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4% 4 ek,
. e grz
sick. e, oAl A8 Fdel dsle] Al 4]

545 AAGHNA, ke 25 A it (dE 5o, 7Y A Bt diEA sgE 2 B 1%
oo FHA(E)S XT38 ZAHAER Fodr. dF AAGHAA, A FAALS SFE 2 9 1F ol
TEA(E)S TIett. AR AAGEA, A B FFE 2, 15 o] TEA(E), ¥ 1% o9
ARSAAA(E)S Teth. AP AAGE A, 23] Eadde 3E 2 2 159 THAE xett. IR
AR FEfo A, TA] BANL FIE 2 1% F3A L ARLAAAE xIert

E4% AAGEHA, FFE 28 = 2o ATE 1A BN 39E 29 R4 AdE gH (A
o], Fe 1 == FH 2)d H& SFFE 29 7S AT, wEbA g A A 1A 2Ads AT F
AA MdE =FS ATt g AAGECA, 1A 2dde S3E 2, 1F ol FHA(E), 2 P
SR 1% ool 7H8A A AMEAE 23T

dE So], Ay 19 =84S oF 0.025 mg/mL WA <k 0.035 mg/mLolal, e 29 484 2k 0.008 mg/mL
WA °F 0.010 mg/mLo]|t}.

=

2% pH 6.19] F2 e 2o Fol (FASSIF) FollA 4 Az &<t ¢F 0.018 mg/mlLe] 718485 Zterh. W
48 &5 Ax A2 FASSIF oAl 3 AlzE &<F oF 0.05 mg/mL WA ¢F 0.50 mg/mLe] 7}844&

IRl oft
o
ol
1°)

s
y

AT AAGHA A, A BN o dAel FAA FAAW FAE seHE 29 Fofol HlE Hol: of 20%,
Hol& oF 30%, Aol% oF 40%, Hol%E °F 50%, HolE °F 60%, AolE °F 70%, A% F 80%, Hi= Aol&E oF
90% o =& 3= 29 mFE dEhinh A5 AAGEOlAM, aA] BARE A A T o A
s ok

o}

50%, Aol oF 60%, ol

2
o0
S
=N

i Aok ok 906 T ¥ B 29 wE S UL

ol
HE 2 A5o] FFst Ao, LAY FAHYE Foo nla] A ik AT Fo] o] Fojajo] 4%
| BERT, oE S0, 50% w/w SFE 2 L 50% w/w Zgju|d olAHo|E ZEgo|E (PVAP)E 3
| A2 7 222t 58 (Sprague Dawley) WEAA FAAW F43 3gtE 20 vls] oi=F 2
Wi O H& &S Zet. S9AU FA4Y 3gE 29 vl 70% w/w 3EE 2 2 30% w/w AT Fo] FE

& b Al Zat Afolel wmFellA o] Fold Aol gtk FA AlkmETA dwololA, 50% w/w 3}
= 2 B 50% w/w S EFAZEAWPHAERL oHOJE SAYO|E (S]Zadas opAHo]E SAYo]ER

H =
= FAE, IPMCAS) & &i38te 1

2 22 (3lZEda s TggoERE FX
WA frelgk Apolzt A
o1 =) Tk

o =
shetEol w8 ATl FoAE S8 dutH oz ARGHAARE, o] &2 IRkl A

Ao 4] HE kgt AFolA JAR Hpe}t Zo], FFE 2 =ES 55 AAA SFE 2 FY 24 H3 1
A AN Fo] FHE FAE o M=
AR HAAGH A, 1A ZAtH F 3 E 29 Hojr dRE FAY Aot (dE &9, HAx ¢F 50%, 4
ol oF 55%, Holm oF 60%, Hol:= of 65%, Holm F 70%, Hol= o 75%, Holw °F 80%, Hol:= °F 85%,
ol ¢k 90%, Zoj% ¢F 95%, AHoj: oF 98%, i FHolm oF 99%). THE AR FEjol| A, 1A EAALS AA
4 33E 28 HAA-ow FfelA vt

QR AP, 2B HHE 2 @ FEAS TP F4% A (B 5o}, B Ax) Bty
FAE 1A A oF 5o oF 30% vwk, <F 20% viwk, <F 15% vk, <F 10% vk, °F 5% w]¥F oF 4% 7]
g, oF 3% W, oF 2% Mg, i of 16 mivte] A4 AT 2% EWY 4 Ax, AT S A4 HYE
0% AARoR FHaA e 5

@ AAgHelA, wA BaAde w A4 FEe] Teld W/Eb H9E A4S Ui, dF S,
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A NS UHE FE 8], dF B9 9 FE nleld, uHE Ed g (HDPE) &7, v F5A9
St HDPE &7]0 £ 79l UdE Elols 2t o|F Zgoddl wofa 25T Al F 50%, °F 60%, °F
70%, ¥ 80%, °F 90%, °F 95%, °F 9 ¢ 25 W3

A5 A , THAE (dE 59, 2-8TlA, dE & oA mE AoA) BEA 8gE 29 3}
g4 e B4 kA (A5 B, MEE AX FAF A 98 S3E)S FHA EASHA ¥E 73
g e 20 vl Holm oF 10% (& B9, Hox oF 20%, o= <F 30%, Fol%T °oF 40%, HoJ= <F 50%,
Aol &= ok 60%, Zol%E oF 70%, Hoj% ok 80%, W o]k ok 90%)wFE Z7FA|ZITH.

TA AR dukAow Fakdle] fuld MARZHEYH AyA RAAEER HdolHe {7 Hol 2xF et
dukrlon {7 Hol LEvt HE&FE, $AM Y 84 kAol AT fE o] &= EAle ¢y
o2 Hok ZAHE (A& 5o, Bt B FEo] FAY FEdS vepdrt.  AFstE A g AHgtet
TA AR fE] do] & (Tg)v dvhdog AHolk of 50Tolvt. AF AANGHAA, ¥ & 257 vt
gty weEkba], dF AAFE A, B AAIE 1A BAEANE Hojm < 100T (& Eol, Holx oF
100C, A= oF 105C, o= oF 110°C, Holm oF 115C, Hoj= <F 120C, o= oF 125T, Holm oF
130T, Hol® oF 135C, Ho|® oF 140T, Holm ¢k 150T, Hoj&® <k 160°C, Ho® oF 170T, Holm <F
175, A= oF 180T, T Aoj= <F 190C) 9] TgE zteth.  dF AAIFH A, Tg= oF 200T o]sto]t}.
Y AR FER A, TgE ¢F 130T ol3t (dlE 5o, AojE ¢F 110C, A= oF 111T, Aok ¢F 112T, 4

ol oF 1137, Hoj& ¢F 114T, #Holx oF 115T, Hojx o 116, Hoj% ¢F 117T, ol <F 118T, 2o
= oF 119T, Aol ¢ 120T, Hoj= of 121T, #Hojk oF 122T, ol ¢ 123T, #Holx oF 124T, Hojx
oF 125C, Aol <oF 1216C, Holm <oF 127C, #Holx < 128C, Aol <oF 129T, T Holx <oF
130C)eltt. e HAIEA e, 2ol JiAE fe] Aol 2k A el SAdT

AR AAke A, 1A Eakde] f7] do] i FHA(E)o] A ¥ FAHE shEgE 29 f8 el
>E Frh. dF AAGHA, A EAFR O olekmd FHA(E)0] EAEA &v FAY IFE 29
olE R Yt}

A Fatkd 2 FEAY oo AFZA FEA (dE B9, |EZ2AZ 2T FAH JEFAZZ A
E2Z24 (HPN0), 3Z2da s TEfoERL Xy 3=SAZZIdYadEa s Ty oE (HPMCP), 3=z
A2 olAEo]E SAYOERE FXH JEFAZZIAWYEMZZ A olAEo]E SAIU[o]E (HPMCAS), 3=
SAZZIAAZTZ 2~ (HPC)), dEAEZ~ T AEZ 2~ olMHo]E ZEyYolE); ZHn|dyEgE (PWP);
ZHeldd FE (PEG); =uld &F (PVA); ZEHld d=HZE, g ZH|d ofMHolE ZEolE
(PVAP); oladeolE, gAY ZIWEeaddolE (dE 9, F=83(Fudragit.RIM.) E); A|lEZY2EY

_ﬁ_
(& 5°f, M. -AE292ER); 20, L-2E =) (PLA), EO0,L-FH=, madZ=4r (PLGA); 2

o]59 FFTEA H FLA, odF 5o Zn|LIELE-Hd olAMHo]E (PVP-VA), ZIH|d JIZ2gE-Z1]
Hd, 2 olAEolE-ZgdEdZe T FTEA, vdoladHolE/WEladA FFTA; &£FZIHs
(Soluplus); FFER]E(Copovidone); L o]E9 E3&Eo| E3tHT},

UE AAgE A, A BAFNE 159 84 TFANE L. AR AASE A, 1A EFANL 159
& 784 A E = AERZA FEAY).

