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STATISTICAL ANALYSIS PLAN AMENDMENT 
SUMMARY OF CHANGES AND RATIONALE 

21 December 2020
 

The Statistical Analysis Plan Version 1.0 dated 07 February 2019, for the UX007-CL202 
study has been modified and the major statistical analysis plan changes are summarized 
below.  These changes described in this amendment do not impact the primary method of 
analysis of the clinical endpoints. 

a. A data listing of completed and missing visits will be provided for Echocardiogram, 
SF-10 and SF-12v2/SF-10 by pre- and post- UX007 treatment period (Section 8.5). 

 
Rationale: These listings will provide information on the amount of missing data for 
ECHO, SF-10, and SF-12v2 endpoints by treatment group. 
 

b. Sensitivity analyses will be performed by removing identified outliers in pre- and 
post-UX007 treatment periods for:  

a. Triheptanoin-naive Cohort (Section 8.5.4.2) 
i. annualized event rate of MCEs and MCE hospitalizations 

ii. annualized duration of event rate of MCEs and MCE hospitalizations 
b. CL201 Rollover Cohort (Section 8.5.5.2) 

i. annualized event rate of MCEs and MCE hospitalizations 
ii. annualized duration of event rate of MCEs and MCE hospitalizations 

 
Rationale: Sensitivity analyses removing outliers will be performed to confirm the 
robustness of the primary MCE analysis findings. 

 
c. Sensitivity analysis will be performed by using an alternative definition of MCEs in 

pre- and post-UX007 treatment periods in  Triheptanoin-naïve (Section 8.5.4.3) and 
CL201-Rollover cohorts (Section 8.5.5.3)  combined and separately for: 

a. Rhabdomyolysis MCEs alternatively defined as a patient having CK value 
>=1000   

b. Hypoglycemia MCEs alternatively defined as a patient having glycemia < 
3.89 mmol   
 

c. Rationale: Sensitivity analyses with an alternative definition of 
Rhabdomyolysis and Hypoglycemia using clinical thresholds will be 
performed to confirm the robustness of the primary MCE analysis findings. 
The clinical assessment for an upper threshold of detecting hypoglycemia of 
glycemia <70 mg/dL (3.89 mmol) is recommended by the American Diabetes 
Association as a level for intervention required in diabetic patients.  The 
clinical assessment for a lower threshold for Rhabdomyolysis, CK value 
>=1000, was chosen to be 5 times the upper limit of normal.  
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d. The data listing of prescribed dosing will be updated to include the total daily 

prescribed dose in mg/kg/day (Section 8.4.1). 
 
Rationale:  The data listing will be updated to include the dose adjusted for body 
weight.  

 
e. Profile figures for individual subjects will be generated to display dietary parameters 

along with the occurrence of MCEs on the same plot, over the combined pre- and 
post- UX007 treatment period. Prescribed %DCI of the macronutrient intakes 
(UX007, MCT, other fat, carbohydrates, and protein) and total caloric intake (TCI) 
will be displayed over time (Section 8.4.1). 

 
Rationale: Profile figures will create a visual display demonstrating the consistency 
of dietary intake as well as allowing for comparisons of MCEs occurrences with 
subject’s dietary profiles over time. 

 
f. Data listings of 3-day average subject diet diary parameters which includes fat, 

carbohydrates, and protein measured in g/kg/day and %DCI will be provided for the 
CL201-Rollover and the Naïve Cohort (Section 8.4.1). 

 
Rationale: To provide for diet diary parameters adjusted for subject body weight. 

 
g. The duration of treatment will be summarized for pediatric subjects (<18 years). 

(Section 8.4.1). 
 
