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A novel crystalline form of (S)-N-(5-((R)-2-(2,5-difluorophenyl)pyrrolidin-1-yl)-pyrazolo[ 1,5-a]
pyrimidin-3-yl)-3-hydroxypyrrolidine-1-carboxamide, pharmaceutical compositions containing said
crystalline form and the use of said crystalline form in the treatment of pain, cancer, inflammation,
neurodegenerative disease or Trypanosoma cruzi infection are disclosed. In some embodiments, the novel
crystalline form comprises a stable polymorph of (S)-N-(5-((R)-2-(2,5-difluorophenyl)pyrrolidin-1-yl)-
pyrazolo[1,5-a]pyrimidin-3-yl)-3-hydroxypyrrolidine-1-carboxamide hydrogen sulfate. The present

invention is further directed to a process for the preparation of the novel crystalline form.
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CRYSTALLINE FORM OF (S)-N-(5-((R)-2-(2,5-

S

DIFLUOROPHENYL)-PYRROLIDIN-1-YL)-PYRAZOLO[1,5-A]PYRIMIDIN-
3-YL)-3-HYDROXYPYRROLIDINE-1-CARBOXAMIDE HYDROGEN
SULFATE

(2]

A8 B 5 71 (S)-N-(5-((R)-2-(2,5- = & 7% & ) Otk 1% g - 1- & )- PR et
[1,5-a]mg e -3-55)-3-FE AL LR e - 1- H gy 2 Wrfss A - 2% aE R
L BEH O KA A R EAEB R RR ~ BE ~ #3R -~ MM RFECLR
$t &% (Trypanosoma cruzi) Gz Z FiE - A£—SEHH T - Zo8 s S A
BE (S)-N-(5-((R)-2-(2,5- & A £ ) LIS UE - 1- B )- T M4 [ 1,5-a] 15 g - 3-
E)-3-FEAMEIS e - 1- FHER B bl B B0 B 2 2 Y o M — B (RBA R
Bz msE A 2 )5k -

(53]

A novel crystalline form of (S)-N-(5-((R)-2-(2,5-
difluorophenyl)pyrrolidin-1-yl)-pyrazolo[1,5-a]pyrimidin-3-yl)-3-
hydroxypyrrolidine-1-carboxamide, pharmaceutical compositions containing
said crystalline form and the use of said crystalline form in the treatment of

pain, cancer, inflammation, neurodegenerative disease or Trypanosoma cruzi
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infection are disclosed. In some embodiments, the novel crystalline form
comprises a stable polymorph of (S)-N-(5-((R)-2-(2,5-
difluorophenyl)pyrrolidin-1-yl)-pyrazolo[1,5-a]pyrimidin-3-yl)-3-
hydroxypyrrolidine-1-carboxamide hydrogen sulfate. The present invention is
further directed to a process for the preparation of the novel crystalline form.
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CRYSTALLINE FORM OF (S)-N-(5-((R)-2-(2,5-
DIFLUOROPHENYL)-PYRROLIDIN-1-YL)-PYRAZOLO[1,5-A]PYRIMIDIN-
3-YL)-3-HYDROXYPYRROLIDINE-1-CARBOXAMIDE HYDROGEN
SULFATE
[ eE ]

AL DHAR BT (S)-N-(5-((R)-2-(2,5- & 4= B ) - ML 0% 0E - 1- ) - I Mt
[1,5-a] W 0E -3-45)-3- SRR IE 0% 0g - 1 - B g e (U0 Je HUBE B b o] 22 2 R (1)
O EE S ) — AR B B B B 2 AR A » HEIR Trk R IRE
AR B I 2R ZERE BEAEASY)  MERESE A
RZALEY) P& EAATE RN ~ ¥R - BREAFEEELERT 2
[ SRt ]

Trk (i —4H B HEZBRZNT) 25 ARRFELZ &SR
7 RE B R BB e - Trk 2 Be RIEE A =M pE & TrkA ~ TrkB K TrkC o 4%
28R N HARG)TERTkAZ I8 A& K AT (NGF) » (ii)/E B TrkB 2 & I M
482 B N7 (BDNF) &ZNT-4/5 F (iii)JE {ETrkCZNT3 o Trk {1 &L T 4H 4%
T R A B T A A < MR - (S 5 E R 17 & M B (Patapoutian,
A.Z A » Current Opinion in Neurobiology, 2001, 11, 272-280) «
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A RBREBURTrk Z BRI ~ JE (L ~ g S /202 8 BT 2% FE fE A
BE o BLFEHAE AR 4R EE (Brodeur, G. M., Nat. Rev. Cancer 2003, 3, 203-
216) ~ UN & J& (Davidson., B.Z A - Clin. Cancer Res. 2003, 9, 2248-
2259) ~ #%E (KruettgenZ A > Brain Pathology 2006, 16: 304-310) ~ Fij%l|
AR J& (DionneZE A_ > Clin. Cancer Res. 1998, 4(8): 1887-1898) ~ B Jig J&
(DangZ A - Journal of Gastroenterology and Hepatology 2006, 21(5):
850-858) ~ % &M H #8 (HuZ A - Cancer Genetics and Cytogenetics
2007, 178: 1-10) ~ E 4R X & E L4 iEE (KruettgenZE A > Brain
Pathology 2006, 16: 304-310) - 4% B E 5 (Hansen & A > Journal of
Neurochemistry 2007, 103: 259-275) - [Sal b L == - y ol - R %
(BrzezianskaZ: A > Neuroendocrinology Letters 2007, 28(3), 221-229) ~
Aifi B 2 (Perez-PineraZE A > Molecular and Cellular Biochemistry 2007,
205(1&2), 19-26) ~ KA E N 45 fERE Y (MarchettiZf A > Human
Mutation 2008, 29(5), 609-616) K 45 i5 B F% & (Bardelli, A., Science
2003, 300, 949) o {EERPRATREEEAR AL G okl HIEH] A R0 g A4 &
Rk b RER g - BRSNS » TrkA ~ TrkB ~ TrkC K Trk/Fefik &85 Z JEEE
FEME /N oy #0080 i R g AF = e 4% I f2 > (Nakagawara,
A. (2001) Cancer Letters 169:107-114 ; Meyer, J.Z A (2007) Leukemia,
1-10 ; Pierottia, M.A. }x Greco A., (2006) Cancer Letters 232:90-98 ;
Eric Adriaenssens, E.Z A Cancer Res (2008) 68:(2) 346-351) - [Ntk > 78
HAT ks e 52 e < B o] F iy /e B IE -

FAN o CEEE Trk/ &80 8 3R IS Z B R 2 & PR AT B3 V1R TR
AP RANEY o HI40 - SRR TUMENGE R TrkAFLAS (B140 - RN-624)
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T 5% 38 Mk R 1o 50055 1M e B W R Y R A N B B PR 5 B R (5 R (Woolf,
C.J1.5 A(1994) Neuroscience 62,327-331 ; Zahn, P.K.Z A (2004) J. Pain
5, 157-163 ; McMahon, S. B.Z A > (1995) Nat. Med. 1, 774-780 ; Ma,
Q. P. & Woolf, C. J. (1997) Neuroreport 8, 807-810 ; Shelton, D. L.5 A
(2005) Pain 116, 8-16 ; Delafoy, L.5 A (2003) Pain 105, 489-497 ;
Lamb, K. 5 A (2003) Neurogastroenterol. Motil. 15, 355-361 ; Jaggar, S.
1.% A(1999) Br. J. Anaesth. 83, 442-448) - =) » B SRS TR # %
& » BDNF & 8 R TrkB {2 5% {8 2 11 &5 1 1 &L & o 77 AT 3 S (Cho, L.2E A
Brain Research 1997, 749, 358) » H 5 + i 78 £ 8/~ &8 I BDNF/TrkB &
R EEAE IR & 2 Hras I &8 T B 8 /F FI R HHBABY &6 (Chang-Qi, L&
AMolecular Pain 2008, 4:27)
£ B8 e 8 AT if R PR g 1 B8 . B AT 43 b 2 NGF #2872
SN E R @i B2 TrkA o (ERV/NE R KRB T 2 S iEERELY - EE N A
B PR L AR o R NGF I ) 2 i AH R M R 2 72 1S Bl i o= i 2 7 & 2 WG
(morphine) FH{EE A H - 554 » ML HFLH T K BDNF/TrkBE& K~
JEALAE B & T B PO (B 45 38 MO (Matayoshi, S., J. Physiol. 2005,
569:685-95) ~ i 4% 455 1tk & i (Thompson, S.W., Proc. Natl. Acad. Sci.
USA 1999, 96:7714-18) & Ffif % % (Li, C.-Q.% A > Molecular Pain,
2008, 4(28), 1-11)) 7 FHEIH] o HH° TrkA R TrkB§ES o] I {ENGFEE &) 2 4=
VIR JE 2 /- BT o HUTrkA Ko /Sl Trkog g > #1107 5] 7 3506 18 vk &
TAAREE
ARERBELBADER TEMBE TEN L&Y - HIBR
(opioid) (FIINEME) B A T L2 » EREEM: - (HR K BT E - MUK
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RERE 2wl e - FRIA B M S8 sEIR BT (NSAID » fl41COX-1E2(COX-24741) 7R
EAHGEL » B AR R E KR IR R « Hh 0 COX- TG A] & i Rh
BOBE - NI - FENFFETER R EECERR - CHAR MR 28y Higs
SLHY VAT o

FHAh o TR 4228 T/ Trk p& A8 2 I 1) 1] 7 0006 95 B PR AT 3 3% 14
PRIEIR AL o a0 - DU BRIR < W PR AR A 08 Rt 8228 3/ Trk g g 2 Al
&) 1 & 3% VB % (8 $E 4 B ) (Freund-Michel, V : Frossard, N. ;
Pharmacology & Therapeutics (2008), 117(1), 52-76) ~ f5& M B2t %
(Hu Vivian Y% A The Journal of Urology (2005), 173(3), 1016-21) ~ &
KM R (BT RS 4R 32 K e £ % (Crohn’s disease)) (Di Mola, F. F

% A, Gut (2000), 46(5), 670-678) Kz % K 14 Kz 18 I (41 20 22 A1 14 K2 8 3%)
(Dou, Y.-C.Z A Archives of Dermatological Research (2006), 298(1),

31-37) ~ &% K44 7 EE(Raychaudhuri, S. P.Z AJournal of Investigative
Dermatology (2004), 122(3), 812-819) -
fHESZ B Z/Trk (< ~ ELAS 1 = BDNF/TrkB 7] B 1 &8 88 M 2 955 (BL TR

% 2 MW AL E - M & #& J% (Parkinson’s disease) K [ 2% /& BK X J¥
(Alzheimer’s disease))” J% K22 fH B (Sohrabji, Farida ; Lewis, Danielle

K. Frontiers in Neuroendocrinology (2006), 27(4), 404-414) - {485 %
=/ Trk S 2 SR 8T 0] AR a4 55 SR B MR IR -

IREe R TrkAZ RS B NS £ 7 (R &2 2 &7 28 s B (A48 5 (R A
(Chagas disease)) Z i Z A 2 £ (B & (de Melo-Jorge, M.55 A
Cell Host & Microbe (2007), 1(4), 251-261) < [Hit - TrkAHIHI A A FYA
FEAIAE 5] 1A R B M R R A -
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JINEE B T ok $01 ) 5 W] 7 04 5% B0 B M AR 12 2 R S 8 (30 B B B2
iE -~ HEVRMREI R REFEEEM ZFER - BERGRBIEZE L%
i > H(EE AL ENAIYIRE 2 B ENEETO% (1) AEEAME -
SRR HE BME - FEE  BEBE - BHIRREXEECEZ Y
15%%30% - & FWES SRR ERRE - WEMEFT - BREGHEEE5
MAE - FFHERE A R oM it &C BB B - N ERN - BEEGRRES
BE HRESHOFEE o Bt - o155 50 JE B 40 A 4B AR E T < B2 0T A
=EAM - SN FITIEE Y B R ER B R TrkA R TrkCZ /8 2
FH (K. Asaumi, 5 A > Bone (2000) 26(6) 625-633) « H4h » L&A
B AR B B 22 EINGF 2 E fiz (K. Asaumi®s A) © £ 3T - 5 H [ pan-
Trk 1 i) 21 5] 40171 /1 45 & 22 A BhFOB R & 4HAE - 2 Fr A = FH Trk <2 B8 2 1
B R ELZBERE5EEJ. Pinski, % A - (2002) 62, 986-989) -
i % B SRE (A Tk U DA 08 A fE B 2 B B B (B A B g )
PR -

N E RIS B A S 0E R B E < Trkofi il < 25 58/ oy 1 f1)
% (Expert Opin. Ther. Patents (2009) 19(3)) -

57 P2 25 1] HH 35 /N B ZE WO 2006/115452 % WO 2006/087538 i 4t 18 7
B T] R G PR B E 2 TrkGB e #1140 75 2 35 T/ NS F o

E AL [1,5-al W iE (L&Y« Blan - BFE & F] 35 A B & WO
2008/037477+g AL 3L R A Be A ~ F7 A B IR A B 2 L IF[1,5-a] 0% g
L&) - H#EZZELEY HPI3KR/EmTORAEE H G HIA -

PCTE R\ B ZEFE WO 2008/058126 5% 5 < 4 31z B 7 28 5= 7 T g 5
[1.5-alWEBE (L&Y o B2 EALEY) R Pim- s I -
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=B H A A B FEE2006/0094699 5% 5~ £ 3 it B A -C(=0)NH-Z A »
-C(=0)(4- B B N & g L) 6 -C(=0)NMe (CH,- = H L IR M £ ) 27 npp e 3
[1,5-alWEmE (LG » HR B 2 B R 2 BB — i ik

PCTEF/ABIZEEWO 2010/033941%% ~ WO 2010/048314%% - &
WO 2011/006074%E 5 WO 2011/146336%E 18~ B Trk F HEE [ i
SRS B 0T R BRI ~ BT © 338 - RSBV R A R A e
" ALEY) -

WO 2010/0483141E B 14 AT 77:(S)-N-(5-((R)-2-(2,5- — & £5)-
OEE 0% B - 1- 56 ) - PEE 4R - [ 1,5-a] W g - 3- &k )- 3- € AL O R g - 1 - HH e e < it B8 &=
© WO 2010/0483 14K 4ERAERBEZ L F 2 EHI14A 2 T AR FHIFH
FFT AR B S BRI R - BEME 0 WO 2010/0483 14K#8 401 F X
P 7L 2 &5 & 3 (T-HS) -

AP R A X (BER R L BRARERHEER
sE AR B DA% 5 AP AA S H -

[#IENE]

A ZEIIHRBATY (S)-N-(5-((R)-2-(2,5- & 45 )- Ik 0% g - 1- 5L )- ML g 5
[1,5-a]mH0E-3-55)-3-FR ALK mE - 1- B g fr (X)) Je HoBS 28 F ml R~z 2~ B ()
MR EH) > HE—FPHANRREHE  HFE R > HERTKRKRE
A BE i B E  ERREREC BEEGY)  BERER 2 L
RZALE Y R &S FBTDE R ~ #3% - BIE R L e E AR S 2

ASCREAUEEY R S
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e

ZALE VN8 R (S)-N-(5-((R)-2-(2,5- g 4 ) - ML I I - 1 - ) - O e
F1,5-a]mgbE -3-55)-3-FE A ME IS e - 1- H gk - HAGm S > Frasd s i e
ZEREZFEZAVLeY) 2l 58 (L T Ui &3 I-HS) > Ff
BOTAERY (PIAD X F SRS HE ) > SRA-HSHHEA T

XD, o=

0
I-HS -

E—SEHHF o &R50-HS) Z R EILNE4718.4 ~ 20.6 ~ 23.0 K&
24.0p7 A XRPDEEGT I (2015) - {E— L& i (] F - &5 &4 (1-HS) Z FF i
FERAEL910.6 ~ 18.4 ~ 20.6 ~ 23.0 % 24.0% E. A XRPD4E S (20FE) - f£—
o B o 45 & A (-HS) 2 R BAE RN E4910.6 ~ 18.4 ~ 19.1 ~ 20.2 -
20.6 ~ 21.5 ~ 23.0 % 24.0F E A XRPDEE G I (20/E) - (£ — &5 F &
4k SR (I-HS) 2 B BAE A AE4910.6 ~ 153 ~ 16.4 ~ 18.4 ~ 19.1 ~ 19.8 -

OH

20.2 ~20.6 ~ 21.5~22.0 ~ 23.0 ~ 24.0 ~ 24.4 ~ 25.6 ~ 26.5 ~ 27.5 ~ 28.2 ~
28.6 ~ 30.8 }238.5/2 B XRPDEEGTIE(20F) - X —LE A+ - & F 4
(I-HS) B A EE FAE29F A #R 2 XRPDIE % -

E— g o & 5B (-HS)EIRL197.9°C & EARERRE » 41
RHERFHENEMEN - £ —SHEHEA+ > &EEJ-HS)EBRLY
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2,415 mW ZJEREEL > MM A RIFHEIEMEN - £—EFH A+
G A-HS) B EE FAE26 T FrEUR ZDSCRE Lk E - £ —EEHE

fer > & A (I-HS) (R IR R M HY -

Yy o —EEE RGBSR R &4 R B (I-HS) K B8 88 E #8572 s 23S 2
NEHeY —HLERMaERERSEEeY 8 HEaRadEfl
S) kB8 b P2z 2 BH -

ASEIHINARBBRREE « BR - #RXRREEERMRFZ A

BaRAFE(ERAIeFANE & & (-HS) - —E& i faiE
S (-HS) R R ER AT E (AR ZRBIE ~ B - R MHEEE
MR L B e 2 Fik

AR BEFEAFRE Z(ME T Tk E 2 EELT7E > %7
A E A F R AR AN E L& & (I-HS) » fE—SEHMT - fBiE
R Trk ~ TrkBE(TrkA K TrkB/1 & - fE—EHE M+ > B HE2ENE
EEA TR MERE -

AXE—TRMIEGFEAFELFRIBIEL L > & HEEE (@)
it TE 5% IE S S B Trk Bl 2 BRI ~ JE(L ~ IR R EE T 2~ EE M
B 0 Re(b) EHEE %A Trkg e 2 BRI ~ JEb - I REEh 2 —
S EAR o Al ERR IR B R AN E &R B (-HS) - f£— L&A
T RIEFEAFTEZMBE ZBEL L ZHEAES © () BELEIE
S M TrkHE T E K (b) 35 W 4 R E M Trk g/ & All A% (1 A8 1%
BUBR AN E &R (-HS) - ARG FEMEE 2 HE - HEE * (a)
H B RS S E M o A DUk E % (8 e & & B A NTRKE A ~ TrkZE

5 8 HEEWREHH)
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AECHRFENGE 2K ¢ f(b) [H&HEERAFNTRKER ~ TrkEH(H
RHBOEMNEE LK 2 ERREEFANE 2 &R -HS) -
FE—EEHAF > NTRKENR » TTkESHERHNEGE ZRFRHIE
PRTrk il & 8 08 2 OReigRE - Sl > Trk G EE(AEEE B LIT &5
4H Bk ~ B :© TP53-TrkA - LMNA-TrkA - CD74-TrkA - TFG-TrkA -
TPM3-TrkA - NFASC-TrkA - BCAN-TrkA - MPRIP-TrkA - TPR-
TrkA - RFWD2-TrkA - IRF2BP2-TrkA - SQSTMI-TrkA - SSBP2-
TrkA - RABGAPIL-TrkA - CI8ORF8-TrkA - RNF213-TrkA
TBC1D22A-TrkA - C200RF112-TrkA - DNER-TrkA - ARHGEF2-
TrkA + CHTOP-TrkA - PPL-TrkA - PLEKHA6-TrkA - PEARI-TrkA -
MRPL24-TrkA - MDM4-TrkA - LRRC71-TrkA - GRIPAPI1-TrkA
EPS15-TrkA -~ DYNC2HI-TrkA - CEL-TrkA - EPHB2-TrkA - TGF-
TrkA - NACC2-TrkB - QKI-TrkB - AFAPI-TrkB - PAN3-TrkB
SQSTM1-TrkB - TRIM24-TrkB - VCL-TrkB + AGBL4-TrkB ~ DAB2IP-
TrkB - ETV6-TrkC - BTBDI-TrkC - LYN-TrkC - RBPMS-TrkC
EML4-TrkC » HOMER2-TrkC - TFG-TrkC ~ FAT1-TrkC & TEL-TrkC ©
FE—EEHEAF > NTRKER - TrkE 0 sCHRRBCEM: 2 K508 R A&
R 2 — B % BZE % - a0 » NTRKERHGNTRKIAR - HNTRK1E
N 2 — S EREB SR THERUET 2 P HEAFMAZ
TrkAZE (5 2 {838 33 ~ 336 ~ 337 ~ 324 ~ 420 ~ 444 ~ 517 ~ 538 ~ 649 -
682 ~ 683 ~ 7021879 « fE—ELHFHEFIF » NTRKIERNF 2 — B ([ F
ZeB SR E A DU T R B AU 2 — B2 & 2 TrkAEE H Z#5 - R33W -
A336E ~ A337T - R324Q - R324W - V420M - R444Q - R444W -

59 HEWHRHAS)

(C242239PA docx

110139370 FEESE A0101 1102058406-0



1767858

G517R ~ G517V ~ K538A ~ R649W ~ R649L ~ R682S ~ V683G ~ R702C
K C1879T

BEE% BN A R LU i 5 2\ P A 2 R B R (B B G JE SRR HY o #A
B ILIER & BN AR I Z IS E - 87 053 K HH 5 55 1] s (B i IR B 5 20 EL A
T R R
GEEEGH D

[ 1 [ 7 2 5 AR 38 — (8 F i 01 2 &5 & 2 (I-HS) 2 X 5T 4 1 K 88 &Y
(XRPD)[#E % -

[ 2 [ e i A AR — {0 B e ). &6 & 2 (1-HLS) Z [F] Bey BN ER /2 R B O A
#(TG/DTA)Hh &R -

[ 3 [ 4% 2 B AR 38 — 8 & B B 2 &8 & B0 (I-HS) Z 7% R i i B 2 (DSC)
[ &% -

[l 4 A K [8] 4B [E B AR E — S F i 1) 2 A (A) FE R IR e & (B) R iR 't
TNERA(-HS) Z Rz e B i (PLM) 245 -

[ S BBl 2 a5 IH AR 48 — {8 B e (1 . &5 % B (I-HS) Z B R 2 SRR I (D VS)
FomeRh e -

[ 6 [ % a5 DH AR 95 — (W B e B 2 &8 & B (I-HS) Z &DHMNAR) e sl h 47 -

&l 7 B g e AR R — (HE he 0 < A &Y 2 IR &P i dege P =0 2
XRPD[E ZE -

[ 8 % B (3 F 45 & B (1-HS) B & (%8 M1 il 5 75 MPRIP-NTRK 1 g
G & H ZCUTO-3Fhfi g Al < S8 E 2 B -

(&9 % B~ (F 48 & B (I-HS) B A M I B3 TPM3-NTRK gL &

B (2 KM 125815 2 B A 7 S [

oT
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(B 10 {5 BF (o 45 & AU (I-HS) il & /(<8 11 #0 # S. /T ETV6-NTRK3 i
T EHZMO-9 g5 8 Mim e 2 I8 2 B -

B 11 5B &E & 2 (-HS) I | CUTO-3F A i 7 MPRIP-TRK A iy &
ERK1/2 Z/E (b Z P ENES - % FAMABEIE ~E & T 2 & &R J-HS)pEH 2
JINERF o

B 12 (5 B 45 i B (I-HS)fII I KM 1 24l i o TPM3-TRK Al 2 5 (b
K NFERKL/2 RAKTIEM: 2 B ENEE - % S s R & T 2 & A
(I-HS) g #2/[Nf

