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3.0 LIST OF ABBREVIATIONS

AE adverse event

AESI adverse events of special interest

ALT alanine aminotransferase

ANCOVA analysis of covariance

AST aspartate aminotransferase

CMH Cochran-Mantel-Haenszel

CRF case report form

ECG electrocardiogram

EU European Union

FLO-11 11-item Facial Line Outcomes questionnaire

FLSQ Facial Line Satisfaction Questionnaire

FWS Facial Wrinkle Scale with Photonumeric Guide 

GL glabellar lines

ITT intent to treat

LCL lateral canthal lines

MCMC Markov chain Monte Carlo

MedDRA Medical Dictionary for Regulatory Activities

mITT modified intent-to-treat

PDSOT possible distant spread of toxin 

Q1 25th percentile

Q3 75th percentile

QTc QT interval corrected for heart rate

QTcB QT interval corrected for heart rate using the Bazett formula (QTcB = QT/(RR)½)

QTcF QT interval corrected for heart rate using the Fridericia formula (QTcF = QT/(RR)⅓)

RBC Red blood cell

SAP statistical analysis plan
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SAS Statistical Analysis Software

TEAE treatment-emergent adverse event

UFL upper facial line
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Note: Participants completing this study through Day 360 will be eligible to enroll into a 2-year open-label extension study (Study MT10109L-004).

ECG = electrocardiogram; FLO-11 = 11-item Facial Line Outcomes Questionnaire; FLSQ = Facial Line Satisfaction Questionnaire; FWS = Facial Wrinkle Scale with 
Photonumeric Guide; GL = glabellar lines; LCL = lateral canthal lines (or crow’s feet lines)
a Participants who meet retreatment criteria will receive up to 2 blinded study interventions of the same study intervention that they received on Day 1. 
b All screening procedures must be completed up to 28 days before Day 1, and the results must be available to the investigator before randomization on Day 1

d Retreatment 1 cannot be administered earlier than the Day 180 visit; Retreatment 2 cannot be administered earlier than 84 days since administration of Retreatment 1 and no later 
than Day 330.
e If a procedure or assessment has already been performed as part of a scheduled visit, it must not be repeated.
f LCL at maximum smile and at rest; GL at maximum frown and at rest.
g To be randomized into the study, participants must meet Inclusion Criterion 2.01 both at the Screening Visit and prior to randomization at the Day 1 Visit.
h Neurologic assessment includes the Focused Symptom Questionnaire and Focused Neurologic Examination. On Day 1, both assessments must be performed prior to 
randomization.
i Vital sign measurements are pulse rate, respiration rate, and blood pressure. Participants are to be seated for at least 2 minutes before measurements are collected.
j Only on Days 30 and 120
k Women of childbearing potential must have a negative pregnancy test. Investigator may ask participant to perform urine pregnancy test at any visit. At each visit, the investigator 
must discuss compliance with contraceptive use with women of childbearing potential.
l

n Participants must be observed for ≥ 30 minutes after each study intervention for adverse events.
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5.0 OBJECTIVES

The objectives of this study are to evaluate the safety and efficacy of MT10109L versus placebo 
in the treatment of participants with moderate to severe LCL with or without concurrent 
treatment of GL.
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7.0 PARTICIPANT DISPOSITION

The number and percentage of participants in 3 of the study populations (Safety, ITT, ) will 
be summarized by treatment group and overall; the number of participants screened and 
randomized will be summarized by study center.

The number of participants screened will be summarized overall. The number and percentage of 
participants who were randomized, treated, or who completed the study and prematurely 
discontinued will be presented for each treatment group and pooled across treatment groups. A 
frequency table showing participant disposition (continuing, entered to the next cycle, 
completed, discontinued) will also be provided for all analysis populations for each treatment 
cycle.

