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Background

The TARGET (Therapeutic COX189 Arthritis Research and Gastrointestinal Event Trial)
study was a 52-week, large outcome study involving approximately 18,000 patients,
ongoing at the time of the NDA submission. The study had two components: Study 0117

Results

1) Gastrointestinal safety

outcome study), but definitively, TARGET showed a GI advantage over both NSAIDs in
the non-ASA population with a smaller advantage (almost none over ibuprofen) for the
ASA users.

2. Cardiovasculaf safety (Table 1)

In study 0117, the number of APTC (Anti Platelet Trialists Collaboration) endpoint
(which includes a composite of confirmed and probable cardiac deaths ag well as fatal
and nonfatal myocardial infarctions and strokes) is greater for LUM as compared to
nhaproxen. In study 2332, the number of APTC events with LUM and ibuprofen is similar,
including total number of MI.



Table 1 Confirmed or probable APTC events

Study 0117 Study 2332

LUM  Naproxen LUM Ibuprofen

All patients (N) (4741)  (4730) (4376) (4397)
Any APTC cvent 40 27 19 21
CV death * 11 8 8 10

Non fatal M[* * 16
Non fatal ischemic stroke

» and 2 fatal MI in the LUM 0117, naproxen, LUM 2332 and Ibuprofen
groups, respectively. ** Includes silent MI(ECG detected): 3 on LUM 01 17,3 on
nhaproxen and 2 on ibuprofen (no silent MI in LUM 2332).

The difference in the number of APTC events in study 0117 was driven by non-fatal MIs
in the non-aspirin user group. The numbers are small but suggest that low dose aspirin
may prevent detecting a difference between LUM and naproxen. The numbers of MJ in
2332 are small, particularly in the aspirin subgroup.

Interpretation of the findings is limited by the following issues:

L. The patient population was only OA. The study was initially designed as an
OA/RA study and later amended to include only OA patients.

2. The study excluded patients at high cardiovascular tisk (who had an indication for
cardiovascular prophylaxis but were not taking asa).

3. The effective dose of lumiracoxib for QA and RA has not been identified yet.

4. The different number of CV/T events (MI, in particular) for lumiracoxib in each
sub-study. The findings in study 0117 are consistent with findings for Vioxx as
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Source: IND submission of TARGET final study report,

Conclusion:

This study has not definitively answered the question whether lumiracoxib Increases
cardiovascular thrombotic risk as compared to non-selective NSAID:s.