A
zsteith, AR AA S A, FHA
S

QI Ak A, =aA = HPMCA o], ZFoldt 53] HPMCAS: HPMCAS-M, HPMCAS-MG HEi= HPMCAS-
Ho) otk Ay AAGeolA, SFA = PVAPoIt.  dH

ARG A, F8AE= HPMC (&S Eo], Aoldt =
9] HPMC: HMPC60SH50, HPMCE50 f=i= HPMCE15)o|t}. Q¥ x| <kejollA], F3A+= HPMCP (dE S0, Ao]3t

w9 HPMCP: &l& Eo], HMPCP-HP55)©]t}.

A5 AAFHN A, TFHAE= pl-o)E=4 &4 TFA . olHE pH-9EAG FEA FFANE AERS F
A (dE 5o, AEZ A olAHo|E ZEo|E (CAP)), HPMCP, HPMCAS, 7IEEAIHEAEZ A~ (CMC) EE
a9 9 (42 o], YEFEY, AW ((MC-Na)); HAEEZ X olAHoE Egjde] Ho]E (CAT), 3|=2A|Z2F
AZ2 2 olAHoE ZEFo]E (HPCAP), 3|=SAZZIWE-AZZ 2 ol HoE T o|E (HPMCAP), %
HaddEz2 opAHo|E g o]E (MCAP), ZH|WEtaddolE (& E°, =24l S), EE o589 £%
o] EFEL ol& AFE A =T

Q% A

Jele] =

ol

oA, =FA= FZTEAIZ A oA HE SAHoERE FAH

& [EsALedrgdaER s o
SAUIO]E (HPMCAS), dolE E9] HMPCAS-HGo]t}.

R
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T e AAYHAA, TFA(E)S B84 7t F3A, odE &9 FEu|dIEE (dE 5o, AZ2~3H|
=(Crospovidone))olt}., I ThE AA|YHoA, FFA(E)2 FvdI &= (PVP)o|t}.

AR AAFEH A 15 o] FFA(E)S A b Fo oF 10% w/w WA 90% w/w (S E°], F 20%
w/w WA 2F 80% w/w; 2F 30% w/w WA °F 70% w/w; °F 40% w/w WA °F 60% w/w; T oF 15% w/w WA oF
35% w/w)el oz EAgct. AR AAGEAM, TEA(E)S 1A EakN Fol oF 10% w/w WA 2F 80%

w/w, = 5o F 30% w/w WA oF 75% w/w, T oF 40% w/w WA F 65% w/w, =& °F 45% w/w WA 2F 55%
w/w, dE 5o oF 46% w/w, F 47% w/w, °F 48% w/w, °F 49% w/w, <F 50% w/w, <F 51% w/w, <F 52% w/w, <F
53% w/w, W= oF 54% w/we] dow AT, AN AAFEHAA, FHA(E)S A A Fol oF 48%
w/w, °F 48.5% w/w, °F 49% w/w, <F 49.5% w/w, <F 50% w/w, <F 50.5% w/w, <F 51% w/w, <F 51.5% w/w, <F
52% w/w, T oF 52.5% w/we] oz EA gt

A5 AAFEHANA, FFA(E)S LA FAY Foll oF 30% w/w WA F 70% w/we] FoE EAgE. AR

A (B) Akl Zol oF 35% w/w A oF 65% w/wel Fo= FEAFT. AR Ak
> Barol 2o ok 40% w/w WA °F 60% w/we] ¥Fo EAFTE AR 4 53
WA Foll oF 45% w/w WA <F 55% w/we] Fom EAdrE. AR HAAFE A,
o ok 50% w/we] %o = EIFT).

flo o 2 >

AR AAFejol A, BFHE 2% A ik Foll oF 10% w/w WA 90% w/w (S B, oF 20% w/w WA
80% w/w; <F 30% w/w WA <F 70% w/w; °F 40% w/w WA F 60% w/w; E= F 15% w/w A <F 35% w/w)<]
o FAgth. AR AAGHA, SFE 25 wA EAA Fell oF 10% w/w WA °F 80% w/w, <& E
30% w/w WA °F 75% w/w, == 9F 40% w/w WA oF 65% w/w, T oF 45% w/w WA <F 55% w/w, & &
46% w/w, °F 47% w/w, °F 48% w/w, °F 49% w/w, <F 50% w/w, °F 51% w/w, <F 52% w/w, <F 53% w/w, T
54% w/wel Fo = EAlgE. AR AAGECA, SFE 2% TA BAY Sl oF 48% w/w, °F 48.5% w/w,
49% w/w, <F 49.5% w/w, <F 50% w/w, <F 50.5% w/w, °F 51% w/w, °F 51.5% w/w, <F 52% w/w, T+ oF 52.
w/we] oz EAFL,

45; L2 10 10 02 1o

(o]
=N

Akel ol ok 30% w/w WA ek 70% w/wel %k

5

O

02

fluj

=2

X

ot
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m{u
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o

2 R

2
ofy

2 M
1o
w
(S
=
=
~
=
;.:
A
1o
(o))
(S
=
=
~
=
L
O
2
O
HU
N
N

o |o
il
o

e o Jdp roh

A QFEol| A, arA] AN F 20% w/w WAl 2F 80% w/w FEE 2, 2 2F 20% w/w WA oF 80%2] =
L o2 A SO A, 1A BEAAALS ok 259 w/w LHz] ok 75% w/w 3gE 2, D oF 25%

)S e, E UE AAIGEN A, A AR oF 30% w/w A F 70% w/w
3}3= 2, ‘;1 oF 30% w/w LHX] oF 7099 THA(E)S Xt T thE AAGE oA, A FAFHL oF 35%
w/w WA °F 65% w/w St&E 2, B °F 35% w/w WA of 65%°] THA(E)S EFTTE. E O AAFE A,
Akel o ok 40% w/w LHxl 60% w/w BFEE 2, D ok 40% w/w WA < 6099 FFA(E)S T3
) Mohe oF 45% w/w WA ¢F 55% w/w = 2, B oF 45% w/w X ¢F 559

)S EFIT. & gE AxEelA, ;A Bakle oF 50% w/w 3gE 2, 2 oF 50% w/we

T oE AN A, A BEANe ok 456 w/w WA <k 55% w/w FFE 2, D ok 45% w/w WA F 55% w/w
HPMCAS (& E9°f, HPMCAS-MG &= HPMCAS-HG, =+ & S5, odZd LF, WF, HF T+ LG) T+ PVAPE X
shalt), = UhE 2 A kol A, JJH Bakoho ok 504 w/w SFE 2, @ oF 50% w/we] HPMCASE 3 3dhsit}.

) Ghe o AWUEPA e B8 A 8Tt BES 2gett. 1A #
S 71” %“42%14 e YEF #¢d &Ed#dlo]E (SLS), HIEN E ¥ 19 F=A (dF £, HEY E
TPGS), E-?‘H]O]E UYEE, JEF =Ud <dolE, ZHAZHoE (7], EY 20 X EH 80), EEAMH
=ZAH 335 9 i%/\}tﬂ 407), 2YAE BregdololE, 29 65, 2~ 25, 7= &2 (Capryol) 90,
%—Er H(Pluromc) TSHA (dE 5o, EF=2Y F108, E5F2Y P-123), ¥ ol&9 & Eo] x3gdrt.
5 AAGH A, AWEGAE SLSoltt. A AAGE A, AUGAGAE BER E B 19 §FEA (dE
Eo], HEMR E TPGS) o]t}

~
2
B
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AAFEN A, Sl Hom 159 vIEAd SvE XIste Sl ZFECL. odE 59, &0
S 2 w3y gu) B gE ¥FgeE AEEY e, o

£ 298, =5 &, oY wge 9 ol EY nFEA S, oA S

of, &A= °F 40% WA <F 80% WIThE, °F 20% WX <F 35% oFAIE, H oF 1% x| <F 1

o], ¢k 50% WA ¢k 70% WlEFE, oF 25% WA oF 30% o}AME, = oF 3¢ W] ok 126 W ZA})

>
>
0%
ful
2
>
op
=2
Ny
rir
ol
i)
wt At o rif

o}
AR AA G A, A= S Brie] xFE, e &, o] wieE B opAlEd W &,

E_‘?‘ = = Oﬂ
Ad 9o 2FECI}E. dF 5o, AT oF 40% WA °F 80% WEHE, oF 20% UlA] °F 35% olME, H oF
0.1% WA oF 15% & (S 5°], <F 50% WA F 70% vk, oF 256 WA oF 30% olAlE, 2 oF 1% W] oF
5% )& FEgsit)

