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Key Objective

To further evaluate the efficacy of Symbravo® (20 mg MoSEIC™ meloxicam and 10 mg rizatriptan; MxRz), we analyzed an
alternative composite assessment of efficacy, requiring responders to achieve both pain relief and return to normal

. function using data from the phase 3 MOMENTUM trial

Introduction

* Despite available therapies, patients with migraine continue to experience
substantial functional impairment, highlighting a persistent unmet need
for therapies that more effectively restore daily functioning?

* MxRz, a novel fixed-dose combination of 20 mg MoSEIC™ meloxicam and h!,_ .4'13_,
10 mg rizatriptan, is FDA-approved for the acute treatment of migraine ¢

with or without aura?

Scan the QR code below for a
link to the primary
MOMENTUM presentation
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— MxRz is formulated to improve the pharmacokinetics of meloxicam, as o) 3.+ f
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the relatively slow absorption rate of standard oral meloxicam limits its L D

use for acute treatment of migraine

* Pain freedom at 2-hours is a common FDA-recommended primary endpoint in clinical trials;3 however, most
patients often fail to achieve pain freedom in clinical trials and in clinical practice
— Reduction in pain occurs at higher rates than pain freedom and is associated with improved function; we
evaluate a composite endpoint of pain relief and return to normal function as an alternative patient-

centered endpoint

Methods

* MOMENTUM (NCT03896009)*> was a randomized, double-blind, multicenter, active- and placebo-
controlled 4-arm factorial trial in participants with moderate to severe intensity migraine

Screening patients with a history of
Isub-optimal treatment response®

4 Figure 1. Study Design of MOMENTUM Trial

Single dose, following a qualifying migraine
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SYMBRAVO (20 mg MoSEIC™ meloxicam and 10 mg rizatriptan)

Rizatriptan (10 mg)

N=1594 N=455 |==p MOoSEIC™ meloxicam (20 mg)

k aDefined as a score of <7 on the Migraine Treatment Optimization Questionnaire, 4-item (MTOQ-4; score of 8 is defined as reflecting an optimal treatment response) )

* Composite pain relief from baseline and return to function endpoints were defined as achieving:
— Pain relief (21 point reduction) and return to function (no functional disability: score 0 on a scale of 0-3)

at 2-, 4-, and 24-hours in the intent-to-treat population

— Conditional sustained 24-hour (2-24 hours) pain relief and return to normal function was also assessed

among participants who were responders at 2-hours

 Nominal P-values were based on the Chi square test and 95% confidence interval for risk difference

were estimated

* A sensitivity analysis was conducted using an alternative definition of pain relief (reduction from moderate-

severe pain to mild-no pain)

* The relative strength of the independent association of the composite endpoint and pain freedom with the
PGI-C at 2-hours was assessed using a cumulative logit proportional odds model fit with: (1) the seven-level
PGI-C as the outcome and (2) both the composite endpoint and pain freedom as predictors
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Limitations

Limitations of this study include the single-
dose and single-attack design, which does
not provide data about the efficacy of
repeat dosing, consistency of treatment
response, or long-term safety

Additionally, contrary to practice guidelines
recommending early treatment while pain
is mild®, migraine attacks were not treated
until pain was moderate-to-severe in
accordance with regulatory guidance

Results

Baseline Characteristics

Table 1. Baseline Clinical and Socioeconomic Demographics

Characteristics

Age, mean (SD)

Female sex, n (%)
Race, n (%)

White

Black or African American
Prior Triptan Use?®

Total mTOQ-4 score, mean (SD)

Allodynia (ASC-12 score 23), n
(%)

Severe Pain Intensity, n (%)
Obese (BMI 230 kg/m?), n (%)

Morning Migraine®, n (%)

41.2
(11.52)

346 (80.8)

337 (78.7)
72 (16.8)
158 (35.8)

3.5(2.17)

336 (78.5)

184 (43.0)
185 (43.2)

158 (36.9)

41.4
(10.72)

353 (84.2)

320 (76.4)
81 (19.3)
159 (36.6)

3.6 (2.25)

305 (72.8)

155 (37.0)
197 (47.0)

154 (36.8)

MoSEIC™
Meloxicam
(N=421)

40.9
(12.08)

355 (84.3)

324 (77.0)
83 (19.7)
139 (32.1)

3.8(2.14)

322 (76.5)

181 (43.0)
175 (41.6)

155 (36.8)

Placebo
(N=209)

40.8
(11.68)

177 (84.7)

154 (73.7)
45 (21.5)
74 (33.9)

3.5(2.21)

150 (71.8)

88 (42.1)
90 (43.1)

73 (34.9)

Demographic and baseline characteristics were generally

similar across the four treatment groups in the ITT

population

2Defined as triptan usage within 3 months prior to enrollment; safety analyses were based on the safety
population, defined as all participants who received study drug. Data presented are number of participants (% of
participants): MxRz (N=441), Rizatriptan (N=434), MoSEIC™ Meloxicam (N=433), and Placebo (N=218). POnset of

migraine prior to or at 10 am.

