Improvements in Patient-Reported Outcomes (PROs) With Teriflunomide:
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OBJECTIVE CONCLUSIONS

o To report treatment satisfaction and safety outcomes up to Week 48 « High levels of patient treatment satisfaction with teriflunomide were seen across all TSQM domains in these interim results from the US cohort in the real-world Teri-PRO study, supporting its use as a first-line treatment in relapsing-remitting MS
for US patients enrolled in the global Teri-PRO (Teriflunomide Patient- ¢ In patients switching from other DMTs, clinically significant improvements in patient treatment satisfaction with teriflunomide were reported early in treatment across all 4 domains of the TSQM, and sustained over the course of the study

Reported Outcomes) study, based on an interim data cut ¢ The safety and tolerability profile of teriflunomide in the Teri-PRO study was consistent with that seen in phase 2 and 3 studies

— The low rate of treatment discontinuation due to AEs reflects routine clinical practice

I NTRO D U CTI O N Eﬂ:ect Size Treatment Satisfaction e Four AEs leading to death were reported (MS relapse, pneumonia, arrhythmia, and

non-small cell lung cancer Stage IV); none of these were considered treatment-related

« Teriflunomide is a once-daily oral immunomodulator approved for the treatment of » Effect size (ES), potentially useful in evaluating whether statistically significant differences * Among the group of patients that switched from another DMT within the past 6 months,
relapsing-remitting MS in groups over time are clinically meaningful and relevant to patients,® was defined as the improvements from baseline to Week 48 in TSQM scores were seen across all TSQM
- Teriflunomide was approved by the US Food and Drug Administration in September 2012' change from baseline divided by the standard deviation (SD) of the change domains (Figure 1). These |mpr0\{emerl1ts were already éeen 3t Weel 4 . Figure 2. Treatment Satisfaction by TSQM Domain at Week 4 and Week 48 in
. Th istent offi £ trif d both clinical (rel d disability) « Clinical significance was defined as per the ES limits set out by Cohen®: <0.2, negligible; - Mean (SD) change: Global Satisfaction, 16.3 (38.8); Side Effects, 14.8 (39.1); Convenience, All' US Patients
Zconsns gn e |cacyo' eri .unoml e on oh ci)nlca éneasures respse |an blsa ility o >0.2 to <0.5, small; 0.5 to <0.8, moderate; and >0.8, high 29.2 (26.4); Effectiveness, 11.1 (31.1)
and magnetic resonance imaging parameters ;15 een demonstrated in placebo-controlle . . - Ahigh ES was observed in the Convenience domain (1.11) while smaller ESs were seen 120 B Week 4 B Week 48
studies of patients with relapsing forms of MS,%# and in those who experienced a first clinical Ana|ySIS Popu|atlon for the Global Satisfaction (0.42), Side Effects (0.38), and Effectiveness (0.36) domains
episode suggestive of MS.® Teriflunomide also has a manageable and well-characterized At Week 4 and Week 48, high isfacti b d with
safety and tolerability profile? « All patients who received >1 dose of teriflunomide were included in the efficacy and * AtWeek 4 and Week 43, high mean treatment satistaction scores were observed wit
i o ) safety analyses teriflunomide for all US patients (Figure 2) 100
+ The use of patient-reported outcomes complements clinical assessment and provides
cl|r:]||m:n§ W|t!1fadc!|t|on.?lr:m:lerstangmg of the elf'fectshof trTatmerl;t on p?tllenr:s d;'ly ||v<?s Figure 1. Improvement in Treatment Satisfaction by TSQM Domain at Baseline and g
and their satistaction with therapy. Consequently, such tools can be useful when discussing RE LT Week 48 in US Patients Switching From Another DMT Within Past 6 Months c 80
treatment options with patients s
» The phase 4 Teri-PRO study (NCT01895335) evaluated efficacy, tolerability, and patient B Bascline W Week 48 ;
treatment satisfaction with teriflunomide in routine clinical practice » Atotal of 545 US patients were included in the Teri-PRO study; the majority received g 60
teriflunomide 14 mg (n=473, 86.8%) and the remainder received teriflunomide 7 mg 120 ES=0.42 ES=0.38 ES=1.11 ES=0.36 §
- 0,
(n=72,13.2%) = 40
M ETH O DS » Demographics and baseline disease characteristics are summarized in Table 1 100 g
o -
%)
. . = 20
