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obA 2o F2], olF P WMl TG AT AL AT

=
- FLt3, Lek, Lyn % Src 7ho]uAl A8

12. 719 2 LA
o ZEA B|2A Juobd AAA(ELE Fu 4EUA FEAPDCR) a B B, AfoHIE B FEA
(FGFR) 1-3, @3 WA Z 474A 4A(VEGFR) 1-3)¢] HEHIthE S 534 HAFZ5(PF) A8E 93 A&
5 HZAQAS Gl A g
o FHHOE, ThFdt ATl thE A7 Sl AgFolH, vANZHL FAENA ZAEA goksist oy B

£0HMS JHTY S AMRE= 2890 e EMAY 2357} A4 0] 20139 9¥d) A&E

MAIE, 2014.4.23)

ELdh 73l A=(EH I 557|2Eh vol. 54, No. 3, 2003)

1.31. 9
o WYUQl WA e FAANA UET} 2, F9A, AR Tl 9T viaA AFY, 4% 24 59
98 PRS0 RIHIE don} tEEe] BASAA FAF AAWAT} Y ARE RS 5 S

o HAZ| &z H<lo] ¢l3, F5 HRCTA definite UIP(T/dE 7+E A%, Usual interstitial pneumonia) I

A Aol 2843 A% 2HHHE T3 o] ofA
e UIP JHE*/] AW 7| 122 FA ®E, Aok -8 A (fibroblast foci)7} Qlofﬂ, Wy Ryyt &
2t (subpleural) B+ ¥ 2 T (paraseptal) | HAl 5ol S o] gls. A&l e #H7t FEFSdta Hulo]l &

e glom Ferd 2 o] B4 9%, duEE EE Adfopl 2 AT BY

o HRCT &79A UIP o2 Yo A ZAAHNAM A9 UPE Y4B IPFE A 7Hg, HRCT &7
A possible UIP HEHO= ZA Ao A UIPS} probable UIPY wWiRt IPFZ ZI©, HRCT &7 A UIP
HEo] ofgta Yets 2AAANA UIPE UetE TS possible UIPE WE F U

<
to
X rE O

_|>4
o,
N

133. 4
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o RE w7 1~0Wdd] AH MAM3 APste ntE 7|HF &5 Al TFIT0] F FAdo|a, Ho] AP
2 3EITo] AdAd 94 A5 wrld #HEW udgte] dHH A Edo] JhM F$H AR e
TEFLSY ANEF T AN BAZAgol el WA ¥F H9 ofl R oM EAZHA FIE FES
o] E¥lu, T TEAV} BAHIE s, Lrlo= Y], BxEF T AR A4 #EH

1.34. HejA T

A7 & wow AIAETE &S ol BASHWEA ZAY A HL o] 7hA] Ao EFF]Io] EHHHA
< o]FE A7t olF, A E.

st B AdRske] 27 &40 24 frokAl £ 4x(myofibroblast foci) &4, 37 WPHHA AL A

X237 o] A E9 apoptosis7t Yol

ek Al AuAE aEE A He 72 il

135. A7

2HZolE
HAAAAA: Ao] S RE2TUE, of2AHA Y, 7|E} AYAAA(HEEGA O E, FEHFA, Alo]EZ2xd

5)

O

1

oot

A58AA: 2714, DY A, 2 E, Q&7
Bl

- GasAAl SFEAL, B9, Yo, Nohi g 28

- AbolEF}Q1 A 8HAl: TGF-B, IGE-1, PDGF, EGF, FGF 5 A A
- Relaxin, Zv}2E}€l, ACE @%W](Z}EE%), LTB4 ZA3HA

N

14. AR FES #dY T8 WA 4H

o AFBA VHVI(HA) R AN} FL DY AEFBo|H, oo whe §FRAT 4+ UES $9-§F

NAAYT, AT oIS AT & U= AN VelAol A2Y

15 AR EE 7R A ndoldo] B A3
i

o I YRAE A FF

[#1199.30] 54 #l 4 #3F (Idiopathic Pulmonary Fibrosis) A5 tj4 =2 BIBF 11208 A 7+=Z

50 mg 1% 13], 50 mg 1% 23], 100 mg 1¥ 23] ¥ 150 mg 19 23] & 1270 € F<F

of Al (vHAIEF SATF AIY FAAA A Az T AEH A% 73] w

Foprzbe 1270 ol A 367 el 2 F 3s) =¥ #HETF (Forced Vitial Capicity)

2ol Wi EAE HUEsky] A% olF WA, FES, Ak dx d3AE (27)

S #H A3 (Idiopathic Pulmonary Fibrosis) 25 g o2 Azt w84 HEFF

Zk2a=o] tigk BIBF 1120 150mg 19 23] AW ax4E Hristr] A 525 A7, ©]

TE7HE, FAMA, iz QA (374)(2011.3.22)

[(#1199.33] XA #HALFF(IPF) $xtellA A FBIBF11209] 7] tdAdol digk 37 9433 Ag
(2012.4.3)

o

x4y

[#1199.34]

_15_



2. TZ=ZHE =2latety dd 3 d=sty dFo et XA=(FHo #

21. 959 %F(Drug substance)
21.1. 4R R
o B

H

A
- CHaNsO4 - GHeOsS (ethanesulfonate salt) / 649.76 g/mol
- C31HasNsOy (free base) / 539.62 g/mol

of

: JH T o] A 4HE (Nintedanib esilate)

e o
>

o TEY
o]
HE I N
B A CH
{ N N, JN :
> N B
i "} / / (Ijl
\\_;& F —S—OH
N i
Vi HC o
S g
o A I =0
Hoo \ﬂ/"\/ H
o

212 YEYEF ANFEFE
o UH T A . B

o

HL

iy B AING AEA (OpH DW= O =dE O8d 078
<=M (B Fd=d O 2R O $55 O 7lE)

B Az Bedd/ v B 3/ 8/ =843 E

O 5438 B7EAE B AREE O E2E85/4% - A9

K gEo] HE F ME Ao

22. $A 9| 9 (Drug product)
221. A7HAY FF (FAA, LA, 92, HolAd 7= BF)

o AHIAY Sl=

222 $AFE AFYE

ey B RINE AEA (OpH OWzE 0O718)

==AY (W FA=d O 78) O dAzdd/s8

O S+449 078438 B 3349 O E£ZF/ A A

S Y§Eo] ¥FH 75 WE A,

AA A E

W 33/ 83/ B ZFEHAA/AATLIYANE O A=AF/A=AE

O 55401249 [ SAEFTFAd/GAE T3 E

O FaA% O mAaZ3=Ad O 2843 ANE O 2840113

O ¢3esAd O d=sA/294924409 O A3F9A38 O 8448 O 718449
AFEEo] HYEH FF BE 7 AT

_16_




P ESAY  HANY, FUAAY, 280N, 28EAY
P EAY : MARREAY, AR YHEANY F

3. etddof et A=

31 AR FFS AAA

ANPEF AdzA 47189 A2 A3
A7 RENF 25C/60% RH A 712 A%
7} 40C/75% RH A 712 A%
4 | xenon lamp, 20A17F
o 70C, 4%
T 105°C, 2473F
TFEA (2 A) 25T /60%RH, open,
25/ 37/Mg LDPE
5| 40T/75% RH, open, A 71E A%
370
A/ | pH 2~7 25T, 8F
o o7 ~ T, 2
RAREA) R e 1
4 | pH 4, 20A17F W A}

32. &7 9 o%F ABA

NEZRF Adz £71 3=/ A2 A%
B7IBENY 25°C/60% RH A 71z AF
THEANE 40°C/75% RH RERER
9| 250Wh/m? 2247t
25C/60% RH, 67§12
25C/75% RH, 671¥ £ 2H
7+ 2%/(30C/75% RH, 671 AH 7 Zo] AT}
&5 140C/75% RH, 67]€
30°C/92% RH, 28
40°C/75% RH, 6714

33. ARA R Q=9 IrtER

o Al

NAARE : 71h87], 25°C olstid, AL =HE 36712

34. A dF AAAYA

o AET AT A AVIRE 30713 AAE Ve UE AR Ao FRIFHH, AHF AR (7IE S,

4, Sdof| zet A=
41. 5

L SAANERE He

_17_



N
ox
HE
ofo
=

D AT RS ESANEAER 2 205% i/ AW W Fo-sddxES Fo Aol HP-#E-

NEZEH/ZEFHG%/4%)l S Fo
G3| T 5A: w2, R s HA(XAEF BT 2000mg/kg, B 40mg/kg o), HIAXF HAA
HEEo 54 vk, A E(Crl:WI(Han), HsdRecHan:WIST), Hl=4, 95ol(AtolmeT2, H28)
FASZANG(EAEAH], vpe-2 FE0} tk A, AU 23 )
AR ZZANF (AT el 9 27 B4, 2= 9 E719 wjezr A, A= [T TA)
TAEANG(ET AN Y F4 7 A4S, -9 A5 A )
7Nt 54, 9954, B FE3 HE Al HEEY 544 F
Ne
A z= z o AR E ol u} =63 7]7} Qg GLP
195/ S A Fo Fo 73 o ® (mg/kg) ==
op-g-2 7T 3] 2000 Yes
oFg2s e EE) 40 Yes
g 73T 3] 2000 Yes
@3 Fo SA4A Y A= T 3 200, 2000 Yes
g 73T 3] 2000 Yes
= AT @3] 200, 2000 Yes
A= e o3 40 Yes
op-9- 2 7T SY¥EA, 2F 0, 10, 30, 100 No
ERCIEN AT 13F 10, 30, 100 Yes
g 73T SYHA, 2F 0, 100, 300, 1000 No
1= 7T L3444, 23 0, 10, 30, 100 No
g 7T 135 0, 3, 20, 100 Yes
g 73T 45 0, 3, 20, 100 Yes
ZRs 7T 2F, 27 I & 0,1, 3 10 Yes
B = 73+ 6/NY, 8+ 3 & Yes
= e pES 0, 10, 30, 100 Yes
= A 1%, 3¢ 0, 2.5, 5, 10, 20 Yes
p= A 791083 HAHFAD 0, 5, 10, 20 Yes
= A 141 1;0_'%? 0, 5, 10, 20 Yes
= AT 135 0, 5, 20, 60 Yes
N J 0,03, 1,3
HHEEo] 544 R= 25 , 03, 1,
Fo 544 A A= 0, 14, 28 0, 60 Yes
50l AT 4, 2 3| & 0, 3, 15, 60 Yes
2+ ol?ffofﬁ AT 10982112 204080 Yes
Apol e B2 o o o ol 1—-5—20—40—80—160
Aol AT T T e 20—40—80—160 No
A}Ol%ifofi AT 13%, 4% 3% 0, 3, 15, 30/20 Yes
rhesus ¥ % °] AT 45, 45 35 0, 10, 20, 60 Yes
o 1 ) oty = o) =
rhesus ¥%9] e ofe) A= ol H= Yes
rhesus Y% °] BT 525, 8 3 & 0, 10, 20, 60/45/30 | Yes
394 2.5—5—10—15—20
S J
rhesus 4 %°] A 14 0, 10, 20 Yes
rhesus g %°] chul 14
7N AT 2F 0, 3, 10, 30, 100 Yes

