ZIHSd 10-2018-0067683

(19) gt d=E33 (KR) (11) F/HW3E  10-2018-0067683
(12) FME3IFH(A) (43) FALA 20181062202

(51) A5 EF(Int. Cl.) (71) &<

AGIK 31/506 (2006.01) A6IK 45/06 (2006.01) =Y EZEA oA

A6IK 47/10 (2017.01) A6IK 9/00 (2006.01) 22922 4002 w}A

ABIK 9/20 (2006.01) A6IP 11/00 (2006.01) (72) 2=}

A61P 17/00 (2006.01) CO7D 403/04 (2006.01) = A9l
(52) CPCS3]2+7 v 01778 WiAFEA =S ojARSA = do]ilE 1

A6IK 31/506 (2013.01) d $le] 13

A6IK 45/06 (2013.01) v# | A
(21) §%tﬂz 10-2018-7014495 9T oo1r33 19HRE S iTEde] SATE
(22) ELLA(FA) 201613104259 F29 2~ my =go]B 3

AR Hulo] %)
(85) WEAlELA 2018'05923Y (74) dalel
(86) =rA|1&=YHS  PCT/EP2016/075708 I E N PARS
(87) =ZA&/NHE WO 2017/072131

TATALA 2017905904
(30) $-AuF%

62/246,482 201511109€269  w|=+(US)

(HHo] 7))
AA AT 0 F 200
(54) By ol WA Aud FAE, 19 24 AE 2 4, 19 AF 9y, € e 14 84 (H4)
o7 A3 2 JHE XE3F7] 9 19 A By
(57) 8 ¢F
B E9e N-(AZ2X2RvE)-6-[(3R)-3-(¥ o] 1) 3 2] v-1-2 | 9] 2] 1] 5l-2, 4-T] o}yl Ef2EFo]E 24
IES Ed = e 2AE, 194 Az W, 25 Xk AA, H-us) 23 2 AHE A58 95
9] AR W 9 o) kA 9 o #3k Aol



ZIHS3d 10-2018-0067683

(52) CPCH3 &+ (30) S-MAFH
A6IK 47/10 (2013.01) 62/329,091 201611049284 | =-(US)
A6IK 9/0053 (2013.01) 62/359,066 20161107406 ™= (US)

A6IK 9/2009 (2013.01)
A6IK 9/2054 (2013.01)
A6IK 9/2095 (2013.01)
A6IP 11/00 (2018.01)
A61P 17/00 (2018.01)
CO7D 403/04 (2013.01)
CO7B 2200/13 (2013.01)
(72) gzt
oE, wlo]&
Q= AE3 1¢H AE AEHE o ~2EHE o~
E g9~
5, 9o
= AES 3YZ AE AAEFAE 22X Y= 2

= 38 -




SIHS31 10-2018-0067683

g Al Al

FrHY
ATE 1

tlo
[

N-(N 222 e)-6-[ (3R)-3-(Heolu] ) 7] 2] tl-1-91 ]3] 2 u] 112 4-T]o}7l Ef2Eo]E 2485

Fatr Aol 8% e AR

A3 2
N-(A 22z e)-6-[(3R)-3- (A Do} 1) 3] 2] el-1-2 | 9] 2] v] 112 4-T]opyl El2Ego|E 2482S %
et | 1% 7 Rke] 4-N-3g-6-[ (3-(Hgolr] =) v Zg)d-1-d |9 g H-2 4-t]olHlS F7te Zdele A E.

7% 3

A2 Go1A], A-N-FE-6-[(3-( Lopv] 1) 3 & 2 ¥-1-2 ]3] 2] o] -2, 4] obwlo] 4-N-3El-6-[ (3R)-3- Lo}
RSE R EREIEEEER R SRIEE

AT 4
A28kl oA, 0.95%, 0.90%, 0.85%, 0.80%, 0.75%, 0.70%, 0.65%, 0.60%, 0.55%, 0.50%, 0.45%, 0.40%,

0.35%, 0.30%, 0.29%, 0.28%, 0.27%, 0.26%, 0.25%, 0.24%, 0.23%, 0.22%, 0.21%, 0.20%, 0.15%, 0.10% B+
0.05% H¥He] 4-N-3-E-6-[ (3- (] Fo}v] )3 ) 9-1-A] )l el-2 4-Tlol & F7hm e 242,

AT 5
A4gol QoiA, 0.26% vRke] B4ES E3etE AR

A7 6

o,
il

Azgpel QlolA, 0.5% Hlwre] MEes Fhw Lese &

A8 7

==
i
ol
o
rlr

Ale&o] doiAl, 0.45%, 0.4%, 0.35%, 0.3%, 0.25%, 0.2%, 0.15%, 0.1% H&= 0.05% "RFe] We-&-&

Aegel AoAA, °F 0.1% HA °F 0.5%¢] Hweh&s EFetes 4=
AT 9

Agdke] glolAl, 0.1-0. 0.1-0.3%, 0.1-0.4%, 0.2-0.3%, 0.2-0.4%, 0.2-0.5%, 0.3-0.4%, 0.3-0.5%, H=
0.4-0.5%9] MWer2S L= 2AHE.

AT 10
A1E w= A2ate] 2ojA, ok 6.7, 9.2, 22.4 X 24 A% 2-AEF A e PXRD 3 o] old] FHEE N-(AZ2
2 A9E)-6-[(3R)-3-(Wdolr| =) A Zd-1-L | g ntl-2 4-T]o}T] EfZEHo|E 24379 tPFAE ¥

108k qoA, TFEA7F oF 13.5 & 18.7% 2-AEtel| A9 F71e] ¥T 2E ¥3EE A FAE.
AT 12

A 118k QoI A, A7 ¢ 20.9, 21.4, 26.8 Z 30.0% 2-AEFA Y] F71e] A 4B ETelE AQA %

_3_



SME3d 10-2018-0067683
AE
AT 13

A128ko] JAA, A7 <k 11.4, 15.6, 25.0 Z 26.1% 2-MEFNA Q] =719 I3 408 ¥ Tst= HQA =
e,

AT 14
A138el] doiA, SEHAZF ¢ 17.0, 21.8 D 22.0% 2-AEt A9 F719 H3 NS Xt A ZAHE
AT 15

A1a w= A2ake] 2ojA, ok 17.0, 21.8 2 26.1% 2-AEtel| Ao PXRD Ao 93] THEHE N-(AZere

A e)-6-[(3R)-3-(Holr] ) v Egd-1-A ]9 v el-2 4-t]o}¥]l Ef2Eo|E 253= 9] dgAS sl
5.

AT% 16

A1ge] 2AE 9 15 o) A FEHE A EE IMAE x¥sts Al 2=,

A+ 17

Aol 2AE 9 15 ol A FEHE 92 BE IAAE £ Al ZAE.

AT 18

G A1d e A2dte] 2AE T A163, A7 == #1839 Ak ZAE
, O 2 yxe-m A,
O

= E
=5E duns, o gy

A19& el holA, AAIR]D Fol FH.

AT 22

fFragde] A1l 24E, A6y, A7 £E ALY At 24w, B A19F] Fo JEHE H wi #
3 Ee AHY AsE FeR s #AeA Foste S Ex¥etE, H v d3 me FEE AssE
A

A3 23

A228e] JoA, H, Wi HF EE FEH7E 954 I5 ZE, A ZE, 357 2E, A% g, g
of AFA A, o, #d A%, AF A3, 55 Ao, 30 wF A A7 A el 954

a) AFH WY Aol opEvY WP wE ANl A



10-2018-0067683

;!

=

=

o

i
=)

N
folm

;0.#

Ol A

)

Fefol

o ©o

E=

h)

n

K

o 2ojA, Hy i/l A = Ay} olEdA

&

A3 25

|23

K

=y

~
‘_.@o

AT 26
AT 27

I

bl Al 1Y 13] FolEE=

gl

3

Fof et

AT 28
A3 29

g
jand

or
™

)

o Fej7F oF Img WA °F 60mge] &Fo g Fo

E
T

60mge] &Fo =

L
s o

L=

= Fo e} o+ 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14,

19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39,

17, 18,

16,
40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 58, 59

A7 30
A3 31
A7 32
A3 33

15,



SIHS31 10-2018-0067683

A298 el QM 2=, A 2AE T Fof JE7F F Ing WA F 10mge] §Fo2 FAEE 390 W,
AT 34

A29%el lolA, A=, Ak 24E T Fol JE7F oF 3ng A oF 15mge] §Fo® FolH = ZQl W,
AT% 35

A29Fel oA, 2AE, Ak 2E T Fo] JE7E oF dng WA OF 20mge] &FOE FolEE ZQ WY,
AT 36

A29&el AoAA, 2PE, At 2PE Ee Fol FEIE F lomg WA oF 30mge] &FoE Folxs A<
L

AT 37

A27del oM, 2H=, At £2AEE T Fol b AUz, ez, == R, oF 0.005 WA oF
100mg/ml1 ¢ FolgFoz Fol¥i= A wphd,

AT 38

A378kel oA, Fol Aejzl ¢k 0.005, 0.006, 0.007, 0.008, 0.009, 0.01, 0.02, 0.03, 0.04, 0.05, 0.06,
0.07, 0.08, 0.09, 0.1, 0.2, 0.3, 0.4, 0.5, 0.6, 0.7, 0.8, 0.9, 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, 31, 32, 33, 34, 35, 36, 37,
38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 58, 59, 60, 61, 62,
63, 64, 65, 66, 67, 68, 69, 70, 71, 72, 73, 74, 75, 76, 77, 78, 79, 80, 81, 82, 83, 84, 85, 86, 87,
88, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98, 99 T 100mg/mle] &Fo® FouE= A9 Y.

A7 39

37l oM, =AE, A 2AE T Fol Fert oF 0.05 WA F 100mg/ml e &Fo 2 Folx= A9l
H}IH

o d-.

A3 40

A7l A, £AHE, Ak 2AE e Fo FErE oF 0.01 WA oF 90mg/mlo] EFoR Folr= A<
i

A7 41

A378 lolM, 2P, A} 2B EE Fol FErt oF 0.005 WA oF 10mg/mle] §Fow Fojui= A<l
H}H

o H-.

AT 42

A7l A, 2AHE, Ak 2AE e Fo FErE oF 0.05 WA oF 16mg/mle] &Fo R Folr= A<
W

A7 43

37l Ao, 2AE, Ak 2AE = Fo] FErt oF 0.5 WA OF 20mg/mle] §FO R FojEE= ZQ W
9.

AT 44

A7l AoIA, 2AEE, Atk £AHE e Fo FHrE oF 10 WA °F 30mg/mle] &FOoR FoxHE AN W
9.

AT 45



ZIHSd 10-2018-0067683

A228el oA, 2AAE, A ZAHE T Fof FE ) s o Frke AB5Ae $A Aol A FoIEHE=
Al W
A3 46
A453kol oA, s} o)Ak F7ke]l A gAZF 2Bk H &A AdA); 2 W Hy =84 4&8A; 32E
9 H, 84 AFA; FRELA AFgA; TaIoo| e eA AR, NFAGED AFF AAA; 5-BEZA]

AV (5-10) AR 5-AEAAGA B4k wud FLAP) AAA: a2 ar-olEddAFEA BAl @
BEEA WGP TEA; FAARA N, EA APA EE F2AA; BrolEdRUSEA BSA; oIF 4
X—

€ Bo/My 2HEAl; AR, H-AH R0l =4 FATA; AEEA; COX-1 A4 (NSAID) 2 CO

Al AA; HgAAAl; ER 2 gz 2ol (MP)e] Al E717]

A AELAl AAA ol el A2a FEA ETAl; SEIIVAIY AAA =R FE&A #HEete d%E; N

kb A2 ZAA, FALHAA & Jd FEAZ FFE 7 A FEA; FAA; AEA] dsAE %‘EJ
ZAA;, ZR2Eadd FR2o] 2AA; ARIQ 484 CXCR1 2 CXCR2e] AFAl; AR 84 CCR3,
CCR4 = CCR59] A3tAl; NEZE % 7184 E2Fg A A, (cPLA; 2 sPLA) Y AA|; EAFEO| A B =-3-7]

A A ; HDAC A A, p38 A A, CXCR2 A& A, ZAlwFH JAA; F-S16F7F7 17 (F-1L-17) ZFE-Al;
-2l 77 4 84 (F-1L4R) #AHgAl; -8 HF71 31 (-1L-31) #gAl; CRTH2 AstA]; 9 19 %x3to=w
E_li 7

A3} 48

Aldeeo] oA, 32Tl Hy 784 dIArE Aihdud, AEEF, dERAER, Zetetd, g2 ek,
Wyetyl 2 gas=gvlor o]Fojzl o zRE AulwE Al W,

AT 49

A463ke] oA, s} o]k 7t ABAVE FREF S AEAQ] W,

A3 50
A)498Fe] 9lojA], FIEFQ AAA 7 REHFEIAE, AFEFIAE W TAZIIAERZ o]|FolH T ORHE
AelE Al W,

A46%ol oA, shut o]del Frkel A BAZE CRTH2 AL .

A518e] g1, CRTHZ Z&A]7} ADC3680, NVP-QAV680 ! 0C459% o] Foizl o =R e Ady 7 Wy,
7% 53

A4l oA, skt ool F7ke] A mA7E LT o 2H kAl A AR Y.

AT 54

A53% el olA, EAFUo|AE2kA]l AN 7F PDE4 E AT o | Al A AR ®

O
i)

A7% 55



E

1

A, @-<l

7he] X =A<k

22

10-2018-0067683

5

=
=
T

=

-1L-4R)

H
2

S,

el
=)

9 (

AT

ZFUGRER o]

°©

=

wul
=

U~ E
ZHE Ag=

A

A A7} o}
-1L17) =Hg-A],

[<S]
o]

2y

G2l Al ol sz

pu

L

7117 (
}.

°

=

T

o] ol ~H A
He)-6-[ (3R)-3-(H ol ) Z&d-1-d | F 2 v|d-2,4-T]o}q] E}EEZo]E 24

)

wWEe)-6-[(3R)-3-(H Lol ) I Fd-1-d | 9] g 7] -2, 4-T] o}

3L
s Y

~

ol
i
=

=4

3T
I
hva

=

=
=

4

& EE N-(A

-1L-31) 2H&-A

2y

o 9leJA, PDE4
ox

2

o
o, Hy W7 Aeje] X852 o7

s, N-(N2=

A7 56
F71-31 (

A|54

o w- X
No ) fie
T uAlo 1 m
BH = LSRR, W
. o o X
= fofo =
%o ~ T Tm .
X L
!
%o W OR
Al JJJ . 9 No
o) ‘o To A
T & %o Eeja %
- o - il
T3 5 e T
~o T ;™
© 30 & %o
O iy = T - |
JvAVL HT . _ﬁo N X -
R = ~ o
= M £l o 5o =
2o K = KO o M
< h o i <
=0 %o .ﬁ
0 3R — o o
o oo G = I
O jang ~ N
[ - - ns
w0 i : o K
o ~ 5 i) B %
T oy v & oF © 2 B
. = N ce =y
= o ) g NGNS ) % G
2w T4 3o < SRR T 4
X R - ) ®o R o Moo CR
No T = B Wy Mo o N
ingl — lred
Mo Yoo T W Mo TR ° T o
- Moo T 70 Do - ﬁ —
B A Hod T T o 2 g U E
¥ o Jul} o g o 9 i S -0
L BHOTe N ) T T owow <R oEr
%o (- AR B 2N ooy g .
< T oo X oD e oy D i o
o GO N TR T M-
T S I N B S R @ OB
R B OH o XN RO e o BT
o :i — = o — ,wﬂ ‘N‘._ _ﬁo Lt o E) -
T X = N B om0 o B 2 il = o
o Mo - I Mo o= T
3" T ouow P wom P o ok =N
2R =K ok "o o A e N = R
o~ H .oR o= X g oo om0 % . o
- 5 — o 0 NJo N T Al
o A S CSRGNG C = = oy
X - T o T T o : = mp O
. % = o WOR o o K R R BR W
P B - R T " 70 B = T
Pw oo P RRE RN EREE e o "
— ) 0
SR I S A (N S
do R ® S B 0% % w2 &S 2H ® T MR

.

1

o
A

al

7

il SApoll Al Fol ==

9|

(<)

X

=

=

3f Fol 4=

S

TR, HAU, ex=d, F=H, FAH, 250 ==

3

A7 61

2AT% 60



ATE 62
A61gol oA,
37 63
A6l AlA,
AT 64

Al63Fl 2heA,
15, 16, 17, 18,

SIHS31 10-2018-0067683

BN
o
1
é
12
BN
o
1
t
e
i
3

FE7E Aol Al 19 13] Fols= A W

i
i

2AE, A 24E =5 5o Fer/t oF Ing WA oF 60mge] §Fo 2 FosE A W,

ZAE, A FAHAE = Fo Ul ok 1, 2, 3, 4, 5, 6, 7, 8,9, 10, 11, 12, 13, 14,
19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39,

40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 53, 59 Ei= 60mge] §Fo= F

o= A .
A7T% 65
A3l A,
AT% 66
A3l A1,
AT 67
A638el loIAT,
7% 68
A3l A4,
2T 69
A638el loIAT,
A% 70

63l heiA,

.

AT 71

A56%el glo1A,

100mg/m1 2] o]

A3 72

AI71E 9leA,
0.03, 0.04, 0.05
6, 7,8, 9, 10,
32, 33, 34, 35,
57, 58, 59, 60,

BN
o
i
M
BN
o
i
i
rr
i
2

Fe7F oF 10 A oF 60mge] &%

o
fr.
—m
2
il
rlr
po
r«O
o
i

BN
o,
i

Ao 2YT m Fol sk of sng A oF S0nge] SFOE Folx Al W,

H
fr
4

ZAE, A 24E £5 5o Fert oF Ing WA oF 10mge] §Ho 2 Foses A W
ZAE, A 24E =5 5o Fd7t oF 3mg WA oF 16mge] §Ho 2 FoF = AN WU
ZAE, A 24E £5 Fo Fe7t oF Smg WA oF 20mge] §H o2 ForE AU WU

fr
89
w2

24=

LA 24E mE Fol Feish o long A oF 30mg) $FOE Folx

2H%, A 2HEB EE Fol Fesk AU, vekz, Lt ATUE, °F 0.005 WA o
o ol Al Py,

2AE, A 24E £ Fol FHZE <F 0.005, 0.006, 0.007, 0.008, 0.009, 0.01, 0.02,

, 0.06, 0.07, 0.08, 0.09, 0.1, 0.2, 0.3, 0.4, 0.5, 0.6, 0.7, 0.8, 0.9, 1, 2, 3, 4, 5,

11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31,
36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56,
61, 62, 63, 64, 65, 66, 67, 68, 69, 70, 71, 72, 73, 74, 75, 76, 77, 78, 79, 80, 81,

82, 83, 84, 85, 86, 87, 88, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98, 99 HE+ 100mg/mle] &FOo = Fojx

E A Wy,
A7 73

A71 $lolA,

.

A3 74

5

ZAE, Al 2AE e Fo FE7E oF 0.05 WA °F 100mg/ml ] §Fo 2 Folx= ZQl



10-2018-0067683

<!

=

=

H

i
=)

= 5o dejzp 2k 0.005 WA 2F 10mg/ml 2]

TC

FAAE =

)3

[e)
2

Al

)

=]
=

So] et ok 0.05 WA <k 15mg/ml 9

pi
o

3

d=

A

%=

ok
=k

d)

A

)

=]
=

A

3

N

) 9] &) E-1-2 ] 9] ¢l vl w2, 4-t] o}

-
a

Fol Fert oF 10 WA °oF 30mg/ml <]

L
L

ot

-

Tl

=]
=

_]

(o)

HE)-6-[(3R)-3-(H ol =) 9 S Fd-1-2)F g nel-2 4-t]o}q] BI2EFO|E 24
W e)-6-[ (3R)-3- (| & o}n]

=3
2%

hyA

A

=

=
=

4

= N-(A]

s, N-(N2=

s}

X1

=
=e olEIA YN, FEYY], 85

A% 78
AT 79

BH
-
iz)

ozel

.fv

KR

JJ)

"

Nlo
iz}
ﬁO

ozel
‘_.@o

o] J
=)

|m

Apel Al o

A

L

o

°

A7 80

71
jand

DS

gl

FApel Al Fol ¥ =

£ Tl

s %ol Az

SETE

A7 81

A7 82

i/

o E7t &+ 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14,

19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39,

17, 18,

16,
40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 53, 59 Ei= 60mge] &Fo= F

3T% 83

15,

g
fm
w

)

_10_

A7 84
782



SIHS31 10-2018-0067683

ATE 85

A8l AolA, £EE, Ak A= T Fol FE7E oF dmg A oF 50mge] §Fow Folv= AL W
A7 86

A8l AoNA, 248, Ak 2= T Fol FHIE oF Ing A oF 10mge] §F o= Folu= AL W
AT 87

AI83F el olA, TS, Ak 2HE E= Fo FEi7F oF Sug WA oF 15mge] Fow FojE= A WY
37 88

A8 ANA, 248, Ak 2= T Fol FH7E oF Smg A oF 20mge] §F o Folu= AL WH
AT 89

283 oM, 2AEE, AF AE L= Fol FE7E oF 10mg WA oF 30mge] §Fom Foy= A
.

7™ 90

Agrse] oA, 2AAE, AT 2AAE £E F9 Fur AW, 952, B TR, oF 0.006 WA oF
100mg/ml1 ¢ Folgoz Fol¥= A whd,

A3 91

A903el 9ol A, ZAE, At AL w+= Fo FeE7F ¢F 0.005, 0.006, 0.007, 0.008, 0.009, 0.01, 0.02,
0.03, 0.04, 0.05, 0.06, 0.07, 0.08, 0.09, 0.1, 0.2, 0.3, 0.4, 0.5, 0.6, 0.7, 0.8, 0.9, 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, 31,
32, 33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56,
57, 58, 59, 60, 61, 62, 63, 64, 65, 66, 67, 68, 69, 70, 71, 72, 73, 74, 75, 76, 77, 78, 79, 80, 81,
82, 83, 84, 85, 86, 87, 88, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98, 99 WX 100mg/mle] R FO T FolE

= A WL

AT 92

A0l oM, ZAE, A 2AHE T Fof Fert oF 0.05 WA 9F 100mg/mle] §Fo 2 Folxi= Z<l
H}H

o A .

A% 93

A0l dAM, 2AAE, At FAE T Fol FE7 oF 0.01 WA 9F 90mg/mle] EHOoR T A9l

AT A

A0l oM, FAHE, At FAHAE T Fof FH7E 9F 0.005 WA oF 10mg/mle] &Fo = FoJFE= A<l
H}H

o A .

