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FEih4#R: Benoxaprofen
CAS 5: 51234-28-7
RS T35991

HEYEE

Benoxaprofen (LRCL 3794) is a nonsteroidal anti-inflammatory agent that blocks the biosynthesis of
inflammatory mediators such as leukotrienes and prostaglandins by inhibiting 5-LOX, PGH2 synthase and
cytochrome P-450. Benoxaprofen exhibits significant toxicity: it not only alters cellular redox status,

uncouples oxidative phosphorylation and disrupts calcium ion homeostasis, but also causes liver injury

Description
through the formation of covalent adducts between its active metabolites and hepatic proteins. Benoxaprofen
shows strong phototoxicity under ultraviolet irradiation, and induces erythrocyte lysis, mast cell
degranulation and histamine release. Benoxaprofen is widely used in studies of urticaria and related
phototoxic mechanisms[1][2][3][4].
IC50 & Target 5-LOX
Benoxaprofen (0.25-2.5 mM; 10-15 min) 7 5 K RFRRLA4IMEER P-450 4&HM 1 2GS E
W, IFLA3EST7 AN 22 AR AR AL, L Ki B0y 0.38 mM[1].
Benoxaprofen (0.75-1.25 mM; 2-4 h) A& SCRHALRE T 0070 8O RATAH 5HR A L/P HAi T eR
ALT BE[1]-
Benoxaprofen R4l RBL-1 ZHfr A-23187 #l¥#1) iSRS, i12-HETE F PGE2 ApL, 1C50 437
N 0.4uM, 0.45uM, Fl 1.3 uM)[2].
Benoxaprofen (50 pg/mL; 24 h) 7E pH 7.4.37 °C M N A<5 A ILIE A 8 A TR TR 1) AT 380 &
LZIEIE
In Vitro
Benoxaprofen (8 uM; 10 min, Z58M) T3 NA AR A HIE ML 5RAKAAL, G R%M T
RAATER, B, BRSNS R A (4]
Cell Line: human erythrocytes
Concentration: 8 uM
Incubation Time: 10 min; irradiated
Result: Induced photohemolysis of human erythrocytes in a concentration-dependent manner, with faster and
earlier onset of lysis under oxygenated conditions compared to anaerobic conditions; no lysis occurs in the
dark.
Benoxaprofen (20 mg/kg; kit i) Z##lkes FEitE Sprague-Dawley KBS, WITE 8h PRI 2 ifi.
WERAMEY), H4AeH BNX-G [ AUCO—8h A 1.98 ugh/mL, ZATAEFEML BNX-G (45257
1 10.8 %, 1 FFHE & FUIN & AT AR BAT T I [3].
Benoxaprofen (20-200 mg/kg: JEREES: Hk) SNG4 Ttk Sprague-Dawley KBS, 1E4
ZiJ5 8h 5K SHIEBLGIMATIEE na W, CLEX > TEL 70 kDa fZ) 110 kDa FIAT
JIE 2R AR RO TR 2 A 3]
Benoxaprofen (100 mg/kg: JEREESNT: HIR) KNGHIS4 TH#EYE Sprague-Dawley KERJG, 42 LART[H
In Vivo

a5 AN B T B4 70kDa Al 110 kDa TR A, ZBWAESLE 4 & 24 h ATk
W3],

Animal Model: Sprague-Dawley rat (male, 200-300 g)[3]

Dosage: 20 mg/kg

Administration: i.v.; single bolus dose

Result: Detectable plasma protein adducts at 1, 4, and 8 h post-administration.

Had liver protein adducts below the detection limit (~1 pmol/mg protein).
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Achieved a systemic exposure (AUCo—s1) of benoxaprofen glucuronide
(BNX-G) of 1.98 £ 0.59 pg h/mL.

Reached a hepatobiliary exposure (Ae,pie,0—sn) of BNX-G of 10.8 + 1.4%

of the dose.
Animal Model: Sprague-Dawley rat (male, 200-300 g)[3]
Dosage: 20 mg/kg; 50 mg/kg; 100 mg/kg; 200 mg/kg
Administration: 1.p.; single dose
Result: Exhibited dose-proportional liver protein adduct formation, with ~1.5

pmol/mg protein at 50 mg/kg, ~2.8 pmol/mg protein at 100 mg/kg, and
~6.5 pmol/mg protein at 200 mg/kg.

Showed dose-dependent covalent modification of two major liver proteins
with molecular masses of ~70 kDa and ~110 kDa, with signal intensity

more prominent in benoxaprofen-treated livers compared to controls.

Animal Model: Sprague-Dawley rat (male, 200-300 g)[3]

Dosage: 100 mg/kg

Administration: i.p.; single dose

Result: Showed time-dependent covalent modification of ~70 kDa and ~110 kDa

hepatic proteins, with signal intensity more prominent in
benoxaprofen-treated livers compared to controls, and signals persisting

through 24 h post-administration.
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