 2002/094276S the-o] AFe 7)%38}e], 185



[0016]
[0017]
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[0019]
[0020]

[0021]
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me
HAHEE 1.5
Ez|H| 2o EalE (Kollidon 25@ ex BA4SF) 12,5
HEQA 136,795
nMZdE 4822 (4vicel PH 101 &) 6. 2h
=2|HE Z0|E2HOE|0E (Precirol @) 2,775
T+ ER0|E A7} (berosil 200 @) 1.0
2 FH|E (Polyplasdone L ®) 4.0
2rA 0.18

WO 2002/0942752 FaH2] AdABEES XA Tt ©@
oA olAHEES ALE =

vy )
2002/0942769} LS A~HEES AAE A},

WO 2002/094279¢ 47 <7 U 9 WA 9 o AHEZE A4S MAdsiy, A7) WHe A7) o ~2E=R
Ale] AE 9 TzAAEA] HAELS las A5y 3t %;ﬂg‘_%‘:gi ZA4 7heAd e dAA I FAE X

SEtrl. 185 mg ANZ=HEE BAE 9% th29] AFo] o] A4 53 & W d¥E 1;.
me
HHEE 1.5
HE  H -~ E 0.15
E2|B| 2o E2]E (Kollidon 25® ex BASF) 13.6
=HE A 135,645
OHEdd 42222 (4vicel PH 101 @) 26.25
=2|HdE E0|EAHOMECIE (Precirol @) 2,775
25 E20|E HZ|FE (derosil 200 &) Ty
IR AFH|E (Polyplasdone IL &) 4.0
ZH | 0.18

WO 2003/041718% EHH Z=E tha W oA o AHEZ AgS Adgsiy, Ay WS o AHEE
2 Z2AAEAS AHES ZFFAA FaHEerE T} Fodte] JdiEzA @ﬁ‘jz%ﬂ;(symptoms of
hypoestrogenism)S o8l 7AL} X 8aE AL EF3TH o] 535 292 WO 2002/0942793} FUF o AHES

AAE A

WO 2007/081206 3§

W BA A9 AR Aushs YUMo o 2HES ALge Mus, Y] Wy
e a7, ) EZfR # 2

HESS F7Hon Folshs WS Egad.



[0022]

[0023]

[0024]

[0025]
[0026]
[0027]

[0028]

[0029]

[0030]

[0031]
[0032]

[0033]

[0034]

[0035]

[0036]

[0037]

[0038]

[0039]
[0040]

[0041]

o] 58 &Y & T 100 mg ANAEIEE B 25 mg Adud AEHOES ste, dad Ay i
Axg AHgct.

WO 2008/1563652 AlAolo| Aol e & FF o (Meconium Aspiration Syndrome; MAS)S] X|J oA 2] o ~HEE
o] xS AHE, A7l AEe AF 74 U9 47 AAotd Al fFEFHY AAERAS Fojste dAE XY
sk, A7) FA 53 &9 Holkm 1 o CAAERAE EIEE, Ao U AES Y3 Fe
(suppository)& AWalH, 7] 5‘4"’—;% 10 mm "IREe] Hof A % 0.5 g W] FHoR FTlE 5A A
o A7) FoF el 23E F A= 4 Al A = A &4 7)dtd 4 JdAY &3 HEFeod &
]

_‘_TL
T wdshs e Aol Zinkd 4 Qv

gl g

2oy iHER ARe FHehe TR wA A Fol dels AFdr. 3] Fol "edE
&4 874 WA A=HESS w2 WEWT 7] 2A Fol dele Axel golsta Msh, ¥ A Ex
A& W Folo] ehusls) Ageirt. Hal, B A = QF W Fol AR LR Fo aHER AR
o] Eslojol & Bert g AWA-EI 3 mES AFE oW ATAG. EF, oYF Fo WA 4§
o whe wdg AT,

2 oubgol mE gy A Fel w9l 30 X 1,000 mgd] FHE i | ZHES, JRHEE o2 R ol
5o 2FoarE dud o RHES YRS ol 100u TR throw A

- JAHEE RS Aok 80 wt.% 3= o AEIEE 12 0.1-25 wt.%; 2

- sl o)Ak ofAE o m 38t AR 75-99.9 wt.%.

- AHol% 80 wt.%e] AAHEE ARES gt 2 mm WA 50 me H3 F7F A A (volume median diameter)
>

=2
>
k)
[m
i
jines
By
il
o
T
o
o
o
i)

Y} A (granulation excipient)®} Z3tate] g3} EFES A

U EE-F4 HRe AGeE BARA, 47 B 9
0wt %9 9lA] Sl FHHeb ALl WA

- 7] ARHEE-F HHEREH G4 SiE AAste] Ax AdAHEE-F AHS s Bl

)
o
%
QL
rr
av)
)
)

- 9oz A7 Ax H}YE ) ol te A BE A (tabletting excipient)

- A7 Ax A, B 7] A2 Gy ] sy o] AAlst REAe] EdEs aAl Fof B9z 34

A ol oAHES] AR wEa A Rae A A Fo] @9 MHah, B Hdu wE s W T

5 B Ao avHel dedA dFHo|tt. 2 WEatE A AHEE Adio] wlg AL gxte] JEHE 1
A Fo @9 e EATE, A7) dAHEZ Aol H JelA mEA wEs I E4ky T e
(mucosal lining)& &3l FFdthe AL Syl LAzt

wowge 9 g BAE TPshs, A4 wA Fol 9elE Axshs WS AT

- AAHEE, JAHEE oiH % o5 2FonRE Mud dAHEESZ HELS Hojk 80 wt.4E I3t
o =

=
a2 mm WA 50 me F3 T3+ A7 (volume median diameter)S Zre Oﬂi\-EﬂE% AAE A Fdks ©HAl;

