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77K E R

REHEAANCEREMEBERMEH OFEV BT E %A . 5S4 OFEV 558 7 & AL .

OFEV® (nintedanib) iK%, b O HRAE A

EZEHP RAAE: 2014

VAT RS
OFEV f& — i i 0 0 7035 I 4 65 5 1 W £ 48 AL (IP) 9397 . (1)
FIBMG 2 T5 5

(D) HEFE I 150 mg KR 2 R 12 A S5l (2.2)

(20 25 18 BT I 5 gk AR 42 100 mg, RIT M, sRA RN BAR RN . (2.3, 5.1, 5.2, 6)

G HITE, AT HIRERR. (2.1, 5.1)

R CRIIPY 3

M #E: 150 mg Al 100 mg(3)

2 RIiE

T

EEMERFMR

() BF8ETE . ) OFEV ¥ R 42 ALT, AST, FUMZLZE Tk o A7 6 R e A0 ALT, AST, FUAH AT 3. W Al 5 22 87 I o AC 570 om0
#ik, (2.1, 5.1)

@ W ER . A OFEV 8 KAV, o, MKk 58 —ANESH 7 KA RNEYS 25 (W, 3 UR T % [loperamide]) 804t 2y
AT B . WU X R T T RIS, KL, SRk R 428k OFEV. (5. 2)

G MEHR MG JLRE M N %) & A R I Lo iR LV TE A TR ek oh SRR . (5.3)

() BT 2l ik A AR 2R AR R T AR AL TR O ORI LA e bR B ks AR . (5. 4)

(5) W HRTE R A A KRS AR 0 B R A a9 A KUK I ] FEV. (5. 5)

6) W AR AL . BT T R VR T B S A OFEV. KR il g AL B 20k OFEV. KU A B A0 1 o L XK
SO0 ) B8k kv AR KUK A 48 T OFEV. (5. 6)

T B R

BeW WA R RN (Z5%) 2 MV, o, M, Wik, BEETES, fRR, Sk, REWE, Rk, (6.1)
5 M BE AN R N, TR B MR B 25 2 W) HLEE (800) 542-6257 51 (800) 459-9906TTY sk FDA Hiii 1-800-FDA-1088 ¢
www. fda. gov/medwatch.

iy EAEH

P-gp Ml CYP3A4 4 il 5 3k [l 45 25 W BE 4 N nintedanib % 5K . %5 V) Wi 0 &8 2% % OFEV i 52 ¥ . (7.1)

F 2R BE R AE

W WiFLRESR . ZObW R A& R Yy, BB AR RRE L. (8.3)

@ BFSZ A 0k A7 R RS2 4 R MR R R IR % R U R R B 20k OFEV. A oh B EO™ TR I 2 4R P AN B AR
OFEV, (8.6, 12.3)

G) WA RN AR AT ™I RS2 AR £ OR 3 A8 3 WF 9T OFEY 2 A RDY R, (8.7, 12.3)

) W W i RR O A B R T 0 OFEV 9T AL B . (8.8)

SEEALTT R R



1 5& RAER %

OFEV S i HI 4 i b ¥ Wil 21 4k 4k (TPF) #3697«

2 FIBMG L TTHk

2.1 OFEV & FiTR %

FI OFEV JF 4036 97 17 BEAT IF Dy e A 46 [ % i Ak 0 (5. D 1.

2.2 HENE

OFEV iy 4 #7 77 5 /& 150 mg £ K 2 K& TR L 12 /M.

OFEV g 2 % 5 fr 4 AT DO i K 245 3 2% (12, 3) 10 T o 3 7 o PR DA 8 ok AN 7 N I B3¢ 1K B OFEV B 3 o AN i i Jie 286 il ML Wi 0 s 1
*f nintedanib 254X 3 Jy 4% 5% 0 .

W E R — A OFEV, REAE R — I 1) & RN — 5o Wi 8 AN 2ok ah 22k o A 28 0 k17 1R die KA R i 300 mg.
2.3 HTARKRMAEHE

B 7 O0SAE R SY, WNIE AT, OFEV AN R N FR) Ak B AT fE i 22 9 A R s 8 i o T AR S O RORON M W AR VR AR VR T IR K P .
OFEV 3 J7 W 75 56 42 i 4 Mk 52 (150 mg 4 K 2 ), SAE kAR 57 &t (100 mg &K 2 2k) . Bl 5 ol 39 0 48 58 $6 50 .t — {9 28 % AN g
fif % 100 mg %K 2 W, #1bEH OFEV i y7 [ W% 5 g & F 09 (5.1, 5.2, 5.4, 5.6) RIA K RN (6.1)].

b JHF B8 T e R RE R R B . X R T A R RUAE LR B (AST) BN UM &R B S i (ALT) IEH LR (ULN) >3 % %<5 fi%
B AE S, TR T SR OFEV £ 100 mg R R 2 k. — H A WS B, W A8 A5 WA 5 (100 mg 5K 2 1K)
TR K5I OFEV 3R 97, Bl J5 BT 3 0 45 56 # 57  (150 mg RF K 2 0) [ &5 Ry B 0 (5. D) MAS R R Y (6. 1) 1. % AST 3 ALT
JHw ULN >5 5 8>3 £ ULN 55 7™ 5 i 45 43 55 4 B0 IR ¢ 11 OFEV.

