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glomerulosclerosis; FSGS), §1 573 &4 $H(Inflammatory bowel disease, IBD)©]
o, A A H A gl = 524 H| A 13} 5 (idiopathic pulmonary fibrosis, IPF),
AANA shE A3 1A H 4 Zh(systemic sclerosis associated interstitial lung
disease, SSc-ILD), 1384 7+ A 13} 7+ A # 4 2H(chronic fibrosing interstitial
lung diseases with a progressive phenotype, PF-ILD)©] 1T}

[e]

H &

o X
oY o ool M x
o o

o
oZ:

yus

Al

A H A gke] st R 8] 7] A3l sl dat, e Aot *Xl %—kﬂ% #
A5 ol gl Ao w delA gk AA7HA A1 ®E FHEHA dFH
AL gon, A F 59 AEE243%, 108 AEES15% =2 T3] gom,
H| & 4 F A3 = A1 JAIRE A A 7] A EE-S A7 2] 5 i o]

a2
rlo
° 2
2 44 ¢
N

HA A S F(NSIP), 244 714 3 9 = (CoP) 52 & 1HEA
A2l vy At 2 AS addE B o, A A

N

A AE FN A% Bl Aot ot F & Woleh B 4 gk 7bY B ALY Pl

N

SERAE9%) T AAATQI%)NH, 2L 9ol 7% Jﬂ A%, #% Fol Ut}
el FAlel A9, B gk GAl 7 7o) ok 1Lk 24 Aol A

A A .3 Dfibroblastic foci) 50] % 2% oﬂfm EEN



WO 2022/240036 PCT/KR2022/006231

[5]
[6]

[7]
(8]

[9]
[10]

[11]
[12]

[13]
[14]

S G850 AR e S ol 724 sl R (NSIP) T A}
ZH R o|E 9} M54 9FE (cytotoxic drug)S- A3 5 3, # 2ol = &
53} Al (anti-fibrotic agent)7} & & o] F1H o] & A %7} 31 it} | A
S 9kl chate] 5171l o 2.4 5121 Pirtenidone) 3
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N N@

7 —Cl

I

2HCI
'H NMR (500 MHz, MeOD): & 9.67 (s, 1H). 8.02 (d, 1H), 7.82 (d, 1H), 4.62 (m,
2H), 3.60 (m, 1H), 3.28 (m, 1H), 2.99 (m, 2H), 2.25 (m, 2H), 2.08 (m, 2H), 1.99 (m,
1H), 1.78 (m, 2H), 1.54 (m, 1H)

Az 2: A2 AAE
deElehd o] 8, A2 A E(NINY) 2 3] 23 Y =(0] 3, 'Al2 A (PID))< 7+2h
AEAFE st AREstl o, A A o7 st eF gt
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Function Control(or reference) Article |Control(or reference) Article
Compound Name Nintedanib Pirfenidone
Salt form Free Free
Manufacturer U chem Combi-Blocks
Supplier U chem Combi-Blocks

Ag 1: 09 FAHF3 55 HoF

10 mM 9] A1 A%< 100 uMo] ¥ %= DMSO¢] 3] 41819 o} DMSO =
dilution3}*] 10, 3, 1 uMo] ¥ == 341519 o1, 10 mM 2] A2 A F(NIN)-S
DMSOZ dilutiond}] 50 nM©] ¥ %% 3| A a}¢lt}.

¥ A §-3}5 A =2 DHLF A £ (FGMTM-2 Bullet Kit TM, 10% FBS)Z=
1| sFe] FBM M| A & ©]-8-3}¢] T75 Easy Flask Filter®ll 37°C, 5% CO, =71l A
1| k3l Sl o, vl FE DHLF 4| 520 TGF-f 10 ng/mL 2 Al g oF & w5 2 &
A gl ate] 72413 M & T mediaE A Aot @A S F5351o] BCA Protein
Assay KitE o|-&3to] &g A & g aFsi it 58 77\ o] g
& v o210 ~ 20 uge] @92 S Western Blotd} 3 T}, Running ©] £
b2 -S- PVDF membrane &2 transfers} Sl 2.1, 32} ] 2] TBS-T washing S
AP 3l & 7} PVDF membrane®l] 1 mL2] ECL solutionS =] ¢ 3 3, AI680




[97]

