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• A total of 2411 participants were assessed for eligibility nationwide, with 711 randomized, enabling broad 
representation of adults with long-standing ET (~30 yrs), on concomitant ET meds, and without access to specialty 
centers.
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• Essential tremor (ET) affects ~7 million Americans, yet research participation remains limited by distance to 
specialty centers, mobility challenges, and visit burden. 

• Traditional trials concentrate enrollment at tertiary centers, restricting access and introducing inter-site 
variability. 

• ESSENTIAL3 evaluated ulixacaltamide HCl in ET using a decentralized (DCT) model designed to enhance rigor 
through centralized expert oversight, ecologically valid assessments, and a unified multi-study protocol. 

➢ Here we characterize feasibility and scientific rigor of a DCT Phase 3 trial in ET, emphasizing diagnostic 
standardization, real-world population access, centralized control, and real-time data integrity.

• ESSENTIAL3 demonstrates a DCT Phase 3 neurology trial is feasible, providing 
a scalable framework for future neurology trials.

• The DCT model enhanced rigor: centralized expert review standardized 
eligibility; complementary designs under one protocol enabled cross-study 
comparisons; home-based assessment increased ecological validity; 
centralized coordination reduced variability; and real-time monitoring ensured 
data completeness and oversight. 

• Two studies conducted in parallel accelerated time to regulatory submission; 
the NDA for ulixacaltamide is under FDA review (PDUFA January 29, 2027).
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• Randomized, double-blind, placebo-controlled trial enrolling participants aged 18–85 years with ET (symptoms ≥3 
years; if on permitted ET medication(s), stable dose for ≥28 days prior to screening).

• Pivotal Study 1 (parallel-group design) and Study 2 (randomized withdrawal, RW) were conducted concurrently under 
a single randomized, double-blind, placebo-controlled protocol with identical screening and assessments, enabling 
valid cross-study comparisons from one population. Pre-specified hypotheses evaluated overall treatment effect 
across studies.

• The Essential Tremor Rating Assessment Scale – Activities of Daily Living (TETRAS-ADL) subscale was collected, 
and mADL11 (TETRAS-ADL items 1–11, modified score) derived to capture real-world functional disability in the 
context of daily living.
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ESSENTIAL3 Safety Population 
Baseline (N=698)

Age, Mean (SD) 68 (8.5)

Years since ET onset,  Mean (SD) 30 (17.6)

ET symptoms worsened over past 3 years, 
Yes %

94%

Currently on ET medications, Yes  %
Never treated,  %

46%
20%

Family history of ET,  Yes/No/Unknown % 72% / 21% / 7%

TETRAS-ADL,  Mean (SD) 30.8 (3.0)

mADL11,  Mean (SD) 18.6 (2.5)

ESSENTIAL3 – All Primary Endpoints Met

Five Pillars of Methodological Rigor

Characterizing the ET Population Seeking Trial Participation

ESSENTIAL3 Pre-Screener

T W O - S T A G E  P R E - Q U A L I F I C A T I O N

P A R T I C I P A N T  W I L L I N G N E S S  —  D E C E N T R A L I Z E D  M O D E L

~85%

>90%

>200,000
Pre-screener respondents

~30,000
Pre-qualifying referrals

01 Online Pre-Screener

ET diagnosis · bilateral arm/hand 

tremor · symptom duration · daily 

living impact · treatment history

02 Secondary Phone Screening

Additional clinical features · management

details · medical records reviewed by

MD specialists

03 Pre-Qualified Referrals
Met eligibility criteria and referred 

into ESSENTIAL3 Program

• Comprehensive secondary 
pre-screening calls and 
medical records reviewed by 
MDs with movement disorder 
experience prior to referral to 
Central Coordinating Site

• Comprehensive intake and 
screening (ET/medical 
history, medical records) 
performed across 4 visits in 
screening period

• Standardized neuro exams 
recorded and adjudicated by 
MD Specialists on the 
Eligibility Review Committee 
to review ET history and 
confirm ET diagnosis

• Blinded study allocation and 
treatment arm allocation (in 
both Study 1 and Study 2)

• Investigators, site staff and 
participants blinded to 
enrollment criteria for 
threshold of disability and 
mADL11 stability, and 
threshold to qualify as a 
responder for RW phase in 
Study 2