_18_




NRFH FAAT | Ry Fol7)3k % mg/ky) |92
49 /49 50/100
[e)
S B 8 >0 No
79/79 FeF/7Y 0
A AT 2Y 50 No
S.  typh.(TA9,
E7fEde]l |TA100, TA102,| In vitro - 3-2500ug/ plate Yes
PRREYT TA1535, TA1537)
A4 S 2y
U]*[f,\]‘%ﬁ”} L5178Y A= | In vitro ; 0.1-20ug/mL Yes
A A ER=S In vivo 3] 125, 500, 2000 Yes
Seg I A= (5A) AT =37 g A 0, 3, 20, 100 Yes
3] Q
Seg 1 == (AA) AT %%g 159 A, A 0, 3, 20, 100 Yes
].
*ﬁg A‘f%;g Seg 11 q= A7 | A8Y 79~169 0, 25, 5, 10 Yes
Seg 11 E7) AT A 6Y~18Y 0, 3, 7, 15, 30, 75, 180 | Yes
#A517] ol % 6UNE,
Seg III g= BT |28 A0t 25, 5,10 Yes
b Al o9 AT 2d 0, 5, 15, 30 Yes
g BT 2y 0, 2.5, 5, 10 Yes
F=54 Balb/c 3T3 A3 | in vitro - 0.5ug/mL Yes
53 A E7 35 3] 0.5g Yes
A =7 EER o) 20mg Yes
= 3 o
%i%/‘o/‘] 7 ‘j—HLH == 577] ;81@1/;‘}__% Iﬂ'ﬂ ng/mL Yes
=y E7) 4 @3 2mg/mL Yes
Rk = R B3] 2mg/mL Yes

42. SHNIAE AE 8%

421. HIYFASHAY(CTD 4.23.1)
o v Gl Pt AR thEA AAFF(ALD) 2000mg/kg ©]%
o k-2 8l PlE W] ALD 40mg/kg ©17

AZE el =&l IA4, FEHCE 34 o

% 3
_ 100mg/kg A FATANA AF e BLHYG 271, 10, 0mg/kg %7, 30, 100mg/kg 4

2
A2
2
>
e
[0
N
£
o
—_
b
N

a=h

=
E
=

o o A

o
=]
R
i—",
oiN

FE G, FANA SFI22 FE EA UER, GR6A TG B4 U
- AR " HEA A 30, 100mg/kg $A FATolA Tha SEA UERE
- MTD+ 100mg/kgl.2 53

o Th$ 1BFZ ATE
- MTD 30mg/kg 4, NOAEL HAHA &=
- 8UNEH ®E 7)Y d vehd(Fel st B), 100mg/kg Fo

=l
e
—Hz
4
po}
=2
>
o
1=
e
o
v
ful
ol
o
o
=l
ofo
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F FHRANAT Yehd

- 100mg/kg, 30mg/kg FH FAFAA 20 BHEL ) e
- 7533k 100mg/kg WA Y, 10/11F2ell 100mg/kg FH T 1vte] 2o} v
- Ak o 8 AFFNE FE, 100mg/kg TA FATNAN AR FAF
- 893y AA A3k 30, 100mg/kg AETF AA Uehd, BFAZ JRI2N @ FF AZF =4 Yeg,
30, 100mg/kg LA quww T AET F v dehd, RE A® % =
100mg/kg 43 FATE] AF BZFF O B4, 100mg/kgel 2 7, ddRET 5 w34, oW

ak

- g4g8hd 1A Ak 100mg/kg TR OA W FE =
FE A $2, 30, 100mg/kg ¢F FAT ZF v= o
100mg/kg ¢A FoATS 479 o S2EH HE o4 @5

- &7) FA: 30, 100mg/kg A FATL Ao HATA, Ao WZAFA, ¥ o WA 25, Al ¢
A 5A, At 2 FA GAFAT D 30, 100mg/kg TH FolwolA tha @&

- 100mg/kg FAT EFoll A L147} stofAl | @4 A

11‘.

T
N

- Ao HEk mek E, ob HlA, w2le 2 3 B4, 100mg/kg HA T waolA Wst 3, w
ARE N, Bd dE VAT dE AE A, 5 AE Za B3FE, A A 259 28 S #F,

FAA v vl WY #F, 34 A A g4, FAE dx S

o HE 273 ATF

- 10, 30, 100mg/kg = A 3t v %

- 300, 1000mg/kg =224 W3l ALH (T, NH=/AE, AF, v, §4, 444 2 7484
Z

)
- 1000mg/kg Rl A3 A=A A%, o, 2t A, viAe] FA 24, AT e 53 ¥H

-G AFHESE ol A BAU L ohgd 93 L £ TR AT T
E %3

(A W vid 2 PAS-FA8 freld AlEAY

1
BN
3
o
o
A%
£
2
ol
rir
=
oX,
)
e
e
j‘i“
)
o
=
oX,
)
)
=

- NOAEL 20mg/kg(HED 193.5mg/60kg, MRSD 19.4mg/60kg)

o HE 137 ATFA
<CrlGIxBrlHan:WI # =>

- NOAEL 3mg/kg(HED 29mg/60kg, MRSD 2.9mg/kg)
- 20mg/kg: HHAA AF L Hol A A, IF FEY oY W, wAY 28 #§ FUL Y EHF F
o Au|g g #F, FF ot AE

- 100mg/kg: F vl 3 AR AT 9hE), 43 Ay Avg Wst AFAHY T, FvtE
a9, slx=E4, MCH, MCV, %74 Ad+, 9dF & 9 43 5 ta 571, 943 dA 40GT, €=
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ghobA|, ALT ¢zt 57k, 43 olA AST ¥ LAP ¢F

A FA i =71 JE7] 5o 2AEAoY ALT 9 dA A9 AST9 GLDH 71 Ry

<HsdRccHanTMWIST # &>

- NOAEL A#A

[e)
-

17] ol
- 60mg/kg 7EEE Ho}e]

5

ojn

zy

°

T

A Z
|

- 20, 60mg/kg AT F7+ & A

o
2 T

%, 20, 60mg/kg FoAT HAET A

3K

- Fsha A4 A3k 60mg/kg ¢

, 20, 60mg/kg TG ¥, 20,

7

T o
o2 RXN¥E

oo @4 #Z, 60mg/kg 7t

1A W& @4, 5, 20, 60mg/kg

2l 3

%L L)

- 24 A3k H ek 7134

X
B

Z

N
Ko

3
ﬁo

Gl
)

;OT
)

TEo <CriGIxBrlHan:WI # &>
- NOAEL 5mg/kg(HED 48.4mg/60kg, MRSD 4.8mg/kg)

ZE 5E9

=i}
=

Z 3uke}/20mke], &3 9nteE] /20u}E])

o=
T

or

ujg

_ﬁv

o
o

~

B

4 9, duolA of
- 80mg/kg FoIE: FA 5ohel, 4A vhel AW EE 2] B

b ol

-

~
Ko

M-

SH ofsHE), UeA sE 23
- 20, 80mg/kg FoAT: AT F, dntEAE, JRI=

T 37, AT

A

B, B

R
3r

o

o v

=]}
oA =71, darslstd A A3 ALT, ¢=24, GLDH 271, 844

o=
T

B

o
=K

plo
Y
e

257 A E o

Lo

Ed
- NOAEL 5mg/kg

Z
|

49 54
23} A RBC ZuIg Wal, ALT/AST 37} 2% Belshd Aabds 24, w4, tEs w4

)

b3}

B3

W3l B, 20mg/kg Fol HeolA o] W &
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23] 9]

A

o

3

|

N

- 3mg/kg: HA Fejo Hj

whel A% HuolAl Hawel viek ek

T, 41

A BY B
4B PAFOE MY

el
=

7+, A8

T F

- 10mg/kg: 1v}2] A7

=4

1

2Rl

Awe] A4, TE, B wul, v/l

g

7}

- 30, 100mg/kg:

Tor

%9

~
Ko

o U 57 297 A TR
- AST, ALT ¥ GLDH %7}

o By 97 797 AT

- 6ntg] ZF 5ubE] A, AST 2 ALT H]

ol A

‘%

€

%

- BE &4 RBC %, PCV, WBC 74,

- 80mg/kg: AA, TE, ¥F &

- 40, 80mg/kg AAL, TE HAY
- 160mg/kg A5 74, Hol

i
=
—_
N
Ko

!

- 40mg/kg °17: RBC 4 PCV, 3]

- NOAEL 3mg/kg

- 15mg/kg 23 AAL

7 o, 357 =

- 60mg/kg 27te] 27] AR A A4 AL, FE, B

~
Ko

~
No

)

ENE!

M

A9)), RBC %, PCV, 3

"

b, 3 %

ol 2w A, HEA, o3

I 9=,

a
T

- 3mg/kg &H AA|
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- 15mg/kg AT $7F F & B AT A
30/20mg/kg AF S7F F A& E= AT %

=
- 24 e AAEs 2 A g @3 (e 2dE)

thesus 5o 47 3 AT ZAFH

40mg/kg H& WA E, TE WY (E #HH), 120mg/kg FA 10t 3UA A4 A4 dH L AP
AT ZAEE A A A

- 80mg/kg 7Y Ho] A3 A 72, 40mg/kge 257 ANE Ho] AFH i #F

- g9 3ty AAAsk 10mg/kg SFolA LW 57 A, 20mg/kgol A ALT, AST, GLDH %7}, GGT
e, RE £FA Uehton 8img/kg ol &FolA FeAA Yebd

- 10mg/kg (FA) HA wjidE &2, NOAEL #
- 20mg/kg WA Wi E #F 8 B AET 9 rtEAE ga A
- 60mg/kg A& F7|2 245 d4A WAdE 9 7E T4 T2 AE, AT AF 24

- ALT, AST %7}, GGT 4

=t
17
o
X
AN
oy
[

 rthesus ¥5°| 525 AFF

- NOAEL 10mg/kg(HED 193.5mg/60kg, MRSD 19.4mg/60kg)

S AR, TE AT 2 4, 189 5o ookl Aad SARE BUH Reeoz ds o v
B A% AaA 2ok Ugol 2] A

- 20mg/kg AA AT S7HE F&, 22 WY oE YEHE/AE, | &

29 43 39

ce
e

oot

o

o rhesus ¥5°] WY MTD A~

- 20mg/kg ARE AFHA BE AT SV F A4 BF, Hol AH A, AST 4 A F7HFA), 4 F
A e, 25 2 4 AE 24 FEAY, 22 34 4

e thesus Y5 1447 A FA

- NOAEL 20mg/kg

- A A9 &AW, 20mg/kgolA B ABT F A, AST FA &F S, F4 A 24, AW AEA

B e, FARAN AN, A 99, 34 0% 93 24

zll
>

AE g BEAEA™], AY v Fxu) tk AF AU AFAFS SHSE e
£ "AFEQ! BIBF1202+= EAEAWHAE 2 A9 v PEu} thk AFES FI7IE AN SA4YS &
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424. B TY=ZAP(CTD 4.235)
4241 FH% R 274 YA

o TR ANV R, 1& FEE, AP, A, SA)NA AdekEdt ddE AR EAHA odgkon, o

[ ]
w,
po)
lo
El
=)
N
N
—_
S
\o\°
=
=]