[98]
[99]

[100]
[101]

WO 2022/240036 PCT/KR2022/006231
imagerE o|-&ato] WA wARS SASAT 7o W= Z1-2 Imagel &
53l B-actin thH] normalized ¥ %] gk AF&sto] 317] 32 2L 37 & 1 2 29
LR AT
[3%2]

TGF-f A2 A1 A No. T gk
A4 F-(NIN) (control 7| %)
COL1A1 SMA-a
- - control 4 1.00 1.00
10 ng/ml vehicle 4 6.25 3.78
50 ng/ml - 4 4.60 2.63
1 ug/ml 4 431 2.40
3 ug/ml 4 3.00 1.56
10 ug/ml 4 2.14 1.05
- 10 ug/ml 4 3.26 1.66
[3£3]
TGE-B A 1A A2 No. ol 4k
ZJ - (NIN) (control 7] <)
COL1A1 SMA-a
- control - 2 1.00 1.00
10 ng/ml vehicle - 2 4.83 6.73
5 ug/ml i 2 3.84 3.53
25 ng/ml 2 4.11 3.58
50 ng/ml 2 3.12 2.10
100 ng/ml 2 1.81 0.77
- 100 ng/ml 2 2.81 2.99
A7 AHRE Fotel, bl FA o wolshE f AR A e e
e W gol A oS 98 Al gelapglon, FAAOR VE RS Y
(Nintedanib-= 100 nM, A 10 ug/ml) 2] 4 ¥H5 % (Nintedanib 50 nM, A1 A &
*

\O

oz
o
ui: H

14
5 ug/ml) | tﬂ*‘-’—oﬂ*1¢ Az R E F3HI A oAl kU

582 Falstan.
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[104] SQﬂﬁfﬂQQ@%%ﬂﬂﬂHEﬂoaﬂﬂ]MMQM@MQMM~
3 mg/kg) 70 ~100 uLE F-o13}9 31, A1 8 -2 o)) ule} BLM Fo] 7Y
A7 oFE-& ol 8k BLM -0 2190744 253} oF 2 & %Tﬂ}@w
A A& 8] 3 49k 2o, =254, Sp02, hydroxyproline %
inflammation cell count= 4 3to] 8 H-5-3} a5 54353}
[105] [34]
Group Article No of Dose 1 Dose 2 Volume | Route of
Animals (mg/kg) (mg/kg) (uL) administrat
(Male) (SoC) ion
GI(NC) Saline 9 N/A N/A 100 PO
G2(PO) Saline 9 N/A N/A 100 PO
G3(Test) | A1 Ad = 9 10 N/A 100 PO
G4(Test) A2 9 N/A 60 100 PO
AJ7-(NIN)
G5(Test) A2 9 N/A 200 100 PO
] 5-(PID)
GO6(Test) A1 9 10 60 100 PO
dd-+A12
AJ - (NIN)
G7(Test) A1 9 10 200 100 PO
A E 442
d ¥ (PID)
[106]
[107] A 4 of 2-1: ¥ 7| 5 (Lung Function) 3 7}
[08] ¥ w71 Wrhs 53 fake] $95 akel A A9ehis by 2 dFe
ANE b AR ol o B AERA, AW Ak FEES ZHFORN
# A3t S8 Rl H o s M anE TP AR A o R BRojE
913 A gol k.
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L
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J_:,]_
o},

A B

-2 33l Sp02 =7 X (Berry, Veterinary Pulse

52 % 39 e AT
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Norma |vehicle| A1 A& A2 A1 A2 A1
1 (10 AAE(NIN) | AA3R(10 [ (PID)(| “d+-(10
mg/kg) (60 mg/kg) + 200 mg/kg) +
mg/kg) A2 mg/kg) A2
4 H-(NIN) ] ¥-(PID)(
(60 200
mg/kg) mg/kg)
He | 99.0 | 76.0 79.1 79.8 82.2 81.7 85.1
%k
2ol 0.0 3.1 3.8 6.2 5.7 9.1
<=7t 0% 4% 5% 8% 7% 12%
=1
np9-22 B Sp02 54 & Fato] # o AbA F3 7] 5g geletara) sk glam,