13 {5 B om & & 2 (I-HS) I ] MO-9 1 (i g 2 TEL-TRKC 3 i Jz
ERK1/2 & AKT/EVE Z B ENBE - 2% F AR n A & T 2 & 52 (1-HS)
PR T2 /N o

B 14 {5 %8 A1 B 2 RS P 3 E X LMNA-NTRKIZ R @& 2R
E[E : LMNA (NM_170707) 2 il {d {# 4} 8 T BINTRK1 (NM_002529) .~
INET11-1T65 5 -

B 15 %2 ENTRK1 73 @ FISH 3 #r 2 B Y BN B - HLBUREER IEE
ER(EBAH) ZHREEE(S” NTRK1) RALE(3” NTRK1)(E5E - HEME
R AR % (R I DAPLA pR L &) P B R B4 ML (5 5 GL B RT D TE &
BUNTRKIE NE & 2 A EREHK -

B 16 {% ¥ £ H LMNA (5°) X NTRK1 (3") 5]+ ZRT-PCRE ) # {7
DNAE R ZJEtiE - HiE/nENTRKL ZSME T2 LMNAESNR 511 2 [
Z Rl B EL o

[B 17 {% TRK-SHC LA fir 5257 A1 (PLA) Z R K B o L 0 [8] 35 5 11 f
28 2 A o A R 2T 06 (< 40 nM) TRK R SHCIZEH ° BT A TRKHLAS (%) F]

11 HEETEREE)
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#HITRKA (FENTRK143%) + TRKB (NTRK2)5{TRKC (NTRK3)ZEH ¢
Kl o FEHSHCIILEECNE)HISHCT « Wfdss Fov: — 4F i Bl B L2 (8 ff %
CHEZERF 4SS 1R r PCRZ E DL A B DNA » 3% DNA £ i
IR AL FE SR HAERZ Ji AT E R 4L B BATR o 5% oy M ol A AT <E IS (b
TRK - fitim TRKAZ BE KR AL B (TRKA/B/C) 2 &b 2 il 40 fa] (B 4= 28 2 Ak
RELE ~ 2888 H 77 l/55 & b) -

& 18 {% 5558 TRK-SHC1 PLA Z 8% - (A)JF it B H BEH MPRIP-
NTRKI1E R @& < IV 2 B E 2 SRR 2 K 2 CUTO-3 41 i
% 4% JF ¥8 7] %} B8 (non-targeting control » NTC) siRNA - NTRK1 % ] 2
sSiRNABE LB R &G B CEF B - LSt W TRKABE H RIET oM « PHT &
BB ETRKAEO S EHE R » HEENRLI170 kD2 RE T8
¥ 2 MPRIP-TRKARL & & H o {40 (A) H & = ¥ 4 B - & it TRK-SHC1
PLA » HEEELsiRNAKIRB)FT BARESME5 - (HEENTRKI siRNA
(C)HF REEE A /L - K CUTO-34HAZ A DMSO (D)E100 nMIR & 2 4 & Y
(I-HS) (B)m ¥ 2/NF - WL E P EAEIL S S J-HS) mH ~ sl &+
TRKA-SHCI1#E &) - CULCOO01{%J5 it BICUTO-3 4l At £ 18 [F] < fil
e~ B R R ZEREY)(PDX) H EAMPRIP-NTRK 1 E RN fl & (R
%) © CULCO002 {4 %K K 4% £ %1 B8 ) T- (ALK ~ ROS1 - EGFR - KRAS &
BRAF & 1) > NSCLC 8 % -~ PDX H #& f NTRK1 47 24 4% 8 FISH ¥ 7
NTRK1ERHR & = A2 CREIR) - TRK PLA 3 #8585 1£ CULCO001
(PR Az T EARREERIMmAECULC002 (G)hE B i+ i E5t -
[ ffz (H) 2 (I 87~ 2K § CULC001 PDX 2 & 5 - TRK-SHC1 PLA({£ 7f
CULCOO02fE sl ik ~ Bb & Bk By [5 M HFRBHTRKA ~ TRKBE{TRKC:Z 5
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2 B uME s EE o TR SR i AL sH A o 23R B A A A HoA U T
Ryl iR sl < N ER RS 1 ¥ IR

& 19{%2K 5§ TRK SHC1ARAr 2 77 # R B 2 22 & - (A) TRK-SHCI
B TEEAEEAEZ T EAREEREE N CEEMET AT
59 (5 5 H E - N H DAPL (B )i A #% A+ €& H 4L & (5 5% {X & TRKA-
SHCIEBH® a¥ LG EPLATE R - ME &I~ L8 7 5B (B BRER)
A e (B) fa/nE BRI E (£ M B B ke 4495 7~ 2 86 73 W5 1B A ) K (A1 FE ek o8 <l A
% L SEERAKG K L 2 ML AL PR A AR V) -

B 20 B ALK+ s FTRK ALK PLAZEZH 2 &5 - (£
ro B N FAE{ESTZTRK-SHC1 PLA (A)SBURIBEALK(S St {#HE 2 ALK-
GRB2 PLA (B)3#r2K 5 ALK+E & (pefa til g 5 1% ) < FFPEfE g5k -

B2l KEBEARTEABZER I =ZHEKEBEREEZ B L%
& o CTEAGRAL Tl At (b 22 5 04 Ko JR 38 1 P 9 Y Bl R S R FE 7 18
mm Y45 i /NS BT 2 A7 AL ) Z A& (A) ~ FEBTFE & R AL BITR A 45 & 22 (I-HS)
G EE A BB RS (B) RAE A &S BB (I-HS) & 28 Z LM fE R (28 R) Z1&
(C)IETFHY - BB B EL T BB RK > HRIECTIRHEZ G
MEERE 22 & JEH) KER(EE) 2B - ZE2EEEIHRIRE
FRIF R (A-B - 13 RIRR) » & R/INERIN 2 B3 M g B R/ B 25 i
B 2B B-C - 4HHm) -

[ 22 (BN &S R (-HS) e L E AR T(ERB ZEE T ZMF
CAISZERKHEZELR - #HMEEZFT 2MFCAISEERAMITE > H
W 1% R L AE Ry 7B AL /ST R A TIEHE - B LR EERTIYE R GR-8R) K
FEE-3REFSORILFHIALGEER 25 nir R e < MECAL2S5 > SBHE ILHE

5 13 HEETIEREIE)
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IR ALY s R MR R - L E SR R LB be = HIs 2 IR _EPR (35
U/mL) -

[ 23 {5 B 56 A 4 i 2 (1-HS) ) & (<A 1L A1 1) B 73 SLC34A2-ROS1
A= & H CHCCT34IAN 2 JE 2 B -

[ 24 B R AM(HS) 1 200 B2 Ao sk B iR 2 B P - % BP 2 JRE & (%
ZAb eV ZBE ST (TCA) ZE » K R {RZEnim i EFADSC) L
&l -

[ 25 5B R AM(HS)2 20 B2 Re sk B g 2 B P - % B 2 JRE & (%
ZAb eV ZBE ST (TCA) ZE » K R {RZEnim i EFADSC) L
&l -

[ 26 % B & i B (1-HS) 20 & Ao o B BUR 2 B P - Z B Z TR
Grzba 2B E I (TCGA) ZEIY - 1 & &1 4 4 72 R 1 1 B 20K
(DSC) ZElF -

27 B % 5 P AM(HS) 1 ~ AM(HS)2 J2 &5 & B (I-HS) 2 X B 4ty K &2
H (XRPD)[E & Z & - AMHS)I RAMHS)2{EeZ B 2 T &A=& » més

fm B (I-HS) [Ee 37 2 657 1

[ 28 & & a7 BH AM(HS) 1 R AM(HS)2 2 X B &7 K G2 (XRPD)[E 28 -

[ 29 [ B a5 DH &6 & A (I-HS) Z X BT 4y K e 5 (XRPD) [E] % -

[ 30 % AM(HS)1 Z S A 20x AR & B T Z fm IR BT T~ 2 &2
g -

[ 31 (% AM(HS)2 Z B A 20x R & B T Z fm RGBT T~ 2 &2
g -

[ 32 {5485 & A (I-HS) Z SR AL 20X R B B T Z R iR C BT T 2 %2
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& -

& 335 B R & R (DVS) Z AM(HS) 1 2 R M: 2 BT -

& 34 & el BHAED VS Al (JREN %) e DVS 1% (K &R 4% ) BV AM(HS) 1 2 X ¢
i KGEST (XRPD)EIFE -

&35 % F B R 2 R T (DVS) 2 AM(HS)2 2 B g M: 2 BT -

& 36 & el BHAED VS Al (JRE %) e DVS 1% (K &R 4% ) BV AM(HS)2 2 X 5f
i KGEST (XRPD)EIFE -

(&3 7 % (5 B RE 2% R fH(DVS) 2 45 & B (I-HS) 2 W g M 2 B -

& 3 8[&l fiE s R ED VS AT (JH R 47 ) e DV S & (& &0 42 ) Y 4 5 B (1-HS)
XH 4710 K5 (XRPD)[E 5 -

& 395 & 1E200 mgHy 4 A4 & 24 (I-HS)ECAM(HS)2 2 B # BR 4 12 1
LEY R EHEERE ) 2 B - BP0 (DGEHAMHS)2
Z2:1 MCC:# ¥E2 &Y © QOBEFE R I-HS) 22:1 MCC: # fEE s
Y1 BMEEAAMHS)2 21:1 MCC:E#HEaY » (DHHEEFEESE(-HS)
2 1:1 MCCE#s&Y) -

& 40 {% £ TOB (JIE 30 43 ) S A£40°C /75%RH T 5l & (JTEE 48 ) =~
AMHS)1 2 DSC)RE Lk lE 2 EHE -

&4 1% 4£ TORS (JEEEF43%) R AE40°C/75%RH T S8 1% (THER 48 ) & &5 i 2l
(I-HS) 2 DSCIR FERC ik B < AR -

(B 42 [ 52 252 OF A2 TORE (L 43%) R A£40°C /7T5%RH T 58 1% (4288 1)
AM(HS)1 Z XH & K& ST (XRPD)EIZE 2 EHE -

(&4 3 [l g &5 B £ TORF (JEE &) Je £ 40°C/75%RH T 58 1% (TAED) 2 45 &
HI(I-HS) 2 X BRI K 84T (XRPD) B £ 2 & -
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] 44 [B % 33 08 7£ 40 °C /75%RH T 5 3 (% = %% 5 %I (I-HS) (& 3) B
AM(HS) 1 (TEH) 2 X5 %85 A G5 (XRPD) [ 28 T -

45 (587 R R 0 (= ) SUAE W SRR R L AN ER P 2 (2 B
HA4E IR B160 mg/kg (EIF)E(200 mg/kg (T HT) 26 HEIE 2 652 (-
HS) 9/ 2L 5 J6 % B B CUTO-3F 41 £ (CUTO-3.29) 2 BAEH Y (A
5B 6T 2 R S T 82 1 T 43 b B -

46 (% 887 R AE BT 0 (= ) S W SRR R LA/ B o 2 1 B
HA4E IR B160 mg/kg (EIF)E(200 mg/kg (T HT) 26 HEIE 2 652 (-
HS ) 9 /)N B o S5 G B 2 A 1 KM 1 2401l 2 2 SR R 1470 (A0 BB o B
BB R 2 (b T 4y b 2 T -

47 (5887 R R 0 (= ) S AL W SRR R L L AN ER o 2 1 B
HA4E IR B160 mg/kg (EIF)E(200 mg/kg (T HT) 26 HEIE 2 652 (-
HS ) 9 /N B, o I 7 2 1k 8 B R 1 19 MO-9 1 401 2 7 SRR RS AL 47 ()l i
R B R T BT -

S BRI BT AR A B SRR o KIBLLT

C BVE IR W B PSR E] > TR A P R B R T S
s 2 2 R T R 4 Bl S o R M 22 7 3 TR [

(&h 7]
M HEENRX 2%

BB R EFR2014F 11 H 16 H H 35 2 = B & I 1 55 2K 55 62/080,374
201556 A 1 HHE5262/169,545 2 (B JetE » —FH B2 5 H TG
AL

AZZIHAREA I (S)-N-(5-((R)-2-(2,5- 25 4 5L ) - ML 5 g - 1- ) - pE et o

5 16 HEEHIEREIE)
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110139370 FEESE A0101 1102058406-0



1767858

[1,5-al e -3-4)-3-FL FL L IE 0g - 1 - B g e (1) e HLBE % | AT 322 2 B (1)

Wbz 25) - HE—THRENMEREE i fGRE  HERTkRE

HES RIS s ARG R B R ERERE 2Tk -
A REANLEY ZFrdE &5

o

e

BRmsE Rl aeecERES R A baY 2B a5
HAE TSR RS 2L (1-HS) - HARF IR R (P1a0) EX ST 4R Ge 5T B 28 -

WE AT E A - A FAIF 0 4555 J-HS) ZFFEET LR
X 477 K 42 59 [8 28 (XRPD) « XRPD{% A2k & Siemens 2 E 4 CuKal -
0.1540562 nm & WY 4 58 £ % £ 8 AR 2 D5000 X &% 43 & 59 51 R #5 /DA
0.0200 °20 2 & R/NRIFVEFE/PRAL3 208140 °20 2 [Him R K E
it o 7 % R S £50.0200 °/s - H 258 540 kV HE ST H40 mA -
FELA TN E B R T A ER2 mmA /N2 250 48 DL B 18 =0 A sl B -

FE—SLFTmAF > GREEJ-HHEA E£/D208EEQOE £ 0.3)Z
XRPDI[E % » WRIFHIIR -

1. & 5T (I-HS) Z XRPDIiE

firE[°2-0] | FWHM [°2-0] dfSFE[A] R %]

10.63 0.12 8.32 27.44
15.25 0.14 5.81 12.24
16.39 0.13 5.40 13.92
18.37 0.13 4.82 43.65
19.08 0.14 4.65 19.60
19.79 0.11 4.48 9.83

20.15 0.25 4.40 25.09
20.61 0.13 4.31 100.00
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21.47 0.21 4.14 24.71
22.01 0.12 4.03 14.45
23.04 0.15 3.86 33.01
23.97 0.12 3.71 38.52
24.35 0.21 3.65 10.05
25.58 0.13 3.48 8.11
26.48 0.17 3.36 9.76
27.50 0.14 3.24 7.70
28.17 0.17 3.16 11.60
28.58 0.19 3.12 10.85
30.77 0.29 2.90 8.48
38.47 0.21 2.34 10.97

S T - &R A-HS)BEF £/ 8HfFEIE(20[E + 0.3) 2
XRPDE % > ZEZE B & HHEEE KRR EREFERY15% LE > WR2T AT
o

=2. A (I-HS) Z XRPDI&

frE[°2-0] FWHM [°2-0] dRFFE[A] FHH R %]
10.63 0.12 8.32 27.44
18.37 0.13 4.82 43.65
19.08 0.14 4.65 19.60
20.15 0.25 4.40 25.09
20.61 0.13 4.31 100.00
21.47 0.21 4.14 24.71
23.04 0.15 3.86 33.01
23.97 0.12 3.71 38.52

S T - &R A-HS)BEF E/DSHEFFEIEQ20E + 0.3) 2
XRPDE % @ ZEFE B S MHEBE RN EEFENN25% 21 > MFR3 T
o

3. & EAI-HS) Z XRPDIiE

fir&[°2-0] | FWHM [°2-0] dfEFE[A] R %]
10.63 0.12 8.32 27.44
18.37 0.13 4.82 43.65
20.61 0.13 4.31 100.00
23.04 0.15 3.86 33.01
23.97 0.12 3.71 38.52
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fE—Sghm e 4 - &5aad BEH2/DAEFEIEQROE £ 0.3) 2
XRPDIE % » 7B % 2 H 3 AW 5055 10 4930% 2 i > 40 45E BT 71
T o

4. & EEI(1-HS)Z XRPDI& o

r&[°2-0] FWHM [°2-6] dfffEE[A] T 58 [ %]

18.37 0.13 4.82 43.65
20.61 0.13 4.31 100.00
23.04 0.15 3.86 33.01
23.97 0.12 3.71 38.52

EFEEEA T - EREEC-H)EAE'E FEQE 1 F AR HE 2
XRPDEZ ZXRPDE % - AL FREFH AT > &HEA-HS)EFEE LA
Y08 29 1 A B s [F 2 XRPDE 25 2 XRPDE 5 © [E 1B [E 29 2 F] 2 58 &
7= P U] RE (A i SR B A R I R A E RIS EERY -

e B AR 4 o B (1-HLS) 2 XBF Gy K e B [ 2% 2 20E A (R 5 < E] AT B
A A HREUR Fr et B A 2 B b Rt R 2 Bk > HINBEATSIH ZEF e
B Ry SEEHE - JINRe Bt AR U8 2 AH 38 58 58 ] i 15 72 () SO0 T S22 1B - (B AP

5 Z XRPD B4R & BT R < 58 8 BT B AFaR B 1 Bl R E Ak R @ #T b
g o AL - JERRAR R AR T EE EEAE N AR [E 2 XRPDE X | B
PR H N R H B AL [ L P AT BRI 2 2 /D o JfE Bt A A T 1 (i B 1)
HE1FATER L ES{E+ 0.3[F - JEE B - HHREEE HAYET

SRIEH NFEBRNNE 1T EA — L2t -

[ 2 [ e i A AR — {0 B e ). &6 & 2 (1-HLS) Z [F] Bey BN ER /2 R B O A
% (TG/DTA) R &% - RyEIT oM - FFE4YS medd & B (I-HS) I B £ B i en it
o Il ey H S e 2 (R Ry B/ o B TR (TG/DTA) M PREFAEZDR T °
A% DA10°C /min 2 RS 5 25 C N £300°C » A1 5% Iy ] W1 50 gk &k

HREEZB(LUREMERASMNH - EHRFE R RE » iE
19 HEHRHE)

B 100
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cm?/min - 45§ A (1-HS) 2 TG/DATH 43 B R fE27.4C £182.4CH 2 0.8%
ZHIGEEHBR - LEBAETCH T H182.4C £225.0CH Z24.9%E E18
& I HAR B DTAR S 2R E - ZEZEEEBR /M Z 58 -

[ 3 [E fiF 55 B AR 18 — (H F i ) 2 48 & 1 (I-HS) 2 = on e il = BUE
(DSC)f ¢ - 3% < DSCo M4 {E H Seiko DSC6200 & miFmiE#ARE &1 (Ao A
HAAIEE)E M - KF4Y5 megsh @2 (I-HS)FH E £ #n DSCE 1 H A fLio
SETIERHEMHE - A% - KRB EEE( % Seiko DSC6200 (FofiA =
Algs) H o RAILAE25C N R - (EERREIRNIER - KEE RS2
PILA10°C /min 2 fF R RN B 2 270°C - [AIBF B2 M5 BVR S - £ —1k
EhflF o SREJ-HSHEFEE FUE 3T E R~ ZDSCRE Lk E -
WASFEA - "TEE FUE3FATER ) E%E B 3T AR 2 R EE
<o EB{ELE 5T o

WE3 AR - 4555 (1-HS) 2 DSCR FE st s B fe m AR 4R 1 £ 122.9
C&E152.8C 22/ FEAL - BER B ER G & E(I-HS){£190.8C 2
W& REREARR S ~ 197.9°C ZIARRIEIRE K 2.415 mW 2 IS REEVT 2 JA Rl & =
B B o A R B0 2 B8 n] i IS R & o Y (T-HS) 2 o AR IE RK -

[ 4 A K [l 4 BI&E] A% 550 FA AR 15 — L2 F it (1] <~ (A) FR IR P ot K (B)FE iR Ot
&G A (I-HS) 2 f i SC B it (PLM) 5248 - {55 F i {5 A Motic M % K 52
B EAS (Motic Images Plus 2.0) 2 Olympus BXS50 {7 i 210l 57 i € 45
1 CEEIT 5) < 7 AE » FT A 2 B B (R E H20xY) S50 ik - & & 2 J-HS){E
Rt ™ o & I JE2 25 BB 3T 5 1 R SRR 3R DA TP RE SRR X W) -

[ 5 [ g 550 A AR 1 — (18 & e (1) < &5 2 (1-HS ) 2 B R 25 R [T (DVS)
LORGRHIGE - BEE{TDVSEM - FEICBIRE R4 A (I-HS) 2 3k

EUlKR

oT
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TEB LT g B M - {f A Surface Measurement System DVS-1
Dynamic Vapor Sorption System System43 785 ° BF4Y10 mgsd i B (1-
HS) it & & 49 & Z& |\ M X P & I & K & % £ {F & Surface
Measurement System 2 &\ {4 2 B 88 7% B B KA o DAL 73 g ] B S 5 B
% o SR EMEREVR - SR SES S A (-HS)PL10% 5 8 ££5220-90 %1 ¥
RERHD ZARHE  fE PR THFARELEENRTEE09.5%
B EIEE) o FESE R EERE - BRI EE R BB TEE
0% RH [ & X[ £20% RHZELIGEE - 4 BIOL /@R i E R 2 28
BB - mEfiERE 2R IEE -

WIES TR - & A (I-HS) (BLF R IR R MEHY o A7 IR B 17E 2R B A
£0% RHEL90% RHZ [EIMIZEFIEE T ELI1.7% 2 /NEA0 © 5598 - FER S
15 22 B fie O B B 2R 2 R 2= B /N 18 - DVS 73 A 18 45 & 20 (I-HS) 2
XRPD[E % (CRER) ELE 1 fr B8R 2 EDVSHi 2 XRPD[E 8 (D 5 R AE
DVSHIRE]&E & A (I-HS) Reg A Z 1L -

[ 6 [ figgshi B AR 15 — (8 F h ) < S &) < &6 & 2 (I-HS ) Z &TSMIR)
CERRR 4R o IROEEE{AAEBruker ALPHA PopJst B8N - i 70 B 145 & 4
(I-HS) Z MR E 2 oy eat i ot B HEEH4 ecm™ Z M3 - 16107
2 RmHERE - 16 RiH LRk mHSEEREERN R L - A8
4000 cm™' £400 cm YT EEE - FTEIZE FIRYEE S A (-HS) 2 IR R
E 6T -

& A (I-HS) BA 2 M 5 HUE &7 #h B 7L (5)-N-(5-((R)-2-(2,5-
ARHER)-MEIE WE - 1-55)-EE MR I [1, 5 -a ] 0 I - 3 - B ) - 3 - FE L OLL 045 0 - 1 - HH i e i B

a8 ZIER B (AMMHS) Z M8 - flan - & &2 A-HS) B A7H Bt K e &

Hh
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BV R EEMZESE ZME - B8 ATEUR - &5 AI(I-HS) B
IE P APT (AMHSHMEL B4 2R B E - WFEh Rl k= 4fE B
(Carr’s and Hausner Index)FTaBE © B4 > 455 R (I-HS)EH KR20% 2
REREEE - E—EF i+ - &5 J-HS)EBE/NA1.35 2 SRR (F]
W FRE.262 81347 B 2 {B) - REME 2 2R HEEIERFAPLZ
[] 35 1 ke 71 28 A 360 0 465 5 APT R BB 3% o

& B (I-HS) IR AE LDPELZ f 4£40°C/75% RH N 75H8 2 IR iE E
MR e B iR E M - [F B AMHS) 2és & 2 (I-HS)EsZ i 78 2 1B 7R
HiIE S REFR(LEMESE L BERL  ZMERE TESEJ-H)EHA
RBENYHAERME - B2 > EEPAPIE A SEE RO REJ-
HS) 2 & A GEHXRPD ~ DSC ~ TGA - KF & fmicotEitii) < 554h » Ik
fu T2 APIERR EME R 2 @i R 2 B A T 2R E 2 EEH K -
FEFLEY < ZEETEESL(EEERP I KB LSS YE R/ SE
AR 2B B E M A) o] (B 5 H 2% P A o gE Bld tH B A (2 AR
IESIALEYE8E O AREIAY © ZR1M - #F BH4E & A (I-HS) B 22 FHy M8 Bl
PR E LT PIEAME - BIEEARB Y L2

