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e e TONES 2 (n=177)and TONES 3 (n = 356) were double-blind, randomized, placebo-controlled, 12-
MEthOdS d nd StUdy DeSIgn week trials (Figure 1) that evaluated both the safety and efficacy of solriamfetol for the treatment

\ of EDS in patients with narcolepsy or OSA, respectively!?

Figure 1. TONES 2* (Narcolepsy) and TONES 32 (OSA) Study Design e |n both trials, co-primary efficacy endpoints were change from baseline to Week 12 in the ESS and
Maintenance of Wakefulness Test (MWT) 12

e This analysis focuses on the results of the ESS at week 12 obtained in participants randomized to
solriamfetol doses of 75 mg and 150 mg which are the currently approved doses for the treatment
of EDS in adults with narcolepsy or OSA, in addition to the 37.5 mg dose approved only for EDS in
adults with OSA; a higher dose of 300 mg was also evaluated in both studies, although not
included in the current reported analysis as it is not an approved dose

e Participants rated their likelihood of dozing during 8 activities on the ESS (from 0 [“never”] to 3
[“high”]); ESS items included:

o Passenger in a car for an hour without a break

Key Objective

To evaluate the extent to which solriamfetol impacts various dimensions of daytime
sleepiness as measured by the Epworth Sleepiness Scale using post hoc analyses from the
TONES 2 and TONES 3 phase 3 trials
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Introduction

Solriamfetol 37.5 mg

e Solriamfetol (Sunosi®) is a dopamine-norepinephrine reuptake inhibitor with agonistic properties at the trace (TONES 3 only)

amine—associated receptor 1 (TAAR1) and serotonin 1A (5-hydroxytryptamine 1A [5-HT1A]) receptors’?,
approved for use in adults in the United States, Canada, and select countries in Europe for the treatment of

excessive daytime sleepiness (EDS) associated with narcolepsy (75—150 mg/day) or obstructive sleep apnea Solriamfetol 75 mg

Randomization®

(OSA} 37.5-150 mg/day) = L e e o Inacarwhile Stopped for a few minutes in traffic
e TONES 2 and TONES 3 were double-blind, randomized, placebo-controlled, parallel-group, 12-week trials l;grtaot"l’gofﬁg | o Watching TV
evaluating the safety and efficacy of solriamfetol for the treatment of EDS among patients with narcolepsy or 5 Solriamfetol 150 mg o Lying down to rest in the afternoon
OSA, respectively!-? o Sitting quietly after lunch
e A previously published study found that a greater percentage of participants treated with solriamfetol achieved End of Week: o o e @ @ o Sitting and talking to someone
total Epworth Sleepiness Scale (ESS) scores within the normative range (score < 10) or clinically meaningful | | | | | o Sitting inactive in a public place
improvements (= 25% reduction relative to baseline) on the ESS compared with those receiving placebo® Day -31to-3 -1 4 7(1,+2) 28 +3 56 + 3 84 +3 98 + 3 o Sitting and reading
e However, the clinical significance of impairment across individual ESS domains can vary (eg EDS symptoms e o b 5 e e 6 o 13 s 0 o D e Outcomes evaluated in thi§ analysis included: o o |
impacting driving or public activities may result in a greater disease burden than those impacting activities o T e B e o N o desion flouge 2ot s notan approved dose. o Least square mean difference vs placebo within each individual ESS item
while at home) and have not been evaluated . y o Percentage of participants with 21 point improvement within each individual ESS item