&5 T A|(PID, 7%) H.t ¥ &
ANE Y &2 A5t o= 3

Fohael 2712 B4 38
Aol

A~
FUE 5 Qi

Z 27 g% (Total Collagen in Lung) <

T A1(PID

AL

tﬂ xﬂ 1

d3, 12%) 50% ©173

3} 3ol A 7 o] X Ak

# A F- 3k H el *Fﬂrﬂ] o o] et A= Ao gA,

o2 FepAle] 4]
ato]l Afat A g 5T 5 3

gov], 7 2%

A

SERE
Zohl §F %74

o=

%ol 2] ] 7150 AR A AN T S E S

f3hel

KeN

. 21 of o] 4] i= INSOLUBLE Collagen Assay(Biocolor, $2000)% ©]-&35}¢]

B389 ok 219 A sacrifice 3 W= BAH

o
e b

100 uLL Fragmentation

ReagentE 7 7Fsto] 21 8k 5 37% HC1 100 uL& 3 7}Fstal 65°Cel A 37‘1 gt
w7 el RE WEES

incubation 3+ T}, 30%
=T} QAR

=
R

7FA 07 22 A=
F 100 uLol] Br5o] 5% 24 F

=i ELE’I_)ﬁ_]_ ol 2§ .©

==

Aol AEe 2981900, 560 nmol A FHEE S48

Hydroxyproline #t& normal -l thH] &} ratio #t-& 54 3H51 a1
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1 AnE
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Day/n

PBS

BLM

A1 AR
(10
mg/kg)

4 F-(NIN)

A2

(60
mg/kg)

A2

A - (PID)

(200
mg/kg)

A1 AW
(10 mg/kg)
+ A2
J3-(NIN)
(60
mg/kg)

A1
(10 mg/kg)
+ A2
4 ¥-(PID)
(200
mg/kg)

228

192

183

120

thH] PID 2 A1 A ¥ HgoA o JF =2l
, 0l & &5to] # A2

A o 2-3: =2 ¥ 2] 3} 4 (Histopathology, Ashcroft Score) -2

Hu| A o |z g3 An D odE Jr2 goto e BHale],
A3l ¥ 71 Fl whe} Fibrotic Index® ¥ 2 o] A3 Ax=S =A 619}
Fibrotic Index Z1°] =& 45 63} A% 2 H Zo)

o= WFo] 93ty Ao A

—_

2197 o 242 ¥-2]5to] HKE 2 MT stain AF-&3Fo] 321819 o, 6411]75‘
200X & &2 #2389 a1, Asheroft 5= 3}(Hubner et al., 2008)3 ] oW, A1 f-=
A= A E Asheroft = J 9] & AL HE R U gfo R

Anksto]l 17 2 & 400 YERH AT
[3£7]

[e]
_”_

s A 5= Fibrotic Index (+SEM)

O

Normal 0.5 (x0.4)

vehicle 5.5 (20.6)

A1 /4 (10 mg/kg) 4.6 (+0.6)

A2 43 %-(PID)(200 mg/kg) 3.7 (20.7)

O | o | O | O

A1 2210 mg/kg) + A2 A F(PID)(200

mg/kg)

1.9 (#0.5)

Hu| A& Ea) fxAo A3 Ax I J= @E% golo =
Atsh¥ 710l Wt Fibrotic Index & #2221 9] A -
2 A AR B8 Fole Ag dsFo] e des
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[132]
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[134]
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[136]

shel el giey.

T3k 5 59] vehicle ¥ 22 A AR I} & 62] A1 AAE E A2 A F(PID)

R R DEEEE PR P E P EE EER
Soho 8 Bylo) % H2H o] F AR 8k AEot 2 A o] 34
W25t A9 FAGE Fe% 5 Aok,

