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L. AT HAEY, HAE | FORRRY, & ROk W47+ (a) 10-70 & % R
Je TR £ 5 (b) 1565 H & % [ —FPEl 2 FIH ST ;5 (c) 0-8 T % 1) Fh i 2 P fE 5 ;
(d) 0. 2-8 T % [ — P2 R BLARF AT (e) 5-15 F & % (1) —Fh ek £ Rl w557, Hop
W FTRPURLIR ) 5 BRSNSy - (F) 1-25 T8 % [ — P ek 2 MHE 75 5 () 0-8 B8 % [ —Ff
B2 i AA SR A (h) 0. 1-3 F & % 1) —Fhall 2 Mg R4 IF o, prikv] 25 4164 2
T Job o Pk 2 T R 7 22 38 T AR SORE P 4 23 BSR4 1

2. AIZ LAY, A& Bk W44y © 10-70 T % KRN E Jé Bk i #h i 5-15
% (R SR YE N s FNRIURL AN 5y B AT 4 B AR YRR IR PR R b, PR T 25 A A
FE 10 T T 5 A I vt 25 B PR R P 21 43 SR AT

3. A HASY, KA & Bk N4l ¢ (a)10-70 T & % kI B Dok i £
(b) 15-65 T &t % [ H #5 B w2 4E B 2 4L G 5 () 0. 5-8 T % [ A SR YR AR
IR AT 4 ANk B 4L 5 5 (d) 0. 2-8 FE & % MIIRE A ALEE, Rl (e)5-15 E & % M4
B s FUURIAME 2« (£) 1-25 FE &8 % IR ET 4 5 (2) 1-8 E & % AT YENT, Fl (h) 0. 5-3
B % (KRR IR IR EE s Horh, Prad w] 24 H 205 0 A2 18 T s T ok 28 44 i st 25 1) P ik Sr P 4
ot il E
A HALEARIELR 3 A
5. THHZAMHE, HALEBORE K 3 WA G .
CAREBRE SR 3 AAY, Hh kIS e Sk &= 41 EE %,
CARIEBRE SR 3 A A, Horh kIS e Sk &= 35 HE %,
RPN 3 (IALAY, Forb V8 J0RE A 2023 10 H 5 B R Ak 4T 4 22 1) & 24 50
%o

9. MRPEACRELK 3 I EH, T e R ROR Y 20 70 I A2 SR 4l 165 &0 3 E 3 %

10. ARAEACH LK 3 B2 G9, 2o VR 8 BORL 9 4170 I IR e & &0 2 &
2 %o

L1, FRAERCRIEE R 3 WA4LE4, FoAn AR ke Py 20 7 19 SR 4 1) 5 54 5 FE 3 %,

12, ARPEACFE K 3 (ALEY, H ol 40mg.80mg B 240mg [ kI & T

13, ARIEACRE R 3 (] 25 AL &4, LASBR WALy ¢ (a) 10-70 E & % [k
B e kiR £ 5 (b) 15-65 T % (1) H i BE AN A i 21 4 2 5 () 0. 5-8 T i % AT SR 4Ll
(d) 0. 2-8 FE & % A ZEALAE, F1 (e)5-15 T8 % (K ZRYERR s MUPURI AN 4y < () 1-25 &
% P AT e S 5 (g) 1-8 i % WA YENT, A1 (h) 0. 5-3 & % [MHHRIREE.

14, —FBCRIE SR 1 ] 25 AL BP0l & 0732, HoAHs 4 5-16 & % —Fek 2
T 2 T 1A 5 5105 B Uk IR A SR P 203 b, TR R N L ¢ () 10-70 E & % i
KIS R B KR L 5 (b) 1665 H & % 1R Z MIE R ;5 (c) 0-8 T & % [ —FhE 2 Fi
fi#57) A (d) 0. 2-8 FE& % [ FhELZ BhBh L .

15, —MrBCRIE K 1 AT 25 A& WD R4 5%, A - (1) ¥ 5-16 F i % 1 — ek
2 i 3 T 1 15 5008 2 BN FURL IR ) I R0RL N 417y b, BridSivki W4l 7 15 ¢ () 10-70 i %
[Pk e kiR 2 5 (b) 15-65 T % [1—FhEZ FIE T 5 (c) 0-8 T % [— ek £ i
JRARF ;A (d) 0. 2-8 T % H—FPERZ P INAR sH0 (2) ¥ PR B4 RTRL Y 41 70 55 ik
FORLIR A I URE A1 41 23 5 P ok 741 73 B 5 (e) 1-25 iR % [ —Fh B2 PR AR H