- 7] G AHER-RH HYREE A4 SulE AAS] A% o 2HES-F§ HHS YAk B
- A9z YY) Az HYS sht ol Ao Hebsd PAAS et v o

A Fol Eel2 g4

tio

- A7 Ax A, B 7] A2 G 4] sy o] AAlst RdAe] £

_9_



[0042]

[0043]

[0044]

[0045]

[0046]
[0047]
[0048]

[0049]

[0050]

[0051]

[0052]
[0053]

[0054]

[0055]

[0056]

[0057]

[0058]

[0059]

[0060]

[0061]

[0062]

SSS0dl 10-2662025

o] A WellA A7) Oﬂ/\EﬂEi—ao o] AL o= 5 1 A 37| (high shear granulator), A #
e
-

ANZHEE o 2E L o]5e] xHORTE Ay o iHEES JES HolE 80 w48 T

E Jd2HEE JA 0.1-25 wt.% 2

- 3t o)Ak kAE A o7 &8ss AR 75-99.9 wt.% = A E L
7] A Fol @el= Aol 100 pgdl AAHEE AES 6L
A7 A Fol @9l ol A o5 52 ¢ Atk

wt. %ol AEHEE A8 Ao

ol
=
\}
B

=
X
1<
B

Lo
e
=y
ofy
)
»
oy,
tlo
P
rlr
=2
[>
)
[
il
jincs
5
il

- 47 AZHEZE-3 FHEREH 43 &ulE AASIY] A% AHEE-F IS AAdse A
- oz A7 Ax FHE 3 ol e AASF YA (tabletting excipient)® &l ©HA; 2

- A7 xR Ay, B Y] AR Ay A7) sy ol 3] AAlst B-gAe Edes Al Fof delE 394

ol 2} ] =9 ]"l’"ﬂ:oﬁi, GﬂE %‘?ﬂ OﬂiE% °1¢§}gg 7}12]7 E}

AN AL o TR el B9t A% AEIOW TF WelA wesl Bass) 98 2
QoA iHEE YRS Baely] 918 nkEe], 4 FEe AUEe Ba 59 A Fol v 7
gt

A AHER ol SFASIHOR HEsbsH QRS SN TR JoHE o 2HES 3 ol
o epAStHoR B9l AE R FASNHOR HEbsd RIAS BT LI

2 A x oA ALeE fo] 'MEl(sublingual)'E AHEE AHJRo] & ol AL EI A Uz e
o stA FrE 7t

2 GAA A AL8E 8o 'E Huo(buccal)' & o ZHEE Ao
ol

o] 4 YR g9l 774 dH(buccal vestibule) 23S T &

B AN AEE o] Q1% Wel(sublabial)' = Gl AHES Aol A% U 1B Atolo] 9ol <%,
ole] kst AzE e,

=
=
& AN AREE g0 "Iy (granulation) =, TRE WHhE = AAZE gl @, dAHS S GAE
oAl FaEe] o 2 "I (granule)"olet Y= UA AAE FA4sE w7

2 Aol AgE ol AAF FAA (tabletting excipient) 't A 2e 1A Fof wBele) Aol
AeE 5 Qe FATHOR HEsksE RIAS AL,

_10_



[0063]

[0064]

[0065]

[0066]

[0067]

[0068]

[0069]

[0070]

[0071]

[0072]

[0073]

[0074]

[0075]
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i
I-HZ

de= AAZE fls 3, 2 BAANA duE ZE HAE

als
ofy
oft
&
r__>‘:‘
[
o
o

o
Boatdo)] od] EIdHEE A4 Fo @99 oAlE= A, =gA|(dragee), EAA(lozenge) % HES
x ol whet, 47 o @9 = JA, 7P npgAsiAE EE Aot

TA Fo] ©@el= B4FoR 40 A 500 mg, © v SHAE 50 WA 300 mg, 7 vk AlE 70 W
0

F
47) 3A| Fol w—z Mg S A sHER AR AolE 1wk, o v sAE 2-25 wi.%, 4wk
A3 2.2-15 vt %8 ETH

A7 1A Fo] &9 o] E3E JdAHEZE AR e meAEAE 0.3-100 mg, U HFEASAE 0.5-40
=0
&

ng, 74 WSS 1-20 ngel W9 el v},
B sl ALHEE GRe AT ASHEE, RS dsHR PHAE Fesid e
Q714 Aol shel sholE A J9] G4 AR 125 Fa A4l Beia AHAY, AEL EE AR
W el Eeel ol deigel ool ARAT. U%  MEAGAL A AAEE QL o ZHEE (o) e
£ AFRAES B0t Y EAsAE, 47 Fol w9l Wl EFE ALHES HRS JEHES 9

wA Fol w9l ) S 2HES 44 R (MelEHoR) ;A Fol Wl AxAH AgH <>ﬂiE1
}EW%M]—E 60 im 2ol A A71E 2 PAe] AwE G olsh: Faach. wAsE, )
] 10 vol & ol8H= 60 m Z7H(Dy), B HEHSAE 5 vol.% olsh= 60 m Zhe] ou}(m, g 2t 4
% o gAsAE, A2AES 92 10 vol & olshE 40 m EFHDw), B HHEASAE 5 vol & olshE 40

w232 JdAH(Dys)E ZE

2EEE o], B wola AEE BE v 229 Q4 37 BEE deld 54 Suel os A4s)
A 249 5 oadvh, 2A ol vl AXHES A4 94 A7) REE BY /%, dE W w99
ol g3ke] =