\
Baseline Sleep Characteristics Outcomes from the TONES 2 (Narcolepsy) Trial \
e Atotal of 177 and 356 participants were included in the current analysis of At week 12, treatment with solriamfetol produced improvements? vs placebo in all ESS items; improvements were significant and greatest for solriamfetol 150 mg for all ESS items (Figure 2)
the safety populations, from the TONES 2 and TONES 3 trials, respectively;  Numerically greater proportions of participants treated with solriamfetol 150 mg achieved 21 point improvement in all ESS items vs placebo, and for 6/8 ESS items vs solriamfetol 75 mg at week 12 (Figure 3)
baseline demographics have been presented previously and were consistent
across treatment groups within each trialt? : : : - : :
sroup Figure 2. Least Squares Mean Difference vs Placebo at Week 12 Figure 3. Percentage of Participants with 21 Point Improvement at Week 12
TONES 2 (Narcolepsy) TONES 3 (OSA) for Individual ESS Items in TONES 2 for Individual ESS Items in TONES 2
| | | | | | |
. Solriamfetol Solriamfetol Solriamfetol Passenger in a Car for an j In a Car While Stopped for | . . I . | LvingDowntoRestin |  Sitting Quietly After |  Sitting and Talkingto  ; Sitting Inactive in a Public
Table 1. Baseline 150 m Placebo 37.5m 150 m ~ Hour Without a Break 1 _a Few Minutes in Traffic 1 Sitting and Reading I Watching TV | Afternoon | Lunch | Someone | Space
g g g 1.00
ESS Score (n=119) I I I I I I I
=59 =58 =117
(n = ) (n = ) (n = ) 100% I I | | | | |
I | | | | | |
, 9 o ano | | | | | | |
i @ i 90% I I I I I I I
;OJ:LE(ZSD)SCOW' 17.3(2.8)  173(3.5) 169(3.7) | 156(33) 151(35) 14.8(3.5  15.1(3.4) E—LE" 0.75 - 5 g0u : : : : : : :
i o o I | | I I | I
i & S 0% 1 I I | | I |
i S = I I I I I I I o
Passenger Inacar i § In Car Stopped Few Minutes § 60% I | I 56% I I | I 02%
for an hour 2.1 (0.82) 2.1 (1.00) 2.2(0.93) | 2.2(0.76) 2.1 (0.82) 2.1 (1.00) 2.2 (0.93) £ 050 - . W Tatic 5 53% : 53% | 53% | o | : 54% : |
without a break i 2 . Sitting and Talking to Someone X: 50% 47% | | | | | 49% | 43% |
i g B Lying Down to Rest in Afternoon ﬁ I 0 ! 41% | 44% | 1 | | 41% 44%
| = N o _ 2 0% I 39% | | 1 38% | | 379% I
) : 8 Sitting Inactive in a Public Place 1% | 34% | | | | | |
Ina car Whlle i E Passenger in a car for 1 Hour % I I 31% I 31% I I 29% I I
stopped for a few 1.2 (0.90) 1.2 (0.91) 0.9(0.91) 1 1.2(0.96) 1.2 (0.90) 1.2 (0.91) 0.9 (0.91) u?.; 0.25 Without Break S 30% 26% I I I I 4% I I I
minutes in traffic i i . . Sitting Quietly After Lunch 4('-:0 : : : : ° : : 22% :
i S a 20%
i g B sitting and Reading | | | | 12% | | |
Watching TV 2.3 (0.67) 2.1(0.88) 2.2(0.71) | 2.2(0.76) 2.3 (0.67) 2.1(0.88) 2.2 (0.71) M Watching TV 10% : : : : : : :
i 0.00 26/55 LM 20/58 29/55 BN 18/58 29/55 L 18/58 31/55 | 21/55 g8 17/58 27/55 BN 13/58 27/55 BN 24/58 34/55
i . _ 0% 1 1 1 1 1 1 1
.Ly'”hg d‘;""“ torest - 5, 8(0.41)  2.8(0.50)  2.8(0.37) | 2.8(0.42)  2.8(041)  2.8(0.50)  2.8(0.37) Solriamfetol 75 mg Solriamfetol 150 mg | |
In the afternoon i k *p<0.05.; ?Improvements were assessed as greater reduction from baseline in ESS domain score. Bl Placebo Solriamfetol 75 mg Bl solriamfetol 150 mg j
itt::‘lgu?ift'y 21(0.82)  21(091)  20(073) | 20(0.81)  21(0.82)  21(0.91)  2.0(0.73) ]
g Outcomes from the TONES 3 (OSA) Trial \
Sitting and talking :
0.8 (0.79) 0.8 (0.87) 0.7 (0.71) | 0.7(0.75) 0.8 (0.79) 0.8 (0.87) 0.7 (0.71) . . . . . . . . . . ey .
to someone ; * At week 12, treatment with solriamfetol demonstrated improvements? vs placebo in all ESS items; improvements were significant and greatest for solriamfetol 150 mg for all ESS items except sitting and talking to someone
o 5 Figure 4)