A3 95

A9ostel oM, 2AE, A ZAE Tt Fo] FE7F oF 0.05 WA F 15mg/mle] §FHORE FoH= A
1

A7 96

A90stel] AAA, =AHE, A
H
=

12
PN
o,
il
H

= ol ek oF 0.5 WA oF 20mg/mle] &RFom Foju= AJA W
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A3 97

o

a) N-(A 223222 ue)-6-[ (3R)-3-(WLobr] 1) 3] 2] 9-1- | 9] 2] u] 6l-2 4-T] o}l E}2Ego]|Ee] Zg-o
2RE N-(A 22222 0e)-6-[ (3R)-3-(F L oh] 1) 7 2] 9-1-9 ]9 2] €l-2 4-t]o}w] Ef2Eo|ES AH
sl

¥ B4 Fo <0.500.% ¥3tY

rr

po rﬂl

3}
o) wElE BAel & gl 6 A 10807 Qelel EAlShE 7] it
AW 6 BB A 58 sl weE 248 AzAdlE

o7l wgl® BEAL N-(REZ2z23dE)-6-[(3R)-3-(HMEoln ) a2 d-1-d 7 g n)d-2 4-tjo}yl El=

N-(ANE2Z2dve)-6-[(3R)-3-(HEotn =) I 2] d-1-d |9 g n|d-2 4-t]o}rl B=Eo|E 253t=S Al

Aol o1, weld Bhol N-(AFRI2Are)-6-[(3R)-3-(vdolv] )| E2 d-1-9 ]3] g v el-2, 4-1]
7

6-
ol EfZEHo|E 2535 9] v AE EFat= 2 WL
A% 100
993l oA, TEAZF oF 6.7, 9.2, 22.4 E 24.4% 2-A et A ] PXRD ¥ ol ola] FEEE A WY,
273 101
100l JoiM, thE A7t oF 13.5 9 18.7% 2-AlEtell A e] F=7te] Ha 2/ Edets AU Wy,
AT 102
A1018el JAA, hFA7F F 20,9, 21.4, 26.8 F 30.0% 2-AEfol ] Frte] 93 4/1E E3ste AA W
H
8.
7% 103

aKe]

A8l oA, T8 7] SviE Adsh=

>,\I
o

AT 104

103l oA, 771 Sri7E L=l W,
7% 105

A 1048+ QlojA, 7] LUz} ekl W

A3} 106

AT 107
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A9gel ololA, Az AWl Ao & FE7F oF 40% RH 23] W
7% 108

A9gE el holA, Hx ol A

i

2=7b ok 50 WA 99% RHSD I

A7 109

A108ol oA, 7% Bue) At B FE7} ok 60 A oF 80% RHS) WY
27 110

A9l olA, Ax FH el Al = F5=7F oF 69 WA 99% RHST "

AT 111

AosaFe] Qo1A, N-(AZmEzdue)-6-[ (3R)-3-(dDobr )7 22 v-1-2 ]3] 2| v ¥ -2 4-t]o}nl Ef2Ed
oE9] g HANoR WAANZIOZM N-(AZ2Z2Aue)-6-[(3R)-3-(¥|Eo}bu] )7 Z&] v-1-< | 7] 7]
vd-2,4-tjolyl Bl2EF | ES AT A WY

A7 112

A99& oM, N-(AZzZZBuE)-6-[(3R)-3-(Lobr] )3 B W-1-2 w2 v 9-2 4-t]o}y] B2 E

ool el Sl HUHow YANPORA N-(AFRE 2R E)-6-[(3R)-3-(Polr] )3 2] Y-
1-91] 9] 2] )92, 4-r]o}l Ef2Edol B ARakA 7= A9l

l

m9

A3 113
#9838kl Lo A,

a) 2% N-(AezzzdvdE)-6-[(3R)-3-(rdotr ) Zeld-1-d |9 g d-2 4-t]olrl (2R, 3R)-EF=E

o ES 42F Fulo HASol| Hrlsle] Al €4S At 50T 2o S22 7A]7]aL;

c) A2 §9E 40-60CE YA A & & AxshaL;

d) £98E 20-35C=2 HRlAHoz Yzha7|a;

e) £98E @A) aL;

f) gelg B48 AF sl

g) 9l =4 = FFol 6 WA 10%0laL o] EAstE f7] &7t dEjE Bd Foll <0.5%0.% Xy
TE e AMAA S8 B84 A B b dEE BES ARAE A

S X,

o714 wEE 2he N-(ANZRZ2HuE)-6-[(3R)-3-(H Lol )3 &) t-1-< | 3] ] v el-2 4-r]o}l B2
EfolE 25359 O3AE 3= AQ v,

A3 114
A99&kell AoIA],

a) Ao N-(A 22223 ve)-6-[ (3R)-3-(v D obu] 1) 3] 22| ¥l-1-21 ] 9] 2] n] €l-2, 4-T] o}l (2R, 3R)-E}=E
Foll H7kske] Al §HS AFEa 50T 2o 2R 7FA]7]aL;

)
o
il
il
[
o
T
=)
lo
3
é

b) A1 &Hol 7] &viE S8kl A2 §AS A=k,

c) A2 &NE 40-60C= YZAA & E AlxshaL;
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d) €88 = 20-35C= AR H oz YzhA 7] aL;
e) €dEE w@ElA7)a;

f) dele E4s Ak

g) @EE A B o]l 6 A 10%0]aL Pelo] EAEE 7] izl deld EF Fol <0.5%0.%2 X3y
T5 3 A & B84 V1A 55 sl dEld BEES x2A7E A
S x§skH

-[(3R)-3-(HEetm ) ¥ Zejd-1-d |9 2] nd-2 4-t]o}¥l B2

A1138el dolAl, ©A a)7h oF 55C WA oF 65T &% WA FdE= 2 W,
A+ 116
A1143 el QlolA, @A a)7F oF 55C WA of 65T &% WA Fadu= 2 Wi,
AT 117

A1133¢ol] QJolA], A )l A fHo] ¢k 20 WA oF 60] 7|7 A ¢k 50CE WZEE A W,

A3 118

A1148 ol QlolAl, @A c)ellAl &Ho] F 20 WA oF 60| 717kl A oF 50TE W= A .
AT 119

A1158 el QloAl, ool &2 o7 of 20 WA oF 602 7|zt AA °oF 40C=E JzE = 2 Wy

A3 120
1168l 9lolA], fdo] FHHoz 20 A 60%-2] 7|zkell AA oF 40CE Yzhel= A W,
AT 121
11980l oA, &do] F&HAH o7 20 WA 6012 73l ZA oF 30CE Yzh=E= A Wy,
A3 122

A1208e] oI, golo] FEA o= 20 WA 60%e] J17e] AR oF 0T WARAE A W

e

AT 123

A98stel] QlojA, wElE Ede f7] &v] o] & 2r] FH (WR) EE 7)A ZRvEIYY (GOF o8
sto] AAEE A Wy,

AT 124
A1133 T A1148e] oA, F7] §vli7t &4F W,
A3 125

A124gel glolAl, ero] wlgheel W,

A113% == A1148] oA, B84 71A7F DAl 9.
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A113% = A4l ol Az AW Fd & FE7F oF >40% RE 3421 Uy
AT 128

12786l oM, Az AW Ad B FE7F oF 50 WA 99% RHS! W

A7 129

A28l oA, 1=

k]
=3
Lo
o
=
e

£57F oF 60 WX ©F 80% RHS

A7 130

N-(N 222w e)-6- (3R)-3-(H o] ) 7] 2]l MFAUM -2,4-tjolqle] - AEAO|E ¢4, Ay
OlE ¢, fg-3l=2EFRFel= ¢ % g feXYoE o|FojH FoRNE AMuwE A T 9
it FEEE 98 ¥ 2AE

A7 131

(N ERZRBND)-6-[(3R)-3-( Dokv] ) 9] B2 ©-1-2 |3 2] v -2, 4-Flobyl 7] Al]

A130%e] oA, N'-(A 22320 8)-6-[ (3R)-3-(H| dov] ) 9] B2 1-1-91 ] 9] 2] ] 92, 4l o}l kel le]
_]

BE)~6-[ (3R)-3-( Do}v] 1) 3] Z el 9-1- | 9] 2] v] -2, 4-vlopul t]-3]=

e

A1308] oM, N-(AF2Zzdu&)-6-[ (3R)-3-( Lol =) 3 Zah-1-2 7] v g-2 4-t]ofgl o 1]

EXUYolE F3ES ¥3ete 24 E.

A1303 WA A1348 F o= 3 o AR L AFY L= A e HAE e At =AE.
A3 136

], A1303 WA A4 F o= I Fo] 2AHE E 1135&4 Zﬂ‘”k 4=

o oFHe, W, AA, A4, B, 2AX, F, ooEF- 42U £,
E, 2Zgo], FAA 9 A AAZ o]FAX FoRHY MAuH ?04 6éEH.
A3 137

FEZ), A1308 WA A4 F o= @ I ,
o) gelel Ass dew st fxdA Tods AL @S, 1 vl AEE AR .

,d
lo
BN
oX,
i
N
=
(&3]
o
lo
2
12
BN
oX,
i
t
ls
2L
=
()]
o
lo
—n
2
ofk
=
il

A7 138

11373l dol A, H, i) 28 = AEprt 54 A% 29, 294 2, 257 2, A% A,
of %4 A%, oF, wH AW, AF AW, BT Fol, AW B gE), A gol, Fw WA Fol, 454
A3, W W g oA HofE Fulets B Ao g o|Fold ForNE MuEw Al Wby
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AT 147

A1443e] oA, FAE, At 2AHE T Fo st oF Smg WA o S0mge] §HoE2 FoyFH= <
e

A7 148

A144e] QoM FAE, A 2AE £t Fo FHZE oF Img WA oF 10mge] §Ho2 Foyxi= A<
.

AT 149

A 1443k oM, ZAE, At 2AE == Fol e oF 3mg WA oF 15mge] & o2 Folxie Al
W

A7 150

AV

o

A144%el SlejA, 24E, At 2HE e Fol FEZE oF Smg WA oF 20mge] SFoE Foy= A

44l oM, 2=, At 24E T Fol FHi7E oF 10mg A °F 30mge] §Foz oy

0
&
o
o

AT 152
A1428el oA, F=AHE, AY 2AE Ee Fo FuHrr AOUR, IR, e R, ¢9F 0.005-
100mg/ml1 &) Fol&gFoz Fol¥= Q) uphy,

A+ 153

A1528e QoA 2AAE, At 2AAE EE Fo FE7F ¢F 0.005, 0.006, 0.007, 0.008, 0.009, 0.01,
0.02, 0.03, 0.04, 0.05, 0.06, 0.07, 0.08, 0.09, 0.1, 0.2, 0.3, 0.4, 0.5, 0.6, 0.7, 0.8, 0.9, 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,
31, 32, 33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55,
56, 57, 58, 59, 60, 61, 62, 63, 64, 65, 66, 67, 68, 69, 70, 71, 72, 73, 74, 75, 76, 77, 78, 79, 80,
81, 82, 83, 84, 85, 86, 87, 88, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98, 99 EX 100mg/mle] EHoE F
Ax = Bl WH.

A3 154

A 15280 JoAA, ZAE, AF 2AE & Fof ezl 9F 0.05 WA F 100mg/mle] §Ho 2 T 39l
H}H

o A .

A3 155

A1528 e dolA, ZAE, At ZAE T Fo FHIE oF 0.01 WA oF 90mg/mle] §F o2 Ty A
1

AT 156

A1528e JoAA, 2AE, AF 2AE T Fo 7l 9F 0.005 WA oF 10mg/mle] §Ho 2 T A<l
I

A+ 157

A1528 e dolA, ZAE, At ZAE T Fo FHIE oF 0.05 WA oF 15mg/mle] §F o2 By A
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273 158

A|1528el QA , 2AE, At 24E £ Fol FJE7E <F 0.5 WA oF 20mg/mle] &Fo 2 Foxe
e

A7 159

A152%el 3lolA, A=, Ak A= T Fol FEIZF oF 10 WA oF 30mg/mle] o= Fojr= Ad W

¢

AR QJolA, 2HE, Ak £YF = Fol Fusk sht ool Frhe] ARAS A BAAA Fols
=]
H

725l
AT% 161

A160el hefAl, st ool Frkel A ATE S|2=EM Hy 8A AIA; S| 2=EN Hy EA AFA; 3]
Et9l H, 584 A FIEA AdFgA; z2xvjol zegA AAA; AFAALERD AFT JAA; 5-YES
AAIGA (5-L0) AAL 5-2FAAGA Edst Teld (FLAP) AAA; ar- B ay-ol=dlddF&4 a4
HarEA AFAFSEA T2 M F8A AFA Be FFHAL Bool=dddgEA aEA; o

A8 Bo/My AEAlL AR W-sEEZo|eA FHSAl; ARE; 0X-1 AAl (NSAID) 3 C0X-2 A
AAL BT, F9E AW B wa SFIasEas R s ]l
a

=2
) ZHEAl; VLA-4 AEgAE £33

e

ﬁi

ox
ult
fu
<4y ot 12 of\

934 BAo od YA =

= =
B3 3A AA; 71d-B- % B

rir

A AEFgA; HGAA; WEH: vgrIzadgoelAd] (MP)S SAAlL EFI7IY NK, Nk % ONK; FEA
AZA; AeketAl AAA; obdl=Al A2a FEA B Al EIIUAY] AAAL manl FEAld Agete 3t
2 NFxb A2 2AA; dagdd = s DeAz 258 2 9= 284; FAA; AEFC A
o AR 2AA; TR2EEFdd AR2o 2AA; AR 84 CXCR1 2 CXCR29] AdAl; ARIIQA =84
CCR3, CCR4 % CCR59] AghAl; ANEZ 7184 ¥ TA Ay (cPLA; 2 sPLAy) Q] AIA]l; EAFo|AJEl=
-3-71UA1 9] oJAAl; HDAC A A); p38 A|A]; CXCR2 AdA];, ZAFH AA; d-A¥F7 17 (-1L-17) =+
LA, d-9EHFZ 4 A (F-1L4R) 2&A; -7 31 (-1L-31) #&A|; CRTH2 AgA];, E 19 %
Fo= o]Fofzl woRHE HAuw ZQl Wy,

T A w

A3 162

s
e

1613l oA, shut o] el F7kel A mA7}

ol

2B |, 84 dgAQl W
A3 163

Al6zael 9o, S12ehel H 584 DAL ArAud, AP, drAs, 2eed, oszee,
dslehel @ RS Egnon oo FoRYE Adh R P,

A3 164

A618rel QlolA, st o] Fkel ARAZ FRE AFAD W

A3 165

A|16438el oA, FIREZN AEAT RHFIIEE, AIEFIIAE Y ZARILAER o] Foj3] O R HE
AelE el By,

A+ 166

1618l QoA , skt o] de) F7ke] A EA7F CRTH2 A& A191 2.
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A7 167
A1663Fo] glol A, CRTH2 Z 3417} ADC3680, NVP-QAV680 @ OC45= o] Folx o ZFE] HAeiy ZA¢l vy,
7% 168

A161%el dolA, shut ool Frke] A A7 EAFT oA kAl AAL Y.

b

273 169
A168 el o)A, EErjol| 2~H kA A A7} PDE4 ]l 2~HEHAl A AIQ] W .
A% 170

A169%el oA, PDE4 EXFT o sEehA] JAA 7L ofZedetiE 8l 2 ERUGAER o] FolX Forh
7

d A .

AT+ 171

_I

30mg ©]3Fe] N'-(A| 2222 v e)-6-[ (3R)-3- (M Eobv] )] S2]d-1-2 5] 2] v ¥l-2, 4-T]opy]l mi= 19 o}
A4 HeHE 9, SuaE E 5859 e 19 13 Tojaks AL xaers, ﬁu}ow ol ¥R

=
S X 88k W,
A7 172

15ng 17 30mge] N'-(A] 23 20w &)-6-[ (SR)-3- (o} ) 3] E2) A-1-2 ]9 2] ml -2, 4-Tlobdl = 9]
Aoky SguE @, SulsE Ei FHES Bl 19 18 Folshs A HPsE, BN okEsy I

$ge A

A+ 173

(3R)-3-(WlE o] ) v Z 2| -1-A 9] v el-2 4-t o}l HE= 19

Sng WA 15mge] N-(AZmzzue)-
= ol 19 18] Folsl= A4S E3sh=, oA olETA T

x 6-
Ak A 4, FNSE wE RS

1=} [ = =]
B Amshs Py,

mOr—\

A3 174

Img WA 5mge] N-(AEZ2Z=dd€)-6- I
A g s18EE 4, SvstE B FIES Ao 1°‘ 13 F43s

B Amshs P,

W-2 4-tlopyl Ei 19
= Ae EFehs, BRIA ofEs]y I

A3 175

30mge] N'-(A 2222 Bo8)-6-[(3R)-3-( Bobv] )] 22 9-1-2 |5 2] o] -2, 4Tl o) = 18] ApY 3
5 9, SWsHE EE FoEe B 19 18 Felshs A s, BANA okEY Wrd
s

23k
A+ 176

ﬁ

AT1E WA A175F F o= @ ol QoA N-(NFRZ 2@ E)-6-[(3R)-3-(H Db ) 3] Ee] wl-1-]
-2, 4-vopul, E= o] AR s8E s A, Sviste B getEe] doR Folus AL .

A8 177

A71E WA A176F F ol & Fol olA, N-(AZF2E2 R uel)-6- (3R)-3-(v & o] 1
Fu)el-2 4-tjopwl | EE 19 AR FeHE o, fujstE wi SalEo] Aa-F-Rw e, e, 4A,
g, Bt =A%, F OF- 2 Ge-mda, A 184, gxd, egds, 98, o

1-)
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2 oA AAE o]Fold FoaRE ey Fuel uy
AT 178
ANTIE WA A7 F ol & Fol YojM, N-(NZEZ2Bue)-6-[(3R)-3-(WDobr] ) v e g-1-2 ]

v gue-2,4-tjo}wlo] N4—(/\1E"iﬁi%“3ﬂ%)—6—[(SR)—S—(‘HI%O}H]i)ﬂ%ﬁll’d—l—%]ﬂEl‘jll’d—ZA—ﬂo}“J B2

EYolE 25atERA Folss A W,
A+ 179

A1718 WA #1788 F o= st f%Oﬂ AAAM, N-(NE2Z22I 1 E)-6-[(3R)-3-(dEolr )3 Z|d-1-¢ ]
v)e]v)e-2, 4-t]olnlo] ol 98% =

o
o
2
o
I
i

A3 180

AT WA A79F F o= @ ol gdolA, AL 16 IRl 4-N-T-F-6-[(3-(NFotr] i) 7] S -1-4]]
Selole-g 4-vlob & FbE Tt Al W

AT 181

1808 ol e, 4-N-38-6-[(3-(HEoln| ) v Ze]d-1-L 13 g n|d-2 4-tjo}wlo] 4-N-}el-6-[(3R)-3-H&
obr| i) I Sl d-1-d]H g n -2, 4-t]o}lQl W,

A3 182

AR FEFS N-(NZRI2ANE)-6-[(3R)-3-(Fopo] )9 Fe-1-2 s el -2, 4-rlobl % 1% o]
o APy HEHE FAl, NUA e PYAE TS A

A3 183

A1823Fo Aoy A, A& FaHo] a) 1 WA 100mg, b) 1 WA 60mg; == c) 0mg=F-E AEE A AHA.
AT 184

A1828 = 41833l QolA, N'-(A 22 2 E)-6-[ (3R)-3-(H D o}r] 1) 9] S 2] el-1-9 ] 3] 2] w] ¥l -2 4-T]
obglo] N'-(AZZ3xz A e)-6-[ (3R)-3-(H S o] ) 7 S ¥l-1-91] 7] 2] v] 6l-2 4-t]o}w] E2EHO|E 248
o] Fejel Al

A% 185

1823 WA A184TF F ol F Fol oA, 1 WA 175mge] N-(A|Z2Z 2w e)-6-[(3R)-3-(| o}
)92 W-1-9 ]9 2 v ¥-2 4-t]o}l BEEY 0 E 258 5S ¥ i 4A.

A3 186

1823 WA A185F F ol & Fol oA, 1 WA 1l0mge] N-(AZ2Z 2 ue)-6-[(3R)-3-(| o}y
)92 W-1-9 ]9 2192 4-T]o}]l BREY 0 E 2585 S ¥ i 4A.

A% 187

1823 A 71868 = o] F ol oA, oF 5ng] N'-(A|Z 2L E)-6-[(3R)-3-(vl|Do}r] ) ] =
2 U-1-2 |9 2w el-2 4-tlohul B2 EO|E 2585 Tatals Q4.

A3 188

A1828 WAl #1868 F o= g o oA, °F 17.2mgo] N4—(*1—§LEEE%‘U1]%)—6—[(31?)—3—(“1]%0}‘11i)ﬁl
Za0-1-9 |9 @ ne-2 4-t]ob7l B2 Eo|E 25558 Tatels A
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373 189
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ANA A, WF, B wA gel, MWAEE, 94 FWY TFA, A4 Fug TEs
SER GO, TAE, R WY, AFY SN EE Q54 v, 40, 495, 90F, 244 9,
MYy WEYY, ARlT WE P4, A9F, Bav) Aoty mye, /s, aad-gEs ST,
SN, 1% S, 25 S, 3 S, 4% B, 9% A9F, 9% 4aF, A3WEY §F, o9, =
el Yy ANF D Iy RO ofFold ToryE AU

ZAE, A 24E =5 Fo JEl= oF Ing WA °F 60mg (& EW, °F 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, 31, 32, 33, 34, 35,
36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 58, 59 HE
60mg)e] 8o Foid 4 gl

thedgh AAGEHelA, 2AE, A 2HE B Fo JeH= o ()WﬂOk%MA«&%_i oF Smg A <F
50mge] §Fo=; oF Img WA oF 10mge] §Fo=; <F 3mg WA oF 15mge] §Ho2; oF bmg WA <F 20mg<]
SFOR; B/ET oF 1omg WA oF 30mge] T2 Fofd 5 gl

qelol 2HE, A} 2HYE TE ol FuE AWMU, A5, T AT, 9 0.005 B4 % 100ng/n]
(& &9, 2 0.005, 0.006, 0.007, 0.008, 0.009, 0.01, 0.02, 0.03, 0.04, 0.05, 0.06, 0.07, 0.08,
0.09, 0.1, 0.2, 0.3, 0.4, 0.5, 0.6, 0.7, 0.8, 0.9, 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, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40,
41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 58, 59, 60, 61, 62, 63, 64, 65,
66, 67, 68, 69, 70, 71, 72, 73, 74, 75, 76, 77, 78, 79, 80, 81, 82, 83, 84, 85, 86, 87, 88, 89, 90,
91, 92, 93, 94, 95, 96, 97, 98, 99 T+ 100mg/ml)e] FoFo g FojdE 4 Q.