2 3o uA 5o @ E Fo @97 74 R EYET JI JAS5E v o 2HEE il wEA WEY
= oldS AFIY. Fo AERE AHEE AR WEELS AAldo] AWE E AlE, e AAd
oA w3 AW, Ph. Fur. 2.9.1 ("AA 2 7849 E3f(Disintegration of tablets and capsules)") % USP

<701> ("&3l(Disintegration)") °o w2 F3 A|FS o]&sted, AdsA 24dd & Urt. & FP] uA F
o 9=, Had B Add =92 UH, B0z, 58 F JAHER AR Hojx 50%, © utEAsHA
= Hojx 70%, 7 vt s Aok 80%r) WEITE, R o] uA Fo] G, A3 Be A
=g v, BAdoez, 5 & vgt W, ¢ ugEAE 2 ® vwk W, 9% 9 st e AE 1,5 2 ek o,
g2 o vggeAeE 12 nvk W, gL o 32 e AE 45 2 vk ), 7 vk glE s 30 & vluk ol

A gaa,

A7) A Fol wfjollA H 2 oA AAE dAHEE JAbe AR AE gAF Aol Aol®E 90 wt.%,
o v Al gAF Ao A= 95 wt. b, 7HE vt EAE A AR 99 wt.%E RS, dHEE
A foll, AdZHEE YAk Fo] Telo] 4 2 o 2HEE A 3 B F5E 5 FATHoR FE&
7beek FEAE A FHE & 5 vk, ol FEAY A= FHEA A (tensioactive agent), F&
"l (cosolvent), &4 Z3kAl, ZEIA (superdisintegrant) 2 4E=A=S F33Ic},

ANAHEE JAE TAYeR Fof ©olo 0.5-20 wt. %S YeEbdh. o vldZsHAE, J2HEE Al Fo
weel 1-18 wt.%, 7P mEA s AE 5-15 wt.%E e

o] uAl Fo w@el HgAslE YRS A, TR, SRS, HEQA, FFALS, AHESL
2, EYERes, AdEE, AEHE, JdIEZE, THE, TUE, o/AWE Y o9 XFFOEFH
A, F84 grstEe] 50-99.9 wt. %5 THt. o A A=, A7 FEA grsES dE s 1w
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UE, oglEgE 4 o9 xFozHEH Audy. ¢ ¢ vFAdsAle, A7 84 g53tES Wy E, 9

ZFEZE 9 o5 xFo=FH Audrt. 7 uigAsAE, 47 784 grsEe My Eo|t.

71 84 wstE v siAE 244 FEH JlY Fo 9] uld 23EY. E o2 vpERek FE oo

utgl, Fo] W9= WA ST (modified starches)(dlE& €W, JMEAIHE mdo YEF ), 7tud Zujd
129 e BaiA|(disintegrating agent)2]

ox
N
K3
[>
Ku)
[
il
jincs
2
s
ol
°
o
ox
1o
B
i)
oty
4z
ot
2
il
o
S

)
[o
fru
i
o
_‘h
s
B
e

g o] anA

7 Ax AEHEE-FH HHS AR AT Fol @919 20-99.9 wt.%E A FE. o uteEAsHAE,
ol sy A &9l Fofe] 50-99.8 wt.%, 7HE b= 60-99.7 wt.%E LFEFHITE

AR, AAHEE dAE didhe Adx AAHEE-SH HHS 100-4,000 m, © HEEESHAE 150-
1,000 mm, 7F WA 8Al= 200-600 me] -3 F3F A& 7pRIv

471 Ax AARHEE-F HHS $EHeR sh ol e AHst FIA 70-95 wt.% R AAHEE AL 5-30
wt. %5 EIFT. TS o wpeF s, olefdh #y2 70-95 wt.%e] stk o4kl It B Al 3o 10-25

wt. %] AAHEZE S EFI.

AHES-FF H7 W2 4 2P
(filler) (1% 59 2% 9, 7242

J= vE Y3 F A= 84 g@stE, IAA/E=41A
7, ZAA, FYIE(glident), &%

24 (mucoadhesive agent), <F

o
S
o
urt
o
BN
%
o
bl
i
(s
v

A7) Az | AHEZ-FE HEe B A Al dola A

Mol 20 wi.%, O WAL Aol 35 wib, 7FY kS

7] Az A ZHUES-FH BAe st olde] s LAY FFow 58

ol 308, o WHFHEAE Holw 406, 7FY viAAL Hol® 5085 FHTe.
3}

ﬁ

7] AE AHEEZ-3HF e T2 B gAlAddA grlelA Held A ol HAQ 0-20 wt.%E $Hr
b, o wlgRRSHAlE o3 e ZAgtAle] 0.1-15 wt.%, ¢ vEARSHAIE 0.2-10 wt.%S -3kt
= g& wrggE L dol wel, A7) A% A AHEZ-34 FHE B A Ao Bd A
Al AL 0.1-20 wt.%, O wlgASAE 0.2-10 wt. %S ZF3c).

m
S

Az AZHEZS-EF g o9, & A 1A Fo d9e HEs gELx, HE, AdYE, vAZ
A AERA o gRAFAR O~ AF(croscarmellose sodium), V| FEgE 2 o9 %o
258 Adud gAst FEAe] 0.1-80 wt.%, © RFEAS A= 0.2-50 wt.%, 7HE RFEA A= 0.3-40 wt.%E
ettt shue] 53] vtgEA g ool wel, A7) GAS FEAE AoxE 50 wt.% W ES X =
o2 v gk Fddol web, A7) AAS FPAE Hojk 50 wt.% FELLAE xFheit,

