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Description

Nintedanib  esylate (BIBF 1120 esylate) is a potent triple angiokinase inhibitor
for VEGFR1/2/3, FGFR1/2/3 and PDGFRa/B with ICss of 34 nM/13 nM/13 nM, 69 nM/37 nM/108 nM and

59 nM/65 nM, respectively.

IC50 & Target

VEGFR1 VEGFR2 VEGFR3 FGFR1 FGFR2 FGFR3

34 nM (ICs0) 13 nM (ICs0) 13 nM (ICso) 69 nM (ICs0) 37 nM (ICsp) 108 nM (ICso)

PDGFRB
PDGFRa

59 M (ICs0) 65 nM (ICs0)

In Vitro

Nintedanib (BIBF 1120) binds to the ATP-binding site in the cleft between the amino and carboxy terminal
lobes of the kinase domain. Nintedanib (BIBF 1120) inhibits proliferation of PDGF-BB stimulated BRPs with
EC50 of 79 nM in cell assays. Nintedanib (BIBF 1120) (100 nM) blocks activation of MAPK after stimulation
with 5% serum plus PDGF-BB. Nintedanib (BIBF 1120) prevents PDGF-BB stimulated proliferation with an

EC50 of 69 nM in cultures of human vascular smooth muscle cells (HUASMC)[1].

In Vivo

Nintedanib (BIBF 1120) (25-100 mg/kg daily p.o.) is highly active in all tumor models, including human
tumor xenografts growing in nude mice and a syngeneic rat tumor model. This is evident in the magnetic
resonance imaging of tumor perfusion after 3 days, reducing vessel density and vessel integrity after 5
days, and profound growth inhibition[1]. Nintedanib (BIBF 1120) is orally available and displays

encouraging efficacy in in vivo tumor models while being well tolerated[2].

Solvent&Solubility

In Vitro:

DMSO : 92.85 mg/mL (142.90 mM; Need ultrasonic and warming)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 1.5390 mL 7.6951 mL 15.3903 mL
Stock Solutions 5mM 0.3078 mL 1.5390 mL 3.0781 mL
10 mM 0.1539 mL 0.7695 mL 1.5390 mL

AR 7 i AE TN R V79 o B VAR RS PR 3 VAU RC B i . — BRSO, W SR, 1B R
SRR J3 R 7 i R A

Tl &M ARA7 7 AR -80°C, 6 months; -20°C, 1 month. -80°C fi#f7It, it 6 A H M, -20°C
fEAFIS, AR 1 AN H AR

In Vivo:

T AR S 1 SRR B WA 45 24 07 U PRI A TR T o DR IR 7 RESTE SE 4 In Vitro 75 2UHC 1 75 1) it
W, BRI I B 7«

ORIE SRR 25 SR AT SENE, TS IR A VR T DURSEAE A7 25 0, 38 A4 0RA7 s AR SRR i TR, Ui
RS, MORAEHS: DU VAR AT 10 B 43 bR AR 120 70 7E SO ) 2 R P R AR R o Bl e RC D 72 o i
BRUTUE BB, AT LI R sERE 75 ) U s

VAR T INEEFA ). 10% DMSO—~40% PEG300 —~5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (3.85 mM); Clear solution
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M7 RTFRAS 2 2.5 mg/mL (3.85 mM, LRI ARA) RIS AT
LA mL TAERCA), B 100 pl 25.0 mg/mlL (7 DMSO fi# % IKINE] 400 uL PEG300 1, &40

FR R Z A 50 L Tween-80, R&IIE]: SASG4EINA 450 pL AEEEER/KEZA S 1 mL.

2RI IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 2.5 mg/mL (3.85 mM); Clear solution
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HER KA, IREIA .

BAE IR IR %R 10% DMSO  —~90% corn oil

Solubility: = 2.5 mg/mL (3.85 mM); Clear solution
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Five-week-old to 6-wk-old athymic NMRI-nu/nu female mice (21-31 g) are used for the assay. After
acclimatization, mice are inoculated with 1 to 5x108 (in 100 uL) FaDu, Caki-1, SKOV-3, H460,

HT-29, or PAC-120 cells s.c. into the right flank of the animal. After acclimatization, F344 Fischer

Animal Administration | rats are injected with 5x108 (in 100 pL) GS-9L cells s.c. into the right flank of the animal. For

pharmacokinetic analysis, blood is isolated at indicated time points from the retroorbital plexus of
mice and plasma is analyzed using high performance liquid chromatography-mass spectrometry

methodology[1].
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