2

o

o 1 O
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(£)0-8 F & % ¥ —Fh el 2 Flsi R, F1 (g) 0. 1-3 F & % IR Fp Bl 2 FlE i o
16. MRIFBOFER 14 815 177325, Herp Bk 2 i 1 5 700 4 SR 4E i o
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RABE e 5 SRER 1 B9 F 5 il 571

[0001]  ACHHIFEIR 2009 4F 11 H 9 HAEAZI 5L HHE No. 61/259, 403 A o, K H 42
WA GIAAR AN NS

% AR 4l

[0002] A%z B e LIAO A iy AT AR K2R B JE (neratinib) ) 11 AR 254 il 51 R1X
LEAGAE TR A3 PR 28 7325, I A R 512 20 e A R DAL B v AR ) 2% 1 o

[0003] E_Hﬂ_:%ﬁ_ﬁ

[0004]  EREFMGLE S R MM HIR EMNE TR EE . & Al A R 2t
MATP HeRe B E 2 IR R AR LU PR 2R 22 2 1  r 2 TR el 2 2 R I . IX2e i
TR o TR 2 R gl e A (BAEEEAT R ) 2. e EpEiEZ 5 A
A H R IE, B F5JESE [Traxler, P. M., Exp. Opin. Ther. Patents, 8, 1599 (1998) :Bridges, A.
J.,Emerging Drugs, 3,279(1998)]. F ¢ 7% [Mattsson,E., Trends Cardiovas.
Med. 5, 200 (1995) ; Shaw, Trends Pharmacol. Sci. 16,401 (1995) 1. 3 Ik 5% #£ i 1k [Rai
nes, E. W., Bioessays, 18, 271 (1996) ] . &/ i [Shawver, L.K.,Drug Discovery Today,
2,50(1997) :Folkman, J.,Nature Medicine, 1,27 (1995) ] Fl& Jii 5 #2%E [Boyce, J. Clin.
Invest., 90, 1622 (1992) 1. CLA1BEM I 52 74 M 22 BR USSR AL -S40 ] TR YT i 5130
Vb BEERE , BAEEAN R T8 anaE /g fefiiie (NSCLC)  FLARSE « 2 ZEME B\ 4 i B IA Al
Wo — P E RITBEFD A (B) -N-(4- (3- & —4- (nibiE —2- AL ) Ahad At ) -3-
BE —T— CERFEMERR —6- 2 ) —4- ( —IRZIE) T —2- ML, R R JE « Nerartinib
e PP gg b, HAMRADHA R, BAR AR b HA RV .

[0005] >k B JE ok IR £h UKL B AR w2 i B B Ae (2R 2 =45. 62mN/
m) o %M RS B G POk AE F R, 2 T8 8, Wil B. Janczuk FI T. Bialopiotrowicz £F
"Surface Free—Energy Components of Liquids and Low Energy Solids and Contact
Angles, ”J. Colloid Interf.Sci. 127 (1989), p. 189-204 & ;W. R. Good fE “A Comparison
of Contact Angle Interpretations,”]J.Colloid Interf.Sci.44(1973),p.63;M.
D. Lechner (Ed. ), Landolt Bornstein, New Series, Vol.IV/16, “Surface Tension
of Pure Liquids and Binary Liquid Mixture, "Springer Verlag, 1998 1 ; FH
J. J. Jasper 7& “The Surface Tension of Pure Liquid Compounds, ”J.Phys. Chem. Ref.
Data, Vol. 1, No. 4, 1972, p. 859 TRIIA K. HTHRIZ MR E R, RIBE B 5ok IR #oky R A&
ANy THEAL AL B, L WnR A sl sl a4k, Rl & B 1A S b et . |1
TR HERR i, K BB v BOR TA Hs 5 AN AT BE R Db I % 2658 v v B 1) B A5 e 8 8 3 )
SRR JE B R B #h 5 o A8 AN AL B ) 70 2 3 B0 2 B A ARG R 1 7] R

[0006] & AHfRIA

[0007]  HAER{RME—FhR B E: JE Dok iR #h il 5], 2Ll i KRR R (44129 38mN/m)
W) it L 4 586 40 2 5 4 W 22 5 5% i DA G e 7 Ut FH 2R IR R T8 B R i R Uk ) 2 T ok
A58 1 s 70 ) 2 T P
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[0008] A% &% B4 (LS T 1 AR FH 1 B v M s 20 SR R 85 JE 0 R e 2 1 mT 24 A [ AR 4
W) o AE RSS2t 7 ZE 7R, XA R T PR 20 A4 LB R S AR SR v 1 46 B0 A 778 R I
FE LS 77 ZErh, AR BRI AL Bk TR JB B R IR 2k ) SR 7R 2R