A7) 1A Fo @9l o ~HEE AE ol¥d sl o] thE kAt AR &40 AES TR 5 ATt
olgigt thE AFgH R A2 AR dAe tHRE T2ES xFs. B dEo] 11X Fo w@9e
A A= 0.05-10 mg, © HFEASHAE 0.1-5 mge] st o] e] TEAAEA, uEAEAE TEASHE
(progesterone), Y Hw=A~E D (levonorgestrel), =2 A 2~E]H o] E (norgestimate), L2 X 2HE
(norethisterone), 2o X 2 H E-olAE| o] E (norethisteron-acetate; NETA), =2 A 2H &2

(dydrogesterone), Z=223]#|=(drospirenone), 3-HlE}-3}0]=FA|H|AA|2~E @A (3-beta-hydroxydesogestrel),
3-AE HaA~EZ(3-beta-hydroxydesogestrel) (=9Ex=AI2~E @ (etonogestrel)), 17-tolAd A ~E]H|
o] E (17-deacetyl norgestimate), 19- =2 X 2 A| 28| £ (19-norprogesterone) OMMEA ZY I EE
(acetoxypregnenolone), Py ~Eg = (allylestrenol), o} Al 2= (anagestone), F2a2n=
(chlormadinone), AFo]ZZE|Z(cyproterone), Y™ A~% (demegestone), H2AI~E @ (desogestrel), Tlolx
Al2~E(dienogest), Hldle]=2 A 28| E(dihydrogesterone),  TIHWE]ZH & (dimethisterone),  oE|2HE
(ethisterone), ©lE]x=t]E tJolA|E|o]E(ethynodiol diacetate), ZFEAAE  olAElo] E(flurogestone
acetate), 7F2=Ed|i=(gastrinon), ZAlZ=EWl(gestodene), AIZ=ET =(gestrinone), 3J}o]=FA|HE I Z A
& (hydroxymethylprogesterone), 3dFo]=F A 2 A|2H & (hydroxyprogesterone), #UIZE# = (lynestrenol)
(=8] =l 2E ¥ &= (lynoestrenol)), W =2 A 2= (medrogestone) HESAZZAAEY &=
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(medroxyprogesterone), WAIZ~EE (megestrol), WA AI~EE(melengestrol), HlZ~E#(nestorone), =Wl A2
E Z(nomegestrol), =wAI~EE-o}AH o] E (nomegestrol-acetate; NOMAC), :=#|®1=%(norethindrone), (=
HE] =82 (norethisterone)), =#E|x=E=# (norethynodrel), =2AIAEY (d-2A2EZ 4 (|-=2AXLE
A& ¥33l) (norgestrel (includes d-norgestrel and dl-norgestrel)), :=EZAIZ~E @] H+=(norgestrienone),
=29 E 2~ (normethisterone), X ZA2~HE (progesterone), VA& (quingestanol), (17€3})-17-3}9]
EEA-11-YHE#A-19-=2 Z | 144, 15-1] Al-20-¢1-3-=  ((17alpha)-17-hydroxy-11-methylene-19-norpregna-
4,15—dlene—20—yn—3—one), E#EE(tibolone), EZHALE(trimegestone), LAALE oA EHol=
(algestone acetophenide), Ul22EE(nestorone), ZZW A 2= (promegestone), 17-3lo]=FA|ZZ A HE o
2<¥] (17-hydroxyprogesterone esters), 19-=2-178l0]=ZAZZAZHE (19-nor-17hydroxyprogesterone),
17¢3-ol 5 d-H = E2~HE (17alpha-ethinyl-testosterone), 17&3-oEd-19-=2-H2=E HE (17alpha-
ethinyl-19-nor-testosterone), d-17H|E}-o}AEA]-138E}-o € -17L3}-o E] d -2 -4-9-3-2 =4I (d-17beta-
acetoxy-13beta-ethyl-17alpha-ethinyl-gon-4-en-3-one oxime) % o|& 3}g&E9] T RZ=2]1(prodrug)Z5H
AeE, sht ol ZRAEANE et

w Edel wE 3A Fol @9 wpEAsH= sy o] h==Z9] 0.05-100 mg, H MFEASHAIE= 0.1-50
mg, HIHASIAIE HAE2EH 2 (testosterone), Ulslo] =R o3| Qt= 2 2~ & (dehydroepiandrosterone; DHEA);
DHEA-A o] E (DHEA-sulphate; DHEAS); ElAEXAHE o ~F (testosterone esters) (& EW, HAEAHE
S d 7} o o] E (testosterone undecanoate), E|ZEX2HE X 23] Q4| o|E(testosterone propionate), HZAE
2HE2 HdZR2IQY|o|E(testosterone phenylpropionate), EIZEZXHE o]z o] E(testosterone
isohexanoate), EHZ=EXAHE oEHo]E(testosterone enantate), HAEEXHE HIPJ o] E(testosterone
bucanate), HZEXHE ©|7l=dlo]E(testosterone decanoate), HXEXHE FA|Zo]E(testosterone
buciclate)); WIEE|A~E2HZ(Methyltestosterone); 2Bl E2 (mesterolon); Z~E}=Z-&(stanozolol); ¢F=
2 2®lt]2(androstenedione); t3lol =2 e~ E2HE (dihydrotestosterone); ot 2 AE) S
(androstanediol); wlHEE(metenolon); ZFZAv|l2~HE(fluoxymesterone); =AW 2HE (oxymesterone);
W et = 2 28-S (methandrostenolol); MENT 2 o]E9] 22 R e Med s oo =2 shi
k. 7P kA s Al sk ool =R HAEAEE, DHEA B OMNTZ 74 %E o2y E AduEn,