Study D95|gn and Patients Table 1. Demographics and Baseline Disease Characteristics of US Patients 5 80
» Teri-PRO is a prospective, global, multicenter, single-arm, open-label study N =
atients 5
» The study design and full eligibility criteria have been presented previously.” In brief: _I g 60 Global Satisfaction  Side Effects Convenience Effectiveness
(N=545) o
— Patients 218 years of age with relapsing forms of MS were recruited from sites in the US, & 20 @ standard deviation; TSQM, Treatment Satisfaction Questionnaire for Medication (version 1.4). j
Canada, Europe, and Latin America Age, mean (SD), y 50.6 (10.5) g
- No disease activity eligibility criteria were used, in line with the clinical practice setting %)
, - - - - 4 Female, n (%) 414 (76.0) -2
- Patients were prescribed teriflunomide 7 mg or 14 mg once daily for 48 weeks in N7, .
accordance with local labeling; in the US, where the 7-mg dose is available, choice of N 0 Table 2. Summary of Adverse Events
dose was determined by the treating neurologist RacBeI, nk( %) 49 (9.0 Global Satisfaction  Side Effects Convenience Effectiveness Patients, n (%)
 Patients could enter the study irrespective of previous disease-modifying therapy (DMT) ac ) ) (9.0) AE (N=545)
use and were classified into the following groups: Caucasian/White 489 (89.7) Patient numbers used for the calculation of ES were as follows: Global Satisfaction and Side Effects, All AEs 433 (79.4)
— Patients with no DMT intake in the prior 2 years Other 7 (1.3) n=230; Convenience, n=231; Effectiveness, n=229. .
Pati ith last DMT intake within 2 £ stud ) DMT, disease-modifying therapy; ES, effect size; SD, standard deviation; TSQM, Treatment AEs reported in 5% of patients
- Patients with last intake within 2 years of study entry: Time since first symptom of MS, mean (SD), y 14.7 (9.8) Qatisfaction Questionnaire for Medication (version 1.4). J Hair thinning® 89 (16.3)
» Patients with last DMT intake 6-24 months prior to study entry Diarrhea 83 (15.2)
» Patients with last DMT intake within 6 months of study entry Number of relapses within past 2 years, mean (SD)* 1.3(1.7) Safety Nausea 49 (9.0)
StUdy Outcomes Baseline EDSS score, mean (SDJf 37(1.9) « Atotal of 433 patients (79.4%) reported at least 1 tr‘eatmfnt—emeArgentAAE. A summary of Urinary tract infection 44.(8.1)
. . . . . . . treatment-emergent AEs, including those reported in 25% of patients, is shown in Table 2 Headache 36 (6.6)
» The primary endpoint was global satisfaction with teriflunomide treatment, as measured ) . + Atotal of 66 patients (12.1%) experienced a serious treatment-emergent AE (Table 2) Fati 28 (5.1
by the Treatment Satisfaction Questionnaire for Medication (TSQM; version 1.4), at Week 48 Previous DMT within past 2 years, n (%) " P e AEp S ro dme 9 (119, and atlgu: 5.1
. . . . . . N 160 (29.4 - e most common serious AEs were relapse, reported in 6 patients (1.1%), an Paresthesia 28 (5.1)
- The TSOM cth'Sts‘Of 14 ques‘t|on-s assessing the ef‘fectweness, side effects, convenience, ° ( ) pneumonia, urinary tract infections, hypertension, non-cardiac chest pain, and alanine Serious AEs 66 (12.1)
anddglobal satisfaction of medication over the previous 2-3 weeks or since last use of Yes - 385 (70.6) aminotransferase (ALT) increase, each reported in 3 patients (0.6%) :
me4 ication . - ‘ N?t ‘.Nlthm past 6 months 69 (12.7) « Asaresult of an AE, 61 patients (11.2%) permanently discontinued treatment (Table 2) AEs leading to treatment discontinuation 61(11.2)
- A h(;gher TZQM scorellnddlzates greater treatment satisfaction Within past 6 months 316 (58.0) - AEs leading to treatment discontinuation in >2 patients were: diarrhea (n=11), hair Deaths 4(0.7)
» Secondary endpoints included: inni = i = i =3), i -like i = idi
4 P *n=544; °n=543. thinning (n=5), ALT increase (n=3), fatigue (n=3), influenza-like illness (n=3), Clostridium *Medical Dictionary for Regulatory Activities (version 18.0)? preferred term is alopecia.

- Change in TSQM score from baseline to Week 4 and Week 48 in patients switching @MT, disease-modifying therapy; EDSS, Expanded Disability Status Scale; SD, standard deviation. Y, test Rositive (n=2), headache (n=2), MS relapse (n=2), nausea (n=2), urticaria (n=2), and @E, adverse event. Y,
from another DMT vomiting (n=2)

- Occurrence of treatment-emergent adverse events (AEs)
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