• Blinded transformation from 
TETRAS-ADL to mADL11 
total score

• Study 1 and Study 2 
conducted concurrently 
under a single randomized, 
double-blind, placebo-
controlled protocol

• Identical screening and 
assessments enabling valid 
cross-study comparisons 
from one population

• Standardized procedures 
coordinated by Central 
Coordinating Site, reducing 
inter-site variability

• Drug shipped and delivered to 
participant homes within 24 
hours of randomization, 
nationwide – all 50 states

• In home assessments 
captured functional impact 
where it occurs, addressing 
unique access challenges of 
an ET patient population

• Standardized assessments 
and centralized eligibility 
review designed to reduce 
evaluator variability and 
potential bias from clinic-
based assessment

• Home health visits staffed by 
trained research nurses under 
sub-investigator supervision

• Clinician-administered 
TETRAS-ADL collected (7-day 
look back) and mADL11 total 
score derived to capture real-
world functional disability as 
the primary endpoint

• Three fellowship-trained 
movement disorder 
specialist PIs and >40 sub-
investigators coordinated 
execution under 
standardized procedures

• Contemporaneous, 
centralized data entry at all 
visits

• Centralized, unified, 24/7 
medical monitoring including 
cardiac monitoring and 
psychiatric safety 
surveillance

• Real-time data entry enabled 
site and sponsor oversight, 
including daily review of AEs, 
lab alerts, and data 
completeness

Diagnostic Standardization

Blinding Integrity
Complementary Evidence

Ecological Validity

Data Integrity

Two Simultaneous Blinded Designs: Complementary Randomized Controlled Trials

Willing to use mobile app or video calls if eligible

Willing to allow home nurse visits

Hypothesis 1:  Study 1 Parallel-Group
Significant Benefit vs Placebo

Primary Endpoint - mAD11 CFB to Day 56

Hypothesis 2: Study 2 RW
Significant Maintenance of Benefit in 

Blinded Stable Responders
Primary Endpoint - Proportion maintaining 

mADL11 CFB response following RW

Hypothesis 3: Studies 1+2 Ulixacaltamide  
vs. Study 1 Placebo

Consistent Significant Benefit
Primary Endpoint - mAD11 CFB to Day 56

Hypothesis 4: Study 2 Ulixacaltamide 
vs. Study 1 Placebo

Consistent Significant Benefit
Primary Endpoint - mAD11 CFB to Day 56

For hypotheses 1, 3 & 4, the primary endpoint was change from baseline (CFB) to Day 56 in mADL11. All primary efficacy analyses use the modified intent-to-treat (mITT) population defined as all 
randomized participants who received ≥1 dose of study drug and had ≥1 post-baseline efficacy assessment. OR=odds ratio

P < 0.0001P < 0.0001-4.3

-1.7

-4.2

-1.7

Ulixacaltamide
(N=199)

Placebo
(N=233)

Ulixacaltamide
(N=191)

Placebo
(N=233)

Real-world ET Population Seeking Trial Participation: Characteristics and Concordance with ESSENTIAL3 Trial Baseline

The ESSENTIAL3 cohort (N=698) represents a clinically confirmed cross-section of participants with meaningful essential tremor, 
derived from a large real-world population (>200,000 screened; ~30,000 pre-qualified)

70 yrs
Median age

Median age at survey completion

Consistent with age at trial baseline

52%
Family history of ET

More than half reported a familial history 

of ET

72% with family history at trial baseline

~75%
Symptoms >3 years

Almost three quarters first noticed 

symptoms >3 years before screening

30 years mean time since ET onset at trial 

baseline 

~50%
Not receiving treatment

Nearly half reported being untreated

Consistent with rate at trial baseline

27%
On propranolol

Most commonly reported ET medication 

at screening

36% on propranolol at trial baseline

90%
Challenging completing daily tasks

30.8 mean TETRAS-ADL at trial baseline

87%
Challenging pouring

>98% impaired on TETRAS-ADL at trial 

baseline

~75%
Challenging drinking

97% impaired on TETRAS-ADL at trial 

baseline

ESSENTIAL3 Phase 3 Program

55%

33%

P = 0.037

OR=2.7 
(1.06-6.92)

Ulixacaltamide
(N=40)

Placebo
(N=40)

P < 0.0001-4.3

-1.7

Ulixacaltamide
(N=390)

Placebo
(N=233)

Proportion of Participants (%)

Baseline ADL Disability Profile
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