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	[bookmark: _Toc497899493]Objectives:
Primary 
1. To evaluate long-term safety and tolerability of mavodelpar in subjects with PMM.
[bookmark: _Toc497899494]Secondary 
1. To assess subjects with mtDNA‑PMM who are receiving long-term treatment with mavodelpar in terms of PMM associated symptoms, pain severity and interference, exercise endurance, quality of life (QoL), patient global impression of change (PGIC) and patient global impression of severity (PGIS) for muscle and fatigue, and work productivity.
Pharmacokinetics
1. To further characterize the PK profile of mavodelpar in subjects with PMM receiving long-term treatment.
[bookmark: _Toc497899495]Exploratory 
1. To evaluate the effect of long-term treatment with mavodelpar on bone health.
1. To assess subjects with nDNA-PMM who are receiving long-term treatment with mavodelpar in terms of PMM associated symptoms, pain severity and interference, exercise endurance, QoL, PGIC and PGIS for muscle and fatigue, and work productivity.

	Methodology: 
Study Design
The study was an open-label, multi-center long-term, safety and tolerability study in subjects with PMM due to mitochondrial DNA mutations (mtDNA-PMM) or nuclear DNA mutations (nDNA-PMM). Subjects with mtDNA mutations had previously completed Study REN001-201 (which is referred to as the STRIDE study) or participated in Study REN001-101.  Subjects with nDNA mutations would have been mavodelpar-naïve. An independent Patient Screening Oversight Committee (PSOC) reviewed the screening criteria for nDNA-PMM subjects to ensure they had the appropriate PMM diagnosis for entering this study. Because mtDNA-PMM subjects had been screened in the initial study where they received mavodelpar (REN001-101 or REN001-201), PSOC review was not required (see inclusion and exclusion criteria).
Eligible subjects were to be treated with mavodelpar 100 mg orally, once daily for up to 48 months. The study was prematurely terminated because the parent study, REN001-201, failed to demonstrate efficacy in the mtDNA-PMM population. 
Treatments Administered: mavodelpar 100 mg capsules once daily with food.
Drug Name: mavodelpar (also known as REN001 and HPP593)
Comparator: None
Safety Assessments:
· Adverse events (AEs)
· Laboratory safety tests
· Electrocardiograms (ECGs)
· Supine vital signs
· Eye assessments
Efficacy Assessments:
· 12-minute walk test (12MWT)
· Patient-Reported Outcomes Measurement Information System (PROMIS) Short Form – Functional Assessment of Chronic Illness Therapy (FACIT) Fatigue 13a T-score.
· Patient Global Impression of Severity (PGIS) score – muscle symptoms and fatigue symptoms
· Patient Global Impression of Change (PGIC) score - muscle and fatigue symptoms
· 36-item Short Form Health Survey (SF-36) domain scores
· Modified Fatigue Impact Scale (MFIS) Total, Physical, Cognitive and Psychosocial sub-scale scores
· Brief Pain Inventory (BPI) pain severity and pain interference scores
· Work Productivity and Activity Impairment Questionnaire: Specific Health Problem (WPAI:SHP) scores
· Primary Mitochondrial Myopathy phenotypic description questions

	Number of Subjects (Planned and Analyzed): The study planned to enroll approximately 150 mtDNA-PMM and 50 nDNA-PMM subjects. At the time of closure, a total of 150 mtDNA-PMM and 5 nDNA-PMM subjects were enrolled and dosed. The protocol initially planned for a 2-year duration, but was amended to allow up to 4 years. At the time the study was terminated, only one subject had been dosed longer than 24 months. 
Safety Analysis Set: n=155 (150 mtDNA and 5 nDNA)
The safety analysis set presented in this report includes all subjects enrolled in the study, who received at least one dose of mavodelpar. Safety data is presented only from the start of dosing under this study (REN001-202), not including AEs previously recorded under treatment in either of the feeder studies, REN001-101 or REN001-201.
Note: The statistical analysis plan planned for two additional ways to present the data. However, following the termination of the mavodelpar development program in the PMM patient population, it was decided to report this study in a simplified report, without the following initially planned data presentations:
· [bookmark: _Hlk132191098]from the start of REN001-201 – to include all subjects who signed the REN001-201 informed consent form, completed screening and received at least one dose of study medication in REN001-201; and 
· from the start of REN001 treatment – to include all subjects who signed the informed consent form (REN001-201 form for mavodelpar REN001-201 subjects and REN001-202 form for REN001-201 placebo subjects), completed screening and received at least one dose of mavodelpar study medication in either REN001-201 (mavodelpar subjects in REN001-201) or REN001-202 (placebo subjects in REN001-201). 
Given that this study was an open-label study and mavodelpar failed to demonstrate efficacy in a double-blind, placebo controlled study (REN001-201), only safety data is discussed in this report. However, all collected efficacy data is included in the appended tables and listings.

