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BACKGROUND RESULTS continued

The relationship between the efficacy of a given drug in treating an acute migraine and the . - N X
corresponding pharmacokinetics has not been well studied. There are no correlations established Migraine Pain Relief (As-Treated Population)
between the Tmax, Cmax, and AUC of any drug and its efficacy as measured by the speed of onset,

sustained pain response, and freedom from pain. But many physicians continue to believe that shorter

acting triptans tend to have quicker onset of relief, but have higher rates of recurrence compared to Placebo MAP0004 0.5mg

slower absorbed triptans with longer half-life. This has led to attempts to prolong the half-life of acute Pain Relief Timepoints (n=16) (n=26) P-value
migraine drugs by using techniques like transdermal diffusion. However, the sustained pain relief and 10mi 0 3 0.019
pain free responses may be a function of how quickly and effectively the cascade of pathophysiological minutes (0.019)
changes that lead to a full blown migraine were interrupted, rather than the actual half-life of any given 15 minut 7 26 ©0.019)
drug. Here we present data that demonstrate the long-lasting relief provided by MAP0004, an inhaled minutes .
DHE, in addition to its rapid onset of action. Present data demonstrates the long-lasting relief provided .

by MAP0004, an inhaled DHE, in addition to its rapid onset of action, as measured by 10 minute pain 30 minutes 14 53 (0.022)
relief, 2-24 anq 2-48 hour sustained pain relief and pain free rates, rescue medication use and time to use 60 minutes 43 64 0.273)
of rescue medication.

OBJECTIVE 2 hours (Primary) 33 72 (0.019)
The objective of this study was to demonstrate rapid onset and sustained relief provided by MAP0004 Sustained 24 hours 13 43 (0.066)
delivered by the Tempo® inhaler during treatment of an acute migraine, as measured by 10-minute pain R
relief, 2-24 and 2-48 hour sustained pain relief and pain-free rates, rescue medication use, and time to use Sustained 48 hours 14 42 (0.096)

of rescue medication.

METHODS

Comparison of Pain Response Rates
This was a randomized, double-blind, parallel-group, placebo-controlled, 2-part study of 3 doses of MAP0004 0.5mg versus Placebo
MAPO0004 in migraineurs, conducted at 9 sites in the United States (US). The study consisted of a total of 5
clinic visits: 80

«Visit 1: Screening visit

- Visit 2: Randomization to Treatment Period 1 (14 to 28 days after Visit 1)
« Visit 3: Safety assessments and determination of response to study treatment in Treatment Period 1 60
(2 to 7 days after first qualifying migraine in Treatment Period 1 or no more than 28 days after Visit 2)

70

@
« Visit 4: Randomization to Treatment Period 2 for those who had responded to study treatment in éc: 0
Treatment Period 1 g 40
(5 to 7 days after Visit 3) =3 2
« Visit 5: Termination visit (2 to 7 days after first qualifying migraine in Treatment Period 2 or no more 5::
than 28 days after Visit 4) S 20
10
STUDY DESIGN
0
0 20 40 60 80 100 120 140
Time (minutes)
[ ——MAP00040.5mg  ——Placebo |
Runin Treatment Treatment Follow
period period 1 period 2 up d
A periof DISCUSSION
Contrary to common belief, there has been no scientific documentation that sustained pain relief rates
B and low recurrence rates are functions of the half-life of an acute migraine treatment. Comparing the
sustained response rates in patients treated with different formulations of the same drug, and hence the
same half-life, suggests that formulations and routes of administration that result in rapid Tmax also tend
C E to have better sustained responses. This strongly suggests that the earlier the cascade of
aemnes [LLLLL) neurochemical changes is interrupted in the pathophysiology of migraine, the quicker and longer
2 headaches/ 1 headache: 27 days 57 1 headache: 2.7 daysw lasting the relief from migraine symptoms is likely to be.
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Treatment B 4 actuations MAP0004 (~1.0mg total); e\c, a0
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*p<0.05 Timepoints ® MAPO0004 0.5mg
RESULTS
Data from the 0.5mg systemic equivalent dose is presented here. The 1.0mg dose was not statistically CONCLUSION
different from the 0.5mg dose.
. . . 0 . . Q . . . . . 5 .
A total of Sgsubjgcts were randomized. At 10 minutes, 32% of actlvg patler'{ts anFi 0% of placebo patients As shown in this study, MAP0004 prowded both rapld onset of pain relief and Iong
reported pain relief (p=0.039). The rates for 2-24 and 2-48 hour sustained pain relief were 43% and 42% for lasti . S e lief tb . ilvd dent on the PK
MAPO0004, respectively and 13% and 14% for placebo, respectively. The sustained pain-free rates for 2-24 ciEE) [pEll HEIEE SesiEnEe! prlinl rEET D el el p”ma”.y gpen en' @i
and 2-48 hours were 38% and 37%, respectively, for MAP0004 and 7% and 7%, respectively, for placebo. of a drug, but may also be related to early and effective interruption of the
Rescue medication use was 35% for MAP and 60% for placebo. Median time to rescue medication use was migraine cascade, and possibly extended receptor occupancy.
more than 48 hours for MAP and was 17.5 hours for placebo.

Data from Treatment Period 2 did not demonstrate consistent differentiated benefit.
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