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What 1s Claimed:

1. A method of reducing the likelihood that an injured patient or subject at risk of an
nflammatory syndrome will produce one or more of sepsis, septic shock, an acute
mflammatory syndrome {whether iatrogenic or not) or acute respiratory distress syndrome,
comprising admunistering to said patient or subject an effective amount of at least one PLA2
mhibitor and/or at least one metalloprotease inhibitor alone or 1o combination with at Jeast

ong antibiotic,

2. The method according to claim 1 wherein said PLA2 inhubitor is varespladib
(LY 315920}, methy] varespladib (LY333013), AZD2716-R.S (3-(5'-Benzyl-2'-
carbamoylbiphenyi-3-yl}propanoic acid- as the racemic mixture or enantiomer thereof) and
LY 433771 {{9-{{phenyDmethyl]-S-carbamoyicarbazol-4-vitoxyacetic acidy, a

pharmaceutically accoptable salt thereof oy a mixtore thereof,

3. The method according to claim | or 2 wherein saud metalloproteass inhibitor is
prinomastat, BB-94 (marimastat), BB-2516 (batumastat), vorinostat, cefixime and

doxveyeline, a pharmaceutically acceptable salt thereof or a mixture thercof.

4. The method according to any of claims 1-3 wherein said PLA? inhibitor and/or

said metalloprotease inhibitor is combined with at least one antibiotic.

5. The method according to claim 4 wherein said antibiotic is sclected from the
group consisting of a penar, a carboxylpenicillin, a cephalosporin, a monobactam, a

carbapenem, a fluorogunoline, a macrolide or 8 mixture thereof.

6. A method of treating an injured or burned patient or subject to improve wound

healing and/or to inhibit, amehorate or reduce the likelihood of one or more of sepsis, septic
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shock, acute inflammatory syndrome, ncluding inflammatory response syndrome (SIRS)
and/or acute respiratory distress syndrome (ARDS) in said patient or subject, comprising

administering to said patient or subject an effective amount of at least one PLAZ inhibitor
and/or a metalloprotease inhibitor in combination with an effective amount of at least one

antibiotic.

7. The method according to claim 6 comprising administering to said patient or

subject at least two antibiotics.

8. The method according to claim 6 or 7 wherein said antibiotic(s) is co-

adrvustered with at least one PLAZ mnlubitor.

9. The method according to any of claims 6-8 wherein said antibiotic(s} 15 co-

administered with at least one metalloprotease inhibitor.

10. The method according to any of claims 6-9 wherein said PLA?Z inhibitor is
varespladib (LY315920}, methyl varespladib (1Y333013), AZD2716-R,S (3-(5'-Benzyl-2'-
carbamoylbiphenyl-3-vijpropanoic acid- as a racemic mixture or enantiomer thercof) and
LY 433771 {((S-{{phenylimethyvl]-5-carbamovicarbazol-4-vi}oxvacetic acid), darapladib, a

phamaceunically acceptable salt thereof or a mixture thereof

11, The method according to any of claims 6-10 whercin said metalloprotease
inhibitor is prinomastat, BB-94 (marimastat), BB-2516 (batimastat}, vorinostat, cefixime and

doxveveline, a pharmaceutically acceptable salt thereof or a muxture thereof.

12. A method of treating a patient or subject with sepsis, including early sepsis,

comprising admimstering to said patient or subject in need, an effective amount of at least
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one antibiotic and an effective amount of at least one PLA2 nhibitor and/or a metalloprotease

hibitor.

13. The method according to claim 12 comprising admunistering to said patient or

subject at least two antibiotics.

14, The method according to clamm 12 or 13 wherein said antibiotic(s) is co-

adminisiered with at least one PLA2 inhibitor.

15, The method according to any of clavms 12-14 wherein said antibiotic(s) is co-

administered with at least one metalloprotease inhibitor.

16. The method according to any of claims 12-15 wherein said PLAZ inhibitor is
varespladib (LY315920), methyl varespladib (LY333013), AZD2716-R,S (3-(5'-Benzyl-2'-
carbamoylbiphenyi-3-y)propanoic acid- as a racemic mixture or enantiomer thereof) and
LY 433771 {{o-[{phenyhmethyl|-S-carbamovicarbazol-d-vi}oxvacetic acid), darapladib, a

pharmaceutically acceptable salt thereof or a mixture thereof.

17. The method according to any of claims 12-16 wherein said metalloprotease
inhibitor is prinomastat, BB-94 (marnmastat), BB-2516 (batimastat), vorinostat, cefixime and

doxyeychine, a pharmaceutically acceptable salt thercof or a mixture thereof.

18. A method for preserving a blood sample(s) taken from a patient or subject who
has mjurics or burns which place the patient or subject at risk for one or more of sepsis, septic
shock, acute inflammatory syndrome, including inflammatory response syndrome (SIRS)
and/or acute respiratory distress syndrome (ARDS), the method comprising combining in

said blood sample an effective amount of at least one PLAZ mhibitor and/or at least one
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metalloprotease each alone, together or in combimation with an effective amount of at least

one anfibiotic.