3 7 B R A

150 mg K% R, ANBEY , MBI, O K 62 ARk B 52\ bR B R 71507,

100 mg iK% MG, ANBEY , MIBDE, OO 6 2 kRS RS 52\ AR B R 71007,

4 BRiE

X -

b BEEMERFM

5.1 FFEEFA=

KW AEA P E (Child Pugh B) 8™ (Child Pugh C) 52 #i & 3% s WF 50 OFEV 9 2 4 M RIYT &0 . 76847 J8 5™ T I 52 4 J 3
AN OFEV 38 97 [k Bk B ob A (8. 6) ATl R 25 2127 (12.3) 1.

TR R BB b, 45 T OFEV £ Bt Il 7t i (ALT, AST, ALKP, GGT) . Wi 771 45t 16 4 5 o U7 F i 105 n o w0 300 R0 AN R B JHF 453 405 1 DA 4 4iE
SRR A ALT A /80 AST Jh i K 2 % (94%) (3% O JF 5 <5 f% ULN.45 T OFEV i& 4% B 0 20 2 7 w5 . 4 040 2 7F o /8 % K 2 40 (95%)
E TF <2 % ULN DL A BR BE o 48 1 (8. 6) B IR 25 11 4% (12.3) .

F OFEV ¥R 97 6 #EAT IF 20 B8 AY % (ALT, AST, FUHZL %), fEHIL3AH, MHJER 3 A H, Rk K 136 s i 0 i il T+ s ol g
ity TR R R PR (R R 2Tk (2.1, 2.3) .

5.2 HHiER®

BEYE 1 OFEV A% AV 97 M8, T V5 AL 0 10 5 0 W 0 O 4 ) 62% A1 LL A 18% [ L AR B (6. 1) 1. fERZHEE D,
FE R A BRI AEAE T Sk 3/ H . fEH OFEV ¥R 7 B3 11% 5 22 B RNR 7 B 0 LR IS '3 BUK A i k(% . I
5 3 8 5% 8 # £k OFEV 5 2 b 45 22 I AR 97 [ 3 <1%.

A VS A RSN AT RE T R A R R T W . R AR R ST O KA R RS 25 (s KR T VR T RS L R A RS
Ak 28 2% 78 iR T LR R4y 250770 (2.3) 1. BT REAE S8 MR (150 mg A K 2 %K) R OFEV ¥R 97, EUAE Il AR 77 4 (100 mg A K
2 ) VR ST BE JE R0 A 8 R R . IS R R RE R T FF 8, 2k ) OFEV YR YT .

O UMK 1 OFEY A 22 B 3 97 85 4 B0 0 24% L TR MK I 12%HH E 3% [0 AR BLR R (6. 1) 1. 7E K B B
PSR R R Y . B0 S 2% OFEV B £k, WKk 5 30 1% # £k OFEV.

o B L BV I R A R SR IE S B LR B kAR T, T R T R e A A o o W DR R 4 2 7V (2.3) 1. OFEV R YT AI
e A 5 480 B B (150 mg BF K 2 %K), BRAEWRAR A KA (100 mg AF K 2 %K), Bt J5 0T AE 19 0 28 58 #40 & . )™ % 0 B
WA, &k R YT ] OFEV.



5.3 MR iR LB
0 OFEV 45 T — il 4T 4k 41 Lo mT RE B8O )L A& 55« 75 K BURI G oh 75 /N T R B2 i 7 7 4 o B K4 9% 5] e (MRHD) 5 % (78 AUC JE Al 1= K
BRI G 7 10 50 43 30 Nintedanib Ji S50 fif o RSO R IG JLAE T o 1 76 4F 4% 91 6] A A OFEV, B 4n 75 il I OFEV I 3 3% Jl b 4
U, WG R HR LW TR MG . F R 0 o BB B2 OFEV IR T IR I G O T 4R R IR 9T YT )RR YRR OFEV R A2 b 3 A
AL & 2 2 [ sk N RE AR (8. 1) ]
5.4 ZhJik i kA 5 F A4
S OFEV i 2 ¥ 41 it 20 Bk ifn 4 4% 28 S5 05 o 76 06 R 56 b, B OFEV ¥R 97 8 2 038 2 ik o 4% #4: 9 8 1 2. 5% A0 22 J§ 570 A 97 & 3 0. 8%.
Lo WU B R B Bk o A B 2E o 0F B R RO R, OFEV=IR T SR R B 1. 5% 5 2 LL B 2 716 J7 i 3 0. 4%,
LR T A T 0 A ARG B A L e IR 2l B R RE . AR R 0 LA B R AR SR AR D 2 8 R T
5.5 Hi ML i KK
M A U LD (VEGER 4000 £ 1), OFEV Wl g 369 I i o fly KUK o 7 I PR U4 b, ) OFEV ¥R 7 A2 4l 3 H o 1 10% A ) 22 8t 5]
RIT B The
SUAT 0 R XSG AR 00 B R 2 A XK A ) OFEV.
5.6 HmiEF I
MG VE I BLHD, OFEV nl e 4% I 19 1l i % fL XK o 76 I R B3 b, i OFEV YA 7 /B # #RIE B W 27 4L 0. 3% 55 2 BB = B AR 7 /&
# 0.
o AT I T ARG S AT . & AR I 5 LR Rk OFEV I T . LAY O R W 3 AL R 0 B A 2Rk o A R
AAEH .
6 NRRNM
76 Ut WY A AR A A R DU AN R R N
® I A0 AT 5 T w0 5 R R (5. 1) ]

