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INTRODUCTION Figure 2. PROMIS Sleep Disturbance and Fatigue Domains Figure 3: Mean Change from Baseline in Weekly Averages of Daily NRS Pain Scores *All other key secondary endpoints at Week 14 showed statistically significant improvement
with CBP SL vs placebo, favoring CBP SL (Table 2)
- Fibromyalgia is a chronic pain disorder that affects approximately 2% to 3% of US adults, occurs d ]
predominantly in women, and is characterized by widespread pain, nonrestorative sleep, fatigue, d (Pr']"ifg'%‘)’ an_Zig) Table 2. Pooled Efficacy Outcomes for CBP SL vs Placebo: Other Key Secondary Endpoints
cognitive dysfunction, and functional impairment!= o= -——— == ———< E ] 1 at Week 14
- Tonmya® (TNX-102 SL; cyclobenzaprine HCI sublingual tablets [CBP SL]) is US FDA-approved \ [ \ [ \ o0 . Treatment
for the treatment of fibromyalgia in adults based on the results from two Phase 3 trials (RELIEF, | | | | : | § 5 Placebo Difference vs
. 4-6 | | | - O - a
NCT041/72831; RESILIENT, NCT05273749) PROMIS ) C’Sleep Disturbance Domain) ( Fatigue Domain ) P (n=480) Placebo P value
. . . . . ' ° ° w o m b (o)
- CBP SL is the first FDA-approved treatment for adults with fibromyalgia in over 15 years (8 items) (8 items) c O PGIC responders®, n (%) 118 (24.6) 174 (36.3) 11.8 (6.1,17.6) <0.001
T 1 1A e Standardized, valid and reliable . sleep was restless . How run-down did you feel on average? 11 . y % T4 - . y I - . . . y . T - O. y - .
- Cyclobenzaprine antagonizes the 5-HT,,-serotonergic, oy-adrenergic, M;-muscarinic, and H;- Standardized, valld and reliabl L. My sleep was restless 1. How run-down did you feel on averag S & LSM difference (95% Cl) FIQR Symptoms domain, LSM (957% Cl) 11.25(-1291,-959) -1713(-18.78,-1547) = -587(-8.14,-361) = <0.001
. . ) . . . . . . . . patient-reported outcome measures o 2. My sleep was refreshing 2. How fatigued did you feel on average? = FIQR Function domain. LSM (95% Cl) 805 (_9 77. -6 33) -12.83 (_14 55 -11 12) 478 (_7 15. -2 42) <0.001
histaminergic receptors, potentially influencing sleep architecture and alleviating core fibromyalgia * Assesses symptoms over the past 7 days — (Reverse scored) 3. How sleepy did you feel on average? O ¢ — -0.53 (-0.75, -0.30) ’ ' — ' — ' — '
symptoms>® T heher aconce maan arester symptoms T b i becaute vos wore too ey A P<0.001 Diary sleep quality ratings, LSM (95%Cl)  -133(-150,-116)  -190(-2.07,-173)  -0.57(-0.80,-0.33)  <0.001
. : : e : : : : : . : * Participants fill out at baseline and 5. My sleep was restless 5. How much have you had trouble finishing 2 T Data shown for the pooled ITT population. Negative LSM changes indicate improvement; larger negative values reflect greater improvement.
CBP SL IS 3 rapldly d|S|nt§grqt|ng tablet N a eutectic formu!atlon thatis administered SUbIIngua”y Weels 2,6,10, and 14 {End of Stucy > ItriEd.hard togetto SI?ep things bec:sse yor W:re 100 EIrEd? = aTreatment Difference vs Placebo column shows LSM differences from baseline to Week 14 (CBP SL minus placebo) for continuous outcomes and absolute %
for transmucosal absorption into the circulatory system’ (Figure 1) 7.1 worrled about not being able e ey had trouble 4 difference for categorical endpoints (i.e., PGIC response).
. . . , L , , [ ' [ 2 Ito ° asﬁe;pd ith | ' | 7 How much Weré you bothered by ' PResponders reported a rating of “very much improved” or “much improved” on the PGIC. Participants with missing data were classified as non-responders.