SAT AAGElA, A Eitee] Al 2= B 71" Ao o Axd 5 do. dE =
(a) 33HE 2 B (b) 1F ol FFA(E), 2 dofHom 1F o] AMGEA(S) % ddHor 1F o

%4
gl Z7kel RFA(5)S] mA B,

2 92 FRAE x3sks A 24t B (b) 15 o] AR ¢

o] AlgEtt. AEF 387t FAL d= FAA, FHA, F&

O

A 2 37 Feld & dv
AR AN G A, Aok 2B GAolT)
AR ANGH M, Ak 2B BFE 29 4% AFE Fol FoT wFI

& . FAAE dE 5o mAEAEE dEEs,
I8, Faz=, iy, S9std d822, 8 mA24d 4

nA 2 E gz 2ot

AR AN G A, FHAE AT 2AAE Fol oF 10% w/w 2 50% w/w (lE B, o 15% w/w HA F 45%
w/w; SF 20% w/w WA 2F 40% w/w; 2F 25% w/w WA °F 35% w/w; T 2F 28% w/w WA oF 32% w/w)Y $o =
EAlgE. AR AAGE A, THAE AF 2AAE Tl oF 209 w/w WA oF 35% w/w, dE 5o °F 25% w/w
WA 9F 34% w/w, T oF 26% w/w WA <F 33% w/w, =X 9F 27% w/w WA < 32% w/w, dE 5o oF 28%
w/w, °F 28.5% w/w, <F 29% w/w, °F 29.5% w/w, °F 30% w/w, <F 30.5% w/w, °F 31% w/w, = °F 31.5% w/we]

oz ZAFTE., AR AAYEHAA, ZHAAE AE S o oF 29% w/w, <F 29.1% w/w, °F 29.2% w/w,
ok 29.3% w/w, <F 29.4% w/w, < 29.5% w/w, ¥ 29.6% w/w, ¥ 29.7% w/w, ¥ 29.8% w/w, ¥ 29.9% w/w, LT
oF 30% w/we] oz EAsT. A HAAFH A, FTAA= At ZAHE Fol oF 25% w/w A F 35% w/we
ko7 EA T, AR AXNSEHA, FHAE AT FAE Fo ok 29.5% w/we FoE EA 3},

AR AAIGE A, A 2HEL L3 FIAE LY. FIA= AE Bo] FRo|=A oibstA, B
3ty AZERA A, RAERE, GOAZE, Y AZERA JEA, JIEEA] by AERs g2A
FhA R~ YEE, Jt25AWE A&, UG EE JEF Wi S FUoE, du] Agtds diE, Ee o
59 E3EY F ATt A AAGEH A, FeAE AR2TAR A YEFo|t,

A AAGEl A, BaAE At 2R Foll oF 1% w/w D 15% w/iw (lE E1, F 3% w/iw WA oF 12%

13

w/ws < 4% w/w A F 10% w/w; 2F 5% w/w WA F 7% w/w; B oF 6% w/iw A F 7% w/w)e] do EAY
o), AR AAFEo A, FaiAlE AlF ZAHE Toll oF 3% w/w, °F 3.5% w/w, °F 4% w/w, °F 49.5% w/w, °F
5% w/w, < 5.5% w/w, °F 6% w/w, =t <F 6.5% w/w, & 7% w/w, F 7.5% w/w, °F 8% w/w, °F 8.5% w/w, <F
9% w/w, °F 9.5% w/w, Hi= oF 10% w/we] Fom ZAFTH. AN AAFE A, SalAlE Ak 2= Tl ¢
5% w/w WA °F 7% w/we] Yo EFAgtt. AR AAGEH AN, BAHAET AF 2HE Foll oF 6% w/iwe] Fo

= =A%

]

QY ANGENA, Aok xAFe EF FAS LIV FEAL A% Sof UEF 99Y LolE, U
E§ mdd &volE, ZalazuolE (oA, =9 20 ¥ E9 80), AN (A, EHA 335 9 E
A 407), ZElAY mwmgeololE, Ex oo EFEU & vk AW AAFHAN, FEAL UES
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299 EoolEol,

A5 AALE A, SEAE A ZAAE Fo ¢F 0.1% w/iw D 2% w/w (S 5o, ¢F 0.5% w/w A < 2%
w/w; ¥ 0.5% w/w HV] oF 1.5% w/w; X °F 1% w/w WA 2k 1.5% w/w)e] Foz EA5t. U3 A e

A, HFEAE Ak 2AHE Fo 9 0.1% w/w, °F 0.2% w/w, 2F 0.3% w/w, < 0.4% w/w, <F 0.5% w/w, <F 0.6%
w/w, ¢ 0.7% w/w, == <k bow/w, ¥ 0.9% w/w, ¢k 1% w/w, ¥ 1.1% w/w, <F 1.2% w/w, <F 1.3% w/w, <

0.
o}
1.4% w/w, °F 1.5% w/w, F 1.6% w/w, F 1.7% w/w, F 1.8% w/w, <F 1.9% w/w, T+ °F 2% w/we] do =2 &4
stoh, AH AAGHA A, AT AT 2AAE Tl oF 0.5% w/w A oF 1.5% w/we] oz EAst. o

3
AAFEAA, FaA= AF 2= Tl oF 1% w/we] oz EAFH.

1z

U AL, A 2B ED VUG EPUL. S S o oushits, F2ol
Eal
[e)

AR Ak oA, el Ao ZAE Fo ok 0.1% w/w Z 5% w/w (A= 59, ¢ 1% w/w WA °F 4%
w/iw, ¥ 1% w/w WA 2k 3% w/w; FEe 9k 1.5% w/w A <k 2.5% w/w)Y U$o= EA3), IR
ok
|

AAIGEH A A, EAE A =AHE Fol oF 0.5% w/w, &F 1% w/w, F 1.5% w/w, <F 2% w/w, °F 2.5% w/w,

3% w/w, F 3.5% w/w, X °F 4% w/w, °F 4.5% w/w, T+ 9F 5% w/we Yo 2 EA3tt. AdF AA]Eo A,

gdalA= At ZAAE Foll oF 1.1% w/w, oF 1.2% w/w, F 1.3% w/w, <F 1.4% w/w, <F 1.5% w/w, F 1.6% w/w,

oF 1.7% w/w, <F 1.8% w/w, °F 1.9% w/w, <F 2% w/w, 2.1% w/w, °F 2.2% w/w, °F 2.3% w/w, °F 2.4% w/w, °F

2.5% w/w, F 2.6% w/w, °F 2.7% w/w, °F 2.8% w/w, <F 2.9% w/w, L= °F 3% w/we do = EAc). dF

’“"]OWM]H gdeiA= At 2A4E Fd oF 1% w/w A oF 3% w/wel Fo2 EAsTE. AR AASE A,
delAlE Ak 2HE Tl oF 20 w/we] oz EA .

Q) S|

IPe. 2BAL AF o eopivia]

pi>
s

INFEol A, AF &2 £ 8=

HoOX ]E

2T =2 = = 1
UrE% ZHobd FrtelolE, YAl HEvlolE, a3t A=Adfr, SHolEA oA, AHolEAMd S, AR
= ZHoteolE, Eeuld 4=, vtavlg 2" SHolE, B olgd] THEY ¢ duh. dF AAdHel

A, &@Ae 2 opEAmk Yot

AR AAEA A, SF8AE Al 2AE Tl 9F 0.1% w/iw E 5% w/iw (dE B9, F 1% w/w WA °F 4%
w/ws F 1% w/w WA oF 3% w/w; = oF 1% w/w A oF 2% w/w)S] Yo EAgTE. R HAISHA, &
A= A 2AE Tl <F 0.5% w/w, F 1% w/w, °F 1.5% w/w, °F 2% w/w, <F 2.5% w/w, <F 3% w/w, °F 3.5%
w/w, = oF 4% w/w, &F 4.5% w/w, T oF 5% w/we] o= EAgitt, A AAIGE A, &A= AT =
AE Fo 2 0.1% w/w, F 0.2% w/w, 2F 0.3% w/w, F 0.4% w/w, < 0.5% w/w, F 0.6% w/w, F 0.7% w/w, <F
0.8% w/w, < 0.9% w/w, <F 1% w/w, <F 1.1% w/w, <F 1.2% w/w, F 1.3% w/w, °F 1.4% w/w, <F 1.5% w/w, <F
1.6% w/w, F 1.7% w/w, <F 1.8% w/w, <F 1.9% w/w, <F 2% w/w, 2.1% w/w, <F 2.2% w/w, <F 2.3% w/w, <F
2.4% w/w, e oF 2.5% w/wel ¥om EAgtt. AR HAAGE A, H&AE Ak 2= Foll F 0.5% w/w
WA oF 2.5% w/we] Fog FAGTE. AR HAAFHA, &A= Ak 2AHE Tl oF 1.5% w/we] do=
EA) gt

e A 2R F FF o 25 T A 8 FF4E TV, Qw2
Alegelel A, mﬂ Saole Ao 2480 F 2P0l oF 50 $9% A oF 70 B FAB
S| , oAk 2B F U o 156 Ul 456F AL, 13 oo FHA(E)
oF A& F T oF 15% WA 45%5 TA fﬂﬁ}.
Ay ANGEel A, FHE 2 Aok 2T oF 208 wuE TAL, 15 el FIA(E)L Aok 2HEB
4

0% w/wg T-/d3ttt}.