9 38 e [ 35 RN (5. 2) ]

M i i L #E M DO 5 Ry s 40 (5. 3) ]

2y Jik i A e ZE o [ 4 RV R S0 (5. 4) )

1 I 38 % L DL 25 A0 5 2 00 (5.6) ]

M PR R e 2

BRI 7SN O o N N = VR il O 7 N o T N A S N T R T 7 NS N o el - s TR E NI - N

[ ]
[ J
[ ]
@ i R R [ A R (5. 5) ]
[ J
6

e S B o L ¢ B A R R

0 i PR R 5 b 7 B I 1000 9 45 2 P il £F 4 46 [TPF] A8 3% 55 8 ik 200 ) 3 3% 58 8% T° OFEV 3% 2 4F LA L iF 4 OFEV 9 22 & 1 .
=T, XE, X, 52- R B b WS OFEV. 78 2 30 (WF50 1) R 3 3 (WF5T 2 B 3) i, 723 B4y IPF B 4%
52 OFEV 150 mg K 2 YOMI 508 41 i % 852 <2 ) . % OFEV 3R 97 85 2 A0 11 A B b 22 B 50036 97 18 8 52 88 10 b B IR )22 10
ANH o ZARFAEREHE N 42 £ 89 & (PR 67 %) . KL HE Y M (79% M & A (60%) o
FOFEV yh 97 883 b e AR 3 ™ AR R RN, B2 T2 @, U8 & (1. 2%4H Lb 0. 8%) F1C ULEE ZE (1. 5%AH LL 0. 4%) . H| OFEV
WP B AW WA R FAFEICT, B2 T 2B 22 (0. 7% L 0. 6%) , il P i 987 (0. 3%AH L 0%) , Al JJLAE ZE (0. 3%AH Lt
0.2%) o OFEV—ifi 97 2 4 3 1 % i 52 /9 32 A R0 1 & £ 2800 (MACE) 0 6 0 ILBE 26, SC2E P S AF 0. 6% A1 22 Jgh ) v o7 8 2
1. 8%,
OFEV—if J7 [ & 16% 4R 18 A K N 3 BUK AR 32 98 I8 A 22 B8 id o7 0 1% 1 OFEV ¥R 7 (8 3 S A RN 3 8K A A7) 3 g IR
T s (11%) .
OFEV-JA 97 M 3 21%4R08 AN RN 5 B4 R R 2 B R iR 97 [ 15%. OFEV-JR 7 MR p S B b i B AR B R WY A& IS (5%), &
L (2%) , AL ARRGE (2%) .
1 A BE LR ZE = 5% R OFEV L 22 B8t ¥R 97 41 38 AR )R Y .



TIEMR L, 2, MIPEE >5% OFEV-RTEENERZMAEELNTREN

FREMK OFEV, 150 mg n=723 TR n=508
B i 8

i 62% 18%

& 24% 1%

" 15% 6%

g4 12% 3%
BT JB % 5%

e At 14% g
8 o B A A

3 B 11% 5%
HEREHEA

£ 8% 5%
WE

HERE 10% 39
nE &R

" 5o 4%

*EEMA, LR, THEME RRERPMESEM.

-G EREBEAR, FRMD, SRRERAE, FERERAE, FugRd, Frtid
BRE, HANAR, DREBRREAR, CAHANAY, FEBRERRY, A HARHEDY
#¥.

CHERLE, DEAR, MaEAR, fowbEEol s,
SESR, T OFEV ¥4 77 32 L GH O I 30 8 OB AE B0 % T % B (L. 1%H L 0. 6%)
T AYMREAEN
7.1 P-¥EE B (P-gp) 1 CYP3A4 30 I 7] 1 5 5 7]

Nintedanib /& P—gp M, XKLL, CYP3A4 {EY) [l IR 25 B 2% (12.3) 1. 5 10 7 &k 9 — Fb P—gp A1 CYP3A4 400 57, i J
M [ketoconazolel & il 45 2, % nintedanib % § 4 i1 60%.0FEV &5 P-gp H1 CYP3A4 410 i 5] i) i 4 H) (401, 4045 % [erythromycin])
X nintedanib Bt # T AEHE 0 [l PR 25 B 2% (12.3) ). FEIX KNG oL, 1™ % S ML OFEV M 52 1 o A WX R fy b 21 W7 i o 22
W, AR AR, B & kT OFEV AT [0 B4 25 07 ik (2.3) T