QQ
~
=~
QQ
_‘
£
=l
olct
™
_{
olN
=

Dy
ox
o
(b
i
olN
=
o
Y
=
_>|~l_,
N
o
b
kl
oo
ol
=l
2
>

4242 9 - ALTRAE
[A=]
o Hol AF 10mg/kgol A 24, /1B B B3 BB, 32 2% AT dEUT 9FL vlA, 29kl
A A7 24, 25mg/kg oA BA N8 B NESR

[E7]

o A FF FAHA ¥, BAo i NOAEL FH=HA £E

o T8F60mg/kg)olA AE vlgo] YO A3 o]F, 3utest M7l AA AF, 1ekelst A7 AA FAE

o 30, 60mg/kg Fo HtolA 718 A JF #F, NAG B2 AR, TG, vl YA, FAZE A,
FAE, dorgel o dF #F, =4 L 7192 15mg/kg Fol JdolA @

4243 SAATEAY 8 A7 A
[AE=]
o Smg/kge ¥4 F AT F7h Hol AV dxwEg ¥
o 10mg/kge 24to] Bom, AFFE 3 EF, AT YEE vol bz uivl A7 F AF, 27 2 F
2vtE] A7) & R
o ofn] A2 58 9 & &4 S AE #H NOAEL 5mg/kg, &4 AF @A NOAEL 5mg/kg

o TH9 R AES BRoE WRHAYAT BWAHE UEhE FA BAHA S
[e]

=1 w0
o AL O THAAFAA AR FRL HolkrA AF TANET} FEFRoFo] Frtol wet Eo15 e

426. 71BFEH N F(CID 4237
o 354 b4 dehg

o HASAAGL W= AASHA Fhoy, HE, AollE T2 g0, thesus P HHEFEA FAHAFAA
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(5454
_]_?]_

o M gl ket Ae wASA, AHd/ 2S5, T 2 AW dHFHANE T4 A 3 fEE

43. SR & AR A

o NOAEL 9%©] 77 rhesus 10mg/kg, Arol=&7 2~ 3mg/kg, AE AT 3mg/kg, A™ 5mg/kg

o TR %z #dd OV‘LH} < AN, TE, ”Ol a8 ATAE, Aok WA 8l S, ddstE A,
&), 4 A e FoE yehd

_]

SR RCE

5. ef2|Z-&ol et X=
51 *FEAE M8

o TYANPLE 7|l AAE e AErIH e ] AT FEA U AW APAE 2 SLA F
Ars 8 vhezol g A W Aol A&

o FF-RX ORI ik AsE 9 AF7|BA AAE vtex, RS, oAl mE T2, rhesus)d
el AA A8t AEd

o AHA FEANFAEE GLPY wet s FFALEA, AEAA, TF7A I A8} AEH

52. EHAY
521 A@#HW %3 N3
o F&A Bro]24l FlvobAlel thek BIBF 1120 A%
- FGFR-1 7]vobAl  Adh A2 FGFR-1 71vobal 2AE o] &, XA 3|4 A3} - 7lvtolA o N-2dh C-Z
o] FRE Aolo] A Foll e ATP 2% H9lo 23, ZFAS}H(SPR) - 57nmol/L, F&A ol tg A
gloke] Hh7y] 135%
- VEGFR-2 7IuobA] Agh A2 VEGFR-2 7IvobAl AA ol &, Xd 34 A3} - 7)vobAl 499 BLE A%
C 2 ¢ Aole] Foll fiAshs ATP ZdF9lol 29
o NEF U JIvolAl EAF: AzF A2 FtobA] 9 ALE
- BIBF 1120 PDGFRa/B9 &g AAAl, dF5 2 Aed2 F& vf7/§AA Sre, Lyn, Lek 7]upobAwE
oA g

- Sre ZlUobAle) T AT T AT A9H ARSAMN 57 Sre ZIuobAl Al SU66562 4 H

T TAZ 243 9 THE A2 753z e
A g A

N AT Tol, Abelson (Abl) A4 7ol oA
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Kinase BIBF 1120
IC 55 [nmol/L]
VEGFE-1 34
VEGFR.-? ) |
muVEGFR-2 13
VEGEE-3 13
FGFR-1 69
FGER-2 37
FGFR-3 137
FGFR-4 610
PDGFRu 39
FDGFER 60
InsF =000
IGFIR =1000
EGFE. =30000
HER2 =30000
CDEL =10000
CDE2 -10000
CDE4 10000
Lck 16
Lyn 195
Sre 136
Abl 41

224 oA

- BIBF 1120& AAZ<Q <1zt
EC50 %<& 7+ 21.6 nmol/L

- PDGE-BBol ol&f #A-=¥ Al

AT # Aot Eo A ZAHE AAZE PDGFR EFO] 241 7]ubobA] Qlakst 2 A

H A EolHZoA PDGE-BBY] 23] A== PDGFRa

gl 38.7 nmol/L

I FAE JASAT EC50 %S 64 nmol/L

- WAAIQ BIBF 1202 PDGFRa 3! B A7kQIAtsE AAsk3la ECS0 #h2

nmol/L, GAZEE EA KT 2654, 6078] P

o A =HelA IPF SAe w5 ACAM de

olN

>,
off
bt
1o

[e3)]
oai

A
2+ H

=i
=

B AZIRIATEE oA,

Zt7k 5717 nmol/L % 23,510

o1zt ¥ AFokM | PDGF-, FGF-, VEGFel 2l =

| AfotA Zo A, BIBF 11202 PDGF-BB-, bFGF-, VEGFdl| 938 #A=3H A=z =
AA, EC50 #<2 27t 11 nmol/L, 5.5 nmol/L ¥ < 1 nmol/L
17t # Af-obA| Z oA, BIBF 1120& PDGF-BB-, bFGF-, VEGFd| ¢Jaf A=" A=E

IBF 1120 PDGEF-BB-, bFGF- % VEGFe| 93 #-=%

B
de A o AR BE JEHOE A
:'

o ot EY A foEE Y] TGE-B 7] A oA

- 12 AdfroblE B8 2T TGP-B-induced oSMA & o] frAgh W20
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EHoZ A, EC50 %2 27t 13 nmol/L, 0.6 nmol/L ¥ < 1 nmol/L

Aol X o]F< IPF $zts} o]

2 8%

9]

N

T

=
T

S}
o

x
a
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o7 7IA

5

A

al



o 4=+ IC50 & 100 nmol/L ~ 1pmol/L

- BIBF 1120°] TGF-§ i/} SMAD2 <l4tstE petabA] 7] wjioll Afrofal e 24 frobZRe] Ade of
3 A= TCE-B AZAYG JAZ s TAE 7MsAe s

o A A HIAE B FHFH AxAA F2 D A AsHE IA

- BIBF 1120 At el A el e VEGFel oal A=4¥ W3 A £ (HUVEC), PDGE-BBel oJs A=¥ QI A
5™ P& AL (HUASMC), PDGE-BBo 98] A€ 49 wet @39 AE (BRP) F4& 27 EC50
% 9 nmol/L, 69 nmol/L, 79 nmol/LeA <A

- MAPK % Akt AZAdY A2 55 &Z AAE =Y

o T2 <IZF A|Z oA BIBF 11209 A &

P& A NG AZFA K562 S4 Al AL K562 Al S A4F Abl AT oE

9l AoZ Fek, EC50 #2433 nmol/LE ZA—-BIBF 1120 AUl 27 A Abl 7|volAl 71559 %
AAAN AR HHA e

o HIZ Aol A BIBF 11209 Al 2H&

- NIH3T3%1 A 1zt PDGFRa BIBF 1120 HgH o2 o]{igh wpg-2 izt Adfotd e A7t
3td& W PDGF 9|&4 PDGFRa €435 A8 IC50 -2 57nmol/L

- VEGF-CE A5A] w2 VEGFR-3S A7 o|dg 2] the™ WA Eel|A vk VEGFR-39] 77}
Ql4ksl= BIBF 112000 <& 7 sAl SA|, 10 nmol/Le] 33E FXolA, VEGFR-3 U4Hste] Ao ek A}
@ gl

o A|Z AZ®loA BIBF 112000 o3 f%=% &4 %A 71zk: BIBF 11200 93] fr=8 &4 A 7|7+ 4
A9, FoF A AA

lo

i
o

ro
[
o
12
2
fru
e

- VEGFR-29] #7}914t8t= 50 nmol/L BIBF 112001 =&3% ¥ 1At & Hol= 32412k 5<¢F 2d—BIBF 1120
4 TE7t W FEOE A9 Tk AW 2ddA F&A velAlel i) A&AHd adE JERd
_/[: 01_9_

- NHLF= A2 ek F2t2=30) A BIBF 11200] =%, o] A3 thg wjk oo 2gd k= ofsf &
AHE A Ags Adstr] e Ax ol 35, 42 ¥, BIBF 11202 A% A PDGFE-BB oJsf f

2 7t7t 36.3% D 18.9%7HA A

ol xtd MH, BIBF 11202 8A17F & PDGFRsel| i3] 94 Z4< Yery
(16.9-27.3%). 24Xt o= Um=A g4 AE% AF 7Hs

o THYEH A AY EAA A BIBF 11209 A #H&

- 5 umol/L9 BIBF 1120 A3 olelx4l F8AE 66%7HA, NK2 F84 (72714 84 2)5 84%7HA,
5HT1B F&A(MZEY 1B F&A)E 102%7H4 121 Cat+ AE (L-F91)2 65%7kA Al

- 24" $8A WeEs 39std, B 52 ¥% F% (5 umol/L °]h)ollA BIBF 11202 L-Cat++ a7}
of Jsago= Qs ot A3} fr =

522. AW FEA
o YEoi EFerno]dor R HAFS tid 2194/ 10-21¢94 Fo4¥ BIBF 1120 &%
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By entoldog fEE HAFF e