	Diagnosis and Eligibility Criteria: 
For inclusion in the trial, patients were required to fulfill all the following criteria:
mtDNA-PMM subjects: Completed treatment in the STRIDE study or participated in Study REN001-101, and in the opinion of the Investigator and the Sponsor had been compliant with the study requirements;
OR
nDNA-PMM subjects: Subjects aged 18 years or older with known nuclear (nDNA) pathogenic variants with a predominant muscle phenotype consisting of objective myopathy with poor exercise tolerance. Proof of pathogenicity must have been provided. Must have been able to walk at least 100m in the screening 12MWT and the limitations in walk test must have been primarily due to the energy deficit and not due to ataxia or any other condition. For subjects under 25 years old only: confirmation of bone growth plate closure by wrist radiograph.
Had PMM which continued to be primarily characterized by exercise intolerance or active muscle pain.
Willing and able to swallow gelatin capsules.
Concomitant medications (including supplements) intended for the treatment of PMM or other co-morbidities likely to remain stable throughout participation in the study where clinically possible.
Signed and dated informed consent document indicating that the subject had been informed of all pertinent aspects of the study.
Females should have been either of non-childbearing potential or must have agreed to use highly effective methods of contraception from baseline through to approximately 30 days after last dose of study drug. Males with partners who were WOCBP must have also used contraception from baseline through to 14 weeks after last dose of study drug.
Any of the following was regarded as a criterion for exclusion from the trial:
1. Anticipated to need a PPAR agonist other than mavodelpar during the study.
Anticipated to need drugs during the study with a narrow therapeutic index and Breast Cancer Resistant Protein (BCRP) mediated absorption, distribution, metabolism, and excretion (ADME).
Intended to donate blood, or blood components during the study or within 1 month after completion of the study.
Drug dependency. Use of opiates/cannabis for medical reasons was acceptable with prescription evidence or at the Investigator’s discretion.
Alcohol dependency.
Any medical or psychiatric condition or laboratory abnormality that may have increased the risk associated with study participation or interfered with the interpretation of study results and, in the judgment of the Investigator and Medical Monitor, would make the subject inappropriate for entry into this study.
Pregnant or nursing females.

	Test Product, Dose and Mode of Administration: mavodelpar capsules (100 mg), administered orally once daily with food.

	Duration of Treatment: Up to 48 months.
Note: the study was prematurely terminated with longest exposure of approximately 24 months.

	Criteria for Evaluation:
Primary Endpoints 
1. Number and severity of adverse events (AE)
Number of AEs leading to study drug discontinuation
Number of serious adverse events (SAE)
Number of adverse events of special interest (AESI)
Number of AEs leading to death
Secondary Endpoints
For mtDNA and nDNA subjects: 
· Absolute values, changes from baseline, and incidence of potentially clinically significant changes in:
Laboratory safety tests 
Electrocardiograms (ECG)
Supine vital signs
Eye assessments