G e A 1y 9F ABolnz Az | 9F A%

fju

FoF 214 A sacrificeo] A moused] 7| =42 & &l &5
BALF(Bronchoalveolar lavage fluid) cell2 1.05 X PBS?’-_ J A 01—04 slide©]
F-2A1 71 3 1,2,3 diff quick stain solution <=4 ] w2} 3024 slide S H4ET} W
A AT 500 cell S 7] 5= 2. & count 3} T} Macrophage™= 7Hd 7|7} .31
el o 2 ulgkz)] 93 A % Neutrophil Z} eosinophil> U3 7+ & o] 1}
eosinophil<> eosin®| # 7| §3 4 ¥ o] neutrophil 2} 7% T}, Lymphocytei=
Al o] w9 2 31 @l -2 7|7} At} F A EE count 8FO] % 2H4EE)o]
# 8% X 74 YERATE
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[137] [3%8]
Group Macrophage |Eosinophi | Neutrophi [Lymphocyte| total cell
1 1 (1074)
PBS 3 0 0 0 3
BLM 66 0 22 11 98
A1 AR 60 0 17 7 84
(10 mg/kg)
A2 A F-(NIN) 53 0 10 5 69
(60 mg/kg)
A1 AR 30 0 6 3 39
(10 mg/kg)
+ A2
A E-(NIN)Y(60
mg/kg)
A2 A ¥-(PID) 55 0 12 6 74
(200 mg/kg)
A1 AR 38 0 8 4 50
(10 mg/kg)
+ A2
A F-(PID)(200
mg/kg)
[138]
[139] H 24 9 & SIsty] f8te] A5 Al E B S sl ey, b
) H] ¥ 8 A Total cell =X 7} 8] 8l 50% ©] 4} 7 A ¥ o] o] z%2] ¢ ZFo)
AAE == & t}. 53], Neutrophil Al 3= 3| 73} 95l 2882
Hol= dFAx A E o] 77} 50% o)/ THAaste] 8 FF A x| v go
A58 NAHEA S ST
[140]
[141] A o 2-5: 25 Al (body weight) B3} =3
[142] AT = o] AHEA Rl ZA e A AEE E = A
A F2A, =5 AL7F A& 79 AQbA Q1 54 ej ) A 3o gt FA4)o
MAEA S F T A
[143]
[144] 39 50,7, 14,17, 21490 & ¥ 5 FAE S48 0, FF & oFa vt
FEH A7 A ZFehE 14L A2 H = 3Y 99l 2 S48 o A= sH] 3% 99

14
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[145]

[146]
[147]

[148]
[149]
[150]

[151]

[152]

5 8ol YR AT

PCT/KR2022/006231

[3£9]
Day/n |PBS |BLM | A1 A3 | A2 A | A2 | Al | Al AR
(10 mg/kg) (NIN) (PID) (10 mg/kg) | (10 mg/kg)
(60 mg/kg) | (200 |+ AR AE |+ A2 A
mg/kg) | (NIN)(60 | (PID)(200
mg/kg) mg/kg)
0 (00 |00 0.0 0.0 0.0 0.0 0.0
7 32 [-101 | -10.1 -10.1 -10.2 -12.1 -13.0
14 |61 [-225 | -227 226 -22.7 -23.8 -18.7
17 9.3 |-24.8 | -222 20.0 -18.1 215 -17.1
21 [13.3[-23.0 | -205 -18.2 -16.5 -16.0 -12.2
s Fol BT HE Folte] B AA ARV Y A8 Bek,
W&ol A ARl Fol Lo Fg FAT < Tt
A 3 FE FF/FET 4
ICR 7h--2=0| A o] A1 A+ @3] 4 Fo = A5 A2 3% 103 o]
13t LC-MS/MSE S8l foizl AAsto] & d5 o 555
Excel® ¥ WinNonlin6.1 A~ X E ¢J|o] & o] -85l o] oF & F e 814 delu e &
bEste] Al we] s HkE £ 11 2 599 AT
[3£.10]
A= ICR mice (male)
Fol 4= BT
ol sl w3
o 8 ZF(mg/ke) 10
o] A ZE(mL/kg) 10
A& A ZE (hr) 0.083,0.25,0.5,1,2,4,6,8,24
& A saline
ANdssE 6 (n=3, W22 &)
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[153] [3E11]
A= A 14 W
5o 8= (mg/kg) 10
ty (hr) 2.50+2.48
Trnax (hr) 2.67+1.15
C o (Mg/mL) 0.263 +0.032
AUC,, (hr-pg/mL) 1.07 £0.21
AUCinf (hr-ng/mL) 1190
[154]
[155] AZALANAZE LT FLEIGPE AZYE
[156] A1 352 Aokt Fejoll F7F Al flo] TS Veaps® 4821
4& Agakel SR ) A3k
[157]
[158] Az 2: A1 AR Ev&ﬂ FE&IPYA A ZE
[159] AL AR A o v Z2HAEZ QA F ISR, AR AYEHE,
zelob2al vkl ¢ E @Sl 1A B & ol B3] wabe] dEHER
Azska, 9 elol el 2 Wafete] A B Atk AT A Eol
MARAER Qs FHFRE, Aot G¢ 27 EqEha
A sto] A2 A zstglon, 484 T8 & 7l8ste] gttt
[160]
[161] @l 4: 912k 5 8h/oFe 8 24
[162] AA o) g kAN pKE S8t Y3te, 1 129} go] A7e A<
PR FEER T TS ERCE G ESVECER-E R R
O R A4S AASATE PN Gl AL E AD 7] Azl 1R 29
g o Az,
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[168]