WSFT AT A - &5 & (T-HS) By R ROR MERY o SOASCHTER - T IRk
B BRIBEEWE25C R80% RH T EIR/NR2% L BB AN - Zh1M - 5%
BRAMMHS L&V ERBNREERGHE - ERIES - AMHS)LEY
(5 F ] R AE (58 7 I B i B P 28 B B - s LIV w4 e A5 11 3% A b T =08
b+ & &2 (-HS) £ APL Y BLE AR N R Bz s it o 78 v] FRHA L
REREN LS 2 &S A (-HS) Blfm 2 F—E5S O B & Z 5
% GEHRMEA-HS)MEERIERP APHESRBEE N B ZFEE BN -

il
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HIFEE R BE TN BB LS - RS EERE R AR ANE R AR
REWEYEREMEE -

AR AL S (BRE(S)-N-(5-((R)-2-(2,5- /A B - Ig g - 1 -
EL)-MEME - [1,5-a] W g - 3- 55 )-3- PR ER ML S UE - 1- HH A e (X)) R HL B8 &% | o]
P2 2 B (BN B E80) K 5590 B B 2 BT RR S Y (45 R (T-HS)) |g
BLTrk o R 8 O IS B e e ) - B2 b - HiRBe e R4 5 5T H
NI ~ 3R BE R R

— Lo 5 i (9] 1 4 B (T-HS ) I R VA 88 1T #& i I Trk A~ TrkB R /=
TrkCI B &R 2 I fE R BEH (B0 TrkA ~ TrkB K/ TrkCo 2 2 955 »
WA — S RN - BFETHEBA MR < R - fE—SE i
Bl - &5 B (-HS) 7R o] AT AR KR (BLIE 18 M R S M) « fE—4k
FEBIH - &5 5B (I-HS) W] F VAR B 2 RO - BLRE 38 RO ~ 1l
SR MR~ TR R B E ~ Fila B T B R o Bk 0 4R
(I-HS) 7] FIA VA R3S 3R~ T M R 1 M v 450 488 1 o 0 T e (B MR »
HIAME - AN OS4SR A-HS) 2 BEHEY) - i —EFHEH+
SEH YRS 4B (I-HS) K B 82 b ol 2 7 MR S A

& om 2 (I-HS) 78 & Trk A ~ TrkB k2 /2 Trk CH|I ] &l < 88 77 0 #& 20
201348 H20 H %5 1fi < ZEIH M SE8,513,2635F F g m < & HIA R B A
ML T AREE - R E GG AT A AARS -

S E AT o ARG R K28 BA T HBA MR E 2 BE
FE O BAEAERZBERIUEEANE 2 & & JA-HS) A L&Y
BCH R (PR B S E) (B0 > 2 R =EIEA]58,513,2635F L T HI14A) -
MG B 2 288 Y Trk FHETIKA ~ TrkB & TrkC (45 BIFINTRK1 + NTRK2

b=
=

o

5 23 HEEHIEREE)
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KNTRK3E R Gt k H i Za AL EME T2 £ &~ oERF
& o NTRKEA ~ Trk&E B s H R SCE M E E 2 K H (14108 NTRK
MG Z B - AR TRKICE-ES oLk 2% - NTRKER Z#
¥ ~ Trk mRNABYF24G K Trk H 73000/ 55 73 M8 St (B I 2 S A S i HY
R A H Al A B RO R - AT > AERREME RS L TR R
NTRKI1 G &2 o HEAH M /EMETrkA ~ TrkB R TrkCRl & & H E £ 2
NTRKI1 » NTRK2 FZ NTRK3 .2 5 {ir £ X & Fé 8 25 2 (& FE il B A ~ HHAIR
R~ BESRHE - MRS AR AT AR R HoAMh) AR BV HE Y -

E—EEHE AT - NTRKER ~ TrkEH SR RRBCEENEE LK
i BLFE B AR R Trk A ~ TrkBE(TrkC Z BRI (H140 - BEE i iE L) » 15
—SEEE AT - NTRKENRW ~ TrkEHRHERBFAREENE E ZRAFABE
@SR EZ(BENTRKI1 » NTRK2E(NTKR3E R BCH —H 77) Z i R
AL PRI EEE o AL —EEHEHI T - NTRKER ~ TrkiE 5 B H LI
EMEECE E RIS HIERNTRKT « NTRK2E(INTRK3E Rl & .2 —
B E A e B BB - AL —EEHEAI T - NTRKER ~ TrkiE 5 B(H
RFBEM N EE Z RFGERNG U &R - HfmRHEEGHREHKE
JETrkAfE (B E B K TrkA ~ JETrkBH{m&E B K TrkBEIETkCHEmER &
TrkCEHZEEZMEEN > HoilEiEm/N 2R TrkA ~ TrkBE(TrkC
B S -

E—SEEE A > TrkAR S EB HBORS PARTE R ZTrkARL & E B
P Hf e

5 24 HEEYIEREIE)
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RS, PIRETrkARSEH MEE

B&aEL JETrkABLSHEE | FEFRMIMEFIRME Tritd BB E
RHFEEH
TP53-TrkAl:!! FERE & 5 P53 B 7 I fE . & & (Spitzoid
melanoma) » Jitfl K7 2k fif J&&
LMNA-TrkA" * | ZFH @ EHA/C X EREBRE > MY XE

& RS LI - R B
K2 (BI04 2 A
R) WA A T

CD74-TrkA? MHC 11514 & 78 JE/NYHAE PR (NSCLC)
it iR S
TFG-TrkA TRKEh &~ B[R FLZE RN B (PTC) » #UAH 8% 91
(TRK-T3)’ T G A R
TPM3-TrkA’ FALAEEE 3 AfisE - FLZEAREERAR B (PTC » =&
M5 #E i 0 9% (AML) > /R
NEHEBE R SBEBE
(CRC) > #RAH &R AK BR R
NFASC-TrkA* | J& R EH Z W& B E Ik
(GBM) ; {H&K BB S I 4 A8
BCAN-TrkA* HEE TN Z I MR 4K BB IR Al A (GBM)
MPRIP-TrkA” AL 5E & B 53 e g Rho | JE/NAHAE A& (NSCLC) - Aifi iz )z
H{EEHERho G /E
E£H3
TPR-TrkA K 5B E F & | ALEARNF AR (PTC) » &5 H
(TRK-T1 2| 3 % & & 4 8B (CRO* > JE /N4 BE i 2
TRK-T2)’ (Nuclear Basket | (NSCLC)
Protein)
RFWD2-TrkA® |I2}5 & WDE {451 | K41 48 A 43 M09 (LCNEC)
Ik 2 NSCLC

IRF2BP2-TrkA’

TR AIER T 245

FH 4R B# %2 (Thyroid Cancer) ; H

SEH2 ik HE J& (Thyroid  Gland
Carcinoma) ;
SQSTMI-TrkA” |FEFF 1 EE AR R R (9150 > L 28 AR B AR R
FE) o HRIR R - wEAH R4 AT
SSBP2-TrkA’ HEDNAGSEH2 | AR (40 » 380K R AR

) ¢ HRAR B

RABGAPIL- RAB GTPREg E{LE | FAIEE & JICCO)
TrkA® 5 1-kE
| 25 F(SHANE)
110139370 FREHRYE A0101 1102058406-0
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MeaEH JETrkAREEHEE | JEFRFBIMEGIRME T rkiE 3R 2 E

R EE&H

C18ORFS8- F« #4818 5 i Bl 58 | IR/ A i (NSCLC)

TrkA® ES

RNF213-TrkA® |IBIEEH213 JE/NYHAE PR (NSCLC)

TBC1D22A- TBCI&E /o I - | B/ Nl AR (NSCLC)

TrkA® B E22A

C200RF112- 7 5§48 20 5 i B 5 | IR/ 4 A i (NSCLC)

TrkA® FE112

DNER-TrkA® % §/Notch % EGF & | JE/NHRE AT & (NSCLC)

&
ARHGEF2- Rho SIS % H i A0 | MaS R E R4 AT
TrkA 3 Ha R 72

CHTOP-TrkA'"> |PRMTI 2 Zx (/8 ¢ | 4% RS AR 4T B g
=
PPL-TrkA" ¥ M /N s & 8| HiRIRE
(Periplakin)
PLEKHAG6-TrkA | & & %5l 55 2 ' E 4
(Pleckstrin) [&] J§ 4
SEREECZIBEARKE
6
PEARI-TrkA i /NG N R BX AR
fe g1
MRPL24-TrkA |39S #% i B & H
L24 - 4gfrds
MDM4-TrkA /NG EEFL R4 N EE
ENEEY)
LRRC71-TrkA |2 EZ 0K ER 2
71
GRIPAPI1-TrkA |GRIPIAHEEMZEG1
EPS15-TrkA TEEERT 28
ZE1S
DYNC2H1- BhELD > MEE | W
TrkAB 2 EHPEL
CEL-TrkA 7R BB AE o i e e sl R P
EPHB2-TrkA® |EPH Z#&B2 &7 8k 2 e BB E i
TGF-TrkA® A BN FLZE AR B AR R

A CréancierZ A > Cancer Lett. 365(1):107-111, 2015 -
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P EBHEAHEE AR ZEFE2015/03156575% -

C B B A HF A FAFE552015/0283 13255 -

D Egren® A » Cancer Res. 75(1534¥(): 4793, 2015 -

E—H g H - NTRKEAR - TrkEH S HRBEOEEREE 2%
HEETKAE L R 2 — N AGhE ~ il ASEZEE - fE—mF o+
NTRKER ~ TrkE O ERHICEEN & E 2 KRB E S Trk A&
B A2 TIkAE B 2 — S MR A 2 6hE o — &
o R ELFE Trk AEIFE A2 Hh i B #8303-377 2 45 -

E—H g H - NTRKEAR - TrkEH S HRBEOEEREE 2%
PREREE R EET AR TkAE G E A — S AR EBR IR Z TrkAE H
FEEZANTRKIERF 2 2 /D —(H B 288 (fl 2 IR R 6 2 Bhze
ﬁ) o

#6. E{LTrkAREZE g8

Tl

W

s 8 i

R33W!

A336E #TNGF4E & fir Bh
A337T #TNGF4E & fir Bh
R324QBR324W | I NGF4E S fir Bk
V420M AT

R444QE{RA44W | 23T
G517RE G517V | PIB

K538A ke

R649WECRO649L | #5 R % o] fE H I 2 AR E -

R682S EBIR

V683G EBIR

R702C K aFE > RS ey AR E R s RS
C1879T?>

! Zhang=E A\ > Blood 124(21):1682, 2014. Mutation found in T-cell
prolymphocytic leukemia o

5 27 HEEHIEREIE)
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2 Park@ A > Proc. Natl. Acad. Sci. U.S.A. 112(40):12492-12497,
2015. Mutation found in colorectal cancer -

E—H g H - NTRKEAR - TrkEH S HRBEOEEREE 2%
SHELFETrkA mRNA Y BUHF IR - SZ 0P8 B e A B Trk A 2 fik 58 2 /0 —{H
TR S BRI HT R 2 B SR E O (BT A R Trk A HMHED)
M5 R Trk ASAES 45 R 4H Rk M VE M - fE— S g G - A HKME
M2 TrkA 2 55— B R E #0207 B EOHE B 70 Trk A S 18 82 265 /) 738 B
192-284 }7393-398 Z &8 RIEH ZHMNAT8 ~ 11 Z kK% » fETrkAfF B
HIMNET 102 fkE - BEERISTE IS RR 4G R BR TSI B B i 25 2 Trk A
& B 2 NTRKI1 £ KA 1 B A &k 4 (Reuther % A Mol. Cell Biol.20:8655-
8666, 2000)

(8 E EAANTRKER -« TrkEO R HERRKER RSB L H B
E(2 BASG I 2 2% RN e www.cancer.gov &z www.ncen.org 44 1h)
B

(A) WTHEAE @ HPNTRKER - TrkEH N HERBFEOHEHEE 2

KA ELETIKAR G EH 2 — X Z[HA O8R5 s @i > fIaas

FE/ NIRRT | ST REE MBI - AT R BB L - SR R R AT BEE 223 %
%) B—ZRIE X 2 ACEEERI(BI - BRKEEFERS E
(afatinib dimaleate) -~ H (% ¥ B §7 (bevacizumab) - £ §5
(carboplatin) ~ P24 BEE$7i (cetuximab) ~ JIH$H (cisplatin) ~ &g M
B (crizotinib) ~ 12%E % [E (erlotinib) ~ FHFIEEFE (gefitinib) ~ 5
78 i )& (gemcitabine) ~ Fz H IE 15 (methotrexate) ~ ‘& 12 g
(paclitaxel) 2 5% 3= [iff ZE (pemetrexed) B¢ 4H & (40 - R #H-R12
A% ~ St E- RSB B2 EEST)

FLZE AR B AR IR | BT REEIIAD » O MR C R A B M R R ) R (B2 AR

' B(f0 - ZRIJET (sorafenib) ~ &F T JE (sunitinib) BeiHMEMHE
(pazopanib))
55 28 HEEHHERHSE)
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Z Mt EE B | (RN EERI(HI0 - BARERET - k4ESEE] (everolimus) ~ & 5L
paan el T/T(lomustme)jzﬁﬁﬂiHéz(temozolonude))

GERG E G —ZER 20 AR ERE (40 > PTAa e (aflibercept) ~ H
ﬁﬁﬂiﬁh 55/ (capecitabine) ~ 8% & BT - wIRIELE
(ﬂuorouracil) 7 17 %5 5 (irinotecan) ~ %5 = EE 2 (leucovorin) -
B /b 1| $A (oxaliplatin) ~ fiH JE B2 $71 (panitumumab) B 5 1% FF JE
(regorafenib) BC4H & (920 & & ve B (folfox) ~ & & £ (folfiri) ~
R reH(capox) ~ wE FmMA- B KR EI - fE A THEEEH
PrElng sei(xelox))

B BB VAR (F 20 » o 3 5 47 2 (aldesleukin) ~ Z fi1 JE JE
(dabrafemb) 7 E & (dacarbazine) ~ F1EZE a-2b ~ (HULEH]
(ipilimumab) -~ ¥ /2 B2 (peginterferon) a-2b ~ =T
(trametinib) 5V 4E 2 JEfC (vemurafenib))

(B) 0 TNHEAE © P NTRKER ~ TrkEH A H RN BEENEE L
KA EFEALTIkAE B F 2 — B (HfAK - i ABCEE > PINELE

FEIE HREE A
SMEREE O | B—amE S 2 B ARERI (B > =S B fawﬁ i
' 18 W i P 7 (cytarabine) ~ 7E &% f# 2 (daunorubicin) ~ 2 &L 2

(doxorublcm)ﬁlg%%if(vmcnstme))&éﬁ/\(ﬁjﬁ[l ADE)
X4 AELF & I | TR A (B0 - RO M B A ~ AR R B8R 223 &
S3ugE " R ESBABEL AR > IHEE ~ -~REAEUKEEH T (etoposide))
THASARARREEE™ | (EE2 BB » IRuERERY - 2 REE B EERR)

(©) 40T © JPNTRKE « Tk ([ s RSB 2 8 > 45

EFEEFEAITIKA Z BRI (E 73S E) > BIA0EHE
FEE HRAE PR

A " > TSR E (B30 - 8822398 5) BB 2 VA BRI (40wl EE 5 e
(abiraterone) ~ Al (cabazitaxel) ~ 3t fj[¥H 7¢ (degarelix)
I 5% B5 i (denosumab) ~ 2% V5 {tl & (docetaxel) ~ & £ &
(enzalutamide) ~ =Z N ¥ (leuprolide) ~ 73T FA(prednisone) s,
EEBYE-_T (sipuleucel-T)

55 29 HEEHHERHSE)

(C242239PA docx
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FHEK PR ARG 1b:;/m4§’”‘ﬂ(1ﬂﬁ[l IRk - ZRIEESERIW)

e > — SR = AL ERE] (P » R E - mIRELE -
i@%/ﬁjﬁ%y EZEC (mitomycin C)EER&(FHIA0 > FHPEh

e ilzE)

BEEE 1b%/é EI(Fa WiﬂjEl ME -~ ZRJFE - ZREE - +
BZa-2b ~ (FUILED] - L FEHiEZRe-2b - hi=EFEsid
FEIET)

DESEBETR AR | ATIRE R /B BB BB (40 > 15 (bleomycin) ~ 7Y
HEEG - IHE - PR - EARUETE B FHIES)

= BB BB - ZPafthE -~ ZRIIEE - ®mRELE - %A
w2 Cal i 225k e $i (trastuzumab))

FE—EEHEA T - NTRKERN -~ TrkEERERBFBCELENEE 2K
s BB TrkBRE G EH (IR TP AR ZTrkBRI o EA T 2 —&) 2

110139370

T2 GAL -
#=7. BInETrkBESEH MEE
REEH JETrkBRt &R JEFR BB Trk A B
MEE K H E&ReE
NACC2- NACCZERL 52 » &BEN N BTB | Z4E4HREEY 2 2 4HRE R
TrkB'"° (POZ)4& H;
QKI-TrkB' QKI > & KH&ES, - RNASGES | SRAEdHAEA 2 4R
AFAPI-TrkB’ | il 812 B @4ErERIE A1 el e B E g
PAN3-TrkB’ | PAN3Z % (A5 B2 % e 1 | BESESIR AR
LA BT
SQSTM1- SEE R 1 (43 4F > sR g
TrkB’
TRIM?24- =24 A R T
TrkB’
VCL-TrkB" MEEH /NS AR IR e
AGBLA4- ATP/GTP4E & EH-H4 ANGER L EACY s =
TrkB!!
DAB2IP-TrkB | J3%[ERY2- G E&EH

fE—EEHE AT - NTRKE R

(C242239PA docx
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s B R E R TrkCRE G E H (P14 - R8FFBURZTIkCRAGEB T Z—%&)
LR G -
x8. PIRMEETrkCRSEH REE

B&aEl JETrkBRt&HE JEFRFHIME B TrkAH B R E 5
HFZE
ETV6-TrkC!! | ETS&: 6 R AR o A 0 EME

FalE H MR - dRsENE - BOR
REOER > SEEERECRC) > #,
& NEHEREER o HRERE
(fan > FLESGIRERAR ) > B2 54H
BN FEHBIME R - 55
EUEHERE(GIST) (B » c-kit-f2 1

GIST) - ¥ ¥ (Mammary
Carcinoma) (5140 » FLE L5300
)

BTBDI-TrkC'"' | &BTB (POZ)4E 11 /NG ER RS R

LYNThG | V-Yesl (1 O [ 78| TESashRamhs
(Yamaguchi Sarcoma) % &5
H R M EEE R BRI OR
T iy Lek/ Yes- MH Bl 5 2 2

Sy
RBPMS-TikC’ | B % fEET# 2 RNASE & | FHARIREE (B0 - HLZEARHARBRE)
EH
EMLA-TtkC® | Hfi i S H00E - MR B E - | WheEIARE
%4
HOMER?2- HomerZE 5 G52 R AH 4 A8
TrkC
TFG-TrkC TRKR &~ FH HRAH SR M B A RS
FATI1-TrkC SE I kAR AR
TEL-TrkC Fe M @RMERRE > SMEFEENE

RS

B Tannenbaum= A > Cold Spring Harb. Mol. Case Stud. 1:a000471,

2015 -

CEBHFHFEAFHEE2015/03156575% -

5 31 HEEHIEREIE)
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=SB AT o AR EE&ZE EA TrkE BT 2 B E 2
ik HEERZEFELIEGFEANE 2485 I-HS) A &Y K
HA (G0 bi e & B (P40 > 2 AERENFES,513,26357 2 FHI14A) - 4
w0 TrkMEHBIMERRE T2 E LT 2 BF ¢ B/ N A AR E - 2L 280K B AR
B SPGB EREERE - S EREEO MR - &BEBE - KA
THER N 5 ~ RIFIRREE ~ eI 4HAETE ~ BRldE - Re W - THEH
AN RERE ~ B B R~ FLERHIRIRE - &5k - SRR
MR ~ AR ~ /NS RRE R - FFNIEE R - S il 2P 4R - K
AR RS RRE R - AR - EERARE - b ELRE - A BERE

T

NI=]

FLFE -

fE—SF G > TriclE BB EGEEE DLT 28+ Trkof B M & fiE
ZAERBIMEE BIERE © i KRB ERE - i KR (A M
B R TRE) ~ FE/INGH A Al 8 (NSCLC) ~ B GR BRFE (B4 L 2851 IR B 8
(PTC)) ~ =M #EHk B MK (AML) ~ AR (B140 » R 5B B B FF 84
SRR ~ NEMKRRER - 4585 ERGRE (CRC) ~ LM &K R E M 4R A
B (GBM) ~ A4l g 1 48 4 57 0 8 (LCNEC) ~ HARBR ¥ ~ AFNIE B %=
(ICC) ~ @4t dmRE A B AR ~ (Ko 2t &K BB T~ BE S 1A 4 A
B BRI o BB - HERAREE - o AELRE - A S E R g
mw ~ @EHERWNE - B8 BEEE - L HRE E (bronchogenic
carcinoma) ~ B4HRfHE - ¥ & & & (Bronchus cancer) ~ IR ECIRE > & E
MIRH S < FEIE ~ SHEREE ~ B~ B~ HE - SRMmE%EE - g
o BRlEE - ERIRE - NBEHERE - EAE Bt - FERFEN
B - XM BEDHERE - §BEERE - JEE T & R IKEE (non-

i

il

it

il

5 32 HEEHIEREIE)
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Hodgkin's lymphoma) - tH&EAEAHATRE ~ /NIRRT ~ BHIRAEREE - BIE-
B KERE - BRI BeRMAER) - LR - BERARE -
HECE IR AR - SRR E R - R EE N LR ~ E o R ERGRE

FE—S TG - AR E AEEY) AT e/ R B R 2 Trkd
FATERERE - B0 > AR 2 b &Y ] e B HAN AR ~ e AR 4
RdeE ~ e RMEFR IR BB -~ ISR S S RS R R B R e S R R

FE— S F G - AR A 2 b & ) ) B — B RE S th A [F ER
[FEY 7E AL (F A < e R B s A & R e R Trkc M B M 2 iE -

fE— S FE G - HAERRIGEE S LT 28 B2 5e B e B
B 2 JB R - BLIE R 1HE JC (cabozantinib) ~ 5WMEFE ~ MEFC ~ 5 I
BIE ~ PHEE T (imatinib) ~ fi11H% [T (lapatinib) ~ G &E T (nilotinib)
PR IE S ~ MH %2 BR BE BT (pertuzumab) ~ It&JEC ~ £F BB JE i 2Bk B
Hi o

FE— S B B - ELAOA R (5 R B (S SR A R A HIHIR - B (B
40) Ras-Raf-MEK-ERKER AN FIE(F140 - RALFET ~ th= B T4t E IR
&) ~ PI3K-Akt-mTOR-S6K p& {K fl I B (F 40 » {R4EFE T ~ EHEE
(rapamycin) ~ Jk 17 1§ ¥ (perifosine) B{1H P 5 5] (temsirolimus)) 5z & A1 &
TR 2 JREIRI (140 > BE sl (obataclax)) o

fE—SFE G - HMAEERIGES LT 28 © A E (LS ER
Bl ARG =80 - BAREE - FEME - REME - F8 18
8 - IRGEERRE - PTREREE - ERTE - EHEEE - ZPEME - LFELE
RELIOTE - FIRUELE - HPHMUE - FILERE - REEDT - HIRE - %A
BEC - B - BB - Rz - SR R &R -