Rationale: Exposure in the pediatric population will be used to aid interpretation in 
any future analyses performed for the pediatric population.   
 

h. Modification of the overall summary of adverse events table will be made by 
replacing the row for Grade 3/4 treatment-emergent adverse events (TEAEs) with a 
row for Grade 3 TEAEs and a row for Grade 4 TEAEs. (Section 8.7.1) 
 
Rationale: More granularity for TEAEs of Grades 3 and 4 will be provided.  

 
i. Summary safety tables and listings will be provided (Section 8.7.1) showing:   

a. TEAEs leading to dose reduction  
b. TEAEs leading to treatment interruption 

 
Rationale: These tables and data listings will be prepared to facilitate an investigation 
of which TEAEs lead to dose reductions and which TEAEs lead to treatment 
interruptions.  

 
j. Summary safety tables of gastrointestinal adverse drug reactions (GI ADRs) will be 

provided in order to characterize the severity, outcome, and time course of the GI 
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ADR. Additionally, Kaplan-Meier curves for time to first GI ADR will be provided 
by cohort. (Section 8.7.1.1) 
 
Rationale: These summaries will provide information for an in-depth analysis of 
ADRs during Study UX007-CL202.  
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1 INTRODUCTION 

The purpose of this Statistical Analysis Plan (SAP) is to provide details of the statistical 
analyses that have been outlined within the UX007-CL202 original protocol and all 
amendments through Protocol Amendment 6 dated 01 October, 2019. This is the original 
version of SAP for this study. Changes from these guidelines must be substantiated by sound 
statistical reasoning and documented in the clinical study report (CSR). 

Should there be a difference between the SAP and the protocol with respect to data analysis, 
the SAP will take precedence over the protocol. 





Years 1-7 
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7.2.3 Missing Date Imputation for Adverse Events and Concomitant Medications 

The following conventions will be used to impute missing portions of dates for adverse 
events and concomitant medications.  Note that the imputed values outlined here may not 
always provide the most conservative date.   

Missing Start Dates 

• If the day is unknown, then: 

▪ If the month and year match the first dose of investigational product start date month 
and year in this study, then impute the day of the first dose date. 

▪ Otherwise, assign the first day of the month. 

• If the month is unknown, then: 

▪ If the year matches the year of the first dose of investigational product date in this 
study, then impute the month and day of the first dose date in this study. 

▪ Otherwise, assign ‘January’  

• If the year is unknown, then the date will not be imputed and will be assigned a missing 
value.  

If the imputed date is earlier than birth date, then birth date will be used. If the imputed start 
date is later than the end date, then the start date will be set as the same date as the end date. 

Missing Stop Dates (not applicable to ongoing) 

• If the day is unknown, then assign the last day of the month. 

• If the month is unknown, then assign ‘December.’ 

• If the year is unknown, then the date will not be imputed and will be assigned a missing 
value, and the event will be considered ongoing. If the AE has been recorded as 
resolved/recovered, all efforts should be made to obtain the date from the Investigator. 

• If the resulting end date is after the date of study completion / discontinuation/ data 
cutoff, set the imputed end date as close to the date of study completion / discontinuation/ 
data cutoff as possible without overwritten existing information. 

If the year is missing for the start date and the stop date (observed or imputed) is on or after 
the first dose or event is ongoing, the start date will be imputed as the first dose date. 
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A data listing of missing visits will be provided for ECHO endpoint by treatment. 

 

8.5.3 Analysis of Exploratory Endpoint(s) 

8.5.3.1 SF-10/12 

For SF-10 and SF-12, analyses include summary statistics of baseline and change from the 
study baseline over time for each individual domain and the summary scores. The full 
analysis set-SF-10 will be used for statistical analyses of SF-10. The full analysis set-SF-12 
will be used for statistical analyses of SF-12. 

Individual subject listings will be provided for all SF-10/12 tests performed for all subjects in 
FAS. 

A data listing of missing visits will be provided for SF-10 and SF-12v2. 

8.5.3.2 Clinical biomarkers endpoints 

Biomarker results and corresponding changes from baseline will be summarized 
descriptively by visit.   

8.5.3.3 Growth measurements 

Height, weight, and head circumference measurements and the corresponding changes and 
percent changes from baseline will be summarized descriptively by visit and by age group 
with summary statistics. 