A7t o3 f=d HAd Sl It

A g

2 2229 BIBF 1120 &3}

dwtd 9 21532 BIBF 1120 &3

<A3d W
Study Bleomvomn-induced hing fibross Sibica-mduced g fibross
Spectes Hat | Mouse Mouse
Posclogy cnce daily, oral
Model preventive therapeutic preventive therapentic preventive therapentic
Diose [mzke] 83, 249 415 249 408 40 408 2490 23 249 83
415
Smudy doration 21 21 14 n 30 30
[dawvs]
Compound 0-21 1011 0-14 721 0.3 10-30
admimisration 20-30
[dawvs]
A3 23>
Study Bleonryrin-induced hmg fibrosis Silica-induced hmg fibrosis
Species Fat Mouse Mouse
Model preventive | therapeutic preventive | thempeunc preventive | therapeunc’
Beadout
Histology
Fibrosis e J Ry J € Je
Inflsmmation nd nd & o o s
Gramuloma nd nd nd nd. b J
Lung tissue
TGEb mENA ¥ ke n.d nd nd nd
E‘rj;;gﬁagen—l & ode nd nd wd nd
Total collagen nd nd o g b b
IL-1b od nd £ & 4 €
L& nd nd nd nd nd o
EC nd nd [&] o] o w
TIMEP-1 nd nd b r e W
BAIF
Total cells nd nd 0 O B, &
Macrophages nd nd [5] 2] O Q
Neuirophils nd nd nd nd g o
Lyvmphocytes nd nd b L o+ €
= significant reduction {mmdependent of doze used)
C=no sigmficant effect {independent of doze uzed)
n.d = not determmed
"' therapentic treatment starting an Diay 10
53. YHrFYAF(EE LA FYANF)
oz Ko 1= %‘%%/ ﬁ] %/ ?:l‘_}l:/ _]IE‘oq % m, S GLP
NEZE ARGE LEE AgAz | fgSEEle) QAR |95
B =1 2] 371} 2 - o) Pt -
FRagA | TRLESE | AEEER T A 0,3, 20, 100 ¥ Ge | yes
C [o] ¥
53717 geAy | AEISER) 9T a7 0, 3, 20, 100 9F 9 | yes
P in vivo = o = o
&34 Telemety) | TOI=ET2ASL| AT 0, 3, 15, 60 9F §e | yes
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in vitro

7Y 1] Z1oj 4 L ; _
(HERG assay) B F]jt';] o 1:],_ _jz_ in vitro | 10 pumol/L T P yes
54. ¥ BX - AL - o] AZ AP
o OFEE % ofB TS The, AE, Agol(Aol =B, thesus)ol Tl AN
541. F%(CTD 4222)
* in vitro Al¥> P-gp, MRP2 =& BCRP, A=} A ThA o s A A
o invivo AR Th92, AE, Ago)(ol BT, rhesus)ol] tal B8] SFFIHAY A
Stmdy No. [UDG_1975] | [LF02-13817 | [UIO4-1067] [LH05-2432] [U10-1400]
Species mollse Tat® Cynomolzus® Bhesush hrman®
Method of Adminiztration oral oral | 1v. | oral v oral L oral ivd
Diose (mg'kg) 50 30 2 44 3 40 3 1.20 [ 0.0773
Analyte BIBF 1120 | BIBF 1120 | BIBF 1120 BIBE 1120 BIBE 1120
Cimax) [ng/ml ] 47 105 | 124 | 175 | 1300 | 311 1090 | 843 123
1(1/23 [h] 3.15 ND | 3985 | ND 503 D 7.09 11.7 178
AUC [(nz-h}ml.] X 375 | 181 | 2390 2260 | 4440 | 2830 | 562 T1.e
Clearance [ml/(mun*kg]] NA NA | 202 | NA 37.5 MNA iz NA 8.0
MET [h] 519 ND |325| ND 3.82 ND 5.70 139 126
Vizsh [Lkg] NA NA (412 WA | B64 | NA | 104 | NA 136
Broavailability [%a] ND 119 | WA | 132 NA 238 MNA 47 NA
- Several formmlafions and dosages wers tested. Within the dose range of 30 to 300 me'kz. AUC0-24kE) and Clmo)
mereased proparnonal with dose. Suppression of gastric acid secretion had no effect on the sbsoiphon of BIBF 1120,
Hydrochlonds and ethanesulfonate zalts led to sumlar plasma concentatons and tme profiles of BIBE 1120
b. Smngle dose pharmacolinetics after 1v.-doang was miegrated m an oral dose rmnge finding sdy. Addinonal doze groups
wera used. Only representatve phamacclonete datza are hsted here: Tinear doze dependency and no sex effact was
obvoerved
©: Diose (100 mg oval. 6 mg vv. ). clearance and Vizs) were nommealized to the mezn bodv weight of the respective group
(T7.4kg)
d mfrson over 4k
MA =not applicable
WD = not determumed
542. BEE(CID 4223)
o QAN AYE vk, G\, Ao BT 5 rhesus A5l U7 BolA AT HYAHOT AHY

d

o FAEL HE 9 rhe2 R A H0A K3 W T vdSELR JzHE BT AT
H

ol
o A BAE FAES UAAZE 50-2000ng/mLol A £ Hl &2, F AF g gl
%_
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b A oA 12A £23tH, Harder's gland 3 EFY Mo AF Alto] oF

Kl
5% Wekd A% 2ASE PAs 54

jail
=

LI
o

o] Agel whe}

- 9=, 1Y 13] 30mg/kgs 13¢

N
Nlo
1
Ho

<gH Foi>

[e]
-+

A3 A9 ANM Vg =5, EMAA AAZF mEA A ZE o

o]

jaya!

st7]1 e A ¢

A

Buzh 2 Gept
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el
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o] 1684

E
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YA e g Yeht

8% MDRl %<&

BCRPE <

2]
P

thAFAI(BIBF  1202): MDR1, MRP2
MDR1(P-gp) 7]y, MRP2, BCRP 7|4 o}y, tAE %

4

o

A

OATP2 ¥ OATP-B7}

- BIBF 1202 2FF &1}

BCRP 7144, OATP1B1, OATP1B3, OATP2B1 ¥

jail
=

, MRP2

5

OCT1 7134& o}

i
ol
X
Bk

Njm
!
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*

MRP2, @ BCRP += thARAl BIBF 12029 &

MDR: Multidrug resistance, MRP: Multidrug resistance associated protein, BCRP: Breast cancer resistance

protein, OATP: Organic anion transporting-polypeptide

54.3. JAHCTD 4.2.2.4)
<ANEH U>
o 7t wto]A2FqA WA EXH FAHAEL d2HA FuES B 72547 tAAR] BIBF12022 A3
o CYP &3 tARE 5%, A 2E2 28 oF 25%, CYP3A4E FAEY 43t 2 OWEsE S tiakA A
Ae ste 79 84
o JE B IMMEE FARS F53 F, A= WAEE A B ZS} v | oA (BIBF1202) F
=7} oF 25~61) Y&
o tAAl SFFEYO|ES e AE>UN>A S SR 5, UGTIAIR] SF3Uol=s 44 S 92
g, tARAI(BIBF1202)7F R ES} QIZEe] H7|ollA &Aoo 7 FFFEU | ESY
o ol FRIIUO|SE WA HYHOD FHAY ¥R A AP BE Ao AuY
<A >
LJCH, o
m:'-"ﬁ- HYE, LO I"H i
hmrrh i .1 N
we A i
e R R | -
\w—”\_q m15 P"'q VI\J
AT Mz 542 merA0 !
Y@x iha, + giucuronic acid 5 ‘ m ::1'25“:
o ol hr
M T /\\ | /’
o H’c"\'i\..-‘[ur n_n.-_l\ L‘ij =[5
d - H i 'FJ = ':'7-_.:7 EI%F#DS& . >? M
H,C -— | o = m - |
';"'JJ‘*’”"A Q--n.__ ser1iz0 Q)\-x.ﬂ Ezms?m ﬂ’ci;u“u“w"x)‘ o2
u“/C:E).x-” miz 4 0 e
mé He” Y hmrrh Lo | L
Mz 556 B | Q
hmrrh l B [,.-\_ = ; rf\« L
o \:'Irr”x,-"-\-,-fj b »‘J'I\_F-" _j.JL_
e A Y m e AT
- ~CH = 4] = g R L £
H'G'uju“uj = (\'K SIBF1202 }‘\rh:h Ezm;rh ? rTrzm
¢ § = mi y H
o MEZE2E "*\,_‘_
m5 Hi W thI‘h 5] -
miz 342 o o o o ¥ g
hrrh metabolite observed in:
‘ \ \ h - human, “*C-ADME , UDB-1950
r-rat, U03-1935, U05-2098
e ol J;: G i): rh - thesus monkey, UD5-2098
RE-2 o ,@ A _f_,:;,c],@\ . e *_\F,.A,L],Q m - mouse, U08-2277
e ot T‘__[ 5 o | H ﬂEF12..2gsmrmue o underined, bold species designators
ﬁfwa E-E?r'z L indicate circulating metabolites
= it metabolites without m-code were
" e e e observed by LC-MS only
hmrrh * co-eluting minorftrace metabolite
o Th9Z, UE, rhesus U501 D AFNA 2A4E, 13 AT Felsgon, 212 A0l ¥ Yot YT
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3o A} 2Hg 39

o F8 YA
-ml: W ¥ o] ~E|2 BIBF 11202] o ~HZ E3o] 2]3] BIBF 1202 A4
-m2: BIBF 1202 7}25A]4E ®Wslo] 93] 1-0-old 2FF 2ol A

-m3: 4+8 A N-Oweste] o3 (35231 A 2) BIBF 1053 A4
md: 1% oﬂ/\F;]]E_' Bs} \:ﬂ /\}g]_/a Nquﬂgg}

o AHE ml4ZbA F& tARAZE glem, ol5 tAA Y] 2~37] 2FE FAAR] A E Sl

o YEE moo] F2 0w, 3k AU Fol ¥ g 4Bl 4UT do} B BN @8, ol
m4 Sl =

o T2 A, ml, m2 AU A4, m3= 1N A F ARNA o Be o] #E, wiHdEY Fo At
A& ml

td

o rhesus 95°] 14709 WA OiAbA] diadell A £E], ml, m3, md47} 2 Bo| HAg, RN E F2
AZ e, 4759 & & m2 #2E4

o TAFE: Yol CYPEZL 2B, 1A, 3A, 2F1 BT 4SS v &
2B6, 2C8, 2C9, 2C19 ¥ 3A4)¢] &4 T4 F&
2 A A 2 dAAdA AlEAE B4 AASHA] &ot s 3
o7 A=H

S, AO|EAE P450 FA(CYPLA,
U kBt 45 9
2}

o
=
A opEste) 4EAEL g1 A

AW}

54.4. Wi A4 (CTD 4.2.2.5)
o MIALM EAE Eaf up$2, HE, rthesus €50l D QA A AT 43
o T8 HlE A2 FFOIEE HolA FZ HjdE

B

Mouse Rat Ehesus monkey Human

Study [Uog-2277 [U02-1494] [U05-1358] [LU06-1724]
Route p.o. iv. P L po. p.o.

