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CLAIMS

R-is-heterocyelyl-heteroaryb- NRy R, -NHEEY)R - NHCEYONRLR - -NHE(=G}OR. - —
MASCR, SR B =000

Y-is-oxygen-orsulphur]-ORs~OC{=0)NR,R:-O-acy-S(O)R, -
SON(R,). eyano_amidine-or-guanidine;

R,45R4-6r-SO,N{R4)o:

Re-is-hydrogen—atkyleyeloalkyl-arabeyh-heteroarylatkyl-hetereeyehalkyt
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Acis OH, OR,;,-OC(=0)NR,Rs, O-aeyl, NH, NR,Rs, -NHC(=Y)R ;- -NHC(=YINR;R,; -
NHC(=0)OR,;,—NHSO,R,:

i antionallv substituted ard orl :

R1a=Qa OH

(1a)
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(2S,3R)-2-[2-(5-chloro-4-0x0-1,2,3-benzotriazin-3(4H)-yl)ethyl]-3-hydroxy-5-(6'-
methoxy-2,3'-bipyridin-5-yl)pentanoic acid (Compound No. 121);;
(2S,3R)-2-[2-(7-chloro-4-o0x0-1,2,3-benzotriazin-3(4H)-yl)ethyl]-3-hydroxy-5-(6'-
methoxy-2,3'-bipyridin-5-yl)pentanoic acid (Compound No. 122);;
(2S,3R)-2-[2-(6,7-difluoro-4-oxo-1,2,3-benzotriazin-3(4H)-yl)ethyl]-3-hydroxy-5-
(6'-methoxy-2,3'-bipyridin-5-yl)pentanoic acid (Compound No. 123);;
(2S,3R)-2-[2-(5-fluoro-4-ox0-1,2,3-benzotriazin-3(4H)-yl)ethyl]-3-hydroxy-5-(6'-
methoxy-2,3'-bipyridin-5-yl)pentanoic acid (Compound No. 126);;
(2S,3R)-2-[2-(7-chloro-4-o0x0-1,2,3-benzotriazin-3(4H)-yl)ethyl]-3-hydroxy-5-{6-
[4-(trifluoromethyl)phenyl]pyridin-3-yl}pentanoic acid (Compound No. 130);;
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(2S,3R)-2-[2-(6,7-difluoro-4-o0x0-1,2,3-benzotriazin-3(4H)-yl)ethyl]-3-hydroxy-5-
{6-[4-(trifluoromethyl)phenyl]pyridin-3-yl}pentanoic acid (Compound No. 131);;
(2S,3R)-2-[2-(5-chloro-4-0x0-1,2,3-benzotriazin-3(4H)-yl)ethyl]-3-hydroxy-5-{6-
[4-(trifluoromethyl)phenyl]pyridin-3-yl}pentanoic acid (Compound No. 132);;
(2S,3R)-3-hydroxy-2-[2-(7-methyl-4-0x0-1,2,3-benzotriazin-3(4H)-yl)ethyl]-5-{6-
[4-(trifluoromethyl)phenyl]pyridin-3-yl}pentanoic acid (Compound No. 133);;
(2S,3R)-2-[2-(5-fluoro-4-0x0-1,2,3-benzotriazin-3(4H)-yl)ethyl]-3-hydroxy-5-{ 6-
[4-(trifluoromethyl)phenyl]pyridin-3-yl}pentanoic acid (Compound No. 134);;
(2S,3R)-3-hydroxy-5-(6'-methoxy-2,3'-bipyridin-5-yl)-2-[2-(4-0x0-1,2,3-
benzotriazin-3(4H)-yl)ethyl]pentanoic acid (Compound No. 140);;
(2S,3R)-3-hydroxy-5-(6'-methoxy-2,3'-bipyridin-5-yl)-2-[2-(6-methyl-4-ox0-1,2,3-
benzotriazin-3(4H)-yl)ethyl]pentanoic acid (Compound No. 141);;
(2S,3R)-3-hydroxy-5-(6'-methoxy-2,3'-bipyridin-5-yl)-2-[2-(7-methyl-4-0x0-1,2,3-
benzotriazin-3(4H)-yl)ethyl]pentanoic acid (Compound No. 142):;
(2S,3R)-3-hydroxy-5-[4-(1-methyl-1H-pyrazol-4-yl)-2-thienyl]-2-[2-(4-0x0-1,2,3-
benzotriazin-3(4H)-yl)ethyl]pentanoic acid (Compound No. 176);;
(2S,3R)-3-hydroxy-5-(6'-methoxy-2,3'-bipyridin-5-yl)-2-[2-(6-methoxy-4-0xo-
1,2,3-benzotriazin-3(4H)-yl)ethyl]pentanoic acid (Compound No. 178);; and
(2S,3R)-3-hydroxy-5-(6'-methoxy-2,3'-bipyridin-5-yl)-2-[2-(8-methyl-4-ox0-1,2,3-
benzotriazin-3(4H)-yl)ethyl]pentanoic acid (Compound No. 213).;
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29. A pharmaceutical composition comprising a therapeutically effective amount of a
compound of claim 1-and, together with pharmaceutically acceptable carriers, excipients

or diluents.

310. The pharmaceutical composition of claim 29 further comprising one or more

additional active ingredients selected from the group consisting of:

a. Anti-inflammatory agents, selected from (i) the nonsteroidal anti-inflammatory
agents piroxicam, diclofenac, propionic acids, fenamates, pyrazolones,
salicylates, PDE-4/p38 MAP Kinase/Cathepsin inhibitors, CCR-3
antagonists, INOS inhibitors, tryptase and elastase inhibitors, beta-2
integrin antagonists, cell adhesion inhibitors, and adenosine 2a agonists; (ii)
leukotrienes LTC4/LTD4/LTE4/LTB4--Inhibitors, 5-lipoxygenase
inhibitors, and PAF- receptor antagonists;; (iii) Cox-2 inhibitors; (iv) other
MMP inhibitors; (v) interleukin-1} inhibitors; (vi) the corticosteroids
alclometasone, amcinonide, amelometasone, beclometasone,
betamethasone, budesonide, ciclesonide, clobetasol, cloticasone,
cyclomethasone, deflazacort, deprodone, dexbudesonide, diflorasone,
difluprednate, fluticasone, flunisolide, halometasone, halopredone,
hydrocortisone, hydrocortisone,-methylprednisolone, mometasone,
prednicarbate, prednisolone, rimexolone, tixocortol, triamcinolone,
ulobetasol, rofleponide, GW 215864, KSR 592, ST-126, dexamethasone,

and pharmaceutically acceptable salts; or solvates thereof;

b) Beta-agonists, selected from the-p2-agonists -albuterol, salbutamol, biltolterol,
pirbuterol, levosalbutamol, tulobuterol, terbutaline, bambuterol,
metaproterenol, fenoterol, salmeterol, carmoterol, arformoterol, formoterol,

and thel-pharmaceutically acceptable salts or solvates thereof;

¢) antihypertensive agents selected from (i) the-ACE inhibitors; enalapril,

lisinopril, valsartan, telmisartan, and quinapril;; (ii) the-angiotensin II




146

receptor antagonists and agonists losartan, candesartan, irbesartan,
valsartan, and eprosartan;; (iii) B-blockers;; and (iv) calcium channel

blockers;

d) immunosuppressive agents selected from cyclosporine, azathioprine, and

methotrexate;; anti-inflammatory corticosteroids; and

e) the-antiinfective agents consisting of antibiotics; and antivirals.