Z-score will be calculated for growth measurements including standing height (or sitting 
height if applicable) and weight for the male ≤18 years, or for the female ≤15 years.  
Z-scores and percentiles will be calculated using (CDC/NCHS) Clinical Growth Charts 
(Kuczmarski et al. 2000).  The plot of height over age with reference to CDC growth chart 
for each subject will be provided. Data used to produce the United States Growth Charts 
smoothed percentile curves will be downloaded from the official CDC/NCHS web site: 
http://www.cdc.gov/growthcharts/percentile_data_files.htm 

The data files from the CDC/NCHS that are used for this analysis are summarized below. 
These files represent the different growth curves for children. LMS refers to the parameters 
in the CDC Growth Charts Percentile Data Files used to construct the growth curves; these 
are: the power in the Box-Cox transformation (L); the median (M); and the generalized 
coefficient of variation (S). 

The data files used are: 

• Length-for-age charts, birth to 36 months, LMS parameters and selected smoothed 
recumbent length percentiles in centimeters, by sex and age (LENAGEINF). 
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An AE (classified by preferred term) will be considered a treatment emergent adverse event 
(TEAE) if it occurred on or after the first dose of UX007 and was not present prior to the first 
dose or worsening in severity or frequency of a preexisting condition. AEs that started in 
UX007-CL201 and continued into UX007-CL202 will not be considered UX007-CL202 
TEAE since the start date is prior to UX007-CL202 first dose. 

The following subject incidence of AEs will be summarized: 

• Summary of TEAEs  

• TEAEs by SOC and PT (preferred term)  

• Related TEAEs by SOC and PT  

• Serious TEAEs by SOC and PT  

• Serious Related TEAEs by SOC and PT  

• Grade 3 or 4 TEAEs by SOC and PT  

• Deaths by  SOC and PT  

• TEAEs leading to discontinuation of study treatment  by SOC and PT  

• TEAEs by PT  

• TEAEs leading to dose reduction by SOC and PT 

• TEAEs leading to treatment interruption by SOC and PT 

• TEAEs by PT  

• TEAEs in the GI SOC  

• Related TEAEs in the GI SOC 

• GI ADRs 

• GI ADRs leading to treatment discontinuation 

Hepatobiliary TEAEs  (see Appendix 11.4)For those AEs that occurred more than once 
during the study, the maximum severity or highest grade causality will be used to summarize 
the subject incidence. Exposure-adjusted adverse event incidence rates will also be presented 
at the preferred term level. 

The number and percent of subjects experiencing one or more TEAE by SOC and PT in 
order of descending frequency may be summarized by age, gender and subtype of FAOD 
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history depending on the sample size.  The planned age categories are ‘0-1 year’, 
‘>1-6 years’, ‘>6-18 years’ and ‘>18 years’ and some may be combined if their number of 
subjects is small. 

In the overall summary of adverse events table, there will be separate summaries for Grade3 
and Grade 4 TEAEs.  

Detailed subject listings for all AEs, serious TEAEs, AEs leading to the discontinuation of 
study, AEs leading to the discontinuation of treatment, and death TEAEs leading to dose 
reduction, and TEAEs leading to treatment interruption will also be generated.  

8.7.1.1 Gastrointestinal Adverse Drug Reactions  

Summaries of gastrointestinal adverse drug reactions ( GI ADRs) will be prepared to within 
each cohort. GI ADRs include the following PTs: Diarrhea, Abdominal pain, Abdominal 
pain upper, Gastrointestinal pain, Abdominal discomfort, Abdominal distension, Vomiting, 
and Nausea.   
 