[0000] AR BISRAL—Fhnl 25 AL G4, HAaS © kR Y), B & Bk 4% ¢ (a) 10-70
HE % R e kiR 5 (b) 15-65 F & % (1 —Fh sk £ FIH 7T ;5 (c) 0-8 8% 0. 5-8 &
% Ak 2 BT RS A (d) 0. 2-8 T AR % (FERELLSTE T %P, 0. 2-6 H A %) [—Fh
SR P A (e)5-15 F & % [(—Fh s 2 PRI AT IR FRCR ) S5 kL 4 41
gy (£)1-25 8% 4-25 i % [ — P 2 PR R 5 (g) 1-8 8K 0-8 T & % [ —Fh ol 2 Pl i it
FIAT (h) 0. 1-3 5% 0. 5-3 F 1 % [ —Fh o2 FETE RIS IE, R R A FIs TR 7 B 3
A,

[0010] AR BHRME Rl 25 AL A4, HA S PoRRR Y, &R N4 ¢ (a) 10-70
% IRV e Dok R EE 5 (b) 15-65 E& % M H BRI AT 4% 5 (0) 0. 5-8 & % 1
RS AT R I AT 4280 s F (d) 0. 2-8 T % (AEFELESTi &, 0. 2-6 E & %)
(PR AS A ALRE, AT (e) 515 H & % ISR 4L . F Pl kiR 4 5 ok b4 43 (£) 1-25 B,
4-25 T B % G AF 462 5 (2) 0-8 B] 1-80-8 T & % K137 B2 4 i s AT T 4 P S 47 4 25
(h) 0. 1-3 5% 0. 5-3% & & % MEEARIREES IF, R e B RIS A Flsk TIH AR E S,
[0011] A% BB A A T 11 AR FH A0 2 B3R AS SC R 423 (0 A 16 L AT 25 SR AR JE
TSk R 8 500 (10 31 4% ¥, 1% 46 VA BE RS L I Tk RE, R IR R AT B2 10 254030 2
MR

Ff 1 52 BR

[0012] 1 REIR 1 A it FH BT AN TR] s Hh s 3 0 R I8 Je 1R A2 RIRE T8O k50 2 5 SRR
B e R R BN 1 S vs. AL, TR FRPIEA AR AR, TSR R RAH XS 12 o
25 IR SR T AN Gt FH R IR & (240-mg 1)) 2 s IR IR B K.

[0018] AN & B 114 i 2 S it 2 11 8 4 i A

[0014] 1. EX :

[0015]  GnAR SCAE FH (40 G eln] 25 FHAL G “ A 3 ” mT LRI R ey 7 A/ B
B TERCLEESI T =, “AME” ey A5 ammaAsmin e b, 2
3697 5 E T 22 IR ISR 1 U 7 A H O 1 B A5 B R (1) — N B 2 AR . AR R BB St 7 5
A B EEAER 7 AME 7 RBIETT 5 RS BRI 52 7R 5 A O IIE
R (A, R B R M AR ) o

[0016]  ANASCAE HIHIARTE “ X %7 TR SN, B G NSRBI %, Lo a (it
HHEE )

[0017]  WIASCAE A IARTE “ A7 8l IEEE 7 fREFH e Wi A e a2
T IE o

[0018] A SCAE HI HIARTE “ 367 1R 43 B 58 A HB 22 A Ik ZEIR (R ) TR o A
/ BY % B G B AE B R A BT AE (1) — D B 2 AR

[0019]  “YRy7 VG TR 8CUE T T8 H TR TR A 7 MR T iR ) (A, AR
BITHREBIRIT R ) P AR EE R B VRT S R RVRSE A ALY, RIS

5
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YRS VB B RS S R (R 2R A E A JEEA & Ik
WANVERE AR/ T RS D IS EE LR . DNAL RNA VR TF IR X BT R | X
SRZFIR VIR PR R 2 YT I AR ARG T T  REIR | ek B CSE
i B R RG ) 24 S AT 5o G, T AR R BH R 500 o R8T W PR 2 B 2R 2 A4S Bt
FAAE DBl R A 55 . ARG TT i MR A A 0 gk — 20 Rl Dl B 2 i
o IRITIE TR ELHE G A0 A SRR B A, AT A R A
YR S D AFEH o

