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Primary Efficacy Variable (ITT Population ; Y "
OBJECTIVES y. y ( .p , ,) , , , Table 2. Percentage of Subjects by BMI Categories Figure 5. Mean Change From Baseline in MSQ Scores (ITT Population) Table 3. Number of Subjects* Experiencing a Shift in BMI From Baseline to Double-Blind Phase
* To compare the relative efficacy and safety profiles of topiramate (TPM) and amitriptyline (AMI) in the prophylaxis of * Change in average monthly (28-day) migraine episode rate from the prospective baseline to the double-blind phase BMI Category BMI Range S T ST —
migraine headache (kg/m>) N (%) Endpoint
Secondary Efficacy Variables (ITT Population
e To determine the relative tolerability profiles, changes in weight, and the impact of treatment and weight changes on ¢ ry Y es ( pulation) TPM AMI All 30 - P=0012 P=0014 P =0.029 Ll =18.5 18.5 10/<25 25 to <30 30 to <35 235
L H TPM <18.5 5 (2.8%)
BACKGROUND e Mean change from baseline in monthly (28-day) total headache days Underweight <185 5 (2.9%) 2 (1.3%) 7 (2.1%) _ 25.64 A 135 to 3%5 5 (2.8%) 6140(36620/0/0) o oo
e Responder rates (225%, 250%, =75%, 100% reduction) in migraine headache days and total headache days o . . 33 Eg :35 (5.6%) 1 4((7.9%3) 19 21 6.7%/)0)
o TPl\g is {an gffgctitv)f, iell'fe& anld geglerallyt Wﬁllzit(;l(?r?ted. trlrlligrainff)%rgver;t.ivetnllgadication, as demonstrated in several e Change in monthly (28-day) rate of acute abortive medications used Normal 18.510 <25 69 (40.1%) 08 (36.5%) 127 (38.4%) % 235 W= 169) 3 (1.7%) 20 (11.3%)
randomized, double-blind, placebo-controlled trials with over atients™ ' 2 n=
TPM 100 mg/d is the regommended target dose for migraine proghylaxis although lower or higher daily doses * Ghange In monthly (25-day) migraine duration e R — ) = 20 = 2.0 ef BMI 185 18.5 to <25 zE;l ‘tlpm;:) 30 to <35 >35
- , . . . . 69 <18. DO lo < 0 < 0 < >
are effective for some individuals e Change in average migraine severity Obese 30 to <35 33 (19.2%) 32 (20.1%) 65 (19.6%) f.n § Baseline
— In clinical trials, TPM has generally been either weight neutral or associated with weight loss * Change in average severity of migraine-associated symptoms of nausea, photophobia, and phonophobia Severely obese >35 24 (14.0%) 22 (13.8%) 46 (13.9%) 3 B 1009 » fgﬁz‘é}o, 8 (4.7%)
e Although this study was initiated prior to U.S. regulatory approval of TPM for migraine prophylaxis, TPM is now * Change in monthly (28-day) frequency of nausea, photophobia, and phonophobia Missing 1 (0.6%) 0 (0.0%) 1 (0.3%) é ?,3 o :gg 32 530607/;’?) . 2‘11-37;’){;/)0 ) ! tgggzi
approved in 59 countries (including the U.S.) for the prophylaxis (prevention) of migraine headache in adults e Change in monthly (28-day) rate of vomiting during the attack S5 ' 2 (1.290) 20 (‘1‘1.3% )
e Results from limited clinical studies also suggest that AMI is effective for migraine prophylaxis, although AMI does . . . . . . *Subjects without a second BMI measurement were excluded (TPM: n = 6; AMI: n = 11).
not have Peglﬂatory appI'OVal for this indication* Ouallty'Of'Llfe and Dlsablllty OueStlonnalreS Green indicates a shift to a lower BMI category; red indicates a shift to a higher BMI category.