Summaries to characterize the severity and outcome of GI ADRs will include the following:  

1) incidence of subjects with at least one GI ADR, 
2) incidence of GI ADRs leading to treatment discontinuation,  
3) a frequency distribution of the number of GI ADRs per subject,  
4) descriptive statistics (n, mean, standard deviation, standard error, median and first and 

3rd quartiles) for the number of GI ADRs per subject,  
5) the frequency GI ADRs by severity and seriousness grade 
6) a frequency distribution of the outcome of the GI ADRs that were 

a) Recovered/Resolved 
b) Resolving/Recovering 
c) Recovered/Resolved with Sequelae 
d) Death 
e) Not Resolved  

 
Characterization of the time course of GI ADRs will be provided for: 

1) Time to first GI ADR with  
2) Frequency of GI ADRs by time categories 
3) Number of Subjects with GI ADR by time categories 
4) descriptive statistics by time categories for any GI ADR 

 
The frequency distributions will the following categories: <= 8 Weeks, > 8 Weeks to <= 24 

Weeks, > 24 Weeks to <= 48 Weeks, > 48 Weeks to <= 78 Weeks, > 78 Weeks to <= 102 
Weeks, > 102 Weeks to <= 126 Weeks, > 126 Weeks to <= 150 Weeks, > 198 Weeks to 
<= 222 Weeks, etc. 

 
The duration of a treatment-emergent GI ADR that was resolved is defined as AE end date 
minus AE start date plus 1 day. The duration of a treatment-emergent GI ADR for GI events 
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that are ongoing is defined as data cutoff date minus AE start date plus 1 day. The duration of 
treatment-emergent GI ADRs will be categorized as follows:  1 Day, 2 to <= 3 Days, 4 to <= 
7 Days, 8 to <= 14 Days, 15 to <= 28 Days, and > 28 Days. Descriptive statistics will be also 
be provided. 
 
Kaplan-Meier curves will be provided by cohort for time to first treatment-emergent GI ADR 
which is defined as AE start date minus the first UX007 dose date in UX007-CL202 plus 1 
day. For the Kaplan-Meier curves, subjects will be censored at the end of study date or the 
data cutoff date, whichever is earlier. Time to first GI ADR in a subject is determined by the 
first GI ADR with non-missing start date of the subject. For the Rollover cohort, only 
UX007-CL202 data will be used and time plotted will be in weeks since the start of UX007-
CL202. 
 

8.7.2 Clinical Laboratory Parameters 

8.7.2.1 Biomarkers & LC-FAOD Laboratory Measures 

Biomarkers and relevant indicators of LC-FAOD are summarized in Table 8.7.1.  
Blood samples will be collected at each clinic visit to assess relevant biomarkers and 
laboratory measures of LC-FAOD. 

Table 8.7.1:  Biomarkers and LC-FAOD-related Laboratory Measures 

Biomarkers of UX007 Effects LC-FAOD Laboratory Measures 

Skeletal myopathy biomarkers: 
serum creatine kinase (CK) 

Total and free plasma carnitine 

Hepatic disease biomarkers: 
serum glucose, serum liver enzymes (ALT, AST, GGT) 

Plasma acylcarnitines 
Urine organic acids 

 
Descriptive statistics for clinical laboratory values (in SI units) and changes from the baseline 
values at each scheduled visit will be presented for the following laboratory parameters: 

• Total and free plasma carnitine 

• Plasma acylcarnitines 

• Urine organic acids 

Shift tables pairing each subject’s baseline severity grade with the subject’s highest post-
baseline severity grade will be presented for the following parameters: 

• Fasting serum glucose 

• Triglycerides 
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• Creatine kinase (CK) 

• Alanine aminotransferase (ALT) 

• Aspartate aminotransferase (AST)  

• Gamma glutamyl transpeptidase (GGT) 

8.7.2.2 Clinical Laboratory Tests 

Clinical laboratory values (in SI units) at each visit will be presented for the following 
laboratory parameters as listed in the following table: 

