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(S)-N-((R)-1-(Benzo[d][1,3]dioxol-5-yl)butyl)-3,3-diethyl-2-(4-(4methyl-pipe
razine-1-carbonyl)phenoxy)-4-oxoazetidine-1-carboxam

Feih R4 : DMP 777; L-694458

EX /e

Description DMP 777 is a potent, selective, and orally active human leukocyte elastase (HLE) inhibitor.

IC59 & Target Human leukocyte elastase (HLE)®?

DMP-777-treated rats show a marked decrease in H/K-ATPase staining parietal cells. DMP-777-induced
loss of parietal cells is significantly ameliorated with coadministration of omeprazole. DMP-777-treated
animals demonstrates marked foveolar hyperplasia in the fundus with prominent expansion of
diastase-resistant, PAS-positive surface mucous cells. When DMP-777 is coadministered with omprazole,
In Vivo there is a significant decrease in BrdUpositive S-phase cells compared with rats thatreceive DMP-777
alone[1]. After oral dosing of monkeys at 40 mg/kg with DMP-777 the only stereoisomer detected in the
post-dose plasma samples is the starting material DMP-777, and no inversion of the configuration at
positions 'a' and 'b' of DMP-777 has occurred in vivo[2]. Mist1-/- mice treated with DMP-777 show fewer
chief cell to SPEM transitions. Mist1-/- mice treated with L635 demonstrates significantly fewer proliferative

SPEM cells compared to control mice[3].

In Vitro:
DMSO : 38.33 mg/mL (67.88 mM; Need ultrasonic)

H,0 : < 0.1 mg/mL (insoluble)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 1.7709 mL 8.8547 mL 17.7095 mL
Stock Solutions 5mM 0.3542 mL 1.7709 mL 3.5419 mL
10 mM 0.1771 mL 0.8855 mL 1.7709 mL
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1A R F B INEFFETR]: 10% DMSO—40% PEG300 —~5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (4.43 mM); Clear solution

TR TTHA 2 2.5 mg/mL (4.43 mM, HURTRE AL (WS VL.

PL 1 mL AR5, B 100 pL 25.0 mg/mL [#3%5% DMSO f%Bin%E 400 uL PEG300 1, &5
IR ER R I 50 pL Tween-80, JHE15]; JARAKSIMA 450 pL M KEHE 1 mL.
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2RI IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: 2.5 mg/mL (4.43 mM); Suspended solution; Need ultrasonic

W7 HEATERAG 2.5 mg/mL (4.43 mM)IFEI 53R, ST T R A I s 4

BL1mL TAERCAHI, B 100 uL 25.0 mg/mL [f99%3% DMSO 4% hnE 900 pL 20% f¥] SBE-B-CD “
HER KA, IREIA .

AT IR IR 10% DMSO  —~90% corn oil

Solubility: = 2.5 mg/mL (4.43 mM); Clear solution

TR TERAT 2 2.5 mg/mL (4.43 mM, YERIEAREN) MRS, BT RANE H T SRR R A A BRI
s

L1 mL TAER 6], B 100 pL 25.0 mg/mL (354 DMSO fi§ &% 900 L Fkiheh, REeL4.
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Groups 1A and 1B receive control vehicle instead of omeprazole and DMP-777. Group 2A and 2B
are dosed with DMP-777 once daily on Study Day 3 or Days 3 and 4, respectively, and receive
control vehicle instead of omeprazole. Groups 3A and 3B are treated with omeprazole twice daily on
Study Days 1 to 3 or Days 1 to 4, respectively, and receive control vehicle instead of DMP-777.
Groups 4A and 4B are dosed with both omeprazole and DMP-777. On Study Days 1 and 2, animals
Animal Administration | are pretreated with omeprazole twice daily, the dosing intervals separated by approximately 6 hr. On
Study Day 3 (Group 4A) or Days 3 and 4 (Group 4B), omeprazole is coadministered with DMP-777.
The first dose of omeprazole is administered approximately 1 hr prior to the dose of DMP-777. The
second dose is approximately 6 hr after the last dose of DMP-777. Groups 1A, 2A, 3A, and 4A are
sacrificed on Day 4. Groups 1B, 2B, 3B, and 4B are sacrificed on Day 5. Bromodeoxyuridine (BrdU)

is administered by intraperitoneal injection to all the rats, 2 hr prior to necropsy. [1]
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