Cheksh 2 A FEof A, ALY ZHE E£= Fo Pg= ok 0.05 WA oF 100mg/mle] £Fo2; <F 0.01
WA °F 90mg/mlo] & ﬁiy °F 0.005 WA °F 10mg/ml2] %o o=; 2k 0.05 WA °F 15mg/mle] &xo=; °oF
0.5 W= <F 20mg/mle] &Fo=2; oF 10 A <F 30mg/mle] §Fo= Fojd 4 Q).

stz o N-(AMEFRz2dwE)-6-[(3R)-3-(MEotv ) d Ee|dl-1-d ¥ v el-2, 4-t]o}v] Ef=EFoE
TS Alxshe WHol w3 Aledr

a) N-(A1 22228 )-6-[ (3R)-3-( Dok ) 9] Z 2] 9-1- 191 2w 92 4-tloful Bp2Edo]E9] 58
25E N-(AFRZ2RE)-6-[ (R)-3-(M Lo} )3 Eel9-1-2 19 2 v vl-2, 4-T] o}yl B2Ego| =8 44
3}sta;
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U5 AA A, dEEH EFS N-(NEFZ2Z2IvE)-6-[(3R)-3- (ol ) I Egd-1-d | F v d-2, 4~
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o Aol PXRD ¥ Fol o3 FHEAT, F7to] AA oA, taA= ¢ 13.5 D 18.7% 2-Aetell A F7}9
g3 2700 9l& 1€ 4 Ak, F7F AAJFE A, gE A= oF 20,9, 21.4, 26.8 E 30.0% 2-AElof| A 9

Ll
urt
s
u2
|
2
o

o meS) 2 AeEct.

chekst Aol A, Az Mo A B S5+ ¢k 40% RH =3; F 50 WA 99% RH; ¥ 60 =] <F 80% RH;
2/ ok 69 WA 99% RHo|t}.

o] Wl AX A EEHO]]H N -(NEz2xz2g9d)-6- [(SR)_S_(M]‘?]EO}U]—‘T—)I‘}%Q‘9_—1—‘?:_]]37411]11]1%]_—274—1:10]_
0 BEEgoE E N-(ANZRIZ2IuE)-6-[(3R)-3-(H Do} )] S -1-2 |9 gu| -2 4-t]o}u] B =
(A 22T 2 A E)-6-[(3R)-3- (M Fotr) ) F el wl-1-9 | 2] v] -2 4-Tlopwl Eh=E
&AM o YN oy Agstac,

a) 2R N-(NZZZ2FrE)-6-[(3R)-3-(MDobn] )] Sl l-1-2 ]9 ] W] 9-2,4-Tlobrl (2R, 3R)-EFZE
tolES & F-ulo AAol Hrlste] Al §NE Axsta 50C 23] ER 7F2A 7] AL

b) Al &Hell f7] &vll (S W, &F A WgE)E St A2 §NS Axshar;
c)
d) £92E 20-35C2 Ao Yzhr 7)o
e) £elEE @AY

0 vele #4e AFs;

2
o

12 818 40-60CE WA &8 S Axsa;

E

g) @ejd =49 & %ol 6 WA 10%]aL e
7}

o714 deld EAS N-(ANEFEZ2AWE)-6-[(3R)-3-(Hdotn ) ¥ S d-1-d 19 gn| -2 4-tjo}rl =
EgolE 2#&%54 gdAE ¥y, st A 1‘*31011*1 Az Ao AY B S5 oF 40% RH %3},
80% RH; 2/ ok 69 WA 99% RHo|T}.
oS EW, oA a)x ¢ 55C WA oF 65T 2% W 349 & /A @A o)A &AL oF 20 U
A ok 60%-2] 7|7kl AXAM of 50TCE YAHEY., yHo], £ 3?—%*42 oF 20 WA °F 60i-9] 713t A

A F 40CE Y4/ AY $5402 20 WA 6012] 7|3kl AXA oF 30C= W¥zhd 4 Q).
Id vlERoke 549 7EAE o8 WA, d® EFY F7] &v o] 8 Ar] T (MR) EE 7
A AZetEIHT (GO)E o83l 249 & Jdu= AS AR Holr),

H, w7 deE A N
d-2 4-tjoll ] Aok = Folsht FEEE 98 et TS T AlFHI, of7|A Ak e
Folgt HEEE g2 A 4 °
2 o]Fojx ToRKE

l
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=
>
>
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ol
~N
do
o

At Al olETA IR AS A mdh=d AR 919 N4—(f\]—§“i£i3‘lﬂﬂ‘%) -6-[(3R)-3-(H "o} )9 2 d
-1-d ]9 grd-2 4-tlobyl H= 19 AR FE&He= o, &vistE Ex FohEe] ®I AFTHIL, o7]A
30mg, 30mg ©l&, 15mg WA 30mg, Smg WA 15mg, L= Img WA Smge] N-(ANEF2Z=IvE)-6-[(3R)-3-(H]
dolv ) Eed-1-d ]9 g nd-2 4-tjo}yl T 9] At FEEHE o, SuEtE T 380 Sl

EIR ZJA rl
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19 1

o

Fold

o

o=
2,4-tlobal A MO ES ¥FaT;. E UE AA G M, 2B N-(AZRxadue)-6-[(3R)-3-(1

bl ) T EeH-1-2 ]S v g2 4-tlolrl A Aol ES A, F7b AN R, EHEL N-(AZ
22 AW E)-6-[(R)-3-(HEolr ) F Ed-1-d ]9 2nd-2 4-to}yl t-3=zF 2ol 35S
b, Z7) ANFHAN, 2AES N-(AZRE2Rue)-6-[ (3R)-3-(H ol )3 S d-1-9 ]3] g™
2,4-t)o}ql olgk &Tdo]E 5388 Eisir)

Nlﬂ

il

ro

AA G A, 2AES N-(AEF2Z23H9)-6-[(3R)-3-(AEetv] =) v Zed-1-d |9 2] v e -

)

=

m
e

Qelol 4B L ARy HgHE A B HNAS TP A 2YBe] T ATEG
SRR, §EF ool oleld £4F EE A 2YEL TS Tol Just wd e, -4
AL Az, Fol Y A FLE, DE A, A, B 24 G g A
1z ], =il
H

A, BEE, Y=g

Hy w7l 28 &=

iﬂ

Fejoll Hste], Fawke] B 714

rlr
o
fuj
Ll
[
_O,L‘
Ay
RS
rot
BN
oX,
g i

H Qe 2R, Aok 2B WEE Fol FHE 02 Baw s Bl Folgoms K vl A% =
= ogEE Asshs o) £@ AFH,

-AEA AZA, B v AR EE UL 434 A AT (5, okEuy HNY EE AW, 294 2
B (Z, Feey) mb a%4 29F), 557 A8 (5 A4, w4 A44 V% A9, == du=s)y
), A% AR (F, AT W), Agnel 94 4D (5, 229 == AW 249, ¢, B4 4B (5,
Fobele @AY R AN Ee), A% 4B (5, Fdd AMD), BF P} (5, 934 5F == A
AW §3), SN BY ge, A4 g (5, @NF EE olW), I Wy gol, 934 B (5,
Avel wi ZEEel), B WR 934 Pl (5 I A9F, MUAEF, == 934 EE A4 Fu
FF2)E TP e Ao ofFoll FozyE HoH

QR ANFEN A, 1, U AR mE e okEaly Wnd, £xY ol FeAF, A, AXA W,
AT SR mE A4S AR, 9, Foov), 29F, 954 29F, S, 484 F1, ony o
294, Aot WE P4, FWF, =2av Aoy B, MM, Lad-BEe ST
aEE, 1R S, 2% 3, 3% SHY, 4% S, 9% RAF, U 748, WY AL §F £t 3450
2 ojold Foziy deur)

QR kA G A, AT B FEE AN, keI WP wE e 294 el

ZAE, A 2A4E == Fo JHE= oF Img WA <F 60mg (A& W, F 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, 31, 32, 33, 34, 35,
36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 58, 59 HE+
60mg) o] gFo2 Fojd o gt

o

>

gk AAFE A A, 2EE, A ﬁ%EEf$@ FEl= oF 10 WA oF 60mge] &Fo=Z; oF smg A oF
50mge] o =; oF Img WX oF 10mge] &= oF 3mg WA oF 15mge] &0 =; oF dmg WA <F 20mge]
fFoF; W/EE oF 10mg WA oF 30mge] o= Foqd = Q).

ool AL, At AL EE= Fo Fy= AWYR, Jt2, £ HFUE, oF 0.005 WA oF 100mg/ml
(dlZ =9, °F 0.005, 0.006, 0.007, 0.008, 0.009, 0.01, 0.02, 0.03, 0.04, 0.05, 0.06, 0.07, 0.08,
0.09, 0.1, 0.2, 0.3, 0.4, 0.5, 0.6, 0.7, 0.8, 0.9, 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, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40,
41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 58, 59, 60, 61, 62, 63, 64, 65,
66, 67, 68, 69, 70, 71, 72, 73, 74, 75, 76, 77, 78, 79, 80, 81, 82, 83, 84, 85, 86, 87, 83, 89, 90,
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91, 92, 93, 94, 95, 96, 97, 98, 99 E 100mg/ml)e] Folgom TFo=& 4 9t}

cheF AAFEel A, 24, AF 2R T Fol FEE oF 0.05 WA oF 100mg/mle] &FORE; °F 0.01

WA oF 90mg/mle] &Fo=; oF 0.005 WA <F 10mg/mle] &Fo=; oF 0.05 A oF 15mg/mle] &Fo=; oF

0.5 WA <F 20mg/mle] &eFo=; oF 10 WA <F 30mg/mle] &Foz Fojd 4= 9},

dojeo] 2HE, At 2AE T Fo JuHT sy ol Frie AsAY 4 Aol A Fo=E = Q)

H|-A| g4 Q1 o 24, 3l o] 3] Fe] X 8Al= 3|~k H, 82 deA (F, dadvud, AgEER, Hun

AER, 2ed, da2geid, wyjgy 2 gas| =), s~ Hy 84 d3A; s|=eld H, &8

A AgA;, FIEZA AgA (Z ZHFIAE, A2 EINAE, @ ZHBFIAE);, EAZC A AH A A

A (&, PDE4 TAZTAH A AAA dAY ol UHFAE EE 2ZRUgtrE); AAAGERD A5
AA; 5B ESAAGA (5-L0) AAA; 5-2ZAAGA &3 ¥ (FLAP) AAA; a- 2 a,-ol=dyd

[e2]
o)
d58A meA darsA wdAAGT®EA; FARAA M A A3l B e FEFAL
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¥

rot=dl g

B
A &AL olF 2E Bo/My ZHEAlL At v-sERo]EA Al AEZE W COX-1 JAIAl (NSAID) =
_"

-5 =
0X-2 A8 AzAl; A, F9& AU 2 F4 SFIIAZEIAERE; YA AT B dis &
Bl Regrd A FFE JAF A (F-INF-a) A8A; VLA-4 AZAE 2¥ets 53 &2 A4 7

NK, 8 WA adekseha oAl ol A2a 84 A SR7AY oAA; wahn )

2b835l= 3§E; NFxb A2 24A,;, dAgA = 3] A2 EFE & v 2HEA; A, AE
I} AF AT AR FAA; Z2aElEdd A2 FAA; ARIC S84 CXCR1 2 CXCR29] AdA; AR
F}el =8 CCR3, CCR4 Z CCR5S] ZAdA|; ANEZE 9D 7184 T2 T4 A, (cPLA, Z sPLA)C AAA; E2~

Fo|WmAE| =-3-7| Al 2] A A HDAC HAIA]; p38 JAA; CXCR2 AaAl; ZA7wH AAA; d-AHFA 17
(F-1L-17) #8A; F-AE 72 4 F8A (F-1L4R) Z-8A; IF-AHFZ 31 (F-1L-31) 2-8-Al; CRTH2 ZA3F
Al (Z ADC3680, NVP-QAV680, = 0C459); 2 19 %3to 2 RE Helgr),
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olol, 12 Azt Ao g Folx 27) v o] ZPL-389% AL HAe AHA T} gl A
| 12A17F AR 27 @l §FO = 36mge] ZPL-3897F 2
oz Aue Ash, #A VlERerd] 4o sEeRtE
ZPL-3809] ¥& FI/MAZTE. F7hA o ZPL-3899] H
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7t A4 47t 2
A AElE 7ZPL-389% X &35l7] 98 gt Fo H2E o] &3yl A=),

A AHY A5E 98 ATE 1Y 13

webd, ofEu g e B, HA $Ee] HEdetts $hshe AT

FoAEs Aol ZPL-3897F 30mge] St SRelA Earh glwel H A =HaAL ddefolnt (8h7] Al
10 #=2).

N-(N 2222 A E)-6-[ (3R)-3-(M Do ) 7 o] d-1-2 | g g e-2, 4-tlobrl, “19] Alopd 5= o
BLE EYshs ACF 2SS ) Ae e AEe Aue] AMEE g slvh. e, 2l Z1AE <

oje] =AE, AloF 2AE /e Fo FH (dE =¥, AA) T EeE, 4N-FEH-6-[(3-(HEotr] ) 9]
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1
(Mobr) )3 e 9-1-9 |9 v -2 4-tlofm e FRA0R fAR. 159 FRe| f
2o n-d 7] oA N-(A 22 A ) -6-[ (3R)-3- (ol ) ¥ 22l 9-1-] 9] 2] v -2, 4-Tlo}l o] A2
2wy Wy v, o A%, N-(NZ2renwE)6-[(R)-3-(WPein) ) e w-1-2] 7 el v vl
2,4-T]ol¥ 7 BBl 4-N-F8-6-[ (3-(MFohv] i) 3 B2 ©-1-2 | v 2] ] W2, 4Tl o}l o] B
£ 5o, &9 AF (Log P), & 39 =4 (tPSA), ¥IA, &4, pka &) fFrAFsHT.

o

59 BYstey 549 fAY e, ABA £u oY HPLC T 2 AzvlEdE o] §dte] N-
(N2EZ2FwE)-6-[(3R)-3-(MDobu ) 9 2 9-1-9 | 9] 2 1] 9-2, 4-t o ¥l 3} B22Q1 4-N-32-6-[ (3-(H
Do) E 2 w-1-9 )9 2 m 92 4-Tlohil g Belahe A o g Aol

webA, N-(A22Z 2B E)-6-[ (R)-3-(d Do) ) 7] S -1-d ]9 ejulel-2, 4-clobr) @ 1] e Ee

T 2= TS W vl A3 e AHE A8E7] 93 A WEs Adeted S asitt.

NN 223 2@ e)-6-[ (3R)-3-(deobr )9 B -1-2 |9 el -2, 4-tobl o] Aok 3|88 He =
Fale 24T AzolMd AA/AE @A B 58 BB /A AHESE Aol N-(AFRZ A E)-6-
[(3R)-3-(H "ot ) v S d-1-d |9 2] 7 -2 4-t] o}l 9] <

=
EEP S o & S0l 8 294 714) A

N-( 220 8)-6-[(3R)-3-(M ot )9 B2 U-1-Q el vl b2, 4-Tlobe) BEEdelE 2588 %
Fohe xerd 2B AAbER AR P Ao wEA

ohFst AAFEl A, AA T N-(AE2Z2IHE)-6-[(3R)-3-(Me ol )T Ed-1-¢4 ]9 gn|d-2,4-1]
ofvl BI2EZo|E 253tE9 A& FaHS 1 A 176mgelth.  oE W, 1 WX oF 110mg, oF 52mg, <F
17.2mg, °F 5 = 9 1.7mg. TFE dolA, 1 WA 110mg, 52mg, 17.2mg, 5.2mg %=+ 1.7mg.  3}7] AA]
o 11-14 Fx. A Z]edofol TAE do9 AFe Wi AAE AAgst=d A2 F Ut

A AAFEOIA, AA= A sk AAl Rl ol Al

e

AN GFE A, A
el ofs] AlzHrt.
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st A
= ool Fkel AR, dA WAAEA AR (0, WE, ARAE

A2l I
AR 24, 4§ 2 2EZdlolE, F4 Qitelzg (DCP), s|=FA=Zed AER2s (HPC), ¥ HlE, =
PN

FH =, obshata, ZFHolEAIYlE W/ e B T)siokd IAE oY vE FYAE FUIE X
o]
PR

vl A= 3 s71E sk AA (e =9, A4 AA el oa Alxd AA)7F Atk

(a) F 25.75 F4e] N-(NFRIZ2AWE)-6-[ (3R)-3-(ADo}r) ) 7] S 9-1-2 |9 2] 0] €12, 4-rfo} 7] B}
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Efo|E 2943}%;
(b) oF 47.4 3% VAZAHE AEZ~; 2
(c) ¢F 17.85 %% F5= Qlitel 4.

oeld AAlE £F AHA ZUTUelE, ARAAEMRA 2F U/EE Aol ES FAHOR ¥

oA AgHE ol PRAE Yy FFA, FY9) $YA Ex 09 2PoRA mFE F Aok o
2 59, WASHoR, nAAgd ABEs, TF AdelTH, AF AHA FelTdelE, Amsvtedes
AF, W/EE seobEivh ol T REA, e B4 wE 19 2goRd 23E + U
BANME EF 18 EFee A (IF BW, A4 sk Puel o8 Azd A7t AHck

(a) o 25.75 2% N-(AF2=2due)-6-[(3R)-3-(MEolv] )9 Z2)W-1-9 |92 v e-2 4-T]o}ql B
EYoE 2435,

(b) oF 47.4 T3%°] PAZEAE AEm 2

(c) oF 17.85 S92 F4= QlatelZ4; 2

(d) oF 8 TH%2] AZAFIEREZ A LF.

BN ET o]

it
ke

Fate A4 (g 59, A4 AR e o8 AxE gA)7E AR

(a) o 25.75 F3%e] N-(AF2Z2RAuE)-6-[(3R)-3-(vDolr] )9 S R-1-A ] ) g v €1-2 4-Tlo}n) Eh2
EYolE 2438H;

(b) o 47.4 Fue] MAARD AER2

(c) o 17.85 34| 75 Qako| 24

(d) 9 8 TF9 ARA7IE2WMR A 4

(e) oF 1 S0 &2A.

)

= .
o

wg BolAE BAAA okETY WRAL AR A, A8 FEP ¥ wye] N-(NFEz a0
L@ O Elol )3 el gL ez -t GREdel S 2 o 1 elge) Aoty
B, SAA EE PEAE EFE AT ABHY, 1714 GAE B2 °f

F\F o }“r(

BolE B3 a2 2o 44 (2 59, A4 Bys el o8 Axd 4A)7 AFa:

(a) o 25.75 F&%e] N-(AZ2I2HE)-6-[(3R)-3-(AEobm )3 £ -1-9 ]9 2] m| ©l-2 4-T]o}yl Ef=
EgolE 254315

(b) ¢F 47.4 2% vA4A44d AEZ~;

(c) oF 17.85 F2we] F-4 1ol 24,

(d) oF 8 =90 maEA7tE2daE A~ A

(e) oF 1 9] ~E|ol2Aml U4

e ME =Y V18 2Pk AAl (g 51, 14 s el o8l Alzd A7 AlsEd:

(a) o 51.5 F24%) N-(NZ2Z2A®)-6-[(3R)-3-(HDobv] ) 3] Ee]v-1-2] 3] g m] 1-2,4-Tlo}v] BpEE
glo|E 253515

(b) °F 19.75 2% vAA4E Agws; 9

(¢) °F 19.75 FZ%e] T QitelZ4.

el AAE aF AuA FHTddE, JESAZed AERs W/Eb AddEinades FHoR
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T3
oA AgHE ol PRAE Yy FFA, FY9) $YA Ex 09 2FoRA mygE & vk o
2 Eu, A A4 ABEA, TE AW AE, AF 28 FHBUClE, JEBAxay A

vy

o
o
o

=X

Iy

2

o)

g fEEe] N-(NFEI2 A d)-6-[(3R)-3-(dDobn] )3 Se¢-1-2 ]9 g m] §1-2, 4-t]opsl E2Eg o]
2$ﬂ%§1%oleﬂ%”aﬁﬂbﬁﬂ]ﬁ“ﬂEE:E%ﬂgéﬁﬁF‘“ﬂE%}ﬂﬂlé 13] 7o g
A B A ol ESA 9GS ARk WRe]l HE AlE et

M-AEAel ol ZA, N-(AFEI P E)-6-[(3R)-3-( Dolr) ) 3] 2o U-1-2 | 9] ] v] 9-2 4-t]ofule] A&
FEFS 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, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51,
52, 53, 54, 55, 56, 57, 58, 59, 60, 61, 62, 63, 64, 65, 66, 67, 68, 69, 70, 71, 72, 73, 74, 75, 76,
77, 78, 79, 80, 81, 82, 83, 84, 85, 86, 87, 88, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98, 99 HEi= 100mg
ol

H-A 829l o2 A], B 7)Ag AAE 1, 1.5, 2, 2.5, 3, 3.5, 4, 4.5, 5, 5.5, 6, 6.5, 7, 7.5,

8.5, 9, 9.5, 10, 10.5, 11, 11.5, 12, 12.5, 13, 13.5, 14, 14.5, 15, 15.5, 16, 16.5, 17, 17.5, 18, 18.
19, 19.5, 20, 20.5, 21, 21.5, 22, 22.5, 23, 23.5, 24, 24.5, 25, 25.5, 26, 26.5, 27, 27.5, 28, 28.
29, 29.5, 30, 30.5, 31, 31.5, 32, 32.5, 33, 33.5, 34, 34.5, 35, 35.5, 36, 36.5, 37, 37.5, 38, 38.
39, 39.5, 40, 40.5, 41, 41.5, 42, 42.5, 43, 43.5, 44, 44.5, 45, 45.5, 46, 46.5, 47, 47.5, 48, 48.
49, 49.5, 50, 50.5, 51, 51.5, 52, 52.5, 53, 53.5, 54, 54.5, 55, 55.5, 56, 56.5, 57, 57.5, 58, 58.
59, 59.5, 60, 60.5, 61, 61.5, 62, 62.5, 63, 63.5, 64, 64.5, 65, 65.5, 66, 66.5, 67, 67.5, 68, 68.

69, 69.5, 70, 70.5, 71, 71.5, 72, 72.5, 73, 73.5, 74, 74.5, 75,75.5, 76, 76.5, 77, 77.5, 78, 78.5, 69,
79.5, 80, 80.5, 81, 81.5, 82, 82.5, 83, 83.5, 84, 84.5, 85, 85.5, 86, 86.5, 87, 87.5, 88, 88.5, 89,
89.5, 90, 90.5, 91, 91.5, 92, 92.5, 93, 93.5, 94, 94.5, 95, 95.5, 96, 96.5, 97, 97.5, 98, 98.5, 99,
99.5, 100, 100.5, 101, 101.5, 102, 102.5, 103, 103.5, 104, 104.5, 105, 105.5, 106, 106.5, 107, 107.5,
108, 108.5, 109, 109.5, 110, 110.5, 111, 111.5, 112, 112.5, 113, 113.5, 114, 114.5, 115, 115.5, 116,
116.5, 117, 117.5, 118, 118.5, 119, 119.5, 120, 120.5, 121, 121.5, 122, 122.5, 123, 123.5, 124, 124.5,
125, 125.5, 126, 126.5, 127, 127.5, 128, 128.5, 129, 129.5, 130, 130.5, 131, 131.5, 132, 132.5, 133,
133.5, 134, 134.5, 135, 135.5, 136, 136.5, 137, 137.5, 138, 138.5, 139, 139.5, 140, 140.5, 141, 141.5,
142, 142.5, 143, 143.5, 144, 144.5, 145, 145.5, 146, 146.5, 147, 147.5, 148, 148.5, 149, 149.5, 150,
150.5, 151, 151.5, 152, 152.5, 153, 153.5, 154, 154.5, 155, 155.5, 156, 156.5, 157, 157.5, 158, 158.5,
159, 159.5, 160, 160.5, 161, 161.5, 162, 162.5, 163, 163.5, 164, 164.5, 165, 165.5, 166, 166.5, 167,
167.5, 168, 168.5, 169, 169.5, 170, 170.5, 171, 171.5, 172, 172.5, 173, 173.5, 174, 174.5 %= 175mg2)

)

o1 o1 o o1 o1 U1 e

4

N 2wz 2 mE)-6-[(3R)-3-(FEo}) ) 7 22l d-1-2 |5 2]l d-2 4-rloly) HEEdoE 2538 s %
He 4 sk,

Boo] 71" 999 AA= 9k 0.005, 0.006, 0.007, 0.008, 0.009, 0.01, 0.02, 0.03, 0.04, 0.05, 0.06,
.07, 0.08, 0.09, 0.1, 0.2, 0.3, 0.4, 0.5, 0.6, 0.7, 0.8, 0.9, 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, 31, 32, 33, 34, 35, 36, 37,
38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 58, 59, 60, 61, 62,
63, 64, 65, 66, 67, 68, 69, 70, 71, 72, 73, 74, 75, 76, 77, 78, 79, 80, 81, 82, 83, 84, 85, 86, 87,

o

88, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98 E 99 %] N-(AZZZZHv|E)-6-[(3R)-3-(HEo}n)
L) Ed-1-d ] g ud-2, 4-t]o}ql Ef2EH|E 243885 ¥ F Q).

o 71" deole] AAE ¢ 0, 0.005, 0.006, 0.007, 0.008, 0.009, 0.01, 0.02, 0.03, 0.04, 0.05,
0.06, 0.07, 0.08, 0.09, 0.1, 0.2, 0.3, 0.4, 0.5, 0.6, 0.7, 0.8, 0.9, 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, 31, 32, 33, 34, 35,
36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 58, 59, 60,
61, 62, 63, 64, 65, 66, 67, 68, 69, 70, 71, 72, 73, 74, 75, 76, 77, 78, 79, 80, 81, 82, 83, 84, 85,
86, 87, 83, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98 Ex 99 FT%Y MAHAAA MEZRAE ETIT
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ATt

o] 71" deole) AAE ¢k 0, 0.005, 0.006, 0.007, 0.008, 0.009, 0.01, 0.02, 0.03, 0.04, 0.05,
0.06, 0.07, 0.08, 0.09, 0.1, 0.2, 0.3, 0.4, 0.5, 0.6, 0.7, 0.8, 0.9, 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, 31, 32, 33, 34, 35,
36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 58, 59, 60,
61, 62, 63, 64, 65, 66, 67, 68, 69, 70, 71, 72, 73, 74, 75, 76, 77, 78, 79, 80, 81, 82, 83, 84, 85,
86, 87, 88, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98 W 99 F{%e T QAlo|A %S ETET 4= Q).

ge) go9A g @, Bdel AgH LE /% I gol okl B4
o Aol o8l FAHOR olaH: vhel BAT oulE =tk L WAMA, o] Wl Fuss A

welo] 7148 2SI FASAY BES P % 2ol B Zd9 A4 E: Adel AgE F AW, A%
@ o R BAe 7] JART. Rgel PR mE A%, 53 %4, 59, 2 ge 3urde Fxw
E

welo] g¥ FuEAL F7TH 290 U AY )% AP Fev. FENE 9o, 4E TP
B ogANTE S ol m@, B4, WY, % e @A dAFeln, Ades Aow orEA et

}_
w9 vE 54 " o]f2 dAleel dso] shy] AR AR oriy Husd Zot,

18 N-(N22Z2uE)-6-[ (3R)-3-(AEotr] )7 Sel9-1-9 ] ) g vl d-2,4-v)o}7l B2 EgolE 253
= (Fd 1] PXRDE HERT

= 2= N-(A2Ez2due)-6-[ (3R)-3-(d Do) 1) 7] 22 vl-1- |5 2] v g-2 4-t]o}q]l Bl2EFo|E 243}
E (P A)A PXRDS] 33 EE& yEpdT).