[0020] 4 AR SCAS I 4 B A7 550 28 HE I T AR VAR T X G AR A B SR B B A B . AR
T, N 3L, A B (R 46 0 e B R B A1 F 32 96 B I TE 45 B PR = 2 ) 1 91 L P i
TE o TARATRE E X % 8P R I BARE R0 B KPR Bk T & Bl R, B FE R V89T I
30T FH o 9 PR T 5 e P ) B R PR M s I B AR B ) s R RS R —
PR A FREDR 0 P T AR £ 5 it P B 1), e P %) R PR R SR HE S R 5 VAT I R I (7] s 5
it FH B ELAARAL B 20 R AE F B 25 A/ s AR T ) DA R B 2 ATk H v i
[0021]  TEF vk (il 25 ) BOR fa He il ) i, 4 0k: P9 490 B TR A DL 25 /N Bk
(slugs) BRIRFE G . FZV) B, T 5 RORLAMY) DR &, BeAE T 78 IR B sl s 1 v 771
FRAE R SR URL N )BT o 70 B ARG &30 T, B ok: S5 KR &, (B mrBg b
BRI ), FE T (AL 100°CHITERE ) » e, 7 550k SN R &, B
EH A IRESEH A F . 2 0L, 25Handbook of Pharmaceutical Granulation Technology
, 1997, DilipParikh, Marcel Dekker, Inc. ISBN 0-8247-9882-1, % 338-368 T,

[0022] 2. W[ ZHAAWATHIF] -

[0023]  {RERELLSl 7 S b, AN BB A A T P e FH P06 2k I J8 B R R ER T 24
HAEW. KB E LIHE 4- 25 -3- FEEMEMR LA Y 2 F 7635 B ) No. 6, 002, 008,
6, 288, 082.6, 297, 258.6, 384, 051 F1 7, 399, 865 1, R IFE:J& A F iRtk 2= 45#) .

[0024]
.0
mﬁ”

HsCx N Py
Oy
CHy o]

o

J
HC
[0025]  JRAT Joiliy B By B A ] 24 H il o5, LU A Eh ok iR Bk o SRS Je e — Al RAT [
AT AR KA A L 1) 55 L o
[0026]  {ERCLE S Jy S HH » SRS e L 2RI 1) i 14w 24 245 4 AIAL A PR Tl i) 26 14
Pt AR o 1A i P 3 BRI A2 8 5 R IR i+ — b s PRSI A A0 B 3t
RIRIRE PN AORE 20 73 W58 2 B L T X 58 A el 48 B S U 1 500 G 2 SR AE i, LARAIR
RIURL IR T RE o AL RYA A R 4% iRy 1 RIUREG M Bl R THIAT 2> AL, #8327 VR
1), AR RO BT, BANS SIS TR R AR 2 de AR AL siAb 22224 bR AT (R
IRE (% 38mN/m) F- 2G40, {51 2R Ak P s 5 0T A 0T 1R TSR AB 3 PRl 7
6
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(RIZRI BT AR R P P i, Bioks o RORE AN i ARG &5 1t , 530 W 35 HiURG 45 1t SEAIS,
HATHTE 29 A BEE 25 5 o ARG, 1E— 20 A 33 TG () J00RE Y 0N, 8 55 ks AL 5y &
I, BT IR IR A/ 2 30 L YR e R i AR R ), FLE — 28 hn TRk T 1 AR FH
AR MR BB ) o AR AT DA A FH 26 A& U0 R R0URE P 20 435 DA 57028, T AN 5 0RE 404 7
HE, W T IR AR S

[0027]  FERELLSE Ty S, RIS JE B SRR £k 6 ] 4 1] 245 F 205 A A DAVR iR ol 2% 1)
R $E . SRR PRI A58 FH I R Sk A0 e L ok R 2k TR AH L, 48 s Bh st An
T AR AL T B8 IR I JE By 2R iR B i3, Homtsh M dr i A 27 AL BN SR 4 - B L)
M 0. 5% & E A 2. 0%, 5 T IR A sl Mo 1 W W KT AN 0. 5% $2 AR 3. 0%
(FEFE2 St 77 S, 0. 5% &2 2. 0%), VHRR T 78 He il A AU S 2 (RS B (picking) FIUKGIE
(sticking) [, EH-LESTHE 77 2, T 2 AT 700 be an i IR PR EE (1 =K 22 0. 2%, B £E
220, 1%, BRI e 75 540 2 1) 5 fm m T ek R 8 b2 i N 2151075 P R HE 7 R A B ORHR
Ho

[0028]  FEHLESZIl )y b, SR A A- Bk -3 FUIEMERAL S, EL sk IR 2,
RIS e ke gh, ST G 2R 4- = -3 FAAEAL AP 1A 18 1 SE ) A FTHE
2 H L) No. 6, 002, 008.6, 288, 082.6, 297, 258.6, 384, 051 F1 7, 399, 865 1, i —A4 5z
W77 55 KA R DR IR E T TR« RTINS R, TR S R H 2 10 EE %
2L 70 FEA %, FLHE 20-50 FE & % F1ZY 35 HiE % 5 41 TR %,

[0020]  HRHE — AN St g 52, 5 FURL A0 20 43 13E — 20 0 T2 R, 5 2 T 3R 50 5 5 B Aok
FIORL N 20 b o 6 3 PR S T 1 R0, (AN PR 14610 4 R A I BH I UK PR 6 T 2 R R 4
YeRm MR IE N SELT YR o B — D77 S, ZRYEN A R m i ~ml. 28 T R E &,
PR R EATIFR 4 1 HaE % 240 15 Hia % A48 3-12 Ea % fl 5-10 & & %.

