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Study Design/Methodology 
This was a non-confirmatory, randomized, participant and Investigator-blinded, placebo-controlled, parallel-arm study in participants with PAD 
and intermittent claudication. The study was planned to treat participants in a 1:1 ratio to receive 6 mg/kg of LLG783 or placebo as an 
intravenous infusion once every 4 weeks for a total of 4 doses over a period of 12 weeks or 3 months.  
 
Centers 
The study was conducted in Germany (4 sites), Taiwan (2 sites) and USA (2 sites). 
Objectives: 

Primary objective(s) 
The primary objectives of this study were:  

 To assess the safety and tolerability of LLG783 in participants with PAD and intermittent claudication after 16 weeks of exposure to 
LLG783. 

 To evaluate the effect of LLG783 on functional capacity after 3 months of treatment in participants with PAD and intermittent 
claudication: Maximum walking distance (MWD) assessed by 6-minute walk test (6MWT) 

Secondary objective(s) 
The Secondary objectives of the study were: 

 To investigate the pharmacokinetics (PK) of LLG783 in participants with PAD and intermittent claudication; 
 To evaluate the effect of LLG783 on symptomatic functional capacity after 3 months of treatment in participants with PAD and 

intermittent claudication: Pain-free walking distance (PFWD) assessed by 6MWT 
 
Test Product (s), Dose(s), and Mode(s) of Administration 
LLG783 150 mg/mL concentrate solution for infusion/injection and placebo 0 mg/mL for iv administration. 
Statistical Methods 

 All safety variables were summarized with descriptive statistics for the safety analysis set. The safety analysis set included all participants 
that received any study treatment 

 The primary efficacy endpoint was MWD, defined as the total distance walked in 6 minutes as assessed by the 6MWT and was used to 
evaluate functional capacity of PAD participants The change from baseline in MWD was analyzed in a mixed effect model repeat 
measurement (MMRM) with treatment, visit and the treatment-by-visit interaction as fixed effects and baseline MWD as a covariate. All 
participants with any available pharmacodynamics (PD) data, who received any study drug and experienced no protocol deviations with 
relevant impact on PD data were included in PD analysis set. 



 The secondary efficacy endpoint, PFWD was defined as the distance walked up to the point of onset of claudication symptoms (pain) 
recorded during the 6MWT and was used to evaluate symptomatic functional capacity of PAD participants participating in this study. 
Secondary endpoint was analyzed in an equivalent way as described for primary efficacy endpoint. 

 PK parameters for LLG783 were determined using the actual recorded sampling times and non-compartmental methods with Phoenix 
WinNonlin v 6.8 from the serum concentration data. All participants with at least one available valid PK concentration measurement, who 
received any study treatment and experienced no protocol deviations with relevant impact on PK data.  

 
Study Population: Key Inclusion/Exclusion Criteria  
 
Inclusion Criteria 
 Male and female participants 40 to 85 years of age (inclusive) at screening with clinical evidence of PAD and intermittent claudication 

(Fontaine stage II). 
 On stable medical therapy for PAD and PAD symptoms, which could include statins, aspirin, and anti-platelet medications (as medically 

indicated) unless individually contraindicated, for at least 4 weeks prior to the screening visit 
 Vital signs were to be within the following ranges: body temperature between 35.0-37.5°C; systolic blood pressure, 90-159 mm Hg; diastolic 

blood pressure, 50-99 mm Hg; pulse rate, 50 - 90 bpm 
 Moderately impaired ambulatory function judged by the Investigator to be due primarily to PAD and assessed by a MWD between 50 and 

400 meters (inclusive of these values) at the screening 6MWT 
 
Exclusion Criteria 
 Pregnant or nursing (lactating) women, where pregnancy is defined as the state of a female after conception and until the termination of 

gestation, confirmed by a positive human chorionic gonadotropin (hCG) laboratory test. 
 Participants who met any of the following PAD related criteria: 

o Participants who were actively attending and participating in a supervised exercise rehabilitation program (participants who had 
already completed such a program and remain symptomatic may be included). 

o Participants with any condition other than PAD that limits walking ability. 
o Known inflammatory disease of the arteries (other than atherosclerosis; e.g. Thromboangiitis obliterans). 
o Clinical evidence of critical limb ischemia including new or non-healing ulcers (felt secondary to critical limb ischemia), new or recent 

onset of resting pain in the lower extremities particularly at night (felt secondary to critical limb ischemia) and/or gangrene of the 
lower extremities (Fontaine stage III-IV) 

 Any of the following concomitant cardiovascular or metabolic conditions or diseases: Myocardial infarction within 6 months of screening; 
Stroke within 6 months of screening; History of clinically significant ventricular arrhythmias, according to the discretion of the Investigator, 
within 6 months of screening; Significant ECG abnormalities, according to the discretion of the Investigator, at screening; History of 
sustained and clinically significant supraventricular arrhythmias (e.g. associated with hemodynamic compromise) within 6 months of 



screening; Chronic heart failure New York Heart Association Class III or IV; Known presence of aortic aneurysm > 5 cm; Uncontrolled 
diabetes as defined by a random fasting glucose level of 13 mmol/L or 240 mg/dL or HbA1c greater than 9% as measured at screening.  

 Major surgical procedure (such as coronary artery bypass grafting, carotid endarterectomy, abdominal surgery) ≤ 6 months before screening 
(≤ 4 weeks before screening for coronary stent placement or angioplasty) or planned coronary revascularization or any other major surgical 
procedure planned to occur during the planned time frame of the study or actively planned/scheduled lower extremity peripheral vascular 
interventions within the first 4 months after enrollment. 

 Inability to hold all narcotic pain relievers for 24 hours prior to performance of the 6MWT 
 
Participant Flow Table 
 

 



Baseline Characteristics 
 

 
 
 

 



Primary Outcome Result(s)  
Number of Participants reported with any adverse events (AEs), study drug-related AEs, serious AEs, AEs leading to discontinuation, deaths: 
Safety Analysis Set 
 

 
 
There were no deaths reported in the study 



Change from baseline in MWD: PD analysis set  

 

 



Secondary Outcome Result(s) 

Change from baseline in PFWD: PD analysis set 

 



Pharmacokinetic parameters for LLG783: PK analysis set 

 



Safety Results  

Adverse Events by System Organ Class regardless of study treatment relationship (Safety analysis set) 

 



Most Frequently Reported AEs Overall by Preferred Term n (%) 
Frequent adverse events (>5% in any arm) regardless of treatment relationship by preferred term (Safety analysis set) 
 

 

Other Relevant Findings 
NA 



Conclusion: 

While i.v. treatment with 6 mg/kg of LLG783 once a month for 3 months in patients with PAD and intermittent claudication was found to be safe 
and well-tolerated, there was no difference in the primary (MWD) and the secondary (PFWD) efficacy endpoint between the LLG783 and 
placebo arms. Assessment of exploratory biomarker/s and PK suggested that a sustained target engagement was achieved until at least Day 
113.  

Date of Clinical Trial Report 
30 Aug 2019 