2 o & gEHle oH Az, o TEE gAY e oA oA Mgk 1A
Fol @] ARgel & o, 7] AR A7) Fo ©le Hat, B A9 Ee Y d FoE E23e.
2 o] A Fof whejoA e oA Xz die EtesY AR H AdUHs, g v dHd &
Aol o ~ERA F7} X & (estrogen add-back treatment)Z i"?}fﬁﬁ}. -2 ek oo mEE, A Fo
G o 2R giAey e o4 A ARgETh 7P vt s, 1A Foe o S22 A
sfdA, 53] 952 95 (vulvovaginal atrophy) %/HE+w= 3F S/ (vasomotor symptom)S XE3}7] 9

3, AT

oty AmelAe], o TEZ dALYy Ee oA dsleA el A Fo wefe] AR, Fof wele] As),
B oHu g 9le W FoE 33 X33l o AHER AR Holm 0.1 mg, Y ulEH3AE 0.5-100 mg,
744 vt A s A E 1-40 mgs AS3oh

A=S A=) 98 F ARHEE Ao Aol 0.1 mge A7l T3t

Tl ¥ npstA s 2l mg, 7P whEASH= 1 ngd AAHESE

Aggitt. o5 f159 AmelAe Fof wel= virde = 50 mg olsh, ¥ whEA SRS 20 mg ©f

o, 7H& v s A= 10 mg olske] AAHEE RS Aleshs For Fojdn.
o

i 1o o
o fl X

o,

FRF ST A=) A8 Fol wHAE AT QoI 0.2 ngd] ALHEE RS AT FE
F Fom Folgth o MPAsE, FolE ol Wl Holk 1ng, 7 MEASAE 2 ngdl o) 2HES
R AZUG. GUEE ¥ AmelMe] Fol VIt 100 ng o5, W HFASAE 40 ng o5, 7H
FABAE 20 ng olekel MFASAL o AHES JES AFHE Fom Foldrh,

FHos, wA Fol wele oud Age HolE 134, o mFAslE Holw 2Fd JIZ Bt vja
@ wle] Fol whele] FolE TAWTh oldF 7 Hok Al Fol weli wiAslE diHER g 4
o1% 0.05 mg, B MFAAEL 0.1-40 ng, 7 WAL 0,2-20 nge] HT FIFE AT/ A3) Fol
A,

Jed A%e Ara] 8l Fol el wHAGAE diHES ARe] Ao 0.1 ngd) 3% FARE A

_13_
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[0100]
[0101]

[0102]
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k7] 9 Foldu. o miEAsHE, Fol 9= CdAHEE Ao 0.5-20 mg, 7Y wbEASH= 1-10
& Agsr] s Foldn,

28] 98l Fol welE wEAsAs AHES YR Holw 0.2 ngdl T FolFe
B o WRAAL, Fol @olt AAUEE 48 140 g, A ARARAE 220

- AHES, AHES o2 2 ole] xFomyE Hud o AHEER YR A% 80 vi.4E T
2 m A 50 me] ¥ B ARe Ae o AHER AR AFSE WA

- 47 S ZHES 4R st ol4bel Hys

- gz ) Az HPS skt olgel ARG RYAS Edse WA o

CEE A7) Az g3 37 s olgel AAlE pEAle] RS 1A Fol ez ¥4

ool A9 ERES e aHER A4S s olkel s HaAlsh 1:2 UK 1:10009]
W9 ul, o ulAeAE 13 UK 1:1009) W 0, 7P e e AR 14 WA 10109 99 o) FE e
Agkato] ols) AT

A7) Ash EFEe) Az AEHE s ol Ay LA vgAaE B WAd gl e
A 584 BeaEe TERY. e, A7 84 Beage 47 sl ool wds RaAle) A
ol 50 wt.%, T WPEHAEAE AolE 60 wt.%, 7P WA AL 80 wt %5 A

A5k =

= At

st Ed=] shd o] del wist Fgx l% = WA A7 Aeld welAlE Ads 23 ¢ 9l
nhg A Al e, EaAlE s £FE] 0.1-20 wt.%, T wrHEAE 0.2-10 wt. %S T}
AXHEZE-SHT el vhdAsAs AHE s 4Hs °“x419} 0.5:1 UlA] 20:19] Wsl= T2 w2 &

ol ool AMET. B o wdAsls, Hus B3 2 Bys AAE 0.8:1 A 1219 W9l o, o

% o wgAslE 11 dA 10019 89l O, b ah sl 1501 Ul 5ile) el el 33 s 29

Atk A5 FF 0E A% SHES-GH AP Axeld AgR AHs £8 2 st AR Sl

JECE I RIS

HES-34 Fde vgdsAs Aus £F
2

B2 By st 2 AW Ay, A A HYs) Ee F
£ggro=n 44Et. o ng

oAl 47 HAS A A H37) WelM Alzdnt.

3} A= ntEEE A E B, HES, JdES, o]A-ZERE ofAE I olo Fo
A% 60 wt.%, © HIEASAE A% 80 wt.%, 7HF A AE 90 wt.% &3+

53] nhgA e pdejel wet, Ags qAE B, dgs B oole] xgtoriE AdEd 54 §vlE Aok 60
wt.%, U vkEH Al Aol 80 wt.%, 7 vhEAHSAE 90 wt b . sk A A
= v S Al Aol 80 wt.% &, T whEASHA= Hol= 90 wt. % =S At

e
iy
Z

)

=2

2
>
>

4 A s A= A vl of F7F FEAS AdEA SR ¢ A olE F7F FIEA
of dlAl= AgAl, SllAl, A EA, A, JArls % olse] 2¢E TG

vk s A, AEE A= 2FAQ 0.2-50 wt.%, ¥ EHAIE 0.5-40 wt.%, © WA SHAIE 1-25 wt.%,
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[0113]