% 33 HEWHRE)
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FE—SFH A » HAUERENRES DIT 2B ¢ R M8 4k 2 5%
% BRI ETEE Rk B ABRED

FE—S TG HAaRBIGED DI 28 ¢ 1m0k L BER -
Bl RS M e FE - FUCEE - AE B HT (lambrolizumab) ~ 443 B
fi(nivolumab) fz B 85 E-T o

FE— ST h o of - HAth VG REE (% BE 5 A BRI Trk s 18 2 S2 5 -
BIE G FNGFZ A Y5 % - FIAINGFHIAG K panTrk I HI&] -

TE— S BNt B - EAA B R R T RE - B (B U M
WAEYRE - SN R ER A 352239 0% -

FE—SFH A+ » HAUEREEE F VR EABCA R R 2 £
— % ZHFFEEICEEBIGH T EERANTRKER ~ TrkEH B HFEER
BOEMEERE B LR T IR IR

fRHAINTRKERH ~ Trk&E SR HEFRHICE N E 8 2R 2 A ERE
(B {8 F (B4 2 o' SR A 7 5 (FISH) A HINTRK B R 5 (i (B 40 - 40 B P&
HH 35 2295 PCT/US2013/0612115%% ~ S5 PCT/US2013/057495 %% 1 fiy Rkt -
2 5 F ARG TR 5 2 AR L) -

(E— B BRI P - A SR A B (140 + TrkA B L )
2k HE A B D — R ROABUA RO A 1 R 1 B4 A

-H) XA MG LB (Pl OmEa® (fla - 2R ERENE
8,513,2635% Z HHI14A) - fE—EFHifITF » &% 2/ —1E HMRASUEKE
Tl (% 258 5 AR A (40 > ROE MBI E - ANER R SR AT ~ S 223K
) - AR E ML AR B (P - =& b 0 - WREE - REME - F
AR - 80 - IEET - ERBEERRE - PIMERE - ERDTE - EEEE - 2

5 34 HEEPIEREIE)
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fin s ~ ZRWEE - IREEBEE ~ #/KEE ~ SrHfE - FILERE - BEF
T BEHURES ~ SREMERC ~ BIOAEE - R - Rl EE - B EME
R R) - R BB L e R E (B4 > RS - RIEEE 76
ZHEBE - wWEE - BHIJEC - BREEC - TREE - TEEIE - Il
ZIiE - JEEEC - WIHE - WHEER - WEREN - WBIEE - FFEE
JE, Bl Z PR EEfT) ~ QAR E 3R ST K (3 S5t i BT (P AR 52 =] ~ TR
IR BWEE - RAJEC ~ HgEE - =BT - EEER) - £
R A T E R - FERe-2b » JHIEEPT ~ ALE A
P~ WEEDT - BEMEEE S -T) KR ME 4 R ZFAMI -
PR B REREGD) > HP AR e T2 88
F At R A BRI B & W A RUEREL EIE -

FE— S o > EAR IS SRR (5 A (5] B9 Trk S0 2] o LA Tk $1 /i) 2
Z FE PR 1 & B EL 5 (R)-2- 78 Z& IR IR g H A 2 BRI % - AZD6918
GNF-4256 -~ GTx-186 ~ GNF-5837 ~ AZ623 ~ AG-879 -~ altiratinib -~
CT327 ~ AR-772 ~ AR-523 ~ AR-786 -~ AR-256 - AR-618 ~ AZ-23 -
AZD7451 - £ & & -~ CEP-701 ~ CEP-751 ~ PHA-739358 - Z & & &
(dovitinib) ~ JE.)% % JE (entrectinib) ~ PLX7486 ~ G6 6976 ~ GW441756 -
MGCDS516 ~ ONO-5390556 ~ PHA-848125AC -~ Fgf&IEE ~ RILIEE ~ &F
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R (NMR)SEEE) ~ Je 2Rl - AR OSBRI - iR E T B MR
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S R I A B o7 T HRFT BLIR s w1l 2 A B A H N R i E R 2 & s
AR o B8 2 B R AR R 20 A 38 i R ik O B il ~ X 5T @by K& &
( "XRPD | )~ ZRIEHERIEA( T DSC, )aE N B R 2 HA AR R g 2Kk

HERE ©

>m]?ﬂ

\
\

5 48 HEEHIEREIE)

(C242239PA docx

110139370 FEESE A0101 1102058406-0



1767858

MASCHER - FRIFESHBL - & AlfirsE © )8 & (treating
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W~ HIRE - G - HERKIE - RSRAE KB - SRR
[ErE - BUEATSIRRAE R ~ MIEMEBERR ~ SR - ML ERIB8 - B
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FE ~ SCHAREEE ~ RE - BEDRR - TR BRI R R A E IR
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{5 ~ W2 MR E kEREEE - JRRI - RS e B0 6k i 20 28 (s e ZE MR ME
ZE R MR ARMEEZE) - SRk FEE - BE kSN b
BE -~ LEkE I - DURAE IR 2 BN I (B S (B IR Y BERE AN ~ 8
BN ~ BRAEIE T RGN ~ RIBEN R A N (BRE (B A RO S
~ BIU) ~ BRIH R ) RHER A B B RO (R R o AE— S E AT o S
AR B MIFIE G E - S EI MRS - HEERESFERE 2 &R -
"8 M A B MR BRI L B EA TR 228 BN ~ K TER
7 (Pick's disease) ~ % ML 1% 5 8% 55 (diffuse Lewy body disease) « HEFT
PEAZ bV B (R 75 FE - PR R AR (% BF (Steel-Richardson syndrome)) ~ % %
g (B -1 & S B L (%5 (Shy-Drager syndrome)) ~ B i {5 52 1L A0 Bl
Z NSV E b B A T RIE (B IR AL R = e M B R R BB E)
MERERIE ~ MEEREN - Bl S ALS-MH 5 #& K - &t /& 12 & iE (ALS-
Parkinson's-Dementia complex of Guam) ~ &ML 2K -~ FIETH
[XJ% (Huntington's disease) ~ [HE A NIF - MR ELAR(BEZ 244 E
W)~ RRMETHREE  UREREEN  BEAELZ-VUEXK
(Machado-Joseph disease) /3 Y 35 g5 /] i 1 2% SR E Fe B 1ER A5 A% G /) s 52
M~ fhE) %G 9% (Gilles De La Tourette's disease) ~ FiE#5 K i it #5 M ik
B~ PR A SR IERE VLN Z2 48 (5 JTE 3 B % (Kennedy's disease)) ~ %8
MEREAEGE ~ RS MM REE - REMEEELEE - R-E KK
(Werdnig-Hoffmann disease) ~ J& - & — X %% (Kugelberg-Welander

oA

disease) * Z& - 22 __ [L J% (Tay-Sach's disease) -~ = & & X J5 (Sandhoff
disease) ~ FEMEE M ERF ~ X-E-& = K% (Wohlfart-Kugelberg-
Welander disease) ~ EEM: & JEEHE ~ HETM MO E R - KIEMEE
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F i 45 R B (48 A1) - RO % % (Riley-Day syndrome)) K ¥ & & % 5 (prion
disease) (BLFE(HEHARFY) % -H X% (Creutzfeldt-Takob ~ F%-Jifi -5 = [X
J7% (Gerstmann-Straussler-Scheinker disease) - J&& & ¥5 (Kuru) K B 564
HERMEHHRAE)) o AL — S B Ha Bl - 18 M 1o 48 B 1 9 Ui (5 28 | (] 2208 BR IR
7~ AR IR ~ 23 YRR (BE SRS RO -

WASCRRER - flodE " Afe ) RIEEY)  WEMWABY) - &EH
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B e 3R OB R S /B TR T  RIR BURE < £ D — (EEAR o AE — 28 B i
F o BEGNZEREBHEZEHBOGEREFRMA2IELLT ZBFE) - ilT:E
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R BEQIOKE 2/NR250) 0 HEQKE/NRI2E) © RFVEU2RE 2
21 (AR E(EREE) 2254 H)) -

FE—EFTA+ - FRECETNZEH B A BEANTRKER ~ TrkE
HECH R SOEM N E 8 2R E (B4 > A0(E &GS TR A (1
40 > FDAH#E &) Z ot sl EHTiEE) « fE— SR T - #EE R 7 HR
NTRKER ~ TrkZE H B HFHRBOEN NS & 2 K5 KI5 2 B 3a
WM A ERER A ST EHEMEE) - (#5875 BEA B NTRKE
- Trk&E A BV HRBLEUE S 8B 2 K80 KI5 2 R 2 (E5 (fa - 4§
F 86 B RE L (130 - FDAH#E A Z o i ELEH K EE KIS HE) - (Ef8 ]
Ry H B HANTRKER ~ TrkEH s HRBFSUEM S & 2K H 2 (Ef
({55 - o g R [ 5 (% 5 1 6 B MR At A (950 - FDAME ) < E4HE Y
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Ve E & 2 K e 2 B < R PR A0 % (10 8 b 52 B PR Ao 3% 15 7~ {18 88 e F1
AR AE—H e TIaRE) -

flosk " Trk y B¢ " Trk&EH | BEAR B TKE 5 F 2 F—F @)
40 TrkA ~ TrkBETrkCEH) -

flost " NTRKER | BHEAR AT AINTRKE R F 2 £ —F (f20
NTRK1 + NTRK25{NTRK3 X)) -

firsg " B4 A (wildtype B wild-type) | [ % B (140 » NTRKE A
2¢Trk mRNA)ECE 5 & (FI14 - TrkEH) » HE A B A Trk 8 B M2 E
(HFRIE IR A B 38 Triom B M i 20 0 2 8 70 < BB Ko /2R [ 5
B Trk A BR MR8 E B0 ) < 18 B o 20 AL 7 2K B - B TrkoAH B M 8 i B
I ot (L BB IR B 3 B Trk A8 BR ME Je8 iE B0 Ol 2 38 0 < Bl f Fe /2R
B 5E B A TrioAH B M B E B0R ) < (B RS < Al BCaH 4% -

flock " EEERRE ) GEIRM AT BRI A 2 B ERE o
W R JERGIMEE M EE e mEEYEE B EHE (U.S. Food and
Drug Administration » FDA) e

Fishk " NTRKER ~ TrkE O RHERBBUE N EE 2 KH | HhEER
gt (a0 > BRI S E ORI INTRKER G fir ~ Bl TrkE O £H >
NTRKE: Rk 58 (CHAL 1 BBy A B Trk 2B H M EL kR 2 /0 — Bl A5 - B0E
EH —E 2 [ERE 222 Trk&E 0 L /I I NTRKE R ZE 8 ~ E A SRl
By £ R Trk 2B HAHELAE Trk E B R dk & 2 /0 — (F g BB 2 Trk&E 5 2 Trk
mRNA B AFIRERA) » BUERE TrkdE 5 B FR I 2 NTRKE: K18 #) 2 rh 4
A NTRKER 2@ FRFGHEE 2 HoroldatE - HsEEHEF TrkE T 23
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e B0 - NTRKEAR ~ TrkEH R HERBOEN N EBE ZRF TR
NTRK1 - NTRK2E(NTRK3EL R 2 2€ % » 3% 58 B4R tls 273 4H i M Vs P B Bl
A EFEZEEE 2 NTRK1 ~ NTRK2E(NTRK3E RN 4Rt 2 & HEMHEL B AW
2 iEE 2 TrkEH - F40 > NTRKER ~ TrkEH K ERFSVEMENEE
ZHERFANEEKMEENRH ARG ZER e EDEA
TrkA ~ TrkBE(TrkC 2 —& 7 (R EEY ge g 45 ) R EEQ 25
TER oy (Bl HA S TrkA ~ TrkBE(TrkC) - iRl & & 0 < AN 0] &1 (F]
) - BPABRINTRKIER Z DUNAMNEF 2 SMETF10-19 ~ SpEF12-19 ~ Sb
BT12-19 ~ JMEAT13-19 ~ SN T 14-19800MNAT15-19 - RIS EH 2
BRI AR (B0 B AR BINTRK2 AR 2 LU NIMNEF AN 12-21 ~ Jh B
F13-21 ~ JMEF15-21 ~ JPETF16-21 ~ BIAMNAT17-21 - RIEFLSEH &
BRI AR (B0 B AR BINTRK3E R 2 LU NAIMNE T AN 17-22 0591
F16-22 « HNTRKER Z iz 2 4558 2 Rl & & 0 < IF PR &l 14 5 Fl R 2o %=
1~ 34 o

NTRKE R -~ Trk & H B8 H R BUE M= E 2 K38 0] B )
NTRKI1 - NTRK2E(NTRK3E[R 2224 » Z(F)REErLESHE2 /b —H
(Ban > 248 ~ 348 ~ AE S E)BEZEE (H40 - 6Ty oRBhZe st 2 — B¢
% %)L TrkA ~ TrkBE(TrkC - NTRKE R - TrkZE s H R HBUE S
EZRFEEEGIN) NTRK2E R 2288 » 32288 E A BFEV6TIM 2 B
ZessE  TrkB&EH - NTRKER ~ TrkfE H e H R BOE M E0E & 2 K
BIFE(HI40) NTRK3ER 2 288 » 228 B E A RIEHO6TTY 2 BEZE% 2 TrkC
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NTRK2E(NTRK3E [N~ 2€ & > &

Ny
b

Ze 8 3 B TrkA ~ TrkBe TrkC&E 5§ —
B2 {6 A AT e B (B0 > 22 /D21 S
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o
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D30(E ~ /D40 ~ Z£/050MH - £/D60(H - 2£/DT0ME - £/VI0fE ~ E /D
90{E ~ /1008 ~ 2=/D110M[ ~ £/D120(F - Z£/V1304# ~ £/ 1401 - £
D150{E ~ £/01601H ~ £/ 170H ~ £/ 1801 ~ £/ 190 ~ £ /1200
{# ~ 2/D210{# ~ 2=/D220# ~ £/0230(F ~ £/D0240(F - 2=/D25008 ~ £/
2601 ~ £/D2701H - £/D0280(# ~ £/0290(F ~ £/0300{H ~ £/D310{H
£ /03201 ~ Z£/0330fH ~ £/0340(H - £/0350(F -~ £/D360(F ~ £/1370
(& ~ 2/ 380(F ~ % /0390(E 2 £ /4001l Bz B B2 ) Z dl 5% (Trk A ~ TrkBEY,
TrkC 2 Mg &S Ik i vl 8 M I S R i 2 KB (b Z e BB R AR BRI - A2
—EEHEHI T - NTRKER ~ TrkEHCHRFSCEE S & Z A 6/
FENTRKIERN Zik% > sz bk A sk = NCGF&E & L B BMNE T 10(H A fE
NGF«E & ®h) 2 TrkAEH » k= /MNET 1085 M5 e B MK HRE

E—EE R F > NTRKER -~ TrkEH S HRESE S E 2K
Al AL FETrk mRNA ZBFREEI R > fla0 > Trk ALK ST B2 2 g8 B Trk A
mRNA Z FR IR 2 HEGEEGZ MAMNE T 104RH5 2 A B 2
TrkAZEH » fE—EE 0 > NTRKER ~ TrkEH R HRBFSETNEE
A ENTRRKE R (F140 » NTRKEER 2 1{# ~ 248 ~ 3(F 24 HAth
RO ZH3E » i FHE oS (B SHAE P NTRKE N 2 B 77 bR 3 -

flrsg " TrkofH B YRR SRS ) (RBINTRKAN ~ Trk&E 5 s H LR
BOEMEE E B ZREME R (B4 - BUASCRTE A NTRKE A ~ Trk
EHNHERRIGEM N EE X RF L 2D —(EE G (B0 > 2(E ~ 3(E ~ 4@
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AR ER > floss " WAEY ) RiE R A AR RIREER
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N BRAKBEEEYI(EENE) -

AR ER - fiush " EERANE ) BEfREEM e R EREH
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LAV BN IENE - AR B e A S FTIa EER A BOR E ZER
ZBES o BRI S - /BFR AN ELRAFEZEF 28R 2 LLG)/aFE
FHES AT F A Trk A k2 /2 Trk B Z I G B E f5 2 BASRIR ~ W BORE > (i)
Y~ BUEBOH PR BRI - IR EURE £ — B REAR 0 B Gi) FER
BB A AT 2 BRg PRA ~ IR I B E Z — R FEAR Z e 4R - &6 &
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a¥) - EREHEA-HS)IE RIS G < B EBEH GV ] 35 R E g8
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S R R BRI BT A KM R DA R 28 & TS AR 2 S A

& 2 (I-HS) 1] 38 i (E — Al i {R & B 2 (P40 & B 28 (B A0 &L E 7
L) ~ & Al AILA AR B B F T B R B RS BT B o & R (T
HS) o] DUE ] {8 A S B fE S\ e B2 - B anse il ~ ko ) ~ 238 ~ 7B ~ TR
R~ ROER  BERE - B R - B UK - MBI - REHEY T
2 B a2 A PR - SR - pHECER] ~ BHERE
W R R Ho A S VR - SRR IR G I - Al ik A iRE R H 285
EET B BB FEIRIP L c REFE YIRS IHZ 55— REE -

ARt EER A (-HS) 2B a8l o) o BEFHAFEM 2
SRl o MRIEE B R SRR E Ry lE MR Iy 2 48 & B (1-HS ) B B 42
ST Fe R G o R BB ] it S B (0 > 4K T EIRAE RS (B A0 AL ) AT
EZHEEAMKRA RS ER A - A2 O R ZEEY T > qT5RH
E—HHBEEENE - NIL > BRSO REE (B0 - BFR - BUE R0E
) > EH B ROR IR R OK ~ B~ ZOCER ~ Ol IR - IR (B o
ZER) ~ REURE ~ DIIEH] ~ & OB s ¢ B ERS O AR B (40
AR ~ B3 - BEAREE - BB KR - 8 H s ROR R B AR
o~ MR~ AR JEUER ~ RO - AR MR AL - BEA SR
BIE(EARR)EN ~ BB~ KA 0SB ~ ORI -
R RS BB (B0 P11 {H B2 (acacia) ~ s & B BOHRREM ~ 5 A5 BE 5
AR B 2% - SR EREN - SBEHN - RACI K EEAILA o FRAEE AL AR (B IR
BBy ~ HESRMER - Bis - WEL - =RBREEWOIE -

NEH kB S i  ERERRAFORBERTP A &
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THEEINE S REE - HNIREE - SRk EEaalE A - ol
A EE A B A AR R BRI A PG IR SR Y B BV mT B R oAt A o R e B A u] T A
BOER - ACZ B T o RAEE RS ER - BRI REEMIE - A
REHEGYRHEREIEHEA(BIW  FER - BE - B - RN - KRR REE
WML B & A B E N FATI Y H R B0 2 8 2 IEMERUY -

AL BERGYERIEEA (P10 - $EH - B - K~ 1 - &
B~ Rt s ML ED R & 470.1 mg£ 1000 mgeiH o Z{E—#HE > H
AT LLEY0.01 mg/kg/ R ZE300 mg/kg/ RECH T 2 £ —&u# -~ BERL0.5
mg/kg/ RZES50 mg/kg/ R HF 2 F—@HBEZHELS T - £ —LEFHH
o AR BEEH G YIERIE B & H 25 mg 24500 mg 2 AL
ATt AL &P (B0 - 925 mgZE £y400 mg ~ €925 mgE&y300 mg ~ &
25 mg£4J250 mg ~ €J25 mgE £J200 mg ~ 425 mg£&J150 mg ~ &25
mgZ #7100 mg ~ 4925 mgE4J75 mg ~ 4950 mgE 49500 mg ~ 9100 mg %
#9500 mg ~ €150 mgZ£ 47500 mg ~ 89200 mg £ 49500 mg ~ 49250 mgE
£J500 mg ~ 49300 mg £ 49500 mg ~ 49400 mgE &J500 mg ~ 4950 mgE &y
200 mg ~ 100 mg£ 250 mg ~ Y50 mg £ £J150 mg) » {£ —EH Bl
o AR BEEH G YIERIE B & H 425 mg ~ €950 mg ~ 47100
mg ~ 47150 mg ~ £J200 mg ~ 9250 mg ~ %300 mg + 49400 mgE 47500
mg 2 ASCRT R B ZAEEY) - AR 0 BIE ]l BEFE K - BRI L
BEEERFEA e MEL FE-LFHH+  BEGESH—
(QD)E¢E H W X (BID) % #1 -

WM ZEFHAYERBU T ZEBUBRBIE A - GIOsER - A
B~ BBE - oK~ FEA - EEIESIRERERIT R - EERABIOREE
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B R 2 (ampoule) - BBk BB SR ¢ BHH K 1R
B - GBI - S T R R SR P R A SR R IR - 53
R - AEYIT ZHAEN EE R H R R i
FEVE AL &0 2 7 3 B (40 55 B ) o A % 4R 06 A O L P S B 2 e
A BTG ST S B S o K4 R (S IR £ D AR
(BIANE ARG BRI « SLAE - RO - BB BT -
WERDL - BERREA SN - BEEE S5O RO AL 0 R (B4 KR & DL
Bk &4 & B 0-HS) 2 ER &) 2 FRTERA LY « ERRZEH
HEESYBEEE  ETEERG B IS RNERESYT - e
B SR S VI U S 2 BRI B o R - AU R
B - ik I ERTEEA SIS R EH0.1 mgEig1000 mgIL(E
— B8 S AR BB M 7 2 bSPTIR B R s
S S BT AL 6 R 4 DA R AT R R B R A B - B
AISOUAI ] 5 AR AR (3 RANI R (R BATE 2 AR -
2R TR EEAE 5 59+ 0% I PR BAJEE 10 0 A M L T 3
VL T S A T BB B - R I E R R A
PR SRR R RS BRI SE - B R LB S
ot -

40 A SR 0 A0 1 P N S T 4 R T =
UK TR - B AR L KM SO RO R AT & A
HCBUA AT ~ R0 DTSR TE A ) 8% 2 FLI b R B S 0L B8
SR o SRR ROT LY 53 SR ST R S W R R AR > Bl

EE - WHEE - R - R R EGERR - HERER - K

5 61 HEEHIEREE)
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LIGEME IS e FH A B - WIS - IE R R B RGBT ER
FE ST EE A I N P LR £ AR S A B BT IS 2 F 2 BUR

& i 2 (L-HS) 0] &% i &7 31 (58 28 B S R DA & B S B il 243 It
T2l PR 2 $E B R R R F BL o AR DA S MR IR B S FE A B > AL 2
il & 5 2% TR B 1 B E AR R B A Y T JE [ Bk EY -

REEAATIRMt 2B EHGY) - IRIEE AR SRE S TR E R
MRk Oy < &5 5 Y (1-HS) B B8 SR I 7o 70 R & - 5% R A i 17 $52 B (B 40 2%
IR &8RS ) BT IS BRI i SR AR S A 2 - SR PN 20 78 1Y e 4%
TR 2R - — SR FREEE D A7 2 B [ A A] 2 B i 3R [ R A

7 (American Pharmaceutical Association) J 3% w7

I

)
T

By

g

m

(Pharmaceutical Society of Great Britain) £} ik 2 The Handbook of
Pharmaceutical Excipients o

B EEHEY 2 A E MR R 2 H Ry S o B4 i Marcel
Dekker /Y 5 H R 2 Pharmaceutical Dosage Forms: Tablets, Second
Edition, Revised and Expanded, 55152534, fLieberman: A\ 45#E |
Pharmaceutical Dosage Forms: Parenteral Medications, E1E&ER2E2E,
mAvisZE A4GEE ; K Pharmaceutical Dosage Forms: Disperse Systems,=5
12 £5%2%, diLieberman¥ A 4R4H -