[0030] A I&MIH A F) (HARA 7 MR ") ARG A, B4, 53 i 3H 78 ) A
T AEAS PR T 0 K RORS TR (L AL RS 0 . TR0 7B AOBE I T ) i A R
K~ PVP (2R LIGmems el ) K7 & HPC RN EEAT 4 2= ) i 4T 4E R (MCO) K+ =
HPMC ( FRTAE FREAT4E R ) VR T BR FREATYE 3R LI AT YE & i 45 RERR AL 2T
Yr 2% g EEIR Eh A IRS BR A C  FTR AR s S RIDRS IR L IERR B BRI SR IR NG R R . JH A
FIELFEIE F NI T B AT 4 25 UE R By SR B LB A IS I e AL R R A 2
B H R R B A . TR S ERE T, E RO N A IR 2 15 EE %
Y65 FEi %o FE—EHET P, IR PR IR AR H B AR AT RZ A, &
FHIFIR S TR (ENRURAM  RIH AR B A2 4 i % 24 25 B % /£l
T, Bk AME R T A £ T YRR

[0031] &3 1) A AT AR sk AN 1, BLFE(EAS R T B0 I8 Ik BR 5 . 4% EBIR Z3E
Y I ST R L R IR AN AT BB YR (ATHK PVP) (R MIEIEM N (VEM R RN ) TR
FEAY R (SR PAYE ) TRMWIEN (TER 1500) R TERy KA TERT T8
R GRS T AC I I i P TR A R PR AT 4 24 IR BE (Veegum) BRI A
TERELE ST 77 ZE b, i SR R AC SR YR o 25T 50 S T, R Uk Py 28 23 1 7 ) o
Z70800.5 HEi %248 EE % A 08 0.5-6 FHE %A 08 0.5-50-5 & %, T
SR B BT, R A RURURL S M 70 R AR 29 0 50 1 BB % 249 8 F & %,

7
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[0032] Wit ) FH AR SR RIORE N 2073 o 65 3 BRI IR R B 4, (BN BR T Jiscals — St I A
By B R R BRAT R S A L B LA o ARSI T R, BhI A e A AR AR
A8 FH B B AR A Bk 5 0500 ) R E 0. 2-8 EE A %, B 0. 2-5 H %, 45 0. 5-2 & %.
[0033] ¥ ¥ 71 FH AR T30 FRORIURE S 73 o i R 8 7] Bl e ) 465 48] 2 el I e s BB IR
IR e Tl B R A IR R Bk o (6 LB S T G2, WE W R A RSB IR TR B o S8 FHY PRI Y 700 )
BT RS E R 0. 2-4 ERE %, fERELES T P 0. 5-3 R %.

[0034]  HRAL KA1 -G P mT LATC i B B AL R B o A VR ) 7] i AR R s A 2 AR N B T AN
(o FERCAESEE J7 S, A AR AL AL &R 30 A AR RS R0 o 1 L ST 56
AR SR B T IR AV R . AR AE ST S, SRR AL 5110202540,
50mg. 75mg. 100mg. 125mg. 150mg. 175mg- 200mg. 225mg. 250mg. 275mg. 300mg. 325mg.350mg .
375mg.400mg.425mg.450mg.475mg- or 500mg.525mg.550mg.575mg.600mg.625mg.650mg-
67bmg.700mg~725mg.750mg.775mg.800mg.825mg.850mg.875mg.900mg.925mg.950mg-
975mg.1000mg. 1025mg.1050mg. 1075mg.1100mg. 1125mg.1150mg.1175mg.1200mg. 1225mg-
1250mg+1275mg. 1300mg . 1325mg. 1350mg.1375mg+ 1400mg . 1425mg. 1450mg . 1475mg 1500mg
(RIS JE o AEFLOSt 7 22, S 51 2407 Bmg 22 500mg (R F% i), 5L 10mg %2 450mg
CEL 356 it (B HUSR B BF JE o A8 48 Sl 77 22 oy, 88467 57 A 40, 1% 40mg . 80mg ., 100mg | 120mg
240mg360mg B 480mg. {EHCLESIE T G, AL Bl 500mg HISRIARE JE -

