
   

  

Phase 2a double-blinded, placebo 
controlled trial for the treatment of 
Chronic Fatigue Syndrome 

The Synergy Trial for CFS was a Phase 
2a clinical trial designed to investigate the 
safety and efficacy of KPAX002 – a 
combination treatment of methylphenidate 
and mitochondrial support nutrients – for 
the treatment of Chronic Fatigue 
Syndrome (CFS). Phase 2 trials are 
commonly performed to detect safety 
concerns, identify the ideal dosage range, 
and perfect study design for the continued 
development of promising research 
compounds. 

Combined Treatment – Methylphenidate plus Mitochondrial Support Nutrients 

KPAX002 is a combination treatment of a low-dose CNS stimulant (methylphenidate) plus high potency 
mitochondrial support nutrients. There is a growing body of evidence pointing to defects in mitochondrial 
functioning as a possible contributing factor to the occurrence and progression of ME/CFS. As many 
people know, the mitochondria are the part of the cell that burns fuel and generates all of the cell’s energy. 
As part of KPAX002, therapeutic dosages of mitochondrial support nutrients are provided in an effort to 
support the functioning of the nervous, endocrine, and immune systems to a level at which a low dose of a 
stimulant medication may produce positive effects on CFS symptoms and be well-tolerated. 

Primary Study Endpoint 

In addition to assessing KPAX002’s safety, the primary study endpoint was the change in the total 
Checklist Individual Strength (CIS) score. The CIS is a validated 20-question assessment that 
quantitatively measures fatigue, concentration disturbance symptoms (brain fog), motivation, and physical 
activity in patients with CFS. It was developed twenty years ago specifically to evaluate CFS patients in 
research studies.  

Secondary Study Endpoints 

There were several secondary analyses that were planned in advance of performing this trial. These 
included measuring the change in the individual subscales of the CIS as well as measuring the number of 
“super responders” in each treatment group. Super responders were defined as subjects who experienced 
at least a 20% reduction in their overall CFS symptoms.  

THE SYNERGY TRIAL FOR CFS 
KPAX002 lessens overall CFS symptoms 

 In a majority of study subjects. 
 



  

Intent-to-Treat Analysis (ITT) 

The ITT analysis is the most 
rigorous analysis of a study’s 
data. It looks at the effect of 
the treatment on all the 
patients who took at least one 
dose and received at least one 
post-baseline evaluation. If a 
patient dropped out of the 
study within the first few weeks 
for any reason, they would still 
be included in this analysis. 

This analysis shows that patients in the KPAX002 treatment group 
experienced an average 15% reduction in their overall CFS 
symptoms. The majority of this improvement was seen within the 
first four weeks. Patients in the placebo group experienced an 
average 12% reduction in the total CIS score. The placebo effect 
we observed was higher than predicted for this trial. 

Per-Protocol Analysis (PP) 

The per-protocol analysis 
measures the effect of the 
treatment in study subjects 
who took the treatment as 
and followed the protocol’s 
instructions for the entire 
trial. This is a more “real 
world” analysis of the 
treatment’s effect since 
patients who were not 
compliant with the treatment 
were excluded from this 
analysis. 

This analysis shows that that patients in the KPAX002 treatment 
group experienced an average 20% reduction in their overall CFS 
symptoms. The majority of this improvement was seen within the 
first four weeks. The improvement seen in the placebo group 
patients began to decline after four weeks in this analysis. 

Primary Study Endpoint 



 3 

Placebo 
-13 

-22 

KPAX 002 
36% 

Placebo 
22% 

0 

5 

10 

15 

20 

25 

# of Subjects with >20% Improvement  

Day 28 

“Super Responders” 

- 22 

0% 5% 10% 15% 20% 

Physical 
Activity 

Concentration 

Fatigue 

Motivation 

CIS Subscores 

Placebo 

K-PAX 002 

13% 

Improvement 

17.5% 

15% 

13.5% 

After 28 days of treatment, 36% of subjects taking 
KPAX002 experienced a greater than 20% 
improvement in their overall CFS symptoms. 

Subjects taking KPAX002 (dark blue bars) experienced greater improvement in 
all four CIS subscales (fatigue, concentration, motivation, physical activity) than 
subjects taking the placebo treatment (light green bars). 

3 Key Findings of the Synergy Trial for CFS 

When the KPAX002 treatment group was divided 
into the sickest versus less sick patients, the 
sickest patients experienced a more rapid and far 
greater decrease in their total CIS score than those 
patients who began the trial with more mild 
symptoms. 



  

 

Safety Conclusions 

Treatment with KPAX002 was 
found to be safe and well-
tolerated in patients with CFS. 
 
The table below highlights the low 
incidence of adverse events 
(AE’s) usually associated with 
methylphenidate use (safety 
population n=131). 
 
                       KPAX002      Placebo 
Nervousness       0              0 
Restlessness      0            1 
Palpitations      1            3 
Agitation       0            0 
Feeling Jittery      4            4 
Anxiety                   4            5 
Irritability      1            0 
Headache      5            5 
Insomnia      2            1 
 
There was no significant 
difference in the incidence of the 
above side effects between the 
KPAX002 and placebo groups. 
 
KPAX002 was better tolerated 
than reported in a previous trial 
using methylphenidate alone.  
 

 

 

 

 

 

Conclusion & Next Steps 

Based on the results of this Phase II trial, the following conclusions can be made: 

• Treatment with KPAX002 was safe and well-tolerated in CFS patients. 
• Treatment with KPAX002 improved both overall CFS symptoms and concentration 

disturbances in a majority of the CFS subjects. 
• All analyses showed a treatment advantage to KPAX002 compared to placebo. 

K-PAX Pharmaceuticals would like to thank the patients and research staffs who participated in this 
important study. Only by participating in placebo-controlled clinical trials will the CFS community be able to 
realize the benefits of methodically tested, FDA-approved treatments for this condition. 

 

Key Study Details 
 
1.  Principle Investigators:  
     Jose Montoya, M.D. 
     Nancy Klimas, M.D. 
     Lucinda Bateman, M.D. 
     Susan Levine, M.D. 

2.  Study Design:  
     Phase 2a  
     Double-blinded    
     Placebo-controlled     
 
3.  Study Population (ITT):  
     128 patients 
 
4.  Race:  
     White: 108 (90%) 
     African American: 6 (5%) 
     Other: 4 (3%) 
     Asian: 2 (2%) 
 
5.  Gender:  
     73% female 
     28% male 
 
6.  Mean Age at Baseline: 
     42.5 years (range 19-59) 
 
7.  Mean Duration of CFS  
     Symptoms at Baseline: 
     11.5 years (range 6 months   
     to 43 years) 
 
 
 

Efficacy Conclusions 
 
Treatment utilizing KPAX002 
lessened both overall CFS 
symptoms and concentration 
disturbances in a majority of 
CFS subjects. The most 
remarkable results included: 

• 36% of the patients 
taking the KPAX002 
treatment had a > 20% 
reduction in overall CFS 
symptoms after 28 days. 

 
• Patients taking KPAX 

002 had substantially 
more improvement in all 
four CIS subscores than 
those taking placebo 
after 12 weeks. 

 
• The sickest patients at 

baseline experienced 
more than double the 
improvement as patients 
beginning the trial with 
less severe symptoms. 

 
Despite KPAX002 
demonstrating superiority to 
placebo in lowering CFS 
symptoms in all efficacy 
analyses, the difference 
between the two groups did 
not reach statistical 
significance. This is most 
likely due to this trial’s 
relatively small sample size. 

 