— By Iargely bypassmg flrst-pass hepatlc metabollsm, CBP SL administration results in reduced : : : ' (F:\;?,sefe chre\év)' my sieep : : ' your fatigue? : : 3 4 5 6 7 8 9 10 11 12 13 14 CBI.D SL, cyclobenzaprirje HCl sublingual tablets; Cl, confidence interval; FIQR, Fibromyalgia Impact Questionnaire - Revised; LSM, least-squares mean: PGIC,
formation of the long half-life active metabolite norcyclobenzaprine (nCBP) relative to that \ K \ , it voun ity Study Week Patient Global Impression of Change.
formed after administration of oral immediate-release (IR) CBP, which may minimize next-day D -7 S e -7 D -7 : : : : : :
. . ’ - CBP SL was generally well tolerated, with an AE profile consistent with previous studies; no new
sedation and support restorative sleep’ £ PROMIS scores decrease over time. this indicates that narticibants are exoeriencing improvement Data shown for the pooled RELIEF and RESILIENT ITT population. Pain rated on a 0-10 NRS. foty si lg {) d (Table 3 P P
’ P P P gimp CBP SL, cyclobenzaprine HCI sublingual tablets; Cl, confidence interval; ITT, intention-to-treat; LSM, least-squares mean; NRS, numeric rating scale Salety Slgna S Were observe ( apie )
Figure 1. CBP SL Bypasses First-Pass Metabolism - The most common treatment-emergent adverse events (TEAESs) were local oral administration
' PROMIS, Patient-Reported Outcomes Measurement Information System. - CBP SL treatment provided significant improvements in PROMIS Sleep Disturbance and Fatigue site reactions, including numbness, tingling, and negative or bitter aftertaste, consistent with the
scores compared to placebo at each assessment point (Figure 4A and Figure 4B) and from known profile of sublingual treatments
baseline to Week 14 (Figure 5A and Figure 5B) _ ' ' ' _limi
- The two studies used the same pre-specified statistical hierarchy for controlling type 1 error and These local events were typically mild, transient, and self-limited and uncommonly led to
oL C treatment discontinuation
| | O‘O adjusting for multiplicity : : e F : | | . _ _ o
2 | - N ) Dy g i k g dooint tiole Ot vzed usi Fllgure 4: Mean Change _from Baseline in Weekly Averages of PROMIS Scores: (A) Sleep - |n this pooled analysis, fatigue was the only systemic adverse event with an incidence of 23%
= o oo bonecr I werreen — rlmgry ar;l Icfon Inuous dey secondary ehn pcl)ln |S over mu |pfe Ime pomgwere analyzed using Disturbance and (B) Fatigue
ublingua T o i i e mixed model for repeated measures with multiple imputation for missing data _ .
dministratior @ Charged cyclobenzarl ) asculature | , Table 3. TEAEs Reported by 23% of Patients in Either Pooled Treatment Group
[ © Mannitol o SN | - Safety assessments included reporting of adverse events (AES) A. 0 B.
( " 99 5 3 n® - N @ Placebo & CBPSL @ Placebo A CBPSL
‘ 50 o ® Sublingually administered 0:-’ Q 1 (n=480) (n=479) 0 (n=480) (n=479)
(PR o CBP SL is transmucosally = O @ ) ]
O O o :Qﬁ’ 4] ’ absorbed, leading to more rapid R ES U LTS § § -2 TEJ 1 Oral cavity adverse events
a CBP absorption, greater relative -2 .
HyC o Tertiary bioavailability vs IR, and, due to largely aEJ § -3 § g ; HypoaeStheS|a oral 2 (0-4%) 98 (205%)
N _ - Y ) ing “fi ” . ] . ] ] ] O -
[, Amine tai - Pypassing “first pass” hepatic + A total of 959 adults with fibromyalgia from RELIEF and RESILIENT were pooled for this analysis; © 2 4 E » Product taste abnormal 3(0.6%) 38 (7.9%)
. Y, metabolism to nCBP, reduced nCBP [ 3 o w Wy
) g , __ o , ‘ exposure in the brain 81.6% (n=7/83) completed the two trials @2 5 < > Paresthesia oral 3(0.6%) 30 (6.3%)
The base drives formation of free-base CBP, which enters the \ J c O g’o 5 g P . o o
circulatory system across the mucosal membrane (transmucosal +  Baseline characteristics and demographics were well-balanced between CBP SL (n=479) and £ 2 6 S & TOMEIE C ISERTITEI! L{©2%, 25 (e,
absorption), with 154% relative bioavailability over oral _ O Q F7)) -6 - - Svst . d t
immediate-release cyclobenzaprine | placebo (n=480) in the pooled study groups (Table 1) Sa 7 ©s ; ystemic adverse events
RS G 9 \ Fatigue 9 (1.9%) 15 (3.1%)
L ] X a -8 1
CBP, cyclobenzaprine; CBP SL, cyclobenzaprine HCI sublingual tablets; IR, immediate-release; nCBP, norcyclobenzaprine. Table 1. Baseline Patient Demographics and Characteristics from RELIEF and RESILIENT 2 g 5 +\‘ N c . Data shown for the pooled safety population.