Table 8.7.2:  Clinical Laboratory Assessments 

Chemistry Hematology Urinalysis 

Alanine aminotransferase (ALT) 1  Hematocrit  Appearance  

Alkaline phosphatase  Hemoglobin  Color  

Aspartate aminotransferase (AST) 1  MCH concentration (MCHC)  pH  

Bilirubin (total)  Mean corpuscular hemoglobin (MCH)  Specific gravity  

Blood urea nitrogen (BUN)  Mean corpuscular volume (MCV)  Ketones  

Chloride  Platelet count  Protein  

Cholesterol (total)  Red blood cell (RBC) count  Glucose  

Serum creatinine  Reticulocyte count  Bilirubin  

Gamma-glutamyl transpeptidase (GGT)1 WBC differential  Nitrite  

Serum glucose, fasting 1  Neutrophil count (absolute and %)  Urobilinogen  

Lactate dehydrogenase (LDH)  Lymphocyte count (absolute and %)  Blood  

Potassium  Monocyte count (absolute and %)  Creatinine  

Protein (albumin and total)  Eosinophil count (absolute and %)   

Sodium  Basophil count (absolute and %)   

 White blood cell (WBC) count   

 

The frequency and percentage of subjects who experience abnormal clinical laboratory 
results (i.e. outside of reference ranges) and/or clinically significant abnormalities will be 
presented. 
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All valid assessments will be converted into SI units.  In calculating change from baseline at 
each scheduled visit, only subjects with non-missing values at both baseline and the 
individual scheduled visit are included. All available data (i.e., scheduled and unscheduled 
assessments) are, however, used in identifying abnormalities in shift tables. Severity for the 
selected clinical laboratory parameters will be graded according to Common Terminology 
Criteria for Adverse Events (CTCAE) version 5.0. CTCAE severity grades for selected 
laboratory parameters are listed in Appendix 11. 

Hy’s Law criteria will be applied against test results. Subjects with serum total bilirubin 
>2 x ULN and ALT or AST >3 x ULN will be identified and further reviewed to confirm 
there is no other reason to explain the lab increases before confirming Hy’s law status.  
Results will be presented in shift tables. For Hy’s Law, shift tables will be produced: 

• Hy’s Law negative at baseline, remaining Hy’s Law negative throughout the study 

• Hy’s Law negative at baseline, becoming Hy’s Law positive at any point during the study  

• Hy’s Law positive at baseline and Hy’s Law negative throughout the study 

• Hy’s Law positive at baseline and Hy’s Law positive at any point during the study  

A data listing of all subjects who are Hy’s Law positive will be produced. 

Potential liver / muscle damage will be assessed based on clinical laboratory test results (and 
to differentiate it from possible muscle degradation) based on AST, ALT, GGT and CK test 
results shown below. All results will be listed, and subjects identified with potential toxicity 
stemming from liver, muscle or both will be flagged. 

Table 8.7.3:  Screen for Liver/Muscle Damage 

AST and ALT GGT ≤1.5 x ULN GGT >1.5 x ULN 

CK ≤ULN CK >ULN CK ≤ULN CK >ULN 

Both ≤1.5 x ULN No Toxicity Flag No Toxicity Flag No Toxicity Flag No Toxicity Flag 

Either >1.5 x ULN Neither Muscle Liver Both 

 
8.7.3 Vital Signs 

Descriptive statistics for vital signs (systolic and diastolic blood pressures, and pulse rate) 
and changes from baseline values at each scheduled visit and at the end of study will be 
presented. 
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8.7.4 Cardiac Safety – Echocardiograms  

LVEF (% and Z-score) over time from echocardiograms will be summarized descriptively.  
Shift table for LVEF will be provided comparing baseline and post-baseline changes.  
Echocardiogram results will be provided in subject listing. 

CTCAE severity grades for decreased ejection fraction are: 

• Grade 1: Not available 

• Grade 2: LVEF 50-40% or 10-19% drop from baseline 

• Grade 3: LVEF 39-20% or >20% drop from baseline 

• Grade 4: LVEF  < 20% 

8.7.5 Physical Examination 

A complete physical examination is performed at the Baseline visit and at 6-month intervals 
(or Early Termination).  Clinically significant changes from baseline to scheduled timepoints 
in physical examination will be reported on the adverse event CRF and thus not presented 
separately. 