FEFEGHEEIE - &R - B3R~ 8RR v Ko & B
i AR 2B &R DL Bt &) F 2 F—F HIREB AT 2
Bl & 7 R T

Gin A (I-HS) 2 HAIE AT £ 1.0 mg/ B F A/ K £ 10,000 mg/pL 4

ANB/REFES L EHENNE T 2 E—sENEL - gEOREmE

5 62 HEEHIEREIE)
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HEVEE LI EHO0.01Z ~ 0.0525 ~ 0.1Z5% ~ 0.52% ~ 1L.OER
2525 5025 ~ 10,05 -~ 15085 ~ 25.0 5% ~ 50.0£5% - 100=
5T~ 1502 5 ~ 2002257 ~ 250 77 K S00 2 52 5 14: 1 £y R 488 i Ak o 77
B) 2RI AR AL R < BFE - BEY) AN EEE PLIEY0.1 mg/keds
EH/REL1000 mg/kglE/ R HP 2 E—#E KIS SHRA - BEM
2 B0 [E /5EY0.5 meg/kgB B/ R E4I500 me/kgfg B/ RECH f1 2 (E—#i[H -
EER > £91.0 mg/kgRR B/ R E 4250 mg/kgRg B/ RECH T Z(E—#i[H -
FER > £90.1 mg/kgRRE/RE 4100 mg/kgRg B/ RECH T 2 (E—#i[H -
TEEHIF > ZEE ] 54J0.1 mg/kgfB B/ R E4Y50.0 mg/kghg s/ R(H +
ZIE—BHEHE - LB —EH T > ZHEHE T 5L0.1 mg/kgfBE/REL
15.0 me/kgRS B/ REH P E—#E - I —F0IF - ZHE T 5£0.5
me/kgBBE/RELT.5 mg/kglBE/ REHFPE—EFHE - & a2 -
HS) [ BN ERIREARKAE—HEE 2 7 F#EH -

AT B 2 A ()8 T B i bl AE IR TH ROl B oK W 0 LR B R L
20~ BUEIGRE - B U ROER R L < TG - S5h - BAFTAR . B
REEHACRRABEREERR =28 - 08 IR EEFEZEH
BiAlE -

PE IR T LR - (E B R CR HE R Rz 2 A R/
SCENYIR I 2 RSN R E AR A B m TS (B & Y e R B TR 45 E 5 fiE
ZRETT -

FE TR i A 2P R ERERE /RN ER RS ER
E#E T 2 AR R (EEXHN VER R - B 26 E i E L)
W B AR IR B PR R B B2 SR N AR T TR AR SRR
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ARSBEHET ZEFHERFEAU T &%

ATP = SE]
DI LHET
EtOH | /f

GC RN ST

MOPS | 3-(N-IEIEL)- A s
MTBE | EHELEE = T £

PDA pA P =1 =l

RRT FE 3} O B B3R

RT E=0

THF VO & R

TMB 3,3',5,5'- DU HH EL B g

LUN & 1 [ 22 55 B A 3 B H &K R 7 DLs B B A A 38 BH - HHIGIEE
AR LA WA Ry UE — U7 PR 1) FL AR HY FH 55 S5 A1) 30 [ o P A 2 A3 T -

PrIESSATE R - MAME N E I > AT mE B DU R FE R AL - 54
7 % 18 5 5 5% € 75 (B 20 Sigma-Aldrich Chemical 2t 5] + EMD - JT
Baker=(Pharco-Aaper) » HERIESZHIER » & R H ARG HE— 5 Ai(ERI{E
o PHE R (THF) ~ BEbe ke Ho Al 3 1% 05 B (% % 5 pe e Ot e pg (f1 40
Sigma-Aldrich Chemical /3 5] ~ ACROS -~ a-Aesar - Lancaster ~ TCI &
Maybridge) > HARLIFEZARBEE -

AE PLIA BT & sk 2 > FE R SR - & AR S B R AL
B TIRBECR G AREN > PHSMIISE 2 & L - 20E BRI & i R
mo e 2l > RS A ST iE R L R ED B n AL S USRI BOE B 25t T &
AIZ S e P BN i AL i HOA R BOB R 288 L R BV P EHE » #4E FEIE T
R IRERERE] > AL R 230 28R I R EE SRS E T o S SR E
an B A AR A (A~ R4 AR . —(E DA E2E ER T A1 ER > AU 55
Pl (5 3 VT BE FE B B — SORESD B HL IR R BT AR [E] BN ] B - fief s AR
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Z W 82 B A 2R 1 e B i e (F R sl > RIS RN S — D B2 A
B e LS8 P B A 1 B IR g T AH R BN [E]

TR R R R AE IR R T (BRIESASRIDAE " ACSE |

AT AT > HR AR B A 18 R PR R S 4 AR B S5 BRI <

SIAZEY) Fe st B

{55 FH W {1l 2 AH =0 580RAE J i (HPLC) Zx 8¢ F B i AR B A0 ke oy i > B
LIEROKIZR LB AE B B o — (il % 48 #% F Agilent Zorbax Extend
CISEE(f£264 nm'T) » M5B —F&K(FLH > ' TRKIPMI1 HPLC | )ELFE
Waters Xbridge Phenyl'E#£({£268 nm ) - FrIES AR - & RIE AT
— &Y - LR ALEY IR TR AR ARG L A - HARKRLE
MR WEAEE - ZRET T -

ANEEYZIER P EREBRE K49 152(S)-N-(5-((R)-2-(2,5- &
AR AR ) ML I IE - 1 ) - PR [1,5-a ] Mg I - 3~k ) - 3- PR EL ML R I - 1 - B g P 75 1
R/ D ERKFALA A EL-26C ZE - BBRAE 2 REZBRIE T a2kE24/)
e o 1R B 2 REZR ISR 2 €920 megJE B RAR EHY/MRT - [Ra% /MR
ORISR E MR E BB A G5tk - RERESY ZEE 5 EEAH
B AFECYINAZN40CITHIRE  EELEFEEERERL
IEEREZERIN0088 8 ZEK &1k - B 2 Wi ERES ZIE&E P
Z XRPDIE FE RGBT -

WO 2010/048314 Z E I 14AT AT B H ALY ZIER P
Bt B 2\ B8 o R8I EE A RUA Z W A B R Z IR RIE AR Z XRPDIE FE AR
TR B 28 5

AR RS R R A-HS) Z 2R - AL —E'Hf+

bl

%

Y NN
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UDSES LI g

FE—S T AR EREESEI-HS) 2 8 - Has

(@) [A(S)-N-(5-((R)-2-(2,5- ~ @ A A LIS BE - 1-55)-TEE e H-[1,5-a]
W UE -3- 55 )-3-FR AL ML IR WE - 1 - FHER e Y ECOH /1 2 78 RN IR R BE - DATE
FE(S)-N-(5-((R)-2-(2,5- & A A LR WE - 1-55)-DE M [1,5-a] W g - 3- %) -
3-FRELME IS WE - 1- H B b < bt e = B

(b) [P (a) B IR B LU AR

(c) HBIEEZHEIR LA o7 B (S)-N-(5-((R)-2-(2,5- 5 7 A= ) LI g - 1-
B)-DEEPE I [1,5-a] W e - 3- % ) - 3 - PR AR L 0 g - 1 - FH i e it I = B

(d) JEE#(S)-N-(5-((R)-2-(2,5- & 78 £ ) L U g - 1- & ) - Otk e
[1,5-a] % g -3- 5k )-3- #€ AL L 0% 0 - 1- HH g P it B & B B /K /2- T i 2 5:95
wWIWIEIR

(e) AE&65-70C THERHF MIHTE (D EEVHEE LB ER
% F5%30.5% > LA R (S)-N-(5-((R)-2-(2,5- 5 25 £ ) ML IR g - 1 - % )-IEE g
[1,5-a]nE-3-45)-3- FR AL LIS g - 1 - H R B i B S BB 48 i 2 2 0 0 R

(f)  FEHRBEIE T BE(S)-N-(5-((R)-2-(2,5- 5 = A L& g - 1- &) -t
M [1,5-a] MR 0E - 3- 5 )- 3-FC EL LR I g - 1 - HH g e bt e R R & A 2 -

FE—Sghfld » Rt RE—FEE 0 (b)) £ =4 § F A (S)-N-
(5-((R)-2-(2,5- " A B ) LR E - 1-55)- Ot M - [1,5-a] W g - 3- &) - 3- FR AR
0% U - 1 - HH Bl B o i 2 BB 3620 B () OB R D 1 L n P BB R H 2P K
SRRy Ik -

FE—S T A o AR EREE S-S 2 8 - HEs

(a)  fEERFEAL T {ES-2-3-08 ERMEMEFF[1,5-a] i e BL(R)-2-(2,5- 5,

5 66 HEEHIRIE)
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AR - LI BE (R)-2- PO ELBE 30 % 5 2 JE LATE Bl (R)-5-(2-(2,5- i A A I g
0E - 1-75)-3- B BRI 3 [ 1,5-a] BEIE

(b) A Zn K B B B 8% (R)-5-(2-(2,5- 3 AR B ML g e - 1-55)-3-
BFf FEPEEME I [1,5-a] W BE DU B (R)-5-(2-(2,5- 3 A B ) ML S g - 1 - %) IEE g -
[1,5-a]WiE-3-H%

(c)  FIFI g R & H B R A FR FR T % (R)-5-(2-(2,5- 3 28 B8 ) L i 0 -
1-EO)MEME - [1,5-a] W BE - 3- 2 LUE B (R)-(5-(2-(2,5- i A AR )M I8 Ig - 1- %)
IEEIAE - [1,5-a] e g - 3- 5 ) o B B I A5 Bk i

(d)  HEEZ(R)-(5-(2-(2,5- AR A ) LR BE-1- ) MEME - [1,5-a] W5 e -
3-0) B B B AR A i B (S) - IEL I g - 3- % S HE AT B (S)-N-(5-((R)-2-(2,5-

TG S L ) IR I O - 1 - G ) OEE MR S [1,5-a] MR IE - 3- Ak )-3- FEBL 0L 0% 0E - 1 - FH i
R

(€)  [AZ(S)-N-(5-((R)-2-(2,5- & A E) ML Ig 0E - 1- BL) I 3 1,5-a]
W W -3 - 5 )-3- F AR OLE 0% g - 1- BH i P v 078 I i B LA TP 16 (S)-N-(5-((R)-2-
(2,5- & A E) LI WE - 1-45)-FEE MR (1, 5-a] wg g - 3- ) - 3- FR AL ML 0 g - 1 - B
BRRr i e S8 &

(f) T3 EE(S)-N-(5-((R)-2-(2,5- ~H A E) LIS BE - 1- & )-MEME I [1,5-
a] U IE - 3-50)-3-FR AL IS 0E - 1 - F FR e it e R B 4 Y -

1 R B (a) < — S EHEGI o - gkl - BIa=2R

e B B ()2 — S EH A+ - Ao Bas - 0300 Bk %
> BNt
BHA

5 67 HEEHIRIIE)
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5--3-fH B LM I [1,5-a] i iE 2 By

HERA - WEIEFE[1,5-a]WEDE-5-BR g 2 BUHE © R L H-MEME-5- i k2 1,3-
R T e -2,4(1H,3H)- il 2 78R (1.05 8 B) EH B ACH A MR 8
753 ~ PR A sEEs ~ J-Kemof EHR$F K AR IE N BR S22 No B8 o 28 2
Bl T - AEIRFE T - L5 A R T4 vol. (4 mL/g)fE/KEtOH{E
[ 88 &Y > B H2.1'E ENaOEt (JYEtOHH 221 wt%iER)FEH » HEg1&
A1 vol. (1 mL/g)fi/KEtOH P E & - (HAERITR £4975C H AL B[]
i FRFEERMTRKIPMI HPLCEZE /NG 1LSH TR % 2 1H-TEME-5- iz
Folb > DUERIE20 pLAE4 mLA BT /KGR Z B8R K S pLiE ST IRAE
220 nm | Z {2 fE 2 EERE

8 /N1 > F2.5 vol. (2.5 mL/g) BRbe iR &Y HARRALTOTC
N EUR VN o AR AR LA 2 E0RBE - B EIUR S RE NGB
JEAT _EARIEACUL RIS o MR LS I A4 vol. (4 mL/g)BRiEAE IR B [ A
o AR R o LR E RS RS EECH R R A4S C THEEEZE T
FEE  BEEHEEEEBIE ° PL93-96%E R GG IE)E B = G E fE it
5 [1,5-a]-M# e -5-BF #9 H #5 MHPLC (f£ L @7 /K$ 21 mg/mLIGRER,
TRKIPMI1£220 nm N)ERZF[KFL99.5HFE R -

HEEB - 3-WEMEMEIE(1,5-a] e -5(4H)- B Z B4 © MA{E40-45C T
JBAERL3.0 vol. (3.0 mL/g) A g /K o ZEMEH[1,5-a]w e - 5 - 5 8 S T fiC
M EICER - AR S EZE NE6STC N EKB T e RS FEGH
EEHEFN2.4 LA ZEE(1.4 vol/l.4 mL/g LT /KEE) - $HEHE

% 68 H(EWHRITE)
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EREtOH (30 pLAEEE4Y1 mL MeOHH 235 TR) H it < BAH & AT (GO ER
/NFR100 ppm > A AE R IR ITHNOs (8 /£ T HER Z 2R B 1 Bk 2 B5 /8
s E—BFEET - i —1.5 vol. (1.5 mL/g) DUKERIHGHAER » Ak
EEEZETNE6SC T e A 2 /KiaH B HEEBZER2.4 it
YRRl EE (1.4 vol/1.4 mL/g DI/KEE) o $F %586 EtOH (30 pLixfR
P51 mL MeOH H 235 &%) B it < # A J& #7 B 7R <<100 ppm Z 7% &
EtOH » AAEFHRRIIHNOSEAE N EARBEEFE(THM JBERE
FI3 vol. (3 mL/g, 10E E) >90 wt% HNOEIHRC A MBS -
753 ~ R 2 BEes ~ J-KemOm FEER ST R A IR IE N R 7 #2E/  No B fic e <
BRI WAL RRR T HERANLKKAANGE S RA T 2AI24710C -
{55 R BE 1 35 hkek R =F - DAAE /2 8l N 45 35-40 C W DR E 2 AR A 1.75-
1.9OSHSTE < EEME HF[1,5-a] W g - 5- B 8~ L B /K0B R (1.16-1.4 mL DIZK
JgPEE M FE [ 1,5-a W 0E -5-FE 4 SE L HN O AR - EHZZ S iE 1LY B8 A (£
b5 e ZB5VE S » A2 x 0.1 vol. (2 x 0.1 mL/g) L # /KR L3 Vi
i~ ERE G CE IR RN R ISR R ER ST o 5SS ER I
% (EOREZ M N2 4945-50°C 1 fRFF&Y3/NEF - H HPLCE /R UL M 3
[1,5-a]WE0E-5-FF 84 22 3-8 EL ML e (1, 5-a]m e -5 (4H)-Fi 2 > 99.5H & % i
b
HERC - 5-F-3-H AN IF[1,5-a] g g Z B4 © RKE3- B B mh g o
[1,5-almsle-5(4H)-fil 26t 2 Fo f A AR s ~ IDEE -~ B2 5ees ~ J-
Kem i 5 £ #t & 72 TENo BR 7 #2281 2 N fic 25 < B REE R 1 o fE R I
T M H8AGTE(8 mL/g) CH;CNEEAGRRE » HART& F2,6- B AL g
(1.058 841 - BRI R 2L50C - (ERBE SRt - H

% 69 HEWHRTE)
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0.33E BEPOCLEZRFIEERGY) - IWEHRBRIIEFHKFEN =FRHR -
ERFERRZARTELL > EEEER T RVE /I - K5 —1.67

EBPOCLAHEREGYT > AR nsfaERE - BRELERSY R
FEEOR(78C) « LLFEREVITRRE E R EFFIXIE » IR AKALEFHE
REHETH ATRGE -

ERERGYIERE £ 2B AFEFROLEEHPLC (f£5 mL
CH;CNH #7220 pL, TRKIPMI HPLC, 5 pLiE5f, 268 nm)3b & 5
5 1 BR A 77 T B L Br T o 8 e R B e i e CRETAS 1e — BH R LI ) A P A7
£ =B (RRT 0.92) HERZE R/NRO0.5H 1R % 2 3-bF B ML H[1,5-a] FEIE -
5(4H)- fi{ (RRT 0.79) = F£1.9 kg B £ > F£ 19 /)N Bf BE 8¢ [A] )7 1% (56 A
TRKIPM1 HPLC/E268 nm N F0HE &% =% 8 - 0.25T & %~ 3-HY
ELOLE 04 S [1,5-a] W BE -5 (4H) - £ 99.5 T T8 % 2 5- % -3-bF B DL 3 [ 1,5-a]
WEIE o

BEB

O|||I
)

OH

e

(R)-2-(2,5- @ 75 -ME IR e (R)-2- FE B IR I B s < B4 05

FBA - (4-2,5-ZFFE)4-UEE T E)-BHEFRE=T ZHEIH
# o R2-R-L4- R (SEE)EFRNARETHE (B 52-[lE AL Is e -
I-HEEE =T AR EE)T WL ENS5C - &E2/NK#2.0 M iPrMgCIf?
THF 25 R(AZE)RINERSYIT - [FHRF SER FE AR £25°C LA

5 70 HEEHIEREIE)
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T HRERAAEGYSCAURF UNF(GC o E IS K (CGrignard) 2 i) -
AEEY30 minifRn2- Al S AR IR E-1-HEEE =T EE(.0ZEE)IN]1 BR
THF o 278 > [5) B RF R O R SEFFAE25 C LU T - R IEAE&YSC T iR
90 min (B E2-fI S AR E-1-HEESE =T EfE/NRO0SERE% (3
HPLC)) - FISHERE2 M HCUKIE RS IE - [50S4 7 (£ 45°C
LUR - 241 - & REVER 20 R0R 0 R I1 1088 fE B bl L FrKg -
A4 A NaCURKE R RAHE - BERAIN2 x 151 2 MNaClUK
IR o R ZBEIV)R R B (<1%wt THF > 3HIGCEE) » 28R
& R35-55C Hzx B ) 100-200 mm Hg > fURIRII2 x 48818 2 Bl A
m/NRBERRERYTRE - A% > AREMESYMZEZ 1088 > FEN
BELS55C > BEMEER - HERsY 2ol 2=RBE - FRRLEE
INIRSTC HEE R FEWIGEIEAMHBIE - F2 x 28888 L B iR IR 8 - i &
AR EEZE NESSC T ezl EEEHEWE ML > BEIET5% £85%H 5 &
RZ B GERR(4-(2,5- 2@ 85 -4-HIS A T 5B)-lEHIRSE =T & -
SEEB - 5-(2,5- & EE)-3,4-ZF-2H- LR 2 BE - K (4-2,5-2F
R )-4-EE T B)-lEHRE =T EREEERS vol. IR » HiRkiI
228 E12M HCl > SR FEERN A SRR - /S EYMEVE 65T il
PREFF12-24/N8F HAEHHPLCE M » S2plAR - F/K/7KIG(E SEY) & Al 2/
Fr15°C - H3E E2M NaOH/KIE R (4.7 vol.)RipHAART £V 14 - i S EY)
FEEDR MR -2/ - FE SR 2 B AR Z 0 RET o ARRK
J& i I 3RS TR B FINaCUKIE TR IR TG - 5 73 1% T2 2 i By Jhb oIz P 7 R 7Y
LSEGRERE o o 48 GF/FAE e 4R 48 s AT {5 03 IR 4 Ry 90 % 22 100 % B

AREE R ZS5-(2,5- m AR AR)-3,4- @ -2H-HIg LR E il e

5 71 HEEHERBE)
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FEEC - (R)-2-(2,5-"FFE)-MIge 2 B - 2R TR &-1,5-1
B (0.2 mol%) R (R)-2-(2-( AR Bl B ) 7R 5L )-4- BN £&-4,5-
R EEME0.4 mol%) BIF N SEETR ZMTBE (Zf05-(2,5- @ % 5)-3.4-
A-2H-MEE) o o REE SYIRFF UG B RS BIERS AR - HIERE RIELL
& o {5 FFHPLC/PD AR 25 B AR 4P Bl - (E R IEY 2 8l 2 /N5 SC B
M5-(2,5- @A A)-3,4- "G -2H-MEIK(1.0E &) » (EH0.58FEMTBE X
Moo RAN20 IR AR EWE(SEE) > FEE R IEREERFAEL10T
PITR o B RIEYREEI0S#EENI0C BABRAEEEE - =B THK
JEVRBHBER - 3MHPLCEE M E 258 H AR LA £/ ST - HSEE
f52M HCUKIE R B NE > ROREMERFAE20CLUT - 1057881& - KFRIK/
K HAE R MR T 3 0 22 2R [P R R 3 2/ N0 - R & VIR £ B3R
MTBE 2 77 & s34 - 3.5 EMTBER R /KE - 1R SEEEMTBER
JNZEKIE - [F]HF #E AR I00.75 888 50% NaOH 7K 75 /iR i pH #H &1 £ 49
14 - FSEEREEMNaCIOF IR RA KR - 2B R - WH3 B
MTBE#G ¥ - € i3 W% 810 B 75 ik H A 1EEFEMTBEM L - K8 R
FEUE By 95% £ 100% T 5 B R F2 75-85%ee 2 (R)-2-(2,5- & 55 )- L% g
ZH e

FEED - (R)-2-(2,5- @4 Es)-REILIE (R)-2- A - B R ls 2 B -
B (R)-2-(2,5- “HAE)-HLIEIE(1.08 8) K 2 L HAT 1S BRI X6
EtOH (200 prf) Z EXEEMR T - AI0D-#HREL(1.058 &) HF R =P in#
£65C » E&J64TC TREIRREMEME - (E/ERLNERT « f£&55CT > #l
I (R)-2-(2,5- s 75 55) - L IR IE (R)-2- ¥R A - BR I BE BE (450 mg, >97 %ee)
BB RINS AL 200 TR o 2R i B PG 1B e A 18 2 Rl

5 72 HEEYIEREIE)
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2 x 158f8 Z EtOH (200 pri)iiik - f£HZE MESSC TEZBEEER - 52
75% 290 % ¥ i e R f2 >96%ee Z (R)-2-(2,5- A EL)-IHEIZIE (R)-2-FE £ -
Y I EE I -

2EZTFEL > BHBRERE =4 (BI0=20) KK.COs - #HIERK
BIELEE ~ B VUG BRIE (THF) © 8% & BEAE T HYS CHLS0°C 2] 2R &
NEHMHE R o 31 8 HPLC TRK1PM1 855 ik g -

TE1
/ /
=N
2NN /
3 P
o ’J_-_._.______ ' + F R O NEt;
c” N /“{'-;JH Ho. .~ M —
NO, o “ﬂ" "7 "OH EtOH/THF
O OH
1 (1]
.. F B F ]
e , il
! . n, 1 :
F/// ZN-N 6M HCI Fe? NN KGO
I ,Lr; J 7 F IR ,J-'-'-'.--- />
/ NN THE SONTENTTH PhOCOC
N N'Oz \“‘\ J NH2
v v
— n H F
/._._-_-:_1:/ F P M . .'.-_-_-_::f/
B IlI I'I I.". [ ; O H
T --'-'.'_'_-_ - NN ----:'- : !
JUNTONT R g EtOH (NN NS
o HN N HN -«
i HaS0,, T HzS04
, O kel

B EPIL (5-%-3- 6 AR ML M 5 [1,5-a] g g ) R IIT ((R)-2-(2,5- 5
HHEL)-MLIEOE (R)-2-FE AR IAME B, 1.05°8 E)EH R HHEMBREES - 1-
Kem i B # $1 5 A IS IE N BR ) #2e a2 No i i 5 < BRI AR - i fn4:1