[169]
[170]

PCT/KR2022/006231

[313]
FE(GCV%) | 24 45100 | 24 A 300 | €4 AW 600 | 24 A 500
mg mg mg mg
(N=6) (N=6) (N=6) (N=6)
Cax (ng/mL) 123.96 (37.72) | 276.80 (66.21) 213.43 513.56 (41.27)
(433.75)
tmax () 3.00 (1.50, 2.50 (1.50, 2.00 (1.50, 3.01 (0.50,
4.00) 8.00) 5.00) 5.00)
AUC) 1« 594.10 (61.23) 1478.84 1008.65 2282.37
(h*ng/mL) 48.07) (625.00) (54.92)
AUC., 639.07 (58.10) 1525.99 1922.64 2339.20
(h*ng/mL) 47.06) (222.08) (53.27)
Tip (h) 6.91 (39.98) 8.33 (24.57) 9.90 (71.50) 7.80 (13.49)
Vz/F (L) 1560.44 2361.87 4459.07 2406.62
(34.98) (41.96) (84.14) (48.04)
CL/F (L/h) 156.48 (58.10) | 196.59 (47.06) 312.07 213.75 (53.27)
(222.08)
MRT (h) 9.26 (33.69) 9.75 (21.76) 9.79 (25.60) 9.57 (27.28)
GCV% = Geometric coefficient of variation
Notes: t,,, represented as median; min, max.

E5, T3] Fofol thek 14U A} pK S A, &

AT vEe} o], Fo] 3 A
Z1Es o, s W
FA7+A 77 AW

=2 (AUCTH)S

25 mg 7] 200 mg &% ol W el A A5

SRET I

L1104 gl st
2} e ol A 1.5/\17JLHX1 5/\17HH ?WPZ‘M 5
o BHE7] = 44413 WA 123542 919
183.32-3012.35 h-ng/mL Y 91 v} &
A

5783 AY

;.n ¥
it

ol

aL, 7]

],

o O.>'|.4
ox, o
e

32,
dlo
o
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[171]  [3£14]
G (GCV%) | 4 w25 | 24 AW 50 | 24 45 100 | 2 A 200
mg’ mg? mg? mg?
(N=6) (N=6) (N=6) (N=6)
Day 14
Cunu,ss (ng/mL) | 36.50 (66.19) |102.61 (67.99) |151.27 (65.36) |595.35 (36.32)
i, 5 (D) 2.00(1.50, | 3.00(3.00, | 3.00(1.50, | 2.00(1.50,
4.00) 5.00) 4.00) 5.00)
AUCt (h*ng/mL) (18332(76.35)|  429.09  |617.40(60.53) | 301235
(128.63) (48.42)
AUG,., 300.73 56534 [887.97 (60.55) | 4747.29
(h*ng/mL) (102.79) (232.53) (64.90)
Ty (h) 7.63 (46.84) | 4.40 (101.38) | 9.26 (22.69) | 12.35 (34.54)
Vz/F, (L) 1433.79 73897 (34.90) |  2163.04 1182.53
(61.75) (63.58) (48.47)
CL/F, (L/h)  [122.65(79.49) |  116.53 161.97 (60.53) | 66.39 (48.42)
(128.63)
MRT (h) 10.53 (31.65) | 8.44 (68.43) | 10.17(9.35) | 12.07 (26.90)
Accumulation ratio| 1.94(26.34) | 2.33(31.42) | 1.88(35.07) | 3.75(36.01)