8.7.6 Pregnancy Test 

Pregnancy test for females with child-bearing potential will be conducted at the scheduled 
study visit and the results will be provided in a listing. 
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9 LIST OF PLANNED TABLES, LISTINGS, AND FIGURES  

List of planned tables, listings, and figures will be provided in a separate document. 
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Hepatobiliary 
Disorders 

System Organ Class Preferred Term 

 Hepatobiliary Disorders Cholelithiasis 
 Hepatobiliary Disorders Cholelithiasis obstructive 
 Hepatobiliary Disorders Pseudocholelithiasis 
 Hepatobiliary Disorders Gallbladder enlargement 
 Hepatobiliary Disorders Gallbladder obstruction 
 Hepatobiliary Disorders Hepatic failure 
 Hepatobiliary Disorders Acute hepatic failure 
 Hepatobiliary Disorders Subacute hepatic failure 
 Hepatobiliary Disorders Acute on Chronic hepatic failure 
 Hepatobiliary Disorders Chronic hepatic failure 
 Hepatobiliary Disorders Drug-induced liver injury 
 Hepatobiliary Disorders Mixed liver injury 
 Hepatobiliary Disorders Cholestasis 
 Hepatobiliary Disorders Hepatitis cholestatic 
 Hepatobiliary Disorders Jaundice 
 Hepatobiliary Disorders Jaundice cholestatic 
 Hepatobiliary Disorders Icterus 
 Hepatobiliary Disorders Ocular icterus 
 Hepatobiliary Disorders Ascites 
 Hepatobiliary Disorders Biliary ascites 
 Hepatobiliary Disorders Hepatic congestion 
 Hepatobiliary Disorders Hepatomegaly 
 Hepatobiliary Disorders Hepatosplenomegaly 
 Hepatobiliary Disorders Hepatic liver injury 
 Hepatobiliary Disorders Hepatic steato-fibrosis 
 Hepatobiliary Disorders Hepatic steatosis 
 Hepatobiliary Disorders Hepatocellular injury 
 Hepatobiliary Disorders Liver injury 
 Hepatobiliary Disorders Non-alcoholic fatty liver 
 Hepatobiliary Disorders Non-alcoholic steatohepatitis 
 Hepatobiliary Disorders Steatohepatitis 
 Investigations Alanine aminotransferase abnormal 
 Investigations Alanine aminotransferase increased 
 Investigations Aspartate aminotransferase abnormal 
 Investigations Aspartate aminotransferase increased 
 Investigations Blood bilirubin abnormal 
 Investigations Blood bilirubin increased 
 Investigations Bilirubin conjugated abnormal 
 Investigations Bilirubin conjugated increased 
 Investigations Gamma-glutamyltransferase abnormal 
 Investigations Gamma-glutamyltransferase increased 
 Investigations Hepatic enzyme abnormal 
 Investigations Hepatic enzyme increased 
 Investigations Transaminases abnormal 
 Investigations Transaminases increased 
 Investigations Amylase abnormal 
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Concomitant 
Medications X X X X X X X X X X X 

Dietary Assessment and 
Diet diary11 

   X  X  X X X  

UX007 Treatment & 
Compliance12 

X X X X X X X X X12 X12  

Plasma UX007 and 
Metabolites14 

   X14  X14  X14 X14   

Standardized Meal14    X14  X14  X14 X14   
 
The Baseline visit may occur in conjunction with the last scheduled visit from study UX007-CL201.  Assessments conducted at the last UX007-CL201 visit will 

be used for Baseline data to avoid duplication. Minor subjects who turn 18, should provide consent at their next visit. 
Clinic Visits will occur at 6 month intervals (± 2 weeks). The window for phone visits is ± 1 week. 
Early Termination Visit should take place within 4 weeks of treatment discontinuation, if possible. The End of Study Visit will take place following commercial 

availability of UX007 in any region; if the End of Study Visit occurs within 2 weeks of a previous clinic visit, only the following assessments will occur: 
growth, vital signs, physical examination, urine pregnancy testing, AEs, concomitant medications, and UX007 compliance. 