5 73 HEETIEREIE)
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EtOH:THF 2 75 7R (10 mL/g{b &% 1D B IE & & i et R A = Z i
(NEt;, 3.508 &) - HARIIEREZF&I40°C © 58N IN1TE - K&
EREGYIMAZES0C LR A0.5-3/ N fe S 2E S PIV -

=) G i A AR 25~ T-Kem i & £R 21 K No A L Z [ JE B AR TP 7R I
L&YV BRI IPU SR (10 mL/g{E&PIIV) - (R KiE T &4l
E/NRST - HIRMNZn 9-108 &) - AR UEEREAERFFAE3OCLIT Z
HARIZE A II6M HC1 (9-10E 8) (HH01 kgrfiE » IRIIFEELIL.S/NEF) -
FERCENRGR R - (B R EY) TR 2 =00 H % #30-60 min B £ 48 i HPLCg il
AEMEEWITIV » B > — MR IR B 3§ (K.COs, 2.08 &) Z/KER S
mL/g(LE&YIV) HFE & REZFERINE H B E B (PhOCOCL, 1.2 &) -
A E AR TR DI R B 2 B SR AR R I (CO2) HLA IR I A B R B BR 1R U
SEINZE30°C - R A HIREEP HUE =R FRE#30-90 min - [ {& 76
#B1THPLC 73 A7 LUHE ORAL B I TP AL/ N TR % Z B s B E & VI VIE
2

K

5] _EHA R AR IO VIT ((5)-MErgmE-3-%, 1.1E & > AR{Ea?VI
Z 5w E ) K EtOH (10mL/g of (E&¥VD) - fLEtOH.Z g8l EtOH [F]
ISIME &) VILLLEE 010 B e 2 FH e B8 - 1ERBR I 58 F oo it R e 5
i b 2t EtOH 75 iR 4 £ fix /N R 7H (4-5mL/g) (THF & EE <5% - #E
GC) » HKAIMEOH (10mL/g{E &Y VDie i 5248 10mL/g - 281%
15 B HEPIAESOC T N E9-19/NF B E £ HPLCEUR E &) VNG 0.5 HE %
Fyik - A& > ERIEV LA 25305 > B kR A T8 EE (H2SO4,
HAEEYVI 1.08 B)LLEFEEEYI-HS » HORE @ E L30T TR
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HH
&R B (I-HS) Z 8fF (J7751)

1R (S)-N-(5-((R)-2-(2,5- g 78 B ) MR IE UE - 1- ) - IEE M - [1,5-a ] WE I -
3-EL)-3-FRELOHIZ IE-1- HH EE B2 (0.500 g, 1.17 mmol) AR EtOH (2.5 mL)
T2 Al £495°C - K RFEZ(0.0636 mL, 1.17 mmol)/fN/I £ % #ll7A R
AGHRFELY10 min - EEG AR 2200 o KR EE =T Eff(MTBE) (2 mL)%&
BRI REY T - EHEEVHE - 28% - KEtOH (2.5 mLRIN 2B S
VR NBEY R EZFABR S SRR L - A28l 2= RIEFEL]
N R 0 TER— S ERR - £ LAl 245 TR - MBIEE S I FIMTBE Lk -
1 #8EIE EEHZ & 15 7 $81% » {F R [EI S 70 B (S)-N-(5-((R)-2-(2,5- “ & A E)
OEE 8% B - 1- B )- EE P [1,5-a] W B - 3- 5k )-3- € AL OLE % 0 - 1 - HH i e Tl B =
o
B2
e B (I-HS) Z 85 (5 7X2)

KRB B (392 mL)IRAIZE 3031 g (5)-N-(5-((R)-2-(2,5- “ & A E) 0t

N

I IE - 1- 55 )-ME M [ 1,5 -a M BE -3- ) -3 - FLEL O IR 0 - 1- B i 2 18322 mL
EtOH Z 7&K o DA pe b Bz 288 - AT 2 g (S)-N-(5-((R)-2-(2,5- & &
EL)EE IR g - 1- B )- TP 5 [1,5-a ] M g - 3- B ) - 3- PR AR L R I - 1 - FH g e Bt B2 &5
B B R0 S LR A TRAL = om N IR 2D 2/ DU Bl b B R B 2 B
MR o ARNBERE (20888 )Ml R A% AL 20 R £ /060 min - #IEHIR L
11 BEGE/EtOHJERIEET © 2A1R - fEHZE MERBIRE G B 15T Z e
M E) T EZEREAS

i 45 52 Jor B B2 R B8 (6389 g 0 2K H A{M & OFHL IO R I 2 /K/2- T B 2

N

55 75 HEETIEREIE)
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5:95 w/WERT (HEEA1652 g) - {ELJ68C MERH TIIFVEEGYE R
LR 2 EE % RE0.5% » Lz R E BRI AR » BB 2R - i A 7K /2-
THEZ5:95 wiwiERIIRIERE - Ak - ALEZE MERBEREGHISTZ
HERE R ) T EZRERS - M 1S 2] (S)-N-(5-((R)-2-(2,5- @ A 5L - ML I g -
1-55)-IEEPE - [1,5 -a W e - 3- k) - 3- FL AL ML G g - 1 - FFY g e it e R B 45 4 2 -
"3
(S)-N-(5-((R)-2-(2,5- Z @ F &) - ML IR B - 1- 5L )-ME A 3 [1,5-a] W E - 3- B ) -
3-FEFL I N I - 1 - B g i B 7 LR Y

1 (S)-N-(5-((R)-2-(2,5- @ A 55 )-MEIZ g - 1- 5 ) - ME P [ 1,5-a ] Mg I -
3-55)-3-FE A MR b - 1- g g 2 HAER P (P40 - S A B - SR
B~ B b BR B R G e i M b B B fm A (I-HS) M EE g - HAFRE M HE
HERimit ERUA(DSC)ER: ~ BIEARE M (DVS)EEHE MR
FE40C K T5% MHE R E (RH) T Z B EMZ R - 41 EATIE e DSC DVS
M HERBAHRIF -

&Y. (S)-N-(5-((R)-2-(2,5- & FEL)-HE 0% 0E - 1-5) -HEEFE[1,5-a ] 4
IE-3-55)-3-WEMERIE-1-FEEr 2 &R B2 WHEEEEE

DSCIBEEL E40°C/7T5%RHT (885 ) 2
G55 &G
0 21%
FIEEE | 186206 gi(ZRi}‘I;;ZEE% o
(I-HS) mE AR E L

&
1£50% RH T~ 291%3E 1

HCl 124-134°C | 4£50-60% RH T #8420 | VNI 8 b
1k

1£80% RH | 43.9%%E 1

O D
HBr 177-185°C | #£90% RH F4925%34]] 3;2‘;5
CHfR) e
25 76 H(ZEHSREAE)
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1£80% RH T 4J9%34 11
FHEEREES | 183-186°C | #£90% RH F4Y50%3E R IBTR
(45 im

i a2 VGO i = %

RN | 170,183 Al A
]

HHl4

TrkA K TrkBES 5347

{# F Invitrogen 2 LanthaScreen™ Euwl#M§4E &35 flf 2 H{E & #1Trk
HERSE S R - S 2 > f£H25 mM MOPS(pH 7.5) ~ 5 mM MgCl,,
0.005% Triton X-1002% DMSO4H R, 7 48 &% 1 ¥ 5K & Invitrogen” His
fEse A AZAT kA E 5781505 nM TRK A — H#%5tPV3144E(10 nM
TRK B — H$##95PV3616)H15 nM Alexa-Fluor® Tracer 236 (PR9078A)
2 sMAY)FE AL Z i His (H 5T M4408) &2 nMEFIE a0 < BUR M &
(Streptavidin) (B §%55PV5899) EE MG (L&Y —EiEE - @M% LIDMSO
F o = FEEWREREH LSRN E TR LS I EENRRRE - £
22C T E 6077 3# (% » i Hl PerkinElmer EnVision % 1% 2 ff 58 AL 5 &%
TR-FRET# ) &5 0K 20 fE - BE RN R T BEE6H ot
(POC) - 100 POC&{E A M I & YR E HO POCH{E M 58 2§k <
B HBEEYME - HPOCHEE G 242 BUEEI K HICEHAHHF
4R 150 POCAT X 2 Bh o & &4 AU (I-HS)AE It o3 A1 o $H E Trk ARG B A
8.4 nM 2 “P351Cso - HAEE 73 # B TrkBIATE R B 5 4.2 2 SPHF1Cso
BHIS5
TRKg &% H BB R ik H 32 & &2 (1-HS ) #ll 1

Bt —H E R I ES R (-HSOHE B A A FETrkARNRM & 2 =1 -f

[E]98 fE 4HFf Z 88 1 CUTO-3F4HAH % ~ KM 1240/ 2 . MO-9 1 41ff £ 2

5 77 HEETIEREE)
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& A I H A G 7 - CUTO-3F4l A5 it f2A B3 MPRIP-NTRK 1 & (R jt
G iR EE o KMI2ZM &R (5B A TPM3-NTRKI1fl & 2 &5 05 B 157
4HHE Z(VaishnaviZE A > Nature Med. 19:1469-1472, 2013) - MO-9 141
RN EAETV6-NTRK3 Rl & 2 &M B B % O )% B & (Taipale % A >
Nature Biotech. 31:630-637, 2013) o £ Fl| A 4& & B (1-HS) J& % 1% B 41 i
Ve TE <~ B OHIEE E AT =18 &R S AN AR £ T A AR B TR 2 & AR 1 01 T ([
8-10) » ICso¥t fXCUTO-3F4HAE([E 8)/Np2 100 nm H ¥ i KM 1241 g ke MO-
14t (57 5 [E 9 K [ 10)/Nj2 10 nm -

LY A b 0 FE 2 A — 22 0 (E R & 2 &5 & 2 (I-HS)fECUTO-3F
AU A 8 22 FIHMPRIP-TRKARE 2 H S ERK1/2 Z i B (b 2 HI &I (B 11) »
{5 P (S 781 & 2 45 & 280 (1-HS) AE KM 1 2401 B th # 22 £ #f TPM3-TRKA - pAKT
K pERK1/2 7 Wi B AL =~ #UIH1 (B 12) - HEREEE 2 4 &5 (1-HS)fEMO-
1M A 8 = FI S TEL-TRKCE & H ((HETV6-NTRK3 48 1) - pAKT K
pERK1/2 Z W e AL Z MR (B 13) - ZEFHBE—EE R Trkfl e E0 B A
peMEE M H SRR R TR (E 5 EE IS (PIIMAPK & AKT) » HAZ45 &4
(I-HSYHIH] o 82 FEIRTNE R4S &2 (I-HS) o] IR ia R 5l 2 Trk (41
W TrkEH ARSI Z(HIA0 > TrkEl & 2 H B TrkBEZE80)) 2 A [F]
BHl6
&R (-HS) IR A R R IMbAEZ ER

M A AR R T 2R B A BRI o (R Inpia K E
HARHEATZ LA 2N 210 el BE - B A mfE 88 R 0 LIRTE - #1467

Feimiti i B R MR — 2 2 2 (A []4-13 mmBYAT/NGHRT © 32 2CMES

N
s

i

5 78 HEEHIEREIE)
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SRR EEE - FiloamE A KRR FilTz 28 & B
(ClinicalTrials.gov4R $ENCT02050919) - {£ 4 H #1400 mg. > K JEE2
A% BERYZEH30 mg/m* 2 R FEEE & (epirubicin) & & H 2,500
mg/m?* 7 FIR W i B (ifosfamide) DL K B 4B 3K 2 = 5] §§(mesna) > H 4 4E
BHEBERIET - (& SEZ 28 LI R R 21E Ak g - i
B flopree A I - RN E BRIEREE P iEE - iR TE S S
MM B RN R B 2 L 2Bl - [tk - BRI 7827 A2 Fin
Pk -

Rt iEm 2 VbR ER I ES AREEA T E IO EHE IR
Sk o AE W IATR 1R 9B IERS 2 0 IR EICT (BURNE21A )R (L
BRI - BIRAEAT S 2 i REY/NGEET Ry 18 mm - BE 2 Tl i mis if
BH S HEMEYEIG Y > HFEZEEWNANGFAIN B RITERE
& e AERIELEBE ARG EEREICT » H a8 E A1 98 1 gl
o HZEM/NEET RIS em > | RHYFEATT cm > R KE A2 H
R LB B ENES R RERETEERERAE > BEBEZ—RTS
mg/m* 7 ZZEE R - FIREFES A S R A-HS) 2 /6% -

{5 F§ FoundationOneHeme A {7 (Foundation Medicine, Cambridge,
MA) R E & 2 2B R M R 4 b - (EA S EEEEAEER
DNAKRNAEF 2 ZEE2EHERBHM(CCP) T B EFMLESE
LMNA-NTRKI1 gl & 2K 2 % F EE S A/CER(LMNA) Z S NE T 1-2
KNTRKIER Z SNEF11-17 2 F R F & ([ 14) - CGPYN &R T2 5 i g 1)
H[A+CDKN2A/B(RER) » H)Z2A HME R 2 s E -

1% - BB E 2 R R B 2 oy i % IR A 7 5C (FISH) 77 #7 £E

5 79 HEEHIEREIE)
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64 %  FEGAR A% B F F BB —3> NTRK1 (403 (S50 E £ - It
B RRNTRK AR B 2 BRI BE e 8 — B » BEFRLMNA K NTRKI1A L g
12 RE F A E KIE R - i 0] g 48 28 0 Wi 8 B R 2 [ 2 EL RS Bk 2% ([l
15) - #MHRT-PCR L EFFEEKE ERNE 2R S A 2 mRNASE
B ([E16) -

{5 R B 2 Mg sl Bk B e B AR AL A B2 o A (PLA) DA ERE R S 2R
B2 EHE R LA ENE o PLAGIERAY - /5 R AT [ A7 fa 5 e B
R —CHE YR EREEEEY - Flhothd - EHBEG SR
TRKAS B 4E g 2 Y496 » Hig £ +SHC1#E & Z TRKA ([E17) -
% oy AT AE N A B 2 e 18 B S MR (formalin) [ 8 2 58 58 i 1 e g SR FR RS 1
P)(PDX) g sl ik F 1953 25 e (B 18) » S NTRK1 ZRNAI ] B 4[5 &5
fm 20 (I-HS) Z ]I (& 18D Jz 18E)—f% u] 17 3 B A MPRIP-NTRK 1 g &5 & R
~Z CUTO-34ffg 24 2 TRKA-SHC1# &%) (E 18A-C) - TRK PLA f& JHI 2K
H B AMPRIP-NTRK1ERFl & ~ B & FMEREREY) (PDX) CULC001
mIES A Al EE B s 288 > PDX CULC002 2 FFPEfE B2 T 2 IR
EEEESYI(E18F Kk 18G) - TRK-SHC PLAJR o] fg AR B HY (5 55 &
BEEY) » WHHACULCO01 PDX 7 4p i &K 4H & =~ & 3k 2[5 M (5 9% AT
B HPETRKEIEZ ZREASRR  FEEMMEZEENE - Fito
e 2 B8 2 RS B R M < R EREE - B
B EMIEFR(NEN AR TRKA - B3 LMNA-TRKAE & H
CHEEFREE—(E19AKB) - TRK-SHC1 PLAfFs#K H ALK+ NSCLC
BEZEERE FEERMER - ALK-GRB2 PLA 5[5 M (B 20) » I
HE—TEE I el NIRRT 2 2R EREE &

i={1]¢

% 80 HEWHRIIE)
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#% FH FoundationOneHeme 47 17 f@ 0] H 74 1% #& FHFISH K RT-PCR i 25
A B SR T Z TRKAE B LR R TRKERIE 2 Uyge /&M 2 SRS
ZLMNA-NTRKI1§ & 2 FAERFEZ B TRKEEB) 5 A H TRKFF £ 1%
S B < FEAE ©

BN RHFHETRKEES) T 2R AN Z 5B & kU A VIR YR
5 EREEFTEELNGRET-HS) 21868t - EA®R - #HESE
AERETZARBREREEEANFERES - ZQCTIREERFTE ZIEY
HE FE2 LUK W {18 il o 22 {18 KRy A% - (B & HE R B 5 Dt 12 By R 02 HUROH R
(E21C) - RERRFRI - BE B ABEES PR N HFESLEH T
MR KGR O0% L ST - BGREREENIE ZCAI2SERIELY &
EMEREE(E?22) - EEFEHAEGGHER3IREZ100 mgtJGHE 2
&I A-HS) > BERALFE —RACYI2/NF R FEZHEIR E - HIREVIFTR S
FHEIT A8/ 2 EE B ) B R e e VERFE o BEAIREHBEERIEL
K BEBEZEEUETEYE NE R Z 20 - RIEBEFI YR
MEARECE - BB A48 2 ey B T P 4 20 3 S R 22 Bl 1V I OB P 35 2 2
F - CAIZS S EALMER IR EFEL - LR ER2E IR ZAIEHCT » %
CTHE X (At 2 BEN R HAEMRECIST 11 A&7 e - fE78
BMIBIRZAIEIEE®RCT HEEE 78 S E HNIE R MRECIST L1GEE
7T IE(E21C) - BRR.F > BE B AEEN R ZEE M R & H A FHFE
EHAMEATENERTERIT 2 E8FE - THEZAMARR > B
HRAEMERNRGREA-HS) Z A FEF - ZFBEER > &R J-
HS) a6 (#8e < R (LR - LR E AR ZTrkEH (B140 - TrkEH
ZAERRMETER R - B0 > Trk@h &2 BB TrkERZE %) 2 LA E -

Vi

% 81 HEEHIEREIE)
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LMNA-NTRK1E A G & 550 5o AT b 57 Z0RE F 2 il 0 AL A o L3R
e 48 &H pl MEJE AR PE M SHREERK1/2 ~ AKT R PLCy 2 JEAL - IEEEE HEUEM
(Taipale & A ° Nature Biotech. 31:630-637, 2013) - £ Hff & 2
(Foundation Medicine * FM)4¢:FjE ] FHFoundationOneHeme CGP I H]
e I 1272 (F B0 AH R I Bl - i HI R 8FENTRKIE(NTRK3 Rl & » BLFE
AR IR E T 2 BE (R 10) - ERFEENE » EANTRKRE & 2 8% A
FEEEE T 2 6L AE255E LA T (B HBErE(Fisher’s exact), P{E= 4x10%) » HS
B ZABIES B ML N (BEEFEW, PE = 2x107) » fEnfE/NAEE |
(4.1% ; 95% CI 1.8%-93%) HEBIM=ESmIL TE14.3% ;5 95% CI
5.7%-31.5%) T NTRKRL & 2t HIZRA A 0 - IR R Y Z - &t Al A
HEL & H 2 —F R R ZENTRKIEA R (HMNE T 1-17) EEHOMER2 £ [A (4P
T2-923 A E - Hefd _BEa@EBESRGEERE) - HRIMAER
IR E ST 2 M M RTK 4R 685 £ N (FIAIEGFR ~ AXL K FGFR3) il 2 37 &
Rgh&ZE 4 (SleijferZ A » Eur. J. Cancer 46:72-83, 2010 ; LinchZ A >
Clin. Oncol. 11:187-202, 2014 ; Rutkowski & A = J. Eur. Acad.

Dermatol. Venereol. 25:264-270, 2011) -
F10. S AR BB ZERBSBENTRKE & RN

5" Kb 3" Hi)

HEBEE 5'BEHN Br 3ER JMNETFT B FEe
#4H 4% 8 (nos)

(n=179) LMNA 2 NTRK ] 11 F 41
#4H 4% 8 (nos)

(n=179) LMNA 10 NTRK ] 11 M 22
B 4H 48k 4 4 T R 5% LA

(n=28) LMNA 10 NTRK ] 12 M T
B 4H 48k 4 4 T R 5% LA

(n=28) SQSTM1 2 NTRK 1 10 F N

5 82 H(EHIEREIE)
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B AH G 1 4K i e 5% LA
(n=3) TPM3 7 NTRK]1 10 M T
B 4H 4% 175 88 5% LA
(n=4) ETV6 5 NTRK3 15 F N
R 4H 45 A0 T 1M
4EJE (n=28) TFG 6 NTRK3 14 M 17
1 4H 4% TR B8 (nos) HOMER
(n=179) NTRK3 17 2 2 F 68

5 B b E B DU &S A (T-HS) i 22 M A1 1 TricOs g < 5 1k o
B - & &AL (-HS) R GE R R ELSLC34A2-ROS 1R & & H < JE/ N AT
Hifi 8 < HCCT8 4l Hfl % < 4 Afg 4% JE (& 23) (Vaishnavi®: A - Nat Med.
19:1469-72, 2013) -

Wt B T3 7
b PR R B

NCTO021229 13 (% FF EHY 2 o0 L IR & IR WG 6 58 - HLRV Al &8 & 2 (1-
HS) (E§EMEpan-TRK)FEAR M ELER AR 2 BH B M UG E E iR
B RGERBE T 2 Z 2 REYE NE - R A B EE
e B AEHRE E A% 8 & (Institutional Review Boards)#t A » HEKEER
REEEABEEZ U2 - 45 F A (-HS)%LI100 mgB iR - KB
BEBRBEN 33T HEZIEEE & 2 & &% J-HS) » HBERIE RN
K245 G (I-HS) B 2 R Al i 2 Ay ~ W ERsE g E Mk -
fEEA T ENER 2 BET - IREERECIST 1L.1EERIFHELIRY -
KERERF(NGS)

HEHUDNA K RNA H & 1 {58 7 BE 5] 405 {8 922 i A8 BR M 2 PR R 3 L{ AR %
B k& A (#5 11 DNA-seq) J 265 [ #7 % = #F & F (#5 11 RNA-seq)
(FoundationOne Heme) 2 7 % 5% 85 55 3 17 7% IR Ak 50 2K M e e+ i ot 2.