19, The method according to claim 18 wherein said blood sample is combined with at

least one PLAZ inhibitor.

20. The method according to claim 18 or 19 wherein said antibiotic(s} 15 combined

with at Jeast one metatioprotease inhibitor.

21. The method according to any of claims 18-20 wherewn said PLAZ inhibitor is
varespladib (LY315920), methyl varespladib (LY333013), AZD2716-R,S (3-(5"-Benzyl-2'-
carbamoyibiphenyl-3-v)propanois acid- as a racemic mixture or enantiomer thereof) and
LY433771 {((%-{{pheoybmethyvi]-5-carbamovicarbazol-4-vi joxyacetic acid), a

pharmaceutically aceeptable salt thereof or a mixture thereof.

22. The method according to any of claims 18-21 wherein said metalloprotease
mhibitor is prinomastat, BB-94 (marimastat), BB-2516 {(batimastat}, vorinostat, cefixime and

doxveyeline, a pharmaceutically acceptable salt thereof or a mixture thercof.

23, A composition comprising a blood sample(s) taken from a patient or subject who
has injuries or burns which place the patient or subject at risk for one or more of sepsis, septic
shock, acute inflammatory syndrome, including imflammatory response syndrome (SIRS)
and/or acute respiratory distress syndrome (ARDS), in combination with an effective amount
of at least one PLAZ inhibitor and/or at least one metalloprotease each alone, together or in

combination with an effective amount of at least one antibiotic.
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24. The composition according to claim 23 wherein said blood sample is combined

with at least one PLAZ inhibtior.

25, The composition according to claim 23 or 24 wherein said composition comprises

at feast one antibiotic and at least one metalloprotease inhibitor.

26. The composition according to any of claims 23-25 wherein said PLAZ inhubitor is
varespladib (LY 315920}, methyl varespladib (LY333013), AZD2716-R,S (3-(5"-Benzyl-2'-
carbamoyibiphenyi-3-yl)propanoic acid- as a racemic mixture or enantiomer thereof) and
LY 433771 {{4-[{phenvDmethyi]-53-carbamovicarbazol-d-vi}oxvacetic acid), darapladib a

pharmaceutically acceptable salt thereof or a muxture thereof,

27. The composition according to any of claims 23-26 wherein said metalloprotease
mhibitor is prinomastat, BB-94 (marimastat), BB-2516 (batimastat), vorinostat, cefixime and

doxyeveline, a pharmaceutically acceptable salt thereof or a mixture thercof.

28. A pharmaceutical composition for use in treating a patient at risk for or afficted
with one or more of sepsis, septic shock, acute inflammatory syndrome, including
inflammatory response syndrome (SIRS) and/or acute respiratory distress syndrome {ARDS),
comprising an effective amount of at lcast onc antibiotic in combination with at least one

PLAZ inhibitor and/or at least one metalloprotease mhibitor,

29. The composition according to claim 28 comprising at least one PLA2 mhibitor.

30. The composition according to claim 28 or 29 comprising at least one

metalloprotease inhibitor.
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31. The composttion according to any of claims 28-30 wherein said PLA?2 inhibttor is
varespladib (LY 315920}, methyl varespladib (LY333013), AZD2716-R,S (3-(5'-Benzyl-2'-
carbamoylbiphenyl-3-vipropanoic acid- as a racemic mixture or enantiomer thereof) and
LY 433771 ((O-{{phenvmethvl]-S-carbarmovicarbazol-4-vi}oxvaccetc acid), darapladib, a

phammaceutically acceptable salt thereof or a mixture thereof.

32. The composition according to any of claims 28-31 wherein said metalloprotease
imhibitor is prinomastat, BB-%4 (manmastat), BB-2516 (batimastat}, vorinostat, cefixime and

doxveycline, a pharmaceustically acceptable salt thereof or a mixture thereof.

33. A mcthod of ivhibiting or reducing the likelihood of a COVID-19/cyiokine
release syndrome in a patient at rnisk of same comprising admimistering to said patient at risk

at feast one PLA2 inhibitor and/or at least one metalloprotease inhibitor.

34. The method according to claim 33 wherein said PLA2 inhibitor is is varespladib
(LY315920), methyl varespladib (LY 333013}, AZD2716-R.S (3-(5"-Benzyl-2'-
carbamovibipheoyl-3-vl)propanotc acid- as a racemic nuxture) and LY433771 ((9-
{(phenvhmethyl]-S-carbamoyvicarbazol-4d-voxvacenic acid), a pharmaceutically acceptable

salt thereof or a mixture thereof

35, The method according to claim 33 or 34 wheren said metalloprotense imhibitor is
prinomastat, BB-94 {(marimastat), BB-2516 (batimastat}, vorinostat, cefixime and

doxyeyeline, a pharmaceutically acceptable salt thereof or a nuxture thereof.