ASC-12, 12-item Allodynia Symptom Checklist; BMI, body mass index; MoSEIC™, Molecular Solubility Enhanced
Inclusion Complex; mTOQ-4, Migraine Treatment Optimization Questionnaire; MxRz, MoSEIC™ meloxicam and

rizatriptan.

Table 2. Adverse Events in 21% of Participants?®

Any TEAE

Nausea

Dizziness

Somnolence

49 (11.1%)

12 (2.7%)

7 (1.6%)

6 (1.4%)

67 (15.4%)

21 (4.8%)

9 (2.1%)

9 (2.1%)

MoSEIC™

Meloxicam

(N=433)

50 (11.5%)

14 (3.2%)

5 (1.2%)

10 (2.3%)

Placebo
(N=218)

13 (6.0%)

8 (3.7%)

2 (0.9%)

1 (0.5%)

* No adverse events occurred at a rate of >3% for MxRz
* No adverse events led to discontinuation of study drug

aSafety analyses were based on the safety population, defined as all participants who received study drug. Data
presented as number of participants (% of participants).
MOoSEIC™, Molecular Solubility Enhanced Inclusion Complex; MxRz, MoSEIC™ meloxicam and rizatriptan; TEAE,

treatment-emergent adverse event.

Composite Endpoint

Figure 2. Composite Pain Relief and Return to Function? Compared with Pain Freedom at 2-Hours Post-dose
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* A higher percentage of participants treated with MxRz achieved pain relief and return to function at

2-hours compared with MoSEIC™ meloxicam or placebo (both p<0.05)P

— The percentage of participants achieving pain freedom at 2-hours was higher in the MxRz group (19.9%)
compared with the Rizatriptan (17.4%), MoSEIC™ Meloxicam (11.6%), and Placebo (6.7%) groups

— The unique association of the composite endpoint with a more favorable impression of change (OR =10.27;
95% Cl, 7.58 — 14.00) was numerically stronger than that for pain freedom (OR =9.56; 95% Cl, 6.54 — 14.15)

Figure 4. Composite Pain Relief and Return to Function? Compared with Pain Freedom at 24-Hours Post-dose
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* A higher percentage of participants treated with MxRz achieved pain relief and return to function at
24-hours compared with rizatriptan, MoSEIC™ meloxicam, or placebo (all p<0.05)P
— The percentage of participants achieving pain freedom at 24-hours was higher in the MxRz group (58.2%)
compared with the Rizatriptan (50.1%), MoSEIC™ Meloxicam (53.0%), and Placebo (41.1%) groups

*P<0.05; **P<0.01; ***P<0.001.

aDefined as response (at least one point pain reduction from baseline and no functional disability) at the specified timepoint; PThe results for the sensitivity analysis were similar to the results for the primary analysis; Defined as response (sustained pain relief and sustained return to function between hours 2-24) among participants who were pain relief and return

Figure 3. Composite Pain Relief and Return to Function? Compared with Pain Freedom at 4-Hours Post-dose
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A higher percentage of participants treated with MxRz achieved pain relief and return to function at
4-hours compared with MoSEIC™ meloxicam or placebo (both p<0.05)P
— The percentage of participants achieving pain freedom at 4-hours was higher in the MxRz group (39.5%)
compared with the Rizatriptan (32.7%), MoSEIC™ Meloxicam (24.7%), and Placebo (18.7%) groups

Figure 5. Pain Relief and Return to Function¢Sustained Over 24-hours Among 2-Hour Responders
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For those treated with MxRz that achieved pain relief and return to function at 2-hours (responders), ~78%
maintained that response over 24 hours, which was higher than those treated with rizatriptan, MoSEIC™
meloxicam, or placebo®

to function responders at 2-hours; Data are presented as conditional percentages and p-values were not calculated due to differences between groups in 2-hour pain relief and return to function achievement rates.

MoSEIC™, Molecular Solubility Enhanced Inclusion Complex; MxRz, MoSEIC™ meloxicam and rizatriptan.

Conclusions

Treatment with MxRz was associated with improvement on a composite endpoint comprising both migraine pain relief and return to function compared with placebo or active controls at multiple timepoints

— At all time points, the probability of achieving composite endpoints was higher than that of achieving the regulatory recommended endpoint of pain freedom

Furthermore, the composite measure of pain relief and return to function demonstrated a slightly greater association with patient-reported change, as assessed with PGI-C improvements, than pain freedom at 2 hours

Among participants achieving response at 2-hours post-dose, treatment with MxRz was associated with higher rates (~78%) of sustained pain relief and return to function through 24-hours versus active comparators

These data further support the efficacy profile of MxRz for the acute treatment of migraine by assessing clinical response using a composite measure of pain relief combined with return of normal function, which represents a pragmatic and clinically meaningful assessment of treatment success
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