Impact of Fremanezumab on Any Acute Headache Medication Use in Migraine Patients With Medication Overuse and Documented
Inadequate Response to 2-4 Migraine Preventive Medications in the Multicenter, Randomized, Placebo-controlled FOCUS Study

Lawrence Newman,' Joshua M. Cohen,? Verena Ramirez Campos,” Lindsay Janka,? Hans-Christoph Diener?
'Department of Neurology, Headache Division, NYU Langone Medical Center, New York, NY, USA; “Teva Branded Pharmaceutical Products R&D, Inc., West Chester, PA, USA; *Faculty of Medicine, University Duisburg-Essen, Essen, Germany.

1 Conclusions

- Fremanezumab provided early and consistent reductions in the use of acute headache medication versus placebo in patients with medication overuse at baseline and documented inadequate response to 2 to 4 classes of migraine preventive medications

- These results demonstrate that, even in this population of patients with difficult-to-treat migraine, fremanezumab treatment reduces the need for acute headache medication, potentially reducing the risk of medication overuse

Introduction Box 1. Definition of Medication Overuse Efficacy in Patients With Medication Overuse

Figure 1. In patients with medication overuse, change from baseline in the monthly average number of days of use
of any acute headache medication at Weeks 4 and 8 and during 12 weeks.
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- Patients who overuse acute medications for migraine generally experience more migraine days, greater migraine
severity, and more severe pain intensity'

— Given the increased disease burden for patients with migraine and acute medication overuse, there is a need

for effective preventive medications in this population .
N
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- Fremanezumab, a fully humanized monoclonal antibody (IgG2Aa) that selectively targets calcitonin gene-related §
peptide (CGRP),* has proven efficacy for preventive treatment of migraine in adults** > da gs using triptans/ergots/ s o
- The FOCUS study (ClinicalTrials.gov Identifier: NCT03308968) of fremanezumab was the first and largest study o month combination medications -ré o
of a migraine preventive treatment in a population of adults with difficult-to-treat migraine and documented ks
inadequate response to 2 to 4 classes of migraine preventive medications? o
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Study Design =
@ Objective - International, multicenter, randomized, double-blind, placebo-controlled, phase 3 study % = £ 0 ~4.9° _4.98
- Included a screening visit; 28-day run-in period; 12-week, double-blind, placebo-controlled treatment period; _6 —
- A subgroup analysis evaluated changes in the days of use of any acute headache medication in patients from and 12-week, open-label treatment period LSM, least-squares mean.
. . . . . . 2P <0.0001 versus placebo.
the FOCUS study with medication overuse (use of any acute medication on 215 days/month or triptans/ergots/ - During the double-blind period, patients were randomized (1:1:1) to subcutaneous (SC) quarterly fremanezumab P = 00016 versus placebo
combination medications on 210 days/month) at baseline (Months 1, 2, 3: 675 mg, placebo, placebo), SC monthly fremanezumab (Months 1, 2, 3: 225 mg [EM]/675 mg [CM], - In patients with medication overuse at baseline, both fremanezumab regimens significantly reduced the monthly
225 mgq, 225 mq), or matched monthly placebo average number of days with any acute headache medication use at 4 and 8 weeks and during the 12 weeks after
the first dose versus placebo (Figure 1)
@ Methods Study Assessments
- In patients with medication overuse at baseline, changes from baseline in the monthly average number of days of ';able 1 Il: Pail)entsfv[\;lth M?f}'cat'?ZOVZruie'II_'ISMdCh;n%T I;r.on;.Basglme_I?’nd L5MD Versus Placebo in the Monthly
Patients use of any acute headache medication at 4 and 8 weeks and during the 12 weeks after the first dose VETage UIMBET Of Lays Of US€ OF Ay ACUTE Headathe Wieditation UVEr 1ime
: : . : : : : : : : : : @) f baseli d Placeb terly f b Monthly f b
» This study included adult patients with episodic migraine (EM) or chronic migraine (CM) with documented — Differences between groups were compared using an analysis of covariance dif?gr%icgovne]rs:ssfoigfe?ol S (Un Le;ggr)]ezuma = E%nr=eqnjﬁg)ezuma
iInadequate response to 2 to 4 classes of prior migraine preventive medications Week 4
- This subgroup analysis included patients with medication overuse at baseline (Box 1) LSM (SE) change from baseline -0.3 (0.60) -4.2 (0.60)° -5.0 (0.54)°
. . ’ . - . LSMD (SE) versus placebo = -3.9 (0.70) -4.7 (0.67)
- Patients in this subgroup analysis were not detoxified or educated/counseled about the risk of Week 8
medication overuse Patients LSM (SE) change from baseline -11(0.71) -3.8 (0.70)° -4.9 (0.63)
- Efficacy analysis population (patients with medication overuse), n = 435 (placebo, n = 134; quarterly LSMD (SE) versus placebo - -2.7 (0.87) -3.8(0.83)
fremanezumab, n = 152; monthly fremanezumab, n = 149) Week 12
LSM (SE) change from baseline -0.8 (0.61) -3.9 (0.61)° -4.9 (0.55)°

- In this subgroup of patients with medication overuse, the monthly average number of migraine days at baseline
was: placebo, 17.6 days; quarterly fremanezumab, 16.6 days; monthly fremanezumab, 16.3 days LSMD (SE) versus placebo

LSM, least-squares mean; LSMD, least-squares mean difference; SE, standard error.
2P <0.0001 versus placebo.
°P = 0.0016 versus placebo.

= -3.1(0.72) -41 (0.69)

— The monthly average number of days of acute headache medication use at baseline for this subgroup was:

placebo, 17.3 days; quarterly fremanezumab, 171 days; monthly fremanezumab, 16.4 days - Placebo-subtracted reductions in the monthly average number of days with any acute headache medication use

were significantly greater with fremanezumab versus placebo at 4 and 8 weeks and during the 12 weeks after the
first dose (Table 1)
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