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Description

Lifitegrast (SAR 1118) is an integrin lymphocyte function-associated antigen-1 (LFA-1) antagonist; inhibits

Jurkat T cell attachment to ICAM-1 with an IC50 of 2.98 nM.

IC50 & Target

IC50: 2.98 nM (LFA-1)[1]

In Vitro

Lifitegrast (SAR 1118) is a novel small molecule integrin antagonist that inhibits T cell-mediated
inflammation by blocking the binding of two important cell surface proteins (lymphocyte function-associated
antigen 1 and intercellular adhesion molecule 1), thus lessening overall inflammatory responses. Lifitegrast

(SAR 1118) strongly inhibits Jurkat T cell attachment to ICAM-1 with an IC50 of 2.98 nM[1].

In Vivo

Lifitegrast (SAR 1118), has potent anti-inflammatory activity on corneal inflammation induced by
antibiotic-killed P. aeruginosa and S. aureus in the presence of a silicone hydrogel lens with the optimal
application being a 1% solution applied either 2 or 3 times prior. Topical application of Lifitegrast (SAR
1118) to the corneal surface of healthy adults is safe and well tolerated[2]. Lifitegrast (SAR 1118)
ophthalmic drops administered thrice daily deliver therapeutic levels of Lifitegrast (SAR 1118) in the retina

and can alleviate the retinal complications associated with diabetes[3].

Solvent&Solubility

In Vitro:
DMSO : 2 29 mg/mL (47.12 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 1.6247 mL 8.1237 mL 16.2475 mL

Stock Solutions 5mM 0.3249 mL 1.6247 mL 3.2495 mL

10 mM 0.1625 mL 0.8124 mL 1.6247 mL

TR 7 i AE N R V79 o B VAR RS PR 3 VAU B i . — BLRC AR, WM RTE, B RR
SRR J A 7 B R R
fits % IR R A7 77 2URITARR: -80°C, 6 months; -20°C, 1 month. -80°C {7}, 7t 6 INHPfEH, -20°C
fEAERS, WAE 1 NH WA .
In Vivo:
AR S A SE S B WA 25 24 7 UL PRI TR T o DR IR T RESTE S 4% I In Vitro 75 2UHC 1V 75 1) it
W, BRI 7

DNPRAESEIR 25 R TT SRV, PIH I & TRTT DURERAE A 26 0F, & MR RN SERR I AR, @I
FHEREC, MORAEH:  BUR VAR AT s 10 E 20 LE AR 4R 10 70 7E S O ) 20 i P R AR R o Bl anE RS D 72 b i
PRUTUE BTG, 1T LI i HA R s 75 1) o7 QB i

VISR I IR : 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (4.06 mM); Clear solution

M7 AR 2 2.5 mg/mL (4.06 mM, TATEEARA) MRS E TR

B mL AR5, B 100 pL 25.0 mg/mL (3% DMSO it #iinE] 400 uL PEG300 1, JEA %)
[l BB AR I 50 L Tween-80, REIS); SAJR4kERINMA 450 L AEFEAERZE 1 mL.

IR AR AT IR A )




R E YIRS IR A

Shanghai yuanye Bio-Technology Co., Ltd

Bk 021-61312973  fkH: 021-55068248
R ] Mk: www.shyuanye.com

HR46: shyysw@sina.com

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

Solubility: = 2.5 mg/mL (4.06 mM); Clear solution

M7 R FRAS 2 2.5 mg/mL (4.06 mM, AT AR A RIS AT

PL 4 mL TAER ], B 100 pL 25.0 mg/mL 95 DMSO %8N 900 uL 20% ¥ SBE-B-CD £
KA, IREIA .

AT IR IR 10% DMSO  —~90% corn oil

Solubility: = 2.5 mg/mL (4.06 mM); Clear solution

W7 EATERAG 2 2.5 mg/mL (4.06 mM, HEFRIREARN) FOMEVA TR, 7 SEANE TS0 e A ARG
PR

Bl mL TAER 6], B 100 pL 25.0 mg/mL [93#5% DMSO fi§ &% 900 L Fkiheh, REe#4.
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Rats: The ocular pharmacokinetics of Lifitegrast (SAR 1118) are studied in rats after a single topical
dose of 14C-SAR 1118 (1 mgl/eye; 40 uCi; 15.5 pL). Lifitegrast (SAR 1118) concentration time
profiles in plasma and ocular tissues are quantified by liquid scintillation counting (LSC). The
pharmacologic activity of SAR 1118 eye drops administered thrice daily for 2 months at 1% (0.3
mg/eye/d) and 5% (1.5 mgl/eye/d) is assessed in an STZ-induced diabetic rat model by determining
retinal leukostasis and blood - retinal barrier breakdown[3].

Animal Administration | Mice: The role of LFA-1 (CD11a/CD18) is examined either in CD18"- mice, by intraperitoneal
injection of anti-CD11a, or by topical application of lifitegrast. Corneal inflammation is induced by
epithelial abrasion and exposure to either tobramycin-killed Pseudomonas aeruginosa or
Staphylococcus aureus in the presence of a 2-mm-diameter punch from a silicone hydrogel contact
lens. After 24 h, corneal thickness and haze are examined by confocal microscopy, and neutrophil

recruitment to the corneal stroma is detected by immunohistochemistry[2].

[1]. Perez VL, et al. Lifitegrast, a Novel Integrin Antagonist for Treatment of Dry Eye Disease. Ocul

Surf. 2016 Apr;14(2):207-15.

[2]. Sun Y, et al. Corneal inflammation is inhibited by the LFA-1 antagonist, lifitegrast (SAR 1118). J

References Ocul Pharmacol Ther. 2013 May:29(4):395-402.

[3]. Rao VR, et al. Delivery of SAR 1118 to the retina via ophthalmic drops and its effectiveness in a

rat streptozotocin(STZ) model of diabetic retinopathy (DR). Invest Ophthalmol Vis Sci. 2010

Oct;51(10):5198-204.

IR AR AT IR A )