5 10 R )t — R P-gp Bl CYP3A4 S AL M4 25, R4 T [rifampicin], *J nintedanib % & k% 50%. OFEV N i %55 P-gp I
CYP3A4 5 5 7 i [fl W JI (4, R 575 °F [carbamazepine], K Z Y4l [phenytoin], M ELEH [St. John’ s wort]) KX
S 254 W] BE IR AR X nintedanib i 5% 8 [ IR 25 2% (12.3) ]

7.2 PLEEMLZ

Nintedanib J& —Fit VEGFR M1l 770, il u] i 3 I i o 5 DK o %) 58 4> H0E 6 97 2% D) M A0 A0 2 Ll R o 2 R R T BE v T [
M F I (5.5) ],

8 RERABETAEH

8.1 Y&

JEE % 2 000 D AL A RN 0 (5. 3) )

OFEV 445 T 4L 4R 18 4 7T fe B JL /& 3 o 1 4% 4% 399 1) 4% 1) OFEV, s i ik il OFEV R (& 2% p ol UF 0% , 7 S8 5% R b i JL ¥ 1 0 77 o
NS 45 B2 2 T OFEV ¥A 7 7 I 18 40 38k 4 4T R .

15 B) Py B FE P BT T b, E b de K 2 AT AU (MRED) (76 — /i 38 AUC JE il b 76 K BRI 4R 76 7 35 1 IR nintedanib 514 23 5l
2.5 il 15 mg/kg/day) 75 K B G 7E N T M2y 5 5 BUR IR IR L ZE TR Z0ms i 48 0 . W % (6 8, WA JRZETH, R B R S S .
o S LR N b . R R AR, B R AR R (i, R AMEGR, ZR, BURXRRE L), A (R
), RMME (R, R, BELEA) . EARKILY, ERREBASTERET . R, W I ILE L B FE
A6 OME < A LE A 29 71%:29%) 76 04E MRHD £y 15 £% (76 AUC ZE Rl Lok = % IR/ & 60 mg/kg/day) . fE/JEk 4 RYBFE B FENT
MRHD (7 AUC Bt - 7E /™ & 55 10 mg/keg/day), Nintedanib Wl fik™ J5 K B 4h Bl Iy .

8.3 MILBEE



Nintedanib I /8 H ARG 2wl A b 20l 300K B FLvE o Wl FL oK BURL v A0 i 38 A AH LR 219 nintedanib MIILAR 4 . Nintedanib
A/ 8 H AR ey B AR A N Rt VAT OFEV X M LB )L 58 ma i N WF 5T . R Wi FL 34 )Lk 1 OFEV ™ 5 AN )RV #5 ik, VAl
H RS A Pl A b Y, B R AN RER T

8.4 JLEMEH

A i S AR L M B e e A R AT A

8.5 BEAMH

76 OFEV [#1 2 1 3 01 ifi PR BF 5% 52 W # 8 b 60. 8%42 65 AL b, if 16. 3%/2 75 M LL 1o 78 3 WIwFsh, KWL H 65 MLl 132
R R A e 2 W A ) R 5 B A R R O s R U5 B 65 R LA 1Bl 75 R LA b 52k R R AR B 2 A ) 22 A M b B R
E A e I 0 A7 26 2 AR A R U PR .

8.6 FFZ#H

Nintedanib & == 2 3l i 8 /3% HF il (O90%) i B [ K 25 B 2% (12, 3) 1o W A7 & 11 AE A7 I 52 4548 2 2 47 2540 3 1 %% (PR WF 5K«
X with % HF 241 (Child Pugh A) £R 3% M5 W0 AN RS R 5 2 I 2% 18 8 4 ) dk B0 2% 1l OFEV. 7E A7 F 2 19 4» 280 Child Pugh
B & C H R W UEAT nintedanib 192 4 MR BOWES . BIE, A EICH OFEV ¥R J7 A B (Child Pugh B) flj™ % (Child Pugh C)
Sz g (s S MEE S (6. D],

8.7 HRM

MO — B gk - BT, Gl B nintedanib N TR 1 IR 25 B2 (12.3) ). EA R A DR R BB H LW
WG IR A R, R WA E Y 24 (<30 mL/min CrCL) A1 i 28 K U1 & % WF 5C nintedanib M2 44k, J7 2k, MR I %,
8.8 WM&

W A AF Bt 4 OFEV 4% e 0 1% [ UL I IR 24 3 2% (12.3) ], W AE 28 OFEV J7 2L KK . il OFEV & J7 i 35 il i 5 45 1k W ) R0 24 {8 ] OFEV
Tt G A

10 YT &

Kb, 1) A R T 600 mg BERBIE 21 Ko RAE—AAE-EE R B AE R %) FIE AN IE i 45 25 o B A ok,
VAT FCAb 1 A R AR o AE R W SO 2 ) R R R B B TR K 600 mg R 2 I HE A 8 K. MM R RS A7
TEf OFEV 22 Atk B — 8. WiB B Ik . i sl b, op B 9@ o7 RO B A R 2 — M SR RS O .

