TNX-102 SL* for the Treatment of Fibromyalgia:
Role of Nonrestorative Sleep on Pain Centralization
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TNX-102 SL Adverse Events

Introduction

In patients with fibromyalgia (FM), sleep quality has been shown to correlate to symptoms: when
sleep is perceived as restful, patients report substantial improvement in their daytime symptoms
Unfortunately, poor nighttime sleep has been considered as a predictor of a more painful day, and
a more painful day in turn tends to be followed by poorer sleep at night, creating a vicious cycle
The importance of nonrestorative sleep in the pathophysiology of FM suggests that treatments
that improve sleep quality may improve FM globally by a mechanism distinct from that of centrally

acting analgesics

TNX-102 SL is an eutectic sublingual formulation of cyclobenzaprine (CBP) designed for rapid
transmucocal absorption and bedtime use

Phase 1 comparative pharmacokinetic study supports the advantage of the proprietary CBP
eutectic formulation

The current study was designed to evaluate the safety and efficacy of TNX-102 SL in the treatment

of FM

Methods

BESTFIT Study Characteristics and Endpoint Measures
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 ACR criteria
* 205 participants in 17 centers in the United States
- Placebo (n=102)
- TNX-102 SL2.8 mg (n=103)
Entry Criteria
* The patient had a diagnosis of primary fibromyalgia as defined by the 2010 ACR Preliminary
Diagnostic Criteria for fibromyalgia defined as all of the following:
a) WPI =7 and SS scale score =5; OR WPI 3-6 and SS scale score 29; and
b) Symptoms present at a similar level for at least 3 months; and
c) Patients did not have a disorder that would have otherwise explained their pain.
Primary efficacy endpoint
* Mean change from baseline in the daily diary pain score during week 12
* 11-point (0-10) Numerical Rating Scale (NRS) to assess prior 24-hour average
pain intensity
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Conclusions
® TNX-102 SL, an eutectic sublingual formulation of CBP, administered at bedtime improved
sleep quality by multiple measures

Nonrestorative sleep has been linked to central sensitization, which is a process in which
regional chronic pain leads to changes in central pain processing and interpretation

Treatment with TNX-102 SL demonstrated improvement in sleep quality, which in turn led to
a broad range of FM symptom improvements including PGIC, FIQ-R total score, as well as
pain reduction (30% response)

APhase 3 study has been initiated based on this outcome
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