BN
o
™
L

Q- ANGHAA, BB 25 At 2B oF 256 wWaE TR, 1F o) FHAE)IE Al
¢k 3

5% w/ws T4 3o,

Q. AxElelA, S5 2t At 2AF) oF 308 wiE TASL, 15 olgel FIAEH)E At 248

ok 30% w/ws T4 st

o
BN
ox
1
L

15 AAFEfoll A, S3tE 2+ Aok 2AdES oF 35% w/wE Td3EAL, 1F oo THA(E)S AloF
2

=
oF 25% w/wg T3},
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[0191]

[0192]

[0193]

[0194]

[0195]

[0196]

[0197]

[0198]

[0199]

[0200]

[0201]
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AR AN FEel A, 1A Bkl Aok 2Bl oF 506 w/iw WA oF 70% w/iwE TR, FAAE Al 24
=9 °F 25% w/w WA °F 35% w/we TdstaL, SEAlE Ak 4= oF 5% w/w WA oF 7% w/wE TAISkaL,
HFaAE Ag 2= oF 0.5% w/w A oF 1.5% w/ws FASHaL, FEA|= A 2AE2] oF 1% w/w WA <F
3% w/we TASE, A A 2AE oF 0.5% w/w A °F 2.5% w/iwEs TSI, ol2XH FAG A
E9] 100 SH%7t €t

NS Aok 2AHF] oF 60% w/iwEs TSI, SRAE A 2AE9 oF 29.5%
Ak 2HEY oF 6% w/wsE TAEL, FE&AE At ZAHEY F 1% wivE
ok
o}

2% w/weE TASIE, A= At ZAHEY ok 1.5% w/wE TA S}

A AA Gl A, 1‘* 2L oF 250 w/w WA oF 35% w/wel BHhE 2, oF 25% w/w WA oF 35% w/we] S
EZ2u 2 olMHOIE HAYO]E (HPMCAS), <F 25% w/w WA <F 35% w/we] vlA A4 AE2 2~ <F 5% w/w
WA <k 7% w/w ﬂi*?}“‘]i* UYEHE, 9 0.5% w/w A & 1.5% w/w YEF 252 &dolE, oF 1% w/w W
2] oF 3¢ w/w ZRo|tA o] abslFA, E oF 0.5% w/w WA F 2.5% w/we] 2HolEaulaulgS XA, o
24 At 2A4E 100 FF%7 ).

2] 2]

(HPMCAS), ©9F 29.5% w/we] w242 AEF A~ ok 6% w/w AE2AFHAEA YERH, oF 1% w/v YEF 92

AR NG, A 2= oF 30% w/wel SHE 2, °F 30% w/we] S|ZEWR opAHO|E SAv|o]E
= -
FHO|E, °F 20 w/w F2o]=/ olibshatA, B o 1.5% w/we] AElofEAvEIVES T

A AAFE A, A EAke, FAA, BEAl, F&A, 94 9 fEAe FHAE HrbEd. dE A4
<

_1?_
SFefoll 4], F7hepel

A5 AAFEH AN, Ak ZAAES 7] FHUR Hrbd s 2@ 1A
50% w/w WA °F 70% w/wE TS, SHAE A 2AHES] oF 18% w/w WA F 26% w/wE 3taL, wallAl
= A 2AEY 9F 2% w/w WA & 6% w/ws AL, FEAE At 2AEES oF 0.5% w/w A <
WwE TSR, BEAE Ak 2B oF 0.56 wiw WA o Lok wiE FAST, S8R Ak 4B of
0.25% w/w WA <k 1% w/wE T4 3o},

ME
-
i
flo
2
1

A5 AAFE A, AF 2AAES 7] BHAE HUtE RS x@Sv FUEFe FHAE At 24ES]
OF 4% w/w WA oF 12% w/wE FASIL, FUIEY BEaiAlE Ak 2AEY oF 1% w/w WA < 3% w/wE TA S
aL, F7rEFe] &EiA Aok 2A4ES] °F 0.5% w/w ‘—HX] oF 1.5% w/wg T8k, F7FEFe &8A A 2AHE9
ok 0.5% w/w WA °F 1.5% w/wES T-AstaL, o]l5L yHe7 Hridch

A AAFHAAM, At 2= &) A-HUR b Adds 2@ A Bkl

60% w/we T/dskaL, THAE Ak AL °F 21.5% w/wE TS, FIAE A

Tk, F&AE AeF 2EES] oF 1% w/wE TEsta, ZEAlE AloF 2= oF 1% w/w
=z

A Ak =45 °F 0.5% w/wE AT},

F
o

o
o

QR ANFEel A, At 2AEL 7] BYAE AR ARS TFBh Fohdel FAAE AG 248
8 3

oF 8% w/vE TASA, Fkwel BAAAL A 2B oF 2% v FASD, Frhwe] BeEAE A 24
B0 o 14w TASL, TS RBAEL AG 2AEI o 16 wiE TAHL, oL BHYE Ao
o.

AT AAGEAA, AoF 2AEL 7] FHUHR HUbE e T S9E 2 % sZRURA oA
E SAMO]E (HPMCAS)E 3l aLA] b2 AleF 24 &) oF 50% w/w WA oF 70% w/w& T7dstaL, 7|

ARA AZRAE A AR oF 180 w/w WA oF 26% w/wE TASL, ARATEEA YEFS Ao X
o oF 26 w/w WA °F 6% w/wE TASE, HEF e EolEx Ak 2B oF 0.5% w/w WA oF
1.5% w/wg& TAdsta, FRo|EA oitsatae A 2AE9 &F 0.5% w/w WA °F 1.5% w/wE T3, 24
of2Alml | FS Ak 2AAES °F 0.25% w/w WA 2k 1% w/wE A3

AR AAGEHA A, Ak 2HTE ] AAE WrhE YRS TP FAB vAAYD AF2AE A
oF 2B OF 4w A OF 126 wiE TASA, Flwre] AmoobdEs GEFS A 2YE o 16
1

=
w/w WAL Sk 3% w/wes TSR, FrEEe] EFRo|E=A oltshtas Aok 244ES] °F 0.5% w/w WA oF 1.5%
w/wE Askar, FrhEe] Zuot= kvt g Aok &S] oF 0.5% w/w WA °F 1.5% w/wE AL, o

e A GER R
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]

R DIEEEE ER R L LA DIE R :

AR mpo] el Al E Tt

ol

A}

[
ot

AA G A, 2ES T

g AAGH A, wholehE ojthgrlAl SlERIRete]=E XSk oF 5ul, 10 nL Bz 20 nl NS I
o SRR AAGE A, ZA7Ee] vhelek2 1 mg/ml o] olvhFulAl slERIReteln, Bl shy] e AR
2 A™, USP 25 mg/mL, =, @Ak, NF (pHE oF 3.582 xA437] A& §ratrt.

3k A FE A, ZHzre] vlo]ete ok 5 pg o|t}FRnu|Al FERFREo|E, 125 mg = AZ, 5 nl7tA] =&
AR B opll 3.57041 €] HCl& ok

Ejell A, Z}zbe] wlo]dh oF 10 mg ©|t}FH|Al SR E R e, 250 mg S AIE, 10 nL7kA &
T R pH 3.57k4¢] HCl& Frat.