For mtDNA subjects: 
· Absolute values and changes from baseline in:
Distance walked during the 12-Minute Walk Test (12MWT)
Modified Fatigue Impact Scale (MFIS) total scores and subscale scores
PGIS scores for fatigue and muscle symptoms 
Brief Pain Inventory (BPI) pain severity and pain interference scores
Patient-Reported Outcomes Measurement Information System (PROMIS) Short Form Functional Assessment of Chronic Illness Therapy (FACIT) Fatigue 13a scores
36-item Short Form Health Survey (SF-36) domain scores (7-day recall)
Work Productivity and Activity Impairment Questionnaire: Specific Health Problem (WPAI:SHP) scores (Note: Due to reasons related to the premature termination of the study, this patient-reported outcome measure was not presented in study outputs)
First 6-minute walk distance and last 6-minute walk distance
Primary Mitochondrial Myopathy phenotypic description question
· PGIC scores (muscle and fatigue symptoms)
Pharmacokinetic (PK):
REN001 plasma concentrations and parameters.
Exploratory:
For mtDNA and nDNA subjects:
· Change from baseline to end of treatment in bone mineral density (BMD) as measured by dual-energy x-ray absorptiometry (DXA), in the following:
· Lumbar spine (L1 to L4) BMD
· Total hip BMD and the femoral neck BMD (in the non-dominant hip)
· Total hip, lumbar spine and femoral neck T-scores and Z-scores
For nDNA subjects:
Absolute values and changes from baseline in:
Distance walked during the 12-Minute Walk Test (12MWT)
Modified Fatigue Impact Scale (MFIS) total scores and sub-scale scores
Patient Global Impression of Severity (PGIS) scores for fatigue and muscle symptoms
Brief Pain Inventory (BPI) pain severity and pain interference scores
Patient Reported Outcomes Measurement Information System (PROMIS) Short Form-Functional Assessment of Chronic Illness Therapy (FACIT) Fatigue 13a scores
36-item Short Form Health Survey (SF-36) domain scores (7-day recall)
Work Productivity and Activity Impairment Questionnaire: Specific Health Problem (WPAI:SHP) scores
First 6-minute walk distance and last 6-minute walk distance
Primary Mitochondrial Myopathy phenotypic description questions
Patient Global Impression of Change (PGIC) scores (muscle and fatigue symptoms).

	Statistical Methods:
Continuous variables were summarized using the number of non-missing observations (n), mean, SD, median, minimum, and maximum. Categorical variables were summarized using counts and percentages.
Data was summarized according to 7 reporting groups:
· Placebo > REN001 100 mg – subjects who received placebo in REN001-201 and enrolled at REN001-201 Week 24 visit, REN001-201 Follow-up visit or after exiting REN001-201.
· REN001 100 mg > REN001 100 mg – subjects who received mavodelpar in REN001-201 and enrolled at REN001-201 Week 24 visit. 
· REN001 100 mg > FU > REN001 100 mg – subjects who received mavodelpar in REN001-201 and enrolled at REN001-201 Follow-up visit.
· REN001 100 mg > Exit > REN001 100 mg – subjects who received mavodelpar in REN001-201 and enrolled after exiting REN001-201 or subjects who took part in REN001-101 study.
· mtDNA-PMM Overall REN001 – mtDNA-PMM subjects (i.e., pooling the subjects from the 5 groups listed above)
· nDNA-PMM REN001 – nDNA-PMM subjects
Sample Size Determination- The sample size for this study was not based on statistical justification. Recruitment of mtDNA‑PMM subjects was limited to those subjects who participated in REN001-201 or REN001-101, and resided in countries where this long-term safety study was approved. It was estimated that approximately 150 mtDNA-PMM subjects would be enrolled. It was anticipated that up to 50 nDNA-PMM subjects might be enrolled.
Safety Analyses 
Adverse Events
AEs were coded using MedDRA version 23.1.
AEs were considered treatment-emergent unless there was a clear indication that the event occurred prior to the first dose of study drug. 
TEAEs are summarized by system organ class (SOC) and preferred term (PT) and by reporting group. Similar summaries are presented for related TEAEs, AESI and treatment emergent SAEs. SOC and PT summaries of TEAEs by maximum severity (mild, moderate, or severe) are also presented. 
Laboratory Evaluations
Observed and change from baseline clinical laboratory data are summarized by reporting group and by visit using descriptive statistics. Urinalysis categorical data are summarized by reporting group and by visit. Shift tables (from baseline to each post-baseline time point) are also presented. 
Subjects who satisfied the criteria for values of potential clinical importance are summarized and listed. Potential clinical importance criteria are detailed in SAP Section 12.2. Spaghetti plots and box and whisker plots of changes from baseline by visit and reporting group are presented for a subset of clinical laboratory parameters and an evaluation of Drug-Induced Serious Hepatotoxicity (eDISH) plot was generated. Individual CK, aldolase, ALT, AST, and troponin I values relative to the ULN are presented.
Vital Signs and Electrocardiograms
Observed and change from baseline values are summarized by reporting group and visit using descriptive statistics for both vital signs and ECG parameters. Shift tables from baseline are also presented for ECG interpretation and for the maximum post baseline QTc values based on criteria specified in the SAP Section 12.5. Box and whisker plots of changes from baseline by visit and reporting group were presented for vital sign measurements. 
Eye Examinations
Observed and change from baseline values for the 4 cataract gradings in LOCS III (nuclear opalescence, nuclear color, cortical and posterior subcapsular cataracts) are summarized by visit using descriptive statistics. The summary was across both eyes (i.e., each subject contributing 2 values if they have left and right eye readings at the visit) and repeated for the worst change at each visit.
Efficacy Analyses
Secondary efficacy endpoints for mtDNA-PMM were summarized by reporting group and visit. Changes from baseline are presented in this report. Pharmacokinetic and exploratory endpoint analyses are not addressed in this report, due to premature study termination. 