= 3 DMSO-ds B EE5E N-(A 2222 ue)-6-[ (3R)-3-(HEolu] )3 2] w-1-9 ]3] 2 v] ¥-2, 4-T] o} 1l
B2 E ol E 255 (F8 Ao H MRS thebdict,

& N-(AZ22Z2DiE)-6-[ (3R)-3-(A o] )3 Fe]d-1-2 | 5] 2] 1| -2, 4-T]o}7l B2 E o]
25318 (A A9 IR 2FEHS Yehd,

m b
S
rr
e
i
b

)-6-[(3R)-3- (W o] 1) 9] S wl-1-91 | ] 2] ] 92 4-t] o}l Eh2Eeo]
£ uhehdict,

(m
o

= z2esd N-(A2ezazdy
24732 (e A2 DSC 2=7E%

& EZe5d N-(AZRI2 AW E)-6-[ (3R)-3-(M Dobr ) 9] S A-1-9 | 2] o] -2, 4-t]o}ul Eh2E o]
254732 (el A2 TGA/SDTA &=71E% 5 YeldY.

(m
o

© 7 255F N-(NZ2Z a8 ©)-6-[ (3R)-3-(MEobr ) 9] 22 1-1-9 | 9] & 1 1-2, 4-T]o}y] B2 E g o]
E 253E (P A9 TGA/MS 2X7]=52E e,

T8 2e5d N-(NZEZ2dde)-6-[ (3R)-3-(eob ) 7] S22 d-1-2 |9 g 1 ¥-2, 4-T]o}y] EF2E g o]
E 2skE (FH Aol LANSell &3k =9 #45 yehdit.

-(AEF 22 238u9)-6-[(3R)-3-(HEelv] ) F Zed-1-d 19 2 n -2 4-t]o}7] B2 E o]
2531% (e A< DVS #2418 ek,

[nt
©
e
pu
A
,
e
Z

% 108 N-(AZ22Z2 A0 E)-6-[(3R)-3- (v "obr] )3 Z e 1l-1-91 | 9] 2] vl -2, 4-C]o}ul ZIE] 4o =] PXRD
£ ek,
%118 DNSO-ds 5 N-(A 2232 Al 8)-6-[ (3R)-3-(v & obv] =) 9] Z 9-1-2d | 7] ¢l v -2, 4-C] o}l ZE] Al ]
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Eo | NRS vhEpdith,

125 N-(NZ222ug)-6-[ (3R)-3-(d Dol 1) 3] Se] el-1-91 9] 2] v] ©1-2 4-T]olwl  ZAE]Alo] =] TGA

138 N-(N 22z adue)-6-[ (3R)-3-(d Dol 1) 3] 2] tl-1-9 ] 9] 2] u] ¥l-2 4-t]o}wl ZE] Mo 2] TGS

=
$AS yepa,

(3

e N-(AERZ2908)-6-[ (3R)-3-( Do) 1) 9] S wl-1-9 3] 2] v] 9 -2 4-Tlolwl  Abg] Al go] E 9]
PXRDE e},

£ 15% N-(I2RZA0E)-6-[(3R)-3- (Dol =)0 22 d-1-A ]9 2w ¥-2,4-Tlopyl el dee] 29
PXRD®] ]2 =g vpehic).

= 162 DMSO-ds 2 N-(A 223 2 9w e)-6-[ (3R)-3-(d Do}n 1) 3] Se] vl-1-2 | 9] 2] v ¥ -2 4-T]o}ul 2ba] g

o]E] 'H NYRS FEFWITT,

E 188 N-(A 22223 e)-6-[ (3R)-3-(FEobr] 1) 3] 2 ¥-1- ]3] 2l v] ¥-2, 4-T] oyl AFe]Alzlo] E 9] TGA
48 el

195 N-(A 22220 ue)-6-[ (3R)-3-(H o] 1) 7] 22 e-1-9 | 9] 2] v ¥1-2 4-t]op7l  Abg]Awo]E o)
TGMS #4]& vebdY,

H

20 N'-(A 2222 de)-6-[ (3R)-3-(v Do) 1) 7] 22| ¥l-1-9 ]3] 2] v e -2 4-t]o}q] T]-8] =22 = e}o]
312 PXRDE UEFWTE.

o

218 N-(A 22Tz e)-6-[ (3R)-3- (Dol )] 22 9-1-2 9] 2] v 9-2 4-t]o}w] U]-3| =22 2 a}o
329 PXRDE] ¥]A H55S& et

[

223 DNSO-d; % N-(N 2RI A e)-6-[(3R)-3-(MDoln] i) 9 S2 ¢-1-2 ]9 g w] g2, 4-t]o}sl t]-3]=

ki

ZZzglol= F8Ee H MRS rEbiT).

23 N'-(A 2222 0e)-6-[ (3R)-3-(v Do) 1) 7] 22 ¥l-1-9 | 5] 2] v e -2 4-rt]o}q] T]-3] =22 = e}o]
F3lE9 IR A2WNEHS Vet

o

2= N-(NZ2z2due)-6-[(3R)-3-(dEoln] ) 7] S el-1-9) | 9] 2] v ¥1-2 4-T]opl T]-3| =22z e}o]
F3HE9] TGS/SDTA #4718 vepdtt

(n

258 N'-(A 2222 d0e)-6-[ (3R)-3-(v Do) 1) 7] 22 ¥l-1-9 | 5] 2] v € -2 4-r]o}q] T]-3] =22 = e}o]
3= TEMS 4S5 yeRdg.

o

26 N-(A 22z 0 we)-6-[ (3R)-3-(WLobu] ) 7] 22| vl-1-1 | 9] 2] v €l-2, 4-T]opal o & T]ZEuo]E
3}&Z-9] PXRDE eI},

4

w278 N-(NZzZaAvE)-6-[(3R)-3-(HDetu ) 2 d-1-2 ] 2w t-2 4-t]o}dl oet T FyelE
F3HEo] PXRDO 93 H5& yERd.

= 98¢ DMSO-d; % N-(A 2220w e)-6-[ (3R)-3-(HEolr ) 7] 2] v-1-2 ] 7] 2] v €l-2 4-T]o}wl o] &} )

Zxo]E FatEe] H NRS vhebit).
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29¢= N-(NEF2Z289e)-6-[(3R)-3-(H ol )T Eg|d-1-d ]I g n|d-2 4-t]o}7l ogt T]&EFXdo]E

% 308 N-(NZ2Z2IuE)-6-[(3R)-3-(H & olu] v )] e t-1-2] |9 g u]t1-2 4-T]o}7l o &t []ZEuo]E
F8HE] TGA/SDTA #2415 veRdTE

Fd 30mg AA H 54 HHE AA A G dFe] A3} vaE BHoEn
(at7] AAlel 15 2 16 =),

&= 332 pH 6.8 &5A oM MEH 30mg A4 E 54 HH3E AA AA F& Ao Ay} HjuE B
Tt (8] AAld 15 2 16 3=x).

gy At ek A &

2 o] AbAgk drg

#E VERory B VEAE 99 A e UEAE xFgete 2 E oS PXRD I3 A4 =3
L/xE 7719 2F3Ae] 7e/AE o Zlbkste] gk QluhE A olsE Aotk B ASH &
o] "eFre ggA T gFAE ESHele RAIEC TS PXRD ¥ A E 85 B AFEEHE A S, 2
{9 I3 +/- 0.2% 2 AEgE A3}

o2 TWoA Lol AMgE fof "of'e gy YEhA &= 3, A8H Fh, CdE 5o, &, &%, 2%, 4
2k, MBS 5, /- 10%, +/- 9%, +/-8%, +/- 7%, +/- 6%, +/- 5%, +/- 4%, +/- 3%, +/- 2% = +/- 1 =
P ia=

Lo AFEHE, ofF "GF8 EEA A= F 40% 23 =, >40% RHS U B FEE Ze 284 7AE A
A3y, o E B 9% RH, <F 55% =] °F 99%

W, w6 224 71AE oF 45% WA oF 99% RH, oF 50% WX oF 9
RH, °F 60% W= °F 99% RH, ©F 65% W] °F 99% RH, °F 66% WA °F 99% RH, °F 67% W= °F 99% RH, °F 68%
WA oF 99% RH, °F 69% =] F 99% RH, °F 70% A1 °F 99% RH, <F 71% W= °F 99% RH, °F 72% W1A] °F 99%
RH, oF 73% Wi= <F 99% RH, °F 74% W= <F 99% RH, <F 75% Wl <F 99% RH, °F 80% W= <F 99% RH, °F 85%
WA oF 99% RH, °F 90% =] °F 99% RH, °F 75% W= °F 99% RH, °F 80% W= °F 99% RHY < Slvh. the A
AFEONA, & BBA Z1AE oF 40% RH W1 ok 60% RH, °F 45% RH WX ok 65% RH, °F 50% RH )4 o
70% RH, ©F 55% RH W= °F 75% RH, °F 60% RH W=] °F 80% RH, °F 65% RH W= °F 85% RH, °F 70% RH =] °F

90% RH, <F 75% RH Wl=] °F 95% RH, °F 88% RH W= 99% RHe]T}.

il

9
6

d& ¥, 58 =824 7MAe AAEE 2SS 2FY AA =& =dFeEA Aed ¢ v, dE =
H, B84 1A 55 stelA AAHE 2= BS Eee &7]9 3 A el AT & Qv

oE W, B84 7Ae dh EE ofZFo|ty.  shuo] upghAe AAGE A, EEA VAT dielt).
T O AN A, EEA J)AE ok 40% 23, oS Eo], 41% RH, 42% RH, 43% RH, 44% RH, 45% RH, 46%
RH, 47% RH, 48% RH, 49% RH, 50% RH, 51% RH, 52% RH, 53% RH, 54% RH, 55% RH, 56% RH, 57% RH, 58% RH,
59% RH, 60% RH, 61% RH, 62% RH, 63% RH, 64% RH, 65% RH, 66% RH, 67% RH, 68% RH, 69% RH, 70% RH, 71%
RH, 72% RH, 73% RH, 74% RH, 75% RH, 76% RH, 77% RH, 78% RH, 79% RH, 80% RH, 81% RH, 82% RH, 83% RH,
84% RH, 85% RH, 86% RH, 87% RH, 88% RH, 89% RH, 90% RH, 91% RH, 92% RH, 93% RH, 94% RH, 95% RH, 96%
RH, 97% RH, 98% RH == 99% RHO] Ad] & HF&& 2t FAiolh),

Poo] AHE, §0] "ZEFVE "E2E4T N-(AFRIEAUE)-6-[ (3R)-3-(—ohv] ) 7 E 9-1-2 ]3]
M9-2 4-topy] Bf2EH | E 24 3kE (I
—dloErd-2, 4-tobyl w1 <)/

AC)

d
(& E4W, F3E)s x¥st= v =4E 579

-1 uj) &}=
Beste] BetE W/ 0] 9/8uEEe] TR 448 FUS A, oS 5 N-(AFRzzy|
8])-6-[ (3R)-3-(W & obu] =) ¥ Z2)el-1- | o) €] v -2 4-T] o}l

4

=

-(AERZ2EWE)-6-[(3R)-3-(MEotv =) d e d-1-d ¥ g v e-2, 4-T]o}¥l B2 E o]

[
N}
+
=
i
t
rle
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19 919l tE d/gwistEe Ze4d FEe 9eRT o £5E, 99%EU o =43, 99.5%H U O
453k, 99.6%K T B &3k, 99.7%8TF ¥ L3, 99.8%K T ¥ 42423, EE 99.9%H U T 453 Aot}

4 AN, N-(AF 22w e)-6-[ (3R)-3-(ML ol ) M B e ¥-1-9 | 3] 2] v -2, 4-T]o}l | N'~(A]
SRZEZAWE)-6-[(3R)-3-(HEolr ) I Ze]d-1-d |9 gn|d-2 4-t]o}rl EfZEo|E 24318 & 119
ol thE A/em3tE] xoE FHlE 1% v (2, 0.95%, 0.90%, 0.85%, 0.80%, 0.75%, 0.70%, 0.65%,
0.60%, 0.55%, 0.50%, 0.45%, 0.40%, 0.35%, 0.30%, 0.29%, 0.28%, 0.27%, 0.26%, 0.25%, 0.24%, 0.23%,

A

il

0.22%, 0.21%, 0.20%, 0.15%, 0.10% T 0.05% 17H 9] B8 ¥aaitt. o u-Aa-9l oo, N-(A=
2 2AWE)-6-[(3R)-3-(HEo}r ) Ed-1-d |9 gl -2, 4-T]o}Tl N-(A 22z e)-6-[ (3R)-
~(dgoln ) a2 ed-1-d 9 d-2, 4-t]o}¥l EBEZEHoE 2438E9 x5 FHE 1% vw (S
0.95%, 0.90%, 0.85%, 0.80%, 0.75%, 0.70%, 0.65%, 0.60%, 0.55%, 0.50%, 0.45%, 0.40%, 0.35%, 0.30%,
0.29%, 0.28%, 0.27%, 0.26%, 0.25%, 0.24%, 0.23%, 0.22%, 0.21%, 0.20%, 0.15%, 0.10% H*= 0.05% ©]gh)<]

NH,

o
4-N-3R-6-[ (3-( Do} 7) ) 7] £ ©1-1-91) )] 2] v] w2 d-rf o) &, Ve g
o E 02 delA, N-(NFRZ2AWEY)-6-[ (3R)-3-(HPolr]w) ¥ S| -1-9] A ] v 92, 4-] o} B/
= =R %/ Eul 3k el 2esd ez S
N-(A 22228 2)-6-[ (3R)-3-( dov) w) 7] & tl-1-d] 9 el 0] -2, 4-Clo}wl EBL2EgoE 255% (o

polth. o714 AF®E Hel o], N-(AZRIZAr|e)-6-[ (3R)-3-( Lol )W Felu-1-9 | 3] ] v el

2,4-tjo}1e] 23k e (dE 2 2A9E)-6-[(3R)-3-(HEolr ) I EF H-1-
-2,4-tjo}l B2 EFO|E 25318 )= vlx 53] ME 7,943,628 7| 3=y} vuste] w} ¥
ZMA I QA /A Bop v g BEEES xSt 53], vlo 53] WS 7,943,628 7]A€
5ol N-(AZ2Z 2w e)-6-[ (3R)-3-(ADolr] ) 9] Feld-1- | 9] 2] 1| -2 4-T]obyl B2EFo|E 2

FEES 95.4% 2 96.1% HAL X (LONSel o3 FHE)E 7HA.

X

= = N4_(}\

= U,

=

iy o

o

2elo] ALgE o] "FAE wATHoR, HAF
shbel mbA g AN FEelA, gol "FAE AE AP @t

welo] ALgE go] "AEsE" W AR'E, 9o dehilA @t @, old@ fol7t AeHe A8, g
Au, e oolwd A%, Fol mt gu F 13 olge] Fyel dgel gu, 9, oA Lt s
QR B4 EE GUEe wae d, EE F4 EE T 98, £x A9, g £E ol A
g A% B AE Qele 2HE, AF 2HE, B Fo] Fuo FolB TIUG. wEAslE Aut
A 5ol Ak ERH o],

I B FH WA L FFE AZEASDE olgdtel FrhE & k. EASI A obEuly el W
(WH) 2 FZES SQehed AR BPolx, WE 45 ¥ FFE AFE ol FoAr)
WA AE A ) Gl (RAN, A, A, s Aol ha /=8, G g 9T we

Tl Aae AAY ) 499 e diE] 715, ) Azl gig A= Al Aot A (Fk
A3), TA (B3, FRFAA, T, 23U (D), 84S (& 95, X Z24d). 24 A 499 4
Mzol H AEE g (0), 41 (D), 5% (2) 2 55 )22 Hrtdg

7y e gial, 5% JAgdd \d A Fotal ZF AA F-flo gig) deld s4E vt A - T
T A4 x 18 HAE x 0.1 (0-7A] &otollA], x 0.2); A - FFTE A4 x WH 4 x 0.3; A - T5
£ 4 x @A 85 x 0.2: 4 - FFE B4 x WA W4 x 0.4 (074 2okl x 0.3). 7 4] o
st F HAS5E "ste] HIT EASI A& 75233&5}. FHA EASI Hae 0olar Hu EASI A= 720t}
(Hanifin J. M. et al. Exp. Dermatol. 2001, 10(1): 11-8 #=%).

W e BAAL ANA B7h (IG)E o183l £ BohE S glow], ol elxje] geel vig A ®

_37_



10-2018-0067683

<!

=

=

M

i
=)

o ,
= ﬁa . -
R~ =y ALGLC\)
. ol o @Wﬂxaﬂwom_ﬁw N -
Ml ﬂ_mo ‘m..m ﬂ EE 1:_AIL N2 = E Ly ATy o ‘w Z.Tuy Wi - ~ o Y
N o o W T o Mo D s ﬂzozou]ouﬁ@Wauzel
G S FE = -2 g = _u%%;;_xﬁ, R G U
B . = L8 . g Ao T T2 PN BT R R "R
e R =N o + o R Mo . X n ok = (- e
o< o = oF 5 o T ° o I Mo o Mo ~r o Mo o < T ™ o N H o
= - ~ o ufBJHHi%Z ~ No &oio ,Mwer]Lworuouioou}Lo }Hﬂumou e Nz
Sa By Hfm!iﬂo1ﬂm % %Egeﬁzmymiﬁz%é%%i%zh;:@éuu w T A
—_ N ¢ ~ T ! aly R ~ X . —
< T W Waﬁﬂﬂlmeg+ 70 O S A S ,ﬁo%&o,#omﬁ7 T2 o B
U E2x °F T S IR L S S A ;5
N %i .M@i@i%% W Ca Liﬂmm%mamu% ,mo;e%ﬁowoﬂ_hEd&mzeém o w o
R mrwﬁmﬂwrg}, el Q%w%%%hzJ%%ﬂ@ﬁ%,wéo(%,w@ Moy
®T BREN X io} %tﬂu%ﬁ%@ﬂﬂ%ﬂ,Ao,,ﬂozo#J%aa.é p 5
#GE - XJ.%A nnoﬂl.ﬂ 1= ‘Az,#o pl o bN
RS ~ = ee%%n_:wxajl 5 o ~ . or m ] Mo Mo & oR B 5OE 7 ~ ® BX
—_— ~ X woo N oo = OT ] ‘ﬁl - PR ..ﬁow_l Ty
sz.wﬂrr‘_ = Ml@.iEQVﬂo i AAT),%E%%%%W ,ﬂLza@%HﬁuTuJW\hﬂoﬂao 3" < .
W ® S Soa Al R M oty E L e ,@l(e%wz,ﬁo%mo%?.% |
dorE ©8 w24 S .}.@ng_igm,iom#%%ﬂfz;u@ T ST
. —~ T - o oH -
zm%% e hx ®a S EE © v w2 % M o o BB S g mﬁzo%% R LT nox
Skoaz =F B oo T & M w%za;ég%%mr@.%E &o%mmﬁ%ﬂ w2
o, B BN = % =y = e of xﬁ%ﬂimﬁa.% Z LB s
w0 o na B oL xS )y < = M Mo 9B w0 o s < WP e B0 Ne 5 WP
bp of HERCTEYS J,%wﬁﬂ%ﬂﬂﬁ%ﬂ@ﬁ@gaﬂwu%%wm%qg i
X o iz) ‘Jllﬁ],XO o A 0 ) —_— = N| yJ.\WO\.r»A o - -~ = 3;0 ~ o ‘_Il,‘._
w oL W wwmzﬁo_;_o% ) qwmi%w@w;o@uf;a%ﬁoz,mmmzog S T en
@@ﬂ%% %ﬂlr,wmm%mn T Ty ow %%wﬁ;7%Aua@oﬂmi)oa,@%ﬂmﬁ__% el AL
o w/T — T ~ X - fal I~ & B o ju ol
LET T 2353es.7 L3p S sHIFITiEITRY 3EExaTLT e Z g
o B % Toa s = B B o o dar T . K o W O AR X g o T
.Hmt ﬂmﬂ% omwml%m_urdr. K WLchmuﬂﬁowxﬂfi)oﬂ%woﬂovzt}Aﬁmﬁm%%ﬂ%ﬂv& K ﬁla@ww
0 ) = ~n . _— . I \H/
T T = IS Lca.,o._ﬂbr_t%ﬂo 70 N %ixuwo%%,zohodrauot.xJucmﬂﬁ;oﬂo)_iauPE C o)) <
‘O|D%H OtAL Hﬁoﬂtuw_;&m_xﬂlw_m s ﬂlw ) z.#,@du%ﬁwnﬁﬂm‘-mﬁl_o_um7ﬁoﬂﬂlnm_;£o f=t < %DE%
)V]ﬂLoﬂ_,oa ol _ T3 ~ ) - o - g P T oy e AKX X 2 mooy X - % s
om_ R m.ﬁ _MH_ ‘ﬂ oo _mo ETM'A](Z\? ,le iy % o E%om oF mﬁ or - Mo _W,m T o W Mo M.L w T iﬂa:.o XEWMM mu 0 WM W o NMM
gl o B < Py TT e & wi z22 88 R T e X e ZE 3 Eou
W e SR B W B oo 20 A S o o o aa%a;,%o,wﬁlﬁ%mﬁ%%% Mo Zom m X T T M
G o B GRS T R R O oy OO T B Ry O]
X o) B - N Nfo B o = T Mo - B UG ] [l m o™
)2 - o = oV K My qm_.‘_o&uov:nﬁl -~ T = DX - = o _ =
P ~ iz . el T oo N M 1 Mo Mo - vl T
ol B ™ ] 1H - ' U_Lw\),zﬁ Nrolﬁxﬁ o Wt o X o oq%owﬂ au(\mu n_ %io — oF A ] o) T Mo B PR s =
Eol Yde 223 SRUE S A 3 ,@um_mﬁ?g,,ﬂﬂfﬁzﬁﬁﬁl p Egd
=4 ﬁ.%]%ﬂ%mﬂ]}u].c ,ﬂov_cmﬂﬂw@@zﬁ%oi}o X5 X or %&oé%w_.W,ATsT@ ] T 5 T
T o ow g R . 4 z%uuyd% o S Moovu:o%ﬂoﬂ%EE%P 29 AR
© R =L %@%1x%a}ggn a w < o F R TRPLT = @ N
e T g B e T S A tﬂ%2+o>ﬁa_z+o%qwﬁ<w W n e s Iw
U%%L::EQMWMMWﬂHmwviﬁqwﬂ% TR ET Ry g BTE S i
g B L~ ~ 2 . 9 s o= < . ~ H T . of B :
Y HER Sompo B4 g T MEwﬁ%@;oy%h%ﬁ@&o%%@ ,&ﬂowi%m;o? 5 oW TS
B W W I E M <o o B JﬂJl_t;z,E% e %,)}1&%$_§%E oAy
PEPn Y ma_% g ©EE Ba CR LB S g BT wE o b g T FORNE
AT o =2 m_ammm%ﬂ%gx " Mo o - Mo W g MR wo Moo WM R
S OGS %%MOEME%F( P ET YR Ewz e T R i B S )
e 22k %ﬂmﬁyﬂfﬁg%o o= = o #Oﬁﬂﬂ%ﬂmﬂmﬁ%%@é%M&%%%ML?%%& I )
oxO muﬂmoﬂ@@%%%%tM%H&Mﬂ%EMM%@@%W%%%?@W%%ﬁéwwW%ﬂ
Ty sidzEEN X I ﬁwééﬂ&@%&ﬂ L
o0 X o e T Mo N T Wr o ) my
X mo R Mo Mo W of o . Mo . of R oy e ay CE o )
HoH] Mo T Mo TR o - MW T Wy e
o W Mo T W T ok o g
0] H.tﬂ%

[0165]
[0166]
[0167]
[0168]
[0169]
[0170]
[0171]

o=

3|

s
i

FaL,

°

P
Rl

Fal, Mol 98.9%

°

o] 98.8% w5

fa, A
- 38 -

°

of% 98.7% w5

Z]
i

_,]_ﬂy

S

o] 98.6% w5

)
&

)

al



[0172]

[0173]

[0174]
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99.0% =9=3kaL, A ol% 99.1% wslaL, Hol% 99.2% w4atal, Hol%E 99.3% w5stiL, Fol% 99.4% =435}
o% 99.5% w=473kaL, HoJ& 99.6% =8k, Hol% 99.7% w=475kal, HoJE 99.8% =8t i %o