Dioze [meg'kg] 30 3 34 5 20 |100 mg! subject
Faeral excretion [%o of dose] 058 892 085 844 857 03.4

10.1%203" «| 83" (6 h samplins) :

Biliar excretion [Yo of dose] () 65.2 1544 241 mﬂi}léﬂgj ND ND ND
Urinary excretion [% of dose] 2.05 5.1 1.2 47 L5 0.65

* anaesthetized ammals. dosed ntraduodenal
NIt =not defermined

H: o] 1A & Bf U B9 FEE (269ng/mL) A9 7t & (2260 ng/mL)ETH 1/100.2 &

55. ofglo| W A A
o FPAFARE TofoF T FESZHAL-AA 1A, AATEAST AR AE2aA
HA A ofef2g 8 = i< &Y. ADMEARNAM = HA 7 5 H|
oA wEA FoEol =AY Lxsy, PgpE F£EHM, CYP3A4E F= tide &
A Aol = 3] Y A-ellM FFo] jle Ao Eeld

)

W Mo
2o
i

L
o 2
o o
e E
ot foi

ro
ok
¥
2
$9°7
dlo
o
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6. YMAIHAHo| B3t KHE

6.1. YA HAE Y A A (GCP £5)
o 9T FHFA ABEA FFH TOC A=

62. YZANIAEF AL
o ABNAAAAR : 14 119, 24 29, 34 2W(F oA F), £ IA 24 19,
o 14117): A0 && 371, AAo| &&/HLAA o] && 2, FE} A7 51

(
° 2)6].(21“13 _g_ F‘El]—/Kﬂ}\]F] ,43»1]149_ Bé% }\] %_{-L}:BE:] PK @ﬂ'
(

)
29): A AERE B4 O A

6.3. AELFATZAE

] 3 A EY twin study (A A4

3% 2

hy
il

)

1199.32 2 1199.34 A &)

. 20hx
AE oA =
@A ((HEA | NEEA A B2 FoA83 2 ;Zl' BrrgE 23
)]
AEAT A
174 |1199.75 |9+ A A, |partl: @Y W | A 7 g |partl: HEITHY 93 |<%FE> <%F>
HekrAd, | Y &= |94 30, 1mg 69 PK parameter A AA0lEE 6mg iv
AU A s, 21k = |8 3mg 6™ vs 100mg pot 4.69% (&
o] & |part2: I/, F 6mg 12 <QtHAE> @9 2 normalization)
HAA U vl ek 6 4943, ECG, |~ 1& tiAl # &3y
* A% 1, 3, 10, 20mg AEs, A@AY W |P-gp Wi/ WiHEE F& F
ivdrt A4, 29 4 ok Bt T oF]
oF 2w, Al 6%)—
PK S3HEA A °P7<4 <A A>
4e AHrE 6mgd -F9A% 9 ECG #™ 5
o7 A3k o) AL} §l-&
part2: JEITHE 100mg -AEs: ’EV-}%J' o g
a4 A&(partllA S, F5, A4, = 2 59
6mg IV 5o 127 5
Al@Are] ey Hok
* Frepr] 5¢ HHHe2E= E5, lﬂi‘/}
ATEH iv £49 A9 FARS
55, EY, 2A ved
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)i oy %o
9A |(ABA | NFEE | OA” RojgF @ oy | BT A%
= 71zt
EAG))
] A
_—i_' 16 4 /ﬁ-‘ \
A
H |
s ¢ " |
& N M
= e |
2O / \\
B ﬁ__ﬂ-f*-—el'bs“_“:—.__::‘;::_a____ S S
0 3 5 1 6 0 3
Theme [hours]
5= 1 g (¥=6) = 3mg (N=6)

Figure 1152.1:5

Table 11.5.2.4: 1

5 fmg (V=12) - 1601 mg (N=13)

Geometric mean plasma concentration-time profiles of BIBF 1120 BS
after mtravenous infusion (4 hours) of BIBF 1120 1. 3, or 6 mg or
after smgle oral administration of BIBF 1120 100 mg capsule (linear
scale)
Summary of geometric mean (gCV) pharmacokinetic parameters of
BIBF 1120 after intravenous infusion (4 hours) of BIBF 1120 1 mg.
3 mg. or 6 mg and after single oral administration of
BIBF 1120 100 mg capsule (N, geometric mean, gCV%)

BIBF 1120 Imgiv | BIBF 11203 mgiv | BIBF 1120 6 mg iv BIBF 1120 100 mg oral
N ghlean ' ghMean gCV% | N gMean gCV% | D gMean gCV%
N gM gV N gMean gCV% | N M CV% | N &M Ve
‘0
E}}S;?;LJ 6 59 2 6 204 538 |12 553 268 |1z 45 543
Ao it
(ngh/mLim | 6 59 2 6 681 538 |12 922 268 |12 0450 543
g)
AUC;., .
5 5 332 265 2 4 28. 2 562 :
cgbor) |° 4 332 6 12 719 g8 |12 36 50.6
AUC o o
(agh/ml'm |0 - . 4 111 265 |12 120 288 |12 0562 506
g)
Camex 2 7 : 2 9 2 2 3 2
s 6 2.04 1 6 499 304 |12 123 11 |12 843 37
a‘:};ﬁm] 6 2.04 17 |6 166 304 |12 205 201 |12 00843 372
=
E{‘l‘;‘ 6 2.99(200402) |6 3.00(200402) | 12  3.00(2.003.00) | 12 3.00(1.00-6.00)
&) o - - 4 808 413 |12 179 s3e |12 117 482
y - = 5 5 28 = = g
g;bmm‘ 0 4 1510 265 |12 1390 288
gjm) 5 @ : s s o 2 12 29700 506
"'rss A 2 A
o 0 - - 4 493 568 |12 1050 450
E’L)F = = = TR = : 2 & 12 30100 351
MEL o - . 4 546 746 |12 126 691
()
é’f)m” 12 139 3L0
5 . - - - - - 12 00469 536

! median and range
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)i oy ol
@A |(REA | AFES g4 o T8 g Y Az BrleE A3}
EAG))
Table 11.5.2.9: 1 Geometric mean urine pharmacokinetic parameters of BIBF 1120,
BIBF 1202 ZW. and BIBF 1202 glucuronide after intravenous
infusion (4 hours) of BIBF 1120 1 mg. 3 mg. or 6 mg and after single
oral administration of BIBF 1120 100 mg capsule (N, geometric
mean. gCV%)
BIBF 1120 1 mg v BIBF 1120 3 mg1v BIBF 1120 6 mg 1v BIBF 1120 100 mg oral
N pgMean oCV% [N ogMean oCV% [N gMean oCV% [N  gMean gCV%
BIBF 1110
3123"3“ 6 9430 431 5} 40300 331 11 83600 242 12 50700 315
f:?ius ] 0.543 431 6 134 331 11 139 242 12 00507 315
0
Clippym :
(il /min) - - - 4 202 831 11 206 326 12 160 549
BIBF 1202 ZW
f:g‘;“ 6 7490 31.0 6 20900 372 11 50000 283 12 106000 527
CLrom o R L _ A 5
(mL/min) 10 477 255
BIBF 1202 glucuronide
Ao S = : o= s z &= 1220900 67.7
(ng)
CLlroum
{mL/nun) - 5 T = = = sz 12 .01 289
* Calculated based on total amount excreted and molecular weight [LJ02- 1487
Ae = amount excreted via unne, fe = fraction of dose excreted via urine
174 [1199.17 |2 0] ¥ & |3 T o A 7 | dEthdAEdqE 150mg |93 < FE> <%}EE>
37t el 94 15 -1} AUC, Cmax |-22]&°] 93] <+ AdA
Zzkol ) A 3! =22k 1 9] FEAE |(tmax 2hr—4hr)
19 A ~e4%el  os  Cmax,
FAFAF (2x2) <QHAA> AUC ¢F 20% 37}
B -bi-exponantial disposition
kinetics
<A 4>
Sopd FF, B3 P
A= s 9o ve
W o 3s gl
- 12 — Geometric mean plasma conc. / lin
Table 11.5.2: 1 Geometric mean (and gCV%) pharmacokinetic parameters of 'é -
BIBF 1120 BS afier single oral adnunistration of 150 mg BIBF 1120 Tgl 1
capsule under fasted and fed conditions to healthy male volunteers = 9
g o
BIBF 1120 Fasted Fed g 1
capsule =
g 64
Parameter Unit N=14 N=15 j"‘ |
-
o [h] 2.00 3.98 s 34w
(148-3.98) (1.50-6.03) = v ———
. ] T,
Conss [ng/mL] 111 132 & —®
(60.3%) (61.6%) = Gz T T T T T T T T T T T 1
g 32
AUC,. [ng-h/mL] 984 119 b 1 2 o 9 4
(33.0%) (33.9%0) Time [hours]
AUCo [ngh/mL] 79.0 90.2
(34.8%) (52.9%)
Tmedan and range —8— Fed (N=15)
tN=11
Sowee Data: Table 15.5.2.1: L and 2 V— Fasted (N=14)
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e o 5o
A (A A | N HEF g4 T8 g Y BrleE 23
= 713k
EAG))
B AUC,_
40 350
1 300
@ 07 2 250 -
5 1 8 200
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12, = = 1 150 +
B 8 . ELa €3 J
RY e 22 10
4 30 —
0 | T 0 | T
Fasted Fed Fasted Fed
Table 11.5.2: 2 Adjusted by-treatment ghMeans and relative bicavailability comparison of
BIBF 1120 fed against BIBF 1120 fasted. acceptance mnterval [0.8. 1.23]
Crax [ng/ml] and AUC [ng h/ml] for BIBF 1120
Adjusted Twao-sided 90 % CI intra-indiv. p-value for ratio
ghlean ratio sCV outside interval
— o = . 0.8-1.25
(Fed/Fasted) Lower limit Upper limit
Parameter [%a] [%a] [%0] [%0]
Caix 1153 84.630 157.002 48.6 0.3244
AUC,.. 120.6 95.349 152.474 316 0.33923
Source data: Tables 13.56.1: 1 and 15.5.6.2:1
17 [1199.21 |[9HAA &3] Fo A7 |dEod 150mg(BAIE |98 |<%FE> <%F5h>
S A S @4 36|4 7Fs W) -12}: AUC, Cmax |-&% £&7F & &7
o] && |[FASMA k| Ae(H) 369 22k 1 9] SFE o] AUC B Cmax 3+ 2]
= AR &A1) 3678 A
WAAIE(2 or 3 -89 18 <QHAA> %°“ & A% Rod Cmax 7}
way) Wl =27, olg o 2 wom, AUC ¥,
VIVIC * & S0mg*37<E 7l @5t ECG, A |Tmax% 2HH§ 213
(in-vitro-in-vivo * 89 75mL*2 QAA AL ol |- A (BIBF1202) = B
correlation) HEg, U kA Ao} Al BIBF =¢A&=
=24 8 F dARA diH
Cmax 4~61, AUCinf=
25~40v] 3
<¢tdA>
-AZAA o) g AL
HAH151), 2A(3HE), TE
(2) WA, CNS o] 4huhg-
FE(147), AAHE1H)
-719] BolAd §l&
* AT
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Table 15.1.3: 1 subject analyais seta with primary resson for exclusion - all subjects
BIBF BIEF BIEF IBF EIR
BIBF 1/2 1/2/a 1faj2 BIBF 2/1 2/1/= 2/8j1 8/1/2
Humber of subjects 91100.0) 3{10D.0% 3{100.3) S{100.05 3({1a0.0) 20100 .0} 3410800 I{L00.0]
Treated aet
TRT
| fl of o.oj o{ D.0) o[ ©.0] of 0.0 of 0.0} of 0.0} o4 0.0d o[ 0.0}
Yes 9{100.0) 3{10D.0% 3{100.0) S{10D.0% 3({1a0.0) 2,100 .0} 31100000 3{100.0)
BX Population
FE
] of o.o] ol 0.0} ol ©.o] of 0.0) of o.o] of{ 0.0} of 0.0
Yes 9{100.0) 3{100.0) 3(100.0) 3{1a0.0) 2{100.0) 3{100.0) I{100.0]
AEAE(EW) AE = (M) &
17] 15 159 67
27] 159 154 68
37] 678 6% 67
A 367 3678 1874
154
E 9
F
=
£ 6
i
= 1
z 3
Dd
0 4 § 12 16 0 H be ] 32 36 40 4 45
Time [hours]
%= 130 mg capsule (fast) (N=136)
== 150 mg cap=ule (slow) (N=36)
== 150 mg drinking solution (N=18)
* 1~36% * 1~18%