[0114]

[0115]

[0116]

[0117]

[0118]

[0119]

[0120]
[0121]
[0122]
[0123]
[0124]

[0125]

[0126]
[0127]

[0128]

[0129]
[0130]
[0131]
[0132]
[0133]
[0134]

[0135]

7V A sHAlE 2-20 wt %8 e, AV A¥AlE AERs FEA, 59 2 ST FE2A4 (dF

& A F (pregelatinized starch)), ZZn]d &=L (PVA), iﬂﬂl‘éﬂiﬂ% (PVP), ob7}, Agel, Foldd,
A, Aol B, Zelddd F2lF (PEG), FF3Ls, FARA, AE2HE 2 o] ZFoRNE

Aggnt. g AE, & WA AAE A3Ae AERLS fRA, %}F}{—E’—, ey EgE 2 o

Z§o g HeHr),

ol
o
X
rlr
e
oE

of

S
PO

ox rfm
N

£

of
°

=
=

ol

R e
N

2

2 o 4 =
fo

ol  Hn %
oo

o
i)
o

e

- 9,000 ml2]

| Fol welolA AW F g ABROA FEAY A SolESAEd ABROS, ol
292, FIEBAWY AFEOX, FH|EEATZANYATEex, WPAFEe s, DA

| ~HES-3f AHL F2 100-4,000me] WS Ul 9 F3F AF S zte
18 7] By 27+ AL 200-1,000 me #HY W, 7P vtEAsAE 200

Y Al Qo A AR T AU WA, o ool sk 1A
WIE, AQUE, MAA4d ABRes, U, Anssbies oF, ud WEeE
Z3Hah,
Hell A Az o 2HEE-3 #ES 1:4 A 9:19 HY, ¢ wgAdsiAE 1:2.5 WA
1] W9 U, 7F ARSI 115 U 15 U4 18] Wele] 3% dz aid o4kel BAs RaAs &
A Fol Bt AF 4F e 9F 4ol o8l Al B4R £ Avh P s,
gl A% 450l o8 349
F5E A Fo welt Aold wew XAE 4+ Ak wgdsls, o gt How
g gfets Besd 9 ud 299
o WARA AN o2 F7hz A}

Sl AP AL Fol @99 & Aes Ash] A AE 5 i

2 v ~7] &3] A]¥”] (Paddle and basket dissolution tester) VanKel VK 7010 T+ VK 7025, A&AY
=7 VK 8000, 1000 mL &3] &7] ¥ t}&A nlo]3 & ¥ (35 A)

29945 10,000 ml9) HA ZEF2~F (volumetric flask)®E o] A 7.

- 68.05g9] KH,PO, 2 8.96g°] NaOHE 7}t B Ao &g wj7hA] ulgk,

S FFAZ]I NaOH = QAo 2 pE 6.82 2A3ta, AL wil @42 La8 38,

ZE=AE AAT.

AA Aol o5 e §7] zhzkel shikel AAE wheel XA,
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[0137]
[0138]
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[0140]

[0141]

[0142]
[0143]
[0144]
[0145]
[0146]
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[0148]
[0149]

[0150]

[0151]

[0152]
[0153]

[0154]

[0155]
[0156]
[0157]
[0158]
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- 9A% g TEAYS Y& 5, 10, 20, 30, 45, 60, 75 L 90 H ZFo] g LV|ERE 5l ABE F
_;ZIJ_ bl

sh, 83 wide Y e Edolm Adwt Aol F3F A HA] 8] HOoRRE 10 mm ©]F EoAHA AR
S AHT. AAYE &3] Fa= A48 &3] wd2 wdsA] &S
AlE Y AAHEE 355, 7|F(reference) O.2A] | AHEE A8 898 o] &3] HPLCE E3)] AA ).

o] E (MP) XEF|o]E elzolo] %
- 1.15g9] NHH,PO, (10 mDE 1,000 m1&] & o]|FA7]a, o]& {3A 7] QLS Z pHE 3.002 %4,
HPLC =]

- Alliance 2695 Separations ®E-2 42} £v] A2 A]2®l(quaternary solvent delivery system), 7P -3
Fol7), & A" ATAZY, ZY AE2AH(column thermostat) D EZECTiole=  AHH A7

= 11
2996(Photodiode array detector 2996) (R Eo] o3z FA4

2
N

- ¥4 249 Symmetry C18, 3.9 x 150 mm, dp = 5 tm (o|: Waters)
- 7}= Z+9: Security guard columg C18, 4x3 mm (Phenomenex)

- % 1.0mL/&E

- AZ: UV @ 280 nm

- 744 2% 30T

- 2% AZY 2% 10T

- 3¢ F3: 100 L

&2 ¥s=
A (&) OLH[ELFOIER (3) | ZAHOE 2EH (1)
0 20 80
9 i 25
10 20 80
12 20 80

HEZ d5329 9dx =7] B2 S MALVERN MASTERSIZER MICROPLUS #o]# ¢4z} z7] BA17]& o] &3}

i R o] Az

- 1g9] A=HEE A5t B 1g9 A=2H|E EgSYolEE ATl Sefadd Wet.
- 1219 9] n-4kE 7hebar Aol Aol 1AIF o 3t

- 0.45 i BHE F3 AJH{A T}

AR A=

- 100 mg9] AlEE 25 mL H]AH W ¥&

R FEIE LR E ARt
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[0162]
[0163]
[0164]
[0165]

[0166]

[0167]
[0168]

[0169]

[0170]

[0171]
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[0173]

[0174]

[0175]
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[0178]
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- frel e 2R EFetel e 2 dEAIG

- 10 mLo] EAF wiEdE spgiet.