= 20 ”)-6-[ (3R)-3- (N Dobr) 1) 3 B W-1-2 | ] 2] vl W2, 4-tl ol ==l
171 91 Aagsd = vk

2 292 g N-(NEE=Z2I9HE)-6-[(3R)-3-(FEolv| o) I &8 d-1-d |9 g v d-2, 4-T]o} 7] Ef 2 E o]
E 253tES X§ste 2AEC #A3 Aoln, orjd ZAEL 1% v EHE (dF 5o 0.95%, 0.90%,
0.85%, 0.80%, 0.75%, 0.70%, 0.65%, 0.60%, 0.55%, 0.50%, 0.45%, 0.40%, 0.35%, 0.30%, 0.29%. 0.28%,
0.27%, 0.26%, 0.25%, 0.24%, 0.23%, 0.22%, 0.21%, 0.20%, 0.15%, 0.10%, 0.09%, 0.08%, 0.07%, 0.06%,
0.05%, 0.04%, 0.03%, 0.02% %=+ 0.01% v]9e] E4&), 4-N-F2-6-[(3-(HEoln| ) =g d-1-d ]9 v
-2 4-T]ol S Z7bE TAATH B 5w, B 9 w3 N-(AFEZ2R 0 E)-6-[ (3R)-3-(H L opr] ) 7]
Eold-1-d ]9 g v d-2, 4-tjo}ql EfZEYO|E 2435S st AT #Ae Aoja, U RAELS 1%
ulgke] BEEE (oS So] 0.95%, 0.90%, 0.85%, 0.80%, 0.75%, 0.70%, 0.65%, 0.60%, 0.55%, 0.50%, 0.45%,
0.40%, 0.35%, 0.30%, 0.29%, 0.28%, 0.27%, 0.26%, 0.25%, 0.24%, 0.23%, 0.22%, 0.21%, 0.20%, 0.15%,
0.10%, 0.09%, 0.08%, 0.07%, 0.06%, 0.05%, 0.04%, 0.03%, 0.02% T+ 0.01% W7o H<5), 4-N-FE-6-
[GR)-3-mFo}r| ) Fejd-1-d | 2jm -2 4-tobRl & ket 5 9l

N-(NEF2Z2dv9)-6-[(3R)-3-(vEo}n| ) v g d-1-d T glv]9-2 4-t]o}¥] E}2E
ol 2SS T3 1% M7 BEE 4-N-FE-6-[(3-(FlEoln| ) ¥ Eg d-1-v] 2 v |-
, I, 0.5% W] wWES (S 59 0.45%, 0.40%, 0.35%, 0.30%, 0.25%, 0.20%, 0.15%,
0.10%, 0.09%, 0.08%, 0.07%, 0.06%, 0.05%, 0.04%. 0.03%, 0.02% %=X 0.01% w|9re] WErS)S 7tz 233k
k. B-AFA G2, 2L oF 0.01 % WA °F 0.05% #ES, ok 0.02% WA <F 0.06% WERS, oF
0.03% WA 2F 0.07% WE-S, °F 0.04% WA <F 0.08% #lehS, 2F 0.05% WA <F 0.09% #H&L, °F 0.01% WA
°F 0.05% wlEhE, <°F 0.05% WXl °F 0.1% wgkE, °F 0.05% WA 0.15% wg, <F 0.05% Wx] <F 0.2%
WEE, oF 0.05% WA °F 0.25% wlgkE, °F 0.1 % WA F 0.2% WgrE, <F 0.1% WA F 0.3% Wg, <
0.1% WA <F 0.4% ek, <F 0.2% WX oF 0.3% W&S, oF 0.2% WA <F 0.4% #ghS, °F 0.2% WA <
0.5% "E, °F 0.3% WA <F 0.4% #e2, °F 0.3% WA <F 0.4% #etS, == <F 0.4% WA <F 0.5% wES

™ =

o
55|
Q{J
o
Ko

2 92 N-(AE22299EH)-6-[(3R)-3-(WEolr o) I Z2d-1-d |9 2lu| -2 4-T]o}7] EfZEHO|E 24

2% A glolil, 7N xgEe Holw 98k wFIAY EE 24E

= -[(3-(MEolr )M Zd-1-v g r]d-2 4-tjo}nl S ¥, o7)H 2AES 9 6.7,

9.2, 22.4 2 24 4% 2-AEfolAle] B X-A A 3 (=, PXRD F )| o8] THEEHE N-(AZzzady
2)-6-[(3R)-3-(HM€ol] =) v Ze]d-1-d 7] g u| -2, 4-t]o}ql E}2EY|E 254359 JdAE x3et}.

olH gk ZAPELS oF 13.5 2 18.7% 2-AlEle|A9] PXRD ¥ IS ztE UHEAE xFFFo M FrlHdom g

So], N-(NZ22Z 230 ue)-6-[ (3R)-3-(Aob] =) Zed-1-9 |9 2] 1] -2, 4-T]o}y] E}=

EolE 253lES ¥3ete RAELS Holk 98% &=F3AY, 1% mvhe] E4E 4-N-HE-6-[(3-(HEo}n]

Kol

Esta oF 6.7, 9.2, 13.5, 18.7, 22.4 E/EE 24 4% 2-AlE}ol| A 9]

ﬁa;
2
L

nRAIRA R, ZAHEL oF 20,9, 21.4, 26.8 2 30.0% 2-AEll A PXRD IS = UEAE xgToZH
FHdoz HE & dvh. dE 59, N-(NF2Z2AE)-6-[(3R)-3-(Do}r ) v Se) -1-9 ] 5 e v]
d-2 4-to}dl Bl2E0lE 2538 FeE ZAELS Hojk 98% =it AY, 1% nvte] B8 4-N-FE-

6-[(3-(Meolr ) v Ed-1-9 -2 4-t]o}n S Easl oF 6.7, 9.2, 13.5, 18.7, 20.9, 21.4, 22.4,
24.4, 26.8 /= 30.0% 2-AEoll A e] PXRD 3] =0l of&) AT},

T o AANGHAA, 2AAES 9 11.4, 15.6, 25.0 ¥ 26.1% 2-AElol| A 9] PXRD 9| 3& Zt+= O FAE XF
gomH Fhdom Tum £ ok oF W, N-(AFRI2RR)-6-[(R)-3-(MHotu )T 20
1-4]9 g2 4-tobtl BEEO|E 253tE g TPt ZABS Ho% 98k w5, 18 M
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11.4,

o]xE 98% =

il 6.7,

9

5

=

=

3}
=4

9.2,

30.0% 2-AlE}el| A1) PXRD 3] = 2

=Pk
=3

hva
KN
=

2
i

=

22.0% 2-A|E}ol| A1 PXRD
=

N'-(A]

=1

=9,

198 m -2, 4-tjolrl B2EolE 2535 &S

s
FAELS ¢F 17.0, 21.8

=i
=

o]

\

[e]

5
9-6-[(3- (A Fohr] ) ¥ B2 9-1-9] 2] 1 -2, 4T o} g

1.
i g

4-N-

9]

]

Aol A, Edell 71 A

]

£ u-1-2

e

13.5, 15.6, 17.0, 18.7, 20.9, 21.4, 21.8, 22.0, 22.4, 24.4, 25.0, 26.1, 26.8 H/H+= 30.0% 2-AE}ol| A

°] PXRD ¥ =0l ¢

18.7, 20.9, 21.4, 22.4, 24.4, 25.0, 26.1, 26.8
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SRy wE gEY ARG, &1, FEAvl, a%F, %4 £9F, AVF, 244 92, AUy w3y,
Aot WE P4, AuF, Bue] Azolny v, s, a1d-dEE T, a2NY, 15 5
4% B, AR AAF, AP A8E, A9 AL 9F L/EE SAFS wYsh, of

shubel ulgrz gk AAjFElel A, Hy vl AS T Aee A4, olEvA ¥EY "/EE UE 4244
Aefolth

o 71" 499 2AE, At 2AE Z/Ee Fo dEE AT, T4, AUy, &, A, A9y, =9
W, ohl, B, A, HAW, a5, 3, T, 25U 2/xE 93 5o FZE 53 @9
A Fold 4 ot

o ZAE delo] 2AE, A AL F/EE Fo FHE dxlolA md (5 9, 1dd 1, 2 =& 3
3, WF (d 59, 15 1, 2, 3, 4 == 53)) == 9 J)E (45 59, 149 1, 2, 3, 4, 5, 6,
7,8, 9 & 108)o2 FoJE § Qluf. HHEI Fo xAEe AL #Y vlewore] A8 vl FF U
AT},

2o

A delel A=, Aok 2w B/Ee Fo] FEl= oF Ing A oF 60mge] For Fojd 5 Q)

1, , 4, ., 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24,
25, 26, 27, 28, 29, 30 31, 32 33 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49,
50, 51, 52, 53, 54, 55, 56, 57, 58, 59 Hi 60mge] 8.

theFet AAFEH A, Z2AE, At 2A4E T Fo] FH= 9F 1 WA 9F 10mg, oF 1 WA ¢F 15mg, °F 3 W]
A o 15mg, °F 5 WA oF 15m g, °F 5 WA °F 20mg, °F 5 WA °F 25mg, °F 5 WA °F 30mg, °F 5 WA °F
35mg, <F 5 WA <F 40mg, <F 5 LHX] oF 45mg, ¢F 5 WA <F 50mg, <F 10 WA <F 25mg, <F 10 WHA] <F 30mg,
°F 10 WA oF 35mg, ¢F 10 WA F 40mg, <F 10 WA °F 50mg, <F 10 WA] °F 60mg, <F 15 WA <F 30mg, °F
15 WAl <F 35mg, F 15 WA] <F 40mg, <F 15 WA <F 45mg, <F 20 WA <F 35mg, <F 20 WA <F 40mg, <F 20
WAl oF 45mg, °F 20 A °F 50mg, °F 20 WA °F 55mg, °F 20 WA °F 60mg, °F 25 WA °F 40mg, °F 25 Wi
A oF 50mg, °F 25 WA °F 60mg, °F 30 WA °F 45mg, °F 30 WA °F 55mg, °F 30 WA °F 60mg, °F 35 A
oF 60mg, °F 40 WA <F 50mg, °F 40 WA <F 55mg, °F 40 WA <F 60mg, °F 45 WA °F 60mg T=x= 2F 50 WA
°F 60mge] &Fo R FojE.

@ AxgEel A, Belol ZAR Aok £YE W/EE Fol Felt Auum, SIS, EE PR, oF 0.005

WA 9F 100mg/mle] &Fo= Fojd 4 gty dE& EW, ¢F 0.005, 0.006, 0.007, 0.008, 0.009, 0.01,
0.02, 0.03, 0.04, 0.05, 0.06, 0.07, 0.08, 0.09, 0.1, 0.2, 0.3, 0.4, 0.5, 0.6, 0.7, 0.8, 0.9, 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,
31, 32, 33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55,
56, 57, 58, 59, 60, 61, 62, 63, 64, 65, 66, 67, 68, 69, 70, 71, 72, 73, 74, 75, 76, 77, 78, 79, 80,
81, 82, 83, 84, 85, 86, 87, 83, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98, 99 E& 100mg/mle] &F. T

T AATFE A,

2%, A YR EE Fol Jut AU, W5z,

b=, oF 0.05 WA oF

100mg/ml, °F 0.01 WA ¢F 90mg/ml, <F 0.005 WA ¢k 10mg/ml, <F 0.05 WA 2k 15mg/ml, <F 0.5 WA
oF 20mg/ml, ¥ 1 WA °F 10mg/ml, <k 5 WA °F 20mg/ml, <k 10 WA <F 25mg/ml, <k 15 W] oF
25mg/ml, °F 10mg/ml WA ¢k 30mg/ml, <k 15 WA 35mg/ml, <F 20 WA 40mg/ml, <F 25 WA 45mg/ml,

°F 30 WA 50mg/ml,
°F 55 WA 75mg/ml,

ok 35 WA 55mg/ml,
ok 60 WA 80mg/ml,

°F 40 WA 60mg/ml,
°F 65 WA 85mg/ml,

= ok 80 UA] 100mg/mle] &0z Folgo),
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oF 45 WA 65mg/ml,
°F 70 WA 90mg/ml,

°F 50 WA 70mg/ml,
°F 75 WA 95mg/ml,



[0206]

[0207]

[0208]

[0209]

[0210]

[0211]

[0212]

3IHSd 10-2018-0067683

9lel

Aok

JE= St o)l F7he] A=A} ?Mﬂ I R S R = s
Bl 83 AgA; 3 =ET ;

2H A AAA; AAAG
=) o

o]
AAl Zdst Sd (FLAP) Al -

24 AE5
o

o]

FOlEA GRS EA BA AREEA WGAFERA; P

WA M, 8 YA EE FRAA Boob=dRASEA A5AL oF A /My AEA; WE; -2
Hzol=d FASA; AREA; 01 AA (NSAID) 2 C0X-2 A4 oA, 47, FU8 vy 2 Fa
FRmmzEaszels; Wy A4 BE0 gal B RwIEy PA: GES DA A4 (F-IN-a)
g4 VA4 AFPAE T FF B AL AU-B- 2 B S84 AFA; WA AA; HEYZ of

gz gold (MP)e] AAl; EF1Z7IY NK;, NK; 2D NKs 84 23A; detzeld AAA; ol A2 &

Z25A S2IIUAL AAA; =R FE&A ek sMEE; NFrb A= 244, AH LA
3 AEAZ BFE F e ZEAL A AEFS] AsAY AR 2AA; ZRAEEEY
Al ARIFQ] 483 CXCR1 2 CXCR29] A A, ARIFQl 484 CCR3, CCR4 E CCR52] AEgA; AEE 9 7}
A ZAZHIA A, (cPLA, 2 sPLA)S AR, EAZO|MAE=-3-71UbAle] oAA; HDAC SAA|; p38
AAA; CXCR2 ZAgAl; ZAFE JAlA; F-AEF 17 (F-1L-17) 2eA]; F-AQE 72 4 5834 (F-1L4R)
R

GgA; F-AEFZ 31 (3-1L-31) =-8-A; CRTH2 ZA&A (5 ADC3680, NVP-QAV630, 2 0C459); % 19 =3t
onywE Ags,

@ ANl A, st ool Frkel AmAlL, MARACR ArdAdd, AP, AuAEdd, 2eEd,
dezeeg, dngn, 2 gassane gt sagu 0 F8A Aol
@ ANFEAA, s} ool Frbe] AmAL, MARACE ZHFAAE, AVRFAAE U ZAFAAE

O

=
2 ¥3ele FREFA A3HA

1.
gk ARG A, s o] el F7hel A A=, HIAIRA o= ADC3680, NVP-QAV680 R 0C459%F E3+ahi= CRTH2

T AAFENA, st o) el Fre] A EAl= HIAFHA
= =

o, olZyHUYAE, 2EFYLNAE FOREEH A
g 5 9l PDE4 E2Erjo2HelA JAAE ook T

B R P B R E =

B 9o =3 Jushy] 93 24 st fagel N-(NFZZzAue)-6-[(3R)-3-(Hdotr] )] S
A-1-d]sgule-2, 4-tolyl BEE|E 258 Ei N-(AFEZZAWE)-6-[(3R)-3-(WPobu] 1) 7] ]
A1 e E-2 4-tolRl S wgkehs 2B, o ol Frke] AmAl, dF ol MATH R, A
e A, F-AE [ 17 (F-1L-17) 28Al, F-AEF 4 F8A (F-IL-4R) 2H8Al, F-<AEF31-31
(F-1L-31) 2g#l, 2 1o 287 2@l 18 Aoz e B/ FAgozs 1, v Jes Aza

B Z90 wa gaZe] N-(A22xzdug)-6-[(3R)-3-(deolr )3 Sev-1-2] 9] 2] n] ¥ -2 4-t]o}vl &}

b B, WAl SNk BFE A Holl, FEHT, A44 BE, AR I8 25 354 9549,
3, 29T, 454 24T, S, 2444 &R, Aldig vy, ARel= wkE g4, AHs, HUv] A
2ol B, shepaY, aad-gl2E S5, 2EY, 1% 3, 2% 3, 3% M, 4= s, o
HogaZ A3 73S, AAHETA 55, oW, TEwY, duuA A¥Iy oy FasS s, o
of AlgEA= ek=rh. sk o] FUbe] AmAete] 23S XEFshE ol W B sAE AR 4
Folggol ofs) Fold 4 Qlrt.



[0213]

[0214]

[0215]

[0216]

[0217]

[0218]

[0219]

[0220]

[0221]

[0222]
[0223]
[0224]

[0225]

[0226]

[0227]
[0228]

[0229]

[0230]

[0231]

[0232]

[0233]

[0234]

SIHES 10-2018-0067683
An G N-(N22229u8)-6-[ (3R)-3-(d Dol 1) 3] S el-1-91] 9] 2] v] ¥1-2 4-T]o}w] Ef2E o] E
2588 2 1% o) A FHEFHE A, MA e FPEAE st AAVF T3 ATH.

ol A, N-(A 222z do)e)-6-[ (3R)-3-(v Do) ) 7] 22 2l-1-9 | 3] 2] v ¥ -2 4-r]obwle] X
g FE%E2 1 WA 100mgoltl. o= 59, 1 WA 60mg =+ 30mg.
2

therst AA el A, A4 F N-(AZ2x2due)-6-[ (3R)-3-(WEopr] )7 Za] v-1-2 | 9] g v §-2 4-T] o}
JolE 24359 A# FEHFS 1 WA 175mgo|tt. o= EW, 1 WA 110mg, 52mg, 17.2mg, 5.2mg
o #E V)Eokel A" doo] A3 AA ol AHgE 4 Q).

oo AA= sk ool F7ke] A, dXd mAEAgd dEEs (MO, vE, ARs7t
= .

BEEA AF, &F SEA FEFUCIE, F4 Qiteld (DP), sESAZRd AFes (HPC), EME,
ARAFEHE, oSl sEolEAlvllg B/EE B¥ V)Eiokd wAE o)e] e FIAE F7HH
o= EFIT

(a) °F 25.75 F4] N-(AFZZZAE)-6-[(3R)-3-(Dobr) 1) B2 d-1-91 ]3] 2] v ¥l-2, -t o}l B}

EYolE 243815,

(b) oF 47.4 F&%0] MAAARA &=~ Y

(c) ¢F 17.85 %S T <QAtel L4,

A7IA 7] AAE 212 Hst AA el ofs] AlxE),

2ol 71AE E uE H93 A ot

2
rlr
ol
N
it
el
ook

(a) °F 25.75 Z2%e] N-(AZ2Z2Aue)-6-[ (3R)-3-(mEoln ) e v-1- ] 7 g]n] ¥-2 4-t]o}ul E}=
=

Edo|E 243}

S
12
I
N
I
ofl
=
o
=)
X
i)
o
ilt)
i
it
fr
[
SE,

(a) oF 25.75 F%%9] N'-(A 2222 0e)-6-[ (3R)-3-(v Do) 1) 7] 22| ¥l-1-9 |5 2] ] ©-2 4-r]o}q] E}=
EYo|E 2543 %,
(b) oF 47.4 =%%2] A AR D AER 2,

(c) °F 17.85 S%%2] 5= QitelZ4: B
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[0235] (d) oF 8 9o arA7t2Wg s AR

[0236] ool 71| & o A AAle sh7E 23eh:

[0237] (a) 9 25.75 F2%e] N-(AZ2Z2Ade)-6-[(3R)-3-(A ol )7 Ze]d-1-9 | ] 2] v -2 4-T] o}yl B}
EYOE 2543} %;

[0238] (b) ¢F 47.4 T%%° mAZAZE AE22;

[0239] (c) oF 17.85 =39 F4= AxtolZ4;

[0240] (d) oF 8 T3¢9 az~7ledgzs 2F; 2

[0241] (e) F 1 5% &A.

[0242] ool 71| = vE A AAls sh7E 233

[0243] (a) ©F 25.75 F&%e] N-(NZ2Z2duE)-6-[(3R)-3-(A o )3 B2 9-1-9] 9] 2] ©-2 4-T]o}wl Bl

EolE 2543}E;

[0244] (b) oF 47.4 T3%°] PAZHE AEm 2

[0245] (c) °F 17.85 F%] = Qlitolz+;

[0246] (d) F 8 %] Azxgtzdar AF: 2

[0247] (e) ¢ 1 FH%0] 2Hot=Abub1v|<;.

[0248] 2ol 71AE E o2 A A svlE xgech:

[0249] (a) F 51.5 349 N-(ANFRZZ2BuD)-6-[(3R)-3-(M Lo} )7 22| D-1-2 |9 g v d-2, 4-t]o}7] Bl2E

YolE 293+&;

[0250] (b) °F 19.75 T3%] M2 A2~

[0251] (c) ¢F 19.75 5% ¥ Qitold+;

[0252] q71A A7) AT F4 st AA e o8] Az

[0253] 2ol 714" & tE A3et gAlE g 2tk

[0254] (a) ¢ 51.5 249 N-(NZ2Z2Aue)-6-[ (3R)-3-(MLohn] )7 Za]9-1-9 | 9] 2] 1] 912, 4-T]o}y] B2 E
HolE 25435,

[0255] (b) ¢F 19.75 F=%e] vMZAAHE AFZ 2,

[0256] (c) oF 19.75 5299 F4 Uxtol L+,

[0257] olglgh GA= st o] A® ZEHA S FHOlE, AR AEIZ A Y/EE AHol2AmlvlgS
FHH ez 23 5 it

[0258] A5 AAI S oA, e 7|AE dole] FIAE AW FIHA, AHE] FIA = 1o 2FY F A
e &9, vAdHez, mNAgd AERA F¢ Aibo|Zd 4, &\ ~EX ZEYTHOIE, JEFAZEY
AR~ Q/EE o2 dlFe] ] FEA, 799 ¥4 e 19 2ForA XdE F ).