Table 11.5.23.1: 1 Geometric mean pharmacokinetic parameters (%gCV) of BIBF 1120 Table 11.5.2.3.1: 2

BS after single oral administration of 150 mg BIBF 1120 as capsule

Geometric mean pharmacokinetic parameters (%gCV) of BIBF 1120
BS after single oral administration of 150 mg BIBF 1120 as capsule

(fast or slow) (N=36)

(fast or slow) or as drinking solution (N=18)

Capsule (fast - charge 1) Capsule (slow - charge 2) Capsule (fast - Capsule (slow - Drinking solution
| Test] |Reference| charge 1) [Test] charge 2) [Reference]
AUCy... (ng-h/mL) 131 (29.7%) 128 (32.6%) AUCq... (ng-h/mL) | 128 (35.1%) 122 (32.4%) 84.2 (48.6%)
AUCy.; (ng-h/mL) 94.3 (28.7%) 94.5 (31.2%) AUCozs (ngW/mL) | 922 (31.2%) 89.4 (29.8%) 61.2 (43.6%)
Cuax (ng/mL) 14.1 (47.8%) 13.7 (42.8%) Cuax (ng/mL) 14.5 (53.3%) 13.0 (36.4%) 7.17 (46.7%)
Ly ()% 3.00 (0.750-6.00) 2.00 (0.750-6.00) tna () * 2.00 (0.750-6.00) | 2.00 (0.750-6.00) 4.00 (0.250-6.00)
tyz (h) 17.0 (26.5%) 15.6 (22.3%) tiz (h) 17.1 (33.6%) 15.8 (25.1%) 14.7 (36.3%)
CL/F (mL/min) 19100 (29.7%) 19600 (32.6%) CL/F (mL/min) 19500 (35.1%) 20500 (32.4%) 29700 (48.6%)
V,/F (L) 28000 (31.9%) 26500 (31.9%) V,/F (L} 28800 (33.1%) 28000 (32.4%) 37700 (35.0%)

*median and range

*median and range
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Table 11.5.2.4: 1 Adjusted by-treatment gMeans and relative bioavailability comparison of
BIBF 1120 c1 against BIBF 1120 c2, acceptance interval [0.8, 1.25]

Adjusted gMean | Adj. gMean Two sided 90% CI intra- p-value
ratio individual
(fast/slow) gCV
Parameter | capsule | capsule (%] Lower limit | Upper limit [%]
(fast) (slow) [%] [%]
Cmax 13.913 | 13.567 102.55 91.802 114.558 28.3 0.0024
AUGC,. 128.378 | 124.984 102.72 96.622 109.193 15.4 0.0000

Table 11.5.2.7: 1

Ratio of pharmacokinetic parameters of BIBF 1202 ZW to
pharmacokinetic parameters of BIBF 1120 BS

BIBF 1202 ZW / Capsule (fast) Capsule (slow)  Drinking solution
BIBF 1120 BS N=36 N=36 N=18
RAUCh 121R 1.04 (38.0) 1.05 (40.3) 0.982 (40.8)
[0.399 — 2.18] [0.466 — 2.73] [0.415 — 1.75]
RAUCh 241w 0.935 (40.0) 0.944 (42.0) 0.901 (40.2)
0.368 — 1.80] [0.424 — 2.26] [0.402 — 1.70]
RAUC). TR 0.704 (47.6) 0.736 (47.0) 0.700 (48.0)
[0.262 — 1.55] [0.327 — 1.87] [0.285 — 1.68]
B 0.956 (43.4) 0.933 (48.0) 0.871 (43.0)
[0.369 - 2.20] [0.329 - 3.25] [0.349 — 1.63]
gMean (gCV %)
[Min-Max]

Table 11.5.2.7: 2

Ratio of pharmacokinetic parameters of BIBF 1202-glucuronide to
pharmacokinetic parameters of BIBF 1120 BS

BIBF 1202-glucuronide /

Capsule (fast)

Capsule (slow)

Drinking solution

BIBF 1120 BS N=36 N=36 N=18
RAUC) 12 Mt 6.71 (46.4) 6.53 (49.3) 6.48 (49.2)
[1.80 - 14.6] [1.96 - 15.2] [1.59 - 12.5]
RAUC 24 Met 11.5 (48.4) 11.1 (49.6) 11.4 (48.5)
[3.00 - 25.4] [3.17 - 25.1] [2.83 —22.2]
RAUC - pMet 24.7 (59.8) 24.6 (57.6) 27.4 (55.0)
[5.93 - 82.9] [6.90 - 57.5] [8.08 — 55.9]
RC jnax et 4.27 (55.8) 4.27 (56.5) 5.44 (51.6)
[1.42 - 13.2] [1.09 - 9.68] [1.24 - 10.0]
gMean (gCV %)
IMin-Max]

Table 11.5.2.7: 3

Ratio of pharmacokinetic parameters of BIBF 1202-glucuronide to
pharmacokinetic parameters of BIBF 1202 ZW

BIBF 1202-glucuronide /

Capsule (fast)

Capsule (slow)

Drinking solution

BIBF 1202 ZW N=36 N=36 N=18
RAUCq.12 MR 6.44 (50.0) 6.22 (53.2) 6.60 (49.1)
[2.77 - 18.2] [2.54 - 17.0] [2.91 - 14.6]
RAUG: 7 12.3 (52.6) 11.8 (54.2) 12.6 (49.1)
[4.71 - 32.3] [4.55 - 33.1] [5.30 - 28.2]
RAUGH warivii 35.1 (57.7) 33.4 (59.0) 39.1 (47.3)
[13.7 - 94.7] [12.3 - 92.0] [13.7 - 79.5]
RE s nmmmm 447 (56.2) 4,57 (59.9) 6.24 (46.8)
[1.75-11.2] [1.51 - 13.6] [2.69 - 11.4]

gMean (gCV %)
[Min-Max]
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17 [1199.20 |t AF A, T3] Fo R A | [14C- A s A [ T3 <5 > <5 8>
pK A 89 JElthd  100mg g%, Ad, ¥, woll |-Fof F 13hrvol] %
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A1) B2A) 5L tiARA

W WA F5

7o)

=

-2A gl TALA
<AA4> (BIBF1202) & ¥3F AUC
@uk o AlEkas, "oh |2 Cmaxe [14C1-8A
ECG, 4343 H|s8A dHUYHETG
AL, o) dg, Uik vS
A [4C]-EAFSEA o

H Thd 9] LI EE
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AP FAg 2A)
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L4 13, 71835 1
ofE3 dHd
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Table 11.5.2: 1

Comparisen of pharmacokinetic parameters of BIBF 1120 BS, BIBF 1202 ZW and
plasma. vrine and fasces after single oral administration of 100 mg BIBF 1120 (2.60 MBq [ *Cl-labelled
BIBF 1120) solution

["C]-BIBF 1120 ES-EQ in

BIBF 1120 B%

BIBF 1201 ZW

[“C]-BIBF 1120 ES-EQ

Parameter umit ghlean gV [%0] ghlean OV [%]  wmit ghlean gV [%e]
AUCq12 [ng'h/ml] 613 54.1 58.5 503 [ngreqh'ml] 347 193
AUC S i3 auem [(nz'h'mL)/'mg] 0.613 54.1 0.601 503 [mgreq-himL] 347 193
AUC, - [nzh'ml] 102 60.1 NC NC [ngreqh'mL] 2160, 815 and 1170* -
AUC, o porm [(ngh'mL)meg] 1.02 60.1 NC NC [(ngeqgh'ml)'mg] 216,815and 11.7* £
SHATC, [%0] 119 592 NC NC [%] 678,523 and 42.7° -—
Cos [ng/mL] 10.5 493 9.04 58.0 [mgreq'ml] 39.4 262
G [lng'ml)/meg] 0.105 493 0.0929 580 [(ngreg'mLl)img] 0394 262
toiy [k} 129 0500-3.00 2:51 158400 [h] 204 108600
f k] 13.7 277 195 35.0 [k] 486, 140and 18.7* -
MRT,, b} 157 227 NC NC [k] 67.3,19.5 and 27.9"° -—
CLF [mL ' min] 16300 60.1 NC NC [mL'min] 771, 2040 and 1430° -
Y. F L] 19300 446 NC NC [L] 3240, 2470 =nd 2310° -
Aeamz [ug] 197 64.6 238 53.2 [ugeq] 649 253
fo, [%a] 0.197 64.6 0.296 53.2 [%4] 0.649 263
CLgoot [mL/min] 329 138 64.6 301 [wl/min] 948 154and 11.1° -
Ay o, farces [nzeq] ! ! [ngeq] 93400 261
ey, tueees [22] ! %] 93.4 261
BI Trizl Mo.: 1180.0020
Source data: Tables 15.52.1: 1,3 and 5
# = individual dats for subjects 2, 3 and 5
#= median and range, . BIEF 1120 BS and [C]-BIEF 1120 ES-EQ:t, = 72h; BIBF 1202 ZW. 1, =Eh
17 [1199.16 | & | 7R | dEthd 150mg (T3] <%F3> <%}FE>
2 |EAg e A 269 [vhs Rl (2% 51 41 |G, AUCin Pgp HE 24 2%
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@A |((REA| NFEF gzl ax FA&F 2 Wl | 597 B EE a3
ad)
A4 600mg 8L T s4lel oja] JEHThy
234 600mg qd o) <gAA> o xE2FT WIOE &
qd WEE+] o) g5 %
g 150mg ©3 ATEA
o <>
et Fof § &
bRy olgurg: A
A
Table 2: 1 Pharmacckinetic parameters of nintedanib after administration of a
s’?ﬁ? d°5.‘e.°f6%j§mb lfii;ngf:lg;fiémfgmucej and following ninltple sdminiskrations] Taple ) Analysis of relative bioavatlabihity of ninfedanib after smgle oral
By e - e Al -l administration of nintedantk 150 mg alone (reference) and following multiple oral
Nredan alone Rt i admmistrations of nfampicin 60 mg once daily for 7 days (test)
Pharmacokinstic (reference) ! (tast) *
parameter cMean %gCV gMean %gCV Adjusted gMean ratio 2-sided 99% Clof gMean
AUC; [nghiml] 183 361 894 368 of ratio s
AUCo.» [ng bl ] 173 369 841 ELS fest to refrence Upper  mndividual
Coony [ng/mL] 211 18 128 134 Pharmacokinetic treatment (TR)'  Lowerlmit  Limit sCV
tune > [H] 100 0.500-6.00 400 1.00-6.02 T ] Cal ] T
tya [0 25 18 234 24.0 H - - = - : :_
MRT,. 1] 19.1 312 194 e AUC;[nghml ] 50.12 4716 3328 121
CL/F [m] /min} 13700 361 22 000 36.8 AUCy . [ng-hvml ] 4298 46.89 5329 133
V/F L] 26 600 467 56 600 0.7 Cop[ngiml] 59.76 53.83 66.35 19
TReference: 19=16, test N=03 : e
* For tw., median and ranze are grven instead of eMean and %0gCV ! Reference: N=26, test: N=13
174 [1199.16 | E4 5 |3, 2A4AE |44 F|dEthd 50mg T3 <%F> <%FFE>
1 28 d3d A E Z U F(AEZY|Chaw AUCu ARIYUE FALH
A E 2 U F 400mg qd £ 39 oAl P-gp inhibition
400mg qd HHEE T Fo)  |<GAA> < B3 dHEHTde
o+ H o9 ol dnt-s =EE 16~189 F7}
150mg T3] F o b