[0035]  FEACLLSRE Ty S, A HREZ 0.5 £2Y 1000mg/ke AT il H] A< & B 4L
G AR 7 RS PR 2 DK, s CLGERRE U A, 3R13 - A a4 R BfEH
FIEBEAZ) 1 2 1000mg, PLIELY 2 42 500mg. 1 T A Ef A H 57 28 A, 5 L5 [ 14 sl 14w ]
B VNR G HIZ 0.5 2 1000mg G HEALEY) . A LA %50 87 %8, et mtEin
7 o A, W AR AT LR 23 570 e, B ] LLARH% IR T 15 7 1 58 10 1 75 A b ok
Al

[0036] X TJEAERIVAYT , AR BRI AT LS L E BT Y SO T EA A . X
SEILE W BB VAT AT LA S AR R W AL S ) RN BN RN 5 7 X S8 2 A iR AT LA
LU RIVER, SRR m . BN, ARG W T LS SR A G A8 H A 2250 240
) B 0 28 A2 gy A AR A, e A1) EE AR BB IE . (cyclophosamide) , HTARE ) E 40
5 FIRWEIE SRR MR, DNA ik A7) EL G B 85 22 sl Pk 21, 9 0 S A B4 11 571) L AR HE 9
BB, PO A R B G 8t AN G SR 25 E A S S

[0037]  EETRIRBEFJEFI{ESE E LA No. 6, 297, 258 FH AT HE 4- 25 -3 BUIEMEk AL
G TR EE B AR B R 00 VR 28 D3 g B g o), SR 077 39 AR
P ERKEARBRT Y R A, AR WALE Y TRIT 3R IK erbB2 (Her2) BUEZER ™
K S AR BT A IR A AR K B R T B

[0038] 3. A&/~ shAMA G -

[0030]  {EZLLESE U7 G b, A B B AL AL 500 ] AR A, AYR T — Bl el 22 Fi
WA SR IR B0 AE , B W] LA B 16 7 — i sl 2 Al an A SCRER e B FL e vE R AL &
(T RIS SR ) i o PRI, A B AR 2 A s H G TR0 AT AR It FH — o sl 2 i 2 500 £
RIS AT B AT

[0040]  FEICELSLE T S, AR BRI SR T B RIBE e Z4b, i i —Fi el 2 A

8
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AR eI EiG MER AERCLE ST 5, A B R A 48 5 — b b AL S AT
KA

[0041]  FEAS AW A5 W h A7 AE 1K) 53 SR IR IR T 50 1R B i Y b AN o T 5 A 0 3 %0
PEFRIE D ME— BT RIS H R R & . AEA R M A2 2E S Uy S, J3 Ah T P57 10
R AR E A SR A ME— i MR B AL S B AT AR R R 2T 50% £ 100%.
[0042] 4. A BIRIZLE DI AU &

[0043]  $RALAGZE G S LRt R Y 677 A RS R (R o

[0044]  fE S IE— D IS TT S0, SR UEAR I AL &9 B R i 2 B2 AT (il 36
T Bl A A5 ) o R, U SR HIFIAE SR BT IRV T AR B AR L
FE5 B N 1

[0045] 3o 4 B, AR W2 G0 B a5 n] LA T G i, B AR B A A 9
I £ G 5R) m] DUAE S — b 02 b R (3 77 57 B s 2 AR RN L 2 el
SRt o A TT S MR AR 577 GRIT IS 20 % IR a T A/ 8073
IAH I 5 T IRAT I T ORI B B T B3 E, T Y AR 32 m] 3R A5 PO R
(o, R LA 67T B RE R S A A SR A ) » B AT R ARG AN F
BOR (O, SRR AR ) o A SO A B0, 385t H LR 7 S 5 T S
KIS SR SN 7 3E TR T I BOWRE 7

[0046]  (EILE IS /7 S b, A W2 &1 S L3R S5 8 50 28 U il 4% 24,
BAE, EAR T TR REAER 259 .