[0259] g2 AAGEA, AA Fo vAAdE AEZ 2~ O F¢ QibeldEe T UIE vl ¢F 1001, 9.5:1,

9.0:1, 8.5:1, 8.0:1, 7.5:1, 7.0:1, 6.5:1, 6.0:1, 5.5:1, 5.0:1, 4.5:1, 3.5:1, 3.3:1, 3.0:1, 2.9:1,
2.8:1, 2.7:1, 2.6:1, 2.5:1, 2.4:1, 2.3:1, 2.2:1, 2.1:1, 1.9:1, 1.8:1, 1.7:1, 1.6:1, 1.5:1, 1.4:1,
1.3:1, 1.2:1, 1.1:1, 1:1, 1:1.1, 1:1.2, 1:1.3, 1:1.4, 1:1.5, 1:1.6, 1:1.7, 1:1.8, 1:1.9, 1:2.0, 1:2.1,
1:2.2, 1:2.3, 1:2.4, 1:2.5, 1:2.6, 1:2.7, 1:2.8, 1:2.9, 1:3.0, 1:3.3, 1:3.5, 1:4.0, 1:4.5, 1:5.0,
1:5.5, 1:6.0, 1:6.5, 1:7.0, 1:7.5, 1:8.0, 1:8.5, 1:9.0, 1:9.5 F=& 1:10.0¢]t}. <& 59, v4AAA
AE2s o B Qakelae] v oo AVld ¢ i vAEAE AERs 8 5 ibeldas A

B ReAl, Ahe) RaAl we e 23 4 A,
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[0260]

[0261]

[0262]

[0263]

[0264]

[0265]

[0266]

[0267]

[0268]

SIHS31 10-2018-0067683

ool NAQE ooleo AAE= <k 1.0%, 1.1%, 1.2%, 1.3%, 1.4%, 1.5%, 1.6%, 1.7%, 1.8%, 1.9%, 2.0%, 2.1%,
2.2%, 2.3%, 2.4%, 2.5%, 2.6%, 2.7%, 2.8%, 2.9%, 3.0%, 3.1%, 3.2%, 3.3%, 3.4%, 3.5%, 3.6%, 3.7%, 3.8%,
3.9%, 4.0%, 4.1%, 4.2%, 4.3%, 4.4%, 4.5%, 4.6%, 4.7%, 4.8%, 4.9%, 5.0%, 5.1%, 5.2%, 5.3%, 5.4%, 5.5%,
5.6%, 5.7%, 5.8%, 5.9%, 6.0%, 6.1%, 6.2%, 6.3%, 6.4%, 6.5%, 6.6%, 6.7%, 6.8%, 6.9%, 7.0%, 7.1%, 7.2%,
7.3%, 7.4%, 8.5%, $.6%, 8.7%, 8.8%, 8.9%, 9.0%, 9.1%, 9.2%, 9.3%, 9.4%, 9.5%, 9.6%, 9.7%, 9.8%, 9.9%,

10.0%, 10.1%, 10.2%, 10.3%, 10.4%, 10.5%, 10.6%, 10.7%, 10.8%, 10.9%, 11.0%, 11.1%, 11.2%, 11.3%,
11.4%, 11.5%, 11.6%, 11.7%, 11.8%, 11.9%, 12.0%, 12.1%, 12.2%, 12.3%, 12.4%, 12.5%, 12.6%, 12.7%,
12.8%, 12.9% T+ 13.0 3% o2 AR xyladwa s AFES X33 4 9l

w2, dole HA= 1.0%, 1.1%, 1.2%, 1.3%, 1.4%, 1.5%, 1.6%, 1.7%, 1.8%, 1.9%, 2.0%, 2.1%, 2.2%,
2.3%, 2.4%, 2.5%, 2.6%, 2.7%, 2.8%, 2.9%, 3.0%, 3.1%, 3.2%, 3.3%, 3.4%, 3.5%, 3.6%, 3.7%, 3.8%, 3.9%,
4.0%, 4.1%, 4.2%, 4.3%, 4.4%, 4.5%, 4.6%, 4.7%, 4.8%, 4.9%, 5.0%, 5.1%, 5.2%, 5.3%, 5.4%, 5.5%, 5.6%,
5.7%, 5.8%, 5.9%, 6.0%, 6.1%, 6.2%, 6.3%, 6.4%, 6.5%, 6.6%, 6.7%, 6.8%, 6.9%, 7.0%, 7.1%, 7.2%, 7.3%,

7.4%, 8.5%, 8.6%, 8.7%, 8.8%, 8.9%, 9.0%, 9.1%, 9.2%, 9.3%, 9.4%, 9.5%, 9.6%, 9.7%, 9.8%, 9.9% E+=
10.0 3348 Fo2 AF 26 FelFdol=g Y 4 9

AR Ao, AAE <F 0.1%, 0.2%, 0.3%, 0.4%, 0.5%, 0.6%, 0.7%, 0.8%, 0.9%, 1.0%, 1.1%, 1.2%,

1.3%, 1.4%, 1.5%, 1.6%, 1.7%, 1.8%, 1.9%, 2.0%, 2.1%, 2.2%, 2.3%, 2.4%, 2.5%, 2.6%, 2.7%, 2.8%, 2.9%,

3.0%, 3.1%, 3.2%, 3.3%, 3.4%, 3.5%, 3.6%, 3.7%, 3.8%, 3.9%, 4.0%, 4.1%, 4.2%, 4.3%, 4.4%, 4.5%, 4.6%,

4.7%, 4.8%, 4.9%, 5.0%, 5.1%, 5.2%, 5.3%, 5.4%, 5.5%, 5.6%, 5.7%, 5.8%, 5.9% X 6.0 %] Yo"
SlEFAI R AFZ A~ (HPO)E 23T 5 QU

QA= F 0.1%, 0.2%, 0.3%, 0.4%, 0.5%, 0.6%, 0.7%, 0.8%, 0.9%, 1.0%, 1.1%, 1.2%, 1.3%, 1.4%, 1.5%,
1.6%, 1.7%, 1.8%, 1.9%, 2.0%, 2.1%, 2.2%, 2.3%, 2.4%, 2.5%, 2.6%, 2.7%, 2.8%, 2.9% £& 3.0 %% &

o® §UAS ELFT 4 Atk

QA= 2F 0.1 %, 0.2%, 0.3%, 0.4%, 0.5%, 0.6%, 0.7%, 0.8%, 0.9%, 1.0%, 1.1%, 1.2%, 1.3%, 1.4%, 1.5%,
1.6%, 1.7%, 1.8%, 1.9%, 2.0%, 2.1%, 2.2%, 2.3%, 2.4%, 2.5%, 2.6%, 2.7%, 2.8%, 2.9% £&= 3.0 %% &

o7 ~AgolEAtulay|ES E3E 4 9

N-(NE2Z2hue)-6-[(3R)-3-(HEo}lr ) 3] S| -
#ﬂﬂﬁlﬂEEﬂﬂE2¢§%-§EEfﬁﬂ° Ak 385 THA, A B/EE Q1o
Ao g ¢tel (F FHu) e HHA0R Ay v (F F9e) d& F vk didHe
9 A, sAA L/EE FPA 9 x3e] AHgE 5

B
e

S22 G e)-6-[ (3R)-3-(A o] 1) ¥ Z2)1-1-9 )92 v -2 4-T]o}rl B2 Ew o] 25381%, Aok
|5 "A, IF4A /e FA T Ao A AU F¥ VIFE W= 1001, 9.50 1,
9.0:1, 8.5:1, 8.0:1, 7.5:1, 7.0:1, 6.5:1, 6.0:1, 5.5:1, 5.0:1, 4.5:1, 3.5:1, 3.3:1, 3.0:1, 2.9:1,
2.8:1, 2.7:1, 2.6:1, 2.5:1, 2.4:1, 2.3:1, 2.2:1, 2.1:1, 1.9:1, 1.8:1, 1.7:1, 1.6:1, 1.5:1, 1.4:1,
1.3:1, 1.2:1, 1.1:1, 1:1, 1:1.1, 1:1.2, 1:1.3, 1:1.4, 1:1.5, 1:1.6, 1:1.7, 1:1.8, 1:1.9, 1:2.0, 1:2.1,
1:2.2, 1:2.3, 1:2.4, 1:2.5, 1:2.6, 1:2.7, 1:2.8, 1:2.9, 1:3.0, 1:3.3, 1:3.5, 1:4.0, 1:4.5, 1:5.0,
1:5.5, 1:6.0, 1:6.5, 1:7.0, 1:7.5, 1:8.0, 1:8.5, 1:9.0, 1:9.5 T+ 1:10.0°]t}.

AR FaFe N-(N22Z2dud)-6-[(3R)-3-(MDoln] )3 e 9-1-2 |5 g w92, 4-T]oll Bf2Eg o] =
28k R 1F o] AR sl8H = wAl, Al e FEAlE 2dshs BAE Aol 19 13] Tl
o.M xfell A olevy ¥F-HE A 8sh= WEe] = AleEn

“AFHQ | 2A, N-(A 2 IR A E)-6-[(3R)-3-(M| Dohv] =) 3] S ¥-1-91 | 9] g m ©1-2 4-Tlople] Xz
a%e 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, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50,
51, 52, 53, 54, 55, 56, 57, 58, 59, 60, 61, 62, 63, 64, 65, 66, 67, 68, 69, 70, 71, 72, 73, 74, 75,
76, 77, 78, 79, 80, 81, 82, 83, 84, 85, 86, 87, 88, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98, 99 EiE

100mg©o] t}.

% =
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[0269]

[0270]

[0271]

[0272]

[0273]

SIHS31 10-2018-0067683

H-A 82 ¢l o2 A, Lo 719 AAE 1, 1.5, 1.7, 2, 2.5, 3, 3.5, 4, 4.5, 5, 5.2, 5.5, 6, 6.5, 7,
7.5, 8, 8.5, 9, 9.5, 10, 10.5, 11, 11.5, 12, 12.5, 13, 13.5, 14, 14.5, 15, 15.5, 16, 16.5, 17, 17.2,

17.5, 18, 18.5, 19, 19.5, 20, 20.5, 21, 21.5, 22, 22.5, 23, 23.5, 24, 24.5, 25, 25.5, 26, 26.5, 27,
27.5, 28, 28.5, 29, 29.5, 30, 30.5, 31, 31.5, 32, 32.5, 33, 33.5, 34, 34.5, 35, 35.5, 36, 36.5, 37,
37.5, 38, 38.5, 39, 39.5, 40, 40.5, 41, 41.5, 42, 42.5, 43, 43.5, 44, 44.5, 45, 45.5, 46, 46.5, 47,
47.5, 48, 48.5, 49, 49.5, 50, 50.5, 51, 51.5, 52, 52.5, 53, 53.5, 54, 54.5, 55, 55.5, 56, 56.5, 57,
57.5, 58, 58.5, 59, 59.5, 60, 60.5, 61, 61.5, 62, 62.5, 63, 63.5, 64, 64.5, 65, 65.5, 66, 66.5, 67,
67.5, 68, 68.5, 69, 69.5, 70, 70.5, 71, 71.5, 72, 72.5, 73, 73.5, 74, 74.5, 75,75.5, 76, 76.5, 77,
77.5, 78, 78.5, 69, 79.5, 80, 80.5, 81, 81.5, 82, 82.5, 83, 83.5, 84, 84.5, 85, 85.5, 86, 86.5, &7,
87.5, 88, 88.5, 89, 89.5, 90, 90.5, 91, 91.5, 92, 92.5, 93, 93.5, 94, 94.5, 95, 95.5, 96, 96.5, 97,
97.5, 98, 98.5, 99, 99.5, 100, 100.5, 101, 101.5, 102, 102.5, 103, 103.5, 104, 104.5, 105, 105.5, 106,

106.5, 107, 107.5, 108, 108.5, 109, 109.5, 110, 110.5, 111, 111.5, 112, 112.5, 113, 113.5, 114, 114.5,
115, 115.5, 116, 116.5, 117, 117.5, 118, 118.5, 119, 119.5, 120, 120.5, 121, 121.5, 122, 122.5, 123,
123.5, 124, 124.5, 125, 125.5, 126, 126.5, 127, 127.5, 128, 128.5, 129, 129.5, 130, 130.5, 131, 131.5,
132, 132.5, 133, 133.5, 134, 134.5, 135, 135.5, 136, 136.5, 137, 137.5, 138, 138.5, 139, 139.5, 140,
140.5, 141, 141.5, 142, 142.5, 143, 143.5, 144, 144.5, 145, 145.5, 146, 146.5, 147, 147.5, 148, 148.5,
149, 149.5, 150, 150.5, 151, 151.5, 152, 152.5, 153, 153.5, 154, 154.5, 155, 155.5, 156, 156.5, 157,
157.5, 158, 158.5, 159, 159.5, 160, 160.5, 161, 161.5, 162, 162.5, 163, 163.5, 164, 164.5, 165, 165.5,
166, 166.5, 167, 167.5, 168, 168.5, 169, 169.5, 170, 170.5, 171, 171.5, 172, 172.5, 173, 173.5, 174,

174.5 E= 175mge] N-(AZ 222 de)-6-[ (3R)-3-(HEolr )7 22 9-1-2 ]3] 2] v 9l-2, 4-T] o}l El2E
golE 2488s £88 5 g},

Heol, 2ol ZAlE dole 2=, Aok 2AE, B/Es Fo FH= L F8Ald 29t sl T

He oA, A, e 55 st AFEE v vRIEAR, 290 ZiA4E dee] 2=, A A=
U.]/U:_‘: E
R/ A= T fu

o Hel= H, 849 a5 (A= £, 4-v & 5| e VUF-8430
(2-[(o}n) ol m mw &) ofm] =] o e FtEolm] B @ AF o AEH|E2), T OUP-16) Hx H, 8419 ZAskA] (4

2 =9, goeFolm =, INJ 7777120, HE= VUF-6002 (1-[(5-FZ2Z-1H-Wl=o|n|}&E-2-d)7t2nd]-4-1 €]

A el dgE A, A, Wal 5 skt AR ¢ o

)

doll 71" dole sgE Ee 29 A dE&H= @ T 8vistE, dE =, FIE Ee 25dke
ofe 7lek ol dEA (F, A-EdA ol JAA), FS oldd

AAA, R ofyzt aWeoldAAEA EAE = k. wEbA, ol ZAE e

o
)
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oX,
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)
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s
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ofy
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o
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o
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E EW, L30T ZSE ZAW ABbsE ANE A4 AA% (1B W, Be 4F wE £9Y o
W), &4 HER, A% 9F 9/EE SR B4 A4 Yol g8 AxE vk Ba JERokl] ¥
Ag Aol AP AR ol ol gd = ek,

a4 BAsks oA gole] ALg glo] el YAS TRk ol @A Aok AR (WPD/ Aok sl
S, SAA R/EE RYAl BEe gRsa Adses A2 avat. Bwel 443 g8 ¥, ase
A 4E Aol @ 2 AE LASE ek FrE & vk

&4 Thgehs B 3 gl H¥s AAE Arkeks Ao ol@ Aol FHe TS ot dAe, sht o
g 2aF Q/wE 3719 9% Hd + Ak, A Y T, FA A Az o AALG

A3 GEHE 1% oldel ARY HEHE WA, HANA W/ RIASE L] EF L olojN PES £IW

T @43t A2 FgsE (D) 8 2 (2) 72 9 2gAE E23ett. 3 FF, APIY F8 FES 1
T o] Aok s &HE TA, A g/EE FAe BdYdH o A, EdYstE 59 A%
o e B Ao e dHon LRy 48 YA WART, AL AF FE D 1% oj4be] Ao
4 HeEE gAl, A4A R/EE RYAS Wrkskn FE SAAS Bagad
theFek ZPL-3899] AAl H 2E] B4 MLE E 1o s e
¥ 1. ZPL-389¢] AAe] AL
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AA 59 ASE g |12 |2 “E%: P
& TF A%
24 733 100mg & S 0 : =0 m
&4 g8 30me = 17% | 8-13 min =8 il
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Al 3] = 0, - %% %%
a—l “‘]"—ﬂi} 30mg 7]‘-1}1:! 31% | 3-8 min
g gts | 200mET |\, 41% | NA w9 1 NA
30mg ° “
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A A O = )
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]
A4 #Psk | 200mg F | WS o, | 1-3 min H-%F T4.
somg  |AAste | 20| e wg | we was NA
o) Z1AQE gl AA thIt 7k A H/EE WAL 7PL-389 o 9o Ak F&EHE @A, 34
A R/ REAe] WS 2RFoRA; Aolo Aloky HEHE WA, HAA, W/EE $IAS 24FoR
Ay B/ Y B/EE g A F&EE B, FAA H/EE REAC] HE 2AFoRN dAd
F 3 AAA e Ak AM L/ WA AL #Ad sk 44 Vs 5 e A
A4 FHgsh (B 9F mE 294 2 9), &4 A9, A8 45 Be SR 248 A4 3G o)
A z2H 7ZPL-3895 E3ste AAl= dEE, SEAME, & & XS, od AdEHAE gE g Aist
AT, -5 #E V)Eworel] FAE AR 58 E @A

F7MR, A4 Ao B vlERorl A E dofo A ARdA, A, A, A, FujH 2/E
= AATE Ebmel A7bE 5 oA AR AAs mAAdd S22 (dE W, opvlA PH200 LN,
PH112, PH101, PH102, PH103, PH113, PH105, PH200, DG), wU%& Mol Zt

EZFeARE, oo AlgtH A= et F@AE dF 5o ZHOIEAMIIUIEG, ZHOIEAFAE, ZHoFEAo}
, AR (& W, 2Hol24}F, v 2EA, FuELL, FEAE gHFvoE (FXHE®R), F
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A3 AL B Sol olAEtAE T
welol Z1AE A AAE FRe WHoR @ Wy tE 332 fd Wrd & A dF 59, 4
Ao B4 54 4% Sl AAH FE (Pl F), AAA FF, A%, vEn, A4, A% ol A4
43 Bre,

FrhHom, AAL B AN 15 (S7Del 1A vheh o] &3] SAol o8 Brhd & ek, Elo] 7]
A delel AA ga) Zmupde] U@ AN BalA, AA F AL F B/mEE ) 2 HHe] H

A e vlE 2AToRA 244
= 10 T4 sslAE 29
3]

23 A=

Bl 71AE oo 2AEE B/Ee Al 2SS 2o VA" oo Fof FH 2 FrE Tl Al
Foid A, B3 S| 2B 0 84 A S|AE Hy 84 ARA; Ss|2E H 8A A
AEYQ A@dA zaFTA A A AFALED AFF AAA S-HEZSAAGUA (5-L0) AAAl;
S-ElFAAGAl 245k @ (FLAP)  AlAl; ar- B asotEdE”eEAl aeAl ddaSA

ol GHFEEA a5A; oF ZFE B./M;
A ; > NSAID) 2 COX-2 A&d JAA; A,
EAE Ay 2 T4 SFIIZE IR RS, UAA A5A E- & QA ReFRY A FFF
HAF QIA} (F-TNF-a) Z8Al; VLA-4 AdAE ¥ Fgste F2F 2 JAA; 71d-B- 2 B 584 Zd3A;
WA A; WEL 2 WEZZZ g olAl (MP)2 AAA; EF7171d NK;, NK, 2 NK; 84 AA|; ATelA
AAA; oftl=Al A2a F&A BEA; EIIUAL AAA; =uwl F&Ad Zgste 3eHE; NFkb HAE9
ZAA; dageA mx W) FgAR ERE 5 A e FAA AEAD AFZHAY AR 244 =
ZAEEEY FR2o 2AA; ARIF 84 CXCR1 2 CXCR29] AaAl; A|=7Fel =84 CCR3, CCR4 Z CCR5
o] AgA; ANEZ 2D 84 X2¥ A A, (cPLA, 2 sPLA) S AAA|; EAFO| LA E]E-3-7]1}A 9
A A, HDAC AA; p38 S#IAl; CXCR2 AEHAl; ZAlwd JAA; F-AqHFZ 17 (F-1L-17) Z-&Al; -2
Bl57 4 84 (3-1L4R) Z&A; 3-A8F7) 31 (F-11-31) Z&A); CRTH2 ZA3A|; 2 19 %3to 2 e
AeE sl ool Frhe] X@Alet g oA Foid 4 Tt

EA AASEoA, 3l2ET H 84 ddAe nAgH oz dArdud, AEER, dREAER, 2,
Hazeteid, dyZy, 9 A =ees g3t

E4 AAHo A, FREZQ deAE HAgH g FEHFIAE, AIERFIIAE, Y TARIIAES
=

Ex A kel A, (RTH2 A&A= nA|e-d o2 ADC3680, NVP-QAV680, 2 (004595 ¥ dstu),

I
|
W

I,

fru

o,

[

oX,

ot
2
of\

i

A

m

A

r_[‘

8

0

—

Y 12 ™

N

2

b
e

2ol 71AE 2w B Al 2w, Be 9] AR sEHs o, B $vidke dE 5o 53w o
27skE, W ATopEe el 7 vk o] e wAE A5 3, «dE 5o, 222 Fo| e F
FAE EF AT, 53] ol2d WAR 2o frelsAl AHeE S A

duks At

N-(N 22T 28 E)-6-[ (3R)-3-(dobr] =) v Sel9-1- ] vl -2 4-tofgl & Belo] 19] AFo] Fx
2 ¥ vs 58 WS 7,943,628 7|AE el wE Az 5 9l
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[0354]

[0355]

[0356]

[0357]

[0358]

[0359]

[0360]
[0361]
[0362]

[0363]

[0364]

SIHS31 10-2018-0067683

a2 59, N-(NZF2Z2B0)-6-[(3R)-3-(MLohr] )7 2 9-1-9 ]9 2 v d-2 4-T]ohi & tert-58
[(3R)-1-(2-ol =-6-E 22T | d4-) T Zd-3-L | -Ft2uld 0| E F A S22z 23wy 0} S N- Uﬂ
-2-9EYE oA t-olazZEg-oEolvly whgAE ASEZHEH Axd F k. A x2d (H54t
HCI 2 HEFe) Shol tert-HESAFERY BE7)9 T&A AA= N-(AZ2Z 2 e )-6-[ (3R)-3-(H Lo}
) s d-1-d ]9 g v d-2, 4-tjo}ul e AFI, tert-FEH[(BR)-1-(2-°o}v| =-6-FZ 23] 2| u|d-4-d ) 5]
27 d-3-d W E-Ft2utHo] EX 2-oln -4 6-TF 22T 2L tert-FE (R)-WE (I SYd-3-9)7}=n
Ho|EE o]AZaRE FoA EFodelvlyt REEAIZIE FORFEH Axd F Ak (MF 53 ¥
7,943,628 #F=x).

"

N-(A 22z e)-6-[ (3R)-3- (A Do} ) 3| S5 9-1-2 | 9] 2] u] ¥l-2 4-T]opmle] AAH o 88 Ao
d ~ZEd AE Ede slErl. 27 A AZAL APlo| W8] sEEEA u7b 1 1) 104 32% whg) ol
2o Wl AEeth. Ade grEe By B w44 249 gAeth, o, A% A9 AR
4 nAE YA, o5 1AL WU HEE AEA AFwoldd o 1o ZelH o w% B71akd
T, o] 2E#A AFe] AFmA, AR AT Ay Rum HEolgAl, zajdo] Hi £39 FHA
Ak, kA W-FHA Qe HEF TRo AUy Mol © AAF Bel-siety BAL we)

1o 1 sbetezo dale], w3t 2 o 1 SR s 99 Axads AR} 9. oS A A 14
Z u ole F 9% aute] e N-(AZ=x e A e)-6-[(3R)-3-(H ot ) 7] Zevl-1-2 ] 3] 2] v ¥l -
2,4-tjo}Hl o] t-sl=zFRalo]l= Aoz olojHT}

N-(N 2222 d W) -6-[ (3R)-3-(d Dol 1) 3 S e-1-9 | 9] 2| v] ©l-2 4-T]obul s} ZIE| 24, AHe]AAk, of g
U4 2 daate] b3 A 4o B s)AEe] 9T},

N-(NZ 2Tz e)-6-[(3R)-3- (A Dot ) 7] 22 gl-1-2 ]3] 2] v 92 4-t]o}ule] &1o Ammom N-(AZ
ZxazguE)-6-[(3R)-3-(Hdolr )T 2 d-1-d ]9 g nd-2 4-T]o}wE& Ads &u] Fo L3A
A ASEe F7 e F7) A BE olgE, o o], AE AN, AgAak Ak od fEE

AzE 5 ooy, wekdon N-(AZ2Zeaue)-6-[(3R)-3-(HEon ) v Ze]d-1-9 ] 9] g v -2, 4-T] o}

We gle N-(NFRZ2AE)-6-[(3R)-3-(Hdohv] )] el v-1-A] v g m] ¢l-2,4-Tlobrl o] golS g5
7] B 7] AF EE olih, dlE Bo], AERAt, At 4
N-(AEzzzdvd)-6-[(3R)-3-(Hdotr] ) E e d-1-
A& 7IFoR g, whe &) vk B W7ol 48 # »)\DP. ?3% s AAs L A
o7 = A3t o AAge=A ded = k. FrhE 4 /Es I gl dxA
3 2=

%

2
2
)
o
)
rh
B
2,
i
N
QL
2
2
oY
i
>

XA B 34 (XRPD)E= B 714" 9o AAdd uAZS e w/m= ERslsl=d AAedE ¢ A, 3§

= 2HS TlEsglon, Agto] opd dAI=XA slr]e] AAJdE AT

o XA B 3F: XRPD H¥lS Azl ~"e] A(Crystallics) T2 A @]3 XRPD MPS o] &3t =53k
o ZHCEE A% 9 7leE A Wy dis) BEAE WHE(VANTEC)-500 714 99 AE71E ztE 2577 A
B AE7] 3" A= (GADDS) el stk 58 Hge (32 $A)9 AL NIST SRM 1976 15 (29
H (Corundum) )= ©]-§-3lo] F3)313ltt.