% 83 HEWHRIE)

(C242239PA docx

110139370 FEESE A0101 1102058406-0



1767858

TE P I8 - A &8 & SO B A2 CLIARE 58 2 CAPRE A 2 H B =2 (A 0

By rh &8 5 4 FE € FF (Illumina HiSeq) » “F>500x(FADNATME) H>6M 15
R (FPRNATF) © 14 gDNA K cDNAZ A BURILGT 2 25 NE N
(hg19) HFEBIETHE ot e T o DU ISR P 2 BRI E - &
FEHUAC ~ Rl A R shR ~ PR HEEE -

B R ALFEAL (FISH)
{EF Vysis LSTI NTRK1 (Cen) SpectrumGreen ( H g£5508N43-030) &

Vysis LSI NTRKI1 (Tel) SpectrumRed (Abbott Molecular, 73 H 4§ 5%
08N43-030 k2 08N43-020) ¥} 41 5 7ij i (] 70 ~ fE /B AR E E ~ A A

(FFPE) 2 FE s 15 2 4ok # B |/ E i NTRK1 53 BEFISH (VaishnaviZs
A’ Cancer Discov.5:25-34, 2015) -

RT-PCREDNAEF

W Se By BT R Ot £ A LMNA Z 1E & 5] ¥ (LMNA Fl,
5°gagggcgagcetgeatgat3’ 5 SEQ ID NO: 1) (WeisnerZ A > Nar. Comm.
5:3116, 2014) x NTRK1 ~ Kk [\ 5] + (NTRKI1 Y490rev,
5’cggegcettgatgtggtgaac3’ ; SEQ ID NO: 2)E Jiifi [ 8% 5% T & I 9 =\ &2 &
(RT-PCR) ° f£ University of Colorado .~ Pathology Core iz {f F§ Sanger
DNAEFEHRT-PCREY] 2 DNAEF °
SR

EEANEREESE BEAR KA ER - CUTO-340M 2 R H T4
YIRS B A 05 m A 2 2 MPRIP-NTRK 1 & R fl & < TVHIFGRR 2 B
< SE M Bl BE 72 HH R (VaishnaviZE A > Cancer Discov. 5:25-34, 2015

DaviesZ A PLoS One 8:¢82236, 2013) - JeEjE Bt KM12 Fz MO-91

5 84 HEEHIEREIE)

(C242239PA docx
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(VaishnaviZ A ° Nature Med. 19:1469-1472, 2013 ; TaipaleZ A - Nat.
Biotech. 31:630-637, 2013) ¢
BEFREEESEYERK

HEBESHBREESUEKEZREEEEEEEY - BAKEHE
Jeg A IRl fe M i iR 2 B (CULCO001) Z FEREAH SR U Rk 3 x 3 x 3 mmiF ) >
B ENRERE 2 TA 10%A6 4 & (FBS) K 200 ¥ {i7 /mL & # &£
(penicillin) & 200u g/mL§# &2 (streptomycin) > DMEM o %5 J& g i
R AEEB(Corning) I HIGASEB/ N 2 EFE—RE LU0 - &
K H HAMRPIP-NTRK 1 E Rl & 2 fifi Bf 8 & 5 2 By B B2 (CULCO002)
LI E P 15 S AR AR 2 5 m] ACKEE 18778 (Lonza) &% 2 min » MFFALID
PREER VAR o #5020 mL PBS{F (5 L i s 30 o FPB Sz
YRR > 21 B H BT FiDMEME £ 2 B g Erh o #5100 ul4HAE(1
x 10°{&/fIFE) B F N DMEM K AE B 2 1 DEEY)(BD)H » FH & & TF
SESER/NE BT - e EEBEY) < BIE K R H 0 0 /i F [
(KeysarZ A\ » Mol. Oncol. 7:776-790, 2013) -
AL AT

LA25-7Sk &0 AEL/ 7Lk 4t A 12 1 22 357 B8 35 B | (FE 48 FLAR 7 ) Bl e 28 & 3y
F.Ee AfETEE KRB REEAN - ARFEHTEZER 4% % FHEEF
REEE1S 78 - FAEEPBSF MK » HARBBRIERR 2 HE
(H#£3EDUO9210 ) £ /N /R (Red) 1 {F F§ 2K H SigmaAldrich 2 Duolink®
JR{IPLA®EH - FPLAERAIEHREE N RELTIEBRE - WHEEE
ch P [ 00 Y 5 /)N B B B B 2 FFPEAH 4 PLA - 5540 > fEfHETP B8 2 5 F] A

300 mME g Be et B pa B 15 7y o8 > e HL A h IARIR BUE B 2 5 R E HE oy

% 85 HEWHRTE)
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T o (£ I Prolong® goldHi & e 2R A (H A DAPD & & 4 Ay H. & (b i
® > Z&(EH G - £ Nikon 1 % (8] B & 56 B il 8% b AL 40x T BAE
University of Colorado Anschutz Medical Campus Advance Light
Microscopy Core 231 Marianasjef#fix 0L B EE FAE40xE100x 9%
= - AL NP ¢ 2K 5 Cell Signaling 2 TRK (C17F1) &z ALK
(D5F3) ~ 28 Novus ZSHC1 » KK EHBD 2 Grb2 (610111) -
WIE

AT AW TE o M AL A0SR RUPAT R L Z /72 H 5% FBS Z & AT (i ]
Cell Titer 96 MTS (Promega) 72K & Jit (BouhanaZ A > EORTC-NCI-
AACR 26" Symposium on Molecular Targets and Cancer Therapeutics,
Barcelona, Spain 2014) » LL500-20001 4t A/ 7L R 1 (i A I A B — B %
R A EEYRTE T R B T2/ N o DL /D3 B IIaYAEYIE Y — ==
g R — ot - EREIR 2 BEP A {# FH GraphPad#kfie 5+ HICS0E -
3% E1 B

WS FT R U E fE e = EIER (VaishnaviZE A > Nature Med. 19:1469-
1472, 2013) - {5 Z - # B3 HaltZE & B f b B B 1 5 KR & 2] (Thermo
Scientific) & RIPA & & /R § % ## 40 AE il ££ f0 & & f& /& (LI-COR
Biosciences) F 5 fE o fFfim{# fE H (1 H Odyssey Imaging System K #{ S
(LI-COR)# T 3 #7 = fE A 2K H Cell Signaling 2 LU T §ifg * pTRK Y490
(R REPLEE, 45989141) - pERK1/2 XP T202/Y204 (47 %59101) - 44
ERK1/2 ~ pAKT S473 (RmAb, 45574060) 2 48AKT/NEa 41 ZD3AT7 (4m5%
2920) - TRK (C-14) % % % ¥ #& {4 & B Santa Cruz Biotechnology -

GAPDH (MAB374) F&xpTYR (4G10){4%< 5 Millipore °

% 86 HEWHRIIE)
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ST Rk}

(B -SUREE TS R AR B8 sl o I NTRKE & 2 fa iR 2
BEER - RFEHSGSE T HGENEREERAEEE - (EHEZHEN
AHIEANTRKE S A FEEEHET ZEE - AT HE ERER v
3.1.3E M -

"H7

EAENTRKERB & BREEEETERE(-HS)BEFEETRKA/B/CH]
1 el B S 7 e S Y

PARCS

iﬂﬂr

11 45 & B (I-HS) 27 IE FF S8 B B M AR RE 89 2 WL B9 3+ 3 1 & IR 3 THA
e 3REHEEFRE  FREMFER T EEEYGRELUSGR ZER
FERE > BB AT o DL T8 & O BlsE 5 8 (I-HS) » fE£QDEBIDE| &
PREF G 28 RHVIEIR « M RECISTEAINRA L 1R E - fEfEER1E 1R
KRESRWEMBERNEME M - HTABFWEL AR B
am BB IT I S < BRI B B BRI F M < E RIER 2 FHIHH
&R

i > LIfES0 mg QDZE150 mg BIDEE N ZRISEMEE T Z&—

EFE23HEHE - EREM(-H)MZ BRI 5 HARZFMTD HigHE A2 A
B Ry 18R R 2800 55 (35 %) ~ B IX(26%) R & 1M(22%) - W {E B & B A A
ERFMEFMECTE ZAST > 3R(HEE150 mg BID) KBz - 38k » F1H
B8 (% & £ 100 mg BID)) o

M BN AL 45 8512 30-60 77 $# 2 B 45 I (I-HS) 2 iy KM AR E A
e LB BT Ol LEGIRE N - &85 A0 (I-HS) 2 R &S G 8EY) 8B HINEiER

5 87 HEEHIEREIE)
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ETERAEEE THTRKA/B/CZ 4998 %I #I{F {4 B 567 -

234 B b Y344 B NTRKE & H1£100 mg BIDE; 150 mg BID |
BITER - ZFBAENI 7 IE © EHLMNA-NTRKIFL & 2R3 1EA
BE(S9% A& 5 TETEER+) ~ B A ETV6-NTRK3FE & 2 c-kitfz 1 G1 A H &
(GIST) (30%[#(K ; 2{E{ERE+) - K EAFETV6-NTRK3Fgh & 2 F. 1R L7700
B (64 %[ 5 2EMEIRY) - ZFBEIBRGHENMTRKE & 2 ZEBEY)/NE
A 2 TE RS N BT AR R AIH SR IR AR S FY
&

o BLRL(I-HS){fit 57 B 47 B8 FANTRK Gl & 2 iB 216 B A S M 2%
e WAEMEEY B 12 8EY) 8 B AL BRI 2 3B NTRKEE & B &
TEER I FREERRERBE  ZFREE - TRSIL Sy FIEEERS
TR AR T B RS+ -

EHI8
& A (1-HS) I R U iR B B = PLEs

Bt & 18 H B oK EE TR & TP (S)-N-(5-((R)-2-(2,5- 3 2 A& )- It 0% e -
1-5)-BEEMR I [1,5-a] W IE - 3- A ) - 3-FREL EL IR W - 1 - FH g B T B = 0 R &5 ot 1Y
(I-HS) 2 ME - 2 FWHREERERN - BREM - REMMEE RBRME © 1E
PURBHZE S - i W HE TR & 2 A7 B (AM(HS)1 2 AM(HS)2) Bl B — £ 2045 &
RI(I-HS)MH EE#R -

PaBz
R IB T
{EFH GC-MSTEERZE ] 73 7 HTAM(HS) 1 ~ AM(HS)2 ] 45 & 24 (I-HS)

LB -

% 88 H(EWHRIE)

(C242239PA docx
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BEI(TGA)
el R B 08 B &Es210°C/ 8 £300C o
ENfRHERDSC)

e i B NE B R B S L 2 K SUIR a i 48 i | N 8852 10°C /7y
§EE250C -

X5 & &5 (XRD)

Cu Ka#g5f » {£44kVT > 40mA - FHEINi#EJE - FIH2/3° 2 3 HHk
4 > 10mm 2 ZEHCH. LK AE - BUBS &SR R " Auto , (U KRB HFEHE
FS /23K EEE ) » 0.3mm 2 UL IR AR - DI2°/min H3° 204 40° 20H E T
f 5 0.02°/F 2R EECE R AN » 0.486/F) 2 B REFR] - el T 1T
AR 2 P LL60rpm ERE o
{fm i & RE B89 (PLM)

BREENWEEMBEI R o B HZ 2 PR R o B
SR EE - MIAEXRLEER 530 nmE FJE R 25 20xY)88 T g -
FIAPAX-TRH 1T R HFE M PAX-TtEAS F R -

BIRR AR KT (DVS)

1. 5 FHIGAsorp 73 AT 8 4E25°C MR FERRME -

2. %4915 megs iR BN ICH @GR T BURBRRENRERE
#J35% o

3 AEEEE B FE R 250 co/min 2 48R /HZ BT R -

4. FEMER—EMU T e BIERA R E R - f£40C TEFEZN2 T
BZ MR 604788 > BB E0% RH ~ 10% RH ~ 20% RH - 30% RH -~ 40%

RH -~ 50% RH -~ 60% RH ~ 70% RH -~ 80% RH ~ 90% RHF;95% RH > H

% 89 HEWHRITE)

(C242239PA docx
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THE—RENRER N 2 RBERERUARFIRSE S 299 5% & (5 FE
605738 o (Ff]— (/R ECER T 2 T i RKIRFfE AT £ 120 min © f£581Y
TEER AL HZN N 4ERF e -

gz 8 HERSTEEEE % -
JEHEMLCITE

11 E A5 T B6 HI 264 nmGPEH'E MR E (35 £ 5.0C) ZHPLC (BHE
Agilent Zorbax Extend C18, 4.6 mm x 150 mm, 3.5 pmfy ) (T
AM(HS)T ~ AM(HS)2 J &% &4 20 (I-HS) Z 58 A5 o (2 iR BIAE © IR Eh
A 005% =@ LBEKBER - RABMEB © L5 (ACN) » f£ 50:50
H,O:CAN (5044 mg[2200 mL ) 2 7&K + 8 5L &%) (B AMHS)1 ~
AM(HS)2 5045 81 (I-HS)) Z /AR © {8 A BT a8 AR 7ot
EaRE2H

=g Agilent Zorbax Extend CI18, 3.5 pm, 4.6 x 150 mm PN
763953-902

ReHIR = 264 nm

BRE 35C+5.0C

SRR E P2

i 1.2 mL/min

FEARSE 10 pL

RelEs R |10

LGRS e ON

R e e 10

RE* SEJIES

SRR B

BB RERE 20 min

=1L E 20 min

*FFIIT 28 (Waters 2996 PDA) B f# 2345 7 -

(C242239PA docx

90 HEHHRTE)
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R R

RffE] (min) | FREHTHA (%) FRENTEB (%)
0.00 95 5
12.50 50 50
16.50 2 98
16.60 95 5
20.00 95 5

HEMLCHTZA

FEFC A PDABCRE S AE TR M264 nm 2 B % Reim Hl45 < HPLC (it
CHILRALPAK IC, 4.6 mm x 150 mm, 5.0 umir &) _F#ETAMHS)I

AM(HS)2 Jo &5 i 2l

(I-HS) Z 5Bk - (EA MR B © BMHA © Ok + &

JREIAEB ¢ FA(50:50)HEE: £ FEH 20.05% — 2 (DEA) - £ H g 851k
EYI(ETAMHS)1 ~ AM(HS)2 24 2 (I-HS)) 2 1.0 mg/mLER - {# AL
T ECE AR S ArEEE
e R E2 R

A LA T #(E 2 B e HPLC ¢

Bk CHIRALPAK IC, 4.6 mmN{&x 150 mm & Ex 5.0 pm RI&
ERE 40°C

KRR = 264 nm

B =R Spt/sec

FHE* 10 nm

SE G E* 400 nm
B AR

iR 0.8 mL/min
EaE PR - 2R
AR 15 uL
BUBERAEREE |25 min
GUETIFE |25 min

R L R ERES OB MERY -

BERERRA:

(C242239PA docx
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5 91 HEEHIEREIE)
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(Ejf'f) FEHIA(%) | FBIHEB(%)
0.00 50 50
10.00 50 50
20.00 5 95
23.00 5 95
23.05 50 50
25.00 50 50
EAM(HS) 1 « AM(HS)2 % %5 50 (1-HS ) > 5t B = 6 71 0 i B EL A

4(S,S) ~ (R,R) K (S, R)FEiR G R AV 2 AL S AR EEEL -
F—8T  GRBEA-HS) ZERE

NS - EERIEE - BRESI(TGA) » REEZ/KZEKF) ~ &
T E FVA(DSC) ~ XETERGE ST (XRD) ~ fR k06 8 (W il (PLM) K2 %8 M 80
5 7% SRR I (DVS) Z B 8 1 K = L AM(HS) T ~ AM(HS)2 R &5 & B (1-

HS) o Z @Rt <V HEREZBIE TS AR 1214 K [E24%538 -

£11. 4B
e I 28 (Munsell) 5%
AM(HS)1 | ZEBA - &8 & 7.5Y 9/10
AM(HS)2 | ZEBA - K28 ) 7.5Y 9/10
EELHS | BEEK FEEEY | 2.5YR /10
£12. PAREN
AR (ppm)
RS
B8 | 2w | wm | =TE | B 'E'i% Eﬁ'ggmz
m (1l

AMMHS)1 | KAl 1075 RAEL | ARAE | RAEL | RHE

AM(HS)2 174 7369 AAGR | ARHEL | RHEL | RHER

4= -HS 4783 KMER | RRAT | Rkl | SRAEHI 3046

5 92 HEEHIEREIE)

(C242239PA docx
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R13. REATHBEECKEE)OH

110139370

BE T
E& ~ = KF (w/w %
&Y mmce) [BiE(C) [Bih(%) | XF VW %)
24.78 111.94 3.78
AM(HS)1 111.94 186.94 3.09 2.00
31.53 100.21 1.94
AM(HS)2 100.21 174.86 3.07 0.88
g5 L I-HS 23.77 218.58 6.01 0.28
=14, ERFHREEVEST
ENfTRERE
Ass=x| FA%A jiinyia . f£1k AH
J [e) 0, E C 0,
BE ) | o) | BRO L 6y | e
K7 Z4, 28.7 29.9 68.3 115.8 | 153.7
AMHS)1 %—Zf:% 124.1 126.1 152.8 191.0 58.3
K7 Z4, 204.7 205.6 211.2 220.1 7.5
K7 Z4, 29.6 29.8 70.7 107.2 70.0
AMHS)2 K7 Z4, 113.7 116.0 140.3 167.0 32.7
K7 Z4, 205.6 207.2 213.8 221.3 4.8
g5 L I-HS K7 Z4, 181.9 193.7 204.6 213.8 08.9

APTIE, 2 AM(HS) 1 B AMI(HS)2 (5 T {5t H O 58 0 A0 647 592 5
T o ELTE A B 2 x5 498 54 s 2 O (BTt % XRPD B 55 (5 F [ 3
W o SRS 2 TCABIRES & RIAK WOV TR BRUED B
% ) 2 R B o A (AR K (R 8 B L TSR R/ R LE
ML © Bt RANTE I (DAL AS B PR P IS S 2 (BT 2 DURFE F s -
R 9 8 A 2 2 R A % > ELAERRIRIN (R B + AM(HS) 1
80% RE T T HATAEH 8 2 KB 13% o FBE > AM(HS)2/E80% RH T
T SLARAG TR 24T 12% o DVS{RATXRPD fi 75 2 8 8 7 R I R4
Foate (- AT S SRR b MR 2 R (S M LA 5 BB 2R

93 HEWHRE)

(C242239PA docx
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g AR o

G I-HHBEFERME  EFEEBREMRNPERERHF LGN
i GRS xS 4R 42 ) e E B BB 3T 5 GBS R IR e U - &8 &2 (I-HS) B
6% BEEEIRK » IBEAE193.7C M4 X WEVARIEG — 2 - 4552
(I-HS) A B M - HIE80% RHNMEW IMHEREE 1% -
FEEy  GREI-HS) 2 REE

DAT B 75 48 465 o it B = B L O S TP b B R oy KM R - B E— P
2 e B [ S O AR B AL (P A0 S B B ) i By B B2 2 R B 2 b
IC - FTE I TEEESEEE - REEE - #1LE KB RE -
Baew

REBRISKIFER 2L TEELEEEY - ZFERAYWRREREE
T EH BB A s g R 2 SE A sl &L SR AC R SR B IS L SERERECY) - & - KEAPI
(B » AM(HS)E¢ 45 & 24 (I-HS)) ~ il & S 4 I (MCC) Je by B #L Bt R i 2
30 celE @I IE T WAETURBULA® Shaker;8 & 28 FLI25 rpmigf134y
o Nk BRERIEERIA N2 ML TURBULA® F2I25 rpm 2 A
3578 o

&15. HA2:1 MCC: F.HE ~ 50 % EY &1 Z SERH Y

NN

Ei
i

W5

H & &5 o |
&H1n &5l HE Btk | BE | EBE | EBE
(g) E(g) E(g)
API NA genya 50.00|2.500| 2.5004| 2.5009
PH102
MCC NF M FET 30.30 [ 1.515 1.5152| 1.5153
Fast-Flo
FL 316 MR 15.20 1 0.760| 0.7603| 0.7602
LW A | Ac-Di-
WA 2B Sol AR i 7 3.000.150 | 0.1503| 0.1498
Y Cabosil BhEw 1.00 | 0.050 | 0.0502| 0.0497
o, 26 94 HEEHHRHE)
110139370 FRERSE A0101 1102058406-0
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| EERSHA8E | USP-NF AR 0.50|0.025| 0.0248| 0.0254
&t 100.00 | 5.000 | 5.0012| 5.0013

&16. HH1:1 MCC:J&i#y - 50 % FY & 15 Z SRR Y

e &5 o Y2
&H 1 &5 Al HEY | B4ttt B EREE BEREE
g)

(g) (g)
&)

API N/A Y& 50.00 | 2.500 2.4994 2.4998
Mk

MCC PH102 NF | 7 22.75| 1.138 1.1385 1.1387
StarCap kg

HEE(C KM | 1500 i 22.75| 1.138 1.1385 1.1376
T HR R A AR fi

i Ac-Di-Sol | 3.00| 0.150| 0.1507| 0.1503
B

R Cabosil i 1.00| 0.050| 0.0500| 0.0498
U

B i 1% USP-NF i 0.50| 0.025| 0.0252| 0.0250

&5t | 100.00| 5.000| 5.0023| 5.0012

- A oy=2!
AP LA GIERRE K PRAGEEN C B EE 2 Bg Pk 2A
£ HAE U TESKETE -
;)
f=tan""| -
r

ML T EMRFILE B EA16NREHO Z R &EHFEIL1
gal ik o RREMAREEL 11/167 IEERBEGER N 2 Lm E - f£H B
TR A HE o AT A RHE e 2 B R - EMEmGSEER REN
& i LR T B HE 2R T 2 [ A T - A (Bl S B Z R /L i 4 A ]
fir B e [ 5% BE A -

AREBEEIBREE

95 HEWHRE)

(C242239PA docx
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FEUPLER A B R ARRIN 2 TEME 210 mLERF H 2L
HERE) CEE - MM ARKEZZTFN0 mLEBHABHEEARAMRZE
EE HE AR 2 E)-7E EiEL TR

o #&H 10mL STEEEEE - HU
TIEFEEER T ZHEE - 100 ~ 150 RE R ~ 250 E; -

250 X W B - L E Tk RN - M h AR W=
(BE+HGFE  E - ERE.r S s -
750 ARG 2 BBAE T ERREE -
)ﬂ'ﬁ%:."-‘- F
I Ol =202 5 100
FRE DUT St B R A A B
HR = P AES
FIF AT S5 =R S S0 SERT A % e

R 40 s /3R

RS HE -2 oYESEFFE R BRGEET) T~EAS/167 HILHTE 5
Bl A= Bl BE 4 B 5 o T BE R E By VRV BE R [ R 1SR B R R T © {£ 1 700
kg ~ 1000 kg ~ 1500 kg k2000 kg 2 BR4E Ty #t ¥ P A VAR Ki2 oW E 4
SER o BN JeATsE R LS R ERERS BRG] - ARENTEEE - N &
BT - ERABENRE HZ FBE LB - B4 B A B T B L 5 R [

(IE39) -
R

#®17. 2%H
TRENRE ARk E -3 o BRiEHEB(%)
EEYES 25-30° 1.00-1.11 <10
L 31-35° 1.12-1.18 11-15
rh & 36-40° 1.19-1.25 16-20
| 41-45° 1.26-1.34 21-25
B 7 46-55° 1.35-1.45 26-31
fil 7= 56-65° 1.46-1.59 32-27
7 >66° >1.60 >38

GREHEN RIS K19 KIE3F - R = B % 8 R & (U.S.