« Migraine-Specific Quality-of-Life Questionnaire (MSO) Figure 3. Mean Change From Baseline in Monthly (28-Day) Migraine Episode Rate (ITT Population)
e Weight gain can adversely impact the clinical course of migraine and medical health in general>* lerame-spectiic Juality-ol-Lile Yuestionnaire E . . S ]
* The consequences of obesily in adults include®” — Validated migraine-specific quality-of-life instrument; 4-week recall period i m i 170Restr|ctlve157 170Prevent|ve157 o Function - Table 4. The Five Most Common Treatment-Emergent AEs
— An increased risk of morbidity and mortality from cardiovascular disease, stroke, diabetes, hypertension, and * One-item Functional Disability Question Mean baseline = SD o 6.0+23 Meanbasefine 5180 sora ee.78 722 5589 o782 . .
cancer (pI‘OSl’,a[’,e, colon, breast, endometl‘ial) — Measures the worst level of disability associated with each headache that occurred; 1-day recall period Least square means. P value§ bgsed on ANCOVA model including treatment and center as main effects, and baseline MSQ score as covariate. MSQ scored on a TPM : n (%) AMI n (%)
. . . . . . . . . . . -0.5 0 to 100 scale; higher scores indicate improvement. Paresthesia 53 (29_9) Dry mouth 60 (35_5)
— Dissatisfaction with treatment * Quality-of-Life Enjoyment and Satisfaction Questionnaire — Short Form (Q-LES-Q-SF) e Fatigue 30 (16.9) Fatigue 41 (24.3)
— Reduced treatment compliance — Scale not validated for migraine; provides general assessment of quality of life; 1-week recall period gg « Resulls of the other specified quality-of-life and disability scales comparing mean changes from baseline were as S e ETEE 21 (11.9) Somnolenf:e 30 (17.8)
— Diminished self-esteem * Migraine Disability Assessment (MIDAS) 28 e follows for TPM vs AMI treatment (ITT population) Hypoesthesia 19 (10.7) V\{enght gain 23 (13.6)
— Validated disability assessment tool for migraine; 3-month recall period =c 2 —_ Functional Disabilit tion: ch : itv of functional disability: Nat.jsea . 18 (102) D'Z.Zmess’ .SmUS't'S (tie) 18 (10.7)
METHODS ”s unctional Disability Question: change in average severity of functional disability: Patients with any AE 152  (85.9) Patients with any AE 150  (88.8)
- TPM (-0.33) vs AMI (-0.19), P = 0.047
e A multicenter, randomized, double-blind, parallel treatment group, comparative study of TPM 100 mg/d (50 mg BID) Safely Assessments p 2. ( ) . ( ). —
and AMI 100 mg/d (100 mg HS) in subjects with episodic migraine (N = 347; 218 years) (Figure 1). Starting dose for « Treatment-emergent adverse events (AEs), serious AEs (SAES) — O-LES-Q-SF: improvement in score for TPM (4.56) vs AMI (4.63), P = 0.959 * Any AE causing withdrawal from the study
each drug was 25 mg/d, with weekly increments of 25 mg 1o a target dose of 100 mg/d at Day 23 Proer = Interpretation of this result must take into consideration that this scale is very general — TPM: 35 (19.8%); AMI: 38 (22.5%)
¢ All medications used for migI‘aine pI‘OthIHXlS were discontinued pI‘iOI‘ to the start of the pI‘OSpeCtiVe baseline peI‘iOd RESU LTS ANCOVA including treatment and center as main effects, and baseline monthly migraine episode rate as covariate; 95% Cl for the difference in mean change from baseline: -0.6, 0.7. and is not treatment- or Condition-speciﬁc as Subjects were asked to “take everything ° Any SAE du[‘ing the Study
n (median) maintenan ri ion, f rug: TPM: 90. .5) mg/d; AMI: 88. .7) m N . . ' N . . . . L. . .