11 —fdid

OFEV IR %2 % nintedanib, — P i 40 61 /) [ AE AL (12. 1) T. Nintedanib LA Z 7R 84 #h (L B8R ) #7145, ¥4
1H-Tndole-6-carboxylic acid,

2,3dihydro-3-[[[4-[methyl[ (4-methyl-1-piperazinyl)acetyl]aminolphenyllamino]phenylmethylene]-2-oxo-, methyl

ester, (3Z)-, ethanesulfonate(1l:1).

o
HE, ™
i
H S
{- g’
= N

i)
A o megm
A E~ Y

Nintedanib &M & #h j& — Fl 5 36 (58 A7 £ 46 50 C31H33N504+C2H603S Fll 7> 7 4 649. 76 g/mol.

Jo F1 4 F OFEV Ji 4 7] 73 1) 2 4S5 dt 4 )% % 100 mg 3K 150 mg 9 nintedanib (43 % % [f] -+ 120. 40 mg 5k 180.60 mg nintedanib
LR AN EE) o OFEV M EVE P & DU Mokl Hah =W, BEMRNT, OOWENR. 258 Wi, Hl, Stk e, HALBA,

WO AL B, WA S

12 I R 245 3 5

12. 1 1 L

Nintedanib Jf& —Fifi /73 7 400 il 2 F 52 44 W% 20 B WG (RTKs) A1 AF - 32 14 % 2 B WS (nRTKs) . Nintedanib #jI#l LI F RTKs: 1l M R
FrAEAE K T 2 A (PDGFR) a I B, Jf 27 4 41 i /K B 7 52 4k (FGFR) 1-3, 1% 1 % ZE K B 7 52 #& (VEGFR) 1-3, Fil Fms—FF i &
2 Wil -3 (FLT3) . ‘EAfllZ b, FGFR, PDGFR, FI VEGFR L5 % 1 il £F 4k 16 [TPF] R Wi Ll 45 72 % . Nintedanib 553X 2652 44 i) i



R (ATP) 45 & 285 4 PR 45 & BB T AR 2 TPF 0 BAL ) 42 00 6 S i £F e A0 89 i, ST B MR AL o an i W 15 5 . b4t
nintedanib il LA N nRTKs: Lck, Lyn il Src ¥ . A %13& FLT3 Rl nRTK i il £E H %) IPF ¥7 20 5Tk .

12.2 #¥ah H %

o 1, A T

A5 — T 40 M AR TSR, Al 3 QT/QTe W R Y 7% Bk H I ) & 200 mg nintedanib BL A& 2 K B & 200 mg nintedanib
4T RER 2 3k 15 KA K QTeF [ 3 .

12.3 #R3HH%

fE e, A7 IPF B, RUEAE S  nintedanib () PK ¥ JfiAH L. Nintedanib PK &tk . B A 75 89 I (G & 5 [ 50
£ 450 mg £ K 1R 150 % 300 mg &K 2 #K) nintedanib 5 i /% ) 4 1E LE @ ¥ 7E A7 TPF B35t 2 R4 2% AUCBLE b 1. 76—
fio AR MRS M KK L. Nintedanib B EAEFF R E —FLL L. Nintedanib 9 PK ot ANk ) 28 S5 4 O of 2 4 (B
#E PK 2 50 A8 S R BOE T 30% 4 70%) . AN P9 AR S MG A o B (R B R BUIC T 40%) .

B

TE O I A e 4 F R DA 254 2 5 4 /NI Nintedanib £ 3k B K il 3 i % o 78 g B K B & b 100 mg 71 5 f 46 %) 7=
WA E R 4.7%(90% CT: 3.62 % 6.08) . i iz R /7 2™ A sz ot b ik A% i W e R A4 A R D BE Bl o A1

ARG, HFME&EM% THE nintedanib % 5 1 %Y 20%(90% CI: 95.3%4% 152. 5%) AW & 38 (5 T A7 tmax: 2. 00
ANEE HEfr: 3.98 NEE), ANE AR,

oA

Nintedanib 3 fif W5 AH AL B 20 Jy % . @Bk E S, WS B — @A AR K FAVE B AE (Vss: 1050 L),

Nintedanib fE N ML P RSN I & LM, A4& 0 97.8%. M AE A NN EEINLE 4 HA. Nintedanib {56 4 fi
A6 A A7 1 i 2R LG {E 0. 87,