[0047] AR5 W] SE Bk — DI o 0 3 AR B IV 2 6 4 B AR, AN s (i, S s R
¥, L E AN RS ) AN/ 8k E . (R, XA RS b 5 SRR
ERVIEER

[o048] Oy T BTy M BEMEACSCHEIR I AR Y, SIS IR SICHifh] o B 4 B, X 48 ST 14X
B T 7B B, mAR 36 12 AR fT 5 ABR A5 B

[0040] AT By A4 J7 T FR) P PR AL A0S L - i L T i, ] AR Y AR B

S 51

[0050]  SEjitids) 1. 2 I VAL IR IE HiPRL 77 V25 4 SR JE 55 SRR & )7 i A A 77
[0051] il & SRR JE 5 R IR #h i AT 25 A7)+ A5 T ORI 41 23 B RORLAR )
(a) 10-70 E = % SR JE LR EL 5 (b) 15-65 & % [0 H B AR 4T 482 5 (¢) 0. 5-8
% MRS SR YRR AT B AL AT YR 5 (d) 0. 2-8 i % MRS b A (e)5-15
HE % RGN . BZ PR 5 a0 R Rk AL 5T < (F) 4-25 B % TR AT 4 5%
(g) 1-8 T & % AT YENT, A1 (h) 0. 5-3 T % MIREIREREE , AR o B 3 s whll Bl ) B T3 78
BIREET . PR —JE AL E SR W R ER L .

[0052] 1



CN 102724970 B W M P 7/11 |
45 FE% FTE%IEH FTE%ICH
AT
HKI-272 % kg |41 20-50 10-70

[0083] | 3, Fsked
kA 15-65
fih o & 5-35
X RGE X IEH | 0.5-50 2-6 0.5-8
PR e A4
R 5-10 3-12 1-15
BA-GALE 0.5-2.0 0.2-3 0.2-5
FiAishan
B %E 4-25 4-25 4-25

[0054] | % e smg/ | 1-8 1-8 1-8
REFHE
BG4 0.5-3.0 0.2-3.5 0.2-4.0
BECGER) 1.11 1.1.2 1.1.3
BeR
Opadry®

[0055]  ARYE T IR T i & i)

[0056] 1. VRGP JE Lok mR Eh  H Be e Tl 2T 4 2 AT SR 4 W Je — 284k At o ] LU

AT B A B P25

[0057] 2. ¥ BRYEMR S T4l K,

[0058] 3. f§DIR | ik RIB EW R, HAEE & KA R SR AUR T4 b, 1) 2L

5 25 760 8 2 A ifil) 4% IRV R

[0059] 4. FHRZMURLIRA) o

[0060] 5. HEEZFRCRY) o

[0061]1 6. [P 0R 5 R IRURCIR YD IR £ 4 22 T A8 SR 4E Wi, FHIR A o

MM]'RW§%6$m@ VI BERRIR E:, IR G

[0063] 8. Mg BUR 7w VR -G il R R 0 A 1

[0064] 9. fff FHHEASEZI (A1) Opadry 1T, [n] Hs il v it FH IR A0 4K

[0065]  10. WikHh, ¥ iZk RIB G WIH A RIIR 5T

[0066]
[0067]

AT, Ak 2 PRSI

[0068]

SR 2. 7 BIPERAER JE L 2R IR B A7) (4 B ) 2

S SIEHE 1 Hh 3 UL IR » s {81 10 A 59 7l 26 R JE 1 R 1R £ AN R

*2
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CN 102724970 B

it BA

+

8/11 71

[0069]

[0070]

[0071]
[0072]

[0073]
[0074]

s

H ik

Bk
(wt/wit%)

40mg

80mg

240mg

mg/ 5

mg/ K

mg/ R

AN 5

HKI-272 & %
e

B A

35.00

40.00

80.00

240.00

H %A
(Pearlitol 200
SD)

A )

38.94

44.50

89.01

267.02

foh 4 e &
(Avicel PH

A

10.56

12.07

24.14

7241

101)

H4 i )

3.00

3.43

6.86

20.57

R4 AR
USP/K-25

FEAF
7

5.00

5.71

11.43

3429

Ik 4 Si0;

Bl

2.00

2.29

4.57

13.71

sy

Avicel PH
101

)

1.50

1.71

343

10.29

HE

2.00

2.29

4.57

13.71

ARG R

i A A

2.00

2.29

4.57

13.71

B wt

100.00

114.29

228.57

685.71

Ji B R

Opadry 11
(85F15443)
2r

3.429(3%)

Opadry 1
(85F92177)
5

6.82(3%)

Opadry 11
(85F94211)

w

20.57(3%)

BoR A wt.