- 3000-3500 rpme] AlE R4t k9] EHmoA A4S St

BT

P2 7] FSAHS LS NS ol gate] 3W FAdTt. HFT ANE 3w FAH AFAE HAsFgoEA
ot

A 1

st GAE sh7ldlA A Ade B Alxd.

F 1 el vehd 2AES 2te 393 s 4Ees dx Bddete] Az

¥ 1
AE Wt.%
ARE G 2BEZ (Milled estetrol) 25
kiask=y 40
o 35

F 20 vehd 2AES e BHE QAE, dabdEs & 2 AN Az

* 2
AE Wt.%
S iR 2
A 98

FES T AT Yool FHs &4 HHE AAE tete Fsieitt. By dAY FEe
° 2 25% o= shait).

S FF QE oA 40 CTollA 7Z=A|7]3L o]ojA] 500 wm A& F3 A},

¥ 3
A5 Wt.%
33} AAHEES 50
BT 10
Ludiflash ® 38.5
ulavE 2HolHolE 1.5

CWH)E (90 wt.%), ARAEHE (5wt %) 2 Zu)d olAHelE (5 wt.%) o E£3
QA EFES 6.5 mm A2 80 mg YFHA R =8t o]He GA d2EHEFE JE2 10 mgeltt.
AN 2

At GAE sh7ldlA A Age B Alxd.

F 4 el vebd 2488 2t s EdeS AT dx A"t Axdn.
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F 4
A& Wt.%
A o ~pEs 25
dEQ X 75

¥ 5 Woll vehdt 2AES ZE 393 AAE, ZYud S E PWP)E = Fo E2AA Az3g
F 5
AR Wt .%
PVP (ZEuld &) 3
A5 97

71oA e =844 3

i)

3 AAE Jatel AFs. A A S

S A Ak BY7) oA 40 CTelA] ARA7)3 oloA] 500 mm AE E3] Azt.

E 6 e et =S Zv A EFES, Ax AHES FPAS} 158 5 £38te] Az (rtvlE
2golg ol E A|9]). vlavlE LHolHOEE Ytslal F714Ql 5 & ¢ 3 A&y
X6

B Wt.%

33ty JdAHES 50

v E 43.5

J2ANHE 5

ul Iy AHolgE ol E 1.5

BAEE 6.5m A4 80 ng UF A FHAT. ol)d HAle) o 2HEE HEL o 10 ngol}.
AAl 3
A3l AAE )N AE HAL B3 Az

F 7 el vt =S ste A9 EEEs, AEe dx Eddee A

7
A Wt.%
A o ~Es 25
dEQ A 75

Diviosy = ok 15 Hum

8 Well vehd 24E3 zte At dAS, sel=sAZey AEres (HPOE & T BAA Az

o},

ot b

J & Wt.%
HPC (Blo]|=2A 22T

i,
ot
it
to
>
[\)




[0199]

[0200]

[0201]

[0202]

[0203]
[0204]

[0205]

[0206]

[0207]

[0208]

[0209]

[0210]

[0211]

[0212]

[0213]

[0214]

[0215]

[0216]

SS50dl 10-2662025

EEE o7 |

HH3 EF=E s HHIAN AHe] A GAS Tete] A, By} Ao T Y =
FEo FF 7IFo® 3% FoE st
olgA F5 FHE 5T FHH7] A 50 TollA 1xA7]ar o]o]A] 500 m AE F3f 2t

s 3tate] A2 aoh(rl U4

FZ9
B Wt.%
BY3te dAHES 50
W= 43.5
25 5% FEFYOE 5
ol AHolE ol E 1.5

EHAE=E 6.5 mm A7) 80 mg P AAZ FFHAT. o)HF FAo] AAEEE AT F 10 mgoltt.
AAld 4

Ast AAS 77 dold AEME A WA ©F sldA AEEI = 1 dd =A"E FHEE S

Azt A

AA G o=HEZSS FAFS 23 2k A" AlA 100 g, AF BAlA 250 mg, AP CoAM 7,5 mg, Al
F 3

2
3 DA 1 mg, & AF E,

BAY] 34 TS b5 2ok Al A 2 ColA 30 mg, AF B H DAlA 1000 mg, R AP E, F R GollA

e 2PAZ 800 mm =3

i

k)
[m
i

"ol
N
o
ot

>,
X
o,
e
-z
1o,
rlot
o
gﬁ
k]
©
S
S
S
=]

[
1
iy
o
o
ol
Ay
a9
Auf
td
i

9] 10% PVP (Zgn|duEelE)e AdA &9 AZs9e (AE3 B, ¢ ¥ FollA AHgd AdA &
o 9] PVP HLE 15%0]% <

& ol 7tgozx, Bysts AlZ
NZAH ez AAE o, AA 7Y

AF W 40 TAH BAES AP AZA T ool 800m ~AAS B3 AFHAY. Bt F5E EFE
2 oyags FAA bE 5 EgAAT NG suoldolE Ae)). Ao wadg ujoleol
EE Jlela 3 B B ERANAY

A3 AXE ZE @Y AR VAE o] 8 4HS AA Y30 mg AN (AL C) 5mm HAZ], 80 mg A
AollA (E, F 2 G) 6 mm & 1000 mg BAA (B 2 D) 15 mm).