Hlol8l 3> XRPD s} 7P 5491 731 1.5° WA 41.5° 9] 26 Oégﬂoﬂﬂi A Cuka AR S o] 8
ste] Ao Faetlk. 7 def Fd Fee 7b Zgduitt 90x9] =& A

1.5° <20< 21.5° , THAR 19.5° <20<41.5" )4 F=-stgct.  XRPD uﬂ o] ¢lejo] w7 A7k =
HEsh= A8 ok,
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[0365]

[0366]

[0367]

[0368]

[0369]
[0370]
[0371]
[0372]
[0373]
[0374]
[0375]
[0376]
[0377]

[0378]

[0379]
[0380]
[0381]

[0382]

[0383]
[0384]

[0385]

ZIHS3d 10-2018-0067683

XRPD #4] Fot Abgd T BEAL XM F3pAdolar, @A v Ao wlk k7t 7)o o).

g BA-DSC: &3] EAS 9 5 DSC822 717] (WlE-Ee= AgHs, 292)E 7B DSC 2275 %
BE FE5890. Ze A% %27} (n.p. = 156.6C; SHf = 28.45 J/g)o= &% 2 deulo s DSC822eE
BASAT. ABEZ (F 2 mg)S EF 40 pl &FnF o] A, A FHS 3, 10C/89 71E £

. =4
DSC WellAd 25Tl 300CE 7Fd38taict. =3 H¢ A% N, 7|AE 50 ml/E9 FFoz DSC AH S HAs)

g - B4- DSC/TGMS Ao 2HE & X #% AR A%k A=k £242 TGA/SDTAC] o8] ZA st E}
TGA/SDTA851e 7]7] @a—iaﬂt AIEl, 2=9122) ol 7tdsteE st ME TS EUHHES Y F
vs. €% FAS It o} FulF o2 TGA/SDTASS1eE %o ta] BAsTE. MZ (o 2mg)E
100 pL dFuF =7 =E sbar HEeieit. dEo] A S B3 =Y E 10T/8] 7HE S22 T6A

ol A 25014 300C= 7Fdatict. Az N, 7]1AE 54l A&ak5ict.

e F

i=
Sik=y
]2k

1:1

Ob o 0
P}

T6A AZ2RE 71A7F 2AsR . SY2EH(Omistar) GSD 301 T2 A= 3374 (Jtoly wjg Adwst
(Pfeiffer Vacuum GmbH), =U)2 EA 5ttt o] MSE AMEEx A= E3Aola, 0-200 amu B A#S
A7k,

HPLC 4] Wy

HPLC: o€ ¥ E 1200

AZE7] 10 284 mnoll AR E DAD, HE7] 20 44 270 E=9] HP1100 LC/MSD
HPLC 27 LEAZY 2% 15T

723 Qe Axtolo] € 18 (100 x 4.6mm; 3.5um).

Ze & 35C Z29A(Floweel): 10 mm A=

Tl o] A 10 mil oFAEARER

°]5 B: ot EYEH

ek 1.0 ml/%E

HPLC o]&7d T-ll.

0 90% 10%
1 90% 10%
6 10% 90%
9 10% 90%
10 90% 10%

X 2F 0.8mg/mL
Lu): 10 mM P EAIS R o EYUER (50:50 v/v) Y F3: 5 nl

site 94 Ma-ud uEge FAYT, FY NS Aen, AwntEadeA 7 gae] wd 9
.

B4 SFE II-0H ARES AE F YR 2] AR AgET,

A4 27 2 R & 5248 AYa wAHE A]2"Z(Surface Measurement Systems) (HE, =)o
2REY DVS-1 Al=go g FHet. A¥H AE 271+ 5 WA 10mge] 1A =dolth. Al F:Ev, %
1 3+ 3} Wﬂb 40% RHe 1 6A17E <t RH (&Z2hH =

2 40%0 A 0%z (FE) sk, 95% (FF)7hA], BhA] 0%
ToA 10%e] AElo g &3t}
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[0386]

[0387]

[0388]
[0389]

[0390]

[0391]
[0392]
[0393]
[0394]
[0395]
[0396]
[0397]
[0398]

[0399]

[0400]

[0401]

[0402]

[0403]

[0404]
[0405]

[0406]

[0407]

[0408]

[0409]
[0410]
[0411]
[0412]
[0413]
[0414]

[0415]

SIHS31 10-2018-0067683

A Al 2. HPLCO 2]3F 7ZPL-3893787-182] ZA:

o] B4 WH-2 7PL-3893787-18 A& (30mg A HoloJE])o| FEA|sl=, ZPL-3893787-18 oFE &3 F9| 7ZPL-
3893787-18 X ¥ & = tho| oz} AAe] g% HPLC EE 7143},

v

23]

A T A FEAFE

ols &717], Tl AZ, 230 mmoll A FAFAZL - A= W HEV], 10 ul £F AE 7Y A2=E 2 do
B 5 Al2E = AR G Afe A aRetEag T,

HPLC 24 - AlmY 5 pm C 18, 150 x 4.6 mm (B S71E).

A oF:

oA EYEZ™, HPLC 557

HPLC A& 913 AAF (& 5o EeMilli)-Q B 57HE)

A= & (0,1 % SR E (aq) / oFHIEYEZ (90/ 10))

N

5.0 mL9] SR E-S 5000 mLe] AAG Hrbsta & E3keitt. 900 mLe] 0.1 % FAHE YR E (ag)<S 100
nLe] oA EYEH Hrista & S},

olF A A - 0.1 % AR E (aq)

5.0 mLY FASIEEES 5000 mLe] AA|Fol| Hrbeta 2 E3slar, o]jojA 108 EoF Zeubx el s w7
3o},

o4 B - oMHEYEH F 0.1 % ALt

2.0 mLe FAAAE 2000 nLe] oA EUYER Hrbsla, B E3sla, oloji 108 ToF 2omxEe] 93
I=odlsia=

=]

F g9 A%

7ZPL-3893787-18 A4 2 ¥ £ (240 pg / ml)

ek 2dmg + 0.5mg9) 7ZPL-3893787- 18 =% TFEELS 100 nl H3 Zetx~3d H7MskTh. 80 mLe HEZ &
v & HIbsta 5 Bt 2SIt &IAIZITtE. AE SWlE F4sta olox EFE " xHE &
NS AFsHA Tt

7PL-3893787-18 #¥ &4 ¥+ &N (2.4 pg / ml)

1.0 mLY "AA FAx TFE AZR"E MZT LulE 100.0 nLE FAstm F £}, o= "z #AH EF 7

e L0 €9 (% #d &AW 3 (60 pg / ml)

(@a]
(e
=]
-
o
Y
2
5|
N
oo
2
tlo
%
i
oo

w2 20.0 mLZ 3]A35}aL

ﬁ
ot
<1>_,l'
o
)

ol "Hlgh Log £-e) o]},

N

b
2
—
o
o
oo
2
to
»
r ol
e
il
i)
o
Hl
%

) (0.6 ug / mL)

1.0 mLe] "% LOQ &"S AE &vi= 100.0 nL=2 3]4sta 2 EFTE. o= "H¢) L0Q &4 ol

120mg + 1.0mg®] 7ZPL-3893787-18 APIE 100 mL 3] Zg}x~=d] H7FsFrh. 80 mLe] MEZ &ulE Xyt
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[0416]

[0417]

[0418]

[0419]

[0420]

[0421]

[0422]

[0423]
[0424]

ZIHSd 10-2018-0067683

5% Bob xeatAstel g, AE Sl AMsm ool Eqstel "B BY 4B S FEaA.

10 5o NEBS M1 727 T, 12mge] A4 WNEES 100 ol 23 Sekazel Yt
WE gu) 80 LB WAL 5B 5L 2SuALG SANAT. AZT gvlz I olojA] BT 7
£ B 24 4TS £5a90

20 mLo] "FiE #E =4 AE"S 100 L F¥] ZEhkeFel Hrbstal BE &Wf 80 mLE A Eka, 5% s &=

sopAEste] gAML, AE S 5T olo]N EFst] AE U AE'S FEIAG

73 AW Y Sum C18, 150x 4.6 mm, = 5712 (pH ¥4 2-11)
23 2= F9 &=
T 1.0mL/%¥
A&7 A230nmoA UV
F9 59 10 uL
A A7k 448
T4l
A1zt %°l5FA o] 54 B
0 90 10
o] T4 &4 37.0 30 70
39.0 30 70
39.1 90 10
44.0 90 10

ArvtEIH] =4
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10-2018-0067683

5

=

=

H

)
=)

bk

5]

H

N
B

o

SE
=)

[0425]

NA

e
il
4
LOQ &)
HY 4U RFEA
#d =d AH BFEA

by o
3L
3T

i=5=3
=5=]

TE
AN
AR

A4 49 RFEA

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26

[0426]
[0427]

22

ijl
i

o

[0428]

Al

Jdwel u e &

A=

2~
, W

=
9

[0429]

il
il

~
B
=

)A
A

3

0.31
0.88
1.00
1.17
1.90
2.10

A AR A

U39
| 2]
PF-04188744
ZPL-3893787-18

Al
PF-04360799

PF-04626829
PF-01012688

U

3]

23}

[0430]
[0431]
[0432]

o
ol
o

A 28]

[0433]
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[0434]

[0435]
[0436]

[0437]

[0438]
[0439]

[0440]

[0441]
[0442]
[0443]
[0444]
[0445]
[0446]
[0447]
[0448]

[0449]

[0450]
[0451]
[0452]
[0453]
[0454]
[0455]
[0456]
[0457]
[0458]

[0459]

[0460]

A2d A AE 2
FY BEE A (n=6)9 797 L= <2.0RSD
Y BEF A TV A2 <2.0RSD

BEEE 8/ dA 98.0 A 102.0 %
ZPL-3893787-18 ¢]
A 57 A zEol A
4 93 Y&

Aay

ZP1-3893787-18 ¥ 39 ujgt

LOQ A% o g 1] 2 10:1

ZIHSd 10-2018-0067683

44
7PL-3893787-18¢] T & MZo|x & 7PL-3893787-18 99 AF A7ty &g HE LNo|A FHH A
F A7FE nl@sle] AAzY. IS MZ (RT1) 5 7PL-3893787-18 ] =19] AF Alzte] ¢l FF &

(RT2)o A 2] AFAIZF RT1/RT27F 0.98 WA 1.02 WA 53l 450 &ld
AA 4 #d 54 AL

N

W& T2 7ZPL-3893787-189] d&F2 s17]9} ol ALttt
7PL-3893787-18 &r&F (%w/w) =

Asam x Wstd x _p x _100 x1p0

Astd 100 100 Wsam
o] 714
Astd = AA X+ 89 F9 7PL-3893787-18 ¥ WA 9| Ht
Wstd = ZPL-3893787-18 #=x ZTES F% (mg)
Wsam = MZ9] =% (mg)
Asam = MF £ Fo| 7PL-3893787-182] WA

P = ZPL-3893787-18 #x TFE &% (%)
dH 7 g AdHA A e AE EHo g et go] Axlsiitt:
ZPL-3893787-18 & (%w/w) =

Asam x Wstd x _p
Astd 100 100

xDF x_100 X 100
Wsam

o714

Astd = A5} B 24 BFE 89

9] 7PL-3893787-18 ¥ a WA 9] W3t

Wstd = ZPL-3893787-18 =z =% (mg)

3L & 11
EFE9

Wsam = &9 T% (mg)

Asam = AZ & Fo] 7PL-3893787-18<] WA

P = 7ZPL-3893787-18 =z EFES] +% (%)
DF = #d 24 xFE9 34 98 (0.0
Hi 7)F
7PL-3893787-18-> WHE AMZ gl A xo| HZ Axfe HAOoR HiFT
2 Aol w3k B uF}

2l R
0.05%5CF AAY e BE dexd 9@ dexx] e Ay EFo)
E2l
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[0461]

[0462]

[0463]

[0464]
[0465]

[0466]

[0467]

ZIHSd 10-2018-0067683

N-(A 22222 e)-6-[(3R)-3-(H D o}r) 1) 9] 2] 9l-1-2 ] 9] 2 ]
i ]

Azo] RAHOR L uA 5 g spHgke] B ¥ 5 g A stz
2388 N-(AZ22 2R 0e)-6-[ (3R)-3-(FEohr] 1) 7] 2] ¥-1-9] 9] 2| u] 1-2 4-t]o}wl o] Bf2Eo|E o

2R g8 drle Azxz Asdu. oo, 32%e wy ole W 2%9 v (I-Reed
ZzzdtE 9 4. o 2=3A-A Hrkd o) 3 %

rlo
o
F-
[N~}
o
=
oA
ol
3"_\4‘
o

1

2

3

4

5

6

7 Yzgd2-£EA 18 | Fri2a 29 | d-o} M Eo}E E -l 2 A}
8 | WldeEA 19 | NE=24 30 | FFEEA
9 | S 20 FEFEAL | 31 | o} EA
10 | Leofagl2 E A | 21 | DL-RFE4F 32 | 2" ol= Ak
11 | Zeat 22 | (-)-L-TA

F o
27t el # sele] wA wE oA i ol&d] AFSAL. AEL RIIA wgssinh
T

sloll AAZA|7] 3 HT-XRPD (XRPD 1) o2 #4159,

TEPoZ AAS 29 Fo & w3 27 (40T, 75% RH)el w=ZA)7)3 HT-XRPD (XRPD 2)= A)|&-A13}9iT).
ARA 4 (FFADE oA E v o] Z=eo £ (1, 2 B)E YeERATE. 0 (002 ZAE v o] AA)
£ YeRdth
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[0468]

[0469]
[0470]

733

ZIHSd 10-2018-0067683

BEA8 it 22y T3 739

g HCl 739 ik 243

A Sull+Sul2 L Sull 247

de-12-0g&EA4 Eds2 Bds1+Eds2 Edsl Edsi

p-EFAEEN 735 743 F33% 739

e = A Rk 739 T3 733

Uzgd2-+E4 T3y Napl + Nap0 7R 2R3

A2 EN 2R |7 233 249

AL Oxa2 Oxa3 Oxal Oxa3

L-o}ATEEA Aspl+Asp0 Asp0 Aspl+Asp0 T4

Lk Mael ik 243 Ak

At Pha? Pho2 Za]2 Phol Pho3

geEd | 73% B i I o TRY |

2FEA Gltm0 Gltm0 Gltm1+Glim0 73

A 24 - Gen2 Gen2 Genl Gen2

A At Sall 2]~ Sall F&& A% 3%

(H)-L-Et 222 Tar2 T3 | Tar2 2AE

Fal2 4t Fum? 2AE Fum0+Fuml Fum0+Fum3

A|EEAL Cit0 2Ry Cit1+Cit0 T35

D-2¥FEH T2 3+Glucd 733 A% +Gluco ARch:

DL- 724 Mad1 733 3y 739

()L-22 74y 739 Mall Ak

REER Hipl 2A% Hipl 2R

524 3% 233 ek hRCh:

gEA Lac2 339 Lacl 739

L-o}A R 2 B AL AscD 239 Asc0 33 ,

24 Benl1+Ben2 Benl+Ben2 &84 Benl+Ben2 Benl+Ben2 Zg&

< A14F Sucl+Suc2 Sucl Sucl Suctl

40l Eoln| -l 24t | ABenl+ABen( ABenl+ABen0 | ABenl+ABeni ABenl+ABen0

ZFEES Lk Glutl 7249 Glutl

OFA EA 733 3% Acel 733
- 2Ho}2 4k SteZ+StéO Ste0+Stel Stel Ste0+Stel
@ 23R4 F5E AT aREe dud A Eb f40d. AAHEE A 98, @ =
AdA F5E EE IAE oY ofMEolE, HEGS|ERFHE, FF, olMEUEY 9 ofudolx ZpZt
AAAHAAG.  ARHR DAL S ws 2D (40T, 755 RSl oF wF AFel N-RPD
BAsY. AAGS Ao AAe AAAS HAE S8 g &g AFEIAR B o] FHYPoR
delgE A4S neizd. T, 9F A4 ATIL 29U 24T YeAsten, 42 S0, St
QA ZNE AL, A A, FufEab, WA, olgk-1,2-T&EA 2 4-otAEoln| & wlxtolt), o5 AAA
2 ARE A sl 27 (40T, 756 RIS DS wE Al gHolA erkrt. vm 24Az de A
v B A A4S sl S X 4o 293}
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[0471]

[0472]

[0473]

[0474]

[0475]

[0476]

[0477]

[0478]

[0479]

ZIHSd 10-2018-0067683

= =54
%’gi 98 - 163 4.8 25-145 | EF4
Qlat 99 144 | 220 3.2 25-180 . | A FOFAE 0] E

96 168 175 5.7 25-160 | Aol AE| o] E

87 - 156 2.5 25-160 | H| E&}3] ‘-‘-i—‘?—ﬂ-
; 197 105 160 3.1 25-110 | HEFHIN==F
4.0} Eolu| & -yl 24t 93 138 243 3.3 25-180 |HIEFI == FT+ B

FAdow, AR 2aed AWe FAs Nﬂw—g;zzvéuﬂa) ~6-[(3R)-3- (| Fo}v] ) 9] B2 W-1-21 ] )
eug-g 4-tlofrle] A4 t]-92 Sloradt, QA B, olRk-1,2-TEE
A, prETAEEN, WREEN, BESU-2-SEN, WA EEL s.—g&, L-olsstz =t 2584, (4)-L-
BEEEAl, FohEil, W AESA oS A F, WA N-(AFRZ20u8)-6-[(3R)-3-(AFo}v] )5 B
9-1-2]) gl 2, 4-topyle] el Avke] AW BAL AFHA.

o u
ofh
oX,
o
ats
)
>
o
)
12
rlo
1 T
rE
ot

AN 4 2E5E N-(NFRZ2duE)-6-[(3R)-3-(H o] ) 9] 22 1-1-2 ] 9 g v 9-2 4-Tlojq] E2E

go]E 25tE 9 A=

Lo

N-(A 222z e)-6-[ (3R)-3-(H Do} ) 7] S ©-1-2 | 7] 2] 1] 6l-2 4-T]o}vl (4.21 g, 16.04 mmol)< v
e (14 ml) @ & (14 mL) 2o £3A7]3, 60CE 71439, WeEre (14 nl) = L-g2g22 (2.4 g,
16.04 mmol)9] &NS Hrlsta, 7o WerL (14 mL)&E TP, T g4 ux7F A7) A zetr)

(|

Aol 60°ColA oF 108 FoF AL 7Fdetsitt. dgdS 50C2 1.5 AZF 5 WZ4A|7]aL o]ojA 308 5
St 40CE YZ4AIZ1aL 2 AIZE 52t 40TColA FA818TE. o]ojA], dEAE 308 59 30"CER WZhA|7]al WA
30CoNA FAEFT. TAE oo o) FHE, WS (20 mL)ZE AHdta, B W B9 ujAdN AF
o] AeolA 29 Bk ARAA N-(AZZE2AwE)-6-[(3R)-3-(H Do) S v-1-2 | 7] 7] v -
25=3+2 WA w3 (6.617 g, 86.9%) %443 FEHE FS3PY. AZ Al A o
Zod Bde AAgeE 4 ok (AAlA 5 Zx). o] dAxjell g3 Al

)& d-1-d ]9 g md-2, 4~ ﬂom El2EY o E 2435E

2 AT v, LoNsel os) SA4% A, v 58 wE
ﬂlé% N-(AEF2=Zzz23u9)-6-[ (3R)-3-(HEoelm =) ¥ Zg|d-1-d |3 gud

2 95.4% 2 96.1% AR == (LSl o8 ZAHE)E 7HA ).

= 0

"

7,943,628 7]AE
~2,4-tjo}Rl Ef2ER

=
lmz
3 :
(o]
ﬂ:‘

719} 7ol AZE 24 N-(ANFZ I E)-6-[(3R)-3-(HEHolu] =) = ﬂ -1-¢ 19 g ne-2 4-t]o}
Wl BlZEFolE 23 e & 1 2 & 29 PXRD W¥l 2 PXRD ¥A EF& EAow & oA dE AZ A
3},

H NMR: (%= 3) DMSO-dy ¢ %&43 N4—(A1%izi%ﬂ%)—6—[(3R)—3—(nﬂ%°}*ﬂli)ﬁ4%al‘d—l—%l]ﬂFAUlrd—
2,4-Tlob7l BlEEF ol E 2482 (5 A)e] 1 NIR.

R (% 4) 2548 N-(NZ2Z20u9)-6-[(3R)-3-(FEolv ) 9] 22 9-1-9 | 9] 2] 1|1 -2 4-T]o} 7] B 2E
golE 238HE (FH A)9] IR 23 ER.

DSC &=V (= 5) 2709 &4 AFde 747} 96C 2 153ColA #E=Aar, 7h7h 8 &47 §§o 8T
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[0480]

[0481]

[0482]

[0483]

[0484]

[0485]

[0486]

[0487]

[0488]

[0489]

[0490]

[0491]

[0492]

[0493]

[0494]

SIHS31 10-2018-0067683

TGA/SDTA 2%=7]2%: (& 6) SDTA 4A1& 9] & 7
o, &3 N-(NEF2Z2IdWE)-6-[(3R)-3-(HEo}n] )3 &
253HE9] Ef2EFOlE 9o §§o] 147ToA #HZHATE. =3

e
>
N
o
off
I-HZ
S

TGA/MS %72 %: (%= 7) 2253 N-(ANZEZ239g)-6-[(3R)-3-(FEolnw) 3 S d-1-d ] 3 g n -
2,4-tlo}ll BEx} 27 & BExbo] Agsle 7.9%2 HI £4o] 25-150To A AEE] & 253 E A

LONSOll o8 % A1 (% 8) A7) Z1AE vhel SASE Aol ol AlxE 2esd N-(AZzrzdue)-
6-[(3R)-3-(Hd ot )T Ed-1-d ]I gn|d-2,4-t]o}7] Ef2EFO|E 25859 =55 LIMSE °]&3t4 3
7Fekh. AFE-A 43189 AF AFS e U9 F3rt #FEAY. o] FAE 99.1% WA s
SRtk ¥3e N-(NER2Z2ddE)-6-[(3R)-3-(WEoln ) m S8 d-1-d [T g v d-2 4-t]o}rl o]  Fafo
AF-2-3= 263 amull m/zE 7HH

DVS &A1 (& 9) At &% (RH) 40% W= 0% (&b, 95% (S 742 10%Y 2"lo=z £33, &=
o, RHZF 10% RH vgto = 7FAsh w g4 oA7} dAsicy, =2 4= 0 - 20 % RH (1.9% 2% S9)9
20 - 30 % (ZF A T 6.9%) AlololA #EHETE, 30 - 90% RH Alolell A =& ¢k A o|t},

>
>
3
o1
By
My
r
=
Z
’;

]iiﬂiﬂﬂﬂ‘%) 6-[(BR)-3-(rEotr] ) v Ee|d-1-d |9 g v el-2, 4-tfo}nl EEE

S N =20 E)-6-[ (3R)-3-(M Dobr] 1) 3] S 1-1-9 ]3]
e Aolgl W7k A4 Fo Wee/Eare AA4sht. wAS
N GEE AolSuA o AXAAT.

i

Aol 6. N'-(AZEZZIre)-6-[(3R)-3-(MDolr] )9 £ P-1- | 9 e v -2, 4-t]o}¥l A ] E9] A

176mg/m194 ZPL-3893787 &SNS 1-H-EH2 Fo A A|x3} JAH 1:
= Yo AWE =S AFgste] 8] wloldol A Faskgitt.  ZME 2A4F (

o ; % 8 ml #e wholatel
Yorshn PLaoITS 84E AT, vlolere ool ddeldan 59 Bt musst. ¥ A4o)
Frg Fo 3AF FPsA A sl AzAA

N' (222 2 1) -6-[ (3R)-3- (M Dopv] 1) 3] S 9-1-21 5] 2] M -2, 4-t] o} ZIE|Alo] 2 % 109] PXRD
RS AT,

e o

HONR: (= 11) DNSO-ds 5] N'-(AZ =32z e)-6-[ (3R)-3-(v & ojr] 1) 3] 2 2] ¥1-1-91] 9] 2] 1] 5l-2, 4-r] o}
W AE Ao =] ' NIR.

TGA 24 (% 12): 22 FE ARxle] 134T (&8)ollA I Fall= oF 230ColA LG}

TEMS #4] (&= 13): ZEY5EQ Ax= A3 1.50 T3 &4 25 A 150TolA #2e,

A 7. N-(ANZRZadue)-6-[ (3R)-3-(dDob] ) v 22 v-1-2 ]3] 2l v ©-2 4-t]o}ml  Arg] Ao E o)

Az

i

Ol

300mg/ml 2] ZPL-3893787 &N UFz=2det ol AxsA. A A

22 B Qo] A Aks Abgete] frE] npoldellA Faskgivt. el (580.4mg)S 8 ml frE] who] ol
Al AFslal 7PL-3893787 &-AS H7HT.  wlo]ds Ao <lifHloldsta 54U F¢ wmEith. 2 ¥A
o] k¥l o IAE ?@6}1 Z1F 3ol Ax=AIAT.

1:1 setae 48 Az s
(

g5k ol AzE N-(AFRZ2AE)-6-[(3R)-3-(MEobr) )3 S H-1-9 5 ] v -2, 4-t]obrl 2he]2)
dolEx = 14 2 % 159 PXRD v1® 2 PXRD Y3 H55& 747 5o s gd3AE ATsi.



