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Background Proprietary Cyclobenzaprine Base Increases Systemic Absorption of myalgia Global and Functional Measures TNX-102 SL Effect on Sleep Responders
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Fibromyalgia is characterized by chronic widespread pain and sleep disturbance Toblet Formulation Aiministration TNX-102 SL Demonstrated a Significant M:c’l,lanismyp P
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TNX-102 SL* is a proprietary eutectic sublingual (SL) tablet formulation of low-dose .Eoﬁno:.o Low pH (acidic) High pH (basic) 309 Study Week
cyclobenzaprine HCI (2.8 mg) designed for rapid absorption and long-term bedtime use o") . \ ' )
This double-blind, randomized, placebo-controlled multicenter study (BESTFIT) evaluated the ‘:""a‘ u:,s:PoA).
safety and efficacy of TNX-102 SL in fibromyalgia % 0° ¥ ] CBPHCI @ © ©
Base partice Base partice i AN “ °
(kPO (k0]
°

77.8% 778%
0% lacebo Pain Responders
P 8 ot tepnd

Responders (n=88)

—e— Placebo (n=101)
—e— TNX-102 SL(n=103)

% Responders
g 2

-85
(n=84)

30% Responder Rate

Methods

BESTFIT Study Characteristics and Endpoint Measures Base price
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BESTFIT = Bedtime Sublingual TNX-102 SL as Fibromyalgia Intervention Therapy
« 12-week, randomized, double-blind, placebo-controlled study in patients diagnosed with fibromyalgia by 2010 y 3 8 Sleap responder deied 1
ACR criteria Pute CBPHClinteracts with rom base and makes iale ablets Study Week Tertiles of sleep score were analyzed based on total completer population
« 11 randomization of 205 participants in 17 centers in the United States baseand ablet disintegates with apid absorption properies Responder defined as much improved” or "very much improved" MMRM=Mixed model for repeated measures Phase 2b BESTFIT Resuts
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T TNRA025L2.6 mg (n=103) Cyclobenzaprine is Detected in Plasma Within 20 Minutes Following Sublingual
Entry Criteria Administration of TNX-102 in Phase 1 Comparative Pharmacokinetic Study TNX-102 SL Improves Sleep Quality TNX-102 SL Adverse Events
« The patients had a diagnosis of primary fibromyalgia as defined by the 2010 ACR Preliminary Diagnostic Criteria Plasma Concentration Versus Time of TNX-102 SL Compared to G ine IR inetics of Gy i ions and Active Metabolite . . A
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a) \Sl\gi:‘;:ifgr:a:;lngzx (WPI) 27 and Symptom Severity (SS) scale score 25; or WPI 3-6 and R ”mmﬁwmw S mgoalabet ) on TNX-102 SL System Organ Class Adverse Event Term (n=101) (n=103)

b) Symptoms present at a similar level for at least 3 months; and e o SurE Ty —_—:n SleepDiary ~ FIQ-RSleep Score PROMIS T-Score Atleast 1 TEAE OGNS AGIIAN|  Local administration

¢) Patients did not have a disorder that would have otherwise explained their pain - 400t G (Sleep Quality) Sleep Disturbance Hypoaesthesia oral 2(2.0%) 45 (43.7%) site oral hypoaesthesia
. ) ) Crdobeuzpine R = Sangint s2bngnt Wit 4(4.0%) 4(39% (transient tongue or
Primary Efficacy Endpoint ACow | Sldngebdml  695ngehinl 17%lower forSL g""eek 12b\5 Mean g‘:fek 12‘:\5 Mean g‘:‘“k ‘les Mean 2(2.0%) 5(4.9%) sublingual numbness)
+ Mean change from bassline in the weskly average daily diary pain score during week 12 finesbore 1 wor | e | | ange by MVRM ange by MVRM ange by MMRM ottt o T(10%)  4(3.9%) was reported in 45 out
o (0-10) Ni | Rating Scale (NRS) t 24-h tensit G 081 ng/mL. 1.71 ngimL. 53% lower for SL Placebo TNX-102 Placebo TNX-102 Placebo TNX-102 astrointestinal disorders ™ n 9%