TEAT R PN 27 4 4L [TPF] AR 2 f nintedanib M7 2 W4 9.5 /NI (gCV 31, 9%) o bk i J= 1 3% B35 B % 2 & (CL: 1390
mL/min; gCV 28.8%) . 75 MJ5 48 /NI Py 2R 22 4k 25 4 1) JR HE 3 249 500 0 1 0. 05%1 &0 ik 45 7 J5 29 /4 1 1. 4%; B BR R b 20
nl/min,

i

% nintedanib f W AQ W SR AL e G Al K A% 24 A% S SO B #R ¥ 4» BIBF 1202, BIBF 1202 B 5 # UGT A, Fx 4 UGT 1AL, UGT 1A7,
UGT 1A8, FI UGT 1A10 7 % ¥l % M2 1t %5 BIBF 1202 # %4 Bl B 2 . Nintedanib A7 02 B B A= 4 %5 4k J& CYP W 6 41 i, 47 CYP 3A4
SEAR TN S . AR N, A, AR RN BRI ST b A I S AR B R A CYP R R . TE RSN, CYP- AR AR i
A4 5%l LR R R4 25%.

M

e 7 [14C] nintedanib J& 25 99 AR 5¢ i 58 P 1 BR 19 8 2254 4% 2 il 5k 3% /0 vt GRS i 93, 4%) , Fil K £ %0 OFEV J& LA BIBF 1202
Bl HE B HE X B R ST R AR R EE  0.65%) o fEZS 2 4 R P9 RN LI BE A Ol 58 4 (above 90%LL L) o

F 2R B

Ft, KE, FIHEH

M B4 PR 2247, ER RIS nintedanib ZEEE AR R 2, EATX S E L m AL TR EHE. X nintedanib % #

TG 5% W o

EZ#%

WYk B 933 fi TPF M B i — SURE 4K PK 20 B, 8% (CrCl: 60 % 90 mL/min; n=399) 8§t J& (CrCl: 30 % 60 mL/min; n=116)
B2 B nintedanib (% 8 o 7 B 2 B (CrCl £ F 30 mL/min) 046 A7 B .

Vi

WA A2 B R AT LT PKOFSC . 924 nintedanib EZL& /38 HedM (590%) 915 B, JHF 52 451 0] AE 14 N 1. % nintedanib ¥
BE o IR KBS0 HE B AST B ALT KF ULN 1.5 fsiy i 2. B ML R K+ ULN L5 it bR . Bk, x5 8 B 2 s &
it LN RN R R ) e 4 B 4% 1k OFEV .,

R A&



EREVR PK 2 M b, AE 20 WO 2 5 DL AT R R W L B nintedanib B9 5 B EAR 21%. 52 W0 R AL 78 4 DA IR U 48 0 R
ZiY A BAE AR
Nintedanib £ R M 25 4% 55

2 RGN R P EN nintedanib 3L [A 25 25 Xt 4F JE Bl [pirfenidone] AUC F1 Cmax B 32 Wi . Nintedanib XJ it E J& Wi f) %%

e B A .

TE KA E ST, nintedanib $% & 7% A& OATP-1B1, OATP-1B3, OATP-2B1, 0CT-2, 8% MRP-2 FJ 4 7 . {4 4 WF %1 1& &% 7% nintedanib
X 0CT-1, BCRP, I P—gp A7 55 41 i ¥ v fig s I 4% % 30 4 A 4 2 M I KK AH 6 ¥« Nintedanib 13 AC# 4, BIBF 1202 il BIBF 1202
WA RS AW, GRS R T CVP .

HMZ &9 Nintedanib §75 ¢

Nintedanib f& P-gp, IR, CYP3A4 MR . 16— % I1259 - 29 M AL FIBFJC P L5 P-gp Al CYP3A4 kI 0, 190 HE M,
g 2%t nintedanib 4 88 5T AUC 10 1. 6 1-4% Rl HE T Cmax by 1.83—f% . f&— 3T P-gp Bl CYP3A4 & T, FI4E T 24—
i AR, SRR T LR 2 5 8 nintedanib 4 2 LU, X nintedanib 5 5% 3T AUC WK & 50. 3% M1 3K T Cmax
WK & 60. 3%.

AR — 002 1Ay Vil F e fb [IPFT R 2 2 KR 29 5, Wbl R M JL 45 25 15 % nintedanib LX) nintedanib 5 & JE
T AUC IR MK & 68. 3%FI % T Cmax & 59. 2%.

Nintedanib 7% — il pH-H it v % B2 BT, (R YL pHC3 MW AR 2 . 2, 75 IR R B 15 00 7 252 900 161 R sl 4L 1 H2 45 H0 AU
SE 2 2% A S nintedanib 95 5 (8K %) .

TE PR ANE ST, B nintedanib A& OATP-1B1, 0ATP-1B3, 0ATP-2B1, 0CT-2, MRP-2, B BCRP ] Ji& 4 . & #h HF 53 3% & 78 nintedanib
SEOCT-1 s 36 K LW A A 2 4K I R AR O .

13 el R %

13.1 ERE, RERE, EEHZH

TER BTN L 2 45 1R nintedanib SO YT 50 48 78 SO 58 BE AT (TIEH8 . 76 K BUR /N Bl Nintedanib 7 & 43 i 2 10 A1 30
mg/kg/day. X %5 % AE LK 254 AUC JE Al BN/ T MRHD 29 4 f% .