	RESULTS
Disposition
The majority of subjects enrolled in the study had participated in REN001-201 (68 from the active arm and 76 from the placebo arm). Six subjects who had participated in REN001-101 were dosed, as well as 5 treatment naïve nDNA-PMM subjects. Prior to the study being terminated, 17 mt-DNA-PMM subjects withdrew from the study. Of these 17, 10 were withdrawal by the subject with 6 of these citing lack of clinical benefit or associated adverse events. Two other subjects withdrew due to adverse events, 3 were lost to follow-up and 2 withdrew for other reasons. 
Demographics 
The majority of subjects were enrolled in the “Europe’ region. The mtDNA-PMM subjects enrolled were predominantly female (68%), white (92.7%) and aged between 26-64 years (84%). 
	
	mtDNA-PMM (N=150)
	nDNA-PMM (N=5)

	Age (years), (%)
18-25
26-45
46-64
> 65
	
7 (4.7)
51 (34.0)
75 (50.0)
17 (11.3)
	
0
2 (40.0)
3 (60.0)
0

	Sex (%)
Male
Female
	
48 (32.0)
102 (68.0)
	
4 (80.0)
1 (20.0)

	Race (%)
Asian
White
Not Reported
Other 
	
4 (2.7)
139 (92.7)
5 (3.3)
2 (1.3)
	
0
5 (100)
0
0

	Ethnic Origin (%)
Hispanic or Latino
Not Hispanic or Latino
Not Reported
	
1 (0.7)
143 (95.3)
6 (4.0)
	
0
5 (100)
0

	Region (%)
North America
Europe
Australia/New Zealand
	
5 (3.3)
129 (86.0)
16 (10.7)
	
0
4 (80.0)
1 (20.0)


Source: Table 14.1.3.1.1
Disease History 
	
	mtDNA-PMM (N=150)
	nDNA-PMM (N=5)

	Mutation Genotype (%)
m.3242A>G
m.8344A>G
mt deletion
Other
	
35 (23.3)
22 (14.7)
62 (41.3)
31 (20.7)
	
NA

	Syndromic Phenotype* (%)
CPEO
KSS
LLLS
MIDD
MELAS
MERRF
NARP
Other
	
56 (37.3)
7 (4.7)
1 (0.7)
14 (9.3)
10 (6.7)
26 (17.3)
2 (1.3)
26 (17.3)
	
4 (80.0)
NA
0
NA
NA
NA
NA
1 (20.0)