¢ Subjects must have maintained a dose of 250 mg/d of the assigned study medication in order to remain in the Mean {median) maintenane period (ITT popdlation) dose of study drud 206 (58:9) mo/c: AL 868 (98-1) mod into consideration” when completing it — TPM (subjects with any SAE, n = 4): accidental injury with ecchymosis, n = 1;

maintenance period dysmenorrhea/menorrhagia/ovarian disorder/vaginal hemorrhage, n = 3

Figure 2. Subject Disposition and Reasons for Discontinuation » The recall period of 1 week for this questionnaire is likely not ideal for a condition

Figure 4. Mean Change From Baseline in Monthly (28-Day) Rate of Total Migraine Days and

e In order to establish parity on efficacy as a basis for conducting additional pre-specified secondary analyses, a non-

. that is episodic in nature — AMI (subjects with any SAE, n = 7): migraine aggravated, n = 1; esophagitis,
inferiority analysis based on migraine episode rate reduction was performed as the primary outcome variable e —— Headache Days (ITT Population) n = 1; cholecystitis, n = 1; brain neoplasm, benign/breast neoplasm, malignant,
— AMI was designated to be the active control in this non-inferiority analysis N =347 — MIDAS: improvement of score for TPM (-12.3) vs AMI (-14.3), P = 0.288 n = 2; menorrhagia, n = 1; renal calculus, n =1
Reasons for Reasons for Total Migraine Days Total Headache Days . I t t t. b ff L d b b L t. l b f b t . th . .
. . T v Y EEEE o - o - nterpretation may be affected by a substantial number of subjects with missing CONCLUSIONS
Figure 1. Study Design | U | | M | _ n 169 157 169 157 follow-up assessment data
Mean baseline S0 o 4529 120 o- 5734 54729 o o , , , , e The non-inferiority analysis demonstrated that TPM was at least as effective as AMI for the mean monthly
Subject choice, 1 n=1 = Some subjects included in this analysis had overlapping recall periods between baseline . Lo .
’ X | Evaluable | Al | 05 05 and follow-up assessments reduction of migraine episode rate
. -Bli = T /Exit n= 4% n= %, - . 4 e e . cpe . .
pretreatment Fhase : Pouble-Blind Phase Up o 2 weeks S | (€51 for Safety 168 (100%) i AEs 4 ve 11 e There were no statistically significant between-group differences on prespecified secondary efficacy variables
— Ommer <=5 n=10 ol Gy o2 gg 12 1: e TPM-treated subjects achieved improvement in all 3 domains of the MSQ, as well as reduction in average severity of
e aton 22 weeks - S P | B eew | T | ooty | — g"g as vs Figure 6. Categorical Changes in Weight From Baseline (ITT Population) functional disability based on the Functional Disability Question, that were statistically superior to those achieved by
creenin ] rospective u Irat . ] upbject choice, upbject choice, Q =2.97 =£.07
Washout u Baselne | 4weeks - g S iz £sizes 70 nees RECHEEEE = N AMI-treated subjects
Upto28days = 28 days . 25mg/week [ : Limiting AE, 34 = > Limiting AE, 34 ) ) . o
Other, 2 TPM AMI Other, 6 -3.51 -3.5- e [mprovements in the Q-LES-Q-SF and MIDAS were similar in both treatment groups. These results should be
Lost to follow-up, 9 | n =102 (57.3%) | Completers | n = 95 (56.2%) | Lost to follow-up, 9
Lack of efficacy, 2 Lack of efficacy, 0 - -4 -3.6+43 -35:3.9 interpreted with caution
40 1
Visit 1 Visit 2 Randomization Visit4  Visits  Visit6 Visit 7 Visit 8 Visit 9 P=0729 > osos ¢ 64.6% of AMI-treated subjects (ITT) gained 21% body weight and 28.5% gained 25% body weight during the double-
SIo 6 by 2 ey bl EEE bmss  Rei e e SR D 35 1 B TPM (n = 172) blind treatment phase vs 17.0% and 4.1%, respectively, for TPM-treated subjects
: . . . o O AMI (n = 159) , , , , ,
Table 1. Subject Demographics and Baseline Characteristics _ ' _ n : ® 64.4% of TPM-treated subjects (ITT) lost 21% body weight and 29.9% lost =25% body weight during the double-blind