36. The method according to any of claims 1-3 wherein said PLAZ inhibitor and/or

said metalloprotease inhibitor are combined.
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37. A method of treating neo-natal acute respiratory distress syndrome {nco-natal
ARDS), mcluding meconium aspiration syndrome i a patient in need comprising

administering to said patient at least one PLAZ inhibitor.

38. The method according to claim 37 wherein said PLA2 mhibitor is LY315920,
LY333013, AZD2716, as an cnantiomencally enriched species or as a racemic mixtare or

mixtures thereof.

39. The method according to cither of claims 37 or 38 wherein said neo-natal ARDS

is meconium aspiration syndrome (MAS).

40. A method of treating a patient or subject in need at risk for or afflicted with
anthrax or severe acute respiratory syndrome coronavirus infection (SARS or SARS-CoV2),
comprising administering to said paticnt or subject an effective amount of at least one PLAZ
mhibitor and/or a metalloprotease intubitor and optionally at least one antibiotic to provide an
unexpected inhibition, amelioration and/or avoidance of sepsis, septic shock, acute
mflammatory syndrome, including inflammatory response syndrome (SIRS) and/or acute

respiratory distress syndrome (ARDS) in the patient or subject.

41. The method according to claim 40 comprising adnunistering to said patient or
subject at least two antibiotics in combination with said PLAZ2 mhibitor(s) and/or said

metalloprotease inhibitor(s).

42. The method according to 40 or 41 wherein at least one PLAZ2 inhibitor is

administered to said patient.
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43. The method according to any of claims 40-42 wherein at least one

metalloprotease inhibitor 13 administered to said patient or subject.

44, The method according to any of claims 40-43 wherein said PLA2 mhibitor is
varespladib (LY315920), methyl varespladib (LY333013), AZD2716-R,S (3-(5'-Benzyi-2'-
carbamoylbiphenyl-3-vipropanoic acid- as a racemic mixtare or enantiomer thereof) and
LY 433771 {((S-{{phenvlmethyi}-5S-carbamovicarbazol-4-vi}oxvacetic acid}, darapladib, a

phaomaceutically acceptable salt thereof or a muxture thereof

45. The method according to any of claims 40-44 wherein said metalloprotease
mhibitor is prinomastat, BB-94 (marimastat), BB-2516 (batunastat), vorinostat, cefixime and

doxyeyeline, a pharmaceutically acceptable salt thereof or a muxture thereof.

46. The method according to any of claims 1-17 and 33-45 wherem said PLAZ

mnhibitor and said metalloprotease inhibitor are co-administered.

47. The method according to any of claims 18-22 wherein said PLA2 mhibitor and

said metalloprotease inhibitor{(s} are used together.

48. The composition according to any of claims 23-32 comprising at least one PLA2Z

inhibitor and at least one metalloprotease nhibitor.

49. The method according to any of claims 1-22 and 33-45 wherein said

nmetalloprotease mhibttor is privomastat.
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30. The composition according to any of claims 23-32 wherein said PLAZ inbibitor is
varespladib, methylvarespladib, AZD2716 (as a raceniic mixture or as the “R” enantiomer), a

phammaceutically acceptable salt thereof or a mixture thereof.

51. The method according to any of claims 1-22 and 33-43 wherein said PLAZ
mhibitor is varespladib, methylvarespladib, AZD2716 (as a racemic mixture or as the “R”

enantiomer), a pharmaceutically acceptable salt thereof or a mixtare thereof.

52. The composition according to any of claims 23-32 wherein said PLA2 mlubitor is
varespladib, methylvarespladib, AZD2716 (as a racemic mixture or as the “R” enantiomer), a
P s 3 P 5

pharmaceutically acceptable salt thercof or a mixture thereof.

53. A pharmacecutical composttion comprising a therapeutically effective amount of
at feast one PLAZ inhibitor, at least one metalloprotease inhibitor or a mixture thereof in

combination with an antibiotic.

54. The composition according to ¢laim 53 wherein said antibiotic is a penam, a
carboxylpenicillin, a cephalosporin, a monobactam, a carbapenem, a fluoroqunoline, a

macrolide or a mixture thereof.

55. The composition according to claim 33 wherein said antibiotic is ciprofloxacin,
levofloxacin, moxifloxacin, penicillin g, doxyeyehine, chloramphenicol, ofloxacin or mixtures

thereof.

56. The composition according to any of claims 53-55 wherein said PLA2 mhibitor s

varespladib (LY 315920}, methyl varespladib (LY333013), AZD2716-R,S (3+(5'-Benzyl-2'-
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carbamoylbiphenyl-3-yl)propanoic acid- as a racemic mixture or enantiomer thereof) and
LY433771 ((9-[{phenyDmethvl]-S-carbamovicarbazol-4-yltoxvacetic acidy, darapladib, a

pharmaceutically accoptable salt thereof oy a mixture thereof,

57. The method according to any of claims 53-56 wherem said metalloprotease
imhibitor is prinomastat, BB-94 {(marimastat), BB-2316 (batimastat}, vorinostat, cefixime and

doxveycline, a pharmaceutically acceptable salt thercof or a mixture thereof.