	Duration of PMM Symptoms (years)
Mean (SD)
Minimum 
Maximum
	
23.5
1
54
	
24.6
8
60


Source: Table 14.1.3.1.1 
* NA = not applicable, CPEO = chronic progressive external ophthalmoplegia, KSS = Kearns-Sayre syndrome, LLLS = Leigh and Leigh-like syndrome, MIDD = maternally inherited deafness and diabetes, MELAS = mitochondrial encephalomyopathy with lactic acidosis and stroke-like episodes, MERRF = myoclonic epilepsy with ragged red fibers, NARP = neuropathy; ataxia; and retinitis pigmentosa
Medical History from the start of REN001-202 (Where preferred term present in >5% of the mtDNA-PMM group or in >1 subject in the nDNA-PMM group)
The nature and frequency of the reported current medical history was consistent with the disease under study and/or conditions occurring commonly in the general population. 
	System Organ Class 
Preferred Term
	mtDNA-PMM (N=150)
	nDNA-PMM (N=5)

	Surgical and Medical Procedures
Ptosis Repair
Appendicectomy
Hysterectomy
Cataract Operation
Strabismus Correction
Tonsillectomy
	94 (62.7)
30 (20.0)
12 (8.0)
11 (7.3)
10 (6.7)
9 (6.0)
8 (5.3)
	4 (80.0)
1 (20.0)
1 (20.0)
0
0
0
0

	Nervous System Disorders
Migraine
Headache
Ataxia
	84 (56.0)
38 (25.3)
14 (9.3)
10 (6.7)
	2 (40.0)
0
1 (20.0)
0

	Eye Disorders
Eyelid ptosis
Cataract
Diplopia
Dry Eye
	69 (46.0)
34 (22.7)
9 (6.0)
8 (5.3)
8 (5.3)
	3 (60.0)
3 (60.0)
0
0
0

	Ear and Labyrinth Disorders
All Deafness*
Deafness
Deafness Neurosensory
Deafness Bilateral
	52 (34.7)
43 (28.7)
40 (26.7)
1 (0.7)
2 (1.3)
	1 (20.0)
1 (20.0)
1 (20.0)
0
0

	Metabolism and Nutrition Disorders
Diabetes Mellitus
Vitamin D Deficiency
Hypercholesterolemia
	73 (48.7)
27 (18.0)
21 (14.0)
18 (12.0)
	0
0
0
0

	Musculoskeletal and Connective Tissue Disorders
Muscular Weakness
Myalgia
	65 (43.3)
18 (12.0)
11 (7.3)
	2 (40.0)
0
0

	Infections and Infestations
COVID-19
	59 (39.3)
46 (30.7)
	4 (80.0)
4 (80.0)

	Psychiatric Disorders
Depression
Insomnia
Anxiety
	47 (31.3)
22 (14.7)
16 (10.7)
10 (6.7)
	1 (20.0)
1 (20.0)
0
0

	Gastrointestinal Disorders
Constipation
Gastroesophageal Reflux Disease
Dysphagia
	45 (30.0)
13 (8.7)
13 (8.7)
8 (5.3)
	3 (60.0)
0
0
1 (20.0)

	Vascular Disorders
Hypertension
	44 (29.3)
42 (28.0)
	0
0

	Respiratory, Thoracic and Mediastinal Disorders
Asthma
Sleep Apnea Syndrome
	41 (27.3)
12 (8.0)
9 (6.0)
	2 (40.0)
0
2 (40.0)

	Endocrine Disorders
Hypothyroidism
	21 (14.0)
13 (8.7)
	1 (20.0)
1 (20.0)

	Immune System Disorders
Seasonal Allergy
	17 (11.3)
11 (7.3)
	0
0

	Neoplasms 
Lipoma
	16 (10.7)
4 (2.7)
	4 (80.0)
2 (40.0)


Source: Table 14.1.3.2.1
*“All Deafness” manually calculated from Preferred Terms citing “deafness”
Prior Therapy and Concomitant Therapy
Prior and concomitant medications encompassed a wide range of agents consistent with medical history and ongoing conditions. Of note, there is no specific licensed treatment for primary mitochondrial myopathies but vitamins/metabolic support agents are often used and this was reflected in the data with over half of the patients receiving some form of these supportive interventions.
Safety 
Extent of Exposure 
The mean duration of treatment was approximately 12.1 months with a maximum exposure of 22.7 months. 
	