[172]
[173]

based on AUCr

Abbreviations: GCV% = Geometric coefficient of variation; n = Number of subjects;
SD = Standard Deviation; T = Tablet.
Notes: * tp. ¢ represented as median; min, max. MRT, AUCt, CL/F, and Vz/F are
considering a 12 hour dosing interval.

olol, /7] A3t T} 3] Fof ¢
WinNonling.1 A& E ¢jo] & o]
st ¢ 9l H Ao FEF

AT Fo] Al ARk A 9] A

159} &9t

i 2 o
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[174] [315]
Dose (mg)
Parameter 50 100 150 200
Ty, (h) 9.753195 9.753195 9.753195 9.753195
Toax (h) 2.803 2.803 2.803 2.803
Chux (ng/mL) 38.271 76.5419 114.813 153.084
CL/F (mL/hr) 215856.7 215856.7 215856.7 215856.5
Vd/F (mL) 3037295 3037295 3037295 3037293
AUC,, (hr*ng/mL) 231.6352 463.2704 694.9055 926.5413
AUC,,_24hr 463.2704 926.5407 1389.811 1853.08256
(hr*ng/mL)
[175]
[176] A7) A gl o 39| A #7385 51 0 2 HE], 10 mg/kg s

[177]
[178]
[179]

[180]
[181]

[182]
[183]

[184]

o _
1< 13] ol o] FHel gt &=t ol A el H P4 AUC
%k 1190 hrng/mL Y & :@Hﬂﬂ‘}iﬂ}. upeh A, VA el A H o] fra &2
FU3 ] AUC,, #1S K = %%k% o &3t~ ¢18l, F

of w& AUCS}2| Aokt l o}% “1 A7} ALl A
7 ¥ Folsaa) s g & Jﬁ}“ﬂr

Skt oo
al o&‘im

A 5 FE A3 EE F9

A1 o%i D A2 AR e FoA FRAATAE
el Z 489 ol th&to] Partl & Part2 247} 24734
A&t 14 w4, 3712 Al g YA E G Al AR 150mg 484 115

A5 %ol sl

Part1o] A 559 o) gAli= a4 02 17] 914 A2 A ¥-(PID) 600 mg &3]
Fod, 271914 A1 A 150 mg &3] 5, 71 F 3% washout %13, A1 A3 150
mg 3¢ &}t T} 3] 5o, mpx| M 3710 A A1 At A2 A E(PID) ] W8
Fo Hlow, par2ol M 55 oAb 171014 A2 A E-(NIN) 150 mg &3]
F01, 2710l A Al A3 150 mg 3L & 9F ©h3] o], mpx| = 37] ol A A1 A
A2 A 2(NIN) &3] 3-8 Fof H At}

o] F 24 {5 pK T HF 01, 131090 50k o] Gk S o]
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[185]

[186]
[187]
[188]

[189]
[190]

Part 194 o} 24152+ 7} A3} 7} Fol ol A 7} obE o] 1% M7}
B2 %) o} F b2 o] A5} o8 F

3FE T = AR Ft
E 9w, Part 2014 3= A2 A WH(NIN) 550 8] A1 A7 o %8501 A]
O =]

DYoo foIF FEYEEE PSS FAABAT,

AR 6: A AR 2AYENHTH o2 B g &7 F
A AR S F 5 Bkl tha oA R &3S 18] $stel,
m#ﬂﬂﬁ%1Eﬂ$ﬂ%“bﬂeﬂ%mﬁzi$@%ﬂ%%@

A E 2] 2] 10% ol o] 24, Hgb?-_ R A gl 3 2H4k 5 (diffusing capacity for
carbon monoxide, DLCO) #ko] A4 ol 5% 2] 15% o) At A5 E335}= IPF
¥y X7k« o] A7k 2) 247 FQF BE Q1] A& H A ok A A

Q90744 2] 42 A1ZE; 3) 245 A 65 B ARAF GMWT) Ae] 7] 502
B7Ee 7154 &5 589 71 A A thH] W3} 4) 245 A5 <]l DLCO (Hgb=
Ry A 7| A 2] thH] W8} 5) 245 Al Aol FEVC Aol 4] Mik& 319

7] A A thH] Ao Wshe] WA H It 6) 245 Al Aol AREA FF aLsl 3 CT
(high-resolution CT; HRCT) %k <] 7] 2] %] thu] ¥ 3}; 7) 24 A ol St George’s
Respiratory Questionnaire, SGRQ 2 Living with Idiopathic Pulmonary Fibrosis
(L-IPF) & 24 3} patient-reported outcomes (PRO)2] 7| #] 2] thuH] ¥ 3} 52
Brreoh &2 fad H7F MR A 1) 245 A 3ol IPF 5 o] vlo] @ w7 9
714 2] thH] W3} 2) 245 Al el o ) upo] @mpA of 7] A A] thu] W3} 5&
F7peheh Qb B R A 1) B4 AW o & 3 A G o] ek A &,
2) AAAAL )12 H = AR E AL 4) 2HAF5) AL A A&
B7rget.

