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Photophobia

Trexima was statistically superior to placebo for photophobia at 2 hours in both study 301 (50% photobia—free vs.
32% for placebo)(Table 30), and study 302 (58% photophobia-free, versus 36% for placebo)(Table 31).

Table 30: Photophobia, 0-4 hrs, study 301
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o Phonophobia

Trexima was statistically superior to placebo for phonophobia in study 301 (56% phonophobia—free, vs. 34% for
placebo)(Table 32), and in study 302 (61% phonophobia—free, vs. 38% for placebo)(Tablc 33).

Table 32: Phonophobia, 0-4 hrs, Study 301........ , m..-   
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Table 33: Phonophobia, 0-4 hrs, Study 302
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Trexima claims efficacy as a combination product of sumatriptan and naproxen, and was

therefore required to show that the combination is statistically superior to the individual

components for at least one clinically meaningfiil endpoint. The endpoint agreed to with the

Division was sustained efficacy against migraine, termed ‘sustained pain-free 2-24 hours.’

(choice of endpoint discussed in section 6.1.2, Geyem/Dzkcwyz’wz off/240012215). Trexima was

not required to show superiority versus its components for associated migraine symptoms, but

was expected to be no worse. I

o Sustained pain—free 2—24 hours

In both study 301 and 302, Trexima was statistically superior for this endpoint to its components,

sumatriptan and naproxen, and to placebo (Table 34). The margin of superiority was clinically

significant: patients taking Trexima who were pain free at 2 hours had a z25% chance of being

pain free through 24 hours, while for sumatriptan (85 mg RT), Naproxen (500 mg), and placebo,

this chance was, respectively, 315%, z10%, and 28% (average results from the two studies).

Note that the percentage of patients that were pain free at 24 hours is probably ‘artificially’ low

because only those patients pain free at 2 hours were measured for the “pain free between 2 and

24 hour” time point. In actual clinical practice, many patients probably experience long-lasting

relief, but with initial onset of relief later than 2 hours, or experience some residual pain, but

relief appears adequate, at least insofar as rescue medication is not taken (presumably because it

is not subjectively necessary)(see Figure 7: Percent Taking Rescue Medication, All Treatments).

Table 34: Sustained pain-free 2-24 hours, 301, 302

. S t . t Naproxen
Trexima “m “P a“ _ Sodium 500 Placebo

85 mg m

i I 0 0

MT400-302 25% (90/364) 16% (59/361) (1307735 6) 33/360) o 0

MT400-301 23%: (83/362) 14% 51/362) (£77,364) (72/5/382)
+p<0.001 versus placebo, sumatriptan and naproxen sodium
xp<0.001 versus placebo and naproxen sodium; p=0.009 versus sumatriptan.
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