	mtDNA-PMM (N=150)
	nDNA-PMM (N=5)

	Duration of Treatment (Days), Mean (range)

	338.3 (13 - 683)
	16.6 (3 - 37)

	Duration of Treatment (Months*) (%)
≤ 1 
>1 to <2
>2 to <3
>3 to <6
>6 to <9
>9 to <12
>12 to <15
>15 to <18
>18 to <21
>21 to <24
>24 to <27
	
1 (0.7)
5 (3.3)
8 (5.3)
20 (13.3)
17 (11.3)
23 (15.3)
19 (12.7)
24 (16.0)
26 (17.3)
6 (4.0)
1 (0.7)
	
3 (60.0)
2 (40.0)
0
0
0
0
0
0
0
0
0


Source: Table 14.1.5.1
* Duration in months was calculated assuming 28 days in a month.
Adverse Events
A total of 595 treatment-emergent adverse events (TEAEs) were reported in 123 (82%) of the 150 mtDNA-PMM subjects during participation in REN001-202; no TEAEs were reported in the 5 nDNA-PMM subjects. 
Treatment-emergent adverse events occurring in >5% of mt-DNA subjects 
	System Organ Class 
Preferred Term
	mtDNA-PMM
 (N=150)
Events; subjects (%)

	Total number of TEAEs
	595; 123 (82.0)

	Infections and infestations
	113; 63 (42.0)

	COVID-19
	30; 25 (16.7)

	Upper Respiratory Tract
	10; 10 (6.7)

	Influenza
	11; 9 (6.0)

	Gastrointestinal disorders
	55; 34 (22.7)

	Constipation
	8; 8 (5.3)

	Eye disorders
	54; 36 (24.0)

	Refraction disorder
	12; 10 (6.7)

	General disorders and administration site conditions
	34; 25 (16.7)

	Fatigue
	13; 12 (8.0)

	Nervous system disorders
	70; 38 (25.3)

	Headache
	23; 17 (11.3)

	Musculoskeletal and connective tissue disorders
	63; 40 (26.7)

	Myalgia
	15; 12 (8.0)

	Pain in Extremity
	11; 9 (6.0)

	Skin and subcutaneous tissues
	42; 28 (18.7)

	Dry Skin
	8; 8 (5.3)

	Metabolism and nutrition disorders
	23; 20 (13.3)

	Vitamin D deficiency
	8; 8 (5.3)