Ef

O

EA4s AAGE A, Bl EXAE XAFHolE W A} 5L
H At AAFH A, EXAIE X

L ok 100 mg ANEZA=

408 Ffote Td-&

X
ol
%
m>~
T>

0o,
=
2
_>.:
2
Hﬂ
5]
>,
[
¥
>4
m
L
>
O
12
N

ZAES AUy FAREoTE. 3F AAFEA, AF =
22 100 mg (5mL) 200 mg (10mL) = 500 mg (25mL) it o5 £ vlo]d 5 20 mg/mL fNo A AF
3, A7) 247 e mLE <F 20 mg NEZEA =, oF 2 ng 156’* , °F 80 mg ZE]AEH|o]E 80, °F 650 mg Z2
El
=

JES 2 mg/ml PIENER f8 978 A o 5] ok 0.80% w/v), °F
AEAVEE (2F 0.005% w/v), WxA (< 0.046% w/v), = ES I3st= dd F&d900 s
AA S, FAHAES 3.0 WA 4.5¢ pHE ztu, mlE 0.14 nEqe YEFS IH3). EA35
AA Gl A, 2AES o] BEAE A et

SAT NG, MFHERZS AGstEo], 1o H71A] A=l wel FolEn

3F AA ke o A, Edol= A ACl A Ed¥oe] IDHL A4 2 AL F= 2 23t e ZqES Fojdgow
Az EAE EHOZE gt 34 =74 9EY (AL X8 Yol AFdct

A, IDH12] Edo] ey
Sl

@ A, Eedve] IDHL oAAlE (HN-((9)-1-(2-FR2sld)-2-((3,3-1 B F 2 A F e ol
1) 25 40l E)-1-(4- Aok ] 2] 1-2-9)N-(5-Z 52 252 ¥-3-9)-5-% 45 Bl W22 WA= s O
o AePd A beR 9, SUsHE, TuolgAA, AP AA, BAALA, ATHE Er YA (P

2)olt}.

g AR el A, —“&:—%ﬂoﬂ% dAlA N5 FaEHe] T2 2 L AL F= &¥ 2 23 aWS Foste A
= Xgele, IDH1S E9We] gdF3Ae] A5 5402 sk ALY A& Wiol Algdt

o
i
>

(o}

2
=
=2
>
(i
dg

) ot dAel) A FERe S 28 X 2 2
A8 aWe Folshs Ae TS, DDHLY BAve] vPfade £AS 5o s ALY Ax ol

3k AX oA, EdolE= AE W AML, olde] XEHA e AL, FFold8A =37 MDS)CERE
dEl= AML, o] "] dalehx o (AD)ZHEH FoEe AL 2 FAxSA &4 &9 o3 fbEE AL
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[0236]
[0237]
[0238]
[0239]

[0240]

[0241]

[0242]

[0243]

[0244]

[0245]

[0246]

[0247]

[0248]

[0249]

[0250]

[0251]
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F AAGH A, o= EeldA FFT DS S2HE FaE = ALY A= ol AlgEt.

g AAGHA, 2

& AAFEHONA, Bl FAAEAd E4 =

o= ol dNEH Fof (AHD)ZHF-E s AMLe] A8 Wio] Alsdnt.

z
S AAFEA A, AL FE LW AEEy L eTuAe) 2@Eelth, @ AAFHAA, AL FE L

< AERERL B oju Al 9] Zgheoltt

B AN, AL AF R AEeveltt. @ ANGHoIA, AL 43 2We VEHEE D o ExA
=) zqEolY

B AN, Belol ATE ALY AR WHE FE WA Bl AR faDe H9E 28 Are @ A
gebn 9 ohesulAe AuMgE Folg & Zeh v Boel AR fadel sEE 2% 4Te 9 Atk
Me AU Felshs g L)

B AN, Belol ATE ALY AR WHE FE wA Bbol AR faDel HE 28 Are @ A
Hep W otiRulAe Auz Fold 5, 43 vl Botel AR fEDe HE 28 AT @ A
g AUz Foat AL LFIY

s AxFHel A, Belol ATE ALY AR WWe §% wA Bool AR faZel $EHE 28 A7 9 A

A7 % A

& AAGFH A, s 2, AR B g Ee EAl FoldEnk @ AAIGECA, steE 2, AE
il 2 g FHA S Ao FojEnt.  F AAFEA, stekE 2, AR B ou-FhjAlE F A
Fold S AAFEONA, stehE 2, B R olug-FhjAl S Ao FolEn

gzt A E47F a AESFEECIES R(-)-2 3 =FA]

THE A, o AAGH e g SHelA, =dwe] IDHIZ R132X EdWolE zheth. o
ZwoA, R132X E¢Wol:= RI132H, RI132C, RI32L, R132V, R132S @ RI32GEHFEH Mgt}
Zwo A, RI32X E¢WolE= RI132H B RI32CeITh. o] H3] & T2 ZwoA, RI32X EdHo|:=

»
o
X,
£
il
i
>
2
N

obd FYS IDH1] ofm:=il 13204 EAWole] &4 2 Bo S 50], 471 1AM
H =

= h
AP Rsh S SAs] Al AE AES AlRdgeEN 24+ v
o

0

o] Zol Fef¥ A eFar, ¥ =SS IDHIS] &AMl At (
Bl

o] R132H EAR7} AUeA 159 ME A e X9 BAGlel BE 73

= AL 2dsn. webd, 2o ATd 3gE, A4S 2 g o]gd
Ho| g%}, 53] IDHI R132H H+= R132C E4Wole EAE EAOR g 999
o &3t

3 A GE A ot B A = X85 A Hd A AHolx 30, 40, 50, 60, 70, 80 EE 90%<]
IDH1 E¢Wo], E3] IDHI R132H T+ R132C EdWolE H&3l= A F%o|t},

gk AAFE A, o] FFY AR G5 UAA 2HGY s SATOEA RUHPHET.
2HGO] 2 ARSI Ao A, 74 Fesd o2 SFgE 29 Algol g A xolrt.

= e
R132Ho] T},

=5 of



[0252]

[0253]

[0254]

[0255]

[0256]

[0257]

[0258]

[0259]

ZIHSd 10-2018-0061372

o] AYHw, Az A Foto] G/ FA o]Fol 26 FFS FAHs ATS FHIT. 53 AA
Fefoll A, 2HGE o A= WA Fotol W/ A o|Fdyk SAHHETE. XHe A Fotol 2 o] Fo
MG =9 ZaE avY AEolth. FAEHA, 26 50 XFe A Bt T o]|Fd st ¥t
= 54 F3 a5 Axelt. dPHoz, 206 FHXE oA TF Xz avd dig v dy 4 S
A, dAd TS 9/xE o2 o #d Wi g 2 Ao A, diidAle dwbEll A7k i, 2 ook
U X7 Ay dEd v AEXES IA AHgd

2HGE AElA LC/ANSOl o8] AEE 4 ok, AES weES3 80:200.2 &3slar, 3,000 rpmell A 204 &<t
4coﬂ*1 A ettt AP FANS T8, 2 EFASFEECIE FFES ks A LC MS/MS o
Aol 80CANA Hykghrh, vk Aoldh AA A=ntE2E (LC) #2 s o83 & Aok, 27+ W

= %*é A7 o3t (ESI, 3.0 kV)ol 93l ts ¥ EYEH QR WAoo Zsste e A= A%
Joll AZHAZ F o, NS FJHuEE F4E dAlE: BT §9d s F-sen. o] Buw
WFH (Luo et al. J Chromatogr A 1147, 153 64, 2007)9] W&o uwe} A o5 FollA o2 A=A
o H O

1l H T

10 M EFFE ol¥l & AgaleE A AmntEagdel o tAES #EE & AUt ?} HHS TCA tiAFE
o] B&g 383k t =0, 50% B; t =5, 95% B; t= 7, 95% B; t= 8, 0% B, o17]A B 100% #gheo] §7]
ol Fde AATT. E OE WY 2 S EEZAIFEHO|E tis] SolHoln, sitel ZAA 50% WA 95% B
(7] B =4 wmE Ny a2 s28v. AJYA] =2 (Synergi Hydro) RP, 100mm x 2 mm, 2.1 zm
A=t A7) (=29 2~ (Phenomonex) )& 7471 7IAE wviel o] Ao AR 4 Qlrh. diAMES Fa W14
< 3A"E 5 &5 giE e vudos ggstd 4 vk, 130 SFENISERE Y gitE EE

2 AFE o2 59| Munger et al. Nat Biotechnol 26, 1179 86, 2008 71Al¥ u}e} o] =3 5= Q).

ot AAIFE A, 2HGE F A B 7Es).

E ook AAgEA, B4 PHe Fass Bgeld BHD 2o FEAS BT, oF Sof, olHw
FEAE NS BAA FYR FEAL 5 Ack. FEAGlE 2 RAR, dE So] Na FrHE, 3 ol
E g Bof NS BAGIM FAW 9 PR S8 o

14, A= 5°f Na F7b=o] 2ghd 4 Qv
o]

T s A S So] R-2HGS A
A7 e SFEE £ FFEH o] E Y] ZXHA ﬁﬁriﬁ ZZ*EUM *‘*EUM A Fol EFHET

AAARL ZHG FrieAlels B F2A, AW 7] Aed sgte e 1o o Frbee] Rk

0 0 o
H H
HO N-"NOH | , ! ©
= .