BT /& BEARARA W2 ES
o5t gz Fat, ol W 3 X A% Folhar g
o), ook 80 Eetel AL b 1ok el skl FAE
W% ol ohn] £EA RAshe] g Folo] BB wrpE Fel T,
o o3 o] gt ol vhekid 4§ FAbel WSS ws| AT



22

WO 2022/240036 PCT/KR2022/006231
[191] [$16]
71E Fo A 5A | Al AR 150mg, | AlL 4+ 100 mg, | 91 (0 mg), BID
BID BID
¥ 29 = (mg, 801 801 801
19433 o) 534 534 534
267 267 267
600 600 600
400 400 400
200 200 200
JH T (mg, 150 150 150
19423] fo) 100 100 100
oju] gk X 5 A & 0 0 0
FolabA] e
(mg)
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y (o]
TS
AFF1 D] skeha 12 EA e S, wi oo ety

g1o] A1 A, %
SEMECEFEE REE R PR EREL ES AT
3p7] shetal 30 WA B ok, W ole] oste o 2 58 7bs
Qo FAHE TORYE A E ol shbel A2 YRS T,
MRSl o i ARG oA 2YERA,

A7 AR R A2 L] FLE AY BE ol AP R

o

2387

B

SURES )
[s}3H2] 1]
WOH
‘ [’;N cl
N
N
H cl
[&}sH4] 2]
AN

L
-
o Ix
&

“(r\\\/M\
dTata] ALl QoiAl,

A7 A -8k 1HA A A E(Interstitial lung disease, ILD),
3] -7 8}5(Scleroderma), 7 2 0] = (Keloid), Bl 4] & E| (Hypertrophic
scar), B] & 3224 A "7F(Non-alcoholic Fatty Liver Disease), 1 &4 74 314
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[ 3]

(872 4]

747 5]

[7d 73} 6]

[°d-1-3k 7]

[81% 8]

[47% 9]

w9 (Primary sclerosing cholangitis, PSC), ¥4 ©54 ¥ (primary
biliary cholangitis, PBC), @& x4} ¥ Z-(diabetic retinopathy),
S A (Age-related Macular Degeneration, AMD), H] $4]
Al H F-(hypertrophic cardiomyopathy), 4! 7 A (myocardial infarction), <*
9] & < (Muscular Dystrophy), Al A4 A 3H(Diabetic kidney disease),
A AA] 7 8} (focal segmental glomerulosclerosis; FSGS),

3

ol\

! ot W] 9 A -3} 5+ (idiopathic pulmonary fibrosis,
IPF), A1 A 7 7HA A 7)) A $h(systemic sclerosis associated
interstitial lung disease, SSc-ILD), == F & A 7 A F-4

7+ 2d 7 4 Zk(chronic fibrosing interstitial lung diseases with a progressive
phenotype, PF-ILD)%!,

ofste A=,

A 17kl 9lo1A,

A7 A AT A2 Ao FEFElRE 1:0.5 WA 1:309],
oFstA A E.

A1l glolA,

A7 A2 AR A7) e 27 FATE = SFeb e, i ol ] ofstH o
5187 el

371 A AR E A2 Rl FEFhlE 12 WA 1:2591,

ofety 24 =

Aol $lefA,

g7 A2 AR 7] Bheha] 3E M E = SR, im0l 9] ofst A o

o
fmi
A7) AL AR L A2 A E-o] FEFE]= 1:0.6 WA 1:1091,

00 WA 150 mg 3 +&}kaL,

871 A A
¥ 00 W #] 800 mg 3 3t8h=,

A7 A2 A
oFa 24 E.

Aol glofA,

tlo o

o =
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