 Source: Table 14.3.1.3.1
For the mt-DNA subjects the most common TEAEs were reported to the Infection and infestations System, Organ Class (SOC): 113 events, 63 (42%) subjects. COVID-19 was the most commonly reported adverse event, with 30 events in 25 (16.7%) subjects. 
Deaths
There were no deaths during the conduct of REN001-202.
Serious AEs
There were 21 TESAEs reported for 12 (8.0%) mtDNA-PMM subjects. There were no TESAEs reported in the 5 nDNA-PMM subjects. Events were consistent with the underlying medical history or acute infection (for example, COVID-19).  Of these, three events were considered treatment-related, including 2 fractures and a stroke.
AEs Related to Treatment
There were 148 treatment emergent events considered as at least possibly treatment-related events by the investigator reported by 56 (37.3%) mt-DNA subjects. The only possibly related TEAE reported by >5% of mtDNA-PMM subjects was headache, which was reported by 6% of subjects.
AEs by Severity
A total of 5 subjects (3.3%) reported severe events, including headache, cerebrovascular accident, skin exfoliation, foot fracture (also reported as lower limb fracture), and cardio-respiratory arrest (also reported as ventricular fibrillation). A further 50 (33.3%) subjects reported events with a maximum severity of “moderate”. A total of 68 (45.3%) subjects reported only mild events.
TEAEs leading to Discontinuation
One mtDNA-PMM subject discontinued treatment with mavodelpar due to a TEAE, reporting abdominal pain and bloating of moderate severity.
TEAEs of Special Interest 
A total of 18 adverse events of special interest were reported by 14 (9.3%) mtDNA-PMM subjects. 
Events that occurred in more than one subject include:
1. Eye refraction disorders - 12 (6.7%) events in 10 subjects 
1. Foot fracture - 2 events in 2 (1.3%) subjects 
Events reported in only one subject (0.7% each) include: cataract, compression fracture, facial bones fracture, and lower limb fracture. (Note: In Study REN001-201 all fractures observed were in subjects who had been on placebo in REN001-201.)
LOCS III Cataract Gradings can be found in Tables 14.3.4.8.5.1 and 14.3.4.8.6.1 and Bone Marker results are presented in Table 14.3.4.4.1.1.
Clinical Laboratory Evaluation
One mtDNA-PMM subject had an elevation of creatine phosphokinase of potential clinical importance, with a baseline level of 1.2x ULN which increased to 7.5x, 2.3x, 9.4x, and 2.7x at Months 3, 6, 12, and 18, respectively.
Elevations of aldolase of potential clinical importance were recorded for 21 (17.1%) mtDNA-PMM subjects.
Elevations of troponin I were seen in 10 (6.8%) mt-DNA-PMM subjects. 
[bookmark: _Toc497899646]Safety Conclusions
A wide range of adverse events were reported, reflecting either the underlying disease state or intercurrent conditions which would be expected in any population (such as COVID-19 infection). 
Review of the adverse events of special interest did not identify any signal of mavodelpar impact on cataract or bone turnover/fracture. 
Review of vital signs and ECG data does not raise any safety concerns.
In patients with PMM, aldolase and troponin elevations are often observed in the setting of acute elevations in creatine phosphokinase and do not suggest cardiovascular risk.
Overall, mavodelpar was well-tolerated with limited manageable adverse effects. 
Efficacy
Detailed efficacy findings can be found in Tables 14.2.1.1.1 (12-Minute Walk Distance), 14.2.2.1.1 (6-Minute Walk Distance), 14.2.3.1.1 (PROMIS T-Score), 14.2.4.1.1 (MFIS), 14.2.5.1.1 (PGIC Muscle and Fatigue Symptoms), 14.2.6.1.1 (PGIS Muscle and Fatigue Symptoms), 14.2.7.1.1 (SF-36), 14.2.8.1.1 (BPI), and 14.2.10.1.1 (PMM Phenotypic Description). However, no signal of efficacy was detected in any secondary endpoint.
Secondary Efficacy Endpoints in mtDNA-PMM Subjects
	
	Baseline
	M3
	M6
	M12
	M18

	12-Minute Walk Distance, Change from Baseline
N
Mean (m)
Std. Deviation
	
145
-
-
	
134
4.0
92.5
	
110
13.5
68.5
	
82
5.9
82.8
	
32
-1.9
68.4

	6-Minute Walk Distance, Change from Baseline
N
Mean (m)
Std. Deviation
	
145
-
-
	
134
4.1
42.4
	
110
7.0
31.9
	
82
5.8
36.4
	
32
2.8
34.8

	PROMIS T-Score1, Change from Baseline
N
Mean
Std. Deviation
	
149
-
-
	
139
-0.7
5.1
	
115
0.2
6.0
	
86
-0.1
6.2
	
35
-1.0
6.5

	MFIS Score1, Change from Baseline
N
Mean
Std. Deviation
	
149
-
-
	
139
-1.6
11.6
	
115
0.4
13.3
	
85
-0.6
12.8
	
35
-2.1
14.6

	PGIS2 Muscle and Fatigue Symptoms
N
Absent, %
Mild, %
Moderate, %
Severe, %
Very Severe, %
	
137
6.6
23.4
50.4
16.8
2.9
	
139
5.8
29.5
43.9
18.7
2.2
	
115
7.0
25.2
46.1
20.9
0.9
	
87
8.0
31
50.6
9.2
1.1
	
35
8.6
28.6
37.1
25.7
0

	SF-36 Physical Function3, Change from Baseline
N
Mean
Std. Deviation
	
149
-
-
	
140
-0.6
15.3
	
115
-1.0
16.8
	
86
-1.1
15.6
	
35
2.6
17.6

	SF-36 Role Limitations due to Physical Health3, Change from Baseline
N
Mean
Std. Deviation
	