p— o * Secondary efficacy variables (ITT population) treatment phase vs 19.0% and 3.2%, respectively, for AMI-treated subjects
Key Inclusion/Exclusion Criteria n=172 n= 159 — Responder rates (225%, 250%, 275%, 100% reduction) in g ®] e The safety and tolerability profiles were consistent with expectations for both medicines at the doses used
o Sub]'epts had an estgblished history of migraine headache, with or without aura .(ICHD-II cr{teria), for 26 months and Age, years (mean = SD) 39.7 + 10.7 37.9 + 11.3 = Migraine headache days (P = 0.903 [225%], 0.096 [250%], 0.241 [275%], 0.805 [100%)]) g ool * The effects of weight change on treatment efficacy and laboratory or other risk factors of cardiovascular disease
GXDGF"?H;@d ali’lpl‘%x‘m&}tﬂy 3-12 migraine headaches per month for 3 months prior to entering the Gender, n (%) Male 23 (13.4) 27 (17.0) = Total headache days (P=1.000 [225%], 0.061 [250%], 0.073 [275%], 0.788 [100%)]) g have been evaluated and are presented separately
screening/washout perio c o
) p. ) . o o ) Female 149 (86.6) 132 (83.0) — Change in monthly (28-day) rate of acute abortive medications used (P = 0.475)
e Subjects .had 3-1? mlgra'lne episodes and <15 headache days (migraine or non-migraine) during the 28-day Race. n (%) White 143 (83.1) 137 (86.2) __ Change in monthly (28-day) migraine duration (P = 0.870) ol REFERENCES
prospective baseline period Black 23 (13.4) 15 (9.4) . . . . 1. Silberstein SD et al. Topiramate in migraine prevention: results of a large controlled trial. Arch Neurol. 2004;61:490-495. 2. Brandes JL et al.
e Subjects were excluded if they had previously failed >2 adequate trials of migraine prophylactic medication or an Other 6 (3.5) 7 (4.4) — Change in average migraine severity (= 0.948) o Topiranate for migraine provention a randomizcd controlled rial. JAVI 2(1104§§V91:9615-29070f’s4 :2;.511);??% I;g ctal Topiramac in migrdaineNrf\zophylaXis—
. . . . . . . results from a placebo-controlle trial witl propranolol as an active control. eurol. H : - . 4. buchanan , RKamadan .
adequate trial of TPM or AMI Weight (kg) Mean + SD 76.6 = 19.5 77.4 = 21.2 - Chan‘ge in average severity of migr aine-associated symptoms: o4 Prophylactic pharmacotherapy for migraine headaches. Semin Neurol. 2006;26:188-198. 5. Bigal ME, Lipton RB. Obesity is a risk factor for transformed
e Subjects were excluded if they were taking any over-the-counter or prescribed medication having possible migraine Median 72.8 73.9 = Nausea (P = 0.795), photophobia (P = 0.801), phonophobia (P = 0.998) >10 25 to <10 >1to <5 <1 Increase >1t0 <5 >5to <10 >10 migraine but not chronic tension-type headache. Neurology. 2006;67:252-257. 6. Thompson D et al. Lifetime health and economic consequences of obesily.
reventive efficacy . Decrease Decrease Decrease g Increase Increase Increase Arch Intern Med. 1999;159:2177-2183. 7. Clinical Guidelines on the Identification, Evaluation, and Treatment of Overweight and Obesily in Adults: The
p BMI (kg/m?) Mean + SD 27.7+6.8 285+ 7.8 — Change in monthly (28-day) frequency of: Evidence Report. NIH Publication 98-4083. Bethesda, MD. National Institutes of Health. 1998,
o ISnl;b:‘Z(i;II;z \xglrlenéigiﬁzl;gn overuse headache (MOH), cluster headache, or progressive neurologic disorders other than Median 26.1 26.8 = Nausea (P = 0.937), photophobia (P = 0.714), phonophobia (P = 0.698) Weight Change (%) Poster presented at: AAN Annual Meeting 2007, Boston, Massachuselts.
& Sy s e — Change in monthly (28-day) rate of vomiting during the attack (P = 0.690) Study supported by Ortho-McNeil Janssen Scientific Affairs, LLC, Titusville, New Jersey, USA.