206 4 tAE Foldl 2-3| ESAEFEEA Al SAF= Aoz gAY vk o] A& 2MGE
a-kKG2 HFATIE &4 2-3|EFAZFEHOE Hel=2AUAe] Ay o5 e th (Struys, E. Al et
al. Am J Hum Genet 76, 358-60 (2005)). MRI B! CSF Aol ela] 7} 2-3| ==ASFEH o] E Hg| =2

Al A3 7R Sk Hol A 2HG7E FA WA, wAEs el Wyt o Fge] W fdo]l FhE
(Aghili, M., Zahedi, F. & Rafiee, J Neurooncol 91, 233-6 (2009); Kolker, S., Mayatepek, E. & Hoffmann,
G. F. Neuropediatrics 33, 225-31 (2002); Wajner, M., Latini, A., Wyse, A. T. & Dutra-Filho, C. S. J
Inherit Metab Dis 27, 427-48 (2004)). d%o], 20Ge] A<s¥ ¥ 3 79 RS 52 zddsix
(Kolker, S. et al. Eur J Neurosci 16, 21-8 (2002); Latini, A. et al. Eur J Neurosci 17, 2017-22

(2003)), ol #AAHoR 9F AT ZF7ld 7]odgctt. 2HG7F NMDA 84 E5AEA ZEsls 58S o] &
Fol] 71d& 4 Utk (Kolker, S. et al. Eur J Neurosci 16, 21-8 (2002)). 2HGE w3t FFEluo]E 2/
T akG 8 a4E FAAASE AAFGoZAN Axd =4d ¢ drk. o)FdE o B WA AFAAES 4
3 FFEE A4 8-S FE5ls EdsolnuAl, 2 aKe-oEA ZEY I=FAdA, dAY Hifl-
a3t S I AE TF¢HEY

oAl el A

webd, E ohe A mel, gl tidaldA s
2-3)= = A
ANl A, Bglol tAlelAl SeE 2, Aekeh



10-2018-0061372

5

=

=

|

i
=)

1

gud

ke]

[0260]

-

!

= Mo =d m B T KW = Mo E B PRRR LR LT Gy TT PSR T
® s mERw Ew®H  gHTR C X TR e X srg o CEERE R PR
e ~op < e - = = o - e
SEOosnva SRS I R (R ST - T - B TR ORI - G
<P X Q]L] o JEA ,d|51rL/ ~ = 2 ~ <X XK — o N = Ay X
=y o_L o Ea = t <o -y M_l s NS B Wb mo e . &o qw_v Wb CLIe © o/ — wa o L3 ° =y
o) o) = K o m T X o o of . T — : oo O RO K To
1, T ] oo . 50X il =
CR A muwrfﬂr.ﬂ W o T 8RRy hagiPE L TV e
. _ 0 n X . — o Ll 0 fadt L X N N
g% = g oz W S - T Exd gy - w
rd ) — o ® il r = 2 er o8 o 9 50 do T wjr o — —
[aze) 71% €} 0 = RN ~ ol ~ O Ay o X
;OL:A ~o —~ = N ToH - == N oR Omo o0 0 — o0 Q of P = X ko)
B8 oT ok W <0 K T M@ﬁ? PSSl EL T LT TN Eo o #L%E?Mn@ur.ﬂ
— < N R ¥ - Bam T X EL T F e P T Bn LT
o sFH =R Ealy ENCmBERROBPR oo gLy TR
M E R R L N S oy S LT _w EFHP X R
o o TK w o = - X ° 1!
N T i H N- =R oox @ - " X N oae N o7 o oy = N oS . X o o0
e .‘_tw.o W< . N o o= =0 of %o mﬂrA ﬂlo%% mu&o o . W iy =
N Mo Bl W9 4R N T X om of ¢ %Oﬂ_@ﬂx%LOJ@H%_@N%%
R S %05 w BPLy BT exrizPig Pk RBeYEI BT
T W » of By RS S , T Ao dooa T R LE R oo F oy
_ _ ~ 3 WX EF T T ) o T — —ur oF
G I S I S TR we wTlw S Fo0 FE I TEnD 8
o} T = B P zo Wy = ob o oV L N g o =0 of _~m= o o g
LY T E RE Ry CBE TEpLPILRLER R TS B aaw
TR WA ow U amwm T g 2 ET RN cddm BT e BT
B o _@roﬂlﬂma X ET L & b R i mbdu.ﬂepll%ﬂo]o_ﬂmam%
T~ Xy o == s = ! - TS B _— — T D do B X o o 3 o)
A %%%A EW%%W ﬂ%@ﬁ mﬂwaﬂla_la_wnmoo_hmﬂ_@ﬂ% - .aykjwfmo
ol = X o Mo = Koy N A ~ —_ o g s LN S S £ o o9
,&Mo T \W_ o’ i = ‘o|o Aw.l o ﬂwh _i ot X ) O/E oF Lor . 0. Mo o o/ = s ,N_.o <V ,‘U|| © o " wr
g Mo LB LG AR BEredpT prT I EFTNs" 4, 2R PR
Bk dx5T 2274 Tl Em g oo BT R P ool FmF g B <
NN L% - o, ™ — _ o i = ~ o Mo © T oy b E o o0 W T
~ o —_ ﬂuu N ol [~ = S 7w P oF o = frigig a < 0% o o T . —_
: —_— — N S ; 0 -
T N TEIHE T - 3P R L e n wED LT Bgn
L u- — = - o NN g = — o & S 2 L8 PR T
7B BOE - T T Y e ® O W RO a2 LT — LW 0 o ow o w X2
N H oo ED H = 4y ol — r X o — LN o S 20 2
L G X ,ﬂs T mﬁwﬂrAd%mLmﬂ%As o O b 2 5y
= o %o o oh M T S N o © 0 W oy o
=] B W o= ™R at il o 2 T X T N oL TR < S o) )
< o] fes! NN oY s P = ®ONE = T = o of gu 00 = oo or ) ol 0 3l
o B 2 T K TE - C .y <X T E W I
Ky WOV % LN T =N F ﬂﬂmEWﬂWﬂquaﬂﬂ%mWr B oy T o
= A = oW oo 1:.;%4&- EE;E T 60 X go = W ]Aﬂkoaooo - B D g =
k- o om = o o= X =) T O % o = = S oy ™ W - o ™
e ﬂaﬂﬂo% ﬂ@%%% m,x})&. KB oy o o R0 Sde & H Z e B
ey BV g 3 g T d s pURTSSFS IV By Py B
o O Ty T Ly o W e o W o @ 2 o L - X v T O
Gl FRL® T =N Z ws B ERTF O Rgd o F s 8ee T DT
~ LS I~ = o [l or o o
o SEHGT ap _opt g RET Ry m®Ze e By 0P
E_prRn Y p TR BeHEE o pg Pk T TR aT TS 2B
. _ 5 I - X = | A )
Mo BT g ﬂ%%?]mﬁ CF oo W omo o lﬂ%m@%ﬂﬂ%l,%ﬂoilﬂ oy -
‘VI._W al‘._ OE _ o N9 X = o X — = ol o i T B X 00 by — oy S
5.0 < .ﬂw 0 q,._ ﬂﬁ o) HW 0 Lf 1_,_Al M (N o 1© Hlx_ o N o/ Lt ,U| To <° Ot m OE ,_uww‘_ m_u._o <° ‘mwo o E:l T < o Mv_l o/ I¥e)
- ° N I~ B - , o o - o|J — o op
= . O X i Juzﬁ& W T o Ju,ATﬂromvmmﬂ%%al/ < % aﬂoiﬂe .5 B o
N N T — ML X e H X =% [ % o B LRI UG T oo o -
m M Tk RO o TP O MG =% T oS o _ TP E N hdomr O S )
el °F o () _— - W B ali oW T SN X N S = <0 < o 0% <
. = = r Jo = . X FNPRoRE Cd T 4 2 X T g
e k) x| e . —_ ~ = = ~, o = o
W g ¥ g Py PR LFTTACET LTS % BT F Fy g
o ™ e 2 F x o T <= -7 T BT oa . oo B o~ . I N SR e
T ZETeW Res v o2 BT T8N T iyl ren ¥ i 8aw
- <0 R o F N - BT s W2 X s X 2o CUICT T = S
o . I ! o X AR No X X RN T < T ~ % o o = . . BTG o ®
TR TEAMY BT MBE BRAHAHTT PIAITTFTIART RSP PTT DT 0 2O o
= ) ) 3
O O O O
[a\} [a\} [a\} N
S S S S

ok

fol .

EAs £ oF 1,000 mg/Y

o

°]
o] ¢ 5 mg WA

2,000 mgo]t}.

