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Tonmya® (Cyclobenzaprine HCI Sublingual Tablets; CBP SL): Greater Absolute Pain Reduction
with CBP SL 5.6 mg Compared to 2.8 mg in Adults with Fibromyalgia
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BACKGROUND RESULTS

- Fibromyalgia (FM) is a chronic nociplastic pain disorder that affects ~2 to 4% of US adults, occurs ] ] _ - ]
predominantly in women, and is characterized by widespread pain, nonrestorative sleep, fatigue, :I'abI:e IB.IEB;?Ie:III'II".eAFI:EI.:tIIgI‘\ll:: II)??ETI(I)E% apl:(I;sEgﬁgn_?_r_?qt?rlstlcs of Active Treatment Groups Figure 2. Least-Squares Mean Difference in NRS Pain Scores from Baseline in
cognitive dysfunction, and functional impairment!3 In the ' ' y an JUELE Active Treatment Arms: 5.6 mg (n=2 Studies) and 2.8 mg (n=2 Studies)

- The role of nonrestorative sleep in the pathogenesis and persistence of FM has been recognized for BESTFIT AFFIRM RELIEF RESILIENT 0.0- ® RESILIENT CBP SL 5.6 mg/d (n=231)

+ Previously approved therapies for FM (duloxetine, pregabalin, and milnacipran) have been limited by (n=103) (n=262) (n=248) (n=231) o A BESTFIT CBP SL 2.€.38mrr?g(/jd(?n_=160§)
unsatisfactory clinical efficacy and frequent side effects, which may lead to suboptimal adherence® Age, years, mean (SD) 50.7 (9.9) 47.9 (11.1) 50.0 (9.4) 49.3 (10.5) % 047

7))
- Immediate-release (IR), orally administered cyclobenzaprine (CBP) 10-40 mg/d has been Female, n (%) 96 (93.2) 252 (96.2) 232 (93.5) 224 (97.0) 8 06-
investigated in FM Race. n (%) E oa
’ 0 =
— Meta-analysis showed that effects of oral IR CBP on pain were short-lived and that side effects o
were prominent® White 91(88.3) 242 (92.4) 222 (89.5) 194 (84.0) S 1.0-
Q]

» Low-dose oral IR CBP has shown promise in the treatment of FM’ Black/African American 11(10.7) 11(4.2) 19 (7.7) 32(13.9) ci 1.2- | |

— The slow absorption and poor bioavailability of oral IR CBP, however, suggest that new Asian 0 1(0.4) 2 (0.8) 1(0.4) %l“)/ 14-
formulation technology mitigating these effects may increase its clinical utility American Indian/Alaska Native 0 2(0.8) 1(0.4) 2 (0.9) § . '\‘ I T . |

- Tonmya"” (cyclobenzaprine hydrochloride sublingual tablets; CBP SL), a sublingual tablet formulation Native Hawaiian/Paciic [sland 5 63 5 . S ‘1. —p & —
of low-dose CBP, is the first US FDA-approved treatment for FM in over 15 years® ative awallan/izaciiic ISiander (0.8) 9 18- L — T
— CBP SL was designed for long-term daily bedtime use; with sublingual administration, CBP SL is Multiple 1(1.0) 1(0.4) 3(1.2) 2 (0.9) 504