96 HEWHRTE)

(C242239PA docx
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Pharmacopeial Convention > USP) > BT s ik B B A A B) i8] | B 2= 2 30
Al AMFEMFLEEN - BAEAKERNREAE - IRIEUSPREER
CBR %5 15 B0 e S M4y EEBR 0 o o] B ASE 2 R & & APTER IR & P APIEE &
A HZFE2RZFARARLE a? T (EERJER P G R APLZ 2 &40
) - WHEEAPL  SEHTEE R REEBIE R MEE " Ha o JERP
APILEAMHE ZHREME » Sttt R REERWEES "2, o 3
PRAHEAUSPER » 2H%17 -

EELER AN B R - SR AP oW EL 2 L 5 THH H
‘U 23R - IR APIZ PI P EAGE EE I Z5eh - Bl D8

HE M -

#18. B ILA

R 0(°) o(°) | FHCE)
L-ARRI10-118 50.28 50.28 50.28
AR00457470-33 47.79 43.6 45.70
2:1 MCC:# FL-ARR10-118 45.21 41.81 43.51
2:1 MCC: ¥/ AR00457470-33 41.01 42.64 41.83
1:1 MCC: B3 L-ARR10-118 39.52 41.01 40.27
1:1 MCC: By AR00457470-33 40.44 48.59 44.52

*O R OHIERCD) ZE—R EZEE -

R19. AREREBERE
sppe EREE | BBEBE | REE | B

(mg/mL) | (mg/mL) L EE
L-ARR10-118 594.8 762.6 22% 1.28
AR00457470-33 423.6 622.9 32% 1.47
2:1 MCC: # f#L-ARR10-1138 435.3 621.9 30% 1.43
2:1 MCC: .} AR00457470-33 408.1 583.0 30% 1.43
1:1 MCC: B3 L-ARR10-118 437.9 625.5 30% 1.43
1:1 MCC: 7 AR00457470-33 411.4 605.0 32% 1.47

5597 HEEHHERHSE)

(C242239PA docx
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HEHFLE AT ZESRE-HS)FAICE &Y ~ JERPAPIRIES
AP &V AR "B ) RERE - 28 » B FEEEREN
b @S APL (EEET-HSHER " EH ) RERFE - REEET 2R
BIEE A AR RS O iR R 8 K BlE - B Wit K Z W fE e &) 2 BE
4  J50 7 T N2 R R o IEFE IR (S)-N-(5-((R)-2-(2,5- s 4 5)- ML 0%
WE - 1- %) - ML M [ 1,5 -a | W g -3 - 5 )- 3-SR RL ML IF e - 1 - FH i B bt i <2 B (T %
AN EEE R A G BV R BT B S0REED A N 2182 EaY 2R -
F=87 ' AM(HS)1 &R A-HS)ZREM

i AM(HS) 1R &5 & AL (I-HS) 2y K Z Ffn st R B IR 1 & (R RO HY
20 mLEJEE/ IS > G NRERBAAE40C/75% RH T HER S 2 1B E
M= ZLDPELR 1 » £ H = APrik > # M8 - KF » TGA -~ DSC »
XRD ; PLMPIH R fisd B AN HPLC oy stk L AT Ei i ~ W EMESE
B RUAE - HEA > RREME s T 230 ZBIR NS 1A T=080E AR
LEE HEY » BB 2 A R202£24 K [E40%£44 -

R20. BREMEBREZINE

=
fbem Wi | mEmoEZ) | A | S
AM(HS)1 NA 0 fggg% 7.5Y 9/10
AM(HS)1 | 40°C/75% RH 5 %g‘;z@% 253{01{
4 &8I (1-HS) | 40°C/75% RH 5 %2;2% 253{011
55 98 H(EEHHERHE)

(C242239PA docx
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1767858

=21. BEMESEE ZTGAKNKF

BEON
< [E] Rb KF (w/
eam | e | Thae | B | AR | miE |0
) | (© | (%)
24.78 111.94 3.78
AM(HS)1 NA 0 111.94 | 186.94 | 3.09 2.00
AM(HS)1 40%/£5% 5 36.27 | 217.16 | 5.32 0.56
o B (]
“‘DEI'_EIE;(I NA 0 23.77 | 218.58 6.01 0.28
GEERII- | 40°C/75%
HS) RH 5 36.66 | 217.87 6.00 0.21
#=22. BEMSAKEZDSC
HF =g EA
bA N /== [
L&Y (Z3G3 %55 A Ef]#é ﬁiﬁé B4 (C) 1%1]: AH
x) (C) | (C) (C) | dlg)
k7 E4 28.7 | 29.9 68.3 115.8(153.7
AM(HS)1 NA 0 k7 E4 124.1 | 126.1 152.8 |191.0| 58.3
k7 E4 204.7 1205.6 | 211.2 |220.1| 7.5
40°C
IVESY
AM(HS)1 175% RH 5 & 182.7 1196.7 | 206.3 |217.7| 95.9
G T A (1-
' HS) NA 0 k7 E4 181.9 1193.7| 204.6 |213.8| 98.9
EEA- | 40T
* I 24 . 4| 2041 |214.1] 99.4
HS) 175% RH 5 & 181.3 1193.4 0 99

R23. REMEEZHPLCERE

fban B | g | TR i | T
AM(HS)1 NA 0 1.10 79.5 99.6
AM(HS)1 400(1:{/1_15% 5 1.16 80.3 99.6

4t S A(I-HS) NA 0 0.14 79.4 99.6
samans) | 00T s 0.07 79.6 99.6

99 HEHHRTE)

(C242239PA docx
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*24. HPLCRE ' HHREMZHEZ RRT ZiEH K %

Y3 e IR FEIRG RRT
) AR | 0.793 | 0.863 | 0.981 | 1.000 | 1.535
NA 0 0.00 098 | 0.12 | 98.89 | 0.00
AM(HS)1 40 %/Hﬁ% 5 0.00 1.04 | 0.12 | 98.83 | 0.00
e 400(13125(7 0 0.07 0.00 | 0.00 | 99.86 | 0.07
HS) RH ’ 5 0.07 0.00 | 0.00 | 99.93 | 0.00
RE M &

FEFIALEYIAMHS) VSR R T R 18 E H 48— & B BE 8 =) 12
G5 o IEPTRE IR E = P IrFE 2 5l 2R R B (L2 SN GE IR B R
fRIRJCE ) KB ECRETREIR) - BRI E B MR8y = &) K
SBLEEEE ZIFEMREN K - IBEPAPIZ RIRLE R - XRPD -
DSC - TGA K KF{E iR & & MERR 98 2 i Ae HAR 7R 3 A B 8 (L » (i 2
Py BL4E B (I-HS)M[E 2 2§ 2 (5 iR 8 & M 98 2 1B AR IR IR R P Ak
GYIAM(HS)1 2 XRPD[&E #8545 5 51 (1-HS) 2 XRPDE % - fRik A5
BT AL TR R IR e T B IR ST B 8 B 4T B MR R IR TP B AL R 4
API - t = OB% > DSC B Wi [ {4 Bl fe A {E 568.3°C R 152.8°C 2 W 2R {4 -
ZERMA = SRS - BN IER M BHERI T & B R E R
206°C Z B — R EEE {4 o HIARR K (E ChL4E M APTZ R ERLEtE < t = 5
B 2 JERIEM R TGAR 42783 4 B L AL 4E S APL th 4 Rk B E 1R
% o MBI (-HS)TE IR R N REF R ARBEBOR R EF - TPEEE R
M AL -
AM(HS) 18045 B (1-HS) Z AP 2 4l B 7148 18 MR 78 2 8 A B R 2R
HEREE - AW > JEEP RES R (-HS) 2 FE R GEZE R ER -

FEEETEaRFEZSNEREJ-H) 28 &8 (FR22K23) - BEMLM
25 100 H(ZHHHD)

H
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R EEEI(RRT) 0.863 (0.00%¥10.98%) 52 1.535 (0.00%¥%10.12%) T 45 &
RI-HS)HIER P AMHS) 1 Z /b 2 '8 (i & i ok ez FRE HIBR 77
HEJE R AMHS) 1 2 578 2 68 B o BE S AL (I-HS) 5 ERY - JE &P
AMMHS) 173 SRR DA g H PR Z F/E -

W52 SRS A

L& R A-HS) B FRIEREEANAMMEHS) Zm gt - HER
AMHS) - e 2 72 Rk i R B Re D AREI A4S & A (I-HS) Z B3 -

2. fELDPELE §1/£40°C/75% RH T GrFFSHE LI EMHFTHN(EEY)
ZEAPERBE R CBEAESFR ZEEEL - 2 > HEGEHKEJ-
HS) £z bt 78 < il B A BB B R A E 2 - Mt
T > AMHS)#{E R # I XRPD ~ DSC » TGA ~ KFR fRir e BMiltE 'S £
MR EREA-HS) 2 &K - 56 > AMMHS)ERE M Z B E

R EITEE A TR R BTN K o £ FAMMHS) & IE & AMMHS) 1%
BB Ry IR ENRE 1A A (R 26 AR R EURR B KR (S A BUE (iR
BEAZENIER P b 2B O R -

3.AMHS){ERFE TR LR A BT A2 - A 5 e B E S Tl e 75 22 Y
B R B S ATRDT 88 4 > A4S & B0 (-HS) R &S & AL (I-HS)
B2 E—ERORNEZL ZHEHHE > SREA-HS)FFEZEFVH

445 % (I-HS)fR (REEAMHS) M EEBE U B Z MBI - FEHIFEE
B ZREE TN BE L e AER H AR ERERT KA -
'H19
SRHE(-H)FEEFBERRATTkBESEOZERZER

55 101 H(EEHIEHE)
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B e — 4H & By DA 2 45 5 AL (I-HS) 2 & gl /N B o = FE A (A Y 2 AE
BHEVNEER AR ETE—REREY YR e -
i — A [F] BV E AN A 2 Ay CUTO-3FANAE & ~ KMI1240HE % K MO-9 141 A
2> B—FHRAAENTkERNRS - WEFISHTHEZ - CUTO-3F4H
R &R B A B MPRIP-NTRKIE NRL & Z iR 2 2 8% - KMI124IAE
B EATPM3-NTRKIGE & 2 4505 B RG BE AIAE 22 (VaishnaviE A > Nature
Med. 19:1469-1472, 2013) > HMO-9 141 Z2JE X EFETV6-NTRK3 gl &
7 &M F#EE O R B & (TaipaleZE A > Nature Biotech. 31:630-637,
2013) - fE/NETFHEHAZ=ZTEAFEEZEEEY(NFHBERBET 2 —&F 2%
i e T B M — B 2 B TR 2 2L - BT/ N B B T e R B A B
BAEY) & B & O #8160 mg/kg =200 mg/kg 2 HF & 2 & & A (I-HS)
(77 RUE45247) -

2 FBIR BN G &I (I-HS) Z & BLRE 73 0 LR LY P R B E Y &
MEETrkE e ES 2 NBEEB AR R EZSFHREE R ZEE -

mE DR HEBORNAR I ZFH > HE PR EESRHZ 5y
KMt > HIERBEARH L GRWEMAE RS2 - @ R/=REs - &
[EIE AL PA T HH B8R R A B [ e K 5P < i A -

S5 30K
. WiesnerZ A > Nature Comm. 5:3116, 2014.

[a—

2. VaishnaviZ A > Nature Med. 19:1469-1472, 2013 -
3. GrecoZ A » Mol. Cell. Endocrinol. 28:321, 2010 -
4. KimZ A’ PloS ONE 9(3):¢91940, 2014 -

5. VaishnaviZ A > Nature Med. 19:1469-1472, 2013 -

55 102 H(EHIEHE)
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6. Fernandez-CuestaZi A > T Cross-entity mutation analysis of lung
neuroendocrine tumors sheds light into their molecular origin and
identifies new therapeutic targets, | AACR Annual Meeting 2014,
Abstract, 201441

7. StranskyZ A ° Nature Comm. 5:4846, 2014 -

8. RossZE A » Oncologist 19:235-242, 2014 -

9. DoebeleZ: A J. Clin. Oncol. 32:5s, 2014 -

10. JonesZ A > Nature Genetics 45:927-932, 2013 o

11. WuZ A > Nature Genetics 46:444-450, 2014 -

12. WO 2013/059740

13. Zheng % A > " Anchored multiplex PCR for targeted next-
generation sequencing, | Nature Med., 2014115105 E43 0\ F »

14. CariaZs A > Cancer Genet. Cytogenet. 203:21-29, 2010 -

15. FrattiniZE A\’ Nature Genet. 45:1141-1149, 2013 -

16. Martin-ZancaZf A\ > Nature 319:743, 1986 o

17. MeyerZ A » Leukemia 21: 2171-2180, 2007 -

18. ReutherZ A > Mol. Cell. Biol. 20:8655-8666, 2000

19. MarchettiZf A\ > Human Mutation 29(5):609-616, 2008 -

20. TacconelliZE A > Cancer Cell 6:347, 2004 -

21. WalchZ A > Clin. Exp. Metastasis 17: 307-314, 1999 -

22. Papatsoris & A » Expert Opin. Invest. Drugs 16(3):303-309,
2007 -

23. Van Noesel=ZE A\ > Gene 325: 1-15, 2004 -
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24. ZhangZ A\ > Oncology Reports 14: 161-171, 2005 -

25. TruzziZ A > J. Invest. Dermatol. 128(8):2031, 2008 -

26. KolokythasZ A » J. Oral Maxillofacial Surgery 68(6):1290-
1295, 2010 -

27. NiZ§ A » Asian Pacific Journal of Cancer Prevention 13:1511,

2012 -
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[F5113%]
<110> ZEpEanE LAY sz ERAF] (Array BioPharma, Inc.)

<120> (S)-N-(5-((R)-2-(2,5- " FAHE) - MEWEIE - 1 - B ) - ML [ 1, 5- a JWRf0E - 3- 56 ) - 3-FEEENHENRIE - 1 - AR A AR S Bl

+ =
filiem

<130> 40449-0010TW1

<150> US 62/169,545
<151> 2015-06-01

<150> US 62/080,374
<151> 2014-11-16

<160> 2
<170> FastSEQ for Windows Version 4.0

<210> 1

211> 18
<212> DNA
Q213> ALFY

<220>
<223> GRRET S

<400> 1
gagggcgage tgcatgat 18

<210> 2

<211> 20
<212> DNA
Q213> ALFY

<220>
<223> GRRET S

<400> 2
cggcgcttga tgtggtgaac 20
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[ S5HH E G5 S A E0E ]
GEED|
— S EYI(I-HS) » HEHF T -
NN
HN\<O H,S0,

I-HS >
HApZ &8 SR EURL18.4 ~ £920.6 ~ §923.0 K &J24 .0 B3 XS
N KRGS (XRPD)IE (20 ))HYXRPDIE Z - HFZ&ARYWEE EF
SIESAY o
[3oKkIH2]
WEEKIHAL Z &5 &Y - HRAE£710.6 ~ £€18.4 ~ £920.6 ~ £923.0 ) 4y
240 A XRPDEESIE(20F) -
[3°KkIE3])
WEEKIAL Z &MY - HRE&710.6 ~ €18.4 ~ £19.1 ~ £920.2 ~ 4
20.6 ~ £921.5 ~ £923.0 4924 .05% B. 75 XRPD4E S 15 (20E) o
[3EoKIH4]
WEEKIHAL Z &5 &Y - HPAE£y10.6 ~ €915.3 ~ 4916.4 ~ £718.4 ~ 4
1~ 4919.8 ~ £920.2 ~ £920.6 ~ £J21.5 ~ €922.0 ~ £923.0 ~ £924.0 ~ &
24.4 ~ 2925.6 ~ £J26.5 ~ £927.5 ~ 4928.2 - 4928.6 ~ 4J30.8 4J38.5E B
A XRPDEEGTIE(20E) o
[5°KIES5]
WeEKHI 2 &ERY) > HPZERYMAEAEE FOE29F R 2

5 1 HEGEHHEEAEE)

(C242239PA docx

110139370 FEESE A0101 1102058406-0



1767858

XRPD[E % -
[5%5°K1H6]

WMEFERFNZ & FY) > HPhZEFYETRL197.9°C 2 I B 5 R
o R IR B EVERTE R -
[55°K1H7])

WEFE KA Z4ERY) > HPZERYERL2.415 mW ZIERLE - 41
HEHETRHEIVEREN -
[55°K1E8]

WEERENZE&Y) > Kb ZESWEAEHRE LUOE3THERZ
DSCIf E i sk H -

[E5°KT9]
WMERKMELLZEGERY) - T ZE R RIETRME -
[E5°KIH10]

—HEEEEHGY > Heal 8 a2 28 RO KEIEZ9F (E
—IH &SR o
[E5°KIHLL]

—EREEEY) > HGETEGUHFRKHEIZITE-HLERFY K
SEEE bR ZERI RS
[E5°KIH12]

—HHEHEEH Y 2 A ZREBWHERKHAIZIFE—IHL
G S B BE sz L EUR -
[E5°KIH13]

—REMEE KA EIFTE—HZER Y R - HABAREEERIRE

5 2 HEHIHEEAEE)

(C242239PA docx
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EAVEEY) » ZIRIEGZEE LA ST B © BIE ~ KR - 283% - figk
8V R B0 7 K $6 S5 B0 22 (Trypanosoma cruzi infection) ¢
FAoKIH14]
—MFE KRB 2P E—TH &R H®R > LGN EER
TR MR ATrIORBE 8 2B IERVEEY) -

[E5°KIHLS]
WMEFKIA 14 2 iR - HP e ERHE TrkAT E -
[E5°KIHL6]
WMEFKIA 14 2 iR - HAP s E R TrkB /& -
[E5°KIHL7]
WMEASKIA 14 2 iR - HP e E (R TrkA K TrkB/ 2 -
s KIH18]

—REMEEKIFIEIFTE—HZER Y AR - HEAREAEERE
a2 B BB E B TrkoH B MR e < B HYZEY) -
[E5°KIH19]
—REMEE KA EIFTE—HIER W IR - HEAREEERA
TE RS L FERE 2 Y > Hp ez iaRas
(a) WEE 8% BENEE & P TrkE g < BRI ~ JE(b -~ #Ei Roegh
—EZEME &
(b) [FI W % RE B Trk Bl < B R3R ~ JE(L ~ IR B 2 —
2% E M B (F Re f L% 251 -
[E5°K7H20]
—REMEE KA EIFTE—HIER W IR - HEAREEERA

N‘

5 3 HGEHHEEAEE)

(C242239PA docx
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FE AR BE S EY 0 HRaRas

(a) WEE 8% FEE /e & A TrkoRig /& © K
(b) IR B IE 5% o iE (% i Trkog i o/ B 2 o% (1 A% 1% Bz 28 )

[(5°kTE21]
—HEAFKBEIEIFTE-IHZERY AL > HEAREEGFER
FE AR 2 8Y) > A ZiaFas
(a) B HZERERS 2SR E 7T DIHEE % (ffs /e & A A NTRK
N > TikEORERANEE ZRH - K
(b) FHEESANTRKER ~ TrkEH NI RRBCENNEE 2K
o < (B i T L R ) -
[(5R°k7H22]

WEFKIE21 Z %R - EFNTRKERN ~ TrkEHSHRANEE 27
KR SR TrkR & & O R 2 L R -

[(5R°k7H23]

WERKIE22 2 AR > HPTrk@l o E O REE BT SIHMER Z
Bf : TP53-TrkA - LMNA-TrkA - CD74-TrkA - TFG-TrkA - TPM3-
TrkA - NFASC-TrkA - BCAN-TrkA - MPRIP-TrkA - TPR-TrkA -
RFWD2-TrkA - IRF2BP2-TrkA - SQSTMI-TrkA - SSBP2-TrkA
RABGAPIL-TrkA - C180ORF8-TrkA - RNF213-TrkA - TBCI1D22A-
TrkA - C200RF112-TrkA - DNER-TrkA - ARHGEF2-TrkA - CHTOP-
TrkA - PPL-TrkA + PLEKHA6-TrkA - PEARI-TrkA - MRPL24-TrkA -
MDM4-TrkA - LRRC71-TrkA - GRIPAPI-TrkA - EPS15-TrkA

DYNC2H1-TrkA - CEL-TrkA - EPHB2-TrkA -~ TGF-TrkA - NACC2-

5 4 HEGEYIHEEAEE)

(C242239PA docx
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TrkB - QKI-TrkB - AFAP1-TrkB - PAN3-TrkB - SQSTMI-TrkB -
TRIM24-TrkB - VCL-TrkB - AGBL4-TrkB - DAB2IP-TrkB - ETV6-
TrkC - BTBDI-TrkC - LYN-TrkC - RBPMS-TrkC - EML4-TrkC -
HOMER2-TrkC ~ TFG-TrkC ~ FAT1-TrkC & TEL-TrkC -

[FAeKTH24]

OEFKIH22 2 A%k - HLPNTRKENRN ~ TrkE HRERBFNEZ B Z#%
KR ek BN L — B S (E Bhoe 8

wr KTE25]

MEEKIA24 2 iR > H P NTRKER{ANTRKIE A - HiZNTRKI
ERNF 2 S A EBERAAEL THERUET 2 N EREF I
R TrkAE B 2 #52 1 33 ~ 336 ~ 337 ~ 324 ~ 420 - 444 ~ 517 ~ 538 -
649 ~ 682 ~ 683 ~ 70251879 -

[FAKIH26]

OEFKIA2S 2 AR - H A NTRKIE N 2 5% — 302 (B 28 2 15 pk
BALTREAERIAT 2 -2 %3 ZTrkAEH 25 © R33W ~ A336E -
A337T - R324Q - R324W - V420M - R444Q - R444W - G517R -
G517V - K538A - R649W - R649L - R682S - V683G - R702C K
C1879T -

wr K TE27]
— RN KIE ZERPA-HS) 2 T4 » HAEasE
(a) [3(S)-N-(5-((R)-2-(2,5- & 42 ) ML IS 0 - 1- 5 ) - LM 3 [ 1,5-a]
WEETE -3- 7% ) -3-FE AL LIS e - 1 - R 7 1Y EtOH P 2 5 TR IR DR b %
PATE H(S)-N-(5-((R)-2-(2,5- Z g 7 2 LG g - 1- L) - ML ME [ 1,5-a ]

55 HGEHIHFEAEE)

(C242239PA docx
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IE-3-25)-3- PR NL IR 0E - 1 - HH g e~ Wi FL 25

(b) A5 B (a) 2 308 TR IR B e LA R

() A3 8 5% 32 7 LA 77 8 (S)-N-(5-((R)-2-(2,5- 5 A A )L 1% g - 1-
E)-DE e [1,5-a] W5 0E - 3- L) - 3- PO BRILL U g - 1 - B e it e

(d) )& & 8% (S)-N-(5-((R)-2-(2,5- ~ & 4% B ) UL 0% g - 1- & )- OfE Mk
[1,5-a] 08 0 - 3- 5L )-3- 5 2L OhL 0 0 - 1- BF g i 1t 5 2 B8 B /K /2- T il 2
5:95 wIwWER

(e) LB EIIFAELY65CET0C TIMAF B (D ZZEEY » B
BB ZEE D RE0.5% > JEMIZE(S)-N-(5-(R)-2-(2,5- _&@mAE)
UEL I T - 1- 55 ) - OEE A 5+ [ 1,5 -] 0 I - 3- B ) - 3-8 Rk b 6 e - 1 - M g e 1t
SBIZERM TR D K

(f) #& 28 8 70 BE(S)-N-(5-((R)-2-(2,5- & AR B ) MEI& g -1-55)- Mk
M - [1,5-a] U3 I -3- L ) - 3- 8¢ B Ok 05 0 - 1- B g e A 1 6 B8 2 3% &85 o
Yy

[ &55K7H28]

WEEKIE2T 2 )57k HiE—PHEE

(b1) ALz R T FI A (S)-N-(5-((R)-2-(2,5- & 7 B ) MLk 0% 0E - 1-
)DL MR [1,5-a] W g - 3- B )- 3- FRBL OpL U I - 1 - HH i e 1t B 60 B8 4 2
B zasinmid - BBz s RE 2 PRER L -

[553K75H29]

—iERAGHEECY) - K BA NA-HS) 2 & &Y 8l

5 6 H(EHIHHEAEE)
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I-HS >
HipZE RV ERLa18.4 ~ £4920.6

XRPDIE(20/E)HYXRPDI[E %

C &923.0 K &J24.0 BH
 HZERYEE EAra ks -

[E5°K7E30]
WMEEKIHE29 2R FAELY) > HPZER VB EHEY10.6 ~ &
18.4 ~ #J20.6 ~ £923.0 & 4J24.05% 5 XRPDIE(20[%) -
s KIH31]
WMEEKIHE29 2R FAELY) > HPZER VB EHEY10.6 ~ &

18.4 ~ £919.1
(20/%) -
[FA°KIH32])

£920.2 ~ £920.6 ~ 4921.5 ~ £J23.0 K %J24.082 55 XRPDI&

MR KHE29ZRAERAILY) - HPZE MY R EL10.6
3 4916.4 ~ 4718.4 ~ £919.1 ~ £919.8 ~ £920.2
22.0 ~ #J23.0 ~ £924.0 ~ 4924.4 - 425.6 ~ £26.5
28.6 ~ 4930.8 52 4Y38.5 B. /5 XRPDI%E(20[%) -
[57°kTE33]

S
- #720.6 ~ £921.5 ~ &Y

~ #27.5 ~ 4928.2 ~ &Y

MEEKIA29 2 RAGHRECY) > H &R PIEIR&197.9C Zid{E/E R
ME AR E N E R RVARTEM -

[E5°KTH34]

i

WMEFKIA29 2 WA A ICY) - PSR Y EEL2.415 mW 2 J& 7l
| 57 EEEHHH R
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[E5°KIE35]
WERKIA29 2R AG T ECY) - H 2GRV RIETIRME -
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