(0-10) Numerical Rating Scale (NRS) to assess prior ouraverage painintensity B AUCon 305 ngehdml. 586 ngehiml 48% lower for SL o (n=82) (n=88) . (n=84) (n=89) (n=85) (n=89) s ! (160/0) Zgg"f; of 103 treated parients
Diarthoea 0 3(2.9%)
Paraesthesia oral 0 3(2.9%)
Sinusitis 3(3.0%) 4(3.9%)
Nasopharyngiti 2(2.0%) 3(2.9%)
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Key Secondary Efficacy Endpoints
« Patient Global Impression of Change (PGIC)
* Fit Igia Impact Qui Revised (FIQ-R)
« Daily Sleep Diary (0-10 NRS averaged weekly)
* Patient-Reported Outcomes Information System (PROMIS) Sleep Disturbance Instrument Continuous Responder Analysis on FIQ-R Continuous Responder Analysis on IVRS
Safety Evaluation Total Score at Week 12 NRS Average Daily Pain Scores at Week 12 Urinary tact infection 1(1.0%) 4(3.9%)
« Adverse Events (AEs) Bronchitis 1(1.0%) 3(29%)
* Administration site reactions/local oral adverse events 0 —— TNX-1025L ——  Placebo 0 —— TNX-102SL ——  Placebo N 8 itis viral 0 3(2.9%)
s ) Somnolence 7(6.9% 2(1.9%
1.9 3 2.9 e Nenvous system disorders Dizziness 3 53.0‘7:; Bl EZ.‘??’Z;
P<.001 i Musculoskeletal and conneciive fissue disorders Back pain 3(3.0%) 5 (4.9%)
- P<.001 m General disorders and site conditions Product taste abnormal 0 8(7.8%)
MMRM=Mixed model for repeated measures Abnormal dreams 2(2.0%) 3(2.9%)
Psychiatric disorders 4(4.0%) 1(1.0%)

Change from Baseline in NRS Weekly Insomnia 3(3.0%) 1(1.0%)
[ Respiratory, thoracic and mediastinal disorders Cough 3(3.0%) 0
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- - Effect of TNX-102 SL on Pain Endpoints Time Course of Pain Reduction ) - )
Caucasian (%) 88 (87%) || Early termination/ 1716.6% [ Early termination/ 14(13.6%) TNX-102 SL provides multisymptom relief

- 5 ily Pai FIQ-R Pain S o Weekly Change in Clinic Reported NRS Pain M\ rov! ) )
drug withdravel drug withdrawl Dally Pain Scorss in Seores - 30% Respondar Rate eeldy Change in Clinic Reported NRS Pain Measure TNX-102 SL significantly improved global and functional measures such as PGIC and FIQ-R total score
Week 12 LS Mean Week 12 LS Mean Based on Pain NR! Study Week ” A c
Change by MMRM Change by MMRM 0 2 4 8 10 2 Systemic adverse events for TNX-102 SL were similar to placebo in the BESTFIT study

Proportion of Patients,

Weight, kg (SD: 80.9(17.2 » Due to AE 5(4.9% » Due to AE
ght, kg (SD) (i) u (F23 u Local site administration reactions of oral hypoaesthesia and abnormal product taste were the only commonly reported

adverse events with an incidence of >5% and at least twice the rate of placebo
TNX-102 SL has simple, once-daily dosing at bedtime with no need to titrate or adjust the dose

Placebo  TNL102 Placzbo  TNX102
(n=82)  {n=88) (=84 (n=89) 0 —e— Placebo (7 day) n
» Dueto LOE » Dueto LOE 2 ¢ 7 : —o— TNX-102 SL (7 day}
BMI(SD) 30.0(5.5)
> Duetoall
other reasons

» Duetoall TNX-102 SL increased sleep quality as evidenced by an increase in sleep responders

otherreasons  [RASKERS

Correlation of pain response with sleep response, regardless of treatment arm, suggests that improving sleep improves
pain outcomes

TNX-102 SL may be improving pain outcomes by improving restorative sleep

SS, mean (SD) 8.8(1.80) Completed 12 weeks Completed 12 weeks B T o X102 ’
on treatment on treatment (n=102) (n=103)
n=85(83.3%) n =89 (86.4%) ) RE:LN P<.001 References

Tender Point n=88
Count, mean (SD) 14.2(2.90) ( ) 1. Data on file, Tonix Pharmaceuticals,
' 108 = Lackof ffcay MMRM=Mixed model for repeated measures MMRM =Mixed model for repeated measures; NRS=Numericrating scale “TNX-102 SLis an Investigational New Drug and has not been approved for any indication.

WPI, mean (SD) 12.9(3.43)
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