[e))]
=
=z =
= =
ok
o}

800 mg/

ok
3
&2

_g]
10 mg WA

2

&F

A FE A,
g5y
oF
o}

k2

fol .
cl

Fu

o

L

==
5
9]

=2)
=g

i

Bl

pud

3]
371

ol

A
_29_

E
T

1,200 mg/Y ©]

folt}.

[

T

a-

=

Qo]
o o}
9% &
AR FE A,

A

z=

folt}.

S

i

kel
pl

900 mg/

ok
2

ge

i3

A3
solct,

A 8 °F 700 mg/ L o
[<)

1,500 mg/¥ ©]
2,000 mgY

[0265]



[0266]

[0267]

[0268]

SIHS31 10-2018-0061372

AAFEOIA, A7) WS o 20 mg A ok 2,000 mgolth. @ AAYNA, 7] WAL o 50 ng A o
1,000 mgeleh. @ AAFENA, 7] WL ok 50 mg A o 500 mgolth. & AAFHAA, 7] W=
°F 50 mg 4] o 250 mgelth. ¥ AAGENA, 7] W o 100 mg A F 500 mgoleh. & A Fee]
A, 47 A o 500 mgolth. @ AAFENA, 471 WA oF 150 mg WA oF 250
ngolth, S AANFUAA, SAF Fe

o
o
o2
fo
[e]
o,
Do
(]
=
i

el
o
i1
>
()
=
2
| >
A
o
o
O
flo
(o]
o,
N
e O
> 8
o2 O
0% & O
o -
>
i

2
>
=
s
2
o & Lo
o

ox
o
0

O

lo

19
ol |t

(o]
o2 & O
3
>
E M owx ©
ol >
A4 o2
O
rlo
o T
o,

>,

>,

o2

=

A

oL

(LS

O

o
fo 1o rlo

—
LSS

o

(@]

=1

0Q

o,

O

L

rob
i
>
o2
=
m
[
o
rob
o
fo M
12
(SN
(e
=
o
o
ol
ol
o

15

2

!
il
2
O
S
=
s

oo 3 AAGHelA, S F2 oF 75 mg olstolnt. g AAFENIA,
g AA G, SAHE F oF 120 mg olsteltt.  F AAFEA, 54
[e)

= °F 150 mg olsfeltt. &
AR SRl A, AT F& °F 200 mg olstolvt. &
1

250 mg o]atoltt. gk AA|
350 mg olatoltt. gk AAIFE
°F 450 mg olsfoltt. &
°F 600 mg olsteo]th. g AHA|
800 mg ol&teltt. &k A LH
,000 mg olateltt. gk AA[SE
,500 mg °]&fe]tt.

BT
o2
rlo

i1
>
o2

-

)
=
>
Jm

o Oo&
o
o O
= o
12

_I

flo o2
rlo
o
w
(]
(e
=
o
o
ol
ol
o
n
%

i
>
o2
=
=

il
>
e
=
2
>

[

o

° (o

i
>,
ol
fuj
=2
>
[
ol
%
O
lo
12
ol
S
S
=}
7
o
ofi
ol
o
&
e
i1
>
o2
=2
moJ
ol
) ?
o2 .o
n" rr O

o2
=
=2
>
[
oL
e
02

lo
o
i
-
o
S
=]
0
o,
ofi
ol
)
&
e
112
>
2 o2
R
=2
1 T R .Y
o oL
ol
o b
o O
= o
_|O

O;

o

o oL,
02

o ¢
A
==

2
R

B ANGEelA, B 25 9D §%, dAY 9Y BEa Fah EE 4T A4 EE R e
QAL Ei Azl AR, A Aol AA A% F Ei Agk] AR broln BT §Fom A9
Gk @ AAGHeA, Baol weh, oS So} #A7k A4F A wE HAS FAY WK EE B4
AR AW EE SE B 542 49T 94 HEE 28 uBHoE Fo¥ & . MY A
i o ol gl JlERol] FAE P, dad $ael 24 B, AA @A XA, CAT, PET i
WRI 2702 ol §3te] Gaslel Egel hAs, @ the £3 sgEE Bk YAl o8 249 + ok

545 AUl , FEE 2 Aol TR FelHTh (B Hol, 159U ¥ WY K@ b, 3F o
3 Beke FolalA o 4 Z7D. T/ 2We 24 717 Boe] DAl Fol oF, 44 s7te] FA
AR, B o] @A Folo] wEe Subdvh, Fr] ae udel B gaAL, T8 A g
AAT/ AL, AR E5E AN 5 Atk

3k A kefoll A, o Aled WS 3eE 25 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16,
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z3e] F72 Fodes AS 230, @ AAYHA, 32 27T FAHE F719 S¢S oF 10t
b AR SR, A 27T 1o T4k oF 20ith. 3 AAFH A, A TFF FAHE
F719] Fak> oF 3oith. & AAGHeA, A TFT FAHE F719 FUw oF 4olth. & AAGH
oM, B aFF FAHE F7|9 TUEE o 5otk & HAALHA, B 2FTE FAHE T FY
< ¢F golth. g AAFEANA, FA IFE FoAHE T SRS oF Tolth. 3 HAAIGE|AA, =}
T FoHE F719 T4 o 8otk g AN A, A 2FT FAHE F7)9] U oF 99
S AAGE A, B2 25T FAHE F7]9 TS oF 1001tk & AAGE A, 32 25T Fo

= F719 TS oF 110tk & AAUElA, A 2FTF FAHE F719 TS oF 120tk 3
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A, B2 35T FAHE 7719 a2 oF 1601tk & AAGEHOA, FX 15T FAHE F719 T4
= oF 2 FoAsE F719 S oF 180tk & HAAYHA, A
a 719 Sk oF 190tk gk AAYEA, A a5 FAEE F719 TS oF 20
- T2 oF 210tk g AASHAA, A 1F5E F
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oAslt F719 FARE o 22olth. F ANFHAA, B4 1FF FoIHt Fvlo FTYRE o wolrh. W
ANFE N, BA 1FG Folst F19 FRgke oF 2ot @ ANGHAA, B4 1FF Folne F

718 Fogke oF 250tk & AAFENA, B 1FF Folu Tl TGS o 260lth. T UM
NN, B4 TFG FolHs T FAGE oF 270lth. @ AAFHeIN, BA 1FF FolHE Fr9 F
@ o solth @ AN, B4 IF Felslis F719) FUGe o 200l @ NG, B
TFY FolHt T8 FFge oF 300lth. @ AAFHANA, B 1FY FolHs Tl S oF 30
zate] F7]0)t}

0269]  EAF A

o Ax (& E°], 1, 2, 3, 4, 5, 6, 7, 8,9, 10, 11, 12, 13,
FAANA FoAEE S3FE 29 te &9 e, doHdoz A
7 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21,

[0270] AN G, Amd FA3 B A

[0271] 5 A 2o AA (2 Eo], 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13,
g == 14 23 28 d.R sk gl FoE = AlEEY e 8-S e, dolHer A
g 1 4, , 7,8, 9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21,
22, 23, 24, 25, 26, 27, 289 HiE 28U %37} o]ojHT). & AA ke A 71E 2 WA 10 2
A a5 o7 e dAAdA FoEE 141, XL% %ﬂE 4
WA 8dell A 7& H8 = ste ulidAcdA FolH
Az F71E 49 B 15 FA= st didA A Fo
oM, A& F7]i= 59 FoF 15 e o}L I‘H“xﬂ o) A
Al FEfl A, A5 F7]= 6 = A

e Al"kﬂMW Az F7= 79 w9t 15 FaR g diidAelA Ty
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100 mg/m'/ el g AAFE A, 5EHT %%% oF 125 mg/m'/Qolth. & AALE A, 5F
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200 mg/m'/¥Q olstoltt. g AR FEfe A o}
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ostoltt. & AAFElelM, SR §HE oF 12 mg/m/Y olstolth. T AAFHAN, EHT S oF 13
mg/m/% olsteleh, @ AAGHOIA, SAF §FE o 14 ng/m/Q olstolth. F AxFeelA, SAF &
e o 15 ng/m/Q olstolth, @ AAFN, 54T L ok 16 mg/m/D olsfelth, & FAFeol A,
4% §3e oF 17 ng/w/d olstelth. & AAFelol A, SR §FE oF 18 ng/m/Y olstolth. @ AA
FeNA, EAE FFES oF 19 ng/m/Y olstolth.  # ANFEelN, 54T ST oF 20 mg/m/Y
o] stol}

S ANgEl M, AEd AF @ gAs] el ne, EZASE AT, WP (8 Bol, T, By
W, AU, CIV, dEW A EE 9, S8 T, Ee Q9EAE), §9, 05, 4, 4%, 4%, wE 24
(2 5o, A% E 2F) Fol Amd o) Fojm & Y. AEFEAEE A7) Fol Az A8% A
P S8k REA, FAl, olFWE W WS A 4G Fol wAZ AYHD £ Aok F WA
B, AEZASE FuiE Foldrh. @ AAFHNA, AEEAEE BT Foldr),