Tabulation of the numbers and percentages of participants in each exit status category (i.e., 
adverse event, pregnancy, lost to follow-up, personal reasons, protocol violations and other) will 
be provided for each treatment group for entire study and by treatment cycle for all analysis 
populations. Discontinued participants will be listed along with the corresponding reason(s) for 
early withdrawal from the study.
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9.0 EXTENT OF EXPOSURE 

Participants’ exposure to study intervention will be summarized by total duration of treatment 
exposure and by cycle  

 and by number of treatments received.
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11.2 CLINICAL LABORATORY PARAMETERS

Study baseline is defined to be the data measured before dosing on Day 1. Descriptive statistics 
(n, mean, standard deviation, minimum, median, and maximum) for clinical laboratory values at 
baseline, and change from baseline at post-baseline visits will be summarized, in SI units 
(System of International Units), for all continuous clinical laboratory parameters specified 
below.
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The clinical laboratory parameters include the following:

Hematology: Hemoglobin, hematocrit, red blood cell count (RBC), RBC morphology, 
white blood cell count (WBC), neutrophils, lymphocytes, monocytes, 
basophils, eosonophils, and platelets

Chemistry: glucose, creatinine, urea nitrogen, total bilirubin, albumin, aspartate 
aminotransferase (AST/SGOT), alanine aminotransferase (ALT/SGPT), 
alkaline phosphatase, uric acid, sodium, potassium, bicarbonate (carbon 
dioxide content), chloride, phosphorus, calcium, magnesium, and total protein.

A participant level listing for hematology and blood chemistry will be provided.

11.3 VITAL SIGNS

Study baseline is defined to be the data measured before dosing on Day 1. Baseline and change 
from study baseline data on blood pressure (mm Hg), pulse rate (beats/min) and respirations
(breaths per minute) will be summarized as descriptive statistics for each time point and each
visit for each treatment group.

11.4 ELECTROCARDIOGRAM

Descriptive statistics for ECG parameters (eg, heart rate, PR interval, RR interval, QRS duration, 
QT interval, corrected QT [QTc] intervals) at baseline, and changes from baseline at all post-
baseline timepoints will be presented for all participants in the Safety Population. For each 
parameter, only participants who had both baseline post-baseline assessments will be included in 
the summary. QTc interval will be calculated using both Bazett (QTcB = QT/(RR)½) and 
Fridericia (QTcF = QT/(RR)⅓) corrections; if RR is not available, it will be replaced with 
60/heart rate in the correction formula. 

Data listings which include ECG basic parameters and ECG abnormalities will be produced.

11.5 IMMUNOGENICITY ANALYSIS

A 2-stage assay approach will be used for the detection of binding antibodies against MT10109L 
and neutralizing antibodies against MT10109L in participants’ serum. In Stage 1, serum samples 
will be screened for the presence of binding antibodies using the validated ELISA in a 3-tier 
format (screening, confirmation, and titering). The screen positive serum samples will be 
subsequently immunodepleted to confirm that the binding antibodies are specific to MT10109L 
and titered to assess the extent of antibodies present. In Stage 2, only samples testing positive in 
the ADA confirmatory assay will be evaluated in the mouse protection assay.

Immunogenicity results, manifested as the presence of binding antibodies to MT10109L, will be
summarized in a table. Neutralizing antibodies will be summarized as a tabulation and will be 
reported as positive, negative, insufficient, or inconclusive as result.
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12.0 INTERIM ANALYSIS

No interim analysis is planned for this study.
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14.0 STATISTICAL SOFTWARE

Statistical analyses will be performed using version 9.3 (or newer) of SAS on a Linux operating 
system.
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15.0 DATA HANDLING CONVENTIONS

15.1 VISIT TIME WINDOWS

For ITT and mITT analyses, the following visit windows will be used to determine the visit day 
assignment, based on the observed number of days relative to the day of the injection 
(Table 15.1-1):

Table 15.1-1. Visit Time Windows (ITT and mITT Analyses)

Visit Type Target Day Visit Window (Day)

Baseline Day 1
Prior to Day 1 or on Day 1 (prior to 

treatment)