149
-
-
	

140
1.1
18.3
	

115
-1.4
21.9
	

86
-2.8
20.6
	

35
0.4
17.9

	SF-36 Role Limitations due to Emotional Problems3, Change from Baseline
N
Mean
Std. Deviation
	

149
-
-
	

140
-0.3
21.1
	

115
-2.5
25.4
	

86
-3.6
21.3
	

35
-6.2
19.6

	SF-36 Vitality3, Change from Baseline
N
Mean
Std. Deviation
	
149
-
-
	
139
1.0
14.8
	
115
-0.9
16.3
	
86
3.0
16.7
	
35
5.7
16.6

	SF-36 Emotional Well-being3, Change from Baseline
N
Mean
Std. Deviation
	

149
-
-
	

139
1.2
14.2
	

115
-0.3
17.7
	

86
1.0
16.5
	

35
3.7
18.7

	SF-36 Social Functioning3, Change from Baseline
N
Mean
Std. Deviation
	
149
-
-
	
140
0.3
20.0
	
115
-2.3
20.6
	
86
0.3
20.4
	
35
-4.6
23.9

	SF-36 Pain3, Change from Baseline
N
Mean
Std. Deviation
	
149
-
-
	
140
1.5
20.9
	
115
1.0
19.5
	
86
0.9
23.6
	
35
-0.8
21.4

	SF-36 General Health3, Change from Baseline
N
Mean
Std. Deviation
	
149
-
-
	
140
-0.9
9.8
	
115
-1.7
10.9
	
86
0.2
14.2
	
35
3.2
16.0

	BPI4, Change from Baseline
N
Mean
Std. Deviation
	
147
-
-
	
N/A
	
N/A
	
83
0.69
2.08
	
N/A


1 PROMIS or MFIS higher scores indicate greater fatigue
2 Baseline for PGIS conducted at Month 1
3 SF-36 higher scores indicate a more favorable health state
4 BPI higher scores indicate higher levels of pain
For PGIC Muscle and Fatigue Symptoms, of the 87 mtDNA-PMM subjects with reported data at Month 12, 17 (19.5%) reported worsening of symptoms, 24 (27.6%) reported no change, and 46 (52.8%) reported some measure of improvement.
For PMM Phenotypic Description, for the 3 questioned topics of exercise tolerance, gait stability, and myopathy. A total of 87 mtDNA-PMM subjects with reported data at Month 12, of which 42 (48.3%) reported normal ability to walk or an unlimited ability to walk on a flat surface with worsening of symptoms on inclines or stairs and 45 (51.7%) subjects reported that they were not able to walk more than 1000 meters on a flat surface and restrictions on inclines or stairs requiring rest after 12 steps. For gait stability, 54 (62.0%) subjects reported normal or reasonably steady gait and 33 (38.0%) reported at least unsteady gait with occasional falls. A total of 40 (45.9%) subjects reported minimal reduction in hip flexion and/or shoulder abduction and 47 (54.1%) subjects reported at least clear proximal weakness in hip flexion and shoulder abduction with weakness in elbow flexion and knee extension.

OVERALL CONCLUSION
A total of 150 subjects with mtDNA-PMM were enrolled, with approximately half dosed for up to a year and half for 1-2 years. Most of these had rolled over from Study REN001-201, a 6-month study with a 1:1 randomization of mavodelpar:placebo. A small number of mtDNA-PMM subjects had previously received 3 months of treatment with mavodelpar in Study REN001-101. In addition, 5 subjects with nDNA-PMM were enrolled, all without prior mavodelpar study participation; these were dosed for less than two months prior to study termination. The study was terminated early due to failure of the main feeder study (REN001-201) to demonstrate an improvement in efficacy with mavodelpar treatment. However, mavodelpar was found to be safe and well-tolerated in patients with mtDNA- PMM. There was no safety signal observed in the nDNA-PMM subjects. As the study was terminated with limited nDNA-PMM data (5 subjects total, 3 with <28 days exposure and 2 subjects with 28-37 days exposure), no broad conclusions can be drawn regarding safety in this population.
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