Sitting inactive in i (
a public place 1.7(080)  18(0.97) ~ 1.7(0.93) ; 1.7(050) ~ 1.7{0.80) ~ 1.8(0.97) ~ 1.7(0.93)  Numerically greater proportions of participants treated with solriamfetol 150 mg achieved 21 point improvement in all ESS items except sitting and talking to someone, vs placebo, and for 7/8 ESS items vs solriamfetol 75 mg
Siting and i or 37.5 mg at week 12 (Figure 5)
eading 2.4 (0.64) 2.3 (0.67) 2.5 (0.75) 2.4 (0.69) 2.4 (0.64) 2.3 (0.67) 2.5 (0.75) _ _ _ o . .
: Figure 4. Least Squares Mean Difference vs Placebo at Week 12 Figure 5. Percentage of Participants with 21 Point Improvement at Week 12
_ _ _ _ _ for Individual ESS Items in TONES 3 for Individual ESS Items in TONES 3
e All ESS items had moderate impairment (score > 2) at baseline except in a car
while Stopped for a few minutes in trafﬁC, Slttlng and talklng to someone, and Passenger in a Car for an :InaCar While Stopped for : Sitti 4 Readi : T — : Lying Down to Rest in : Sitting Quietly After : Sitting and Talking to : Sitting Inactive in a Public
__ . . . . Hour Without a Break | a Few Minutes in Traffic | Itting and Reading I atching I Afternoon I Lunch I Someone I Space
sitting inactive in a public place (Table 1) oo . . . . B : — . = .
) | | | | | | |
ESS, Epworth Sleepiness Scale. 100% | | | | | | |
\_ Y, | | | | | | |
o . o | | | | | | |
. : : : : : : :
Safety ﬂg 0.75 1 S 80% /8% | | 7% | ! | —_ |
(S | | | 72% 1 | o1 [
(] % (]
. . . 1.2 qé ’ g_ 70% : 63% : 63% 62% : : 06% : : : 63%
e Safety data for the TONES 2 and TONES 3 trials have been previously published® £ . £ co% 599, | I g | | | - | |
. . . . = In Car Stopped Few Minutes 2 60% ° ° | | | | | % | |
e Most common adverse reactions (incidence > 5%) reported more frequently with £ )50 - . W i Tt £ | o | 2% | 52% | | >>% | | ey 5%
. . . . Sitting and Talking to Someone 3 o ° 48% °
the use of solriamfetol than placebo in either trial were headache, nausea, g B g st e st N : : : e : : : :
. . . . = = 0 % o 40% C o %
decreased appetite, anxiety, and insomnia g ) Sitting Inactive in a Public Place = 0% 39% : 39% 38% | i | 369 38% i s 3% gy 3% 39%
e Inthe 12-week placebo-controlled clinical trials, 11 of the 396 participants (3%) 2 o e i I | : | o : : :
who received solriamfetol discontinued because of an adverse reaction, g R sting Quitly Afer unch : ' ' ' | ' ' '
.. . - .Sittingand Reading o 20% ! I ! I I I I
compared to 1 of the 226 participants (< 1%) who received placebo B Watching TV : : : : : | :
o Adverse reactions resulting in discontinuation that occurred in more than 10% : : : : : : :
. . . . 0.00 - 45/114 91/116 I 44/114 73/116 I 59/114 89/116 I 46/114 83/116 I 30/114 76/116 I 55/114 85/116 I 40/114 41/116 I 44/114 73/116
one solriamfetol-treated participant and at a higher rate than placebo Solriamfetol 37.5 mg Solriamfetol 75 mg Solriamfetol 150 mg 0%
Were: anXiety, palpitations, and reStIESSHESS (n = 2/396; < 1% fOr eaCh) \ *p<0.05.; 2lmprovements were assessed as greater reduction from baseline in ESS domain score. .Placebo Solriamfetol 37.5 mg Solriamfetol 75 mg .Solriamfetol 150 mg /

Conclusions

e |n people with narcolepsy or OSA, treatment with solriamfetol was associated with robust, dose-related, potentially clinically meaningful overall improvements in all domains of sleepiness and activity impairment as assessed by the ESS,
including those which may be associated with safety-related challenges (eg driving a motor vehicle), compared with placebo

e These results further support the use of solriamfetol to improve excessive daytime sleepiness associated with narcolepsy or OSA
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