rapidly absorbed and largely bypasses first-pass metabolism in the liver® (Figure 1) Other 0 3(1.1) 0 0
— CBP antagonizes the 5-HT,,-serotonergic, a,-adrenergic, M;-muscarinic, and H;-histaminergic Ethnicity, n (%) e |
9 1 1 1 I 1 1 1 1 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14
;icr:ﬁgfgﬁémpotentlally influencing sleep architecture and alleviating core fibromyalgia Not Hispanic/Latino 95 (92.2) 231(88.2) 205 (82.7) 195 (84.4) ek
— The clinical development of CBP SL in FM included clinical efficacy and safety studies BMI, kg/m?, mean (SD) 30.05 (5.75) 30.91(5.91) 32.43 (6.58) 31.14 (6.34) CBP SL, cyclobenzaprine sublingual tablets; LS, least-squares; NRS, numeric rating scale; SE, standard error.
conducted at doses of 2.8 mg/d and 5.6 mg/d Duration of FM, years, mean (SD) -- 9.5(7.9) 9.2 (8.4) 8.6 (8.4)
E3 1 CBP SL B First.p Metaboli NRS pain score, mean (SD) 6.5(1.2) 6.3(1.1) 6.1 (11) 5.9 (1.1) Table 2. Treatment-Emergent Adverse Events Occurring in 23% of Patients Taking
isure 2. ypasses First-ass fietabolism BMI, body mass index; CBP SL, cyclobenzaprine sublingual tablets; FM, fibromyalgia; n, number of patients; NRS, numeric rating scale; CBPSL 2.8 mg/d or 5.6 mg/d
SD, standard deviation. BESTFIT AFFIRM RELIEF RESILIENT
|- \ . ! -3 - The active treatment groups of the BESTFIT and AFFIRM studies included 103 and 262 patients, CBP SL>.8 mg/d| CBP (?1|:§361)mg/d
@ Free-base cyclobenzagiii Sublingual | “*\EH; . . 5 = - —
i H e 1 res :)eftlvlelggv(g%\’ﬁ;? addmz'g';t;fg;? T_L 2£8 _mi d et o All TEAES, n (%) 82 (79.6) 192 (73.3) 148 (59.7) 136 (58.9)
S . — In total, 4%) an 5%) patients in the active treatment groups complete .
o ~OICHS Sublingually administered _ Oral h th 45 (43.7 105 (40.1 43 (17.3 55(23.8
0cs ol 8P SLis transmucosa Iy BESTFIT and AFFIRM, respectively s (43.1) 0.h (47:3) (£3.5
oo olE absorbed, leading to more rapid _ _ _ o o _ Product taste abnormal 8 (7.8) 16 (6.1) 11 (4.4) 27 (11.7)
H sovaiabiny v 1, and, due o lrgely — Treatment with CBP 2.8 mg/d did not provide a statistically significant improvement vs .
oo e \ ) bypassing “first pass” hepatic . . C e L Tongue or oral discomfort -- 8(3.1) 7/ (2.8) 16 (6.9)
. , )| meabamtocop e nc placebo on the primary efficacy endpoint in either BESTFIT (mean change from baseline in the |
Tre bsedives fomation of o base O, wiicherrs | | ) weekly average daily diary pain score) or AFFIRM (230% improvement in the weekly average Faresinssls arel 3 (2.9) 20 (/.9) 14.(5.6) 16 (6.9)
‘ T er ot et relase ydobensaprme. ] of the daily self-reported average NRS pain severity score) at Week 12 COVID-19 - - 5(2.0) 10 (4.3)
CBP, cyclobenzaprine; CBP SL, cyclobenzaprine HCI sublingual tablets; IR, immediate-release; nCBP, norcyclobenzaprine. * The aCt.ive treatment.groups of the RE -IE.F.and RESILIENT studies included 248 and GIOSS(_)dyma 2(1.9) 24 (9.2) 9 (3.5 1004
231 patients, respectively, who were administered CBP SL 5.6 mg/d Sedation 2 (1.9) 2(0.8) 9 (3.6) 0
- Here, the differential efficacy and safety of CBP SL 2.8 mg/d and 5.6 mg/d in FM are analyzed — In total, 204 (82.3%) and 187 (81.0%) patients in the active treatment groups completed Fatigue 2 (1.9) 15 (5.7) 9 (3.6) 6 (2.6)
RELIEF and RESILENT, respectively Dry mouth 4 (3.9) 3(1.1) 8 (3.2) 4 (1.7)
M ETHODS — Treatment with CBP 5.6 mg/d provided a significant reduction in the weekly average of daily Headache 2(1.9) 9(3.4) 3(L2) 7(3.0)
diary pain scores vs placebo in both RELIEF (P=0.010) and RESILIENT (P<0.001) at Week 14 Somnolence 2 (1.9) 8 (3.1) 5(2.0) 7 (3.0)

Studv Desi -+ During the first two weeks of treatment, when all 4 active treatment arms in these studies were Nausea 5 (4.9) 5 (1.9) 1(0.4) 3 (1.3)
IBLIESyTFI'erS:\IggT019O3265 4 AFEIRM (NCTO2436096 5 ’ Homired " t administered CBP SL 2.8 mg/d, NRS pain score reduction was similar among all 4 groups (Figure 2) Constipation 4 (3.9) 1(0.4) 1(0.4) 3(1.3)
double—blgnd placebo-cogt?’glled studieé evaluating CBP) gVI_GEGS m;v\e/s l:;lgir;b(())niqnlzpeat’iemr:’is Iwclft:] Fel\;’l ~ Incontrast, after the_first two Wgeks when CB.P SL was titrated up to 5.6 mg/q ir.1 the RELIEF vomiting 4(3.9) 1(0.4) 1(0.4) 1(0.4)

. RELIEF (NCT04172831) and RESILIENT (NCTO5273749) were 14-week, randomized, multi-center and RESILIEN | studies, NS pain scores continued a steep downward slope fie, improvement), - | sinusitis 4(39) (2.0 2(0.8) 1(04)
double-blind, placebo-controlled studies evaluating CBP SL 5.6 mg vs pl’acebo in pati’ents with FM’ B \'/rv:iirjiise?Zicpealrgsjﬁzsirl]e;flfg ;lelQStheai(;liSOSrlé ji]i;eglﬁ(cj:ea;n;fween doses at endpoint Urinary tract infection 4(3.9) 2(0.8) 2(0.8) 3(1.3)
(2.8 mg/d for 2 weeks, followed by 5.6 mg/d through Week 14 or placebo for 14 weeks) ‘ . 5g6 /d ' P POt Back pain 5(4.9) 1(0.4) 1(0.4) 0

o avoring 5.0 mg CBP SL, cyclobenzaprine sublingual tablets; n, number of patients; TEAE, treatment-emergent adverse event.

Study Participants + TEAE frequencies for CBP SL 2.8 mg/d and 5.6 mg/d are detailed in Table 2

- Each study enrolled adults 218 years with FM who met the 2010/2011 Fibromyalgia Diagnostic
Criteria (American College of Rheumatology Preliminary Diagnhostic Criteria) and/or the 2016

revisions thereof
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- Standard safety assessments were conducted to identify any adverse events (AES), laboratory
abnormalities, abnormal physical examination findings, and abnormal vital sign findings in each study Presented at the 20th Annual PAINWeek Conference, September 8-11, 2026, Las Vegas, NV, USA