L5 AR S 40T 052 5 AR AR B,/ ROV LR A I 1 S AR R, R A 9 K RO W, Nintedanib b g4k HE N BT .

KRR P, 7E 5 88 K A MRED (78 AUC JE b 1 11 AR 7 it 100 mg/kg/day) £ 3 fif nintedanib Jf R ME ¥ £ & ). 20 60 45 15 0 i
HOMRIRLN R F O, AL BR R FOR S o A8 R BRI/ BB 0 R T E WS B0 O S BORI K N 8 Ak . U4 B 98 40 4% T MRHD (£ AUC
Henly b R 20 mg/kg/day) WL 5 B0 AT TR M M B0 o £ K R b 78 Bk FE KT 20 MRHD (78 AUC A b 10 IR AU 100
mg/kg/day)3 f%, Nintedanib X4 2E & J) B4 R mi .

14 s KBTI

B — 0 2 W) (WEST 1) R 2 30 3 W1 (WEST 2 R 3), AR 1231 {5 A5 B VR il 4F 4k b [IPF] &8 2% b BF 5C OFEV () I IR 97 2. 3% 48 bl
HLAL, BB, %2 B -6k MOWE 50 LL B OFEV 150 mg 49 K 2 Wk 5 2 LA T 3% 52 .

WEoT 2 F 3 Bk AR . BFS LR AR ARV . BB L 312 LU RS 110 1) BB HL AL & B OFEV 150 mg 8822 A4 R 2 1K
52 . WIS 1B EIE AL AT (50 mg R, 50 mg fGR 2 %, M1 100 mg MR 2 YO WA U — B k. L LR
i (FVO)4E F B 380 2 3 K vt TPF o I ) & ZEWF 9% 2 R 3 — AN QR SR JSORIZERF 0 1 — AN IR & . {6 T A7 Wk 52 o FVC
T 53 36 M B 2 A8 10 R A7 O 0 R BN

R M SR AT R R M I £ 44K [IPF] (ATS/ERS/JRS/ALAT b5 fE) B Wi 4k <5 4F . & W R AR O 52 A0, i@ A, 41 800 B 2% 1 1IE
Ao i B B BIERE =40 9 T AT D B S R CEVCT = 50% 0 TN i — S AL B 9T CA R (DLCO, i I 40 4R 11 A2 IE) 30%
2 T9%. MM IE B ZE (U, WS RE YK [pre-bronchodilator]FEVL/FVC <0.7) 8k, BF 70 W&+, Hk B AT 70 ) i) w7
fil B 52 RS AL (IE 76 90 N Tl B Al 44 20 0 A N T B2 2 1) o WF SUHERR ALT, AST, sRIRZDZE ULN (> 1.5 f5 83, A7 C 0 i )
Wl 2 5 i J . B AR BUBEIR T B, RUAT IE 0 WURE ZE B A b o s B W AR AT AE 8 A P B R ILAL BT SR T, e
W% [azathioprine], FFB§Mi# [cyclophosphamide], I EE A B FH, 8 2 AN n-Z B LA [n-acetyl cysteinel Ik
JE ¥4 [prednisone] (515 mg/day 8% [ #)) bl HE Bk A XU B . 384 2 HOR B R A (60%) BRI #F (30%) A1 53 (T9%) . i
FAT I BE RS 67 & MU i 3 80 FVC 1 4y % 80%.

FH y Jifi 3% & [FVC]4F | [ 28




R B WL A2 5 R BB R XS PR 00, B, AR RS A IE S FVC (L) 4F TR B8 36 4IE S5 4% 52 OFEV M 2 55 452 5% 42 Bl ) A8 0 b 4 o 1 35 A -

TEFTA 3 T SERE FVC W7 BN — B, XA A TR R4 R 2
*2 EWRL, 2, 03 PBEHMER FVCmLE FHEXR"

I MR ] 3
OFEV 150mg REH | OFEV 150 mg | ZEF | OFEV 150 mg | REH
|gR1R sXIN /RN
BFaiEEH 84 83 309 204 329 219
BAS ATRE -6i) -191 -115 -240 -114 207
HaEmamEy 131 125 04
95% CI (27, 235) (78, 173) (45, 143)

THHE L BHLAE; TR 2 A3 HETE  TRABHMITERABMEGR

B 1 SR A WETT 2 W5 VA T AL BE IR ) A 3 4 R Ak . 2 W 5 1 5 B FVC M B 2k AR Ak ok IR IR AR PR BT g A 52 A BT A IR ) S 4% ilh

WY T XWEFT 1A 3 UL E A LA .