<¢tHA>
AFeky FEE o)A
Hee FE 47, ¥

il

13 vehg
Table 1 Pharmacekinetic parameters of nintedanib after adnunistration of a
single 30 mg nintedanib dose alone and following multiple Table 2 Primary analysis of relative bioavailabilify of nintedanib after single
N iiE ae oral administration of nintedanib alone or co-administration with

Pilot Part + Main Part
Nintedanib alone {reference) Nmtedamb + ketoconazole (test)

steady state ketoconazole in the Pilot Part + Main Part

=31 (N=29) . : . :
— — Adjusted ghlean rafio 80% CT of ghfean ratio Infra-
gMean gCV [P Mean gCV [ : = = AT
AUC,. [oghiml] 386 i [; ] % - 40.5 | — Phamacckinetic  of st 0 reference T ocorbmit  Upper hmit ”f!gl{ﬂ}'“l
AUCs, foghimL] 357 78 594 qpg  Dametr eatmert [ %] g VD
Coe [ng/ml ] 410 710 7.13 444 AUC; - [nghimL] 1603 1482 1737 1749
tew [h] 400 3.00-6.00 3.00 1.00-6.00  AUCy, nghml] 168.1 1533 1820 179
t1 [h] 18.1 349 15.6 383 C [ng/ml] 179.6 1574 2048 200
CLI (ml/min] £ = e i " For the calculation of the adpusted gMean. the data of 29 subjects for the test reatment
Ll e e 15409 22 and of 31 subjects for the reference treatment were used.

* For toy, the median and range are miven mstead of ghlean and gCV.

641 A7 AF(R/ET BANAMY FFFAIPK)F H= HAA
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Table 11.5.2.3.1: 2

Geometric mean pharmacokinetic parameters (%gCV) of BIBF 1120
BS after single oral administration of 150 mg BIBF 1120 as capsule
(fast or slow) or as drinking solution (N=18)

Capsule (fast - Capsule (slow - Drinking solution
charge 1) [Test] charge 2) [Reference|
AUCp- (ng-h/mL) | 128 (35.1%) 122 (32.4%) 84.2 (48.6%)
AUCp.2a (ng-h/mL) | 92.2 (31.2%) 89.4 (29.8%) 61.2 (43.6%)

Crax (ng/mL)
tmax (1) *

tuz (h)

CL/F (mL/min)
V,/F (L)

14.5 (53.3%)
2.00 (0.750-6.00)
17.1 (33.6%)
19500 (35.1%)
28800 (33.1%)

13.0 (36.4%)
2.00 (0.750-6.00)
15.8 (25.1%)
20500 (32.4%)
28000 (32.4%)

7.17 (46.79%)
4,00 (0.250-6.00)
14.7 (36.3%)
29700 (48.6%)
37700 (35.0%)

*median and range

Table 11.5.2.3.1: 1

Geometric mean pharmacokinetic parameters (%gCV) of BIBF 1120
BS after single oral administration of 150 mg BIBF 1120 as capsule

(fast or slow) (N=36)

Capsule (fast - charge 1)

Capsule (slow - charge 2)

[Test] [Reference]

AUC... (ng-h/mL) 131 (29.7%) 128 (32.6%)
AUC 5 (ng-h/mL) 94.3 (28.7%) 94.5 (31.2%)
Crnax (ng/mL) 14.1 (47.8%) 13.7 (42.8%)
tomax (1) 3.00 (0.750-6.00) 2.00 (0.750-6.00)
tu (h) 17.0 (26.5%) 15.6 (22.3%)
CL/F (mL/min) 19100 (29.7%) 19600 (32.6%)
V./F (L) 28000 (31.9%) 26500 (31.9%)

*median and range



Table 11.5.2.4: 1

Sununary of geometric mean (gCV) pharmacokinetic parameters of
BIBF 1120 after mtravenous infusion (4 hours) of BIBF 1120 1 mg.
3 mg, or 6 mg and after single oral administration of

BIBF 1120 100 mg capsule (N, geometric mean. gCV%)

BIBF 1120 1 mg v | BIBF 1120 3 mg wv BIBF 1120 6 mg 1v BIBF 1120 100 mg oral
N ghMean ;E'C‘; N gMean gCV% | N ghMean gCWV% | N ghean gCV%
0
AUCy 5 17 2 5 2 5 2 2 5
(ng'h/mL) 6 59 22 & 204 53.8 12 553 26.8 1 45 54.3
AUCIqu
(ngh/ml/m |6 59 22 s} 6.81 538 12 922 26.8 12 0.450 543
g)
AUCp- =
; 2 Z 332 26. 2 i 28. 2 56.2 50.
(ngh/mL) 0 4 332 6.5 1 71.9 8.8 | 56 0.6
AUCqw nom
(ngh/ml/m |0 - - 4 111 265 12 12.0 288 12 0.562 50.6
g)
- ] 7 1 2 2 2 2 3 2
(ag/mL) 6 204 1 6 4.99 in4 12 123 211 12 g4 37.2
(ag/ml /mg) 6 204 17 s} 1.66 304 12 2.05 211 12 0.0843 372
&
E‘;‘l;‘ 6 299(200-402) |6 3.00(200402) | 12 3.00(2003.00) | 12 3.00 (1.00-6.00)
8;:; 0 - - 4 5.08 413 12 17.9 539 12 117 482
CL = =
- . 2, 2 2 = . .

ol i) 0 4 1510 265 12 1390 288
CL/F

=R & & 3 = E 7 3
(mL/min) 12 29700 506
T\"'_ss A = 2 2
@ o - - 4 493 56.8 12 1050 450
V,/F _

= - = = = i 2 2 g
5 12 30100 351
E‘hffu 0 - - 4 546 76 |12 126 691
MRT,,

12 139 310

(h)
E

- - - - - - - i2 0.046% 536

* median and range

Table 11.5.2.9: 1

Geometric mean urine pharmacokinetic parameters of BIBF 1120.
BIBF 1202 ZW. and BIBF 1202 glucuronide after intravenous
infusion (4 howrs) of BIBF 1120 1 mg. 3 mg. or 6 mg and after single
oral administration of BIBF 1120 100 mg capsule (N. geometric
mean. gCV%)

BIBF 1120 1 mg v BIBF 1120 3 mg v BIBF 1120 6 mg v BIBF 1120 100 mg oral
N gMean oCWV% |N gMean ogCWV% | N ghMean pgCWV% | N gMean ogCWV%
BIBF 1120
2“1:3'% 6 9430 431 5] 40300 33.1 11 83600 242 12 50700 315
f?i‘s 6 0943 431 6 134 331 11 139 242 12 0.0507 315
o
CLzo.sm — . 4 202 83.1 11 206 326 12 160 549
(mL/min) T ’ - - - ) i
BIBF 1202 ZW
j}leg{;"h 6 7490 310 5] 20900 372 11 50000 283 12 106000 527
CLR{H&h _ _ _ _ _ _ _ _ _ i 255
(mL/min) WA T
BIBF 1202 glucuronide
Acgup = = < : = - = = 12 20900 67.7
(ng)
Clposm 5 .
(mLmin) |~ ~ = = 3 = = = - 12 101 289

*Caleulated based on total amouat excreted and molecular weight [1702-1482
Ae = amount excreted via unne, fe = fraction of dose excreted via urine
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o 5 BTN dHTd e FAYH HA €4 = 3 IPF Ak o gl FA4YH PK

o
ol

Obzerved dose normahized pintedanib trough plasma concentration {ghdean (gCV [#4]1)

11003 E Comsmsoen [{n2ml ) me. W= 7 0.0358 (74.0)
103F €, SN () -1, i % 4 4 =150 0.0635 (7241
110039°  Conupee [{nz/mel Ymek M= 174 0.0887 (7131

Model dmulsted dose pormabzed nintedanib PE parameter esfimates (Fhase IUT PopPE; median [£
5" percentile] from 1000 simulations™)

AUC, e [0z WL Vimg] 109 (0.428; 249)
Corna sseem [(EmL Y] 0,124 (0.0553; 0.287)
feme [11] 175 (075:4.5
E o e [0 Y g ] G.O5EE (00241, 0.135)
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1199 .34}
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o
IS
o
I:DI‘
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oX,

a| ¥ Soj7] | l2a
(Hs/ | dAQ | H3EA FoE&F ' - B s a3
A qgm) <
<HFHEA>
12k 150mg bid T ol A
<frEA> 9ok thH] FVC 131mL 7+
12k FVC  %F- 100mg T2 13 fEA
Had BrHTlA &IV gl A
o 5 A et 50mg qgid 86, 23k 6, RAE|CE HAAY, HEE T 2
oo A 50mg bid 867, FVC g, AE(X Brpdselrde 9ok
4LHL ° [tIPF @A 100mg bid 869, &, o8, ABA|EHT IS Aes FGF
24 (119930 | g o 4287 (2 150mg bid 85%| 525 |- HAZL, T
ojopr)z [85786) | SIeF 851 <¢Ag>
o] 7] <¢dH> g g es A o
s A TEo HEAE, AAAH NS FVHAEAL 24, FE, A2
AL AR AER 5F), fF un B F
AL oldnks, AG AtEle SRR =
%, ECG + &% HHHCE EA Y
=, 5257 oFE fEE QAT
g HAHA Fe

Table 11.4.1.1.1: 1 Rate of decline m FVC (L/yr) at 52 weeks — OC — randomized set

" BIBF 150mg
Placebe BIBF 50mg qd  BIBF 50mg bid BIBF 100mg bid bnd
Randomized 87 87 26 36 86
patients
Analysed 83 85 86 85 84
patients
Rate of decline
Adjustedrate  -0.190 (0.036)  -0.174(0.037)  -0210(0.035) -0.162(0.035) -0.060 (0.039)
(SE)**

95% CI (-0.262.-0.119) (-0.247.-0.102) (-0279.-0.141) (-0.231.-0.093) (-0.135 0.016)