Medical history including major medical illness, diagnoses and surgeries will be collected for all subjects not previously enrolled in UX007-CL201.  LCFAOD 
maintenance treatment history, including triheptanoin treatment history, and relevant concomitant medications will be recorded (start date, stop date, dose, 
dose regimen). Any available sibling history of LC-FAOD will be noted.   

Growth measurements include height and weight for all subjects, as well as head circumference for subjects aged ≤ 36 months.  
ECHO will be performed at Baseline and annually thereafter at indicated clinic visits (or if performed as routine care within 30 days prior to the Baseline or 

indicated clinic visits) or Early Termination if not performed within 6 months prior to termination.  Additional tests may be performed during Treatment 
Extension Period if any abnormalities are detected or if medically indicated.   

Major LC-FAOD events include skeletal myopathy (rhabdomyolysis), hepatic (hypoglycemia) and cardiac disease (cardiomyopathy) events, and are defined as 
any visit to the ER/acute care, hospitalization, emergency intervention (ie any unscheduled administration of therapeutics at home or in the clinic), or any 
similar event whether caused primarily by LC-FAOD or by an intercurrent illness complicated by LC-FAOD.  The event type, levels of relevant laboratory 
parameters (including CK, glucose, and BNP/troponin), the number of days hospitalized and days in ICU, and the type and number of days of treatment and 
intervention will be recorded. 

Biomarkers of clinical manifestations include skeletal myopathy (CK) and hepatic disease (fasting serum glucose and liver enzymes [ALT, AST, GGT]). 
Laboratory measures of LC-FAOD disease activity include total and free plasma carnitine, plasma acylcarnitines, and urine organic acids.   

Vital sign measurements consist of seated systolic/diastolic BP measured in millimeters of mercury (mm Hg), HR (beats per minute), respiration rate (breaths per 
minute), and temperature in degrees Celsius (°C).  Obtain at the beginning of each visit before any additional assessments are completed. 

Clinical Laboratory Tests include standard serum chemistry, hematology, and urinalysis. These panels may overlap with LC-FAOD-specific biomarkers 
(including glucose and liver enzymes) which are called out separately in the table.   

Subjects and/or caregivers are required to maintain record of daily diet in a diary for 3 days prior to each clinic visit after consenting to participate in the trial. 
The daily diet should be representative of typical consumption for the subject. The diet diary will be reviewed with the site staff upon each indicated visit.  
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Treatment with UX007 will begin after any necessary washout period for prohibited medications. UX007 dosing will be targeted at 25-35% of total caloric 
intake.  If a subject has been receiving a lower dose, the individual may be titrated to a UX007 dose up to 25-35% of total caloric intake, while ensuring 
tolerability. However, a subject may remain at a lower dose if higher doses are not tolerated or at a higher dose at the discretion of the Investigator.  UX007 
will not be dispensed at the Month 84 (end-of-treatment visit), End of Study, Early Termination visits (as applicable). 

Safety Follow-up Phone Call to be conducted 30-35 days after last dose of investigational study drug.  Following commercial availability of UX007, a Safety 
Followup Phone Call will be conducted 30-35 days after last dose of investigational study drug for subjects not immediately continuing UX007 through 
another mechanism (ie, commercial product, IST, or compassionate use). The site personnel will initiate this safety follow-up telephone call to collect 
information on any ongoing or new AEs, serious adverse events (SAEs), and concomitant medications, as appropriate.  Appropriate follow-up should 
continue until all safety concerns, in the Investigator’s opinion, are resolved. 

PK measurements will occur at select sites in a subset of subjects at two consecutively scheduled clinic visits (eg Month 18 and Month 
 24), excluding the Baseline Visit. Participating subjects (minimum of 12 subjects) will be fed a standardized meal containing one of their divided daily doses of 

UX007.  Blood for plasma UX007 and metabolites will be collected pre-dose (within 15 minutes prior to start of meal) and at 30, 90, 120, and 240 minutes 
[± 5 minutes] after finishing the meal. For each sample collection, the meal start/stop times, calories consumed, UX007 dosing, and sampling times will be 
recorded. 

 
 
 
 

 