- = — ) CBP SL, cyclobenzaprine HCl sublingual tablets; TEAES, treatment-emergent adverse events.
Tnals v < 10 P<0.001 for all study weeks measured > 10 P<0.001 for all study weeks measured
_ =
—
Placebo CBP SL 11 -11
OB.’ECTIVE Study Week Study Week CONCLUSION
Age, years, mean (SD) 49.4 (10.72) 49.7 (9.91)
- To evaluate the effect of CBP SL compared with placebo on core fibromyalgia symptoms of Female, n (%) 458 (95.4) 456 (95.2) Data shown for the pooled RELIEF and RESILIENT ITT population. Data reported at weeks 2, 6, and 10 are uncorrected values. , _ .
: : : ’ CBP SL, cyclobenzaprine HCI sublingual tablets: Cl, confidence interval; ITT, intention-to-treat; LSM, least-squares mean; PROMIS, Patient-Reported - The RELIEF and RESILIENT trials demonstrated that CBP SL treatment prOV|ded StatIStha”y
sleep disturbance and fatigue, as measured by the Patient-Reported Outcomes Measurement . Outcomes Measurement Information System L . _ . .
Information System (PROMIS). in a pooled dataset from the RELIEF and RESILIENT trials Race, n (%) - significant and clinically meaningful improvements vs placebo across primary and key secondary
| White 408 (85.0) 416 (86.8) endpoints, positively impacting a broad spectrum of core fibromyalgia symptoms, including
. . . widespread pain, nonrestorative sleep, and global function
Black/African American 46 (9.6) 51 (10.6) Figure 5. Mean Change from Baseline to Week 14 in Pooled PROMIS (A) Sleep P P o P 5 | | |
M ETHODS Disturbance and (B) Fatigue Scores - Importantly, CBP SL also significantly reduced patient-reported sleep disturbance and fatigue, as
ASED 1O (0/E) - g measured by the PROMIS i | - |
y the Instrument, suggesting broad-spectrum symptom improvement
¢ RELIEF and RESILIENT were randomlzed,_placebO—CF)ntr.O”ed PhaS.e 3 trials that .aSSeSSed the Ethnicity, n (%) A. PROMIS Sleep Disturbance Score B. PROMIS Fatigue Score - CBP SL treatment was associated with a low Systemic AE burden’ with prominent but genera”y
efficacy and safety of CBP SL vs placebo in adults with fibromyalgia (2016 American College of Hispanic or Latino 77 (16.0) 79 (16.5) ' ' self-limited local oral AEs
. . . . . . LSM diff (95% Cl) LSM difference (95% Cl)
Rheumatology [ACR] diagnostic criteria) over 14 weeks?® _ 3,55 (4.6, -2.42) 237 (3.41, -1.33) . Th | e kev insigh " . . q dine of th
. . . . . Weight, kg, mean (SD) 84.5 (18.07) 86.0 (18.54) 220,001 e o0 ese results provide key insights to nurse practitioners, supporting a better understanding of the
— Inboth trials, participants were randomized 1:1 to receive either CBP SL (2.8 mg tablets at Duration of FM disease. years. mean (SD) 04 878 59843 . ' ) ' multifaceted symptoms of fibromyalgia, such as pain, sleep disturbance, and fatigue, and highlighting
- The two trials evaluated the same primary efficacy and key secondary endpoints NRS pain rating at baseline, mean (SD) 5.97 (1.080) 5.99 (1.060) £ - £ Y "
. . . . . . )] Q U
— Primary efficacy endpoint: change from baseline in the weekly average of daily self-reported PROMIS Sleep Disturbance score, mean (SD) 59.72 (6.835) 58.75 (6.216) § — £ § — 5
numeric rating scale (NRS) pain scores (0-10) at Week 14 for CBP SL vs placebo PROMIS Fatigue score, mean (SD) 63.68 (6.650) 63.05 (5.948) = § 4. g = § 4. g References
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- Change from baseline in the Fibromyalgia Impact Questionnaire - Revised (FIQR) Symptoms - CBP SL treatment provided statistically significant improvements (P<0.001) over placebo on the % V B Placebo (n=480) % B Placebo (n=480) 7. Daugherty BL, et al. Clin Pharmacol Drug Dev. 2026:15(3):e70034.
domain score primary endpoint, change from baseline in the weekly average of daily self-reported NRS pain . B CBP st (n=479) o B cBP s (n=479) 8. WolfeF, etal. Semin Arthritis Rheum. 2016;46(3):313-29.
-+ Change from baseline in the FIQR Function domain score scores at Week 14; results are displayed by study week in Figure 3 Week 14 Week 14 Acknowledgements | | o o |
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