B ELTERAI A IBHE R (FVCIEEE I (REHESEM) (mL)

[+~ Placebo—nHintedanit 150bid|
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—e—Nintedanib 150 bid
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284

1L WEST 2 b A ) il e (EVCT B I ) AN 2 389 % (b #E 5% SEM) 22 4K (mL) o

T B 7 Bl OGS SR Lk AR A B 2 ORBFT 2 78 52 JA I T B FVC % A\ £ AR (b BT A AR IR AR B SR B A A o 7 I Th B b BT A

O T B, JH OFEV LL I 22 Jg 7 f 5 i LU ) F BRI . WF 9 3 S s AR B & 2R o
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* ES2AEMNEOREES N BETANSARRHTESZENRL . XihEER) A E52ANAGEHME
FEATURASEIRNNBRTREFTH. bid = §FE2%

P2 T g B S R (FVCI AR 28 38 52 AR AL i F B R A7 (WFFE 2) o * TR E LR IRK=0% FRER=10%TF K.

2 H KSR R il 45 44K [TPF] i 5 i [

AT R 2T o Ak [TPF ] 6 58 SOk 76 30 %A 2 AN fE R R Y AR OR SR I IR A, 7 R -k R b R PR AR, R/

BT =5y HE U SEHLIE 2 CCTD ) 0 S 5 JE M s i s AR, R B 05 AR B . E BT ST 2 A3 bk Bk TPF N . ZERFST L (RER
FARE) M 3 (R v), B 52 J Wk Stk TPF N YRR #5252 OFEV B 2% 15 2 B Lo 4% B % IR (& 7 L [HRT 43 %30y« 0. 16, 95%
CI: 0.04, 0.71)#1 (HR:0.20, 95%CI: 0.07, 0.56). {EWF5 2 (Fwk), A7 4100 JE % 3 (HR: 0.55, 95% CI: 0.20, 1.54).
ErF

TERFF 2 R 3 op R g A 3 KR 2 B (FVC) W ER R L 50 M WP A %) OFEV 5 22 Jj 770 LU 8¢ 2 17 o 5 B WF 0 B 300 60 T 453 30 (1) B U5 B B VP
WA R EZE T 5%, RER TR EAEH R EASLERT . TAREECFRAERETEXEFEN LA 3).
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Mirtedani 120k 53 3] BY5 532 628 62} B2 613 17 o 5 ol LR
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Pl 3 WFSC 2 A3 B TS R A 2 A R A& T A R R BE T % ) Kaplan-Meier ff 54 .

16 G4 gt N /e 47 0 4k B

150 mg: fRn, REH] , WiEJE, BRI TG 2 Mo B A " bRk 1 F171507 . B4 /E HDPE A7 B LB s b, T4
Fl 41 F: 60 KL NDC: 0597-0145-60

100 mg: BEE, REH] , MG, BRI T O M B A A bR 1 RI71007. BB 45 HDPE 7 B L & b, "7 /3 5]
W 60 R NDC: 0597-0143-60

Yag':

W AF S 25° C(T7° F);Abi o ¥F & 15° % 30° C(59° & 86° F) [IL USP 4 il S i . ff 4" 56 78 2 w3 J8E ALk 4 ik A o dun 3603 (0 %%
] USP B B 2 8% . RAFBI L)L EAGH .

17 BEBRWHEE

My 5 B FDA- MR A BB BLWT S R R .

JFF 1 R L &1 38 T i

AG R AT T R HE AT E WU DDA R B o X R R B AT IR Cln, B BRI B O T, REREERG CGRE), WA

PR, B LG OE S B A, IR ) S AR [ S A (5. D ).

H o 38 B

G B 2 OFEV B3 di W 308 e AR 10 18 i 8 0 1R R 8 i 8 O B s L S, AR o BT R A AT AR A R A O
ARE R BOK AL, aRVS 2 (I, R T, BB 2R T X @R o r e T R I R A R R R k. R T AR RS IR
G SO0 AT AT IR SR A YE . D, B I IR TR R B [ S N R (5L 2) AR RR N (6. 1) ],

4 YR

B R W T G g v R R SR . RS R L IR L W AE G TR 2 B 52 I OFEV R 9T E G O R YR . M A I AR T
5], MR A UG H OFEV J5 A5/ 3 AN AT 06 4 8 4, Wy 5 o 0 S8k ik ) OFEV 36 7 301 18] B o 4R 7 0 b= /4 [ % 5 A i
BHI(5. 3) AR AR AL (8. 1)1,

Bh ik i e e € 24

AB R O T B o0 WURE BE RN I At Bl JK it A K ZE R AE S ORRE R R R I S 1 B0 SE Bk BE [ R R R (5. 4) ],

H 1 R R

B AR R o AR R R TN o [ S N R (5. 5) ],




H ¥ 18 % 1L

AR 3 T AL . U i R AR T B AL R AR (L S R R (5. 6) 1.

L BiRES S

Wyt 8 Y ) OFEV I 7L i 2% ab mlj U 328 1k OFEV [ 4% Bk ABE b 811 (8.3) Jo
WA
JHOFEV {6 J7 1 852 Jaly 28 5 f5¢ 1b W 8 A0 24 J1 OFEV IR i S W 00 [ AL I IR 25 B 2% (12.3) 1.
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15 5 5 VO R A I Ry T R AN L R R A AR . U A R R S BRORN R [ R R 4 25 U7 3% (2) 1.