Treatment 1 Day 7 Day 7 Day 2-10

Treatment 1 Day 14 Day 14 Day 11-22

Treatment 1 Day 30 Day 30 Day 23-45

Treatment 1 Day 60 Day 60 Day 46-75

Treatment 1 Day 90 Day 90 Day 76-105

Treatment 1 Day 120 Day 120 Day 106- 135

Treatment 1 Day 150 Day 150 Day 136- 165

   Treatment 1 Day 180a Day 180 Day 166 -195 or date of 2nd treatment 

   Treatment 1 Day 210a Day 210 Day 196 – 225 or date of 2nd treatment 

   Treatment 1 Day 240a Day 240 Day 226 – 255 or date of 2nd treatment 

   Treatment 1 Day 270a Day 270 Day 256 – 285 or date of 2nd treatment 

Treatment 1 Day 300a Day 300 Day 286 – 315 or date of 2nd treatment 

   Treatment 1 Day 330a Day 330 Day 316 – 345 or date of 2nd treatment 

   Treatment 1 Day 360b Day 360 Day 346 – 375

Treatment 1 Late exitc Day 376 – exit

Treatment 2 Day 1

Treatment 2 Day 7 Day 7 Day 2-10

Treatment 2 Day 14 Day 14 Day 11-22

Treatment 2 Day 30 Day 30 Day 23-45

Treatment 2 Day 60 Day 60 Day 46-75

   Treatment 2 Day 90a Day 90 Day 76-105 or date of 3rd treatment 

   Treatment 2 Day 120a Day 120 Day 106- 135 or date of 3rd treatment 

   Treatment 2 Day 150a Day 150 Day 136- 165 or date of 3rd treatment

   Treatment 2 Day 180b Day 180 Day 166 –195

Treatment 2 Late exitc Day 196 – exit

   Treatment 3 Day 1

   Treatment 3 Day 7 Day 7 Day 2-10
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If the imputation causes an error message in SAS, the minimum and maximum boundary for
proc MI will be removed, then in the output dataset, a data step will push those out of range
imputed values to the closest value (0 or 3). 

After imputation, the changes from baseline values will be calculated, from which the responder 
status based on FWS scores will be derived for each post baseline visit.

Each of the 5 imputation data sets will be analyzed individually, pooled results of the relative 
risk estimate (including point estimate and 95% CI) and CMH p-value will be obtained using
Proc MIANALYZE procedure, respectively.  

Log of the relative risk stratified by baseline FWS and corresponding variance will be used as 
input for Proc MIANALYZE.  The 95% CI (L, U) for relative risk will be used to calculate the 
variance for the log relative risk [variance= ((log(U)-log(L))/2*1.96)**2] using normal 
approximation. The pooled result for log relative risk will be transformed back by antilog to 
obtain pooled point estimate and 95% CI for relative risk.

To obtain pooled CMH p-value, the Wilson-Hilferty transformation (Wilson 1931, 
O'Kelly 2014) will be used. Under the null hypothesis, the transformed statistic is approximately 
normally distributed:

wh_CMH(m)= ~ Normal ( , )

Where is the chi-square statistics each with k degrees of freedom associated with the 
CMH statistic from m = 1, …, 5 imputed datasets. In this case (cross table of two treatment arms
and responder status), k=1. This statistic will be transformed to z test statistics. The point 
estimate of the mean and standard error = 1.0 will be passed to PROC MIANALYZE to obtain 
the combine p-value for CMH test.
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15.8 MISSING DATE INFORMATION FOR ADVERSE EVENTS

Partial adverse event onset date will be imputed as follows:  1) if day is missing but month is not, 
impute the date as the first day of the month; 2) if both day and month are missing, impute the 
date as 01 Jan; 3) if imputed onset date is before the first treatment, yet the corresponding 
adverse event was not observed pre-treatment, then impute the onset date as the first treatment 
date.  Imputed partial adverse event onset date will only be used to determine the adverse event 
onset cycle.

Other partial adverse event dates will not be imputed.  All partial dates will be listed “as is” in 
the data listings.

15.9 MISSING DATE INFORMATION FOR PRIOR OR CONCOMITANT 
MEDICATIONS

There will be no imputation for missing or partially reported medication start and/or end dates. 
However, reported partial information will be utilized in classification of prior and concomitant 
medications, when appropriate. For example, a medication may be classified as a pre-study 
medication if the partial end date provided is determined to definitively have occurred prior to 
the study treatment date (for example, the partial end date provided is “2017”, and Day 1 
occurred on August 29, 2018).

If start and/or stop dates for medications are only partially reported but can be classified as 
having occurred prior to Day 1, then the medications will be included in this summary of prior 
medications.

If stop dates for medications are only partially reported and cannot be definitively classified as 
having occurred prior to Day 1, then the medications will be included in this summary of 
concomitant medications.
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