SAT AAGHNA, A5 F71= o9 dell 2A (& =01, 1, 2, 3, 4, 5, 6, 7, 8,9, 10, 11, 12, 13,

=
U B 4 29 a8 F8R s AN Fos s dEEANES tF §FE e, doHoR
A7 Fo] FA7) (dE £, 1, 2, 3, 4, 5,6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21,
]

22, 23, 24, 25, 26, 27, 28¢ E& 28¥ =
A s daR sk A FolE e dEEANES] vF §FE X . d

2 A 10l 2H 28 Far sk tiA A Folus dEZA =S T &S I
oM, A:m F7e= 29 st 2E HAE g A FoEE= o

HAAIFHNA, A7 F7]= 39 5 25 FR8E e A FoEE dEXEA
G g AAGHCNA, AR T 4d SQF 28 F.R s WA FolH
A} A Z

Y= 154 2

2~
X
(
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3
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(M L o o
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fm L o %t
2 =2 ooy mo ot o oglr
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I s

ool AlTE WRe] A FARE odF 5ol AR A F oA fFaEFY AdEXA=E XFeT. oE

Eo], 54 HAAIGEHA, Zdo AT el A] Folus dEXA=S Fe dF o] oF 10 mg/m'/Y W]

Al oF 1000 mg/m'/Le] MY = Aok, 5 AAGEHAA, AEZA= 2 <F 50 mg/m/E WA oF

500/m'/Qoltt. 54T AA G, dEZAI=] ¢ oF 75 mg/m'/Y WA °F 250 mg/m/Goltt. 5%
ok 200 mg/m’/Qo)t}.

SAT AAGHAA, =LA EAF 2 oF 10 mg/m'/ Aot 7 AAGE A, SHF SFES oF
25 mg/m'/deltt. g AAIFEAN, S SF oF 50 mg/m/ Aok, F AAFH AN, SAH &L oF
75 mg/m/Golth. g AA G, g &2 oF 100 mg/m/Holrk. g AAGFE A, 5 F2 of
125 mg/m'/Ldolth.  FF AAFH P B oF 150 mg/m'/Aolvk. ¥ AAIGFH A, 5T SF

= L
oF 175 mg/m'/delvt. 3 AAIFENAM, 547 S oF 200 mg/m'/doltt.

10 mg/m'/ olatoltt. g AAFE A, 54T S-S
/L olstoltt, @ HAAFEA, 5T &2 °F 50 mg/m/ L olstoltt. g AAFE A, 57
°F 75 mg/m'/L olsteltt. ¥ AAFEl N, ST SF2 oF 100 mg/m/L olstolrt. 7 AAYF
oM, 54 & oF 125 mg/m/L olstolty. & HAFEjlA, 5T SF2 oF 150 mg/m/L
ojstoltt. 7 AAIFENIM, SAT FF2 oF 175 mg/m'/<Ld olstoltt. & AAFE A, = e of
200 mg/m'/ <L o]ttt

Sk AAIFH A, 2o AlTdE WHe s 1 ¥ = 2¥S 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12,
13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30 Ex 30 279 F7|=2 FEo3t=
A& Egetct. 3 AAGdolA, A aFY FAHE 719 TS <F 1ojth. 3 AAIFE A, 719
Fokzke ok 201}, 3 AAUE A, F7]9 Fdge oF 3ot} 3 AAUE A, F7]9 FFFe ok 40
th. 3 AAFE A, T TSRS oF 5olt}. 3 AAYEoA, F7]9] FAR oF 6oltf. 3 AALE)
ol A, = oF 7oltd, 3 AAEjolA, F7]9] FAFES oF 8ot I AA|UEjolM, F7]9 F
Gk oF 9olutt. & AA|FHoA, F71 FUdEk oF 1001tk g HAAIFE A, FU9 TSRS <F 119]
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SIHS31 10-2018-0061372

S| 2AEFOlE B =2 AUA-1 (IDH1) H/EE o|AAIEHE HF =2 AUA-2 (IDH2) EdWelE 2t Af
2 AdE 94 =574 98y (AD)E 7H SxpelA fFE ® s 9 34 Fold o 2-wE-1-[(4-[6-
(EgZRozve)gd-2-9]-6-{[2-(Exq]ZF o 2 )7 d-4- Jo}n| 1= }-1,3,5-E | o} -2-¢ ) o} 7]
L]ZR3-2-8 (o]F SFHE 1) R IFE 29 g H 8&4s S

AL fr= e 3 st W) 3 Fold W I AE oA e 1 % SE 29 ofEd (P 533t

ML HE 9 s awsh wl Fold o SEE 19 S8% 20 23 A% 8% RP2)S ARk

3 Atgl (AE), 55 #31 Akl (SAR), ¥ TS 2 #3t= AR

g AEE AFE A, A AL, wheld AR, 12-d]= AAE (BCR), A vEE (LVEF), 2 8 9

AL FE D 4% swsh 2TF TR 1% SGE 20 94H B 10l s BrhE Aok

R EL i
(CRi [=¢d3 daw 3% ((Rp)& 2zt (RS X3FH]), &2 @8 (PR), 3 Feists 9dy Q=

Hhg A A7 (DOR) 2 CRe] #1441 (DOCR)
WS 7hA 9] AlZE (TTR) 2 CR7ZEA1 9] AIZE (TTCR);
AR AE (EFS);

AA AE (0S).

a+ A2A

AL §% 89 (ANEeElS 3] 8 5
S AdEFAI=S A (ME], T AR @A Fod Aoltl, o]F IDHI ¥ IDH2 EdWolE 7k #x}
o Ag, 3FE 1 = 3gE 2729 &2 A a 2 osky muyy AA] 712 Aot}
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[0333]

[0334]

[0335]

[0336]

[0337]

[0338]

[0339]

[0340]

[0341]

[0342]

[0343]

[0344]

[0345]
[0346]
[0347]
[0348]

[0349]

[0350]

ZIHSd 10-2018-0061372

RE x5 9 (743 AEREML, O9-wF Al /o) R n A S 31EE 1 B 3EE 29 2§85k AT
< Blojt};

= Q¥ 1 F7] o|F, s 7| AR uwe FoR A2 f= F71E olqT = A (F, T3 WE,
T oksld 8% e i?ﬂ%O 7+3, d7d 542 AlEFER], TR FH /ot . A2 f R FUE EFF
FA/A8A (3= AS) 149 o]F o 2 Al F=9 1dA o]F 35U o|lell Al=kE 4= )

A 23¢9 FE o]F (R =+ CRi (Rp EIHE GAdA &+ A A4S S Aol

= 299 upxghe] CR T+ CRi (Rp E£3HE EAlstE k= 723t oW (E, =& F3F &3 Agkghile 4
FHAE BEE 1 e 3E 29 23l ATWS Aotk A3 XNFEE AT F F7)oA ddg
2 35 o]F YiEF 25 o), e Al Fx F719 194 o] 125 o]ulol] Aztsfof Fht};

Zsh a¥e RS (R TE Ri (Rp IS bl #xbs 74 282 A%s
FE 197 F¢ e A 2ot Ryy ZAAl| 7 xste] 88 EVFed H49 APt O Es
29 271 AZ o] (HCDeo] & wW7hA sheteE 1 T 34eE 29 mjd A8E Algis Zlo
W32 Al A% 15 (International Working Group, IWG) 7]s=ol 7]x3le] A=bell 93] H7hd Hlo|t.
3}

Azte] @AV ABWE FE 4y WEE 4o 8ol f3e ATA AY W/EE Y 2ZE 728 A
olck

% aye $2e, SEE 1 %SGR 2 189 4% hSwFeas A 0 olorual

@ A A1 mEEAA BAS FAE Ao, Bs ave 49,
6739 H/bSE B Azke AEeh 1-L5 g/ e MEE ATRS Aelth. F5F APE AXFA
Z

1- 3
zk= 32k 2-3 g/ AJEFEHLS Al FHES Zlolal; o] 1Ee Fadk A HA JdYS gl
=

£ AT SHE 9 Jo4RA EE gweFul, olnuldl wt Akl 23 SEE 1 2t 3
# 25h wele] g AoE ATAY o) ;T FHOE folF 3] Uole] AERA FolHr)

golstd: o)A F4olA, 5
F719 19ARE 2429 A%E (F3 A HE FH G ATael

mﬂ

Z
% 8o] 7]% [National Cancer

Institute Common Terminology Criteria for Adverse Events, NCI CTCAE], B 4.03¢] 2J&f, WEH-Eo|4
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