[0495]

[0496]

[0497]

[0498]

[0499]

[0500]

[0501]

[0502]

[0503]

[0504]

[0505]

[0506]

[0507]

[0508]

[0509]

[0510]

[0511]

[0512]

ZIHSd 10-2018-0067683

HONMR: (% 16) DMSO-d; 5] N-(A 2232 due)-6-[ (3R)-3-(vEopr] )7 Z2]v-1-2 | 9] g n] §1-2 4-T] o}
7 A] Aol =e] ' NIR.

IR: (% 17) N-(AZ2Z28de)-6-[ (3R)-3-(m Do} ) 7] Fe] d-1-9 | 9] 2] 1] -2 4-T] o}l 2] Alo] o)
IR ~HEH,

TGA #4 (&= 18): F4Y ARlo] 173T (8-8)ellA #EFa Fal= oF 190T o] Aol A s,

TGMS B4 (= 19): ERFE AxXE <3k 1.5% 53 &4 25 WA 160ToA #2H},

=

>
2

N'-(NZEZ2 A E)-6-[(3R)-3-(vFopr] )3 B2 ¥-1- el W-2 4-tlopn) H]-S| =222}

176mg/ml 2] 7ZPL-3893787 &S 1-F-8-2 FolAd A3, o AL 1:2 &2 AL Axsy] g8 =
2 F Ao Gie AgEte {3 wloldelA F=3ERY. 4t (658 pl)& 8 ml HE wholde] 7ZPL-
3893787 &l HIFE.  wlo]dS Ao QFHlo] st 5 Fok muksgitt. @ FAlo] ¥4EH
5 ZA

J—l;—(]% {l\_ﬁo}._ﬂ A sl A ]Zﬂ,\]:},

A8} o] AzZE N-(AFE2Z2ZuE)-6-[(3R)-3-(HEoln ) Zgd-1-d ]9 gu|d-2 4-tjo}dl t]-3|=
2ERfgolE $3ES = 20 2 = 219 PXRD i€l 2 PXRD ¥ EES zt7 EAo®R 3= gIAS A TE
St

MR (= 22) DNSO-ds 9] N-(A 223222 ue)-6- (3R)-3-(v D olv] 1) 3] S 2] 6l-1-91] 7] 2] v] ¥l -2, 4-r] o}
W f-slEzZedels fa2e] H NR.

IR: (% 23) N-(A2RZ20]e)-6-[(3R)-3-(v Lo =) 7 £ 0-1-A ]9 2 vl 02, 4-rlop) T-sl=z22
glo]= FglEo] R ~AFER,

TGA/SDTA &4 (&= 24): 8w &4 2 8§53 #4
Ay dh Ayl

TGMS 241 (= 25): E=FHO AxE Qg 1.5% +F &4 256 WA 160TCellA ¥,

Abzdo] 50-75TC oA BFE 3 o]ojA] EaflE 235T 9

mlop

Anlel 9. N-(NERZzgud)-6-[(3R)-3-(HLor] 1) B 1-1-U |9 g m 92, 4-]o} ¥l &k & o]
E F3lEe] Alx

300mg/ml 2] ZPL-3893787 &S U= =gt
2w Yo 1, 2-owr s EARS ARE-She
ml 2 wlo]dol A AHFsla ZPL-3893787 &
gtk 9 Ao grd Fd nAES £33

Foll A Az, 9@ FAdL2 101 R A Axs] 98]
8 uloldo A FalEteTh.  1,2-o et EAF (957.0mg)S 8
A7 g, vlold S A2 AgFHo)dstal 5U FotF myk

A7\sh ol Az N'-(AN2RZ R UE)-6-[ (3R)-3-(H D o}v] 1) 3 el e1-1-91 ] 9] 2] 1] €2, 4-T]o}7] ol & O]
ZXUYoE 38 = 26 H = 279 PXRD & 2 PXRD 3 E=S 77 EF o = YIEAS AT
o}

H MR: (= 28) DMSO-ds <] N4—(A1,—ijizi%lnﬂ%)—6—[(3R)—3—(UﬂQO}UIi)ﬁ%%FA"d—l—%l]ﬂ%FAUI“d—2,4—r4°}
7l o t&EUo|E FakEe] H NR.

R: (&= 29) N-(AZFzxzdue)-6-[(3R)-3-(Meolr] ) 2e]w-1-9 ]3] 2] v ©l-2 4-T]o}ml o e v]Z ]
OlE 3159 IR ~AHEH,
TGA/SDTA ¥4 (&= 30): AT £ &8¢, oo dddy 59 Alxdo] 229Co A ),

TGMS 4] (&= 31): &3] ol 2.0%9] A= &£2o] dzHT),
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[0513]

[0514]

[0515]

[0516]

[0517]

[0518]
[0519]
[0520]
[0521]
[0522]
[0523]
[0524]
[0525]
[0526]
[0527]
[0528]
[0529]

[0530]

[0531]

[0532]

AAlel 10, ZPL-3895 AREE Tk WA T35 otEIA I
174 AlgellAl, 6219 tlidalE ZPL-389% A &8ttt

ek 19 13] 5, 15 2 50mg) <] ZPL-389%E <Al 583819l
S Aol gl TashAl, ZPL-389% whEA F5

3% ohEsy 93

v 2YT 7 sus J=MRS) = 5 (0-1
3 o

(Ziarco Itch Diary (Electronic) Pruritus); 5D &%=

W3l Q4 (PGIGE 2gHett.

(e} T
< 4=

0 A

trol A

yul

_
e,

AJ ol

, AR FF ﬁéﬂ(lGA) > (0—3 Ax), ==
Udf# 9 2% X5 (EASD) > 12 2 < 48 (0-72 HE)94l

Aol L3 F@H A v Ay =HE 2
g2 gho él A4 (DLQ = o S R

Al 2

=T

, A = oA
529 55% el A8l 2a 4 AlES T A=
A g Al A] ZPL-3899] FHAd H WS Hrtslr] HE AAE AT

a A

SIHS31 10-2018-0067683

AT
F (0.01-48mg) B vhe e &F (14%
& Abde] S Awlskal, A

A 8F T 30mge] ZPL-389% 1Y 1

ZF oA (18-654) = A7 ool dist 4448 g2lsty] 93] 13] o] de ~a8yd waEs 3t F5%
YA S5 olBEyA IFEAES = 8% ggAE 2:1=2 F293sled 8 (56Y) &9 FAF+Z 30mg ZPL-389
e Yo 1Y 13 B=E i

ANge 9% 8% T4 s 2

- 24A1ZF Fote] 2%kF (UM AR s RF) ol tig NRSollA VEH o ZRE Q] e

- 2%% OFF A HE-e3) 0 i 3 NRSol A 7)Ao = RE 2] W3E}

- 2%% OFF A HEH-e5) 0 tEk oktk NRSol A 7)Ao = RE 2] W3E}

- =i Aofloll g NRSollA] 7|EH o2 RE Q] Wl

- 7HEFY AEATA A VEH o2 5 E Y] ¥s)

- 2% U 5 5338 Ao rEHeZRE ] el

- EAST HrollA 7EH o2 RE ] Wl

- SCORAD <ol Al 7]EA o2 E 9 W3},

- IGA A<

- T o] AL, W/Ee

-PGIC.

7PL-389% AF&3 A FE 3% BE 95 A% ToolA Sy nuste] Ko w W BAHoR fojst
Z 7445 Yehit.  E3) 8Fxfol A, ZPL-389% EASIE 50%WHE ZAA|Z 1 o] ¢ Hlaste] ¢)eke] A= 27%
g9+ (p=0.01). X3t 7PL-389% SCORADE 41%%HE TAAH I ol9} uHlusle] fleke] A= 2699 o
(p=0.004), F5ol 3l J&&F w2 BAGMEHA) ] 7FAcZRE ] HIE -18% FA oY o]e} H|wEld]
9eko] A= -12699T} (p=0.044). F7FPHOZ | [GAY 36%%HE 7FAE QT o]¢f Hludte] 9eke] A= 25%

Ao, oA 19%7F ARG e A ARG IFE

S =H 251 ¥ 2,718 zkE=T)).

AT AMuke] A, 7ZPL-389% 9| <ky) ulmEwket &
sl X5 HdEA 78] AFA(TEAE) ol A ZPL-389<}
[e]

AaL o] Aol A B,

71E2del wlsl A%
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[0533]

[0534]

[0535]

[0536]

[0537]

[0538]

[0539]
[0540]

[0541]

[0542]

[0543]

[0544]

[0545]

ZIHSd 10-2018-0067683

wteba], ZPL-389% Fe k= WAl TF olEIA IFAANAM FosA 4TS HaARITE Ao Bl
8| ~ERl Hy A3 A o]t}

ﬂ',

29

A 11, A2 B¥ste] o3k, 7PL-3898 E3tsl= AAel 7] AA

A2 F}H3E 60g FEE FAEAT. F 59 AAE A2 B3I AAE BA=
HIaz2 folaA FAHA Zol &84 Bk AYstd £YaE A E S5 &
L O 53 o AA BAXA ga HFE = =
He] £ o] =

(Comil)& o]&3}

g f5How Qs
%o

| a7t 34

= g, AAe A% T
=

A
i
1)
ol
ot
2
fiu)
=
oft
:oé
>
)
flo
of
1>
1)
ol
ot
=
ﬁ
k
iu
finj
nE
3L
]
o,
H
1o
oft
:oé
>
)
>~
>
o,
lo
_\3
X
N
N
)
i
A,
¥
io)

¥ 5. 7ZPL-389 =4 A4 Y3 AA

R % wiw % (mg)
P717 28 56.0
NHNAZA AEE2 47.4 94.8
DCP 18.6 37.2
JRAFIEHAEA AF 5 10

2 H o2 Am v & 1 2

A 100 200

" 0.5% T, 0.5% ¥
(P717=7PL-389)

3 6. A volH

23 3% ES U E R 3% B8 Az

(N} 4 {mg) A E (N) F7 {mm) (NMT 2}

65N 225 202.8 65.2 4.41 3
85N &9 23.15 197.8 77.2 3.576 5
85N 24 23 198 44.6 3.576 | N/A

105N 23 196 78.8 358 8

AAld 12, F24 Fgstel ok, ZPL-389F Edtale AA9 7] AlA

£ 79 ANE AAE B2 AR A2 Agste] 2R W02 AZSHAG. 3] ANE AA G
4 395 L SRR, 6 0l (1599 o] ok Frk AR i Folelel Aol WA= 2]
SR PBE 5059, A% Hee] £ FBE 277G o WA (G0T SHolA 60NN A%E Ao
=l

ARt B Z iAol = 7] £0.5% (w/w)e] E4 o] AREE Zlelt.
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[0546]

[0547]
[0548]

[0549]

[0550]

[0551]

[0552]

[0553]
[0554]

[0555]

[0556]

[0557]
[0558]

ZIHSd 10-2018-0067683

¥ 7. 7PL-389 =94 &4 HH3I AA

s % Wiw % (ma)
P717 56 56

g E 23.8 238
DCP 10.2 10.2
AF 2R 2 FHE 5 5

HPC EXF 4 4

2 ol 24wl 1| & 1 1

A 100 100

(P717 = 7PL-389, DCP = F<= QlitolZb¢, HPC = 3| =FA |22l AMEI )
7

Az FES 5ol I 499 = A9 1000 pnm =23PS B3 ~agdsigt. Bejdo] 9= 4%
of Mgl uiEF 50%T 23S BHEAL Bedo] = Aol 4.29 go @3t gojylE AL ymx &
dol B33, &AL v o Fystz 9% AU 5 vk, FES §33HA7)a 5 me] BAE 9d
o] @53 (nre) =7 NEZ o] &3l dFAFHTH

25N, 50N % 75N¢] AZ #HS THOZ S wixo] Ui ¢tF TEZudR oo, ® 8& FxIt. A
Ae dAdEtd dia 8§ AL 6 mm = AEZ B A3l

s
151 wRke] gaf ARk, B Q=g S Atolo] wATE BEHA.

% 8. AA dlolH]

ERECRS ZPxo] AN A | FTF B3 Az

(N) (mg) B E (N) T (mm) (NMT £)

25N 24 101.8 23 4,41 8
50N &1 24.75 103 55.4 4.26 11
50N 2 24.75 97 44.6 4.272 | N/A

75N 28 100 77.6 4.13 13

A 13, A =) o3 ZPL-389S Z et AAY AA

s ARl f540) G A2 45D 5 9l

e

0mge] AF +F BAS=ZE 100g FE2 Az, A
7] wjEo] AAE 10mg &FO 2 AAASEAL. E 9E

\

¥ 9. 7ZPL-3892] ZA 4= AlA

A& % wiw & (mg)
P717 9.335 18.67
) E 2008D 84.665 169.33
JzAFlEdEs AF 5 10
g o2l & 1 2

3HA) 100 200

10mg &2 23 4F AAES 40g vz 2712 33T, APl 29S ARAFoZH, 5o /Ad A
o2 Jdistgly.  ZPL-3899] 10mg §F<9 AA 4F AAE 73 f& 5 (23%9 712 A )
8.5 mm nrc B o]&dle] AFH o FEI AL AT, AAY mE RYS A

al
SasklaL, el AR vl skt AA de]lHE &) & 10 Ve
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[0559]

[0560]
[0561]
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[0565]

[0566]

[0567]
[0568]

[0569]

[0570]

[0571]

[0572]
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¥ 10. A "ol

EH Ax Z gz 5% B3 Az
[N} aRe 9 (mg) A= (N} A (imm} (NMT &)
65N 23.75 195.6 55.6 3.952 !

85N & 24.5 203 90.8 391 1

85N 22 24.5 202 80.4 3.91 N/A

105N 25.25 203.6 117.8 3.814 2

AAd 14, 8 A5 A2 Y3l 93k ZPL-389
40g W= A712 A Z3 7PL-3899] S8 A3t A4 Y3 AAS B 110 ERd).
¥ 11. 7PL-3899] =¥ @43} A2 33} AA

mlm

zals A A

ki % wiw [ ok (mg)
i g3

P717 22.4 56.0
DCP 19.28 48.2
X H]E K12 1 10.0
IH9

MAERA AEEA 47.32 118.3
PH200

JzAFledaz X AF 5 12,5
o|AtE A 1 25
ZH ol = Aul T & 1 2.5

F%%lﬂ E4& 0.6mo =2 EAstelal FEstke v #@skth. 27 7
< el 243 EAYE ¥ B FEL 2.59 TSI T2 A

z]z S23tE Sz e 27%% k. 10 mm nrc 53 o] &3] &7}

A RFo] 100N] F3+ AE A &E e 80N @ 120N e & o

0.1%hF A= 45 A= A Wtz ojojxr. AAZE g Rs P35

Ak B AR Witk GA dolEE sk7] i 120 YERh

¥ 12. BA dolH

B3 A= T A T B3 A7k
{N) AAg gl {mg) A X [N} 7 {mm) (NMT &)
80N 27.75 261.2 77.8 4.41 1
100N & 27.85 258.2 117.8 3.778 2
120N 28.05 259.4 138.6 3.766 3
AN 15, 72 9ol o3k ZPL-389% EFHa= Aale] AMEH A4l

,_‘
-
=
N
2
)
B
N
Y
1
|
Junch
Lo
lo
rE
ot
o =
>
off
o,
3
O
2
i
i
ra
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[0573]

[0574]

[0575]

[0576]

[0577]
[0578]

[0579]

[0580]

[0581]

[0582]
[0583]

¥ 13, A2 ¥ mygE AA

ZIHSd 10-2018-0067683

24 5 A A HF 29 X F(g)
(Yewiw) FAF (mg)

P717 25.75 51.5 15.45

o] 4 PH200 LM 47.4 94.8 28.44

ARAFEREX AF 4 8 24

€ ok2 3 vlad & 0.5 1 0.3

FF0 22 ¢4

(E) 77.65 155.3 46.59

#79 A

pled 17.85 35.7 10.71

ARAFEREE AF 4 8 2.4

e = 0.5 1 0.3

Al 100 200 60
SHEHEE tolE Ed=9 fFAol 93] W] "o, o] AEL oz FY5t. AHAA F¢ FES
Lot s we FEo] FHEY. ey, EYae BeAsr)de g T il HAE AL
&3t I AE T3l 233 Aol S vt §olstA FAAT. oloA HHE e EAY £
shar &&slAA 27%0] 7hE AGE S5 8.6me] TAA AP 5 = AEE o8, T
AR A GA9 hFS dH &£ FAHLRFE v FEF Q) 24E 5 3 85 No| %4 A=7)
309] ¥ 4AL olgate] BAE F AW, AR WA AN, FAY FFL AP Aol AA RaHA
3, ol Rghel EE7F A= AE AAMEYE. T2 AFERFEEH W f5AddE EFEta, dolg FHs)
= Ade ougt FAE ATk 0.259 3 AA WIE FAE7F A Wstegitt. AA dolHE % 14
o Lrebich
14, FA dolH

=24 A= =gz 3% B3 Az

{N} ARd 7 {mg) A% (N) 57 {mm) (NMT &)

65N 30 209 61 3.89 | N/A

85N 30.25 198.6 80.8 3.81 N/A*

105N 31.5 200 105 3.67 N/A

A2 FHst AR A} Zo], F2A HHstol| ok A o] AA (7] A 12 Fx)E HIFAZ|AL JfAE T}
FAe gal Algstd. & 158 Fx. dE 59, AAA T ES AMgse FHo wle dEtawd
7] wigoll, W ES mAAdd AEEAE AT
4 F93 AAE 93 AdHy 2L A9s 29 BEo 90% FAL AWa, nAFS o] &3 Hug F
of o] Bu7} 60%= Az, EBEA=i= 27l o gAor waAlo]QA Rt 3 3} Fof Ed=i= WA x|
FAoltt. £33 B¢k U= 10uLe] E& A7tete] A FAT ®stE fderivk. MCC AATE vy
E AAE o g stE Ao R Holx gorng uAAAd AEZANCC), A5 Eo] ofu]A PH200 A=
T E AARG 95 S5 A EAT.
¥ 15. 54 I3 9P E AA

24 HEE AA A% a9 WA % (g)

(%wiw) F9% (mg)

P717 515 51.5 30.9

o} 4 PH200 19.75 19.75 11.85

DCP 19.75 19.75 11.85

&2F 28R FEY0E 5 5 3

HPC EXF 3 3 1.8

2 o}EAul I & 1 1 0.6

AAF q.s. N/A 5-10

<A 100 100 60
HEE 60TAA AXAZAL 7o) 14 el dlernz dvh dxe HAsH] Fart. Iy el &5 d
gk Jojg|rt AFAEHJAT o]5S A APLR FFAAA 976 & HHE T
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HHE &L3A71aL 60N $3F FA4 FrollA 6 nm 5F S ©]-&-sho] L%/‘]*‘B‘r 60N CREE= g I G R R

22,2549k, 22-25 WSE 55 WA 115N9] AE HHE F5s5lth %3} By FEAHS = A A
2 14%%2 v$- $-5FHT. AA dolEE E 169 Uehit.
% 16. HA dolg

R 1 EE PR 5% B3 Az

(N) AAe 3 {mg) AE (N) =7 {mm) (NMT &)*

25N 20 106 27 3.22 N/A

SON 22.25 112.8 60.2 3.38 N/A

75N 25 111 115 2.91 N/A

FASA ek

Are 17, &= Wy 2

o

G

7PL-389 A1) &3 WY S 2709 wmiAe A F3s Yk 0.01 M HCL (pH = 2) ¥ pH 6.8 gk5A. olE

HlolE & 7PL-389°) 71E %ol Fuleh mmaldth, 27] A4 L &4 g AA (7] AN 1D 12 3

X)) = U 50 rpmoll A 60 Foll ¢hds] BalEA]l gkl o= ZPL-3899] WEo] AdH L vk RS AlA

aleh.

&3 el &
o_]l:

Aolell

3} %
=
=

L5 75 rpmlE F7MAIX Ag-oll 60FolA &= ofds] @REA F%n AA BE T2
7re] ®sAdol ATt o] MEAHS F2 AR 7hE gty Alole] xteo]® QIF FoR, A&
of 712 #HYst AA £ ¢ 875HE ARG A dusiA hEE v 524 By AAE ok Fr
-7 st 3ol
75 rpmolA 0.01 M HC1 2 pH 6.8 &+=A 52| 30mge] ¥
9216 Fx) FolA F7HY &3 ARS FPsglr. ol&
HCl (& 32) % pH 6.8 &ZFAl (& 33) & thollA, d2 #49bs (D6) AA AA7F 524 7
1ot oS wg] wEeltt

=

2 S92 19 FHA 9 EAA] EHozRE Hojux ¢gfau tE FAH FHzR FdE k. uEkA,
A7) AN E RE A B 7lAE H9S AFeE Ao] olyE HAEE AR uyEojok T},
wEkA, 2 = 3

A3 ATl 28 ehta, 37 e o
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AA 7236°C um T3t wwﬁ Hcom;
L] 95.45 °C w: | 149. ‘
Z37 101.66 °C i 156.68 °C

%8 161.98 °C

40 60 80 100 120 140 160 180 200 220 240 260 280 °C
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! DAD1 D, Sig=264.4 Ref=0ff{51605912016-07-01_2005\01 JUL16000003.D)
2

1000
OE
600
a0

20 2

‘ g

0=

2 4 6 8 min
MSD1 TIC, MS File (D:\DATAIS1605912016-07-01_2005\01 JUL16000003.D) ES-API, Pos, Scan, Frag: 70

3500000
3000000 4
2500000
2000000 4
1500000 4
1000000 3 |
500000 §

0.-

2 4 6 8 min

w3 AF AT #8  F w3 ¥9] w3
# [min] [min]  [miU¥s] [maU] 3

e B e [T P

1 4.308 BV 0.0427 3231.38208 1120.07735 59.0788
2 4.638 VW 0.0787 30.04461 5.10589 0.%z212

*MSD1 SPC, time=4.437 of D\DATAIS1605912016-07-01_2005101 JUL16000003.0 ES-APY, Pos, Scan, Frag: 70

100 - & ) miz263 2t 440320

80
60 -
40 -

04 H

100 200 300 400 500 miz
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EHI5
201 d [A] 2% [%]

4.86 18.17 24

534 16.55 33

6.08 14.52 32

7.92 11.15 94

8.76 10.09 39
10.02 8.82 44
11.47 7.71 27
12.31 7.18 27
13.56 6.53 47
14.71 6.02 54
15.14 5.85 39
15.95 5.55 30
16.94 5.23 29
17.58 5.04 52
19.32 4.59 39
21.61 4.11 28
22.82 3.89 26
24.00 3.70 59
25.03 3.55 100
27.21 3.27 34
28.17 3.16 22
29.42 3.03 21
30.60 2.92 18
32.21 2.78 14
33.51 2.67 15
3594 2.50 11
36.35 247 12
37.30 2.41 13
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6.97 12.68 23

9.61 9.19 100
13.30 6.65 13
14.04 6.30 17
15.89 5.57 20
17.70 5.01 17
18.19 4.87 25
19.98 4.44 18
20.67 4.29 15
2223 4.00 32
23.14 3.84 15
23.71 3.75 23
24.85 3.58 68
25.84 345 18
26.73 3.33 42
27.10 3.29 31
28.76 3.10 12
2939 3.04 10
30.64 2.92 10
31.56 2.83 9
32.08 2.79 8
32.81 2.73 12
33.49 2.67 8
34.53 2.60 9
35.82 2.50 8
36.11 2.49 10
37.04 2.43 10
38.00 2.37 7
39.07 2.30 5
3987 2.26 5
40.56 222 5
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6.00 14.71 29

9.44 9.36 36
10.58 836 37
11.78 7.51 45
12.35 7.16 67
12.94 6.84 37
13.60 6.51 38
13.94 6.35 36
14.47 6.12 34
15.27 5.80 39
16.30 543 30
17.39 5.10 40
18.22 4.87 46
18.89 4.69 62
19.38 4.58 41
20.27 438 42
21.13 4.20 57
21.71 4.09 76
22.63 393 100
23.86 3.73 60
25.13 3.54 44
25.46 3.50 41
26.12 341 36
26.63 3.34 49
27.62 3.23 29
28.49 3.13 25
29.72 3.00 24
30.67 291 22
32.67 2.74 26
34.29 2.61 17
35.53 2.52 17
37.34 241 17
38.38 2.34 15
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