TAEE AAZ S o]t Ph. Eur. 2.9.1 ("Disintegration of tablets and capsules") = USP <701>
("Disintegration") Well AHW¥E FXH Z2EIF wg} Ha] A|7FS =353,

tio
B

Ph. Eur. 2.9.8 ("Resistance to crushing of tablets") ol AW H FAH TZEFS o]&3}o] detst
=

HE AY B dest= 44 A3 sh7]e & 10 B 11 iellA 22 5 Sl

A S FATE AAEA ek, B frEAdol F3kal Aol uEE A okt
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[0217]

[0218]

[0219]

[0220]

[0221]

[0222]
[0223]

[0224]

[0225]

[0226]

SS50dl 10-2662025

X 10 -AFe A Wt.%

A # A B C D E F G
YR g

A o] mHEE 0.33 24.92 25.00 0.10 12.49 12.48 12.49
W E 91.17 65.89 65.49 91.90 79.25 18.99

PVP (ZEudI &8 =) 2.00 2.99 3.00 2.00 2.01 1.46
) i R 1.01
Bt R 4.01 4.00 4.00 4.00 4.00

TgEQ X 17.51 | 36.04
994 (100 23 33} 235 o) 22 26 26 23 19 16 24
o] 2 g

Bt 0.99 1.10 1.00 1.01 0.99 5.00
TgEQ XA 10.01
Ludiflash® 38.49

W] E 43.49
v Aol o E 1.49 1.10 1.50 0.99 1.25 1.50 1.52

1
D (0.5 = 15m

LB (90 wt %), TRAEHE (5 wt.%) 2 EZu)Y oplHoE (5 wt.%)S I

2F 11
E11- 3A9 N850z 244 54

A¥ (670 AR B A B Az A= 2%
AH # (2:2) ) (ng)

A 0:39 14.17 28.2

B 1:44 85.85 1058.6

C 1:05 28.46 30.1

D 0:40 66.74 1048.9

E 0:32 29.70 78.9

F 0:41 30.97 82.2

G 0:33 22.69 78.1
BE GAS0) o5 BA F%l e AF FHoE £5UAL, ¥l Ane, 47l Mg 2 15 AA
AE, o5 AAl dis M, % A0 wE 9% Wl o= %ol ol mel, ule Feiks del Ha
F ot

FaestE, eE-ehd, 2-713, ARA-on, ke Hd ATE, dubel 80 mg AAI(HAle 4, A Bl V=d
A 3

Aok v 2AE 7R Fold 10 mg AAHEES] e AAlo]8ES, 10 ng AEHEE oFdh= 83 mg
A el & Q1 AAEE o

FHE N2HERY AT A GES vusy] da FAY. olE JAE 7Y F
g AQRANA M Fol R AT Foldt,
1099 A48 o4 ABAE vheel 71F Jzetel Aedith 5T 653(AA ol E£3)AAS o],

A FdA (Fo] A Hol® 671Y), AA-23 *|4 (body-mass index; BMI) = 18.5 kg/mz—‘%Ei

=
ol
2
R
ke
rir
o
2

30kg/m 7HA (2=2L2d Aol A AA A5 w3,

07:00 am % 07:28 am AfelollA, A2 A17]13F 2 A27]17ke] Al 2ol A, 200 ml B3} A AFH o], 552 ¥
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A e AAHEE AAE FogozN dAHEES MHE A¥e dd FoE wu(AA FH
10 mg A=HEE), 59 PR slte] dAHEE GAE FAFgozN AT dAHEE AP dd AT
FolE W=t (AA F3F 83 mg; 10 mg A AHEE).

[0227] 2= A Fol d Aol 10417 B¢ 2 Fo] & Hojx 4A7F Tt 48 Fo] 2FHY. B EE &8
& e AL IFE Fo A AT e 89 A v, dg3AE A Fo d A 2 AA FoJ £ 2
AlZE] 200 mlo] E& WETh. AT HA Fol o AEHE & 2 AY AE v Ae] dgdEn. &
w3t A A Fol A 10.5 AIF E AA Fo] 4, 6, 9, 2 13 At AlFHT
[0228] A7 R A27|7E EF dojuh= AMde] A&S ® 12 o] yERY
I 12
[0229] A
A 177+
* 19 19:00%-E 7= (confinement)
* 2 4 o, g9 9 AW S AT
* 34 @)% (exit procedure), 8 amZ}A| &
* 4-8 9 Ag
* 9-13 o Al
A 277+
s 14 o 19:007FA] &
* 15 o Fol, g gl AW WEE,
* 16 =, 8 awtA F
s 17-21 & A
* 22-26 <4 Al
* 27 4 Z2A2E L] Fo
* 28 o s}, Z2A~E0 AF AE AA
[0230] o] ATl A AbgE o @ AW MEE o] E 13 o] YERIT.
F 13
[0231] dd BEY A FHA m)S AA Fo] M F3=a (0), olojA Fol ¥ 0:10, 0:15, 0:20,
0:25, 0:30, 0:35, 0:40, 0:45, 0:50, 0:55, 1:00, 1:10, 1:20, 1:30, 2, 3, 4, 6, 10,
16, 24, 48, 72, 96, 120, 144 A|7rel| A ST},
7t 713 W 8N =Y F Ak 2704
28 ATy 28 FHE GAY Fo] Ao P, Fo $ 2, 4, 8, 12, 24, 48, 72, 96, 120 %
1444 7kl A =3 €T},
7t 71 W a8 =Y F exbe 110]4.
[0232] FRE g AR W dAHEES FXEE HPLC/MS/ANSE 53 249, 28 AR W FFFEYER dAHES
(glucuronided estetrol)(D-ring)2] &%= X3 HPLC/MS/MSE &3 24E4
[0233] oy st #A o Are Ml FoE oA2HEZY AAclgEel AT FoAH AdiHEE HAETSAL 41X o
3 AT FolE Jd2=eHEE wvls] o w

g
Y stk AS nojErt. wa, dole Mt Folw of 2
2 AAlol g

o et AS AARY. A dRHEES F 7T Wl 2 gE@s 71300
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