Analgesic Doses of Aspirin Cause Significant Upper Gastrointestinal Damage: PA65020, a New Combination of

Enteric-Coated Aspirin & Immediate-Release Omeprazole Significantly Reduces the Incidence of Gastroduodenal Ulcers
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® The current labeling for aspirin (ASA) use in osteoarthritis (OA) is up to 3 g/day in divided ® To compare via endoscopy the gastroduodenal mucosal effect of an analgesic dose of PA (a fixed- Table 1. Baseline Demographics Figure 5. Percent of Subjects with Normal Endoscopy (Grade 0 Lanza score) at Day 28 After 28 days of therapy;
doses.! While a broad range of effective doses has been suggested, the lowest effective ASA dose dose combination product of EC-ASA and IR omeprazole) with that of EC-ASA alone. 100.01 .
for OA is unknown. (Teremisfe PA65020 (n=20) EC-ASA 650 mg (n=20) P<0.001 ® Grade 3 or 4 Lanza score was 15% in the PA65020 treatment group vs.
4 05 1 -
® Higher doses of ASA are associated with greater toxicity, including upper gastrointestinal (UGI) Age, mean (SD), y 59.6 (8.1) 59.9 (6.5) 2 800 570 85% in the EC-ASA 650 mg treatment group (P<0.001).
. . . ’ ’ - N . - '& | . .
mucosal damage, tinnitus and hearing loss.>* M ETH ODS Gender, n (%) £ 60.04 ® 65% of SubJeCtS in the PA65020 treatment group had Grade 0 Lanza score
i3 v . . .
® It has been suggested that there is a dose-response relationship for the clinical effect of ASA,* Mal 16 (80.0 16 (30.0 s (no visible GI lesions).
with a ceiling analgesic effect of 1300 mg.> ASA dosing intervals of 8 or 12 hours are usually Fi 3. Study Desi ¢ (80.0) (80.0 £ 4001
. igure 3. ign . :
sufficient to maintain plasma salicylate concentrations in the anti-inflammatory range.® However, oure ucyBesig Pl 4200) 4200) g ® All sub_]ects (100%) in the EC-ASA 650 mg treatment group had at least
the large single doses required for twice daily (BID) dosing, for example, should be administered Race, n (%) & 2007 1 erosion or hemorrhage on endoscopy.
in a formulation that minimizes gastric injury. Modified-release ASA formulations do not < 0.0 . .
. ey ) Conspim 20 (100.0) 20 (100.0) 0.0- ® GU/DU was 0% in the PA65020 treatment group vs. 40% in the EC-ASA
group
appear to significantly lower the risk of UGI events. PA65020 EC-ASA 650 mg
andomization =
® We hypothsize that PA65020 BID (total daily dose of ASA = 1,300 mg) will be a clinically useful (n=20) (n=20) 650 mg treatment group (P=0.003).
analgesic regimen for multiple conditions (e.g., OA). In this first study, we evaluated safety and PA65020 EC-ASA 650 m . . . . ® No cases of heartburn were reported by 90% of PA65020 subjects vs. 75%
tolerability in normal, healthy volunteers. ERstes ) BTN . ® After 28 days of therapy, 65% of subjects in the PA65020 group had no endoscopic evidence of FEC-ASA 650 bi
25200 f:_’;:;\ E2olngltl] 2 EC'A(:"::‘;S OB Figure 4. Grade 3 or 4 Lanza Score at Day 14 and Day 28 gastroduodenal injury. o - mg subjects.
Day 14 Day 28 ® In contrast, gastroduodenal mucosal damage was present in all subjects (100%) in the EC-ASA
P<0.001 P<0.001 650 Day 28.
PA PRODUCT CONCEPT ® Phase 1, randomized, double-blind, 4-weck study in healthy adult volunteers (250 years and 100.0 mg group at Lay
Helicobacter pylori negative) with normal endoscopy (Grade 0 Lanza score’) at baseline 90.0 2510 Figure 6. Gastric or Duodenal Ulcer (GU/DU) at Day 14 and Day 28
Figure 1a. Product Designation « PA65020 was administered as one tablet of PA32520 [a fixed-dose combination tablet of » 800 Day 14 Day 28
EC-ASA 325 mg and IR omeprazole 20 mg] + one tablet of EC-ASA 325 mg. %_ 100.0
. o 2 60.0
P A 650 20 “ EC-ASA 650 mg was administered as 2 tablets of EC-ASA 325 mg. ﬂo P 80.0 CeoEE CONCLU SION s
“ Total daily ASA dose was 1300 mg. £ 400 % 60.0
- 4 :
PPI . o 65:PI =20 mg omeprazole Primary Endpoint & 200 150 .22 e 200
=650mg 5.0 g ® Analgesic doses of over-the-counter EC-ASA produced
® Proportion of subjects with Grade 3 or Grade 4 Lanza Score’ 0.0 s 200 9 P
Figure 1b. Tablet Schematic—Multilayer, Coordinated Delivery System Lanza scores at Day 28 i PA65020  EC-ASA 650 mg PAG5020  EC-ASA 650 mg significant gastroduodenal damage in most subjects
Scorel| Definition (n=20) (n=20) (n=20) (n=20) ol0
o . . 0| No visible lesions .
::;s‘::c::'a‘:e;:ﬂ::f:;ss Secondary Endpoints ; ;elg’m“,“ h"'“}’:"‘“""h ® Grade 3 or Grade 4 Lanza scores were significantly lower in the PA65020 treatment group P(A"s_sz?)o EC_A::::;) ma P(‘:ls_sz‘z,z)o EC-A(.:A_::;) ma followmg 1 month of treatment.
" - erosions or hemorrhage: . = = =, =
Color film coat ® Proportion of subjects with gastric or duodenal 3 T11-25 erosions or hemorrhage compared with the EC-ASA 650 mg treatment group at both Day 14 and Day 28 (P<0.001). ® PA65020 was associated with a significantly decreased risk of
ulcers (GU/DU) at Day 28 AL oo hem{?"h’_‘ S ol ® No gastric or duodenal ulcers were identified for subjects in the PA65020 treatment group at
.. . . . Ulcer = mucosal break 23 mm in diameter with depth .
Aspirin Core ® Proportion of subjects with Grade 0 Lanza score either Day 14 or Day 28. Gl mucosal damage.
(650 mg) at Day 28 - Lo . .
® After 28 days of therapy, the incidence of GU/DU was significantly lower for subjects in the . . . .
® Heartburn assessment PA65020 group vs. the EC-ASA 650 mg group (P-0.003) ® PA65020 may provide an important therapeutic option for
® Assessment of dyspepsia-associated abdominal pain by mSODA (modified severity of dyspepsia at-risk patients who require ana]gesic doses of ASA.
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Statistical Analysis

