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[0342] The subjects underwent the following assessments on the evening of Day 6: [0343] Vital signs (blood pressure, heart rate) [0344] Urine drug
" wEER
screen (including ethanol)

3 10345] Day 7. Following an overnight fast and prior to receiving the Day 7 dose of study drug, the pH probe was placed to monitor intragastric pHfi | o
= a period of 24 hours. In addition, a pre-dose blood sample was collected. Following study drug administration, sequential blood samples were

obtained for PK of and salieylic acid/acetyl salicylic acid at approximately 10, 20, 30 and 45 minutes and 1, 1.5,2, 3,35, 4.+ 106 ==t
5,6,7,8,9,10,11,12,14,16, 20 and 24 hours - * = -~ - e *1g were recorded on the eCRF. .
O 2
[0346] Study drug was administered to each s l 5t. Subjects also received food and beverat e !
as appropriate during their time in the clinic. o scorded on the eCRF.
nE N\ O103 salicylic acid...
[0347] Day 8. In the moming of Day 8, the fini N % and the pH probe carefully removed. " .
R Subjects also underwent assessments for AEs / A ures were completed for Treatment Period —
the subjects were discharged from the Phase N riod. .
— " " osEmmE o
e [0348] For Treatment Period 2, the procedure: o 5ii gﬂfﬁ% L:
[0349] Washout Period. Subjects underwent a treatments. The purpose of the washout
== period was to dissipate al effects of the study medication prior to the beginning of the next treatment cycle. Information regarding AEs that may he 1 o
» FEF accurred during this period and the use of concomitant medications were collected and documented on the eCRFs. oH sulfuric acid
o
[0350] Final Visit. Upon completion of the Treatment Period 2 and prior to discharge from the Phase 1 unit, the following procedures were performe o=i=o 1 (RIZR,
= vital signs, blood draw for clinical laboratory analyses, urine collection for urinalysis, and AE and i icati These ‘ J——— N
procedures were also performed for any subject who discontinued early from the study. OH R 0
HEEE 1
[0351] ic pH The evaluated in this study was 24-hour intragastrci pH. The 24-hour pH
assessments were performed on Day 7 using a Sandhill ZepHr pH data logger (Sandhill Scientific), which measured the difference in potential betwe
the recording and reference electrodes in the tip of the proba, and stored this ualue avery couple of seconds. A 2-point callbration of the electrode  { .. o
http: hemical.zhihuiy hemical _d. etail?inchi_key=SUBDBMMIDZIVOS-UHFFFAOYSA-N -/-0.05) and pH 4.00 (+/-0.05) buffers. The distance of the electrode from e
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salicylate, colchicine, choline magnesium trisalicylate, salsalate, diflunisal, salicylsalicylic acid, sulfasalazi At . E
indomethacin, sulindac, etodolac, macrolide immunosuppressives, tolmetin, clobetasol, dapsone, diflor |-}
ketorolac, ibuprofen, naproxen, flurbiprofen, ketoprofen, fenoprofen, oxaprozir -3
meclofenamic acid, para-aminophenols, propionic acids, piroxicam, tenoxicam, meloxicam, nimesulide, Y
oxyphenthatrazone, nabumetone, darbufelone, licofelone, rofecoxib, celecoxib, etoricoxib, valdecoxib, |
cimicoxib, parecoxib, BMS-347070, LAS-34475, GW-406,381, CS-501, P-54, FK-331 1, §-2474, ajulemic a
as well as pharmaceutically acceptable salts thereof. Other preferred NSAIDs include, e.g., prostaglandil s
and thromboxanes, and other agents which inhibit cyclooxygenase enzymes, especially, specific cyclooy VET Al
inhibitors.
f=3 [0208] Additional details of compositions comprising a statin lactone combined with a non-statin anti-i O 2s DIMETHYLF... ms
P agent are provided in Example 4. Specifically, Example 4d describes an ointment comprising atorvastati t
non-statin anti-inflammatory agent naproxen sodium, at a ratio of 1:1. Example 4e describes an ointme
o e gtorvastatin lactone and the non-statin anti-inflammatory agent diclofenac, at a ratio of 1:1. Example 4 0
suppository comprising atorvastatin lactone and the non-statin anti-inflammatory agent aminosalicylic Q s
=R 1:9. Examples 4g, 4h, and 4i describe an nintment a nel and a rream . resnactively_sarh comnrising atol 14 ]
and the non-statin anti-inflammatory Absolute
i O 29 - @lenvastatin
y FER [0209] In some embodiments of the ¢ £ the al .
N compounds, forms, and/or agents pre weiny - a
. compounds, forms and/or agents wo ter th. v 132
compound, form and/or agent alone. icreas i 0
MAP kinase and/or a greater percent 5 and, 0
and/or a greater percentage increase v or Forex 13 a
synergistic effect may be at least abo O ibout
about a 30%, at least about a 40%, at Bori [ 30 ACETONITRI...
B80% greater increase. |
tin
[0210] In preferred embodiments, combinations of a statin lactone and one or more other active agent: —N 11 REER
synergistic effect on reducing or inhibiting inflammation. For example, use of a combination of the pres o [} ¥

provide a greater percentage decrease in swelling due to inflammation compared to the effect using o1
components of the combination alone. For example, in some embodiments, a combination of atorvaste
atorvastatin hydroxy acid (or salt); atorvastatin lactone with pitavastatin hydroxy acid (or salt); or atornVaeewwe s
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