Comparison vs Placebo

Adjusted difference (SE)** 0.016 (0.052) -0.020(0.051)  0.028 (0.051) 0.131 {0.053)
95% CI (-0.086.0.118) (-0.119.0.080)} (-0.071.0.128) (0.027.0.235)
Nominal p-value 0.7558 0.6991 0.5736 0.0136
p-value from 0.8530 0.7920 0.8530 0.063%
Closed Testing
procedure
Source data; Table 15.2.1.1.1: 1

* Based on visits up to visit 0

Negative change indicates worsening

** Based on a MMEM with terms for treatment™ time. gender™ height. gender* age, patient effect. patient™ time (patient
effect and patient* time random_ all other effects fixed) and a variance compenent variance—covariance matrix
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<%¥F3>

R v=duE §e
FoAdA w27 o @A HE
(Cmax, ss 0.592~0.690, AUC

[e) 3}
;LK@@ e thg 50mg bid 69, [14Y(50|%) = ¥ -SrEs AseH 1,55 0.683~0.748)
2 &<l IPF 100mg bid 8%, | , [UY | coran>
o (119931 | ) = o 32+ 504 1050mg bid 247 102[1@ i %L( —olgure, AAA <> .
lor = (9/9/32%3) _ A F 124 282(15)0455f N, AT g-/\lﬁé,%wgmg SEEo- 4
? AT54 Omg) | W= Ha2 A 77 Aol Rk 241(20.8%), TE
Nl ’ (208%), AAH16.7%), ALT,
© AST, CPK, GGT %7}
2R ES §ERAA A
3t olduks fAF
§ Efficacy : IPF X &
<F-EA>
12k FVC Azt s Agef
-114mL, $1°F - 207mL—9]F
oiEl 9mL/d, SAF FoA
U
FR2AFAA fFAT Aol
Rolz| 2§
<SEA> - 5252 SGRQ: 71AA] tiul Al
12k A FVC|@oF 434, 19F 4392 fA+
s -5F3 FA4 IPF 9348, A
22k SGRQ, HZ|9F 6.1%, $19F 5.%, HR 1.15~>F
w4 A7 oA otsl A Bt s uhE
A1z, Adl FVC,
o = 525 of & | <A 4>
rax 0 Z. oEeE oS oekrT)
e g a A ws
IPF  #2dE T 150mg bid(B& o SGLRE W], @ r_;r‘;%k e elerud
34 [1199.32 [91Fth= 5 1 3 H|Al 100mg) 3093 523 o SGRO oy A o éﬁ_%%ﬁr A ot
oA |(309/204) |t 20473 B T IR e AN
DZ—]’% ” =, o =X o(E~ ’ =% :ll 7 *10) ]
;;33; HolA7Aef Al 7I1F
° e 7}, DLeco W3} |- ALT, AST7F A4 3w o]
7 JFAE AP F(15
<HAA> w)o] o Bg, ok (19)
ok, &¥A |- ALT, AST, ALP, GGTE Ad
=, AARA, A o] okET =&
=, A94d |- dAwndez A% Es A
Ab, ECG T RS
- AT B Taw AP -
3.0kg 9 -12kg 7IAAZ
FE 5% AT Hd i
W AgeF 443%  9loF
21.6% 2 NPT =
- BEA%E, ECGE Eolik ¢l
o
<FHEA> <fEA>
12k 9% FVC|1zk FVC Azt Zad Aget
Bad -114mL, $°F - 207mL—$]eF
aan -T2 27k SGRQ| Ml 94mL/d, FAA  fel4
okzl 4] P w4 o3 S{iiz
S s 3( = =T
PP RO 10mg bid(Ra) SlE2Ak: Al 5253 SCRQ: Z1AA o A
3%(1199.34 [Y1eFth= |5 4 8 WAl 100mg) 329 525 FVC, 5% o=@k 280, 9I°F 5485 7|4
o] F™WA ((329/219) |k 219+ Y o S e moao
D) FVC%, 525 |thH] F7HE A1, BAFCR
95 FVC ®kgz ¥l foldt Aol & vehd

&, SGRQ W3}
2 SGRQ HH&
2+ vlg, A H

ol 471 A ) ]

5273 4 IPF okshg, A9
oF 3.6%, 1°F 9.6%, HR 0.38—
T4 sk Ay B4 s vl
e BY ool E
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<kd4g>
B 4 sk WE A
o = AP 292%, ek
2.7%

-@7H BAg A feRt
AP Eg>A-HA o) kg
(BAL, 24, 7E, B5) 711
-ALT, AST7} A4 3u] o)
7k S AL A @R (179)
o] o Be, fekE(29), 58 o
& ARk 89, ffoF 1%, ) o
& N34, 9k 19

-AST, GGT, dgF39L Ad
oFo] fjofrRT} =&

Audow AzAd s A4

7, DLco ®¥3}

<QrAA>

ol -, #¥A
= AAHA, A
%, AgAad A

A, ECG

=

< =

- AT BT AETF APS -
32kg 9% -15kg 7IAAZ
HE 5% AF Ad Fa
Hg Ak 488% Aok
281%% NPT =5

- EAF, ECGE SolAkd ¢l
(e}

=3

- A E-ARNA R GoF Ao (49.2%), B AN @47.9%), AN (421%), <= D AP A FNE61%), TF], FF L F
A Aol (31.4%), A HH(27.3%), A HoH(18.6%), AAA FH(181%), AT H A% FE171%) D TAH FE(16.9%)
20% ©14 A 18 PA24%), A= AF F(23.4%)

2. 71AA A&

- P-gp AAA 472%((71AX AlH), PPI 383%, M4l ZE2E|Z2HZ )= 21.2%, 713A] &34 189%, 4k4 10% PIvk

3. WEFE

- APk EaA AL BEFE AAA(A P 35%, 21 5.2%)

- AofTolA E3MAl AHE WEFE: HANIZE|Z2H RO SR 292%, NP 224%), Z1HAGAAN(AF 203%, AP
13.9%

- fﬂ%iﬁ&zﬂﬁ}%z AET 2 FT BF Ta> B8 AE Ado® A& daBAAE F70)

- GASA (OFA-G A 2 RD): 1A A B AE-F7E, okste] A9 FakEAl g wE St

® WEF7) o2 FA o4EE A9ety, Az 612 W ZH=UES5mg/Y(BF ol A Z2E F2H RS AlA), of
MEYA=HQl, ofAE] L XH, Afo]EFRZXATHE ALo|FEZAXHA

> HESFE %S IR G

§ Safety
o | DEITHE 150mg bid(B&| TEE
IPF  3#
)7 b A Zrek m 71& _ -
271 (1199.32 | 100mg 23) 679% HE qg *Z PR A (R F)
kA A o |- 628 150mg bid 'I"O%r RIS 2] 427 79.2% oAk o] Ahukg
s . ™ . = Elgl= = -/F.z/0 AR ] o o
v|n9ess |, [1199sa A|7LE 100me bid FOIRASR s eiam way |Ew oluweew): TR
07H 3 oz )_):]141/) 3 T2 &% 7 Y X] =0} 7) /\-)/\]_ % [t] %
];]_CQ;,_ = = O] —= 12.8% S Zrak | oF o m S o %1\ = (365 0), __FL—|(90 0)
agAg | 2D o B = ow e | e (641 AT 37%: AF o3
o 00 ‘__Z p=3 H 7 & N . . gl
A A 679 1.3/E - S 8
7 TES Zhed
* 2R A (A E)
JEthd 50mg qd 64 | .. _ o,
- - = == =
7] (11 AE A AP S 57.6% o)} o] gutg (e
IPE 37 50mg bid 517 el I Fd)
QA o 23] | A&7 5
(1199.30 4] 100mg bid 457 gest| o -E3 o) uS(10%): AW =
34 (119935 | ., 3 98 v 150mg bid 387 EX] z;%k ekd A Bt T EFET oY AAd14%),
;céq B 198]* AP =F 150mg bidZ| ) o ;‘;ﬂ] TY(12.1%), &% ZFo= 3
=l = 7153 A =g T : A
‘5@'*]@ [e] o © o i o1 o o v 74141\_ % B R
o] 417 AFH20.7%): A o3}
A TEA 2 oEd A gle AR
AF 42kg T4
274 11199.40 | A7) IPF 32 dE Tt 150mg bid 208 | =% | - |[HdAA H7} *FARIA (P F)




Erdhs

dA [(1199.314 . ool al _75%014 oFEF pAR o4
° (D = o= (E&Al 100mg bid= 3 g g ahe °
2 |ogE 9 2 AW ol kg 3%, A3k of
Bdz |2 H8A| . erom s‘i}
A9 20 AT A4 59 oAk WA oA AA
el (45.0%), 7%(35.0%)

6.5.2. 34 YA4AIF (Pivotal studies)

o 119932, 1199.34 A@ellA FE4 A3 2 F3 vlolE 119932 2 119934 AP BTG Afolo T8 Apo]7}
geomz f14 B7HE A% AY BF (pooling)ol, BF B4 thd B4 Aol Ad 748 v} gol,
AAsta AAAE g5AE A9 dwe B4 58 2 34 v#Agd AX (Committee for Medicinal
Products for Human Use guideline on Points to Consider on Validity ¥ Interpretation of Meta-analyses)¥
3 F32 93 [CHMP/EWP/2330/99; R12-2803]¢] H¢38l= Ao 2 183,

o 1A HIPAFS A5 APE-ANFE-AR FEAE p-t BFLE o] WL A 23 By A
A - IE 3580l B4

- AR BT JETY O35 @450 A% AFEG 5273 B W FVC #agd HAFS 249 &
2&& A7 S IFE Aolel FANE (OF 200mL/); Y FAaEe A7 JHUY IFE Al
A= FARE (2 -100 mL/ ).

- dEHTE 2 A% a5 A AAE 24 Aole FAHLE fFosta T AFAA BT FARE FRAS
1199.32 Aol A& 12526 mL/ A (95% CI 77.68, 172.84; p <0.0001), 1199.34 Aol M & 93.73 mL/vﬂ (95%
CI 44.78, 142.68; p = 0.0002)4tF. & E4olA= deHthd 2 99 I&3F FVC A3 das
109.94 mL/3d(95% CI 75.85, 144.03)°10 1 SAH froAdol= =2= (p <0.0001). F 97 234 d#4
& fFometA G APE-AFE-AE FEAE p-gtol YA E HFHL U

658. AN Ao i 9% P AE
o A7 A8 FH ¥ AEE 9FBA o F(AEAL, 24) 2 A% 439, GT7H §F ga 2P o]k
F2 AN, 24, TEOIN, AEFEA FolE By
o FEFAY ol AFBA ol NS L tiAet FY FoN(A&1H), AFgA, BEL FUL HEEH A
°f
o FUF oldutse AW os, HEY 1Y, HPold oy APt Yofrzt wA Wl
o AMFZY o]k AW o3}, BF Ao, Aol Tolu A%TAM o BA Ued, F
x}(wﬂﬂ%ﬁ%)% ATl AT Yepgoy, dA F% 34 AFAE ool &
H oS =] 8T H ﬁall@ﬁ} Fd AF 27 GAEA oy
o JM4 EaA BI1E AEE JATA ol
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