® IR omeprazole (protective agent) is released in the stomach prior to the dissolution of the ASA in

the small intestine. ® Treatments were compared for efficacy using Fisher’s Exact test. Table 2. Adverse Events Figure 7. Percent of Subjects with Heartburn During the Study
Adverse Event PA65020 (n=20) EC-ASA 650 mg (n=20) 100.01 References
P H A R M Aco KI N ETI CS Any* 6 (30.0) 8 (40.0) « 80.0 1. Aspirin Comprehensive Prescribing information.
< i -93:692-
All Gastrointestinal (GI) 3 (15.0) 4(20.0) g 2 H(?ftlezer JW, et al. Guz. 1982;23:692-697.
Figure 2. Pharmacokinetic (PK) Release Profile of PA32520 (Day 13) T 6001 3. Brien JA. Drug Saf 1993,9:143-148.
9 ’ Individual GI events' a - P=0.41 4. McQuay HJ, Moore RA. Br J Clin Pharmacol. 2007;63:271-278.
600 12 ® Median time to maximum plasma concentration (T,..): Siarmed s dhemmmito: 0 (0) 3(15.0) s 5. Gaciong Z. Thromb Res. 2003;110:361-364.
_ 10 ~ % Omeprazole (from PA32520): Approximately 30 minutes for Days 1 and 13 Abdominal discomfort 0 (0) 2(10.0) § 40.0 - : éevy GS Br]1 Cg&;’};{gg;ajllffgglglz;ppl 2:2855-290S.
2 Salicylic Acid T e QT D i 2(10.0 2(10.0 g 25.0 erry 5 et al. BM]. 2000;321:1183-1187.
E alieylicAd s % % Salicylic acid (from PA32520): Day 1, 4.5 hours; Day 13, 4.0 hours Al};:lz:isil pain upper 1((5 0)) é 0) ) E‘ 20.0 8. Garcia Rodriguez LA, et al. Br J Clin Pharmacol. 2001;52:563-571.
o R .0
2 400 EX % EC-ASA 325 mg: Day 1, 5.0 hours; Day 13, 4.0 hours Constipation 1(5.0) 0(0) 10.0 9. Lanza FL, et al. Gastra_entem_/ogyi1988;95:289—294.
o T - 10. Rabeneck L, et al. ] Clin Epidemiol. 2001;54:755-765.
3 6 g ® Plasma exposure of salicylic acid from PA32520 is similar to marketed EC-ASA 325 mg * No serious adverse events were reported 0.0
© y following both single-dose and repeat-dose administration of PA32520. ST P L . L PA65020 EC-ASA 650 mg
S 290 4 = Individual GI adverse events occurring in 25% of subjects in either treatment group. —20 -20
GE' \0 o ® IR omeprazole in PA32520 has no effect on the PK profile of salicylic acid. . . i i (n=20) (n=20)
S Omeprazole 2 E Dyspepsia-associated Abdominal Pain by mSODA (range = 2-47)
® Atbaseline, subjects in both treatment groups had a mean mSODA score of 2.0. After 28 days of ® Heartburn was reported by 10% of PA65020 subjects and 25% of EC-ASA 650 mg subjects,
0 T ol 0 therapy, the mean change from baseline in mSODA was 0 in the PA65020 group vs. 0.7 in the representing a 60% relative decrease with PA65020 treatment. Poster presented at the 29th Annual Scientific Meeting of the American Pain Society,
0 a 8 12 EC-ASA 650 mg group (P=0.32). ’
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