-

117.714

23542

706.28

My HKI-272 i B A T & %.
S 3. I A PR HH A SR L T S LR ORI £ 73 ) 4 TR TEOR AR £ JE
L SRR AR A7)
R B PERIFE PR (TR) RARER JE HlFIM IR AEL 1 o

*3
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CON 102724970 B OB B 9/11 Fi

41 4 oWt/ wt 40mg K # 240mg J1 #| I fik
(mg) (mg)

AN 4

HKI-272 % % |35.00 40.00 240.00 Sk A

Bk, Ak

HEE 38.25 43.79 262.72 7
00751 sk 12.75 14.50 86.99 HAH

TR UH 3.00 3.43 20.57 B e

B % 5.00 5.71 34.29 PX L L

fa s =B | 0.50 0.57 3.43 B

Pirashia s

M ggE | 3.00 3.43 20.57 A

X B Y i) 2.00 2.29 13.71 B A

A G B4R 0.50 0.57 3.43 A

BECGER) 100.00 114.29 685.71
[0076] | A& . 7%

Opadry® 3.43 20.57 e R
[0077]  SEJifA) 4. 38k 7RI AR T ok 2 A A 25 A0 RURE N 21 bl SRS R TR I JE
LR 1% £h AR )

[0078] W il P RAZRE L (SR) KA JE HIFINERE fESR 4A A1 4B H o
[0079] % 4A

.9 & HR ik Yowt/wt mg/ 4
240mg 5 |

L EoASE P

HKI-272 B sk #k 3 | iEHH) 35.00 240.00

H# %8 USP A 41.81 286.69

#sh 24 % NF 373 9.19 63.02

R R Y8 NF A 1A 0

B A& = EAvst, NF | ghii ) 0.50 3.43
[0080] | 2 4 g USP/K-25 | 454-7] 10.00 68.57

K, 8l

EP/BP/USP

sy

ML NF | AR .

Z K48 NF B f A 0.50 343

ARG B4R, pERl il 3.00 20.57

NF/Ph/EU

(¥ 2)

[0081] K 4B

12



it BA

et

CN 102724970 B 10/11 7T
12 ik kR | 40mg 80mg 240mg
(wtiwt%) | mg/h mg/ }y mg/ A
AN S
HKI-272 ook i | 35.00 40.00 80.00 240.00
Erk
g A 38.94 44.50 89.01 267.02
00821 | pearlitol 200
SD)
B HgE | HER 10.56 12.07 24.14 72.41
(Avicel PH
101)
TEETE | BmA 3.00 3.43 6.86 20.57
HHER
B 4z B @AY | 5.00 5.71 11.43 34.29
USP/K-25 #
B A Si02 B AH) 2.00 2.29 4.57 13.71
Bk s a5
Avicel PH T 1.50 1.71 3.43 10.29
101
THEHTR | BRA 2.00 2.29 4.57 13.71
H%EH
G B A ey 2.00 2.29 457 13.71
[0083] B wt. 100.00 114.29 228.57 685.71
R e
Opadry 11 IR e R - 3.429(3%) .
(85F15443)
Red
Opadry I B é R - - 6.86(3%) -
(85F92177)
Yellow
Opadry 1 Bak - - - 20.57(3%)
(85F94211)
Pink
BB wt - 117.714 23543 706.28
[0084]  Silifh] 5 © AR A
[0085] Mg SEZyififs] 3 K1 4 rf ISR JE b ok R i 1) B 2 R RO MEAS 2R 5 P B

USP ¥ I E 2 1, 4 H] 900ml [ 0. IN HCL AR i 5, 1EAT R Sfl K I, 4E 3720, 5°C
MRS 50+ Trpm. LERFE Y [R] GORERFE A, FFIE L UV SLiAAE 266nm AT 207 o
2R 5. SRR JE By oK IR ik 1) (¥ H e

[0086]

13
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i M B

11/11 1T

B 18 (%) = H%
TR X ) ) A SR ) i )
[0037] 15 47 24
30 83 43
45 99 64
60 99 82

[0088] PP/ G Hb i S vk ARSI B (240-mg 3 ) 22 s B i) R RN 2 1 R B U350 oK
AR JE ok IR ER N~ 22 2530 1 2 S 40 JPRAEAERR 6 FP o KRR R IEON 22 1 R TSl 771 1)

PRI vs. I TRRMEFEER 1, .
[0080] K 6. fEUER AT T, AEARRER S, Bk DG (240-mg Fiif) ) ZJa RIBEE

LR IR Eh IR R 2B 1 2 AU B 46

[0090]
F#4 + SD(CV%) 240mg TR 240 mg SR

Cuex (ng/mL) 81.38+27.49(34) 82.21+29.73(36)

[77.13] [77.12]

Tonax (hr) 5.00 6.00
(3.00, 12.00) (3.00, 12.00)

AUC 1432 +450(31) 1474 +4679(32)

[1358] [1393]

14



CON 102724970 B W BB B M /17

—o— 3 x 80 MG CAPS
~o— 240 MG TR

100 5 —»— 240 MG SR
~ ] —a— 240 MG SOLN
$
el ]

g 10
= ]
&
N’
g?’1
o 13
=z
;‘ﬁ
2
H
0 10 20 30 40 50
A7AR B 18] (hr)
K1
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